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Agenda

Sequenza terapeutica o nuova generazione up-
front?
* EGFR-TKI:

— ARCHER 1050 trial: dati di OS con Dacomitinib

— FLAURA trial: dati di Osimertinib in | linea

— combo con Bevacizumab e combo con la CT

* ALK-TKI:

— ALEX trial: dati aggiornati di PFS con alectinib in | linea
— ALTAI1L: brigatinib in | linea
— Dati di Lorlatinib

Immunoterapia e oncogene addiction
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Strategia terapeutica nei I smsmyesais
pazienti oncogene-addicted:
sequenza o up-front?

Arguments in favor of either strategy
Reliable long follow-up

Impressive long overall survival

1st generation upfront | Qligoprogressive treatment prolong PFS

Multiple subsequent available treatment options

Less toxicity

Next generation Enhanced brain activity

Less need for subsequent molecular diagnostic

upfront

Potentially less persister cells

Recondo et al, Nat Rev Clin Oncol 2018

« Anenda Ospedaliero - Universitaria di Parma



Mutazioni di EGFR e TKIs:
stato dell’arte 2018

Netto impatto dei trattamenti in OS: 2-3 anni
11 studi random di |l linea vs CT
- TKI > CT in RR (60-70%), PFS (9-13 mesi), QoL
3 TKis in | linea (2 rev: Gefitinib e Erlotinib; 1 irr: Afatinib)
- non confronti diretti di fase Ill in | linea (solo LL7, fase llb)
Tossicita peculiari (diarrea e tossicita cutanea)
Instaurarsi inevitabile di resistenza

Necessita di re-biopsia (liquida o tissutale) al fine di ottimizzare il
percorso terapeutico alla PD

Osimertinib nuovo standard of care nei pazienti EGFR-TKI res con
T790M; CT nei T790M negativi
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Dacomitinib vs Gefitinib: OS
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(n=227) (n = 225)
103 117
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No. at risk:
Dacomitinib 227 206
Gefitinib 225 213
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18 24 30 36
Time (months)

167 138 77 14
144 113 63 12

42 48
3 0
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Mok et al, ASCO 2018 and J Clin Oncol 2018



FLAURA trial
PFS e OS con Osimertinib in | linea

Probability of progression-free survival

Tw
Median PFS, months (5% C1)
A lR — 189 (152, 21.4)
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® g2  — Osimertinio Notreached (95% C1 045, 0.89)
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*A p-value of <0.0015 was required for
statistical significance at current maturity

Ramalingam et al, ESMO 2017 and Soria et al, NEIM 2017
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FLAURA trial
effetto sulle brain mts di Osimertinib

With CNS metastases (n=116) Without CNS metastases (n=440)
Median PFS, months (93% CI) Median PFS, months (93% CI)
1.0 152(121,244) 10 — 191(152,235)
3 — SoC 96(7.0,124) — S0C 109(9.6,12.3)
z
2 08 - HR 0.47 08 HR 0.46
:'E_’ (95% CI 0.30,0.74) (95% C1 0.36,0.59)
.5 05 - p=0.0009 06 — p<0.0001
o
04 - 0.4 —
o
\E
>
=02 o 0.2 —
% = SoC
o
00 I | | I | | | I 1 00 I | I I I I | | |
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
No. at risk Time from randomisation (months) Time from randomisation (months)
Osimertinib 53 51 40 37 32 2 9 4 1 0 226 211 193 173 146 117 62 22 3 0
SoC 63 57 40 33 24 13 6 2 1 0 24 182 157 119 83 65 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 data; "By Investigator assessment
Cl, confidence interval; CNS, central nervous system; HR, hazard ratio; PFS, progression-free survival, SoC, standard-of-care

Ramalingam et al, ESMO 2017 and Soria et al, NEJIM 2017
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Osimertinib in | linea: safety

AE, any cause®, n (%) Osimertinib (n=279) SoC (n=277)

