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BETTER MEDICINE
BEST PRACTICE

ORIGINAL ARTICLE

Updated estimates of eligibility for and response to genome-targeted
oncology drugs among US cancer patients, 2006-2020

ANNALS ot

A. Haslaml', M. S. Kim” & V. Prasad’ 0 co OG
'Department of Epidemiology and Biostatistics, University of California San Francisco, San Francisco; “Division of Hematology and Medical Oncology, Oregon Health N L I

and Science University, Portland, USA driving innovation in oncology
Eligibility of genomically targeted therapy 2021
£ 15 I'eleggibilita per terapie a bersaglio molecolare selezionate sulla base del profilo molecolare
2 del tumore e salita dal 5.13% dei pazienti con malattia avanzata ne] 2006, al 8.82% nel 2018
8 al 13.60% nel 2020.
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Osimertinib after definitive chemoradiotherapy in .
patients with unresectable stage lll epidermal growth
factor receptor-mutated (EGFRm) NSCLC: primary

results of the Phase 3 LAURA study

Suresh S. Ramalingam,’ Terufumi Kato, Xiaorong Dong, Myung-Ju Ahn, Le-Van Quang,

Nopadol Soparattanapaisarn, Takako Inoue, Chih-Liang Wang, Meijuan Huang, James Chih-Hsin Yang,
Manuel Cobo, Mustafa Ozgiroglu, Ignacio Casarini, Dang-Van Khiem, Virote Sriuranpong,

Eduardo Cronemberger, Xiangning Huang, Toon van der Gronde, Dana Ghiorghiu, Shun Lu

‘Emory University School of Medicine, Winship Cancer Institute, Atlanta, GA, USA
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Baseline characteristics

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

Sex: male / female 37/63 42/58 2024ASCO
Age: median (range), years 62 (36-84) 64 (37-83)

Smoking history: formerly / currently / never 26/3/71 3211167
Race: Asian / non-Asian 81/19 85/15
WHOPS:0/1 56/ 44 4258
AJCC / UICC staging (8™ edition) at diagnosis: IlIA/11IB / lIC 36/47 /17 331527115

Histology: adenocarcinoma / other 97/3 95/5
EGFR mutation at randomization:* Ex19del / L858R 52 /1481 59/41

Type of CRT: concurrent CRT / sequential CRT C 92/8 85/15 2

Response to prior CRT: CR/PR/SD /PD/ NE 3/47/43/0/8 4/37151/0/8
Target lesion size by BICR:* mean (SD), mm 33 (18) 36 (17)
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Tumor response by BICR

Osimertinib Placebo
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Osimertinib (n=143) ’ Placebo (n=73)
Objective response rate, % (95% ClI) 57 (49, 66) 33 (22, 45)
Disease control rate, % (95% CI) 89 (83, 954) 79 (68, 88)
Median duration of response, months (95% CI) 36.9 (30.1, NC) 6.5(3.6,83)
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Probability of progression-free survival
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Progression-free survival by BICR

Median PFS, months (95% Cl)

Osimertinib

Placebo

PFS HR (95% Cl): 0.16 (0.10, 0.24),

39.1 (31.5, NC)

56(3.7,74)

p<0.001

Maturity 56%
osmartind 40%, placebo B6%
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No. at risk
Osimortinib 143 127 114
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Time from randomization (months)
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Progression-free survival by BICR across subgroups

Sudgroup
Overall (N=216) Stratied log-rank
Unadusted Cox PH
Sex Uaa
Femaie
Age <65 yoars.
265 yoars
Race Asan
Non-Asan
Samoking history Current / formae (yes)
Never (no)
Stage* A
8 / IC
EGFR mutaton' Ext10del
LSRR
China cohort Chwese
Non-Chinese
&
Soquortia
Response 10 prioe CRT  Comglete response
Partal resgonse
Statie druease
Non-avaluadie

No. of events
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120

%0
0
[ 24
53
08
2
@
]
a2
TS
05
5
18
102
07
3
3
53
58
6

| patients
2%
12%
84
1
1120
198
1”8
B
165
1181
7
140
I
I8
40
1me
/193
'a
7
e
L]
7”

2024 ASCO  [prevory

2024ASCO

005

HR for progression-free survival (85% CI)
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Sites of new lesions by BICR

Patients with new lesions

Brain

Lung
Liver
Lymph nodes
Bone
Adrenal
Peritoneum / omentum
Pelvis
Spleen B osimentinm ne143
: T r . r . : x - - - T = =]
Patients with new lesions (%)
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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 | | 38
Diarrhea 36 ]

Rash 24 |

SOovITe 20 ::I: Interstitial lung disease (grouped term)
Paronychia LL A — was reported in 11 (8%) patients in the
Cough o | | osimertinib arm?*
Decreased appetite 1s[_11 | The majority were Grades 1/ 2,

Dry skin Y Grade 5 n=1

Pruritus 131

Stomatitis 121

WBC count decreased 1211
Pneumonia’ 1

Anemla 10 1]

Musculoskeletal chest pain 3

100 % S 70 6 S0 44 30 20 10 00 10 20 30 40 5 66 T 88 N 10
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Interim analysis of overall survival

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

10 = , Median OS, months (95% CI)
| Osimertinib __ 54.0 (46.5, NC) 2024ASCO
Placebo NR (42.1, NC)

09

08
0.7 - OS HR (95% Cl): 0.81 (0.42, 1.56),
p=0.530"
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No. at risk Time from randomization (months)
Osimemnib 143 142 138 135 133 130 127 115 100 86 71 59 49 37 28 19 12 9 B
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Patient disposition

Randomized N=216

l
| | 2024ASCO

Placebo =7

.g, daug ::::'::m Ongoing osimertinib n=80 (56%) \ Ongoing placebo n=7 (10%)

Discontinued n=63 (44%) Discontinued n=66 (90%,)
Disease progression” n=35 (25%) Disease progression” n=54 (74%)
AE n=19 (13%) AE n=5 (T%)
Patient decision n=4 (3%) Patient decision n=3 (4%)
Inftiated other anticancer therapy n=1 (1%) Intated other anbicancer therapy n=1 (1%)
Other! n=3 (2%) Incomect initiation of study treatment n=1 (1%)
Other® n=2 (3%)

