”“Cancer

CONFERENCE

Se

tember 19, 2026

O



e ————————
EMORY

HEALTHCARE

Case Presentation: L.P.

Caroline Breit, Breast Surgical Oncology Fellow
Atlanta Breast Cancer Conference: Fellows Case Discussion
September 19, 2026



HPI

67F underwent screening mammogram 5/01/25, subsequent
diagnostic mammogram and US 5/15/25 demonstrating 1.8cm

heterogenous mass with indistinct margins in the right breast

US-guided biopsy: Right invasive mammary carcinoma with lobular
features, Grade 2, ER-/PR-/Her2- (TNBC), Ki-67 10-20%

MRI 6/16/25: Enhancing mass with clip artifact at biopsy-proven site
of malignhancy, 2.7 x 1.8 x 2cm with additional clumped enhancement

contiguous with index carcinoma, overall span 4.7cm

cT1cNOMO (Mammo) vs cT2NOMO (MRI)



Treatment

* Treatment team favored upfront surgery over neoadjuvant treatment given
Grade 1 tumor with lobular features with low Ki-67

« 7/11/2025 Right Total Mastectomy, R SLNB, Left Prophylactic Total Mastectomy
* Right Mastectomy:

* Invasive mammary carcinoma, Grade 2
 Tumor measures at least 25mm Pathologic Stage
* LVIpresent IIB (pT2N1aMx)

* Margins free of tumor

* Right Sentinel Lymph Node: Positive for carcinoma (2/2)

* 1lymph node with largest tumor deposit measures 2mm
* 1 lymph node with micrometastasis
* No evidence of extranodal invasion
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« Adjuvant Chemotherapy: Completed four cycles of TC (9/5/25-11/7/25)

« Adjuvant XRT: PMRT + RNI 42.56Gy in 16 fractions to chest wall and regional lymph nodes
including IMN (completed 12/22/2025)

 CTA/P performed 5/13/2026 as routine follow up for adrenal adenoma

« Multiple new lytic and sclerotic lesions throughout the osseus structures, concerning for osseus
metastatic disease

« Stable left adrenal adenoma (1.2cm)
* 6/11/2026 Right lliac Bone Biopsy

* Metastatic carcinoma consistent with breast primary (ER-/PR-/HER2-)
 PDL1 negative

« Datopotamab deruxtecan started 6/09/26
« Last follow up 9/01/26
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Discussion

* Neoadjuvant chemotherapy vs upfront surgery in early stage, clinically node
negative, triple negative breast cancer

- Candidate for KEYNOTE-522 regimen based on pre-operative MRI (T2NO)?
 Would response to NAC have impacted her adjuvant treatment regimen?

 Management of her axilla would have differed with NAC

« ASCO/ASTRO guidelines support PMRT with RNI and omission of ALND in

patients with cT1-3NO invasive breast cancer undergoing mastectomy with 1-
2 positive SLN?2

* In setting of NAC, cNO patients with +SLN require ALND

E M ORY 1. Schmid P, Cortes J, Pusztai L, et al. Pembrolizumab for Early Triple-Negative Breast Cancer. N £ngl/ J Med. 2020;382(9):810-821. doi:10.1056/NEJMo0a1910549
2.

Park KU, Somerfield MR, Anne N, et al. Sentinel Lymph Node Biopsy in Early-Stage Breast Cancer: ASCO Guideline Update. J Clin Oncol. 2025;43(14):1720-1741.
HEALTHCARE doi:10.1200/JCO-25-00099
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Node-Positive ER+/HER2- Breast Cancerin a
Premenopausal Female
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History

42-year-old premenopausal female who
presented with a 6-week history of a self-
palpated mass along the lateral aspect of
her left breast.

Significant family history of breast cancer;
prior genetic testing negative

Physical Exam

Palpable left breast mass at 3 o’clock
position, 4 cm from the NAC, no palpable
axillary lymphadenopathy



Imaging

* Diagnostic mammogram — focal asymmetry in the L breast at 3’0 clock position,
dense breast tissue, BI-RADS 4 (suspicious for malignancy)

* Left Breast US: Ill-defined 176 mm mass at the 3°0 clock position, 4 cm from
NAC, with benign-appearing axillary lymph nodes

* Bilateral breast MRI: 78mm enhancing mass in the left lower quadrant, 4 cm
from NAC, with indistinct margins. No other enhancing masses. In the left axilla,
largest lymph node measures approximately 15 mm in maximal diameter and has
a benign appearance. No other abnormalities in either breast or adenopathy.



Q1.

When would you consider/order a breast
MRI, particularly in younger women?



Core Needle Biopsy

Path: Moderately diff.
Invasive ductal
adenocarcinoma (IDC),
Nottingham grade 2, ER
95%, PR 90%, HER2 O
(negative), Ki-67 18%.

