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T-DXd, a HER2-directed antibody-drug conjugate,’? has shown strong and durable * Previous preclinical studies combining « U106 is an open-label, multicenter, 2-part, phase 1b Figure 1. Study design
antitumor activity in patients with previously treated HER2-positive and HER2-low or HERZ2-targeted therapy with immune checkpoint study (Figure 1) :
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receptor—positive, HER2-low or HER2-ultralow (IHC 0 with membrane staining) mBC o * The primary endpoint in part 2 was confirmed T.DXd 5.4 mgkg . SAES/TEAES
showed significant improvements in PFS with T-DXd versus treatment of physician's choice® * We report interim efficacy and safety results ORR by independent central review (ICR), and - el s Cohort 2 Cohort2,n=26 R
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. grﬁezESE(ggsv';'-DXd 5.4 mg/kg (the approved dose in mBC) and pembrolizumab 200 mg intravenously every Patient Disposition Figure 3. Probability of PFS by ICR in cohorts 1 (HER2-positive mBC) and 2 (HER2-low mBC)
_ _ _ _ » « Median duration of T-DXd treatment was 9.9 months (range, 1-24 months) in patients with HER2-positive mBC 1002 — —
. ) © At dat.a cu.toff (November 18, 2023), 56_ patler_1ts with mBC had recel\_/ed the RDE (3(_) in cohort 1 [HERZ-positive and 6.2 months (range, 1-30 months) in patients with HER2-low mBC. Median duration of pembrolizumab treatment (HER2-positive) (HERZdow
ObjeCtlve mBC]; 26 in cohort 2 [HER2-low mBC, including 7 patients treated with the RDE during part 1]) was 9.7 months (range, 1-22 months) and 6.2 months (range, 1-24 months), respectively 90 - 1 S o 555 Gl e NErZS—J_NE) 12.7n(4—_0_16_9)
. . . . . ) ) ) °\° 80 — Patients with events,® n (%) 10 (33.3) 16 (61.5)
. .. « At data cutoff, T-DXd and pembrolizumab treatment was ongoing in 7 and 4 patients, respectively, in patients with - rate at 6 months (95% Cl), % 3 (65.3.00 —403.78
« To evaluate the efficacy and safety of trastuzumab deruxtecan (T-DXd) in combination with pembrolizumab in patients with Patient Characteristics HER2-positive mBC and n% patients with HER2-low mBC JoIm3 P P P B 70- ——— FS et 12 mo:][hs(szSS/%CIC)I),/% X Eigiggﬁi 1 §333;§2§
previously treated human epidermal growth factor receptor 2 (HER2)-positive or HER2-low metastatic breast cancer (mBC) _ _ _ _ _ _ B o o L
* The median age of all patients with mBC in the study was 57.5 years. Most patients (90%) with HER2-positive mBC « The most common reasons for discontinuation of T-DXd treatment in cohorts 1 (HER2-positive mBC) and 2 (HER2- S —h
Conclusions were from Europe, whereas 62% of patients with HER2-low mBC were from the United States. Overall, patients had low mBC), respectively, were progressive disease (12 [40.0%] and 16 [61.5%]), clinical progression (4 [13.3%)] 2> 507
received a median of 3 prior chemotherapy regimens and a median of 1 prior hormonal therapy in the metastatic/ and 5 [19.2%]), and adverse events (7 [23.3%] and 2 [7.7%)]). The most common reasons for discontinuation of = 40+
- Combination therapy with T-DXd plus pembrolizumab showed encouraging efficacy in heavily pretreated patients with HER2-positive locally advanced setting (Table 1). All patients with HER2-positive mBC had received T-DM1 pembrolizumab treatment in cohorts 1 and 2, respectively, were progressive disease (13 [43.3%] and 15 [57.7%)]), S 30+
and HER2-low mBC clinical progression (4 [13.3%] and 5 [19.2%]), and adverse events (8 [26.7%] and 2 [7.7%)]) g 20 —
Durable progression-free survival (PFS) and responses were observed in patients with HER2-low mBC despite lower than expected Table 1. Baseline characteristics _ 10
confirmed objective response rate (ORR) in this cohort Efficacy o * GCensored Median (95% Cl), months
_ _ _ _ o _ T-DXd 5.4 mg/kg + Pembrolizumab 200 mg Q3W — Cohort ; (n= Z’O) '1“25 (8-7'N1E)
The safety profile was consistent with the known profiles of the individual drugs and was generally manageable, with no grade 4 or 5 * Median duration of follow-up was 16.1 months (range, 3.0-30.2 months) in patients with HER2-positive mBC and _ Coen=e) o er@bws o oo oo
interstitial lung disease (ILD)/pneumonitis events reported Cohort 1 Cohort 2 All Patients 15.3 months (range, 1.4-34.1 months) in patients with HER2-low mBC O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
The value of adding immunotherapy to T-DXd patients with HER2-positive or HER2-low mBC remains to be determined (HERZ'P‘;(S)“WQ) (HERZ;Igw) N = 56 . Key efficacy results are summarized in Figures 2 and 3 No. of patients Time, months
L o n= h = till at risk
Characteristics — In patients with HER2-positive mBC, cORR by ICR was 80.0% and median PFS was not evaluable SIC(;O:;‘:; 30302928252221202016 141211 9 7 6 6 5 5 5 5 3 3 3 2 2 0
; B} B} _ . 2626191918131310 9 8 8 8 6 5 4 4 3 2 2 2 21111111111 110
Age, median (range), years 58.6 (37.0-81.8) 96.3 (37.3-73.0) 57.5(37.0-81.8) - In patients with HER2-low mBC, cORR by ICR was 23.1% and median PFS was 12.7 months i _C°:_°”2 -
aProgressive adisease or aeatn.
