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Multidisciplinary Tumor Board g Conclusions A

Treatment of unresectoble stage Nl NSCLC has considera-

for the Management of Unresectable Stage Il NSCLC e e oot s o

firmly estoblished os the standard of care in this setting.
There is a general consensus that o complete and

qccw'alre ckmm! and pathological staging is nmndatow
Diagnostic and Pre-treatment Evaluation iniatpin, o 0 gae s aptinat
(Hadlologlsl) ( Pnaumologlst) (Thoro.ﬂc SL.lrgaon) qesectability of the should be dscussa in the
context of o multidisciplinary team. When the patient is
selected for chemo-radiotherapy, a concomitant schedule
(Medlcnl Oncologlst) (ﬁodlotlon Oncologls) (. CT scan/FDG PET )-(. Diagnosis ‘h"""q ” d,ﬁﬁm mfm‘@ . edl toking into
| account for possible pulmonary, cordioc or esophageal
. side effects. €lderly should also be considered For
(I Brain MRI ) 7~ concomitant treatment according to Performance Status
and comborbidities. Sequential Durvalumab administration
Mu|t|d|sc|p||nnr|‘j Tumor Board | ® Pathological mediastinal Lshw.'o'be started as soon os possible, p
" Accessment of resectability and path ® Pulmonary function testing =4 nodes evaluation
® Bronchoscopy/ ' New Strategies in
s O EBUS/TBNA Unresectable Stage Il NSLC
L
- : inati i
: - © NGS and PD-LI 1 Cmilooton f concpigt immunotteropy
RESECTABLE UNRESECTABLE assessment are highly 2: TARGET THERAPY
NSCLC NSCLC L recommended 3: Minimize/Avoid Severe Toxicity

Treatment Hot topics

Preoperative Concomitant or sequential . ) Immunothera
CHEMOTHERAPY CHEMOTHERAPY with C°“‘°fn“"°i“t or sequential b Boters (kk o oans
and SURGERY RADIOTHERAPY and adlotherapy by
IMMUNOTHERAPY
Molecular NGS to UNRESECTABLE
i i Treatment in frail patients
be performed at dICIQnOSIS Stﬁg@ "l NSCLC P
Timing between Management of the Toxicity
chemo-radiation and of Chemotherapy plus
Durvalumab Radiotherapy and
Immunotherapy

Management of disease
recurrence/progression Target therapy
during or after Durvalumab in Oncogene Addicted

-C Catania et al, Critical Reviews in Oncelogy / Hematology (2022]
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Italian algorithm in first-line non-
oncogene addicted advanced NSCLC

PD-L1250% PD-L1<50%
——  Chemotherapy* ——
Pembrolizumab CT+Pembrolizumab
Atezolizumab CT+Nivolumab+
Cemiplimab Ipilimumab

*If not feasible I/O or CT with platinum doublets



KEYNOTE-189: study design

Key Eligibility Criteria Pembrolizumab 200 mg + Pembrolizumab

« Untreated stage IV Pemetrexed 500 mg/m? + 200 mg Q3W for
nonsquamous NSCLC Carboplatin AUC 5 OR up to 31 cycles

: : +
. No sensitizing EGFR or CASpialin 15 Mg/ Pemetrexed

ALK alteration Q3IW for 4 cycles 500 mg/m? Q3W
+ ECOG PS 0 or 1

* Provision of a sample for
PD‘L" I!i!s;m.‘nt Placl‘bﬂ {nﬂ"ﬂil ’-I"nf] + Placebo Innrm:l 5J|II|'|E}
Carboplatin AUC 5 OR +

Cisplatin 75 mg/m? Pemetrexed

« No pneumonitis requiring 3
systemic steroids Q3IW for 4 cycles 500 mg/m? QIW

« No symptomatic brain
metastases

Stratification Factors
: FT[;;'S.;.‘ A% ve S 1%) Crossover= 55.8%
8 L ]

= Platinum
{cisplatin vs carboplatin) Pembrolizumab

= Smoking history 200 mg Q3IW
(never vs former/current) for up to 35 cycles

ifqy Clri AR Of Bumdi CRlS WiER Ml iUt Pl 1 2ime o B S T PD=L 1 =C F3CY pharmDn stday "alarits ookl cromidwer d PP Tl IMBUCEOn Of MBiniEncs pRakes To
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Garassino M, ESMO 2022
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Diagnostic and Therapeutic Algorithm for AIFA Reimbursed Biomarker Testing

Therapies in Italy for 1L of A-NSCLC in 2022

Non-small cell lung carcinomas (advanced stage)

