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Highlights of supportive care 2023

* What about safety?
* Is it clinically meaningful for the patient?
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Highlights of supportive care

 Chemoprevention, fertility techniques and breast cancer outcome,
pregnancy in BRCA patients

* Health education after breast cancer
 Safety and toxicity according to age, race and realworld data

* PRO outcome: utility?
* New anti emetic regimen
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Objectives and methods

=  Aims:
1. Evaluate patient understanding of breast cancer risk and role of prevention medication with baby tamoxifen,
including benefits, side effects, and risks after consultation with breast specialist

2. Assess uptake, adherence, and tolerability of baby tamoxifen at 1 year in women at increased risk for breast

cancer and those with DCIS in real world clinical setting

* Methods: Offered participation to women seen at the Mayo Clinic Breast Center in

Minnesota or Florida who qualified for Prevention Medication(PM) due to:

d  DCIS
O High risk intraepithelial lesions (IELs) including LCIS and/or AH,
O Validated BRCAT or IBIS model calculation (BCRAT 5-year risk 2 3% or IBIS 10-year risk = 8%)

+ All women received standard of care consultation with a breast specialist for
discussion of PM rationale, benefits, side effects, and risks

+ | Patients completed:
J  Baseline survey to assess understanding of their risk and role for PM
a1 year follow-up survey to assess adherence and tolerability




Results

= 41 patients consented for participation with 31 completing f/u at 1 year
- 13 qualified based on BCRAT/IBIS calculation; 13 high-risk IELs; 5 DCIS

*  90% (n=37) reported good or complete understanding of BC risk after consultation
*  73% (n=30) reported that availability of baby tamoxifen helped in their decision to consider PM
»  Of those who completed 1 yr f/lu, 74% (n=23) reported taking baby tam after consultation
- Those who initiated baby tam more likely to have DCIS or high risk IEL (p<0.001)
* 78% (n=18) of those who initiated baby tam were still taking medication at 1 year f/u

- Patients who continued baby tam at 1 year had higher estimated BC risk compared to those who discontinued
(IBIS 10-yr risk 12.7% vs 7.6%, p = 0.027)

. Patients with DCIS or high risk IEL were more likely to continue medication at 1 year compared to
those patients who qualified for PM based on calculated BCRAT/IBIS score (p=0.05)

- Of those who discontinued (n=5) all listed side effects as primary reason for discontinuation

hot flashes (n=2), night sweats (n=2), and fatigue (n=2)




Discussant

Current ASCO Guidelines for Breast Cancer Chemoprevention
Visvanathan K et al. JCO 2019;37:3152

= Multiple agents endorsed:

¢ Premenopausal: tamoxifen 20 mg/day for 5 years (baby tam S mg/day for 3 years
may be considered with caveats regarding lack of head-to-head comparison of 20 vs 5 mg)

o Postmenopausal: tamoxifen 20 mg/day (5 mg/day incl baby tam as above), raloxifene
60 mg/day, exemestane 25 mg/day, anastrozole 1 mg/day — all for 5 years - choice depends
on toxicity profile, patient preference

= RCTs show 50% or greater reduction in risk
* No head-to-head comparisons of different agents or durations

= Update has been persistently low — <5% of those offered
chemoprevention start treatment - both patient and provider
barriers have been identified — including toxicity concerns
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Fertility preservation and assisted reproductive technologies in breast cancer
patients interrupting adjuvant endocrine therapy to attempt pregnancy

Results from the POSITIVE Trial
(IBCSG 48-14 / BIG 8-13 / Alliance A221405)
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» Prospective, international, multicenter, investigator-initiated, single-arm trial
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Endpoints

* Primary

* Secondary
* Menstruation recovery
e Use of assisted reproductive technology (ART)



Trial procedures

» At enroliment, all patients were asked to complete a menstrual diary for 2 years

» Information on use of fertility preservation at diagnosis, prior to enroliment was collected:

¢ Ovarian stimulation for oocyte/embryo cryopreservation
¢ GnRHa use during chemotherapy
e Ovarian tissue cryopreservation

» Use of any ART modality on study was allowed (per physician/patient discretion) including:

¢ Transfer of cryopreserved embryo
e Ovarian stimulation for IVF

¢ Intrauterine insemination

¢ Clomiphene use

e Embryo/egg donation



Trial enrollment and patient characteristics

Patients enrolled in POSITIVE (n=518) MenStruation FP & ART
analysis analysis
population population
* Number 516 497
Prnmary efficacy analysis population
n=516) Age 2 35 339 (66%) 329 (66%)
| Menstruation analysis |
Lymph node positive 174 (34%) 170 (34%)
i ’ Prior chemo 320 (62%) 308 (62%)
Secondary endpoint population (n=497) _
No prior live birth 387 (75%) 374 (75%)

| Fertility preservation
& ART analysis

FP: fertility preservation, ART: assisted reproductive technologies



Menstruation recovery
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Time to pregnancy

‘368 patients (74%) reported at least one pregnancy Multivafiablg Fine and Gray sHR (95% Cl)
7 competing risk model

3 Chemo + GnRHa vs Chemo alone 1.29(0.94-1.79)
§ i None vs Chemo alone 1.05 (0.85 - 1.32)
i 8 35-39 vs <35 0.74 (0.59 - 0.93)
2 s 40-42 vs <35 0.40 (0.29 - 0.56)
- = SERM+OFS vs SERM only 0.94 (0.71-1.24)
’ : : Al+OFS vs SERM only 0.94 (0.67 - 1.33)
R N Prior birth: Yes vs No 0.94 (0.72-1.23)
oy 3 ¥ Irregular vs Persistent amenorrhea 1.17 (0.85 - 1.63)
Normal vs Persistent amenorrhea 1.01(0.78 - 1.32)




Fertility preservation and ART

» Fertility preservation at BC diagnosis
o 252 /497 (51%) underwent fertility preservation *

- o 179 (36%) ovarian stimulation for embryo/oocyte cryopreservation
e 67 (13%) GnRHa during chemotherapy
e 30 (6%) ovarian tissue cryopreservation

» ART use after enroliment
e 215/497 (43%) underwent ART on POSITIVE *

-p o 80 (16%) ovarian stimulation for IVF
—p o 68 (14%) cryopreserved embryo transfer
e 37 (7%) intrauterine insemination

e 19 (4%) clomiphene

* Some patients underwent more than 1 procedure



ART use and chance of pregnancy

Multivariate logistic regression model OR (95% Cl)
35-39 vs <35 0.50 (0.29 - 0.86)
40-42 vs <35 0.16 (0.08 - 0.29)
Ovarian stimulation for IVF after enroliment vs No ART 0.85(0.48 - 1.50)

| Cryopreserved embryo transfer * vs No ART 241 (1.17 -4.95)
Other ART vs No ART 1.80 (0.92 - 3.57)
Chemotherapy + GnRHa vs Chemotherapy no GnRHa 1.41 (0.70 - 2.82)
None vs Chemotherapy without GnRHa 1.10 (0.70 - 1.75)

* 82% of patients reported at least 1 pregnancy



Ovarian stimulation and breast outcome

1) As part of embryo/oocyte cryopreservation 158
- at breast cancer diagnosis s s
At 3-years, BCFl-events cumulative é o L2
incidence 7 S0 I
£ g
* 9.7% (95% CI: 6.0% to 15.4%) for the 179 3
patients who underwent ovarian stimulation e
o 8.7% (95% Cl: 6.0% to 12.5%) for the 318 e
patlents Who d|d not Months since enrollment
= |: Embryo'Oocyte pi v
No Embryo/ Oocyte prese




ART and BC outcome

2) As part of ART - after enroliment

» 397 patients alive and BC free at
24-months (landmark analysis)

e 2 BC events amongst 71 patients in
the ovarian stimulation group

* 8 BC events amongst 326 patients in
the non-ovarian stimulation group
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Conclusions

o This is the largest prospective study to investigate fertility preservation and ART in patients
with early HR+ BC who desired pregnancy

» | More than 90% of women presenting with amenorrhea resumed menses, most during
the first 6 months

» Young age was the main factor associated with shorter time to pregnancy

» | Embryo/oocyte cryopreservation at BC diagnosis followed by embryo transfer after
endocrine therapy interruption had higher pregnancy rates and was not associated with worse
[prognosis

» No increase in breast cancer events was observed in patients undergoing IVF on study
albeit few events — longer follow-up is needed

» These data are of paramount importance for oncofertility counselling of young BC patients
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s pregnancy safe in pts with a BRCA mutation?

