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| - May 4, 1950
Re: H«606(C)
The following long distance telephone conversation with Dr. John Gofman,
May 3, 1950, 4300 p.m., was recorded with and is being distributed with his

permission: (Doctor Gofman has not had an opportunity to edit the following
material, and parenthetical inserts are minc,)

Directoy, National Heart Institute

Doctor Gofman speakings=

We are just about ready to send out a second publication on our
work and I have in mind sending you and Doctor Shields Tarren, Atomie
Energy Commission, a copy of this manuscript before it goes to publica=-
tion for you to have the latest data. I hope to be able to have that in
your hands by next Sunday, but I couldntt have it by May 5, 1950 which
is Friday, I suppose that will be too late for this Committee (Study
Section-% ).

On page 2 of the report of the cormittee (Committee Report of
May 1, 1950 which I have recently distributed. This Committee,
Doctors Kendall, Neurath, Page and Shannon visited the Domner lLaboratory
at the request of the National Advisory Heart Council.)

- "The group at the Donner Laboratory are quite convinced that,
o on a constant diet, these molecules (Sf 10-20) represent a
! stable entity, in terms of their concentration, being acutely
unaffected in concentration by the ingestion of 1ipid sub-
stances, It is the feeling of the committee that this point
could be fortified and should be fortified experimentally in
rigidly controlled studies of a limited numbdr of human subjects
o before embarking on an extensive program of screening where the
A ' potential short term effects of food intake are not amenable to
e control or to analysis., It may be that this point of view was
not stressed sufficiently strongly at the time of the meetings
and that the Domner Laboratory has more pertinent information
than was alluded to in the discussions."

We are reporting in this paper on about 50 subjects that we tested
either before meal and after meal on two oceasions separately about the
sore 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 here that were positive
on one occasion and were positive within the experimental area with almost
the same value on the second occasion except for ome case. Te have in
progress now, probably about 200 people that we are doing the same thing
on without any sort of dietary restrictions so that we will have to add to .
these 40 or 50 another 200 within a matter of a couple of weeks. Ve hav
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checked on some individuals, we have taken as many as € samples and
found no variations before and after a meal, we have 6 individuals who
are studied every three hours around the clock after a huge meal con=-
taining lots of fats cholesterol in it and the positives remain positive
in about the same degree, and the negatives negative. I pointed this
outPp the Committes, I foel sure and I dontt quite understand why this
point wasn't clarified before this report, but, perhaps, it was my
error in not pointing it out completely adequately.

Doctor Van Slyke: You expect me to editorialize your remarks ...?

Doctor Gofman: You can use anything I say on the phone = there
isn't anything I want to hold back, I would like to take the blame for
any inadequate explanation - etc,

, Secondly, 1 uould like to say if it were an inadvertent effect of
the meal or something like this, it could not be that in 2,000 or so cases
that we have analyzed alrecdy that our distribution would remain the sams
as we intentionally reported in our first paper if it were due to differences
of times of drawing the blood because, we have drawn bloods at all times
of the .day with and without respect of the time of the meal and the figures
still remain the same., For example, we certainly wouldn't be seeing a
vast difference between young females and young males @2nd between normals
and the myocardial infarctions if this were the case. So, I feel we use
more point in what we do on anyone that we are starting on some regimen
now. At the present time, we have at least two baseline samples before
starting a given dietary regimen. That's the group that I say we will
have gbout 200 or so in a very short while. I can present these to the
Committee (Study Section), if it would help them in their deliberations,
within about 10 days, we will have them and I can present them.

7

ThirdJy, in the dietary series where we have checked people
periodically once they are on a diet, if it were just an inadvertency,
we would see just as mahy people going up as going down but, on 85 cases
we haven't seen that. I fecl that this question is under a good control.
In this note we will include these 40 or 50 people which show the rc-

lationship between the two samples. It will show vwhich are fasting and
vwhich are feasting, etc.
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On vage 3 of the Report:

"These molocules (Sf 10-20) are alvovs nresent vhen the total .
cholesterol concentration of plasme is above 300 mz. nercent.”