Non-squamous cell carcinomas
(AC, tumors with an AC component

Squamous cell
carcinomas
or tumors where an AC cannot be reasonably excluded)
i?m Mever- oFf light- smokers
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expression mutation rearrangement rearrangement mutation
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* Entrectinib

* Crizotinib

Osimertinib « Alectinib Dabrafenib

+
Trametinib

Afatinib * Brigatinib
Gefitinib * (Crizotinib
Erlotinib




Precision Medicine in Advanced NSCLC
today and tomorrow
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Anticorpi coniugati

A Best Percentage Change in Sum of Largest Tumor Diameters
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Monoclonal Antibodies
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Target therapy post-operatoria

A Patients with Stage Il to Il|A Disease

1.04
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_ 084
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& os The
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8 of
© 0.4 . . .
N Median Disease-free Survival
=z (95% C1)
B 03 mo ESTABLISHED IN 1812 OCTOBER 29, 2020 VOL. 383 NO. 18
& Osimertinib NR (38.8-NQ) Placebo

0.2 Placebo 19.6 (16.6-24.5)

01 Hazard ratio for disease recurrence

-1 or death, 0.17 (99.06% Cl, 0.11-0.26) . . e .

P<0.001 Osimertinib in Resected EGFR-Mutated Non—Small-Cell Lung Cancer
0.0
0 é 1|2 1‘8 2I4 3IO 3|6 4|2 4I8
Months since Randomization
No. at Risk
Osimertinib 233 219 189 137 97 52 18 2 0

Placebo 237 190 127 82 51 27 9 1 0
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CHAIRS : FLORIAN LORDICK, AMANDA PSYRRI
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PHASE Il ADAURA STUDY DESIGN

Patients with letel ected
il ol o At Planned treatment duration: 3 years

stage* IB, II, [IIA NSCLC, with or without
adjuvant chemotherapyt
Key inclusion criteria:
218 years (Japan / Taiwan: 220)

Osimertinib 80 mg, Treat_ment continues until:
d once daily » Disease recurrence
» Treatment completed

WHO performance status 0/ 1 Stratification by: « Discontinuation criterion met
Confirmed primary non-squamous NSCLC stage (IB vs Il vs IlIA) Randomisation et

Ex19del / L858R! EGFRm (Ex19del vs L858R) 1:1 Follow up:

Brain imaging, if not completed pre-operatively race (Asian vs non-Asian) (N=682) »  Until recurrence: Week 12 and 24,

Complete resection with negative margins$ then every 24 weeks to 5 years,

Max. interval betw d randomisation: then yearly 1 H
ax. Interval between surgery ana ranaomisation e — - Masahlro TsubOI

+ 10 weeks without adjuvant chemotherapy After recurrence: every 24 weeks for :
« 26 weeks with adjuvant chemotherapy 5 years, then yearly Non-metastatic NSCLC and other

thoracic malignancies

Endpoints

* Primary endpoint: DFS by investigator assessment in stage Il / [lIA patients, designed for superiority under the assumed DFS HR of 0.70
+ Key secondary endpoints: DFS in the overall population™, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

+ Pre-specified exploratory endpoints: Patterns of recurrence, time to CNS disease recurrence or death (CNS DFS)

IJI'IgI'ESS *At the time of recruitment, staging was defermined by the AJCC Tth edition staging manual. TPricr, post, or planned radiotherapy was not allowed;
PARIS iCentrally confirmed in tissue. SPatients received a CT scan after resection and within 28 days prior fo treatment. 1Stage 1B/ 11/ 1I1A
2022 I |

AJCC, Amenican Joint Committee on Cancer, CNS, central nervous system; CT, computerized tomography; DFS, disease-free survival
EGFRm, epidermal growth factor receptor-mutated; Ex19del. exon 19 deletion; HR, hazard ratio; NSCLC, non-small cell lung cancer; 05, overall sunvival, WHO, World Health Onganization

0 | ANy | PARIS FRANCE 9-13 SEPTEMBER 2022




09:00-12:40 Congress Highlights 2

CHAIRS : FLORIAN LORDICK, AMANDA PSYRRI
4.B - Brest Auditorium

UPDATED DFS IN THE OVERALL POPULATION (STAGE IB / 11/ [lIA DISEASE)

