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Re: H&%(C) 

The following long distance telephone comersatlola with Dr. John Cofman, 
May 3, 1950, 4800 porno, 'RIGS recorded ~ 5 t h  and is being distributed with hia 
pedssion: 
material, and, parenthetical inserts are m i r x ; , )  

(Doctor Cofman has not had an opportunity to edit the folloving 

Doctor Gofman 8peakine;t- 

work and I have i n  mind sending you and Doctor Shields T m n ,  Atomic 

tion for you to have the latest data, I hope t o  be able to have that $n 
your haads brg nsxt Sunday, but I couldnlt have it 
1s Friday. I suppose that orill be too late for t h i s  C o d t t e e  (Stw3y 
Seation-@& 1. 

We are juat about ready to send aut a second publlcatian on our 

C d S S b n ,  8 COW O f  this m C f i p t  before 5% -8 pub==- 

Uay 5, 1950 w h i c h  

T'he &rcrplp at the Donner Laboratorg a m  quite convinced that, 
on a constant diet ,  these molecules (Sf 20-20) represent a 
stable entity, in terms of their concentration, being acutely 
unaffected in ccmcentration by the ingestion of Upid  sub- 
stances. It is the feeling of tihe committee that t h i s  point 
could be fortified and should be fort f f ied  experinentally in rim controlled studies of a limited ntrmber of human subjects 
before embarking on an extensive program of scmz&-g where the 
potential short term effects of food intabrs are not anenable to 
c o n t r o X  or to analysis. It may be that this poinf of view was 
not stmssed sufficiently strongly at the t b e  of the i11mthg8 
and that the Domber Laboratory has more pertinent informtion 
than was alluded t o  9n the discussions." 

TJe are reportlryr in this paper on abaut 50 subjocta that we tested 
either before mal and after mal on tmo occasions separate3y about the 
aom part without any treatment of any sort  and we have 17 that were 
negative on one occasion - were negative on the second occasion too, 
that  show no molecules present, and we have about 30 hem that were positive 
on one occasion and were positfve w i t h i n  the experimental area with abost  
the sane value on the second occasion except for one case. 
progress now, probably about 200 people that we are doing the same thing 
on without any sort of dietary restrictSons so that we w i l l  have to add to 
these 40 OF 50 another 200 within a mat 

Ye have In 
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checked on some individuals, we have taken as mny as 8 samples znd 
found no varfations before and af te r  a mal, ve have 6 individuals who 
are studied every thxwe hours around the clock after a huge mal con- 
taining lots of fats cholesterol in it and the positives remain positive 
i n  about the seme aegree, and the negatives negative. I pointed t N s  
outbthe  Committee, I feel  sure and I donat qfite understaxd why this  
point  wasn't clarif ied before this report, but, perhaps, f t  vias ray 
error in not point- it out completely adequatoly, 

Doctor Van slyke: You expect me to edi tor ia l ize  your remarks *..? 

Doctor Gofman: You can use anything I say on the phone - there 
lsnc t anything I want to hold back. I aould Ilke to take the blame for 
aqy sadequate oxplanation - etc. 

Secondly, I irould like to say if it were an imdwertent effect of 
the meal or something like this, i t  c d 6  not be that Pn 2,000 or so cases 
that we have analyzed almcdy that our fistribution would remain the sams 
as me intentioml3.y reported in  our first paper X it we= due to diff'erences 
of times of drawing the blood because, we havo dram bloods at a l l  times 
of the.day wi*& and without respect of the tlse of the mal and the figures 
still remain the sam, For example, w certainly wouldn't be saehg a 
vast difference between young fenales and young males Snd between normals 
aad the myocardial hi'arctions If this =re the case. 
mbre point in w h a t  we do on anyom that  we are star t ing  on some regimen 
now, At the present time, Be h m  at least two baselbe samples before 
starting a given dietary regimen. Thatas the p u p  that  I say we w i l l  
have about 200 or so in a very short uhile, f can present these to the 
Committee (Study Section), if i t  would help then i n  the& deliberations, 
within about 10 days, FW w i l l  have then and I can pmsant them, 

I 

So, I feel we use 

2. 

Third3y, in the dietary series where we have checked people 
periodically once they are on a diet ,  if it were just an inattvertency, 
we m u l d  see just as muby people going up as going down but, on 85 cas88 
ne haven't seen that. 
In this note we w i l l  include these 40 or 50 peoplo vhich ahow the re- 
hitionship betwen tho tmo samples. It ??ill show which are fasting and 
which are feasting, etc, 

I fool that this question i s  under Q Zood control. 
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IIThese rnolcculcc (Sf 10-20) a r c  nli.z?vs nrgsent vhen the total 
cholesterol conccntrrttion 0.f nP~sme is above 300 me nercent." 

