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R&D Day 2019
Progress Report

Antoine Yver, MD, MSc

Executive VP & Global Head R&D Oncology



1 ︢

2 DS-8201: 

3 DS-8201: 

4 ADC ṇ : ṇ ףּ

5 DXd ADC 

6 ò3 and Alphaó 

7 ṇ ףּ

22



︣

2018

2017

2016

Cancer Enterprise 

ǐDS-8201

( $300MṖ

ǐCE 2019
ḭ

RD
Ṍ100% צּ

ףּ
Cancer Enterprise 
2025

ǐ¢7 in 8  CE 2025

ǐR&D ṇ
CE

ADC

Á DXd ṇ
צּ ︣

Á ADC

ṇ ṇ

Á AZ
ṇ אל ADC

2019

¬3 and Alphaº 

23



ṕADCṖ

1910 1920 1930 1940 1950 1960 1970 1980 1990 2000 2010

1913
Paul Ehrlich ¬magic 

bulletó ּלּך
ṇ

( ¢haptophore ּצ
¢toxophore  צּ

Ṗ
1967
אל ADCḲ

1958

MTX*

1972

אל

ADC

1975
ṇ ṇ

︡
mAB

אל ADC

1983

ADC vindesine-
aCEA

1988

1991
mAbs

ADC

וֹףּ

1993
ךּ

ADC

2000
FDA

ADC

(Mylotarg ®)

2010

Mylotarg ® 

2011

Adcetris® 

2013

Kadcyla® 

Adapted from Drug Discovery Today

George MathéPaul Ehrlich

24

*MTX = methotrexate 
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Trastuzumab Deruxtecan (DS-8201) in 
HER2-Positive Metastatic Breast Cancer 

Previously Treated With T-DM1: 
DESTINY-Breast01 Study

Ian Krop, Cristina Saura, Toshinari Yamashita, Yeon Hee Park, Sung-Bae Kim, 
Kenji Tamura, Fabrice André, Hiroji Iwata, Yoshinori Ito, Junji Tsurutani, Joohyuk 

Sohn, Neelima Denduluri, Christophe Perrin, Kenjiro Aogi, Eriko Tokunaga, Seock-Ah 
Im, Keun Seok Lee, Sara Hurvitz, Javier Cortes, Caleb Lee, Shuquan Chen, Lin Zhang, 

Javad Shahidi, Antoine Yver, Shanu Modi 

On behalf of the DESTINY-Breast01 investigators

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  

These data are published simultaneously in NEJM on Dec 11, 2019  Link to NEJM
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DESTINY-Breast01 Study Design:

An Open-Label, Multicenter, Phase 2 Study

Population

Åҗму ȅŜŀǊǎ ƻŦ ŀƎŜ

ÅUnresectable and/or 
metastatic BC

ÅHER2-positive (centrally 
confirmed on archival 
tissue)

ÅPrior T-DM1 

ÅStable, treated brain 
metastases were 
allowed

T-DM1
Resistant/Refractory
(n=249)

R
1:1:1

PK Stage
(n=65)

PART 1

6.4 mg/kg
(n=22)

7.4 mg/kg
(n=21)

5.4 mg/kg
(n=22)

PART 2

Continuation Stage
(n=134)

PART 2a
5.4 mg/kg
(n=130)

30

T-DM1 
Intolerant
(n=4)

PART 2b
5.4 mg/kg
(n=4)

Dose-Finding Stage
(n=54)

R
1:1

5.4 mg/kg
(n=28)

6.4 mg/kg
(n=26)

Endpoints

ÅPrimary: confirmed ORR by independent central imaging facility review 
per RECIST v1.1

ÅSecondary: investigator-assessed ORR, DCR, DOR, CBR, PFS, OS, PK and 
safety

PART 2a
5.4 mg/kg
(n=130)

PART 2b
5.4 mg/kg
(n=4)

5.4 mg/kg
(n=22)

5.4 mg/kg
(n=28)

184 patients 
enrolled at 5.4 mg/kg

Å79 patients (42.9%) are ongoing

Å105 patients (57.1%) discontinued, primarily for progressive disease (28.8%)

Data Cutoff: August 1, 2019

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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Patients
T-DXd 5.4 mg/kg (N=184)a

Age, median (range), years 55.0 (28-96)

