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PACIFIC: study design

Phase 3, randomised, double-blind, placebo-controlled, multicentre, international study’

¢ Unresectable, Stage Il NSCLC
without progression after

Durvalumab

10 mg/kg g2w for up to 12 months

definitive platinum-based cCRT N=476 Primary endpoints
(22 cycles) 1-42 days ¢ PFS by BICR using
post-cCRT N=713 randomised RECIST v1.1T
¢ 18 years or older ¢+ OS

¢+ WHO PS score 0 or 1

2:1 isati
randomisation Key secondary endpoints

+ If available, archived pre-cCRT
tumour tiss,ue for PD-II)_1 stratified by age, sex ' (b)RIS,CIIDQOR and TTRM
. and smoking history y , .
testing* ¢ PFS2 by investigator
+ Safety
¢ PROs

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

*Using the Ventana PD-L1 (SP263) assay; Tdefined as the time from randomisation 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; DoR, duration of response; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;
PFS2, time to second progression; PRO, patient-reported outcome; g2w, every 2 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; TTDM, time to death or distant
metastasis; WHO PS, World Health Organization performance status

congress
MUNICH m g 1. Antonia SJ, et al. N Engl J Med 2017;377:1919-29
2018 ClinicalTrials.gov number: NCT02125461



PACIFIC: PFS and OS in the ITT population

PFS (BICR)'

Median PFS (95% CI)

months

Durvalumab

16.8 (13.0-18.1)

1.0
0.9 — Placebo 5.6 (4.6-7.8)
» 0.8
a 0.7
S 06
E 0.5 — ! Durvalumab
o 0.4 | |
Q _ . |
2 03 PFSHR=052 | ,
029 | 95%Cl, 0.42-0.65 | !
0.1 P<0.001 ! !
0.0 | | | : | ! | | |
0 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
No. at risk
Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0

0s2*

Probability of OS

No. at risk

Median OS (95% CI)
months

Durvalumab NR (34.7-NR)

Placebo 28.7 (22.9-NR)

Durvalumab

Placebo

OS HR = 0.68
99.73% Cl, 0.47-0.997t |
P=0.0025 :

| | | | | | | ; | | | | | T ]

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomisation (months)

Durvalumab 476 464 431 415 385 364 343 319 274 210 115 &7 23 2 0 0

Placebo 237

*Median duration of follow-up was 25.2 months (range 0.2-43.1); tadjusted for interim analysis

Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat; NR, not reached

2018

220 198 178 170 155 141 130 117 78 42 21 9 3 1 0

1. Antonia SJ, et al. N Engl J Med 2017;377:1919-29;
2. Antonia SJ, et al. N Engl J Med 2018; Epub Sep 25
PFS DCO: 13 February 2017; OS DCO: 22 March 2018



PFS and OS by subgroup (ITT)

PFS (BICR)

0os

No. of events / No. of patients (%)

No. of events / No. of patients (%)

HR (95% CI)

Durvalumab

HR (95% CI)

