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Overview

Where do we come from in unresectable stage [Il NSCLC?

Current standard of care

New immunotherapy based treatments

Why protons make fitter patients and why this matters

Take home messages
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Evolution of the treatment for patients with unresectable stage 11l NSCLC

RTOG73-01 CALGB 8433 RTOG94-10 PROCLAIM RTOGO0716 PACIFIC
60Gy/30fr Seq CRT > OS vs Conc CRT > 0OS vs Pem-cis = eto-cis conc CRT No benefit 74Gy vs Adj durvalumab >
>superior control Rtx alone seq CRT SWOG S0023 60Gy, no benefit OS vs placebo
vs several other No benefit maintenance gefitinib adding cetuximab after conc CRT

Rtx regimens

Etc....

—

1980s 1996 2011 2020 2022
RTx only Seq CRT Conc CRT* Conc CRT PACIFIC
2y OS 18% 5y OS 17% 5y OS 16% 5y OS 32% S5y OS 43%

| Survival improvement due to: better staging — better treatment and supportive care —immunotherapy |

| >40% of patients with unresectable stage IIl NSCLC still ineligible for conc CRT |

( ff Maastricht UMC+ Perez Cancer 1982; Dillman JNCI 1996; Curran JNCI 2011; Bradley JCO 2020; Senan JCO 2016; Kelly JCO 2008; Spigel JCO 2022;
De Ruysscher Ann Oncol 2009; Hanna JCO 2008. *median and 2y OS superior for CCRT



PACIFIC: adjuvant durva, the standard of care for unresectable stage 11l NSCLC

I Early start durva = beneficial I

TR (88%.c1, 79.4 10 86.2)
270/983 NOT 091 o
i — %7 I o Be0 70.4) I 5y OS 43% vs 33% I
randomized = 071 ! 56.7%
E 0.6 - 74.‘6% ] (52.0 to 61.1) 49.7%
© (68.5 to 79.7) : : (45.0 to 54.2) 42.9%
£ 05 | : ! (38.2 o 47.4)
— 1 55.3% 1
Unresectable, Stage Il NSCLC Durvalumab “U‘;Q 04 : 6,510 814 43.6% ' '
- ; e 0.3 | ! | (37.1 t0 49.9) ! i
without progression after definitive 10 mg/kg q2w for o ! | , B e st
platinum-based cCRT (22 cycles) up to 12 months 027 I i I P (27310306)
= 0.1 1 l i i |
18 years Or Older 1_42 days N_476 00 T T : T T T : T T T : T T T : T T T E T T T T T
WHO PS score 0 or 1 post-cCRT o1 ardomisation 01 3 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
It available, archived pre-cCRT stratified by age, sex, and — Time Since Random Assignment (months)
tumor tissue for PD-L1 testing* smoking history Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 0
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16 7 2 0
All-comers population
(i.e. irrespective of PD-L1 status)
1.0 4=,
N=713 randomized 094 |
0.8
_ . 2 o1 A | 5y PFS 33% vs 19% |
Unresectable stage 11l (TNM7) Primary endpoints S 08 _ B e e
. 0.5 4 ! 1 I,0 . 0% 9
Loosely defined and based PFS (BICR) E ool ; | st 29810 40.1) B s
on site’s criteria 0S L 03] : : | :
027 i ae0 208) : I ' |
-2 10 40. 25.1% : : .
I No data about use of protons I . | fesona fETume  GRemn B,
0-0 T T ‘l T T T i T T T i T T T ; T T T f T T T T
01 3 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
e Time Since Random Assignment (months)
No. at risk:

Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 85 81 78 67 57 34 22 N 5 0
237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 22 21 19 19 14 6 4 1 0

(VY

\of Maastricht UMC+

Spigel JCO 2022

Placebo



Does the benefit extend to a “real-world” population? PACIFIC-R interim OS data

I Early start durva = beneficial I

1.0 - .
Total deaths [n/N (%)]: 446/1154 (38.6) Median OS
Median OS (months): not reached (95% CI 46.3-NE) 1.0 - (95% Cl), months
0.8 <42 days 46.3 (44.5-NE)
>42 days NR (NE-NE)

