| JORNADA TRASLACIONAL
DE ONCOLOGIA DE PREGISION:

A TRAVES DE LAS VIAS DE SENALIZACION
SEVILLA, 6'Y 7 DE FEBRERO DE 2025

ADC EN TUMORES
JIGESTIVOS

N
. " e A B
g < -
~ ~ AN
da - & n )
v q5 .

M2 A. GOmez-Espana

H.U. Reina Sofia, IMIBIC, UCO, Cérdoba. CIBERONC.

[0 [ [Th N [ N | .
B e w0 ] | L. B
B | [N i) [ EEEN
O HmlEE B IEEmrew ' B
I B I'mmoo S i s
(1] [/ | ' [ H | = 1]

N B

1 | I JEEEEnEaEEE—
==

EEE e B ‘H
0 | e as '3
- Il NN 000 O o
~ WIS W e w1

i I [N e 1]
. 1 N | e ]

HEEE N (. e . - HWEm
BN WEEEN [ [0 ) N

N B | I S
 EE 0w .

= B VEETE N B s
L] T ‘0 | - I
1 D VR __ B

. = e B ‘H
S | HEE -
I NN 00 O o
VNS e el
I . | (N .|
I | | L

HEEEl il (. e . | - Hn .
I I A
- T . I  eE
- EEECT 0 N D — BT (..
B e 1 1 mEam
N § I ‘T Em
e B VEETTT N B aas
[ L] [y | ‘0 | I

L B




I JDRNADA TRASLAC|UNAL A TRAVES DE LAS ViAS (L | | I | W 2 bhEE = e
, DE SENALIACON [ T ] | s B B s
DE ONCOLOGIA DE PRECISION: o fesseaooe oes N Wl | [ e S G
CLDN18.2 expression during malignant transformation
ADG, (ANTIBODY-DRUG CONJUGATES) TARGET
Tusamitamab B
Trastuzumab Datopotamab Ravtansine '
Deruxtecan Deruxtecan (DM-4)
(DXd) (DXd) + SYSA1801 + JS107
Ado- « CMG901 « LM-302
Trastuzumab Patritumab Sacituzumab Telisotuzumab :mzwm .mas)
Emtansine Deruxtecan Govitecan Vedotin ’ 35387;1052 « 1BI-343
(DM-1) (DXd) (SN-38) (MMAE)
(b) ECL1
ek Transmembrane domain
: Paracellular space /
' R R e e e R A oA eR e onn
DOOBDEO IS ISR (1S DI [ IS ) ) L
‘ cytoplasm
:HN / phosphorylation
= PDZ domain binding motif
HER3 TROP-2 CEACAM-5 c-Met Claudina 18.2 COOH

7/ /7 7 4

CEACAM, carcinoembryonic antigen-related cell adhesion molecules; HER, human epidermal growth factor receptor; Met, mesenchymal epithelial transition factor; TROP, trophoblast cell

surface antigen.
Desai A, et al. Lung Cancer. 2022;163:96-106.
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HERZ ADC, (ANTIBODY-DRUG CONJUGATES)
= 3-5% CRC trastuzumab ansine (Roche)

= Prognostic?, > brain M1, resistence trastuzumab de an (Daiichi)
. i ) tras!uzumab duocarmazme (Byondis)
anti-EGFR. Male, left localization XMT-1522 (Mersana)
n - ARX788 (Ambrx)
15-25% GC/GE) , BB-1701 (Bliss Bio) .0.
= Poor prognostic, > M1, > GEJ and A166 (Klus Pharma) ©
. . RC48-ADC (RemeG
intestinal subtype A (A"éo;:f) o)
= 5-20% BTC: poor prognostic, agresive PF-06804103 (Pfizer)
phenotype
= 19-31% GB
m 17-18% eCC ZW49 (zymeworks)
= 3-5%iCC

1-7% Pancreatic
IHC/FISH. Heterogeneity

Rebiopsy/LB
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* HER2 expressing
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GC/GEJ A HER-2 AN]

TRASTUZUMAB DERUXT

Primary cohort
(HER2 positive [IHC3+ or IHC2+/ISH+])
Progressed on trastuzumab-containing regimen

Randomization

24 PC (irinotecan or paclitaxel)

)

) =62
advanced gastric E 4
or GEJ adenocarcinoma ®
& Exploratory Cohorts (HER2 low)
* =2 prior regimens; g Exploratory Cohort 1:
must include ————  HER? (IHC2+/1SH-) T-DXd
fluoropyrimidine n=21
and a platinum agent
Exploratory Cohort 2:
— HER2 (IHC1+) T-DXd
n=24
B Progression-free Survival
100+
90
Median
@ 804 Progression-free
S 70 No. of Events/ Survival
® No. of Patients (95% CI)
& 60+ mo
% 504 Trastuzumab  73/125 5.6 (4.3-6.9)
E’ 404 Deruxtecan
§ Trastuzumab Physician’s Choice 36/62 3.5 (2.0-4.3)
g 30 deruxtecan of Chemotheraj
& Py
20 . X Hazard ratio for disease progression or death,
Physician’s ch 8
637 il 03107}
e T : T : T T T 1
0 3 6 El 12 15 18 21 24
Months
No. at Risk
Trastuzumab deruxtecan 125 82 35 20 12 5 3 1 0
Physician’s choice 62 19 5 0 0 0 o 0 0

of chemotherapy

Shitara K, et al. N. Engl J Med 2020
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1B0DY-DRUG CONJUGATE:
-GAN (DESTINY GASTRIG 01)

Endpoint/Outcome

PC Overall
(n=56)
14.3% (n=8)
95% Cl, 6.4-26.2
12.5% (n=7)
95% CI, 5.2-24.1)
62.5% (n=35)
95% Cl, 48.5-75.1

ORR (CR + PR) by ICR, n(%) 51,3% (n=61)

95% Cl, 41.9-60.5; p<.0001)
42.9% (n=51)
95% Cl, 33.8-52.3
85.7% (n=102)
95% Cl, 78.1-91.5

