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RTS et fibrose pulmonaire idiopathique

JAMA Oncology | Original Investigation

Stereotactic Radiation Therapy in Early Non-Small Cell Lung Cancer
and Interstitial Lung Disease

A Nonrandomized Clinical Trial JAMA Oncology

Palma et al JAMA Oncol 2024 (in press)

Mortalité prédite

* Etude prospective
* 39 pts CBNPC stade I-ll inopérables

 PID confirmée par équipe spécialisée ILD GAP index
»  RTS 50 Gy/5fr * 0-2:36% - 5 = e
e 3-5:599% Di3 8,8 18,0 26,9
* Age médian : 78 ans * >5:5% 5 = = o
* Dyspnée chez 70% des pts >5 335 i e
e VEMS med : 80% ; DLCO med 49 % B rcrion
e Suivi médian 19 mois 120
e ) : . . )
* Controlelocala2 ans :92 % ; régional : 86 % : a distance : 91% =B
« SGalan:79% (méd 25 mois) 2 2 =07 :
* Pas de différence selon ILD GAP index R S T PP TR ‘
e Toxicité Gr3:10% ; Pasde Gr4; Gr5:7,7 % ime:mo

No. of completed ( ( lFL
k / questionnaires 37 34 24 19 17 0 10 0 5 CENTRE GEOROES

FRANCOIS LECLERC




RTS des lésions ultra-centrales

Stereotactic Radiation for Ultra-Central Non-Small Cell Lung Cancer: A Safety and

Efficacy Trial (SUNSET)

Giulani et al IJROBP 2024 (in press)

* Phasel-30pts-T1-2 NOMO
* Lésions UC (pas d’extension endobronchique)

s R — Arbre bronchique proximal (63%)
— (Esophage (17%)
‘ — Artére pulmonaire (47 %)
N * Dose: 60 Gy/8fr

* Age médian 73 ans ; Suivi médian : 37 mois

Phase Il - HILUS

65 pts — 56 Gy/8fr

13 % mortalité /A 3ans: N
(< 1 cm trachée/ Br Prox) e Controle local : 89,6 %

Lindberg JTO 2021

e Controle régional : 96,4 % et a distance : 85,9 %
* Toxicité Gr3+:6,7 %
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|0 adjuvante apres RTS : étude I-SABR

Stereotactic ablative radiotherapy with or without
immunotherapy for early-stage or isolated lung

parenchymal recurrent node-negative non-small-cell lung

cancer: an open-label, randomised, phase 2 trial

Joe Y Chang, Steven H Lin, Wenli Dong, Zhongxing Liao, Saumil ] Gandhi, Carl M Gay, Jianjun Zhang, Stephen G Chun, Yasir Y Elamin,
Frank V Fossella, George Blumenschein, Tina Cascone, Xiuning Le, Jenny V Pozadzides, Anne Tsao, Vivek Verma, James W Welsh, Aileen B Chen,
Mehmet Altan, Reza ) Mehran, Ara A Vaporciyan, Stephen G Swisher, Peter A Balter, Junya Fujimoto, Ignacio | Wistuba, Lei Feng, J Jack Lee,

JohnV Heymach

THE LANCET
Oncology

* Phasell -156 pts
« CBNPC stade I-1IB NO ou récidive pulmonaire isolée (T<7cm)
* RTS +/- Nivolumab 4 cures

 Dose : 50 Gy/4fr (périph) ou 70 Gy/10fr (centrales)
 Exclusion des lésions ultracentrales
e Suivi médian : 33 mois

Bénéfice significatif en EFS a 4 ans dans le bras 10

77 % vs 56 % (p=0,0056)
QQ soit le PDL1
Pas de tox pulmonaire de Gr3+

Chang et al Lancet Oncol 2023;402:871-81

0-84

0-6

04

Probability of event-free survival

p=0-006 (log-rank)
02 — I-SABR (E/N=14/75)
—— SABR alone (E/N=30/75)

