September 1, 1946.

Dear DUr. Lindegren,

Thank you for your letter, and for the collection of reprints which you
sent. The data, in the Yeast Genetics paper in Buct. Rev., on the inkberitance
of vitamin recuirements in interspecific crosses in Saccharamyces arc of very
greut interest,to me, in relation to what I have been finding in bacterial
crosses. In addition to the prototrophs which were described at Cold woring Harbour,
a number of multiple-requirement recombination types have been isoclated; in wd-
dition ax a large veriety of biochemical-virus resistances recombinations. lcwever
there is a large departure from random segregationms, resulting in a preponderance
of prototrophs, :nd of types with only a single re;uirevent, in 6 or 7 fictor
crosses. It will be very difficult to study the basis of this déviation in the
material now svailable; were that we could do tetrad analyses, ¢s con be deone
in yeast! For that reason, I um very anxlous to contribute what I can te the
story there, unc the progrim you suggested seems very s:tisfoctory. s fur'as the
bacteria go, the discrepancles from rindomness may rest on any or all of the Jol-
lowing b:ses: selective interactions; linkages: =Hsagm dosuge effects (i. . cvto-
genes, or, perh:ps 'Konversion! or intraceiluiar tr:nsformation or, us rvu have
pu£ it, absopstion of cytogenes on Lo recessive chrovsogenes. e huve Lhe aickimmx
dilemsa of explaining how relotively stuble mutants can ve gotten if the lutier
consiacrations aoply. sttempts at 'tronsforgetiom'with filtrates hive been uniformly
unsuccefsful, :nd the occurrence of multiple~renuirerent types hus convinced me that
we hove been hybridizing becteria.

Jith best reggrds,

Joshu: Lederberg



