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Abbott Laboratories (Abbott) is very pleased to have the opportunity to comment on the 
Draft Guidance on the Clinical Evaluation of Weight-Control Drugs, published in the 
Federal Register on January 26,2004. 

While supporting, in general, the Pharmaceutical Research and Manufacturers of 
America’s (PhRMA) position on this draft guidance, Abbott would like to thank the 
Agency for their consideration of the following attached comments. 

Should you have any questions, please contact Ivone Taker&a, Ph.D. at (847)-935-9011 
or by FAX at (847) 938-3346. 
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The following comments are provided on behalf of Abbott Laboratories (Abbott). 

Sections 1 and 2. INTRODUCTION and GENERAL RATIONALE 

Abbott recommends the Introduction and General Rationale sections be revised by 
considering the following observations. 

Obesity is a worldwide public health problem, afflicting more than 300 million people.(‘) 
In the United States, approximately 300,000 deaths per year may be attributed to 
obesity.(2) 
epidemic.(3) 

The World Health Organization (WHO) considers obesity a global 
There has been a dramatic increase in the prevalence of obesity over the 

past decades.(4) The 1999-2000 National Institutes of Health Examination Survey 
(NHANES) indicates 64.5% of US adults are overweight and 30.5% obese.(5) Of 
concern 1.5.5% of adolescents aged 12-19 now exceed the 95th percentile for age-and sex- 
specific measures of Body Mass Index (BMI).@’ A recent Surgeon General’s report 
identified obesity as a national priority for treatment.(7) The Secretary for Health and 
Human Services Tommy Thompson calls overweight and obesity “among the most 
pressing new health challenges we face today”(8) and the Commissioner of Food and 
Drugs, Mark McClellan has acknowledged that “we have an obesity epidemic in this 
country, with about two-third[s] of Americans overweight, and a third obese and [at] 
heightened risk for many health problems.“(‘) 

In adults, overweight and obesity are defined as a BMI of 25.0 to 29.9 kg/m2 and 2 30 
kg/m*, respectively. (lo) Studies show that mortality begins to increase with a BMI > 25 
kg/m. * (11) The increase in mortality rates is primarily associated with obesity-related 
cardiac and vascular complications. Significantly increased risk of death from 
cardiovascular disease was noted in women with a BMI greater than 25.0 and in men 
with a BMI greater than 26.5.(12) According to the Nurses’ Health Study involving 
115,195 women followed over a period of 16 years, the risk of death was 60-70 percent 
higher among subjects with a BMI between 29 and 32 compared to subjects with a BMI 
between 25 and 27 (13) . The risk of morbidity related to a number of health conditions 
such as hypertension, dyslipidemia, and glucose control rises with increasing BMI.‘14) In 
addition, obesity is a well-recognized risk factor for type 2 diabetes mellitus,(15) 
gallbladder disease,(‘@ osteoarthritis, (17) sleep apnea and other respirator problems,(“) 
and certain types of cancers (e.g., endometrial, breast, prostate, and colon). 19) 

The effect of obesity on cardiovascular morbidity and mortality has been associated with 
hypertension, diabetes and hyperlipidemia. Increased blood pressure is a well-known 
cardiovascular risk factor, About two-thirds of all patients with hypertension are either 
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overweight or obese.(20) In the Framingham study, (21) for every 10% rise in relative 
weight, systolic blood pressure rose by 6.5 mmHg, fasting cholesterol by 12 mg/dL 
(0.3 mmol/L) and fasting blood glucose by 2 mg/dl (0.11 mmol/L). Increased blood 
pressure has been linked to increased risk for stroke, coronary heart disease, and all-cause 
mortality after a mean of 10 years of follow-up (range 6-25 years).(22) 

One of the benefits expected from weight loss is the reduction in blood pressure that may 
offset pre-existent hypertension or improve blood pressure control. Moderate weight 
loss using a variety of dietary approaches has been correlated to blood pressure reduction 
of approximately 1 mm H 

!? reduction in body weight.(2 ) 
systolic (SBP) and 2 mm Hg diastolic (DBP) for each 1% 

Pooled results from dietary intervention trials showed that 
a mean weight difference of 9.2 kg compared to the control group was associated with 3 
mrnHg lower DBP and 6 mm Hg lower SBP.‘24’ 
from population studies(25) 

Data accrued during the past 20 years 
confirm that both SBP and DBP have continuous and graded 

relationships to cardiovascular outcomes in men and women, independent of other known 
risk factors. 

