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OUR PRESENTER

Ashley Weiner, M, PhD

Ashley Weiner, MD, PhD, Is a radiation oncologist at UNC
Hospital in Chapel Hill. Her clinical focuses are thoracic
malignancies (primarily non-small cell and small cell

lung cancer) and gynecologic malignancies (primarily
endometrial and cervical cancer). She received a
bachelor's degree from Duke University and her PhD from
Vanderbilt University, both in biomedical engineering.

She also received her MD degree from Vanderbilt
University School of Medicine. She completed residency
training in radiation oncology at Washington University in
St. Louis.

At UNC, she s the clinic medical director, director of the
residency program in radiation oncology, and the course
director of the medical student clerkship. Her passions

are medical education, patient-reported outcomes, and

improving clinical workflow In radiation oncology
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from Vanderbilt University and her MD degree from
Vanderbilt University School of Medicine.

She completed residency training in radiation oncology
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OUR PRESENTER

Ashley Weiner, MD, PhD, is a radiation oncologist at
UNC Hospital in Chapel Hill.

She received her PhD degree in biomedical engineering
from Vanderbilt University and her MD degree from
Vanderbilt University School of Medicine.

She completed residency training in radiation oncology
at Washington University in St. Louis.

Her clinical focuses are thoracic malignancies
(primarily non-small cell and small cell lung cancer)
and gynecologic malignancies (primarily endometrial
and cervical cancer).
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Ashley Weiner, MD, PhD, is a radiation oncologist at
= UNC Hospital in Chapel Hill.

= from Vanderbilt University and her MD degree from
Vanderbilt University School of Medicine.

She completed residency training in radiation oncology
= at Washington University in St. Louis.

Her clinical focuses are thoracic malignancies

s (primarily non-small cell and small cell lung cancer)
and gynecologic malignancies (primarily endometrial
and cervical cancer).

4 She received her PhD degree in biomedical engineering

OUR PRESENTER

1 At UNC, she is the clinic medical director, director of
s the residency program in radiation oncology, and the
course director of the medical student clerkship.
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What one word comes to mind when you hear the phrase "radiotherapy for small cell lung
cancer"?
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This activity has been planned and implemented under the sole supervision
of the Course Director, Willlam A. Wood, MD, MPH, In association with the
UNC Office of Continuing Professional Development (CPD). The course
director and CPD staff have no relevant financial relationships with ineligible
companies as defined by the ACCME.

The University of North Carolina at Chapel Hill is accredited with distinction
as a provider of nursing continuing professional development by the
American Nurses Credentialing Center's Commission on Accreditation.

A potential conflict of interest occurs when an individual has an opportunity
to affect educational content about health-care products or services of a
commercial interest with which he/she has a financial relationship. The
speakers and planners of this learning activity have not disclosed any
relevant financial relationships with any commercial interests pertaining to
this activity.

DISCLOSURES

The presenter has no relevant financial relationships with ineligible
companies as defined by the ACCME.
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" What one word comes to mind when you hear the phrase .

"radiotherapy for small cell lung cancer"?

Pawerad by M Pall Fvarvwhere
= Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app -.
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Updates in radiotherapy for small cell lung cancer

Ashley A. Weiner MD, PhD
Assistant Professor, Radiation Oncology, UNC-Chapel Hill

UNC Cancer Network — Research to Practice
May 24, 2023

Objectives

* Differentiate between extensive stage and limited stage
small cell lung cancer.

* Describe the role for, logistics of, and toxicity of thoracic
radiotherapy for small cell lung cancer.

* Distinguish the indications for and types of cranial
radiotherapy for small cell lung cancer.

s 4 y ﬁUNC LINEBERGER COMPREHENSIVE
= CANCER CENTER
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Small Cell Lung Cancer (SCLC)

MAIN TYPES OF LUNG CANCER

Non-Small Small
Cell Lung Cell Lung
Cancer Cancer

(NSCLC) (SCLC)

of lung cancers of lung cancers

Main types: Also called oat
adenocarcinoma, cell cancer
squamous cell carcinoma, Giovs and sieads
andlarge cell corchima faster than NSCLC