Confirmed ORR

Confirmed DCR (CR + PR + SD), n(%)

Confirmed DOR, median, mo 11.3 3.9
95% CI, 5.6-NE 95% CI, 3.0-4.9
TTR, median, mo 1.5 1.6

95% Cl, 1.4-1.7 95% CI, 1.3-1.7

A Overall Survival

100+ .
90+ .
\ Median
a 801 : Overall
S 704 . No. of Deaths/ Survival
E o : No. of Patients (95% CI)
s _ ' mo
g 507 . T b Trastuzumab 62/125 12.5 (9.6-14.3)
' rastuzumal Deruxtecan
"3 40 , deruxtecan . .
g : Physician's Choice 39/62 8.4 (6.9-10.7)
S 304 : of Chemotherapy
204 E ' Hazard ratio for death, 0.59
10 : Physician's choice (95% Cl, 0.39-0.88)
7 ' of chemotherapy P=0.01
0 T i T T T T T 1
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Trastuzumab deruxtecan 125 115 38 54 33 14 7 3 0
Physician's choice 62 54 37 19 10 2 2 0 0

of chemotherapy

Yamaguchi K et al. Presented at: ASCO Virtual Congress 2021; June 4-8, 2021.
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GC/GEJ AHER-2 ANTIBODY-DRUG CONJUGATE:
TRASTUZUMAB DERUXTECAN (DESTINY GASTRIC 02)

s ] ] ) ) ) April 9, 2021 Data Cutoff* November 8, 2021 Data Cutoff®
Objective: To determine the efficacy and safety of T-DXd monotherapy as a second-line treatment in Western patients with Response Assessment by ICR Patients (N = 79) Patients (N = 79)
HER2-positive (IHC 3+, IHC 2+/ISH+), unresectable or metastatic gastric or GEJ cancer who progressed on or after a 38.0 (30) 41.8(33)
trastuzumab-containing regimen Confirmed ORR* % (n) (95% CI, 27.349.6) (95% CI, 30.8-53.4)
— Confirmed best overall response, % (n)
Key eligibility criteria Primary endpoint CR 38 (3) 5.1(4)

« Pathologically documented, unresectable or « Confirmed ORR by ICR
metastatic gastric or GEJ cancer Pty PR 342 (27) 36.7 (29)

- Progressive disease on or after first-line T-DXd Secondary endpoints S0 43.0 (34) 39.2(31)
therapy with a trastuzumab-containing 6.4 mg/kg Q3W + PFSbyICR PO 16.5(13) 16.5(13)
regimen N =792 - 0S8 N

- Centrally confirmed HER2-positive disease - DoR by ICR soddmoncind 25 (2) 25(2)
(defined as IHC 3+ or IHC 2+/ISH+) on =« Safety 81.0 (“) 81.0 (64)
biopsy after progression on first-line + Patient-reported outcomes Confirmed DCR,*% (n)
trastuzumab-containing regimen (95% Cl, 706-890) (95% Cl, 70.“9.0)

- ECOGRSDord Median DoR, months 8.1 (95% CI, 4.1-NE) 8.1 (95% CI, 5.9-NEy

Median TTR, months 1.4 (95% C1, 1.4-26) 1.4 (95% Cl, 1.4-2.7)
T-DXd 6.4 mg/kg
(N=79) T-DXd 6.4 mg/kg
100 (N=79)
Median PFS 100
5.6 months (95% Cl, 4.2-8.3) : | Median OS
g Temga ™ e 12.1 months (95% Cl, 9.4-15.4) |
= 60 Ko S L
S TR
4 - |~
a 60 g
g 3 o e
z g
g 40 7]
@ B 2 |\ e
2 . [ 40
g | s ! T
& 20 [ Median [95% CIJ: 5.6 (4.2-8.3) e ! @ 3 Ty
Upper Limit =~-\' ...................
R LowerLimit |  feesseesessesses H 20 | Median [95% CI): 12.1 (9.4-15.4)
+  Censored Cases Upper Limit -
0 T T T T T T T T T T T T T T T T T T T T T seeeeeeeees Lower Limit :‘. ..........
0 1 2 3 4 5 6 7 8 9 0 M 12 1B W 5 B W B 9 20 2 2 - + _:CensoredCases
Til Month: T T T T T T T T T T T T T T T T T T T T T T T T
at risk o o) 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23

79[0) 77(1) 60(5) 498) 44(10) 35(12)27(16) 25(16) 22(16) 19(17) 1122) 9R3) 525) 525) 4{25) 3(26) 3(26) 326) 326) 326) 1128) 128) 0QRY) Time (Months)

Number at risk

Van Cutsem E et al Lancet 2023 790) 780) 742) 732) 6'66) 62(3) 59(3) 53(4) 506 47(6) 41(7) 37(9) 26(17) 19(21) 1425) 13{26) 11(26)1027) H28) 729 530} 330) 1[32) 033)
) .
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GC/GEJ A HER-2 ANTIBODY-DRUG CONJUGATE:
TRASTUZUMAB DERUXTEGAN (DESTINY GASTRIC 03)  sarieian v, et . sno 2024

Part 2 of DESTINY-Gastric03, a Phase 1b/2 trial (NCT04379596), with non-contemporaneous and non-randomized arms