Durvalumab

All patients H@- I 214/476 (45.0) __157/237 (66.2) —@— 183/476 (38.4) ___ 116/237 (48.9)
Sex Male [ I 155/334 (46.4)  111/166 (66.9) —o— 141/334 (42.2) 80/166 (48.2)
Female —e— I 59/142 (41.5) 46/71 (64.8) ———— 42/142 (29.6) 36/71 (50.7)
Age at randomisation  —23ears e ' 108/261 (41.4) _ 91/130 (70.0) —e— | 89/261 (34.1) 58/130 (44.6)
>65 years e, 106/215 (49.3) _ 66/107 (61.7) —e— 94/215 (43.7) 58/107 (54.2)
Smoking status Smoker @ I 197/433 (45.5)  140/216 (64.8) o | 169/433 (39.0)  103/216 (47.7)
Non-smoker —e— | 17/43 (39.5) 17/21(81.0) * | 14/43 (32.6) 13/21 (61.9)
Disease stage Stage IIIA —e— I 108/252 (42.9)  82/125 (65.6) —e— | 101/252 (40.1) 70/125 (56.0)
9 Stage IIIB —o— 1 104/212 (49.1) _ 72/107 (67.3) —e—1H 79/212 (37.3) 44/107 (41.1)
Tumour histologic Squamous —eo— 1 117/224 (52.2)  66/102 (64.7) —eo—! 103/224 (46.0) 56/102 (54.9)
type Non-squamous e ! 97/252 (38.5) _ 91/135 (67.4) —e— | 80/252 (31.7) 60/135 (44.4)
Brior definitive CT Cisplatin —e— I 115/266 (43.2) _ 87/129 (67.4) —e— | 94/266 (35.3) 64/129 (49.6)
Carboplatin —— 91/199 (45.7)  65/102 (63.7) ——e—— 84/199 (42.2) 47/102 (46.1)
Best responss to CR NA* | 219 (22.2) 4/7 (57 1) NA*| 219 (22.2) 317 (42.9)
orior treatment PR —e— I 99/232 (42.7) __ 72/111 (64.9) —e— 83/237 (35.0) 50/112 (44.6)
SD F—eo— J 108/222 (48.6) _ 77/114 (67.5) —e—1 93/223 (41.7) 61/115 (53.0)
Positive [ * ! 17/29 (58.6) 11/14 (78.6) NA*| 10/29 (34.5) 6/14 (42.9)
EGFR status Negative —eo— K 131/315 (41.6)  112/165 (67.9) —e— | 117/317 (36.9) 80/165 (48.5)
Unknown —e— 66/132 (50.0) 34/58 (58.6) e 56/130 (43.1) 30/58 (51.7)
PDL1 status >25% —e—— ] 48/115 (41.7) 31/44 (70.5) —— | 37/115 (32.2) 23/44 (52.3)
(pre-specified) <25% —e— | 85/187 (45.5) __ 68/105 (64.8) —et— 74/187 (39.6) 41/105 (39.0)
Unknown —e— | 81/174 (46.6) 58/88 (65.9) —e— 1 72/174 (41.4) 52/88 (59.1)
CD-L1 status >1% —e— : 84/212 (39.6) 59/91 (64.8) —e—1 | 70/212 (33.0) 45/91 (49.5)
(post-hoc) 1-24% e 36/97 (37.1) 28/47 (59.6) ——— 33/97 (34.0) 22/47 (46.8)
<1% —e—, 49/90 (54.4) 40/58 (69.0) 41/90 (45.6) 19/58 (32.8)
| | | | | | | |
0.25 0.5 1.0 2.0 0.25 0.5 1.0 2.0

Durvalumab better

Durvalumab better

CR, complete response; EGFR, epidermal growth factor receptor; NA, not applicable PR, partial response; SD, stable disease

2018

*Not calculated if subgroup has <20 events
PFS DCO: 13 February 2017; OS DCO: 22 March 2018




OS by PD-L1 TC 21% and <1%

0S by PD-L1 TC 21%

OS by PD-L1 TC <1%

No. events / No. events /
No. patients Median OS No. patients Median OS
(%) (95% Cl), mo (%) (95% Cl), mo
Durvalumab, 21%  70/212(33.0)  NR (NR, NR) Durvalumab, <1%  41/90 (45.6) NR (20.8, NR)
10 - Placebo, 21% 45/91 (49.5)  29.1 (17.7 NR) 10 - Placebo, <1% 19/58 (32.8)  NR (27.3, NR)
' 21% OS HR 0.53 (95% Cl, 0.36, 0.77) ' <1% OS HR 1.36 (95% Cl, 0.79, 2.34)
0.9 0.9
- 0.8 " 0.8
O 07- Durvalumab, 21% O 07+ Placebo, <1%
L L L TN I | !
© 0.6 © 06— ‘
£ e
= 051 = 0.57 Durvalumab, <1%
§ 04 - e § 04 - urvalumab, <1%
S 03 Placebo, 21% S (03-
o o
0.2 1 0.2 -
0.1 7 0.1 1 Difference in RMST (95% CI): —0.6 months (-3.4, 2.3)
0.0 T T T T T T T T T T T T T 1 0.0 T T T T T T T T T T T T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk
Durvalumab, 1% 212 208 193 187 178 171 165 156 134 105 62 34 12 1 0 0 Durvalumab,<1% 90 88 84 81 72 65 56 50 45 35 20 7 3 0 0 O

