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The Role of p75NTR in Cholinergic Basal Forebrain Structure
and Function
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The role of the p75 neurotrophin receptor (p75 NTR) in adult cholinergic basal forebrain (cBF) neurons is unclear due to conflicting results
from previous studies and to limitations of existing p75 NTR-knock-out mouse models. In the present study we used a novel conditional
knock-out line (ChAT-cre p75 in/in) to assess the role of p75 NTR in the cBF by eliminating p75 NTR in choline acetyl-transferase-expressing
cells. We show that the absence of p75 NTR results in a lasting increase in cBF cell number, cell size, and cholinergic innervation to the
cortex. Analysis of adult ChAT-cre p75 in/in mice revealed that mutant animals show a similar loss of cBF neurons with age to that observed
in wild-type animals, indicating that p75 NTR does not play a significant role in mediating this age-related decline in cBF neuronal number.
However, the increased cholinergic axonal innervation of the cortex, but not the hippocampus, corresponded to alterations in idiothetic
but not allothetic navigation. These findings support a role for p75 NTR-mediated regulation of cholinergic-dependent cognitive function,
and suggest that the variability in previous reports of cBF neuron number may stem from limited spatial and temporal control of p75 NTR

expression in existing knock-out models.
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Introduction
Cholinergic basal forebrain (cBF) neurons regulate a wide array
of brain functions, including learning, memory and attention
(Baxter and Chiba, 1999). Throughout life, cBF neurons require a
supply of neurotrophins, particularly nerve growth factor (NGF),
from target areas of the cortex and hippocampus for their func-
tion and survival (Conner et al., 2009). The p75 neurotrophin
receptor (p75NTR), together with Trk receptors, mediates the effects
of the neurotrophins, and cBF neurons comprise one of the few
neuronal populations in which expression of p75NTR is maintained
throughout life (Yeo et al., 1997). However, the normal function of
p75NTR within these neurons in the adult brain is unclear.

Analyses of mice in which exons of the nerve growth factor
receptor (Ngfr) gene that encodes p75 NTR have been genetically
deleted have variously reported an increase (Van der Zee et al.,
1996; Yeo et al., 1997; Naumann et al., 2002), decrease (von
Schack et al., 2001), or no change in the number of cBF neurons,
an increase in the size of these neurons, changes to hippocampal

synaptic activity (Greferath et al., 2000) and neuron structure
(Yeo et al., 1997), and either improved (Barrett et al., 2010) or
impaired spatial learning (Catts et al., 2008; Dokter et al., 2014);
the latter coupled to reduced hippocampal neurogenesis. One of
the reasons for this variability lays in the shortcomings of existing
complete p75 NTR knock-out strains. First, adult phenotypes may
manifest as altered development and/or non-cell-autonomous
functions of p75 NTR. Indeed, we have previously proposed that
changes to hippocampal function in p75 NTR knock-out animals
could be driven by changes to septohippocampal cholinergic in-
nervation (Catts et al., 2008). Second, both the widely used exon
3 strain and the subsequently generated exon 4 strains maintain
expression of truncated versions of p75 NTR protein (von Schack
et al., 2001; Paul et al., 2004). Although these animals do not
express a p75 NTR protein capable of ligand binding, the truncated
proteins mimic naturally occurring proteolytic fragments of
p75 NTR and are capable of proapoptotic signaling (Murray et al.,
2003; Paul et al., 2004). Together, these factors limit the interpre-
tation of results obtained with existing knock-out models. In this
study, we generated a novel conditional p75 NTR-deficient mouse
strain, which we determined does not express a p75 NTR tran-
script, and analyzed the effect of removing p75 NTR from postmi-
totic cBF neurons.

Materials and Methods
Animals. The p75 NTR conditional knock out mouse was generated by
Ozgene Pty (Australia) using C57BL6 embryonic stem cells. The genetic
modification involved addition of one loxP site within the 5� untrans-
lated region of Ngfr and another loxP site within intron 1 (Fig. 1). A
mutated loxP sequence pair meant that recombination leads to inversion
rather than excision of the sequence flanked by the loxP sites in cre-
expressing cells (Oberdoerffer et al., 2003). The sequence between the
loxP sites contained the ATG start codon of Ngfr, as well as the mCherry
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coding sequence and a polyadenylation STOP signal, which were inserted
in the antisense orientation within the intron 1 sequence. The mCherry
and the STOP signal sequences were integrated within the first intron so
that p75 NTR expression remained unchanged in a wild-type context
when cre recombinase was absent. However, when cre recombinase was
present, the coding sequence for Ngfr exon 1 was replaced with the
mCherry gene sequence.

