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Early-Stage HER2+ Breast Cancer

* Early-stage HER-2 positive breast cancer represents an evolving success story with many
patients cured by combinations of chemotherapy and HER-2 targeted therapy

* Drug efficacy in the metastatic setting often leads to study and approval in early-stage disease

* For small/node negative HER-2 + tumors, primary surgery followed by adjuvant
paclitaxel/traztuzumab is a standard of care based on data from the APT trial demonstrating
excellent DFS rates

* For larger or node positive HER-2 + tumors, systemic therapy is typically recommended in the NA
setting as pathologic response is prognostic and can guide adjuvant treatment decisions

* Meta-analyses demonstrate improved EFS and OS in patients with a pCR after NA therapy
making it an in an important primary endpoint in NA studies

» Standard of care NA therapy includes taxane and/or anthracycline based regimens including
TCHP or AC-TH (P) with pCR rates ranging from 40-68% (higher rates in ER negative disease)

* HER-2 directed therapy is continued in the adjuvant setting with TDM-1 the standard of care for
patients who do not achieve a pCR

Tolaney, et al N EnglJ Med 2015;372:134-141, Broglio, et al, JAMA Oncol. 2016;2(6):751. Cortazar, et al Lancet. 2014 Jul;384(9938), Schneeweiss, et al. Ann Oncol. 2013 Sep;24(9):2278-84
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Early-Stage HER2 + Breast Cancer

* KATHERINE trial evaluated patients with residual disease after NA therapy, randomizing to
traztuzumab vs TDM-1

o 7year IDFS: 67% with traztuzumab vs 80 % with TDM-1
o 7year OS: 84% with traztuzumab vs 89% with TDM-1
* Although all patients benefited from TDM-1, subset analyses demonstrated less favorable
outcomes in certain patient populations.

o Patients who were inoperable at time of surgery:
= 7year DFS 51% with traztuzumab vs 66% with TDM-1

o Patients who were LN positive at time of surgery:
= 7vyear DFS 57% with trastuzumab vs 71% with TDM-1

o Patients with HER-2 2+ FISH + disease had less favorable outcomes than those that were HER-2 3+
= |HC 3+:7 year DFS 66% with traztuzumab vs 82% with TDM-1

= |HC 2+: 7 year DFS 68% with traztuzumab vs 72% with TDM-1

Minckwitz, et al. N EnglJ Med 2019;380:617-628, Geyer, et al. N Engl J Med 2025;392:249-25
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Early-Stage HER-2 + Breast Cancer

* Other important caveats from the KATHERINE study
o 70% of patients received anthracycline containing therapy in the NA setting
o Only 20% of patients received dual HER-2 blockade in the NA setting

o There was no improvement in brain mets as first site of recurrence with TDM-1

* While KATHERINE was practice changing, not all patient populations
benefited equally, and outcomes remained poor in certain subsets
representing an ongoing unmet need
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Early-Stage HER-2 + Breast Cancer
Questions/Challenges

* Can we escalate or de-escalate therapy in the adjuvant and neoadjuvant setting to improve
outcomes, safety and tolerability?

* Can we improve outcomes for patients with residual disease after NA therapy, especially
those with high-risk features and less favorable outcomes in the KATHERINE trial?

* Should we incorporate TDx-D, our most effective agent in the metastatic setting, in the early-
stage setting?

o Second line metastatic-DESTINY-Breast03: TDx-D improved median PFS to 28 months compared
to 6.8 months with TDM-1

o First line metastatic- DESTINY-Breast09: TDx-D plus pertuzumab improved median PFS to 40.7
months compared to 26.9 months with THP

* Can we use biomarkers to help predict pathologic response and outcomes and help tailor
our treatment recommendations?

Cortes, etal N EnglJ Med 2022;386:1143-1154, Tolaney, et al N EnglJ Med. 2025
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Early-Stage HER-2+ Disease SABCS Updates

* Rapid Fire 6-01: Interim analysis of DESTINY-Breast05
o TDx-D vs TDM-1 in the HER-2 positive residual disease setting

* Rapid Fire 6-02: DESTINY-Breast11 safety analysis

o TDx-D containing regimen vs standard of care in the NA HER-2 positive
setting

* GS1-06: ctDNA in HER2+ Early Breast Cancer: Translational
analysis of PHERGain neoadjuvant tailored treatment study
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DESTINY-Breast05 study design

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

Key Eligibility Criteria

+ Residual invasive disease in the breast and/or axillary e

lymph nodes after neoadjuvant chemotherapy with HER2- T-DXd 5.4 mglkg IV Q3W o + IDFS
directed therapy (NAT)2 for 14 cycles 2 _
« High-risk defined as presentation prior to NAT with: N = 800 S Key secondary endpoint
o Inoperable eBC (cT4, N0-3, MO or cT1-3, N2-3, M0) Nel
OR N . DFs
o Operable eBC (cT1-3, NO-1, MO) with axillary node— % .
positive disease (ypN1-3) after NAT ° Other secondary endpoints
+ Centrally confirmed HER2+ (IHC 3+ or ISH+) eBC T-DM1 3.6 mg/kg IV Q3W 5 - 0S *  BMFI
* ECOGPSOor1 for 14 cycles 2 . DRFl - Safety

N = 800

Stratification factors

* Extent of disease at presentation (inoperable, operable) «  Concomitant adjuvant ET was allowed per local practices
* HER2-targeted NAT (single, dual) _ +  If administered, RT could be initiated concurrently with study therapy or completed prior to
* Hormone receptor status (positive, negative) initiation of study therapy (sequential) per investigator

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

BMFI, brain metastasis—free interval; 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; 1V, intravenous; NAT,
neoadjuvant therapy; OS, overall survival; Q3W, every 3 weeks; R, randomization; RT, radiotherapy; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; ypN, post-NAT pathologic nodal stage.

aNAT is defined as 216 weeks’ NAT with 29 weeks trastuzumab + pertuzumab and =9 weeks taxane-based chemotherapy.

Loibl S, et al. Presented at 2025 San Antonio Breast Cancer Symposium. December 9-12, 2025. San Antonio, Texas. Reprinted with Permission.
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Baseline demographics and clinical characteristics

T-DXd T-DM1
n= 818 n =817

Age, median (range), years 50.3 (24-78) 50.6 (21-83) Operative status at disease presentation,® n (%)

:55 735 (89.9) 736 (90.1) Operable (cT1-3, NO-1, MO) 387 (47.3) 393 (48.1)
F_eaniale sex, n (%) 811(2909-.15)) 8‘?41- ((3995);) Inoperable (cT4, NO-3, MO or cT1-3, N2-3, M0) 431 (52.7) 424 (51.9)
Race Post-NAT pathologic nodal status,® n (%)

White 301 (36.8) 333 (40.8) Positive 660 (80.7) 658 (80.5)

Black or African American 22 (2.7) 13 (1.6) Negative 158 (19.3) 159 (19.5)

Asian 399 (48.8) 386 (47.2) Neoadjuvant HER2-targeted therapy, n (%)

Gther ___ 96 (11.7) 85 (10.4) Trastuzumab alone 176 (21.5) | 171 (20.9)
R:sgi':"’ i) ST 00 Trastuzumab + pertuzumab 637 (77.9) | 641 (78.5)
Europe 222 (271) 223 (273) Trastuzumab + other HERZ-taI’geted thel’apy 3 (04) 3 (0.4)
North America + Australia 57 (7.0) 72 (8.8) Trastuzumab + pertuzumab + other HER2-targeted therapy 2(0.2) 2(0.2)

Rest of world? 147 (18.0) 142 (17.4) Neoadjuvant chemotherapy, n (%)

ECOG PS score, n (%) Taxanes 818 (100) 817 (100)
0 656 (80.2) 652 (79.8) Platinum compounds 386 (47.2) 392 (48.0)
] : 162:(19.5) 165/(20.2) Anthracycline 423 (51.7) | 399 (48.8)

HER?2 expression,” n (%) Radiotherapy treatment, n (%)

IHC 3+ 676 (82.6) 670 (82.0) : : .

IHC 2+ and ISH+ 129 (15.8) 133 (16.3) Adjuvant radiotherapy 764 (93.4) 759 (92.9)

IHC 2+ and ISH- 2(0.2) 0 Concurrent 438 (53.5) 480 (58.8)

IHC 1+ and ISH+ 11 (1.3) 14 (1.7) Sequential 326 (39.9) 279 (34.1)
Hormone receptor status,® n (%) No radiotherapy 54 (6.6) 58 (7.1)

Positive - 581 (71.0) 583 (71.4)

Negative 237 (29.0) 234 (28.6)

Loibl S, et al. Presented at 2025 San Antonio Breast Cancer Symposium.
December 9-12, 2025. San Antonio, Texas. Reprinted with Permission.
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Primary endpoint: IDFS?

Patients with events, n
(%)

T-DXd T-DM1
n =818 n =817
51 (6.2) 102 (12.5)

§ 3-year IDFS, % (95% CI) 92.4 (89.7-94.4) | 83.7 (80.2-86.7)
E 1.0 HR (95 % ClI) 0.47 (0.34-0.66)
=1 b
a <0.0001
8 [ 1 1
LI? 08 T : L I"'lHHI T
5 A 1\8.7%
‘“ 1
? :
5 067 =T.Dxd(n=818) :
o J = T-DM1(n=817) .
2 A '
Iy + Censor f
© '
> 0.0+ .
(=] T T T T T T T T T T T T T T T T T T T T T T T T T T
- 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Time, months
Number at Risk:
T-DXd 818 788 781 776 771 768 758 753 731 684 634 544 440 380 370 275 218 212 129 92 90 46 14 14 O 0 0 0
T-DM1 817 781 769 760 745 734 719 708 687 632 599 527 417 355 337 233 186 177 120 84 79 38 14 13 4 1 1 0

53% reduction in the risk of invasive disease recurrence or death for T-DXd

HR, hazard ratio; IDFS, invasive disease—free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
Efficacy stopping boundary, P = 0.0183.

compared with T-DM1

2DFS is defined as the time from randomization until the date of first occurrence of one of the following events: recurrence of ipsilateral invasive breast tumor, recurrence of ipsilateral locoregional invasive breast cancer, contralateral invasive breast cancer,
a distant disease recurrence, or death from any cause. "Two-sided P value from stratified log-rank test. Hazard ratio and 95% Cl from stratified Cox proportional hazards model with stratification factor of operative status at disease presentation.

Geyer C, et al. Presented at 2025 ESMO Congress. Berlin, Germany. Reprinted with Permission
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Secondary endpoints: DRFI?, BMFI, and OS

T-DXd T-DM1
n =818 n =817
Patients with events, n
%) 42 (5.1) 81 (9.9)
3-year DRFI, % (95% Cl) 93.9 (91.4-95.7) 86.1 (82.5-89.1)
g 1.01 HR (95 % CI)° 0.49 (0.34-0.71)
.g T-DXd T-DM1
° n =818 n =817
T o8] : BMFI
':'; ' ' A7.8% Patients with recurrence in CNS, n
8 . ) 17 (2.1) 26 (3.2)
g . 3-year BMFI rate, % (95% ClI) 97.6 (96.2-98.5)|95.8 (93.6-97.2)
=1 | ]
§ 0% m rown=em : HR (95% CI)° 0.64 (0.35-1.17)
€ " T-DM1 (n = 817) . OS (2.9% maturity)
2 * Censor : Patient deaths, n (%) 18 (2.2) 29 (3.5)
a 0.0] --—rrr—r—r—r—r—t——————r Survival at 3 years % (95% Cl) 97.4 (95.8-98.4)|95.7 (93.5-97.2)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 HR (95% CI)° 0.61 (0.34-1.10)

Number at Risk:

Time, months

T-DXd 818 786 778 774 770 767 757 753 731 684 635 545 442 382 372 276 219 213 129

T-DM1 817 780 769 761 746 739 724 713 694 639 606 533 424 362 345 240 192 182 121

92 90 46 14 14 0 0 0 O

84 79 38 14 13 4 1 1 0

BMFI, brain metastasis—free interval; DRFI, distant recurrence—free interval; HR, hazard ratio; OS, overall survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
aDRFl is defined as the time between randomization and the date of distant breast cancer recurrence. "HR and 95% CI from stratified Cox proportional hazards model with stratification factor of operative status at disease presentation.

