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Introduction

First characterized in 1966 [1], the peroxisome is a
ubiquitous cellular organelle surrounded by a single
membrane. Its size ranges from 0.2 to 1 mm diameter
and so far, more than 50 biochemical pathways have
been characterized within peroxisomes [2]. Among the
major peroxisomal functions are peroxisomal oxidation
and respiration, fatty acid b-oxidation, cholesterol syn-
thesis, ether-lipid synthesis (plasmalogen biosynthesis),
catabolism of purines (restricted to certain species) and
D-amino acids, and metabolism of dolichol and gly-
oxylate. Peroxisomes serve either catabolic or anabolic
functions that can be either exclusively peroxisomal or
shared with other cell compartments (cytoplasm, endo-
plasmic reticulum and mitochondria). In the latter

case, the peroxisomal contribution may be essential
(plasmalogen synthesis) or complementary (cholesterol
synthesis). While peroxisomal proteins represent only
2.5% of the total cell protein content in the liver, the
existence of peroxisomal diseases (Zellweger’s syn-
drome, adrenoleukodystrophy) which are associated
with major, often fatal, neurological impairments [3, 4]
and the relation between changes in peroxisomal
metabolism and toxicological processes [5] have both
emphasized the importance of peroxisomes in human
health.
The role peroxisomes play in aging is not yet well
understood due to a lack of data, in part because
human peroxisomal disorders mainly affect children or
young adults, and toxicological studies are usually per-
formed on young animals. However, numerous perox-
isomal metabolic pathways produce high amounts of
hydrogen peroxide (H2O2). This release of H2O2 takes* Corresponding author.
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place in an organelle involved in metabolic processes of
major importance for membrane lipid composition and
function. The occurrence of reactive oxygen species
with lipid components in the same organelle is likely to
result in alterations that may modify peroxisomal func-
tion and, subsequently, the lipid composition and func-
tion of membranes. Antioxidant activities (catalase)
help the peroxisome to prevent such changes by balanc-
ing the levels in reactive oxygen species. However, a
number of age-related changes in peroxisomal H2O2-
generating activities, antioxidant activities and lipid
metabolism may alter the balance between pro- and
antioxidants and result in major changes in the function
of peroxisomes, membranes and cells. Such changes are
consistent with both free-radical and membrane theo-
ries of aging [6–10]. This review presents arguments for
a significant role of peroxisomes in the aging process by
offering an overview of the current data available in this
particular field, as well as hypotheses and future direc-
tions that can lead to a better characterization and
understanding of the role of peroxisomes in aging and
aging-related degenerative diseases.

Peroxisomes and the aging process

In a recent review, the role of peroxisomes in the aging
and age-related degenerative diseases was mainly at-
tributed to an age-related impairment in the oxidative
stress status [11]. Peroxisomes contain multiple H2O2-
producing oxidases as well as enzymes involved in the
breakdown of free radicals (see table 1). In this context,
peroxisomes are likely to participate to the aging pro-
cess through the generation of reactive oxygen species,
according to the free-radical theory of aging [6, 7].
However, recent data on peroxisomal function during

aging suggest a more complex role of peroxisomes in
the aging process. Peroxisomes play a unique role in
lipid metabolism, and aging-related changes in perox-
isomal fatty acid oxidation activity have been recently
characterized in rodents [25, 26]. Such changes in perox-
isomal lipid metabolism may alter membrane lipid com-
position in ways which are similar to those found in
peroxisomal diseases [27–31]. Although the changes in
lipid composition generated by the aging-related de-
crease in peroxisomal activity are likely to be milder
than those observed in severe peroxisomal diseases, they
may be significant enough to influence membrane func-
tion and thereby contribute to age-related declines in
cell function. In this regard, the involvement of perox-
isomes in the aging process may also be related to the
membrane theory of aging [9, 32].
The impact of age-related decrease in peroxisomal lipid
metabolism would be of significance if the class of lipids
affected by such changes are critical for the organism.
For example, peroxisomal b-oxidation presents a spe-
cificity for the oxidation of very long chain fatty acids
(VLCFA) that are poorly oxidized by mitochondria [33]
(see later). VLCFA accumulate in patients with perox-
isomal disorders, and they are associated with severe
and often fatal neurological impairements [28]. Perox-
isomal b-oxidation is also required for the synthesis of
docosahexaenoic acid (DHA or 22:6n-3) [34, 35]. DHA
is a critical fatty acid for membrane structure and
function especially in the brain and retina (see later),
and patients with peroxisomal disorders affecting the
b-oxidation system present a deficiency in DHA [31,
36].

Current data

Peroxisomal oxidases, antioxidant enzymes and aging
Peroxisomes were named after their ability to produce
H2O2 by the action of several enzymes termed oxidases
[37]. A list of these oxidases can be found in table 1.
These oxidases have the ability to use molecular oxygen
directly for the transformation of their substrates,
with a concomitant release of H2O2. H2O2 is toxic
for cells and can be subsequently converted to the
hydroxyl radical (·OH−), the most potent reactive oxy-
gen species.
To prevent cell damage from the production of H2O2

and/or its reactive oxygen derivatives, peroxisomes con-
tain large amounts of the enzyme catalase [1]. Catalase,
an enzymatic marker of peroxisomes, decomposes hy-
drogen peroxide into water and oxygen. The combina-
tion of H2O2 production and decomposition is termed
peroxisomal respiration. Peroxisomes are estimated to
contribute up to 20% of total liver respiration [1].
Therefore, an increase in the ratio between peroxisomal

Table 1. Enzymes involved in the production and degradation of
reactive oxygen species in peroxisomes.

H2O2-generating enzymes Antioxidant enzymes

Acyl-CoA oxidase [12] catalase [1]
D-Amino acid oxidase [1] superoxide dismutase [23]
Cytochrome b5 reductase [13] glutathione peroxidase [24]
Cytochrome P450 [14]
Glutaryl-CoA oxidase [15]
L-a-Hydroxyacid oxidase

A and B [1]
Oxalate oxidase [16]
Pipecolic acid oxidase [17, 18]
Polyamine oxidase [16, 19]
Pristanoyl-CoA oxidase [20]
Trihydroxycholestanoyl-CoA

oxidase [21]
Urate oxidase [1]
Xanthine oxidase [22]
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Table 2. Changes in peroxisomal enzyme activities and functions during aging (?, unknown; *, unpublished results).

