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o Begin With, Some; History

olapnTnG — ‘torstand apart’ or ‘a siphon’ first
described by Aretaeus off Cappadocia
commenting on the passing| of 10ts off Urine

First recorded in Englishiiniabout 1425 as
‘diabete’




Some; History,

he sweet taste; had been neticed in Urine; by
the ancient Greeks; Chinese, Egyptians, and
Indians but 1t was only: in' 1675 that TThemas
Willisiadded the word mellitts:

[t wasi in 1776 that Matthew! Debson: confifmead
that the sweet taste was becaluse Of an EXCESS
Of sudar'ini the urine and blood off people with
diabetes




Some; History,

Nothing muUch happened fior:
the next ew: cEnturies...

In the late 19 Century,
Oskar Minkewskiland others
discovered the role of the
PaNCreas in diabetes by
taking| them out offdogsiand
realising that they died o the
condition



1921 and All That......

Banting, Best,
Collip, and
Mcleodiat the
University: of
IOronto




Credit Where it is Due
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Some; History,

It Was ‘Ignerant” junier surgeon Fred Banting
WO took the germ off aniidea to JRR Mclleod —
the renewned: physiolegist

Mclleod — who knew: ofi the unsuceessfiuli work off
others over the preceding 30 years — gave
Banting a tiny roem), a few: dogs, and'a medical
student — Charles Best




Toronto

Bantingl and Best managed! ter get through
dozens ofi dogs trying diffierent methods to get
the pancreas to fall and then te replace it

[Despite; thelr Poor SCIENCE, and PO FECords,
they eventually: stumbled” on something
Promising




Marjorie?

They had lets oi*dogs
— often obtained firom
dubious; soUKkces




T'he Problems

Their pancreatic extract wasi impure and'lacked
consistency:

Banting felt that'MclLeed was trying to steal their
thunder by taking credit for their work

Apparent lack: of progress




The Soelution

Mclleod brought'in a
leading| biechemist;to
nelp with purification —
James Bertram Collip

Collip: was working on
calcium but agreed to
work withr Mcleod during
a 1 year sabbatical



Success!

Collip: developed an alcohel extraction technigue
This led ' te better guality, and purer extract

Tihe resultsiwere presented (by Mcleod) to) the
American Physiologicall Society: in late 1922 to
great fanfiare




Leonard Thompson

Regarded as the first
PERSONI [0 eVer receive
insulin on 11
January 1922 aged 14

IHe livedi for 13 years
pefore dying In ar car
accident
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Success!

Insulint was infimmediate demand, but
production was very: limited

In the APS audience was the man firom Elir Lilly —
WO adreed to develop large scale production




Recognition

In 1923, Banting and Mcl.eod were;awarded the
Nebell Prize for Medicine

Banting gave half his prize immediately ter Best,
and Mclleod gave half off his ter Collip




What Has Happened Since Then?

Tihe; Diabetic Asseciation, Wasi set up: in 1934 by
novelist HG \Wellsiand Dr' R Lawrence

“llo promote, the, study, the difftusion of
knoewledde, and the proper treatment: of

diabetes in this country.”

1923 - "T've got some insulin. It works. Come back quick.”




What Has Happened Since Then?

The first oral agents were launched in; 1942 —
the sulphenylureas

ihe British Diabetic Association was fiormed in
1954 — the Norwich branch launched in 1958

Biguanides were launched inithe 1950's — with
metiormin being launchediin 1979

TThe aminos acid seguence off insulin' was reported
in 1955 by Fred Sanger (another Nobel Prize)




What Has Happened Since Then?

—

The British Diabetic Association

NORWICH, NORFOLK BRANCH

10th ANNIVERSARY
MEETING

FOR ALL DIABETICS, FRIENDS AND RELATIONS
WILL BE HELD ON

Wednesday, June 19th, 1968
at 7.30 p.m.
IN THE

Assembly House, Theatre Street
NORWICH

THE LORD MAYOR OF NORWICH
Councillor E. A. Gambling, J.P. will preside

GUEST SPEAKERS:

DR. J. CAMPBELL, F.R.C.P.