3 5 » 0.8-
5 0.6 | o
Q : ) i
= 0.6 - i
2 04 2-year 0S: 72.3% 2 :
= A (95% CI 69.7% to 74.8%) . = [ 2-year 0S: 74.8% ] —
° 3-year OS: 63.2% ) X > 0
o [ (9522 C1 60.3% to 65.9%) ] I PACIFIC 3y OS 57% I 8 0.4 4 (95% C170.2% to 78.8%) 3-year OS: 66.0%

0.2 = o [ 2-year OS: 71.2% ] (95% C1 61.1% to 70.5%)

o . - % 8% 4% :
0.2 (95% Cl 67.8% to 74.4%) 3-year OS: 61.8%
(95% CI 58.1% to 65.2%)
0.0 L] ] L] L] L] ] ] 1 0-0 I T T l I| - ) T 1
0 6 12 181__ 34 _ d30d . (36 " )42 4 > 60 0 6 12 18 24 30 36 42 48 54 60
Ime Trom Index date (montns
i Time from index date (months
No. at risk No. at risk ( :
1154 1097 1001 905 815 743 562 157 5 0 0 <42 days 398 377 346 312 290 271 216 53 1 0

oo

>42 days 732 699 634 575 509 456 333 100 4 0

N=1154 - type of RTx? - Median time to start durva: 56d; 64% >42 days
30% 70+ years old; 2% PS 2; 15% seq CRT

.,
‘\f{ MaaStriCht UMC+ Fillippi ESMO Open 2024




Adjuvant immunotherapy after sequential chemoradiotherapy?

GEMSTONE 301 seq CRT subgroup
I PACIFIC-R SCRT vs cCRT I PACIFIC-6 adj durva 2 years, N=117 Adj sugemalimab 2y vs placebo
2.6% PS2 — no data type of Rtx Eligible only PS 0-1, no data about
type of Rtx
B Median OS
1.0 - (95% Cl), months =
cCRT _ NR (46.3-NE) =
SCRT  NR (36.6-NE) bl g
[72] 08- - e . 3 60
S o i, S 2
o] ‘ =
> 0:6+ i % % 061 : T 40-
= 2-year OS: 73.8% 3 : ! g
n - [ oﬂ 8 oD A Y - g
E 0.4 (95% CI 70.8% to 755/!) T > o g
[ [ 2-year OS: s7,s%l] (95% Cl 61.5% to 67.9%) 204 |
a 0.2- (95% CI1 60.0% to 74{.5/ 3-year 0S: 57.9% 0.2 ?:.;gca:r;zllmab 14.6% E " - 3
I (95% Cl 49.8% to 65.2%) i 5 + Censored [ 11.7% ;
0.0 T T T - — T I T I 1 09 g : & o 1"2 i T8 a1 24 21 o3 2 4 6 8 10 12 14 16 18 20 22 24 25
0 6 12 18 24 30 36 42 48 54 60 Time from start of treatment (months) s at Risk Menths
. Time from index date (months) e 17 - - . - 48 - . . ) >malimab 86 73 51 46 41 32 28 22 17 15 11 5 6 0
No. at risk L ¥ 2 ’ o 2 9 ? a Placebo 41 37 20 14 10 7 5 4 2 1 1 1 1 0

| 3years0557.9% | 2-year OS 69.8% mMPES 8.1 vs 4.1
18 months PFS 31.2% vs 11.8%

| Daily practice sCRT = frail patient |

Fillippi ESMO Open 2024;

(\_r{ MaaStriCht UMC+ Garassino JTO 2022; Zhou Lancet

2022



Multiple challenges remain in unresectable stage 11l NSCLC

New strategies needed to improve survival | | We need to | tox for those with 1 risk |
or [wr ——fE ELDERLY CARDIOPULMONARY
a [~ COMORBIDITIES

Do < g cr m—.m
DN -
amm—— L e ————

Plasma q = = T\
New
Predictive . & nonn
/ i Strategies Approach in s ™ @ ii

Biomarkers.

