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Intra-abdominal obesity, metabolic risk factors and CHD

Atherogenic dyslipidemia
T Triglycerides
JHDL-cholesterol
4T Cholesterol/HDL- ratio
T apoB
Small, dense LDL and HDL i
Postprandial hyperlipidemia Inflammation

Insulin resistance
Insulin resistance
Hyperinsulinemia

Hyperglycemia
Type 2 diabetes Lipid core
Thrombotic state Thin fibrous cap

T PAI-1 CORONARY ATHEROSCLEROSIS

1 Fibrinogen UNSTABLE PLAQUE

Inflammatory state

T CRP

T Cytokines

N risk of acute

Abdominal obesity = Metabolic risk factors coronary syndrome

Adapted from Despres, 2004

NHLBI Obesity Education Initiative

eight loss drugs
approved by the FDA
for long-term use may

be useful as an adjunct to diet and
physical activity for patients with
a BMI = 30 and without concomi-
tant obesity-related risk factors

or diseases. Drug therapy may also
be useful for patients with a

BMI = 27 who also have concomi-

tant obesity-related risk factors
3 \ or diseases.




NHS| Obesity
National Institute for - th .
P guidance on the prevention,
Health and Clinical Excellence identification, assessment and
management of overweight and obesity
in adults and children

BMI Waist circumference Comorbidities
classification Low | High |Veryhigh |present
Overweight |

Obesity | |

Obesity Il -
Obesity 111

General advice on healthy weight and lifestyle

Diet and physical activity

| Diet and physical activity; consider drugs

- Diet and physical activity; consider drugs; consider surgery
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1I.E.4.5. Terapia farmacologica

» ] farmaci per la perdita di peso approvati dalla FDA (in Italia dal Ministero della Sanita)
possono essere usati nell’ambito di un programma integrato, che includa la terapia dietetica
e Dattivita fisica in soggetti con BMI =30 senza fattori di rischio o malattie correlate
all’Obesita, e in soggetti con BMI =27 e fattori di rischio o malattie correlate all’ Obesita.

» | farmaci per la perdita di peso non dovrebbero essere mai usati senza una contemporanea
modificazione dello stile di vita.

» La valutazione continua della sicurezza e della efficacia della terapia farmacologica &
necessaria. Se il farmaco si rivela efficace nell’aiutare il soggetto a perdere e/o a mantenere
la perdita di peso e se non si manifestano effetti avversi, il suo uso pud essere continuato.
Diversamente, il suo uso dovrebbe essere sospeso.

l ‘ 1999




OBESITA, SINDROME PLURIMETABOLICA
E RISCHIO CARDIOVASCOLARE:
CONSENSUS SULL'INQUADRAMENTO
DIAGNOSTICO-TERAPEUTICO

11. 4. 4.  Nei pazienti con IMC compatibile con una condizione di obesita lieve o
moderata |a terapia farmacologica potrebbe avere uno spazio nell’ambito di
un programma terapeutico integrato.

11. 4. 5. In questi pazienti, gli obiettivi dell’associazione del farmaco sarebbero:
- Riduzione dei fattori di rischio
- Miglioramento della patologia associata

- Facilitare il mantenimento del peso dopo una fase di calo ponderale.
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OBESITA, SINDROME PLURIMETABOLICA
E RISCHIO CARDIOVASCOLARE:
CONSENSUS SULL'INQUADRAMENTO
DIAGNOSTICO-TERAPEUTICO

11. 4. 6. Nei pazienti con IMC compatibile con una condizione di obesita grave, la
terapia farmacologica potrebbe avere uno spazio nell’ambito di un program-
ma terapeutico integrato.