MISS P. COOPER, Matron,
Norfolk & Norwich Hospital

M. IRELAND, Esq., Chairman of Branch
J. G. L. JACKSON, Secretary General, B.D.A.

The Film

“DIAGNOSIS DIABETES”

will be shown at 8.30 p.m.

Local enquiries may be made to Hon. Secretary : A. M. Falconer,
64, Onley Street, Norwich, NOR 95E




What Has Happened Since Then?

Inr 19881 Gerald Reaven described the
constellation: off conditions making up: the
Metabolic Syndrome

Inrthe mid 19907s acarbese and metaglinides
Pecame; available

Troglitazene was launched in the UK inf March
1997 and withdrawn in May: 1997




What Has Happened Since Then?

Inr 1997 Richard Greenwood and others form
ABCD

BDA becomes Diabetes UK in 2000

By 2008 there are over 400 local branches
acroess the UK \
Diabeté@?

UK




A Brief: History: off Insulin

1922, Banting, Best, Collip: use boevine insulin;extract inthuman
1923 ElirLilly: produces commerciallguantities of much purer bovine insulin than Banting| et alfhadiused

1923 Farbwerke Hoechst, one of the forerunner's off today's Sanofi Aventis, producesi commercial
guantities of bovine insulin inf Germany,

1925 Hagedorn founds the NordisksInsulinlaberaterium in Denmark — fererunner of today: s/ Novo Nerdisk
1926, Nordisk receivesia Danishicharter to produceinsulin as a nen-profit

1936 Canadians D.M. Scott, A.M. Fisher formulate a zinc insulin mixture and license it tor Novo
1956 IHagedornidiscovers that adding protamine; terinsulin' prelongs the duration of action of insulin
1946, Nordisk formulates: Isophane! percine insulinrakarNeutrall Protaming tHagedornror NPHiinsulin
1946 Nordisk crystallizes ai protamine; and! insulin® mixture

19501 Nordisk marketsi NPH insulin

19531 Novo formulates Lente porcine and bovine insulins by adding zinc for lenger lasting insulin
1955/ Erederick Sanger determines the amine acid sequence of insulin

1965 Synthesized! by total synthesis by and coworkers

1969 Dorethy: Crowfoot Hodgkiniselves the crystall structure off insulin: by x-ray. crystallography.
1975 Purified monoecomponent (MC) insulin;is intreduced

1978 Genentech! produces sYnthetic ‘humantinsulintin: £5chera) coll bacteria using, recombinant DNA
technigues, licenses, to) Elif Lilly

1981 Novo Nordisk:chemically’ and! enzymatically’ converts porcine to human insulin
1982 Genentech synthetic ‘human® insulini(@bove)l approved

&|983 II-Z_Ii Lilly: and Company: produces synthetic ‘humantinsuliniwithr recombinant DINA technology,
umuhn

1985 Axel Ullrich sequencesia human cell membrane insulin receptor.

1988 Novo Nordisk produces recombinant human insulin

1996 Lilly Humalog “lispro™ insulin analogue approved.

2000 Sanofi Aventis Lantus “glargine” insulin analogue approved for clinical use in the US and Europe.
2004 Sanofi Aventis insulin glulisine insulin' analogue approved for clinical use in the US.

2006 Novo Nordisk Levemir "detemir” insulin analogue approved for clinical use in the US.




2 BIG Trials

Type 1 diabetes - Diabetes Controliand Complications
Study (DCCT)
« NEIM 1993 329(14):977-86

Tpe 2 diabetes - United Kingdem Prospective
Diabetes Study (UKPDS)
a [Lancet 19981 552:857-655" & BIMJ 19981 51 75705-715

Bothiasking the same guestion — does good: diabetes
control make, a difference in; diabetes related
outcomes?




The Answer

YES!!




NEew Agents

GILP-1" analeguies
DPRP-IN IRRIBIters
Amviin

AGE Inhibiters




Since Then

[Looking mere at prevention

s Diabetes Prevention Program (USA)
s Da Qing (China)

s Diabetes Prevention Study: (Finland)
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Where Are \We Now?

e NEW ENGLAND
]OURNAL of MEDICINE

UNE 14, 2007 VOL. 356 NO. 24
J

Effect of Rosiglitazone on the Risk of Myocardial Infarction
and Death from Cardiovascular Causes

Steven E. Nissen, M.D., and Kathy Wolski, M.P.H.