HR 0-42 (95% Cl 0-22-0-80); p=0-0080 (Cox model)

0 T
0 6

Number at risk
(number of events)
I-SABR 75 (0)
SABR 75 (0)

T T T T T
12 18 24 30 36 42 48

Time since randomisation (months)

62 (5) 43(6) 22(3) 9(0)
59 (11) 34(14) 22 (4) 1(1)
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RT-CT-10 concomitante et adjuvante

PACIFIC 2

Patient population
e Locally advanced, unresactable
(Stage lll) NSCLC
Randomized

o ECOGWHO performance status 24)
Phase lll Dor

e 0S ORR;?0S24
N=328 pts Stratification factors CR, PR or SO o  PFS2 DoR, TDDM, DCR, PK,

o Age (<65 vs 265 years) ra— health-related QoL
o Stage (IIIA vs IIB/C)

CR. PR, orSD &l ima \
Durvalumab 1500 mg IV Q4W L 18 s g Primary endpoint
~ U WEeRS Durvalumab

¢+ SoC CRT

e PFS by BICR per RECIST v1.1
n=218 until progression y pe

Key secondary endpoints

e Safety® and tolerabdity )

Bradley ELCC 2024 N\

PFS by BICR (ITT population) OS and ORR (ITT population)

Durvalumab + CRT Placebo + CRT
Durvalumab + CRT Placebo + CRT 1.0

1.0

No. events / no. randomized patients (%) 142/219(64.8) 691109 (63.3)
No. events / no. randomized patients (%) 147/219 (67.1) 80109 (73.4) mOS, months (95% CI) 36.4(26.2,456) 205(23.2,45.1)
08
08 mPFS, months (95% CI) 138(25,169) 94(75,1656) 2 HR (95% CI) 103(078,139)
e HR (95% CI) 0.85(065,1.12) S 06 Pl 0823
5 06 Pvalue* 0247 Z
Z 8 04
5os 8
o a
& 02 — Durvalumab + CRT i e
—— Placebo + CRT = Placebo + CRT
aceno* o+ T T T T T T T T T T T
V== =TTt T =TTt 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 6f
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 . e
No. at risk: Time from randomization (months) No. atrisk: 11 from iandomization {montt)
: 3 Durvalumab+ CRT 219 207 191 177 160 152 141 132 126 120 114 111 107 100 95 94 89 75 49 31 15 1 0
Duryallemab v CRY) (21912013028 10265 91563 010057891 GOTS0N 08 - 30 AR AR ASIZBV2ATIDE 2 1000 Placebo+CRT 109 106 98 95 87 83 75 66 62 57 51 47 45 43 43 43 39 35 27 17 9 2 0
Placebo+ CRT ~ 109 104 72 58 44 38 34 32 28 26 25 24 24 24 24 23 19 15 12 7 3 1 0

There was no difference in ORR between the durvalumab (60.7%; 95% Cl: 53.9, 67.2) and placebo (60.6%; 95% Cl: 50.7, 69.8) arms (p=0.976).

o
e lc @ coropean Lung
Cancer Congress 2024

L]
l @ curopean Lung (L, condece el KR hazard o T, ot et mOS, o S, S, vl v
ClCC ™ By oo

The 21604 p vao by for
or 5% depering o o preveus!

* Pas de bénéfice en PFS ni en SG
* Pas de différence significative en terme de tox Gr3+
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RT-CT-10 concomitante et adjuvante (2)

Study Design

CHECKMATE 73L

Arm A

NIVO + cCRT NIVO'+ 1P}

NIVO CCR'I'1

Key Eligibility Criteria
* Locally

advanced
Phase lli Sl

N=888 pts e for
g Q
* No prior N = 888

Primary Endpoints

NIVO = cCRT" followed by
NIVO + IPl versus cCRT®
followed by DURVA

Stratification factors
*  Age

«  PDL1*(<1% and 21%)
+ Disease stage

Bristol Myers Squibb Provides
Update on Phase 3 CheckMate “Unfortunately, adding immunotherapy

