
1

DAIICHI SANKYO CO., LTD.

ESMO 2021 Highlights

Ken Takeshita, MD

Global Head of R&D



Management strategies and plans, financial forecasts, future projections and policies, and R&D information that Daiichi Sankyo discloses in 

this material are all classified as Daiichi Sankyoõs future prospects.  These forward looking statements were determined by Daiichi Sankyo 

based on information obtained as of today with certain assumptions, premises and future forecasts, and thus, there are various inherent risks 

as well as uncertainties involved.  As such, please note that actual results of Daiichi Sankyo may diverge materially from Daiichi Sankyoõs 

outlook or the content of this material.  Furthermore, there is no assurance that any forward -looking statements in this materia l will be 

realized.  Regardless of the actual results or facts, Daiichi Sankyo is not obliged and does not have in its policy the duty to update the content 

of this material from the date of this material onward.

Some of the compounds under discussion are investigational agents and are not approved by the FDA or any other regulatory agency

worldwide as a treatment for indications under investigation. Efficacy and safety have not been established in areas under investigation. There 

are no guarantee that these compounds will become commercially available in indications under investigation.

Daiichi Sankyo takes reasonable care to ensure the accuracy of the content of this material, but shall not be obliged to guarantee the absolute 

accuracy, appropriateness, completeness and feasibility, etc. of the information described in this material.  Furthermore, any information 

regarding companies, organizations or any other matters outside the Daiichi Sankyo Group that is described within this material has been 

compiled or cited using publicly available information or other information, and Daiichi Sankyo has not performed in -house inspection of the 

accuracy, appropriateness, completeness and feasibility, etc. of such information, and does not guarantee the accuracy thereof.

The information described in this material may be changed hereafter without notice.  Accordingly, this material or the inform ation described 

herein should be used at your own judgment, together with any other information you may otherwise obtain.

This material does not constitute a solicitation of application to acquire or an offer to sell any security in the United Sta tes, Japan or elsewhere.

This material disclosed here is for reference purposes only.  Final investment decisions should be made at your own discretion.

Daiichi Sankyo assumes no responsibility for any damages resulting from the use of this material or its content, including without limitation 

damages related to the use of erroneous information.
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Introduction

ÉThis yearõs ESMO marks a major turning point in Daiichi 

Sankyoõs transformation into a global leader in oncology

ü 4 late-breaking presentations, including 1st late breaking presentation in 

Presidential Symposium

ü 1st time to present the clinical data of DS-7300, the 4th DXd-ADC in the 

clinic

ÉThese data show Daiichi Sankyoõs growing leadership in 

creating transformative medicines for 

patients with cancer and continue to 

demonstrate the strength of our ADC 

technology across multiple cancers.
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Highlights of 4 late breaking presentations

1. ENHERTU® DESTINY-Breast03 (HER2+ BC, 2L, Ph3)
É 1st late breaking presentation in Presidential Symposium

É 1st global Ph3 head to head trial in breast cancer showing superior efficacy of 

ENHERTU® compared to T-DM1

É Demonstrated unprecedented , highly statistically significant and clinically meaningful 

improvement in PFS

Ą Provides definitive and confirmatory evidence to become the new 

standard of care for 2 nd line HER2+ BC patients and significantly 

increasing confidence for all ENHERTU® studies in HER2+ BC

A paradigm shift in the treatment of HER2+ BC

BC: breast cancer, PFS: progression free survival
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Highlights of 4 late breaking presentations

2. ENHERTU® DESTINY-Lung01 (HER2 mutated NSCLC, 2L, Ph2)
É Potential of 1st HER2-directed therapy to demonstrate robust and durable tumor 

response in patients with HER2 mutated NSCLC, where currently no drugs are 

approved specifically for this patient population

É Data simultaneously published in the New England Journal of Medicine

Ą Potential to transform patient outcomes and become the new    

standard of care for HER2 mutated NSCLC patients

Transformative potential of ENHERTU ®

across multiple HER2 targetable cancers

NSCLC: non small cell lung cancer
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Highlights of 4 late breaking presentations

3. ENHERTU® DESTINY-Gastric02 (HER2+ GC, 2L, Ph2)

É 1st single arm trial involving Western patients treated with ENHERTU® 

which showed impressive and durable tumor response in patients with 

2nd line HER2+ GC patients 

4. Dato -DXd TROPION-PanTumor01                             

(subgroup analysis of NSCLC with AGAs)

É 1st subgroup analysis of NSCLC with AGAs and encouraging efficacy 

data, gaining confidence in the development of AGA population

AGA: actionable genomic alterations, GC: gastric cancer, NSCLC: non small cell lung cancer
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Highlights of DS -7300 oral presentation

É DS-7300 Ph1/2 study in solid tumors
ü 1st clinical data from the 4th DXd-ADC, DS-7300, presenting the interim results of 

first-in-human dose escalation part 

ü DS-7300 is a B7-H3 directed ADC , while no B7-H3 directed therapies are currently 

approved for treatment of any cancer

ü DS-7300 showed promising early clinical activity in heavily pre-treated patients with 

several types of advanced solid tumors as well as tolerable safety with no DLTs 

observed.

Ą Provides preliminary evidence that targeting B7 -H3 with DS -7300      

may be a new effective treatment strategy across several types of  

cancer where current treatment options are limited

Further demonstrates the strength of Daiichi Sankyo 

ADC technology across multiple cancers
DLT: dose limiting toxicity
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Todayõs presentation

3 presentations will be 

touched on today

É ENHERTU® DESTINY-Breast03 Ph3 data 

É ENHERTU® DESTINY-Lung01 Ph2      

HER2 mutated cohort data

É DS-7300 Ph1/2 study interim data 

Total 18 abstracts were released at 

ESMO 2021

É 1 Presidential Symposium 

É 3 Oral presentations

É 2 Mini oral presentations

É 12 e-posters

Full slide decks are included 

in the Appendix

É ENHERTU® DESTINY-Breast03  

É ENHERTU® DESTINY-Lung01 

É ENHERTU® DESTINY-Gastric02 

É ENHERTU® DESTINY-Breast01 

É Dato-DXd TROPION-PanTumor01 

NSCLC cohort

É Dato-DXd TROPION-PanTumor01 

NSCLC cohort AGA subanalysis

É DS-7300 Ph1/2

AGA: actionable genomic alterations, NSCLC: non small cell lung cancer
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Trastuzumab Deruxtecan (T-DXd) vs Trastuzumab Emtansine (T-
DM1) in Patients With HER2+ Metastatic Breast Cancer: Results 

of the Randomized, Phase 3 Study DESTINY-Breast03

Javier Cortés, MDa, Sung-Bae Kim, Wei-Pang Chung, 

Seock-Ah Im, Yeon Hee Park, Roberto Hegg, Min-Hwan Kim, Ling-Ming Tseng, Vanessa Petry, Chi-Feng Chung, 

