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i) Liens d’intéréts

= Pfizer : congres

= Astrazeneca et Takeda :

board scientifique
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2024 ASCO

i) Essais qui changent les pratiques ANNUAL MEETING

= 1- ADRIATIC : CPC stade III RTCT +
Durvalumab

= 2- LAURA : EGFR stade III RTCT +
Osimertinib

= 3- CROWN : 1L ALK Lorlatinib a 5 ans

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Durvalumab after Chemoradiotherapy in
Limited-Stage Small-Cell Lung Cancer

Y. Cheng, D.R. Spigel, B.C. Cho, K.K. Laktionov, J. Fang, Y. Chen, Y. Zenke,
K.H. Lee, Q. Wang, A. Navarro, R. Bernabe, E.L. Buchmeier, ] W.-C. Chang,
Y. Shiraishi, 5.5. Goksu, A. Badzio, A. Shi, D.B. Daniel, N.T.T. Hoa, M. Zemanova,
H. Mann, H. Gowda, H. Jiang, and S. Senan, for the ADRIATIC Investigators®

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Osimertinib after Chemoradiotherapy
in Stage III EGFR-Mutated NSCLC

Shun Lu, M.D., Terufumi Kato, M.D., Xiaorong Dong, M.D., Ph.D.,
Myung-Ju Ahn, M.D., LeVan Quang, M.D., Nopadol Soparattanapaisarn, M.D.,
Takake Inoue, M.D., Chih-Liang Wang, M.D., Meijuan Huang, M.D.,
James Chih-Hsin Yang, M.D., Ph.D., Manuel Cobo, M.D.,

Mustafa Ozgiiroglu, M.D., Ignacio Casarini, M.D., DangVan Khiem, M.D
Virote Sriuranpong, M.D., Ph.D,, Eduardo Cronemberger, M.D.,
Toshiaki Takahashi, M.D., Ph.D., Yotsawaj Runglodvatana, M.D.,

Ming Chen, M.D., Ph.D,, Xiangning Huang, Ph.D,, Ellie Grainger, M.Sc.,
Dana Ghiorghiu, M.D., Ph.D., Toon van der Gronde, Pharm.D., Ph.D., and
Suresh S. Ramalingam, M.D., for the LAURA Trial Investigators*

©Lorlatinib Versus Crizotinib in Patients With Advanced
ALK-Positive Non—Small Cell Lung Cancer: 5-Year Outcomes
From the Phase Il CROWN Study

Benjamin J. Solomon, MBES, PhD' (3); Geoffrey Liu, MD*(3); Enriqueta Felip, MD? (©); Tony SK. Mok, MD*(); Ross A. Soo, MBBS, PhD* (3);
Julien Mazieres, MD® (); Alice T. Shaw, MD, PhD" (); Filippo de Marinis, MD®; Yasushi Goto, MD® (5); YiLong Wu, MD'®(3);

Dong-Wan Kim, MD, PhD" ([5); Jear+Frangois Martini, PhD' (5); Rossella Messina, PhD'%; Jolanda Paolini, BS'® Anna Polli, BS'?;

Despina Thomaidou, MS™; Francesca Toffalorio, MD, PhD™ () and Todd M. Bauer, MD™ ()

D01 httpsy//doiorg10.1200/JC0 24 00581
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2024 ASCO

ANNUAL MEETING

ADRIATIC STUDY DESIGN

Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)

(stage I/l inoperable) 1500 mg QAW Dual primary endpoints:
WHO PS 0 or 1 N=264 * Durvalumab vs placebo
Had not progressed - 0S8
following cCRT* N=730 — PFS (by BICR, per RECIST v1.1)
PCI* permitted before @ Placebo Key secondary endpoints:
randomization i » Durvalumab + tremelimumab vs
N=266 placebo
cCRT components Stratified by: - 08
« Four cycles of platinum and Disease stage — PFS (by BICR, per RECIST v1.1)
etoposide (three permittedT) (1711 vs 111 oth d dboints:
« RT:60-66 Gy QD over 6 weeks | PCl (ves vsno ' er secondary endpolnts:
or 45 Gy BID over 3 weeks * OS/PFS landmarks
+ RT must commence no later . . : : + Safety
than end of cycle 2 of CT Treatment until investigator-determined progression or
intolerable toxicity, or for a maximum of 24 months

*CCRT and PCI treatment, if received per local standard of care, must have been completed within 1-42 days prior to randomization.
1If disease confrol was achieved and no additional benefit was expected with an additional cycle of chemotherapy, in the opinion of the investigator.
iThe first 600 patients were randomized in a 1:1:1 ratio to the 3 treatment arms; subsequent patients were randomized 1:1 to either durvalumab or placebo.

BICR, blinded independent central review; BID, twice daily; CT, chemotherapy; D, durvalumab; PCI, prophylactic cranial irradiation; PS, performance status; Q4W, every 4 weeks; QD, once daily; RECIST, Response Evaluation Criteria
in Solid Tumors; RT, radiotherapy; T, tremelimumab; WHO, World Health Organization Spigel et al. Presented at ASCO 2024, Presentation LBAS
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BASELINE CHARACTERISTICS

Durvalumab Placebo
(n=264) (n=266)
Age, years Median (range) 62.0 (28-84) 62.0 (28-79)
Sex, % Male / Female 674/326 70.7/293
Race, % White / Asian / Other 492/496/1.1 51.5/455/30
WHO performance status, % 0/1 50.0/50.0 4747526

Smoking status, %

Current / Former / Never

239/67r4/87

20.7/695/98

AJCC disease stage at diagnosis, % FRIrall 30/95/875 41/86/872
Prior chemotherapy regimen, %" Cisplatin-etoposide / Carboplatin-etoposide 65.5/345 66.9/33.1
Prior radiation schedule, % Once daily / Twice daily 7397261 7037297
Best response to prior cCRT, % CR/PR/ISD M7i723/159 128/7527120
Prior PCI, % Yes [ No 538/462 538/462
"Based on the first cycle of chemotherapy.
AJCC, American Joint Committee on Cancer; CR, complete responss; PR, partial response; 50, stable disease.
Spigel et al. Presented at ASCO 2024, Presentation LBAS
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) Résultats PFS et OS

OVERALL SURVIVAL (DUAL PRIMARY ENDPOINT)

+ Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

1.0 7 Durvalumab Placebo
(n=284) {n=268)
Events, n (%) 115 (43.6) 146 (54.9)
08 mOS, months (35% CI)  55.9 (37 3-NE) 33.4 (255-399)
@ 68.0% HR (95% CI) 0.73 (0.57-0.93)
% 05 4 p-value 0.0104
=
o
8 04 -
2
o
0.2
D T T T T T T T T T T i T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomization (months)

Durvalumab 264 261 248 236 223 207 189 183 172 162 141 110 9 68 51 39 27 19 11 5
Placebo 266 260 247 231 214 195 175 164 151 143 123 97 80 62 4 31 23 19 8 5 1

oo

0S was analyzed using a stratified log-rank test adjusted for receipt of PCI (yes vs no). The significance level for testing OS at this interim analysis was 0.01679 (2-sided) at the overall 4.5% level, allowing for strong alpha control
across interim and final analysis timepoints

