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Eligibility

* Newly diagnosed TNBC
(central confirmation)

« T1c N+ or T22 NO-2

« PD-L1+ or PD-L1-

Stratification
e T1/T2Vvs T3/T4
e NO vs N+

« Carboplatin Q1W
vs Q3W

KEYNOTE-522

N=1,174

Neoadjuvant chemo

+ pembrolizumab

Neoadjuvant chemo
+ placebo

Surgery

Adjuvant

pembrolizumab
9 cycles

Adjuvant placebo
9 cycles

Within 3-6 weeks

Study Treatment

Carbo QlW or Q3W AC AC|AC| AC
or Jor| or| or
HHHHHHHHHEHH ec | ec|ec| ec

Q1w

Primary endpoints

« pCRrate
(ypTO/Tis ypNO)

« EFS
Secondary endpoints

« Alternative pCR rate

(ypTO ypNO)
« pCRratein PD-L1+

« EFSin PD-L1+
« OS

Paclitaxel 80 mg/m? IV weekly

Carboplatin weekly (AUC 1.5) or Q3W (AUC5)
Doxorubicin 60 mg/m? IV Q3W

(Epirubicin 90 mg/m?2 IV Q3W)
Cyclophosphamide 600 mg/m? IV Q3W

Pembrolizumab 200 mg IV Q3W

Schmid P et al. NEJM 20109.
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NEJM 2019.



EFS at IA4 and |A6

San Antonio Breast Cancer Symposium®, December 5-9, 2023

a
IA4 Events
Pembro + Chemo/Pembro 15.7%
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San Antonio Breast Cancer Symposium®, December 5-9, 2023

EFS at IA4 and |A6
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Schmid et al. NEJM 2024



Key Secondary Endpoint: Overall Survival
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EFS by pCR, %

EFS by pCR
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https://www.annalsofoncology.org/article/S0923-7534(21)02063-9/fulltext

EFS by pCR (ypTO/Tis ypNO)
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EFS by pCR (ypTO/Tis ypNO)
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>1/3 of K522 treated RD patients

experience an event within 5y

Schmid et al. ESMO 2023; Schmid et al. NEJM 2024




Overall Survival by Pathologic Complete Response (yp TO/Tis ypNO)
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Studies for patients with RD

\4(2 Pembrolizumab x 27 weeks

A |




A Randomized, Open-label, Phase 3 Study of Adjuvant ( ascent-05
Sacituzumab Govitecan + Pembrolizumab Versus Treatment of
Physician's Choice in Patients With TNBC Who Have Residual Disease
After Neoadjuvant Therapy and Surgery (ASCENT-05 / OptimICE-RD)

Study Designm Trial registration number: NCT05633654

Sacituzumab Govitecan + Pembrolizumab
Residual invasive TNBC in X 8 cycles
breast or positive node(s) SG: 10 mg/kg IV on d 1 and 8 of 21-d cycles
after neoadjuvant therapy Pembro: 200 mg IV ond 1 of 21-d cycles
and surgery

Primary

* IDFS
Secondary
*0S

Long-
term

follow
up

History of cT1, cN1-2 or cT2-4,

cNO-2 disease 1:1
Received at least 6 cycles of randomization
neoadjuvant anthracycline- Pembro: 200 mg IV on d 1 of 21-d cycles

and/or taxane-based or

chemotherapy with or without Pembro + capei_cita_bine: pembro 200 mg IV on

an anti—PD—(L)1 agent d1 plUS CapeCItablne 1000 mg/m2 PO BID on

TNBC diagnosis: ER and PR d 1-14 of 21-d cycles

<10%, HER2-negative per

ASCO/CAP Stratification Factors:

Known gBRCA mutants * Prior anti-PD-(L)1 therapy (yes vs no)

excluded * Prior anthracycline-based therapy (yes vs no)

+ Pathologic nodal status at the time of surgery (ypNO vs ypN+)
* Geographic region (US vs East Asia vs RoW)