Hiroji Iwata, Erika Hamilton, Giuseppe Curigliano, Binghe Xu, Caleb Lee, 

Yali Liu, Jillian Cathcart, Emarjola Bako, Sunil Verma, Sara Hurvitz

On behalf of the DESTINY-Breast03 investigators

aMedical Oncology, International Breast Cancer Center (IBCC), Quironsalud Group, and Vall dôHebronInstitute of Oncology (VHIO), 

Barcelona, Spain; Universidad Europea de Madrid, Faculty of Biomedical and Health Sciences, Department of Medicine, Madrid, Spain.

ESMO2021
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ADC Characteristic Differences Between T -DXd and T-DM1

ESMO2021

ADC, antibody-drug conjugate; MoA, mechanism of action.
aThe clinical relevance of these features is under investigation.

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-42. 

4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17:6437-47.
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DESTINY-Breast03: First Randomized Ph3 Study of T -DXd

ESMO2021

An open-label, multicenter study (NCT03529110)

Interim analysis for PFS (data cutoff: May 21, 2021)

ÅEfficacy boundary for superiority: P < 0.000204 (based on 245 events)

ÅIDMC recommendation to unblind study (July 30, 2021)

Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

BICR, blinded independent central review; DOR, duration of response; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; Ph3, phase 3; Q3W, every 3 weeks. 
aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. bProgression during or <6 months after completing adjuvant therapy involving trastuzumab and taxane 
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Patient Disposition

ESMO2021

Median follow up for T-DXd was 16.2 months and for T-DM1 was 15.3 months
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Baseline Characteristics

ESMO2021
ECOG PS, Eastern Cooperative Oncology Group performance status; IHC, immunohistochemistry; ISH, in situ hybridization. 
aHER2-status as evaluated by central lab. 



1717

Prior Therapies

ESMO2021

TKI, tyrosine-kinase inhibitor. 
aRapid progressors defined as progression within 6 mo of (neo)adjuvant therapy) or 12 mo if regimen contained pertuzumab. Line of therapy does not include endocrine therapy. 
bAll patients received at least 1 prior cancer therapy. One patient with prior T-DM1 treatment was enrolled in error in the T-DXd arm. 
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Primary Endpoint: PFS by BICR

ESMO2021
Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)

HR, hazard ratio; INV, investigator; mo, month; NE, not estimable; NR, not reached.
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PFS in Key Subgroups

ESMO2021

HR (T-DXd vs T-DM1)

aRapid progressors on (neo)adjuvant therapy were included. Line of therapy does not include endocrine therapy. 
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Key Secondary Endpoint: OS

ESMO2021

Early OS data with relatively few events (33 in the T-DXd arm, 53 in the T-DM1 arm)
aP = .007172, but does not cross pre-specified boundary of P < .000265
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Confirmed ORR and Best Overall Response

ESMO2021
CR, complete response; DCR, disease control rate; PD, progressive disease; PR, partial response; SD, stable disease.
aOnly subjects with measurable disease at baseline and at least one postbaseline target lesion assessment are included. bBased on BICR.

Red line at 20% indicates progressive disease; black line at -30% indicates partial response.
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Overall Safety Summary

ESMO2021

Å Median treatment duration was 14.3 

months (range, 0.7-29.8) for T-DXd and 6.9 

months (range, 0.7-25.1) for T-DM1

Å The most common TEAE associated with 

treatment discontinuation for T-DXd was 

ILD/pneumonitisa (8.2%) and for T-DM1 was 

thrombocytopeniab (2.7%)

Å The most common TEAEs associated with 

dose reduction for T-DXd were nausea (6.2%) 

and neutropeniac (3.5%) and for T-DM1 were 

thrombocytopeniab (4.2%) and ALT and AST 

increased (2.7% each)

ALT, alanine aminotransferase; AST, aspartate aminotransferase; ILD, interstitial lung disease; TEAE, treatment-related adverse event. 

Relationship to study drug was determined by the treating investigator. 
aInterstitial lung disease includes events that were adjudicated as ILD and related to use of T-DXd or T-DM1 (includes cases of potential ILD/pneumonitis,

based on MedDRA v23.0 for the narrow ILD SMQ, selected terms from the broad ILD SMQ, and PTs of respiratory failure and acute respiratory failure). bThis category includes the preferred terms 

platelet count decreased and thrombocytopenia. cThis category includes the preferred terms neutrophil count decreased and neutropenia.
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Drug -Related TEAEs in Ô20% of Patients

ESMO2021

Adverse events were managed according to the protocol.
aThis category includes the preferred terms neutrophil count decreased and neutropenia. bThis category includes the preferred terms hemoglobin decreased, red blood cell count decreased, anemia, 

and hematocrit decreased. cThis category includes the preferred terms white blood cell count decreased and leukopenia. dThis category includes platelet count decreased and thrombocytopenia. 
eThis category includes the preferred terms fatigue, asthenia, and malaise. fGrade 1 alopecia: T-DXd = 26.5%, T-DM1 = 2.3%; grade 2, T-DXd = 9.3%.

