
December 1, 1950

Dr. Sven Gard
Statens Bakteriologiska Laboratorium
Box 764
stockholm 1, Sweden

Dear Sven:
Your interesting manuscript and letter of November 18, just reached

me yesterday. I read the manuscript with great interest and shall be very
pleased to spollsor it for publication in the Proceedings of the Society for
Experimental Biology and Medicine. I was rather interested to note in your
discussion the statement that you were able to "largely confirm" the
observation by Olitsky and Yager that combination of the ~ virus and
sheep red cells occurred only in the cold and that complete dissociation
of this combination took place when the temperature was rAised to about
+20· Centigrade. This i~ not in accord ~~th the observations that we have
made in a compar atdve study with the lIMC virus. Our tests showed that the
titer at 24· C. was either one-half to one-third of that obtained at 4° c. or
the same as that obtained at 4° C., depending on whether freshly prepared,
frozen and thawed, or highly centrifuged material was used. We have also
observed that the titer at 24° c. is much more likely to be very low at
pH 7.6 and considerably higher at pH 6.6.whsn tbe tAst is eerried Ollt at ')la° e..
I was also interested in your statement that you did not use phosphate buffer
because it had an inhibitory effect'. In our onn tests we found that M/50 or
K/I00 phosphate buffer at pH 6.6 to 7.6 did not exert any significant
inhibitory effect.

I was very much interested in the problem of herpes virus titers which
you have raised with reference to Leslie Alm's work. Recently we have been doing
some work with herpes virus in this laboratory and I have run into a similar
difficulty with Dr. Ruchman. He would give me a strain which he said had
titers of 10-6 to 10-7 and, when it was passaged in this laboratory and used
in neutralization tests with the same dilugnt (autoclaved, skimmed, cow's milk),
we obtained titers that were usually 1.5 to 2 logs less than those of Rucbman.
Recentl1 Wi titered one of his preparations and'he titered one of ours and
there is no question that we can reproduce each others results. My present
suspicion is that the titer of herpes virus probably varies with the age of
mice that are used for preparing the lot of virus. Experiments are at
present in progress in this laboratory to deterJuine whether or not the highest
titers of virus may not be obtained by using new:born mice for preparing the
virus. It is possible that mice used at two to three "'eeks of age may be in
a transitional phase and thus, on some occasions, may yield virus of high
titer and, on other occasions, virus of low titer. You may recall that
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this is precisely what I found' in the case of Dengue virus.

With regard to Leslie's ph~nomenon of the influence of the nasal
installation of subinfective doses of influenza virus on the susceptibility
of mice to subsequent infection by ordinarily subinfective doses of herpes
virus, the data that he showed me seemed to make sense and were very
interesting to me in the light of the neural pathways which may be
utilized by herpes virus in mice. It is just possible that here also the
age of mice that are used for the tests may play a very important part and
that Leslie may have used mice just on the borderline of suitability. I
think it would be very fine if you could attempt to repeat his observations
with younger mice~ and with herpes virus of higher int~rebral potency.

With regard to Findlay's observations on the exaltation phenomenon
with Columbia SK and Lansing virus, I know nothing more than we both heard
at the Paris meeting. I have not had time to attempt repetition of these
observations.

It sometimes takes a month or longer before the editors notify you
regarding the status of manuscripts submitted to the Proceedings. At other
times the first notice you have is that the galley proofs are on your de$k
with a request for reprint. order, etc. I wonder if you would be good
enough to let me know: (A) ~~ther you want me to take care of the galleys
or whether you would like to have them sent to you at Stockholm,
(B) how many reprints you would like to h&ve of this paper.

With all good wishes and kindest personal regards.
Sincerely yours,

Albert B. Sabin, M. D.
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