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Lost Colony: Laboratory of Experimental Oncology, San Francisco, 1947-54: Historical

Note '-2

Michael B. Shimkin 3

“Hir the fight hetween sou and the world, back the world .
—Franz Katka
from The Great Wall of China

Four volumes bound in Government-green are ar-
raved at mv left, They record a 7-vear period of cancer
research, my life, and the lives of several hundred
patients and other people. This is the visible residue of
the Laboratorv of Experimental Oncology (LEO), a
collaborative activity between the National Cancer Insti-
tute (NCI) and the University of California School of
Medicine in San Francisco; [ headed this activity be-
tween 1947 and 1954. The volumes consist of annual
reports, a collection of published reprints, a scrapbook,
an album of pictures—and some memories.

This collection of four volumes probably is unique. |
mav be the only one who had read every word herein
contained. Dr. Nicholas Petrakis, a legacy from the
LEO who remained at the medical school, retained the
brass plate from the front door—a relic that undoubt-
edly will outlast the papers. Yet the experience, as an
early example of a regional cancer center, retains heu-
ristic values, perhaps mostly negative ones.

THE LAUNCHING

A constellation of occasions and circumstances differ-
entiated into the LEO. After 8 years at the NCI and
war service with a parade of acronymic agencies (OSRD,
UNRRA, SHAEF, and WHOQO), I wanted 0 settle down
in an academic environment and contribute to the
solution of the cancer problem. Surgeon General
Thomas Parran agreed to such an arrangement and
even edited an exploratory letter that 1 drafted to Dr.
Francis Scott Smyth, dean of the University of Califor-
nia School of Medicine in San Francisco, my alma
mater. Dr. Roscoe R. Spencer, director of NCI, was
favorable to the concept of colonies and also encouraged
me.

One of the members of the National Advisory Cancer
Council in 1946 was Dr. Robert S. Stone, professor of
radiology at the University of California Medical School
in San Francisco and a medical director in the Manhat-
tan Project. He heard about me from his academic
associates and from my involvement with an extension
of the Manhattan Project at the NCI. Dr. Egon Lorenz,
who was studying the lifetime effects of low levels of

radiation on several species of rodents, was having
difficulties with the pathologist assigned to him for the
hematology work. | was asked to take over; in the
process, [ learned some hematology.
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One day | was asked to meet Stone. We chatted, and
I expounded my ideas on a well-supported combined
clinical-laboratory unit on cancer research in an aca-
demic environment. [ wanted to demonstrate that
biomedical research programs of the National Institutes
of Health (NIH} could develop as colonies of full
partnership with universities and that such research
should be pursued by full-time research teams. Stone
was interested, and careful. The dean and his cancer
committee were in favor, he said, but no money, no
space, no academic positions were available.

Despite these discouraging words, an exchange of
letters between the president of the University of Cali-
fornia and the Surgeon General of the Public Health
Service formalized an agreement. A sum of $40,000 was
allocated from the budget of the NCI, and negotiations
for space were on the way in San Francisco. Dr. Howard
R. Bierman, about to leave the Navy, appeared on the
scene via an introduction by Spencer. He was a graduate
of Washington University in St. Louis and an enthusias-
tic physiologist who was taking out a patent on a new
strain gauge (7). He appeared to be a good man around
whom 10 develop clinical investigations, and a civil
service position was obtained for him. He proceeded
ahead of me to San Francisco, where [ arrived in
January 1947.

Space for LEO was found at the Laguna Honda
Home, a facility for the aged poor of the city's Depart-
ment of Health. It was a castle housing some 1,500
souls, whose averagc age was over 85. The name,
meaning “deep lake” in Spanish, was derived from its
proximity to a water reservoir about 3 miles south of
the medical school campus on Parnassus Hill. San
Francisco's director of Public Health, Dr. Jacob Geiger,
was an old Public Health Service officer from the plague
days in California, a big, pleasant diplomat with a
hobby of gathering. medals. He, the dean, and the
director of the Public Health Service district compiled
the necessary documents of agreement, and for the
rent of $10 per year we acquired two floors of one wing
of the building. The upper floor was to house the
clinical beds and fagilities; the lower floor was for the

' Received June 30, 1977; accepted September 8, 1977.
t Sypported by Public Heallh Service contract NIH 263-76-C-0419
from the National Cancer Institute.
3 Department of Community Medicine, School of Medicine, Uni-
versily of California at $gn Diego, La Jolla, Calif. 92093
3
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hasic laboratories, phvsiology equipment, and animals.
Immediately, we ran into long discussions with the
administrator of the home, who was not at all sure that
rats and mice were included in the agreement. The
administrator was a dedicated man with much time on
his hands, and discussions with him were interminate.
Contracts were let via the medical school for construc-
tion in our area, and reimbursement from the NCI was
arranged by one telephone call. Surplus laboratory and
s oftice equipmeni accumulating from demobhilization was
easilv procured, and we were soon munificenth
= equipped. By summer we were in place. Surgeon Gen-
Beral Parran dropped in to give his blessing.

4
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flCL'Rz 1.—Surgeon General Thomas Parran (lef?) inspects the LEO,
Mav 27, 1947. Dr. M. B. Shimkin (center) and Dr. H. R. Bierman
= (right).

°
g. The basic staff was quickly assembled. Among the
h earlier additions were a biochemist, Dr. Bernard Shac-
ter; an M.D.-Ph. D. immunologist, Dr. Leo Melcher;
and a physicist, Mr. Bruce Shumway. But most impor-
gtant were two indispensable women who really ran the
>place: Miss Dorothy Messee, chief administrative assist-
_Eam; and Miss Marjorie Brown, chief nurse. By the time
-Sthe facilities were completed in June 1947, 15 people
were on the staff.
a Meanwhile, Bierman and 1 were making clinical and
Sacademic contact in the area, including seeing a few
Fpatients on consultation. One was a man with a dissem-
Sinated lymphosarcoma, with external nodules covering
Ehis whole body. We had ampuls of nitrogen mustard
and gave the patient one course. Every nodule disap-
peared and the terminal patient sat up and demanded
food. News of the miracle, which unfortunately lasted
but a short time, spread through the city.

We had meetings with the cancer committee, a con-
sultative cancer board was reorganized, and Bierman
was put in charge of the NCI cancer teaching grant to
the medical school. With a statistician hired for the
purpose, plans were started to devise a national test of
cancer knowledge among medical students, . -

i i 1. L]

I

INCPIGULL LI LIV UPVLIGE LU LIV, Al Baususgy

J NATL CANCER INST

SHIMKIN

The laboratory reported to the medical school and ¢,
the NCI. Good as well as bad consequences came from
having more than one bureaucracy to work with. Print.
ing of forms and announcements, for example, was
proscribed by Government regulations but simply
achieved via the university. Travel to meetings was
difficult to finance by the university, but at that time
easily arranged with the NCI. Such alternate arrange-
ments were made possible by our several sources of
funds. The hasic allocation was from the direct opera-
tions budget of the NCI; we were, in turn, a “branch”
of their structure, loosely placed in the office of the
director. The experimental ward was financed by an
NCI grant, one of the largest at the time, to the medical
school; 1 expended this money by university rules. A
small budget was set up for us by the medical school;
this was later derived from the all-university cancer
appropriation from the State.

The three sources of funds were reflected in three
personnel systems for employment. With the exception
of Bierman, members of the scientific professional staff
were officers in the Public Health Service. Others on
the direct NCI funds were on Federal civil service. The
clinical help were hired through the university system.
The salaries and emoluments differed and had to be
reconciled, a reasonable problem for all but the clinical
professionals.

The last item was an Achilles’ heel of the activity. [
had a fixed idea that clinical investigations should in-
volve no financial arrangements between the patients
and the investigators. Thirty vears later, I believe this
more strongly than ever. The world of the real, even in
1947, however, was out of focus with my beliefs. The
medical school faculty derived much of their income
from private practice—open, or hidden, or rationalized.
I soon found that even seeing patients on consultation
and not charging for such consultation embarrassed
the physician and the patient.

All services were free to patients admitted to the
laboratory ward, and we had no accounting or billing
system. Inasmuch as officers of the Public Health Ser-
vice were “on duty” 24 hours a day, I had control over
their activities and allowed no outside practice except
for one who supplemented his resources by emergency
room attendance on weekends. Such restriction was not
applied 1o civil service emploivees, whose time after
work was their own.

IN FLIGHT

By the end of the first vear, the LEO was a fully
developed mini-experimental hospital of 15 beds in
addition to laboratories for physiologic, biochemical,
and immunologic workii The total budget was now
$212,000. The staff comprised 9 professional investiga-
tors, 12 administrative and technical assistants, 8 nurses,
and others for a total of 49 people. Residents in medi-
cine and in pathology were rotated through the facility.
I was secretary of the staggwide Cancer Research Coor-
dinating Committee of university, on the cancer
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LOST COLONY

poard. and chairman of the planning committee for a
research floor of the new medical school buildings.
Bierman was chairman of the consultative tumor board
and of the cancer teaching program for the medical
5chool.

The clinical work was oriented around two internists
and required collaboration and participation by many
other specialists. Pathology needs were met by setting
up a service extension from the medical school, with a
full-ime technician and resident, thus expanding the

Laguna Honda Home pathology services. Radiology -

needs were initially met by Laguna Honda Home, but
required the purchase of a new fluoroscope. For minor
surgical procedures, consulting surgeons provided free
services; for major surgery, patients had to be trans-
ferred to the University Hospital.

We hoped to develop isotopic radiotherapy and as-
sembled the necessary equipment, including a hood
with a collecting device on the roof four stories above.
Three research fellows in radiobiology served with us,
but later changed careers to pathology and pediatrics.

The professional staff had clinical appointments at
the medical school in experimental oncology, and for
administrative purposes they were under the Division
of Medicine. We were listed separately in the catalog of
the medical school. Qur main relation, however, was to
the interdepartmental cancer board of the medical
school, initially chaired by the professor of pathology
but soon replaced by Stone, the professor of radiology.
He was a capable radiologist and a pioneer of the
atomic age {(2).

Stone was the éminence grise of the cancer situation at
the medical school. He enjoyed complete control in his
department and volunteered his participation in budg-
etary and administrative matters cf the laboratory. Not
having attained this goal, he began to draw up a
“constitution” for a Cancer Research Institute (CRI) at
the medical school. The rules became increasingty more
restrictive and formal, with long hours of acrimonious
discussion about specific provisions that seemed trivially
detailed.