-/3L Trial concurrently with definitive chemoradiation

Q Comarate/Financial News did not improve PFSfoutcomes in this setting,”




RT-10 personnalisée

Selective Personalized Radiolmmunotherapy for Locally

! ' 42:562- Journal of
Advanced Non—Small-Cell Lung Cancer Trial (SPRINT) Ohri et al JCO 2024;42:562-70

Clinical
100 H
90
80
70 4
60
50 4

40
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20
10

0

Oncology®

e 25 pts CBNPC lI-lll inopérables PDL1 > 50%

RT hypofractionnée

[ Pembrolizumab 48 Gy/20fr (vol < 20cc) [ Pembrolizumab }
3 cures 55 Gy/20fr (vol > 20cc) lan

Progression-Free Survival (%)

T T T T
6 12 18 24

Time Since Study Registration (months)
No. at risk: 23 19 12 5

* 88 % stade llIA-B ; PDL1 médian 75 %

* Age médian 73 ans ; Suivi médian 22 mois wo—H_I_L
/° 48 % réponse partielle ou compléte A M Z’=Z? o]
* PFSalan:76 % (méd 26 mois) PFSalan 55,9 % (med16,8ms) |& 7
© SGa2ans:76% SG 2 ans 66,3% Py I ’
K. Tox Gr3+ : 4% pneumopathie, 4% oesophagite )  Time Since Sudy Registraton (monts) 4
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CT-10 néo-adjuvante avant RT séquentielle

Phase Il SPORADIC

Patisnky with
urresectable bacally
advanced stage |l non-
small cell lung canoer
Iniligibde for
EOrRLomitant
rad ischameteragy
ared candicdates for
sequerbinl
rasllcaz hisrm ot hve e,

. Immiunatherapy

. Radiotherapy

BS Gy f 20 fractions

LS Gy f 20 fractions

Stratification lectors §

+ P01 v X}

*  Mistelogy {squameus vz n ]
SRS FATER

*  POLL status (<1 ve 1-05% ve =
0%

Primary sndgeint | Pragrosdsan-lres
urvival rate at 1& monthe

1 year

S. Thureau, E.

Martin, J. Khalifa, J. Raimbourg, F. Guisier

Ouverture fin 2024

¢

COL

CENTRE CECRCES
FRANQOIS LECLERC




Efficacy and Toxicity of Moderately
Hypofractionated Radiation Therapy with
Helical TomoTherapy Versus Conventional

Hypofractionnement modéré

Radiation Therapy in Patients with
Unresectable Stage Ill Non-Small Cell Lung
Cancer Receiving Concurrent Chemotherapy:
A Multicenter, Randomized Phase 3 Trial

 Phase lll - 146 pts CBNPC stade II-llI

* RT-CT 60 Gy/30fr vs 60 Gy/20fr

e 2 cures de CT conco puis 2 cures consolidation
 Pas d'immunothérapie

e Suivi médian : 46 mois

Stra

Strata =+ Hypo-RT =~ Con_RT

0 12 24 36 48

-RT 73 66 46 32 14

RT 173 60 38 19 9

0 12 24 36 48
Time in months

(. Bénéfice significatif en SG en faveur du bras hypofractionné
* A3ans:58,4%vs38,4%
e Méd : 41 mois vs 30 mois

(L Pas de différence en termes de toxicité Gr2 > ou = 2

Zhang et al IJROBP 2024 (in press)

Table 3 Patterns of failure

Recurrence patterns Hypo-RT Con-RT P -value
Total 49 (67.1%) 58 (79.5%) 0.13
Local-regional failure 23 (31.5%) 36 (49.3%)  0.04
Distant failure 27 (37.0%) 34 (46.6%) 0.31

Abbreviations: Con-RT = conventionally fractionated radiation ther-
apy; Hypo-RT = hypofractionated radiation therapy.




