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Phases of Obesity Treatment

Weight

Phase | E Phase I
(Weight Loss) (Weight-Loss Maintenance)

When you stop treatment,
the disease comes back!

3-6 months Indefinitely
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Degree of Long-Term Weightloss

Stepped Care Approach to Obesity
Management

Hypocaloric
diets

Lifestyle
intervention

Biliopancreatic
diversion

Gastric

pacemaker

Roux-N-Y
Gastric Bypass

Intragastric
gevices

therapy

Pharmaco- ’
/

Adjustable gastric
banding

Treatment Intensity
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Sharma 2005



Characteristics of the
ideal Anti-Obesity Drug

Reduce body weight
Maintain weight loss
Well tolerated
Long-term efficacy
No rebound effect
Reduce morbidity
Reduce mortality

Sharma 06



Does weight loss lead to improvement in
outcome?

* 10kg loss leads to:
— Reduction in total cholesterol of 0.25mmol/I
— Reduction in systolic BP of bmmHg

— Reduction in diastolic BP of 3mmHg

* ANY weight loss in people with an obesity related
illness leads to:

— In women - Reduced risk of death, CVD, cancer or diabetes
related death

— In men — Reduced risk of diabetes related death



FDA/EMA

STANCES ON EFFICACY OF ANTIOBESITY DRUG

FDA EMA
* 5% mean weightloss ¢ 10% mean weight
vs placebo at 1 year loss vs placebo at 1
* 35% or more the year
proportion of * 50% or more the
subjects who lose proportion of
weight respect to subjects who lose
placebo weight respect to

placebo



OFF LABEL DRUGS
At least 350 drugs are In the pipeline

Sibutramine

Rimonomant

Antidepressant: bupropion, fluoxetin
Topiramate

Fentermina

Metformin



Sibutramine: 2-Year Efficacy
Weight Loss and Weight Maintenance

B Sibutramine + Diet B Placebo + Diet & Exercise M 6-24
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Adapted from: James WPT, et al. Lancet. 2000;356:2119-2125.



Meta-Analysis: Pharmacologic Treatment of Obesity
SIBUTRAMINE

Study, Year (Reference)

Apfelbaum et al,, 1999 (40)

Hauner et al,, 2000 (41)

MeMulty et 2l,, 2003 (42)

Davis et al,, 1989 (43)

Wirth and Krause, 2001 (44)
Owverall

Sibutramine

Dose

10 mg
15 mg
15 mg
15 mg
156 mg

Mean Difference
(95% CI)
=570 (=777 to D003.63)
—3,00 (4,55 to —1.45)
5,30 (6,83 to -3,77)
—4,80 {(—6,02 to —3,58)
—4.00 (-5.01 to —2.99)
—4.45 (-5.29 to —3.62)

| |
& 0 g

Mean Difference, kg

Ann Intern Med. 2005;142:532-546.



The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 2, 2010 VOL. 363 NO. 10

Effect of Sibutramine on Cardiovascular Qutcomes
in Overweight and Obese Subjects

A Primary Outcome Event
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Months since Randomization
Mo. at Risk
Placebo 4898 4776 4623 44837 3467 1730
Sibutramine 4906 4749 4601 4427 3403 1720




SCOUT TRIAL

Placebo Sibutramine Hazard Ratio
Study Group ¥ (% of patients) (% of patients) (95% Confidence p-value
Interval)
DM Only Group
Total patients (n) 1,178 77 1,207 79 1.010 0.951
Cardiovascular
Events* (6.5%) (6.5%) (0.737, 1.383)
CV Only Group
Total patients (n) 793 66 759 77 1.274 0.151
Cardiovascular
Events* (8.3%) (10.1%) (0.915, 1.774)
CV + DM Group
Total patients (n) 2,901 346 2,906 403 1.182 0.023%+
Cardiovascular
Events* (11.9%) (13.9%) (1.024, 1.354)




