Rovemter 13, 1947

Dre Rollin Hotchkiss
Toockefeller Institute
66th Ste % York 4v,
New York, 21, He Yo

Dear Rollin:

Than¥s loads for your letter of November 6th and the
reagents, samples of which have just arriwd., I will let you
know whether we gat anything from them as soon as we get the
resulta,.

Your news atout Harriett was news indeed to me. I never
had any notion at all that such a unlon was In the air, I
spent a falr amount of ¢ime with dphrussl last summr wlthout
recelving even a hit that this was ooming off.

Solentifically, thirgs are goin3 along pmetty well. Ve
now have the adaptatlion protlem pretty well in hand, especially
with regard $o preparation, Helner devised an stsarption and
eluting procedure which separates the actiw nmaterial from
soms inhitbitors amd we can now got aotliw preparat ions every
time. We are now attempting to {ind out wvhat it 1s and hawe a
lot of hints,but nothlng very certain yet except that 1t appoars
to te a large moleoule which protably contains a proteln
component, \?hat else there 1s in it we ‘0 not xnowe A good
deal of the dlfficulty centers around a peculiar phenomenon in
that the thing 13 extremely unstatle in the atsence of the
cormresponding substrate, that is to say, galantose adaptin la
highly unstatle In the atsence of galastose, tut in the
presence of galaoctose nothing tut the most vigorous rocedures
destroys lt. We are trying to find a mentle method of getting
rid of the galactose and tlen doing our enzymatic Inactivatioms
on the unstatilized material. Things should move relatively
smoothly from here on In sInce we do not have to waste so much
time In gettling the materlal to work with.

I think you will te Interested in a rescent déwelopment in
the azide protlem. About {wvo months ago I flnally sat dowm



and dealided to weite up what we had and in the course of that

I got several ldeas wiloh I tested,and &b chan<es tm nature

. of the Intermetation of $'e phenomenon. You will reocall hhht
we were arguing that in the prosence of azlide the coupled
phospharylation at the triose phosphate dehydrosenase was
skipped. Another possitility was that the azide, while

permit ting the reaction to ocour, prevontad the ancoumulation of
the diphosphoglycerate. e tested this in varlous ways and

the upshot of it ia t'mt we san show quite direotly tlat azide
Interfores with tie acocumlatlon of asyl phosphate. Ve can
also cemnstrate that it does mot nwevent its formation. I

am now writing the astuff up and I am very glad thzt I waited,
tecause I think we 1ave a much more reasonatle and certalnly,
fran the experimental polnt of view, a2 much mcre strongly supported
hypothesis of azide aotion. '

From a political point of vliew, tnings are retty bad
heeo anmd I have toen foegsed $o the cmolusiovn that the soomer
I transfer my proram elsewhers, tie more work I will gpt done
with less wear and tear cn my nervous system, 80 I am now
aoctlvwely looking around for a place w'e~e I can continue i'e
regearchs

Sincerely yours,

Se Spiege lman

su/’b ’



