

















disease state or because medications
used to treat diabetes tend to increase
weight.'®® There are strict criteria for
discontinuing both orlistat®® and
sibutramine™ if weight loss targets have
not been met early on in therapy and
these will be difficult targets for most
patients with type-2 diabetes to reach.
Because of this, less strict weight loss
goals may be appropriate. These goals
should be agreed with the person and
reviewed regularly.

Treatment with orlista or
sibutramine''% in patients with diabetes
has resulted in modest improvements in
glycaemic control. Mean reductions in
HbA+. are in the order of 0.6%.%®"'

73,104
t™>

Bariatric Surgery

Bariatric surgery can produce impressive
long-term weight loss, survival advantage,
improvement in quality of life and reduced
cardiovascular risk factors.'%”'%®
However, under NICE guidance, only a
subset of patients are eligible for surgery.
Details of the NICE guidance can be
found at www.nice.org . Local
arrangements for the implementation of
the NICE guidance have not been
finalised at the time of publication.

Websites:

e Association for the Study of Obesity —
WWW.as0.0rg.uk

o British Dietetic Association —
www.bda.uk.com

e British Obesity and Metabolic Surgery
Society — www.british-obesity-surgery.org

e British Obesity Surgery Patient
Association — www.bospa.org

e European Association for the Study of
Obesity — www.easoobesity.org

e European Childhood Obesity Group —
www.childhoodobesity.net

e National Obesity Forum —
www.nationalobesityforum.org.uk
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For copies of the Therapeutic Notes and assessment forms for this and any other topic please visit the COMPASS Web site:
www.centralservicesagency.n-i.nhs.uk/display/compass

Successful completion of these assessment questions equates with 2 hours Continuing Professional Development time.
Circle your answer TRUE (T) or FALSE (F) for each question. When completed please post this form to the relevant address
shown overleaf. Alternatively, you can submit your answers online at www.medicinesni.com

1 In relation to obesity, its prevalence and classification
a  Ahealthy BMI is in the region of 18.5 to 24.9 kg/m®. T F
b  Around one quarter of the Northern Ireland population is obese. T F
¢  Waist circumference is a useful adjunct to BMI. T F
d  The BMI for a child must be assessed using age- and gender- T F
specific charts.
2 In the management of obesity:
a In most obese children, weight maintenance is an acceptable goal. T F
b  There is no place for pharmacotherapy in the management of T
childhood obesity.
¢ Anti-obesity agents should only ever be used as an adjunct to diet T F
and lifestyle changes.
d  Drug therapy can be expected to produce 20-25% weight reduction T F
when added to dietary and lifestyle changes.
3 Orlistat
a  Orlistat works within the gut to inhibit fat absorption and is minimally T F

absorbed into the systemic circulation.
b  Patients should be assessed 4 weeks after starting orlistat and the T F

drug should be discontinued if the individual has failed to lose 2kg.
¢  Orlistat is suitable for individuals with pre-existing cardiovascular

disease. T
d Orlistat is devoid of any troublesome adverse effects. T F
4 Sibutramine
a  Sibutramine acts partly by increasing satiety. T F
b  Sibutramine is initiated at a dose of 15 milligrams daily. T F
¢ Individuals taking sibutramine should have their blood pressure and T
pulse monitored regularly.
d Individuals taking sibutramine should be advised to consult their
pharmacist before buying over-the-counter cough and cold T F
remedies.
5 Other aspects of obesity management
a  Orlistat should not be used for more than 12 months. T F
b  Different weight loss criteria and targets may be required for an T
individual with diabetes.
c If an individual fails to respond adequately to orlistat or sibutramine, T F
concomitant use of these two agents should be considered.
d Other than weight loss, both orlistat and sibutramine have T F

demonstrated other beneficial effects.
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COMPASS Therapeutic Notes are circulated to GPs, nurses, pharmacists and others in Northern Ireland. Each
issue is compiled following the review of approximately 250 papers, journal articles, guidelines and standards
documents. They are written in question and answer format, with summary points and recommendations on
each topic. They reflect local, national and international guidelines and standards on current best clinical
practice. Each issue is reviewed and updated every three years.

Each issue of the Therapeutic Notes is accompanied by a set of assessment questions. These can contribute 2-
3 hours towards your CPD/CME requirements. Submit your completed MCQs to the appropriate address
(shown below) or complete online at www.medicinesni.com. Assessment forms for each topic can be submitted
in any order and at any time.