GS02-13: Pregnancy after Breast Cancer in Young Women with Germline
BRCA Pathogenic Variants: Results from an International Cohort Study
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Study design

= International, multicenter, hospital-based, retrospective cohort study

= Stage | - lll invasive breast cancer = Stage IV de novo breast cancer

= Diagnosis between January 2000 and = Lack of data on follow-up or post-treatment
December 2020 pregnancies

= Age <40 years at diagnosis = History of ovarian cancer or other

malignancies without prior breast cancer
BRCA VUS or BRCA healthy carriers

=  Known germline likely pathogenic or
pathogenic variants in BRCA1 and/or BRCA2
genes



Objectives of the study

= Primary objectives — To determine the cumulative incidence of pregnancy after breast cancer and its
prognostic impact:

* Cumulative incidence of pregnancy

= Disease-free survival

= Secondary objectives — To determine the prognostic impact of pregnancy after breast cancer and
reproductive outcomes:

* Breast cancer-specific survival
*  Overall survival

- Pregnancy, fetal and obstetric outcomes

* Predefined subgroup analyses — According to specific BRCA gene, hormone receptor status, HER2
status, exposure to chemotherapy and endocrine therapy



Participant flow

= 78 centers

= 26 countries

= 4 continents

Median follow-up: 7.8 years (IQR 4.5 — 12.6 years)



Study results: incidence of pregnancy

Overall cohort According to hormone receptor status
100
100 4
Cumulative incidence of pregnancy at 10 years: Cumulative incidence of pregnancy at 10 years (P < 0.001):
22% (95% Cl 21% — 24%) 18% (95% CI 16% — 21%) in hormone receptor-positive
0 26% (95% CI 24% — 29%) in hormone receptor-negative
80 +
Median time from breast cancer diagnosis to conception: Median time from breast cancer diagnosis to conception (P < 0.001):
3.5 years (IQR 2.2 - 5.3 years) 4.3 years (IQR 2.8 — 6.3 years) in hormone receptor-positive
80 27.8% of pregnancies occurred after 5 years — o 39.8% of pregnancies occurred after 5 years
< ‘§ i 3.2 years (IQR 2.0 — 4.8 years) in hormone receptor-negative
s B 22.0% of pregnancies occurred after 5 years
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Study results: DFS

Primary analysis — Extended Cox model with
occurrence of pregnancy as a time-varying covariate

Unadjusted HR 0.97; 95% C1 0.82 - 1.15
Adjusted HR* 0.99; 95% CI1 0.81 — 1.20

ER and PR negative

P value for
Subgroup analyses Multivariate HR* (95% Cl) interaction _
“Specific BRCA genc

BRCA1 0.80 (0.63 - 1.01) 0.007

BRCA2 1.55 (1.12 - 2.16)

BRCA1 and BRCA2 449(0.28-72.17)

BRCA, unknown if 1 or 2 Not evaluable
Hormone receptor status:

ER and/or PR positive 1.30 (0.95 - 1.76) 0.009

0.76 (0.60 - 0.95)

Unknown 0.28 (0.04 - 2.21 z

Received endocrine therapy:
No
Yes

HER2 status:
HER2 negative 0.61(0.22-1.71) 0.08
HER2 positive 1.07 (0.87 - 1.31)
Unknown 0.42 (0.17 - 1.02)

Received chemotherapy:
No 0.77 (0.39 - 1.52) 047
Yes

1.00 (0.82 - 1.23)
.77 (0.39 — 1.52

0.85 (0.67 - 1.08)
1.55 (1.08 - 2.21)

0.01

*Adjusted for: region, age, nodal status, hormone receptor status and type of breast surgery
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Study results: secondary survival outcomes

Breast cancer-specific survival

Extended Cox model:

Seconda

00 4

Breast cancer specific survival (%)

NOQIOgIancy  Wawi 1SN CINIT ) MAED 154
Pregrar “ ‘ ‘-

Unadjusted HR 0.53; 95% CI 0.37 - 0.74
Adjusted HR* 0.60; 95% CI 0.40 — 0.88

ry matched analysis:

Time (years)

[ P ]

*Adjusted for: region, age, nodal status, hormone receptor status and type of breast surgery

Overall survival

Extended Cox model:
Unadjusted HR 0.52; 95% CI1 0.38 — 0.72
Adjusted HR* 0.58; 95% CI 0.40 - 0.85

Secondary matched analysis:

| L [ ——

Ovorall survwal (%)

HR 0.43; 95% CI1 0.30 — 0.61

Tims (years)

© pregnancy ey



Conclusions

=  This global study including 4732 young BRCA carriers from 78 centers worldwide provides reassuring
evidence for the oncofertility counseling of young BRCA carriers interested in conceiving following
diagnosis and treatment for breast cancer

= More than one out of five (22%) young BRCA carriers became pregnant within 10 years after a breast
cancer diagnosis

* The rate of pregnancy, fetal and obstetric complications was low and in line with the expectations in a
population of women with similar age and no history of breast cancer

= No detrimental prognostic effect of pregnancy after breast cancer was observed, particularly inBRCA1
carriers

* | Conceiving after proper treatment and follow-up for breast cancer should not be contraindicated
in young BRCA carriers




Highlights of supportive care

 Health education after breast cancer



AccessingValidinformation ) ‘
I Iealbh HealthyBehaviors
PreventingDiseases

Weight reduction and exercise

Practice changing?



Convincing Evidence:
12 Obesity-Associated Cancer Types



s patient education after BC worthwhile?

Effectiveness of 24-week mobile application based human coaching
program for controlling weight, BMI and body composition in
overweight/obese breast cancer survivors: Single-arm prospective
cohort study

So-Youn Jung, MD. PhD
Center for Breast Cancer, National Cancer Center, Goyang, Republic of Korea

Disclosure Information * Employee of: National Cancer Center, Republic of Korea
* This study was supported by a grant from National Cancer Center, Republic of Korea

» Acknowledgements: Breast cancer survivors in Korea, and Noom, Korea
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Objectives and methods

= Backgrounds: Overweight/obesity has been known as a prognostic factor for breast cancer recurrence
and breast cancer related death.

* Objective: to develop 24-week mobile application based human coaching program and evaluate its
efficacy in overweight/obese breast cancer survivors.

