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Fermo (Marche), ltaly
7 April 1960

Dear Jay:

Letters intended from several medical journeys remain unwritiens-
days too crowded with work, evenings appropriated by gracious but demanding
hosts, and nights overborne by fatigue or indolence. The time slips by on
this trip too, but here at Fermo, overlooking the Advriatic sparkling

o4 wiles away and 1500 feet below, I am free until time to drive 20 miles to
lunch with the research team at Montegiorgio, a s5till smaller town on a
5ti1l higher hill.,  FProm my balcony, I can see part of the road, a white
thread twisting up and down hills between a patchwork of fields of varied
greens and the brown of newly ploughed earth. Beyond Montegiorgio, the
snow-covered Sybilline Mountains stand sharply etched‘mgainét the blue of
“the morning sky and all between sea and wmountaing are the smiling hills
of Marche.

Here ihe Sabines came over Lwo thousand years ago, fleeing from
the Romans through the passes of ithe Appenines, building their hilltop
fortresses against amother rvape and preving, no doubt, on the simple folk
who were here bhefore them. But soon they were all assimilated within the
Empire, their levies marched with the Roman legions, and from Ancona the
Roman navy set out to conguer Dalmatia across the Adriatic.,  Today, the
great triuephal arch marking their success still stands on the water's.
gdpe at Ancona, fnd o vast remnant of the Roman city they built-on the
cpposite shere forms the heart of Split, which the Itallans call Spallato.

This i a region of small farms, each laid out in 5 .sectors of
differont creps tended with loving care by all the family; 10 or 12 acres
vield an astonishing produce, sand both the people and their pairs of white
oxen nre sleek.  The houses and villages are immaculate, the people are
friendly and pay, the Tood is varied and plentiful, and only money ia
lacking. Wheat, sugar beets, and o few plgs and calves go to market.

#ith the procecds, they buy wmaterials for c¢leothing and farming implenents:
and pay toxes and the *Mutua, " which covers medical care. Somewhere, 100,
there muit be enough Lo contribute to the Chureh and buy household furnish="
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ings for the children when they marry.  But, as in all the world today,
some of the young people are nol content, and more and more of them are
ledaving the farms.

Montegiorgio is a large agricultural village typiecal of a region
where life is stable in spite of the migration of some of the youngsters,
where there is no hunger, no serious problem of infectious disease, where
contrasts between tich and poor are relatively small, and where we are
sure of cordial cooperation now and in the five-year follow-up we plan.
We want detailed medical data on all men aged 40 to 59 in the selected
area.  We cannot hope to examine every one of the 750 men-on the roster,
“but the coverage should equal the 98% mark achieved in the study just
finished at Crevalcore (near Mcdens).

‘Local doctors are helpful, but the real work is done by the team
organized w1th the aid of Dr. Vittorio Puddu of Rome and Dr. Arrigo Poppi
of Bologna. Colleagues fromour research teams in Yugoslavia, Finland,
‘and Greges come here for various periods to assure adherence to the
standards adopted for-all the areas in thisg international research program.
Dr, - Ivan Mohadek of Zagreb has been a constant member of the team both
here and ‘at Crevalcore and will come to Minnesota for the summer.

Dr. Henry Blackburn of our staff .in Minnesota spent a month at the outset
at Crevalcore, and the good effects of his tsaching are evident, especially
in the objective recording of clinical and electrocardiographic findings.

o This work as in our other studies, 15 concentrated on relation-
' h1p¢ between the mode of 1life and ithe development of heart disease,
geSpeclally coronary or "ischemic¢® heart disease, and how these may apply
to prevention. We are concerned with cause and effect of course, but I
fhave long since given over arguing about final causes. At ‘present, it ‘is
‘enough to discover the sequence of events from health to disease and to
;be,able to predict the statistical outcome in frequency of disease from
the mode of life and the characteristics of the population in health.
Already much has been learned.

i From the data on the customary diet, we can make a fair estimate
fof the average concentration of cholesterol in the blood.  Tell us the
_average concentration of cholesterol in the blood in the population, and
At seems that we can predict, at least roughly, the relative frequencey of -
;coronnry heart digeaae in the men of middle age. It iz s8till pretty '
icrude‘ the contributions of obesity, blood pressure, and activity are
ﬁQchure, and the predictions are not much good for individuals. But,
‘looking back a few years, the progress is impressive. Now we need much
11arger population groups in-follow-up studies to be-ahle to sort out
fﬁetails with more accuracy. ~This is a maln feature of the programs at
Crevalcore and at Montegiorgioc; together, they cover about 1,500 men,
laged 40 to 59 at the outset, who will be followed. Add the 600 Italians
lat Nicotera with whom we started this long-range program several years
lapo, the 1,500 men in rural Finland examined last year, the 1,500 in Yugo-
slavia studied in 1958, the 850 Greeks on the Island of Crete, and the 1,000
i e;hérlanders soon to be studied at Zutphen, and wé have nearly 7,000 men
in Europe under surveillance. ,
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Coverage in the United States is not nearly so goodt in all ,
surveys, many men refuse to cooperate and others are lost gight of because
of changes in residence and occupédtion. But Dr. Henry Taylor now has
nearly 3,000 railroad employees fully examined and for whom we think the
prospect -of follow-up is exceptionally good -- for the U. S., that is. The
U. S. group provides one satisfaction: the "yield® of coronary heart
disease so far is far richer than in any of the othexr groups,

Yesterday, we checked the locnl hospital at Monteglorgio and wers
impressed by both staff and facilities. About 80 of the 100 heds were
occupied, and most of those were surgical: no coronary patients were to be
found, and the Chietf of Staff was hard put to remember when he had seen an
infarct or & real case of disabling angina pectoris. This is typical of
our experience in the rural areas in this part of the woerld. The local
doctors know something about goronary heart disease because, several times
4 year, they go to medical meetings where coronary heart disease 15 a
popular subject of diseussion.

How much the diet has to do with the lack of corenaries here 1
should not like to say, though we already know that ilhe average serum
cholesterol is low. The dietary work has far to go, butl certainly the
usual diet here is calorically abundant and low in saturated fats.

