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« In the phase 3, open-label, randomized TROPION-Breast01 « The study design is given in Figure 1. Full details of the study Figure 1. TROPION-Breast01. A randomized, phase 3, open-label, global study (NCT05104866).
. . . study, Dato-DXd significantly reduced the risk of disease and primary analysis results have been published previously.!
Exposure-adjusted incidence rates (EAIRS) of adverse events progression or death versus ICC (hazard ratio, 0.63 [95% Cl, . Prophylactic anti-emetic agents were highly recommended prior
0.52-0.76]; p<0.0001) in patients with HR+/HER2— inoperable or t0 infusion of Dato-DXd. and b td ded. 1 ) ) o Dato-DXd Endpoints:
from the TROPION-BreastO1 stu dy of da'[OpOtam ab deruxtecan metastatic breast cancer who had disease progression on 0 Iniusion ot 2ato ,an. on st Sfequen s aS_ nee e... Key inclusion criteria: 6 mg/kg IV Day 1 Q3W - Dual primary: PFS by BICR per
endocrine therapy or for whom endocrine therapy was unsuitable * As part of an AE prophylaxis plan, daily use of steroid-containing = Patients with HR+/HER2— breast (n=365) RECIST v1.1, and OS

(Da’[O 'DXd) VS inveStigator,s choice of ChemOtherapy in patients and had previously received 1-2 lines of chemotherapy in the mouthwash was highly recommended. Ophthalmologic cancer (HER2- defined as IHC

= Secondary endpoints included: ORR,

; : : 0/1+/2+; ISH negative) R : ) .
) ) . inoperable or metastatic setting. assessments were mandated for both study arms to survey for ; duration of response, PFS (investigator
Wit h p retreated 1IN0 p erab | e/m etastatic H R+/H FR2-— b reast cancer . Dato-DXdwas well tolerated vs IGC, and no new safety signals ocular surface events, and daily use of artificial tears and = Previously treated with 1:1 : _ assessed), and safety
o o ’ 9 avoidance of contact lenses were recommended.*3 1-2 lines of chemotherapy Investigator’s choice of
were identified.! Additional safety analyses showed that AESIs _ _ _ (inoperable/metastatic setting)
with Dato-DXd were typically low grade and were manageable * EAIR was defined as the number of patients who experienced at . Experi . chemoth erapy (|CC)
1AM . 3 : 4 NG : L5 6 : - N 7 . . : perienced progression on ET or e
Hope S. Rugo,! Aditya Bardia,? Seock-Ah Im,3 Sonia Pernas,* Michelino De Laurentiis,®> Shusen Wang,® Noelia Martinez Jarfiez, using toxicity management guidelines.2 least one specific AE, divided by the total exposure time for whom ET was unsuitable as per protocol directions?
. e . . .. . . . ’ : _ : ibulin mesylate D1,8 Q3W; vinorelbine D1,8 Q3W;
Giuliano Borges,8 David W. Cescon,® Masaya Hattori,1° Yen-Shen Lu,! Junji Tsurutani,'2 Sara M. Tolaney,!3 Darlington Mapiye,14 atient-year of exposure in each treatment group). (eribulin o
g . _ Yy . J > ) y 9 Py « The rate of all-grade TRAES was comparable for Dato-DXd (P y . P . SWBLE) _ = ECOGPSOor1 gemcitabine D1,8 Q3W:; or capecitabine D1-14 Q3W)
Kwame Atuah,’® Deepali Verma,® Sabrina Khan,!” Binghe Xu,!® Barbara Pistilli,’® Komal Jhaveri?° compared with ICC (93.6% vs 86.3%); however, the median - Exposure time was calculated from first dose date to first onset of (n=367)
!Department of Medicine, University of California San Francisco Comprehensive Cancer Center, San Francisco, CA, USA, 2University of California Los Angeles, Jonsson Comprehensive months vs 4.1 months). cut-off (treatment ongoing) or last dose (if treatment was
Cancer Center, Los Angeles, CA, USA; 3Department of Internal Medicine, Seoul National University Hospital, Cancer Research Institute, Seoul National University College of Medicine, ’ ' discontinued) + L - ) ) o 5 . .
Seoul National University, Seoul, Republic of Korea; “Department of Medical Oncology, Institut Catala d'Oncologia, IDIBELL, L’Hospitalet, Barcelona, Spain; °Department of Breast and o Due to the differences in treatment duration. we conducted a post ’ I Was_admln_lstered as .fOIIOW.S' er|bu_l|n IMESHEE, LA Fgime 1 et [DeyE L 2ne & Q3W' ce_lpecnabme, LEIE ol A28 lighlin Sitellyy it il o By 4L 1 24, Y (folesre oy
: . : : . ; ) B ) ) ; . . ) z standard institutional practice); vinorelbine, 25 mg/m2 IV on Days 1 and 8, Q3W; or gemcitabine, 1000 mg/m?2 IV on Days 1 and 8, Q3W.
Thoracic Oncology, Istituto Nazionale Tumori Napoli IRCCS "Fondazione Pascale", Napoli, Italy; Department of Medical Oncology, Cancer Center of Sun Yat-sen University, hoc exploratory safety anaIyS|s for EAIRS.

