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‘areas of debate....




Controversy 1:is the rote and
timing of surgery/ radiation
/systemic tx changing for.newly
diagnosed brain mets??




Systemic
Therapy

Radiation
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Shifting role of systemic | Melanoma

thera PY in brain mets Avg tumor size approx 1.5cm (asymptomatic)

The NEW ENGLAND JOURNAL of MEDICINE . _
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ORIGINAL ARTICLE
Overall Survival with Osimertinib in Untreated, EGFR-Mutated Advanced
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HER2+ Breast Ca

Tucatinib, Trastuzumab, and Capecitabine for HER2-Positive Metastatic
Breast Cancer

Rashmi K. Murthy, M.D., Sherene Loi, M.D., Alicia Okines, M.D., Elisavet Paplomata, M.D., Erika Hamilton, M.D., Sara A. Hurvitz, M.D., Nancy U.

Lin, M.D., Virginia Borges, M.D., Vandana Abramson, M.D., Carey Anders, M.D., Philippe L. Bedard, M.D., Mafalda Oliveira, M.D,, et al. PS H E Rz C LI IVI B : I n C re a Se d OS a n d d e I ay
in brain mets progression in HER2
Breast CA patients

A Kaplan-Meier Estimates of Progression-free Survival among Patients with Brain Metastases
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Table 2. Therapies for brain metastasis
Cancer type Dmg_flarget Clinical trial Clinical trial outcome

Lung Osimertinib (EGFR) FLAURA PFS = 18.9 months; HR 0.46; 95% CI, 0.37-0.57
Lung Alectinib (ALK) Global ALEX CNS RR = 81%; response duration = 17.3 months
Lung Ceritinib (ALK) ASCEND-4 PFS = 10.7 months; HR = 0.70; 95% Cl, 0.44-1.12
Lung Lorlatinib (ALK) IC-ORR = 40%~-75%
Melanoma Dabrafenib+trametinib (BRAF) COMBEI-MB IC-ORR = 59%
Melanoma Vemurafenib (BRAF) IC-ORR = 15%; PFS 4.0 months; OS 9.6 months
Breast Abemaciclib (CDK4/6) NCT02308020 In progress
Breast Pertuzumab +trastuzumab +docetaxel CLEOPATRA 0S = 34.4 months
(HER2)
Breast Trastuzumab emtansine (HER2) EMILIA 0S8 = 26.8 months
Breast Tucatinib + capecitabine + trastuzumab HER2CLIMB In progress
(HER2)
Breast (TNBC) Cisplatin + veliparib NCTO02595905 In progress
Breast Etirinotecan pegol (NKTR-102) NCT02915744 In progress
Melanoma Ipilimumab + nivolumab (CTLA-4+PD-1) NCT02374242 Intracranial ORR = 46%
Lung, melanoma Pembroluzimab (PD-1) NCT02085070 Intracranial RR = 33% for NSCLC; intracranial RR = 22% for
melanoma
NSCLC Nivolumab + Ipilimumab +radiation (PD-1, NCT02696993 In progress
CTLA4)
Brain mets (any solid Pembrolizumab (PD-1) NMCTO02886585 In progress
tumor)

NOTE: Several clinical trials are underway to investigate disease-specific therapies for brain metastasis, as well as checkpoint blockade for brain metasf
available, outcomes are summarized.




Currently, surgical
indications still include...

* >2.5-3cm
* Neurologically symptomatic

* Solitary, dominant, or 2-3 dominant
lesions

* Lots of mass effect

e Tissue diagnosis

* You have doubts radiation or systemic )
therapy will control quickly
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Salvage therapy: Rapidly growing population

P

It is exceedingly challenging to
distinguish recurrent tumor versus
treatment effect



Salvage therapy

Medical treatment and surveillance Tissue sampling up front

N\
‘ Trial multiple Steroid taper(s)

\

‘ Avastin
|

‘ vit E, pentoxifylline

Figure out composition of
lesion (% tumor, % treatment
effect) via biopsy or resection

LITT (biopsy AND treat same
setting, minimally invasive)
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> JAMA Oncol. 2019 May 1;5(5):703-709. doi: 10.1001/jamaoncol.2018.7204.

Association of Neurosurgical Resection With
Development of Pachymeningeal Seeding in Patients
With Brain Metastases

Daniel N Cagney 1 Nayan Lamba 1 2 Sumi Sinha 3, Paul J Catalano 4 5, Wenya Linda Bi 6 Brian M
Alexander 1, Ayal A Aizer 1

Affiliations + expand
PMID: 30844036 PMCID: PMC6512273 DOI: 10.1001/jamaoncol.2018.7204

Resection associated with increased risk of
pachymeningeal seeding (p<0.001) but not
LMD. Rate of 8.6%.