Dr. Flaminio Fidanzo., who leads the Italian team, promises detailed data
door.. We like the diet with its excellent bread, wonderful fresh vege-
tables and fruits, low-fat fresh cheese (rigotia, moszarella, fiordi -
tatte), light, dry white wine ("verdicchie®), and meat and fish in small
amounts but fine in flavor. Good soups and all kinds of pasta ==
spaghettii, lasagna, fettuccinil, ete. -- are o part of every main meal,
ol course., :

Writing about food reminds me that Margaret and I should get on .
the rond soopn to be in time for lunch at Monteglorgio. She is busy on the
Itatian editien of our book. EAT WELL AND STAY WELL. The Finnish edition,
whieh is well reviewed in Finland, was much easier. Inciderntally, quite a.
few copies are being sent to Finng in Minnesota.

Anyway,. it is time to thirk sabout food; we had only coffee and :
hot milk for breakfast, and that was five hours ago. Today, we shall lunch
in the open air with blossoms overhead and wild flowers all about. Then
we shall sit for a hit in the warm sun. lazily contemplating the rolling
sountryside, before pgetting biack to work. The afterncon is long enough
because we fever dine until after eight.

With a1l good wishes to you -and our friends at home,

As ever, _ :
AKrml : S ‘
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‘alinuroe, Italy
12 May 1860

““Dear-Jay:

; , At Naples, 100 miles north as the crow flies, a mountain of
“orecords, blood, ‘and food samples from Montegiorgio is being processed and
2oDr. Joseph Anderson, arrived from Minnesota for the purpose, is checking
chemical methods with Dr. Flaminio Fidanza and his assistants «=-

-~ Drs. Mancinil, Cioffi, Vitale, Imbimbo, and Matteoli. As a result of con-

© ferences at Brussels a few weeks ago, we are preparing for some years of
ﬂ}’blood studies on European insurance applicants. DLa Prevovance Sociale of
f,‘Belgium will cooperate, and other companies in England, Sweden, and Germany
k,fmayijoin the program already represented in the United States by the Lincoln
 National Life and the Mutual Service Insurance companies. We expect

‘blood samples from about 5,000 men in the first year, and this figure could
well be tripled. Naples will be the laboratory headquarters for this

~work, but the control will remain in Minnesota.

; “Unlike Dr. John Gofman's atherogenic index service in California,
“this is strictly a'cooperative research program. By follow-up studies on
life insurance applicants, we propose to examine the predictive value for
~_health and disease of blood cholesterol as well as the characteristics
~ordinarily recorded for insurance purposes. The data will not be used

; ﬁconcurrently inunderwriting and we, of course, derive only sclentific
~profit, Within three vears, we shall have at least 25,000 men in the follow-
“upostudy, dncluding men in the population surveys such as that just finished
~at Meontegiorgio.

e R e

So far, follow-up studies in the United States indicate that a
single blood sample analyzed for cholesterel allows one to identify a group
~of men whose risk of ¢oronary heart disease inh succeeding vears is more

than 3 times that of the rest of the men of the same age. This seems to be
more important than the information from blood pressure and a great deal
“more significant than the relative body weight. But what is the risk up and
down the cholesterol scale and how is this variable related to other char-
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acteristics? JFollow-up studlies on a much larger scale are essential, and
that is where the Insurance companies can contribute uniquely.

Our heginning with a few inzurance companies has been made pos-
sible by the method we have developed for the estimation of the serum
eholesterol concentration from a few drops of finger tip blood allowed to
dry on a bit of paper and analyzed at leisure at a distant laboratory.  The
cholestercl in this dried form is Stable for many months and 1s readily
extracted and measured, as we discovered years ago.  The "gimmick,* however,
15 to use whole blood withoul any measure of the amount at the time it is
drawn.  Fortunately, the concentrations of cholesterol in the red cells
and of the sSodium in the plasma are remarkably constant, and the balance of
theseg substances between cells and plasma is such that the ratio of
cholesterol to Sodium in whole blood allows a very asatisfactory estimate,
for our purposes, of the cheolesterel concentration in the serum. - The ratio
of cholesterol to whole blood solids is almost as good in all but persons
with major blood dizerders. :

So now for a couple of days Here in the sun at Palinure, Ernest
Klepetar and I are discussing all these matters and making plans for the
future. Ernest, who steals time from his responsibility as actuary and
vice~president of the Mutual Sevrvice Insurance Companies to aid in our
epidemiologic research, has played a majer role in securing the cooperation
of the insurance companies, and the efforts of his president, Felix v
Ronderu, stimulated the meeting at Brussels. Ernest and higs wife, Edith,
are with us and, as we botli have neyw Kharmann-Ghia sport coupes, identical
save in coler, we-create a minor sensation ip the little villages where such
¢ars are novelties. AL the momeni n crowd of men 1s examining our.cars down
i the street below this little hotel {officially "third category® but
very. comfortablel). '

Evervone in Italy has heard of Palinure hecause it bears the name
of Palinurus, the faithful helmsman of Aeneas who, according to Virgil,
was loot overboeoard off this ¢liff-bound shore, a victim of the God of Sleep,
who drugged him with the waters of Lethe.  Later, when Aeneas_viéited the
Underworld from Lake Avernus, a few miles north of Naples, he met the shade
of Palinurus, whe hewalled his unburied state.  The prophetic Sibvl,
Aenena' guide in the Underworld, consoled him with the promise that a tomb
would he erected for him, "and that place shall bear the name of Palinurus
forever."

v And so it ds, except thoat Palinurus' tomb 15 net to be {ound
unless, most fitting, it be the lighthouse on the jutting headland which
contrels the sea from heve Lo Capri, 60 miles distant. It wags & delightful
walk winding up the sheep tracks above the little {ishing harbor, wild
flowers in profusion everywhere, Lo the Tighthouse, blinding white in the
spring sunshine snd much bigger than 1t seemed from the village a couple of
miles away. A we looked up, wondering whether photographs were allowed,
wi were hoiled from o high window and invited to come in and inspect.  Two
Tamilies tend the light, and we saw all the workings, set the light itgelf in
motion, and drauk in the blue of the Tyrrhenian Sea. Supplies come by
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mule along the crest of the ridge, and the older man said itds a tranguil life.
"Perhaps too tranguil,” remarked the younger man, as he turned to gase
at the mountain behind us.

