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Great Job!

e Everyone did very well

 Some mistakes, likely due to stress

e Know your staging!

 Work up, think about your real patients
e Dose, and OAR constraints!
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Table 1. Definitions for T, N, M

T
TX

TO
Tis

T1

T2

T3

T4

T1mi

Tla

T1b
Tlc

T2a
T2b

Primary Tumor

Primary tumor cannot be assessed, or tumor proven by the presence of malignant cells in sputum or bronchial washings but not
visualized by imaging or bronchoscopy

No evidence of primary tumor

Carcinoma in situ
Squamous cell carcinoma in situ (SCIS)
Adenocarcinoma in situ (AlS): adenocarcinoma with pure lepidic pattern, <3 cm in greatest dimension

Tumor =3 cm In greatest dimension, surrounded by lung or visceral pleura, without bronchoscopic evidence of invasion more
proximal than the lobar bronchus (i.e., not in the main bronchus)

Minimally invasive adenocarcinoma: adenocarcinoma (=3 cm in greatest dimension) with a predominantly lepidic pattern and =5 mm
Invasion in greatest dimension

Tumor =1 cm in greatest dimension. A superficial, spreading tumor of any size whose invasive component is limited to the bronchial
wall and may extend proximal to the main bronchus also is classified as T1a, but these tumors are uncommon.

Tumor =1 cm but =2 e¢m in greatest dimension
Tumor =2 c¢cm but =3 ¢m In greatest dimension

Tumor >3 cm but =5 em or having any of the following features: (1) Involves the main bronchus, regardless of distance to the
carina, but without involvement of the carina; (2) Invades visceral pleura (PL1 or PL2); (3) Associated with atelectasis or obstructive
pneumonitis that extends to the hilar region, involving part or all of the lung

Tumar =3 cm but =4 ¢m in greatest dimension
Tumor =4 c¢cm but =5 ¢m In greatest dimension

Tumor =5 cm but =7 ¢m in greatest dimension or directly invading any of the following: parietal pleura (PL3), chest wall {including
superior sulcus tumors), phrenic nerve, parietal pericardium; or separate tumor nodule(s) in the same lobe as the primary

Tumar =7 c¢cm or tumor of any size invading one or more of the following: diaphragm, mediastinum, heart, great vessels, trachea,
recurrent laryngeal nerve, esophagus, vertebral body, carina; separate tumor nodule(s) in an ipsilateral lobe different from that of the

primary



Descriptor Tth Edition T/N/M 8th Edition T/N/M

T component

0 cm (pure lepidic adenocarcinoma

=3 cm in total size) Tiaif=2 cm; T1bh if =2-3 ¢cm Tis (AlS)
=0_5 cm invasive size (lepidic predominant o , _— .
adenocarcinoma =3 cm total size) Taif<2 cm; T1bif>2-3 cm Tmi
=1 cm T1a T1a
=1-2 cm T1a Tib
=2-3 cm Tib Tic
=3-4 cm T2a T2a
=4-5 cm T2a T2b
=5-T cm T2b T3

=7 Cm T3 T4
Bronchus =2 ¢cm from carina T3 T2
Total atelectasis/pneumanitis T3 T2
Invasion of diaphragm T3 T4
Invasion of mediastinal pleura T3 —

N component

Mo assessment, no involvement, or

involvement of regional lymph nodes NX, NO, N1, N2, N3 No change
M component

Metastasis within the thoracic cavity Mia Mia I’ris Comprehensive
Single extrathoracic metastasis M1ihb M1ihb

Multiple extrathoracic metastasis Mib Mic




Target Delineation: Lymph nodes
e 1 =high mediastinal

e 2 = upper paratracheal

13 = segmental,
14 = subsegmental.

e 3 =pre and retrotracheal
e 4 = |ower paratracheal N

e 5=AP window . %}'
e 6 = paraaortic _____L_L
e 7 = subcarinal -

e 8 = paraesophageal below carina :

* 9 = pulmonary ligament '

e 10 = hilar |

e 11 = interlobar |

e 12 =|obar

A

ensive



e History & Physical Exam:

HISTORY PHYSICAL EXAM
e HPI e Full Pulmonary Exam
o Further Definition of e Assess PS
SV”.“F’toms « Look for Brachial
« Social Hx Plexopathy
0 Smf’k'”g « Look for Ptosis,
» Review of Systems Meiosis, Anhydrosis

o Weight Loss
o Shoulder Pain
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Lung Ca Screening

e National Lung Screening Trial (NEJM 2011)
e >50,000 high risk pts (55— 74 yrs, > 30 pack yrs, active or quit < 15 yrs ago)
e Randomized: low dose CT v. PA CXR annually x 3 years

e Results:
e Number needed to screen to prevent 1 cancer death: 320
e CT screening reduced mortality by 20%

e NCCN recommends screening for high risk patients

» Smoking history®

» Radon exposure

* Occupational e_rxposuree

» Cancer history

* Family history of lung cancer
in first-degree relatives

* Disease history (COPD or
pulmonary fihrosisé

» Smoking exposure® (second-
hand smoke)

High risk:.i.J

* Age 250 y and

» 220 pack-year history of smoking
(category 1)

In candidates for screening, L g See
shared patient/physician ow-dose Screening
decision-making is CT{LDCT}' }" Findings
recommended, including a (category 1) (LCS-2)
discussion of benefits/risksk

Patients not eligible for lung

cancer screening

* Symptoms of lung cancer
(see appropriate NCCN
Guidelines)

Curvellance nihe NCCN | [Lovrisk 1 -
Guidelines for Non-Small : ':'295 <50k""'r andfﬁ_r t f Ki ng??eﬁimﬁﬁfgnmq
Cell Lung Cancer) pack-year history of smoking

* Functional status and/
or comorbidity that would
prohibit curative intent
treatment

) mprehensive




NSCLC workup — Labs, Imaging, PFTs

Labs Imaging
° CBC ® CXR
- Chem 7 « CT Chest & Abdomen (include
« LFTs Adrenals)
» Alk Phos « PET Scan
« LDH
« MRI Brain for Stage > 1I1B (N+)

Sputum Cytology or Neuro Sx

« MRI Thoracic Inlet if Superior
Sulcus

=T Keck Medicine USC Norris Comprehensive

Cancer Center
Of USC Keck Medicine of USC



Criteria for Medical Operability

PFTs Additional

« FEV1/FVC: >75% Predicted

« DLCO: >40-50% Diabetes w/ severe end

e <40% predicted post-op organ damage
associated with 1 post-op
complications

. FEV1 Severe chronic cardiac dz

Severe pulmonary htn

Severe vascular disease

Patient refusal

* Pneumonectomy:>2L

e Lobectomy:>1.21L

o > 35% predicted (or > 0.8) post-op
(associated with { risk of death)
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RTOG 0618 — Phase Il Trial of SBRT in the treatment
of patients with operable Stage I/11 NSCLC

