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Breast Cancer in Young Women:

A Case Study

* Maria is a 28 y.o. Hispanic woman who noticed a mass in left breast while
showering 8 months ago. Over that period, the mass increased in size and
became tender and painful.

* She then had a left mammogram that showed a 5.7 heterogenous
shadowing mass with irregular margins with a lobulated lymph node with
thickened cortex measuring up to 7 mm.

* Left breast and lymph node biopsy revealed Invasive Ductal Carcioma,
grade 3 of 3, ER 70% PR 35% and Her2 3+ in the breast and axilla lymph

node.

e . .
& Mays Cancer Center

UT Health MDAnderson
SanAnwnio  GaneerCenter

Breast Cancer in Young Women:

A Case Study

REPRODUCTIVE HISTORY: menarche at age 13. No parity. Currently

using a progesterone implant in her arm for contraception x 6 years
PAST MEDICAL HISTORY: Hyperlipidemia.

PAST SURGICAL HISTORY: rhinoplasty.

SOCIAL HISTORY: Never smoked. No alcohol or Illicit drug use

FAMILY HISTORY: Breast Cancer in her aunt, age 40
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Breast cancer in the “Very Young”

What'’s the Worry!

Being young (<35 years) at diagnosis:

» Associated with a less favorable prognosis

* Recurrence hazard and age is continuous with a 4% decrease in recurrence
and a 2% decrease in cancer-specific death for every year of increase in age

* Less than 35: risk of death increases by 5% for every 1-year decrease in age

» Age 35-50 years: no significant correlation between risk of death and age
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Breast cancer in the “Very Young”

What'’s the Worry!

The biology is significantly different:

* Higher prevalence of tumors of high grade

* Less likely to be hormone receptor positive

* Higher percentages of tumors with vascular invasion
*  More likely to be HER2-overexpressed

*  More Triple Negative tumors
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Assessing Genetic Risks

TESTING CRITERIA FOR HIGH-PENETRANCE BREAST AND/OR OVARIAN CANCER SUSCEPTIBILITY GENES
(This often includes BRCA1, BRCA2, CDH1, PALB2, PTEN, and TP53 among others. See GENE-A for a more complete ||

1. Individuals with any blood mlatlve with a known pathogenlcnlkely pathogenic variant in a cancer susceptibility gene
2, Indl\rlduals meeting the cri‘tsrla below but with previous limited testing (eg, single gene and/or absent deletion
analysis) i d in pursuing muilti-gene testing
3. Personal history of cancer
* Breast cancer with at least one of the following:
¢+ Diagnosed at age =45 y; or
+ Diagnosed at age 46-50 y with:
¢ Unknown or limited family history; or
0 A second breast cancer diagnosed at any age; or
0 21 close blood relative® with breast, ovarian, pancreatic, or high-grade (Gleason score 27) or intraductal
prostate cancer at any age
+ Diagnosed at age <60 y with triple-negative breast cancer;
» Dlagnosad at any age wlth
OA

i Jewish try; or
0 21 close blood relative® with breast cancer at age <50 y or ovarian, pancreatic, or metastatic or intraductal

prostate cancer at any age; or
© 23 total diagnoses of breast cancer in patient and/or close blood relatives®
+ Diagnosed at any age with male breast cancer
« Epithelial ovarian cancer’ (including fallopian tube cancer or peritoneal cancer) at any age
» Exocrine pancreatic cancer at any age®? (See CRIT-3
= Metastatic or intraductal prostate cancer at any age
. High-grade (Gleason score 27) prostate cancer with:
Ashhk i Jewish y; or
> 21 close relative® with breast cancer at age <50 y or ovarian, pancreatic, or ic or intraductal prostat
cancer at any age; or
» 22 close relatives® with breast or prostate cancer (any grade) at any age.

= A mutation identified on tumor g that has clini i if also identified in the germline
;o a} IE ! stem}c tr’!’sra,py declsion-rnaklng, such as for HERZ—nsgaﬂw metastatic breast cancel
ted or unaff individual with a first- or secnnd-degres blood relatlve ITIWtII'I? any of the criteria listed

ahovn (except individunls who meet criteria only for sy
= An affected or unaffected i who otherwise does not meet the criteria above but has a probability >5% of a

BRCA1/2 pathogenic variant based on prior probability models (eg, Tyrer-Cuzick, BRCAPro, Pennll)

Assessing Genetic Risks

LI-FRAUMENI SYNDROME MANAGEMENT
IN ADULTS

= Breast awareness® starting at age 18 y.
+ Clinical breast exam, every 6-12 mo, starting at age 20 y.?
= Breast screening
» Age 20-29° y, annual breast MRI® screening with contrast.d

