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Results « Hazard ratios for PFS favored Dato-DXd over ICC across all prespecified patient subgroups (Figure 5). Safety summary
U « Median treatment duration was 6.7 months with Dato-DXd and 4.1 months with ICC.

Figure 5. PFS by BICR across subgroups

Obj ective Patients N » Rate of Grade =3 TRAEs in the Dato-DXd group was less than half that in the ICC group (Table 2).
: : : : . . . ' ' : - ' HR » Fewer TRAEs leadingto dose reductions or interruptions with Dato-DXd compared with ICC (Table 2).
« TROPION-Breast01, arandomized, Phase 3, open-label, global study, assessed efficacy and safety of Dato-DXd vs ICC in patients with TROPION-Breast01randomized a total of 732 patients: 365 to Dato-DXd and 367 to ICC (Figure 3). Dato-DXd ICC Most TRAES were G?ade 1-2 and manageable (TaEIe 3) P ( )
' i i i ior i ' in thi i ¢ A -off (17 July 2023), median follow up was 10.8 months. _ * - -
inoperable or metastatic HR+/HER2- breast cancer who had received one or two prior lines of systemic chemotherapy in this setting. t c!ata cut-off ( J‘U y 2023), ?d an study 9 9 up was 10 8 onths All patients 2121365  235/367 . 0.63
C | : » Patientdemographics and baseline characteristics are shownin Table 1. o <65 years 163274  190/295 0.64 Table 2. Overall safety summary
oncilusions : : : : " Age at randomization
. _ _ _ _ _ Figure 3: Patient disposition >65 years 49/91 45/72 ] 0.65 TRAES, n (%) Dato-DXd (n=360) ICC (n=351)
. TROPION-Bre_astOl demonstrated that Dato-DXd provides bothimproved efficacy and safety compared with ICC for patients with Asian 88/146  101/152 0.70 Al grades 337 (94) 303 (86)
HR+/HER2—-disease. Screened (n=1003) Race ! !
TROPION-B o1 its dual ori PES endooint. d ) stically signif d clinicall inaful 1 Non-Asian 109/187  119/183 —— 0.59 Grade 23 75 (21) 157 (45)
-Dr t0O1l metit rmar n Int monstrating statisti Ignificantan ini meanin Improvemen . . .
in PES with DZ?OS—DXd sorrfpalsgd?/vitheigC enepoint, demonsiiating statistealy signiicantant clinicatly meaningil improveme Randomized (n=732) ECOG PS 0 119/197  136/220 —e— 0.73 Associated with dose reduction 75 (21) 106 (30)
' | 1 91/165 08/145 —— 0.52 Associated with dose interruption 43 (12) 86 (25)
— Consistent PFS benefit observed across subgroups. : S o 9(3 9(3
Sy — Py M Geoaranhic region US, Canada, Europe 110/186  112/182 —e— 0.62 Associated with discontinuation (3) (3)
- i i . ' i i - ato- = = i i : :
Higher ORR with Dato-DXd and a trend at interim OS favoring Dato-DXd. . Onguing sty reatment (1=93) . Ongoing study treatmen (1239 grap 9 Rest of World® 1021179 123/185 0.66 Associated with death 0 1(0.3)
Overall, Dato-DXd demonstrated a favorable and manageable safety profile, with no new safety signals. N e o e ICC: o i
g yp ysig « Discontinued study treatment (n=267). - Discontinued study treatment (n=312). . Eribulin mesviate: n=220 Number of previous lines 1 128/229  145/225 F—e—i 0.65 Serious TRAEs 21 (6) 32 (9)
- Mostadverse events of special interestwere Grade 1-2. Progressive disease (n=229). Progressive disease (n=240). Vinorelbi d 38. ' of chemotherapy 2 84/135  90/141 ——t 0.60 Grade 23 17.(5) 31(8)
. . : : * Vinorelbine: n=38.