ClI, confidence interval; mOS, median OS; NE, not estimable._

Spigel et al. Presented at ASCO 2024, Presentation LBAS

PROGRESSION-FREE SURVIVAL* (DUAL PRIMARY
ENDPOINT)

+ Median duration of follow up in censored patients: 27.6 months (range 0.0-55.8)

109 Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 139 (52.7) 169 (63.5)
08 4 mPFS, months (95% CI) 16.6 (10.2-28.2) 9.2 (7.4-12.9)
» HR (95% CI) 0.76 (0.61-0.95)
E 06 - o p-value 0.0161
> G0 46.2%
% Y
2 s %
5 e
= 36.4% | 3400 T —H———H———H
02 1 '
0 T T T T 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 45 48 51 54 57 60 63
No. at risk Time from randomization (months)

Durvalumab 264 212 161 135 113 105 101 98 84 78 51 51 33 21 19 10 10 4 4 0 0 0
Placebo 266 208 146 122 100 &8 79 76 71 69 47 47 34 23 22 15 14 5 5 0 0 0
By BICR per RECIST v1.1.

PFS was analyzed using a stratified log-rank test adjusted for disease stage (I/ll vs IIl) and receipt of PCI (yes vs no). The significance level for testing PFS at this interim analysis was 0.00184 (2-sided) at the 0.5% level, and 0.02805

(2-sided) at the overall 5% level. Stafistical significance for PFS was achieved through the reeycling multiple testing procedure framework and testing at the 5% (2-sided) alpha level (adjusted for an interim and final analysis).
mPFS, median PFS.

Spigel et al. Presented at ASCO 2024, Presentation LBAS
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Carboplatln and C|splat|n CT subgroups - OS

Carboplatin CT Cisplatin CT ITT
D (n=91) P(n=88) D (n=173) P (n=178) D (n = 264) P (n = 266)
Median OS (95% Cl), months NR (42.5-NE) 334 (21.7-NE) 41.9(27.7-NE) 34.3(254-40.7) 55.9 (37.3-NE) 33.4(25.5-39.9)
Analyse en sous groupe
HR (95% CI) 0.56 (0.35-0.89)" 0.82(0.61-1.101 0.73(0.57-0.93)
Multivariable HR (95% CI) 0.55(0.35-0.87)* 0.81(0.60-1.08) -
104 Carboplatin CT 10+ Cisplatin CT
0.8+ 084
3 65.3% 38
S 06 JLLE
3 04 P s N F 041 i
[} [ |
U n ss 02 % 02 i
BARCELONA i

O T T T T T T T T T T T T T T T T T T T 1 O T T T T T T T T T T T T T T T T T T T 1
2024 0 3 6 9121518212427 3033 36 39 42 45 48 51 54 57 60 63 0 3 6 9121518212427 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months)

Time from randomisation (months)
No. at risk: No. at risk:
D, carboplatin 91 90 84 81 77 71 68 66 65 63 55 40 32 23 177 11 8 4 2 1 1 0 D, cisplatin 173 171 164 155 146 136 121 117107 93 86 70 58 45 34 28 19 15 9 4 0 0
P, carboplatin 88 86 84 77 69 63 57 52 47 45 41 28 22 %6 11 8 6 3 1 1 0 0O P, cisplatin 178 174 163 154 145 132 118 112104 98 82 69 58 46 33 23 17 16 7 4 1 0

*Subgroup HRs and Cls calculated using an unstratified Cox proportional hazards model

+ITT HR and Cls calculated using a Cox proportional hazards model siratified by receipt of PCI
*Multivariable analysis interaction p-value 0.17.

Senan et al. Presented at ESMO meeting 2024, Presentation LBA41

BID and QD RT SUbQVOUPS 0sS PCl-yes and PCl-no subgroups OS
I BID RT QD RT ITT PCl-yes PCl-no ITT
D (n=69) P(n=79) D (n=195) P (n=187) D (n=264) P (n = 266) D (n=142) P(n=143) D (n=122) P (n=123) D (n=264) P (n = 266)
Median 08 (95% CI), months NR (NE-NE) 44.8 (29.4-NE) 419 (32.0-NE) 26.1(21.7-36.8) 55.9(37.3-NE) 33.4(255-39.9) Median OS (95% Cl), months NR (43.9-NE) 42.5(334-NE) 37.3(24.3-NE) 24.1(18.8-31.1) 55.9 (37.3-NE) 33.4(255-39.9)
3-year 08, % 65.8 574 53.1 433 56.5 476 3-year 08, % 62.1 56.5 50.2 373 56.5 476
HR (95% CI) 0.68 (0.40-1.14)" 0.72(0.55-0.96)" 0.73(0.57-0.93) HR (95% CI) 0.75(0.52-1.07)* 0.71(0.51-0.99)" 0.73 (0.57-0.93)1
Multivariable HR (95% Cl) 0.71(0.42-1.18) 0.73 (0.55-0.96¢ - Multivariable HR (95% Cl) 0.72(0.50-1.03)¢ 0.73(0.52-1.02)¢ -
10~ BIDRT 104 QD RT 104 PCl-yes 10 PCl-no
081 0.8 0.8 4 0.8 1
8 e 8 8 621% 8
S 061 S 06 S 06 S 06 502%
£ 57.4% | T £ Z i z
B 04+ § 04+ 433%) 8 047 i 8 04+
[ S i S i ] 37.3% i
024 % 024 i % 02 | % 02+ i
i i |
O s e e s e s B S e R R L B | (O e s Y N i S N N N B S R N m e 07— T T 7T T T T T T +tT T T T T T T T e e L e a e e e B e S
0 3 6 9121518212427 303336 39424548 5154 576063 0 3 6 9121518212427 3033 3639424548 5154576063 0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9121518212427 30 33 36 39 42 45 48 51 54 57 60 63
) Time from randomisation (months) . Time from randomisation (months) Time from randomisation (months) Time from randomisation (months)
No. at risk: No. at risk: No. at risk: No. at risk:
D, BD 69 68 63 61 59 56 54 53 51 48 42 35 27 18 13 10 5 5 3 2 0 0 D, aD 195193 185 175 164 151 135 130 121 114 99 75 63 50 38 29 22 14 8 3 1 0 D, PClyes 142130 132127 124 118 110105100 93 82 63 51 40 29 23 19 15 8 4 1 0 D, PClno 12122116109 99 89 79 78 72 69 50 47 39 28 22 16 8 4 3 1 0 0
P,BD 79 79 76 73 60 61 57 56 54 53 45 37 32 27 2 14 9 8 4 3 1 0 P, QD 187181 171 158 145 134 118 108 97 90 78 60 48 35 2 17 14 11 4 2 0 0 P,PClyes 143 140 133120 122110100 95 @1 89 77 61 48 37 26 20 14 13 5 3 1 0 P, PCl-no 123120114102 92 85 75 69 60 54 46 36 32 25 18 1 9 6 3 2 0 0
*Subgroup HRs and Cls calculated using an unstratified Cox proportional hazards model *Subgroup HRs and Cls calculated using an unstratified Cox proportional hazards model.
HITT HRand Cls calculated using a Cox proportional hazards model stratified by receipt of PCI HITT HR and Cls calculated using a Cox proportional hazards model stratified by receipt of PCL.
*Multivariable analysis interaction p-value 0.95. Cl. confidence interval; NE, not estimable; NR., not reached: yr, year. #Multivariable analysis interaction p-value 0 96.
Senan et al. Presented at ESMO meeting 2024, Presentation LBA41

