Exploring Cancer Presented on November 10, 2023

Exploring Cancer

Examining the Role of Biology, Race, Class, and Socioeconomics

uL:e%ln

Welcome to the

UNC Lineberger Cancer Network’s [l Contact UNCLCN

live webinar Phone:
(919) 445-1000
Sound Check Start Time Emall;

unclcn@unc.edu
Webslte:
uncicn.org

Poll Everywhere is used for Q&A.  For any technical difficulties:
More information at: (919) 445-1000
pollev.com/unclcn unclcn@unc.edu

While waiting, check out our upcoming webinars:
unclcn.org/ liveevents

Join by Web

@ Go to PollEv.com
@ Enter UNCLCN

€) Respond to activity

For Educational Use Only




Exploring Cancer Presented on November 10, 2023

Exploring Cancer

Examining the Role of Biology, Race, Class, and Socioeconomics

Learn more, register for courses,
and sign up for our mailing list at
www.exploringcancer.org

A collaboration between

Centr | !m UN(* LINEBERGER COMPREHENSIVE Nowri CAROLINA AORICULTURAL
UNIVERSITY =5 4 CANCER CENTER AND TECHNICAL STATE UNIVERSITY

Exploring Gancen -

Examining the Role of Biology, Race, Class, and Socioeconomics 11:00 - 11:50 AM EST/EDT
August 25 October 13 November 10
Welcome to Cancer(s) and Health Breast Cancer Health Precision Medicine and
Dlsparltles 101 - The Introduction Dlsparltles Immunotherapy
September 1 October 20 November 17
Radiation Oncology - What Is Pancreatic Cancer Expandlng Cancer Care
It, and What Is It Good For? Quality and Delivery in
Sub-Saharan Africa:
a collaborative approach
September 8 October 27 ER
New Strategles in Treatlng Careers in Cancer
Gl Cancers

For Educational Use Only




Exploring Cancer Presented on November 10, 2023

Exploring Cancer

Examining the Role of Biology, Race, Class, and Socioeconomics  Noyvember 10, 2023

Precision Medicine and Inmunotherapy:

The new frontiers in cancer care?

»/ Ugwujl Maduekwe, MD, MMSc, MPH

Ugwuiji N. Maduekwe, MD, MMSc, MPH, FACS is an Associate Professor of Surgery
and Director of Regional Therapies in the Division of Surgical Oncology, Department of
Surgery at the Medical College of Wisconsin in Milwaukee, WI. She is the co-director
of the Advancing Cancer Equity in Surgery research collaborative and is also the
Deputy Director of the Advancing a Healthier Wisconsin Endowment, a role in which
she is focused on supporting actionable projects focused on making Wisconsin the
healthiest state. Her clinical focus is on peritoneal surface malignancies and gastric
cancer while her research focuses on how variations in patterns of surgical oncologic
care in gastrointestinal malignancies lead to health disparities.

Ugwuji Maduekwe, Dr. Maduekwe has an undergraduate degree in molecular and cellular biology from

MD, MMSc, MPH the University of Texas at Dallas, and underwent medical training at Harvard Medical
School, general surgery residency at Massachusetts General Hospital, and complex
general surgical oncology fellowship at the University of Pittsburgh.
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Professional Highlights

Professional Highlights

3 Dr. Ugwuji Maduekwe, MD, MMSc, MPH, is a robotically
= trained surgeon.
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Professional Highlights

3 Dr. Ugwuji Maduekwe, MD, MMSc, MPH, is a robotically
= trained surgeon.

2. She is a health equity researcher.

9
Professional Highlights
3 Dr. Ugwuji Maduekwe, MD, MMSc, MPH, is a robotically
= ftrained surgeon.
2‘ She is a health equity researcher.
1 She believes that mentorship is important fuel to career
» trajectory.
10

For Educational Use Only



Exploring Cancer Presented on November 10, 2023

Precision Medicine and Immunotherapy
The next step in cancer care?

Ugwuji N. Maduekwe, MD MMSc MPH
Associate Professor of Surgery
Medical College of Wisconsin
November 10t 2023

MCW Surgery
knowledge changing life
11
Cancer Treatment
Surgery Radiation Chemotherapy
MCW Surgery
knowledge changing life
12
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Cancer Treatment

V4 /3

Surgery Radiation Chemotherapy

Precision medicine Immunotherapy

MCW Surgery

knowledge changing life

13

What word comes to mind when you hear the term "Research"?

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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Centers for Disease Control

“A systematic investigation, including development,
testing, and evaluation, designed to develop or contribute
to generalizable knowledge”

MCW Surgery

knowledge changing life 15

15

“n "

- You are a doctor in a clinic. You are walking in to see an average patient.
77 Who is that?