TOXd64mgkg | a4 12 Patient population Results: HER?2 Status per Local and Central Assessment
=43 .
-1 = AdUItS 218 years Central HER2 assessment
T-DXd 6.4 mglkg + sep Jan * Unresectable, locally advanced or metastatic Loca HERE
5-FUlcape” |,,_4» 2021 | 2022 esophageal adenocarcinoma/GC/GEJA
- + HER2+ (IHC 3+ or IHC 2+/ISH+ per local
T-DXd 6.4 mglkg + Dec | Jul assessment) o HC 3+ 61% -
5-FUlcape® + pembro |,_g3 G ez « Treatment naive for metastatic disease o (re37141) Cancordant*
T-DXd 6.4 mg/kg + Jan —_— Aug * ECOG PSofOor1 (n=1)"* IHC 2+amplifiedt 2%
pembro (. 2022 2022 Part 2 endpoints gﬂg HC 2+inot amplifiedo 9%
7] ) (1=1) * IHC 1+not amplified 2% W
T-DXd 5.4 mglkg + Sep | Jan Primary Secondary Exploratory (1=2) 1 HC Ot amplifed 5% Discordant
i t 2023 2024 _ )
S-FUlcape! + pembro | 5 Confirmed * ORR, DOR, and Antitumor o244 P
SOC - trastuzumab + | ORR by PFS by investigator  activity by (=T g | e 20%
_ 5-FUicape + 2#;'0 2:;;'1 investigator assessment, and OS PD-L1 status
cisplatinfoxaliplatin |29 assessment . Safety and Excluding non-evaluable samples, 80% (28/35) of samples were concordant and 20% (7/35 samples) were discordant
I I I I 1 e
2020 2021 2022 2023 2024 DCO tolerability

Enroliment period

A Trastuzumab + B T-DXd 6.4 mg/kg ﬂ: T-DXd 6.4 mg/kg D T-DXd 6.4 mgfkg\ E T-DXd 6.4 mg/kg + T-DXd 5.4 mg/kg +
platinum + FP (n=43)* FP (n=41) FP + pembro (n=43) pembro (n=41) FP + pembro (n=32)
(SOC; n=29)

Median follow up, months 18.4 16.7 22.0 16.2 14.6 7,8m

Confirmed ORR, n (%) 22 (76) 21 (49) 32 (78) 25 (58) 26 (63) 75%

PD-L1 CPS =1, n/N (%) 17/20 (85) 12/21 (57) 17/22 (77) 14/20 (70) 14/18 (78) -

PD-L1 CPS <1, n/N (%) 5/7 (71) 8/15 (53) 11/15 (73) 5/13 (39) 7/16 (44) -

Grade =3 AE, n (%) 17 (59) 27 (64) 32 (76) 39 (91) 33 (81) 34%

Treatment discontinuation 3 (10) 9 (21) 14 (33) 22 (51) 11 (27) 2 (6,3)

| Adjudicated drug-related"’

ILDVpreumonitis®

NA
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1.0 mPF 5, months (35% CI)
i 08 i Al patients: 12 (3-20)
[ ] - CPS 21%: 10 (4-20)
B | - CPS =1%: 11 (1-32)
0.6+
& T
= 0.4+ i
3 e
g 024
[+ 9 1 :_ e
D{I [ [ [ [] [ [ ¥ [ L) [ [ [
o 3 &6 9 12 15 18 21 24 27 30 33 35 39
Muirber of Time from first dose (months)
pertierits at risk
Mpgents 29 2 12 18 14 0N ] ] B 3 ] 1 u [i]
CPE=1% 20 19 13 10 10 ] -] 3 3 3 1 1 1] o
CPS«<1% 7 & & &§ 3 31 3 =2 2z 2 2 oo

T-DXd 6.4 mg/kg
n=43

| . 1=
. e

I I

T-DXd 6.4 mg/kg + 5-FU/cape 1000 mg/m?

n=41

mPFS, months (95% CI)
— All patients: 20 (10, 28)

-~ CPS <1%: 26 (8, NE)

24 27 30 33 36 39

1.0~ mO 5, months (95% Cl)
o - - All patiant=: 18 {11-24)
o U84 Ly CPS 21%: 20 {10-24)
B CPS =1%: 13 (1-ME)
0.8+ L
2 .
£ 0.4+
2
g 0.2
o L
ﬂ.l:'r [ [ [ [ [ [ [ [ [ [ [ [ L L}
0 3 &6 9 12 15 18 21 24 27 30 33 38 20 42 4F
haurnber af Time from first dose (months)
palients st rsk
Allpatisnts 200 27 2 24 20 18 15 11 & ] E 5 K] 1 1 [i]
CPS=1% 20 19 198 18 158 13 12 & E 4 4 4 3 1 1 ]
CPE=1% 7 4 8 5 4 3 3 3 3 2 2 i q a ] ]

T-DXd 6.4 mg/kg
n=43

Data for arm T-DXd 5.4 mg/kg +
5-FU/cape 750 mg/m? +
pembro are immature

. mPFS, months (95% CI) 1.04
—— All patients: 9 (5, 17) " '
& 0.84 === CPS 21%: 10 (5, 21) & 0.8 === CPS 21%: 14 (7, 29)
------ CPS <1%: 8 (4, 21)
S 0.6 S 0.6
2 2
T 0.4 = 0.44 V
2 2
S 0.24 S 0.24
a a
G.D Ll Ll L] T T Ll Ll Ll T Ll -I Ll L] 0.0 v L) L) T L] L} L}
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21
Number of Time from first dose (months) Murmber of Time from first dose (months)
patients at risk patients at risk
Al patierts 43 34 23 17 11 11 10 7 4 3 2 1 0 ] Allpatients 41 35 32 26 22 18 1B 16 14 13 4
CPS21% 21 18 12 9 5 5 5 3 1 1 1 1 0 ] CPSz1% 22 18 16 12 9 8 7 7 6 6 2
CPS<1% 15 12 9 B 5 5 4 3 3 F 1 ] 0 ] CPS<1% 15 13 13 1 10 8 8 7 6 5 2

T-DXd 6.4 mg/kg + 5-FU/cape 1000 mg/m?

