o] 7HA] Al

]}\1 ULO okxﬂ

Az A RAe) 87pALS

FHEoln) 4l vl

=

=

5= 2k AlE2] Pros and Cons

2

TR
HIOKX|ZAH 25ZI1 J1=
AT Fushe oSl AT glovt AE SR S5 A% W
o Betelis 97} Wk f¥w vFE Table 19} 22 WPIES 2
st glek 919 ole] QgAY ATAN A AFa

Table 1. HIZX|ZOfH| S217|1E
FDA criteria CPMP criteria
Early trials

Type of trial Randomized, double-blind, placebe controlled Not specified

dose ranging; identify lowest effective dose
Duration 3—-6 months Not specified
Inelusion BMI = 30 kg/m* Not specified
Ancillary Similar advice in diet, exercise, and behavior Effective nonpharmacological therapy
17 Endpoint Wt. loss significantly greater than placebo Wt loss that is fat loss
No. patients About 200, including both sexes and Not specified

minorities
Tolerability Yes Yes
Mechanism of action Yes Yes
Pharmacokinetics Yes Yes
Toxicelogy studies Yes Yes
Drug interactions Yes Yes

Long-term

Type of trial Randomized, double-blind, placebo controlled 12 mo; open label or random 24 wk efficacy and

efficacy and safety safety
Duration Year 1: double-blind At least 1 yr

Year 2: open-label or double-blind

Inclusion BMI = 30 kg/m® of otherwise healthy or BMI = 30 kg/m? of otherwize healthy or BMI =

Ancillary advice
Run-in
Measures

1 Endpoint

2° Endpoints

Subjects

BMI = 27 kg/m® with comorbidities
Moderately restricted diet and exercise
Identify placebo responders; stratify; 6 wk
Body wt; body fat and fat distribution
Wt. loss significantly greater than placebo

and 5% > placebo at 12 mo
Significantly greater no. achieving =5% wt

loss
Maintenance of wt loss
Significant change in body fat and fat
distribution (may stratify—fat distribution
risk factors, severity, duration, age)
Improved cardiovascular risk factor
Improved metabolic profile
Improved quality of life

Male and female; minorities
About 1,500 to complete 12 mo with
200500 completing 2 yr

27 kg/m® with comorbidities
Wt reducing diet; behavior modification; exercise
Yes
Body wt: body fat and fat distribution
Wt. loss 10% below baseline and significantly =
placebo at 12 mo
Significantly greater no. achieving =10% wt loss

Maintenance of wt loss

Improved biochemical parameters
Reduction in cardiovascular risk
Decreased blood pressure

Decreased apneic episodes

Loss of body fat and/or visceral fat
Improved joint mobility

Improved male and female infertility
Improved quality of life

Male and female

195



2004 CHEH|ZEtE] EAHIEREE]

|2 8387} JIE

Table 2. H|2EX

Author

Stunkard and McLauren-Hume (103)
Trulson et al. (104)

Feinstein (105)
Scoville (108)

Atkinson (107)

Bray (108)

Pereent losing =20 1b (9 kg)

Pereent losing =40 1b (18.1 kg)

Success: (initial wt in 1b lost) = 150 1b = 10 1b, 151-175 1b = 15 b, 176-200 1b/20 1b, 201-225
1b/25 1b, 225-250 1b/30 1b, =251 1b/35 1b

Failure: =5 1b wt loss in 4 or > months

Initial wt
100

Reduction Index = wt (lost) [(Surplus W) X (Targetwi)
>0.5 lbfwk more than placebo

Pereent losing >1 Ib/wk or >3 IbAwk

=10% loss of excess weight for >6 mo

loss of =2 BMI units for >6 mo

Reduction in co-morbidities for >6 mo

=5% wt loss if BMI >27 kg/m?®

=20% loss of excess body weight

=5% reduction in viseeral fat

significant improvements in comorbidities

Ib, Pound; wk, week; mo, month; wt, weight.

