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Introduction 
Christian Hogg 

Chief Executive Officer 
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HMP highlights  
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A world class operation based in China, with a global 

outlook on drug R&D 

–

Focused on the discovery & development of innovative 

medicines for patients globally in oncology & immunology 

Chemistry 

Chemistry, 
Manufacture & 

Control 

Clinical & 
Regulatory 

Biology Pharmacology 

Translational 
Science 

Toxicology 

Drug Metabolism & 
Pharmacokinetics 
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HMP’s 3-legged innovative R&D strategy 

–

–

–

–

–

–

–

–

–
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Strong leadership team with global R&D experience 

–
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• Oncology and the unmet medical need in China 

 

• Lung cancer – how genomics crosses national boundaries  

 

• c-Met – a strategic priority for AstraZeneca 

 

• Volitinib - an insider’s view of the AstraZeneca / Hutchison 

MediPharma collaboration 

 

• AstraZeneca in China 
 

 

2 

Oncology in China 
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Cancer - a huge issue for China 

An aging population, environmental factors (particularly air pollution 

and smoking ) contribute to major rises in cancer incidence in China 

In the past 30 years, death rate due 

to lung cancer increased by 465 

percent and has become the most 

deadly cancer in China.  

 

Cancer, the number one cause of 

death in urban China, accounts for 

25% of deaths.  

 

In rural areas, it is the second cause 

of death (after cerebrovascular 

disease), responsible for 21 percent 

of deaths.  

http://cbr.uschinabusiness.org/wp-content/uploads/2013/04/cancert-chart1.jpg
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Key Facts about Lung Cancer 

Lung cancer is the most common cancer worldwide with an estimated 

1.6 million new cases and 1.4 million deaths per year 
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NSCLC Incidence and Mortality 

NSCLC is one of the ‘big four’ most common cancers in the developed 

world and is by far the leading cause of cancer related death 

GLOBOCAN 2008 (IARC)  

Incidence  Mortality 

NSCLC Incidence and Mortality in the US, EU5 and Japan 
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Lifestyle 

 Smoking 

 Prior lung disease e.g. 

TB, asthma, pneumonia 

 Age 

 Diet - high fat, 

cholesterol, alcohol 

 Obesity 

Environmental 

 Air pollution 

 Radon-222 

 Asbestos 

 Occupational 

carcinogens (e.g. 

silicon, chromium, 

nickel) 

 Passive smoking 

6 

Lung Cancer Risk factors and Smoking 

Smoking is the most common risk factor for lung cancer  

in both men and women, causing at least 85% of cases 

Genetic 

 Family history 

 Race / ethnicity 

 Genetics? (area of 

current research 

activity) 

 ~20% of smokers develop lung cancer, with duration of smoking the most 

important factor 

 The risk of developing lung cancer from smoking 20 cigarettes a day for 40 

years is about eight times the risk from smoking 40 cigarettes a day for 20 

years. 

 Smoking triggers DNA mutations in the cells of the lung endothelium, impairs 

mucociliary clearance in the lungs and lowers immunological 

 The particulate phase of tobacco (the tar) contains 55 carcinogens. 
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Incidence Trends 

• Tobacco smoking is the most common risk factor for 

NSCLC, thought to cause at least 85% of cases. 

• In much of the developed world smoking is declining 

(currently ~20-30% of the population smoke), influenced by 

public health initiatives, changes in statute and in deemed 

social norms.  

• HOWEVER, the number of incident cases continues to 

increase, albeit at a slower rate, due to an aging 

population which outweighs the effect of reduced smoking. 

• It is estimated that 64% of NSCLC incident cases in 2008 

occurred in males, although over the next 10 years it is 

forecast that the annual increase in males will be lower 

than in females. 

US, EU, Japan 

 Smoking rates amongst Chinese 

men remain high (~50-65%), 

although rates amongst women 

are low (~5%). 

 The use of solid fuel in the home 

and workplaces is an important 

additional risk factor. 

 Whilst the crude incidence of 

NSCLC in China is lower than in 

the US, EU5 and Japan, age 

standardized rates are similar. 