Geyer C, et al. Presented at 2025 ESMO Congress. Berlin, Germany. Reprinted with Permission.
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Primary endpoint subgroup analysis: IDFS

3-year IDFS, % (95% Cl)

No. events/patients

T-DXd T-DM1
T-DXd T-DM1 n=2818 n=817 HR (95% CI)®

All patients 51/818 102/817 92.4 (89.7-94.4) 83.7 (80.2-86.7) —— 0.47 (0.34-0.66)
Age

<65 years 46/735 87/736 92.1 (89.2-94.3) 84.1 (80.2-87.2) —— 0.50 (0.35-0.71)

265 years 5/83 15/81 94.9 (87.0-98.1) 79.2 (67.9-87.0) —— 0.31 (0.11-0.86)
Race

Asian 19/399 34/386 95.1 (91.9-97.0) 89.5 (85.3-92.6) —— 0.53 (0.30-0.93)

Non-Asian 32/419 68/431 89.5 (84.5-93.0) 77.9 (72.1-82.7) —-— 0.44 (0.29-0.67)
Region

Asia 19/392 33/380 95.0 (91.9-97.0) 89.7 (85.4-92.7) —— 0.55 (0.31-0.96)

Europe 13/222 30/223 93.1 (86.9-96.4) 82.9 (75.8-88.1) —— 0.40 (0.21-0.77)

North America + Australia 5/57 10/72 85.8 (63.9-94.9) 80.7 (65.3-89.7) L 0.56 (0.19-1.63)

Rest of world 14/147 29/142 85.1 (73.6-91.8) 69.2 (56.3-79.0) —— 0.43 (0.23-0.81)
Hormone receptor status

Postive 33/581 59/583 93.5 (90.6-95.6) 86.8 (82.9-89.9) —— 0.54 (0.35-0.82)

Negative 18/237 43/234 89.4 (82.0-93.9) 75.6 (67.6-81.9) -— 0.37 (0.22-0.65)
Disease status at presentation before NAT

Operable (cT1-3, NO-1, MO) 21/387 34/393 92.8 (88.0-95.7) 88.4 (83.8-91.8) —@ 0.58 (0.34-1.01)

Inoperable (cT4, NO-3, MO or cT1-3, N2-3, M0) 30/431 68/424 92.0 (88.5-94.5) 79.4 (73.9-83.8) —-— 0.41 (0.27-0.63)
Post-NAT pathologic nodal status

Positive? 40/660 87/658 92.5 (89.3-94.8) 82.5 (78.4-85.9) -— 0.43 (0.29-0.62)

Negative? 11/158 15/159 91.6 (85.3-95.3) 88.3 (80.6-93.0) @ 0.73 (0.33-1.59)
HER2-targeted NAT

Single 13/176 27171 87.5 (77.6-93.3) 77.9 (67.7-85.2) —— 0.43 (0.22-0.84)

Dual 38/642 75/646 93.6 (90.9-95.5) 85.2 (81.4-88.2) —-— 0.48 (0.33-0.71)
Radiotherapy treatment

Sequential radiotherapy 15/326 34/279 93.8 (88.4-96.7) 83.2 (76.4-88.2) —— 0.35 (0.19-0.64)

Concurrent radiotherapy 30/438 57/480 92.8 (89.7-95.0) 85.1 (80.6-88.6) —— 0.55 (0.35-0.85)

No radiotherapy 6/54 11/58 81.0 (61.0-91.4) 73.4 (56.4-84.6) L 2 0.57 (0.21-1.55)

Geyer C, et al. Presented at 2025 ESMO Congress. Berlin, Germany. Reprinted with Permission
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TEAEs in 220% of patients (either arm)

T-DXd T-DM1
Nauseas> 71.3 [N M 2
Constipation 320 62

Neutrophil count decreased 31.6 _ - 14.4
Vomitinga¢ 31.0 [ LX)
White blood cell count decreased 207 B 30
Fatigue 295 - . 20.2 Grade 1
=P Radiation pneumonitisd 288 | M 270 M Grade 2
Anemia 283 [ Ml 7o M Grade 23
AST increased 256 [ L By
ALT increased 237 | B 4

Diarrhea 232 [l llss
Platelet count decreased 21.2 - _ 49.8
Decreased appetite 20.0 . | 10.0
Headache 15.8 [l 207
Arthralgia 10.3 | B 205
80 60 40 20 0 20 40 60 80

ALT, alanine aminotransferase; AST, aspartate aminotransferase; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.
2Prophylactic antiemetics were recommended but not mandatory. In the T-DXd and T-DM1 arms: 39.1% and 23.7% grade 1, 27.8% and 5.5% grade 2, and 4.5% and 0.1% grade 3 events, respectively. °In the T-DXd and T-DM1 arms: 19.0% and
6.9% grade 1, 10.9% and 2.0% grade 2, and 1.1% and 0.1% grade 3 events. 9In the T-DXd and T-DM1 arms: 24.2% and 20.8% grade 1, 4.6% and 6.1% grade 2 events.

Dr Charles E Geyer Jr

) - A - T ) congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. A BERLIN m
+5% DESTINY-Breastos
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Adverse events of special interest: ILD/pneumonitis and
LV dysfunction

Adjudicated Drug-related ILD

n (%) Any grade Grade1 Grade2 Grade3 Grade4 Grade5
T-DXd (n = 806)? 77 (9.6) 16 (2.0) 52 (6.5) 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)2 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.
aAll patients who received at least 1 dose of study treatment.

Geyer C, et al. Presented at 2025 ESMO Congress. 2025. Berlin, Germany. Reprinted with Permission mcongress
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Additional efficacy and safety from the DESTINY-Breast05 study of
trastuzumab deruxtecan (T-DXd) vs trastuzumab emtansine (T-DM1)
in patients with high-risk human epidermal growth factor receptor

2—positive (HER2+) primary early breast cancer with residual
invasive disease after neoadjuvant therapy

Sibylle Loibl,’ Yeon Hee Park, Zhiming Shao, Chiun-Sheng Huang, Carlos RF6-01
Barrios, Jame Abraham, Aleix Prat, Naoki Niikura, Michael Untch, Seock-Ah Im, Wednesday, December 10, 2025

Wei Li, Huiping Li, Yongsheng Wang, Herui Yao, Sung-Bae Kim, Elton Mathias,
Jennifer Petschauer, Wenjing Lu, Hemali Upadhyaya, Charles E Geyer Jr
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IDFS subgroup analysis: HER2 status?

HER2 IHC 3+ HER2 ISH+
T-DXd T-DMA1
n =140 n =147
Patients with events, n (%) 46 (6.8) 86 (12.8) Patients with events, n (%) 5(3.6) 16 (10.9)
3-year IDFS, % (95% CI) 91.8 (88.7-94.1) | 83.2 (79.2-86.5) 3-year IDFS, % (95% CI) 96.2 (91.0-98.4) | 86.5(78.1-91.8)
Hazard ratio (95% Cl)¢ 0.49 (0.34-0.70) Hazard ratio (95% Cl)¢ 0.35 (0.13-0.97)
E 1.0 _
E : g 1.0 A
© B8 : ’ g i
2o 5 Q9 0sp
(1] H 20 H
c 2 : A8 6% ® o : [
> WL : = :
Z b6 E“F (il
L — T-DXd ! = 206 1 :
8 — T-Dwt : ] — T-Dxd :
- + Censor H o — T-DM1
(=] T : (2} T + Censor :
L L L S L L N L L L L L L AL Q0 +—T"T"7T"T—"""T"TT"T"T—T"T"—T"T"T—T—TT"TTTTT
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Time, months Time, months

Number at risk Number at risk
T-DXd 676 655 650 646 641 639 631 626 607 570 532 458 376 329 320 239239184110 80 79 40 14 14 0 0 0 O T-DXd 140 131 129 128 128 127 125 125 122 112 100 84 62 51 50 36 29 28 19 12 11 6 0 0 0
T-DM1 670640 629 620 607 600 586 577 558 515 491 433 339 282271 189189144 97 67 64 34 13 12 4 1 1 0 T-DM1 147 141 140 140 138 134 133 131 129 117 108 94 78 73 66 44 33 33 23 17 15 4 1 1 0

T-DXd demonstrated IDFS benefit over T-DM1 in both the HER2 IHC 3+ and HER2 ISH+ groups

Loibl S, et al. Presented at 2025 San Antonio Breast Cancer Symposium. December 9-12, 2025. San Antonio, Texas. Reprinted with Permission.
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Invasive

IDFS subgroup analysis: Prior neoadjuvant

chemotherapy

Prior anthracyclines
T-DXd T-DM1
n =423 n =399
Patients with events, n (%) 32 (7.6) 61 (15.3)

Prior platinum-based therapy

3-year IDFS, % (95% CI)

90.6 (86.1-93.6) | 80.3 (74.8-84.8)

T-DXd T-DM1
n = 386 n =392
Patients with events, n (%) 20 (5.2) 37 (9.4)

3-year IDFS, % (95% CI)

93.9 (90.4-96.1) | 87.3 (82.4-90.9)

Hazard ratio (95% CI)?

Hazard ratio (95 %CI)? 0.45 (0.29-0.69)

_ 10
©
2
g
» 08 # =+ f
(] H
o :
e ) A10.3%
2 06 1 :
o — T-DXd :
3 — T-DM1
E T + Censor H

O+—T—T T T T T T T T T T T T T T T T T T T T T T T T

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Time, months
Number at risk
T-DXd
T-DM1

423 412 411 407 406 404 399 397 388 358 334 288 233 211 205 155 124 122 74 55 53 31 12 12 0 0 0 O
399 383 378 375 365 358 347 342 330 304 286 256 196 169 162 117 92 86 61 45 42 21 10 9 3 1 1 0

0.54 (0.31-0.93)

0.8 4

Invasive
Disease-Free Survival

o

N -
»~ -
o -
o -

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Time, months

Number at risk
T-DXd
T-DM1

386 366 360 358 354 353 349 347 336 316 291 248 198 161 158 115 89 85 51 34 34
392 371 365 360 355 351 348 341 332 304 291 253 206 172 161 106 86 82 54 38 36

14 2 2 0
17 4 5 1

IDFS benefit was observed with T-DXd compared to T-DM1 regardless of prior NACT used
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CT requirements for identifying ILD and radiation
pneumonitis, as per protocol

Low-dose, non-contrast CT requirements:

Adjuvant RT initiated
If sequential RT is administered after

RO - Sequential and concurrent Sequential and concurrent
randomisation, study treatment should be initiated Chest CT prior to infusion for Chest CT at 40 (+7) days
no later than 21 days after last dose of RT Cycles 3, 7 and 11 follow-up
1 | 1
1 1
i poo oot i : l
! |
i I
Baseline Sequential only a . o
Chest CT during Additional chest CT after Ve ey o el ikt
soreening for completion of radiotherapy additional chest CT were recommended ,
all patients and prior to 1st infusion
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Adjudicated drug-related ILD by adjuvant RT

T-DXd (n = 806)2 T-DM1 (n = 801)?
Adjudicated drug-related ILD, any grade, overall, n

(%) 77 (9.6) 13 (1.6)

Adjudicated drug-related ILD, by adjuvant RT, n (%) " 5238) ‘ S(IiQ= c_:lr5 E,:)C ‘ (ns=E2Q70) ‘ " =cz:80) ‘ s(E.Q= o7r5 g)c

Any grade 34 (10.7) 42 (9.6) 76 (10.0) 7 (2.6) 5 (1.0) 12 (1.6)
Grade 1 6 (1.9) 10 (2.3) 16 (2.1) 4 (1.5) 3(0.6) 7 (0.9)
Grade 2 24 (7.5) 27 (6.2) 51 (6.7) 3(1.1) 2(0.4) 5(0.7)
Grade 3 3(0.9) 4 (0.9) 7 (0.9) 0 0 0
Grade 4 0 0 0 0 0 0
Grade 5P 1(0.3) 1(0.2) 2(0.3) 0 0 0

Time to onset, median (range), days® 122.0 (36-350) 124.5 (37-326) 123.5(36-350) 79.0 (36-142) 121.0 (78-130) 121.0 (36-142)

Duration, median (95% Cl), daysd® 77.0 (41-114)  67.0 (43-107)  74.0 (46-106) 114.0 (22-NE) 142.0 (51-NE) 114.0 (51-235)

« Timing of adjuvant RT did not impact incidence or severity of adjudicated drug-related ILD in either arm
* In the T-DXd arm, adjuvant RT timing had no effect on time to onset or duration of adjudicated drug-related ILD
* Most patients with drug-related ILD had recovered or were recovering at the data cutoff

CC, concurrent; ILD, interstitial lung disease; RT, radiotherapy; SEQ, sequential; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

aAll patients who received at least one dose of study treatment. ®Grade 5 adjudicated drug-related ILD was reported in 2 patients (0.2%) in the T-DXd arm, one at cycle 6 and one at cycle 7. In these 2 patients, treatment
management guidelines were not appropriately followed, emphasizing the importance of appropriate identification of and adherence to guidelines. cTime to first adjudicated ILD onset = onset date of first ILD adjudicated as
drug-related - first dose date + 1. dMedian is based on Kaplan-Meier Estimate. Cls were computed using the Brookmeyer-Crowley method.

eDuration of first ILD = investigator reported end date - investigator reported onset date + 1. End date will be censored for ongoing ILDs.
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Investigator-reported radiation pneumonitis by
adjuvant RT

T-DXda T-DM12
SEQor CC SEQor CC

(n =757) (n = 750)

