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* |ntroduzione

 ADC anti-HER2 (primo approvato FDA in lung cancer)
 ADC anti-HER3 (fase Ill in corso)

 ADC anti-MET (fase lll in corso)

 ADC anti-Trop2 (risultati fase Il ESMO 2023)

 ADC anti-B7-H3 (risultati promettenti nel SCLC)

* Considerazioni e conclusioni
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ezt 2 Mondi, 2 Rivoluzioni nel NSCLC
NSCLC NSCLC
oncogene-addicted NON-oncogene-addicted

- Scienees

THERE Is NEW AMMUNITION Breakthrough of the Year
IN THE WAR AGAINST Cancer

Immunotherapy
CAN c ER " T cells on the attack ’

THESE ARE THE BULLETS. 3 4;5*-‘ s

Revolutionary new pills like GLEEVEC

combat cancer by targeting only the . f
diseased cells. Is this the breakthrough o ' 8
we've been waiting for? 3
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NSCLC avanzato:
Evoluzione dei trattamenti e vantaggio in OS

[ Historical [ Targeted therapy [ |Cs histology selection (any PD-L1) [ ICls PD-L1 selected (any histology) ¥ Median PFS [ Median overall survival

A Historical approach

Non-squamous and
squamous

Non-squamous

Non-squamous

w 4 months

Platinum doublet

8 months

w 6 months

12 months

w 4 months

Platinum doublet with bevacizumab

14 months Platinum doublet with maintenance pemetrexed

B Molecularly selected for targeted therapies
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Thai et al, Lancet 2021
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Immune checkpoint inhibitors

3 Historical

[ Targeted therapy

[ iCls histology selection (any PD-L1)
[ ICIs PD-L1 selected (any histology)
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2006| Chematherapy with bevacizumab for non-squamous NSCLC (October)

2009 | Platinum with pemetrexed for non-squamous NSCLC (July)

[ Crizotinib for ALK- positive NSCLC (August)*

[ Erlotinil for EGFR-positive NSCLC (May)

| Gefinitib for EGFR-positive NSCLC (March)

| Crizotinib for ROS-positive NSCLC (March)

Ceritint for ALK-positive NSCLC (Jab)1 I
= for BRAF-positive NSCLC (August) 200 py for non-sg NSCLCwith any PD-L1 expression ‘
Alectinib for ALK-positive NSCLC (November)1
ot for B gt L T g T gy o saons RSCLCwih ary PO prsion

Larotrectinib for NTRK-positive NSCLC (November)fl

NSCLC (December)

[ Entrectinib for NTRK-positive NSCLC (August)l

| Entrectinib for ROS1-positive NSCLC (August)

2019

nd chemotherapy for non-sy NSCLC (December)

Capmatinib for MET-positive NSCLC (May)ql

Selpercatinib for RET-positive NSCL (May)¥

Brigatinib for ALK-positive NSCLC (May)?

Ipilimumab and nivolumab with chemotherapy (May)

Mo. at risk

1004 Events, n
N % 95% CI
o0 (%) (25% C1)
a0 Pembrolizumab 154 103 (66.9) 0.62
Median (95% CI) 0.48-0.81
< 70l 26.3 mo (183 40.4 mo) Chemo-therapy" 151 123(815) ( )
= 13.4 mo (9.4-18.3 mo) : H
2z 60
z
a 50- trsessscieisscimsssnias o Bidgaisncintinianainnes
g 4
8 30
20
104
0 T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time, months
Pembrolizumab 154 121 106 89 78 73 66 62 54 51 20 L] 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 1]

t0 anti-PD-L1 therapy. 66.0% (20 patients in total crossed over to anti-PD-[L]1 therapy: 83 patients erossed over to pembrolizumab during
the study. and 16 patients received subsequent anti-PD-L1 therapy outside of crossover: patients may have received >1 subsequent anti-PD-L1 therapy). Data cuteff: June 1. 2020.

Reck et al, JCO 2021
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THERE IS NEW AVIMUNITION
IN THE WAR AGAINST
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THESE ARE THE BULLETS.

Revolutionary new pills like GLEEVEC
combat cancer by targeting only the
diseased cells. Is this the breakthrough
we've been waiting for?
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2023 World Conference " | B
on Lung Cancer r

SEPTEMBER 9-12, 2023 | SINGAPORE

Antibody Drug Conjugates:
The Next Tsunami

ADCs in advanced NSCLC - where we are today

v'"HER-2 mutant NSCLC: Trastuzumab-DXd, FDA accelerated approval for
pretreated patients (Aug 2022)

v'DESTINY-LungO1 trial (Li et al. NEJM 2022; 386:241)
v'DESTINY-LungO0?2 trial (Goto et al. ESMO 2022)

v'EGFR-mutant NSCLC: Patritumab-DXd, FDA Breakthrough Therapy Designation,
after failure of 3™ generation TKIl and platinum-based chemotherapy

v'c-MET overexpressing NSCLC: Telisotuzumab vedotin, FDA Breakthrough
Therapy Designation, after failure of platinum-based chemotherapy

v'"Numerous early-phase trials assessing various ADCs ﬂ

(monotherapy or in combinations) (

Adapted from Linardou H’ WCLC 2023 Helena Linardou, Metropolitan Hospital, Athens, Greece ) : a
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ADC in lung cancer

