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dominance gene which itself is highly variable
between normal individuals.

A model for this last feature is the mouse LINE
element described by Loeb ef a/ (1986) that includes a
variable number of tandem repeats. These authors
consider that the tandem repeat sequence may regu-
late expression. Ono et al (1987) have reported a
human retroviral sequence with similar repeats.

In addition to the above three postulates, I suggest
that the new mutations required by the theory occur
specifically in the course of male gametogenesis and
are season-dependent (Crow, 1987¢). In this way an
environmental influence on the structure of the
gene, and thereby on the occurrence of psychosis, is
introduced.

The case that the psychosis gene indeed is closely
related to the cerebral dominance gene has been
strengthened by the finding that temporal horn
enlargement in schizophrenia, by contrast with that
in Alzheimer-type dementia, is highly selective to
the left hemisphere (Crow et al, 1988a). A locus in
the pseudoautosomal region of the sex chromo-
somes has been suggested (Crow, 19874d) and is sup-
ported by the observation that in a series of pairs of
siblings with psychosis, concordance by sex is
inherited from the paternal and not the maternal
side (Crow er al, 1988b). These findings may facili-
tate a molecular approach to the nature of the
psychosis gene.

T.J. CROW
Division of Psychiatry
Clinical Research Centre
Northwick Park Hospital
Harrow, London HA1 3UJ

References

BakEer, H. F., RipLEY, R. M. & Crow, T. J. (1985) Experimental
transmission of an autosomal dominant spongiform encephalo-
pathy: does the infectious agent originate in the human genome?
British Medical Journal, 291, 299-302.

Crow, T. J. (1983) Is schizophrenia an infectious disease? The
Lancet, i, 173-175.

—— (1984) A re-evaluation of the viral hypothesis: is psychosis the
result of retroviral integration at a site close to the cerebral domi-
nance gene? British Journal of Psychiatry, 145, 243-253.

—— (1986a) Left brain, retrotransposons and schizophrenia.
British Medical Journal, 292, 3-4.

—— (1986b) The continuum of psychosis and its implication for the
structure of the gene. British Journal of Psychiatry, 149, 419-429.

—— (1987a) Integrated viral genes as potential pathogens in the
functional psychoses. Journal of Psychiatric Research, 21,
479-485.

—— (1987b) Psychosis as a continuum and the virogene concept.
British Medical Bulletin, 43, 754-767.

—— (1987¢) Mutation and psychosis: a suggested explanation of
seasonality of birth. Psychological Medicine, 17, 821-828.

—— (1987d) A pseudoautosomal locus for psychosis? The Lancet,
i, 1532.

—— COLTER, N., BROWN, R., BRUTON, C. J. & JOHNSTONE, E. C.

https://doi.org/10.1192/bjp.153.4.566 Published online by Cambridge University Press

CORRESPONDENCE

(1988a) Schizophrenia as an anomaly of the cerebral dominance,
gene. (in press). i

——, DELis1, L. E., JOHUNSTONE, E. C. (19885) Concordance by sex
for psychosis is paternally inherited: evidence for a pseudoauto-
somal locus. (in press).

—— & DoNE, D. J. (1986) Age of onset of schizophrenia in siblings:
a test of the contagion hypothesis. Psychiatric Research, 18,
107-117.

HoLLipAY, R. (1987) The inheritance of epigenetic defects. Science,
238, 163-170.

JENKINS, N. A. & CoPeLAND, N. G. (1985) High frequency germ-line
acquisition of ecotropic MuLV proviruses in SWR/J-RF/J
hybrid mice. Cell, 43, 811-819.

KaTtzir, N, RECHAVI, G., COHEN, J. B., UNGER, T., SiMONL, F.,
SEGUL, S., COHEN, D. & GivoL, D. (1985) “*Retroposon™ inser-
tion into the cellular oncogene c-myc in canine transmissible
venereal tumor. Proceedings of the National Academy of Sciences,
82, 1054-1058.

Kazazian, H. H., WonG, C., YoussouriaN, H., ScorT, A. F.,
PHiLLIPS, D. G. & ANTONARAKIS, S. E. (1988) Haemophilia A
resulting from de novo insertion of L1 sequences represents a
novel mechanism for mutation in man. Nature, 332, 164-166.

Kurr, E. L., FEENSTRA, A., LUEDERS, K., SMiTH, L., HAWLEY, R.,
Hozumi, N. & SHULMAN, M. (1983) Intracisternal A-particle
genes as movable elements in the mouse genome. Proceedings of
the National Academy of Sciences, 80, 1992-1996.

Loes, D. D., PapGETT, R. W., HARDIES, S. C., SHEHEE, W. R.,
CoMer, M. B., EpGELL, M. H. & HuTcHisoN, C. A. (1986) The
sequence of a large L1Md element reveals a tandemly repeated 5
end and several features found in retrotransposons. Molecular
Cell Biology, 6, 168-182.

MurpHY, W. H., Nawrocky, J. F., & Peasg, L. R. (1983) Age-
dependent paralytic viral infection in C58 mice: possible impli-
cations for human neurologic disease. Progress in Brain Research,
59,291-303.