If you want extra copies of Therapeutic Notes and MCQ forms for this and any other topic you can:
Visit the COMPASS Web site: www.centralservicesagency.n-i.nhs.uk/display/compass

or

Email your requests to: compass.team@hscni.net

or

Phone Lynn Keenan: 028 9053 5629

You can now complete your COMPASS multiple choice assessment questions and print off your

completion certificate online at: www.medicinesni.com
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GP? [ ] Enter your cipher number:
Nurse? [ ] Enter your PIN number:

Title: Mr/Mrs/Miss/Ms/Dr

Surname: First name:
Address:

Postcode:

GPs and Nurses:

Complete the form overleaf and return to:
COMPASS Unit

Family Practitioner Services

HSC Business Services Organisation

2 Franklin Street

Belfast

BT2 8DQ

Pharmacists:

Complete the form overleaf and return to:

Northern Ireland Centre for Pharmacy Learning & Development
FREEPOST NICPLD

Belfast BT9 7BL




63.

64.

65.

66.

67.

68

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

subjects receiving a mildly or moderately
reduced-energy diet: early response to
treatment predicts weight maintenance.
Diabetes Obes.Metab 2005; 7: 699-708.

Prodigy. Obesity. Clinical Knowledge
Summaries 2008;

Padwal R, Li SK and Lau DCW. Long-term
pharmacotherapy for obesity and overweight
(Cochrane Review). The Cochrane library
Issue 3, 2004.Chichester, UK: John Wiley &
Sons, Ltd 2004;

Filippatos, T. D., Derdemezis, C. S., Gazi, |. F.,
et al. Orlistat-associated adverse effects and
drug interactions: a critical review. Drug Saf
2008; 31: 53-65.

Zhi, J., Melia, A. T., Guerciolini, R., et al.
Retrospective population-based analysis of
the dose-response (fecal fat excretion)
relationship of orlistat in normal and obese
volunteers. Clin.Pharmacol.Ther. 1994; 56:
82-85.

Hartmann, D., Hussain, Y., Guzelhan, C., et al.
Effect on dietary fat absorption of orlistat,
administered at different times relative to meal
intake. Br.J.Clin.Pharmacol. 1993; 36: 266-
270.

. Zhi, J., Melia, A. T., Eggers, H., et al. Review

of limited systemic absorption of orlistat, a
lipase inhibitor, in healthy human volunteers.
J.Clin.Pharmacol. 1995; 35: 1103-1108.

Davidson MH, Hauptman J, DiGirolamo M, et
al. Weight control and risk factor reduction in
obese subjects treated for 2 years with orlistat:
a randomized controlled trial. JAMA 1999;
281: 235-42.

Sjostrom, L., Rissanen, A., Andersen, T., et al.
Randomised placebo-controlled trial of orlistat
for weight loss and prevention of weight regain
in obese patients. European Multicentre
Orlistat Study Group. Lancet 1998; 352: 167-
172.

Avenell, A, Brown, T. J., McGee, M. A., et al.
What interventions should we add to weight
reducing diets in adults with obesity? A
systematic review of randomized controlled
trials of adding drug therapy, exercise,
behaviour therapy or combinations of these
interventions. J.Hum.Nutr.Diet. 2004; 17: 293-
316.

Hutton, B. and Fergusson, D. Changes in
body weight and serum lipid profile in obese
patients treated with orlistat in addition to a
hypocaloric diet: a systematic review of
randomized clinical trials. Am.J.Clin.Nutr.
2004; 80: 1461-1468.

O'Meara S, Riemsma R, Shirran L, etal. A
systematic review of the clinical effectiveness
of orlistat used for the management of obesity.
Obesity Reviews 2004; 5: 51-68.

Torgerson JS, Hauptman J, Boldrin MN, et al.
XENical in the prevention of Diabetes in
Obese Subjects (XENDOS) study: A
randomized study of orlistat as an adjunct to
lifestyle changes for the prevention of type 2
diabetes in obese patients. Diabetes Care
2004; 27: 155-61.

Lucas, C. P., Boldrin, M. N. and Reaven, G. M.
Effect of orlistat added to diet (30% of calories
from fat) on plasma lipids, glucose, and insulin
in obese patients with hypercholesterolemia.
Am.J.Cardiol. 2003; 91: 961-964.