@ NON-SMALL CELL LUNG CANCER ‘
Sar408701 | SMALL CELL
caokaynsh DV ' LUNG CANCER
Datopotamab 0 . |
Ado-trastuzumab Bsateca go;n;;a " @\(© [Telisotizumab ?ﬁéﬁ'ﬂmmm
Emtansine Patritomab  (DX-D) o

(PYRROLO-BZD)
(OM-1)  Trastuzumab Deruxetecan (MMAE) |

Lorvoluzumab
Deruxetecan (DX-D) Mertansine
(DX-D) (DM-1)  Sacituzumab

Govitecan

.........

2. Drug Intemalized

3. ADC In endosome

4. Drug release from —02:;321?)00
ADC In Lysosome

E SERVIZIO SANITARIO REGIONALE
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Desai et al, Lung Cancer 2022
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Target Drug Payload Linker RP2D and Schedule DAR
HER2 Trastuzumab-DM1 DM Noncleavable (thioether) 3.6 mg/kq once every 3 weeks 31
Trastuzumab-DixXd Deruxtecan Cleavable (tetrapeptide) 6.4 mg/kqg once every 3 weeks
HER3 Patritumab-DXd Deruxtecan Cleavable (tetrapeptide) 5.6 mg/kg once every 3 weeks
TROP2 Datopotamab-DXd Deruxtecan Cleavable (tetrapeptide) & mg/kg, once every 3 weeks
Sacituzumab govitecan SN-38 Cleavable (carbonate) 10 mg/kg on day 1 and B, once 76
every 3 weeks
CEACAME Tusamitamab ravtansine D4 Cleavable (SPDB) 100 mg/m?, ance every 2 weeks 38
c-MET Telisotuzumab vedotin MMAE Cleavable (valinecitrulline) 2.7 mg/ka once every 3 weeks 31
BY-H3 I-DXd (DS-7300a) Deruxtecan Cleavable (tetrapeptide) TBD 4
MGCO 8 DUBA Cleavable (valinecitrulline) TBD 27
CD56 Lonotuzumab mertamsine DM Cleavable (disulhde) —
AxL Enapotamab vedotin MMAE Cleavable (protease) 2.2 mg/kg once every 3 weeks -
Mecbotamab vedotin MMAE Cleavable (valinecitrulline) TBD -
PKT Cofetuzumab pelidotin Auristatind0101 Cleavable (valinecitrulline) TBD 4
PVRL4 Enfortumab vedotin MMAE Cleavable (valinecitrulline) TBD 4
TF Tisotumab-vedotin MMAE Cleavable (valinecitrulline) TBD 4
EGFR MRGOO3 MMAE Cleavable (valine-citrulline) 2.0 ma/kg, once every 3 weeks 4
ROR2 Ozuriftamab vedotin MMAE Cleavable (valine-citrulline) TBD 4
NaPiZh Upifitamab rilsodotin AF-HPA Cleavable (protease) TBD 12-15
Lifastuzumab vedatin MMAE Cleavable (valinecitrulline) TBD 4

Passaro et al, JCO 2023
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Trastuzumab Deruxtecan — Destiny Lung 01
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Liet al, N Engl J Med 2021
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Trastuzumab Deruxtecan - Destiny Lung 02

Key patient inclusion criteria
» HER2+ NSCLC

» 22 line therapy

+ ECOG PS 0-1

(n=152)

Primary endpoint
* ORR (BICR)

Trastuzumab deruxtecan
5.4 mg/kg q3w
(n=102)

PD/
toxicity

Stratification
+ Prior anti-PD-L1 therapy (yes vs. no)

Trastuzumab deruxtecan
6.4 mg/kg q3w
(n=50)

PD/
toxicity

Secondary endpoints
* 0OS, PROs, PK, safety

Baseline Characteristics and Efficacy Summary

Baseline Characteristics

Inthe T-DXd 5.4 mafkg and 6.4 mag/kg arms, respectively:

Median age was 59 4 years (range, 31-84) and 61.3 years (range, 28-86)

Most patients were female (63.7% and 68.0%), from Asia (61.8% and
60.0%), had never smoked (53.9% and 58.0%), and received prior

anti-PD-{L)1 therapy (73.5% and 78.0%)

HERZ2 mutations were primarily in the kinase domiain (97.1% and 100%)

Baseline CNS metastasis was present in 34.3% and 44.0% of patients

Median prior lines of treatment was 2 (range, 1-12) and 2 (range, 1-T)

T-DXd 5.4 mg/kg T-DXd 6.4 mg'kg

Efficacy summary N=102 N=50
Confirmed ORR,® n (%) [95% CI] 50 (49.0) [39.0-59.1] 28 (56.0) [41.3-70.0)

CR|PR 1(1.0)]49 (48.0) 2(4.0)]26 (52.0)