Later, sitting on the terrace of our hotel in the evening glow,
fragments of conversation from the road and from balcony to balcony were
broken by dogs barking. A donkey braved, and then we noticed that the light-
house had begun its nightly vigil ~- short and long flashes in unvarying
rhythm -« and we pictured ' the slow descent of the timing weight as we had
ggen it in the morning. Somehow 1t ¢alled to mind the lonely Greek temples
at-Paestum, halfway betwéen here and Naples, reminder of the city that
flourished there long before Rome and vanished, perhaps because of the con-
stant plague of malaria on those flat lands by the gea.  That medical problem
continued until a few decades ago but i35 now practically forgotien, and
the new settlers in those reclaimed areas are worried aboutl economics and

'ff,politics rather than malaria. For that matter, they also seem to escape

~two of our modern plagues, dental caries and coronary heart disease, though
“they have at least their share of peplic ulcer, liver disorders, and
valvular heart disease. '

L But now the hotel dwner is coming to discuss the important matter
. of what we shall eat for dinnmer and it's time to write, "Best wishes to all.”

As ever,

ARvest K
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Bucharest, Rummnia
15 September 1980

Dear Jay:

Here at Bucharest I recall a trip from Vienna long ago, when I
shared o Ltrain compartwent with a swarthy fellow who plied me with
chocolates, Turkish cligarets, and endless talk that revealed only familiarity
with every corner of the Balkans and a great variety of "droll,* that is,
“dirty, steries.  Higs ticket read "Bucharest,” but he left the train
ceseorted by Hungarian officials who had slit open the lining of his suitease
to reveal packet dltur packet of Rumanian bank notes.

[ never went bcyond Budapest then, but thereafier it seemed that most
tates of international adventure I read reached high points in Bucharest,
vhere men-in opera c¢loaks concenling lethal weapons were seduced by exotic
beaulies in transparent negligees who extracted state secrets in 6
Tappuages. 1o short, Rumanla was a mysterious unreality to me until a
few days ago.

From Copenhagen last Sunday, 1 was the sole passenger in a plane
labeled "Foumanian Airlines Special,® rereading the page in my passpori
covered with a visa: "0fficial Invitation -- Roumanian Ministry of Health."
Irecalled, too, that my travel insurance doeg not cover nonscheduled
flights,. But the first leg of the flight was mastly dull, and I was
delighted ot East Berlin's dingy little airport when Drs. Paul D. White,
E. {lowles Andrus, Michael deBakey, Luther Terry, and John Turuer, a young,
protépe of Payl's, came aboard. . We were going to Rumania te break Some
cardiologic ice. hoping Lo promote professional cooperation and exchange
and- 1o learn something about local medical affairs before going on to the
European Uongress of Cardiclogy in Rome.,

Ve were cordinlly greeted at Bucharest Alrport == no customs
inspection ~- and big black Bussian cars were walting.  Paul's bag was not

Lo he Found, and, as we stooed around, we wantched a plane~lead of the return-
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ing Rumanian Olympic Team go through customs =- every bag searched from top
‘4o bottom and magazines opened page by page. “Still no bag (it hasn't been
found yet, four days later), 56 off we went along wide, tree-lined boulevards

" into the brightly lighted city. .The bigge t and most ornate building {(in
“the Stalin-Gothic style of Moscow University} we passed proved to bhe the
Headquarters of the Government Press.

; ; Qur rooms at the Lido Hotel overlook a huge garden and terrace with
~dining tables around a blue-tiled swimming pool, the whole prettily
~illuminated. Hospitality was underscored in each of our rooms by plateg of

fancy cookies, bowls of fruit, flowers, and bottles of mineral water.
After thirty-plus hours of travel, we would have been content to collapse,
‘but of course there was a dinper with our friends Professor Iliescu,

. Dr. Ionesau,;the;auglqtant minister, and several others. Very pleasant,

© too many courses of good food and drink, but finally to bed with mounting
hyperlipemia and too tired to care. . : i

i Profebsor Iliescu, director of a big, new cardicvascular center,
, ASCAR was some years with Sir Thomas Lewis in London in the early twenties
 ,and, though now aged 70, he is full of charm and a great deal of energy.
ASCAR has 120 beds and a big outpatient department, to which cardiac patients
~are referred from a doven.secondary centers in the c¢ity as well as from
a1l oVér Rumania. ~BEverything was spotless, and rooms - and corridors were
. full of asters and chrysanthcmuma‘ The patients seemed well caréd for and
 presented a full variety of cardiovascular disorders, including plenty of
. unquestionable myocardial infarctions and a man aged 34 50 labeled but
- about whom we had much debate.

- ASCAR is planned as a research as well as a diagnostic center and
has a considerable group engaged in experimental work. Dr. Ionescu has
“:much new equipment, including a big pump~oxygenator from the States now
being tried with dogs before the expected application to'man., The
 Rumanians areé doing. an increasing amount of cardicvascular surgery, using
 _hypothermia at present. :

, The biggest show of equipment is at a center for work capacity
“evaluation and rehabilitation, where a vast batlery of testis and examina~
~tdons is applied to persons of all ages and disabilities -~ ¢irculatory,
Lo Bensory, orthopedic, and so forth. This again is a center of centers, and
o we were told that subordinate units for such medical care for the workers
.fgére operating all over. the country.  “Social medicine,” with stress on
’fxprcventlon and rehabilitation, is much emphasized here, though it is
Cdifficult to know how far hopeful theory and plans are wetually put

dnto. practice.

: ~'Paul:White has been keen to learn about the loecal attitude toward.
'the claims of Dr. Anna Aslan for the value of procaine injections to retard
aglng and its-associated disablilities. None of the local physicians could
,be induced to give more than noncommittal commentsy  Dr. Asluwn dg away at:
presant and we were discouraged from Spending the time to pay a visit to ‘
;her G I arhon Geriatric Institute. But she must be officially in favor,
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not only s evidenced by the support of the Institute but, perhaps more
significant, by her fregquent recent appearances in Congresses outside
Rumania. Permission and prevision of funds for travel to the capitalist
countries are not available to many Rumanian doetors.

