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The case is described of a patient who, following cerebral hypoxia, developed severe difficulty in ori-
enting himself in new environments in the context of a mild global amnesic syndrome. Some episodes
he related suggested that his main difficulty was remembering the spatial/directional value of
landmarks he recognised. A neuroradiological examination documented severe bilateral atrophy of the
hippocampi associated with atrophic changes in the cerebral hemispheres, most marked in the dorsal
regions. Neuropsychological and experimental evaluation showed a severe deficit of spatial learning
with substantially preserved ability to learn verbal and visual-object information. He was also virtually
unable to learn a route in a maze task based exclusively on spatial data, but the availability of visual
cues substantially improved his learning. Finally, he performed within normal limits on various tests
investigating knowledge acquired premorbidly regarding famous buildings, routes in the town he had
been living in since childhood, and geography. Topographical disorientation may be subtended by a
specific difficulty in storing the spatial/directional value of visual landmarks in novel environments. The
hippocampus appears to be involved in the acquisition of new topographical spatial knowledge.

Topographical disorientation is a syndrome characterised
by impaired ability to navigate in the real world. Cases of
topographical disorientation are typically described in

terms of perceptual or mnestic difficulties.1–5 In the perceptual
type (topographical agnosia), visual processing of places,
including landmarks, and space exploration are impaired,
thus resulting in a deficient internal representation of the
environment. In the mnestic type (topographical amnesia),
visual and spatial characteristics of the environment are nor-
mally processed but the patients fail to recall topographical
information for the purpose of orientation.

Aguirre and D’Esposito6 recently proposed a taxonomy of
cases of topographical disorientation by distinguishing four
categories of the syndrome.

The first, described as landmark agnosia, is characterised by
the inability to use salient environmental features for
orientation.5 7 8 Most commonly, this disorder is a consequence
of damage to the part of the neural system specialised for
landmark representation; this is located in the right ventral
occipito-temporal cortex (fusiform, lingual, and parahippoc-
ampal gyri9–11).

The second, egocentric disorientation describes people who are
unable to represent the location of objects with respect to self
even though they are able to identify prominent environmen-
tal objects.12 13 Lesions of the right posterior parietal cortex are
generally responsible for this deficit.

Third, allocentric spatial representation can also be dam-
aged selectively, so that people affected by heading disorientation
are unable to remember the direction to go with respect to the
external environment. The few cases so far described (perhaps
the patients described by Takahashi et al 14 and Cammalleri et al
15) had lesions in the retrosplenial cortex (posterior cingulate).

The fourth category of topographical disorientation de-
scribed by Aguirre and D’Esposito is anterograde disorientation.
People who have preserved way-finding in environments
known before the onset of their impairment, but who are

unable to create new representations of surrounding infor-

mation, are classified in this category.16–21 Interestingly, in the

patients reported so far with clinical manifestations of

anterograde disorientation the prevalent impairment is an

inability to learn the visual aspect of new environments. The

location of cerebral damage in these individuals is similar to
(but does not overlap) that of patients with landmark agnosia.
Aguirre and D’Esposito6 underlined the fact that although the
lingual and fusiform gyri were most regularly damaged in the
reported cases of landmark agnosia,22 23 the right parahippoc-
ampus was most consistently lesioned in the patients with
anterograde topographical disorientation.17 19

The specific role of distinct cortical areas in the ventro-
mesial surfaces of occipital and temporal lobes in topographi-
cal orientation is an issue of debate. In particular, although
convergent evidence from neuropsychological and functional
neuroimaging investigation in healthy humans supports the
involvement of the fusiform, lingual, and parahippocampal
gyri,9–11 the role of the hippocampus in topographical learning
is controversial. The identification of “place cells” (neurones
that fire preferentially for a specific position in the environ-
ment) in the hippocampus of rodents24 and of “spatial view
cells” (tuned to respond to a view of space) in the hippocam-
pus of monkeys,25 as well as the impairment of place learning
following hippocampal lesions in the rat,26 27 support the criti-
cal importance of the hippocampal function for topographical
learning in animals. However, there is little evidence of a com-
parable role of the hippocampus in humans. The unilateral
removal of the hippocampus for the relief of pharmacologi-
cally untreatable seizures does not cause relevant way-finding
deficits.28 29 On the other hand, the memory impairment in
patients with bilateral damage to the hippocampal formation
also involves topographical representations, but it lacks selec-
tivity, involving virtually all kinds of information.30 Functional
neuroimaging studies in healthy humans have also yielded
divergent results on the involvement of the hippocampus in
topographical orientation. Some studies, using encoding or
retrieval navigational tasks, have reported activation in the
hippocampus proper,10 31–34 while others have not.9 11 35

In this paper, we report the case of a man who, as a result of
cerebral hypoxia, showed a particularly severe anterograde

topographical disorientation in the context of a mild global

amnesic syndrome. Considering that his difficulties are

confined to the learning of spatial relations between visually

processed objects, our findings suggest that in this patient

topographical disorientation is subtended by a specific
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difficulty in storing the spatial/directional value of visual

landmarks in novel environments. Moreover, as his neuroim-

aging investigations showed severe bilateral hippocampal

atrophy, the case of this patient is consistent with the hypoth-

esis of involvement of the hippocampus in the acquisition of

new topographical spatial knowledge.

CASE REPORT
The patient was a 41 year old right handed man, employed as a

sailboat skipper, with 13 years of formal education when, in

January 1998, he was admitted to a hospital in Rome in a

comatose state as a result of a heroin overdose. The patient was

referred to our laboratory in March 1998. At that time, he com-

plained of moderate difficulty in remembering day to day events

and information so that he frequently referred to his notes

(mainly appointments and things to do) in a pocket diary.

However, his main complaint was a severe impairment of find-

ing his way in unfamiliar environments. At no time during the

period of our observation (from March 1998 to May 1999) did

the patient show any substantial modification of his difficulty in

navigating in places that were unfamiliar to him before the

accident. Some episodes he reported suggest that his prevalent

difficulty was remembering the spatial/directional value of

landmarks he effectively recognised. For example, once when he

was leaving a friend’s house, he could not tell which direction to

go to find his car. First he went right and walked along the street

but he was unable to remember anything. So he came back and

suddenly recognised the buildings and landscape around him.

Continuing to walk in the same direction, he recognised more

buildings and places. Finally, he recognised a laundry and, close

to it, his car. These orientation problems seemed to be limited to

unfamiliar environments. In fact, he said he was well oriented

in places he knew well and had no problem in moving through

areas of town which were familiar to him before the onset of the

disease.

The patient gave informed consent to his participation in

this study, and the ethics committee of our institute approved

the protocol of the experiment.

