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Key biomarkers in advanced gastric cancer

Established biomarkers

HER2 Positivity 5-25%

IHC 3+, IHC 2+ ISH ampl

CT+ trastuzumab | line
Trastuzumab deruxtecan IlI-1ll line

PD-L1 positivity ranges from 47.3% to
82.0%, serving as a predictive marker
for response to ICI. Higher CPS (> 5, >
10) is associated with a higher
likelihood of response to ICI treatment

MSI high/dMMR: 8-25% of patients
exhibit MSI-High or dMMR, high
response rates and improved survival
when treated with ICI

< |

/ {]

NGS: TMB, MSI, ERBB2
amp, FGFR2b amp, MET,
NTRK etc. ctDNA

7

Emerging biomarkers

FGFR2 amp: FGFR2 amplification is
observed in 4-7.4% of patients and
serves as a response predictor marker
for bemarituzumab

FGFR2b positive : Approximately 30%
of patients exhibit FGFR2b
overexpression detected through IHC,
which serves as a response predictor
marker for bemarituzumab

CLDN18.2 high: CLDN18.2 high
expression is observed in 30—-33% of
patients and serves as a response
predictive marker for zolbetuximab
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Trastuzumab + CT vs CT

Events Median HR (95% C1)

overall
1-0 survival
{months)
0.0
\'\\L —— Trastuzumab 120 16-0 065 (0-51-0-83)
0.8+ plus chematherapy
\“_‘\ —— Chemotherapy alone 136 11-8
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Trastuzumab plus 228 218 196 170 142 122 100 84 65 S1 39 28 20 12 11 5 4 1 0
chemotherapy
Chemotherapy 218 198 170 141 112 96 75 53 39 28 20 13 11 4 3 3 ©0 0 ©
alone

Intervention

Trastuzumab beyond PD is not effective

@ g 100 Paclitaxel
et L= —— Paclitaxel + trastuzumab
w5 80 -
=1
c © 60 - . ]
T a Stratified hazard ratio, 0.91 (80% Cl, 0.67 to 1.22)
0w — Stratified log-rank test P=.33
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Time (months)
No. at risk:
Paclitaxel 45 36 16 1" 5 2 2 2 2 1 1 1
Paclitaxel + 44 33 99 119 6 1 1 0 0 0 0 0
trastuzumab
J J - 0] fs J dDU U

Paclitaxel arm (n = 10} Paclitaxelirastuzumab arm (n = 8)

IHC before first-line therapy

FISH bafore first-ling therapy

Tumar reaponse for firet-line therapy

IHC after first-line therapy

FISH after first-line therapy

Circulating HER2 DNA amplification

Tumar response

Clinical Trial First Reported Year Drug HER?2 Definition Phase Line of Therapy N Results
{Comparisan)
-
o " Improvement of
ToGA 2009 Trastuzumab IHC 3+ P3 First-line Trastuzumab + chemo prosement
and/or ISH-positive (Chemotherapy) ‘3'3,,"; i )
TyTAN 2013 Lapatinib ISH-positive P3 Second-line Lapatinib + chemo
; 9m
(Chemotherapy) ot
TRIO- - . - No difference in
o e 2013 Lapatinib THC 3+ P2/3 First-line Lapatinib + chemo fference
and for ISH-positive (Chemotherapy) 122 " o
GATSBY 2016 T.DM1 IHC 3+ P/3 First-line TDM1 No difference in
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. Pertuzumab + No difference in
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241SH-positive
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Immunotherapy in first line HER2+ mGC
KEYNOTE-811 - PEMBROLIZUMAB + TRASTUZUMAB

Double-Blind Phase 3 Study of Pembrolizumab + Trastuzumab and Chemotherapy vs Placebo + Trastuzumab and
Chemotherapy as First-Line Therapy For HER2-Positive Unresectable or Metastatic G/GEJ Cancer (NCT03615326)