Guangzhou, China; “Medical Oncology Department, Ramoén y Cajal University Hospital, Instituto Ramén y Cajal de Investigacion Sanitaria (IRYCIS), Madrid, Spain; éClinical Oncology,
Catarina Pesquisa Clinica, Santa Catarina, Brazil; °Department of Medical Oncology, Princess Margaret Cancer Centre/UHN, Toronto, ON, Canada; 1°Department of Breast Oncology,
Aichi Cancer Center, Nagoya, Japan; 11Department of Oncology, National Taiwan University Hospital, National Taiwan University College of Medicine, Taipei, Taiwan; 2Advanced
Cancer Translational Research Institute, Showa University, Tokyo, Japan; 13Dana-Farber Cancer Institute, Boston, MA, USA; 1“Biostatistics, AstraZeneca, Cambridge, UK; 15Global

Results and interpretation Safety

Absolute incidencel

Patient Safety, AstraZeneca, Cambridge, UK; 60Oncology R&D Late Stage Clinical Development, AstraZeneca, Cambridge, UK; ’Oncology R&D Late Stage Clinical Development, ) * Absolute incidences and EAIRs are given in Table 3; all categories n (%) Dato-DXd (n=360) ICC (n=351) Dato-DXd Icc
AstraZeneca, Gaithersburg, MD, USA; 18National Cancer Center / National Clinical Research Center for Cancer / Cancer Hospital, Chinese Academy of Medical Sciences and Peking Patients of AEs were lower with Dato-DXd compared with ICC by EAIR. Any AEs 350 (97.2) 337 (96.0) 1.77 2 40
Union Medical College, Beijing, China; °Department of Medical Oncology, Gustave Roussy Cancer Center, Villejuif, France; 2°Department of Medicine, Memaorial Sloan Kettering Cancer . . . . . Any AEs, possibly treatment-related® 337 (93.6) 303 (86.3) 1.70 216
Center, New York, NY, USA and Department of Medicine, Weill Cornell Medical College, New York, NY, USA. In total, 7.32 _patlents were randomized. .M(.)St patlents had — The rate of grade 23 TRAEs with Dato-DXd was less than half Grade =3 AE 117 (32.5 190 (54.1
0 0 . rade 23 AEs (32.5) (54.1) 0.59 1.35
metastatic disease (98.5%) and the majority of patients (62.0%) that with ICC. _ . 25 (50,8 157 (44.7
had received one prior line of chemotherapy for inoperable or Grade 23 AEs, possibly treatment-related (208) (4.7) 0.38 1.12
: : metastatic disease (Table 1) — Fewer TEAEs led to dose modification, dose reduction or Death due to AEs b 8 i(g-g) 0.00 0.02
O bJ ECt AV e _ ' _ _ _ interruption with Dato-DXd than with ICC. Death due to AEs, possibly reatment-related 54 (15.0) 64 E 18 )2) 0.00 0.01
Of the 732 randomized, 5 and 16 patients did not receive Absolute incid 4 EAIR ven in Table 4 and Fi 5 SAEs i A 01 0.27 0.46
* Inthe phase 3, open-label, randomized TROPION-Breast01 study, the rates of any-grade TRAEs were comparable for Dato-DXd or ICC, respectively; consequently, 360 patients received solute Incidences an s are given In Table 4 and Figure 2. ZAEds, Egsssféy treatment-related z ((13 1)) > ((17 1)) 8';411 g_ig
. . . . . . raae = S . . . .
Dato-DXd vs ICC, yet the median duration of treatment was longer for Dato-DXd vs ICC (6.7 vs 4.1 months, respectively). The Dato-DXd and 351 received ICC. — There were no differences in EAIRs between Dato-DXd and ICC Grade >3 SAESs, possibly treatment-related® 17 (4.7) 31 (8.8) 0.09 0.22
objective pf this analysis was to determine if adjusting for the longer duration of exposure in the Dato-DXd arm had an impact on the for serious AEs, AEs leading to treatment discontinuation, and SAEs leading to treatment discontinuation 4(1.1) 4(11) 0.02 0.03
comparative rates of AEs in the study. death due to AEs. SAEs leading to treatment discontinuation, possibly treatment-related® 3(0.8) 4(1.1) 0.02 0.03
. N Dato-DXd IcC - All TRAEs and grade =3 TRAE rates by EAIR were lower with AEs leading to treatment discontinuation b 191 (23-51) 20 (22-? 0.06 0.07
Conclusions (n=365) (n=367) Dato-DXd compared with ICC. S oating 0 eament deconunuaton, possibly eatment-reated o A 005 0.06
