
Dear Sid 

Thanks very muoh for swnd&ng me the me, just raaaivod. f will return it 
in a few days after having tsiken a bit mrme time to dipmt it. 

Ars yr.m abservat5ons related to tbssa of Tremaine, and of RosenS,erg et 
al, whiah appeared in J$Inaamal., 79rh67 and 811136 reapectlvely? 3 tml lxme- 
what uonfussd by the teneinchgiaal abscwitiss of them reports, 3 have been 
quite excited to run Into this literature, going rSght back to Manes, efhoee 
work au an immunologist I had quite forgotten about. 

I am still try$ng to work out my own eynthesis of these observations and 
ideas and am looking forward to the apgartunity of having thsr?! ground do?m 
to nmxe decent amity by your own advice at close hand. It etr$kea mo that 
one approaoh to the problem is still to posit a single noleaular species of 
antibody, but that this antibady must be cloealy regulated in amount and timing 
of release ff it le to be totally absorbed by the tissues Leaving no detectable 
amwnts in tha serum. One should in fact suspect that sxoees serum 

----x&IF&% ai~t inhibit the development of the skin reaotions. If 80, the 
the ndjuvantf llopolysacoharide you disoovered m%ght be to inUb02. ~egiurml 
antibody production. One shtnald be able to demonstrate this, to a degrees 
by eombbnfng ayatamio with intrademaf Szmmnizaticm; one predicts that this 
will net give looal decal hypersezaitivity of the delayed type, if’ this pro- 
$oeition has anything to I). 

Does your work aenetltute a datailed oritieiem of' 8tantbe analogy of' the 
hemgraft reaotton with delayed-type seneftitity? 3s there a mere far-rcsmching 
difference between the latter and the Jones4ote type besides evaneecence? If .A- \ 
not, one might have to say that tha homograft reaotion (e.g. to disaociatad 
eplthefial aells) was ramstlnass evanescent , aometimee 2ot perhaps depending on 
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the intsnsity and duration of the immnl-ation. .-l, '--a 

I must admit I was rather provoked by another of tho ae~ertlona of the Xedamr 
echaol, and perhaps this ie what you have in mind aa the basis of your crft$cim. 
They seem to believe (viz. mature lgg6) that the T( hanaograf’t-lmmnizing) md 
H (hemagglutinogen) Rtncfions of the H2 genes in miao must XM&&KBX refleot two 
different mabetmcee, since, e.g. I red oells can provoke anti-H without anti-T 
(at leaet in their hande), They never thought of the proper expariment, to de- 
4ermi.m xi%k whether the erythroeyte anti~ane 13.11 provoke anti-T in aombimM.on 
with the oneralized etlmulus afforded by cempetent T antigens of di?farmt - 
f 

9 
r” "li""L n general, it seem to me deplorable that this work I-as not been un ficd 

on 3 ieoretical-biologfaal basis w%th other work in irmunolo~ and allergy. f 
really am looking forward to our amoointion; I e~pdmxrt I :+ould like to dis- 



ousts with you ie whether RBO etc. a&d be made effaotive x antigens (horrfble 
terminology!) by the uee of lfpopolysaacharide adjuvante, What had r;rovoked 
me especially was the presumption that the T antigerm were $&a ohromosomere 
themeelves- an idea that does seem to have $one with the wind on more careful 
Rnalyais. 

On rereaddng thle, I am afraid I have written rather too severely- my feelings 
to the trSo, including B%llfngj&q, are mote tender than you might think frcxn 
thie letter. 

Yews s$43cerely, 
“. .? ,, .’ . ._ /__ 

dosknta Lederberg 