The location of body fat is also a predictor of the relative health hazards of obesity. 
Epidemiological studies have shown that the regional distribution of body fat is a 
significant and independent risk factor for cardiovascular disease. Accumulation of 
adipose tissue in the abdominal region (visceral adiposity), which is estimated by the 
waist circumference, correlates with increased risk of cardiovascular disease and 
premame death. W), (m (2% (29) Subjects with visceral obesity represent a subgroup of 
obese individuals with the highest risk for cardiovascular disease and who are also at 
greatest risk for metabolic complications compared to patients with lower body obesity. 
Visceral adiposity, in particular, is related to dyslipidemia, insulin resistance (detected by 
measuring high insulin levels) and is predictive of an increased risk for type 2 diabetes 
mellitus. 

The prevalence of type 2 diabetes mellitus has tripled in the past 30 years in parallel with 
the upsurge in obesity. A subanalysis of the Nurses’ Health Study found that a weight 
gain of 7- to lo-kg after 18-years of age was associated with a twofold increase in risk of 
diabetes and an adult BMI of 231 was associated with a 40-fold increased risk.(30) The 
Finnish Diabetes Program(3’) and the Diabetes Prevention Program(32’ showed that 
overweight patients who lost approximately 5% of their body weight reduced their risk 
for developing type 2 diabetes by 58%. Intentional weight reduction of any amount in 
women 4O- to 60-years of age that had never smoked reduced all-cause mortality by 20% 

O and diabetes-associated mortality by 30 to 40/o. (33) Clinically significant improvements 
in lipid abnormalities,(34) glycemic control(35) and hypertension,(36) have also been 
associated with modest weight reduction. 

Epidemiological evidence suggests that low HDL levels and increased triglyceride levels 
are independent risk factors for cardiovascular disease.(37)Y (38)p (39) Results from two 
landmark trials, VA-HIT’40’ and the Helsinki Heart Study,(41) showed that raising HDL 
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and lowering TG levels (with gemfibrozil, in men only), even without lowering LDL 
levels, reduced death from coronary heart disease and nonfatal myocardial infarction and 
stroke, in subjects whose primary lipid abnormality was low HDL. Specifically, a 6-8% 
increase in HDL levels was associated with a 23-24% reduction in the composite of these 
events. 

Taken together, overweight and obesity should be considered as serious medical 
conditions that require therapeutic options to be made available to patients as part of a 
comprehensive weight loss program that may include drug therapy. The known long- 
term risks of overweight and obesity necessitate action by the FDA to provide an 
appropriate medical perspective for this condition. It has been well established in the 
literature that modest weight loss, in the ran 

$ 
e 

sufficient to improve obesity-related conditions. 42) 
of 510% of initial body weight, is 

3. EARLY CLINICAL TRIALS (suggestion: rename as Phase I) 

4. EOSE RANGE FINDING (suggestion: rename as Phase II) 

Q The first sentence of this section “Because a drug for weight loss may be 
prescribed extensively for relatively healthy subjects, it is particularly 
important that the drug dose recommended not be excessive” does not seem 
relevant, Dose-ranging studies for compounds are designed to identify an 
effective dose for Phase III trials ultimately to provide an appropriate dose in 
support of an acceptable benefit/risk assessment. It does not seem relevant to 
point this fact out specifically for treatment of overweight and obesity. 