Senan et al. Presented at ESMO meeting 2024, Presentation LBA41
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ASTRO 2024

Immune-mediated AEs: summary

Immune-mediated AEs, % Durvalumab (n=262) Placebo (n=265)

Any grade 321 10.2

Maximum grade 3/4 5.3 1.5

Serious 9.2 3.0

Leading to death 0.4 0

Leading to treatment discontinuation 7.3 2.6
m Hypothyroid events 1 13.7
E ~. Immune-mediated pneumonitis 1 11.8 Maximum grade:

7]
< T .
) E Dermatitis/rash Durvalumab
o . . 1/2
9 T Hyperthyroid events m >3
E & Adrenal insufficiency | Placebo
c© ) 4 1/2
:E= k=) Hepatic events W >3
E Diarrhealcolitis |
20 15 10 5 10 15 20
Durvalumab (n=262) Patients, % Placebo (n=265)

Ewents reported in 21% of patients in either treatment arm are shown. *All grade =3 imAEs were grade 3/4 exceptone case of grade 5 immune-mediated pneumonitis in the durvalumab arm.

lyengar et al. Presented at ASTRO meeting 2024, Presentation LBA13

www.onco-nouvelle-aquitaine. fr



A retenir d’ADRIATIC

2024 ASCO

ANNUAL MEETING

The NEW ENGLAND JOUBRNAL of MEDICINE

ORIGINAL ARTICLE
‘ DESMD

Durvalumab after Chemoradiotherapy in
Limited-Stage Small-Cell Lung Cancer

Y. Cheng, D.R. Spigel, B.C. Cho, K.K. Laktionov, J. Fang, Y. Chen, Y. Zenke,
K.H. Lee, Q. Wang, A. Navarro, R. Bernabe, E.L. Buchmeier, | W.-C. Chang, AS I RO 2024
Y. Shiraishi, S.S. Goksu, A. Badzio, A. Shi, D.B. Daniel, N.T.T. Hoa, M. Zemanova,

H. Mann, H. Gowda, H. Jiang, and S. Senan, for the ADRIATIC Investigators*

Bénéficie en OS et PFS => Nouveau standard pour les CPC stade III non
opérables

www.onco-nouvelle-aquitaine. fr



2024 ASCO

ANNUAL MEETING

LAURA PHASE 3 DOUBLE-BLIND STUDY DESIGN

Patients with locally advanced,
unresectable stage llI* EGFRm NSCLC

with no progression during / following
definitive CRTT treatment

Key inclusion criteria:

« =18 years (Japan: =20)

+ WHOPSO/1

+ Confirmed locally advanced,
unresectable stage IlI* NSCLC

+ Ex19del / L858R*

+ Maximum interval between last dose of
CRT and randomization: 6 weeks

Osimertinib 80 mg,
once daily

!

Randomization
2:1
(N=216)

Stratification by:
Concurrent vs sequential CRT
Stage llIA vs stage lIB/IIC
China vs non-China

Placebo,
once daily

Treatment duration until BICR-assessed progression
(per RECIST v1.1), toxicity, or other discontinuation
criteria

Open-label osimertinib after BICR-confirmed
progression offered to both treatment arms$

Tumor assessments:

+« Chest CT/MRI and brain MRI

+ Atbaseline, every 8 weeks to Week 48, then every
12 weeks until BICR-assessed progression

Endpoints

+ Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
+ Secondary endpoints included: OS, CNS PFS, safety

www.onco-nouvelle-aquitaine. fr



BASELINE CHARACTERISTICS

Characteristics, % Osimertinib (n=143) Placebo (n=73)

Sex: male / female 371/63 42 /58
Age: median (range), years 62 (36-84) 64 (37-83)
Smoking history: formerly / currently / never 26/3/171 32/1/67
Race: Asian / non-Asian 81/19 85/15
WHO PS: 0/ 1 56 /44 42 /58
AJCC / UICC staging (8™ edition) at diagnosis: IIIA/ IIB / IIC 36747117 337527115
Histology: adenocarcinoma / other 97/3 95/5
EGFR mutation at randomization:* Ex19del / L858R 52 /48t 99 /41
Type of CRT: concurrent CRT / sequential CRT 92/8 85/15
Response to prior CRT: CR/PR/SD /PD/NE 3/47/43/0/8 4/37/51/0/8
Target lesion size by BICR:¥ mean (SD), mm 33 (18) 36 (17)
Pre-CRT PET scan: yes / no bb [ 45 45/ 55

www.onco-nouvelle-aquitaine. fr



PROGRESSION-FREE SURVIVAL BY BICR

1.0

09

08

0.7

06

05

04

0.3

0.2

Probability of progression-free survival

01

0.0

No. at risk

Osimertinib

Placebo

74%

_\_i‘—‘_.iS%

Median PFS, months (95% CI)

Osimertinib  39.1 (31.5, NC)
Placebo 5.6 (3.7, 7.4)

PFS HR (95% CI): 0.16 (0.10, 0.24),
p<0.001

Maturity 56%:
osimertinib 40%, placebo 86%

22%

_t.‘_‘_.7 13%
= ,

| I I I | I | |
12 15 18 21 24 27 30 33 36 39

Time from randomization (months)

99 96 a3 76 69 61 49 v 28 16
15 10 9 6 6 4 4 3 3 3

57 60 63

0

Data cut-off: January 5, 2024.

www.onco-nouvelle-aquitaine. fr



SITES OF NEW LESIONS BY BICR

Patients with new lesions

Brain

Lung

Liver

Lymph nodes

Bone

Adrenal

Peritoneum / omentum
Pelvis

Spleen

Other

[l osimertinib n=143

. Placebo n=73

70

60

50

40

30 20 10 0 10 20 30 40 50 60 70

Patients with new lesions (%)

www.onco-nouvelle-aquitaine. fr



INTERIM ANALYSIS OF OVERALL SURVIVAL

* In the placebo arm, 81% of patients with BICR-confirmed progression crossed over to osimertinib

09

0.8

0.7

06

0.5

04

0.3

Probability of overall survival

0.2

0.1

0.0

No. at risk
Osimertinib

Placebo

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NC, not calculable; NR, not reached; OS, overall survival

Median OS, months (95% CI)
Osimertinib 54.0 (46.5, NC)
Placebo

NR (42.1, NC)
0S HR (95% CI): 0.81 (0.42, 1.56),
p=0.530*

Maturity 20%:

A osimertinib 20%, placebo 21%

| | | | | | | | | | | | | |
0 3 6 9 122 15 18 21 24 27 30 33 36 39 42 45

Time from randomization (months)

