Systemic therapy in Operable
NSCLC- role for CPI in this setting?




Outline

* Why — What is the need for systemic therapy in operable NSCLC ?

e What —
e Available evidence for adjuvant and neo-adjuvant chemotherapy
e Available evidence for adjuvant and neo-adjuvant CPI

e Ongoing trials

e When- Can we choose ?



Surgery alone does not cure most NSCLC

NSCLC SURGICAL STAGE AND PROGNOSIS v

surgical stage (6th ed) | 5-year survival (%) local relapse (%) distant
Surgical Survival (%) Relapse (%)  /Relapse (%) 'A TTNOMO o7 10 1
stage S-vear local distant 1B T2ZNOMO 57 10 30
IIA TIN1MO 55
1IB T2N1MO 39 12 40
A 67 10 15 T3NOMO 38
IIA T3N1MO 25 15 60
IB 57 10 30 T1-3N2M0 23
A 55 12 40 distant failure more common than local relapse
micro-dissemination at time of surgery
8 39 12 40 >80% of relapses occur within 2 years of surgery
A 25 15 60

Mountain, Feld 84, Pairolera 84, Martini 80, Thomas 90, Scagliotti 2004

Pisters et al. JCO 23 (14): 3270-3278; 2005




o

1995 BMJ meta-analysis

iIncluded 14 trials (4357 patients) of adjuvant chemotherapy

change 5-yr

Drug category hazard ratio P survival

alkylating agents 1.15[1.04-1.27] 0.005 -9%

cisplatin based 0.87 [0.74-1.02] 0.08 9%

- alkylating agents detrimental (includes mitomycin and ifosfamide)
- cisplatin based therapy reduced risk of death by 13% (p=0.08)

- absolute benefit of 5% at Syr - not statistically significant

BMJ 1995;311:899-909
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a
adjuvant studies- IALT

. large study (n=1867; planned 3300) . showed survival benefit of 4.1% at 5
years

. 5yr OS 44.5% vs 40.4% (p<0.003)

- stage |-l (36% were stage |)

- allowed thoracic RT at discretion of
investigator . [ patients died due to

. cisplatin based (67% = 300mg/m?) chemotherapy

- Closed early due to slow accrual

Absolute survival benefit of 4.1% at 5 years

Le Chevalier N Engl J Med 2004,350:351-360
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2004-1ALT Overall Survival 1867 pts I-lli

100% HR= 0.86 [0.76-0.98] P<0.03
4.1% abs survival benefit at 5 yrs

Chemotherap

/

>

Control

0 1 2 3 4 5 Years

—932 779 624 450 308 181
—935 774 602 432 286 164

Arriagado, NEJM 350:351, 2004

At risk




JBR10: establishment of adjuvant chemotherapy as a standard of
care

- N =482, stage IB/ll
- cisplatin/vinorelbine versus no chemotherapy

- [ year study (July1994 - April 2001)

Absolute survival benefit of 15% at 5 years (p<0.011)

Winton N Engl J Med 2005,352:2589-97



JBR.10 - Overall Survival

Vin/Cis, Observation
*HR 0.7, p=0.012

HR 0.7 [.524-.923]

p=0.012 S year survival
59% vs.

4.0

Winton, ASCO 23:7018, 2004: NEJM 2005



CALGB 9633

- n=2344
. stage IB (T2ZNOMO) completely resected
- paclitaxel 200mg/m? + carboplatin AUCG6 for 4 cycles versus observation

. Sept. 1996 - suspended Nov 2003 after pre-planned interim analysis

Absolute survival benefit of 12% at 4 years but no

significant benefit at dyr
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ANITA

- n =840 patients
- stage IB (36%) to IlIA
- cisplatin/vinorelbine X 4 cycles versus observation

- allowed thoracic RT at discretion of investigator

Absolute survival benefit of 8.6% at 5 years

(8.4% at Tyr)

Douillard Lancet Oncology 2006 7(9).719-27



ANITA

n=840, Stage IB, I, lIIA with 43(30 P
complete resection, median follow Oﬂs
up time > 70 months

maintained at 7 years (8.4%)

51%

43%

Survival Distribution Function
=]

0.2
N avelbine-cisplatin MS 65.8m
MS 43.7Tm

HR 0.79 (0.66-0.95)
E— Observation

0 20 40 60 8o 100 120
months

Douillard Lancet Oncology 2006 7(9):719-27



ANITA overall survival by nodal involvement
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- benefit seen in N1, N2 patients not in node negative patients
Douillard Lancet Oncology 2006 7(9):719-27




