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The incorporation of the human prion peptide PrP106-126 into 1,2-dipalmitoyl-sn-glycero-3-phosphocholine
(DPPC) and 1,2-dipalmitoyl-sn-glycero-3-phosphoethanolamine (DPPE) host model membranes has been
investigated by differential scanning calorimetry. Two different types of peptide—-membrane interactions have
been studied. In one case, the peptide is obliged to be included into the hydrocarbon region of the lipid bilayer,
in the other case, it is allowed to interact with the external surface of the membrane. The PrP106-126
incorporated into the DPPC membrane shows an increase in the gel-liquid crystal transition temperature of the
bilayer with a decreased enthalpy change. The ““oriented ” insertion of the hydrophobic part of the fragment
into the bilayer, with a consequent increase in the order of the lipidic hydrocarbon chains in the gel state, is
responsible for this behavior. Independently from the procedure adopted for the preparation of the sample, the
PrP106-126 fragment interacts strongly and irreversibly with the host membrane. In contrast, when PrP106-126
is incorporated in the DPPE model membrane, the gel-liquid crystal transition temperature of the bilayer and
the associated enthalpy change decrease. When added externally to the DPPE model membrane, the PrP106—
126 fragment has no effect on the phase behavior of the bilayer. These findings suggest that PrP106-126 has a
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specific affinity for DPPC membranes that might correspond to the external surface of cells.

Introduction

Prion diseases such as scrapie in sheep and goats, bovine
spongiform encephalopathy, Creutzfeldt-Jakob disease (CID)
and Gerstmann—Straussler—Scheinker disease (GSS) in
humans are characterized by the accumulation of abnormal
forms of the cellular prion protein (PrP¢), termed PrPr*°, in
the brain.! In contrast with PrP°, PrPr is partly resistant to
digestion with protease and has a marked tendency to form
insoluble aggregates and amyloid fibrils.>* The accu-
mulation of PrP* as amyloid in the brain is thought to be
responsible for the nerve cell degeneration, astrogliosis and
activation of microglial cells observed in prion-related ence-
phalopathies.>”’

Recent NMR studies of PrP¢ indicate that the normal pro-
tein is composed of two structurally distinct moieties: an
extended N-terminal segment (residues 23-125) with features
of a flexibly disordered polypeptide chain containing four
octarepeat sequences (residues 60-91), and a well-defined
globular domain (residues 126-231) with three a-helices and a
two-stranded anti-parallel p-sheet.®'® The PrP®— PrP* con-
version features a conformational change with a decrease in
the a-helical secondary structure and a striking increase in the
B-sheet content.!!!?

The mechanism by which PrP*° causes infectivity and neu-
rodegeneration is still unknown; however, there are indications
that cellular plasma membranes are important in the disease
process. In particular, PrP*® has been shown to (i) increase
membrane microviscosity (ii) result in abnormal receptor-
mediated calcium ion responses, and (iii) lead to membrane
protein alterations.'*'® The identification of the minimal
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segment involved in amyloid formation'” and the evidence that
the cleavage of the N-terminus (residues 23-88) and the dele-
tion of residues 141-176 do not obstruct the formation of
PrP*,'®19 suggested that, at least for some cases, the protein
part containing the residues 90—-140 might play a central role in
the conformational change of the prion protein. This
hypothesis prompted a number of studies concerning the
toxicity of prion peptide fragments.?’

In particular, previous studies have shown that a synthetic
peptide with residues 106-126 of human PrP (PrP106-126)
exhibits some of the pathogenic and physicochemical proper-
ties of PrPr*¢.?'? Even if they are still the object of some
controversy,”> 2> these data indicate that the PrP region
including residues 106-126 might be a suitable model for the
investigation of the pathogenic mechanism of PrPr*, and in
particular for the study of the peptide-induced perturbation of
the cell membrane.

