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Infusion of synthetic atrial natriuretic factor (ANF) in 
dogs was shown to increase fluid and electrolyte 
excretion and glomerular filtration rate and filtration 
fraction, while blood pressure fell, hematocrit in-
creased, and total renal blood flow was unchanged. 
ANF also decreased renin secretion and plasma 
levels of renin and aldosterone. These properties 
indicated that ANF has an important role in the 
regulation of renal function and in volume-pressure 
homeostasis. [The SCI® indicates that this paper 
has been cited in more than 600 publications.] 
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The discovery of a new hormone and the 

initial studies describing its functional proper-
ties are a rare and exciting event in biology. This 
study stemmed from the discovery of atrial 
natriuretic factor (ANF)1 and followed quickly 
upon the elucidation of the biochemical struc-
ture and synthesis of ANF.2,3 Our particular 
focus was based on our previous work showing 
that atrial extract has remarkable renal hemody-
namic and vascular effects and antagonizes 
angiotensin ll-induced vasoconstriction in the 
isolated rat kidney4 and inhibits aldosterone 
biosynthesis in isolated adrenal glomerulosa.5 

Our study, together with that of J.C. Burnett, 
Jr., et al.,6 showed that ANF has a unique com-
bination of functional properties. The data sum-
marized above, as well as the questions and 
hypotheses raised in the article's discussion 
section, stimulated further studies by many in-
vestigators, who then cited our paper in their 
work. As reviewed recently,3 this included work 
that unveiled mechanisms by which ANF inhib-
its renin and aldosterone secretion, decreases 

blood pressure and plasma volume, affects elec-
trolyte excretion, and regulates renal and glom-
erular hemodynamics. Importantly, the study 
also encouraged the infusion of ANF in humans, 
resulting in effects that are similar to those 
described in dogs.3 

To unveil the functional properties of ANF in 
vivo, we dedicated nearly our entire stock of 
precious synthetic peptide, once the final puri-
fication was completed. The studies employed 
classical renal clearance techniques. With D.N. 
Marion, we performed the actual experiments, a 
rare treat for senior scientists. Each experiment 
lasted approximately eight hours, and the entire 
series of dogs was completed in less than one 
month. The lull periods within each experiment 
were a time for intense scientific discussions by 
all the authors. Sometimes we became so loud 
as to attract investigators of neighboring labs. 
On these occasions it was not uncommon to 
have one anesthetized dog surrounded by 10 
loquacious people, who were promptly expelled 
from the room when we had to concentrate on 
the experimental procedure. It was an exciting 
atmosphere. Over the next few years, much of 
the subsequent work by members of the team 
originated from these discussions. 

As with other pioneering observations on 
ANF, including its discovery,1 our manuscript 
was initially rejected by another journal. Per-
haps a factor contributing to these rejections 
was that the initial ANF discoveries originated 
from experiments using simple methodologies 
and a nonreductionist approach, at a time when 
high technology and minimalism were (and still 
are) the main propellers of forefront biological 
research. The impact of these articles attests to 
the fact that whole animal physiologic studies 
continue to have an irreplaceable role in unveil-
ing novel biological phenomena. 

We are pleased that our article contributed to 
the ANF research explosion. Our recent review 
on the subject3 contains almost 1,000 refer-
ences, and this represents less than 20 percent 
of the publications in the field since 1984. 
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