y

cocument soucE CAVLRAMENTTS ~ SEE V.Y
Unlvonhy of CdHomla at San Francisco

Special Collections Library, San Francisco CA _PBZ ,Pm‘(& +wexeretion WK
RECORDS SERIES TITLE S <22 P, z9
Zr et IAED COMMITIEE. RERORZTS -—P; »@W
ACCESIIDNNOr.)F W TeA . (S - 1957 ‘—Pazexu’e-hm dusi ng Hlf’ro@r\
FILE CODE NO, 2l C OPY rh“@'l'zz'{d Wd"?(—/ -

i 32, .

o ~P3Z piopsy +asctopsy S

\oF= \(3

F -1 Py./(bqlobu\ g}
i \aopsg aseay (5ee® > e

—duodoﬂwr@pcem (3 uptnke
o

2R i upiu-ld—m lack@mmxpx:hents_ e m aiia - e

- p.2i-zz - Na?? wed 1n Gesttic Eledric Roteatials Study - T

T ?%ﬁwmen\’ OF’ ‘!eukem.o_/ . : C
c-sss'(c') . : 1 v

IABORATORY OF RXPERIMENTAL CNCOLOGT

EAR]

5

ANNUAL REPORT 1948-1949

a2 aw 'K

TABLE OF CONTENTS

INTRODOCTION o o o o o « 6 s e 6 0 0 0 0 a o o oo

ADMINISTRATION
P“”“‘looooocoooogooo'-oo
rmc.............l.....
Physical Facilities, Equipment and Supplies
4. Colladorative Projects
8, Publications and Reports
8. Meotings and Visitors L)
7. Clinica) Material o o e o
8, Isctope Unit . o ¢ o & o
% P‘thOIOQ Unit ¢ ¢ ¢ o o

e & ¢ ¢ 9o o
e o 5 ® 0o @
e o & » 8 ®
e o & & & o
e a & & & o
e & & * s
e 2 0o @ o @
OCOIPORdGILD

Lme somasy,

e

In say feshion without weitten peamission from the copyight boldes.
Spre

RESEARCH PROGRAM

I. Expozinantal TREr8DY « o «
1, Nitrogea mustard , ., . .
2. Anti-folic scid compounds
3. Stilbenmidins . . .
4, Chymotrypsin . . .
8. Hydroquinone . . »
6. P-aminobenzoic aoid
Janus green . ¢ .
Virus inooculation ,
Hypoplhiysectomy . .

IT. PhyplologY o ¢ » o ¢ o

l. Sympitholytic drugs

L ]
L
*
*
2. Circulation times . . .
S. leukocyte transfusions

4. Gastric sleoctrio potentials

8. Xgg electric potentials . .

6. Mouse eleoctrocardiograas .

7. Ultrasonic effect on blood
IIT. BOCHOBIBLEY o o o o o o o o o
"1, Olucose-lactic acid in gastric canc

2. Serum catecholase . o . « o

3. Blood histamine in leukenmis

4. Urioary ocoproporphyrin . .

8. Metadolisa dalance stulies
6. hbgntory chemotherapy.. «

6 6 6 0 0 9 5 & % 0 6 ¢ 0 ¢ 00 0 & 0
® 8 6 8 % 0 0 00 0 0 0 0 0 8 0 0 00
e o s s 08 5 060 s 0008 0000
2 8 &6 2 8 60 8 8 0% 8 & s 0 0 0o

No postion of this meteriel may be quoted, copled, or reproduced
poy

SBERBR BERES

e & & 0o @
s o & o
e o ® 3 @
e o & & @

RISEERN




University of California at San Francisco
Special Collections Library, San Francisco CA

RECORDS SERES TIMLE

ACGESSION NO.

AR-24.1

FiLlf CODE NO.

CARTON NO.

CONMMTEE. RERSZTS
< HOL OF MEDIQWETDEAN. \ 913 -192F |

v, Immlog! *’6 & 5 6 0 6 0 e s e
1. Protein fractionmation . . . .
2. Radioiodatsd irguns zlodbulin
i 3. Mouse tumor antibodies . . .
g 4. mcopmt’lu ® 0 o ¢ ¢ s 0 0
AFPENDICES

} | 1, Teble of Organization . . . .
! 2. Budget ... . LI I SR
. 3. Public‘tlou * e 0 0 s 9 s .
: 4. lleetingl ® % s 6 s 0 0 0 0 ¢
! S. Visitors 6 6 ¢ 0 0 0 0 0 o
8. Patient's Reactions . ¢ ¢ o o

“

RESEARCE FROGRAN, ccatinued,

s & & & 0 o

® o o ¢ o @

e 8 & » o

*® & o ® o o

s o & 2 o

2Ry

3l




OOCUMENT
University of California at San Francisco

Special Collections Library, San Francisco CA )
RECORDS SERES TITLE

St oF IMEDIGE DEAN 313 - 1953 ¢
A2

FU_E CODE NO.

COorY

CARTON NO.

10F=3

FOLDER NAME
s
x

NOTES

—

L ABCRADCAT CF TIFERDMSNIL CI0i0F

L AMOAL REPCRT 1085-1812

TRTRODUST IO

The leboratory cf Txperinentes Onecolesy is e socilea 14
¢he Rational Cancer Institute dstailed to the Dnirercity of

califoraie Medioal School, Sen Frencisco, fer ccopretive

{avestization of necplastic diseass. It is boussd iz tho

i
E
!
i
i

laguns Honta Hoae, vy arraagensat betwaen the Univeraity cf

from Special Lotiecuons, £08 LIDsECY,
MM«WH-,MM

California and the Departazsut of Public BEealth, San Franciscd.

The obisctiTs of ths Laborat;ory 13 olinical rzs;arc‘.\ in
canser, With the cencer patient ss the fceal point of 1:705;;-
sanon;, the work 18 orienﬁoa along four broed agpreachos:

(1) Experizental therspy, providizg slintcal material 1‘on°
cther studics as well as permitiing gvalucticn of 3uch ;:ocadml
on paoplastic disease; (2) Physiolegy, part;eularly sapéicrecoular

and respiratory physiology of the cancor patient, acl tio study

Reproduction

No portion of this sstcriel mey be

of mopluucfua-uo, in'yitro and it ¥i73; 13) eloshariziil,
including iut;bollc studies on the Sel0dT -atisat, At jrrestie
cetions of sp'eciﬁc bioqheniul reaotions; and (o) The stuly

of protein fractions of cancer epd aorzal tissuss cf Lurme
origin, utilizicg {mmunochepical techaiguos £or thalT c-eriifiocae

tion and differentistion. ' T

Plooan e
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i ™e L:ubdrtt.cry wma Lpdsinsncd in Teruamy 164T. Tireanch
tm::‘., gupporicd oy Guesh G308 Tmou +hs Nmitcral Canmesr Iobituhe,
| cpenad 1p Julr 188, 206 fsctizn unis, A colla%eratiTs juajact
@ith tue Divicics of Radlolery, %ies 1433242500 fu Scrizoied 1948
and ths pathology wolh, a eoliakCrativo projact witk tia Division
of Pathology, startad oporatlcens in Dec;rxer 1342,

Refaranco is made to the Anaual Rerort, 194748 ool tu She
. Sgzi~Annual Fgport, Deeegber 174B. It S& gTatilyicg Yo TopoT

eisady progross in the develcopment cf the Prograd.

