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Inhoud
Een stapje terug: biomarker testing in stadium IV NSCLC
Neoadjuvant — adjuvant immuno en TKI:

Wat was er?

Wat is er?
Toekomst

Take home messages
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=olVIO ZUZZ ricntljn Sstad 1V NoCLC oncogene addicted
(submitted)

Molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

10 drivers die
£GFR mutation ALK translocation AROST translocation BRAF V600 mutation RET NTRK/MET/HERZ/ KRAS G120
(refer to Figure 2) (refer to Figure 3) (refer to Figure 4) (refer to Figure 5) translocation FGFRex20ins mutation g etest moeten
! 7 worden
h 4 A 4
- AJgbed o A Crizotinib [lII, A; Dabrafenib— MCBS 3: ESCAT I- CPG non-
SINANCY|  Gefitinib [I, B; MCBS 4; ESCAT I-AJ< ity [l AR“QEPS <EIEHE - bR SR trametinib Cls Platinum-doublet oncogene
reaiment | O At AR v A MCES 5 ESCATE |l GBS LoORT e UL 5 1 B sl ) | G es El adicted
ESCAT |-Apsd ’ ST - — Lorlatinib 1, BI* ESCAT I-BJe A Mc?if;cESCAT metastatic ORR vaak >
Erlotinib—ramucirumab [, B; MCBS 3; OB, RS SR NSCLC [lll, Al 5094
. ESCATI-ARe Ceritinib [1, B; MCBS 4; ESCAT I- 0
Afatinib [I, B; MCBS 5; ESCAT I-AJa« Alee
Dacomitinib [1, B; MCBS 3; ESCAT I- Ensartinib 1, Al Meestal lan ge
A]a,c
Gefitinib—carboplatin—pemetrexed I, BJe Dn R
4-jaars OS 30-
| ] ] | |
NIRK METex14 MET amplification HER? mutation FGFR exo0ins 70%
lranslocation skipping (GCN=10)
Larotrectinib [lll, Capmatinib [Ill, Satorasib [lll, B; MCBS 3;
A: MCBS 3; A; MCBS 3; Trastuzumab— Amivantamab ESCAT |-BJes
Second-line ESCAT |-C]2t ESCAT |-BJae. ib [l deruxtecan [lIl, B; [IIl. B: MCBS 3: Adagrasib [lll, B; ESCAT I-B]ce
treatment Entrectinib [IIl, A; Tepotinib [IIl, A; ESCAT II-BJE ESCAT II, BJe on !

Alternative: if ICI monotherapy
given in first line: platinum-
doublet ChT [Ill, Al

MCBS 3; ESCAT MCBS 3; ESCAT ESCAT |-BJe*

|-Cle I-BJes:
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Hendriks Ann Oncol (submitted); Ramalingam NEJM 2019; Mok Ann Oncol 2020; Planchard ASCO 2020; Shaw Ann Oncol 2019



ESMO 2022 richtlijn stad IV NSCLC non-oncogene addicted
(submitted)

Stage IV NSqNSCC, molecular tests negative (EGFR/ALK/R0S1/BRAF/RET/MET/KRAS G12C/NTRK/HER2)>" without contraindication to immunotherapy

1
( B PD-L1

ECOG PS and PD-L1 expression level
Il I belangrijk

Oligometastatic

l v
[ A4 ) A4 vV
Systemic PS 0-2 and PS 0-1 and any expression of PD-L1 PS 2 and PS 3-4 i
g PD-L1 <50% regardless 5 jaar oS

it W PD-L1 250%: +23-

_ 30%
Platinum-doublet ChT
: PD-L1 1-49%: +20%

[carboplatin preferred:

PD-L1 =50% I

therapy & LRT
[, B]

!

Atezolizumab-

Pembrolizumab Atezolizumab— Nivolumab—ipilimumab

Pembrolizumab—

bevacizumab- + 2 cycles of platinum-
carboplatin—paclitaxel doublet ChT followed by
(4-6 cycles) followed nivolumab-ipilimumab
by atezolizumab- + optional pemetrexed
bevacizumab maintenance
[I, A; MCBS 3] [1, A; MCBS 4]

[I, A; MCBS 5]

latinum-
Atezolizumab (also for p

pemetrexed
(4 cycles) followed
by pembrolizumab-
pemetrexed
[, A; MCBS 4]

carboplatin—nab-
paclitaxel
(4-6 cycles) followed
by atezolizumab
1, A; MCBS 3]

I, A; pemetrexed
preferred: Il, A] pl S—I I <1%: ilO'
Maintenance
pemetrexed if 0
improvement to PS 0-1 1 9 /0
Single-agent ChT
[Pemetrexed: I, B;

gemcitabine, vinorelbine
or docetaxel: |, B]

TC =10) [l, A; MCBS 5]
Cemiplimab
[, A; MCBS 4]
(for PS 2 for all drugs:
[l B])

(\_r/ Maastricht UMC+ Hendriks Ann Oncol (submitted); Brahmer JCO 2022; Garassino ESMO 2022; Novello ESMO 2022



Wat weten we van biomarkers in vroeg stadium NSCLC?

