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Our Presenter

Kevin Pearlstein, MD

Kevin Pearlstein, MD, is an assistant professor in the
Department of Radiation Oncology.

He is the primary radiation oncologist at our UNC
Hillsborough campus where he is clinically active
in multiple disease sites including breast and Gl

malignancies.

His research interests focus on identifying novel clinical
strategies incorporating radiation for both malignant and
benign diseases.
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Sample Poll Everywhere Question
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Radiation therapy (also called radiotherapy) Is a cancer treatmaent that uses high doses of radiation to kill cancer cells and
shrink tumors.

) True
o

o
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ACCME Disclosure

This activity has been planned and implemented under the sole
supervision of the Course Director, Stephanie Wheeler, PhD, MPH, in
association with the UNC Office of Continuing Professional Development
(CPD). The course director received research support from AstraZeneca
(ended June 2023) and Pfizer Medical Foundation (ended December
2023). These financial relationships have been mitigated. CPD staff
have no relevant financial relationships with ineligible companies as
defined by the ACCME.

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.

The presenter has no relevant financial relationships with ineligible
companies as defined by the ACCME.
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ANCC Disclosure

NCPD Activity #: 001-L23078
1.0 Contact Hours Provided

Relevant Financial Relationship:
No one with the ability to control content of this activity has a relevant
financial relationship with an ineligible company.

Criteria for Activity Completion:
Criteria for successful completion requires attendance at the NCPD
activity and submission of an evaluation within 30 days.

Approved Provider Statement:

UNC Health is approved as a provider of nursing continuing professional
development by the North Carolina Nurses Association, an accredited
approver by the American Nurses Credentialing Center's Commission on
Accreditation.
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- Radiation therapy (also called radiotherapy) is a cancer treatment that uses high doses of radiation to kill cancer cells and shrink tumors.
Tru
0%
0%
.- 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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Selective Use of Radiation Therapy for Solid

Tumors: Updates for 2024

Kevin Pearlstein, MD
Assistant Professor
Department of Radiation Oncology, University of North Carolina
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Learning Objectives

- Review basic radiobiologic principles and the general role for radiation in
cancer care
- Discuss recent research evaluating omission of radiation and examine the
impact on patient outcomes

- Breast cancer

- Rectal cancer

- Sarcomas
- Identify technological advances in radiation oncology and explain how these
can impact patient outcomes
- Discuss emerging treatment strategies incorporating radiation that omit
surgery or systemic therapy

20




Wilhelm Roentgen (1845-1923)
November 8, 1895: First xray
First documented patient

treatment was 1896, 2 months
after discovery of xray

THE THREE RECOGNIZED
TREATMENTS FOR CANCER

Radiation Background

)

E

Radiation Background

L. . . . A Modern linear accelerator
Radiation involves delivery of high

energy x-rays or particles to tumors to
destroy cancer cells

Radiation beams can be delivered
from multiple angles and pass through
patients to reach cancer

Radiation beams are focused at
specific areas (locoregional treatment)

22




Radiation Background

lonizing radiation causes cell damage and induces cell death

Cell / ’
AOROE DR *‘e
Double strand breaks Oodbie awand beas
fragments

X-rays have been used to treat
cancer patients since the 1890s

Advances in radiation technology
allow safe delivery of more
accurate, intensive treatments

24



Evolution of radiation technologies

EVOLUTION OF MODERN RADIOTHERAPY

IMRT, SBRT
3D-RT 4D-RT
Particle Therapy
1

>
>

T T
1990 2000

Normal Tissue
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3DCRT- 3D conformal RT

IMRT- Intensity Modulated RT

SBRT/SRS- Stereotactic Body RT
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Which patient would be most likely to benefit from radiation?

A- An asymptomatic patient with metastatic breast cancer responding
to systemic therapy

B- A patient with localized breast cancer patient who has undergone
surgery with concern for microscopic residual disease

C- A patient with locally advanced rectal cancer and surgeon does not
anticipate removing all microscopic disease

D- BothBand C

~—ew— Which patient would be most likely to benefit from radiation?