» Age 30-75 y, annual breast MRI® a wtlh and gram with of ¥
rAge>TSy, should ba idered on an | basis.
+ For women with a TP53 pathogenicilikely pathogenic variant who are treated for breast cancer, and who have nnt had a bilateral mastectomy,
screening with annual breast MRI and with of t ynthesis should as described above.
* Discuss option of risk-reducing mastectomy
» Counseling should include a discussion regarding degree of protection, reconstruction options, and risks. In addition, the family history and
residual breast cancer risk with age and life exp should be during g
= Address psychosocial and quality-of-life aspects of going risk.
OTHER CANCER RISKS
= Comp: I y axam gl Ination with high index of suspicion for rare cancers and second malignancies in
cancer survivors every 6=12 mo.
« Colonoscopy and upper end every 2-5y ing at 25 y or 5 y before the earliest known colon cancer in the family (whichever comes
first).

» Annual dermatologic examination starting at 18 y.
« Annual whole body MRI®'9 (category 2B).
= Annual brain MRI (category 2B) may be performed as part of the whole body MRI or as a separate exam.
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Reconstruction Challenges:
Young Women are Different

Competing priorities - Parenting, work, or recreational activities influence
timing and type of reconstruction.

Experience greater psychological morbidity and poorer quality of life than
older women.

Breast anatomy and physiology and overall medical condition generally
allow more reconstructive options

Young breast cancer survivors maybe less sexually active

More body image and sexual problems than healthy women in their same
age range.

Related to both to side effects of breast cancer treatment and to
difficulties with mental health and partner relationships

6 Mays Cancer Center
Lee, Breast Disease, vol. 23, no. 1, pp. 47-52, 2006 UT Health MDAnderson
Fobair, Psycho-Oncology15: 579-594 (2006) Senfnonio - Ganeer Center

Fertility Preservation

VOLUME 36 - NUMBER 19 - JuL¥Y 1, 2018

Gonadotropin-Releasing Hormone Agonists During
Chemotherapy for Preservation of Ovarian Function and
Fertility in Premenopausal Patients With Early Breast Cancer:
A Systematic Review and Meta-Analysis of Individual
Patient—Level Data

Matreo Lambertini, Halle C.F. Moore, Robert C.F. Leonard, Sitylle Loibl, Pamela Munster, Marco Bruzzone, Luca
Boni, Joseph M. Unger, Richard A. Anderson, Keyur Mehta, Susan Minton, Francesca Poggio, Kathy 8. Albain,
Douglas J.A. Adamson, Bernd Gerber, Amy Cripps, Gianfilippo Bertelli, Sabine Seiler, Marcello Ceppi, Ann H.
Fartridge, and Lucia Del Mastro
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Fertility Preservation

* Meta-analysis of individual patient data from five randomized clinical

trials (PROMISE-GIM6, POEMS/SWOG S0230, Angelo Celtic Group OPTION, GBG-37 ZORO,
and a Moffitt Cancer Centerled trial)

* Premature ovarian insufficiency rate in the GnRHa group was 14.1% vs
30.9% in the control group

* Patients in the GnRHa group had 62% less risk to develop premature
ovarian insufficiency as compared to those treated with chemotherapy

alone.

* Patients in the GnRHa group had 1- and 2-year amenorrhea rates of
36.8% and 18.2%, respectively. One- and 2-year amenorrhea rates in the
control group were 40.4% and 30%, respectively.

* Thirty-seven patients in the GnRHa group had at least one post-treatment
pregnancy during the follow-up period vs 20 patients in the control group.

Lambertini et al, ] Clin Oncol 36:1981-1990, 2018
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Fertility Preservation

Premature ovarian insufficiency

GnFiHa Control
Subgroup Eventaipts  Eventspts OR  @8%Cl
All patients 517383 M —.— 038 0.2610 057

Age distribution, y

ao 2154 58235 —@—— 028 0.16t0 048
a1 3nnos 53124 —_—— 052 0.29t0092
Estrogen receptor status
Positive 30174 521167 —_—— 046 02710 0.79
Negative 20187 4100 —m— 031 0.7 to 0.56
Type of chamotherapy
Anthracycling only 2188 58170 —_—— 051 0.30to 0.87
Anthracycling plus taxane 17/188 ST ——— 0.26 0.14to 0.48
Non-anthracycline L it
Duration af chamatherapy

4 months 1202 noe —ae— 034 01610073
> & months 18184 ML —— 035 0.18to 0.68

0 2 4 & B 1 12

————
GnRHa better

e
Control better

Post treatment Pregnancies

Geota Control
Sty Eversipts  Eventspts WR sEN O
PROMISE-GIME Wi Wz ————p28 087N
POEMSSWOGSMM 208 W1 — LT pETIe3s?
oFmoN o8 sz —_—— 1w asmas
Oversil (|« % Pe 8437 TNH 20087 LA 10810304
208 ' s
—
Cantrol better  GnRHa better

e y .
& Mays Cancer Center

UT Health MDAnderson
SanAnwnio  GaneerCenter

This presentation is the intellectual property of the author.
Contact them for permission to reprint and/or distribute.