1. Fsrzonzel: Tis tetal full-time porsonmel of tie 1At oestorT,

ni of Yoy 1, 1549, znudbers 0. The staff consists of 11 Lerestica-
tors of professionsl calibre, 2 mdial and 1 pathology regidaats,
S ad;iniatuuva and clerical assistants, 8 tschnisel azgiatazts,
9 nurses, 2 diatitlaus, and 13 custodisl, jsaitorial cocl kituis2

helpars. Of these, 2 are ocamissiopsd officers ¢? the Tulind Siaics
PY ’

- -
ot

Public Heelth Service snd 17 are civil service ecplcress ¢
Naticnel Cancer Institute; two are regearch fellowa of tke

National Cancer Institute mmi of the Atoide Eperyy Cozzinzic;

Reproductios from Special Collections, The Librasy, Usivessity of Uslionua, resacco
mﬂhdumuqumm«mh-yuhm“ﬁ:‘u-m

21 are esployed on the National Cencer Institute Graot C~396;
and © are snployed on funds froa the University of Celifezrate
The perscnnsl of the Latcoratory 1¢ ziven 1in the Teble (=4

Organization, Appendix 1. Profossional pcra'onnal tavo aldzieal o

rescarch appoiatients at the wotical Sch-ol, as indicatsd 12 32 Talle.
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3. Flasnce: The tctal budgst of the Tanomatary, irsluilng <%

. rossaTch vand, 18 epprexizately 4238,C09. 'f.".a. e L
£isanced f!a!.;!. thrse ccarces: (1) Dizees -llraatleon f:ma W

Natloarl Camcsr Instituts; (2) Indirset sllosnticn oo 503
ational Cancer Institute by 2cers of & srant-in-2il (5-305)

for the ressarch ward; and (3) Allccation fram the Taiversity of

california. The dudget for 1948-1949 is givean 1z Anpendin 2.

3. Physical Facilities, Eouipwent and Supnlleq: The eam>
paysical facilities as dsscrived in the Anmauel Report Jor 1847-

1948 were bocupled by the Laboratory. All melor squipssut bes
aowr been :oc;ivoc and installed. A apociel allooatics Jron tae

Natiopal Cancsr Institute allowed the purctase of no zlgeilve
protiin 1nvastizaticaz.

E.
!
i
i
|
i
i

phoresis apparatus essential for the
¥r. Jack Thaler, a pationt of this ladozstory, kiadly d:r.ntc.d a

pessenger vehiole to the Nationel Cencer Institute foo Lhs use

w"':ﬂ:a:m'umamﬂlrm

!l of the laboratory.
The corstruction grent extended by the Noticpal Ceacer
» of

Institute to tno University of California will ailc Stransiay

the activitua'_‘_to the Nedical Center. The lsboraisiy will ':éé\zpy
sobedulsd frx cezglstion

meterial mey be

the twelfth £loor of the pew buildisgs,
tn 1952, Dr, Shiskin is chairmen of the sub-cozaitide for tis

No portios of chi

- planning of the cancer research floor.

Photay
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gollsborative projecte: The latoratoiy 48 an iatszl =t
ATITLED

of tha University of California ¥edical Scheol and U

z

collaborates with various divisions of tSs M8dfcal Eelizol, =3
well as with other diviaicas of the Univsrsity at Bezllrr.
‘Thare are three major areas of collatsritton: (1) titt
the Division of Radiclegy whick has cgtabnsbed en isctend unit
in the research ward under the directios of Dr. B. V. A. Lowalsor,
0 which the Division of Mslical Physics assigned an A_.E.C. '
ressarch fellow, Dr. Baldwin G, Lamson. . (2) TFith the Diviztoz
of Pathology, which has established a pathology unit under the
direction of Dr. James F. Rinebart. This unit not only garsorns
the necessary pathology for the ressarch ward dut alsy rrevidos
such services to the whole laguna Honds Eomo hoepital. {3)
With the Division of Medicine; Dr. Gllbert Cordan is parforaing’
studies on the anadolic effects of androgsos on the roscarch vard,
and the hematology olinio interchangss patients of intorost,
In eddition, cooperative research projects aye teirg carried
out with (1) Dr. nwd ¢. Turner of Boulder Creek, Celiforain,
who 18 testing v@i?xon- occapounds of interest to this Lnvoratory
on mice with tumors; {(R) the Ressarch ubontori' of Parmancnte
Hospital in Oakland, which performs bdblood histamine Sctesmications
for this Laboratory; (3) Dr. Richand J. Winzler of Southern

Californis Medical School, Los Angeles, who {8 collatorating on

e
~

GCLon
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‘the immunologic charastorietics of mocoproveins; axd (i) tis
Naval Radiological Dofezse Laberatery, San !‘mc:sci, witis

snich are beinz initisted rediobiclogical fmvostizeticns sud

to which will De assiznod on June 1 Dr. Beraard Shasicr of

toe

" this laboratory, in pursuznco 0 agrosments appro7ed 37

Hational Cancer Institute snd by the Naval Radiological Dclonse

Iabo;-atoxv.
The wholshearted coopsration of
in Sen Francieco, such as the University of California £cenital,

Letterman General Hospital, U. 8, Marine Hospital, San Francisoo

physicians and institutions

Unoveapy 0f A Smocais, San ¢oamcsc

City apa County Hospital, snd tbe U. S. Veteruns' Hospital, bas
znle nmnn patients availadble for the eveluation of several

]
!
i
|
|
{
i

experimsntal chemotherapeutic egents ia mecplastic disences and

other ressarch procedures, .
The research ward is fortunste ia Ba7ing an outstanding ..

staff of consultants in various medical specialties tho eithar

Spocial Coliections, I he

Quoted, copled, of reproduced

mXke pericdisc rounds or are oa call for cpociﬂo prodblenss

Dr. leRoy H. Briggs, latermal Medicine
Dr. L. 8. Cherney, Surgery

Dr. B. V. A. Low=Beor, Radiology

Dr. Alice Oraly, Diagnostio Radiology

Dr. Ernest W, Page, Obstetrics and Qymsocology
Dr. E. lowenhaupt, Pathology

Dr. Michasl Hogan, Ophthelmology

Dr. Robert Meyer, Orthopedis Surgery

*pr. Franois Sooy, Otorhinolaryngology

Reproduction from
msteriel mey be

No portion of this
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At

cts, og given i3 Arzondiz O
anculd W

the st
got in2luding ebstTs
s are in propnntton and

roports,
least & additional TOpOTt
coopleted within the noxt 4¢wo menth3.