Any AE 273 (98) 271 (98)
I Any AE Grade =3 94 (34) 124 (45)
Any AE leading to death 6(2) 10 (4)
Any serious AE 60 (22) 70 (25)
Any AE leading to discontinuation 37 (13) 49 (18)

AE, possibly causally related®, n (%)

Any AE 253 (91) 255 (92)
Any AE Grade =3 49 (18) 78 (28)
Any AE leading to death 0 1(<1)
Any serious AE 22 (8) 23 (8)

FLAURA data cut-off: 12 June 2017

*Patients with multiple events in the same category counted only once in that category. Patients with events in more than one category counted once in each of those categories; *As assessed by the investigator. Includes AEs with an onset date on or after the date of first
dose and up to and including 28 days following the date of last dose of study medication

AE, adverse event, SoC, standard-of-care

Ramalingam et al, ESMO 2017 and Soria et al, NEJIM 2017
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pazienti NSCLC EGFR +: sequenza o up-front?

4 Sequential strategy \
NEJ002| Chemotherapy |5.4mo :
Gefitinib [10.8mo i
]
1
EURTAC | Chemotherapy |5.2mo i T790M
Erlotinib |9.7mo 1 AURA'S
Chemotherapy |4.4mo
LUX-Lung3 | Chemotherapy | 6.9 mo Osimertinib 104 000
Afatinib [11.1mo i
i T790M-
LUX-Lung7 Gefitinib [10.9mo | IMPRESS
Afatinib [11mo Chemotherapy  [5.4mo
]
CONVINCE Chemotherapy [79mo !
fcotinib |11.2me 5
1
ARCHER-1050 Gefitinib [9.2m0 |
\ Dacomitinib 147 m:o o
g Next-generation upfront \
FLAURA Gefitinib or erlotinib 102 mo
Osimertinib |18.9mo
" Chemotherapy | 7
\_ /

Recondo et al, Nat Rev Clin Oncol 2018
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Strategia terapeutica nei L
pazienti NSCLC EGFR +: Osimertinib subito?

PRO CONTRA (pro sequenza)
* Tutti ricevono Osimertinib, non * Non disponibili dati di OS del
solo i T790M positivi FLAURA
* Tutti ricevono Osimertinib, non « Non completamente chiari i
perdiamo pazienti che non mecc di resistenza

sarebbero testati per T790, che
non ricevono Il linea (30-40%
negli studi di | linea con TKiI)

 Non si conoscono ancora le
modalita di PD, diverse?

* Non chiare strategie

* Profilo di tollerabilita suCcessive

e Effetto a livello del SNC

e Dato di PFS molto rilevante
(consistente negli studi)

* Non elementi predittivi noti
* Costi

* Non necessaria re-biopsia (se
non alla PD dopo 19 mesi)
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Osimertinib subito assolutamente si

First-Line Osimertinib in Patients with
Treatment-Naive Somatic or Germline EGFR

miliary metastatic brain Leptomeningeal or T790M-Mutant Metastatic NSCLC
involvement Endomedullary involvement  fi £ sl 7 e mo e £

Patient 1

BASELINE

RESTAGING
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Sequenza?

Ridotto carico di malattia?
Possibilita di re-biopsia?

Solo se Delezione 19? Mutazioni Uncommon?

FLAURA DOUBLE-E

Patients with locally advanced or
metastatic NSCLC
Key inclusion criteria
» 218 yoars'
* WHO performance status 0/ 1

« Exon 18 delstion / LB58R (enrolmant
by local® or central* EGFR testing)

+ No prior systemic anti-cancer /
i 25508, 23 EGFR-TKI therapy
3 - = - : Lot & Stab’e CNS metastase’s a"o‘lved

Prevalence of T790M mutation

un

change from bselne (%)

Pomee N ML Vonn =
-
£
£
@) 4 Bepenie rate ) 163 L8 1
oo 4 OCR Y a2 52 2
PIS {moatin) 9 29 wnr
05 (months) a9 LR 186

Yang et al, Lancet Oncology 2015
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Strategia terapeutica nei
pazienti NSCLC EGFR +: sequenza o up-front?

