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Introduction Viethoc

TraStuzu m a b de rUXte Ca n ve rs us traStuzu m a b e mta ns i n e * In the randomized DESTINY-Breast03 study (NCT03529110), the HER2-directed antibody-drug conjugate T-DXd  DESTINY-Breast03 was a randomized, multicenter, open-label, phase 3 trial Figure 1. DESTINY-Breast03 Study Design'-

showed statistically significant and clinically meaningful improvement in PFS and OS compared with T-DM1 in patients (Figure 1)
o o o o with HERZ-pOSitiVG mBC previously treated with trastuzumab and a taxane'? — Patients were assigned 11 to receive T-DXd 5.4 mg/kg or T-DM1 3.6 mg/kg
in patients with human epidermal growth factor receptor At th it nerim analyss (DGO, May 21, 2021, e primary enpoint of PFS by blinced ndpendent cenira avenously ovry  wocks Primary endpoin
review (B|CR) was met (hazard ratio [HR], 0.28; P < 0.001); median PFS by BICR was not reached versus 6.8 - Exploratory analysis at 5 years (final analysis DCO, June 27, 2025) included PFS, e PEFS (B|CR)

months with T-DXd and T-DM1, respectively’ T-DXd

TI - - - PFS from the time of randomization t ion on the next line of th Patient
z_pos Itlve m etaStatl C b re aSt Ca n Ce r: F I n a I a n a Iys Is — At the second interim analysis (DCO, July 25, 2022), median PFS by BICR was 28.8 months and 6.8 months with deathrE)Fr’TI]:SZe), ICr)nSe %oﬁ‘ﬂrr?ergliijlggti\?eprre(?s,gprsr??eopa?en(cglgli))(, dlzfa?ion g;arg}s/poc:nse . ?Jrlﬁgszctable or metastatic HER2-positive? BC 5.4 mg/kg Q3W

Key secondary endpoint

T-DXd and T-DMA1, respectively (HR, 0.33; nominal P < 0.0001), and median OS was not reached in either group (DOR) (all investigator assessed), and safety Y rreviou.sly ’éreated (‘j"/’ith ’;ra?tti_zum?tl_a agd a NE 2 « OS
- 2 axane in advanced/metastatic setting
fro m D E STI N Y- B re aStO 3 (R, 0:6% 7= 50037 » No prior treatment with T-DM1 Secondary endpoints
— In an exploratory long-term survival analysis (DCO, November 20, 2023), the median OS was 52.6 months and

42.7 months with T-DXd and T-DM1, respectively? Stratification factors * ORR, DOR (BICR) |
- Based on DESTINY-Breast03 results, T-DXd was approved for the treatment of patients with HER2-positive mBC who Eﬁgpﬁg:t:ﬁgﬁ?wﬁ ﬁtsgsti — T-DM1 (S);Zy DOR, PFS (investigator)
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« We report the 5-year follow-up and final efficacy and safety analysis of DESTINY-Breast03

aHERZ2 IHC 3+ or IHC 2+/ISH+ based on central confirmation.

PProgression during therapy or <6 months after completing adjuvant therapy involving trastuzumab and taxane.
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Patients Figure 2. Investigator-Assessed PFS Safety

« Rates of treatment-emergent adverse events (TEAES) were consistent with those at the prior DCO?® (Table 2)

Objective

« Qverall, 524 patients were randomly assigned (261 to T-DXd; 263 to T-DM1), with the last patient enrolled on June 23, 2020