In this rovort we are issuing now, the snme waper, ve are publishing
the cholesterol vealucs as well as the Sf 10-20 values in detail gliving the
cholcsterol arainst these vzlues for nornnl cholesterolemice in the eategory
of normels, disbeties, and coronaries and, in the category of hywmercholesterol-
emice. Ilov we nmentioned in our first note in "Science" that one could be
positive or nezmative with rcsvect to these cormonents at any cholesterol
level Delow 300 mg nercent, but that the cholesterol level itself told us
nothing since one could hove 2 lot of the nolocules Sf 106-20 group and have
the srme cholesterols as in other mersons who haé none of thcee nolecules.
This was exvressed in the "Sclence® naper although there we didn't give the
details or figures since ve were limited in the number of vords allowed in
the "Science® vaper but we had all the 300 cases analyzed for cholesterol at
that time. 1Ilov in the hynercholesterolemic group although - we have about
25 cases here - 33 cnses of. moople vhosce cholecterols in various cotogorics
of cdisenses were over Z00 mg. Her cont and there is a range of a foctor of
10 in the concentrotion of Sf 1N-20 molecules so even with the cholesterols
over 300, many nHeowle have much nmore of the nolecules than many others
indevendent of the cholesterol. Ve have in this cotegsory nov 33 coses of
peonle vhose cholecterol is over 200, ve have tuwo that vere nerative, that is,
ghoved none of the molecules. le feel as we stated in the neper and as I
‘ stated to the committee, that above 300 mg. vercent most veonle by far are
nositive, but that the concentrntion of the snecial molecules is exceedinsly
variable and there again the cholesterol tells us very little.

’m : The next subjcct on page 3:

YYony individunl subjects with low total cholesterol concentrations
1 arc said to have rnther high concentration of the Sf 10-20 factor.”

This strtenent is not a matter of "ore snid to be®" but they actually do

hove o hish concentration. I had these data for the committce to loolr at at
that tire. Also it says:

"A totnl cholesterol concentrations below 200 ms. mer cent in the
rabbit and belov 300 mg. wercent in man, there vould anmnear to be

a crude correloation between total cholesterol concentration nand the
concentrotion of the Sf 10-20 molecules.

It is certainly true if I say at o cholesterol level of 200 to 250 m~. vercent

there are about as many »eople vho are »ositive and nositive in variabdble

degrce as there are who are negntive, but belowv cholesterols of 200 there is

a lover percentage of seonle vho are positive although there is still a very

definite one vhen it is about 30 wercent in normal, so that vhat I vant to

say there 1s a cholesterol level of about 200 ms. percent doses not tell us

in any specific cose vhether or not this nercon has nene of these molecules

or vhether he has a tre—endous concentration of them. I think this point

.ghould be very clear and we have all those datz presented on graphs vhich shov

the cholesterol level versus the actunl concentrotion of Sf 10-20 in ng.

nercent vhich I hope to have in your hands, as I say, by lbiay 8, maybe I could
j even have then before, I'1l try.
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"It is the rencral feelings of the comnmittee that this correlation
ghould be inocuircd into rather éxtensively carly in the rationcl
evolution of the nrosran. he conmittee's understonding tha
such a arosren is achtunlly underwsy at oresent and will be evpanded
durinz the coning year."

As 2 mat.er of fact ve had the first 300 cases anclyzed before the scientists
came here and it is on this data we based our statements that the correlation
isn't very good. Ve are not doing cholesterol level cnalyticelly on every

patient nov simmly because ve Teel that they don't correlate well and wve don't

" have enough noney to do everything. That is vhy we have been forced to cut

back on doing the cholesterol on every 1xa.‘cien’c., ve had honed to at onc tire
but this would be impossible.

