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Exactly 100 years ago insulin was discovered - What a lifesaving peptide!
Banting and Macleod received the Nobel Prize in 1923. Since then
proinsulin was found and then in 1975 preproinsulin was discovered by
this author. The rather interesting story as to how this peptide was found
is revealed here. Why so many decades later is also told.

In July of 1973 I was given a two year NIH sponsored research fellowship
in Immunology at UCLA. My project in Immunology was to translate
mRNA from pure T cell lines to see whether the T cell receptor had any
immunoglobulin component.

My fellow PhDs taught me how to isolate mMRNA and translate it in an in
vitro system. This was a fairly new technique at that time. While
proceeding with this work, | immediately had the novel idea to translate
insulin. Why insulin?

While a fellow at the Joslin Clinic in 1971, | had written hundreds of
insulin orders. | had to work secretly at night, my excitement was great.
Bovine pancreatic tissue from a slaughterhouse in Los Angeles was fairly
quickly harvested by myself. My colleagues at UCLA warned me that |
may never succeed due to the rapid degradation. | proved them wrong.
That was the first milestone.

| authored an Abstract which was published and posted at the 1974
FASEB meeting (1). Later on, | used rabbit and rat islet preparations,
readily available at UCLA, to continue my work on the translation of
MRNA for insulin. In all of these experiments, a larger peptide than
proinsulin was found. That was the second milestone.

In the winter of 1974/75 | submitted an abstract to the American Diabetes
Association outlining this work (2).

I was invited to give a ten minute talk in June of 1975 to further outline
my work at the Annual Meeting of the ADA.

To my surprise, there were two other ten minute talks scheduled where
the presenters had completed similar work, using different animals to
mine and came to the same conclusion that there is a precursor present
larger than proinsulin. Neither one ever mentioned preproinsulin (they
had publications in late 1975 or 1976) (3-6). Therefore, | claim, to have
given the name preproinsulin. It was during my talk at the above meeting,
although no record exists.

Why was | able to coin the word preproinsulin?

Between January and June of 1975, | had ample time to conduct further
experiments. | was convinced that this larger peptide must be a precursor
of proinsulin. Logic told me to name it preproinsulin. This name “stuck”
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and is now widely used.

Other strange and very unfortunate events ensued. After my talk in New
York in June of 1975, Dr. Donald F. Steiner, who is always quoted as the
discoverer of proinsulin in 1967, approached me and invited me to have
dinner with him that evening. He questioned me extensively about my
research.

Upon my return to Los Angeles, | began a clinical fellowship in
Rheumatology at UCLA.

I had made the decision to leave academic medicine and research because
of a rather disgusting event: My collaborator in immunology at UCLA
confessed he never actually did any of the experiments, rather he made
them up. This was such a shock for me, | left academic medicine. Sadly
enough, this is why there are no files remaining.

In 1999 my interest was re-awakened after learning that Professor Blobel
had won the Nobel Prize for his signal theory. It took another ten years
before I realized just how important my discovery was. It was fascinating
to observe that preproinsulin had become an important peptide to study
transcription and translation. A new field of research had opened up.
Could | have seen this in 1975 while | was thinking about what could be
done with my discovery? | had no idea that Professor Blobel at that time
dreamed up why this “pre” was necessary.

In June of 1976, Dr. Steiner et al published in PNAS an article (7) utilizing
my techniques to translate mMRNAfrom rat pancreatic tissue. They arrived
at the same conclusion as | that there is a precursor. They name a partial
list of the amino acids making up the “pre” and then state in their abstract
that they “designate” this molecule preproinsulin. I am referenced under
17 in their article.

Unfortunately, Dr. Steiner omits in his article that he had spoken to me
exactly one year prior. 35 years later in a lecture Dr. Steiner states, that in
1975 he directed his PhD fellow to drop everything immediately and to
begin working on “the more pressing problem characterizing
preproinsulin” (8).

| believe, however, the train had left the station.
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