Investigator-reported RP,’

any grade, n(%) 110 (34.5) 128 (29.2) 238 (31.4) 101 (37.4) 128 (26.7) 229 (30.5)
Grade 1 97 (30.4) 104 (23.7) 201 (26.6) 82 (30.4) 95 (19.8) 177 (23.6)
Grade 2 13 (4.1) 24 (5.5) 37 (4.9) 19 (7.0) 33 (6.9) 52 (6.9)
Grade =3 0 0 0 0 0 0
Time to onset, 146.5 123.0 124.0 110.0 122.5 120.0
median (range), days® (46-334) (39-353) (39-353) (56-260) (28-232) (28-260)
Duration, 13.5 9.6 11.6 10.1 9.8 10.1
median (95% CI), months9e (11.0-19.9) (6.6-12.2) (9.6-13.5) (9.5-14.7) (7.7-12.9) (9.2-12.4)

* In both arms, all RP events were grade <2, although patients treated with sequential adjuvant RT reported higher incidences of
investigator-reported RP than those treated with concurrent adjuvant RT

+ Most patients with RP events had recovered or were recovering at data cutoff; rates of unrecovered/unresolved RP were higher
among patients who received sequential RT prior to T-DXd compared with T-DM1 (54.5% vs 39.6%)

* Inthe T-DXd arm, patients receiving sequential adjuvant RT showed longer time to onset and duration of RP than those who
received concurrent adjuvant RT

CC, concurrent; RP, radiation pneumonitis; RT, radiotherapy; SEQ, sequential; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

aAll patients who received at least 1 dose of study treatment. "Grouped term. Includes the preferred terms pulmonary radiation injury, radiation alveolitis, radiation bronchitis, radiation fibrosis — lung, radiation pneumonitis.
°Time to first investigator-reported RP onset = onset date of first investigator-reported RP — start date of radiotherapy + 1. 9Duration of first Investigator Reported RP = investigator reported end date - investigator reported
onset date + 1. End date will be censored for ongoing events. ®Median is based on Kaplan-Meier Estimate. Cls were computed using the Brookmeyer-Crowley method.
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DESTINY-Breast05 Conclusions/SABCS Updates

* IDFS improvement with T-DXd compared with T-DM1 was consistent across
subgroups, regardless of:

o Prior NACT (anthracyclines or platinum-based therapy)
o HER2 status (IHC 3+ or HER2 IHC 2+/1+ and ISH+)
* Timing of adjuvant RT did not impact incidence or severity of drug-related ILD
o Most patients who experienced ILD had recovered or were recovering

* Overall, T-DXd demonstrated a manageable safety profile with both sequential and
concurrent adjuvant RT

» Statistical decrease in CNS recurrences although numbers were small- 2.1% with
TDX-D vs 3.1 % with TDM-1

* T-DXd represents a new potential standard of care in the post neoadjuvant HER-2
positive residual disease setting
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San Antonio Breast Cancer Symposium®, December 9-12, 2025
e () SANANTONIO

DESTINY-Breast11 study design ) posiom
A randomized, global, multicenter, open-label, Phase 3 study (NCT05113251)":2 -

Data cutoff: March 12, 2025

Patient population n= T-DXd* — THPt ‘g Primary endpoint
+ Previously untreated HER2+ early 4+4 cycles 2 = IS
= '
breast cancer 5o (ypTO/is ypNO)
+ HR-positive or HR-negative n= ddACt — THPS § % _Secondary endpoints
+ High risk defined as: M 4+4 cycles S 9o include:
- 2cT3 and NO-3 or 3 ° PCR(ypTO ypNO)
cT0—4 and N1-3 n= T-DXd* = « Event-free survival
- Inflammatory breast cancer 8 cycles + Patient-reported outcomes
» Safety
Stratification factors
* HR status: ER and/or PR-positive The T-DXd alone arm closed following
or negative IDMC recommendation on March 13, 2024 Safety follow up:
* HER2 status: IHC 3+, or ISH+ in The reasons were multifactorial, including a lower pCR rate, low likelihood 40+7 days from last dose of study treatment!
the absence of IHC 3+ status that T-DXd alone would be superior to ddAC-THP, and the timing of surgery

» Chest HRCT scans were performed at screening, Q6W until EOT, at safety follow up, and if ILD/pneumonitis was suspected

- If ILD/pneumonitis was confirmed, follow up continued until resolution; potential cases were retrospectively evaluated by an independent
ILD Adjudication Committee

+ Heart failure adverse events were recorded until EOT and at end of study (up to 6 years’ follow up)

diograms or ition scans were performed during screening (<28 days prior to r izati during (<3 days before Cycle 5), and at EOT to assess left ventricular ejection fraction
*5.4 mg/kg Q3W; paclitaxel (80 mg/m? QW) + trastuzumab (6 mg/kg Q3W) + pertuzumab (840 mg loading dose followed by 420 mg Q3W); *doxorubicin (60 mg/m? Q2W) + cyclophosphamide (600 mg/m2 Q2W); Spaclitaxel (80 mg/m2 QW) + trastuzumab (8 mg/kg loading dose followed by
6 mg/kg Q3W) + pertuzumab (840 mg loading dose followed by 420 mg Q3W); Tthe recommended window for surgery was 3-6 weeks following administration of the last dose of neoadjuvant study treatment; 'for patients who completed study treatment, this should take place after surgery;
if all study treatments discontinued prior to completion of planned cycles, this could be prior to surgery. cT, clinical tumor stage; ddAC, dose-dense doxorubicin + cyclophosphamide; EOT, end of treatment; ER, estrogen receptor; HER2, human epidermal growth factor receptor;
HER2+, HER2-positive; HR, hormone receptor; HRCT, high-resolution computed tomography; IDMC, Independent Data Monitoring Committee; IHC, immunohistochemistry; ILD, interstitial lung disease; ISH+, in situ hybridization—positive; N, nodal stage; pCR, pathologic complete response;
PR, progesterone receptor; QXW, every X weeks; R, randomized; T-DXd, trastuzumab deruxtecan; THP, paclitaxel + trastuzumab + pertuzumab; ypTO ypNO, absence of invasive and in situ cancer in the breast and axillary nodes;
ypTO0/is ypNO, absence of invasive cancer in the breast and axillary nodes

1. Harbeck N, et al. Oral presentation at ESMO 2025 (Abstract 4100); 2. NCT05113251. Updated November 18, 2025. Available from: https://www.clinicaltrials.gov/study/NCT05113251 (Accessed December 1, 2025
P ¢ ) P P govisiucy ¢ ) ". DESTINY-Breast11
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Patient demographics and key baseline characteristics

T-DXd-THP (n=321) ddAC-THP (n=320) T-DXd (n=286)
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)
; ; Western Europe 69 (21.5) 77 (24.1) 66 (23.1)
[+]

Geographical region, n (%) North America 43 (13.4) 41 (12.8) 52 (18.2)
Rest of world* 57 (17.8) 50 (15.6) 44 (15.4)
Asian 160 (49.8) 157 (49.1) 127 (44.4)
Race, n (%)t White 140 (43.6) 137 (42.8) 139 (48.6)

’ ¢ Black or African American 5(1.6) 7(2.2) 7(2.4)

Other 12 (3.7) 10 (3.1) 8(2.8)
Eastern Cooperative Oncology Group 0 278 (86.6) 280 (87.5) 252 (88.1)
performance status score, n (%) 1 43 (13.4) 40 (12.5) 34 (11.9)
IHC 3+ 280 (87.2) 283 (88.4) 254 (88.8)

%)*

HERZ status;.n () Other 40 (12.5) 36 (11.3) 32 (11.2)
HR status, n (%)3 Positivel 236 (73.5) 235(73.4) 205 (71.7)
. o cT0-2 176 (54.8) 188 (58.8) 157 (54.9)
Ginisal tumorsiags; o () cT3-4 145 (45.2) 132 (41.3) 129 (45.1)

NO 26 (8.1) 35(10.9) 20(7.0)

%)l
Nadal status, i.(v) N+ 287 (89.4) 281 (87.8) 254 (88.8)
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PCR (ypTO0/is ypNO): primary endpoint

ITT populationt (primary endpoint) HR-positive HR-negative

A16.1%

A11.2% A9.1% (95% CI 3.0, 28.8)

100 (95% Cl 4.0, 18.3; P=0.003%) (95% C1 0.2, 17.9) 83.1

1
1
i
i
1
5
8 67.3 : 61.4
i
1
i
1
1
i
1
i

67.1
? - 56.3 52.3
['4
O 40
-3

20

123/235
T-DXd-THP ddAC-THP | T-DXd-THP ddAC-THP

69/83

T-DXd-THP ddAC-THP

Neoadjuvant T-DXd-THP demonstrated a statistically significant and
clinically meaningful improvement in pCR vs ddAC-THP
Improvement was observed in both the HR-positive and HR-negative subgroups

pCR higher in HR- v HR+

pCR higher for TDX-d in all groups /

PCR (ypTO0/is ypNO) by subgroups

PCR rate, % (n/N)

T'ﬁé‘;'z?;" “‘(""‘:‘;';J;P APCR, % (95% CI)
Al patients 67.3(216/321)  56.3 (180/320) —o— 112 (40,18.3)
) <65 years 66.7(188/282)  58.0 (167/288) —e—| 8.7 (0.7, 16.5)
Agearbasaline 65 years 71.8 (28/39) 40.6 (13/32) —_———— 31.2 (8.0, 51.4)
Asia 66.5(101/152)  56.6 (86/152) — 9.9 (-1.1,20.6)
P Western Europe 75.4 (52169) 62.3 (48/77) e 13.0 (-2.2,27.5)
North America 74.4 (32143) 36.6 (15/41) —_— 37.8 (168, 55.7)
Rest of world* 54.4 (31/57) 62.0 (31/50) —_— 7.6 (-25.7,11.2)
Eastern Cooperative Oncology 0 68.7(191/278)  55.7 (156/280) —— 13.0 (5.0,20.9)
Group performance status score 1 58.1 (25/43) 60.0 (24/40) —_— -1.9 (-22.6,19.1)
N Post 68.8(86/125) 569 (87/153) —— 119 (0.5,23.0)
Pre 669 (123/184) 552 (30/163) —— 116 (14,21.7)
IHC 3+ 711 (199/280)  61.5 (174/283) —e— 9.6 (18, 17.3)
HER2 status Other 42,5 (17/40) 16.7 (6/36) e 258 (5.2, 44.4)
e Positive 614 (145236)  52.3 (123/235) . 9.1 (02, 17.9)
Negative 83.1(69/83) 67.1 (57/85) — 16.1 (3.0, 28.8)
American Joint Committee on  II-1lIA 65.7(163/248)  56.4 (146/259) —e— 9.4 (09,17.7)
Cancer clinical stage 1nB-ic 722 (52/72) 55.7 (34/61) —_— 16.5 (0.1, 32.3)
R NO 57.7 (15/26) 57.1 (20/35) SN 0.6 (-24.2,24.8)
N+ 68.3 (196/287) 566 (1501281) : = ‘ 17 38,135)
60 40 20 0 -20 -0

Favors T-DXd-THP Favors ddAC-THP

Improvement in pCR for T-DXd-THP vs ddAC-THP was observed across most pre-specified subgroups

Harbeck N, et al. Presented at 2025 ESMO Congress, Berlin Germany. Reprinted with permission
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EFS — Hazard ratio —

0.56
(95% CI 0.26, 1.17)
1.0 —_—, 96.9% 2025\) .
ey o ,
(95% C1 93.5, 98.6) EFS event maturity was 4.5%;
%) at final cutoff, maturity is
LL predicted to be ~10%*
T}
)
> EFS events: 18/320
= 0.97 93.1%
re) (95% CI 88.7, 95.8)
(3]
'8 EFS events:
[
o 11/321
0.8
’/
G {
1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number of . . .
patients at Time from randomization
T-DXd-THP 321 315 313 305 248 220 208 141 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 24.3 months with T-DXd-THP and 23.6 months with ddAC-THP. *Predicted maturity assumes that the observed EFS hazard ratio continues after data cutoff (March 12, 2025)

Harbeck N, et al. Presented at 2025 ESMO Congress, Berlin Germany. Reprinted with permission. Ea DESTINY-Breast11 MBOHUWSS
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T-DXd alone arm: efficacy summary

On March 13, 2024, the T-DXd alone arm closed following Independent Data Monitoring Committee recommendation.”
Patients who were still receiving T-DXd alone could remain on therapy or immediately switch to local SOC

PCR EFS
rate
T-DXd ddAC-THP
%  (n=286) (n=320) ®
[V
Primary analysis w o i
Switch to local SOC classified as non-pCR 949 93.1% T T T EFS events
2 (95% Cl 88.7, 18/320
pCRT 43.0 56.3 3 Hazard ratio 95.8)
©
Q2
0, - —_ -
A (95% ClI) 13.2 (-20.8, -5.4) E (95% C1 0.41, 1.62)
Prespecified supplementary analysis Atdata Cgtgzﬁs()Mamh 12
Switch to local SOC not automatically classified as non- 0.8 3} m
pCR 0 1 1 1 1 1 1 1 1 1 1 1 1
+ Number of 0 3 6 9 12 15 18 21 24 27 30 33 36 39
pCR 51.4 57.2 patie?_t;:; 28 28 27 27 Slime frgm randomization (months)
A (95% ClI) -5.8(-13.4,1.9) aone. © 0 6 1 0 8 9 5 4 95 43 14 2 0
ddACTHP 32 30 29 28 23 19 18 16 12 72 35 14 1 0
0 3 6 5 1 9 7 3 4