n=41

ST mOS, months (95% C) 1 Ope mOS, months (95% CI)
—— All patients: 18 (10, 26) ' — All patients: 23 (16, NE)
W 0.6- --- CPS 21%: 19 (10, NE) 0 0.8 --- CPS 21%: 20 (11, NE)
i = CPS <1%: 24 (7, NE) o ~ CPS <1%: 21 (7, NE)
B 0.6- B 0.6
2 2
g 0.4+ g oad A
S 0.2- S 0.2-
o o
DMD Ll L T L T L] L] L] L] LI LI LI LI LI L] 0'0 L] L] L] L] L] L) L] Ll L] L) L] L) L) L) L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number of Time from first dose {months) Number of Time from first dose (months)
patients at risk patients at risk
Allpallams 43 3% 36 30 27 23 20 17 14 9 a g 3 1] a o Allpaljerrls 41 38 37 32 28 2B 25 21 17 17 3 (1] 0 (1] 0 (1]
CPS=1% 21 20 20 17 15 14 12 9 8 3 3 1 1 1] a o CPS=1% 22 20 19 17 13 13 12 10 B 8 1 (1] 0 (1] 0 (1]
CP5<1% 15 15 13 10 10 B 7 7 [:] [ 5 4 2 1] a o CPS=1% 15 15 14 12 12 12 10 8 [ [:] 2 (1] 0 (1] 0 (1]

First-line T-DXd combinations with fluoropyrimidine and/or pembrolizumab demonstrated
promising antitumor activity in metastatic HER2+ GC/GEJA

Janjigian Y, et al. ESMO 2024
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GC/GEJ A HERZ+ ANTIBODY-DRUG CONJUGATE:
DISITIMAB VEDOTIN (RC 48)+TISLELIZUMAB+S51. PHASE ||

RCTS trial has met its primary endpoint

Efficacy and safety of Disitamab Vedotin (- ©48) plus 'islelizumab and = -1 as 1st Shiecive fesponsoeies

line therapy for HER2-overexpressing advanced gastric/GEJ adenocarcinoma | Response | =55 | BestOverallResponse | n=as |

(RCTS): a multicenter, single-arm, phase Il trial (NCT05586061): Design ORR, n (%) Confirmed ORR, n (%)
CR 5(9.4%) CR 3 (6.8%)

% /
Key eligibility criteria Primary endpoint PR 45 (84.9%) PR 37 (84.1%)

+ Locally advanced unresectable or « ORR by RECIST v1.1 2(3.8%) sSD 3 (6.8%)
metastatic disease Treatment Secondary endpoints 1.(1.9%) —RD 1 (2.3%)
No prior systemic therapy in advanced + RC48 2.5mglkg IV Q3W « DCR, PFS, DOR
setting + Tislelizumab 200mg IV Q3W « 0S

+ HER2 IHC 3+ or 2+, regardless of FISH « $-140-60 mg PO bid D1-14 Q3W . Safety DCR, % (95% ClI) 98.1% (89.9-100%)  Confirmed DCR, % (95% CI) 97.7% (87.7-99.9%)

+ ECOGPS 0-1 Until PD or unacceptable tOXICﬂ)’ Exp'oratory endpoints

+ Measurable tumor lesion per RECIST + Potential biomarkers
v1.1 criteria

95% ClI) 94.3% (84.3-98.8%) Confirmed ORR, % (95% Cl) 90.9% (77.9-97.4%

Premature overall survival with median follow-up of 6.7 months

PFS 0S

Grade 3/4 treatment-related adverse events occurred | P
in 40.9% of patients: neutropenia, fatigue, and diarrhea BT P :

Li Song, et al. ASCO 2024
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ESMO/SEOM GUIDELINES GASTRIC CANCER

Advanced/metastatic

unresectable oesophageal, v1.4 - September 2024

oesophagogastric junction and
gastric adenocarcinoma

! -

2nd-line treatment

®
I

Ay ar e/ mstastatic unreZctad v GC and GEIC

2 line of tregtment

ECOG/PS mantarad

v ' v '

No contraindications for [ Contraindications for ChT ] MSI-H/dMMR
ChT or antiangiogenic tx [ESCAT score: I-B (b)]

!

HER2+ (c)

@

Contraindications for
antiangiogenic tx

NO CONtrandCation for

chemotherapy

Contirmed KER2-posithe
aftera i® ling

Ut b-Dated

VRN

atiargiogenic

l l l T
I, A; MCBS 2] (a) [L, B; MCBS 1] (a)

[l A; MCBS 4] (a)

Pembrolizumab monotherapy
[, A; MCBS 2] (a)

Bostouppiative caro

Paclitaxed docetamicr
«inotecan
(1.8)

Pembrolumad

(n.a)

Paclitaxeiplys
ramvaceumad(LA)

Natrional sssesyrem —
Closa followwp
ic unresectable ocesophageal,
ion and gastric adenocarcinoma
I™-line treatment
HERZ-negative HER2-positive*
—

[1. A; MCBS 4]

Trastuzumab denuxtecan! ‘

!

Oral therapy possible

1

HER2-positive LoE, GoR

Treatment with trastuzumab is not recommended after first-line therapy in HER2-positive

= Y advanced gastnic cancer vD
’ Trifluridine—tipiracil Taxane of irinotecan* [1l, B] }
[, A; MCBS 3]
Trastuzumab deruxtecan 1s recommended for patients with HER2-positive advanced gastric
cancer who have received a prior trastuzumab-based regimen [ESMO-MCBS v1.1 score: 4| LA

ESMO guidelines GC V 1.4 Sept 2024 ‘ "Rerbiopsy  recommended when posabie

57 e oftroatment

ECOG/ ™S martarsd

Nocontraindication foe
chemotreragy

Paclitaxsdor rinotecan,
dependingonthe received

2% line (04}

Trflurdeatipracl el
tolerabilry
(L)

Rivera F, et al. SEOM guidelines GC (2023). CTO 2024
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Patients

* Unresectable and/or metastatic CRC
*HER2 expressing (central confirmation)
* RAS/BRAFYSY% wild type

=22 prior regimens

* Prior anti-HER2 treatment was allowed
« Excluded patients with a history of or

current/suspected interstitial lung disease -

Primary analysis of cohort A'

safety profile

The median follow-up was 27.1 weeks at data cutoff

TRASTUZUMAB DERUXTEGAN (DESTINY CRGO1)

