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Caledonian Society for Endocrinology 
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Programme for the Winter Meeting 
Peebles Hydro Hotel, 2nd – 3rd of December 2005 

 
 
Friday 2nd December 
 
1730-1830 Children’s High Tea 
 
1830-1930 Reception in Bannockburn Room 
 
 
Meeting in Regency Room 
 
1930-2030 Dr Steve Ball  ‘Diabetes Insipidus – The other diabetes’ 
 Senior Lecturer  
 University of Newcastle 
  
 
2030 Society Dinner 
 
 
 
Saturday 4th December 
 

 
0910-0920 Business Meeting 
 
 
0920-0955 Mr John Casey 'An update on pancreas and islet cell transplantation’ 
    Consultant Surgeon / Honorary Senior Lecture 
    Edinburgh Royal Infirmary     
   
  
 
0955-1030   Prof. Naveed Sattar    ‘What are the clinical benefits of insulin  
    Professor of Metabolic Medicine  sensitizers and the cardiometabolic consequences  
 University of Glasgow                            of PCOS?’ 
  
 
1030-1100 Coffee in Bannockburn Room
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Contributions to the cortisol pool in humans 

ACTH 

Cortisol Cortisone Irreversible 
Clearance 

5!Red 

11!HSD2 

5"Red1 11!HSD1 

45-70 
nmol/min 

50-80 
nmol/min 

Under ‘study’ conditions 

<10% >90% 

50-80 
nmol/min 

Efficacy of 11!HSD1 inhibition in patients with type 2 
diabetes 

Incyte INCB13739 
12 wk Rx 

Groups of 46-53 
T2DM on Metformin 

BMI 25-45 

HbA1c 

Cholesterol 

Rosenstock Diabetes Care 2010 
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    Clinical  
      Development 

Target  
Validation Hit ID Lead 

optimisation    Hit to Lead       Development
   Scale-up 

& Tox 

Biology, preclinical models, clinical tools and leadership, I.P. 

Structural Biology 

In-house drug discovery team 

Dev Fund 1 Dev Fund 2 Seeding Drug Discovery    Strategic Translation 

2003 2005 2007 2009 2012 

Manufacturing & Control 

Regulatory affairs 

Clinical Pharmacology 

In silico screening 

Medicinal chemistry 

Dr Peter Ward Drug discovery advisor 

Plus outsourced 
pro rata services: 
- Chas River 
- Aptuit 
-! CXR 
-! Sygnature 
-! etc 

!"#$%!&'()*+",%-+./%

alanboyd research and drug 
development consultancy 

Toxicology 

University of Edinburgh 11!HSD1 inhibitors 
UE inhibitor in murine brain by MALDI FTICR-MS imaging UE inhibitor in murine brain by

UE2343 
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Small et al. PNAS 2005 
McSweeney et al Cardiovasc Res 2011 

Sham Infarct 11!-HSD1 and outcome from myocardial infarction 
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Guidelines Development 
!!"#$!%$&'()!*+,-!

!!!./0(#&12!(3!4/'5)16!7/85!9():!9&35!5;45<1/)<2!

!!!=(<>6!()!?>/9&12!(3!9&35!

!!!@>#8&8(#67&4!

!!!A/'5)1!5):/:5B5)1!/)$!4/#'<&4/'()!&)!$5<&6&()!B/C&):!

Ultrasound assessment 
!!!"#$"%!&'()*+&!,-,./0!

!!!1/+*&+!"22!(33/('(+4/!3/'0*.,!
'/(,,5'(+4/!

!!!67)58/,!)/./4./)!9-!:;<$=<!>*.?!
@74(8!(A*)*.-!

!B1<C!&5*)/8*+/,!DE#FG!
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Low risk Intermediate risk (any) High risk (any) 
No local/distant 
metastases 

Microscopic tumour 
invasion (peri-thyroidal 
soft tissues T3) 

Extrathyroidal invasion  

All macroscopic tumour 
resected (R0/R1) 

Cervical lymph node 
metastases N1a/N1b 

Incomplete tumour 
resection (R2) 

No locoregional tumour 
invasion 

No aggressive 
histological features 

Aggressive histology eg. 
Tall cell, insular or 
angioinvasion 

Distant metastases (M1) 

     4567%82,3'9,/'#%:;<=>%

 
Radioiodine remnant ablation 
!!"#!$"%$&'($#")!*+,,!-./0!
!!(1-213!456-!1789!23!-1,:;26+,!
!!<8=/2,2>?!6,+==86+,!@(&A!;2,,861,+3!B+38+7/!@(&!23!C(&!
!!D87!87B+=8B.A!72!B+=61,+3!87B+=827!
!!"2!.E/3+!/F?328G+,!.E/.7=827!