 China is has the fastest growth in 

incidence. 

China 

Aging populations in the US, EU and Japan and high levels of 

smoking in China influence the upward NSCLC trends 
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Genetic Segmentation, key to new treatments 

Reliable prognostic testing will fragment the commercial opportunity in 

NSCLC – brand positioning will be primarily clinically defined 

KRAS 

EGFR 

Currently 

Unknown 

 The segmentation of NSCLC into 

molecular subtypes will continue with 

increasingly smaller segments being 

defined, leading to more personalized 

treatment approaches. 

 Based on the response rates achieved 

with EGFR, ALK and ROS1 drugs, it is 

likely other drugs will show high 

response rates in small patient 

populations. 

 Approaches to target genetic resistance 

will increase, particularly in EGFR and 

ALK segments. 
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EGFR mutations are more common in SE Asia 

Molecular lesions are similar in the two populations but incidences vary 

considerably 

SE Asian 

Population 
Caucasian 

Population 

Kras 

Kras 

EGFR EGFR 
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What are EGFR Mutations? 

• Binding of EGF to the receptor on the tumour cell surface 

activates an intracellular signalling cascade, which is 

important in tumour development and survival. 

• EGFR gene mutations can cause the EGFR to be 

permanently activated (i.e. in the absence of EGF).  

• Several EFGR mutations have been identified, all 

somatic, but the most common (85-90% of all known 

EGFR mutations), are frame deletions in exon 19 or a 

specific missense mutation in exon 21 (L858R) of the 

tyrosine kinase domain. 

• Exon 19 and 21 mutations strongly correlate with 

sensitivity to the reversible TKIs erlotinib and gefitinib, 

however, introduction of an additional EFGR mutation, 

T790M, has been shown to confer resistance to erlotinib 

and gefitinib but not to irreversible inhibitors. 

• Patients with non-squamous NSCLC are routinely tested 

for EGFR mutations. 

~17% of NSCLC tumours have EGFR mutations – they are more 

common in females, never-smokers and patients of Asian origin  

http://www.tarceva.net/portal/tarceva/physician_resourc

es 

 

 

 

 

 

 

 

 

 

http://www.iressa.com/product-information/ 

http://www.tarceva.net/portal/tarceva/physician_resources
http://www.tarceva.net/portal/tarceva/physician_resources
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
http://www.iressa.com/product-information/
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Resistance to current EGFR TKIs 

• 30% of pts have T790M positive 

cells detectable before 1st line 

treatment 

 

•  Different clonal populations in 

tumours may be, in part, 

responsible for resistance 

 

•  Treatment of heterogenous 

tumours with drugs active against 

both EGFRm+ and T790M in 1st 

line may prevent emergence of 

T790M-mediated resistance 

Median time of current EGFR TKIs is 10-12 months with half of patients 

progressing due to T790M mutations in EGFR 

4
5

%
 

T
7

9
0

M
 5

%
 

S
C

L
C

 

22% 

Unknown 
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AZD9291 – Leading 3rd Generation EGFR TKI 

Aging populations in the US, EU and Japan and high levels of 

smoking in China influence the upward NSCLC trends 

0 20 40 60 80 100 120 140 160

1E-3

0.01

0.1

1

 

 

Efficacy of AZD9291 in PC9 (exome 19 

deletion) xenograft model 

L
o

g
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r 
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Days dosed 

Vehicle 

AZD9291 

(5 mg/kg) 

 

Iressa 

(6.25 mg/kg) 

 

No treatment 

• AZD9291 is an irreversible inhibitor 

selective for EGFRM and T790M  

• AZD9291 targets both the activating 

mutant, EGFRm+  and the resistance 

mutation, T790M, whilst maintaining a 

margin to activity versus wild type EGFR 

• AZD9291 entered Phase I clinical trials 

in March 2013 

• Preliminary Phase I data on AZD9291 

was reported at the ECCO / ESMO 

meeting in Amsterdam in September 

2013 
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c-MET – a key pathway in cancer 