Rimonabant
CB, blockade reduces multiple
cardiometabolic risk factors

CB, RECEPTOR BLOCKADE

Abdomin: al obesity

Glucose intolerance
Atherogenic Insulin resistance

dyslipidemia
ysiip Adiposita

Intra-addominale

Pro-infiammatory stage

Metabolic syndrome




Rimonabant

* Cannabinoid-1 receptor blocker

— Reduces overactivation of the central & peripheral endocannabinoid
system

e 3045 pts with BMI>27 and HTN or dyslipidemia
* 4-wksingle blind placebo + diet run-in
— Randomized to 5 mg daily, 20 mg daily, or placebo for 1 year

— Treated pts re-randomized to placebo or continued rimonibant for 2nd
year

* Highdrop out rate™ 50% in all groups
* Most common side effect was nausea (11.2% vs 5.8%)

Year 1 Year 2
O Places O Flacebo/Pacabas
& 5 mg of Rimonabant 20 mg of RmonabaniPlacebo
B 20 mg of Rimonakant B 20 mg of Rimonabarm20 mg
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o 12 24 36 52 52 60 L] 7B a4 a2 104
Mo of Patents Weks No. of Patients Weaks
Placabo 590 408 413 347 309 PlacsbaPiacebo 202 264 254 247 2% 222 6
Bimg of Rimonabant 1191 1004 B T E19 20 g of Rirmonaanl/Placebe 323 s am 217 2681 240 225
20 mg of Rimonabant 1184 oy BiE3 150 T 20mg of Amonabant20mg 328 e 287 286 2Tz 263 2506

ol Rimonabant

Pi-Sunyer, F. X. et al. JAMA 2006.



Metabolic parameters
Rimonomant and metabolic syndrome

Circonferenzavita(cm) HDL-cholesterolo (%)

*p<0.001

Mean (+ SEM



Rimonomant (ACOMPLIA)

RIO-Europe -2 Serious Adverse Events

Placebo (n=305) Rimonabant § mg Rimonabant
(n=603) 20 mg (n=599)

Any serious adverse event 237 -5%) 45 (7-5%) 52(87%)
Respiratory disorders 0 0 2(0.3%)
Psychiatric disorders 1(0-3%) 2(0-3%)
MNervous system disorders 2(1-0m) 7(1-2%) S05%)
Eardisorders i 1(0.29%)
Cardiac disorders 2(0-3%) 2(0:3%)
Vascular disorders 2({0-3%) 3052
Gastrointestinal discrders 3(1-0m) 3(0-5%) 20(0-3%)
Hepatobiliary disorders Jil0me) 5 (0-82) 1(0-2%)
Muscuboskeletal and connective disorders 6 (2-0m) 13(2-2%) 104172
Renal and vrinary disordars 1] 2 (0-3%) 2(03%)
Reproductive system and breast discrders 100-3%) 2(0-3%) 3(0-5%)
Investigations 1(0-3%) 0 1(0-2%)
Injury, poisoning, and procedure complications  4(1-3%) 5 {0.8%) A40.79%)
Meoplasms: benign, malignant, and unspecified 2 (07%) 5 (0-8%) 7(1-2%)
General disorders 0 0 1(0-2%)

[ata are proportions of patientswith atleast one seriows event.

Table 6: Serious adverse events by system organ class during the double-blind period of the trial




Long-term Drug Treatment for Obesity
A Systematic and Clinical Review

Generic Drug (Proprietary Name[s]
Dose Frequency/d)

Mechanism of Action

Wholesale
Price/mo, $°

1-y Weight Change Relative
to Placebo, Mean (95% CI), kg®

Common Adverse Effects

Short-term approval®

Phentermine 15-37.5 mg
(Adipex-P, Fastin, Oby-Cap,
lonamin, Others; 1x)4

Diethylpropion 25 mg or 75 ma,
SR (Tenuate, Tenuate Dospan,
Tepanil; low dose, 3x;

SR dose, 1x)®

Phendimetrazine 17.5-70 mg or
105 mag, SR (Bontril; lower
doses, 2-3x; SR dose, 1x)f