I finally recognized that the planned institute was
being set up for Stone as its director, and that I was
seen as a competitor for the position. I announced that
my role would continue to remain in the Public Health
Service and to head the LEO and that, although the
LEO would be within the proposed CRI, I intended o
retain control over it whether at Laguna Honda Home
or in the new facilities in the medical school. The CRI
constitution was soon patched up, and my relations
with Stone became formal. The medical school obtained
a building grant of $1 million for an extra floor to
house the LEO. Stone decided not to become the
director, and instead a pathologist from Stanford Uni-
versity, Dr. David A. Wood, was appointed in 1951.
Wood, a stolid, patient man, headed the CRI for over 2
decades.

By the third year of operations, the LEO was too
busy to get involved in institutional politics. In retro-
spect, that was one of the troubles: I should have made
frequent trips back to Bethesda to solidify personal

YOL. 60, NO. 2, FEBRUARY 1978
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relalio.nships{ cspecially since the leadership there w:
changing rapidly, with Dr. Leonard A. Scheele and D1
Harry Eagle now in top positions and with little hact
ground or sympathy about our arrangements and goal:
. The apm{al report for 1948-49 proudis proclaimec
The Ob]CC:[IVC of the Laboratory is clinical research i
cancer. Wuh the cancer patient as the focal point ¢
investigations, the wqu is oriented along four broa.
appro:achcs: hH cxpcnmemal therapy, providing clinicc
materlal for other studies as well as permitting evalua
tion of such procedures on neoplastic disease: (2) phvs
9Iogy, particularly curdi_()\'usculur and respiratory phys
19]og)' qf thg cancer patient, and the study ot neoplast
tissue, in uitre and in vive: (3) biochemistry, includin
metabolic studies on the cancer patient and investigatio
of specific biochemical reactions: and (4) the studv o
protein fractions of cancer and normal tissue of huma-
origin, utilizing immunochemical techniques for thei
identification and differentiation.”

This was not wishful thinking. Alreads 19 publica
tions were printed or in press, and 88 patients has
been studied on the ward; this comprised over 3.4
patient-days, explored 10 therapeutic chemicals or pro
cedures, and expanded our pre-LEO experiences. Th.
pathology unit had performed 82 autopsies (18 on ou
patients) and examinations of 162 hiopsy specimens
Even the isotope unit had performed 57 determinations

The experimental chemotherapy program dependec
upon clinical observations for the determinations o
effect (3). Biometric design, random assignment, anc
double-blinding were features of the future. Qur case
numbers were insufficient, and the approaches were
foreign to our clinical setting. Frankly, we did not miss
them at this early phenomenologic period.

It did not take much astuteness to recognize that
nitrogen mustard and amethoptlerin were active against
leukemias and lymphomas, whereas pteropterin and
stilbamidine were devoid of useful activity. We soon
found that nitrogen mustard did not have to be spacec
over several days but could be given in a single dose
and that the induction of fever did not enhance the
therapeutic response (4). Chymotrypsin was a loca
cancer nostrum; we tried it on 10 patients, and the onlt
effect was severe anaphvlactoid reactions (5). Chvmo
trypsin was noi further advocated.

Hydroquirone manobenzyl ether, used in depigmen
tation of rubber, was described to block melanin for.
mation. We obtained a commercial product, purifiec
it, and treated patients having disseminated melanom:
(6). No beneficial effects were noted, and the trial was
completed without the subsequent interminate regula-
tions of “investigational new drug” provisions of the
Food and Drug Administration.

Therapeugfc approaches also included cautious exple
ration of virus infections, a trend popular at the um:
and of hypophysectomy for advanced breast cance
and melanoma. In the animal room, mice with tumo:
were used totest fungicides, tetrazoliums, and esters «
(2,4-dichlorogthenoxy)acetic acid (2,4-D) for antiner

_J NATL CANCER INS



DOCUMEENT SOURCE
Upivershy of California at San Francisco
Special Collections Library, San Francisco CA

RECORDS SERIES TITLE
chool of Medicine - Department of History and Health Sciences

ACCESSION NO,
AR 87-46

FILE CODE NO.

Box 3ol

COPY

[ODER NAWE .
Laboratory of Experimental Oncology
NOTES )

FOUND BY

Perry Hall 10/21/94

182 SHIMKIN
-
3
2
)
Y
4
5
Ay

dncan;

el
. Lance, and Dr. K. R. Keliy

13, 10C Laggary, Linversity ol Lalilormia, dan Francisco
y fashion without written i

rodpoed

olved the development of methods to measure intra-
terial and intracardiac blood pressures by means of
sgain gauges, and circulation times by means of oxime-
1@s. These measurements, as could have been antici-
ted, were more useful for patients with cardiovascular
g:;)blcms than for those with neoplastic diseases (7).
More specific investigations of the fate of transfused
3 liukcmia cells indicated the prodigious capacity of the
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3 1@ngs to remove such cells from the circulation. Experi-
gnece with various intravascular catheterization proce-
g.\ares was leading to observations on the vascularization
&f tumors and intra-arterial drug therapy.
4 Biochemical approaches included determinations of
srum catecholase (8) and urinary coproporphyrin (9);
ither seemed useful indicators in neoplastic disease.
ies another indication of the need for specificity in
&oplaslic diseases, blood histamine values in patients
ith myeloctvic leukemia were of interest (10). The rise
in gastric lactic acid after iv administration of glucose in
patients with gastric carcinoma, as investigated by Shac-
ter et al. (I1), seemed to demonstrate the anaerobic
glycolvtic activity of the tumor.

Melcher proceeded with fractionation of tumor and
normal tissues for the protein components as the first
step toward the demonstration of tumor-specific anti-
gens. The indicator system was to be the sensitized
intestine of the guinea pig, which would be exposed to
proteins of narmal tissues to ascertain residual reaction

€Y
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vRE Y. —After a complete work-up of the patient, he i« discussed at statf rounds for possible therapeulic approaches and flor phssiologic

eterminavions that would assist in the management of the case. The soung palient has a retro-orhital neurofihroma. Left to right: Dr N, L.
trakis, Miss F. Cordes. Dr. H. R. Bierman, Mrs. G. Singer, Mrs. O Mitchell, Dr M. Goldfarb, Dr. R. L. Byron, Jr., Mrs. A. Knight, Miss

to subsequent exposure to tumor proteins. In vitro
precipitin reactions on antitumor rabbit serum absorbed
with a pool of normal organ extracts also were being
explored. These attempts to demonstrate tumor anti-
gens received no support from the scientific director of
the NCI, who believed that tumors elicit no immuno-
logic response.

AT APOGEE

By mid-1951 the research program of the LEO was in
full swing, with the statf and budget at a steady state.
Publications numbered 61, with 1) more in press. The
clinical group, under Bierman, used increasingly more
new sophisticated arteriographic methods that allowed
observations on the increased abnormal vascular supply
of tumors in man (12, 13): The tumor vessels responded
poorly to epinephrine. The ability to approach visceral
tumors, such as metastases to the liver. by the arterial
route also enabled the exploration of therapeutic effects
of chemicals introduced via the arterial supply.

Studies on the physiolggic dvnamics of leukocytes in
man (/4) showed the importance of leukocyte’ removal
mechanisms in patients with leukemia and suggested
that longer survival of leukemia leukocvtes was a factor
in the disease. Cross-transfusions between patients with
leukemia and patients with disseminated neoplasms ({5}
showed that the lung ﬂ’as more active in removing

WoL. 60, NO. 2, FEBRUARY 197
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Ficure 3.—Dr. Elliott Rapaport demonstrates multilead electrocardiography at a meeting of the American College of Physicians, April 20,
1948. Left to right, foreground: Dr. B. Shacter, Dr. L. Melcher, Dr. E. Rapaport, and Miss M. Brown.

. -
(o7 .

.

» .

Ficure 4.—Dr. L. R. Melcher and Mr. R. R. Reed immunize a
guinea pig with radioactive antibodies against tissue proteins. The
metabolism of this radioactive-tagged material was then studied by
determination of the radioactivity in the tissues and excreta of the
animal

leukocvtes than was the spleen or liver. Lungs of leuke-
mia patients were relatively ineffective in the removal
of white bhlood cells. Since two-thirds of the lymphocytes

voL. 0, NO. 2, FEBRUARY 1978 ‘ l Coroot
dN b

enter the circulation through the thoracic duct, this
duct was catheterized (16). Regardless of the peripheral
lymphocyte or granulocyte count, the lymphocyte count
in the thoracic duct lymph remained stubbornly the
same. Drainage of lymph fluid up to 10 days did not
alter the peripheral lymphocyte count. The resulting
information showed that lymphocytes in lymphatic leu-
kemia do not gain access to the blood in increased
numbers through the thoracic duct.

Experimental chemotherapy was attempted with
about a dozen compounds (17-19). Activity was limited
to alkylating agents, antifolic acids, and hormones.
Triethylenemelamine was an interesting addition to
nitrogen mustard, but less predictable in its effects (20).
Cortisone and adrenocorticotropin became available in
small amounts and were used in children with acute
leukemia. It soon became apparent that, although re-
missions were induced, their duration was brief and
did not add to the survival period (27).

In the absence of formal controls or contratests, we
began in 1948 to analyze historical experiences in the
survival of patient¥iwith malignant diseases; these expe-
riences were culled from the records maintained by the
tumor registry of the University Hospital. The late Dr.
Eschsholzia Lucia, a trained statistician who was with
the registry at thattime, not only facilitated the analyses
but provided for n;e an intense postgraduate course in
statistics, a topic % which I had not been exposed

J NATL CANCER INST
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nsfusion of biood between 2 patients.
with the aid of anticoagulants, up to 150 liters of

§:

5, Lde,

re made possible by this technique.