Our lectures, slowed by translation, were applauded by overflow
oudiences, and we have been Rept busy here in Bucharest and on an auto trip
1o the Carpathian Mountains. We are not restricted, but we do have such a
full program that there i% no time Yor just wandering around. “An evening
in the marvelous new Symphony Hall way relaxing.  The huge audience seemed
to be both better dressed and more sophisticated in music than I recalled
onn similar cccasions in the country of the Big Brother. Afterwards, vet
another elaborate dinner tested our capacities. OQur-usual day's guota hervs
seems to average 4,000 or more ¢alories, not counting the contribution of
aleohol which comes in at least 4 varieties at every meal. And we have 2
glegant multicourse meals dvery day.  Such are the hamards of trying to
promote international cooperation in medical research.

Ina few hotrs fat 7 a.m.) . I must be ready to take off for Rome _
via Vienna, The others go by vay of Sophia for a day, but 1 am on the program
of a preconvention Collegulum for Arteriosclerosis in Rome. s usual,

"1l roads lead Lo Home.®

As ever,

AK smny
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Notes from a Medical Journey

Haarlem, The Netherlands
4 October 1960

Dear Jay:

Here in Holland, the lovely fall weather of Sunday faded
yesterday, and now a soft drizzle portends the onset of the long scason
when leaden skies are the rule in the region around the North Sea. I hope
for Indian summer when I get home tomorrow -- days when autumnal colors
blaze red and gold in the sunshine and nights spectacular with Northern
lights. Then, too soon, a morning will come when all the gardens have
been blackened by a killing freeze. So with a sigh I look out at the neat
flower beds here and say goodbye to Summer,

I am staying at the home of Dr. F. S. P. van Buchem, who recently
resigned his chair of medicine at Groningen for more leisurely scholarship.
He is the leader of the Dutch team in the international collaborative
program of heart research I try to coordinate. Between technical
conferences at the Hague and Leiden and visits to great collections of
paintings, we have gone over preliminary findings in the recently
completed survey at Zutlphen. Twenty cases of myocardial infarction among
about 800 men aged 40 to 59 -- 85 per cent of all men in the total
population roster -~ give the lie to the idea that Holland is sinpgularly
spared from the coronary epidemic prevailing in countries that subsist on
diets high in saturated fats.

Of course diet is not the whole story, but from our own direct
observations, we now have 4 coronary-prone populations to contrast with 8
others more fortunate, and the parallel between saturated fats in the diets
and cholesterocl concentration in the blood still holds.

We are not sure of a continuous linear correlation hetween
coronaries and blood cholesterol, but it is easy to make a demarcation
between two categories. Populations in which middle-aged men average less
than about 200 mg. of cholesterol per 100 cc. of serum are in one class.

In another c¢lass, with much higher prevalence of the disease, are the
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populations with higher average cholesterol values. Kimura's Japanese
tarmers and fishermen average only 140 to 160 mg. per 100 cc., while the
rural men of Crete, southern Italy, and Dalmatia average 180 to 200. In all
of these groups, the prevalence of coronary heart disease is really low |
but we have not proved that the Japanese are inuch better off than the Gréeks
and the others., In the other class, too, we find it hard Lo prove that
populations in which the middle~aged men average 235 mg. are much better
off than in those with averages of 265 mg. Other factors at work? Or is it
simply that our numbers are too small? Besides better methods, we probably
need samples 5 times as big as those now being studied.

Since my last letter from Bucharest, the International Colloguium
on Arteriosclerosis and the European Congress of Cardiology, both at Rome
I
have come and gone, and I have had a good visit with our team working on the

island of Grete. The team on Crete -~ doctors from Sweden, Italy, and
England, as well as the very competent Greeks from Athens -- has put a fine-

toothed comb to the villages, but coronaries are just as scarce as we found
in our first survey there three years ago. In desperation, the team
rounded up 100 men over 70 -- the "papoos" with great white mustaches and
voluminous baggy pants, who abound there. Many of them were creaky and deat
and half blind, but the electrocardiograms were good.

From Greece, I hurried back to Rome to join a U. S. group made up of
Paul White, E. Cowles Andrus, Luther Terry, and John Turner, a protégé of
Paul's, in a meeting with the Russian delegation -- Myasnikov, Speransky,
Vassilenko, and Khibshidsky -- to discuss cooperation in cardiovascular
research. We got along fine personally, but too much time was given to
talk about criteria based on recollections from clinical experience. This
may be fun, but it is a poor substitute for actually working together or the
analysis of objective data put into uniform classification systems. How=-
ever, we agreed on some plans for more prolonged contacts, and we have
increased hopes for real cooperation in the future.

Atter the conference, several of us went Lo a small restaurant I
know across the Tiber and dined at 9 P.M. on mussels, "ossobuco,® fruit,
and the golden Frascati wine made in the nearby Alban Hills. Later, we
drove up to the Campodoglio, the official heart of Rome, stopping on the
way to 1055 coins into the Trevi Fountain to assure another visit. From
the parapetl behind the Campodoglio, we looked down over the vast, floodlit
Roman Forum and pondered the march of two thousand years of history since
those white marble columns were new. Then the bells tolled midnight,
the lights went out, and we went back to the hotel through deserted streets.
I noted that it was just thirteen hours since Dr. Kimura and 1 had boarded
the plane to Athens, and now he should have arrived at Boston, where he
would be telling Ina White that Paul will be home shortly.

Then I was flying northeast, watching the clouds thicken as ve
left Italy and finally coming down through the mint to Zagreb, where auto
tratfic and parking are not yvet o problem in the center of a city of 600,000.
But Zagreb is not cut off from the West, and the Palace Hotel was tull of
chatter in Italian and German -- as well as of pictures of Tito in every room.
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A few of us may meet again in Yugoslavia in the spring. Belgrade
wants to embark on work parallel to that which we started in Dalmatia and
Slavonia two years ago, and an outsider like myself may help cooperation
between Zagreb (the Croats) and Belgrade (the Serbs). Anyway, while
tempers flare in the U. N., it is increasingly possible to get on with the
job of international cooperation in medical research. We may not yet know
how to prevent coronary heart disease, but infarcts are just as unpopular
in Moscow and Belgrade as they are in Minneapolis and Helsinki.