An asymptomatic patient with metastatic breast cancer responding to systemic therapy

0%
A patient with localized breast cancer patient who has undergone surgery with concern for microscopic residual disease

0%
A patient with locally advanced rectal cancer and surgeon does not anticipate remowving all microscopic disease

0%
BothBand C

0%

.. 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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Decision making for radiation

“Benefit” of radiation “Risks” of radiation
* Locoregional control * Toxicities
* Survival * Time

* Cost

Decision making for radiation

“Benefit” of radiation “Risks” of radiation
* Locoregional control * Toxicities
* Survival * Time

* Cost

Location of radiation
oncology facilities in
United States

Herb IJROBP 2021
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Decision making for radiation

“Benefit” of radiation “Risks” of radiation
* Locoregional control * Toxicities
* Survival * Time
* Cost
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De-escalating therapy

“Benefit” of radiation “Risks” of radiation
* Locoregional control * Toxicities
e Survival * Time

- — « Cost

Are we able to identify patients at low risk for recurrence?

Can we safely de-escalate therapy in these patients?

)

=
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[ ORIGINAL ARTICLE ]|
Omitting Radiotherapy after Breast-Conserving
Surgery in Luminal A Breast Cancer

1

Preoperative Treatment of Locally Advanced
Rectal Cancer

Trimodality therapy versus perioperative chemotherapy in
the management of locally advanced adenocarcinoma of the
gastric junction (Neo-AEGIS):

h
gus and

h
o )

an open-label, randomised, phase 3 trial

the NEW ENGLAND

JOURNAL o MEDICINE

Breast-Conserving Surgery with or without Irradiation
in Early Breast Cancer

What do to with
Radiation???

PET-guided omission of radiotherapy in early-stage
unfavourable Hodgkin lymphoma (GHSG HD17):
a multicentre, open-label, randomised, phase 3 trial

Preoperative radiotherapy plus surgery versus surgery alone
for patients with primary retroperitoneal sarcoma
(EORTC-62092: STRASS): a multicentre, open-label,
randomised, phase 3 trial

Postoperative radiotherapy versus no postoperative
radiotherapy in patients with completely resected
non-small-cell lung cancer and proven mediastinal

N2 involvement (Lung ART, IFCT 0503): an open-label,
randomised, phase 3 trial

Breast Cancer

UNC

CANCER CARE

[l

THE UNIVERSITY
of NORTH CAROLINA
s CHAPEL HILL

i
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Lumpectomy followed by adjuvant radiation
established as a standard of care through
multiple randomized trials (1970s-1980s)

Early data suggested there was a low risk
subgroup of women in whom RT could be
safely eliminated

Any first recurrence (%)

LR and BCM in women with breast cancer death with node-negative
disease

60

50

Any first recurrenc

» -
/ -

e

Women with pNO disease (1+7287)

10-year gain 15 4% (SE 11)
RR 0-49 (95% C10-45-0-55)
Log-rank 2p<0.00001

8cs
4 30

a8 156%
BCSHRT

60

50

N W B
2 ¥ 3

Breast aancer death (%)

Breast cancer death

15-year gain 33% (SE13)
RR0-83 (95% C10.73-095)
Log-rank 2p=0.005

205%
127% H

o

46%

Side effects of RT EBCTCG Meta-analysis Lancet 2011

*  Fatigue * Cardiac toxicity

*  Skin irritation * Pneumonitis

« Fibrosis * Secondary

« Edema malignancy
i = NIVER
i | YNNG | e
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CALGB 9343

N=647 enrolled 1994-1999
Women 2 70 years old
pT1, cNO, ER pos tumors
55% >75 years old

10yr freedom from recurrence: 90% vs 98%

vs 95%) or OS (67% vs 66%)

o UNC

CANCER CARF

Lumpectomy followed by Tamoxifen vs Tamoxifen + RT

No difference in 10yr freedom from distant mets (95%

S 10
4
T
§ S 08
i
S5 2 06]
22
=
gs
e
o
G 02
S = TamRT HR, 0.18; 95% C1, 0.07 t0 0.42
o Tam P<.001
o
= T
0 5 10 15
Time Since Study Entry (years)
No. at risk
TamRT 317 261 162 7
Tam 319 243 144 2