_ _ _ _ 100 —f== T-DXd (n = 261) T-DM1 (n = 263)
. T_Ic_> Ir)el\a?rt_eﬁlc?cytand_ tsha;‘]ety result_sdfrom ’ihe 5-3$?r fct>llow-up ?na;ySII—ISECI):EZDEST'ItI'\lY-BretaSt’??', abphaste 3 trial of tlgagtuzumab (?e:uxt?cgn (;I;]-ItDth) versust,) tras;cuztjmab emtansine At the final analysis DCO, June 27, 2025, the median (range) duration of follow-up in the study was 43.0 months (0.0-80.6 months) x | _ PFS, median (95% Cl), months 29.0 (23.7, 42.7) 7.8 (6.8, 8.3) « Total exposure was 538.31 patient-years with T-DXd and 234.94 patient-years with T-DM1
- in patients with human epidermal growth factor receptor -positive metastatic breast cancer (m reviously treated with trastuzumab and a taxane : : % .33 (0.26, 0. , . , ,
( )in p p g ptor 2 (HER2)-p (mBC) p y overall, 50.9 months (0.0-80.6 months) in the T-DXd group, and 35.4 months (0.0-80.4 months) in the T-DM1 group 2 - e R O ~ Exposure-adjusted incidence rates per patient-year were lower with T-DXd than T-DM1 for any-grade TEAEs (0.48 vs 1.06),
« 24 patients (9.3%) in the T-DXd group and 2 patients (0.8%) in the T-DM1 group remained on treatment at the DCO 5 o Patients with events, n (%) 136 (52.1) 200 (76.0) grade =23 TEAEs (0.29 vs 0.58), and serious TEAEs (0.15 vs 0.25)
[ | w ) 7
CO“CI UsSIons — The most common reasons for patient discontinuation were progressive disease (T-DXd, 44.7%; T-DM1, 70.9%) and @ = 60— « 45 patients (17.5%) in the T-DXd group and 8 patients (3.1%) in the T-DM1 group had adjudicated drug-related ILD
adverse events (AEs; T-DXd, 26.8%; T-DM1, 10.0% gh= T-DXd: 37.6% (95% Cl, 30.8%, 44.4%) Wi IR S - - T i
» The final analysis of DESTINY-Breast03 (data cutoff [DCO], June 27, 2025) confirms the long-term survival outcomes of T-DXd compared with T-DM1 in patients with ( ’ °) “ 5 - T-DM1: 10.0% (95% CI, 6.1%, 15.0%) \g;Y:gelog)sgiirtLoell?erl;(%Sg;?gjpthe previous analysis,” there were 2 new events of adjudicated drug-related ILD (grade 1 and
HER2-positive mBC whose disease had progressed after prior treatment with trastuzumab and a taxane _ _ 69 40— | Difference: 27.6% "
- - - - - : : - . - Efficacy by Investigator Assessment o O | | e — Overall, no events of grade 4 or 5 adjudicated drug-related ILD were reported in either group during the trial
— Median progression-free survival (PFS) by investigator assessment was 29.0 months in the T-DXd group compared with 7.8 months in the T-DM1 group; the estimated 20 . !
5-year PFS rate was 37.6% and 10.0%, respectively » Median (range) treatment duration was 18.2 months (0.7-76.0 months) with T-DXd, and 6.9 months (0.7-65.1 months) with S o0 : * The most common grade 23 TEAEs were neutrophil count decreased (16.7%) and anemia (9.7%) with T-DXd and platelet
. (@) T m : : ;| : o) : o) : -~ H
— Median overall survival (OS) was 56.4 months in the T-DXd group and 42.7 months in the T-DM1 group; the estimated 5-year OS rate was 48.1% and 36.9%, respectively T-DM1 (difference, 11.3 months) a i $B§ﬁ %‘é mgg/,igg e . P | count decreased (20.3%) and anemia (6.9%) with T-DM1 (Figure 5)
The safety profile of T-DXd was similar to that shown in previous reports,’2 and no new safety signals were observed with longer follow-up — Median (range) number of treatment cycles initiated was 24.0 (1-108) with T-DXd and 10.0 (1-94) with T-DM1 o e o Table 2. 5-Year Safety Results
— The rate of adjudicated drug-related interstitial lung disease (ILD) was 17.5% with T-DXd, with 2 new events (grade 1 and 3) since the last DCO (November 20, 2023); * Efficacy outcomes as assessed by the investigator at 5 years of follow-up were consistent with results of previous analyses, 0 2 4 6 8101214 16 18 20 22 24 26 28 50 321_3_4 56 58 4Otr:12 4446 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76
no grade 4 or grade 5 events were reported during the trial including cORR and median PFS (Figure 2)'° Ime, months T-DXd T-DM1