Enzyme/Function Tissue Species Strain Gender Age-related changes

Catalase liver mouse OF1 F decreased [25, 26, 47]
CSWW F decreased [25]

rat Wistar M decreased [46]
Wistar ? decreased [54]
Sprague-Dawley M decreased*

Urate oxidase liver mouse OF1 F decreased [26,47]
rat Wistar M increased [46]

D-Amino acid oxidase liver rat Wistar ? increased [54]
Acyl-CoA oxidase liver mouse OF1 F decreased [26, 47]

rat Wistar M decreased [46]
F344 M unchanged [55]
Sprague-Dawley M decreased*

Bi(tri)functional enzyme liver rat Wistar M increased [46
Thiolase liver rat Wistar M increased [46]
b-Oxidation liver mouse OF1 F decreased [25, 26]

CSWV F decreased [25]
brain rat Wistar M decreased [56]

free-radical-generating and free-radical-degrading en-
zymes is likely to result in an increase in cellular dam-
age caused by an increased leakage of reactive oxygen
species.
When rodents are exposed to peroxisome proliferators
(PP), a class of structurally diverse chemicals which
trigger a pleiotropic response in specific tissues, a
tremendous alteration in lipid homoeostasis occurs, and
several organelles and lipid-related metabolic pathways
are affected. The peroxisome is the most sensitive or-
ganelle to PP, and peroxisomal metabolic pathways are
affected differently. The peroxisomal b-oxidation
system can be induced 10-fold, whereas catalase ac-
tivity and dihydroxyacetone-phosphate acyltransferase
(DHAP-AT, the key enzyme in plasmalogen synthesis)
activity undergo a 2-fold increase [38]. Additionally, the
response to PP is tissue- as well as species-specific. The
liver is the most responsive tissue, whereas the brain is
unresponsive. Rats and mice are generally highly sensi-
tive to PP, whereas guinea pigs, monkeys and humans
are not (or almost not) responsive. The induction of
peroxisomal metabolism by PP has clear implications
for oxidative stress, since the key enzyme in peroxiso-
mal b-oxidation, acyl-coenzyme A (CoA) oxidase, be-
longs to the group of H2O2-generating enzymes. The
differential induction of H2O2-generating and H2O2-
degrading enzymes by PPs eventually led to the propo-
sition that carcinogenicity associated with long-term
treatment with PPs results from an increased release of
H2O2 [5]. Additionally, treatments with PP were associ-
ated with an increase in lipoperoxidation and lipofus-
cin, an end product of free-radical alteration [39–41].
Lipofuscin accumulation is considered to be a marker
of aging [42]. Since alterations in pro- and antioxidant
peroxisomal enzyme activities influence the rate of lipo-
fuscin formation, it seems likely that age-related

changes in peroxisomal metabolism would influence the
aging process. However, the relationship between per-
oxisomal function and lipofuscin production under nor-
mal conditions (without PP treatment) and its
significance for the aging process is not yet established.
Nevertheless, the occurrence of metabolic pathways for
lipids sensitive to free radicals (polyunsaturated fatty
acids (PUFA) and plasmalogens) and H2O2-generating
metabolic processes in the same organelle is likely to
result in lipoperoxidation and lipofuscin production.
This point remains to be clarified, but it is likely that its
impact on human aging is quite different from the
PP-treated animal situation (human peroxisomes do not
respond to PP). Additionally, as described below, the
changes in peroxisomal function occurring during aging
have nothing in common with those in PP-treated ani-
mals.
Table 2 summarizes the known age-related changes
in different peroxisomal enzymes and functions re-
ported so far. Each change will be addressed, and
the significance of such changes for the aging process
discussed.
Catalase activity has been shown to decrease during
aging [43–45]. This raises the possibility of increased
levels of free radicals in peroxisomes and, since H2O2

freely diffuses across the peroxisomal membrane, within
the whole cell as well. Such changes in catalase support
the free-radical theory of aging. However, some studies
have shown that both acyl-CoA oxidase and catalase
present a similar pattern of activity throughout life,
including the aging period, in the liver [25]. In fact, the
calculated catalase-to-acyl-CoA oxidase ratio remains
unchanged from adulthood throughout aging, suggest-
ing no impairment in the balance between these two
activities during aging and, therefore, no increased lev-
els in the peroxisomal H2O2 content. A subsequent
study showed that, in addition to the age-related de-
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crease in acyl-CoA oxidase, urate oxidase activity was
found to be decreased as well [26]. The age-related
decrease in peroxisomal catalase, acyl-CoA oxidase, b-
oxidation and urate oxidase activity partly confirms a
previous study describing the enzyme contents in isolated
peroxisomes from young and old male Wistar rat liver
[46]. Quantitative SDS-polyacrylamide gel electrophore-
sis (PAGE) immunoblot analysis revealed that compared
with young animals, peroxisomes from old animals pre-
sented a decreased content of the enzyme catalase and
the three components of acyl-CoA oxidase. These results
are arguments for preservation of the balance between
peroxisomal free-radical-generating and free-radical-
scavenging enzymes in aging. The same study also found
that the protein content for both the bi(tri)functional
enzyme and the thiolase (component of the peroxisomal
b-oxidation) is decreased in isolated peroxisomes from
old animals compared with young. However, urate oxi-
dase content was found to be increased in liver perox-
isomes isolated from old rats [46]. The apparent
discrepancy between the reduction in urate oxidase activ-
ity in mouse liver homogenate [26, 47] and the increase
in urate oxidase protein in isolated peroxisomes [46]
could be explained if equal amounts of protein from the
young and old isolated peroxisome fraction were loaded
in the SDS-PAGE gel prior to immunoanalysis [46]. As
long as there is a decrease in catalase and acyl-CoA
oxidase protein content in isolated peroxisomes, then
loading equal amounts of protein in the gel will generate
an apparent increase in the protein content of other
enzymes (urate oxidase). Additionally, heterogeneity is a
characteristic of peroxisomes [48, 49], and densitometric
methods used so far to isolate peroxisomes fail to recover
the full range of peroxisomes because of contamination
by other organelles with peroxisome-like density and
sedimentation coefficients. The technique used by Beier
and co-workers in 1993 for the preparation of isolated
peroxisomes from young and old rat livers allows the
recovery of a narrow range of peroxisomes with a density
of 1.245 g/cm3 [46]. Later, the same group demonstrated
the existence of two peroxisome subpopulations using a
modification of their original technique [49]. The first
subpopulation, termed ‘heavy’ peroxisomes, bands in
metrizamide gradient at a density of 1.24 g/cm3, and the
second subpopulation, termed ‘light’ peroxisomes, bands
at a density of 1.20 g/cm3. Therefore, isolated perox-
isomes obtained from young and old rat livers belong
mainly to the heavy fraction. Differences in the protein
content between heavy and light peroxisome populations
have been demonstrated, the former being more enriched
in urate oxidase. This heterogeneity is likely to influence
the results when studying peroxisomes that are isolated
using a densitometric method. New peroxisome purifica-
tion techniques such as the recently developed immuno-
magnetic isolation of peroxisomes may help to clarify the

