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Learning
Objectives

In today’s program, you'll
learn how to:

Describe the relationship between weight gain, cancer
treatment, and health-related outcomes.

Explain the potential benefits, risks, and unknowns for
GLP-1 use in patients with a history of breast cancer.
Compare the benefits of exercise and other weight-
management strategies.

Explain patients’ practical and emotional concerns about
weight gain and the varied approaches to its
management.

Applv strateaies for shared decision-making with patients.



Continuing education available

Earn up to:
« 1.0 AMA PRA Category 1 Credit™ (Physicians)
« 1.0 ANCC contact hour (Nurses)
- 1.0 ASWB ACE continuing education credit (Social Workers)

Live Learner Notification:
- Accreditation details
- Disclosures
- Evaluation and certificate instructions (end of p.2)
o Submitby 12/18/2026

Questions? Contact us at hcp@lbbc.org.
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OBESITY-RELATED CANCERS ON THE RISE IN YOUNG ADULTS
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Body Mass Index & Breast Cancer Risk/Outcomes

Risk of ER+ postmenopausal breast cancer

Breast cancer-related mortality
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Xia et al. Scientific Reports 2004
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CASES

56yo postmenopausal woman with cT3N1MO TNBC of R breast
= Planned to start neoadjuvant KEYNOTES22 regimen
= Co-morbidities: BMI 34, diabetes on metformin 1000 bid (Hb A1c 6.2%)

She was planning to start tirzepatide prior to TNBC diagnosis and asks if she
could start with her breast cancer treatment.

42yo premenopausal woman with pT1cNOMO HR+/HER2-neg IDC of L breast
= s/p lumpectomy + XRT, OncotypeDX RS 18
= planned to start adjuvant OS + Al
=  Co-morbidities: BMI 29 on semaglutide (prior BMI 33)
She asks if she could continue semaglutide with adjuvant endocrine therapy.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 10




WEIGHT GAIN AFTER DIAGNOSIS

4.1.1 Moderate weight gain (5-10%)
Bradshaw 2012, 5-10.0% WG 0.84 [0.24, 2.94]
Caan 2012, 5-10.0% WG (LACE, WHEL, NHS) 0.97 [0.79, 1.19] -
Nichols 2009, 2.1-6.0kg WG 0.98 [0.58, 1.66] R E—
Caan 2012, 5-10.0% WG (SBCSS) 1.00 [0.71, 1.41] S
Subtotal (95% Cl) 0.98 [0.83, 1.15] <
Heterogeneity: Chi = 0.08, df =3 (P = 0.99); 12 = 0%
Bl’east cancer Test for overall effect: Z = 0.29 (P = 0.77)
- mortalit 4.1.2 High weight gain (>10%)
Meta anaIySIS- y Caan 2012, >10.0% WG (LACE, WHEL, NHS) 1.03 [0.84, 1.26] .
H H Caan 2012, >10.0% WG (SBCSS) 1.25[0.88, 1.78] T
12 StUdleS pUbIIShed up to DeC Nichols 2009, 6.0-10.0kg WG 1.28 [0.71, 2.31] —
2014 Nichols 2009, >10kg WG 1.78 [1.01, 3.14]
Bradshaw 2012, >10.0% WG 2.80 [1.13, 6.94]
Subtotal (95% Cl) 1.17 [1.00, 1.38] <>
Heterogeneity: Chi* = 7.38, df =4 (P = 0.12); I = 46%
. . . . Test for overall effect: Z = 1.96 (P = 0.05)
Weight gain after diagnosis (over
. . Total (95% Cl) 1.07 [0.96, 1.20] r
average of 1.5 years) is associated Heterogenaity: Chit = 9.94, df = 8 (P = 0.27); I = 19% s
. . . Test for overall effect. Z=1.21 (P = 0.23) ' '
with increased mortality Test for subarou differences: Chiz = 2.47. df = 1 (P = 0.12). I = 59.6% AR<T HR>1
Hazard Ratio Hazard Ratio
Study or Subgroup IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Moderate weight gain (5-10%)
Caan 2012, 5-10.0% WG (SBCSS) 0.93 [0.68, 1.27] —
Caan 2012, 5-10.0% WG (LACE, WHEL, NHS) ~ 0.98 [0.83, 1.16] —
Nichols 2009, 2.1-6.0kg WG 0.98 [0.73, 1.32] —
Bradshaw 2012, 5-10.0% WG 1.08 [0.51, 2.29]
Subtotal (95% Cl) 0.97 [0.86, 1.11]
Heterogeneity: Chi? = 0.16, df =3 (P = 0.98); > = 0%
All cause Test for overall effect: Z = 0.40 (P = 0.69)
mortality 2.1.2 High weight gain (>10%)
Nichols 2009, 6.0-10.0kg WG 1.06 [0.75, 1.50] —
Caan 2012, >10.0% WG (LACE, WHEL, NHS) 1.15[0.98, 1.35] .
Caan 2012, >10.0% WG (SBCSS) 1.16 [0.84, 1.60] =
Nichols 2009, >10kg WG 1.70[1.21, 2.39] —
Bradshaw 2012, >10.0% WG 2.72 [1.40, 5.28]
Subtotal (95% Cl) 1.23[1.09, 1.39] &
Heterogeneity: Chi? = 10.48, df = 4 (P = 0.03); I* = 62%
Test for overall effect: Z = 3.38 (P = 0.0007)
Total (95% CI) 1.10[1.01, 1.21] L 2
¥ete;ogeneity|:| c;? = 12 ?,4g,zd0f (=Ps (l; ;3(:.03); I = 54% ufz nis . 2
est for overall effect: Z = 2. =U.
Playd on MCet al -INCI 2015. Test for subgroup differences: Chiz = 6.78, df = 1 (P = 0.009), I* = 85.3% HR<1 HR>1