THE CISPLATIN-BASED ADJUVANT CHEMOTHERAPY
META-ANALYSIS
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chemotherapy effect according to stage: LACE

cisplatin/vinorelbine os DFS
1888 pts. from 4 studies CHONY e nierss  MedReo  WRIMNCD [ LOCILL,  MemRuo e cy
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Stage |l 37T " | 074 (060081 424721 L 0 89 [0 57.0 83]
|
QS
. stage | HR 5yr benefit of 1.8% HR Stage lll  smae W1 | omosmos  sswe W ve20s0078
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- stage I 5:'1” benefit of 11.6% HR Chemotherapy effect: p < 0.001 Chemotherapy effect: p < 0.001
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Douillard J Thorac Oncol 2010 5: 220-2



Initial NACT

trials
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Preoperative chemotherapy for non-small-cell lung cancer: @ % ®
a systematic review and meta-analysis of individual =

participant data
WSCLE Meto-analysis Colloborative Group* m
Preoperative  Conbrod™ O-E Variance HIR (95% CI); p vahse
chemotherapy*
France 1990 813 813 0-12 397 - >
MD Anderson 1994 19428 2732 540 1119 -
Spain 1994 19429 27130 -5-28 465 - ‘e
MIF-91 1371179 146/176 -12-99 7022 e
SWIOG S5015 ET. 12/16 104 294 -— >
JEOG 9209 281 2531 2.5 1297 : - »>
Nethertands 2000 23/39 15/40 386 936 - v
Finkand 20073 1930 19/32 050 548 - >
MRC BLT 45 35 126 160 : »
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Articles
Adjuvant chemotherapy, with or without o—

postoperative radiotherapy, in operable non-
small-cell lung cancer: two meta-analyses of’
individual patient data

MSCLC Meta-analyses Collaborative Group
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Preoperative versus Postoperative Chemotherapy in
Patients with Resectable Non-small Cell Lung Cancer
Systematic Review and Indirect Comparison Meta-Analysis of
Randomized Trials

Eric Lim, MB, ChB, MD, MSc, FRCS,* Grace Harris, MBBS,* Amit Patel, MB, ChB, MRCS,*
Iki Adachi, MD,* Lyn FEdmonds, MCLIP,} and Fujian Song, BMed, MMed, PhD}

Study ID

Post-operative
Amiagada, 2004
Dwouillard, 2006
Endo, 2003

Feld, 1933
Imaizurmi (1), 2005
Imaizumi (2], 2008
Kato. 2004

ES (95% CI)

0.86 (0.76, 0.97)
0.76 (063, 0.92)

TABLE 3.
Preoperative Administration

Estimated 5-yr Survival Probability, Impact on Survival and Limits of the Difference Between Postoperative and

A
Favours chemotherapy

1

0
Fawours Control

Difference
: Postoperative Chemotherapy Preoperative Chemotherapy {Postoperative versus Preoperative)
341
Suorvival Lower Upper Lower Upper Upper Lower
Stage Reported Expected 095% C1 95% Cl1 Expected 95% Cl 95% CI Expected 5% Cl 05% Cl
A 73 T84 T6.4 80.3 T8.1 73.7 a8 —0.30 —4.23 4.51
IB 54 63.2 59.8 664 62.7 552 69.0 —0.51 =T7.20 T.68
1A 48 58.5 54.6 62.0 579 494 64.9 —0.58 —8.14 8.68
1B 38 50.5 45.9 54.7 49.8 39.7 58.2 —0.69 -0.7 10.35
IIA 25 40.1 345 453 39.3 27.0 494 =0.84 =11.75 12.52
[1113] 19 35.3 293 409 344 21.2 453 0.91 12.68 13.53
IV 21 36.9 31.0 423 36.0 23.1 46.7 .88 12.37 13.19
All numbers are given as a percentage. Bold font indicates the tumour stage for which the data is most applicable,
FAosell, 1999 —_— 0.47 (027,0.79) 1.79 60
Pislers, 2007 —— 0.83(061,1.13) 4.2 354
Sorensen, 2005 —_— 0.89(0.40,1.62) 1.4& 90
i, 2000 —— 0.48(024,000) 108 a4
Subtatal (l-squared = 31 6%, p = 0.155) Lol 081 (D67,0087) 2342
]
Hetercgenesity betwesan groups: p = 0805 !
Overall (l-squared = 23.1%, p=0.119) 0 0.80 (0.75,0.87)  100.00
NOTE: Wesghts are from random l:lfl:lv;h'- analysis : |