!!%HC$"$(H!$"%$&'($#")!*+7?0!

!!(1-213!IJ6-!
!!K32==!.E/3+!/F?328G+,!.E/.7=827!
!!%8=/+7/!-./+=/+=.=!

LL'!"#(!
LH&#DDH"%H%!
*MNNA&0!

LL'!
LH&#DDH"%H%!
*MNNA&0!

     *O('!>18G.,87.=!MP5J!0!
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Dynamic Risk Stratification 
!"#$%%$&'()$*+,&*$ -&.$'$/01&2'$()$*+,&*$ -&#,0+%$'$()$*+,&*$ 
3%%('4$(5,%%,61&78(
9:;++/$**$.(2&.(*<0;%2'$.(
=7>?0#7@A(
(
(
9B$#C(D::(61'4,;'($E1.$&#$(,5(
.1*$2*$(
(
9F/,**9*$#<,&2%(2&.@,/(&;#%$2/(
0$.1#1&$(10271&7(&$72<E$(G15(
+$/5,/0$.H 

3&I(,5('4$(5,%%,61&78(
9:;++/$**$.(=7>?0#7@A(2&.(
*<0;%2'$.(=7(J?(2&.(>?K0#7@A(
(
(
9B$#C(D::(61'4(&,&*+$#1L#(
#42&7$*(,/(*'2M%$(*;M9#0(%N(
&,.$*(
(
9F/,**9*$#<,&2%(2&.@,/(&;#%$2/(
0$.1#1&$(10271&7(61'4(
&,&*+$#1L#(#42&7$*O(&,'(
#,0+%$'$%I(&,/02% 

3&I(,5('4$(5,%%,61&78(
9:;++/$**$.(=7J?0#7@A(,/(
*<0;%2'$.(=7J?K0#7@A(
9)1*1&7(=7(E2%;$*(
(
9P$/*1*'$&'(,/(&$6%I(1.$&<L$.(
.1*$2*$(,&(#/,**9*$#<,&2%(2&.@,/(
&;#%$2/(0$.1#1&$(10271&7 

A,6(/1*C -&'$/0$.12'$()1*C( Q174()1*C 

(((((G3.2+'$.(3=3(7;1.$%1&$*(RKKS(2&.(T=3(7;1.$%1&$*(RK?UH(

 
TSH suppression 
!!!"#$%!&'&()*!%+,)%-,'%!./01234-567!8)**9!

!!!"#$%!:;')-&<!+&$=!$%+)(><)(#'!

!

!!!?0&$%#+&<)*@!A)(,'%$!'#%!:;')-&<!+&$=!$%+)(>,:B!!./01234-567!8CD42!;+$9!

!"#$%&#"' ()*'#+$$,"##-%&'

EF<,**,'%! ./0!23GDH-567!

I':,%,+-&')%,! ./0!234D23C-567!8CD42!;+$9!

I'<#-A*,%,! ./01234-567!&':,>'&%,*;!

!!!!!8J:)A%,:!K.J!LM&:,*&',$!H24N9!
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CLARINET Trial 

DECISION Trial 

6?)



8.)3+$=$)J"##)R);,L&'"+."$>(")