143 142 138 135 133 130 127 115 100 86 71 59 49 37 28 19

73 73 71 70 68 65 62 58 48 41 30 23 19 15 11 9

www.onco-nouvelle-aquitaine. fr



ALL-CAUSALITY ADVERSE EVENTS (210%)*

* The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4 / 3), non-
serious and manageable

Radiation pneumonitis 48 | 2 | 38
Diarrhea 36| ﬂ | 14
Rash 24| | 14
covib-19 Interstitial lung disease (grouped term)
Paronychia was reported in 11 (8%) patients in the
Cough osimertinib arm#
Decreased appetite The majority were Grades 1/ 2;
Dry skin Grade 5 n=1
Pruritus
Stomatitis

D Osimertinib, all grades
WBC count decreased _ o
. Osimertinib, Grades 23
D Placebo, all grades

. Placebo, Grades =3

Pneumonia’

Anemia

Musculoskeletal chest pain

100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 90 100
AE, adverse event: WBC, white blood cells Patients (%)
Data cut-off: January 5, 2024.

www.onco-nouvelle-aquitaine. fr



o A |
Baseline characteristics

Characteristics, % Osimertinib (n=143) Placebo (n=73)

Sex: male / female 37/63 47 158
Age: median (range), years 62 (36-84) 64 (37-83)
Smoking history: formerly / currently / never 2613111 3211167
Race: Asian / non-Asian 81/19 85/15
WHO PS:0/1 b6 / 44 42158
AJCC / UICC staging (8™ edition) at diagnosis: 1A /11IB / IC 36/ 47117 33/527/15
Pre-CRT PET scan: yes / no bb /45 45 /55
Histology: adenocarcinoma / other 9773 95/5
EGFR mutation at randomisation™ Ex19del / L866R 52 /48 b9 /M
Type of CRT: ¢cCRT / sCRT 92/8 85115
Best response to prior CRT: CR /PR /SD /PD / NE 3/477143/0/8 41371/51/0/8
Target lesion size by BICR: mean (standard dewviation), mm 33 (18) 36 (17)
CNS metastases at baseline per neuroradiologist BICR T n (%) 14 (10) 5(7)
CNS metastases at baseline per neuroradiologist BICRT and received pre-CRT PET scan: n (%) é (6) 3(4)

www.onco-nouvelle-aquitaine. fr



BICR-assessed PFS by pre-CRT PET scan

Pre-CRT PET-CT staging scans were recommended but not mandatory, since diagnosis of unresectable stage |l
disease prior to CRT was determined by the investigator per local clinical practice

Probability of PFS

PFS benefit with osimertinib vs placebo was consistent with or without pre-CRT staging by PET scan, and consistent

with the primary PFS data'

With PET scan

1.0
094
0.8+
0.7
0.6
057
047
037
027
017

-
¥

Osimertinib
Placebo

Median PFS, months {95% ClI)

38.8 (30.2, NC)
55(36.90)
HR (95% CI): 0.24 (0.14, 0.40)

o T T T T T T T 1
0 3 8

No. at risk

9 12 15 18 21 24 27 30 33 36 39 42 45 483 51 54 57 60
Time from randomisation (months)

W79 72 65 61 57 56 50 45 42 35 229 1 17 W0 T &5 4 2 2 2 1

W3 2r 15 12 10 7 6 4 4

1

1

1 0 0 0 0 0 0

Probability of PFS

Without PET scan

Median PFS, months (95% CI)
39.1 (17 4, NC)

Osimertinib
Placebo 56(3.8,9.0

HR (95% CI): 0.23 (0.13, 0.38)

0.0
0

No. at risk

3 06 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 @&
Time from randomisation (months)

W64 55 49 48 42 40 33 3 27 2% 20 1% 11 6 2 1 0 0 O O 0O O

W 40

32 1% 13 & 3 3 2 2 2 2 2 2 2 12 1 1 00 0 0 0

Diata cut-off. & January 2024,
1. Lu, Setal N Engl J Med 2024; 391:585-597
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A retenir de LAURA

- Surtraitement des patients

Bénéfice PFS et PFS cérébrale gueris par RTCT (ADNCc)

Pas significatif sur OS mais

Cross over - Toxicite d’un TKI qui pourrait

étre retardeé : QoL

Discussion RCP et avec le patient

Développer la qualité dans le champ

AAAAAAAAAAAAAAAAAAAA sanitaire, social et médico-social

Décision n° 2024.0293/DC/SEM du 17 octobre 2024 du collége de la Haute
Autorité de santé portant autorisation d’accés précoce de la spécialité

TAGKEIED (onlmerioi) Accés précoce ' AMM & venir

www.onco-nouvelle-aquitaine. fr



2024 ASCO

ANNUAL MEETING

CROWN: Study Design

KEY ELIGIBILITY CRITERIA

PRIMARY ENDPOINT

Lorlatinib
- Stage I1IB/IV ALK-positive NSCLC as 100 mg QD * PFS® by BICR
identified by the VENTANA ALK (D5F3) CDx (n=149) SECONDARY ENDPOINTS
+ No prior systemic treatment for metastatic 5 o * PFS (investigator
disease - Stratification factors assessed), ORR by BICR
. <N +  Presence of brain metastases and investigator, ic-ORR,
ECOGPS 0-2 oo I (ves vs no) DOR and i6.00R by
+ Asymptomatic treated or untreated CNS - % +  Ethnicity (Asian vs non-Asian) BICR, ic-TTP by
metastases were permitted é BICR, OS
+ 21 extracranial measurable target lesion Safety: :
. . . ) o . y. adverse reactions
(RECIST v1.1) with no prior radiation required 22(’]'?:]’;";:30 AT
+ Patients with severe acute or chronic (n=147) - QoL
psychiatric conditions were excluded?
Treatment continued until disease No crossover between treatment arms
progression or unacceptable toxicity was permitted

e Pfizer

edical Affairs

*Including recent (within the past year) or active suicidal ideation or behavior.
*Defined as the time from randomization to RECIST-defined progression or death due to any cause.
ALK, anaplastic lymphoma kinase; BICR, blinded independent central review; CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Groups performance status; ic-DOR, infracranial
duration of respense; ic-ORR, intracranial objective respense rate; ic-TTP, intracranial time to tumer progression; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;
QD, each day; QoL, quality of life; RECIST, Respense Evaluation Criteria in Solid Tumors.
ClinicalTrials.gov number: NCT03052608 (Study B7461006); 1. Sclomon B, et al. Loratinib vs. Cnzotinib in the First-ine Treatment of Patients with Advanced ALK-Positive Non-Small Cell Lung Cancer: Results of the Phase 3
CROWN Study. ESMO September 2020; 2. Shaw AT, etal. N Engl J Med. 2020;383(20):2018-2029.