Osimertinib after
BICR-confirmed Osimertinib post-PD n=15 (28%)* Crossover to osimertinib n=50 (81%)*

disease progression

Medlan follow-up [
for PFS (all patients) 22.0 months 5.6 months

Dl iuld oF Jawmsry 1 004

SRttt b CR par BT % 1 g ey #Y S e

A B v g B D APASNE P AW G PwAn. | namaArd @ A T, SAwa eyecam T, Powagees | s ahe v ma® » | @aee (repeiames Wy CoeAgeey » |
T e eawt vem | e e ® b § el Srasd ey " i - welk) praate il

2024 ASCO wessenren v Or Suresh S Ramalingam At st WLt sveamEs: ASCO sSraEy

frraravs s pages. 2 Pe 003 @ b | e e regerts bt s e | pEce e s Wy ENOWLIDGE COMOUIRL CANCER

2024 ASCO

ANNUAL MEETING




The LAURA trial had high crossover, but relying

on crossover leaves some patients stranded RO
2024 ASCO
Symptomatic NSCLC Progression
IOMASCO v Locia V .)4:1.)5! n’.:.o*u;-i ¥
2024 ASCO
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Crossover Data: 15t line stage IV EGFR + Trialsp

1%t line therapy— 2™ line EGFR TKI

Chemo — Gefitinib
IPASS Chemo — Gefitinib
WJTOG 3405 Chemo — any EGFR TKI
OPTIMAL Chemo — any EGFR TKI
Lux-Lung 3 Chemo — any EGFR TKI 75%

Lux-Lung 6 Chemo — any EGFR TKI \si-/.//

Mitsudomi Lancet One 2010, Incwe Ann One 2013, Mok NEJM 2000, Fukuoka JOO
2011, Maomondo NEJM 2010, Yoshioka Ann Onc 2018, Zhou Arn One 2015,
Sequist JOO0 2013, Wu Lancet Oncal 2014, Yang Lancet Oncol 2015

2024 ASCO  [IETITTY oo Loca V. Sequist, MD, MPH ASCO s==ser
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LAURA Trial Design

Patients with locally advanced, Osimertinib 80 mg,
unresectable stage llI* EGFRm NSCLC once daily

with no progression during / following T
definitive CRTT treatment Rando;\;zauon
Key inclusion criteria; (N=216)
« 218 years (Japan: 220)
« WHO performance status 0/ 1 sfc‘gl?s“:g:; s
* Confirmed locally advanced, Stage IIA vs stage NIBAIC
unresectable stage llI* NSCLC China vs non-China
Ex19del / LESBR!
Maximum interval between last dose of
CRT and randomization: 6 weeks

Endpoints

Clear winning arm for PFS, but what »
about the length of therapy course?

Gt

Treatment duration until BICR-assessed progression l ?024ASCO

(per RECIST v1.1), toxicity, or other discontinuation
cniena

oPc She
progression offered to both treatment arms?

Tumor assessments:

« Chest CT / MRI and brain MR

» At baseline, every 8 weeks 1o Week 48, then every
12 weeks until BICR-assessed progression

« Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)

« Secondary endpoints included: OS, CNS PFS, safety

m}d ASCO m ey Loca V :;Q‘J)u. UO. En Y

st @ nmy P pls gk AN s ool Yo . b o a4 -

Ramalingas, ASCO24
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Long Term CNS Protection with Osimertinib

ADAURA study: adjuvant osimertinib or placebo after surgery + chemo; stages IB, Il, and IlIA

O —— ® 3-year course of adjuvant osimertinib/placebo
10 4 3 : -
0.9 4
- 08
é- 39n,
3 0.7 9
g o8 : : o N
15l Factors to Consider with Indefinite Osimertinib 75
v KON
e PEEE
(b 2024ASCO
= 034 INUAL MEETIN
o
0.2 4
0y 4 = O metlisiy A . P
| Macebo ENSiprotectiony « Side effects/QoL
0 N 2 18 24 » L R o1 » Not all patients need
Time Since Ra :
No ot rnk
Owimertinsly 22 22 Fd o2 122 "
Paceto 27 L} 4 AN 1% w7 "

)0)‘ ASCO rersovrenar: LOoca V. Sequist, MD, MPYH

Py ¥ P s el MR Pt i |

m?‘ Asco #ASCO24 musewrenar: Loca V. Sequist, MD, MPH

s & Py & Pe S S ASCD P St & Sven St o
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Is There a Subset of Patients Who Do Not
Require Indefinite Treatment?

Small phase 2 trial called ASCENT
Stage Ill EGFR + NSCLC

Afatinib x 2mo, chemoRT * surgery,
then adjuvant afatinib x 2y

x |

|

B On protocol-defined Sreatment
B O protocol-defined treatment,
before fst progression
R Consoldaton TK deviated frem

protocol
B Folowing flor survival

Med f/u = § years, range up to 11y

119 (15%) patients withou
recurrence after 7-10 years

I'
|
-

© Fust progresson

© Lt scan without progression

* Alve and without known progresion
] Death

o
.-

L]

R 6 8
Years since starting treatment

Chang, Oncologat 2004
4 pessewreswr: Locka V. Sequist, MD, MPH g
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What about other oncogene-addicted NSCLCs?

Oncogenic Drivers in NSCLC

EGFR
non-G12C (17%)
/ (canonical)

Genotype-Directed Therapies FDA-Approved in NSCLC*

EGFR KRAS (G12C)
« Crizotinib (exon20ins)

» Sotorasib

Mther or not sdentified
(G2%) . * Gefitinib « Ceritinib *Amivantamab  *Adagrasib
ik * Erlotinib * Alectinib
—cuca)  »Afatinib - Brigatinib HERZ
»Dacomitinib  «Lorlatinib Sel * Traztuzumab
« Selpercatinib
RRL13 (1%) *Osimertinib + Pralsetinib geriiecen
ROS1 (1%) MET BRAF (VGOOE)
“1:;2:;\) (exon 14) NTRK1-3 « Dabrafenib +
/ R : -
RB2(4%) iy L e » Crizotinib « Capmatinib = trametinib
(~4%)  (5%) *Entrectinib . Tepotinib : léa’:mg'b * Encorafenib +
« Repotrectinib nirectin binimetinib

*Thorapies as of 572024, constantly evoiving. Not show in boxes: eriotind plus ramickumad, amivantamad plus
chemotharapy, and omenindy plus chamotherady. Side countesy of Jessica Lin, adapied from Thad, Lancet 2021

'ASCO' semecam w0 TS 09
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rersovree we. Loca V. Sequist, MD, MPH
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PFS Probability