Patients
» Advanced G/GEJ Pembrolizumab 200 mg IV Q3W
adenocarcinoma + Gual Primary End Points \
+ No prior therapyin Trastuzumab and FP or CAPOX? + OS
i{cévsgced stetting for up to 35 cycles * PFS (RECIST v1.1 per BICR)
. -positive
A Secondary End Points
*+ ORR (RECIST v1.1 per BICR)
Stratification Factors Placebo IV Q3W - DOR (RECIST v1.1 per BICR)
* Geographic region + \ . Safety /

* PD-L1CPS Trastuzumab and FP or CAPOX?
« Chemotherapy choice

for up to 35 cycles

*Trastuzumab dose: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP dose: 5-fluorouracii 800 mg/m? IV on D1-5 Q3W + cisplatin 80 mg/m?2 IV Q3W. CAPOX dose: capecitabine 1000 mg/m? BID on D1-14 Q3W +

oxaliplatin 130 mg/m? IV Q3W
BICR. blinded indeoendent central review. CPS. combined positive score (number of PD-L1-stainina cells [tumor cells. lvmohocvtes. macroohaaesl divided by the total number of viable tumor cells. multiolied bv 100)



Immunotherapy in first line HER2+ mGC

Summary of confirmed objective response in the ef‘ﬁ| A p p rova I 1 st_ Ii n e G c / EGJ ca nce r
e[| HER2-positive

Objective response — % (95% CI) * 74.4 (66.2-81.6)

Disease control — % (95% CI)7 962 (91.4-98.8) 1 - PD' I.1 CPS E 1

: | s TN
This approval by the EC follows the positive recommendation from the Committee for Medicinal
Products for Human Use received in July 2023 and was based on results from the Phase 3
KEYNOTE-811 trial. In the study, KEYTRUDA plus trastuzumab and chemotherapy significantly
improved progression-free survival (PFS), and objective response rate (ORR), compared to
trastuzumab and chemotherapy alone in this patient population. In the study, more than 80% of
patients had tumors that were PD-L1 positive.

Best overall response — no. (%)

~aijyerence In objective response rate In participants witn 0 —
PD-L1 combfned posftjve score 21 ” “f' 1 Bcstl?‘en;cfrl:ﬂ change from baseline in the size of target lesions among particip

the sfficary n a



ESMO guidelines

v e CT + trastuzumab standard

first line
e |O+ trastuzumab+ CT
standard for CPS>1 in the
_V doublet ChT {a) I, A] -
; 1 ; next future
* Trastuzumab beyond
orogression is not effective

o, * Failure of other antiHER2
0 agents (pertuzumab,
lapatinib TDM-1)
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DESTINY-GastricOl

Study of Trastuzumab Deruxtecan in HER2 Expressing Gastric Cancer

A phase 2, multicenter, open-label trial of trastuzumab deruxtecan (T-DXd) in patients with HER2 expressing

Study Design

« HER2 expressing
advanced gastric or
GEJ adenocarcinoma

e 22 prior regimens
must include
fluoropyrimidine and
a platinum agent

(N =233)

Stratification factors

(Primary Cohort)

* Region (Japan or South Korea)
+ ECOGPS(0or1l)

* HER2 status (IHC 3+ or IHC
2+/ISH+)

advanced gastric or gastroesophageal junction (GEJ) adenocarcinoma (Asia)

Z0—4>» 30V -40W—0MZ™D

|

Primary Cohort HER2+ (IHC3+ or IHC2+/ISH+)

Randomization
(2:1)

1. Shitara K, et al. N Engl J Med. 2020 Jun 18;382(25):2419-2430.
2. Yamaguchi K, et al. Presented at: American Society of Clinical Oncology
(ASCO) 2021 Virtual Meeting. June 4-8, 2021. Poster 4048.