. Female sex, n (%) 29 (96-7) 25 (96-2) o4 (96-4) bPatients with HER2-positive mBC who received T-DXd 5.4 mg/kg in part 1 and part 2.
Figure 2. Efficacy results by ICR *Patients with HER2-low mBC who received T-DXd 5.4 mg/kg in part 1 and part 2.
Plaln Language Summary Region/country of enroliment, n (%) g Y Y
) \/hy did we perform this research? | | United States 3 (10.0) 16 (61.5) 19 (33.9) 100 Safety
&' Trastuzumab deruxtecan (T-DXd) is an anticancer therapy that targets a protein called human epidermal growth factor receptor 2 . D ated treat t  ad s (TEAE <tent with th ot i £ T-DXd and
(HER2).12 There is evidence to suggest that combining therapies that target HER2 with other agents that help to control immune European Union 27 (90.0) 10 (38.5) 37 (66.1) rugt;relg © rsa msnh-emergen a dverse elver:jST(EAE s) were ansfshedn erm h Elsa3e y profiies ot 1- an
system responses (immunotherapy) could result in enhanced anticancer activity.®> Given that T-DXd monotherapy has been 0 cORR: 80.0% pembrolizumab, and fere were no drug-relate © associated with death (Table 3)
shown to be effective in patients with metastatic breast cancer (mBC) with either positive (HER2-positive) or low (HER2-low) ECOG PS, n (%) 80 PO « The overall incidence of independently adjudicated drug-related cases of ILD/pneumonitis is summarized in Table 4;
levels of HER2 expression in their tumor cells, researchers are interested in assessing potential additive effects when combining no grade 4 or 5 events were reported
0 13 (43.3) 7 (26.9) 20 (35.7)
T-DXd with immunotherapy in these 2 patient populations.
1 17 (56.7) 19 (73.1) 36 (64.3) Table 3. Overall safety summary (drug-related TEAEs)?
How did we perform this research? . .
Patients with previously treated HER2-positive or HER2-low mBC were enrolled in this study. There were 2 parts to the study. Tumor stage at study entry, n (%) °\_ 60 — Cohort 1 Cohort 2 All Patient
Part 1 determined the recommended dose for safety of additional study of T-DXd plus immunotherapy with pembrolizumab. B 1(3.3) 0 1(1.8) 5 (HER2-positive) (HER2-low) N E |5e6n S
Then, in part 2, patients were assigned according to their HER2 levels to either cohort 1 (HER2-positive mBC that had progressed - n=30 n =26 -
during treadtme?]t withdangtr;]er HEI)?ZA-\taC;geted dr#gzl\j;alled l’tgras’;ueszuzrgglg)er:?(’;ansine) or cohrc]th 21(HE§§£3|OW mBC that r;]ad , Y 29 (96.7) 26 (100.0) 55 (98.2) 2 Treatment duration, median (range), months
progressed with standard therapy). At data cuto ovember 18, , 30 patients in cohort 1 an patients in cohort o’ T-DXd 9.9 (1-24 6.2 (1-30 8.0 (1-30
had received T-DXd 5.4 mg/kg plus pembrolizumab 200 mg intravenously every 3 weeks. Centrally assessed HER2 status (IHC), n (%) O 40 _ 9(1-24) 2 (1-30) 0(1-30)
1 0 13 (50.0) 13(232) © Pembrolizumab 9.7 (1-22) 6.2 (1-24) 8.0 (1-24)
+ : : A
This interim analysis found that T-DXd plus pembrolizumab had a manageable safety profile and demonstrated promising 2+/ISH- 0 13 (50.0) 13 (23.2) cORR: 23.1% Grade 23 drug-related TEAE? 13 (43.3) 6 (23.1) 19 (33.9)
efficacy in h.eavily pre_treated patientg with HER?-positive and HER2-low mBC. The confirmeq objective response rate e 7 (23.3) . 7 (12.5) Serious drug-related TEAE? 6 (20.0) 2 (7.7) 8 (14.3)
(t::e_ pl)(ropo/:tlon of pcaltletpts who hggcyelj[her ?_ patrtlalltc;]r Ic_:ch)Erlgglete rlﬁspon;ecto t;eggrcr)}e_nt aci:_orcilng JE[(; ?_Isésszslment (éféumor ' ' Drug-related TEAE associated with discontinuation® 9 (30.0) 2(7.7) 11 (19.6)
shrinkage/tumor reduction) was 807% in patients wi "POSIIVE MBL an o I patients Wi TOW mBL. 3+ 23 (76.7) 0 23 (41.1) Drug-related TEAE associated with dose reduction® 8 (26.7) 4 (15.4) 12 (21.4)
What are the implications of this research? Hormone receptor status, n (%) Drug-related TEAE associated with interruption® 14 (46.7) 3 (11.5) 17 (30.4)
Combining an immunotherapy agent such as pembrolizumab with T-DXd may have beneficial additive effects in this patient . Drug-related TEAE associated with an outcome of death® 0 0 0
population; however, further research in larger databases is needed to confirm these findings. Positive 17 (56.7) 25(96.2) 42 (75.0) " *Drug-related TEAEs may be associated with T-DXd and/or pembrolizumab.
COhort 1 HERZ-pOSItlve COhOI’t 2 HERZ'IOW bAIl events were related to T-DXd.
Negative 12 (40.0) 0 12 (21.4) n=30 n=26
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: : : : CR 5 (16.7) 0
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