The other mouse strains used in the study, p75exonIII (Lee et al., 1992) and
choline-acetyltransferase(ChAT)-IRES-cre (Rossi et al., 2011), have been
previously described. The ChAT-cre p75in/in animals showed variable re-
combination in the basal forebrain, falling predominantly into two groups:
65.59 � 1.31% recombination, and 91.95 � 1.66% recombination. Only
mice from the latter group were used for analysis in the present study.

Male and female animals were used for cell counts (1-, 4-, and
8-month-old) and examination of cholinergic innervation (8-month-
old). Only males (4-month-old) were used for ELISA assays, examina-
tion of neurogenesis and behavioral testing.

Histological tissue preparation. Brains from 4% formaldehyde-
perfused mice were postfixed overnight, preserved in 20% sucrose solu-
tion for 24 h, and embedded in OCT compound (Tissue-Tek). Coronal
sections (40 �m) were cut in three serially adjacent sets through the basal
forebrain and hippocampus using a sliding microtome (SM2000r,
Leica). For in situ hybridization procedures, tissue was cut at 14 �m and
stored in 0.1% sodium azide in 0.1 M PBS until immunohistochemistry
was performed.

Immunohistochemistry. For immunofluorescence labeling, free-floating
sections were immunostained using goat anti-ChAT (1:200; Millipore), rab-
bit anti-DsRed (1:200; Clontech), goat anti-p75NTR (extracellular domain,
1:500; R&D Systems), rabbit anti-p75NTR (intracellular domain, 1:200; Pro-
mega), and goat anti-doublecortin (1:200; Santa Cruz Biotechnology) anti-
bodies, followed by the appropriate secondary antibody (1:1000; Life
Technologies). Sections were mounted onto slides and coverslipped using
fluorescence mounting medium (Dako).

For visualization of cBF axons, ChAT was visualized using goat anti-
ChAT antibody (1:1000; Millipore), biotinylated donkey anti-goat IgG
(1:1000; Jackson Immunoresearch Laboratories) and ABC reagent (Vec-
tor Elite kit: Vector Laboratories). Black immunoreactive cytoplasm la-
beled for ChAT was revealed by a nickel-intensified diaminobenzidine
reaction and slices were coverslipped with DePeX (Sigma-Aldrich).

In situ hybridization. The p75 NTR intracellular domain digoxigenin-
labeled Ngfr antisense riboprobe spanned nucleotides 811–1226 (Mc-
Quillen et al., 2002). In situ hybridization was performed using
previously described methods (Chambers et al., 2009). The stain was
developed with the color substrate NBT/BCIP. Sections were subse-
quently washed in water and dehydrated in ethanol and xylene before
being mounted in DePeX mounting medium (VWR International).

Histological quantifications. For all histological quantification experi-
ments, a minimum of three mice were used for each genotype. All cell
counts for medial septum/diagonal band of Broca (MS/DBB) sections
were performed from 1.3 mm anterior to bregma to 0.1 mm anterior to
bregma. Every third section (8–10 sections per animal) was counted. Cells to
be used for area measurements were selected at random from the MS/DBB
region in a separate cohort. Neurogenesis was assessed by the number of
doublecortin-labeled cells per 1 mm of dentate gyrus length. All measure-
ments and analyses were performed using Imaris 7.2.3 software (Bitplane).

Quantification of ChAT intensity. Levels of ChAT were assessed using
ImageJ 1.45 s (NIH). For each animal, 5 hippocampal and 5 barrel cortex
slices were selected at random and analyzed by measuring the gray value
of pixels along 7 lines drawn through the CA1 and dentate gyrus regions
of the hippocampus and one line per cortical layer of the barrel cortex
(Lein et al., 2007). These values were then pooled, averaged, and inversed
to obtain the average ChAT intensity for each animal.

Neurotrophin ELISAs. Neurotrophin expression was analyzed in su-
pernatant prepared from hippocampal homogenates. Mice were killed
by cervical dislocation and the hippocampi dissected, weighed, and snap-
frozen with liquid nitrogen. The neurotrophins were extracted by adding
20 –30 v/w lysis buffer (0.05 M sodium acetate, 1 M sodium chloride, 1%
bovine serum albumin, 1% Triton-X, Roche complete inhibitor cocktail
tablet) to the hippocampi before homogenization using the Bullet
Blender Storm 24 (Next Advance). NGF and brain-derived neurotrophic
factor (BDNF) ELISAs were then performed as per the manufacturer’s
instructions (Biosensis). The resulting measurements were normalized
for tissue weight.

