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IT+QT/RT neoadyuvante

Resectable NSCLC Induction

Evaluation of .
Stage IB(>4 cm) - IlIA Nivolumab + SR el Methods:
No EGFR/ALK mutation Histology-Based response
PS 0-1 Chemotherapy

 Cisplatin

Nivolumab 360 mg + Cisplatin 75 mg/m2-Pem 500 mg/m2/Gem 1250 mg/m2 d1,8
3 cycles

Consolidation
y Surgery ’ .Pe,rrblbfbollizumab

Resectable 4
Stage IIIA NSCLC :

31% Non-Squamous MPR/pCR: 11/13 (85%)
54% St l1IA

77% PD-L1 >1%

I—!zmzmmmmm> mmzo'vwm;vl

pCR: 3/13 (23%)

Patients n=9 |
Completed Neoadjuvant
PD-11 Path path cT Treatment 7 77% 6 S u rge ry RO
Age|Gen |263 |DX Stage |stage Assessed for response 8 88%
pt (%) Resp |response response Overall Response (ORR) ,
Complete Response (pCR) 4/8' 50%
1 57 M 70 5q t1,N1 |lIB pCR 0 CR Partial Response (PR)  1/8 13% 3 CO m p I ete
2 |69 M 30 sq t3,NO |[IIIA |MPR |8.89% sSD Stable Diseaes (SD) 1/8‘ 13%
3 |60 |w 2 sq T4,NO [IIA |MPR |0.01% PR Progressive Disease (PD) 2/8“ 25% Pe m b ro
Complete Resection ~ 6/8  75%
4 49 M 60 non-sq t4,N0 A |MPR |0.50% PR Adjuvant |0 _ 4/8 50% Consolidation
5 |56 W ([>50 |non-sq IIB |pCR |D SD Median Follow Up 19.6 months
95% Cl:
6 (74 W |1 non-sq |t2a,n0|lIA |MPR |5.70% SD A— i weinng
7 |80 M [10 |sq t2a,n0|lIB_ |pCR  |0% PR NN Median PFS Not Reached
8 |76 M |1 sq tib,n2 [IA |MPR |<5% SD
9 |66 M |1 sq T4,NO [IA [MPR |4.07% PR
10 (70 (M |5 sq T4,NO |IIA [pCR |0 SD
1 |71 (W |5 sq t4,NO_[IIIA _[SD 90% PR
12 |68 M |30 5q TL,N1 (IB |pCR |0% SD
13 |70 (W |<2 non-sq |(t3,NO |lIB |SD 84% SD




Atezolizumab + SBRT en estadios iniciales inoperables

Percentage Change in Target Lesion Size
Dase Escalation Phase Expansin Phase Pre-SABR Response to Two Cvcles of Atezolizumab N=18

Not Done

SAR10-12.5 Gy/f
Atezolizumab W 1§

(46 PaeatDise Lee) W | M " =
Duseleel 1 3mghg \m i

Doselerl 2 10mghy Dy | 2 I f i 1% 2 =
Doclvd § 10mg. | 1
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DLT Period
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Progression Free Survival N=20

Relative change in tumor size (%)

1.0
o
o
by
081
10
SBRT 10-12.5
E Gy/fraction
e QoD x 4-5
_g 06 '+ r—r 08
g 2z g
a H | mmios = comcrme | Primary
g 3 06 Eligible Early /' T T T T t T .
S04 a i Stage NSCLC Day 1 22 a3 64 85 106 127 148 end p0|nt:
= 4 patient D
@ = o4 (n=480) \ SBRT 10-12.5 era"
® Randomi
L Sifiich m survival
024 92 Median PD-L1 -: 16.3 months (95%: 15.3, Inf) T
Median PFS- 25.5 months (95%: 16.1, Inf)
- Median PD-L1 +: 30.0 months (95%: 14.7, Inf)
- Atezolizumab g 3 weeks x 8 cycles (6 months)
0 6 12 18 24 30 36 X WY
0.01 Progression-free Survival (in months) .
0 s 12 18 24 20 %6 Number at risk
Progression-free Survival (in months) PDL1- 8 8 7 3 2 0 0