Oncogene drivers

Other genes
27.3%

FGFR1 or
FGFR2 2.6%

RIT1 1.6%

HRAS 0.5%

NRAS 0.5%
MAP2K1 2.2%

ERBB2
amplification 1.6%

MET amplification
1.7%

RET fusion 0.3%
ROS1 fusion 0.9%
ALK fusion 0.8%

MET
splice 1.4% 1.8%

Data from TCGA (Sanchez-Vega et al.'’®, Ellrott et al.'”? and
Hoadley et al.*®), Imielinski et al.®? and Kadara et al.'** (n = 741)

PD-L1 Positivity (%)

100

PD-L1

90 _|

80

70

60 _

5% 25% 50%
PD-L1 Cut-off

[Stage m [(n=973)m Il (n=588) M 11l (n=447)]

-~
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DFS/OS

Discussie of oncogene drivers of PD-L1 positiviteit geassocieerd zijn met slechtere

Skoulidis Nature Rev Cancer 2019; Mordant Clin Lung Cancer 2022; Zenke ASCO 2020; Kerr Lung Cancer 2019; Gallina Cancers



SoC =chemo TNM8: <70% 5jaar OS vanaf stad
+5% OS @5jaar met toevoegen chemo

24 60
. Proposed Events/N MST Month Month
o_\z 80— Chemotherapy (469 deaths) |A1 68 / 781 NR 97(%) 92(%)
5o IA2 505/3105 NR 94% 83%
% 404 Control (504 deaths) |A3 546 / 2417 NR 90(%) 770/0
6 204 P<0.03
0 | | | | 1
0 1 2 3 4 5
Veare 1B 605/1453 66.0 72% 93%
e . » o o . A 2052 /3200 29.3 55% 36 %
Cos?rfl “e 935 774 602 432 286 164
Mage-A3 / gefitinib / beva geen baat | | Merendeel recidief op afstand, systemische

controle nodig
.

( .
\:.» Maast I‘ICht UN\ZQI?!'straw JTO 2015 * NSCLC MA Collaborative group — Lancet 2010 & Lancet 2014 * Wu — JTO 2022 * La Monica — J Exp Clin

Cancer Res 2019



NEW I(II]S m BLOCK

Immunotherapie

data

N

MIXTM’F TOUR2022

WITH LEGENDARY GUESTS

Sy | o A A
SALT-N-PEPA RICKASTLEY EN VOGUE
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Hierarchical statistical testing
of endpoints

IMpower010: de eerste adjuvante fase lll met «

stage lI-lllA population®

If positive: ’

DFS in all-randomized

stage lI-lllA population®
I No crossover l *

Atezolizumab If positive:

Geen

exclusie

Completely resected Cisplati \ 1200 21d
platin + mgq DFS in ITT populati IB-lIA)®
stage IB-IIIA NSCLC pemetrexed, 16 cycles s )
per UICC/AJCC v7 gemcitabine, Survival If positive: v’
— docetaxel or foll
Stage IB tumors 24 cm vinorelbine onlow=up _ .
ECOG 0-1 OS in ITT population
Lobectomy/pneumonectomy . 1-4 cycles /,._‘ Endpoint was met at DFS A
* Tumor tissue for PD-L1 analysus N=1280 Endpoint was not met at DFS IA and follow up is ongoing
a Endpoint was not formally tested
Stratification factors Primary endpoints Key secondary endpoints
« Male/female - Investigator-assessed DFS tested « OSin ITT population
- Stage (IB vs Il vs llIA) hierarchically: - DFSin PD-L1 TC 250% (per SP263) Noc 0=1%
N M\, . PD-L1TC 21% (per SP263) stage H-11A population 22C3 28-8 | SP142 SP263 | 73-10
| PD-L1 tumor expression status?: stage II-1lIA population « 3-y and 5-y DFS in all 3 populations
TC2/3 and any IC vs TCO0/1 and « All-randomized stage [I-IlTA'population
IC2/3 vs TCO/1 and 1C0/1 « ITT population (stage IB-1l1A)

-
X
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Wakelee Lancet 2021; Tsao JTO 2018




IMpower010 — uitkomsten in

Incl

EGFRDLUK TC 21%

stage II-llIA

PD-L1 TC 1%-49%
stage II-lIlIA

PD-L1 TC 250%
stage II-llIA

100 100+
80 80
60+ < 60 g
401 2 401 P
| =) x =] |

20+ HR (95% CI): 0.66 (0.49, 0.87) 20+ HR (95% Cl): | 0.87 (0.60, 1.26) 20+ HR (95% CI)::0.43 (0.27, 0.68)
ol mDFS: 35.3 | NR o mDFS: 314 || 32.8 o mDFS: 357 | NR

0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 661218243036424854
Risk Months No. at Risk Months No. at Risk Months
ezo 248 225 206 190 159 111 54 22 8 3 Atezo 133 118 108 94 73 49 24 9 3 2 Atezo 115 107 98 96 86 62 30 13 5 1

