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Hypertension

Thrombotic
Disorders

Areas where R&D investment is focused on for development as our future growth drivers

Areas on which current revenue is based and should be maintained and expanded

R&D Core Disease AreasR&D Core Disease Areas

Franchise AreasFranchise Areas

Malignant
Neoplasm

Diabetes
Mellitus

Autoimmune 
Disorders / RA

Hyperlipidemia /
Atherosclerosis

Bacterial Infections

Concept of Therapeutic AreasConcept of Therapeutic Areas
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hypertension

COPD

MRSA

IBD IBS

lung cancer

breast cancer

stroke

stomach cancer

prostate cancer

colon cancer
uterine fibroid

uterine cancer
liver cancer

bed sore

atopic dermatitis
psora

asthma

allergic rhinitis

depression

anxiety neurosis

schizophrenia

vascular
dementia

Alzheimer’s
Disease

benign prostatic hypertrophy

endometriosis
nephrosis

overactive bladder syndrome

gout

rheumatic arthritis

osteoporosis

osteoarthrosis

SLE

epilepsia

Parkinson's disease

sleep apnea syndrome

multiple sclerosis
chronic renal failure

chronic glomerulonephritis

stress urinary incontinence

AIDS

chronic hepatitis C

chronic hepatitis B

tuberculosis

glaucoma

age-related macular 
degeneration

diabetic neuropathy

diabetic retinopathy

diabetic nephropathy

diabetes mellitus

hyperlipidemia

peptic ulcer

functional gastrointestinal disorder

hepatic cirrhosis

brain hemorrhage

heart failure
arrhythmia myocardial infarction

angina

leukemia

Diabetes

Medical Satisfaction and Contribution of DrugsMedical Satisfaction and Contribution of Drugs

Japan Human Health Sciences Foundation; 
Investigation of Japan’s Fundamental Technology Report - View of medical treatment needs in 2015 (2005)
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Medical SatisfactionMedical Satisfaction

Malignant
Neoplasm

Thrombotic 
Disorders

Autoimmune
Disorders / RA

Hypertension

Infections

Hyperlipidemia
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Phase 1 Phase 2 Phase 3 Application

Cardiovascular diseases
 CS-8080
 DB-772d

 Olmetec/diuretic Combo (#)

 DU-176b
 Prasugrel (ACS-MM)
 CS-8635
 Olmetec additional indication (#)
     <Diabetic nephropathy>
 Olmetec/Calblock Combo (#)

 Prasugrel (ACS-PCI)

Glucose metabolic disorders  CS-1036 (#)  Rivoglitazone

Infectious diseases
 Levofloxacin inj (#)
 CS-8958

 Levofloxacin
   high-dose (#)

Malignant neoplasm
 CS-7017
 U3-1287

 CS-1008
 Nimotuzumab (#)
 ARQ 197

Immunological allergic diseases  CS-0777  SUN 13834

Bone / joint diseases
 Denosumab (#)
 Loxonin gel (#)

Others  Human ghrelin
 Memantine hydrochloride (#)
 Silodosin

 Feron/Ribavirin
   combination therapy (#)

Total 6 6 12 3

Development PipelineDevelopment Pipeline
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Change from
October

New : ARQ 197
Change of stage : 

DU-176b Ph2 ---> Ph3
CS-8958 Ph2 ---> Ph3
Sevikar (EU) Application ---> Approval

# : Developed only in JPN

Only the most advanced stages are described for the projects under global development

Projects with highest priority are underlined (blue)



Blood clots formed through various causes can result in emboli 
in the heart, lungs, or brain, and may lead to fatal conditions
The blood coagulation system and platelet are the two primary targets

Surgery

Atrial fibrillation

Arterial sclerosis

Deep venous thrombosis

Pulmonary embolism

Stroke

ACS

Stagnation of
blood flow

Damage / roughen
vascular wall

Blood
coagulation

system

Platelet
Acute coronary syndrome (ACS)
Percutaneous coronary intervention (PCI)

Targets for Thrombotic DisordersTargets for Thrombotic Disorders Thrombotic Disorders

