2024-2025 Updates In
Radiation Oncology

Brian Lally, MD



o

OVER

FOUR
M
ALL NEW quesTioNs Gy

JLD

FACT FACT




Question #1

In patients with limited stage
small cell lung cancer, the use
of Durvalumab increased overall
survival when used after
radiation therapy.
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ORIGINAL ARTICLE ‘

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

Y. Cheng, D.R. Spigel, B.C. Cho, K.K. Laktionov, ]. 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. Zemanaova,
H. Mann, H. Gowda, H. Jiang, and S. Senan, for the ADRIATIC Investigators™



Adriatic Study Design
~ Upto2amoduna

Newly diagnosed Baseline Durvalumab monotherapy (n~262)
LS-SCLC scans PCI
(Stage HIl) > — a placebo (n~262)
PS 0-1 CR/PR/SD applicable
- ost CRT*
(n~965) d Durvalumab + tremelimumab (n~200)
'l } Once 600 patients have been randomized,
]’ subsequent patients will be randomized 1:1
to the durvalumab monotherapy and
1-42 days placebo groups
*CRT
Chemo: 4 EP Cycles (3 permitted) Stratification:
RT: either 60-66Gy/QD/6wks or Stage I/11vs Il
45Gy/BID/3wks PCl: Yes vs No

Baseline scans include RECIST1.1 tumor
assessment scan and brain MRI or CT scan




Table 1. Demographic and Disease Characteristics of the Patients at Baseline (Intention-to-Treat Population).®

Durvalumab Placebo
Characteristic [N=1264) (N =266)
Median age (range} —yr 62 (28-84) 62 (28-79)
Male sex — no. (36) 178 (67.4) 188 (70.7)
Race — no. (38)T
White 130 (49.2) 137 (51.5)
I Asian 131 (49.6) 121 (45.5)
Black 1(0.4) 3 (L1
Other 2 (0.8) 5 (1.9)
Geographic region — no. (%)
Asia 129 (48.9) 120 (45.1)
Europe 94 (35.6) 112 (42.1)
Naorth or South America 41 (15.5) 34 (12.8)
WHO performance-status score — no. (36)§
0 132 (50.0) 126 (47.4)
1 132 (50.0) 140 (52.6)
Former or current smoker — no. (%) 241 (91.3) 240 (90.2)
Tumor-node-metastasis stage at diagnosis — no. (%6)9
lorll 33 (12.5) 34 (12.8)
1 231 (87.5) 232 (87.2)
Previous concurrent chemoradiotherapy — no. (%)
Chemotherapy regimen in first cycle
Cisplatin—etoposide 173 (65.5) 178 (66.9)
Carboplatin-etoposide 91 (34.5) 88 (33.1)
Radiotherapy fractionation schedule
I Once daily 185 (73.9) 187 (70.3)
Twice daily 69 (26.1) 79 [29.7)
Best response
Complete response 31 (11.7) 34 (12.8)
Partial response 191 (72.3) 200 (75.2)
Stable disease 42 (15.9) 32 12.0)
Time from end of previous concurrent chemoradiotherapy to
randomization — no. (%)
<14 days 32 (12.1) 32 [12.0)
14 to <28 days 79 (29.9) 30 [30.1)
=78 days 153 (58.0) 154 (57.9)
Receipt of prophylactic cranial irradiation before randomization 142 (53.8) 143 (53.8)

— no. {36}

Event

Any adverse event of any cause

Any serious adverse event, including events with outcome of death
Any adverse event with outcome of death§

Any event leading to discontinuation of durvalumab or placebo
Any event leading to dose interruption

Any immune-mediated adverse event§

Common adverse events occurring at any grade in =10% or at a maxi-
mum severity of grade 3 or 4 in 21% of patients in either group

Radiation pneumonitis

Decreased appetite

Hypothyroidism

Cough

Pruritus

Nausea

Dizziness

Fatigue

Diarrhea

Pneumonia

Pneumonitis

Rash

Constipation

Hyperthyroidism

Headache

Anemia

Arthralgia

Hyperglycemia

Hypertension

Lipase increased

Amylase increased

Chronic obstructive pulmonary disease

Pulmonary embolism
Pneumonitis or radiation pneumonitis|

Pneumonitis or radiation pneumonitis leading to discontinuation
of durvalumab or placebo

Durvalumab (N=262)} Placebo (N=265)
Any Grade  Grade 3 or 43 Any Grade Grade 3 or 43
number of patients (percent)
247 (94.3) 64 (24.4) 234 (88.3) 64 (24.2)
78 (29.8) — 64 (24.2) —

7 (2.7) — 5(1.9) —
43 (16.4) — 28 (10.6) -
91 (34.7) = 76 (28.7) —
84 (32.1) 14 (5.3) 27 (10.2) 4(15)
60 (22.9) 3(1.1) 62 (23.4) 5(1.9)
44 (16.8) 0 34 (12.8) 0
42 (16.0) 0 10 (3.8) 0
40 (15.3) 0 32 (12.1) ()
34 (13.0) 0 19 (7.2) 0
33 (12.6) 0 29 (10.9) 0
32 (12.2) 0 20 (7.5) 0
32 (12.2) 1(0.4) 34 (12.8) 4(1.5)
29 (11.1) 5(1.9) 22 (8.3) 0
29 (11.1) 7(27) 20 (7.5) 9 (3.4)
28 (10.7) 3(1.]) 16 (6.0) 2 (0.8)
28 (10.7) 1(0.4) 16 (6.0) ()
27 (10.3) 0 26 (9.8) 0
27 (10.3) 0 4 (L5) 0
24 (9.2) 1(0.4) 35 (13.2) 0
23 (3.8) 3 (1) 16 (6.0) 3 (1))
18 (6.9) 0 29 (10.9) 1(0.4)
11 (4.2) 3(1.1) 10 (3.8) ()