Neuroradiological examination
Magnetic resonance imaging (MRI) of the patient’s brain,

done in July 1998, showed very marked atrophy of the

hippocampi bilaterally. There was also moderate cortical atro-

phy particularly involving the frontal lobe, the parietal lobe,

and the dorsal aspect of the temporal lobe. The posterior and

ventral areas of the brain appeared less involved. No focal

brain lesion was detected (fig 1).

Neuropsychological assessment
The patient was assessed with a variety of standard

neuropsychological tests. The results are reported in table 1.

The patient’s scores were normal on tests assessing general

intelligence, executive function, language, and visual-spatial

perceptual abilities.

Memory
As shown in table 2, the patient scored in the normal range on

tests of verbal, visual, and spatial short term memory and on

a visual imagery task (the Brook’s matrix task) which requires

the subject to listen to a sequence of sentences describing the

placing of consecutive numbers in consecutive squares of a

4 × 4 square matrix and to form a mental image of the matrix.

This test has been used extensively for evaluating visual-

spatial imagery and spatial working memory in behavioral

experiments with normal subjects. In the long term memory

domain, his deficit was specific for spatial information. He

performed poorly on episodic memory tests for spatial

position or visual-perceptual material involving spatial rela-

tions (Rey’s figure). Conversely, he scored normally on

memory tests for verbal material or visual stimuli in which

spatial relations between constitutive elements were not criti-

cal (faces).

The results of the neuropsychological examination con-

firmed the clinical impression that this patient’s topographical

disorientation was caused by a memory deficit rather than an

agnosic disorder. Indeed, he had normal visual-perceptual and

visual-spatial working memory abilities and he was normally

able to construct and manipulate new spatial layouts based on

mental imagery. Moreover, the fact that he performed

normally in the visual domain on memory tests involving

visual-perceptual material but poorly on tests involving

visual-spatial material suggests that his topographical disori-

entation was the result of an impairment of spatial learning.

However, data supporting this latter claim are not compelling.

His normal performance on the face recognition test could

reflect sparing of the neural circuitry dedicated to processing

physiognomic material, known to be distinct from that

involved in memory for places.48 49 Moreover, in Rey’s figure

reproduction, in which our patient obtained abnormal scores,

memory for both visual details and spatial relations between

constitutive elements is involved, so his deficient memory for

visual-perceptual information could not be excluded on the

basis of these data.

EXPERIMENTAL INVESTIGATION
The first goal of the experimental investigation was to confirm

the patient’s pattern of long term memory impairment

disclosed by the neuropsychological analysis (that is, his defi-

cit for spatial material being disproportionately more severe

than that for verbal and visual-object material), by directly

contrasting performance on memory tests for verbal, visual-

object, and visual-spatial information. Second, we analysed

the qualitative characteristics of the patient’s route learning

deficit using a theoretical model that distinguishes memory

Figure 1 Axial and coronal slices of the patient’s brain on
magnetic resonance imaging.
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for the visual aspects of landmarks from learning spatial

information about the landmarks.12 Finally, we experimentally

evaluated the patient’s self report that his topographical diso-

rientation was limited to learning routes in previously

unfamiliar environments with substantial sparing of topo-

graphical knowledge acquired premorbidly.

On all experimental tasks, the patient’s performance was

compared with that of five normal male controls matched for

education and age. In addition, two pathological controls were

also examined to clarify whether the described pattern of

memory impairment was specific to this patient or was a

common sequel of cerebral damage; the first of these was a 32

year old amnesic patient with bilateral hippocampal atrophy

following hypoxia; the other was a 75 year old patient with

Alzheimer’s disease and diffuse cortical atrophy.

Experiment 1: comparison of verbal, visual, and spatial
learning
To verify the prevalent impairment of long term spatial

memory, three tests were administered that directly con-

trasted the learning of two different types of material: verbal v
visual-object learning, verbal v visual-spatial learning, and

visual-object v visual-spatial learning. To avoid problems of

interpretation related to different absolute levels of perform-

ance in the patient and the age matched controls, each subject

had first to achieve a minimum of 80% accuracy in learning

one kind of material (for example, a word recognition test)

and was then evaluated on the other learning test (for exam-

ple, recognition of the spatial location of the word on a sheet

of paper). On all three tests, if the subject did not reach the

learning criterion (80% accuracy) on the first of the two tests

on the first attempt, then study and testing phases were

repeated until that criterion was achieved.

Tests
The memoranda of the verbal-visual recognition test are 20

coloured pictures of objects. In the study phase, each picture is

presented to the patient for three seconds. When the learning

criterion is achieved on the multiple choice verbal recognition

test (discriminating the name of a previously seen object from

two semantically related distractors), the visual-object test is

administered. In each of 20 trials, three pictures depicting the

same target object coloured with different hues of the same

principal colour are presented, and the subject is requested to

indicate the picture with the same colour as the one presented

in the study phase.

The memoranda of the verbal-spatial recognition test are 20

nouns of concrete objects. During each of the 20 trials of the

study phase, a word is presented in one of three different posi-

tions (left, middle, or right) on a horizontally placed sheet of

A4 paper. When the learning criterion is reached on the verbal

recognition test, the spatial test is administered. In each of the

20 trials, the patient is requested to indicate in which of the

three positions (indicated by a cross on a sheet of paper) the

word was placed during the study phase.

The memoranda of the visual-spatial recognition test are 20

black and white pictures of objects. During each study phase

trial, a picture is presented in one of three different positions

(left, middle, right) on a horizontally placed sheet of A4 paper.

Table 1 Patient’s performance on the neuropsychological battery of tests; references
are also reported from which normative data, adjusted scores, and centile scores
were derived

Test Patient
Maximum possible
score

General intelligence
Wechsler adult intelligence scale36

Verbal IQ 121
Performance IQ 103
Full scale IQ 114

Raven’s coloured progressive matrices37 36 (=100%ile) 36

Language
Phrase construction38 25 (=100%ile) 25
Phonological word fluency38 36.5 (>50%ile)

Executive functions
Modified card sorting test39

Criteria achieved 6 (=100%ile) 6
Perseverative errors 2.3 (>50%ile) 0
Non-perseverative errors 7.3 (>50%ile) 0

Visual-perceptual abilities
Visual object and space perception battery40

Object perception
Screening test 20 (=100%ile) 20
Incomplete letters 20 (=100%ile) 20
Silhouettes 22 (>40%ile) 30
Object decision 20 (=100%ile) 20
Progressive silhouettes 12 (>80%ile) 20

Space perception
Dot counting 10 (=100%ile) 10
Position discrimination 20 (=100%ile) 20
Number locations 10 (=100%ile) 10
Cube analysis 9 (>30%ile) 10

Facial recognition41 48 (>70%ile) 54
Street’s completion test42 9 (>50%ile) 14
Judgement of line orientation43 29 (>80%ile) 30
Copying drawings38

Free copy 12 (=100%ile) 12
With landmarks 70 (=100%ile) 70

IQ, intelligence quotient; %ile, centile.
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When the learning criterion is reached on the visual recogni-

tion test (by choosing the perspective of the object in the study

phase out of three different perspectives of the same object),

the spatial memory test is given. On this test the patient is

requested to indicate in which of the three positions

(indicated by a cross on a sheet of paper) the picture was

placed during the study phase.

