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Las estatinas se han convertido en la piedra
angular del tratamiento de la hipercolesterole-
mia Su descubrimiento, en los afos ochenta di6
origen a una serie de debates sobre la importan-
cia que suponia reducir los niveles de colesterol
y su relacion con la evolucién y prevencion de
las enfermedades cardiovasculares.

Son inhibidores selectivosy competitivos de
la 3-hidroxi-3-metilglutaril coenzima A (HMG-
CoA) reductasa, enzima limitante de la veloci-
dad de sintesis de colesterol, por ser responsable
de la conversion de 3-hidroxi-3-metil-glutaril CoA
a mevalonato , precursor del colesterol. La inhi-
bicion de la enzima, aumenta el nimero de re-
ceptores hepaéticos para LDL, incrementandose
la captacion y catabolismo.

Actualmente existen seis inhibidores de la
HMG-CoA reductasa: Lovastatina, simvastatina,
pravastating, fluvastating, atorvastatinay cerivas-
tatina. Los tres primeros son de origen natural,
producidos por e hongo Aspergillus terreus y
los restantes sintéticos.

Como grupo son los agentes més efectivos
descubiertos hasta la fecha para tratar pacientes
con hiperlipidemia primaria asociada con la
elevacion de LDL..

Presentan recciones adversas que en un 2%
de los casos han obligado a supender su admi-
nistracion. Asi, en estudios clinicos controlados
con placebo se ha observado un aumento de la
incidencia frente al placebo en sinusitis (3,8%)
cefaleas (2,2%), rinitis (1,8%), mayor frecuencia
de tos (1,8%) , insomnio (1,6%), sindrome gri-
pal (1,4%), mialgias (1,2%), dolor abdominal
(0,8%), dolor de espalda (0,5%).

Statins have become the corner stone in the
treatment of hypercholesterolemia. Their disco-
very, during the 1980's gave rise to a series of
debates on the importance of reducing choleste-
rol levels and its relationship with the evolution
and prevention of cardiovascular disease.

Selective and competitive inhibitors are 3-
hydroxy-3-methylglutaryl coenzyme A (HMG-
CoA) reductase, an enzyme limiting the rate of
cholesterol synthesis as a consequence of being
responsible for the conversion of 3-hydroxy-3-
methylglutaryl coenzyme CoA, a mevalonate
precursor of cholesterol. The inhibition of the
enzyme, increases the number of hepatic recep-
torsfor LDL, boosting reception and catabolism.

Currently, six HMG-CoA reductase inhibitors
are known to exist: Lovastatin, simvastatin, pra-
vastatin, fluvastatin, atorvastatin y cerivastatin.
»The first three are of natural origin and are
produced by the Aspergillus terreus fungus whi-
le the remainder are synthetically produced.

They are considered as the most effective agents
discovered to date in the treatment of patients
suffering from primary hyperlipidemia associa-
ted with an increase in LDL.

Concomitant adverse reactions, requiring the
suspension of their use have been associated with
2% of cases. Similarly, controlled clinical stu-
dies with placebo have observed increasesin their
incidence in comparison with placebo in: sinusi-
tis (3.8%) cephaleas (2.2%) rhinitis (1.8%), in-
creased coughing (1.8%), insomnia (1.6%) the
flu syndrome (1.4%), myalgias (1.2%), abdomi-
nal pain (0.8%), back pain (0.5%).

Ars Pharmaceutica, 43:1-2; 83-85, 2002



Durante el tratamiento con estatinas se han
descrito aumento de los enzimas hepaticos, la
mayoria de las veces leves y asintomédticas, se
recomiena por consiguiente realizar controles
de la funcion hepatica antes del inicio del tra-
tamiento y de forma periédica, una vez instau-
rado el mismo.

Se han observado elevaciones esporadicas de
la creatinfosfoquinasa (CPK), generalmente sin
relavancia clinica. Se asocia raramente con mio-
patias asociadas a elevaciones marcadas de CPK
y /o mialgias difusas con sensibilidad o debili-
dad muscular. Se debera suspender la medica-
cién, siempre que se observe una marcada eleva-
cion de los niveles de CPK 0 bien en caso de
diagndstico o sospecha de miopatia. Es sabido
que €l riesgo de aparicién de miopatia puede
incrementarse en aguellos pacientes tratados con
inhibidores de la HMC-CoA reductasa y conco-
mitantemente con ciclosporina, fibratos, eritomi-
cina, itraconazol, é&cido nicotinico, u otros far-
macos con capacidad para inhibir la actividad
de laisoenzima hepética CYP3A4. El riesgo de
fallo renal secundario arabdiomiolisis es mayor
cuando el metabolismo de las estatinas es inhi-
bido, aumentando asi sus concentraciones plas-
maéticas y prolongando la exposicion a farmaco

Todas las estatinas son efectivas parareducir
los niveles de LDL de manera dosis dependien-
te.