9 (3.4) 3(1.1) 4(15) 0

8(3.1) 5 (1.9) 7 (2.6) 4 (1.5)

7 (2.7) 3 (1)) 3(1.1) 0

6(2.3) 1(0.4) 7 (2.6) 4(15)

6 (2.3) 5 (1.9) 4(15) 3(1.1)

100 (38.2)** 8 (3.1) 30 (30.2) 7 (2.6)
23 (8.8) - 8 (3.0) s
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B Subgroup Analysis of Overall Survival
Subgroup

All patients, intention-te-treat analysis
Age at randomization
=B3yr
=63yr
Sex
Male
Famale
Race
White
Asian
Geographic region
Asia
Europe
Morth America ar South America
WHO performance-status score at screening
v]
1
Smoking status
Current or former smoker
MNensmokar
Tumer—node—metastasis stage
larll
1
Previous chematherapy
Carboplatin—etoposide
Cisplatin—setoposide
Previous radiotherapy schedule
Once daily
Twice daily
Best response to concurrent CRT
Complete response
Partial response
Stable disease

Time from end of concurrent CRT to randomization

<14 days
14 to <28 days
=28 days
Receipt of prophylactic cranial irradiation
Yes
M

Durvalumab

Placebo

no. of deathstotal no. of patients (%)

115/264 (43.6)

69/160 (43.1)
46104 (44.2)

73178 [44.4)
36/86 (42)

60130 (46.2)
537131 (40.5)

517129 (39.5)
4134 (44)
2341 (56)

48/133 (36.1)
67/131 (51.1)

108/241 (44.8)
723 (30)

11/33 (33)
104/231 (45.0)

3131 (34)
84173 (43.6)

92195 (47.2)
23/639 (33)

12/31 38)
88191 (46.1)
15742 (36)

1432 (44)
37/79 (47)
£4/153 (418)

53/142 (37.3)
£2/122 (50.8)

146 {266 (54.9)

83/162 (51.2)
£3/104 (60.6)

108/182 (57.4)
3378 (49)

77137 (56.2)
§4/121 (52.9)

£2(120 (51.7)
64/112 (57.1)
20/34 (59)

74/131 (56.5)
72(135 (53.3)

138240 (57.5)
/26 (31)

1234 (35)
134/232 (57.8)

4688 (52)
100178 (56.2)

107187 (57.2)
3979 (43)

1534 (44)
116200 (58.0)
1532 (47)

2432 (75)
51/80 (64)
71/154 (46.1)

67143 (46.9)
79/123 (64.2)

Hazard Ratio for Daath (95% CI)

—8— 0.73 (0.57-0.93)
T 0.76 (0.55-1.04)
—— 0.70 (0.48-1.0%)
e 0.70 (0.52-0.93)
I 043 (0.52-1.31)
" 0.75 (0.53-1.05)
—— 0.72 (0.50-1.04)
—e— 0.72 (0.50-1.04)
———o 0.67 (D.45-0.98)
1 093 (0.54-180)
—e— 0.55 (0.38-0.79)
—e— 0.94 (0.67-1.31)
—8— 0.72 (0.56-0.92)
NC

F { 0.92 (0.40-2.11)
—a— 0.71 (0.55-0.91)
—— 0.56 (0.35-0.89)
—e— 0.82 (0.61-1.10)
—8— 0.72 (0.55-0.95)
PR 0.68 (0.40-1.14)
I | 0.90 (0.41-1.52)
—e—| 0.76 (0.57-1.00)
F i 0.54 (0.25-1.13)
-— 0.47 (0.24-0.91)
— 0.59 (0.38-0.90)
——1 0.90 (0.64-1.27)
—o—"h 0.75 (0.52-1.07)
o — 0.71 (0.51-0.99)

T T1

0.25 0.50 1.00 2.002.20

Durvalumab Better Placebo Better



Carboplatin and cisplatin CT subgroups - OS _

Carboplatin CT Cisplatin CT ITT
D (n=173) P (n=178) D (n =264) P (n = 266)
Median OS (35% CI), months NR (42.5-NE) 33.4 (21.7-NE) 41.9 (27.7-NE) 34.3(25.4-40.7) 559 (37.3-NE) 334 (255-399)
3.year 0S, % 653 467 521 481 565 476
HR (95% CI) 0.56 (0.35-0.89)* 0.82(061-1.10)* 0.73 (0.57-0.93)!
Multivariable HR (95% CI) 0.55 (0.35-0.87)} 0.81(0.60-1.08)¢ =
10 Carboplatin CT 10 Cisplatin CT
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Time from randomisation (months) Time from randomisation (months) |
No. af risk No. at risk: |
D. carboplatin 90 04 81 77 71 63 65 65 63 S5 40 N2 B 1T 11 8 4 2 1 10O D, cisplatin 173171 164 155145136121 117107 99 86 70 58 45 34 28 19 15 9 4 0 O
P, carboplatin B8 04 77 69 83 ST S2 4T 45 41 B 22 6 11 8 6 3 1 1 0 O P clsplatin 178174 163 154 145132118 112104 68 82 69 S8 48 33 23 17 1€ 7 4 1 O |
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Tom Newsom-Davis