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Hazard Ratio

Study or Subgroup IV, Fixed, 95% CI

Hazard Ratio
IV, Fixed, 95% CI
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WEIGHT LOSS TO IMPROVE TISSUE MICROENVIRONMENT AND BIOMARKERS

INACTIVITY/OBESITY INTERVENTION
: Blood vessel Breast Ioggsvessel Breast
( r LS Cancer Cell LcRP Cancer Cell
.\ . Insulin Vinsulin Oo00y
A ascth oS Growt R
: Glucose lGlucose :
€ k'!f LE2 —’@
Q7 Adipose Adipose
. : '. Stromal Cell Stromal Cell TAOR K
P nucleus,
o S = IL-6 IL-6
W S Leptin Leptin \ XX% X {;*x
= - N TNF
S% . PGE2 PGE2 EGFLS( aromatase
ceven — ) Adipose
Ac!lpose Tissue m R
Tissue

lyengar et al. J Clin Oncol 2016

Breast Cancer Research and Treatment. 2013 November; 142:119-132

Favorable Modulation of Benign Breast Tissue and Serum Risk
Biomarkers Is Associated with >10% Weight Loss in
Postmenopausal Women

Carol J. Fabian, Bruce F. Kimler, Joseph E. Donnelly, Debra K. Sullivan,
Jennifer Klemp, Carola Zalles, Gordon B. Mills and Stephen D. Hursting

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 12




WEIGHT LOSS IS ASSOCIATED WITH REDUCED INCIDENCE OF OBESITY
ASSOCIATED CANCERS WITH VARYING EFFECT SIZE

Women'’s Health Initiative: Look AHEAD RCT (post hoc analysis): SPLENDID matched cohort study:

* Prospective observational study » Lifestyle weight loss intervention * Bariatric surgery vs no surgery

* N =58,667 postmenopausal women * N =4859 Ow/Ob with T2DM * N =30,318 (matched 1:5)

* 12 years median follow-up * 11 years median follow-up * 6.1 years median follow-up

» 25% weight loss associated with 12% reduction + 16% reduction in Obesity Associated Cancers » 32% reduction in Obesity Associated Cancers
in Obesity Associated Cancers (HR 0.84; 95% C1 0.68 — 1.04) (HR 0.68; 95% CI 0.53 — 0.87)

(HR 0.88; 95% CI 0.80 — 0.98)

' Aminian et al. JAMA 2022
Luo et al. INCI Cancer Spectr 2019 th

D 2ad4 Mg IM6 ZRNS DM 2177 FRT 3333 Ivin D 2853 WTTE 10ee
BN 1388 IME A0 2127 NN 23S 24N FISE 2940 S 1858

Yeh et al. Obesity 2020

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 13




BREAST CANCER WEIGHT LOSS (BWEL) TRIAL

g 3136 Participants
Key Eligibility*

* Stage 1111l Breast Cancer

* HR+/HER-2- or TNBC

* Diagnosed w/in past 14 months

* Compieted with surgery and any
chemotherapy and/or radation

* BMI 2 27 kg/m2

‘Patents plasnng ON AN MeaCalions 1or 1

APOAe OF WEIgNT 1084 BN WNONIC

weight 03s procedure within 2

g & Wig

Standardized Program:

* Telephone-based
weight loss program

* Based on Social
Cognitive Theory

* Adapted from Diabetes
Prevention Program,
Look AHEAD, LISA

pe Health Education + 2-year
- : Telephone-Based

—-) Randomize

\)