SD|PD 45(44.1)|4(39) 18(36.0)| 2 (4.0)

Non-evaluahle® 3(29) 2(40)
DCR.%n (%) [95% CI] 95(93.1)[86.4-97 2] 46 (92.0) [80.8-97 8]
Median DoR,** months (95% CI) 16.8 (6.4-NE) NE (8.3-NE}
Median TTIR,? months (range) 18(12-7.0) 16(1.2-112)
Median follow-up, months (range) 115(1.1-20.6) 11.8(0.6-21.0)

PFS
Medon 3% Cl} gor4NE) 154(2.3NE)
PFS events,/n (%) 44 (42.1) 20 (40.0)

100

53%

L 45%
20 + Censored cases '
— T4 54 mig |
— Toxsangn |
T ——
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— —TT
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o1z 3 4 5 6

0s TDXd 34 TDXd 6.4

Median (3% C) 105 (12.8M5) NE(12.1NE)
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=7 B5% 73%
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Janne et al, WCLC 2023 and Goto et al, JCO 2023
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Overall Safety Summary
Overall Safety Adjudicated Drug-Related ILD

H T-DXd 5.4 mafkg B T-DXd 6.4 maofkg T-DXd 5.4 T-DXd 6.4
Drug-related TEAE, % N=1012 N =507 mgkg mg/kg

Adjudicated as drug- N=101=2 N =502

- e
crade3 mygosenth 029 @
Serious Grade 1 4(4.0) 4(8.0)

Associated with drug discontinuation Grade 2 7(69) 9(18.0)
Associated with dose reduction 16.8 | 3d Grade 3 1(1.0) 0
Associated with drug intermuption Grade 4 0 0

267 | 48.0
1.0 IE_D
100 50 0 50 100

- Median treatment duration was 7.7 months (range, 0.7-20.8) with T-DXd 5.4 mg/kg and 8.3 months (range, 0.7-20.3) with T-DXd 6.4 mg/kg

= The most common any-grade TEAEs in the T-DXd 5.4 mg/kg and 6.4 mg/kg arms included nausea (67.3% and 82.0%), neutropenia (42 6%
and 56.0%), and fatigue (44 6% and 50.0%)

= The most common grade 23 TEAEs in the T-DXd 5.4 mg/kg and 6 4 mg/kg arms included neutropenia (18.8% and 36.0%) and anemia
(10.9% and 16.0%)

LD, Imt=rstitial lung disease; TEAE, reatment emenpent adverse avent T-D00d, rastuzamab deruriscan. (
*The safety anafysis set included al randomily assigned patents who eosived 21 dose of study drug.

Janne et al, WCLC 2023 and Goto et al, JCO 2023
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DI PARMA
F, 61 anni
Dicembre 2022: diagnosi di adenocarcinoma polmonare stadio IV (polmone, linfonodi, osso, encefalo)
NGS: HER2 mut. Esone 20
13/02/2023 avvia trastuzumab deruxtecan (studio Destiny-Lung04)
28/03/2023 TC dopo 2 cicli: PR; neutropenia G2, nausea e vomito G1, astenia G1
12/09/2023 TC dopo 10 cicli: ulteriore PR

Basale 7/02/2023 Prima rivalutazione 28/03/2023 Attuale 12/09/2023
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e Osimertinib resistance in first-line
EGFR mutated NSCLC

Resistance mechanisms to first-line csimertinib

] Acquired EGFR masations

] Acquired ampliicaticns

- Mostly unknown

] Acquired oncoganic fusions

- Highly eterogeneous e e
- Sometimes overlapping ST —
- Not always targetable 3 e

Leonetti et al, Br J Cancer 2019
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Investigational Treatment

Strategies to Overcome Osimertinib-Resistance

On-Target resistance

Amivantamab

00000000 000000000000000600000004¢

EGFR KD
mutations
10-25%

(C797X ' 4th Generation
. L792X  EGFR TKI

' G796X —
' L178Q i

| G724S |
. S7681 BLU-701
' EGFR Amp | BLU-945

imoninobio. o - JBJ-040125-02

Bypass resistance

Amivantamab

M

00000000 D 900000000000000000000000000OQEO000000000000000000

EGFR MET

Selective
MET TKI

3rd Generation
EGFR TKI

Osimertinib Savolitinib
Lazertinib

Delivering Targeted
Chemotherapy - ADCs

Patritumab Datopotomab
Deruxtecan Deruxtecan
HER3 TROP2
QT4
SO
* ¥ ..‘-\
b4
**
s En
* ¥
%
* ¥

Adapted from Recondo ASCO 2022
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Patritumab Deruxtecan — HERTENA Lung 01

Clinically Meaningful Efficacy Was Observed in the Overall Population = ===
and Across Subgroups

