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NSCLC - Clinical practice
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Trattamento del NSCLC

Fattori relativi alla malattia

® N O U N

Precisa definizione dello stadio

Precisa definizione anatomopatologica del sottotipo
istologico

Adeguata caratterizzazione molecolare e valutazione di
PDL1

Fattori relativi al paziente
Performance status
Presenza di comorbidita

Eta anagrafica
Specifiche preferenze

ISTITUTO NAZIONALE
PERLO STUDIO = <=
E LA CURA DEI TUMORI *



Evolution of concepts for use of biomarkers

ent one
reatment

Une treatment Target agents
fits all Use of biomarker change over time for

prediction

«Circulating factors
*Molecular characterization of circulating factors
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* Incoraggiare la cessazione del fumo

puo modificare |la biodisponibilita dei farmaci e
condiziona 'andamento della malattia ->

la cessazione del fumo e parte inteqgrante del
programma di cura

* Mantenere il paziente all’interno di percorsi
multidisciplinari (possibile impiego di
procedure loco-regionali nell'ambito della
malattia avanzata )
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Qualita
globaledell’evidenza

Raccomandazione clinica

raccomandazione
clinica

Moderata

La sottotipizzazione del NSCLC con 1'utilizzo almeno di un
minimo pannello immunoistochimico comprendente un
marcatore di differenziazione adenocarcinoma (TTF-1) ed uno
di differenziazione squamocellulare (p40 o p63) dovrebbe
essere considerata come opzione di prima intenzione. Cosi
facendo, la quota di NSCLC non altriment: specificati
(N.A.S.) deve risultare inferiore al 10%.

Positiva forte

Moderata

La determinazione dello stato mutazionale di EGFR dovrebbe
essere considerata come opzione di prima intenzione per
scegliere la migliore strategia terapeutica in pazienti con
NSCLC 1n stadio avanzato. con istotipo adenocarcinoma,
carcinoma a grandi cellule, NSCLC misto con
adenocarcinoma. e NSCLC N.A.S.. 1 quali presentano la piu
alta probabilita di riscontro di mutazioni.

esame di - ovrebbe essere preso 1n considerazione come
opzione di prima intenzione.

Positiva forte
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Due mondi diversi

PREVAIFNTFMENTF MUITATEY ~ | L]
POCO IMMUNOGENICI Y,
Non squamous NSCLE »#* % &

PIU IMMUNOGENICI
Moltiadenocarcinomi
Quasi tutti gli squamosi
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What would we like to know?

PD-L1 Status

Single nucleotide variations (SNVs)

Insertions and deletions (indels)
Copy number variations (CNVs)
Rearrangements

Splice variants

Squamous cell carcinoma

B Unknown 56%
W FGFRTAmp 20%
W PIKSCA 10%
W PTEN 10%
M ODR2 Mt

EGFR, HER2, TMB
EGFR

MET,HER2

ALK, ROS1, RET

MET _
Adenocarcinoma

No mutations 1.2%

UMD 12.0%
EGFR sensitizing 19.4%

Other drivers 2.9%
PTEN loss 0.7%
\ . COKN2A loss 1.9%
8 BRAF non-VEDOE 1.3%

NF1loss 1.9%

EGFRTT90M 5.5%

EGFR exon20 2.1%
EGFR WT amp 1.0% ’
\

ALK fusion 3.8% %

ROS1 tusion 2.6% / KRAS 25.3%
RET fusion 1.7% |
BRAF VB0OE 2.1%
MET sphce 3.0%
MET amp 1.4% ’ EGFR1/20.7%
ERBB2 amp 1.4% NRAS 1.2%

BRCA1/2 loss 1.3% ‘ PIK3CA 2.0%

) % MAP2K1 0.7%
TSC1/2loss 0.7 ERBAZ mut 2 9%
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Malattia oncogene-addicted

\
Riarrangiamentodi ROS 1 ><:'\' Crizotinib

r/'

\
\

Riarrangiamentodi ALK ~+\ (Cp;llggmtt)))'

Progressione

EGFR inibitore

Progressione

Progressione

Chemioterapiaa
base di platino

Ceritinib® Alectinib? o
chemioterapia a base di
platino

Osimertinib
(T790M positivo)

/ Chemioterapiaa base di \
-

platino (T790M negativo) /
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EGFR mutations

Ligand

3%
| l | I L-domain Codon 719
9% variants 2%

Futifidike domiai Exon 20 Other
ll Il urin-like domain s \ rvariants

| .
Extracellular domain I ] | IL—domaln

Transmembrane domain l CI .

Intracellular domain

Tyrosine kinase domain g:l . I.-:
Survival
0. ”

b
-0\

Proliferation 20% 46%

-9 L858R Exon 19
substitution deletions

Sequist,
J Clin Oncol 2007 EGFR
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Qualita globale
delle evidenze
GRADE

Raccomandazione clinica

Forza della
raccomandazione
clinica

Mbolto bassa

Mbolto bassa

Mbolto bassa

Nei pazienti affetti da NSCLC in stadio localmente avanzato
0 metastatico con mutazione di EGFR classica (Ex19del,
L858R)., un trattamento di prima linea con un inibitore
tirosino-chinasico di EGFR come gefitinib, erlotinib o
afatinib deve essere preso in considerazione come opzione
terapeutica di prima scelta [139-146].

Nei pazienti con NSCLC localmente avanzato o metastatico
con mutazioni non comuni di EGFR (mutazioni/duplicazioni
degli esomi 18-21), 1l trattamento con inibitore ftirosino-
chinasico di EGFR (gefitinib, erlotinib o afatinib) puo essere
preso in considerazione come opzione terapeutica di prima
scelta [158-164].

Nei pazienti con NSCLC localmente avanzato o metastatico
con mserzione dell’esone 20 o mutazione T790M de novo di
EGFR 1l trattamento con inibitore tirosino-chinasico di EGFR
(gefitinib, erlotinib o afatinib) non deve essere preso in
considerazione come opzione terapeutica

Positiva forte

Positiva debole

Negativa forte
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Quale EGFR-TKI in EGFR mutati? Indicazioni AIFA

Indicato in qualunque linea in EGFR
mutati

Indicato in | linea negli EGFR mutati;
lI-11l linea indipendentemente da
EGFR

Indicato in | linea negli EGFR mutati
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EGFR TKis in First Line (PFS)

EGFR TKIs | Chemio N° mutati | HR-PFS 95%Cl
IPASS gefitinib Carbo/taxol 261 0.48 0.36-0.64
First-SIGNAL | gefitinib Cis/gem 309 0.54 0.26-1.10
goAzll-(?: erlotinib Carbo/taxol 181 0.81 0.68-0.85
WITOG gefitinib Cis/doc 177 0.48 0.33-0.71
NEJSG gefitinib Carbo/taxol 230 0.30 0.22-0.41
OPTIMAL erlotinib Carbo/gem 164 0.16 0.10-0.26
EURTAC erlotinib Every platinum 174 0.37 0.25-0.54
TORCH erlotinib Cis/gem 39 0.86 n.a-1.40
LUX-LUNG3 | afatinib Cis/pem 308 0.47 0.34-0.65
LUX-LUNG 6 | afatinib Cis/gem 364 0.28 0.20-0.39
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EGFR TKils approved in 1L: PFS benefit