  
C-Met and its ligand HGF amplification and over-expression may allow 

for a practical patient selection approach 

Novel therapeutic inhibitors of the c-

met signaling pathway in cancer 

Joseph Paul Eder et al, Clin Cancer 

Res 2009; 15:2207-2214 

 Aberrant HGF/Met pathway 

activation leads to uncontrolled 

tumor cell growth, invasion and 

survival 

 There are four different 

mechanisms of Met pathway 

activation: 

 Met gene amplification 

 HGF/Met over‐expression 

 Mutation 

 Cross talk with other 

receptors 
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c-Met and HGF are deregulated in a variety of tumour types, including 

many of relevance to the Asian population   

C-Met involvement in Multiple Tumor Types 

 Met gene amplification mainly in 

stomach, head & neck and colon 

cancers 

 Met over-expression found in many 

solid tumors, including stomach, lung, 

head & neck, colon, esophagus, etc 

 Many of these tumors have high 

preference in Asia population, such as 

stomach, esophagus, and lung (with 

EGFR mutation) 

 Clear advantage to expedite in Asia 

HMP data 
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c-MET Pathway inhibitors 

  

Anti-MET mABs 

Onartuzumab 

LY2875358 

Anti-HGF mABs 

Rilotumumab 

Ficlatuzumab 

Non-selective TKIs 

Crizotinib 

Cabozantinib 

E7050 

LY2801653 

Selective TKIs 

Volitinib 

AMG337 

EMD1214063 

INC280 

Selective small molecule c-Met inhibitors are following anti-bodies and 

non-selective first generation compounds 
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Volitinib – the c-Met inhibitor of choice! 

  
Volitinib is a highly selective small molecule inhibitor of the c-met 

receptor with opportunities in lung, gastric, renal and other cancers 

Iressa  

50mg/kg 

volitinib 

10mg/kg 

Iressa + 

volitinib 

Days of treatment 

M
e

a
n

  
T
u

m
o

r 
V

o
lu

m
e

 (
m

m
3
) 

control 

Tumour growth inhibition in Iressa-resistant 

lung cancer xenograft mouse model 

• Potent, selective cMet inhibitor 

• Inhibits in vitro growth of cMet amplified 

gastric and lung cell lines 

• Inhibits in vitro growth of HGF-stimulated 

cell lines 

• Induces regressions in cMet-amplified 

gastric xenografts, inhibits the growth of 

cMet-expressing lung xenografts 

• Good oral bioavailability in rat and dog, 

with a relatively short half life (1-3 hrs) 

• Mild and reversible toxicities associated 

with the stomach, kidney and heart 

• FTIH initiated 2/2012 with PK data from 

cohort 1 available 



CONFIDENTIAL 

Tap Local Innovation  

 

• China-based innovative company 

• Research and initial clinical work performed primarily in China 

• Global licensing, co-development, and commercial agreement for Volitinib (novel c-

Met inhibitor for cancer, currently in Phase I) 

• Upfront payment plus potential milestones 

17 

AZ-Hutchison Global Collaboration was signed in December 2011 
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Benefits of working with Hutchison MediPharma 

  
Novel partnership provides AZ development experience with HMP’s 

knowledge of Chinese clinical practice and ways of working 

• Experience of regulatory framework, notably the ‘green 

path’ 

 

• Experience of working with key thought leaders in major 

Asian cancers, e.g,  gastric cancer 

 

• Well-developed network of relationships with innovative 

China-based contract research organisations 

 

• Diversity of thought and approach in the cross-functional 

team, building an innovative and accelerated plan for 

Volitinib 

http://www.hdwallpapersonly.com/wp-content/uploads/2013/04/Green-day-Wallpapers-3.jpg
http://chinadailymail.files.wordpress.com/2013/08/08-china-handshake.jpg


CONFIDENTIAL 

New  
information  
technology 

Bio-medical  

High-end  
equipment  
manufacturing 

Alternative 
energy 

Advanced 
materials 

Alternative-fuel 
vehicles 

In its 12th Five Year Plan (2011-2015), China’s 

government aims to:   
  

