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) Breast Cancer Brain Metastases: Challenges Faced

e Devastating, feared and increasingly common
consequence of breast cancer

* Incidence 30% HER2+%, 50% triple negative?
advanced breast cancer

* Blood brain barrier, efflux pumps in brain =
endothelium limit exposure to cytotoxics o °“°°. &
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* Clinical trials frequently excluded patients % ;C%

with CNS disease
* Few previous trials specifically targeting patients - barrjjs) = %?mg..a%
with brain metastases S i Gl Kiiin 7559 oo st e

T Bendell et al. Cancer 2003, 2Lin et al. Cancer 2008



Il NceN: Systemic Therapy Options expanded in 2025 - 2026
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BRAIN METASTASES®: SYSTEMIC THERAPY®

= Tumor Agnostic?
¢ NTRK gene fusion tumors
2 Preferred
— Larotrectinib!
— Entrectinib?
— Repotrectinib?
9 Other Recommended
— Temozolomide 528 Schedule
¢ MSI-H/AMMR or TMB-H (210 mut/Mb) tumors for
isolated brain metastases
2 Preferred
— Pembrolizumab {category 2B)°*3

= Melanoma®
r BRAF VG00E positive
& Preferred
— Dabrafenib28-3Ytrametinib®1
— Vemurafenib3:*3/cobimetinib®
(category 2B)
¥ BRAF non-specific
& Preferred
— Ipilimumab + nivoluma
¢ Other Recommended
— Ipilimumab3’

ph.34-36

reast cancer
v HER2 positive
o Preferred
— Tucatinib + trastuzumab + capecitabine
[categurar 1) if previously treated with 21
regimen
— Fam-trastuzumab deruxtecan-nxki if previously
treated with 21 regimen’-3
9 Other Recommended
— Ado-trastuzumab emtansme (T-DM1)?
— Neratinib and T-DM110
- Capecitabine + lapatinib11.12
- Capecitabine + neratinib'®14
— Pertuzumab and high-dose trastuzumab® 15
— Paclitaxel + neratinib {category 2B)15
b non-specific
2 Other Recommended
- Capecitabine17-21
- Cisplatin (category 2B)2223
- Etoposide (category 2B)22:22
- Cisplatin + etoposide [category 2B)2%:24
— High-dose methotrexate {category 2B)+25
» HERZ low
2 Useful in Certain Circumstances

— Fam-trasturumab deruxtecan-nxki (may also be
used in patients with breast cancer that is HER2

immunohistochemistry [IHC 1+ or 2+/in situ
hybridization [ISH] negative)2®

— Nivolumabh.35
- Pembrolizumab®38

* Non-Small Cell Lung Cancer {NSCLC}"
» KRAS G12C mutation
o Adagrasib33:40
& Sotorasib (category 2B)4142
¥ EGFR-sensitizing mutation positive
& Preferred
— Osimertinip*3-4€
— Amivantamab-vmjw + lazertinib
{for exon 19 deletion or L858R)*7
— Amivantamab-vmjw + carboplatin +

Hote: All recommendations are category 28 unless otherwise indicated.

pemetrexed
(for exon 19 deletion or L858R)*
o Other Recommended
— Osimertinib plus platinum-pemetrexed
{cisplatin or carbo £Iatm} [category 1)**
— Pulsatile erlotinib
— Afatinib (category 2B)%3
— Gefitinib {category 2B)%45%
¥ MET exon 14 mutated
o Other Recommended
— Capmatinib®®
— Tepotinib57.52

¥ RET fusion positive
¢ Selpercatinib5?
¥ ALK rearrangement positive
& Preferred
— Brigatinib %
— Lorlatinib82
— Alectinib®3-84
— Ceritinib®5
r ALK rearrangement positive or
ROS1 positive
4+ Crizotinib (category 2B)5&
¥ ROS1 positive
& Repotrectinib®
¥ PD-L1 positive
& Other Recommended
— Pembrolizumab®2%8 {tumor
proportion score [TPS] 21%)
— Nivolumabh-52-T1 [TPS >1%)
« Small Cell Lung Cancer?
¢ Tarlatamab-dlle™2
& Topotecan (category 2B)
* Lymphomad
& High-dose methotrexate”>
¢ BTK inhibitor {eg, ibrutinib)™