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 ..

16
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“Doctors have always recognized that every patient is unique, and doctors
have always tried to tailor their treatments as best they can to individuals.
You can match a blood transfusion to a blood type — that was an important
discovery. What if matching a cancer cure to our genetic code was just as
easy, just as standard? What if figuring out the right dose of medicine was as
simple as taking our temperature?”

- President Obama, January 30, 2015

https://obamawhitehouse.archives.gov/precision-medicine

17

PRESIDENT OBAMA'S PRECISION MEDICINE INITIATIVE IS

DEVELOPING BETTER
APPROACHES TO
PREVENTIVE CARE AND
MEDICAL TREATMENTS BY:

Helping patients gain access to their health
information so they can collaborate in their
own care

Considering each individual's specifics,
like genes, environment, and lifestyle

Bringing new, effective medical technologies
to market faster

Building a research network of 1 million
or more U.S. volunteers

#PrecisionMedicine wh.gov/PMI
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COLLEGE.
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THE WHITE HOUSE

THE PRECISION MEDICINE INITIATIVE

January 20, 2015 - Precision Medicine Initiative
$216 million to sign up a million person cohort

December 13, 2016 - Congress passed the 215
Century Cures Act allocating $1.5 billion over 10 years
for the program

18
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& allofus.nih.gov * 1

m) National Institutes of Health Log InZ ‘ JOIN NOW £

All of Us Research Program

About Get Involved Funding and Program Partners Protecting Data and Privacy News and Events

The future of
health begins
with you.

The All of Us Research Program is inviting one
million people across the U.S. to help build one of
the most diverse health databases in history. We
welcome participants from all backgrounds.
Researchers will use the data to learn how our
biology, lifestyle, and environment affect health.
This could help them develop better treatments
and ways to prevent different diseases.

OIN NOW
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“u

“i-zZ You are a patient. How should this precision medicine work?

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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Glossary

DNA: deoxyribonucleic acid, is the hereditary material in humans and almost all other
organisms.

Gene: basic physical/functional unit of heredity, made up of DNA. Each chromosome
contains many genes. The Human Genome Project estimated humans have 20,000 -
25,000 genes

SNPs: Single nucleotide polymorphism, most common type of

genetic variation. Each SNP is a difference in a single DNA

nucleotide. They occur almost once in every 1,000 nucleotides on
average, which means there are roughly 4 to 5 million SNPs in a r

person's genome. These variations may be unique or occur in many
individuals; scientists have found more than 100 million SNPs in 8, Chromosome
populations around the world. “/

A
GWAS: Genome-wide association studies - searches genome for

SNPs seem to be more frequent in people with a disease. Can 7 ' Gene
evaluate hundreds or thousands of SNPs at a time Mot gty tedint

https://ghr.nlm.nih.gov/primer/basics/gene

https://ghr.nlm.nih.gov/primer/genomicresearch/

21
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Video Example
Grey’s Anatomy
S9:E15
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Precision Oncology Therapeutic
Advances

Chronic Myeloid Leukemia
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Imatinib Compared with Interferon
100+ and Low-Dose Cytarabine for Newly Diagnosed

Chronic-Phase Chronic Myeloid Leukemia
80-{ Imatinib
Stephen G. O'Brien, M.D., Ph.D., Frangois Guilhot, M.D., Richard A. Larson, M.D.,
60 Insa Gathmann, M.Sc., Michele Baccarani, M.D., Francisco Cervantes, M.D.,
Jan ). Cornelissen, M.D., Thomas Fischer, M.D., Andreas Hochhaus, M.D.,
Timothy Hughes, M.D., Klaus Lechner, M.D., Johan L. Nielsen, M.D.,
- 41 Philippe Rousselot, M.D., Josy Reiffers, M.D., Giuseppe Saglio, M.D.,
30 ‘|.H-Iﬁl Er R e John Shepherd, M.D., Bengt Simonsson, M.D., Alois Gratwohl, M.D.,
/“"“ 24 John M. Goldman, D.M., Hagop Kantarjian, M.D., Kerry Taylor, M.D.,
= Gregor Verhoef, M.D., Ann E. Bolton, B.Sc.N., Renaud Capdeville, M.D.,
10+ . P<0.001 and Brian J. Druker, M.D., for the IRIS Investigators*

Major Cytogenetic Response (%)
3
T

3 6 o 12 15 18 21 24 27
Months after Randomization

Random assignment

553 imatinib

553 interferon alfa plus low-dose cytarabine

to receive imatinib (553 patients) or interferon alfa plus low-dose cytarabine

Figure 1. Kaplan—Meier Estimate of the Time to a Major Cytogenetic Re-
sponse.