= Hypothesis: Hyperactive group using 24-week mobile application based human coaching program would
reduce more than 0.8 of BMI in overweight/obese breast cancer survivors

=  Study design:
» asingle-arm prospective study
» 130 breast cancer survivors with BMI 225 were enrolled
» 24-week program: diet-,exercise-, and psychology-based contents with trained human coach

» Outcome: weight, BMI, lipid level, bioimpedance, and Quality of Life (QoL) at baseline, 6 month and 12month follow-
up in hyperactive group who joined more than 16 weeks




Results

o 101 participants (77.7%) and 93 participants (71.5%) completed 6 month and 12 month follow-up

*  In hyperactive group (68/101, 67% at 6 month and 61/101, 60.4% at 12 month), body weight and BMI reduced significantly
at 6 month and maintained at 12 month without the yo-yo effect.

1 BMI ~ hewsme

— honappenache

Hyperactive (N=§1) tmonths-Baselne 12months-Basekne 12months.-6month

Variables, mean (SD) d
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B (kgm?) 27.75(2.45) 2691(28) 27.11(3.08) | 0.84(-1.16,-053) I <0001 | -068(-105,-023) I 0.0026 ] 02(-0.12, 0.53) I 0.2150 “1 3
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Conclusions

This study demonstrated that 24-week mobile application based human coaching program is
beneficial for controlling body weight, BMI, TG and body composition in bioimpedance for
overweigh/obsess breast cancer survivors.

However, it would be not enough to maintain some parts of improved body composition (WHR,
VFA).

In addition, further randomized study need to demonstrate the effect of 24-week mobile
application based human coaching program compared to conventional education.




The Breast Cancer Weight Loss Trial

. 3136 Participants
Key Eliqibility* _r Health Education + 2-year
-~ =

Telephone-Based

* Stage II-l1l Breast Cancer Weight Loss Intervention
* HR+/HER-2- or TNBC é Randomize

* Diagnosed w/in past 14 months $

* Completed with surgery and any o Health Education Alone

chemotherapy and/or radiation
* BMI = 27 kg/m2

*Patients planning on taking medications for the
purpose of weight loss and/or undergoing a surgical
weight loss procedure within 2 years were not eligible

Jennifer Ligibel, MD



The Breast cancer \Weight Loss trial

Impact of weight and body composition in BC

% Weight Change at 12-months (SD).

Control WU

=1173) (n=1220) " “Alve
Overall +08(64) -48(7.9) P <0.0001
Menopausal status
Premenopausal +14(66) -33(7.8) P <0.0001
Postmenopausal +05(63) -59(7.8) P<0.0001
Race/Ethnicity

Black +2.1(59) -1.6(7.1) P <0.0001

Hispanic +1.0(6.6) -3.2(6.3) P <0.0001

Non-Black/non-Hispanic  +0.7(6.4) -54(8.0) P <0.0001
HR Status

HR+ +08(6.3) -50(7.5 P<0.0001

HR- +1.0(6.7) -3.7(8.0) P <0.0001

*Kruskal-Wallis test.

© 2023 by American Soclety of Clinical Oncology

J Clin Oncol 41, 2023 (suppl 16; abstr 12001)



Can lifestyle be practice changing?

®Randomized Trial of Exercise and Nutrition on Chemotherapy
Completion and Pathologic Complete Response in Women
With Breast Cancer: The Lifestyle, Exercise, and Nutrition
Early After Diagnosis Study

Tara Sanft, MD'? () ; Maura Harrigan, RD, MS, CS0O?, Courtney McGowan, RD, CSO*; Brenda Cartmel, PhD** (8 ; Michelle Zupa, BS*(®);
Fang-Yong Li, MS® (5) ; Leah M. Ferrucci, PhD*? (5 ; Leah Puklin, MPH* (5 ; Anlan Cao, BS* (%) ; Thai Hien Nguyen, MPH? Marian L. Neuhouser, PhD*;
Dawn L. Hershman, MD* (5 ; Karen Basen-Engquist, PhD®(5); Beth A. Jones, PhD*?; Tish Knobf, PhD*’; Anees B. Chagpar, MD, MPH'* (®);
Andrea Silber, MD'? (%) ; Anna Tanasijevic, MPH®; Jennifer A. Ligibel, MD® () ; and Melinda L. Irwin, PhD, MPH** (%
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Methods

* 173 stage I-lll pts

* R to usual care or intervention with exercise and nutrition advice

* Primary objectives: RDI and pCR



TABLE 5. Effect of Intervention Versus UC on RDI and pCR Among Women Receiving Neoadjuvant Chemotherapy by Study Arm (N = 72)

Variable Intervention uc P
Overall N = 40 N =32
RDI continuous, mean + SD 92.0% *= 12.1% 89.3% * 11.6% 34
Dose reductions, skip, and/or toxicity delays, No. (%) 20 (50) 19 (63) 43
PCR, No. (%) 21 (53) 9 (28) 037
HR+ and HER2- N =10 N=12
RDI, mean = SD 96.0% * 7.2% 90.6% = 9.1% 16
Dose reductions and/or toxicity delays, No. (%) 5 (40) 9 (75) 19
PCR, No. (%) 3 (30) 0 (0) .08
TNBC N=16 N =10
RDI, mean = SD 89.2% + 13.0% 84.6% + 13.9% 40
Dose reductions and/or toxicity delays, No. (%) 9 (56) 8 (80) 48
pCR, No. (%) 11 (69) 3 (30) .05
HER2+ N =14 N =10
RDI, mean = SD 92.4% + 12.3% 92.6% * 12.6% 98
Dose reductions and/or toxicity delays, No. (%) 6 (43) 3 (30) 52

OCR, No. (%) 7 (50) 6 (60) 63
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Effects of a structured and individualized exercise program on fatigue
and health-related quality of life in patients with metastatic breast

cancer:
the multinational randomized controlled PREFERABLE-EFFECT study

Anne May', Anouk Hiensch', Johanna Depenbusch?3, Martina Schmidt?3, Evelyn Monninkhof!, Mireia Pelaez*, Dorothea
Clauss®, Philipp Zimmer®6, Jon Belloso*, Mark Trevaskis’, Helene Rundqyvist, Joachim Wiskemann39, Jana Muller3°, Carlo
Fremd?3, Renske Altena8, Joanna Kufel-Grabowska'?, Rhode Bijlsma’, Lobke van Leeuwen-Snoeks'!, Daan ten Bokkel-
Huinink'2, Gabe Sonke'3, Bruce Mann'#, Prudence Francis'5, Gary Richardson's, Isabel Alvarez!?, Wolfram Malter'®, Elsken
Van der Wall', Neil Aaronson'3, Elzbieta Senkus'?, Ander Urriticoechea?, Eva Zopf”-16, Wilhelm Bloch?®, Martijn Stuiver’3,
Yvonne Wengstromé, Karen Steindorf?3

(1) University Medical Center Utrecht, Utrecht, Utrecht University, Netherlands; (2) German Cancer Research Center (DKFZ); (3) National Center for Tumor Diseases (NCT) Heidelberg, Germany; (4) OSID-Onkologikoa, Osakidetza;(5) German
Sport University Cologne, Germany; (6) TU Dortmund University, Germany; (7) Australian Catholic University; (8) Karolinska Institutet, Sweden; (9) Heidelberg University Hospital; (10) Medical University of Gdansk; (11) Diakonessenhuis Utrecht,
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Aim of the trial

To investigate the effects of supervised and individualized
exercise in patients with metastatic breast cancer on
fatigue and quality of life.