N

Progressed on trastuzumab-containing regimen

T-DXd (n = 126)
6.4 mg/kg, g3w

Physician’s choice (n = 62)
irinotecan or paclitaxel

Exploratory Cohorts HER2-low

Anti-HER2 treatment naive
Cohort 1: HER2 (IHC2+/ISH-)
T-DXd 6.4 mg/kg g3w (n = 21)

Cohort 2: HER2 (IHC 1+)
T-DXd 6.4 mg/kg g3w (n = 24)

Primary Endpoint

* Objective response rate (ORR) by
independent central review (ICR)
in the primary cohort based on
RECIST v1.1

Secondary Endpoints

* Overall survival (OS)

* Progression-free survival (PFS)
* Duration of response (DOR)

« Confirmed disease control rate
(DCR)

* Time to treatment failure (TTF)
« Safety and pharmacokinetics

*  ORR for each exploratory cohort,
investigator assessed

10


https://clinicaltrials.gov/ct2/show/NCT03329690
https://www.clinicaltrials.jp/cti-user/trial/ShowDirect.jsp?directLink=2nYpYCfgq8jo04_Ndfq1DQ--

Destiny Gastric 01
Overall response rate 43% vs 12% Overall survival (median) 12.5 vs 8,4 months

A Overall Survival

A Trastuzumab Deruxtecan

100+
80~ N=117
60 90| y
J Median
. ;‘3 g Overall
g o g 704 No. of Deaths/ Survival
g 20 B No. of Patients 95% Cl
2 ol HE %)
~60- 504 Trastuzumab 62/125 125 (9.6-14.3)
g0 Eﬂ . T‘riastuzumab Deruxtacan
-100- E ! rutecen Physician’s Choice ~ 39/62 8.4 (6.9-10.7)
K 304 of Chemotherapy
B Physician’s Choice of Chemotherapy 20 1 H Hazard ratio for death, 0.59
80+ N=52 10 | Physician's choice (95% C1, 0.35-0.38)
60| 1 of chemotherapy P=0.01
40 0 T T T T T T T 1
w0 NN oot 0 3 6 9 2 15 18 2 2
g —Zg— Months
T T No. at Risk
—60- Trastuzumab deruxtecan 125 115 38 54 33 14 7 3 0
—804 Physician’s choice 62 54 37 19 10 2 2 0 0
-100- of chemotherapy
Previous treatment — no. (%) No. of , - th for ad q
.. . of previous systemic therapies for advanced or
125 (100) 62 (100 @ e
Therapy containing trastuzumab (100) (100) metastatic disease — no. (%)|
Therapy containing taxane 105 (84) 35 (39) 66 (53) 38 (61)
Therapy containing ramucirumab 94 (75) 41 (66) 3 34 (27) 18 (29)
Irinotecan or other topoisomerase | inhibitor 8 (6) 5(8) 4 25 (20) 6 (10)
Immune checkpoint inhibitor 44 (35) 17(27)

Shitara K et al. NEJM 2020;382:2418-30



DESTINY-Gastric02

Study of Trastuzumab Deruxtecan in HER2+ Gastric/GEJ Cancer!

A phase 2, multicenter, open-label trial of trastuzumab deruxtecan (T-DXd) in patients with

HER2+, unresectable or metastatic gastric or gastroesophageal junction (GEJ) adenocarcinoma
that has progressed on or after a trastuzumab-containing regimen (North America, Europe)

Study Design

HER2+ advanced

gastric or GEJ

adenocarcinoma
(N=79)

Primary Endpoint

Single-arm
Centrally confirmed HER2+ (IHC3+ or
IHC2+/ISH+)
Progression on or after 1 prior line of a
trastuzumab-containing regimen

—-{ T-DXd 6.4 mg/kg q3w

Confirmed objective response rate
(ORR) by independent central
review (ICR) based on RECIST
vl.1l

Primary analysis: ORR Secondary Endpoints

within ~30 months

Progression-free survival (PFS) by
ICR and investigator assessment

ORR by investigator assessment
Overall survival (OS)
Duration of response (DOR)