Most drug-related TEAEs were gastrointestinal or hematological in nature
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Adverse Events of Special Interest

ESMO2021

Å There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd

Å In the T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases 

of cardiac failure occurred

LVEF, left-ventricular ejection fraction.
aPatients with prior history of ILD/pneumonitis requiring steroids were excluded. bLeft ventricular dysfunction. cDecreased ejection fraction.
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Conclusions

ESMO2021

Highly clinically meaningful and statistically significant improvement in PFS compared 

with T-DM1 in patients with HER2-positive mBC

ÅPFS HR of 0.28 (P = 7.8×10-22)

ÅConsistent benefit seen across key subgroups and efficacy endpoints, with a confirmed ORR for T-DXd

of 79.7% vs 34.2% for T-DM1 (CR, 16.1% vs 8.7%)

Encouraging OS trend at the time of first interim analysis

Å12-month OS rate for T-DXd was 94.1% vs 85.9% for T-DM1

A safety profile that is comparable between the 2 arms

ÅSimilar rates of all grade and grade Ó3 drug-related TEAEs between arms

ÅThere were no grade 4 or 5 ILD/pneumonitis events in either arm

In the first randomized phase 3 trial in breast cancer, T-DXd demonstrated:

These data support T-DXd becoming the standard of care for                     

2L HER2-positive mBC
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Next steps

É Regulatory filings planned in FY2021 Q3

ü Real-Time Oncology Review* (RTOR) granted by FDA in August 

É Gaining confidence in the development of early treatment lines 

for HER2+ breast cancer

ü DESTINY-Breast09 (1st line, Ph3) and DESTINY-Breast05 (post-neoadjuvant, 

Ph3) studies are ongoing

*RTOR aims to explore a more efficient review process to ensure that safe and effective treatments are 
available to patients as early as possible. RTOR allows the FDA to review much of the data earlier, before  
the applicant formally submits the complete application.
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Primary Data from DESTINY-Lung01: 
A Phase 2 Trial of Trastuzumab Deruxtecan (T-DXd) in Patients 
With HER2-Mutated (HER2m) Metastatic NonïSmall Cell Lung 
Cancer (NSCLC)

Bob T. Li, MD, PhD, MPHa, Egbert F. Smit, Yasushi Goto, Kazuhiko Nakagawa, Hibiki Udagawa, Julien Mazières, 

Misako Nagasaka, Lyudmila Bazhenova, Andreas N. Saltos, Enriqueta Felip, Jose M. Pacheco, Maurice Pérol, Luis 

Paz-Ares, Kapil Saxena, Ryota Shiga, Yingkai Cheng, Suddhasatta Acharyya, Javad Shahidi, David Planchard, Pasi

A. Jänne

On behalf of the DESTINY-Lung01 investigators

aMemorial Sloan Kettering Cancer Center, New York, NY, USA

ESMO2021
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High Unmet Medical Need in Patients with HER2m NSCLC

ESMO2021

Å HER2 mutations drive ~3% of nonsquamous NSCLC and are associated with slightly younger age, female 

sex, never-smoking history, a poor prognosis, and an increased incidence of brain metastasis1-5

Å There are no approved HER2-targeted therapies for patients with NSCLC6

ÅHER2m status is not routinely assessed7, and this population is treated with standard chemotherapy 

and/or immunotherapy8-14

ÅEfficacy in second- or later-line settings is limited (ORR, 7%-27%) 8-14

Å T-DXd is a HER2 antibody-drug conjugate15,16 approved in various countries worldwide for the treatment 

of metastatic HER2-positive breast and gastric cancers

DESTINY-Lung01 assessed the efficacy and safety of T-DXd in patients with HER2m 

NSCLC who had relapsed on or were refractory to standard treatment 
In an interim analysis (data cutoff November 25, 2019), results showed promising T-DXd activity17

Results from the primary analysis of the fully enrolled cohort of patients with a HER2 mutation are presented

HER2, human epidermal growth factor 2; HER2m, HER2-mutated; NSCLC, nonïsmall cell lung cancer; ORR, objective response rate; T-Dxd, trastuzumab deruxtecan.

1. Stephens P et al. Nature. 2004;431:525-526; 2. Mazières J et al. J Clin Oncol. 2013;31:1997-2003; 3. Arcila ME et al. Clin Cancer Res. 2012;18:4910-4918; 4. Pillai RN et al. Cancer. 2017;123:4099-

4105;     5. Offin M et al. Cancer. 2019;4380-4387; 6. Planchard D et al. Ann Oncol. 2018; iv192-iv237; 7. Pennell NA et al. Am Soc Clin Oncol Educ Book. 2019;(39):531-542. 8. Wu YL et al. Ann Oncol

2019;30:171-210; 9. Kim SY et al. Lung Cancer Manag. 2020;9:LMT36; 10. Akamatsu H et al. Int J Clin Oncol. 2019;24:731-70; 11. Mazières J et al. Ann Oncol. 2016;27:281-286; 12. Mazières J et al. Ann 

Oncol. 2019;30:1321-1328; 13. Garon EB et al. Lancet. 2014;384:665-673; 14. Guisier F et al. J Thorac Oncol. 2020;15:628-636; 15. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-185; 16. 

Ogitani Y et al. Clin Cancer Res. 2016;22:5097-5108; 17. Smit et al. World Congress of Lung Cancer. 2020.
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DESTINY-Lung01 Study Design

ESMO2021

Multicenter, international, 2-cohort phase 2 trial (NCT03505710)

Data cutoff: May 3, 2021
Å91 patients with HER2m NSCLC were enrolled and treated with T-DXd
Å15 patients (16.5%) remain on treatment to date
Å76 patients (83.5%) discontinued, primarily for progressive disease (37.4%) and adverse events (29.7%)

aPatients with asymptomatic brain metastases not requiring ongoing steroid or anticonvulsant therapy were allowed to enroll bHER2 mutation documented solely from a liquid biopsy could not be used for 

enrolment cHER2 overexpression without known HER2 mutation was assessed by local assessment of archival tissue and centrally confirmed dPer RECIST v1.1

DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; ICR, independent central review; IHC, 

immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in 

Solid Tumours version 1.1. 
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Demographics and Baseline Characteristics

ESMO2021
CNS, central nervous system.
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Prior Therapies

ESMO2021 PD-(L)1, programmed cell death (ligand) 1; TKI, tyrosine kinase inhibitor.

aOne patient was enrolled without receiving prior cancer therapy
bGiven separately or in combination
cPatients previously treated with a HER2 antibody or an antibody-drug conjugate were ineligible, but those who previously 

received a HER2 TKI such as afatinib, pyrotinib, or poziotinib were allowed
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Confirmed ORR, Best Overall Response, and DoR

ESMO2021 CR, complete response; DoR, duration of response; PD, progressive disease; PR, partial response; SD, stable disease.

aPrimary endpoint
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Best Percentage Change of Tumor Size From Baseline