@

PREFERABLE



Study design

Inclusion criteria:

* Age = 18 years

* Diagnosis of breast cancer stage IV
* ECOG performance status < 2

* Life expectancy of 26 months

8 clinical centres
in 5 EU countries and
Australia

Randomization of 350

patients with mBC Exclusion criteria:
' \ *  Contraindication for exercise

*  Unstable bone metastases
*  Too physically active (>210 min/wk)

No intervention With intervention
(exercise advise) § \
) PREFERABLE




g}é 3 Informed consent,
o= baseline measurements (T0)

[ |
Intervention group @ Control group

9-month structured

Usual care and

and personalized general physical

exercise program — f ﬁ activity advice
8= .

=5 %

General
exercise
advice

6-month measurements (T2)
Primary endpoint

E
| smonhmosrsmnes |

‘IIIIIIIIIIIIIIIIII
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[ |
Intervention group Control group
9-month structured Usual care and

and personalized general physical

exercise program — y -ﬁ activity advice
S P : =
3-month measurements (T1)
Supervised exercise:
\ 2x p.w. 60 min

General
. — ) exe.rCIse
8= ﬁ advice
[@ Exercise] 0—
advice

6-month measurements (T2)
Primary endpoint

[Aerobic training

moderate-intensity & high-intensity
interval training

Resistance Training

major lower and upper body
muscles

Balance training & =P

\ ) Supervised exercise: /
1x p.w. 60 min

Unsupervised exercise:
\ 4 \

pEEEn ‘-IIIIIII

‘IIIIIIIIIIIIIIIIII

9 szﬁERABLE




Methods: objectives

/P \ *+ EORTC-FA-12

rimary endpoints: —
* Cancer-related physical fatigue ' ¢—

* Health-related QoL o—/f{| * EORTC-QLQ-30

0— summary score
Secondary endpoints include: Trial successful if either or both
* Pain, breast cancer specific symptoms, anxiety, depression are statistically significant.’

* Polyneuropathy, sleep

* Treatment related toxicities ®
* Physical fitness/performance, body composition ’

* Biomarkers

* Physical activity

« Steep ramp test
(maximal short exercise
) o capacity (MSEC))
\’QALYS and direct and indirect costs J

( J !
"At 6-month post baseline, using mixed effect models adjusted for baseline and stratification factors (Bonferroni correction). }/PREFER ABLE




Baseline characteristics

Intervention group (n=178)

Control group (n=179)

__9 Recurrent disease
65.1%

n 1st/2nd line treatment

d 75.3%

., HR+HER2-: 60.7%
L&)}« HER2+:23.6%
\.=7/ Triple negative: 7.3%

/ @ Bone metastases
‘" 65.2%

@ Endocrine treatment
3\ >50%

S

«/

A ~
y X
— s \
f

O\
H(R): )
L\

=

©0

S

A" A

Recurrent disease
62.1%

1st/2nd line treatment
74.3%

HR+/HER2-: §9.2%

\. HER+:22.9%

Triple negative: 12.3%

Bone metastases
69.8%

Endocrine treatment
>50% &

@

g
// PREFERABLE




Results: attendance, SAE & fitness outcome

"%
Median attendance
[IQR] = 77% [48-92]

6-month post-BL:
18% discontinuation
* 44% due to death

Maximal Short Exercise Capacity (Watts)

* X e

250~

Randomization group

o
.

- Control Group
Intervention Group

e

200-

175-

150-

Basélme 3 m(;mns 6 ménms
Timepoint

Two SAEs: 1 wrist fracture and 1 sacral stress fracture, none
related to bone metastases.

(1-.
}/;PREFERABLE



Results: primary outcomes

Physical fatigue

Randomization group
-5.6 (-10.9; -0.4) — Control Group

QoL Summary score

90- * 50- — Intervention Group
-5.3 (-10.0; -0.6) *
* 4.8 (2.2; 7.4) *
m 4.3 (1.4: 7.3) 3.4 (-7.8; 1.0)
S 80- | 1 T g 40- el
g | ]
g B E i |
§’ - ~ L g /
B L =
38 - £
£ §
g E 30-
it
Primary endpoint Significant between-
vy P * group differences
60~ 20-
Baseline 3 mdnth§ 8 months 9 months Baseline 3 months 6 months 9 months ( .
Timepoint Timepoint )
PREFERABLE




Results: Qol: functional scales

} Physical functioning 7.0 (3. 6; 10.3) \Role functioning Social functioning
* * 7.6 (2.1;13.1) 5.5(0.2; 10.8)

*

Estimates marginal means
3 g
.{
8

Basedne

months 6 months
Timepoint

* Significant between- }9 W 4
group differences = AN
PREFERABLE



Results: emotional fatigue and functioning

Estimates marginal means

40-

30

25

20-

Emotional fatigue

Baseline

3 months 6 months

Timepoint

9 months

80

70

60

Emotional functioning

Baseline 3 months 6 months

Timepoint

9 months

Qars

/ /PREFERABLE




Results: pain and dyspnea

Pain Dyspnea
50- 50- F
-7.1 (-12.1; -1.9) DF
40- 40-
2
g
£ %0- I E— 30- pain
5 | I T I I fatigue
g L
: x * & o
& 20- 20- -
10~ 10- *
Baseline 3 months 6 months 9 months Baseline 3 months 6 months 9 months
Timepoint Timepoint
% Scoring above clinical important threshold at baseline™ .+ ¢
Pain Dyspnea }/ PREFERABLE



Patients get the last word

For me it was a good
opportunity to get out of

the house and stop
thinking. Thanks to the
coaches for not giving
up when | wanted to
give up.

Wonderful. Even
though I'm very ill
with chemotherapy, |
come, | exercise,
and | leave better.

G

REFERABLE



Conclusion

= A supervised resistance and aerobic exercise
intervention resulted in beneficial effects on fatigue,
HRQoL, and other clinically relevant outcomes of
patients with mBC.

= We recommend supervised exercise as part of
supportive care regimens during palliative treatment.

U



and exercise

Practice changing? Yes



Highlights of supportive care

 Safety and toxicity according to age, race and realworld data



Toxicity related to age, race and real world data



Immune Related Adverse Events in Patients
2 65 years vs. < 65 years with Breast Cancer

Treated with Immunotherapy

Neelima Vidula, MD
Massachusetts General Hospital, Harvard Medical School

Complete author list:
Neelima Vidula, Jennifer Hutchinson, Abigail McLaren, Lianne Ryan, Andrzej Niemierko, and Aditya Bardia




Background and methods

= Pembrolizumab is approved for early and advanced triple-negative breast cancer (TNBC)'2.

= Atezolizumab was previously approved for advanced TNBC3.

=  Toxicity of immunotherapy (I0) and immune related adverse events (irAEs) in patients
= 65 years with breast cancer are not described in detail in results from registration trials.

= Understanding real-world 10 toxicity and irAEs in patients with breast cancer = 65 years
may inform clinical decision making.

= Retrospective review of patients = 65 years vs. < 65 years with breast cancer who received
IO at an academic institution was conducted.

= |O toxicity and irAEs (classified by NCI CTCAE v. 5.0) after IO start were determined, and
compared between cohorts.

= Cohorts compared with Pearson’s chi-squared test (categorical variables) and Wilcoxon-
rank sum test (continuous variables), with p < 0.05 for statistical significance.
1Schmid, NEJM, 2020. 2Cortes, NEJM, 2022. *Schmid, NEJM, 2018.