— Patientsreceiving Dato-DXd had fewer Grade 23 TRAESs (lessthan half that with ICC), as well as fewer TRAESs leadingto dose Adverse event (n=11). Adverse event (n=10). o Prior use of CDK4/6 Yes 177/304  192/300 —e— 0.62 g :
interruption/reduction compared with ICC. Patient decision (n=13). Patient decision (n=32). * Gemcitabine: n=33. inhibitor No 35/61 43067 ’ 0.73 Table 3. TRAEs occurring in 215% of patients
Death (n=2). Death (n=7). » Capecitabine: n=76. - | 54/91 50/85 061 System organ class Dato-DXd (n=360) ICC (n=351)
Results support Dato-DXd as a potential new therapeutic option for patients with metastatic HR+/HER2— breast cancer. Other (n=12). Other (n=23). axane alone ' ! ' Preferred term, n (%) Any grade Any grade
i Anthracycline alone 9/24 20/28 . | 0.48 i
*360 and 351 patients received treatment w ith Dato-DXd and ICC, respectively. Prior use of taxan.e y ] Blood and Iymphatlc syStem
and/or anthracycline Both taxane and anthracycline 117/204  129/211 0.69 Anemia 40 (11) 4 (1) 69 (20) 7(2)
. Table 1. Demographics and baseline characteristics Neither taxane nor anthracycline  22/46 27/43 . | 0.45 Neutropenia* 39 (11) 4(1) 149 (42) 108 (31)
Dato-DXd (n=365 ICC (n=367 T T T T
PI al n I a'n g u a'g e S u m m ary di 5 ( ) ) Size of circle is proportional to the number of events across both treatment groups. 0.25 05 075 1 1.5 Eye
Why did f " " Age, median (range), years 56 (29-86) 54 (28-86) *Three patients from Canada w ere incorrectly stratified to Rest of World. Hazard Ratio Dry eye 78 (22) 2 (0.6) 27 (8) 0
y did we perform this research? Female, n (%) 360 (99) 363 (99) Gastrointestinal
Datopotamab deruxtecan (Dato-DXd) is a drug that consists of datopotamab (an antibody) joined to a chemotherapy (deruxtecan) Black or African American / Response
p _ : g Y _ Y)l em Py - Race, n (%) Asian | White { Other* 4 (1) / 146 (40) / 180 (49) /35 (10) 7 (2) / 152 (41) / 170 (46) / 38 (10) _ . . . . Nausea 184 (51) 5(1) 83 (24) 2(0.6)
Datopotamab binds to a protein found on cancer cells called TROP2, where it then releases deruxtecan inside the tumor cells, which _ lan _ Iite _ er » Confirmed ORR was higher with Dato-DXd compared with ICC (Figure 6). Stomatitis 180 (50) 23 (6) 46 (13) 9(3)
kills the tumor. The TROPION-Breast01 study involved patients with breast cancer tumors that were hormone receptor positive and Ethnici Y Hispanic or Latino / 40 (11) / 322 (88 43 (12) / 318 (87 y
s : : : : thicity, n (%) Not Hispanic or Latinot (11) (88) (12) (87) Figure 6. Responserate by BICR Vomiting 71 (20) 4 (1) 27 (8) 2 (0.6)
classified as HER2 negative and could not be surgically removed, whose cancer continued to grow despite hormonal therapy and for — g - Y y o~
whom hormonal therapy was unsuitable, and who had received previous treatment with chemotherapy. TROPION-Breast01 aims to see Er:lé)r:]gtr]heesr;;yi nop L2 229 (63) / 135 (37) 225 (61) / 141 (38) 45 - ORR Constipation 65 (18) 0 329 0
if Dato-DXd allows patients to live longer without their cancer getting worse, compared with patients receiving standard chemotherapy. Brior CDKA/6 i,nhibitor 40 - 36.4% Bl Complete response (n=2; 0.5%) General
. . " Yes /No 304 (83) / 61 (17 300 (82) / 67 (18 i Fatigue 85 (24 6 (2 64 (18 7(2
How did we perform this research? n (%) (83) (17) (82) (18) . I Partial response o gnd beutaneoue (24) (2) (18) (2)
732 eligible patients were randomly assigned in equal numbers to receive treatment with either Dato-DXd or a suitable chemotherapy, Prior taxane and/or Taxane and/or Anthracycline 330 (90) 339 (92) 20 4 ORR Alopecia 131 (36) 0 72 (21) 0
i i i i i i i anthracycline, n (% i c e
out of four options chosen by the treating doctor. Each patient could continue to receive their designated treatment for as long as the racy ( 0)_ __ Neither _— 35 (10) 28 (8) =R 22 9% “Neutropenia included the PTs neutropenia and neutrophil count decreased.