Placebo, 21% 91

81 75 67 64 58 52 46 41 29 17 7 5 2 0 0

Placebo, <1% 58

56 47 45 44 43 40 36 35 21 11 8 3 1 1 0

¢+ In the PD-L1 TC <1% subgroup, the number of events are low and overall the subgroup is small
RMST, restricted mean survival time

2018

+ Imbalances in baseline characteristics

PFS DCO: 13 February 2017; OS DCO: 22 March 2018



Impact of preceding chemotherapy and radiation dose

PFS (BICR)

oS

HR (95% Cl)

No. of events / No. of patients (%)

HR (95% CI)

No. of events / No. of patients (%)

Durvalumab

Durvalumab

|
]
ITT?"2 |—.—| : 214/476 (45.0) 157/237 (66.2) —@— 183/476 (38.4) 116/237 (48.9)
Induction chemotherapy i
Yes —e— | 59/123 (48.0) 49/68 (72.1) F—e—— 53/123 (43.1) 34/68 (50.0)
No o | 155/353 (43.9) 108/169 (63.9) o I 130/353 (36.8) 82/169 (48.5)
Platinum i i
Cisplatin —e— | 115/266 (43.2) 87/129 (67.4) —o— | 94/266 (35.3) 64/129 (49.6)
Carboplatin —e— | 91/199 (45.7) 65/102 (63.7) —o+ 84/199 (42.2) 47/102 (46.1)
Taxane : :
Yes —o— | 97/207 (46.9) 72/112 (64.3) |—0—|| 80/207 (38.6) 51/112 (45.5)
No —e— | 117/269 (43.5) 85/125 (68.0) —o— | 103/269 (38.3) 65/125 (52.0)
Etoposide : :
Yes —e— I 49/117 (41.9) 34/52 (65.4) ———e——1 43/117 (36.8) 32/52 (61.5)
No @ | 165/359 (46.0) 123/185 (66.5) |—Q—| 140/359 (39.0) 84/185 (45.4)
Vinorelbine I I
Yes —e— : 58/124 (46.8) 42/59 (71.2) I—O—:—| 48/124 (38.7) 27/59 (45.8)
No o I 156/352 (44.3) 115/178 (64.6) —o— I 135/352 (38.4) 89/178 (50.0)
Dose of radiotherapy | |
<60 Gy | | 16/38 (42.1) 11/15 (73.3) ® { | 15/38 (39.5) 11/15 (73.3)
60-66 Gy @ : 187/407 (45.9) 130/202 (64.4) —o—i ! 160/407 (39.3) 96/202 (47.5)
>66 Gy } | 10/30 (33.3) 15/19 (78.9) NA* : - -
025 0.5 1 2 025 05 1
< . . < . .

Durvalumab better Durvalumab better

*Not calculated if subgroup has <20 events

CONZress 1. Antonia SJ, et al. N Engl J Med 2017;377:1919-29;
MUNICH M 2. Antonia SJ, et al. N Engl J Med 2018; Epub Sep 25
2018 PFS DCO: 13 February 2017; OS DCO: 22 March 2018



Improved outcomes irrespective of time from radiation

PFS (BICR) oS
HR No. of events / No. of patients (%) HR No. of events / No. of patients (%)
(95% Cl) Durvalumab (95% Cl) Durvalumab
ITT"2 |—‘—| : 214/476 (45.0) 157/237 (66.2) @ : 183/476 (38.4) 116/237 (48.9)
| 1
Time from last | |
radiotherapy to I I
randomisation : :
<14 days —e— I 50/120 (41.7) 46/62 (74.2) —eo— I 39/120 (32.5) 35/62 (56.5)
214 days —— | 164/356 (46.1) 111/175 (63.4) —&—H 144/356 (40.4) 81/175 (46.3)
I T i 1 I T i 1
~ 0.25 0.5 1 2 ~ 0.25 0.5 1 2
) Durvalumab better ) Durvalumab better
TTDM (BICR) ORR (BICR)
HR No. of events / No. of patients (%) %
(95% Cl) Durvalumab Durvalumab
ITT? 0.52 (0.39, 0.69) 131/476 (27.5) 98/237 (41.4) 28.4 16.0
Time from last radiotherapy to randomisation
<14 days 0.33 (0.20, 0.55) 30/120 (25.0) 34/62 (54.8) 34.2 16.4
214 days 0.70 (0.51, 0.95) 101/356 (28.4) 64/175 (36.6) 26.5 15.8

