
 
 
PHYSIOLOGICAL RESEARCH • ISSN 0862-8408 (print) • ISSN 1802-9973 (online) 
 2018 Institute of Physiology of the Czech Academy of Sciences, Prague, Czech Republic

Fax +420 241 062 164, e-mail: physres@fgu.cas.cz, www.biomed.cas.cz/physiolres

 

Physiol. Res. 67 (Suppl. 1): S27-S35, 2018 

 
 
In Memoriam: Sidney George Shaw, DPhil (1948-2017) 
 
 
M. BARTON1, H. J. LITTLE2, R. D. VAUGHAN-JONES2, S. DANIELS2,  
M. R. DASHWOOD3, J. C. TSUI3 
 
1University of Zürich, Switzerland, 2Oxford University, United Kingdom, 3University College 
London, United Kingdom 
 

Received February 7, 2018 

Accepted February 12, 2018 

 

 
 

«We are here to add what we can, to,  
not to get what we can get from, life.» 

 

Sir William Osler, 

Regius Professor of Medicine at Oxford University  

(Osler 1891) 

________________________________________________________________________________________________ 

Summary 
On March 4, 2017 at the age of 68, Sidney George Shaw (Sid) 
unexpectedly died from complications following surgery, only four 
years after retiring from the University of Bern. Trained in 
biochemistry at Oxford University, Sid had quickly moved into 
molecular pharmacology and became a key investigator in the 
field of enzyme biochemistry, vasoactive peptide research, and 
receptor signaling. Sid spent half his life in Switzerland, after 
moving to the University of Bern in 1984. This article, written by 
his friends and colleagues who knew him and worked with him 
during different stages of his career, summarizes his life, his 
passions, and his achievements in biomedical research. It also 
includes personal memories relating to a dear friend and 
outstanding scientist whose intellectual curiosity, humility, and 
honesty will remain an example to us all.  
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The above quote by Canadian physician Sir 

William Osler (1849-1919) undoubtedly gives a good 

summary of the working ethos that Sidney "Sid" George 

Shaw (Fig. 1) followed his entire life. On March 4, 2017 

at the age of 68, Sid unexpectedly died from 

complications following surgery a few weeks earlier, and 

only four years after retiring from the University of Bern. 

Born in Liverpool and trained in biochemistry at Oxford 

University, Sid quickly moved into molecular 

pharmacology. He spent half his life in Switzerland, after 

moving to the University of Bern in 1984. There, he 

became a key investigator in the fields of enzyme 

biochemistry, vasoactive peptide research, and GPCR 

signaling and function. In this article, his friends and 

colleagues who knew him and worked with him during 

different stages of his career, summarize his life, his 

passions, and achievements in biomedical research. The 

article also includes personal memories relating to a dear 

friend and outstanding scientist whose intellectual 

curiosity, humility, and honesty will remain an example 

to us all. 
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also highlighted, and solved, the difficulty of 
distinguishing between neuronal and vascular locations of 
the enzymes. These studies, and his later work, helped to 
lay the foundation for what is now an extensive area of 
research on the regulation of peptide activity in the brain. 
Stephen Daniels also made use of Sid's analytical abilities 
which resulted in a shared publication in the Proceedings 
of the Undersea Medical Society (Daniels et al. 1981). 

The Oxford Pharmacology Department in those 
days was very active, both scientifically and socially, 
with a group of DPhil and postdoctoral researchers who 
(unusually) all came from the same relatively small area 
in the north of England. These included Stephen Daniels, 
Richard Vaughan-Jones and Hilary Little, with whom Sid 
became life-long friends. Conversations were lively and 
constructive, with key experiments planned, either over 
coffee in the Department or in local pubs in the evenings, 
notably the “Royal Oak” on the Woodstock Road and the 
“Lamb and Flag” on St. Giles. The former was opposite 
the original Radcliffe Infirmary, where the use of 
penicillin was first developed in the 1940s and 1950s, and 
so patrons at the pub would also include young clinicians 
and hospital workers. Sid was typically the life and soul 
of his social group.  

