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_ . = LUNG CANCER
Pembrolizumab tras tratamiento local ablativo UPDATES
IASLC HIGHLIGHTS

23-26 SEPTIEMBRE 2018 TORONTO

Phase Il Study of Pembrolizumab for Oligometastatic Non-
Small Cell Lung Cancer (NSCLC) Following Completion of
Locally Ablative Therapy (LAT)

Pembrolizumab O. Primario
NSCLC | 200 mg e:ery 3 * PFS
Up to 4 metastases . e weeks .
; . Definitive For 6 months * Seguridad
(Any site) .
Treatment Pembrolizumab
PS 0-1
. . to all 200 mg every 3
No autoimmunity
No limit on prior Rnown weeks
. Sites of For 6 months
therapies Disease
No PD-1/PD-L1 Progressive 0. Secund.
inhibitors Disease
or Patient ' Off Study * OS
Preference . QOL
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Pembrolizumab tras tratamiento local ablativo ﬂ‘%’h’“ﬂﬁs

IASLC HIGHLIGHTS

23-26 SEPTIEMBRE 2018 TORONTO

Progression-free Survival

PFS1 PFS2
(Definitive Rx) {Enrollment)

12mo 64+7.2%  63.7+7.3%

> Median PFS: 19.1 mo

g (99% C111.:5:26.7) 18 mo 51.3+7.7% 49.9+7.9%
24mo 43.6+8.3% 42.1+8.4%

0 B 12 18 24 30 36 42 48

Compare median PFS 19.1 mos (SE=3.9)
to historical control (6.6 mos)
One sided p value= 0.00066

Months from Start of Definitive Therapy

Overall Survival

- 12 month 0S 944.3°
Median OS: NR Zou 90 9i4 3%
(95% CI Not defined)

075 HHH | 18 month 0S 82.8i6.0%

050

Probability

24 month 0S 76.2+7.1%

025

Inlclativa clentifica de:

e w . . . » . Median potential follow-up for survival
000 - - 23.8 months (all patients) GE
’ ¢ b " * * * “ “ 20.4 months (all living patients) CP
Months from Start of Definitive Therapy
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ATOM: Tratamiento ablativo tras 1L EGFR TKI i‘l‘i“ﬁ,mn’“ﬁ“s

ATOM: A Phase Il Study to Assess Efficacy
of Preemptive Local Ablative Therapy to
Residual Oligometastases After EGFR TKI

NCT01941654

7t Ed. P LAT if:
Stage 1B/ IV -mins i .
NSCLC post TKI < 4 metabolically Primary Endpoint:

avid OR PFS rate at 1-yr post-LAT
EGFR mutant Screenin N
Del 19/ L858R > PET.CT chn Lesions > 1cm Secondary endpoints:

0OS, PFS, safety of SABR

PS 0-2 Judged to be CTevery 3
Good PR technically mths, PET by
Adequate Achieved amenable for | |3 & 72mths Assume 1 PFS rate
organ function Clinically LAT (mainly postLAT by 30% compared to historic
SABR) cohorts, 34 pts required in

80% power & 1 side a of 5%

« Pt with pleural/ pericardial effusion initially are allowed

if the effusion resolved by the 3™ mths
« Treated and stable brain mets are allowed NCT number: NCT01941654
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ATOM: Tratamiento ablativo tras 1L EGFR TKI UPDATES

IASLC HIGHLIGHTS

23-26 SEPTIEMBRE 2018 TORONTO

Patient characteristics:
1yr PFS
68.8%

100 1

« Median age: 57.3

L]

7 male, 9 female

80 |
E N 2yr PFS < All stage |V disease
5 g 37.5% + 22 lesionsirradiated, 16 lung 4 bone & 2 LNs
'% E 40 I |
$ = : PFS: date of ing to PD or death
:%o — ate of screening to PD or dea

20 1 I | 1 year PFS 68.8% (75% 1year post TKI)
Median PFS: 15.2 mths (~18.2 mths post TKI)

T T T T

0 [ 12 18 24 30 36 42

Time (months)

1001
N No.of  MedianPFS 1-yr 2-yrs p-value
event 95% CI PFS(%) PFS(%) (log-rank)
80 7 AL o 12 15.2 (8.7-29.2) 68.8 375 0.0433
Screen
faiure 3 40 11.1 (6.9-15.4) 465 8.1