*dDFS
« Safety
* QoL

Treatment of Physician's Choice x 8 cycles

Exploratory
Biomarkers

Pl: Sara Tolaney



Proprietary

Study Diagram

. TroFuse

ONCOLOGY CLINICAL TRIALS

A Phase 3, Randomized, Open-label, Study to Compare the Efficacy and Safety of Adjuvant MK-2870 in Combination with Pembrolizumab (MK-3475) Versus
Treatment of Physician’s Choice in Participants With Triple Negative Breast Cancer (TNBC) Who Received Neoadjuvant Therapy and Did Not Achieve a Pathological

Complete Response (pCR) At Surgery

* Centrally confirmed TNBC (ER<1%, PR<1%, \
HER2-)

* Non-pCR after at least 5 cycles of
pembrolizumab and chemotherapy, including
1 cycle of anthracycline-based neoadjuvant
therapy

* Randomization within 12 weeks of definitive

surgery
* Adjuvant RT if indicated, completed before

randomization
) 4

a. [Tumor < 1 cm (ypT1mi - T1b), ypNO] (capped at ~15%)

b. [Tumor 2 1 cm (ypT1c+), ypNO] or [No tumor or tumor < 1 cm (ypTO - T1b), ypN1]

vs

¢. [Tumor 21 cm (ypTic+), ypN1] or [No tumor or any tumor size (ypT0+), ypN2+]

~ 2. TROP2 expression per IHC (low vs medium vs high).

3. Intention to use capecitabine (yes [capped at ~60%] vs no)

RANDOMIZATION 1:1

Pembrolizumab 400 mg q6éw x 5 doses
+

sac-TMT 4 mg/kg q2w x 12 doses

Treatment of Physician’s Choice (TPC)

Pembrolizumab 400 mg q6w x 5 doses

or
Pembrolizumab 400 mg qéw x 5 doses and
capecitabine 1000 mg/m2 to 1250 mg/m2 BID on Days
1-14 and Days 22-35 every 42 days x 4 (2 weeks on, 1
week off)

Pl: Heather McArthur
NCT06393374



|
TROPION-Breast03 0
Study of Dato-DXd With or Without Durvalumab Versus ICT Without Pathological CR Following
Neoadjuvant Therapy':2

A Phase 3, Open-Label, Randomized Study of Dato-DXd With or Without Durvalumab Versus ICT in Patients With Stage |-l
TNBC Who Have Residual Invasive Disease in the Breast and/or Axillary Lymph Nodes at Surgical Resection Following
Neoadjuvant Systemic Therapy

Study Design

Patients with Stage I-1ll TNBC without pathological CR Dato-DXd 6 mg/kg IV Q3W x 8 cycles Primary Endpoint
(N=1075) + Dato-DXd + durvalumab vs ICT:
Durvalumab 1120 mg IV Q3W x 9 cycles IDFS

+ Histologically confirmed invasive TNBC (ER <1%, PR <1%,
HERZ2 negative)3,4,a

+ Completed at least 6 cycles of neoadjuvant therapy containing an
anthracycline and/or a taxane with or without carboplatin, with or

Secondary Endpoints
Dato-DXd + durvalumab vs ICT:

S

without pembrolizumab ) 'g 8 Dato-DXd DDFS, OS
« Residual invasive disease after neoadjuvant therapy Sa Smgisgly tioiy seieices Dato-DXd vs ICT: iDFS, DDFS,
* No evidence of locoregional or distant relapse s 05
« Radiotherapyb delivered before the start of study treatment b gazo'giglf E?:évaDlll:j)?Sab Vs
gl S Qe Ll Investigator’s Choice of Therapy¢ P;(g; v :mmu7no il
L Ecbim e (capecitabine, pembrolizumab, or —— 7 9 Y.
* Adequate bone marrow reserve and organ function capecitabine + pembrolizumab) y

* No known germline BRCA1 or BRCA2 mutation

Stratification Factors2:
Prior neoadjuvant pembrolizumab (yes vs no); cap no at 40%

Residual disease (<1 cm vs 21 cm)d; cap <1 cm at 20%

Locations: North America, South America, Asia, Europe
ClinicalTrials.gov Identifier: NCT05629585 Prior neoadjuvant platinum CT (yes vs no)

Pl: Aditya Bardia



More Questions than Answers



If ADCs are more effective in the NEOADJUVANT setting will the post K522 question be relevant?