12



Destiny Gastric 02

LW b
Overall response rate 42% g Medlan P
: o (95% Cl, 4.2-8.3)
Confirmed ORR,c % (n) 41.8 (33) g
(95% CI, 30.8-53.4) § 04
Confirmed best overall response, % §
(n} & 0| Median IBE%UCUU:SLE::.E.B.:U
CR 5.1 (4) Lf."...mr
R 36.7 (29) [ —— o 1
SD 39 - 2 (3 1 ) a 1 ; 2 J! 5 é T é a '|I|] n IIE :3 Ild ‘:"J 1'5 ‘|‘T '|Iﬂ 1‘5 E:] Fal ZI?
PD 16.5 [13} R Time (Months)
2.5(2) T 77 60 4B 44 35 2 2/ = B 1 8 5 5 4 3 3 3 3 3 1 1 B

Not evaluable

Median DOR, months 8.1 (95% Cl, 5.9-NE)d Overa" SurVivaI (median) 12 1 m
Confirmed DCR,® % (n) (QS%BC;II_D?(S;)-SQD] (N =79}
Median TTR, months 1.4 (95% CI, 1.4-2.7)

Median OS®
12.1 months
(95% Cl, 9.4-15.4)

LB

Cverall Survival (%)

20 [ madian [85% CI]; 121 (98,154}

Uppes Limit
Lawer Limit
+  Censored Cases
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ESMO guidelines

2nd-line

3rd-line

v1.1 - July 2023

Advanced/metastatic Advanced/metastatic
tablk hageal,
unresectable oesophageal, viA - July 2023 oe:r;:)er?:;oga:uoﬁzgcllz;wnaand

oesophagogastric junction
and gasfric adenocarcinoma

l 3rd-line treatment

gastric adenocarcinoma

ﬁ
: |
2nd-line treatment l E
0

' ! ! M\ -

® @

No contraindications for ChT [ Contraindications for ChT I Contraindications for MSI-H/dMMR HERZ+(c) cht [, A; MCBS 4] (a)
or antiangiogenic tx antiangiogenic tx ‘—
|
+ .

l [ Oral therapy possible ] [ Lv. therapy preferred l

Ramucirumab-paclitaxel Ramucirumab monotherapy Taxane or irinotecan [I, A] Pembrolizumab monotherapy Trastuzumab deruxtecan [Il A] l
[1,A; MCBS 7] (a) [, B; MCBS 1] (a) [N, A; MCBS 3; ESCAT 1-B] (a, b)
\ / T




DESTINY-Gastric04 (DS8201-A-U306)
Study of Trastuzumab Deruxtecan in HER2+ Metastatic and/or Unresectable Gastric/GEJ Cancer

A phase 3, multicenter, 2-arm, randomized, open-label study of trastuzumab deruxtecan (T-DXd) in

patients with HER2+ metastatic and/or unresectable gastric or GEJ adenocarcinomawho have
progressed on or after a trastuzumab-containing regimen (Europe, Asia, South America)

Study Design Primary Endpoint
* Overall survival (OS)

Arm 1 Secondary Endpoints

T-DXd 6.4 mg/kg 3w - Progression-free survival (PFS)
» Obijective response rate (ORR)
» Duration of response (DOR)

+ Disease control rate (DCR)

« Safety

* Pharmacokinetics (PK)

Metastatic and/or
unresectable HER2
positive (IHC 3+ or IHC
2+/ISH+), gastric/ GEJ
adenocarcinoma

(N = 490)

Arm 2

Ramucirumab + paclitaxel?

