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Figure 1 | Sales of main drugs/classes (US $m)
in the seven major markets.
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Figure 1. Disposition of subjects entered into the study
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Table 1. Clinical Characteristics at randomization

Flacebo

AlLA 1200 mg

ALA 1200 mg

(n=120) (n="120Y) (n="120)

Age (years) 407 = 1.1 S N S i 41 .4 = 1.0
Sex, Mo. (%)
Female 4G 38%) 41 (34%%) 28 (319%)
Male T4 562%0) 9O (55%0) 82 (B9%)
Anthropometric measurements
wWeight (kg) 29 8x=1.4 89 2+1.4 88 8+1.5
BMI (kg/m2) 33.1=0.4 33 204 233204

) i 103.5=0.9 103.8=0.9 103.9=1.0

YWwaist circumference (cm)
Fat mass (kg

41.9 = 0.8

423 = 0.F

436 = 0.6

Wital sign

SBF (mmHa) 12336 = 1.1 1211 = 1.3 1322+ 1.2
DEF (mmHag) B2 6 0.7 B80.F¥+= 1.0 B0.8+ 09
Heart rate (beats/min) 5. 4 = 1.0 T30 1.0 5 9+ 0.9
Laboratory data

Cholestercl {(mags/dl) 1868.3 = 2.4 1932+ 3.5 197 .9+ 3.2
Loww-density lipoprotein cholesterol (mgldl) 112.8 = 3.0 1150+ 3.5 1T18.1 = 3.3
High-density lipoprotein cholesterol {(maosdl) S50.1 = 1.0 500 = 0.9 S50.1x 1.1
Fasting glucose (maldil) 1081 £ 2.5 11322 =324 113.4 = 2.0
HbMA1C (20) S.1 =01 5.2+ 0.1 5.2+ 0.1
Comorbidities, No.

Hwpertension 32 44 33
Hwpeaerlipidemia 27 26 25
Tywpe 2 diabetes mellitus 21 23 24

Values are mean + SEM.



Table 2. Efficacy in the changes of body weight, waist circumference,
BMI and fat mass.

ITT Per-protocol completers
Flacebo ALA ALA FPlacebo ALA ALA
1200 mg 1800 mg 1200 mg 1800 mg
Weight loss, kg 0.77+0.34 -1.07+0.24 -1.8320.34* -0.94+0.45 -1.49+0.38 -2.76+0.53"
(%) (-0.8620.38)  (-1.18+0.28)  (-2.08+0.35*)  (-1.03+0.49)  (-1.65+0.45) (-3.04+0.54")
VWaist -1.690.43 -1.33+£0.29 -2.00=0.33 -1.39+£0.43 -2.13x0.43 -3.03£0.49"
circumference. (-1.5820.39)  (-1.284£028)  (-1.932032)  (-1.32#042)  (-2.042041)  (-2.89£0.47%)
cm (%)
Fat mass, kg (%) -0.45+0.26 -0.53+0.20 -0.93+0.24 -0.42+0.36 -0.59+0.32 -1.41+0.31
(-0.96:0.66)  (-1.15+0.54)  (-2.04=063)  (-0.99+0.98)  (-1.1520.87) (-3.12+0.75)
BMI. kag/m? (%) -0.28+0.13 -0.38+0.09 -0.72+0.12* -0.33+0.16 -0.57+0.14 -1.06+0.17*
(-0.87+0.38)  (-1.10+0.28)  (-2.17+0.35%)  (-1.03+0.49)  (-1.6520.45)  (-3.14+0.54*%)

Data are given as means = SEM. * P < 0.05; ** P <0.01




Table 3. Subgroup analysis in additional risk-groups showing efficacy in
body weight change and parameters of cardiovascular risk factors.

Subgroup

COutcomes

FPlacebo

AlA 1200 mg

AlLA 18300 mg

Hypertension

"Weight loss, kg (9]

-0.00+0_34
(-0.10+0_42)

-0.95x0 .39
(—1.10=x=0D._45)

-2 73+0.88"
(-2 _90=+0_80™)

Systolic blood pressure
{rmrm Hg))
Initial

134 3532 55
134 902 522
D.50=3 55

135 4832 08
128 9632 27
-8 . 4A53+2 B3

13T 3932 64
134 4132 44
-3.60x2 36

Diastolic blood pressure
{rmm Hg)

Initial

20 weeks

Change

FF.Fex2 86
9 15187
0_15=2 09

84 04=1_39
F9.03=1.58
-5 . F9+1 .68

82 58+1.66
T 10185
-3 .57+1.58

Criabetes

"Weight loss, kg (9]

0.38=0._27
(0_50=0._32)

-0 96+0.47
(-1.00+0.54)

-2 20+0.61"
(-2 60=+0.7T2")

