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Abstract A mutant form of the copper/zinc superoxide
dismutase (SOD1) protein is found in some patients with
amyotrophic lateral sclerosis (ALS). Alteration of the
activity of this antioxidant enzyme leads to an oxidative
stress imbalance, which damages the structure of lipids and
proteins in the CNS. Using fluorescence spectroscopy, we
monitored membrane fluidity in the spinal cord and the
brain in a widely used animal model of ALS, the SODG93A

mouse, which develops symptoms similar to ALS with an
accelerated course. Our results show that the membrane
fluidity of the spinal cord in this animal model significantly
decreased in symptomatic animals compared with age-
matched littermate controls. To the best of our knowledge,

this is the first report showing that membrane fluidity is
affected in the spinal cord of a SODG93A animal model of
ALS. Changes in membrane fluidity likely contribute
substantially to alterations in cell membrane functions in
the nervous tissue from SODG93A mice.
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Introduction

Amyotrophic lateral sclerosis (ALS), the most common
form of motor neuron disease with an incidence of 1.2 to
1.8 per 100,000 individuals, is an age-dependent pro-
gressive disorder resulting from degeneration of motor
neurons in the ventral horns of the spinal cord,
brainstem, to motor cortex and an associated degenera-
tion of the corticospinal tract. This neurodegenerative
disorder, which involves both upper and lower motor
neurons, is clinically characterized by progressive muscle
weakness leading to the loss of the ability to move and
speak; it causes death in virtually all patients within 3 to
5 years of diagnosis (Orrell 2007).

Despite extensive studies in patients and animal
models, the etiopathogenesis of this disease remains
unclear. Around 10% of ALS cases have a genetic cause
(familial ALS or FALS). Approximately 20% of FALS
patients have mutations in copper/zinc superoxide dis-
mutase (SOD1), a crucial antioxidant enzyme (Deng et al.
1993; Rosen et al. 1993). Several transgenic mouse
models overexpressing various human FALS mutations
in SOD1 have been generated to study ALS. Mice that
carry the Gly93 → Ala in the SOD1 enzyme are the most
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widely used (Gurney et al. 1994; Dal Canto and Gurney
1995; Wong et al. 1995; Bruijn et al. 1997). This animal
model, known as the SODG93A mouse, is interesting
because of the many clinical similarities between the
SODG93A mouse model and human patients. Disease
progression in this mouse is characterized by asymmetric
hind-limb weakness, spasticity, and atrophy beginning at
90–100 days of age that progresses to complete paralysis
and death within 130–140 days of age (Chiu et al. 1995).
Thus, it is generally well-accepted that the SODG93A

mouse model is a valuable tool for studying the patho-
physiology of ALS.

A biological membrane is a two-dimensional fluid of
orientated lipids and proteins. Membranes are dynamic
fluid structures that include molecules that are able to move
through the surface in all directions. The lipid dynamics of
the bilayer modulate numerous essential cell functions,
including the regulation of the densities and binding
affinities of neurotransmitters and neurohormones, cell
growth, solute transport, and membrane-associated enzyme
activities (Heron et al. 1980; Levi et al. 1990; Sunshine and
McNamee 1994; Reddy and Yao 1996; Emmerson et al.
1999; Baenziger et al. 2000; Oghalai et al. 2000).

Phospholipids and cholesterol are major constituents of
neural membranes; they provide structural integrity and
essential functional properties (Farooqui and Horrocks
1991). The fluidity of the lipid bilayer depends on the
relative composition of fatty acids and cholesterol
(Holloway and Garfield 1981). Even slight modifications
in the composition of the lipid bilayer alter fluidity levels
of biological membrane. Although ALS is not a demye-
linating disease, recent evidence suggests that altered
membrane lipid composition may be a fundamental
component of the neurodegeneration observed in ALS
(Niebroj-Dobosz et al. 2007).