Randomization 1:1

aRamucirumab 8 mg/kg on Days 1 and 15 in combination with paclitaxel 80 mg/m?
on Days 1, 8 and 15 of a 28-day cycle.
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HER2 test

The challange of heterogeneity Heterogeneity and outcomes

Median PFS b Median OS
10+ Homo-HER2: 10.8 months (95%C1 6.9-19.4) 1.0t Homo-HER2: 29.3 months
\“L Hetero-HER2: 6.1 months (95%CI 5.3-8.2) \ (95%C1 20.5-not reached)
™ \ HR: 0.47 (95%CI 0.29-0.77) LY Hetero-HER2: 14.4 months
2 os{ S\ £=0.003 o8 \ \1 (95%C1 11.4-17.8)
I ‘ L1 = HR: 0.35 (95%C1 0.20-0.61)
3 \H = \ N, P<0.001
o 061 L —— Homo-HER2 2 089 \ = Homo-HER2
£ \  E —— Hetero-HER2 a L ~—— Hetero-HER2
TOGA HER2 heterogeneity by IHC score g o \ T o m—
. T g '
L o2 5 iy O 24 %
o, _ o & 3 nes
Natits Heterogeneity = < 30% staining g | ‘ : e
. ¥ a. ] 1 .
y 2 2l e b V) 2
e = 2 g ,'Kﬂ |HC3+ 30% o 10 20 30 40 o 10 20 £ 40 0 @
e PR A & Time (months) Time (months)

E——————y———

% celis <10% 10-30% I1-13% i Homogenous HER2 3+ = all cells positive (40%)
% patients 3% 27% 31% 39% ‘M PFS and OS in HER2 3+ homogenous vs
heterogenous




HER2 test

Can we define a better cut off?

—— High HER2/CEP17 amplification ratio

1 ~—— High HERZ cell staining E — Low HERZ2/CEP17 amplification ratio
Z —— Low HER?2 cell staining E
3 . . HR, 036, 95% C1, 0.21 t0 059
@ . . ¥
2 g5 HR, 0.46;95% C1, 0290 073 2 [FuB.26-08
[ P=.001022 )
= v
(7] o
o

0 17 W ® & 60 T 8
Time (months)

T T T T T T T
0 12 L) 36 8 60 n 84

o
Time (months) 2 E No.atrisk
_ _ No.atrisk ﬁg High 48 1 13 8 [} 4 3 0
Eg High 4 3 13 7 [ 4 3 0 %:_'_%Low I I H 0 0 0 0
C3lw W B R 3 0 0 0 0 I3
L= £

German VARIANZ study Suggested optimised
cut offs for benefit from 1L trastuzumab 40%
cells positive for HER2 CEP17:HER2 ratio 23.0

The dynamic nature of Her2

Paclitaxel arm (n = 10) Paclitaxel strastuzumab arm (n = 8)

IHC before first-line therapy

FISH before first-line therapy

Tumor response for first-line therapy

IHC after first-line therapy

FISH after first-line therapy

Ci HER2 DNA

Tumor response

ooECODEE

3¢3
&

Italian registry study Change in HER2 status
positive to negative 32% More common in
IHC2+ than IHC3+ patients

T-ACT trial Paclitaxel vs paclitaxel/trastuzumab
69% of patients did not have retained HER2
expression after 1L trastuzumab




Precision medicine in HER2 + gastric cancer

Intratumoural Concurrent
HER2 heterogeneity genomic alteration

Metastatic lesion

Intrapatient HER2 heterogeneity

Temporal HER2 heterogeneity

HER2-

targeted

therapy

HER2-

targeted

therapy Acquired
genomic
alteration



ESMO guidelines

Advanrﬂ:l mplaqlallr

v1.1 - July 2023

2nd-line treatment

No contraindications for ChT [ Contraindications for ChT ] Contraindications for MSI-HIdMMR HER2+ (c)
or antiangiogenic tx antiangiogenic tx

l l @ ®
Ramucirumab—paclitaxel Ramucirumab monotherapy Pembrolizumab monotherapy "“"“:“:_“:c"&“fm““
[, A; MCES 2] (a) [, B: MCES 1] {a) I, A; MCBS 3: ESCAT 1B] (a, b} I, A; 1

® Trastuzumab deruxtecan is recommended for patients with HER2-positive advanced gastric
ab-based regimen [, A, ESMO-MCBS v1.1 score: 4].

