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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- 
workhy and discreet, 

There are many men who have made contributions to chemotherapy of great 
importance, George HifChings synthesized 6-mercaptopurine, thioguanine, imuran, 
dsraprim and discovered the significance of differential binding to the folic acid 

? related ei-iz?zas which has al lob;ed for treatment of toxoplasma, pneumocystis and 
tiacterial diseases. He also led the team that synthesized .allopurinol.‘ His co- 
k>3ik5r ifl muc:? of this act.ivity was Gertrude B, El ion. Surely, Iiitchings in terms 
of his contributions to human welfare must be high on anyone’s list. 

if on2 looks at chemists in the cancer chemotherapy area after Hu\chinys, 
Heidelberger’s synthesis of 5-fluorouracil, 5-trifluorQmethy!deoxyuridine 
(tri fluorothyni dine) and his work in the chemistry of carcinogenesls merits . 
recognition. -. 

U-35 taLla , in Japan, has been the prime chemist associated with antibiotic 
C!??vel ogi??en t -;3r cancer, and aside from anthraycyclin2s hai c!minarxI the? field. 

Among those who on experimental levels made t-he telling contribution? to 
chemotherapy of neoplastic disease, one must mention Lloyd Law, who isolated the 
1 - 1 2 15: t’.:r!cjr -_ perforr;:~d thz. 
resi 5 tance i A tumor ccl 1 s , 

first Luriz-+C~zlbruck experin~nt on th-3 @rigi, OF 
and f i rs t undertook combi nil t i on chemotherapy wi th 

i;‘:] j ;:a:-. I-r. - * ,, .., I II and nzaguanine, 

tlo*,;ard Skipper and Frank Schabel revolu t ionzed the concepts of chemotherzpy 
for cut-o, Isying stress on residual ccl 1s and the necessity for treating them, 

Thei r >,or!< has profound influence on clinical ctlemotherapy and in a system;jtic 
c0;p.r~ has underlay sow of the cl inical events which iiave occurred. 



Frei succeeded me at the Cancer Institute and chaired with me the organization 
of the first study 0.F combination chemotherapy in childhood acute leukemia, k and 
F reir eich undertook the s’irst m.ulti-combination chemotherapy, VAW, in acute 
ly~;?hocytic ?eukemia and he organized the trial of combination chemotherapy or 
HcCgkin’s disease, He postulated the first success.Ful treatment for Qurkitt’s turr:ol- 

tisir,g Skip?-? rian techniques, and has generally had a pervasive i nf 1 u-3nce on Amsr i can 
ta:cer res-carch, 

Fr-eireich conducted the first trial proving the activity of d drug during 
- . remIssIon 0 f acute leukemia in a study of Gmsrcaptopurine by the Acute Leukerlia 

ST0u.p 5, az-l is the setnior author of the VAW multidrug partially curative regimen 
in acute iyzphocytic leukemia, . 

~.ercknal is on& of the earliest students of acute lymphocytic leukemia and 
*,.i i “, :r; ;?,a ;-“C . . . . .skyt now deceas4, inaugurated much of the early research in alkylating 
2: 52 ;I -- ; L_ f ‘7 b;,z A 3; scale a>plicztion. He introduced Gmercaptopurine to cl inical 
prsctl ce* Hs was coin teY?;c re.zr_ ous with Law in demonstrating the effect of combinat 
c*~~tacjt:-*~ - -, ap~y in mouse tu.mors. 

ion 

!!cliand initiated the first trial of combination chemotherapy in acute 
?yq’zGcy:ic leukemia,. which became the substance of the work which he and Frei 
F&l i ;+!. He denonstrated thz effect of intensive courses,of chemotherapy on aclrte 
-.Je 1 OCyt i c ,ti, ~~~k~~i a for induction and demonstrated with Bekesi successful imnuno- 
therapy of acute nyelocytic leukemias. He recognized thz effects of adriamycin on 
G> -;eossrsoma and conducted a successfu? surgical adjuvant trial with it. He i ntrocltlced 
pltt Z rttzl for the treatment of testicular tumors, and demonstrated the curabi lity 0-F 