(3/25/10) The patient must be considered a reasonable candidate for surgical resection of the
primary tumor according to the following criteria:

e A qualified thoracic surgeon should make the determination prior to registration that
there would be a high likelihood of negative surgical margins.

baseline FEV1 > 35% predicted,

postoperative predicted FEV1 > 30% predicted,

diffusion capacity > 35% predicted,

absent baseline hypoxemia (hypoxemia defined as PaO2 of < 60 mm Hg on room
air) and/or hypercapnia (hypercapnia defined as PaCO2 > 50 mm HgQ),

absent severe pulmonary hypertension,

absent severe cerebral, cardiac, or peripheral vascular disease,

e absent severe chronic heart disease.
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Medically Inoperable Patients: Older XRT

The role of radiotherapy in treatment of stage |
non-small cell lung cancer

Author BED Local failure alone Any local failure
(acute) (%) (%)
Krol et al. [15] 27.8 65.7
Hayakawa et al. 68.1 11:) 19.4
[8]
Kaskowitz et al. 65.1 41.5 43.4
[16]
Slotman et al. [9] | 76.4 0 6.4
Jeremic et al. [4] | 71 - 45
Sibley et al. [20] | - 16.3 19.1
Slotman et al. [17]| - 19.1 25.2
Sandler et al. [18] | 62.8 42.8° 42.8°
Haffty et al. [19] | 59 39 39
Noordijk et al. [13]| 63.4 - 70
Morita et al. [14] | 65.3 — 44.3
Gauden et al. [5] | 62.5 - —

=1z Keck Medicine
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RTOG 0236, Timmerman et al. JAMA 2010

» Multi-institutional, Phase Il study

» 55 evaluable patients (inoperable, T1-T2NO NSCLC)
* 54Gy in 3fxs to PTV over 1.5-2 weeks

* Median follow-up 34.4 mo

e Only 1 primary tumor failure (97.6% control)

» 3-year DFS and OS: 48.3% (95% ClI, 34.4%-60.8%) and
55.8% (95% ClI, 41.6%-67.9%)

 The median overall survival was 48.1 months (95% CI,
29.6 months to not reached)

» 7 grade 3, 3 grade 4 toxicities
e 5-year outcomes: PTC 93% LC 80%, LRC 62%, DM 31%
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Stereotactic ablative radiotherapy versus lobectomy > i @
for operable stage | non-small-cell lung cancer: a pooled
analysis of two randomised trials

JoeY Chang™, Suresh Senan™, Marinus A Paul, Reza| Mehran, AlexanderV Lowie, Peter Balter, Harry | M Groen, Stephen E McRae, Joachim Widder,
Lei Feng, Ben E E M van den Borne, Mark F Munsell, Coen Hurkmans, Doenald A Berry, Erik van Werkhoven, John | Kresl, Anne-Marie Dingemans,
Omar Dowoed, Cornelis | A Haasbeek, Larry 5 Carpenter, Katrien De aeger, Ritsuko Komaki, Ben | Slotman, Egbert F Smitt, Jack A Rotht

» pooled analysis of two randomized controlled trials
(STARS and ROSEL)

e T1-T2a (<4cm) NOMO NSCLC in operable patients
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SBRT for Early-Stage NSCLC

e How would you e What is target volume?

simulate? 0 GTV as defined by Imaging (Max IP) [free breathing CT]
e Supine in Full Body O **lung window
Immobilizer O ITV [including all 10 respiratory phases, not just MIP]
e ABC or Abdominal O PTV =ITV plus 5mm Margin (more in CC if no 4DCT)
Compression O Prescribe so
e 4D CT " 95% of PTV receives 100%

e |V Contrast not needed = 99% of PTV receives 90%
for N- peripheral

tumors « How would you plan radiation?

e 6-9 fields, VMAT, Conf Arc, 6 MV photons (FFF)
e Daily target localization using, CBCT and/or kV fiducials
e Respiratory gating (or DIBH) with fluoro
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Expansions as per RTOG 0839

Internal Margin

Set up Margin

PTV Margin

Free-breathing CT + Free-
breathing delivery without
daily IGRT

1 cm in supernior-inferior
direction and 0.5 cm in
axial directions

0.5 cm uniform expansion

1.5 cm in the superior-
inferior direction and 1 cm
in the axial directions

Free-breathing CT + Free-
breathing delivery + daily
IGRT

1 cm in the superior-
infenor direction and 0.5
cm in axial directions

0.2-0.3 cm uniform
expansion

1.2-1.3 cm in the superior-
inferor direction and 0.7-
0.8 cm in axial directions

Breath-hold or gating CT
+ breath-hold or gating
delivery without IGRT

0.5 cm in the supenor-
inferior direction and 0.3
cm in axial directions

0.5 cm uniform expansion

1 cm in the superior-
inferior direction and 0.8
cm in axial directions

Breath-hold or gating CT
+ breath-hold or gating
delivery + daily IGET

0.5 cm in the superior-
infenor direction and 0.3
cm in axial directions

0.2-0.3 cm uniform
expansion

0.7-0.8 cm in the superior-
inferor direction and 0.5-
0.6 cm in axial directions

4D CT + Free-breathing TV 0.5 cm uniform expansion ITV + 0.5 cm uniform
delivery  without  daily expansion

IGRT

4D CT + Free-breathing TV 0.2-0.3 cm uniform ITV + 0.2-0.3 cm uniform

delivery + daily IGRT

expansion

expansion

Abdominal compression

0.8 cm in the supenor-

0.5 cm uniform expansion

1.3 cm in the superior-

CT + abdominal | infenor direction and 0.5 infenor direction and 1 cm
compression free- cm in axial directions in axial directions
breathing delivery without

IGRT

Abdominal compression 0.8 cm in the supenor- 0.2-0.3 cm uniform 1.0-1.1 cm in the supenior-
CT + abdominal | inferior direction and 0.5 expansion inferior direction and 0.7-
compression free- cm in axial directions 0.8 cm in axial directions

breathing delivery + IGRT

Abdominal compression
CT + abdominal
compression breath-hold
or gating delivery without
IGRT

0.5 cm in the supernor-
infenor direction and 0.3
cm in axial directions

0.5 cm uniform expansion

1 cm in the superior-
inferor direction and 0.8
cm in axial directions

Abdominal compression
CT +  abdominal
compression  breath-hold
or gating delivery + IGRT