Female, % 100

Region, %
Asia / North America / Europe

34.2 / 28.8 / 37.0

ECOG performance status 0 / 1 / 2, % 55.4 / 44.0 / 0.5

Hormone receptor positive / negative / unknown, % 52.7 / 45.1 / 2.2

HER2 expression, %b

IHC 3+
IHC 2+; ISH+/IHC 1+; ISH+

83.7
15.2 / 1.1

Presence of visceral disease, % 91.8

History of brain metastases, % 13.0

Patient Baseline Characteristics

a!ƭƭ муп ǇŀǘƛŜƴǘǎ ǊŜŎŜƛǾŜŘ җм ŘƻǎŜ ƻŦ ¢-DXd. bHER2 status was centrally assessed on archival tissue according to guidelines of the American Society of Clinical OncologyςCollege of American Pathologists. 

ECOG, Eastern Cooperative Oncology Group; IHC, immunohistochemistry; ISH, in situ hybridization.

31This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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Patient Baseline Characteristics (contõd)

aTherapies for locally advanced or metastatic breast cancer, including hormone therapy.

Prior Treatmenta
Patients, %
T-DXd 5.4 mg/kg (N=184)

Trastuzumab 100

T-DM1 100

Pertuzumab 65.8

Other anti-HER2 therapies 54.3

Hormone therapy 48.9

Other systemic therapy 99.5

Median prior lines of cancer therapy: 6 (range 2-27)

32This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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Intent -to -treat analysis
Patients

T-DXd 5.4 mg/kg (N = 184)

Confirmed ORR by ICR
60.9% (n = 112)
(95% CI, 53.4%-68.0%)

CR 6.0% (n = 11)

PR 54.9% (n = 101)

SD 36.4% (n = 67)

PD 1.6% (n = 3)

Not evaluable 1.1% (n = 2)

DCR 97.3% (95% CI, 93.8%-99.1%)

CBR ú6 months 76.1% (95% CI, 69.3%-82.1%)

Duration of response, median 14.8 months (95% CI, 13.8-16.9)

Å Median time to response was 1.6 months (95% CI, 1.4-2.6 months)

Primary Endpoint: Overall Response Rate

/.wΣ ŎƭƛƴƛŎŀƭ ōŜƴŜŦƛǘ ǊŀǘŜ ό{5 ŦƻǊ җс mo + CR + PR); CR, complete response; DCR, disease control rate (CR + PR + SD); ICR, independent central review; ORR, objective response rate (CR + PR); PD, progressive disease; PR, partial response; 
SD, stable disease.

33This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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a Includes all patients who received T-DXd5.4 mg/kg (intent-to-treat analysis; N=184).

34

Confirmed ORR: 60.9%a

(95% CI, 53.4%ς68.0%)
11 CRs

n=168

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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Overall Response Rate by Subgroup

aPatients who received T-DXd 5.4 mg/kg.

ORR, % [95% CI]

All Patients a N=184 60.9 [53.4-68.0]

Prior pertuzumab
Yes (n=121) 64.5 [55.2-73.0]

No (n=63) 54.0 [40.9-66.6]

Hormone receptors
Positive (n=97) 57.7 [47.3-67.7]

Negative (n=83) 66.3 [55.1-76.3]

Brain metastasis
Yes (n=24) 58.3 [36.6-77.9]

No (n=160) 61.3 [53.2-68.8]

Presence of visceral 
disease

Yes (n=169) 60.4 [52.6-67.8]

No (n=15) 66.7 [38.4-88.2]

Region

Asia (n=63) 58.7 [45.6-71.0]

North America 

(n=53)
62.3 [47.9-75.2]

Europe (n=68) 61.8 [49.2-73.3]

ECOG performance status
0 (n=102) 65.7 [55.6-74.8]

1 (n=81) 55.6 [44.1-66.6]

HER2 positive
IHC 3+ (n=154) 63.0 [54.8-70.6]

IHC 1+/2+ (n=28) 46.4 [27.5-66.1]

0 10010 20 30 40 50 60 70 80 90
Objective Response Rate (%)

35This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  

mailto:Ian_Krop@dfci.harvard.edu


San Antonio Breast Cancer Symposium®, December 10-14, 2019

This presentation is the intellectual property of the author/presenter. Contact them at  ikrop@partners.org for permission to reprint and/or distribute.