Hanefeld, M. and Sachse, G. The effects of
orlistat on body weight and glycaemic control
in overweight patients with type 2 diabetes: a
randomized, placebo-controlled trial. Diabetes
Obes.Metab 2002; 4: 415-423.

Kiortsis, D. N., Filippatos, T. D. and Elisaf, M.
S. The effects of orlistat on metabolic
parameters and other cardiovascular risk
factors. Diabetes Metab 2005; 31: 15-22.

McDuffie, J. R., Calis, K. A., Booth, S. L., et al.
Effects of orlistat on fat-soluble vitamins in
obese adolescents. Pharmacotherapy 2002;
22: 814-822.

Melia, A. T., Koss-Twardy, S. G. and Zhi, J.
The effect of orlistat, an inhibitor of dietary fat
absorption, on the absorption of vitamins A
and E in healthy volunteers.
J.Clin.Pharmacol. 1996; 36: 647-653.

Zhi, J., Moore, R., Kanitra, L., et al. Effects of
orlistat, a lipase inhibitor, on the
pharmacokinetics of three highly lipophilic
drugs (amiodarone, fluoxetine, and

COMPASS Therapeutic Notes on the Pharmacological Management of Obesity in Adults and Children e July 2009

simvastatin) in healthy volunteers.
J.Clin.Pharmacol. 2003; 43: 428-435.

81. Zhi, J., Moore, R., Kanitra, L., et al.
Pharmacokinetic evaluation of the possible
interaction between selected concomitant
medications and orlistat at steady state in
healthy subjects. J.Clin.Pharmacol. 2002; 42:
1011-1019.

82. MacWalter, R. S., Fraser, H. W. and
Armstrong, K. M. Orlistat enhances warfarin
effect. Ann.Pharmacother. 2003; 37: 510-512.

83. Rossner, S., Sjostrom, L., Noack, R., et al.
Weight loss, weight maintenance, and
improved cardiovascular risk factors after 2
years treatment with orlistat for obesity.
European Orlistat Obesity Study Group.
Obes.Res. 2000; 8: 49-61.

84. Royal Pharmaceutical Society of Great Britain.
Practice Guidance: OTC Orlistat.
www.rpsgb.org 2009;

85. McNeely W and Goa KL. Sibutramine. A
review of its contribution to the management
of obesity. Drugs 1998; 56: 1093-124.

86. Lean, M. E. How does sibutramine work?
Int.J.Obes.Relat Metab Disord. 2001; 25
Suppl 4: S8-11.

87. James WPT, Astrup A, Finer N (for the
STORM) study group, et al. Effect of
sibutramine on weight maintenance after
weight loss: a randomised trial. Lancet 2000;
356: 2119-25.

88. Li, Z., Maglione, M., Tu, W., et al. Meta-
analysis: pharmacologic treatment of obesity.
Ann.Intern.Med. 2005; 142: 532-546.

89. Jordan, J., Scholze, J., Matiba, B., et al.
Influence of Sibutramine on blood pressure:
evidence from placebo-controlled trials.
Int.J.Obes.(Lond) 2005; 29: 509-516.

90. Kim, S. H., Lee, Y. M., Jee, S. H,, et al. Effect
of sibutramine on weight loss and blood
pressure: a meta-analysis of controlled trials.
Obes.Res. 2003; 11: 1116-1123.

91. Arterburn, D. E., Crane, P. K. and Veenstra, D.
L. The efficacy and safety of sibutramine for
weight loss: a systematic review. Arch
Intern.Med. 2004; 164: 994-1003.

92. Gaciong, Z. and Placha, G. Efficacy and
safety of sibutramine in 2225 subjects with
cardiovascular risk factors: short-term, open-
label, observational study. J.Hum.Hypertens.
2005; 19: 737-743.

93. Harrison-Woolrych, M., Clark, D. W., Hill, G. R.,
etal. QT interval prolongation associated with
sibutramine treatment. Br.J.Clin.Pharmacol.
2006; 61: 464-469.

94. Lean, M. and Mullan, A. Obesity: which drug
and when? Int.J.Clin.Pract. 2007; 61: 1555-
1560.

95. MHRA. Sibutramine (Reductil):Hypertension
and tachycardia. Current Problems in
Pharmacovigilance 2003; 29: 7.

96. Scholze, J., Grimm, E., Herrmann, D., et al.
Optimal treatment of obesity-related
hypertension: the Hypertension-Obesity-
Sibutramine (HOS) study. Circulation 2007;
115: 1991-1998.