0.5 cm in the superior-
infenor direction and 0.3
cm in axial directions

0.2-0.3 cm uniform
expansion

0.7-0.8 cm in the superior-
inferor direction and 0.5-
0.6 cm in axial directions

s Comprehensive
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Lung SBRT: Toxicities

* Pneumonitis

e Chest wall pain/rib fracture

e Skin erythema/desquamation

e Tissue necrosis, bronchial fistula

=T Keck Medicine USC Norris Comprehensive

Cancer Center
Of USC Keck Medicine of USC



e Normal tissue
constraints:

e Keep Lung V20 < 10%;

e Conformality Index
(Volg,/Volsg,): < 1.2

* (up to 1.4 still minor variation in
RTOG trials)

D, (max dose 2cm from PTV
in any direction: varies by size of

lesion): 28.1 —44.3

e Chest Wall:
e V30Gy<30cc

e Decreased risk of CW
toxicity

e Dunlap et al (JROBP
2010)

Keck Medicine

of USC

Table 3. Maximum Dose Constraints for SABR"

OAR/Regimen |1 Fraction 3 Fractions 4 Fractions 5 Fractions
Spinal cord 14 Gy 18 Gy 26 Gy 30 Gy

(6 Gy/fx) (6.5 Gy/fx) (6 Gy/fx)
Esophagus 15.4 Gy 27 Gy 30 Gy 105% of PTV

(9 Gylfx) (7.5 Gy/fx) prescription?
Brachial 17.5 Gy 24 Gy 27.2 Gy 32 Gy
plexus (8 Gy/fx) (6.8 Gy/fx) (6.4 Gy/fx)
Heart/ 22 Gy 30 Gy 34 Gy 105% of PTV
pericardium (10 Gy/fx) (8.5 Gy/fx) prescription®
Great vessels |37 Gy NS 49 Gy 105% of PTV

(12.25 Gyl/fx) |prescription?

Trachea & ED.EI Gy 30 Gy 34.8 Gy 105% of PTV
proximal (10 Gy/fx) (8.7 Gylifx) prescription®
bronchi
Rib 30 Gy 30 Gy 40 Gy NS

(10 Gy/fx) (10 Gy/fx)
Skin 26 Gy 24 Gy 36 Gy 32 Gy

(8 Gylfx) (9 Gy/fx) (6.4 Gylfx)
Stomach 12.4 Gy NS 27.2 Gy NS

(6.8 Gy/fx)

:Based on constraints used in recent RTOG SABR tnials (RTOG 0618, 0813, & 0915).
For central tumor location. NS = not specified.




Early Stage NSCLC — SBRT

Doses acceptable for central tumors?
e 12-12.5 Gy x 4 (Onishi & MDACC)

e 10-11 Gy x 5 (RTOG 0813, this option is acceptable for
central & peripheral lesions)

e 4 Gy x 15 (Canadian — Cheung et al J Natl Cancer Inst 2014)
e 7.5 Gy x 8 (VUMC — Haasbeek et al J Thor Onco 2011)
e 5Gy x 12 (VUMC — Tekatli JTO 2016), keep Dmax to 110%

e 70 Gy in 10 fx (MDACC — Chang IJROBP 2014) — if cannot
meet 12.5 x 4 dose constraints

e 70 Gy in 17 fx (CALGB Bogart JCO 2010)
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Nyman, SPACE trial, 2016

e 102 medically inoperable pts with
stage | NSCLC randomized to SBRT
(66Gy/3fx) vs 3D-CRT (70/35fx)

e Results

 No differencein 1,2,3yr PFS

e Lower toxicity with SBRT
* Pneumonitis: 19% vs 34%
e Esophagitis: 8% vs 30%

e Conclusion: SBRT with similar
disease control rate with lower

toxicity and better QOL. Should be
standard of care.
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Probability

0.25

0.00
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A
B

1.00

0.75
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0.25

0.00
T

Treatment arm

0.50

Progression-free survival in the SPACE study

Treatment arm

I8
j [———
L

0.50

1 1 I I 1 1 I
0 6 12 18 24 30 36
Months after randomisation

49 37 25 15
53 46 27 20
Overall survival in the SPACE study

Treatment arm

_____

T T T T T T
0 6 12 18 24 30 36 B
Months after randomisation

A 49 38 29 16
B 53 46 34 26




TROG 09.02 CHISEL (Ball Lancet Oncology

2019)

e 101 with cT1-T2aNOMO NSCLC who
where medically inoperable or had

refused surgery.

e Experimental Arm: SABR (18Gy x 3 fx or
12 Gy x 4 fx if the tumour was <2 cm
from the chest wall)

e RT (2 Gy x33 fxor2.5Gyx 20 fx daily)

e Local Progression SABR vs RT: 14 vs
31%, HR 0.32, p=0.008

e SABR: 1 G4 AE (dyspnea) and 7 G3 AE vs
RT: 2 G3 AE

jrurmber cansared |
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Stages IIIA/(B) Stages IIIC

v

* Pre-operative Chemo-RT Surgical
candidate?
Yes | No

LA NSCLC

e Post-operative RT

Resection with
adjuvant chemo

+/- PORT
or

e Definitive Chemo-RT

Induction chemo
or chemoRT
followed

by surgery

Keck Medicine

© @ @
I I

sive

N3 disease =——» Definitive Chemo/RT



Pre-Operative Radiation

e Typically 45Gy in 25 fractions to involved areas

* Pre-op chemo-RT (vs. chemo) significantly improves
downstaging at time of surgery for LA NSCLC

e Overall survival benefit unclear

e Should be performed when maximum tumor
response desired

* Have a full-dose (> 60Gy) plan ready to avoid delay in
case operability changes

=T Keck Medicine USC Norris Comprehensive

Cancer Center
Of USC Keck Medicine of USC



Pancoast Tumor

e [NT 0160 (Rusch et al. JCO 2007). Cis/etop x2c
concurrent 45 Gy -> restage. If no progression,
surgery -> 2c chemo.

e Ifstill inoperable, complete 60 Gy
e Qutcome? b
e 5yrOS 44%, 56% pCR or microscopic disease | '
e 76% had complete resection, 5-yr OS 54%

Pancoast tumor on MRI Coronal T1-weighted
image shows a right-sided Pancoast tumar with
vertebral destruction {arrow). Courtesy of Paul
Stark, MD.
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PORT Based on Nodal Status

Postoperative radiotherapy in non-small-cell lung cancer:
systematic review and meta-analysis of individual patient data
from nine randomised controlled trials

PORT Meta-analysis Trialists Group*

10
Events Total
PORT TOT 1056
08 No PORT &81 1072
- 06
2
g
No PORT
“ pa
PORT
02
o - - - .
a 1z 24 36 48 60
: A Months
Patients at risk
PORT 1056 743 453 340 242 160
Mo PORT 1072 802 541 396 295 224

Hazard ratio
Stage
1

- 4 ¥ Test for trend

Nodal Status

0 —=
1
2

125 =13194
p=00003

Test for trend
¥2=5780
p=0:016

05 10 15
No PORT better

PORT better

20

Lancet 1998

USC Norris Comprehensive

Cancer Center
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PORT = Pretty Old Radiation Therapy

* Included node negative patients

e Used %9Co in many (esp. van Houtte data)
 Many used lateral fields

e 2 D treatment planning

e Patients treated in 1966

e 3 unpublished trials included

e Excess mortality with PORT may be a result of non-
cancer causes of death
471 LR: 195 PORT, 276 surgery alone
938 deaths: 528 PORT, 410 surgery alone
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PORT for NSCLC

Data to support adjuvant radiation in N2?