UNC LINEBERGER COMPREHENSIVE
CANCER CENTER

Presented on May 24, 2023

SCLC - Small round, blue cells

High Ki67
Chromogranin, Synaptophysin, TTF-1

20 v ﬁUNC LINEBERGER COMPREHENSIVE
Q LS CANCER CENTER
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SCLC - Epidemiology

* > 95% of cases are related to smoking

21 ﬁ‘( ]1\ IC LINEBERGER COMPREHENSIVE
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@ When poll is active, respond at pollev.com/unclcn e
@ Text UNCLCN to 22333 once to join
BUINC | St e
UNC Lineberger Cancer Network
Which of the following is a potentialinitial symptom of small cell lung cancer?
Weight
loss
Cough
Confusion
All of the
above
pawered hv M Pall Fvervwhere
= Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app -.
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SCLC - Initial Presentation

* Cough
* Shortness of Breath
* Weight loss

* Paraneoplastic Syndromes
* SIADH (7-16% of patients)
* Cramping, nausea, vomiting, confusion
* Lambert-Eaton Syndrome (3% of patients)
* Muscle weakness

'y = LINEBERGER COMPREHENSIVE
23 ¥ i1
QO Wi CANCER CENTER
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SCLC Staging — Limited Stage (LS-SCLC) and Extensive Stage (ES-SCLC)

Limited Stage Extensive Stage

Primary ) Primary Lymph node
tumor Brain . tumor metastases
metastasis

\

Metastatic
tumor

At diagnosis:
30% LS-SCLC
70% ES-SCLC

Liver
metastasis

Lymph node l \
metastasis

Other
sites of gicg::stasis
metastasis
+DEFINED BY FEASIBILITY OF _ et o
* 8 RADIATION FIELD DUNC | cavcencenren

Presented on May 24, 2023
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Staging can be controversial

* What can truly fit in a “radiation port”?

* Supraclavicular LN (ipsilateral and/or contralateral)
* Contralateral mediastinal LN

* Pleural effusion

* With more modern techniques, larger radiation ports are
feasible

25 ?‘*L ™ J‘ (:*‘ LINEBERGER COMPREHENSIVE
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Prognosis

* Age

* Performance status
* Weight loss

* Gender

* Disease extent

* Serum markers: hyponatremia, elevated alkaline
phosphatase, elevated LDH

2% ‘LN(\ LINEBERGER COMPREHENSIVE
L 1 _/ | CANCER CENTER
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Treatment of SCLC

27

* SCLC is though to be somewhat of a “systemic” disease
* Systemic therapy (chemotherapy ) is the mainstay of therapy
* Radiation (and surgery ) are “local” treatments

/QT«IUNC LINEBERGER COMPREHENSIVE
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Treatment Paradigms — LS-SCLC and ES-SCLC

Limited Stage

Primary
tumor

Lymph node
metastasis

28

SYSTEMIC THERAPY +
LOCAL THERAPY

SYSTEMIC THERAPY

LOCAL THERAPY ON CASE-BY-CASE BASIS

Extensive Stage

) Primary Lymph node
Brain tumor metastases
metastasis (

Metastatic
tumor

Liver

& \ metastasis

Other
sites of
metastasis

Bone JERGER COMPREHENSIVE
metastasis ER CENTER
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Limited Stage

Primary
tumor

Lymph node
metastasis
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Treatment of Stage | SCLC (LS-SCLC with negative lymph nodes)
National 3 % . NCCN " |
Comprehensive NCCN Guidelines Version 3.2023 LClefons Jndes
~g lable of Contents
R ancer | Small Cell Lung Cancer Discussion
TESTING RESULTS PRIMARY TREATMENT ADJUVANT TREATMENT
NO —» Systemic therapy"—»
RO —»
Lobectomyl™ Systemic therapy"
Pathologic + mediastinal RT® See
|Pamciog (preferred) ‘;"’" h N1—>{sequential or Response.
|staging"* negative | riode dlsmtlonpor concurrent) n
2
sampling N N W
7y reatment
+ mediastinal
N2—> RT°(sequential or i_‘ (e
Limited stage: concurrent)
clinical stage
I-IIA (T1-2,NO,M0) R1/R2 y h ny RT® _,
SABR® + Sy py™—>
Medically inoperable or
decision maye notto < | o |
= L e RT® Assessment
+ §!!§§!ﬂ!!ﬂﬂ!
(See SCL4) l Treatment (SCL-6)

| Pathologic

30 ¥

mediastinal stagingh® positive I—» See SCL-4
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* Concurrent chemoradiation
* Chemotherapy = cisplatin and etoposide
* Cisplatin Day 1, Etoposide Day 1-3
* Repeat every 3 weeks for 4 cycles
* Radiotherapy
* What is radiation?
>
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What is radiation? - RT Causes DNA Damage