60

5 Patients with PD after PET were excluded in screen failure cohort

40
Multivariate analysis

HR 95% Cl of HR  P-value

Progression free survival
(Percentage)

--- ATOM

207 --- Screen Failure

ATOM 0.406 0.205-0.804  0.0097

AGE 0970 0.946-0.995  0.0181

0 6 12 18 24 30 36 42

Time (months)
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ATOM: Tratamiento ablativo tras 1L EGFR TKI UPDATES

IASLC HIGHLIGHTS

Proportion Hazard model

100 '—\E_‘
HR 95% Cl of HR  P-value
ATOM 1.103 0.419-2 907 084
80 7
~ ‘—| |_| Median OS
g %] —_ ATOM group: 44.3m (27.1 to NR)
3 2 Screen failure group: NR (38.7 to NR)
- O
E 5 40 1
¢ o
B —— ATOM e Only Osimertinib use and number of lines
201 --- Screen Failure of therapy after EGFR TKI are significant
factors to predict survival in MV analysis.
0 -I I 1 T T I I T I
0 6 12 18 24 30 36 42 48

Time (months)

Iniclativa clentifica de:

Grupo Espafiol de Cancer de Pulmdn
Spanish Lung Cancer Group




Tratamiento local mas TKls en CNMP oligom. EGFR+ UPDATES

I IASLC HIGHLIGHTS
Addition of Local Therapy to EGFR-TKI Showed
Survival Benefit in EGFR-Mutant NSCLC pts with
Oligometastatic or Oligoprogressive Liver Metastases

« This is a multi-center, retrospective study
« Time of collection: 2010.09-2017.05

« Major eligibility criteria:
- 1) Histological confirmation of NSCLC
- 2) AJCC 7t Edition Stage |V disease
- 3) EGFR mutations were tested by ARMS or NGS
- 4) Radiological confirmation of oligometastatic or oligoprogressive LM

Definition of oligometastatic LM

+ < 5 sites in liver without extrahepatic metastases at initial diagnosis

Definition of oligoprogressive LM
» < 5 sites in liver progression without extrahepatic metastases during Inclttv cartficade
GE
TKIls therapy.
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Tratamiento local mas TKls en CNMP oligom. EGFR+ UPDATES

IASLC HIGHLIGHTS

23-26 SEPTIEMERE 2018 TORONTO

1001 —— EGFRTKI+LT
a0 —— EGFR TKI
HR=0.55, 95%Cl (0.26-0.95)

P=0.041

 Oligometastatic cohort

Progression free survival

Surgery

5% S 0
Interventional ™. ?? 0 10 20 30 40
therapy Time (months)

14%
100+
08: :S = 801

—— EGFRTKI+LT

== EGFR TKI
HR=0.47,95%CI(0.20-0.91)
P=0.034

Overal survival

Time (months)

—— Local therapy

—— Switch therapy
HR=0.45,95%CI (0.21-0.69)
P=0.003

S )
?% "o 10 20 30
Time (months)

100+

o‘9 80-
Iniclativa clentifica de:
o= = GE
0 10 20 30 40 50 60 CP

Time (months
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« Oligoprogressive cohort

Progression free survival

Interventional gl
therapy
10%

== Local therapy

== Switch therapy
HR=0.46,95%CI (0.19-0.72)
P=0.006

Overal survival




Tratamiento Local en oligometastasis sincronicas (UG CANCER

en pacientes con tumores EGFR + tratados con TKls UPDATES
IASLC HIGHLIGHTS

23-26 SEPTIEMBRE 2018 TORONTO

Local Ablative Therapy Improves Survival in Patients
with Synchronous Oligometastatic NSCLC Harboring
EGFR Mutation Treated with EGFR-TKIs

5235 patients with advanced non-small cell lung
cancer in Department of Oncology
Data:October 1st 2011 to May 1st 2016

2096 patients harboring with
| EGFR activating mutation

. 237 patients with oligometastases disease

145 patients with oligometastases disease |
. ongoing first-line EGFR TKIs enrolled
L

! ' !