*ANITA (Douillard et al, IJROBP 2008)
e 232 of 840 pts (Stage IB — IIIA NSCLC) received RT (unplanned analysis)
e Trial was randomization of chemo v. obs (RT was optional, not stratified)

e Results:
 pN1:improved OS if didn't receive chemo, detriment if did receive chemo
* pN2 patients benefited from RT, regardless of chemo

*SEER analysis of PORT (Lally et al JCO 2006)

e ~7500 pts w/ stage II-IIl NSCLC s/p lobectomy/pneumo: PORT v. Obs
* In N2 subset 2 PORT improved OS (HR 0.85; p=.008)
* In NO-1 = PORT detrimental (HR 1.18/1.10 p=.04/.02, respectively)
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PORT Modern-Era Metanalysis

158

Table 1
Characteristics of included studies.

S.H. Patel et al. / Lung Cancer 84 (2014) 156-160

Study Year Type Adjuvant treatment No PORT PORT Total dose Fractionation Comments
group (n) group (n)
Mayer [13] 1997 RCT, P RTor O 26 23 56 Gy 2Gy/f 2-field AP or 3-field
delivery; customized
blocks;
Feng [12] 2000 RCT, P RT or O 44 61 60Gy 2Gy/f AP and oblique fields;
Perry [14] 2007 RCT, P Paclitaxel and carboplatin, followed by 18 19 50Gy 2Gy/f
RTor O

Douillard [16] 2008 Ret Cisplatin/vinorelbine or none, followed 108 116 45-60Gy 2Gy/f
by RT or O

Matsuguma [18] 2008 Ret RTor O 46 45 25.2-63.9Gy, 2Gy/f 2D and 3D based

50.4 Gy median planning

Moretti [19] 2009 Ret Cisplatin/paclitaxel or 44 39 50-60Gy, Not reported 3-field (posterior and
carboplatin/paclitaxel, followed by RT 54 Gy median lateral); customized
or 0 blocks.

Du[17] 2009 Ret Variable regimen or none, followed by 255 104 50Gy 2Gy/f

RTor O
Scotti [20] 2010 Ret RT or O 56 119 53 Gy median 2Gy/f
Zou [22] 2010 Ret Cisplatin with either etoposide, 79 104 48-54 Gy 2Gy/f
gemcitabine or paclitaxel, followed by range, 50 Gy
RTor O median
Dai [15] 2011 Ret Cisplatin or paclitaxel, followed by RT 125 96 60 Gy 2Gy/f
or O
Wsinivesky [21] 2012 Ret Platinum-based, other chemotherapy 597 710 N/A N/A SEER and Medicare

or none, followed by RT or O

analysis

Abbreviations: RCT: randomized control trial; Ret: retrospective; P: prospective; RT: radiation therapy; O: observation; 2D: 2-dimensional; 3D: 3-dimensional.

Nz

==

Keck Medicine
of USC

USC Norris Comprehensive

Cancer Center
Keck Medicine of USC




Study Year HR (95% ClI) Weight (%)

Mayer 1997 e 0.97 (0.46, 2.04) 5.38
Feng 2000 . 0.96 (0.61, 1.49) 9.08
Perry 2007 — 0.95 (0.40, 2.28) 4.30
Douillard 2008 — 0.69 (0.43,1.12) 8.55
Matsuguma 2008 : - 0.89 (0.49,1.61) 6.96
Moretti 2009 . ; 0.44 (0.26, 0.74) 7.86
Du 2009 - 0.76 (0.58, 1.00) 12.12
Scotti 2010 j . 0.98 (0.70, 1.37) 10.93
Zou 2010 -— 0.70 (0.50, 0.99) 10.84
Dai 2011 . | 0.43 (0.29, 0.63) 9.92
Wsinivesky 2012 D 1.11 (0.97,1.27) 14.05
Random Effects Overall (p = 0.020) - 0.77 (0.62, 0.96) 100.00
Fixed Effects Overall (p = 0.027) : <> 0.90 (0.82, 0.99) 100.00
NOTE: Weights shown are from random effects analysis : |

|
0.25 1 2.5
PORT Better PORT Waorse

Fig. 1. Meta-analysis of OS outcomes of included studies.
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PORT: Positive Margins
JOURNAL OF CLINICAL ONCOLOGY

Postoperative Radiation Therapy Is Associated With
Improved Overall Survival in Incompletely Resected Stage 11
and IIT Non—Small-Cell Lung Cancer

Elyn H. Wang, Christopher D. Corso, Charles E, Rutter, Henry S. Park, Aileen B. Chen, Anthony W, Kim,
Lynn D. Wilson, Roy H. Decker, and James Byunghoon Yu

A 1.0 f=w,,
— ) MNo PORT
" s “, - == PORT
8 9
g 60 g 0.8 - .l~‘- P< 001
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.'g — 0.6 N
@ 9 S "N
=1 = s T
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@ = e
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=
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o Al D -
A A 0 12 24 36 a8 60
Year of Diagnosis Mot rsk Time Since Diagnosis (months)
L . . . . No PORT 796 =) s 2mn n 163
Fig 1. Percent distribution by year of diagnosis of patients receiving postop- PORT 5OB 408 297 213 e 151
erative radiotherapy : = 4 JCO 2015
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Lung Adjuvant RT Trial (Lung ART) — EORTC 22055/08053

Phase Ill randomized trial (opened 2007)

< Max 6 months from surgery 2>

Primary endpoint: DFS

Post-Op
Chemo
Surgery:
Completely resected N2
< Max 6 weeks from surgery 2>
No Post-Op
Chemo
Chemotherapy
] (Neo)adjuvant

