
Thai J Pharmacol; Vol 22: No J, Jan-Apr 2000 

NEW DRUGS 

ORLISTAT: A NEW ANTIOBESITY DRUG 

Oranee Tangphao 

Division of Clinical Pharmacology, Department of Medicine, Stanford University Medical Center, 
Palo Alto, CA 94305-5130, USA 

ABSTRACT 

57 

Obesity is increasingly being recognized as a chronic disease associated with significant 
morbidity and mortality worldwide. Orlistat, the first lipase inhibitor, was recently introduced to the 
Thai market as well as other international markets. This phannacological breakthrough compound may 
lead to a very promising future for obesity treatment in both initial and maintenance therapy. 
Fundamentally, orlistat acts as a reversible inhibitor of lipase by forming a covalent bond with lipase. 
Oral orlistat acts specifically on gastro-intestinal lipase to prevent dietary fat from being digested and 
diminishes fat absorption. The reduction of fat absorption leads to calorie deficits (compared to the 
same environment without orlistat) and may have a positive effect on weight management as well as 
serum cholesterol level and other risk factors including hypertension. Pre-clinical data of orlistat are 
ve1y encouraging. Several clinical trials have been conducted to prove both the efficacy and toxicity of 
the compound. Efficacy on potentiating weight reduction was demonstrated on several occasions. The 
most common side effects noticed were gastro-intestinal symptoms. As other new and chemically 
breakthrough compounds, long-term side effects and efficacy need to be monitored. In conclusion, 
orlistat has a unique mechanism of action and can be used as an effective adjunctive therapy in obesity 
management. 
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programme "Weighing the Options,, ~..:JOJ:: 
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flflf1fj'Yl~~ai.Jfl..:J (appetite suppressant) ~..:i 
l!ni1q'Yl~LlJU CNS stimulant 1uai.ifl..:ia1u 
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O .J I 'ltl.r QI .J 
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m'lihrn'l:tru:::~'l~il ltJd' ~fa iltJ'l:::an5mw 

1 !' "'1""" ::1 ll un1'la~u1"Hun ~;,)'l'll'l'l U'l:::u:::aum:i::: 
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tJae:i ~Ji' v1 ULL~ m'l1'li''l:::u:::m1 L~v hrnqnt 

Law&l~Lrn:::1ihh1~Ln~ rebound weight gain 

.J " 1 d 5 L)Jil'HtJ~mmtJalL'HOl ~OOll)J • • 

Orlistat ~ml~ h 
A ., 1 ,.J • 1 .., J' U '11'H'lUtJl 'HiJ'YILLU:::u1 mmuu L u 
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liHbu?Jti'3m~L'li1rl~1-m1u mllv:: 
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" 
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• I .J .J 
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oral contraceptive pill, nifedipine, 

glyburide, furosemide, captopril, atenolol 
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LLa:: lilvmi1ijtlDii~mnu alcohol a1,,.,-ru 

1 q • I J' ~ 
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... .. 
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inhibitor) ~~ti'lJ°lil--lLL ')'3 (potent) Lrn:: 
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" " " 
mvi 1 l-1'~1'301umi''3 cholecystokinin tl'tiua-.3 • 
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I q "' 1" .J C.JaVltl0l'')tJUVJ1'1Jfl'30tLVflttll'H1') 01') 'lfUll'I 

UU~'30l')VIVl:SlJ'1JtJ'31'1JJJ'\JL U\JL1al'\Jl\J~'3~tl'3 
" ~I "' ~J'" Lwl')::1'3ql'l Li\JVl1U 

1 u Ol')Y1V1aa'3 l uavii'Y1viaa'3 .,f-.31 u 
"' I • ~ 'r1'\JLrn::au'IJYIU11 orhstat tltiOql'lliLLtJtJ dose " . 

dependent effect LL a:: 1JJY1td1ij~ tJl'll"jO 1 u 
., ~ QJ ., 

A"j'jfl (teratogenicity) ,,.,,fl nmuw1.m 
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( mutagenicity) a1l1-ru 1 irn~l:fu m-sAnl:f1 
.f .J' ... 1 " I • I"" 1 ... .J ... (l°r15'lJtl·U.nirnn 'lfmu-smru 'lJi.JlJYl'lJUflfln 

l11'3t1vv1-s::LlluGi1u'3~ tvir.1~1lumv:: • 
au~'3m'lvivi:zfJJ?Jt1'31mju 1~u-s::JJ1ru 30 % 

