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Patients with resectable tumours may have
multiple treatment options, including surgery,
radiotherapy and chemotherapy

Key functions of the multidisciplinary team are to:

¥ Identify which patients are eligible for resection, especially
those with Stage Il disease

¥ Make decisions on key treatment strategies, including choice
of neoadjuvant and adjuvant treatments

F Choose neoadjuvant and adjuvant treatment strategies,
considering each patient on a case-by-case basis

Different institutions and countries will have different approaches to
the roles and functions of the multidisciplinary team
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Where Surgery Alone Falls Short
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Outline

1. Biological Advantages: Immune activation and systemic control

2. Clincal Efficacy Signal: Efficacy and pCR/MPR as a surrogate of Benefit

3. Risks and Attrition: Progression or toxicity preventing surgery

4. Treatment Delivery and Adherence:Neoadjuvant feasibility/ Adjuvant non-compliance
5. Clinical Trade-offs:Timing of systemic therapy/ Cost and real-world implications
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Proposed rationale for adjuvant immunotherapy
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Trial Setting  Drug ! Primary STAGES| HR Median pCR 0S
endpoint (EFS/DFS) EFS/DFS
(ICl vs placebo)

0.63 (0.431.91) 65.4% vs 55% (5y)
CM816 Neoadj Nivolumab I"# EFS pCR IB-1IIA p=0.005 43.8vs 18,4 m | 24% vs 2.2%

0.58 (0.468.72) 67.1% vs 51.5% (4
KN-671 Periop Pembrolizumab $%$ EFS/OS &&&&( p < 0.00001 47.2vs 18.3 m | #*)+,-. [+ y)

0.68 (0.531.88)
AEGEAN Periop Durvalumab #01 EFSHCR &&&& p=0.004 NR vs 30 m )$*1+,-., 21+ Not reported

0.58 (0.42f.81)
CMT77T Periop  Nivolumab " EFS &&&&&( | p=0.00025 NRvs 18.4m | 1"1+,45/2%+ Not reported
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"#P%BE'( 6789:;; <89;=>9?=@ "0) AB5CD6E &&&&( ;,1,0200) JE,-.,)"2),? 1/%#+,-.,)+ #)+,1,K

02"N,FO2(2$%H #%+,1,K
&)%*$")+#,-./ 6789:;; <9.>7>0LM?=@ /"! D6E 8&&&8&3 | :002000! N+, N+

F5Q=R7TRX&&3HS, &<<,$%+,,K
IMpower010 Adj Atezolizumab  )IN% PB5 &(&&&3 | 02#)FO2N$*,02%%H;O N"*N,-.,/$*#,? J3

02$N,FOZMR2%)H 1+,F)2",KH
PEARLS Adj  Pembrolizumab ))$$  PB5 &&&&3 | :0,0200)/ "I2N,45,/1,? J3

PB5,6PV), 6P'V),1"+S J:Q,87;:8Q7T

0&-. 3TU PM8-:>M?:@ )INO W1"+ &(&&&3 | 02%!",FO29Q1/$H J3
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Clincal Efficacy Signal: 233*('(/&5-84567896&'.&'&00,")%&38%$%3*)
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Trial Setting  Drug ! Primary STAGES HR Median pCR 0S
endpoint (EFS/DFS) EFS/DFS
(ICl vs placebo)
0.63 (0.438.91) 65.4% Vs 55%
CM816 Neoad] Nivolumab I"# EFS pCR IB-111A p=0.005 43.8vs 184 m 24% vs 2.2% (5Yy)
0.58 (0.468.72) 64.6% vs 53.6%
KN-671 Periop Pembrolizumab $%$  EFS/OS &&&&( p < 0.00001 47.2vs 183 m )#)+,-. [+ (5y)
0.68 (0.53M.88)
AEGEAN Periop Durvalumab #01 EFSHCR &&&& p=0.004 NR vs 30 m )$*1+,-., 21+ Not reported
0.58 (0.42f.81)
CMT77T Periop  Nivolumab " EFS &&8&&&(  p=0.00025 NR vs 18.4 m 1"*1+,45,/2$+ Not reported
02/0,FO21332"$H
"HSY$&( 6789:; <89=>9?=@ "0) AB5CD6E  &&&&(  ;,1,0200) JE,-.)"2),? 1/*#+,-. )+ #)+,1,K
02"N,F02®2%$%H
&)%*$")+#,-./ 6789:; <9.>7>9LM?:@ /"l D6E &&&&3 :002000! N)+,-.,N+ #%+,1,K
F5Q=R7T&&&3HS,
IMpower010 Adj Atezolizumab  )IN% PB5 &(&&&3  02#)FO02N$*,02%%H;O N"*N,-.,/$*#,? J3 &<<,$%+,!,K
02$N,FOZRR%)H
PEARLS Adj Pembrolizumab ))$$ PB5 &&&&3 :0,0200)/ "12N,45,/1,? J3 1+,F)2",KH
PB5,6PV), 6P'V),1"+S
08&-. 3TU__ PM8-=>M?=@ )INO___ Wi1"+ &(&&&3  02%!" FO29Q1/$H J3 J:Q,87::8Q7T