First-line treatment for EGFR-mutant NSCLC
Treatments
7 7 ! ) 7 ] [ ]
Erlotinib Gefitinib Afatinib lcotinib Dacomitinib Osimertinib = 1 Molecular biology
1 1 1 1 1 L____-2 and hypothesis
! . .
__________________ First-generation
1
| EGFR T700M status | T
e Se cond-generation
(—‘ﬂ TKI
IR R g [ .l
e e e ) . R P VT Poreltive  le—t merti . Tertiary kinase | > ! Third-generation
; Oligoprogressive | .L[‘J_e_g_a_tiv_e_‘. L-f?f‘f'l’f_i Osi nib E mutations i :L_Y_ﬁs_ ,: TKI
| disease i ----—“1"-----'
I A 4 P e S e e s ) e oo ey i
l ! Loss of EGFR ! P \ EGFRC797S 1
1 T790M mutation ! i No | I allelic distribution |
(A — = =t =S Fl (o —— =2<Y] e e e J
localtreatment | | J_ _________ J l
1
L - E ff-target mechanism E o r__(_“ '__1__1
i it S i Cis | { Trans |
¢ b ¥ | |
Unknown Activation of . Erlotinib or
Small-cell * Clinical tral :
resistance bypass resistance : i< ge fitinib
hadiariiin e Rk transformation Chemotherapy e IR
] } 4
* Clinical trial * Clinical trial Platinum +
* Chemotherapy | [ * Chemotherapy etoposide

Recondo et al, Nat Rev Clin Oncol 2018
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Osimertinib in | linea:
mecc. di resistenza — BRAF e MET

cfDNA monitoring e

a
]
04
" l/. -=  BRAF V600E +
8 -a EGFR ex19del +
=02
—
0//.—
EGFR ex19del + EGFR e;cigciel +
BRAF V600E - BRAF V600E +
June September May July October
2015 2015 2017 2017 2017

Minari et al, J Thoracic Oncol 2018
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mecc. di resistenza — FLAURA trial

RESULTS: CANDIDATE ACQUIRED RESISTANCE MECHANISMS WITH
OSIMERTINIB (n=91)*

* No evidence of acquired EGFR T790M
* The most common resistance mechanisms were MET amplification and EGFR C797S mutation

* Other mechanisms included HER2 amplification, PIK3CA and RAS mutations

Secondary EGFR mutations:* e TOAK
CT97X: 7%: L718Q+CT97S: 1%; HERzH,a;g;m:t :;n. i %AM | MET amplification: 15% |

PIK3CA mutations: 7% BRAF mutations (V600E): 3% RAF
KRAS mutations (G12D/C, A146T): 3% RAS

MEK

ERK

1:1‘;\ Cell cycle gene alterafions
7 \‘ CCND amps: 3% Profit ration
\ J CCNE1 amps: 2%

; Sx_,::..// /
N £ CDK4/6 amps: 5%

ongress ==
MUNICH
2018 *Resistance mechanism reported may overlap with another; Two patients had de novo T790M mutations at baseline of whom one acquired C797S at progression

Ramalingam et al, ESMO 2018
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Overall Survival

80% -

60% | Gefitinib vs

] Gefitinib Gefitinib+CBDCA+PEM
| Median 388m 52.2m C b - P
| (95%Cl) 31.1-50.8 44 0-NA a r 0 e m
20% 4 HR 0.695 e, ® °
(95%Cl) 0.520-0.927 G f t b
f p=0.013 + eTtitini
0% t T T T T 1
0 24
No. at Risk Months

Gefitinib 172 153 115 86
Gefitinib+CBDCA+PEM 170 162 131 105 Nakamura et al, ASCO 2018

40%

Overall Survival (%)

Primary endpoint : PFS by independent

re}{)b% : The interim analysis : 117 events

Median PFS

80% (months) e 13 ErIOtinib VS
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Z
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20%

0% -
10 12 14 16 18 20 22 24 26 28

Time (months) Furuja et al, ASCO 2018




NSCLC ALK positivo:
stato dell’arte 2018

Netto impatto dei trattamenti in OS: 4-5 anni
Attuale standard di | linea crizotinib