Disturbances in membrane fluidity levels have been
described in several organs, including the brain of animals
with physiological and accelerated aging (Viani et al. 1991;
Yu et al. 1992; Choe et al. 1995; Lee et al. 1999; Reiter et
al. 1999; Garcia et al. 2010) as well as in cell membranes
obtained from patients with Alzheimer disease, epilepsy, to
schizophrenia (Hitzemann et al. 1986; Nelson and Delgado-
Escueta 1986; Pettegrew et al. 1991; Grimm et al. 2006;
Clement et al. 2010). To our knowledge, however, no
investigations have been carried out to evaluate fluidity
changes in membranes isolated from the tissues of ALS
patients or animal models of ALS. The purpose of this
study was to measure the membrane fluidity of cell
membranes isolated from the spinal cord to the whole
brain of SODG93A transgenic mice at different clinical
phases of the disease and to compare the fluidity levels
obtained from sick animals to corresponding membranes
isolated from healthy, age-matched, control mice.

Materials and methods

Transgenic mice

Animals were purchased from Jackson Laboratory (Bar
Harbor, USA). We used a colony of SODG93A transgenic
mice which were distributed into six groups depending on
genotype and age. Gene carrier (positive) animals were
aged 70, 100, and 130 days (n=20 in each group); age-
matched littermate mice were used as controls (n=20 in
each group). The number of males and females was similar
in each group. Hemizygous mutants were used for all
experiments (a mutant male mated with a wild-type
female). Transgenic mice were identified by PCR amplifi-
cation of DNA extracted from the tail, using the primer
sequences for exon 4 described by Rosen et al. (1993).
Animals were housed in the Unidad de Investigación Mixta
of the University of Zaragoza, Spain. Food and water were
available ad libitum. Beginning at 70 days of age, access to
food and water was facilitated by placing food pellets on
the floor of the cage for all transgenic animals. Environmental
temperature was automatically regulated to 21–23 °C, relative
humidity was 55%, and all cages were ventilated. Mice were
maintained under a 12 h light, 12 h dark cycle (7 a.m. to 7 p.
m.). Routine microbiological monitoring did not show any
evidence of infection with common murine pathogens. All
experiments and animal care were performed in accordance
with the norms of the University of Zaragoza and the
international guidelines for the use of laboratory animals.
Animals were sacrificed at different ages. Brain and spinal
cord were quickly removed, washed in saline, frozen, and
stored at −80 °C until use.

Membrane isolation

Pooled membranes were isolated according to the protocol
developed by Millan-Plano et al. (2003). Briefly, tissues
were homogenized 1:10 (w/v) in 0.32 M sucrose then
centrifuged at 1,000×g for 10 min at 4 °C. The supernatant
was centrifuged at 30,000×g for 20 min at 4 °C. The pellet
was re-suspended in ultrapure water and centrifuged at
8,000×g for 20 min at 4 °C. The supernatant and the buffy-
coat were homogenized and centrifuged at 48,000×g for
20 min at 4 °C. The final pellet was resuspended 1:1 w/v in
TRIS 50 mM and stored at −80 °C until assay.

Membrane fluidity

Fluidity of cell membranes was monitored using 1-(4-
trimethylammoniumphenyl)-6-phenyl-1,3,5-hexatriene-p-
toluene sulfonate (TMA-DPH) as a probe. The incorpora-
tion of TMA-DPH into the bilayer and membrane fluidity
measurements were carried out according to the method of
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Yu et al. (1992). Briefly, 0.5 mg membrane protein/mL was
suspended in 50 mM TRIS (3 mL final volume) and TMA-
DPH (66.7 nM) was added. After vigorous mixing, the
membrane suspensions were incubated at 37 °C for 30 min.
Fluorescence measurements (excitation 1 = 360 nm; emis-
sion λ = 430 nm) were performed in a Perkin-Elmer LS-55
Luminescence Spectrometer equipped with a circulating
water bath to maintain a cuvette temperature of 22±0.1 °C.
The emission intensity of vertically polarized light was
detected by an analyzer oriented parallel (IVv) or perpen-
dicular (IVH) to the excitation plane. A correction factor for
the optical system, G was used. Polarization (P) was
calculated according to the equation,

P ¼ IVV � GIVH

IVV þ GIVH

Because there is an inverse relationship between mem-
brane fluidity and P (Yu et al. 1992), fluidity was expressed
as 1/P and it was calculated from triplicate determinations.

