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Figure 1. Interconnected causes and consequences of disease- or cancer-associated cachexia at organ level

Examples of host cell contributors to and organ level consequences of cachexia inducing inflalmmatory and non-inflammatory processes are illustrated.

1.Ferrer, Miriam et al. Cell vol.
186,9 (2023): 1824-1845.
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Hunger No hunger

Drop in resting energy  Resting energy expenditure sometimes
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Fearon K, et al. Lancet Oncol. 2011;12:489-495[': National Comprehensive Cancer Network.
NCCN Guidelines. Palliative Care. v.2.2013.[°]
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Table 1 Estimates for the prevalence of cachexia in several chronic illnesses in Europe, the USA, and Japan

Prevalence in Patients at  Prevalence in patients  Patients in  Patients in  Patients 1-Year

population (%) risk (%) at risk (%) Europe the USA inJapan  mortality (%)
COPD 35 15 35 1400000 600000 230000 15-25
(moderate severity)
CHF 2.0 80 10 1200000 510000 200000 20-40
(NYHA lI-1V)
Cancer 0.5 90 30 1000000 430000 170000 20-80
(all types)

Rheumatoid arthritis 0.8 20 10 120000 50000 20000 5
(severe form) (cachexia)
CKD 0.1 50 50 190000 80000 30000 20
Population assumptions (2013/14): Europe—742 million, the USA—319 million, and Japan—127 million.

Stephan von Haehling S, et al. | Cachexia Sarcopenia Muscle. 2016,7(5):507-509.
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1. Li, Xiangrui, et al.. Precision Nutrition 1(1):10.1097/PN9.0000000000000008, June 2022. 2. Han B, et al. 2024,4(1):47-53. 2024 Feb 2.
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20
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° Log=rank; I'<0.001
12 24 36 48 60
Time (months)
Number at risk
Without cachexia 202 150 104 79 56 23
With cachexia 53 26 12 11 5 2

TR EARIETBEANSCLCERE IR Z R IEF KB LHEITHIO0S Kaplan-MeierEF i 4

Gastric Cancer (2019) 22:793-802; Kawachi H, et al. Oncoimmunology. 2025, 74(1):24421716.
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0 _ 1 20 30 cesees Weight Gain 5%
Survival from start of treatment (months) 00 A1, : : T T . . . : r T T T .
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>
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B. RZHRMEBTIOXNAEENAAFEFR L/ REEI0S Kaplan-Meier£ 7 i £

1. Miyawaki T, et al. Support Care Cancer. 2022;30(2):1633-1641 2.Patel /D, et al. Ann Oncol. 2016,27(8):1612-161789.
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GUIDELINES OF CHINESE SOCGIETY OF CLINICAL ONCOLOGY (CSCO
ANOREXIA-CACHEXIA SYNDROME IN CANCER PATIENTS
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Tumour with Tumour-derived catabolic factors

immune infiltration Crosstalk = Activins * Serotonin
. * Myostatin ¢ Parathyroid hormone-related protein
P « TGFB » Adrenomedullin, miR-21, HSP70
@ @ and HSP90 (exported in exosomes)
Pro-inflammatory mediators arising from
tumour—immune system crosstalk
@ e |L-1o * TNF * GDF15 * TNFRSF12A
@ o IL-1B e |L-11 * TWEAK * PGE,
s IL-6 o |L-17 * TRAF6
= IFNy e LIF * Oncostatin M
- j
Target organs l
Neuropeptide ¥ /\ White ‘Browned’ Brown
sy Mel i Skeletal adipose adipose adipose
/ ‘—\ N NATN Adrenal —> and cardiac tissue tissue tissue
Appetite ( \\) gland

centres X /,'

muscle R pg\ o ‘&;\
Crosstalk @ ( %ﬁi\g,
A _ AR ¢ :
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i

—4 Catabolic sympathoadrenal

outputs Anorexia @e}—h MU§c_le ; Excess ) !Excestj Fut!le
deconditiening proteolysis | |lipolysis cycling
— Catabolic behavioural outputs Reduced food intake
— Catabolic sympathetic outputs k }

Figure 3| Interorgan relationships in cancer-associated cachexia. On the basis of clinical and experimental findings,

Bl BRRESEAFEEERRRRERRPNSEER
1.Baracos VE,et al. Nat Rev Dis Primers. 2018,4:17105. 2.Ferrer M, et al. Cell. 2023,186(9):1824-1845.
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o RS IMEIGDFISE SN T E X &G XEMUHNGFRALZ R, BERETHZANEESHERML, MNMECE T
PI3K/MAPK&ER, SIiFLiZERSMETRRNAEABEX, GDF15HRESHAE, EiFE. IIRFTIBARERAEX,

| rroorisii |

BERA (RER, P

| GFRAL
20-<30 429 pg/ml | ;
30-<40 500 pg/ml P i :
,‘ffri,/:-\'-- ¢ ! } :
40-<50 614 pg/ml [\ _ | i
P9 x? -d\' ed |® Increased Appetite | © @
50-<60 757 pg/ml | oerdan P Ciculaing | sssmmmmp-  SUPPTESSION | PIKCAKT PLC-PLC NEK-ERK |
' B GDF-15
60-<70 866 pg/ml \f\\ia y ° _
N --_Jr‘x., ~ @ I\, A, i
>70 1060 pg/ml ® -'“--‘?"1 .
AR B A o]3x10,000 - 100,000 pg/ml i
Adipose tissue
fhEENSCLC. CRC. PANCEREERE #EAEIRGDF15R EH4-5= lipolysis, catabolism Muscle wasting
Cheng LY, et al. Nat Med. 2025;31(4):1069-1070 El1 GDF157E iy B 5w P B91E AL
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1. https.://www.clinicaltrials.gov/ 2. Z5/4 4,
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VR GDF158iponsegromab o] £ &0 fbyE BE R B EARE
Il B§, FEHL, WEPROACCHR

- H12AN, SREFAMRL, AEFNEKENEEAYMAINRIFENEN, BREEISKRBUE.

4_
The NEW ENGLAND JOURNAL of MEDICINE ° 3
52,
G
ORIGINAL ARTICLE %§ - i
53
Hl - -
Ponsegromab for the Treatment 8% |
of Cancer Cachexia

John D. Groarke, M.B., B.Ch., M.P.H., Jeffrey Crawford, M.D., Treatment Policy On-Treatment

Susie M. Collins, M.Sc., Shannon Lubaczewski, Pharm.D., Eric J. Roeland, M.D.,
Tateaki Naito, M.D., Andrew E. Hendifar, M.D., Marie Fallon, M.D.,

Koichi Takayama, M.D., Timothy Asmis, M.D., Richard F. Dunne, M.D., N 45 46 46 50 45 46 46 50

Isik Karahanoglu, Ph.D., Carrie A. Northcott, Ph.D., Magdalena A. Harrington, Ph.D., n 32 32 39 34 32 32 38 31

Michelle Rossulek, M.A., Ruolun Qiu, Ph.D., and Aditi R. Saxena, M.D.
B Placebo ™= Ponsegromab 100 mg = Ponsegromab 200 mg = Ponsegromab 400 mg

Groarke, John D et al. The New England journal of medicine vol. E1. %"ﬁﬁﬂﬂﬂﬂ@;ﬁ%ﬁf&ponseg romab 1 00mg. 200mg,
391,24 (2024): 2297-2303. 400mg&§§§?ﬂ] Q4W iﬁﬁ] ZJEIEEE?%EWISEEH:
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GDF158fiponsegromabu] R EXEMEEFEHEEB|N
I B, BEHL, IWEPROACCHF

- E12AN, SZEFEMBL, 100mgKk400mgFISHIIMERFAACT-ACS*, FACCT-5IASSHENREZ B EIZN,

£1#ESponsegromab 100mg. 200mg. 400mgR L &R Q4W ;84712 B G E L HBIFAACT-ACS R FACCT-5IASSTEN T (CEwm R EAE £ E)

End Point Baseline Change from Baseline at Week 12
Modeled Mean Difference
Observed Observed Modeled Mean from Placebo
N1 Mean N2 Mean (95% Credible Intdrval) (95% Credible Interval)

Patient-reported outcome

FAACT-Anorexia and Cachexia Subscalej

Placebo 42 27.5+7.9 30 0.5+8.3 0.57 (-1.64 t0 2.79) NA
Ponsegromab, 100 mg 43 27.3+7.8 27 5.547.2 4.68 (2.25t0 7.11) 412 (0.86 1o 7.34)
Ponsegromab, 200 mg 41 28.4+9.2 33 1.2+10.1 1.30 (-1.02 to 3.49) 0.73 (-2.40 to 3.91)
Ponsegromab, 400 mg 47 27.0+9.3 30 42+538 5.07 (2.71to 7.52) 450 (1.291t0 7.77)
FAACT-5-Item Anorexia Symptom Scalef