_ { ® )
National Institute on Aging/National Instius of Health. H \\~_—",
, DIRECT
H i ACTION
33 , DUNC  cavcencenren
33
What is radiation? — Cells die by mitotic death
* The cells are not “burned”
* DNA strand breaks - eventual mitotic cell death
a , BUNC  cavcenceren e
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http://www.nia.nih.gov/alzheimers
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What is radiation? The patient pathway

Presented on May 24, 2023
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Reasons to do radiation

* Palliative — to help with a symptom (extensive stage)
* Definitive — curative intent without surgery (limited stage)
» Adjuvant — after surgery (rare for SCLC)

* Prophylactic — radiation without visible disease (RARE for
other disease sites, but considered for SCLC)

36 'r ﬁUNC LINEBERGER COMPREHENSIVE
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Limited Stage

Primary
tumor

Lymph node
metastasis

37

Thoracic Radiotherapy
Prophylactic Cranial Irradiation
(PCI)

37

Thoracic radiotherapy for LS-SCLC
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Thoracic Radiotherapy Dose and Schedule

radiosensitive

39

* In vitro, small cell lung cancer cells are exquisitely

* Even low doses can kill a significant proportion of cells

* Multiple small fractions can be effective oncologically, AND
spare normal tissues from late injury

LINEBERGER COMPREHENSIVE
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Radiotherapy Dose and Schedule — BID (Twice daily radiotherapy)

1.0+
=
CONVENTIONAL-VS. ACCELERATED - £ o5 T
FRACTIONATION 5 06
Turrisi, A. et al. NEJM 340: 265-271, 1999. 2z 0.4
E E _\__Iyzifg-daily radiotherapy
. '5 02 e
g:r?f?hents R CRT: 45 GY/ 25 FX/ 5 WKS + = Once-daily radiotherapy
PS %_‘1 \:/s 7 a CEX4CYCLES O %0 2 3 40 S0 e 70 8 s o
Months
%X' male g TREATMENT GROUP  0-20 Mo 20-40 Mo 40-60 Mo 60-80 Mo  80-100 Mo
. no. of deaths/no. at risk
vs. female M AFX: 45 GY/ 30 FX/ 3 WKS+ Once daily 108/206 48/96 15/47 4/21 0/5
1z CEX 4CYCLES Twice daily 100/211 471109 7/62 5/42 14
Wt loss: 55% E Figure 1. Kaplan-Meier Estimates of Overall Survival for All 417 Patients Assigned to Treatment Groups.
vs.> 3% gsm?;‘i': on dz(\)’;g 2 di End point QD-Tl  BIDT  P-value
Etoposide 120 mg/m2d1-3 Med Survival 19mo___ 23mo___ 0.04
PCI 25Gy/10 fx for patients withCR | S-yr Survival 16% 26% 0.04 |
LF alone 52% 36% 0.06
| €23 Esophagitis 16% 32% <0.001
— T - EHENSIVE
o c L_-ﬂ UN L,/ CANCER CENTER '
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CALGB 30610

R
A
b 45 Gy BID/EP x 4*
D y X 4
—
'(3' (1.5 Gy/Fx in 3 wks) Cantral
LS-SCLC stratified by il

e Gender Y 70 Gy QD/EP x 4*

¢ Weight loss > 5% A (2.0 Gy/Fx in 7 wks) \ )

¢ Performance status g Reassess Experimental
| 61.2 X 4% / TRT/EP x 4
G (1.8 X in S)
N
E
D

41
CALGB 30610

— Phase Il study for LS-SCLC- 638 patients

— 45 Gy in 1.5 Gy BID versus 70 Gy in 2 Gy fractions with
concurrent cisplatin-etoposide chemotherapy Q3 wks