Intermediate-grade DCIS




Lumpectomy + SLNB
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lumpectomy, margins negative ~4 mm

Final path: multifocal IDC, Nottingham grade 2

ER >95% | PR>90% | HER20 | Ki-67 16%

Stage: pT1 N1 (lIA)




Clinical trials on Multigene assays in
localized ER+/HER2- Breast cancer



The Genomic Trial Landscape
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Oncotype DX
(21-gene)

Oncotype DX
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MammaPrint
(70-gene)

x4 Nodal Status
A Allowed
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1-3 nodes

Up to 3 nodes

@ Menopausal
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Pre + Post

Pre + Post

Pre + Post

@/ Key Finding on
® Chemo Benefit

Endocrine therapy non-inferior
overall; age <50 benefit from chemo
at RS 16-25.

Postmenopausal: no chemo benefit.
Premenopausal: chemo benefit likely
OFS-mediated.

High clinical / low genomic risk:
chemo omission safe.

OPTIMA

Prosigna
(PAMS0)

Up to 9 nodes
(N1-N2)

Pre + Post
(Ages 240)

Investigating if chemo omission is
safe in higher-risk nodal involvement
for low ROR (<60).




Q2.

How are you implementing the Prosigna assay
testing into your workflow in your institution? Who
sends the test (oncology vs. surgery)?



Q3.

Have you had instances where you performed
two different genomic assays? What was the
rationale, and how did it influence your
treatment decision?



Q4.

Are there any other assays your institution uses?
What is the discussion between surgery and
oncology? How do you decide who will send the

assay?



Prosigna Breast Risk of Recurrence Test REPORT STATUS: FINAL

Patient Repg}ﬁ: PAGE:10f 3

CPATIENT U

SPECIMEN INFORMATION.
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Predicted
Chemotherapy Benefit %3

= .
3

Prosigna Test Resull Sumniary
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of 8% and no Predicted Chemeotherapy Benefit,



Prosigna Breast Risk of Recurrence Test REPORT STATUS: FINAL
PAGE: 2 of &2
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Q5.

If this was N2 disease, does a low ROR in a patient with 4-9
positive nodes give you enough confidence to omit
chemotherapy, or do clinical factors still override the assay
In higher nodal burden?



Q6.

How should we translate the OPTIMA <60 de-escalation
cutoff into practice given that commercial reports place N+
patients with ROR >40 as high risk? Are we comfortable
sparing chemotherapy in the 41-60 intermediate group?



Treatment Plan

Post-lumpectomy RT 5,000 cGy in 25 fractions (currently undergoing)

OFS initiated with plan for Letrozole post- RT completion

Targeted therapy — Planned integration of CDK4/6 inhibitors

Chemotherapy omitted




Q7.

As adjuvant CDK4/6i become standard for high-risk HR+
disease, how does a patient’s genomic assay result
Influence your decision to add chemotherapy versus

proceed to endocrine therapy plus a CDK4/6i as was done
In this case?



Q8.

If this patient had a known N1 disease at
presentation, how would that impact your decision
on giving neoadjuvant versus adjuvant systemic
therapy?



Thank you!
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K.M.

51 year old female (post-menopausal) who presented for screening
mammogram in April 2026.

Screening mammogram: calcifications medial right breast and architectural
distortion

Diagnostic mammogram and US: mass at 10:00 and calcifications medial to this
mass

Biopsy: LCIS in both mass and calcifications
Concordance: Mass-forming LCIS is discordant
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K.M.

Surgery: Right breast seed guided partial mastectomy

Surgical pathology: Invasive lobular carcinoma (1.3cm), grade 1, ER+/PR-HER2-
Stage: pT1cNxMO

Treatment

- Surg onc: SLNB omitted

- Maed onc: Oncotype 12, no adjuvant chemotherapy, will receive adjuvant
endocrine therapy (anastrozole)

- Rad onc: Adjuvant radiation treatment

EMORY

HEALTHCARE



Discussion Points

Criteria for omission of SNLB
- Emory criteria: age >60, no LVI, grade 1 or 2, cT1, ER+/HER2-

- ASCO guidelines: SLNB omission for age >50 and postmenopausal with negative findings on
preop US, grade 1-2, <2cm HR+/HER2- invasive ductal cancer

- NCCN guidelines: same criteria as above can be considered for omission of SLNB, caution
should be used in those with lobular histology

Changes in practice with lobular histology

- Scardina et al., 2026: Axillary Nodal Positivity in Early-Stage Invasive Lobular Carcinoma:
Implications for Sentinel Lymph Node Biopsy Omission

- 20.2% of patients with early-stage clinically node negative ILC harbor occult axillary
metastasis

- Pathologic tumor size was the primary determinant of nodal involvement

- Omission of SLNB in ILC may carry a risk of axillary understaging with potential
therapeutic implications

EMORY .
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Patient Case

A 50 F presents to your clinic with the following history:

Screening MMG: R breast mass in UOQ

Diagnostic ultrasound: 2.1 x1.6 x 1.2 cm irregular
hypoechoic mass in the right breast @ 9:00 and
suspicious 1.7 x 1.0 x 1.0 cm R axillary lymph node.
R breast and R axillary ultrasound-guided biopsies
- Rbreast core biopsy: invasive ductal carcinoma, grade 1-2
- ER0.8%, PR0.1%, HER2 3+
- Raxillary lymph node: metastatic carcinoma

Diagnostic MMG: Calcifications spanning up to 8.4 cm AP
x 9.5 cm craniocaudal

Bilateral Breast MRI: Irregular mass in the right breast
measuring 20 x 15 x 25 mm with non-mass enhancement
of 40 x 30 x 20 mm; abnormal right axillary lymph node

Clinical Staging: T(2-3)N1
HER2+ IDC
ER- and PR-

Diagnostic
Mammogram:
RLM

Diagnostic
Axillary
Ultrasound



Panel: What Would You Do for This Patient?

Clinical Stage T(2-3)N1 R Breast IDC

HER2 3+ (strongly HER2+)
ER- and PR-

* What would make you consider DESTINY-Breast11 (4 cycles of T-
DXd followed by 4 cycles of THP) over neoadjuvant TCHP or THP?

* What if she were node-negative? Would you consider THP prior to
T-DXd?

* What if she were triple-positive?



Historical Neoadjuvant Therapy for
High-Risk Operable HER2+ Breast
Cancer

NEOSPHERE: pCR % was highest in the neoadjuvant
THP arm (given for 4 cycles) at 45.8% (p=0.014).

TRYPHAENA: TCHP arm (given for 6 cycles w/o
anthracycline-based therapy) showed comparable
pPCR % to anthracycline-based regimens with THP
(66% v 57%). pCR was an exploratory endpoint.

A NEOSPHERE study design
:» Trastuzumab Trastuzumab
=417 a R —
e o| , INGSSEEN s |Fec
* Tumor size > 2 cm d» Trastuzumab Y Trastuzumab
* Operable, locally r
advanced. or ° Pertuzumab 9
inflammatory m °
HER2-positive ite Trastuzumab Trastuzumab
breastcancer |z [~ 1/ | Peuzumeb ' [JDScetsell | FEC
* LVEF = 55% e U
4 | Oocetmel FEC
s Pertuzumad Trastuzumab
B TRYPHAENA study design
b= Pertuzumab
Rl Fecx3  [Docemeixsl— —
N =225 a .
n
* Tumor size > 2 cm| ¢
* Operable, locally °
advanced, or
inflammatory m
HER2-positive I
breast cancer z
* LVEF > 55% e
d
© 2014 Amernican Assocation for Cancer Research
CCR Perspectives in Drug Approval .‘Ki

TRAIN-2: Nearly identical pCR rates (68 v67%) in
patients that received neoadjuvant TCHP with and
without anthracycline.

Therefore, standard of care neoadjuvant
chemotherapy for HER2+ breast cancer became
TCHP (without anthracyclines).

Phase Il TRAIN-2: Neoadjuvant CT With or Without
Anthracyclines With Dual HER2-Blockade in HER2+ EBC

= Multicenter, open-label, phase Il trial

Patients with HER2+ EBC —_— 6 x TCHP Continue with
adjuvant trastuzumab

(stage lI-1ll) and no -
previous therapy; to complete 1 yr, ET
WHO PS of 0-1; LVEF 250% — m for ER+ and/or PR+
(N =438)
litaxel 80 mg/m?; C, carboplatin AUC = 6 mg per min/mL; H, trastuzumab 6 mg/kg (loading dose 8 mg/kg),

TCHP: 3-wk cycles,
P, pertuzuma

FEC + HP: 3- F 00 mg/m?; E, epirubicin 90 mg/m?; C, ide 500 mg/m?; H, 6 mg/kg (loading dose
8 mg/kg); P, pertuzumab 420 mg (loading dose 840 mg).

= Primary endpoint: pCR (ypT0/is, ypNO) by local assessment



EA1181 CompassHER2 pCR: Study design @

Activation Feb 2020
Accrued thru Oct 2023

neoCARHP Study Design (NCT04858529)

THPx6 Q3W (n=387) Target accrual: n=2,156 Preoperative Phase S
(Investigator-selected taxane* + Accrual completed 2175 | [R] THP x 4 Cvcles I Arm A: pCR (no invasive disease) |
Trastuzumab IV 6 mg/kg, loading ey E ¥
Aged 218, untreated, dose 8 mg/kg + Pertuzumab IV 1= paclitaxel pCR ) Complete 1yr HP
staged II-1ll , HER2- 420 mg, loading dose 840mg) Eligibility: * : | 80 mg/m? qwk x12 (ypTo/Tis |—+ RT and endocrine therapy
positive breast cancer SuGeH Stage Il or A HER2+ BC i OR S ypNO) (if indicated) \
Y : u
Stratification TCbHPx6 Q3W (n=387) » cNO eligible if T>2 cm* &l | | doce‘taxel R SRRy
» Hormone status i * B :|R 75 mg/m’ q3 wk x4 dlblalasl
h e (Investigator-selected taxane* + » cN1-2 eligible, any T1-3 : G recurrence
Sl Carboplatin IV AUC 6 mg/mL/min + » E[A COMBINED WITH E Additional chemo and and i
Trastuzumab IV 6 mg/kg, loading 2N, NSINOTjeligible : U trastuzumab (H) R No pCR anti-HER2 therapy per T
dose 8 mg/kg + Pertuzumab IV 420 ovem——— W treating physician
+ Primary endpoint: pCR (ypT0/is ypNO) mg, loading dose 840mg) *ER+ cT 2-3 cm, cNO capped at S q3 wk x4 - - —
+ Secondary endpoints: Safety, clinical response I e 20% of study population = [ D e sV xamxs) |