Cohort A

HERZ2 Positive
(IHC3+ o IHC2+/ISH+)

Primary endpoint
* ORR" (cohort A)

n=53

E Secondary endpoints
N o el » ORR® (cohorts B and C)
24 * PFS
*+ 0S8
. R
Cohort C*: % %R
HE’:Z.':':" « Safety and tolerability

Patient disposition at final analysis®

Re ywlcded promising antitumor activity and a manageable °

No palients remain on reatment

SRR T ST T T

GRC HER-2 ANTIBODY-DRUG CONJUGATE:

Primary analysis
(Data cutoff:
August 9, 2019)

Final analysis
(Data base lock:
December 28, 2020)

* Al the end of the study, median follow-up was 62 4 weeks for
cohort A, 27 .0 weeks for cohort B and 16.9 weeks for cohort C

HER2+ Cohort A (N = 53)

Confirmed ORR by ICR 45.3% (n = 24) (95% CI, 31.6%-59.6%)
CR
PR 43.4% (n = 23)
SD 37.7% (n = 20)
PD 9.4% (n=5)
Not evaluable 7.5% (n = 4)?

Disease control rate

—

Duration of response, median

83.0% (95% Cl, 70.2%-91.9%)
Not reached (95% Cl, 4.2 months-NE)

Yoshino T, et al. Nature C 2023

Progression-free survival

100 4
HERZ IHC 3+ or IHC 2+/ISH+ Cohort A
3_?: a0 4 HERZ IHC 24/ISH- Cohort B
T HER2 IHC 1+ Cohort C
s 1 Censor
@ 604
@
£
é 40 4
w
w
e
? 20 4
o
04
T T T T T T T T T T T T T T T T
[i} 1 2 3 4 5 [ 7 8 9 10 11 12 13 14 15
No. at risk Time, months
CohotA 53 51 44 36 3327 2 18 15 10 9 7 5 3 1 [1]
Cohort B 15 14 [} 4 1 0 0 0 0 [1] 0 0 0 i 0 [1]
Cohort © 18 15 4 1 0 0 0 0 [1} [1] 0 0 0 i [1} [1]
HER2 IHC 3+ or IHC 2+/ISH+ HER2 IHC 2+/ISH- HER2 IHC 1+
Cohort A Cohort B Cohort C
n=53 n=15 n=18
Median progression-free survival
e 6.9 (4.1-8.7) 2.1 (1.4-4.1) 14 (1.3-21)
B Overall survival
100 4
HERZ2 IHC 3+ or IHC 2+/ISH+ Cohort A
80 4 HERZ IHC 2+/ISH- Cohort B
= HERZ IHC 1+ Cohort C
- 1 Censar
m
2 60
z
=
w
B 40
20 4 1
04
T T T T T T T T T T T T T T T
0 2 4 [ ] 10 12 14 16 18 20 22 24 26 28
No. at risk Time, months
Cohort & 53 51 44 38 35 32 3 28 25 24 18 12 6 1 V]
Cohot B 15 14 10 8 & 5 4 1] 1] 0 V] 0 0 V] V]
Cohort C 18 15 8 8 & 6 4 3 3 2 V] 0 0 V] V]
HER2 IHC 3+ or IHC 2+/ISH+ HER2 IHC 2+/1SH- HER2 IHC 1+
Cohort A Cohort B Cohort C
n=53 n=15 n=18

Median overall survival

iy 15.5 (8.8-20.8)

7.3 (3.0-NE) 7.7(22-139)
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Stratified by:

« ECOGPSofOor1

+ Centrally confirmed HER2 status:
IHC 3+ or IHC 2+/ISH+*

* RAS status (wild-type or mutant)

T (IR D I ] D EE I
il 1 ——

1
L ||

CRC HER-2 ANTIBODY-DRUG CONJUGATE:
TRASTUZUMAB DERUXTECAN (DESTINY CRGO2)

Stage 1

med 5.4 mg/kg
Q3w IV

T-DXd
mmd 6.4 mg/kg
Q3W IV

This study was not powered to statistically compare the two arms.

Humanized anti-HER2
IgG1 mAb'-3

L

Deruxtecan'-2

\

] o o
N\)Lwn,?)j\”ﬁg’nvu””ﬂ o]

o

Cleavable Tetrapeptide-Based Linker

. 0
HGC Y1 HO' S—CH,

Topoisomerase | Inhibitor payload
(DXd=DX-8951f derivative)

Stage 2

These promising results support T-DXd 5.4 mglkg as the optimal dose (as a single agent)

Inthis patient population due to ts positive benefit-risk profile

Confirmed objective response rate* (% [95% Cl)

I

Trastuzumab
deruxtecan 5-4 mg/kg
group (n=82)

31 (37:8% [27:3-49-2])

Trastuzumab
deruxtecan 6-4 mg/kg
group (n=40)

11 (27-5% [14-6-43.9])

Complete response

0

Partial response 31(38%) 11 (28%)
Stable disease 40 (49%) 23 (58%)
Progressive disease 8 (10%) 4 (10%)
Not evaluable 3 (4%) 2 (5%)
Confirmed disease control rate™ (% [95% CI]) 71(86:6%[77-3-931]) 34 (85.0%[70-2-94-3])
annirmed clinical Denent rate an EVAT LD KD Y Y R S O A
Median duration of response®, months (95% Cl) 55 (4-2-8-1) 5.5 (3-7-NE)
Median progression-free survival*, months (95% Cl) 5.8 (4-6-7-0) 5.5 (4-2-7-0)
Patients with events 54 (66%) 27 (68%)
Median overall survival, months (95% Cl) 13-4 (12.5-16-8) NE (9-9-NE)
Patients with events 26 (32%) 13 (33%)
Median follow-up, months (IQR) 8.9 (6-7-10-5) 10-3(5-9-12-7)
Median treatment durationt, months (IQR) 55 (3-6-8-4) 4-9(2-8-8.5)
Median total doset, mg/kg (IQR) 37-8 (26-9-59-4) 40-8 (25-4-66-1)
Median cycles initiatedt (IQR) 7:0(5-0-11.0) 7-0 (4-0-11-0)

Data are n (%) except where otherwise stated. NE=not estimable. * Assessed by blinded independent central review. tBased
on the total population treated with trastuzumab deruxtecan; 5-4 mg/kg, n=83; 6-4 mg/kg, n=39 (safety analysis set).