Thoracic medical oncologist | Consultant | Chair Elect

PCl-yes and PCI-no subgroups - OS

[ Ta |

PCl-yes PCl-no ITT
D (n=142) P(n=143) (n=122) P (n=123) D (n = 264) P (n = 266)
Median OS (35% CI), months NR (43.9-NE) 42.5 (33.4-NE) 37.3 (24.3-NE) 24.1(18.8-31.1) 56.9 (37.3-NE) 334 (25.5-39.9)
3.year 0S, % 62.1 56.5 50.2 373 56.5 476
HR (95% CI) 0.75 (0.52-1.07)" 0.71(0.51-0.99)* 0.73 (0.57-0.93)!
Multivariable HR (95% Cl) 0.72 (0.50-1.03)¢ 0.73 (0.52-1.02)! B
10 PCl-yes 10 PCl-no
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0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 036912 15 1821 242730333639424548 51 54576063
Time from randomisation (months) Time from randomisation (months)
No. at risk. No. at risk
D, PClyes 132127 124 118 110 ¢ 9 82 6 5t 10 D, PClno 122122116109 99 89 79 78 72 &9 59 l 2282168 43 100
P, PClyes 21101 ¢ T 10 P, PClno 123120114102 2 85 75 69 60 54 45 R2518119 6 3 200
*Subgroup HRs and Cls calculated using an unstratified Cox proportional hazards model.
YITT HR and Cls calculated using a Cox proportional hazands model stratified by receipt of PCL.
Cl, confidence interval, NE, not estimable; NR, not reached; yr, year. i\ultvariable analysis interaction p-value 0 95.
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BID and QD RT subgroups - 0S

ERESVD ™™
2024

BID RT QD RT ITT
D (n=69) P(n=79) D (n = 195) P (n=187) D (n =264) P (n = 266)
Median OS (95% CI), months NR (NE-NE) 44.8 (29.4-NE) 41.9 (32.0-NE) 26.1(21.7-36.8) 559(37.3-NE)  334(255-39.9)
3.year 08, % 658 574 531 433 565 476
HR (95% CI) 0.68 (0.40-1.14)° 0.72 (0.55-0.96)" 0.73 (0.57-0.93)"
Multivariable HR (95% CI) 0.71 (0.42-1.18)! 0.73 (0.55-0.96)! =
10 SI0RI 10 QDRT
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036 9121518212427303336394245485154576063 0 3 6 9 1215182124 27 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, BID S4 53 51 43 42 3527 81310 § § 3 2 0 O 0. Q0 195193 185175 164151 135130121114 99 75 63 50 38 29 22 14 8 3 1 0O
P, BID TO 79 76 73 69 61 57 S5 54 53 45 W N 7 2 14 9 8 4 3 1 0 P, QD 187 181171158 145134 118108 97 60 78 €0 48 35 2 17 W 11 4 2 0 0O ‘

*Subgroup HRs and Cis calculated using an unstratified Cox proportional hazards model
ITT HR and Ci calculated using a Cox proportional hazards mode! siratified by receipt of PCL ‘
"Mulivariable analysis Interaction p-value 0.95 ‘



NRG LUOOS5 ASTRO 2024

Phase lll (N=

Inclusion crtef!
» LSSCLC (S:.g. Tx, T4-T4, NO-3,
MO; AXCC 88h odition)
. P502
+ One pre-registration cycle of
chemothevapy
(platinum/etoposide*)
Stratification factors
+ Radiaton schedufe (BID v daly)*

« ECOGPSVvs2

From Cycle 2
Atezolizumab IV +
Platinumietoposide® QIW for
3 eycles + Thoracic RT 45 Gy
BIO or 66 Gy dady

From Cycle 2;
Platinum/etoposide” Q3W for
3 cyches + Thoracic RT 45 Gy

BID or &5 Gy daily

Atezolizumab IV

Q3W for up to 1 yesr

), unhl
1'0 toxicity

« Distant motastasis-freo

« Toxkities (CTCAE v.5.0)
« Patent repcrted fonacaty

» Qol (FACT-TOI)

« Qualty-adjusted survival (E
« Fatgue (PROMIS)

« Biomarkers

c‘!zr?:om ggyf Gy Bflg 5 ‘l)gr:;’); ; ?(grg:’ma-;’? \;et:ks)d or 6:3 gg daily (2 Gy x 33 fractions ->6.5 weeks) beginning with cycle 2 of
a1 ' in; first cycle o motherapy given prior to study entry, 3

< cisplal , 3 given on st

cycles); **All patients with a CR or near CR are strongly recommended to receive prophylactic craniarlyinagiation (F’Cll“:dzy5('gy)a oo
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Safety
CRT + Atezo

~ CRT + Atezo
251 (99) 266 (99.6)
- CRT Only (n =254
70 (26.2)

ade AES
Qfaydirm AEs 235 (92.5) 231 (86.5)
AEs leading to death 4 (1.6) 24 (9)* Any gra - 30 (1 18) 2
Treatment-related AES leading 2(1) 9(3) Grade 3/4 8(3.2) 13 (4.9)
e Grade 5 0(0) 2(0.7)
42 (15.7)