▪ Almost double government funding in 

biomedical R&D innovation from the 11th 

plan 

▪ Launch 20+ innovative drugs fueled by 

significant investment over the last 5-year 

plan 

▪ Become the 2nd largest pharma market 

globally, eclipsing Japan 

Energy-saving 
and environment 
protection 

Significant investment in basic science in China 

  
Bio-medical identified as one of seven emerging pillar industries, 

backed by increased government funding 

http://stock.eastmoney.com/news/1406,2010090995056980.html
http://stock.eastmoney.com/news/1421,2010090193530542.html
http://finance.eastmoney.com/news/1350,2010090293810527.html
http://stock.eastmoney.com/news/1406,2010090794561199.html
http://stock.eastmoney.com/news/1406,2010090293846919.html
http://finance.eastmoney.com/news/1344,2010090694354221.html
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Innovation Center China  

Unique advantages 

Focusing on 
diseases important 
to Asia 

Disease 
area focus 

Access to increasing 
innovation in China Asia 

External 
innovation 

Deep expertise in 
Translational Science to 
generate clear target 

Scientific  
expertise 

Lean and flexible model 
leveraging local capabilities Operating 

model 

High caliber of talent with 
solid experience 

Talent pool 
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AstraZeneca Innovation Center China  

New vision and mission 

Vision 

Deliver innovative 

medicines 

addressing unmet 

medical needs in 

Asia  

Mission 

Deliver candidate drugs and 

ultimately, clinical proof of 

concepts and valuable 

medicines 

Maximize commercial 

potential of in-line products 

Provide strong Translational 

Science support 



development pipeline 

HMP’s clinical 
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Outline 
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HMP’s clinical development pipeline 
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Our compounds target the largest tumour types in China  
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China regulatory environment 

–

–

–
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Regulatory review time of CTA 
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China FDA’s Special Review Process (“Green Channel”) 

Effective on January 7, 2009 

–

–

–

–
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Two types of oncology development strategies  

–

–

–



VEGFR and VEGFR/FGFR Inhibitors 
Fruquintinib and Sulfatinib 
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Angiogenesis inhibitors 

–

–

–
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Fruquintinib: a highly differentiated VEGFR inhibitor 

(HMPL-013) 
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Fruquintinib: a highly differentiated VEGFR inhibitor:  

a  potent and selective kinase profile 
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Fruquintinib development plan 
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Fruquintinib development overview 

–

–

–
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Fruquintinib Phase Ia study  

–
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Fruquintinib Phase Ia study  

–
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 Phase I study: baseline demographics 
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Fruquintinib efficacy in Phase I trial 
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Waterfall plot of best response (tumour size change from 

baseline) in evaluable patients (n=34) 
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Phase Ib/II study status  
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First solid tumour randomized Phase II study 

–

–

–
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Sulfatinib: a VEGFR/FGFR1 dual inhibitor 
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Sulfatinib Phase I study summary 

–

–

–

–



EGFR inhibitors 
Epitinib and Theliatinib  
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Background to Epitinib & Theliatinib development 

–

–
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Epitinib (HMPL-813) Phase I clinical trial progress 
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Theliatinib (HMPL-309) Phase I clinical trial progress 

–

–

–



Volitinib (HMPL-504) 
clinical progress and status 
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Volitinib, a novel compound 
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Volitinib’s unique development strategy 
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Volitinib’s unique development strategy (continued) 
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Volitinib’s China-Australia complementarity in clinical trials 
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Volitinib Australia Phase I study update 

–

–

–

–

–
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Volitinib China Phase I study update 

–

–

–

–

–

–

–

–



HMPL-004 
A novel oral therapy in Phase III  

for ulcerative colitis 
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HMPL-004 is a first-in-class oral therapy for  

inflammatory bowel disease 

–



P
le

as
e 

tr
y 

to
 

 k
ee

p 
w

hi
te

  
sp

ac
e 

P
lease 
try to 
 keep 
w

hite  
space 

HMPL-004 mechanism of action 
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HMPL-004’s successful global Phase IIb UC trial 