Escalade de dose

RTOG 0617 | 60Gyvs 74 Gy Demystifying the Results of RTOG 0617:

Identification of Dose Sensitive Cardiac Subregions
Associated With Overall Survival

Alan McWilliam, PhD,*®* Azadeh Abravan, PhD,*" Kathryn Banfill, PhD,*®

Impact de la dose
cardiaque sur la SG

— 60 Gy
— 74 Gy

Corinne Faivre-Finn, PhD,*" Marcel van Herk, PhD*"

+ Cansored McWilliam et al JTO 2023;18:599-607

P =.004 (1-sided log-rank)

Overall Survival (%)

| Dose No. of Dead Censored Median Survival Hazard Ratio Cardiac FunCtion MOdiﬁeS the ImpaCt Of Heart
BERCl ek ) Effet délétere Base Dose on Survival: A Voxel-Wise Analysis of

60 Gy 218 150 68 2.4(2.0t0 3.2) RL . . .
O”GV 2°7% :“ ‘3’ ‘4’ : de I'escalade Patients With Lung Cancer From the PET-Plan Trial
Time Since Random Assignment (years) de dose
e A b » » = Craddock et al JTO 2023;18:57-66

Bradley JCO 2020;38:706-14

Identification d’une
sous-région de la base
du ceeur (incluant
I'origine de la coronaire
antérieure gauche et le
noeud sino-auriculaire)
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Escalade de dose guidée par la TEP

I8F_FDG-PET guided vs whole tumour radiotherapy dose escalation in
patients with locally advanced non-small cell lung cancer (PET-Boost):
Results from a randomised clinical trial

') Radiotherapy

Check for
Updates.

Saskia A. Cooke®*, Dirk de Ruysscher ®, Bart Reymen °, Maarten Lambrecht 9, Gitte Fredberg Persson °"¢,

Corinne Faivre-Finn " Edith M.T. Dieleman’, Rolf Lewsnsohp £ Judi N.A. van Diessen ®, Karolina Sikorska',
fgséysi.léze.algellrll’ax\slegter Vogel **, Wouter van Elmpt®, Eugéne M.F. Damen*, Jan-Jakob Sonke?, Tumeur en
totalité
e Phase Il - 107 pts CBNPC stade II-1lI N=54
* Traitement hypofractionné de 66 Gy/24 fractions
e RT-CT conc ou seq ou exclusive Q
* Escalade de dose sur la tumeur primitive
— de 3 a 5,4 Gy en fonction des contraintes aux OAR
Sous-volume
Objectif : ./ CL de +15% par rapport a tt 66 Gy/33fr guidé par TEP
(70% a 1 an) (SUV 2 50% SUV max)
N=53

* Escalade de dose : + 3,3 Gy (tot) et + 3,5 Gy (TEP)
 SSRlocalealan:97 % (tot) et 91 % (TEP)

COE

CENTRE CEORCES
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[‘ Toxicite : aigue Gr3 = 40% ; Gr5: 18 % } Cooke et al Radioth Oncol 2023;181:109492




Escalade de dose guidée par la TEP (2)

[RTEP-7 / IFCT 1401 WIFCT

DeSIgn ___________ Timing post-RCT —» 6mo 1y 2y cly
- AT TR ' : T4\ T2 Cliv: CT4V
| FDG, PET | | FDG,PET | FO0.PE FOBPEI FOGPE! FOOPET
, Baselne ¢ ' (42Gy~-5w) | ’ | | |
---------- ; N A e
Arm A
N=75 Ind.CT  [=» RCT I | I I
B o . | | | |
oo : F0G, - |—> " & “—{ SuRrCT66G6y [———t—" —F
J
. |
NSCLC R1:4 : ' !
| RECIST
Stratification: ; :'1 '
IMRT/3DRT \ AmE FDG A R 0 I I b 2l
N=75 | Ind CT  =» Nodec:;m » Std RCT 66 Gy R L { P
2 cycles : ' : :

RCT
;
%

(2]
ongress ‘
MADRID
M From 2018 amendment made for use of durvalumab maintenance