VOLUME 35 -

Hormonal Therapy Selection

NUMBER 27 - SEPTEMBER 20, 2017

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Treatment Efficacy, Adherence, and Quality of Life Among
Women Younger Than 35 Years in the International Breast
Cancer Study Group TEXT and SOFT Adjuvant Endocrine
Therapy Trials

Poornima Saha, Meredith M. Regan, Olivia Pagani, Pridence A. Francis, Barbara A. Walley, Karin Rili, Jirg
Bernhard, Weixiu Luo, Henry L. Gémez, Harold |. Burstein, Vani Parmar, Roberto Torres, Josephine Stewart,
Meritxell Bellet, Antonia Perells, Faysal Dane, Antonto Moreira, Daniel Vorobiof, Michelle Nottage, Karen N.
Price, Alan 5. Coates, Aron Goldhirsch, Richard D. Gelber, Marco Colleowi, and Gini F. Fleming: for the SOFT
and TEXT I i and the 1) fonal Breast Cancer Study Group
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Hormonal Therapy Selection

Study Population
SOFT, TEXT ITT Populations (N = 5,707)
SOFT, TEXT QoL* Populations (N = 4,957)

Analysis of: Age < 35 years at enroliment  (n=582] Age =35 years at enrollment
Charactaristics No chematharapy SOFT n=21) No chemotherapy SOFT  (n = 1,358)
Prognostic value of age No chemotherapy TEXT (n=41)  Nochemotherapy TEXT (n=1,012)
Nonadherence with protocol- Prior chemotherapy SOFT  (n = 329) Prior chemotherapy SOFT (n = 1,299)
assignad endocrine tharapy Chamotherapy TEXT n=191) Chematherapy TEXT {n=1416)
Age < 35 years, HER2-negative (n = 442) Age 2 35 years, HER2-negative
Analysis of: No chemotherapy SOFT {n =20} No chematherapy SOFT  (n=1,338)
Treatment- No chemotherapy TEXT (n=37) Chemotherapy TEXT (n = 954)
specific Prior ct harapy SOFT  (n=240) Prior chemotherapy SOFT (n = 1,066)
Chemotherapy TEXT {n =145} Chemotherapy TEXT {n=1,147)
Age < 35 years, QoL* Age z 35 years, QoL*
Analysis of: (CH herapy-treated patients only):  (Ct herapy-treated patients only):
Quality of life Prior chemotherapy SOFT (n=291)  Prior chemotherapy SOFT (n=1,136)
Chemotherapy TEXT (n=170)  Chemotherapy TEXT {n=1,230
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SOFT prior chemotherapy SOFT prior chemotherapy
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0 1 2 a 4 5 [ o 1 2 3 4 5 6
Time Since Randomization (years) Time Since Randomization (years)
No. at risk MNo. at rigk
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C D
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= T T T T T T o T T T T T T
o 1 2 2 4 5 6 o 1 2 3 4 5 6
Time Since Randomization (years) Time Since Randomization (years)
No. at risk No. at risk
T.OFS 66 62 S8 a8 a1 40 27 T+OFS 876 558 626 440 372 350 252
E+OFS 79 73 66 56 44 41 @ E+OFS 671 541 6520 453 394 375 272
T T plus OFS @ plus OFS
SYMPTOM INDICATOR & months 24 months 60 months
Vasomotor ] 1 1
Hot flushes — 4.t _ ! =
] 1 |
Sweats (including night sweats) = _|l = 1 T
Gynecological/sexual I 1 1
Vaginal disch . (= 1
aginal discharge L« | - LA
Vaginal dryness A M | ==
T T i
aginal itchingfirritation :I _...:r :H_..I_
Lass of saxual interest = =, : = :_._
Difficulties in becoming aroused ——! —_—! =
9 —— —— —_
Musculoskeletal/neurclogy pain ] ] |
Bane or joint pain = = i —
. —_—! el
Headaches = 4 =
Constitutional/psychological 1 1 1
Sleep disturbance =R E . i
. .1 - [ R—
Tiredness = I B =
’ ) ' 1
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' ] 1
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Physical well-being T 1= — T
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T 1
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Hormonal Therapy Selection