Document exclusivement réservé a l'usage des directions médicales Pfizer pour répondre 4 une guestion spécifique d'un professionnel de santé - EM-FRA-or-0028
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Recommandations AURA

lere ligne ALK M+ :

Jeme 3
« Alectinib (ALEX)
« Brigatinib (ALTA-1L)

3eéme G
« Lorlatinib (CROWN)

Tx zans
Médiane d rosression
SEIEHE S8 TXPFS 1an  Prosression
PFS cerebralea 1
34,8 68,43
ALEX Alectinib 152 - 45%
Peters, NEIM, 2017 (17,7-ME) 0,43 [61,0-75,9]
Camidge, ITO, 2019 o 10,9 [0,32-0,58] 48,7%
Brieatinib 137 24,0 B7% 78% 615
atin
ALTA-1L rigatini (18,5-43,2) 0,48 [56-75] (68-85)
Camidge, MEIM, 2018
) 11,1 0,35-0,66 43 61%
Camidge, ITO, 2021 Crizotinib 138 [ ] T8%
(9,1-13,0) [32-53] (30-71)
MR T8% 96%
CROWN Lorlatinib | 149 72%
Shaw, NESM, 3000 (NR-NR) 0,28 [70-84] (91-98)
SolomonB, Lancet Respir g 3 [@,19-0,41] 39% B0
Crizotinib | 147 ‘ 56%
Med, 2022 rleohr (7,6-11,1) [40-38] (49-69)

Tableau 8 — Comparaison des essais randomisés comparant Imes ITK en 1% ligne de CBNPC métastatique

avec réarrangement de ALK.

www.onco-nouvelle-aquitaine. fr




CROWN: PFS by Investigator Assessment (ITT Population)

106, Lorlatinib Crizotinib
(n=148) (n=147)
90 Events 55 115
PFS, median NR o
804 (95% CI). 4 NEY 7 AAD O
months (64.3-NR) (7.4-10.9)
704 HR (95% Cl} 0.19 (0.13-0.27)
60
g
£ a0
30
204
10% 0
104 Pl I 8%
0 4 8 12 16 20 24 28 32 3 40 44 48 52 E6 60 64 68 T2 76 8O
" Time (months)
No. at risk
Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 77 74 &7 45 26 14 4 1 0

Crizotinip 147 107 70 42 30 19 16 16 11 10 9 9 9 8 & 4 2 0 0 0 0

After 5 years of follow-up, the median progression-free survival with lorlatinib treatment has not been reached, with an investigator-assessed

PFS rate of 60%, with only 6 additional PFS events occurring between Year 3 and Year 5.
This PFS benefit, which exceeds 5 years, is the longest reported PFS in advanced NSCLC to date

Data cutoff: October 31, 2023.
A limitation of this study is that this updated 5-year analysis, while providing substantial additional follow-up, was not prespecified. Therefore, the results provided are descrptive and exploratory in nature, and formal statistical
comparisons between the treatment groups are not available.
Median duration of treatment: lodatinib, 57.0 months; cnzotinib, 9.6 months.
Median duration of follow-up for PFS by investigator assessment: lorlatinib, 60.2 months; crizotinib, 55.1 months.
P zer Cl, confidence interval; HR, hazard ratio; NR, not reached; NSCLC, non-small cell lung cancer; PFS, progression-free survival.
Medical affairs S0lomon BJ, et al. J Clin Oncol. 2024. doi:10.1200/JC0.24.00581.
Document exclusivement réservé a l'usage des directions médicales Pfizer pour répondre 3 une question spécifique d'un professionnel de santé - EM-FRA-lor-0028

www.onco-nouvelle-aquitaine. fr



CROWN: Time to IC Progression? by Investigator Assessment! (ITT Population)

&SP,

zer

100
a‘i 90 1 1 1
c
S apA | i
: | |
£ 70 l i
Is) 1 1
a 601 | H Lorlatinib  Crizotinib
0 ] ! ! (n=149) (n=147)
5 20 i ] Events, n 9 65
2 40l ' H Time to IC progression, NR 164
§ ! ! median (95% CI), months (NR-NR) (12.7-21.9)
% 301 | ! ! HR (95% CI) 0.06 (0.03-0.12)
it ——t } 1

T | ! 259, 1 o 1
§ 2 | y 26%] 210}
m
a 101 ! i : i

| 1 I 1

0 T T T T T T i i T i T

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Time (Months)

No. at risk
= Lorlatinib 149128119112 105 93 96 92 89 86 84 81 79 77 72 50 29 14 5 1 0
— Crizotinib 147107 75 46 34 22 19 18 12 12 10 10 9 &8 6 4 2 0 0 0 O

Lorlatinib delayed intracranial progression versus crizotinib,

with no new IC events occurring between Year 3 and Year 5.

A limitation of this study is that this updated 5-year analysis, while providing substantial additional follow-up, was not prespecified. Therefore, the results provided are descnptive and exploratory in nature, and formal statistical
compansons between the treatment groups are not available.

*Time to CNS progression was defined as the time from randomization to the first objective progression of CNS disease (either new brain metastases or progression of existing brain metastases). Tumour assessments, including brain
magnetic resonance imaging, have been performed every 8 weeks in all patients throughout the study. The secondary endpoint of intracranial time to progression was not part of the statistical testing hierarchy '2

Data cutoff: October 31, 2023. Median duration of treatment: lorlatinib, 57.0 months; crizotinib, 9.6 months.

Cl, confidence interval; HR, hazard ratio; IC, intracranial; ITT, intention-to-treat; NR, not reached; PFS, progression-free survival.

medical affairs 1. Solomon BJ, et al. J Glin Oncol. 2024. doi:10.1200/JC0.24.00581; 2. Shaw AT, et al. N Engl J Med. 2020;383(21):2018-2029.

Document exclusivement réservé a l'usage des directions médicales Pfizer pour répondre 4 une question spécifique d'un professionnel de santé - EM-FRA-or-0028
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Event, n (%)

All-causalities AEs

Any-grade AE

Grade 3/4 AE

Death

Any serious AE

AEs leading to temporary discontinuations

AEs leading to dose reduction

AEs leading to permanent treatment discontinuation
TRAEs

Any-grade AE

Grade 3/4 AE

Death

Any serious AE

AEs leading to temporary discontinuations

AEs leading to dose reduction

AEs leading to permanent treatment discontinuation

Lorlatinib
(n=149)

149 (100)

19(77)

14 (9)
65 (44)
92 (62)
34|(23)
16[(11)

145 (97)
99 (66)
2(1)
14 (9)
58 (39)
31 (21)
8 (3)

Crizotinib
(n=142)

140 (99)
81 (57)
7 (5)
45 (32)
68 (48)
21 (15)
15 (11)

133 (94)
55 (39)
0
9 (6)
51 (36)
19 (13)
8 (6)

www.onco-nouvelle-aquitaine. fr



Hypercholesterolaemiab |
Hypertriglyceridaemia® |
e Dedemar |
Penpheral neu rop:tﬂwyb:
Weight increased

Fatigue® |

Adhialgia

Cognitive eﬁe{:tsb:

T
Anaemia |
Diarthoea |

Dyspnoea
Headache |

Mood effects”
Cough ]|

Pyrexia

Alanine aminotransferase increased :
Back pain |

Constipation |

Vision disorder”

Pain in extremity |
Gamma-glutamyltransferase increased |
Nausea

SARS-CoV-2 test positive |

Lorlatinib?