97. Sharma, A. M., Pischon, T., Hardt, S., et al.
Hypothesis: Beta-adrenergic receptor blockers
and weight gain: A systematic analysis.
Hypertension 2001; 37: 250-254.

98. Opie, L. H. and Schall, R. Old
antihypertensives and new diabetes.
J.Hypertens. 2004; 22: 1453-1458.

99. Mason, J. M., Dickinson, H. O., Nicolson, D. J.,
et al. The diabetogenic potential of thiazide-
type diuretic and beta-blocker combinations in
patients with hypertension. J.Hypertens.
2005; 23: 1777-1781.

100. Wadden, T. A., Berkowitz, R. I., Womble, L.

G., et al. Effects of sibutramine plus orlistat in

obese women following 1 year of treatment by

sibutramine alone: a placebo-controlled trial.

Obes.Res. 2000; 8: 431-437.

. Mittendorfer, B., Ostlund, R. E., Jr., Patterson,

B. W, et al. Orlistat inhibits dietary

cholesterol absorption. Obes.Res. 2001; 9:

599-604.

102. Filippatos, T. D., Kiortsis, D. N., Liberopoulos,
E. N, et al. A review of the metabolic effects
of sibutramine. Curr.Med.Res.Opin. 2005; 21:
457-468.

103. Wing, R. R., Marcus, M. D., Epstein, L. H., et
al. Type Il diabetic subjects lose less weight

10

=

than their overweight nondiabetic spouses.
Diabetes Care 1987; 10: 563-566.

104. Keating GM and Jarvis B. Orlistat in the
prevention and treatment of type 2 diabetes
mellitus. Drugs 2001; 61: 2107-119.

105. Redmon JB, Raatz SK, Reck KP, et al. One-
year outcome of a combination of weight loss
therapies for subjects with type 2 diabetes: a
randomized trial. Diabetes Care 2003; 26:
2505-11.

106. Scheen AJ. Current management strategies
for coexisting diabetes mellitus and obesity.
Drugs 2003; 63: 1165-84.

107. Sjostrom, L., Lindroos, A. K., Peltonen, M., et
al. Lifestyle, diabetes, and cardiovascular risk
factors 10 years after bariatric surgery.
N.Engl.J.Med. 2004; 351: 2683-2693.

108. Dixon, J. Survival advantage with bariatric
surgery: Report from the 10th International
Congress on Obesity. Surg.Obes.Relat Dis.
2006; 2: 585-586.

© Queen’s Printer and Controller of
HMSO 2009

This material was prepared on behalf of
the Department of Health, Social Services
and Public Safety by:

Lynn Keenan

Prescribing Information Pharmacist
COMPASS Unit

Family Practitioner Services

HSC Business Services Organisation

2 Franklin Street, Belfast

BT2 8DQ.

You may re-use this material free of charge in
any format or medium for private
research/study, or for circulation within an
organisation, provided that the source is
appropriately acknowledged. The material must
be re-used accurately in time and context, and
must NOT be used for the purpose of
advertising or promoting a particular product or
service for personal or corporate gain.

Any queries on re-use should be directed to
Lynn Keenan (e-mail lynn.keenan@hscni.net
Telephone 028 9053 5629)

With thanks to the following for kindly
reviewing this document:

e Dr CM Loughrey, Consultant Chemical
Pathologist, Belfast Health and Social
Care Trust.

¢ Professor GD Johnston, Department
of Therapeutics & Pharmacology Queen’s
University Belfast.

The editorial panel for this edition of
COMPASS Therapeutic Notes:

Ms Kathryn Turner (Head of Professional
Pharmacy Services, BSO).

Dr Bryan Burke (General Practitioner).

Dr Grainne Crealey (Health Economist,
CRSC).

Miss Veranne Lynch (Locality Prescribing
Adviser, Regional Health Board).

Dr Ursula Mason (General Practitioner).
Ms Joanne McDermott (Senior
Prescribing Adviser, Western Area,
Regional Health Board).

Mr Ciaran Mulligan (Pharmacist).

Dr Thérese Rafferty (Prescribing
Information Analyst, BSO).