A PD-L1+ 5 5 3 2 2 0 0
Number at risk

All 20




QT adyuvante en CP Neuroendocrino Alto Grado

JOG1205/1206: Study Design JCOG

Primary Endpoint: RFS (ITT), assessed by investigators

(KEY ELIGIBILITY CRITERIA\ N=221 (ENDPOINTS ) ETP+CDDP (n=111)  IRHCDDP (n=110)
« C letel ted o Pri
H%Tl%g i?&?ﬁi; R Primary Number of events 33 34
A - Relapse-free survival . IE (NE-NE)
- Pathological stage HIlIA N p 100% |, Median RFS (95% ClI) NE (NE-NE) NE (4.3 y- NE)
(7t TNM) D + Secondary _90% ¢ \ 3-year RFS (95% Cl)  65.4% (54.4-74.4%)  69.0% (58.4-77.5%)
S 80% I Wi,
- ECOG PS 0-1 O I - Overall survival : e T .
M ' g 70% | T T TP Median follow up; 24.1 mo
« Age 20-74 years | - Proportions of treatment " 60% |
completion £ s0% |
* Lobectomy or : Z IP.arm - Adverse events § a0% | )
pneumonectomy with E e 2 HR (95% CI) = 1.076 (0.666-1.738)
resection of N2 lymph D |r'n°t?°an (60 mg/m2, day 1, 8, 15) - Serious adverse events s ol One-sided b = 0.6185
nodes within 28-56 days +Cisplatin (60 mg/m?, day 1) - Second malignancies 2% P
every 4 weeks, up to 4 cycles \ ) 0 o3
\_ ) 0% . . : . . . A
. (] 1 2 3 4 5 6 7
w: . No. at risk Years after randomization
+ Sex (fem_ale vs. male) . Hlst‘oIo‘gy (SCLC vs. LCNEC) UMINODOC10295! hitpe/fwaw miniaclos e onr 5 e S0 0 6 1 o
« Pathological stage (I vs. lI-llIA * Institution JRCTS031180216; https://jrct.niph.qo.jp/
J IRI+CDDP 83 53 36 21 8 0

JCOG Overall Survival (ITT) JCOG

~ Irinotecan + Cisplatin

Baseline Characteristics

ETP+CDDP (n=111)  IR+CDDP (n=110)

N=110 (%) Number of events 13 19

Sex Male 100% |ty 3-year RFS (95% Cl)  84.1% (73.3-90.8%) 79.0% (67.5-86.8%)

Female 17 (15.3) 17 (15.5) 20% M,

| - 72.7% IP o | e

Age (years) Median (Range) 65 (39 - 74) 66 (39 - 74) : T 70% |
ECOG-PS 0 75 (67.6) 82 (74.5) : s

1 (32.4) 28 (25.5) el HR (95% CI) = 1.539 (0.760-3.117)
Histology SCLC 39 (35.1) 39 (35.5) 2 ZZ; Two-sided p = 0.2275

Combined SCLC 20 (18.0) 19 (17.3) 10% |

0%
LCNEC 38 (34.2) 36 (32.7) [} 1 2 3 a 5 6 7 |
. AP Ay No. at risk Years after randomization i
Combined LCNEC 14 (12.6) 16 (14.5) B = o o o . , :

ECOG-PS, Eastern Cooperative Oncology Group performance status IRI+CDDP 110 29 66 a1 25 10 1 o J



Tratamiento adyuvante Estadio | > 2 cm y fact. riesgo histol (inv. linfovasc/pleur)
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004 004
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SLE tras reseccion o QT/RT si alteraciones gendmicas

TGAs (-) TGAS (+)

Treatment disposition n =89 n =69 Survival analysis in patients who received chemo-radiotherapy