Following his DPhil (Fig. 1), Sid spent several 
more years in the Pharmacology Department at Oxford, 
interrupted by a brief spell at the University of Grenada 
in Spain as a Visiting European Neuroscience Foundation 
Fellow. Sid’s work in Oxford was supported firstly by the 
Medical Research Council and then the Wellcome Trust, 
enabling him to extend his investigations of peptidase 
enzymes, resulting in several more valuable publications.  

In 1982, the Pharmacology Department of 
Oxford University celebrated its 70th anniversary, and to 
mark this event Sid and other researchers presented 
a Comedy Review that included Sid accompanying 
himself on guitar with a self-penned song entitled 
“Pharmacology's Growing”. This contribution was 
particularly appreciated by Department-head, Professor 
Sir William Paton. Sadly, in those days, video recordings 
were not a simple matter of using one's mobile phone, so 
no record of his great performance in this Review exists, 
except in our memories. But the event emphasizes that 
Sid’s extracurricular activities, particularly in folk music, 
were as lively and original as his contributions to 
scientific research.  

Another anecdote is from the British 
Pharmacological Society's 50th Anniversary Meeting in 
Oxford in 1981 organized by Sir William Paton (1917-
1993) (Hall 1994, Rang 1994, Rang and Lord 1996) 

where Sid served as a door guard: Sid refused entry to 
Marthe Vogt (1903-2003) – one of the leading 
neuroscientists of the 20th century who contributed to the 
work that won Sir Henry Dale the Nobel Prize in 
Physiology or Medicine in 1936 (Dale 1936, Dale et al. 
1936) – until she found some ID. Oxford's Professor of 
Pharmacology, Edith Bülbring (1903-1990), another 
world-renowned scientist (Born 1985, Bolton and 
Brading 1992), was furious but Marthe Vogt 
complimented Sid on his diligence.  

It was during Sid’s later years in Oxford that he 
met Jane, at the time a chemistry project student of 
Stephen Daniels undertaking a 12 month research project 
in the Department. Following his divorce, Sid and Jane 
became romantically linked. Indeed, they were 
inseparable as a couple, and remained so for the rest of 
Sid’s life.  

 
Vasoactive peptides and endothelin research  

 
Sid and Jane left Oxford in 1984 (Fig. 2), 

travelling to Switzerland to work with Peter Weidmann at 
the University of Bern. They grew to love the country, its 
mountains and lakes, and settled there permanently. In 
the first decade, Sid’s scientific focus was directed 
towards renal pathophysiology and the role of the then 
newly discovered atrial natriuretic peptides, including 
urodilatin. The research also branched into clinical work, 
with seminal studies conducted in human volunteers and 
in patients (Weidmann et al. 1986a, Weidmann et al. 
1986b, Shaw et al. 1987, Ferrier et al. 1988, Saxenhofer 
et al. 1990).  

At the same time, the role of the endothelium in 
the regulation of vascular tone had become a most active 
area of research in medicine, and in 1987 nitric oxide was 
identified as an endothelium-dependent vasodilator – 
a discovery that was awarded the Nobel Prize in 
Physiology or Medicine in 1998 (Zetterström 2009). Also 
in 1987, Masashi Yanagisawa, Katsutoshi Goto, Tomoh 
Masaki and coworkers (Barton et al. 2012a) identified 
peptide and gene sequences of a group of endothelium-
derived vasoconstrictor peptides which they designated 
endothelins to reflect their endothelial cell origin 
(Yanagisawa et al. 1988). At the time, measurements of 
endothelin were limited to circulating levels in plasma, 
with elevated levels reported in patients suffering from 
heart failure, atherosclerosis, renal diseases, and diabetes 
(Rubanyi and Polokoff 1994). The role and regulation of 
tissue endothelins was entirely unknown. This was 
largely due to their very low levels of expression. As 
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a result, the quantification of local concentrations could 
not be achieved in small tissue samples.  

In 1995, Matthias Barton also moved to the 
University of Bern, joining the Division of Cardiology as 
cardiology fellow working on coronary artery disease and 
atherosclerosis. His research included studying functions 
of endothelial cell-derived mediators, including 
endothelin. Since, in many pathological conditions, 
circulating levels of any vasoactive peptide or hormone 
can be normal in plasma yet elevated in tissue, Matthias 
Barton hypothesized at the time that cardiovascular 
pathologies and therapies might affect production and 
thus local concentration of endothelin in tissue – even if 
plasma levels remain largely unchanged. But there was 
no method to test this hypothesis.  