A 20~245F7HA]
72%, 89% ATHHA

T QPGS =

HIOkR|Z AT

(v AWl SH 93], slvicl Ao} 593 AAE AA)
o] 54 = (net benefit)
279 3
Substantial Moderate Small Zero/negative
Good A B C D
Fair B B C D
Poor=1
A ¢ Azl TPHES P Dt O1F DTS B Aol Ua I
TAZE QAL o]5o] /el vl dF3 wWrh
B AR EgeteE Hast} (7€ AFE B3 Al dis e AV
Q3L 5ol g%/ Falel wlal Avka & 4 b
C : Az:ol 233 AQIA| ol ofFof g HaskA] &=t} (V]& AF5 & 14
gl e I AT QAW 0|5 B/ Rk U 2Hste] Amslvt
SERD
D 1 AR ASlShES I (Had 71E A7E Bl A%l Tlodale
AL A/ Falt oSS 2ATTHE 4E A7 Ueh

I: AzAdae] Tkebr]el
o 98/ Gd|e} oS0 #ol sk ol

AV FESp el B AT RESAL A Lol
Aarh Bl AES Y+ b

=21 =
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1. Orlistat

A% e FEA Orlistats 9 2 Aol el
A B 919 serine H9ISF B 2GS FHFOoEA 9 L &Y UelH AR gL
Chebdieh, T Eael A8 gha efuhlelst Aed o Agste] A e of
300 Aw Fahd @3 MAAILE Orlistatts §3- 9149 E37h 9lo] 120 mg e
38) ALgIS o Al B9 R} 22 50 @714 Awe wasA A Orlistat s L
VR RS Y L) 0%E 2L GO AT Tt A Bol Yol
= greth B85 AMsE 129 FE A el S Ads] 28 S0
S A A 4 129 olujel Rele] Al ol H,

Orlistat= &3 2&22 2397} 9o 120 mgS 33 AFEalS u Hu &3 yet
L 9 50 g7k AHS wjd A gk Orlistat 28 1d & A8l e A8 A A%
9] 10.2%, 1okl 6.1%2] AF 72 a3k vehta, 7]1E Algol 5% ol 7
23 Z97F A BT 685%, okt 49.2%, 10% o) 73k S X8t 38.8%, $1oF
17.6% o2 Jehdth 2d 54 A3E 2 Xg87oMe A5 A A5 7.6%, 9oF
M= 45%9 AT i G dERga, 71 ATl 10% o) g 497t A
T 34.1%, §1okt 17.5% 9tk H-8o] B T Azt ad AT 26%7F 7
d H], -‘H%Eﬂwb 52%7F E7kek Ao w Uehdth slElEeE AaAvle 29E

23S o st N5TFolA T4cem, YoFrolA 42cem #HAsko]
9}—‘:‘ Ao yellth ofg] Aol orlistat E-8 3 AdW 99 <} A
B} 21 Feke] H& T 757 4 o|¢] Yol -‘H%} HU} X5 & F9

Ag Bty A A4S MAATIE 23t 9l T TEU=HES A
, okl 4.6% 4, LDL-Zd|2EHES X85 oﬂH 12.6%, 9]kl
Frgo] o8 Aolrt = Aoz YERt) o]d LDL-& ﬂ*Eﬂ%fﬂ Fdg
SHA o R doht HF AT A AR fAkelRaL Ak 9
o] LDL-Ze|~eZe] 74 &3} A3 Ao vehgrh
ol A Z7Fet WhH X5 el A astdon d3 Qed TREE ¢

ool S7keE Rbd A Batell M gHassto] folgh AlelE HAth I 52 FEuiES

o 9
R~
%rﬁ
_,o}(‘{
irﬁl

o o ¥0 o by R
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A

[e]
5 Hlom g dd 2 FEUIRI HgollA] Fro o] weo] fekroAHT) X5
oA O Ao} G o go] - oAiehs 23S Btk 13k sulfonylureas H-8319

KR
=
Frry Bl AR5 F EFS oY B2 5 AUk Orlistat= AAI#1 F571 1]
= 7
[€)

oFs}7| wlitol 4l7]%, 7t 7F = Ao Al A 7EE Hole= 499
A 2= @) 2B R o]lgdl SRS AL orlistate] &S Fo| AL A4S Q.