e gt it

mprreho:.siw roport on the Canccr Research ProgTes o

4{fornia was preparsd for t
subnitted to the Prasidest of toe

A ©o
thoe University ef Cal hy Ce=mndr '.-':qsc:fch
Coordinating Committes ard

University. -
gation on gecching of gancer is bCias ecaﬂuéf,aa

Active partics
cply at tho University Y T

by Dre. Shimkin .nnd Bierzan, Ao
california Medizal Schocl but st the Stote snd County Yedieal L
Jo0al bosuitsl gtalfs, and 13y gm.:-ﬁpe.'fl;{"*'f’ v
7. N. NcClelland aTe cond'uc;a:.:'.g az - i
tsaching (.‘;:pmd:.z Se g7} &a
m;’:rt'.‘;ﬂ .‘:7 Gyant CS-.‘.Q'?.'.‘ :

fpssociation asetings,
Dr. Bierman and Mr.
t on evaluation of CAQSeT

experinen
. 32 medical schools in the United States,

from the Hationsl Cencer Institite.
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6. Nestinss nﬂgmmt The major natiosal golectiric
neetings if.tandi:d' by seabers of the steff are givon in Apomalts L.
staft regularly attend rouads,

ings at the Pravaucliy &

Mozbers of the nedical gteil

. gonferences and cther local meet
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calitornia Hospital, San Frencisco County B'ospital, Lettonien

gegorel Hospital and the U. S. ¥arine Hospital. Rounis €2 xs

research ward are held three tinmes a woek, and are supsleoinisl

by eunical-bpntheiogic couferencos, and Laboratory stoil w30tiags;

ths nursing staff holds mestings ov3ry tvo woelks.
he Ladoraiory is '

A partial list of prominent visitors to t
given in Appendix 8.

- 9. Clinicel Vaterial: The ressarch acti7itiss of the lavoratory

end to a great extont on the clinical matéricl available on

ward, All patient are soreersd by the
al School, and sign releases agreeing to
st-portenm exanination. ~The

dep!
the research Consultative

Tuzor Board of the Medic

oxperimentel procedures end to s po

following data are oo tho basis of the -tu'n_.t ten momths of the .
operations, July 1, 1948 to ¥ay 1, 194%. fp additicn, ApprOXimAtely . e
50 per cent more zaterial wes seén and studied at other joepitals

o . Reproduction from Speciel Collections, ‘Abe Libeary, Usivezmty ot Lauucna, raBcOw
-.&*d&wwhwﬂambww'ﬂ;ﬂ!h!;:‘ﬂmﬁw

4n this aree.
First admissions ) 88
"Readxissions . . 69
Total admissicas 157
Fatient=days 8,020
Deaths .. 0
Qutepatient visits 338

The above pauonti inclule the following atogo;!.u:

L)
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ots with nooplastic disease:
Carcinomm, yarious sites - 24
Teukenis and 1yzphoom B o4
Bodgkin's disecase o 13
Plaspacytoma :
Yelanons

Sarcom, glicmm, 1111
Patients without peoplastis disease!?
Roucul.oondothononu

Other -

'tonl:

Patie

97

9

4
S
(-]

carTisd

E

The following experinental therapeutic procedures were

out on the patients:

Nitrogen mustard
Ampopterin oF pethopterin

3\,-.,..«.«-5-:'68

e ratients With 08R0T subjected

‘rhi pmoulud reactiocns of ;mt
to experimantal prooed _ Appesdix 6 yresents o
' o patient with

such an socount, prepared vy

i

I

o SR
[

o

l

lynphouran_.-_
avestigative work was dop8 '

148 to ¥y Lo 1949, and
op on GtheT groblens

8. wm: mhe following &
¢ from Septender 15,

12 the sactope ust
aces not include therepy, BOT collaborati
use of isotopes:

i
1
|

~ requiring We

i 154950h
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B retion studied
h teke and uripary exo =
?523 .:‘::rr:::o? during pitrogen nulu:d' Lherapy

| B e obs nalﬁiop.,u.k:':{:d bto);q' aseay
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$

globunn Y
ﬁmof orescein T uptabm — | 5
ggd % take excretion >
Zr“ cbw“:p oxo;:ot 0 L1800 l‘::g | 3
' u . i tissue .

gu.n upteke, ezcretion and & . | 5

Totall

| TOR July to Decerber 1
coe for the 1aboratory of -
Upiversity of califocnia Kospttd..u.

9. Pathology Units T
and adout 20 biopsies were 4
Imermnul Onoology Y the

Tnit fTom .
The £ollowing work was dope by the ?;tnplosy = ‘

pecenbder 1y 1948 to ¥aYy 1, 19498

fxp. Onc g:::l y
_/ ,——-—— ‘-—-'
| 18 (7Y 82
Autopsies . 4 4 12:
surgicsl = o
anurch : L | ;
' pemann PROGRAM
1. m&a&&?ﬁ___ﬂm : s

(HN2) bas no¥

gost of then peceiving

of the agent. A goport OB the ﬂrgﬁ 87 cascs

048, 18 sutopsies . .
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Areated 18 Dow in press {Appendix 3, #8)¢ I_n;o&;nl; the
',.,un: are the same &s those aow monsivah oported in the

1itorature. The standard procsdure omployed here 18 %o uso

0.3 0g. peT xg. body weisht'tn e single dose with repstition
of up to 0.8 mg. por ks.'ir the amller dcss produces incemplote

effects and if the nemetologic status of the patient allows

therapy acné four to six weoeks later. The average rexission

|

L 8

i pertod in Hodgkin's Sisesse with this Tegine is identiond with
F

K |

3

that Teported for the longer schedule of 0.1 ng. dally. The

advantage of ¢
nauseated and vomit for no X0
that the patients lose less weight and are

ne single dose technique is thet the patients are

. re than 36 hours. The result 18

in general m‘&tﬁer
'chcd{xld. .‘ 

condition at the end of the therapy then with the longsr ®
Although Do serious effects have been obaerved even with 0.8 £ge .
tody welght in the non-1ymphona cases, 1n the 1mhem '

1rst sourss because of

{' - group this dose is not desiredle as the £

occasiozal sericus hemstologiosl effects. XNo adequate method - ‘

allay nsusea snd vununs other than heavy

revenous procaine durizg ths infusion h

;.' has besn found to
i sedation. Results with inv

H of FNZ have not been ixpressive.
i | Fine patisnte with Eodgkin's disease which bave had 20
h other form of ghonpy'm ‘now o repeated courses of FN2, The

schedule used 18 0.3 mg. per k. body weight as single ug'eetph -
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at zonthly intervals for 6 doses. If the hamatologis Status of

the patient permits, another sories of 6§ similar dcsos 43 then

given at two-month intervals for a total of 12 courses in 19
xonths. Two patients have Yeen held in recission during 20
One pntiont with acute febrile dissaso

There 1s, of course,

months of obumuon'.
d1ed Gespite therapy after the third course.
no evidence that this procedure will prolong the life-span of

these patients but seeas to have held their disease in Telative

~ abeyance during the periocd of observation.

Gretifying results bave been achieved ia S cases of

mycosis fungoides who bad mrked relief of their symptons

. subjectively and objectively for mxoy sonths, with eveantual

lack of response to EN2. At this tine additive x-ray thorapy . L

has been of assistance to two of these patients.