Placebo 42 11.9+4.2 30 —0.2+4.5 0.22 (-1.02 to 1.45) NA
Ponsegromab, 100 mg 43 11.0+3.9 27 3.1+42 2.43 (1.15to 3.63) 2.20 (0.36 10 3.99)
Ponsegromab, 200 mg 41 12.2+5.2 33 —0.2+5.4 0.20 (-0.99to 1.42) —0.02 (-1.73t0 1.72)
Ponsegromab, 400 mg 47 11.0+4.8 30 2.5+3.7 2.62 (1.37 to 3.87) 2.39 (0.61 to 4.15)

*FAACT-ACS: REERFERER, SN EBE N0 ~ 487, SoEs, REEMTRELEIRGIBHMIE; FAACT-5IASS: REBAEREXR, SACER 0 E 20, SR SEHA
REMERGIBHE,

Groarke, et al. The New England journal of medicine vol. 391,24 (2024).: 2297-2303.
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« IL-65IL-6Ra/gp1308FsIL-6RaEEF

JAK/STAT3(E S BR{E A

F1 WEEHEREEEVIREN SR

Lok, £
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, FESNEBEIECEERBXERMMFIMTORBIREHARZLE, BUE

Marker Reference ranges  Patients mean (£8D)  Controls mean (£5D)  p-value for Signifi- p-value for Significance
cance (Patients versus (Patients versus Reference
Controls) Constant)

Albumin (g/L) 35-50 39.66 (+641) 4699 (+2.21) p<0.01

WBCx 10°/L 4.0-120 7.89 (£6.34) T7.07 (£ 1.87) p=042

Neutrophils x 107~ 2.0-7.5 543 (£5.60) 4.40 (£ 1.65) p=027

Lymphocytes x 10%L  1.0-4.0 145 (£0.73) 2.04 (+0.60) p=0.01

Platelets x 10°/L 150450 30034 (£155.32) 23100 (£55.15) p=0.01

Haemoglobin (g/idL) 13.8-18.8 1238 (£2.04) 15.13(£0.92) p=0.01

NLR 273 485 (£6.59) 231 (x1.10) p=0.02 p=0.008

FLR 148.82° 232.90(£119.70) 119,18 (+34.63) p=0.01 p<0.001

Sl 791.96" 1387.35(1866.4T7) 54354 (+301.74) p=0.01 p=0.051

CRP (mg/L) 2775 3165 (+56.54) 278 (£6.72) p=0.01 p=0.002

TNFu (pg/mL) 20.745 43.52(+52.77) 15.69 (+ 13.51) p<0.01 p=0.009

IL-6 (pg/mL) 439 4113 (+6.87) 35.64 (£69.07) p=0.0 p<0.001

IL-8 (pg/mL}) 9.175 33.08 (+£59.90) 2985 (+81.53) p=0.02 p=0.023

CXCLS (pg/mL) 4228 9137+ 140030 61.74 (£59.01) p=0122 p=0.033

H3Cit (ng/mL}) 1.295 2.38(+2.88) 238 (£06.72) p=099 p=0.023

Agca s, KirS. FEBS ). 2024,291(18):4009-4023.

I T EREZTIIFHeR, SEXERRIER.
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Brain
Influencing hypothalamic neurons =» Altered appetite
STAT3 activation Changed expression of orexigenic = gz
in hypothalamus & anorexigenic neuropeptides W
IL-6 & Leptin interaction =# Suppressed appetite (

LIF signaling == Modify leptin levels & induce weight loss = "—_}/

Activated _, Adipose Misscl
lipolysis Wastlng . Active MR '
. | JAK/STAT3 ~ Atrophy
Inhibition t Genes
of adipocyte = Fat Losst '.
IRl - 1 inhibition _, Protein
Browning & _ Adipose I } 1 1 of mMTOR Synthesis
thermogenesis Wasting

AR .
Altered insulin  Influence ' | Induction of _ Muscle
sensitivity & = overall energy/ . autophagy Atrophy
glucose uptake metabolism (| )
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- SAVT12AE, EHRBENEKSIVETNMESTATFEEMGPSRELANENBRE A EES FAnETAMEGTA,
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- AT 12N, RERERBSIENNBEARELNEAEEERENNKEXRELSS

Combination of tocilizumab and

Antitumour therapy

antitumour therapy (iz=26) alone (n=23) p
Primary endpoint?
Overall survival (months) 15.1(9.1-30.4) 3.2(1.3-4.5) <0.001
Survival with mGPS improvement at 23 (88.5%) 0(0) <0.001
Week 12
Secondary endpoints®
Body weight (kg) 5.15+£0.53 —5.69+£0.76 0.041
Albumin (g/dL) 5.89+£0.70 -297x0.71 <0.001
CRP (mg/L) —01.50x£7.15 9.47+13.69 <0.001
mGPS —1.61£0.15 0.03+£0.08 <0.001
Exploratory analysis endpoints®
Appetite improvement 26 (100.0%) 6(26.1%) <0.001
Fatigue improvement 26 (100.0%) 3(13.0%) <0.001

Abbreviations: CRP, C-reactive protein; mGPS, modified Glasgow Prognostic Score.
aFor primary endpoints, data are presented as median (95% CI) or n of patients with an event (%).

bSecondary endpoints were changes from baseline over 12weeks in body weight, mGPS, CRP and albumin. Least-squares means, standard errors and p values were

obtained from a mixed-effects repeated measures model.
“For exploratory analysis endpoints, data are presented as n of patients with an event (%).

Du, Yang et al. Journal of cachexia, sarcopenia and muscle vol. 15,6 (2024): 2815-2825.
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« #EZToc/Gem/NabigfT4 1B ESKMIRE %IENN0.704%, EZMFGem/Nab4,
« {X1EToc/Gem/NabBFMERE], AFINTANSKMEURSEBEOSHEEREIERX,
« Toc/Gem/Nabig&RFGem/NabE EEKEHAEERE 181N B 0S (27.1% vs 7.0%, P=0.001)
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-4 (n-c0 + GemiNabiTo, e ~04175, P— 0000°** S e e zeowe oo
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Chen IM, et al. / Clin Oncol. 2025;43(18):27107-2118.
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e GFS202AT] AR BFEE @ GDF15/&%IL-6, 5GDF15RIL-6EESEM A,
« GFS202A% R M4ZERGDF15, BEASTGFREEMMRALES, WTGF-B. GDF8, BMP3,
o GFS202ATRHEACIIE MM R REBEENRE . KEESNREMTRRERBEXER/AME,

Source: 2025 AACR

GDF15-GFRAL blocking activity IL6-IL6R blocking activity
d 3 + Ctrl-IgG
Ctrl-IgG = .
I!—"—I—FI—O—I—". - - - —iL=
o 5 T = Anti-GDF15benchmark & 2 : ‘;:22:;'2: benchmark
< = GFS202A i
5 o
11 1
G T T T —= 1 ﬁ T T T T
-2 -1 0 1 2 3 =1 U 1 2 3
Log antibody concentration {(nM) Lag antibody concentration (nM)

Figure 1. GFS202A has strong ligand-receptor blockade on GDF15-GFRAL and IL6-1L6R.
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GFS202A B X AR IEAEEAFE, BalELTFENMNEHBONAMEKR,
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N\ J
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KEBNHERE: D Tt/ fit=n
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SMERE - » BEKEE, I RIS
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3. EFHMESHEHBENREFR g ;2‘15\ ngg’f;ﬁﬂ%
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GDF155IL-6 R4 BB INFIEMBEHNITE, NEPD-(L)1MEIFITHE

- IL-65MBEMRE R RAEREXENZARESEBIEAK2/STATIHY X
PD-L1&RIX, #IHITHEANEY;
IL-6BEHBERER MG, FAIEPD-1/PD-L1 KBNS ERE
IMEIMLE, #HIL-6/E 8T BERIE2PD-1/PD-L1 o] gk RN R EF M

GDF151&53LFAT-ICAMTi&Z, FBIETABREME
NEMABESHANMEMRED, EEEIEITE
FhyE R R R

TME: immune excluded

k

1. Wischhusen, et al. Front Immunol. 2020, 11:951. 2. Journal for immunotherapy of cancervol. 13,3 e010612. 6 Mar. 2025
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HZEELZE:
BEFESZMPD-(L) 178y KM A AANSCLCEE, &= VisugromabEs
Nivolumabjayra:
* ORRA14.8%, mMDORiX15.37MNF;
cBE—FREBNENEEERRET P EARNMESE/NEERY T A&
—%4PD-(L) 187 P HRERR.
cERITIEREYT, WMRIEEIHIM R RERY
B
IEBAGDF15/1L-6X & 5PD-(L) 1M &AM E, GSF202AEEHPD-(L)1A
2, TJREBEERTGDF15RIL-63EE R, HEHPD-(L)1fitZy, AXHPD(L)-17
AR MEERE T RBERE.

