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I am privileged to have the opportunity to discuss with you the possibility
~of recognition for major contributions to chemotherapy, and to do so in a

confidential manner, since my secretary who is typing this is absolutely trust-
worthy and discreet. ' :

There arz many men vho have made contributions to chemotherapy of great
importance. George Hitchings synthesized 6-mercaptopurine, thioguanine, imuran,
daraprim 2nd discovered the significance of differential binding to the folic acid
related enzymes which has allowed for treatment of toxoplasma, pneumocystis and
bacterial diszaszs, He also led the team that synthesized .allopurinol. His co-
viorker In much of this ectivity was Gertrude B. Elion. Surely, Hitchings in terms
of his contributions to humen welfare must be high on anyone's list. '

. ”

IT onz looks at chemists in the cancer chemotherapy area after Hdtchings,
Heidelberger's synthesis of 5-fluorouracil, 5-trifluorpmethyldeoxyuridine
(trifluorothymidine) and his work in the chemistry of carcinogenasis merits
recogni tion. ’ :

Umezawa, in Japan, has been the prime chemist associated with antibiotic
davelopment Tor cancer, and aside from anthraycyclines has dominated tha fiel

, Among those who on experimental levels mades the telling contributiod to .
chemotherapy of neoplastic disease, one must mention Lloyd Law, who isclated the
L=1219 tumor, parformed the first Luria-Dalbruck experimant on thas origin of
resistance in tumor cells, and first undertook combination chemotherapy with
sminopterin and azaguanine, :

Fbrzham Goldin tenaciously demonstrated the characteristic of the complex
pharmacology of “anticancer drug and the tumor, in a legion of critical studies on
howt Lo ke antifols in leukemia. His rescarch is the most complete treatise on
the phars logy ef an anticancer drug extending over twenty-five years,

L

Hoviard Skipper and Frank Schabel revolutionzed the concepts of chemotherapy
-cure, laying stress on residual cells and the necessity for treating then,
Their work has profound influence on clinical chemotherapy and in a systematic
corpus has underlay some of the clinical events which have occurred,
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W, zration also for the significance of his work
shiowing o Tarencs impact of SLVPTG] cancer drugs on tumor and normal cells,
using the clonal cois ; unit technique for normal and tumor cells,

ou asked about clinical candidates. | doubt that there are cliniclans whose
shianis havs ths sare Importance that Hitchinqs oy Law nava contributad
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lzading Anserican chamoche rapis as conLendars,'l believe, would ba Frei, Fraireich,
Burchanal and myself.

Frei succesded me at the Cancer Institute and chaired with me the organization
of the Tirst study of combination chemotherapy in childhood acute leukemia. He and
Freireich undartook the Tirst multi-combination chemotherapy, VAMP, in acute
Tymphocytic feukemia and he organized the trial of combination chemotherapy of
Heodgkin's disesase, He postulated the Tirst successful treatment for Burkitt's tumor
using Skipparian techniques, and has gane*ally had a pervaszvo influance on A“Ar|C1n
cancer ressarch.

Freireich conducted the first trial proving the activity of a drug during
remission of acute leukemia in a study of 6-mercaptopurine by the Acute Leukemia

Group B, and is the senior author of the VAMP multidrug partially curative regimen
in acute lymphocytic lesukemia, : )

he earliest students of acute lymphocytic leukemia and

, inaugurated much of the early research in alkylating
ation. He introduced 6-mercaptopurine to clinical
scransous with Law in demonstrating thp effect of combination
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and initiated the first trial of combination chemotherapy in acute
u‘ emia, which became the substance of the work which he and Frei
demonstrated the effect of intensive courses of chamoLhorapy on acute
kemia for induction and demonstrated with Bekesi successful immuno-

e myelocytic leukemias. He recognized the effects of adriamycin on
a and conducted a successful surgical adjuvant trial with it, He intro Jced
or the treatment of testicular tumors, and denonstraLed the curability o

car with adriamycin and platinum.
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cally asked about Hertz and the antifol treatment of troonoala: ic

was conducting clinical pharmacological studies with methotrexate
ncer Institute, extrapolating some of Goldin's pharmacology

igh-dose intermittant methotrexate, Patients with trophoblastic
ving on Hertz's service without spzcific therapsutic plans and were
icipate in this elinical pharmacologic trial, HM.C. Li recognizad
Lnddotropln levels, and interrupted the pharmacologic trial to convert
ic one, The original report was Li, Hertz, and Spencer, and shortly
yssoctation with the project was tcrmlnatod Hertz and his colleagues .