T-DXd alone showed inferior but robust pCR compared with the five-agent ddAC-THP
EFS data were similar for T-DXd alone and ddAC-THP

Treatment effects were estimated by the difference in pCR with 95% Cls based on the stratified Miettinen and Nurminen’s method, with strata weighting by sample size (ie Mantel-Haenszel weights). Median duration of follow up was 24.9 months (T-DXd) and
23.6 months (ddAC-THP). Analyses are reported in the ITT population. *The reasons were multifactorial, including a lower pCR rate, low likelihood that T-DXd alone would be superior to ddAC-THP, and the timing of surgery; by blinded central review

Harbeck N, et al. Presented at 2025 ESMO Congress, Berlin Germany. Reprinted with permission -y congress
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Adjudicated drug-related ILD/pneumonitis: events by cycle (?—awm AnCH
T-DXd-THP = ddAC-THP T-DXd Adjudicated drug-related ILD/pneumonitis by cycle of onset#
A (N=320) (N=312) (N=283) 51 gl roxaTre 47
All grade 14 (4.4) 16 (5.1) 14 (4.9) B doac-THP
Grade 1 4 (1.3) 4 (1.3) 2 (0.7) 5 R 4 T-DXd
Grade 2 8 (2.5) 6 (1.9) 12 (4.2) %% 3.2
Grade 3 1 (0.3) 5 (1.6) 0 25 3
[e—)
Grade 4 0 0 0 s 3*% 22
Grade 5 1 (0.3) 1 (0.3) 0 % E 2
Grade 23 2 (0.6) 6 (1.9) 0 S “é
o=
. . . < 0O i
Median (range) time to onset: o 1 0.6
. 82.5(32-184) days (T-DXd-THP; n=14)*
=9
« 77.0 (41-149) days (ddAC-THP; n=16)t 0- 2
. (T-DXd; n=14) Cycles 14 Cycles 5-8

All-grade adjudicated drug-related ILD/pneumonitis rates were low and similar across all arms,
and Grade =3 events were most frequent with ddAC-THP

Rates remained stable (T-DXd-THP) and were higher (ddAC-THP) in the THP phase (Cycles 5-8) vs Cycles 1—4
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Adjudicated drug-related ILD/pneumonitis: treatment () Sposion
discontinuations, interruptions, reductions, and SAEs Ounen 0S8
Adjudicated drug-related T-DXd-THP ddAC-THP T-DXd
ILD/pneumonitis, n (%) (N=320) (N=312) (N=283)
Leading to treatment discontinuation 6 (1.9) 7 (2.2) 9 (3.2)
Grade 1 0 0 2 (0.7)
Grade 2 5 (1.6) 4 (1.3) 7 (2.5)
Grade 3 0 3 (1.0) 0
Grade 5 1 (0.3) 0* 0
Leading to treatment interruption 3 (0.9) 6 (1.9) 3 (1.1)
Grade 1 1 (0.3) 2 (0.6) 0
Grade 2 1 (0.3) 0 3 (1.1)
Grade 3 1 (0.3) 4 (1.3) 0
Leading to dose reduction 0 0 0
SAE 2 (0.6) 9 (2.9) 1 (0.4)

The incidence of treatment discontinuations and interruptions due to ILD/pneumonitis were low across treatments,
with no dose reductions, and there were more SAEs in the ddAC-THP arm compared with T-DXd-THP and T-DXd arms

Curigliano G, et al. Presented at 2025 San Antonio Breast Cancer Symposium. December 9-12, 2025. San Antonio, Texas. Reprinted with Permission
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( SAN ANTONIO

BREAST CANCER
Left ventricular dysfunction (D gmen i
n (%) T-DXd-THP (N=320) ddAC-THP (N=312) T-DXd (N=283)
Left ventricular dysfunction 4 (1.3) 19 (6.1) 2 (0.7)
Grade 1 0 3 (1.0) 0
Grade 2 3 (0.9) 10 (3.2) 2 (0.7)
Grade 3 1 (0.3) 6 (1.9) 0
Grade 23 1 (0.3) 6 (1.9) 0
Ejection fraction decreased 4 (1.3) 15 (4.8) 2 (0.7)
Grade 2 3 (0.9) 9 (2.9) 2 (0.7)
Grade 3 1 (0.3) 6 (1.9) 0
Grade 23 1 (0.3) 6 (1.9) 0
Cardiac failure 0 4 (1.3) 0
Grade 1 0 3 (1.0) 0
Grade 2 0 1 (0.3) 0

Rates of all-grade and Grade 23 left ventricular dysfunction were higher with ddAC-THP vs T-DXd-THP and T-DXd,
and there were no events of cardiac failure in the T-DXd-containing arms

Curigliano G, et al. Presented at 2025 San Antonio Breast Cancer Symposium. December 9-12, 2025. San Antonio, Texas. Reprinted with Permission
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Nausea and vomiting: events by cycle and antiemetic use

() SAN ANTONIO
BREAST CANCER
( SYMPOSIUM®

apl Helh  AACR

T-DXd-THP | ddAC-THP T-DXd
LEC)  (N=320) (N=312) (N=283)
All-grade nausea 207 (64.7)| 161 (51.6)| 193 (68.2)
Grade 23 6 (1.9) 1 (0.3) 3(1.1)
All-grade vomiting 92 (28.8) 66 (21.2) 88 (31.1)
Grade 23 3 (0.9) 2 (0.6) 3(1.1)

Per the protocol, prophylaxis with 2—3 antiemetics* prior to each dose of T-DXd was

recommended, but not mandated

Protocol-recommended antiemetics
on or prior to Cycle 1 Day 1*

3-antiemetic regimen 54 (16.9)| 124 (39.7) 40 (14.1)
2-antiemetic regimen 183 (57.2)| 126 (40.4)| 157 (55.5)
All antiemetics on or prior to
Cycle 1 Day 1 284 (88.5)| 282 (88.1)| 240 (83.9)
=3-antiemetic regimen 105 (32.8)| 174 (55.8) 77 (27.2)

Nausea events by cycle of onsett

70 1 65.4 B roxa-THP
60 - 61.6 B caac-THP
T-DXd
50 +
X 40 -
0
g 30 -
0 23.5
20 ~
10 -
0. n=150 @l L k-1 n=57
Cycles 1-4 Cycles 5-8

Vomiting events occurred with a similar trend by cycle of onset

Nausea and vomiting events were generally low grade, and rates decreased substantially after Cycles 1-4;
use of 23 antiemetics was much greater with ddAC-THP than with T-DXd-THP and T-DXd

Safety analyses included all patients who received at least one dose of any study treatment

*Use of 2 or 3 of the following was recommended by the protocol: a glucocorticoid, serotonin (5-HT3) receptor antagonist, and a neurokinin-1 receptor antagonist; fpercentages are calculated using the -
number of patients at risk at any point in the cycle window as the denominator; if a patient has occurrences in different cycles, the patient may be counted in multiple cycles - Wy,
¥

This presentation is the intellectual property of the author/presenter. Contact giuseppe.curigliano@ieo.it for permission to reprint and/or distribute

4% DESTINY-Breast11

-

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




San Antonio Breast Cancer Symposium®, December 9-12, 2025
yme () SANANTONIO

BREAST CANCER
Peripheral neuropathy* R . o
T-DXd-THP ddAC-THP T-DXd Events by cycle of onset$
Peripheral neuropathy, n (%) (N=320) (N=312) (N=283) 50 + . TDXGTHP
All grade, n (%) 144 (45.0) 112 (35.9) 19 (6.7) B coacTHP 41.6
Grade 1 80 (25.0) 75 (24.0) 18 (6.4) T-DXd
Grade 2 58 (18.1) 31 (9.9) 1 (0.4)
Grade 3 6 (1.9) 6 (1.9) 0
Grade 23 6 (1.9) 6 (1.9) 0
Possibly treatment related 137 (42.8) 105 (33.7) 16 (5.7)
SAE 0 0 0
o o reament a9 | Tey | o
Leading to treatment interruptiont 3 (2.1) 3 (2.7) 0
Leading to dose reductiont 25 (17.4) 12 (10.7) 0
Median (range) days to first onsett | 113.0 (1-189) | 89.5 (8-167) | 72.0 (1-162) Cycles 14 Cycles 5-8

Although rates of peripheral neuropathy were higher with T-DXd-THP than T-DXd and ddAC-THP,
events were non-serious and generally low grade, and most occurred during the THP phase (Cycles 5-8)

Safety analyses included all patients who received at least one dose of any study treatment
*Grouped term defined using the narrow Standardised MedDRA Query ‘peripheral neuropathy’; fthe denominator is the number of patients with peripheral neuropathy; *calculated as: date of onset of the

patient's first event - date of the first dose + 1; Spercentages are calculated using the number of patients at risk at any point in the cycle window as the denominator; if a patient has occurrences in different -
cycles, the patient may be counted in multiple cycles - Wy,

_ o ) o n _ " #%5v® DESTINY-Breast11
This presentation is the intellectual property of the author/presenter. Contact giuseppe.curigliano@ieo.it for permission to reprint and/or distribute -

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




DESTINY Breast11 Conclusions

T-DXd-THP showed a statistically significant and clinically meaningful
improvement in pCR vs ddAC-THP: A11.2% in a high-risk population with
high percentage of HR positive patients

An early positive trend in EFS was observed, favoring T-DXd-THP

AEs were manageable
Rates of drug-related ILD/pneumonitis were low across arms
Rates of LV dysfunction were lower with T-DXd-THP than ddAC-THP
Rates of nausea and vomiting were higher with T-DXd-THP than ddAC-THP
Rates of hematologic toxicities were lower with T-DXd-THP than ddAC-THP
Rates of peripheral neuropathy were higher with T-DXd-THP than T-DXd and ddAC-THP

This data supports TDXd-THP as a potential new neoadjuvant treatment
option for high-risk HER-2 + early breast cancer

o

o

o

o

o
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Biomarker Analysis

* Many patients with HER-2 positive disease are ultimately cured

* Newer therapies are improving pCR rates and those without pCR
benefit from escalating therapy in the adjuvant setting

* pCRis prognostic but not completely sensitive or specific

* Better biomarkers are needed to help guide treatment and assess
prognosis
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SAN ANTONIO

- BREAST CANCER
Introduction (?;Iﬂm s

+ HER2-directed therapies have improved the outcome of patients with HER2[+] early breast cancer (EBC),
leading to de-escalation approaches’.

« The PHERGain study: PET-guided, pathological complete response (pCR)-adapted strategy to omit
chemotherapy (CT) in patients with HER2[+] EBC undergoing neoadjuvant dual HER2 blockade with
trastuzumab and pertuzumab (HP)?23.

w
Key eligibility criteria S
« Centrally confirmed - N TCHP 3 o HP(ETx)
HER2-positive B 7 x4 = | x12 . . .
4 < 7
stage I-IlIA EBC g m G -86/2 89 - .
jsmerume | (g2 &|| osomasn iy Omission of CT in
=15 cm by MRl or S 2 n=227 (80%) HP (ETx) —> (1) H 1
e 23 i 5 pCtein 37.9% of patients’.
« Presence of a breast = g = HP (ETx) S H = -res;;on £
PET-evaluable lesion 3 % ‘g_ %6 3 N TCHP x 6- T (Group B)
g = 3 N . .
Stratification factors Z = =) PH(ETx) x 4 5 Second _ _
= Hormonal receptor ” E’: n=141/227 (62%)§ 5 primary 3 year |nVaS|Ve
status (+/-) = » HP(ETXY) ks endpoint H 1
= Ses | —> disease free survival
rate in -
,,,,,, . — ¥ WITNE. 1T Group B ( )
! Tissue or blood ! {Frisve orblood ! ! Tissueorbloed ! IDFS rate Of
samples } samples i samples ! 94 80/ 2
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, . -
T If subclinical TCHP Surgery HP (ETx)
PET M1 x6 (Y/N) x12
Group C
n=209
1. Lin NU et al., J Clin Oncol. 2015
P. Perez-Garcia JM et al., Lancet Oncol. 2021 ) o . . o ) -
3. Perez-Garcia JM et al.. Lancet. 2024 This presentation is the intellectual property of the author/presenter. Contact antonio.llombart@maj3.health for permission to reprint and/or distribute.