In caso di progressione limitata ad una singola o poche
sedi (es. encefalo) puo essere indicato trattamento locale,
con la prosecuzione di crizotinib

Instaurarsi di resistenza con Crizotinib dopo circa 9-10
mesi

Avvento di inibitori di ll-1ll generazione con maggiore
potenza di inibizione di ALK ed in grado di superare BEE

che rappresentano il nuovo standard di cura a
progressione dopo Crizotinib



Crizotinib PROFILE 1014:

PFS e OS

A Progression-free Survival

Progression-free Survival (%)

No. at Risk

Crizotinib

100+

oo
T

@
T

o+
T

N
T

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
—t

Chemotherapy

Months

172 120 65 38 19 7 1 0
Chemotherapy 171 105 36 12 2 1 0 0

Solomon et al, NEJM 2014

+» SERVIZIO SANITARIO REGIONALE
EMILIA-ROMAGNA

+ +++ Azionda Ospedaliero - Universitaria di Parma

100 s,
) T
e + Censored
= ®
= {HR, 0.760; 95% CL, 0.548 to 1.053; P= .0978)
(]
>
.; 60-
—
=3
w
=
) Crizotinib Chemotherapy
> (n=172) in=171
© 201
Deaths, No. (%) 71141.3) 81{47.4)
Median OS (95% C), months ~ NR{458toNR) 475 (32.2to NR)
1 1 ] ] 1 1 1 1 ] 1 ] 1] ] 1
0 5 10 1 20 25 30 35 40 45 50 55 60 65 70
Time (months)
No. at risk:
— Crizotinib 72 157 144 128 111 98 8 79 6 51 3% 20 8 1 0

Chemotherapy 171 150 131 118 100 8 8 73 63 4 31 21 1 1 0

Solomon et al, J Clin Oncol 2018
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delle sequenze: PROFILE 1014
[ ]
100 —
l—:_ + Censored
e — th
= 804 "_.l
— 1
E 60 - L"L_\-
= ﬂ
%5 ] =
— 40 - ==
g T e ey
o 20
I 1 1 1 1 1 1 1 1 1 1 1 1 1
0 5 10 15 20 25 30 35 40 45 50 E5 60 65 70
Time (months)
Mo. at risk:
—— Crizotinib followed by any ALK TEI 57 57 57 57 &0 45 42 40 33 25 16 8 3 1 0
— — Crizotinib followed by any follow-up a7 36 30 22 19 16 13 9 5 3 2 1 0 0 0
therapy other than ALK TKI
Chemotherapy followed by any ALK TKI 145 136 123 113 a7 86 79 70 &0 43 30 20 10 1 1]
Chemotherapy followed by any follow-up 3 2 2 1 1 1 1 1 1 1 1 1 1 0 1]

therapy other than ALK TKI

Solomon et al, J Clin Oncol 2018



(% of patients)

Progression-free Survival

Hazard ratio for disease progression or death,
0.47 (95% Cl, 0.34-0.65)

P<0.001 by log-rank test

Alectinib

10 Crizotinib

I I [} I I [} ] I I 1
Day 3 6 9 12 15 18 21- 24: 27 30
Month

No. at Risk

Alectinib
Crizotinib

60~

w
?

o+
?

Cumulative Incidence of CNS
Progression (% of patients)
S

152 135 113 109 97 81 67 35 15 3
151 132 104 84 65 46 35 16 5

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

20— Alectinib, 12-mo cumulative incidence
rate: 9.4% (95% Cl, 5.4-14.7)
10 plg———t
0 I I I 1
0 6 12 18 24 30
Month
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ALEX trial

