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Altri target molecolari
oltre EGFR e ALK: agenda

AROS1 riarrangiamenti
AMutazioni di BRAF
ARET riarrangiamer” ... a0

Other Drivers 2.9%
C  PTENoss 0.7%
. CDKN2Aloss 1.9%

) BRAF nonV600E 1
EGFR 28% 4 _ NF1loss 1.9%

EGFR T790M 5.5%_

EGFR exon20 2.1%-

EGFRWT Amp 1.0% ¥

> KRAS 25.3%
ALK fusion 3.8% ~\_= RAS 25.3

ROS1 fusion 2.6% 4
RET fusion 1.7% ~ 'S
BRAF V600E 2.1% "~

MET splice 3.0%

~ KRAS 25.3%

MET Amp 1.4%~ _~ O B corR /0 0.7%
ERBB2 Amp 1.4% / | N\ NRAS1.2%
BRCA1/2 loss 1.3%/ PIK3CA 2.0%

& MAP2K10.7%
TSC1/2 loss 0.7 /°EFfBBZMut 23%

Jordan et al, Cancdbdiscovery2017
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Altri target molecolari
oltre EGFR e ALK: agenda

AROS1 riarrangiamenti
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ROS1 ROS1
Alteration wild-type

Chiariet al, Clin Lung Cancer 2014




ALK vs ROS1
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Homologies Disparities

Phylogenic origin

Biolo
&Y > 80% sequence identity in

ATP-binding sites

Molecular-driven cancers
arising preferentially in
young and non-smokers

patients

Clinics

Pemetrexed sensitivity

Drugs
Specific TKI shared

Corresponding mutational
hostspots for resistance

Resistance _
Bypass mechanisms for

resistance shared

EML4 (with its variants) largerly the
most frequent ALK partner gene; more
variability for ROS1 fusion partners

Better prognosis
in advanced disease for ROS1+

Brain progression under crizotinib
more fequent in ALK+

Longer disease control with crizotinib
in ROS1+

Against ROS1, ceritinib only slighly
better than crizotinib, while alectinib
inactive
Differential frequence of emergence of
specific mutations

Lorlatinib: IC50 values lower for ALK
translating in activity in ALK G1202R,
while lack of activity in the
corresponding ROS1 G2032R

Facchinettiet al,
Cancer TreaRew
2017
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Stage IV lung carcinoma with R0S7 translocation

Crizotinib [, A; MCBS 3]
or
Platinum-based ChT [IV, A]

|
Disease progression
|

Oligoprogression Systemic progression

G

v
7
Re-biopsy recommended if
[ Local treatment I Systemic progression '% ROS1 TKI received in firstline ]

!

Crizotinib [lll, A; MCBS 3]
or
Platinum-based ChT [IV, A]

(see Figure 2)
if ROS1 TKI received in first line
Alternative new generation ROS1 TKis
if available

- . -a - S . “d -

Pllahchardet al, ESMQuidelines2018,AnnOncol 2018



Pazientl
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Ceritinib

100 | D
SD
80 | FR

Longest Tumor Diameters (%)

0.8
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0.4
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Progression-free survival

| 9.2 months (95% Cl, 0 to 22 months)
—_— 19.3 months (95% CI, 1 to 37 months)
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Lim et al, J Clin Oncol 2017
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Pazienti ROS1, Entrectinlbb =

Best percent change from baseline in tumor size

; 05 = CNS disease at baseline
N=53 TKI naive, -
g O 10 0 111
ORR=T77% § |
Intracranial RR = 55% ‘é’ o
Median PFS = 19 months 8
26.3 months (without CNS metastases) 5 T
13.6 months (with CNS metastases) £ 100 = o

Il CNS = Yes B CNS =No

Subjects with missing SLD percent change were excluded from plot

Doebele et al, WCLC 2018
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Meccanismi di resistenza a Crizotinik

@ LI95IR  Cefifinib Cabozantinib

@ S1986Y/F Céritinib  Lorlatinib
@ 1.2026M Ceritinib Lorlatiiiib Cabozantinib
@ G2032R  Cefifinib Loflatinib CaboZahtinib