ER+ defined as 21% ER+
during neoadjuvant therapy, EFS, DFS, OS

Primary objective: determine if 3y RFS >92% in Arm A separately for ER+/HER2+ and ER-/HER2+ cohorts

205 ASCO IR e v | ASCO s e BN TRl g

Phase |ll Randomized-Control, Noninferiority Trial
e pCRrates 65.9% v 64.1%
* Noninferiority endpoint met
« -1.8;95% CIl-8.51t05.0; P=0.0089
e Stratification by HR status:
* ER-/PR-tumors had higher pCR rates in both
arms compared with ER+/PR+ tumors

Phase Il Single-Arm Study

* Overall pCR Rate: 43.8%

* HER2+/HR- pCR rate: 63.7%

e HER2+/HR+ pCRrate: 32.4%

* Factors that predicted better pCR: ER/PR
negativity, HER 2 3+ (strongly +), weekly
paclitaxel

De-Escalation Trials




In higher-risk operable HER2 + breast cancer,
can we do better?



DESTINY-Breast11 study design

A randomized, global, multicenter, open-label, Phase 3 study

(NCT05113251) E—

: - T-DXd* — THPt Recommended Primary endpoint .
Patler.It population 4 + 4 cydles post-neoadjuvant . pCF: ()I/qu/us ypNO) by blinded
= Previously untreated treatment per study central review -

HEREE £8C protocoll Secondary endpoints
« HR-positive or . t § CR: radioth d * pCR (ypTO ypNO) by blinded
HR-negative sandoized ddAC=— THP zonc'o:n::,t {"r;asﬁ’{z‘i,’,’nabi central review

1- +
1:1:1 4 + 4 cycles pertuzumab for up to 1 year [ + EFS

No pCR: radiotherapy and + Safety
T-DM1 for up to 14 cycles » Pharmacokinetics and

High-risk defined as:
- 2¢T3 and NO-3 or
cT0—4 and N1-3

- * . .
- Inflammatory BC T-DXd HR-positive: endocrine immunogenicity
8 cycles therapy + Invasive disease-free survival
+ Overall survival
Stratification factors + Health-related quality of life
* HR statpg ER and/or The T-DXd alone arm closed on March 13 2024, following Additional outcome
ndependent Data Monitoring Committee recommendation
PR-positive or negative Independent Data Monitoring Committe dat measures
+ HER2 status: (IHC 3+ or The reasons were multifactorial, including a lower pCR rate, low likelihood « Residual cancer burden (RCB)
ISH+ in the absence of that T-DXd alone would be superior to ddAC-THP, and the timing of surgery
IHC 3+ status)
High luti d phy chest scans were performed every 6 weeks during tr if ILD/p itis was pected while receiving T-DXd, treatment was interrupted and a full i tigati leted. Ech diog or multigated acquisition scans
were performed dudng screenlng (<28 days prior to randomization), during treatment (<3 days before Cycle 5), and at end of to left ventricular ejection fraction. *5 4 mg'kg Q3W; 1padhaxe! (80 mg/ Im? QW) + trastuzumab (6 mgkg Q3W) + pertuzumab (840 mg
loading dose followed by 420 mg Q3W); {doxorubicin (60 mg/m? Q2W) + cyclophosphamide (600 mg!m7 02W) §pacitaxed (80 mg/m? QW) + trastuzumab (8 mg/kg loading dose followed by 6 mg/kg Q3W) + pertuzumab (840 mg loading dose followed by 420 mg Q3W); "the recommended
window for surgery was 3-6 weeks following administration of the last dose of dj t study tr t d as part of the patient's SOC at the investigator's discretion. cT, clinical tumor stage; ER. estrogen receptor; IHC, immunohistochemistry; ILD, interstitial lung disease;

ISH+, in situ hybridization—positive; N, nodal stage; PR, progesterone receptor; QXW, every X weeks; T- DM1 trastuzumab emtansine; ypT0/is ypNO, absence of invasive cancer in the breast and axillary nodes; ypT0 ypNO, absence of invasive and in-situ cancer in the breast and axillary nodes

Nadia Harbeck, MD mcongre
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Patient Characteristics