$EZVisugromabi&nivolumab;&8iT N IE/NABA R E B &

MM E B R

Melero |, et al. Nature. 2025,637(8048):1218-1227.
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Death : [ Screening |
l N 7400 Randomizati l
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: 3'36 _W ZJ.IBFVEMSDId T
CHF : . ;\;EHS[;::IH\: Placebo Ponsegromab
. ot Qaw Qsw*
1 . KCCQ-23C55<75 o i e
e | Stimerd ik iatin
Mi 11— Treatment Period Day 1- Week 20
: Week 22 ‘
1 Primary Endpollnt Assessment
I 2,98 Weeks 24 and 32
Deathl C H F : ’—H Follow-Up *3 ponsegromab dose levels
] Primary Objective: To compare the effect of ponsegromab versus placebo on HF disease-specific health status in patients with HF
1 Primary Endpoint: Change from baseline in Kansas City Cardiomyopathy Questionnaire-23 Clinical Summary Score (KCCQ-23 CSS)
I 214
Death/MI| , 8
|
- HELELE:
Death/MI/CHF e - 22AREVH, ponsegromabH O EFRT IO RIEBRUBHLER
| N —
011 ; 150 %19.8% (REFIE11.6%) .
« REFrBponsegromabFIE AL 7 EBI1T96%HIGDF-15H1%F, F
1. Bonaca MP, et al. Arterioscler Thromb Vasc Biol. 2011;31(1):203-210 2. Burger PM, BREEMISET.4kg (FE4F-F22F) , {ECRPEELIENML1.34E,
etal. | Am Coll Cardiol. 2023,;82(5):414-426.
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CRPAS S UAZHRIBNIEIENE ZE X
CRPEAHEIMg/L, LEXEIEN10%

Association Between CRP and Incident HF*

CRP (mg/L) HR V=7
Continuous (955 Cl)
Per 1mg/L O 130 (1070233 « GSF202AT] gE &7 fH KT GDF-15 X IL-6
Per 50 {= 148 mg/L} HE- 1.39(1.27153)
ﬂﬂtﬂﬂﬂﬂﬁl XXEE/\\\; HEl‘Hfl]%U’Tﬁ’ﬁlb\ﬁﬁﬂﬁﬁﬂ'],u
Quartite 1{0.10-0.90] i Reference B 7 vk 7 S 36
Quartite 2 {0.91-1.90) —Ba— 1.26 (0.99-1.60) RIS, WRBERR,
Quartile 3 {1.91-4.00) —T3— 1.58 (1.25-1.99)
Quartile 4 (4.01-20.0 — 222 {1.76-2.79)
Abowe 20 mg L | - , 2A9({L74-1.56)

60 070 10 12 15 20 10 40

HR{95% CI}

1. Bonaca MP, et al. Arterioscler Thromb Vasc Biol. 2011,31(1):203-2102. Burger PM, et al. | Am Coll Cardiol. 2023;82(5):414-426.
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Overview of RAS Inhibitors

GFH375 in KRAS G12D-mutated NSCLC

Combination Strategies of GFH375
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Historical Timeline of Major Milestones in RAS Discovery and
Therapeutic Development

Somatic KRAS Prof Shokat made a RAS-on inhibitors: EGFR-KRAS G12D
mutations found breakthrough by covalently Pan-RASI RMC-9805, RMC-6291, ADC: JAB-BX600
in human lung binding to a pocket in the RMC-6236 JYP0OO15, RO7673396, CEACAM5-PanRAS
cancer switch Il region GFH276 ADC:AN4035
KRAS mutant KRAS G12C KRAS PROTACs 2nd generation RAS(ON)
gg,gg?,\?:f mouse lung inhibitor_s in trials and molecular G12Ci: Divarasib, G12V RMC- g;i%[%zant
cloned tumor models (Sotorasib, glues; D35S-001, BBO- 5127, virus vaccine
developed Adagrasib) ASP3082 8520, PSTA2413

2024

2022 2023

2021

2018 2019

2013

2001 2001-2010

1982 1984

1973

'Kirsten’ rat sarcoma Multiple ARS-1620 was the first FDA Approval of Pan-KRASi: JAB- KRAS G12D PROTAC:
virus found to KRAS-related molecule to exhibitin Sotorasib 23E73, LY-4066434, RPO3707
contain cellular clinical trials vivo efficacy, emerged (15t KRAS G12C BGB-53038, PF- Pan KRAS PROTAC:
sequences have failed. as the lead compound inhibitor) 07934040 ACVI3, BTX-2541
| |
KRAS mRNA: KRAS adoptive KRAS G12Di NMPA First Approval of KRAS
MRNA-5671 T-cell therapy HRS-4642 G12Ci for NSCLC fulzerasib

|
KRAS G12Di GFH375

\ J
\ ) \ J \ J Y

| | |
Early Targeting KRAS Breakthrough in Next generation
discoveries indirecet approaches direct RAS inhibitors RAS targeting




Clinical Stages of RAS Inhibitors
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G12C
G12D

Pan-KRAS
Pan-RAS

*tri-complex inhibitors
#discontinued inhibitors

[ Glecirasib )

Garsorasib

Fulzerasib

Adagrasib

Sotorasib

)
N




Phase I/1l Study of GFH375 in
Advanced Solid Tumors (NCT06500676)

Phase I: Dose escalation and expansion

Key eligibility criteria
« Advanced solid tumors with

) 900mg QD

KRAS G12D mutation

. _ 750mg QD
Previously treated with
standard therapies 600mg QD 300mg BID RP2D
NSCLC previously treated with 400mg QD
ICl and/or platinum-based 200mg QD
chemo therapies 100mg QD

« ECOGPSO-1 . . ;
Escalate with accelerated titration and

BOIN design + backfilling

Phase | endpoints:
» Safety/tolerability and MTD/RP2D: AEs, etc.
« Anti-tumor activity: ORR, DOR, DCR,
PFS (per RECIST 1.1) and OS
« Pharmacokinetics
» Biomarkers

0B ER
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Phase ll: Indication expansion

Cohort 1: NSCLC
Cohort 2: PDAC
Cohort 3: CRC

Cohort 4: Other solid tumors
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Phase Il endpoints:

» Efficacy: ORR, DOR, DCR,
PFS (per RECIST 1.1) and OS

» Safety: AEs, etc.

« Biomarkers

Abbreviations: AE, adverse event; BID, twice daily; BOIN, Bayesian optimal interval; CRC, colorectal cancer; DCR, disease control rate; DOR, duration of response; ECOG PS, eastern cooperative
oncology group performance status; ICl, immune checkpoint inhibitor; MTD, maximum tolerated dose; NSCLC, non-small cell lung cancer; ORR, overall response; OS, overall survival; PDAC,
pancreatic ductal adenocarcinoma; PFS, progression of survival; QD, once daily; RECIST, Response Evaluation Criteria in Solid Tumors; RP2D, recommended phase 2 dose.
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NSCLC Baseline Characteristics & Patient Disposition

« 28 NSCLC patients with local tumor testing KRAS G12D+ AlLNSCLC HSCLEaRo00imo
d with GFH375 single agent, including 16 at =2, =il
were treated wi 9 g ! g Age, median (range), years 61 (36-74) 60.5 (36-74)
600 mg QD. Female, n(%) 13 (46.4) 8 (50)
« Majority (60.7%) were never smokers. Smoking status, n(%)
. ) _ Current or former 11 (39.3) 8 (50)
« Among the 22 patients with baseline PD-L1 TPS data Never 17 (60.7) 8 (50)
available, none had high expression (TPS = 50%). ECOG PS, n(%)
* 17.9% had baseline brain metastases. ! 26 (92.9) 14 (87.5)
Pathology adenocarcinoma, n(%) 28 (100) 16 (100)
« Majority (64.3%) had received at least 2 prior lines of Baseline metastasis, n(%) 28 (100) 16 (100)
therapies; all received prior platinum-based chemo Bone 12 (42.9) 4 (25.0)
therapies; 96.4% received prior ICls. Brain 5(17.9) 1(6.3)
. . Li 3(10.7 2(12.5
« Most patients were ongoing; the longest follow-up was pnl-\ﬁers (%) (10.7) (12.3)
55.6 weeks. Known 22 (78.6) 11 (68.8)
AlL NSCLC NSCLC at 600 mg QD <% 13(59.1)" 6(54.5)°
(ne2t) (n-16) T-a0% (409 555"
. . 0, - a
Discontinued n(%) 12(42.9) 4(25.0) Prior lines of therapies, median 2(1-4) 1.5(1-4)
Adverse event 1(3.6) 1(6.3) (range)*
Progress disease 8 (28.6) 2(12.5) Prior ICI, n(%) 27 (96.4) 16 (100)
o o Prior platinum, n(%) 28 (100) 16 (100)
Patient’s decision 2(7.1) 1(6.3) Prior ICI +platinum concurrent, n(%) 25 (89.3) 16 (100)
Physician’s decision 1(3.6) 0 "Percentage denominator is 22. ZPercentage denominator is 11.