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JUNE 20, 2019 VOL. 380 NO. 25

Clinical and Genomic Risk to Guide the Use of Adjuvant
Therapy for Breast Cancer

J.A. Sparano, R.). Gray, P.M. J\udlll D.F. Makower, K.I. Prlch ard, K.S. Albain, D.F '—h{‘ﬁ C.E. Geye rJ
E.C. Dees, M.P. Goet . Lively, 5.S. Badve, T.). Saphner, L.I. Wagner, T.] a
W.C. Wood, M.A ane, H.L sreno, P.S. Reddy, T.F (_. pggins, LA, Mayer, A.M :\ruk ky, D.L. 7
V.G. Kaklamani, J.L. Berenberg, J. Abrams, and G.W. Sledge, |
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Hormonal Therapy Selection

TAILORx Methods: Treatment Assignment & Randomization

Accrued between Apnil 2006 — October 2010
Preregister - Oncotype DX RS (N=11,232)

Register (N=10,273)

R E—

ARM A- Low RS 0-10 S 11-25 ' ARM D: High RS 26-100
(N=1629 evaluable) (N=6711 evaluable) (N=1389 evaluable)

ASSIGN RANDOMIZE e

Endocrine Therapy (ET) - ET + Chemo

mwww
Radiation, and RS 11-15, 16-20, 21-25 |

ARM C: Standard Arm

(N=3312)
ET + Chemo
= ~
& Mays Cancer Center
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#-Year Distant Recurrence Rate

9-Year Distant Recurrence Rats

=
-

T T T
M o12 13 WIS 6 1T 1B W NN R B M

Recurrence Scare

Adjusted for tumor size and grade

Carey, ASCO 2019

} iDFS A with chemo ~ 6%

DFS Hazard Ratios for Subsets
Arm B vs, Arm C

Group Ratio 95% Conf Int

Premeno 1.36

(1.06, 1.75) —

s, 107

Postmreno 0.99

> iDFS A with chemo ~ <1%
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Hormonal Therapy Selection

Hazard Ratio for Recurrence, MNo. of Hazard Ratio for
Mo.of  Mo.of Second Primary Cancer, Distant Distant Recurrence
Subgroup Patients  Events or Death (95% CI) Recurrences 959 CI)
All patients 2427
Endocrine therapy
Low recurrence score (0=10) 1572 176 —— 30 O
Intermediate recurrence score (11-25) 3282 422 E 3 127 ——
Chemoendacrine therapy
Intermediate recurrence score (11-25) 3214 389 -.- 113 —a—
High recurrence score (26-100) 1359 184 —— 96 —a
~50'Yr of age 6469
Endocrine therapy
Low recurrence score (0-10) 1160 135 —— 23 _
Intermediate recurrence score (11-25) 2182 7 - 74 R
Chemoendocrine therapy
Intermediate recurrence score (11-25) 717 292 EaN 79 —a—
High recurrence score (26-100) 956 133 - 65 —
=50 ¥r of age 2958
Endocrine therapy
Low recurrence score (0-10) 412 41 — 7
Intermediate recurrence score (11-25) 1100 149 -+ 53 —
Chemoendocrine therapy
Intermediate recurrence score (11-25) 1043 97 . 34 ———
High recurrence score (26-100) 403 51 —— 31
e S e — — 71—
025 050 100 200 4.00 050 100 200 400 800
-— -
Greater Event  Greater Event Greater Event Greater Event
Rate with Low Rate with High Rate with Low Rate with High

Clinical Risk

Clinical Risk Clinical Risk Clinical Risk
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Hormonal Therapy Selection

Recurrence Score®

Distant Recurrence Group Average Absolute
(RS) Result Risk at 9 Years Chemotherapy (CT)
Benefit*

With Al or TAM Alone

7%

95% CI (6%, 9%)

RS 11-25 All Ages

<1%

95% Cl (-1%, 2%)

TAILORx TAILORx

Exploratory Subgroup Analysis for TAILORx and NSABP B-20:
Absolute CT Benefit for Distant Recurrence by Age and RS Result

=50 years No CT Benefit (<1%) >15% CT Benefit

=50 years No CT Benefit (<1%) ~1.6% CT Benefit ~6.5% CT Benefit >15% CT Benefit

Questions...

-
& Mays Cancer Center
UT Health MDAnderson

SanAnonio  aneerCenter

This presentation is the intellectual property of the author.
Contact them for permission to reprint and/or distribute.




e
& Mays Cancer Center

UT Health MDAnderson
SanAnwnio  GaneerCenter

This presentation is the intellectual property of the author.
Contact them for permission to reprint and/or distribute.



