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Tw_B is some evidence that 5-hydroxytryptmnine
may be concerned in hsvmostasis (reviewed by Page t) ;
but it is difficult to test directly the h_mostetie elfeot
of the drug in normal persons, because, ff it has such
a role, it is pres_,mably already available in optimal
concentration. An attempt was therefore made to
weaken the normal hmmoetatic system in man by
treatment with lysergic acid dlethylamlde, which
Gaddum, Hameed, Hathway and Stephens' have
found to be a potent, inhibitor of 5-hydroxytrypt-
amine on the isolated rat uterus. Because of its
effect on the personality, the drug could not be
s_Lrnini_¢_'od systemically. The effect of the drug
was therefore investigated by measuring the 'capillary
resistance' in m_all areas of skin which had been
infiltrated by iontophoresis.

Solutions of lysergie acid diethylmmide were pre-
pared in 0.05M phosphate buffer, pH 5.8-6.5
(depending on the solubility of the sample) at con-
centrations of 10-', 10-', 10-6 and 10-' (calculated
as base), and 0.4 mL of a given solution was taken
up in a thick blotting paper pad 2 sq. in. in area.
This was placed on the Rkin of the anterior aspect
of the arm and was made the anode of an iontophoresis
circuit, following the method of Barcroft, Bo_nar,
Edholm and _on" with adrenaline. A current of
2 re.amp, was imssed for 5 ml,. The Imd was removed
and hamlostasis was tested by measuring the resist-
ance of small ve_ds to reduced pr_mvee 6. After
noting any existing petechize, the total number of
petenhi_ in the treated arm was successively recorded
after reducing the premmre to 100, 150, 200, 250 mad
300 Trim. mercury below atmospheric. Each premu_
was mainta&a_l for 30 see. and the petechi_ counts
were made after re_urn;ng the feet area to atmospheric
procure after each reduction. The symmetrically
placed are_ of skin on the opposite arm was Rimilarly
teeted after an identical treatment with buffer ,done.

No pe_n*dlty changes were noted after these
treatments, which suggests that only a mmAllfraction
of the drug contm6ned in the pads entered the .lrl..

Thirty-one series of petechial counts were thus
obts_ed from both arms (the fight arm was tre6ted
with iJae drug in twelve tests and the lef_ arm in
nineteen tests) in four subjects (three rn_le and one
female). The effect of tre6tment w_s inveJd_igated
as follows. For each arm, the peteohiu.! cotmt was
plotted ag_t the negative pressure, and the count
eo_nding to -- 275 lima. mercury was Oec_m_ted
by linear interpolation. The pressure required to
give, on the oplxmite arm, the lower of these counts
was then estimated in the same way. The differmme



between these pressur_ was taken as the response ;
a positive sign was attached if the higher count at

-- _5 ram. mercury occurred with lysergie acid _
diethy]arnlde, or a negative sign if with buffer alone.

The mean responses differed signi6cantly from zero
only at the two h/gher doses, be/ng (with standard
error) 56.5 -_ 26.3 (ten responses ; P = 0-04) at a
doec of 1/1,000, and 100.5 + 26.3 (ten responses;
P = 0.001) at 1/100. The slope of the reaction of
response on logarithm of the doee of ly_rgio acid
diethylam/de was also significant (P =- 0.01) over all
the responses. There was no ev/denee of a systematic
d/fferonee between t_ re_ponsee from the two arms,
from the different sites, from d/fferent subjects or from
d/fferont days of testing; although the number of

peteehhe appearing in the untreated .kin at s given
site exposed to a given fall in pressure clearly var/ed
from subject to subject, and was hio_her at proffi-'m,,l
than at distal sites.

This method of calculating the response was
particularly ineueneed by the high counts obtaAned
at the extreme negative pressures. Two alternative
methods of csleulsting a response, whieh gave less
weight to the extreme pressures, yielded Rimil_
results with regressions significant at P -- 0-06 and
0.08.

It may thus be inferred that, after this treatment
with lyasrgie acid diethylamide at I/I00, and perhaps
at I/I,000, a larger number of petechhe were produced
at a give_ site by a given fall in pressure than would
otherwise have been expected. Nevertheless, in a
mrn_l! series of tests in one subject, no increase in

bleeding time was obtained after the iontophoreeis
of lyeergio acid diethylam/de into the nail beds of
the fingers : the bleedln_ time was measured in test
and control are_ under microscopic observation'.

The present experiments therefore suggest that
5-hydroxytryptamlne may at least be concerned in
preserving the integrity of undivided Rm_!! vessels:
that is, in preventing the ooeurrmum of purpura.

We are grateful to Dr. I. D. E. Storey for investi-
gating the eleetrophoretic mobility of lyzergic acid
diethylam/de; to Prof. J. H. Gaddum for adv/ee
and enoouragement ; and to Sandoz Products, Ltd.,
for generous supplies of lyaergic acid diethyl_mlde.
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