Data on patients who crossed over to the other treatment group or discontin-
ued treatment for reasons other than progression were censored. At 12
months, the estimated rate of major cytogenetic response was 84.4 percent in
the imatinib group and 30.3 percent in the group given interferon alfa plus
low-dose cytarabine; the respective rates at 18 months were 87.1 percent and
34.7 percent.

After a median follow-up of 19 months, the estimated rate of a major
cytogenetic response (O to 35 percent of cells in metaphase positive for the
Philadelphia chromosome) at 18 months was 87.1 percent (95 percent
confidence interval, 84.1 to 90.0) in the imatinib group and 34.7 percent (95
percent confidence interval, 29.3 to 40.0) in the group given interferon alfa plus
cytarabine (P<0.001).
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Precision Oncology Advances
Chronic Myeloid Leukemia
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These data are consistent with data from several registries such as the Surveillance, Epidemiology, and End Results (SEER) database and show the extent to which
imatinib reduced CML mortality and improved prognosis . The impact of imatinib treatment on CML survival observed in the ILTE study is probably greater than

Mm]_estimated. OXFORD
UF‘%%E{,%\ J Natl Cancer Inst, Volume 103, Issue 7, 6 April 2011, Pages 553-561, h;;QUE-NZZVQQE’RgS:gTZ] PQR]F;;H nci/dir06Q
25
Precision Oncology Therapeutic
Advances
Breast Cancer
26
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Fig. 1 Key advances in the recent history of breast cancer care (the date of introduction of each innovation was based on literature review with
reference to first large studies confirming its clinical value). Specific evolutions or improvements are colour-coded. Imaging is in light blue,
pathology in violet, surgery in red, radiation therapy in blue-green, systemic treatments in yellow. RT, radiation therapy: IHC,
immunohistochemistry; MRI, magnetic resonance imaging; CDK4/6, cyclin-dependent kinase 4/6

Adjuvant systemic therapy Neoadjuvant systemic therapy

Trimboli RM, Giorgi Rossi P, Battisti NML, Cozzi A, Magni V, Zanardo M, Sardanelli F. Do we still need breast

(M‘gmc,\ cancer screening in the era of targeted therapies and precision medicine? Insights Imaging. 2020 Sep
LLEGE. -020- =
OF WISCONSIN 25;11(1):105. doi: 10.1186/513244-020-00905-3. PMID: 32975658,
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Precision oncology advances
Breast cancer
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Slamon DJ, Leyland-Jones B, Shak S, Fuchs H, Paton V, Bajamonde A, Fleming T, Eiermann W, Wolter J, Pegram M, Baselga J, Norton L. Use of chemotherapy
plus a monoclonal antibody against HER2 for metastatic breast cancer that overexpresses HER2. N Engl J Med. 2001 Mar 15;344(11):783-92.

OF WISCONSIN

28

For Educational Use Only

14



Exploring Cancer Presented on November 10, 2023

Precision Oncology Therapeutic
Advances

Melanoma
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Precision Oncology Advances
Melanoma

A Overall Survival A Vemurafenib Group

2504 Disease Stage

225+ Unresectable m Mla m Mlb m Mlc
2004 stage lllc

175

Vemurafenib (N=336)

& Dacarbazine (N-336)

754

Overall Survival (%)

201 Hazard ratio, 0.37; 95% C1,0.26 to 055;
P<0.001

Percent Change from Baseline

in Diameters of Target Lesions

B W ‘ ‘ H‘

No. at Risk 75
Dacabazine 336 283 12 137 S8 & 39 20 9 1 1 0 0
Vemurafenb 336 320 266 210 12 11 80 35 14 6 1 0 0 Patients Treated with Vemurafenib

A Progression-free Survival B Dacarbazine Group
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Vemurafenib (N~275)
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Percent Change from Baseline
in Diameters of Target Lesions

1111 ’

Months
No. at Risk

Dacarbazine 274 213 85 48 28 16 10 6 3 0 0
Vemurafenb 275 268 211 12 105 0 35 16 4 3 0

H Patients Treated with Dacarbazine

Chapman PB, Hauschild A, Robert C, Haanen JB, Ascierto P, Larkin J, Dummer R, Garbe C, Testori A, Maio M, Hogg D, Lorigan P, Lebbe C, Jouary T, Schadendorf D, Ribas A,
0'Day SJ, Sosman JA, Kirkwood JM, Eggermont AM, Dreno B, Nolop K, Li J, Nelson B, Hou J, Lee RJ, Flaherty KT, McArthur GA; BRIM-3 Study Group. Improved survival with
vemurafenib in melanoma with BRAF V60OE mutation. N Engl J Med. 2011 Jun 30;364(26):2507-16.
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There is a persistent racial disparity in cancer mortality rate
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Cancer statistics for African Americans, 2019