Arterial thrombosis

Venous thrombosis

Arteriosclerosis obliterans
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･ Higher IPA*

･ Rapid onset of IPA

･ More consistent IPA

Prasugrel

Acetylsalicylic acid

Ticlopidine

Clopidogrel

Anti-platelet

Platelet

Arterial thrombosis

Target Profile

･ Efficacy not inferior to Warfarin

･ Wide therapeutic range and lower   

incidence of bleeding

･ No hepatotoxicity

DU-176bDaiichi Sankyo’s
Pipeline

Low-molecular weight heparin

Warfarin

Argatroban

AnticoagulantDrugs currently 
used

Blood coagulation systemTarget

Venous thrombosis

To Become a Leader in Thrombotic DisordersTo Become a Leader in Thrombotic Disorders

* IPA: inhibition of platelet aggregation

Thrombotic Disorders

6



ACS-PCI* (TRITON TIMI-38)
Dec-2007

New Drug Application (NDA) filing in US
Sep 26, 2008

The U.S. Food and Drug Administration (FDA) did not complete its review by 
PDUFA goal date, and continues to review prasugrel NDA

Feb-2008
Marketing Authorization Application (MAA) filing in Europe

As of Dec-2008
Review by the European Medicines Agency (EMEA) underway

ACS-MM** (TRILOGY ACS)
Jun-2008 Phase 3 study

Double-blind, parallel-arm, active control study
To evaluate safety and efficacy of prasugrel against clopidogrel
Reducing the risk of cardiovascular death, heart attack, or stroke 
About 10,000 patients in more than 800 hospitals in 35 countries
Duke Clinical Research Institute (Dr. Magnus Ohman)

Anti-platelet: PrasugrelAnti-platelet: Prasugrel
* ACS: acute coronary syndrome

PCI: percutaneous coronary intervention

** MM: medically managed
(without  a planned artery-opening procedure)

Best-in-class

Thrombotic Disorders
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Europe

US

Clopidogrel’s Source of Business Fiscal Year 2007 (company analysis)

Anti-platelet: PrasugrelAnti-platelet: Prasugrel

Source: IMS NPA Mar 2008 MAT Plavix Sales + NDTI (physician audit)
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Thrombotic Disorders

14%

4%

17%

42%

23%

ACS MM
PCI/CABG
Stroke/TIA
PAD
Other

FY2007
US

$4,350M



Oral Factor Xa Inhibitor: DU-176bOral Factor Xa Inhibitor: DU-176b

Completed strict dose-finding studies and started phase 3 studies

Best-in-class

Thrombotic Disorders
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Target Indication
         / Development Stage

Phase 3

US/EU
Results presented at American Society of
Hematology in Dec-08

JP Completed

US/EU

Results presented at European Society of
Cardiology in Sep-08
<Prevention of venous thromboembolism in
patients after total hip replacement surgery>

JP

Results presented at Asian-Pacific Society of
Thrombosis and Hemostasis in Sep-08
<Prevention of venous thromboembolism in
patients after total knee replacement surgery>

Started in
November

Planned

Prevention of
thromboembolic events in
patients with non-valvular
atrial fibrillation (AF)

Prevention of venous
thromboembolism (VTE)

Phase 2b completed

(n = 170) (n = 151) (n = 158) (n = 151)(n = 144)

28.2% *

21.2% **

15.2% **
10.6% **

43.8%

0% 1.6% 1.8% 2.2% 2.3%

Venous Thromboembolism
Major + Clinical relevant bleeding

(%)

QD: once daily (quaque die)

0

10

20

30

40

50

Dalteparin 15 mg QD 30 mg QD 60 mg QD 90 mg QD

Oral Factor Xa Inhibitor: DU-176bOral Factor Xa Inhibitor: DU-176b

Efficacy and safety in total hip replacement surgery: US/EU

* P = 0.005 (vs. Dalteparin)   ** P < 0.001 (vs. Dalteparin)

Dose-dependency in VTE incidence; P < 0.001 (Cochran-Armitage)

No increase in major or clinically relevant bleeding

European Society of Cardiology
(September 2, 2008, Munich)
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Thrombotic Disorders