Role of PD-L1 Best oncogene addicted
Elderly, CtDNA approach NsCLC Treatment
poor PS Duration e e . (R AR
Rechallenge, Challenges in Optimal approachin - " -
@ Treatment at Progression unresectable PDL1 negative tumors . " FRAIL AUTOIMMUNE DISORDERS
. stage 1ll NSCLC s

We need FIT patients for enroliment in trial

(\ "f Maastricht UMC+ Remon Ther Adv Med Oncol 2022; Bortolot CTR 2024



Radiotherapy — immunotherapy strategies evaluated in stage Il NSCLC

Median PFS months

o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 Comparing outcomes with different
AFT168 )\ strategies not possible!
Additional
Inclusion NICOLAS
criteria A'_I
CFEV-151.2L from d -28 DETERRED A |
Nolvolveg || to¢1 | | oatiente eliible f
tralateral 5
oot | Bl B o ooy W22 L I All patients eligible for CCRT
- No weight - No weight loss >10% in
loss >10% in the previous 3 months Hea Ithy im mune System
the previous 3
mionthe PACIFIC A |
g2 after | GEMSTONE 301+ | A
COAST @mBS A l All patients eligible for CCRT
T scRr PACIFIC6 § I A CT/ICI synergism
d2sdseafter | el M S ‘l
CCRT A BTCRC-LUN 16-081# - )
"""""""""""""""""""""""""""""""""" Less toxic vs concurrent?
LEGEND
=0 /ﬁ\/ﬂ\/ﬁ\ N S Interimanbais Early PD not eligible (but would they
38 S S A mPFS not reached (NR) (95% Cl: [ Induction Immunotherapy ]
a? 32y 10.4-NR) for arm A . 5
825 /“\/ﬂ\ e © mPFS 30.6 months for arm A, NR have progressed with ICI?)
23 282 (95% CI: 20.6-NR) for arm B. [ concurrent Immunotherapy |
ag Qo # mPFS 25.8 months for arm A and
I° /“\/K\ = 25.4 for arm B. [ y - J
End of active treat t and start Adjuvant Immunotherapy
o TICAUTIELS S0G SiaE I WHAT ABOUT PROTONS? I

.,
‘ | 4 MaaSt richt UMC+ (Modified from) Cortiula et al, Ann Onc, 2022



Novel approaches — combination immunotherapy - COAST

‘ 69/258 NOT ‘

randomized Study treatment up to 12 months

Durvalumab arm underperforms: patient characteristics?
CONTROL L.
1 — Durvalumab 1500 mg IV <2% gr 3+ pneumonitis

Locally advanced,
unresectable, Stage
lIINSCLC

monotherapy Q4W

1-42 days

post.cCRT | No data about use of protons |

No progression Randomised L

: Durvalumab 1500 mg IV Q4W
Y 7y
after prior cCRT 1Fi e ’ + oleclumab 3000 mg IV
ECOGPSOor1 o Oleclumab Q2W for cycles 1 and 2,
histology then Q4W starting cycle 3

N=189 randomised (adenocarcinoma and =

=189 randomise : ; £

non-adenocarcinoma) ARMB =

Durvalumab 1500 mg IV Q4W S

+ monalizumab 750 mg IV Q2W &

o
o 0.
\ @ 21 | mPFS15.1vs NRvs6.3m |
& .
/ NKG2A 0'1 :
W 0 é :1 tls é 1I0 1'2 1]4 1'6 1'8 2'(
o Time Since Random Assignment (months)
o No. at risk:
Anmo.sms Durvalumab + monalizumab 62 55 46 a4 a1 35 25 1 6 1
f c‘ruu Durvalumab + oleclumab 60 49 46 40 37 30 22 13 9 5
' Durvalumab 67 50 32 7 3 0
Phase Il PACIFIC-9 ong0| g

