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microsomes 1°. The results reported here therefore indicate
that tumour-bearing rats are somewhat more sensitive
towards some drugs than normal rats. This fact must be
taken into consideration in cancer chemotherapy.

In vitro metabolism of hexobarbital, strychnine and meprobamate by
microsome-containing supernatant fraction obtained from normal
and tumour-bearing rats

Controls Tumour- Varia- P
bearing tions
rats %
Number of rats 8 8
Hexobarbital metab- 363 4 108 179 -+ 87 —5389% <0.001
olism {ugfgfh}
Strychnine metabolism 2404 88 183 472 —329% <0.001
{ugfegfh}
Meprobamate metab- 52+ 3.5 28 427 —489% <{0.001
olism (ug/gih)
Body weight {g} 3134 6.9 307 +7.2
Tumour weight {g) — 25.2 + 3.4
Tumor weight x 100 — 8.3 4- 0.61

Body weight

Enzyme activity expressed as metabolized drug after 1 h incubation
with microsome-containing supernatant obtained from 1 g of rat
liver.

On the Possibility of Spontaneous Tuberculous
Infection in the Course of Long-Term Trials in
Mice

The possibility of transmission of tubercle bacilli from
one mouse to another in a group of animals living in the
same cage during long-term chemotherapeutic or immuno-
logic trials is still poorly understood. It was shown by
KIircHHEIMER et al.l that isolation of virulent tubercle
bacilli could be accomplished from the faeces of intra-
venously infected mice. Moreover, virulent tubercle ba-
cilli have also been found in gastric contents of such mice.
It may therefore be suggested that inter-animal trans-
mission of tubercle bacilli is possible, since the environ-
ment in the cage must contain a great number of virulent
mycobacteria. We had, by chance, the opportunity to in-
vestigate such a possibility in the course of a chemothera-
peutic trial.

Twenty white mice of the H strain, allegedly femals,
were infected intravenously with 0.25 mg of semi-dry
weight of the H37Rv-M strain of M. tuberculosis and main-
tained in a glass cylinder. Therapy with perorally ad-
ministered isoniazid (5 mg/kg of weight, added to Larsen
diet) was started the day after infection. The animals were
observed daily, and in dead mice the advancement of the
disease was assessed by microscopy and, in some cases, by
enumeration of viable tubercle bacilli recovered from
lungs and spleens.

On the 40th day of duration of the experiment, one
female mouse littered 5 young mice. These were identified
by a mark and maintained in the original cylinder up to
the end of the experiment {2nd generation). Approxi-
mately a month later another female mouse littered again
4 young mice which were treated in the same way as
mentioned above {3rd generation). A month later another
litter of 4 young mice was observed in still another mouse
(4th generation), followed by the last litter of 3 young
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Riassunio. Ratti portatori di carcinosarcoma di Walker,
presentano una notevole diminuzione di attivitd di quel
gruppo di enzimi microsomici epatici da cui dipende il
metabolismo di una numerosa serie di farmaci. I nostri
rilievi sono stati fatti prendendo in considerazione il meta-
bolismo dell’esobarbital, della stricnina e del meproba-
mato,
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with the male sex gland activity.
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mice again in another mouse {5th generation). The young
mice were proceeded in the exactly same way as these of
the 2nd generation. The time interval for which the indi-
vidual generations lived in close contact with the originally
infected animals is registered in Table I.

Ten days after the last litter, all mice born in this
cylinder were killed with ether. All animals were autopsied
and their lungs and spleens were removed and weighed
under sterile precautions. Average weight of both organs
obtained from animals of individual generations is pre-
sented in Table I,

Tab. 1. Duration of contact with the tuberculous environment

2nd generation 107 days
8rd generation 72 days
4th generation 45 days
5th generation 10 days

Tab., 11

Average organ weights observed in animals of different generations

Generation Lungs (mg) Spleen {mg)
2nd 563.7 282.2
3rd 341.3 212.0
4th 169.4 128.7
5th 100.1 39.9

1 F, W. Kircugemrgr, A. R. Hess, E. H. WiLriston, and G, P.
Youmans, Amer. Rev. Tubere. 62, 481 (1950].
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Thereafter lungs or spleens of all mice of one generation
were homogenized by grinding with sterile saline in a
mortar, and after decontamination with hydrochloric acid
followed by neutralisation with sodium hydroxide, the
number of viable mycobacterial units was determined by
means of the serial dilution test on L&wenstein-Jensen
media in Petri dishes. The numbers of tubercle bacilli
calculated per 1 g of a given organ are shown in Table I1L

Tab, ITI1. The number of viable mycobacterial units recovered from
lungs or spleens and calculated per 1 mg of tissue

Generation Lungs Spleen
2nd >1.7 x10% 2.4 x10%
3rd 1.1 x107 2.17 x 10®
4th 0 0

5th 0 0

This study could be accomplished because of including
by mistake a male mouse in the original group of animals.
The original mice group was infected with a mycobacterial
strain which is highly virulent for mice (median survival
time of untreated animals infected intravenously with
1 mg of semi-dry weight of the H37Rv-M strain does not
exceed 10 days).