As of 2013 publication, only 6% died from breast cancer

Hughes JCO 2013

= THE UNIVERSITY

In of NORTH CAROLINA
' s CHAPEL HILL
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PRIME Il (Kunkler NEJIM 2023)

Characteristic ¥ (N~ 668) (N=658)
PRIME Il
Median (1QR) 70 (67-74) 69 (67-73)
N=1326 enrolled 2003-2009 eyt
Women 2 65 years old [11 )o:; _ uf:zs: 711:12:]
T1-2 (tumor <3cm) i —r
Grade 3 or LVSI allowed (not both) e
Tumer grade — no. (%)
1 271 (40.6) 292 (44.4)
Lumpectomy ; T el
/ \ e me
Endocrine Endocrine + whole
breast RT = e ]
Unknown S07) 0%
Only a minority of patients with higher risk features
P— § -~ THE UNIVERSITY
m UNC TRl | 2acom scnmsine
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A tocal Recurmence- e Sumvieal B Distant Bucurrence- bve Survhval
Incidonce of Local R e of D¥stant Becursos

Improvement in local recurrence with w7 e T
radiation (10yr: 10% vs 1%) SR
- no clear plateau

No difference in breast cancer-specific
survival (97% vs 98%) or OS (81% vs 81%)

Only 13% of deaths attributed to breast
cancer

“Irradiation can be safely omitted in women 65 years of
age or older who have grade 1 or 2, ER-high cancers
treated by breast-conserving therapy, provided that they
receive 5 years of adjuvant endocrine therapy.”

@ UNC @ ket O

CANCER CARE s CHAPEL HILL
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Higher Risk Populations

Some patients with early breast cancer have higher risk disease
* Caution when considering omitting radiation in these patients

ER-low populations

== DR oty — IR, o ey

ERJow, radwtherapy ERlow, mo radiotherapy
Incidence of Local Recurrence
(95%C1)
Sy 10y
s
E:mn-dmw 07 {0.0-1.5) 10 03-19)
N !OI!S 36 (57-114
ot il e T Yy Tumors >2cm
ER-Jow, No Radiotheragy 127 [n\ 1) 191 32-299)
] u —————
; 04
i o Grade 3 tumors
i |
-
E
N S S Y]]
Year
e n AN 356 1%
560 o 414 w 1
0 4 » n "
59 5 2 " 1»  Kunkler NEJM 2023

i UNC

CANCER CARE

No radiotherapy  Radiotherapy  pvalue
(n=668) (n=658)
Tumour size (mm)
0-10 10/258 (4%) 3/265 (1%) 004
101-20 10/326 (3%) 1/319 (<1%) 0008
201-30 6/84 (7%) 1/74 (1%) 008
Grade
1 8/271(3%) 2/292 (<1%) 0-04
2 15/368 (4%) 3/352 (<1%) 0.006
3 3/23(13%) 0/13(0%) o021
Lymphovascular involvement
No 24/631 (4%) 5/628 (<1%) 0-0004
Yes 2/32(6%) 0/27 (0%) 029
Kunkler Lanc Onc 2015
—_ W UNIVERSITY

ik

of NORTH CAROLINA
s CHAPEL HILL
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LUMINA (Whelan NEJIVI 2023)

LUMINA

Prospectlve cohort study, N=500
Luminal A (ER pos, PR >20%, HER2 neg, Ki67<13.25%)

¢ Women>55

* pT1 (size <2cm)

¢ G1-2

* Ductal carcinomas

* Lumpectomy with margins >1mm, negative SLN/ALND

Excluded

* Lobular carcinomas

* Multifocal/centric disease

e LI

Eligible women received endocrine therapy alone

UNC

CANCER CARE

@

Characteristic
Age
Median (IQR) —yr
Distribution — no. (%)
S5 to <60 yr
60 to <65 yr
65 to <70y
70 to <75 yr
75 to <80 yr
=80 yr
Tumor size
Median (IQR) —cm
Distribution — no. (%)
=0.5cm
0.5-1.0cm
1.1-20cm
Tumor grade — no. (%)
1
2
Histologic cancer type — no. (%)
Ductal
Tubular
Mucinous