Results and comment
The performance scores of the patient and the controls on the

tests of experiment 1 are given in table 3. Confirming his

overall difficulty in learning new information, the patient

needed three and four presentations of the stimulus material

to reach the learning criterion on the verbal-spatial and

visual-spatial recognition tests, respectively. However, these

data also confirm the impression that his memory deficit for

spatial information was disproportionately more severe than

his memory deficit for verbal and visual data. On the

verbal-visual test, after reaching the learning criterion on the

verbal test, he also performed at the same level as normal con-

trols on the visual test. In contrast, on the verbal-spatial and

visual-spatial recognition tests, even after reaching the learn-

ing criterion on the verbal and visual recognition tests, he still

performed at chance level on the spatial tests. These findings

indicate also that when the patient correctly recognised the

names or visual features of objects, he was still severely

impaired in remembering their locations in space. Both the

pathological controls differed from our patient in that they

had a more homogeneous pattern of memory impairment.

They obtained scores below the normal limits not only on the

verbal-spatial and visual-spatial tests but also on the

verbal-visual test.

Experiment 2: learning of visual, topological, metrical,
and vectorial information
It is commonly agreed that route learning involves the acqui-

sition of two main pieces of information about the environ-

ment: the identification and representation of salient environ-

mental features (visual landmarks) and the structuring of a

sequential representation of the spatial relations among land-

marks, including topological, metrical, and vectorial charac-

teristics. In this experiment, we contrasted the patient’s ability

to recognise visual objects and to memorise spatial relations

between objects by evaluating his memory for topological,

metrical, and vectorial information separately. As in experi-

ment 1, in order to control the patient’s more general memory

impairment, he was required to reach the learning criterion

for the identity stimuli (80% accuracy) before the administra-

tion of visual or spatial tests.

Tests
Recognition memory for visual objects
The memoranda consist of 18 coloured photographs of build-

ings, cars, monuments, and home tools. During the study

phase, the pictures are presented to the patient for three sec-

onds each. When the learning criterion is reached on the ver-

bal test (a multiple choice recognition test discriminating the

object seen previously from two semantically related distrac-

tors), the visual test is administered. Three photographs, each

reporting an exemplar of the same principal object (for exam-

ple, three cars), are visually presented and the patient is

required to indicate the one previously seen in the study

phase.

Recognition memory for spatial relations
The aim of the reciprocal position learning test is to assess memory

for object location specified by topological information. In this

Table 2 Patient’s performance on the tests of the memory battery; references are
also reported from which normative data, adjusted scores, and centile scores were
derived

Test Patient
Maximum score
possible

Wechsler memory scale quotient44 103

Verbal short term memory
Digit span forward45 7 (>50%ile) 9

Visual-spatial short term memory
Corsi block test forward45 6 (>50%ile) 9
Immediate visual memory38 22 (=100%ile) 22
Visual imagery
Brooks’ matrix46

Longest correctly reproduced sequences 8 (=100%ile) 8
Errors 13 (>50%ile) 0

Verbal long term memory
Rey’s 15 words learning task38

Immediate recall 38.8 (>25%ile) 75
15 min delayed recall 6.1 (>10%ile) 15

Short story recall47

Immediate recall 4.3 (>10%ile) 8
20 min delayed recall 3.5 (>5%ile) 8

Visual-object long term memory
Recognition memory of faces48 26 (>50%ile) 30

Visuo-spatial long term memory
Rey’s figure A47

Immediate reproduction 5.5 (<5%ile) 36
20 min delayed reproduction 5.5 (<5%ile) 36

Supraspan spatial learning42 0 (<5%ile) 30.78*

*The performance score on the Supraspan spatial learning test is expressed as the logarithmic transformation
of the probability of casually reproducing in the correct order the sequence of blocks (or only chunks of it)
proposed by the examiner (see Spinnler and Tognoni,42 page 35 for details).
%ile, centile.
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test, the memoranda are 40 black and white drawings of con-

crete objects taken from Snodgrass and Vanderwart’s set.50

During each of the 20 trials of the study phase, a pair of

semantically unrelated stimuli is presented visually for three

seconds; the two items of the pair are reciprocally located on

the page in four standard arrangements (right-left, left-right,

top-bottom, bottom-top). When the learning criterion is

reached on the visual test (discriminating the object that was

paired with the stimulus target during the study phase from

three semantically related alternatives), the spatial test is

given. On each trial the subject is required to indicate which

reciprocal position the two objects of a pair were located in

during the study phase.

The proximity judgement test evaluates the ability to learn

metrical information regarding the spatial relations between

two objects. The memoranda are 100 black and white pictures

from Snodgrass and Vanderwart’s set.50 During each of 20

trials in the study phase, the drawings of three semantically

unrelated objects are presented for three seconds. The recipro-

cal position of the pictures on the page is such that two objects

of the triplet are closer to each other than to the third one.

When the learning criterion is reached on the visual test

(given two objects, the subject is requested to indicate which,

among three semantically related alternatives, was the third

object in the triplet), the spatial test is given. On each trial, a

previously studied triplet is presented and the patient is asked

which objects were closer together in the study phase.

The vector judgement test was administered to investigate spa-

tial memory based on vector information. During the study

phase, 20 black and white drawings of concrete objects

randomly located on a sheet of A3 paper are simultaneously

presented to the patient for 60 seconds. When the learning

criterion is reached, the spatial test is administered. On each of

the 20 trials, the patient is asked to indicate verbally in which

direction of eight alternatives (north, northeast, east, south-

east, and so on) he has to go to move from one object to

another (for example, “in which direction do you go from the

cow to the watering can?”).

Results and comment
The performance scores on the tests in experiment 2 for the

patient and the controls are shown in table 4. In these tests

also, the pathological controls performed below the normal

controls in all cases. With the exception of the proximity

judgement test (in which two presentations of stimulus mate-

rial were needed), the patient reached the 80% accuracy

Table 3 Performance scores of the patient and of the healthy and pathological
controls on tests in experiment 1; the number of trials needed to reach the learning
criterion of 80% accuracy in the first testing phase of each test is given in parentheses

Patient
Normal controls
(range)

Pathological controls

Patient with
hippocampal
atrophy

Patient with
cortical atrophy

Verbal-visual recognition test
Verbal 19/20 (1) 18–20/20 (1) 18/20 (1) 18/20 (3)
Visual 13/20 12–16/20 9/20* 8/20*

Verbal-spatial recognition test
Verbal 18/20 (3) 17–20/20 (1) 18/20 (1) 18/20 (4)
Spatial 3/20* 10–16/20 9/20* 2/20*

Visual-spatial recognition test
Visual 17/20 (4) 17–20/20 (1) 18/20 (1) 18/20 (5)
Spatial 5/20* 11–17/20 5/20* 4/20*

*Performance below 2 SDfrom the mean of normal controls.

