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Welcome to the 2nd edition of the CVRT Newsletter.    

This newsletter provides an update on activities and outcomes relevant  

to the Cardiovascular Research Trust.  News include contribution to a 

national public understanding of science event,  research update and 

proposals by John Jackson regarding induction for trustees. 

Suggestions for future articles for the newsletter should be emailed to 

mdscaf@warwick.ac.uk. 

Professor Donald Singer   Chair, Cardiovascular Research Trust 
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Microvascular research 

methods supported by 

the Trust featured at 

the  Biennial Showcase 

Science conference on 

March 15th 2007 at-

tended by over 1000. 

The event aims to raise 

interest in the Sciences 

as a career among  

senior school students. 

See link: 
www.showcasescience.org/ 
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The potent constrictor factor angiotensin II 
(Ang II) is important to maintain blood 
pressure in healthy people. Excess Ang II 
or excess responsiveness of Ang II is an 
important adverse problem in people with 
high blood pressure or established cardio-
vascular disease. In this study, patients 
and healthy subjects agreed to donate 
tissue samples from which small arteries 
[around 0.25mm diameter] were         
dissected. The panels on the right show 
progressively greater contraction of small 
arteries as the concentration of ambient 
Ang II is increased. The striking abnormal-
ity in this study was that the   degree of 
contraction to Ang II in patients with heart 
disease was greatly reduced when oxygen 
free radicals were removed by the chemi-
cal TEMPOL.  These findings show that Ang 
II becomes able to activate adverse     
oxidant pathways in heart disease. This 
work suggests that targeting this pathway 
could provide a new approach to reducing 
heart disease severity.  

This will need innovative solutions, as trials 
of conventional antioxidant treatments 
such as vitamin A, C, E and selenium have 
been at best disappointing.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Reference: Hussain MB et al. The role of oxidant 
stress in angiotensin II-mediated contraction in 
health and in the presence of cardiovascular 
disease. Vascular Pharmacology 2006 
(Dec);45:395-9. 

Focus on CVRT supported research: major differences in small artery      

response to the constrictor angiotensin II in health vs. heart disease 
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Quiz answers 

1. a, b, c 

2. d [The venom 

contains a potent 

artery constrictor 

similar to the human 

peptide endothelin 

made by blood vessels]. 

3. a [in the range bd, 

people are more 

progressively more 

likely to develop 

The main areas supported by the CVRT are:  

• the role of capillaries in cardio-vascular     

disease;  

• the importance of oxidant stress in mediating 

abnormal function of arteries;  

• Public and academic understanding of new 

personalised approaches to selection of more 

effective and safer medicines. 

The capillary work concerns the imbalance be-

tween capillary growth and dropout (rarefaction) 

associated with increased risk of cardiovascular 

disease. More recent studies supported by the 

trust are using new technology which allows spe-

cific gene ‘knockdown’ as a way to explore new   

pathways for disease. This is based on the prin-
ciple of gene silencing using small   inhibitory 

double-stranded RNA molecules discovered in 

1998 by the winners of the 2006 Nobel Prize in 

Physiology or Medicine, Craig Mello (MIT) and 

Andrew Fire (Stanford). 

Arterial studies concern the contribution of in-

creased oxidant stress to ways in which an im-

portant constrictor factor, angiotensin II, leads 

to contraction of arterial muscle. Publications in 
2006 describe evidence that generation of oxi-

dant stress by angiotensin is important both for 

narrowing of small arteries which contribute to 

tissue perfusion and to maintenance of blood 

pressure, as well as for narrowing of larger   

arteries which can contribute to heart attack and 

stroke syndromes.  

The Trust also contributed to organisation of an 

International  Personal ised Medic ines 

(Pharmacogenetics) Educational and Scientific 
Symposium held at the University of Warwick in 

July, 2006 [see CVRT Newsletter Issue 1 for full 

report]. 

The bright red staining in the upper panel 

shows    generation of reactive oxidants by an-

giotensin II in a section from an artery.  

 

 

The specificity 

of the method 
is confirmed 

by showing a 

m a r k e d      

reduction in 

red staining in 

the presence      

of the sup er-
oxide quench-

ing chemical      

TEMPOL. 