* cv3 ;I ail can*cer with adriamycin and platinum, 

You specifically asked abbut Hertz and rhe antifo? treatment of trophoS?astic 
n2cFlasia, Condit was conducting clinical pharmacological studies with methotrexate 
at t-2 ZatIoii31 Cancer Institute, extrapolating some of Goldin’s pharmacology 
rL;*:-j+ id T T.s%.~~ - - I . . i.J I;ii th high-dose irltc+rmj c.tc:nt r;ethotr~y.:~te, 'r>ztiznt:; l;:i th t;ophohl,nstic: 

rteop 12s ! a ?+5rre lying on Her~z’s service without s?;cific therapeutic plans and i*/ti*;z 
Ti ‘< ,- -. : .i z ;2 3 . . .J to participaze in t:Ihis clinical pharmacologic tria?: ;*i .* I: ,, t i rt:cq17 i ~2~1 
?;i,z r!nc ‘c.-jSe “...+I in gonadotropin lev215, and interrupted the pharr:aco?ogic tri ~11 to t;f,n\rert 
it to D the rapecl t.i c one O ‘rhz original report :.ITIS Li, tl,nrtz, a~rl Spencer, and she:-.t?y 
t---r,p~a~tsbr j, i Idj association with thi: project ~35 tetX7irkc?t~!d, -. _ !1ertr aid his CO]lt+;:~:c,te~ 

. .,C.--. * . .**a _ c;;i to ci.r?fin:: th6:: optimal trcatm3lt n[~proaclics, Since tli.2 initial oh52rv;lti~~ns 
z,.i;*, i- ~I i’, ; j t; pi;ri’.~se:~j: I . ;inb v;<5;-e I ! . . .- !. -, 30”; iilild.2 \J’f ~851 I,-, ! ha-;? -,l..,..,,c L-,x! . 

, ‘1 ,“rnJ., “U.. scJ:i:2 :-::SCr*g;:t ;c;;‘; 

~!L;?itik i ts p;izew~-,rthinessF I travc, been distur!>ccl b-y ti’s C,OlilSt i!c7 CXC 1 U:; i or1 from 

~5% rccggni :i on that has al ready accrued. Hertz and hi5 cb? 1;15nraEors di cl 
sy;f:~::‘nsticaI ly introduce OrthpaqJrirn$ dichlo:-‘odip~~~:ly?, dichloro?thane (0, PI DI)i>) 
IT ,or th.c treatment of adrenal carcinoma, rlhich is a notable ncccqlishm~nt, 

i 
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on or Great Britain in?roduced many of the alkylating agents that 
are sti 11 in use today, chlorambuci 1, busulfan and me1phal+n among them, and h;lr; been 
an influential, meticulous worker his entire ‘fife. The corpus of his xork deserves 
considtratio3. 

T:,o additional name.3 in cancer research that merit ‘your consideration I -be1 ieve 
are IkCullol:gh iron Toyonto whose technique of identification of coiony forming 
units h-15 bad najor imp%? on quantitative biology, 

. L25t, but by r;o mzz.s least, is the serious omission, 1 believe, of recognition I 
for LL’<..;j k G;oss ~ whose pror;esring iconoclastic studies on viral etiology of murine 
-c 1 .:QiL-z;; i 2 pi-s’/ i 6, 4 in?ttus for a major segment’of the world’s research in neopla;tic 
dis?ases* AsIde frm Joseph Beard who worked in avian leukoiis, the concept of 
viral e;ioio;y of cancer had nez rly died out when Gross made his observations on th? 
Gross VI ws. From his research also came the Polyo& virus. The importance of 
thSs2 C5SC:iV3t!OflS ,@s not yet run Out. There is still a possibility that a C-p.LS~.;cle 
of th.3 Gro;s vi r,‘sy’$ 11 bz shorn to imnart vi rat sequr-hces to EM.4 which are imp3;.tbi;l:: 
in their intPracti& with envi ronmentai stimul i to produce cancer, Furthermor:2, 
Gross first dei;onstrated the potential for immune prophylaxis against’ cancer in his 
C3-i ani,zals who rejected carcinogen induced sarcomas. His contributionCto 
funitw?? Y?? * I c3n;lFz.T rsear-ch in tw: rmjor sphere-, are, 1 b?lio\lr=, r-,rai 2 i T;ce;: t OF :h5t 
i 2;)s c! -2 1 .a ,’ I ;1 res;qn i t i on wh i ch cha ratter i zed -th? pr i ze for 2ey ton EOUS . 

JFt1:jS Jams F. Ho1 land, t4.0. 
Professor and Ch;l i t-man 
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P.P.S. Delayed submission. 

On further reflection; Dr. Bernard Fisher is an additional 
candidate who merits consideration. Fisl:t+r 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 B reast P rogram , 
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. 