' 

I n  t 3 s  rc2)ort YE are i esu iqy  not?, the s-me :x?er, ve axe p b l i s h i n e  
the cholestcrol vcrluos as ivell as the  Sf 10-20 vdues  i n  detzil &4vint; the  
cholcnterol rr,:ainst thcse vnlucs for nor;l..--.l d iolesterolomics  I n  tho category 
of n o m - 1 ~ ~  di?.letics, and coronaries and, i n  the category of hy?ercholenterol- 
enics. ijor we r?.entioned. i n  our first note i n  !*Science" that one could be 
gooitive o r  n e p t i v e  v i th  rcnpect t o  thsse co-onents at my cholesterol 
level bclot: 300 ng Tercent, but thct thc cliolcsterol level  itself t o l d  us 
nothzng since one codd  hr?ve EL lot of t h o  nolccules Sf 10-20 g r o u ~  md have 
tho sme ch;losterols as i n  oth2r persons V ~ I O  had none of thcse noleculos. 
This m s  e:qrensed i n  the IIScience" naper dt .howh there we clidn't give the 
c?etzils o r  figures since ye wore l i n i t e d  i n  the nunber of r0rC.s alloved i n  
the I1Sciencet1 p p e r  but ve k d  zll the 300 ~ m e s  amlyzed for cholesterol at 
that tine. XOt: i n  the hperc5olesterolenic croup clthou& - ve k ~ v c  about 
25 ciisea here - 33 w s e s  of.:~oo@ ~rhoce cholosterols i n  vnriouo cr-tcgorica 
of Ciseases w r e  over 800 w. 2er cmt r d  there is c r,%e of c f:-.ctor of 
10 in thc concentrction of Sf 19-20 molecules so cvcn vith the cholosterols 
over ,';.OO,rxqy :2eo;ile have mch nore of tke noleculcs thpn mn,y others 
indelxmdent of the cholcstcrol. 
T e e l e  ~:hoso c'aolcstordl is over 300, tie hnve tvo thtzt vere nei:ativc, that is, 
&oueed none ot' the nolecules. 
sts ted t o  the comittee, that &ove SO0 ne. >ercent noat peoTlo by f m  are 
?ositive, but timt the concentr?.tion of the sI>ccinl nolocul3s is exceedin& 
varizble and there again the  cholesterol tells  us v a r y  l i t t l e ,  

-. 

!;% h v e  i n  this c.o.tcgory now 33 msea of 

as I I;'e f e e l  2s ve stzted i n  the ?.For 

The next subjcct on pace 3: 

tl&xw individ-w.1 subjects with lo t*  t o t a l  cholcst crol concentrntiona 
grc =Id t o  hzve rzther hip31 concentration of the Sf 10-20 f a t o r . ' '  

'i?iis ot:-tewnt is not a m k t e r  of #+.re oo.ii! t o  'ben but they actw-lly d o  
h m e  n hiyh concentmtion. 
t122t ti-e. Also it nngs: 

I 1w.d thnoe data f o r  the c o r i t t n e  t o  look i?-t at 

"A t o t d  &oles te ro l  concsntrp.tions belot: 200 nr. der cent i n  the 
r;tb!:it and belov SO0 miz. wcrcent i n  mn, there rvould mmes  t o  be 
P crude correlF.tion bctveen t o t r l  cholesterol concentration rind the  
concentrc:tion of the Sf 10-20 noleculcs.N 

It  i s  ccrtainly true if I ary at q~ cholesterol level  of 200 t o  250 ny. ;oerccnt 
there are about os 
decree os thcre are id10 zLTc ncgztive, but belov cholesterols of 200 there 5.6 
a IbvTr percent2l;e of -ieonle w~io are positive rltllowh tliere is s t i l l  a v e r y  
defiilite one v?.r!len it i s  about 30 yercent i n  n o ~ d ,  so thrtt v h t  I T a t  t o  
sag there is CL cliolestorol l eve l  of about 200 m3. ?ercent doss not t e l l  US 
i n  my specific mse  tihethor or not t h i s  2erson ?XLS none of these noleculos 
or ?:hether he hm a tre-endous concentration of then. 
should be  very c l w  a d  ne hme ,111 thcne dz t r  presented on Saphs  vhidh ohov 
the cholesterol level vorsua the actud concentrp,tion of Sf 10-20 i n  ng. 
nercent which I hope t o  lmve i n  your hmds, a6 I say,  by liqy 8 ,  ? ~ ~ y b e  I could 

7eogle vho ?-re y s i t i v e  snd ?ositive i n  vsriable 

I think this point 
,. 

I even have the3 before, 1'11 try. 
I 

01'3069 
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zi,ht below that it i s  s ts ted t k t :  

"It is the Fencral feelinp of the con-,ittee that this corrclation 
should 'oe incrui.crl in to  rather extensively early i n  the rztioml 
m o l  ut  1 on of the r ) r o m a -  I$ i s  t :IS -%tees s undcrstcndinp th& 
such a 3 r o Z r m  i s  E&ur?lly undsmqy at nrcsent m d  id11 be e-xpmdcd 
durin;: the canin,? yo,"so" 

As a ma:',er of f x t  i-e h d  the first 300 cases a l y z e d  before the sc ien t i s t s  
cane here ad it  is on t h i s  data ve bnseC our stz.tol?_nta t k t  the correlation 
IsnOt very ~ o o d .  
>atient noli sin;>ly because i'c f e e l  that they don't correlato  ell 2nd !-e don't 
have e n o m  nonsg t o  do evorytliing. That i s  r-hy we have been forced t o  cut 
back on d o i x  the cholesterol on every m t i e n t ,  \:e lmd h o p d  t o  at onc t iFe 
but t h i s  vould be iEoas ib le .  