WJITOG Gefitinib
Docetaxel-cisplatin |

NEJOOZ Gefitinib

Paclitaxel-carboplatin |

EURTAC Ertotinib

Docetaxel-cisplatin |

OPTIMAL Erlotinib |

Gemcitabine-cisplatin |

¢ Afatinib |
LUX-6 |
Gemcitabine-cisptatin |

% Afatinib |
LUX-3 o |,
Pemetrexed-cisplatin |

0 3 10 15 20 25 30 35 40 45

.... but no overall survival difference

PRESENTED AT 2018 ASCO 04 tnin PRESENT v Daniel S.W. Tan. BSc

ANNUAL ME -
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LUX-Lung7: Sopravvivenza globale

OS (OVERALL POPULATION)

1.0

Afatinib

Gefitinib

08 (n=160)

(n=159)

i Median, months 27.9

HR (95%Cl)
0.6_ p-value

245

0.86 (0.66-1.12)
0.2580

Estimated OS probability

0.4

0.2

T T 1 T T 1
0 3 6 9 12 15 18 21

No. at risk:
Afatinib

Time (months)

160 156 153 148 139 1256 111 104 94

81

74 61

50 36 30

12

Gefiinb 159 153 148 142 133 119 105 90 80 /1 62 56 48 44 27 7

2
0

24 27 30 33 36 39 42 45 48 51

0
0

Median follow-up:
42 6 months
(as of 08 April 2016)

Median treatment
duration

(afatinib vs gefitinib):
13.7 vs 11.5 months
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Fatigue:

Stomatitis:
Gefitinib: 10-39%

Gefitinib: 9-40%

Anorexia:

Vomiting:
Gefitinib: 14-44%

Afatinib: 9-17%
Transaminitis:

Diarrhoea:
Afatinib: 11%

Gefitinib: 34-54%

Skin Rash:
Paronichia:

X X Erlotinib: 73-79%
Gefitinib: 13-32%
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EGFR mutati
meccanismi di resistenza a TKI di |-l gen

No identified
KRAS mutation (~1%) mechanism (~10%)

BRAF mutation (~1%)
EMT (1-2%)
PI3K mutation (2-3%)

MET amplification
(~5%)

EGFR T790M
scLC 3 (40-55%)
transformation
(~10%)

ERBB2
amplification (10-15%)

EGFR amplification
concurrent with T790M (~10%)

Other EGFR alterations (~1%)

Westover et al, Ann Oncol 2018
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Can we find EGFR T790M from the blood ?

o© Apoptosis |
0f necrosis !

€®) Healtty cell
= 3 d?!{}%'\-sb Phagocyte
Elguﬁia:?r‘r'\:ng : .* (_'5_5 Tumour cedl
containing ctDNA ) | % Mutation
! @ Red blood cell
9 endothelial cell

£ Chromosome

Crowley E et al. Nat Rev Clin Oncol. 2013;10(8):472-84.

Presented By Pasi Janne at 2016 ASCO Annual Meeting
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Forza della

Qualita globale S \
; Raccomandazione clinica raccomandazione
delle evidenze g}
clinica
Nei pazient: affetti da NSCLC m stadio avanzato con
mutazione attivante I'EGFR classica (Ex19del, L838R) e
con mutazione T790M dimostrata (mediante biopsia liquida
Molto bassa | o solida) al momento della progressione a gefitinib, erlotinib Positiva forte

0 afatib, un trattamento con osimertinib deve essere preso
m considerazione come opzione terapeutica di prima scelta
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AURA3 primary endpoint:
PFS by investigator assessment

Median PFS, HR (95% CI)
months (95% CI)

Osimertinib 10.1 (8.3, 12.3) 0.30 (0.23, 0.41)
Platinum-pemetrexed 4.4 (4.2, 5.6) p<0.001

L

— i;'.(ig

Y—
o
>

=

o]
@©

o)
o
—_

o

progression-free survival

3 9 18

No. at risk Months
Osimertinib 279 240 162 88 0
Platinum-pemetrexed 140 93 44 17 0

* Analysis of PFS by BICR was consistent with the investigator-based analysis: HR 0.28 (95% CI 0.20, 0.38), p<0.001;
median PFS 11.0 vs 4.2 months.
Population: intent-to-treat

Progression-free survival defined as time from randomisation until date of objective disease progression or death; calculated using the Kaplan-Meier approach. Progression included deaths in the absence of RECIST progression.
Tick marks indicate censored data; Cl, confidence interval
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PFS benefit in AURAS3 patients with CNS metastases

at baseline
With CNS metastases Without CNS metastases

Median PFS, months (95% CI) Median PFS, months (95% CI)
= Osimertinib (n=93) 8.5 (6.3, 12.3) ) == Osimertinib (n=186) 10.8 (8.3, 12.5)
=== Platinum-pemetrexed (n=51) 4.2 (4.1, 5.4) === Platinum-pemetrexed (n=89) 5.6 (4.2, 6.8)

HR 0.32
(95% Cl, 0.21, 0.49)

HR 0.40
(95% Cl, 0.29, 0.55)

Probability of
progression-free survival
Probability of
progression-free survival

No. at risk Months Months

Osimertinib 27 116 61
Platinum- 4 35 13
pemetrexed

Population: intent-to-treat
Progression-free survival defined as time from randomisation until date of objective disease progression or death; calculated using the Kaplan-Meier approach. Progression included deaths in the absence of RECIST progression.
Tick marks indicate censored data. CNS metastases determined programmatically from baseline data of CNS lesion site, medical history, and/or surgery, and/or radiotherapy.
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Median PFS, months (95% Cl)

ORRT, % (95% Cl)

e

Probability of
=
=
1

progression-free survival

e
[
1

Osimertinib — plasma AURA 3

AURA3: osimertinib benefit in patients with plasma T790M-positive
status is similar to patients with tumour tissue T790M-positive status

Tumour T790M-positive (intent-to-treat)*

. .. Platinum- . - Platinum-
_ _

PFS HR (95% Cl)

10.1 (8.3, 12.3)
71 (65, 76)

0.30 (0.23, 0.41)*, p<0.001

4.4 (4.2, 5.6)
31 (24, 40)

~ Osimertinib (n=279)
7 Platinum-pemetrexed (n=140)

No. at risk
Osimertinib 279

Platinum- 44
pemetrexed

240
93

44

Months

88
17

Plasma T790M-positive status

PFS HR (95% CI)

Median PFS, months (95% CI)
ORRT, % (95% Cl)

1.07]

Probability of
progression-free survival

0.42 (0.29, 0.61)
8.2 (6.8, 9.7)
77 (68, 84)

4.2 (4.1,5.1)
39 (27, 53)

— Osimertinib (n=116)
— Platinum-pemetrexed (n=56)