Slpatients received LAT 55 patients received LAT 39 patients did not receive
for both primary tumor for either primary tumor LAT for primary tumor
and oligometastatic sites or olicometastatic sites and olicometastatic sites
(AII-LAT group) (Part-LAT group) (Non-LAT group)
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Tratamiento Local en oligometastasis sincronicas -
en pacientes con tumores EGFR + tratados con TKils UPDATES

IASLC HIGHLIGHTS

- 1.0 ____'“"..-__ Median PFS, months (95260CID
Eﬁ = AILLAT 20.6 (18.8-22.4)
= "1:_ +~ Part-LAT 15.6 (13.8-17.4)
T Ao — Nom-LAT  13.9(11.3-16.5)
= , ¥ '-.:\
= E,
E 0.6 "1., % P <0.001
L 3
> 5 Y All-LAT vs. Part-LAT 0.47  <0.001
- N
- - %
=§ ot o § AII-LAT vs.Non-LAT 032  <0.001
= -
.g 0.2 '1‘:\’;-
g, i Part-LAT vs. Non-LAT 0.80 0.289
£ R N
o-o_‘ - -
o 120 240 360
= Time (months)
No. at risk
AILLAT s1 44 13 o
Part-LAT ss 42 3 0
Non-LAT 39 27 o o
1.0 —— Median OS, months (95% CI)
s 8 AlLLAT 40.9 (35.5-46.3)
= =y .o~ Part-LAT 34.1 (29.4-38.8)
= 08 . TP =7 Non-LAT 30.8 (25.2-36.4)
= e STE—
E o P < 0.001 m P value
? e ",1;..; e AIl-LAT vs. Part-LAT 0.56 0.009
£ Yty AII-LAT vs. Non-LAT 042  <0.001
& 0.4 e
g "'.‘:"*-t.. Part-LAT vs. Non-LAT 0.72 0.136
S o021 L
s g
e P X
0.0
IO g | 2'.0 24'.0 36‘.0 48'.0 60'.0 Iniclativa clentifica de:
No. ot risk Time (months) G E
AILLAT s1 49 43 31 14 6 CP
et e il - cia o . Grupo Espafiol de Cancer de Pulmdn
Non-LAT 39 37 28 14 3 0

Spanish Lung Cancer Group



Tratamiento Local en oligometastasis sincronicas .

en pacientes con tumores EGFR + tratados con TKls UPDATES
Efficacy of local consolidative therapy for oligometastatic
lung adenocarcinoma patients harboring epidermal growth
factor receptor mutations.

3 100 =~ LCT+TKI therapy (n = 143)
g 1 55___ Median FPS = 15 months
§ 801 = -4 TKI therapy (n = 88)
= 1 Median PFS = 10 months
Entire cohort: The median (range) age was 59 (33-80) years old. § 60
S 40
PFS 5 1
-5 20
Hazard Ratio ' .
Value £ ot
combination group 0.610 0.000 Time(months)
(95%Cl, 0.461-0.807)
1007 - LCT+TKI therapy (n = 143)
monotherapy group 1 ] Mecian 05 = 34 months
£ 801 -4 TKItherapy (n = 88)
0S 5 1 Median OS = 21 months
Hazard Ratio g 1
Value S 40
combination group 0.593 0.001 % 20:
(95%Cl, 0.430-0.817) o | P=0001 e
H——r———————————
monotherapy group 1 0 10 20 30 40 50 60 70

Time(months)
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Tratamiento Local en oligometastasis sincronicas
en pacientes con tumores EGFR + tratados con TKls