( f MaaStriCht UMC"' Herbst JCO 22; Cortiula Ann Oncol 2022



Novel combinations: dual immunotherapy

Concurrent Chemoradiation |
Platinum Doublet Chemotherapy

phll LUN 16-081 |

PLUS

Radiation (Dose 59.4-66.6 Gy)

I

Subjects that have completed chemotherapy/radiation will have radiology
scans within 56 days of completing treatment

OR 80
Subjects that have completed up to 2 cycles of consolidation therapy will
have radiology scans within 56 days of completing treatment

70 T T T
3 —#+—+——+——+ | Grade 3+ pneumonitis 9% (nivo)
Stable Disease or Response (PR. CR) Progressive Disease % o VS 18% (anO/ |pi)
I £ mOS NR vs NR ’I‘g-radg 3+ tox with
Completion of eligibility Not Eligible combination (19 vs 28%)
requirements and study registration 30

| | .

— ARMS Median (95% CI) Time-Point Surv Probability (95% CI
e . R.1ndoqnz.1uo? 1 | ] —_— Nivolumab NE (NE-NE) ;2 t;; ; :gg izg ? f:
jects will be stratified by: 19 Nivolumab + Ipiimumab  NE (28.1-NE) 18 857 72352 9%
e stage (IITA vs. IIIB) and (65.8-89.5%)
e histology (SqCC vs. non-SqCC vs. NOS) 0 g ' ; ; . o R, .
0 6 12 18 2 30 36 42 48
! ‘ \ Time from Trt Start to Death (Months)
Arm 1 Arm 2 “s 3 ¥ 3 & &8 B »—
fx ¥ ¥ Y = = mab . 0 26 14 1 Y
Nivolumab Nivolumab 240mg IV every 2 weeks
480mg IV every PLUS PHASE [Il CHECKMATE 73LA PRESS
4 weeks for up Ipilimumab 1mg/kg IV every 6 weeks
to 6 cycles for up to 4 cycles (12 doses Nivolumab and 4 doses of Ipilimumab) R E L EAS E . N EGAT' V E ST U DY

‘\ff Maastricht UMC+

Durm ASCO 22; De Ruysscher Clin Lung Cancer 2022



Novel approaches — concurrent immunotherapy?

| After promising phll data (NICOLAS, DETERRED) ph Il PACIFIC-2 negative for OS |

10+CRT Consolidation

Patient populati i i )
atient population Durvalumab 1500 mg IV QAW CR,1 l;R, orks? at Primary endpoint
e Locally advanced, unresectable +SoC CRT* weeks Durvalumab
(Stage |||) NSCLC n=219 until progression e PFS by BICR per RECIST v1.1
Randomized .
e ECOG/WHO performance status an(z(:;n)lze Key secondary endpoints
Oor1 e 0S, ORR}0S24
Stratification factors Placebo IV Q4W CR, PR, or SD at e PFS2, DoR, TDDM, DCR, PK,
e Age (<65 vs 265 years) +S0C CRT* Wnech Placebo - health-related QoL
e Stage (IllA vs IlIB/C) n=109 untl progrossion \. Safety$ and tolerability )
1.0 7
0.8
»n
o
S 0.6
2 | mos 36.4m vs 29.5m, HR 1.03 |
8 041
[
m . .
0.2+ — Durvalumab + CRT | + I toxicity |
— Placebo + CRT
00 I I 1 I I I I I I I I I | I I I I I 1 I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 6 | No data about use of protons |
No. at risk: Time from randomization (months)

(Vv i +
\—l MaaStrICht UMC Peters JTO 2021; Lin JTO 2020: Liu Lung Cancer 2022; Bradley ELCC 2024



Novel approaches — concurrent immunotherapy?

| After promising phll data (NICOLAS, DETERRED) ph Il PACIFIC-2 negative for OS |