QL IO

Q
q rE\ul education.
iye analyses of survival and the effects of

§'§nd therapeutic factors on survival were
drSthe leukemas (22, 23), lymphomas (24,
Pe¥st cancer (26). For the leukemias and
§ Bo increase in survival could be demon-
g ¢ 30-year period from 1918 to 1948, nor
& be related to therapy (27). Earlier reports
afire also indicated that the survival had
yuble, thus reinforcing the possibility that
-h@t was a palliative for symptoms.

e early 1950's a mounting debate arose
irdponents of the classic Halsted radical mas-
otzcancer of the breast, proponents of ex-
>eftions, and critics who could elicit no statis-
u%for operative removal beyond simple mas-

O G

Cway

I'Be surgeons at the University Hospital had a
is®ecord of their breast cancer material, main-
v a devoted secretary who would eventually
own breast cancer and die therefrom. Life
ysis of the material failed to reveal improve-
sutvival, but the radical operation had been
therapeutic approach over the 3 decades of
ice. The similarity of the results with those
I from other centers and with the use of some-
ferent approaches did cast doubt on the inviol-
f the classic concepts.
51 the first rumblings of criticism also came.
ofessor of medicine had a long, friendly chat
e, informing me that we were being accused of

L1549

CANCER INST

n@&the dynamic physiology of blood cells, as well as some

By means of an arterv-to-ariers cross connection through polyethylene tubes and a
blood were exchanged between 2 patients on 12 occasions. Fundamental

clinical therapeutic benefits in patients with marked blood

performing drastic, deleterious procedures on patients
and that the release form we had devised for admission
10 the research ward was “psvchologically harmful.”
The sources of the criticisms were not identified, but
we were in the middle of the sticky area of experimen-
tation on human beings.

On a trip to the NCI, T was asked to see the director
of the NIH and was accused of experimenting on man.
The procedure particularly condemned was hypophy-
sectomy for malignant melanoma (28). 1 pointed out
that the procedure was not being done by us at LEO
because none of us would know how to do one, but it
was being done by the respected, nationally known
neurosurgeon Dr. Howard Naffziger. Moreover, hv-
pophysectomy for advanced neoplasfhs was also being
investigated in Sweden,

Whatever may have been the injustices or lack of
communication, remedial steps obviously had 1o be
taken. We instituted written protocols for all new depar-
tures in our clinical research, which we asked the cancer
board of the medical school to review. A symposium
arranged with Dr. Ouo Gutentag;on the subject of
human experimentation was held in October 1951 and
was well received. An almost visible:thawing of attitude

was felt by the airing of the problem. We gathered the
four presentations for publication but were sloppcg! by
the NIH. They, too, were grappling with this sticky
problem and formulating their guidelines for the Clinl-
cal Center that was being built infBethesda. In some¢
way, an enunciation from Califoiiia was considered

é , z voL. 60, . 2, FEBRUARY 1978
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LOST

contrary to possible policv. Letters and telegrams were
exchanged, with the dean emerging as a champion of
academic {reedom. Approval finally arrived, with in-
structions that I not be identified with the NIH. The
proceedings finally appeared in the February 27, 1953,
issue of Science 16 months after the meeting (29). The
papers, in which 1 took the research worker's point of
view and Guuentag spoke on the phvsician's point of
view, have become classics and have been included in
many subsequent compilations on the subject.

DESCENT

Although 1 thought we had met the challenges and
had served a useful purpose in confronting the issues,
we also drew attention as real or possible troublemakers
or sources of institutional embarrassment, both in San
Francisco and Bethesda. How much this contributed to
our demise 2 vears later remains unknown, but it
certainly must have been an influencing factor.

Qur tvpe of work was not free of complications. Our
patients, of course, had advanced disseminated neoplas-
e disease with fatal prognosis, and they were informed
of our procedures. There was a 210-pound Texan with
nmwcosis fungoides, who looked like a raw steak. By
arterial infusions of nitrogen mustard (30), his extremi-
ties cleared remarkably. Auempts to clear his face,
however, caused development of a hemiplegia, and he
lingered for months as a nursing problem. One eve-
ning, a terminal patient with lymphosarcoma lit a ciga-
retie in his oxygen tent and sustained fatal burns. But
for the most dramatic investigations, such as cross-
rransfusions of hlood or drainage of the thoracic duct,
evervthing went smoothly. Neither were we criticized
in our attempts (o induce virus infections in children
with acute leukemia, after we observed a remarkable
remissiont tn one litile patient who developed chicken
pox without our help (31).

We eventually admined almost 500 patients to the
experimental ward. These were our main professional
concerns and where our duties and devotions lay. The
patients were screened carefuily before admission. They
had to understand the experimental nature of our
work, and every procedure was again explained 1o
them; the initial release form even included agreement
to an autopsy. The understanding did not absolve us of
neghgence nor deprive patients of recourse to legal
«tions, but it did set the tone and nature of our
selationships. In all our 5 years of operations, not a
ungle threat or implied threat of action against us was
‘orted. Two patients did instruct us to terminate our
diiempts at therapy.

Inasmuch as we had no fiscal arrangements with the
Pdlierts, we had to guard ourselves against being con-
udered a convenient dumping ground for patients who
“ere terminal in regard to their physicat or their finan-
Z‘:lrfzndjlion. By insisting upon complete control over
{u“\f} missions, we avpldcd (h_e problem quite success-
mmedlfthc cost of being considered uncooperative by

O our confreres.
few patients insisted on making contributions, the
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largest one being a pickup truck that was used to
accelerate the delivery of supplies from the university
storehouses. The process of getting the truck accepted
by the Government was ludicrously complex and
lengthy. We set up a peuy cash fund for the other
contributions; from this a television set for the ward
was purchased.

I remain convinced that investigations on man should
be pursued in absence of financial relationships between
the subject and the investigator. Evidence was ample in
our experiences to indicate how little realicv was con-
tained in the demand for complete informed consent
by the subject, which is now accepted dogma and a
stringent requirement. A much more realistic safeguard
is the independent doctor-counselor suggested by Gut-
tentag (29). Even there, the ethical problems do not
adequately encompass children, mental incompetents,
and the trusting and ignorant.

We dealt with people with fatal afflictions predicted

1o be of rather short duration, for whom standard
treatments were ineffective or unavailable. The bravery
and fortitude of the patients and their families were a
constant wonder. Who can forget the brave young wife
of a man whose face was being eaten away by a mixed
tumor? She nursed him at home and one night he
mercifully died, an emaciated Quasimodo without a
recognizable face, Who can forget the beautiful children
with acute leukemia, in whom remissions were induced
with methotrexate or cortisone, and who then would
relapse and die before one's eyes? It was always the
young father who wauld collapse, and the mother who
would bear up under the tragedy. My advice to such
families was to conceive another child, and often the
mother was already pregnant.

All the drugs and procedures we had were so limited,
so temporary in their effects. Yet despite all cautions,
the placebo effect was evident in manv of our patients.
In anticipation of a miracle, they would eat better,
sleep better, require less narcotics, and even gain some
weight. Such improvements were ephemeral, and we
learned to anticipate them and not to confuse them
with therapeutic effects of our drugs.

The patients had to know they had cancer before
admission, and almoss all of them did. A woman with
disseminated breast cancer, however, would ask us not
to tell her husband; her husband had just previously
asked us not (o tell her. Cancer was seldom mentioned
after that—an unwelcome intrusion known o all but
recognized by none.

How important is body contact! The dying woman
whose face you stroke and whose hair you rearrange,
and the smile that passes between you. The hand of the
father of the leukemic child that you grasp and feel its
flutter, its sweat, and ,Rhc amost electrical transmission
of his woes to you. We, oo, wept.

The whole staff—physicians, nurses, dieticians, and
attendants—was immersed by the activities. After sev-
eral deaths, in rapid spccession, of patients who had
become their friends ag""well. one wanted to send the
staff for a vacation to asfuage their grief. No, it was not
a detached, cold experi&&lce. It was a very warm, human
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experience that could not be communicated to those
who had not had such an enrichment in their lives.

The stalt was voung, but we did have one death. Dr.
Nellie Hallidayv, a biochemist who supervised our clinical
laboratory, had chronic ulcerative colitis. Her last few
weeks were us heartrending as any of the deaths from
cancer.

LEO was involved in two major extracurricular activ-
ities. | was for 7 vears the executive secretory for an all-
unnersits cancer research program, which allocated

wsome $300,000 per vear for projects on three campuses
(32). Bierman continued with the annual national ex-
_umination of medical and dental siudents (33), which
Seventually was found to be the onlv evaluative attempt
{ the cancer reaching program of the NCI. The clinical
taff participated in various consultative cancer hoards
&t the universitv and other hospitals in the area, and
gcsidems and research fellows in medicine, pathology,
nd radiology rotated through our clinical facilities.
One ot the original purposes of LEOQ was to have
ighly integrated work at the clinical and laboratory
vel. This aim floundered on that most human of all
geasons: perscnality clashes. Clinicians considered the
faboratory workers to be available for their projects.
he laboratory workers were of a different mind, and
® force collaboration was hopeless. Instead, the staff
g:.'HI their separate wavs, with collaboration evolving
&

Shsh by s b sus

ontaneously between individuals as thev found prob-
ms of mutual interest. | retain a great amount of
epticism about programs in research based upon
@llaborative interactions between mature investigators,

pecially in programs designed for others by adminis-
tive supervisors. Things simply don't work that way.

force the issue results in rebellion, noncompliance,
a staff of complaisant technicians rather than inde-
7Ptndent investigators and sources of original ideas.

5
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3THE CRASH
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g sl he apogee and the nadir of LEO were only a vear
[ v . . .
Zapart. We continued to report progress in the studies
€

S phisiologic dynamics of leukocytes in man. Thoracic
¢t fluid had been analyzed in 10 patients. The effect
DEsympathetic and parasy mpathetic drugs on leukocyte
%‘l'_ amics continued to show the importance of the
uBgs in the sequestration and release of leukocytes
ing; the circulation (34). Additional studies reiterated
:hgt leukemia cells often had a longer life-span than
nagmal leukocytes. Petrakis (35) measured bone mar-
rof temperatures and pressures, which were elevated
in8eukemia patients. He and Dr. Serafeim Masouredis
alsg determined the blood flow in human bone marrow
by clearance of radiciodide and found it increased in
leukemia patients,

Bierman et al. (36) performed percutaneous portal
vein puncture on 45 patients, measuring glucose and
oxygen consumption and blood flow. Portal venograms
were obtained by this technique, and a dispute over
priority immediatelv occurred with the rachiology de-

[eirtmeng .
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1GURE f.—Miss P Miller, Dr. S. P. Masouredis. and M B S
Shumwas studving the clearance rate of radioiodinated athumm
tfrom the bone marrow of a patient with Hodgkin's disease Such
clearance rates, probably a manifesiation of increased hlood Now
miarkediv increase in some patients with leukemnia, pamcularhi
those with acute disease.

In experimental chemotherapy, 10 chemicals were
tried, the most interesting being the new GT-41, discor-
ered by Dr. George Timmis of London and eventually
to be known as busulfan or Mvleran (37). Satisfactory
responses were achieved in 16 patients with myelocytic
leukemia. The news that we had an interesting new
agent for mvelocytic leukemia spread rapidly, and 2
small Rlood of patients with the disease appeared by
referrals.