 

  

 

 

 

Reference: Puntmann et al. Role of oxidative stress in 

angiotensin- II mediated contraction of human conduit  

arteries in patients with cardiovascular disease.   Vasc 

Pharmacol. 2005;43:277-82. 
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Publications 

Hussain MB, Puntmann VO, Mayr M, Khong T, Singer DRJ. The role of oxidant stress in angiotensin II-mediated contraction of human resistance 

arteries in the state of health and the presence of cardiovascular disease. Vascul Pharmacol. 2006 Dec;45:395-9. 

CJ Kelsall, AH Chester, P Sarathchandra, DRJ Singer. Expression and localization of C-type natriuretic peptide in human vascular smooth muscle 

cells. Vascular Pharmacology 2006;Dec;45:368-73. 

Kou, B, Ni, J, Vatish, M, Singer DRJ. VEGF protects from apoptosis induced by oxidant stress and angiotensin II in HUVECs is by PI-3K/Akt de-

pendent and p-38 MAPK independent pathways. European Society of Cardiology, Barcelona, Sep 2006. 

Kou, B, Ni, J, Vatish, M, Singer, DRJ. Effects of angiotensin II on basal and vascular endothelial growth factor stimulated vascular tube formation 

by human umbilical vein endothelial cells. European Society of Cardiology, Barcelona, Sep 2006. 

Kou, B, Zhang, J, Singer, DRJ. Role of oxidant stress in human endothelial cells; insight from siRNA knock-down of the p22phox sub-unit of 

NADPH 0xidase. International Personalised Medicines Conference, University of Warwick, July 2006 

Kou, B, Vatish, M, Singer DRJ. Context-dependent interactions between angiotensin II & VEGF in cell-signalling & vascular tube formation in hu-

man umbilical vein endothelial cells. Angiotensin II Gordon Conference, Aussois, France, Sep 2007 

Kou, B, Vatish, M, Singer DRJ. Biphasic Effects of Angiotensin II on Basal and Vascular Endothelial Growth Factor-Stimulated Akt Phosphorylation 

and Expression in Human Umbilical Vein Endothelial Cells International Society of Hypertension, Fukuoka, Japan, October 2006. 

Kou, B, Vatish, M, Singer DRJ. Effects of Stretch Stress on Basal and Ligand-Modulated Akt Phosphorylation in Human Umbilical Vein Endothelial 

Cells. International Society of Hypertension, Fukuoka, Japan, October 2006. 
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Trustee Profiles 

Nicholas Carter is currently Professor of  Developmental 

Biochemistry and Head of the    Division of Clinical Devel-
opmental Sciences at SGUL. His Research is in the gen-

eral area of      Cardiovascular Genetics and recently has 

involved analysis of complex phenotypes using a Twin 

based approach. Current research funding derives from 

Grants awarded from BHF and Wellcome Trust. Nick is a 

founding Trustee of the CVRT. 

 

John Jackson is a human resource professional and runs 

his own HR consultancy in West London. He works with a 

wide range of clients across both   private and public  

sectors. John is the ex-Chair, and a continuing trustee for 

the St Andrew's Church Centre, a Church-based        
community centre in    Ealing, which was opened in 2001 

following a fund-raising campaign which realised over 

£1M.  He is also a Chartered Fellow of the Chartered In-

stitute for Personnel Development (CIPD) and is the   

serving Vice-Chairman of the West London branch of the 

CIPD. John has been associated with the CVRT since its            
inception.  While his professional credentials are rarely 

drawn on he is pleased to operate as honorary secretary 

for the trust and is its main point of contact with the 

Charities Commission. 

 

Andrew Shindler is a solicitor and partner in the Com-

merce & Technology and Pharmaceutical Groups at lead-

ing European Law Firm, SJ Berwin LLP. Andrew has some 

twenty years' experience specialising in contracts relating 

to the exploitation of intellectual property rights and 

other commercial agreements. He is particularly involved 

in advising, drafting and negotiating research, develop-
ment and licence agreements in the pharmaceutical         

industry. Andrew’s pharmaceutical practice focuses 

mainly on acting for small and medium size              

pharmaceutical, biopharmaceutical and biotech         

companies in their research, development, licensing and 

other collaboration agreements with big pharma, in the 
course of which he has drafted and negotiated deals with 

many of the world’s largest pharmaceutical companies. 