ESMO2021

aBest change in tumor size by ICR for 85 of 91 patients for whom baseline and postbaseline data were available. Baseline is last measurement taken before enrollment. bThe OncomineÊ Dx Target Test 

(Thermo Fisher Scientific) was used to confirm local HER2 mutation status and to determine HER2 amplification status. HER2 protein expression status was determined by immunohistochemistry using a 

modified PATHWAY anti-HER2 (4B5) (Ventana Medical Systems, Inc.) assay. Shown is best (minimum) percentage change from baseline in the sum of diameters for all target lesions; (-), negative; (+), 

positive; I, insertion; N, no; S, substitution; Y, yes. Blank cells (except for the prior HER2 TKI therapy row) indicate patients whose tumor samples were not evaluable or assessed. The upper dashed 

horizontal line indicates a 20% increase in tumor size in the patients who had disease progression and the lower dashed line indicates a 30% decrease in tumor size (partial response). 
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Response to T-DXd in Subgroups

ESMO2021
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Percentage Change of Tumor Size Over Time

ESMO2021

Median follow-up was 13.1 months (range, 0.7-29.1 months)
aIncludes patients for whom baseline and postbaseline data were available. 

*Patient outlier with a tumor increase of 236% from baseline at Week 18.
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Progression -free Survival and Overall Survival

ESMO2021

Median follow-up was 13.1 months (range, 0.7-29.1)

PFS assessed by ICR using RECIST v1.1., the median was based on Kaplan-Meier estimate, and 95% CI for median was computed 

using the Brookmeyer-Crowley method, and dashed lines indicate the 95% CI. Of 91 patients, 41 had progressive disease and 15 

had died by the data cutoff date. Data for 35 patients were censored as indicated by tick marks; patients were censored if they 

discontinued treatment.

Median follow-up was 13.1 months (range, 0.7-29.1 months)

Dashed lines indicate the 95% CI. Of 91 patients, 47 had died by the data cutoff date. Data for 44 patients were censored as 

indicated by tick marks; patients were censored if they discontinued treatment.
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Overall Safety Summary

ESMO2021
Relationship to study drug was determined by the treating investigator. aPneumonitis (n = 12) and interstitial lung disease (n = 5) were among the drug-related TEAEs associated with discontinuation. b1 

patient experienced grade 3 ILD as reported by investigator and died. The reported ILD was subsequently adjudicated as grade 5 by the interstitial lung disease adjudication committee.

ILD, interstitial lung disease; TEAE, treatment-emergent adverse event.

ÅMedian treatment duration was 6.9 months 

(range, 0.7-26.4 months)

ÅThe most common drug-related TEAEs 

associated with treatment discontinuation 

were investigator-reported pneumonitis 

(13.2%) and ILD (5.5%) 

ÅThe most common drug-related TEAEs 

associated with dose reduction were 

nausea (11.0%) and fatigue (8.8%)
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Drug -related TEAEs Reported by Investigator

ESMO2021

aThis category includes the preferred terms fatigue, asthenia, and malaise.
bThis category includes the preferred terms neutrophil count decreased and neutropenia.
cThis category includes the preferred terms hemoglobin decreased, red blood cell count decreased, anemia, and hematocrit decreased.
dThis category includes the preferred terms white blood cell count decreased and leukopenia. 
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Adjudicated Drug -Related ILD

ESMO2021

Å The median time to onset of first reported drug-related ILD/pneumonitis was 141 days 

(range, 14-462 days), with a median duration of 43 days (95% CI, 24-94 days)

Å 75% of adjudicated drug-related ILD/pneumonitisa cases were of low grade (Grade 1/2)

Å 21 of 24 patients with adjudicated drug-related ILD/pneumonitis received Ó1 dose of 

glucocorticoids. 

However, not all glucocorticoid treatment was administered per the ILD/pneumonitis 

management guidelinesb

Å At the time of data cutoff, 54% (13/24) of investigator-reported cases had fully resolved

aDrug-related ILD/pneumonitis was determined by the Independent Adjudication Committee based on the current MedDRA version for the narrow ILD standard MedDRA query (SMQ), selected terms 

from the broad ILD SMQ, and respiratory failure and acute respiratory failure. bEvents of ILD/pneumonitis in the present study were actively managed based on the protocol-defined ILD/pneumonitis 

management guidelines.
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Conclusions

ESMO2021

Å T-DXd demonstrated robust and durable anticancer activity in patients with previously-

treated HER2m NSCLC

Å Efficacy was consistently observed across subgroups, including in those patients with stable CNS metastases

Å Exploratory analyses demonstrated anticancer activity across different HER2 mutation subtypes, as well as in 

patients with no detectable HER2 expression or HER2 gene amplification

Å Overall, the safety profile was consistent with previously reported studies

Å Most adjudicated drug-related ILD/pneumonitis cases were of low grade 

Å ILD/pneumonitis remains an important identified risk. Effective early detection and management are critical in 

preventing high-grade ILD/pneumonitis

Å The 5.4 mg/kg dose is being explored in future studies to evaluate the optimal dosing 

regimen in patients with HER2m NSCLC (DESTINY-Lung02; NCT04644237)

Å DESTINY-Lung01 provides compelling evidence of positive benefit/risk balance with T-

DXd in the 2L+ setting and supports its establishment as a potential new treatment 

standard
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Next steps

É Filing strategy for 2L+ HER2 mutated NSCLC is currently being 

discussed with the health authorities

É DESTINY-Lung04 will be initiated in FY2021 3Q

ü Ph3 study for 1st line treatment of unresectable, locally advanced, or 

metastatic NSCLC harboring HER2 exon 19 or 20 mutations

NSCLC: non small cell lung cancer
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ENHERTU®: Clinical Development Plan | Breast cancer

Study initiation & end points are all shown as either beginning of 1H or 2H 

As of Sep 2021 FY2020 FY2021 FY2022 Planning

HER2Positive

Metastatic

3L~

Metastatic

2L

Metastatic

1L

Post-neoadjuvant

Neoadjuvant Phase 3

Adjuvant Phase 3

HER2 

Low

HR+

HR-

Metastatic Post 

Chemo

Post-neoadjuvant Phase 3

HR+

Metastatic

Chemo Naive

Metastatic

Endocrine Therapy
Phase 3

HR-

Metastatic

1L

Neoadjuvant Phase 3

DESTINY-Breast04 monotherapy vs PC

DESTINY-Breast07combination (2L/1L) Ph1b/2

DESTINY-Breast09 T-DXdÜpertuzumab vs THP

DESTINY-Breast05monotherapy vs T-DM1

DESTINY-Breast08combination

DESTINY-Breast06monotherapy vs PC

BEGONIA durvalumab combination Ph1b/2 (Arm 6)