No. at risk
Osimertinib 116

Platinum- 5§
pemetrexed

9
Months

35
5

Tick marks indicate censored data. PFS is defined as time from randomisation until date of objective disease progression or death. Progression included deaths in the absence of RECIST progression. Osimertinib administered 80 mg
orally once daily Platinum-pemetrexed group reatment consisted of pemelrexed 500 mgimé +carbopiain ALCTor cispiain Tamaotn? Qv for LpioB cycles +0iond manenance pemerexedior paients whose dseasehad nat

progressed after 4 cycles of platinum-pemetrexed. RECIST v1.1 assessments performed every 6 weeks until objective disease progression.
*PF S adiusted for ethnicity. All patienis were selected usingatumour issuetestior EGFRT 7800 (by cobas® EGFR Mo Test) from akiopsy Jfer dsease progressionprior o siudy enry; Response dd natrecuire corfrmation
per RECIST v1.1; HR. hazard ratio; ORR, objective response rate; PFS, progression-free survival; Q3W, once every 3 weeks; RECIST, Response Evaluation Criteria In Solid Tumors.
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MJ}DRID mcongress
FLAURA DOUBLE-BLIND STUDY DESIGN

Patients with locally advanced or
metastatic NSCLC

Key inclusion criteria Stratification by .
+ 218 years* mutation status RECIST 1.1 assessment every

+ WHO performance status 0/ 1 (Exon 19 deletion Randomised 1:1 6 weeks' unti objective

» Exon 19 deletion / L858R (enrolment [L856R)
by local or central* EGFR festing) and race EGFR-TKI SoCS

progressive disease

: o (Asian Gefitinib (250 mg p.o. qd) or
* No prior systemic anti-cancer / non-Asian) Erloti nib( ( w":!l;gpp.o?:z) Crossover was allowed for patients

EGFR-TKItherapy in the SoC arm, who could receive
(n=211) i
» Stable CNS metastases allowed open-label osimertinib upon central

confirmation of progression and
Endpoints T790M positivity
* Primary endpoint: PFS based on investigator assessment (according to RECIST 1.1)
*  The study had a 90% power to detect a hazard ratio of 0.71 (representing an improvement in median PFS from 10 months to 14.1 months) at
a two-sided alpha-level of 5%
» Secondary endpoints: objective response rate, duration of response, disease control rate, depth of response, overall survival,
patient reported outcomes, safety




EREYD
PRIMARY ENDPOINT: PFS BY INVESTIGATOR ASSESSMENT

342 events in 556 patients at DCO: 62% maturity; osimertinib: 136 events (49%), SoC: 206 events (74%)

10 =
\ Median PFS, months (95% Cl)

- \“-\ — Osimertinib 189 (152, 214)
z 087 =
a = SoC 10.2(9.6,11.1)
g
<
Ll HR 0.46
4 (95% C10.37,0.57)
5 g4 - p<0.0001
(]
2
3
2 02
o

0.0 | T T T T ! T T 1

0 3 b 9 12 135 18 2 24 21
No. at risk Time from randomisation (months)

Osimertinb 279 262 233 20 178 138 7N 26 2 0

FLAURA defa cu-cF: 12 e 2017 SoC 217 239 197 182 107 78 3 10 2 0

Tick marks indcate censored dzi;
Cl, confidence interva’; DCO, daia cut-off; HR, hazard ratio; SoC, standerd-of-care; PFS, progression-free sunvval




mnongress
PFS* IN PATIENTS WITH AND WITHOUT CNS METASTASES AT STUDY ENTRY

With CNS metastases (n=116) Without CNS metastases (n=440)
Median PFS, months (95% Cl) Median PFS, months (95% CI)
10 - e (Jsimertinib 15.2(12.1,244) 10 - == (simertinib 19.1(15.2, 23.5)
g e = SoC 96(7.0,124) Yy = SoC 109(956,123)
a 087 - HR 047 08 7 " HR 0.46
g = (95% C1 0.30,0.74) \ (95% C10.36, 0.59)
% = 00,0009 | T p<0.0001
s 05 - 0§ M
g s ™™
g 04 04 - !
5
% 02 - 02 4 = Osimertinib
o
g w— S0C
00 N N BN R e — m— R T T T T T T T 1
0 3 6 9 f2 5 ® A U o 3 6 9 12 5 ® 2 U4
No. at risk Time from randomisation (months) Time from randomisation (months)

Osimertinib 53 51 4 I N 2 9 B 1 0 2 M1 198 1M 146 17 62 2 3 0
SoC 63 5 4 3 24 1 b 2 1 0 44 182 17 118 8 6 3 8 1 0

CNS progression events occurred in 17 (6%) vs 42 (15%) patients receiving osimertinib vs SoC (all patients)

FLAURA data cut-off: 12 June 2017
Tick marks indicate censored cia; "By Investigator assessment
C!, confidence inferval; CNS, central nervous system; HR, hazard rafio; PFS, progression-free sunvival; SoC, siandard-of-care



Optimal sequence for EGFR

mutation?




Malattia oncogene-addicted

\
Riarrangiamentodi ROS 1 »{ Crizotinib

\
\

Alectinib
(Crizotinib)'

Chemioterapiaa

Progressione base di platino

Mutazione di EGFR EGFR inibitore

- Ceritinib® Alectinib? o
Progressione )~ chemioterapiaa base di
platino

Osimertinib
(T790M positivo)

Progressione

/ Chemioterapiaa base di \
*{  platino (T790M negativo) /
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Pazienti ALK riarrangiati

Qualita globale

delle evidenze Raccomandazione clinica
GRADE

Nei1 pazienti affetti da NSCLC in stadio localmente
avanzato o metastatico con riarrangiamento di 4LK, un
Molto bassa trattamento di di prima linea con crizotinib deve essere
preso in considerazione come opzione terapeutica di prima

Molto bassa ‘ prima linea con alectinib deve essere preso in considerazione
I ome opzione terapeutica’di prima scelta rispetto al crizotinib

Forza della
raccomandazione
clinica

Positiva forte

Positiva forte




ORIGINAL ARTICLE

First-Line Crizotinib versus Chemotherapy
in ALK-Positive Lung Cancer

A Progression-free Survival

100,

‘;;%

80

60—

Progression-free Survival (%)

Hazard ratio for progression
or death in the crizotinib group,
0.45 (95% Cl, 0.35-0.60)
P<0.001 (two-sided stratified log-rank test)

Crizotinib

e

Overall Survival (%)

Chemotherapy

No. at Risk
Crizotinib 172
Chemotherapy 171

120
105

20 25 30
Months

No. at Risk
38 19 Crizotinib
12 2

Chemotherapy 171

B Overall Survival

1005,

ﬂ__%Crizotinib

iy

00
o
1

Chemotherapy '

)
o
1

o
o
1

Hazard ratio for death in the crizotinib
group, 0.82 (95% CI, 0.54-1.26)
P=0.36 (two-sided stratified log-rank test)

()
o
1

5 10 15 20 25
Months

44 24
47 21

80
74

123
112

172 152

146

Solomon BJ, et al. N Engl J Med 2014
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Antitumor Activity — PFS and ORR?®

Median PFS, mo
(95% Cl)

HR
(95% Cl)

PC

ORR, %
(95% exact Cl)

Differenced
(95% exact Cl)

pe

10.9 7.0
(8.3-13.9) (6.8-8.2)
0.45
(0.35-0.60)
<0.001
74 45
(67-81) (37-53)
29
(20-39)
<0.001

9.0 4.0
(6.8-15.0) (1.5-6.8)
0.40
(0.23-0.69)
<0.001
77 28
(61-89) (15-44)
49
(30-69)
<0.001