* Renal Cell Carcinoma®
» Cabozantinib®®
» Belzutifan (category 2B)78 (for VHL-
associated renal cell carcinoma
[RCC])

Continued

Strategies available:

HER2 TKIs:
Tucatinib
Neratinib

Pyrotinib (non-US)

Her2 targeting ADC’s:
Trastuzumab Deruxtecan
TDM1

MoAb:
High-dose trastuzumab/
pertuzumab



Presenter Notes
Presentation Notes
Point out Her2 non-specific and Her2 low categories…..


I|||| Management of systemic therapy at first intracranial progression with

stable extracranial disease

"J Check for updates

- Management of Advanced Human

Maren Ramakrishna, MD, PhD®; Carey K. Anders, MD?; Mancy U. Lin, MD?; Aki Morikawa, MD, PhD*; Sarah Temin, MSPHS;

"3 Sarat Chandarlapaty, MD, PhD*; Jennie R. Crews, MD"; Nancy E. Davidson, MD®; Maria Alice B. Franzod, MD®; Jeffrey J. Kirshner, MD*%;
= lan E. Krop, MD, PhD?; Debra A. Patt, MD, MPH, MBA'Y; Jane Perlmutter, PhD'; and Sharon H. Giordano, MD, MPH™

o

e [or patients whose systemic disease is not progressive at the time of brain metastasis diagnosis, systemic therapy should
not be switched from their current HERZ-targeted therapy regimen.

e For patients whose systemic disease is progressive at the time of brain metastasis diagnosis, clinicians should offer
HERZ-targeted therapy according to the algorithms for treatment of HERZ-positive metastatic breast cancer.




' HER2CIimb Study Schema

Background

» Up to half of patients with HER2+ metastatic breast cancer may develop brain metastases and
effective and tolerable treatment options are needed.'™

» Tucatinib is an oral TKI, recently approved by the FDA, that is highly selective for the kinase domain
of HER2 with minimal inhibition of EGFR.>®

HER2CLIMB Randomized, Double-blind, Pivotal Trial

Tucatinib 4+  Trastuzumab + Capecitabine

Key Eligibility Criteria | smmall e ot mooen iy
* HER2+ metastatic breast cancer P —
* Prior treatment with trastuzumab, @
pertuzumab, and T-DM1
ETUE perimrees s T © Placebo +  Trastuzumab + Capecitabine

: 2
« Brain MRI at baseline 6 mg/kg Q3W, loading 1000 mg/m? PO

dose 8 mg/kg C1D1 BID Days 1-14

*Stratification factors: presence of brain metastases (yves/no),
ECOG status (0 or 1), and region {US or Canada or rest of world)

21-day cycle

https://clinicaltrials.gov/ct2/show/NCT02614794

1. Bendell JC, et al. Cancer 2003;97:2972-7. 3. Leyland-Jones B. J Clin Oncol 2009;27:5278-86. 5. Moulder 5L, et al. Clin Cancer Res 2017;23:3529-36. ] . o
2. Brufsky AM, et al. Clin Cancer Res 2011;17:4834-43. 4. Olson EM, et al. Breast 2013;22:525-31. 6. Pheneger T, et al. Cancer Research 2009;69:1795. TEI: tyrosine kinase inhibitor




Q““Improved OS and TT new brain lesion for patients w/ Tucatinib

Figure 2. Efficacy of Tucatinib Combination Therapy in Patients With Brain Metastases
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Lin N....Anders, CK...et. al. Jama Oncology, December 2022



Secondary Prevention Clinical Trial: BRIDGET

BRIDGET/BRE21-516: Single arm, phase Il, multicenter, clinical trial of tucatinib added to trastuzumab/pertuzumab or T-DM1 in
patients with isolated intracranial progression in HER2+ advanced breast cancer

