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I am privileged to have the opportunity to discuss with you the possibitity
- of recognition for major contributions to chemotherapy, and to do so in a
confidantial manner, since my secretary who is typing this is abso]utoly trust-
worthy and discreet. )
There arz many mzn who have made contributions to chemotherapy of great
importance, Gzorge Hitchings synthesized 6-mercaptopurine, thioguanine, imuran,
daraprim 2nd discovared the significance of differential binding to the folic acid
related enzymes which has allowed for treatment of toxoplasma, pneumocystis and
bacterial diszasss, He also led the team that synthesized .allopurinol. His co-
viorker in much of this sctivity was Gertrude B. Elion. Sure]y, Hitchings in ta s
of his contributions to humen welfare must be high on anyone's list.

If onz looks at chemists in the cancer chemotherapy area after Hutchlngs,
Heidelberger's synthesis of 5-fluorouracil, 5- trlf]uorpmethyldeoxyur:drne
(trifluorothymidine) and hIS work in the chemnstry of carcinogenasis merits
recognition.

c

-1y CJ'

Urmezawa, in Japan, has bean the prime chemist associated with anti
4ol oy
tiic

iot
davalopment 7or cancer, and aside from awthrdyryclznas bas dominated ie]

i
d.

Among those who on experimental levels mades the telllng contributiod to
chﬂmotnerapv of neoplastic disease, one must mention Lloyd Law, who isclated Lhe
L=1219 tumor, parformed tha first Luria-Dalbruck experiment on tha origin of
resistance in tumor cells, and first undertook combination chemoLherdpy with
aninonferin and azaguanine.

Abraham Go]dnn tenaciously demonstrated the characteristic of the complex

nharmacology o' anl:canccr drug and the tumor, in a legion of critical studies on

haw to use the antifols in leukemia. His research is the most complete treatise on
the pharmzcology of an anticancer drug extending over twenty-five years,

Howiard Skipper and Frank Schabel revolutionzed the concepts of chemotherapy
for cure, laying stress on residual cells and the ne CCSJILY for treating themn,
Their uor” has profound influence on clinical chemotherapy @ in a systematic
corpus has underlay some of the clinical events WhiCh have obrurrcd
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zration also for the significance of his work
shicwlag € Tarencs impact of SLVPTG] cancer drugs on tumor and normal cells,
using the clonal cois ; unit technique for normal and tumor cells,

asked about clinical candidates. 1 doubt that there are clinicians whose
menits hava tha sare Emportance that Hitchinqs or Law have coahributad
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as conLendars,’l belleve, wouid ba Frei, Fraireich,

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 Skipperian techniques, and has gane*ally had a pervaszvo influsnce 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 sepnior author of the VAMP multidrug partially curative regimen
in acute lymphocytic leukemia, :

Zurchenal is one of the earliest students of acute lymphocytic leukemia and
with Xsrnofsky, now deceasad, inaugurated much of the early research in alkylating
agenis in broad scales application. He introduced 6-mercaptopurine to clinical
oractice, Ha was contamzcransous with Law in demonstrating thp effect of combination
chzmothayapy in mouse tumors,

Hciland initiated the first trial of combination chemotherapy in acute
lymohocytic laukemia, which became the substance of the work which he and Frei
subiished. Ha demonstrataed the effect of intensive courses of chamoLhorapy on acute
myalocyiic leukemia for induction and demonstrated with Bekesi successful immuno-
thavapy of acute myelocytic leukemias. He recognized the effects of adriamycin on
csteocsarcoma and conducted a successful surgical adjuvant trial with it, He intro Jced
platinum for the treatment of testicular tumors, and denonstraLed the curability o
cvzrian cancar with adriamycin and platinum.

ically asked about Hertz and the antifol treatment of troonoalas ic

t was conducting clinical pharmacological studies with methotrexate
Cancer Institute, extrapolating some of Goldin's pharmacology

high-dose intermittant methotrexate, Patients with trophoblastic
ving on Hertz's service without spzcific therapsutic plans and were
ticipate in this clinical pharmacologic triall, HM.C. Li recognizad
gonadotropin levels, and interrupted the pharmacologic trial to convert
utic one. The original report was Li, tlertz, and Spencer, and shortly
association with the project was tcrmlnatod Hertz and his colleagues .

“in= the optimal treatiment approaches. Since the initial observations

5t purposalul and werve not made by Hertz, | have always hud some reservations
atout its prizeworthiness. | have been disturbed by Li's somatims exclusion from
the recognition 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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: introduced cranial rediacicn for the trastmant of acute lymohouytic

1a His self-touted "rotal" tharapy regimens for acute 1y“ﬁ1nty“ic Teuania
< cvciophospiamide and weare thersby inferior, presurmably from iomino-
sunnreasinn, o SEERERE by the Acute loukzmia Group B and many oithar
i conducted a controiled trial comuﬂrinq thia

o , OO0 (RO all his prior research had baen nductked with
5 crestment regimen, For the greater part of his :nveSLagation appropriate
cotrois warz not used, and now there is substantial fallout of . cerebial abnoraali-
T3 somorrranty oassaciartad with cranial radiation, The costs of this must bo g oo

si =05 wndne rasesrch designs wacs more appiusriate.  Pinkel aiso | - :

t-e cessation of maintenance trestment in acute lymphocytic leukemia at three years
without controls, thus incurring a 20% failure rate (and death). | have never
considerad Pinkel's research designs to be elegant, or even acceptable. Tha least
chz can say is that he and his collzagues publish a lot., Pinkel did innovate s
tharapsutic approaci.to embryondl rhabdomyosarcoma 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 pediatric practice for fluids add
calorias. ' ’

David Gzlton of Great Britain introduced many of the alkylating agents that
are still in use today, chlorambucil, busulfan and melphalan wmong them, and has been
an influential, meticulous worker his entire life. Ths corpus of his mo.k deserves
considaration. o :

Two acditional names in cancer research that merit your cons;durqtlon I believe

v ~

are McCullough Trom Toronto whose technique of identification of colony forming
units has had major impact on quantitative biology.

ut by no means least, is the serious omission, | believe, of recognitio
ss, whcse pionearing iconoclastic studies on viral etiology of murina
ded impetus Tor a major segment of the world!'s research in neonlastic

e from Joseph Beard who worked in avian leukosis, the concept of

sy of cancer had nsarly died out when Gross made his observations on th=
From his research also came the Polyomd virus. he importance of
lOQ§tha: not yet run out. There is still a possibility that a C-g.. icle
irus will ba shown to impart viral sequehces to DNA which are importunt
action with environmental stimuli to produce cancer, Furthermorn,
emonstrated the potestal for immuns prophylaxis against cancer in hs
Ho rejected carcinogen induced sarcomas. His contribution®to

ancer ressarch in twe major sphares are, | balieve, reminiscent of

leng deiay in recoqnition which characterized the prize for Peyton Rous.
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ina candidates are many and | believe you would not go wrong to pick among th=
scientist ] still am not certain in my own mind after dictating this latter that
ciiniaia bava yat earnad a piace on the sams honor rolle With every good wish,
Sincerely,
*\/' Frn
JFHtib ) Jamas F. Holland, M.D.

Professor and Chairman
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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.



