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DEBBRAH Study Design (NCT04420598)
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KEY ELIGIBILITY CRITERIA

1.Female or male pts aged 218 years
2 HER2[+] or HER2-low ABC pts with stable, progressing, or untreated BMs and/or LMC
3. ECOG PS 0 or 1 (0-2 for cohort 5)
4 Pts with HER2[+] ABC: prior taxane-based regimen and 21 prior line of HER2-targeted therapy in the
metastatic setting
5.Pts with HER2-low ABC and:
HR[-]: 21 prior regimen of CT in the metastatic setting
HR[+]: 1 prior line of ET and 21 prior regimen of CT in the metastatic setting
6.Cohorts 2, 3, 4: Measurable brain disease on T1-weighted, gadolinium-enhanced MRI
7 Cohort 5: LMC with positive CSF cytology results

N=41
N=8 N=10 N=9 N=7 N=7
A 4
COHORT 1 COHORT 2 COHORT 3 COHORT 4 ‘COHORT 5
HER2[+] MBC HER2[+] or HER2[+] MBC HER2-low
Pr“:'-:‘[:;'i‘l;g HER2-ow with MBC with HER2[+ or
MBC with e J frived J HER2-low
BMs after " BMs after BMs after "
WERT, SRS i i irend WERT, SRS WERT, SRS G with LMG
andfor surgery and/or surgery and/or surgery
Trastuzumab Deruxtecan (DS-8201a)
5.4 mg/kg IV, on Day 1 every 3 weeks,
until PD, unacceptable toxicity or
consent withdrawal
COHORT 1 COHORTS 2, 3,4 COHORT 5
16-week PFS by
RANO-BM and N ORR By os
RECIST 1.1

ABC, advanced breast cancer, BMs, brain metastases; CSF,
i LMC,

stalus; ET, endocrine

cr, ECOG PS, Onceiogy
MBC: metastalic breast cancer. MRI, magnetic resanance imaging; SRS, stereotactic radiosurgery; WERT,

Baseline characteristics, n (%) C(?\Ih:;t)s

Measurable systemic disease at baseline (N=4)

Intracranial 1 (14.3%)

Extracranial 3 (42.9%)
HER2 status

Positive 3 (42.9%)

Low 4 (57.1%)
HR status

ER+ and/or PgR+ 5 (71.4%)

ER- and PgR- 2 (28.6%)
Any prior local therapy for CNSdisease 0 (0%)
Number of previous linesin advance disease Median (Min; Max) 4(1;8)
Duration in months of lastprior therapy Median (Min; Max) 1.9 (0.7;15)
Previous systemic cancertherapy

Anti-HER2 3 (42.9%)

Chemotherapy 7 (100%)

Endocrine therapy 3(42.9%)

Abbreviations: CNS: centralnervous system; ER, estrogen receptor; HR:hormone recepor; PgR, progesterone receptor; TNBC: riple negative breastcancer.

n (%), number of patients (percentage based on N); N,Number of patents in the FAS populaton
“Excluding the leptomeningeal carcinomatosis
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Efficacy and Safety Results