11.1 7.2
(8.3-14.0) (6.9-8.3)
0.51
(0.38-0.69)
<0.001
74 50
(66-82) (42-59)
24
(13-35)
<0.001

+aBy IRR; Pat baseline; ctwo-sided log-rank test (ITT population: stratified; patient subgroups with/without baseline brain
metastases: unstratified); dcrizotinib vs. chemotherapy; etwo-sided Pearson x?2 test

ISTITUTO NAZIONALE
PER LO STUDIO
E LA CURA DEI TUMORI

\/

>

4



FThe NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Alectinib versus Crizotinib in Untreated
ALK-Positive Non—Small-Cell Lung Cancer

A Progression-free Survival B Subgroup Analysis

No. of Events/  Hazard Ratio for Disease Progression
Subgroup No. of Patients or Death (95% ClI)

g I
Hazard ratio for disease progression or death, Overall 164/303 0.48 (0.35-0.66)

0.47 (95% Cl, 0.34-0.65) o

_ <65 yr 125/233
P<0. log- k t ‘
001 by log-rank tes =65 yr 39/70

e Sex

-
- 0.48 (0.34-0.70)
PR S—
% Female 91/171 —. 0.39 {0.25-0.60)
—.—
.—..—
+

0.45 (0.24-0.87)

Male 73/132 0.61 (0.33-0.98)
Race

Asian 72/138
Alectinib Non-Asian 92/165
ettt Smoking status

Active smoker 12/17 1.16 (0.35-3.90)

Nonsmoker 103/190 0.44 (0.29-0.66)

Former smoker 49/96 0.42 (0.23-0.77)
ECOG performance

status
0 44/97 0.40 (0.21-0.77)
Crizotinib 1 105/186 0.42 (0.32-0.71)

= . : : 7 = - 1 2 15/20 0.74 {(0.25-2.15)
9 12 15 18 21 24 27 30 CNS metastases
at baseline
Month Yes 78/122 0.40 (0.25-0.64)

No 86/181 0.51 (0.33-0.80)
Previous brain

0.46 (0.28-0.75)
0.49 (0.32-0.75)

Progression-free Survival
(% of patients)

No. at Risk
Alectinib 152 135 113 109 97 81 &7

tini ] 32 < radiation
Crizotinib 151 132 104 84 65 46 35 Yes 26/47 0.33 (0.14-0.74)

No 138/256 0.52 (0.36-0.73)
T 1
0.1 A 10.0

Alectinib Better Crizotinib Better
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: NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Alectinib versus Crizotinib in Untreated
ALK-Positive Non—Small-Cell Lung Cancer

C Cumulative Incidence of CNS Progression D Overall Survival
60— 100
90 :
80 Rog i TN Alectinib
70—
60— Crizotinib
50
40+
30

20— Hazard ratio for death, 0.76 (95% Cl, 0.48-1.20)
P=0.24 by log-rank test

v
T

J
i,

__1_T .
Crizotinib, 12-mo cumulative incidence
rate: 41.4% (95% Cl, 33.2-49.4)

FN
T

Alectinib, 12-mo cumulative incidence
rate: 9.4% (95% Cl, 5.4-14.7)

——T 10-

I
I
I 0 I I T T T T
12 Day 3 6 9 12 15 18 21

1 Month

N
i

Progression (% of patients)
&
I

H
i

Cumulative Incidence of CNS
Overall Survival (% of patients)

No. at Risk

Alectinib 152 142 131 127 119 107 87 51
Crizotinib 151 141 127 115 103 95 73 33
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ALEX: Investigator-assessed PFS (primary endpoint)

jectind (n = 15

— Crizotind (n = 151

HR=0.43
(95% Ct: 0.32-0.58)

g

Camidge DR, et al. ASCO 2018

PFS estimate (%)
g 8

Patients with CNS metastases at baseline Patients without CNS metastases at baseline

Alectinib  Crizotinib Alectinib  Crizotinib
(n = 64) (n=58) (n=88) (n=93)

Median PFS 21.7 74 Median PFS 348 14.7
(95% Cl) (9.2-NE) (6.6-9.6) (95% ClI) (224-NE)  (10.8-20.3)

HR 0.35 HR 0.47
(95% Cl) (0.22-0.56) (95% CI) (0.32-0.71)
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Qualita globale Forza della
delle evidenze Raccomandazione clinica raccomandazione
GRADE clinica

Nei pazienti affetti da NSCLC m stadio avanzato con
rarrangiamento di ALK 1 progressione a una terapia con
Molto bassa | crizotimib, un ftrattamento con ceritmib o alectimb deve | Positiva forte
essere preso 1 considerazione come opzione terapeutica di
orima scelta [177,180].
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ALK TKi Approved
1° *Crizotinib First-line
Generation | 250mg bd (FDA/EMA/PMDA)

2° FAlectinib First-line and after
Generation /600mg bd crizotinib
(FDA/EMA/PMDA)
*Ceritinib First-line and after
750mg/die crizotinib
(FDA/EMA/PMDA)
Brigatinib After crizotinib
90mg x 7 (FDA)
days 2
180
mg/die
3° Lorlatinib Pending approval
Generation 150mg/die after crizotinib (FDA)

Approved drugs in Italy

First-line
setting

PROFILE
1014

JALEX
ALEX

ASCEND 4

ALTA 1L
(ongoing)

NCT0305262

8
(ongoing)

mPF

(mo)

10.9

25.9
34.8

16.6

NA

NA

After
crizotinib
setting

ALUR

ASCEND 5

ALTA

NCT0197086

5

Solomon BJ. NEJM, 2014 - Peters S. NEJM, 2017 - Novello S. Annals of Oncol, 2018 - Soria JC. Lancet, 2017 - Shaw AT. Lancet, 2017 - Kim DW. J Clin

mPFS
(mo)

15.6

13.5

Oncol, 2017 - Solomon B. JTO, 2017



www.oncotarget.com Oncotarget, 2018, Vol. 9, (No. 31), pp: 22137-22146

Meta-Analysis

Systematic review and meta-analysis of selected toxicities of
approved ALK inhibitors in metastatic non-small cell lung cancer

AE Alectinib Brigatinib Ceritinib Crizotinib p-value’
Any AE (%) 96.7 ND 99.6 97.7 0.022
Any Serious AE (%) 21.6 44.9 31.1

Any Grade 3/4 AE (%) =2 —d3 4

Diarrhea (%0)
Diarrhea 3/4 (%)
Nausea (%0)
Nausea 3/4 (%)
Vomiting (%)
Vomiting 3/4 (%)

Constipation (%)
Constipation 3/4 (%)
Fatigue (%0)
Fatigue 3/4 (%)
ALT (%o)

ALT 3/4 (%)
AST (%0)

AST 3/4 (%)

QT (%)

QT 3/4 (%)

ILD (%)

ILD 3/4 (%)




Progression on frontline ALK inhibitor: To biopsy or not biopsy?