Nitrogen mustard and its analogs continued to be the
mainstay, along with methotrexate and cortisone. Col-
chicine, alloxan, azaguanine, Nile blue, the Serrarmn
marcescens polvsaccharide, and a soluble methvicholan.
threne were (ried without therapeutic effect.

The Universits Hospital experience with leukemias.
lymphomas, and breast cancer was analvzed. Our com-
parisons with historical controls, such as acute leukenma
in children, demonstrated no significant improvement
in survival. We concluded that our therapeutic manip-
ulations, including those with objective effects on numaor
mass, were palliative of sy mptoms but did not arres
the neoplastic process and progression.

Laboratory investigations in immunology and hio-
chemistry were also progressing satisfactorilv. Melcher
and Masouredis prepared radioiodine-tagged antibudy
to ovalbumin as a simplified model for extension v
more complex proteins. The fate of the antigen and
the antibody in guinea pigs was determined, with rhe
conclusion that iodine-labeled antibodies could be used
as indicators ftor the presénce or absence of anugenic
proteins in vivo (38). The téchniques were then upphtd
to anti-virus antibodies, fisst to ectromelia and finulls
to the mammary tumor agent in mice (J9). These. 0
turn, were preliminary to the planned return to hunun.
tumors and possible identification of specific antgene

components. o |

Shacter, with Dr. Ccc%‘ Entenman (40), studiec

VOR: 60, NO. 2, FEBRUARY [CR

3

e



from jhe copytight holder

Dan Francsco

1he Library, Uawersity 01 LAKIOIMIA,
4 in any fashi

J
4

P

, or

chrooucuon trom dpecial Loticcuons,

No portion of this material may be quoted,

pocLueEnTsouReE University of California at San Francisco

Special Collections Library, San Francisco CA

RECORDS SERIES TITLE . .
Schoot of Medicine - Department of History and Haaith Sciences

ACCESSION NO.
AR B7-46

FILE CODE NO.

RTON NO,
ox 5 of 8

COPrY

3 .
Coafgpa% of Experimental Oncology
Tt
NQTES

NP SRS

FOUND 8Y
Perry Hall 10/21/94

LOST COLONY

plasma sulthyvdrsl, including its measurement during

the growth and regression of a rat I mphosarcoma.

Decreases in sulflivedryl levels seemed 1o rellect increases

in sulfhvdr wilization by proliferating tissues.

Dr. Joseph Shuck, who was transferred (o LEO from
the NCI, worked with athers (#1) on nucleic acids and
nucleoproteins {rom calf thymus and mouse b mphoma.
Drs. Francis Crick and James Watson announced their
resolution of the structure of the DNA molecule in
1933, Postulations in that tield were being made hy
others; the blackboard in Shack's laboratory was filled
with odd diagrams of possible structures that perhaps
could be tested by siudies with depolvmeruses. Mean-
while, he was finding some distinct differences in depo-
lvmerases extracted from mouse serum and from a
mouse v mphoma.

Our isotope unit, under Masouredis. also showed
clinical produciivity (42), and the material in the path-
ology unit allowed some reports on unusual metastases
(43, 44).

[ was unaware of the fact that our fate already was
sealed. Visits came from the director of the NCI and
from the Surgeon General; both were tuciturn, uncom-
municative, and obviously pessimistic. The Clinical Cen-
ter was about 10 open, and I was told that 15 beds in
San Francisco could in no way be justified when they
were concerned about filling 500 research beds in Be-
thesda. Further concerns about the stafting continued,
inasmuch as clinicians were a new addition to NIH and
the salaries that could be paid were not competitive.
Thus clinicians deploved elsewhere were being pulled
back to Bethesda, and Bierman and his associates were
among such candidates. Dr. Jesse Steinfeld was trans-
ferred to NC1 10 develop isotope studies. He eventually
became Surgeon General of the Public Health Service,
after two tours a1 NCl and a period at the University of
Southern California.

I was not privy to the high-level discussions about the
fate of the LEO that mav have taken place at NCI or
the university. In April 1953, I received official notifi-

cation that our clinical activities would not be supported
after June 30. This decision, the notification stated,
“. .. is based on hudgetary considerations and should
not be interpreted as a reflection on the quality of the
work.” The director ot the CRI! offered sympathy: the
dean became unavailable: the local press was indignant;
bui the decision was final. Places for the professional
statf were made available at the NCI in Bethesda, each
on an individual basis. The research floor that had
been added to the new medical school building for our
use, and was to be completed some months later,
quickly acquired other occupants on the plans.

The last vear was a-sad one, spent with the remnants
of the basement laboratories and the animal room. [
returned to my old interest, research on the adenoma-
tous lung rumor in mice, and developed some quantita-
tve studies with Dr. Milton Polissar {45). Bierman
became scientitic ttirector of the Citv of Hope Hospital
n Duarte, California, 1aking Drs. Keith Kelly and Ralph
Brion with him. Shack, Shacter, and Dr. Laurens White
‘ransferred ro Bethesda, but Melcher went into private
YOL. f0, NO. 2, FEBRUARY [97A

b
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practice in allergy and Petrakis found a spot on the
facultv of the medical school. Brown, our invaluable
head nurse, was already w the Clinical Center. and
Messee accompanied me East. .

Thus after 7 vears, 300 patiems, 1.6 mittion 1950-

vimage dollars (plus another $1 million for construction
we never occupied), and over 130 publications, the
LEO was closed (46). M1y wife and | were guests at a
medical school taculty dinner ar which ! was presented
a parchment scroll. An administrative officer came
from Bethesda 1o 1ake charge ot the Government prop-
eriy.

The real farewell was ou June 4, 1954, The Tin
Angel night club on the Embarcadero, opposite the
ship piers of Sun Francisco, was rented for the occasion.
Onlv the LEO statf was invited and they all came.
Alcohol Howed and the atmosphere hecame heavy with
sentiment, loud singing, and a camaraderie described
among survivors of sinking ships.
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acy is ideally sitwated to develop & sound educational program in thig specialty
d to do 30 will require the additios of & qualified staff member of professionak-
eak to develop and administer the program. The area X

of Pharmacy Administratiews -
t alio be expanded at the graduats level bat this s 2o

hould present no speei b
oblem other than office space for one or more members of the staff. kn ordi
s develop this area of instruction, it will be necessary to develop a eell

feive program with the School of Business Administration on the Berkeley Campe
gegotiations for such a collaborative progras are now in progress. L e

HETROLOGY )

Seversl members of the faculty on the Sas Francis
at there is need for the development of a Division
jocid be agreed upon at some time in the fature,

t logical school to develop and nourish the several discipiines imvely
of physical science. This is certainly true unless the Sam Frane{
B expanded into s general campus. The school dlready offers- instruoti
sndergradoate and gradmate levels in physical seasurenents whick omb:

ber of disciplines that would be strengthemed by integraties heth ag
gademic and administrative levels.

Mathematics may be regardid ss the:)

iscipline to Metrology., and there is clearly maed for ome ox, mere. abléd

icians on the Sem Framcisco Campus. Retrology represests: & bresd ard .

specisl activities as the Spectrographic Laboratory (¥ IN, X-reysi .
ge.) which is a part of the School of Pharmacy, the Radiometlvity Con ,-

earth and Development Laboratory. By closer integration of staff

¢ above areas and by additional staff, the general area of Retrology &
sperly supported. -

co Campas have sag
of Netrology and if ti
the School of Pharmacy g

-

k. In summary, the School of Pharmacy is presently short foar offices. B
ree research laboratories to louse sad sccommodate the number of facaItgif
r instraction of 80 students Ia #-uSiidec, There is need to expand the p

jent to accommodate ap to 100 BEREAN ‘¢lass. There i3 also need to

pngthen and expand instrut"i’@; ;PRarmacy and Pharmacy Ml!lfl'-f:v g
some additional space wil Ve, e this purposs. Should it be

) ) Iop a Division of Metrology.
itional allocation of spaca‘s = 4

. - . Troy C. Daniels,
' ‘ Dean, School of Pharmscy
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cource oI troatment that fits one of thase paticnts Io
aulctenes and 2 productive life. The mansgemon: of cl
dezsnds the combined chills of wmany specialists: plas
pediztricians, ortiodontists, prosthodontiztsz, radiolonizis, spo
cheovapisis, and othera. To help meot ti.: meed for this eoowdinzt
our Cleft Palate Panel was established 1953 under ausazices of the
School of Dentistry. It has been supporied almost entizely by privata
funds, and over the years has assisted in the treatmoent of more tiam 900
children. In some cases, treatment 15 undertaken at the lMedienl Ceater;
in others, the punel provides expert evaluaticn and reecc=icndations to
guida referving physicians and dentists in home coxunities. Eesldes
rendering a scrvice of inestimable valuc, this program has xresulted ia
importont advances in tha evaluation and treatment of cleft palate. Tac
kizhly successful approach used in the clefi palate program is mow serving
as a guide to the astablishment of a similar referral center for ychabili-
tation of paticnts who hava been treated for cancers of tha face and mouth.

Cacoarch i wadiolosy: The AEC-supported Radiological Laboratory now
2235 nearly eisht years of cxperience in the trcatment of ¢ancer with the
70-zillica=volt synchrotron, the waorld's wost powerful x-ray machine. In
cevtein tynes of patients, this means of therapy achieves results thas
vould be izjossible with more conventional treatment, beczuse the extremaly
hish enexpgy of the radiation beam permits the delivery of an effective

dose deep in the body with a winimum of damage to intervening healthy
tissue. &many tunmors that hava been treated with the synchroiron are

thiose of ¢he head and neck, uterus, lung, and urinary bladdex. The
I'zdiolozical Regearch Ladboratory has made important contributions to x-ray
c¢iagnosis. The uge of image intensifiers and special television circuits,
ior euzmple, has made it possible to visualize interrnal structures
c¢ucepilonalliy well while markedly reducing the exposure of patient and
ciaff to radiation; z-ray motion pictures of such complex processes
ciclloning and speech require no more radiation exposure than a conveniional
chest n-vay. Tae Radicactivity Research Center 13 recognized as en out-
ctending laboratory for work with radicactive icotopes. It provides
facilicies for research programs of many departmonts, and has made important
contributions of ites owm == particularly in the study of thyroid function
and the evolution of chemical techniques for destroying thyroid tissue in
patients with goiter.