Measurement of tissues protein

The protein concentrations were determined using the
Bradford method (1976), in which bovine serum albumin
served as standard.

Statistical analysis

Results are expressed as mean ± standard error (SE).
Data were statistically analysed using an analysis of
variance (ANOVA). Comparisons between groups were
performed using a Scheffe test. Statistical significance
was set at p<0.05.

Results

Animals were examined daily in their cages by a trained
observer. Around the age of 90 days, the first clinical signs
of an abnormal and slow gait appeared in mutant animals.
Additionally, mice showed slight trembling of the hind limb
when they were suspended by their tails during normal cage
maintenance. These symptoms progressed quickly, and
around the age of 130 days mice exhibit a total paralysis.
At this terminal stage, animals were sacrified.

Figure 1 shows the membrane fluidity of the spinal
cord cells from SODG93A-positive to healthy control mice
at different ages. No significant changes were observed in
healthy animals at 70, 100, and 130 days of age. However,
membrane fluidity of this tissue from affected animals
decreased with age. At day 70, during the preclinical
period, SODG93A-positive and healthy animals showed
similar membrane fluidity levels (p>0.05). At the onset of

motor symptoms which occurs around day 100, affected
SODG93A-positive animals showed a dramatic decrease in
membrane fluidity (increased membrane rigidity) com-
pared with the youngest SODG93A-positive animals (p<
0.05). Moreover, membranes from SODG93A-positive
animals exhibited a lower fluidity than those from age-
matched controls at 100 days of age (p<0.05). The
difference between symptomatic and control animals was
even greater at day 130, when SODG93A-positive animals
reached the terminal stage of the disease (p<0.05).
Although membrane fluidity in spinal cord cells decreased
between the preclinical period and the onset of symptoms
in affected animals, no differences were found between
this last period and at death.

In brain tissue, however, all measured values were
equivalent for both healthy and affected animals over the
time of the study (Fig. 2). The membrane fluidity values
in the youngest mice were 3.49±0.11 for healthy animals
vs. 3.44±0.07 (mean ± SEM) for the asymptomatic
SODG93A-positive mice. At day 100, values in healthy
animals were 3.38±0.09 whereas symptomatic mice had
values of 3.36±0.06. Finally, terminal animals had a
membrane fluidity of 3.53±0.04 compared with 3.49±
0.16 in the age-matched healthy controls. No differences
were detected among the groups.

Fig. 1 Membrane fluidity in the spinal cord. Membrane fluidity of
spinal cord was measured in SODG93A-positive and healthy mice at
different ages. Membranes from cells of the spinal cord of SODG93A-
positive animals show significant rigidity at 100 to 130 days (onset of
clinical symptoms and terminal stage, respectively) compared with
those of healthy age-matched littermate controls (p<0.05). At day
100, membranes from ill animals showed a lower fluidity (increased
rigidity) than controls (4.00±0.17 vs. 4.41±0.12, respectively). At day
130, this difference increased (3.95±0.27 vs. 4.54±0.21). However,
no differences were found in the youngest animals (4.43±0.41 vs.
4.31±0.19, respectively) where there were no symptoms of ALS.
Values are expressed as mean ± SEM. (white square Control tissues;
black square SODG93A tissues; * p<0.05 vs. control)
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Discussion

To the best of our knowledge, the present study is the first
to report spinal cord cell membrane rigidity during the
symptomatic period of SODG93A mice. Membrane fluidity
was measured by fluorescence spectroscopy. The principle
of this method relies on the intercalation of a fluorescent
molecule, TMA-DPH, into the membrane which, when
illuminated by polarized light, emits a fluorescent signal.
The degree of polarization depends on the state of mobility
of the TMA-DPH, which reflects motion in the membrane
lipid environment (Reyes-Gonzales et al. 2009). TMA-DPH
is a DPH derivative that incorporates a trimethylammonium
substituent to improve its localization into the membrane.
Therefore, TMA-DPH is intercalated parallel to the long
molecular axis of the phospholipids with the cationic
residue oriented at the surface (Prendergast et al. 1981).