30 38 14 6 3 BSC 114 93 80 72 56 36 19 5 3 1 BSC 114 93 80 70 61 44 19 9 3 2
'|uul 1004 1004
80 801 80
60- < 60 £ 60-
40- 2 401 2 401
o ‘ o !
20 HR (95% CI) 0.62 (0.45, 0.86) 20 HR (95% CI): 0.82 (0.54,1.25) 201 HR (95% CI): 0.43 (0.26, 0.71)
0. mDFS: 36.0 | NR 0. mDFS: 36.0 | NR 0. mDFS: 37.3 | NR

0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Risk Months No. at Risk Months No. at Risk Months
ezo 213 193 176 166 139 97 46 17 6 2 Atezo 107 95 87 79 61 41 20 8 2 1 Atezo 106 98 89 87 78 56 26 9 4 1
ISC 197 162 139 124 102 72 33 14 6 3 BSC 94 78 67 59 45 30 16 5 3 1 BSC 103 84 72 65 57 42 17 9 3 2

relatie tot PD-L1 en EGFR/ALK

Atezo better BSC better
Subgroup (including < HR >
EGFR/ALK+) n HR (95% CIl)®
PD-L1 status by SP2632
TC 21% 476 —o—i 0.71 (0.49, 1.03)
TC =250% 229 ——i 0.43 (0.24, 0.78)
TC 1-49% 247 —e— 0.05(0.59, 1.54)
TC <1% 383 o 1.36 (0.93, 1.99)
0.1 1,0 10,0
Subgroup (excludin
EGFR/ALK+) n HR (95% CI)d
PD-L1 status by SP263¢
TIC=>1% 410 = = 0,67 (0.45.0,98)
TC 250% 209 —&— 0.42 (0.23, 0.78)
TC 1-49% 201 —— 0.93 (0.56, 1.56)
TC <1% 312 —H®— 1.21 (0.80, 1.85)
0,1 1,0 10,0

(0 4
f
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Zhou ESMO 10 2021




Kunnen we In toekomst CtDNA gebruiken ot wint PD-L1%

IMpower010 data

| MERMAID-1 & 2: ICl in MRD+ (tumor-informed) early stage NSCLC |

DFS ctDNA+ stad II/11IA

PD-L121%

PD-L1<1%

. 10
08 4 08 - '; h 04 4
16 - 08 - ! 08 -
07 4 \_k—\_\_‘ o7 |_:._ 07 4
06 - [T 06 -
7] w I, 0
w 05 L 05 4 Vo T
o o o
04 4 04 ':,.I ........ + 04 4
03 4 ‘_ﬁl“'l_'_ 03 4 s 03
02 1 e S e 0z | R 02 {
01 4 o1 :__+ 01 o
UU ‘I T T T T T T T T T T T T T T T T T T 1 DD -l T T T T T T T T T T T T T T T T T T 1 OI} k
03 6 B 1215 18 20 24 27 30 33 36 39 42 45 48 51 84 5 D03 B 9 1245 18 2 24 27 30 33 3 39 42 45 40 51 54 &
Ho. atrisk Months No. at risk Months No. at rsk
Agzn 3 M 2 X 2 XN 20 @ W 12 W 8 4 2 1 0 0 0 0 0 Megn 15 11 7 7 & 6 6 6 & 4 3 1 1 1 1 0 0 0O D 0
BEC 37 M 21 4 1 W 9 & 8 & § & N T N T I BC 2 % 13 ® 0 6 &€ 5 5 4 3 1 0O O 0O 0O @ 0 0O 0
CtDNA+ PD-L1TC 21% CctDNA+ PD-L1 TC <1%
Atezo (n=36) BSC (n=37) Atezo (n=15) BSC (n=22)
mDFS, mo 218 72 mDFS, mo 5.1 8.0
HR (95% Cl) 0.54(0.31,093) HR (95% CI) 0.88(0.40,1.91)

(¥) Maastricht UMC+

f
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DFS ctDNA- stad II/IlIIA

PD-L121%

EI .'I! EI ‘;‘ II2 ‘I:‘) ‘IIE ::‘II 2Iﬂ ::‘I? 3:1? L!Ili 3}0 LiIH 4I'c‘ 4I5 4IB 5-I1 5:1 SIT
Months

ctDNA- PD-L1TC 21%

mDFS, mo NR 373

HR (95% CI) 0.57 (0.36, 0.90)

0.7 4
06 4

DFS

02 4
01 4
0.0 4

No. at risk

0.9
08

054
04
034

PD-L1<1%

EII 3I é BI 1I2 1I5 1I5 2I1 2I-1 ZI? JIO 3I3 JIG 3I9 4I2 4I5 4I6 5I1 .‘:4 SIT
Months

CctDNA- PD-L1TC <1%

mDFS, mo NR NR

HR (95% CI) 0.95 (0.60, 1.50)

| SLIDE COURTESY J REMON, I
moaiiie




KEYNOTE 091/PEARLS adjuvante fase Il

Eligibility for Randomization
PD-L1testing Q§ « No evidence of disease Pembrolizumab 200 mg Q3W
o =" § « ECOGPS 0 or 1 for <18 administrations (~1yr) Primaire eindpunten

22C3 pharmDx + Adjuvant chemotherapy - DFS overall
» Consideredforstage IB (T 24 cm)