Primary objective
Evaluate safety of DU-176b compared to Warfarin

Patient population
Patients with non-valvular atrial fibrillation

Design
Randomized, double-blind, active-controlled, 
DU-176b and open-label warfarin study

Treatment period
3 months treatment

Number of patients
1,143
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Thrombotic DisordersProtocol of Ph2b Studies in AF (US/EU)Protocol of Ph2b Studies in AF (US/EU)

Safety in atrial fibrillation: US/EU

* p<0.05 ** p<0.01 (to Warfarin)

DU-176b 30 mg qd and 60 mg qd dose regimens 
had a safety profile similar to warfarin in patients with AF.

Oral Factor Xa Inhibitor: DU-176bOral Factor Xa Inhibitor: DU-176b
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American Society of Hematology
(December 7, 2008, SF)

Thrombotic Disorders

0%

10%

20%

30% Major
Major + CR non-major
ALL

0.4%

3.2%

8.0%

0.0%

3.0%
5.5%

2.0%

7.8%*

12.7%

3.3%*

10.6%**

18.3%**

0.4%

3.8%

7.3%

(n = 235) (n = 234) (n = 244) (n = 180)(n = 250)
Warfarin 30 mg QD 60 mg QD 30 mg BID 60 mg BID

Bleeding
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ENGAGE-AF TIMI 48 (DU-176b Ph3)ENGAGE-AF TIMI 48 (DU-176b Ph3)

Primary endpoint =  Stroke and Systemic Embolic Events (SEE)
Secondary endpoint =  Stroke, SEE,  and All-Cause Mortality
Safety Endpoint = Major Bleeding

N = 16,500 DU-176b High Dose Regimen 60mg

DU-176b Low Dose Regimen 30mg

Warfarin

Randomized, double-blind, double-dummy, parallel group, multi-center, multi-national study

To evaluate efficacy and safety of DU-176b versus Warfarin in subjects with atrial fibrillation

Once daily

Effective Anticoagulation With Factor Xa
Next Generation in Atrial Fibrillation

Thrombotic Disorders

Malignant
alteration

TargetsGrowth factor

Receptor

Signal pathway

Cancer-specific
antigen

Cell cycle

Angiogenesis

Antibody
Lymphocyte

Chemotherapeutic 
agents inhibiting cell 
division functions

Targets specifically seen in 
cancer cells and environment 
surrounding cancer tissues

Molecularly targeted drugs
(small molecules, antibodies)

Targets for Malignant NeoplasmTargets for Malignant Neoplasm Malignant Neoplasm
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Research theme KResearch theme KResearch theme JResearch theme J

Research theme FResearch theme F

Research theme EResearch theme E

Research theme DResearch theme D

CSCS--10081008

Exploratory stageExploratory stage Phase 3Phase 3Phase 2Phase 2Phase 1Phase 1Preclinical stagePreclinical stage

U3U3 research theme 3research theme 3

U3U3--12871287
HER3HER3

U3U3--15651565
HBHB--EGFEGF

U3U3 research theme 2research theme 2

U3U3 research theme 1research theme 1

InIn--licensed projectslicensed projects

InIn--house projectshouse projects

U3 projectsU3 projects

Research theme AResearch theme A

Research theme BResearch theme B

Research theme CResearch theme C

Research theme 2Research theme 2

Research theme 3Research theme 3

Research theme 4Research theme 4

Research theme 1Research theme 1 CSCS--70177017

An
tib

od
ie

s
Sm

al
l m

ol
ec

ul
es

Malignant Neoplasm PipelineMalignant Neoplasm Pipeline

M&A to supplement
pipeline

Alliance for technologies
related to antibodies

Malignant Neoplasm
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ARQ 197ARQ 197

AMG 162AMG 162
denosumabdenosumab

DEDE--766766
nimotuzumabnimotuzumab

Discovery of new molecules through AKIP

HGF
βα

C-MET

Gab-1 Grb-2

P13K-AKT
Pathway

RAS-MAPK
Pathway

STAT-3
Pathway

Cell proliferation

Cell motility

Cell invasion

Cell survival

Cell invasion

Morphogenesis

Branching

ARQ 197

Extracellular

cytoplasm

c-Met inhibitor: ARQ 197 (small molecules)c-Met inhibitor: ARQ 197 (small molecules)