tumor was Controlled by the drug and there were no unacceptable side effects. *Including not reported. TEthnicity missing: 3 patients in Dato-DXd group; 6 patients in ICC group. S o 25
fin the inoperable/metastatic setting; one patient in the Dato-DXd group had 3 prior lines of chemotherapy; one patient in the ICC group had 4 prior lines. 1<) 8 20 Ad t f . | . t t
. . . c -
Whatwerethe findings of this research? _ _ 2 § VErse events of special interes
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Patients who received Dato-DXd had better progression-free survival (i.e., the time from starting treatment to the breast cancer getting Progression-free survival g e 15 Oral mucositis/stomatitisT: led to treatment Table 4. Adjudicated drug-related ILD
worse, or death) than patients who received chemotherapy. Also, 36% of patients in the Dato-DXd group had their tumor reduce in size « TROPION-Breast01 met its dual primary endpoint of PFS by BICR (Figure 4). 10 discontinuationin one patientin the Dato-DXd group. Dot s
compareql with 23% of f[hose in the chemothgrapy group.lThe most common side effects with Dato-DXd were feeling sick (nausea) and - PFS by investigator assessment (secondary endpoint) was similar to PFS by BICR: median 6.9 vs 4.5 months; 5 - * Ocular Qventsi: most were dry eye; one patient
a sore or inflammation in the mouth (stomatitis) — these side effects are typical of Dato-DXd treatment and could be managed. HR 0.64 (95% Cl 0.53-0.76 discontinued treatment in the Dato-DXd group. All grades, n (%) 9(3) 0
.64 (95% C1 0.53-0.76). 0 cor |
What are the implications of this research? . T : Dato-DXd (n=365) ICC (n=367)  Adjudicated drug-related ILDS: rate was low; mainly Grade 23, n (%) 2 (V)T 0
_ _ o _ _ Figure 4. PFS by BICR: Primary endpoint Grade 1/2 (Table 4).
The results show that Dato-DXd provides meaningful benefits, with a favorable and manageable side-effect profile, and therefore
i i i i i i i i 1.0 . . . tOral mucositis/stomatitis events included PTs of aphthous ulcer, dysphagia, glossitis, mouth ulceration, odynophagia, oral mucosal blistering, oral pain, oropharyngeal pain,
represents a pOtentlal new tr_eatment_ Optlon for this type of breastcancer. The StUdy will continue to follow patlents until the questlon of Dato-DXd ICC Overall survival (d ual primary end p0|nt) pharyngeal inflammation, stomatitis, tongue ulceration; all grade: 59% w ith Dato-DXd, 17% withICC; Grade 3: 7% w ith Dato-DXd, 3% with ICC.
whether treatment heIpS patients to live Ionger overall can be answered. 0.9 — Median PES 6.9 49 ) _ ) _ *Ophthalmologic assessments w ere required at screening, and then every 3 cycles from Cycle 1 Day 1 and at end of therapy; ocular events included selected PTs from
. ' edian ) . . e OS data were not mature (|nf0rmat|on fraction 39%) median f0||0W_up 9.7 months. Corneal Disorder SMQ and select relevant PTs from Eye Disorder SOC; all grade: 49% w ith Dato-DXd, 23% with ICC; Grade 3: 1% with Dato-DXd (one patient with dry eye,
Wherecan | access moreinformation? 0.8 — months (95% ClI) (5.7-7.4) (4.2-5.5) ) one patient w ith punctate keratitis, and one patient with dry eye and ulcerative keratitis), 0% w ith ICC.
. e e .. . .. . n « Atrend faVOI’Ing Dato-DXd was observed: HR 0.84 (95% Cl 062—114) 8ILD includes events that w ere adjudicated as ILD and related to use of Dato-DXd or ICC (includes cases of potential ILD/pneumonitis, based on MedDRA v23.0 for the
Thistrial is listed on WWW.C||nlca|tr|a|S.gOV here: https://clinicaltrials.gov/study/NCT05104866. L 0.7 — HR (95% CI) 0.63 (0.52-0.76) ] L . narrow ILD SMQ, selected terms from the broad ILD SMQ, and PTs of respiratory failure and acute respiratory failure).
The StUdy design has been publlshed here: https://www.futuremedicine.com/doi/10.2217/on-2023-0188 9_' 0.6 | e The StUdy IS Contlnumg to the next planned anaIySIS for OS. TOne adjudicated drug-related Grade 5 ILD event: attributed to disease progression by investigator.
) : : : : ' o .07 P-value <0.0001
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