The next point is on vage 4, (1lst naragranh) the statement about the
11 additional nesatives that were not included in our cormilatlion since it
vas knoimn that they vere nlready on a diet vhich, to some extent at lenst,
was rastricted in terms of fat and cholesterol for 2 period of from three
monthe to three years, and the committee states here that they question
vhether ve had the right %o cxzclude these. Actually, the facts are, that I
myscly question vhether we had the right to exclude them, and the cormmittee
assured me that they wvere not unhamy about this at all. These were natients
vho coane to us fronm doctors vho said, "Here is a case that hns been on a
very restricted regimen alrecady, do you *=ant to study them?™ And I would say
to thenm, "Doctor, this patient may have a lowv positive result or nermntive
result dbut 1e are very intercsted in seeing these peonle vho have been on
restricted diets since they sive us additional information to cormare with
the other nmyocardial infarction.®  DBut these myocardial infarctions are
renorted on the basls of those vho have not been on severely restricted diets
and if they are just roderately rcstricted ve do not erclude them. Sinco,
it is bnsed on this fact, we knev in advance that we vere going to sec sone
neonle vho oisht be negative since we lmov the effect of diet on these molecules.
Ve could Just hove well have said to these doctors - “io, we vwill not study
your ncu vatients because they moy be negative," and this vey the question
vouldn't hoave arisen. Ve wlll nresent all dats whether positive or negntive,
and in any event the inclusion of even those vho have been on restricted
diets, cuts dovm the over-all incidence of wnositivity to ~bout 20 ncrcent
instecd of 96. It would seen to me a 1little foolish to include them vithout
o statenent of the wrevious circumstances because we nov have mony
myocardial infarctions vho wvere quite wositlve and vho ve mut on diets
and vho are now negative. If we included them as negntives, ve would be
defeating ourselves, I believe.
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:/ Now, the next point on page 4:

" Tha Commitioe discussed the sbove data in soms detail, zncé in
general belicve that an important aspect of these corrclations
is migsine, nanmclv. the systematic cuantitatin-~ of the 3f 10-20
facter, The Denper Laboratory rours arrcec thot this i =n
jnportant aspect of the study and irdicated that thoy nad
guantitative information on a number of patients. They fclt
their measurenents., being as they are, vhollv ovpiective in
nature and recorded photosraphically, are amcnable tno revicw
for cuantitation at a later date."

Nothing could be further from the truth than that @ wese not
guantitatin~ these meolecules. Vhat I did vhen I reported the data on
page 3 under "b" at this little meeting to the cormittee - I said,
that 60 percont of normal males between 2C and 40 were posiilve to some
extent, but bofore the cormittee came out, I hadn't had s chance to
arrange them as to the degree of positivity and that they should keep this
in mind as we enter these things as we go along. On the first succeeding
1,600 to 2,000 cases that I will cend you in this report, we will have
dowvn an actunl reasurcment of concentration on cvery one of these caces,
and on the first 280 cases we reported in CSclence there was a measurcment
of concentration, not only vhether they were positive or negative, It
was givon on a standard diasram. So that it is true that vhen you run a
large number of cases you may be a week behind on having the ansuers
on that week's work or on the previous week's work.

. The noxt thing 15, apgain, the Committee raised the cuestion of
ggﬁ excluding half the negatives. I brought this point up and said 1 don't

Rt knov wvhether we have the right to exclude them though I'm pretty osure they
1 have to be treated separately. e don't throw thoss cases out, we just
put them in a separate category so as %o get the data as they truly are.
(Pape 4, paragraph 5) and they said it was apain emphasized, by the
Cormittec, in relation to these data, that rigidly controlled experimentis
in the human on the effect of diet on the presence or akscnee of ihesc
molecules and on their conceniration are sn essentiszl for o reusonable
approach to the problem. Since we are doing dictary studios, I reported
to the Committee that we have many more diectary studies and in this raper,
we are reporting on something like 85 people that have been on the diet
long enough to see an effect. Sc, we have been carrying this onjI told
the committee this, and this report indicates that we were not aware,
or might not be aware that we have to know the effecct of diet hefore we
can exclude cases, “e were quite aware of this, and are aware of it,
1 thourht I had explained the thing adequutely to the committee bui,
possitly, in tryin~ to cover a lot cf material in a short vhile, I did
not do as geed a job of it as I misht have.
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liow the nert thing that is said on noge 5, the cormittee recommends
gone delay in the field studies and states their belief that definitive
information on the stability of the concentration of molecules in rolation
to diet is essential. This I say (as I told you carlier in thc conwersation,
vwe have these 40 or £0 natients that we are revorting on and have some 00
thot ve're doiny tests sammles before anythins is done to their diet) ve are
fully avarc of and I expressed thic to the committee. Ve are quite assured
already that there is no effect if there is no change in diet. They said that
specific studies should ossess the ability or other cubstonces, by they
liwotronie, hormonel, or other chenical agents, to nodify the concentration
of thc rolecules. This, I don't understand, in viewv of the fact thnt I had
mentioned in our "Science" ronort and montioned to the comrittec later thot
ve already had 50 neonle on choline, 50 neonle on methionine, 50 »eople on
some other reginmen that vere drugs possibilities - these are small controlled
grouns, and ve had alrendy started these, but that no results wvere available
in resncet to these agents - they vill be avallable, I hone, vithin a counle
of veel:s. These are not fiocld studics, we do not »nlan to go out and nut
1,000 neonle on methionine. These are small groups of 25 or 50 to see the
effect, but ve had no intention of foing out and putting 1,000 nconle on
anyonc of these linotronic azents and until and unless we had thoroughly
avnluated 1ts effect, in 25 to 50 »Hatients, but ve had nslready hnd these
studics under control before the committee suggested that ve ousht to try
these arents ve vere very interested in them. I got the ov’nion that the
comrittee felt that ve vere roing to do field studics on choline before
doins any small studies on this and other linotronic anents.