Not Mandatory at frontline Crizotinib Failure Strongly recommended at a ll-gen ALK TKI Failure

Relapse on
Crizotinib

2" Generation ALK

Inhibitor®
» T

Relapse on 2"
generation ALK TKI

ALK amplification

ALK Resistance No ALK Resistance % N.D. =
Mutation Mutation o
Bypass Signaling Pathway?
§ o = T . ALK mutations
3" Generation ALK TKI Combination Strategies? 50%-70%
(Or 2" Generation Agent Based Chemotherapy
upon Resistance Profile)

Lin J, et al. Cancer Discov 2017
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Efficacy of 3rd generation ALKIs in heavily ALKIs-pretreated NSCLC
Lorlatinib is a Potent, Selective, CNS-Penetrant ALK/ROS1 TKI

Overallap

EXP3B: 1 non-crizotinib

Cellular ALK Phosphorylation Mean IC5, (nM)

] . ] ] ] e ] < TKI £ chemo (n=27)
Mutation Crizoti | Ceritini | Alectin | Brigati | Lorlati S
status nib b ib nib nib 2 g ORR, n/N (%) 9/27 (33)
© (95% ClI) (16, 54)
EML4-ALK S
W= IC ORR, n/N 5/12 (42)
clsev 5 "l I I I (%) (15, 72)
LL
11171N ) (95% CI)
g Median PFS, mo 5.5
11171S = ,
8 B Complete response (95% Cl) (2.9,9.0)
111717 @ Partial response
m  BStable disease
F1174C B |ndeterminate
Off treatment or PD occurred
L1196M
a,b
T — AOveraII
S EXP4-5: 22 prior ALK TKiIs *
G1202R ® chemo (n=111)
G1202del % ORR, n/N (%) 43/111 (39)
(95% CI) (30, 49)
D1203N e
| [
E1210K o IC ORR, n/N (%)  40/83 (48)
o | (95% CI) (37, 59)
G1269A S I N —
) e (e Tenea Median PFS, mo 6.9
% Partial response (95% ClI) (5.4, 9.5)
B CoS0M [ ICy>50-<200nM B IC,,22000M 2 Wstable disease

B |ndeterminate

Gainor JF, et al. Cancer Discov. 2016
Johnson TW, et al. ) Med Chem. 2014 Solomon BJ, et al. ) Thorac Oncol:2017



Malattia oncogene-addicted

Chemioterapiaa

Crizotinib 'fl Progressione base di platino

- Ceritinib® Alectinib? o
Progressione )~ chemioterapiaa base di
platino

Alectinib
(Crizotinib)'

Osimertinib
(T790M positivo)

Mutazione di EGFR EGFR inibitore ‘:Ii Progressione

/ Chemioterapiaa base di \
*{  platino (T790M negativo) /
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Qualita globale
delle evidenze

Molto bassa

Raccomandazione

Ner pazientr affettt da NSCLC m stadio localmente

avanzato 0 mefastatico con riarrangtamento di ROSI, un
trattamento di prima linea con crizotmib deve essere preso
In considerazione come opzione terapeutica di prima scelta
[184,185].

Forza della
raccomandazione
clinica

Positiva forte
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Crizotinib in ROS7-Rearranged Non-Small-Cell Lung Cancer

Alice T. Shaw, M.D., Ph.D., Sai-Hong |. Ou, M.D., Ph.D., Yung-Jue Bang, M.D., Ph.D., D.

ORR 72% (3 RC)
Durata mediana di risposta 17.6 mesi

rom Baseline (%)

£

T

©
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o
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=
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0
o
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g
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) & 2

No. at Risk

Crizotinib

PFS mediana 19.2 mesi
OS a 12 mesi 85%
Buona tollerabilita

N Engl J Med 2014
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Phase II Study of Crizotinib in East Asian Patients With
ROSI1-Positive Advanced Non—-Small-Cell Lung Cancer

Yi-Long Wu, James Chih-Hsin Yang, Dong-Wan Kim, Shun Lu, Jianying Zhou, Takashi Seto, Jin-Ji Yang, Noboru
Yamamoto, Myung-Ju Ahn, Toshiaki Takahashi, Takeharu Yamanaka, Allison Kemner, Debasish Roychowdhury,
Jolanda Paolini, Tiziana Usari, Keith D. Wilner, and Koichi Goto

1004 501
400 -
B Complete response (n = 17
- 3 Partial respoese |n = 74}
& E 20 B Sieble diseass in = 18]
70 -_E B Prograssive disaasa in=T)
a 104
W
3 Median PFS, 15.9 months [35% C1, 12.3 to 24.0 months) @ o
v 904 S -n
w L
& ) Py
L~
30 3
_—1
3 :
10 =
— &0
(-]
||||||||||| | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 E‘I _-lll:l ]
0 3 6 9 12 15 1’ 2 24 21 I BB B 2
O g
Time (months)
MNo. at risk: 50
Crizotinib 127 110 %1 78 66 5% 5 28 16 7 3 0 ] e




Malattia non oncogene-addicted

Risposta obietivao \ ,/  Mantenimento*o
stabilita di malattia / follow up

EGFR e ALK negativo Chemioterapia a base di
P0.L1<50%  J*  platino+/-Bevacizumab® =
pr 3 46 cicl

/"' ; \'-,
\ / Nivolumab, Pembrolizumab® , \
Progressione /™"\  Atezolizumab o docetaxel

t- nintendanib®  /

/
/ \

/ EGFReALKnegativo, \ ./ . \ ,/  Chemioterapiaabase '\
PD-L1 > 50% Progressione . di platino
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Qualita globale Forza della
delle evidenze Raccomandazione clinica raccomandazione
GRADE clinica
Nei pazient1 affettt da NSCLC ad 1stologia adenocarcinoma.
localmente avanzato o mefastatico, I'aggiunta di nintedanib
Molto bassa | a docetaxel puo essere considerata, soprattutto per 1 pazienti | Positiva debole

con malattia 1 progressione entro 1 9 mesi dall'mizio della
terapia di prima linea [233].
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Probability of survival (%)

No. at risk

Nintedanib
Placebo

[TEY

(=)

(=)
|

00
o
1

(o2}
o
1

S
o
|

N
o
|

LUME-Lung 1: OS
Adenocarcinoma Histology

Nintedanib + Placebo +
docetaxel docetaxel

Median, 12.6 10.3
mo

HR (95% 0.83 (0.70 to 0.99)
Cl)

p-value 0.0359

Feb 2013, 535 events

322
336

263
269

203
184

12 16 20 24 28 32 36
Time (months)

163 131 96 72 46 25 10
139 101 73 55 33 15 7
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Qualita globale Forza della
delle evidenze Raccomandazione clinica raccomandazione

GRADE clinica

Net pazienti affetti da NSCLC i stadio avanzato
progressione a una prima lmea di chemioterapia, una
Molto bassa | mmunoterapia  con  mvolumab,  atezolizimab o |  Positiva debole
pembrolizumab (quest'ultmo solo 1 caso di PD-L1 > 1%)
puo essere presa i considerazione [231-234].
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NSCLC - Clinical practice

Checkpoint inhibitors in NSCLC
Key milestones

Approvalsin NSCLC Pembro

(2L PD-La+)?