SIEOS L 38 noo o2 Progression-free survival (PFS) PFS according to EGFR / KRAS
Adjuvant therapy =107 1.07
Yes 24 24 0.1 0.8 -
No 65 45 — TGAs () - == TGAs (-)
Disease-free survival (DFS) DFS according to EGFR / KRAS = TGAS (+) — EGFR
1.0
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&
Survival rate (%
=
@&

Survival rate (%)

EE g 0.8 0.4 0.4
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@] _ T Tk 00| = KRAS Time (months) Time (months) e
0 10 20 30 40 0 10 20 20 40 - Median p S ¥
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Median p Median P I _
DFS (m) DFS (m) TGAs (-) n=94 22 TGAs () n=94 22
TGAs(-) n=89 58 Gl = DR TGAs (+) n=54 13 008 oA n=5 ’ o=
TGAs (+) n=69 17 o003 com =il 6 0= . —

. I — KRAS n=27 12 _0.08
KRAS n=33 17 0.09 .




Osimertinib adyuvante en CPCNP EGFRmut+ resecado: ADAURA

ADAURA Phase lll double-blind study design Primary endpoint: DFS in patients with stage Il/llIA disease

97%

90%
0.9 .
Patients with completely resected . 2lanned treatment duration: 3 years : Median DFS, months (95% Cl)
stage* IB, Il, llIA NSCLC, with or without Osimertinib . . 0.8 ! - - Osimertinib NR (38.8, NC)
adjuvant chemotherapyt 80 mg, once daily Treatment continues until: i i 20.4 (16,6, 24.5)
Ky inciusion crieri. « Disease recurrence 0.7 H i ’ i e
' . ] ! 0, "
>18 years (Japan / Taiwan: 20) Stratification by s Treatment completed ! ! HR (95% CI) 0.17(0.12, 0.23);
WHO performance status 0 / 1 stage (1B s Il vs lllA) Randomization « Discontinuation criterion met Z 06 1 ' p<0.0001
Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L858R) : E H H i Maturity 33%:
race (Asian vs non-Asian) Follow up: £ 1059 ] ] i osimertinib 11%, placebo 55%
Brain imaging, if not completed pre-operatively * Until recurrence: Week 12 and 24, ® ]K : 3
Complete resection with negative margins$ then every 24 weeks to 5 years, S 044 ! ! !
Max. interval between surgery and randomization: then yearly i H :
+ 10 weeks without adjuvant chemotherapy « After recurrence: every 24 weeks 0.3 ' | :
« 26 weeks with adjuvant chemotherapy for 5 years, then yearly i ! ! !
01 : 3
« Secondary: DFS in the overall population®, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life 0.0 T i T i T i T |
0 6 12 18 24 30 36 42 48
+ Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis No: at risk Time from randomization (months)
« At the time of unblinding the study had completed enrollment and all patients were followed up for at least 1 year Osimertinb 233 219 189 137 % 51 17 2 0
Placebo 237 190 128 82 51 27 9 1 0
Characteristic, % e
y /0 i . . "
(=330} Secondary endpoint: DFS in the overall population (stage IB/II/IIIA)
Sex: male / female 32/68 28172 1.0 7%
i = - 09
Age, median (range), years 64 (30-86) 62 (31-82) Median DFS, months (35% CI)
Smoking status: smoker’ / non-smoker 32/68 25/75 L =Osmertnlb;  NRINCNG)
074 ' ' 28.1(22.1,35.8)
Race: Asian / non-Asian 64 /36 64/36 i ; ' : HR (95% Cl) 0.21(0.16, 0.28);
z 06 : ; : p<0.0001
WHO performance status: 0 / 1 64/ 36 64 /36 3 : ‘ ' Maturity 29%:
5 | o
) ) ) » g 054 ¢ ' osimertinib 12%, placebo 46%
AJCC staging at diagnosis (7" edition): 1B / Il / IIl1A 31/35/34 31/34/35 @ : '
S 044 i i | ¢ -
Histology: adenocarcinoma/ other® 95/5 96/4 5 ; ; ; 5 e
8 ' ' i L} >
i T ! ; H s
EGFR mutation at randomization®: Ex19del/ L858R 55/45 56/ 44 02 ; ; ; >
I Adjuvant chemotherapy:yes / no 55/45 56/ 44 I 041 3 ] :
00 T : . . . . T T
0 6 12 18 2% 30 3 ) 48
No. at risk Time from randomization (months)
Osimertinib 339 314 mn 206 136 7 % 4 0