* A neoadjuvant and adjuvant therapy would be counted as a line of system therapy if patient
Source: 2025 WCLC relapsed or progressed during treatment or within 6 months of last dose.
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I Efficacy in NSCLC

GENFLEET
* ORRis57.7% in 26 evaluable patients, and 68.8% « Median (range) time on treatment: 15.1 weeks
. . *
in 16 patients at 600 mg QD ". (range: 4.6 - 55.6)
« Median (range) time to response: 6.3 weeks
(range: 6.0 - 48.1)
- (2) & + + . 750mg QD
100 ] All patients 600mg QD o + . . . . . -
(N=26) (N=16) ﬁ;: = - N 300mg BID
2 0, 0, 0 0, 4 - . 600mg QD
5 ORR [90% CI] 57.7% [39.8%, 68.8% [41.3%, ) .-
S 74.2%)] 89.0%] o = 400mg QO
2 ] 88.5% [72.8% 93.8% [69.8% m > Ml zomoco
£ o .D7/0 .07/0, .0/ .07, (1) =
% DCR [90% CI] 96.8%] 99.8%] f;: > 100mg QD
= (2) = ¢ PR
g . — c c ccc c c j:: %% A sp
g o 2 - . e
§ ” i?: : A Non-CR/Nen-PD
% ii: : “ A“ ‘4} X  Death
3 ] BM (2) = & " C -PRconfirmed
BM (3) * L]
(2) LI - -0On treatment
BME: - x : BM -Brain
BOR PD PD SD SD SD SD PD SD SD SD SD PR PR PR PR PR PR PR PR PR PR PR PR PR PR PR BM (1) - metastasis
(2) A A 4 o 2 o = O = at baseline
PloT 3. 2 2 2 3 1 2 1 1 2 2 1 1 1 2 2 3 4 2 3 4 1 1 2 3 1 0 2 4 & 8 10 12 14

Months

Source: 2025 WCLC

All patients received first dose of GFH375 at least 10 weeks prior to data cut-off date. Median follow-up 21.8 weeks (range: 8.3 - 55.6).

* One patient (200 mg QD) had no target lesion at baseline but remains stable; one patient (400 mg QD) dropped out early without post-baseline tumor assessment due to patient’s decision and died 41 days after last
dose due to disease progression.

# Two patients achieved PR but discontinued before response confirmation. One (400 mg QD) had PD at the 2" assessment. The other dropped out due to G4 hepatic function abnormal (recovered after discontinuation).
Abbreviation: BOR, best overall response; Cl, confidence interval; DCR, disease control rate; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease; PLoT: number of prior lines of

therapies.
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I Progression Free Survival

«  mPFS was not reached with Median follow up time of all dose levels 5.5 months and 600 mg QD 4.2 months.
* 4-month PFS rate was >75%.

—— 600 —— ALL
1.00 - |
' 4-month PFS rate >75%
_______________ H — 1L Ll L
.D‘?S - Irl L] L]
o — I B
S 050 - :
e |
o] |
a :
W |
& 025 - ! GFH375 SoC
I
]
' mPFS (months) NR 3.2-5.6
0 |
]
0 30 60 a0 120 150 180 210 240 270 300 330 360 390 420
No. at risk Days
600 16 16 13 10 9 5 2 1 1 1 1 1 0 0 0
28 27 23 16 15 10 5 3 3 3 3 3 1 1 1

Source: 2025 WCLC
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| PAEY]

FZid&31002, 52%, B, NRIRME, 2024F4H22BHHIZNSCLC (fRFE) , PD-L14h&IX,
HZLIVARA(TANOM1a) , XUl FOREEERSAEMIK, BELKRAS G12DRTHMERN26.74% (HLRMN, 2025F7H48EN),
BEfEIRYT
> FAR: 2024F4822B1T7AHTIRA; 2024$6ﬁ’§7i
> BEERYT: EEME+RA+BERNRER—IX, MIEEME+REEEN BRI B, RETHASD, 2025F98 198 EBHE,
2025%F9A30HBERER, ESRRETEAE,

B F6R
(2025498 198) (2025%E118128)

AR LR AL 79.3 mm 5 mm

AR R kL2 17.1 mm 5 mm

SoD 96.4 mm 10 mm

FEEE kL fifi. MOBE. K@K non-CR, non- PD
kL NA y

g NA PR (-89.6%)
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I Baseline Co-Mutated Genes and Response

« 18 of the 28 patients had baseline ctDNA 80~

central testing results: 4/6 3/5 :
9 had a detectable KRAS G12D mutati L 5 gs 916

> ad a detectable mutation _ 6112 . 306

and 6 (66.7%) achieved PR. X

: : . X 40- : : :

» The potential pathogenic co-mutations o

included KEAP1 (33.3%, 6/18), STK11 O

(33.3%, 6/18), TP53 (27.8%,5/18) and 207
PIK3CA (11.1%, 2/18).

> No significant difference in tumor 0-?,\@ a RO o gt &t
response was observed between patients \@P}{S«}Q %'i‘ygﬂ‘(‘\ ,@6«6 ?%%g\%&c’?\

with and without the co-mutations.

Source: 2025 WCLC
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Safety in All Patients and NSCLC

* No new safety signals were observed.

- The most frequent TRAEs were Most frequent TRAEs (210% of all patients)
gastrointestinal AEs (diarrhea, vomiting, 100%
and nausea) and hematological AEs 90%
. . . Left bar: all patients (N=142)
(anemia and neutropenia), mainly grade 80% _
. . Right bar: NSCLC (N=28)
1/2 and manageable with supportive 70%
medications. 60%

50%
« Most frequent G3/4 TRAEs were neutropenia 200

(6.3%) and anemia (4.2%). 0%

« Multiple AEs had higher rates in NSCLC 20%

patients, potentially due to prior use of ICls. 10%
™7

> 96.4% pts with NSCLC had received ICls & o P e @ &
< S N Q; fo & fz> - e ’b
before GFH375 treatment. SAECHER b@QQ & o ,\.\oo@ vé& < &.\QO‘Q’ <2&o'@’o & 6@0& oosé‘?rb
B4 (v\\, O S "Z>\ < QO (’\\, OO
> The median time of last dose of ICls to first Ogc}@@ & T & T @
administration of GFH375 was 2.8 months &
. _ . . . e@
(range' 1.0 40'0)’ the median time of IC| OGrade1 MBGrade2 MmGrade3 mWGrade4 MmGradeb
treatment was 4.3 months (range: 0.7 -
26.5).

Source: 2025 WCLC

Abbreviations: ALT, alanine transaminase; AST, aspartate transferase; TRAE, treatment related adverse event; WBC, white blood cell.



GHF375 Improved Efficacy Compared to Competitors

(Cross-trial comparison)

« Potential best-in-class as G12D monotherapy for NSCLC
« Supporting single-arm accelerated approval for 2L+ NSCLC

100 94 89
% 80 69 61
o 60
MORR & 38
§ 40
DCR 5 20
o
0
GFH375 600mg QD Zoldonrasib 1200mg daily =~ ASP3082 600mg QW
Population 2L+ NSCLC with 2L+ NSCLC with 2L+ NSCLC with
KRAS G12D? KRAS G12D2 KRAS G12D3
Sample size 16 18 25
ORR 69% 61% 38%
DCR 94% 89% 92%
PFS, months NR NA 8.3(2/3L)/3.3(4L+)
0S, months NR NA NA
Median follow- 4 NA NA

up time, months
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89 85

38

HRS-4642 1200mg Q2W Daraxonrasib 120-220mg

dail
2L+ NSCLC with 2/3L NSBLZLC with
KRAS G12D* KRAS G12X>
9 40
33%* 38%*
89%* 85%*
8.4 9.8
NR 17.7
NA 10.8

Cross-trial comparison. Source: "WCLC 2025. 2AACR 2025. 3AACR-NCI-EORTC 2025. *ESMO 2025. *ELCC 2025 (participants were required not have received docetaxel previously). *confirmed.
Abbreviations: 2L+, second line and beyond. DCR, disease control rate. DoR, duration of response. NA, not available. NR, not reached. ORR, objective response rate. OS, overall survival. PFS, progression-free survival.
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PROS CONS
» Treatment with KRAS inhibitors leads to « KRAS G12D mutation creates an
remodeling of the immune TME immunosuppressive microenvironment by
composition downregulating PD-L1/CXCL10/CXCL11 and
« Clinical synergy of G12Ci + ICls reducing CD8* TILs.

ot
combination « GFH375 study found significantly higher PD-L1

. , negative/low expression than in KRAS G12C-
Immune evasion Immune surveillance mutated NSCLC.

Neutrophil )

( )Bcell « Common co-mutations in KEAP1 and/or STK11
- may promote immunologically “cold” TME

« Toxicity of combination (e.g. hepatoxicity)

e

.‘ N .
- NK cell
6 IFNy

i
Monocyte CXCLY/10/M ’
\-f l‘l"
.
e | ™ JOE
M2 dd LS
macrophage M1 U

Boumelha J, et al, Clin Cancer Res 2023,29:50712-20

macrophage
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I Combination with EGFR Inhibitors

« RTKsignaling promotes cycling of RAS from inactive > active conformation

« KRAS inhibition suppresses negative feedback to rebound in EGFR signaling

« EGFR antibodies (cetuximab and panitumumab) interfere with ligand binding and disrupt signaling.

« GFH375 in combination with Cetuximab showed a synergetic activity in KRAS G12D mutant NSCLC models in vivo.
« The combination has been confirmed by the KROCUS study (Fulzerasib + cetuximab).?