El

years were not elgtie

Centralized Delivery:
* 42 calls over 2 years

Each patient paired with a
weight loss coach, based at
Dana-Farber

© Weekly months 1-3
© Biweekly months 3-12
© Monthly months 13-24

Weight Loss Intervention

0 Health Education Alone

Intervention Goals:
©10% weight loss
©500-1000 kcal/day deficit

©Increased physical activity

150-225 minutes moderate-intensity
activity/week

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

| e |, | e
:‘t“::"::"nu‘:‘:ig"" Sl o +0.2kg -4.4 kg <0.0001
:f: :ﬂ:g:: I::shange +0.3% -4.8% <0.0001
g::ﬁ'g“:*aﬁ;'ﬁ . +0.7kg - 4.4kg <0.0001
2‘; :“;":‘:ﬁ:ﬁ";“ge +0.9% - 4.8% <0.0001

Ligibel etal. ASCO 2023.
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Am

<l;ggg PHASE 2 RCT: NUTRITION + STRUCTURED EXERCISE FOR WEIGHT LOSS

6 months

Eligibility
* Stage I-lll ER+ breast cancer

Structured Exercise + Plant-

3 0 o> o

based diet
* Completed curative surgery, radiation, (N=28)
and cytotoxic treatment Post-stud
e Current treatment with adjuvant P —_— 0s -.s.u y
aromatase inhibitor Attention Control Visit
v Bz _ _ ' Telephone counseling +
e Sedentary (< 90 min exercise / wk) z Treadmill
e (N=28)
* Breast biopsy * Breast biopsy
* DEXA * DEXA
* Fasting blood * Fasting blood
* CPET * CPET
* Stool * Stool
Study Endpoints Biostatistical Design
Primary: Breast aromatase level * 1 unit decrease in BMI =0.06 mean reduction in aromatase (SD
Secondary: Breast tissue gene expression changes, Blood markers, body 0.81, log scale)
composition, weight loss, adherence, microbiome, QOL / PROs * Goal BMI reduction is 3 kg/m?

NCT04298086

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY lyengar et al. ASCO 2024. NCI Designated Comprehensive Cancer Center 15




PHASE 2 RCT: PRECISION NUTRITION + STRUCTURED EXERCISE

Characteristic Control (N =21) PBD + Ex (N =22) ‘ Control (N=21) PBD + Ex (N=22)
Race, number (%) .
White 16 (76%) 15 (68%) Welght (kg) -4 (—6.6, —2.2) -12 (-15, -9.4) <0.001
Black 4 (19%) 3 (14%)
o 0 (0%) 3 (14%) Total body fat (kg) -2(-3.5,-0.71) -6 (-7.3, -4.1) <0.001
Unknown 1(5%) 1(5%) Trunk fat (kg) -3 (-4.4,-0.73) -7 (-8.9, -4.9) <0.001
Ethnicity, number (%) Total body lean 2 (0.71, 3.5) 6 (4.1 : 7.3) <0.001
Non-Hispanic 15 (71%) 18 (82%) mass (kg)
Hispanic 4 (19%) 4 (18%)
Unknown 2 (10%) 0 (0%) Total body fat to -0.01 (-0.02, 0.00) -0.02 (-0.03, 0.00) 04
lean mass ratio
BMI, mean (SD) 34.2 (4) 34.3 (5)
Smoking, number (%) A. Weightchange (%) B Total body fat change

Never 13 (62%) 14 (64%)

Prior/quit 8 (38%) 8 (36%)

.--_

o

Alcohol intake, number (%) II
Never 2 (9%) 4 (18%)
Prior/quit 1(5%) 2 (9%)
Yes 18 (86%) 16 (73%) 101

=3

én

Body Composition Change

Stage, number (%)

Weight Change (%)

I 11 (52%) 12 (55%)

Il 7 (33%) 8 (36%)

[ 3 (14%) 2 (9%) 201 C. Total lean mass change
Receptor status, number (%) o

ER+/PR-/HER2- 1 (5%) 1(4%) =

ER+/PR+/HER2- 19 (90%) 18 (82%) 5

ER+/PR+/HER2+ 1 (5%) 3 (14%) s

I cControl M PBD +Ex g .
Chemotherapy, number (%) 6 (29%) 8 (36%) OE IIIIIIIII
Radiation, number (% 18 (86% 17 (77% ::‘: III.
(%) (86%) (77%) | Im...-____

Ovarian suppression, number (%) 5(24%) 14 (64%)

lyengar et al. ASCO 2024.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY lyengar et al. ASCO 2024. NCI Designated Comprehensive Cancer Center 16



INCRETIN MIMETICS - DUAL- AND TRI-RECEPTOR AGONISTS
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v
¥
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WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

AN

7/
Gl tract 7
4

’ tt Insulinrelease . t ' Contraction
),—‘_J_\./ " Glucagon release t t Frsgiiehay
’ t' B-cell mass ’ tt Cardiac output
. a0
T Insulin 3
- - . SRR B N TRNE. U |

Acid secretion

| .
v //
Gastric emptying ’
4

Gl motility

7
7

Adipose tissue

T
1

1

I
t' Memory :
'l Food intake :
|

'l Appetite :
l

1

1

1

|

|

1

t FA synthesis

t Thermogenesis

t Lipolysis

N
N\
N

3
S )
Ve

l Gluconeogenesis

" Ketogenesis

4

7/ ~ .
Glycogenolysis

»
N
t Glucose uptake
N
N
N
N
N\
N

e
7
’ =
’ Bone formation
7
7/

1

4

Bone resorption t Glycogenesis

Liver

N\
N
N
N

Muscle ™.