CONZress 1. Antonia SJ, et al. N Engl J Med 2017;377:1919-29;
MUNICH m 2. Antonia SJ, et al. N Engl J Med 2018; Epub Sep 25
2018 PFS, TTDM and ORR DCO: 13 February 2017; OS DCO: 22 March 2018



Similar toxicity profiles regardless of time from
radiation

<14 days 214 days
Durvalumab Placebo Durvalumab Placebo
(N=120) (N=60) (N=355) (N=174)
Any-grade all-causality AEs, n (%) 118 (98.3) 57 (95.0) 342 (96.3) 165 (94.8)
Grade 3/4 37 (30.8) 18 (30.0) 108 (30.4) 43 (24.7)
Outcome of death 6 (5.0) 7 (11.7) 15 (4.2) 8 (4.6)
Leading to discontinuation 16 (13.3) 9 (15.0) 57 (16.1) 14 (8.0)
Serious AEs, n (%) 36 (30.0) 20 (33.3) 102 (28.7) 34 (19.5)
Any-grade pneumonitis/radiation pneumonitis, n (%) 47 (39.2) 10 (16.7) 114 (32.1) 48 (27.6)
Grade 3/4 5(4.2) 1(1.7) 12 (3.4) 5(2.9)
Outcome of death 0 2 (3.3) 5(1.4) 3(1.7)

Patients with multiple AEs are counted once at the maximum reported CTCAE grade

ERIESMD
2018

22 March 2018



Am;:ﬁi::m"J Pneumonitis Fibrosis
Hours Days Weeks Months Years
1= 5 ——
Initial Response Acute Phase Chronic Phase
Initial Damage Damage - Inflammation - Repair - Remodeling
DNA Damage
Free Radicals
Apoptosis Mitotic Cell Death
DAMP, Cytokines, Chemokines, Growth Factors, activated fibroblasts
Vascular leakage Hypoxia
Microenvironmental Changes
Leukocyte Infiltration Immunomodulation
ESEETIE TN et | T2 T
Roleor il X
T ILC?
it tsers | Treg B cells ?

congress
m Wirsdorfer et al. Front Immunol 2016



RNA Seq tumor vs. surrounding
lung (primary resection NSCLC)

Validation data set. n= 1122 with tumor and lung samples

Differential expression Validation set

tumor vs. lung CTLA-4 PD-1 < PD-L1 > PD-L2 VEGFR1 VEGFR2 VEGFR3 HGF MAGEA3 MUC1 MET HER2 KIT EGFR
Overall 0512 0,565 1,288 1,694 1,658 2,205 2,262 1,088 0,504 0451 1018 0,562
Adenocarcinoma 0,474 0,523 1,535 1,784 1,443 1,466 2,309 1,747 0,636 0,364 0,678 0,72 0,427
Squamous carcinoma 0,556 0,615 1,612 1,949 3,211 3,775 0,816 0,338 1,742 0,823
Active smokers 0295 0477 Co0907 D 1,107 1,371 2,297 1,7 0527 0537 1035 0455
Ex-smokers 0,499 0,602 1,362 1,913 1,883 2,157 0,908 0,496 0,506 1,185 0,514
CRP > 5,0 mg/L

CRP < 5,0 mg/L

FEV1/FVC = 70% 0,555 0,681 1,455 1,593 1,522 1,455 1,615 0,941 0,528 0,622 0,872 0,465
FEV1/FVC < 70% 0,194 0,36 0,894 2,001 1,303 2,1 2,133 1,175 0,527 0,414 0,595 0,547
Males 0,567 0,594 1225 1,643 1687 | 2,722 2,649 1,378 0512 0406 1,034 0,575
Females 0,445 0,524 1,39 1,761 1,607 1,708 1,816 0,79 0,484 0543 0,975 0,536
Age =70 years 0,563 0,645 1,258 1,561 1,859 2,474 2,534 1,063 0,537 0,432 0,975 0,528
Age <70 years 0,471 0,517 1,355 1,838 1,578 2,036 2,785 2,159 1,095 0,471 0,445 1,06 0,564
LEGEND

Fold change non- F

malignant lung / tumor | 0 1

Similar PD-L1 expression in non-malignant lung tissue and tumor
in active smokers

Ccongress
m Reynders et al. Radiat Oncol 2018




cLINIC

PACIFIC

Table 3. Adverse Events of Any Cause.