 

Donald Singer is foundation holder of the Chair of Clini-

cal Pharmacology and Therapeutics at the Graduate Medi-
cal School at Warwick University where he founded the 

Clinical Sciences Division in April 2003. He is an active 

clinician with two major clinical interests: prevention and 

treatment of   cardiovascular disease and safe & effective 

use of medicines. His main  research interests are in 

causes of vascular disease, better management of blood 
pressure and improved patient safety through new     

systems aimed at improving safety in prescribing. He co-

founded the Cardiovascular   Research Trust in 1996. He 

was formerly Trustee of Richmond Orchestra and Ealing 

Junior Music School and is currently a Trustee of the  

Fellowship of Postgraduate Medicine. 

 

Michael Flynn’s profile will appear in the next edition of 

the newsletter.   

Prospective Trustees 

Wendy Currie is Professor of Information Systems at 

Warwick Business School. She has held professorial    

positions at the universities of Brunel and Sheffield. Her 

research interests are broadly in the field of managing 

large scale innovation and change programs in the     
private and public sectors. She has won research funding 

from the European Union, Economic and Social Research 

Council and Engineering and Physical Sciences Research 

Council. She has written seven books and published her 

research in many scholarly journals. She is on the      

editorial boards of six leading academic journals. In 2005, 

she set up the MSc in Information Systems and Manage-
ment, and is now academic director of this course. She is 

currently on the council of the Association for Information 

Systems and is on the programme committee for the 

International      Confererence on Information Systems 

for 2006. In 2009, she will be conference co-chair of ICIS 

to be held in Arizona, USA. She also served on the     
programme committee for the 3rd AC21 Research      

Festival From Genes to Patients: New Perspectives on 

Personalised Medicines at Warwick this year. 

 

Alex Groat has retired from a full-time career in accoun-
tancy ranging from accounting to auditing and the field of 

taxation specialising mainly in company work and its rela-

tionship with the Inland Revenue. Alex has however 

maintained his Fellow membership of a recognised ac-

countancy body and of the Institute of Taxation and since 

moving to Oxfordshire has become involved in Charity 

work spending most of his time as treasurer and account-
ant of Volunteer Link-Up, a volunteer bureau serving 

West Oxfordshire which aims to link people who have 

some time to spare with those in the community who 

need some help. Alex has been associated with the CVRT 

for many years in preparing accounts for the trustees and 

the Charities Commission which also features in his work 
for Volunteer Link-Up 
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Healthy heart - Quiz 1 

Which of the following statements are true? 

 Trustee Induction 

John Jackson,  CVRT Trustee 

CVRT is committed to developing and applying best practice not only in 
its research programme, but also its administrative procedures.  The 
nomination of new trustees has prompted the trust to look closely at its 
processes for welcoming and properly inducting colleagues who are   
prepared to serve in this capacity. 

   

Both the Charity Commission and the Chartered Institute for Personnel 
Development emphasise the importance of induction being handled in a 
structured and carefully managed way, and not just left to chance.  Yet 
anecdotal evidence suggests this is not common practice in most small 
charities.  

 

CVRT intend to address this challenge by developing a welcome pack 
for new trustees, by being clear on the role and how each trustee can 
make a contribution of real value, and by helping them to get fully    
integrated into the existing group of trustees as quickly as              
possible.  Ultimately this process is aimed at helping trustees become 
really effective in their roles.  Further information on this topic is to be 
found at the Charity Commission webpage:   

www.charity-commission.gov.uk/supportingcharities/efftrustintro.asp 

Charity Commission website: 

http://www.charity-

commission.gov.uk/ 
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There may be more than one    
correct   answer for each question. 

 

1. The following are risk factors for high  cholesterol  

a) Overweight  

b) Cigarette smoking  

c) Alcohol intake  

d) Diet high in fruit & fibre  

e) Aerobic exercise 

  

2. Which of the following is correct? 

The asp (see Figure below ) kills its prey by  

a) crushing  

b) venom causing fatal bleeding.  

c) venom causing severe asthma  

d) venom causing severe angina  

e) venom causing paralysis 

 

3. Healthiest blood pressure in a well adult is below  

a) 120/80mmHg  

b) 130/85mmHg  

c) 139/89mmHg  

d) 150/90mmHg  

e) 160/100mmHg 

 

4. Which of the following statements is correct? 

a) Risk of heart attack in the UK is around 1% per 
year in middle aged men.  

b) GPs see on average 2 to 3 patients with heart  
attack per year.  

Cardiovascular 
Research Trust 
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