In general, the thermotropic phase behavior of lipid mem-
brane systems is highly affected by the presence of guest
molecules such as peptides. In particular, the effect on the
thermally-induced gel-liquid crystal phase transition and the
related thermodynamic variables (melting temperature, 7y,,
enthalpy change, AH, and entropy change, AS) depends on the
nature of the interactions between these two classes of biolo-
gical membrane constituents and on the general topology of
the peptide relative to the lipid bilayer.?® The most powerful
technique for such studies is probably differential scanning
calorimetry (DSC), a convenient and sensitive thermal method
which provides reliable thermodynamic information on the
effects of peptides on the thermotropic phase behavior of the
host lipid bilayer.?’
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To the best of our knowledge, no DSC data concerning the
interaction of the PrP106—126 peptide with lipid membranes
are available in literature. In this work, DSC has been exten-
sively used to study the interactions of the prion peptide
fragment PrP106-126 with DPPC and DPPE model mem-
branes which are mainly located at the exterior and interior of
the cell, respectively.?®

In order to correctly interpret our results, we have initially
studied the calorimetric effect on the thermally-induced gel-
liquid crystal phase transition of systems where a series of
small hydrophobic peptides (Phe-Gly, Phe-Gly-Gly and Phe-
Gly-Phe-Gly) are dissolved into DPPC model membranes. The
different calorimetric behavior of DPPC/PrP106-126 and
DPPE/PrP106-126 systems has been also investigated com-
paratively versus different preparation protocols for the pep-
tide-lipid complex.

The whole of the results indicate that the prion fragment
PrP106-126, has a remarkable affinity with the DPPC mem-
brane bilayer. This interaction is independent from the pre-
paration procedure used for the samples, from the physical state
of the bilayer and from kinetic factors. These findings are
explained in terms of the topology of the peptide-lipid com-
plexes.

On the other hand, PrP106-126, if incorporated into the
bilayer, has a destabilizing effect on the thermotropic phase
behavior of the DPPE membrane or, alternatively, no effect
when it interacts with the exterior of this membrane.

Materials and methods

Chemicals

The peptide PrP106-126 (Lys-Thr-Asn-Met-Lys-His-Met-Ala-
Gly-Ala-Ala-Ala-Ala-Gly-Ala-Val-Val-Gly-Gly-Leu-Gly), and
small peptides Phe-Gly, Phe-Gly-Gly, Phe-Gly-Phe-Gly, were
obtained from Bachem. 1,2-dipalmitoyl-sn-glycero-3-phos-
phocholine (DPPC) and 1,2 -dipalmitoyl-sn-glycero-3-phos-
phoethanolamine (DPPE) were obtained from Fluka. All
inorganic salts for phosphate buffer preparation were pur-
chased from Sigma Chemical Co.

Preparation of pure multilamellar vesicles (MLYV)

Model membranes were prepared as described elsewhere.?’
Briefly, solutions of pure phospholipids in CHCl; were dried
under nitrogen and evaporated under high vacuum to dryness
in round-bottomed flasks. The resulting lipid film on the wall
of the flask was hydrated with an appropriate volume of 10
mM phosphate buffer (pH 7.0 and 0.1 M ionic strength in
NaCl) and dispersed by vigorous stirring in a water bath set at
4°C above the gel-liquid crystal transition temperature of the
membrane. The final nominal concentration of the lipid was
2mgml~"'.

Preparation of pure large unilamellar vesicles (LUV)

The multilamellar vesicles were extruded through poly-
carbonate filters (pore size = 100 nm) (Nuclepore, Pleasanton,
CA) mounted in a mini-extruder (Avestin Inc.) fitted with two
0.5 ml Hamilton gas-tight syringes (Hamilton, Reno, NV).
Usually, we subjected samples to 19 passes through two filters
in tandem as recommended elsewhere.*® An odd number of
passages was performed to avoid contamination of the sample
by vesicles which might not have passed through the filter.

Incorporation of peptide fragments in model membranes

Three different protocols have been applied to prepare mixed
lipid—peptide bilayers: (A) the peptide fragment was dissolved
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in the same organic solution (CHCl;) as the phospholipid
(molar ratio peptide : lipid of 1 : 10). The peptide—lipid organic
solution was dried under nitrogen and evaporated under high
vacuum to dryness in round-bottomed flasks. The MLV
membrane was then obtained as described above; (B) the
MLV-peptide model membranes were extruded as previously
described to prepare large unilamellar vesicles; (C) an appro-
priate amount of peptide was added to previously prepared
membrane suspensions to give a final peptide : lipid molar
ratio of 1 : 10. The mixture was initially vigorously vortexed
for 1-2 min and, unless otherwise specified, immediately
scanned.