Von Websky et al. Vasc Health Risk Manag 2013
Folliet al. Am J Physiol Endocrinol Metab 2023

17

NCI Designated Comprehensive Cancer Center



GLP-1 RECEPTOR AGONISTS AND CANCER

Key findings from the 2026 ASCO Annual Meeting - Dr. lyengar’s Highlights

TAKE-HOME MESSAGE Across multiple real-world cohorts, GLP-1RA exposure was associated with lower cancerincidence, less metastatic progression, and improved survival.
These observational findings are hypothesis-generating, not causal.

/
/CANCER PREVENTION / INCIDENCE \ / METASTATIC PROGRESSION AFTER DIAGNOSIS \ OVERALL SURVIVAL

Adjusted HR
Breast cancerincidence: 2.95% vs

3.01% NSCLC 10.0% vs 22.3% HR 0.50 (0.43-0.59) o 58
HR 0.844 (95% Cl 0.779-0.915) °

. % Cl 0.40-0.84
Abstract10520 « Gotera et al. Breast 10.2% vs 20.1% HR 0.57 (0.46-0.71) 95%Cl10.40-0.8

Community oncology cohort 24-mo OS was higheramong

Colorectal 13.4%vs 22.2% HR 0.69 (0.54-0.88) GLP-1RA usersin breast and
1,121 GLP-1RA users; 69% had BMI =230 prostate cancer.
Semaglutide was the most common agent
(64%). HCC 18.9% vs 28.4% HR 0.62 (0.44-0.89) Adjusted for age, BMI, stage, and
74% initiated GLP-1RA after cancer diagnosis; breast cancertype.

(27%) and prostate (13%) were most common.

Significantreductions in4 of 7 tumor types; 12,112 patients in the final

~

propensity-matched analysis. Abstract11017
k / K Abstract 3143 ¢ Orland et al. / \ Srutietal. /
POPULATIONS * Obesity / high breas.t-cancer risk (BMI 230) o LIMITATIONS Rgtrospe.c.tive.real-world analyses ® residugl confounding e exposure
e Cancer cohorts enriched for obesity and metabolic disease misclassification ¢ heterogeneous populations and follow-up e
e Stage |-lll solid tumors after diagnosis association # causation ® randomized trials needed

e Comparators included non-users and DPP-4 inhibitor users

Selected ASCO 2026 abstracts: Goteraet al., #10520; Orland et al., #3143; Sruti et al., #11017. Data shown are as reportedin the meeting abstracts.



IN PATIENTS WITH TYPE 2 DIABETES, GLP-1RA USE WAS ASSOCIATED
WITH 7% LOWER CANCER INCIDENCE VS DPP4l USE

GLP-1RA protective GLP-1RA harmful HR (95% CI) P M of events (GLP-1RA)] N of events (DPP-di)
Composite Cancer . 13 (0 8% - 098 : 60T -

Breast * 0.95 (0 86 - 1.05) 0.36 770 A04

7% lower cancer

':EGF;::I:;: ’4 1.09 (078 - 152) 0.60 T4 InCIdence rate HR 093
Gallbladder 7 —_—— 0.99 (0,45 - 2 21) 0.98 12 12 (088_098)

Gastric - 4.- 087 (0.53- 143) 0.59 2 = ° 80/0 |Ower a” cause
Liver . 1.00 (0.82-1.21) 0.96 201 199 morta“ty rate HR 092
swnm (0.87-0.97)

Myeloma - —— 1.01 (0.79 . 1.28) 0.96 131 129

Ovary ‘ =« Benefit driven by
Pancreas - . 1.00 (0.83 - 1.20) 0.98 217 215 COIOreCtaI cancer rISk
e : e ' reduction

Renal 7 — 0.86 (0.73 - 1.01) 0.06 288 332

Thyroid - « * No signal for increase in
Uteri - - 0.90 (0.77 - 1.06) 0.21 294 124 SpeCiﬁC cancers

0.25 050 100 2.00 4.00

Hazard Ratio
Mavromatos et al. ASCO 2025.
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IN PATIENTS WITH OR WITHOUT DIABETES, GLP1-RA USE WAS
ASSOCIATED WITH 17% LOWER CANCER INCIDENCE