Characteristic 2 65 years < 65 years

(N=25) (N=104)
Median age at 10 start 73 48 < 0.001
(years)
(Interquartile range, IQR) (69-74) (39-56)
Stage 0.008
I 1(4.0%) 7 (6.7%)
] 8 (32.0%) 39 (37.5%)
]} 0 (0%) 25 (24%)
v 16 (64%) 33 (31.7%)
Baseline ECOG 0.009
Performance Status
0 14 (56%) 85 (81.7%)
1 11 (44%) 17 (16.3%)
2 0 (0%) 2 (1.9%)
Subtype 0.92
TNBC 19 (76%) 81 (78%)
HER2+ 2 (8%) 6 (5.8%)
HR+/HER2- 4 (16%) 17 (16%)
First |10 Regimen 0.092
Atezolizumab 1(4%) 18 (17%)
Pembrolizumab 24 (96%) 86 (83%)
Autoimmune 0.25
comorbidity
No 14 (56%) 71 (68%)

Yes 11 (44%) 33 (32%)



Results

o * . .
Characteristics of 10* Toxicity. 235.0% IrAEs B nA

Variable (median, 2 65 years < 65 years ;—2 30.0%
Interquartile range [Median 73, [Median 48, 825.0% W 265 years
[IQR] OR #, %) IQR (69-74)], IQR (39-56)], '©20.0%

(N=25) (N=104) 1 5.0% M <65 years

£ 10.0% I I I
. ) 8 5.0% I
10 duration (months) 2.3(1.6-4.4) 5.4 (2.1-10.7) 0.006 s 0.0% s I .I I &n I
. . X V & G\ @ 2 (’0 \‘)
10 interruption for 4 (16%) 7(7%) 0.14 P & & \'{~ (& -\9 & 4\
- SR P\ P R R IS R
toxicity o 9" R O & & & 2 ‘}
¥ S TS
10 dose # at toxicity 2 (2-4) 5 (2-6) 0.31 & & T F N N
- - > & Q’\ Q’b
interruption < 8‘0 9
v &

10 discontinuation for 4 (16%) 7 (7%) 0.14 *Statistically significant difference. <
toxicity Immune Related Adverse Event

*Majority pembrolizumab in both cohorts.

»  Similar overall rates of irAEs between cohorts (= 65 years: 72%, < 65 years: 64%, p=0.47). Similar # irAE/patient in both cohorts (p=0.42).

«  Significantly higher rate of immune related nephritis in patients = 65 years (= 65 years: 12% vs. < 65 years: 1%, p=0.004).

« Significantly higher rate of transaminitis in patients < 65 years (= 65 years: 12%, < 65 years: 33%, p=0.04).

«  Similar rates of hypothyroidism in patients = 65 years and < 65 years, but significantly higher rates of grade 2-3 vs. grade 1 hypothyroidism
in patients < 65 years (p=0.017).



Results and conclusions

280% First irAE Management. Conclusions:

§ 70% M265 years

§60% W <65 years * |n this real-world cohort, similar overall

% 50% p=0.025 rates of irAEs were observed in

g;g;: patients 2 65 years and < 65 years.

< £20% * However, the spectrum of irAEs and

8 10% I I l management differed based on age.

& 0% * More immune related nephritis
Steroids Thyroid  Supportive and steroid use for irAEs were

Hormone care

observed in patients 2 65 years.

Toxicity management differed by age (p=0.025). Significantly * More transamlnl'gs. and higher
more steroid use for irAE management in patients = 65 years grade hypothyroidism were seen
(2 65 years: 71% vs. < 65 years: 31%, p=0.004). in patients < 65 years.

Rates of full resolution of irAEs were similar (= 65 years: 67%, T . .

< 65 years: 57%, p=0.47). « Validation In a larger cohc.)rt.ls merited,
Late onset irAEs (= 65 years: 8%, < 65 years: 6%, p=0.77) and and a multi-center analysis is
deaths from irAEs (= 65 years: 4%, < 65 years: 0%, p=0.055) underway.

were rare in both cohorts.

Management of irAE




D

iscussant: other studies

Survival Probs

100

+ Censorad
Logrank p <0001
07s
Any Grade Toxicity
050 —
2 Grade 3 Toxicity
025 "
+ *
000 |
1 w2 126 [ 22 12 2 ' 2 Grade 3 Toxicity
2| 200 &3 » o 2 ] 0 Ty
3 & B 28 s 3 2 [ ypes
4 2 iR “ ]
0 12 2% 36 48 60 2
Overall Survival
Age and Toxsclty grade
1. < grade 3 toncity, <70 yrs 2 < grade 3 loncity, >=70 yrs
3. »= grade 3 toxicity, <70 yrs 4 »= grade 3 toxicity, »=70 ws

irAEs in a cohort of 673 pts, 35% 2= 70y, 40% had melanoma, 46% received nivolumab
. 2 G3 IrAEs did not differ by age (age cut off 70y, p= 0.71)
. Median OS significantly longer for pts <70y with =2 G3 IrAEs.

N (%) of Under 70 Cohort N (%) of 70 and Older Pvalue

(N=435) Cohort (N=238) x5

n n %o

Total Patients 125 28.7 86 36.1 0,05
Total Patients 63 145 32 135 0.71
Grade 3 58 133 30 2.6 0.79
Grade 4 4 092 1 04 0.66
Grade 5 2 0.46 1 04 0.66
Dermatitis 8 1.8 7 29 035
Colitis 23 53 10 42 053
Hypothyroid 6 14 0 0 0.10
Hyperthyroid 2 05 0 0 054
Hepatitis 9 21 8 i4 031
Preumonits 9 2.1 7 29 048
Other 13 30 2 08 0.10

Current study showed significant irAE difference with age despite small sample size; Sample size in current study is limited for OS association.




Real-world analysis comparing Black and White patients
with triple-negative breast cancer receiving therapy per

KEYNOTE-522
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Traci White, Avneek Sandu, Fouad Boulbol, Kelsey Finch, Olivia Fahey, Yontan Resnick, Alison Svoboda, Kayla Harwood, Emily Armgardt,
Doug Mazewski, Amiee Keegan, Wai Yu, Meredith Watson-Rose, Katherine Madden, Suganya Arunachalam Karikalan, Lida Mina, Emily
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Objectives and methods

» Despite the significant improvement in pathological complete
response (pCR) and event-free survival rates across all patients,
the landmark trial included only 4.5% Black patients.

» Lack of inclusion of a representative and diverse population of
patients is a consistent issue in registrational clinical trials.

*  We assessed real-world toxicity and treatment outcomes across
Black and White patients who received standard-of-care treatment
per KEYNOTE-522 in a multicenter retrospective cohort study
including 577 patients from 17 sites.

= Our patient population included 18.2% Black patients (n = 1095)
and 74.2% White patients (n = 428) 1. Schmid et l, 2020

2. Schmid et al, 2022




Results

Response (n=444) Black (n=86) | White (n = 358) m

Pathologic Complete 52.3% (n = 45) 55.9% (n = 200) P=
Response

Adverse Drug Black (n = 105) White (n = 429) P value
Reactions (n = 534)

Grade 3+ Immune 20.9% (n = 22) 33.8% (n = 145) P =0.011
Related ADR

Hospitalization Rate 39% (n=41) 36% (n = 154) P=0.5

Acute Care Utilization 38% (n = 30) 38% (n =163) P=0.9



Conclusions

= To our knowledge, this is the largest real-world study to report
data on safety and efficacy across Black and White women in
patients who received treatment per KEYNOTE-522.

