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1966

subgroup

1.17~ -0.85)

2002

9

MEDLINE, EMBASE

22

-1.01 (95% ClI :



-0.64)

Subgroup

120

92kg

-0.88 (-1.12~

+0.17 (+0.10~+0.25), +0.26 (+0.19~+0.33), +0.48 (+0.38~+0.58)

15mg

(p<0.05).

(p<0.05).

92kg

(p<0.05),




12 25kg/m? , 2000
64.3% (Flega , 2002).
. 1998
26.3% 25kg/m?
5 40%
, , (Kennel
, 1996), (Spector ,1994), (Stampfer ,1992) ,
: : : (Pi-
Sunyer,1993).
( ) 1200 ,
( ) 1400
1.2% ( , 2000).
, , (Young

,1993; Grunstein  ,1994), , , , ,



(Zaadsstra  ,1993; Lake  ,1997) (Pi-
Sunyer,1993), (Lew  ,1979; Lee , 1993) ,
5-15%

(Goldstein  ,1992)

Phentermine-Fenfluramine (phen-fen)

1997 FDA (Gardin , 2000)

(Glazer, 2001; Haddock  ,2002).
(Sibutramine) 2000 FDA
2001 . -
(McNeely  ,1998; Nisoli ~ ,2000)
(Fujioka , 2000; Dujovne

,2001; Gokcel ,2001).



(McNeely  ,1998)

(Hazenberg  ,2000; Faria , 2002; Zannad

, 2002), McMahon  (2002)

(systematic review)






(body
mass index BMI - /
25kg/m? , 30kg/m?
(Hodges ,1994; Ko ,1999) -
23-24.9kg/m? , 25-29.9
1,30 2 ( ,2000)( ).
1. WHO -
(kg/m?)
WHO -
<185 <185
18.5-24.9 18.5-22.9
=25.0 =23.0
25.0-29.9 23.0-24.9
1 30.0-34.9 25.0-29.9
2 35.0-39.9 =30.0
3 =40




10-25%, 20-25%
(Seidell , 1997), 30
10.5%, 10.9% ( ,2001).
2000 64.3% 25kg/ m? 30.5%
30kg/m? (Flega , 2002).
25kg/m? 1995
1998 14.9%, 26.3% , 2000
32.6% ( , 2000).
20-60 60
(Seidell , 1997; Pi-Sunyer, 1998). 40-60
( , 2000).
( , 2001).



2000).

(Pi-Sunyer, 1998; , 2001).

(Seidell ,1997).

(Seidell ,1997).



36
1)
1200-1800kcal, 1000-
1500kcal , 500kcal
. 1  800kcal
( , 2002; , 1999).
2)



3)

National Heart, and Blood Ingtitute (NHLBI)

30-45 3-5

23kg/m? , :

25kg/m?

, 2002; NHLBI,



1998).

1)

i. Phentermine
24

12.2kg (Munro

ii. Phenylpropanolamine

(Horwitz ~ ,2001).

i. Fenfluramine, Dexfenfluramine

10

,1968).

4.8kg

fenfluramine

(Arterburn



,2001; Conolly ~ ,1997).

ii. Fluoxetine

FDA

[3-phenylethylamine

Luque ,2002),
,1997; McNeely  ,1998). -

(James  ,2000),

1980

Ba-

11

(Arterburn  ,2001;

,1999).

(Kelly ,1995).

(McNeely  ,1998;

(Stock

(Bray ,1996),

(Schuh ,2000),



2)

(orlistat)

30%

4.5% 7.6%

(Sostom  ,1998).

12



MEDLINE
KMBASE
2
/
over

1
EMBASE(1966 ~2002

Sibutrami

13

ne(

mg

9

)

, Cross-



1 (kg)
(kg/n?), (mmHg),
(1)
3.
(Jadad ~ ,1996)
4,
(Effect size)
1)

(Glass 1976; Hedges & Olkins, 1985).

