Prof. Dr. Felix Haurowitsz,
Istarbul Iniversitesi
Istarbul, Turkey

Dear Haurowitg,
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~
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or sendlny nme your paper with the referee!s comments and your
views,

If T irterpret tre referee's comments correctly on the basic of my own
experience, he seems to be talkin; about antigens which bchave, in the precipitin
reactior, lile single cubstances. Ir these cases it has been useful to a. sume that
all of the acdec antigen is  recipitutec ir the region of antibody excess and in
every instance in which it hae beer poroitle to check this point it s reen found
to e true ‘thiro lebuliv, hemocyarir, Jyc eyg allunin, blood grous A substance),

You forget thut tests of the supernatants for antigen and antibody, if rroperly
carried out with avoidance of inhibitery concentrations, give confirmatory evidence

on this point. T ar antigen is a mizture ard there are sntibodies to more than

one antigen [recent, the equivalence zonc ucuaily gives tests for antigen and
antibody. T <o rot see that glomulir orti- lobulin systems present any special
difficulty provided the antigen is clectrorhoretica ly and ultrrcontrifupally
homogereous and the supernatant teste crow g jroper ecuivalence zore (see Treff-rs!

and my recent jzpers on antirrotrins in tovoe sera, J. Uxnp. Yed., 1247. 86, 77, 83, 95.
There rou will also fird a nuclecproteir thet behaves ac ir 3% were all Precipitated).

“ith regard to azoproteins, I do rot feel that they help matters very much,
now that we know as much as we ap; arently do. The trouble is th-t they, too, are
mixtures. Is all the color in your azo-:lobulin precipitated by excess antibody”
If not, is the color:nitrogen ratio of the precipitated portior the some as thot
of the unprecipitated part, or as that of the uniractionated whole? 1 do not
recall any of your studies in which this, po woy considered, and it could surely
introduce errors as large as caused by thekassumption that 211 of a homogeneous
antigen was precipitated. Cuch errors would be particularly large in the region
of entigen excess and it would not be safe to assume that a direct analysis of the
supernatant for antigen could be avoided,

I do not recall any instance in which I hzve proved a natural, homogeneous
antigen to be only partly precipitated -- the instances you name are azo-comyounds
which are mixtures even when a homogeneous starting material is used. Strepto-
coccus nucleoprotein is also only partly precipitated, but it is probably grossly
inhomogeneous.
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T would interpret the last sentence of the referee's comment to

mean that antigenic globulin can bLe I Torcciiatec {rom antibody globulin and
determined in its presence. This was dore in J, %52 Yed., 1941, 73, 125, 2933
1942, 75 135. and in the reverse system quoted above. you do not agree, that
is your privilege, but you should not make a categorical statement contradicting

published evidence without referring to the original material and giving your

own eviience. UPerhaps you merely tried to present this work in a form that was too
brief.

Tt osecns te me thet Jou would need to rewrite the paper to make it
really publi.hetle, even I it invelves an extra page or two to present your own
views roperT” andd to explain their differcnces from those alreacdy in print.
Another and . orter way would he merely to precsent the work as a method of
estimatirg artiprotein without theoreticel discuscion and reference oniy to
similar publications of others.

1 do not scw any cceason vhy you chould nesé to gsend your vaners to
mne before puhlication.

itk all good vishes

Sincercly yours,

¥Hs im Yichael Heidelbergoer