Subset with c¢ORR by Patient and Disease Characteristics at Study Entry
Prior EGFR TKI prior 3G EGFR N cORR%
Confirmed responses (any) and PBC TKland PBC UK,
and survival (N=225) (n=209) Overal = 225 3?2 . !
o, o ®oy 121 -
cORR (95% CI), % 29.8 (23.9-36.2) 29.2(23.1-35.9) Age 265y 104 327 i
CR 1(0.4) 1(0.5) - Female 132 280 .
= Make 93 323 -
Best overall PR 66 (29.3) LIPS Asian 105 257 ——t
response SDe 99 (44.0) 91 (43.5) Race White 892 304 — ‘
(BICR), n (%) PD 43 (19.1) 41 (19.6) - Other 28 429 — . '
EGFR-activating Ex19del 142 268 e
MEE 16 (7.1) 16 (7.7) mutation L858R 82 354 -
DCR (95% CI). % 738 (67 5-794) 727 (66.2-78.6) History of brain Yes Mo 287 T
metastasis Mo 110 309 - !
DOR, median (95% CI), mo 6.4 (4.9-7.8) 6.4 (5.2-7.8) , Yes 90 333 —
Prior immunaotherapy No 1 274 .,
PFS, median (95% CI), mo 5.5(5.1-59) 55(5.1-6.4) i :
_ Mo, of prior regimens 2 58 207 - » -
0S, median (95% CI), mo 11.9(11.2-13.1) 11.9(10.9-13.1) tor advanced disease =7 165 327 .
Snapshot data cutoff, 18 May 2023,
Median study follow-up, 18.9 (range, 14.9-27 5) months. 0 10 2 W 40 5 B0 TO

Confirmed ORR, %

Yu et al, WCLC 2023 and JCO 2023
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Patritumab Deruxtecan — HERTENA Lung 01
1000 Confinmed best owerall responss [EICA]
80,0 HCA mPR S0 m PO m NE
“[_: B‘.E BO.0 Ongaoing treatment
E i4]
a Z 4o . . -
= £ B 200 J B o — o — o o o Patients with brain
o = 1 + + + + + e # 4+ metastasis at baseline
SE T 0.0 T i Tl I I I | | | | " | " | || | || | || | || | || || |||| H” H | | | | Intracranial response by CNS BICR and no prior radiotherapy
=32 = ISt 11L1. 1|1 Il Il . per CNS RECIST (N=30)2
L]
< & 00 . | Confirmed ORR (95% Cl), % 33.3(17.3-52.8) |
[
m oz 0 : CR. n (%) 9 (30.0)
— 800 PR, n (%) 1(3.3)
-100.0 ) o i
SD, n (%)° 13 (43.3)
EGFR-activating =
mutations = PD, n (%) 4 (13.3)
. EGFR- I | i | NE, n (%) 3(10.0)
o i 5 dopordent | | | LT Il DCR (95% Cl), % 76.7 (57.7-90.1)
BE L oo 1 : Il N NIRNII 1 DOR, median (95% Cl), mo 8.4 (5.8-9.2)
oy p—
= Unidentifiad
HER3 expression® Iz

Toxicity: chemo-like AEs, haematological early and transient, 45.3% Gr 23 TEAEs, but low discontinuation rate
(7%), managed with dose interruption and relatively low ILD rate (5.3%)

Yu et al, WCLC 2023 and JCO 2023
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Hertena Lung 01 Hertena Lung 02

M, 72 anni, in PD dopo 12 mesi di
Osimertinib, Met non amplificato

Decorso clinico: Nov ‘19 — Dic ‘22

nov dic

Diagnosi Exitus

osimertinib 89 ms
osimertinib + savolitinib 2,8ms
carboplatino + pemetrexed B 26 ms
pemetrexed B7ms

patritumab deruxtecan 9,8 ms

Basale 14/07/2023 Dopo 2 cicli 5/09/2023
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Anti-MET Telisotuzumab Vedotin

Luminosity Trial

- To evaluate the efficacy and safety of telisotuzumab vedotin in previously treated patients with NSCLC and
cMET overexpression in the LUMINOSITY ftrial

Stage 1 (n~150)
cMET high (n~30)

Stage 2 (n~160)

Nonsquamous
EGFR WT
(n~60)

Key patient inclusion criteria

* Locally advanced or

cMET intermediate (n~30)

metastatic NSCLC

: Single arm
+ <2 prior lines of systemic réoenl:sgau;::gl;f < cMET high (n~30) = expansion
o ) (n~60) CMET intermediate (n~30) —

+ <1 line of chemotherapy

* cMET expression by IHC*
(n=136)

Squamous (n~30)
Telisotuzumab vedotin 1.9 mg/kg IV g2w

Primary endpoint Secondary endpoints
* ORR(ICR) * DoR, safety

Camidge et al, ASCO 2022
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(013134 DoR
Cohort % (95%Cl) n/N mo (95%Cl)
NSQ EGFR WT
All 19/52 36.5 (23.6, 51.0) 8/19 6.9 (4.1, NR)
cMET high 12/23 52.2 (30.6, 73.2) 5/12 6.9 (2.4, NR)
cMET intermediate 7/29 24.1 (10.3, 43.5) 3/7 NR (4.1, NR)
NSQ EGFR mutant
All 5/43 11.6 (3.9, 25.1) 2/5 NR (3.0, NR)
cMET high 5/30 16.7 (5.6, 34.7) 2/5 NR (3.0, NR)
cMET intermediate 0/13 0 - -
Squamous 3/27 11.1 (2.4, 29.2) 2/3 4.4 (3.0, NR)