+ As previously presented, Dato-DXd demonstrated a manageable safety profile in TROPION-Breast01 compared with ICC,%2 which Median age, years (range)* 260 (29-86) >4.0 (28-86) ’ Aft_er adjusting er exposure, most of the TE_AES had higher AEs leading to dose reduction 83 (23.1) 113 (32.2) 0.42 0.80
was consistent with that observed in previous studies of Dato-DXd.! Age group (years)?, n (%) incidence rates in the ICC arm compared with the Dato-DXd arm AEs leading to dose interruption 78 (21.7) 120 (34.2) 0.39 0.85
. . . . . . . <65 274 (75.1) 295 (80.4) (Figu re 3)- apatients with multiple events in the same category are counted only once in that category; patients with events in more than one category are counted once in each of those categories. PAs assessed by the
After adJUStmg for the differences in treatment duration, the t0|erab|“ty proﬁle of Dato-DXd Compared favorably to ICC across all 265 91 (24.9) 72 (19.6) " : investigator. Includes AEs with an onset date or that worsen on or after the date of first dose of study treatment up to and including date of last treatment +35 days and prior to start of any subsequent cancer
. . — Nausea and stomatitis were the most common events with
categories of AEs as well as numerous individual AEs. Sex, n (%) Dato-DXd therapy.
_ > : i : Female 360 (98.6) 363 (98.9) ' , _ iati
All grade and grade =3 TRAE rates were lower with Dato-DXd compared with ICC. ek 5 (14) 2 (L1 —  Nausea, neutropenia and anemia were the most common events Abbreviations
This analysis provides additional support to the primary results of TROPION-Breast01, indicating that Dato-DXd is well tolerated and Race, n (%) with ICC. Absolute incidence? B 0st00x EAIR difference with 95% ClI AE, adverse event; AESI, adverse event of
may be a novel treatment option for patients with inoperable or metastatic HR+/HER2— breast cancer who have received 1-2 prior " Limitati special interest; ALT, alanine
White 180 (49.3) 170 (46.3) imitations B cc . _
lines of chemotherapy for advanced disease. Asian 146 (40.0) 152 (41.4) . — Deaths due 1o AEss |0 aminotransferase; AST, aspartate
_ _ ' \ * The analysis was conducted post hoc and was not pre-defined in the b aminotransferase; BICR, blinded
Black or African American 4(L1) 7(1.9) statistical plan. o2 independent central review; CDK4/6, cyclin-
Other 3(0.8) 6 (1.6) . N dependent kinase 4/6; Dato-DXd,
Not reported 32 (8.8) 32 (8.7) + EAIR assumes that the risk of an event occurring is constant over At o datopotamab deruxtecan:: EAIR, exposure-
. . . t R] )
Ethnicity, n (%) time; EAIR may not be optimal when the onset of AEs is delayed reatment IZ'5 reh adjusted incidence rate; ECOG PS, Eastern
_ _ Not Hispanic or Latino 322 (88.2) 318 (86.6) or the risk varies over time. discontinuation® 26 Cooperative Oncology Group performance
Why did we perform this research? Hispanic or Latino 40 (11.0) 43 (11.7) status; HER2, human epidermal growth
Endocri _ _ _ . Missing 3(0.8) 6 (1.6) factor receptor 2; HR, hormone receptor;
. ndocrine therapy is a standard treatment for people with people with hormone receptor-positive (HR+), human 5.8 ICC, investigator’s choice of chemotherapy;
. . . . ECOG PS Y SAEsP ——i " . . ’
epidermal growth factor receptor 2 (HER2-) inoperable or metastatic breast cancer, a type of cancer which has estrogen N (%) Dato-DXd (n=360) ICC (n=351) 9.1 ITT, intention-to-treat; 1V, intravenous;
and/or progesterone receptors on the surface (HR+) but not HER2 (HER2-). 2 12; Eig-g iig gg-g ORR, objective response rate; OS, overall
. . .. . . - : Any AEs, possibly treatment-relatedb survival;; PFS, progression-free survival,
If endocrine therapy stops working, then chemotherapy is given but this can have severe side effects and often does not 2 3(0.8) 1(0.3) ! P ’ 0.8 PPE, palmar-plantar erythrodysesthesia;