Eligibility for Registration
* Confirmed stage [B(T 24 cm), I,
or IIIANSCLC perAJCCv7
+ Complete surgical resectionwith
negative margins (R0)

. . 0
* Provision of tumor tissue for disease - DFSin PD-L1 250%
PD-L1testing + Strongly recommended for stage ||
and |l|Adisease
* Limited to =4 cycles
Geen 100
exclusie il
E.:]_

Pembrolizumab

DFS, %
=
1

Flacebo

50~ DES overall
9 HR 0.76 (95% CI 0.63-

0 1 1 1 T T | T T T T
a ] 12 1@921) a0 15 12 45 54 & B4

Manthe
Mo, atrzk
= 433 LH ] % | 1 Fr -7 22 il 1 0

(\_:; Maastricht UMC+

O’Brien Lancet Oncol 2022



KREYNOIE U9L/FEARLS DFoS IN refatie tot F-L1 & andere
subgroepen

Events/participants Hazard ratio (95% Cl)
Median (95% CI), mo Median (95% CI), mo ,
. 2 Pembrolizumab  Placebo
Pembrolizumab: NR (44.3-NR) Pembrolizumab: 44.2 (34.8-NR)
Placebo: NR (35.8-NR Placebo: 31.3 (22.5-NR Age, years
( ) ( ) <65 94/285 119/273 — 073 (0:56-0-96)
100+ , 100 , 265 118/305 141/314 e 0-84 (0-66-1-07)
90 - :TI- 5% 90— :Ej: 5% Sex
168.2% Female 71/189 87/184 R 073 (0-54-1-00)
80 Male 141/401 173/403 —— 0-81(0-65-1-01)
Geographical region
70+ Asia 44/106 52/105 — 074 (0-49-1-10)
80 E Eastern Europe 42/116 48/113 . 0-84(0-56-1-27)
= S i Western Europe 109/303 136/301 —— 077 (0-60-1-00)
] w 50 [ 1 Rest of the world 17/65 24/68 — 074 (0-40-1-39)
[T [T |
[=] =} | ! " Race
404 | : ! White 156/450 192/455 — 0-82(0-66-1-01)
30 i ! E All otherst 49/118 58/113 —— 071 (0-48-1.04)
| i ! ECOG performance status score
20 ! | ‘ 0 138/380 150/343 —— 078 (0-62-0-99)
1 74/210 110/244 —— 079 (0-59-1-06)
104 TPS 250% HR 082 057' 104 - 0 - Smoking status
0 . . 9
0= 0 Current 15/75 38/90 _— 0-42 (0:23-0.77)
Tl n T Tl Former 155/428 185/431 —— 0-84 (0-68-1.04)
0 6 12 18 24 30°3% 48 54 60 66 0 6 12 18 24 SOU 3‘!? 42 48 54 60 66 Never 42/87 37/66 — 072 (0-47-1-13)
Disease stage
Months o Months B >1/84 25/85 S 076 (0431.37)
Median (95% CI), mo I 102/329 144/338 —— 070 (0-55-0-91)
: a 1A 89/177 89/162 —— 092 (0-69-1-24)
Pembrolizumab: 47.4 (35 O-NR) Received adjuvant chemotherapy
Placebo: 34.9 (25.5-NR) No 35/84 29/83 R 125 (0.76-2.05)
100 Yes 177/506 231/504 —— 073 (0-60-0-89)
Histology
901 Non-squamous 146/398 184/363 — 0-67 (0-54-0-83)
(NaTT-Yaaral il nA0/1Q92 70/294 + 1.04(0.7C0.1.4C)
80 PD-L1TPS
704 <1% 89/233 106/232 —— 078 (0-58-1-03)*
1-49% 69/189 91/190 — 0-67 (0-48-0-92)*
e 604 >50% 54/168 63/165 —— 0-82(0.57-1-18)*
= EGFR mutation
2 50 No 84/218 102/216 —— 078 (0-59-1-05)
S 404 Yes 18/39 22/34 —_——— 0-44(0-23-0-84)
Unknown 110/333 136/337 —— 0-82 (0-63-1-05)
304 o poETeT P 6071507 —— tAava~ao-con
20 02 05 10 20 50
+“— —>
104 TPS <1%% HR 0-78 (0-58' Favours pembrolizumab  Favours placebo
. O 1 1 1 1 IJ_ . 66&[ 1 1 1 1
0 6 12 18 24 30 36 92 48 54 60 66

“uw Months MC'l'
\-nf Maastricnt uU Peters ESMO 2020; O’'Brien Lancet Oncol 2022



CheckMate816 — eerste fase |ll RCT neoadjuvant

Primary endpoints

Key eligibility criteria « pCRby BIPR

« Newly diagnosed, resectable, « EFS bv BICR

stage IB (> 4 cm)-111A NSCLC NIVO 360 mg Q3w y

(per TNM 7th edition) + Surgery
« ECOG PS 0-1 N = 358 chemod Q3w (3 cycles) Radiologic | (within 6 Optional | Follow-up
* No known sensitizing EGFR Q_ m weeks = | adjuvant |=———)

mutations or ALK alterations post- chemo + RT

| treatment)
Stratified by Chemo® q3w (3 cycles)

stage (IB/Il vs IlIA),
PD-L1P (= 1% vs < 1%<), and sex

EGFR alleen verplicht
Azia nonsq, rest

ICI arm numeriek vaker geopereerd, minder conversies naar thoracotomie,
meer RO
12-17% geen resectie bij ICI arm, 13-25% bi) chemo arm