Wakelee N Engl JMed, 2023 Cascone N Engl JMed, 2024 Lu JAMA, 2024Yue Ann Oncol, 2023 Yue Ann Oncol, 2024 Felip Lancet, 2021 OOBrien Lancet Oncol, 2022

Goss Ann Oncol, 2024 Awad MM Ann Oncol. 2025 Heymach JV N Engl JMed. 2023 Forde PM N Engl JMed. 2022
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Clincal Efficacy Signal: 233*('(/&-&4567896&'.&'&400, )% &38%$%3*)
What Works: Efficacy Data from Modern Resectable NSCLC Trials

Trial Setting  Drug ! Primary STAGES HR Median pCR 0S
endpoint (EFS/DFS) EFS/DFS
(IClI vs placebo

0.63 (0.43.91) 65.4% vs 55% (5)
CM-816 Neoadj Nivolumab I"# EFS pCR IB-111A p=0.005 43.8vs 18,4 m| 24% vs 2.2%

0.58 (0.4680.72) 67.1% vs 51.5% (4
KN-671 Periop Pembrolizumab $%$  EFS/OS &&&&( p < 0.00001 47.2vs 183 m| )#)+,-./+ y)

0.68 (0.531.88)
AEGEAN Periop Durvalumab #01 EFSHCR &&&& p= 0.004 NR vs 30 m )$*1+,-., 21+ Not reported

0.58 (0.421.81)
CM77T Periop  Nivolumab $I EFS &&&&&(  p=0.00025 NRvs 18.4m | 1"*+,45/2%+ Not reported

02/0,FO02332"$H
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02"N,F02@M2$%H #%+,1,K
&)%*$")+#,-./ 6789:; <9.>7>9LM?=@ /" D6E &&&E&3 :002000! N)+,-.,N+

F5Q=R7T&&&3HS, &<<,$%+,,K
IMpower010 Adj Atezolizumab  )IN% PB5 &(&&&3  02#)F02N$*,02%%H;0 N"*N,-.,/$*#,? J3

023N,FO02ZBP2%)H 1+,F)2" KH
PEARLS Adj Pembrolizumab ))$$ PB5 &&&&3 :0,0200)/ "12N,45,/1,? J3

PB5,6PV), 6P'V),1"+S J:Q,87;:8Q7T

0&-. 3TU__ PM8-=>M?=@__)!NO W1"+ &(&&&3  02%!",FO29Q1/$H ' J3
Wakelee N Engl JMed, 2023 Cascone N Engl JMed, 2024 Lu JAMA, 2024Yue Ann Oncol, 2023 Yue Ann Oncol, 2024 Felip Lancet, 2021 OOBrien Lancet Oncol, 2022

Goss Ann Oncol, 2024 Awad MM Ann Oncol. 2025 Heymach JV N Engl JMed. 2023 Forde PM N Engl JMed. 2022
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20 (&#)*67 &)gt—————+———+—————F—————————
3 & g & % # (" #& #% H# " $% % 1" &
104 Hazard ratio among those with pathological complete response, 0.33 (95% Cl, 0.09-1.22) $ % ¢ _(,0123 025630_748_350§35§< 5
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S-year PFS rates 5-year OS rates
| pCR: 92.0% (95% Cl, 70£97.9) | pCR: 95.8% (95% Cl, 7399.4) =&/1'%(/)%*/0%-*,)($1-0 "1;99/1%1*-'/1% "$>>/(/0+/1"
%&)DO&IL,I+$>$D6(/)%*/0%),,(-)+&
NIVO + chemo Chemo
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=09 A%/(*™:%+*/1 '$00/-)'B;.)0% '%&/(),<
é‘ 0.75 E 0.751
g 0.50 E% 0.50
¢ 0.25 ¢ 0.251
. 5 10 15 20 25 3 3 s 5 10 15 20 25 3 35
No. at risk Time (months) No. at risk Time (months)
- 21 21 21 21 15 10 5 1 - 2 2 2 2 2 2 2 0
Pathologic response ~ * Complete Incomplete + major Pathologic response  * Complete Incomplete + major 9'4/"23')40 (@($72(1234$*(5E&7CD6E55GEB|KK