Grade 1/2
W Grade 3/4

100 80 60 40 20 0 20 40 &0 80 1M

Grade 1/2
MW Grade 3/4

Aspariate aminofransferase increased |
Lipase increased |
Hyperglycaemia
Myalgia ]
Vomiting |
Blood creatine phosphokinase increased |
Dizziness
Sleep effects” ]
Chest pain ]|
Rash |
Upper respiratory tract infection
Amylase increased |
Pneumonia |
Hyperlipidaemia |
Hyperuricaemia |
Blood creatine increased
Neutropaenia |
Blood alkaline phosphatase increased |
Dysgeusia |
Hypoalbuminaemia |
Decreased appetite
Sinus bradycardia ]
Blood lactate dehydrogenase increased |
Bradycardia |

Neutrophil count decreased

Lorlatinib?

Grade 172
W Grade 3/4

100 80 60 40 20 0 20 40 60 80 100

Grade 1/2
M Grade 3/4

The most common grade 3 and 4 adverse events in the lorlatinib-treated group were hypertriglyceridaemia

(24 .8%), increased weight (22.8%), hypercholesterolaemia (21.5%), and hypertension (12.1%)1:2

Lorlatinib (n=14%)

Any grade Grade 2 Grade 3 Grade 4
Any CNS adverse events 58 (39) 16(11) 85 0
Cognitive effects 38(26) 10(7) 5(3) 0
Mood effects 26(17) 10(T) () 0
Speech effects g (5) 1(l) 1{1) 0
Psychotic effects 7(5) 1{l) 1{(1) 0

Data are n (%a).

impairment disorders.
Mood effects were any event from anxiety disorders and symptoms, or depressed mood disorders and disturbances, or manic and bipolar

mood disorders and disturbances, or mood disorders and disturbances NEC, or personality disorders and disturbances in behaviour.

Speech effects were any event from speech and language abnormalities.

Cognitive cffects were any event from cognitive and attention disorders and disturbances, or delina (including confusion), or mental

Psychotic effects were any event from narrow psychosis and psychotic disorders or PT of psychotic symptom.

www.onco-nouvelle-aquitaine. fr



f) A retenir de CROWN

- mPFS non atteinte a 5 ans
- Efficacité cérébrale +++
- Attention au profil de toxicité cardiague et neurocognitive

1 ere intention 1L ALK si pas de contre indication
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TAKE HOME MESSAGE

1- ADRIATIC : DURVALUMAB en adjuvant pour les CPC stade III apres RTCT
AMM a venir

2- LAURA : OSIMERTINIB en adjuvant EGFR muté stade III apres RTCT
bénéfice en PFS, AMM a venir : Discussion au cas par cas

3- CROWN : 1¢e |igne ALK : LORLATINIB en 1¢e intention en I'absence de
contre indication

www.onco-nouvelle-aquitaine. fr
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Table 1. Demographic and Disease Characteristics of the Patients at Baseline (Intention-to-Treat Population].®

Durvalumab
Characteristic [N=264)
Median age (range) — yr 62 (23-84)
Male sex — no. (%) 178 (67.4)
Race — no. (%)
White 130 (49.2)
Asian 131 (49.6)
Black 1(0.4)
Other 2 (0.8)
Geographic region — no. (3¢)1
Asia 129 (48.9)
Europe 54 (35.6)
Naorth or South America 41 (15.5)
WHO performance-status score — no. (36)§
0 132 (50.0)
1 132 (50.0)
Former or current smoker — no. (%) 241 (91.3)
Tumor-node-metastasis stage at diagnosis — no. (36)Y
lorll 33 (12.5)
m 231 (87.5)
Previous concurrent chemoradiotherapy — no. (%)
Chemotherapy regimen in first cycle
Cisplatin—etoposide 173 (65.5)
Carboplatin-etoposide 91 (34.5)
Radiotherapy fractionation schedule
Once daily 195 (73.9)
Twice daily 69 (26.1)
Best response
Complete response 31 (11.7)
Partial response 191 (72.3)
Stable disease 42 (15.9)
Time from end of previous concurrent chemoradictherapy to
randemization — no. (%)
<14 days 32 (12.1)
14 to <28 days 79 (29.9)
=28 days 153 (58.0)
Receipt of prophylactic cranial irradiation before randomization 142 (53.8)

—no. (%)q

Placebo
(N =266)
62 (28-79)
188 (70.7)

137 (51.5)
121 (45.5)
3 (L1
5 (L.9)

120 (45.1)
112 (42.1)
34 (12.8)

126 (47.4)
140 (52.6)

240 {90.2)

34 (12.8)
232 (87.2)

178 (66.9)
88 (31.1)

187 (70.3)
79 (29.7)

34 (12.8)
200 (75.2)
32 (12.0)

32 (12.0)

30 (30.1)
154 (57.9)
143 (53.8)

www.onco-nouvelle-aquitaine. fr



Bénéfice RT + CT

Role of thoracic RT in limited SCLC

Meta-analysis: 13 studies (2 140 pts) comparing
CT-RT to CT alone :

& 5% 3-yr survival by combining TRT to CT
(10% with CT, 15 % with CT-RT)

* No difference between

- RT early or RT administered late
- Sequential, alternating or Concomitant CTRT regimen

» Benefit of CT-RT, observed mostly in younger pts < 55

3-yr Survival : 9% (CT) and 17 % (CT-RT)

Pignon et al, NEJM 1992, 327

www.onco-nouvelle-aquitaine. fr



BID vs QD

Concurrent CT-RT : Conventional versus ﬁ%ﬂé‘éfy\’
Hyperfractionated Accelerated TRT with 4 EP
HERT NN
1.8 Gy/d OD 1.5 GyX2/d BID

Results:  RT(asGy/swks) HFART(asGy/3wks)  p

CRR 49 % 56 % ns

ORR 87 % 87 %

MST 19m 23 m

2-5-Year S 41%/16 % 47 %/26% 0.04

2-Year DFS 24 % 29 % 0,10

LR 52 % 36 % 0.06

LR + Dist R 23% 6% 0.01

Turrisi et al, NEJM 1999

Bénéfice en mOS a 5 ans 26% vs 16% + d'oesophagites grade 34
Meilleur control local

www.onco-nouvelle-aquitaine. fr



Wh at is th e 0 pti m a I RT Primary objective-survival at 2 years
rial othesis
d ose | n SC LC ? . Expectez surl\::,vr;lt:D arm 44%

* Projected survival OD arm 56%

= ] = CONVERT STUDY

Median FU: 45 months,
Median GTV=80-85cc

Once daily Thoracic Irradiation
D1 D3 D22 D24 D43 D45 D64 D66
/Il B

3 — ) PET/CT staging in 57% pts
— RT 66Gy/45D/33F \ SD, PR,CR—PCI
S Overall
®5 Twice daily Thoraoic Irradiation \ survival Log-rank
g = D1 D3 D22 D24 D43 D45 D64 D66 H<SD n 543
E ) 7 [ =
3 L1\ — / = Median (Mo) 30 (24-34) 25 (21-31)
Reglslrfatx)‘n RT 45Gy/19D/30F " Restage
Randomisation B Chemotherapy 1-year 83% (78-87)  76% (71-81)
PS0-2 Radiotherapy "
Dl age Ve : 2-year 56% (50-61) 51% (45-57) p=0.15
3-year 43% (37-49) 39% (33-45)
5-year 34%(27-41) 31%(25-37)