problem with urate oxidase, since this technique will
allow investigators to recover a broader range of perox-
isomes without contaminating organelles [50]. Finally,
species differences may explain the discrepancy observed
for urate oxidase activity as a function of aging in rat [46]
and mouse [26, 47].
The significance of changes in uric acid oxidase in the
aging process is dual, as this enzyme produces H2O2 and
since its substrate (uric acid) has been characterized as an
antioxidant. The antioxidant property of uric acid is
thought to be a major factor in decreasing radical-
induced aging and cancer [51]. An age-related decrease
in urate oxidase activity should lead to an increase in uric
acid levels and a lower production of H2O2. As a result,
less damage related to urate oxidase mediated-H2O2

generation would be expected, with a concomitant in-
creased antioxidant status. On the other hand, an in-
crease in urate oxidase activity would lead to an increase
in damage caused by H2O2 with a concomitant lower
antioxidant status. One report described an increase in
uric acid levels in striatal synaptosomes in aged rats
compared with young [52], suggesting a lower urate
oxidase activity. However, the same study demonstrated
that total striatal uric acid levels are decreased in these
same aged rats. The way urate oxidase activity is affected
by aging remains to be clarified, as contradictory data
exist on this point. However, whether urate oxidase is
decreased or increased during aging represents a minor
point in the field of human aging, since urate oxidase is
not expressed in humans [53].
D-Amino acid oxidase activity was reported to be in-
creased in the liver of 26-month-old Wistar rats as
compared with 14-month-old animals [54]. This supports
the hypothesis of an aging-related increase in the levels
of free radicals generated within the peroxisome. It also
emphasizes that additional studies on all the peroxisomal
H2O2-producing enzymes are required, to clearly deter-
mine if there is any change in the peroxisomal free-rad-
ical status, and to give arguments to the oxidative stress
hypothesis proposed by Masters and Crane [11].
Based on available data, it is difficult to provide a
definitive assessment of whether the aging process affects
the peroxisomal free-radical status, since many peroxiso-
mal oxidases remain to be studied as a function of aging.
It is recommended that future work on the peroxisomal
free-radical status during aging include data on both the
free-radical generating and degrading pathways [25].

Peroxisomal b-oxidation, fatty acids, membrane
composition and aging
In addition to oxidases and free-radical scavenging en-
zymes, peroxisomes have unique biochemical pathways
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involved in various lipid metabolic processes. An
aging-related decrease in peroxisomal lipid metabolism
is likely to affect the peroxisomal b-oxidation pathway
[38], specific for VLCFA that are poorly oxidized by
mitochondria [33], DHA synthesis [35] and plasmalogen
biosynthesis [57]. The following paragraphs describe
these metabolic pathways, the importance of these
lipids in health, the current data on aging-related
changes in these peroxisomal metabolic pathways and
their relevance for the aging process.
Peroxisomal b-oxidation. One of the main physiologi-
cal roles of peroxisomal b-oxidation is to prevent the
accumulation of VLCFA within the organism. These
fatty acids are toxic for the cell and for the organism.
VLCFA accumulation is the hallmark of all peroxiso-
mal disorders affecting the b-oxidation pathway and is
associated with severe neurological disorders [27, 28, 64,
65].
The oxidation of fatty acids takes place in both mito-
chondria and peroxisomes. Though each organelle oxi-
dizes fatty acids through a similar b-oxidation system,
the peroxisomal b-oxidation pathway (fig. 1) differs at
many points [58]. Peroxisomal b-oxidation shows a
specificity for the VLCFA (chain length of 20 and more
carbon atoms). These fatty acids are preferentially,
if not exclusively, oxidized within the peroxisomes. Sev-
eral factors explain this difference, the main one being
a lack of acyl-CoA synthetase specific for VLCFA
in mitochondria [59]. Unable to activate the VLCFA
(see fig. 1), the mitochondria are unable to metabolize
them.
The unsaturation index influences the rate of fatty acid
oxidation by peroxisomes, polyunsaturated fatty acids
being oxidized faster than the corresponding saturated
fatty acids [25, 26, 60, 61]. Additionally, the position of
the first carbon-carbon double bond from the car-
boxylic function of the fatty acid influences the oxida-
tion rate [61]. The combination of these two properties
(chain length and unsaturation specificity) gives perox-
isomes a wider range of action regarding fatty acid
oxidation than mitochondria.
Peroxisomal b-oxidation, however, is not as efficient as
its mitochondrial counterpart for fatty acid oxidation
and is usually referred to as not going to completion.
Whereas the mitochondrial b-oxidation is a complete
oxidative pathway, degrading a given fatty acid into its
corresponding amount of acetyl-CoA units, the perox-
isomal b-oxidation is usually considered a chain-short-
ening pathway, permitting only a few cycles of
b-oxidation for a given fatty acid. The exact number of
cycles completed by the peroxisomal b-oxidation still
remains to be clarified [62, 63]. It is likely that many
factors such as chain length, unsaturation index, current
metabolic state of the cell and competition between