TBO4 Study Design: Ph3 Dato-DXd + Durva in Neoadjuvant/Adjuvant TNBC

Key Eligibility Criteria

« Histologically confirmed Stage Il or llI
unilateral or bilateral primary invasive
breast cancer.

« TNBC (ER and PR < 1%) or hormone
receptor-low breast cancer (ER and/or PR
1% to < 10%, neither hormone receptor
may be = 10%), and HER2-negative.

* No evidence of distant disease.

 No prior surgery, radiation, or systemic
anticancer therapy.

« ECOGPSO0orl.

» Adeguate hematologic and organ function.

1:1

Experimental Arm

Dato-DXd + durvalumab
Q3W x 8 (24 weeks)

Control Arm

Pembrolizumab +
carboplatin + paclitaxel
Q3W x 4 (12 weeks)
——)
Pembrolizumab +
doxorubicin or epirubicin
+ cyclophosphamide
Q3W x 4 (12 weeks)

Stratification factors:
» Lymph node status (positive versus negative)

* Tumour stage (cT1 to cT2 versus cT3to cT4

may be = 10%])

versus Rest of World).

« Hormone receptor status (hormone receptor-negative
[ER and PR < 1%] versus hormone receptor-low (ER
and/or PR 1% to < 10%, neither hormone receptor

» Geographic region (US/Canada/Europe/Australia

ﬁ-
TROP

-Breast04

Durvalumab
X 9 cycles
+/- chembotherapy
a, b, C

Dual primary

endpoints:
pCR and EFS

Secondary

Pembrolizumab
x 9 cycles
+/- chemotherapy

a, c,d

endpoints:
OS, DDFS, safety

and tolerability,
PROs, PK,
Immunogenicity

Exploratory
endpoints include

but are not limited
to:
TROP2, PD-L1

a. Endocrine therapy is permitted for participants with hormone receptor-low tumours. No adjuvant CDK4/6 inhibitor

(eg, abemaciclib, ribociclib).

b. Adjuvant chemotherapy may be given in combination with durvalumab for participants with residual disease.
Chemotherapy options at discretion of investigator, either: doxorubicin/epirubicin + cyclophosphamide, followed by paclitaxel
+ carboplatin; doxorubicin/epirubicin + cyclophosphamide followed by paclitaxel; carboplatin + paclitaxel; capecitabine.

c. Olaparib may be administered to participants who are gBRCA-positive with residual disease.

d. Adjuvant capecitabine may be given in combination with pembrolizumab for participants with residual disease, at the

discretion of investigator.

Pl: Heather McArthur
NCT06112379




Invasive Disease-Free Survival Rate (%)

Is the benefit of 10 conferred with neoadjuvant administration?

GeparNuevo

Keynote-522

Mdn 39.1mo

84.5%

76.8%

Mdn 43.7mo 100
100% 4
3yr 85.6% 90—
0 -
90% —
80% ¢
70—
70% 4
3yr 77.2% 60—
60% -
50—
50% ¢
400/0" u 40—
30% - + Censored 30—
*| Placebo 22/86 events
20%4 Durvalumab 12/88 events 20—
10% Stratified Logrank p=0.0356 10
* | Stratified HR* Durvalumab to Placebo = 0.48 (95%Cl 0.24, 0.97), p=0.0398
0% T T T T 1 0 e
0 12 24 36 48 60 0 3 6 9

Time (months)