Progression -Free and Overall Survival

Patients who received T-DXd 5.4 mg/kg.
CI, confidence interval; NE, not estimable.

Progression-Free Survival
Median: 16.4 months (95% CI, 12.7-NE)

Overall Survival
Median: Not reached (95% CI, NE-NE)
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ÅMedian follow-up, 11.1 months (range, 0.7-19.9 months)

ÅMedian PFS in the 24 patients with brain metastases was 18.1 months (95% CI, 6.7-18.1 months)a

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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Treatment-emergent Adverse Events in >15% of Patients

Patients who received T-DXd 5.4 mg/kg.

0 10 20 30 40 50 60 70 80 90 100

Cough

Headache

Thrombocytopenia

Decreased WBC count

Diarrhea

Anemia

Decreased appetite

Neutropenia

Constipation

Vomiting

Alopecia

Fatigue

Nausea

Grade 1 or 2
DǊŀŘŜ җо
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Serious TEAEs, 22.8% (drug related, 12.5%) 

TEAEs associated with discontinuation, 15.2% (drug related, 14.7%); the majority were due 

to pneumonitis/ILD (8.7%)

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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Adverse Events of Special Interest: LVEF

ÅNo events of cardiac failure with LVEF decline were reported

Åbƻ ǇŀǘƛŜƴǘǎ ƘŀŘ ŀƴ [±9C ƻŦ ғпл҈ ƻǊ ŀ ŘŜŎǊŜŀǎŜ ƻŦ җнл҈ ŀǘ ŀƴȅ ǘƛƳŜǇƻƛƴǘ

Åп ƻǳǘ ƻŦ ǘƘŜ р ǎǳōƧŜŎǘǎ ŎƻƴǘƛƴǳŜŘ ƻƴ ǘǊŜŀǘƳŜƴǘ ŦƻǊ н му ŎȅŎƭŜǎ

Patients who received T-DXd 5.4 mg/kg (N=184)

Preferred Term, 
n (%) Grade 1 Grade2 Grade 3 Grade 4 Grade 5

Any Grade/ 
Total

Cardiac failure 1 (0.5) 0 0 0 0 1 (0.5)

Cardiac failure 
congestive

0 1 (0.5) 0 0 0 1 (0.5)

Ejection fraction 
decreaseda

0 2 (1.1) 1 (0.5)b 0 0 3 (1.6)

38

aAll patients were asymptomatic and recovered/recovering after interruption of study treatment.
bLVEFwas >55% during treatment.
LVEF, left ventricular ejection fraction.
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Patients who received T-DXd 5.4 mg/kg (N=184)

Preferred Term, 
n (%)

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Any 
Grade/ 

Total

Interstitial 
lung disease

5 (2.7) 15 (8.2) 1 (0.5) 0 4 (2.2) 25 (13.6)

Adverse Events of Special Interest: Interstitial Lung Disease (ILD)

ILD, interstitial lung disease. 

Among the 25 total events:
ÅMedian time to investigator-reported onset was 193 days (range, 42-535 days)
Åмо ƻŦ нл ǇŀǘƛŜƴǘǎ ǿƛǘƘ ƎǊŀŘŜ җн  L[5 ǊŜŎŜƛǾŜŘ ŎƻǊǘƛŎƻǎǘŜǊƻƛŘǎ
Å7 patients recovered, 2 were recovering, 12 were either outcome unknown or not followed until resolution, 

and 4 died
ÅOf the 4 fatal cases, onset was from 63-148 days, 3 received steroids as part of treatment, and death 

occurred 9-60 days after ILD diagnosis

Recommendations: Monitor for symptoms. Hold T-DXdand start steroids as soon as ILD is suspected

39

Drug related; ILD was determined by the Independent ILD Adjudication Committee based on 44 preferred terms. 

