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IS LYSERGIDE A TERATOGEN ?

SIR,--There are increasing numbers of reports which
suggest that lysergide (lysergic-acid diethylamide, L.S.D.) may
cause chromatid and chromosome aberrations in vivo, detect-
able in cultured human lyrnphocytes. The report last week
(p. 1066) by Professor Zellweger and his colleagues, which
describes the birth of a female child with a malformed leg to
a woman who had taken L.S.D. on three occasions during her
pregnancy, may be cited.

Professor Zellweger and his colleagues report the results of
blood-culture studies on the proposita and her parents, listing
the total number of cells counted and the numbers of chroma-
rid breaks found. Two breaks were found in 30 paternal cells,
five in 30 maternal cells, and three in 60 cells of the proposita.
Unfortunately the authors provide no other information, either
on the time in culture or on the nature of the aberrations. While
they give information on the numbers of cells counted they do
not say whether a detailed analysis was done of every cell. In
the absence of this information and of illustrations of represen-
tative karoytypes it is impossible to assess the quality of their
preparations, so vital in this type of work, or to know whether
they are reporting non-staining chromatid gaps, true chromatid
breaks, isochromatid gaps, acentric chromosome fragments, or
chromatid interchanges.

Assuming the time in culture to have been about 72 hours,
then the findings in the mother may not differ significantly
from what has been found in women, aged 15-24 years, in a
randomly selected sample from the ordinary population.'
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It is desirable to apply to this type of study the same standards
of reporting as are necessary for assessing the effects of ionising
radiations or any other suspected chromatid or chromosome
damaging agent, s

M.R.C. Clinical and Population
Cytogenetics Research UnJtj
Western General HOspital,

Edinburgh 4. W.M. COURT BROWN.
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_rmal in the 12 patients with that our observations on the relation of folate deficiency to
_i_ropathy included in the thera- CONTROLEPILEPTICSSUaJEOTS neuropathy may not be germane to its relation to other

ltt_ic trial. After therapy there was _- neurological and psychiatric abnormalities in patients with

_significant improvement in these ,co == I " epilepsy, we must emphasise that no objective evidence for the
nt_.n values (see table). , ao latter relationship has yet been reported.
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_o convincing causal relation has - ir | Bethesda, and the Child Neurology Research Gift of the Neurological
Imtn demonstrated between folate E 16 • • Institute of New York. We thank Dr. H. H. Merritt and Dr. S.
¢idciency and the development of _ _ Carter for their advice and encouragement, and our colleagues at the
mmirological abnormalities in patients _ t4 r t Neurological Institute, Columbia-Presbyterian Medical Center, for
resolving anticonvulsant drugs. Such o ca referring patients.

d_ormalities have been described in _ 12 i ; SAMUEL J. HORWITZ
4 IDatients on anticonvulsants de- g II College of Physicians and Surgeons, FREDERICK A. KLIPSTEIN

_lt)ping megaloblastic amemia, but _, IO _ Columbia University, New York. ROBERT E, LOVELACE.I

it 3 of these serum-folate concentra- go s I' :
_s were not assayed, *-a the serum- _ a
vittmin-Bn concentration was sub- _ r & f CANNABIS IN EARLY PREGNANCY
aomaal in 1,' and 2 of the patients =o 6 , SIR,--Stunting and f0_tal abnormalities have hcen observed
with neurological improvemcnt were =0 _ ...... _- in rats treated with lysergide (lysergic-acid diethylamide, L.S.D.)
tt_ted with both folic acid and _ a : during early pregnancy,' and ProL Zellweger and his colleagues
wKamin B,v '-s The serum-folate 3 (Nov. 18, p. 1066) report the first case of human teratogenicity
_oacentration was subnormal in the 2 [. with possible causal relationship to L.S.D.
lmlient described by Hansen et al._; ' In Jamaica, the use of the resin of Cannabis sativa (ganja) is
however, the extensive degenerative o nsfl.,., widely suspected, although illegal. It produces, like L.S.D.,
changes found in the cerebellum No,too, A_,,,, abnormal mental phenomena in both the cognitive and percep-
omald have been unrelated to folate Serum-folate concentra- tual spheres, z We tested the effects of the resin on the mouse
dlmficiency,since cerebellar degenera- tlons tn control sub- embryo, in our programme of screening drugs of West Indian
tiara has been produced experi- ject, and In epileptic origin for embryopathic activity. The foetuses of pregnant
mentally in animals by acute high patients, mice treated on day 6 of gestation with a single intraperitoneal
dmage of diphenylhydantoin, xzt3 dose (16 mg. per kg.) of the resin showed a high incidence of