different fatty acids all influence the number of b-oxi-
dation cycles in vivo.
The chain-shortening property of peroxisomal b-oxida-
tion unexpectedly results in an anabolic process: the
terminal step in DHA biosynthesis [35]. This fatty acid
is of major importance for the structure and function of
the retina and brain membranes. Data from studies of
developing rats given a diet restricted in n-3 fatty acids
show DHA-deficient membranes as well as alterations
in biochemical, toxicological and neurological parame-
ters [66]. Retinal response to light has been reported to
be 10 times lower in n-3 deficient rats [66] and fish [67].
Sensitivity to neurotoxins was also increased, scores in
learning task tests were dramatically decreased, and
Na+, K+-adenosine triphosphatase (ATPase) activity
was also altered in n-3 deficient rats [68].
The exact biosynthetic pathway of DHA was until
recently a question of debate. The biosynthesis of all
PUFA occurs mainly in the endoplasmic reticulum,
where two different sets of enzymes, desaturases and
elongases, metabolize PUFA precursors, linoleic acid
and a-linolenic acid, to eventually produce PUFA with
longer chain lengths such as arachidonic (ARA or
20:4n-6) acid and eicosapentaenoic acid (EPA or 20:5n-
3). Desaturases add a carbon-carbon double bond to
the fatty acid carbon backbone, resulting in an increase
in the unsaturation index, whereas elongases add an
acetyl residue to the fatty acid carbon backbone, result-
ing in an increase in the fatty acid chain length. Al-
though it was initially believed that DHA synthesis
occurs from EPA by elongation and D4-desaturation, it
has recently been shown that the final step is peroxiso-
mal and proceeds through retroconversion of 24:6n-3.
This latter fatty acid results from the elongation of EPA
to 24:5n-3 followed by D6-desaturation [34]. This find-
ing explains why a severe deficiency in DHA occurs in
patients suffering from some peroxisomal disorders [31].
These recent data on DHA synthesis [35] have led to a
complete reevaluation of the pathway for PUFA syn-
thesis [69], and they have established the existence of a
close collaboration between the endoplasmic reticulum
and peroxisomes in the determination and maintenance
of membrane lipid composition [70].
In humans, all fatty acids can be synthesized de novo
except fatty acids from the n-6 and n-3 series. These n-6
and n-3 unsaturated fatty acids are called essential fatty
acids because they are absolutely required for the
biosynthesis of longer n-6 and n-3 fatty acids. Both
18:2n-6 and 18:3n-3 must be provided by the diet in
order to avoid any deficiencies in ARA, EPA or DHA.
As in rodents and fish, in humans a deficiency in n-3
fatty acids precursors results in retinal and neurological
impairments [66–68, 71, 72]. Interestingly, each fatty
acid family is metabolically independent, so that n-6
fatty acids cannot be used to generate n-3 fatty acids.
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Figure 1. The oxidation of fatty acids by peroxisomes: activation
step and subsequent b-oxidation cycle.

reticulum support this concept [76]. The spatial associa-
tion of peroxisomes with the endoplasmic reticulum led
to the proposition that peroxisomes are of microsomal
origin [77], but later studies ruled out this hypothesis
[78–80].
Peroxisomal b-oxidation, membrane composition and ag-
ing. Since both peroxisomal b-oxidation [25, 47] and
endoplasmic reticulum D6-desaturase [73–75] activity
decline as a function of aging, the resultant balance
between PUFA synthesis and degradation was hypothe-
sized to be qualitatively but not quantitatively preserved
during aging [25]. However, supporting data for this
hypothesis come from separate experiments carried out
either in rats [73, 74] or mice [25, 26, 47, 75]; a study
measuring both parameters as a function of age in
the same animal model may help to confirm this hy-
pothesis.
Currently available data have led to the proposition
that aging affects endoplasmic reticulum PUFA synthe-
sis and peroxisomal b-oxidation in quantitative rather
than qualitative terms. The earlier hypothesis that the
age-related decrease in D6-desaturase activity causes
unbalanced PUFA homeostasis [74] is less likely since
there are now data showing a similar aging-related
decrease in peroxisomal activity [25, 47]. On the other
hand, since both endoplasmic reticulum and peroxisome
metabolism are less able to metabolize a given amount
of fatty acid, dietary fat intake may overwhelm or
bypass the endoplasmic reticulum and peroxisome sys-
tem more easily and lead to changes in membrane lipid
composition. This suggests that dietary intake of fat
should be adjusted so as to remain within the metabolic
capacity of the endoplasmic reticulum-peroxisomal sys-
tem metabolic capability [25]. Some of the beneficial
effects of dietary restriction may be explained by such a
mechanism [81–85]. It has been demonstrated that di-
etary restriction helps prevent age-related membrane
peroxidative deterioration as well as age-related changes
in membrane fatty acid composition [81–83]. Figure 2
illustrates the effects of an age-related decline in perox-
isomal activity on membrane lipid composition and
function. In young animals peroxisomal function is
optimum and results in an efficient degradation of toxic
VLCFA (large gray arrow) and the biosynthesis of
sufficient amounts of DHA and plasmalogens (large
white arrow). This permits cells to create and maintain
optimum membrane lipid composition. Subsequently,
membrane-associated functions, like membrane recep-
tor signal transduction activity, ion-channel function
and enzymatic activities are optimum. An aging-related
decrease in peroxisomal activity (fig. 2, �1 ) will affect
the ability of the cell to eliminate VLCFA and will
allow these VLCFA to accumulate in membranes. This,
in addition to the decrease in endoplasmic reticulum
function, will lead to insufficient synthesis of DHA and

The key enzyme in n-6 and n-3 fatty acid synthesis is
the D6-desaturase. There is evidence of an age-related
decrease in D6-desaturase activity in rodent liver [73,
74]. This finding led to the proposal that a decrease in
D6-desaturase activity might produce an impairment in
PUFA synthesis and subsequently modify cell mem-
brane PUFA composition.
Another report that examined D6-desaturase activity in
mouse liver throughout the entire life span [75] showed
that D6-desaturase displays distinct patterns of activity
during development, adulthood and aging. Adult ani-
mals showed no change in activity until they were 300
days old. Thereafter, D6-desaturase activity declined,
suggesting that the aging-related decrease in D6-desat-
urase activity starts later but proceeds faster than previ-
ously expected [73, 74].
This detailed report of changes in D6-desaturase activity
as a function of age [75] was followed by a similar study
of catalase and peroxisomal b-oxidation activity for
various 18-carbon fatty acids in mouse liver [25]. This
showed that liver peroxisomal activities present a pat-
tern of activity similar to that of D6-desaturase activity.
This reinforced the proposition of a tight collaboration
between peroxisomes and endoplasmic reticulum in
lipid metabolism [70]. Morphological data which always
show colocalization of peroxisomes and endoplasmic
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Figure 2. Effect of aging on peroxisomal activity and its impact on membrane lipid composition and function.

plasmalogens in old animals (fig. 2, �2 ). This is likely to
be detrimental for both membrane lipid composition
and function (fig. 2,�3 ). It was previously proposed that
changes in membrane lipid composition may be respon-
sible for the changes in membrane-associated receptor
activity occurring in aging and in aging-related degener-
ative diseases such as Alzheimer’s disease [86]. Benefi-
cial effects may result by adjusting the diet with respect
to the capacity of the endoplasmic reticulum-perox-
isome system, which means lower VLCFA intake and
increased DHA and plasmalogen intake. In this regard,
dietary restriction would help prevent the accumulation
of VLCFA (as well as the increase in membrane choles-
terol). It is also possible that dietary restriction may
help to maintain peroxisomal function. This point re-
mains to be addressed, since there are currently no data
available on the effect of dietary restriction on peroxiso-
mal activities.
The following paragraphs describe the importance of
VLCFA, DHA and plasmalogens for membrane lipid
composition and function and thus emphasize the criti-
cal role of peroxisomes in cell function and the impact
of an aging-related decrease in peroxisomal function on
health.
VLCFA, membrane composition and function. One
unique role of peroxisomes is to oxidize toxic saturated
and monounsaturated VLCFA. These fatty acids are
provided to the organism by diet and endogenous syn-
thesis in the endoplasmic reticulum. As previously em-
phasized, mitochondria are unable to activate VLCFA
due to a lack of acyl-CoA synthetase specific for VL-
CFA. In contrast, both endoplasmic reticulum and per-
oxisomes possess such an enzyme [87].

