tHeha]Rkels] ). Al 17 4 Al2 2 2008 O0g ™0
BlRE gxlollA] vl RAFERRIS] fad 9l B ArE Sl
FAFES RIS o], TR, It &S, vl HEAIE

Sauta ozjolel A, ARt g sPgeleal ) ol jghupet Apg el ? | W@,
QA olzhofel WTHY | sherofet ojzhist Wz

V]
b

. 2 Fa .
=aoT ==l

s

H>

Double-blind, Randomized, Multi-center, Comparative Clinical Trial of
Sibutramine Mesilate with Sibutramine Hydrochloride for Evaluating
Efficacy and Safety in Obese Patients

Hye Soon Park, Kyung Soo Kim(l), Beom Taeg Kim(2), Kwan Woo Lee(3), Chul Woo Ahn(4), ‘Woong Hwan Choi®

Department of Family Medicine, Ulsan University; Department of Family Medicine, Catholic University”;

Department of Family Medicine”, Department of Internal Medicine”, Ajou University;

(4).

Department of Internal Medicine, Yonsei University™; and Department of Internal Medicine, Hanyang University”

e o

CITHIA: v EA] S ARERRIS S5 08 Agslo] 417 WelollX] $5= serotonin (5-HT)#} noradrenaline
(NA)2] 155 AP SNRI (serotonergic and noradrenergic reuptake inhibitor) 2 ERE-S ¥RIA17| 3L A&
& AsAIZICE. lol] vl AR ER o] 7ilEle] 1255 FoF & awt QPAel disl] 715e] R INERR]
7} vzt siick

Higd: w184 o 6541 ofsle] AQl T APEAIGTT} 30 kg/m® o1 ol 27-29.9 kg/m’oHA] sk
M, IAET O] RIS THAIAL She vk S s e R sigick 3 275789 At 2=l el Fod
S FAERE 5775 AlRlslar 2187 (' 9478, of 124780 FA9] wiPEEIGAck AR v S Alddatells
AVRAIREZ 11.5 mg, thzwolls SARIFEZR] 10 mg T8I, 45 - FoF A 27831 A5l nlslod
2 kg ol 743 A 22 2 129K Fekslslon, 2 kg wIgk 24t Ik vk AR ER S
17.3 mg, SPRAIFEINS 15 mgo& 717t Zaksjo] 125704 Foksioict

Zop Ax fEA HyPIEE 71E AEel vlsl] 5% ol 7HAgE RS vIEE AeleiE uf ITT 24 Al
AlgTollA 55.8%, tZTrolA] 53.5% 22 7 7 ZF G238k Xol= ek 4, 8, 1257 Z4 A5 | sl
H3lol|A] 5 - ZF FolgE Kol §igla, 125 Foll S48 A W E5 AAX] Hisks 7 7 7F Xfol= VER}
A ekl bdA] HrlelkE Algelzte] Hedds wiAlE = Gl oldubSo] Al 557, T 59710
A sl om oo Foks TR IR AlgTe] 27, & 6o vk

AR vl AREERIS 125 FoF 3 A5 Pl tisll AR ER T vt A 5% ol ARt
& 3R] Hlgo] ATl 55.8%, oA 53.5%2F 28t Xjol7} giglom, xiF; selEd & AAMt
7o) &g A wislel] 7 7 7 L3k Koyt glodar HARE HIER fARIIC:

S0 vk fad, R, AR

WAINRE &3k (133-792) A2A AT WdE A 17 Figtaol g Hv oA
Tel: 02)2290-8327 Fax: 02)2298-9183, E-mail: choiwh@hanyang.ac.kr, Mobile: 010-9856-2879
* o] =t d|oRE ] Aol o ATFENS