Focus on RADICAL CHEMORADIATION in EGFR Mut Pts

Aredo JTO 2021 EGFR+= N=37 NASSAR 2024
Regimen —— GAT Alone —— CAT + Dunalumab —— CAT + EGFR TKI A) Disease-Free Survival
-Qsmertnib Consolidation
1.0 : —8urvalumab Consolidation
L . — O bservat
.1.m_ — | | 0 9 | : servalon
08 :
£ 071 |
o " |
0.751 o 09 |
e 0 :
|
S o4 |
(1.
5 03;
0.50- 021 p<0.0001 '
0.1 |
001 '
0.95 0 12 24 36 48 60
: Log—rank Time (months)
Number at risk |
Osmertinib , 33 21 1 3 1 0 [
0.004 Durvalumab | 56 31 17 10 6 2 |
) Observation | 47 18 12 8 2 2 (
0 & 12 18 24 30 36 0 12 24 36 48 60
Months Time (months)

RT alone=43%

RT+DURVA= 35% 24-month CNS-DFS: Osimertinib: 6.7% (95% ClI, 1
RT+EGFR TKI 22%



POST-HOC PACIFIC Trial

Male
A

preRT
induction CT

PSO
PFS
0S

EGFR+= N=35

73%
64%
36%

64%
10.9
43m

54%
46%
8%

54%
11.2m
46.8m

IASLC 2023 World Conference

0 @ on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

Real-world outcomes with durvalumab after
chemoradiotherapy in unresectable stage lli
EGFR-mutated NSCLC (PACIFIC-R)

Solange Peters,' Daniel C. Christoph,? John K. Field,* Rainer Fietkau,* Andrea R. Filippi,® Marina Garassino,’
Pilar Garrido,” Fiona McDonald,? Frangoise Mornex,? Ben Markman,'® Benjamin J. Solomon,' Shawn Anand,'?

Pratibha Chander,'? Yao Qiao,'? Nicolas Girard'

Overall survival by EGFR status

1.0 y ) Median 0S*
(95% C1), months
46.3 (46.3-NE)
058 - 3-yr OS: 67.9%" EGFR-wildtype  NR (NE-NE)
(95% CI: 63.2-72.2)
2-yr 0S: 76.7%" \
z 0.6 (95% ClI: 72.4-80.5) *
i 5
&
8 0.4 4
0.2
0.0 T T T T T T T
0 6 12 18 24 30 36 a2 54 60
No. at risk Time from index date (months)'
EGFR-wildtype 422 408 379 344 316 295 228 61 0 0



2022 ASCO

Optimization of treatment options for EGFR-mutant, stage lll, NUAL EETING

unresectable NSCLC: A systematic review and meta-analysis.

A total of 3291 patients were identified in 17 studies and 5 treatment:

PFS OS

Concurrent chemoradiotherapy
(CRT)

CRT followed by durvalumab
(CRT+Durva)

TKI monotherapy

Radiotherapy combined with TKI
(RT+TKI)

CRT combined with TKI (CRT+TKI)

TKI-free vs TKI-containing

HR 2.17, 95%CI 1.47-3.19

In detail, the PFS with TKI-
containing measures, including TKI

monotherapy (0.66, 0.50-
0.87), RT+TKI (0.37, 0.28-0.50), or
CRT+TKI (0.14, 0.03-0.75) were all

significantly longer than CRT

The integrated analysis found that
RT+TKI had the longest OS (65.7
months, 55.5-76.0 months) and PFS
(21.8 months, 18.0-25.7 months)
and the highest response rate
(77.7%, 68.8%-86.6%).

Lian Liu, ASCO 2022



RESULT- efficacy and safety profiles of the Bayesian
network meta-analysis

0S
TKI 1.27 0.88 0.86
(0.73, 2.20) (0.34, 2.26) | (0.61, 1.22) >3AE
1.78 0.70 0.68 0.74 0.78
RT+TKI
(1.17, 2.67) (0.26, 1.89) | (0.4, 1.05) RT+TKI 1 0.03, 24.67) | (0.16, 3.66)
[ 4.80 2.70 [ 0.52 1.05
L [
o ((0.86, 26.01)| (0.49, 15.19) ERTETI O [(0.01, 10.01) CRT+TKI (0.02, 41.36)
0.71 0.40 0.15 0.97 2.48 4.83
(0.38, 1.30) | (0.21,0.76) | (0.03, 0.74) G (0.40, 2.34) (1.06, 6.05) | (0.22, 209.62) ERT
0.66 0.37 0.14 0.93 CRT
(0.50, 0.87) | (0.28, 0.50) | (0.03, 0.75) | (0.53, 1.59)
*  ORR of RT+TKI was significantly higher than CRT
* PFS with TKI-containing measures, including TKI , RT+TKI or CRT+TKI were all significantly longer than CRT
*  PFS with both RT+TKI and CRT+TKI were significantly longer than CRT+Durva
« 1Kl alone had significantly shorter PFS than RT+TKI
* No significant difference observed in OS among the treatments
- RT+TKl ranking first in the Bayesian ranking of OS Lian Liu, ASCO 2022
202ASCO Lian L, PhD ot et et e e ASCO SR
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2024 World Conference | SE
on Lung Cancer SA

POLESTAR

Screoning Period

- Troatment duraition until = BOth “B|aCK—bOX”
BICR-assessed progression Studies for

- =18 yocors

- ECOG score O/ 1 (per RECIST vi 1), toxlcity, or

- Locally advancad, Stratification by other discontinuation criteria - .
unrosecltable stageo I~ NSCLC - Ex19del vs L858R - Tumor assessment: avery 8 Chel I lorad latlon

- EGFR Exi19del / L858R - Stagoe lIIA vs Stago ms/ianc = weeks to week 48, then every - - 2

e e FeecELIEsCnE 12 weeks unul progression - Similar design

following dofinitive CRT?
- Same endpoints

Key Inclusion critoria:

troatmant
- Intorvol botvwoeon last doso of _————— o
CRT and randomizalon: =6 . Placebo 110mg : - Crossover? Is allowed for
vscoks = QD; (N=53) patients In placebo arm
- Primary endpoint: PFS assessed by BICR (sensitivity analysis: PFS assessed by Investigator)
CNS PFS, TTDM, safety - -
- Patients recruited after

- Secondary endpoints: OS, ORR, DCR, DoR.