・c-Met: receptor for tyrosine kinase
of hepatocyte growth factor 
(HGF)

– Multiple roles in intracellular 
signal transductions such as 
cancer cell motility, proliferation, 
angiogenesis, invasion, and 
apoptosis induction

・Variation of c-Met
– Gastric, Pediatric Hepatoma, 

Head and Neck cancer

・ High expression of c-Met
– Colon, Hepatoma, Pancreatic, 

Prostate, Breast cancer, etc 

・c-Met inhibitors are suggested to 
be used as anti-cancer agent by

– Relationship between variation 
or high expression of c-Met 
and carcinogenesis
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Malignant Neoplasm

First-in-class / Best-in-class



Fully human monoclonal antibody that specifically targets the receptor 
activator of nuclear factor kappa B ligand (RANKL), an essential 
regulator of the cells that break down bone

Antibodies: AMG 162
(Denosumab  Anti-RANKL)

Antibodies: AMG 162
(Denosumab  Anti-RANKL) Malignant Neoplasm

First-in-class
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Multinational Phase 3 studies, including in Japan, are in progress for 
bone metastases of cancer
Phase 2 study in US for rheumatoid arthritis completed (by Amgen)

Promising results from studies for postmenopausal osteoporosis
FREEDOM (presented by Amgen: at American Society for Bone and Mineral Research in September)

Antibodies: U3-1287 (Anti-HER3)Antibodies: U3-1287 (Anti-HER3) Malignant Neoplasm

First-in-class

U3-1287

Anti-EGFR

(Erbitux, Nimotuzumab, etc.)

EGFRHER2 HER3HER3

HER3 heterodimers
Ligands

Heregulin EGF

EGF

Anti-HER2

(Herceptin, etc.)

Tumor growth

HER2 EGFR

HER3: the third member of the EGFR family
Expression upregulated in several cancer cells

breast, gastrointestinal, lung, pancreas, prostate, skin tumors, etc.

HER3 heterodimers have relatively higher mitogenic potential than 
HER2 homodimers or EGFR homodimers
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Anti-infectious agent; Neuraminidase inhibitor

Inhaler formulation; Dry powder inhaler and nebulizer 

Long acting

Target indication; Treatment and Prophylaxis of influenza

Treatment: Single administration for treatment 
Prophylaxis: Once weekly (possibility)

Self Development in Japan

Phase 2 completed, POC confirmed
Phase 3 on-going

Collaboration with Biota for out-licensing in US/EU 

Anti-influenza agent: CS-8958Anti-influenza agent: CS-8958
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Best-in-class

Non-clinical Data Summary 
- Pharmacology -

Anti-influenza agent: CS-8958Anti-influenza agent: CS-8958

CS-8958

0

20

40

60

80

100

0 2 4 6 8 10 12 14 16 18 20

Saline

0.012 μmol/kg

0.037 μmol/kg

0.11 μmol/kg

Oseltamivir Carboxylate*

0

20

40

60

80

100

0

Saline
0.37 mg/kg

1.1 mg/kg

3.3 mg/kg 

2 4 6 8 10 12 14 16 18 20

Minimum effective dose for significant life prolongation compared with saline arm

CS-8958 single： 0.037 μmol/kg = 18 μg/kg → 1.1 mg/body

Oseltamivir repeat： 1.1 mg/kg → 66 mg/body

Mouse：BALB/c, ♀, 6w, N = 10
Infection：A/PR/8/34, 100pfu, i.n.
Treatment: CS-8958 single

Oseltamivir twice/day 5 days
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)

Single administration （per nasal）
Days after infection

10 times administration （per oral）

Lifeprolonging effect of single CS-8958 
treatment is same as Oseltamivir repeated 
treatment

Lifeprolonging effect of single CS-8958 
treatment is same as Oseltamivir repeated 
treatment

*) Tamiflu active metabolite

(for mouse) (in human terms)