T 1T T 1T T T T T T T T T"1
12 15 18 21 24 27 30 33 36 39 42 45 48 51

Months

Loibl et al. ASCO 2021; Schmid ett al ESMO 2021.
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ALEXANDRA/IMpassion030:
IDFS IA and Final Analysis

Primary Efficacy Endpoint (ITT population)

Atezo + chemo Chemo alone

N =1101 N = 1098
iDFS events, n (%) 127 (11.5) 112 (10.2)
iDFS HR 1.12b (0.87, 1.45)
p=0.37
Median follow-up 25
months (ITT)

o

Invasive Disease-Free Survival

03 6 9 121 51 8212427303336394245485154
Duration of Survival (months)

Patients remaining at risk
Chemo alone 1098 1022 970 923 864 812 731 663 565 471 372 289 204 109 74 17 5 1 0

Atezo+chemo 1101 1042 995 932 869 820 735 648 564 481 391 294 202 120 66 22 5 2 0

iDFS: defined as the interval from randomization until date of first occurrence of an iDFS event
a|A results previously presented at SABACs 2023 (database of 17 Feb 2023, not cleaned)

bStratified by PD-

L1 status, Surgery, and Axillary Nodal Status

©

>

= 907

7]

@ 807

Llh. 70_ Atezo + chemo Chemo alone

4 60 N =1101 N = 1098

& 507 iDFS events, n (%) 141 (12.8) 125 (11.4)

Q 407 DFSHR(95% Cl) 1.11(0.87,1.42)

a 307 p=0.38

@ 207 Median follow-up 32

@ 18_ months (ITT)

> I I I I I I 1
£ 036 9 121 51 82124273033363942454851545760

Duration of Survival (months)

Patients remaining at risk
Chemo alone 1098 1041 1009 974 926 885 856 798 699 640 551 460 359 281 217 144 80 33 6 2 0

Atezo + chemo 1101 1053 1027 983 935 892 847 775 691 634 553 467 371 285 214 155 85 39 10 5 0

McArthur et al. EBCC 2024
lgnatiadis et al. JAMA 2025



SWOG 1418/NRG BRO006

TNBC with >1 cm residual / Pembrolizumab 200 mg IV q 3 weeks x 1y
invasive breast cancer or any +

LN after neoadjuvant 1:1
chemotherapy ~— Observation
N=1000
* Hypothesis:
— Pembrolizumab reduces IDFS by 33% c/w observation
* Registration: alone
— Central PD-L1 testing . Primary Endpoint:
— Invasive DFS in PD-L1-positive and overall cohort
 Stratification: « Secondary Endpoints:
— Nodal stage ypNo vs ypN+ — Toxicity
— Residual tumor 22 vs < 2cm - 0OS
— PD-L1 pos vs neg - DRFS
—  Prior adjuvant chemo yes vs no — QOL (PROMIS, PRO-CTCAE forms, inflammatory
markers)
— Tissue banking

Activated in 2016 and closed in 2021 _ .
Pl Lajos Pusztai

NCT02954874



https://clinicaltrials.gov/ct2/show/NCT02954874

Will we ever de-escalate 10 In RD?
OptimelCE-PCR study

e \@ Pembrolizumab x 27 weeks
. ~ [ }

N = 1956 (56month accrual estimated)

Stratification Factors:

* Baseline nodal status

* Receipt of anthracycline chemotherapy: yes vs no
12Endpoints: RFS and QOL at 27weeks e




How will we reconcile RD study data with ongoing phase () saarono

_ BREAST CANCER
3 studies? (2 SYMPOSIUM

Ongoing Phase 3 Trials of ADCs Ll
1L cytotoxic, pre-ChT

DESTINY-Breast11 DESTINY-Breast05 DESTINY-Breast09
T-DXd vs T-DXd/THP vs AC-THP T-DXd vs T-DM1 T-DXd +/- pertuzumab vs THP