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.  
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DS-8201*

HER2 צּ וֹףּ HER2 ︡ Ḵפּלּ

Pertuzumab + 

trastuzumab

+ docetaxel (1L) 1

T-DM1

(1L, failed 

study) 2

T-DM1

(2L)3

T-DM1

(3L+) 4 DS-82015

mPFS 18.5m 14.1m 9.6m 6.2m 16.4m

DoR 20.2m 20.7m 12.6m 9.7m 14.8m

OS 56.5m 53.7m 30.9m 22.7m NE

ORR 80% 60% 43.6% 31% 60.9%

Median prior 

Rx for adv. 

disease

0 0 1 4

6
100% prior T-DM1

66% prior 

pertuzumab
1CLEOPATRA (NEJM 2012), 2MARIANNE (J Clin Oncol 2017), 3EMILIA (NEJM 2012), 4TH3RESA (Lancet Oncol 2017), 
5Lancet Oncology, April 29, 2019, m: Month, NR:Not Reached

40
*DS-8201 is an investigational agent; efficacy and safety have not been established.



כֿ פּ כֿ

É 1913 ADC צּ אל ḭצּ לּ שּ
ṇ ṇ

É DS-8201 ḭ ṇ ṇ

ü ḱ ḱ שּ אל

ü ṇ ḭֿכ ︣ ︡

É צּ ILD

üILD ךּ טּ ︡ḭ ḭ ṇ ףּ ︣
כֿ ︡ וֹ כֿ

41



DS-8201Ḳ ṇ ףּ

42

DS-8201 

2015 9
BLA: 2019 8

~ 4

2015 2016 2017 2018 2019

Keytruda ® ḭ 2 שּ אל : 

פּ 4.5 êDS-8201 כֿ טּ

Ḳ2019 9 9 ḱ ; EUḲMAA



1 ︢

2 DS-8201: 

3 DS-8201: 

4 ADC ṇ : ṇ ףּ

5 DXd ADC 

6 ò3 and Alphaó 

7 ṇ ףּ

43



DS-8201 Ḳ

44

צּ
ṇ ṇ

ṇ ︡ צּ ḭ
צּ

צּ
Å ṇ

Å ךּ︡

ṇ ṇ
וֹףּ



DS-8201 Ḳ

45

ṇ ︡ḭ
Å ṇּף

ÅJoint clinical operations working group
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ÅJoint IT working group DS-8201
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ÅJoint Translational / CDx Working 
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DS-8201 HER2
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צּ HER2 ︡ ḭ צּ

HER2 ︡



צּ

ṇ ︣
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HR+

HER2+

TNBC 

(Not HER2+/HR+)

שּךּ פּ אל
ê

ṇ שּ ךּ︡

HR+

HER2+

TNBC 

D
S

-8
2

0
1



HER2 ךּ ṇ

18 2 1 ṇ ể

HER2 צּ

צּ CDx ṇ ṇ

18 2 1 ṇ ể

DS-8201 צּ ḭNSCLCḭ צּ

/ ךּ

18 6 4 ṇ Ễ

DS-8201 ḲHER2ּצ

פ18ּ 16

HER2 צּ
ṇ ṇ

DS-8201 HER2 צּ
SOCךּ︡ ︡

צּ

49



DS-8201 Ḳ

50

צּ אל

צּ HER2 9 4 (3 DS , 1 ) 5 (4 & 1 ṇ ) 

צּ HER2 7 2 (1 DS , 1 ) 5 (3 & 2 ṇ )

צּ 7 2 (1 DS , 1 ṇ 2 ) 5 (4 & 1 Ph1/2)

צּ 5 2 (2 DS ) 3 (2 & 1 Ph1/2)

צּ 6 1 (1 DS ) 5 (4 & 1 Ph1/2)

צּ ￼ 3 N/A 3 (1 & 2 Ph1/2)

I/O

( ṇ ṇ) 2 2 (2 DS ) N/A

צּ
(FIH)/ / 4 4 ( ) N/A

Ḳ (AZ ︡ )

ṇ 43



HER2

Ṅ
1

51



1 ︢

2 DS-8201: 

3 DS-8201: 

4 ADC ṇ : ṇ ףּ

5 DXd ADC 

6 ò3 and Alphaó 

7 ṇ ףּ
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DS-1062ḲDAR4 ︡ TROP2 DXd ADC

ḱ ḱ שּ אל TROP2 ADC

S
S

S
S

S S
SS

GGFG
Cys conjugation

HIC

D8

D6

D4

D2

D0

D4-enriched DAR4

D8

D6
D4

D2

D0

Non-selective DAR*4

DAR4

*drug-antibody ratio

53

TROP2 ṇ

(hIgG1)

ṇ

ṇ з



DLT, dose-limiting toxicity; ECOG PS, Eastern Cooperative Oncology Group performance status; NSCLC, non-small cell lung cancer; Pt, patient; 

Q3W, every 3 weeks; RDE, recommended dose for expansion; SOC, standard of care; TROP2, trophoblast cell-surface antigen 2.