@559 DESIINY-Breastll

Patient demographics and key baseline characteristics

T-DXd-THP (n=321) ddAC-THP (n=320) | | (n
Median (range) age, years 50 (25-82) 50 (23-79) 50 (23-79)
Female, n (%) 321(100) 320 (100) 286 (100)
Asia 152 (47.4) 152 (47.5) 124 (43.4)
il se ) )
Rest of world* 57(17.8) 50 (15.6) 44 (15.4)
Asian 160 (49.8) 157 (49.1) 127 (44.4)
Hace; mt \gllzclzt: or African American 14g g:::i?) 1 3; §‘2122)8) 1 33 :;84();)
Other 12(3.7) 10(3.1) 8(2.8)
Eastern Cooperative Oncology Group 0 278 (86.6) 280 (87.5) 252 (88.1)

rformance status score, n (% 1 43(13.4) 40(12.5) 34 (11.9)

b 280 (87.2) 283 (88.4) 223 (?:3.123)

HR status, n (%)5 Positivel 236 (73.5) 235 (73.4) 205 (71.7)

o v cT0-2 176 (54.8) 188 (58.8) 157 (54.9)

Elinical Rimocistags 14N) cT3-4 145 (45.2) 132 (41.3) 129 (45.1)
- NO 26 (8.1) 35 (10.9) 20(7.0)

Nodal status, n (%)! N+ 287 (89.4) 281(87.8) 254 (88.8)

5 e ﬁb |039i- n dCT rrn; lﬂ-m.;galn'fe was cped l w'.«l reflect naral prcvnc. “Is's r two balso.%and 'pall ( %’) the T-TPPQmT . bvy. tR andlor posltve per E
elactronic case report form data; lurknown in eight patients (2.5%), four patients (1.3%), and 12 patients (4.2%) in the T-DXd-THP, ddAC-THP, and T-DXd alone arms, respectively
Nadia Harbeck, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. M o



DESTINY-Breast11
PCR and EFS

A A16.1%
(95% CI 3.0% to 28.8%)
A11.2%
100 1 (05% CI 4.0% to 18.3%)
P=0.003 £9.1% o
(95% Cl 0.2% to 17.9%)
80

61.4 |

60

40

pCR (ypTO0/is ypNO) rate (%)

20

216/321 180/320 145/236 123/235

T-DXd-THP  ddAC-THP | T-DXd-THP ddAC-THP | T-DXd-THP ddAC-THP

ITT population HR-positive HR-negative

T-DXd-THP is favored across these populations

EFS Hazard ratio
0.56
(95% C10.26, 1.17)

1.0 96.9%
(95% Cl 93.5, 98.6) At data cutoff (Ma_rch 12, 2025),
EFS event maturity was 4.5%;
") at final cutoff, maturity is
. predicted to be ~10%*
w
s
EFS events: 18/320
£ 0.9 93.1%
e (95% CI 88.7, 95.8)
©
< EFS events: 11/321
x
0.8
0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
_Number of Time from randomization (months)
patients at risk
T-DXd-THP 321 315 313 305 248 220 208 189 141 93 50 14 2 0
ddAC-THP 320 303 296 285 231 199 187 163 124 72 35 14 1 0
An early positive trend in EFS was observed, favoring T-DXd-THP vs ddAC-THP
The median duration of follow up was 243 months with T-DXG-THP and 23,6 morths with ddAC-THP. "Precicted maurity assumes that the observed EFS hazard ralo continues ater data cutoff (March 12, 2025)
Nadia Harbeck, MD congress
BERLIN
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m