QNivo(zL)3 @ Pembro (1L PD-La+)4
gPembro @) Pembro (2L PD-L1+)+
(2L PD-La1+)*
Nivo Nivo 2
(2L SQ)* (2L NSQ)* Pembrq ‘ ‘ Pembro (1L PD-L1+) g S -_
(2L PD-L1+): L3
At (Stage I11B)?
. . ezo Pembro
Nivo ‘ Nivo = g ‘ Atezo
(2L SQ)> (2L NSQ)? (2L) +chemo (1L) (2L)?
l \ 4 l l \ 4 v l l
2015 2016 2017 2018

Many ongoing trials in early stage NSCLC

1. U.S. Food and Drug Administration. 2. European Medicines Agency. 3. ONO Pharmaceutical Co., Ltd. 4. Merck [press release]. December 19, 2016.

Presented By Solange Peters at 2018 ASCO Annual Meeting



CheckMate 017

CheckMate 057

Three-year follow-up from CheckMate 017/057: Nivolumab versus docetaxel in patients
with previously treated advanced non-small cell lung cancer (NSCLC) — Felip E

e Study objective

— To assess the efficacy and safety of nivolumab in patients with NSCLC after
>3 years

Primary endpoint Secondary endpoints

OS PFS, ORR, efficacy by PD-L1 expression, safety, QoL
Felip E et al. Ann Oncol 2017;28(suppl 5

PD/toxicity

PD/toxicity

PD/toxicity

PD/toxicity




Three-year follow-up from CheckMate 017/057: Nivolumab
versus docetaxel in patients with previously treated advanced
non-small cell lung cancer (NSCLC) — Felip E

What are the long term outcomes?

OS Data
CheckMate 017 (SQ NSCLC) CheckMate 057 (non-SQ NSCLC)

—4— Nivolumab (n = 135) | —— Nivolumab (n = 292)

~&~ Docetaxel (n = 137) Docetaxel (n =290)

HR (95% Cl): 0.62 (0.48, 0.80) HR (95% CI): 0.73 (0.62, 0.88)

3.y OS=18%

| 2y 08 =8% ! 4 0S = 6% | 5O

0 T N T f 0
0 6 12 0 12

Number of patients at risk Number of patients at risk

Nivolumab Nivolumab
135 86 57 i 292 194 148 112
Docetaxel Docetaxel

137 69 33 17 11 10 290 195 112 67 46 35 26 16 |
» 3-year OS rates were 16% versus 6% in CheckMate 017 and 18% versus 9% in CheckMate 057 with nivolumab and docetaxel, respectively

» Of the 3-year survivors treated with docetaxel, the majority received subsequent immunotherapy, either during crossover to nivolumab or as
post- study treatment CheckMate 017: 75% [6/8 patients]; CheckMate 057: 73% [19/26 patients])

Cl = confidence interval; HR = hazard ratio
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What are the long term outcomes?

PFS Data
CheckMate 017 (SQ NSCLC) , CheckMate 057 (non-SQ NSCLC)

—A— Nivolumab (n = 135) —— Nivolumab (n = 292)
~©- Docetaxel (n = 137) I, =~ Docetaxel (n = 290)

HR (95% Cl): 0.63 (0.48, 0.82) HR (95% CI): 0.89 (0.74, 1.06)

FEER=12% -y PFS = 1273y PFS = 10%

| 3.y PFS = NC
T T T

Months
Number of patients at risk Number of patients at risk

Nivolumab Nivolumab
48 24 1 i 292 82 47 39 29 20
Docetaxel

8 ' 290 89 22 7 4 3 1

« 3-year PFS rates were 12% versus not calculable in CheckMate 017 and 10% versus <1% in CheckMate 057
with nivolumab and docetaxel, respectively

MADRID mﬁongress alnvestigator-assessed
2017 NC = not calculable
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2° line anti PD1/PD-L1 for A-NSCLC

A consistent but limited OS benefit in 2™ line

Checkmate 017 (SQ) KEYNOTE-010 (21% PD-L1)
100 2
. 100
80+ =r=Nivolumab (n = 135) 8 — Pembro 2 mg/kg
Docetaxel (n =137) o' = Pembro1omg/kg 30-moOS=29.5%
£ 601 e 3 Docetaxel 30-mo 05 =22.1%
§ 3y 05 = 16% & 6o
O 497 E 3-y | | 8 4o
201 : | Wiy o o 207 :
0 v ; v . v : . v . 0 . . v . v \
o 6 12 18 24 30 36 42 48 &4 0 5 10 15 20 25 30 35
o Checkmate o057 (NSQ) OAK
o 09T « Atezolizumab
80 4 \ - Nivolumalb (n=292) = Box Docetaxel
&= ol Docetaxel (n = 290) S o 1841116 05 = 0%
") ‘
N .. - - O O
Biol N .
20 1 E 20+ E
0 T :' T i v & A v v 0+ T T T T T T ; T T T
o 6 12 18 24 30 36 42 48 &4 o 3 6 9 12 15 18 21 24 2

Felip, ESMO 2017; Herbst, ASCO 2017; Rittmeyer, Lancet 2017

Presented By Solange Peters at 2018 ASCO Annual Meeting




KEYNOTE-010: OS by PD-L1 expression

Events/patients (n) Hazard ratio (95% Cl)

Sex

Male 32/63¢ 0.65 (0.52-0-81)
Female /3¢ 0.69 (0.51-0-94)
Age (years)

<65

=65 42¢€ 0-/6b I.U"}/"'].‘L:l.

ECOG performance status

0 0-73 (0:52-1-02)
1 367/678 0-63(0:51-0.78)
PD-L1 tumour proportion score

=50% 204/442

1-49%

Tumour sample

Archival 266/45¢ 0-70 (0-54-0-89)
New 255/578 0-64 (0-50-0-83)
Histology

Squamous 28/22 0.74 (0:50-1.09)
Adenocarcinoma 33/70% 0-63 (0-50-0.79)
EGFR status

Mutant 0-88 (0-45-1-70)
Wild-type 4471875 0-66 (0-55-0-

Overall 521/1033 0-67 (0-56-0-80)

e

Favours pembrolizumab Favours docetaxe!

Rittmeyer A, et al. Lancet 2017;389(10066):255-265.



OAK: OS by PD-L1 expression

Median OS, mo
On-study Prevalence Atezolizumab Docetaxel

Subgroup _ n =425 n =425
TC3o0riIC3 ! 20.5 8.9

TC2/3 or IC2/3 ¢ 16.3 10.8
TC1/2/3 or 1IC1/2/32 e 15.7 10.3
TCO and ICO 12.6 8.9

ITT= 13.8 9.6

) Hazard Ratio?

In favor of In favor of
atezolizumab docetaxel

aStratified HR for ITT and TC1/2/3 or IC1/2/3. Unstratified HR for subgroups.
TC, tumor cells; IC, tumor-infiltrating immune cells; OS, overall survival.

Rittmeyer A, et al. Lancet 2017;389(10066):255-265




but...ATTENTION TO HPD!!!