Now, in a couple of hours, I shall be standing around at the
airport, waiting for plane departure, buying newspapers, drinking coffee,
looking at counters full of stuff I don't want, and pondering my impression
that Congresses are scientifically disappointing and emotionally (or only
physically?) exhausting. In other words, this promises to be a typical
ending of a fairly hard trip. ‘

With best wishes to all in Minnesota,

As ever,

et g

AK:ml
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Opatija, Yugoslavia
24 April 1961

“Dear Javy:

Time and distance have curious dimensions in this day of jétr
travel. The sombre buildings of Helsinki, half obscured by blowing
snow, were surely more than three days away from my brief glimpse of
the dogwood in flower in Atlanta, where 1 talked before the American
Epidemicological Society. In between, there was the Research Com-
mittee of the American Heart Assocciation at Atlantic¢ City, three hours:
of television filming at New York, and a guiet cvening with o0ld friends
-al ‘the home of Dr. Carl Johan Mollenbach in Copenhagen, after visiting
the wonderful new hogpital at Glostrup, where Danes, at the rate of
several hundred a year, show Lhat‘they, too, have no lack of myocardial
infarctions.

AU Helginki Adrport, Dr. Martti Karvonen greeted me with the
news of the Russian space {light.  Can Gagarin really undeéerstand that he

flew around the world in eighty-~three minutes? 1 recall flying from Bangkok

to Bombay through the night once, and, ithough I must have crossed all of
Thailand, Burma, and India, it had no real meaning.  And the only real-
ity of Bombay was the fact that the alrport was desolate and dusty, the
coffee bad, and we plled back on the plane weary for the next leg to
Teheran.

Gagarin when I lsarned aboutl the findings to date in the experiment
Cin two mental hospitals in Finland -~ one with the diet unaltered, one

with the diel changed. by substituting vegetable oils for butterfat.  The
serim cholesterol decline in the second hospital was soon notable

{and wags reported in the Lancet last year). Now, with the dietary dif-
ference malntained for nearly two vears, there i3 o remarkable
diff'erence in mortallity, and this is accounted for by a Shafp fall in
deaths Trom circulatery diseases. However, we shall wait another

yvear before Prof, Turpeinen and his collesgues bring out the otory

with ail statlistical details.
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After the snow in Helsinki, Stockholm in the spring sun-
shine was a delight from the top floors of the new Folksam Company
skyscraper. The Folksam Insurance officials are nearly ready to
start the research program I proposed a year ago, and soon we shall
add some 6,000 Swedes to our international collaborative follow-up
study. Dr. Lars Carlson is keen on serum triglycerides, as well
as cholesterol, as a possible prognosticator of coronary risk, so they
propose to add this item ~- which means that all subjects must report in
the morning without breakfast.

The diet-heart disease question is hot in Scandinavia, with
top-level committees charged to produce reports both in Sweden and in
Norway. The chairman of the Norwegian Committee, Prof. Ragnar
Nicolaysen, is all for government action to reduce the intake of satu-
rated fats, including possible forcing price differentials against butter-
fat. The information is that the frequency of myocardial infarction is
increasing at a phenomenal rate in Norway, and recent serum choles-
terol surveys show values similar to those in Minnesota, But in a
large rural area not far from Osle, serum cholesterol values and the
intake of saturated fat in the diet are much lower -- and the mortality
rate at ages 40 through 60 is scarcely half that of Oslo.

After Oslo came hasty and, I hope, fruitful business in
London, Brussels, and Amsterdam, a lunch in Zurich; then 7 of us --
2 Swedes, 2 Dutchmen, a Dane, Dr. Henry Blackburn, and myself -- were in
a Yugoslav plane en route to Zagreb and wondering, as we saw the white
peaks of the Alps poking through the clouds below, how we were to go on
te Opatija that night.

Two small cars and a bus were the answer for five hours of
pitch-black night, driving rain, and many patches of fog, which made the
winding road through the mountains that much more interesting! And so to
bed at 3 a.m. and up early enough to arrange my slides for a lecture
that morning ("Risk of Coronary Heart Disease") before several hundred
doctors at the Yugoslav Congress on Cardioclogy. Heart disease is now
proclaimed, officially, to be a major health problem in Yugoslavia.

That night I was host and chairman at a dinner for 24 of my
collaborators from 9 countries who spoke English -- except at the end,
when I called for short talks with the promise that any talk would be out of
order if it was in a language that could be understood by more than 4
people present. So we cheered impassioned remarks we could not under~
stand in Croatian, Finnish, Flemish, Hungarian, Greek, Swedish,
Copenhagen Danish, Dutch, and Neapolitan Italian.

More seriously, we learned that the frequency of infarcts in
Zutphen, the Netherlands, is similar to that in Minnesota, and the serum
cholesterol averages in middle age are practically identical. We also
learned more reasons to distrust the diagnosis of angina pectoris and to
wonder about the meaning of inverted T waves.

Today the rain continues, palms sway in the wind, and the
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lovely Dalmatian coast i3 vigible only on the postcards at the hotel desk.
Phooey! Shortly, Drs. Puddu, Fidanza, Imbimbo, and I shall drive to
Trieste to catch the night train to Rome; while Henry Blackburn, Orma

of Finland, and Dontas of Greece go with the Yugoslavs to Slavonia to
check the health status of 800 men, first examined in 1958.

The calendar says it is Monday, and I have been away two
weeks ; my plane tickets say I shall be heme in Minnesota on Sunday. A
week ago Sunday I spent the day with the Dr. Clarence Dennis family in
Stockholm, where he does surgery on a sabbatical, and the whole
family have learned Swedish to the extent that daughter Jane is engaged
to a Swedish medical student. For desperate infarct cases, Clarence
is attempting a pump bypass of the heart, which cuts out 90 per cent
of the oxygen need of the myocardium and maintains a good pressure in
the aortic arch (hence in the coronaries). And I continue to say pre-
vention is the only answer.