Concurrent

*89% 3D, 11% IMRT

—_—

mMmN—-—2 002> X

]
’,

*PORT arm:
54 Gy in 27-30 fx

2-6 weeks after chemotherapy
Max 3 weeks post-randomization

No Radiotherapy

PORT arm:
54 Gy in 27-30 fx

4-8 weeks after surgery

No Radiotherapy

Source: Le Péchoux Cécile et al. “Role of Postoperative Radiotherapyin Resected Non-Small Cell Lung Cancer: A Reassessment Based on New Data.” Oncologist, 2011, Abstract from 15t Annual BTOG.
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LUNG-ART guideline

CLINICAL INVESTIGATION Lung

VARIATIONS IN TARGET VOLUME DEFINITION FOR POSTOPERATIVE
RADIOTHERAPY IN STAGE III NON-SMALL-CELL LUNG CANCER: ANALYSIS OF
AN INTERNATIONAL CONTOURING STUDY

Surgically involved mediastinal nodes LN stations to be included in the CTV

1-2R 1-2R, 4R, 7, 10R Maximal upper limit: 1 cm above sternal notch but homolateral subclavicular node
station may be treated if needed Maximal lower limit: 4 cm below the carina*

1-21. 1-2L, 4L, 7, 10L Maximal upper limit: 1 cm above the stemal notch but homolateral subclavicular
node station may be treated if needed Maximal lower limit: 4 cm below the carina*

3 (Right -sided tumor) 3,4R, 7, 10R Maximal upper limit: 1 cm above the sternal notch Maximal lower limit: 4 cm below the
carina®

3 (Left-sided tumor) 3,4L, 7, 10L Maximal upper limit: 1 cm above the sternal notch Maximal lower limit: 4 cm below the
carina®

4R 2R, 4R, 7, 10R Maximal upper limit: sternal notch Maximal lower limit: 4 cm below the carina*

4L 2L, 4L, 7, 10L Maximal upper limit: sternal notch Maximal lower limit: 4 cm below the carina*

5 2L, 4L, 5, 6, 7 Maximal upper limit: top of aortic arch Maximal lower limit: 4 cm below the carina*

6 2L, 4L, 5, 6, 7 Maximal upper limit: sternal notch Maximal lower limit: 4 cm below the carina®

7 (Right-sided tumor) 4R, Maximal upper limit: top of aortic arch Maximal lower limit: 5 cm below the carina*

T (Left-sided tumor) 4L, 5, 6, 7 Maximal upper limit: top of aortic arch Maximal lower limit: 5 cm below the carina*

8 (Right-sided tumor) 4R, 7, 8 Maximal upper limit: top of aortic arch The lower limit should be the gastroesophageal
junction

8 (Left-sided tumor) 4L, 5, 6,7 8 Maximal upper limit: top of aortic arch The lower limit should be the gastroesophageal
junction

Abbreviations: LN = lymph node; CTV = clinical target volume.
* Unless other nodes are involved.

Spoelstra, IJROBP

Bronchial stump, ipsi. hilum, adjacent tumor bed mediastinal pleura also included in all cases
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3-Year DFS 43.8% 47.1%
Mediastinal Relapse 46.1% 25.0%
3-Year OS 68.5% 66.5%
Death (as the first event) 5.3% 14.6%
Total Deaths 41.5% 39.6%
Death from disease 86.1% 69.4%
Death from Cardiopulmonary 2% 16.2%
G5 RT or CT toxicity 0% 3%
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PORT Summary:

e Decreases local relapse in the mediastinum, benefit vs. toxicity
e R2 (60-66Gy w/ concurrent chemo)

e R1 (54-60Gy after chemo or concurrent)

N+ disease who are not chemo candidates (50.4Gy)

e N2? (chemo, then RT 50-54Gy, can consider boosting ECE 54-60Gy)

e Can be omitted and save RT for salvage
e Still included in the NCCN guidelines, weigh local control vs. distant relapse and toxicity

e Favor in multi-station N2+ disease and other adverse features
(bulky disease, multiple nodes, ECE, close margins etc.)

e Skip in small and/or single station N2 disease
 Skip if high dose to heart and/or lungs (Heart DMean>10Gy, Lung V20>20%"?)

o Skip if effective targeted systemic therapy available
(ie. ADAURA Trial, Wu et al. NEJM 2020)
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Definitive cCRT for LA Lung Ca

* |s dose-escalation still viable?
e Not at this time (RTOG 0617). 60Gy is the standard (maybe up to 66Gy?)
e |Individualized approach in the future?

 What is the role of adjuvant immunotherapy?
e PACIFIC Trial, 1 year of Durvalumab

 What about concurrent immunotherapy?
e Under investigation
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PACIFIC Trial

e 713 stage Ill NSCLC patients platinum-based chemo-RT, no POD after
2 cycles

 RT dose: 54-66Gy

e randomized 2:1 to +/- up to 1 year of Durvalumab (10mg/kg every 2
weeks)
 immune checkpoint inhibitor

e blocks the interaction of programmed cell death ligand 1 (PD-L1) with the PD-
1 and CD80 molecules
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MNo. of Eventsf
Total Mo. Median PFS 12-Mo PF5 18-Mo PF5
of Patients (95% CI) (95% C1) (85% Cl)
1.0 o % %
Durvalumab  214/476 168 (13.0-18.1) 55.9 (5L.0-60.4) 44.2 (37.7-50.5)
0.9 Placebo  157/237 5.6 (4.6-7.8) 353 (20.0-417) 27.0 (19.9-34.5)
g
S 084
=
v
g 0.7
o
c —
E 0.6
n 1
— |
En 05 ! Durvalumab
. n : :
o 0.4 ! i
k= . !
& 0.3 ! |
E 0.2 | i Placebo
- I
IE Stratified hazard ratio for disease progression :
0.1  ordeath, 0.52 (95% CI, 0.42-0.65) | !
Two-sided P<0.001 ! i
UC! T T T : T : T T 1
0 3 & 9 12 15 1% 21 24 27
Months since Randomization
MNo. at Risk
Durvalumab 476 £y imn 264 159 26 44 21 4 1
Placebo 237 163 106 g7 52 28 15 4 i 0
Figure 1. Progression-free Survival in the Intention-to-Treat Population.
Shown are Kaplan—Meier curves for progression-free survival (PFS), defined according to the Response Evaluation
Criteria in Solid Tumors, version 1.1, and assessed by means of blinded independent central review. Tick marks indi-
cate censored observations, and vertical lines indicate the times of landmark PFS analyses. The intention-to-treat
population included all patients who underwent randomization.
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Figure 82. Progression-free survival® Subgroup Analysis of Additional Factors in the Intention-to-Treat Population (BICR).