DESTINY-Breast02 monotherapy vs PC

DESTINY-Breast03 monotherapy vs T-DM1

PC: physicianõs choice  

Ph 3 ongoingPh 2 ongoing NewPh 1 ongoing Completed

DESTINY-Breast01 completed
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ENHERTU®: Clinical Development Plan | Gastric cancer & NSCLC

Study initiation & end points are all shown as either beginning of 1H or 2H 

Ph 3 ongoingPh 2 ongoing NewPh 1 ongoing Completed

As of Sep 2021 FY2020 FY2021 FY2022 Planning

Gastric
HER2 

Positive

Advanced/

Metastatic 3L~

Advanced/

Metastatic 2L

Advanced/

Metastatic 1L
Phase 3

NSCLC

HER2 

Expressing

Advanced/

Metastatic 2L~

Advanced/

Metastatic 2L
Phase 3

Advanced/

Metastatic 1L Phase 3 

HER2 

Mutated

Advanced/

Metastatic 2L~

Advanced/

Metastatic 1L

Expressing

/Mutated
Early disease Phase 3 

DESTINY-Gastric01

DESTINY-Lung01 monotherapy

DESTINY-Gastric04 mono vs ramucirumab+paclitaxel

DESTINY-Lung03 combination

DESTINY-Lung02 monotherapy

HUDSON durvalumab combination 

DESTINY-Gastric03combination (2L/1L) Ph1b/2

DESTINY-Gastric02monotherapy - West

DESTINY-Lung01 monotherapy

NSCLC: non small cell lung cancer   

DESTINY-Gastric06China Ph2

DESTINY-Lung04 Ph3 vs SOC
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ENHERTU®: Clinical Development Plan | CRC & other tumors

Study initiation & end points are all shown as either beginning of 1H or 2H 

Ph 3 ongoingPh 2 ongoing NewPh 1 ongoing Completed

As of June 2021 FY2020 FY2021 FY2022 Planning

CRC

HER2

Express   

ing

Metastatic

3L

Metastatic

2L
Phase 3 

Metastatic

1L
Phase 3

Other 

Tumors/

multiple 

tumors

HER2

Express 

ing

Metastatic

2L

Ovarian Phase 2

HER2 

Mutated

Metastatic

2L

DESTINY-CRC01monotherapy DESTINY-CRC02 monotherapy

DESTINY-PanTumor01

DESTINY-PanTumor02

Pembrolizumab combination (breast, NSCLC)

Nivolumab combination (breast, bladder)
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Background and Rationale

ESMO2021

ÅB7 homologue 3 (B7-H3, CD276) is a transmembrane protein overexpressed in various 

cancers, including lung, prostate, esophageal, and breast cancers, and head and neck 

squamous cell carcinoma (HNSCC)1-4

ÅB7-H3 overexpression is associated with poor prognosis1,2,4 

Ad, adenocarcinoma; Eso, esophageal cancer; HCC, hepatocellular carcinoma; HNSCC, head and neck squamous cell carcinoma; NSCLC, non-small cell lung cancer; RCC, renal cell carcinoma; 

Sq, squamous cell carcinoma

1. Yamoto M, et al. EORTC-NCI-AACR 2020. Abstract 28. 2. Dong P, et al. Front Oncol. 2018;8:264. 3. Picarda E, et al. Clin Cancer Res. 2016;22(14):3425-3431. 4. Bendell JC, et al. J Clin Oncol. 

2020;39(15 suppl 1). Abstract 2020.
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Background and Rationale: DS -7300

ESMO2021

Payload mechanism of action: 

topoisomerase I inhibitora,1-5

High potency of payloada,2-5

Optimizeddrug-to-antibody ratioa,c,1-

4

Payload with short systemic half-life
a,c,2,3

Stable linker-payload a,2,3,5

Tumor-selective cleavable linkera,2-6

Bystander antitumor effecta,2,7

DS-7300b

a The clinical relevance of these features is under investigation. b Image is for illustrative purposes only; actual drug-to-antibody ratio and drug positions may vary. c Based on animal data.

1. Okajima D, et al. Poster presented at: AACR-NCI-EORTC International Conference; October 26-30, 2019; Boston, MA. Abstract C026. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 

2019;67(3):173-185. 3. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 4. Hashimoto Y, et al. Clin Cancer Res. 2019;25(23):7151-7161. 5. Koganemaru S, et al. Mol Cancer 

Ther. 2019;18(11):2043-2050. 6. Haratani K, et al. J Clin Invest. 2020;130(1):374-388. 7. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046.
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A Multicenter, Open -Label, 2-Part, Multiple -Dose, 

First-in-Human, Phase 1/2 Study of DS -7300

ESMO2021

NCT04145622

Key primary endpoints (Dose escalation):

ÅDLTs, SAEs, TEAEs, AESIs

ÅHere, we report initial results from the dose-escalation portion of the trial

AESI, adverse event of special interest; BC, breast cancer; CRPC, castration-resistant prostate cancer; DLT, dose-limiting toxicity; ECOG PS, Easter Cooperative Oncology Group performance status; 

ESCC, esophageal squamous cell carcinoma; HNSCC, head and neck squamous cell carcinoma; IV, intravenous; mCRPC, metastatic castration-resistant prostate cancer; MTD, maximum tolerated dose; 

NSCLC, non-small cell lung cancer; Q3W, every 3 weeks; RDE, recommended dose for expansion; SAE, serious adverse event; SCLC, small cell lung cancer; TEAE, treatment-emergent adverse event
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Results: Baseline Demographics and Disease Characteristics

ESMO2021

Data cutoff July 21, 2021
ECOG PS, Eastern Cooperative Oncology Group performance status; ESCC, esophageal squamous cell carcinoma; HNSCC, head and neck squamous cell carcinoma; NSCLC, non-small cell lung cancer; 

SCLC, small cell lung cancer
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Results: Summary of Overall Safety