14



d = Xt — Xai

i Sy
-2
Var(d,) = 2 d

+
n, Oy 2(ng +ny)

ti Ci

S %= (ny _1)Sti2 +(ny _1)Sci2

1)

@

i n; +ng -2
di i (
Var(di):di
Nii i ,nd:'
Xi i , Xati
Siti
S
Spili
2) p
ti Xti 1 X(;- (1)
Spl m+m
—+ /1.1
d =ty @

, p < 0.05, 0.01, 0.001

15

3

p=0.05, 0.01, 0.001



3) p

Zdial
A= ©)
dw
Var(p) = —* ©)
D w
A
Var(d) : A
di:i
w =1/ Var(d,) :i

16



(homogeneity)

effect) ,

effect model)

Cohen  (1977)

DerSimonian

“0.8=

17

(1986)

“0.5=

(fixed model

(random

” , “ 0.2:



5. Subgroup

92kg

34kg/m?

80%

24

18



15mg

120

subgroup ,

t-test

Metawin 2.0 SAS8.1

19



. Funnel plot

(Egger  ,2001).

. Fail-safe N

Fail-safe N . a 0.05

20

funnel plot

Rosenthal (1979)
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EMBASE 361 , MEDLINE 175 ,
34 2
1 (Hansen ,1998), 5
(Hanotin ~ ,1998; Wadden TA  ,2000; 2001; Gokcel ~ ,2002; Rodrigues  ,2002), cross-
over 3 (Rolls ,1998; Fanghanel ,2001; Starling  ,2001),

5 (Bray ,1996; Bach ,1999; Walsh

,1999; James  ,2000; Hansen  ,2001) 22
, 6
32
22 1 . ,
, . 1991 1 , 1998
1999 5 , 2000-2001 11 , 2002 5
8 52 , 24 8 , 14
5 30mg 32
13 10mg , 19 15mg ( 2.

22



717b g% AR H4y  on RS AEH gp pgp

© 00 N O OB~ W DN

W WWNRNNNRNNMNNRNNNRERBR R 2 B
BRREESBNEIRBINREENEHRELERES

xR, o F (M) =) M) 00 (kg (gwy (MmHg (mmHg)
Weintraub =,1991a 8 5 37 47.09 7175

Weintraub S,1991a 8 20 39 4598 68.31 . .

Hanotin &, 1998 a 12 5 115 39.65 90.44 83.66 32.25

Hanotin &, 1998 b 12 10 118 37.20 86.40 8450 32.00

Hanotin S, 1998 ¢ 12 15 121 3745 8595 86.20 32.67

Seagle S, 1998 a 8 10 30 3435 100 87.50 32.90

Seagle S, 1998 b 8 30 29 3455 100 88.05 33.10

Apfelbaum &,1999 52 10 159 37.67 7464 96.68 35.49

Bray §,1999a 24 5 194 4353 80.86 96.33 34.84

Bray S,1999b 24 10 186 4349 80.15 9545 34.53

Bray &, 1999 ¢ 24 15 185 4396 8275 95.30 34.58

Bray S,1999d 24 20 183 4328 7876 96.58 34.74

Bray S,1999e 24 30 188 4354 8164 96.41 34.90 .
Hansen &, 1999 8 15 32 38.87 78.15 100.40 33.91 73.12
Cudlar &, 2000 24 15 65 38,53 87.19 87.92 35.85 . .
Fanghanel &, 2000 24 10 84 38.81 9165 86.94 35.81 117.28 7745
Finer &, 2000 12 15 90 53.89 5243 83.60 30.79 . .
Fujioka &, 2000 24 20 121 5426 47.03 98.75 33.95 128.00 79.00
Hazenberg <, 2000 12 10 113 4791 66.00 95.38 33.66 152.75 9757
McMahon &, 2000 52 20 211 5250 60.67 86.70 34.34 133.73 83.97
BtAQd 5, 2001 12 10 90 3284 7820 86.40 32.50 123.22 80.46
Dujovne &, 2001 24 20 303 4545 53.09 100.90 35.30 11990 77.80
Gokcel &, 2001 24 20 54 4801 100 95.53 38.42 12951 86.87
Smith &, 2001 a 52 10 311 4145 84.47 87.00 32.65