C+ Inclusion criteria should be revised to reflect the WHO and the National 
Heart, Lung and Blood Institute (NHLBI) recommendations: Overweight and 
obesity in adults are defined as a BMI of 25.0 to 29.9 kg/m2 and 2 30 kg/m’, 
respectively.(43) The rationale behind these definitions is based on 
epidemiological data that show increases in mortality with BMIs above 25 
ks/m2. The increase in mortality tends to be modest until a BMI of 30 kg/m2 
is reached. For persons with a BMI of 2 30 kg/m2, mortality rates from all 
causes, and especially from cardiovascular disease, are generally increased by 
50 to 100 percent above that of persons with BMIs in the range of 20 to 25 
kg/m2. In epidemiological studies, BMI is the favored measure of excess 
weight to estimate relative risk of disease. Moreover, calculating BMI is 
simple, rapid, and inexpensive, and can be applied easily to adults.(44) 

+S Abbott recommends that requirements relevant to number of patients and 
duration of study be removed. These requirements may vary depending on 
the nature of the compound in development and the mechanism of action. 
Therefore, the specific requirements for these factors should be defined 
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through discussions between the sponsor and FDA during the development of 
the drug. 

5. TRIALS TO ESTABLISH EFFICACY (suggested: rename as Phase III) 

5.1. Population 

+z+ Inclusion criteria should be revised to reflect the WHO and NHLBI 
recommendations: Overweight and obesity in adults are defined as a BMI of 
25.0 to 29.9 kg/m2 and 2 30 kg/m2, respectively. (45) 

Q The final paragraph of this section, ‘tMethods used to recruit subjects for 
obesity trials should be noted. Race, so&economic status, and education 
should also be included in demographic data” should be modified. Abbott 
recommends that socioeconomic status and education be removed and only 
race be included as part of the demographic information. Only racial 
differences have been noted in the prevalence of obesity and related 
complications. 

5.2. Procedures 

+ Candidates for weight management trials should be subjects who have not 
been successful with diet and exercise, as noted in the NHBLI guidance. The 
NHBLI guidance recommends that all subjects meeting the BMI criteria, as 
defined in the treatment algorithm, should attempt to lose weight.(46) The three 
major components of weight loss therapy are dietary therapy, increase 
physical activity and behavior therapy. Lifestyle therapy should be tried for at 
least 6 months before considering pharrnacotherapy.(4 ) A short run-in phase 
may be considered to familiarize the patients with the behavioral modification 
program. 

o Abbott concurs that the principle benefit of a drug over placebo might be 
either weight loss or weight maintenance. 

Endpoint Evaluation 

o Regarding criteria one and two for weight-loss demonstrations, Abbott agrees 
with these criteria as a 5 % reduction in weight has been associated with 
improvement of obesity-related conditions in adults.(48) The Finnish Diabetes 
Program(49) and the Diabetes Prevention Program(“) showed that overweight 
patients who lost approximately 5% of their body weight reduced their risk for 
developing type 2 diabetes by 58%. 
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+z+ Abbott contends that treatment duration for the clinical trial should not be 
defined in this section as was recommended by the American Obesity 
Association in their letter to the Division of Dockets Management dated 
March 8, 2004. The issue of duration of trials is discussed in another section 
of the Guidance document. Any description of duration of trial should be 
stated in a general nature such as “at the endpoint”. 

Q Regarding paragraphs “Changes in risk factors or in waist to hip 
circumference or sagital diameter may be appropriate endpoints depending 
on the population studied. Development of diabetes or other complication of 
obesity may be a suitable endpoint in certain cases, “and ‘<It may be 
advantageous to determine effects of drug-induced weight loss on quality of 
life and related factors. Favorable changes in risk factors and quality of life 
may be mentioned in the package insert and might lead to an indication for 
risk-factor alteration. Treatment of hyperteniion or type 2 diabetes may be a 
suitable indication .” As previously provided, weight reduction impacts 
obesity related conditions, quality of life a&/or risk factors and, as such, 
should be considered as potential outcomes or indications for treatment. 

Incorporating “delay to onset” along with ‘development of’ for risk-factors 
would be an appropriate addition to the above as an option of study design. 
The weight-loss endpoint, however, as described in the guidance document 
should continue to be the focus for registration as defined by the weight-loss 
criteria set forth in the draft guidance document. Other options provided by 
the above would be considered optional to the sponsor. 

+ Last sentence of section 5.2, “ . . .or in the small dense LDL that might be 
present in patients with abdominal obesity” should be amended to reflect the 
fact that LDL cholesterol is not directly related to visceral adiposity. 

5.3 Duration of Trials 

C+ Abbott recommends that the exposure requirement defined by the draft 
Guidance be removed, as these requirements will largely depend on the 
compound being developed and experiences with marketed drugs in a similar 
class. 