Outcome GLP-1RA, n/N (IR) non-GLP-1RA, n/N (IR) Hazard ratio (95% CI)
Endometrial cancer 86/29379 (2.93) 115/29741 (3.87) —_— 0.75 (0.57, 0.99)
Colorectal cancer 70/43317 (1.62) 76/43315 (1.75) 0.88 (0.64, 1.22)
Thyroid cancer 54/43317 (1.25) 67/43315 (1.55) 0.77 (0.54, 1.11)
Prostate cancer 151/13938 (10.91) 145/13561 (10.69) —_— 0.91 (0.73, 1.15)
Breast cancer 200/29379 (6.81) 234/29741 (7.87) —_— 0.86 (0.71, 1.03)

Lung cancer

Pancreatic cancer

Kidney cancer
Ovaries cancer

Liver cancer

Multiple myeloma

Bladder cancer

Meningioma

Upper gastrointestinal cancer

70/43317 (1.62)
37/43317 (0.85)
83/43317 (1.92)
17/29379 (0.58)
44/43317 (1.02)
24/43317 (0.55)
41/43317 (0.95)
55/43317 (1.27)
12/43317 (0.28)

88/43315 (2.03)
42/43315 (0.97)
58/43315 (1.34)
32/29741 (1.08)
46/43315 (1.06)
29/43315 (0.67)
40/43315 (0.92)
76/43315 (1.75)
19/43315 (0.44)

0.76 (0.55, 1.04)
0.84 (0.54, 1.30)
1.38 (0.99, 1.93)
0.53 (0.29, 0.96)
0.91 (0.60, 1.38)
0.79 (0.46, 1.35)
0.97 (0.63, 1.50)
0.69 (0.48, 0.97)
0.60 (0.29, 1.24)

Overall cancer 891/43317 (20.5) 1022/43315 (23.6) — 0.83 (0.76, 0.91)

L T 1

0.5

1
Hazard Ratio {(95% CI)

Dai et al. ASCO 2025.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 20




INCRETIN MIMETICS ATTENUATE TUMOR GROWTH: PRECLINICAL EVIDENCE

Tirzepatide attenuates mammary tumor progression in diet-induced
obese mice

Elaine M. Glenny, ) Alyssa N. Ho, © Violet A. Kiesel, & Fangxin Chen, © Claire E Gates,

Evan M. Paules, Ruthan Xu, © C. Alex Holt, Michael F. Coleman, & Stephen D. Hursting E ‘ [reee r—— o ¥ TR
doi: hetps://doi.org/10.1101/2024.01.20.576484 g‘ [P———T 7l 14 i T T
d21 -4 Gednpgmy  WERET  wray’  owey'  meanf
> e 1 el il B M
E0771, PY230, MC38  § e ™ TRe e -
Low-fat Get * Control = TZP ) QLP-1 (gt 133 (L) VS HAE T8 ) T3 LT
604 -
Comt-ol ‘g % (oo |myd) 17 6 (1! i E "liE:"-Ir LME g 10 & A"
CS7eue : . 1 ’ 2We:ks af*s.ev n:ddc:fe " Gersgen pgl]  MTERER) PROeay e s v
1 e nLAY ™ oy WL [TE
Det-nduced obesity DI
(1 2 ) K] { _ . gl (g 2803 any™® s 1118
/ ﬁi LIl (g nspaf ns™ g TTiF
& a r g BALY g T T T ups' e
o S weeus = Al g CT ] sy ooy LY
HV' Mot 3omaiggad (@147

Wl ol =———p

Glenny et al. bioRXiv 2024.
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INCRETIN MIMETICS IN POST-DIAGNOSIS SETTING

Shen et al:

Retrospective observational study at MSK

N = 75 women with stage 0-4 breast cancer
Median GLP-1a duration: 20 months (6 — 111)
Mean weight change: -6.2 kg (95% CIl -6.2 —-2.1)
Mean relative weight change: -5% (SD 6%)

Variable N Odds ratio p
BMI at GLP Start 46 — 0.95 (0.85, 1.05) 0.30
Race White 22 [ ] Reference

Black Or African American 14 - 0.69 (0.13, 3.58) 0.66

Asian, Other/No Response 10 *I—J‘ 0.10 (0.01, 0.90) 0.06
Ethnicity Not Hispanic 40 i Reference

Hispanic Or Latino 6 -—_—- 2.17 (0.24, 28.00) 0.50
Stage 0-1 13 - Reference

2 19 - 0.92 (0.17, 5.24) 0.92

3 10 -—iI—' 2.45(0.35, 21.11) 0.38

4 4 *%—I—< 10.20 (0.65, 360.22)  0.13
Receptors HR-Positive 33 n Reference

HER2-Positive 9 —— 0.62 (0.09, 3.77) 0.61

Triple-Negative 4 —I:—' 0.67 (0.02, 11.10) 0.78
Concurrent Endocrine Therapy No 16 * Reference