Smith &, 2001 b 52 15 310 4229 81.87 87.00 32.54

Wirth &, 2001 44 15 606 4340 7543 9847 34.80 . .
Faria <, 2002 24 10 86 4850 85.50 . 39.45 149.85 92.58
McMahon &, 2002 52 20 120 51.26 57.78 97.39 33.92 129.37 8255
SerranoRios &,2002 24 15 134 5358 67.34 93.10 . . .
Sramek &, 2002 12 20 61 5269 7211 95.09 33.92 131.80 82.33
Zannad &, 2002 a 24 10 123 39.09 83.07 91.07 34.00 121.11 75.24
Zannad &, 2002 b 24 20 120 37.60 84.00 9145 33.65 121.40 75.45

23



-0.26 -2.14

-1.01 (95% :-1.17~-0.85)
( 3 1).
-0.28 -1.97
-0.88 (-1.12~-0.64)
( 3, 2).
-0.38 +0.60
+0.17 (+0.10~+0.25)
( 3 3)
-0.11 +0.73
+0.26 (+0.19~+0.33)
( 3 4)
+0.18 +1.29
+0.48 (+0.38~+0.58)
( 3 5)

24



3.

XX B2 XHZFE ®#Hs BMI Hist SBPH 5} DBP B3} QHdba~ B 5}
M) ES" va' ES Va ES Va ES Va ES Va
1 Weintraubs a 5 -068 0.12
2 WeintraubS b 20 -148 0.13 ) ]
3 Hanotin S a 5 -026 004 +0.35 0.04
4 Hanotin £ b 10 -096 004 +063 004
5 Hanotin = 15 -090 004 . . +059 003
6Seagle = a 10 -172 018 -145 017
7Seage S b 30 -214 022 -197 020 . . . .
8 Apfdbaum = 10 -085 003 . . 4036 003 +069 003
9Bray £ a 5 -059 002 +027 002 +011 002 +029 002
10Bray b 10 -109 002 +034 002 +036 002 +058 002
11Bray £ ¢ 15 -141 003 +033 002 +024 002 +059 002
12Bray £ d 20 -171 003 +045 002 +047 002 +069 002
13Bray £ e 30 -191 003 +039 002 +034 002 +051 002
14Hansen £ 15 -170 017 . . +073 014 +129 015
15Cudlar = 15 -150 008 -155 008 . . . . . .
16Fanghand = 10 -098 005 -098 005 +021 005 +027 005 +019 005
17Finer S 15 -118 005 -067 005 -004 004 -004 004 +055 005
18 Fujioka £ 20 -036 003 . . 4016 003 +028 003 +08L 004
19Haenberg S 10 -055 004 -045 004 +003 004 +033 004 . .
20McMahon & 20 -028 002 -028 002 +011 002 +028 002 +028 0.02
2lutzy = 10 -133 005 +060 005 +063. 005 +042 005
[+0.25%% 1043 [-0.20%% /043¢

22 Dujovne S 20 -101 002 -099 002 +019 001 +035 00l +024 001
23 Gokedl S 20 -152 010 -158 010 . . . . . .
24Smith S a 10 -051 001 -036 00l +014 00l +018 00l +0.18 001
25 Smith S b 15 -090 001 -036 001 +008 001 +011 001 +018 001
26 Wirth S 15 -067 001 . . . . . .
27 Faria S 10 -130 006 . . 038 005 +043 005 +046 005
28McMahon & 20 -039 004 -039 004 +027 004 +054 004 +067 004
29 SaranoRiosS 15 -067 003 -079 003 -015 0.03 . .
30 Sramek £ 20 -130 008 -136 008 +010 007 . . 4068 007
317Zannad S a 10 -093 004 -096 004 -011 003 -011 003 +062 003
PZamad E b 20 -125 004 -129 004 +017 003 +013 003 +058 0.04
Z3t® gn137| (a) 101 -0.88 +0.17 +0.26 +0.48