" 
11m~'lJtl'3 dose response curve relationship 

wu11 ?Jmvi?Jt1'3m~1~-ru1uLLoia::iuaJJwu5 
nu u~m ru 1 'IJ ,ju~?Ju th u t1 an >JTYll-3 t1vv1-s:: • .J I J' 
(dose dependent) LVl£1l'l'lJ'UlVl'lltl'3£11 LW>J'lllJ 

J, t QI QI ::: 

vun-s::n-3 360-400 mg ~t11u l1a'3v1nuu 

r.Ja?Jt1'3mliil~L~JJ~umm!mufv::L~>J'IJ'U1Vl 
m~u ~-3iTu'llmvi~LL u::ii11 l1'1'lfoit1iu~t1 

'f I 1 II !11 OI :: 360 mg LVltlLLU-3 muinua:: 3 A'S-3 
.J LUtl'3vln systemic plasma 

concentration 'lltl'3tnfl~1mnru'l1~~1 (l!m1 
n11 1 % '1Jtl'3'llu1vi~1~-ru1im1-s-rnm~1 lu) 

md~'31iiihv::)jr.Jaoit1 systemic Iipoprotein 
"' . .J ... 'H'Stl hpase l'l~U 

u"S::anBr.Ja~a'3u1n1'3~aun 

1ur.Ja01 'li~un1'3Aailn1 ui1u m-s 

aviiliminl1~tlmtJAml1m!n orlistat L llum • 
~1fi~1>Jlunum-sviLrniil~i~ua::m-smuA>J " . 
mm'l9

-
12 r.Jam-si~r.J 1u~1uu-s::anBr.Ja 1 u 

" • .J • I"' "" 'i l1alr.J'lltl01\1UVl 'YILu'Sf.IULl'lf.IULVlf.I random-

ized controlled h·ial aiiuauut1V1'3-a'VlLvUll - . 
orlistat 1r1r.Jam'iavitl1l1ii'n1ur.fthf.l~tll 

" 
min LihJ1~&in11na>J~1'lf'ml1aan (placebo) • 
LLGili-rum-svi LLa LL u::ihL~tl'3tll\11'iLLa::wq 01 

" 
1 QI ~ QI 9 - 12 Q, QI m-s>J uanl:fru::Lvimnu ua::r.Jam'l1vf.I 

rl'1~Anm&lvi~1>Jr.rt'hmlluna1inua'3 1-2 
" 

iJ r.f t'ht11 una>J~1~-rumaim'l trnvitl1l1ii'n " . 

Oranee Tangphao 

1u1~a'3 12.4 UtllJ~ 1u 6 L~tllJ ua:: 13.4 

ut1uvi1u 12 L~au Lihniir.Jununa>Jm • 
l1atln~'3avi1~L~f.1'3 6.2 ut1u~Lrn:: 5.8 
. I ~.J "' uflUVll'l 6 ua:: 12 LVlflU irnnvlnr.Jam'i 
OI .J I OI I dl IJOI 'iOl:fll'l LL~ n~1'3nuv1nna >JYI vi -suml1a tln • 
ua1 ~1U1U~thf.l~U'3lll-jum-s&lvim1>Jm'i 
-rnl:f1na'3a'3n-l11 una>J~1~-ruml1aan " . 

1um'lAnl:f1m'3flailn r.ru1mbu 
" 

>J1nnuoit1m 1~&i 10 r.rthr.J~1inu\1~'3trnuGi1 
" 

0.. QI ..J " ..cl v1nm'l1vmut1'3v1nmm'i'll1'3LAf.1'3 (8.8 % 

d ... OI 1 I .J1 IJ L>JtlLl'lf.IUOU 5 % un~>JYI Vlf.11\1ntln) 
u t1nv1n ~rn 1 im1'lavitl1l1umLa1iJ'3)j 

m'iAOl:f1r.Ja'lla'3m1 um-sil t1'3tium'SL~>Jtl1 
min (weight regain)

9 ~'3Llluilcyl11a1~ty 
l1a'3 m'iavitl1l1un LV'lr.J15oi1'3 1 wu11 orlistat 

I • I'°" !' QI ~ .::. J' 1 " al>J1'Stl'lf1f.la Vlu'j)Jl tlllJ1\1U nri L W>J'lJU Vl 

t1V1'3-a'VlLvu 

u anv1nr.Jaoiatl1l1ii'nGi1 far.Jm'l'3LLa1 
... ~ !' OI I 'f .J >Jnl'iv1nl:f1r.Ja'llt1'3m'iaviu1l1unma LWrnu., 