Yes 30 -~ 1.65 (0.31, 9.76) 0.56
Menopause Post 41 i Reference

Pre 5 + 0.54 (0.04, 6.04) 0.62
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Shen et al. ONCOLOGY 2025.
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Retrospective observational study at MDACC

N = 1,022 patients with stage 0-3 breast cancer
Median follow-up 4.7 years (0 — 30.9)

38.1% (n=389) received semaglutide or
tirzepatide; Median weight loss:

* 3 months: -2.1% (-13.2%-14.9%)

* 6 months: -2.9% (-20.2%-19.0%)

* 12 months: -3.1% (-27.8%-11.5%)
Tamoxifen or Al use associated with weight gain
(+2.3kg; p=0.037)

DFS: Median 27.53 years (0-30.7) GLP-1RAvs
not reached (0-36.08) control

OS: Median not reached (0-30.7) GLP-1RAvs
24 1 years (0-36.8) control, p<0.0001
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A NOTE OF CAUTION: GLP1-RA USE DURING NEOADJUVANT KEYNOTES22
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CLINICAL TRIAL - ADJUVANT

TRIMEBC : DIAGNOS
Tri al S C h ema 1. HR+, HER2-, Node+ early breast cancer

2. BMI > 27 kg/m?since breast cancer

~diagnosis -
NEGATIVE CTDNA RESULT . SCREENING | | POSITIVE CTDNA RESULT |
Retest for ctDNA every 3 months <—— Tumor informed — Radiologic imaging to confirm the
for up to 3 years ' ctDNA evaluation ’ . absence of metastatic disease |
| TREATMENT
‘1. Tirzepatide escalating dose
V . y ‘ - - -
POSITIVE CTDNA RESULT weeyinjection

' 2. ctDNA evaluation every 4
" months in year 1 and every 6
‘months in year 2
‘3. Metabolic and immune
‘monitoring every 6 months

Radiologic imaging to confirm the
absence of metastatic disease

O’Shaughnessy et al.
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EXERCISE AND BREAST CANCER MORTALITY

HR from disease-specific mortality, 95% Cl

Bradshaw et al. (n=1,033) ——

Holick et al. (n=4,482) H
Borch et al. (n=1,327) i
Holmes et al. (n=2,798) B

Irwin et al. (h=2,910)

Irwin et al. (h=933) i

Williams et al. (n=986) ——

de Glas et al. (n=435) u

Sternfield et al. (n=1,970) B

Borugian et al. (n=603) B

Pooled estimate (n=17,666) ‘
0.0 0.25 0.50 0.75 1.00 1.25 1.50 1.75 2.0

Friedenreich et al. Ciin Cancer Res. 2016 B =riskreduction with 95% conﬁdenceinterval;’ = average risk reduction
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Clinical Insights

Integrating Diet and Physical Activity When Prescribing GLP-1s—
Lifestyle Factors Remain Crucial

Farhad Mehrtash, MPH; Jody Dushay, MD, MMSc; JoAnn E. Manson, MD, DrPH JAMA Internal Medicine September 2025 Volume 185, Number 9
Hydration Protein Healthy fats e 7-12% weig ht rebound after GLP-1RA
« Choose: Water and low-sugar » Choose: Fish, lean » Choose: Olive oil and discontinuation
elactrolyte drinks poultry, unsweetened plant-based oils,
= Limit: Alcohol, caffeine, yogurt, legumes nuts/seeds, avocado,
and sugary/artificially + Limit: Processed/fatty meats fatty fish
T eT = cTarget:60-750/d \ - Limit: Butter, palm/ » Consider dose taper over at least 20 weeks
« Target: >2-3 L/d Ve (1.0-1.5 g/ka); coconut oil; <10%
. . Fruits and vegetables / f‘;ﬁen 1200-1500 . *1.5 a/kg for older saturated fat
D « Choose: Fiber-rich | *Men, 1500-1800 | or postbariatric » Target: 27-58 g fats/d
T whole fruits, N\ it added s o <10% (£ SIEEEY BRESAS (20%-35% keal) * Increase dose or reinitiate if >5% weight regain
(B?il BBD = nonstarchy vegetables, patt I Protein meal
and ) P iz / . IHEd]te:::nean 3 replacements
* Fat-soluble vitamins « Limit: Added sugars + DASH ). Consider (15-25
(A, D, E, and K) in juices, canned ‘ ~_ Plant-based i = Lonsl E'r( f_ g
+ Minerals (calcium, goods, or sauces B ; pler serving) u_r very
um. i Whole grains reduced appetite
fagnesium, roa, + Target: Women, 21-25 g/d _ or sarcopenia risk
and zinc) of fiber; men, 30-38 g/d of fiber * Choose: Whole-grain
Consider supplementation bread/pasta,
with vitamin D, calcium, fortified cereals
or multivitamin « Limit: Refined grains (white Assess
. R rice/bread, pasta, pastries) * Gl symptoms
Physmal_a:tnﬂty » Target: 130-250 g/d * Protein and hydration
* Aerabic (45%-65% keal) » Waist circumference
= Strengthening