The decrease in peroxisomal acyl-CoA oxidase activity
and by extension in peroxisomal b-oxidation activity
[26, 46, 47] is expected to lead to a decrease in VLCFA
breakdown and consequently an accumulation of these
fatty acids in the body. This is important, since hexa-
cosanoic acid (the typical VLCFA) has been shown to
increase membrane disorders [88] and to remain tightly
associated with membranes: its rate of release from
model membranes has been calculated to be 105–106

times slower than that of palmitic acid [88, 89]. Accu-
mulation of hexacosanoic acid has also been associated
with increased membrane microviscosity [90] and a de-
crease in basal and adrenocorticotropic hormone
(ACTH)-stimulated cortisol-release in human adreno-
cortical cells [91].
There are reports of age-related increases in membrane
cholesterol content and changes in membrane unsatura-
tion [32, 92]. The aging-related decrease in peroxisomal
activity may alter the unsaturation index of membranes.
Since in peroxisomal diseases VLCFA have been shown
to accumulate in the cholesterol-ester fraction [27], an
aging-related accumulation of VLCFA resulting from
the aging-related decrease in peroxisomal b-oxidation is
also likely to occur in the cholesterol-ester fraction.
Accumulation of VLCFA in peroxisomal diseases leads
to an increase in the cholesterol content [27], and it has
been shown that there is an increase in the cholesterol-
to-phospholipid ratio during aging [32]. However, to
the extent of our knowledge, there are no available data
on brain lipid composition for the cholesterol-ester frac-
tion or VLCFA as a function of aging. If such a process
does occur in the aging brain, alterations in myelin
structure and/or a demyelination process might also
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occur. Alterations in myelin structure [93] along with
myelin degeneration [94] have been observed in the
brain of old monkeys. The relevance of these changes in
age-related degenerative diseases is speculative, but
Svennerholm and Gottfries studied membrane lipids in
the brain of Alzheimer’s disease patients and their data
suggest a significant loss of myelin lipids is a primary
event in the late-onset form [95].
PUFA, membrane composition and function. The aging-
related decrease in acyl-CoA oxidase activity has been
correlated with a decrease in peroxisomal degradation
of both ARA and DHA, a finding which reinforces the
key role of acyl-CoA oxidase in the peroxisomal b-oxi-
dation pathway [26]. It has been hypothesized that the
aging-related decrease in membrane unsaturation is due
to the different effects of aging on acyl-CoA oxidase
(decreased) and trifunctional enzyme (increased) [46].
Since the latter enzyme possesses an isomerase activity
(D3,D2-enoyl-CoA isomerase) required for the degrada-
tion of some unsaturated fatty acids, the age-related
increase in this enzyme would suggest that there might
be an increase in degradation of unsaturated fatty acids
[46]. However, the extent of the aging-related decrease
in the b-oxidation of various 18-carbon fatty acids
(stearic, oleic, linoleic and a-linolenic) appears to be
similar in mice [25]. The technique used to measure the
b-oxidation activity in this study was designed to esti-
mate the rate of [1-14C]-acetate release by peroxisomal
b-oxidation using specific [1-14C]-fatty acids as sub-
strate. It did not permit the estimation of the rate of
b-oxidation after removal of the first acetyl group.
Therefore, the estimated degradation rate obtained by
this technique provided no information on the D3,D2-
enoyl-CoA isomerase function of the trifunctional en-
zyme. This leaves open the possibility that the
age-related increase in trifunctional enzyme leads to an
increase in PUFA breakdown [46]. However, peroxiso-
mal b-oxidation of ARA and DHA was also studied as
a function of aging [26], and whereas ARA does not
require the isomerase activity for the removal of its first
double bond, DHA does. The release of the first acetyl-
CoA residue from this fatty acid involves acyl-CoA
oxidase and yields 2,4-docososahexadienoyl-CoA. This
is metabolized by a 2,4-dienoyl-CoA reductase to give
3-docosahexaenoyl-CoA, which is further metabolized
to 2-docosahexaenoyl-CoA by D3,D2-enoyl-CoA iso-
merase activity. 2-Docosahexaenoyl-CoA then under-
goes a complete cycle of peroxisomal b-oxidation,
resulting in the release of one [1-14C]-acetyl-CoA
residue. Despite this difference between ARA and
DHA, b-oxidation of these two fatty acids shows a
similar decrease during aging. This suggests that acyl-
CoA oxidase activity is the limiting step in the degrada-
tion of unsaturated fatty acids and that the relative
increase in trifunctional enzyme in peroxisomes from