Other

All Palients

(N=500)

67.1 (62.9-71.6)

61(12)
138 (28)
136 (27)
107 (21)
42(8)
16 (3)

1.0 (0.7-14)

39 (8)
217 (43)
244 (49)

330 (66)
170 (34)

437 (87)
25 (5)
26 (5)
12(2)

@

THE UNIVERSITY
of NORTH CAROLINA
s CHAPEL HILL
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LUMINA

Local recurrences very low A G
5yr local recurrence 2.3% o
Syr contralateral breast recurrence 1.9% o |
£ 06+ 0.104
= 0.54
;3 A 0.05
0.3 0.00 . =
0.2+ 0 1 2
0.14
0.0 T T T T 1
0 1 2 3 4 -3
Years since Enrollment
No. at Risk 500 477 463 449 398 246

@ UNC @ f NORTH CARGLINA

CANCER CARE s CHAPEL HILL
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Which of the following do we need to consider before omitting radiation for women with
"7 early breast cancer
Tumor size
0%
Hormone receptor profile
0%
Anticipated compliance with endocrine therapy
0%
All of the above
0%
.. 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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Endocrine therapy

Endocrine therapy +/- Radiation is
Tamoxifen m

standard of care treatment for HR- e

positive breast cancers

Compliance with full course of therapy
can be limited

- LUMINA- 80% ”gimid -
- PRIME II- 60-70% : M
- “Real world”- as low as 50% in some 9y 1

studies

| VNG q
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Evolution of radiation technigues

Traditional approach:
Whole breast radiation with conventional
fractionation (5-6 weeks)

- time intensive

- whole breast skin irritation

- Late issues with fibrosis, cosmetic outcomes
- Lower risk of pneumonitis, cardiac toxicity

This is the technique used on CALGB 9343 and
many patients on PRIME Il

| YNNG T
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Modern Breast Radiation

Whole breast radiation with moderate hypofractionation (3-4 weeks)
- Less time intensive/resource utilization

- Improved cosmesis compared to conventional whole breast radiation -
(Shaitelman) !

Whole breast radiation with extreme hypofractionation (1 week)

-FAST-Forward (Brunt Lancet 2020) , @
- Less time intensive/resource utilization

- current data suggests acceptable cosmesis, no increased risk of serious
toxicity

Partial breast radiation (1-3 weeks)
- Less time intensive/resource utilization
- Improved cosmesis

| UNC m

M CANCER CARE
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CAMERAN (LCCC 2104)

Comparison of Adjuvant Monotherapy With Endocrine Therapy or Accelerated Partial

Breast Irradiation Following Lumpectomy for Low Risk Breast Cancer Patients Over 65
(CAMERAN)

Key Eligibility:
Women 2 65 years old
Invasive breast cancer
BCS with or without SLNB
pT1, cNO or pNO adenocarcinoma of breast Grade 1 or 2, ER+ Her2-, No LVI

| Consent and Subject Randomization |

| Subjects assigned to APBI (n=40) | | Subjects assigned to ET (n=40)

Primary Outcome QOL assessments (12 months)

Similar studies in progress:
EUROPA (women >70, Luminal A disease)
- N=1000, Primary endpoint HRQoL

o UNC

CANCER CARF

=]
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Take home points: Breast Cancer

Radiation provides a local control benefit in many patients
There is a low risk population where this local control benefit is small

Need to weigh multiple factors to individualize decisions
- Clinicopathologic features: size, grade, LVI, margins, etc
- Genetic features (aka luminal A intrinsic subtype)

- Life expectancy (age, comorbidities, etc)

- Anticipated adherence to endocrine therapy

f

)

| UNC

i

=

a7

Rectal Cancer

=)
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Role of radiation in rectal cancer