Data cut-off 03Jul2019

DS-1062Ḳ ṇ 1 (NCT03401385)

54Source: Heist-R et al., Abstract #MA25.10, WCLC 2019

MTD

Å ḭDS-1062 first-in-humanḭ
ḱ ṇ ể ḭ

SOC SOC ḭ
צּ

(unselected) ךּףּ

ï (57.7%)

ï ṇ IV(88.5%)

ï (73.1%)

ï ECOG PS 1(80.8%)

ï

(86.5%)



ALK, anaplastic lymphoma kinase; EGFR, epidermal growth factor receptor, HER2; human epidermal growth factor receptor 2; 

PD, progressive disease; PR, partial response; Pt, patient; SD, stable disease.

Data cut-off: July 3, 2019.

DS-1062Ḳ

12 PRṕ10 ḭ2 Ṗ ṇ

ü 8.0mg/kg ḭ5/7 PR 2/7 SDḭ6/7ּצ

55Source: Heist-R et al., Abstract #MA25.10, WCLC 2019

,
%

* PR



DS-1062Ḳ

︡

56

5PR3PR2PR1PR 1PR

ALK, anaplastic lymphoma kinase; EGFR, epidermal growth factor receptor, HER2; human epidermal growth factor receptor 2; 

PD, progressive disease; PR, partial response; Pt, patient; SD, stable disease.

Source: Heist-R et al., Abstract #MA25.10, WCLC 2019

Data cut-off: July 3, 2019.

ṇ
פּ

,
%



DS-1062Ḳ

57Source: Heist-R et al., Abstract #MA25.10, WCLC 2019

TEAEḭ פּפּ ￼(10% )ḭn (%) (N=52)

ṇ ṇ Ô3 ṇ ṇ Ô3

TEAE 48 (92.3) 22 (42.3) 7 (13.5) 0

19 (36.5) 2 (3.8) 7 (13.5) 0

19 (36.5) 0 7 (13.5) 0

15 (28.8) 0 ALT 6 (11.5) 0

14 (26.9) 0 6 (11.5) 0

12 (23.1) 0 5 (9.6) 0

/ 12 (23.1) 2 (3.8) 5 (9.6) 1 (1.9)

12 (23.1) 0 5 (9.6) 0

לּ 11 (21.2) 0 5 (9.6) 1 (1.9)

8 (15.4) 0

ALT, alanine aminotransferase; DLT, dose-limiting toxicity; ILD, interstitial lung disease; MTD, maximum tolerated dose; PD, progressive disease; Pt, patient; RDE, 

recommended dose for expansion; TEAE, treatment-emergent adverse event.

a2 DLTs occurred at the 10-mg/kg dose; 1 pt with mucosal inflammation and another pt with stomatitis. One DLT occurred at the 6-mg/kg dose in a pt with rash maculopapular. 
bThe most frequent TEAE leading to dose reduction was mucosal inflammation (2 pts [3.8%], 10-mg/kg group). 
cTEAEsleading to drug discontinuation (1 pt each) were pleural effusion (0.27 mg/kg) and pain (2.0 mg/kg).

Data cut-off: 03 Jul 2019

Å 10.0mg/kga DLT ︡ḭ8.0mg/kgּצMTDḭ 10.6 ( 3.0Ṍ43.1)

Å TEAEּ14צ (26.9%) ḭ 3צּ (5.8%) ︡ ḭצּ ￼

Å bḭ ḭ c ︡ TEAE ḭ 5 (9.6%)ḭ5 (9.6%)ḭ2 (3.8%)

Å ︡ 6.0mg/kg אל ךּ 1 (1.9%) ḭ ︣ קּ טּ ( ṇ 5) ︡ ḭILDצּ ךּ

Å ṇ ḭ4 ILD טּ ṕ Ṗ( ṇ 2 1 [6.0mg/kg]ḭ ṇ 2 1 [8.0mg/kg]ḭ
ṇ 2 1 [8.0mg/kg]ḭ ṇ 5 לּ 1 [8.0mg/kg])



ḭEGFR ḭALK ḭ ︡
NSCLC ךּףּ

DS-1062Ḳ ṇ 1 ṇ (as of Nov. 16 2019 , preliminary data)

58
*Source: Internal data on file at Daiichi Sankyo.