Placebo 343 288 209 149 87 53 20 3 1




Osimertinib adyuvante en CPCNP EGFRmut+ resecado: ADAURA

Subgroup HR 95% Cl
Overall (N=682) Stratified log-rank ——i 0.21 0.16,0.28
Unadjusted Cox PH ——i 0.20 0.14,0.29
S Male (n=204) ———i 021 0.11,0.36
Female (n=478) —— 0.20 0.12,0.30
A <65 (n=380) —e—i 0.18 0.10, 0.28
ge 265 (n=302) —— 0.24 0.14, 0.38
Stoking statiis Smoker (n=194) —_— 0.14 0.06, 0.27
9 Non-smoker (n=488) —— 0.23 0.15,0.34
. Asian (n=434) —— 0.22 0.14,0.33
Ace Non-Asian (n=248) ————i 047 0.08, 0.31
Stage IB (n=212) b L g 0.50 0.25, 0.96
Stage Stage Il (n=236) ———i 047 0.08, 0.31
Stage llIA (n=234) —e—i 042 0.07, 0.20
—_— Ex19del (n=378) —— 042 0.07, 0.20
. L858R (n=304) —— 0.35 0.21, 0.55
> Yes (n=378) —a—i 0.18 0.11,0.29
B e o (1=304) —— 023 013,038
001 0.1
HR for disease-free survival (95% Cl)
Favors osimertinib
1.0+ Stage IB
08 —‘\x——l—_ Stage IB Stage Il Stage IlIA
g 2 year DFS rate,
3% % (95% Cl)
& 04 - Osimertinib 87(77,93) 91 (82, 95) 88 (79, 94)
[T
2 4 73 (62, 81) 56 (45, 65) 32 (23, 42)
i vera 0.50 0.17 0.12
o [ 12 18 24 30 36 42 48 95% CI) (0.25,0.96) (0.08,0.31) (0.07, 0.20
No. at risk Time from randomization (months)
Osimetinb 106 9% 83 69 40 2 8 2
Placebo 106 9% 81 67 3 % il 2
1,0,% 405 Stage IlIA
08 08
£ £
2 08 3 08
s s
E 04 é‘- 04
(=] o
02 02
0.0 - - v x . - . 0.0 v . . . v v 3
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42 48
No. at risk Time from randomization (months) No. at risk Time from randomization (months)
Osimertinib 118 110 91 69 47 28 8 1 Osimertinib 115 109 98 68 49 23 9 1 0

Placebo

18

99 74 49 31 15

Placebo 119

54 33

20 12

All causality adverse events (210% of patients)

Median duration of exposure: gsimertinib: 22.3 months (range 0 to 43), placebo: 18.4 months (range 0 to 48)

Diarrhea
Paronychia

Dry skin

Pruritis

Cough

Stomatitis
Nasopharyngitis
Decreased appetite
URTI

Dermatitis acneiform
Mouth ulceration

w2} 19
[ 1)1
v I

w1 1o

8 | 17
w214
15| 10
13 1] 4
B[] e
1|
12 _||2

3]

+ Grade 1/2 interstitial lung disease
(grouped terms) was reported in 10
(3%) patients in the osimertinib arm*

« QTc prolongation was reported in 22
(7%) patients in the osimertinib arm
and 4 (1%) patients in the placebo armt

[ Osimertinib, all grades
M Osimertinib, Grades 3/4
[IPlacebo, all grades

100 90
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50 40 30 20 10 0 10 20 30 40 50
Patients with adverse event (%)