* Advanced HER2+ BC

* Adjuvant or Metastatic
HP/T-DM1 Tras/pertuz

 Stable extracranial + tucatinib PI: Sarah Sammons, MD
disease Co-PI: Carey K. Anders

« 15t or 2" intracranial T-DM1 + tucatinib Coordinated through HCRN

event

ER+/HER2+ disease allowed, I

endocrine therapy can continue

* If intracranial disease stable with
extracranial progression, continue
tucatinib into next line

N=50

Clinical Trials.gov
NCT05323955

Primary objective: Intracranial PFS (RANO-BM)
Secondary objectives: PFS, 2" intracranial PFS, OS, CBR, PROs, safety, time to next line therapy




Efficacy of Tucatinib/HP maintenance in HER2+ MBC

SAN AN ITUNIU
BREAST CANCER

HER2CLIMB-05 Design (2.;:::25'%;@

o Cie R

HER2CLIMB-05 is a randomized, double-blind, placebo-controlled, international, phase 3 trial (NCT05132582)

Key Eligibility Criteria 1L Maintenance Therapy Endpoints
« Centrally confirmed HER2+ MBC TUC 300 mg PO BID Primary
* No evidence of progression after + HP* :
* Investigator-assessed
—> Once every 21 days T
THP (4 to 8 cycles) i E"T y PFS per RECIST v1.1
* No or asymptomatic BM R Secondary
confirmed by contrast-enhanced 1:1 + OS (key secondary)
MRI at screening PBO PO BID « PFS per BICR
+ HP*
Randomization was stratified by: — Once every 21 days — -+ CNS-PFS
*Diagnosis: de novo or recurrent +ET = Safety
*HR status: positive or negative (n=328)
*Presence or history of BM: yes orno + HRQoL

Study treatment continues until
. unacceptable toxicity, disease progression,
Ham||t0n E et aI- SABCS 2025 consent withdrawal, or study closure. No

crossover from PBO to TUC was allowed.

+ Pharmacokinetics

N = 654 patients randomized, of which n ~ 40 pts (~*12%) in each Arm had a h/o brain metastases



Ul Efficacy of Tucatinib/HP mamtenance in HER2+ MIBC

BREAST CANCER
SYMPOSIUM®

Primary Endpoint: Investigator-Assessed PFS (2&% e

90 - (n = 326) (n=328) . .
- Events 141 191 Overall improvements in PFS
\2 | ==y Median PFS, months (95% Cl)  24.9 (21.3, -) 16.3 (12,6, 18.7) e .
S 204 1 -
2 ;2_ "‘_\___1% HR (95% CI); 2-sided P-value* 0.641 (0.514, 0.799); < 0.0001 Tucatlnlb 24.9 months
2 & - 4 of 8.6 months -- Placebo 16.3 months
g = w‘
T e +—
& ] - — g
£ SO
10- Hamilton E. et al. SABCS 2025.
Median follow-up for PFS of ~23 months
0 T T T T T T T T T T ( SAN ANTONIO
0 3 6 9 12 15 18 21 24 27 3 s %@Enﬁggglﬁmc_m
No. at risk Ti th L] s
TUCarm 326 296 274 236 222 178 uslme (;r;on 56)7 31 10 Secondary End pOInt- CNS-P FS (2 UTHeakh AACR
PBO arm 328 283 249 200 182 142 109 65 46 24 9 frrorpmrpmme i S
Addition of TUC to 1L maintenance therapy extended m . . . . )
in patients with HER2+ MBC, an 8.6-month improvement ¢ ITT population Exploratory analysis: Patients with baseline BM
TUC + HP PBO + HP
NO difference in CNS-PFS in ITT - TG4 - — =
° 90 . 90+ Median, months (95% Cl) 8.5 (4.4, 22.8) 4.3(2.3, 10.6)
. . , > 80+ a; 80 | HR (95% CI) 0.719 (0.406, 1.273)
Improved in CNS PFS for those with BM’s £ 0. 2 50l |
L. E s = +_L A of 4.2 months
-- Tucatinib 8.5 months 2 % g1 3
= 50 = 504 |
; 30+ Events 77 80 3'3 30+
. . . . . Z 20+ Median, months (95% Cl) e i & 207
Consistent with |mprovement In time to < 10- i S 10-
i i i i 0 | T T i T 1 T : L .I : I. T T I 1 0 ] ) I ) I 1 1 1 ) ) ) 1
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TDxd in Her2+ Active Breast Cancer Brain Metastases

