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(Neohetramine) to act as a stimulant in small
doses and as an inhibitor in large doses.
Similar effects have been observed(8) with
prophenpyridamine (Inhiston).

The rats which received Thephorin in the
dose of 0.16 mM failed to eat and seemed to
show signs of toxicity after the last injection.
However, the rats which received 0.04 mM
of Thephorin showed an average decrease
in time from ingestion of carmine to its de-
fecation of 1.60 hours (40%; P = <0.01).
This stimulation of motility is comparable to
but somewhat greater than that seen after
0.04 mM of Benadryl.

Like the rats receiving 0.16 mM of Thepho-
rin, the rats receiving Histadyl and Pyribenza-
mine in a dose of 0.12 mM, also failed to eat
and were apparently poisoned by the drugs.
Two of the 7 rats receiving 0.12 mM of
Pyribenzamine died in less than 24 hours
after the last injection. A dose of 0.04 mM
of either Histadyl or Pyribenzamine failed
to produce a significant effect.

Antistine when given in a dose of 0.12 mM
produced an average increase in time of 1.05
hours (26%; P = <0.01). The Antistine,
therefore, when given as 0.12 mM showed an
inhibition of motility comparable to that seen
when Benadryl was given in the larger dose
of 0.16 mM. This comparison of Antistine
and Benadryl is in agreement with the work
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of Erspamer and Paolini(9) who found Anti-
stine to be a greater inhibitor of purgatives
than Benadryl.

Inasmuch as the rat is relatively resistant
to histamine(8) high doses of the antihista-
minic drugs, approaching toxicity, were used
in order to show the alterations in in vivo
propulsive intestinal motilities as measured
by observing the time from ingestion of car-
mine to its appearance in the feces. A com-
parable study in other species has not yet
been made. However, both the data of this
report and that of other work to which refer-
ence has been made, indicate that such a study
should be made in order to see whether size
of dose and chemical type of drug(13) should
be taken into consideration when prescribing
antihistaminic compounds.

Summary. 1. Antihistaminic drugs can
affect the rate of in vivo propulsive intestinal
motility as measured by observing the time
between ingestion of carmine and its appear-
ance in the feces. In comparable small doses
Thephorin and Benadryl stimulate intestinal
motility, 2. In larger doses, Antistine and
Benadryl produce inhibition. This then shows
a reversal in effect by Benadryl dependent on
size of dose.

13. Seyler, L. E., Ann. Allergy, 1950, v8, 322.
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Litter Differences Among Suckling

Mice.* (18777)

S. Epwarp SULKIN, MARyORIE ScHWAB, AND H. Craic WALLIS.

From the Viral and Rickettsial Disease Laboratory, Depariment of Bacteriology, Southwestern
Medical School, University of Texas, Dallas.

In planning a large scale study designed to
throw light on the role of Coxsackie or C
viruses in human disease by determining the
frequency with which these agents may be
demonstrated in specimens from various
sources, an effort has been made to establish
rigid technical criteria. It is common prac-

* Aided by a grant from the National Foundation
for Infantile Paralysis.

tice(1-4) to use one litter of suckling mice for
each specimen being tested, although some in-
vestigators use two(5), and still others(6)

1. Armstrong, M. P., et al., Canad. J. Pub. Health,
1030, v41, 51.

2. Cheever, F. S,, Daniels, J. B., and Hersey, E. F,,
J. Exp. Med., 1950, v92, 153,

3. Weller, T. H,, Enders, J. F., Buckingham, F.,
and Finn, J. J,, Jr., J. Immunol., 1950, v65, 337.
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select the mice at random, the animals being
pooled and redistributed. Animals are usually
observed for a period of 2 t0 3 weeks. To
limit the possibility of spontaneous or acci-
dental infections of mice, it has been sug-
gested that animal inoculations be limited to
one “blind” passage in suckling mice(7). In
this laboratory each specimen to be tested for
C virus is inoculated into 12 to 20 2-day-old
suckling white Swiss mice (CF No. 1) repre-
senting a minimum of 2 litters. Animals are
observed frequently for a period of 2 weeks.
Since, through cannibalism, a large number of
animals are devoured, it was decided that at
least 6 mice representing 2 litters must survive
the observation period of 2 weeks, before a
specimen is considered negative on first pas-
sage. When no symptoms are observed during
the first week following the inoculation, 2 mice
from each litter are sacrificed for a “blind”
passage during which the above procedure is
repeated. Since the possibility exists that
adult female mice, although insusceptible to
Coxsackie virus infection, might become im-
mune as a result of laboratory exposure and
transmit this immunity to their offspring, all
normal stock mice are maintained in isolated
quarters.

Using the procedure described above, 23
strains of Coxsackie virus have been isolated.
Apparent litter differences in susceptibility of
suckling mice to these agents on primary iso-
lation were evident in a number of instances.
The results with 3 strains recovered from stool
specimens are summarized in Table I. Each
of 8 litter mates inoculated with specimen No.
16 survived the observation period of 2 weeks,
while each of 5 mice in a second litter devel-
oped symptoms consisting of tremors of the
extremities, ataxia, weakness, cyanosis, and
retardation of growth and were sacrificed on
the fifth and sixth days after inoculation for
further passage in suckling mice. Only 4 of
18 mice inoculated with specimen No. 186

4. Huebner, R. J., Cole, R. M., Beeman, E. A,
Bell, J. A, and Peers, J. H,, JAM.A, 1951, v145,
628.

5. Melnick, J. F., and Ledinko, N., J. Immunol.,
1950, v64, 101.

6. Dalldorf, Gilbert, A4m. J. Pub. Health, 1950,
v40, 1508.

7. Howitt, B. F., Fed. Proc., 1950, v9, 574.
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TABLE I. Results of Inoculation of Suckling Mice
with Stool Specimens Containing the Coxsackie