— Median OS 28.5 months vs 30 months for BID vs QD
arm

— 5-year OS 29% vs. 32% for BID vs. QD arm (not SS)

— No difference in(grade 3-4 esophageal or thoracic
toxicity in BID vs. QD arm

— Conclusion: no difference in survival outcome between
BID vs. QD chemoRT for limited stage SCLC with similar
and lower than expected toxicities in both arm

= MUNC | tmgomes

42
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CONVERT

— Phase Il study for LS- SCLC- 547 patients

— 45 Gy in 1.5 Gy BID versus 66 Gy in 2 Gy fractions with concurrent cisplatin-
etoposide chemotherapy Q3 wks

— Median OS 30 months vs 25months for BID vs QD arm (HR 1.18, p=0.14)
— 2-year OS 56% vs. 51% for BID vs. QD arm (not SS)

— 5-year OS 34% vs. 31% for BID vs. QD arm (not SS)

— No difference in grade 3-4 esophageal or thoracic toxicity in BID vs.QD arm

— Conclusion: no difference in survival outcome between BID vs. QD chemoRT
faorHlmlted stage SCLC with similar and lower than expected toxicities in both

— Powered for superiority(vs. non-inferiority),thus concluded BID should still be
standard

43 = Lﬁ\gg”‘ LINEBE R COMPREHENSIVE
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CONVERT

* RT began with chemo cycle 2
* Most 3D-CRT, some IMRT, no elective nodal RT
* ~80-85% with PCI

HR 115 (95% (1 0.93-1 411 pe0 20

Numberatrisk  © i * * o : * Number at fisk ¢
(nomberconsored) . o {nwmber censoeed)

- o 203 361 veE) 1@ 2009 B@) 066 608
edady 273 24@) 114 926D @) 5@ 6uos) 2007 Esrogrdo Sl S~ S LI o M
ST T T/
44 T \l \\(\
Wi UJINCU | e
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Gronberg Phase Il trial

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

Bjorn Henning Gronberg, Kristin Toftaker Killingberg, @ystein Flotten, Odd Terje Brustugun, Kjersti Hornslien, Tesfaye Madebo,

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

— Phase Il study for LS- SCLC—- 170 patients

— 45 Gy in 1.5 Gy BID versus 60 Gy in 1.5 Gy BID with concurrent cisplatin-etoposide
chemotherapy Q3 wks

— Median OS 22.6 months vs 37 months (HR 0.67, p=0.012)

— 2-year OS 48 % vs. 74%

— No difference in median PFS (18.6 vs 10.6 months)

— No difference in esophagitis (18% vs 21%)

— Conclusion: Improved OS without PFS, worth pursuing in Phase Il study

5 /’T*RUNC LINEBERGER COMPREHENSIVE
Uill 1 CANCER CENTER
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Timing of Thoracic RT

.
ki
%
Early
Thoracic I
Irradiation ¢ | | /; L
0 3

w pe—om
o pre—<>»0

c

A

v
Irradiation * T

0

. N N | LINEBERGER COMPREHENSIVE
“© Fig 1.  Study schema. LLL UA JC CANCER CENTER
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Timing of Thoracic RT

Murray, N. etal.JCO 11:336-44,1993

Endpoint Early TI  LateTI p-value
Median 21mo. 16 mo.

Survival 5 yr- 20% 11% 0.008
0S

G3-4 Esophagitis 15% 8% 0.05
G3 Demmatitis 6% 2% 0.02

Ti: Thoracic irradiation, OS: overall survival, G: grade, NS: not significant

Note that Late RT becomes more “sequential-like”

47 ﬁ‘( ]1\ IC LINEBERGER COMPREHENSIVE
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Timing — SER (start of treatment to end of radiotherapy)

Table 1. Summary of the Selected Phase Il Trials Investigating Chest Radiation Schedules Combined With Chemotherapy for Limited-Stage
Small-Cell Lung Cancer

5-Year Severe Severe

No. of Radiation Day That RT Concurrent 5-Year Survival Pneumonitis Esophagitis SER EQD, ¢