Tumor growth curve of GFH375 combined with

cetuximab in lung cancer PDX models’ KROCUS study (Fulzerasib + cetuximab) ORR?
-o- Vehicle
- Cetuximab 0.25 mg/mousei.p. BeSt Overa" Response
1800 — every 3 days S = PR wm R
& GFH-375 (10 mg/kg orally BID) 24 ¢ contmed PR ICR
T ¥ GFH-375+ Cetuximab B o
1400 - g 0 B E B E _E B B B B B B B B B
[ 5
E s 1200 £
o w B
> 11000 — g oy R RN A R SR ERE R R EREE R R R
= + P
(o] (] = =4 =
€ E E
£ £ 800 — S SOSRr iee B
(= j
O 404
400 = E
E
=

04

0 T T | 00~

Days after first dose

1. Cancer Res (2025) 85 (8_Supplement_1): 4394. ; 2. JTO 2025 20 (3 _Supplement_1): S1-597
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I Other Combinations GENFLEET
PD-1 T VEGF — bevacizumab « Chemotherapy
TKRs e Combine with chemo to

advance to 1st-line setting.

cetuximab, erlotinib

@ EGFR panitumumab |+ Upstream effectors:
EGFR, HER2 + tarloxotinib « EGFR antibody
- - L
r‘fl‘ﬂ, B*GEEBTNOgStmé -4630, * RTKs inhibitors
. GDC-1971, JAB-3312 « SHP2 inhibitors
m'_ BI 1701963  SOS inhibitors
GEF « Others

« Downstream effectors
* PI3K-AKT-mTOR pathway

\
1 m m Synthgtic inhibitors

Downstream
effectors

\

VS-6766,
trametinib lethalit . ORI
y y y Figure adapted from: 1. Palma BRAF/MEK/ERK inhibitors
temuterkib ﬁm m = cverolimus G, et al. NP) Precis Oncol.  Others
| |

2021;5:98; 2. Dunnett-Kane V,

; et al. Cancers. 2021;13:151; 3. |« Cyclin-Dependent Kinase inhibitors
palbociclib, Isermann T et al. Trends '
c

NEI[ ) — ribociclib, Cancer. 2025 Feb;11(2):91-116. « RAS inhibitor doublets
ademociclib




I summary

O

The RAS inhibitor therapy landscape is evolving rapidly,
featuring numerous mutant-selective, pan-KRAS, and
pan-RAS inhibitors in clinical development.

O

GFH375 exhibits promising anti-tumor activity in
previously treated KRAS G12D-mutated NSCLC,
with good tolerability, manageable safety profile.

GFH375 monotherapy and combination
regimens will advance to frontline setting.
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Refreshing ESMO Data of GFH375 for PDAC

Clinical Development Plan for GFH375,
GFS202A and GFH276
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l PDAC: ESMO Reported Baseline Characteristics

10:15-11:45 Proffered paper session 2: Gl tumours, upper digestive

CHAIRS: MAEVE LOWERY, CHRISTOPH BENEDIKT WESTPHALEN

LBA84 : GFH375 Monotherapy
Advanced, KRAS G12D mutated, previously treated PDAC, n=66 patients

Age, median (range), years 60 (35, 74) Number of prior lines of anticancer ‘ (1,5)

260, n (% 35 (53.0%) therapy, (range)
Male,n (%) 35 (53.0%) 1,n06) 21(31.6%) Maeve Lowery

- 22,n 45 (68.2%)
-fﬁm'mﬂm e Pdoul(x\t)lawﬁmw,nm invited Discussant LBAB4 and
Adenocarcinoma 64 (97.0%) Gemcitabine-containing 61 (92.4%) 22150
Adenosquamous carcinoma 2(3.0%) Mmﬂmm ﬁmg)
memp Stage IV at study entry, n(%)¢ 63 (95.5%) ng (53.0%)
Baseline metastasis, n (%) wmp Immune checkpoint inhibitors 22 (33.3%)
Liver 52(78.8%)
Lung 19 (28.8%)
Peritoneum 19(28.8%) Real world data : < 10% of PDAC patients receive 3"
oo 12(182%) line chemothera:ya‘
:;‘1:.: et & gyl oDy o B M e 1 pegursd A e ine “Macaruila et o, [SMO Real Workd Oata & Dighal Oncology 2025 canpets

S ENYL

BERLIN AUDITORIUM - HUB 27

o
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PDAC: Improved Efficacy Compared to Competitors GENFLEET
100 96.7 92 89
80
80
<
% 60
mORR = 40.7
DCR Y 40 35
8 22
) .
0
GFH375 600mg QD Zoldonrasib 1200mg daily Daraxonrasib 300mg daily Daraxonrasib 160-300mg daily
Population 2L+ PDAC with KRAS G12D,,, 2L+ PDAC with KRAS G12D,,2 2L PDAC with KRAS G12X,,2 3L+ PDAC with KRAS G12X,,4
Sample size 66 40 26 63
ORR 40.7% 30% 35% 22%
DCR 96.7% 80% 92% 89%
PFS 5.52 months NA 8.5 months 4.4 months
0s NR; 4-months rate 92.2% NA 13.1 months NA
Median follow-up time 5.65 months NA 16.7 months 5.7 months*

Cross-trial comparison. Source: 'TESMO 2025. 2ASCO GI 2025. 3Events & Presentations | Revolution Medicines. “ENA 2024. *For both KRAS G12 and RAS mutant.
Abbreviations: 2L+, second line and beyond. ORR, objective response rate. DCR, disease control rate. PFS, progression-free survival. 0S, overall survival. NR, not reached. NA, not available.
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GFH375 for PDAC: Subgroup Analysis - ORR
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« 59 participants had measurable disease at baseline and at least one post-baseline tumor assessment.

[44]
o
L

All PDAC
(N=59)
ORR 40.68% 58.33% 36.17%
[90%CI] [29.87%, 52.22%] [31.52%, 81.90%] [24.52%, 49.18%]
DCR 96.61% 100% 95.74%
[90%Cl] [89.71%, 99.39%] [77.91, 100%] [87.20%, 99.24]

get lesion change from baseline %

=50 4

Max tar

> 5o,

CC CcCcCcC ccc ccccc ol

B s+

LALRLRR

PP SEEELELLL

L

FFLPPPPPPPPRP PP PRSP PSPS

oV

R EREREREERERREIEE

Data cut-off date: September 27, 2025. All participants received first dose of GFH375 for at least 4 months prior to the cut-off date. Seven participants had no post-treatment tumor assessments
due to early dropout: 2 due to AEs not related to GFH375 (1 upper gastrointestinal hemorrhage and 1 respiratory failure); 1 started new anticancer therapy; 4 early discontinued due to participant
decision. Figure: "C “ represents confirmed responders. Arrows indicate treatment ongoing. The bars for 3 participants are not shown in the waterfall plot: 21 had best overall response (BOR) as
SD, and the best percentage change from baseline in was 0%. 2 had progressive disease as their BOR: one had a target lesion decrease by 0.4% from baseline with non-target lesion progression;
the other had target lesions increase by 0.7% from baseline with non-target lesion progression. Abbreviations: Cl, confidence interval. DCR, disease control rate. ORR, objective response rate.
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I Cross-Trial Comparisons of Safety in PDAC

« The overall safety/tolerability of GFH375 is better than that of daraxonrasib.

GFH375 600mg QD' Daraxonrasib 300mg daily?
2L+ PDAC, N=66 2L+ PDAC, N=83 1L PDAC, N=40

TRAE 100% 96% 95%
G3 or above 31.8% 34% 35%
Leading to discontinuation 3.0% 0 10%
Leading to reduction 6.1% 30% 33%
Leading to interruption 27.3% 43% 53%
Mean dose intensity* 93% 86% 85%

Source: 'TESMO 2025. 2Events & Presentations | Revolution Medicines. *Refers to the average amount of a drug administered per unit of time. It is used to assess
treatment adherence and drug exposure and directly influences therapeutic efficacy and the risk of adverse events.
Abbreviations: 1L, first line. 2L+, second line and beyond. TRAE, treatment-related adverse event.
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Common TRAEs in PDAC GENFLEET
GFH375 600mg QD' Daraxonrasib 300mg daily?
2L+ PDAC, N=66 2L+ PDAC, N=83 1L PDAC, N=40
Any grade Grade =3 Any grade Grade =3 Any grade Grade =3
Gastrointestinal disorders
Diarrhea 56.1% 3.0% 52% 4% 58% 10%
Vomiting 47.0% 1.5% 36% 0 50% 5%
Nausea 47.0% 0 39% 0 50% 3%
Decreased appetite 33.3% 3.0% NA NA 15% 0
Hematological toxicities
Neutrophil count decreased 48.5% 7.6% 6% 4% 0 0
Anemia 42.4% 7.6% 8% 7% 5% 3%
WBC count decreased 36.4% 1.5% NA NA NA NA
PLT decreased 28.8% 1.5% 10% 4% 8% 0
Liver enzyme abnormalities
AST increased 24.2% 1.5% 10% 4% 8% 0
ALT increased 22.7% 0 7% 2% 8% 0
Skin toxicities
Rash 3.0% 0 90% 7% 88% 8%