SR Surgery does not cure (in most NSCLC)

Chemotherapy is beneficial

e Improved DFS and OS

Timing of chemotherapy does not make a
difference (NACT vs Adjuvant)

e Absolute 5-year OS benefit 5%

Platinum containing regimens form the
backbone

summary




Pros and cons of pre-operative systemic therapy

Pros Cons
* Increased patient compliance * Delay in primary tumor control (resection)
—  97% (90% all 3 cycles) v 66.2% (61% all 3 —  Patients do not proceed to surgery
cycles) (Felip et al. JCO 2010) —  e.g. tumor progresses while on systemic therapy
* Potential nodal clearance of tumor with
down-staging * Increased surgical morbidity and mortality
. in vivo chemosensitivity testing of the —  Technical challenges due to treatment effect

chemothera py re gim en; (chemoRT, chemo, targeted, ICl)

* Leverage on reservoir of tissue resident
effector immune cells

*  Opportunity to adapt adjuvant strategies
based on in vivo response

*  Decreasing tumor size to allow more ready
resection

* Decreased surgical seeding

Does response or pathology CR rate mean anything in NSCLC?
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Pathological response predicts for survival

|Ea

Tumor Methodology
. Complete pathological response:
— 5% viable tumaor left i:.f..?_ e b seiained | | Mo ol vl turrsaur ool n sech e ﬂ:um,;
Framarm hancle hubiss o @ beaid o sl wiahde Turvmr ok i sach
= Major pathological response: s —— e
A s rewchual sishle
- 10% viable tumor é lurreour ol (5=
- A= B0y b
] 4 om e
Hazard ratio for death f— — @ @
1-10% 100
11-30% 2-51 {95% Cl 0.91-6.96)
31-50% 339 (95% C11-40-8.22)
51-70% 457 (95% C11.98-10.52)
71-100% 478 (95% C1 2-06-11-11)
Table 2: Percentage of residual viable tumour after neoadjuvant
chemotherapy relative to the risk of death

8-11% path CR rate
5-year survival significantly improved
(80% vs 56% without path CR p<0.01).

Hellmann et al. TLO 2014




REVIEW ARTICLE

JASLC Multidisciplinary Recommendations for
Pathologic Assessment of Lung Cancer Resection
Specimens After Neoadjuvant Therapy

Definition of Major
Pathologic Response (MPR)
and Complete Pathologic
Response (CPR)

Recommendation 6.

Definition of MPR.MPR is defined as the reduction
of viable tumor to the amount beneath an established
clinically significant cutoff based on prior evidence
according to the individual histologic type of lung
cancer and a specific therapy (Fig. 2ZA-D).

The historical Definition of MPR for all histologic
types of lung cancer is less than or equal to 10% of
viable tumor, with no viable tumor required for CPR.

MPR is calculated as the estimated size of viable tu-
mor divided by the size of the tumor bed. For the

JTO 2020



Rationale for neoadjuvant immunotherapy

A Re-axpansion and/or priming
Friming aned achrsation
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* Immunotherapy is generally
well tolerated compared to
chemotherapy

* Preclinical mouse studies with
long-term survivors observed in
those with expanded tumour-
specific CD8+ T cells

* Primary tumour can be

leveraged as antigen source for
expansion and activation of
tumour-specific T-cells and
systemic surveillance of
micrometastases



Studies of CPl in operable NSCLC



e Single arm CPI alone
e Single arm CPIl + Chemo
e RCT of chemo+ CPI OR Dual CPI



Primary endpoint
* PathCR
* EFS

pCR rate (%)

Checkmate 816

Chemo-lO as a neoadjuvant strategy

Key Eligibility Criteria

= Mewly dizgnosed, resectable,
stage I8 (= 4 cmj-1HA M30LE
(per THM 71 edition )

*  ECOG performance status 0-1

= Mo known sensitizing EGFR
mutations or ALK alterations

Stratified by

Stage (1B-11 vs 1HA),
PD-L1%{z 1% vs < 1%7), and sex
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Primary analysis population

MIVO 380 mg GIw

chemo? Qaw (3 cycles)

40 OR = 13,04 (99% €I, 3.45-55.75)
P < 00001
MiferEnce”
- 1148

mn
=]
2,20
——
HI¥D = chemo Chema
ORR: 54% vs 37%

Radialogic
restagieg
——
HIVD ¥ mg/kg QIW |
+ IP1 1 mg/hg {cyche 1
HI¥O + chemo?