These data demonstrate the long-term efficacy outcomes and a consistent safety profile of T-DXd compared with T-DM1, continuing to support the use of T-DXd as the — The cORR (95% Cl) was 78.9% (73.5%, 83.7%) with T-DXd (34 complete responses [13.0%]) and 36.9% (31.0%, 43.0%) | n =257 h = 261
standard of care for patients with HER2-positive mBC whose disease progresses after trastuzumab and taxane therapy with T-DM1 (13 complete responses [4.9%]) (difference, 42.0% [95% Cl, 34.0, 50.1]) Figure 3. Investigator-Assessed PFS2 Total exposure, patient-years 538.31 234.94
— Median DOR (95% Cl) was 31.8 months (23.1, 53.4 months) with T-DXd and 17.0 months (14.1, 23.7 months) with T-DM1 Drug-related any-grade TEAEs 252 (98.1) 228 (87.4)
(difference, 14.8 months) 100 — b T-DXd (n = 261) T-DM1 (n = 263) Drug-related grade 23 TEAEs 132 (51.4) 111 (42.5)
— 1 PFS2, median (95% CI), months 45.2 (39.3, 59.1) 23.1 (17.8, 29.7) :)rug_re ated serious TEAEs 40 (1 5 6) 21 (8 O)
S HR (95% Cl) 0.55 (0.43, 0.70) _ _ _ _ ' '
PI _ L S Anticancer Systemic Treatment After Trial S 80 — t Difference, months 221 Drug-related TEAEs leading to permanent discontinuation 64 (24.9) 20 (7.7)
din Language summary . o . _ AL - | Patients with events, n (%) 126 (48.3) 146 (55.5) Drug-related TEAEs leading to dose reduction 74 (28.8) 40 (15.3)
* Among pat_lents who discontinued t_reatm_ent, 161 of 233 (69.1%) in the T-DXd group and 203 of 259 (78.4%) in the T-DM1 O = f T-DXCl: 42.7% (95% G, 35.9%, 49.4%) Drug-related TEAEs leading to dose interruption 117 (45.5) 49 (18.8)
Why did we perform this research? group received subsequent systemic anticancer therapy (Table 1) :L: = - T-DMA1: 28.1% (95% CI, 21.3%, 35.2%) Drug-related fatal TEAEs 0 0
f B : : : ] : C : e) . - Difference: 14.6% =
Approximately 20% of breast cancer tumors express high levels of a protein called human epidermal growth factor receptor 2 (HER2)."2 Trastuzumab deruxtecan In the T-DXd group, 81 patients (50.3%) received T-DM1 atter discontinuing trial treatment S8 . Adjudicated drug-related ILD 45 (17.9) 8 (3.1)
(T-DXd) is an anticancer therapy that targets HER2.3# DESTINY-Breast03 was performed to compare the treatment benefits and safety of T-DXd with trastuzumab = Inthe T-DM1 group, 78 patients (38.4%) received T-DXd after discontinuing trial treatment » 9 Grade 3 3(1.2) 1 (0.4)
emtansine (T-DM1) in patients with HER2-positive breast cancer that cannot be removed by surgery (unresectable) or has spread to other areas of the body (metastatic).>’ » The median PFS2 assessed by the investigator at 5 years of follow-up was consistent with results of the previous DCO? (Figure 3) o & ] : Grade 4 or 5 0 0
Previ(?us results from DESTINY—BreastO?; showed T-DXd to be more beneficigl th.an T-!I)M1 > Thg ob.ject.ive of the current analysis was to compare the treatment g’ e malkg T | Any-grade TEAEs 256 (99.6) 249 (95.4)
benefits and safety of T-DXd with those of T-DM1 after a 5-year follow-up period in patients participating in DESTINY-Breast03. Table 1. Anticancer Systemic Treatment After Trial o 1 — T-DM1 3.6 mglkg : EAIR per patient-year 0.48 106
+ Censor : - : :
How did we perform this research? 0 S L A B B e T B R e B B S R s B B B e B e L R B o e I A N N Grade >3 TEAEs 155 (603) 136 (521)
In the DESTINY-Breast03 study, 524 patients with unresectable or metastatic breast cancer were randomly given either T-DXd 5.4 mg/kg (261 patients) or T-DM1 3.6 mg/kg T'_DXd T'_DM1 0 2 4 6 8101214 16 18 20 22 24 26 28 50 32 34 56 38 40 42 44 40 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80 EAIR per patient-year 0.29 0.58
(263 patients). Because a significant treatment benefit was shown with T-DXd compared with T-DM1 in previous results,5¢ efficacy results were assessed by the investigators. n =261 n =263 Time, months .
Type of treatmenta® Any serious TEAE 79 (30.7) 59 (22.6)
