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• Neoplastic clonal proliferation of plasma cells

• Production of paraprotein (monoclonal Ig)

• Normal production of Ig impaired (immuneparesis)

Multiple Myeloma
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Kuehl & Bergsagel Nat Rev Cancer 2003

Multiple Myeloma - A model Cancer



State of Art in 2004

• Median Survival of 3-4 years

• Limited treatment options
– Stem cell transplant (high dose melphalan)

– Steriods

– Thalidomide just starting

– First reports of Velcade presented with huge fanfare at 

American Society of Hematology Meeting

• FISH

• Microarray technologies emerging
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Old Paradigm - Linear Genomics
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Funding #2: Singapore Cancer Syndicate –

Development of Comprehensive Cancer Gene 

Repository in Multiple Myeloma (2007 – 3 years)
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Building the Infrastructure (since 2009)

• Clinical Database (Data since 2000) – 9 

Publications

• Cell bank (>500 patients) – 13 

Publications

• Bioinformatics Framework – 7 publications



Funding #3: NMRC CSA Inv (junior) – Using 

unbiased forward genetic screen and comparative 

genomics in mice to model progression and 

transformation of multiple myeloma (2008 - 3 yrs)
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Funding #4: NMRC CSA Inv (Senior) – Genomic-

based diagnosis, Classification & Targeted 

Treatment of Multiple Myeloma (2012 – 5 yrs)

Establishing an International Presence

Making an Impact for Patients



Prognostic Signatures

• UAMS 70-gene signature (Shaughnessy JD et 

al. Blood 2007; 109: 2276-2284)

• IFM signature (Decaux O et al. J Clin Oncol 2008; 26: 

4798-805)

• Centrosome Index (Chng WJ et al. Blood 2006; 

107: 3669-3675; Chng WJ et al. Blood 2008; 111: 1603-1609)

• IL6-HMCL signature (Moreaux J et al. 

Haematologica 2011; 96: 574-82)

• HZD Cell Death signature (Dickens NJ et al. 

Clin Cancer Res 2010; 16: 1856-64)

• CINGEC signature (Chung TH et al. PLoS ONE 

2013; 8: e66361)



Combination of Signature

Chng et al, Leukemia 2016



Chng et al, Leukemia 2016



Chng WJ, et al. Leukemia 2014; 28:  269-277



Funding #5: NMRC STaR – Understanding and 

Targeting High-Risk Myeloma. (2017 – 5 yrs)

Why monoallelic loss of 17p13 is associated with poor outcome?

How does MMSET mediate its oncogenic function?





Many ways to skin a cat – High Risk Disease



Making Clinical Impact on the 

World Stage





Survival Outcomes from Time Zero
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Access to Next Generation Novel 
Agents through Clinical Trials is 

important prognostic feature

24
Soekojo CY and Chng WJ. ASH 2016

N=252



Clinical Trials

Patient Recruited to Clinical Trials
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Regional Collaboration – Asian Myeloma Network

 Tackle MM In Asia

 Epidemiology of MM (Am J Hem 

2015)

 Clinical Trials (AMN001 – Pom 

Dex, PI – Chng WJ)





AMN Trials

Code Regimen New / Relapse Numbers Remarks

AMN001 P(C)D Relapse 136 Complete

AMN002 KTD Relapse 50 ALLG Collab, 

commenced

AMN003 PCD vs PD Relapse 60 ea arm Commenced

AMN004 Dara-TD Relapse 100 Soon to be initiated

AMN005 Duvulumab-PCD Relapse 40 On Hold

AMN006 Dara-VD New NTE 60 Soon to be initiated

AMN007 Venetoclax-VD Relapse with 

Plasmacytoma

25 Concept approved



State of Art 2016

• Clear Understanding of Biology

• Risk stratification

• Many effective drugs available

• Survival on average 8-10 years

• 15% curable



The Future of Myeloma Treatment

• Better treatment for High-Risk Disease

• Better tools for patient selection for 

different treatments

• Risk and response adapted therapeutic 

strategies

• Increase cure rate to beyond 30%
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The Patients



Singapore Myeloma Study Group

International Myeloma Study Group

Asian Myeloma Network
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