Grade 3/4 Immune related AEs 16 (6.2)

Grade 5 Immune related AEs 0 (0) 4 (1.5)
“Reporting window of 30 days post CRT for control arm and 90 days post end of atezo

for experimental arm (11 weeks vs. 15 months)

val NRG-LU005
ASTRO 2024

HR (95% cl)1.11 (0.85, 1.45)
p-value 40
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25
+ Censored
0 [——CRT Only —CRT + Atezo |
CRT Only’ 270 229 189 156 111 68 33
CRT + Atezo | 274 241 195 162
el : : : 1:4 6{9 3|3
0 6 12 18 24 30 36

Months Since Randomization



BID correlated

ation- Is BID superior?
with PCI and

<14 from C
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036912151821 24273033363942454851 545760 63
Time from randomisation (months)

12 18 24
Months Since Randomization (]
n= nh= D (n=185) P (n=187)
419020-NE)  26.1(217-368)
072(055-0.96)"
073 (055-096)°

Not randomized data
Inherent selection bias

Robert Samstein, MD PhD @RSamstein € @ #AsTRO24

« Durvalumano VS ALTE e
fit in FS-SCLC studies

+ Similar bene
. Better OUtCOMEs in the control arm of LUOOS
T U00S CRT|  LU00S | ADRIATIC ADRIATIC | Intergroup m
|'l | CRT+atezo l CRT | CRT #durva - RTOG 0538
v EapEo WasA il i83.4m| 15990 >3m | 25-30m = 28.5-30m
0s
58.5% 68% 47%

2vear 05 62,9%  50.3%
. Distinct cohort - ADRIATIC pts had CR/PR/SD after CRT (completed)

51-56% 57-58%




Take Home Message

* Durvalumab led to significantly longer OS and PFS.
 Similar to PACIFIC, the adverse events are minimal.
* Try to do BID when possible.

e New Standard of Care for LS-SCLC
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Multiple randomized trials have
shown positive results when
combining PDL-1 inhibitors
concurrently with radiation
therapy in NSCLC.
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LBA1 - Durvalumab in Combination
with Chemoradiotherapy for Patients
with Unresectable, Stage Il NSCLC:
Final Results from PACIFIC-2

Jeffrey D. Bradley,' Shunichi Sugawara,? Ki Hyeong Lee,* Gyula Ostoros,*

Ahmet Demirkazik,® Milada Zemanova,? Virote Sriuranpong,’” Ana Caroline Zimmer Gelatti,?
Juliana Janoski de Menezes,® Bogdan Zurawski,'® Michael Newton,"' Pratibha Chander,"
Nan Jia,'? Zofia F. Bielecka, ' Mustafa Ozgiiroglu4

Department of Radiation Oncology, University of Pennsylvania, Philadelphia, PA, USA; 2Department of Pulmonary Medicine, Sendai
Kousei Hospital, Sendai City, Japan; 3Chungbuk National University Hospital, Chungbuk National University College of Medicine,
Cheongju, Republic of Korea; “Koranyi National Institute for TB and Pulmonology, Budapest, Hungary; 5School of Medicine, Ankara
University, Ankara, Turkey; ®Department of Oncology, First Faculty of Medicine, Charles University and General University Hospital,
Prague, Czech Republic; "Department of Medicine, Faculty of Medicine, Chulalongkorn University, Bangkok, King Chulalongkorn
Memorial Hospital, Thai Red Cross Society, Bangkok, Thailand; 8Hospital Sdo Lucas PUC/RS, Grupo Oncoclinicas, Porto Alegre,
Brazil; ®*Hospital Nossa Senhora da Conceigéo, Porto Alegre, Brazil; °Department of Outpatient Chemotherapy, Professor Franciszek
Lukaszczyk Oncology Center, Bydgoszcz, Poland; ''AstraZeneca, Gaithersburg, MD, USA; 2AstraZeneca, Waltham, MA, USA;
8AstraZeneca, Warsaw, Poland; *Istanbul University—Cerrahpasa, Cerrahpasa School of Medicine, Istanbul, Turkey
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Study design

PACIFIC-2 (NCT03519971) is a phase 3, randomized, double-blind, placebo-controlled, multicenter, global study of
durvalumab + CRT followed by durvalumab versus placebo + CRT followed by placebo

Treatment period

I0+CRT Consolidation \
Patient population ; ;
PP Durvalumab 1500 mg IV Q4w [JRAAYANR Primary endpoint
e |ocally advanced, unresectable +SoC CRT* 3 I?urvalumal? o PESby BICR per RECISTv1.1
(Stage Ill) NSCLC Randomized n=219 until progression y P :
andomize .
e ECOG/WHO performance (2;1)Iz Key secondary endpoints
status 0 or 1 e O0S,0ORR*¥0S24
Stratification factors e TG CR, PR, or SD at e PFS2,DoR, TDDM, DCR, PK,
o Age (<65 vs 265 years) + SoC CRT* 16 weeks! Placebo health-related QoL
o Stage (IllAvs IIIB/C) n=109 LIRS \o Safety$ and tolerability Y

Patients were recruited from 29 March 2018 through 24 June 2019 across 106 sites in Asia, Eastern Europe, and the Americas, including:

Brazil, Czech Republic, Hungary, India, Japan, Mexico, Peru, Philippines, Poland, Republic of Korea, Russia, Turkey, Thailand, and Vietnam.