Re-biopsy is recommended when possible.
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Questions for the future: HER2 low

HER2 low Italian study

1210 formalin-fixed paraffin-embedded
samples
HER2-low was 28.3% (95% Cl 25.8% to 31.0%)
overall, and was higher in biopsy specimens
compared with surgical resection specimens
(34.9 vs 21.0%) (p<0.0001).
HER2-low prevalence ranged from 19.1% to
40.6% among centres (p=0.0005)
J Clin Pathol. 2023 Apr

HER2 expression by IHC was evaluated in 4701
patient.
Annals of Oncology Aug 2023
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Questions for the future: HER2 low

SISTISEION

gative HER2-low

HER2-positive

HER2 Primary BT ERT 20(95.2) 0 1(48) 21
n, % HER2-low 0 ' 0 - 1(100.0) 1
HER2-positive 1(33.3) | 1(333) 1(333) 3

Total 21(84.0) 1(4.0) 3(12.0) 25

0 1+ 2+ 3+ total
Gastric/GEJ 107 (51.4) 44 (21.2) 28 (13.5) 29 (13.9) 208

34.6 % patients had HER2 low tumor

HER2 status between primary and metastatic
HER2-positive (HER2 3+ or 2+/ISH amplified)
versus HER2-negative (all other HER2 status)
Only 25/208 paired primary and metastatic
samples were identified out of 48 samples of
gastric/GEJ Most patients with HER2-negative
gastric/GEJ cancers remained negative at re-
testing on metastatic samples (95.2%), whereas
only 33% of HER2-positive cancers remained
unchanged

Annals of Oncology Aug 2023




Trastuzumab Deruxtecan in Anti-Human Epidermal Growth Factor Receptor 2 Treatment—Naive
Patients With Human Epidermal Growth Factor Receptor 2—-Low Gastric or Gastroesophageal
Junction Adenocarcinoma: Exploratory Cohort Results in a Phase Il Trial

Cohort 1 ORR 26.4%

Enrolled in cohort 1
(HER2 IHC 2+/ISH-)
N=21)

Received T-DXd and included in full analysis and
safety sets (n=20)
Did not receive T-DXd (n=1)

| Included in response-evaluable set (n =19)
No baseline measurable tumors ~ (n=1)

Discontinued T-DXd  (n=20)
Progressive disease (n=16)
| Clinical progression  (n=1)

Adverse event (n=1)
Death (n=1)
Patient decision (n=1)

Receiving T-DXd at data cut (n = 0)

Enrolled in cohort 2 404
(HER2 IHC 1+) =
(N=24) 1 T
. o
Received T-DXd and included in full analysis and 5
safety sets (n=24) o =20
Did not receive T-DXd (n=0) L
pa
=40 -
. Recelvad pror ldnotacan
Included in response-evaluable set  (n=21) 60 1
No baseline measurable tumors (n=1)
= No central IHC evaluation because of B0
invalid sample fixation and excluded :
from efficacy analyses (n=2) ohort 1 Pati

Bl
Cohort 2 ORR 9.6%

Discontinued T-DXd  (n=22) 401 I
| Progressive disease (n=19)

Adverse event n=2)
Physician decision  (n=1)

Receiving T-DXd at data cut (n=2)

J Clin Oncol 41:816-825. 2022

Percent

. Recalvad [T T e T ]

B0 4
Cohort 2 Patients



DESTINY-Gastric03 (D967LC00001)
Study of Trastuzumab Deruxtecan combinations in HER2 overexpressing Gastric/GEJ/Esophageal Cancer?