» Muscle strength
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CASES - REVISTED

56yo postmenopausal woman with cT3N1MO TNBC of R breast
Planned to start neoadjuvant KEYNOTES22 regimen
= Co-morbidities: BMI 34, diabetes on metformin 1000 bid (Hb A1c 6.2%)

She was planning to start tirzepatide prior to TNBC diagnosis and asks if she
could start with her breast cancer treatment.

42yo premenopausal woman with pT1cNOMO HR+/HER2-neg IDC of L breast
= s/p lumpectomy + XRT, OncotypeDX RS 18
= planned to start adjuvant OS + Al
Co-morbidities: BMI 29 on semaglutide (prior BMI 33)
She asks if she could continue semaglutide with adjuvant endocrine therapy.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 27




UPCOMING ESMO GUIDELINES STATEMENT

DRAFT STATEMENT:

= GLP-1 RAs may be considered for weight-loss in patients who have completed
cancer therapy and may be considered with caution for patients on stable
endocrine-based cancer therapies based on limited observational safety data.

= GLP-1 RAs cannot be recommended currently for patients receiving or initiating
chemotherapies and/or immunotherapies due to lack of safety and outcomes
data.
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Normal Weight Hyperadiposity and Postmenopausal Breast Cancer Risk

Whole body percent fat HR from incident, invasive breast cancer, 95% Cl
Ql []
Q2 0
Q3 [

Q4 ]

Trunk fat mass
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B =riskelevationwith 95% confidence interval
lyengar et al., JAMA Oncol 2018



PHASE 2 RCT IN NORMAL WEIGHT OBESITY AND BREAST CANCER

‘\l'

SURVIVOR -

“us% American
Institute for
Cancer

SHINE

Research

Survivl::rSHINE Primary endpoint
(n = 22) + Body fat

Patients
« Stage 1-3 HR+/HER2- breast cancer Secondary endpoints
* On adjuvant aromatase inhibitor 12 months * Body composition

» Blood biomarkers

+ BMI 18.5 - 24.9 kg/m?

+ Total body fat 2 35% DEP x3 months + * Adherence

SurvivorSHINE * PROs /QOL

(n = 22)
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CURE :«CANCER
SURVIVORSHIP

A New Era of Biomarkers, Interventions, and Care Models

We invite you to join us for this inaugural 1-day educational conference, jointly sponsored by
Winship Cancer Institute of Emory University and Physicians’ Education Resource® (PER®)!

As treatment efficacy continues to improve across tumor types, understanding the long-term
physical, psychological, and social impact of cancer care has never been more critical. Designed
for oncologists and health care professionals, this program offers rich discussions and practical
insights on integrating survivorship into every stage of clinical decision-making—from screening
and diagnosis through treatment and long-term follow-up. Key topics will include balancing
long-term efficacy with patient-reported outcomes, managing chronic toxicities such as fatigue
and nausea, optimizing treatment adherence, and leveraging lifestyle interventions and
technology-enabled tools to support your patients beyond the clinic.

Don’t miss this opportunity to deepen your expertise and transform the way you
approach survivorship care!

IN-PERSON CONFERENCE PROGRAM CHAIR

Febl‘uary 6, 2027 Neil M. lyengar, MD
Loews Atlanta Hotel « Atlanta, GA .

GET FREE REGISTRATION
WHEN YOU USE CODE

% EMORY
WINSHIP

CANCER
gotoper.com/emoryfof INSTITUTE

THANK YOU

% nmiyeng@emory.edu

@Neil_lyengar

EMORY

WINSHIP _
CANCER Designated

Comprehensive

INSTITUTE Cancer Center

National Cancer Institute-Designated
Comprehensive Cancer Center

Where Science Becomes Hope®



Breast Cancer and GLP-1s:
Mental Health Considerations

Michelle Bronzo, MA, LPC, LCPC, LMHC, CT, FT

B

LIVING BEYOND
BREAST CANCER®



Why Mental Health Matters

e Weight and appetite are emotionally loaded
e Cancer impacts body control and identity
e GLP-1s alter hunger, reward and self perception



GLP-1s: Cultural Framework

e Framed as “miracle” drug
e Influence of social media and celebrity use of GLP-1s
o Before/ after transformations
o Reinforces thin ideals and “diet culture”
o Re-emergence of the “heroin chic” trend of the 90s
e Persistent weight stigma in healthcare
o Size-based biases can lead to misdiagnosis and reduced quality of care
e Tension between body positivity/ fat liberation movement and medicalized
weight loss