Event Durvalumab (N=475) Placebo (N=234)

Any Grade# Grade 3 or 4 Any Grade®

number of patients with event (percent)

Any event 460 (96.8) 142 (29.9) 222 (94.9)
Cough 168 (35.4) : 59 [25. 2}
Pneumonitis or radiation pneumur@ @ @ 58 {24 3}

Fatigue 113 (73 B)

Diarrhea 87 (18.3) 44 (13.8)
Pyrexia 70 (14.7) 21 (9.0
Decreased appetite 63 (14.3) 30 (12.8)
Nausea 66 (13.9) 0 31 (13.2)
Pneumonia 62 (13.1) 21 (4.4) 18 (7.7)
Arthralgia 59 (12.4) 0 26 (11.1)
Pruritus 58 (12.2) 0 11 (4.7)
Rash 58 (12.2) 1(0.2) 17 (7.3)
Upper respiratory tract infection 58 (12.2) 1(0.2) 23 (9.8)
Constipation 56 (11.8) 1(0.2) 20 (8.5)
Hypothyroidism 55 (11.6) 1(0.2) 4(L7)
Headache 52 (10.9) 1(0.2) 21 (9.0
Asthenia 51 (10.7) 3 (0.6) 31(13.2)
Back pain 50 (10.5) 1(0.2) 27 (11.5)
Musculoskeletal pain 39 (8.2) 3 (0.6) 24 (10.3)
Anemia 36 (7.6) 14 (2.9) 25 (10.7)

Grade 3 or 4

61 (26.1)
1 (0. 4}

2 (0.9)
0

9 (3.8)
0

0
0
0
0

0
2 (0.9)
1(0.4)
1(0.4)
1(0.4)
8 (3.4)

Antonia et al. New Engl J Med 2017




ETOP NICOLAS phase Il trial

Single-arm phase Il trial assessing the safety and efficacy of the administration of nivolumab consolidation to standard

Screening, eligibility

and enrolment
Stage chemo
A /B cycle 1

NSCLC

first-line chemo-RT in unresectable locally advanced stage I11A/B NSCLC.

e Primary safety evaluation

Pneumonitis-free rate of grade23 at 6 months post-RT

Hy: 1,$67% vs H,: 1;>85%
chemo | chemo n=41 (1-sided alpha=5%, power=83%)
Success Rule: up to 8 events

cycle 2| cycle3

Radiotherapy

N T ) B A

Nivolumah: 360 mg Q3W 4 doses, followed by 480 mg Q4W up to 1 year ‘

Whole body
FDG-PET

[ [ ]

H CT scans year 1: every 9 weeks, year 2: every 12 weeks, beyond 2 years: every 6 months “...until PD

Sequential administration of chemo-RT was Hierarchical design:
allowed before amendment for efficacy

2018

ASCO 2018 - ETOP NICOLAS trial



Table 1: Patient baseline characteristics

Interim cohort

(N=21)
Gender
Male 13 (61.9%)
Female 8 (38.1%)
Smoking history
Current -
Former 19 (90.5%)
Never 2 (9.5%)
Missing
ECOG Performance status
0 11 (52.4%)
1 10 (47.6%)
Missing -
Histology
Non-squamous 12 (57.1%%)
Squamous 9 (42.9%%)
Missing -
Stage
lla 9 (42.9%)
b 12 (57.1%)
Missing -
Age (years)
Median (Min-Max) 62 (43 - 76)

Total cohort

(N=62)

42 (67.7%)
20(32.3%)

15 (24.2%)
43 (69.4%)
3 (4.8%)
1(1.6%)

27 (43.5%)
34 (54.8%)
1(1.6%)

24 (38.7%)
21 (33.9%)
17 (27.4%)

21 (33.9%)
40 (64.5%)
1(1.6%)

62 (41 - 78)

2018

<&

Up to February 20, 2018, 62 patients have been
recruited (median follow-up 6.6 months, 95%

Cl: 5.6, 7.8)

Safety cohort: 58 patients (with >1 dose of trial

treatment)

o 52 (89.7%) have experienced an adverse

event (AE)

o 24 (41.4%) have experienced a serious

adverse event (SAE)

No unexpected AEs or increased safety risk were

observed.