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




SAN ANTONIO
BREAST CANCER

PHERGuide: methodology and objectives (2 SYMPOS'ff"‘

g UT Health

Objective 1: assess the
Neoadjuvant treatment PET (total body) pCR rate = correlation between

: ctDNA detection and pCR

Diagnosis
& P & . & Objective 2: evaluate the
i i i 3-year follow-up — association petween
] ] ] ctDNA detec’gon an_d/or
Baseline n=336 C3D1 n=311 Pre-surgery n=285 clearance with patlent
L . outcomes

ctDNA isolation and analysis

Guardant Reveal™

1

Tissue-free epigenomic assay:
ctDNA detection+estimated tumor fraction

Llombart-Cussac A, et al. Presented at 2025 San Antonio Breast Cancer Symposium. December 9-12, 2025. San Antonio, Texas. Reprinted with Permission.
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PHERGuide Conclusions

* ctDNA was detected in 71% of baseline samples.

o Positive ctDNA was associated with higher clinical stage and nodal
involvement.

o There was no correlation between baseline ctDNA presence and pCR rates

o Absence of ctDNA at baseline was associated with excellent outcomes-3 year
DFS of 100%

* ctDNA clearance at cycle 3 and pre-surgery was associated with higher pCR rate
and lower iDFS event risk

* ctDNA positivity at C3D1 was not significantly associated with a worse 3-year iDFS.
However, the design of the study included treatment changes (chemotherapy) for
non PET-responder

» No patient with detectable ctDNA prior to surgery (n=28) achieved a pCR.
» ctDNA positivity prior to surgery was associated with a worse 3-year iDFS rate
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by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




Early-Stage HER-2 + Breast Cancer
Conclusions

* T-Dxd in the HER-2 + residual disease setting improves outcomes in all
comers including high risk patients regardless of NA regimen and HER-
2 status (IHC 2+ vs 3+) representing a potential new standard of care

* Incorporating T-Dxd into neoadjvant regimens for high-risk HER-2+
early disease improves pathologic response rates with trends towards
improved event free survival. This represents a potential new standard
of care

* ctDNA analysis demonstrates prognostic significance but studies do
not yet demonstrate interventions altering clinical outcomes. These
markers do not yet represent a standard of care
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Early-Stage HER-2+ Breast Cancer-
Questions/Challenges/Answers Post SABCS

* Can we improve outcomes for patients with residual disease after NA therapy? Yes,
but...

o Does everyone need T-DXd or just high-risk patients?
* Should we use T-DXd in the NA setting? Probably yes, but...
o How do we select appropriate patients?
o |sthe DB11 data applicable if we are using TCHP as our standard of care rather than AC-THP?

o If patients receive T-DXd in the NA setting, what do we do for patients with residual disease at
surgery?

o |f we move our most effective drugs up front, what do we do when patients progress?

* Can we use biomarkers to help predict pathologic response and outcomes (yes) and
help tailor our treatment recommendations (hopefully)?

o We need to fine tune our biomarker analysis to help identify patients who may be candidates
for less aggressive therapy and those who benefit from more intensive therapy
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HR positive/HER2 negative
Early-Stage Breast Cancer

Melissa McShane, MD
Fox Chase Cancer Center
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Outline

* Adjuvant CDK 4/6 inhibitors
> monarchE
o NATALEE

e [idERA Trial — SERD Giredestrant

* Artificial Intelligence (Al) in the Adjuvant Setting
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Selecting Adjuvant CDK 4/6 Inhibitors

* Both abemaciclib and ribociclib are approved for adjuvant use

 Several differences between the 2 studies (duration, dose intensity,
patient population, etc.)

» Updated results from both monarchE (abemaciclib) and NATALEE
(ribociclib) presented at ESMO 2025
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monarchE- Study Design

Patients with HR+,
HER2-, node+ EBC

Stratification factors
Prior chemotherapy
Menopausal status
(male = postmenopausal)

Region >

Cohort 1
> 4 pALN or
1-3 pALN and at least
1 of the below
Grade 3 disease
Tumor=5cm

ITT population
includes both cohort
1 and cohort 2

Cohort 2
1-3 pALN and
Ki-67 = 20%

Abemaciclib (150 mg twice
— 3 aday) + endocrine therapy
(tamoxifen or Al)

(N = 5,637)

R0

Endocrine therapy
? (tamoxifen or Al)

Treatment duration
Patients receive abemaciclib
for up to 2 years
Patients receive endocrine
therapy for at least 5 years
and up to 10 years

End Points
Primary
IDFS in ITT
Prespecified secondary @
IDFS in Ki-67 = 20% cohort 1
and cohort 2
IDFS in Ki-67 = 20% cohort 1
OSinITT

ASCO Daily News, February 2022
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Updated Results- ESMO 2025

Abemaciclib
+ ET

Overall 86.8% 85%  0.842
Survival
Invasive o 0

DES 77.4% 70.9% 0.734

DRFS 80.0% 74.9% 0.746

ESMO 2025

Johnston et al, Annals of Oncology, 2025
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Updated Results- ESMO 2025

Abemaciclib )
+ ET

Overall
Survival

Invasive
DFS

DRFS

86.8%

77.4%

80.0%

85% 0.842
70.9%  0.734
74.9%  0.746

ESMO 2025

Johnston et al, Annals of Oncology, 2025
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NATALEE- Study Design

e e T = e — =
Ribociclib
400 mg/day Primary end point
3 weeks on/1 week — iDFS using STEEP criteria
HR+/HER2— EBC off for 36 months
+ NSAI Secondary end points
* Pre/postmenopausal women, + goserelin in - Recurrence-free survival
phah premenopausal — Distant disease-free survival
* Anatomic stage II* R 1:1 women and men — 0S
» Anatomic stage Il ' — PROs
+ N=5101 — Safety and tolerability
— PK parameters
— e NSA! . Exploratory end points
Randomization stratification + goserelin in G . d alteral ;
Anatomic stage: Il vs lll premenopausal - SIS IDXIESS NN SRV RN S U
Menopausal status: men & premenopausal women vs women and men tumor ctDNA/ctRNA samples

postmenopausal women

Receipt of prior chemotherapy: yes/no
Geographic location: North America/Westemn
Europe/Oceania vs rest of world

Slamon et al, Therapeutic Advances in Medical Oncology 2023
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NATALEE- Study Design

e S —— =
Adult patients with stage Il and lll HR+/HER2- EBC ) L.
« Prior ET allowed up to 12 month: Ribociclib
: An:t mla c:v:; ?I [:. onths 400 mg/day Primary end point
_No‘\’,mh'?"’ e 3 weeks on/1 week — iDFS using STEEP criteria
: . L off for 36 months
* Grade 2 and evidence of high risk: i
-« K672 20% + NSAI Secondary end points
- Oncotype DX Breast Recurrence Score 2 26 or + goserelin in — Recurrence-free survival
* High risk via genomic risk profiling premenopausal — Distant disease-free survival
* Grade 3 R1:1 women and men — 0S
« N1 . = PROS
ﬁna;:"c‘yirc::mg. . — Safety and tolerability
« Anatomical stage Ill - PK parameters
= NO, N1,N2, or N3
— L NSA! . Exploratory end points
Randomization stratification + goserelin in G . d alteral ;
Anatomic stage: Il vs lll premenopausal - SIS IDXIESS NN SRV RN S U
Menopausal status: men & premenopausal women vs women and men tumor ctDNA/ctRNA samples

postmenopausal women

Receipt of prior chemotherapy: yes/no
Geographic location: North America/Westemn
Europe/Oceania vs rest of world

Slamon et al, Therapeutic Advances in Medical Oncology 2023
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IDFS in the ITT Population

D S S 85.5(A = 4.5)

RIB + NSAI
n =2549) i :

©- 5-year iDFS events, n 317 407
HR (95% Cl) 0.716 (0.618-0.829) |
‘Nominal P value (1-sided)° <0001

Invasive disease-free survival, %
2
1

0 3y RIB reatment perod
L ] L]

L}
0 6 12 18 24 30 36 42 48 & 60 66 72 78

No. af risk Time since randomization, months
RBeNSA 2540 2351 2276 209 213 22 2025 12 1883 1515 98 M 9 0
2R 240 26T 2000 2000 % 18N M8 M0 WM @25 2% 3 0

Median Follow up: 55.4 months

Crown J, et al. ESMO 2025.
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IDFS by Nodal Status

NO N+

100 1 934(A=28) g03(A=517) ] T %04(A=27)  ga9(a=44)
2 B R ;
S 80 S 80 -
2 =
g il Median follow-up: 60.1 months g . Median follow-up: 55.2 months
ol RIB + NSAI y 1 RIB + NSAI
- (n = 285) g 0 (n = 2261) !
g 5-year iDFS events, n 25 46 'g 5-year iDFS events, n 292 360
2204 | HR (95% Cl) 0.606 (0.372-0.986) 2204 | HR (95% Cl) 0.737 (0.631-0.860)

T T
0 6 1 1 2 3 3 4 4 5

T T T T T T L] T Ll 1

[ 6 7 7 0 6 1 1 2 3 3 4 4 5 6 6 7 7

No. at fisk 2 4_ 0 6 2 8 4 0 6 2 8 No. ot fisk 2 8 4 (1] 6 2 8 a 0 6 2 8
. _Time since randomization, months . B . . e Time since randomization, months

Crown J, et al. ESMO 2025.
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OS in the ITT Population

100- 94.1(A=1.6)
gy =

80
_—g 60- Median follow-up: 56.5 months
3 RIB + NSAI
T 40 (n = 2549)
3 5-year OS events, n 138 162

HR (95% ClI) 0.800 (0.637-1.003)
20 Nominal P value (1-sided)? 026
LRl 3yRBteatmentperiod |

0 6 12 18 24 30 3% 42 48 54

No. at risk Time since randomization, months
RIB + NSAI 2549 2404 2236 2299 2259 2219 2185 2132 2072 1684
2552 2301 2255 2208 2160 2116 2063 2009 1956 1591

1128
1076

325
309

Crown J, et al. ESMO 2025.
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Which agent should we choose?

Abemaciclib Ribociclib
Population High-risk, node-positive HR+/HER2- EBC (>4 nodes | Broader population: anatomic stage Il-Ill HR+/HER2-
P OR 1-3 nodes + high-risk features) (includes some node-negative high-risk pts)
Treatment duration 2 years 3 years
Endocrine backbone Al or tamoxifen + OFS Aromatase inhibitor
~2(_2E0 . .
iDFS benefit 30-35% relative risk reduction (early and durable ~25% relative risk reduction

separation)

Distant relapse-free survival

(DRFS) Significant and sustained improvement Significant improvement

Overall survival (OS) Statistically significant OS benefit OS data immature (trend only)

Median follow-up (latest) ~7 years ~4-5 years

Key toxicity profile Diarrhea, fatigue, neutropenia Neutropenia, QT prolongation, hepatotoxicity
Dose intensity Continuous dosing Lower dose (400 mg) vs metastatic setting

Key clinical strength Only adjuvant CDK4/6 with proven OS benefit Expands CDK4/6 use beyond very high-risk pts
Key unresolved question Optimal patient selection beyond clinical risk Will OS benefit emerge with longer follow-up?
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Patient Case:

* 52yo0 post-menopausal woman with HR+/HER2- invasive ductal
carcinoma s/p lumpectomy + SLNBx.

* Pathology: pT2 (3.2cm), Grade 3, 2/4 positive axillary LN, ER 95%, PR 40%,
Ki67 18%, no LVI, Oncotype 34

* Clinical context:
-- completed adjuvant AC-T; ECOG O
-- PMHXx: IBS with baseline loose stools
-- strong preference to minimize long-term treatment burden
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by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




Patient Case: Polling Question

She is planning to start adjuvant aromatase inhibitor, which adjuvant
CDK4/6 strategy would you recommend?