Benzphetaming 25-50 mg

Noradrenergic causing
appetite suppression

Noradrenergic causing
appetite suppression

Noradrenergic causing
appetite suppression

Noradrenergic causing

6-45

47-120

6-20

20-50

Not included

Not included

Not included

Not included

Insomnia, elevation in heart rate,
dry mouth, taste alterations,
dizziness, tremors, headache,
diarrhea, constipation, vomiting,
gastrointestinal distress, anxiety,
and restlessness®

Same as phentermine®

Same as phentermine®

Same as phentermine®

VUL s L)

‘EEEE“LE SUPETESSTUTT

Long-term approval®

Orlistat 60 mg (Alli) or 120 mg
(Xenical; 3x within 1 h of a fat-
containing meal)d

Lorcaserin 10 mg (Belvig; 2x)9

Phentermine plus topira-
mate-ER (Qsymia; 3.75 mg/23
mg for 2 weeks, increased to 7.5
mag/46 mg, escalating to a max
of 15 mg/92 mg; 1x)¢

Lipase inhibitor caus-
ing excretion of ap-
proximately 30% of
ingested triglycerides
in stool

Highly selective sero-
tonergic 5-HT2C re-
ceptor agonist causing
appetite suppression

Noradrener-

gic + GABA-receptor
activator, kainite
JAMPA glutamate re-
ceptor inhibitor caus-
ing appetite
suppression

60 mg, 45
120 mag, 207

240

140-195

60 mg, -2.5 kg
(-1.5t0-3.5)
120 mg, -3.4 kg
(-3.2t0 -3.6)

-3.2kg (-2.7t0-3.8)

7.5 mg/46 mg,
-6.7kg (-5.9t0-7.5)
15 mg/92 mg,
-89kg(-8.3t0-9.4)

Qily spotting, flatus with dis-
charge, fecal urgency, fatty oily
stool, increased defecation, fecal
incontinence”

Headache, dizziness, fatigue, nau-
sea, dry mouth, cough, and con-
stipation; and in patients with
type 2 diabetes, back pain, cough,
and hypoglycemia®

Paresthesias dizziness, taste al-
terations, insomnia, constipation,
dry mouth, elevation in heart
rate, memaory or cognitive
changes”

JAMA. 2014,




SHORT TERM APPROVAL

Generic Drug (Proprietary Name[s) Wholesale 1-y Weight Change Relative
Dose Frequency/d) Mechanism of Action Price/mo, 3 toPlacebo, Mean (35% CI), kg® Common Adverse Effects
Short-term approval”
Phentermine 15-37.5mg Noradrenergic causing 6-45 Not included Insomnia, elevation in heart rate,
(Adipex-P, Fastin, ﬂh;-[ap, appetite suppression dry mouth, taste alterations,
lonamin, Others; 1) dizziness, tremors, headache,
diarrhea, constipation, vomiting,
gastrointestinal distress, anwiety,
and restlessness®
Diethylpropion 25mgor 75mg,  Moradrenergic causing 47-120 Not included
SR (Tenuate, Tenuate Dospan, appetite suppression
Tepanil; low dose, 3x;
SR dose, 1x)
Phendimetrazine 17.5-70mgor  Moradrenergic causing 6-20 Not included 5ame as phentermine®
105 mq, SR (Bontril; lower appetite suppression
doses, 2-3x; SR dose, 1x)f
Benzphetamine 25-50 mg Noradrenerqgic causing 20-50 Not included 5ame as phentermine®
(Didrex; 1-3«)f appetite suppression



Drug use data: 1991-2002
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Annual volume of antiobesity medications reported in the United States, 1991-2002, IMS HEALTH
National Disease and Therapeutic Index. Data for 2002 are an estimate (E) based on January to March
2002 figures. HCl indicates hydrochloride.

From: Stafford: Arch Intern Med, Volume 163(9).May 12, 2003.1046-1050
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LONG TERM APPROVAL

Orlistat 60 ma (AL or 120mg
(Xenical; 3= within 1 hof afat-
containing meal)?