I

N
t

208al retamdation nyoerzams: Wihen public intercst is newly focussed on
, mxjor medical problam, the feeling that “somaetliing must be done" tends
co be translated into an assumption: 'nothing fs bains done." There is
also a tendency to overlook tha prolonged cffort roguired to davelop new
programs.  fActuelly, tha San Prancisco Madical Ceater. is doing highly
significant wozk in the fleld of mental retardation apd in the clucter of
zourological handicaps, sensory disorders and emotiomfl problems froa
valch reterdation canmot be segregated., Our Departmeoft o Dlediatrics hss
. vaat is vecogrized by natlonal authorities as an oute zndlins clinde for
children with cerebral palsy, retardatiom, and relatcd problems, Working
clogely with this clinic is the Pediatric Mental Health Unit, which does

v
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Lost Colony: Laboratory of Experimental Oncology, San Francisco, 1947-54: Historical

Note -2

Michael B. Shimkin?

“In the tight berween sou and the world, back the world ”
~—Frans Kalka

Four volumes bound in Government-green are ar-
raved at mv left. They record a 7-vear period of cancer
research, my life, and the lives of several hundred
patients and other people. This is the visible residue of
the Laboratory of Experimental Oncology (LEO), a
collaborative activity between the National Cancer Insti-
tute (NCD and the University of California School of
Medicine in San Francisco: | headed this activity be-
tween 1947 and 1954, The volumes consist of annual
reports, a collection of published reprints, a scrapbook,
an album of pictures—and some memories.

This collection of four volumes prabably is unique. [
mav be the onlv one who had read every word herein
contained. Dr. Nicholas Petrakis, a legacy from the
LEO who remained at the medical school, retained the
brass plate from the front door—a relic that undoubi-
edly will outlast the papers. Yet the experience, as an
earlv example of a regional cancer center, retains heu-
ristic values, perhaps mostly negative ones.

THE LAUNCHING

A constellation of occasions and circumstances differ-
entiated into the LEO. After 8 years at the NCI and
war service with a parade of acronymic agencies (OSRD,
UNRRA, SHAEF, and WHO), I wanted to settle down
in an academic environment and contribute to the
solution of the cancer problem. Surgeon General
Thomas Parran agreed to such an arrangement and
even edited an exploratory letter that | drafted to Dr.
Francis Scott Smyth, dean of the University of Califor-
nia School of Medicine in San Francisco, my alma
mater. Dr. Roscoe R. Spencer, director of NCI, was
favorable to the concep! of colonies and also encouraged
me.

One of the members of the National Advisory Cancer
Council in 1946 was Dr. Robert S. Stone, professor of
radiology at the University of California Medical School
in San Francisco and a medical director in the Manhat-
tan Project. He heard about me from his academic
associates and from mv involvement with an extension
of the Manhattan Project at the NCI. Dr. Egon Lorenz,
who was studying the lifetime effects of low levels of
radiation on several species of rodents, was having
difficulties with the pathologist assigned to him for the

hematology work. [ was asked to take over; in the
process, | learned some hematologv.

HE

VOL. K, NO. 2, FEBRUARY 197R

from The Great Wall of China

One day | was asked 1o meet Stone. We chatted, and
1 expounded my ideas on a well-supported combined
clinical-laboratory unit on cancer research in an aca-
demic environment. I wanted to demonstrate that
biomedical research programs of the National Institutes
of Health (NIH) could develop as colonies of full
partnership with universities and that such research
should be pursued by full-time research teams. Stone
was interested, and careful. The dean and his cancer
committee were in favor, he said, but no money, no
space, no academic positions were available.

Despite these discouraging words, an exchange of
letters between the president of the University of Cali-
fornia and the Surgeon General of the Public Health
Service formalized an agreement. A sum of §40,000 was
allocated from the budget of the NCI, and negotiations
for space were on the way in San Francisco. Dr. Howard
R. Bierman, about to leave the Navy, appeared on the
scene via an introduction by Spencer. He was a graduate
of Washington University in St. Louis and an enthusias-
tic physiologist who was taking out a patent on a new
strain gauge (7). He appeared to be a good man around
whom to develop clinical investigations, and a civil
service position was obtained for him. He proceeded
ahead of me to San Francisco, where 1 arrived in
January 1947.

Space for LEO was found at the Laguna Honda
Home, a facility for the aged poor of the city's Depart-
ment of Health. It was a castle housing some 1,500
souls, whose averagc age was over 85. The name,
meaning “deep lake" in Spanish, was derived from its
proximity 1o a water reservoir about 3 miles south of
the medical school campus on Parnassus Hill. San
Francisco's director of Public Health, Dr. Jacob Geiger,
was an old Public Health Service officer from the plague
days in California, a big, pleasant diplomat with a

hobby of gathering medals. He, the dean, and the
director of the Public Health Service district compiled
the necessary documents of agreement, and for the
rent of $10 per vear we acquired two floors of one wing
of the building. The upper floor was to house the
clinical beds and facilities; the lower floor was for the

! Received June 30, 1977, accepted September 8, 1977
2 Supported by Public Health Service contract NITH 263-76-C-0419

from the National Cancer Institute
3 Department of Community Medicine, School of Medicine, Unt-
versity of California at Sap Diego. La Jolla, Cairf. 92093
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basic laboratories, physiology equipment, and animals.
[mmediately, we ran into long discussions with the
administrator of the home, who was not at all sure that
rats and mice were included in the agreement. The
administrator was a dedicated man with much time on
his hands, and discussions with him were interminate.

Contracts were let via the medical school for construc-
tion in our area, and reimbursement from the NCI was
arranged by one telephone call. Surplus laboratory and
oftice equipment accumulating from demaohilization was
easihy procured, and we were soon muniticenth
equipped. By summer we were in place. Surgeon Gen-
eral Parran dropped in to give his blessing.

ght holder

copyri

il

IGURE | —Surgeon General Thomas Parran (left) inspects the LEO,
Mav 27, 1947; Dr. M. B. Shimkin (center) and Dr. H. R. Bierman
(right)

, or reproduced in any fashion without written permission from the

copied,

The basic staff was quickly assembled. Among the
earlier additions were a biochemist, Dr. Bernard Shac-
oter; an M.D.-Ph. D. immunologist, Dr. Leo Melcher;
2and a physicist, Mr. Bruce Shumway. But most impor-
glant were two indispensable women who really ran the
zplace: Miss Dorothy Messee. chief administrative assist-
Eant:; and Miss Marjorie Brown, chief nurse. By the time
the facilities were completed in June 1947, 15 people
were on the staff.

Meanwhile, Bierman and I were making clinical and
Eacademic contact in the area, including seeing a few
Epatien[s on consultation. One was a man with a dissem-
ginated lymphosarcoma, with external nodules covering
§his whole body. We had ampuls of nitrogen mustard
oand gave the patient one course. Every nodule disap-
peared and the terminal patient sat up and demanded
food. News of the miracle, which unfortunately lasted
but a short time, spread through the city.

We had meetings with the cancer committee, a con-
sultative cancer board was reorganized, and Bierman
was put in charge of the NCI cancer teaching grant to
the medical school. With a statistician hired for the
purpose, plans were started to devise a national test of
cancer knowledge among medical students,
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The laboratory reported to the medical school and
the NCI. Good as well as bad consequences came from
having more than one bureaucracy to work with. Print.
ing of forms and announcements, for example, was
proscribed by Government regulations but simply
achieved via the university. Travel to meetings was
difficult (o finance by the university, but at that time
easilv arranged with the NCI. Such alternate arrange.
ments were made possible by our several sources of
funds. The basic allocation was from the direct opera-
tions hudget of the NCI: we were, in turn, a “branch”
of their structure, loosely placed in the office of the
director. The experimental ward was financed by an
NCI grant, one of the largest at the time, to the medical
school; 1 expended this money by university rules. A
small budget was set up for us by the medical school;
this was later derived from the all-universitv cancer
appropriation from the State.

The three sources of funds were reflected in three
personnel systems for employment. With the exception
of Bierman, members of the scientific professional staff
were officers in the Public Health Service. Others on
the direct NCI funds were on Federal civil service. The
clinical help were hired through the universitv system.
The salaries and emoluments differed and had to be
reconciled, a reasonable problem for all but the clinical
professionals.

The last item was an Achilles’ heel of the activity. 1
had a fixed idea that clinical investigations should in-
volve no financial arrangements between the patients
and the investigators. Thirty vears later, 1 believe this
more strongly than ever. The world of the real, even in
1947, however, was out of focus with my beliefs. The
medical school faculty derived much of their income
from private practice—open, or hidden, or rationalized.
I soon found that even seeing patients on consultation
and not charging for such consultation embarrassed
the physician and the patient.

All services were free to patients admitted to the
laboratory ward, and we had no accounting or billing
system. Inasmuch as officers of the Public Health Ser-
vice were “"on duty” 24 hours a dav, | had control over
their activities and allowed no outside practice except
for one who supplemented his resources by emergency
room attendance on weekends. Such restriction was not
applied to civil service emplovees, whose time after
work was their own.

IN FLIGHT

By the end of the first vear, the LEO was a fully
developed mini-experimental hospital of 13 beds in
addition to laboratories for physiologic, biochemical,
and immunologic work:iThe total budget was now
$212,000. The staff comprised 9 professional investiga-
tors, 12 administrative and technical assistants, 8 nurses,
and others for a total of 49 people. Residents in medi-
cine and in pathology were rotated through the facility.
[ was secretary of the statgwide Cancer Research Coor-
dinating Committee of ffxe university, on the cancer

:
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LOST COLONY

poard, and chairman of the planning committee for a

research floor of the new medical school buildings.

Bierman was chairman of the consultative tumor board

and of the cancer teaching program for the medical
school.

The clinical work was oriented around two internists
and required collaboration and participation by many
other specialists. Pathologs needs were met by setting
up a service extension from the medical school, with a
full-time technician and resident, thus expanding the
Laguna Honda Home pathologv services. Radiology
needs were initially met bv Laguna Honda Home, but
required the purchase of a new fluoroscope. For minor
surgical procedures, consulting surgeons provided free
services; for major surgery, patients had to be trans-
ferred to the Universits Hospital.

We hoped to develop isotopic radiotherapy and as-
sembled the necessarv equipment, including a hood
with a collecting device on the root four stories above.
Three research fellows in radiobiology served with us,
but later changed careers to pathology and pediatrics.