And so off on the road again, with all good wishes to
Minnesota.

A5 ever,

ARvert Kpa

AK :ma
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Moscow, U.S5.S5uR.
11 September, 1961

Dear Jay:

Moscow shows many changes in five years. Driving in from the
cairport we went past miles of 8-5tory apariment bulldings whereg there were
only fields and log cabin farmhouses in 1956. Part of the way we drove on
completed portions of the new superhighway to Leningrad, and in the centsr of
the ¢ity it is obvious that Moscow has advanced to the point where it is
easy ta get killed by automobiles. Traffic is not really heavy by.our.
standards, but it is fast and disorderly. :

Dr. Myasnikov's Institute of Therapy is much changed too ~= doubled
in size and far better eguipped than before.,  Today 1 gave an informal -
legture to the stalf with about a hundred doctors being assembled on short
notice. And the atmosphere is different, less formal, and more relaxed;
we actually discussed techaical ‘problems instead of being exposed to :
dogmatic statements. This is partly because of the fact that we know one
another better from friendly meetings in Geneva, Stockholm, Brussels, and.
“Rome in -the last few vears.  And part of the change, I am sure, reflec¢ts
the fact that the Russians now have more to offer in medical scilence:
“and they know ‘it.

One- incident impressed me while going through the laboratories. :
Dr, Myvasnikov waved at a bank of complicated equipment, said “Stereovector
glectrecardiograph,® and kept on walking. But we stopped and asked where
it was made,  "In Russia,® sald Myasnikov and started to go on. - "But-how
do you like 119" we asked. He grinned and said, "It's no good. It -doesn't
work." Such an exchange would have been unthinkable 'in 1956, :

Last night, we {(Dr. Paul White, Margaret, and 1) had dioner at
Myasnikov®s apartment with his wife, son, and daughter-in-law. ~The:-
atmosphere was just like visiting friends in our own country. We talked
about pur colleagues, art (he has a fine collection of Russian paintings),
food and drink, the complications of travel, and hunting for mushrooms.
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We liked a kind of partly fermented sauerkraut, whereat the recipe was
reconstructed with lively discussion and recourse to dictionaries and
cook Books.  (You start with 50 pounds of cabbage and it 1is ready in 2 or 3
days.) It was. that kind of an evening.

| , We arrived here by a Russian jet trom Prague where we had attended
) the last two days of an International Congress on Angiology. The Czechs
@J“were most cordial and the social affairs were delightful, but we learned
1ittle from the scientific sessions., I was impreased with the Secretary
General -of the Congress,; Prof. 2. Reinis, who seems tlo have an intelligent
grasp of the epidemiologic approach to heart disease.  Perhaps a fourth of
' the participants were from non-Communisti countries but they were a very
| mixed bag, mestly men I had never heard of before {including those from
the U.5.). :

Prague used to be an impressive city and it is crowded enough
(with pedestrians), but all seems rather down-at-heel. This last phrase
comes to mind because I got to looking at shoes in shops and onthe passers-by
and could not believe that Czechoslovakia once had a high place in the
ranks of producers of good shoes. All consumer goods seemed to be high in
price and low in gquality. There is no unemployment but a serious labor

- shortage. I would guess that part of this is the result of the great

- pumbers of men in military service and in the police -- who are sverywhere:

G The current trip-started ten days &go when Margaret and I flew 1o
Ireland and got fouled up with an Irish Airlines jet that could not fly
{eventually we were transferred to TWA) and bad weather. So we missed a
'bnight's sleep and had no real food from lunch on Saturday in New York until
“dinner late Sunday evening with Dr. Tim Counihan and his wife in Dublin.

Counihan is the new professor of medicine at University College,
¢harming and able but so swamped with patients he will find it difficuit
to do any of the research in cardiology that interests him. ~ He confirmed
my suspicion that there are no reliable data on the frequericy of heart
disease in Ireland or on the average diet of the population. Dr, Fred
Stare of Harvard has some kind of a cooperative research program going,
comparing men in Ireland with their relatives in Boston, bul nothing like
an acceptable sample of the population has been set up.

o " Dublin was full of the International Congress on Surgery but we
“went on to Manchester the next day, after standing eight hours fogged in
at the tiny airport. At Manchester, many hours late, we were met by the
president of the Cooperative Insurance Society (which is building the
largest skyscraper in England for its headquarters) and Prof. Jean Lequime,
who had come over from Brussels to sit in on discussions about a research
-program which the Cooperative has agreed to sponsor. The purpose of the
program 15 to determine the value of blood cholesterol measurements in
~predicting the risk of future heart attacks. We hope to get about 5,000’
sublects a vear, starting next spring. The big problém is to persuade 700
~or so doctors to assist by putting a few drops of blood on filter paper
for us. Pricking a finger is an "assault" thatl requires assent . in England.
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Mancheoter to Brussels is an easy direct flight and there we stayed
at the Fondation Universitaire as Leguime'’s guests, since all hotels were
full (conventions !). Lequime plans to set uap a research program, under my.
coordination, which will cover thousands of emplovees of banks and othehv,
corporations in Brussels. La Prevoyance Sociale will underwrite most of
the program.. La Provoyvance is by far the largest insurance company in g
Belgium snd, though a cooperative, is run as a benevolent dictatorship”by‘f
our friends Henri and Raymond Lemaire. Instead of cutting insurance
premiums, they believe in collecting what the traffic will bear and putting
the profits into good works -« hospitals, preventoria, and now researchi

At Brussels we inspected Lequime's new Institute of Cardiovascular
Research which will be formally opened by the Queen on the 14th (but}we §f
could not stay so long). The Institute adjoins the Departments of'Medicine‘
and Surgery on eéither side and is admirably equipped. It will make a°
fine locus for our joint research in Belgium.,

Finally, Dr. Paul White flew in from Boston. We had an elegant
lunch (all varieties of fish and shellfish), an hour's rest and‘then‘WG‘,,k
were on & Czech plane bound for Prague. We were cordially greeted at the
atrport, and Paul was soon whisked off to the hotel, Margaret ‘and I lacked:
proper visas, so we had to wait in a dismal room until 2 avm. whén, '
finally, a phone ¢all released us. Lo

Such is the restful life of a traveler, With all the best,

Ag ever,

et g

AK/ 4 Ancel Keys
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Corfu, Greece
24 September, 1961

L

Dear Jay:

This bedreom iu the "Castello® near the town of Covrfu is a far ¢ry
from the Tiflis~Moscow plane. 1 estimate the ceiling is 20 feei up and I
paged the floor to vield sn estimate of 25 feel square. Windows look out
on pines and enormous pyramidal cypresses in gardens and then olive ‘groves
sloping down to the lonian Sea, with a view across it of the desolate
mountains of Albania puly & couple of miles away.