Data From 3.3M Danes

Event rate/ Event rate/

DM + Prior MI
1000 person-years 1000 person-years rrrer

Prior MI
DM
No DM + Na Prior M|

250 250 A
200 A

150 A

100 A

D |7/IIII flllllllf,lllllllJ!IAge
30-39 40-49 50-59 60-62 70-79 80-89 30-39 40-4% 50-59 60-62 70-79 80-89

Numbers at risk:

Mo DM + No Prior MI 407 796 374 738 323089 197 672 134052 57 626 389 797 368 588 326 918 229144 193 244 124858
Prior MI 561 3 299 97313 14 580 14 769 6 416 149 801 2 585 5 404 7 954 6 905
oM 2989 4 B9S 7 985 8032 6 736 3 102 2271 3 355 5 101 6 901 8328 5 GBS

oM + Prior MI 28 168 715 1363 1348 508 13 67 207 502 B74

Schramm TK et al Circulation 2008;117:1945-1954




EASD / ADA Guidelines

Diagnosis

b

Lifestyle intervention + metformin

HbAy: =7%

Add basal insulin Add sulfonylurea Add glitazone”

- most effective — lzast expensive — no hypoglycemia

HbA. 7% No No HbA. 7%

— =l T

Intensify insulin Add glitazone™* Add basal insulin Add sulfonyiurea®

— .

| Mo ..,_ Yes® m HbAc 27% Yeg®

Add basal or intensify insulin

N il

Intensive insulin + metformin +/- glitazone®

Nathan et al Diabetes Care 2008 31: 386-390




The Law Unto NICE... May: 2008




The Future?

Islet cell transplants

Clesed Ioop systems

Stemy cell therapy:

Gene therapy
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Women volunteers wanted to help with medical resea
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Chocolate fans wanted
new study into diabetes

Not many people need an
excuse to eat chocolate
every day - but now a group
of women are being asked

to do just that.
Researchers at the

University of East Anglia W]
are launching a

unique study of how

ocolate can reduce the
risk of heart disease in
post-menopausal women

with type 2 diabetes.

give added protection
against heart disease on top
of that provided
prescription drugs.
“This s particular]
important for the Women
ho e thi

research, as deaths due to
‘heart disease increase
Tapidly after the menopause
and having type 2 diabetes
inereases this risk by a
further three-and-a-half

‘has been shown that times.

cacoa, the main ingredient

of chocolate, is a rich
source of compounds

flavonoids, which have been

shown to reduce risk

factors for heart disease,
And now, with the help of
a Belsmn chaocolatier, a
‘made ch

peter Curtis,clincel trisl
co-ordinator, saj
think this study Isgolhg to
e important for this group
aof women and will tell us
Tow to design effective
intervention in the future.

“They are at such a high

called

ocolate risk compared with non-

bﬁr ‘has been Mnlnptﬂ for
the study; giving a higher
dose of these protective
compounds and maximising

potential benefits.

The UEA is calling out for
150 women who meet the

diabetic and pre-
menopausal women that
improvement in their
risk can only be beneficial.”
As part of the study,
participants will have their
risk of heart disease tested

eriteria to take partin the  onfive the  who have

study, the first of its kind,
will be asked to

where they
eat this specially

‘year to see whether change
occurs. These tests will take
place at UEA or the Norfolk

and have not had a period
for at least one year and are
not taking HRT Volunteers

very d Norwich Universil also need to have been
ﬁ ii O HE ﬁ:li T |'-=I

r

Raise your concern
Families in Hethersett have been invite
1o attend the next Safer Neighbourhoor
etion Panel {Snap) meeting 10 raise ar
concams they have oot cime o and
social behaviows in the area,
The Hethersett ar rlimlharwn Safer
Nelmbwmow Team will m
MayiD:mHelhamulmlm
smnm Dunrs apen at 7pm.
Al Snap meetings are open to the
public and provide an opportunity for t
o voice their concems about iss
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Wanted: women to eat chocolate

Nigel Hawkes Health Editor

Researchers in Norwich have set them-
selves an easy challenge: finding 150
women prepared to eat a bar of chocolate
ada

The chocolate is free, and made spe-
cially for the trial by a Belgian chocolatier.
The intention is to see whether it
improves the women’s health.