MEDICA CA: A Cancer Journal for Clinicians, Volume: 69, Issue: 3, Pages: 211-233, First published: 14 February 2019,
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Digital Digital breast Contrast-enhanced
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Scree Breast
mammography ultrasound
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Cyclophosphamide, " CDK4/6
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Selective oestrogen Anti-HER2
receptor modulators monoclonal antibodies
Adjuvant systemic therapy Neoadjuvant systemic therapy

Fig. 1 Key advances in the recent history of breast cancer care (the date of introduction of each innovation was based on literature review with
reference to first large studies confirming its clinical value). Specific evolutions or improvements are colour-coded. Imaging is in light blue,
pathology in violet, surgery in red, radiation therapy in blue-green, systemic treatments in yellow. RT, radiation therapy: IHC,
immunohistochemistry; MRI, magnetic resonance imaging; CDK4/6, cyclin-dependent kinase 4/6

Trimboli RM, Giorgi Rossi P, Battisti NML, Cozzi A, Magni V, Zanardo M, Sardanelli F. Do we still need breast
cancer screening in the era of targeted therapies and precision medicine? Insights Imaging. 2020 Sep

OF WISCONSIN 25;11(1):105. doi: 10.1186/513244-020-00905-3. PMID: 32975658,
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Precision oncology advances

Breast cancer

Progression free survival
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Overall survival

Slamon DJ, Leyland-Jones B, Shak S, Fuchs H, Paton V, Bajamonde A, Fleming T, Eiermann W, Wolter J, Pegram M, Baselga J, Norton L. Use of chemotherapy
plus a monoclonal antibody against HER2 for metastatic breast cancer that overexpresses HER2. N Engl J Med. 2001 Mar 15;344(11):783-92.
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Differential burden of adverse
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Precision oncology advances

effects of targeted therapy for breast cancer

Total Cardtox
— All Patients 216 27

— Black 59 14 _
— White 157 13 =000

T
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Black: 59
White: 157 155 152 147 146 141 140

T T T T
3 6 9 12 15 18
Months after Treatment
55 50 46 44 44 43

Cumulative Incidence of Cardiotoxicity by Race. Curves were truncated at 18 months afler
treatment. P-value was based on log rank test

Litvak A, Batukbhai B, Russell SD, Tsai HL, Rosner GL, Jeter SC, Armstrong D, Emens LA, Fetting J, Wolff AC, Silhy R, Stearns V, Connolly RM. Racial disparities in the rate of cardiotoxicity of
HER2-targeted therapies among women with early breast cancer. Cancer. 2018 May 1;124(9):1904-1911
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Equity

EQUALITY: EQUITY: §é
Everyone gets the same — regardless if it's needed or Everyone gets what they need — understanding the
right for them barriers, circumstances, and conditions.

undation

Copyright 2022 Robert Wood Johnson Fo
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“Doctors have always recognized that every patient is unique, and doctors
have always tried to tailor their treatments as best they can to individuals.
You can match a blood transfusion to a blood type — that was an important
discovery. What if matching a cancer cure to our genetic code was just as
easy, just as standard? What if figuring out the right dose of medicine was as
simple as taking our temperature?”

- President Obama, January 30, 2015

MEDICAL
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https://obamawhitehouse.archives.gov/precision-medicine
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The strong push for inclusion also stems from the
significant concern that underrepresented
populations will be left behind as precision
medicine research advances.

Callier SL. The Use of Racial Categories in Precision Medicine Research. Ethn Dis.
2019;29(Suppl 3):651-658. Published 2019 Dec 12.
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Over the past decade, GWAS have been the preferred tool for
discovering the genetic factors involved in common diseases. Tens
o of thousands of significant associations between genetic variants
and biological traits have

BREAKDO!
Pro

Together, individuals of African and Latin American ancestry,
Hispanic people (individuals descended from Spanish-speaking
cultures in central or South America living in the United States) and
native or indigenous peoples represent less than 4% of all samples
analysed. Collectively, these are the most vulnerable and
traditionally underserved population

u:m——L:'ns* Popejoy AB, Fullerton SM. Genomics is failing on diversity. Nature. 2016
MEDICAL ) Oct 13;538(7624):161-164. doi: 10.1038/538161a. PMID: 27734877,
OE-‘J.LSC’-E%,;- Srmmmmmm———— PMCID: PMC5089703.
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Polygenic risk scores are not as applicable to
underrepresented groups

Polygenic risk scores (PRS)