Immature EFS data



DESTINY-Breast11: Subgroup Analyses

C Subgroup pCRrate, % (95% CI) (n/N) PCR difference,
T-DXd-THP ddAC-THP % (95% Cl)
All patients 67.3 (619 t072.4) (216/321)  56.3 (50.6 to 61.8) (180/320) —— 11.2(4.010 18.3)
Age:
<65 years 66.7 (60.8 to 72.1) (188/282) 58.0 (52.1 10 63.8) (167/288) boe 8.7 (0.7 10 16.5)
265 years 71.8 (55.1 to 85.0) (28/39) 40.6 (23.7 t0 59.4) (13/32) —_— e, 312(8010514)
Race:
Black or African American 60.0 (14.7 t0 94.7) (3/5) 28.6 (3.7 t0 71.0) (2/7) NC NC (NC to NC)
Native Hawaiian or other Pacific Islander  100.0 (2.5 to 100.0) (1/1) 100.0 (2.5 to 100.0) (1/1) NC NC (NC to NC)
American Indian or Alaska Native 0.0 (0.0 t0 84.2) (0/2) (NC to NC) (0/0) NC NC (NC to NC)
Asian 66.3 (58.4 to 73.5) (106/160)  57.3 (49.2 to 65.2) (90/157) H—e—i 89(-181019.5)
White 68.6 (60.2 to 76.2) (96/140) 58.4 (49.7 t0 66.8) (80/137) e 102(-121021.3)
Other 66.7 (29.9 to 92.5) (6/9) 55.6 (21.2 to 86.3) (5/9) NC NC (NCto NC)
Geographical region:
Asia 66.5(58.4 10 73.9) (101/152)  56.6 (48.3 to 64.6) (86/152) H—e— 9.9 (-1.11020.6)
Westem Europe 75.4 (63.5 to 85.0) (52/69) 62.3 (50.6 to 73.1) (48/77) H— 13.0(-221027.5)
North America 74.4 (58 8 to 86.5) (32/43) 36.6 (22.1 10 53.1) (15/41) p——————e—— 378(16810557)
Rest of the world 54.4 (40.7 t0 67.6) (31/57) 62.0 (47.2 to 75.4) (31/50) —_— -76(-25.71011.2)
Baseline ECOG performance status score:
0 68.7 (62.9t0 74.1) (191/278)  55.7 (49.7 to 61.6) (156/280) —e— 13.0 (5.0 10 20.9)
1 58.1 (42.1 to 73.0) (25/43) 60.0 (43.3 to 75.1) (24/40) [ A -1.9(-2261019.1)
Menopausal status:
Postmenopausal 68.8 (59.9 to 76.8) (86/125) 56.9 (48.6 to 64.8) (87/153) i 11.9(0.51023.0)
Premenopausal 66.9 (59.5 to 73.6) (123/184) 55.2 (47.210 63.0) (90/163) —_— 116(1.41021.7)
HR status:
ER and/or PR positive 61.4 (54.91067.7) (145/236)  52.3 (45.8 to 58.9) (123/235) —e—i 9.1(0.21017.9)
ER and PR negative 83.1 (73.3 t0 90.5) (69/83) 67.1 (56.0 to 76.9) (57/85) —_— 16.1(3.010 28.8)
HER2 status:
IHC 3+ 71.1 (654 10 76.3) (199/280)  61.5 (55.5 to 67.2) (174/283) —e—t 96(1.81017.3)
Other 42.5 (27.0 10 59.1) (17/40) 16.7 (6.4 to 32.8) (6/36) —_—— 258(5.210444)
AJCC clinical stage:
I-1A 65.7 (59.5 1o 71.6) (163/248)  56.4 (50.1 to 62.5) (146/259¢) —e— 94(091017.7)
ns-ic 72.2 (604 to 82.1) (52/72) 55.7 (42.5 to 68.5) (34/61) l—— 165 (0.11032.3)
Clinical tumour stage:
cT0-2 69.3 (61.9 10 76.0) (122/176) 60.6 (53.310 67.7)(114/188) 87(-1210183)
cT34 64.8 (56.5 to 72.6) (94/145) 50.0 (41.2 to 58.8) (66/132) — 14.8(3.21026.1)
Nodal status:
NO 57.7 (36.9 to 76.7) (15/26) 57.1(39.4 to 73.7) (20/35) —_— 0.6(-24.21024.8)
N+ 68.3 (62.6 to 73.6) (196/287) 56.6 (50.6 10 62.5) (159/281) —— 11.7 (3.810 19.5)
r T T T 1
-40 -20 0 20 40 60
P % (95% CI)
< >
ddAC-THP better T-DXd-THP better




DESTINY-Breast11: Safety and Tolerability

TEAEs in at least 20% of patients in either arm

T-DXd-THP (n=320)* ddAC-THP (n=312)*
Overall 981 375 55.8 987
Nausea 64.7 9 fjo. 51.6
Diarrhea 58.8 54.2
Alopecia 415
Fatiguet 413 548
Transaminases increased* 344

Neutropenia$
Constipation

Vomiting
Neuropathy peripheral
Anem'ie'ﬂl Any grade
Stomatitis B B Grade 23
Leukopenial 2.4
r T T 1] T T 1) T 1
100 80 60 40 20 0 20 40 60 80 100

Patients experiencing AEs (%)

T-DXd-THP had fewer any-grade and Grade 23 hematological and fatigue events than ddAC-THP
Aside from nausea, gastrointestinal toxicity was comparable between arms

“Safety analyses included all patients who received at least one dose of any study treatment; 'grouped term fatigue, asthenia, malaise, and lethargy {groupes 4, aspartate 3 gamma-glutamyl transferase.
increased, liver function test abnormal, 1, and lver function d “grouped term: hemogiobin decreased, red blood cell count decreased, and anemia and hematocrit
dec L a

event

TEAE

Nadia Harbeck, MD mcunqress
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T-DXd alone arm: safety summary
n (%) T-0Xd (n=283)"