The most frequently observed AEs are:

o Fatigue: N=24 (41.4%)

o Anemia: N=24 (41.4%)

o Nausea: N=18 (31.0%)

ASCO 2018 - ETOP NICOLAS trial



The ETOP NICOLAS phase Il trial: Results of the Interim Safety Analysis

¢ Interim safety analysis (September 19, 2017)
Among the 21* patients reaching 3 months follow-up after completion of RT
- NO pneumonitis grade>3 was observed
Thus:
— Safety is proven
— Accrual continues to the total of 74 evaluable patients to assess efficacy of

- The 1-year PFS endpoint — Expected to be evaluated in 2019, Q3

* concurrent chemo-RT schedule: 18 pts

MUNICH CONZress
2018 ASCO 2018 - ETOP NICOLAS trial



ETOP NICOLAS phase Il trial: Results: Adverse events

Table 2: Adverse events for the safety cohort (N=58 patients)

Characteristic

Anemia

Neutrophil count
decreased

Febrile neutropenia

Heart failure
Pericarditis

Nausea
Dysphagia
Esophagitis
Enterocolitis

Esophageal fistula

Fatigue
Pain
Fever

AlMalaise
SAEs are presented.

2018

Grade 1/2 Grade 3 Grade 4

(177/376) (43/50) (15/15)

21(36.2%) 3 (5.2%) -

7 (12.1%) 4 (6.9%) 9 (15.5%)
- 5(8.6%) 1(1.7%)

1(1.7%) - -
1(1.7%) - -

17 (29.3%) 1 (1.7%) -

14(24.1%) 1(1.7%) -
9(15.5%) 3(5.2%) -
- 1(1.7%) -

21(36.2%) 3(5.2%) -

9(15.5%) 1(1.7%) -
8(13.8%) 1(1.7%) -
3(5.2%) - -

N of which

Grade 5 T

(3/3)

SAE

1G3
2G4
5G3/1G4

1G2
1G2

1G2/1G3

1G3
1G3

1G5

1G3
3G2
2G2

Grade 1/2 Grade3 Grade4 Grade5 N of which

Characteristic became SAE

(177/376) (43/50) (15/15) (3/3)

Bronchial infection 6 (10.3%) 1 (1.7%) - -

1G3
Lung infection 4 (6.9%) - - - 1G2
_Cathe.ter related ) 1(1.7%) ) ) 1G3
infection
Sepsis - - 1(1.7%) - 1G4

White blood cell & 6(10.3%) 2(3.4%) 1(1.7%) -
Lymphocyte count W - 5(8.6%) 1(1.7%) -
Platelet count ¥ 5 (8.6%) - 1(1.7%) -
Lipase N 1(1.7%) 1(1.7%) 1(1.7%) -

Hyponatremia 1(1.7%) 1(1.7%) - - 1G3

2

Stroke - (3.4%)

1(1.7%) 1G3/2G5

Dyspnea 11 (19.0%) 1 (1.7%) - - 1G2/1G3
6
. o )
Pneumonitis 13 (22.4%) (10.3%) 2G2/6G3
Cough 18(31.0%) - - -
Pulmonary fibrosis - 1(1.7%) - - 1G3
Respiratory 1 (1.7%) ) ) ) 1G2

insufficiency




l ﬁ SL : g & L IASLC 19th World Conference on Lung Cancer
‘-‘f“*"" QZ‘: September 23-26, 2018 Toronto, Canada

INTERNATIONAL ASSOCIATION FOR THE STUDY OF LUNG CANCER WCLC2018.1ASLC.ORG H#WCLC2018

PFS and OS Beyond 5 years of NSCLC
Patients with Synchronous Oligometastases
Treated in a Prospective Phase Il Trial (NCT

01282450)

Dirk De Ruysscher’!, Rinus Wanders', Lizza Hendriks?, Angela Van Baardwijk', Bart
Reymen’, Ruud Houben', Gerben Bootsma?, Cordula Pitz*, Anne-Marie C. Dingemans?