Faivre-Finn ASCO 2016; Lancet Oncol 2017



High-Dose Once-Daily Thoracic
Radiotherapy in Limited-Stage Small-Cell Lung
Cancer: CALGB 30610 (Alliance)/RTOG 0538

0S
(n=638)

Median (Mo)
2-year
3-year
S-year

28,5 30,1
58% (53-64) 56% (51-62)
43% (38-49)  44% (39-50)
20%(23-35) 32%(27-39)

p=0.498

GUSTAVE/
ROUSSY

CANCER CAMPUS , \
GRAND PARIS

TRT started cc with D1 or D21 of ChT
92% 45-Gy BID and 80% 4 cycles ChT

A

0S (%)

o, at

08

(6

0.4

0.2

risk:

79% 70-Gy OD (87% received>60 Gy),
os and 72% had 4 cycles ChT
Treatment &rm  Event/Total Median (35% CI) HR (95% Cl) P

—— A:; 45 Gy twice a day 2047313 285 (26.4 10 34.5) Raf
—— B: 70 Gy onca daily 218325 30.7(24.4 to 37.2] 0.93 (0.75 to 1.15) 498

T T T T T
24 36 48 &0 T2

Although the study does not definitively define the
most ideal dose fractionation schedule
Survival rates similar in the OD (5yr rate 32%) and

33 241
25 242

N

Time {months)
180 109 70 51 ]
167 11 BR GH a8

Z-Yaar
Arm A BID 558053 to 064
Arm B OD 056005110062

3-¥aar
0.43 1038 to 0,48}
0.44 (0.38 10 0.60)

4-Vear
0.35 (0.29 to 0.47])

0.37 10.32 10 0.43]

5-Year
0.29 10.23 to 0,35}

0.32 (0.27 10 0.39)

6-Yaar
0.26 (0.21 to 0.32)
0.29 (0.24 to 0.35)

BID (5yr rate 29%) regimen.

e

Although 45-Gy twice-daily RT remains the SOC, this study as well as CONVERT provide the most robust information
available to help guide the choice of thoracic radiotherapy regimen for pts with LD SCLC

Bogart et al JCO 2023



High-dose versus standard-dose twice-daily thoracic
radiotherapy for patients with limited stage small-cell lung

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

e 170 patients randomized between July 2014 and June 2018.

e 4 cycles of CDDP 75 mg/m? or carboplatin AUC 5-6 day 1 and
etoposide 100 mg/m? on days 1 to 3 every three weeks.

> HFRT 60 Gy in 40 fractions (n = 89), ten fractions per week.
> HFRT 45 Gy in 30 fractions (n = 81), ten fractions per week.

e RT to primary tumor and Nodes identified in PET-CT, starting 20-28
days after C1. Patients with response received PCI (25 to 30 Gy)-
85% had PCI

e Primary endpoint: 2 yr OS
> 2 yr 0OS=74.2% (60 Gy group) vs 48.1% (45 Gy group)
> (OR = 3.09; Cl 95% = 1.62-5.89; P = 0.0005).
> MST: 37.2 vs 22.6 months (HR = 0.61; Cl 95% = 0.41-0.90; P = 0.012).
OR rate: 77.5% versus 76.5% of patients (P = 0.88),
CR rate: 18.0% versus 21.0%.
Relapse in the RT field: 21% versus 35% pts (P = 0.054).

Most common gr 3-4 AE: neutropenia in 72 pts [81%] vs 62 [81%],
neutropemc mfectlons thrombocytopenia, anaemia oesophagitis

Gronberg et al, TLO 2021

60—

Overall sundval (%)
.
T

.
T

i

— BOGY
- — A5Gy
a HR 0-61 (95% O 0-41-0-90):
b -
\ p=0-012
Ty

Mumber at risk
{number censored )
B60Gy E9(D)
AGGy 81(0)

Prograssicr-free survival (%)

12 24 36 48 60
B1(0) 66(0) 35(14) 18(26) 5(38)
€5(0) 390} 24() 14(12) 5(21)

HR 0-7C (§52 C 0-52-1-00); p=0-13

Mumber at risk
{number censored )
600Gy B9 (0)
AGGy 81(0)

12 24 36 48 60
Time since baseline (months)

E4(1)
/(D

38(2)
26(2)

21 (14)
19 (6)

qa(2h)
11(13)

0(24)
2(21)




2023 World Conference
on Lung Cancer

SEPTEMBER 9-12, 2023 |

Hypofractionated accelerated high-dose TRT
65 Gy/26 fr of 2.5 Gy

SINGAPORE

o = 100- =0.137
100 p=0.031 o — P —— Twice-daily
80 \ ~  Once-daily 80 . Ok ity
g 60 \.‘\ g 60
£ 40 \\\\;‘“\.. E - 8 4 :
‘*‘-—J_ ‘_.-1-.1_——
20 b e 20
o ' 1 ' ] |} o Ll T L] T 1
0 12 24 36 a8 60 0 12 24 36 48 60
) Time (months) Time (months)
Number at risk Number at risk
94 a9 18 8 4 3 94 79 47 21 9 4
88 58 28 15 10 4 88 73 43 24 13 7
Median PFS 2-year PFS Median OS 2-year OS
QD 65 Gy/26 fractions 17.2 months 42.3% QD 65Gy/26 fractions 39.3 months 74.2%
BID 45 Gy 13.4 months 28.4% BID 45 Gy 33.6 months 69.9%

d Once-daily Compared with BID TRT C ntly with Ef de and Cisplati

Bjern H. Grenberg, NTNU and St. Olavs hospital, Trondheim, Norway




Timing de la RT ?

0¥

Phase lll trial of concurrent TRT with either 1st- or ggﬂg\g@/
3rd-cycle chemotherapy for LD-SCLC sows / \

Progression-ree Survival (%)

<2
T

Patients with LD-SCLC received 4 cycles of etoposide plus cisplatin every 21 days.

Patients were randomly assigned to receive TRT (51.5 Gy /25 fr of 2.1 Gy) cc with
first cycle (early TRT) or the third cycle (late TRT) of ChT

Medion 03 Ls
Earyarm — ~ 24.1months 050

Latearm —

28.3montns.

HR=0.90 (95% CL: 0.184.52)

Eanyarm
Latearm —

0%
56.0%

203%
24.0%

24r0Grate  SyrO8rate

z

86
o1

T
Years

47 26 18
51 27 17

11 7
15 7

MedianPFS

Eatyarm — FZ.Amonthe 0.60

Laarm —

11.2montn:

s
HR=1,10 {95% C1: 0.37-1.84)

ec

1yrPFSrate  2+yr! FHI‘I

Eanyarm —
Latsarm —

51.8%
431%

23.5‘

x

3%

2=

2

2 3 4
Years

27 18 15

18 15 10

11 7
10 6

Primary end point = CR rate.

Results: 222 pts randomized. Late TRT : not inferior to early TRT in terms of CR
rate (early versus late; 36.0% versus 38.0%).