Any AE 276 (97.5) 308 (98.7)
Grade 23 64 (22.6) 174 (55.8)
Any serious AE 29(10.2) 63 (20.2)
AE leading to any dose reduction 19(6.7) 60 (19.2)
AE leading to any drug interruption 51(18.0) 170 (54.5)
AE leading to any treatment discontinuation 22(7.8) 31(9.9)
Any AE with outcome of deatht 1(0.4) 2(0.6)
AE of special interest
Drug-related adjudicated ILD/pneumonitis 14 (4.9) 16 (5.1)
Grade 23 0 6(1.9)
Grade 5 0 1(0.3)
Left ventricular dysfunction 2(0.7) 19(6.1)
Grade 23 0 6(1.9)
Grade 5 0 0
AE leading to surgical delay* 18(6.4) 8(2.6)

The overall safety profile of T-DXd alone was favorable vs ddAC-THP, with reduced rates of
Grade 23 AEs, serious AEs, treatment reductions/interruptions, and left ventricular dysfunction

ILD incidence was low and similar in both arms

High-resolution computed tomography chest scans were performed every 6 weeks during treatment; if IL Dipneumonitis was suspected while receiving T-DXd, treatment was interrupted and a full investigation completed. Echocardiograms or multigated acquisition scans
were performed during screening (<28 days prior to randomization), during treatment (<3 days before Cycle 5), and at end of treatment to assess left ventricular ejection fraction. Median total treatment duration of whole regimen was 24 0 months (T-DXd) and 21.0 months
(ddAC-THP ) "Safety analyses included all patients who received at least one dose of any study treatment. 'T-DXd alone arm: pulmonary embolism considered by investigator to be unrelated to study treatment (n=1); ddAC-THP arm' investigator-determined drug-related bacterial encephalitis
(n=1), drug-related pneumonitis adjudicated by the ILD Adjudication Committee (n=1); ); {defined as surgery not occurring within 36 weeks after the last cycle of neoadjuvant treatment

Nadia Harbeck, MD congress
EHESMD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Panel: What Would You Do For This Patient?

Clinical Stage T(2-3)N1 R Breast IDC

HER2 3+ (strongly HER2+)
ER- and PR-

* If using the DB-11 regimen, are you getting repeat breast imaging
between T-DXd and THP to assess response?

* What if she were a heavy smoker? Or had underlying lung disease?

* If choosing DB-11, how often are you getting a CT Chest to assess for
ILD?

* What if she develops ILD during the T-DXd portion of regimen?



Back to the Case

 She underwent systemic imaging to confirm MO disease

 She was started on the DESTINY-Breast11 regimen given that her tumoris
node-positive and strongly HER2 positive

* After cycle 4, her response to treatment will be assessed with breast imaging

* CT Chest every 6 weeks to surveil for ILD

* At time of surgery if her tumor achieves pCR, she will complete one year of
HER2-directed therapy (trastuzumab + pertuzumab)

* |f she does not achieve pCR, what next?



After neoadjuvant therapy, what if pCR is not
achieved?

an Antonio Breast Cancer Symposium December 4-8. 201

KATHERINE Study Design

KATHERINE IDFS final analysis; median follow-up 8.4 years (101 months)

3 years

= cT1-4/NO-3/MO at presentation (cT1a-b/NO excluded) 100 4 5 years
= Centrally confirmed HER2-positive breast cancer T-DM1 88.4% 84.4% 7 years
o
= Neoadjuvant therapy must have consisted of 3.6 ”11%/ kg IIV Q3w 80 80.8%
S cycles e
— Minimum of 6 cycles of chemotherapy y
» Minimum of 9 weeks of taxane = 60
+ Anthracyclines and alkylating agents allowed N=1486 Trastuzumab g
 All chemotherapy prior to surgery 6 mg/kg IV Q3W é ”
— Minimum of 9 weeks of trastuzumab 14 cycles =l T-DM1 — T-DM1
+ Second HER2-targeted agent allowed (n =743) Trastuzdmals
= Residual invasive tumor in breast or axillary nodes Radiation and endocrine therapy 201 IDFS events, no. (%) 239 (32.2) 146 (19.7)
per protocol and local guidelines
= Randomization within 12 weeks of surgery Unstratified hazard ratio 0.54 (95% CI = 0.44, 0.66); p < 0.0001*
04
Stratification factors: 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120
= Clinical presentation: Inoperable (stage cT4 or cN2-3) vs operable (stages cT1-3N0-1) No. atrisk Time (months)
= Hormone receptor: ER or PR positive vs ER negative and PR negative/unknown Trastuzumab 743 677 636 595 556 540 511 495 485 475 460 444 431 421 397 368 238 187 74 42 2
= Preoperative therapy: Trastuzumab vs trastuzumab plus other HER2-targeted therapy T-DM1 743 708 682 658 637 620 605 591 574 561 548 537 521 516 481 443 281 236 89 50 3
= Pathological nodal status after neoadjuvant therapy: Positive vs negative/not done * p-value for IDFS is now exploratory given the statistical significance was established at the primary analysis
Cl, confidence interval; IDFS, invasive disease-free survival; T-DM1, ado-trastuzumab emtansine.

ectual proper arles E. Geyer Jr. Contact him at yer@vcu.edu for per to reprint andor distribu