(95% AlZ| 77 (-117-085) (-112~064) (+0.10~+025) (+0.19~+0.33) (+0.38~+0.58)

Fail-safe N 9782.9 1640.9 99.6 3405 15485

~ Z2137]; Exete g Hstel Af
tES: B3|
I Var: 22

25
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3. Subgroup

92kg 14 -0.81
(-0.97~-0.71) , 92kg 15 -0.88 (-0.97~-0.78)
(p=0.004,
0.04)( 4,5).
34kg/m? 9
-0.57 (-0.70~-0.43), 34kg/m? 6 -0.87 (-1.06~-
0.68)
( 45).
44 20 -0.95 (-1.03~-
0.87), 44 12 -0.77 (-0.89~-0.64)
44 +0.22 (+0.12 ~+0.33), 44

+0.06(-0.07~+0.20)

(p=0.01)( 4, 5).

29



80% 15

-0.81 (-0.91~-0.71), 80% 17 -0.97 (-1.07~-0.88)
( 459

24 12 -0.95 (-

1.11~-0.79), 24 20 -0.88 (-0.95~-0.81)
( 459
15mg 13 -0.78 (-0.97~-
0.89), 15mg 19 -0.97 (-1.05--0.88) ,
( 4,5).

120 8 -

1.02 (-1.24~-0.80), 120 8 -0.59 (-0.72~-0.47)
(p=0.02). 120 5

-0.02 (-0.29~+0.25), 120

14 +0.19 (+0.11~0.28)

30



(p=0.05). , ,

( 4,5).

15mg 120
(p<0.05). 92kg , 44
(p<0.05), 92kg

(p<0.05)( 6, 7).

31



4. Subgroup )
P xic} HME H5}Hkg) A A 2 X| 8 SHkg/m?)
—_ H
n A 95% Cl p n A 95% Cl p
H= <92 14 -081 -097~-071 13 -061 -0.74~-0.49
kg) 0.96 0.83
g =92 15 -088 -097~-0.78 15 -084 -1.04~-0.65
BMI <34 15 -0.79 -0.90~-0.68 9 057 -0.70~-0.43
(kg/m?) 0.56 0.65
>34 14  -098 -1.07~-0.89 6 -0.87 -1.06-~-0.68
of 2 <44 20 095 -1.03--087 8 067 -0.82~-052
) 0.14 0.27
>44 12 077 -0.89~-0.64 8 -0.72  -0.87~-056
04 § <80 15 -081 -091~-071 7 -0.68  -0.84~-051
H| & 0.21 0.08
(%) >80 17 -097 -1.07~-0.88 9 071  -0.85~-0.56
=0{7|7} <24 12 095 -1.11--0.79 5 086 -1.19~-053
s 0.3 0.29
T >24 20 -088 -095--081 11 -066 -0.77~-0.56
2a <15 13 -0.78 -0.97~-0.89 5 059  -0.81~-0.37
(mg) 0.13 0.54
g =15 19 -097 -1.05~-0.88 1 -074 -0.86~--0.62
CH AFR}2s <120 15  -1.04 -119~-0.90 8 -1.02  -1.24~-0.80
@) 0.06 0.02
= =120 17 -085 -093~-0.78 8 059 -072~-047
n: =24
A BEE F0HF7|