T 1
60 70 8 90 100

Early snapshot: overall survival in patients with stage I/IlIA disease
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Median OS, months (95% Cl)

— Osimertinib NR (NC, NC)
NR (NC, NC)
0.40 (0.18, 0.90)

atur o
osimertinib 3%, placebo 7%

HR (95% Cl)

0 6

No. at risk
Osimertinib 233 229
Placebo 2237 231

221
221

18

192
190

T T T
24 30 36 42
Time from randomization (months)
137 82 39 10
127 69




Gefitinib adyuvante CPCNP EGFRmut+: CTONG 1104/Supervivencia

Updated 3-year & 5-year DFS rate

ADJUVANT study design (NCT01405079)

ITT population (n=222) PP population (n=193)

Group Events/N Median (m, 95% CI) Group Events/N Median (m, 95% CI)

Gefitinib 250 mg/day for 24 months or gefitinb  76/111  30.8 (26.7—36.6) g gefitinib  76/106  30.8 (26.7 - 36.6)

Completely resected pathological stage II-1lIA until disease progression or
(N1-N2) NSCLC unacceptable toxicity

EGFR activating mutation

(exon 19 deletions or exon 21 L858R)

ECOGPS 01
Age 218 years & <75 years Vinorelbine (25 mg/m? Days 1 & 8)

n=220 plus cisplatin (75 mg/m2 Day 1) every
3 weeks, for up to 4 cycles

- vp 68/111 19.8 (15.4 - 23.0)
Hazard ratio (95% CI) = 0.56 (0.40 - 0.79)
p=0.001

- VP 65/87 19.8 (15.2-30.0)
Hazard ratio (95% CI) = 0.51 (0.36 - 0.72)
»<0.001

G:39.6%
7 G: 39.6%
tratification
EGFR mutation
N stage Vp:32.5%
rdary endpoints
s 3-year DFS rate, 5-year DFS rate, OS, 5-year OS rate,
Every 12 weeks in 3 years safety, HRQoL (FACT-L, LCSS, TOI),

Every 6 months after 3 year exploratory biomarker analyses 0 12 2 5 7 34 % 0 0 12 24
Number at Risk (number censored) Number at Risk (number censored)

Disease- Free Survival (%)
Disease- Free Survival (%)

Efficacy a

sefiti 5 33(7 21(2 2 4 Gefitinib 106(0) 91(1 61(5 33(7) 212 12(6 4(6 0@ ()
ECOG PS: Eastern Cooperative Oncology Group Performance Status; DFS: disease-free survival; C'?t‘ b, 2 FELLO) 9'(‘6) ("(‘) " (,) l(,) ]§(f) (?) 0@ 00) i Qo) ©) ( @ © © ® 5
FACT-L: Functional Assessment of Cancer Therapy - Lung; HRQoL: health-related quality of life; VE 111(0) 6@ 3@ 26() 19Q) 150 6®) 06 00 VP 87(0) 60(0) 32(2) 25(2) 18(2) 1422) 6@B) 0(6)  0(0)
LCSS: Lung Cancer Symptom Scale; 0S: overall survival; R: randomization; TOI: Trial Outcome Index Zhong WZ et al. Lancet Oncol 2018;19:139-148

483 patients assessed for eligibility

-
Group Events/N Median (m ,95% CI)

111 assigned to vinorelbine plus cisplatin Gefitinib Group 52/111 75.5 (46.6 - NC)

VPG / 62.8 (45.8-NC

111 follow up 111 follow up
68 events for DFS 76 events for DFS
48 death 52 death
43 no events for DFS 35 no event for DFS

Hazard ratio (95% CI) = 0.92 (0.62-1.36) p=0.674

50 received subsequent treatments 52 received subsequent treatments
35 targeted therapy 28 targeted therapy
15 other treatments 24 other treatments

18 without subsequent treatments 24 without subsequent Treatments
3 death 7 death
15 best supportive care 17 best supportive care