Study Patients Schedule Was Started CcT % LC* Rate (%) (%) (%) (days) (Gy)
Murray et al”® 155 40 Gy/15 f/19d 21 Yes 45 20 3.2 156 40 47.13
153 40 Gy/15f19d 1056 Yes 45 1 0.7 7156 166 47.13
Jeremic et al3! 52 54 Gy/36 /26 d 1 Yes 58 30 1.9 288 26 51.75
51 54 Gy/36 f/26 d 42 Yes 35 156 0 254 61 51.75
Turrisi et al?® 21 45 Gy/30 f/19d 1-19 Yes 64 26 NR 33 19-38 48.02
206 45 Gy/25 /33 d 1-19 Yes 48 16 NR 16 3352 39.35

Takada et al?* 114 45 Gy/30 f/19d 2 Yes 82 24 NR 9 20 48.02
14 45 Gy/30 f19.d 84 No 82 18 NR 4 103 48.02

Abbreviations: RT, radiotherapy; CT, chemotherapy; LC, local tumor control; SER, the time from the start of any treatment to the end of chest irradiation; f, fractions;
NR, not reported; EQD, 1, equivalent dose at 2 Gy corrected for overall treatment time of radiotherapy.
*Cumulative % LC except for Takada et al?* (first site of recurrence).

Improved OS with decreased SER
Each week of increase in SER associated with 1.8% decrease in 5y OS

“ De Ruysscher JCO 2006 BUNC o
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UNC Lineberger Cancer Network
What is prophylactic brain irradiation?

Radiation to treat brain
metastases

Radiation to minimize side
effects of chemotherapy

Radiation to prevent the
occurrence of brain metastases

Radiation to palliate pain

Pawered hv ‘h Pall Fvervwhere

= Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app
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Limited -stage SCLC — Prophylactic Cranial Irradiation (PCl)

Presented on May 24, 2023

* Prophylactic = treatment in the absence of
know disease to prevent disease occurrence

* Incidence of brain metastases is 30-80% at 2
years

* PCl can be given (25 Gy in 10 fractions)

* PCI might improve survival, does decrease
incidents of brain metastases

* PCl is associated with decline in memory
* Old studies did NOT include MRI

. Auperin NEJM 1999, IUNC o™
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PCl in LS-SCLC o

Survival
o
o

* Individual data of 987 pts in 7 trials
(‘65-95). o) o

No PCI

* Median follow up: 3.5-18.5 years KRNI

Years since Randomization

* RR of death : 0.84 (p=0.01) XL EFEERE
favoring PCI.

* 5.4% absolute increase in 3-yr
survival (20.7vs. 15.3%).

No PCI

Incidence of Brain Metastasis
°
o

P p———————
1 2 3 4 5 6 7 8
Years since Randomization

No. ar Risk
NoPCI 457 171 88 &7 @ 32 n 18 14
PCI 524 248 133 96 66 52 4c 29 ”

: Auperin NEJM 1999, BUNC S

51

Upcoming Trials in LS-SCLC

* NRG LU-005
« Limited stage (Tx, T1-T4, Arm 1
NO-3, MO) small cell lung Platinum**/etoposide q3 weeks x 4 cycles
cancer (LS-SCLC) +
« Stratification factors: Thoracic RT 45 Gy bid or 66 Gy daily beginning with
- Radiation schedule, cycle 2 of chemotherapy*™*
BID (3 weeks) vs.
daily (6.5 weeks)
= Chemotherapy Platlnum".’etoposﬁi?qg weeks x 4 cycles
(cisplatin vs.
carboplatin) : % : '
- Sex(male vs. female) Thoracic RT 45 Gy bid or 66 Gy da||y.t.:o‘egmnmg with
cycle 2 of chemotherapy

- ECOG Performance
Status (0/1 vs. 2) 5

Atezolizumab q3 weeks x 1 year, beginning with cycle

\ Estimated N = 506 / 2 of chemotherapy

« ADRIATIC (NCT03703297)
+ Standard CRT followed by consolidation Durvalumab or Durvalumab + Tremelimumab or placebo

e S1827 Maverick — MRI surveillance vs PCI for LS- and ES-SCLC

52 Tﬁ{ ]1\ IC LINEBERGER COMPREHENSIVE
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Extensive Stage

) Primary Lymph node
Brain tumor metastases
metastasis

\

Metastatic
tumor

‘ \ metastasis

Bone

metastasis metastasls

53 v ﬁUNC LINEBERGER COMPREHENSIVE
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Reasons to do radiation