Abslr #5675 G. Zalcman et al. CGF[_
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Results : survival outcomes, eligible patients (n=140) oIFCT

Overall Survival

10 i

°' \ .\K ..

o8 Ry
or :
08 R e
. "

04

03

Probabdty of Overall Survival
7
i

>

o: Boost: med OS = Not Reached [95%CI: 40.9 -~ NR]
ss Control: med OS = 43.3 months [95% CI: 33.4 - NR]

° 10 20 » 4
Time (months)
A-RT+B00ST B RT
o e
Events /N Median [95% Cl] 1-Year [95% CI] 2-Year [95% CI) 3-Year [95% CI)
A - RT+BOOST 22167 NR4OS-NR]  924(828-968) 764(639851) 678[539783)
B-RT 4/73 433 [33 4-NR] 863[760-924]) 721[601-810] S58(430-658)

Exploratory log-rank P = 0,16

Centrally-assessed Progression Free Survival

19
09
os N\
L} \:
-1 ] ‘\ \
0s N T :
ot

()

A - -

e wee
°'b

° Boost: mPFS = 22.3 months [95% CI: 14.8 - 33.7]

s5 Control: mPFS = 12.3 months [95% CI : 9.4 - 23.3]
) 10 2 »n «w
Time (months)

A-RT«500ST

Probatdiy of Progression-Free Sunvival
-
1

8-RT

No Mrma
Events /N Median [95% CI)
43/67 223[148-337)
53/73 123[94.23 3]
Exploralory log-rank P = 0,17

1-Year [95% CI] 2-Year [95%CI] 3-Year [95% CI)
620[49.2.725) 439[314.556] 336(218459)
438[(322547] 364[255474] 262[163-377)

M"‘g”’“ Median follow-up time for per-protocol population = 45.1 months [IQR : 34.6- 55.5]

Abstr #5675 G. Zalcman et al.
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Escalade de dose guidée par la TEP (3)

Standard dose possible .
NARLAL2 * | _ |
2 Registration and randomisation N=350 pts 09
Phase lll trial \ n T
| ~ ® 08 =+ Escalated
Heterogeneous, FDG-guided ‘_E’ 0.7
Homogeneous standard dose dose escalation % s
PET GTV-N,,...< 74 Gy/33 fractions & 04
J PTVnin: 66 Gy/33 fractions g 03
\ / -
p=0,028
0.1
0.0 ; , . ;
0 12 24 36 48 60
Time since randomisation [Months]
Number at risk
Standard {177 99 59 45 32 15
Escalated{173 103 71 43 26 14
0 12 24 36 48 60
Time since randomisation [Months]
Equal lung dose: MLD # 1 Gy and Vg, + 2%. Different tumour dose distribution ° 'P controle Ioco-reglonal

 Pas de différence en terme de toxicité

' Volume constraints were applied to lung (V;05,<35%, mean<20 Gy) and heart
(Vso6y<20%), while Dy gs.s <45 Gy was applied to spinal cord, D3 <70 Gy to the

oesophagus and D, <74 Gy to heart, trachea, bronchi, aorta, chest wall, plexus “ 4 fe NI )
‘Kbrachialis and connective tissue (all remaining mediastinal tissue). Résultats de SG presentes a 'ASCO 2024

RTQA strict +++ Shytte et al ESTRO 2024 Abstr 3531  fiiEsissss
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Stéréotaxie des oligoprogressions

Standard-of-care systemic therapy with or without THE LANCET
stereotactic body radiotherapy in patients with Oncology
oligoprogressive breast cancer or non-small-cell lung cancer
(Consolidative Use of Radiotherapy to Block [CURB]
oligoprogression): an open-label, randomised, controlled, B

phase 2 StUdy 100 sfog(-)zgz 995% C10-22-0-75;

75

Phase Il - 106 pts stade IV(59 CBNPC et 47 sein)
Oligoprogression (> 5)

TT systémique +/- SBRT

Suivi médian : 11,6 ms (ttt syst) et 12,1 ms (SBRT)

50

Progression-free survival (%)

25

Essai clos prématurément apres analyse intermédiaire T
4 N (rumber censored)
» Bénéfice significatif en PFS en faveur de la gt §f§8§ 318 238 1583 ?% gff())) 251‘2»
SBRT pour les CBNPC
* PFS: 10 moisvs 2,2 ms (p=0,039)
N J ¢

Tsai et al Lancet Oncol 2024,;403:171-82 GFL
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Quel fractionnement ?