- predict complex traits using genetic data
- are of burgeoning interest to the clinical community as researchers demonstrate their growing power to improve
clinical care, genetic studies of a wide range of phenotypes increase in size and power, and genotyping costs

plummet to less than US$50.
- Many earlier criticisms of limited prediction power are now recognized to have been chiefly an issue of insufficient

sample size, which is no longer the case for many outcome

Underrepresentation of the people of African descent in the development
cohorts mean that they are much less accurate in those patients. This is a major
concern globally and especially in the U.S., which already leads other middle-and
high-income countries in both real and perceived healthcare disparities

Martin AR, Kanai M, Kamatani Y, Okada Y, Neale BM, Daly MJ. Clinical use of current polygenic risk
scores may exacerbate health disparities. Nat Genet. 2019 Apr;51(4):584-591.
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Z’S:r:‘;::y“i)‘:rpspecﬁves PERsPECTIVES ON PRECISION HEALTH
AMONG RACIAL/ETHNIC MINORITY

COMMUNITIES AND THE PHYSICIANS

THAT SERVE THEM

on Precision Medicine

.
Trust is an
Lisa G. Rosas,PhD’; Catherine Nasrallah, MPH? Van Ta Park, PhD, MPH?

.
I S S u e Jan J. Vasquez, MPH; Ysabel Duron, BA% Owen Garrick, MD, MBA%;
Riccesha Hattin, BAS Mildred Cho, PhD’; Sean P. David, MD, SM, DPhil%;

Jill Evans, MPH?; Rhonda McClinton-Brown, MPH'’; Christopher Martin, MS"'

100 community members who self-reported their race/ ethnicity as American Indian (n=17), African American (n=13), Chinese (n=17), Latino (n=27), and Viet-namese (n=26),
completed the survey and participated in the focus group discussions

Five cross-cutting themes were identified: 1) familiarity and attitudes toward precision health; 2) familiarity and attitudes toward genetic testing; 3) familiarity and attitudes
toward precision medicine research; 4) concerns, sources of distrust and challenges; and 5) cultural norms and beliefs.

- knowledge of precision health is low in the racial/ethnic minority communities included

- some groups were enthusiastic about the approach, especially in as much as precision health considers influences on health in
addition to genes (eg, environmental, behavioral, social factors).

- Significant concern was expressed by African American and American Indian participants about precision health practices and
research based on past abuses in biomedical research

MEDICAL
"OLLEGE.
OF WISCONSIN

40

20

For Educational Use Only



Exploring Cancer Presented on November 10, 2023

“n
\ If your genes could be tested and a likelihood of future cancer
™ determined, how high would the number have to be for you to act?

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

41

“u

w2 Does it depend on what the action would be?

Major surgery

0%
Daily lifelong pill

0%
Having an inconvenient/uncomfortable test every year

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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Can we use precision medicine to PREVENT cancer?

B2
43
Video Example
Grey’s Anatomy
S5:E17
O?QEE%E]\
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Prophylactic gastrectomy is recommended for CDH1
variant carriers

Hereditary diffuse gastric cancer (HDGC) is an

autosomal dominant cancer syndrome that is

characterised by a high prevalence of diffuse Prophylactic total gastrectomy remains the recommended
gastric cancer and lobular breast cancer. It is option for gastric cancer risk management in

largely caused by inactivating germline mutations pathogenic CDH1 variant carriers.

in the tumour suppressor gene CDH1, although
pathogenic variants in CTNNAL occur in a minority
of families with HDGC.

Blair VR, McLeod M, Carneiro F, Coit DG, D'Addario JL, van Dieren JM, Harris KL, Hoogerbrugge N, Oliveira C, van der Post RS, Arnold J, Benusiglio PR,
Bisseling TM, Boussioutas A, Cats A, Charlton A, Schreiber KEC, Davis JL, Pietro MD, Fitzgerald RC, Ford JM, Gamet K, Gullo I, Hardwick RH, Huntsman
DG, Kaurah P, Kupfer SS, Latchford A, Mansfield PF, Nakajima T, Parry S, Rossaak J, Sugimura H, Svrcek M, Tischkowitz M, Ushijima T, Yamada H, Yang
HK, Claydon A, Figueiredo J, Paringatai K, Seruca R, Bougen-Zhukov N, Brew T, Busija S, Carneiro P, DeGregorio L, Fisher H, Gardner E, Godwin TD, Holm
KN, Humar B, Lintott CJ, Monroe EC, Muller MD, Norero E, Nouri Y, Paredes J, Sanches JM, Schulpen E, Ribeiro AS, Sporle A, Whitworth J, Zhang L, Reeve
AE, Guilford P. Hereditary diffuse gastric cancer: updated clinical practice guidelines. Lancet Oncol. 2020 Aug;21(8):e386-e397
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Ehe New Pork Times May 15, 2013
OP-ED CONTRIBUTOR
By Angelina Jolie
May 14, 2013
OP-ED CONTRIBUTOR
Angelina Jolie Pitt: Diary of
L]
ngelina Jolie Fitt: Diary of a
Oli Scarff/Getty Images S
Angelina Jolie underwent a preventive double mastectomy. urge ry
By Angelina Jolie Pitt
Close Window
Copyright 2013 The New York Times Company March 24, 2015 £ v = PS D
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scientific reports