Prior anti-HER2 therapy

HERZ IHC 2+

AT (41,20
[18.4-67.1]

0G4 (45.59)
[34.3-59.8]

4510 (40.0)
[M2.2-734)

1034 [259.4)
[15.1-47.5])


Highlight

Highlight

Highlight

Highlight

Highlight

Highlight


[ . BN _ G000 science

BETTER MEDICINE
I 1 N | . B 0 ——
T . 0 |

A TRAVES DE LAS ViAS

I JORNADA TRASLACIONAL o Siizhcion
DE UNCULUGM DE PREC|S|UN BE\QEBREES{D?EZUZS

FSMO GLINICAL GUIDELINES GRG

Stage IV unresectable mCRC: third line and beyond

WV
BRAFV600E-mut

I
PD

;

Encorafenib—cetuximab®

If HER2-positive:
Anti-HER2 drugs
[l C; ESCAT II-B7]

Trifluridine-tipiracil-bevacizumab
[, A; MCBS 47
or
Single-agent anti-EGFR mAb*
I, A; panitumumab MCBS 2¢]
or
Irinotecan—cetuximab® [Il, B]
or
Regorafenib [l, A; MCBS 1%]
or
Trifluridinetipiracil [I, A; MCBS 3°]

Trifluridine-tipiracil-bevacizumab
[I, A; MCBS 4]
or
Regorafenib [I, A; MCBS 1%
or
Trifluridine-tipiracil [I, A; MCBS 3°]

[1,A; MCBS 4% ESCAT I-A]
or
Trifluridine—tipiracil-bevacizumab
[I, A; MCBS 49
or
Regorafenib [I, A; MCBS 17
or
Trifluridine—tipiracil [I, A; MCBS 3°]

ESCATI ESCAT I ESCAT Il
44% KRAS 2% ERBB2 17% PI3K hotspot mutations

4% NRAS 5% ATM mutations
8.5% BRAFV600E 1.7% MET amplifications
4-5% MSI-H 1% AKT1ET7K
0.5% NKTR1 1% TMB-High in MSS
0.3% RET fusions
0.2% ALK fusions

Cervantes A, et al. ESMO guidelines mCRC 2023 Mosele et al, Ann of Oncol 2020. Mateo et al, Ann Oncol 2018
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BTG CANGER HERZ+, ANTIBODY-DRUG CONJUGATE:

TRASTUZUMAB DERUXTECAN (DESTINY-PANTUMOR 02. PHASE Il TRIAL)

HER2 IHC 3+
{n=16)

All patients

(ICR) (n=41)

100 4 Safety (n=267)"
+ 226 (84.6%) patients experienced =1 investigator-assessed drug-related AE
90 4 84.6 PFS m 4.1 74 with the most common being nausea (55.1%), anemia (27.7%), diarrhea
. (2.8-5.3) (2.8-12.5) (25.8%), vomiting (24.7%), and fatigue (24.7%)
+ (Grade =3 drug-related AEs occurred in 109 (40.8%) patients and the most
70 12 4 common (>10%) were neutropenia (10.9%) and anemia (10.9%)
EE OS m (4 6—-1 0 2) (2 B—NE} = Serious drug-related AEs occurred in 36 (13.5%) patients.
— ' ’ ' + Drug-related AEs led to discontinuation in 23 (8.6%) patients and dose
oc reduction in 54 (20.2%) patients
g 56.3 ( 56.3 \ + Drug-related AEs and non—drug-related AEs resulting in death occurred in
four (1.5%) and 19 (7.1%) patients, respectively
- + Three adjudicated drug-related ILD/pneumonitis deaths ([1.1%], one each ir
[ah] the biliary tract, endometrial, and other tumors cohorts) occurred
_E Lla?:'ﬁ?:;r;onitis Grade Gn:lde Grade Grade Grade Any
= 35.0 as T-DXd related, n (%) l 2 2 ¢ 2 B
o All cohorts (N=267) T(26) 17(64) 1(04) 0 3(11) 28(105)
[
+ +
[47] (3]
— - ]
< < =
5.3
o B
n= 40 13 17 40 8 20 40 11 19 41 16 20 40 9 16 41 16 14 2 18
Endometrial Cervical Ovarian Bladder Other® BTC Pancreatic

Meric-Bernstam F, et al. J Clin Oncol 2023
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BTG CANCER HERZ+, ANTIBODY-DRUG CONJUGATE:

lKey lr'10|u5|on §r|terla T— Follow-up every 6 T, HER2 HER2-low All
« Histologically confirmed : positive expressing pts
unresectable or recurrent BTC Trastuzu._lmab Ladtlral ISE RIRAREEES I {nE22) {nEd) {n=30)
. Centrally confirmed HER2- (DS-8201) every 12 weeks thereafter Confirmed ORR 36.4% 12.5% 30.0%
expressing status L 5.4 mg/kg i.v. for radiologic _progressmn (90% ClI) (19.6-56.1)* — =
. Refractory or intolerant to Eligible day 1, every 3 weeks and/or survival status Y, (95% Cl) (17.2-59.3) (0.3-52.7) (14.7-49.4)
treatment inctuding Confirmed DCR 81.8% 75.0% 80.0%
gemcitabine o (95% Cl) (59.7-94.8) (34.9-96.8) (61.4-92.3)
+ ECOGPSOori Confirmed best
__________________________ response, n (%)
Referred to ; ; CR 2(9.1) 0 (0) 2 (6.7)
trial sites +I : PR 6 (27.3) 1(12.5) 7 (23.3)
Not referred to trial sites :H External control group Jl ﬁg 12 E‘;gg; ?E?gg; 12 ﬁgg;
""""""""""""" B NE 1(4.5) 1(12.5) 2 (6.7)
Event Any grade, n (%) Grade 2 3, n (%)
(Anemia 22 (68.8) 17 (53.1) HERZ2-positive pts (n=22)
Neutrophil count decreased 18 (56.3) 10 (31.3)
\White blood cell count decreased 18 (56.3) 10 (31.3), No. of events, n (%) 21 (95.5) No. of events, n (%) 18 (81.8)
Platelet count decreased 14 (43.8) 3(9.4) mPFS, months (95% CI) 5.1 (3.0-7.3) mOS, months (95% ClI) 7.1 (4.7-14.6)
Nausea 14 (43.8) 0 (0) 6-month PFS rate (95% CI) | 40.9% (20.9-60.1) 6-month OS rate (95% ClI) 63.6% (40.3-79.9)
Alopecia 13 (40.6) 0 (0) Median follow-up: 7.1 mo (IQR 4.7-14.6)
Anorexia 12 (37.5) 1(3.1)
Lymphocyte count decreased 11 (34.4) 7(21.9)
Fatigue / Malaise 11 (34.4) 0 (0) HERZ2-low-expressing pts (n=8)
[ Interstitial lung disease / Pneumonitis 8 (25.0) 4 (12.5)
Hypoalbuminemia 7(21.9) 1(3.1) No. of events, n (%) 8 (100) No. of events, n (%) 8 (100)
Vomiting 7(21.9) 0 (0) mPFS, months (95% CI) 3.5 (1.2-5.5) mOS, months (95% CI) 8.9 (3.0-12.8)
Mucositis oral 5 (15.6) 0 (0) 6-month PFS rate (95% Cl) 0% (=) 6-month OS rate (95% Cl) | 75.0% (31.5-93.1)
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Unfit for surgery, liver-limited iCGA: N \¢/
RFA (<3 cm) [lll, B] r Molecular profiling ] r Molecular profiling® ]
SBRT [l C] ¢ l

Responde :

= Surgery® oo, Cisplatir—gemecitabine—durvalumab® I, A] Cisplatin—gemcitabine—durvalumab® [l, A]

a [, Al Cisplatingemeitabine—pembrolizumab® [l A] Cisplatin—gemcitabine—pembrolizumab® I, A]
== Adjuvant capecitahine :
] . A] H

5 i

-
é 4 4
=] Liver-limited iCGA"
) ‘ Surveillance | [ local therapy 1N, A] ] [ All comers ]
FOLFOX®
0. A; MCBS 1]"
Alternative: 5-FU +
irinotacan I, G
- - - -
v Y v N
. FGFR2 fusion or BRCA1/2 or PALB2
Wﬁ“ rearrangement mutation
[ESCAT FA] [ESCAT I-B] [ESCAT Il-AT
¥ ¥ _ 3
Y
Ivosidenib Futibatinib Dabrafenib— Pembrolizumab*! Trastuzumab Entrectinib Selpercatinib
I, A; MCBS 2)* (NI, A; MCBS 3]" trametinib/ [, A; MCBS 3]* deruxtecan! [W, A; MCBS 3]" [, A; MCBS 3]
[0, A; MCBS 3]" Larotrectinib

Pernigatinib W, A; MCBS 3]

A, A; MCBS 2]"

[N, A; MCBS 3]*
Repotrectinib™
[N, A]

Zanidatamab/

[, A; MCBS 3

e Trastuzumab deruxtecan should be considered in patients
with HER2 overexpression and/or HERZ amplification who
have progressed on or are intolerant to prior treatment
[, A; ESMO-MCBS v1.1 score: 3; ESCAT score: I-C; FDA
approved, not EMA approved].
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= Claudin 18.2 (CLDN18.2)

= 30-45% expressed in patients with gastric adenocarcinoma. > Female,
> difusse type, > HER2 negative. Trend of relatively low CPS.

CLDN18.2 expression during malignant transformation’

CLDN18.2 expression during malignant transformation

= A new therapeutic target for gastric cancer that has been clinically
validated. ADC

= Zolbetuximab + CAPOX/FOLFOX (GLOW/SPOTLIGHT)?3 represents a
new 1L standard-of-care treatment option for patients with HER2-, LA
unresectable or mG/GEJ adenocarcinoma whose tumors are

CLDN18.2+.
_ _ _ _ _ _ » SYSA1801 * 15107
» Different antibody-drug conjugates are in development in gastric cancer *» CMG901 * LM-302
« RCN8 (TPX-4589)
» TORL-2-307-ADC « EO-3021
* SOT102 * 1B1-343
1. Nat Rev Clin Oncol. 2024 May;21(5):354-369. 2. Shah MA et al. Nat Med. 2023;29(8):2133-2141; « SKB315

2. 3. Shitara K et al. Lancet. 2023;401(10389):1655-1668.
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GASTRIC CANCER/GEJ A CLON18.2+, ANTIBODY-DRUG CONJUGATE:
oHR-A1304 PHASE 1STUDY

= SHR-A1904:

= A novel ADC comprised of a humanized IgG1 mAb targeting CLDN18.2, a cleavable linker, and a
topoisomerase | inhibitor payload. High membrane permeability. Potent cell-killing efficacy.