;,L&'"+."$>(")g*$.9>)<"u)v6EG)>>&#ADh)(*)!&>>&')"'%)"**&!("+$%)P(+@)('!.$"*$%)>&.+"#(+,)"'%)
>&.0(%(+,)"!.&**)")."'/$)&-)!#('(!"#)!&'+$c+*1)f=$.)+@$)#"*+)45),$".*)+@$.$)@"=$)0$$')%(=$./$'+)!$'+.$)
"'%)*L$!("#(+,Z*L$!(d!)"LL.&"!@$*)+&)+@$)%("/'&*(*)"'%)>"'"/$>$'+)&-)+@$)L.&0#$>1)K@(*).$o$!+*)+@$)
%(=$.*$)!#('(!"#)*$`'/*)(')P@(!@)+@$)L.&0#$>)(*)-&9'%w)+@$)%(m!9#Y$*)+."'*#"Y'/)+@$)$=(%$'!$Z0"*$)
('+&)!#('(!"#)L."!Y!$w)"'%)*L$!("#(+,Z*L$!(d!)%(j$.$'!$*)(')L$.!$(=$%)!#('(!"#)L.(&.(Y$*1))
K@(*)L.$*$'+"Y&')P(##)-&!9*)&')+@$)%$=$#&L>$'+)"'%)%$+"(#)&-).$!$'+)T9.&L$"')O9(%$#('$*)(')
;,L&'"+."$>("b)-&!9*('/)&')>$+@&%&#&/,b)="#(%(+,)"'%)@&P)+@$,)>",)@$#L)*9LL&.+)L."!Y!$)(')*L$!(d!)
*$`'/*1)K@$)+"#:)P(##)0"#"'!$).$-$.$'!$)+&)+@$)/9(%$#('$*)P(+@)('*(/@+*)('+&)+@$(.)%$=$#&L>$'+)"'%)
"LL#(!"Y&'1))

3L$":$.)0(&/."L@,H)
3+$=$)*+9%($%)0"*(!)*!($'!$)"*)"')9'%$./."%9"+$)"+)J(.>('/@">)a'(=$.*(+,b)P@$.$)@$)P$'+)&')+&)
!&>L#$+$)")F@8)(')Q&#$!9#".)T'%&!.('&#&/,)0$-&.$)L9.*9('/)9'%$./."%9"+$)"'%)L&*+/."%9"+$)
>$%(!"#)*+9%($*)(')D&'%&'1);$)!&>L#$+$%)>(%%#$)/."%$)+."('('/)(')8("0$+$*)"'%)T'%&!.('&#&/,)0$-&.$)
*L$'%('/)4),$".*)(')+@$)a3M)"*)")Q$%(!"#)W$*$".!@)2&9'!(#)ga[h)"'%);&P".%);9/@$*)e$##&Pb)
*90*$X9$'+#,).$+9.'('/)+&)@(*)!9..$'+)L&*+1))
))
3+$=$)!&>0('$*)!#('(!"#)>$%(!('$b).$*$".!@)"'%)+$"!@('/)(')<$P!"*+#$)P@$.$)@$)(*)+@$)@$"%)&-)+@$)
T'%&!.('$)a'(+1);$)@"*).$!$'+#,)!&>L#$+$%)P&.:)P(+@)+@$)>9#YZ%(*!(L#('".,)T9.&L$"');,L&'"+."$>(")
O9(%$#('$)O.&9L1)3+$=$)@"*)*$.=$%)&')+@$)2#('(!"#)2&>>(\$$)"'%)2&9'!(#)&-)+@$)3&!($+,)-&.)
T'%&!.('&#&/,)ga[h)"'%)(*)!9..$'+#,)")3$'(&.)T%(+&.)&-)2#('(!"#)T'%&!.('&#&/,1)

6B)



;,L&'"+."$>(")

Newcastle 
Endocrinology 

Hyponatraemia 
assessment, management & guidance 

•! Context  
•! Guideline development 
•! Recommendations on diagnosis 
•! Recommendations on treatment 
•! Challenges & future work 

 

Newcastle 
Endocrinology 

Hyponatraemia & mortality 
epidemiology 

Multivariable-adjusted odds ratio 

1.47 Overall 
1.30 

MI 
1.44 

CCF 
1.06 

Sepsis 
1.00 

Pneumonia 
1.55 

CKD 
0.91 

Liver disease 
1.08 

GI bleed 
1.21 

Volume depletion 
2.05 

Metastatic cancer 
1.34 

CVS surgery 
2.26 

CVS medical 
2.31 

MS surgery 
1.45 

NS surgery 
1.38 

NS medical 
1.07 

RS medical 

-2 -1 0 1 2 3 4 

Waiker SS, Mount DB, Curhan GC 2009. 
Mortality after hospitalisation with mild, moderate & severe hyponatraemia 
The American Journal of Medicine 122: 857-865 
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Newcastle 
Endocrinology 

Evidence in medicine 
what determines clinical practice? 