282 AHom FAge F2 AsP|Ale] ket 21d 7He] 58 Sl fecal
urgency (25.2%), oily spotting (24.3%), fatty stool (23.8%), flatus with discharge
(18.1%),

(6.7%), rectal discomfort (5.2%)F UWeRH X5 FEE&S X5 88%, ok 5.0%
= GeAaL Qlvk o] gk HAHE-S AlRto] A s Folgm A HHVF e A
Heh}7] witel 7285 Fol7] faiAe A AdFE FoloF & AS farsta ok o
5 A8 HIERIH B-carotene®] T FE ASHAZIAN &3 oo A9 B

Els

% FEE ST ol2 A% 4%

oily evacuation (11.0%5), increase defecation (11.0%6) fecal incontinence

[o5

7} o] Hgatoiie ME I AA edor thiEe] Jardsial, dRAstA|, AdA s,
78 vdek Gt o] B8ae FUsitt Pravastatin?t M-&A] pravastatin®] €5
Feg =Y 7 AN R A ZAAE 891 cyclosporin®] FE A1
EL i

o] Fpoll 932 & & S)°] B-carotene®] F5E oF

5) 24

Orlistat™= 120mg< 33 AL 215 Z2 1A|7F oo 583815 str). A golA

= ) BASAE G A8 veme §4 2ag delstel 2g neuAg A
A A 5 orlistat B8} 2A09] 1AL T3 HEF A2 APAT
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2. Sibutramine

1) ef2| &

Sibutramine< p-phenylethylamine®.& TF3X o2 Zgsto] 217 Zuoa F=2
serotonin (5-HT)¥} noradrenaline(NA)2] A&+E JAgto =24 (SNRI: serotonergic
and noradrenergic reuptake inhibitor) ¥%H}S &ZIA|7|H 2185 A &}A)FIt} Sibut-
ramine< T2 CYP3A4 isoenzyme®l 93l ThollA tiAlE™ H|&] dirl=d-e Az
S Fal 85% HijAEch

2) ek AlE
Sibutramine -8 1d % fekrolA= Am A AFe 1.3%, 10 mga-alAe= 5.5%,
15mg ol E 7.2%9 AF A @37 vebdth S804 0 3= Yehy 245

£ F AT a7 Yoktol A= 1.2%, 1 mgtolA+= 2.7%, 5 mgiolA+= 3.9%, 10 mg
oAM= 6.1%, 15 mgiollAe= 7.4%, 20 mgiollA= 8.8%, 30 mgwol = 9.4%
& Btk 7|E AT 5% ol AT H97F 10 mgvtall A+ 59.6%, 15 mgitoll A&
67.3%, 20 mgaroll A= 71.9%, 30 mgtollA= 77.2%°]1H, 10% ©] 743k A7 10
mgTolAE 172%, 15mgTolAE 34.7%, 20mgTolAE 38.5%, 30 mgTolA=
455% % Uelgth AT A S 670l Hojoll gahw 2\d7bx o] A+t A3t ek
ULE TS A5 A AT 1% % AR G2 AR Aods w fekrolM =
39%, AmolAE 11% =2 YeRgon, FHkgoi= ofE Fol& A&l AT 7
e UehR erdth 2d X8 3 e 61 G0 1 9okl Al 47%, & itolA]
71%7} 5% ol/de] AT AaE leé}‘ii a1, fekatell A 22%, X =atellA] 51%7F 10% ©]
2 AT AasE FASA 2d st B8-S W =yt AmaelA 85cem, #1oF
oA 4.8cm FHaste] {23k xfol7} ﬁl—t‘ A E YePth s dEs 1259 )
T olT WA S diERat 4 AFS FEl floktolA 154 kg A WhH, A matolA

