. o Departmant 57 iical Qenztie:
(Bn Routz, San Francisco to M¥adison) epariiant Hodical Genctic

University of Wisconzin
Madison, Wis,
Afril 6, 1957

Dear Joss LQAA;

As you can now gather, I'n just on my way home Trom uy long trip, and it
will be good to get there. You will alsc see from the letterhesd tnat oy forngl
affiliation has changed ( e couple of weeks ago) but ay lab and uailing addresrs
will be as before for tie time being.

I'm sorry tnat it was quite impossivle for me to visit aloa; with Bernie.
I saw him in Britain, and he tolud we of your interest in addiag hiz te your
panel of consultants, which is of cours. a first-ciacu idez. I gather he alsc
backed the kind of empirical search for accumilastors of us:=ful wmetauvolites
thatwe havebeen batting back and forths of course this doesn't havs to be
just mutante of E. c:]lis in fact T would be willing to vet that some Strepto-
aycetes would/ be even better as metabolic excretorss if you'd care touent
Piizer's at their own game, it wouldn't be too hard to find even a iysine- or
rather dap-accumula¥ing mutant to do the same jéb better. However, it secis
to me a wore imaginative tack would be to speciffy other gseful pwoducts. Alter
all, it wes the realization that lysine was worth msking even by this round-

about route that (to me) sesms the main coup from Casida-Pfizer. So, you
tell us what kinds of cougounds you're aftur!

At Berkeley, I saw Ben Volcani again-- he'sactually been working, aid sucocg. =
fully it turns out, on the isolation of organisus that split TMV. If you hed
spare tine in an antiviral program, I would again recommend this approsch tou
you, Ben's dntereste are in the finding of enzymes that mightbe useful in
elucidating virus structur., but it would be hard to believe that the tucra~
peutic possibilities would escape the notice of all his collzzsuss ai tue
Vivus Laboratory.

The London~Ciba mectings were nust remarkably intevesting, excert for ths

personalitiess Hinshelwood, two Russians, a Hungerizn and & Pdle includad.
My own summing up there was a) the uutationdsedection theory of resistance

was pretty well naileu down, b) one could try to get arouna the proble. citle-
by preventing the mutations ]whioh Secws hopeless) or getting at the Tesistant: .
For the latter, one observee that (by definition)tne original wila typee =re
sensitive, andthis trait must therefore have some speciific seleotive auvinta o,
The best 1 can reconmmend, beyond further rou:.ine scre.nin_, to get to the
provlem iz to =meresn in ad ition for sdjuvants which will have 2 particular

e’ oct on the resistant varieties, peeferably in the presence of the primary
drug. Beyond doubt, streptomycin-The, znd pe.icillin-staph are the two imelinte
tzarsets. I think I've proposed this to you already.

All thisaside, however, the 'substitive chimotieEppy'proy szl still ve aine
in my own nind as the most prouising novel theoretical apyroachy aninuot
Just for antibacterial action, butalso in re tumore and véruses. I hops this
is getting = hard pushl! There's been a ueeting in N.Y. ou biological actione
of al:ylating agents, zainly oriented to tumors, which may give some nore Tusl
to this fire? Were any of your people there? But you must know the list o
reageat types the SloansKetterdng and Checter Beatty crowd is involveo with.

A final note: there hes bgen a scattering of prouising results in the use
of uarrow and spleen inplants as an adjunct to experimeatal tumor therapy, bano.
cn the pretective sffects of these cells for radiation injury (i.e. the replac:-



o7 the lyaphoseuidic syste: winich has becn dameged zlomy wit. the tunor in
the treaned aniials. The chief snag to practécal application is histo-insoi-
patibility betwsesn non-isc.enic individ uale. A practical Tegiae that wauld

iniuce tolerance to transylante would start 4 revelition in surgery ne well
ag cheuotherapy,

With best resands,

Joshua Lederipery