Prior platinum

n/N ORR, %
NSQ EGFRWT
All 18/50 36.0
cMET high 11/21 52.4
cMET intermediate 7/29 24 1

Prior platinum +
immune checkpoint inhibitor

n/N ORR, %
15/37 40.5
9/16 56.3
6/21 28.6




- Anti-MET Telisotuzumab Vedotin i simemi ..
Luminosity Trial

o 75 anni ex-fumatore

o Maggio 2020: diagnosi di ADK T2N2 multistazione
PDL1 5%, MET amplificato

e CT-RT e durvalumab

 In corso di durvalumab comparsa di adenopatia
LC sx e PD polmonare

« Arruolato studio Luminosity

e 23.9.21:inizio telisotuzumab vedotin

e RP polmonee RCsuN

« Terapia in corso, ben tollerata salvo parestesie G2
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TROP2: Cell Signaling

Sacituzumab Govitecan

Anti-TROP2 in NSCLC

» Trophoblast cell-surface antigen 2 (TROP-2) is a

transmembrane glycoprotein overexpressed in solid
tumors including TNBC and NSCLC, associated with
poor survival

= NSCLC overexpression in 64% of AC and 75% of SCC

=  TROP-2 is an epithelial adhesion molecule and

regulates stem cell marker—associated cell
regeneration
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Linker for SN-38 o

= High DAR (7.6:1)
= pH-sensitive linker for rapid release of

Humanized RS7 Antibody
= Targets TROP-2

= Type: hRS7 1gG1k

SN-38 Payload

Delivers 136-fold
more to tumors than
parent compound

Datopotamab Deruxtecan

Sacituzumab Govitecan
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Datopotamab Deruxtecan

Alopecia: 39% —*  &—— Alopecia: 40%

Fatigue: 46%

Neutropenia*: 37%
Anemia: 31%

Nausea: 80%
Diarrhea: 61%
Vomiting: 35%

Constipation: 31%

irinotecan

Unique chemistry
improves solubility,
selectively delivers
SN-38 to tumor

Datopotamab
Humanized -
anti-TROP-2 mAb Tetrapeptide-Based

..: & payload at or inside tumor

Bystander effect: In acidic tumor microenvironment,
SN-38 is released from anti—-TROP-2 antibody and
diffuses into neighboring TROP-2-negative cells

Goldenberg. Oncotarget. 2015;6:22496, Goldenberg. MADs. 2018;11:987. Sacituzumab govitecan P,

=0 Drug + linker

Cleavable Linker
H H H o
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Topoisomerase | Inhibitor "
Payload (DXd)

[l Cysteine residue
Exatecan derivative
Conjugation Chemistry

Drug + linker conjugated to
cysteine residues of mAb

Okajima. Mol Cancer Ther. 2021;20:2329. Shastry. Breast. 2022;66:169.
Bardia. SABCS 2022. Abstr P6-10-03. Yasuda. AACR 2023. Abstr 4893

High-potency,
membrane-permeable
payload with short
systemic half-life

Optimized DAR: ~4:1
Stable linker—payload

Tumor-selectable
cleavable linker

= Bystander killing effect

* »— Dry eye: 22%
«es——— Stomatitis: 53%

Fatigue: 33%

Interstitial lung disease: 11%

Nausea: 55%

Adapted from Linardou H, WCLC 2023
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+ Dato-DXd: An ADC consisting of a humanized anti-TROP2 IgG1 monoclonal antibody covalently linked to a
highly potent topoisomerase-| inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based
cleavable linker?

« Pre-clinical data: Dato-DXd enhances antitumor response to PD-1/PD-L1 inhibitors?

* Phase 1 data: Dato-DXd showed encouraging early clinical efficacy and manageable safety in patients with
advanced or metastatic NSCLC:34

TROPION-PanTumor01 study>2 TROPION-Lung02 study*®
ORR (confirmed): 250/0 ORR (confirmed and pending): 500/0 and 570/0
with Dato-DXd 6 mg/kg monotherapy with Dato-DXd + pembro and Dato-DXd + pembro +
in heavily pre-treated NSCLC platinum-based chemotherapy, respectively, in 1L NSCLC

Phase 3 data: Dato-DXd 6 mg/kg monotherapy demonstrated a statistically significant improvement in PFS
versus docetaxel in previously treated advanced or metastatic NSCLC (TROPION-Lung01 study)®

5] patients in the Dabo-Cid 6 g cohort with an ORR of 28% (95% CL 14.5, 40.3). * N=34 patients in the doublet cohort with an ORR of 50% (#5% CI: 32, M=E3 patients in the tripket cohort with an ORR of 7% (BE°C CI- 42, 70).
1L ﬁrst—llne ADC, antibocy-dnag HWLE“ Cl. Dmﬁdememtaval DEtu—D.Kl:I datopotamab demedecan; lg, immunogiobuling MSCLE, msrrdl-neillmgna’mroﬁlﬂ ohjective response rate; PO-1, programmed cell death protein 1;