ble-blind study design

A ol e B, B BB 9 WL

LAURA Phase 3 dou CRT completed
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once daity Treatment duration unia BICR-assossad progression
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no progression during / following
nitive CRTTY reatmant 2:1
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Keay inciusicn criario:
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unrosoeclablo stoge II° NSCLC China vs nan-China Tumor ascassmants.
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12 wecoks untd BICR-assgated progrossion
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OA03.03: The 2024 IASLC Global Survey on Biomarker Testing

estimate more than half of individuals

Respondents report that testing 670/
. with lung cancer are biomarker tested ]
rates have improved 0 in their country, up from / o
g 43%

but continued, substantial in the 2018
. . 390/ survey
barriers exist. 0 (p-value<0.0001)

. T Sometimes or often treat patients
1,677 responses across 90 countries and 14 disciplines. A P T S s T T

The Highest Ranked Barriers

North
Amorico

357

COST
TIME: ‘SS90 a
SAMPLE QUALITY
ACCESS |
AWARENESS

South
America

123

Cownfries wiso sudeitiog
SRS ELONGES

| JASLC @MattSmeltzer

fatthew Smelizer PhD | The 2024 international Association for the Study of Lung Cancer (JASLC) Global Survey on Blomarker Testing |
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b KEYPOINTS for ONCOGENE-
"ADDICTED LA-NSCLC

e _Adjuvant osimertinib after RTCT in EGFRm+ is
the new standard of care

! e Look into the Black Box
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ADRIATIC: durvalumab as consolidation 2024ASCO
treatment for patients with limited-stage
small-cell lung cancer (LS-SCLC)

David R. Spigel, Ying Cheng, Byoung Chul Cho, Konstantin Laktionov, Jian Fang, Yuanbin Chen,
Yoshitaka Zenke, Ki Hyeong Lee, Qiming Wang, Alejandro Navarro, Reyes Bernabe, Eva Buchmeier,
John Wen-Cheng Chang, Isamu Okamoto, Sema Sezgin Goksu, Andrzej Badzio, Bethany Gill,
Hema Gowda, Haiyi Jiang, Suresh Senan

2024 ASCO SASCO24 masovreewr: Or Daved R, Spigel, Sarabh Cannon Research Insttute, Nasthwville, TN. USA
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ADRIATIC study design

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

+ Stage I-ll LS-SCLC Durvalumab :
(stage Vil Inopers 1[11'..‘1 S pﬂmary endpo"“,‘

1500 mg QAW
« WHOPS Oor 1 N=264 * Durvalumab vs placebo
- - 0S
» Had not progressed
following cCRT* = —~ PFS (by BICR, per RECIST v1.1)

« PCI* permitted before Key secondary endpoints:

TNGOIMTARON + Durvalumab + tremelimumab vs
placebo

- OS
cCRT components Stratified by:

Four cycles of platinum and Disease stage Dm‘um.b + tremelimumab -~ PFS (by BICR, per RECIST v1.1)
etoposide (three permitted?) (1 vs 1) D 1500 mg Q4W + T 75 mg Q4W for 4 doses, .
RT: 60-66 Gy QD over 6 weeks | PC! (yes vs no) folowed by D 1500 mg QAW Othes sacondary endpomts:
or 45 Gy BID over 3 weeks N=200 « OS/PFS landmarks

RT must commence .

man"::o of cycle 2 o,"?;',‘ = Treatment until investigator-determined progression or S
intolerable toxicity, or for a maximum of 24 months

“CCRT and PO Yeatmert, If reCoived per O Sandand of Cive, MUt hive Doert COMSietod wilhi 142 Sirys Drioe 10 anaomation
i GseRse COMMY wis BCMEved BNd A0 BOABOAN Dentil Wik exPecied Wil AN MOGEONN Cytie Of ChemOiherady, I THe Spimion of Ihe Bwvesbigaior
The frst 600 palionts worg randomided n 3 111 rafio 10 e J beatmend s sulseguent pationts mere tandomined 1;1 50 ofher Survalumab o placebo

BCR Dnond NONperOet B rovees D twcr 2ay CT Oemomeragy D vt
B PO e T (tnel e adains ML jevNewas ¢ b CEN wwoery | amwas e ]
NI‘ASCO SASCO24 resenvenav. Or David R. Spigel = 0 once aay SO Aempones {vanston Crmena m Sond Temon ASC W ad, Oeiin
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Baseline characteristics

Durvalumab Placebo
(n=264) (n=266)

Mesan (1ange) 62 0 (28-84) 820 (28-79)

Male | Female 67426 f0.7/293

White / Asian / Other 482/4967 11 515/455/30

WHO performances status, % 0/1 S00/5.0 ATA4/528

Smoking status, % Current | Formes | Never 230/674/87 7/605/98

AJCC disease stage at diagnosis, % Hurm :!.0!95[57_5
Price chamotherapy regimen, %°* Chaplatin-stoponide | Carboplatin-eloposicae 5

Price radiation schedule, % Once daily | Twice daly nqxzo' roy2r |

Best response to prior cCRT, % CRIPR/SD NTIT23/158 128/752/120

Pricr PCL, % Yes / No [53ez4s.2 53.8/462 ]
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Overall survival (dual primary endpoint)

* Median duration of follow up In censored patients: 37.2 months (range 0.1-60 9)

DURVA-ARM:

1.0 =
Durvalumab Placeta
PR T mOS 55.9 m.
Events n (%) M543 8 1448 (4%
MOS8 morhs (99N CIH) SS9 (IT 3NE) 34554 %)
e 1 arsmsr-om) MmPFS 16.6 m.

56 5% o vabse 0 0104

g P

e
-

Progression-free survival* (dual primary endpoint)

* Median duration of follow up In censored patients: 27 6 months (range 0.0-55 8)
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Most frequent AEs*

Madmum grade: B2 B 23 Durvalumab 2 B 23 Placebo

29
128

121
72
109
75
128
83
75
60

92
69
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Durvalumab as consolidation therapy in limited-stage SCLC (LS-SCLC):
Outcomes by prior concurrent chemoradiotherapy (cCRT) regimen and
prophylactic cranial irradiation (PCl) use in the ADRIATIC trial

Suresh Senan,! David Spigel,2 Byoung Chul Cho,? Konstantin K. Laktionov,4
Yoshitaka Zenke,® Ki Hyeong Lee,® Qiming Wang,” Alejandro Navarro,®

Eva Lotte Buchmeier,? Sema Sezgin Goksu,!? Andrzej Badzio,!! Anhui Shi,12
Davey B. Daniel,!* Milada Zemanova," Puneeth lyengar,' Luis Paz-Ares 16
Leah Szadkowski,!” Priti Chugh,'® W. Victoria Lai," Ying Cheng?®

1Amsterdam University Medical Centers, Vnpe Universitert Amsterdam, Cancer Center Amsterdam, Amsterdam, Netherlands;

