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Dear Albert,

Just over a year ago when there was a considerable amount of
public concern over association of paralytic poliomyelitis with
type III vaccine, it was decided that neurovirulence tests would be
evaluated qualititatively as well as quantitatively. On this basis
and on previous experience, it seemed to us quite likely that there
might be difficulties in meeting the new standards over a series of
batches of vaccine.

We therefore decided to investigate the possibility of obtaining
a genetically more stable derivate from your Leon 12a,b strain. T ;%25’——r
paper published by Ghendon et al. in Problems in Viroiogy 6:651‘11%?13—
suggested that this might be more easily achieved by using viral RNA

as a starting point rather than whole virus.

We started with our current production seed lot of your type III
which is one passage removed from the material with which you originally
supplied us, and obtained sufficient infective RNA to seed a number of
monolayers of vervet kidney overlaid with agar.

Individual plaques were then picked off and their progeny studied
by in vitro marker tests, using particularly an extension of the ret/40
test in which serial passages were made at 40°C.

As a result of these we found that we had two strains which
retained their t- marker after serial passage at 40°C. and a large
number which did not.
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An interesting point at this stage was that whereas your original (
Leon 12a7b as supplied to Merck also had this permenent t- character,
the Merck seed did not.

We have now done a very considerable amount of laboratory work on
one of the derivates and used it to produce a series of batches of
type III vaccine.

All of these appear in our hands to be markedly less active in
monkeys after intrathalamic and/or intraspinal inoculation. In only
one monkey out of 195 was there any evidence of spread from the thalamus
to the lumbar cord snd this produced only a minimal lesion.

The great, and as yet unanswered, question of course is whether
this material is antigenic in man and whether it is as stable in the
human gut as it is in the test tube.

I know that you feel that the differences between "fed™ and
"excreted" virus are of no clinical significance and I agree with you
entirely. It would however be nice to have a vaccine in which this
problem did not arise at all.

We wish to start some clinical studies in the very near future
and wondered whether you would be interested in participating in them.
We plan to take a serum and a faecal sample at the time of vaccination,
two faecal samples weekly for six weeks and then a final serum. We
should, of course, do antibody levels on the two sera and t-markers on
any isolates from the faeces.

I have not written to you earlier about this because I did not
want to enthuse before we saw how the material was behaving in monkeys.
However, we now feel that we should let you know what has transpired,
though of course we should like you to regard the information as
strictly confidential., It is our intention to publish on the subject
as soon as clinical studies have been completed.

I look forward to seeing you and discussing the whole thing in
more detail the next time I am in the States or that you are in England.

With very best wishes,

Yours,

P. B. Stones