No. of Events/  Hazard Ratio for Disease Progression
Subgroup No. of Patients or Death (95% Cl)
Overall 164/303 —& 0.48 (0.35-0.66)
Age |
<65 yr 125/233 - 0.48 (0.34-0.70)
65 yr 39/70 —— 0.45 (0.24-0.87)
Sex I
Female 91/171 —-— | 0.39 (0.25-0.60)
Male 73/132 —=—| 0.61 (0.38-0.98)
Race |
Asian 72/138 — 0.46 (0.28-0.75)
Non-Asian 92/165 —— 0.49 (0.32-0.75)
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)
1 105/186 —— 0.48 (0.32-0.71)
2 15/20 e e 0.74 (0.25-2.15)
CNS metastases i
at baseline |
Yes 78/122 —-— 0.40 (0.25-0.64)
No 86/181 =gl 0.51 (0.33-0.80)
Previous brain i
radiation i
Yes 26/47 - 0.33 (0.14-0.74)
No 138/256 B 0.52 (0.36-0.73)
[ | 1
1.0

0.1

10.0

-

o

Alectinib Better Crizotinib Better

Peters S et al, NEJIM 2017
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PFS aggiornata ASCO 2018

—— Alectinib (n = 152)

— Crizotinib (n = 151)

100 HR=0.43
(95% Cl: 0.32-0.58)
807
60- {HH l;
407
34.8 (17.7-NE)
207 "
10.9 (9.1-12.9)
0 T T T T 1 T
Day 1 6 12 18 24 30 36

Time (months)

Camidge et al, ASCO 2018
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ALEX trial:
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PFS aggiornata ASCO 2018

Patients with CNS metastases at baseline

Alectinib  Crizotinib
(n = 64) (n=158)

Patients without CNS metastases at baseline

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

Median PFS 217 74
(95% Cl) (92-NE)  (6.6-96)
HR 0.35

(95% Cl) (0.22-0.56)

Median PFS 34.8 14.7
(95% Cl) (224-NE)  (10.8-20.3)
HR 047

(95% Cl) (0.32-0.71)

Camidge et al, ASCO 2018
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ALTA1L trial: Brigatinib vs Crizotinib

D Surival without Intracranial Disease Progression among Patients

A Progression-free Survival with Brain Metastases at Baseline

Median AtlYr Median AtlYr
(95% C1) (95% CI) (95% Cl) (95% Cl)
mo % s %
Brigatinib NR 67 (56-75) Brigatinib  NR (11-NR) 67 (47-80)
Crizotinib 9.8 (9.0-12.9) 43 (32-53) Crizotinib 5.6 (4.1-9.2) 21 (6-42)
100- 1‘9’2‘
' £
i ow . _—
3SHE  70- Brigatinib aow 70 rigatini
e $ 60
§.2 60- &3 50
<& -9 I
c & 50 8% 40
2's . Crizotinib w © u
a 40 g2
& 304
9 X 30+ Hazard ratio for disea:L—]__ Crizotinib
a0 20 Hazard ratio for disease progression or death, g 20+ progression-or deih e
101 P<0.001 by log-rank test 0 ; ' | l ' | :
0 | T T T . . ] 0 3 6 9 12 15 18 21
0 3 6 9 12 15 18 21 Miisks
Monthe No. at Risk
No. at Risk Brigatinib 43 39 32 22 9 5 1
Brigatinib 137 114 90 64 26 3 1 Crizotinib 47 37 16 9 2 0 0
Crizotinib 138 117 75 50 18 3 2

Camidge et al, WCLC 2018 and NEJM 2018
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ALEX vs ALTA1L trials

ALTA-1L ALEX ALEX : updated analysis
Camidge NEJM 2018 Peters NEJM 2017 Camidge ASCO 2018

Brigatinib ~ Crizotinib ~ Alectinib  Crizotinib  Alectinib  Crizotinib

Patients (N) 137 138 152 151 152 151
MedianFUmths 1] 9.25 18.6 17.6 27.8 22.8
ORR (%) 76 73 82.9 75.5

Median PFS mths  JR** 9.8 25.7** 10.4 34,8 10.9*
(95% cl) (NR,NR)  (9.0,12.9) (19.9,NR) (7.7,14.6) (17.7-NR)

