
1112 NATURE June 12, 1965 VOL. 2.06 

inal flora'8 ·~ 9 • Hoffer and Osmond 5° have recently reported 
an aromatic compound of uncertain identity staining 
mauve on paper chromatograms of urine in 75 per cent of 
schizophrenic patients examined. Since no dietary controls 
wor<; used in this study, it is quite possible that these 
findmgs are also the result of a dietary-intestinal artefact. 

Hocent.ly, 3,4-dirnethoxyphonylothyla.mine, a corn
pound which bears a striking resernblanco to mesealinc, 
has been reported to occur in the urine of schizophrenics 
more froqucnt.ly than in normal urine51 • The results of 
sovoral studies havo boon quite variable (Table 1), and it is 
striking that in patients receiving plant-free diets no 
3,4-dimothoxyphenylethylamino was detected. 

Table 1. 0HROMA"1'0Ul\.I.Plll0 DETRCTION OF Ul\!N.I.l\Y 3,4-DIM.IlTIIOXY
PHENYJ~ETHYLAMlN .1:: * 

Schizophrenic 
15/17 
57/62 (on tranquillizers) 
13/16 (off tranquillizers) 

0/10 (plant-free diet) 
4/22 
5/12 (l<'riedholf's patients) 
2/10 
2/3 
0/2 (plant-free diet) 

Norm" I 
0/14 

21/46 

0/1 
0/10 

2/4 

lteferences 
Friedhoff" 

Takesada et al." 
l'erry et al." 
Sen et ul." 
Kuehl et al." 

llaldessarlnl and Kopin" 
Gjesslng" 

118/154 (63%) 23/75 (31 %) 

• Data are presented as the ratio of number of suhjeds in whose urine the 
eompound could he detected to the total number of subjects studied. 

It is clear that schizophronia is a complex entity and 
that. firm"'r and moro proeisc diagnostic criteria aro necos
::;ary. Greator mtut.ion is indica. ted in tho interpretation 
of availnble genetic, pharmaeologioal, biochemical, and 
psychological datn which purport to doscribo difforonecs 
between schizophrenic or pre-schizophrenic subjects and 
normal controls. 
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OuR pa.per presented a hypothm;is whieh wo considered 
probable, and it was put forward with a view to encourag
ing fnrth0r research on the various causation processes 
concerned in producing overt sehizophronia. 

Tho primary basis for our view t.hat schizophrenia is a 
genetic morphism is the fact that it clearly has a strong 
genetic component, and that its ineidonco is more than 1 
per cent, a figure too high to be maintained by mutation 
alone. The distribution of schizophnmia in families is quito 
incompatible with tho idoa that th0 gonotic basis is a single 
roeossive gone, but, gives a remarka.bly good fit with oxpoe
tancy on the basis of the monogenic 25 por cont ponctrance 
modol suggested by us, t.hough a poor fit with any poly
gonic model. 

It next appears reasonably eertain (a) that the genetic 
basis, whatever it be, is responsible for a marked 'error 
of metabolism', producing a number of physiologieo.l 
(biochemical, irnmunologionl, eto.) changes. Tho evidence 
for this is oxtonsive, and is not merely "anecdotal" (see 
references 12-16 in our original papor); and (b) that tho 
error of rnotabolisrn rosults in the production of some 
abnormal ehemieal compound which could be detected 
in the blood and( or urine. We realize that neither the 
preeise compound nor tho dotailod steps in its formation 
have yet boon conclusively identified, and m':lrely m!lntion 
that Hoffer and Osmond consider that it is adronolutin, 
or sumo chomically rolt1tod substance. 

Further, it. appears quite certain that schizophmnia 
iuvolves interference with percoptual development, 
resulting in IIJ.flrkod poreoptual and eventually conceptual 
di;:;ordor. Wo realize that the precise nature of this intor
f~,rence has not yet been established, but emphasize that 
psychological tests have boon devised which appear to 
distinguish sehizophron.ics from normal subjects. 

Finally, we direct attention to the main implications of 
our hypothesis, and st.roRs tho need for more research in 
many fields boforo it or some modification of it is fully 
confrrmed. 
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