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Dear Linus

I heve just had my first opportunity of really studying your "antibody™
paper in the Angust J. Fvp. Med. 2nd am writing you because of some
rather disquieting reservations that seem indiceted.

on ex-—
periment with methyl blue: Would a contrel, without dye, show sppreci-
able loss of nitrogen 2s a monia? JIs snything “nown sbout the sensitiv-
ity of xlglobulin under these conditiocns?

Let us teke, for exemple, the "most promising" alkali-denaturati
&

All in &ll, this experiment shows only that & semple of globulin, in
longer contect with dye and alkeli, binds more de then one in shorter
contect. In view of our idess on the mechanism of sp
tion and entigen-excess solubility, which are snly sp
precipitetion aend solution in generzl, hapten =ffacts zre %o be ex—
pected whether or not antibody hes been produced. Again, I think,
Deen's experiments with Isamime Blue and normel sers, showing 2 com-
plete perallel with Immune precipitetidng are very pertinent as an

SR

analogy.
I was also greatly disturbad to find that the srsenic-azo materisl
fails to precipitate south of pH 6.5. While it is quite remarksble that

your rroduct shows =s greet similarity to antibody es it does, true
antihodies react with homologous zntigen independently of pH between
roughly 5 and Q=2 re=lly enormous renge of H ion concentration. Is
it not, therefore, stretching a point to call your eltered globulin
"antibody"? Again there is 2 very disturbing analogy: the precipi-
tation of non-antibocdy (Pn type-specific) globulin in entipneumococgus
horse sera (J. Immnol., 1941, 40, 1) by mucleic zcid, which is both
pH- @egtgalt—sensitive. Agein, T do not think solubility in excess
hapten avSenic dye experiments necessorily indicates the involvement
of antshody.

The pneumococcus ITT experiments do not seem to decide any of these
questions, either,

T do hope you will not mind these reservations, hecsuse you know I
would like to see s resl, zirtight coﬁ!ination of what I consider a
brilliant deduc*ion, and think you will %ent to furnish such evidence
in your next publication.

&
With 211 good wishes, (:lszgl