ESMO2021

ÅNo DLTsa were observed in dose escalation 

ÅAll-grade AESIs of ILD/pneumonitis or IRRs occurred in 2 (2.9%) and 28 patients (40%), respectively; 

no hepatotoxicity occurred

ÅOne case of grade 5 ILD (adjudicated as treatment related) occurred at 16 mg/kg and 1 case of grade 

1 ILD (pending adjudication) occurred at 12 mg/kg

Data cutoff July 21, 2021

AESI, adverse event of special interest; ILD, interstitial lung disease; IRR, infusion-related reaction; TEAE, treatment-emergent adverse event; Tx, treatment.
a A DLT is defined as any TEAE that occurs during the DLT evaluation period excluding toxicities clearly related to disease progression or intercurrent illness and is grade Ó3 according to NCI-CTCAE 

Version 5.0. b Regardless of causality. 
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Results: Most Common TEAEs (Any Grade) 

ESMO2021

ÅThe most common TEAEs of any grade included nausea, IRRs, vomiting, and decreased appetite

ÅAll IRRs were grade Ò2
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Results: Grade Ô3 TEAEs

ESMO2021

ÅThe most common grade Ó3 TEAEs were anemia and lymphocyte count decreased

ÅThe only Grade Ó3 treatment-related AEs were anemia (n=6), lymphocyte count decreased 

(n=2), neutropenia, asthenia, neutrophil count decreased, and ILD (n=1 each)  
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Results: Initial Efficacy (Dose Escalation)

ESMO2021

ÅAmong 70 patients enrolled, 15 partial responses were observeda

Å32 patients had stable disease, including 24 patients ongoing on study treatment

a Total confirmed and unconfirmed PRs was 10 and 5, respectively; unconfirmed partial responses are still ongoing. b Not evaluable per RECIST v 1.1. 

CR, complete response; PD, progressive disease; NE, not evaluable; PR, partial response; SD, stable disease

Data cutoff July 21, 2021
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Results: Initial Efficacy (Dose Escalation Cohorts)

ESMO2021
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Conclusions

ESMO2021

Å In this first-in-human trial of single-agent DS-7300, a novel B7-H3 ADC, no 

DLTs were observed, and DS-7300 was generally well tolerated across all 

doses investigated to date in heavily pretreated patients with advanced 

solid tumors

Å 15 PRs, including 10 confirmed and 5 unconfirmed, were observed in 

RECIST-evaluable patients at various doses during dose escalation

Å Dose expansion of the study (part 2) is open and currently enrolling 

patients with select solid tumor types, including SCLC, ESCC, and 

mCRPC, to further evaluate DS-7300 efficacy, safety, and tolerability
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Closing

ÉThese data show Daiichi Sankyoõs growing leadership in 

creating transformative medicines for patients with cancer 

and continue to demonstrate the strength of our ADC 

technology across multiple cancers.

É Overall R&D portfolio will be updated at R&D Day on Dec 14.
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Daiichi Sankyo will contribute to the 

enrichment of quality of life around the world 
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Appendix

ESMO/WCLC presentations
DESTINY-Breast03

DESTINY-Breast01

DESTINY-Lung01

DESTINY-Gastric02

TROPION-PanTumor01 NSCLC cohort

TROPION-PanTumor01 NSCLC AGA subanalysis

DS-7300 Ph1/2

4
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Trastuzumab Deruxtecan (T-DXd) vs Trastuzumab Emtansine (T-
DM1) in Patients With HER2+ Metastatic Breast Cancer: Results 

of the Randomized, Phase 3 Study DESTINY-Breast03

Javier Cortés, MDa, Sung-Bae Kim, Wei-Pang Chung, 

Seock-Ah Im, Yeon Hee Park, Roberto Hegg, Min-Hwan Kim, Ling-Ming Tseng, Vanessa Petry, Chi-Feng Chung, 

Hiroji Iwata, Erika Hamilton, Giuseppe Curigliano, Binghe Xu, Caleb Lee, 

Yali Liu, Jillian Cathcart, Emarjola Bako, Sunil Verma, Sara Hurvitz

On behalf of the DESTINY-Breast03 investigators

aMedical Oncology, International Breast Cancer Center (IBCC), Quironsalud Group, and Vall dôHebronInstitute of Oncology (VHIO), 

Barcelona, Spain; Universidad Europea de Madrid, Faculty of Biomedical and Health Sciences, Department of Medicine, Madrid, Spain.

ESMO2021
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Progress Has Been Made in HER2+ mBC, yet Unmet Need Persists

ESMO2021
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ÅmBC 1L standard-of-care was established in the 

CLEOPATRA trial1,2

Given these data, T-DXd was evaluated in a head-to-head trial         

versus T-DM1 in previously treated HER2+ mBC

ÅEMILIA trial established T-DM1 as 2L+ standard-of-care

ÅIn the changing treatment landscape, more recent clinical 

trials and real-world studies have demonstrated mPFS

outcomes with T-DM1 in the range of 6-7 months2,4-7

ÅmPFS for T-DM1 in the randomized KATE2 was 6.8 months (2020)4

ÅT-DXd demonstrated robust activity in a 3L+ phase 2 

single arm study, leading to regulatory approvals 

globally2,8

1L, first line; 2L, second line; 3L, third line; HER2, human epidermal growth factor receptor 2; mBC, metastatic breast cancer; mPFS, median progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
aNot intended for cross-trial comparison.

1. Swain SM et al. N Engl J Med. 2015;372:724-34. 2. Perez J et al. Expert Opin Biol Ther. 2021;21:811-24. 3. Verma S et al. N Engl J Med. 2012;367:1783-91.  4. Emens LA et al. Lancet Oncol. 2020;21:1283-95. 5. Daniels et al. 

Breast. 2021;58:106-12. 6. Lupichuk S et al. Breast Cancer (Auckl). 2019;13:1178223419879429. 7. Vici P et al. Oncotarget. 2017;8:56921-56931. 8. Modi S et al. Presented at San Antonio Breast Cancer Symposium. 2020. Poster 

PD3-06.
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ADC Characteristic Differences Between T -DXd and T-DM1

ESMO2021

ADC, antibody-drug conjugate; MoA, mechanism of action.
aThe clinical relevance of these features is under investigation.

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-42. 