5.92kg el freoldk Apol7k 9l o= YEREH Sibutramines 8714
= W ks AL AEH A Al tisid A EE ZE BT 29 st %%i“

) o E

D

—

AWk VLDL-C, ¢1&¢, C-pepetide & 2AFo] 9] oktof A
ZFol7F A E Aol Hlgl] X Bmtoll A= dASH Hass a9E Btk

A 58 ok 2toli= AR HDL-C& 24 &<t 58308 w flekuol 3] ]
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Sibutramine-> noradrenergic E37} 1o doty} Wuks A=Al 7 vk 57
2 oolebr] oS Wit 1~3mmHg, WU 4~53)/% ARt A5 HET 57
&gto] 15 mmHg ©) Z7Fst A7 A mtolA] 6~13%, $JekrdlA 9%, o|¢hr] gt
o] 10 mmHg ©] E7138 A97F X Bkl A 10~15%, Yoktoll A 7% aL, Wule] 137

9 103] ol FUket H97F 16~28%, _AO‘t%oﬂ/q 12% = et @ 45 (=160
mmHg or >95 mmHg)Oi 18] <} T A= A w5 04%, 1okt 0.4%, Wl
W(>100/) o2 T3 H= 04/0, 0.1%= UrE]rUr Aoz A FAHA Fom
oHEA| R ot AT fHEFoE defo] 2AE & vk dito] =2 el Al AlAlg #

=, -

= . = Ao ngA garEde] Bt 2.8~11.081714
S7He = Slo] ko] A%k A9 H-gs8hx] Hoto gtk HgE I AV e A
o) (e}

©

2] &40 57}%‘ T ol AT 7&@—’%01 = Aol B8-S ARtaloR dth

2% slok sk Wspel ASHOR G MHoR Bt s S §3L FoluA
o

oi‘i

FAg0 % 75 (30.3%), Uvks (17.2%), 214 Fx1(13.0%), ¥H] (11.5%), &4 (10.7%),
of 72 (7. Oo)% e X5 TEE&S X857 89%, ¢k 6.3% = v A|al Qi
5~15mg B84 15mmHg °|% 457] o] A5 4971 6~13%, 10mmHg ©]*%+
°o|¢H7] ao“] B 457t 15~20%, 120l 103] o Wuto] F7hd -7 16 ~28%
2 Yepdth Fenfluramine-phentermineol A &#17F W Atz sle] 2hajo]
sibutramine®] 73 X]E?Loﬂfﬂ 1.4%, flekolA 26% = 2%k 2fol7| gl
SR, #HA arddel tigh RS o}A7bA| BEawA| efskth w8 HEe Ao

schedule IVl é,“—é}tq WA 2 o)& o= mjoksir)

4) = &5 =&

MAO JAAY SSRI AlAle} 838k« Zofof 3pH, T} serotonergic agent?l
sumatriptan succinate, dihydroergotamine, dextromethorphan, meperidine,
pentazocine, fentanyl, lithium, tryptophan 3 #Zo] A}g3S 4 =EXq AZsk
serotonin syndromes & = lo} 25 7HAS il AMEShH=E Blo] ittt &
A3, FGAGA, A A o] Bgaw Tkele, Ame, ATE vty ¢
gl W 27 GRS PAAE erh QAGIE C FRel e e, o
NAE AFHA etk et o A RAls Beeks e NgHn 9M ke
B8 Azl gk a4 B Al e s AEIF §I7] wiselth