GLP-1s: Appetite and Reward Changes

e Reduced hunger cues and less food preoccupation (“food noise”)
e Altered dopamine/ reward pathways
o Less pleasure from food
o Can reduce cravings for highly processed food and alcohol
e Changes in eating patterns - eating much less and possibly at different times
e Can intensify treatment side effects (e.g., nausea)
e Changed social interactions
o E.g., Going out to dinner
e Loss of a coping mechanism



GLP-1s: Motivations for Cancer Patients

e Desire for control post-cancer

o Body has already changed in so many ways that are out of control

o History of weight fluctuation due to treatment
e Fear of recurrence linked to weight
e Body image distress

o As identity can be closely connected with appearance, changes in body

can lead to significant distress
s Mastectomy, steroid use, treatment-induced menopause,
lymphedema



GLP-1s: Oncology-Specific Concerns

e Risk of poor nutrition and muscle mass loss
o Reduction in protein and other critical nutrients/ minerals found in food
e Overlap with treatment side effects
o Many cancer patients are already dealing with taste changes (e.g., metallic
taste), Gl symptoms, fatigue that influences meal prep, etc.
e Comments by others about how one looks reinforce focus on weight
e Conflict between survival, overall health and appearance
o Feeling shame about body concerns when survival is prioritized



Provider Role

e Ask what the patient already knows about GLP-1s: side effects, challenges,
and their feelings about them in general

e Help clients make informed, self-aware decisions while protecting their mental
health and relationship with food

e Avoid reinforcing stigma

e Avoid reinforcing thin ideals

e Approach the topic in a non-judgmental way

o Be mindful of your tone as patients can pick up on subtle cues



At-Risk Populations

e History of eating disorders
e Adolescents and young adults
e Anxiety/ OCD/ perfectionism traits



Framing the Conversation

“Because medications like GLP-1st can affect appetite, weight, and how we relate to
food, I'd like to learn a bit about your personal history with eating and body image,
as well as your future goals. There are no right or wrong answers.”



Screening Questions

o Uk WD PR

Can you tell me what a typical day of eating looks like for you right now?
How has your relationship with food changed since your cancer diagnosis?
How do you usually decide when and what to eat?

Have there been times in your life when eating was a source of stress?

What has your weight journey looked like over time?

What do you imagine might change in your body if you start a medication like
a GLP-1?

How important is weight loss compared to other health goals right now?



Screening Questions (Cont.)

10.

11.

12.

How do you feel about your body in general, especially after cancer treatment?
How much does your body shape or weight influence how you feel about
yourself?

What messages have you received about your body during or after treatment
(from others or yourself)?

Have there been times when you've felt out of control around food, like eating
more than you planned to or in a way that didn’t feel good afterwards?

Have you ever restricted food, skipped meals, or tried to “make up” for eating
certain things (e.g., exercising a lot afterwards)?



Screening Questions (Cont.)

13.

14.
15.

16.

17.

Have you ever been diagnosed with an eating disorder or wondered about
your eating?

What concerns, if any, do you have about changes in appetite or weight?

How has your energy level, strength, or nutritional status been affected by
your treatment?

How comfortable do you feel making sure your body gets enough nourishment
even if you're not feeling hungry?

How do you see a medication like this fitting into your overall cancer care?



Disordered Eating Red Flags

e Meal skipping beyond the typical reduction in appetite seen with this
medication

e Rapid weight loss

e Fear of eating or weight regain

e Excessive focus on number (e.g., weight, calories)

e Rigid food rules or extreme guilt after eating certain foods

e Avoidance of eating socially

e Continued restriction of food despite medical concerns



What You're Listening For (Clinically)

e Restriction, binge eating, or behaviors to compensate for food intake

e Over-valuing weight or shape in regards to self-worth

e Fear of weight gain vs. focus on health

e Difficulty maintaining adequate nutrition (which can increase other side effects
- e.g., fatigue, brain fog)

e Unrealistic expectations of GLP-1s

e Increase in anxiety, depression or suicidal thoughts



Coping and Support

e Psychoeducation on nutrition
o Refer to registered dietitian to help maintain nutrition goals
e Encourage flexibility
o May need to pause or reduce GLP-1 use during treatment to mitigate side
effects, muscle mass loss, and nutrition changes
e Refer to specialists when needed
o Hx of eating disorders or food restriction during GLP-1 use
o Significant distress around use

*If challenges come up while taking this medication, how would you want support?*



Conclusion

e GLP-1shave both physical and psychological effects
e Cancer patients can be vulnerable
e Screening for motivation and assessing if the patient is in an at-risk population
is essential in determining if GLP-1s are a good fit
e Holistic care approach
o We are treating the whole person, not just the medical part

o How will quality of life be impacted for this specific individual if they
choose to add in a GLP-17?
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