Lorcaserin 10 mq (Belvig; 2¢)°

Phentermine plus topira-
mate-ER (Qsymia; 3.75mg/23
my for 2 weeks, increased to 7.5
my/46 mq, escalating to a max

of 15 mg/92 mg; L¢)*

Lipase inhibitor caus-
ing excretion of ap-
proximately 30% of
ingested triglycerides
instool

Highly selective sero-
tonergic 5-HT2C re-
ceptor agonist causing
appetite suppression

Noradrener-

gic + GABA-receptor
activator kainite
JAMPA glutamate re-
ceptor inhibitor caus-
inq appetite
suppression

60 mg, 45
120mg, 207

240

140-1%5

60mg, -2.5 kg
(-1510-35)
120 myg, -3.4 kg

(-3.210-35)

32k (-L7t0-38)

1.5mg/46mg,
-6.7kg(-5.9t0-7.5)
15mg/92 mg,
-B3kg(-83to-94)

Dily spotting, flatus with dis-
charge, fecal urgency, fatty oily
stool, increased defecation, fecal
incontinence”

Headache, dizziness, fatinue, nau-
sa, dry mouth, cough, and con-
stipation; and in patients with
type 2 diabetes, back pain, cough,
and hypoglycemia®

Paresthesias dizziness, taste al-
terations, insomnia, constipation,
dry mouth, elevation in heart
rate, memory or cognitive
changes”




Orlistat- XENDOS TRIAL

Placebo + lifastyla

p=0.001

Change in body waight (kg)

"1 2 T 1 T
0 ¥, 104 106 208

Vieek

Fignre 2—Weight loss (means = S5EM) during 4 vears of treatment with orlistat plus lifestyle
changes or p.'-:z-:e!:-a plus lifestyle changes in obese p‘-:ifi'fi'l[i (LOCF data).



Orlistat- XENDOS

After 4 years’ treatment, the cumulative
incidence of diabetes was:

— 9.0% with placebo
— 6.2% with orlistat

This correspondsto a risk reductionof 37.3% in
all patients (P 0.0032).

Risk reduction in patients with IGT was 45.0%



METANALYSIS

ORLISTAT

Study, Year (Reference)

Bakris et al., 2002 (1)
Broom et al,, 2002 (72)
Davidsaon et al,, 1999 (70)
Smith and Goulder, 2003 (43)
Gotfredsen et al,, 2001 (66)

Hanefeld and Sachse, 2002 (62)

Hauptman et al,, 2000 (45)
Hill et al,, 1999 (46)
Haollander et all,, 1998 (47)
Karhunen et al,, 2000 (57)
Kelley et al., 2002 (58)
Krempf et al., 2003 (58)
Lindgarde, 2000 (71)
Luecas et al,, 2003 (&0)
Milles et al,, 2002 (53)
Reaven et al., 2001 (57)
Rissanen et al., 2001 (51)
Rosenfalck et al., 2002 (64)
Rossner et al,, 2000 (48)
Sjostrom et al,, 1998 (49)
Torgersen et al., 2004 (73)
Vidgren et al,, 1999 (50)
Owerall

-2 4] i
Mean Difference, kg

Mean Difference
(95% CI)

270 (-3.79 toe —1.61)
—3.50 (-5.07 to—1.93)
—2.95 (4 45 to—1.45)
—1,00 {(—1 492 to —0,51)
—3,10 (-8 48 to 2,28)

—1.90 (-2.96 to —0.84)
—3.80 (-5.37 to—2.23)
—1.31 (-3.00 to 0.38)

—1,88 (-3 38 to—0,38)
—4,50 (-7 41 to —1,59)
—2.62 (-3.38 to —1.86)
—2.90 (4.71 to—1.09)
—1.30 (-2.51 to—0.09)
—3,80 (5,06 to —2,54)
—2,90 (-3,73 to —2,07)
—2.14 {(-3.94 to —0.34)
—5.80 (-9.25 to —2.35)
—4.78 (—11.88 to 2.32)
—3,00 (—4,17 to—1,83)
—4,20 (-5,26 to—3,14)
—4.17 (—4.60 to —3.74)
—4.20 (-7 46 to—0.94)
—2.89 (—3.51 to—2.27)



Orlistat — Side effects

Because it blocks intestinal absorption of fat it can resultin
diarrhea and steatorrhea

This is minimized by maintaining a strict low fat diet (<30% of
diet)

Another concernis the loss of fat soluble vitamins with a
potential for malnutrition.