32
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5. Subgroup
s me _TEZIUUS
n A 9%Cl p n A 95%Cl % M o oh(ElE)
M= <92 7 4009 -0.05 P n A 9%C p
k ~+0.23 7 +0.14 -0.002
9 >0 + 0.09 ~+0.27 1u +035 024
= 1 +023 ‘012 0 0,004 o
~+0.34 11 +0.33 .22 0 004
<34 0 ~+0.45 11 +054 42
BMI 8 +0.11 ~'+(-)022 g 4021 Y007 ~ +0.66
(kg/m?) o, o 5 046 21 o3 12 +043 103
= 10 +0.22 0.12 0 099 ey
~+0.33 11 +0.29 .18 03
~+0.39 1 +o46 ‘O
ofzy <44 10 02 +0.12 035
(A . ~+0.33 12 +023 1013 5
244 o007 2% ~+0.32 16 +044 1036
- 9 008 4 + 063 ~+0.53
~+0.20 7 +03 1016 0 097
(OS] <80 9 +0 +0.02 ~+047 7 +044 +62g
ul g 15 4o 9 +0 +0.22 .61
o * 10 +0.40
%) =80 10 +017 0% 072 - +048 .o 052 040
~+0.28 10 +019 ‘009 007
- ~+0.30 13 +040 *030
T <24 3 +0.02 -0.51 vy
(7I7J TC~+0856 3 +024 03 5 s
@ 224 +0. 78 ~+0.81 +056
16 018 oo 16 w018 O +0.76
+0.26 +0.26 014
~+0.34 16 +042 1034
g <15 7 +013 -0.02 ivya
(mCS T ~+0.27 8 +020 1009 =
9 215 12 +019 OO 082 ~+036 . 10 +041 +c')2533
. ~+0.29 11 +o28 YOI7 ’ 53 17
~+0.38 13  +047 +0.37
<120 - -0.29 : 47
e > 0 +0.57
(Y ~+0.25 5 +oog 10007
(%) 2120 14 on 0% ~+0.25 8 +049 ‘031
: 019 4028 14 +025 1017 0.42 ~+0.68 .o
et ~+0.33 15 +043 ‘O
A SEAH 237 ~+0.51



6. ( )
FESTED A A x| 20 5t
B 7|&=% et (ka) (kg/m?)
3 HAH = p 3| HAH S p
[e= =5
oS . 022 0.80
il <44 0.29 0.14
ofdulg <80 -0.16 0.38 031 0.72
(%)
(f)‘)* 712k <24 -0.22 0.42 031 0.58
T
82 <15 -0.44 0.01 025 0.37
(mg)
(Eﬂf)v”‘** <120 0.57 0.05 0.65 0.18
7. ( )
S NEAEEEES et s
iR 7| =Rt (mmHg) (mmHg) 3|/8)
3| HA T p 3| HA T p 3| HA T p
z‘l*(' § <92 0.17 0.01 0.15 0.03 0.19 0.07
E’fﬁ <44 030 003  -009 039 -019 021
E’j/f Hlg <80 016 022  -017 009  -018 022
0
O ek At <120 003 0.73 0.01 092  -013 030

@)
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. Funnel plot

, funnel plot
6
06,00 ] =
451,75 ]
s1v.s0 - -
cH -
b
L
- - - - -
17326 —
-
-
- i - -
T - - -
: -
zo. 00 - = T e :
—=. 14 —1. 67 —1.=z0 —0. 73 —0. =268
=EDB IO = =k
6. funnel plot
. Fail-safe N
, , , , Rosenthal
safeN 3
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Fail-



( , 2000; , 2000).

MEDLINE  EMBASE . MEDLINE
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EMBASE
(Egger  ,2001), Smith  (1992)

MEDLINE EMBASE 34%

KMBASE

(Harris,
2001). cross-over

(carry-over effect) ,

5mg

20-30mg 5mg
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(2000)
15mg

10mg

observation carried forward

10mg

10mg

32

12

22

38

2/3

LOCF(last
LOCF

. LOCF



32 6

-0.81, -0.71 ,

+0.12, +0.29, +0.45

3
Glass  (1976)
p t
p<0.05, 0.01, 0.001
0.001 . ‘
p=0.5
model)

(random effects model)

39

-3
(4)

p=0.05, 0.01,

p

(fixed effects



, 2000; , 2000; Egger ,2001).

subgroup

(publication bias)

. Rosenthal (1979)

“file drawer problem”

funnel plot . Funnel plot

(Egger  ,2001). fail-safe

40



fail-safe N

( 6), 4

. Fail-safe N 99.6

Haddock  (2002) 4
3.5kg . O'Meara  (2002)
8 3.4kg, 6

4.1~4.8kg

41

funnel plot
16
4.0~9.1kg, 1
22 , 32



James

(2000)

+0.26(+0.19~+0.33),

1.01

+0.17 (95% Cl: +0.10~+0.25),

+0.48(+0.38~+0.58)

. Cohen (1977)

10m:

20mg 18

10mmHg

g 6

43% , 16% 80%

(p<0.001).