TROPION-Breast04 SURVIVE-HERoes TROPION-Breast02
Dato-DXd/Durva vs KN522 regimen T-DXd vs TPC Dato-DXd vs. TPC
TROPION-Breast03 TROPION-Breast05
Dato-DXd +-/ Durva vs. TPC Dato-DXd/Durva vs. chemo/pembro

i ASCENT-05/0OptimICE-RD ASCENT-03
In the probable fUture’ we wil SG/pembro vs pembro +/- cape SGvs. TPC

likely have more Topol ADCs
approved in earlier indications NCT06393374 ASCENT-04

Sac-TMT/ pembro vs TPC SG/pembro vs. TPC/pembro

(curative setting, 1L setting)

SASCIA ASCENT-07
SGvs TPC SGvs. TPC
HER2+

DYNASTY-Breast02

TNBC [:Topol ADC DB-1303 vs. TPC

HR+/HER2- TroFuse-010
Sac-TMT £ pembro vs.TPC
Tarantino SABCS 2024




Are ongoing sequencing studies going to be enough to (

Inform the post-progression space?

SAN ANTONIO
BREAST CANCER

(2 SYMPOSIUM®

(" Quitan  AACR

Mays Cancer Center

The TRADE-DXd phase 2 trial is ongoing to evaluate the activity of T-DXd after
Dato-DXd or viceversa among patients with HER2-negative MBC

Eligibility:

* Confirmed unresectable locally
advanced or metastatic disease

* History of HER2-low breast
cancer (any prior primary or
metastatic tumor) defined as
IHC 1+ or 2+/ISH non-amplified

*  Most recent pathology: HER2
IHC O or HER2-low

* Measurable disease

* No prior topo-l inhibitor-based
therapy

Allocation 1:1 to T-DXd
or Dato-DXd as ADC,

PI: A.C. Garrido-Castro

T-DXd

0-1 prior lines

Dato-DXd

0-1 prior lines

ADC,

HR+ (Arm A)

HR- (Arm B)

HR+ (Arm C)

HR- (Arm D)

|

L
T

Baseline
Pre-ADC,
Biopsy

Post-C2
On-ADC,
Biopsy

* Tumor assessments + Blood collection g9w

—i% to ADC, at

Crossover

progression

Crossover
to ADG; at
progression

T

Dato-DXd

1-2 prior lines

T-DXd

1-2 prior lines

Baseline
Pre-ADC,
Biopsy

Primary endpoint (ADC,, ADGC,): ORR
Secondary endpoints: PFS, OS, CBR, TTOR, DOR

ADC,

HR+ (Arm E)

HR- (Arm F

HR+ (Arm G)

HR- (Arm H)

)

Treat until
progression or
unacceptable

toxicity

Treat until
progression or
unacceptable

toxicity

—e>
—e>

|

Optional
Post-ADC,
Biopsy

*Patients who received T-DXd/Dato-DXd as ADC, off-study allowed to enroll on ADC, cohorts.



Other strategies we should be concurrently exploring?

Immune Therapy with RT in mTNBC
Baseline PET MIP

S

W o
X

&/

McArthur et al, ASCO 2018;
Ho et al, Cancer 2019



Immune Therapy with RT in mTNBC

Baseline PET MIP 19 Wk PET MIP
. w
B. " /
., ! ¥ ]
- -

McArthur et al, ASCO 2018;
Ho et al, Cancer 2019



The PEARL trial: Pre-operative pembrolizumab
with radiation therapy in early stage TNBC!

Consent W1 W2 W3 w4 W5 W6 w7
< i'l : | ! i l 2 >

Intervention:
Pembrolizumab ‘ .
Radiotherapy -
SOC Treatment ‘
Research Blood ‘ . ‘
Research Biopsy ‘ ‘ ‘

50 patients enrolled between 12/2017 to 04/2021

28/50 (56%) achieved a pCR

37/50 (74%) achieved RCBO or 1

13/17 (76%) LN+ became ypNO

The P-RAD Study is exploring the optimal dose of curative intent RT with 10

Ho et al. J Clin Oncol 2024; McArthur et al. SABCS 2021



Day -28 Day 0 Day 1 Day 11-60

| | | | -

| | | |
Cryoablate or

1x10° TRAMP C2 Left Flank : 0.2x10° TRAMP C2 Right Measure Tumor
Surgically Remove 1st i
Flank Growth of 2nd Right
Tumor
g ” Flank Tumor
C57BL/6 Mouse Anti-CTLA-4
175° ¢ Day1,4,7,10

1-2 min.