Neoadjuvant pelvic radiation followed by surgery has been a standard
of care treatment for locally advanced rectal cancer since 1990s
- Reduces pelvic recurrence risk to <10%

|
30+
A ¥ B *
| 1 )
- =| All patients g7 M Stage | :
| §iw :
: £r. g
‘ 1 ¥ il
| e Bl :
; P i
% 2! eal iiaugesevassueteeass e 5
[ ; a
e R s s TR E
- -]
c ™ D F
1 2 3

R T TRy T, No.at Risx
Radiotherapy 873 691 407 170
gery

T Lodep!
2 A5 o BI o L Surgeryalone 875 688 406 173
T o 7 W

30

37

O e Folkesson JCO 2005 Dutch TME study, Kapiteijn NEJM 2001
i | UG i
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Changes in Rectal Cancer Management

Surgical techniques have evolved

Total mesorectal excision (TME) is standard of care
Staging has improved

- MRI better able to identify high risk features, local
extent of tumor

Timing of chemotherapy

Chemotherapy traditionally given in adjuvant setting l — l
- Trend towards administering chemo and radiation ——
prior to surgery (total neoadjuvant therapy) e T s e

- Early data demonstrated good response rates to

Affleck, Ann of GI 2022
chemo even before administering RT

aucton v
Consoldation TNT.

2017 2019 2020 2021

al copic
tfor ade
[t

o UNC

CANCER CARF
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50




Do all locally advanced rectal cancer patients need pelvic RT?

Conventional treatment is 5-6 weeks of daily treatment
Side effects

* Diarrhea/bowel issues

* Urinary urgency/frequency
e Skin irritation

o UNC m

ANCER CARE R
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PROSPECT Trial (Schrag, NEJIV1 2023)

PROSPECT Trial (2012-2018)
Neoadjuvant chemo vs chemoRT for locally advanced rectal cancer

N=1194

Included: Excluded:

* T2/3N+ . T4

* T3NO « 241N

* Sphincter sparing surgery « Radial margin <3mm

/ \

chemoRT = LAR - Optional FOLFOX x 8 ’ FOLFOX x6*** = LAR - Optional FOLFOX x 6 (75% received)
(78% received)

***If <20% reduction in tumor size after chemo, then received
chemoRT

il | UNC ™

ANCER CARE —
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Role of radiation in rectal cancer

FOLFOX Group Chemoradiotherapy Group
Characteristic (N =585) (N=543)
Primary rectal tumor on digital examination — no./
total no. (%)
Rectal tumor not palpable 290/580 (50.0) 259/536 (48.3)
Rectal tumor palpable 290/580 (50.0) 277/536 (51.7)
Rectal tumor location — cm from anal verge
No. of patients with data 585 542
Mean 86129 85+2.8
Median (range) 8 (2-25) 8 (2-18)
Rectal tumor location — no. (%)
M id hi h <5 cm from anal verge 83 (14.2) 90 (16.6)
= g >5 to £10 cm from anal verge 375 (64.1) 344 (63.4)
>10 cm from anal verge 127 (21.7) 109 (20.1)
t umors Clinical stage — no./total no. (%)
T2 node positive 63/584 (10.8) 38/543 (7.0)
T3 node negative 232584 (39.7) 198/543 (36.5)
T3 node positive 289/584 (49.5) 307/543 (56.5)
Staging performed with MRl — no. (%)
[ Yes 494 (84.4) 458 (84.3)
No 91 (15.6) 85 (15.7)
m | UNC i
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Role of radiation in rectal cancer

Neoadjuvant chemo with selective chemoRT
non-inferior to chemoRT and adjuvant chemo
S5yr DFS 81% vs 79%

5yr Local recurrence 1.8% vs 1.6%

RO resection rate: 99% vs 97%

Only 7% of patients receiving neoadjuvant
chemo required chemoRT for poor response

o UNC

CANCER CARE
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Patients (%)

Composite

| I'l

Randomized Treatment Assignment

Patient reported outcomes (Basch JCO 2023)

Patient reported outcomes collected as part of study protocol
- PRO-CTCAE (all patients)
- additional PRO regarding bowel, bladder, sexual health, health-related QOL (subset of patients)

Severity increasing

T

[
. »

Lo
.