Å6/8 10mg/kg 

subjects 

discontinued 

quickly due to 

AEs

Å83% of 

patients 

received a 

prior immune 

check point 

inhibitor 



DS-1062Ḳ פּ אל כֿ

DS-1062 ṡ Ṣ

DS-1062 ḭ ḭ ḭ
ףּ ḮILD צּ

DAR4 צּ אל כֿ ḭDXd ṇ צּ
אל אל

NSCLC ṇ ḭIMMU -132 ︣
קּ טּצּ

NSCLC ךּףּ קּ טּצּ

59



DS-1062ḲNSCLC
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2019 2020 2021 2022 2023 2024

Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4

ṇ 1

NSCLC ︡ḭIO/

ṇ 2

ṇ 3

NSCLC טּ ḭTKIּף

ṇ 2

NSCLCḭPD-1 / PD-L1

1st לּ ṇ 1b (3 )ḭ
SOC ︣

Study Started Planned Study Start

DS-1062 at 2 doses 

All dates are approximative

NSCLC Expand

DS-1062 at 2 doses 

Randomized DS-1062
vs. DTX Üramucirumab

DS-1062 dose finding with 

IO

EOP1



U3-1402Ḳ HER3 ADC

61

ṇ ṇ

ṇ

ṇ
︡ ṇ з

Cys

ṇ ḱ ḱ

ṇ MOA: 

Topo I

ṇ

ךּ
(Ṍ8:1)

ךּ
ṇ

ṇḱ
ṇ

אל ṇ

ṇ

U3-1402

7 8

1 3

42

5 6

HER3

ṇ (DXd)



a

A phase 1 study of U3-1402 in NSCLC (NCT03260491). aData cutoff of May 3, 2019.

AE, adverse event; EGFR, epidermal growth factor receptor; HER3, human epidermal growth factor receptor 3; IV, intravenously;

NSCLC, non-small cell lung cancer; Q3W, every 3 weeks; RDE, recommended dose for expansion; TKI, tyrosine kinase receptor.

Á / EGFR NSCLC

ףּ Ḳ

o ḭ ḭ
T790M ; 

o

Á ︡ טּ

ÁHER3

ṕTKI צּ(

U3-1402 (N = 30)

Ḳ
U3-1402 ףּ

Ḳ
U3-1402

Ḳ
U3-1402

ṇ ṇ

3.2 mg/kg (n = 4) 

4.8 mg/kg (n = 9) 

5.6 mg/kg (n = 12) 

6.4 mg/kg (n = 5) 

U3-1402 IV Q3W 1

U3-1402ḲNSCLC EGFR ṇ 1

62Source: Yu H et al., Abstract #MA21.06, WCLC 2019

Á , n = 17

Á , n = 13

o : 9

o :2

o : 1

o : 1
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PR PR

PR
PR

PR

PR

A phase 1 study of U3-1402 in NSCLC (NCT03260491). ª2 patients had Ô 30% reduction in SoD, which were not considered confirmed PRs; 1 

experienced transient tumor size reduction and 1 had not yet been confirmed at data cutoff.  aPerformed centrally using OncomineTM

Comprehensive Assay v3 from formalin-fixed, paraffin-embedded tumor tissue. Results from local testing are included for patients where tissue 

was unavailable for central analysis. Additional mutations detected from cfDNA in blood collected prior to treatment with U3 -1402 using 

GuardantOMNI assay are included. For cfDNA analysis, a minor allelic frequency of 1% was used as a threshold for detection of mutations. The 

copy number data from cfDNA are not shown.

cfDNA, cell-free DNA; EGFR, epidermal growth factor receptor; HER3, human epidermal growth factor receptor 3; PR, partial response; SoD, sum 

of diameters; TKI, tyrosine kinase receptor.

