





A THE ARMOUR LABORATORIES

1425 WEST 42ND STREET, CHICAGO 9, ILLINOIS - TELEPHONE YARDS 7-4100

December 14, 1951

pear -

I enjoyed very much having the opportunity to talk to you on the phone
concerning your proposed experiments on the effects of ACTH on poliomyelitis
virus in hamsters. It is unfortunate that I neglected to mention that a2 con-
siderable amount of work has been done with ACTH on virus growth and prolifera-
tion in verious species. You Lirht be interested in reading the articles by
Kalter, Proc. Soc. Exp. Bio1. & Ved. 74 (1950) 605-607, and Loosli, Journ. Leb.
Clin, Med. 37 (March, 1951) 464. 4 great deal more work remains to be done to
establish the role of the adrenal cortical hormones in resistance to virus

infection.

e shall send you 1.4 grams of ACTH preparation 146R-53, which has a
potency of approximately 3.65 times our lLe-1l-A Standard. The 1.4 grams which
you will receive is, therefore, equivalent to approximately 5.2 grams of the
Standard material. We estimete that 2.74 milligrams of this material will be
approximstely equivalent to your 10 milligram daily requirement. I would suggest
that you dilute the ACTH with a small amount of saline, adjust to a pH of appro-
ximately 3.5, and suspend the solutlon in gelatin so that the final concentration
of gelatin will be approximately” 40@ 2 o°

I certainly feel that it would be interesting for you to study the
effects of pituitary growth hormone in reletion to this guestion of virus
proliferation., After your preliminary experiments with ACTH, we can probably
arrange to provide you with a satisfactory grosth hormone preparation,

If there sre any further cuestions, or if you need additional materials,
please do not hesitate to call on us,

Sincerely yours,

IB/ewk
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two days,

the administration of saline caused an

least

Furthermore

eosinopenia which lasted at

We attempted to assay the activity of the ACTH by measuring the drop

in circulating eosincphiles after ACTH administration, However, the hamster
these animals caused a complete disappearance of eosinophiles over a period

apparently is so sensitive to stress of any kind that the mere handling of

of eight hours.



m-.- Page 2 February 19, 1952

As you can see, in evaluating our results it becomes most important
for us to lmow if this preparation of ACTH is active, because if it is,
there is the suggestion that ACTH does not influence adrenal-cortical
activity in hamsters as it does in other animals, Since all of your
preparations are assayed, it does not seem likely that the ACTH was in-
active, However, would it be poseible for you to suggest some other
method by which we could assay the activity of this ACTH in the hamster?
We also would be most appreciative if you could make any further sugges-
tions,

Thanking you, I am
Sincerely yours,

e I



% /A THE ARMOUR LABORATORIES

1425 WEST 4282 STREET, CHICAGO 9, IJLLINOIS » TELEPHONE YARDS 7-4100

February 21, 1952

—

Thank you very much for your letter of February 19. 1 am very sorry
to hear that your experiment on the effects of ACTH and Cortisone on the course
of poliomyelitis infection in the hamster did not produce more definitive data.

Although we have had no experience with the hamster in our own labo-
ratories as regards the effects of ACTH, I would expect that this animal would
not be a particularly good choice for eosinophil studies. Most animals which
are "jittery" will usually have a spontaneous discharge of the adrenal cortical

. hormones which will effect profound depletion in eosinophils following almost
any manipulative procedures,

I should think that your best opportunity short of measuring the
corticold secretion would be to autopsy your animals and to obtain measurements
of the adrenal weight. I am almost certain that you will be able to demonstrate
a profound change in the adrenal size of the ACTH-treated animals,

Since virus infections are quite specific for various tissues, I am
inclined to believe that once an infection is started the only agents which
might modify this infection are those which have a rather profound effect on the
metabolic pattern of the invaded tissue. Probably our only hope of achieving
any positive effects with the endocrines would be from the cut and tried method
since I am quite sure that our knowledge of the biochemical patternswhich are
influencing tissue growth and virus development are not sufficiently well known
for us to make any predictions at this time.

I am sorry that I have not been able to give you more definite information
on the reasons for your failure to elicit a response. I hope that if we can be of
any additional assistance to you in any way you will not hesitate to call on us at
any time,

. IB/cvk

P,S, Please give my best regards to
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The Effects of Cortisone and Adrenocorticotrophic Hormone on Poliomyelitis
and on Other Virus Infections

From The Phannlac_oglca!Fa ories, oLHoo 9) armacy,

University of London
Received November l, 1951

There is growing evidence that under certain circumstances cortisone reduces the re-
sistance of animals to bacterial infections; thus the infection becomes more intense
after cortisone in experimental tuberculosis, syphilis, and pneumococcal septicaemia,
There is also evidence that cortisone has a similar action in some virus infections,
Schwartzmann found that cortisone had an accelerating action on poliomyelitis in

mice when the virus was inoculated intracerebrally, In addition, golden hamsters,
Mesocricetus auratus, which normally are highly resistant to intracerebral inoculation
with Lansing types of poliomyelitis virus, were found t o become highly susceptible to
this route of infection when MEF; poliomyelitis virus was injected intracerebrally,

Experiments on Poliomyelitis in Mice

Experiment 1, 30 mice were inoculated intracerebrally with 0.03 ml, of a sus
pension containing approximately 100 ID50 doses of MEF1 poliomyelitis virus, 10 mice
were left as controls: a secord group of 10 mice was given 5 mg, of cortisone acetate
2 hours, and again 19 hours, after the intracerebral injection of virus: a third
group of 10 mice received 5 mg, of ACTH intramuscularly 2 hours before being injected
with the virus; 5 mg. of cortisone acetate was then injected intramuscularly 2 hours
after the injection of the virus and the same dose was repeated 19 hours after the
injection of virus, The average period from inoculation of virus to death is shown
in Table I,

TABLE T
Average period
Number from inoculation Percentage
of mice Treatment to death mortality
days

10 Control 12,3 * 3,2 90

10 ACTH and Cortisone 6,11 £ 2,6 100

10 Cortisone Ted £.2,2 100

Experiment 2, A similar experiment was carried out with 30 mice, 15 mice being
used as control and 15 receiving cortisone done in the dosage as before, The re-sults
were similar: the controls died in an average of 1,2 days while the cortisone-treated
mice died in an average of 6,2 days, One curious fact was that whereas the cortisone
was invariably injected intramuscularly into the hind leg, paralysis almost always
occurred in the front legs, thus showing that the paralysis was not due to the trauma
occasioned by the cortisone injection,

Experiment 3, In this experiment ACTH alone washsed, LO mice were inoculated
intracerebrally with 0,03 ml, of approximately 50 ID50 doses of MEFl poliomyelitis
virus in a suspension of mouse cord in saline solution, 20 mice were given 5 mg, of
ACTH intramuscularly 2 hours before being injected with the poliocmyelitis virus and
again with the same dose 22 hours after injection of the virus, The average period
from inoculation to death was 10,2 days in the control mice and 9.8 days in the
ACTH-treated mice, Of the ACTH-treated mice half were dead by the seventh day after

