~wu~1>J~1r.J wu11 111r.Jl1a'3v1n 1~-ium 1u 

Lllunai 1 iJ u~>J1ru1flrnm~a-saa1m~'fovi 

~at1vivuA11>J~uta~mavia'3>J1nni1n~>J~ 
1~-ium\1aan 11 - 1 2 

..$ ... 1 . I I .J ""'i ..J '11\1-SU Uu'S::'lf1n-sn~>Jl'l>JL'SAtlU 

~1>J~1f.I 1vimuw1::LU1\111u LUlJ~aiJlvntJ 
..J !' ... ... 'f mm u t1'3v1n m-saviin"'1u n Vlv>J Na LVlf.lm'i'3 

1um-s-rnm hA~'30al1 WUll orlistat )jr.Ja&i 
' ".'I .J !11 "' ".'I .J"" mtlr.Ju1f.ll'lLuULU1"'111U "'1'Stl Nu1f.ll'l>J 

" " 1J I 1J 

abnormal glucose tolerance test LLa::LL>JLL~~ 

tl 1 r.J~ )jtl i "'1ii n Ln u LLm' if '31" a'3.ff u L ii u L u1 

"'111U LVlf.I~ orlistat 'li1f.ILUA1U~>JLUll11llJ 
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vi11).J L~tNol B m·n um u1'H111Ji'.ile:i ma~v~ 
L ll u L u1'H11ut1' m.1a'3v1nm'jAnlfl1 u 'j::EJ:: 

nm 2 i'.J 1
1-1

2 Brl1'3hn~ii''3hii'.it-Jam'ji~fl 

f11'j limtll u'j::fl::mi-)1v::i'.i t-Jaol B a01'.n f11'j 

th fl'H~ B tJ01'j1 f11'j011 m.1 B'3U ')::'lf1 n 'j~tl1'Hir n 

Lnutl)J1nuBmwfl'3 h 

oJB1tJ 

-"1•4tJ ,..,i ""'.f'lv {)'tlli 3H'4'11 'i~fl'l°l~'tlfllvtnVl'lJ\l VI 
V q .J I !11 

fllf11')'l.11'11LVlfN'Yl'V'lUU Bf.IL u \J fllf11') 

'lf1'3L~fl'3'Yl1'3')::UU'Yl1'11L~\Jfll'Hl') 1~LLO lltN 

~VI rl1flBvv1')::i'.i1'll>Ju'H~mfiirutJu ~U1fl 
• v 

q ' ,J' :; 
u1'3 'jlfl)J en f11'jCl1flBvv1'j::u ewmrna::nau • 

1 '1 V V q I J' !11 avvl'):: )J VI fllf11'j'lJ1'3LVlfl'3L'Hmmum'H01 • • 
1-H ~u1fl:511nu'H~'3~V1aulv'HflV1m mm') v • 

ti q CV t Id V'f u 
'l.11'3 LVI fl'3vi ·rna11u1v:: Ln fl1'l.I fl-3 LVI fl 01 ')-3 nu 

f11')~m'l.l>J1Jhfri flm.hu 1tJ1 um-3 L~umm') 
• "'1tJ , J' 1tJd v11J11J)J1nLOU fllf11'H'Ha1Uv::'Hlfl L)Jtl 

'HflVlt.111~ 48-72 -i11mua::'V'lu11tJ~mru1'll • 
>Jul iJ t1vv1')::nau~1JatJn&l L 'Hi'.it1uri mJ'l~i'u 

• v 

m lvimi'11tJ~thfl 1ii:51Ll'.lu~t1'3'HflV1mL 'V'l'jl:: 
v • 

Ld ti ~JU1fl L'li'l 1'111 fllf11')L mhtlLOVlvl n f11'j~ 
v 

iH'l.l >Ju1 u tll'H1')).J10LfllJ1 tJ LLa::Vl1UVl>.J • 
U~>.Jlru'l'l.IJJU l U fll'Hl') fllf11')L mhtln'OJ::'Hlfl 

1tJ fllf11')'1f1'3LAfl'3~U~m'1WU 1~ 1~LLO ~lJ 
uvfm (YlUUflfl) 
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ct q Q.I ~ ~ 
fll'Hl') m'1'3t11'1i.Jt-Janumflu '1')1>.J'Yl-3 

A A .J 1 1 Cl.I 1 I S d 1011mrna::mfl u 'l.l>.JU 1JLL'3f11')VJVJ·o>.J 'Yl'V'lU 
v 

