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@ 1. Executive Summary
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* Potent and selective EP4 antagonists in Phase 2 and non-clinical stage

RQ-00000007: Proof of concept in osteoarthritis (OA) pain in two Phase 2a studies

RQ-00000008: Completed non-clinical profiling, i.e., safety pharmacology, DMPK, and
toxicology studies, for Phase 1 studies

Back-up compounds: Non-clinical stage

* EP4 antagonists

Inhibit PGE,-induced VEGF / IL-23 production in macrophages / dendritic cells in vitro
Inhibit PGE, / ConA-induced IL-6 production in PBMC in vitro
Reversed PGE, -induced suppression TNFa / IL-12 suppression in human whole blood

Exhibited dose-dependent anti-tumor activity in a well-characterized mouse cancer
model

Provide attractive opportunities for the treatment in cancer indication

EP4_ChronicPain_NonConfidential(No-Chemical Structure)_20100928 Copyright RaQualia Pharma Inc. All Rights Reserved. 2011



R%;{ 2. Table of Contents

innovators for life

Slide No.

1. Executive Summary 2
2. Table of Contents 3
3. Scientific Rationale 4
4. COX Pathways 5
5. PGE, and EP Receptors in Cancer 6
6. EP, Receptor Cell Signaling 7
7. EP, Receptor Signaling in Cancer Metastasis 8
8. PGE,-EP4 Signaling in Tumor Microenvironment 9
9. Market Opportunity in Oncology Area 10
10.  EP, Receptor in Cancer 11
11.  Non-Clinical Pharmacology 12
11.1  Invitro Pharmacology Summary 13
11.2  VEGF Production in RAW264.7 Cells 14
11.3 IL-6 Production in Human PBMC 15
11.4 IL-23 Production in Mouse CD11c (+) Cells 16
11.5 IL-17 Production Enhanced by IL-23 in Mouse IL-17 (+) T Cells 17
11.6  TNFa and IL-12 Production in Human Whole Blood 18
11.7 Anti-Tumor Activity of RQ-X 19-23
11.8 Anti-Tumor Activity of RQ-00000008 24-28
12.  Competitor Status 29
13.  References 30-34
Appendix
14.  Compound Information and Non-Clinical Results of RQ-00000007 36-44
15.  Clinical Studies and Results of RQ-00000007 45-49
16.  Compound Information and Non-Clinical Results of RQ-00000008 50-54

EP4_Oncology_NonConfidential_20100915 Copyright RaQualia Pharma Inc. All Rights Reserved. 2011 3



BN I IH/BEDOHET 1K) TERH<IEEL

FIOAVPEIENRI U


http://www.raqualia.co.jp/inquiry/index.html?ref=partnering

	EP4 Receptor Antagonist for Oncology�Worldwide Partnering Opportunity
	1.Executive Summary
	2.Table of Contents 
	Contact 