old rat liver [46] has no or little effect on the rate of
PUFA oxidation.
Since the production of 22:6n-3 has been demonstrated
to be dependent on peroxisomal b-oxidation [26], the
observed decrease in both peroxisomal fatty acid degra-
dation and acyl-CoA oxidase activity may contribute to
an aging-related decrease in 22:6n-3 synthesis and con-
sequently to an aging-related decrease in membrane
DHA content. A major component of retina and brain
membranes [96, 97], DHA is of major importance for
retina function [98, 66]. It has been hypothesized that
DHA-containing phospholipids create a specific mi-
croenvironment required for rhodopsin function [99]. In
the developing animal, 22:6n-3 is supplied to the retina
by the liver [100]. However, synthesis of n-3 fatty acids
like 24:5n-3, an intermediate in DHA synthesis, has also
been demonstrated in retina [101]. There is a decrease in
DHA content in retinal membranes during aging [102],
and this decrease is not due to an impairment in phos-
pholipid turnover or a decrease in the rate of incorpora-
tion of DHA into membranes. This parameter, in fact,
has been shown to be increased during aging [102].
Taken together, these results suggest that the age-related
decrease in retinal n-3 PUFA content may be due to a
decrease in DHA synthesis. An aging-related defect in
D4-desaturase activity [102] was first hypothesized. Be-
cause it is now well established that the production of
DHA requires peroxisomes [35], retinal tissue is likely to
exhibit aging-related changes generated by a defective
peroxisomal b-oxidation.
DHA has been shown to be involved in cholinergic
signal transduction at the synaptic level [103]. Therefore,
any change in DHA content in the synaptic membrane
would be likely to influence the efficiency of cholinergic
neurotransmission, which is involved in learning and in
particular in memory processes [104]. As noted previ-
ously, evidence for this essential role of DHA comes
from studies of dietary n-3 fatty acid deficiencies in
animals [66] and humans [71, 72] as well as in peroxiso-
mal diseases [31]. Moreover, DHA supplementation has
been found to reverse some of the symptoms associated
with Zellweger syndrome [36]. The primary improve-
ment resulting from the DHA therapy was in visual
function. Some of the DHA-treated patients have also
shown improved muscular tone and reduced hep-
atomegaly. The aging-related decrease in peroxisomal
activity is likely to result in a decrease in the DHA
content in excitable membranes, such as in retina [102],
and therefore a decrease in membrane-receptor signal
transduction activity. This supports the hypothesis of
membrane alterations as causes of impaired signal trans-
duction in aging and in aging-related diseases [86], but it
also supports the idea that aging-related decreases in
peroxisomal lipid metabolism are likely to alter mem-
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brane lipid composition and function, and have a sig-
nificant impact on the aging process [25].
At the biochemical level, the strict monitoring of
PUFA intake in these patients leads to a decrease in
plasma VLCFA and an increase in plasma DHA con-
tent. DHA therapy of Zellweger patients also led to
an increase in erythrocyte plasmalogen levels in these
patients. This highlights the interrelationship between
the different products of peroxisomal function. Indeed,
some plasmalogens are particularly enriched in DHA
[105], and it has been shown that ether phospholipids
are selectively acylated with DHA [106].
Plasmalogen synthesis, membrane composition and ag-
ing. Plasmalogens are ether phospholipids. The ether-
lipid synthesis pathway involves both the endoplasmic
reticulum and peroxisomes, but plasmalogen synthesis
is dependent on peroxisomal function [57]. The finding
of plasmalogen deficiency in different peroxisomal dis-
eases argues for the essential role of peroxisomes in
plasmalogen synthesis [4, 29]. The exclusive localiza-
tion of some enzymes involved in plasmalogen synthe-
sis (including the key enzyme DHAP-AT) within the
peroxisome provides definitive evidence [107]. How-
ever, the exact function of plasmalogens is still un-
known. It appears that they are important for
excitable membranes, since they are present in large
amounts in both synapses and myelin. It has been
proposed that plasmalogens may have an antioxidant
role, since they have been shown to protect lipo-
proteins from free radicals [108]. Another report has
suggested that plasmalogens facilitate membrane fu-
sion [109]. This later point is of particular interest,
since plasmalogens are a major constituent of synaptic
membranes. Plasmalogens also interact closely with
DHA, as demonstrated by both the beneficial effect of
DHA therapy on plasmalogen levels in Zellweger pa-
tients [36] and the preferential acylation of ether lipids
by DHA [106]. As mentionned previously, DHA is
involved in cholinergic signal transduction [103], and
the relationship of plasmalogens with DHA is likely to
reflect an involvement of plasmalogens in signal trans-
duction as well. This is not surprising, since it has
been shown that hydrolysis of plasmalogens is in-
volved in the synthesis of platelet-activating factor
[110]. The role of plasmalogens in signal transduction
was recently reviewed by Farooqui and co-workers.
[111]. An aging-related decrease in peroxisomal func-
tion would be expected to impair the homeostasis of
both DHA and plasmalogens and signal transduction
pathways associated with these lipids, particularly
muscarinic cholinergic signal transduction. It is inter-
esting to note that a specific decrease in plasmalogens
was characterized in patients with Alzheimer’s disease
[112]. However, no biochemical data exist on plas-
malogen biosynthesis activity during aging to support
the decrease in plasmalogen content reported in

Alzheimer’s patients. These crucial data are still re-
quired.

Conclusions and perspectives

A growing body of evidence from animal and human
studies suggests that an aging-related decrease in per-
oxisomal function may play a role in mammalian ag-
ing processes. It is likely that the role of peroxisomes
in aging is a result of complex interactions between
changes in lipid metabolism and oxidative stress. One
can speculate that aging-related changes in peroxiso-
mal activity could influence the organism in a way
similar to peroxisomal diseases, though with milder
functional consequences.
The conceptual similarity between the impact of per-
oxisomal changes on aging and peroxisomal diseases
can be demonstrated by morphological observations.
It has been shown that in patients with pseudo-neona-
tal adrenoleukodystrophy (ps-NALD), a peroxisomal
disease characterized by a specific defect for acyl-CoA
oxidase, peroxisomes are larger than from healthy in-
dividuals [113]. In peroxisomes from old rats, Fahimi
and co-workers made the double observation of a de-
crease in acyl-CoA oxidase and an increase in the size
of peroxisomes [46].
Additional points support a significant role of perox-
isomes in the aging process. The membrane cholesterol
content has been shown to be increased with age [32],
and peroxisomes are involved in cholesterol synthesis
[114]. Unfortunately, no data are available on perox-
isomal 3-hydroxy-3-methylglutaryl-coenzyme A reduc-
tase activity during aging, but one study using a
Chinese hamster ovary (CHO) cell line deficient in
peroxisomes revealed increased rates of cholesterol
synthesis [115]. Thus, aging-related changes in the per-
oxisomal function may contribute to increased choles-
terol content in membranes. In this regard results
obtained by Theda and co-workers have shown that
the incorporation of VLCFA in the cholesterol-ester
fraction occurring in peroxisomal disease may repre-
sent a protective process for the cell [116]. As a result,
membrane cholesterol content is increased, and it has
been shown that an increase in membrane cholesterol
affects muscarinic cholinergic signal transduction in
rat brain synaptosomes [117].
In conclusion, the impact of peroxisomes in the aging
process requires further study. Taken together, the
data presented in this review suggest that peroxisomal
function may have a significant role in aging and ag-
ing-related degenerative diseases. It is our opinion that
the impact of peroxisomes on aging involves a com-
plex interaction between changes in oxidative stress
and lipid metabolism.