The professional staff had clinical appointments at
the medical school in experimental oncology, and for
administrative purposes they were under the Division
of Medicine. We were listed separately in the catalog of
the medical school. Our main relation, however, was 10
the interdepartmental cancer board of the medical
school, inially chaired by the professor of pathology
but soon replaced by Stone, the professor of radiology.
He was a capable radiologist and a pioneer of the
atomic age (2).

Stone was the éminence grise of the cancer situation at
the medical school. He enjoved complete control in his
department and volunteered his participation in budg-
etary and administrative matters of the laboratory. Not
having attained this goal, he began to draw up a

“constitution” for a Cancer Research Institute (CRI) at
the medical school. The rules became increasingly more
restrictive and formal, with long hours of acrimonious
discussion about specific provisions that seemed trivially
detailed.

1 finally recognized that the planned institute was
being set up for Stone as its director, and that 1 was
seen as a competitor for the position. I announced that
my role would continue to remain in the Public Health
Service and to head the LEO and that, although the
LEO would be within the proposed CRI, I intended to
retain control over it whether at Laguna Honda Home
or in the new facilities in the medical school. The CRI
constitution was soon patched up, and my relations
with Stone became formal. The medical schoo! obtained
2 building grant of §1 million for an extra floor to
house the LEO. Stone dectded not to become the
director, and instead a pathologist from Stanford Uni-
versity, Dr. David A. Wood, was appointed in 1951.
Wood, a stolid, patient man, headed the CRI for over 2
decades.

By the third year of operations, the LEO was too
busy to get involved in institutional politics. In retro-
spect, that was one of the troubles: I should have made
frequent trips back to Bethesda to solidify personal

VOL. 60, NO. 2, FEBRUARY 1973
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relatio_nships.l cspec!all)' since the leadership there was
changing rapidly, yl(h Dr. Leonard A. Scheele and Dr.
Harry Eagle now in top positions and with hule back-
ground or sympathy about our arrungements and goals.
. The a{\nx{al report for 1948-49 proudhy proclaimed:

The ob;ef(we of the Laborators is clinical research in
cancer. With the cancer patient as the focal point of
Investigations, the work is oriented along four broad
approaches: (1) experimental therapy, providing clinical
material for other studies as well s permiting evalua-
tion of such procedures on neoplastic disease: (2) phvsi-
qlogy, particularly cardiovasculur and respiratory phvs-
iology of the cancer patient, and the studs of neoplastic
tissue, in wrro‘and e vivo: (3) biochemistry, including
metabth studies on the cancer patient and investigation
of specific biochemical reactions; and (4) the study ol
protein fractions of cancer and normal tissue of human
origin, utilizing immunochemical techniques for their
identification and ditferentiation.”

This was not wishful thinking. Already 19 publica-
tions were printed or in press, and #8 patients had
been studied on the ward; this comprised over 3,000
patient-davs, explored 10 therapeutic chemicals or pro-
cedures, and expanded our pre-LEO experiences. The
pathology unit had performed 82 auwopsies (18 on our
patients) and examinations of 162 hiopsv specimens.
Even the isotope unit had performed 57 determinations.

The experimental chemotherapy program depended
upon clinical observations for the determinations of
effect (3). Biometric design, random assignment, and
double-blinding were features of the future. Our case
numbers were insufficient, and the approaches were
foreign 1o our clinical setting. Frankly, we did not miss
them at this early phenomenologic period.

It did not take much astuteness to recognize that
nitrogen mustard and amethopterin were active against
leukemias and lymphomas, whereas pteropterin and
stilbamidine were devoid of useful activity. We soon
found that nitrogen mustard did not have to be spaced
over several days but could be given in a single dose,
and that the induction of fever did not enhance the
therapeutic response (4). Chvmotrypsin was a local
cancer nostrum; we tried it on 10 patents. and the onh
effect was severe anaphvlactoid reactions (5). Chyvmo-
trypsin was not further advocated.

Hyvdroquinone monobenzyl ether, used in depigmen-
tation of rubber, was described to block melanin for-
mation. We obtained a commercial product, purified
it, and treated patients having disseminated melanoma
(6). No beneficial effects were noted, and the trial was
completed without the subsequent interminate regula-
tions of “investigational new drug” provisions of the
Food and Drug Administration.

Therapeutic approaches also included cautious exple
ration of virus infections, a trend popular at the um
and of hvpophysectomy for advanced breast canc
and melanoma. In the animal room, mice with tumo
were used 101est fungicides, tetrazoliums, and esters «
(2,4-dichlorophenoxy)acetic acid (2,4-D) for antine
plastic cffectz »

Studies orgithe physiology of patients with cance
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-olved the development of methods to measure intra-
Plerial and intracardiac blood pressures by means of
ain gauges, and circulation times by means of oxime-
s. These measurements, as could have been antici-
mited, were more useful for patients with cardiovascular
;ﬂ"oblems than for those with neoplastic diseases (7).
ore specific investigations of the fate of transfused
lgukemla cells indicated the prodigious capacity of the
3 lgngs to remove such cells from the circulation. Experi-
: @ice with various intravascular catheterization proce-
@ures was leading to observations on the vascularization
tﬁ' tumors and intra-arterial drug therapyv.
2 Biochemical approaches included determinations of
@rum catecholase (8) and urinarv coproporphyrin (9);
either seemed useful indicators in neoplastic disease.
gs another indication of the need for specificity in
oplastic diseases, blood histamine values in pauents
®ith mveloctvic leukemia were of interest (10). The rise
in gastric lactic acid after iv administration of glucose in
patients with gastric carcinoma, as investigated by Shac-
ter et al. (/1), seemed to demonstrate the anaerobic
glycolvtic activity of the tumor.

Melcher proceeded with fractionation of tumor and
normal tissues for the protein components as the first
step toward the demonstration of tumor-specific anti-
gens. The indicator system was 1o be the sensitized
intestine of the guinea pig, which would be exposed to
proteins of normal tissues to ascertain residual reaction

pEd i—br__
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‘Re 2 —After a complete work-up of the panent, he is discussed at staff rounds for possible therapeutic approaches and for phisiologic
eterminations that would assist in the management of the case. The voung patient has a retro-orbital neurofibroma. Left to right: Dr N. L
Mrs G, Singer, Mrs. OO Mitchell, Dr M

Goldflarb, Dr. R L Bsron, Jr., Mrs. A, Kmight, Miss

10 subsequent exposure to tumor proteins. In vitro

precipitin reactions on antitumor rabbit serum absorbed
with a pool of normal organ extracts also were being
explored. These attempls to demonstrate tumor anti-
gens received no support from the scientific director ot
the NCI, who believed that tumaors elicit na immuno-
logic response.

AT APOGEE

By mid-1951 the research program of the LEO was in
full swing, with the staff and budget at a steadv state.
Publications numbered 61, with 10 more in press. The
clinical group, under Bierman, used increasingly more
new sophisticated arteriographic methods that allowed
observations on the increased abnormal vascular supply
of tumors in man (12, 13} The tumor vessels responded
poorly 10 epinephrine. The ahility to approach visceral
tumors, such as metastases to the liver, by the arterial
route also enabled the exploration of therapeutic effects
of chemicals introduced via the arterial supplv.

Studies on the physiolggic dvnamics of leukocvtes in
man (14) showed the importance of leukocyte removal
mechanisms in patients with leukemia and suggested
that longer survival of leukemiu leukocvtes was a factor
in the disease. Cross-transfusions between patients with
leukemia and patients wigh disseminated neoplasms (15
showed that the lung ﬁ(as more active in removing

g
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Ficrre 3.—Dr. Elliou Rapaport demonstrates multilead electrocardiography at a meeting of 1the American College of Physicians, April 20,

1948. Left 1o nghi, foreground. Dr. B. Shacter. Dr. L. Melcher, Dr. E.

Ficere 4.—Dr. L. R. ‘Melcher and Mr
guinea pig with radioactive antibodies against tissue proteins. The
metabolism of this radioactive-tagged material was then studied by
determination of the radioactivits in the tissues and excreta of the
animal

B R. Reed immunize a

leukocvtes than was the spleen or liver. Lungs of leuke-
Mia patients were relatively ineffective in the removal
ol white blood cells. Since two-thirds of the lymphocvies

¥OL. 60, NO. 2, FEBRUARY 1978

Rapuport, and Miss M. Brown.

enter the circulation through the thoracic duct, this
duct was catheterized (16). Regardless of the peripheral
lymphocyte or granulocyte count, the lymphocyte count
in the thoracic duct lymph remained stubbornly the
same. Drainage of lymph fluid up to 10 days did. not
alier the peripheral lymphocyte count. The resulting
information showed that lymphocytes in lymphatic leu-
kemia do not gain access to the blood in increased
numbers through the thoracic duct.

Experimental chemotherapy was attempted with
about a dozen compounds (17-19). Activity was limited
to alkylating agents, antifolic acids, and hormones.
Triethylenemelamine was an interesting addition to
nitrogen mustard ‘but less predictable in its effects (20).
Cortisone and adrenocorticotropin became available in
small amounts and were used in children with acute
leukemia. It soon became apparent that, although re-
missions were induced, their duration was brief and
did not add to the survival period (21).

In the absence of formal controls or contratests, we
began in 1948 to analyze historical experiences in the
survival of patients:with malignant diseases; these expe-
riences were culled from the records maintained by the
tumor registry of the University Hospital. The late Dr.
Eschsholzia Lucia, a trained statistician who was with
the registry at thattime, not only facilitated the analvses
but provided for rfge an intense postgraduate course in

4

statistics, a xopic,%o which 1 had not been exposed

&
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nsfusion of blood beiween 2 patients By means of
3 with the aid of anticoagulants, up to 150 liters of b

.
rihal education.
ige analyses of survival and the effects of
-And therapeutic factors on survival were
ZrSthe leukemias (22, 23), lvmphomas (24,
¢¥st cancer (26). For the leukemias and
80 increase in survival could be demon-
§ e 30-vear period from 1918 10 1948, nor
340 be related to therapy (27). Earlier reports
?aﬁxre also indicated that the survival had
jable, thus reinforcing the possibility that
Hét was a palliave for symptoms.
tigz early 1950's a mounting debate arose
wabonents of the classic Halsted radical mas-
otscancer of the breast, proponents of ex-
»e@tions, and critics who could elicit no statis-
of for operative removal bevond simple mas-
I'Re surgeons at the University Hospital had a
s#ecord of their breast cancer material, main-
. a devoted secretary who would eventualls
own breast cancer and die therefrom. Life
Jdvsis of the material failed to reveal imprave-
survival, but the radical operation had been
therapeutic approach over the 3 decades of
ce. The similarity of the results with those
§ from other centers and with the use of some-
ferent approaches did cast doubt on the invial-
f the classic concepts.
151 the first rumblings of criticism also came.
ofessor of medicine had a long. friendly. chat
¢, informing me that we were being accused of
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an arterv-to-
‘0od were exchanged bei
me clinical therapeutic benefits in pauent

e dvnamic phisiologs of blood cells, as well as so

Canis

arters cross cannection through polyethylene tubes and a
(ween 2 patients on 12 occasions Fundamenta]
¢ with marked blood

performing drastic, deleterious procedures on patients
and that the release form we had devised for admission
to the research ward was “psvchologically harmful.”
The sources of the criticisms were not identified, but
we were in the middle of the sticky area of experimen-
tation on human beings.