*Sarah Cannon Research Institute, Nashwille, TN, USA; *Yonse: Cancer Center, Yonsei University College of Medicne, Seoul,
South Korea; *Federal State Budgetary Institufion “M.N. Blokhin Mational Medical Research Center of Oncology” of the Ministry of
Health of the Russian Federation (N.N. Blokhin NMRCO), Moscow, Russia; *Mafional Cancer Center Hospital East, Kashiwa, Japan;
SChungbuk National University Hospital, Cheongu, South Korea; "The Affiliated Cancer Hospital of Zhengzhou University & Henan
Cancer Hospital, Zhengzhou, 450008, China; #Hospital Vall d'Hebron and Vall Hebron Institute of Oncology, Barcelona, Spain;
YHospitals of the City of Cologne gGmbH, Cologne, Germany; "Akdeniz Uniersity Medical Faculty, Antalya, Tirkaye; "Medical
Unmversity of Gdansk, Gdansk, Poland; 12Key Laboratory of Carconogenesis and Translational Fesearch (Mimistry of Education/
Being), Department of Radiation Oncology, Pelang University Cancer Hospital & Institute, Beging, China; “Tennessee Oncology
PLLC, Nashwville, TN, USA; “First Faculty of Medicne, Charles University, and General University Hospital, Prague, Czech Repubhic;
Memonal Sloan Kettering Cancer Center, New York, NY, USA: *Hospital Universitano 12 de Octubre, CNIO-H120 Lung Cancer
Unit, Clberonc and Universidad Complutense, Madnd, Spam; VAstraZeneca, Missizsauga, ON, Canada; "®AstraZeneca, Waltham,
MA, USA; “AstraZeneca, New York, N, USA; 2Jilin Cancer Hospital, Changchun, China.



Phase 3 ADRIATIC trial subgroup analyses

Post-hoc analyses of durvalumab versus placebo in prespecified subgroups defined by
PCI use and prior cCRT-related variables

’rPGIJ'cGRT components (in line with standards of care)* N ITT population Durvalumab (n = 264) Placebo (n = 266)
+ PCl delivered before randomisation, as clinically indicated Received PCI, % 54 54
* Four cycles of platinum (cisplatin or carboplatin) and —- _ _ _
etoposide (three permitted) Carboplatin / cisplatin CT,% % 34166 33/67
\’ RT: 60-66 Gy QD over 6 weeks or 45 Gy BID over 3 weeksy BID / QD thoracic RT, % 26174 30/70

« Analyses of OS, PFS, and safety with durvalumab vs placebo in subgroups of patients who received:
— PClorno PCI
— (Carboplatin- or cisplatin-based CT
— BIDorQDRT

« Multivariable analyses: for each subgroup, HRs for durvalumab vs placebo were calculated from an unstratified multivariable Cox proportional
hazards model with a treatment-by-subgroup (PCI, CT, or RT) interaction term that was adjusted for PCI, CT, RT, time from cCRT to randomisation,
response to cCRT, age, sex, WHO PS, and disease stage



PCl-yes and PCl-no subgroups - OS

BAHCELON w'ﬂ'ﬂ“

PCl-yes PCl-no ITT
D (n=122) D (n=264) P (n = 266)
Median OS (95% CI), months NR (43.9-NE) 42 5 (33 4-NE) 373 (24 3-NE) 24.1(188-311) 559 (37 3-NE) 33.4(255-399)
3-year 0S, % 621 56.5 502 373 565 476
HR (95% CI) 0.75(0.52-1.00)* 0.71 (0.51-0.99) 0.73 (0.57-0.93)t
Multivariable HR (95% CI) 0.72 (0.50-1.03)¢ 0.73 (0.52-1.02) -
10 PCl-yes 10- PCl-no
v 0.8 en 0.8
2 2
S 06- S 061
£ : =
s 04- | ® 04-
o . i 2 | o 1
o 0.2- ! PCl-yes and PCI-no subgroups - PFS aad 313 !
i Median PFS (95% CI), months 28.2(16.8-44.2) : 13.0 (9.2-17.0) 9.1(7.3-143) 74(57-92) 15.2) s.) i
0 T T T T T T T T T T 1 E;E;'s:«%:%““ - &'Sgg(g:gggn;m mg:ﬂ(ggﬁymﬁ . G T T T T T T T T T T T T
036 91215182124273033363 . o ’ 124 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisatior . g 03 'om randomisation (months)
Mo. at nisk: S 06 5 06
D, PClyes 142139132127 124 118110105100 93 82 63 51 4 %m §0,4 B 72695947 3928218 4 3100
P,PClyes 143140133129122110100 95 91 &9 77 61 48 1 <. £ 02 e T 9605446 363 221811 %6 3 200

Time from randomisation (months)

No. at risk:
D,PClyes 14211483 79 70 63 61 59 50 47 31 31 21 13 13 8 8

P, PClLyes

Cl, confidence imterval; NE, not estimable; MR, not reached; yr, year.

TNM, Tumour-Node-Metastasis.

143116 84 76 62 52 47 45 42 41 28 28 18 13 12 9 9

33
330

|
A e S S S S e B S S
0 3 6 91215182124 27 30 33 36 38 42 45 48 51 54 57 60 63

000
0

T T T T T T USUSUSUSUR U LU
0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months)

No_at risk:
DPClne 1298725 434240383431 2020128 6 2211000
0 PPClne 1239262463836 32312928 19191610106 522000
*Suboroun HRs and Cls caledlated & model.
T HR and Cls calculated using a Cox TNM ipt of PC.

Mubfvariable analyss interacion pvalue 0.50.