The dynamic state or fluidity of a cell membrane is
dependent on its composition. A recent study showed that
total lipid content as well as phospholipid and cholesterol
concentrations in the spinal cord from 120-day old
SODG93A transgenic Sprague-Dawley rats with four-leg
paralysis were markedly decreased compared with those
from symptom-free transgenic rats at 60 days of age
(Niebroj-Dobosz et al. 2007). Our investigation was also
carried out in SODG93A transgenic animals, which have
been extensively used for the in vivo development of novel
experimental treatments for ALS since the SODG93A

animals and the ALS patients have many clinical features
in common. This transgenic model was generated by
overexpression of a mutant allele of SOD1 carrying the
Gly93 → Ala substitution (Gurney et al. 1994). The
physiological role of SOD is to convert superoxide anions
into hydrogen peroxide. Although initially it was proposed
that ALS symptoms occurred as a result of a drop in free

radical scavenging caused by the reduced activity of the
mutated enzyme, it is now hypothesized as a gain in toxic
function of the mutant SOD, since SOD1 knockout mice do
not develop motor neuron disease (Reaume et al. 1996)
and SODG93A mice develop FALS-like disease despite
high SOD1 activity (Cleveland 1999). Taken together,
these results suggested that the toxicity of the mutant
SOD1 might arise from a gain-of-function rather than a
loss-of-function.

The discovery of the SOD1 mutation in ALS led to
several studies that suggested oxidative stress-mediated
mechanisms play a central role in the pathogenesis of ALS.
SOD1 mutations found in patients with FALS could result
in free radical overproduction, which may cause systemic
oxidative injury, thereby contributing to disease pathogen-
esis (Agar and Durham 2003). It is important to note that
neural tissue is highly sensitive to free radical damage
because of its poorly developed endogenous antioxidant
defense system and its particular biochemical character-
istics; e.g., in nervous tissue membranes the lipids are rich
in polyunsaturated fatty acids that are particularly sensitive
substrates in the lipid peroxidation reaction (Reiter 1998).
This process is an auto-oxidative chain reaction initiated by
a variety of free radicals that lead to the formation of
peroxyl radicals, endoperoxides, and hydroperoxides
(Curtis et al. 1984). Moreover, motor neurons in the
CNS are particularly vulnerable to this stress in ALS
(Halliwell and Gutteridge 1999).

The fact that oxidation is involved in ALS pathophys-
iology is supported by some oxidative structural injuries to
lipids, proteins, and DNA obtained from the neural tissue of
transgenic SODG93A mice (Andrus et al. 1998; Hall et al.
1998; Aguirre et al. 2005). Oxidative damage to lipids and
proteins was detected in the cortical regions of patients with
SALS and FALS (Ferrante et al. 1997) as well as in the
spinal cord of patients with SALS (Shaw et al. 1995).
Moreover, several studies which focused on ALS showed
significantly elevated malondialdehyde concentrations, a
widely used biochemical marker of the oxidative destruc-
tion of lipids, in the spinal cord of SODG93A mice at 90 and
120 days of age (Hall et al. 1997; Hall et al. 1998; Fang et
al. 2010).