On a trip to the NCI, I was asked to see the director
of the NIH and was accused of experimenting on man.
The procedure particularly condemned was hypophy-
sectomy for malignant melanoma (28). 1 pointed out
that the procedure was not being done by us at LEO
because none of us would know how to do one, but 1t
was being done by the respected, nationally krown
neurosurgeon Dr. Howard Naffziger. Moreover, hy-
pophysectomy for advanced neoplasins was also being
investigated in Sweden.

Whatever may have been the injustices or lack of
communication, remedial steps obviousl had to be
1aken. We instituted written protocols tor all new depar-
cures in our clinical research, which we asked the cancer
board of the medical school to review. A symposium
arranged with Dr. Ouo Guttentag on the subject of
human experimentation was held in October 1851 and
was well received. An almost visible‘thawing of attitude

was felt by the airing of the problem. We gathered the

four presentations for publication but were stopped by
the NIH. They, too, were grappling with this sticky
problem and formulating their guidelines for the Chni-
cal Center that was being built iné’,ﬁethesda lnl some
wav, an enunciation from Ca\ifo-ﬁijia was considered
[ voL. 60, 0. 2, FEBRUARY 1978
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contrary to possible policy. Lerters and telegrams were
exchanged, with the dean emerging as a champion of

academic freedom. Approval finally arrived, with in-
structions that 1 not be identified with the NIH. The
proceedings finally appeared in the February 27, 1953,
issue of Seience 16 months after the meeting (29). The
papers, in which I took the research worker's point of
view and Gurtientag spoke on the physician's point of
view, have become classics and have been included in
many subsequent compilations an the subject.

DESCENT

Although 1 thought we had met the challenges and
had served a useful purpose in confronting the issues,
we also drew attention as real or possible troublemakers
or sources of institutional embarrassment. hoth in San
Francisco and Bethesda. How much this contributed to
our demise 2 vears later remains unknown, but it
cerfainhy must have been an influencing factor.

Our tvpe of work was not free of complications. Qur
patients. of course, had advanced disseminated neoplas-
tic disease with fatal prognosis. and they were informed
of our procedures. There was a 210-pound Texan with
mrcosis fungoides, who looked like a raw steak. By
arterial infusions of nitrogen mustard (30), his extremi-
ues cleared remarkably. Auempts to clear his face,
however, caused development of a hemiplegia, and he
lingered for months as a nursing problem. One eve-
ning, a terminal patient with lymphaosarcoma lit a ciga-
rette in his oxygen tent and sustained fatal burns. But
tor the most dramatic investigations, such as cross-
irinsfusions of blood or drainage of the thoracic duct,
exervthing went smoothly. Neither were we criticized
in our attempts to induce virus infections in children
with acute leukemia, after we observed a remarkable
remission in one little patient who developed chicken
pox without our help (31).

We eventuallv admitted almost 500 patients to the
experimental ward. These were our main professional
concerns and where our duties and devotions lay. The
patients were screened carefulls before admission. They
had to undersiand the experimental nature of our
work, and everv procedure was again explained to
them: the initial release form even included agreemen:
'oan autopsy. The understanding did not absolve us of
negligence nor deprive patients of recourse to legal
dactions, but it did set the tone and nature of our
relaiionships. In all our 5 vears of operations, not a
“ngle threat or implied threat of action against us was
saiced. Two patients did instruct us to terminate our
suwempts at therapy.

Inasmuch as we had no fiscal arrangements with the
Panents. we had 1o guard ourselves against being con-
wdered 3 convenient dumping ground for patients who
:;“3 'erminal in regard to their physical or rtheir finan-
GUr(d‘(’i”dlU(_)n. By insisting upon complete control over
ol J[rmgsnons, we avgxded \hc problem quite success-
wme r)ft € cost of being considered uncooperative by

our confreres

few patients insisted on making contributions, the
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largest one being a pickup truck that was used to
accelerate the delivery of supplies from the university
storehouses. The process of getting the 1ruck accepted
by the Government was ludicrously complex and
lengthy. We set up a peuy cash fund for the other
contributions; from this a television sei for the ward
was purchased.

I remain convinced that investigations on man should
be pursued in absence of financial relationships between
the subject and the investigator. Evidence was ample in
our experiences to indicate how little realitv was con-
tained in the demand for complete informed consent
by the subject, which is now accepted dogma and a
stringent requirement. A much more realistic safeguard
is the independent doctor-counselor suggested by Gut-
tentag (29). Even there, the ethical problems do not
adequately encompass children, mental incompetents,
and the trusting and ignorant.

We dealt with people with fatal afflictions predicted

to be of rather short duration, for whom standard
treatments were ineffective or unavailable. The bravery
and fortitude of the patients and their families were a
constant wonder. Wha can forget the brave young wife
of a man whose face was being eaten away by a mixed
tumor? She nursed him at home and one night he
mercifully died, an emaciated Quasimodo without a
recognizable face. Who can forget the beautiful children
with acute leukemia, in whom remissions were induced
with methotrexate or cortisone, and who then would
relapse and die before one's eyes? It was always the
voung father who would collapse, and the mother who
would bear up under the tragedy. My advice to such
families was to conceive another child, and often the
mother was already pregnant.

All the drugs and procedures we had were so limited,
so temporary in their effects. Yet despite all cautions,
the placebo effect was evident in mans of our patients.
In anticipation of a miracle, thev would eat better,
sleep better, require less narcotics, and even gain some
weight. Such improvements were ephemeral, and we
learned to anticipate them and not to confuse them
with therapeutic effects of our drugs.

The patients had 10 know they had cancer before
admission, and almoss all of them did. A woman with
disseminated breast cancer, however, would ask us not
to tell her husband; her husband had just previously
asked us not 10 tell her. Cancer was seldom mentioned
after that—an unwelcome intrusion known to all but
recognized by none.

How important is body contact! The dving woman
whose face vou stroke and whose hair you rearrange,
and the smile that passes between you. The hand of the
father of the leukemic child that you grasp and feel its
flutter, its sweat, and ghe amost electrical transmission
of his woes to you. We, 100, wept.

The whole staff—physicians, nurses, dieticians, and
artendants—was immersed by the activities. Afier sev-
eral deaths, in rapid succession, of patients who had
become their friends as{}"well. ane wanted to send the
staff for a vacation to agduage their grief. No, 1t was not
a detached, cold experiélice. It was a very warm, human
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experience that could not be communicated to those
who had not had such an enrichment in their lives.

The statt was voung, but we did have one death. Dr.
Nellie Hallidav, a biochemist who supervised our clinical
taboraiory, had chronic ulcerative colitis. Her last few
weeks were as heartrending as any of the deaths from
cancer.

LEO was involved in two major extracurricular activ-
ities. | wits for 7 vears the executive secretory for an all-
university cancer research program. which allocared

wsome $300,000 per vear for projects on three campuses
3(32). Bierman continued with the annual national ex-
Zamunation of medical and dental studens (33), which
Beventually was found 1o be the onlv evaluative attempt
fthe cancer teaching program of the NCI. The clinical
Staff participated in various consultative cancer boards
it the universitv and other hospirals in the area. and
gresidents and research fellows in medicine. pathology,
nd radiologv rotated through our clinical tacitities.
§ One of the original purposes of LEOQ was to have
Shighly integrated work at the clinical and laboratory
vel. This aim floundered on that most human of all
geasons: personality clashes. Clinicians considered the
?boralor\ workers to be available for their projects.
he laboratory workers were of a different mind. and
® force collaboration was hopeless. Instead, the staff
gem their separate wayvs, with collaboration evolving
ontaneoush between individuais as thev found prob-
§)ms of murtual interest. 1 retain a great amount of
epticism about programs in research based upon
Qllabormi\'e interactions between mature investigators,
@pecially in programs designed for others by adminis-
fBative supervisors. Things simply don't work that way.
force the issue resulis in rebellion, noncompliance,
a staff of complaisant technicians rather than inde-
ndent investigators and sources of original ideas.
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g gl he apogee and the nadir of LEO were only a vear
Zpart. We continued to report progress in the studies
c,

S0& phisiologic dynamics of teukocytes in man. Thoracic
F@cr Auid had been analvzed in 10 patients. The effect
@Esnnpurhenc and parasvmipathetic drugs on leukocyte
digamics continued to show the importance of the
uggs in the sequestration and release of leukocvtes
ing) the circulation (34). Additional studies reiterated
thgt leukemia cells often had a longer life-span than
nagmal leukocvtes. Petrakis (35) measured bone mar-
rof temperatures and pressures, which were elevated
in@eukemia patients. He and Dr. Serafeim Masouredis
alsp determined the blood flow in human bone marrow
by clearance of radioiodide and found it increased in
leukemia patients.

Bierman et al. (36) performed percutaneous portal
vein puncture on 45 patients, measuring glucose and
oxygen consumption and blood flow. Portal venograms
were obtained by this technique, and a dispute over

priority immediately occurred with 1he radiology de-
partment. o
Lo L
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Freere 6. —~Miss P Miller, Dr. S P. Muasouredis, and Mr
Shumwur studving the clearance rate of radioiodinated albumin
from the bone marrow of 4 patient with Hodgkin's disease. Such
clearance rates. probabhy a manifestation of increased blood finw,

nmarkedhy increase in some patients with leukemia, partcularls
those with acute disease

B S

In experimental chemotherapy, 10 chemicals were
wried, the most interesting being the new GT-11, discov-
ered by Dr. George Timmis of London and eventualh
10 he known as busulfan or Myleran (37). Satisfactor
responses were achieved in 16 patients with mvelocijc
leukemia. The news that we had an interesting new
agent for myelocytic leukemia spread rapidly, and 4
small flood of patients with the disease appeared by
referrals.