- S U

] ! 5 '
- i~ 4
. L [ . 4
Rantomzed Treatmart Assigrerent Randomzed Treatmet Asssgramast

Patieses (%]

Pataoes (%
[ )

(=]




Patient reported outcomes (Basch JCO 2023)

During neoadjuvant therapy...

Worse with neoadjuvant chemoRT

* Diarrhea

Worse with neoadjuvant chemo
* Anxiety

* Appetite loss
* Constipation
* Depression

* Dysphagia

* Dyspnea

* Edema

* Fatigue

* Mucositis

* Nausea

* Neuropathy

)

E

57

wive— Which of the following is a common side effect of radiation for rectal cancer?

Hair Loss

Diarrhea

Neuropathy

Constipation

Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app

0%

0%

0%

0%
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Patient reported outcomes (Basch JCO 2023)

12 months following surgery...

Worse with neoadjuvant chemoRT Worse with neoadjuvant chemo
* Fatigue * None

* Neuropathy

* Overall bowel function

* Overall sexual function

<15% of patients had severe issues with individual symptoms regardless of treatment
Patients reported similar health-related QOL in both groups

)

| UNC

LI'L CANCER CARE

E
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Other strategies for de-escalating rectal cancer treatment

Non-operative management

- surgery associated with morbidity

- Responders to neoadjuvant therapy (chemo, chemoRT) who have a clinical complete
response may have smaller benefit from surgery

Neoadjuvant therapy
* Chemo
e chemoRT

l 2 o
$7 £ 75
.

Reassess/surveillance

§§ H
- MR 1" i~
» Endoscopy 43-6m H o= P
* Exam . ot

2 i

Fullrw up sevce WRW decrsion {ycan) Folh

Nurberstisk 880 594 27 W8 N 1 Numberatrisk 880 785
(numbercensored)  (0) (1500 (25) (9N 08 GO {number censoeed) () %)

’ ReSIduaI dlsease: surgery ‘ ’ NO dlsease ‘ Analysis of International Watch & Wait Database, N=1009
Van der Valk Lancet 2018
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Role of radiation in rectal cancer

OPRA Trial (Organ Preservation in Rectal Adenocarcinoma)
N=324 stage II/1ll rectal cancer (80% cT3, 70% cN+)

Phase Il trial evaluated sequencing of chemo and chemoRT
* Arm 1: chemo - chemoRT

* Arm 2: chemoRT - chemo

Those with a clinical CR (via DRE, imaging, endoscopy) underwent watchful waiting
Those with incomplete response/recurrence underwent surgery

1w \
E :: 08 \‘&"‘\h__‘
1. S oo 5 year surgery-free survival ~50% for
© w—ww e patients receiving chemoRT - chemo
'l:mw Sunzn Tmar:nom ﬁ:n 1vﬁa:si "
KT "8 b p n “ » * Verheij JCO 2023
o UNG m
61

Take Home Points: Rectal Cancer

* Many treatment options for locally advanced rectal cancer
* Traditional: chemoRT - surgery - chemo
Total Neoadjuvant Therapy: chemoRT ->chemo -»surgery

PROSPECT: chemo - surgery
Non-Operative: chemoRT - chemo

* Treatment approach requires consideration of:
Clinical staging

 surgical options/complexity (LAR, APR)

* Patient preferences

=)

il | UNC

—_— CANCER CARF
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Sarcoma

)

o UNC

CANCER CARE

=
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Role of radiation in sarcomas

Pre-operative radiation has a well-established role in extremity sarcomas as
part of a limb-sparing approach

Sarcomas tend to have significant Pre-op RT targeting a larger area (green) can treat
microscopic extension microscopic disease
Surgical excision can “miss” Improvement in local control demonstrated in multiple
microscopic disease trials

= B N

m UNG i}
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Role of radiation in sarcomas

Retroperitoneal sarcomas are less common than extremity sarcomas and present unique
challenges
* Complex anatomy and critical structures limit ability to get wide margins

Data for extremity sarcomas has often been extrapolated to RP sarcomas
* Many radiation sensitive organs in the abdomen/pelvis can lead to higher toxicity risks