- 82 -



— Yk 3RellA wlARERRIS fEA] B PAA H7RE 13 AAERRIINE] o)A, S, 1R -, vl A -
MoB HIRL AVAR, RASA RS USR] Ul 145

mmHg o} HEE o|3k7] HsT 95 mmHg o149, ePIEY,

22 Seidelel wRk ATk FbAA a9k SR DA, AR AR Al A% 15 Al 894
2ZREAEe] Fhh glek Seiel FAgkaAel Wiy, A e AANEeE A2 A, HEF w

sl AP 25 kg/m” o)do] 1998Wdell= A} 26.0%,
032} 26.5%" 200510l WAL 35.2%, oIR}F 28.3% = VIEk
W A Zolskar glok minke 2 Adabdsks goy)
© wHgAstke] deg ofsffslior slm, AREte] I
2 EA &2 ol vlak X 84S Agsl] Ales 24
g ek v EA| T ARERRIY TR A8}
o] A17d "loflA 2 serotonin (5-HT)¥} noradrenaline (NA)
o] ANFE AP SNRI (serotonergic and noradrenergic
reuptake inhibitor)Z FEWHES SAX|F|3L A 8-& As}A]
7k o] AARZ FAARER(ZHE)o] AkElo] A
|3 glow JARAFERRIS uvk X 5ol tigh Az}
PRl sl A thde & ofn| B 450l
AeP=lol ) 237 9] A7) Agell it 2Ak57} Y A
o]3?, FflellA = 20011 = E] A1) 7 12

% ol ¥ %

L=
I =

5 9 obdAdel uidt AR WEE ek

s e (&%) 7]1E QRRAIRER A4
2} 2] AFo] AIXLEZH(sibutramine) & & ELsPH o]2]
AHrled oz oAb thAl wA A (methansulfonic acid)= AF
Bolo] Az3E Al R TellA] AEE|Qde) o],
vt shajol] ol WAL FLERH](sibutramine mesilate
hemihydrate) 1€ 13] 11.51 mg == 17.26 mgs 125 73
T Fol ¥ ASHE I3 GAAE-EDI(sibutramine
hydrochloride monohydrate) 1% 13] 10 mg == 15 mg#]
125 747+ ol 9] Al5zkA A7e} vlazslo] v
AS3] 3l 2 A ATEE AlsBsArh AR AR
Egpl 747te] gkl 8.37 mgH 12.55 mgd FYE&F

3kO
?:]l—'l'l_.

[SER=%7 NN
270 ?:]'a

1. o7 CHA

B o= 20041 7HHE] 20041 129744 6702 AlE]
ollA] PAATHAIL S USI(IRB) 590 W $ AXJsIedck
k1841 o4 6541 olsle] Aol F AAFAFI} 30 kg/m’
ool 7L} 27~29.9 kg/m’o|HA] sk
9 ARJIAE 7A 3 HlTk 22E e E B 9l
A MeE Arg W odBdedol] A F2lg sAE
e 2 sloiet & 27579 A} oS A &
QIATE AR ARE 2RIs] SRl 2==eldel edslsd
3 232 Al ohgd e 71l sl 57 A9
koL 2187e] 2R wiAE| ek

A uld A7l o Zok vlEn|Agte s

ek, Gy, IAUS

ol
AR

o)3]

R A

- 83 -

i

Eap=A
| Y

QA 318
o A8 oA g3
73

3704 o]l 7]} HIREX] B A
83 7 Algell @@= v T A=
e 58 AHAETE ZERols, A 2= qF
AR, o]z 3eld, sledelr], d&d], & I
ZsHA|, WERRA, oAl &34, dAEE A, nh]
FalolE, Al kAl 5)EE FEt I e
583 73, Al S 22 eiery wEt glof AAS
7Pt 2R A9, A S 2y aee
a7 Al TARNE v o flvkar A
AR, S A ] AU A EEE B1]lel] FelEkA
= 7HdolA, FE 670 olulell AITe] 10% ol ZAa
-, 2T 10 ool vk Aldeke 583 ¥
Aletst3iet.

TA9) wiAE 2189 2 WAV ER Lo 2 Y

7S

flo o 4

N

A= )
= 4%
]

o ©

o]

(RS

AP 10870]AL 7|E QA RERI o & widEl ol
Z7-2 11070]dek. 729wl 21878 9] H§At F 27
o] F7holl gEledar AlgTollA 100, tizTollA 91
H, & 19190] A& S%E3IrkFig. 1).

2. %42 =2 Y

232 ol¥ 144 olulell FFA} £

gan oy

o]

VAol

sk A shlE A Sga g Helg
3 wje] As) wpgslo] Fatell THE Aol Fe vz

oS Fokslodek oful] Fokel= AlglokS MAAAINE:

Bl&eH 7E%) 115 mgoln] thzeke A RER|R]