= Black patients had similar pCR rates and similarly high rates of
treatment-related hospitalizations compared to White patients.

= | Notably, White patients had a significantly higher frequency of
grade 3+ irAEs. Further research is needed to validate this
finding and to explore the biological rationale for this.




Discussant: other studies

« Peravali et al reported irAEs in stage |V solid malignancies (N = 293), 41.6% of patients were

AA.

« irAE was significantly higher in Caucasians vs AA ( 60.4% vs 30.8% P = 0.01).

» Higher median OS in Caucasian vs AA in patients with irAE (20.6 vs 12.9 mo, P = 0.02) and
in those with endocrine irAEs (21.8 vs 15.8 mo, P = 0.03).

» Florez et al reported irAEs in patients with lung or Head & Neck cancer (N=207)
» ORR for Hispanic/Black trended lower compared with non-Hispanic White

« 27.0% of Hispanic

« 32.5% of Black

» 38.7% non-Hispanic White
« irAEs higher non-Hispanic White:

» 30% of Hispanic

» 40% of Black

» 50% non-Hispanic White

% of patients
8 & 8 B

100

Pe02552

Black

2 A0.0109

Whie  Hispanic

Bl Any toxicity
I None



Safety in the real world
data compared with the studies



Safety Evaluation From the KEYNOTE-522 Study of
Neoadjuvant Pembrolizumab (or Placebo) Plus Chemotherapy
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With Early Triple-Negative Breast Cancer
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Objective and methods

+ Objective: to report additional safety findings, beyond the already published safety results, on
immune-mediated AEs and management in the combined phases from |A4 of KEYNOTE-522

4 N@ 0adjuvant Phase > < Adjuvant Phase se—p
Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 wk) (cycles 5-8; 12 wk) (cycles 1-9; 27 wk)

Key Eligibility Criteria
* Age 218y
- Newly diagnosed TNBC of Pembrolizumab 200 mg Q3IW
either T1c N1-2 or T2-4 N0O-2
* ECOG performance status of
Oor1

* Tissue sample for PD-L1
assessment*®

Pembrolizumab 200 mg Q3W

Stratification Factors:

* Nodal status (+ vs -)

* Tumor size (T1/T2 vs T3T4)

* Carboplatin schedule (QW vs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)

Adjuvant phase: starts from the first adjuvant treatment and includes radiaticn therapy as indicated (post treatment included)

Must conssl of 22 separae mor cores from the pomary tumoe "Carboglahin dase was AUC 5 Q3W o AUC 1 5 QW “Pacilaxd dose was 80 mgim? O *Doxceubicin dose was 60 mg'm® QIW *F prubicin dose was 80 mg'm® QW Cydophosphanmede doss
was 500 mg/'m? QAW Definitve surgery occumed appeoomately 3-6 wk afier completion of nenaduvant herapy  The type of breast-conserang surgery or mastectomy with or without axilary ymph node dssechon was af the discreton of the Yeating physican
Thes presentaton is he inleleciud property of Ihe authonpresenter Cortact them al pacortes@vho net for permisson Lo repent andon dsinbule




Results in both phases

Results in Combined Phases (Neoadjuvant and Adjuvant)

Summary of Immune-Mediated AEs and Infusion Reactions

Time to Onset and Management of the Most Common (220 Patients)
Immune-Mediated AEs and Infusion Reactions

Pembro + Pbo + Pembro + Pbo +
Chemo/Pembro Chemo/Pbo Chemo/Pembro Chemo/Pbo
n=783 n =389 n=783 n =389
Any 341 (43.6) 85(219) Infusion reactions, n (%) 141 (18.0) 45 (11.6)
Grade 1/2 224 (28.6) 77 (19.8) Median time to onset (range), d 16 (1-458) 22 (1-325)
Grade 3/4 115(14.7) 8(21p Treated with corticosterolds, n 85 28
Grade 5 2(0.3) 0 Hypothyroidism, n (%) 118 (15.1) 22 (5.7)
Led to dose reduction® Median time to onset (range), d 105 (7-510) 255 (7-527)
Chemotherapy 1(0.1)® 0 Treated with thyroid replacement, n 106 13
Led to treatment interruption Severe skin reactions, n (%) 45(5.7) 4(1.0)
Pembrolizumab/placebo 43 (5.5) 9(2.3) Median time to onset (range), d 64 (4-479) 505 (32-186)
Chemotherapy? 88 (11.2) 25(6.4) Treated with corticosteroids, n 28 0
Led to discontinuation of any drug Hyperthyroidism, n (%) 41(5.2) 7(1.8)
Pembrolizumab/placebo 61(7.8) 4(1.0) Median lime to onset (range), d 107 (20-470) 184 (1-284)
Chemotherapy? 45(5.7) 7(1.8) Adrenal insufficiency, n (%) 20 (2 6) 0
Dala are n (%) of patients. *There were no grade 4 immune-mediated AEs or infusion .
reactions. n = 1 with pneumonitis (necadjuvant phase), n = 1 with autoimmune encephalitis Median time 1o onset (range), d 175.5 (100-383) -
o e Do T e e D o e oo Treated wih hormone repiacement, n 20

reaction d. days; n, number of patients.

aa cutofl date: March 23 2021
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Conclusions

- Neoadjuvant pembrolizumab plus chemotherapy followed by adjuvant pembrolizumab had a
manageable safety profile that was generally consistent with the known safety profiles of
pembrolizumab and the chemotherapy regimens in patients with newly diagnosed, high-risk,
early TNBC

« No new immune-mediated AEs were identified

* Most immune-mediated AEs and infusion reactions were grade 1/2, were manageable with
treatment interruption, corticosteroids, and/or hormone replacement, and did not result in
discontinuation of study treatment

- Together with the clinical benefits previously reported,'? our safety results support neoadjuvant
pembrolizumab plus chemotherapy followed by adjuvant pembrolizumab as a standard of care
regimen in this setting
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Real-world analysis of adverse events in patients
with triple-ne I=gat|ve breast cancer receiving therapy
per KEYNOTE-522

Mara L. Hofherr, Andrew A. Davis, Spenser January, Farah Raheem, Lauren Lyons, Jerline Hsin, Shawna Kraft, Allison J. Schepers, Jodi
Taraba, Colleen Bohnenkamp, Shelly Hummert, Lisa Grate, Sidney V. Keisner, Jacob Hobbs, Todd Davis, Kristin Bastian, Dawn Minikel,
Traci White, Avneek Sandu, Fouad Boulbol, Kelsey Finch, Olivia Fahey, Yontan Resnick, Alison Svoboda, Kayla Harwood, Emily Armgardt,
Doug Mazewski, Amiee Keegan, Wai Yu, Meredith Watson-Rose, Katherine Madden, Suganya Arunachalam Karikalan, Lida Mina, Emily

J. Owens, Katherine Clifton




Background and methods

KEYNOTE-522 provided significant improvement in pathologic complete response (pCR)
and event-free survival; however, real word outcome and toxicity data are limited.

17 sites were included in this retrospective cohort study. All sites had IRB approval.
Washington University was the central site to collate and analyze the data.

Data regarding immune-related (irAEs) and non immune-related toxicities and unplanned
interactions with the healthcare system (ER visits, hospitalizations) were collected.

