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Uiscussions with ir. Legerberg ranged over a wide variaety of subjecis
with eaphasis on the mechaniem of antibody formation anc types of
metetolic analoge that aigkt be sxpocted to have & dwiiferential toxie
effect on the canser ¢ell, Speeial consideration wes given w
perssning methods that were conpeuences of the proposcd mechanisas.
Father than atiespiliug W sumarise the oversil discuseion, I will
samzarize the speciiie teehniesl epproaches discussed whioh & pear
slgnificant to our vperations and the retional fur them,

le Use a0 tritdbated thymidine ss & method of seleeting nooe
dividing cells in s popaudetion of wividing ones,

This teetnigue hus been used sucocsafully by Lavis snc Corini for

the pulestion of biechexieal mutants Ly growing the oells in a sdnimal
medium containing tritarated tigmidine. 7The grewing eslls take wp the
thymidine and on lncukstion in ths cold ere killed uy it, leaving
gells which did not take up the thymidine, The teainique is analogous
to the paniclllin tesimique but sppears 1o be & clueanr syutens

2. vJtilisation of the "repression’ phenumens to seleet for
mutants producing end metsbolites (mxino scice, viteming, ete.) in
lar:e gquantities,

the propos«¢ {eshnique 1s based on the repression plunomenun observed
in bavig! laboratory where the presence of speeific metabolites
Goorvssey thelr owmm synthesis. This nesgative feedeLack i3, of course,
ugeful for the over-all eonomy of eell synthesis. ‘utmnts lacking
this ability wodld be expuctsd to produce saod spill inte toe medium
large quantities of a metabolite., The sotual techaique would be to
grow & cullure altemately in aynthetis and complete wedium, 2utants



lacking the "repression” pheiomenon would grow more rapidly and becons
the dosinmant type in the population sines the growth period in complets
modim would not lead to a deplation of the ayuthitic ensymes. Subse~
quemt growth in minimal smediwms would gdve these cultures a jrowth
afventago.

3e Sereening for sgants cepablse of alfecting the antibody response
eithar st the production level or the target level.

Dr. Lederter; has atopted snd altered Mgaet's model of sotibody
formation. The mudified model ciffers from the asual soncepis 1o &s
much a8 the central feavure is the origin by spontenecus uutetion of &
large variety of sntibedy fomming eells ench sapable of resotin, with
an antigen, These omlls go through sn lmmature period sbeore they are
hypersensitive to antizens. In thie stats exposure to antigen
suppressus sntitody fommation, On smaturstion of Whe lmmature oeils,
they iive rise to resctive oelle capalle of revognising the sntigen and
proliferating in response to it. Thie gives rise v clones of celis
distingulshalle on the Lasis that eech clone is sepable of produeing a
partisular antibody. In lecking for sgents capable of affesting soii-
body formation, the sgent should be given with the initis) injection
of the antigen as well as with the anaphylaxis-produciig done.
Inportent agunis may have the property of influencing the process
whereky the antigen cmames the proilferation of the mature antilody-
fopming oells. Alteruatively, the agsot may maite the resctive cell
take on the hyperseisitive characteristics of the Lmature ceil and
induce a8 state of twlerance to the ;iven antijens &ince we are
serecning for agents affecting this systes at the present tise Ly
induecling an anapbylactic response with a second injeotion of serum,
only & minor modifiemtion would be noesssary in the procedure. iloeng
with the sensitizing dose of antigen, should be givee the material

to be soreened. An xliersative teshnique woule be the use 0l o tumor
trassplanted into an snimal which regularly rejects the tumor Legause
of tmmmowlopiesl inouspatibility.

inother aspect of this type of work would be %o use the aniiyen-satiiody
eomplex iteell as an inducer of skin lesions and test for agents cspebls
of aodifyin; the lesion, Thisz would be aimed at finding an smgent
sapakle of affectin, res onse of the target. Svmtomatic ralief ol {lds
type of resction would be of majer therspeutic isportsnee. Juch a
peresning tecinlgue would probably be simple encugh a0 that large
mmbers of materisis could Le servaned easily.

ir. Lederberg also pointed oct an artisle in the Usil.led, literature Ly
balindn (J. Blerel. wpide € Dimun., B¢ {515 1957) which described s
agant cepable of stimulsting sntuitody formations

k. Cavering up the phosproric acid londxing group in metatclites
anc analegs to purmli penetration inte cells.

& grest zany biochwumically important msterisle sre phwsphate cstars.
Ftusles wilh miervorgsnises indicstie that sueh saterisls penelirate
poorly AL at all into eells., This hae vrevented trial of & very important
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class of metabolie snalo;s. Coneceivably the phosphoryleted intemediates
alght be wost interasting i1 they could penstrate ocllse Une of the
sinplest nethods of insuring penstration wuld be to esterify the
lapdrdng sruupe If this osn be doue resdily, new classes of nuoleotides
oanl: be tested oy Jifferential inkibition of emneer cells. It would alse
by of interest to determine what the elfects of such a derivaetive of
sdenckine triphoavhate woulé Le since the compound itseld appears (o Le
86 aniversally lmportant in the eneryetics ol biochemiesal reacticnus.

A sdmple metind of detemining if the esterilicstion is heving the
degired cilcet would ve tw deternine 1f the compound was utilizable as

a carbon esurse. ihosphorylated iptermediatos ordinarily are note

Se Jublptitutional chewotherspy (procaction of crwiioal ohan, e
in somplux sixtures of metabolives, dotorination i1 sn Lnbibiting
aateriel i produced, lsolation of Sokdbiting ewaound e

Sinee Lr. cecervarg will te moving frum & puildic tw & private university
in Januwer;, he will e alle W recunpider & mors tlreet partieipation
in the programe Ur. Hooper and L will look ints the possiiility of
writing @ sultaile contraet wits the Htenford sescarsh ingtlitute to
earry sut sans of this type ol work. Lr. Ledervery, hecause of uls
particular intervet in tids field, would e & sonsultant for it,

Fartioulsr attention ghould be pald e desoxyribonucleic acid 2 a |

woietrate (oy these reactions. Modilisatione of tuds materisl agy Le
egpeciaiiy weelul as antibumor sgents.
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