OPEN The Angelina Jolie effect:
Contralateral risk-reducing
mastectomy trends in patients
at increased risk of breast cancer

i SschaHowsll, Androw 0. Badam, Arthony Howall &

taden mmQ Breast Cancer

LETTER Open Access

Longer term effects of the Angelina Jolie ®-
effect: increased risk-reducing mastectomy
rates in BRCA carriers and other high-risk
women

. Gareth Evans' 0, e Wise Tancy', Fiona Lallo, Mary Wison’, ichard lohnsor?,
Lonathon Dunca, Leser B, ¥ nd Anthany Howel

ety BMC Cancer

@

Changes of Socio-demographic data of
clients seeking genetic counseling for
hereditary breast and ovarian cancer due
to the “Angelina Jolie Effect”

Chistine taudql”, Georg Pl Kaharin Hrauda', Romana ez, Andreas Bergr, Fensce Lchenschop
Chistian F Singer’ nd by Kheng . Tez

s 2010 7140542
oS R4

EPIDEMIOLOGY

Risk-reducing mastectomy rates in the US: a closer examination
of the Angelina Jolie effect

Alexander Lisde! - Mona CalTamara Fider Crouter'3 - Danieta iepeP - Fiona Callaghan' D, Gareth vans®*

e 19401218 At 3 Vy 2018/ Pl e 515y 218
e
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' Breast Cancer

The Angelina Jolie effect: how high celebrity
profile can have a major impact on provision of
cancer related services

e s cots”,
o, Anthony Honel
v

ORIGINAL ARTICLE  [ETTEES

Evaluation of the “Angelina Jolie Effect” on
Screening Mammography Utilization in an
Academic Center

Mar D Hucsh MBES, PHD", Ssann Scheer, DO, Jct Sge, P, Alian Cheslen, DO
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The New YJork Times

OPINION

¢s Dad Has a Mutat

Amer,

ion More

icans Should Be Tested

Beyonc
Afr

1can

For

An inherited gene that can be discovered early caused Matthew

Knowles’s breast cancer.

Oct. 16,2019

Matthew Knowles Johnny Nunez/Wirelmage

A (R (Qss

5 Give this artice

Ms. Stallings is the founding co-chairwoman of the Young Leadership Council of the Basser

Center for BRCA at the University of Pennsylvania.

By Erika Stallings
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Risk reducing surgery should be considered for BRCA

carriers

BRCA1 BRCA2

60 - 80% lifetime risk of breast cancer

16.5% risk ovarian cancer
Increased risk of pancreatic cancer

Increased risk of male breast
cancer

55% risk of ovarian cancer

Mastectomy decreases breast cancer risk 95 - 99%

Oophorectomy decreases ovarian cancer risk 72 - 88%

Ludwig KK, Neuner J, Butler A, Geurts JL, Kong AL. Risk reduction and survival benefit of prophylactic surgery in
BRCA mutation carriers, a systematic review. Am J Surg. 2016 Oct;212(4):660-669.

Nasim Mavaddat, Susan Peock, Debra Frost, Steve Ellis, Radka Platte, Elena Fineberg, D. Gareth Evans, Louise Izatt, Rosalind A. Eeles, Julian Adlard, Rosemarie Davidson, Diana Eccles,
Trevor Cole, Jackie Cook, Carole Brewer, Marc Tischkowitz, Fiona Douglas, Shirley Hodgson, Lisa Walker, Mary E. Porteous, Patrick J. Morrison, Lucy E. Side, M. John Kennedy, Catherine
Houghton, Alan Donaldson, Mark T. Rogers, Huw Dorkins, Zosia Miedzybrodzka, Helen Gregory, Jacqueline Eason, Julian Barwell, Emma McCann, Alex Murray, Antonis C. Antoniou,

Douglas F. Easton, on behalf of EMBRACE, Cancer Risks for BRCA1 and BRCA2 Mutation Carriers: Results From Prospective Analysis of EMBRACE , JNCI: Journal of the National Cancer

Institute, Volume 105, Issue 11, 5 June 2013, Pages 812-822

51

COLLEGE.
OF WISCONSIN

Suggested Approaches to Care of Patients with Hereditary
Breast and Ovarian Cancer Syndrome.