A. Abemaciclib (2 years) + Aromatase Inhibitor
B. Ribociclib (3 years) + Aromatase Inhibitor

C. Aromatase inhibitor alone
D

Would individualize further (genomic/Al risk tool before deciding)
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Outline

* Adjuvant CDK 4/6 inhibitors
o monarchE
o NATALEE

 l[idERA Trial — SERD Giredestrant

* Artificial Intelligence (Al) in the Adjuvant Setting
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liDERA Breast Cancer Trial:

Giredestrant vs. standard-of-care endocrine therapy as adjuvant treatment
for ER+/HER2- early breast cancer

Estrogen

O Giredestrant: potent next-generation

oral SERD and full ER antagonist,

| m— designed to drive deep and sustained
W**:':" ./ le inhibition of ER signaling, both ligand
l’ Genes for proliferation dependent and I|gand |ndependent

Giredestrant mechanism of action
(selective estrogen receptor antagonist and degrader)

Bardia A, et al. SABCS 2025
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liDERA Breast Cancer Trial: Study Design

s N At least 5-year treatment duration 5-year follow-up
Key eligibility criteria
* Participants with ER+, HER2-negative early breast cancer
+ Stage I-lIl disease (anatomical) Giredestrant (30 mg PO QD)
o pNOand pT > 1 cm with Grade 3, or Ki67 = 20%, Long-term
or high score on genomic assay,” or pT4NO follow-up
o Node-positive SOCET
* Pre- or post-mencpausalt Tamoxifervanastrozole/ietrozole/exemestane
« Breast cancer surgery within 12 months
* (Neo)adjuvant chemotherapy if indicated
. J
Stratification factors Primary endpoint
* Risk: Medium-* vs high-risk§ Stage |-lIl breast cancer * |DFS (excluding second primary non-breast cancer)
* Region: USA/Canada/Western Europe vs Asia—Pacific vs RoW Key secondary endpoints
* Previous chemotherapy: No vs yes « DFS, DRFI, IDFS (including second primary non-breast invasive cancer with exception of

+ Menopausal status: Pre-menopausal vs post-menopausal non-melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

Bardia A, et al. SABCS 2025
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Baseline demographics and characteristics

e e e e ey

Giredestrant SOCET Giredestrant SOCET
n = 2084 n = 2086 n = 2084 n = 2086
Median age, years (range) 54.0 (22-91) 54.0 (25-89) ER status, n (%)
Female sex, n (%) 2073 (99.5) 2075 (99.5) Low-positive (1-10% of cells positive) 45 (2.2) 52 (2.5)
Race, n (%) Positive (> 10% of cells F‘:’ositive) 2030 (97.8) 2031 (97.5)
American Indian or Alaska Native 77 (3.7) 62 (3.0) AJ?C stageat gy, () 254 (12.3) 283 (13.6)
Asian 461 (22.1) 467 (22.4) I 1013 (49.0) 950 (45.7)
Black or African American 50 (2.4) 50 (2.4) ] 799 (38.7) 844 (40.6)
Other* 263 (12.6) 232 (11.1) Nodal status, n (%) on surgical specimen/
White 1233 (59.2) 1275 (61.1) pNO 449 (21.6) 441 (21.2)
Region, n (%) pN1 968 (46.6) 953 (45.7)
Asia—Pacific 544 (26.1) 544 (26.1) §52(91.8) G EERY
USA/Canada/Western Europe 860 (41.3) 905 (43.4) 1448 (69.5) 1447 (69.4)
Latin America/Africa/Eastern Europe 680 (32.6) 637 (30.5) 636 (30.5) 639 (30.6)
Menopausal status, n (%)t Previous chemotherapy, n (%)
Pre-menopausal 849 (41.0) 838 (40.4) No 396 (19.0) 450 (21.6)
Post-menopausal 1220 (59.0) 1236 (59.6) Yes 1688 (81.0) 1636 (78.4)
[ Baseline demographics and characteristics were balanced ]

Bardia A, et al. SABCS 2025
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Giredestrant SOCET
n = 2084 n = 2086

Primary Endpoint: IDFS Events,n (%) 14067)  196(94)
Stratified HR 0.70
(95% Cl)  (0.57, 0.87); p = 0.0014*
100 o et ey
) ) v ""“"anwm
Rt i ———— =+
80 A1
Exploratory analysis: IDFS by SOCET
Total, Stratified HR
= 60 - n | (95% CI)
= Al 1745 i} 0.73(0.58,0.92)
é | Tamoxifen 326 —s— | 0.53(0.35, 0.80)
40 - N
80 03 08
Giredestrant better SOC ET better
20 4
70 =
I 1 1 1 I 1 1
0 i ' 0 ' -] 12 ' 18 ‘ 24 '30 30 ' 42 ' .
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2021 1969 1932 1716 1088 345 26
SOCET 2086 2016 1958 1898 1683 1048 325 25

Bardia A, et al. SABCS 2025
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Distant Recurrence-Free Interval

Giredestrant SOCET
n = 2084 n = 2086
102 (4.9) 145 (7.0)

0.69
(0.54, 0.89)

100 A
80
= 60 i
*
% Events, n (%)
40 1 Stratified HR
50+ (95% ClI)
20 1
70 =4
1 Ll 1 I | L] L]
0 J -] 12 18 24 30 . 42
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2021 1970 1931 1716 1089 244 26
SOCET 2086 2014 1957 1897 1680 1047 325 25

Median follow-up: 32.3 months

Bardia A, et al. SABCS 2025
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Interim Overall Survival

Giredestrant SOCET
n = 2084 n = 2086
57 (2.7) 71 (3.4)

0.79
(0.56, 1.12); p = 0.1863"

100 +rrsrerrerrrre: e - B —p—
80 1 100 -+
= 60 1
S
» Events, n (%)
o %0
40 1 Stratified HR
(95% CI)
20 -
80 =
I I 1 I I I I
0 L T - T : - T N T - 13'O L - T T
0 6 12 18 24 30 36 42
No. 2t risk Time (months)
Giredestrant 2084 2043 2013 1997 1887 1300 530 52
SOCET 2086 2040 2018 1971 1852 1270 504 49

e OQverall Survival data is immature
* Positive trend was observed
* OS testing will come at future analyses

Median follow-up: 32.3 months

Bardia A, et al. SABCS 2025
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Common TEAEs (2 7.5% of patients in either arm at any grade)
Giredestrant n = 2060 SOC ETn = 2074

Arthraigia W15/465 453/18 11 Selected AEs
HeadéChe l0‘1 52 R13.170.1 | Patients, n (%) with treatment discontinuations due to AEs
Fatlgu'e l | Musculoskeletal disorders 38 (1.8) 92 (4.4)
Insomnia | - Arthralgias (PT) 32(16) 76 (3.7)
Nausea | . Vasomotor disorders 2(<0.1) 18 (0.9)
COVID-19 | [
) - Hot flush (PT) 1(<0.1) 16 (0.8)
Asthenia |

Radiation skin injury | |

Patients, n (%) with selected AEs by medical concept*

Hypertension 0 [ |
Urinary tract infection | | 81 St et 62 G4
. 217 15 0 64 2 0
Cough Bradycardiat (105) (0.7) @1)  (<0.1)
Diarrhea | Glredestrant - SOCET L N 4 12 2 3 7 7
Pain in extremity | | o events (02) (06) (<0AF (01) (03) (03

Constipation W s« B
0 40 0 20 10 0 10 20 30 40 50
Patients (%)

Bardia A, et al. SABCS 2025

© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




* First trial to demonstrate benefit with a novel
endocrine therapy in early breast cancer since
approval of Al’s in 2000s

* Median follow up of 32.3 months: giredestrant
improved IDFS compared to SOC endocrine
therapy (HR 0.70)

o 3-year IDFS rates: 92.4% vs 89.6%

* Discontinuation rate of giredestrant was lower
compared to SOC endocrine therapy /

> 4
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* Premenopausal patients: require ovarian
function suppression (OFS) while on SERDs

o Some ongoing trials looking at omission of OFS

* Should everyone get giredestrant or restricted
to higher risk populations?

Considerations:

* Role of CDK 4/6 inhibitors?

* Biomarker testing/Al to determine those who ,
would benefit the most

* Extended therapy needed and duration of

therapy .
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Outline

* Adjuvant CDK 4/6 inhibitors
o monarchE
o NATALEE

* |idERA Trial — SERD Giredestrant

« Artificial Intelligence (Al) in the Adjuvant Setting

o GS1-08: Multimodal artificial intelligence (Al) models integrating image, clinical, and molecular data for
predicting early and late breast cancer recurrence in TAILORx

o RF3-01: Clinical outcomes of invasive lobular carcinoma (ILC) versus non-lobular breast cancer (NLC) assessed
by expert pathologists, an Al CDH1 classifier, and Al-derived tumor microenvironment biomarkers in TAILORx

o RF3-07: A Multimodal-Multitask Deep Learning Model Trained in NSABP B-42 and Validated in TAILORXx for
Late Distant Recurrence Risk in HR+ Early Breast Cancer
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Al in Breast Cancer:
Integrating Multimodal Data for Precision Care

Clinical Data Tumor Microenvironment

Al Analysis
Chemo Benefit? Extended Endocrine Therapy?

Bo

Early
& :
Chemo Needed ~ No Chemo Continue ET Stop ET

i -‘ Late
ol

Personalized Treatment Decisions

Figure created using generative artificial intelligence (ChatGPT), 2026
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GS1-08: Multimodal artificial intelligence (Al) models integrating image, clinical, and
molecular data for predicting early and late breast cancer recurrence in TAILORXx

Objective: develop a diagnostic test with better distant recurrence risk prognostication than the Oncotype DX 21-gene RS

224 x 224 g
pixel £
n X 768 =
1 i W\J — 1x 256 1x 256
R S £ — Project -
> | > Wil > : > e S >
ot $ O o | |
A CTransPath wsl Transf
o Feature  embeddings LA=I0MCT
WSI at 10x WSI n tiles
Extractor

preprocessing

Clinical Features:

* Tumor size I_’ l
M+
Q

* Menopausal

*

oM, + Age
MAMMA * Grade
PRINT Al

- e *
Different combinations of gene sets were > 2
tested for M+, best M+ consists of all ODX, =
BCl, EndoPredict, and some HVG genes

‘ WSI: Whole Slide Image; HVG: Highly Variable Gene; MLP: Multi-Layer Perceptron

Sparano J, et al. SABCS 2025
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GS1-08: Multimodal artificial intelligence (Al) models integrating image, clinical, and molecular data for predicting early and late breast cancer recurrence in TAILORX

* Training/5-fold Cross Validation Set

* Used to build the ICM+ model

* Learn which features matter and how much weight to
N =10,273 give them
* Model learns patterns that associate features with:
T —— *  Whether recurrence occurred
e ol B s O e When it occurred (time-to-event)

TAILORXx Enrolled

N = 4,462 |
(Analytic Cohort) ‘ . .
J * Holdout Validation Set
- — * Completely excluded from model development
v * Not used for feature selection, weighting, or tuning

7 N\ . . .
" Holdout Validation The final, Ioc-ked ICM+ model was applied to them
— = | without seeing their outcomes

N = 2,808 N =1,621 . ..

(63%) (37% * Only after predictions were generated were those
— predictions compared with:

* Actual recurrence status

* Time to recurrence

Training / 5-fold CV

Sparano J, et al. SABCS 2025
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GS1-08: Multimodal artificial intelligence (Al) models integrating image, clinical, and molecular data for predicting early and late breast cancer recurrence in TAILORX

Dataset Outcome Oncotype DX ICM+
Training / 5-fold CV .
(n = 2,806) Overall distant recurrence (15 years) 0.617 0.705
Late distant recurrence (>5 years) 0.518 0.656
L ETSTEI L I Overall distant recurrence 0.631 0.733
(n=1,621)
Late distant recurrence 0.527 0.705

C-index (concordance index) to quantify performance:

0.5 0.6 0.7 1.0
Chance Moderate Good Perfect
0.5 = no better than chance

>0.70 = good discrimination
1.0 = perfect prediction

Sparano J, et al. SABCS 2025
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GS1-08: Multimodal artificial intelligence (Al) models integrating image, clinical, and molecular data for predicting early and late breast cancer recurrence in TAILORX

Key Take-Home Points

* Multimodal Al improves recurrence prediction
Integrating pathology images, clinical, and molecular data outperforms
single-modality tools

* Outperformed OncotypeDx RS
Supports Al as a complementary tool to genomic assays for long-term risk

stratification

* Strong performance for late recurrence risk
Addresses a major unmet need in HR+/HER2- early breast cancer

Sparano J, et al. SABCS 2025
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RF3-01: Clinical outcomes of invasive lobular carcinoma (ILC) versus non-lobular
breast cancer (NLC) assessed by expert pathologists, an Al CDH1 classifier, and
AI_—derive_d tumor microenvironment bioma_rke_rs in TAILORX

(b) DRFI by Histology (b) DRFI by CDH1 * Both centralized pathology
" ~ i 1] = review and the CDH1-Al
08 o N N T ~ classifier demonstrated that ILC
08 . . .
l ] ] . l I ] has consistently higher risk of
[}
0.6 ]
0.6%  24% 3% 5 061 1.9% 25%  21% recurrence than NLC between
o 90.0% vs 87.0 : 00 2% v 8l years 5-15
. 0.007 - 04
s
02 T Cobular (88 eventas 963 cases) S R  Curves start to separate at 5
=== Other (31 events/ 623 cases) 02
CDH1 Detected (77 events/ 883 cases) years
0.0 - = = CDH1 Not Detected (467 events/ 6899 cases)
° ’ % * * 0 5 0 " * In TAILORX, most patients

received only 5 years of
endocrine therapy
* Discordances between pathology histology and Al are low (6.8%)

* 44% were AlI-CDH1+ aberrant and called non-lobular by pathologist

* 54% were Al- CDH1 normal and called lobular by pathologist

Salgado R, et al. SABCS 2025
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RF3-01: Clinical outcomes of invasive lobular carcinoma (ILC) versus non-lobular breast cancer (NLC) assessed by expert pathologists, an Al CDH1 classifier, and
Al-derived tumor microenvironment biomarkers in TAILORx

w, Clinical outcomes using a zero-shot Al model for TMIE biomarkers
WA
l DFRI, median TME-risk, RS<25, Lobular DFRI, median TME-risk, RS<25, Ductal
. = DRFI by Cox_tme Score, RS <= 25, Lobular Histology DRFI by Cox_tme Score, RS <= 25, Ductal Histology
= i — . o
- Panel of TME
: biomarkers such 038 - 08 -
- as TiLs, spatial 5 §
; TIL patterns, and  § °¢ ] 1 e
degree of cancer- & g od ]
fibroblast contact & as - p—
0.2 - 02
group=<= Median (148 events/ 2633 cases)

e semavans group=<= Median (32 events/ 451 cases)

group=> Median (49 events/ 432 cases) group=> Median (188 events/ 2578 cases)

0.0

0.0

l 0 5 10 15

_ *  Within Oncotype <25 patients (low genomic risk), TME-risk score further
TME-risk score stratifies recurrence risk in both ductal and lobular subtypes

* Within patients that have a low genomic risk, may find a subset who based on
TME biomarkers, are NOT low risk

Salgado R, et al. SABCS 2025
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RF3-01: Clinical outcomes of invasive lobular carcinoma (ILC) versus non-lobular breast cancer (NLC) assessed by expert pathologists, an Al CDH1 classifier, and
Al-derived tumor microenvironment biomarkers in TAILORx

Key Take-Home Points

e Lobular breast cancer carries higher late recurrence risk than non-
lobular disease

* An Al derived TME analysis provides independent risk stratification in
addition to OncotypeDx, particularly in RS <25

* Findings may have implications for duration of endocrine therapy in
selected ILC patients despite low genomic risk

Salgado R, et al. SABCS 2025
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RF3-07: A Multimodal-Multitask Deep Learning Model Trained in NSABP B-42 and
Validated in TAILORX for Late Distant Recurrence Risk in HR+ Early Breast Cancer

e —

B-42 Translational Cohort: 2271 Training/Evaluation: 5-fold cross validation

AUXILIARY TASK

IMAGE ONLY MODEL Lowest BMD T-score

RISK SCORE

CLINICAL FEATURES In Multimodal-multitask architecture,
[ . EI\}' * Nodal status 1 BMD T-score_ is not usgd as input.