Iz caloulated wsing an unstratiied Cox proportional hazards model.
uzing a Cox proporfional hazards model stratified by receipt of PCL
Multivaniable analysis mteraction p-value .96



BID and QD RT subgroups — OS

BvD™

D (n = 69)

Median OS (95% Cl), months

NR (NE-NE)

BID RT

P (n=79)
44 8 (29.4-NE)

QD RT

D (n = 195)
419 (32.0-NE)

26.1 (21.7-36.8)

P (n=187)

T
D (n = 264)
55.9 (37.3-NE)

P (n = 266)
334(255-39.9)

3-year OS, %

65.8

574

53.1

433

56.5 476

HR (95% CI)

0.68 (0.40-1.14)"

0.72 (0.55-0.96)"

0.73 (0.57-0.93)t

Multivariable HR {95% CI)

0.71 (0.42-1 18)*

0.73 (0.55-0.96)¢

1.0+

0.2

BID RT

I I I I I I
0 36 9121518

Time from randomisatic

Mo. at risk:
D, BID 69 68 B3 61 59 56 O
P, BID 73 719 76 73 69 61 57

36

I
212427 30 33

53 51 48 42 35 X7
% 5405 4 77 32

1.0

robability of OS

BID and QD RT subgroups — PFS

BARCELIA w"g""“
<

T

D (n =264) P (n = 266)
Median PFS (9% CI), months 38.7 (22.7-NE) 14.3(9.1-28.1) 114(9.0-195) 78(64-115) 166(102-282)  92(74-129)
2year PFS, % 60.5 429 410 303 462 342
HR (95% CI) 072(045-113)" 0.77 (0.60-1.00)"

Multivariable HR (95% CI)

I
r

L s S S B B s B B s s s
0 3 6 9121518212427 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months)

073 (046-1.14)%

079 (061-1.03)t

0.76 (061-0.95)1

10

Probability of PFS
e 2 2
e @ =

2
)

30.3%

QDRT

61 47 42 3%
9 46 35

¥KBNBDD2UT T3
£3BRNNINBBWRIUE

S s s S S S S e S e s e
0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63

Time from randomisation (months)

ke

No.at ris!
322000 D,aD 19515111493 7T 69 65 63 54 492829 1914127 7 2 2 0 0 O
833000 P, QD B714167 76 6555 47 46 41 39 24 4 51111 7 6 2 2 0 0 0
*Subgroup HRs and Cls i
T HR and CI

ofFCL
Mutiariable analysis nteraction pvalue 0.75.

QD RT

I T I
4273033363942454851 54
randomisation (months)

I I ]
57 60 63

NM1493 7563 50 38 29 22 4 8 3 1 0
TS 7860 48302 1M 41N 4 2 00
lculated using an unstratiied Cox proportional hazards model
j @ Cox proporbional hazards model stratified by receipt of PCL
ulfivariable analvsis interaction o-value (.95,
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Concurrent Chemoradiation +/- Atezolizumab (atezo)
in limited-stage small cell lung cancer (LS-SCLC):
Results of NRG Oncology/Alliance LU005

Kristin A. Higgins, Chen Hu, Helen J. Ross, Salma K. Jabbour, David E. Kozono, Taofeek K.
Owonikoko, Kyoichi Kaira, Amit K. Gupta, Pranshu Mohindra, Elie G. Dib, Jeremy Brownstein,
Stephen Chun, Charles S. Kuzma, Rupesh R. Kotecha, Adedayo A. Onitilo, Yuhchyau Chen,
Tom Stinchcombe, Xiaofei F. Wang, Rebecca Paulus, Jeffrey D. Bradley

ASTRO 2024



Overall Survival

1495 HR (95% CI) 1.11 (0.85, 1.45)
p-value 0.7640
3 76
&U —
©
2
< 50
)
©
)
5 25
+ Censored
0 —— CRT Only CRT + Atezo
CRT Only| 270 229 189 156 111 68 33
CRT + Atezo | 274 241 195 162 114 69 33
| | | | I | |
0 6 12 18 24 30 36

Months Since Randomization



Overall Survival: Unadjusted RT Schedule

L + Censored
3 75
& —
©
:
. 50 -~
n
5
3 25 -
0 —— Twice Daily Once Daily
Twice Daily | 248 224 186 158 110 62 27
Once Daily | 273 242 197 158 114 73 37
| | I | | | I
0 6 12 18 24 30 36

Months Since Randomization
Note: Preliminary findings. Patients may have received twice daily RT over once daily for a number of
reasons, including better performance status. Excludes patients who received no RT.
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SURVIVAL DATA OF LD-SCLC IN RANDOMIZED TRIALS

TURRISI 1999 CONVERT 2017 CALGB 30610
(Alliance)/RTOG 0538
Once Daily 45Gy/ | Once Daily 66Gy/ Once Daily 66Gy/
Twice Daily 45Gy | Twice Daily 45Gy Twice Daily 45Gy
Median OS 19/23m 25/30m 30.1/28.5m
2-year OS 41/47% 51/56% .
5-year OS 16% 31/34% 32/29%




Clinical Practice Guideline

Radiation Therapy for Small Cell Lung Cancer: An

ASTRO Clinical Practice Guideline

Charles B. Simone II MD,? Jeffrey A. Bogart, MD,” Alvin R. Cabrera, MD,*

Megan E. Daly, MD, Nicholas J. DeNunzio, MD, PhD,° Frank Detterbeck, MD,

Corinne Faivre-Finn, MD, PhD,® Nancy Gatschet BA," Elizabeth Gore, MD,’

Salma K. Jabbour, MD,’ Tim J. Kruser, MD," Bryan J. Schneider, MD,' A v~
Ben Slotman, MD, PhD,™ Andrew Turrisi, MD," Abraham J. Wu, MD,° % pro
Jing Zeng, MD,” and Kenneth E. Rosenzweig, MD%*

Strength of Overall
Recommendation QoE Grade
For patients with LS-SCLC, twice-daily RT in 150 cGy fractions to 4500 cGy Strong High
is recommended. i
For patients with LS-SCLC, daily RT in 200 ¢Gy fractions to 6000-7000 cGy is Conditional Moderate
12,35-37

conditionally recommended as an acceptable alternative to twice-daily RT.

Practical Radiation Oncology® (2020) 10, 158-173



BEST PRACTICE

Small-cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up™

A.-M. C. Dingemans™?, M. Friilh®%, A. Ardizzoni®, B. Besse®’, C. Faivre-Finn®, L. E. Hendriks?, S. Lantuejoul®, S. Peters'’,
N. Reguart, C. M. Rudin’?, D. De Ruysscher'?, P. E. Van Schil?, J. Vansteenkiste™> & M. Reck'®, on behalf of the ESMO
Guidelines Committee

Limited-stage SCLC (i.e. stage |-ll SCLC eligible for treatment of curative intent) RT S C H E D U L E

l l RT and was not powered to show equivalence, the impli-

| st ] [ oo ] cation is that b.i.d. RT (45 Gy/30 fractions over 3 weeks)

i — should remain as the standard of care in this group of pa-

v - tients [I, A]l. When b.i.d. RT is not possible due to logistical

: \J,', \l, v reasons, o.d. RT (66 Gy/33 fractions over 6 weeks) is an

_ Fs 0 ] [ Fe=2 | alternative option. It should, however, be noted that the

\l{ , \l} | v role of concurrent CRT is not as well defined in patients =70

pT1-2N0-1, RO ] N2 and/or R1-2 ] Sequential CRT [V, B] years of dgg or in those who are frail.