Differential scanning calorimetry

DSC scans were carried out with a second generation high-
sensitivity SETARAM micro differential scanning calorimeter
(microDSC II) with 1 ml stainless steel sample cells, interfaced
with a BULL 200 Micral computer. The sampling rate was 1
point ~ ! in all measuring ranges. The same solution without
the sample was used in the reference cell. Both the sample and
reference were heated with a precision of 0.05°C at a scanning
rate of 0.5°C min~'. In order to obtain the excess heat
capacity (Cexc) curves; buffer—buffer baselines were recorded at
the same scanning rate and then subtracted from the sample
scans as previously described.!® The average level of noise was
about =+ 0.4 uW and the reproducibility at refilling was about
0.1 mJ K~ ' ml~'. Calibration in energy was obtained by using
a definite power supply, electrically generated by an EJ2
SETARAM lJoule calibrator within the sample cell. To check
the reproducibility of the results, three different samples were
scanned. For each sample, three heating and two cooling scans
were recorded. Cooling scans yielded curves very similar to the
heating scans, but, in accord with the literature,’! the transi-
tions in the cooling curves are shifted, by about 1°C, to lower
temperatures. Therefore, due to the supercooling phenom-
enon, accurate thermotropic transitions are evaluated from
heating curves. For this reason, only heating scans are dis-
cussed in this work. In the case of DPPC model membranes,
only the main transition is considered because the pre-transi-
tion is strongly dependent on the preparative method used to
obtain the membrane and it disappears when the liposomes are
extruded.®

Results and discussion

The complexity of the thermodynamic principles underlying
the binding of peptides and proteins to lipid bilayers has, till
now, prevented a detailed understanding of biomolecular
membrane association phenomena. Major contributions to the
overall change in the free energy upon peptide binding are
expected to arise from electrostatic interactions and hydro-
phobic effects. The latter force is responsible for driving the
penetration of hydrophobic peptides into the core of the
membrane. As a consequence of this insertion, the bilayer
undergoes lipid rearrangements according to the chemical and
structural features of the peptide.

The use of small hydrophobic peptides of different length
can be helpful in elucidating how the different chemistry of the
perturbing peptide can affect the DSC curves of the host
membrane.

DSC of small peptides—bilayer systems

The Cey. profiles of pure DPPC MLV bilayers and of different
peptide-lipid systems are showed in Fig. 1 and the corre-
sponding thermodynamic parameters reported in Table 1.
Scans of the MLVs of pure DPPC show the DSC peak cor-
responding to the gel-liquid crystal phase transition located at
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Fig. 1 DSC curves for mixtures of DPPC multi lamellar vesicles and
small peptides prepared according to method A. The DSC curves re-
lating to DPPC/Phe-Gly, DPPC/Phe-Gly-Gly and DPPC/Phe-Gly-
Phe-Gly systems are reported in (A B and C), respectively. Curves a
and b represent the DSC transitions of a pure DPPC MLV membrane
and of the lipid—peptide systems, respectively. The heating rate was 0.5
K min ~'. All the samples were prepared in 10 mM phosphate buffer
pH =7.0, ionic strength was adjusted to 0.1 M with sodium chloride.

Table 1 Calorimetric peak temperatures (7;,), total enthalpy changes
(AH) and width of the peak at half height () relative to the different
peptide-lipid bilayer systems. The preparation of each different system
and the experimental conditions adopted are described in Materials
and methods. Experimental values are reported as the mean + the
standard deviation of three repeated experiments.

AH
T/°C /kJmol~!  w/°C
DPPC MLV 4174005 383+1.1 1.51+0.03
DPPC LUV 41.6+0.06 360+07 1.19+0.02
DPPE MLV 624+ 005 360+1.1 121 +0.05
DPPE LUV 62.6+0.06 325+1.0 1.30+0.03
DPPC MLV/FG 4124007 315+ 1.1 1.63+0.02
DPPC MLV/FGG 4124005 367+10 1.63+0.03
DPPC MLV/FGFG 42.1+0.06 31.0+08 0.90 + 0.01
DPPC MLV/PrP106-126  42.0 £ 0.07 26.5+0.8  0.96 + 0.04
DPPC LUV/PrP106-126 423 +0.05 26.5+09 1.16 £ 0.05
DPPC LUV +PrP106-126  42.1 +0.07 265+ 1.0 1.15+ 0.03
DPPE MLV/PrP106-126  61.4+0.07 155409  1.34 +0.02
DPPE LUV/PrP106-126  61.0 £0.08 108 +0.8 1.71 +£0.04
DPPE LUV +PrP106-126  62.6 + 0.07 32.5+0.8  1.30 + 0.04