+ The duration of the efficacy study may depend on the intended use of the 
drug, i.e., short-term weight loss and / or long-term weight maintenance. 

Q This criterion should be defined through discussions between FDA and the 
sponsor during development, e.g., pre-IND meeting. 

Page 5 of 9 



a Abbott 

Docket No. 20030-05 70 

April 152004 

REFERENCES: 

’ World Health Organization, Obesity: Controlling the Obesity Epidemic, July 24, 2002. Available at: 
httm//www.who.intlnut/obs.html 

2 Centers for Disease Control and Prevention, The Burden of Chronic Diseases and Their Risk Factors: 
National and State Perspectives at 65 (2002). 

3 World Health Organization, Obesity: Preventing and Managing the Global Epidemic, Technical Report 
Series 894 at 3-4 (2000) (“WHO 2000”). 

4 A.H. Mokdad et al., The Spread of the Obesity Epidemic in the United States, 1991-1998,282 JAMA 
15 19 ( 1999); National Institutes of Health, Clinical Guidelines on the Identtfication, Evaluation, and 
Treatment of Overweight and Obesity in Adults - The Evidence Report, 6 Obesity Research 5 1s (Supp. 2 
1998); R.J. Kuczmarski et al., Increasing Prevalence of OverweightiAmong US Adults, 272 JAMA 205 
(1994). 

5 K.M. Flegal, M.D. Carroll, CL. Ogden, C.L. Johnson. Prevalence and trends in obesity among US 
adults, 1999-2000. JAMA; 288(14): 1723-1727 (2002). 

6 C.L. Ogden, K.M. Flegal, M.D. Carroll, C.L. Johnson. Prevalence and trends in overweight among US 
children and adolescents, 1999-2000. JAMA; 288(14): 1728-32 (2002) and R.S. Strauss, H.A. Pollack. 
Epidemic increase in childhood overweight, 1986-1998. JAMA; 286(22): 2845-48 (2001). 

’ Department of Health and Human Services, The Surgeon General’s Call to Action to Prevent and 
Decrease Overweight and Obesity (2001). 

’ FDA Consumer, Overweight, Obesity Threaten U.S. Health Gains {Mar.-Apr. 2002), available at 
http:/lwww.fda.govlfdacffeatures/2002/202 fat.httnl. 

’ M.B. McClellan, Remarks to the National Food Processors Association ‘s Food Safety Summit (Mar. 20, 
2003), available at httD://www.fda.gcov/oc/speeches/2003/ufba0320.html. 

lo World Health Organization. Obesity: Preventing and Managing the Global Epidemic. Geneva, 
Switzerland: Report of a WHO Consultation; 2000. Technical Report Series 894 (at page 9, Table 2.1) and 
NHLBI 1998Executive Summary page x, Table ES-2). 

” National Institutes of Health, The Practical Guide: Identtjication, Evaluation, and Treatment of 
Overweight and Obesiw in Adults at 18 (2000). 

l2 E.E. Calle et al., Body-Mass Index andMortality in a ProspectiveCohort of U.S. Adults, 341 New Engl. 
J. Med. 1097 (1999). 

l3 J.E. Manson and G.A. Faith, Editorial: Pharmacoptherapy for O@esity - Do the Benefits Outweigh the 
Risks?, 333 New Engl. J. Med. 659 (1996); J.E. Manson et al., Body Weight and Mortality Among Women, 
333 New Eng. J. Med. 677 (1995). 

l4 Brown CD, Higgins M, Donato KA, Rohde FC, Garrison R., Obarzanek, et al. Body mass index and the 
prevalence of hypertension and dyslipidemia. Obes Res. 2000;8(9): 605-619. 