Vhat 1 vanted teo —ake clear vas that we vere not going to go out and
try 1,000 neonle on choline indiscriminately; that would be a horridblc thing
to do, and ve alrecdy have, going nov for {ive weeks, these exmerinental
serics on choline, methionine and we're startins a series on inosltol, and
ve hove o group on a nized prevaration.

These nre n11 being done on snmall groups that are well controlled, and
so far ~c one can nossibly be assured they are not changing their dlet at the
sane tine. These ore meonle vho vork at the radiation laboratory rnd viwo are
coonerating.

There is one other point I vwould like to moke about this, and I fecl
perfectly frec to hove this in the rccord. I have at no time ever exmressed

to anyone that I think getting rid of these molecules is a cure, a orovhylatisg,

or anything else against atherosclerosis. When we nut ~Heople on o diet, or on
thesc drugs, I oxpress to them this is vholly exmerimental. I state that ve
are trying to evaluate this, that ve have no idea vhatever that ve will do
them any .00d and moke it clear to every person that uve have no illusions that
welre doin: anything for them. I €oi: that the cormittee may hove gotten the
inpression that we vere assuring ».. ie¢ that welre curing them, or something
like that.




I hope that this misunderstanding is cleared up so that the Study Sections
and the Heart Council will not feel that we are advocating these things.

I cannot help what science writers or broadcasters claim when I do not
state these things,

Q7Q

Further, on page 5, at the bottom, it is stated it was the opinion
! , of the Committee, that to try to study 2,000 to 5,000 who had a myocardial
' infarction; to put them on the diet and then reject them would be a
difficult if not impossible task., I have discussed this with the Alameda
County Medical Association and gone through official channels on this.
They are very enthusiatic about cooperating. The doctors in the area
are going to put the patients on the diet we suggest; and we will check
their blood periodically and then evaluate them. To do 2,000 to 5,000
myocardial infarctions will be a very simple task from a technical poi-.¢
of view, rather than a difficult or impossitle one, in my opinion.
Doctor Van Slyke: Well, Doctor Gofman, the point I think the Commjitee
was concerned about was the inability to keep people under dietet’e
control in home conditions.. Doctor Gofman: TWell, then I think <he-
Comnittee missed the point I made about that = mainly that thr ent:.re
'point of such a study is it doesn't matter if they stay on tr, diet or’
not, because we no longer care what the patient says - we a'e mterested
in what his blood shows. Te are interested in evaluatmg -t of this .
2,000 to 5,000 cases how many becoms negative; is their ricurrence rate
of myocardial infarction the same, or isn't it 4 And, 7 Somebody
doesn'i follow the diet or, for some other reason, say is metabolically
unable to becoms negative, this is a separate category, and so, it doesntt
matter whether they do follow it rigidly or not ~ jrst so they do beeome
28 negative or, if they don't become negative, then w classify them as. .
poople still positive. The éntire point of the siudy is not to see how
many people we can get rigorously under diet, bvishow many people we can.
convert to negative and f£ind out if they are ary better off, So, it o
doesn't matter whether it is done in a hospitrl or not, actually.
Doctor Van Slyke: How often do you expect tn check on these people? -
Doctor Gofman: Ve are going to check these people once every six weeks at
the start and then once every three months so we-will kmow vhat these
people are doing. I realize fully that ws: could do a smaller number of
studies. Te could do it on 200 patients and get the answer in ten years, .
but 200 patients won't give us the answ:r in a couple of years and that
was the essence of the letter I wrote you before (April 15, 1950).
So far as the use of choline, methionine and inositol or other lipo=-
tropic factors are concerned, we are not using any of those and would
. not until our control seriss indicats whether or not they decrease these
molecules. We have these studies in progress and hope to have the results
within 10 days on at least the first 25 patients of each group. But
these are small groups, and we would never consider going out on a mass
basis. I don't believe that we should. I believe drugs are dangerous
items to use. I think the diet we are using is a quite safe one and
really completely adequate.