Source: 'TESMO 2025. 2Events & Presentations | Revolution Medicines.
Abbreviations: 1L, first line. 2L+, second line and beyond. WBC, white blood cell. PLT, platelet. AST, aspartate transaminase. ALT, alanine transaminase. NA, not available.
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Prior ICI Treatment May Worsen Later-line Safety

« Theincidence of grade =3 TEAES/TRAEs, TEAES/TRAEs leading to treatment interruption, and SAEs/TRSAEs were higher in
participants with prior ICl than in the IClI naive participants (ESMO 2025 data)

80.00%

M ICl pretreated (N=22)
ICI naive (N=44)

70.00%
60.00%

50.00%

40.00%
30.00%
20.00%
10.00% I
0.00% - . .
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Combination Strategies of GFH375

Regimen A: Solid tumors with KRAS G12D mutation Phase Il - Expansion
Phase Ib - Dose escalation From late- line to 15t line
_______________________________________________________ PDAC and CRC
f Dose Level Escalation : - N

GFH375 600 mg QD RP2D Regimen A:

I
X |
I | :> Progressed after standard of care
I
|
I
I

In combination

with cetuximab

or not suitable for SOC
BOIN design, 3-6 pts GFH375 400 mg QD+ Cetuximab,

Cohort 1: PDAC 20-30 pts
per dose level every 2 wks Cohort 2: mCRC 20-30 pts

Regimen B: KRAS G12D-mutated PDAC pts eligible for AG
Phase Ib - Dose escalation

(T T T T T T T T \ '|St line PDAC

Phase Il - Expansion

] ) Dose Level Escalation - N
In combinatio GFH375 600 mg QD RP2D Regimen A:
A
or not suitable for SOC

per dose level GFH375 400 mg QD + gemcitabine, d1, 8, 15;

Cohort 1: PDAC 20-30 pts
nab-paclitaxel, d1, d8, d15, every 4 wks P

I |
! !
with chemo I ; | |:> Progressed after standard of care
' BOIN design, 3-6 pts ' !
| I
| I
| | Cohort 2: mCRC 20-30 pts
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Clinical Development Plan for
GFH375, GFS202A and GFH276
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Clinical Development Plan for GFH375 (KRAS G12D Inhibitor) GENFLEET
2nd line and above 15t line Perioperative
Phase I/1l mono FIH Phase Il combo study * Neo/adjuvant Local advanced
+ cetuximab or + AG * Adjuvant for resectable
Phase Il Monotherapy Phase Ill study vs 15t line
vs chemotherapy chemotherapy
Phase I/Il FIH + Cetuximab
*  Chemotherapy
@ «  PD-1/PD-L1? l
Single-arm study for ) A PD-L1 expression
NSCLC o |:‘ > | Phase lll: Combination vs Chemo+/-PD-1 . TPS 1-499%
- Condltlonalappl’oval or Mono vs Chem+/-PD-1 N TPS>:50%0-)
@ Confirmatory study
Phase lll: monotherapy vs docetaxel
Phase Il (single-arm) in 3 line:
« Cetuximab+GFH375 or
CRC chemo+GFH375
Phase Ill in 2nd line:
» Cetuximab+GFH375 vs chemo
Phase Il single arm for conditional Phase Ill: SOC+GFH375 vs Other types
BTC approval I:> soc of tumors




Clinical Development Plan for GFS202A
(GDF15/IL-6 Bispecific Antibody)

NG ERH

GENFLEET

Oncology -

Phasell > Phaselll

Cancer associated C o Phase lIb/1ll combined with chemo in mPDAC Prlmary EndeIHtS:

. . . . + Weight gain
cachexia Phase lIb/lll combined SOC in other tumor types .« Anorexia 5-items score

Immunomodulatory |:> Sermeling) BiFD=1P=LI: |:> Endpoints: Anti-cancer

for PD-1 resistance e e Efficacy
« Acquired resistance

Reducing immune-related toxicities
Cachexia in PCis likely multifactorial. GDF15 produces nausea,

vomiting, anorexia, and cachexia. Ponsegromab, a mono-
clonal antibody that targets circulating GDF15, promoted

dose-dependent weight gain in a recent Phase II trial of
advanced cancer patients with cachexia, including patients
Heart failure with PC.” Nearly all patients in our study had sufficient GDF15
(>1,500 pg/mL) to qualify for the ponsegromab trial. Unlike
cisplatin-based chemotherapy regimens, Gem/Nab and Gem/
COPD associated cachexia Nab/Toc did not change GDFi5 levels, consistent with
preclinical data showing low/no cachexia-inducing effects
of Gem/Nab.”> Furthermore, these results indicate that
Autoimmune disease GDF15 is either upstream or independent of IL-6. Thus,
combination therapy against both targets might be more

effective than inhibition of one or the other. Further studies

Anorexia nervosa J Clin Oncol . 2025 Jun 20;43(18):2107-2118




l Clinical Development Plan with Timeline for GFH375 and GFS202A

@ Proof of concept * NDA submission

2026

2027

2028

0% ER

GENFLEET

2029

GFH375

GFH375X1301, 2L+
pancreatic cancer mono Phlll

*

GFH375X1101 .
mono

x

1L NSCLC combo

GFH375X1202 combo
(including 1L PDAC)

1L PDAC combo Phlll

2L+ CRC combo Phlll

2L+ BTC mono

GFS202A

GFS202AX1101 mono

PDAC combo IND sub.
with chemo (AUS/CN)

NSCLC combo IND sub.
with PD-1/chemo (AUS/CN)

*
*
x
*
*
e
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Clinical Development Plan of GFH276 (Pan RAS Inhibitor) GENFLEET
2nd line and above 15t line Perioperative
Phase I/1l mono FIH Phase Il combo study * Neo/adjuvant Local advanced
« Cetuximab < AGregimen * Adjuvant for resectable
Phase Ill Monotherapy vs chemotherapy @
* KRAS mutation Phase Ill study vs 1st line chemotherapy
« KRAS mutation after G12D resistance « Cetuximab preferred

Phase Il (single-arm) in 3 line:
¢ Cetuximab+GFH276
Phase lll in 2nd line:
¢ Cetuximab+/-chemo+GFH276
vs chemo

Adjuvant for resectable
*  S1+GFH276

Phase I/1l FIH +  Cetuximab

|—’ +  Chemotherapy i Other types
@ «  PD-1/PD-L1?
of tumors

Single-arm study for

NSCL conditional approval in G12C |:> Phase lll: Combination vs Chemo+/-PD-1 ?D-.LI.LSE);E’ZS':’/:“O“ * HRAS,NRAS
or G12D resistance or Mono vs Chem+/-PD-1 . TPS>=50%? mutant cancers:
' Bladder cancer,
@ Confirmatory study thyroid cancer,
" : H r l melanoma
Phase lll: monotherapy vs docetaxe « TKI resistant
cancers
BTC Phase Il single arm for conditional |:> Phase Ill: SOC+GFH276 vs * Non-oncology
approval SOC
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GFH3755K 2514 8R4

T RRIFEWIEZRZ2NDA ( PDAC, NSCLC) , BEEREHETRE

GFS202AH H#IR<S AN Bi5% ®
BENEES 2. mTHEsREX

IBRAG RS HIRZEIGRI AR, IGREES62365ERK

@ GFH276 MR &5 IR R RS
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o
BE “RARBER" | SREEEELH30%HARASRE ZELR

18%
EAC/GEJC

I KRAS G12C [ KRASG12D  mm KRAS G122V [ KRAS G12R
~ IKRASG13D  mmm KRAS others mm KRASWT

LUAD: ffifR%E; CRC: £ EP7%E,; PDAC: BREER; #3iEKIE: Cancer Discov
UEC: FERBERDLE; EAC/GEC: BiERE/BREXAE 1123, CPE=0E57 (AU22)
NSCLC:E TH
KRAS USA/Europe East Asia

G12C
14%
EGFR KRASMut
: 13% 20-30% EGFRmut
survival liferati 5 T . . Other > (40-55%)
urvival, proliferation i umorigenesis 45% ALk MTAP Other drivedl
5% 10% (8.5-14%)
@ nactive (OFF) RAS @ Active (ON) RAS NTRK1% | / KRAS G12D 4%
ROS11.5%

METex14 3%

BRAF 2% HIEXKE: BMS, Transl Lung Cancer Res 4 156-164 (2015)