Baprnsion in bamor ares
AR i Loy calls %)
]

L

i 10K wialde fussor cells

Surgery
{within &

weeks

Optignat | Foleup

post-
treatment)

adjuvant
chemn + RTE

with vishis tumor oell (%)
a B
1

Regrosion in Semir ea

H
|

Chemo®

Paceres in = 118

bcresging dept® of response

4 10E vinble tumor oells

PR iy B
1 bl daronr colin?

[

wAm nl:\-l'rlrrv
AW =ikl tomor orilil
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Forde et al. AACR 2021



Subgroup analysis

pCR® rate, % ctDNA clearance and pCR rates

Unweighted pCR
difference, %

HIVO + cherma Chemo Unweighted pCR difference, % (95% CI)

in =179 {n=17%)

Overall [N = 358) 14 2 ' - i 80

< 65 = 176) 7 0 H —_— 5 1

L £ E::: E: - 182) 21 4 | R — 7 With ctDNA clearance Without ctDMA clearance

Male (n = 255) 3 2 ' — 0

Fernale {n = 103) 8 2 ! _ 6

Morth Amarica {n = %1} 2 F 1 L R 0

Europe in = 66} 24 i ' —— 24 60

Asia [n = 177) 28 3 [ —_— 5 —_

Stage IB-I (n = 128) 16 5 , 1] & 46%¢

Stage A (n = 228) 13 1 ! - 1 &

Squamous (n = 182) 15 4 1 — 4 o]

Hon-squameus {n = 176) 13 0 ! —_— 13 ; 40 -
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PO-L1 = 50% {n = 80) a5 5 ) S a0
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Forde et al. AACR 2021



EFS and OS

100-
l}u_
Median
3 80 MNo.of  Event-free Survival
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0 3 6 9 12 15 18 21 24 2 I0 33 36 39 42
Months
No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 &7 74 41 34 13 6 3 0
Chemaotherapy alone 179 144 126 109 94 B3 75 61 52 26 24 13 11 4 O
100-prammy,
90
Nivolumab plus
80 chematherapy
70
&
T 50+ Chemotherapy alane i
= Median Overall
5 504 No. of Survival
= Patients  (95% CI)
o
g 40 Ll
[} Nivolumab plus 179 NR (NR—-MR)
304 Chemotherapy
Chemotherapy 179 MR (NR—MR)
20 Alone
Hazard ratio for death, 0.57
10+ (99.67% CI, 0.30-1.07)
P=0.008
0 T T T T T T T T T T T 1
[ 15 18 21 24 27 30 33 36 39 42 45 43
Months
Mo. at Risk

Nivolumab plus chemotherapy 179 176 166 163 156 148 146 143 122 101 72 43
Chemotherapy alone 179 172 165 161 154 143 133 123 108 80 59 4]
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NEOSTAR: phase Il study of induction checkpoint blockade for
untreated stage I-llIA NSCLC amenable for surgical resection
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| | | I

D1 D15 D29 Primary endpoint:
£10% viable tumor (MPR)

I I I

EVALUATION | CT,PET/CT cT Tumor
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NEOSTAR Trial Primary Endpoint: MPR rate

Overall ITT Total Evaluable*
Resacted + not resactad” n=44 Resected on trial

4 (17%) 7 (33%) MPR + pCR 1(30%) 4(19%) 7 (44%)

- 1 @5%) (05% CI:5%,39%) (95% C1:15%,57%) | _
i e TR — S 0% viable tumor (pCR) 8 (22%)  2(10%) 6 (38%)
1-10% viable tumor 3(8%)  2(10%) 1(6%)

1-10% visble tumor 3 (7%) 2 (9%) 1(5%)
Median (min, max) Median (mm, max)

No MPR 70 (0,100} 20 (0,100}

3 |- p—
B MPR 1o * p=0077 W
n 8 oCR : . < i
20 i
B Ptz
15 &0 L]
10 a0
Pre-specified trial efficacy
boundary: 2 6 MPRs 0
e - — - - —
5
] ~-- —SNaNee -
0 _ N (n=21) NI (n=16)