A sories is deing studied on the effect of HN2 on brain

o8 of medullablastopa bad &sfinite slleviative

symptoms for up to 6 moaths. Thres casea of glioblastoca

mitiforme had morphological evidence of tusor darage et . .
vut the clinical results were minimal,

tuncrs. Two das

Repeoduction from Speciel

materiad Collections, The Libvary, Universi
"“Mwﬁﬂthq&*:.m“mhﬂmw* T
A SOPYright holdeR )

operation or n@toyl:.

2. Auti-folie scid compounds, A series of petients
treated with diopterin or teropterin was discontinusd after 17

Nom}du.

Mo 4
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cases, 8 of whom received EN2 in addition. Ia no casc wzc there

objective evidencs of m' effoct on the p'roarau of the uop;sat;c'
diseass; occasional tesporery feeling of ni}-ﬁotné. as xﬁporﬁeq .
by ruber and by Lehv, was observed but could de attridutod to
t psychologic effects. ' | '
4 Bix patients with acute 1.ukom have ‘eon traatod with _
! 4-entnopteroyl-glutazio acid [nm.nop'f.ortn). Your of the patiento S -
i 8104 within 2 wesks While still on therspy. Two patients hed
! ephemeral remission periods, particularly evident im the dgop_' ’
! in the white blood count, regression of lymph nodes, nﬂe@éﬁ
and gum lesions. Three patients with loukun and 3 pntienu
g with mstastatic carcinoma were trested with adequate dosn ot
3 methopterin., Despite the use of large doses, up to 10 ng. _a dw.
% . 20 favorable effect wae noted and i the four patierts, hezorrhage
] was a constant and important nmunc at no0TCpSY. v :
g 3. Stijvanidine. Stubcm.dim bas besn usod on 9 pntianta
[ with miltiple mlom. with ronc of pain but m objectm
‘;. mronmt. nm: nerve mropﬂw developed 1n one cau.
i
3
i
2

Studies o2 thc sffect of stildbamidine upen the buman heart xnn

Reproduction from Special Colicctions, L6 LIDEATY, URVEISNY UL Laai, Jus £'sattmeis

boen txtondod to 28 obumtion on 4 pltiontl. They have confirmed
observations that thers s a Sr-wave dopreuion and a '1'- nvc chanso

" usually limited to the left ventricle precordial leads, Theac data .

NIRRT
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combined with the demonstration of a hurt blook in mice
injected with stildamidine require the atteation of olinicens
using this drug. The observations are now being prepared for
publiocation,. - .

4. Chynotrypsia. A preparation which hes recsived
oonsiderable local interest, 'crntmm chymotrypsin, was triod
in a series of 10 patients with neoplastic disease (Appeuuz 3.
!18). Seven patients were trested in the ressarch ward un 3 in |
other no-pizuq._ They received &aily infections of 20 to P ng.‘
of the pnpuitipn. furnished by the xult_or Ladoratory of - "
San Franoisco, None had any objoctﬁo evidence cof effest upan

tunor growth or elinical improvemest, and all have died of the
norml prognu 'of their dilns‘. During the course of thmpy.
thru patients hed severs anaphylactold rescticns.
5. Hydrogquinons. Three patients with mhm recuvod
oral edministraticns of monobenzyl ether cf hyﬂroqu.no:ts. Y
chemical known to block melanin formation. In ell thres thers
was apparent ucrun u the mmte of tumr growth after boins on
" the chemioal for about 3 weoks. Histologic section of the t.mu
on two ptienf.l, however, showed only increased nacnlartiy'

of the tumors. -
AN
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Jd MU T



from m“"”’wdmhh“”

E
!
i
|
|
!
%
l
!
)
i
|

-
[
v}
[a'w)
fen]
—
et

4 patients with leukemis,

DOCUMENT BOURCE
University of Californi
) a at Sa
: Special Collections Library Su\"lf:'r:::i° "y
RECORDS SERIES TITLE . tanciage 2

L y v
= el F MEDICLE DEAN. \91F = 195F

ACCESSION NO.

r AB-2z4h |

FILE COOE NOC.

py———" ' CO
o loFs

9LDERNMIE

F
<

pe)

6. P-amipotenzoid acid. Parssminobenzolc acid vas used in

4n the dcees used bi Zarafonetis.

Reduction in the white blopd count ocould be affected whilo oD

s rigorous and poorly tolsrated.

the drug, dbut the therapy wa
bad maTked pegression of

ents with monooytic jeukenis

Tno pati
ut a1l effocts wers ephemarale '

the orsl lesions during therarys ®

7. Janus ﬂ.ﬂ.
patients with carcinom

Four patients with acute leukeamis and 2

Janus greed. Thers Was suggest v
ood counte. Lwtpu'luondr o

10 Lowering the white Bl
od of 3inc by the Division of PharsacologTe:
toxioity of the paterial conz_.znin';" .
2in0, -and With 120 removed, to b essenticlly the sems, bub the -
| ' andria as 414 the preparetion . g

zinc=tree 4ye 414 not stain mitoch
o be an LmpUTAY
gary for the . - )

white count

studies 42 mice showed the

with tho zine. Zine 18 ;anonnyﬂ considered

but these observations suggest that it 18 neces

staining properties of the 4ye. ; )
study mith Hooper

8. yirus jgogulatiohe A ecllaborative S
sousdation of the Medicel saool. hus been udertekes to stuly S,

ctions in patients with peoplastic d100ase.

yiew of increasiss evidence that some

10 in mice, TWO viruses Were .

the effect of vu'ul infe
This stw was undertaken {8
viruses may be cacctropie oF oncolyt
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. chosen, the pancytopenic cat dut.ompor'viml which is nct oo
known to be & human pathogen, acd the virus of huzan 1ymphoe v

granuloma venereum. The first, it was hopod, might gTow only

in enbryonal or nooplastic vissues of humn heinsl..' The second ’

was choseen b_ecauso the infection 1s easily controlled with

pro@osla were offered experimental virus 1n00u1at19n after frank

R
i aurecmyoin. Patiets with variocus necplasns with & fatal - '
‘ explanation of the anticipated hazards and lack of xnowledge of

the pouibio results, Freceding and following inoculation,
serisl observations co the courss of the disease and studies on

the blood, urine, spinal fluid, and biopsy specimens wers taken [ °

|

i
g'! . for complement fixation procedures and 'nuayt for virus. L
-g_ o Ope petient, a 64-year-cld white male with lymphosarcona, -
g ] was given utnnm.:\uly g oot a 20 per oent suspension of ocat
g% spleen infected with pancytopenis virus diluted with 800 oc of
g{ gextrose aolution. here was o immediate sesctica and 13 deys
after inoculation he developed & typical herpes zoster em:.puoia
over the right cx;ut.' 'mb o'rupuon biem gensralized e d‘yj
later and resexbled vericella. Another patient with lymphatle
jeuxemia, exposed to the inoculated patunt when the eruption
appeared, developed the saricelle-form oruptioﬁ 20 days later.