\!e are not doinc c h o l e s t e r o l  level  m?lybicclly on every 

The next point i s  on p.qo 4, (1st -pragra?h) the st?-tenent d o u t  the 
11 additional ne&ives thzt vcre not includcd i n  OUT c o p i l a t i o n  since it  
F:CS knoim that they m r o  n l r c d q  on n iliet vhich, t o  Sone @%tent at le,?st, 
v.zs rnotricted i n  terns  02 fet nd. c h o l c s t e r o l  f o r  c period of fron three 
nontlis t o  throe yezrs, ana the cwirdttee s te tee  here that they c-ueotion 
vhether re h.d the right t o  cxclx.de these. Actually, the f m t s  me, tlw-t I 
myself question whether ve had the  ri&t t o  exclude then, and the cozzit tse 
assured ?.e tk t  they vere not IJ.&LT,I:~~ zbout t h i s  at all .  
vho cme t o  us frorn doctors yyho said, Vere is o case thtt b.8 been on a 
very restr ic ted regtnen alrtx%y, do Jrou :mt t o  study them?" 
t o  them, "Doctor, this gntient m y  have a lot: posit ive result  o r  ne!-y.tive 
result  but \-e a r k  very intercatad i n  seeing these peo3le vho have been on 
restr ic ted d i e t s  since they !.;ivo us odditiond information t o  c o p e  v5th 
the' other qyocELI.diaS infarction, I' 

rc?orteil on tke bsis  of those vfiio Izve not been on severely restr ic ted d i e t s  
mii i f  they are just  rodorately rcatr ic tod i-~e Go not ei:clu.de thm. 
it i s  %:-.sed on tfiis f ac t ,  'TIC knev i n  rrc?vc!nce t k T t  ve vere goirqy t o  see sone 
-ieo?le vho !:.i:;ht be neg?-tive oincc tie I-JLOV the effect  of Ciet on these n o l e d c s .  
k k  could just 1Lve  ell have 8cZid t o  these Zoctors - "ih, ?:e 1611 not study 
your ncv gat ients  beeuse  they my be ne,y:tive," and th i s  wy the  qwst ion 
vouldn't h v c  izrisen- 
'and i n  m;r event the inclueion of even those 1410 firtvc been on res t r ic ted  
diets,  cuts d o ~ m  the over-all incidence of gos i t iv i ty  t o  ?.bout 90 2crcent 
instezd of 95. 
2 ststeoent of the pxv ioun  circunetancos because tie novhme may 
nyocardial infmctions tho verc qui te  yorjitkve ,and who ve 3 t  on d ie t s  
,ad vho are nov negative. 
defeating ourselves, I believe- 

!&we were y t i o n t s  

And I wmld q y  

L'ut theso nyocardial infnrctions a r e  

Sinco, 

L'e trill ?resent d l  detp. vhother posit ive or ne,.;ntive. 

It rould soen t o  ne 2 l i t t l e  foolish t o  include the= uithout 

If ve inclvded than as nefptivco, ve vould be 

I -  
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NoiASn,l: !;odC be further ft.oi? thc trutk t l i a  that  ?L w-e 3 o t  
qunntitatin:.; these noloc~dea, 
page 3 under libn a t  this l i t t l e  metfnz t o  the corinittee - I :xiid# 
that 60 percant of normal males b t z o o n  2~ and 40 vjcn? positive t o  som 
extent, but bofo-re the cornittee cam aut, I hndnt t had a chance to  
arnnge them as to the degree of posi+,ivity a& thztt they should keep t h i s  
i n  mind as m enter  these t h i n p  as t7e go alorq, 
1,600 t o  2,000 cases that I D i l l  rond you h this myort,, vie c l l l  'have 
down an actual  .neosmmnt of concentration on every one of t k s c  c u k s ,  
and on tho first 280 cases we mprtoci in Ccisnco thoro cas o. m:mLromnt 
of concontration, not only rfhether they w?m positive o r  nogctth3. 
was givon on a standard. d i a , p n ,  
laqe n m b r  of casos you m y  be Q me% behind on h v i q q  thc mSi;erS 
on that  mek's nork o r  on the p w i o u s  week16 nork. 

',%zt I did when I r e p r t e d  the data on 

On t2?e ffrst scccoediw 

It 
So that it is truo thct :;hn you run a 

The noxt thing is ,  again, the Camnittoo raised tho qwstion of 
excluding half the negatfvos, 
know \.r!icthcr w have the right t o  exclude then though I e m  pretty 3 ~ ~ 1 3  they 
h v a  to ba treated separately, 
put them i n  a s e p m t o  citecozy so as -*o pt the uah (is they t r u l y  are. 
(Pa@ 4 ,  paragraph 5 )  and they sa id  it was again enphasizcd, by the 
Conclitteo, in r o l s t i o n  t o  these data, thc?t r;?idX:,- controlled exprirxnts 
i n  the humn on the effoct  of d i e t  on tho Frcscnce GT aP;scncc of tkes:: 
moloculcs and on their concentxation are sn assentlal  for ;?. re-sonable 
approach t o  the problem, 
t o  the Committee that  v m  have mrj nore d i e t a r y  s+,udfos and in this p p r ,  
we are reportin:: on somthing l5ke 85 peoplc tha t  have %&en on tho d i e t  
long enoqyh to seo an effect, Sc, we have beon corq ing  th i s  on;l told 
the comnittee thi3,  md th i s  reprt indicates that  ae weAw not arzze, 
or night  riot 1~ aware that  ne havo t o  knou the offcct of d ie t  kcfom vie 
can exclude CBSE)~ ,  "e vem qu i t e  more of this, an2 are a.';]am of it, 
I thoyh t  2 had explafneu the t h h g  adequrtel j  t o  the cormittee bu5, 
p033ibly, in t r j r i n n  io cover a lot cf mter inl  i n  a short .i;hile, I did  
nc+, 40 sis ccod a job of it 2s I n iyht  hsve, 