(![ Maastricht UMC+

Forde NEJM 2022



CM816 EFS en subgroepen

No. of Event-free Survival Unstratified Hazard Ratio for Disease Progression,
Subgroup Patients (95% Cl) Disease Recurrence, or Death (95% ClI)
Nivolumab plus  Chemotherapy
chemotherapy alone
(N=179) (N=179)
mo
Overall 358 31.6 (30.2-NR) 20.8 (14.0-26.7) —e— 0.63 (0.45-0.87)
Age !
<65 yr 176 NR (31.6-NR) 20.8 (14.0-NR) — ! 0.57 (0.35-0.93)
265 yr 182 30.2 (23.4-NR) 18.4 (10.6-31.8) — 0.70 (0.45-1.08)
EFS31.6vs20.8 | s |
100-¢ Male 255 30.6 (20.0-NR) 16.9 (13.8-24.9) — 0.68 (0.47-0.98)
% m nd Female 103 NR (30.5-NR) 31.8 (13.9-NR) —_——— 0.46 (0.22-0.96)
=1 Geographic region |
_ North America 91 NR (25.1-NR)  NR (12.8-NR) —— 0.78 (0.38-1.62)
< 80 76.1 HR 0.63 [O 43 Europe 66 31.6 (13.4-NR) 211 (10.2-NR) - 0.80 (0.36-1.77)
0 p Asia 177 NR (30.2-NR) 165 (10.8-22.7) —— ! 0.45 (0.29-0.71)
S — [
— 70— 6989 1J p 0 - 005 ECOG performance-status score !

g - Nivolumab plus o 241 NR (30.2-NR) 22.7 (16.6-NR) — 0.61 (0.41-0.91)
S 60 . chemotherapy 1 117 30.5 (14.6-NR) 14.0 (9.8-26.2) — 0.71 (0.41-1.21)
S 1 1 Disease stage at baseline ;
wn 50 ! ! 1B or Il 127 NR (27.8-NR)  NR (16.8-NR) —_————— 0.87 (0.48-1.56)
8 1 45 3 [IIA 228 31.6 (26.6_NR) 15.7 (10.8—-22.7) ——— ! 0.54 (0.37-0.80)

40— ! At Histologic type of tumor !
g= ] ] '

L S 182 30.6 (20.0-NR) 22.7 (11.5-NR — 0.77 (0.49-1.22
)0 . . quamous ( ) ( ) L ( )
S 30 ' ' Chemotherapy alone Nonsquamous 176 NR (27.8-NR) 19.6 (13.8-26.2) — e | 0.50 (0.32-0.79)
S ' ' Smoking status :

L 204 1 1 Current or former smoker 318 31.6 (30.2-NR) 22.4 (15.7-NR) — 0.68 (0.48-0.96)
! ! Never smoked 39 NR (5.6-NR)  10.4 (7.7-20.8) o : 0.33 (0.13-0.87)
10 [ 1 PD-L1 expression level |
' ' <1% 155 25.1 (14.6-NR) 18.4 (13.9-26.2) —— 0.85 (0.54-1.32)
0 , , , I , , , I , , , , , =1% 178 NR (NR-NR)  21.1 (11.5-NR) — e 0.41 (0.24-0.70)
, 1-49% 98 NR (27.8-NR) 26.7 (1L.5-NR) SN 0.58 (0.30-1.12)
0 3 6 9 12 15 1& 21 24 27 30 33 36 39 >50% 30 NR (NR-NR)  19.6 (8.2-NR) <—o——— : 0.24 (0.10-0.61)
TMB !
Months <12.3 mutations/megabase 102 305 (19.4-NR)  26.7 (16.6-NR) SN — 0.86 (0.47-1.57)
>12.3 mutations/megabase 76 NR (14.8—-NR) 22.4 (13.4-NR) —_—— 0.69 (0.33-1.46)
Type of platinum therapy i
Cisplatin 258 NR (25.1-NR) 20.9 (15.7-NR) — 0.71 (0.49-1.03)
Carboplatin 72 NR (30.5-NR) 10.6 (7.6-26.7) ° 0.31 (0.14-0.67)

T T i 1
0.125 0.25 0.50 1.00 2.00 4.00

-] . 2
Nivolumab plus Chemotherapy Better Chemotherapy Alone Better
(¥/ Maastricht Umc+

