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DR. JOHN H., LAWRENCE -

Dear Dr, Lawrence:

Some time ago Dr, Linfoot and I discussed brierly with
you our interest 1n studying the turnover of Znb5 in patient
using the whole body counter, We have reviewed the literature
and I wish to summarize this for your briefly and to describ
the plan of our experiments. «

Zine 1s an integral part of a number of known enzym o
molecules, for instance, and in animals 1t is taken up;first
'in pancreas, liver, and pituétary, subsequently: large: amoun
are transferred to bone. 5 has been used in studies of.
gerum zine in diabetics, but results have been inconclusive
probably because einc is removed so rapldly from serum even’in
normals, I believe that with the whole body counter we might
find somethi more signiflcant because we measure a different:
compartment(s) than simply serum. Even if zinc 1s not involved
in dlabetes, patients who have been taking gine-insulin for-
many years might have an excessive zinc load, and their turn-
over can be compared with dlabetics on non-zine insulin and
with those who do not require insulin,

Dr., Tai-June Yoo, working with Dr. Gofman, has found
reduced serum zinc levels in patients with Xanthoma tuberosum,
whlle patlents with Xanthoma tendinosum have normal zinc
levels, He wants to find out whether there is a demonstrable
zinc abnormality which might be part of the genetic aspect
of this disease, He 1g ready to begin whole body counter
studles with luc of 2n 5 as soon as possible on these patients.

In animals excessive zinc loads have been shown to
produce pancreatic fibrosis, and something similar might
ocecur in zinc-loaded diabetics, It is known that zinc is
concentrated in the pancreas, and 1s passed Iinto the GI
tract with digestive enzymes. Thus we might also usefully
study zinc turnover in patients with pancreatic insufficiency.

In chronic lymphatic and myelogenous leukemla, the
zinc level 1in leucocytes falls to 1 of normal, returning
to normal with successful therapy. Since we have such patlents
available, I think we should study whole body zinc turnover
in a few as a pilot study. The procedure 18 very simple, and
patients could be counted usually as part of thelr regular
clinic visits. Since zinc ultimately is lodged in bone, we
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lhould also study some of - ou pituiz'ryi :
metastaeea. Y i ”A“z_ Y

‘. .~A,~('=‘;

Fa . Zine is; also concentrated in theé

found to be abnormally low in tumorsg . ofy
‘also apparently necessary for spermatog
zinc turnover 4n conditions involving: th
resting poasibilities for later study.

G Zn65 has a 245 day physical haif
o - blological half-1ife, with an effective
of 150 days. ‘The maximum permiseible
.- . ous exposure is 60 microcuries, and. we
o luc or_ 1.7% ofithis,-a total dose.of. qh
the zn65° intrayenously, and court ‘a.pat
first week, then each week, for a month, EHe ‘
year or longer] We will attempt to resdl?, ¢ xdf@_,
. curve into a series of exponentials, to B8€% %ﬁ%&‘,f.m
Y differences in.compartment sizes or turnoy ﬁz AL
o we _will want to study a group of five pai J:4
Lo Zn65 turnover using O.lpc or 0.17% of maximumidérmissibit
R total dose of .4 mr. Craig and Siegel at- Mo‘fe e Hbspl
N : in New York have used doses of 50 to 100us of
o patients, If . it seems interesting, there ar up
S isotopes of zinc which we can make in th cyolotfbn
cr with Hal's camera. :

i

-

In summary, we wish to study Zn55 turnggé’ n\”h
following typea of patlient, which we have. availab e ﬂb

3. Chronlc lymphatlic and myelogenous leukemia, treatéd_
and untreated. .

would bdbe:
5. Pancreatic insufficlency and pa“cre'
6. Prostate carcinoma, . i e

T Ultimately 1t will be. necessary:
SRR volunteers, if- the results onvpat@ent
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The dose will always be less than 2% of maximum permissible
in patients, and one- tentgv?§ this for normals.
1%

Please let me know if I can give you further 1nformation,
especially how much more, 1if any, information is required for
submission to the human use committee, I will be on vacation
and at the Chicago symposium until September 10, Perhaps if
you think 1t is o.k., Howard Parker could circulate a letter
to the Human Use Committee for their consideratilon,

Sincerely,
(0“_3 .(W‘é/«/(
Tony Sargent

ce J. A. Linfoot
J. W. Gofman
H. G. Parker

3004590