Behavioral tasks. Spatial memory was assessed using the Morris water
maze as previously described (Catts et al., 2008), except without flag
training, and data were analyzed using Ethovision XT (Noldus). Idio-
thetic navigation was assessed using the passive avoidance paradigm de-
scribed previously (Hamlin et al., 2013).

Statistics. Results are expressed as mean � SEM. Statistical analyses
were conducted using Student’s t tests (Graphpad Prism 6) with the
significance threshold set at p � 0.05.

Results
A novel ChAT-cre p75 in/in mouse model eliminates
expression of p75 NTR at both the protein and mRNA levels
To investigate the role of p75 NTR in cBF structure and function
we generated a conditional knock-out mouse line that we termed
p75 fl/fl (Fig. 1; see Materials and Methods for details). In non-cre-
expressing p75 fl/fl cells, p75 NTR expression proceeds normally, as
no significant difference was seen in the number of p75 NTR-
positive cells in the adult MS/DBB (wild-type: 1966 � 139.8 cells
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Figure 1. The Ngfr mutant gene (p75 fl/fl) and inversion strategy used to generate p75 in/in mutants. In cells expressing cre recombinase, the loxP-flanked region inverts to generate p75 in/in

mutants that express mCherry rather than p75 NTR from the endogenous Ngfr promoter. UTR, Untranslated region.
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vs p75 fl/fl: 1843 � 38.55 cells; n � 3 animals per group); however,
upon introduction of cre recombinase, the Ngfr genomic DNA
flanked by loxP sites is inverted and, in p75 in/in cells, expression
of p75 NTR is replaced with that of mCherry.

To remove p75 NTR from postmitotic cBF neurons we crossed
our p75 fl/fl line with a mouse line expressing ChAT-IRES-cre
recombinase, which removed p75 NTR in fully differentiated cBF
neurons from postnatal day (P)4 (Rossi et al., 2011). We termed
the resulting offspring ChAT-cre p75 in/in.

To confirm that the inversion strategy resulted in complete
loss of p75 NTR mRNA and protein expression we performed in
situ hybridization for the p75 NTR transcript using a probe for the
3� sequence of Ngfr mRNA (encoding exon 6, the intracellular
domain). mRNA corresponding to the p75 NTR intracellular do-
main was present in the parental p75 fl/fl animals lacking cre trans-
gene coexpression but was absent from the majority of cBF
neurons in the ChAT-cre p75 in/in mutant mice (Fig. 2A). Al-
though Ngfr mRNA was present in p75 exonIII mutant animals
(Fig. 2A), p75 NTR protein expression was not detected (data not
shown). In the basal forebrain of ChAT-cre p75 in/in mutant mice,
mCherry rather than p75 NTR was expressed by the majority of
ChAT-positive neurons. Antibodies to the p75 NTR extracellular
domain or intracellular domain did not label mCherry-positive
or most ChAT-positive neurons (Fig. 2B). These data indicate
that the cre-mediated conditional removal of p75 NTR fully elim-
inates expression of p75 NTR in the vast majority of cBF neurons,
and we are therefore confident that the present mouse does not
express alternative/truncated versions of p75 NTR.

Postmitotic loss of p75 NTR increases cell number, cell size and
cholinergic innervation but does not regulate age-related
death of cBF neurons
We next determined the number of cBF neurons in histological
sections of the MS/DBB from ChAT-cre p75 in/in mice (Fig. 3A).
Analysis of ChAT-cre p75 in/in animals revealed a significant
increase in cBF neuron number (25% more, relative to p75 fl/fl

animals), indicating a role of p75 NTR in facilitating the pro-

grammed cell death of postmitotic cholinergic neurons that oc-
curs between P4 and P15 (Ward and Hagg, 1999).