F9e ") 10 mgo & 3 AJEQl AHEglo] 77}

8.37 mg THslo] ek TlEo] nluk x| gl FA AAQ
Wzl A2t TA-ol| isA] FEdle] Sk

43 F AT ZHsl] ok A 2AY AFl ulslo]

2 kg oA 7HAdt SgiAls ke SRS 12591A] SR

uuk 7h23F SR WA e Eol o

AA 15 mgo2 77t 23

=l

om olF 1257kA] Fct 8F F ulE Aol kA
A el fa4 ket #EE A4S ARRRES Pick

EE2

3. REN U oM |
B QAgel D i BSE o ¥ 249
Aol FoF A Sk AFoll sl 5% 14 AlFo] Ak

2 S} wlgol, o4 fA MIFE 45, 85, 12
FollAe] A A, SlelEel R, 125 3] AR
7, S AR wak bgoleh. AT AFS 0.1



— tiehRlukEks)Al: A 17 A A2 3 2008 —

~3Az2ls MEelE I EAk N=57

=3ele: o ZoiE3 s @
il + 7IF 2HER4 Y
! ———— *+ SEUH s=01d
. + Follow-up loss: 3 &
Randomization P =
N=218
I |
AMEZ o=
N=108 N=110
ITT 2471=3 (N=218)
== N=8 el N=19
T AlE= (N=108) == (N=110) + SoiEs 3B
+  OlaehS 2Y + OlaErE 6
v H2F7|M S8 1Y + MEHZZ|E YR 1H
¢ MAHH2T|= 2k 1 + Follow-up loss: 8%
+ JlER 1 ¢ TIER1H
2= 2z
N=100 N=91
iy My PP 242l N=3
¢ MEAATIE 25 2H « vl Sz Sk 10
* FECEE S o wEoHE fuh 1
¢ EHELEY
PP E2M71=2 (N=183)
AEZE (N=95) CHZ=Z (N=88)

Fig. 1. 3 14 Agel] Zhoidt 7 ohg = 24 iy,
ITT; Intention to treat analysis, PP; Per protocol analysis.

em, 0.1 kg TSVHA 2 7H53F A ARATAS o] &
slglom, A% Aol Thg 2l AE W 24

3l5deh. A ek (Body mass index; BMI)E AHlS(kg) <
A7) AFmD) o2 o] ARksigian, ARAES A
A 712 e (Inbody 3.0, Biospace, Seoul, Korea)oll 2]
8 ZAslol) SelEae S Shsh 4R Aol
S B91014 vheka) el 2gsieln A4 o
2 39 5 Qe Selel 240 o3 Al 8oy
12A17F E<F FAJ8h o] %ol A4 "H(antecubital vein)
oAl EDTAR AHeldl FHE o]zl xfFslgict d4
AR A2 AFEEANE o83 aaHelabde A8t
.om LDL-ZH|Z~HS5-2 Friedewald 3218 o|-8slo] A
ek, QPO el AL ol LA oS
g ulselglon], AHIE 9 g F FolA ok} Bel
o] e old3e] RIEE TSR

fo

4. SH =M

B Aol SAE A} 2187 F 2|48 & Wo]
gt e S Folule BE 315 E49381= ITT (Intention

to treat) o4 WS ¥ 218 AlFT]] wA AR E
2] Fol 1080] 3 TRl A FER] Fof
T2 11090]ek VS skast 22 1919 5
Eokeg 7t 70% wlwro|AY WEgAkE B8 5 I
AlAE A el] ek gk $IHES & PP (Per protocol) 4]
ollA A2}E FPA= 8ok A AIRA S sk
St glo] PATRES H7HE 7 e B4 ol 183
2 oA RE ] Foddd: 95o|ar AR ER ]
ol 88|k

X} FaA 7Pl 71E Aol vldl 5% ol AlF
o] 7=k FgAke] vlE 1l FAkdoll sl chisg-test
E A8, oAk A Ayl AT, dlelEwl, Al
At gl " A AR Wstel] tislidle A -
U= paired ttest, T+ T ZF W3] digl vlae
Student t-testZ F43tFrt. A4S $J3l SPSS (ver.
12005 8319 BE HTe dE5AeZ P <0059 F
& FARCE o3t AoE IHgsisick

-84 -



[

— MR $ellA v e Sy Y ek 97

P

17 ARARELRITRS] o)A, FALE, 1R FE, vl GAAE -

Zd 1 Azl FF A 4% ASo vlsl 5% o AlFe| 2
H IR vEE 12F F ITT E404 ATl =
55.8%, HZTolAE 53.5%2 F2I8t Xol7l ¢ila, pp