Fasting serum glucose,
gl

Initial

20 weeks

Change

127 5826 085
138 057 81
10.48=6.89

147 . 88=10.81
147 _13=9_ 79
-1.50=x=0.589

131 20523
133 4724 .82
2. 193 .96

HbA O 96
Initial

20 weasks
Change

F.21=0.24
¥ oe6=0_39
D AS=0_23

. 28+x0.30
F_o16x0.34
-0.11x=0.15

FoATFx=0.21
G.7F7x=0.18
-0.38=0_14

Hyper-
cholesterolemiia

"Weight loss, kg (9]

-0.63+0._84
(-0.TO+0.96)

-0. 27033
(-10_40x=0_39)

-3 5F+1.09"
(-3_80=1.00%)

Total cholestercl (mgldl])
Initial

20 weeks

Change

1FE 441126
1801314 26

1. 682062

189.00=12.22
199 15=13.16
8. 803 25

176 _35=9.00
188 _30=9.83
6. 31+2 22

LD cholesterol (mgldl)
Initial

20 weeks

Change

Q7 91896

102 69=14_15

4 7FF=1.82

110.06=11_29
114.05=13.03
3.45+1.95

94 _Fe5+x9 54
113 .84=8.50
11. 36769

HDL cholesterol {(mgl/dl)
Initial

44 50x=5_10
A3 F5EE6_17F
0. Fs5+=0_45

45 . 38=2>_19
45 465265 68
O Oa=00 01

49 1532 26
44 FOE2 18
-4 26+71 36




Table 4. Overall incidence of treatment-related adverse events

occurring at least 1% of subjects and withdrawal

Flacebo ALA 1200 mg ALA 1800 mg
(m=120) (n=120) (n=120)
Event Vithdrawal Event Withdrawal Event Withdrawal
Headache 3(2.5) 1 O 0 4 (3.3) 0
Fewver 0 ] 1(0.8) 1 3(2.5) 3
Dizziness O (] 2 (1.7) O 2(1.7) 0
FPalpitation 3(2.5) 1 1 (0.8) 0 0 a
Epigastric soreness 4 (3.3) 2 4 (3.3) 3 1 (0.8) 0
Abdominal pain 1(0.8) 2 5(4.2) 0 0 0
Urticana 4 (3.3) ] 7 (5.8) 0 8 (6.7) 0
ltching sensation ~ 3(2.5) [l 13 (10.8) 3 13 1
(10.8)"

Some patients experienced more than 1 adverse event.
Data are adverse event number (%)/ withdrawal number.* P < 0.05



Flacebo ALA 1200 nng ALA 18200 nng
(m="120) (n=120) (n=120Y})
Ewvent Wiithdrawal Ewvemnt Withdrawal Event Withdrawal
Headachs 3(2.5) 1 O O 4 (3.3 a
Faewver O 0 1 {0.8) 1 2(2.5) 3
Dizziness 0 0 2 (1.7} O 2(1.7) a
Palpitation 3(2.5) 1 1 (0.8} O a a
Epigastric sorenaess 4 (3.3) 2 4 (3.3) 3 1 (0.8} a
Abdominal pain 1 {0.8) 2 5 (4.2) O a a
Urticaria 4 (3.3) 0 T (5.8) 0 5 (5.7) a
ltching sensation * 3(2.5) 0 13 (108~ 3 13 1
(108

Some patients experienced more than 1 adverse event.
Data are adverse event number (%)/ withdrawal number.* P < 0.05



Figure 2. Mean body weight change during 20 week
of double-blind treatment with placebo or 1200, 1800 mg ALA .
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Figure 3. Mean weight loss at 20 week of treatment. * P < 0.05
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Figure 4. Percentage of subjects who lost = 5 % of initial body
weight in each treatment group (ITT population). * P < 0.01
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Table 1 | Summary of outcomes in studies of orlistat

No of studies Weighted mean difference or risk difference
Outcome (sample size) (active minus placebo) (95% Cl)
Change in weight (kg) 15 (9833) -2.87 (-3.21t0-2.53)

Change in weight (%) 13 (6196) -2.93 (-3.35t0 -2.50)
5% responders (absolute % difference) 14 (9389) 0.21* (0.18 to 0.24)
10% responders (absolute % difference) 13 (8857) 0.12* (0.09 to 0.14)
Changein:
Waist circumference (cm) 9 (4631) -2.06 (-2.86t0 -1.26)
BMI 3(1276) -1.05(-1.40t0-0.71)
Systolic blood pressure (mm Hg) 13 (6965) -1.52 (-2.19t0 -0.86)
Diastolic blood pressure (mm Hg) 12 (8322) -1.38 (-2.03to -0.74)
Total cholesterol (mmol/l) 13 (5206) -0.32 (-0.37t0 -0.28)
Low density lipoprotein cholesterol (mmol/l) 13 (5206) -0.26 (-0.30t0 -0.22)
High density lipoprotein cholesterol (mmol/l) 11 (4152) -0.03 (-0.04 to -0.02)
Triglycerides (mmol/l) 11 (4456) -0.03 (-0.12t0 0.07)
Weight in those with diabetes (%) 5(1678) -2.61 (-3.06t0-2.17)
Weight in those with diabetes (kg) 4 (1737) -2.30 (-3.00to -1.60)
Fasting glucose in those with diabetes (mmol/l) 5(1678) -1.03 (-1.49t0 -0.57)
Haemoglobin Aic in those with diabetes (%) 5(1678) -0.38* (-0.59t0 -0.18)
Overall gastrointestinal adverse events (%) 14 (8938) 0.24* (0.20 to 0.29)
Faecal incontinence (%) 4 (1636) 0.06* (0.05 to 0.08)
Discontinuation because of gastrointestinal side effects (%) 12 (5994) 0.02 (0.01 to 0.03)