R. Périchon et al. The role of peroxisomes in aging650

1 de Duve C. and Baudhuin P. (1966) Peroxisomes (microbo-
dies and related particles). Physiol. Rev. 46: 323–357

2 van den Bosch H., Schutgens R. B. H., Wanders R. J. A.
and Tager J. M. (1992) Biochemistry of peroxisomes. Annu.
Rev. Biochem. 61: 157–197

3 Goldfischer S. C., Moore L., Johnson A. B., Spiro A. J.,
Valsamis M. P., Ritch R. H. et al. (1973) Peroxisomal and
mitochondrial defects in the cerebro-hepato-renal syndrome.
Science 182: 62–64

4 Moser H. W. and Moser A. B. (1996) Peroxisomal disor-
ders: an overview. Ann. NY Acad. Sci. 804: 427–441

5 Reddy J. K., Azarnoff D. L. and Hignite C. E. (1980)
Hypolipidemic hepatic peroxisome proliferators form a
novel class of chemical carcinogens. Nature 283: 397–398

6 Harman D. (1956) A theory based on free-radical and radia-
tion chemistry. J. Gerontol. 11: 298–300

7 Harman D. (1992) Free radical theory of aging. Mutat. Res.
275: 257–266

8 Yu B. P. and Yang R. (1996) Critical evaluation of the free
radical theory of aging. A proposal for the oxidative stress
hypothesis. Ann. NY Acad. Sci. 786: 1–11

9 Sun A. Y. and Sun G. Y. (1979) Neurochemical aspects of
the membrane hypothesis of aging. Interdiscipl. Topics
Gerontol. 15: 34–53

10 Zs-Nagy I. (1979) The role of membrane structure and
function in cellular aging: a review. Mech. Ageing Dev. 9:
237–246

11 Masters C. J. and Crane D. I. (1995) On the role of perox-
isome in ontogeny, ageing and degenerative disease. Mech.
Ageing Dev. 80: 69–83

12 Osumi T. and Hashimoto T. (1978) Acyl-CoA oxidase of rat
liver: a new enzyme for fatty acid oxidation. Biochem. Bio-
phys. Res. Commun. 83: 479–485

13 Gutierriez C., Okita R. and Krisans S. (1988) Demonstra-
tion of cytochrome reductases in rat liver peroxisomes: bio-
chemical and immunochemical analysis. J. Lipid Res. 29:
613–628

14 Zwacka R. M., Reuter A., Plaff E., Moll J., Gorges K.,
Karasawa M. et al. (1994) The glomerulosclerosis gene
MPV17 encodes a peroxisomal protein producing reactive
oxygen species. EMBO J. 13: 5129–5134

15 Vamecq J. and Van Hoof F. (1984) Implication of a perox-
isomal enzyme in the catabolism of glutaryl-CoA. Biochem.
J. 221: 203–211

16 Beard M. E., Baker R., Conomos P., Pugatch D. and Holz-
man E. (1985) Oxidation of oxalate and polyamines by rat
peroxisomes. J. Histochem. Cytochem. 33: 460–464

17 Wanders R. J. A., Romeyn G. J., Schutgens R. B. H. and
Tager J. M. (1989) L-Pipecolate oxidase: a distinct peroxiso-
mal enzyme in man. Biochem. Biophys. Res. Commun. 164:
550–555

18 Mihalik S. J. and Rhead W. J. (1989) L-Pipecolic acid oxi-
dation in the rabbit and cynomolgus monkey. Evidence for
differing organellar locations and cofactor requirements in
each species. J. Biol. Chem. 264: 2509–2517

19 Holtta E. (1977) Oxidation of spermidine and spermine in
rat liver: purification and properties of polyamine oxidase.
Biochemistry 16: 91–100

20 Wanders R. J. A., ten Brink H. J., Van Roermund C. W.
T., Schutgens R. B. H., Tager J. M. and Jakobs C. (1990)
Identification of pristanoyl-CoA oxidase activity in human
liver and its deficiency in the Zellweger syndrome. Biochem.
Biophys. Res. Commun. 172: 490–495

21 Schepers L., Van Veldhoven P. P., Casteels M., Eyssen H. J.
and Mannaerts G. P. (1990) Presence of three acyl-CoA
oxidases in rat liver peroxisomes. An inducible fatty acyl-
CoA oxidase, a noninducible fatty acid oxidase, and a non-
inducible trihydrocoprostanoyl-CoA oxidase. J. Biol. Chem.
265: 5242–5246

22 Angermüller S., Bruder G., Völkl A., Wesh H. and Fahimi
H. D. (1987) Localization of xanthine oxidase in crystalline
cores of peroxisomes. a cytochemical and biochemical study.
Eur. J. Cell Biol. 45: 137–144

23 Wanders R. J. A., and Denis S. (1992) Identification of
superoxide dismutase in rat liver peroxisomes. Biochim. Bio-
phys. Acta 1115: 259–262

24 Singh A. K., Dhaunsi G. S., Asayama K., Orak J. K. and
Singh I. (1994) Demonstration of glutathione peroxidase in
rat liver peroxisomes and its intraorganellar distribution.
Arch. Biochem. Biophys. 315: 331–338
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50 Lüers G., Hartig R., Fahimi H. D., Cremer C. and Völkl A.
(1996) Immunomagnetic isolation of peroxisomes. Ann. NY
Acad. Sci. 804: 698–700

51 Ames B. N., Cathcart R., Schwiers E. and Hochstein P.
(1981) Uric acid provides an antioxidant defense in humans
against oxidants and radical-caused aging and cancer: an
hypothesis. Proc. Natl. Acad. Sci. USA 78: 6858–6852

52 Desole M. S., Esposito G., Migheli R., Fresu L., Sircana S.,
Zangani D. et al. (1995) Cellular defense mechanisms in the
striatum of young and aged rats subchronically exposed to
manganese. Neuropharmacology 34: 289–295

53 Yeldandi A. V., Wang X. D., Alvares K., Kumar S., Rao M.
S. and Reddy J. K. (1990) Human urate oxidase gene:
cloning and partial sequence analysis reveal a stop codon
within the fifth exon. Biochem. Biophys. Res. Commun. 171:
641–646

54 Chandoga J., Balaz V. and Ballazova H. (1984) Changes in
the activities of peroxisomal, lysosomal and mitochondrial
enzyme of the rat in ageing. Bratisl. Iek. Listy. 81: 176–181

55 Yamoto T., Ohashi Y., Teranishi M., Takaoka M., Manabe
S., Matsunuma N. et al. (1995) Age-related changes in the
susceptibility to clofibric acid, a hypolipidemic agent, of male
rat liver. Toxicol. Lett. 78: 141–145