I browht this point up and s a i d  L Gon't 

*:.'e don't t h r o y ;  those cases out, :'1c Just 

Clnce r6e u p  doing dictarj. studios, I rqmrted 

05'3071 
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Uov the ne:-t thin2 tint i s  szid on n,c,+e 5, the cornittee rccoxends 
soye delay i n  the  f i e l d  studies m d  s t ~ t e s  t h e i r  belief th%t definit ive 
inforr ,? t ion on the strhil i tg of the concentrztion of noloculco i n  r218?tion 
t o  diet is essential, 
?.IC lvvvc tkese 40 or 50 ?ctionts thct we are re-iortin,-: on ,mCi l m ~ e  sone '1'00 
th7-t y x P r e  doin,: tests sp-T)les bcforc cnytliiay 13 done t o  t h z i r  d i e t )  ire cre 
fully i?T!,zrc of 2nd I e-qreroed this t o  the cmcit tee .  
alrertd7 thi2t there is no effect if there is no c!-ani.;e in diet .  F?oy said t!nt 
ogecific otuilic3 slicdd ~ S C S S  the a b i l i t y  or other substrmxs.  by they 
l i_)o t ro? ic ,  homon?lr o r  other chemic?-1 azents, t o  nofify the concentr?.tion 
of I h c  r!oloculcs. ThiQe I donst understand, i n  de?!  of thc fnct t k t  I had 
zentioncd i n  o u r  "Science" rc?ort a d  r.cntioncd t o  the co-:nittee l a t e r  that 
ve clrcx$r h-d 50 ~ ~ e o : ~ l e  on choline, 50 :x?qqle on ?ethionine, 50 Yeople on 
s m e  ot3er rc,$ncn tk t  vere poss ib i l i t i es  - these Ere sixall controlled 
croup, d i:e hi c l r c d y  stcarted these, lnrt that no resul ts  vere availcble 
i n  resFcct t o  these p-gents - they 1411 bo available, I hqx, within ;L c o W e  
of veeks. %lese w e  not f io ld  studies, %:e do not ?Ian t o  co out ad >ut 
1,OOO peo?le on -.ethionine. 
effect ,  but ire !xd no intention of ::oi% out pic1 pttils 1,OOO ? q l o  on 
anyone of  these l inotroil ic o,"ents ond unt i l  ,.tnd unleas re h d  t l~orowUy 
svduztcd i ts  effcct ,  in 25 t o  50 3cticnts,  but ve I=-d c l s d y  l ~ d  t??ese 
ctudics under control bcfore the connittee ayseotsd  th-t 1-e oqyht t o  tI3' 
those &Tents ve vere very interested i n  then. I zot tk?e o;fnion that the 
ca i~ r i t t ee  f e l t  thit ve vera coinc to do f i e l d  studies on choline BeToro 
doin,: any spa11 studies on t h i s  ;md other l i ?o t ro? ic  aqents. 

T h i s  I cag (as I t o l d  you ear l for  In  the convorsztion, 

Ve m e  quite rszurcd 

These a re  s-dl group of  25 o r  50 t o  see the 

I h t  I :anted t o  xJ:o Clem iws thzt ve irere not iyiw t o  co out md 
t r y  1,000 neople on choline incliscrininatelg; that v o d d  be a horriblc thin(: 
t o  do, and ve drecdy have, gofng not! f o r  f i ve  veeks, these cT>erinentLL 
ser ies  on choline, nethionine m d  tre're startin;? P, ser ies  on inosi tol ,  and 
ire kL?po c? yrolxy, on a nized pre2aration. 

I?iene ?.re 9.11 bein;: done on sm13 q o u p s  that a r e  irell controlled, mcl 
so f m  r.s one czn Foesibly be amured they m e  not c b ~ i n t ;  tlicir d i e t  at the 
s m c  tim. Yhese :.re neo->le r%o irork ,zt the radir t ion laborntory rnd irk0 z?re 
c o oyerzt iqy .  