@ D2033N  Ceritinib Lorlatinib Cabozantinib

EGFR
\\ \
o
. \i \ e
MR
3 \\ \\ !
\\\;\
N
) EGFR inhibitors

Facchinettiet al, Cancer TreaRew2017

ROS 1
Receptor

MEK inhibitors

@ Point mutation

@® Phosphorylation,
indicator of activation*®

@ Inactive

\/ Active

6? Clinical applicability
to be determined

KIT Receptor
}“l"{‘!’v"" | i /’/ Soe
™
KRAS G12C * Skl ATk
NRAS Q61K * Y w1
Amplification Y ////// /{;/% ;4\
D8I6G 4L 0
%
KIT inhibitors

G2032R
41%

6% 6%

Gainoret al, JCO Precision Medicine 2017



Lorlatinib in ROS1+

Efficacy in EXP6 (ROS1* With Any Prior Treatment)

EXP6
(n=47)
ORR, n/N (%) 17/47 (36)
(95% Cl) (23,52)
ICORR, n/N (%) 14/25 (56)
(95% Cl) (35, 76)
Median DOR, mo 13.8
(95% Cl) (11.1, NR)
DOR >6 mo, n%n (%) 12/17 (1)
Median PFS, mo 9.6
(95% Cl) (4.7, NR)

+ 25 patients (53%) had brain
metastases at baseline.

Solomon et al. WCLC 2017
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Overall
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| Complete response
1B Partial response

Stable disease

7| [ Progressive disease (PD)

Indeterminate

® Off treatment or PD occurred
# Previously received crizotinib

g
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Intracranial?

-100+

Cl, confidence interval; DOR, duration of response; mo, months; NR, not reached.
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BEST PERCENT CHANGE IN TUMOR SIZE FROM BASELINE IN
PATIENTS WITH 21 ROS17 KINASE DOMAIN MUTATION IN cfDNA AND/OR
TUMOR TKSUE (ARCHIVAL OR DE NOVO)
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Solomon et al. ESMO 2018
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Repotrectiniti anti-ALK-ROSENTRF:

mm BaF3 CD74-ROS1WT

10000, w= BaF3 CD74-ROS1 G2032R ROS1 (N=31)
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Figure 2. Duration of Treatment with Ropotrectinib in ROS1+ NSCLC (N=29)
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Drilon et al, Cancer Discovery 2018

Drilonet al, ASCO 2018
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ROS1+: meccanismi di
resistenza e algoritmo

ROS1-rearranged NSCLC

‘L Consider local
Crizotinib |—> Oligoprogression —> gblative therapy with
i continued crizotinib

Repeat tumor (or liquid) biopsy
at the time of progression

(if feasible and safe)
|
ROS 1 resistance No ROS1 resistance
mutation mutation
| | | | | |
Non-G2032R G2032R CNS-only Systemic
mutation mutation progression progression

Next-generation ROS1 ROS1 TKls with ROS1 TKis with Combination strategies
TKls (e.g., lorlatinib, TPX- preclinical G2032R superior CNS

0005, DS-6051b) activity (e.g., TPX-0005) penetration [e.g., ceritinib Chemotherapy

Cabozantinib (off-label)

Chemotherapy

(off-label), entrectinib, or
lorlatinib)

Next-generation ROS1
TKls

Lin and Shaw, J Thoracic Oncol 20.



Altri target molecolari
oltre EGFR e ALK: agenda

AROS1 riarrangiamenti
AMutazioni di BRAF

Class

B WVE) mEKGDLE m L5537 mG [ | W BGI96R =053 mM5E] B GAGE m DZETFY

DagogaJack et al, Clin Cancer Res 20
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BRAF mutations

A Foundin 1-3% ofNSCLC, ADK:
about 50% V600E

A Patientswith V600 mutations
were more likelyto be
light/neversmokerscompared
with non-V600

A Associatedwvith more
aggressivelisease

A Representanemerging
mechanisnof resistancgo
EGFHKIs

Marchetti et al, J Clin Oncol 2012 Leonettiet al, Cancer TreaRew2018