v

Adjuvant cisplatin—

etoposide (4 cycles) Concurrent CRT [IV, A]

1

Dingemans, Ann Oncol 2021, 32(7): 839-

[V, &]




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

Norway, Denmark, and Sweden.
Bjern Henning Grenberg, Kristin Toftaker Killingberg, @ystein Flatten, Odd Terje Brustugun, Kjersti Hornslien, Tesfaye Madebo,

SeppoWang Langer, Tine Schytte, Jan Nyman, Signe Risum, Georgios Tsakonas, Jens Engleson, Tarje Onseien Halvorsen
176 enrolled

& patients ineligible for mndomisation
3 extensive stage disease

—®  2withdrew comsent

1 previoars thoracic radiotherapy

¥

TOTAL DOSE OF 45Gy in 30 FX 170randomy sioned
‘ (twice daily in 150cGy fractions) i il

B0 assigned to &0 Gy group 81 assigned to 45 Gy group

4 discontinued after first chemotherapy
COurse
el 1 renal failure

’ TOTAL DOSE OF 60Gy in 40 FX sl 1de)
(twice daily in 150cGy fractions)

B0 received thoracic radiotherapy 77 received thoradc radiotharapy
4 received 45 Gy due to lange tumour volums 1 received &0 Gy by mistake
1 received 45 Gy by mistake
Bg included in efficacy and towicity analyses 81 inchrded in effiaoy analyses
77 incheded iin toxicity analyses

Lancet Oncol 2021; 22: 321-31
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radiotherapy for patients with limited stage small-cell lung
cancer: an open-label, randomised, phase 2 trial 1.5x2/die until a total dose of 45Gy (15 fx)

Bjern Henning Grenberg, Kristin Toftaker Killingberg, @ystein Fletten, Odd Terje Brustugun, Kjersti Hornslien, Tesfaye Madebo,
SeppoWang Langer, Tine Schytte, Jan Nyman, Signe Risum, Georgios Tsakonas, Jens Engleson, Tarje Onsaien Halvorsen

’ 1.5x2/die until a total dose of 60Gy (20 fx)

60 Gy group (n=89) 45 Gy group (n=81) 60 Gy group (n=89) 45 Gy group (n=81)
Age, years MNumber of chemotherapy courses
Median 65 (58-0-70-5) 65 (60-0-72-0) ! 1(1%) 45%)
2 3(3%) 4(5%)
— 25 (28%) 28 (35%) 3 3(3%) 2 (3%)
Sex 4 82 (88%) 71 (88%)
Female 50 (56%) 47 (58%) Mean 3-87 (0-50) 373(078)
Male 39 (44%) 34 (42%) Any dose reduction 58 (65%) 66 (82%)
ECOG performa nce status Received carboplatin for one or more courses 31(35%) 34 (42%)
0 A4 (51%) 34 (42%) Completed thoracic radiotherapy as planned 86 (97%) 74 (91%)
1 36 (41%) 38 (47%) RE(_ETVEd prophylilctlc cranial irradiation 72 (85%) 68 (B5%)
2 7 (8%) 8 (10%) Received second line cITemotherap}f 41 (46%) 39 (48%)
Response to chemoradiotherapy
LoEli. o -l Ll Overall response 69 (77-5%: 67-4-857) 62 (76:5%: 65-8-85-2)
Disease stage Complete response 16 (18-0%; 10-6-25-5) 17 (21-0%; 127-31.5)
1A 0 4 (5%) Partial response 53(59-6%; 48-6-69-8) 45 (55-6%; 44-1-66-6)
A 9 (10%) 6 (7%) Stable disease 4(4-5%; 1-2-11-1) 6 (7-4%:; 2-8-15-4)
B 5 (6%) 4(5%) Progressive disease 5 (5-6%; 1-8-12.6) 5 (6-2%; 2:0-13-8)
A 28 (43%) 31(36%) Unknown 11 (12-4%:; 6-:3-21-0) 8(9-9%: 4-4-18.5)
B 37 (42%) 36 (44%) Data n (%), mean (SD), or n (%; 95% CI).
Pleural fluid present 8 (9%) 5 (6%) Table 2: Treatment completion and response to chemoradiotherapy
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Bjern Henning Grenberg, Kristin Toftaker Killingberg, @ystein Flatten, Odd Terje Brustugun, Kjersti Hornslien, Tesfaye Madebao,
SeppoWang Langer, Tine Schytte, Jan Nyman, Signe Risum, Georgios Tsakonas, Jens Engleson, Tarje Onseien Halvorsen

60 Gy gmup£n=85',: 45(:ygrnup£n=}'}",: pvalue

Grade 1-2 Grade 3 Grade 4 Grade § Grade 1-2 Grade 3 Grade 4 Grade §
Oesophagitis 33 (37%) 19 (21%) 0 0 34 (44%) 14 (18%) 0 0 0-83
Pneumonitis 8(9%) \__33% J 0 1(1%) 4(5%) \_ 0O J) 0 0 039
Anaemia 70 (79%) 14 (16%) 0 0 59 (77%) 15 (20%) 0 0 0-85
Thrombocytopenia A7 (54%) 13 (15%) 8 (9%) 0 A4 (57%) 10 (13%) 9 (12%) 0 0-96
Neutropenia 13 (15%) 14 (16%) 58 (66%) 0 8 (10%) 17(22%)  45(58%) O 0-25

Low increase of G3 toxicity (3%)
No differences in G4-5

Lancet Oncol 2021; 22: 321-31
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SURVIVAL DATA OF LD-SCLC IN RANDOMIZED TRIALS

TURRISI 1999 CONVERT CALGRB 30610 NORWEGIAN
2017 Alliance/RTOG 0538 2021
Once Daily 45Gy, | Once Daily 66Gy/ | Once Daily 66Gy/
Twice Daily 45Gy Twice Daily 45Gy Twice Daily 45Gy Twice Daily 60Gy/
e Dath-5Gy
Median 19/23m 25/30m 30.1/28.5m l 37.2 l / l22 6m |
OS
—
2-year OS 41/47% 51/56% - l 74% l /l 480/o|
5-year OS 16/26% 31/34% 32/29% -
( ) (M
Median ] 143/15.4m 14.2/13.5m Lise J / lio.9n)

PES




Journal of the National Cancer Center 2 (2022) 113-125

O 00 N O U

Summary of Guidelines.