"Maastricht University Medical Centre, Maastricht/Netherlands, 2Maastricht University Medical Center,
Maastricht/Netherlands, 3Zuyderland MC, Heerlen/Netherlands, 4Laurentius MC,
Roermond/Netherlands

WCLC

Dirk De Ruysscher, Maastro clinic, The Netherlands



l A SLC & l IASLC 19th World Conference on Lung Cancer
. ¢ 32 «j September 23-26, 2018 Toronto, Canada

INTERNATIONAL ASSOCIATION FOR THE STUDY OF LUNG CANCER WCLC2018.1ASLC.ORG #WCLC2018

Background: Long-term OS and PFS in patients with synchronous
oligometastases is largely unknown from prospective trials

Figure 2. Analysis of Progression-Free Survival

A 100+
100 —— Local consclidative therapy
— Maintenance treatment
754
£ 754 _
] 2 504
% g SABR plus maintenance
G e +
l.% 50+ 254 + T
5 +
i Maintenance only
g" | | [] T T T T 1
E 25 0 100 200 300 400 500
— Time, d
No. at risk
SADR plus
0 | , | maintenance 14 12 6 3 1
0 12 24 36 Maintenance only 15 8 1 1 1
Number at risk
(number censored) Log-rank testing reveals a statistically significant benefit in progression-free
Local consolidative therapy 24 (0) 8(6) 2(3) 0(1) survival for SAbR-plus-maintenance chemotherapy (hazard ratio, 0.304; 95%
Maintenance treatment 24 (0) 2(6) 0@ 0(0) Cl, 0.113-0.815; P = .01). SAbR indicates stereotactic ablative radiotherapy.
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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 WCLC

De Ruysscher et al. ] Thorac Oncol 2012
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Age (yrs) (mean + SD) (range)
Sex
Male
Female
Comorbidity (modified Charlson)
None
1
2
WHO performance status
0
1
2
Pathology
Adenocarcinoma

Large cell carcinoma

Large cell neuro-endocrine carcinoma

Non-small-cell lung cancer (NOS)

Undifferentiated carcinoma

Squamous cell carcinoma

62.1+9.2 (44-81)

18 (46.2%)
21 (53.8%)

18 (46.2%)
20 (51.3%)
1 (2.6%)

12 (30.8%)
26 (66.7%)
1 (2.6%)
13 (33.3%)
(17.9%)
(2.6%)
(20.5%)
(5.2%)
(

3
7
|
8
2
8 (20.5%)

&3

De Ruysscher et al. ] Thorac Oncol 2012

i IASLC 19th World Conference on Lung Cancer

September 23-26, 2018 Toronto, Canada

WCLC2018.IASLC.ORG
Local stage (ignoring M1 status)

Localization metastasis
Adrenal gland
Bone
Gastro-hepatic ligament
Liver
Lung
Lymph node
Muscle
Ovary
Pleura
Number metastases

CO

3

#WCLC2018

4(10.3%)
6 (15.4%)
9(23.1%)
0(51.3%)

4 (10.3%)
7(17.9%)
17 (43.9%)
.6%)
2.6%)
2.6%)
5.1%)
5.1%)

2.6%)
1.7%)

— e e e e e

34 (87.2%)
4 (10.3%)
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Updated OS and PFS
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 %
5 year 7.7 % 7.7 %
6 year 9.1 % 2.5% WCLC

De Ruysscher et al. ] Thorac Oncol 2018



Local Consolidative Therapy (LCT) Improves Overall
Survival (OS) Compared to Maintenance
Therapy/Observation in Oligometastatic Non-Small Cell
Lung Cancer (NSCLC): Final Results of a Multicenter,
Randomized, Controlled Phase 2 Trial

Daniel R. Gomez, MD, Chad Tang, MD, Jianjun Zhang, MD, PhD, George R. Blumenschein Jr, MD, Mike Hernandez,
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*Dr. Swisher and Dr. Heymach contributed equally to this project.
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Overall Survival
Median 17.0 months