Table 4 Performance scores of the patient and of the healthy and pathological
controls on tests in experiment 2; the number of trials needed to reach the learning
criterion of 80% accuracy in the first testing phase of each test is given in parentheses

Patient

Normal
controls
(range)

Pathological controls

Patient with
hippocampal
atrophy

Patient with
cortical atrophy

Recognition memory for visual objects
Verbal 16/18 (1) 16–18/18 (1) 16/18 (2) 16/18 (4)
Visual 18/18 16–18/18 15/18* 10/18*

Spatial relationship learning
Reciprocal position learning test

Verbal 19/20 (1) 19–20/20 (1) 18/20 (1) 18/20 (4)
Spatial 4/20* 10–19/20 8/20* 3/20*

Proximity judgement test
Verbal 18/20 (2) 18–20/20 (1) 18/20 (2) 18/20 (6)
Spatial 10/20* 14–18/20 11/20* 9/20*

Vector judgements test
Verbal 20/20 (1) 20/20 (1) 18/20 (2) 18/20 (3)
Spatial 3/20* 5–9/20 4/20* 3/20*

*Performance below 2 SDs from the mean of normal controls.
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learning criterion for stimulus identity on all other tests after

only one study phase. This showed the substantial sparing of

his memory when he could rely on a verbal or a visual strategy

of stimulus learning. Another indication of the substantial

sparing of his visual memory is that he scored within normal

limits on the test for recognition memory for visual objects. In

contrast, he performed at chance level or clearly below normal

on all other tests investigating memory for spatial relations

between objects (reciprocal position learning, proximity

judgement, and vector judgement tests), suggesting that he

was unable to permanently acquire any kind of information

referring to space. The pathological controls did not show any

dissociation between memory tests based on stimulus

material. They performed poorly on all tests, regardless of the

visual or spatial nature of the memoranda.

Experiment 3: maze learning
The behavioural, neuropsychological, and experimental evi-

dence so far reported strongly suggests that the patient has

lost the ability to permanently acquire memory for the spatial

components of topographical environments, but that visual

information relative to significant landmarks is largely

preserved. If this is true, then on a route learning task he

ought to benefit from the availability of visual landmarks

which should at least partially compensate for the loss of spa-

tial information. In order to verify this hypothesis, the patient

underwent a maze learning test, which contrasted a condition

in which route learning was exclusively based on the encoding

of spatial cues and one in which route learning was at least

partially supported by the availability of visual cues.

Test
The maze learning task involves discovering and learning a 12

block route through a 7 × 7 array of blocks, similar in form to

that described by De Renzi et al.2 When an error is made, the

patient is required to try again from the starting block. The

task continues until the route is reproduced without error on

three consecutive trials. To assess long term retention of the

learned route, the patient is also asked to reproduce the route

following a 15 minute delay after completion of the learning

trials. Three different mazes are presented, differing in the

number of visual cues (drawings from Snodgrass and Vander-

wart’s set50) reported over the blocks. The first maze has no

visual cues (without landmarks condition), the second has 23

visual cues randomly located on the matrix (few landmarks
condition), and the third maze has visual cues located over each

of the 49 blocks (full landmark condition).

Results and comment
The performance of the patient and the controls on the maze

learning task are summarised in table 5. When performance

was evaluated as the number of trials needed to reach the

learning criterion, the patient’s scores varied strikingly as a

function of visual cue availability. He was not able to learn the

route in the “without landmarks” condition even after 43

trials; in contrast, the number of trials he needed to learn both

the “few landmarks” and the “full landmark” routes was in

the range of the normal controls. These results confirmed the

prediction of the present experiment—that is, that the

presence of visual-perceptual information greatly improves

our patient’s ability to learn a route. However, his performance

on the delayed test was below normal limits in all experimen-

tal conditions, probably because effective long term retention

of a learnt route requires the integration of both visual and

spatial information. Confirming the non-selective nature of

the pathological controls’ long term memory impairment,

their scores were below the normal limits in all test conditions.

Experiment 4: topographical retrograde memory
The aim of the following experiments was to investigate the

patient’s self report that his topographical troubles were lim-

ited to the learning of routes in previously unfamiliar

environments. For this purpose, we explored his geographical

knowledge and memory for visual landmarks and routes

acquired before the onset of the amnesic syndrome.

Tests
In each of the 15 trials of the famous buildings recognition test,48

the pictures of one famous building (for example, the Eiffel

Tower, the Santa Maria degli Angeli Church in Florence, and

so on) and of three non-famous buildings are presented

simultaneously. Subjects are required to provide three

responses: (a) familiarity judgement (pointing to the famous

building); (b) verbally reporting the town in which the build-

ing is located; and (c) its name.

The geographical knowledge test assesses memory for position

over a map of 10 Italian cities and 10 European cities. In each

trial, the subject is presented with a blank map and asked to

indicate the exact location of a verbally presented town.

In the route description test,48 the subject is given the names of

two well known places in Rome and is requested to verbally

describe the shortest route linking the two places, mentioning

street names, change of direction, notable monuments (for

more detailed description, see Carlesimo et al 48).

Results and comment
These results are shown in table 6. The patient scored within

the normal range on all tests, supporting his self report that

the topographical deficit was confined to the acquisition of

new information. The pathological control with selective hip-

pocampal damage also performed in the normal range on all

tests of experiment 4. The poor performance achieved by the

Table 5 Performance scores of the patient and of the healthy and pathological controls on the maze learning task

Patient Normal controls (range)

Pathological controls

Patient with hippocampal
atrophy Patient with cortical atrophy

Trial
15 min
delayed trial Trial

15 min
delayed trial Trial

15 min delayed
trial Trial

15 min delayed
trial

Without landmarks
condition

43* 6/12 10–17 12/12 21* 0/12 32* 3/12

Few landmarks
condition

16 4/12 12–17 12/12 19* 5/12 22* 0/12

Full landmarks
condition

12 10/12 11–15 12/12 25* 2/12 23* 0/12

*Task interrupted because the patient appeared to be excessively frustrated by repeated failures. On the 43th trial, he correctly reproduced the first seven
blocks of the route.
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patient with Alzheimer’s disease showed that his memory

deficit also affected the retrograde domain.

DISCUSSION
We have described the case of a patient suffering from a par-

ticularly severe deficit of topographical orientation in the con-

text of a mild global amnesic syndrome. Qualitatively, his

topographical disorientation was characterised by being

restricted to the anterograde domain, and by being subtended

by a particularly severe impairment in the learning of spatial

information.