Guideline (version), online year Contents lists available at ScienceDirect

North America

CCO (2018), 2018 Journal of the National Cancer Center

ASTRO (2020), 2020% journal homepage: www.elsevier.com/locate/jncc
Review
ARS (2020), 202034
Radiotherapy for small cell lung cancer in current clinical practice )
guidelines™ i
NCCN (2.2021), 2021 Haiyan Zeng !, Dirk K.M. De Ruysscher !, Xiao Hu? Danyang Zheng ®>“, Li Yang?,
Europe Umberto Ricardi®, Feng-Ming Spring Kong >, Lizza E.L. Hendriks *
ESMO (2021), 2021°
NICE (2019, 20157 Conclusion

FMS (2019), 20198510

The major radiotherapy principles are consistent across guidelines.
SEOM (2019), 2020" This reveals that experts worldwide might be duplicating unnecessary

work. We suggest better international collaboration to save energy and
resources. More efforts should be devoted to solving the controversial

CSTRO (2020), 20202

O s or unknown problems.




SURVIVAL DATA OF LD-SCLC IN RANDOMIZED TRIALS

TURRISI

CONVERT | CALGB 30610/ § NORWEGIAN| YUASTRO
1999 2017 RTOG 0538 2021 2023
Once D Once D 66Gy/ Once D 66Gy/ Twice D 60Gy/ Twice D
45Gy/ Twice D 45Gy | Tiwice D 45Gy Twice D 45Gy 54Gy30tc/
Twice D 45Gy Twice D 4530fxGy

Median 19/23m 25/30m 30.1/28.5m 37.2/22.6m 62.4/43.1
OS
2-year 41/47% 51/56% - 72/48% 77.7/53.5%
OS

ASCO 2024 NEWS CHANGES THE SCENARIO AGAIN

Twice daily
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LS-SCLC

DURVALUMAB significantly improved overall survival and progression-

free survival for patients with limited-stage small cell [ung
cancer in ADRIATIC Phase III trial
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Study Start (Actual) @

2018-09-27

OPEN QUESTION:
* High Dose twice daily RT?

Primary Completion (Estimated) @

2024-09-05

Study Completion (Estimated) @

2024-09-05



PYRAMID OF CLINICAL EVIDENCE Randomized

. Controlled Double
Randomized Blind Studies
Controlled Studie
NORVEGIAN

TRIAL

ACCORDING TO THE PYRAMID OF CLINICAL EVIDENCE ADRIATIC RESULTS ARE MORE
RELEVANT THAN THOSE FROM NORVEGIAN TRIAL



OVERALL SURVIVAL-NORVEGEAN TRIAL, Lancet Oncology 2021

Certainty assessment Summary of findings

o o (1] o

Ne of
studies

o o

Ne of patients

Certainty
Intervento Control (1) Relative € Absolute (i ]
ion (95% Cl) (95% ClI)

Other considerations

Study design Risk of bias | Inconsistency ] Indirectness | Imprecision

Overal survival (follow-up: median 49 months)

1 randomised tria not serious * not serious ¢  not serious serious © none 89 participants 81 participants HR 0.61 - D0
ls Bic Moderate
72.0% (0.41 to 0.90) 18 fewer per 1
[Overal surviva 00
\ (from 31 fewer
to 4 fewer)

G RA D E p r D Explanations References

no detection for OS

TWICE DAILY HIGH DOSE RT: 0 performance for O
HIGH CLINICAL BENEFIT WITH no attrition, 100% evaluable
MODERATE CERTAINTY i 2Tl

¥ NNT5 (from 3 to 25)

N NN N N N
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To THE EDITOR: Results of the phase 3 ADRIATIC
trial (Oct. 10 issue)' marked a breakthrough in
the treatment of limited-stage small-cell lung
cancer, but some questions remain unanswered.
According to the protocol, the radiotherapy dose
was 60 to 66 Gy once daily or 45 Gy twice daily.
Are these doses the best options for limited-stage
small-cell lung cancer?

In a randomized phase 2 trial, Gronberg et
al.? found that high-dose thoracic radiotherapy of
60 Gy twice daily improved survival as compared
with the standard dose of 45 Gy twice daily
(hazard ratio for death from any cause, 0.61;
95% confidence interval, 0.41 to 0.90). The au-
thors also observed that the high-dose regimen
led to the longest median overall survival du-
ration (43.5 months)® that has been reported in
trials of chemoradiotherapy for limited-stage
small-cell lung cancer.*® Although this trial is a
phase 2 trial with a limited sample size, it has
remarkable clinical relevance, with an absolute
effect of 18 fewer deaths per 100 patients treated
(number needed to treat to avoid one death, 5;
range, 3 to 25).

Notwithstanding the impressive results of the
ADRIATIC trial, will we be compelled to use a less
effective radiation schedule such as that in the
trial? The scientific world is called to answer
this question, and efforts should be made to add
evidence in this area.

0¢

Ramella S, Ippolito E, D'’Angelillo RM- 2025

RESPONSE

c c Ramella et al. suggest that a twice-daily tho-

racic radiotherapy dose of 60 Gy, as investigated
in a randomized phase 2 trial in Scandinavia,
could be a preferred radiation schedule.? The ra-
diation doses and schedules used in our trial were
guideline-recommended worldwide standards in
2018, when we initiated the trial. Some limitations
of the findings from the Scandinavian trial, as
well as promising results of other randomized tri-
als of different radiotherapy schedules, have re-
cently been highlighted.” A phase 3 trial investi-
gating these different doses and schedules is
warranted. Ongoing translational research in our
trial may provide insights into the role of radio-
therapy when combined with immunotherapy in
patients with limited-stage small-cell lung cancer.

Suresh Senan, M.B., B.S., Ph.D.

Amsterdam University Medical Centers
Amsterdam, the Netherlands
s.senan@amsterdamumc.nl

e NEW ENGLAND
JOURNAL of MEDICINE

¢



HIGHLIGHTS RADIOTERAPIA
Update degli Studi Practice Changing 2024

h KEYPOINTS for LS-SCLC:

e Consolidative durvalumab after
“‘RTCT is the new standard of care

r BID fractionation should be the
- preferred regimen

Await analysis of molecular
~subtypes but also data from RT
) treatment plans



HIGHLIGHTS RADIOTERAPIA

Update degli Studi Practice Changing 2024
In Thoracic TuMoOrs
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1. Reducing the Envirdg
of Healthcare Facilities
2. Optimizing Therapies

3. Education and Awareness
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