42



10mg 12 Apfelbaum
(1999) 5.2kg , 0.5kg

(p=0.004)

. Gockel  (2002)

2
15.76mg/dl 124.88mg/dl
(p<0.001), 28.08mg/dl, LDL 20.92 mg/dl
subgroup
-1.01
92kg -0.81, -0.88
3 (Faria , 2002; Weintraub, 1991
ab)
t-test p 0.3
15mg .
120 . -

(Bray  ,1996)
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VI.

1966 2002 9 MEDLINE, EMBASE
, 22
1 32 1
subgroup ) ) , , ,
-1.01 (95% CI : -
1.17~ -0.85), -0.88 (-1.12~ -0.64)

, +0.17

(+0.10~+0.25), +0.26 (+0.19~+0.33), +0.48 (+0.38~+0.58)

46



Subgroup 15mg
120 (p<0.05). 92kg
a4 (p<0.05),

92kg (p<0.05).
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, 1999; 42(11): 1106-1111

; 2002
; 2000
2 . ; 2001
2000
2000:25-36
2002; 45(5): 907-611
: , . (Reductil®)
3
2001;10(4):336-47
. Sibutramine. 2001; 10(2): 37-78
.’95 . 1997
.98 . 1999

; 2000
Apfelbaum M, Vague P, Ziegler O, et al. Long-term maintenance of weight loss after a very-
low-calorie diet: a randomized blinded trial of the efficacy and tolerability of
sibutramine. Am JMed 1999 ;106(2):179-84

Arterburn D, Noel PH. Extracts from "Clinical Evidence'. Obesity. BMJ
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2001;322(7299):1406-9

Bach DS, Rissanen AM, Mendel CM, et a. Absence of cardiac valve dysfunction in obese
patients treated with sibutramine. Obes Res 1999 ;7(4):363-9

Bray GA, Blackburn GL, Ferguson JM, et a. Sibutramine produces dose-related weight loss.
Obes Res 1999;7(2):189-98

Bray GA, Ryan DH, Gordon D, et al. A double-blind randomized placebo-controlled trial of
sibutramine. Obes Res 1996 ;4(3):263-70

Cohen J. Statistical Power Analysis for the Behavior Science. Academic press; 1977

Conolly HM, Crary J., McGoon MD, et a. Vavular heart disease associated with
fenfluramine-phentermine. N Eng JMed 1997;337:581-8

Cudllar GE, Ruiz AM, Monsalve MC, et al. Six-month treatment of obesity with sibutramine
15 mg; a double-blind, placebo-controlled monocenter clinical tria in a Hispanic
population. Obes Res 2000 ;8(1):71-82

DerSimonian R, Laird N. Meta-analysis in clinical trias. Control Clin Trials 1986
Sep;7(3):177-88

Dujovne CA, Zavoral JH, Rowe E, et a. Effects of sibutramine on body weight and serum
lipids: a double-blind, randomized, placebo-controlled study in 322 overweight and
obese patients with dyslipidemia. Am Heart J 2001 ;142(3):489-97

Egger M, Smith GD, Altman DG. Systematic reviews in health care: meta-analysisin context.
BMJ books; 2001

Fanghanel G, Cortinas L, Sanchez-Reyes L, et a. A clinical tria of the use of sibutramine for

the treatment of patients suffering essential obesity. Int J Obes Relat Metab Disord
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2000 ;24(2):144-50

Fanghanel G, Cortinas L, Sanchez-Reyes L, et al. Second phase of a double-blind study
clinical trial on Sibutramine for the treatment of patients suffering essential obesity: 6
months after treatment cross-over. Int J Obes Relat Metab Disord 2001 ;25(5):741-7