in: the optimal treatiment approaches. Since the initial observations
| K -
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ul and weve not made Oy s {'1., I have alwa orvario:

pase e { servations
its izeworthiness. | have been disturbed by Li's somaetims exclusion from
t cognition that has already accrued. Hertz and his collaborators did
systematically introduce orthparprtmf dichlorodiphenvl, dichlorozthans (0, P' pDD)
for the treatment of adrenal carcinoma, which is a notable accomplishmant.
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=i introduced crunial radiatvion for the trearmant of acuts ymehooytic
Mg zelf-touted Yrotal? the Fapy reglmens for acute lyrﬂwn cytic leuicsnia
“”cﬁv)uo,s.,AsJﬂ Gnd ware the‘eby inferior, nresuzably from iosino-

he Acute lﬂu: siia Group B and many oibhar
i 1 ucted a controlled trial comparing this
ated that all hfs prior re

TCP e U

) attite search had baen conducted with
a traaiment regimen. For the greater part of his investigation approsriats
ce not usad, and now there is substantial fallout of cerebial abnoresli-
- associarted with cranial radiation, Thz costs of rhis muss be G
1oRe rasearth designs wecs more appivpriate.  Pinkel oiso Sﬂdﬂﬁufagcd
the T maintenance ti eatmezt in acute lymphocytic leukemia at three vears
with s, thus incurring a 20% failure rate (and death). | have never
cons 2! kel's research designs to be elegant, or even acceptable. The least
[hES se that he and his colleagues publish a lot. Pinkel did innovate s
tharapsutic approach.to embryond] rhabdonyosarcoma integrating chemotherapy,
radiation and surgery which is of high quality. He also initiated the use of cancer
drugs on a surface area basis, derived from the pedxatrlc practice for fluids asd
calorias.

David Galton of Great Britain introduced many of the alkylating agents that
are still in use today, chlorambucil, busulfan and meiphaldn among them, and has been
an influential, metrcu]oua worker has entire life. The corpus of his mo.k deserves
considaration. : :

Two acditional names in cancer research that merit your cons;dur?tlon ! balieve

-

are McCullough from Toronto whose technique of identification of colony forming

-

units has had major impact on quantitative biology.

ast, is the serious omission, | b°1|eve, of reCanEL
ing iconoclastic studies on viral etlology of nu.ina

: major segment of the world's research in neoplastic
from Jossph Beard who worked in avian leukosis, the concept of
olegy of cancer had nzarly died out when Gross made his observations on tha
us. From his research also came the Polyomd virus. he importance of

Y Lvoqg ha: not yet run out. There is still a possibility that a C-pgoviicle
ss virustwill be shown to impart viral sequehces to DNA which are importunt
nteraction with environmental stimuli to produce cancer, Furthermorn,
amonstrated the poteﬂLtal for immune prophylaxis against cancer in hn
Ho rejected carcinogen induced sarcomas. His contribution®to

cancer rasearch in twe major sphares are, ) balieve, reminiscent of tha
in recognition which characterized the prize for Peyton Rous.
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Irha candidates are many and | believe you would not go wrong to pick among tha
scientists. | still am not certain in my own mind after dictating this latter thar
ciinicians bava yat earnad a place on the sams honor roll. Wich aveary good wisn,

Sincerely,
A
JFH iy ’ Jamas F. Holland, M.D.

Professor and Chairman
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workers have built, but all were undertaken when the
the hardest,

aukemia. A}l of tbs i have been foundations on which suasoquenu_
sledding was



P.P.S. Delayed submission.

On further reflection, Dr. Bernard Fisher is an additional
candidate who merits consideration. Fisher with his brother,
Edwin Fisher, undertook a long series of experiments in the
sixties relating to transplantability of tumors. Bernard Fisher
analyzed the first trial of adjuvant chemotherapy in breast
cancer performed with Thiotepa, and although essentially negative
in its impact, Fisher gleaned .important information from it, and
continued with the National Surgical Adjuvant Breast Program,
evolving a one, and then two, and then three drug adjuvant chemo-
‘therapy for breast cancer. Although none of these chemotherapies per
se appears to be the best now available, the scope, quality, and
impact of his studies on the practice of surgery in breast cancer
is prizeworthy.

Harry Eagle merits consideration on two grounds. His studies
on the kinetics of bacterial growth undergoing penicillin treatment
was a fundamental treatise in the forties. His systematic delineation
of the nutritional requirements of mammalian cells in vitro was a
major accomplishment allowing studies of nutritional and drug
mechanisms of action to be conducted in chemical terms.