Thsre i s  one other p o h t  I i:ould l i ke  t o  ?&e cbout this ,  z+nC I f e c l  
pcrfcctlg free t o  1Eve this i n  thc rccord. 
t o  anyone tlmt I thinii get t ing r id  of these molecules is e cure, a praTitlplazis, 
o r  cn;;thiw else q a i n s t  atlterosclerosis. then ve T t  :>eoFle on 3 die t ,  or  on 
tbcsc drwc, I express t o  them this is ihol ly  eqer inontnl .  
a r e  tryin;; t o  evduate  th i s ,  that im lmve no idea a t o v e r  tk2t I:C !:ill do 
then a q y  !,ood m d  wke it c1ec.r t o  evcrj gerson that ire hme no i l lusions tb t  
we're Coin,-- anythirqy for tha0 
icprcesion that vre rvere assuriq 9. 
like that, 

I have ct no t ine  ever exnrcnoeil 

I s t a t e  that iie 

I ?e:.: that tlie connittee nay h v e  gotten the 
i d  that r-re're curine them, or sogethi% 
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I hope that this misunderstanding is cleared up so that %he Study Sections 
and the Heart Council w i l l  not feel that we are advocating these thbgs,  
I cannot help what science writers or broadcasters clakn when I do not 
state these things. 

i 

i 

.... - !  

Further, on page 5, at  the bottom, it i s  stated it was the opinion 
of the Coxmnittee,that t o  fry to study 2,OOO to 5,OOO who had a myocardial 
infarction; to put them on tho diet and then reject them mould be a 
difficult 5f not impossible task. I have discussed this  d t h  the Alamda 
County Medical Association and gone through o f f i c b l  channels on this. 
They are very enthusiatic about cooperating. 
are going to put the patients on the diet ne suggest, and rre u i l l  check 
their blood p e r i o d i c a l l q  and .then evaluate them. To do 2,000 t o  5,000 
qmcardid iafarctions w i l l .  be a very simple task from a technical pOJ-,C 
of view, rather than a difficult or impossible one, in ny ophioa. 
Doctor Van S l y h  R e l l ,  Doctor Gofman, the p o h t  I thlnk the Conrru';tm 
was concerned about was the inability to keep pople under dietet'e 
control In horn conditions. ~ Doctor Gofman: Kelly then I think &I 
COIDmitte8 missed ths point I aade abut that - e, that & entire 
'point of such a stady is it doesn't mtter if they stay on tbr diet or . 
not, because we no longer care what the Bt ient  says - we a-c i n t e ~ s  

3 3  are interested in evaluating 41t of this 
2,000 to 5,000 cases how many become negative; irr the* rrcurrence 
of rrgrooardicrl infarction the =me, or isntt it 2 And, ?I' sonobodQI 
doesn't folbw the diet or, for 8om other reason, say is mtabolica 
unable to booms nagative, th5s is a separate ~ a t e g ~ ~ . t ,  and SO, it doesn't 
matter whether they do follow it r i g i d l y  or not - jvat so they do become 
negative or, 5f they don't beoane negative, then w classify tbe 
peo- s f i l l  posltfve. 
mny people t p ~  can get rigoroaslq under diet, bv~4hOm lnaq~ p o p b  we Cap 
convert to negative and find out if they are WJ better off. So, it 
doesn't matter whether it is done Jin a &qxltrA or.not, actually. . 
Doctor Van Slyke: How often do you expect to check on these peopb? 
Doctor GoPman: %'e a m  going to  check these people once every siX WSkS at 
the S t a r t  and then once every three months so vie'wXL1 know n b t  them 
people are do-. I malize fully that wt could do a smaller number of 
atudiea, Ye could do it on 200 pathnts mfi get G I ~  a n w r  in ten ye-, 
but 200 patients won't give us tho ammr in a couple of years and that 
was the essence of the lotter I m t e  you before (April 15$ 1950)0 
So far as the us8 of aholine, methionine and inositol or other lipo- 
Iawp3a factors are concerned, vm are not using aw of those and nould . not until our control serlss indicate nhethsr or  not they decrease these 
mbcules.  Ne have these studies 3i.1 progress and hop t o  have the mSdt8 
w i t h i n  ID days on at least the firc;t 25 pat.Eents of each group. But  
these are a d  groups, and me would never consider going out on a tm89 
basis. 
Items to we. I: think the diet we are usbg is a qu%te safe one and 
really completely adequate. 

The doctors in the area 

what his blood shows. 

The entire point of the SAW 5s not t o  

-- 

I don't belfeve that f70 should. I believe drugs are dangeroUa 
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On page 6 the Committee atates that we can best serve the poblen 
of atherosclerosis surd coronary disease if aslied t o  an extension of our 
knov1ede;e relative t o  these newly described factors rather than prinarily 
t o  the a p l i c & t o n  of i n fo rmt ion  notr avaSlaBle, lie believe, honestly, 
that vie are i n  a position t o  do both studies at once vithoat in any 'my 
ttzcizy: our fac i l i t i es  inordinztely, and certainly do not plcln t o  le t  
the bzaic work grow in favor of clinical vorlr but ve f ee l  that the clintcal  

.evsluation, ri&t or  wrong, must be done soon; and v0 feel that ve w.n do 
it unbr conditiona ve G- trust. Ire wmt t o  help anyother group that w i l l  
a lso  do this study, and in fact, I a,m going t o  t r y  t o  d e  arrangonents 
vlth il c q l e  of groups. 
think ve c9.n carry on f'uxdm0nta.l studies, but I think that the clinical 
evdwtion of this thing should not be dela$ed in s9ite of the cornittee's 
statemnt that it &auld. 