Waitz et al, Cancer Res 72:430-439; 2012



Immune stimulation with tumor freezing
protects from tumor re-challenge

Tumor Free Survival -e- No Treatment

=~ Anti-CTLA-4 Only

100 -+ Cryo+lgG
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3 sequential groups of 6 patients

The timing of all study interventions was defined by the

pre-determined, standard-of-care, non-study surgery date

Group A | Then
Cryo alone

Group B
Ipi alone

Then

Group C
Cryo & Ipi

111*112111111;1/111{1;11) Cryoablation
(Groups B&(C) (Groups AXC) (All Groups)
Enrolled
patient Day (-8) to (-15) Day (-7) to (-10) Day o

MRI guided Biopsy
(All Groups — Pre Cryo
for Groups A&C)

McArthur et al, CCR 2016



Cryoablation (tumor freezing)

McArthur et al, CCR 2016



Cryoablation (tumor freezing)
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Cryoablation (tumor freezing)
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Next steps

Reported 66month follow-up data with NO
RECURRENCES!!-3

Pilot study of peri-op ipi, nivo + cryo?

Phase 2 study of peri-op 10 in women with
residual TNBC after chemo (NCT03546686)

IMcArthur et al. CCR 2016
’Page et al. CIR 2016
2Comen et al. iScience 2023



UTSW Breast Cancer Program: Focus on the Tumor Immune Microenvironment
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Multi-site phase 1 with dose expansion pilot IIT of CD40 agonism (CDX-1140)
+ FIt3 ligand (CDX-301) + anthracycline (Doxil) chemotherapy.

Endpoints:
_ i . . Primary
Cycle 2 Until Progression or Significant Toxicity Safety and tolerability; determination of RP2D
Secondary:
I Doxil IV 40 mg/m? D1 ===+ g * Immune response with triplet combination
* Immune response with immunotherapy onl
CYCI.E 1 CDX-301 Stop after 2 Cycles |JENETEEEEEE (8 P . . . PY. y
(Lead-in for 00000 e N Total Including * Immune response with triplet combination
Correlates) 75 pg/kg SQ D8-12 Lead-in Cycle* compared to immunotherapy or chemo
* PFS, ORR, DOR, CBR
=118 1. S MEFIKEF  cccccnsssnnman ik
n=45 (6 sites) I CDX-1140 1.5 mg/ke g Exploratory:
D15 » Association between baseline, on-treatment,
. or A in immune environment and response
* Mechanisms of resistance
l . , Optional fresh biopsy anl * Ain outcomes by cycle 1 treatment
Fresh biopsy Fresh biopsy rogression i
Prog * Overall survival

s o oy
ool R0 XD
(®4 | o | (08

*This will stop after cycle 2 for Cohort A and B, after cycle 3 for Cohort C.
**Move CDX-1140 to day 8 after CDX-301 stopped. Courtesy of Dr. Sangeetha Reddy



Laboratory to Clinic to Laboratory
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A novel platform to discover new
Immune strategies




Clinical challenges and opportunities

Is SOC adjuvant pembro effective/needed?
No trials dedicated to POD after K522

If ADC’s are effective in the curative intent adjuvant setting, will 1
prevail?

Many 1L trials allow prior pembro but have to be >6mos from
exposure (ie. ASCENT 03/04/TB02, etc.)

Relevance of IO after 10?
Relevance of ADC after ADC?

Novel approaches: Application of local strategies? Combinations
with drugs that target other elements of the TME?

Bench to bedside to bench learning
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