Tm=41.7°C, in agreement with previous reports.33 It is evi-
vident from Fig. 1 how the thermal transition of DPPC is
differently affected by the presence of the peptides in the
membrane. In particular, Phe-Gly and Phe-Gly-Gly shifted (by
about 0.5°C) the DSC peak to lower temperatures and the
associated enthalpy change decreased by about 18 and 4%,
respectively [Fig. 1 (A and B)]. The shapes of the DSC curves
for both systems are not changed, as evidenced by the peak
width at half height values (W= 1.63°C) reported in Table 1.

"Defects" "Rod-like" aligned molecules

Fig. 2 Schematic drawings of the possible interactions of the guest
peptide with a host lipid bilayer.

On the other hand, as the peptide length is increased by one
hydrophobic unit (Phe-Gly-Phe-Gly) the effect is noticeably
different [Fig. 1 (C)]. In fact the transition temperature of the
system increases by about 0.5°C with respect to the pure
DPPC MLV bilayer, the corresponding AH is decreased by
about 7 kJ mol ™' (19%) and the DSC curve is sharpened
(W=10.90).

This behaviour can be qualitatively explained if we consider
that a guest peptide can interact with the host membrane
according to two different mechanisms (A and B), schemati-
cally represented in Fig. 2.

In the first case, the peptide acts as a “defect” in the
membrane bilayer, being randomly dispersed in the hydro-
carbon region with a consequent increase in the disorder of the
surrounding lipids when the system is below the gel-liquid
crystal transition temperature. In this case, the electrostatic
charges and the geometric features of the guest molecule per-
turb the lipid-lipid interactions, giving rise to a decrease in the
rigidity and stability of the membrane. The DSC peak relative
to such a peptide-membrane system, if compared with the
behaviour of a pure membrane, should exhibit lower 7,,, AH
and sharpness, which is believed to be related to the rigidity of
the membrane. This model is consistent with the thermal
behaviour of the DPPC MLV/FG system.

In the second case, the rod-like geometry and hydro-
phobicity of the guest peptide allows it to fit into the mem-
brane aligned parallel to the direction of the bilayer. In this
case, lipid—peptide hydrophobic forces act cooperatively to
increase the local order and the rigidity of the membrane; as a
consequence, Ty, is expected to increase and W to decrease
(increased sharpness of the peak). On the other hand, because
of the hydrophobic interactions, the lipid molecules sur-
rounding the peptide are ““blocked” and are not subject to the
transition as the temperature increases. In such a system, the
total energy involved in the transition (AH) is decreased with
respect to the pure DPPC because the number of lipid mole-
cules involved in the temperature-induced transition is
decreased. This model is consistent with the thermal behaviour
of the DPPC MLV/FGFG system. This behavior has been
previously observed for other hydrophobic bioactive pep-
tides.** The DPPC MLV/FGG system is an intermediate
situation in which the two mechanisms are convoluted.

DSC of DPPC/PrP106-126 systems

Fig. 3(A) shows the Cg,. profile of MLVs of pure DPPC (curve a)
and of DPPC/PrP106-126 (curve b) systems. The thermally-
induced transition appears remarkably affected by the presence
of PrP106-126 in the membrane, being sharpened (W changes
from 1.51 to 0.96 °C) and shifted to higher temperatures (7, is
increased by 0.3°C). In contrast, the transition enthalpy
decreases from 38.3 to 26.5 kJ mol ~ %, as reported in Table 1.
Analogous behavior was observed for LUV systems, as evi-
denced by Fig. 3(B). In particular, the presence of PrP106-126 in
DPPE LUV membranes induces an increase of Ty, (from 41.6 to
42.3°C), a decrease of AH (from 36.0 to 26.5 kJ mol ~!) and a
small decrease of W (from 1.19 to 1.16). It should be noted that
the effects of the incorporation of PrP106-126 into the DPPC
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Fig. 3 (A) DSC curves for mixtures of PrP106-126/DPPC (peptide :
lipid molar ratio 1 : 10) multi lamellar vesicles prepared according to
method A (curve b). (B) DSC curves for mixtures of PrP106—
126/DPPC (peptide : lipid molar ratio 1 : 10) large unilamellar vesicles
prepared according to methods B (curve b) and C (curve c¢). Curves
labelled a represent the DSC transition of a pure DPPC MLV model
membrane. The heating rate was 0.5 K min~'. All the samples were
prepared in 10 mM phosphate buffer pH="7.0, ionic strength was
adjusted to 0.1 M with sodium chloride.