Adapted with permission.
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No. at Risk

With major pathological response

Pembrolizumab group

Placebo group

Without major pathological response
Pembrolizumab group
Placebo group

)/0(&%/1 2"$34*4 Y03)567

I"#$

100 [0) N\ % 100 '
90 /0#& () 90 _il_‘_“_——\_‘ Pembrolizumab group, with pathological
L Pembrolizumab group, with major — complete response
80 pathological response 804
70+ ) ) 2 70 Placebo group, with pathological
Placebo group, with major § complete response
60 pathological response & 604
50 h ‘s 50 Pembrolizumab group, without
o Pembrolizumab group, without major e i1
+ &I "#$ pathollouica[ rfs ;:’s;”' ut ma) ) pathological complete response
40 , &L 8 P £ 404
f S 304 Placebo group, without
304 %#& (_ Placebo group, without major i pathological complete response
204 " pathological response 204
104 Hazard ratio among those with major pathological response, 0.54 (95% Cl, 0.24-1.22) 10 Hazard ratio among those with pathological complete response, 0.33 (95% Cl, 0.09-1.22)
Hazard ratio among those without major pathological response, 0.73 (95% Cl, 0.58-0.92) Hazard ratio among those without pathological complete response, 0.69 (95% CI, 0.55-0.85)
0 T T T T T T T T 1 o T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Months Months
No. at Risk
With pathological complete response
120 117 99 79 60 30 15 1 0 0 Pembrolizumab group 72 72 59 46 33 15 8 1 0 0
44 42 96 28 2 12 10 2 0 0 Placebo group 16 14 12 10 9 5 4 0 0 0
Without major pathological response
Pembrolizumab group 325 258 177 126 84 57 34 10 0 0
277 213 137 93 57 42 27 10 0 0
356 252 147 9% 52 26 14 7 1 0 Placebo group 384 280 171 114 65 3 20 9 1 0
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G0-4/4-"$3%$14+04+/+:'60%$:&747) ';DHIJ'$0-";DKKF

&;50C126AB;,;A30,1531A58;C851%-:6C;31-25

90,1-:0,;3140 &'=>$45% 0-;/?764;23 &'=>3$@8BO.- : - Ulnieiriee :
Perioperative Neoadjuvant
95+:"+; NIVO NIVO + chemo
| E3-F;',")*-#,"3#)*%*5F-#,%3' A e (n= 39)- % (n= 7), %
N » |I"%-845.-3#)1012)6)7$"8%) : e Ao e o ge < 6o years
<$"7=1-4#)>2@ USRI : I, (FAZY =" *+/HO"HT Vialo = 9
" o | Asian 27 50
<$"7=14#")AAB © [’ %-845.-31/012)6)75"8% ]‘ (S (FHASYGH="F+[HQ"HT* >
& (wrV<7<6+@ ! UHFHLYHG « GRVH RI DGMXYCL ECOGPS 1 33 25
< P Disease stage
AG(=-# A'BP* 96+606,9"#*'6SABKE" | Stage IEDI 35 37
Stage Il non-N2 24 16
[ D3&*%%,3# ] Stage 11l N2 40 47
MWN*>\1C]@*6' - #D"-*#%:*($:"*Vo;*+/#9"H#T Squamous NSCLC =0 16
I"#$%&'()*$+ -. $0+121314570,8 Current/former smoker, 94 90
. y - ’
Tumor PD-L1 expression ! 1% 58 50
100+— . I 1,"2#%86+'6%+B486%+7'-&H#PBI24&+-4&E A" %, <#-'<PA4&UABY0H>6-#,>,+2;<%K
Periop NIVC? TOAA+, 7' @ABT-%&Y80&54& EUF +2 24 <HE"2#5H#BT0" &4 7 3$-#45+'8&+, TAEHFUT
801 (Checkviate 777) -8 +TGI<-HBAG2H HS+28% 2% HE+<Yo2 # PHHEA>&+"BHSK, T' TH<Yo+£%
S 6ol $6+8&+$-%08H#<-HIUP=%Y5-37;"'4"32+-#4,<+,7' &% 73$#:6%$4,543,7#,>'%55%%-<
s S Weighted (ATE 45-6%<T+$-4&<
i 40 Neoadj NIVO + chemo Periop Neoad]
(CheckMate 816) NIVCr NIVO + chemo I 1%7#+,'73&+-#445542248"7 J'.KLNE4,-6< "N6%3O0I+-%PQRD'+,7'SSES8-6< '
o0 (n=139.4¢) (n=147.5¢) N6%$OI+-9%F TAD
| HR (95% CI) 0.61 (0.39 £.97) |
% & 12 18 24 30 3 42 a8 M;;=>N6!&8:?03%F),$=:CAG86>7367$=6'P$>H$C6"&" $=:GA==7G:$>=$
Months from surgery C:&89%$&H8:=$'A=B:=0$%&'$><"=Q:C$67$;&86:78'$%9>$=:G:6 Q:CSR$L
by T B v S St B+ * 0 C>"$>HPE&CKAQ&78$SITUSH>??7>%67B$7:>&CKAQE&78$S1TUSVSGO:!
| HR (95% CI)ATT weighted analysis, 0.56 (0.358.90): unweighted analysis, 0.59 (0.38 £.92) 8=:&8!:78%$&7C$'A=B:=0$G>!;&=:C$%689$89>":$%9>$C6C$7>8%$=:G:6Q