10+CRT Consolidation

Patient population : : \
et popurer Durvalumab 1500 mg IV Q4w [RAANANCRS ROy odpint
e Locally advanced, unresectable +SoC CRT* Durvalumab o PES by BICR ber RECIST v1.4
(Stage Ill) NSCLC nknted n=219 until progression y p }
andomize .
e ECOG/WHO performance status (2:1) Key secondary endpoints
Oor1 e 0S,ORR}0S24
Stratification factors Placebo IV Q4W CR,1 PR, orS? at e PFS2, DoR, TDDM, DCR, PK,
o Age (<65 vs 265 years) +SoC CRT* 6 weeks untilPI::erl)eZSion health-related QoL
e Stage (IllA vs IlIB/C) n=109 prog \- Safety$ and tolerability )
1.0 5
0.8 1
3
S 06- :
2 Is this due to the
© -
g 04 immunosuppressive effect of
a
0.2 — Durvalumab + CRT concurrent RT?
— Placebo + CRT
00 I I 1 I I I I I I I I I I I I I I I 1 I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 6
No. at risk: Time from randomization (months)

(Vv i +
\—l MaaStrICht UMC Peters JTO 2021; Lin JTO 2020: Liu Lung Cancer 2022; Bradley ELCC 2024



Rationale to combine immunotherapy and radiotherapy

| RTx and IClI can act synergistically |

R Anti-PD-1/anti-PD-L1

Upregulation of tumor

MHC-1 expression / /
increase antigenicity / // \

IFN-dependent upgregulation
of tumor PD-L1 improves
efficacy to ant-PD-L1/anti-PD-L1

Increases CD8"

and CD4" TILs \

Combined RT +
metabolic inhibitor
(2DG-, HIF1a-, or
IDO-inhibitor)

Restoration of glucose Increased tumor antigen
metabolism and mTOR release could increase
signalling in TILs neoantigen burden

Drives polyclonal
T-cell response

Tcell

@ Tumor cell

(\:? Maastricht UMC+

A Untreated

Dendritic cell

: Limited or tdlerogeni;
\\\ ~ antigen p;esentatioh'3 ;_ T

B With radiation

lonising
radiation

Antigen-specific
T-cell activation
and proliferation

Antigen release :
Migration to
lymph node

DC maturation and increased
antigen presentation

Kordbacheh Ann Oncol 2018; Sharabi Lancet Oncol 2015
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But radiotherapy can also be immunosuppressive

CONVENTIONAL DOSE RT SBRT
4 2
P e —
'@ @—@ @
b 4 Torp Tcellactivation @
Regulatory M2 macrophages Myelond-deanld i ; 2
T cells suppressor cells ' ‘ 2
l I ¢
. . Regulatory <
Serine-Glycine > L1 m
‘ metabolism il T cells
$co73 . Adenosine 4 rPoun ( MHC-1
e 4 icamarras
$Gatt —— ’ . / -
4 TCRdiversity § calreticulin =
T cell activation =
¥ t o g
Lymphopenia / \ g
-
Neoangiogenesis ‘ E
- o
- NK cells priming o
Dendritic Cells T cells activation <
‘ maturation
Neo-antigens
DS DNA G
breaks ——> STING —IFN$
‘ Calreticulin —% New non-synonymous * Tumor Specific
mutation e Neo-antigens

T cell activation

Maastricht UMC+

Cortiula, Ann Onc 2022




How to minimize the immunosuppressive effects of Rtx?

Radiotherapy a Immune checkpoint inhibitor / Surgery

Proton therapy?

Tumour burden

Concurrent immune
checkpoint inhibitor
and radiotherapy for Reduce burden of

isolated lesions disease with local
therapy

Immune checkpoint
inhibitor timing

;v'i‘\ Adjuvant immune
A= x checkpoint inhibitor
ﬂl ﬂm Icl = following radiotherapy,

A | —p particularly after
/’ _.23/'/ Y elective nodal

\ irradiation

[t

Pharmacological
inhibition of
suppressor cells

Autologous

%{6 %‘/" lymphocyte infusion
T

S
q
\
3 < =
[

Suppressor cells and
lymphopenia

Lynch Lancet Oncol 2024

Q? Maastricht UMC+



Patients’ selection for proton therapy — decision process

100% IMRT (photons)