Reynolds 7 has reported improvement in psychiatric abnor- overall stunting. No apparent malformations were observed.
realities in 26 epileptic patients with low serum-folate ¢0n- The size of the litter was not significantly reduced. There were
matration after folie-acid therapy. The subjective nature of complete f0ual resorptions in animals given 16 rag. per kg. of
evuluation in these patients makes the observations of Reynolds the resin intraperitoneally daily for days 1 to 6 of gestation.

his colleagues _ 7 difficult to assess. Organic dementia, Departmentof Anatomy, T.V.N. PERSAUD
megaloblastic ana'mia, and low serum-folate levels in 2 elderly Universityofthe West Indies,Kingston 7, 1amaica. A.C. ELLINGTON.
lmtients with poor dietary histories have been reported 6; the
dementia improved after admission to hospital and treatment

folio acid, but other variables were not controlled. IS LYSERGIDE A TERATOGEN?
Similarly, the erratic seizure pattern of many epileptic patients SlR,_We should like to thank Dr. Court Brown for his
M_N NERVE-CONDUCTIONVALUESIN PERONEALANDPOSTERIOR-TIBIALcomments (Nov. 25, p. 1154) on our article (Nov, 18, p. 1066),

NERVES (METRES PER SECOND) IN 12 PATIENTS WITH NEUROPATHY and to answer his questions.
TREATED ALTERNATELY WITH FOLIC ACID AND PLACEBO FOR Chromosomal analyses were done on 72-hour cultures,
CONSECUTIVE3-MONTHPERIODS generally accepted as routine in our laboratory. In order to

detect breaks, every plate had to be examined. Non-staining
Period Peroneal Posterior-tibial chromatid gaps were not scored. Isochromatid breaks, acentric

nerve# nerve_" chromosome fragments, and chromatid interchanges were
]Pretreatment ...... 40'2 37.4 absent in the plates examined. (Skin fi_roblasts of the father,
Placebo(3 mos.) .... 44.1 40.7 however, examined after our report wa_vritten, revealed such
Folk acid (3 mos.) .... 42"2 39'3 _ chromatid interchanges as triradial and quadriradial structures;
Pretreatment ...... 40"3 39.6 these results did not appear in our article.) The chromatid
Folk acid (3 mos.) .. 42.9 40.6 breaks observed in the peripheral white blood-cells of the pro-
lPla¢ebo(3 mos.) .... 42.4 39.6 band and her parents, and the groups to which the aberrant

chromosomes belonged, were listed in our table. Approxi-
* Normal 51'0 (:k3.26). t*
_"Normal48.7 (±3.5). '_ mately 8°7oof the cells of the persons discussed here showed

chromatid breaks, while only 3-5% of the cells of " normal "
complicates the assessment of folic-acid therapy in the control controls, processed with the same techniques, showed similar
of seizure frequency, which has been reported to decrease t_ alterations.
and to increase 7after such therapy. In our attempt to assess Further studies on the effect of lysergide (lysergic-acid
both mental changes and seizure frequency, it has proved diethylamide, L.S.D.)on the chromosomes are proceeding. As
extremely difficult to obtain objective criteria, stated in the discussion in our article, the significance and
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