18 May 1934,

Dear Mr. Mather,

IThank you for your long and interesting lettsr,
which hae quite confirmed the recommendation of your abllity which
I had from Winge. I have now no hesitation in offering you the
appointment, 1f you ean glve me & filrm answer at once, so that I
can pet the business through with the Collegs suthoritisas,

About Sewall Wripht, he has changesd his pround
80 frequently singe I first published on Dominanss in 1928 that I
Em not gulte sure what his alternatlve theory i1z suppossd to ba,
After all I suppose that s theory must always be an sttempt to
deduce some admitted phenomenon, which 1s regarded as requiring
explanation, from causes,. ths woriking of whish 1 suppoesd to be
understocd. Wright makes s good many general sssertions, many of
them quite eoceptable, but I cannot disentangle any cohsrent I:-ha-:-mlf
from them. Thls may be bacauss I am 8till occaslonally trying tn-h
work in polnts of view which he has now sbandoned,

It 1= quite cbwvilous that in & chemical reactdon
ons Ingredient may be present in sxcess, in the sense that small
variations in its amount have very little sffect on the spesd of ©
the reaction,while a large diminuticn of it would slow the reactio
down, That thle 1s probably the case with the products of & omse



genes is shownby ftern's "bobbed" mllelomorpha. It 18 & relative
1y obvlious way of producing dominance against mubatlions which
partially inactlvate the mubent genea. It might, as far as my
theory 1s concerned, be the only mechanism by which dominance ia
produced, though I do not Imagines that this is spo, But if this
ware m0, the ocourre nce of dominance would be just es much inneed
of explanation as 1f dominance were produced by some other mechanism,
For the fact that one component of a resction i1s present in sxossa
implies that 1lts epeed is regulated by other components, and that
mutatlionas affecting these, 1if they untu:rnd]wnuld not .h;ufa;;iEiZZ:f
whether the mutatlon reduced the activity or snhanced it. On tha
theory of components In exceass we should have to say that the
organism had been 8o modifisd that the spesda of all blochemical
processes wors regulated only by the producta of genes incapable
of mutation,

Actually I think Ranmun;hnll case and much of
Wright's argument turns on the very well apthenticated faot that
the wild type 18 much less varlable than are the mutent types.
This seeme a good fact of obeervatlon which can be understood 1f
modiflsrs have bean worked Iinto a syatem of checls and auuntnr-ﬁhnukl
to stablillss the normal course of development, but which naturally
fall when develoyment i1e in any important depree abnormal . I am
not at all unwilling to regerd dominance as a partiouler case of
thls more general phencmencn, but I em quite unwilling to say that

wo underatand this general fect except as dues to an evolutlonary



prﬂcnﬂ; by the selectlon of modli'lers, or that 1t ls avallable
on ita own merdts as an explanatlon of the particular ocase
offered by dominance.

Some tlme I should llke to hear In more
datall how your system works for sxplalning the receasives
suppresscra, If 1 have your theory rlght 1t Involves, 1n ons
link of a chain, & recesalve rubatlon which decreasea the speed
of reactlon and in another link a recesslve whlch incressess the
sepeed, Tell me how this last can be so 1f lnectivatlon 1ls the
8lmple explanation of recessiveness,

On the partially dominant mutatlons in
Drosophila you have llated ell the sxplanatlons sxcept the one

I give, which 1s that they reduce the vlablility of the hetero-
gygote so greatly that the process of modifloatlion 1s exceptlonally
slow and even its first stage 18 not completed, They are as,
indeed, you mention in your letter, an exceptionally inviabls lot,
and relative viabllity is, in fact, extremsly Iinfluential on the
rate of modification. Dut there are other large unknown factors
which prevent one from lafing down absolute rules, of whlech cne of
the moat importent is the frequemcy of the heterozygote 1in the
wild populatioh. In respect of recessive mutatlon these fre-
guencies seem to be turning cut to be surprisingly high, and I
have no doubt that Harland ie right in suggesting that this 1a
often dus to the heterozygote being ectually at a sllght sslective
advantage, though he does not seem to see that the more riuqunnt



they ere themore rapldly will the modifers be sslected, it

was not Harland, by the way, who saw the importance of the behav-
lour of crinkled dwarf to the Dominance Theory; but Hutchinason)e
who was at that time, his mssistent., Hutchinson's verbsl account
of the material have always differed scmswhat Prom Harland's, who
who has never been very willinf to admit, as I think iIn time he
will have to, that Huhchinson was right sbout it from the start,
Hie published papers are always more 1ntqlliﬂiiii7 rend as though
they ware arpumsnts with Hutchineon then as though they were dis-
cussions of thé views I have put forward. T doubt If ha kndws
what I have and have not sald on the subjeot.

Yours sincerely,