BICR, blinded independent central review; CR, complete response; CRT, chemoradiotherapy;
DCR, disease confrol rate; DoR, duration of response; ECOG, Eastern Cooperative Oncology Group;Gy,

gray; IV, intravenous; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall *Platinum-based chematherapy regmens include: cisplatin/etoposide, carboplatin/paclitaxel, pemetrexed/cisplatin

o survival; 0824, overall survival at 24 months; PFS, progression-free survival; PFS2, time from (non-squamous only), or pemetrexed/carboplatin (non-squamous only), dongside radiation therapy (5
‘ randomization to second progression; PK, pharmacakinetics; PR, partial response; Q4W, once every 4 fractions/week for ~6 weeks [+3 days; total 60 Gy]). flnvestigator assessed per RECIST v1.1.
Eu ropean Lu ng weeks; Qol, quality of life; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; *Following a protocol amendment, ORR was moved from a primary endpoint to a key secondary endpoint.
Cancer Cong ress 2024 SoC, standard of care; TDDM, time to death or distant metastasis; WHO, World Health Organization. SWill be reviewed by an independent data monitoring committee in an unblinded mamner.



OS and ORR (ITT population)

1.04 No. events / no. randomized patients (%) 142/219 (64.8) 69/109 (63.3)
0.8 mOS, months (95% ClI) 36.4 (26.2, 45.6) 29.5(23.2,45.1)
uo> ' HR (95% CI) 1.03 (0.78, 1.39)
S 06- P-value’ 0.823
=
E
s 0.4-
o
o
0.294 — Durvalumab + CRT
— Placebo + CRT
00 | | | | | | | | | | | | | | | | | | | | | |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 6
No. at risk: Time from randomization (months)

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
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

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

.. Tick marks on the curves indicate censored observations.
Eu ropean Lu ng Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat; mOS, median OS; OS, overall survival; *The 2-sided p value boundary for declaring statistica significance is 4.5% or
Cancer Cong ress 2024 ORR, abjective response rate. 5% depending on the previous levels of the multiple testing procedure.



OS (ITT population), subgroup analysis

Subgroup
All patients
Planned chemotherapy
Carboplatin
Cisplatin
Planned radiation therapy
Intensity-modulated
3-dimensional conformal
Race
White
Black or African American
Asian
Other
Sex
Female
Male
Age at randomization
<65 years
=65 years
Smoking status
Smoker
Non-smoker

Favors durvalumab q———

elcc

328

279
48

262
60

203

104
19

82
246

187
141

276
52

¢ European Lung
Cancer Congress 2024

1.0

3.0
Favors placebo

HR (95% CI)*
103 (078, 1.39)

101(0.75, 1.38)
1.00 (045, 2.38)

100(0.73, 1.39)
111058, 2.24)

081 (057, 1.17)
NC
132(0.80, 2.24)
NC

066 (0.36, 1.23)
116 (0.84, 1.62)

0.83 (057, 1.23)
136(0.88, 2.17)

105 (0.77, 1.45)
089 (045, 1.84)

Cl, confidence interval; ITT, intention to treat; NC, not calculable; HR,

hazard ratio; OS, overall survival.

Subgroup
All patients

Disease stage (AJCC 8t" ed.)

1A
lB/C
Histology
Squamous
Non-squamous
WHO performance status
0 — Normal activity
1 - Resfricted activity
PD-L1 status
21%
<1%
Unknown
EGFR mutation
Positive
Negative
Unknown
Region
Asia
Europe
South America
Planning target volume
2450 cm®
<450 cm®

328

123
205

174
154

151
177

173
122
33

13
172
143

104
154
70

162
160

it

|

0

1.0

2.0
Favors durvalumab q——— HR = Favors placebo

3.0

HR (95% CI)*
103 (078, 1.39)

087 (055, 1.43)
113 (080, 1.64)

1.02 (0.71, 1.50)
1.01(0.65, 1.60)

078 (051, 1.21)
127 (087, 1.90)

1,05 (0.70, 1.60)
095 (061, 1.53)
124 (054, 2.98)

NC
112(0.75, 1.70)
093 (061, 1.45)

132(0.80, 2.24)
069 (046, 1.05)
169 (090, 3.41)

114(0.77,1.73)
089 (059, 1.36)

AHR of <1 favors durvalumab and is associated with a longer event-free survival than placebo.
The size of circle is proportional to the number of events. The gray band represents the 95% Cl for the main OS HR.

For all patients, the analysis is based on the main stratified analysis while, for the subgroups, the HR and Cl were calculated
using an unstratified Cox proportional hazards model, with treatment as the only covariate and ties handed by Efron approach.

*HRs and 95% Cls were not calculated if a subgroup had fewer than 5 events in each treatment arm.