By the time this letter is finished my colleagues should be
returning from their work examining the men of the nearby villages. Then
J'11 put-on bathing trunks and we'll walk down to the - beach for a swim in
erystal ¢lear and very salty water.  Margaret, Professor Noboru Kimura of
~Japan, Dr..Branca Tiefenbach of ‘Zagreb, Yugoslavia, aud a bright Greek
doctor with the difficult name of Stamatovannopoulis should join us too.
They must finish the immunochemical measurements of beta lipoprotein in
the day’'s bhatch of about 40 blood samples. This new method works with great
digpatech -~ we ran 72 samples, in duplicate, in our first routine after-
‘noon's work with only half a dozen needing to be repeated beehuse of
poor -cheeks.

Incidentally, all the way I'rom Minnesota we have carted 47 pounds
of gcentrifuge, etc., plus 2 thermos flasks, Tor the lipoprotein method but
At has been well worth it,  Margaretl demonstrated the method with great
success in Brussels and in Russia before we got here.  Doectors Myasnikev
nd Kipshidze were much interested and I hope 1o enable them to put the
method to use din their institutes. The only lechnical snag was in Russia
vhere we had to rig up-alcohol lamps to seal the glass capillaries. . Hoth
:n Moscow and in Tiflis we could not use Bunsen burners because "temporar-.
ily" there was no gas in the lines. Here in Corfu we use & little butane
orch.

o Now about Sukhumi in Georgia, on the sastern shere of the Black Seas
Sukhumi, Sotehi, and a hundred miles of coast between are largely given
over -to resort holels, where many thousands of ‘Russians take their vaca-
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tions, free or at small cost. The scenery i3 wonderful and the climate is
mild all vear, All over Russia people at every level of society iry to
get their reward of &an anmuaal trip to the Black Sea. :

But our interest in Sukhumi wag in the monkey colony and in the old
men of the mountains. The monkey colony, as a center for research,fgoes
back a long time but the present vigorous program began a dozen years ago.
Various species are under study, but baboons, some being the eighth
generatlion born there, are in the majority among the 1,300 monkeys in the
colony, Deaths exceed births, but the population is kKepl up by imports’
from India and Africa. !

Most of the research is done by the resident staff (Prof. Panin,
director) but visiting researchers from other places in Russia are
numerous. There are active programs in virology, endocrinology, and
various diseases but of course we were most interested im the work on
hypertension and atherosclerosis. Little or no work on nutrition has been
done, and I was unable to gel details of the chemical composition of the -
stock diet (which has been arrived at by trial and error) but it is
clearly low in fat. ‘

Baboons live in a family of a "head man," 20 to 30 femalés, and
the offspring up to an age of about 2 years. At this age the young males
must be segregated to prevent constant warfare.  The most important 5
experiment has been to "dethrone" the head man, putting him in a separate
cage within his domain, and to introduce other adult males 1o take over.
In & few weeks the dethroned male is apt to have conﬁtantkhypertension;
and in some cases, after months of this "stress,” the electrocardiograph
indicdtes coronary insufficiency or infarction, At autopsy, definite
myoccardial infarction was found in half a dozen cases.

Quantitative studies on the arteries are lacking, butl the photos
1 saw of specimens did not show striking degrees of atherosclerosis.
I d4id not see any data on the blood. I suggested that atherogenic diets
be tried and was told that such eXperiments are planned. ‘

Not far from Sukhumi is an area of farmer-shepherds, a sort of
transition between pastoral and settled agricultural life. We were itold
~that in this small regilon there are more than 300 men over 100 years of age.
Anyway, we spent a hilarious afternoon at one of the farms with an 0ld man
of 117, his eighth wife, his "kid brother" of 96, his voungestl .son aged 23,
and a flock of relatives and neighbors.

Ages are from church parish registries and tax records. 1t .does
seem that the old man has been around a long time ) in 1884 he built his
pregsent farmhouse.  Anyway, there was a greal feast with dinnumerable :
toasts in wine. Dr, Paul White and his "older brother," as he called the
0ld man, drank two "bottoms up" in vodka, whereupon old 117 tried to teaeh
"yvounger hrother® Paul (aged only 75) a Caucasian dance. Then the,bldstei
called for his horse and itrotted around making war whoops in the rain while
we all howled with laughter. : '
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“The oldest man at the party was a neighbor, aged 126, who walks a
mile and a half daily Lo call on his old pal. 014 126 was a bit creaky,
slightly deaf, and probably half blind. At the long meanl he went to Sleep
frequently, but only for a couple of minutes. Then, eyes closed, he would
fish out tobacco and paper and roll a cigarette. Someone would give him a
light and then he would reach out for a glass of wine. What a davy!

: Dr. Kipshidze and colleagues want to organize a systematic study
of people in these parts and have agreed to follow wmy protocols and
methods, just as used here in Corfu. I suggested they study all the men
over (90 and random samples of about 50 men in each decade from ages 20 to
50, There is a chance that we may go there again next July to help organigze
and ‘standardize @ survey. Also, I want to get more details about the diet
~which is obviously very low in animal fat. A main staple at every meal is
a great dish of white corn meal mush. Where ¢an I find a dietitian who
speaks Georgian and Russian {(unrelated)?