DF-BM 1409 ER+ HERZ2-low (IHC 2+, FISH negative)
Control Ds8201a

100 = Control
7 i I . —— DsB201a
T
3 DF-BM1409
£ 5 {HER2++)
§ AT
kd B
" ; i :
e 0 50 100 150
Tme (days)
DF-BM355TDM1-resistant model (HER2 3+) .
[P PR M P Ds8201s{10 mg/'kg)
Control Ds8201a TDM1 _—
0 50 100 150 200 250
wkO Time (days)
sz msf —— Confrol
E ] —— TDM1
wk4 z * = Ds
£ 5o
B wk8 5
Wk12 3: T T T T
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Time (davs)

Additional modeling illustrates efficacy of TDxD in Her2+brain
Metastases murine (PDX) models — both ER+ and ER -

# Dana-Farber

WV Cancer Institute

m Duke Cancer Institute

11 4 -
121 [ ] =
51 4 >
61 n >
181 A -
167 £ >
C 151 [ ] =
Sl »u ¢
%1; y- > Best CNS
-E N ) > response
81 A e H NM
o 11 e gg
I S oo
41 AT e
14 e
91 £ ¢
191 K |
0 5 10 15 20 25

Cycles on treatment

Baseline EC status Baseline BCBM status Data cutoff status

PD A PD —> On study
sSD W SD @ Off study
Untreated -+ Untreated

17 participants with active brain mets (median 14 mos since
radiation therapy): iIORR 73% (11/15 with measureable dz

THE UNIVERSITY OF TEXAS

MDAnderson
aneer Center

Making Cancer History’

Kabraji et al. CCR. 2022.
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Presentation Notes
This body of work illustrates my first knowledge of the activity of TDxD in the CNS. In the height of the COVID pandemic, we starting using TDxD among our patients at Duke with active brain metastases and were seeing amazing responses. I literally texted my friend Nancy Lin on the way out of clinic one evening to see if she was seeing the same, which she was. We then pooled our data, including preclinical data from Jean Zhou at Harvard, and published this case series in CCR illustrating a 73% iORR for TDxD in HEr2+ Brain Mets. 


Kabraiji et al. CCR Retrospective n=15 Stable or Active (Untreated | 73% CNS-PFS @ 12 mos PFS:
2023 evaluable  or Progressive) HER2+ BriM | (0% CR + 73% PR) 74.7%

mPES @ 12 mos: 57.8%
TUXEDO Prospective n=15 Newly diagnosed 73.3% mOS: Not reached
(Bartsch et al. Nat untreated or Progressive (13% CR + 60% PR) mPES: 14 mos
Med 2022 HER2+ Bri
DESTINY-01/02/03 Prospective n=85 Treated/Stable or 70-80% CNS PFS: 12.3 mos (Stable);
(Hurvitz et al. ESMO  (pooled) Untreated/Active HER2+ 18.5 mos [Active)
2023) Brivi
DESTINY-12 Prospective n=263 Stable or Active (Untreated | 71.7% (All)
(Lin N et al. ESMO, or Progressive) HER2+ BrM | (79.2% Stable; 62.3%
2024) Active