bilayer show a similarity with the behaviour of the DPPC MLV/
FGFG system, thus suggesting that this fragment interacts with
DPPC membranes according to model B represented in Fig. 2. In
Fig. 3(B), curve c represents the Cey. profile of LUV bilayers
suspended with PrP106—126 prepared according to method C
(see DPPC LUV + PrP106-126 in Table) reported in the Experi-
mental: the DSC curve is very similar to that corresponding to
the membrane in which the prion fragment was directly incor-
porated into the bilayer [Fig. 3(B) curve b]. Several DSC scans of
this system, recorded at different times of incubation (up to 24 h)
either at room temperature or at 4°C above the transition
temperature, did not differ from the previous one, testifying to
the absence of any kinetic factor in this kind of interaction and
the independence of the lipid—peptide interaction from the
physical state (gel or liquid crystal) of the membrane.

DSC of DPPE/PrP106-126 system

Fig. 4(A) shows the Ce profiles of MLVs of pure DPPE
(curve a) and of DPPE/PrP106-126 (curve b) systems. The
phase transition appears remarkably affected by the presence
of PrP106-126 in the membrane, being shifted to lower tem-
peratures (7Ty, decreases by 1°C). The transition enthalpy
decreases from 36.0 to 15.5 kJ mol ~! (see Table 1) and the
curve is broadened (W changes from 1.21 to 1.34°C). In the
same curve, a very small shoulder located at about 63.3 °C can
be seen, but its nature is unknown. Analogous behaviour was
observed for LUV systems, as shown in Fig. 4(B). In parti-
cular, the presence of PrP106-126 in the DPPE LUV mem-
brane induces a decrease of T,,, from 62.6 to 61.0°C, a decrease
of AH from 32.5 to 10.8 kJ mol ~ ! and an increase of W from
1.30 to 1.71°C. It should be noted that the effects of the
incorporation of PrP106-126 into the DPPE membranes show
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Fig. 4 (A) DSC curves for mixtures of PrP106-126/DPPE (peptide :
lipid molar ratio 1 : 10) multi lamellar vesicles prepared according to
method A (curve b). (B) DSC curves for mixtures of PrP106—
126/DPPE (peptide : lipid molar ratio 1 : 10) large unilamellar vesicles
prepared according to methods B (curve b) and C (curve c). Curves
labelled a represent the DSC transition of a pure DPPE MLV model
membrane. The heating rate was 0.5 K min—'. All the samples were
prepared in 10 mM phosphate buffer pH =7.0, ionic strength was
adjusted to 0.1 M with sodium chloride.

a similarity with the behaviour of the DPPC MLV/FG system,
thus suggesting that this fragment interacts with DPPE mem-
branes according to model A in Fig. 2.

In Fig. 4(B), curve ¢ represents the Cey. profile of DPPE
LUYV bilayers suspended with PrP106-126 prepared according
to method C reported in the Experimental. The corresponding
DSC curve is very similar to that corresponding to the pure
membrane. Several DSC scans of this system, recorded at
different times of incubation (up to 24 h) either at room tem-
perature or at 4°C above the gel-liquid crystal transition
temperature, did not differ from the previous one, testifying to
the absence of any kinetic factor and the independence of the
interaction from the physical state of the membrane.

For DPPE/PrP106-126 systems, these effects of peptide
incorporation into the membrane are dependent on the pre-
parative method used to obtain the sample. In fact, from data
reported in Table 1, it can be seen that the destabilizing effect
of the peptide is much more evident in samples prepared
according to method B (DPPE LUV/PrP106-126); on the
other hand, samples prepared according to method C (DPPE
LUV + PrP106-126) show thermal behaviour very similar to
that of the pure membrane. This can be explained by con-
sidering the different nature of the polar heads of DPPE, which
that are more hydrophilic with respect to DPPC. The effect of
the incorporation of the peptide into DPPE is amplified by the
extrusion process, probably ascribable to a decrease in vesicle
size due to the presence of the peptide. When the peptide
interacts with the external surface of the DPPE membrane
(DPPE LUV + PrP106-126 systems) the polar heads create an
effective shield which hampers the interaction of the bilayer
with the fragment. All these findings can have important
consequences in the understanding of the mechanism of
interaction of PrP106-126 with the cell.