Table 3. Suggested Approaches to Care of Patients with Hereditary Breast and Ovarian Cancer Syndrome.*

Focus and Approach
Breast cancer in women
Surveillance

Risk-reducing medicationf

Risk-reducing mastectomy

Ovarian cancer
Surveillance

Risk-reducing medication

Riskreducing

salpingo-oophorectomy
Breast cancer in men
Surveillance

Riskreducing mastectomy

BRCAI Carriers

NCCN* guidelines recommend breast “aware-
ness” starting at age 18 yr; clinical breast ex-
amination, every 6-12 mo, starting at age
25 yr; ages 25-29 yr: annual MRI (preferred)
or mammography if MRI unavailable; ages
30-75 yr: annual mammography and MRI;
>75 yr:individualized care

Inadequate data to support ts use

Given the often aggressive high-grade, ER-
negative nature of breast cancers and uncer-
tain benefit of chemoprevention, surgical pre-
vention may be given higher priority than sur-
veillance

BRCAZ Carriers

NCCN*guidelines recommend breast “aware-
ness” starting at age 18 yr; clinical breast ex-
amination, every 6-12 mo, starting at age 25
yr; ages 25-29 yr: annual MRI (preferred) or
mammography if MRI unavailable; ages 30-
75 yr: annual mammography and MRI; >75
yr:individualized care

Option, given anticipated 50% risk reduction in
ER-positive breast cancers®

Option for women who prefer surgical risk re.
duction rather than surveillance and chemo
prevention

NCCN guidelines do not endorse
ing with transvaginal ultrasonography and
measurement of serum CA-125 levels. Not to
a

NCCN guidel routine screen-
ing with transvaginal ultrasonography and
measurement of serum CA-125 levels. Not to

risk-

reducing sal in BRCAI

a reasonable substitute for

and BRCAZ carriers. In women who delay risk-

reducing salpingo-oophorectomy, these ap-
proaches may be considered, starting at age
30-35 yr*

g salpi in
BRCAL and BRCAZ carriers. In women who
delay risk-reducing salpingo-oophorectomy,
these approaches may be considered, sart-
ing at age 30-35 yr*

No Mutation Detected in Known
Predisposing Genes

Annual breast MRI with mammography recom-
mended for lifetime risk >20-25%, starting
5-10 yr before youngest age of diagnosis of
breast cancer in family

Option, given anticipated 50% risk reduction in
ER-positive breast cancers”

Consider on a case-by-case basis, informed by
tisk estimates

Not indicated

prospe ; studies of
oral contraceptives are consistent with
40-50% reduction in risk®

Recommended by age 40yr

NCCN guidelines recommend training in breast

No prosp 3 of
oral contraceptives are consistent with 40~
50% reduction in risk®#

Recommended by age 45-50 yr

NCCN guidelines recommend traning in breast
i d

a
breast examinations starting at age 35 yr*
Given that isk of male breast cancer among

BRCAI carriers is lower than that among aver-

agerisk women, isk-reducing mastectomy is
not recommende

cal breast examinations starting at age 35 yr**

Given that risk of male breast cancer among
BRCA2 carriers i lower than that among av-
erage-risk women, isk-reducing mastectomy
is not recommen

Oral reduce risk; may be rel-
‘evant in families with ovarian-cancer history

Consider on a case-by-case basis, informed by
tisk estimates and new genetic information

No evidence of increased risk
Not indicated

Not indicated

*The suggested approaches are those of the authors unless otherwise indicated. ER denotes estrogen receptor, and MRI magnetic resonance imaging,
1 Riskereducing medications are tamoxifen for premenopausal women and tamosifen or an aromatase inhibitor for postmenopausal women.

Hartmann LC, Lindor NM. N Engl J Med 2016;374:454-468.
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BY THE NUMBERS

TCGA produced over

2.5

PETABYTES

of data

To put this into perspective, 1 petabyte of data
is equal to

212,000

DVDs

TCGA data describes including
DIFFERENT RARE
TUMOR TYPES CANCERS

..based on paired tumor and normal tissue sets
collected from

W 11,000

PATIENTS

80

..using

7 DIFFERENT
DATATYPES

For example, a TCGA study found the basal-like
subtype of breast cancer to be similar to the

MOLECULAR und exst]a?s::\;e; fﬁ; serous subtype of ovarian cancer on a molecular
BASISOF | genomnic underpinnings level, suggesting that despite arising from
CANCER of cancer different tissues in the body, these subtypes may
share a common path of development and
respond to similar therapeutic strategies.
TUMOR Revolutionized how TCGA revolutionized how cancer is classified by
SUBTYPES cancer is classified identifying lumgr subtypes with distinct sets of
genomic alterations*
Identified genomic TCGA' identification of targetable genomic
characteristics of tumors alterations in lung squamous cell carcinoma led
THERAPEUTIC | that can be targeted with to NCI's Lung-MAP Trial, which will treat
TARGETS currently available patients based on the specific genomic changes
therapies or used to help in their tumor.

with drug development

THE TEAM

e 20

COLLABORATING

WHAT'S NEXT?