FD-L1. ::Elldea:l'llﬁ?;lzﬂﬂm 5 progression-frese survival; TROFZ, oblast cell surface protein 2.
%quma . &t al. Mol Cancar 1,20 |maD.E{aI Poster 2032 Presented at m&ﬁhlmumTetaIJl]nl}ncdmmEmum_ZlmﬂmeFm#Gm?etal Cral 3004. Presented at ASCO 2023;

F'TEE- Release Diatopotamal ual primary endpoint of progression-free survival in patients with advanced non-small cell king cancer in TROPION-Lungl1 Phase [l fral. Available at
= media-ce pressredegses himl (accessed Juby 2023).

Wagqar et al, WCLC 2023
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Anti-TROP2 combo in NSCLC

EVOKE-02: An Open-Label, Multicohort Phase 2 Study, 1% Line

Efficacy by Investigator Assessment

DI PARMA

Cohort A
PD-L1 TPS = 50% 1 — CohortA (PDL1TPS250%) | Cohort B (PDL1 TPS < 50%) Total
Nsg or Sq e SG + Pembro SG + Pembro SG + Pembro
n =30 EELC S L L2 Efficacy by INV2. n=29 n=12 n=61
(until PD or unaccepiable toxicity) + a
Pembro 200 mg IV on D1 ORR®(95% Cl), % 69 (49-85) 44 (26.62) 56 (42.69)
(up to 35 cycles) PR, n (%) - confirmed and unconfirmed 20 (69) 14 (44) 34 (56)
Confirmed PR, n (%) 18 (62) 12 (38) 30 (49)
al SD, n (%) 5(17) 11(34) 16 (26)
PD, n (%) 3(10) 2(6) 5(8)
DCRe (95% Cl), % 86 (68-96) 78 (60-91) 82 (70-91)
Median DORZ2 (95% Cl), months NR (5.6-NR) NR (3.5-NR) NR (7.9-NR)
DOR rate at 6 monthsé= (95% CI), % 88 (39-98) 88 (39-98) 87 (58-97)

KEYNOTE 189: ORR: 62.1% (TPS250%), 50% (TPS 1-49%), 48.3% all comers

The safety profile of SG + Pembro was manageable and consistent with

the known safety of each agent
—The most common any-grade TEAEs were diarrhea, anemia, and asthenia

TROPION-Lung04 is investigating Dato-DXd in combination with different immunotherapy agents *
carboplatin across 11 cohorts. This interim analysis reports the first data from Cohorts 2 and 4

—TEAEs leading to treatment discontinuation were low (18%)
Response in patients in the 1L setting,2 n (%) Cohort 2=(1d:ublet) Cohe :Ij (triplet)
Objective response rate (confirmed) 7 (50.0) 10 (76.9)°
Cohort2  Dato-DXd 6 mg/kg + durvalumab 1120 mg, + Inthe 1L setting, ORRs were
[95% CI] [23.0, 77.0] [46.2, 95.0] 50.0% for Cohort 2 and
(Doublet) Q3W (n=3) 76.9%b for Cohort 4
Best objective response Complete response 0 0
In the overall population
(1L/2L+), ORRs were 47.4%
o
Cohort4  Dato-DXd 6 mg/kg + durvalumab 1120 mg Partial responsa (00 10(76.9) for Cohort 2 (N=1) and
R = - 71.4%P for Cohort 4 (N=14)
(Triplet) + 4 cycles carboplatin AUC 5, Q3W (n=6) Stable disease 6(42.9) 2(15.4) ’
+ Responses were numerically
Progressive disease 1(7.1) 1(7.7) higher with the triplet versus
doublet combination and were
Disease control rate 13 (92.9) 12 (92.3) observed across all PD-L1
expression levels
[95% CI] [66.1, 99.8] [64.0, 99.8]
Data cut-off March 8 2023
Al ulects must have 13t least e scan (8 weeks of folow.up) o be inciuded i the ORR interim analysis set The 2.sided 08% Cis are exact Clopper.Pearson infrval. * As assessed by investgator er RECIST 1.1, One of he 10 parial
tesponses i Gohrt 4 was conimad sfr dtacutof

No new safety signals were observed in Cohort 2 and Cohort 4 investigating Dato-DXd in
combination with durvalumab + carboplatin, throughout dose escalation and dose expansion

The Phase 3 AVANZAR trial in 1L is ongoing

Safety The most frequent TEAESs of any grade were stomatitis, alopecia and nausea. In general,
Grade z3 TEAEs were more frequently observed with the triplet versus the doublet combination,
which was mainly driven by more hematological eventsinere were four cases of ILD adjudicated (

Adapted from Linardou H’ WCLC 2023 as drug-related, three of which were Grade 1 or 2
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DS7300-A-J101 Study Design (NCT04145622)