What were the findings of this research? Systemic 161 (69.1) 203 (78.4) Overall Survival EAIROper patlent.-year 015 025
T-DXd had better treatment benefits than T-DM1. The median (middle in a range) length of time that patients lived with their cancer before the disease got worse or Radiation 30 (12.9) 51 (19.7) 1-DXd continued to show dlinically meaningful improvement in OS versus T-DMA1 at 5 years, with a >1-year difference in Values are n (%) unless otherwise noted.
caused death (known as median progression-free survival) was 3.7 times longer in patients treated with T-DXd than in those treated with T-DM1 (29.0 and 7.8 months, Surgery 6 (2.6) 16 (6.2) C ny W Limeaty gt vement | Versus 7- y=ars, Wi Y | 1ee Figure 5. Most Common TEAEs (215% of Patients in Either Treatment Group)
respectively). The median (middle in a range) length of time that patients survived after starting study treatment (known as median overall survival) was 56.4 months Patients receiving any subsequent systemic anticancer treatment®° 161 (69.1)° 203 (78.4)2 m§d|an OS (56.4 months [95_% Cl, 49.4, 67.0 months] with T-DXd and 42.7 months [95% ClI, 35.4, 52.6 months] with T-DM1
(~4.7 years) with T-DXd and 42.7 months (~3.6 years) with T-DM1, and was approximately 13.7 months longer in the T-DXd group than in the T-DM1 group. It was Trastuzumab 66 (41.0) 111 (54.7) [ditference, 13.7 months]) (Figure 4) Nausea 77.4 0.4 30.3 W T-DXd, all grades
estimated that after 5 years, 48.1% of patients receiving T-DXd would survive compared with 36.9% of patients receiving T-DM1. In addition, the safety profile of T-DXd T-DXd 22 (13.7) 78 (38.4) — The 5-year (60-month) OS rate was 48.1% with T-DXd and 36.9% with T-DM1 (difference, 11.2%) X?ggg'c”ig 533 205 e B T-DXd, grade 23
was consistent with the known safety profile in this longer follow-up period, with no increase in the rate of side effects observed over time. Adjudicated drug-related T-DM 81 (50.3) 29 (14.3) _ _ Conchnernia 9] 6.9 199 - Igm 2 ira‘izs
interstitial lung disease, which is an adverse event of special interest for T-DXd, occurred in 17.5% of patients in the T-DXd group and 3.1% of patients in the T-DM1 Pertuzumab 19 (11.8) 33 (16.3) Figure 4. Overall Survival Diarthes 339 08 80 | T 9EEEs
. . . ] TN . . . - . a Igl.Je 33.1 1.5 20.7
group since th.e beg.;mn.lng of the tc,tudy, there were no ILD events that were life-threatening or fatal in either group. TarEr e 27 (16.8) 45 (22.2) 100 TDXG (n = 261) TDMI1 ( = 263) Neutropﬁ?ggetjiieddeifepae;gg 313 04 s
What are the implications of this research? Taxane and trastuzumab 14 (8.7) 40 (19.7) ] 0S, median (95% CI), months 56.4 (49.4, 67.0) 42.7 (35.4, 52.6) e Aspartate aminotransferase increased 30.0 5.4 41.4
Findings from this final analysis were mostly similar to previous results,>” and continue to support the use of T-DXd as standard of care in patients with HER2-positive Other anti-HER2 (includes anti-HER2 TKI and other anti-HER2 antibody or ADC) 63 (39.1) 106 (52.2) HR (95% Cl) 0.74 (0.59, 0.94) = Platelet count deaache o L sns
: : : _ 80 — Difference, months 13.7 = Alanine aminotransferase increased : : :
metastatic breast cancer whose disease continued to get worse after trastuzumab and taxane treatment. Anti-HER?2 TK] 58 (36.0) 99 (48.8) T _ R T U e e 22:{17 T 42 o 31.8
_ _ Other anti-HERZ2 antibody or ADC 18 (11.2) 22 (10.8) 2 T-DXd: 48.1% (95% Cl, 41.7%, 54.2%) o Pyrexia BRTY o 16.1
Where can | access more information? Hormone therapy 31 (19.3) 43 (21.2) :Es 2 60— T-DM1: 36.9% (95% CI, 30.8%, 43.1%) Q@ Stog;tjitirs] 11%.17 3.8 .
f\éﬁi To learn more about the DESTINY-Breast03 study, you can visit https://clinicaltrials.gov/ct2/show/NCT03529110 Other systemic therapy 108 (67 1) 164 (80.8) ? § | I:I)lfference: 11.% &, Neﬁszgz'ggig 12.:2 = T
Progression on first subsequent anticancer therapy® g -g 40 — E | T Adjudicated drug'rglgt\?fjolhg s kU
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