To prevent this, recommend a daily multivitamin for all
patients on this therapy



LOCARSERIN (FDA)

A One-Year Randomized Trial of Lorcaserin for Weight
Loss in Obese and Overweight Adults: The BLOSSOM

Trial

‘n 80-
Bl Lorcaserin 10 mg BID
k. S‘_ 60+ Lorcaserin 10 mg QD
B e = ® (] Placebo
-— - W
BELVIQ $ i *p<0.0001
lorcaserin HCl © 40 7,
Tbles ; - Z *
- 10mg 22 / o &
———"
1y N / 7
0 r
1 7 Y.
25% weight loss 210% weight loss

(J Clin Endocrinol Metab 96: 3067-3077, 2011)



Body weight (kg)

102

LORCASERIN TRIALS

~Year 1 - Year 2 -

—a— Placebo in yvear 1 and 2 (N = 684)

- - Lorcaserin in year 1, placebo in year 2 (N = 275)
—&— Lorcaserin inyear 1 and 2 (N = 564)

T T T o > 73 | x| T L] T T
8 16 24 32 40 48 S6 64 72 80 88 S6 104

Study week



e == === TWO-year sustained weight loss and metabolic benefits with

T controlled-release phentermine/topiramate in obese and overweight

- e e e adults (SEQUELJ: a randomized, placebo-controlled, phase 3
extension study

= (FDA)

LS mean weight loss (%)

- O W0 N O O T
Weeks: oA

Placebo n 227 227 227 208
PHEN/TPM CR 7.5/46 n: 153 152 153 137 129 153
PHEN/TPM CR 15/2n: 295 295 295 268 248 295

—4— Placebo - PHEN/TPM CR 7.5/46 PHEN/TPM CR 15/92

Am J Chin Nutr 200 2 95: 27-3(8.



Two-year sustained weight loss and metabolic benefits with
controlled-release phentermine/topiramate in obese and overweight

adults [SEEJUEL)L3 a randomized, placebo-controlled, phase 3

extension study

Progression to T2D

37

0 1 2 3 4
Annualized incidence rate

B Placebo B PHEN/TPM CR 7.5/46 B PHEN/TPM CR 15/92
(n=171) (n = 125) (n = 229)



SAFETY

* Dry mouth, constipation, insomnia (phentermina
effects)

* Dizzness, paresthesia, metabolicacidosis, alopecia,
hypokalaemia (topiramate effects)

Potential effects

Teratogenicity, elevation in resting hearth rate
depression

Case report: miopia, secondary angle closure
glaucoma



Drugs in Late-Phase Clinical Trials for Obesity Treatment

Naltrexone/Bupropion Trial

Glucagon-like peptide-1
recector agonist




A Randomized, Phase 3 Trial of Naltrexone
SR/Bupropion SR on Weight and Obesity-

related Risk Factors (COR-II)

| 2237 Assessedfor Eligibility |

741 Excluded
533 Not Meeting Entry Criteria

126 Withdrew Consent
82 Lostto Follow Up

C 408 RandanizD

495 Assignedto Receive Placebo
493 Received Intervention as Assigned
2 Did Not Receive Intervention as Assigned
(Study Drug Not Dispensed)

| 267 (53.9%

) Completed Treatment |
9

1001 Assigned to Receive NB32
1000 Received Intervention as Assigned
128 Re-Randomized to NB32
123 Re-Randomized to NB48
1 Did Not Receive Intervention as Assigned
(Study Drug Not Dispensed)

226 (45.7%) Discontinued Intervention
68 Adverse Event
56 Withdrew Consent
48 Lost to Follow-up
33 Insufficient Weight Loss
13 Protocol or Drug Non-Compliance
8 Other