Advantages Disadvantages

Increased local control via target
delineation

Lack of pathological
confirmation

Less LMD

Impaired wound healing

Less Rad Nec (less normal brain
radiated and radiated tissue is resected)

Increased time with
neurologic deficit, need

Improved time to systemic therapy . . .
agile radiation dept

Multiple ongoing national and institutional trials to evaluate
WINSHIP TRIAL - RAD5234-21: Preoperative radiosurgery for brain metastases planned for surgical resection: a two arm pilot study (Pl: Zach Buchwald,
MD)
NRG trial soon to open



Hypofractionation * Better LC with RT0G recommended

* For large lesions (>2cm) or large
cavities, however, single dose 24 Gy
associated with higher acute and
late CNS toxicity, primarily rad nec

* Hypofractionation (3-5 fx) for larger
lesions / cavities
* 3x9Gy versus, 5x6Gy

TRIAL @ WINSHIP . _ )
Alliance 071801 Phase Ill Trial of Post-Surgical * Multiple retrospective studies, now
Single Fraction SRS compared with fractioned SRS onto national and institutional

for resected met brain disease (Pl: Eaton MD, prosp ective trials
Hoang MD)




Brachytherapy

* Cesium brachytherapy

e Recurrent or newly
diagnosed mets

e Patients who are
noncompliant

WINSHIP TRIAL: GTM-102 A

Phase 3 Randomized Controlled Trial of
Post-Surgical Stereotactic Radiotherapy
(SRT) versus Surgically Targeted
Radiation Therapy (STaRT) with Gamma
Tile for Treatment of Newly Diagnosed
Metastatic Brain Tumors (Pl: Hoang)

* IORT




Controversy 4:-1issue
sampling of brain mets to
identify actionable mutations




Genome-wide
sequencing
a Brain
/& metastasis
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Genomic profiling —
actionable mutations (53%

Published in final edited form a
Cancer Discov. 2015 November ; 5(11): 1164—1177. doi:10.1158/2159-8290.CD-15-0369

Genomic characterization of brain metastases reveals branched
evolution and potential therapeutic targets

Priscilla K. Brastianos#1.3.5.6.10, Scott L. Carter#8.10, Sandro Santagata’-'', Daniel P. Cahill2,
Amaro Taylor-Weiner'®, Robert T. Jones®9, Eliezer M. Van Allen® 0, Michael S. Lawrence’©,
Peleg M. 12 Kristian Ci 10, Keith L. Ligon®.11, Josep Tabernero’4, Joan
Seoane’?, Elena Martinez-Saez'5, William T. Curry?2, lan F. Dunn’2, Sun Ha Paek'®, Sung-
Hye Park'6, Aaron a'®, Aaron Ci ier'©, Mara g'°, Frederick G. Barker
112, Corey M. Gill5, Paul Van Hummelen®°, Aaron R. Thorner®?, Bruce E. Johnson®, Mai P.
Hoang?, Toni K. Choueiri® g tti'1, Carrie 10, S. Rabin®, Nancy
i 4

U. Lin®, Eric P. Winer®, Anat 8 Y 6.9.10.11 | evi
Garraway®8.10, Stacey Gabriel'0, Eric S. Lander'?, Rameen Beroukhim®.7.10, Tracy T.
Batchelor3, Jose Baselga’3, David N. Louis?, Gad Getz#4:5.10, and William C. Hahn#6.9.10
1Department of Medicine, Massachusetts General Hospital, Harvard Medical School, all in Boston

2Department of Neurosurgery, Massachusetts General Hospital, Harvard Medical School, all in
Boston

3Department of Neurology, Massachusetts General Hospital, Harvard Medical School, all in
Boston




Consider tissue sampling?

* |s brain disease quite different from systemic
disease control

* “Onco - functional balance”

Maximal resection =»
¢ Poor resection = Poor
SURVIVAL

/

Bad function (KPS, ECOG)
x Less aggressive adjuvant therapy
D¢ Clinical trial ineligibility
¢ Poor QoL with terminal disease




THANK YOU TO OUR TEAM + QUESTIONS?

UNIVERSITY
SCHOOL OF

MEDICINE

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Neurosurgery

Jeffrey Olson, MD
Edjah Nduom, MD
Christopher Diebert, MD
Gustavo Pradilla, MD
Dan Refai, MD

Radiation Oncology

Hui Kuo Shu, MD PhD

Jim Zhong, MD

Bree Eaton, MD

Zachary Buchwald, MD PhD
Shannon Kahn, MD

Kristin Higgins, MD

Lisa Sudmeier MD PhD

Medical / Neuro-Oncology
Shawn Kothari MD
Madison Shoaf MD

Will Read MD

And all of you!!

WINship Brain Tumor
Registry (WINBTR)

Clinical Trials Office

CONTACT INFO

Kbhoang@emory.edu

Office: 404-778-5770 @kimberlybhoang

WINship Brain Tumor Registry
(WINBTR)
India Smith (Information Analyst)

NCI Designated Comprehensive Cancer Center
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