\le are very zasious t o  help othero. Ve a l s o  

Elurther, on coments by'Doctor Imine R. Ptvp. he states that: 
. .  . " of -ate rol t o  rab bits v e s  t- 

same T) e&. ?Chis vork is leso convincinsreU 

It is absolutely true that this peak is never present f n  rabbits, in the 
agpoxinatelg 75 rabbito here we have looked at, without feedine; cholesterol, 
and though 138 don't have the correlation of the anarmt of dlsease v5th the 
amount of the molecules in over 17 or 18 rabbits now, we knov th2t fecdinE: 
cholesterol is the factor that yroduces tbis peak i n  vel1 Over 50 rabbito, 
SO that I don't see from the statment that it is less ConvincfnE: that the 
feeding of cholesterol amaxently increases this same t n e  of peak. 
bel!Leve this is convincing,to ne at least. 

I 
Thht w . i n  is a mztter of qinfon. 

On ?oint 4 of Doctor Pqe*s  comnents: 

"A diffuse. not too we11 inte n r o w  of animal & clinical, j t o o  vide 
p m e  of uncantrolled materials." 

I believe thzt vc 1411 have very excellent control htr, ve w i l l  yet eood 
clinic:l ntories on everyone y?e imestimte,  and I think there vi11 Be no 
uncontrolled cmos. Be certz ln ly  don't accept a3 a qyoca.rd.id InZmctiOn 
or  any other Cismse just T i b a t  sonebocly t e l l s  us. lle ask that re see the 
evidence i n  detail. Doctor Thomas Lyons is a coqetent car8Aologist and 
&io~a>her snd he checks a l l  the records vdth the dmtorsb except f o r  
those doctors whom I h o t i  from their o m  cometence absolutely reliable in 
their c1inic.d material. Doctor Page goes on t o  sqy thzt there 18 r? rreat 
W y e r  that: 

"The intomretations of amlications of the tes t  m v  far exceed the 
T d . "  

' To this I ssgit $0 unfortunate that there are geoDle v:ho assme for some 
work nore than ita true merit, Fnd more thm its yoven points. 
(At this point Doctor Gofman streseed his efforts t o  stop Npoyulnrn 
articles but that certain v r i t e r o  bad gone ahead on their  am - Vans) 

OX3034 
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I agree with h c t o r  Page that, possibly, the people v!ho are n o m 1  xhose 

I 

. ,: 

i 

i 
I 

.:. :.a. . .  

blood is posit ive are ?oing t o  v~orry that they may be on tho m y  t o  
nyocardial infarction. I have 
certainly emphasized and rc-emphasfxed to  our subjects the experimental 
nature of t h i s ,  and t h e  fact t h a t  ne have proven nothing, but 1 h o w  
that  they 7 7 5 1 1  sti l l  mfsinterpret t h i s  and over-interpret it, but I 
don1 t know hon me can ,get the test done unless tie do use parople ,, 

Ile says that  grave hsm may 'Lie done, 

On the coments by Coctor I%urath on question 2 on the mlatform- 
ship between refractive index gratients and concentration, I consider 
this I s  a vel1 esta;:lished featu-x? abut tho ultracentrifugal mrlysis. 
Ze have checked t h i s  ourselves, ;;e have zhccked the m i x t u r e s  $hit he 
speaks of, and me have checked the e f fec t  i n  re la t ion t o  density of 
msdium that he speaks of, cuzd I feel  reasonably cer ta in  of the avai lab i l i ty  
of this 
statements i n  the meting, but again therc it rmst have been ng? inadec.uacy 
i n  explaining 1 7 h i c h  l e f t  these qmstionc; i n  h i s  &de 
covered a l l  the points,nentioned in his paragraph 2, 

I n  paragraph 3, Doctor Neu%th questioned rrhether ne mi&% no 
missing some of the positives by faulty collection of materfal. ::e 
have checked the remining material after ae k v e  collected v h a t  we are 
interested in, and have soen that it contains a negligible or no concentra- 
tion of the molecules that VJC are studying, so we do not believe that F;8 
have fau l ty  collection. 

infornation, both f r o m  our public reports, and from sone of my 

?e feel  ve have 

/ 

have tested th i s  a t  least 30 times at random. 

Secondly, he asks v b t h e r  tests ~;cm nade t o  see hon mch of thio 
or other nlightl '  components nay m m i n  i n  the r rotein layer, :le have 
t e s t e d  this,  and we have pointed out that these mterials are not left 
in the tube, that we do got them out. :;e are quite convinced of this  
point. 
notes that the data are "not more than mmestive and infornational , 
and that a great deal of work has yet t o  be done to a r r ive  at  an ansvcr.n 
:;e didn't f ind 100 po-.cont agreemnf, and :ill. ne are. askhy: for is tho 
opportunity t o  work. '.*:e .jonlt want to my we 3ave Iroven ruyy%5ng, 
:;e j u s t  want t o  work and fin2 aut. He believes the  success of the large- 
scale testin? i-:ould doynd on reliable clinical data. 130 one cculd 
dlsagree that one should have r::15nt;lo cl inical  tdatr;, and i certainly 
~ i o u l d  not use any that was not. 