B VAol ogh QA afdel] tigk £4Jo] Table 1 EA Aoll% 56.8%, 59.1%Z 28t Xpol7} §lglel Tk
ofl veht 9lek AlETa thzTollA] Hi A% 37.0 + oF A ZA43 Aol vlsl] 10% ol Aol 2 vl&
11.34], 37.0 + 10.94], x5~ 88.3 + 14.8 kg, 84.7 + 14.0 A B ORS wj] ITT EAol|A] AJglFolAs 13.5%, =

1. 917 ThAl| J|=E SN

P

o

kg, AAHATE 319 + 32 kg/m’, 31.4 + 3.0 kg/m” 2 TOAE 16.8%2 328 Hol7} 9131, PP H4] Aloll=
O Ko7} giglow, A BE 9 AW REE [ 13.7%, 19.3% % 2]t Xol7} giiek.
Aol7h $ArkTable 1). AdaAglo] gl vl ulk ghAjeh Aldubaske Eu

s 218 LRl 5% ol Aol 7hekel TlgiRte] vlg
& A gke u, vkl Se] 7% ITT 2AellA A
AR Gl 615%, dlETolAE 509%2 FoI% Holrh

2R ReY Tl 2M

2.
B QPAe) W faA BhERE Rk ¥

I\

Table 1. Basic characteristics of study subjects
Sibutramine mesilate (N = 108) Sibutramine hydrochloride (N = 110)

Mean = SD (Range) Mean = SD (Range) P-value
Age 37.0 + 11.3 (19~62) 37.0 £ 109 (18~63) 0.9805
Weight (kg) 88.3 + 14.8 (61.0~134.9) 84.7 + 14.0 (61.5~125) 0.0700
BMI (kg/rnz) 319 + 3.2 (26.9~42.3) 314 + 3.0 (26.8~41.7) 0.2902
Waist (cm) 100.6 = 8.8 (84.7~132.0) 972 + 82 (80~122.5) 0.0035
Systolic blood pressure (mmHg) 1239 + 104 (99~145) 121.1 + 11.8 (93~150) 0.1913
Diastolic blood pressure (mmHg) 815 = 74 (60~96) 80.1 = 8.0 (58~101) 0.8999
Triglyceride (mg/dL) 144.0 £ 68.2 (43~342) 166.2 + 119.5 (30~850) 0.0930
Total Cholesterol (mg/dL) 191.7 + 30.6 (125~272) 198.7 £ 39.8 (32~358) 0.1441
LDL Cholesterol (mg/dL) 120.2 + 31.9 (61~213) 124.5 + 36.0 (62~282) 0.3561
HDL Cholesterol (mg/dL) 457 + 9.6 (30~81) 464 + 114 (25~81) 0.6355
NO (%) No (%) P-value'
Male 51 47.2 43 39.0 0.2255
Type 2 diabetes 8 7.4 8 7.3 0.9696
Hypertension 22 20.4 22 20.0 0.9457
Hyperlipidemia 22 20.4 26 23.6 0.5607
* Student t-test.
t Chisqg-test.
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ITT; Intention to treat analysis, PP; Per protocol analysis.
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Table 2. Intention to treat analysis of weight change after 4-week, 8-week, and 12-week trial

Sibutramine mesilat

Sibutramine hydrochloride Povalue’
N Mean £ SD Range N Mean + SD Range “vaiue
Baseline 108 883 + 14.8 (61.0~134.9) 110 847 £ 14.0 (61.5~125)
Week 4 104 85.6 = 15.1 (60.4~134.3) 101 81.6 + 13.8 (60.2~124.2) 0.7274
Change from baseline 28 + 19 (-8.0~1.2) 28 + 18 (-7.8~1.5)
P-value’ < 0.0001 < 0.0001
Week 8 104 839 + 15.2 (58.6~135.1) 101 80.4 £ 139 (58.9~124.2) 0.4562
Change from baseline 44 £ 25 (-13.7~0.2) 4.1 + 26 (-10.9~1.5)
P-value” < 0.0001 < 0.0001
Week 12 104 83.3 + 154 (58.3~133.0) 101 79.5 + 142 (59~124.2) 0.9278
Change from baseline -5.1 + 32 (-16.6~2.5) 5.0 £ 4.1 (-30.4~1.5)
P-value’ < 0.0001 < 0.0001
* Paired t-test.
¥ Student t-test.
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Table 3. Intention to treat analysis of % body fat change after 12-week trial