L 2 H
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5) 8¢

Sibutramine 2433} tAl=Z o] W7]7F 14~16A1FS.= vl A 7] wfze] 10~
15mg< 19 13] AAkel FaeA b 5 AAY 5838 & Atk A5 10mgl&E A
z2hste] 47 ol AT A7 & veEhbA] o 15mg°i TEd T 9l 1I0mgo =
FARgo] AstAl YehveE A5 bmgl®E Y F Utk 15mglE T 45 Fol= A
T a7t 2kg PIHrOR Uehles Agolls o8k B 272}*3 H|wke] gk A|H7FE sfof
3, sibutramine®] e+ FuHSAA 4= glo = dasA &=
ol o2 HIWEAEAI9F HEshe AL FrEA ‘3—3 Sr A ta) ofrS =R AT §lo]
HAHE L A= & Aotk

=20

6) 27|

PAENAT MBS AR, g 2AEA R maeh Al g, Add A
8, 92 U A4 ASRAE B Beg molt FAelAE ALgEA Wolo}
A QAR SR, olel A WREA e

3. Fluoxetine

Fluoxetine> 417 wWeto] A serotonin® AEFE Agzxgoz oxd= SSRI
(selective serotonergic and noradrenergic reuptake inhibitor) Al 3£t} Fluoxetine
& SFARA AL B3 AES AT o2 QEl AuA] HHE A=A A

F S FEA BEe ANE 48 Aok wolX e TS o 10% A
G5 el AN A% AEAAE AF Pk UERIA T G Ao 3

9 T ek Ao ARE B ATl B SehpIe B0 Fagons
24lo] °oF 109 AmelA Uehlm, BB, A}, PeZ Selg, B9 2,
471% o] So vierd 4 glth wvke] AR2E FDA £908 ¥ %;m

4. Phendimetrazine

Phendimetrazine2 217 2o A norepinephrine®} dopamine?] releaseS &%13H=
o2 A8 AdAAe] JETS ) v X BABRAE 125 @] AREol gl FDAS 3

7He WA Ar)How Ay AR fler, ol T R EREH 989
Agol =k LofellM= ARSSkA] o, Fagore kR, FARE, Wv] So]
B o itk

1
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5. Ephedrine

Ephedrine 177 Al ol A noradrenahneE F2IA1A B3, B2, al A 2-&3}o]
AUAS £3IAZIt) Ephedrinedl] o8 AlF 7HR2 75% 71 214 oJAle] &7=, 25%7}
AkE 78 E39E vEpda vk Ephedrinet caffeine?} W3t Fofrlolvt AT 7H
F7F e, 280 ® ofxew, EUE, 2, @4, S, WM 7 E Sol 27

of Yehd 4 <tk 712l ehAde] ofr SyEA] ¢k Aol HY X5E 93|
FDA <918 Wk %aﬂt}.
6. Exolise

H2b FEEE AL WY A8AgE o]FoR ANRle]l YT g UES AuE
At} Ad=ol= ARSE A G ofel sujell ARt Ak AL Qlvk HiRE Aol A AlE 2
K ETJroﬂ e 2AZE glow, =ak Aol o3k o g3t AAF il ofsf o] Hi
24 Aol s Aer oAd & vk ATIHes AREEe w kAol

g

QK]
; A 2 glen A, ded el sof A8 7Hsdel Stk

l"o(’ HHNI

o

7. Aminophylline

Aminophylline< xanthine F=AZ Gubiol] #ofsicta dex] ok 28 amino-
phylline A7AAW FAAZE vIRE X SAZ AT s doivth= S+ gith oiwt
aminophylline L&l thajA] thE]Fo Fato] =4 A WshE wlawgh A57F Aok 1
AR ol gk Ao disiAE AT i F7F 53] Ao dwisiAlz7) 7L <+
Wgell A7 BdthE A A st odo], A9 AA gk =4 Rl
ol A7k L A %3l vk Aminophylline©] A% 38l 2h8-o] lvkar spA|wk
T XS AZA 51EE A Fekal, A A AAERE dEFolvt 4835 Aq-Evte]
< aminophylline®] F-2h-g- WA =/do] 45| wjido|ok Ag 49 dd, A4, &
T Sl wE = 9k o= aminophylline 23] 3k 8A= H 2l
B2 AAoltk A8 ARl E del2r] §E 2do] Aol AR A8 H
aminophylline AF&-A] A17}3 JJr‘i’_ Hhgo] A g qlomm ARgeHA| & RS dalskes
s oMk diEN- Aol &3 9 bl theiA AlEd HEZE Hadhe AAEIth