HR (95%C1) 0.49 (0.33, 0.74) 0.5(0.36,0.7) 0.43 (0.32, 0.58)
Log rank p value 0.0007 <0.001

* Investigator assessed ** Independent review committee assessed

Fiona Blackhall, ESMO 2018

Anionda Ospedaliero - Universitaria di Parma



ALEX vs ALTALL trials
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Intracranial Efficacy ALTA-1L ALEX

Measurable Brain Metastases (N)
ORR % (95% Cl)

Any brain metastases (N)

HR (95%Cl) for PFS with BM

Brigatinib

0.27 (0.13-0.54) <0.0001

Alectinib Crizotinib
18 21 21 22
(52,94) 29 (11,52) 81 (98,99) 90 (28,72)
43 47 64 o8
0.40 (0.25-0.64)

Crizotinib

-
o

e
™

Cause-specific HR for
intracranial progression,
0.30 (95% CI, 0.15-0.60)

<
»

Cumulative Incidence of
Intracranial Progression
o
5

C Cumulative Incidence of CNS Progression
60

- Brigatinib (n=137)
s Cnzotinb (n=128)

w
o
!

ot

=
o
1

1 Crizotinib, 12-mo cumulative incidence
= ' rate: 41.4% (95% Cl, 33.2-49.4)

18 8% i - R
2 | Alectinib, 12-mo cumulative incidence

rate: 9.4% (95% Cl, 5.4-14.7)
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Fiona Blackhall, ESMO 2018
Popat et al, LBA58, ESMO 2018
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ALEX vs ALTA1L trials

ALTA-1L Camidge WCLC ALEX Peters NEJM 2017
2018
Brigatinib Crizotinib Alectinib Crizotinib
Any grade AE leading to 29 21 16 21
dose reduction %
Any grade AE leading to 12 9 11 13
treatment
discontinuation %
- ALTA-IL

« Interstitial lung disease (ILD)/pneumonitis at any time: brigatinib 4% (5/136); crizotinib 2% (3/137)
— Early-onset ILD/pneumonitis (within 14 days of treatment initiation): brigatinib, 3% (onset: Days 3-8);
crizotinib, none reported
— For brigatinib, dose reductions were due to increased CPK (10.3%), increased lipase (5.1%); increased
amylase (2.9%) and increased AST, hypertension, pneumonitis, pruritic rash (1.5% each)

+ No clinical cases of pancreatitis; no difference in incidence of any grade myalgia or musculoskeletal pain; no grade 23
myalgia or musculoskeletal pain reported

Fiona Blackhall, ESMO 2018
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Strategia terapeutica nei
pazienti NSCLC ALK +: sequenza o up-front?

/ Sequential strategy \
PROFILE 1014 Chemotherapy 7 mo
Crizotinib 109 mo

I

Chemotherapy | 1.6 mo E

ASCEND-5 Ceritinib IS.4mo E

|

Chemotherapy] 1.4 mo | NCT01970865

ALUR Alectinib [9.6mo Lorlatinib |6.9mo

I

ALTA Brigatinib |12.9mo
NCT01970865 Lorlatinib [l || |NR©5%CI 125-NR)
o 2
( Next-generation upfront \
ASCEND-4 Chemotherapy | 8.1mo i
Ceritinib 16.6 mo
NCT01970865 Lorlatinib  [55mo
ALEX Crizotinib |10.4 5
Alectinib 25.7mo
NCT01970865 Lorlatinib  [5.5mo

NCT01970865 Lorlatinib COLTETTTEETTEE T TR R R TTTETAT R AT LT [NR 95% 1 11.4-NR) y

Recondo et al, Nat Rev Clin Oncol 2018
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Strategia terapeutica nei

pazienti NSCLC ALK +: Alectinib subito?

e Sequenza 10.9 Crizo + 8.9 Alectinib (circa 20
mesi) vs 35 mesi con Alectinib subito

* Profilo di tollerabilita
e Effetto a livello del SNC

* Partendo con Crizotinib, circa 20% potrebbero
sviluppare mut di ALK G1202R 011171 (res
Alectinib)

e Possibile attivita di Lorlatinib dopo Alectinib
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Lorlatinib in NSCLC ALK+: i
Tumor response