11.4. 7. In questi pazienti, gli obiettivi dell’associazione del farmaco sarebbero:
- Favorire la compliance alla dieta

- Determinare un effetto “antabuse” verso alcune componenti della dieta

- Facilitare un iniziale calo ponderale che motivi il paziente a proseguire il
trattamento

- Facilitare il mantenimento del peso dopo una fase di calo ponderale.
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Sibutramine Mode of Action

« Centrally acting weight loss agent

« Serotonin and norepinephrine
reuptake inhibitor

! Caloric Intake T caloric Expenditure
Enhances Reduces decline
satiety/ feeling in metabolic
of fullness rate post
weight loss

Mean percentage weight change over 12 months achieved by non-
diabetic (DM) and DM patients according to achievement of 4kg weight
loss target at month 3 (3M).

—&— Non-DM <4 kg at 3M
—0O— Non-DM=4kg at 3M
—e— DM <4kg at 3M
—O— DM:=4kg at 3M

Mean % weight change

e 2
TEegY

0 1 2 3 4 5 6 7 8 9 10 11 12
Month
Finer, N. et al, 2006




Weight loss and maintenance in the STORM trial.
(Adapted from James et al.)

—e— Placebo + diet and exercise

---m--- Sibutramine + diet and exercise =TT

Body weight (kg)
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. EUROPEAN HEART JOURNAL
Finer, N. Eur Heart J Suppl 2005 7:L32-38L SUPPLEMENTS




Changes in systolic blood pressure by weight loss catego
(Adapted from Sharma, 2001)

D Placebo (n=2255)
. Sibutramine (n=4636)
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o 2

IE 78% >5% >10%
£E 0 weight loss weight loss
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< or weight gain 53%

o -2 23%
2
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64 % of treatment group

EUROPEAN HEART JOURNAL
Finer, N. Eur Heart J Suppl 2005 7. SUPPLEMENTS

Central and peripheral targets of
ECS and effects of overactivity

Brain Peripheral tissues

/ Adipose Liver Muscle \“
tissue Gl tract

‘/l Hypothalamus:\zlq\/ Nucleus accumbensﬁ & .

N

4+ Insulin resistance \
- e ¥ HDL-C

/ Increased food intake \ tTG

/ ———>D» i

. Glucose uptake
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¥ Adiponectin Y.

\_ ‘thunger / \_ # motivation to eat / /

Rimonabant

Bensaid M et al, 2003; Pagotto U et al, 2005;
Osei-Hyiaman D et al, 2005;
Di Marzo V et al, 2005; Liu YL et al, 2005
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Effects of Rimonabant on Body Weight, Waist Circumference, and Levels of High-Density
Lipoprotein Cholesterol (HDL-C), Triglycerides, Fasting Insulin, and Glycated Hemoglobin
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B MJ medical publication of the year

Long term pharmacotherapy for obesity and overweight:

updated meta-analysis Diana Rucker, Raj Padwal, Stephanie K Li,
Cintia Curioni, David C W Lau

Sibutramina

10 trial 3
Orlistat 2.623 m‘\‘o;nsilz?nf

10.631

Women 60 - 75%
Age 45-50
Mean weight 100 kg
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Placebo subtracted weight reduction (kg) with orlistat