5

Aminophylline A|A= A5 7=kl

g ) ks Hat A2 Ragow g
shel Tbsgow Qs Hle ARE A S HE5A 2t

- 202 -



20044 CHEH|2teks] EAIERES]

8. Isoproterenol

Isoproterenol> H]AEIA H|e} of=ddd]l A=A2 A Ba a7t S Aoz A
Z4E AL ek A A Esfjol] thEk dgtEo] veb ANk 1= QIgk o]
Ao 5o Fahgel AF Zow Ueh) ujg (nE 1% AL 5

9. Fenfluramine/Dexfenfluramine

Fenfluramine % dexfenfluramine& 217 Zeto| A serotonin®] releaseE &%13}1¢]
TS AN A RA Ao A HRE X 83AR Fo] Ao $ha 7S e

ekAlo|t}, Fenfluramine 2 dexfenfluramines H-83& kx| A] Aozt o 2 A}
Wl A7 AVl 5 AWAQ] FAeS 2 H AL 19973 vl FDAOA A%
< FASHEA O o) Algke] w1 Ok%ol‘:} 2] vpetoll= AlEELL QA ot dg
AE toloE ok FAARoE Wil vt ¢

10. Phentermine

Phentermine noradrenaline sl ¢H2 2145 A5t g3= 7HA 2 Yt 74 2
vkl A fenfluramine-phentermine®] E3t A= Wo] A}go] o] gk ‘/lr 239
ol A XA Q1 H2hgs A HAF GA] ol FA]FH AT

11. Phenylpropanolamine

Phenylpropanolamine<> al-agonist= 77| XA S} APl a of=
dgd FEA] 288 sto] 28-S AIATh AT 1 a3 85 ol 26kg A%
2 Yeh, "89S 2¢]7|= 3} Phenylpropanolamines 75 mg ©]olA E =7}
of ¥AMAAY W7} Qo] FoJ7t Q5= oFoltt

12. Thyroid hormone
1893 dirl FXIAIY AT =S HvE X 5ol o] &3 EOLX]“ WA7E 3R
FolA Uehhs 24 ol FA-EoR AZtetAl 2eEo] o o AlF kel HAoR

g 9A ek
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13. Diuretics

14. Laxatives

A} REAZ AT GPND BHoE AT F gtk A4}
7;

) 2
stol 471 WM E 8IA717] SI5] AAH O ARG R wn] Ameks B

WA g =
AHEE S QAR o] BRe ok AT A mAh vk ofwd A% gk A
Fol= 0] ofje} A olx A8l oJF i WEE Wald ool YeRd % glon]
oFg B © WHl7k o AdAE RS AU 5 Ak AF 2EE A Bhow

o

gk A57F Qo 714 & bl gk <AV EFEete] FDACIA F<lst
UA] &t} Fenfluramine} phentermine?] Mg QWo] v X855 93]

A

Zj'
o oHlg Bl SoltmE E 2We s BE% Ansy Yk

ujk X ze) BEE BE AFARE) gge] ohleh 7IE AFe] 5-10%
Aol tAPAQl ol5o] 98 FAAAE Su, U FHT AFPLE
M B 2AT 5 UL olsAL Bk FE A WkE AnE
glor] A% 5 w4 AASA nedow Adadel @ ok A
714 pele] G FROR ojshslolok sn ok AR 0|5t vlge] 1Y
sto] A7HS1e] 7% Aol mek AFEA ApgEIolok ek
1

b
[-E'I

e

b

T

(o)
L

o

P
LRI
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