Page 6 of 9 



d Abbott 
April 152004 

Docket No. 20030-0570 

l5 G.A. Colditz et al., Weight Gain As a Risk Factorfor Clinical Diabetes Mel&us in Women, 122 Annals 
Internal Med. 48 1 (1995). 

i6 World Health Organization. Obesity: Preventing and Managing the Global Epidemic. Geneva, 
Switzerland Report of a WHO Consultation; 2000. Technical Report Series 894 (‘page SO). 

l7 World Health Organization. Obesity: Preventing and Managing the Global Epidemic. Geneva, 
Switzerland: Report of a WHO Consultation; 2000. Technical Report Series 894 (page 54-55). 

l8 Id.; see 0. Resta et al., Sleep-Related Breathing Disorders, Loud Snoring and Excessive Daytime 
Sleepiness in Obese Subjects, 25 Int’l J. Obesity 669 (200 1). 

lp A recent study found that men and women with a BMI of 40.0 or higher “had death rates from all cancers 
that were 52 percent and 62 percent higher, respectively, than the rates in men and women of normal 
weight.” E.E. Calle et al., Overweight, Obesity, and Mortality from Cancer in a Prospectively Studied 
Cohort of U.S. Adults, 348 New Engl. J. Med. 1625,1634 (2003). The authors estimated that 90,000 
cancer deaths per year could be prevented in the U.S. if individuals could maintain normal weight. Id. at 
1637. 

2o The sixth report of the Joint National Committee, 1997; World Health Organization, 1999. 

21 Hubert HB, Feinleib M, McNamara PM, Castelli WP. Obesity as an independent risk factor for 
cardiovascular disease: a 26-year follow-up of participants in the Framingham Heart Study. 
Circulation. 1983; 67: 968-977. 

22 MacMahon S., et al. Blood pressure, stroke and coronary heart disease. Part 1, prolonged differences in 
blood pressure: prospective observational studies corrected for the regression dilution bias. Lancet, 1990; 
335: 765-774. 

23 Schotte, DE, Stunkard, AJ. The effects of weight reduction on blood pressure in 301 obese patients. Arch 
Intern Med. 1990 Aug; 150:1701-1704. 

24 MacMahon S, Cutler J, Brittain E, Higgins M. Obesity and Hypertension: epidemiological and clinical 
issues (Review). Eur Heart J 1987; 8 (Suppl) B): 57-70. 

25 Stamler J, Stamler R, Neaton JD. Blood pressure, systolic and diastolic, and cardiovascular risks. US 
population data. Arch Intern Med 1993; Mar 8; 153(5): 598-615. 

26 Lakkal HM, Lakkal TA, Tuomilehto J, Salonen JT. Abdominal obesity is associated with increased risk 
of acute coronary events in men. Eur Heart J2002; 23,706713. 

” Pouliot, M.C., Despre’s, J.P., Lemieux, S., Moorjani, S., Bouchard, C., Tremblay, A., et al.. Waist 
circumference and abdominal sagittal diameter: best simple anthropometric indexes of abdominal visceral 
adipose tissue accumulation and related cardiovascular risk in men and women. Am. J. Cardiol. 1994; 73, 
460-468. 

28 Despres J-P, Lamarche B, Mauriege P,et al. Hyperinsulinemia as an Independent Risk Factor for 
Ischemic Heart Disease. N Engl JMed 1996; 334: 952-957. 

2p Despres J-P et al. Regional distribution of body fat, plasma lipoproteins and cardiovascular disease. 
Arteriosclerosis, 1990; 10: 497-5 11. 

Page 7 of 9 



a Abbott 
April 15,2004 

Docket No. 2003D-0570 

3o Colditz GA, Willett WC, Rotnitzky A, Manson JE. Weight gain as a risk factor for clinical diabetes 
mellitus in women. Ann Intern Med. 1995; 122:481-486. 

31 Tuomilehto J, Lindstriim J, Eriksson JG, et al, for the Finnish Diabetes Prevention Study Group. 
Prevention of type 2 diabetes mellitus by changes in lifestyle among subjects with impaired glucose 
tolerance. NEngl JMed. 2001; 344(18): 1343-1350. 

32 U.S. Department of Health and Human Services. A Public Health Epidemic Overweight and Obesity 
Among Adults. Centers for Disease Control and Prevention, National Center for Health Statistics. Available 
at: www.cdc.gov/nccdphn/dnpa/obesitvlepidemic.htm. Accessed March 12,2002. 

33 Williamson DF, Pamuk E, Thun M, Flanders D, Byers T, Heath C. Prospective study of intentional 
weight loss and mortality in never-smoking overweight US white women aged 40-64 years. Am J 
Epidemiol. 1995;141(12):1128-1141. 