Treatmentoutcome with PROTONS
with estimated NTCP-reductions >
Back up ) treshold
PHOTON plan (LeTREATMENTGROUP which
\_ benefit from protons)

L PROTON

Estimated
NTCP-reduction (%)

treatmentplan

20% -

0% . . ; > . . A
0 10 20 30 40 50 60 70
Mean parotid dose (Gy)

Individual patients

llO% grade >2 pneumonitis @ 6 months

Patients are selected for PROTONS J10% grade >2 esophagitis @3 months
through Normal Tissue Complication

l 2% all-cause mortality @ 2yrs
Probability models.

l 15% esophagitis+pneumonitis grade >2

(\rl MaaStriCht UMC+ Langendijk et al, 2013



How protons can make a fitter immune system?

1 RT volumes to bone marrow, thymus and lymph nodes

l RT volumes to circulating immune cells.

I Lymphopenia Grade 4 (esophageal cancer) I

100

M Proton
B Photon

80
L

I Pts with locally advanced NSCLC treated with RT

1.00 - Lymphopenia
— <G3
— =G3

0.75 -

Survival rate
[
L
=]

0.25-

0.00 -

1 1
0 25 50 75 100 125
Time (months)

(:{ Maastricht UMC+

40 60
!

Cumulative Incidence of Grade 4 Lymphopenia (%)
20
|

ol

Baseline Week 1 Week 2 Week 3 Week 4 Week 5

0.5-2 Gy is already lethal for stem cells and lymphocytes.

1.Wennerberg et al, 2017
2.Abravan et al, 2020




How protons can make a fitter immune system?

Maastricht UMC+

B .
E .
E =
t .. . L
E b
> . i . . . .
; : o Healthy tissues inflammation generated by RT might
Tumor ] . .
Irradiation > PreSABR  Post-SABR impair the immune system
\ Galectin-1 ""P""f T cell Lymphopenia
\ | . secretion "~ °P°Pt°3' l
Fak b s SY? 3 /
-~ ¢ A S
f '/" { :‘. .‘.f.“-'l?‘é 3-”,_3 ;:D" e Anti-tumor RADIOTHERAPY RESISTANCE
‘ L/ l\\:'ll ‘T\ll.é;"f{ :u\'__-/'.' L 0l r?,\T:- immune Tumor oxygenation Survival
WA D s 9 A A response Cancer Stem Cells {CSCs)
- \,’{_\:' 2 }ﬂ\_ NYas S yl“l,l ROS/DNA damage Endothelial cells
W <R > e > U
2 “L ooy - \ T : - I
NN YR
4 SN0 | Tumor cells tumor T cell infiltration ¢
i LI e ,__,,,\, Oxygen gradient
T-cell apoptosis * M2 macrophaqes
. . IL-18 I’HGDH :
angiogenesis ¢ n» =

*Q

J

Redox Homeosta

> DNA repair
Normal Tissue Methylation
PHGDH
PSAT1 Serine GSH.
", o PSPH ' Glycine nucleotides
» ocTa SHMT2
PHGDH Serine
PSAT1 Glycine a-KG
Self-renewal

Stem cell fate

Kuo et al, 2014

Sanchez-Castillo et al, 2020




How protons can make a fitter immune system?

Can we pr‘event |ymph0penia? Patients (%) Hematological toxicity
Retrospective multicenter series N = 228 protons vs photons S0%
Subgroup OR for lymphopenia G3 (95% CI| P=0.032 P=0.003
70%

Al patients (N=271)
Gander

Male (n=157)

Female (n=114)

Ange

‘BE yoars (n=88)

B years (n=163)
WHOPS

O=1 (n=241)

2-3 (n=30)

MSCLC disease siage
A (n=111)

0B (n=138)

Tumar Histology
Squamous (n=98)
Mon=sguamaus (n=173)
PLOL=1

<1% (n=83)

=1% (n=117)

IMPT

Carbogplatin {n=140]
Clsplatin {n=131)

221 (n=208)