As described above, in the few reported cases of topographi-

cal disorientation confined to unknown environments in the

absence of a persistent retrograde deficit, the memory disorder

mainly regarded the visual-perceptual domain with a relative

(or absolute) sparing of the memory for visual-spatial

information.16–18 20 21 In contrast to these cases, our patient’s

crucial neuropsychological defect was an impairment in

learning the spatial relations between visually processed

objects. Based on the patient’s self report that after he visited

new environment or ran through a new route, he was able to

recognise the previously seen buildings and places, but that

these visual landmarks did not seem to convey any directional

information when he tried to run through the same route

again or to find some place in the area, we assumed that a

spatial memory disorder was the source of his topographical

disorientation. Experiments 1 to 3 confirmed the dissociation

in the patient’s anterograde memory deficit between only

mildly impaired ability to learn verbal and visual information

and almost complete lack of ability to remember spatial infor-

mation. In view of this normal performance on visual-spatial

working memory and mental imagery tasks, his deficit should

not be attributed to difficulty in forming and manipulating

spatial representations but rather in consolidating these

representations in the long term memory store. The pattern of

selective impairment of spatial anterograde memory was spe-

cific to this patient. In the two pathological controls—whose

brain damage partially overlapped that of the patient (the first

with selective hippocampal atrophy caused by hypoxia, the

second with diffuse degenerative cortical damage)—

performance on the same experimental tasks was homogene-

ously impaired, affecting anterograde memory for verbal,

visual, and spatial data to the same degree.

In the previously reported cases of anterograde topographi-

cal disorientation, the lesion site was generally found in the

inferior ventral cortex of the right hemisphere, most regularly

involving the parahippocampal gyrus16 17 20 (for review, see

Aguirre and D’Esposito6). Instead, in this patient the crucial

neuropathological damage was a severe reduction of hippoc-

ampal volume without predominance of side, associated with

neocortical atrophic changes that were more evident in the
fronto-parietal dorsal regions. Indeed, within the resolution
limits of 1 mm3, the MRI investigation did not reveal any other
focal lesion in the cerebral parenchyma, particularly in the
occipito-temporal ventro-mesial regions.

As previously observed, although the role of the parahippoc-
ampal cortex in topographical orientation is well established
(based on neuropsychological evidence and functional neu-
roimaging data), the issue of the relation between the hippoc-
ampus and topographical orientation is controversial. In a
recent study of a large group of patients with stable and focal
brain lesions (127 patients), Barrash and colleagues51 found a
route learning impairment in 10 of 13 subjects with
hippocampal lesions and in 12 of 14 patients with lesions
involving the parahippocampus. The authors assumed that the
hippocampal and parahippocampal cortices have different
specificity in topographical memory. The parahippocampus is
critically involved in combining visual information about the
form of scenes and landmarks with spatial information about
their locations in a unified topographical representation,
whereas the hippocampus is crucial for consolidating this
representation.

In our patient, the finding of topographical disorientation
confined to the learning of new routes in unfamiliar environ-
ments is consistent with Barrash et al’s claim51 of involvement
of the hippocampal formation in consolidating new topo-
graphical representations, and with the role more generally
assigned to the hippocampus in memory functioning. Accord-
ing to a great deal of experimental evidence in both humans
and animals, the critical role of the hippocampal circuitry is
generally held to be transitory storage of recently acquired
information and the successive long term consolidation of
memory traces in the associative neocortex.52–54 Actually, a
possible role of the hippocampus as a definitive repository of
topographical representations has been hypothesised by some
investigators,55 but neuropsychological data in this regard are
controversial.56 The high performance level achieved by our
patient on retrograde topographical memory tests, in spite of
his very marked bilateral hippocampal atrophy (in this case,
consistent with the performance of the neurological control
with hippocampal atrophy) is clearly at variance with this
hypothesis.

It is more difficult to understand why the patient’s antero-
grade memory deficit affects spatial rather than verbal and
visual information in such a disproportionate way. There are
two possible interpretations of this finding. The first relates to
the supposed prevalent role played by the hippocampus in the
memory for spatial rather than non-spatial material. Based on
the evidence of a prevalent role of the hippocampus in spatial
learning in rodents,26 27 some investigators have advanced the
hypothesis that the hippocampus is also mainly involved in

Table 6 Performance scores of the patient and of the healthy and pathological
controls on tests in experiment 4

Patient
Normal controls
(range)

Pathological controls

Patient with
hippocampal
atrophy

Patient with
cortical atrophy

Famous buildings recognition
Familiarity 15 13–15 14 8*
Town 15 13–15 15 3*
Name 14 12–15 15 5*

Geographical knowledge
Italy 11.8 mm 9.1–18.5 mm 10.3 mm 26.7* mm
Europe 13.8 mm 5.9–18.1 mm 9.7 mm 36.3* mm

Route verbal description 12.2 3.0–13.6 9.8 2.3*
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consolidating spatial information in humans, with a less cru-

cial role in consolidating other kinds of information (for

example, verbal or visual). However, results of studies experi-

mentally testing this hypothesis in groups of patients with

anterograde amnesia are, at the very least, contradictory.

Some studies report relatively worse performance on spatial

than on non-spatial memory tests in these patients57 58 while

others report a homogeneous impairment across different

categories of information.59 On the other hand, the dissocia-

tion between substantially spared verbal and visual memory

and severely disturbed spatial memory observed in our patient

is undoubtedly too strong to be assimilated in the relative

prevalence of the spatial over non-spatial deficit reported in

some of the previous group studies.

Rather, this case seems more in line with previously

reported cases of patients with anterograde amnesic syn-

dromes that selectively involved or spared some types of infor-

mation. The most obvious dissociation in this regard is that

between verbal and visual-spatial memory impairment.60 61

More recently, a far less obvious dissociation was described

between impaired ability to learn different classes of visual

objects. For example, Tippett et al reported the case of a patient

with right temporal lobectomy who was impaired in the

learning of previously unknown faces but learned other kinds

of visual and non-visual information at a normal rate.62

Recently, a double neuropsychological dissociation in the

anterograde memory impairment for two different classes of

visual objects, namely faces and topographical scenes, was

reported. In particular, Cipolotti and coworkers63 64 reported

the cases of two patients with a severe impairment in learning

unfamiliar faces but a completely spared ability to recognise

recently seen topographical material. Conversely, the patient

described by Carlesimo et al had a severe deficit in learning

verbal, spatial, and visual-topographical material but learned

new faces at a normal rate.48 In the context of these reports,

our patient represents the previously unreported case of a per-

son with an anterograde memory impairment confined to (or

at least disproportionately more severe for) spatial infor-

mation, with a relative sparing of the ability to learn verbal

and visual-object material.