Before Baseline 15t Evaluation
(-8 weeks) (+8 weeks)

Champiat et al, CCR 2016
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A Progression-free Survival
Median Progression-free 1-Yr Progression-free
Survival (95% Cl) Survival Rate
%
24
2 A Overall Survival

5
;
U

eath (%)

\M-\\l\‘li‘xolumab
s

Nivolumab

T | | T

Chemotherapy 12 15 18 21 24

T 1

24 27 Months

Months

Checkmate 026 Checkmate 057
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Malattia non oncogene-addicted

Risposta obiettiva 0 _’ Mantenimento* 0
stabilitadi malatta ~ / "\ follow up

EGFR e ALK negativo Chemioterapiaa base di
" PO.L1<50%  ,*  platino +/-Bevacizumab®
o 4-6 cicli

\ / Nivolumab, Pembrolizumab® , \
Progressione /7" Atezolizumab o docetaxel /
/\ t-nintendanit®  /

\

[ EGFReAKnegaio, . /' Chemioterapiaabase \
PD-L1> 50% /- Progressione - di platino
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Qualita globale Forza della
delle evidenze Raccomandazione clinica raccomandazione
GRADE clinica
Net pazienti con NSCLC metastatico, senza mutazione di
EGER o narrangiamento di ALK, con espressione di PD-LI
Bassa > 50%, 1l trattamento di prima linea con pembrolizumab |  Positiva forte

doviebbe essere preso 1 considerazione come opzione
terapeutica di prima scelta [187].
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KEYNOTE-024: study design

Key Eligibility Criteria Pembrolizumab
* Untreated stage IV NSCLC 200 mg IV Q3W
* PD-L1 TPS 250% (2 years)
« ECOG PS 01

* No activating EGFR mutation or
ALK translocation

« No untreated brain metastases Platinum-Doublet Pembrolizumab
« No active autoimmune disease Chemotherapy 200 mg Q3W

requiring systemic therapy (4-6 cycles) for 2 years

Key End Points
Primary: PFS (RECIST v1.1 per blinded, independent central review)

Secondary: OS, ORR, safety
Exploratory: DOR

“To be eligible for crossover, progressive disease (PD) had to be confirmed by blinded, independent central radiology review
and all safety criteria had to be met.

1653 samples evaluable for PD-L1

a -

500 TPS 250%

0,
(30%) 1153 TPS <50%

Reck M, et al. N Engl J Med 2016;375(19):1823-1833.



KEYNOTE-024: PFS and RR

Prog.reSSIon-Free Events, Maedian, HR
Survival n mo (95% Cl)

Pembro 73 10.3 0.50
<0.001
Chemo 116 6.0 (0.37-0.68)

iGZ%
1 500"4

1 48%

0

No. at risk Time, months
154 104 44
151 99 7 18

Assessad per RECIST v1.1 by bllnded, Independent cantral review

e Confirmed Objective Response Rate

A17%
P=0,0011

45% Pembro Chemo

Responders Responders
n=69 n=42

TTR, mo
median
(range)

2.2 22
(1.4-8.2)

DOR, mo
median
(range)

NR 6.3
(1.9+ to 14.5+) (2.1+ to 12.6+)

Pembrolizumab Chemotherapy

RECIRT 1 1 by DOt ahmradint ontral swvien
Wiy 0. 20%

Reck M, et al. N Engl J Med 2016;375(19):1823-1833.



KEYNOTE-024: Updated OS results

Kaplan-Meier Estimate of OS:
Updated Analysis

Events,n HR (95% CI)

100- : Pembrolizumab 63 0.63
90- 0.3% (0.46-0.88)
54.8% Chemotherapy 84 P=0.003"
80+ :

70

e S SR — - - Median (95% Cl)

LL'H.MLLL— NR (19.4 mo-NE)
Ll 14.5 mo (9.8-19.6)

0S, %
3

e o S e s 2 o e el i Al e e

0 3 6 9 15 18 21 24

b
N

Time, months

~meoqes ASCO ANNUAL MEETING “17 - #ASCO17 s Bk

Stides are the property of the author. Permission required for rewse. Data cutoff: Jan 5, 2017,

Presented By Julie Brahmer at 2017 ASCO Annual Meeting



KEYNOTE-024: safety

Exposure and AE Summary

Pembrolizumab Chemotherapy
N =154 N =150

2 7.0 mo 3.5 mo

Exposure, median (range) (1 d-18.7 mo) (1 d-16.8 mo)

< =

Treatment-related AEs, n (%) 113 (73) 135 (90)

| Grade 34 40 (26) 77 (51)

Serious 33 (21) 31 (21)
Led to discontinuation 11 (7) 16 (11)

Led to death 1(<1) 3 (2)

Data cut-off: May 9, 2016.

Reck M, et al. N Engl J Med 2016;375(19):1823-1833.




15t line Checkpoint inhibitors for NSCLC: summary of
evidence

Phase 3 trials of first-line immunotherapy

Pembrolizumab vs. platinum PD-L1 = 50% 44.8% vs 27.8% HR=0.50 HR=0.60
doublet p<0.01 p<0.01

Carboplatin/pemetrexed +/- PD-L1:unselected 47.6% vs.18.9% HR=0.52 HR=0.49
pembrolizumab or placebo Nonsquamous p<0.01 p<0.01 p<0.01

Pembrolizumab vs platinum doublet PD-L1z 1% 27.3% vs. 26.5% HR=1.07 0.81
NS p<0.01

Carboplatin, paclitaxel, PD-L1:unselected 64% vs 48% HR=0.62 Positive
bevacizumab +/- atezolizumab Nonsquamous p<0.01

Carboplatin (nab-paclitaxel or PD-L1: unselected  58.4% vs 35.0% HR=0.56 HR=0.64
paclitaxel) +/- pembrolizumab Squamous p<0.01 p<0.01 p<0.01

Nivolumab/ipilimumab vs. platinum TMB high > 10 45.3% vs 26.9% HR=0.58 Immature
doublet mutations/Mb p<0.01

Reck et al NEJM 2016, Gandhi et al NEJM 2018, Lopes et al ASCO 2018, Reck et al ESMO-Immuno-oncology 2017, Kowanetz et al AACR 2018
Paz-Ares et al ASCO 2018, Socinski et al ASCO 2018, Hellman et al NEJM 2018

2018 ASCO SRSl . PRESENTED 8Y H http://clicktoeditURL .com 4
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\

\ estesa /
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IMpower 133:

Atezolizumab plus chemotherapy as first line treatment in
ED-SCLC

» Randomized, double-blind, placebo-controlled phase I/l trial
Stratified by treated asymptomatic broin metastases
{yes vs no), sex (male vs female), ECOG PS (0 vs 1) Induction Maintenance
Atezolizumab 1200 mg on Day 1
Carboplatin AUCS5 on Day 1

. ) o Etoposide 100 mg/m? on Days 1-3 e=d Atezolizumab
Patients with ES-SCLC, 4 x 21-day cycles

ECOGPS 0/1, no prior / (n =201) Treatment until
systemic therapy for ——+  PDorloss of

ES-SCLC \ Placebo clinical benefit
(N = 403) Carboplatin AUCS5 on Day 1

Etoposide 100 mg/m? on Days 1-3
4 x 21-day cycles
(n = 202)

» (Co-primary endpoints: investigator-assessed PFS, 0OS

» Secondaryendpoints: ORR, DoR, safety

Liu SV, etal. WCLC 2018. Abstract PL0O2.07. Horn L, et al. N Engl ] Med. 20 79:[Epub ahead of print]. Slide credit: clinicaloptio



IMpower 133: OS and PFS

IMpowerl33: 0OS

100

&80 - Median0s, mos (85% Cl)
HR (95% C1)

Medianfoliow-up, mas

Atezolizumab
+CPJET
in=201)

1253 {10.8-159)