4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17:6437-47.
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DESTINY-Breast03: First Randomized Ph3 Study of T -DXd

ESMO2021

An open-label, multicenter study (NCT03529110)

Interim analysis for PFS (data cutoff: May 21, 2021)

ÅEfficacy boundary for superiority: P < 0.000204 (based on 245 events)

ÅIDMC recommendation to unblind study (July 30, 2021)

Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

BICR, blinded independent central review; DOR, duration of response; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; Ph3, phase 3; Q3W, every 3 weeks. 
aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. bProgression during or <6 months after completing adjuvant therapy involving trastuzumab and taxane 
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Patient Disposition

ESMO2021

Median follow up for T-DXd was 16.2 months and for T-DM1 was 15.3 months
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Baseline Characteristics

ESMO2021
ECOG PS, Eastern Cooperative Oncology Group performance status; IHC, immunohistochemistry; ISH, in situ hybridization. 
aHER2-status as evaluated by central lab. 
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Prior Therapies

ESMO2021

TKI, tyrosine-kinase inhibitor. 
aRapid progressors defined as progression within 6 mo of (neo)adjuvant therapy) or 12 mo if regimen contained pertuzumab. Line of therapy does not include endocrine therapy. 
bAll patients received at least 1 prior cancer therapy. One patient with prior T-DM1 treatment was enrolled in error in the T-DXd arm. 
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Primary Endpoint: PFS by BICR

ESMO2021
Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)

HR, hazard ratio; INV, investigator; mo, month; NE, not estimable; NR, not reached.
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Secondary Endpoint: PFS by Investigator Assessment

ESMO2021
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PFS in Key Subgroups

ESMO2021

HR (T-DXd vs T-DM1)

aRapid progressors on (neo)adjuvant therapy were included. Line of therapy does not include endocrine therapy. 
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Key Secondary Endpoint: OS

ESMO2021

Early OS data with relatively few events (33 in the T-DXd arm, 53 in the T-DM1 arm)
aP = .007172, but does not cross pre-specified boundary of P < .000265
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Confirmed ORR and Best Overall Response

ESMO2021
CR, complete response; DCR, disease control rate; PD, progressive disease; PR, partial response; SD, stable disease.
aOnly subjects with measurable disease at baseline and at least one postbaseline target lesion assessment are included. bBased on BICR.

Red line at 20% indicates progressive disease; black line at -30% indicates partial response.
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Overall Safety Summary

ESMO2021

Å Median treatment duration was 14.3 

months (range, 0.7-29.8) for T-DXd and 6.9 

months (range, 0.7-25.1) for T-DM1

Å The most common TEAE associated with 

treatment discontinuation for T-DXd was 

ILD/pneumonitisa (8.2%) and for T-DM1 was 

thrombocytopeniab (2.7%)

Å The most common TEAEs associated with 

dose reduction for T-DXd were nausea (6.2%) 

and neutropeniac (3.5%) and for T-DM1 were 

thrombocytopeniab (4.2%) and ALT and AST 

increased (2.7% each)

ALT, alanine aminotransferase; AST, aspartate aminotransferase; ILD, interstitial lung disease; TEAE, treatment-related adverse event. 

Relationship to study drug was determined by the treating investigator. 
aInterstitial lung disease includes events that were adjudicated as ILD and related to use of T-DXd or T-DM1 (includes cases of potential ILD/pneumonitis,

based on MedDRA v23.0 for the narrow ILD SMQ, selected terms from the broad ILD SMQ, and PTs of respiratory failure and acute respiratory failure). bThis category includes the preferred terms 

platelet count decreased and thrombocytopenia. cThis category includes the preferred terms neutrophil count decreased and neutropenia.
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Drug -Related TEAEs in Ô20% of Patients

ESMO2021

Adverse events were managed according to the protocol.
aThis category includes the preferred terms neutrophil count decreased and neutropenia. bThis category includes the preferred terms hemoglobin decreased, red blood cell count decreased, anemia, 

and hematocrit decreased. cThis category includes the preferred terms white blood cell count decreased and leukopenia. dThis category includes platelet count decreased and thrombocytopenia. 
eThis category includes the preferred terms fatigue, asthenia, and malaise. fGrade 1 alopecia: T-DXd = 26.5%, T-DM1 = 2.3%; grade 2, T-DXd = 9.3%.

Most drug-related TEAEs were gastrointestinal or hematological in nature
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Adverse Events of Special Interest

ESMO2021

Å There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd

Å In the T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases 

of cardiac failure occurred

LVEF, left-ventricular ejection fraction.
aPatients with prior history of ILD/pneumonitis requiring steroids were excluded. bLeft ventricular dysfunction. cDecreased ejection fraction.
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Conclusions

ESMO2021

Highly clinically meaningful and statistically significant improvement in PFS compared 

with T-DM1 in patients with HER2-positive mBC

ÅPFS HR of 0.28 (P = 7.8×10-22)

ÅConsistent benefit seen across key subgroups and efficacy endpoints, with a confirmed ORR for T-DXd

of 79.7% vs 34.2% for T-DM1 (CR, 16.1% vs 8.7%)

Encouraging OS trend at the time of first interim analysis

Å12-month OS rate for T-DXd was 94.1% vs 85.9% for T-DM1

A safety profile that is comparable between the 2 arms

ÅSimilar rates of all grade and grade Ó3 drug-related TEAEs between arms

ÅThere were no grade 4 or 5 ILD/pneumonitis events in either arm

In the first randomized phase 3 trial in breast cancer, T-DXd demonstrated:

These data support T-DXd becoming the standard of care for                     

2L HER2-positive mBC
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DESTINY-Lung01 Study Design

ESMO2021



76

Primary Data from DESTINY-Lung01: 
A Phase 2 Trial of Trastuzumab Deruxtecan (T-DXd) in Patients 
With HER2-Mutated (HER2m) Metastatic NonïSmall Cell Lung 
Cancer (NSCLC)

Bob T. Li, MD, PhD, MPHa, Egbert F. Smit, Yasushi Goto, Kazuhiko Nakagawa, Hibiki Udagawa, Julien Mazières, 

Misako Nagasaka, Lyudmila Bazhenova, Andreas N. Saltos, Enriqueta Felip, Jose M. Pacheco, Maurice Pérol, Luis 