107 Median DFS, months (95% Cl)
0.9 — Osimertinib (n=339)  65.8 (61.7, NC)
0.8 — i X 281(22.1,35.0)
0.7 — | | HR (95% Cl) 0.27 (0.21, 0.34)
> : : | Maturity 45%:
% 0.6 — : : : osimertinib 28%, placebo 62%
S 05- : l :
o I I | —_
n _ I : | x s
L 04 | | | Masahiro Tsuboi
I I 1 :
0.3+ i i ! Non-metastatic NSCLC and other
0.2 ! ! ! thoracic malignancies
| I 1
0.1— I I I
| I 1
0.0 I I | f I i | | I | | |
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinib 339 316 307 289 278 270 249 201 139 73 33 5 0
Placebo 343 288 230 205 181 162 137 115 84 48 25 4 0

ongress
PARIS g Median follow-up: osimertinib 442 months (range [ to 65), placebo 27.7 months {range 0 to 70); DFS by investigator assessment; Tick marks indicate censored data
2022

Cl, confidence inferval, DFS, disease-free survival, HR, hazard ratio; NC, not calculable
Diata cut-off: Apnl 11, 2022

BEIESMD - PARIS FRANCE 9-13 SEPTEMBER 2022



Stadiazione NSCLC malattia precoce
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Regime postoperatorio (terapia target e immuno)

STADIO Il NON OPERABILE

Malattia avanzata




Multidisciplinary Tumor Board g Conclusions A

Treatment of unresectoble stage Nl NSCLC has considera-

for the Management of Unresectable Stage Il NSCLC e e oot s o

firmly estoblished os the standard of care in this setting.
There is a general consensus that o complete and

qccw'alre ckmm! and pathological staging is nmndatow
Diagnostic and Pre-treatment Evaluation iniatpin, o 0 gae s aptinat
(Hadlologlsl) ( Pnaumologlst) (Thoro.ﬂc SL.lrgaon) qesectability of the should be dscussa in the
context of o multidisciplinary team. When the patient is
selected for chemo-radiotherapy, a concomitant schedule
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. side effects. €lderly should also be considered For
(I Brain MRI ) 7~ concomitant treatment according to Performance Status
and comborbidities. Sequential Durvalumab administration
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" Accessment of resectability and path ® Pulmonary function testing =4 nodes evaluation
® Bronchoscopy/ ' New Strategies in
s O EBUS/TBNA Unresectable Stage Il NSLC
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RESECTABLE UNRESECTABLE assessment are highly 2: TARGET THERAPY
NSCLC NSCLC L recommended 3: Minimize/Avoid Severe Toxicity

Treatment Hot topics

Preoperative Concomitant or sequential . ) Immunothera
CHEMOTHERAPY CHEMOTHERAPY with C°“‘°fn“"°i“t or sequential b Boters (kk o oans
and SURGERY RADIOTHERAPY and adlotherapy by
IMMUNOTHERAPY
Molecular NGS to UNRESECTABLE
i i Treatment in frail patients
be performed at dICIQnOSIS Stﬁg@ "l NSCLC P
Timing between Management of the Toxicity
chemo-radiation and of Chemotherapy plus
Durvalumab Radiotherapy and
Immunotherapy

Management of disease
recurrence/progression Target therapy
during or after Durvalumab in Oncogene Addicted

-C Catania et al, Critical Reviews in Oncelogy / Hematology (2022]



PACIFIC : Trial Design

Durvalumab after Chemoradiotherapy in Stage III
Non-Small-Cell Lung Cancer

Durvalumab Co-primary endpoints
10 mg'kg q2w for
up to 12 months

N=4T6

+ PFS by BICR using RECIST

(24 CyGes)
+ V) gl 0w S e e o 90 @ O e mrg s

4 - el e g
2 | rangomiZaton L e T LRl T PLTR
siratted by ape. sex Tegan

WHO PS soore 0 or moking history
« WHO PS score 0 or 1 and s :" f:?3“'5~‘! Key secondary endpoints

i ORR (per BIC
* DoR (per BICR)
Safety and tokerabiity

PROs

. » 142 days
8 1:'| Ve S {f L ;G‘S‘"C":q.r

All-comers population

Stratification facton

« Age ot randomiration (<6% vi 26% yeas of age|
- Gandesd [male v female )
- Smal;h' hinlory [imoaer w1 fon imoker |

L Paz-Ares et al, ESMO 2017: 5) Antonda et al, NEJM 2017




PACIFIC Trial: 5-ys OS with Durvalumab after Chemoradiotherapy
in Inoperable Stage IIl NSCLC

Updated OS (ITT)
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Amgen 20210004 dal titolo: "A Randomized, Open-label, Phase 3 Study of Tarlatamab
Compared With Standard of Care in Subjects with Relapsed Small Cell Lung Cancer and
DLL3 overexpression after Platinum-based First-Line Chemotherapy (DelLLphi-304