Sell= 3, N, % % Lg ZQ
| B SERABERKER, PELRESERASTEERELZ—
MR £IK521KRAS G12C SEHRZEZTARY WEFREH ZHAMERY
HD R WETmRMERIE T B &IEN RASREERE XL
patd EERTH EEHRE AR &%, sHrRAsREeE [ RASKH (MEGFRREE)
SHEEM . ZRASHIEIFIZE FRFDFHEE D R BB AR F AT eeB iR+t E
=LFmRAExRTE it S EE M BER—%EE 20 [0) 24 T H Fr BB EX )
=3} FEMEB RASmut NSCLC, CRC, PDAC EGFRmut NSCLC
(RBRELS) I R B (J::] 1158 []}:0: +F  KRAS®'?¢  KRASS?®  KRASS'?V  RAS°™®r  TKI naive TKI resist
GFH925 (KRAS G12Ci) ol I\ v
28, BRATA v
B+ EEE v
s, Bant v
v
GFH276 (iZRASHHIFI) SCARE v N4 v
GFS784 (EGFR-Pan RAS) v v v
GFH603 (/\FEGER) v v v



o
| ETFKRASEMSHENESKEMEHERE HAER

KRASZRF k3 = KRAS ON/OFFLELHI
GTPKRRESEN <« BRERIRIGEE

KRAS WT <.> GFH925: SIIPZKRAS G12C (OFF)F A iI71
B >
Effect
KRAS G12C ? —)_» RA (RAECPI‘?IE)S
KRAS G12D
GFH375: SIIPZ22KRAS G12D (ON&OFF I 1| 3%
K-
—)_» Effectors
KRAS G12V [ RA (RAF, PI3K)
KRAS G12R H
/». GFH276: 7 FERZRAS (ON)HP4I
KRAS GT2A }\» -
\‘ (:) J — RA X Effectors
KRAS Q61H ? l ks (RAF, PI3K)
KRAS Q61L

#IEEIE: Mol Cancer Res 13, 1325-35 (2015) @ Inactive (OFF) RAS @ Active (ON) RAS @) Occupied RAS & Inhibitor




GFH375: £ aISwitch 1l Pocket KRAS G12D3M4IR1 N4 BT

& #ENFOMRKRAS G12DIMFIHI 5 —#4BA senFLesT
BAFSLBEN, BSHTFRY
Active KRAS®'2P, IH S, GCP (7381211 Si\) Inactive KRASS'20, 154 S¥2, GDP (ﬁm2178i\)

Active KRAS¢'2°, APO , GCP (4DSN)




5 E7
GFH375: ON/OFFREMSIR MBS BRBICHE D+ AN S HRER

RIFHERENE, ERS 7RV > ON/OFFILE D > BEREMEREMFIAE

P e e e e e e e e T

4 N

\
{ . GFH3753 B ¥%0N Category GFH375 MRTX1133
1
1
1 G12D
- . KRASG12P KRASS120/RAF1 | KRAS® N
! I state SPR K, bindin nucleotide Stability (pH=1.2) Stable Unstable
' : g exchange
1
! 1 1 H . . TR
! I ON’ targeting 18 pM 2 nM / Bioavailability (%F)
! : (Ms/R/D) 41/19/23 1.0/NA/NA
| I ‘OFF’ targeting 12 pM / 6 NM
1
: 1
' =31 ; 0 i iE
1 = <
. ! > BIEFEERINEEE > ni@
: 1 e N e N
1 ! GP2D intracranial CDX
1 : (KRAS G12D, CRC)
1 . - <5000
1 = o
1 B - : = + 4000
1 Active KRASS'20, 5L &1, GCP (S ME1.154) | 8 x5 500 - Vehicle
. | 2 2 2 3000- 200
' Active KRASS'2°, APO , GCP (4DSN) . = 84 20001 300 - SPETS 10malks, PO, BID
' 1 o Fg 200 ~+ GFH375, 30 mg/kg, PO, BID
32 £ 10004 100
1 : = gwoo 0 e~ GFH375, 100 mg/kg, PO, BID
! 1 0 0 "|0"4'%l‘:ﬁﬁ#fﬁ—r 0 5 10 15 20 25 30
-
: 1 0.001 001 0.4 1 10 0.001 0.01 0. 0 o - 101s 20 25 50
X 1 GFH375 (I-IM) RMC-9 Days post first dose
. ! \ J N J
! :
1 — = =i B
| ! BHGREERE BXABI =T
1
1
1
1
! 1 LS513 CDX KP4 CDX LS513 CDX AsPC-1 CDX
1 1 (KRAS G12D, CRC) (KRAS G12D, PDAC) (KRAS G12D, CRC) (KRAS G12D, PDAC)
: . 1500 2500 00 1 e~ Vehicle
' 8 g : 2 2000 =
: | 2@ ® uﬁ 2000 -~ Vehicle g ﬂzooo E @ 800 ~+ GFH375,10 mg/kg, PO, BID
S S 3
. : g % 1000 _g. £ 1500 -+ GFH375, 30 mg/kg, PO, BID —g' 51500— S S 600 v Cetuximab, 0.25 mg/mouse, IP, Q3D
]
: 1 E g E £ 1000 ~¥ GFH375, 50 mg/kg, PO, BID E € 1000 E E 400 -~ GFH375 + Cetuximab
1 m> 500 m_ - R S ™
1 . 3" 2'e ~+- RMC-9805, 60 mg/kg, PO, QD 2 E 2 E ~+ Gem, 50 mg/kg, IP + Pac, 10 mg/kg, IV
G12D - = £ 500
. Inact;e KRQS , B #kEY2, GDP : E £ 500 = RMC-9805, 100 mg/kg, PO, QD £ %007 £ 200 e GFH375 + Gem + Pac
! 1-78 1 o e e e e Y 0 o o
(i ) . O % 70 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20
! 1 Days post first dose Days post first dose Days post first dose Days post first dose
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| STFEESRAS (ON) HIEIH—GFH276 84S &4 B A FALE

MBEAREHER "EER" B
- ET=nSEMHREN, REMFXKREZ
- BUKK "TEE" 8N, RUEHPKMYER
- WAEREN, EFIEITIE20445F

CypAfK#i1;ZRAS(ON) DI
GFH2763RAS/RAF1E&#IHIIC,, (nM)
Assay |KRASG12(KRASGT2D[KRASE12V| KRASWT|HRASWT NRASWT
CypA+ 71 304 38 210 | 144 82
CypA- | >10000 | >10000  >10000 [>10000/>10000/>10000

KRASS2VCYPA - GF4962 - GCP (53312£1.85 A)
KRASWT-CYPA - GF4962 - GCP ($}§ZE1.95 A)

Pan RAS wo - Block RAS
(on) .. ) signaling
PKin Ms/R/D
g PK parameter GFH276 RMC-6236
s i | SEmewemam  Qminoe S0P S,




5 ER
GFH276: RERRERERRASEE, #FHERBHERSERME HRER

EEMNE, RENHMEER

NCI-H441 CDX 500— ™ 3 mg/kg GFH276, P.0., QDx14
(KRAS G12V, NSCLC) TGl g I 10 mg/kg RMC-6236, P.0., QDx14
1200+ - _
= -8~ Vehicle, PO, QD / S
o o 10007 0.3mg/kg GFH276,P0, QD 83% g 2 1007
%] [T}
5 + 800+ - 1mg/kg GFH276, PO, QD 114% gﬁ
c >
g o 6001 - 3 mag/kg GFH276, PO, QD 125% 5 g 04
o - E -
g ME\ 4004 ¥ 1mg/kg RMC-6236, PO, QD 95% 3"
= E V- 3mg/kg RMC-6236, PO, QD 106% -100-
200
. ~ ¥ 10 mg/kg RMC-6236, PO, QD 120%
KRASS12V-CYPA - GF4962 - GCP (ﬁmgLSS A) 00 2 L'l é é 1'0 1‘2 1'4
o .
KRASWI-CYPA - GF4962 - GCP ($1%1.95 A) Days post first dose

ASEFENEMES RN HRKRAS G12CHNHIFI RS HEM
,\?125- o~ GFH276-EGF Ba/F3 cell line| GFH276 |RMC-6236 Adagrasib
< 1004 -©- RMC-6236-PBS A289V - -
g100 o 626 PEs KRAS G12C 0.38 0.25 70 Compound | GFP | EGFR FGFR2-TACC2| FGFR3-TACC3
: o sotorasib-PES KRAS GFH276 | 0.14 0.81 | 5.9x 082 | 6.0x| 2.8 | 20
‘= 50+ -#- Sotorasib-EGF G12C&R68S 4.06 1.67 306 . . .IX . 1%l . X
c .
Z 25 & Adagrasib-PBS RMC-6236 |0.20|0.74 | 3.7x | 0.74 | 3.7x | 3.7 18x
x L -# Adagrasib-EGF KRAS 0.27 0.21 549
A 0+ . e . . .
D . i g:zigz:gzgi G12C&H95Q Sotorasib | 1.1 26 | 24x 95 86x | 4310 | 3978x
- | AL DL I AL L B LLLL LR | .
o 1 0 100 1000 10000 KRAS . 0 e - Adagrasib | 1.8 | 21 | 72x | 52 | 29x | 679 | 378x
Compounds concentration (nM) G12C&Y96C : ' Divarasib 0.071 1.3 | 78x | 2.7 | 38x | 226 | 3760x




GFS784: £RBE/ZRASHIFIFIERFTADC, &
G $E M RASSE T REGFREE . T hiE

HETFFAScon¥ES:
2K E I sEERE
+iE SR @ Z5 £ AT AY DAR:g  GFOOSXXX / -
BEAMFEE | S — D —‘:»,. -
FUNCTIONAL Antibody & Proprietary N
SYNERGISTIC conjugate .