The volunteers must be past the meno-
pause, must suffer from l)pe
and must already be taking statins
reduce their cholesterol Icvek Thn wnll
also need the approval of the

Postmenopausal women vulh l)'pe 2
diabetes are usually advised to avoid choc-

olate. Rich in sugar and fat, it is definitely
not part of their recommended dief

Chocolate is also rich in flavonoids,
compounds that have been linked with a
reduced risk of heart disease. Chocolate
companies have seized on the research —
some of which they have funded them-
selves — to encourage the belief that

Until

bar as a placebo, The s
women will be checked at
the start of the one-year trial, \§
and five times during it
Ultrasound scans will meas-
ure the thickness of the wall of
the carotid artery, and the total
volume of plague, the material
that blocks the arteries in heart
disease. Peter Curtis, who is
co-ordinating the study, said:

$ BETTER

WILL SAVE

W'Y /A WY h_ ok & o h

A team from

chocolate can be good for you. The bars taste
now, few of the trials pavc met quite nice, a bit
the highest standards of scientific rigour.
the University of East like caramel.
Angha plans to put that right. Soy has been
all
womrn who are not taking HRT, will be Dr Peter Curtis,

divided into two groups. Half will eat the
special chocolate, the other half a normal

trial co-ordinator

tickets call 01603 630000,

Public meeting
Members of the public are invited 1o
Broadland District Council's overview ar
scutny commitee meeting

The meeting will be held an Tuesda
May & at 10am at the Old Office.
Pinebanks, Yai Road

= To see the agenda, g0 10
www broadiand.gov.uk

Superfast
Broadband

6.49

a month for 1st 3 months then £12.99

FREE

Wireless
Router!

UK & INTERNATIONAL
WEEKEND CALLS'

“The chocolate has three
times the amounts of flavo-
noids you would find in a
normal high cocoa chocolate.

This has been achieved by a special
extraction process that retains the
chemicals we think are the important

nes.”
It tastes, he says, “quite nice” with a
flavour of caramel. Soy has been added
to provide an even greater dose of
favonoids.

Aedin Cassidy, Professor of Diet and
Health at the university, who is heading
the project, said: “We hope to show that
adding flavonoids to their diets will
provide additional protection from heart
disease and give women the opportunity
to take more control over reducing their
risk of heart \hw.ase in the future.”

Ketan atar consultant in
diabetes at the Nerfolk and Norwich Uni-
versity Hospital, added: “If the trial con-
firms that flavonoids improve the level of
protection against heart disease, it could
have a far-reaching impact on the advice
we give.”

lain Frame, director of research at Dia-
betes UK, which is funding the trial, said:

The special
chocolate bar
created by a
Belgian
chocolatier for
the clinical
iabetes t)

“We certainly don’t advise people to start
eating a lot of chocolate as it's very high
in sugar an e would always
recommend that people with diabetes eat
a diet low in fal, salt and sugar with
plenty of fruit and vegetables.”

e said that older women with diabe-
tes were five times more likely to develop
heart disease.
®To find out more or to volunteer,
please telephone 01603 288570 and ask
for Andrea Brown (study nurse) or Dr
Peter Curtis (study co-ordinator) or
e-mail FLAVO@uea ac.uk.

Nurses are
engulfed

~ MONACO GRAND PRIX

SUNDAY 25TH MAY 2008

Fight Opoion the UICs eading Sports Tour Operator e opersting a day 7.
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e
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e el

“werkd famous Calé de Parts n Casino Square with crinks and lunch included.

ight only package with transfer - £449




A Little Local News.....
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% ol EOGEE [ need female volunieers,

Daily Express April 29t 2008




TThank youl for yeur attention