Pis after 06.2018 (n=210)

0.44 (0. 2-0.96)
0.38 (0.15-1,04) 60%
| 0,55 (0,15-1,9)
0.25 {0,07-0,92)
! 0.66 (0.23-1.9) 50%
0.54 (0.54=1,22)
0,09 (0.001-1.25) A40%
| 0.85 (0.27-2.6)
0.19 (0.06-0.64) 30%
0.18 (0.05-0.73)
{ 0.7 (0,27=1.85) 20%
[v]
I 0.55 (0.11-2.8)
0.41(0.15-1,12)
10%
0.2 (0,07-0.8)
1.3 (0.34-4.8)
0,23 (0.05-0,62) 0%,

. . | . o hanmEes LYMPHOPENIA ANEMIA GRADE
025 05 075 bk 125 45 175 2 235 25 275 4 GRADE=3 23

-+ -

IMPT better IMRT better

(:f Maastricht UMC+

Cortiula et al, Radiotherapy and Oncology 2023



Patients (%)

80%
70%
60%

40%

IMPT

30%

20%

10%

0%

__________________________________________________________________________________
(![ Maastricht UMC+

Hematological toxicity

P=0.003

ANEMIA GRADE
23

CCRT toxicities

36%

15%

11%

Cough grade =2
at day 42 after
CCRT

Esophagitis
grade =2 at day
42 atter CCRT

Performance Status
=
g '
P=0.33 P=0.04 P=0.024 :
o
(=%
S 07y
(=%
Q.
e 0.50 4
—-—
(=
a: — | NIRT
g 0.25 4
@ PSPT
=
o ¥
E a4 L 2 L 4
0 12 24 35 &0 72
Analysis Time (months)
WHO PS 0/1 AT WHO PS 0/1 21 WHO PS 0/1 42
BASELINE DAYS AFTER DAYS AFTER
CCRT CCRT
IMRT
— 1.00 [Ty — 1.00 Fe
[ [
2 8
- -
43% 2 0.75 4 2 075
I7% g g
a. a.
&= 050 4 e 0,50 4
; 3 — Faary 3 —_—Cary
11% 4 Later 4 Later
S 0.25 4 o 0.25
A= B
< Qo
£ [ £ f‘
s
E!""SF'”EE grade f 0 3 M 4 2 0 3 M 9 2
22 atday 42 Analysis Time (manths) Analysis Time (months)
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lungART data
PORT group (n=241) Control group (n=246)
Deaths* 99 (41%) 102 (42%)
LVmg?’mn of 68 (69%) 87 (85%)

recurrence

Chemotherapy taxicity 1(1%)

Radiotherapy toxicity 2 (2%) ..
|ldiupu|munary 16 (16%) 202%)

disease

Second primary cancer L (5%) 1(1%)

Pulmonary infection 1(1%)

Vascular 1(1%) 1(1%)

Othert - 3(3%)

Unknown L (5%) B8 (8%)

Mean Heart Dose

log[Hazard Ratio] SE_ Weight

Dess et al. 2017
Yegya-Raman et al
Atkins et al. 2019

Total (95%Cl)
Heterogeneity: Chi?
Test for overall effe

0.0677 0.0244 13.9%
. 2018 0.063 0.0131 48.3%
0.0488 0.0148 37.8%

100.0%
=069,df =2 (P=0.71); P = 0%
ct: Z = 6.40 (P < 0.00001)
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Take home messages

Adjuvant durvalumab is SoC after chemoradiotherapy for fit patients
1/5 is cured WITHOUT durva — 2/3 will relapse DESPITE durva

We need to personalize treatment in unresectable stage 11l NSCLC
Ensure that patients are as fit as possible
Trial enrollment
Toxicity reduction — early start of immunotherapy
Minimize immunosuppressive effects of radiotherapy—>better outcome

With improving survival, (late) toxicity prevention is necessary

Protons can play a role in improving fitness and reducing immunosuppressive effects of Rtx
ultimately leading to better survival

‘\f‘ Maastricht UMC+
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