While these studies suggest structural modifications in
the membranes caused by oxidative stress in ALS
patients or SODG93A mice, abnormal hyperactivity in
hypoglossal motor neurons as well as increased persistent
Na+ current and enhanced frequency of spontaneous
excitatory and inhibitory transmission were detected in
SODG93A mice compared with wild-type mice (van
Zundert et al. 2008). Our study clearly demonstrates that
the fluidity of membranes isolated from the spinal cords of
SODG93A mice decrease significantly compared with
control animals. It is well documented that lipid perox-

Fig. 2 Membrane fluidity in the brain. Brain cell membranes exhibited
no change in the fluidity over time. Values are expressed as mean ±
SEM. (white square Control tissues; black square SODG93A tissues;
* p<0.05 vs. control)
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idation induces rigidity in a biological membrane (Garcia
et al. 1997; Reiter et al. 1999; Garcia et al. 2001; Reyes-
Gonzales et al. 2009). A possible explanation for the
membrane rigidity is that lipid peroxidation modifies the
lipid composition of the membranes. Oxidative stress
causes a reduction in the polyunsaturated/saturated fatty
acid ratio in the membrane, which could be explained by
higher susceptibility to free radicals of the polyunsaturated
fatty acids of membrane phospholipid molecules (Rice-
Evans and Burdon 1993). In addition, oxidative stress
induces lipid-lipid and lipid-protein moiety cross-linking
(Chen and Yu 1994).

Of particular interest is that membrane fluidity decreased
significantly in symptomatic animals compared with age-
matched littermate controls. The association between
membrane fluidity and clinical ALS progression may be
consistent with the observations of some reports that show
elevation in several oxidative stress indices at the onset of
motor symptoms and during the clinical period in the spinal
cord of the SODG93A mouse model (Hall et al. 1997, 1998;
Fang et al. 2010). Accordingly, it seems reasonable to
presume that oxidative damage in the motor neurons may
involve cell membrane rigidity in the spinal cord in
SODG93A animals.

In contrast to the membrane rigidity in the spinal cord,
we found that membrane fluidity in the whole brain was
unaltered when compared with cell membranes from
healthy control animals. A possible explanation is that in
this animal model, progressive death of motor neurons
mainly occurs in the ventral horn of the lumbar spinal cord
(Gurney et al. 1994). Moreover, the percentage of motor
neurons in the brain is relatively low compared with that in
the spinal cord.

In conclusion, we show that membrane fluidity in the
spinal cord from SOD1G93A mice decreases at the onset of
clinical symptoms and during the terminal stage of the
disease. Based on these results and those from previous
studies that showed oxidative injury in the spinal cord of
ALS patients and in animal models (Hall et al. 1997,
1998; Fang et al. 2010), it is presumed that the membrane
rigidity in the spinal cord from SOD1G93A mice is a
phenomenological consequence, at least partially, of lipid
peroxidation. Investigating the connections between mem-
brane lipid composition, its oxidation, and membrane
rigidity in the spinal cord of the SOD1G93A mouse may
help to understand the pathogenic mechanisms involved in
ALS.

Acknowledgements This work was supported by grants from the
“Universidad de Zaragoza” (UZ2007-BIO-11); the “Gobierno de
Aragón” (Aging and Oxidative Stress Physiology, Grant No. B40);
the “Instituto de Estudios Altoaragoneses”; and funds from the
“Fondo de Investigación Sanitaria” of Spain (PI071133).

The authors have no conflicts of interest to declare.

References

Agar J, Durham H (2003) Amyotroph Lateral Scler Other Mot Neuron
Disord 4:232–242

Aguirre N, Beal MF, Matson WR, Bogdanov MB (2005) Free Radic
Res 39:383–388

Andrus PK, Fleck TJ, Gurney ME, Hall ED (1998) J Neurochem
71:2041–2048

Baenziger JE, Morris ML, Darsaut TE, Ryan SE (2000) J Biol Chem
275:777–784

Bradford MM (1976) Anal Biochem 72:248–254
Bruijn LI, Becher MW, Lee MK, Anderson KL, Jenkins NA,

Copeland NG, Sisodia SS, Rothstein JD, Borchelt DR, Price
DL, Cleveland DW (1997) Neuron 18:327–338