538 (53.7%) Completed Treatment |

462 (46.2%) Discontnued Intervention
241 Adverse Event
75 Withdrew Consent
77 Lost to Follow-up
19 Insufficient Weight Loss
31 Protocol or Drug Non-Compliance
19 Other

456 (92.1%) IncludedinmITT-LOCF Analysis
(Weeks 28 and 56)

38 Excluded From Analysis (2 Did Not Receive
Intervention as Assigned, 37 Had No Post-
baseline Weight Measurement)

492 (92.4%) Included in Safety Analysis
3 Excluded from Analysis (2 Did Not Receive
Intervention, 1 Ingested Study Drug but Failed
to Return for Follow-up)

825(82.4%) Included in NB32mITT-LOCF Analysis
(Week 28)

176 Excluded From Analysis(1 Did Not Receive
Intervention as Assigned, 175Had No
Post-baseline Weight Measurement)

702(70.1%) Included in NB32 m|ITT-LOCF \Weighted
Analysis{Week 56)

299 Excluded From Analysis (1 Did Not Receive
Intervention as Assigned, 175Had No Post-
baseline Weight Measurement, 123 were Re-
randomizedto NB48)

992(99.1%) Included in Safety Analysis
9 Excluded From Analysis (1 Did Not Receive
Intervention, 8 Ingested Study Drug but Failed to
Return for Follow-up)

Obesity (2013) 21, 935-943,




A Randomized, Phase 3 Trial of Naltrexone
SR/Bupropion SR on Weight and Obesity-
related Risk Factors (COR-II)

> Placebo & NB3Z
A miTT- mlTT-
Week 28 Completers LOCF Week 56 Completers LOCF
= Q
EE W
oy -1.2%
= 1.4%
=
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@ -6.4%
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= ’ -8.2%
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EMA/FDA

* MYSIMBA (NALTREXONE E BUPROPIONE) EMA
* CONTRAVE (NALTREXONE E BUPROPIONE) FDA

SOLO PAZIENTI OBESI O IN SOVRAPPESO CON PIU’
FATTORI DI RISCHIO
(ipetensione/ipercolesterolemia/diabete)

Se dopo 16 settimane il paziente non perde almeno
il 5% del peso iniziale, il farmaco non puo essere
piu prescritto



Effects of glucagon-like peptide-1 receptor agonists
on weight loss: systematic review and meta-analyses
of randomised controlled trials

What is already known on this topic

Impraved glycaemic control i associated with increased body weighl
Ananists to the glucagon-like peptide-1 recaptor (GLP-1R) enhance glucose homoeostass and supprass food intake and appehite

What this study adds

Treatment with clinically relevant doses of GLP-1R agonists for af least 20 weeks leads io weight loss in obese or overweight patients
with or without type 2 diabates mellitus in spite of an improved malabolic requlation

The effect of GLP-1H agonists could be mare pronounced in patents without diabetes

(aLP-1H agonists also reduce systolic and diastolic blood pressure and total cholesterol

QEIEEIISLEl Uy L5 LZs TdedF L) Had ey —_— A igay SRS LT L LD W SO

Bunck 2009 36 33 3.6(3.6)  1.0{46) —-— 3.59  -4.60 (-6.56 o -2.64)

Marre 2009 234 114 0.2(0.0) -0.1(0.6) 5.08 -0.10{-0.22 to 0.02)

Nauck 2007 253 M4E -2.5(3.7)  2.9(3.0) £.94  -5.40(-5.94 to -4_56)

Overall; P=0.00 - 100,00 -2.90 (-3.59 10 -2.22)
7.16 0 716

B 2012:344:d7 771



SAXENDA
APPROVATO DA FDA 15-01-2015

LIRAGLUTIDE

SAXENDA E VICTOZA HANNO LO STESSO
PRINCIPIO ATTIVO

SONO DIVERSE LE DOSI: 3MG E 1.8 MG

SAXENDA NON E’ INDICATO PER IL
TRATAMENTO DEL DIABETE MELLITO



* Fibra con la viscosita piu elevata (1g x 200 ml di acqua)
Raggiunge 100 volte il suo volume

e Estratta dalla radice dell’ Amorphophallus konjac con
numerosi effetti benefici legati alla sua capacita di legare
acqua e di essere fermentata dall’intestino