« Palliative — to help with a symptom (extensive stage)
* Definitive — curative intent without surgery (limited stage)
 Adjuvant — after surgery (rare for SCLC)

» Prophylactic — radiation without visible disease (RARE for other
disease sites, but considered for SCLC)

54 v ﬁUNC LINEBERGER COMPREHENSIVE
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.- @ When poll is active, respond at pollev.com/unclcn é.
% Text UNCLCN to 22333 once to join

UNC Lineberger Cancer Network
Which of the following are possible targets for treatment in extensive stage small cell lung cancer?

Disease in the chest causing
shortness of breath

Brain metastases
Painful bony metastases

All of the above

pawered hv M Pall Fvervwhere
- Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app ..
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Radiation for ES- SCLC?

TARGET CAN BE ANYWHERE THAT CANCER IS
.. CAUSING A SYMPTOM
o OUNC e o

56
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Consolidative thoracic radiation

 Standard of care for ES-SCLC is chemotherapy +
immunotherapy

* In the pre-immunotherapy era, consolidative thoracic
radiation potentially had an overall survival benefit at 2 years

(3% vs 13%)

* Only benefit in patients with residual disease in chest
* Qutcomes better in patients with 2 or fewer metastases
* Did NOT meet primary endpoint of 1 year OS

57 Slotman, Lancet 2015, 2017.
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CREST - Consolidative Thoracic Radiation in ES-SCLC

498 randomly assigned

+
radiotherapy

249 allocated to thoracic
radiotherapy
v v

247 analysed 248 analysed

249 allocated to no
thoracicrz

Fipove 2- Kaplan Maeier curves for overall survivaf

58
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Immunotherapy in ES-SCLC — IMPower133

GLAND JOURNAL of MEDICINE

| ORIGINAL ARTICLE I

First-Line Atezolizumab plus Chemotherapy
in Extensive-Stage Small-Cell Lung Cancer

+ Overall Survival

100, e Rate of Overall Survival at 12 Mo

90 b Atezolizumab $1.7% (95% CI, 44.4-59.0)
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* Ph 3 carbo/etop +/- atezo in 1st
line ES SCLC

» 201 pt, 1:1 randomization
* Median f/u 13.9 mos

* Median OS +/- atezo: 12.3 mos vs.
10.3 mos (SS)

 Median PFS +/- atezo: 5.2 mos vs.
4.3 mos (SS)

* No concerning safety signals
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Immunotherapy in ES-SCLC - CASPIAN

* Ph 3: durva + EP vs. durva +
tremi + vs. EP alone (1:1:1)

« 537 pts total in 2 arms

vs. 10.3 mos (S)

5% vs. 6%

60

* PCI allowed, but no thoracic RT

» Median OS +/- durva: 13.0 mos

- No difference in Gr 3/4 AEs 62%
* No difference in Gr 5 toxicities:
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Consolidative Thoracic Immunotherapy in the Immunotherapy Era for ES-SCLC

* No prospective data
* IMPower133 and CASPIAN did NOT allow thoracic radiotherapy

* Potential increased toxicity risk (pneumonitis)
* Consider with bulky residual thoracic disease
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Prophylactic Cranial Irradiation (PCI) in ES-SCLC

* Old studies with overall survival benefit to PCl in ES-SCLC (13
vs 27% at 1 year)

* Modern study with:
* MRI at baseline, and MRI every 3 months
* Randomization to PCl or no PCI
* Decreased incidence of brain mets 69 vs 48%
* No difference in survival (13.7 mo vs 11.7 mos)

62 Slotman, NEJM 2007, Takahashi, Lancet 2017. AUNC, | Lnsszrser comprenensive
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PCl vs MRI surveillance for ES-SCLC
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How is radiation used for ES-SCLC? — brain metastases — WBRT vs SRS

Alsidawi, Int J. Mol. Sci. 2014

Whole Brain
Radiation

Stereotactic
Radiosurgery —
Does SRS make
sense in a
population who
could get PCI?
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How is radiation used for ES-SCLC? — brain metastases — WBRT vs SRS