Taken together, the material specific memory impairment

found in these patients argues for a high degree of domain

specificity in the neural systems involved in learning new

information. It is not a novelty that distinct cortical regions

are specifically involved in the processing of verbal, visual, and

spatial data and—in the visual domain—of different classes of

objects. What emerges from the report of patients with

anterograde memory deficits restricted to a single class of

visual objects is that this domain specificity is not confined to

the cortical areas that are the definitive repository of long term

memory traces, but also involves the neural circuits implicated

in the storage of new memory representations. In particular, in

the hippocampus and in the pathways connecting the hippoc-

ampi and the neocortex, the neural circuits involved in the

storage of material-specific information could maintain a

reciprocal segregation, so that focal damage in these circuits

may differentially affect the learning of different kinds of

information.

It is interesting to note that the neocortical atrophic

changes in the patient’s brain most markedly affected the

parieto-frontal dorsal regions which have a generally accepted

role in the processing of spatial information.12 13 65 66 Although

he did not display any damage in spatial processing (his per-

formance on perceptual, short term memory and visual

imagery tasks involving spatial data was largely preserved),

we suggest that his specific anterograde memory deficit for

spatial data actually resulted from the interaction between

atrophic changes in the hippocampi and in the dorsal parietal

regions, ultimately affecting the neural circuitry involved in

the acquisition and consolidation of new spatial information.

. . . . . . . . . . . . . . . . . . . . .
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CORRESPONDENCE

Measuring carotid stenosis
Comparing a new test with a standard
involves measuring disagreement. In the case
of measuring carotid artery stenosis, some of
the disagreement between different tests is
because of inherent differences in how the
stenosis is demonstrated (test characteris-
tics). This is what we are most interested in
when assessing a new technology. However,
some of the disagreement simply reflects
variability in how we physically make the
measurement with the standard technique.
Choosing the point of maximum stenosis,
choosing the point in the common carotid
artery for use as a denominator, measuring
from an eyepiece, or measuring from calipers
all introduce variation when measuring ca-
rotid stenosis. The resulting observer variabil-
ity in reporting contributes to disagreement
between methods but to some extent is inde-
pendent of the method used to generate the
angiogram in the first place.

In the medical literature, disagreement
between methods is often attributed entirely
to test characteristics, with little appreciation
of the role of observer variability in reporting.
When one method is compared with another
and disagreements emerge, it is not readily
apparent how much of the disagreement is
caused by the method used and how much by
the process of measurement, unless observer
variability data are also presented. In the
recent paper from Patel et al, interobserver
variability data are presented but their signifi-
cance in relation to overall agreement does
not appear to have been appreciated.1

Using the data from Patel et al (tables 2 and
4) for symptomatic carotid arteries, it is noted
that when 34 carotid digital subtraction angi-
ograms (DSA) are measured by one radiolo-
gist, there was disagreement in seven cases
when the same films were reported by a
second radiologist. Therefore if only DSA was
used, seven patients would have had “inap-
propriate” surgery according to which radi-
ologist read the angiogram. This is not
surprising, and such disagreement is a con-
sistent finding in observer variability
studies.2 3 Observer variability in reporting
DSA therefore accounted for approximately
20% of disagreement in this particular series
of angiograms. This sets a limit on the
maximum agreement that any alternative
method can demonstrate when compared
with DSA. It is clearly not reasonable to expect
better agreement from another method than
can be obtained by re-reporting the DSAs
themselves. In Patel’s table 2, when the same
arteries are assessed by computed tomo-
graphic angiography (CTA) there was disa-
greement with DSA in seven cases, while with
magnetic resonance angiography (MRA) and
ultrasound there was disagreement in six and
seven cases, respectively. The three alterna-
tives thus disagree with DSA to the same
extent as can be attributed to observer
disagreement in reporting DSA. Put simply,
the same number of missed or unnecessary
operations would have occurred (roughly 20%
in this series) whatever method was used,
including DSA alone. Observer variability is

not confined to DSA, and the scatter plots
from Patel et al (fig 2) would suggest—in
keeping with other studies—that observer
variability is greater for MRA and CTA than
for DSA.1 It is surprising that this did not
translate into more clinically important disa-
greements when MRA and CTA were com-
pared with DSA. This is probably accounted
for by the fact that in this study, for MRA and
CTA, consensus views were taken for any
disagreements greater than 10% between
observers.

This highlights the important point that
combining multiple observations made on the
same data will reduce observer variability, and
ultimately improve agreement with other
methods. Partly for this reason, but also
because to some extent the strengths and
weaknesses of CTA, MRA, and duplex ultra-
sound are complementary, we would suggest
that a combination of tests (we use the
combination of ultrasound and MRA) should
be used in preference to DSA.

What is clear from this study is that most of
the disagreement between the different meth-
ods of measuring carotid stenosis can be
attributed to observer variability in reporting
rather than to the test characteristics of the
individual methods themselves. The 10% of
patients injured as a result of DSA in this
study, and those who continue to be put at
risk from catheter angiography in these
circumstances, would be quite entitled to ask
why they are exposed to a procedure which
appears to offer no great advantage over safer
alternatives. We suggest that more studies are
not required, simply a more thorough under-
standing of presently available information.
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Author’s reply

Doctors Young and Humphrey highlight that
differences between tests arise from several
factors, some of which are inherent in the test
and some of which arise from aspects
attributable to observer variation. Some of the
aspects to do with observer variation apply to

interpretation of all tests and some are

specific to certain tests. In our study we were

endeavouring to quantify the effect on patient

management if non-invasive tests were used

instead of intra-arterial angiography to assess

carotid stenosis. Our study has several limita-

tions, including a relatively small sample size,

and the fact that we were not able to get all

scans read by all observers but rather had to

get pairs of observers to concentrate on read-

ing only CTA, or MRA, or DSA. A better design

would have been to keep the same workers

together in pairs but randomly assign the

CTA, MRA, or DSA films to each pair. As it is,

it is possible that some of the apparent differ-

ence between imaging modalities is specific to

the pair of observers, not to the modality.

However, imaging studies are difficult to fund

and expensive to do, and the result and design

of our study was a compromise involving all

these factors.

We identified that the observer reliability of

CT angiography or MR angiography was

worse than that for digital subtraction angio-

graphy, as highlighted by Drs Young and

Humphrey. Also in general there was more

scatter between the observers for the reading

of asymptomatic stenoses than for sympto-

matic stenoses (emphasising the importance

of considering patient characteristics, not just

the imaging technique). In the determination

of the effect that this disagreement might

have on patient management, we used nomo-

grams derived from the European carotid sur-

gery trial which were based on intra-arterial

angiographic measurement of stenosis. We

therefore had to use the comparison of

non-invasive test reading with DSA rather

than being able to use the individual observ-

ers readings of non-invasive tests. Thus as Drs

Young and Humphrey point out, the actual

effect of using non-invasive tests maybe worse

than we have estimated.

Finally, Drs Young and Humphrey suggest

that more studies are not required but we are

not entirely sure that that is completely true.