Author's Accepted Manuscript

Tarlatamab, a first-in-class DLL3-targeted bispecific T cell engager, in recurrent small-cell

lung cancer: an open-label, phase 1 study

107 pazienti pretrattati hanno ricevuto tarlatanab
ORR 25%

RC 2%

PR 22%

PD 5%

Controllo della malattia 51%

Durata mediana della risposta 12 mesi
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A Phase |lI, Randomised, Open-label, Multicentre, Global Study of Datopotamab
Deruxtecan (Dato- DXd) in Combination With AZD2936 or AZD2936 Alone Versus
Pembrolizumab for the First line Treatment of Patients With Locally -advanced or
Metastatic NSCLC PD-L1 250% Without Actionable Genomic Alterations (TROPION-

Lung10)
- TROP-2 Targeted ADC |
Datopotamab Deruxrecan
2010 -\
AZD2936: anticorpo bispecifico anti-TIGIT/antiPD1 R '(s;‘;'::;:;a“ 5E§$Z§§!?ﬂ'a‘yaénef.mom

Emerging ADCs in NSCLC: -
Explalmng the CI\mca]Tﬂa\ Data

# Druglinker.  Cysten ﬁj\{
s %
o anigin, : ;
213 ppl 5151326:51327.




______ - TROPION- PanTumorD1
Eff;cacy

F"a-ﬂents
OBR, n (%) 12 [24) 14 (28} 19 (24)
CR, 1 [%) o 0 : "
PR, n (%) 12 [24) 14 (28 18(23)
...... SO LAk 20io] | ey
Mon-CRIPD, n 3 ¥ 12 2(49); 23y
PD, n (%) : 7(14) - 10 (20} 810)
N = R R R R S, ... 5 (10)
COR, median 19-5-'1. cI), months NE 10.5 | il
: : : [2.8-NE} (5.6-NE) (5.8-NE)

doses of Dato Dxd

« Most respﬂnses were durable over time, inc Iudlng a
median DOR of 10.5 months in the 6-mg/kg cohort
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A Phase |ll, Two- Arm, Parallel, Randomized, Multi-Center, Open-Label, Global Study to
Determine the Efficacy of Volrustomig (MEDI5752) Versus Pembrolizumab in
Combination with Chemotherapy for First-Line Treatment of Patients with Metastatic
Non-Small Cell Lung Cancer (MNSCLC) (eVOLVE-Lung02) (D798AC00001)

Design and Efficacy of a Monovalent

Bispecific PD-1/CTLA4 Antibody
That Enhances CTLA4 Blockade on
PD-1* Activated T Cells &

Anti-CTLA4

Anti-PD-1
H?
O{/ B

Anti-CTLA4 Anti-PD-1
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SUNVOZERTINIB

A Phase /11, Open-Label, Multicenter Study to Assess the Safety, Tolerability, Figure 1. Anti-tumor activity in post platinum treated NSCLC with EGFR Exon20ins

Pharmacokinetics and Anti-tumor Efficacy of DZD9008 in Patients with Advanced Non-

Small Cell Lung Cancer (NSCLC) with EGFR or HER2 Mutation 0 s e e Mot s e e e MR T SRRV
Baseline BM E].\' N xElx NN xxxﬂx@s N x.\‘ NNN NEE]NN NNNNN xElN NNNN

80

Cohort
-60 | 2220 S0 mg (N =
100 mg (N
-80 | B 200 mg (N
[ 300mg (N =2

Best Tumor change from Baseline (%)

=100

Mutation
subtypes

SUNVOZERTINIB Table 2. Anti-tumor efficacy of DZD9008 in post platinum EGFR Exon20ins cohorts
St T A -l = )

FDA Grants Breakthrough Therapy Designation to R A A
DZD9008 for EGFR EXOHZOlnS—POSitiVG NSCLC Confirmed DCR, n (%) 2(66.7) 2(100.0) 7(77.8) 26(89.7) 7(77.8) 44 (84.6)

Median DoR, months NA 5.9 Not reached* 5.5 9.7 5.9



A Phase 3 Study to Evaluate Zimberelimab (AB122) Combined with Domv analimab
(AB154) Compared to Pembrolizumab in Front-Line, PD-L1-High, Locally Advanced or
Metastatic Non-Small Cell Lung Cancer

ANTI-TIGIT ANTIBODIES -
DOMVANALIMAB

ANTI-PD-1
ZIMBERELIMAB




A Phase 1/2, First-in-Human Study of DCC-3116 as a Single Agent and in Combination
with Trametinib or Sotorasib in Patients with Advanced or Metastatic Solid Tumors with
RAS or RAF Mutations

DCC-3116, a First-in-Class Selective Inhibitor Of ULK1/2 Kinases and
Autophagy, Combines with the KRAS®'2C Inhibitor Sotorasib Resulting
in Tumor Regression in NSCLC Xenograft Models
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