Summary of AEs (safety population)

AE category, n (%) Durva(l:;n;l;; CRT Placebo + CRT
Any AE 216 (98.6) 108 (100)
Maximum grade 3 or 4 117 (53.4) 64 (59.3)
Outcome of death 30 (13.7) 11(10.2)
SAE 103 (47.0) 56 (51.9)
Any AE leading to discontinuation of durvalumab/placebot 56 (25.6) 13 (12.0)
0 to <4 months from start of treatment (approximates the duration of I0+CRT and ends at the first post-baseline scan) 31(14.2) 6 (5.6)
>4 to <16 months from start of treatment (approximates the duration of consolidation [0 in the SoC PACIFIC regimen) 12 (5.5) 6 (5.6)
>16 months from start of treatment (approximates treatment beyond the duration of consolidation 10 in the SoC PACIFIC regimen) 13 (5.9) 1(0.9)

e  The most common treatment-emergent AEs with durvalumab + SoC CRT were:
—  Anemia (42.0%), pneumonitis or radiation pneumonitis (28.8%), neutropenia (27 .4%), and nausea (25.6%)
e  The most common treatment-emergent AEs with placebo + SoC CRT were:
—  Anemia (38.0%), constipation (28.7%), pneumonitis or radiation pneumonttis (28.7%), and neutropenia (25.9%)
e  Combined rates of pneumonitis or radiation pneumonitis were similar in the durvalumab arm (28.8%) and placebo arm (28.7%)
—  Grade =3 pneumonitis or radiation pneumonitis occurred in 10 patients (4.6%) in the durvalumab arm and 6 (5.6%) in the placebo arm

.. AE, adverse event, CRT, chemoradiotherapy; CTCAE, Common Per CTCAE v5.0.
European Lung Terminology Criteria for Adverse Events; 10, immunctherapy; *Excludes any patients who experienced any AE of maximum CTCAE grade 5.
Cancer Congress 2024 SAE, sericus adverse event; SoC, standard of care. tAt any time, regardless of discontinuation of CRT.



Take Home Message

* Need to figure out how to better integrate immune checkpoint
Inhibitors with radiation therapy.



Question #2
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Test vourself & Friends

with bizarre trivia.

In patients with GEJ cancer, two
randomized trials, ESOPEC and
TOPGEAR, showed:

1) ldentical results

2) Utilized immunotherapy

3) Have both been published

4) Caused NCCN to be updated



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Preoperative Chemoradiotherapy
for Resectable Gastric Cancer

T. Leong, B.M. Smithers, M. Michael, K. Haustermans, R. Wong, V. Gebski,
R.L. O'Connell, ). Zalcberg, A. Boussioutas, M. Findlay, D. Willis, A. Moore,
W.K. Murray, F. Lordick, C. O'Callaghan, C. Swallow, G. Darling, D. Miller, A. Strickland,
M. Liberman, L. Mineur, and ]. Simes, for the Australasian Gastro-Intestinal
Trials Group, National Health and Medical Research Council Clinical Trials
Centre, Trans-Tasman Radiation Oncology Group, European Organisation for
Research and Treatment of Cancer, and Canadian Cancer Trials Group*




Two Studies Investigating GEJ Cancer

ESOPEC Trial Scheme Schema Q@AGITG " GEORTC
T |
Preoperative Postoperative H " G
Chemotherapy Chemotherapy
i Key eligibility criteria: resectable adenocarcinoma of stomach or GOJ (Siewert type Il < 2cm
5-FU, Leucovorin, 5-FU, Leucovorin, oesophageal involvement, and Siewert type I1l); stage IB-IIIC, ie.T3-T4 and/or N-positive
Oxaliplatin, Docetaxel 46 4-6 Oxaliplatin, Docetaxel
4 cycles in 8 weeks  weeks ‘:f;':s 4 cycles in 8 weeks
11 discharge m=p ECF x 3 or FLOT x 4 ]—>| Surgery ‘—PLECF x3or FLOTx 4 |
Neoadjuvant 2
Chemoradiation §
©
—  —
Pacl 410::% la < =
aclitaxel/Carboplatin
Far e is 0 B =P ECF x20r FLOTx 3 |==>| CRT: 45 Gy + 5-FU |==>| Surgery |==| ECF x 3 or FLOT x 4

ECF = epirubicin, cisplatin, 5-FU
20u4ASCO  [EIEZJYY o e Howsw MOFACSTERS e M""g“’ss FLOT = 5-FU, leucovorin, oxaliplatin, docetaxel

FLOT vs CROSS FLOT vs CROSS+FLOT




Two Studies Investigating GEJ Cancer

Overall Survival - ITT Population

Randomized treatment]
FLOT
CROSS
80 - .
= Median follow-up: 55 months Events
2 604 Median
g 0s
= t
= .04 ime
o (months)
>
o
3-year
20 4 oS
HR 0.70 (0.53-0.92)* p=0.012
rate
0+ S-year
T L T T T T T T OS
0 12 24 36 48 60 72 84
S rate
Months from randomization
FLOT 124 107 84 a4 n 0
CROSS 217 146 13 92 54 32 15 0
~- - “Two-sided 95% confidence interval
204 ASCO  [EURSRRY e oo Hompner MO FACS FEBS Cox regression adsted or N stage ASCO
e A e T Dy et and age, stratified for trial site v e = -

Overall survival

40 60 80 100

Overall survival (%)

20

I Preop CRT _Periop CT
Median OS 46.4 mths 49.4 mth
3-yr OS 55.1% 57.7%
5-yr OS 44.4% 45.7%

HR 1.05 (95% Cl, 0.83-1.31)
Log-rank p value=0.70

0 12

Number at Risk:
Periop Chemotherapy 288 241
Preop Chemoradiotherapy 286 235

2024

24 36 48 60 72

Months since randomisation
191 154 122 94 8
174 143 17 89 9

Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMoa2405195,
© The New England Journal of Medicine (2024)