55 1E
BREREEYE, MEMSHE BRI M R AR
mﬁﬂﬂﬂgmﬁ[ﬁﬁ%w“ﬂﬁu _—* SW620 monoculture

-©- SW620-NCI-H1373 coculture
‘I Oo 125_ L]
10

B BEMEEGFRTIE

Cetuximab
—_—

==

—l

MEI SHKRASSEEZ TR

NCI-H441 CDX
(KRAS®'?, NSCLC)

)

iy
w
o

20007 - Vehicle, IV, single dose

-4~ GFS784,5mg/kg
- EGFR-DXd, 5 mg/kg

-
w
o
S
T

100+

MMAE-

01 resistant

0.01

0.001 3,
0.0010.01 0.1 1 10 100
EGFR-MMAE IC;, (nM)

(%2
o
|
[
o
o

Tumor volume
(mm?, mean = SEM)
;N
o
S

- 1

GFS784 1C5, (M)

N
w
1

0

Viability of SwW620 cell (%
~
T

0 3 6 912151821 24
Days post start of treatment

o

0.01 0.1 1 10
GFS784 concentration (nM)

100

AsPC-1 CDX
(KRAS®'?P, pPDAC)

-
[
o
o

-%*- Vehicle, IV, single dose
& GFS784,1 mg/kg

-¥- GFS784, 5 mg/kg

-® EGFR-DXd, 5 mg/kg

EGFR
copy/cell

17
116846 o7

0 3 6 9 121518 21
Days post start of treatment

Cell line

-
o
o
o

DXd-
resistant

500

SW620
NCI-H1373

GFS784 1C;, (nm)
Tumor volume
(mm3, mean = SEM)

0.0010.01 0.1 1
EGFR-DXd IC5, (nM)

10 100

_-— - -
g —

-4-C4

— —
e e e o e w—

ek

Tumor volume

Tumor volume

0% ERH
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EGFR+, RAS™ut gr EGFR™Ut tumor cells

Effectors

(RAF, PI3K)

’#

=M TKI RSB K

NCI-H1975%7°7S cpx
(EG FRLBSBR&T790M&C797S NSCLC)

3000~ -&- Vehicle, IV, single dose

- - GFS784, 3 mg/kg, IV, single dose
E -¥- GFS784, 10 mg/kg, IV, single dose
) 2000 > Osimertinil

: imertinib, 5 mg/kg P.0. QD

T -+~ BLU945, 75 mg/kg, PO, BID

% ©- Cetuximab, 10 mg/kg, single dose
'“E 1000

E

0 3 6 9 12 15 18 21
Days post start of treatment
EBC-1 CDX
(EGFR L858R, CMET amp)
00 -8~ Vehicle, IV, single dose

s - GFS784, 1 mg/kg, IV, single dose

w

‘Q 1500 -¥- GFS784, 5mg/kg, IV, single dose

§ 1000 B Osimertinib, 25 mg/kg, PO, QD

€ © Cetuximab, 5 mg/kg, IV, single dose
£ 500

E

6 9 12 .15 18 21
Days post start of treatment
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GFH946: DHESTATGBHE%IJ MR_BREIRKEXPIRBERES

KymerazZ BB EIKT-62181bEAE iR & L kiB30%

R EEIEE 2 Z5Y . JAKIDFIFIR MR EIREEX

86.88 uso 4 +22.76 (+35.42%) past week bl s > ﬂ RINVOQ
87.95 A 1.07 (1.23%) After Hours - December 9, 7:13 PM EST - Market CI. .. éupadacitinib 3
Extended-Release Tablets ; [P I=EA T
1D 5D 1M 1Y SY Max Projection : -
) B
120 sl ‘ £ ~ Tl mEseEkas
Strong Buy e \ ==
P ” P Based on 23 analysts » RINGOQa g i _ ;
. 94.3 E§ e “ﬂ_w ase Tablets J:::o‘;:u'doﬂl:::;:fnauida g - I m;%ZF}bjE)# I 5{%7
'%lllEl*éFE JAKTHP#IFI . FDA 2021 BAEZ ARV R RS R R AW o S BRI
Vo It XS, BiEFEpKIE. TiEmE. OMES XI. BERN. KMFE
5 B B ERSTAT6 IE iR FIKT-6217EADYK A B I = 573 GFH946: E{REIFINEN GFH9467EPBMCth 23]
" DDIFIES o 4o72 4 : |
KT-621 Overall Dupilumab 300 mg AOESIERER, oTORES PMOLKTARCHE S|
Metric Day 29 Q2w D28 Ph3 KT-621* GFH946 Lt TARC reloase in b -
— — -4 Induce release in human
(4 weeks, n=22) (n=457) STAT6 degradation 13 6
EASI-50 76% 57% (PBMC) DCx (pM) 100- .
EASI-75 29% 28% IL-4 induced TARC 80{ - GFHo46
62 21-32 o 3 -¢- Dupilumab
VIGA-AD 0 and 1 19% 12% (PBMC) 1C= (pM) ﬁﬁ 5o
Mean % Chan e 10 ('|A2, 2B6, 2C8, éé .....................................................................
in SCORAD - Itch ~44% NR CYPIC-(uM) A 209,219,206, 3A4)| | £3 |
POEM hERG inhibition NA Negative T 20
Responders 73% at Week 4 69% at Week 16 oot c i
DLQI Bioavailability (%F) NA 14/43 04 1 10 100 1000 10000 100000
Responders 61% at Week 4 69% at Week 16 (Ms/R) Compoud concentration (pM)
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GFH375 fRBRFEIRRFF &
2026 I pRFF A& %
GFH375/VS-7375 B4MIE KRR =
GFH375 3F/)NA A fifee Il PR FF A
20265 I PRBI I B F & SR B
GFS202A IIfRFF R &

ARHHAS AR

188

169

156

154

132

122

226

0% ER

GENFLEET

83.19%

74.78%

69.03%

68.14%

58.41%

53.98%

(HZE1289H18: 00)
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I GFH375: PDAC Trials are More Straightforward

2nd line and above 1st line Perioperative

Phase I/1l mono FIH Phase Il combo study « Neo/adjuvant Local

+ cetuximab or + AG advanced
« Adjuvant for resectable
Ilillr;a:c?tulera Vs Phase Il study vs 15t
Py line chemotherapy
chemotherapy

> for 2L+, "train has left the station”

> for 1L combo, Cetuximab synergy being proven clinically,

while Chemo being an approved therapy - as a safe bet
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l GFH375: NSCLC Trials are Trickier

2nd line and above 1t line Perioperative
Phase I/l FIH * Cetuximab
« Chemotherapy i
@ * PD-1/PD-L1?
W Sin%l.e.-am: study forl |:> Phase Ill: Combination vs Chemo+/-PD-1 PD'#;SE;(Z?O/SS'O"
conditional approva PR . ~49%
or Mono vs Chem+/-PD-1 . TPS>=50%2

@ Confirmatory study

Phase lll: monotherapy
vs docetaxel

> for 2L+, monotherapy/single-arm pivotal is on track

> for 1L, good news: monotherapy has a chance, at least for low/mid-TPS patients

bad news: 1/0 be a friend... or foe?
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Leading to the First Two Pivotal Trials for GFH375:
Well Choreographed Timeline with Powerful Execution

Start Point of Clinical Dev't (D+7.5 Months)

BAZEINDIEHE B 25| HAFPI
2024.6.19 2025.2.26

RefriEBs (RIAEE,

FDA FTD3E# B1F—IN1L PDACHR)
2025.7 2025.10
(D+16.5M) (D+36M) (D+45M)
PDAC BHAXBRUERREE (BHXTER) ST +
FELRS: PFS/0S dual NDAJR 3L TER#METH HAER
2025.11 2027.6 (E) 2028.3 (E) 2029
B
2L LA E
NSCLC XEMHREY (B8 LK) — NDAJR 3L 55EUFMET
FELL: ORR 2027.9 (E) | 2028.3 (E)
2026 Q1

AL B RE TR >
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|ﬁﬁ§ﬁ—$mﬁ%ﬁarﬁaﬁﬁﬁ$

2025 03-04 oo AEW. > L AW ) SEREE )
5L+ PDAC Fx ESMOJRE (PFS) v

cmumaEn Ve

2L+ NSCLC T WCLGRE (®3#0RR) N4 XRMTFRE Y WCLCRE (ERHR)

2L+ EAIERIEE BN ASCONRE /EHHR (1B EE R ELAERE)

1LPDAC (combo) IS Y BY EsMOBE (FFaHiE) |
GFS202A  RORERE By ascomis (z2itxun) MY bR (SAEKE)
GFH276  SLiAJE | mEsia N BN ESMORE (IHIFFFEUR)
GFS784 SN
GFH312  PBC

S ER BT 3 PRATE &AL &4 \/ 25K IR PR AT R &AL &4 258 I PRAME &AL 4D

iR Y &% (15ND)

GFH375
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TFAELMKPOCKIE, FRMEHBERE. R SERMLLHRL
SHRELERASTTEEMRELZ— inEtES i mITE, ARXENEN EhiH

KRAS G12C KRAS G12D
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