« We present a subgroup analysis of patients with SCLC (N = 22) from part 1 treated with |-DXd at all doses studied

100 =—
. . . . Confi dR bv RECIST v1.1 SCLC 26.4 mg/kg
Ifinatamab Deruxtecan (I-DXd; DS-7300) Was Designed With 7 Key Attributes 50 onfirmed Responses by vi. (n=21)
£ -
- B7-H3 is overexpressed in a wide range of cancer types and is associated with disease progression and lower survival’-S E 50 Objective response rate, % (95% CI) 52.4 (29.8 - 74.3)
» |I-DXd is a B7-H3 (CD276)-directed ADC composed of 3 parts6-911 g ° Complete response, % 4.8
- Ahumanized anti-B7-H3 IgG1 monoclonal antibody® 11 Payioad mechanism of ackon: g .5 40 = Partial response, % 47.6
- Atopoisomerase | inhibitor payload (an exatecan derivative, DXd) topoisomerase | inhibitor™ 12 K] 3
- Atetrapeptide-based cleavable linker that covalently bonds the other 2 components [ High potency of payload®'1® E ; 20
| o
~ go8108 2
themanizod anti-B7-1i3 — . Optimized drug-to-antibody ratio = 4% 8104 g ﬁ 0
loct mats ) L ) Payload with short systemic half-life® "' &< ‘g £
3 iR P " i ' Stable linker yloads.t1s 2 -20 —
} AN R R | . &<
o ¢ s b LYY . "
A d » o) | Tumor-seleciive cleavable linker*'* sa 40
Cleavable el moest ’ Bystander antitumor effect’- 12115 oo
Cleavable telrapeplide-based linker ¥ P
Toporsomera .r!n‘: bitor payload E -60 —
-80 =
100 =

- 52% ORR, 5.9 months mDOR, 5.6 months mPFS,
and 12.2 months mOS

— Nausea was the most common TEAE, and antiemetic prophylaxis
Is now required for all I-DXd studies, ILD 13.6% (Gr1-2) (

Johson et al, WCLC 2023; adapted from Linardou WCLC 2023
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ADC in lung cancer:
main ongoing trials

Primary End
Drug Target Trial No. Phaze Setting Trea tments Paoint
Trastuzumah-DXd HERZ NCTO4644 23T (DESTINY-Lung02) ] Pretrested HERZ mutant NSCLC TLO¥d 5.4 or 64 mgkg ORR
NCTOS048TST (DESTINY-Lung04) mn Firstdine HER2 mutant NSCLC TL¥d v platinum-pemetrexed- PFS
pembrolizumab
NCTO404 2701 Ib HERZ-exprassing WSCLC who had TL¥d plus pembrolizumsh DLTs
nat recenved ORR
any prior treatment with anti—FD-1,
anti—-FD-L1, or HERZ
MCTO4686305 (DESTINY-Lung(3) Ib HERZ overexpressing nonsg NSCLE T-O¥d plus platinum pemetrexed AEs
(frstdine and durvalumab
and pretreated)
NCTD5246514 (DESTINY-Lung0S) ] Pretrested HERZ-mutant NSCLEC TOXd ORR
MNCTOSE508T ] Pretrested HERZ-mutant MSCLE am T-O¥d phes ELVM-D02 DLTs safety
AlGE HERZ MCTO36020T9 Il HERZ-expressing tumaors Al66 maonotherapy DLTs
AMT-1522 HERZ MCTOXA52T20 I HER:2 -expres=ing tumors XMT-1522 monotherapy DLTs
Patritumab-Didd HER3 NCTO4519004 (HERTHENA-Lung01) ] Pretrested EGFR-mutant NSCLEC HER3-DXd ORR
NCTOS338970 (HERTHENA-LungD'Z) mn Pretreated EGFR-mutant NSCLC HERZ-DXd v platinum doub et PFS
HERTHEMA-Lung03 n Firstdine EGFR-mutant MNSCLE HERZ-Dxd plus osimertinib v FFS
osimartinib
METOMETEATT il Firstdine and pretreated EGFR-mmutant HER3-Di¥d plus osimertinib DLTs
NSCLC ORR
NCTO3260491 | NSCLE multiple coharts HER3-DXd DLTs
ORR
Datopotamab-DXd TROP2
NCTO340 1385 [TROPION-PanTumaor( 1] | MNECLE (multipke coborts) Dito-Dixd DLTs
Pretreated SCLC AEs
MNCTO5460273 (TROPION-PanTumanl2 ) In Pretreated (=ZL) MSCLE without AGA Dato-Dixd ORR
in Chinese patients
NCTO4612751 (TR OPION-LungD4) | Firstdine and pretrested NSCLC Diato-DiXd plus ICI {differant DLTs
without AGA agants) *= carboplatin
NCTO4656652 (TROPION-Lung0 1) m Pretreated NSCLE with or without AGA Dato-DiEd v dooetassl PFS
os
NCTO4484 142 (TR OPION-LungD5) ] Pretreated NSCLC with AGA Diato-Dixd ORR
NCTO4940325 (I CARLIS-LangO1) ] Pretreated NSCLE with or without AGA Diato-Dixd ORR
NCTD4526631 (TROPION-LungD2) | MSCLE without AGA. (=two prior fines) Dato-DiXd plus pembrolizumsh = DLTs
platinum chemaotherapy
NCTD5215340 (TROPION-Lungl8) n Farstdine NSCLC with PD-L1 =50% Diato-Dixd plus pembrolizumshb FFS
(no AGA) pambrolizumab monotherapy as
NCTOS555T32 (TR OPION-LungDT) n Farstdine NSCLC with PD-L1 <50% Dato-Dixd plus pembrolizumab +/- FFS
(no AGA) platinum-doublet v platimum-doublet as