P<0.001 P<0.04 P<0.007 
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HMPL-004’s successful global Phase IIb UC trial:  

safety evaluation comparison 
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HMPL-004 combines the strengths of  

market leading therapies  

–

g
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HMPL-004 ulcerative colitis (UC) global Phase III trial 

•

•

•

•

•

•
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NATRUL-3 investigators’ kick-off meetings 
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Summary of HMPL-004 



Pre-clinical Development Strategy 

Discovery Research &  
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NME success rates by phase and overall: 2004-2008 

Black numerals refer to number of NME entries required in each phase to obtain 1 Approval; 

figures in red boxes are success rates for each phase 

Source: PBF R&D General Metrics 2008; copyright © KMR Group, Inc. 
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Level of target validation vs. success rate 
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HMP:  innovative drug R&D strategy   

–

–

–

–
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HMP:  innovative drug R&D strategy   

–

–

–

–
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Botanicals positioned as the newer source of novel drugs 
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Overview of botanical drug discovery process 
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Botanical compound library 

–

–
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Drug supply chain: from GAP plantation sites to GMP 

manufacturing 
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The Discovery of HMPL-004:  

targeting anti-inflammation 
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Building a botanical drug development pipeline with NSP 

–
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Positioned to become a strong leader in botanical drug R&D 
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HMP:  innovative drug R&D strategy   

–

–

–

–

–

–
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Focused on major medical/patient needs in China 
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Conmana®  (icotinib) development and commercial success 
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Continue to invest in validated targets 

 to capitalize on the unique opportunity 

–
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HMP:  innovative drug R&D strategy   

–

–

–

–

–

–

–



P
le

as
e 

tr
y 

to
 

 k
ee

p 
w

hi
te

  
sp

ac
e 

P
lease 
try to 
 keep 
w

hite  
space 

Targeting first/best in class novel therapies 
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Novel candidates in partnership with large pharma:  

Sharing risk and success 

–
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Syk inhibitor HMPL-523 for inflammation and oncology 
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Hind paw volume in CIA rat
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Vehicle-pH2.1 H2O HM5022523-1,qd

HM5022523-3, qd HM5022523-10,qd

HM5022523-30,qd HM5007535-10,bid

Yisaipu-10 Normal

Vehicle II

IR(AUC)

97%**

206%**
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HM5022523 in vivo Efficacy in rCIA Therapeutic Model 
Paw volume  
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Histopathology of hind paw sections in CIA rat

Vehicle H2O (pH2.1) HM5022523-1 HM5022523-3 HM5022523-10 HM5022523-30

Vehicle II HM5007535-10 Yisaipu-10 Normal

HM5022523 in vivo Efficacy in rCIA Therapeutic Model 
Ankle histopathology  score 
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Aberrant FGF/FGFR signaling in cancer 

–
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H1581 SNU16 NCI-H716 RT-112 UMUC-14

HM5023453, 12 mg/kg, bid 

FGFR3 overexp.       S249C

FGFR2 amp                amp

FGFR1 amp

Tumour      NSCLC         Gastric            Colon             Bladder        Bladder

PIK3CA wt                    wt                    wt                       wt                    wt

HMPL-453: a potent and selective oral, small molecule 

FGFR inhibitor targeting FGFR 1, 2 & 3 

•

•

•

•
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China’s leading oncology & immunology pipeline: 
By stage 
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China’s leading oncology & immunology pipeline: 
By stage 
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China’s leading oncology & immunology pipeline: 
By stage 
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China’s leading oncology & immunology pipeline: 
By stage 
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HMP development pipeline: by quadrants 



Research & Development 

Funding 
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China’s leading oncology & immunology pipeline: 
Risk will be well balanced through deals with major partners 
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A proven track record of productivity & innovation 
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ASTRAZENECA 
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NUTRITION SCIENCE PARTNERS 

–
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LILLY 
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HMP Group has secured ~US$100 million in external 

funding and support since 2010 



Wrap-up and Q&A 
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Plans for 2014/15 
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HMP, China’s premier novel drug R&D company 
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–

–

–

–

– ⇒ ⇒ ⇒
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Thank  you 