Chen JJ, Yu BP (1994) Free Radic Biol Med 17:411–418
Chiu AY, Zhai P, Dal Canto MC, Peters TM, Kwon YW, Prattis SM,

Gurney ME (1995) Mol Cell Neurosci 6:349–362
Choe M, Jackson C, Yu BP (1995) Free Radic Biol Med 18:977–984
Clement AB, Gimpl G, Behl C (2010) Free Radic Biol Med 48:1236–

1241
Cleveland DW (1999) Neuron 24:515–520
Curtis MT, Gilfor D, Farber JL (1984) Arch Biochem Biophys

235:644–649
Dal Canto MC, Gurney ME (1995) Brain Res 676:25–40
Deng HX, Hentati A, Tainer JA, Iqbal Z, Cayabyab A, Hung WY,

Getzoff ED, Hu P, Herzfeldt B, Roos RP, Warner C, Deng G,
Soriano E, Smyth C, Parge HE, Ahmed A, Roses AD, Hallewell
RA, Pericak-Vance MA, Siddique T (1993) Science 261:1047–
1051

Emmerson PJ, Clark MJ, Medzihradsky F, Remmers AE (1999) J
Neurochem 73:289–300

Fang L, Teuchert M, Huber-Abel F, Schattauer D, Hendrich C, Dorst
J, Zettlmeissel H, Wlaschek M, Scharffetter-Kochanek K, Kapfer
T, Tumani H, Ludolph AC, Brettschneider J (2010) J Neurol Sci
294:51–56

Farooqui AA, Horrocks LA (1991) Brain Res Brain Res Rev 16:171–
191

Ferrante RJ, Browne SE, Shinobu LA, Bowling AC, Baik MJ,
MacGarvey U, Kowall NW, Brown RH Jr, Beal MF (1997) J
Neurochem 69:2064–2074

Garcia JJ, Pinol-Ripoll G, Martinez-Ballarin E, Fuentes-Broto L,
Miana-Mena FJ, Venegas C, Caballero B, Escames G, Coto-
Montes A, Acuna-Castroviejo D (2010) Neurobiol Aging.
doi:10.1016/j.neurobiolaging.2009.12.013

Garcia JJ, Reiter RJ, Guerrero JM, Escames G, Yu BP, Oh CS,
Munoz-Hoyos A (1997) FEBS Lett 408:297–300

Garcia JJ, Reiter RJ, Karbownik M, Calvo JR, Ortiz GG, Tan DX,
Martinez-Ballarin E, Acuna-Castroviejo D (2001) Eur J Pharma-
col 428:169–175

Grimm MO, Tschape JA, Grimm HS, Zinser EG, Hartmann T (2006)
Acta Neurol Scand Suppl 185:27–32

Gurney ME, Pu H, Chiu AY, Dal Canto MC, Polchow CY, Alexander
DD, Caliendo J, Hentati A, Kwon YW, Deng HX, Chen W, Zhai
P, Sufit RL, Siddique T (1994) Science 264:1772–1775

Hall ED, Andrus PK, Oostveen JA, Fleck TJ, Gurney ME (1998) J
Neurosci Res 53:66–77

Hall ED, Oostveen JA, Andrus PK, Anderson DK, Thomas CE (1997)
J Neurosci Methods 76:115–122

Halliwell B, Gutteridge J (1999) Free radicals in biology and
medicine. Oxford Press, New York

Heron DS, Shinitzky M, Hershkowitz M, Samuel D (1980) Proc Natl
Acad Sci USA 77:7463–7467

Hitzemann RJ, Hirschowitz J, Garver DL (1986) J Affect Disord
10:227–232

Holloway CT, Garfield SA (1981) Lipids 16:525–532

J Bioenerg Biomembr (2011) 43:181–186 185

http://dx.doi.org/10.1016/j.neurobiolaging.2009.12.013


Lee J, Yu BP, Herlihy JT (1999) Free Radic Biol Med 26:260–265
Levi M, Baird BM, Wilson PV (1990) J Clin Invest 85:231–237
Millan-Plano S, Garcia JJ, Martinez-Ballarin E, Reiter RJ, Ortega-