* Surgery Instead, there is an auxiliary task that
* Age predicts T-score, along with a risk
score, in the training set.

IMAGE + CLINICAL MODEL 1|‘
|
i
i
I

MODEL INPUT

* Image only model input: H&E

*  Multimodal model: H&E + clinical
* Multimodal-multitask (M3T) model: H&E + clinical as input and T-Score as additional target variable

T-score is not needed for test cases.

Mamounas E, et al. SABCS 2025
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RF3-07: A Multimodal-Multitask Deep Learning Model Trained in NSABP B-42 and Validated in TAILORx for Late Distant Recurrence Risk in HR+ Early Breast Cancer

M3T Model Suggests a Subgroup More Likely to Benefit from Extended Letrozole Therapy

@ 040 . .
Q
g All Patients
g 0.35 -
£ 0.30 -
g 10-yrrisk Abs.Benefit HR P
¥ 025 .. o 1
2 ELT 4.52% 2.23% {c 4?!':3394; 0.01
8 — Placebo 6.75%
2 020
3
‘E* 0.15 |
g
g 0.10 «
3
E 005
o

0.00 - v

] 2 4 6 8 10

ELT Years after random assignment
Atrisk 1130 1079 1020 936 832 554
Placebo
Atrisk 1141 1092 1027 928 821 528

0.40 ,
M3T Low
0.35 4
0.30 4
10-yr risk Abs.Benefit HR P
025 { -- ELT 1.44% 0.664
0.49% . 0.378
Placebo 1.93% (0.265-1.659)

020 |

0.15 |

0.10 {

005 |

Cumulative incidence of distant recurrence

0.00 «
12 o 2 4 6 8 10 12
ELT Years after random assignment
52 Atrisk 565 545 517 481 427 283 27
Placebo
52 Atrisk 573 553 526 488 437 276 28

@ 0.40 - -
Qo
: M3T High
£035 -
£0.30 - i
& 10-yr risk Abs.Benefit HR P
23
©0.25 % .
° e T 4.09% :o.r.?:-;;m 0.015
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2015 Baa
$ 4»"#.
; 0.10 '
] “—-—'
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RF3-07: A Multimodal-Multitask Deep Learning Model Trained in NSABP B-42 and Validated in TAILORx for Late Distant Recurrence Risk in HR+ Early Breast Cancer

M3T Reclassifies 18.7% N+ patients as Low Risk and 29% NO Patients as High Risk
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RF3-07: A Multimodal-Multitask Deep Learning Model Trained in NSABP B-42 and Validated in TAILORx for Late Distant Recurrence Risk in HR+ Early Breast Cancer

External Validation of the M3T Model in TAILORX: Prediction of Risk of Late

Distant Recurrence

N=4,300
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High Time (years)
Atrisk 740 740 740 623 477 353 142 1
Low
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M3T Risk High (vs. Low)

ODX RS > 25 (vs. RS 0-25)

Age > 50 (vs. Age =50)

Postmenopausal (vs. Premenopausal)

Mastectomy (vs. Lumpectomy)

Chemo received (vs. Chemo not received)
Tumor Size > 2cm (vs. <2 cm)

Tumor Grade High (vs. Low)

Tumor Grade Int (vs. Low

(N = 4203, Events = 230)

Late DR (LDR): Patients with > 4.5 yrs of ET and disease-free at 5 yrs

HR (95% CI)
1.61 (1.14-2.27)

1.12(0.59-2.14)
1.09 (0.69-1.73)
1.41 (0.90-2.21)
1.06 (0.77-1.46)
1.05 (0.80-1.39)
1.39 (1.05-1.85)
1.91 (1.24-2.92)

1.51 (1.08-2.11)

0.5

Hazard Ratio (95% Cl)

*  M3Trisk label was an independent predictor of distant recurrence along with tumor size and grade

Mamounas E, et al. SABCS 2025
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RF3-07: A Multimodal-Multitask Deep Learning Model Trained in NSABP B-42 and Validated in TAILORXx for Late Distant Recurrence Risk in HR+ Early Breast Cancer

Key Take-Home Points

 M3T model identified low-risk patients, unlikely to obtain
meaningful benefit from extended endocrine therapy

* Potential treatment guidance beyond standard clinicopathological
factors

e External validation in TAILORx confirmed independent late DR
prognostication

Salgado R, et al. SABCS 2025
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- What These 3 Abstracts Collectively Show:

* Al consistently: e Al is moving from:
° Improves prognostic accuracy * “Exploratory” - decision-support
o Adds biologic insight beyond
genomics alone

* Strong signals for: * Potential impact on:
° Late recurrence prediction « CDK4/6 inhibitor selection
o Biologic tumor classification « Extended endocrine therapy

* Chemotherapy de-escalation

SABCS 2025 firmly positions multimodal Al as a complementary layer to genomics: enhancing precision across
prognosis, prediction, and long-term risk assessment in HR+ breast cancer
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Final Thoughts:

Early HR+ breast cancer management is
no longer one-size-fits-all.

The future lies in combining better drugs
(CDK4/6 inhibitors, SERDs) with better
decision tools (Al) to deliver the right
intensity, for the right patient, for the
right duration.
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Neoadjuvant/Adjuvant Treatment of Early-Stage Breast Cancer with SABCS Updates

Triple-Negative Early-Stage Breast Cancer

Kay T. Yeung, MD, PhD
UC San Diego Moores Cancer Center
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Where We Are in 2025: Goals and Open Questions

« Stage II-lll TNBC: neoadjuvant chemoimmunotherapy is the backbone

* Persistent risk remains for residual disease — need better escalation and better de-escalation

« Two unmet needs SABCS 2025 addressed:
(1) optimize neoadjuvant backbone (how much does platinum add?)
(2) personalize escalation/de-escalation (MRD + biology)
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SABCS 2025 Highlights: Early-Stage TNBC

Practice-informing study
o RF2-02 (Felsteim): carbo pooled pCR/EFS

Biomarker (MRD/ ctDNA) studies
o RF4-03 (Balic): WES-informed MRD
o RF3-05 (Cunningham): tissue-free ctDNA
o PD7-10 (Loi): ctDNA dynamics + EFS
o RF2-01 (Holtschmidt): Ki67/TILs in residual disease
o RF3-06 (Badve): EA1131: TlLs + intrinsic subtypes in residual disease

Novel regimens and survivorship
o RF5-02 (Mayer): TBCRC 056 neoadjuvant niraparib + dostarlimab
o PD7-07 (McArthur): Peri-operative ipilimumab/nivolumab + cryoablation
o PD7-11 (Sharma): ovarian function after neoadjuvant pembrolizumab
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Neoadjuvant Therapy for Stage ll-lll TNBC

« KEYNOTE-522 regimen is currently the standard of care

* The therapeutic benefit of carboplatin to neoadjuvant therapy remained
not well defined

RF2-02: Pooled analysis of the BrighTNess, CALBG 40603, and
GeparSixto (Felsheim BM, et al)
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Pooled Analysis of the BrighTNess, CALGB 40603,
and GeparSixto
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What Does Carboplatin Add to Neoadjuvant Chemo?

* pCR improves substantially with

carboplatin:
O 55% VS 389% Subgroup ::i:::):'e a":::::s‘ s OR (95% CI) Pvalue
[ Allpatients 420 664 T e 1.92 (1.50-2.47) <0.001 | 601
gBRCA status :
* Subgroup nuance: T ———T
. . . . Stud !
o pCR gain is most evident in EZLZL“GTQGZZO o T emonao <om
. 4 1 184 f—— 1.72(1.12-2.64) 0.01
gBRCA-WlIdtype, no clear pCR GeparSixto 131 131 e 164(101-267) 0048 = 401
increase in gBRCA-mutated BB ot JO8E B8 1
Su bset Lower pCR rate with camoplaﬁn Higher pCR rate with camoplanr; §
Multivariate analysis, pCR o
Subgroup No carbo Carbo : OR (95% CI) Pvalue % 20+
 Multivariate analysis included age, T —— ——
Mutant 3 89 —+——————  1.35(057-3.25) 0.49
cT, cN, tumor grade, and T o A Bmtary woioon
. Stud 4
gBRCA1/2mut as covariates BrghNess 101 %03 e 2347090 <0001
CALGB 40603 91 104 : 1.63 (0.90-2.97) 0.109 01
. ] GeparSixto 117 118 —————  1.56(0.89-275) 0.118 ™= cart'>oplat|n Carb(;plalln
Take-home point: This reinforces oscsraio
Ca rbOplati n as a mean i ngful pC R Lower pCR rate wfn carboplatin I‘ﬂlghe‘rrp‘CR‘ rate W|fn carl?ooplarnr;

driver, with genotype nuance.

Felsheim BM, et al. SABCS 2025; RF2-02.
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Does Carboplatin Improve Long-Term Outcomes?

In the pooled dataset, neoadjuvant carboplatin is associated with better EFS

Univariate analysis, EFS

Subgroup No carbo Carbo HR (95% CI) P value
[ Alpatients 420 664 —=a— ' 0.70(0.55-0.89) 0.003 | 100%4
gBRCA status ;
Mutant 41 96 — 0.50 (0.25-1.00) 0.050
Wildtype 313 500 —l— 0.73 (0.55-0.96) 0.024 _5
Study S 75%]
BrighTNess 122 349 ———— 0.58 (0.38-0.88) 0.010 8‘
CALGB 40603 167 184 —-—— 0.86 (0.59-1.26) 0.439 a
GeparSixto 131 131 ——  0.63(0.40-1.00) 0.050 [
05 075 1 g 50%1
Hazard ratio g
Better EFS with carboplatin Worse EFS with carboplatin o
Multivariate analysis, EFS :":: .
Subgroup Nocarbo  Carbo HR (95% Cl) Pvalue 3 2% 2\2[‘;‘8 ?%f/arci':s
Ig;‘;‘l g:":::zs 810 229 + 071(05¢:093) 0014 ] = Nocarboplatin 126  69% (64% - 73%)
Mutant 37 89 — | 037(0.18-0.79) 0.010 el S B o
Wildtype 273 437 — 0.77 (0.57-1.03) 0.079 LS = ; ; ; v ;
Study : 0 1 2 3 4 5
BrighTNess 101 303 —_—— 0.56 (0.36-0.88) 0.012 Yoars
CALGB 40603 92 105 ———— 097 (0.59-1.60) 0.912 At Risk
GeparSixto 117 118 - 0.68 (0.42-1.10) 0.113 = 420 368 309 276 245 172
I - 664 596 524 475 426 188

S O B
025 050751 15

Hazard ratio
Better EFS with carboplatin Worse EFS with carboplatin

, OS immature
Felsheim BM, et al. SABCS 2025; RF2-02.
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MRD/ctDNA and
RD Biomarker Studies

*  RF4-03 (Balic): NSABP B-59/GeparDouze: tumor-informed WES ctDNA MRD substudy

*  RF3-05 (Cunningham): c-TRAK-TN: “tissue-free” ctDNA detection (Guardant Reveal) with relapse lead time

*  PD7-10 (Loi): NeoN: 3-yr EFS + ultrasensitive tumor-informed SV-ctDNA dynamics on neoadj carbo/taxol + nivolumab
*  RF2-01 (Holtschmidt): Pooled 9 GBG/AGO-B trials: Ki67 + TILs in residual disease after NACT

* RF3-06 (Badve): EA1131: TILs in residual disease + intrinsic subtypes
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Post-Surgery ctDNA is a Powerful Risk Stratifier

NSABP B59 GeparDouze substudy

() SAN ANTONIO
BREAST CANCER
OSIUM®

Primary analysis of DRFI by MRD status post-surgery </, mc:
* Whole Exome Sequencing (WES)- e T

informed MRD assay in eTNBC N
treated with NAT + atezolizumab. LI

* Post-surgery MRD+ was
uncommon (~single digits %) but:

* relapse in ~78% of ctDNA+ vs
~5% of ctDNA-

*  HR=30.3 for DRFI.

e
=
o

o
N
o

Freedom From Distant Recurrence
o
o
o

= Post-Surgery MRD(-) 7/138 (5%) with recurrences
= Post-Surgery MRD(+) 7/9 (78%) with recurrences [
HR = 30.3 (95% CI: 10.4 - 88.7), p < 0.0001

Take-home point: Post-op ctDNA

e ey s . . , 0.00

positivity is essentially a ‘red-flag’. W L. N " B
Number at risk

== 138 134 129 i 12

- B 4 3 0 0

This presentation is the intellectual property of the auther/presenter. Contact Marija Balic: baliem@upme.edu for permission to reprint and/or distribute.