For residual disease, I-DM1 became the
adjuvant standard of care



DESTINY-Breast05 study design

A global, multicenter, randomized, open-label, phase 3 trial (NCT04622319)

Key Eligibility Criteria

T-DXd 5.4 mg/kg IV Q3W - Primary endpoint
* Residual invasive disease in the breast and/or axillary o for 14 cycles 3 . IDFS
lymph nodes after neoadjuvant chemotherapy with N = 1600 N =800 e,
HER2-directed therapy (NAT)? e Key secondary endpoint
» High-risk defined as presentation prior to NAT with: % . DFS
o Inoperable eBC (cT4,N0-3,M0 or cT1-3,N2-3,MO0) S
OR » i
o Operable eBC (cT1-3,N0-1,M0) with axillary T-DM1 3.6 mg/kg IV Q3W ) Otggr secondarByMe;:dpomts
node—positive disease (ypN1-3) after NAT for 14 cycles 2 ; ’
+ Centrally confirmed HER2+ (IHC 3+ or ISH+) eBC N = 800 < « DRFI - Safety

« ECOGPSOor1

Stratification factors

» Extent of disease at presentation (inoperable, operable)
+ HER2-targeted NAT (single, dual)

» Hormone receptor status (positive, negative)

» Post-NAT pathologic nodal status (positive, negative)

BMFI, brain metastasis-free interval; CT, computed tomography; eBC, early breast cancer; DCO, data cutoff; DFS, disease-free survival; DRFI, distant recurrence-free interval; ECOG PS, Eastern Cooperative
Oncology Group performance status; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; IDFS, invasive disease—free survival; IHC, immunohistochemistry; ILD, interstitial lung disease; ISH, in
situ hybridization; IV, intravenous; NAT, neoadjuvant therapy; OS, overall survival; Q3W, every 3 weeks; R, randomization; RT, radiotherapy; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

INAT is defined as 216 weeks' NAT with 29 weeks trastuzumab + pertuzumab and 29 weeks taxane-based chemotherapy.

Dr Charles E Geyer Jr
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. Mcongress




DESTINY-Breast05 Outcomes

3-year invasive disease-free
survival

3-year disease-free survival
3-year brain metastasis-free
interval

3-year distant-recurrence interval

Overall survival

92.4% (T-DXd) v 83.7% (T-DM1)
HR0.47; p <0.0001

92.3% (T-DXd) v 83.5% (T-DM1)
HR 0.47, p <0.0001

97.6% (T-DXd) v 95.8% (T-DM1)
HR 0.64, 95 Cl: 0.35 -1.17

93.9 (T-DXd) v 86.1% (T-DM1)
HR 0.49, 95 CI: 0.34-0.71

Not yet mature



Adverse events of special interest: ILD/pneumonitis and
LV dysfunction

Adjudicated Drug-related ILD

n (%) Any grade Grade 1 Grade2 Grade3 Grade4 Grade5
T-DXd (n = 806)2 77 (9.6) 16 (2.0) 52 (6.9) 7(0.9) 0 2(0.2)
T-DM1 (n = 801)2 13 (1.6) 8(1.0) 5 (0.6) 0 0 0

Adjuvant radiotherapy timing (sequential or concurrent) showed no differences in adjudicated drug-related ILD

Similar distributions of any grade adjudicated drug-related ILD events were observed with sequential and concurrent radiotherapy in
both treatment arms (T-DXd: 10.7% and 9.6.% vs T-DM1: 2.6% and 1.0%, respectively)

LV dysfunction

n (%) Any grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
T-DXd (n = 806)° 23(2.9) 1(0.1) 20 (2.5) 2(0.2) 0 0
T-DM1 (n = 801)2 14 (1.7) 0 11 (1.4) 3(0.4) 0 0

CT, computed tomography, ILD, interstitial lung disease, LV, left ventricular, T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan
3All patients who received at least 1 dose of study treatment

Dr Charles E Geyer Jr
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. Mcongress



Panel: What Would You Do For This Patient?

* For whom would you consider the DB-05 regimen?

* What if they received DB-11 in the neoadjuvant setting?

* How often are you getting chest CT scans during adjuvant
T-DXd?

* Ifthe patient is getting adjuvant radiation, are you starting
concomitant T-DXd or waiting until after radiation?

* What if they develop Grade 2 or higher ILD in the adjuvant
setting? Do you pivot to HP or T-DM1 (Kadcyla)?



Conclusions

* In patients with higher risk HER2+ (Stage II-lll) eBC, the DESTINY-
Breast11 regimen is an FDA-approved neoadjuvant therapy

* If pCRis not achieved and residual disease remains, the DESTINY-
Breast05 regimen is now an FDA-approved therapy

 Consider DBO5 if significant residual disease remains, particularly nodal
disease

* |f residual disease remains in the breast only, | would strongly consider T-
DM1 given the safety and tolerability challenges with 14 cycles of T-DXd

* [tis important to monitor for ILD while on this regimen
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