. - Grade 23 - ——— ' . Lo
stop the cancer from growing. Missing 0 1(0.3) n (%) 337 (93.6) 303 (86.3) TRARS 447 RECIST, Response Evaluation Criteria in
- i i - i i i Type of disease, n (% Solid Tumors; Q3W, every 3 weeks; TEAE,
Datopotamab deruxtecan (Dato-DXd) is an antibody-drug conjugate that consists of an antibody (datopotamab) and an ype of diseasa. n (%) 156 975 265 995 EAIR (95% C) 170 (153-1.90) 216 (193-2.41) treatment-emergent adverse event; TRAE,
anticancer drug payload (DXd), which are joined via a stable cleavable linker. Dato-DXd binds to TROP2 on the surface Locally advanced/inoperable o2 55 20 55 treatment-related adverse event.
. . . . . . . . A 93.6
of cancer cells and is then internalised, where the linker detaches and releases DXd to kill the cancer cells. Y EAIR difference vs ICC (95% ClI) -0.45 (-0.75 to -0.15) TRARSS -3 —_— Ack led i
_ Prior lines of chemotherapy in the ' cknowledgements
In a study called TROPION-Breast01, 732 people from around the world were treated with Dato-DXd or chemotherapy. metastatic setting, n (%) Grade 23 AEs, possibly treatment-relateda® T T o e e e e T 5t om o ok o o g
People who received Dato-DXd had a reduced risk of their cancers growing or getting worse than people who were 1 229 (62.7) 225 (61.3) patients (%) e i 2 5 The study was funded by AstraZeneca. The
treated Wlth Chemotherapy. 2 135 (370) 141 (384) n (%) 75 (208) 157 (447) > Favors Dato-DXd Favors ICC authOI’S WOU|d Ilke tO thank the patlents and
3 1(0.3) 0 apatients with multiple events in the same category are counted only once in that category; patients with events in more than one category are counted once in each of their families. Medical writing support for the
Some side effect rates were higher with Dato-DXd than with chemotherapy; however, this may be because people were 4 0 1003 EAIR (95% ClI) 0.38 (0.30-0.48) 1.12 (0.96-1.31) those categories. °As assessed by the investigator. Includes AEs possibly treatment-related with an onset date or that worsen on o after the date of first dose of study development of this poster, under the
. . . ( . ) treatment up to and including date of last treatment +35 days and prior to start of any subsequent cancer therapy. . . .
treated for longer with Dato-DXd (median duration: 6.7 months for Dato-DXd vs 4.1 months for chemotherapy). . — , . direction of the authors, was provided by
) ) - - - - - Prior CDK 4/6 |nh|b|t0r, n (%) EAIR difference vs ICC (95% CI) -0.74 (-0.93 to -0.54) Mark Holland of Ashfield MedComms
In this analysis, researchers wanted to see if the number of side effects changed when they adjusted for the difference in Yes 304 (83.3) 300 (81.7) orious AR I treatmentrelatede (Macclesfield, UK), an Inizio company, and
how long people had been treated. No 61 (16.7) 67 (18.3) eriotis A=s, possibly trestment-related™ Dato-DXd Icc funded by AstraZeneca.
) Peop Geographic region (%) 21 (5.8) 32 (9.1) Nausea S ’
How did we perform this research? n (% 16 1 it 55 [0
P US, Canada, Europe 186 (51.0) 182 (49.6) S:ma“t_'s S Discl
. . . . . . - . opecia 0.69 0.55
* The number of people with side effects were adjusted by calculating the number of people with side-effects divided by the Rest of World 179 (49.0) 185 (50.4) EAIR (95% Cl) 0.11 (0.07-0.16) 0.23 (0.16-0.32) Neutmgema I ISCIoSuUres
length of treatment for Dato-DXd and chemotherapy, these are known as exposure-adjusted incidence rates. aAge at randomization. Constination . - Hope S. Rugo has acted as a consultant or
EAIR difference vs ICC (95% CI) -0.12 (-0.21 to -0.03) P 1 advisor for Napo Pharmaceuticals. Puma
What were the findings of this research? : Anemia 228 Sl : P N
’ + At data cut-off (July 17, 2023), 267 and 312 patients had , _ . , . Biotechnology, Mylan, and Daiichi-Sankyo;