0.70 (0.54-0.91); P= 0069

139

— Atezolizumab+ CR/ET

—— Placebo+ CPET

Horn NEJM 2018

Placebo

+ CPJET

(n=202)
10.3 (9.3-11.3)

IMpower133: PFS (Investigator Assessed)

12-mo PFS

Atezolizumab Placebo
+ CPJET + CPJET
[n=201) [n=202)
Median PF5, mos(95% Cl) 5.2 (4.4-5.6) 4.3 [4.2-45)
HR [95% C1) 0.77 (0.62-0.96); P= 017

Median follow-up, mos

139

— Atezolizumab+ CPET
—— Placebo+ CR/ET

Maos

10 11 12 13 14 15 16 17 13 19 20 21 22 23 24

1 1 T 1 1 LI ] 1 1 1




IMpower 133: OS by subgroup

Median OS, Mos OSHR
Population Atezolizumab + CP/ET Placebo + CP/E] (95% C1)

Male (n = 261) 12.3 10.8 0.74 (0.54-1.02)
Female (n = 142) 12.5 3.5 0.65 (0.42-1.00)

0.92 (0.64-1.32)
0.53 (0.36, 0.77)

_m,

<B65yrs (n=217) 12.1 11.5
265 yrs (n= 186) 12.5 3.6

|

|

ECOG PS O {n = 140) 16.6 12.4
ECOG PS 1 (n = 263) 11.4 9.3

0.79 (0.49-1.27)
0.68 (0.50, 0.93)

1.07 (0.47-2.43)
0.68 (0.52-0.89)

Brain metastases (n = 35) 8.5 9.7
No brain metastases (n = 368) 12.6 10.4

——
——

i i

!

0.81 (0.55-1.20)
0.64 (0.45-0.90)

0.70 (0.45-1,07)
0.68 (0.47, 0.97)

0.71(0.52-0.98)
0.63 (0.35-1.15)

Liver metastases (n = 149) 9.3 7.8
No liver metastases (n = 254) 16.8 11.2

!

bTMB < 10 mut/mb (n = 139) 11,8 3.2
bTMB 2 10 mut/mb (n =212) 14.6 11.2

bTMB < 16 mut/mb (n = 271) 12,5 9.9
bTMB 2 16 mut/mb (n = 80) 17.8 11.8

ITT (N =403} 12.3 0.70(0.54-0.81)

1
25

|G

o

Atezolizumab better Placebo better

-~ M - . ’ s s 3 el

02.07.Horn L, et al. NEngl ] Med. 2018;379:(Epubahead of prin Shde credit: ¢

Horn NEJM 2018
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Qualita globale Forza della
delle evidenze Raccomandazione clinica raccomandazione
GRADE clinica

Ne1 pazient: affett1 da NSCLC stadio IIIA non resecabile (N2
bulky, e/o multipli livelli) o IIB (con esclusione di N3
sovraclaveare), e clinicamente ben selezionatt (buon
performance status, assenza di calo ponderale alla diagnosi,
assenza di patologie concomitanti maggiori) un trattamento
combinato di chemio-radioterapia concomitante deve essere
preso in considerazione come opzione terapeutica di prima

intenzione [109-110].

Moderata Positiva forte

ISTITUTO NAZIONALE *
PERLO STUDIO =P =
E LA CURA DEI TUMORI +



PACIFIC trial: Study Design

PACIFIC: Study Design

Phase 3, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study’

Unresectable, Stage Ill NSCLC Durvalumab
without progression after definitive . 10 mg/kg q2w for
platinum-based cCRT (22 cycles) up to 12 months
N=476

18 years or older 1-42 days
WHO PS score 0 or 1 post-cCRT _

) 2:1 randomization,
If available, archived pre-cCRT I stratified by age, sex, and
tumor tissue for PD-L1 testing* : smoking history

All-comers population
(i.e. irrespective of PD-L1 status)

N=713 randomized

*Using the Ventana SP263 immunohistochemistry assay

*Defined as the time from randomization until the date of objective disease progression or death by any cause in the absence of
progression. BICR, blinded independent central review; cCRT, concurrent CRT; PFS2, time to second progression; RECIST, Response
Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis. ClinicalTrials.gov number: NCT02125461

1. Antonia SJ, et al. N Engl J Med 2017;377:1919-29.

Primary endpoints
« PFS by BICR using
RECIST v1.17

Key secondary
endpoints

ORR, DoR and

TTDM by BICR

PFS2 by investigator

Safety

PROs
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PACIFIC trial: PFS by BIRC

Stratified hazard ratio, 0.52 (95% CI, 0.42-0.65)

Two-sided P<0.0001

Durvalamab
(N=476
Median PFS (85% CI), months 16,8 (13.0-138.1) 56{4.6-7

12-manth PFS rae (85% Cl)

18.manth PFS rate (95% CI)

et - + Durvalumat

01+

004

) 3 B 9 12
Time Troen rar
No. at risk B

Durvalumab

PACIFIC: Updated PFS by BICR (ITT)

Median PF5, Mos
(953 Cl)
17.2(13.1-238)
564677

Events/Patients,
n/M 3]
Durvalumab 243/476 (51.1)
Placebo 173/237 (73.0)

12-Mo PFS, %  18-Mo PFS, %
{9538 C1) {9538 Cl)

55,7 [50.9-50.2) 49.5 (44.6-54.2)

B4 .4(28.2-407) 26.7 (20.9-32.9)

Durvalumab

Probability of PFS
=]
[5p}
[

0.29 HR:0.51[95% Cl:0.41-0.63)
0.14 Median follow-up: 25.2 mos (range: 0.2-43.1)
1 !

o T f T t T T

g 1z 15 182 21 24
Mos Since Randomization

Patiants at Risk, n

" L AT k] - ] - o ] a7 - o ] -
Uurvalumalrx Sso £ 302 268 213 15835 1L TE } 133 11ty 33 =3 23

=

Antonia SJ, et al. N Engl J Med 2017;377(20):1919-1929.



PACIFIC trial: OS

PACIFIC: OS (ITT)

Events/Patients, edian 05, Mog 12-Mo 05, %% 24-Mo 05, %%
n/M (&) (95%: Cl) {953 Cl) (95% C1)
Durvalumab 183/476 (38.4) MR [34.7-NR) 83.1(79.4-86.2) 66.3(61.7-70.4)
Placebo 116/237 (48.9) 8.7(22.9-NR)/ 75.3(69.2-80.4) 55.6(48.9-61.8)

Curvalumab

1
1
1
: PFlacebo

8
E
£
E
F:
=
o

HR:0.68 [99.73%Cl: 0.47-0.997, P = .0025)
Median follow~up: 25.2 mos [range: 0.2-43.1)
l :
L § 1 1 1 1 1 1 | 1 1 1 1

1z 15 18 21 24 27 30 33 36 39 42 45
MWos Since Randomization

Fatients at Kisk, n
Durvalumab 476
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Open questions

* What is the best therapeutic strategy?

» Immuno + Immuno (and what type?)
» Immuno + Chemo (and what type) +/- Anti-angio
> For someone Immuno alone or No Immuno

* How can we better select patients?

» Predictive biomarkers (PD-L1, TMB, others)
» Steroids therapy, microbioma...
» HPD
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