T. Cascone, ASCO, 2019 N (n=23] NI {n=21)
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NI\IVEI Study design

Experimental arm

Nivolumab 360 mg
+ Paclitaxel 200 mg/m2
+ Carboplatin AUCS
I, Q3W

{3 Cycles)

NSCLC

Locally advanced
Potentially resectable
Stage [IA-IIIB
[8th edition)

EGFR/ALK excluded
/,u Control arm

Paclitaxel 200 mg/m2
+ Carboplatin AUCS
IV, Q3w
(3 Cycles)

Translational research

t 1

Stool sample Stool
sample

Blood

sample

After After
cycles 1&2 cycle 3

SURGERY

within 3rd-4th w.
(+7d.) from day 21
cycle 3 Neo

' RO
—— SURGERY J—'

i N,
-
15
k, =
s |
e & = e

After
surgery

Adjuvant treatment

Mivolumab 480 mg
N, Q4W
(6 months)

Observation

Q12w
(6 manths)

Blood
sample

At 3rd & 6th
month

Fallow up

I|
(5 years)

Blood
sample

At progression




W Primary endpoint - pCR

pCR’ rate with neoadjuvant NIVO + CT vs CT in the ITT population”

OR =7.88 (95% Cl 1.70-36.51)

l

=5
&
]
it
m
[ .
o
o
(=

NIVD + Chemo Chemo
21757 229

Percentage of patients with a complete response NNT: 3.34 (2.2—6.95)

*pCR was defined as 0% residual viable tumor cells in both primary tumor (lung) and sampled lyrph nodes; *Patients who did not undergo surgery were considered as non-responders

Chemo, chemotherapy: ITT, intention-to-treat; Mivo, nivolumab; pCR, pathological complete response; BR nsk ratio




Higher proportion underwent surgery

Pabients with definifiin uegery (%] Predictive biomarkers of response (pCR)° to neoadjuvant NIVO + CT (ITT population}"

OR = 5.96 (95% CI 1.65-21.56) + Patients who achieved pCR had higher PD-L1 expression than patients who did not

+ pCR rate raised across increasing categories of PD-L1 TPS

100
Surgery summary SRk

+ Predictive value of PD-L1 TPS for pCR was AUC 0.728 (95% Cl 0.58-0.87; p = 0.001)

NIVO + chemo Chemo 80 1 " s s
Patients, No. (%) (n=57) (n = 29) 69.0% = OR for pCR in the PD-L1 positive group (21%): 16.0 (95% Cl 1.86-137.61; p = 0.007)
Patients with definitive surgery 53 (93.0) 20 (69.0) 73 60 4
T-test, p = 0.0058 80 2=0014 (Fisher's exact test)
tients with cancelled definitive surgery 4 (7.0) 9 (31.0) 13 | 40 W e . - i
Oue to adverse events 1(1.7) 0(0.0) 1 . % . &0 e
20 2 —_
Due to disease progression 0(0.0) 4(13.7) 4 4 . £ L1.7%
0 E ‘ Complete % 40
Mot suitable for surger 3(52) 5(17.2) 8 - s v 2
-t NIVO + Chemo Chemo g . W i ey P
2 20 15.0%
= 0.00807 Ul o .
Complsta Incomplate + major <1% 1% - 49% 2z 50%
Pathological response PD-L1 Tumor Proportion Score

Nive, nivolumab: Cheme, chemotherapy




IMpower010 study design

No crossover

™ ' ~
Completely resected 1-4 cycles Atezolizumab
stage IB-llIA NSCLC cisplatin + 1200 mg q21d
per UICC/AJCC v7 pemetrexed, 16 cycles
« Stage IB tumors 24 cm %in;;taigln;f
* ECOG PS 0-1 vinorelbine
* Lobectomy/pneumonectomy N=1280
> Tumor tissue for PD-L1 analz.u"e'.iaJ A J
Stratification factors Primary endpoints
+ Male vs female - Investigator-assessed DFS tested hierarchically:
. S{iage (1B vs Il vs lIIA) 1. PD-L1TC 21% (SP263) stage II-1lIA population
* Histology 2. All-randomized stage II-lllA population
= PD-L1 tumor expression status?®: 3. ITT (all-randomized stage |B-IllA) population

TC2/3 and any IC vs TC0O/1 and
IC2/3 vs TCO/1 and ICO/1

Both arms included observation and regular Scans for disease recurrence on the same schedule.
1C, tumor-infiltrating immuna cells. * Par 5P142 assay. * Two-sided a=0.05.