. 
:e have extensive data, I believe, on that. Doctor Neurath 

And point two (page 2, first y s r a p a ~ h  of Doctor FJeurath's comments.) 
that there should be a "nore riftorous evnlmtion cf f a s t inc  or feastinn on 
the ultracentrifugal patterns," 
before anti a f t e r  n meal and convinced ourselves t h a t  there.rras no sifpificant 
difference but we are, as I say, doing "any more of these. Kow, secondly, 
Doctor Xeurath i s  not, convinced th:.t a ranzom collection of blood, regard- 
less of t h e  o r  fasting, is a eood rrocedure and he doesnat see xlhy a f a s t h g  
period of at l eas t  four hours could not be made 8 ratter of complling routine- 
3el.l, t h i s  would interfere with collecting mny sarqiles because of the d i f f icu l t ies  
of getting people a t  3 standard Interval a f t e r  fasting, and since we are quite 
convtnced that i t  doesn't matter, we arengt doing i t  t h i s  way but, apparently, 
we have not convinced him of th i s .  and I viould like f o r  t h i s  reason to get,  

::e have chcckec t h k s  .I many indivicmls 

- -  
possibly, another 300 or 400 done this way and p 

i believe the data we th is  wnuscrip 
I tha4 0 
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"If the t e s t  shws zn incirience of nocit ivity i n  tsnorvd 5.rih1.0 
as hich as 60 nercentp it i s  n e c e s m t o d e n o n s t r a t e  til;tt this 
incidence can be reduced 8 s  low ES 10 cercent o r  le_=-'' 

\:e zlrsady +ave tlie da ta  on young fenales on about 200 sone czses ZJIGCI. 70: 
2nd they are'only about 13 ?ercent positive; 
60 percent i n  et-eryone nr-C! if these molecules 2re related to ath5rcsi:kcro.;iss 
tre cannot a l t e r  the fc?ct t b t  y o q  men from 20-40 shov these K I G ~ ~ C U ~ Z S  i n  
the i r  blood. So ve are doing children nov, ,and the younqer age V O Z F S ,  md 
I r e o r t e d  this t o  the committee althougB the data w.s not then m&k32.e, 
I t  i s  a mttm of collectinl: first the most Dertinent data, ax?. that t s  
thy we did not eqhasize this group at first. 

This s h o ~ ~ s  th?t it I r  I,C: 

And then Doctor Weurathjs statement is that he feels: 

comonent c,.in be influenced by dset t o  the' extent cf cornlete 
amarcnt dioa?mearaace, rifcorous stuilies on the effect  of the 
diet i n  a krom of hosnitnlized :>rtients appear to be aksolut,e_2:r_ 
essential. 

I "  - .  . - _  ~ 

'jell, ve alrezdy knov~ tbt  by putting Teople on diets  at hone 2nd  one i n  
our contro'lled diet tr?ble at Cove11 Hosyitd, ('the Wniversity stwleats' 
hogpit;d) tht the-- Ltre shovinfl: the effects even vithout a coxrplstels' 
rigorous restr ic ted d ie t .  Since ee kho;. thp.t ve c m  get th i s  effect 
even on a home res t r ic t ion ,  1.e feel  this is  -ore i q o r t m t  t b z i  F, hos:?ihal 
rcctrfction beczuse i t  ehoys &at crtn be done Idth a r e a s o ~ 3 l e  a??ro.c?ch 
that voulC ?ime t o  be used ul t inately i f  this txre of any -erit f r o g  tile 
n o k t  of vie:, of d ~ i ~ ; ;  s o - x t . ! i r y  '?.?tout -thx-osclcrosls. '3pref O r e ,  1 e' r e  
m c h  nore interested, i n  rmny res?Pcts, i n  trnin.7 t o  f i n d  out. 5017 m s y  
TeO3le becox neqzt ive  Oi" less  qositive even :*hen SGYe of them ?.re fuSr-lr,g 
on this diet. 
definitely t e l l  e;rm thouf;li sone don't remondc 
na,joritg d o  respond- !:e hzvenz t seen ,any Tersistent r i s e  i n  coxent1-r  :ion 
Of these noleculec i n  any :ieo-o)e that v.e*ve ?ut on d i e t ,  2nd if tM.s i ' c r e  
a random affair, ire 1:ould e-@ect t o  sec? P! r i s e  of concentrp-t.ion 38 q*all as 
a l o t w i n g .  
series g o q -  

Eut ye defini tc lg  stctcd if :*e cet the nurbers r'e c7.n 
;&ny do r?si>O1;&F Qkn 

So I donst knov vhat to Clo n3out t h i s  h o s p i t , d i z e d  7at.ierit 
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Doctor  Gofmm: 
He sc?ld he t-:as interns%& i n  seeins t h c s  and I said 7.re v o d d  be only t o o  
gl,'.d t o  mn t h e  ultrncent-rifu@ nna lgs i s  f o r  theD. 
Doctor  V m  Slyke: ri_cLs;e QOU received eny b r o o a  t o  &ate? 
Doctor Gofmm: He has sei:% to us a l r e d y  12 n,tm;3ies of h i s  dogs thnt t k q  
t?re studglng trith resgect t o  (nov n yexz o r  EO) ?ius cholesterol, but none 
on the hu-zns on the rlght diet .  
Doctor B m  Slyke: Oh, I see. 
Doctor C o f m  spe,&ing - Then i n  Doctor Xcndnllls stater-ent, he ?&ea one 

