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Dear irof. Lederberg,

Thank you for your interesting letter
Brclosed is the nanuscript of a pajper that I read
L7
B g 14t
and a few reprints describins some earlier work on the penicillin

o

of October 1277,

at the Symposium on Antibiotics held in MNilan Sepltewber 10

problen. We also have a paper in the press on the "aubolyticH
nrotoplast formation in staphylococel which will appear in the
Journal of General ..icroblologzy vol. 16, No., 1. By "autolysis®
we mean the reversal of the processes of synthesis. ‘e observe,
for instance,that the cell walls isolated from staphylococel(thab
have been harvested fron repidly growing cultures)will spontanecously
digest themselves if placed in a mediun at appropriate ionic strength
and pH: they also digest themselves under the same conditlons
when they are still in situ round the intact protoplest of the
staphylococcus provided that the protoplast is trotected by the
presence of very high concentrations of sucrose. e have used the
term "autolysis'' o mean spontaneous degradation vithout reference
to whether the cell is "dead™ or nob. Je would not like to abtenpt
to define tl.e word "dead™.

I was very interested by your reuerks about the “L-forms”, especially
as Jeilbull supzessed in the Symoosium on Zagterial Ainatomy Lheld by
the Society for General Licrobiology last .pril Ghat the WL,~forns™
mnight be naked protoplasts., It is most intercsiinzg, tlierefore; that
you have succeeded in getbting an L™ growth of your coll protoslasts.
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As you probably know, ILicjuillen has obtoined a kind of proliferation



of protoplasts of B, nmezaterium which seems to De by buddinz instead
of binary fissioen. I an #d=e enclosing
on tﬁé possible reason for the different mode of division in
protOplast and intact cell.

as to the "weird mixture" of nmalonate and arabinose, I cannot sce

a speculative little note

(]

that this is weirder then penicillin and suecrose! The reason for
using arabinose is that it is not metabolised and does mob senetrate
the plaswma-nembrane ropidly. alonate may De substitubed by a
number of otlier salts abt the same ionic strength, bubt ualonate

seems to work best, nartly I suspect because it helps to inhibit

residual rbs)1¢“tlon, but na 7 because 1t cainot penétrate the
membrane and acts as jquite a ?ood buffer. here im vothiing nasical

about it —— at leas L, no nore msglcal than penicillint

)

I still feel that the nechenism of cetion of venicilidin 1
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completely ex;lained. For one thinz, in erseriments thab we Love

e

veen doing for the last year, we have nobt been successful in Preparing
protoplagts of gram-positive penicillin-sensitive bacteriz as you
have been able to do with the "penicillir-insensitive™ coli., Trere
way be emperinental reasons for this failure, bubt at present we
are uDable to think wiat they wmay be.

T will let you xmow of any further developument of our vork alonz
these lines as it comes to hand, and I shall be nost irterested to
hear about your progress in reoiturn.

Yours sincerely,