_ ::I]_ . Best overall response B_ . . L.
£ 9 90%, TKl-naive [ Complete response - 69.5%, previous crizotinib
2 A [ Partial response -
R e [ Stabvle disease/no response 7]
=B j‘?_._ [ Ohjective progression ]
E 20 I Indeterminate _
P 1& = (Off treatment or PD ocourred —
£ o] ’
E 2 )
£ o] .
£ 5
o -804 i

—00 ]

=100 |

C D

— B+ . . . . . .
% 701 32%, one previous non-crizotinib . 38.7%, two or more previous TKIs
3 L ]
£ 4 ]
- -
i 0 1
E 2 ]
= 40 —
& 2] ]
B _JoH -
Y 80 .

_gﬂ— -

~ 100 _

Besse et al, ASCO 2018 and Salomon et al, Lancet Oncol 2018
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Lorlatinib in NSCLC ALK+:
Brain mts response

B
80— Best overall response _
e %, TKI-nai morpereone ] N
£ &N 66.7%, TKl-naive Dot o reponse 87%, previous crizotinib
_E g?_._ [ Objective progession ]
E 3 B Intermediate -
= 14 « Off treatment or PD cccumed.
o 0 _
3 a0 ]
& 2o ' .
B 0 -
[T ]
90 -
1o -
C D

£ 55.6%, one previous non- 53%, two or more previous TKIs

30 crizotinib

Change in tumour size from baseline (%)
=Y=;
1 1

Besse et al, ASCO 2018 and Salomon et al, Lancet Oncol 2018
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Lorlatinib in NSCLC ALK+:
PFS and toxicity

Number of events (%) Median PFS, months (95% Cl)

T 7(23) NR (11-4-NR) .
o 2166 it The most common TRAEs:
__E8 18 5(27-9.0 .
BXPAS 62(56) 696499 Hypercholesterolaemia 81%
— Pooled EXP2-5  101(51) 7-3(5-6-11.0)

and 16% grade 3—-4

Hypertriglyceridaemia 60%
3 and 16% grade 3—4
= .
g Serious TRAEs occurred 7%
2 .
8 patients;
g
g 3% permanently
discontinued treatment
B EREEEEEEEEEE EEE
Time since treatment initiation (months)
Number at risk
(number censored)

EXP1 30 30 30 29 28 26 23 20 20 12 8 7 6 6 6 6 2 0

© © @ @ @M ) B (B () (3) (16) (17) (17) (17) (17) (17) 1) (23)

EXP2-3A 59 59 53 50 49 44 31 28 26 14 9 9 9 5 4 3 1 0

0 (0 (© (1) (O (2) (10) (12) (14) (25) (30) (30) (30) (33) (34) (35) (37) (38)

EXP3B 28 27 18 16 15 15 1 8 7 § 2 2 1 1 1 0 . -
© 0 @ @ @ @ 2 B @4 6 B ‘) (@ (9 (9 10

EXP4-5 111106 88 72 64 56 44 37 33 22 17 16 B3 7 5 5 2 0
0 4 ) (11 (12) (15) (21) (24) (24) (33) (36) (37) (38) (43) (44) (44) (47) (49) Besse et al’ ASCO 2018 and

Pooled EXP2-5 198 192 159 138 128 115 86 73 66 41 28 27 23 13 10 8 3 O
(0) 4y (9) (14) (15) (19) (33) (39) (42) (64) (74) (75) (77) (85) (87) (89) (94) (97) Salomon et al’ Lancet On COI 2018
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Strategia terapeutica nei
pazienti NSCLC ALK +: sequenza o up-front?