TOPGEAR



Two Studies Investigating GEJ Cancer

Overall Survival - ITT Population

Randomuzedpt{gé;tment FLOT CROSS
CROSS
80 4 - -
= Median follow-up: 55 months Events 97 121
2 604 Median o6
g 0S -
4 95% Cl
= 40 time 36 -ne
o (months)
>
O
3-year
20 4 0S
HR 0.70 (0.53-0.92)* p=0.012
rate
0+ S-year
T L T T T T T T 0 0
0 12 24 36 48 60 72 84 0s 50.6% | 38.7%
rate
Months from randomization
FLOT 124 107 84 a4 n 0
CROSS 217 146 13 92 54 32 15 0
~- - “Two-sided 95% confidence interval Fro——
204 ASCO  [EURSRRY e oo Hompner MO FACS FEBS Cox regression adsted or N stage ASCO =
NERERL Sy P afw SeA - S — ot S “mw‘ i”:ﬂl'm'C’:H.\.&'(‘ BN . NQUERS Cancea

In ESOPEC, CROSS under performed
and the FLOT over performed.

Overall survival

40 60 80 100

Overall survival (%)

20

Preop CRT  Periop CT
Median OS 46.4 mths 49.4 mth
3-yr OS 55.1% 57.7%
5-yr OS 44.4% 45.7%

HR 1.05 (95% Cl, 0.83-1.31)
Log-rank p value=0.70

Number at Risk:
Periop Chemotherapy 288
Preop Chemoradiotherapy 286

2024

12

241
235

24 36 48 60 72

Months since randomisation
191 154 122 94 8
174 143 17 89 9

Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMoa2405195,
© The New England Journal of Medicine (2024)

TOPGEAR



Two Studies Investigating GEJ Cancer

Progression Free Survival - ITT Population

In ESOPEC, CROSS under performed
and the FLOT over performed.

Progression-free survival

Preop CRT  Periop CT
Median PFS ~ 31.4 mths 31.8 mth
3-yr PFS 46.5% 47 7%
5-yr PFS 39.7% 40.1%

HR 0.98 (95% CI, 0.79-1.22)

24 36 48 60 72

(=}
100 4 R - S 4
andomized treatment] -
Lo FLOT CROSS
— CROSS o=
&£ 80+ , . 284
B Median follow-up: 55 months Events | 107 137 ]
= L : 2
5 38
& Median 3
¢ PFS 6 g
c : 95% Cl So |
S 40 ) O —— time 12 =22 g <L
a (months) ]
2 g
g 20 - 3-year a8
a - PFS
HR 0.66 (0.51-0.85)* p=0.001 e = |
01 T Y T T T T Y 5-year 0 12 ; 48
0 12 24 36 48 72 84 PFS 44.4% Nt rek Months since randomisation
umber at Risk:
Months from randomization rate Periop Chemotherapy 288 202 143 123 101 78 3
FLOT roal 135 10 93 73 1" ( Preop Chemoradiotherapy 286 204 146 116 103 77 6
CROSS 217 113 78 62 39 9 0
) *Two-sided 95% confidence interval — £ 0 ongress
2024 ASCO m m—n" 308 Hotpymer MD FACS PERS Cox regression adjusted for N stage ASCO =2 M
e e P e i ~ and age, stratified for trial site PETPUPOS DU S

Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMoa2405195,
© The New England Journal of Medicine (2024)

TOPGEAR



Two Studies Investigating GEJ Cancer

Pathology Results — Surgery Population Surgical and pathological outcomes
FLOT Group CROSS Group Preop CRT Periop CT ol
N 191 180 N=286 N=288 Rt
Resection status D1+ or D2 lymphadenectomy 188 (83.6%) 192 (81.0%)
; RO resection 208 (92.4%) 206 (87.7%) 0.09
No resection 0.5% 1.1% R1 resection 15 (6.7%) 29 (12.3%)
RO 94.2% 95.0% ypTNM stage: (N=231) (N=247)
R1 5.2% 3.9% ypTO, ypTis 38 (16.5%) 18 (7.3%) <0.001
= ypT1/2 73 (31.6%) 62 (25.2%)
Postoperative N-Stage ypT3/4 120 (51.9%) 166 (67.5%)
ypN- 50.8% 54.4% ypN negative 125 (54.1%) 104 (42.3%)* <0.01
ypN+ 48.7% 44.4% ypN positive 106 (45.9%) 142 (57.7%)
- - Pathological Response:
Pathological complete remission Grade 1a: 0% residual tumour (pCR) 36 (16.8%) 18 (8.0%) <0.0001
ypTO ypNO 16.8% 10.0% Grade 1b: <10% residual tumour 70 (32.7%) 48 (21.3%)
Tumor regression grade (Becker') Grade 2: 10-50% residual tumour 61 (28.5%) 69 (30.7%)
Grade 3: >50% residual tumour 47 (22.0%) 90 (40.0%)

Complete regression 18.3% 13.3%
Near complete regression (<10% vital tumor) 25.1% 39.4% Mmg,ess

per local pathology assessment Adapted with permission from N Engl J Med, DOI: 10.1056/NEJMoa2405195,

®© The New England Journal of Medicine (2024)

TOPGEAR

Difference ypT0 and ypN- between studies

2024 ASCO m messeres av. Jens Hospprer MO FACS FEBS 1. Becker K Cancers 2003




The Detalls

* In ESOPEC , while 93.7% of patients began FLOT therapy and
87.3% completed FLOT therapy, the completion rates were lower
than expected in the CROSS group at67.7% out of 90.3% of
patients who started therapy.