1.00
l
1

.| 'y, 55 MT/O[HR=0.40, 95% ClI
| ... i 10.1-39.8, P=0.017] vs.
41.2 months LCT [95%
w 4 Cl 18.9—not reached]

Time in Months

Number at risk
LCT: 25 21 17 12 7 1
MT/O: 24 15 11 6 1 0

O @ #rstrRO18

2018 ANNUAL MEETING | HENRY B. GONZALEZ CONVENTION CENTER | SAN ANTONIO



Subgroup

Overall

Nodal Status
MO/
MNZ2INI

No. Mets after Chemo
Oto1
2t03

First Line Chemo
PR/CR
sD

CNS Mets
Mo

Yes

No. of Patients (%)

49 (100)

23 (46.9)
26 (53.1)

31 (63.3)
18 (36.7)

18 (36.7)
31 (63.3)

36 (73.5)
13 (26.5)
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O @ #rstrRO18




SABR-COMET Schema

primary tumor site, meeting inclusion criteria

[ Patients with up to 5 metastatic lesions from any ]

RANDOMIZATION

(1:2 ratio of randomization to Arm 1 vs. Arm 2)

|

l

) It
ARM 1: STANDARD OF CARE ARM 2: STANDARD OF CARE + SABR

Palliative RT to any symptomatic sites SABR to all sites of known disease
Further chemotherapy at discretion of Further chemotherapy at discretion of
medical oncologist medical oncologist

v, .

v v
FOLLOW-UP FOLLOW-UP

JI

)
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Main Inclusion Criteria

« Controlled primary tumor
 defined as: at least 3 months since original tumor treated definitively, with no
progression at primary site

« Up to 5 hematogenous metastases
 Maximum 3 metastases in any single organ system

« All sites of disease safely treatable

Western
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Baseline Characteristics

Between February 2012 and August 2016, 99 patients were randomized at
centres in Canada, Scotland, Netherlands and Australia

Characteristic All Patients Control Arm SABR Arm
- (n=99) (n=33) (n=66)
Age — median, (min, max) 68 (43, 89) 69 (44, 87) 67 (43, 89) 0.494
Sex — n(%) 0.772
Male 59 (59.6) 19 (57.6) 40 (60.6)
Female 40 (40.4) 14 (42.4) 26 (39.4)
Site of Original Primary Tumor — n(%) 0.204
Breast 18 (18.2) 5(15.2) 13 (19.7)
Colorectal 18 (18.2) 9 (27.3) 9 (13.6)
Lung 18 (18.2) 6 (18.2) 12 (18.2)
Prostate 16 (16.2) | 2(6.1) 14 (21.2) |
Other 29 (29.3) 11 (33.3) 18 (27.3)

AAAAAAAAAAAAAAAA
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Baseline Characteristics

Number of Metastases — n(%)

S W IN =

5

Location of Metastases — n(%)

Adrenal
Bone
Liver
Lung
Other

Characteristic

All Patients

(n=99)

42 (42.4)

32 (32.3)

18 (18.2)
4 (4.0)
3(3.0)

9 (4.7)
65 (34.0)
19 (10.0)
89 (46.6)

9 (4.7)

Control Arm SABR Arm
(n=33) (n=66)
12 (36.4) 30 (45.5)
13 (39.4) 19 (28.8)
6(18.2) 12 (18.2)
2(6.1) 2 (3.0)
0 (0.0) 3(4.6)
2(3.1) 7 (5.5)
20 (31.3) 45 (35.4)
3(4.7) 16 (12.6)
34 (53.1) 55 (43.3)
5(7.8) 4 (3.2)

0.591

0.181

estern
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Overall Survival

100
90-

~ S Median OS

= Wr

é :g' "H L"'I SABR Arm Control Arm: 28 months

» 40' - 1 146% | (95% CIl: 19-33 months)

3 22' : y24% SABR Arm: 41 months
10‘ Control Arm (95% CI: 26 months to ‘not reached’)
8 stratified log-rank test: p = 0.09

0 i 2 3 4 5

Time (Years)
Number at risk:
Control 33 28 12 2 2
SABR 66 53 29 15 7 1
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