11~a'3i'.im')tJi'u'llmvimm-3viailn 1~uri 

1 I .J'l VCl.I J' I 

cyclosporin 1J')::'H11'3'YI VJ')Uf.11\rnm-3 

a~ 1 La>.J fl vi1') 1vi"-rui 011 ilu ')1 "lvi fl rn 'V'll:: 

a fl
1

1'3 ~'31011 ilu~a ::a1fllu1 'l.l >Ju La~>.J t1 t.1 
v 

01aavi m')-ruth::mui011il1JV11')-rutJ')::'YJ1u 

flU1'3Utlfl 2 -i1 li.1~rit1u'l~irnn orlistat L ~ti 
"' .J 4 "' "' 'HanLafl'3f11'j'jtJmum')V1VJ'lf>.J'l.lv'31011>.Ju 

v 

" L'liuL~fl1num 1 'H>-l'n-3'Ha1mrnm') 

Cl.I " "' !11 ~ .J " ')nlfl LLa~m f11'j'lJ1'3 LVI fl'3'l.ltl'3f.11 L uU '1'3'YlG'l 8'3 

&lVJ011).Jtl1JoJf) 1tJ C.Jaf11'ji~fl~~'Halfl~tl1in 
""'fl! "' °'1 ,.,J.,. fl 1'3fl~LU1J f11')1'1 fl 1J 'Yll-3 f11') LL 'V'l'Yl fl 'YI >.J f11') 

.. "·'' .J " 1 rnana')')t-Ju1fl'YIL'H)J1::a)J 'l.lv)Jamw1~ u 
v v 

tJ ')::'lf1 n 'iU1'3 n a' >.J ii''3 Vl-3 01" ti~ &l vim )J 01' fl 1 tJ • 
a1'Hiu 1 im~ mm'i'll1'3 LAfl'3if u1 ui tl>.Ja L da-3 

v 

01" u hi 'V'lU t11 f11 'ji1'3 L ?1 fl'3 ~')U LL ')'3 lirn a' >.J • • 
tJ'i::'lf1m~Am:n a1'HiulutJ'i::'lf1m~11tJvi~ 

'li'mfol-6' 
d ."1 d " "' :' Lu f1'3'11nucym L ') fl-3 m1 >.J tl1\J 'H') mn 

., ., .J "' J: !11 ."1 .J "' ... 1 ., 
'H\JnG'l1'YILOU\JlJ Lu\JuqJ'Hl'Yli.ICjalJ 'OJOU>.Jln 

f11')Am:n~'3'Hmfl~lhm')i~EJ 1~n11u~tl1fl 
v 

~ i'.itlimr n LfllJ tlU1'3-a'VI L'OJ\J 1 U'Yl1~f11') LL W'YIV 

Lrn::i'.i'llau'3~1um')avitl1'Hun~1flt.11 1ii1~ 
il'3 L tl'u tl'3U'i::'lf1n'in~ "~~ tl-3 f11')avitl1'HU n • • 

d J: v 
LWflVl11>.Jalfl'31>.J ')1>.J'Yl'3'l.I a>.Jat-.iam'i 

v 

Q.I dQ.I d tJ ' d !' Q.I 4!11. 

'iff\fl'Yl1vinm'11n 'i::'ll'1n')na>.J'Yl1Jl'H\JnLmJ • 
m'itl1mm 1'll'L utJ'i::'ll'1m~11 tJ m'i\lj'OJ1')ru1 
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O'l risk benefit ratio ·ni.i hlil'lA11i.J~)J~1 

ivim.h::a'l~'llti'lm')~m:nnllilvl'li'lLil'llllftl1 • • 
'Hunnarni1~ ideal body weight LL~L\hrn1') 

!' .., ...J .,j .J ... J' 
GlVlll1'Hlln\J1'l'11\JLWml'll111WYIVl'lJ\J • 

mi1'A1')tl1m l'lf'1 u n'jru'lJ ti'I ~thu~ 
el1\J"t11'ln1')LLWYIU LLa::olti'llvl~Unl')VILLa 

u 

L~ti'lm')tl~uG1~1tiltlnum'jmu~i.imln') 
I I .,j :: J'.., "" 

mn'lvitimti'I irnmnmmmmNm<Ji.i 

\J'):: 1u'lfutifi1'lmn lu~thmml111u'lfilvi~ 2 
u 

t ".'i .Jr GI Ao ~ 1 ..,..,1 ... 
vi muvn::r.J u1ur1u1mJmnun'l un')flJYI r..i 

u u 

tJ1mllllLU1'H11\JLL~1 l1~tiiim1i.1L~U'llllm') 
LlJllLU1'H11ll 

c.. ~ Ao c.. ~I • .J' 
r..ian111<JUY11'1AallnLulln1')\J1U1ll 

m l'lf~1i.i 1 tlnum1A1UAi.Jt11l111LLa::tl~u • 
tl·N1Cim')~11'1~1V1~'lwui1 lvl'r..ia~ n1')U1m • 
dm H11JY11'1Aailn 1 lflvl'r..ia lurri'.hmf1JnA1') 
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