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I bave read with intersst your paper with Fehoe ond lopan in the latest
Journal of Tharmecolopry end ‘xporimental “herapeutics snd should o srateful
for a ropeint.

It 1s unfortunate that vou were led To state thal vouwr dalta cast doubd
upon ny conolusiong, whon ag a antber of fret the dnba yvou vraporisd arve
rathor irrdBdmmt to those oomelugionse Since T =ny have fatled bo some
axvent in waking oyself perlectly cleasr in my naper on the lead sltrate
apmplax, perhans I nay take this spportunity of clorifiring the lssuc.
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Ty studving potontiometrically ceriain solubiens of sodium eitrete and
lead nitrate I was able %o arrive at a formuls and e digssovistion constant
(at the ionie strength end pH of plesma) for a lerd citrate complex which I g
had vreviously ahown to sxists From the value for thils constent and the
normal citrete concenivration in nmen bloed it wes possible to arrive at
a valus of about 20 for the ratio: (lesd sitrate counlex)/{lerd ion)e
To state 1%t simply these dabte indleate that 20 times as much lesd existed
a§ a solubls lead cltrate jon Then as simple lead ione Hines without Imowlednme
of the presence of soluble complexes of leed in the tlood all the soluble
lond must be in the form of the simple lead ‘orn, 1 wms able bo stave that
"the norrel blood citrats is cspabls of Ieepins in solution en tmowmt of
lead 20 times ag rrond o3 thet vhicsh the solviiliby of tho insolulla lead
comnmmds of the body would otherwise permite I do not see how your findinss
of lase than 107 of the Llood Lead im the sartm ( o fect which I had alwaye
sssumed 68 so on purely theoreticel prowndes) in any way costs douht on or
ia event pordiuont Lo my conclusicne Hobe that I il not sy thal citrate
of norrel blood ksepa 20 times as rmoch lead in solution as in insoluhle forme
ote also that vou have wno reasorn for assumirg ithat bloed in vingrm is in
solution,os a matter of faret there is pood reascn o feel thabt most of ths
nlesrma Jead s non=diffusitles Uven with 17 of the lead of +the hlood present
in the plesma there could still be 20 timss ns mvoh lesd yresent &s the
aitrate complex than aus siuple lend ion. ‘
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In only onae cesa do your rosulis approsch wertinonse to my conclusionse
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This is your experinent with cltrate us an anti-coogulantbe From purely
theoretical considerations I should expesct citrate Lo cause an insrsase

in plzsmo lend at the expense of arybhrocyte lsad, bul cven here a failure
ts ovEerve such a rodlstribubion would not refleet upon the validity of
rr concluaions since citrate could czuse an increase in Qiffusible aver
non=-diffusible lead entirely within the plasma load fraction wilhous
szausing « chanpge In Total leand in the »lasume In your supsrinent, however,
the oitrate vas in contact with the whols Llocd only momentarily Lefeora
contrifugation ~ hardly ¢ faly lowgth of Hime in whioh to detses shenres
in so complex e systen of equilibrise Fevertheless, tho you £ind no sige
aificant chanpge in pizars load aftar the oddition of 23trate, T find o
exgmining your om figuros o sigmificant Increass in plasza lead vhero
oitrate wns used over thal with no antisoamulsube: (I cne imosres the
"less then™ sirn in the experiment on animel 7 one inds a mean increace
in plasma lead with oitrato of 457 with a shandard orror of 1544, a &
7elng of 2.92 and a » valug of 0,08 or less which is certainly sisnificante.
If ome leagns over bhaslrarda and oalls the ingreasse in aniral 7 nil, ons
finds a reen inerease of 408 with a standard error of 17.1, a 4 of Z.34
md e p valee slirhitly greater than 0,05, vwhich certainly aprroschaes
stabistical sirnificomes.) Thus weo £ind that far Trom casting dovwit on

my conciusions, the one pertinent erperirent in your saper actually cone
firms my thoeorebieal predichbionss
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As a matber of fanct for the past six wounths I have Loeon working in

association with Tre Aubifn an efford, erony other things, te test my

" theoretiocal conslusions as they apply Lo the Isad partition in bloed in
ritro and in vivos 1T requires zore than an wnderstending off the partition
of lead hebtweon plesma end oolls to confirm or reject the sigmiflcencs of
the lead citrate complex in tha state of lead in 1he hloode A divect
eprpoach would 1@ by a study of lead ion concentration in DLlood, but since
thet 3s manifestly impossible with rresent technicues, an avoroasch can he
made by studying the diffusible {reotion of plasma lead snd tho oflfcot of
citrate thereoh.

Perhaps %, in turm hnve misunderstood your oriticlism of my oonclusions,
If so the sbove cxplonation may have toon wmecessarys hside from that one
remvetmn¥iMBgoonstruetion T fosl that your naper vas most inbercatiing
and has onswerod o wwroblam of fundamertal importancs in the rhyslolory of
lead poisoninge
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