* The timing of surgery.

* Neither study used immunotherapy as in CheckMate 577.



National

comprehensive NCCN Guidelines Version 5.2024

hWe{®'l Cancer
Network®

Esophageal and Esophagogastric Junction Cancers

NCCN Guidelines Index
Table of Contents
Discussion

. Surgical Qutcomes After

TUMOR PRIMARY TREATMENT OPTIONS FOR
CLASSIFICATIONY PATIENTS WHO ARE MEDICALLY FIT
¢T1b—cT2,NO
I{!gu:;rr]ls‘:(féﬁsmns. —————» Esophagectomy®©4tu
differentiated)®
Preoperative chemoradiation? for planned
esophagectomy (category 1)*Y (preferred)
or
cT2,N0 Perioperative d
. i . . c,d,tu,
deno- | [k st chemotherapyx —~ ESopagectomy‘ 411
carcinomas{— | differentiated) g’ » diuvant . i
cT1b—cT2,N+ or onsider neoadjuvant or perioperative

immune checkpoint inhibitor(s) (ICI) if tumor
is MSI-H/dMMRX.""58
or

Definitive chemoradiation*Y
(only for patients who decline surgery)

cT3-cT4a,Any NW

Definitive chemoradiation®™Y

or
cT4bP

Y

Consider chemotherapy alone in the setting of invi
of trachea, great vessels, vertebral body, or heart*
(See Palliative Management [ESOPH-19])

Remember, this is for Adenocarcinomas.

SqCC still gets CROSS.

"~ Esophagectomy (ESOPH-15)
Response Assessment
(ESOPH-14)

Surgical Outcomes After
Esophagectomy (ESOPH-16)

Response Assessment

"™ (ESOPH-14)

R1 resection®® >

R2 resection®® >

Chemoradiation*Y (fluoropyrimidine-based),
only if RT not received preoperatively

or

Observation

or

Consider re-resection

Chemoradiation™Y (fluoropyrimidine-based),
only if RT not received preoperatively

or
Palliative management (ESOPH-19)

National . . . -
comprehensive NCCN Guidelines Version 5.2024 NCCNT‘Sgl'gi“fﬂgin'{‘:neé
— R ﬁgm‘;gﬂk Esophageal and Esophagogastric Junction Cancers Discussion
SURGICAL OUTCOMES/CLINICAL TUMOR POSTOPERATIVE MANAGEMENT
PATHOLOGIC FINDINGS FOR CLASSIFICATIONS
ADENOCARCINOMAS
(Patients Have Received Preoperative
Chemoradiation or Systemic therapy)
Observation
ff or
yp T0, NO Systemic therapy***
if received perioperatively (category 1)
RO resection®® Nivolumab if preoperative chemoradiation
received (category 1)*99
yp T positive or ]
and/or — » |Observation
N positiveff:ww or
Systemic therapy™™™*
if received perioperatively (category 1) Follow-up
(ESOPH-18)



Take Home Message

s TOPGEAR much better name than ESOPEC

* Hard to ignore the benefit of FLOT with a MS=66 months.

* Survival still needs to improve.

* How is organ preservation integrated into the treatment paradigm?



Question #3
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Test vourself & Friends

with bizarre trivia.

Dr. Raez’s favorite question, the
Proton vs Photon Debate.

In patients with low-
Jntermediate-risk prostate
cancer, randomized trials have
shown protons to be superiotr.
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ine Characteristics

ty Modulated
Radiotherapy

Proton Beam

aracteristic, N (%)
Characteristic,

58.9 (3.1-1 35.1)

60.8 (4.1-123.9)
68 (48-84)

Clinical tumor stage

median (range)

Followup, Mo,
Age, y, median (range)

170 (79%)

208 (96%) Gleason score

ECOG performance status 0
Intermediate favorable risk 102 (47%)
Intermediate unfavorable risk

SA, ng/mL, median (range)

Rectal spacer
Hypofractionation
Pencil beam scanning

6.4 (1.6-18.9) 6.1 (1.1-17.5)

PSA,ng/mL,median (range) ____ SAUSTRS ______—————

ASTRO 66TH ANNUAL MEETING | September 29 — October 2, 2024

X @drjefstathiou
X @drjefstathiou

Proton Beam
Therapy
(n=221)

181 (82%)
36 (16%)
4 (2%)

0

106 (48%)
100 (45%)
15 (7%)
o]
105 (48%)
107 (48%)

nsity Modulated
Radiotherapy

174 (81%)

114 (53%)

]

ASTRO 66TH ANNUAL MEETING | September 29 - October 2, 2024 ‘ @



PARTIQoL Primary Endpoint
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PARTIQoL Secondary Endpoints

* Urinary Incontinence * Subgroups by

* Urinary Irritation * Age
* Disease Risk

* Sexual (EPIC) * Rectal Spacer Use
* Biochemical Failure Time  Fractionation Schedule
e Clinical Failure Time * Proton Delivery Method

* Progression Free Survival
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Thank you for your time.
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