We then examined whether the age-induced decrease in cBF
neurons observed in wild-type animals was ameliorated in
ChAT-cre p75 in/in animals. Although the number of cBF neurons
in 8-month-old ChAT-cre p75 in/in animals was still significantly
higher than that of p75 fl/fl controls, there was nevertheless a sig-
nificant decrease in the number of ChAT-cre p75 in/in cBF neu-
rons in the older animals compared with 1-month-old ChAT-cre
p75 in/in animals (Fig. 3A). As observed previously (Yeo et al.,
1997; Greferath et al., 2000), the size of cBF neurons in ChAT-cre
p75 in/in animals was significantly larger in both young and older
animals (Fig. 3B). Together, these data indicate that the presence
of p75 NTR does not affect the age-related loss in cBF neuron
number, but that there is a genotype effect on cell size that persists
from 1 to 8 months of age.

To determine whether the increase in cell size and number
corresponded to altered innervation to, and/or expression of
neurotrophins in target tissues, the levels of NGF and BDNF in
freshly dissected hippocampi of mutant and control animals were
quantified by ELISA. No differences were found, indicating that
loss of p75 NTR expression in efferent cBF axons has no indirect
effects on neurotrophin levels in the hippocampus (NGF, p75 fl/fl:
9.502 � 1.706 vs ChAT-cre p75 in/in: 10.34 � 1.020 pg/ml per
milligram of tissue; BDNF, p75 fl/fl: 40.79 � 6.485 vs ChAT-cre
p75 in/in: 43.72 � 11.69 pg/ml per milligram of tissue; n � 8
controls, 5 mutants). No significant difference in the extent of
cholinergic fiber innervation to the hippocampus was found be-
tween ChAT-cre p75 in/in and p75 fl/fl animals (p75 fl/fl 0.008 �
0.0008 vs ChAT-cre p75 in/in 0.008 � 0.0003 measured by inverse
gray value; n � 3 animals, 15 sections per group). However,
quantification of cholinergic nerve terminals in the barrel cortex
of the same animals revealed a significant increase in cholinergic
innervation of layer V neurons (Fig. 3C–F). In contrast to previ-
ous analyses of p75 NTR mutant mice (Catts et al., 2008; Zuccaro
et al., 2014), adult neurogenesis, as assessed by the number of
doublecortin-positive immature neurons along the length of the
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Figure 2. Loss of p75 NTR expression in p75 in/in mutants. A, In situ hybridization for p75 NTR intracellular domain (p75ICD) mRNA in coronal sections of the medial septum/diagonal band of Broca
(MS/DBB) of mutant animals. p75 fl/fl and p75 exonIII animals contain many p75ICD mRNA-expressing cells, whereas expression of p75 NTR mRNA in ChAT-cre p75 in/in mice is almost completely absent.
B, Immunostaining of the MS/DBB in coronal sections from ChAT-cre p75 in/in animals. Expression of the extracellular (p75ECD) or intracellular (p75ICD) domain of p75 NTR is not found in ChAT- or
Cherry-positive neurons; n � 3 animals per group. Scale bars: A, 20 �m; B, 100 �m.
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dentate gyrus, was unchanged in mutant
mice compared with controls (p75 fl/fl

48.02 � 7.66 cells/mm vs ChAT-cre
p75 in/in 44.58 � 3.10 cells/mm; n � 3 an-
imals, 9 slices per group). These results
indicate that p75 NTR in the cBF does not
exhibit non-cell-autonomous effects on
hippocampal neurogenesis and neurotro-
phin expression but does play a role in cBF
innervation to the cortex.

p75 NTR plays a role in idiothetic but not
allothetic navigation
We next investigated spatial learning,
memory and flexibility by comparing the
performance of ChAT-cre p75 in/in and
p75 fl/fl animals in both idiothetic (self-
centered) and allothetic (world-centered)
navigation tasks (Fig. 4). Because p75 NTR

expression is observed during embryo-
genesis from embryonic day 11.5 in the
cholinergic motor neurons of the spinal
cord, we first subjected the animals to a 30
min open-field test of general locomotor
activity and anxiety. No differences were
observed in locomotor or exploratory ac-
tivity between mutant and control ani-
mals (distance traveled, p75 fl/fl 2746 �
447.1 vs ChAT-cre p75 in/in 2532 � 264.6
centimeters; thigmotaxic time, p75 fl/fl

24.72 � 0.6 vs ChAT-cre p75 in/in 24.91 �
0.5 min; n � 9 controls, 11 mutants).