Forde NEJM 2022



CM816: surrogaat EFS eindpunten

Nivolumab + chemotherapy Chemotherapy Nivolumab + chemotherapy Chemotherapy
pCR No pCR pCR No pCR CtDNA CL No ctDNA CL ctDNA CL No ctDNA CL
(n=43)  (n=136) (n=4) (n=175) (n=24) (n=19) (n=15) (n=28)
Median EFS, mo NR 26.6 NR 18.4 Median EFS, mo NR 18.9 NR 16.8
P CR en EFS (95% Cl) (30.6-NR) (16.6-NR) (NR-NR) (13.9-26.2) ctDNA en EFS (95% Cl) (16.8-NR)  (8.3-NR) (19.6-NR)  (8.3-NR)
HR (95% CI)* 0.13 (0.05-0.37) Not computed! HR (95% CI) 0.60 (0.20-1.82) 0.63 (0.20-2.01)
100 -¢== 100 —
“?% | &6 p— Chemotherapy (pCR)
.Q--w
80 Moy 80
l% 0
o Nivol h i
= e ek YORKTIAR + EhBmotherpy. G = Nivolumab + chemotherapy
s - e | 0 E (ctDNA CL)
© 60 - T o © 60 - Chemotherapy
g .__I_,%-Q&% 5 (CtDNA CL)
5 R Nivolumab + @ =
8 s I " e chemotherapy g 2 _-_-_._-_-?'_._-_@_-.._-_-_-_-_-‘_@ -------- ® Nivolumab +
= s, T o, (no pCR) = i chemotherapy
£ 40 Ml e M = = OB = ©= = = =© - 40 : (no GtDNA CL)
€ TR e T ;
u>.| Chemotherapy (no pCR) IJ>J :
20 20 Chemotherapy
(no ctDNA CL)
0 T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months Months
No. at Risk No. at Risk
Nivolumab + chemotherapy (pCR) 43 43 41 40 40 40 40 35 32 19 14 6 3 2 0 Nivolumab + chemotherapy (ctDNACL) 24 21 19 18 18 17 16 13 11 8 7 1 0 0 0 O
Chemotherapy pCR) 4 4 4 4 4 4 4 4 4 3 2 2 2 1 0 Chemotherapy (ctDNACL) 15 14 13 12 12 12 12 7 6 5 5 5 3 1 0 0
Nivolumab + chemotherapy (no pCR) 136 108 95 84 78 67 62 52 42 22 20 7 3 1 0 Nivolumab + chemotherapy (ho ¢tDNACL) 19 17 16 12 9 8 7 6 5 3 3 2 0 0 0 O
Chemotherapy (no pCR) 175 140 122 105 90 79 71 57 48 23 22 11 9 3 0 Chemotherapy noctDNACL) 28 26 21 17 15 13 10 9 7 4 3 1 1 0 0 0

-
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Neoadjuvant — NADIM Il fase Il RCT

Experimental arm

T - - Adjuvant treatment 4 =
AI I een Stad N + gacliltaxelzsgtr)ng/?nZ Nivolumab 480 mg /' Follow up N 86 . 0 0
// T \ + Carboplatin AUC5 PHHEERY ) IV, Q4W (5 years) : ReseCtle' 97 /0 (lCI) VS 69 A)
NSCLC N (8 morth) Pt karakteristieken

Locally advanced (3 Cycles)

Potentially resectable __97 7 within 3rd Vergellj kbaar
Sage A5 “aron] NADIM 1: 1 jaar adj |
— J J 73 multistation N2

\\ Control arm
: =
Paclitaxel 200 mg/m2 RO Qs skxasion ‘ /" Follow up \

o
—> 4 Carboplatin AUC5 SURGERY Q12w (5 yeaich
IV, Q3W (6 months) y
Translational research
| sample

(3 Cycles)
4
‘ Stool sample ‘ Tumor
| block
Tumor block Blood Blood Blood Blood Blood
sample sample sample sample sample
Blood sample

After After After At 3rd & 6th At progression
Baseline cycles 1&2 cycle 3 surgery month

Stool

Primaire eindpunt: pCR rate

Secundair: oa MPR rate, chirurgie complicaties, veiligheid,
JIU

(:f Maastricht UMC+
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NADIM Il uitkomsten

ORR 75% vs 48%

60 - 80 1 Gr 3-4 tox 25 vs
OR=7.88(95% CI 1.70-36.51) - OR=6.94 (95% Cl 2.14-22.52)
50 1 | - | 10%
a 52.6% Nog geen EFS data
§ 40 ~ 36.8% g 50 -
% 30 A % 40 A
£ p=0.0068 = )
S gy p=0.0012
2 20 4 =
20 13.8%
10 6.9% 10 4
0= 0 -
NIVO + Chemo Chemo NIVO + Chemo Chemo
n/N 21/57 2/29 n/N 30/57 4/29
Percentage of patients with a complete response Percentage of patients with a complete response or a major response
| TR vaker i 1 PD | Bevestiging CM816 data
PCR vaker Dij T PD- OS voor beiden nog niet bekend
‘ | 4 i +
Maastricht UMC Brovencio ASCO