* Bowel

e Stomach
* Kidney

* Liver

e Spinal cord

=)
1@
-Z,
1@
(=

Role of radiation in sarcomas
“Benefit” of radiation “Risks” of radiation
* Locoregional control? * Toxicities
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STRASS (Bonvalot Lancet Onc 2020)

First (completed) randomized trial of pre-op radiation in retroperitoneal sarcomas

N=266

Non-metastatic RP sarcomas

/

N\

’ Pre-op RT ‘ ’

Surgery

’ Surgery ‘
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STRASS (Bonyvalot Lancet On

Primary endpoint: Abdominal recurrence-free survival
No improvement with Radiation

Conclusion: “Preoperative radiotherapy should not be
considered as standard of care treatment for retroperitoneal
sarcoma”

Does this mean that there are no indications for
radiation for RP sarcomas?
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Preoperative radiothesapy
phus surgery
Surgery aloew

— Preoperative radiotheragy phis surgery
— Surgery alone
HR 101(95% 1071-144):log rank pn0.95
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STRASS (Bonvalot Lancet Onc 2020)

RP sarcomas encompass multiple histologic Wl\\___\ﬂ‘
subtypes gl \LH

Different subtypes have different patterns of
recurrence

e s mval (%)

aal recurmence fre
&

Abdom
i

RP liposarcomas tend to have a locoregional

— Praoperative radotherapy plus suegery

recurrence pattern o s
* These patient did benefit from RT on subgroup - . . A
. Number at risk
ana|y5|s ;-..m(:::‘::m:;} 98(0) 85(0) 69(9) §50(25) 34(41) 18(54) 4(68)
5::::3': 100(0) 83(1) 64(6) 44023 30(34) 13(50 1(60)

Other types of RP sarcomas tend to metastasize-
RT probably less beneficial for these patients!
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STRASS (Bonvalot Lancet Onc 2020)

Other potential issues with the trial design/interpretation:
* Abdominal RFS is an unusual composite endpoint- should we expect RT to impact all of these?
¢ Tumor becomes inoperable
* Patient becomes non-operative candidate
* peritoneal mets at time of surgery
* macroscopic disease left at surgery
* Among patients who had an RO resection, there was a significant improvement with radiation (Local
recurrence 37% vs 20%)
* There may be RT techniques to mitigate the toxicity of RT

Focusing on the area where
surgeons likely to have difficulty
Fewer side effects

Treating the entire tumor
More side effects

THE UNIVERSITY
of NORTH CAROLINA
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RP. Sarcoma Take home points

* Treatment decisions for RP sarcoma are complex and require multidisciplinary decision
making

* Selective use of radiation for retroperitoneal sarcomas is appropriate
* There are likely patients who still benefit from pre-op radiation

* |dentification of patients who benefit from RT depends on
* Clinical findings (imaging, histologic subtype, etc)
* Surgical approach and expectation for residual disease
* Expected toxicity of treatment

)
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Overall Summary

* Radiation is an important part of curative-intent treatment for many cancer patients
* Provides a locoregional control benefit across many cancer types

* Omission of radiation can be considered for patients with low locoregional recurrence risk

* Ideal candidate for omission of RT depends on a number of factors
* Clinical/pathologic features of cancer
* Expected compliance with surgery, systemic therapy, etc
* Patient preferences

* Advances in radiation technologies-> less toxicity, shorter treatment courses, etc
* Radiation can facilitate omission of other therapies (surgery, systemic therapy)

* “Best” treatment approach is not always clear- requires joint decision making with patient and
the multidisciplinary team
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wivm— Questions/Comments?

Nobody has responded yet.

Hang tight! Responses are coming in.

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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Thank You . ..
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We Thank You for Participating Today!

UNC Lineberger Cancer Network
Sign up for our monthly e-newsletter
Email: unclcn@unc.edu
Call: (919) 445-1000
Check us out at

unclcn.org and learn.unclcn.org

Look for us on these social media platforms

n facebook.com/unclcn '@l unclinebergercancernetwork
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