Survival follow-up

Hierarchical statistical testing

DFS in PD-L1 TC 21%
stage lI-lllA population®

If positive: l

DFS in all-randomized
stage lI-lllA population®

If positive: l

DFS in ITT population®
(all-randomized stage IB-lllA)

If positive: J,

|
|
[
|

OS in ITT population®
(all-randomized stage IB-llIA)

L S N, e S

[ Endpoint was met at DFS IA

] Endpoint was not met at DFS 1A, and follow-up is ongaing
|:| 085 data ware immalure, and endpaint was not formally tested




DFS in PDL-1 + Stage II-Il1A

Atezolizumab: median NE (95% CI 36-1 months to NE)

100 —
Best supportive care: median 35-3 months (95% Cl 29-0 to NE)
Stratified hazard ratio: 0-66 (95% Cl 0-50-0-88), p=0-0039
80
g
=
.E Eﬂ,_
?
[aF]}
& .
5 4 i |
2 : :
a ;
20 |
— Atezolizumab E
—— Best supportive care
0 T | T T T T T t | | T | T T | T T T
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 48 51 54
Number at risk
(number censored)
Atezolizumab 248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3
(0) 8) (8 () (1) (1) (12) (13) (29 (470 (65 (91) (111) (130) (139) (148) (152) (157) (157)
Bestsupportive care 228 212 186 169 160 151 142 135 117 97 80 59 38 21 14 T 6 4 i
(0) (w0) (0) (12) (13) (14) (150 (16) (27) (41) (55 (71) (88) (102) (109) (116) (117) (119) (120)



DFS for all Stage II- 1A

100 Atezolizumab: median 42.3 months (5% Cl1 36-0 to NE)
Best supportive care: median 35-3 months (95% C1 30-4 to 46-4)
Stratified hazard ratio: 0-79 (95% Cl 0-64-0-96), p=0-020
30+
®
3
E EIU -
N
:]-d e : __' el pm— -l
& 40- : 2
: 5
a E
20
0 T T T T T T T | T | T T T T | T T T
] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Number at risk
{number censored)
Atezolizumab 442 418 384 367 352 337 319 305 269 225 185 120 84 48 34 16 11 5 3
(0 (12) (12) (14) (15) (16) (17) (19) (46) (79) (111) (160) (192) (222) (236) (253) (258) (264) (266)
Bestsupportivecare 440 412 366 331 314 292 277 263 230 182 146 102 71 35 22 10 8 4 3
(@ (17 (19 (22) (24) (25 (27) (28) (50) (86) (116) (150) (177) (209) (222) (233) (234) (238) (239)



DFS in the ITT population ( Stage I-I11A)

80+

(=]
=]
1

S
=
|

Disease-free survival (%)

204

Atezolizumab: median NE (95% Cl 36-1 months to NE)
Best supportive care: median 37.2 months (95% Cl 31-6 to NE)
Stratified hazard ratio: 0-81 (95% Cl 0-67-0-99), p=0-040

Number at risk
{(number censored)
Atezolizumab 507
(0)
Best supportive care 498

(0)

478
(15)
467
(19)

o =

437
(18)
418
(21)

418
(20)
383
(24)

T
12

403
(21)
365
(26)

T
15

387
(22)
342
(27)

T
18

367
(23)
324
(30)

T
21

i
24

T
2y

|
30

T | | T | T | |
33 36 39 42 45 48 51 54

Time since randomisation (months)

353
(25)
309
(31)

306
(62)
269
(57)

257
(99)
219

(95)

212
(135)
173
(134)

139
(192)
122

(175)

97

33

38

(230) (268) (283)

90
(203)

46
(243)

30
(258)

19
(301)
5
(274)

14
(306)
10

(276)

8
(312)
5
(281)

4
(316)
4
(282)



If NACT +/- 10 is equivalent to adjuvant CT +/- |0 with no compromise in
surgical outcomes — Can we do NACT+ 10 in all Stage II-IlIA NSCLC?

Is the one year of 10 really needed?

Checkmate 816 vs NADIM Il vs IM power Lessons from PACIFIC and further trials of
010 Durvalumab

Low dose 10 in this space...




IMIRD status as a stratification and surveillance tool
Stage II/11I
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MERMAID-1: post-5x MRD status, MERMAID-2 after surgery + adj chemo:

tailoring treatment depending on MRD+ status During surveillance MRD+ with negative imaging
randomized to durvalumab/placebo + chemo randomized to Durvalumab/placebo
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