3.2 mg/kg 5.6 mg/kg

PR,

4.8 mg/kg 6.4 mg/kg

EGFR a L858R L858R L858R L858R L858R L858R Ex19Ⱥ Ex19Ⱥ L858R L858R Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ Ex19Ⱥ L858R Ex19Ⱥ Ex19Ⱥ

EGFR a T790M T790M T790M T790M T790M T790M T790M T790M T790M T790M T790M T790M

C797S C797S C797S C797S C797S C797S C797S C797S C797S

BRAF a V600E

PIK3CA a E542K H1047R

ṇ a CCND3 CDK4 CDK4 CDK4 HER2 CCNE1 MET

ª ª

U3-1402Ḳ EGFR TKI וֹףּ

63

n = 23

Median follow -up: 

4.5 months 

Source: Yu H et al., Abstract #MA21.06, WCLC 2019

,
%



U3-1402Ḳ פּ אל כֿ

U3-1402 ḭֿכ אל צּ
ḭנּ צּ ךּףּ ︣

U3-1402 HER3 ṇ ︣ כֿ ḭEGFR TKI ︣
EGFR NSCLC ︣

ṇ

TKI HER3 ︡ ךּ

NSCLC ךּףּ קּ טּצּ

64



U3-1402 צּ Ḳ צּ

צּ ṇ

ü צּ ṇ ể צּ ḭֿכ ṇ צּ

ü ḭ DXd ADC ḭ 1 ḭצּ

צּ FTIHּפ 2018 8 (n=42)

V ORR: 42.9% (18/42)

V ṇ : 90.5%

צּ 2018 8 פּ 2019 8 (n=82)

V ORR: 17.1% (14/82)

V ṇ : 89.0%
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U3-1402 צּ Ḳ צּ

פּ קּ כֿ

ü צּ וֹףּ HER3
Å IHC ḭ צּ ךּ צּ ︣ ḭ צּ ךּ
טּצּ

ü צּ HER3 צּ HER2 ḭ צּ HER3

טּ

66



U3-1402 צּ Ḳ IHC Best Overall Response
(N=43)*

HER3-High (N=31) HER3-Low (N=8) HER3-Negative (N=4)
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67
*Source: Internal data are preliminary and on file at Daiichi Sankyo.



U3-1402Ḳ צּ וֹףּ HER3
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צּ וֹףּ HER3 צּ * וֹףּ U3-1402 HER3 *

*Source: Internal data are preliminary and on file at Daiichi Sankyo.



U3-1402

Cycles 1 and 3

DS-8201

Cycles 1 and 3

Payload

Thrombocytopenia

U3-1402Ḳ ṇ *

ṕDS-8201 Ṗ

69*Source: Internal data are preliminary and on file at Daiichi Sankyo.



Quantification of Internalization Over Time

U3-1402ḲEGFR צּ וֹףּ *

70Courtesy of Dr.  PasiJanne, Dana FarberCancer Institute
*Data are preliminary 



U3-1402Ḳ פּ אל כֿ

צּ ḲEGFR ︡

Å TKI HER3 ︡ ︡

Å

צּ Ḳ ṇṕ / / Ṗ ḭ
שּקּ

Å ṇ ṇ צּ (MSKCC, DFCI, SOLTI, Ṗ

צּ צּ Ḳ ṇ Ễ

71

Breast

Lung

Prostate

CRC



DS-7300Ḳ ṇ (2019 10 31 Ṗ

ḭ ḭ4

DXd DS-7300

ÅB7-H3 ṇ ︣ ADC טּ DS-7300

/ צּ ︡
First-in-human ṇ 1/2

ÅB7-H3 שּ צּ ︣

ÅDS-7300 ḭ DXd ṇ
︡ 4 ︣ ADC טּ ḭ

ṇ ṇ
︣ ADC

72



ÅB7-H3 ḭאל ︠ צּ ︡ ףּ ḭ

o B7-H3 ADC 19-27%/3hr ḭ

ÅB7-H3 ḭCTLA-4 PD-L1

B7 ṇ ︣ I

Å אל ךּ ךּ

T cell
Antigen -presenting 

cell or Tumor

PDL1 or 
PDL2

PDL1 or 
PDL2

CD80 or 
CD86

CD80 or 
CD86

B7-H2

B7-H3

B7-H4

PD1

CD28

CTLA4

ICOS

?