56 Bourre J. M. and Piciotti M. (1997) Alterations in eighteen-
carbon saturated, monounsaturated and polyunsaturated
fatty acid peroxisomal oxidation in mouse brain during devel-
opment and aging. Biochem. Mol. Biol. Int. 41: 461–468

57 Hajra A. K. and Bishop J. E. (1982) Glycerolipid biosynthe-
sis in peroxisomes via the acyl dihydroxyacetone phosphate
pathway. Ann. NY Acad. Sci. 386: 170–182

58 Hashimoto T. (1987) Comparison of enzymes of lipid b-oxi-
dation in peroxisomes and mitochondria. In: Peroxisomes in
Biology and Medecine, pp. 97–104, Fahimi H. D. and Sies
H. (eds), Springer-Verlag, Berlin

59 Singh H. and Poulos A. (1988) Distinct long chain and very
long chain fatty acyl-CoA synthetases in rat liver perox-
isomes and microsomes. Arch. Biochem. Biophys. 266: 486–
495

60 Hiltunen J. K., Kärkis T., Hassinen I. E. and Osmundsen H.
(1986) b-Oxidation of polyunsaturated fatty acids by rat liver
peroxisomes. A role for 2,4-dienoyl-CoA reductase in perox-
isomal b-oxidation. J. Biol. Chem. 261: 16484–16493

61 Chance D. S. and McIntosh M. K. (1994) Rates of beta-oxi-
dation of fatty acids of various chain lengths and degrees of
unsaturation in highly purified peroxisomes isolated from rat
liver. Comp. Biochem. Physiol. B Biochem. Mol. Biol. 109:
273–280

62 Lazarow P. B. (1978) Rat liver peroxisomes catalyze the
b-oxidation of fatty acids. J. Biol. Chem. 253: 1522–1528

63 Thomas J., Debeer L. J., De Schepper P. J. and Mannaerts
G. P. (1980) Factors influencing palmitoyl-CoA oxidation in
rat liver peroxisomal fractions. Biochem. J. 190: 485–490

64 Moser H. W. and Moser A. B. (1996) Very long-chain fatty
acids in diagnosis, pathogenesis and therapy of peroxisomal
disorders. Lipids 31: S141–S145

65 Schutgens R. B. H., Bouman I. W., Nijenhuis A. A., Wan-
ders R. J. A. and Frumau M. E. J. (1993) Profiles of very
long chain fatty acids in plasma, fibroblasts and red blood
cells in Zellweger syndrome, X-linked adrenoleucodystrophy
and rhizomelic chondrodysplasia punctata. Clin. Chem. 39:
1632–1637

66 Bourre J. M., François M., Youyou A., Dumont O., Piciotti
M., Pascal G. et al. (1989) The effects of dietary a-linolenic
acid on the composition of nerve membranes, enzymatic
activity, amplitude of electrophysiological parameters, resis-
tance to poisons and performance of learning tasks in rats. J.
Nutr. 119: 1880–1892

67 Bell M. V., Batty R. S., Dick J. R., Fretwell K., Navarro J.
C. and Sargent J. R. (1995) Dietary deficiency of docosahex-
aenoic acid impairs vision at low light intensities in juvenile
Herring (Clupea harengus L.). Lipids 30: 443–449

68 Gerbi A., Zérouga M., Debray M., Durand G., Chanez C.
and Bourre J. M. (1994) Effect of fish oil diet on fatty acid
composition of phospholipids of brain membranes and on
kinetic properties of Na+,K+-ATPase isoenzymes of weaned
and adult rats. J. Neurochem. 62: 1560–1569

69 Sprecher H., Luthria D. L., Mohammed B. S. and Baykou-
sheva S. P. (1995) Reevaluation of the pathways for the
biosynthesis of polyunsaturated fatty acids. J. Lipid Res. 36:
2471–2477

70 Baykousheva S. P., Luthria D. L. and Sprecher H. (1995)
Peroxisomal-microsomal communication in unsaturated fatty
acid metabolism. FEBS Lett. 367: 198–200

71 Holman R. T., Johnson S. B. and Hatch T. F. (1982) A case
of human linolenic deficiency involving neurological abnor-
malities. Am. J. Clin. Nutr. 35: 617–623

72 Bjerve K. S., Mostad I. L. and Thorensen L. (1987) a-Lino-
lenic acid deficiency in patients on long-term gastric-tube
feeding: estimation of linolenic acid and long chain unsatu-
rated n-3 fatty acid requirement in man. Am. J. Clin. Nutr.
46: 570–576

73 Bordoni A., Biagi P. L., Turchetto E. and Hrelia S. (1988)
Aging influence on delta-6-desaturase and fatty acid composi-
tion of rat liver microsomes. Biochem. Int. 17: 1001–1009

74 Hrelia S., Celadon M., Rossi C. A., Biagi P. L. and Bordoni
A. (1990) Delta-6-desaturation of linoleic and a-linolenic
acids in aged rats: a kinetic analysis. Biochem. Int. 22:
659–667

75 Bourre J. M. and Piciotti M. (1992) Delta-6-desaturation of
alpha linolenic acid in brain and liver during development
and aging in the mouse. Neurosci. Lett. 141: 65–68

76 Zaar K., Volkl A. and Fahimi H. D. (1987) Association of
isolated bovine kidney cortex peroxisomes with endoplasmic
reticulum. Biochim. Biophys. Acta 897: 135–142

77 Novikoff A. B. and Shin W. Y. (1964) The endoplasmic
reticulum in the Golgi zone and its relationship to microbod-
ies, Golgi apparatus and autophagic vacuoles in rat liver
cells. J. Microsc. 3: 187–206

78 Fahimi H. D. (1969) Cytochemical localization of peroxidatic
activity of catalase in rat hepatic microbodies (peroxisomes).
J. Cell Biol. 43: 275–288

79 Goldman B. M. and Blobel G. (1978) Biogenesis of perox-
isomes: intracellular site of synthesis of catalase and uricase.
Proc. Natl. Acad. Sci. USA 75: 5066–5070

80 Robbi M. and Lazarow P. B. (1982) Peptide mapping of
peroxisomal catalase. J. Biol. Chem. 257: 964–970

81 Koizumi A., Weindruch R. and Waldorf R. L. (1987) Influ-
ences of dietary restriction and age on liver enzyme activities
and lipid peroxidation in mice. J. Nutr. 117: 361–367

82 Laganiere S. and Yu B. P. (1989) Effect of chronic food
restriction in aging rats I. Liver subcellular membranes.
Mech. Ageing Dev. 48: 207–219
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