Faria AN, Ribeiro Filho FF, Lerario DD, et al. Effects of sibutramine on the treatment of
obesity in patients with arterial hypertension. Arq Bras Cardiol 2002 ;78(2):172-80

Finer N, Bloom SR, Frost GS, et a. Sibutramine is effective for weight loss and diabetic
control in obesity with type 2 diabetes: a randomised, double-blind, placebo-controlled
study. Diabetes Obes Metab 2000 Apr;2(2):105-12

Flegal KM, Carroll MD, Ogden CL, et a .Prevalence and trends in obesity among US adults,
1999-2000. JAMA 2002 ;288(14):1723-7

Fujioka K, Seaton TB, Rowe E, et al. Weight loss with sibutramine improves glycaemic
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Data abstraction form

1. Background infor mation

Authors

Title

Journal

Country

Publication year

2. Subjects (Treatment group/ Control group)
Number of subjects used in analysis (completed trial or LOCF)
% Female
Age
Hypertension patient (%)
Diabetes patient (%)
Baseline body weight (kg)
Baseline BMI (kg/m?)
Baseline SBP (mmHg)
Baseline DBP (mmHg)

Baseline heart rate (beat/min)
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3. Intervention

run-in period: week

Diet intevention : Yes No
Exercise intervention : Yes No
Dosage: mg

Durtaion: week

4. Outcome (After - Before) mean, SD, p-value

Weight change kg
BMichange _ kg/m?

SBP change mmHg

DBP change mmHg

Heart rate change beat/min
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ABSTRACT

Effect of sibutramine on weight loss and blood pressure

: a meta-analysis of therandomized controlled trials.

Su-Hyun Kim
Graduate School of
Health Science and Management

Yonsei University

(Directed by Prof. Chung Mo Nam, Ph. D)

Background: Obesity, which is associated with high mortality and co-morbidity, is
on the increase worldwide including Korea. It should be taken as a major public

health problem since even modest weight reduction brings much health benefit.

Objectives : Sibutramine is recently developed pharmacologic agents used in the
treatment of obesity. It can bring weight loss by suppressing appetite and promoting
energy expenditure but it can aso raise blood pressure through norepinephrine effect.
This study is amed to provide a comprehensive meta-analysis of randomized

controlled trialsfor the effect of sibutramine on weight loss and blood pressure.

Methods : We founded 22 double-blind, randomized, placebo-controlled trids of

sibutramine by the MEDLINE,EMBA SE(1966-2002.9) and a manual search. A total
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number of 22 studies were divided into 32 individual studies by the dosage. The
effect sizes for weight, BMI, SBP, DBP and heart rate change were calculated
through meta-analysis. We performed subgroup analysis to explore the difference of

the effect sizesfor initia weight, BMI, age, sex, dosage, duration and sample size.

Results: Sibutramine showed a large effect on weight loss compared with the
placebo : the overall effect sizes for weight change and BMI change were -1.01 (95%
Cl : -1.17~ -0.85) and -0.88 (-1.12~ -0.64), while those for SBP, DBP and heart rate
change were +0.17(+0.10~+0.25), +0.26 (+0.19~+0.33) and 0.48 (+0.38~+0.58) ,
respectively. In subgroup analysis, the effect sizes for weight loss were significantly
larger when dosage = 15 mg and sample size was < 120 (p<0.05). The effect sizes
for increased SBP were significantly larger when initial weight = 92 kg and age <
44 (P<0.05) and so were the effect sizes for increased DBP when initia weight =

92 kg (P<0.05).

Conclusion: Sibutramine showed a large effect on weight loss. Since blood pressure
and heart rate were increased dightly but significantly, it might be used cautiously in
patients with borderline or high blood pressure. Additiona studies focused on its

effect on blood pressure are needed.

Keywor ds : obesity, sibutramine, weight loss, blood pressure, meta-analysis
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