Sibutramine mesilate Sibutramine hydrochloride Povalue’
N Mean £ SD Range N Mean + SD Range
Baseline 108 378 £ 79 (21.3~58.2) 110 379 £ 79 (21.8~52.5)
Week 12 98 359 + 8.2 (14.7~57.2) 89 355 £ 75 (21.5~49.9)
Change from baseline -1.9 + 35 (-10.3~8.4) 27 £ 3.0 (-8.7~6.6)
P-value’ < 0.0001 < 0.0001 0.0809
* Paired t-test.
¥ Student-t-test.
Triglyceride TC HDL-C LDL-C
5r1 1.9 0.8
0 L ,_m 1
-6.1 4.7
10
3
S 15 _
c OAlEZ
= o0 |
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=25
=30 -28.6
-35 -

Fig. 4. X508 &2 2AHIATT +4).
TG, Triglyceride; TC, Total cholesterol; LDL-C, Low density lipoprotein cholesterol; HDL, High density lipoprotein cholesterol.

Table 4. Intention to treat analysis of adverse reactions after 12-week trial

Adverse reactions Sibutramine mesilate N = 108 Sibutramine hydrochloride N = 110
N (%) N (%)
Constipation 15 (13.9) 11 (10.0)
Dry mouth 5 (4.6) 7 6.4)
Headache 5 (4.6) 5 (4.6)
Nausea 2 (1.9) 6 5.5)
Abdominal pain 4 3.7 3 2.7
Dizziness 2 (1.9) 3 2.7)
Anorexia 3 (2.8) 1 0.9)
Asthenia 2 (1.9) 2 (1.8)
Hypertension 1 0.9) 3 2.7
Insomnia 1 0.9) 2 (1.8)
Somnolence 2 (1.9) 1 0.9)
Urticaria 2 (1.9) 0 (0.0)
SGPT Increased 1 0.9) 1 0.9)
SGOT Increased 1 0.9) 0 (0.0)
Tachycardia 0 (0.0) 1 0.9)
Impotence 1 0.9) 0 (0.0)
Dysmenorrhea 0 (0.0) 1 0.9)
Menstrual Disorder 1 0.9) 0 (0.0)
Uterine Hemorrhage 0 (0.0) 1 0.9)
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10.0% 2 713 ol Yehdar, Siulgol 2+ 4.6%, 6.4%, H QA vak kAol dizl] wlAAARERN] 1Y
Fo| 2+t 4.6%, 4.6%% ENITHTable 4). 13] 11.5 mg ¥ 17.3 mgS 125 E}F AT Fol3h & A
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ABSTRACT

Double-blind, Randomized, Multi—center,
Comparative Clinical Trial of Sibutramine
Mesilate with Sibutramine Hydrochloride for
Evaluating Efficacy and Safety in Obese
Patients

Background: Sibutramine is an anti-obesity agent that
inhibits reuptake of serotonin and norepinephrine. The aim
of this study is to compare the efficacy and safety of
sibutramine mesilate with sibutramine hydrochloride for
evaluating efficacy and safety in obese patients.

Methods: This study was a 12-week, double blind,
multi-center, comparative clinical trial following a 2 week
screening period. Eligible subjects had a body mass index
greater than 30 kg/m2 or between 27 and 30 kg/m2 with
controlled hypertension, diabetes or hyperlipidemia. Among
275 subjects, 218 subjects were randomized either to
sibutramine mesilate or sibutramine hydrochloride in 6
centers.

Results:

55.8% of

sibutramine mesilate group and 53.5% of sibutramine

After 12 weeks of treatment,

hydrochloride group lost 5% or more of their body
+32

kg in sibutramine mesilate group and 5.0 £ 4.1 kg in

weight. Mean weight reduction at 12 weeks was 5.1

sibutramine hydrochloride group (P > 0.05). There were
no significant differences in changes of weight, waist
circumference, percent body fat and lipid profiles between
the two groups (P > 0.05). Changes of blood pressure and
pulse rate were not different in either groups. The drop
out rate was not significantly different. Reported adverse
events were similar in both groups with constipation as a
highest frequency, 13.9% in sibutramine mesilate group
and 10.0% in sibutramine hydrochloride group (P > 0.05).

Conclusion: A 12-week clinical trial showed evidence

that efficacy and safety of sibutramine mesilate as an
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anti-obesity agent was not significantly different compared

to those of sibutramine hydrochloride in obese subjects.

Key words: Obesity, Efficacy, Safety, Clinical trial
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