Long-Term Outcomes After Concurrent Once-
or Twice-Daily Chemoradiation in Limited-
Stage Small Cell Lung Cancer: A Brief Report

From the CONVERT Trial
A
 Phase lll de supériorité - 647 pts CPC localisés
* RT-CT conc 66 Gy/33fr OD vs 45 Gy/30fr BID i
* |PC a discrétion

Suivi médian : 81,2 mois
(45 mois dans la publication initiale de 2017)

Number at Risk (Number Censored)

270 (0) 203(5) 135(6) 104 (6) 89(9) 77(14) 51(31) 30(50) 16 (63) 4(74)

273(0) 224 (4) 1

50 (7) 113 (10) 96 (11) 84 (15) 60 (34)

48 60 72 84 96
Time [months]

) 1(7)
38(51) 15(74) 5(81) 2(84)

* Pas de différence significative en terme de SG (p=0,247)

* A5ans:32%(0OD)vs 34 % (BD)
e SG méd: 25,4 ms (OD) et 30 ms

* Oesophagite tardive Gr 3 : 7 pts (OD) vs 0 (BID)

36 48 60 72 84 96
Time [months]

Number at Risk (Number Censored)

149(3) 100(3) 89(3) 77(6) 66(11) 46(26) 28(42) 15(54) 4(63) 1(66)

107(2) 94(5) 85(6) 77(10) 54(28) 34 (44) 12(65) 5(71) 2(74)

¢
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Quel fractionnement ? (2)

High-Dose Once-Daily Thoracic

Radiotherapy in Limited-Stage Small-Cell Lung Journal of

Clinical

Cancer: CALGB 30610 (Alliance)/RTOG 0538

Jeffrey Bogart, MD*; Xiaofei Wang, MD?; Gregory Masters, MD?; Junheng Gao, MD? Ritsuko Komaki, MD*; Laurie E. Gaspar, MD>;
John Heymach, MD?; James Bonner, MD?; Chatles Kuzma, MD®; Saiama Wagar, MD?; William Petty, MD'?;
Thomas E. Stinchcombe, MD'!; Jeffrey D. Bradley, MD'2; and Everett Vokes, MD*?

Oncology®

» 70Gy/35fr OD vs 45 Gy/30fr BID

e Suivi médian : 4,7 ans

* Phase lll de supériorité - 628 pts CPC localisés (2008-2019)
e RT-CT concomitante (4 cures de CT, RT a C1 ou C2)

* |PCrecommandée en cas de bonne réponse

0s

Treatment Arm Event/Total Median (95% CI) HR (95% CI} P
—+— A: 45 Gy twice aday 204/313  28.5(25.4to0 34.5)
—— B: 70 Gy once daily 218/325  30.1(24.4 to 37.2) 0.93 (0.75 to 1.15) .498

A5 ans

(p=0,7) et toxicité liée a la RT

_ (notamment de grade 5)

* Pas de différence significative en terme de SG (p=0,59), PFS

PFS (%)

* Plus de toxicité hématologique dans le bras 70 Gy

0.6 -
0.4
0.2
T T T T
0 12 24 36 48
Time (months)
isk:
313 241 160 109 70
325 242 167 121 88
PFS
Treatment Arm Event/Total Median (95% CI) HR (95% CI) P

—— A: 45 Gy twice a day 230/313  13.5(11.7to 15.8)