Next, the cued Morris water maze was
used to assess allothetic navigation, previ-
ously reported to be altered in p75 exonIII

animals (Greferath et al., 2000; Catts et al.,
2008; Dokter et al., 2014). No significant
differences were observed between the
two groups in learning (both groups aver-
age �20 s by day 6 of training), memory
(probe trial: p75 fl/fl 11 � 0.7 vs ChAT-cre
p75 in/in 7.3 � 6.7 s to platform), or mem-
ory flexibility (probe trial 2: p75 fl/fl 5 � 0.8 vs ChAT-cre p75 in/in

9.2 � 2.5 s to new platform), indicating that these animals do not
have any major alterations in allothetic spatial navigation (n � 6
controls, 7 mutants). By contrast, in the uncued place avoidance
test of egocentric navigation, in which animals with cBF lesions
perform poorly (Hamlin et al., 2013), ChAT-cre p75 in/in animals
received significantly fewer shocks during the test and showed
marked trends for fewer number of entries into the shock zone
and more time avoiding this region compared with p75 fl/fl con-
trols (Fig. 4A–D). Together, these data indicate that p75 NTR plays
an important role in idiothetic navigation.

Discussion
Our analysis of a novel conditional p75 in/in mutant animal illus-
trates that loss of p75 NTR in mature postmitotic neurons induces
a lasting increase in cBF cell size and number but does not play a
role in age-related neuronal cell death. Furthermore, we show
that loss of basal forebrain p75 NTR has no overt effect on hip-
pocampal function, but does result in increased cholinergic
innervation to layer V cortical neurons, corresponding to altera-

tions in idiothetic but not hippocampally dependent allothetic
spatial navigation.

p75 NTR regulates cBF neuron structure and function
throughout life
p75 NTR is well known for mediating the developmental pro-
grammed cell death of a range of peripheral neuronal popula-
tions, and previous reports of the phenotype of both p75 exonIII

and p75 exonIV mice have suggested that a failure of programmed
cell death between P6 and P15 results in increased cBF neuronal
numbers in adult animals (Van der Zee et al., 1996; Yeo et al.,
1997; Ward and Hagg, 1999; Naumann et al., 2002). Our finding
of an increase in ChAT-positive basal forebrain neurons at 1
month of age is consistent with programmed cell death in cBF
neurons being regulated by p75 NTR-apoptotic signaling.

By contrast, the age-mediated loss of basal forebrain neurons
in the ChAT-cre p75 in/in animals between 1 and 8 months of age
was not significantly regulated by p75 NTR, indicating that p75 NTR

is not engaged in proapoptotic signaling under basal conditions.
Although there is significant evidence for p75 NTR being involved
in mediating cell death in conditions of trauma and neurodegen-
eration where age is a factor (Ibáñez and Simi, 2012), expression
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Figure 3. Absence of p75 NTR from the adult cBF induces a lasting increase in cell numbers and cell surface area and an increase
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layer V of the cortex; n � 3 animals, 15 sections per group. Scale bars: C, D, 100 �m; E, 20 �m.
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of p75 NTR per se is not apoptotic. Only in adverse conditions
where proapoptotic ligands are significantly increased might
p75 NTR be triggered to promote cell death, whereas age-mediated
cBF neuronal loss may occur due to reduced TrkA signaling
and/or downregulation of NGF (Parikh et al., 2013), which pri-
marily maintains cholinergic function.

Despite this, cBF neuron size was significantly increased in
ChAT-cre p75 in/in animals, and this increased cell size was main-
tained throughout life. It is possible, however, that the difference
in cell size observed at 8 months of age reflects the phenotype
present at 1 month. Nonetheless, NGF signaling regulates cell size
(Lloyd, 2013), and as it is not influenced by TrkA expression
(Sanchez-Ortiz et al., 2012), cell size may be a direct effect of
p75 NTR signaling. Although it is unclear exactly what increased
cell size represents, it could reflect an increased axonal arbor.
Together our findings indicate that p75 NTR is mediating atrophic
actions in postmitotic cBF neurons in the adult that are indepen-
dent of neuronal survival.