. . o . . : . . AEs leading to treatment discontinuation, possibly treatment-relatedab Neutrophil count decreased 012 022 . ’ ’ : RO
« The rate of all of the side-effect categories and most of the individual side effects were lower with Dato-DXd compared discontinued Dato-DXd and ICC, respectively (Table 2). Fatigue . - ?as r%cgllvsrclj resealilch futr_mdng”(to |\I/|nStIt|LJtlon)
i . . . . ; rom arma, Novartis, LIy, IMerck,
with chemotherapy. ~  The most common reason for discontinuation was disease n (%) 9(29) 9(2.:6) \[/)(';::E: - Daiichi-Sankyo, AstraZeneca, Gilead
What are the implications of this research? progression (Dato-DXd n=229; ICC n=240). EAIR (95% CI) 0.05 (0.02-0.09) 0.06 (0.03-0.12) Dry eye - gmenlces, ,i\/stellaélPhaémgt,hL?uho
. i . . . . ncology, veru, axoomi Ine,
«  The results show that Dato-DXd had fewer side effects than chemotherapy when adjusted for length of treatment and * Atdata cut-off, 93 patients were still on treatment in the EAR dif oG (5% Cl Asthenia . Genentge)(/;h/Roche and Stemline
could be a new type of treatment for people with HR+, HER2- inoperable or metastatic breast cancer whose cancers got Dato-DXd arm, compared with 39 in the ICC arm. erence vs 1€ (9% <V 002 (0.07100.03) . AST 'd””easf’d = Therapeutics. Please refer to the associated
. .. . . . ecreased appetite 0.29 04 .
worse while receiving endocrine therapy or who cannot receive endocrine therapy. Deaths due to AEs, possibly treatment-relatedab ALT incfezsed B - abstract for co-author disclosures.
COVID-19 0.28 10.33
Dispositi Dato-DXd (n=360 ICC (n=351 "o ° 103 PPE 0.04 MNCETS Ref
_ _ Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy of Isposition ato- (E=560) (n=351) White blood cell count decreased — ererences
Poster Mobile-friendly poster these materials. Alternatively, please use the link below. Discontinued treatment 267 312 EAIR (95% CI) - 0.01 (0.00-0.05) Pyrexia - 1 Bardia A et al. J Clin Oncol 2024-epub
https://bit.ly/4dsSerz Disease progression 229 240 H Z h . . ahead Of’ resé o
s of th btained through th de or link are f | v and o Patient decision 13 32 EAIR difference vs ICC (95% ClI) 0.01 (-0.01 to 0.04) eadache S P :
T e Other’ 5 23 S _ B Couer 2. Jhaveri K, etal. LBA2. Presented at the
: AE 11 10 aPatlenf[s with multiple events in the same category are counted only once |n_thatbcategory; patients with Punctate keratitis i . . Q.19 ! 9,16 . . . 2024 ESMO Breast Annual Congress;

) ) Death 2 7 events in more than one category are counted once in each of those categories. PAs assessed by the 12 08 04 0 04 08 12 Mav 15-17. 2024 Berlin. German
Corresponding author email address: hope.rugo@ucsf.edu : investigator. Includes AEs with an onset date or that worsen on or after the date of first dose of study EAIR® y ' ' ' Y-
Corresponding author Twitter handle: @hoperugo Remain on treatment 93 39 treatment up to and including date of last treatment +35 days and prior o start of any subsequent cancer aData are ordered according to highest rate in either the Dato-DXd or ICC arms. PPatients with multiple events in the same category are counted only once in that 3. Bardia A, et al. Future Oncol 2024;

aIncludes clinical or subjective disease progression and physician decision. therapy. category; patients with events in more than one category are counted once in each of those categories. Includes AEs with an onset date or that worsen on or after 20:423-36.

Poster presented at the European Society for Medical Oncology (ESMO) Congress 2024; Barcelona, Spain; 13—17 September 2024 the date of first dose of study treatment up to and including date of last treatment +35 days and prior to start of any subsequent cancer therapy.
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