Balic M, et al. SABCS 2025; RF4-03.
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Tissue-Free ctDNA May Broaden Access and Improve Lead-Time

c-TRAK-TN

+ Tissue-free approach improves practicality

(no tumor tissue required)
Detection of ctDNA during serial testing strongly associated with risk of relapse

Recurrence Free Su rvival Grouped by ctDNA Detection

» Strong association with recurrence:
o ctDNA detected — median RFS ~14.9 58

months, vs not reached if undetected S N
time-dependent HR ~28.7 g B3 Median RFS (months) (95% Gl
« Tissue-free detected more and sometimes g o CIONAUndekoRd  Notreached
earlier than tumor-informed ddPCR: - . ' ,
o I clDNA Detected Time-dependent cox model:
o median time from first detection to S HRZAT 0001
relapse ~78 months (Iead-time WindOW). ’ 10Month:s since fir?tjblood collec:tion30 40
Number atrisk
CtDNADetected 54 30 16 4 1 Median follow up = 33.9 months
Take-home point: This strengthens the case for . i 105 % 7 ° Y emmEmemam s
MRD'trlggered |ntervent|on trla|S—bUt deteCtlon This presentation is the intellectual property of the author/presenter. Contact them at niamh.cunningham @icr.ac.uk for permission to reprint and/or distribute: detected at any time point during follow up

# proof that early treatment improves OS

Cunningham N, et al. SABCS 2025; RF3-05.
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ctDNA Clearance ldentifies ‘Good’ vs ‘High-Risk’ Trajectories

NeoN study: short neoadjuvant carbo/taxane + ctDNA dynamics and prognosis:
nivolumab strategy; updated 3-yr EFS/OS. -
gy up Y baseline to T1
* Overall outcomes look strong (~high-80s% 3-yr EFS Fndpoiat = Eveut free sarvival Endpoint = Overall survival
overall). st lamanes: i - L=
"1 Pos-Neg 90.6% .
80 " pcRE3% | T B
» ctDNA dynamics during study: s &
= 1 = P :
o ctDNAcleared — excellent (90.6% 3yr EFS) g — : Pos-Pos |
. G A 63.6%:
o ctDNA persists — much worse (45.7% 3yr EFS) S RSN epthy) :
20
Take-home point: On-treatment ctDNA clearance is a N
plausible ‘adaptive’ biomarker for escalation vs de- Pk LB 4 & € % 3 L4 u g e o
. . 'os/Neg 46 46 46 45 4 43 27 46 i 46 46 46 5 28
escalation strategies.
Unknown | 46 46 46 44 43 41 32 46 46 46 46 45 43 33
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months since randomisation
Change in ctDNA status: baseline to on treatment
------- Pos/Pos — ——- Pos/Neg Neg/Neg —— — Unknown

Loi S, et al. SABCS 2025; PD7-10.
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Escalation Beyond ‘RCB’ Alone: Ki67 + TiLs

Residual tumors from 9 neoadjuvant GBG/AGO studies
- Gepar-Trio, Quattro, Quinto, Sixto, Septo, Octo, Nuevo, Ola, X
- 640 available tumors out of total of 3017 pts with eTNBC

Events/n Sy DDFS HR (95% C1)
Ki67<15% & TILs >50%  15/59 83.7% (74.594.1)  Reference
Ki67<15% & TILS <50% 83/226 66.3% (60.1-73.1) 1.66 (0.96-2.89) p=0.07
2.35 (1.37-4.03) p=0.002
Ki67>15% & TILS <50% 45/76 42.4% (32.2-55.8) 3.62 (2.00-6.52) p<0.0001
100% 1
* censored
80%
Ki67<15% & TiLs >50%
m 80% Ki67<15% & TILS <50%
0O s0% ¥
|
20% - i Ki67>15% & TILS <50%
i 0,
1 A41.3% at Sy
1
0% | N N I B I RN S S RN R T —
0 12 24 36 48 60 72 84 96 108 120 132 144 156
59 56 52 50 45 37 26 20 19 14 12 11 3 1
226 197 168 145 129 103 73 54 49 37 20 21 10 5
7 46 39 3 28 20 15 13 7 5 5 5 5 4
Holtschmidt J, et al. SABCS 2025; RF2-01.

v
O

Events/n  SyOS HR (95% C1)
Ki67<15% & TILs >50%  ©/59 92.1% (84.9-99.9)  Reference
KI67<15% & TILS <50%  62/227 75.0% (69.3-812)  3.12 (1.35-7.21) p=0.008
4.77 (2.09-10.91) p=0.0002
Ki67>15% & TILS <50%  40/77 48.0% (37.461.7)  7.57 (3.19-17.94) p<0.0001

100%
Ki67<15% & TILs >50%
e < >
80% -
WTILSdD%
80%
i
40%
Ki67>15% & TILS <50%
20% - -
| AA4.1% at Sy
0% T T T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 132 144 156
59 59 57 53 47 40 30 25 21 18 16 15 6 3
227 210 183 157 137 112 83 65 57 44 35 24 11 8
T 5T 43 M 3 23 17 5 WM 7 6 8 5 4
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Escalation Beyond ‘RCB’ Alone: TiLs + Basal/Non-Basal

EA1131: platinum vs capecitabine for TNBC with residual disease (JCO 2021, PMID 34092112)

T Log rank test p value = 0.0045

2 =
&
= *
3
o
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=
S o
= P
= « |
a2 e £ = |
2 . =
S = 8 a4
[Z B 5 =
s 3 ? =
= | Low TiLs and basal s <7
Low TiLs and non-basal o
24 High TiLs and basal =
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= Otrer
= | b=t
=
T T T T T T T T T =
0 6 12 i ) 0 % @ '] =1 . . . . ' 1 i ’
Months Since Randomizaticn 0 J 2 1% A % * 2 %
Number at risk Months Since Randomization
Low Tlls and basal 244 168 1 ] 83 ¥ % 8 2 Number at risk
Low TiLs and nonbasal 75 61 47 R 2 14 8 6 0 Low TiLs and basal sublype 244 18 m 8 83 37 * 8 2
HighTils andbasal 20 13 n ) 6 3 2 0 0 Oher 98 7 59 4 28 18 10 8 0
HighTiLs and nonbasdl 3 3 1 1 1 1 0 0 0

Badve SS, et al. SABCS 2025; RF3-06.

Patients with residual tumors that were basal subtypes + low TILs have the worst iDFS compared to the other subgroups

- Reinforces biologic heterogeneity in TNBC
- Residual disease is not one entity: immune context and subtype biology should shape escalation strategies
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Novel Regimens

* RF5-02 (Mayer): TBCRC 056: neoadjuvant niraparib + dostarlimab in gBRCA/gPALB2 TNBC cohorts
*  PD7-07 (McArthur): Peri-operative ipilimumab/nivolumab + cryoablation (HR-/HER2- resectable): 3-yr EFS
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PARPi + anti-PD1 for gBRCA/gPALB2 TNBC

* Preclinical data support synergy between PARPi and immunotherapy

* PARPIi - intratumoral activation of cGAS/STING pathway - CD8+ T cell
recruitment - sensitizing gBRCAmut cancers to immunotherapy

TBCRC-056 Study Design

Arm A: TNBC
gBRCA1/2, gPALB2 mut Niraparib 200mg QD + dostarlimab 500mg x 18 weeks
HER2- Assess
Stage I-llI response
T>/=1.0cm Arm A: TNBC

Niraparib x 3 wks = niraparib + dostarlimab x 15 weeks

Primary Objectives: pCR and change in stromal TILs from baseline to cycle 2

Mayer EL, et al. SABCS 2025; RF5-02.
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TBCRC-056 TNBC Cohort Result

Response at Surgery

RCB Response
00"

e T
PCR/RCB-0 23 50.0 (90% CI 37.1 — 62.9) N=27 N=18
ArmA 11/22 50.0 751
Arm B 12/24 50.0
RCB-| 4 8.7 § o
RCB-II 5 10.9 &
RCB-III 2 4.3
Unable to calculate 1 2.2 = g 40.0%
Additional NAT 1 23.9
Total 46 100.0 9

RCB-0/I RCB-IIIIl or Additional NAT
pCR rates the same in BRCA1 vs BRCA2

N=45, excluding case with RCB unable to calculate

- Small study but an important de-escalation signal in germline carriers
- needs validation and long-term outcomes

Mayer EL, et al. SABCS 2025; RF5-02.
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ICI + cryoablation for TNBC residual disease

TNBC (ER/PR <10%)
Post taxane-based Cryo and
NAC Tl
Residual breast |Pl/ nyo COIE 3yr
lesion 2 1em 1-5 days biopsy 7-
Surgical resection prior to 10 days E;S
planned 2 f/u
ECOG 0-1 cryo prior to
Adequate organ surgery
function
Characteristic, n(%) N=15 -
Xl At a median follow-up of 49.5 months (data cutoff: June 1, 2025),
T s the 3-year EFS was 66.7% (95% Cl, 45.7 to 95.4)
1.00
<65 yr—no. (%) 10(66.7) L -
Race/Ethnicity — no. (%)
White/non-Hispanic 10(66.7) g 4 +
£ sy ———
White/Hispanic 2(13.3) (% KEYNOTE 522 NAC-alone (historical): 3 yr-EFS
Black or African American 1(6.7) § 050
Asian 2(13.3) £
>
Residual Tumor Size, median (range) —cm 3(1.1-7.5) Wo.2s
Neoadjuvant Chemotherapy
Taxane + Anthracycline 4(26.7) 0.00
Taxane + Platinum 10 (66.7) 0 12 - 2‘: the) 36 48
ime (months
Taxane-only 1(6.7)

This presentation is the intellectual property of Heather McArthur, MD, PhD. Contact heather.mcarthur@utsouthwestern.edu for permission to reprint and/or distribute.

McArthur HL, et al. SABCS 2025; PD7-07.
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Survivorship: Does Pembrolizumab Affect Ovarian Function

1000

- AMH % Biochemical premenopausal status
NeoSTOP® (N=100) NeoPACT? (N=115) o T Pre-surgery By 24 months
NCT02413320 NCT03639948 5
Carboplatin+paclitaxel>AC| | Carboplatin+docetaxel <5y menopause-| AMH AMH
or Carboplatin+docetaxel +pembrolizumab . .
(NACT) (NACT+P) B e e IO E2 posez g S&zO%I‘"“‘“’ E2
Premenopausal E2 7
<50 years of age FSH p=1.000 FSH
N=40 | [Pre-& post-| | N=52 g 1o LH LH
I t:;?;’:ieegt postmenopausal 100% 50% 0% 50% 100%
available : : k y
FSH 1000+
100 0479 p=0389  peg 301
postmenopausiaol_”,v,.,‘.v P 100%
N=75 patients <50 years of age and self-reported 1 a0
premenopausal with available pre-treatment and at 01 ;
least one serial post-treatment serum samples were o — — ¥ |
included in this analysis LH bl b0t oy P00t ] T-g=3 g 50%
postinenopatdil [+ bk >
1 p=0.409 ¥
N« 0% =
. i T AMH
~ ol o ~ o o a3 Gl o
« « »,»‘e ,pw'@ e@ﬁe@”&@w& e*"'\.r«*"»;“& € oayey
= . ¥ W<35y 35-44y 245y

Error bars represent 95% binomial confidence intervals

B NACT m NACT+P

This presentation is the intellectual property of the author/presenter. Contact

- Pembrolizumab did not appear to worsen AMH recovery beyond chemotherapy in NeoSTOP vs NeoPACT

Sharma P, et al. SABCS 2025; PD7-11.
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Take-Home Points

1. Carboplatin meaningfully increases pCR and is associated with
improved EFS in pooled RCT data.

2. ctDNA MRD after NAT/surgery is a ‘high-precision’ risk tool: rare
positivity, but extremely high relapse risk.

3. On-treatment dynamics (ctDNA clearance, immune context) can
segment patients for escalation vs de-escalation trials.

4. Next wave: biologic tailoring (TNBC subtypes, TIL/Ki67, MRD) +
chemo-sparing regimens for defined genotypes.
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