Matthias Barton learned that Sid had just 
published the measurement of plasma levels of the 
peptide (Goerre et al. 1995). They met and he explained 
his "local endothelin system" hypothesis to Sid and that 
a specific, high-sensitivity assay allowing reliable 
quantification of endothelins from very small amounts of 
tissue would be needed to test it. He expected to hear that 
this would be impossible. But Sid smiled and said: “Let 
me try something.”  

Quickly the first tissue samples arrived and Sid 
and Jane began to work on them immediately, using 
radioimmunoassay and HPLC techniques. Sid obtained 
some data from the homogenized tissue but the yield was 
low and measurements were quite variable. Matthias 
Barton then came to Sid's lab to introduce a new method 
he had previously used during his DM thesis work 
(Mügge et al. 1993a, Mügge et al. 1993b). Extraction of 
endothelins from pulverized snap-frozen tissue not only 
resulted in higher yields but also added much to the 
precision of the assay. Sid smiled and was very happy: he 
knew that he now had the first assay in his hands that 
would allow reliable quantification of tissue endothelin 
levels with very high sensitivity and specificity. Within 
weeks, he and Jane had extracted and measured numerous 
samples from studies that were ongoing at the time, 
establishing the first high-sensitivity and specific  
ET-1 tissue assay, demonstrating for the first time that 
cardiovascular and other diseases lead to pronounced 
activation of the tissue endothelin system. Without doubt, 
many of the resulting papers published over the next 
decades were achieved in part because they contained 
data generated with Sid’s ET-1 assay (Barton et al. 1997, 
Barton et al. 1998, Barton et al. 2000, Vetter et al. 2006).  

Sid was soon approached by others wishing to 
include his new method in their applications for research 

funding. He quickly sensed that he might become 
exploited and lose control over the technique he had 
pioneered. On October 13, 1998, Sid wrote in an e-mail 
to Matthias Barton: “It was never intended they [the 
methods] should be included as a whole in any other 
grant. […] We spent 3 months developing this molecular 
biology methodology and there is no way I am handing 
any details to anyone. The crazy thing is that there must 
be now several grants submitted which all depend to an 
important extent on my tissue ET and NO methodology. 
The problem is we are getting no credit for it and more 
importantly none of the grants include any request for 
technical support for this lab (basic costs are one thing 
but a 20 % technician for example would help 
considerably. […] We have an edge which nobody else 
has and I am not prepared to risk it.” Although Sid ended 
up publishing a large number of articles employing the 
method he had invented, in the end – as he already felt in 
1998 – he did not receive the credit and recognition that 
he deserved. It is without doubt that the tissue endothelin 
assay that Sid invented has immensely contributed to 
endothelin biology, and helped our understanding of 
intracrine and local effects as well as the regulation of the 
endothelin system in health, disease, and following 
therapeutic intervention.  

 
Brain corticosteroids and alcohol research 

 
In addition to his research in the vasoactive 

peptide field, for the last 20 years Sid also collaborated 
with Hilary Little, a psychopharmacologist from the 
Oxford Department, on a research project on brain 
corticosteroids. This project arose from a chance 
conversation when they met at a reunion. The research 
involved measurements of concentrations of 
glucocorticoid in different brain areas, and the effects of 
prolonged alcohol consumption. This had never 
previously been examined, as the assumption had been 
made that the brain levels simply followed those in 
plasma. Sid’s broad biochemical experience allowed him 
to devise reliable methods for the separation, assay and 
localisation of brain glucocorticoids. These in vivo 
studies demonstrated prolonged location-specific 
increases in glucocorticoid levels following withdrawal 
from chronic alcohol consumption, which may be 
involved in relapse drinking in abstinent alcoholics (Little 
et al. 2008, Rose et al. 2010). Hilary Little relates that 
Sid was a wonderful colleague providing both expertise 
and support, both when they successfully applied for 
research grants and published papers, and when, as in all 
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