Durvalumab Placaebo Unstratified hazard ratio”
No. of patients (95% CI)

Type of chemotherapy gemcitabine-based g S —~

Type of chemotherapy non-gamcitabine-based 467 232 —— 0.55 (0.45-0.68)
Cisplatin 266 129 booe 0.51 (0.39-0.68)
Carboplatin 199 102 i 0.61 (0.44-0.83)
Cisplatin and carboplatin 8 5 -

Last radiation to randomization <14 days 120 62 I - i 0.39 (0.26-0.58)
Last radiation to randomization 214 days 356 175 —e— 0.62 (0.49-0.80)
Mormal WHO performance status 234 114 . 0.56 (0.41-0.75)
Rastricted WHO performance status 242 123 oy 0.53 (0.40-0.71)
Asia 109 63 ' - | 0.51 (0.24-0.77)
Europe 217 102 boooe 0.62 (0.46-0.84)
MNorth Amenca and South America 150 67 ! - I 0.49 (0.33-0.73)
White 337 187 T . 0.58 (0.45-0.75)
Black/African-American 12 2 -

Asian 120 72 L - i 0.48 (0.32-0.72)
Other 5 (5] I -

(.25 0.5 1

B o e e ——— ]
Favors durvalumab
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Median
No. of Events/ Time to Death
Total No. or Distant Metastasis
2018 NEJM update of Patients (95% CI)
mo
Durvalumab 182/476 28.3 (24.0-34.9)
1.0- Placebo 126/237 16.2 (12.5-21.1)
2 9o Stratified hazard ratio, 0.53 (95% Cl, 0.41-0.68)
[77] -
[1]
“H
0.8+
2
= o
=
L,
B 0.6
O
S  0.5-
'4":5 Durvalumab
3 0.4
(T
© 0.3
=
£ 0.2+ Placebo
0
£ o014
0.04— T T T T T T T T T T T T |
01 3 6 9 12 15 18 21 24 27 30 33 36 39
Months since Randomization
No. at Risk
Durvalumab 476 419 357 3il6 250 223 194 163 129 g2 46 25 1 0
Placebo 237 189 139 118 a5 77 64 54 39 27 12 5 0 0
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Table 5. Normal Tissue Dose-Volume Constraints for

=3
OAR Constraints in 30-35 fractions
Spinal cord Max =50 Gy
Lung V20 <35%—-40%[; MLD <20 Gy
Heart V50 =£25%; Mean =20 Gy
Esophagus Mean =34 Gy; Max £105% of prescription dose;

V60 =17%; contralateral sparing is desirable

Brachial plexus

Median dose =69 Gy

USC Norris Comprehensive
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Oligometastatis NSCLC: MDACC Trial

Maintenance Therapy/Observation (MT/O)

Consider
Standard maintenance PD/ — r::i"j:?:x fo
[ o ' || therapy or surveillance | Toxicity primary and
Front Line =3 hon- | metastases
S . progressing
ystemic |, . i
lesions: Local Consolidation Therapy (LCT) Crossover allowed at time of
Therapy . PY .
) | Randomize progression
N /| Surgery
radiation to Standard maintenance |__ PD
Primary Endpoint = Progression-free primary and therapy or surveillance

survival (powered for 4 months MT/O metastases
vs. 7 months LCT, n=94)

Balanced randomization: 1) Number of metastases (0-1 vs. 2-3), 2) Response to

Secondary Endpoints: Overall first-line systemic therapy (stable disease vs. partial response), 3) NO-N1 vs. N2-
survival, safety/toxicity, time to N3, 4) CNS vs. no CNS metastases, 5) EGFR/ALK alteration vs. wild type

appearance of new lesions
Gomez et al., Lancet Oncol 2016
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PFS and Time to New Lesion Failure
PFS Time to New Lesion Failure

o o
o | =
— —
o ]
™~ r
o o

Cumulative Incidence
of New L esion Failure(%)
050
1

0.25
0.25
|

Progression-Free Survival Probability(%)
0.50

0.00
.

0.00
|

Number at risk Time in Months

LCT: 25 13 7 3 1 Mumber at risk
MT/O: 24 4 2 1 0 LCT 25 12 7 ] 1
Mo LCT: 24 g 3 1 Ju]

No additional Grade 3 or higher adverse events in either arm
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Overall Survival
Median 17.0 months

. Ty EET MT/O[HR=0.40, 95% Cl
1. . 1. 10.1-39.8, P=0.017] vs.
" 41.2 months LCT [95%
N R | Cl 18.9—not reached]
Numbera;g% 2 2t it 12 ’ ! Gomez et al, ASTRO 2018 Update
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Survival After Progression

T e Median 37.6 months
e h, | LCT[95% Cl9.0-not
fel N reached] vs. 9.4 months
LR MT/O [95% CI 5.9—

- 19.6, P=0.034]

Number at risk
LT 19 11 7 4 ]
MNoLZT: 20 8 3 0

Gomez et al, ASTRO 2018 Update

=T Keck Medicine USC Norris Comprehensive

Cancer Center
Of USC Keck Medicine of USC



SABR-COMET Schema

Patients with up to 5 metastatic lesions from any
primary tumor site, meeting inclusion criteria

F

RANDOMIZATION

(1:2 ratio of randomization to Arm 1 vs. Arm 2)

: l

& B 4 28

ARM 1: STANDARD OF CARE ARM 2: STANDARD OF CARE + SABR
Palliative RT to any symptomatic sites SABR to all sites of known disease
Further chemotherapy at discretion of Further chemotherapy at discretion of
medical oncologist medical oncologist

& Y & »
. ! . ] :
FOLLOW-UP FOLLOW-UP

L N

viedicine omprehensive

Cancer Center
Keck Medicine of USC




Overall Survival

100-
90-
80+ Median OS
70-
60

SABR Arm Control Arm: 28 months

jz- ) auaa46% | (95% CIl: 19-33 months)

30+
204

10
0 stratified log-rank test: p = 0.09
1 I I

0 1 2 3 4 5
Time (Years)

Overall Survival (%)

. v24% | SABRAmm: 41 months
Control Arm (95% CI: 26 months to ‘not reached’)

Number at risk:
Control 33 28 12 2
SABR 66 53 29 15 7 1
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Progression-Free Survival

100+
904 stratified log-rank test: p = 0.001

Median PFS

Control Arm: 6 months
(95% CI: 3.4-7.1 months)

SABR Arm SABR Arm: 12 months
L 116% | (99% CI: 6.9-30 months)

Control Arm (0%
T 1

Progression Free Survival (%)

4 5 e
Time (Years) 8 patients on SABR Arm
I AT received salvage SABR after
Control 33 7 3 :
progression
SABR 66 34 15 6 3 1 \ J
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T1-3, NO —l"-|

Consider systemic

therapy (NSCL-18)

and restaging?
to confirm non-

progression -3, N1

or

Proceed to
definitive therapy

Definitive therapy
for thoracic
disease feasible

}_.