Nitrogen mustard and its analogs continued to be the
mainstav, along with methotrexate and cortisone. Col-
chicine, alloxan, azaguanine, Nile blue, the Serratia
marcescens polvsaccharide, and a soluble methvicholan-
threne were tried without therapeutic effeci.

The Universits Hospital experience with leukemias.
lymphomas, and breasr cancer was analvzed. Our com-
parisons with historical controls, such as acute leukenna
in children, demonstrated no significant improsemenis
in survival. We concluded rhat our therapeutic manp-
ulations, including those with ohjective effects on oy
mass, were palliative of sy mptoms but did nov arrew
the neoplastic process and progression.

Laboratory investigations in immunology and -
chemistry were also progressing satistactorily  Melcher
and Masouredis prepared radiotodine-tagged antibuds
to ovalbumin as a simplified model tor extension i
more complex proteins. The fate of the antigen and
the antibody in guinea pigs was determined, wirh the
conclusion that iodine-labeled antibodies could be used
as indicators tor the presence or ahsence of anugeni
proteins in vivo (38). The fechniques were then ‘nqpl'f('
10 anti-virus antibodies, first to ectromelia and finali
to the mammary tumor agent in mice (39). Thewe. 1
turn, were preliminary to the planned return to human
tumors and possible identification of specific anngeni
components. i !
Shacter, with Dr. Cec{ﬁ: Entenman (40). studief
(R
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plasma sulfthvdryl, including its measurenent during

the growth and regression of a rat I\ mphosarcoma.

Decreases in sulfhvdryl levels seemed to rellect increases

m sulthvdrevt wilization by proliferating tissues.

Dr. Joseph Shack, who was transferred 10 LEO from
the NCI, worked with others (41} on nucleic acids and
nucleoproteins from calt thymus and mouse v mphoma.
Drs. Francis Crick and James Watson announced their
resolution ot the structure of the DNA molecule in
1933, Postulations in that field were heing made hy
others: the blackbourd in Shack’s labormory was tilled
with odd diagrams ot possible siructures thar perhaps
could be tested by studies with depoly merases. Mean-
while, he was finding some distinar ditterences in depo-
Ismerases extracted from mouse serum and from a
mouse [ymphoma.

Our isotope unit, under Masouredis. also showed
clinical productivity (423, and the material in the path-
ologv unit allowed some reports on unusual metastases
(43, 44),

I was unaware of the Tact that our fate already was
sealed. Visits came from the direcior ol the NCI and
from the Surgeon General; both were taciiurn, uncom-
wunicauve, and obviously pessimistuc. The Clinical Cen-
ter was aboul to open, and ] was told that 15 beds in
San Francisco could in no way be justified when thes
were concerned about filling 500 research beds in Be-
thesda. Further concerns about the statfing continued,
inasmuch as clinicians were a new addition 10 N1H and
the salaries that could be paid were not competitive.
Thus clinicians deploved elsewhere were being pulled
back to Bethesda, and Bierman and his associates were
among such candidates. Dr. Jesse Steinfeld was trans-
ferred to NCI 1o develop isotope studies. He eventualh
became Surgeon General of the Public Health Service,
atter two tours at NCI and a period at the University of
Southern California.

[ was not privy to the high-leve! discussions about the
fate of the LEO that mas have taken place at NCI or
the university. Iu April 1953, 1 received official notifi-
cation that our clinical activities would not be supported
after June 30. This deasion, the notification stated,
" .. s based on budgetary considerations and should
not be mrevprered as arelleaion on the quality of the
work.” The director of the CR1 offered sympathy; the
dean became unavailable; the local press was indignant;
but the decision was finaf. Places tor the professional
statt were made available at the NCI in Bethesda, each
on an individual basis. The research floor that had
been added 10 the new medical school building for our
use, and was 10 he completed some months later,
quickly acquired other occupants on the plans.

The last vear was a-sad one, spent with the remnants
of the basement laboratories and the animal room. 1
returned to my old interest, research on the adenoma-
fous fung tumor in mice, and developed some quantita-
tve studies with Dr. Milion Polissar (45). Bierman
became scientific director of the Citv of Hope Hospital
M Duarte, California, taking Drs. Keith Kelly and Ralph
Bryon with him. Shack. Shacter, and Dr. Laurens White
‘ransferred 1o Bethesda, but Melcher wenrt into private
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practice in allergy and Petrakis lound a spot on the
faculty of the medical school. Brown. our invaluable
head nurse, was already i the Climcal Center. and
Messee accompanied me East.

Thus after 7 vears, 300 patients, 1.6 million 1950-
vintage dollars (plus another $1 million for construction
we nhever occupied), and over 130 publications, the
LEO was closed (#6). My wife and | were guests at a
medlical school taculty dinner w which 1 was presented
a parchment scroll. An adminisirative officer came
trom Bethesda 10 tuke charge of the Government prop-
erty.

The real farewell was on june 4, 1954. The Tin
Angel night club on the Embarcadero, opposite the
ship piers of San Francisco, was rented for the occasion.
Onlv the LEO staff was mited and they all came.
Alcohol flowed and the atmosphere hecame heavy with
sentiment, loud singing. and a camaraderie described
among survivors of sinking ships.
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< - coms T - E N SO
Marmacy is ideally siteated to develop & sound educational program in this specialty ~
ed to do s0 will require the additiom of a qualified staff member of professionak.
sk to develop and administer the progrsm. The area of Pharmacy Administrattems
st 3150 be expanded at the graduate level bat this should present no speei :
roblem other than office space for one or more members of the staff. e @
ko develop this area of instruction, it will be necessary to develop o coiiall
tive program with the School of Business Administration on the Berkeley Comps
Jegotiations for such @ collaborative progras are now in progress. S
METROLOGY ‘

Several members of the faculty on the San Francisco Campas have sag
Bjat there is need for the development of a Division ef Netrology and if th
Spould be agreed upon at some time in the fature, the Scheol of Pharmacy L
st logical school to develop and nourish the several disciplimes imvolved’
ea of physical science. This is certainly true unless the Sam Framcise
5 expanded into s general campus. The school already offers-instruction: st
je undergraduate and graduate levels in physical measurements which eabrgces
mber of disciplines thet would be strengthemed by integratios beth ay.%}
jeademic and administrative levels. Mathematics may be regardid as tha:ii
jiscipline to Metrology, and there is clearly need for one o mere. abl
iticiang on the San Francisco Campus. Netrology represeats & bresd s
Pk special activities as the Spectrographic Laboratory (¥ IR, X-ra
e.) which is s part of the School of Pharmacy, the Radioastivity Centur:dls
Bsearch and Development Laboratory. By closer integration of staff mes ;
above areas and by additional staff, the general area of Netrology ¢
poperly supported. ’

In susmary, the School of Pﬁirncy is presently short four offices ¢
free research laboratories to house snd accommodate the number of facultys

v instractiom of 80 stadents In &5
jient to accommodate up to 100%¥nd
irengthen and expand instrueti

some additional space wil ¥a |

beided that the School of Pharssey skt

ditional allocation of space wf:

2. There is need to expand the p
¢lass. There is also need to
1J¢Plarmacy and Pharmacy Admin{sgtr
@ this purpose. Should it be -
frelop & Division of Metrology.
Esary. .

- Troy C. Daniels,

Dean, School of Pharmacy
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cource oF treatment that f£its cne of these patients fow
cuiczence a2nd 2 productive life. The managenaat of clef
dezzonds the combined killls of many specialists: plast
pediztyicians, orthodontists, prosthedentizcs, radiolon
thovapis:zs, and othicws. To help meot ti.: meed for this coowdinzted cave,
our Cleft Pclate Panel was established ¥- 953 under auspices of the
Sclicol of Deatistry. It has becn supporced almost entirely by private
funds, and over the years has assisted 4in the treatmont of more tkan 900
children. In sowme cases, treatment 45 undertaken at the ledien) Ceater;
in others, the ponel provides expert evaluatica and recczmendetions to
guilda veferring physlcians and dentists in home cor—mnities. Eesides
rendering a service of inestimable value, this program has resulted in
importané advances in the evaluation and treatment of cleft palate. Tac
hizhly succcesful approach used in the cleft palate progranm ic mow cewrving
as a guide to the estoblishment of a similar referral center for rechabili-

tation of paticents who have been treated for cancers of the face and mouth.

Tocoorsh 0 radiolooy: The ADC-supported Radiolozical Laboratory ncw
w25 nearly elqht years of experience inm tiie treatment of cancer with the
70-zillicn-volt syachrotron, the world's most powerful xzeray machine. In
certain types of patients, this means of therapy achileves results that
vould ba iuzocsible with more conventionzal treatwment, beczuse the extremely
hich encrgy of the radiation becam permits the delivery of aan effective
dose deep in Che body with e ulnimum of damage to intervening healthy
tissue. J4mong tumors that have been treated with the synchrotrorn are
those of ihe head and neck, uterus, lung, and urinary bladdexr. The
Tzdlolozical Regearch Laboratory has made impoartant contributions to x-rzy
{iogrosis. The use of image intensifiers and special television circuits,
fox euzmple, has made it possible to visualize internal structures
cucentionally well vhile markedly reducing the exposure of patient and
c:2if to radiation; =-ray motion pletures of gsuch complex processes
suzllouing and speech require no more rvadiation exposure than a conventional
chest u-ray. Tae Radiocactivity Research Center 15 recognized as an out-
ctanding laboratory for work with radioactive icotopes. 1t provides
focilities for research programs of many departments, and has made important
contributions of it= ¢tm -~ particularly in the study of thyroid function
. and the evolution of chemical techniques for destroying thyroid tissue in
- poticnts with goiter.

o i2ntal retawdcotion myeerans: VWaen public interest is newly £ocussed on
- & major madical problem, the feeling that "something frust be done' tends
to be translated into an assumption: 'nothing is baina done.” There is
L alzo 2 tezdency to overlosk the prolomnged cffort raquired to davelop now
pzoarems.  fcetually, the San Francisco Medicel Ceater is doing highly
sisnificent wozk in the field of mental retardation apd in the cluster of
zourological handicaps, senscry disorders and emotionl problems frea
valch retcordation cancot be segregated. Oux Departmefe ol Pedlatyics has
. vaat is recognized by national authorities as an outs andlnn clinie forx
children with cexebral palsy, retardatiom, and relatedd problems. Vorking
closely with this clinic is the Pediatric Mental Health Unit, which does

.
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