Fabruary 25, 1958

Dr. 3ol H. Goodgal

Johns Hopkins “chool of Hyglene
Departamant of Blochemistry

615 Hort: Wolfs Street
Baltimors 5, Marylamd

Pgar Sol:

I should have acknowledged your letter and shipament of oulturss
before thias but I had hopod to he ablas tc avold botharing you agsin,
I am really vary sorry to be sush a nulaancs to you.

Por the last fow weaka I have hagn able to put soms timo iato
hemophilus =zork but unfortunutsly my trausformation expariments have
baen rather unrewarding.

Thia may well be because we have gotten such good zrowth on
-ordinery panassey medium that most of my experiments have been done
with that. « few rus ware done with the addition of defibrinated
blood and thut has not seemed ¢o halp.

It seams to me thera are at lsast two things that alght be at
fault:

1. The potency of our DRA which we had received from you. This
had, I am afraid, just been laft 11 the refrigerator for sevaral mcnths
and I have no indepondent %est of 1ts sctivity, I eculd of course
slmply go ahead and make our own preparations, but I hate to ‘ic thab
until we have 5 aystem of which we knos thz othsr parts ire satiasfactory.

2. A cuch nmore likely difficuity is a misunderstanding on ay part
of the coaditions for competsnce. FProm your letter and froa Shaeffer's
papers, I conclude that there is a peak of compstence nsar the end of
exponential zrowth or perhaps early in ths stationary phase. If I
interpret corrsctly your letter of July 11, 1957, the purpoes of adding
glycerol and frsesing is sismply %o stabilize the competent stute of the
cells. We have therefoare not used this procedure but worked directly
with the csell crop. Ome polnt that puzsles as is that you say you grow
from a relatively small inoculum %0 a population density of 107 per ml
with asration, That part is all right. "Tiantranafer the cells to a
smaller flask and grow without aeration or shaking an additional 90
alnutes,® Do you mean that you do thiz without adding any fresh medium?
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If that is the case you really are not permitting any appreciable further
growth since a culture of that density is not likely to grow without aera-
tion. 1Is it the purpose of transferring the cells to a smaller flask to :
further restrict the degres of asration of the culture? In that case I
might understand that competence is being induced by tranaferring a nearly
grown culture to non aerobic conditlons where over-all growth will now be
strictly limited. If I could understand that conception as being correct,
I could hope to duplicate the conditions more intelligently. What I have
to ask of you is soms discussion of this question and to try to beg from
you another amall quantity of a workable DNA preparation.

Doea it matter if the DNA 1s added before the cells becoms competent?
Or oan the DNA be added to the culture at an earlier tims so loag as the
cells are psrmitted to go through the stage of competence?

We sre golng tc have a symoosium on Qenstice in Medical Research to
be held hsre in April. I am enclosing a2 program., We have a very liamited
numbsr of open spacem for doraltory faeilitdes, but if you would be
interaated to attend I will try to reserve cne for you! Please lat me
know,

Yours sincerely,

Joshnua Lederberg
Professor of Medical Genetios

Ji/em
anel,