Abnormalities in plasma membrane properties® and ion
channel functions of neurons>® have been suggested to play a key
role in the pathogenesis of prion diseases. Unlike other PrP
peptides, PrP106-126 has two distinct hydrophilic and hydro-
phobic moieties which mimic the transmembrane domain of
proteins.>”* Thus, the previously observed increase in mem-
brane microviscosity and rigidification caused by this peptide
might depend on its capacity to enter the cell membrane.*

However, the natural cell membrane is too complex a system
for a detailed molecular in vitro approach to the investigation
of the (PrP106-126)-membrane interaction and thus proper
simplified model membranes are required. In natural mem-
branes, sugars, proteins and cholesterol are immersed in a
phospholipid matrix with an asymmetric composition: choline,
the most abundant lipid component of outer side of the cell
membrane, contains one or more unsaturated fatty acids that
maintain the natural cell bilayer in the fluid liquid crystalline
state at room temperature.*’ For this reason, the natural cell
membrane is difficult to study by physico-chemical approa-
ches. T hus, model systems have to be chosen in order to allow
thermotropic behavior which, in turn, can give a wealth of
information concerning the modifications induced in the
bilayer by a guest molecule.

In this contribution, we have selected model membrane
systems either with a choline or ethanolamine polar head in
order to simulate the interaction of the prion fragment with the
lumen and the cytosol of the cell, respectively. Moreover, in
the phospholipidic matrix adopted, only saturated hydro-
carbon chains are present, allowing the membrane to perform
a perfectly defined gel-liquid crystalline phase transition which
can give information on the interaction between the membrane
and host molecules.

Our DSC results show that the PrP106-126 prion fragment
has a remarkable effect on the cooperativity and on the ther-
modynamic properties of MLVs and LUVs of DPPC. The
most interesting results are the changes in the thermotropic
effects on LUV bilayers when the prion fragment is dissolved
in the buffer solution, thereby interacting with the external
surface of the model membrane. The corresponding transition
peak is similar to that obtained when the prion fragment and
lipid were dissolved together in the organic phase. Moreover,
when DPPC MLV /PrP106-126 systems are extruded, in the
obtained LUV/PrP106-126 sample, no significant changes
were observed in the corresponding C.,. profile. This means
that the PrP106-126 prion fragment interacts strongly and
irreversibly with the DPPC bilayer. Moreover, this interaction
is very rapid, as evidenced by the absence of any kinetic factor.
This is a result of the hydrophobic character of the investigated
fragment. In addition, it is noteworthy that the PrP106-126
sequence is amphiphile-like. Thus, it is reasonable to suggest
that the hydrophobic part is able to insert into the hydro-
carbon region of the bilayer, while the hydrophilic region is
oriented towards the water phase.

With reference to the interaction of PrP106-126 with DPPE
model membranes, it should be noted that when the peptide is
added from the external region into the lipid bilayer, no effects
on the phase behavior are detected. But when the peptide is
incorporated into the lipid matrix, it has a destabilizing effect,
as shown by the decrease in the transition temperature and
enthalpy. This suggests that PrP106—126 interacts with the cell
membrane via a delicate balance of hydrophobic and hydro-
philic forces modulated by the lipid composition (DPPC or
DPPE). In fact, it adheres to the cell surface via the choline
heads (which have more hydrophobic character compared to
the ethanolamine ones), then penetrates into the hydrocarbon
chains driven by hydrophobic forces. The low affinity of the
PrP106-126 for the ethanolamine heads should prevent the
crossing of the fragment into the cytosol, suggesting a possible
accumulation mechanism for PrP106-126 in the lipid matrix of
the cell. Previous studies of the role played by the PrP106-126

structure in the peptide-membrane interactions? have shown
that an increase in the B-sheet content of the peptide increased
its amyloidogenicity, its neurotoxicity and its affinity for
DPPC model membranes. In turn, the presence of lipids is
suggested to increase the P-sheet content of the peptide.*! In
this light, the physico-chemical approach to the study of
peptide-induced modifications of the membrane proposed here
could open up new scenarios in the molecular approach to the
investigation of prion peptide-membrane systems. Experi-
ments aimed at contributing to the resolution of these points
are now in progress in our laboratory.
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