&CKAQ&783$S1TUS U4&7%I'WN*N"./.0
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&89 0%*&389

8*-09 ")%$/0%BESY6&-; Y& -1-9$+):"
¥ %/(L,-OLN" #2110
+:$0/"$0"EASL/( "%$H/"$Q%&(*1 7

E45"-,1 '%Y),,(-D$*)%/:< 'NLANGH2<'
NF*-0%&1'$02-%8&0(-;,1 7

=&/'"&)K)( "0%$$IL7PG"QIGH"?CRAL7|
M7LPS&-#$09)"%(/0">).-($09"

258021 @>2"$G 258021 @>2"$G 1($-,/0%$./ "TCUB®6&-:98D-%
>DH @ABE  @ABC(H(l;>%: >D- @ABE  @ABC(H(I;=%!  1%)%$1%3$:$90$>$+)0%
,#(D(EF5 H#(D(IK5 ,#(D(OKS H#(D(MP5
D L8(, MEN(7A5 DF?=*HDFERADI D L8(, MEN(7A5 DF@?*HDEAD @I
T I I I I | 1 T I 1 1 1 T T 1
D @ C> C= >A <D <@ <B D @ C> C= >A <D <@ A> A=
S DH4:/(<&2%(/38&=>8.. 2#4:1(<&2%(/38=>8&..
I"#$%80123 7D ?D A= A: <@ C= A D < @> ?2? < <? >> = A D
0"%'-. *0E8 A< AD <B <? CB @ > D B@ ? @D A CB : C D D
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-F,.DG@='HEI?
DI>K2A®L=E DGE
- ' ———— Enrollment
-Resectable A Adjuvant Primary Endpoint: NSCLC
?ﬁziadjgvam Durvalumab - DFS in non-PCR group (EGFR and ~ /
N c SWOG
chemo + (12 cycles) ALK wt S ~_,
-ROorR1 0 - 290 2 z
resection M 3-4 Cycles of > ® -é
-Path ' 2
dofum;enstzghse I . Study Start: I_;lStOI.(;.gy E r:? Durvalumab +
z Observation - Oct 2024 o pecthie S ECOG / Novel Inhibitor
E emotherapy e \
Study Completion: ot
NCT06284317 (ETOP 25-23) | - Mar 2030 Anti-PD-ILL | gy 66 southwest Oncology Group
ECOG: Eastern Cooperative Oncology Group
DGHD=

ARM 1: Observation-investigator

Stage IB to llIA-B
(T3N2) ARM 2: Immunotherapy

resected patients fd (Zimberelimab 360mg Q3W)
with no pCR after S c|

Follow-up
(3 years)

neocadjuvant

treatment ARM 3: Sacituzumab G. (day 1-8

10mg/Kg) + Zimb. (360mg Q3W_8
cycles) + Zimb (360mg Q3W_S cycles)

ot (ot | [t

Baselne After 6 months Ak the end of the
(at day 1 cyde 7) bm'dm:“‘
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Risks and Attrition: 90,:0%..*,$808§,<*(*)/ &0%+%3%$) &&0:%0/
Vb 1.%-23&(*4567 *#
I =
(N=202) (N=202) . +lchemoa b
No surgery performed n(%) 36 (17.8) 54 (26.7) s e 78
Patient underwent surgery n(%) 166 (82.2) 148 (73.3) [y I 1 H
RO resection n(%*) 159 (95.8) 137 (92.6)
95% Cl 91.5,98.3 87.1,96.2 Definitive surgery® Definitive surgery® Definitive surgery®
Differences between arms 3.2 ﬂ