b | First-line treatment for ALK-rearranged NSCLC |
' ) v
| Alectinib || Certinib |
( ] | )
poTmmmmmmmmmmmms T ettty T ittt ittt ettt
| Oligoprogressive | Off-target 1} Unknownor I | ______ | Lo e L
L s Gy 0 v L A
| |1 L1196M ! 1I1151Tins | | ;
I o 512060 1 0 L1152P P 1
i 11171 T/MNSS i i E1210K i i C1156Y i i G1202R i
i |1 G1260A ! | FU74L/CNV | !
_____1 _____ - e ——— T_—_—_I _____1 ________________
¥ ¥
Local Second-generation
treatment ALK inhibitors
| Brigatinib |
| Lorlatinib | 1 i
| Off-target |} Unknownor | T Resistance mutations in ALK KD with next-generation ALKTKIs |
! mechanisms 1! ed ' ] T/ 0 0 =
p e Alectinib | [ Ceritinib | [ Brigatinib | Any second- Lorlatinib
l 1 | generation 1
vitsol | [ F1174UOVG [ E1210K+S1203N | ___) i I C1156Y+ |
{IUTITNS | (CIIs6Y ) | B1Z10K+51206C | | GL202R | L L1980 )
| | } | !
« Clinical trial | Lorlatinib | | Ceritinib | | Alectinib | | Lorlatinib | | Larlatinib | |Crimtini|:: |
* Chemotherapy | Moy nal [ Brigatinib | [ Brigatinib |
| Lodatinib | | Lorlatinib |

Recondo et al, Nat Rev Clin Oncol 2018
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NSCLC oncogene-addicted

~ (Brigatinib?)

Platinum-based Lorlatinib Lorlatinib Platinum-based
doublet doublet
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Pazienti ROS1 e BRAF v600 T S O e

Crizotinib Dabrafenib e trametinib
.. epomen tun
100+ # Disease progression l|:|
» Stable disease . B
ol 1 Partial response g . HIIU
g & ¥ Complete respanse )
) o !
T i™
RR §. i
B .y L
72% I+ RR
O : . T
- 64% ==
10- B
<= 100 .
=
i 03- g =
. $ s
PFS : - . PFS ie
g ' $
19.2 g 0.4~ i—‘— 14.6 % 30
s 20]
= T T 5 = & £ 3 3 &
£ - R— Time from first dose (mones)
0 5 10 15 2 » (umpercensored) 36(0) (&) 6 1) 4® AN Ay 1y opy
Months =
No. at Risk
Crizotinb 50 a 30 n 8 7

Shaw et al, N Engl J Med 2014 Planchard et al, Lancet Oncology 2017
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Immunoterapia e oncogene addlctlon

Efficacy of immune-checkpoint inhibitors . .
(ICI) in non-small cell lung cancer (NSCLC) MEEtI ng with ICI

patients harboring activating molecular
: 2018ASCO mecow
alterations (ImmunoTarget). ANNUALMEETING v

I el Rl e M
__PDL1_[ Smoking | Nb line | Subtype

lam LA ATNEBE
presenteo oy Julien MAZIERES

Total 19% Outcome consistent with
registration trials for ICI

KRAS 271 26% 3.2 13.5 iy X X X Clear benefit across all
subgroups

EGFR 125 12% 2.1 10 Y X X X Could be considered in PDL1 +

after TKls exhaustion

24% Could be considered in smokers

BRAF 43

MET 16%

HER2

36

Could be considered after
29 7% 25 20.3 NA + X NA conventionnal treatment

ALK 23 0

RET 16 6% 2.1 21.3 Poor outcome. New biomarker
X X X NA  needed.

ROS1



Conclusioni

Dacomitinib difficilmente entrera nella pratica clinica,
come anche le combinazioni con Beva e CT

Osimertinib e Alectinib hanno mostrato netto vantaggio
in PFS rispetto agli inibitori di generazione precedente e
rappresentato il nuovo standard in | linea in EGFR/ALK+

Possibilita di sequenze terapuetiche nei pazienti ALK e
ROS1 positivi (vedi Lorlatinib)

Testare anche mutazioni di BRAF V600E

Necessarie ulteriori conoscenze sui meccanismi di
resistenza

Scarso impatto dell'immunoterapia in questi pazienti
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