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Insuline secretie in detail .
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Conclusies Obesitas

respons op eten bestaat uit:

insuline secretie

onderdrukken endogene glucose
productie

remmen lipolyse

opslag energie in de vorm van glucose
(glycogeen) en vet (triglyceriden)

Overgewicht per regio in Nederland Overgewicht per regio in Nederland

1981-1983 19871989 1990-1992 19931995

e o — S
-~ -~ Py Py

Volwassenen met overgewicht Volwassenen met overgewicht
(] 26-<35% [0 35-<40% B 40—<45% B 45-<52% (] 26-<35% [0 35-<40% B 40—<45% B 45-<52%

Ovargewicht BMI =25 Ovargewicht BMI =25
Bron: CBS Bron: CBS




Overgewicht per regio in Nederland

1999-2001 2002-2003

e o
-~

Volwassenen met overgewicht

Ovargewicht BMI =25
Bron: CBS

Energie balans

Increased calorie intake

. GENES +
sl ENVIRONMENT
| Positive net energy balance ‘ 5

Reduced m?- expenditure

v 3

5, Increasing ADIPOCYTE 2

W)  riglyceride stores and i

. insulin resistance 5
E

20
l Fany acid “spillover” from

adipose to non-adipose tissie

Triglyceride
accumulation in non-adipose tissues

= —

Lipopratcir fat Lipoprectein fat
. delivery delivery PANCREA!
MUSCLE LIVER C: S
fcell by perfunction
Impuired musele glucose oA - [ P
g lred sl gisepes Inereased VLDL production Broell dysfinction =7
Impaired hepaic glucose metabalism et g

Reduced insulin clearance:

Lewis GF et al. Endocrine reviews 2002

Toegenomen lipolyse in obese vrouwen
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Hoog plasma FFA in obesitas
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Correlatie vetgehalte in spier en insuline Correlatie vet in lever en insuline
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FFA induceren hepatische insuline FFA verlagen perifere glucose opname
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Verlies van eerste fase respons bij DM |l Blootstelling aan hoge FFA leidt tot
dysfunctie
Loss of Early-Phase Insulin Release in
Type 2 Diabetes: Response to 20-g Glucose IV

Pattern of insulin secretion is altered early
in type 2 diabetes
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-cel veranderingen na blootstelling aan FFA
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Figure 3. From the "triwmvirate” to the "harmonious quartet”
as outlined by DeFronzo. (adapted from %)

Verhoogde VLDL productie door de lever in
obesitas/insuline resistentie
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Conclusies:
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Correlatie hepatisch vet en VLDL Relatie BMI en hypertensie
productie
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Verhoogde stollingsparameters en Infiltratie van macrophagen in vetweefsel van
insuline resistentie obesen
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Verhoogde inflammatoire markers in obesitas FFA-geinduceerde endotheliale

dysfunctie
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Resumerend... Hart en vaatziekten in relatie tot het
metabool syndroom

» Obesitas gaat vaak gepaard met:
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Overleving na doorgemaakt

Incidentie HVZ in relatie tot eerder .
myocardinfarct

doorgemaakt myocardinfarct

TABLE 2. INCIDENCE 0F CARDIOVASCULAR EVENTS DURING A SEVEN-YEAR FoLLOw-UP
™ Reration To HisTory oF MYOCARDIAL INFARGTION BIECTS WITH TYre 2 DIABETES
AND IN NONDIABETIC SUBJECTS.*

Nonpwmeeric Susiears Suesects wirh Tyee 2 Dingeres Au Susseas
P VALUE FOR
PrIOR xo PRIOR xo PRIOR MI P VALUE ToR
ML pRIGRMI P Ml rHORMI P Vs, DIABETES VS,
(N=09) 304) VAUE (N=169) (N=890) VALUE NOTRIOR MI NODIABETES

Faal or nonfatal MI
Inddence during follow-up Q <0.001  45.0 @ <0.001  <0.001 <0.001 Mandiabetic subjects without prior MI
Events/100 person-yr : 78 ] Disbatic subjects without pricr MI

Faral or nonfatal stroke Nendisbetic subjscts with prior M
Inddence during follow-up 7.2 5 103 <0001 <0001  <0.001 —— Disbetic subjects with prior I
Events/100 person-yr 03 34 L6

Death from cardiovaseular

Inddence during follow-up <0.001 154 <0.001  <0.001
Evants/100 parson-yr 7 03 73 25

*P values were caleulared with Cox proportional-hazards models. The Cox models were adjusted for age and sex
MI denotes myocardial infarction

Haffner S et al. NEJM 2000 Haffner S et al. NEJM 2000
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Effect van bariatrische chirurgie Effect van lifestyle en Metformine op het
metabool syndroom
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Verhoogde insuline gevoeligheid
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Gestructureerde zorg versus standaard
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Effect van lifestyle en Metformine op nuchter
insuline en glucose
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Preventie DM Il met TZD’s bij insuline
resistentie

Buchanan T et al. Diabetes 2002

Rol van insuline secretie en insuline
gevoeligheid in de ontwikkeling van DM
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Effect of rosiglitazone on serum levels of inflammaitry biomarkers

Hetzel, J. et al. Arterioscler Thromb Vasc Biol 206;25:1804-1809
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