v
22



Surrogaat PFS/OS eindpunten: NADIM | data

Adjusted PFS Adjusted OS
ival HR (PF. % Cl P 95% ClI HR(0S) 95%Ci P 95% CI
Survival Sugogate (RES)  B5%E C-statistic (05) C-statistic
0.24- 0.45- 0.19- 0.44-
ini + : 921 .61 1. 974 ’
Clinical respone (CR+PR vs SD) 0.93 356 0.9 0.6 078 03 559 0.9 0.68 0.93
Pathological
atnological response 0.06- 0.52- 0.75-
(Complete vs 0.25 0.05 0.68 - - - 0.83
' 1.00 0.84 0.91
Major+Incomplete)
0.08- 0.43- 0.00- 0.55-
DNA CI k .072 0.62 0.05 0.024 0.79
ct Clearance 0.3 111 0.0 21 ' 2
MOLECULAR RESPONSE os oy 7 o
Clearers s H -
Non-clearers ié %
; Log-rank E 025 Log-rank ; - Lo_g-rank
ctDNA clearance (i.e lack of R I :
detectable ctDNA at the end of * B i . oo N - . o S ime morthe
neoadjuvant  tx), significantly e e e — A SR | 3 3] =l I N S
predicted long-term survival. Cinical Response ~+ PR 30 Glearers T e e e STRRE S S

]
‘\f‘ Maastricht UMC+
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NEW I(II]S m BLOGK

EGFR TKI data

MIXTAPE T[IIIII 2022

WITH LEGENDARY GUESTS

SALT-N-PEPA RICKASTLEY EN VOGUE

‘\:., Maastricht UMC+



4 kuren chemo vs 2 jaar gefitinib adjuvant bij EGFR+
NSCLC

N=222, 24% PET, 16% MRI brein Mediane duur behandeling 21.9m

Group Events/N Median (m, 95% Cl)
1 Gefitinib  52/111 75.5 (46.6 to NC)

‘ —Vinorelb.nepluscsplati 8’5: k 1 VP 48/1 62.8 (45.801I\.I3(;))*
Dus EGFR-TKI werken niet? Of niet goede medicijn en
studie om ziektebeloop te veranderen?

s O 20
0 1
(') 5 24 3|6 48 60 0 12 24 36 48 60 72 84 96
Number at risk Time (Months)
(number censored) :
Gefitinib 111(0) 88 (9) 57 (16) 10 (43) 1(46) 0 (46) Number at Risk (Number censored)
Vinorelbine plus cisplatin 111 (0) 54(32) 26 (36) 5(51) 0(52) 0(52) Gefitinib 111 (0) 103 (5) 88 (2) 67 (5) 55(1) 49(2) 43(4) 15(25) 0(15)

VP 111(0) 87 (16) 73 (1) 581(6) 47(2) 41(1) 34(5) 14(18) 0(14)

Primaire eindpunt DFS HR 0.60 (0.42- Geen OS benefit na mediane FU 80 mnd

=
‘4 Maastricht UMC+ Zhong Lancet Oncol 2018 * Zhong JCO 2021




ADAURA refresher: studie design

Patients with completely resected
stage* IB, Il, llIA NSCLC, with or

Osimertinib

80 mg, once daily

without prior adjuvant
chemotherapyt

Key inclusion criteria: Stratification by: Primarv endooint:
= 218 years (Japan / Taiwan: 220) stage (IB vs Il vs llIA) Randomization 1:1 _ry_L Investigator-assessed DFS in
= Confirmed primary non-squamous race (Asian vs non-Asian)

E;%Ia(; | Lasare Secondary endpoints:
) . DFS in the overall population
= MRIlorCT scan of_the_ brain prior to Placebo, ] (stage IB-IIIA)**

surgery or randomization —> : Landmark analysis of DFS
= Complete resection with negative once daily = y

margins$

Safet
= Max. interval between surgery and Y

randomization: 26 / 10 weeks with /
without prior adjuvant chemotherapy

= Adjuvant chemotherapy use was per 3 year treatment until
physician and patient choice, and recurrence / treatment
should have consisted of a completion / discontinuation’
platinum-based doublet for <4 cycles

HRQoL

‘\'_’_‘ Maastricht UMC+ Wu NEJM 2020



ADAURA geupdate DFS data per stadium (TNM?7)

1.0 Stage IB Stage IB Stage I Stage IlIA
i " ﬂ‘_‘—‘_\*_.l_‘ 4year DFS I"ate,
B 06 % (95% Cl)
5 04 — Osimertinib 80 (70, 87) 74 (64, 82) 65 (54, 74)
L
S 0.2 59 (48, 68) 42 (33, 51) 14 (8, 22)
00 L] L] L] L] L] L] L] L] L] L] L] 1 overall HR 0-41 0-34 0-20
0 6 12 18 24 30 36 42 48 54 60 66 72 (95% Cl) (0.23, 0.69) (0.23, 0.52) (0.14, 0.29)
No. at risk Time from randomisation (months)
Osimertinib 106 94 91 87 82 78 75 63 49 28 13 3 0
Placebo 106 97 89 81 75 71 63 54 43 25 14 3 0
1.0+ Stage Il 1.0- Stage IlIIA
Z 087 = 0.8 -
= =
2 0.6 s 0.6
8 E
@ 044 S 04+
02 = 024
0-0 L] L] L] L] L] L] L] L] L] L] L] 1 0-0 L] L] L] L] L] L L] L] L] L] L L]
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomisation (months) No. at risk Time from randomisation (months)
Osimertinib 115 110 109 101 97 96 87 69 43 21 7 2 0