Paz-Ares, Kapil Saxena, Ryota Shiga, Yingkai Cheng, Suddhasatta Acharyya, Javad Shahidi, David Planchard, Pasi

A. Jänne

On behalf of the DESTINY-Lung01 investigators

aMemorial Sloan Kettering Cancer Center, New York, NY, USA

ESMO2021
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High Unmet Medical Need in Patients with HER2m NSCLC

ESMO2021

Å HER2 mutations drive ~3% of nonsquamous NSCLC and are associated with slightly younger age, female 

sex, never-smoking history, a poor prognosis, and an increased incidence of brain metastasis1-5

Å There are no approved HER2-targeted therapies for patients with NSCLC6

ÅHER2m status is not routinely assessed7, and this population is treated with standard chemotherapy 

and/or immunotherapy8-14

ÅEfficacy in second- or later-line settings is limited (ORR, 7%-27%) 8-14

Å T-DXd is a HER2 antibody-drug conjugate15,16 approved in various countries worldwide for the treatment 

of metastatic HER2-positive breast and gastric cancers

DESTINY-Lung01 assessed the efficacy and safety of T-DXd in patients with HER2m 

NSCLC who had relapsed on or were refractory to standard treatment 
In an interim analysis (data cutoff November 25, 2019), results showed promising T-DXd activity17

Results from the primary analysis of the fully enrolled cohort of patients with a HER2 mutation are presented

HER2, human epidermal growth factor 2; HER2m, HER2-mutated; NSCLC, nonïsmall cell lung cancer; ORR, objective response rate; T-Dxd, trastuzumab deruxtecan.

1. Stephens P et al. Nature. 2004;431:525-526; 2. Mazières J et al. J Clin Oncol. 2013;31:1997-2003; 3. Arcila ME et al. Clin Cancer Res. 2012;18:4910-4918; 4. Pillai RN et al. Cancer. 2017;123:4099-

4105;     5. Offin M et al. Cancer. 2019;4380-4387; 6. Planchard D et al. Ann Oncol. 2018; iv192-iv237; 7. Pennell NA et al. Am Soc Clin Oncol Educ Book. 2019;(39):531-542. 8. Wu YL et al. Ann Oncol

2019;30:171-210; 9. Kim SY et al. Lung Cancer Manag. 2020;9:LMT36; 10. Akamatsu H et al. Int J Clin Oncol. 2019;24:731-70; 11. Mazières J et al. Ann Oncol. 2016;27:281-286; 12. Mazières J et al. Ann 

Oncol. 2019;30:1321-1328; 13. Garon EB et al. Lancet. 2014;384:665-673; 14. Guisier F et al. J Thorac Oncol. 2020;15:628-636; 15. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-185; 16. 

Ogitani Y et al. Clin Cancer Res. 2016;22:5097-5108; 17. Smit et al. World Congress of Lung Cancer. 2020.
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DESTINY-Lung01 Study Design
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Multicenter, international, 2-cohort phase 2 trial (NCT03505710)

Data cutoff: May 3, 2021
Å91 patients with HER2m NSCLC were enrolled and treated with T-DXd
Å15 patients (16.5%) remain on treatment to date
Å76 patients (83.5%) discontinued, primarily for progressive disease (37.4%) and adverse events (29.7%)

aPatients with asymptomatic brain metastases not requiring ongoing steroid or anticonvulsant therapy were allowed to enroll bHER2 mutation documented solely from a liquid biopsy could not be used for 

enrolment cHER2 overexpression without known HER2 mutation was assessed by local assessment of archival tissue and centrally confirmed dPer RECIST v1.1

DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; ICR, independent central review; IHC, 

immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in 

Solid Tumours version 1.1. 
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Demographics and Baseline Characteristics

ESMO2021
CNS, central nervous system.
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Prior Therapies

ESMO2021 PD-(L)1, programmed cell death (ligand) 1; TKI, tyrosine kinase inhibitor.

aOne patient was enrolled without receiving prior cancer therapy
bGiven separately or in combination
cPatients previously treated with a HER2 antibody or an antibody-drug conjugate were ineligible, but those who previously 

received a HER2 TKI such as afatinib, pyrotinib, or poziotinib were allowed
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Confirmed ORR, Best Overall Response, and DoR

ESMO2021 CR, complete response; DoR, duration of response; PD, progressive disease; PR, partial response; SD, stable disease.

aPrimary endpoint
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Best Percentage Change of Tumor Size From Baseline
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aBest change in tumor size by ICR for 85 of 91 patients for whom baseline and postbaseline data were available. Baseline is last measurement taken before enrollment. bThe OncomineÊ Dx Target Test 

(Thermo Fisher Scientific) was used to confirm local HER2 mutation status and to determine HER2 amplification status. HER2 protein expression status was determined by immunohistochemistry using a 

modified PATHWAY anti-HER2 (4B5) (Ventana Medical Systems, Inc.) assay. Shown is best (minimum) percentage change from baseline in the sum of diameters for all target lesions; (-), negative; (+), 

positive; I, insertion; N, no; S, substitution; Y, yes. Blank cells (except for the prior HER2 TKI therapy row) indicate patients whose tumor samples were not evaluable or assessed. The upper dashed 

horizontal line indicates a 20% increase in tumor size in the patients who had disease progression and the lower dashed line indicates a 30% decrease in tumor size (partial response). 
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Response to T-DXd in Subgroups
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Percentage Change of Tumor Size Over Time
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Median follow-up was 13.1 months (range, 0.7-29.1 months)
aIncludes patients for whom baseline and postbaseline data were available. 

*Patient outlier with a tumor increase of 236% from baseline at Week 18.
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Progression -free Survival and Overall Survival
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Median follow-up was 13.1 months (range, 0.7-29.1)

PFS assessed by ICR using RECIST v1.1., the median was based on Kaplan-Meier estimate, and 95% CI for median was computed 

using the Brookmeyer-Crowley method, and dashed lines indicate the 95% CI. Of 91 patients, 41 had progressive disease and 15 

had died by the data cutoff date. Data for 35 patients were censored as indicated by tick marks; patients were censored if they 

discontinued treatment.

Median follow-up was 13.1 months (range, 0.7-29.1 months)

Dashed lines indicate the 95% CI. Of 91 patients, 47 had died by the data cutoff date. Data for 44 patients were censored as 

indicated by tick marks; patients were censored if they discontinued treatment.