plus pambrolzumahb

SERVIZIO SANITARIO REGIONALE
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Passaro et al, JCO 2023
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ADC in lung cancer:
main ongoing trials

Primary End
Drug Target Trial Mo Fhase Setting Treatments Poimt
Saciuzumab TROP2 NCTO3337598 (Morpheus-Lung) a1l (hMuttiarm) MSCLC Pretreated cohaort Atezolzumab plus 5G ORR
govitecan (SG) MCTOG63366T (VELOCTY-Lung) I NSCLE without AGA 1L: Zimberdimab (ZIM) + 56 + CRR
domvanalimab (DOk)
Previous CTx and ICE SG + ZIM +
etnumsdenant
WNCTOSG09958 (EVOKE-O3) 1] First-line NSCLC with PD-L1 =50% Pembrolimumab v pembroliumshb + 5G PFS
o AGA) s
NCTOS1859T 4 (BVOKE-OZ) n Firgt-line MSCLE without AGA 56 plus pembrolzumab or 56 plus ORR
pembrolizumah plus platinum DLTs
MCTOS08AT34 (EVOKE-DT) I Pretreated NSCLC withfwithout AGA 56 v doostane] oS
| OIS
CTx and ICI)
HNCTO482634 1 11 Pretreated SCLC cohort SG + berzosertib {(PARPInh) MTD
ORR
Tusamitamsh CEACAMS MNCTO4154056 (CARMEN-LCO3) 1] Pretrested nonsg MSCLC CEACAMS+ TUSA v diooetaxe PFS
ravtanzine (TLISA) {previous: CTx and 1CT) oS
NCTO4524589 (CARMEN-LCOS) ] First-line and pretreated nonsg MSCLE  TUSA plus pembrolizumsb or TUSA DLT=
nonsg without AGA CEACAMS+ plus pembrolimemab phes platinum =
pemetrexsd
NCTOS5245071 (CARMENACOG) ] Fretrested NSCLC nonsg TUSA ORR
CEACAMS 0-2+
High cinculating CEA leveis
(previous CTx and IC1)
MNCTO432462 4 (CARMEN-LCO4) ] Fretreated NSCLC nonsg CEACAMS TUSA phes ramucinum ab DLT=
=2+ ORR
(previous CTx and 1C1)
Telisotuzumahb o-MET MCTO3533536 1] MECLE cMET + (IHC) =two prior lines Teliso-v ORR
wedotin (Teliso W) AEs
MCTOSS13703 1] First-line NSCLC oMET amplified Teliso-v ORR
MNCTO4SZBB46 ] Pretrested NSCLC oMET + (IHC) Teliso-V v docetaxel PFS
o5
Hnatamah Denodecan (HDMd) BT-H3 NCTOSZ80470 ] Pretreated ES-SCLC +OXd & ar 12 ma'kg ORR
‘obramitamab duocammazine BT-H3 MCTO3T2A536 1 MSCLC cohort MGCO18 AE=
(MGC018) DLTs
Mechotamab vedotin (BA3011)  AXL NCTO4681131 ] NSCLC BA3011 monotherapy or plus ORR
anti—PD-1 AEs
Cofetumumah pelidatin PET MCTO418351 4 | Fretrested MNSCLC PT+ (IHC) Cofetumumab pelidatin ORR
Enfortumahb vedotin FRVLY MNCTO4Z25117 ] Fretrested NSCLC cohaorts Enforbumatb vedotin ORR
Tisotumab wedaotin TF NCTO3485209 n Pretreated sg NSCLE Tisotumab vedaotin ORR

SERVIZIO SANITARIO REGIONALE
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Passaro et al, JCO 2023
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o1 PARMA ADC in lung cancer: conclusions

 ADCs for lung cancer treatment have demonstrated encouraging results

e Several target (HER2, HER3, TROP2, c-MET, CEACAMS5, B7-H3) have been
evaluated with their specific ADCs

 Some ADCs could be represent the next standard of care in different
settings in the of NSCLC

* Promising results have been obtained also in SCLC

 Other target antigens of interest are under investigation with novel
ADCs currently in early phase clinical trials

 Appropriate patient selection and drug development approaches will
help improve toxicity profiles, as well as strategies to overcome acquired
ADC resistance



Grazie per l'attenzione

marcello.tiseo@unipr.it
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