S
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On page 6 the Committee states that we can best serve the nroblenm
of atherosclerosis and coronary disease if anplied to an extension of our
knowledge relative to these newly described factors rather than primarily
to the apnlication of information now available. We belleve, honestly,
that we are in a position to do both studies at once without in any vay
taxing our facilities inordinately, and we certainly do not plan to let
the basic work grovw in favor of clinical work but we feel that the clinical
- evaluation, right or wrong, must be done soon; and we feel that wve con do
it under conditions we can trust. Ve want to help anyother group that will
elso do this study, and in fact, I am going to try to maoke arrangements
with a2 couple of groups. Ve are very anxzious to help others. Ve also
think we con carry on fundamental studies, but I think that the clinical
evaluztion of this thing should not be delayed in soite of the cormitieels
statenent that it should.

Eurther. on comments by Doctor Irvine H P_a.ge. ‘he states that:

' ‘sopme peak. Thig qogk 1s less cogvingigg

It is absolutely true that this peak is never present in rabbits, in the
approxinately 75 rabbits here we have looked at, without feeding cholest erol,
and though we don't have the correlation of the amount of disease vith the
amount of the molecules in over 17 or 18 rabbits now, we know that feeding
cholesterol 1s the factor that produces this peak 4n well over 50 rabbits.

S0 that I don't see from the statement that it is less convincing that ths
feedins of cholesterol apparently increases this same type of neak. I
believe this is convincing,to ne at least. That agein is 2 metter of opinfon.

On point 4 of_ Doctor Pagets comments:

"4 34ffuse, not too weoll inte od mrosTs : '
investirsction has been started, vhich in my oroinion, covers m too vide a
Ianre or uncentrolled materigls."

I believe thot we vill have very excellent control datz, we will <et good
clinicsl stories on everyone we investigete, and I think there will be no
uncontrolled ccsos. Ve certainly don't accept as a myocardial infarction
" or any other CGisease Just vhat someboly tells us. Ve ask that we see the
evidence in dstail. Doctor Thomas Iyons is a competent cardiologist and
cardio~rapher and he checks a2ll the records vith the doctors, excent for
those doctors vhom I know from their own competence absolutely reliable in
their clinicel material. Doctor Page goes on to say that there is o creat
dancer thats®

"The ipterpretations of gnoplications of fhe test moy far exceed the
gvidence on vhich 4% is brsed.®

To this I say it is unfortun‘,.te that there are people who assume for some
vork nore than its true merit, and more then its nroven points.

(At this point Doctor Gofman stressed his efforts to stop “popular"
articles but that certain vriters had gone ahead on their own - VanS)
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~ believe the data we will "resent in this manuscript vie are writinr
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I agree with Doctor Page that, possibly, the people vho are normal whose
blood is positive are roing to worry that they may be on the way to

myocardial infarction. lle says that grave harm may be done, I have

certainly emphasized and rc-emphasized to our subjects the experimental
nature of this, and the fact that we have proven nothing, but I know
that they will still m 81nterpret this and over-interpret it, but I
don't know how we can get the test done unless we do use paople,

On the comments by Doctor Feurath on question 2 on the relation-
ship between refractive index gratients and concentration, I consider
this is a well estailished feature azbtout the ultracentrifupal anulysis.
e have checked this ourselves, we have checked the mixtures that he
speaks of, and we have checked the effect in relation to density of
medium that he speaks of, and I fecl reasonably certain of the availability
of this information, both from our public reports, and from some of my
statements in the meeting, but again therc it rust have been my inadecuacy
in explaining vhich left these questions in his mind. Te feel vie have -
covered all the po;ntu,nentioneu in his paragraph 2.