——B: 70 Gy once daily 250/326  14.2 (11.9t0 17.5) 0.97 (0.8 10 1.19) .785

Bogart et al JCO 2023;41:2394-402

T T T T
24 36 48 60

Time (months)
159 101 78 54 43
170 107 88 68 54

GO
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RT thoracique de cloture pour les CPC diffus

Chemoimmunotherapy combined with consolidative thoracic radiotherapy
for extensive-stage small cell lung cancer: A systematic review and Feng et al
meta-analysis

Baijie Feng~”', Yue Zheng™', Jiayuan Zhang‘, Min Tang °, Feifei Na ™

Radioth Oncol 2024;110014

Radiotherapy
& logy

Essais en cours

* CT-10 +/- RT thoracique de cloture
e 15 études (11 rétrospectives et 3 prospectives) — 1033 pts

(20Gy/30Gy/45Gy)

Phase II/1Il NRG-LUOO7 RAPTOR

Phase || TREASURE (30 Gy/10fr)

0.01 05 1 2
Heterogeneity: /% = 53%, 1 = 0.0621, p = 0.06

Fig. 1. Median overall survival in compararive studies.

02051 2 &

Fig. 3. Treamment-related advert events of >3 grade in comparative studies.

RR 95%-Cl Weight

17.40 [0.78;388.33] 0.6%
1.35 [0.54; 3.35] 24.4%
1.15 [0.70; 1.89] 75.0%

Study logHR SE(logHR) Hazard Ratio HR 95%-C| Weight
. Experimental Control
Li 2023 -0.1054 0.3066 —+—— 0.90 [0.49;1.63] 20.7% Study Events Total Events Total Risk Ratio
Peng 2023 -0.6349 0.2690 — 0.53 [0.31;0.89] 26.9%
Xie 2023 -0.6539  0.2492 — 0.52 [0.32;0.85] 31.3% Turner 2022 i 7 0 43 :
Hoffmann 2023 -0.9416  0.5140 ——=—1  0.39 [0.14;1.05] 7.4% Daher 2022 5 25 15 101 S A
Wu 2022 —2.9957 0.9711 005 [0.01;0.45] 21% Xie 2023 17 45 24 73 o
Daher 2022 -1.1087 0.4072 —a—— 033 [015;074] 117% '
Common effect model - ( 0.52 [)ss; 0.68] 100.0% Common gffecgt model , 77 217 : I «::::—l : ‘1 1.29 I’O.BS; 1.98] 100.0%
I T Heterogeneity: I~ = 31%, t° < 0.0001, p = 0.23
110

Bénéfice en SG
de la RT thoracique de cloture ‘

Tolérance acceptable

la dose de RT

?
CENTRE CECRCES
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|0 adjuvante apres RT-CT

Phase Ill ADRIATIC

Stratification factors
Stage (I/1l vs 111)
PCI (yes vs no)

Durvalumab 1500 mg +
placebo tremelimumab q4w
for four doses, followed by
durvalumab 1500 mg g4w

] e Primary endpoints
Inclusion criteria v P

n~200 « PFS
+ LS-SCLC (Stage I-I) ( ) . « 0OS
- WHO/ECOG PS 0 or 1 DUENIED TR0 k) RECIST vi 1-defined
) . R tremelimumab 75 mg gq4w PD t'IV' .t -I € 'Sle Secondary endpoints

+ Received four cycles of cCRT* T+ 1:4+4 for four doses, followed by toxicit;nolr ': ;:;?mjm « 0OS at 24 and 36 months
» Achieved CR, PR or SD duwa'umgl{;ggg) TGP of 24 months, - PFSat 18 and 24 months

post-cCRT whichever occurs first * ORR
» PCI* (as indicated) received after Placebo durvalumab + ;Egg/l

completion of cCRT

placebo tremelimumab g4w

Safety and tolerability

for four doses, followed by
placebo durvalumab g4w
(n~200)

IMFINZI® (durvalumab‘significantly improved overall survival land progression-free
survival for patients with limited-stage small cell lung cancer in ADRIATIC Phase lll trial
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