|

95% Cl 20,84 T 7% 13% 25%
Cancelled Cancelled Cancelled Cancelled
1/0 /!) " o st gjhpg 7§§ o FreSIon FE g‘:hp‘ 3;99(6
D arm PBO arm = =
StUdy phase* (N=366) (N=374) Receiv:d
Underwent surgeryt, n (%) 295 (80.6) 302 (80.7)
Did not undergo surgery™, n (%) 71 (19.4) 72 (19.3)
Completed surgery™, n (%) 284 (77.6) 287 (76.7) 8/9);;/47<6 3
- RO resection, n (% of completed 269 262 %&'()*+,)’ %-./&(*+,)'
surge 94.7 913
gery) Sald) A Underwent in-study surgery 325 (82.1%) 317 (79.4%)
Did not complete surgeryT, n (%) 11 (3.0) 15 (4.0)
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journal homepage: www.else vier.com/loc ate/lungcan
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1.'$57M$5)-4NBMC+%.$)G+ OPQ 21Q
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"#$H#6&1801 2B))A!  8HOIH(43"080569H#%:62%*&+305%()'26%x=32:)'
#O*;#$%5#3(0
"H$%& (")* $,-")$.)/&)9"&123451-$7")18#9%1'-/1; B&</(/-#'2$.1-/"- BI="$

P 1"#$ %8"&($)*&+&## #3-.)&#,"/,+&"0.1-*0+$2, Table: 1287
0.1-*0+$2,0+.,3&/)"3&/0$)*& #$/0$84)&#,50*8,066,#5"7 +, — o
n, m "o, n " status a 20 Nivo 220

$5&’0)$) +, ’891$ 1'&’( #$)'& &($)*& Recurrence
Stage IB-IIA,  Stage IB-IIIA,  Stage II-IIA,  Stage II-IIIA,
P "$06,("#$," +&"0.1-0+$,1&4)<&+)#,6" 78/, "T)+4,$", by el Polal MU
— m ) No |0 ~$86,599 - 595,405 ~520,112 -5$39,641
6&##’( (6&#’ ’(5&< B89 Ineffective 10 ~$57,250 587,387 $34,051 824,670
Effective 10 -$103924  -5100339 958,101 -542,318

P 8>,066,50%&,#)<)60/,&")(0(=2,$5&,)+0+()06,$"?)()$=,",
0.1-*0+$@38&/)"3&/0$)*&,/&4)<&+#,19ABC,:&,<-(5, P C)'&I&+(&,)+ +-<:&/," )+-#)"+#,"1.80(5,
5)45&/ #$/0$84=D

P E&'0.1-*0+$D,,F

P G.1-*0+$D,, 18K

Table 1. ICER per QALY

C Setings | icER(eoshperQAY | P L&/)"3&/03)*&D,, M

-816(!‘!0PD-L1 selection) $32,846 P L"$&,+$)O6,#'#$O+$)06,)“&./&.'l'(&.#,)'l',("#$#,m/,
KEYNOTE-671 (no PD-L1 selection) $94,022 (" 980=#2,30/N)+42,$)<&,"™,7"IN2,(0/&4)*&/,

Adwvant ] : ' " "
IMpower010 (PD-L1 50% cutoff for use) $68,858 '-/'&+2’O+' ’&*&+1 )/&($! )+O+()O6!( #$#!$ ’
Abbreviations: ICER, incremental cost-effectiveness ratio; QALY, quality adjust life 30$)&+$#

year 13-63<+E;'@,,+2<'45'X,$ ./.SY'A#+,'U&4,-L'1EE3,42'./.S
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1=$,>* 7 4DA* 4+ %A+ HE%E& (f+,&-96./010"  ,'%&,2%34

IB*, @+C* &(@%*,&C? 4. +$D" E*4&@D+,5) " 6%27(,898+:8;(83& 724" =#&'94

*+&"#S%&'( 4.%,&C? IL,@F*AU* ADFF$™ MA?A(YF "&39"#3, H(+ "28:'#2%,&+,&,8"98+%& 968, (}
IG@>. & > % &"4H** AD'HSA@+P97:%'8,8%357'9%3&39'$83&3:884>8:8 3

LIIK4*A*-(@+' 4&(FA4*F& @' 4L-*DD*'( ?72&@833%#&9ATB&3B,'&,%-8%&"#2;%((83- "#;,8#3"9%+;8,%
&,,'8,8#3B+@
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