\!ell, t>ey vere alrca5.g =de TAen Doctor Kendcll vzs here. 

point: 

"That it  is Dossible th-t the ?ii:+er incidence of 3osi t ivss  anow 
their coromry -xztients i s  a rei'lection of the h i ~ h e r  cholesterol 
level  that vas seen i n  .this m o w  m d  that nrac t ica l l s  the 
deternination of the  leve l  of t h i s  factor vi11 have l i t t l e  more 
s imif icance thzn a deternin?.tion of the t o t a l  cholesterol level. " 

X t h  th is ,  I m i n  conylete disr.;p;reenent because we have the evidence i n  
thc f o r m  of the cholesterol levels  on n l l  of our coronzrics of the first 
1OG o r  so C ~ B S  :.nd ve h v e  the  cholcnterol levels on  any of our normls-  
And the y o h t  I d e  i n  the 3ymr i n  "Science" cnil vhich ~511 mke =."-in 
%y sre:.entinp; the cholesterol levels,  i s  t h t  m y  of our coronaries hme 
the  sme cholesterol leve l  as -xmy of our nom. l s  but t-:eir percontzyo 
of 3os i t iv i ty  is on the order of 95 percent ns co2yred-  t o  the order of 
50'percent OT 60 percent mong norx. ls  of the sme cholesterol level. 
thT,t there a m i n  I d o d t  see hot: thzt Tioint could hme been &3sed, mnely, 
tlnzt one cp.n have a 225 w. cholesterol level i n  the corormry mou? if  there 
is 8 95 nercent W c e  there vi11 be molecules(Sf 10-25) r.hera?s in the 
nornP.1 .Trouy, i t t n  a 50 percent t o  60 percent chance. And furthemore, fron 
,the Lzte m're presenting i n  t h i s  Yxezent r.wmscri:>t, ?:hen tho coromiry 
nr t icnts  are nositive, they ;Lre on the merage, t h e  concentmtion f a  higher 
than i n  the normrrl - even v3en the n o r z d s  w e  ?ositive. I do not believe 
th-t - ~ h o s ? ' n o l i ~ i d .  dcterninations nre rnnl ly  of such rro-.ent, jus t  clS I no 
ic:i-.cr believe even thc cholzsterol t o  l:e of such noncnt since i t  involves 
nddin,:: u:3 n vh.r,le l o t  of rnoleculcs ?.nil w y h ~  ths  t o t a l  i o  this. 

So 

I tlz5nk th3.t one olc the --ajar 1,oi;its thnt y e  have s%ova is th2t one 
s?to;:.iiln8 t bnse t'-.in,y on the  t o t 2 1  of P-<.? ing u12 nny xolecul ss if you're 
tryin: t o  3:id out t+r?t t l l s  ind.ivicIu4 m o l x u l c s  nen:i- 



t - .  - 

. . .. 

I 

Doctor Van S i y ~ s : :  If you go i n k 0  the f i e ld  study, hov much is fti 
~ o h g  to penalize yow cork on the basic compncnts of the problem? 

. >.- ,- 

Doctor Gofm5: Te h i v e  several excellent rmducrte studonts and 
nan vho am 72-D ' s - , k ' c  s e  back avcrkhg fo r  3 Ph,C,, nho are handling 
tho fundznental c s p c t s  c:~id ncrkb;: with me,  I thirds thoy ore doing a 
reasonably qood j o t .  I I ;hbk that that riork r i i l l  go ahend and, it is 
going ahead, "hey rmt being involved i n  these field studies, thoy 
are allowed to  go ahead with their fundamental studies, :;e are able, 
by organizflig th i s  thfng propsrly, to use just technician level help on 
the field study, and t h i s  is chat  we are doing, and this is nhy 1% mod 
the support beccuse ff tw didna t do the f i e l d  study in this way, we 
mould, i'f we were ;.oing t o  ?o ahead with it, have to use our graduate 
students which aotild penalize their fundmental program, 

Doctor V a n  Elyko: Chat is the :iledical Socicty that  is vrerkbg 

I h v e  spoken with the off ic ia l s  of the fxecutive 

n i th  you? 

Council, Alamda County ;.",edical Society. They say thoy think it ~ u l d  
be a f h d  idea if every doctor could send t h e i r  myocardizl infarctSon8 
f o r  study, just t o  study their  blcod, and then the doctor mould take 
care of t h e i r  patients, and we w u l d  check the i r  blood5 d t e r  the pa t ien t  
gws on a d i e t  and, as I said, i f  the rp t ien ts  do not stay on tho d i e t s  
a*d thelr blood does not come dor-m t o  negative, t h i s  aould i n  no way 
invalidate tho resu l t s  ne ore trying to find out, mnely, whether 
negativity with respect t o  these tests is a valuable thing, z??'? 
means the d i f f fcu l t  cr fmpssible  task suggested. by the cori i t tee ,  becauS6 
I honestly thfnl, me are well on our way t o  re t t ing th i s  done, 

Doctor Gofnan: 

The collection of 
' 

mjocarkkl  infarctions tha t  a m  studied i n  this mnner i s  by no 