/P-C.ey eligibility criteria \

* Pathologically confirmed .
advanced solid tumors; * During dose escalation, 3 patients reported DLTs, including 2 patients at 4.8 mg/kg (grade 3 febrile neutropenia and
* Had failed standard therapies grade 3 increased blood bilirubin) and 1 at 6.0 mgfkg (grade 3 gastric mucosal lesion). MTD was not reached.
or had no standard treatment - :
available: 6.0 and 8.0 mg/kg SHR-A1904 IV Q3W were selected for expansions
* Positive CLON18.2 4
expression®;
* ECOG performance status of 80 Do%es .
Oort; _ w 0.6 mglkg
* Atleast one measurable 0.6-4.8 mglkg| 6.0 mglkg = 04l ool B Rt
\Iesion per RECIST v1.1. j § CR Low m 3.6 mglkg
1ol SRl 3isrom
Any TRAE, n (%) 20(100.0)  13(86.7)  36(%4.7)  69(94.5) g, " . o = comghy
Grade =3 8(400)  4(267)  27(71.1)  39(534) £ cevens
) E o '.‘00..00000000000000000000'.0000000000 *ee
Serious 4(200)  3(200) 17(447)  24(329) 3
. E -20
Leadinglotreatment ¢ 350 2(133)  13(342)  21(288) S S —___
interruption 5 40
Leading to dose % -
 uction 0 3(20.0) 1(2.6) 4(55) _
Leadi e o082 e;pg?sion
ines nor systemic theraj
dga ing to tr_eatment 0 1(6.7) 2(53) 3(4.) prior sys! Py
iscontinuation 6.0 mg/kg (N=9) 8.0 mg/kg (N=30) All (N=58)
Leading to death 0 0 0 0 ORR, n (%; 95% Cl) 5(55.6; 21.2-86.3) 11(36.7; 19.9-56.1) 16 (27.6; 16.7-40.9)

DCR, n (%; 95% CI) 8(88.9;51.8-99.7) 26 (86.7; 69.3-96.2) 47 (81.0; 68.6-90.1)

Rui-Hua Xu, et al. ESMO 2024
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GC/GEJ A CLON18.2+ ANTIBODY-DRUG CONJUGATE:
CMGI01 AND IBI343 PHASE |

Fdly ¢
o
[

l

L g A J
|l \J

J

L
Fully human a0 S2e speciic T
CLDNIS 2 2 with  congugation and Exatocan (12p0s0omerase
WG Fosdenced  cleavadle Inker whibvr) sayoad DAR 4

IBi343 ADC Profile targeting CLDN 18.2

EFFICACY IN G/GEJ AC PATIENTS WITH CLDN 18.2 MODERATE TO

RO 32,6% ) HIGH EXPRESSION AT 6 MG/KG AND 8 MG/KG
CLDN18.2 Mod-Hioh Exoression: 6 maka n=48) " ChangeIn Sum o Targt Lesions, S mph
"“m"m"m“m’ | : L RO 46,7%, DCR93,3% | . PFS 6B m
.l L ! A ‘ '.‘-." ‘.‘~ . 7
} R HCER R f ﬁ S AR e
S e e CLON 82 h s mghg ) i
RO 52,9%, DCR 88,2% ' -
i '1 - . PFS55m
p i <
PFS 4,76 m ! :HL| q[l 1 | \« '

MESMO GASTROINTESTINAL CANCERS
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CCR, CEACAMS+:
PROCEADE CRG-01. M3140 ADC¢ (ANTI-CEACAMS WITH EXATECAN PAYLOAD)

Ry ey Hers = Hematological TLDg anemia,

neutropenia, thrombocytopenia,

Carcinoembryogenic antigen-related cell adhesion " CaRmRALAMCRC leukopenia.
' intolerant/refractory to or . . .
mOIQCU|e 5 (CEACAMS) as an attrathe ADC target 2;2?;:2|nr\?;:;reztandard = No interstitial |ung disease and ocular
- ECOGPSs1 toxicities were observed
- Patients with archived FFPE
+ CEACAM5 is a cell surface glycoprotein that mf:grn hss:Je :J:u;:le_ If = MTD 2,8 mg/ Kg
CEACAM" modulates cell adhesion, differentiation, and erchived fumor materies not
proliferation’ SIS R T o = PFS6,7m (95%C| 4,6-8,4)
+ Patients were not selected on
- + CEACAMS has limited expression in adult healthy the basis of CEACAMS
l tissues but is overexpressed in various GaprRaOn
| adgnocagt;inomas, particularly in CRC (>90% of = DCR 70 % (PR3, SD 2 1)
e--..w patients)*
B . : ; Treatment
\. Overexpresslon * Exploiting CEACAMS overexpression in certain 0 marko [l 24 mark 28 marko 32 morko
of CEACAMS cancers has the potential to offer a promising B 12 mokg 2.6 markg 3.0 markg [l 3.2 morkg + G-CSF
M9140 Q3W, IV i L

on tumor cell approach for ADC-based therapy (Day 1 of 21.day cycles)

n=7
N 3.0 mg/kg
n=4

>
ADC, anibody-drug —
1 Beaufemn N Atz et 2 Dang X ¥S,et :
N =40 (US, EU, and Japan)
mg/kg
- Data cutoff: Apri 23, 2024
0. 6 mq [kg

*Inchudinag 3 patients with primary G-CSF prophviaxis
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CONCLUSIONES

CG/GEJ: ESCAT IA (HER2, Claudina 18.2, PDL-1), ESCAT IlIA (MSI).

BTC: ESCAT IA (IDH), ESCAT IB (FGFR2, BRAF), ESCAT IC (HER2, NTRK, MSI, RET).
CRC: ESCAT IA (RAS/BRAF/MSI/NTRK), ESCAT 1IB (HER?2).

Medicina personalizada.

ADC:
» Necesidad mejorar perfil toxicidad/actividad: Linker y Payload.
= Combinaciones ADC+QT+/-10; ADCs biespecificos.

Amplio desarrollo diferentes targets con resultados prometedores:
= HERZ2, HER3, TROP-2, Claudina 18.2, CEACAMS5, c-Met.

EC fase I-lI-1ll en marcha en primera y sucesivas.

Actualmente en T. Digestivos:
= TDx aprobacion condicional en GC/GEJ HER2 + que ha progresado a trastuzumab.
= TDx alternativa en pacientes con BTC HER2+ que han progresado a 12L.
» Tratamiento antiHER2 alternativa = 3L CCRm HER2 +.
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