Neitner of these mtients had @ previous history of varicella
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‘usually a chill and elsvation of tempersture a tov hourn after

16

or herpes zoster. The patient inoculated wit.h the virus died
19 days after inoculstion. Attempts to 1¢entify the pancytopenie .
wirus in the tissues gave equivocal results. There was 10 ‘
demonstrable effects of the procedure on the sourse of the diinsg.
Four pcuonto have received 1nbnvauou ujccnonl of |

lmphognnulou venereua virus growa on chicken ocsl. ‘I’hm was

uowlntion which subtsided within tho uxt 48 hours. In the -
first pticnt complement fixation ruotton bvecams positive 'm:
lygranua and psittecosis antigens ‘starting € days after uocuntioni.
Ko lyuphadonoputﬁy has been ncted in the patients. Two of the . . - I‘
subjects e far advnced saroincoe ot'tin stomach with skin o
petastases and died 11 and 13 days Tespectively after the o
procedure. The o:porl.mntd procodnn had no oudent rolo u -
their demise. 'l'h. other 2 pluonu with carcinoas of the pu'otu

and renal carcinoms have survived for several months but no

detinite effect hu been observed on the course of their diaenu.
Thess studies uu be oxpndod ﬂth the use of additional viruses
" as uuhbuity ud safety permit.

' mo_tgg_- A series has been initiated on tho '

effect. of h;po;:hyuctm in pntso;ei with melancza and czreinomm

of the ;bfan -na prostate. MNelunozma was solected because of its '
‘hopeless prognokis and because this neoplasa is dlologically . . ..-

benign before puderty. At present,. proper methods are being
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developed. The first patient, a 55-year-old white male with - .
melanoma, was approsched surgically but died 2 veeks following |
operation. At nncx?oply it was revealed that the hypophysis was
| ot removed. Dr. HEoward C. Naffziger is at present evaluating
approaches on autopsy material with the hopes of developing an
sdequate surgical method. The second patient, & §0-year-old
fermle with sammary mcinou'uth axin nﬁ@aus. ﬁaﬁ Yeen
sturted by Dr. Bv. V. A. Low-Besr on roentgen therspy throush
miltiple carefully aligned ports which will allow the delivery

v of 8,000 to 10,000 T to the pituitary. She has now received

approximtely 4,000 T without difficulty end is continung the

"therapy. These studies are being followed by multiple obux‘utioni :
on gomdotro.phtu, 17-ketosteroids, protein-bound Sodine, g:l.ucou.".'"’.g :5
tolerance N umului tolerance, as well as more routine proc.vduroq_‘
on elsctrolytes and other blood chemistry dsterminations. o
Dr. Dobriner has agreed to nuﬁy t.ho uripary ateroids of thcse
patients if the effect on the hypophysis Le established.

“Vnhmﬂw_mhqhmw“n-ﬁuh-hﬂw

1I. ,th.toloﬂo - . o . . ) o o
1. Sympatholytic 4rugs. A device for measuring phyaiélo_gicfti

No possios of this from Spocial Collections, The Libsary, Usivessity of Calstonaa, Sea Francieco

_ preesure phenczesa using the bonded electrical wire rooisunt_ -
strain gage has been reported (Appendix 3, fl). An instrumenst for - -
meesuring intrearterial and intracardias blood pressures, utilizing

EANEE

i { ar‘ N I . : . . . %
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;mn vonded electrical wire resistent strain gage, was devoloped
‘nﬂ» a report on this device ia being prepared. |

_By a constant ut‘uaic;n of opinopmht it h possidble to
create a clinical state similar to oze ia phe‘ochronocytom.'
By giving sympetholytic drugs such as b‘qzodionno. umm:o.'
didenamins, IHO-180 and t‘tn-othyi-muun. the effect of |
these drugs upon the hyperadrenal state can be obeerved. -

oy s 4

Continuous blood Pressures are ncodod by the cuf?f and by

intra-artorial sethods; simultanecusly, multiple cardicgrephic

l“.

leads, respiretion and pulse tracings are taken. Thils stuly was

undertaken to obtain i{nformation on the vasomotor responses and

vasopressor mechanisms in jatients with peoplastic diseases,

as s test for phecchromocytoms, Thirty-five patiects have Deen
studied to date, It has been pold.blp to ahow a rhythmical
_ fluctuation 1n both systolic and diastolic pressures which can bo :
diminished by benzodioxane, Two patients showed toxic resctions

to benzodiozane. i_.':

Reproduction from Specssl Lollecuons, §8s Livsary, 4

i

P

8 .

i combined with a study of the effectiveness of sdrenalytic drugs
i

3

) _ ,

i 2. gireulstion uﬁu. The method for determining pulsooary
g oiroulation t..mol by msans of the cximeter were completed and the
i Teport was submitted (Appendix 3, £4). It is possidle to determine
2 total pulmmr,y circulation time, right Deart and left hurt

eiroulation times. There is direct, constant relationship between

; vy
o ol
{ ‘ IS A 4
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nax“ acd left heart cichation t.s.o, 1 that =ith i.o:-:.‘su,

Jes of anoxia or deersast ns arterial o, 'gsn utwm-. LLIr2

g 8 shertor:d circulation tins, By corresting Zco Yol sarlese
eres an indsax of approxinat.elj S to 5.9 seconia 11[": ‘u:‘rt um
n obuinad for sormal sudjects. A.pn].mimry u@rco.mu frea
the data 1a that pltionts with :eoplutic disenses oTe lon;;ar v
eirculation time per anguare meter body surrueg ared than no*ml ’

1ndividmll. The slops of the cirou.latton time Curve can bo

conutrictinc arugs. /“

A study of circulation tirms uft.or cc.plo‘co disitalizntioz\~ f,.'
by cedelanid of 10 rorml azd 10 cancer asu rovoals a mrka&
ohange in tae slope, wkich nay be nlatcd to the va'-cmtor tone o

of the pulmcngry vessels. It is haped %0 odapt this tiod for n

i
’ : shifted by hemoglobis or red dlood cell levels, and var‘cus s»so— ;5_
)
1
8 studying the vascmotor tone of the mmmry capiliary bod or i

% : patients with nsoplastic diseaces, espooially thoae \vi th pummr"

caveinoma or pulnomry‘ utnmin. | o
; 3. w A study is bzing earrisd out‘
i . on the effact ot tntroducing large numbers ot wizite c:.ls L.xta
F | -ompatihlo nelpima and following t.ho disappearance of thase
i transfused white cells. sxx paticats with carcimcma of ral..t:.voq
2 lhort. prognosie received intrcveaous or intrecardisc eath star '

infusions of white dlood cells from pgthntcvwieh leukunia.