ONO, M., KAWAKAMI, M. & TAKEZAWA, T. (1987) A novel human
nonviral retroposon derived from an endogenous virus. Nucleic
Acids Research, 185, 8725-8737.

OweN, F., POULTER, M., LoFTHOUSE, R., CrOw, T. J,, RisBY, D.,
BAkEr, H. F. & RiDLEY, R. M. (1988) A rare MSP1 polymor-
phism in the human prion gene in a family with a history of early
onset dementia. Neuroscience Letters, Suppl. 32, S53.

PauLsoN, K. E., Doka, N., SCHMID, G. W., MISRA, R., SCHINDLER,
C. W,, RusH, M. G., KADYK, L. & LEINWAND, L. (1985) A trans-
poson-like element in human DNA. Nature, 316, 359-361.

Teich, N. (1982) Endogenous viruses. In RNA Tumour Viruses
(2nd edn) (eds R. Weiss, N. Teich, H. Varmus & J. Coffin) pp
1109-1203. New York: Cold Spring Harbor Laboratory.

Capgras Syndrome and the Amygdala

Sir: The patient described by Lipkin (Jowrnal, July
1988, 153, 117-118) demonstrates, as do several
other cases reported by Dr Lipkin, that the Capgras
syndrome may be an early symptom of dementia.
This case report continues the debate as to whether
this syndrome has an organic basis. It does occur in
organic conditions with diffuse and focal cerebral
lesions, but precise anatomical localisation of the
lesion is not available. The localisation of lesions giv-
ing rise to an inability to distinguish one face from
another, proposagnosia, is better established and
seems to involve an area of the cerebral cortex at the
occipito-temporal junction (Meadows, 1974).
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Electrophysiological work in monkeys has shown
that there are at least two areas of the brain in which
neurones are selectively responsive to faces. One of
these is a cortical area, the superior temporal sulcus
(Bayliss et al, 1985). Neurones here respond with a
shorter latency than in the other area, the amygdala
(Leonard er al, 1985). This finding has been inter-
preted as indicating additional processing of sensory
information, which, in view of the role of the amyg-
dala in the regulation of social and emotional behav-
iour (Thompson et al, 1977), probably involves the
incorporation of social and emotional cues necessary
to identify a particular face as that of a genuine close
relative. It is this function which appears lost in
Capgras syndrome.

There is an increasing body of evidence that the
amygdala may be subject to damage in the early
stages of the commonest cause of dementia,
Alzheimer’s disease. The pathological changes are
most severe in the hippocampus and amygdala, and
these regions appear to be affected early in the course
of the disease (Brun, 1985). Moreover, we have de-
scribed a number of cases of Alzheimer’s disease in
which there were marked reductions of the choliner-
gic innervation of the amygdala in the absence of the
characteristic loss of such innervation of the cerebral
cortex (Palmer et al, 1986). While it is difficult to
extrapolate the results of discrete brain lesions to
patients with diffuse brain damage, the case reported
by Dr Lipkin and other cases reviewed by him may
reflect early damage to the amygdala in dementia.

This syndrome illustrates also that the symptoms
of dementia which are most difficult to deal with,
both for the patient’s relatives and health care pro-
fessionals, are not necessarily the cognitive impair-
ments, but the deterioration in social behaviours. At
least some of these may be a consequence of sub-
cortical disease, and it is now important to investi-
gate these behaviours in dementia and to follow this
by pathological and neurochemical studies.

ANDREW W. PROCTER
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London Bridge, SE1 9RT
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Dysmorphophobic Avoidance

Sir: I found the behavioural therapy described by
Marks & Mishan (Journal, May 1988, 152, 674-678)
fascinating. While the results of systematic exposure
therapy in their series of five patients were encourag-
ing, the inclusion of two patients who were deluded
that they smelled challenges the definition of the term
dysmorphophobia. This has usually been reserved to
describe patients who complain of a subjective feel-
ing of disfigurement in the absence of any objective
abnormality (Hay, 1970; Thomas, 1984; American
Psychiatric Association, 1987).

It has been argued that the condition may be pri-
mary or secondary to an underlying psychiatric ill-
ness (Thomas, 1984). While the authors state that *“it
feels rather Procrustean to force a diagnosis of what
was ‘primary’ ”’, none of their patients could be con-
sidered to be suffering from a primary diagnosis of
dysmorphophobia by virtue of the presence of
delusions (Thomas, 1984; American Psychiatric
Association, 1987).

I was intrigued by the percentage scoring of
delusional conviction, and should be interested to
know how the score was determined. There is an im-
plication (in case 1) that a score of 50% constitutes an
overvalued idea. If that is so, how should the score
of 80% (where 100% =total conviction and 0=
none) in case 2 be interpreted, and can this scoring
system aid in distinguishing beliefs such as primary
delusions from delusion-like ideas or overvalued
ideas (Jaspers, 1946)?

CHRISTOPHER S. THOMAS
Rawnsley Building
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Manchester M13 9BX
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