No, at risk
Osimertinib 118 112 107 101 99 96 87 69 47 24 13 0
1 0 Placebo 119 91 60 50 40 33 23 14 11 6 3 0

Placebo 118 100 81 74 66 58 51 47 30 17 8

Multipele studies met neoadjuvant / adjuvant TKI (+/- chemo of ICI) lopende voor oa EGFR, ALK,
RET, ROS1, NTRK, BRAFV600E, MET, KRAS G12C, HER2

“"ﬁ' Maastricht UMC+ Tsuboi ESMO 22




Dus moeten we in vroeg stadium alleen PD-L1, EGFR (& ALK) testen?
NCCN 2022 neo-adjuvante ICl & adjuvante ICI — TKI adviezen

Neoadjuvant Systemic Therapy .
« Nivolumab 360 mg and platinum-doublet chemotherapy every 3 weeks for 3 cycles!%* Niets over
» Platinum-doublet chemotherapy options include:

P ay 1, pa [*] y y
{ Cisplatin 75 mg/m? day 1, pemetrexed 500 mg/m? day 1 énon-s?uamnus histology)
{ Cisplatin 75 mg/m? day 1, gemcitabine 1000 mg/m? or 1250 mg/m? days 1 and 8 (squamous histology)
{ Cisplatin 75 mg/m? day 1, paclitaxel 175 mg/m? or 200 mg/m? day 1 (any histology)
» Chemotherapy Regimens for Patients with Comorbidities or Patients Not Able to Tolerate Cisplatin
{+ Carboplatin AUC 5 or AUC 6 day 1, pemetrexed 500 mg/m? day 1 (non-squamous histology
{+ Carboplatin AUC 5 or AUC € day 1, gemcitabine 1000 mg/m? or 1250 mg/m? days 1 and 8 (squamous histology)

Adjuvant Systemic Thera EGFR & PD-L1
* Osimertinib 80 mg daily
* Osimertinib for patients with completely resected stage IB—lIlA EGFR (exon 19 deletion, L858R) NSCLC who received previous agdiavant
chemotherapy or are ineligible to receive platinum-based chemotherapy.
« Atezolizumab 840 mg every 2 weeks, 1200 mg every 3 weeks, or 1680 mg every 4 weeks for up to 1 year12
» Aﬁazulizr:.l mab for patients with completely resected stage IIB-llIA or high risk stage IlA PD-L1 21% NSCLC who received previous adjuvant
chemotherapy.

PD-L1 |
=50%

Meerdere (neo)-adjuvante ICI studies gaande: EGFR/ALK wisselend
geexcludeerd

ALK —= ROS1 - RET — METex14 — HERZ2 vaker PD-L1 1

In stad IV meestal slechte uitkomst ICI bij oncogene driver (muv KRAS &

T,
(¥) Maastricht UMC+

‘ NCCN guidelines NSCLC v5.2002



TEVENS VAKER TOX VAN TKI NA ICI

BESCHREVEN

ICI lange T1/2

- Geen responsen

Lisberg fase Il pembro 1stline in EGFR+

- Frequent hepatitis & pneumonitis van TKI

nierna

‘\f‘ Maastricht UMC+

Table 2 Safety of sequential CPI/TKI and TKI/CPI therapy

References Phase

Oncogenic driver No. patients Arms/Treatment

Safety

Lin et al. [38] Retrospective ALK (3), ROS-1 11

(3), MET (5)
Schoenfeld et al. [39] Retrospective EGFR 41
Oshima et al. [40] Retrospective EGFR 70
Garassinoetal. [44] 1I EGFR 111

Pembrolizumab followed by
crizotinib (6)

Nivolumab followed by crizog
tinib (3)

Atezolizumab followed by
crizotinib (1)

Nivolumab + ipilimumab fol-
lowed by crizotinib (1)

Nivolumab followed by osi-
mertinib (24)

Pembrolizumab followed by
osimertinib (9)

Atezolizumab followed by
osimertinib (8)

Nivolumab followed TKI

G3/4 increase ALT 45.5%
(5/11)

G3/4 increase AST 36.4%
4/11)

AE 15% (6/41)

G3 pneumonitis (n=4), G3
colitis (n=1), G4 hepatitis
(n=1)

ILD 25.7% (18/70)

TKIs followed by Dur-
valumab

Adderley Cancer Immunology Immunotherapy 2020; Lisberg JTO 2018

Ga/4 AE 5% (6/111), G35
pneumonitis (n=1)




TAKE HOME MESSAGES

Neoadjuvante & adjuvante (chemo)-ICl op weg naar nieuwe standaard bij vroeg stadium NSCLC
Bekende EGFR/ALK geexcludeerd (neoadjuvant) of kans slechtere uitkomsten (adjuvant)
Adjuvant osimertinib standaard bij stad IB-IIIA NSCLC met EGFRex19del of ex21 L858R

Bij stad Il / IV merendeel oncogene drivers geassocieerd met slechte uitkomsten ICI

Reéle kans toxiciteit van TKI na eerdere IClI

Mijns inziens breed testen in vroeg stadium: toegang studies — verminderen kans (financiele)
toxiciteit

-
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