!f }LK\J"AJ
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mm«qummm

aeterminations were made of white dlocd csusts as

correlated with duution factors and biood valume &cteruinations
messured by the Dvans-bluo dyo techaique. Conf irmiag tho |
originsl data of Murphy and Isasos in 1925, there is & proart
removal of large pumbers of white cells from tho periphoral blood,
and this dlupyumco takes place within 5 minutes., "'ho remvni

of the white blood cona is probadly otroctod 1n 4the lungs, -umo

a similar experiment ip which leukeaio white eoul wore 1n¢.rodu¢ea _
into the romoul artery of a subject were all nccountod tor in |
the femoral ni.n, showing that onyuhry periocl .L. er 86 4id not, ..
under the conditions of the cxportmont. renove the whito conl -
¢rca the circulation. One patient developed o rnouon to the
rapidly. infused cells. Thorc was 8 docmn u total vnmo coll
count froa tue unt.m. oount of 18,000 to 3,000, despite the ttct .
that the pntionf. was transfused uth £30 oc of blood eontnmu
150.000 white oells per cub!.o nnumz. Ayplmtly the mcmin R i
for contronus the level of meo unn in the ‘blocd 00113 1n

the blood 1s nyid and most otﬂciont. There is definite 1ud1ution

that the 1unp ph: an upomn% role in this mechanism.

'mn lt.uun are now bung expanded to include crosu-trennr\.uon
.xporimtl bo'mcn 1oukonie and un-lonhmu gudbjects. In addiuon.‘ o
in co:.nbonuon with Dre Eenneth G Boott, attenpt 1s boing mdo to
tag with Tetriua (T%%) for deternining their distribution aad

et T
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" gurvival in humaso boingt. It ias hoped thst thezo oxnparixzts
will also cast 1ight upon the question as to mthor petients §
with leukemia have a dutuxbanco in the mechanism for removal
of white blood cells. ' | | 4

4, QOsstric electrio potentisls, Studies on 2 patients ﬂ.fh
open gastrostomies revealed that f-hm ave gastric potentials
within the stomach which can be uuniod by a wick electrode apd
e D-C amplifier. By suiltiple messurements of potential of the
anterior mucosal surfece of a subcutaneously transplanted stomach,

it was possitle to map cut a fairly stable pattera of static’

bioelectric potentiels by imterpolating lines of iscelectric. -
potential. The greatest potentials and tha steeypest gnd:antn

of potertial wers found ia the aTes unler pressure froa the
snflated buld of & Tetention gastrostomy tube, but grediemts of -
geveral millivolts per oentimeter were also observed on e

SPOCINE LOUOCUUSS, 488 LIWAATY,
copied, or regeodeced in say

i Reprosecuos trom
No postion of this meterial may be quoied,

mtcuchod gastric moosa, Chatges in potentisl following fecdugu
revealed rhythaie flustoations with & frequency of about 3 minutes
and an upntudo of 2§ -11111'011'.- lmnl hours aﬂ.or allx feedings.
.uthongh this stomach had been detached from the esophagus and the
vagus nexve, --n porim:l.ue waves were visidle as the stomach
onptlod. The waves weTe associated with the rhythaio fl\\ctunuon
of the nnrte moo-:l. potential, azd wers not adolished by intra- .
venous Etamon chlorun which 18 ltutod to stop ordisary gut.rze '

-
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" ,,orutulu, suggesti
nuf.ononic activity of mbmxeoau perye plexi.

Aboeaun of wide nuctuationl i

materiad
may bs quated, copied, of reproduced ln sey fashion without suitee 3

ng thet the contractions were dus to
Intuﬂmusly

injected radicactive scdium (Na®%) appeared 1 the stcmch and

intestinal tract within 3 minutes, dut nttenpta to oomhto
codiun and hydrogen ion nmtion wore unuuoonm. ayparontly

Thess atudies were Lnumptoa by the dnth et m pticnt frm

pulmonery ezbolus and the lack of ooopmuon fm the othu' eut

80 far available.
5. EIsg slegtric m_m;m n-ctm Mmm .tnuu
on growing chick epbryos bhave proceeded st an nccolontcd nto
by devising apperatus which ccntizuously records pounun- e

_ror the entire life oycls of up to 6 egge umlhnmly In .

general,

_ measurements which were obtunod previcusly,

gately 60 eggs have been wuuoa. although only 18 completely.
Potentisls develor mﬂlr;ngtog_sho tenth day and bave &

mehu( the oitrvm of 20 to 50 millivolts

diffsrantiatica pcriod

positive pohrity.

between the mn and lath day. During the &

of the tirst ttn days thnro 1s no potential beyond ¢ 8 mnmns.

It hu been ob»md thut lowering of temporaturo causes the -
potonthl to m toward the pasitive pole. Horml pa..toru are

at present bc:.nc established and as s00R &3 this ouent.hl buo

a th- asesuremnts apd conoctiona. L

PP o,
TR, .

the ccotisuous recordings ecufira the. ulcontuml
and to date .pprczi-’- -

Rt PP TN
2 A R b+

r
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1ige has teen analyzed, work will pmou-d on §gga ivith
lymphomatosis virus and with various tntifnatabolttes.

6. Mouse electrocardiograms, A sethod for takiag
electrocardiograms in mice has bdeen donlopod. Serisl
electrocardiograns of mice tmsphntcd-witfh s hepatoma and
a lymphoms have shown no Tepeatable sbnormal pattera in the
electrocardiogram during the growth ct the tumrs, '

_ Study of the effect of stilbamidips on mice has shomn
that stilbamidine in amn doses causes permanent hurt 'block
and uupmt.ory pmlnu. httom obtama during the dmlcp- E

mlrud.’

" on 30 norml sub:octs.‘ nu dutrnﬂien of the white blood com
proeoedl 109:1&&10:11: w:l.eh s rup of approximtely 0.9 to o
6.7 minutes tor destruction ot 50 mnt of she cells, !mgi'm )

du’toronual- by supnﬂtal ctcum on the same samples nhowaa
° ultulcuo vibration

that 1ynyboom- are 1ou z-uutnt ]

than polymrphom\ohm. Rod cell dutrucuon by the s
bas shown diu-upttoa of half of the red cells in approximately

of heart block in the normal mouse  slectrocardiogren Dave |

. . Tltrasonic m ¢g dlood, A lway of forned ohunts R i
of the blood expossd to ‘ultrescnis tmutnctu of 835, 000 por o
:ooond bhas advanced %o thn dctom.uuon of 38 nmpln of dlood
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N gw‘ud, @ith & rasge from 1to 5.5 ninuses. ﬁepéét of thie
" work Was submitted for publication {Appendix 3, £0).
Studies cn leukemic white blood oells from 10 patien's
have sbhovn thea to have ( marked ability .to withstand ths nltra- ’
sonic vibration for "belf-lives™ of npproxmtoly 3 timss that
of the normal cells. ?onwing thmpy, the Teaistance of tho
cells decreases, dut still reming sbm norml nlun. ‘l‘hin i
Lm:.rprotod as an indication that decrunod duerucuon of white v

blood cells my be of great -unincuco 1.n 1oukem

‘131, Biochemistry. :
1. Qlucose-lactic seid in 3!!1'.1! m A study vas n« o
of the effect of glucose administration co gastrie lactio -cu
production in pstients with gaetrio carcinoma, and in ocntroll :
without gastric carcinoms. Zightesn determimtions bhave boon. .
carried out, on 3 castric cancer cases and 13 non-gastric canoer
controla. The results 1ndicate mt. there 1s generally & ﬁeo 1@ S
gastrio lactio -ctd following nmniltutton of glucose to '
patients with gnertc cu'oumln, mrus in non-urcinom euu
no significant change in subrlo hcuo acid is observed. In two -
 cases of pnru ulcer where & rtn in gastric lactic ecid nn ' ’
cbssrved following umon, there was & marked and coneonitunt
Tise 10 pur&c H, sndscating a probable regurgitation of Lame