Non-invasive imaging tests are continually

undergoing modifications, many of which

may be improvements in accuracy or practi-

cality, but this cannot be assumed to be the

case. Much of this tinkering with technology

is driven by the manufacturer’s desire to

encourage purchase of new machines. Im-

provements have also occurred in intra-

arterial angiography with smaller and more

manoeuvrable catheters and greater aware-
ness of the risks, which may have helped to
reduce the risk of angiography. Our “snap
shot” of CTA, MRA, and ultrasound is already
out of date because contrast MRA is now
increasingly used. While we would hope that
non-invasive tests (probably in combination
rather than alone) would eventually replace
intra-arterial angiography in the majority of
patients being considered for carotid inter-
vention, we feel it likely that there will always
be a need for some intra-arterial angiography
in specific cases, or depending on local
resources. In any case DSA did not appear less
popular than MRA among the patients in our
study. There is certainly room for much more
in depth examination of existing data but we
shouldn’t close the door on the need for
further studies.
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Cerebral metastasis after
primary renal cell carcinoma
The article by Roser et al,1 in which it was
shown that the treatment of intracranial
metastases originating from renal cell carci-
noma can on occasion be successful, was most
interesting.

We have followed the clinical course of a
patient with a renal cell carcinoma with a low
mitotic index since 1989. In this patient the
course was distinctly more malignant but the
disease has also been successfully treated to
date. In the last 13 years, this patient has had
four metastases surgically removed and a fur-
ther nine treated with stereotactically guided
percutaneous single dose convergent beam
irradiation therapy (stereotactic modified lin-
ear accelerator, 6–15 MV photons, 18–20 Gy
prescribed to the 80% isodose). Apart from
slight mnemonic deficits, the patient is in
good health.

The following factors which affect the
prognosis2–4 were all met by our patient:

• The interval between the diagnosis of renal

cell carcinoma and the first detected brain

metastasis exceeds 17 months (our patient,

18 months; the patient described by Roser

et al,1 36 months);

• Age below 60 years at the time of initial

diagnosis;

• Primary tumour of the left kidney, initial

nephrectomy;

• Diameter of primary metastasis < 2 cm;

• Not more than one brain metastasis at the

time of initial treatment;

• Solely intracranial metastases;

• Karnofsky > 70%;

• No systemic symptoms such as fever or

weight loss at the time of diagnosis;

• Blood sedimentation rate under 50 mm/h

at diagnosis of renal cell carcinoma.

Patients in whom prognostic factors predict
a good outcome should be treated with intent
to cure.
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BOOK REVIEWS

Seizures, medical causes and
management

Edited by Norman Delanty (Pp 352,
US$125.00). Published by the Humana Press,
New Jersey, 2002. ISBN 0-89603-827-0

This book is unusual among books about sei-
zures because it focuses on acute symptomatic
(“situation-related”) seizures, rather than
“epilepsy” (although there is inevitably some
overlap between the two). It provides defini-
tions and describes the epidemiology and
pathophysiology of acute symptomatic sei-
zures in the initial section, which is followed
by chapters detailing the specific circum-
stances in which such seizures are likely to
occur, often (although not invariably) includ-
ing points of management specific to the situ-
ation. Subjects covered include seizures occur-
ring in the context of multisystem disease,
infection, hypoxic-ischaemic cardiopulmon-
ary conditions, endocrine disorders, cancer,
and other conditions. Situation-related sei-
zures occurring as a result of drugs or alcohol
misuse are also addressed, as are those occur-
ring in the intensive care situation, and the
difficult, but important, differentiation of sei-
zures from syncope. The book ends with a very
practical chapter entitled “Anticonvulsants in
acute medical illness”, in which the consid-
erations affecting the choice of antiepileptic
drug in the acute situation are reviewed.

Although situation-related seizures are
usually discussed in books about epilepsy,
they do appear to constitute a distinct group
in a number of respects including prognosis.
To a certain extent the topics discussed in the
book form a rather disparate group linked
only by their tendency to cause such seizures
as a reflection of central nervous system
disturbance. Nevertheless, they are all condi-
tions likely to be encountered at various times
by general physicians, neurologists, and those
working in the accident and emergency
department, and this book, which is both
readable and comprehensively referenced,
will be of interest to all these groups.

Yvonne Hart

Subcortical stroke, 2nd edition

Edited by Geoffrey Donnan, Bo Norrving,
John Bamford, and Julien Bogousslavsky
(Pp 450, £79.50). Published by Oxford
University Press, New York, 2002. ISBN
0-19-263-157-8

This book is a must read for clinicians and
researchers with an interest in stroke. The
four editors are all specialist stroke clinicians
who have been thinking about and leading
research in subcortical stroke for many years,
and they have put together a well constructed
and comprehensive multiauthor work. This
second edition is longer and more extensive
than the first, reflecting the considerable and

rapid advances in our understanding of
subcortical strokes in recent years, and in par-
ticular the increasingly sophisticated neuro-
imaging techniques. Given the large number
of contributors, consistency of style and
approach is limited, but this is more than
made up for by the breadth of expertise and
opinion.

There are some particular strengths. These
include the editors’ short chapter providing a
summary classification of subcortical infarcts,
which is best appreciated if read both before
and after tackling most of the other chapters.
The excellent chapter on pathology of lacunar
infarction is a welcome addition to this
edition, while the chapters discussing risk
factors and prognosis provide very useful
commentaries and summary tables of all the
relevant studies. The discussion around the
usefulness (or not) of clinical diagnosis of
lacunar syndromes, carefully updated with
the information from recent clinicoradiologi-
cal studies, is both thoughtful and logical,
with plenty of clinical and epidemiological
common sense.

In common with all recently published
medical textbooks, this one is already a little
out of date. This is most noticeable for the
chapter on therapy, where recent advances
(for example, new evidence on blood pressure
lowering from the PROGRESS trial and on
cholesterol reduction with a statin from the
Heart Protection Study) are likely to have
most impact on clinical practice. If the editors
have the energy to produce a third edition,
there is (as always) some room for improve-
ment. The series of chapters on infarcts in
specific subcortical territories would be en-
hanced by some figures illustrating the vascu-
lar anatomy that is discussed in the text. In
addition, the quality of the discussion of study
methodology varies considerably between
chapters, and some would benefit from a more
systematic and accurate approach to statisti-
cal and epidemiological concepts.