34 Dattilo AM, Kris-Etherton PM. Effects of weight reduction on blood lipids and lipoproteins: a meta- 
analysis. Am J Clin Nutr. 1992;56: 320-328. 

35 UK prospective study on maturity onset diabetes. Effect of diet and sulphonylurea, insulin or biguainide 
therapy on fasting plasma glucose and body weight over a year. A rnulticentre study. Diabetologica. 1983; 
24:404-411. 

36 Tuck ML, Sowers J, Domfeld L, Kledzik G, Maxwell M. The effect of weight reduction on blood 
pressure, plasma renin activity, and plasma aldosterone levels in obese patients. N Engl JMed. 
1981;304:930-933. 

37 Wilson, PW, D’Agostino, RB, Levy, D, Belanger, AM, Silbershati, H, Kanel, WB.Prediction of 
coronary heart disease using risk factor categories. Circulation, 1998,97( 18), 1837-1847. 

38 Assmanq G, Schulte, H, Funke, H, von Eckardstein, A. The emergence of triglycerides as a significant 
independent risk factor in coronary artery disease. Em- Heart J, 1998, 19 (Suppl M): M8-M14. 

39 Austin, MA, Hokanson, JE, Edwards, KL. Hypertriglyceridemia as a cardiovascular risk factor. 
American Journal of Cardiology, 1998; 81(4A), 7B-12B. 

4o Rubins HR, Robins SJ, Collins D et al for the Veterans Affairs High-Density Lipoprotein Cholesterol 
Intervention Trial Study Group. Gemfibrozil for the Secondary Prevention of Coronary Heart Disease in 
Men with Low Levels of High-Density Lipoprotein Cholesterol. N &zgl J Ned 1999; 34 l(6): 410-6. 

41 Manninen V, Elo MO, Frick MH, et al. Lipid alterations and decline in the incidence of coronary heart 
disease in the Helinski Heart Study. JAMA 1988; 260: 641-5 1. 

42 World Health Organization. Obesity: Preventing and Managing the GlobalEpidemic. Geneva, 
Switzerland: Report of a WHO Consultation; 2000. Technical Report Series 894. 

43 World Health Organization. Obesity: Preventing and Managing the Global Epidemic. Geneva, 
Switzerland: Report of a WHO Consultation; 2000. Technical Report Series 894 (at page 9, Table 2.1) and 
NHLBI 1998 (Executive Summary page x, Table ES-2). 

44 National Institutes of Health, Clinical Guidelines on the Identification, Evaluation, and Treatment of 
Overweight and Obesity in Adults - The Evidence Report, 6 Obesity Research 5 1 S (Supp. 2 1998); page 
xix. 

Page 8 of 9 



a Abbott 
April 15,2004 

Docket No. 2003D-0570 

45 World Health Organization. Obesity: Preventing and Managing the Global Epidemic. Geneva, 
Switzerland: Report of a WHO Consultation; 2000. Technical Report Series 894 (at page 9, Table 2.1) and 
NHLBI 1998 (Executive Summary page x, Table ES-2). 

46 NHLBI 1998 (at page 66 Figure 6). 

47 NHLBI 1998 (at page 68). 

48 World Health Organization, Obesity: Preventing and Managing the Global Epidemic. Geneva, 
Switzerland: Report of a WHO Consultation; 2000. Technical Report Series 894 (at page 9, Table 2.1) and 
NHLBI 1998 (Executive Summary page x, Table ES-2). 

4g Tuomilehto J, Lindstrom J, Eriksson JG, et al. Prevention of type 2 diabetes mellitus by changes in 
lifestyle among subjects with impaired glucose tolerance. New EngZ,JMed 2001; 344:1343-1350. 

5o U.S. Department of Health and Human Services. Diet and Exercise Dramatically Delay Type 2 Diabetes: 
Diabetes Medication Meaformin Also Efictive. National Institutes of Health, National Institute of Diabetes 
and Digestive and Kidney Diseases. Available at: www.niddk.nih.~ov/welcomelreleasesl8 9 Ol.htm. 
Accessed March 12,2002. 

Page 9 of 9 