lntutml contents [Appendix 3, fAS). -
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The concluaion s reached that the g-atrtc lactic acid.
' _present in gastrie carcinose 18 only peruany th? product cr

bacterial fermsntation. Some lactic acid is also dus %o tba_

glyoolytic ncﬂuty of the tumor. s;nu 1n scme instancss thsre

is no qtituct rise in the gastric lactic acid following glucose
adninistration to patients with gastTio cancer, the procodure
used cannot be applied to the autoc'non of suﬁ-&o cu-einem.
2, Serun catecholsse. ﬁum blood serunm was studied for
the ocsurrence and propertiss or an enzyme which ottunos the
oxidation of oatechol, and of an mzbu.or which 1!1%1111: .
retards the oxidation of catechol. A Tepart of this work 1s

being prepared for publication.

Libresy, Univerity of Calitors, e FEencetcn

Experisents on the distriduticn of serum catecholase in the

thhﬂuw*m“‘w

-sers of normal individuals and of patients with cncer indioated .
that a difference existed in the amount of endogenocus ihhtbipor
present in the two classes of sers. The lag pericd, ﬁeroro
catalytic oxidation ot catechol in the presence of sorum bogin,

was almost wunuy nhortor for serun from cancer pstionts than .
for normal uuuam.u The nzumn ntn of oxidation of cntoehol.

Reprodwction from Special Coliectiont, The

following the ond of the lag pericd, however, were relatively thn
saze. If some erbitrary time, such as one hour, were taken for

eonptrilon of or,rgoa uptake in the pruon« of norpal and cancer

No portion of this metcrial mey $¢ quosed, copicd, or

un, a greater oxygen uptake was gcnonny found with cancer sers.
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- The series was extended to include : ptthologicil states
other than cancer. The following values wers cbtained in the .

series of pormal individuals and of patients with varicus digorders:

Xo, of O2 uptake first hour {ml.)

Condition: Subjects: - Range: Median:
Rormals . 29 4,0-21.0 10.2
Carcinome 26 18.,4-38,5 30.2
Pulmopary tuberculosis 6 27.2-40.8 32,0

Hormonal dysfunetion
Rheumtoid arthritis
Pregnancy '
Other conditiocns

llov‘a % | “01
15.9°a.3 4.2
21,5-28.7 26.5
16.8+24,7 19,3

Other lung involvement 3 27.0-31.6 31.8
Congestive heart
- failure 7 22,5-43,0 25.5
Other vascular and ,
hematologioal | 8 11.0-32,8 24.3
Liver m‘. . 3 i 84.8-83.7 26,.0.
S
3
7
(]

3. Blood histapine ip leukemis. The study on blood
histanine in myslogenous leukemia is contisuing and o» roport :
bas appeared (Appendix 3, f19). It was shown that in patients . '
with chronis myelogenous leukemia in good balance with their
disease the blood histamine values may rise to over a hundrsd
times sbove the rormal values of 1-10 mjcrograms per 100 ca.

Reproduction from Special Collections, The Librazy, Usiversity of California, Sen Fraacico
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The blood Matmino roughly parsllels the peripheral white
bloed cohnt. In six patients with acute myslogenous leukenia

the blood histamioe values were below 10 micrograms. All of

the httir patients, whether the white blood sount was mriksdly

elevated or not, ‘d1ed within 3 woeks after the determination,

-
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mpeToes oaoly 1 of the 135 cases with high blood hiatanizs ~2lass
a1ed in laas than a month apd the cthers survived fer 3 013

zentbs. In eddition, 1t was obssrved (hat rollcwiig iniravidous
injection of 0.1 mg. epimerhrine the blood histamine in chivale

nyslogenous leukerda (4 patients) rose eharply vitdis 15 mizutes

whareas ia the acuts myelczencus leukomia (3 faticats) taerc wes .

a drop in the dlood histamine from the alresdy low levels.
These studies suggest an importent homecstatic mechanier,
possibly between histamine and epinephrine, in miogensus
1sukemia vhich is sharply disruptsd in the scute ﬁhnss of the

dissaso. . Two patients were recently followed, one with a

peripheral white count of 200,000, who hed histamine valuss of - -

400 to 700 mierograms. This petient mas trested with FO2 and
the histamine values mduuy fell to 15 micrcgrans as ber

white blood dropped to 15,000 with iomui.on of the spleen m

reduction in the besal metabolic rate. This petisnt is doing

well. The second patient with a peripheral white count of 60,000
had blood histamine values cf 30 to 80 micrograms. Sho &44 mot

do woll and her white count Tose to 120,000, At this tizo the
bistamine, instesd of rising proportionately, 4ropped to 3.8 N
sicrograms. This patient died of acute pericardial effusicn

8 days following the observat ion.
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v-“‘l‘m‘“n of thaee offects, it would be neceszary to continue
by imtravencus methods to supply m pnu.enta nith va.i..us a.cod
elemects during thoir ucut- period of vomtizg follcwing Wi2 7
therapy. Since similar studies are being done elﬁwhcre this
line of investigation was at least temporarily dlscontinued.’ '
The sscond study, carried cut jointly with Dr. Gildort ‘
Gordan, was to dstermine the anabolic effects of vanst_s prapm-

my et &

tions and routes of aduinistration of tntoaterone. U..astoru'id

and methyl esterified testosterone sudblingually and by coral route

ly o8

were compared on one stable patient with rheumtoid arthritis

who ingested for 11 weeks & constant diet of milk powdor, dextrose,
Dryoc, egg powder, sodium chloride, and cream. The otudies '
revealed definits ansbolic effocts of tutoltsrom and the ence '
" econditions allow quantitative phnmoologio comparisons of vu-ioua
tostost.prone proparations and routes of administratioz, -
A third metabolio study was carried out in collaboration

with the isotope unit with the purpose of ascertaining the effect
of phosphorus tntake upon the deposition aad exoretion of redice

Reproduction from Specisl Collectiont, ‘1 e Livsssy,

active phosphorus.. The patient was maintained on a coastant diet,
reduction in tho phosphorus intake deing effected by mmphogsel,

which binds phosphom 1h the intestinal tract. There wes

t
|
|
|
i
T
:
l
!.
)
3
|

-usgnun ovidonco that the differential uyuko of the 1ympho-
sarcoma areas as compared with sorml skin areas was increesod

while the pagiont was on the iow phosphorus diet. o ;‘- -
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6, Lladoretosy chsmotisrany. A nuator of casgounls uIe
tried for tho possitle chemothezapsutic offnct on mice “witi tuacre.