%% DESTINY-Breasto1, -02, and -03 Hurvitz et al. ESMO 2023,

Best Percentage Change from Baseline in Sum of Diameters
of Brain Tumors

T-DXd Clinical Performance in HER2+ — ompgarsioe

- : ... S
IORR ~70% across studies — ||||»|||||””“”|“ -
Including CR’s . -

»
]
g
o
5

]
&
i
]
2
14

Pantial Response

Best % Change in Sum of Diameters.
from Baseline

w0

Patients

The shrinkage of BMs in response to T-DXd was more prominent, whereas in the comparator pool, BMs showed

less of a response


Presenter Notes
Presentation Notes
In parallel and to follow, many studies illustrated similar findings including Tuxedo, pooled analysis of DB01/02/03 and DB012. Notably, there were a high proportion of complete intracranial responses. 


]l

DESTINY-Breast09 study design

A randomized, multicenter, open-label,* Phase 3 study (NCT04784715)"2

Trastuzumab Deruxtecan in First LineHer2+ MBC

Endpoints
- - Primary
Patient population Arm blinded until final PFS analysis | * PFS (BICR)
+ 1L HER2+ a/mBC Key secondary
+ DFI >6 mo from last + OS
(neo)adjuvant therapy —>®' T-DXdT + pertuzumab* Secondary
+ One prior line of ET for * PES (INV)
a/mBC permitted + ORR (BICR/INV)
+ Asymptomatic BMs allowed * DOR (BICR/INV)
THP
Taxane$ + trastuzumab¥ + pertuzumabt * PFS2(INV)
. . « Safety and tolerak
Stratification factors

« |If T-DXd was discontinued owing to AEs (except Grade =2 ILD),
switch to trastuzumabl

« Concurrent use of ET (aromatase inhibitor or tamoxifen) was all
with HR+ disease after six cycles of T-DXd or discontinuation of

+ De-novo (~52%) vs recurrent a/mBC
* HR+ (~54%) or HR-
* PIK3CAm detected (~31%) vs not detected

T-DXd plus Pertuzumab may be used in first
line in some patients;

DB11 and DBOS illustrate activity in
neoadjuvant and adjuvant setting
respectively. Impact on later line

treatments?

Tolaney et al. ASCO 2025.
Loibl et al. ESMO 2025

DESTINY-Breast09 interim analysis (DCO February 26, 2025)
PFS by BICR: primary endpoint!

TDXd+P THP
(n=387)

26.9

(n=383)
40.7
(36.5,NC) (21.8, NC)

Median, mo (95% CI)

93.0%
(95% C Hazard ratio (95% CI)  0.56 (0.44, 0.71)
1.0 89.9,952) gg g9, P-value <0.00001
(95% CI 81.9, 89 1)
0.8 - ! T0.1%
' 95% CI 64.8, 74.8
i 187.8% ™ { T
o 1(95% CI |
5 06 1840,907) ! _
= ! | 72.4%
= | | (95% CI 67.4, 76.8) :
T 04+ ; ! | 52.1% :
] . ! | (95% CI 46.4, 57.5)
a = ! !
1
02- | | |
| | |
1 1 1
| | |
D [ | [ [ [ [ [ [ I [ I I I [ I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Time from randomization (mo}
TDXd+P 383 358 355 321 203 275 242 208 175 153 82 49 21 10 3
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 O



' Prevention of CNS Metastases in ER+/Her2+MBC

PATINA: Randomized, Open-Label,

Phase lll Trial (AFT-38)"2*

( SAN ANTONIO
4 BREAST CANCER
SYMPOSIUM®

e UTHedd  AAGH

= o Eovme Reemeh

Objective: To evaluate the addition of palbociclib to anti-HER2 and ET for patients with HR+/HER2+ breast cancer

Lower incidence of CNS Metastases
At 36 months:

REGISTRATION . . o
- Histologically confirmed HR+/HER2+ mBC - rimary Qutcome
« No prior treatment in the advanced setting Palbociclib + * Investigator-assessed PFS --13. 8% fO r Pa I bO + ET + HP
beyond induction treatment Tl B Secondary Outcomes 0,
= 6-8 cycles of treatment, including n =261 Until PD ) . 0S --20.4% fO rET + HP
trastuzumab + pertuzumab and i fslllwwal - 3 and 5-year survival
taxane/vinorelbine toxicity olowtp probabilities
KEY ELIGIBILITY CRITERIA - ORR/DOR/CBR .. .
+ +ETHE
- Completon of inducion chemotherapy Trastuzumab £ P;r;:zumab ET - Safely Similar results for those with CNS mets
and no evidence of disease progression (ie, n= + PRO .
CR. PR, or SD) ~Incidence o CNS At baseline (Metzger et al. SABCS 2025)
= Patients with a history or presence of metastases
asymptomatic CNS metastases were eligible o
PATINA Primary Endpoint: SgRrg;\girTgmcgER Cumulative Incidence| of CNS Progression? or Death "  posiow

SYMPO

() OUTHeaId\ MGR

All Randomized Patients

Investigator-Assessed PFS'

100 ” v
Palbociclib + Anti-HER2 aﬁ%‘r&%"? ET Anti-HER2 + ET ;Tm";g'?_ ET Anti-HER2 + ET
100 -4 93.6% anti-HER2 + ET +ET 90 (n= 261) (n=257) (n=2681) (n=257)
Events 1277261 1351257
84.9%
90 Median PFS (95% CI), _. 807 First of CNS progression or death Cumulative risk of CNS progression
Wl e i COBERIN BN € | teventn % 52 or death, % (95% CI)
£ Hazard ratio (95% Cl) 0.74 (0.58-0.94) g CNS progression 36 51 12 months 5.2(2.9-8.5) 75(4.6-115)
Palbociclib + g 73400 ‘L:;‘:::k“;i:f:fe" 0.0108 § s0{ Death 3 1 24 months 101 (6.7-143)  17.0{123-22.3)
Trastuzumab + pertuzumab + ET £ oo 2 .| Alive no progression (censor), n 134 122 36 months 138(9.7-186) 204 (15.3-26.1)
n=261 5 46.9% ® Non-CNS progression (competing), n 88 83
2 50 43.2% Survival 2 a0
H Estimate K]
Z 40 3
3 § 7
Trastuzumab * pertuzumab + ET % 30 33.4% Survival o 204 At 36 ths. th |ati
n=257 £ Estimate . months, the cumulative
w0l 10 incidence of CNS progression or
0 . i i i : : i . : i i . . death was 13.8% vs 20.4% for
’ ] & 12 18 24 30 36 42 48 54 60 66 72 0 8 12 18 24 30 36 42 48 54 60 65 72 8 palbociclib vs control (Gray's test
. | -
Patients-at-Risk Time (months) Patients at risk Time (months) P =0.0404).
Anti-HER2 + ET 257 197 157 135 1186 101 :1:] 68 52 30 15 6 1 Palbociclib + ~ -
d"“ﬁ’ﬂltbigchtlh‘ 281 230 202 166 144 126 m 92 76 54 33 15 5 anti-HER2 + ET 261 230 202 165 144 126 B 92 i 54 33 15 5 1

Anti-HER2 + ET 257 197 157 135 115 101 88 68 L3 a0 15 [: 1 0



W TBCRC 022: Neratinib and Trastuzumab-Emtansine (T-DM1) for HER2+ BCBM

Figure 2. Waterfall Plot- % CNS Response

**Notably, maximum dose of neratinib with TDM1 was 160mg daily**

4A: Untreated 4B: No prior TDM1 4C: Prior TDM1

e Table 2. Best RANO-BM CNS Response

EEEEN §
® 33989
23348392

Response Cohort 4A Cohort 4B Cohort 4C
CR 0 (0) 1 (5.9) 0 (0)
e | PR 2 (33.3) 4 (23.5) 6 (28.6)
i [Unconfirmed PR 1(16.7) 0 (0) 2 (9.5)
=-...| SD 2 (33.3) 8 (47.1) 10 (47.6)
PD 0 (0) 0 (0) 1 (4.8)
Unavailable (off tx before imaging)| —34167) 3(17.6) —2(9.5)
CNS ORR <__ | 33.3% (4.3-77.7%) |29.4% (10.3-56.0%)| 28.6% (11.3-52.2%)°
CNS CR + PR + SD 26 mos 50% (11.8-88.2%) [35.3% (14.2-617.7%)| 33.3 (14.6-57.0%)