In paragraph 3, Doctor Nburath questioned whether e mlght not be
missing some of the positives by faulty collection of material. e
have checked the remaining material after we have -collected what we are
interested in, and have seen that it contains a negligible or no. concentra=-
tion of the molecules that we are studying, so we do not believe that ve

have faulty collection. Te have tested this at least 30 times at random.

Secondly, he asks whether tests were made to see how ruch of this
or other "1light! components may remain in the protein layer. Tle have

- tested this, and we have pointed out that these mzaterials are not left

in the tube, that we do get them out. %Ye are guite comvinced of this

- point. Te have extensive data, I believe, on that. Doctor Neurath

notes that the data are "pot more than sugpestive and informational ,
and that a great deal of work has yvet to be donc_to arrive at an answer."

ve didn't find 100 per “percent agreement, and all we are. asking for is the
opportunity to work. Te don't want to say we have proven anysihing,

we just want to work and find out., He believes the success of the large-
scale testing would devend on reliable clinical data.  No one could
disagree that onc should have raliable clinical data, and I certainly
woulé not use any that was not.

And point two (page 2, first paragrarh of Doctor Neurath's comments.)
that there should be a "more rigorous evaluation cf fasting or feasting on
the ultracentrlfugal patterns." ‘e have checkec this - many indivicuzls

before and after a meal and convinced ourselves that there. was no significant
difference but vwe are, as I say, doing many more of these. Now, secondly,

Doctor Neurath is not convinced th:t a random collection of blood, regard-

less of time or fasting, is a good procedure and he doesntt see why a fasting

perlod of at least four hours could not be made a2 matter of compelling routine.
Tiell, this would interfere with collecting many samples because of the difficulties
of getting people at a standard interval after fasting, and since we are quite
comvinced that it doesntt mattier, we aren't doing it this way but, apparently,

we have not convinced him of this, and I would like for this reason to get,
possibly, another 300 or 400 cdone this way and prove the point further.. I

ill:show

that,
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And then, the follcwing naragravh, Doctor Heurath notes

“If the test shovs an incidence of wositivity in ®nornel individugls?
ag hirh as 60 vercent, it is necegsary to demonstrate that thig
incidence can be reduced as low 2s 10 nercent or less.”

He recommends that wve ought to 0 ahead uvith:

"An analysis of 1,000 males below tventy yenrs of ace.®

Ve already have the data on young females on about 200 some cases unds» Z03
and they are ‘only about 13 wercent positive. This shovs that it is nct

60 vpercent in everyone and if these molecules are related to athsreosclerosis,
we cannot alter the fact that young men from 20-40 shov these molecules in

thelr blood. Go we are doing children now, and the younger age srours, and
! I reported this to the committee although the data wes not then available.
It is a matter of vollecting first the most vertinent data, and that is
vhy ve did not emphasize this groun at;first. '

And then Doctor Neurath’s statement is that he feels'

"If 1& ig zgg ﬁhﬂﬁ ; qghggi ﬁtive lg gl'of §h§ g ;;;g:}‘
cormmonent_can.be influenced by diet to. the erxtent cof comnlete

apnarcnt disannearance. rigorons studies on the effect of the
diet in a eroup of hospitalized aa tlents anpear to be absolutelw
essential.ﬁ
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Yell, we already knov th,t by nutting veople on diets at hone and some in S
our controlled diet table at Covell Hospital, (the bniversity students!
hospital) that the are shoving the ef ects even vithout a commletely
rigorous restricted diet. - Since ve khow that te can get this effect
even on a home restriction, ve feel this is wore important than a hoswital
estriction because it chovs vhat ean ‘be done xith a reasonable avHroach
thnt would have to be used ultimately if this vere of any —erit from the
noint of vie~ of Qo’nr gsometins ~bout ~theroscélerosis Therefore, re're
much nore interes ted, in many resnects, in trying to find out hov meny
weonle becone nermptive or less vositlve even vhen scme of them are fudsling
on this diet. Tut ve definitely stated if ve get the nurbers ve con
definitely tell even though some don't resvond. lany do rsswond. 7Tha
rajority do respond. - Ve haventt seen any nersistent rise in concentretion
of these nmolecules in-any »eonle that ve've nut on diet, and if this vore
a random affair, we vould exbect to see a rise of concentration as wvell as
a lovering. So I don't know vhat to do about this hospitnlized matient
series groun. : '

Doctor Kendall suggests thot they cive us some blood from natlieats
in their hospital that are on the right diet and I said this would Lr o
fiae icdea - so0 the arrangenents are in vwrogress for checking that vparticular
Eroun.
Doctor Von 5ly: es "Oh, you are making those arrangerents vith Doctor
Kendall?® ’
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A Doctor Gofman: Vell, th 5l were alrecady made vhen Doctor Kendall was here.