CH;OH H CH,0H H CH;OH @ CH,0H @
Of cnmﬁ CH,OH CHOH  H ococm CHy0H Catena polisaccaridica

ramificata
CHZOH composta da unita di

HO H Hp—0

oJ D-mannosio e D-glucosio

HY—0
CHOH  H OH



[GLUCOMAN NANO ]

EFFETTO MECCANICO
oIXSinizia
o Forma una massa gelatinosa nello stomaco
e rallentando lo svuotamento gastrico (>>senso
di sazieta)

EFFETTO METABOLICO

ﬂ?allenta I’assorbimento degli zuccheri \
Riduzione insulino-resistenza

Riduce I'assorbimento dei grassi
Riduzione colesterolemia

Riduce riassorbimento e sintesi acidi biliari
Sintesi epaticadi colesteroloridotta

(& )

EFFETTO MICROBIOLOGICO E REGOLARITA INTESTINALE

* Viene fermentato dalla microflora (effetto salutistico)
* Aumento massa fecale

e Regolarizzazione del transitointestinale




CLAIM EFSA:
4 g/die di glucomannano

Meta-analisi del 2008

permettono il mantenimento di

normali livelli di colesterolo

CLAIM EFSA:

3g/die glucomannano, suddiviso
in 3 somministrazioni, insieme a 1-
2 bicchieri di acqua, prima dei pasti
e nelllambito di una dieta
ipocalorica, promuovono

il calo ponderale

Chearskul, 2007 (3)
Wood, 2007 (4)
Yoshids, 20068 (5
Yoshida, 2006b (3)
Marfino, 2005 (6)
Vuskan, 2000 (8)
Vuskan, 1999 (9)
Arvil, 1995 (10)
Venter, 1967 (15)
Venter, 19875 (15)
Waish, 1984 (16)
combined

0

12.36 (-34.00, 9.28)

-20.88 (-37 50, 4 26)
-20.11 (4378, 3.56)
-13.92 (-20.86, 1.02)
-19.72 (-47.50, 8.08)
27.07 (4850, -5.64)
.66 (-3240, 12,08
1276 (-21.66, -1.48)
-6.96 (6081, 46.99)
-15.08 (-40.16, 10.00)
-20.90 (-36.97, -4.83)
1588 (-21.31 -10.67)

49

-0

5

)

L
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Un modesto calo ponderale riduce la
mortalita e migliora lo stato di salute

Modesto calo ponderale, nel range del 5-10%
del peso iniziale, & sufficiente a:

Ridurre gli eventi cardiovascolari, la mortalita cardiovascolare, e la
mortalita per ogni causa in pazienti con precedente Ml (Singh BMJ,
1992)

Ridurre la mortalita per diabete (> 30%) e la mortalita per ogni causa (>
20%) nei diabetici di tipo Il (Williamson, Am J Epidemiol 1995)

Ridurre (del 58%) il rischio di sviluppare diabete di Tipo Il in pazienti
sovrappeso (Tuomilehto, NEJM 2001, Diabetes Prevention Group,
NEJM, 2002)

Migliorare:
— |Ipertensione (Tuck, NEJM 1981)
— Anormalita dell'assetto lipidico (Dattilo, Am J Clin Nutr 1992)
— Controllo glicemico (Wing, Diabetes Care, 1993)




TAKE HOME MESSAGES

Diet/lifestyle changes remain the mainstay of the
treatment of obesity

In patients not reaching goals, drugs might be an
important tool

Expect only modest weight loss at best with current drugs
Be aware of their indications and contraindications

Off label use of non-indicated products is not
recommended

Investigational agents may offer hope for treatment of
obesity in the future



Thanks for your attemption
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