Virus.
g &
[
55, i : 282
Q S 2 o]
H8% RES é TEEE
16 1 S,S,9,8,8,8,8,8  0/8t
2 5%3,5,5,6 5/5
186 1 S 8,8'8)s 0/5
2 55,888, 8,8 47
3 S 8,8,8,8,8 0/6
9 1 8, 8,10,10 47
2 S,8,8,8,8,8,8,S  0/8

* Figure indicates day after inoculation symp-
toms observed. 8 animal showed no symptoms dur-
ing observation period of 14 days.

t No. of mice which developed ‘‘C’’ virus in-
fection/No. inoculated. (Animals missing, devoured
or found dead within 48 hr after inoculation are
excluded from analysis.)

developed signs and symptoms of Coxsackie
virus infection. That these 4 mice were mem-
bers of one of the 3 litters inoculated with
this specimen may, of course, have been due
to chance. Litter difference in susceptibility
of suckling mice to C virus infection on pri-
mary isolation is also evident in the case of
specimen No. 9. None of 8 litter mates
showed signs and symptoms during the obser-
vation period, while 4 out of 7 mice in a
second litter showed characteristic symptoms.
Similar litter differences were observed with
the viruses recovered from 5 additional speci-
mens. On second passage in mice no litter
difference was observed in susceptibility of
animals to strains No. 9 and No. 186. Strain
No. 16, on the other hand, was difficult to
adapt to mice. This, of course, may be due to
a virus strain difference rather than to varia-
tions in susceptibility of different litters to
these agents.

Whether the observed differences are due to
variability in litter susceptibility or to chance,
it is obvious that some of these virus isolations
might not have been successful if only one
litter of suckling mice had been used. If the
observed results are actually due to litter dif-
ferences in susceptibility, it should be pos-
sible by selective breeding to develop a strain
of mice of more uniform susceptibility as has
been the case with other agents(8).

Summary. Data are presented which sug-

8. Webster, L. T., Medicine, 1946, v25, 77.
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gest differences in susceptibility of different
litters of suckling mice used for the primary
isolation of Coxsackie viruses. It is suggested
that at least 2 litters including a total of 12 to

Bopy WEIGHT RESPONSE TO TESTOSTERONE PROPIONATE

15 suckling mice be used for demonstrating
Coxsackie viruses in clinical specimens.
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Augmentation by Pregnant Mares’ Serum of Body Weight Response of

Male Turkeys to Testosterone Propionate.

(18778)

R. M. Fraps, M. W. OLsEN, AND S. J. MARSDEN.
From the Bureau of Animal Industry, United States Department of Agriculture, Beltsville, Md.

In connection with experiments directed to-
ward quite different ends, testosterone pro-
pionate has been observed to exert a greater
effect on body growth of male turkeys when
administered concurrently with pregnant
mares’ serum than in absence of this gonado-
trophin. The capacity of androgens to stim-
ulate somatic growth under certain conditions
is well established (1-4), and testosterone pro-
pionate has been shown to act synergistically
with pituitary growth hormone in this respect
(5). Enhancement of the androgen-induced
growth response by pregnant mares’ serum,
itself without effect on growth in these tests,
seems however not previously to have been
reported.

Materials and procedures. The experi-
mental stocks consisted of 18 immature Broad
Breasted Bronze and an equal number of ma-
ture Beltsville Small White male turkeys. The
younger birds were 111 =+ 7 days of age at
the beginning of tests, close to 100 days from
sexual maturity. The mature turkeys, 16
months old when placed under test, had en-
tered the period of declining sexual activity
some 3 months earlier, upon completion of
their first breeding season. Seasonal quies-

1. Rubenstein, H. S., and Solomon, M. L., Proc.
Soc. Exp. Bror. AND MED., 1940, v44, 442,

2. Kochakian, C. D., in Vitamins and Hormones,
edited by R. S. Harris and K. V. Thimann, Academic
Press, Inc., New York, 1946, v4, 255,

3. Van Wagenen, G., Endocrinology, 1949, v45§,
544,

4. Kochakian, C. D., Am. J. Physiol., 1950, v160,
53.

5. Simpson, M. E., Marx, W., Becks, H., and Evans,
H. M., Endocrinology, 1944, v35, 309.

cence in such males is associated with loss of
body weight, and resurgent sexual activity
with increasing weight(6). Insofar as latent
capacity for increase in body weights is con-
cerned, the immature and the mature males
were thus much alike qualitatively.

The birds of all test groups were maintained
under identical conditions; they were well
housed, and had access to ample outside runs.
Feed was available ed libitum. Treatment
was carried out in 2 stages. During the first
period of 22 days all the birds except unin-
jected controls received 7 injections of PMS,
200 rat units at each injection. At the ter-
mination of this period, testosterone propio-
nate was administered to designated groups
with and without continuing PMS injections;
details are recorded in Table I. All birds were
sacrificed at termination of secondary treat-
ments, at which times their testes were re-
moved and weighed. Body weights were
taken at intervals from the beginning of tests
until autopsy. The PMS* preparation, a
solution containing 50 rat units per ml, was
injected subcutaneously into the anterior cer-
vical region. Testosterone propionate was dis-
solved in corn oil, 5 mg per ml, and was in-
jected subcutaneously at alternate breast sites
on successive days.

Results. The administration of PMS dur-

6. Marsden, S. J., and Martin, J. H.,, Turkey
Management, The Interstate, Danville, Ill., 1939,
189.

* “Gonadin Serum,” Cutter Laboratories, Berkeley,
California. Crystalline testosterone propionate was
generously furnished by the Research Department,
Ciba Pharmaceutical Products, Summit, N. J.