Re-evaluation of the role for cBF p75 NTR in the hippocampus
A number of hippocampal changes have previously been re-
ported in p75 exonIII animals that could have manifested though
indirect effects, such as changes in activity of the septo-
hippocampal cBF projections or alterations in hippocampal de-
velopment. However, we found no evidence of hippocampal
changes in animals in which loss of p75 NTR in the brain was
restricted to cBF neurons. Despite observing increased numbers
of septal cBF neurons in ChAT-p75 in/in adult animals, we found
no evidence of altered innervation to the hippocampus, no
change in neurotrophin levels that could induce septal reorgani-
zation and affect behavior (Conner et al., 2009), and no effect on
hippocampal adult neurogenesis. This suggests that the previ-
ously observed increases in hippocampal cholinergic innervation
are more likely due to the loss of full-length p75 NTR expression in
all cells, including those in the hippocampus, throughout devel-
opmental and adult life, and may reflect a non-cell-autonomous
effect that is not observed when p75 NTR is selectively deleted from
the cBF. Although herein we demonstrate that loss of p75 NTR

from basal forebrain terminals does not directly mediate the rate
of adult neurogenesis, we cannot rule out the possibility that
increased innervation to the hippocampus (Yeo et al., 1997) may
still play a role in this phenotype. Regardless, we now consider a
direct effect of p75 NTR on developmental or adult hippocampal
neurogenesis (Catts et al., 2008; Bernabeu and Longo, 2010), or
non-cell-autonomous effects as the most likely explanation for
the previous results, while also considering that expression of
p75 NTR mRNA alternative transcripts or functional truncated

proteins could have contributed to these previously reported
phenotypes.

cBF p75 NTR regulates idiothetic but not allocentric navigation
We and others have previously reported that the p75 exonIII ani-
mals have subtle memory alterations (Greferath et al., 2000; Catts
et al., 2008; Barrett et al., 2010; Dokter et al., 2014). However, our
ChAT-cre p75 in/in animals did not display any disruption in al-
lothetic navigation learning, memory, or flexibility as assessed
using the cued Morris water maze paradigm, albeit consistent
with the lack of any obvious change in hippocampal structure.
We consider that the previously reported changes to performance
in this task in p75 exonIII mutants is more likely due to elimination
of p75 NTR from the developing and/or adult hippocampus and
subsequent effects on adult neurogenesis (Catts et al., 2008;
Bernabeu and Longo, 2010), given the important role of neuro-
genesis in regulating allothetic spatial performance (Vukovic et
al., 2013).

By contrast, the ChAT-cre p75 in/in mutant animals performed
better in the idiothetic place avoidance task than littermate con-
trol animals. We have previously found that lesions of the cBF
cause an impairment in the same idiothetic task, with lesioned
animals displaying disorganized behavior and reduced shock
zone avoidance (Hamlin et al., 2013), and that basal forebrain
lesions have, at best, subtle effects on Morris water maze perfor-
mance (Moreau et al., 2008). Conversely, in the present study we
saw improved idiothetic performance, corresponding to an in-
crease in cholinergic innervation in the barrel cortex. Together
these results suggest that loss of p75 NTR within cBF neurons pos-
itively regulates cognitive processes via the cBF corticopetal neu-
rons that underpin idiothetic navigation. This is congruent with
our observation of increased cortical cholinergic innervation to
layer V neurons in ChAT-cre p75 in/in animals. The mechanism
by which increased cholinergic innervation of layer V cortical
neurons results in improved idiothetic navigation is a topic for
future study. However, it has previously been demonstrated that
the somatosensory cortex is a key area for the integration of kin-
esthetic information in rodents (Petreanu et al., 2012), as well as
humans (for review, see Lopez, 2013). This is supported by re-
ports that vestibular disorders underpinned by dysfunction of the
somatosensory cortex result in deficits in egocentric spatial nav-
igation due to sensory and perceptual conflict or incoherence
(Weniger et al., 2012; Rousseaux et al., 2014).

In summary, our work demonstrates that p75 NTR plays a pre-
dominantly atrophic role in postmitotic cBF structure and func-
tion, as its loss results in an adult phenotype that includes
increased cBF neuron number and size, increased cholinergic
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Figure 4. Mutant animals show an improvement in idiothetic navigation. A, Idiothetic navigation was tested using a modified version of the active place avoidance in an uncued nonrotating
arena. On the test day, mutant animals received significantly fewer shocks compared with control animals (B; p � 0.0323), showed a tendency for fewer entries into the shock zone (C; p � 0.0738),
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innervation to the cortex and altered idiothetic navigation per-
formance. In contrast to previous models of p75 NTR deficiency,
there was no obvious effect on hippocampal function resulting from
the loss of cBF p75NTR. Our work therefore highlights that condi-
tional p75NTR knock-out strains with spatial and temporal control
over gene disruption, including the novel strain described here, are
required to tease out the many roles that p75NTR plays in cellular
neurogenesis, specification, maturation, and maintenance.
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