CHAPTER 11
REVIEW OF GEMFIBROZIL

Gemfibrozil

‘lipid—regulating agent, which is

classified as a, derivative. It was launched

bl

to the market € proprietary name Lopid“

by Parke-Davi
1. Physicoc

Name :i\'\; 2 i1
Chemic me ﬁﬁm-s (2,5-dimethylphenoxy)-2,2-
thylpentanoic acid

e waxy crystalline solid
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q Figure 1 Chemical structure of gemfibrozil

" Molecular Weight 250.35

Melt ing Rancge Betv}een’SBo and 61°C

Solubility Very élightly solublé in water
‘Praétically insoluble in aléohol,

chloroform



2. Pharmacological Effect (Todd and Ward, 1988)

The fundamental mechanism of action of gemfibrozil
is mnot well established. Lipoprotein lipase activity |is
increased and hepatic triglyceride production is decreased,

but more significantly there is a marked increase in,the

clearance of triglyceride om plasma. Increased HDL is

/ﬁ\esis of the major HDL
A1 q It is difficult to
T

associated with

carrier apolipop

interprete whi s of gemfibrozil are

Ward, 1988)

primary or seco
Q.. Therapeutic

Gemf ibrozi :“‘ ap s Aﬂld be used selectively

in patients who have o

onded to dietary control or
"'_- .-‘“'J_.#J’

5 o jff 1t may be used in

other mnon-pha

Fredrickson  §¢, r _“ﬂ and hyperlipidemia
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associated witm diabetes.

Gemfibrozil i; rapidly and completely absorbed,
with‘ peak plasma levels occuring one to two hours after
oral administration. The dose  of ¢gemfibrozil 600 mng
twice daily produced mean peak plasma cdncentration

between 15 and 25 mg/L (Anon, 1982; Okerholm, 1976).
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Plasma drug concentration is directly proportional to
dose and tends to rise during repeated administration,
although steady-state is achieved within 7 +to 14 days

with twice daily dose (Smith, 1976).

Distribution :

The tissu : on of gemfibrozil and
transfer of th t%’ milk or across the
Whaow :

placenta have eporte gkin humans. In. vibro,

gemfibrozil serum albumin (87 to
98.6%) at ations (Anon, 18823

Hamberger et al.

Metabolism

GemfiBro L ge ls ed to a number of

compounds “5Gf—_“_m.MA 35“metabolite is +the

e. All %the metabolites and

e ol Vi) ‘Vl?:l“ﬁ’%‘ﬂ WS
AR AN IUNAATVEANY e

gemf&brozll after oral adm:nistration of 600 mg doses to

benzoic acidEﬂ deriva

healthy subjects is 1.5 to 2.0 hours (Smith, 1976):.



5. Adverse Effects (Frick et al., 1987)

There have been no reports of sericus adverse
reactions which are definitely attributable to the drug.
Gastrointestinal symptoms and rash are the only effects

cccuring more frequently -than with placebo, although the

Helsinki Heart Study are suggestive that these

‘y/ime. Additional adverse
@e a causal relationship

, \\:S\:Tiare gallstone formation,

. No clear pattern

adverse effects
effects that hav

to treatment wit,(
cholestatic jau
of drug-related

ed by clinical laboratory

tests.

6. Dosage and A _w-»"i' 1 ovanen, Koskinen and

Manninen, 1886)

The '@ # ¥ gemfibrozil is 600 mg

twice daily gi!}n 0

-;qug morning and evening

meals. Some de nts may ngspond to SO0 mg per day and a

ron may B4 %%EJ%?%N BIN3
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Gemf'ibrozil is highly protein bpund. As such,

it might be expected to interact with other protein bound

52

drugs. Howevér, the only significant drug interaction seen



so far is an enhancement of the effect of anticoagulants.
The dosag€e of anticoagulant should be reduced +to maintain
prothrombin time at +the appropriate level +to prevent

bleeding complications.

8. Contraindication (Frick et al., 19873 Nash, 1880)

Contraindi_;
g€allbladder diseaee ) kj'WFﬁym%;; ensitivity to gemfibrozil.
Safety and effi tablished in children,
and gemfibrozil pregnant or lactating

women if the be shs any potential risk.
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