?

?

DS-7300 ( B7-H3 ADC)

mAb anti-B7-H3 IgG1

Payload DXd

DAR 4

Major MoA Cancer cell killing by DXd

Competitor
MGC018 byMacroGenics
(P1 study initiated in Nov2018; ongoing)

Payload

Cleavable linker

The linker is connected to 

cysteine residue of the antibody

B7-H3 (CD276)

DS-7300ḲB7-H3 צּ ︡ DXd-ADC

73Nature Reviews 2012, 12, 252ð264



DS-7300Ḳ ṇ 1

74

: ḭORRḭּף

צּ

צּ ḭ צּ ḭ NSCLCḭ
צּ ḭ ḭ צּ

ÅB7-H3 ￼ṕ ︡Ṗ

ÅmCRM, N = ~36

Å ḭPKḭ
ḭ ṇ ṇ

ṇ 1: צּ

ṇ 3: NSCLC

ṇ 2: צּ

Å ṇ N~ 40

ÅB7-H3 ￼ṕ ︡Ṗ

Å ḭקּ
ṇ

︣

: ṇ

ṇ ףּ ṕ ḭ Ṗ



DS-6157

DS-6157 ḲGPR20 ADC

75

GGFG: glycine-glycine-phenylalanine-glycine

DXd: DX-8951 derivative

FOXF1: Forkhead box F1

ETV1: ETS variant 1, a member of the ETS (E 

twenty-six) family of transcription factors

GPR20 is one of the ICC/GIST lineage -specific factors 

whose gene expression is regulated by FOXF1 and ETV1

GPR20

Å ṇ G (GPCR)

ÅGIST

ÅGIST טּ Cajal (ICC) GPR20

ÅGIST וֹףּ

GIST

Å

Å 60%, 35%

ÅKIT צּ (78%) or PDGFRA (7.5%)

Å3 TKIsּצ אל ךּ

DS-6157

ÅGIST ︡ אל ךּ TKI MOA ḭ
GPR20 ADC ︡ ṇ ḱ ḱ

Å GIST

Å3 1

Drug / Antibody Ratio = 8

Internalization rate

72% @ 3hr

Chi P. et al, Cancer Discov. 2018;8(2):146-149, 234-251. (modified)



3~ pts

3~ pts

3~ pts

3~ pts

3~ pts

DS-6157 Ḳ ṇ 1

GIST: gastrointestinal stromal tumors; RDE: recommended dose for expansion; BLRM: Bayesian logistic regression model; DFCI: Dana Farber Cancer Institute; NCCE: National 

Cancer Center Hospital

*These are planned doses. Actual dose levels will be determined by clinical toxicity findings in each dose cohort & the BLRM.Higher or intermediate doses may also be considered. 

**DS-6157a dose will be determined in Dose Escalation (Part 1).

***Cohort 1 includes subjects who have been previously treated with imatinib & at least one post -imatinib treatment. 

****Cohort 2 will be initiated after efficacy is demonstrated (Ô20% confirmed objective response rate in a minimum of 10 subjects treated with DS-6157a at RDE) in Dose 

Escalation & Dose Expansion Cohort 1. Cohort 2 will be initiated in the United States only.

(Part 1)

DS-6157a IV Q3W monotherapy* 

in advanced GIST (2 nd, 3rd , or later line) or not a candidate for imatinib

(Part 2)**

DS-6157a IV Q3W monotherapy

Escalation Expansion

Study Region US, +(Japan) US, Japan, (+ Other countries: TBD

Potential Study Sites DFCI, other sites, (NCCE in Japan) DFCI, other sites, (NCCE in Japan)

D
o

s
e

3.2 mg/kg Q3W

4.8 mg/kg Q3W

6.4 mg/kg Q3W

8 mg/kg Q3W

1.6 mg/kg Q3W

Cohort 1***

GIST in 3rd or later line

RDE

Cohort 2****

GIST in 2nd line

Enroll additional 

patients for dose 

confirmation

ÅAssess GPR20 levels in all patients retrospectively
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Today s Agenda

1 ︢

2 DS-8201: 

3 DS-8201: 

4 ADC ṇ : ṇ ףּ

5 DXd ADC 

6 ò3 and Alphaó 

7 ṇ ףּ
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