It may be seen in Table II that average weight of both
lungs and spleens removed from mice of the 2nd and 3rd
genecrations exceeded that of later generations, which

Zur Pathogenese des Urdmiesyndroms!?,
Uber den Einfluss von Tyramin auf die Acetoin-
synthese aus Brenztraubensidure in Rattenleber-

homogenat?

Biogene Amine wie Tyramin, Dopamin, Tryptamin
steigern die Acetoinsynthese aus Brenztraubensidure in
Rattenleberhomogenat?® (vergleiche Anmerkung Figur 1).
Eine signifikante Verdnderung der Acetoinbildung tritt
nur bei gleichzeitiger Oxydation des zugesetzten Amins
ein. Wird die oxydative Desaminierung der Amine durch
einen Monoaminoxydasehemmer verhindert, so wird die
Acetoinsynthese nicht gefordert 3. Der Wirkungsmechanis-
mus dieses Vorganges ist nicht abgeklirt.

Die vorliegende Arbeit stellt eine Erweiterung friiherer
Untersuchungen iiber die Wirkung von Tyramin auf die
Acetoinsynthese aus Brenztraubensdure in Rattenleber-
homogenat dar. Sie befasst sich mit der bisher nicht be-
stimmten Abhingigkeit des Tyramineffektes von Tyr-
amin- und Brenztraubensiurekonzentration. Daneben
wird der Einfluss von Abbauprodukten des Tyramins
(Tyrosol, p-Hydroxyphenylessigsdure} auf die Acetoin-
synthese studiert. i

Ergebnisse. Bezichungen zwischen Acetoinsynthese,
Pyruvatabbau und Tyraminkonzentration: Acefoinsyn-
these. Die Abhingigkeit der Acetoinsynthese aus Brenz-
traubensiure von der Tyraminkonzentration ist in Figur 1
dargestellt, Die Tyraminwirkungskurve ist durch ein Ma-
ximum und ein Minimum gekennzeichnet. Das scharf
ausgepriagte Maximum lag in 6 Fillen bei 2,5x10-3 m
Tyramin, in 2 Fillen bei 5x 103 m Tyramin, das Mini-
mum in allen Fillen bei 102 m Tyramin. Im Maximum
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difference may be attributed, besides the age factor, un-
doubtedly to tuberculous involvement of these organs (see
Table ILI),

The detection of tubercle bacilli in lungs and spleens of
mice not artificially infected, but born and maintained in
a tuberculous environment may be taken as indicative for
the possibility of spontaneous infection. This could be
acquired, of course, either during pregnancy or in the
course of post-natal life, as the result of close contact with
animals suffering from chronic generalized tuberculosis.
The latter possibility is in good agreement with the ob-
servation that tubercle bacilli were recovered only from
animals being in contact with the tuberculous environ-
ment for more than 2 months.

The practical importance of this observation lies in the
proof of the possibility of tuberculous infection being
acquired during longterm close contact with a tuberculous
environment, in animals with a relatively high natural
resistance against this disease. Such a possibility might
complicate and confuse various experimental findings ob-
served in chemotherapeutic or immunologic trials in mice.

Zusammenjassung. Virulente Tuberkelbakterien wurden
in Lunge und Milz von Miusen entdeckt, die von intra-
vends infizierten Miittern geboren wurden und die mehr
als 2 Monate in engem Kontakt mit den tuberkuldsen
Eltern lebten. i
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der Tyraminwirkungskurve betrug bei 6 Versuchen die
Steigerung der Acetoinbildung zwischen 509, und 1079%,
im Minimum zwischen 16% und 549%,. Bei 2 Leberhomo-
genaten betrug die Synthesesteigerung von Acetoin im
Wirkungsmaximum bei 2,5X 10~ m Tyramin nur 6%,
bzw. 16%. In diesen Féllen wurde bei 10-2 m Tyramin
eine Hemmung der Acetoinsynthese von 8%, und 129,
festgestellt. Bei fiinf von acht-Homogenaten stieg zwi-
schen 10-2m und 4 x 10-2 m Tyramin die Wirkungskurve
praktisch linear an und erreichte bei 4 X 10-2 m Tyramin
Werte, die bis zu 1009, iiber dem Kurvenmaximum bei
2,5%10-% m bzw. 5x 10-3 m Tyramin lagen.
Pyruvatabbau. Die Wirkung von Tyramin auf den
Brenztraubensdureabbau und die Acetoinsynthese verlief
nicht parallel (Figur 1). Bis 10~2 m Tyramin stieg in allen
Fillen der Brenztraubensiureumsatz an und erreichte im
Maximum eine Steigerung zwischen 339% und 849,. Eine
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