» Qualified Patients (n = 577) '

.‘ Patients still undergoing necadjuvant therapy '
(n=95)

Patients who underwent
surgery (n =482 )

(Y] = | T . o = ]
pCR545% (n=263) | | Residual Disease 45.5% (n = 219) ' 1. Schmid et al, 2020

2. Schmid et al, 2022




Results

Any Grade | Grade 3+ | KN522, Any KN522
(n=577) Grade (n=783) | Grade 3+

Adverse Drug Event (ADE) Causing Dose 217 (37.6%) No equivalent

Reductions reported

ADE Causing Early Discontinuation 228 (39.5%) 216 (27.7%)

Patients who experienced an immune- 412 (71.4%) 184 (31.9%) 262 (33.5%) 101 (12.9%)

related adverse effect (irAE)?

« If patients had an ADE that caused a dose reduction, they were significantly more likely to have
residual disease (P = 0.039).

* There was no difference in pCR for patients who discontinued treatment early vs. those who did not.

* For example, high rates of all grade hepatitis/transaminitis (19.9%), hypothyroidism (18%) and
adrenal insufficiency (7.8%) were observed. See our poster for a complete list of all grade and G3+
irAEs.



Conclusions

* The treatment-related toxicity and dose reductions may account for
a lower pCR rate compared to the registrational trial.

= More grade 3+ irAEs occurred in our real-world analysis including
rash, adrenal insufficiency, colitis, AKI, pneumonitis, inflammatory
arthritis, type | diabetes, and myocarditis.

= Limitations of this study include the retrospective design without
formal CTCAE criteria and lack of data on neoadjuvant vs. adjuvant
toxicity.

* Providers should carefully monitor for short and long-term irAEs to
ensure optimal patient outcomes.



Highlights of supportive care

* PRO outcome: utility?



Importance of (e)PRO? Pro or contra?
Practice changing?



Could MyHealth study be practice changing?

Nurse-led individualized follow-up versus regular
physician-led visits after early breast cancer
(MyHealth) = a randomized controlled trial

Lena Saltbaek, MD, PhD
Cancer Survivorship, Danish Cancer Institute, Denmark &
Department of Clinical Oncology and Palliative Care, Zealand University Hospital, Denmark

Acknowledgements The Danish Cancer Society; Region Zealand; Copenhagen University Hospital
Financial disclosures | have no financial relationships to disclose
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Objectives and methods

= To investigate if a nurse-led follow-up program with self-management and symptom
assessment using PRO was superior to physician-led follow-up.

= Endpoints:
Primary: Breast cancer-specific HRQoL (TOI-PFB summary score of FACT-B)
Secondary: Fear of recurrence (CARQ4), anxiety (GAD7) and depression (PHQ9)

1 2 3 4 5

l- -u- -a u B Control follow-up ® Randomization
Intervention follow-up l Baseline questionnaire
- Usual care follow-up | Outcome questionnaire
. l l ] ﬂ u Outpatient visit with oncologist I PRO symptom assessment
J I & | | Self-management session with nurse
' ' ' l ' ' l ! Self-management session with nurse, optional



Results

503 patients with stage -1l breast cancer were randomized to intervention (n=251) or

control (n=252) follow-up

Effects of intervention follow-up 0-36 months after randomization

(a) Quality of life

(b) Fear of recurrence

Months

(¢) Anxiety

Months

(d) Depression

0 6 12 24 36
Months
@~ Control follow-up

T v T v
0 6 12 24
Months

~@~ Intervention follow-up

Physician visit
Physician telephone

Nurse visit

Nurse telephone
Mammograms

Other diagnostic imaging

Intervention

Mean (SD)
1.47 (1.81)
1.00 (1.34)

0.40 (0.65)
3.60 (2.71)

1.99 (1.09)

1.43 (1.68)

Control
Mean (SD)

5.26 (2.32)
1.17 (1.12)

0.05 (0.23)
0.50 (1.14)

2.07 (0.95)

1.53(2.13)

<0.001
0.140

<0.001
<0.001

0.384
0.554



Conclusions

The MyHealth study suggests a new strategy for follow-up after early breast cancer providing:
» Significant improvement in breast cancer-specific HRQoL
» Significant reduction in fear of recurrence, anxiety and depression
» Effective utilization of healthcare resources

» No increase in the number of diagnostic imaging examinations
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Remote symptom monitoring
with electronic patient-reported
outcomes (ePROs) during
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Results from the PRO-TECT trial €
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(PRO-TECT

\X Cancer Symptom Study

* Cluster randomized trial at 52 US community oncology practices, across 25 states
* Funded by PCORI, sponsored by Alliance Foundation Trials

IWeb or Mobile or Telephone

INTERVENTION ARM PRACTICES: DIGITAL MONITORING WITH ePROs [JRO1V1I€(0]\Y|3

* Patients complete weekly survey with 12 common symptoms
* Email alerts to clinical nurses for severe/worsening symptoms
* Symptom management pathways triggered to nurses and patients Physical function
* Reports showing longitudinal symptoms to clinical team at visits

PATIENT ELIGIBILITY Survival

Up to 50 patients per
practice with
metastatic cancer
receiving systemic
therapy, not on a
therapeutic trial

(V)
Ll
O
=
Q
= Symptom control
(a8
N
(Fp)

HRQL

RANDOMIZED 1:1

Patient and clinician
feedback

CONTROL ARM PRACTICES: USUAL CARE
* Symptom management pathways provided to nurses and patients



Statistics

« | Primary outcome: Overall survival (all cause)
 Included all deaths with censoring on last date known alive
- Based on medical chart abstraction and linkage to US National Death Index data

« All patients followed for 2 years after date of enrollment
« 90% power to detect hazard ratio of 0.76 using a 2-sided alpha = 0.05 log rank test with
576 observed deaths, with an intracluster correlation coefficient of 0.001
« Secondary outcomes:
« Emergency visits/hospitalizations within 1 year of enrollment
« Health-related quality of life, symptoms, physical function by EORTC QLQ-C30
(previously reported: JAMA 2022;327:2413-2422)

« Exploratory outcomes:
« Compliance with weekly ePRO surveys; patient & clinician feedback on using ePROs




BASELINE CHARACTERISTICS

Age - median (range)

ePRO Arm
(N=593)

64 (29-89)

Standard Care Arm

(N=598)
62 (28-93)

Female sex - no. (%)

359 (60.5%,)

335 (56.1%,)

Race - no. (%) W hite 473 (80.4%) 452 (78.5%)
Black 99 (16.8%,) 94 (16.3%)
Other 13(2.1%) 29 (5.1%)
Cancer type - no. (%) Thoracic 118 (19.99%,) 110 (18.4%,)
Breast 97 (16.4%) 80 (13.4%,)
Gastrointestinal 173 (29.2%,) 219 (36.6%)
Genitourinary 69 (11.69%,) 44 (7.4%,)
Gynecologic 64 (10.8%,) 53(8.9%)
Hematologic 31(5.2%) 31 (5.2%)
Other 41 (6.9%,) 61 (10.2%,)
Education - no. (%) <High School 218 (36.8%,) 250 (41.8%,)
Rural 154 (26.0%,) 163 (27.3%,)




Results: Overall Survival

100
HR 0.99; p=0.86
o » No significant difference in
overall survival between
3 groups
§ » Unadjusted estimated
T survival at two years was:
3 42.0% (95% Cl 38.2-46.2%)
for the ePRO group
& 43.5% (95% CI 39.7-47.6%)
Rzt for the usual care control
PRO Intervention
— Usual Care
0 : + Censo: . a ! : , .
Time_ (Months)
PRO Intervention 593 557 496 436 Patl;lss-at-RlSK 333 297 273 18

Usual Care 598 563 497 444 390 334 307 282 22




Results: Emergency or Hospital Admissions

Decreased mean # of admissions per patient over one year with ePROs vs Usual Care: 1.48 vs. 1.81 (p=0.006).