Study or N Treatment N Control Weighted mean Weight Wel%l'lted mean
subcategory mean (SD) mean (SD} difference (9(5 difference
(random) (95% CI) (random) (95% CI)
Derosa 2003"° 25 -8.60 (5.00) 23 -7.60 (3.36) v 1.99  -1.00 (-3.39t0-1.39)
Krempf 2003*1¢ 346 -5.30 (9.30) 350 -2.40 (9.35) == 5.93  -2.90 (-4.29t0-1.51)
Swinburn 2005*'> 170 -4.70(7.70) 169  -0.90 (4.20) == 654 -3.80 (-5.12t0-2.48)
Hollander1998"® 163  -6.19(6.51) 159  -4.31(7.18) — 507  -1.88(-3.3810-0.38)
Sjostrom 1998"™* 343 -10.30 (16.61) 340  -6.10 (16.61) — 1.83  -4.20 (-6.69to-1.71)
Davidson 1999** 657  -8.76(9.48) 223  -5.81(10.00) —— 5.06  -2.95(-4.45t0-1.45)
Finer 2000*® 110 -3.29(6.05 108  -1.31(6.05) —— 441 -1.98(:3.5910-0.37)
Hauptman 2000" 210 -7.94(8.26) 212 -4.14(8.15) —— 4.64  -3.80 (-5.37 t0-2.23)
Rossner2000" 242 -9.40(6.40) 237  -6.40(6.70) — 8.26  -3.00 (-4.17 t0-1.83)
Bakris 2002 267 -5.40(6.40) 265  -2.70(6.40) —— 9.62  -2.70(3.79t0-1.61)
Broom 2002*> 259 -5.80(8.50) 263  -2.30(6.40) —a— 6.81  -3.50 (-4.79t0-2.21)
Kelley 2002 266 -3.89(4.48) 269  -1.27 (4.59) = 19.26  -2.62(-3.39t0-1.85)
Miles 2002%1? 250 470474 254 -1.80 (4.78) - 16.47 -2.90 (-3.7310-2.07)
XENDOS™® 1640 -5.80(24.30) 1637  -3.00 (24.30) —— 411 -2.80 (4.460-1.14)
Total (95% CI) 4948 4509 [ 100.00 -2.87 (-3.21t0-2.53)
Test for heterogeneity: ’=11.05, df=13, P=0.61, I’=0% 10 5 0 5 10
Test for overall effect: z=
Favours Favours
treatment control
Rucker, D. et al. BMJ 2007;335:1194-1199
BM]
Copyright ©2007 BMJ Publishing Group Ltd.
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Placebo subtracted weight reduction (kg) with sibutramine

tudy or N Treatment N Control Welfmed mean Weight Wel%lted mean
subcategory mean (SD} mean (SD) difference ('xs difference
(random) (95% CI) (random) (95% C1)

Weight loss studies

Hauner 2004*1® 174 -8.10(7.70) 174  -5.10(6.70) — 1103 -3.00 (-4.52to-1.48)
Kaukua 2004"2° 111 7.10(10.26) 121 -2.60(10.26) —— 423 -4.50 (7.14 0-1.86)
McNulty 2003%2* 68 -5.40 (4.95) 64 -0.20 (4.00) — 10.86 -5.30 (-6.83t0-3.77}
Sanchez-Reyes 2004*%° 44  -4.10 (10.45) 42  -1.40 (10.78) —— 155  -2.70(7.19t01.79)
McMahon 2000%22 142 -4.40(5.10) 69  -0.50(3.80) 8- 1515  -3.90 (-5.13 t0-2.67)
Smith 2001"2¢ 153 -6.40(6.63) 157  -1.60 (4.47) —— 1457 -4.80 (-6.06 to-3.54)
McMahon 20022 145 450 (4.50) 72 -0.40 (3.60) —a 17.45  -4.10 (-5.21t0-2.99)
Subtotal (95% CI) 837 699 ¢ 7483 -4.20 (4.77 10-3.64)

Test for heterogeneity: 3°=5.99, df=6, P=0.42, 1>=0%
Test for overall effect: z=14.65, P<0.001

‘Weight maintenance studies

Apfelbaum 1999*17 81 -5.20(7.50) 78  0.50(5.70) —a 6.58  -5.70 (-7.77t0-3.63)
James 200" 350 -8.90(8.10) 114  -4.90(5.90) —— 12.82  -4.00 (-5.3810-2.62)
Mathus-Vliegen 2005"2! 94 -10.70 (7.50) 95  -8.50 (8.10) —— 577 -2.20 (4.43100.03)
Subtotal (95% Cl) 525 287 L 2 25.17  -4.01(-5.73t0-2.28)
Test for heterogeneity: 77=5.11, df=2, P=0.08, 1’=60.9%
Test for overall effect: z=4.56, P<0.001
Total (95% Cl) 1362 986 ¢ 100.00  -4.16 (-4.73 to-3.59)
Test for heterogeneity: 3°=11.18, df=9, P=0.26, [>=19.5% 10 5 0 5 10
Test for overall effect: z=14.39, P0.001