Cathie Sudlow

Medical risks in epilepsy

Edited by Svein I Johannessen, Torbjörn
Tomson, Matti Sillanpää, and Birthe Pedersen
(Pp 140, £29). Published by Wrightson
Biomedical Publishing Ltd, Hampshire, 2002.
ISBN 1- 871816-46-7

This is a very useful, reasonably comprehen-
sive yet succinct multiauthor small book on
medical risks associated with epilepsy. Areas
covered include methodological aspects; acci-
dents and risks in everyday life; traffic
accidents; driving regulations; mortality, in-
cluding SUDEP; psychiatric comorbidity and
suicide; fatal adverse drug reactions reporting
data (which are rather difficult to interpret);
seizure-warning systems and risk prevention;
as well as insurance related issues. It also
highlights many areas where further research
is required. The book generally provides an
overview of the more recent research and
publications in this area and includes some
regulatory issues. Inevitably it has a Nordic
emphasis; it includes very useful advice on
precautionary measures to minimise risk of
injury for people with uncontrolled epilepsy,
including safer sauna. Some chapters, by
necessity, serve purely as a compilation of
available incomplete data. Others are written
by key researchers directly involved in the
area addressed and provide a very balanced
review of current knowledge. On psychiatric
comorbidity, while agreeing that “the positive
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effects of drug therapy on cognitive and affec-
tive functioning because of the reduction in
seizure activity are usually far greater than
the negative effects”, more information would
have been welcome in an otherwise very well
balanced chapter. The book would well serve
those for whom it is intended, namely epilep-
tologists, neurologists, paediatric neurolo-
gists, psychiatrists, and other professionals
who deal with patients with epilepsy. The edi-
tors rightly stress the “official line” that the
majority of patients with epilepsy can achieve
good control, with low associated risks.

Lina Nashef

Greenfield’s neuropathology,
7th edition

Edited by David I Graham and Peter L Lantos.
(2 Vol set (HB), Vol 1 pp1190, Vol 2 pp1140,
£395). Published by Arnold, London, 2002.
ISBN 0-340-74231-3. CD rom (£145) ISBN
0-340-76-221-7.

What can one say. The latest (7th) edition of
Greenfield’s Neuropathology has hit the book-
shops, and indeed what a resounding thud it
makes! The present edition is bigger than ever,
again running into two volumes, but now
totalling a staggering 2330 pages and costing
an equally staggering £395. It comes equipped
with a handy CD version of the illustrations, a
mere snip at £145.

The 7th edition has undergone considerable
changes in content, since the last edition five
years ago, reflecting the ever expanding
increase in knowledge of diseases of the nerv-
ous system and muscle that has come from
the exponential growth in neuroscience re-
search over the past decade. Areas of cellular
and molecular neurobiology, and the contri-
butions that genetics and neuroimaging have
made towards improving our understanding
of the causes of disease and our clinical inves-
tigative and diagnostic skills, are more
strongly featured. Hence, while greater em-
phasis has been placed on the basic science of
disease, the classic descriptive morphology for
which Greenfield’s is renown is well main-
tained. There are new chapters on “Metabolic
and neurodegenerative diseases of childhood”
and “Peroxisomal and mitochondrial dis-
eases”. The chapter on “Pathology of schizo-
phrenia” has been shrewdly expanded to
cover “The pathology of psychiatric disor-
ders”. Other chapters have been retained as
such, but many have been rewritten with new
authors reflecting the pre-eminence of each

within their particular subspecialty. There is
increased reliance on colour illustrations, line
diagrams and tables to illuminate the text,
and these are of excellent quality throughout.
As to be expected, all chapters are written
authoritatively with clarity and style, compre-
hensively illustrated, and lavishly referenced.
Judging by the content of the chapters on
ageing and dementia, prion disease, and
movement disorders, it is my guess that if
anything is not included in each chapter, it’s
probably not worth including anyway. The
accompanying CD rom is user friendly, and
the images are downloadable—a boon to
those wishing to produce a ready made
lecture or presentation of distinction. The
book is a must for practicing and trainee
pathologists, but is equally compelling for
workers in other clinical neuroscience
disciplines and basic researchers interested in
the roots of the dysfunctional nervous system.
Possession of the 7th edition is guaranteed
lasting quality and full value, but before lash-
ing out make sure both your arms and shelv-
ing are strong enough to accommodate its
presence.

David MA Mann

Smell and taste complaints

Edited by Christopher H Hawkes (Pp 176,
£16.99). Published by Butterworth-
Heinemann, Woburn, 2002. ISBN 0-7506-
7287-0.

Despite the fact that problems with tasting
and smelling are common in the general
population, few physicians have the knowl-
edge and training to authoritatively deal with
them. Christopher Hawke’s Smell and Taste
Complaints provides a straightforward guide to
the understanding and management of
chemosensory disturbances, reflecting the
first clinically oriented book of its kind since
Ellis Douek’s The Sense of Smell and its Abnor-
malities (Edinburgh: Churchill Livingstone,
1974). This 180 page pocket sized book
provides a cogent overview of the anatomy
and physiology of the olfactory and gustatory
systems, practical approaches towards their
assessment, and suggestions for therapy and
management. Importantly, it provides the
practitioner with the names and addresses of
specialised taste and smell clinics throughout
the world, aiding the referral process.
Although there is little new in this guide, and
much of the material seems to have been
derived from second hand sources, it presents
the available information in a well organised

and easy to read manner. Moreover, it
addresses basic clinical issues rarely
addressed in a single publication. Its major
drawback is the lack of reference backing for
many of its statements, some of which are
questionable. I found, for example, some of
the “facts” unfamiliar, and would have
welcomed knowledge of their source. Bits of
the material are dated (for example, the role
of IP3 receptors in olfactory function, the
nature of olfactory receptor cell regeneration)
and several sections of the book seem lengthy,
uncritical, and of little practical value. Thus,
nearly seven pages are devoted to the topic of
odour memory, a topic with inherent theoreti-
cal issues and problems that are not addressed
by the author. However, the book is not
intended to be a research book and, despite
such shortcomings, it accomplishes its goal of
educating the practitioner and providing him
or her with a practical roadmap for clinical
assessment and treatment. Indeed, the clini-
cal information provided is comprehensive
and well illustrated. This inexpensive book is a
must for any physician who has the occasion
to see patients with chemosensory distur-
bances or has even a casual interest in
chemosensation, and should serve to elevate
the level of appreciation of these senses
within the medical community at large.

Richard L Doty

CORRECTIONS

The following errors occurred in the short
report by Merlini L, Carbone I, Capanni C, et al.
Familial isolated hyperCKaemia associated
with a new mutation in the caveolin-3
(CAV-3) gene. J Neurol Neurosurg Psychiatry
2002;73:65–7. On page 66, left column, line 9,
proline should replace leucine, line 12, protein
should replace enzyme, and in table 1, line 8
Del-TFT (63–65) should replace ?TFT (63–65).

We regret that an editing error occurred in the
correspondence from Jaster JH, Dohan FC,
and O’Brien TF. Demyelination in the brain as
a paraneoplastic disorder: candidates include
some cases of seminoma and central nervous
system lymphoma. J Neurol Neurosurg Psychia-
try 2002;73;352. The description of a patient
was altered, in the first line of the fourth
paragraph the text should read “ . . .patient
who had a non-neurological malignancy,
seminoma, and subsequently developed a
paraneoplastic syndrome . . .”.
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