* FIRE-SCLC
* Multicenter cohort — SRS for SCLC
* 700 patients
* Median survival 8.5 months after SRS

* Matched WBRT patients were less likely to
have CNS progression, no difference in
survival

* Best outcome with <5 brain mets

65 Rusthoven JAMA Onc 2020, Wang Adv Rad Onc 2023 %WC LINEBERGER COMPREHENSIVE
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FIRE-SCLC

Figure 1. Overall Survival (OS) and Time to Central Nervous System Progression (TTCP) After First-line Stereotactic Radiosurgery
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How is radiation used for ES-SCLC? — brain metastases — hippocampal

avoidance

SR A aa - aaa o
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PREMER study — Randomized Phase Ill — PCI vs HA-PCI

* SCLC (73% LS-SCLC)

* Improved neurocognitive function, no impact on QOL,
incidence of brain mets, OS
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FIG 2. Mean scores of FCSRT-delayed free recall over time. FCSRT, Free FIG 3. Cumulative incidence of brain metastases. *Pepe and Mori
and Cued Selective Reminding Test. HA, hippocampal avoidance; PCI, test comparing the cumulative incidence of two groups of arm. HA,
prophylactic cranial irradiation. hippocampal avoidance; PCI, prophylactic cranial irradiation.
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How is radiation used for ES-SCLC? — bone metastases

69
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How is radiation used for ES-SCLC? — oligometastatic disease (4 or fewer sites)

* RTOG 0937

_ . L
* Patients with ES-SCLC (4 or fewer ol p g RN
sites), initial response to initial o 07- S
chemotherapy £ 06 =
* Randomized PCl vs RT to all sites + PCI | 5 o]
* PCI 25 Gy in 10 fx o2-
H 1 N : PCL PCI+RT]
* Other sites 45 Gy in 15 fx Cf;,Rg, - = - -~ —
. . PCI+RT | 44 39 28 22 17
* Outcomes much higher than predicted : : ' : .
* No difference in 1 year survival ~50% [ ForPatans Dacs A Medo Sy G5 G e
e G3+ toxicity 23% vs 36% [ESLRT :i gg fg :ggégg: f;g; i
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What is the current role of radiation in SCLC?

* LS-SCLC
* Definitive thoracic radiotherapy (BID or QD)
* PCI?

* ES-SCLC

* Palliation of symptomatic sites of disease
* PCl still considered in some practices
* SRS acceptable for brain metastases14
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Upcoming Trials in SCLC

* NRG LUOO5 and ADRIATIC — adding immunotherapy to
chemoradiation for LS-SCLC

* NRG CC-003 HA-PCI for SCLC
* NRG CC-009 SRS vs HA-WBRT for SCLC brain metastases
* S1827 Maverick — MRI surveillance vs PCl for LS- and ES-SCLC

* Advances in systemic therapy must always be considered
when considering advances in radiation
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Radiation works for SCLC! Many different approaches!
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ANY QUESTIONS?
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The Telehealth Team
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UPCOMING LIVE WEBINARS

- June 14
gﬁﬂ’"ﬁ Wm CARE 12:00 PM
Bhizziner

Melissa Holt, DNP, PMHNP-BC, MSW

Lisa Stewart, PsyD
June 21
4. %ﬁpﬁm 4:00 PM

Evaluation and Treatment of Extravasation Injuries
from Chemotherapeutic Agents
Robyn Tolley, AGPCNP-BC

Fill —
H'mphoma Management in North Carolina:
pdates for 2023

Natalie Grover, MD

Complete details on upcoming Live Webinars:
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SELF-PACED, ONLINE COURSES

® | What Is Cancer Rehabilitation
3 F and How Can it Help My Patients?
Sasha E. Knowlton, MD

Clinical Updates in Breast Oncology
Emily Ray, MD, MPH

Integrating the Caregiver as a Member
of the Multidisciplinary Care Team
Erin E. Kent, PhD, MSc  Loretta Muss, RN, BA
Complete details on upcoming Live Webinars:

learn.unclcn.org/live-webinars COMPREHENSIVE
TER
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