Diarrhea AE, despite prophylaxis
Grade 2: 14/44 patients
Grade 3: 10/44 patients

Freedman RA et al SABCS, 2022.
Freedman RA et al Annals of Onc 2024.
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Presentation Notes
Including those who have received TDM1 previously….


' PATRICIA: High dose trastuzumab with pertuzumab for Her2+ BCBM

Pertuzumab plus high-dose trastuzumab for HER2-positive
breast cancer with brain metastases: PATRICIA fingl 3 Pt

efficacy data
Nancy U. Lin () ®%, Priya Kumthekar™®, Solmaz Sahebjam (577, Nuhad Ibrahim (7', Anita Fung®, Anna Cheng®, Alan Nicholas®,
Jesse Sussell® and Mark Pegram (3

* Another option is high dose Trastuzumab (6mg/kg IV g 1 week) plus
standard 3 week dosing of Pertuzumab per the PATRICIA Study

* Intracranial ORR = 11%; CNS PFS = 4.6 months; OS = 27.2 months
* No clinically meaningful changes in LVEF; only 1 pt discontinued therapy due to

Grade 3 decline in LVEF with prior cardiac history

Lin et al. NPJ Breast Cancer 2023.



I Next generation Her2-targeting TKl: IAM1363
NCT06253871

A Co-crystal structure of Relapsed/refractory HER2+ cancer with
IAM1363 with WT HER2 brain metastases® and HER2 TKD mutant
& 0 \ A N87IC cancers with and withbut brain metastases
/‘) l I.AM1363 C xenograft model
: < brain PK profile TG (%)
1000 n
10000 — @ Plasma (ng/mL) =) - :_:‘_ 4 3\0%
:-3 .-.\\ @ Erain ing/g) E _'_"'_ —1
2 1000 ) = 100 Dose 2
3 a 96% n=20
E 1004 5 120%
=2 S 10+ '
= 10 5 169%
o —_ W
[fa] ]
o 1 @y . . , , . . [ Monotherapy RD for Part 3 Identified ]
= 0 5 10 15 20 25 30
< 0.1 | | | | ) Days on Study 1
o 10 20 . 30 40 50 @ venice @ IAMI263 250 mgfkg PO G0 @IAMI363 100 mafkg PO OD Part 3 - Simon 2-Stage Evaluation
Time (h} M Tucatinib 100 mafkg PO GO (MTD) EIT-DXd 5 mo/ka Q3W
'S ™
Monotherapy evaluation at the
In vivo selectivity’ ) monotersey B torran
- - - r
Intracranial Exon20 mutant  Cell pHER2 vs. Biochemical (" cohortA ) (" cohortB ) (  CohortC )
activity activity PEGFR? HER2 vs. EGFR? _ Advanced || Advanced || Advanced
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j TUXEDO-3: Patritumab deruxtecan (HER3-DXd) in T-DXd
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¥ The challenge of Her2+ Leptomeningeal Disease
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) Intrathecal Trastuzumab +/- Pertuzumab for HER2+ LMDz
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Novel Intrathecal trategies to Watch
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Q"’l Conclusions and New Directions

 Systemic therapies for Her2+ BCBM
are evolving

* Her2-targeting TKI’s and ADC’s are the Thanks and Questions!
mainstay

* Additional targets are emerging (i.e.
CDK4/6i, HER3, etc.)
* Intrathecal therapies for HER2+
LMDz is re-emerging

* Inclusive of Her2/3 targeting, as well
as immunotherapy strategies

Duke Cancer Center

* Continued emphasis on clinical trial
participation to advance the field
for our patients!
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