Opinion 
What we think 

Experience 
What we  

have done 

Evidence 
What we  

really know 
 

Experience 
What we  

have done 
Best  

practice 

Newcastle 
Endocrinology 

Guidance methodology  
grade system for recommendations 

Strength of 
recommendation 

1 Strong 
2 Weak 

Quality of evidence A High 
B Moderate 
C Low 
D Very low 

Recommendation 

Guyatt GH et al. 2008. 
GRADE: an emerging consensus on rating quality of evidence & strength of recommendations 
British Medical Journal 336: 924-926.  British Medical Journal 336: 924-926.  
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Newcastle 
Endocrinology 

!"#$%&#'()*+,',#-.+/0,'1!
"#$%&!'$()*%#!
+(,#%!-(%%./0(0!
1#2.%/3-!0456%/7#!
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Severe  
Insulin  

Resistance 

Clinical Features Common 
to All Subtypes 

Clinical Features Found in 
Some Subtypes 

Acanthosis Nigricans 

Hyperandrogenism, 
Polycystic Ovaries, 
Oligomenorrhoea 

Insulin-resistant diabetes mellitus 

Dyslipidaemia  (high triglyceride,   
low HDL-cholesterol) 

Lipodystrophy /abnormal fat topography 

Pseudoacromegaloid soft tissue overgrowth 

Abnormal linear 
growth  

(either retarded 
or accelerated) 

Principles of Management of Lipodystrophy 

Lipodystrophy = “Adipose Failure” 
1. Offload adipose tissue 

–! Low fat, hypocaloric diet 
–! “obesity therapies” – orlistat, GLP1 agonists,  bariatric surgery 
–! leptin 

2. Maximise insulin sensitivity 
–! Exercise 
–! Metformin, (pioglitazone) 

3. Rationally targeted therapy (for the future) 
–! Anti-lipolytic agents in “lipid droplet” LD? 

4.!Treat dyslipidaemia, hypertension 
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Therapeutic Options for Insulin 
Receptoropathy 

•! Diet 
•! Metformin 
•! Insulin, possibly at high doses 
•! Acarbose, especially if hypoglycaemic 
•! rhIGF1 
•! rhleptin 
•! (Pioglitazone) 
•! (GLP-1 agonists, DPPIV inhibitors) 
•! Management of ovulatory dysfunction/hyperandrogenism 

Insulin Receptoropathy: Distinct from Prevalent 
Insulin Resistance 
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Severe Insulin Resistance – Summary I 
Presenting 

prepubertally 
Presenting 

postpubertally 
Lipodystrophic Congenital generalised LD 

Acquired LD 
(Familial partial LD) 

Familial partial LD 
Acquired LD 
(Congenital generalised LD) 

Non lipodystrophic Donohue syndrome 
Rabson Mendenhall syndrome 
SHORT syndrome 
Dyslipidaemic IR (mostly of 
unknown cause) 
(Acquired) 

Generalised or “Type A” IR 
Acquired or “Type B” IR 
Dyslipidaemic IR (mostly of 
unknown cause) 

Complex/syndromic Alström Syn 
Werner Syn 
Bloom Syn 
MOPDII 
MDP Syn. 
Mandibuloacral dysplasia 
Other 

Formes frustes? 

Summary II: Investigation 
Initial 
•! Fasting glucose, insulin*, OGTT 
•! Fasting lipids 
•! Testosterone 
•! Leptin, adiponectin, IGFBP-1, SHBG 
•! Clinical photography/MRI/DXA 
*Consider type of insulin assay, and ability to pick up native and analogue insulins 

More targeted 
•! Genetic testing (most commonly LMNA, PPARG, INSR) 
•! Anti-Ins Abs (�macroIns�) 
•! Anti-InsR Abs 
•! C3, C4, C3 nephritic factor 
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Glucocorticoid infusion in patients with Addison’s 
disease 
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•! Obesity is associated with adipose tissue 
inflammation and metabolic dysfunction 

•! Adipocytes contain a complete RAAS and can 
secrete aldosterone, overactivity of the RAAS is 
implicated in adipose inflammation 

•! AMP-activated protein kinase is activated by low 
energy states resulting in improved insulin 
sensitivity 

•! We hypothesise that AMPK activation will down-
regulate adipose RAAS resulting in positive 
metabolic effects and therefore is a potential 
target for diabetes and obesity therapies 

Lean adipocytes 
Obese adipocytes 
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