111 included in ITT population 111 included in ITT population
87 included in PP population 106 included in PP population 0 12 24 36 48 72 84 96
ITT: intent-to-treat

Number at Risk (number censored) Time (mOth)
PP: Per-protocol

Overall Survival (%)

Gefitinib 111(0) 103(5) 88(2) 67(5) S55(1) 49(2) 43(4) 15(25) 0(15)
VP 111(0) 87(16) 73(1) 58(6) 47(2) 41(1) 34(5) 14(18) 0(14)




Gefitinib adyuvante CPCNP EGFRmut+: CTONG 1104/Supervivencia

Post Hoc analysis: the OS for the duration of adjuvant gefitinib

Overall Survival (%)

The duration of gefitinib
< 18 months

=18 months

Events/N Median (m .95% CI)
22/34 35.7(25.7-NC)
30/72 NR (64.0 - NC)

Hazard ratio (95% CI) = 0.38 (0.22 — 0.66)

P <0.001

Number at Risk (number censored)

<18m 34(0)
>18m 72 (0)

12 36 48
Time (months)

31(0) 21(2) 13(2) 9(0) 9(0) 9(0)
72 (0) 67 (0) 54(3) 46(1) 40(2) 34(4) 1

Post Hoc analysis:
the subsequent treatment for the disease progression

0(6)
3(19)

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%
0%

31.5%

= *Subsequent TKI in G group:
57.2% gefitinib/erlotinib/icotinib
o osimertinib
o others
85.7% received 1 EGFR TKI
10.7% received 2 EGFR TKIs
== = = 3.6% received 3 EGFR TKIs

N
\ 31.6%
\
\

Gefitinib (n = 111)  Events for DFS in

Events for DFS

gefitinib (n = 76)

On follow up B Subsequent TKI

#Subsequent TKI in VP group:
74.3% gefitinib/erlotinib/icotinib

afatinib/dacomitinib
simertinib

%o others

82.9% received 1 EGFR TKI

14.3% received 2 EGFR TKIs

. 2.8% received 3 EGFR TKIs

\
\ | 26.4%

\

Events for DFS in
VP (n = 68)

VP (n=111)

B Subsequent other treatments Without subsequent treatments

Best response for the subsequent TKis

A. Response of all subsequent TKls

42.8%
35.7%

G group G group G group VP group VP group VP group
(n=13) (n=10) (n=5) (PR = 8) (n=15) (n=12)

Osi: osimertinib

60%

50%

40%

30%

20%

10%

0%

B. Response of subsequent osimertinib

55.6%

OsiinG (n=9) Withoutosiin G Osi in VP Without osi in VP
(n=19) (n=6) (n=29)

Post Hoc analysis: OS for subsequent treatments

Overall Survival (%)

Number at Risk
(number censored)

Subsequent TKI in G (A)

Other subsequent treatments in G (B)

Without subsequent treatment in G (C)
- Subsequent TKI in VP (D)
- Other subsequent treatments in VP (E)
-l Without subsequent treatments in VP (F)

Group Events /N Median (m, 95% CI)

13/28 NR (65.9 - NC)
19/24 353 (31.7-594)
20/24 28.7 (23.8 — 40.8)
21/35 62.8 (40.5 -NC)
10/15 49.5 (34.7 —-NC)
17/18 15.6 (10.0 —24.2)

0 12 24 36 48 60
27(0) 26(0) 23(0) 20(1) 18(0)
23(0) 18(0) 11(0) 7(0) 6(0)
23(0) 15(0) 0) 4(1) 3(0)
34(0) 31(0) 24(0) 19(1) 17(0)
14(0) 12(0) 9(1) 6(1) 3(0)
12(0) 40) 2(1) 0(0) 0(0)

72
17(0)
5(0)
3(0)
14(1)
2(1)

0(0)

84
7(7)
4(1)
0(3)
5(7)
2(0)
0(0)

96 p<0.001
0(7)
0(4)
0(0)
o(5)
0(2)
0(0)