La cervastatina es la estatina mas reciente, se
introdujo en Espafa en 1998 y ha demostrado
mayor potencia en la reduccion de los niveles de
colesterol, una dosis de 0,4 mg proporciona una
reduccién media de colesterol LDL del 40%, muy
superior a la observada en los estudios 4S o
WOSCOPS, produce ademas un incremento medio
de colesterol HDL y una reduccién media del
26% en los niveles de triglicéridos.

Aungue la rabdomiolisis es una reacciéon ad-
versa asociada al uso de estatinas, la frecuencia
de aparicion para cerivastatina es mayor a de-
nunciado para las demés. Es una reaccion dosis
dependiente, por o que cualquier circunstancia
gue aumente sus niveles plasmaticos, incremen-
ta su riesgo de aparicion.

El hecho de que las dosis activas de este
farmaco osciles entre 0,1 y 0,4 mg (frente a un
minimo de 10 mg en el resto de las estatinas)
hace que sea més facil sobrepasar el margen de
seguridad y es precisamente en el incremento
de la dosis es donde esta la clave.
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During statin treatment, increases in hepatic
enzymes have been described. Although in most
cases such increases are slight and asymtomatic,
functional hepatic monitoring is recommended
before the commencement of treatment as well
as on a periodic basis during treatment.Sporadic
elevations in creatinphosphoquinase (CPK) that
are generally of no clinical relevance have been
observed. On rare occasions, they are associated
with myopathic symptoms for high CPK increa-
ses and/or vague myalgias with muscular weak-
ness or sensitivity. Medication should be termi-
nated either when high increases of CPK levels
have been observed or when myopathy is diag-
nosed or suspected. It is already well known
that the risk of the appearance of myopathy may
increase in those patients that have been treated
with HMC-CoA reductase inhibitors together with
cyclosporins, fibrates, erythromycin, itraconazo-
le, nicotinic acid, or other medicines having an
inhibitory capacity on the activity of the hepatic
isoenzyme CYP3A4. The risk of renal failure as
a side effect of rhabdomyolysis is higher when
the metabolism of the statins is inhibited increa-
sing its plasmatic concentrations and prolonging
its exposure to the drug.

All statins are dose dependently effective in
reducing LDL levels.

Cerivastatin, one of the most recently used
statins, was introduced in Spain in 1998 and has
been found to posses the most powerful proper-
ties as a reducing agent of cholesterol levels. A
dose of 0.4mg may produce an average LDL
cholesterol reduction of 40%, representing a much
higher reduction value than that observed in 4S
or WOSCOPS studies. Additionally, it produces
an increase in HDL cholesterol and an average
triglyceride reduction of 26%.

Although rhabdomyolysis is an adverse reac-
tion associated with the use of statins, its fre-
guency associated with cerivastatin is higher than
that reported for other statins. It is a dose de-
pendent reaction where any circumstance cau-
sing an increase in plasmatic levels will result in
the risk of its appearance.

The fact that active doses of this drug osci-
llate between 0.1 and 0.4 mg (as opposed to a
minimum of 10mg for the other statins), makes
the possibility of exceeding safe limits more likely.
Dose increases represent the key to the problems
arising from the use of this drug.



ESTATINAS EN EL TRATAMIENTO DE DISLIPEMIAS

El pasado mes de Junio, el sistema espariol
de farmacovigilancia conocio 34 casos de rabdo-
miolisis relacionados con el uso de cerivastatina.
En el 65% de los casos €l paciente tenia un tra-
tamiento concomitante con gemfibrocilo, asocia-
cion que ya estaba bajo sospecha. En USA el
numero de fallecimientos por cerivastatina es
mayor porque alli estd comercializada una ceri-
vastatina de 0,8 mg, el doble de dosis que en
Europa.

Las agencia del medicamento de todos los
paises de la UE acordaron retener (no retirar)
las especialidades que contienen cerivastatina con
el fin de modificar la ficha técnica y prospecto,
incluyendo determinadas recomendaciones so-
bre posologia, deteccién y advertencia a los pa-
cientes sobre interacciones con gemfibrocilo y
el riesgo de rabdomiolisis. Posteriormente €l la-
boratorio fabricante decidi6 retirar del mercado
este farmaco.
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Last June, the Spanish pharmaco surveillence
service detected 34 rhabdomyolysis cases that
were related to the use of cerivastatin. In 65% of
such cases, the patient had undergone concomi-
tant treatment with gemfibrozil, whose associa-
tion with such a problem had already been under
suspicion. In the USA the number of fatalities
caused by cerivastatin can be explained by the
fact that this drug is commercialised at doses of
0.8 mg, double that in Europe.

Medical agencies in countries throughout the
E.U. agreed to retain (not withdraw) medicines
containing cerivastatin in order to modify the
medical specifications and patient information
leaflet on the drug. Additionally, recommenda-
tions concerning dosage as well as warnings and
detection of problems associated with gemfibro-
zil and the risk of rhabdomyolysis were to be
included. However, the manufacturing laboratory
has subsequently decided to withdraw this medi-
cine from the market.
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