6% reduction in emergency or Improved (lengthened) time to first emergency admission
hospital admissions with ePROs with ePROs (HR 0.84; p=0.03)

70
# of Emergency or Hospital Admissions

100%
90% . .

8%

.
80% 11%
70% -
60%
4
S50%
40% .
30%
Randomization
20% PRO Intervention
— Usual Care
+ Censor
10% - N . 1'2

HR 0.84 (p=0.03)

I

8

% of Patients

First Emergency Room Visit (%)
8

-
o
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o
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Results: Emergency or Hospital Admissions

Decreased mean # of ¢ Improved
6% reduction in emerg s PhyS|Ca| funCt|0n|ng
hospital admissions wi _ Symptom ContrOI

#:AfiEmergency or Hospital Ac N H RQO L
_.
8%
— 1 o
; In addition,
| - Patients’ satisfactory overall was high

% of Patients

However,
- ~1/4 of nurses were reluctant to

48 vs. 1.81 (p=0.006).

/ admission

R 0.84 (p=0.03)
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Importance of (e)PRO? Pro or contra?

Practice changing?
Yes in early disease, No in MBC



Highlights of supportive care

* New anti emetic regimen?



Rapid fire session: low dose vs standard dose olanzapine?

Pratice changing?



A randomized, open-label phase lll trial Evaluating Low-Dose Vs. standard-dose
Olanzapine with triple Antiemetic therapy for Prevention of highly emetogenic
chemotherapy-induced Nausea and vomiting in solid tumors (OLAnzaPiNE).

Jyoti Bajpai*, Kapu V, Rath S, Kumar S, Sekar A, SrikantA , Pawar A, Srinivas S , Bhargava P ,Gulia S,
oronha V, Joshi A, Prabhash K, Banavali S, Dr. Rajiv Sarin, Badwe R, Gupta S

Tata Memorial Centre,Homi Bhabha National Institute (HBNI), Mumbai, India .
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Study design and Participants:

Prospective, randomized, open-label, Phase lll study evaluating LD-
OLZ (2.5 mg) Vs SD olanzapine (10 mg) with standard TAE therapy for
the prevention of CINV in subjects receiving HEC

Patients of either sex aged between 13 and 75years, with the diagnosis
of a solid tumour(breast cancer or other solid tumours who had not
received chemotherapy earlier) who were planned to receive
doxorubicin60 mg/m?plus cyclophosphamide 600 mg/m?or cisplatin
>70 mg/m?, per cycle, with or without other chemotherapeutic agents,
were included in the study.



Study outcome and endpoints

The Primary endpoint (PEP) : to evaluate the proportion of patients with:

- Complete control defined as no emetic episode (EE), no use of rescue medications (RM), and
no or mild nausea assessed in the overall phase (OP) =0-120 hours (h).

Secondary endpoints (SEP) : to compare the two study groups for the proportion of patients with:

- Complete response (CR) defined as no EE, no use of RM in acute (AP)(0- 24h), delayed(DP) (25-
120h§ and OP (0-120h).

- Complete control (CC):defined as no EE, no use of RM, no or mild nausea in AP, DP, acute, delayed,
and overall phases.

- Total control (TC):defined as no EE, no use of RM, and no nausea in the acute, delayed, and OP.

- Time to treatment failure (TTF):defined as the time from HEC administration to an episode of
vomiting, or the use of RM.

- Incidence of daytime somnolence

The pre-specified tertiary (exploratory) endpoint was the effect on appetite




Percentage of Patients

Primary outcome: complete control

The complete control in the overall
o _1'6{;4"1'2'_1'0{;‘.;'.'4‘_'2'5-;‘;*6";71'0‘;2‘1'4‘;6 phase was 59 (4470/0) of 132 Vs 59
A G ) S 025 (43.7%) of 135in 2.5mg Vs 10 mg
olanzapine arms, respectively, with a
difference of -1% (1-sided 95% ClI,-
1.00 to 9.01%), which excludes the
non-inferiority margin of 10%.

No Yes

Complete Control in Overall Phase on 4 PCS



Results: outcome

OUTCOMES

proportions (95%

Difference in P valuet
C.l)

(4-point categorical Scale)

Complete Control

Acute (0-24 hours)

Delayed (25-120 hours)
Complete Response

Overall phase (0-120 hours)

Acute phase (0-24 hours)
Delayed phase (25-120 hours)

Total Control
Overall phase (0-120 hours)
Acute phase (0-24 hours)
Delayed phase (25-120 hours)

Experimental 2.5mg arm | Standard 10mg arm
(N=132) N=135

59 (44.7%) 59 (43.7%) -1.00% t0 9.01% 0.870

66 (50%) 66 (48.9%) 1% (-13.11% - 0.88%) 0.856

67 (50.8%) 79 (58.5%) 7.7% (-4.15% - 19.67%) 0.163

e e 0.954

. oo LCtemnmn O
0 0 /0 . 0 . 0

74 (56.1%) 77 (57%) 7 79% (-4.1% - 19,429 0.203
73 (55.3%) 85 (63%) s

21 (13.6%) 18 (15.6%) 2% (-6.55% - 10.38%) 0.657

33 (25%) 31 (23%) 2% (-12.28% - 8.21%) 0.697

27 (20.5%) 30 (22%) 1.5% (-8.06% - 11.59%) 0.725




Results: outcome

OUTCOMES(4-point categorical Scale) Experimental 2.5mg arm Standard 10mg arm
N=132 N=135

86(65.2%) 121(89.6%) <0.001

Severe grade Day 1 6(4.5%) 54(40%) <0.001

Severe grade Day 2 4(3.0%) 41(30.4%) 0.004

Severe grade Day 3 1(0.8%) 31(23%) <0.001

Severe grade Day 4 0(0%) 18(13.3%) <0.001
Severe grade Day 5 1(0.8%) 11(8.1%) L oo00a |

Time to treatment failure-hours) Median (IQR) 120 (24, 120) 120 (24, 120) 0.866

Failure in Counts (%) 65 (49.2%) 66 (48.9%) 0.954
Alteration in Appetite (Decreased)
Day 1 23 (17.4%) 33 (24.4%) 0.159
Day 2

nay : 21 (15.9%) 37 (27.4%) 0.023

nay ) 16 (12.1%) 32 (23.7%) 0.014

Day ! 11 (8.3%) 28 (20.7%) 0.004

ay 8 (6.1%) 27 (20%) 0.001

In 2.5 mg Vs10 mg olanzapine arms, there was significantly less DTS of any grade in the overall phase, and severe-grade DTS on day 1



Conclusions

Daily low-dose (2.5mg) olanzapine is non-inferior to its 10mg dose, in combination with
standard triple anti-emetics, in controlling CINV without the requirement of delayed steroids
and is superior with respect to daytime somnolence in patients receiving HEC.

This merits its consideration as an antiemetic regimen of choice for highly emetogenic
chemotherapy.



Take care and

support each
other




