b

AT TMNT OF MECIC AL, GENETYICS

STl L OF MTDICINE

siortly, which gives some more details on the precess cf reversion anl =

THE UNIVERSITY OF WISCINSIN o e F
MACISON € S Co

A

i,
i
.

. DEFARTMENT OF GLNETICS |
Ry 7 R g COLLEGR OF agmicuLTURAg ;. .
. . ‘V:i“

Zr. Eewie Chargaff

Cell Cheaistry Laboratory
S2lumtia University

€30 West 163th Street

Wew York 22, I, Y,

Lear Zrwing

Thank you for your note, Just a day ago, the 1ssue c¢f KRature in
questicn arrived in Mad!sor and I had a srance to revd your article,
wilch of coirse interested me very much irdeed.

I have nothing rora to tell jyou trat wcild be esracislly relevant
to the technical problems of that work; nowever, I nave a paper in
Frees irn the Journal of Banterlolcgy, which will be soming out very

on the relationship betwesn protcplasts and Le-form growth of bacteria.

Alsc ‘ncluded in that text 1 scme mention of our :wn unsuccesaful
and otherwise unsucceasful attempts 4t achloeving transduction of zenstic
markers to protoplest reciplents, I2 vour own successful results can bas
resularized you will, of course, have furnished extremely important tool
for genetic research and one tiiat I would be most arxious to be able to
exploit at the earliest cpportunity, It was. as I ax sure you ure aware,
this possihility which mcetivatled my cwn diversion tc the general problem
of the technology of protcplasts in K. coli, You will not be surprised
i{f I approach accomplishments along these lines wit a sertain sense of
hypercriticism perhazs based in part by oy own inavility to fulfill my
initial expestation of the utility <f protorlasts for gueh purposes,

The more so as we have conducted experineuts identical designs to your
own and have run only into red herring along the way,

1 wonder i it would be possible for you to-alley scme of my ———
scepticisus with & more detuilea acscunt of the other eleven experiuents
which were not presented in full in your preliminary note, together with
the further information which I am sure you have accumulated, To verify
that 8 chemical azent has indeed irducad a genetic change is one of the
tricclest protiems ir. hacterial gensiice. Ana very much the more so under
the handicap of two ¢f the conditions in your experimsnts; namsly, the
very high background of spontansous reversions already rresant ir jyours
untreated cultures, ani the long intervel of growth of t:e treated popu-
lation, the latirer leaving oren many vossitijities of undetected selective
growth, The very nature of spontaneous =utatiom, 1ts predictable unpre-
i1ctalility, and the exaggeration of this oy the clonal distribution



Page 2 - December 13, 1957

which tends to defy simple statistical analysis confound the problem
even more, It would however help me to get a constructive prospective
on your experiment 1f you could zive me the figurea on the other rung,
1 am partioularly snxieus to kmew if any of these experiments the
traated cultures actuzlly showed a smaller mumber of reversions than
the untreated ones,

If these problems of inferencs can be dsalt with in a system
wileh geems to Le inherently irregular in its ylelding of positive
resulte, the next urgsznt guestion thst I would ssk is whether the
phanonenon conforms to ths definition of e genetic transduction (see
Tor sxample my article in the American Scientist last year), WA crucial
test for this purpose would be a comparison of the effectivensss of DNA
sxtracted from the wild type and from the same rmutant respectively,

May I also inquire whothey you have had comparable rasults with
any other zutents as recipient, and indeed whethar any osthers have
been tried? I em enclosing & copy of the paper referred to ebove,

With all best wishes,

Yeura sincerely,

Joshus Lederberg
Professnr of Medieal Genstics

JiLlew
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