A phase 1b/2, multicenter, open-label, dose-escalation and dose-expansion trial of trastuzumab deruxtecan (T-
DXd) monotherapy and combinations in patients with HER2 overexpressing, unresectable or metastatic

gastric/gastroesophageal junction (GEJ) and esophageal adenocarcinoma (North America, South America,

Study Design
Population

e Metastatic or unresectable HER2
positive (IHC 3+ or 2+/ISH+) by
local assessment
GC/GEJ/esophageal
adenocarcinomaP

e >2| following trastuzumab-
containing therapy

Population

-
e Previously untreated metastatic or
unresectable HER2 positive (IHC
3+ or 2+/ISH+) by local
assessment GC/GEJ/esophageal
adenocarcinoma®

e Stratified by HER2 status (IHC 3+
or IHC 2+/ISH+)

-

J

Part 1 — Dose
escalation (3 + 3)2

Allocate

Part 2 — Dose

expansion: RP2D from
~

Part 1
N=40 patients/arm

Randomize e

1. Janjigian Y, et al. Poster presented at: ESMO Virtual Congress;

September 19-21, 2020. Poster 1500TiP.

YYVYY

Europe, Asia)

Arm 1A: T-DXd + 5-FU Q3W
Arm 1B: T-DXd + capecitabine Q3W

Arm 1D(a): T-DXd + 5-FU + oxaliplatin Q3W
Arm 1D(b): T-DXd + capecitabine + oxaliplatin Q3W

Arm 1C: T-DXd + durvalumab Q3W

Arm 1E(a): T-DXd + 5-FU + durvalumab Q3W
Arm 1E(b): T-DXd + capecitabine + durvalumab Q3W

Arm 2A¢; SoC (trastuzumab + FPY + platinume)
Arm 2B¢: T-DXd monotherapy’ Q3W
Arm 2C: T-DXd + chemotherapy (FPY + oxaliplatin)
Arm 2D: T-DXd + chemotherapy (FPY) + pembrolizumab Q3W

Arm 2E: T-DXd + pembrolizumab Q3W

Endpoints

Primary: Safety and RP2D
Secondary: Confirmed ORR per
RECIST v1.1, DoR, PFS, OS, PK
Exploratory: ctDNA and tissue
samples for candidate biomarkers

Endpoints

Primary: Confirmed ORR per
RECIST v1.1

Secondary: Safety, DoR, PFS, OS,
PK

Exploratory: ctDNA and tissue
samples for candidate biomarkers
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Questions for the future

Management of toxicity Neoadiuvant/adjuvant setting

TRINITY: Study Design /| mencrionia }?:f?ﬁ;;d

»
/ Pre-planned retrospective assay

T-Dxd 6.4 mg/Kg
+cape 1000
mg/sqm BID d1-
14 or 5-FU 600

mg/sqm d1-5
N=46 X6 cycles

1
ctDNA
®1

napprox. = 100

LB #4,5,6
—

FLOT 4
m_| | / x4 cycles ,
10 3,6, 12-mos

"LB us

ctDNA FLOT
negatwe x4 cycles

Interstitial lung disease ILD
7.6-10.4% of all grades
in gastric cancer trials
2.5% fatal in Destiny-02 (!)
Median time to onset ~80 days

18-FOGPET/CT
EUS with biopsy and




Conclusions

TDX-D is the new standard tx in second and
third line with higher ORR and OS

Manageable toxicity (with experience)
HER2 status a new landscape

Waiting for the next data from phase Il trials
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RAZIONALE SCIENTIFICO

Il crescente m di nuovi farmaci in ambito oncologico necessita di una
attenta e pi a riflessione sull'efficacia e sostenibilita dellinnovazione
farma:ului‘iou. L Convegno ha lo scopo di permettere un confronto tra decisori
istituzional, oncologi e farmacisti per approfondire cosa  significhi
“Innovazione®, *Sostenibilita® e quali siano i percorsi adeguati @ rendere
disponibili le migliori terapie ai pazienti. Tuttevia, |3 riflessione si rende
necessaria anche per specifici ambiti di innovazione terapeutica, in particolare
le terapie target e il ruolo dei molecular tumor board, | tumori rari e la
necessita di comuni percarsi per |'Early access. Il convegno permette quindi un
aggiornamento e confronto su tematiche estremamente rilevanti per la
sostenibilita dl S5N
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