T1-3, N2
T4, NO-2

Definitive therapy
for thoracic disease
not feasible

" Methods for evaluation include mediastinoscopy, mediastinotomy, EBUS,
EUS, and CT-guided biopsy. An EBUS-TBMNA negative for malignancy in a
clinically (PET and/or CT) positive mediastinum should undergo subsequent
mediastinoscopy prior to surgical resection.

k See Principles of Surgical Therapy (NSCL-B).

| See Principles of Radiation Therapy (NSCL-C).

TREATMENT OF THORACIC DISEASE

* Pathologic
mediastinal nodal
evaluation” and

* Surgical resectlan
or SABR!'M

* Pathologic
mediastinal nodal
evaluation™ and

» Chemoradiationt
(preferred) or
Surgical res'..e«::tu:mlc
or Definitive RT!

Definitive local
therapy for
metastatic s'..itf':,hh if
not already given

therapy, if not
already given

(NSCL-18)

Definitive
chemoradiationt

See Systemic Therapy

» |for Metastatic Disease

(NSCL-18)

m Imagfe-gmded thermal ablation therapy (eg, cryotherapy, microwave,
radiofrequency) may be an option for select patients not receiving SABR
or definitive RT. See Principles of Image-Guided Thermal Ablation Therapy
(NSCL-D).
! See Concurrent Chemoradiation Regimens (NSCL-F).
z Chest CT with contrast and/or PET/CT to evaluate progression.
M Typically, RT (including SABR) or surgical resection. Image-guided thermal

ablation therapy (eg, cryotherapy, microwave, radiofrequency) may be an option

for select patients not receiving RT or surgery.

Consider systemic




What about SCLC?

e Standard: cCRT 45Gy in 30fxs BID over 3 weeks w/ Cis/Etoposide
e 0S:47% @ 2yr, 26% @ 5yr, median 23mo
e Esophagitis: G3 27% (vs. 11%), G4 5% (vs. 5%)
e Spinal Cord <36Gy (up to 41Gy OK)

e Alternative: cCRT 66Gy in 33Fxs per CONVERT trial (60-70Gy OK)

e 0S:56% (BID) vs. 51% (QD) @ 2 yr), 34% (BID) vs. 31% (QD) @ 5yr,
Median 30mo (BID) vs. 25mo (QD)

e Esophagitis: G3 18% (BID) vs. 19% (QD), only single patient w/ G4 (BID)

e Start early w/ Cycle 1 or 2 of chemo
e Treat pre-chemo nodal stations and post-chemo tumor volume
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Auperin PCI Meta-analysis (mostly LS)

7 trials, 1965-1995 (most >1985), had to be in CR pre PCl, 83-88% were
LS, median f/u 5.5 years

A B
1.0 - 1.0
05 g 091 RATE IN THE
08 g ' CoNRoL  ABSOLUTE
_ 019 = %71 T No PCI ReLATIVE Risk P HeteroGENETY  GROUPOVERA  |BENEFIT
2 2: = gz I Enp PoinT No. oF PaTiENTS (95% CI) Vawe (P VaLue) 3-YaPeroo  [AT3 YR
2 054 T o5
@ 044 S 044 E — TREATMENT  CONTROL
0.3 2 0.3 GROUP  GROUP
0.2 Pei S 02-
0.1 8 014 percem
Mo PCI =
ﬂ-n 1 1 1 1 1 1 I 1 U-DI T T T L T T T 1
e v 2z % 4 5 6 7 8 e vz o3 45 8 T B L Oyenall survival 526 461 0.84(073-097) 0.1 095 153 +54
Y ince Randomizati Y ince Randomizati \ ‘ , |
. sars sinee Mandomizstien o cars sinee Handomuzation Diseae-fee il 36 461 075(065-086) <0001 096 133 +88
NoPCI 461 224 103 &1 44 34 23 18 15 NoPCl 457 17 &8 & 41 32 2 18 14 | Cumulacve incidence of brain 224 457 046(0.38-0.57) <0.001 0.14 38.0 =253
PCI B2 276 13 101 5] 62 a0 28 17 PCI 624 248 133 86 [ 52 40 29 17 I]]{'.IJS['HSiS
These trials did not compare PCl against MRI surveillance 3-year incidence of brain mets 33% vs. 59%
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Ongoing studies

NRG CC-003

 Patients: all SCLC . | .
» Stratified by LS-SCLC vs ES-SCLC, age, and memantine use

« 25 Gy in 10 fractions +/- hippocampal avoidance

**PREMER (JCO 2021)
« HA-PCI better for cognitive decline, no diff. in mets, OS, and QoL

SWOG 1827, MAVERICK
LS or ES SCLC, PCl or no PCI (HA-PCI allowed)

NRG CC-009
o SCLC w/ limited brain mets, HA-WBRT vs. SRS
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Japanese Trial (PCI vs Surveillance in ES)

« Phll, 2009-2013, n=224, ES, any response to platinum-based doublet
chemo
« No brain mets on pre-PCI MRI
« Had surveillance MRI g3mo x 1 year, then 18 and 24 months
« Arm 1: PCl 25Gy/10fx
« Arm 2: no PCI
 Study closed early 2/2 futility
« Median OS 11.6 vs 13.7 months favor obs (HR 1.27 p=0.094)
e Arm 2: brain mets 32% vs 59% at 1 year
« Conclusion of study “PCl not essential for ES-SCLC”

OS is not affected if patients have routine MRI surveillance, but many of
these patients will ultimately need whole brain radiation.
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Immunotherapy for ES-SCLC (Horn et al. NEJM 2018)

IMpowerl33

Double-blind, 403 patients

« Carboplatin and Etoposide x 4 cycles

e Concurrent induction then Maintenance
Atezolizumab (anti PD-L1)

e Placebo

¢ Qutcomes:
« Median follow-up of 13.9 months

e Median OS 12.3 mo vs 10.3 mo (HR 0.70; P =
0.007).

e Median PFS 5.2 mo vs 4.3 mo (P =0.02)

 Similar toxicity except immune related events
40% versus 25%
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A Overall Survival

Patients Who Survived [3%)