But mow it is time to swim. Doctors C. Avavanis, A. S. Dontas,
D. Lekos, and company have organized the job here so well that the main
“work ‘of ‘the day {starting before & a.m.) is finished by midafternoon,
- except for Miss Sdrin and her four dietitians who have no break checking
the foods as eaten in the homes. After the swim and before dinner (usually
about 9 p.m.) Dr. Ivan Mohacek (of Zagreb) and others will reread and
classify the electrocardiograms of the day. ~

[ AL this rate lhe whole job (700 subjects) will be done in less than
m; a month, “Margaret and I must leave tomorrow for Italy if we are to finish
§ there and get home in ten days.

All the best,

§ : ©  As ever,

Ancel Keys
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Er route, Tbilisi (Tiflis)
to Moscow
18 September; 1961

Dear Jay:

Our Aeroflot Jjet drowni out talk (much noisier than our jels) as
we  fly north over the Caucasus after a fantastic week in Georgia.
Dro Paul White is writiong notss in his journal and Margaret has curled up
o to gleep, 5o 1'11 stdart a thumbnail sketch of our stay in Thilisi, travels
through Georgia, and a weekend at Sukhumi on the Black Sea.

Today we had.a big lunch with many teasts (the Georgians drink
their local ‘wine, the best in Russia) and then we started to worry about
migsing the plane. Roads were blocked for the arrival of the president
:of Cuba who was being given the works -- schools ¢lesed and Cuban flags
‘everywhere.  But our driver kpew the back alleys and we were allowed to g0 on
once we had slipped onto the airport road., AS we were scrambling aboard the
plane, a-dozen of our Georgian friends arrived and then they steod around
‘the plane on the ramp -=- we standing at the open and unprotected forward
door «- laughing and waving for half an hour while we waited for passengers
who had been stuck in the Cuban “hero’s" traffic snarl.

Last night we went by sleeper train from Sukhumi to Tiflis because
weather canceled the evening plane. Margaret and I found ocurselves in a
4-bed compartment with 2 Georgian men; but this was straightened out and
eventually we were in a similar space with Dr. Paul White and Prof. Nodar
Kipshidze, ‘the Directer of the new Institute of Therapy in Tiflis. Then
the porter brought into the compartment a case of 12 bottles of Georgian
cwine, & present from our doctor friends in Sukhumi.  We drank a bottle as
the train started of £ and soon we were all sleeping as the train slid along
on-a remarkably smooth roadbed.

Morning brought its problems.  The only "fadilities" were a
smelly W.C. at the end of the coach, and the idea is that each pergon-is
suppesed to take the towel on hig bunk to dry after o cold water wash,
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Each of us, however, made the mistake of going to the little room early
to respond to normal physiology, and by the time we got back to the com-
partment the porter (a husky middle-~aged female) had departed with bed
clothes -— and toewels. :

The purpose-of our trip to Tiflis was to visit the new Institute
of Therapy (patterned after that run by Dr. Myasnikov in Moscow) and to:
look into the question of the reputed great longevity of villagers in the
Caucasus..  The Institute 15 a 100-bed hospital and a laboratory building,
the latter still in an early stage of construction.  Dr. Kipshidze and
higs top staff of about 8 doctors seem to be competent and full of enthusiasm.
They have decided to concentrale in 3 areas: cardiac digenses, liver
disease, and bronchitis and emphysema. They already have the hospital
operating, though research projects are not vet in full action.

We saw valvular and hypertensive heart diseasSe patientis but no
clear-cut recent infarcts, though we were told that coronary heart ‘disease
is fairly common. One man in his 30's carried a tentative diagnosis of
coronary heart disease with which we could not concur. He had a history
of apells of atypical chest pains, lasting hours at a time, not associated
with exercise, and not relieved by nitroglycerine. Blood pressure;
electrocardiogram, blood studies, and chest roentgenogram were perfectly
© normal. After our discussion the doctors stopped talking about him
as a "probable coronary.”

The Institute of Therapy takes referred patients, presumably in
the area of their interests, though the patient population was not greatly
different from that of any medical department in a general hospital.
Patient facilities are comfortable and the equipment is not bad as far as
it goes; presumably it will be much more complete when the lab building
iz finished. An open-heart surgery unit is planned, but we learned
no details. They do no surgery now, but mitral valve and patent ductus
operations are done at another hospital in town.

En route to Sukhumi we stopped at Saltubo, ‘& mineral water sSpa.
with a dozen hotel-like units, each with a capacity of 300 to 400 ambulant
patients or people Sent there for a rest with some medical attention.
Bedrooms, some for couples with sitiling room attached, are cheerful and-
look out aver a great park-like area with views of the mountains.  Each
building has pleasant dining rooms, a theater {(movies and concerts
alternate), recreatlon rooms, verandas for taking the sun, physiceal
therapy facilities, and a dental clinic. Patients ceme from all over
Russia and it is complelely free for those sent by medical referral;: others
pay the equivalent of a dellar or two daily for the three-week "¢ure,®
Saltubo is always full and several large new units are in construction.

On admission each patient has medical and dental examinations:
Some bring documentation from their veferring physicians, but mostly
this is pretty scanty. A dietitian prescribes one or another diet (the
food looked pretty good), evervone has 4. schedule for the bath, and some
have additional physical therapy of o Simple kind, The dentists. are busy.
With a three-week gtay each dentist has an average of only about 20 minutes
{for each patient.
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The doctors at Saltubo atiribute wonderful things, especially

for rheumatic patients, to the radioactive wmineral water.  The whole
atmosphere, including the decor, resembles the old spas of Central
Europe before World War IX. The Tiflis doctors with us smiled about the
Saltubo water, but they and we agreed that the rest and change in pleasant
surroundings help many people.

Thig letter threatens to be too long so I1'11 try to continue about
the monkey colony and the old men when T have time in the next few days.

A bit ago, we passed up the Aeroflot tray dinner in hope of something

better to eat in Moscow. Incidentally, the air hostesses are amiable but
obviously not selected for youth and beauty. The fact that they have no
uniforms and seem to shop in bargain basements does not help.

Now we are apparently power~diving (Russian style) for the
Moscow Domestic Adrport; the seat belt sign is on but people are walking
in the aisles and pushing toward the exit.
All the best,

Az ever,

AK/ 31 _ Ancel Keys

NOVEMBER 1062 v;l(i,‘)









ey
o

e
s










o

.