*Risk difference. All other calculations represent weighted mean difference.

BMJ.

2007 Dec 8;335(7631):1194-9. Epub 2007 Nov 15.



Table 2 | Summary of outcomes in studies of sibutramine

Weighted mean difference
No of studies or risk difference (active minus

Outcome (sample size) placebo) (95% Cl)
Change in weight (kg) 10 (2348) -4.16 (-4.73t0-3.59)
Change in weight (%) 8 (1725) -4.34 (-5.01to =-3.67)
5% responders (absolute % difference) 7 (1464) 0.32*(0.27 t0 0.37)
10% responders (absolute % difference) 7 (1464) 0.18*%(0.11t0 0.25)
Changein:
Waist circumference (cm) 8 (1837) -3.99 (-4.70t0 -3.28)
BMI 5 (956) -1.54 (-1.79t0-1.30)
Weight in those with diabetes (%) 3 (450) -4.99 (-3.78 t0 -6.20)
Weight in those with diabetes (kg) 3 (450) -4.91 (-3.641t0-6.18)
Systolic blood pressure (mm Hg) 7 (1906) 1.69(0.11 to 3.28)
Diastolic blood pressure (mm Hg) 7 (1906) 2.42 (1.51t0 3.32)
High density lipoprotein cholesterol (mmol/l) 5 (977) 0.04 (0.01 to 0.08)
Triglycerides (mmol/l) 4 (785) -0.18 (-0.30t0 -0.07)
Heart rate (beats/minute) 7 (1658) 4.53 (3.49to0 5.57)

*Risk difference. All other calculations represent weighted mean difference.

BMJ. 2007 Dec 8;335(7631):1194-9. Epub 2007 Nov 15.



Table 3 | Summary of outcomes for rimonabant

No of studies Weighted mean difference or risk difference
Outcome (sample size) (active minus placebo) (95% Cl)
Change in weight (kg) 4 (4099) -4.67 (-5.26 t0 -4.07)
5% responders (absolute % difference) 4 (4099) 0.33*(0.29. 0.37)
10% responders (absolute % difference) 4 (4099) 0.19*(0.15t0 0.23)
Change in:
Waist circumference (cm) 4 (4098) -3.89 (-4.47 t0 -3.30)
Systolic blood pressure (mm Hg) 3(2273) -1.78 (-2.81 t0 -0.76)
Diastolic blood pressure (mm Hg) 3(2273) -1.23 (-1.93 to -0.54)
Total cholesterol (mmol/l) 3(2223) -0.04 (-0.11t00.03)
Low density lipoprotein cholesterol (mmol/) 3(2223) -0.05(-0.12t00.01)
High density lipoprotein cholesterol (mmol/[) 4 (4050) 0.10 (0.08t0 0.11)
Triglycerides (mmol/l) 4 (4049) -0.24 (-0.30 t0 -0.17)
Weight in those with diabetes (kg) 1 (1047) -3.90 (-4.57 to -3.23)
Haemoglobin A,¢ in those with diabetes (%) 1 (1047) -0.70 (-0.84 to -0.56)
Fasting glucose in those with diabetes (mmol/l) 1(1047) -0.97 (-1.30 to -0.64)
Discontinuation because of adverse event (absolute % difference) 4 (4105) 0.06* (0.05 to 0.08)
Serious adverse event (absolute % difference) 4 (4105) 0.02* (0.00to 0.03)
Psychiatric disorders (absolute % difference) 4 (4105) 0.03*(0.02 to 0.05)

*Risk difference. All other calculations represent weighted mean difference.

BMJ. 2007 Dec 8;335(7631):1194-9. Epub 2007 Nov 15.



In summary, our study shows that oral administration of
1800 mg/day of ALA is effective in achieving a significant
weight loss in obese subjects.

Although the therapeutic potency of ALA was only modest,
no serious side effects were obeserved. In addition,
difference in side effects from currently used anti-obesity
drugs suggests its use as an adjective medications for
obesity.

Further studies are needed to evaluate adequate dosage
of ALA and long-term safety and efficacy.
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