IASLC HIGHLIGHTS

LUNG CANCER
UPDATES

Bone subgroup Brain subgroup Lung subgroup
A B. C.
® 1007 — LCT+TKI therapy (n = 50) T 100 - LCT+TKItherapy (n=63) @ 1001 = LCT+TKI therapy (n = 22)
g J Median PFS = 13.5 months 3 1 Medan PFS=15months S Median PFS = 17.5 months
a 80- -4- TKI therapy (n = 37) 2 804 4. TKI therapy (n = 17) @ 80 +#+ TKI therapy (n = 29)
g ] Median PFS = 10 months 8 ] Median PFS =9 months g Median PFS = 10 months
& & &
PFS § 99 & 0 5
2 40 S 401 2 40
g ] g ) 8
o o [= 8
2 204 2 204 : E 201 o
8 | g | popgpan T = g P=0010
7} [ 7] .
o 0 T T r T T r \ [ 0 T T T T T T ] a 0 T T T T T J
0 10 20 30 40 650 60 70 0 10 20 30 40 50 60 70 0 10 20 30 40 50 60
Time(months) Time(months) Time(months)
D Bone subgroup E Brain subgroup E Lung subgroup
100 - LCT+TKItherapy (n = 50) " 1007 == LCT+TKItherapy (n = 63) 100 == LCT+TKI therapy(n = 22)
_ 1 Median OS = 33 months _ 1 Median OS = 34 months _ 1 Median OS = 36 months
o e TKI th =ay @ . - @© 4. TKltherapy (n = 29)
s 8 Median 03 21 months g % Nedian O% - 20 marihs s 801 Median OS =22 months
a ] 1, z 1 3 1
[} 1 H o 1 ] 1
o 3 40 3 40 5 40 oy
c = [
& 200 pP=0250 - 2 201 p=0048 e 2 p=o02
0 r : . ; r . . 0 ' ’ . . ' . . 0 r r . r ; —
0 10 20 30 40 50 60 70 0 10 20 30 40 50 60 70 0 10 20 30 40 50 60 70

Time(months)

Time(months)

Time(months)
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Actualizacion de PFS y OS a 6 anos %‘g“ﬁ“ﬁﬁs

I ISLC HIGHLIGHTS
PFS and OS Beyond 5 years of NSCLC
Patients with Synchronous Oligometastases

Treated in a Prospective Phase Il Trial (NCT
01282450)

6-year results of a prospective, single-arm trial

« July 27, 2006 until July 23, 2010
* N=40; with one patient being ineligible

* Inclusion criteria:
+ Histologically or cytologically proven NSCLC with less than five metastases at the time of

diagnosis. Whole-body FDG-PET-CT scan and CT with iv contrast or MRI brain.

+ All tumor sites (local, regional, and distant) had to be amenable for radical treatment (surgery or
radiotherapy to a biological dose of at least 60 Gy in 30 daily fractions of 2 Gy, except for brain
metastases in which lower radiation doses were allowed).

+ Both surgery and radiotherapy were allowed in the same patient.

+ Systemic treatment was not mandatory.

+ WHO performance status 0 to 2

« Any other malignancy in clinical complete remission '”“‘a‘“’“‘e”:

Grupo Espafiol de Cancer de Pulmén
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Actualizacion de PFS y OS a 6 anos ﬁ"sﬂpmﬂﬁs

IASLC HIGHLIGHTS
23-25 SEPTIEMBRE 2018 TORONTO
Treatment PRO Health Status
SHrgecy H G modypost-treatment

Radiotherapy alone 2(5.1%) . )
B | - Same 6 (46.2%)
Sequential chemoradiotherapy 15 (38.5%)
: " Q0
Cisplatin-gemcitabine 11 Better 4 (30.8%)
Carboplatin-gemcitabine 1 Worse 2 (15.4%)
Cisplatin-pemetrexed 3 Missing 1(7.7%)
Concurrent chemoradiotherapy 21 (53.8%) 6 mos post-treatment
Cisplatin-etoposide /)
- I o ' ) Same 5(38.5%)
Cisplatin-vinorelbine 14
. . . r %) 9,
Adjuvant after radiotherapy 1 (2.6%) Better 3(23.1%)
Cisplatin-gemcitabine Worse 4 (30.8%)
Radiotherapy dose 62.3+10.1 Gy (18-79.2) Missing 1(7.7%)
Number of fractions 359+8434
Overall treatment time of 30.56+10.3 days *+
radiotherapy
Time Overall Survival (n=39) Progression-Free Survival (PFS)
Median 13.5 months 12.1 months
1 year 56.4 % 51.3 %
2 year 23.3 % 13.6 %
3 year 12.8 % 12.8 %
4 year 10.3 % 7.7 %

Inlclativa clentifica de:

5 year 7.7 % 7.7 %
CP
6 year 51 % 25 %
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