5 He said he vas interssted in seeing this and I said ve would be only too

glad to run the ultracentrifugal analysis for then.

Doctor Van Slyke: Have you received any blcod to catet

Doctor Gofman: He has sent to us already 12 samdles of his dogs that they
are studying vith respect to (now a year or co) plus cholestercl, but none
on the humcns on the rignt diet.

Doctor Van Slylke: ©Oh, I see.

Doctor Gofman sveakinz - Then in Doctor ¥endall's statement, he —akes one

npoint:

"That it is possible that the hicher incidence of nositives among
their coronary watients is a reflection of the higher cholesterol
lcvel that was seen in this group ond that oractically the
deternination of the level of this factor will have little more
sisnificance than a determinntion of the total choles terol level "

With this, I am in complete disrgreenent because we have the evidence in'.
the form of the cholesterol levels on 2ll of our coronaries of the first
100 or so casss rnd we hove the cholesterol levels on many of our normals.
And the point I mnde in the paner in "Science® and vhich vill nmoke again
by oreuenting the cholesterol levels, is that many of our coronaries have
the sene cholesterol level as many of our normels but their percentage
of Dositivity is on the order of 95 percent as commared %o the order of
. £0 percent ar 60 percent among normals of the same cholesterol level. 5o
that there asain I don't see hov thate®point could have been missed, namely,
that one can have a 225 ng. cholesterol level in the coronary group if there
is a 95 nercent chonce there will be molecules(Sf 10~25) vhereas in the
nornal sroun it's a 50 percent to 50 percent chance. And furthermore, fronm
; the data ve're presenting in this nrecent manuserint, vhen the coronary
: natients are vositive, they are on the averase, the concentration is higher
than in the normal - even vhen the normals are nositive I do not Felieve
that whosnholinid determinations are really of such No-ent just s I no
len~cr believe even the cholosterol to be of such moment since it involves
addins, wo a vhole lot of molecules and snving the total is this.

I think th~t one of the —ajor wmoints that ve have shovm is that one
chouldn't bnse t-ings on the total of ~d<ing un ony molecules if you're
tryine to find out vhat the individunl molccules meax.
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1 believe that the larpe scale study that we are proposing can , =
be done without comproaising our fundamental research program. 1 . 3
sincerely believe that the evaluation of this thing should be done at
an early time, and thut there are sufficisutly cogent rcacens for doing

the study rapidly. I think we should po ahead.

Doctor Van Slyks: if you go into the field siudy, how much is it
poing to penalize your work on the basic components of the problem?

Doctor Cofman: T¢ have several excellent sraduste students and

men vho are M.D.'s thst sre back werking for a Ph.D., who are handling
the fundamental cspachs snd werking with me. I think they are doing a
reasonably good jot. I think that that work will go ahead and, it is
going ahead. They are not being involved in these field studies, thoy
are alloved to go shead with their fundamental studies, Ue are able,
by organizing this thing properly, to use just technician level help on

Lo the field study, and this is vhat we are doing, and this is why ve nced

I the support becruse if we didn't do the field study in this way, ve

would, if we were ~oing to fo ahead with it, have to use our graduate
students which would penalize their fundamental program.

Doctor Van Slyke: What is the ledical Socicty that is werking
with you?

Doctor Gofman: I have spoken with the officials of the Lxecutive. -
Council, Alameda County iledical Society. They say they think it would
be a find idea if every doctor would send their myocardizl infarctions
for study, just to study their blood, and then the doctor would take o
care of their patients, and we would check their bloods after the patient Ry
gocs on a diet and, as I said, if the patients do not stay on the diects
amd their blood doess not come cowvmn to negative, this would in no way
invalidate the results we are trying to find out, namely, whether oY
negativity with respect to these tests is a valuable thing. The collection of ‘
29" myocardial infarctions that are studied in this manner is by no
means the difficult or impossible task suggested by the conmittee, because
I honestly think we are well on our way to ~etting this done,
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