2-yr OS rate g-!rosme
0S [median, 24.1 versus 26.8 mo; Eavam — "sari 2% NS

7 Latearm — 56.0% 24.0%

e 115:::-«- ZﬂPFBml! ]_) NS

PFS (median, 12.4 versus 11.2 mo;
Latearm -~ 48.1% 235%

No statistical difference in the pattern of treaunciu ianures.

Neutropenic fever in early TRT arm > late TRT arm (21.6% versus 10.2%; P = 0.02).

Conclusion: In LD-SCLC treatment, TRT starting in the
third cycle of ChT seemed to be non-inferior to early

TRT, and had a more favorable profile with regard to
neutropenic fever.

Sun et al; Ann Oncol 2013



Primalung : Rationnel

o Irradiation prophylactique cérébrale chez les CPPC-SL:

o La plupart des essais des années 1970 a 1990 ont montré une incidence réduite des
métastases cérébrales apres IPC et de meilleurs résultats chez les patients ayant un bon état
de performance.

o Une large méta-analyse a montré:
o Un bénéfice de 5% pour la survie a 3 ans pour les patients recevant U'IPC.
o Un taux cumulatif de métastases cérébrales a 3 ans de 59% pour les patients dans le bras contréle et
de 33% pour les patients recevant l'IPC.

o Irradiation prophylactique cérébrale chez les CPPC-SE:
o L'IPC diminue l'incidence des métastases cérébrales symptomatiques
o L'effet sur la survie globale est controversée.

A 100 EORTC Trial B oo Japanese Trial
w«ﬁR‘- i N}
_al % _ 80 \‘\::1
B \:. S 704 N
£ 60 LY g 60 3 H
A ol & 50 S MR survellance
T o . Prophylactic Cranial Irradiation T 40 \\‘ ~ ey " e
g 30 ", &Brain Imaging for Symptoms Y 30 Prophylactic Cranial Irradiation “\H‘ .
0 ! L £=0.003 O 204 & MRI Surveillance . PRy ‘\1
10 Brain Imaging for Symptoms 4 10
0 T T r T T T o T T T T T T T 1
0 3 6 9 12 15 18 21 24 0o 3 6 9 12 15 18 21 24
Months Months

unicancer ,
R | PRIMALung - slides MEP v1.1 04/11/22



o Utilisation de l'IPC en systématique est remise en question:
o Neurotoxicités fréquentes de ['IPC qui peuvent étre permanentes

o Manque d'impact sur la survie positif pour les CPPC-SE et [la possibilité
d'effectuer une surveillance active par IRM cérébrale : détection des métastases
cérébrales augmentée avec l'IRM versus scanner (24% vs 10%)

o Interactions entre anti-PD-L1 et IPC non connues



DESIGN DE L'ESSAI

Etude de phase I, multicentrique, randomisée , internationale ouverte

Indication: Patients atteints d'un cancer du poumon a petites cellules de stades limités (CPPC-SL):
stades | a Il ou de stades étendus (CPPC-SE) stade IV, sans métastases cérébrales et en absence
de progression apres avoir recu le traitement initial standard pour la pathologie.

Stratification:

* Pays
Progression (non éligible) * Stade (limité vs. étendu)
* Immunothérapie prise
en 1° ligne de Bras expérimental
traitement (oui vs. non) Surveillance active
* OM5(0oulvs.2) par IRM cérébrale
Toute réponse au
traitement Randomisation
Absence de Métastases 11
. cérébralessurl'IRM i N
< y Bras contrdle
) 16 semaines max X IPC (25Gy en 10 fractions ~
: 2 semaines de traitement) +
|
) ! Surveillance active par IRM
IRM cérébrale | 4 semaines max | cérébrale
de baseline

Pour les deux bras:

* IRM céréhrale et évaluation clinique tous
les 3 mois pendant 1 an puis tous les 6
mois jusqu’a 24 mois a partir de la date de
randomisation (3, 6,9, 12, 18 et 24 mois)

unicancer
| ) PRIMALung - slides MEP v1.1 04/11/22 8



ALL-CAUSALITY ADVERSE EVENTS (210%)*

* The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4 / 5), non-
serious and manageable

Radiation pneumonitis 48 | 2 | 38
Diarrhea 36| 2 | 14
Rash 24 | | 14
CovID-19 2071 I8 Interstitial lung disease (grouped term)
Paronychia 17 ] 1 was reported in 11 (8%) patients in the
Cough 16| |10 osimertinib arm#
Decreased appetite 151 15 The majority were Grades 1/ 2;
Dry skin 13T 5 Grade 5 n=1
Pruritus 13| | 17
Stomatitis 12 | 3
:I D Osimertinib, all grades
WBC count decreased 12 Ijl:l 3 . Osimertinib. Grades >3
iat M3 48 ’ B
Pneumon!a 105 D Placebo, all grades
Anemia . Placebo, Grades 23
Musculoskeletal chestpain =~ = = = 3 12 —_—
100 9 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 90 100
AE. adverse event; WBC, white blood cells Patients (%)

Data cut-off: January 5, 2024.
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Incidence MC 38 %

au diagnostic

FUll WT 15% EGFR11%

Unknown
35%
BRAF 2%
HER2 1%
PIK3CA 2%

5% des CBNPC

55-60% 40-45%

~ 55-58

ans

Atteinte des séreuses
et ganglionnaires

Non-fumeur
55-60% des cas

90-95%

Barlesi et al. Lancet. 2016 Apr 2;387(10026):1415-1426.
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Diagnostic patient OMS 4 début de sédation

Imagerie a 6 mois

Traitement locaux (RT stéréo) a différer

www.onco-nouvelle-aquitaine. fr



) CNS progression-free survival by neuroradiologist
B I C R* Osimertinib Placebo

(n=143) (n=73)
. . . . .. opt
* Reduced risk of CNS progression or death with osimertinib vs placebo ~ [2&CtSProevents. n (4 2 S
CNS RECIST progression® 18 (13) 26 (36)
104 Death in absence of CNS progression 11 (8) 4(5)
094 BT%—‘—%—kﬁ_.q-r_%% Censored patients, n (%) 114 (80) 43 (59)
084 Median CNS PFS, months (95% Cl)  NR (NC,NC) 14.9 (7.4, NC)
w
& DT- 1l 1l 1 Il | |
2 08 " o I ! ! HR: 0.17 (0.09, 0.32),
% ' 53% p<0.001 (nominal)
> 05- 43
£ _L‘_‘_‘_| | (]
T 04 ' |
£
=
a 03-
024
014
DO L] L] L] ] ] ] L] L] ] ] ] ] ] L] L] L] ] ] |
0 3 6 9 12 15 18 2 24 27 30 33 36 39 42 45 48 51 54 5 60 63
Time from randomisation (months)
No. at risk
Osimerinib 143 130 121 115 105 104 94 84 74 63 49 37 28 7 9 6 4 2 2 2 1
Placebo 73 63 3% 2% 19 16 12 8 8 6 5 3 3 3 3 2 2 14 1 0 0 0

Diata cut-off: 5 January 2024,
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