LOG
GKS G’(S j’{"_’_«_* ¥

: j and WA g THE ROCKEFELLER FOUNDATION
ik | 49 WEesST 49TH STREET
' New York, N. Y.
OCT ¢ 1942 ) L
H 13

KidF =~ (4
Vv ys - %g[/(

April 11, 1942
Air Mail

£
Dear Dr. Sawyer:

When I got back I learned that Col. Simmons hed sent word to
Dr. Strode that he wanted to see me to find out more about our findings
in California. I spent about 3% hours at Col. Simmons' office yesterday
in conference with him, Col. Lundeberg, Bayne-Jones, end Turner. I told
them in a general way what we found in California up to the time I left.
Col., Simmons is still very much impressed by the fact that there is no
Jeundice among the men vaceinated at Camp Callan on January 3 and since
sent to Fort Bliss, Texas, and Camp Greeley, Alaska. The number of cases
reported to the Surgeon General's Office is still increasing rapidly, and
by yesterday there were approximately 2600 cases known, all in the Army.
There is still no report of any cases in the Navy. Most of the cases seem
to originate from Jefferson Barracks. I was told that in one day there at
the end of December 8000 aviation cadets were vaccinated with Lot 335, and
since then they have been dispersed all over the country, and where they
have gone jaundice has appeared. There are 20 cases at Fort Jay, Governors
Island from Jefferson Barracks. Bayne-Jones said that some of the men
vaceinated at that time with the same material are still at Jefferson
Barracks with cases of jaundice ocourring emong them. On the other hand
new troops that have arrived there since have no cases.

There was one death at Perrin Field, Sherman, Texas. This man,
James Eagan, was also vaccinated at Jefferson Barracks early in January.
The case history and autopsy notes sre very meager, but these are the es-
sential facts I was able to learn regarding the case. I was unsble to
learn the lot number. He developed a severe attack of jaundice in the
middle of i Mareh  end died after a week in the hospital. He was afebrile
throughout. Three blood counts were made on him. Two showed leukopenia
and the third leukocytosis. He died rather suddenly. The autopsy notes,
being scarce, showed nothing but that all tissues were deeply jaundiced,
the spleen was of normal size, and the liver had shrunk to ebout two-
thirds its normal size. After the body had already been embalmed, & piece
of liver was removed at the undertaker's establishment and sent to the
Pathological Museum of the Army Medical School for examination. Col.
Ashlend, pathologist, has diagnosed this as an extremely severe case of
acute yellow atrophy. Col. Simmons promised to send us some slides from
this case. Whether this case is the same type of jaundice as is prevalent
at the present time, no one is sure, of course.

As you have learned from Dr. Strode's correspondence, the War
Department hes organized studies here in the East. Drs. Maxcy and Good-
pasture are concentrating their efforts on ggggg;!ggw§5{£53g3, Maxecy is
studying the epidemiology and Goodpasture and Dawson are trying to determine
the etiology of this disease.
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I gained the impression that the men in the Surgeon General's
Office are somewhat worried about the situation but not particularly
alarmed. The difficulty, of course, is that no one can predict what pro-
portions it will reach, They emphasized the difficulty they are facing -
they do not know what provisions to meke for additional beds to hospitalize
these cases.

While I was there, they asked me numerous questions covering the
history of the development of 17D virus, as well as the sctual procedures
involved in the prepareation of the vacecine. Bayne-Jones asked most of the
questions and made notes on everything I said. From the conversetion I
got the impression that Bayne-Jones is much more inclined to attribute the
Jjaundice to the vaccine than the others are. However, all felt that vac~
cination should be continued by all means. Col. Simmons was particularly
emphatic on this point and stated that if veccination was once discontinued,
it would be exceedingly difficult to start it again as he said that it took
them a whole year to convince the general staff of the importence of this
protective measure. Furthermore, as he said to you over the telephone, it
would cause serious international complications. However, they are re-
lying entirely on our sdvice in this matter. I told them that we have
over 1 million doses of vaccine on hand, end we will continue to meet the
requests for it until your return and we have a clearer picture of the
whole situation.

/

If the jaundice is due to the vaccine, Bayne-Jones is inclined
to attribute it entirely to the presence of human serum. He doesn't
think the serum could be considered safe unless it was heated to near the
coaggulation point, that is, about 70°C. He especially emphasized recent
findings regarding the virus of poliomyelitis snd stated that there is a
virus that survives for long periods in sewers. He thinks it should be
logical to assume that there might be other agents having high thermel re-
sistance, especially in a medium containing a fair amount of fats, as
serum sometimes does. He does not think that 58 or 60° should be considered
safe unless this temperature was applied for a period of at least several
hours.

Inasmuch as we have approximately 1,200,000 doses of vaccine on
hand to meet requests from the Army end the Navy for a month at least, I
have asked Dr. Goodner to discontinue meking the present type of vececine
until you return. In the meantime we are carrying out investigations to
determine, first, whether or not serum can be omitted from veccine without
increasing the amount of chick embryo appreciably; second, how much serum
can be heated without coaggulation; and whether serum heated for long
periods just below coaggulation point has the seme properties as a pro-
tective colloid as that heated to 58 or 60°. There is no question that
much denaturation will take place at a higher temperature, and the problem
is to determine whether the denatured protein will have the seme protective
properties on the virus as the serum we have been using. A further point
is to determine how much foreign protein reaction will give & heat-
denatured human serum when injected into humen beings.
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Over this weekend Turner will get complete histories on all blood
donors used in Baltimore since last summer. He said that last spring when
he supplied serum to us, he inquired regularly regarding past history of
Jaundice among students who served as donors and found positive histories
in a number of cases but that last fall he discontinued this procedure
knowing that serum was inactivated before use.

We are also investigating our source of eggs. We all feel that
it would be highly desirable to omit serum from future vaccines if possible.
If for no other reason, it would eliminate an extra factor from the number
of elements in the wvaccine so that if Jaundice should continue, we should
then know definitely that it must originate from the eggs. 4

Since returning from California I have read again the literature,
especially with regard to postvaccination Jaundice observed in Brazil.

The worst experience was observed with a vaccine containing no chick
embryo. As you will recall, this vaccine was made with 17E virus grown
in tissue cultures made of mouse embryo tissues in Tyrode solution to
which either normal monkey or normel human serum was added. In meking
the actual vaccine, to the liquid tissue culture was added an equal amount
of normal human serum before desiccation in frogzen state. Dr. Lloyd took
most of this vaccine with him from hers although some of it was made in
Brazil., The vaccine was given in conjunction with immune serum, of which
three types were used - hyperimmune goat serum, hyperimmune monkey serum,
or humen convalescent serum. In one instance there were 61 cases of
Jaundice in 191 persons,vaccinated with the tissue culture virus put up
as mentioned above and hyperimmune monkey serum, 2 to 8 months after vace
cination. Among the 61 cases were 2 who later were found to have been

} immune before yellow fever vaccination. Whether the jaundice in this case
originated from human or monkey serum, we do not know, of course, but it
seems to exclude chick embryo.

v’
I em enclosing herewith a copy of a questionnaire used by the
Surgeon General's Office for the collection of dete on cases of jaundice.
They think that the questionneire used on the Pacific Coast is too complicated.

Sincerely yours

Je« He Bauer

Dr. W. A. Sawyer

¢/o Dr. M. D. Eaton
Research Laboratory
1392 University Avenue
Berkeley, California

JHB:MJH
Enc.
vCe:Dr. Strode
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