Overall survival

100% = mOS 13.3 months Intracranial Extracranial Alllesions
_‘_l (2.5 -NR) Best Overall Response n=7 n=7 n=7
80% 4
3 CR 1 (14.3%) 0 (0%) 0 (0%)
T 60%4 |
E __________________________________ SD = 24w 1(14.3%) 2 (28.6%) 2 (28.6%)
§ a0%1 SD < 24w 0 (0%) 0 (0%) 0 (0%)
° Median OS is 13.3 months (2.5 - NR). Events: 5/7 (71.4%) 1
20% 16-weeks OS is 86% (95% Cl 33-98) X I—— Non-CR/Non-PD 2 24w 2 (28.6%) 3 (42.9%) 3 (42.9%)
i o, o X Ll
N 24-weeks OS is 71% (95% CI 26-92) : Non-CR/Non-PD < 24w 1(14.3%) 0 (0%) 1(14.3%)
0 3 6 9 12 15 18
Time since study treatment start date (months) PD 0 (0%) 1 (14.3%) 1 (14.3%)
PFS according to RANO-BM and RECIST v1.1 NE 2 (28.6%) 1(14.3%) 0 (0%)
100% 1 Objective Response Rate (ORR) n=>5 n=6 n=7
T a0% mPFS 8.9 months Yes 1 (20%) 0 (0%) 0 (0%)
£ (2.1 —-NR)
2 o] No 4 (80%) 6 (100%) 7 (100%)
"g" Clinical Benefit Rate (CBR) n=5 n==6 n=7
‘s 40%
"3
B Median PFS is 8.9 months (2.1 -NR) 1 Yes 4 (80%) 5 (83.3%) 5 (71.4%)
= . 1
a 20%- 16-weeks PFSis 86% (95% CI133-98) No 1 (20%) 1 (16.7%) 2 (28.6%)
24-weeks PFS is 71% (95% Cl1 26-92)
0% 1

3 6 9 12 15 18
Time since study treatment start date (months)
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Efficacy and Safety Results

Summary of responses

Related TEAEs Occurring In 215% of Patients with LMC

os PFS Best Response System Organ Class Preferred term, n Overall (n=7)
HRHSI,EtF;Zt/u < (%) Any grade Grade 3
RECIST RECIST all
Months Death Months Events RANO-BM extracranial lesions ANY 7 (100%) 3 (42.9%)
HEMATOLOGICAL 4 (57.1% 1(14.3%
W2+l 148 Yes 89  PD  SD224w  SD>24w  SD>24w (57.19) (14.3%)
Anemia 3 (42.9%) 0 (0%)
Non- Non-CR/ -
HE;E*'/ 5.6 Yes 5.6 PD  CR/Non-PD NE Non-PD Thrombocytopenia 2 (28.6%) 1(14.3%)
< 24w < 24w NON-HEMATOL OGICAL 7 (100%) 3 (42.9%)
Non-
HER2H 156 No 186 No CR/Non- Hﬁﬂ%’ l\l\llcc::gg/ rausea 4 o7.1%) L (14.3%)
HR- : : >F2>IZ > 24w > 24w Headache 3 (42.9%) 0 (0%)
o Fatigue 3 (42.9%) 0 (0%)
HET—|2F\;-II?W/ 104 Yes 6.9 PD CRlill\Dlon- SD > 24w SD = 24w Urinary tract infection 3 (42.9%) 0 (0%)
> 24w Vomiting 3 (42.9%) 0 (0%)
i Non-CR/ Non-CR/ Gamma-glutamyltransferase 2(28.6%) 1(14.3%)
HEGoW! 133 ves 97 D CR Non-PD Non-PD —
> 24w > 24w Constipation 2 (28.6%) 0 (0%)
) Non-CR/ Non-CR/ Diplopia 2 (28.6% 0 (0%
HEEZRLOW/ 11.9 No 11.9 No NE Non-PD Non-PD PP ( ) (0%)
> 24w > 24w Dizziness 2 (28.6%) 0 (0%)
HER2-low/ 25 Yes 2.0 PD NE PD PD *  No new safety signals identified: No cases of ILD/pneumonitis nor treatment-related
HR- deaths were reported.

* Median duration of treatment was 9.0 months (range, 2.1-18.6).
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Serious unrelated TEAEs occurredin4 (57.1%) of 7 patients,and 1 patient

experienced a related serious TEAE (nausea G3).




Conclusions

= Despite the limited sample size, T-DXd showed promising activity with no
new safety concerns in HERZ2[+] and HER2-low patients with
previously untreated, pathologically confirmed LMC.

= Further investigation is needed in larger cohorts to validate the substantial
response of LMC to T-DXd in this population.
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