Mo. at Risk
Atezolzumab
Placebo

100
00—
B0
70+
E‘:F
50
40+
304
20+
10-|

Median in the placebo group,
10.3 mo (95% Cl, 9.3-11.3) I

0

Rate of Overall Survival at 12 Mo

Atezolizumab
Placebo

P=0.007

Median in the atezolzumab group,
12.3 mo (95% Cl, 10.8-15.9)

51.7% (95% CI, 44.4-55.0)
38.2% (95% CI, 31.2-45.3)
Stratified hazard ratio for death, 0.70 [25% CI, 0.54-0.91)

Aterolizumab

Placebo

01 3 4 5

T 1
6 7

Months

201 191 187 187 180 174 159 142 130 121 108 92 74 58 46 33 21 11
202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 &

— 1 1 1 1 1T T T T T T T T T T T 1
& 9 10 11 1% 13 14 15 16 17 18 19 20 21 2@ I3 24

5 3 1 1
3 3 1 1

B Progression-free Survival

Patients Who Survived without
Disease Progression [3%6)

Mo. at Risk
Atezolizumab
Placebo

100--
00—
20—
70|
60—
50-]
40|
30|
20|
10

Median in the
placebo group,
43 mo

0

(95% CI, 4.2-4.5)

Rate of Progression
at & mo

Atezolizumab  30.9%: (95% CI, 24.3-37.5)
Placebo  22.4%: [95% Cl, 16.6-28.2)

-free Survival
at 12 mo

12.6% (95% CI, 7.9-17.4)
5.4% (95%: Cl, 2.1-8.6)

Stratified hazard ratio for disease progression or death,

0.77 (95%: 1, 0.62-0.96)
P=0.02

Median in the atezolizumab group,
5.2 mao [95% CI, 4.4-5.6)

Placebo

Atezolizumab

01 3 4 5

201 190 178 158 147 98
202 193 184 167 147 B8O

Months

58 48 41 32 29 26 21 15 12 11 3 3
44 30 25 23 16 15 % 9 6 5 3 13

— T T T T T T T T T T T T T 1T T T 1
6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

2 2 1 1




Immunotherapy for ES-SCLC (Paz-Ares et al. Lancet 2019)
CASPIAN

] . . 80 Hazard ratio 0-73 (95% Cl 0-59-0-91); p=0-0047
Open phase Il RCT, 805 tx-naive patients, randomized: -
- 1) Platinum-etoposide + durvalumab £
 2) Platinum-etoposide + durvalumab + tramelimumab ; 40-
« 3) Platinum-etoposide alone +/- PCI (discretion, 8%) 2o
. —— DurvalumabplusEP
« QOutcomes (Interim for Arms 1 and 3) o
. 0 3 6 9 12 15 18 21 24
« Median follow-up of 14.2 months Number at rik Time ince randomisation (months)
. Durvalumabplus EP 268 244 214 177 116 57 25 5 0
« Median OS 13 mo vs 10.3 mo (HR 0.73; P = 0.005). o9 2 29 1 B4 @10
* 18m 0S: 34% vs 25% ‘.
« Median PFS 5.1 mo vs 5.4 mo (HR 0.78) | Hazard ato 078 (95% C10/65-094)

12m PFS: 18% vs 5%

Similar toxicity except immune related events 20% versus 3%
(mostly G1-2)

Progression-free survival (%)

T T
° o 0 3 6 9 12 15 18 21
\\"'/,/ B eck | \ / I edICIIle Time since randomisation (months)

«m
% 268 220 119 54 34 22 10 0
Of l SC 269 194 109 30 9 7 0 0




Thoracic RT in Extensive Stage

(Yugoslavia)
Week PEt: 3
« RCT, 1988-1993, n=210, single institution ,
* No CNS mets allowed CR/CR  PR/CR| CR/PR  PR/PR  SDorPD
N
3 cycles Cisplatin/Etoposide upfront Bandormizs l l
« If CR at distant met and CR/PR at local level: Grow 1) (Group 2 Grow 3 (irgup@ (GrTPQ
-Arm 1: CRT with Carbo/Etop and 54 Gy in 36 fx 1013 | ACCREXRT FRXZ rexe S
BID (36 Gy AP/PA, remainder off cord), then PE x2 s ple pt. l oral VP16
-Arm 2: PE x 4 (no TRT) | {
16-19 PEx 2 PEx 2 AC%HCF: RT
-All got PCI .
20-21 PCl
Results: 100 1~

MST % Alive
Group (months) 1yr 2yr 3yr 4yr Syr
17 65 38 22 13 9.1
2 11 46 28 13 56 3.7
3 8 35 8829 0 0
4
5

Survival favored by XRT (p<0.05)
« MST 17 vs 11 months i
 5yrOS9vs 4%

« Only XRT had > Grade 3 esophagitis (27%)

-

6 21 36 0 0 0O
i o0 0 0 o0 o

Yo Allve

50 !.E.

Jeremic, JCO 1999
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Thoracic RT in Extensive Stage
(DutCh CREST trial) ED-SCLC without brain metastases or pleural

involvement
« Phase lll. 2009-2012. n=498 Anv response to 4-6 cvcles chemotherapy
« ECOG 0-2, ES, 4-6 cycles EP, chemo responders R ANDOMIZE
« 30Gy/10fx TRT vs no TRT
« all got PCI Thoracic No
. radiotherapy Thoracic
Results: (10x3Gy) radiotherapy
« 12 endpoint: 1yr OS 33% v 28% (NS)
e 29 endpoint; 2yr 0S 13% v 3% (p=0,004) All patients will receive PCI

1.0

« 6mMo PFS 24% vs 7%, p=0.001
« No severe tox

0-8+

0-6

« The benefits were limited to patients with residual

intrathoracic disease based upon CT following E
chemotherapy, and not in those with a complete °
response o

\\"'/,/ KeCk I ~ ed].Clne 0 ’ ?I, é 9I 1I2Time (iSonths)1I8 2I1 2I4 2I7 3I0

Number at risk

%T Thoracic radiotherapy 247 215 176 123 94 60 41 29 20 18 8
of U
Control group 248 227 176 128 84 54 32 20 8 5 4




ES SCLC Summary

e Chemo-immunotherapy is the first line
e Always get brain MRI!
* PCl benefit unclear (consider enrolling on MAVERICK)

e Consolidative RT?

e 30Gy in 10fx standard to thoracic disease

* Higher dose in select patients?

e Safety and outcome with immunotherapy?

e LU-007 RAPTOR Trial (30 or 45Gy to thorax&aliver, 30 or 20Gy to other)

=T Keck Medicine USC Norris Comprehensive

Cancer Center
Of USC Keck Medicine of USC



Good Luck!!l

Questions?

=T Keck Medicine USC Norris Comprehensive

Cancer Center
Of USC Keck Medicine of USC
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