The Genomic Data

Commons (GDC)

houses TCGA and other

NCI-generated data

sets for scientists to o o
access from anywhere

The GDC also has

many expanded

— INSTITUTIONS capabilities that will e 0
across the United States allow ’“anChel'S to .
and Canada answer more clinically

relevant questions with
increased ease.

*TCGA' anaysis of stomach cancerreveald that it i nota singe disease, but a isease composed
o foursubtypes,including 2 new subtype characteized by infection with Epstein-Barr vius.

www.cancer.gov/ccg

BY THE NUMB:!

TCGA produced over

NATIONAL CANCER INSTITUTE
THE CANCER GENOME ATLAS

For example, a TCGA study found the basal-like
subtype of breast cancer to be similar to the
MOLECULAR sfthe  SE10USsubtype of ovarian cancer on a molecular
BASISOF | genomic underpinnings eVl suggesting that despite arising from
CANCER ofcancer  different tissues in the body, these subtypes may
share a common path of development and
respond to similar therapeutic strategies

Improved our

TUMGR n TCGA revolutionized how cancer is classified by
TCGA data describes including SUBTYPES cancer s classified identifying tumor ‘pes with distinct sets of
7 7 I n genomic alterations *
L 1 ) LI . T T

82.1% White, 8.5% Black, 9.4% Other
(<0.5% Native Hawaiian, Pacific Islander, Alaskan Native, American Indian)

~3% Hispanic

7 DIFFERENT
DATATYPES

The GDC also has

wh T —
COLLABORATING

many expanded
== INSTITUTIONS capabilites that wil o o
¥ 7 across the United States [
Inited Stales  answer more clinically
relevant questions with
increased ease.
o5 s ot e dises
it sy www.cancer.gov/ccg

Spratt DE, Chan T, Waldron L, Speers C, Feng FY, Ogunwobi OO, Osborne JR. Racial/Ethnic Disparities in
Genomic Sequencing. JAMA Oncol. 2016 Aug 1;2(8):1070-4

Wang X, Steensma JT, Bailey MH, Feng Q, Padda H, Johnson KJ. Characteristics of The Cancer Genome
Atlas cases relative to U.S. general population cancer cases. BrJ Cancer. 2018;119(7):885-892.
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| [
wi:ZZ What should be done to fix these disparities?

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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PROCLAIM

PROmoting CLinicAl Trlal EngageMent for
Pancreatic Cancer App Study

MCW Surgery

knowledge changing life
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PROCLAIM

01 02

What do our patients need? Does this help achieve the goal?

ka5

MCW Surgery

knowledge changing life

57
PROCLAIM: STUDY SCHEMA
[ Partd } [ Part2 J
[ Consent and Screenlng‘ } [ Consent and Screening® ]
[ s } [ Randomization (mHeaIth app }
vs control)
[ mHeaIthapp Development J
[ Questionnaires and interviews* }
[ mHealth app user testing ]
MCW Surgery
knowledge changing life
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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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Exploring Cancer

Examining the Role of Biology, Race, Class, and Socioeconomics

Exploring Cancer is a webinar series taught by cancer biologists,
physicians, public health experts, and other cancer specialists from
NCCU, UNC-Chapel Hill, and NC A&T.

UNC Lineberger Cancer Network

Centr | ‘m ™ LINEBERGER COMPREHENSIVE Sk GRS A AR ORAL
VERS Yy &= + | CANCER CENTER AND TECHNICAL STATE UNIVERSITY
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Exploring Cancer @t

Examining the Role of Biology, Race, Class, and Socioeconomics November 17
Upcoming Live Webinar 11:00 AM

Expanding Cancer Care Quality and Delivery in
Sub-Saharan Africa: a collaborative approach

.‘v_::;L,_ LRd 7:, SRR i ‘L . S e
Benyam Muluneh, Jen Hotchkiss,
PhD, RN, OCN, FAAN PharmD., BCOP, CPP MSN, RN, OCN, CNL
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Examining the Role of Biology, Race, Class, and Socioeconomics

Thank you for participating!

You may now return to the UNCLCN Learning Portal to
complete a course evaluation and claim your certificate.

For any technical issues or questions, contact us at
Email: unclcn@unc.edu

Call: (919) 445-1000

64

For Educational Use Only

32