Gutierrez S, Lazaro RM, Escanero JF (2003) J Trace Elem Med
Biol 17:39–44

Nelson L, Delgado-Escueta AV (1986) Brain Res 386:32–40
Niebroj-Dobosz I, Rafalowska J, Fidzianska A, Gadamski R, Grieb P

(2007) Folia Neuropathol 45:236–241
Oghalai JS, Zhao HB, Kutz JW, Brownell WE (2000) Science

287:658–661
Orrell RW (2007) N Engl J Med 357:822–823
Pettegrew JW, Keshavan MS, Panchalingam K, Strychor S, Kaplan DB,

Tretta MG, Allen M (1991) Arch Gen Psychiatry 48:563–568
Prendergast FG, Haugland RP, Callahan PJ (1981) Biochemistry

20:7333–7338
Reaume AG, Elliott JL, Hoffman EK, Kowall NW, Ferrante RJ, Siwek

DF, Wilcox HM, Flood DG, Beal MF, Brown RH Jr, Scott RW,
Snider WD (1996) Nat Genet 13:43–47

Reddy RD, Yao JK (1996) Prostaglandins Leukot Essent Fatty Acids
55:33–43

Reiter RJ (1998) Prog Neurobiol 56:359–384
Reiter RJ, Tan D, Kim SJ, Manchester LC, Qi W, Garcia JJ, Cabrera

JC, El-Sokkary G, Rouvier-Garay V (1999) Mech Ageing Dev
110:157–173

Reyes-Gonzales MC, Fuentes-Broto L, Martinez-Ballarin E, Miana-
Mena FJ, Berzosa C, Garcia-Gil FA, Aranda M, Garcia JJ (2009)
J Membr Biol 231:93–99

Rice-Evans C, Burdon R (1993) Prog Lipid Res 32:71–110
Rosen DR, Siddique T, Patterson D, Figlewicz DA, Sapp P, Hentati A,

Donaldson D, Goto J, O'Regan JP, Deng HX, Rahmani Z, Krizus
A, McKenna-Yasek D, Cayabyab A, Gaston SM, Berger R, Tanzi
RE, Halperin JJ, Herzfeldt B, Van den Bergh R, Hung WY, Bird
T, Deng G, Mulder DW, Smyth C, Laing NG, Soriano E,
Pericak-Vance MA, Haines J, Rouleau GA, Gusella JS, Horvitz
HR, Brown RH (1993) Nature 362:59–62

Shaw IC, Fitzmaurice PS, Mitchell JD, Lynch PG (1995) Neuro-
degeneration 4:391–396

Sunshine C, McNamee MG (1994) Biochim Biophys Acta 1191:59–
64

van Zundert B, Peuscher MH, Hynynen M, Chen A, Neve RL, Brown
RH Jr, Constantine-Paton M, Bellingham MC (2008) J Neurosci
28:10864–10874

Viani P, Cervato G, Fiorilli A, Cestaro B (1991) J Neurochem 56:253–
258

Wong PC, Pardo CA, Borchelt DR, Lee MK, Copeland NG, Jenkins
NA, Sisodia SS, Cleveland DW, Price DL (1995) Neuron
14:1105–1116

Yu BP, Suescun EA, Yang SY (1992) Mech Ageing Dev 65:17–33

186 J Bioenerg Biomembr (2011) 43:181–186


	Levels of membrane fluidity in the spinal cord and the brain in an animal model of amyotrophic lateral sclerosis
	Abstract
	Introduction
	Materials and methods
	Transgenic mice
	Membrane isolation
	Membrane fluidity
	Measurement of tissues protein
	Statistical analysis

	Results
	Discussion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


