
This paper describes a simple, specific meth-
od for the bioassay of the follicle stimulat-.
ing hormone (FSH) based upon the augmen-
tation of the ovarian weight response to FSH
with human chorionic gonadotropin (HCG).
[The SCI® indicates that this paper has been
cited in over 1,010 publications since 1955.]
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“As a result of the findings of Hench’ that
cortisone was useful in the treatment of
rheumatoid arthritis, the Armour Laborato-
ries began the production and sale of ACTH
as analternative therapy. Literally hundreds
of pounds of porcine pituitaries were pro-
cessed each week. As a result, there was po-
tentially available a large quantity of pitu-
itary by.products from which one could re-
cover hormones. It was found that the resi-
due, after extraction of the ACTH and poste-
rior pituitary hormones, contained gonado-
tropins (predominantly follicle stimulating
hormone.[FSH]).

“After reviewing the literature, it was
readily apparent that there was no simple,
specific assay for FSH. In order to purify
FSH, we needed a better assay. After exam-
ining many possible methods in a variety of
animals, we decided that the interaction be~
tween FSH and LH on ovarian weight was
the most promising. By administering a large
excess of LH (as human chorionic gonado-
tropin [HCG]), it was shown that any LH con-
tamination in the sample would not affect

the ovarian weight response to FSH. Many
variables were examined including normal
vs. hypophysectomized rats, dose of HCG,
frequency of administration, interfering hor-
mones, etc. As a result of these exploratory
studies, a simple, specific assay for FSH was
developed using immature female rats. In
the development of the method, Florence
Pohley, a statistician, analyzed each experi-
ment. When we arrived at a workable pro-
cedure, it was found that the response was
not a function of the logarithm of the dose
as is the case in almost all bioassays. The
slope ratio method for calculation of poten-
cies was utilized and was described in detail
in the publication. Several other investiga-
tors have conductedextensive mathematical
analyses of the dose responsecurve and con-
firmed our original data [personal communi-
cations]. However, most investigators now
use the log dose calculation method em-
ploying a narrower portion of the dose re-
sponse curve. More recent studies indicate
that by using 40-50 IU of HCG, the frequen-
cy of administration can be reduced.

“With a good assay method in hand, the
purification of porcine FSH progressed
rapidly and the product was eventually
tested in humans and animals and found to
be active, II was marketed for animal use.
We were able to prepare, in 1952, many
grams of a purified FSH (264-151.X) which
was well characterized with regard to con-
tamination with other hormones. This prepa-
ration was widely distributed to investiga-
tors and was used as a reference standard
until the National Institutes of Health began
preparing and distributing purified hormone
preparations.

“The paper has been frequently cited
because the method was used to bioassay pi-
tuitary preparations as well as human and
animal biological fluids. Until radioimmuno-
assays became commonplace, the method
was the simplest, most sensitive, and specific
available.”
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