Favours Favours

treatment control

Rucker, D. et al. BMJ 2007;335:1194-1199
¥
BM

Copyright ©2007 BMJ Publishing Group Ltd.
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Placebo subtracted weight reduction (kg) with rimonabant

Study or N Treatment N Control Welfhted mean Weight Weighted mean
subcategory mean (SD) ‘mean (SD) difference %) difference
(random) (95% CI) (random) (95% CI)
RIO-Europe™™® 599 -6.60(7.20) 305  -1.80 (6.40) - 20.59  -4.80 (-5.72to-3.88)
RIO-Lipids*?* 346 -6.90(6.10) 342  -1.50 (5.00) - 2262 -5.40 (-6.23t0-4.57)
RIO-Diabetes*?’ 336 -5.30(5.20) 345  -1.40 (3.60) - 2674 -3.90 (-4.57 t0-3.23)
RIO-North America"® 1219 -6.30 (6.98) 607  -1.60 (4.93) - 30.06  -4.70 (-5.25 to-4.15)
Total (95% CI) 2500 1599 ¢ 100.00  -4.67 (-5.26 t0-4.07)
Test for heterogeneity: ’=7.99, df=3, P=0.05, I’=62.4% 10 5 0 5
Test for overall effect: 2=15.38, P«0.001
Favours Favours
treatment control
Rucker, D. et al. BMJ 2007;335:1194-1199
BM
b ]
Copyright ©2007 BMJ Publishing Group Ltd.
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Aspetti controversi relativi all’'uso dei
farmaci nella terapia dell’obesita

Tempistica e durata del trattamento
Selezione dei pazienti

Ricerca dei “responders”

Parametri di successo terapeutico

Costo/beneficio

Long-term persistence

75

50 1

Percent Remaining on Therapy

25

Orlistat

0 200 400 600 800 1000
Time (days)

R Padwal, 2007
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THE LANCET

"Irrespective of which drug is initially
selected, treatment should be discontinued if
clinically significant weight loss (ie, at least 5-
10% of initial bodyweight or improvement in
major obesity-related comorbidity) does not
occur within the first 3-6 months”

R Padwal, 2007

Original Paper

.hlllllll
Nutrition Ann Nutr Metab 2007;51:75-81 Received: January 9, 2006
Metabolism DOI: 10.1159/000100824 Accepted: August 8, 2006

Published online: March 15, 2007

Weight Loss and Quality of Life Improvement in
Obese Subjects Treated with Sibutramine:
A Double-Blind Randomized Multicenter Study

V. Di Francesco® T.Sacco® M. Zamboni® L. Bissoli# E.Zoico® G.Mazzali®
A. Minniti® T. Salanitri F. Cancelli O.Bosello?
for the Gruppo Italiano Studio Sibutramina
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Orlistat (120 mg x 3) € 3,50/di

v'Sibutramina (1omgx 1) € 2,75/di

v'Rimonabant 2omgx1) € 4,10/di

Drugs on the Horizon
Other CB-1 Antagonists
NPY Receptor antagonist

Pancreatic Lipase Inhibitor (Cetilistat)

Growth Hormone Fragment (lipolitic)




European Medicines Agency

Weight loss is the primary endpoint.
Demonstration of a clinically significant
degree of weight loss of at least 107% of
baseline weight, which is also at least 5%
greater than that associated with placebo, is
considered to be a valid primary efficacy
criterion in clinical trials evaluating new anti-
obesity drugs.

NHS

National Institute for
Health and Clinical Excellence

The decision to start drug treatment, and the choice of drug, should be made
after discussing with the patient the potential benefits and limitations, including
the mode of action, adverse effects and monitoring requirements and their
potential impact on the patient's motivation. When drug treatment is prescribed,
arrangements should be made for appropriate health professionals to offer
information, support and counselling on additional diet, physical activity and
behavioural strategies. Information about patient support programmes should

also be provided.

S
B 2000
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