20



Non-clinical Data Summary 
- Pharmacology -

Anti-influenza agent: CS-8958Anti-influenza agent: CS-8958

Influenza Virus R-125489 Zanamivir Oseltamivir 
Carboxylate

A/H1N1

A/Kawasaki/IMS22A-955/2003
A/Kawasaki/IMS22B-955/2003

wt
H274Y

R/wt ratio

3.03
5.62
1.9

2.70
3.05
1.1

2.28
755
330

A/H3N2

A/Yokohama/67/2006

15.4
10.6
0.69

8.29
11.2
1.4

1.25
10400
8400

wt
R292K

R/wt ratio

A/Yokohama/IMS9A-2029/2003
A/Yokohama/IMS9B-2050/2003

A/Kawasaki/MS31A-1030/2002
A/Kawasaki/MS31B-1206/2002

19.2
13.2
0.69

10.7
7.71
0.72

1.78
140
79

wt
E119V

R/wt ratio

13.4
37.3
2.8

7.82
13.5
1.7

1.18
37.2

32

wt
R292K

R/wt ratio

R-125489: CS-8958 active metabolite
Zanamivir: Relenza
Oseltamivir Carboxylate: Tamiflu active metabolite

Wild type strain
AA changing point（Resistant st.）
IC50 activity ratio

wt:
ｃｆ.R292K:
R/wt ratio:

Inhibitory activity of Neuraminidase 
from Tamiflu-resistant strain（IC50, nM）

Inhibitory activity of Neuraminidase 
from Tamiflu-resistant strain（IC50, nM）
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Daiichi Sankyo R&D Strategy Vision StatementDaiichi Sankyo R&D Strategy Vision Statement

As a Global Pharma Innovator, 

Daiichi Sankyo R&D will discover and 

develop value added first-in-class and 

best-in-class therapies expanding on our 

legacy of quality and innovation to improve 

patient health and raise global standards 

for disease treatment and prevention
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Corporate Mission, VisionCorporate Mission, Vision

GlobalGlobal PharmaPharma InnovatorInnovator

Establish our own
operations in key areas 

and strengthen our 
presence worldwide

Focus on
pharmaceuticals
and continuously

develop novel therapies

Achieve scientific
and technological

innovations; create
an innovative

business model

Expanding our
Global Reach

Fulfilling Unmet
Medical Needs

Creating an Innovative 
Business Model
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To Become a World-class Pharmaceutical InnovatorTo Become a World-class Pharmaceutical Innovator
Global Pharma InnovatorGlobal Pharma Innovator

To Enrich the Quality of Life around the World 
through the Development of Innovative Pharmaceuticals

This presentation contains future financial projections. While such projections were prepared in good faith by our management, no 
assurance can be made regarding future events. Therefore, such projections cannot be considered a reliable predictor of future operating 
results, and this information should not be relied on as such. In the view of our management, the information was prepared on a reasonable 
basis, reflects the best currently available estimates and judgments, and presents, to the best of our management's knowledge and belief, the 
expected course of action and our expected future financial performance. However, this information is not fact and should not be relied upon 
as being necessarily indicative of future results, and you are cautioned not to place undue reliance on this information. 

The estimates and assumptions underlying the projections involve judgments with respect to, among other things, future economic,
competitive, regulatory and financial market conditions and future business decisions that may not be realized and are inherently subject to 
significant business, economic, competitive and regulatory uncertainties, all of which are difficult to predict and many of which are beyond our 
control. Accordingly, there can be no assurance that the projected results would be realized or that actual results would not differ materially 
from those presented in the financial information. 

We do not intend to update or otherwise revise the prospective financial information to reflect circumstances existing since its preparation 
or to reflect the occurrence of unanticipated events, even in the event that any or all of the underlying assumptions are shown to be in error. 
Furthermore, we do not intend to update or revise the prospective financial information to reflect changes in general economic or industry 
conditions.

TEL: +81-3-6225-1126
FAX: +81-3-6225-1132

Contact address regarding this material

Daiichi Sankyo Co., Ltd.

Corporate Communications Department
www.daiichisankyo.com