Thsse include the 2,4-3ichlorophsncxyacetic acid on growth of
lymphorms on Strain A mice, Mice vwelghing approximtsly Z5 grams
tolerate dally doses of 2 to 3 mg. of 2,4«D intreporitonsalily.
The atudies indicate that 2,4-D partiany 1nh1b1ta tke growth ot R
lyzphoma and inernaes 1on¢evity of t.ho trasted snicels as compu'ed
with untreated eontrola. The dsta include Tesults £ron & mmtohed

feoding experiment. Eistologic svaluation of tho effect of 2,4-D

on the tumors show significently greater amount of necrotic changes
in the tumors, roughly cmahpad nith ‘tha dose of the agant used,
In no oase did any tumor receds completely in the anm'als‘ uig tl;la L
tavestigation was ._temiuted; The 2,4-D and seversl ettors hed
no effect upon the growth of mammary tuncre in CSH mica, “
Several fungicides were obtained from Dr, Pratt of thel :

ICollcgo of Phnx-.mey.v University ~t:d_' Califoraia. Thoes includéji. _ _-
(1) nlxcyhceton_o;- (2).2,M1hyﬁi'n:ybonzo;>hcnoas; {3) 4.-.«&"-t L B
dibydrcxydibensolacetons; and (4) 2-methyledeamino~l-caphitrol

: Reproductioa from Speciel Collections, The Library, Univessity 0f Lamsonus, 2ea rraacece
No portios of this metcrial sy be quoted, copied, 0F sepsoduced i axy (ashion witheus written pesmission from the copyright haldgy..

hydroehiorido."_i Atter gross toxicity studles, 4 rg. of salic:rlaoo.tdnov
and 1 mg. of each of tﬁe other compounds were administered énily to. .
5roup- of § senin CSB tuco bearing transplanted Tacoery earcmom.
The tumr size and longevity of the cxporman.al anirals and of

uninjected oonf.roll did oot du‘ror mtorinlly.
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umcy gTovth or w02 1cngerity of tho animlz.

been 1limited ia sourcas of elle

Tho laboratery hae

Pre

. therapeutic agents tc ve tried in mcl. Tha only SOuTecs dhu 2 ‘g -
far havs been the ;;harmacauucal houses, vhich koo coeoenatad » “:*
most graciously uth.our erforts. Tho Laboratory 1s'zct get up ‘ %7:

to conduct extensive {nvestigations of its cwn on the eaii~l . "'f

evaluaticn of chomioal agents. For this reoatdh, the raeuih

ecollaberation with Dr. Floyd C. TurpsT 18 of valuo pine? -°

test a nusber of conpcunds of jpterost. It jc muggsTent vaoh

Libeacy, University of Coliforals, Sea Fraacieco

the ccordination ot a rational va3io of 1aboTetory ead ultaisal

trials of aaent.a' 4n pocplastic diseased ghou2d b gonsilrest o7

the Naticnal advicory Cancer Council.

IV. lmmunologys
\. protsip frastiopation. One °f ubs min ovl:3vi7s o
prusning 3:.‘:.‘,'-11-:&

this La‘bofat.o:i 18 to investigate aifresencos fn ¥

neqplasuc ‘and pormal tigsass, narblowis-=y
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surbsr of humen fumora and ncrmal tissui ha;e f;aer. :?:aativ.c-r:.ted.j
Seversl of these fractions have bsen used to est.a'c:.‘.:'.i entihaly
fermmtion in guinda gige eaad rebbiss, T"a :igﬁd frastions’ ‘
extracted by denzene and ether frem huzag sarcomm Qaterisi T2re
capabls of inducing only non-spocific z-aagticna. when testsd 1
the Schultz-Dale appar~tue by in vitro anaphylexis. A moro
_prom.iaing rnction from this rarcosa vas a protein cbteinsl by
20 per cent mathanol precipitation. It 4i1d pot oross-resact by
ip vitro anaphylaxis with norral liver or splean tractioa.s.
Further work i8 being done with this rrsctif-n to estoblieh its
antigenic specificity. ) '
 Rabbits were also imminized to fractions obtainsd fron
metastatic carcinoms of the cervix, as well as liver txﬁn; the
same patient. Thess animals were bled and their sera testsd
by the precipitation reaction with homologous and hoﬁerologoun_ )
antigens. Work to date indicates that the problem of dotermining
antigenic 4ifferences by n:i precipitin test betwsen acrml and "
neoplastic tissues has dotmit_.o possidilitiss, Partial antizen
speciricity in thi cass of e protein frasction prepercd ':rné an
extract of cnrotm;m of the lung has dbeen determined, %he enti-
tumor rabbit serum was absorbed with e pool of morzel éranns
pnmr;d in the l&m manner as the tumor fraction and when further

Tescted with the pocl gave a much lower amount of Frecipitedle
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nitrogen than whon reacted with the ‘tu.mr catigmn, Tuls rooradure

15 being repeatad by sdsorbing with graater amousts of pecled

antigen in an sttempt to remove all ths entibody cgzint perel

organs, leaving tumor-spscific antidody.

The Yariham mediticaticne

of the micro-Xjehldahl method for determining the nitrogon

spesific pﬁcip:tate haa been adopted.

Preparation of proteins using amo_niuén sulfate precirzitates

was applisd to & uterine marcoma mtaaiatio to Jung, This

procedura was successfully used ia cbtaining oloctmphcrstiaany

homogexious nucleoprotein from plant leaves by Tildman 4n 1947.

Rabbita immunized with this preparation yislded good aatidcliss

against it. A pormal organ pool of s similar sulfete froctioniza-

tion was prepared for absorption of the ponspecific antidodies in

the nﬁbzt anti-tumor serum. Preliminary tests with the sulfats ’

preparation indicate that it {s homogepous since it gives a. single

precipitin curve. The prodlem o.r protein fractionation will dbe

greatly sahanced during .thg_ forthoonming year dy the areignrent of
Dr. Joseph Shaok to ths laboratory and by the presurezent of an

clectmphonniu epparatus for this work.

2. Radioejodated inaune glchulin.

Successful attenpt haa deen

made in labeling immune gamma globulin with red{osctive ioline.
Good correlation was ob‘r;aanoa betwoen redicactive gemuz glotulin
. :

and the amount of specifically precipitable radic-antidody, The

I
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s7stem is active redbdit anti-horse sorum slbumia and [ ITEQ

serum albumin., The crucial points appear to be the el f.::uee.
of a pH bdelow 8.2 and ‘the use of no sors than 3 par c2nt 1odine, _ o :
which does not alter the apecificity or‘ potency of the aatibedy. I

' 3. Mouse tumor ant;bodieg; Transplantable nh.mry carcinoma
of Strain CZH mice was homogenized and lyophilized. The dried

tissus was split into 8 fractions: (1) fats; (2) pH 8.5 soluble

N e
e R L T

materisl; (3) material precipitating at IE 4.2 from fraction (2};-

NP M

(4) 1 M-soluble fraction; and (5) residue. The fractions wore
injected into nbbtn and the gamma ﬂobunn fractions oztracted
from the bloocd. The globulins voro radio-10dated and 1njocted into
mice with mammary tumors. The tissue distribution at 1, & and 7
days of I}S1 labeled rabvit antibody sgainst fat fraction and the
cytoplasmio pucleoprotein fraction ua' pot reveal any loeglization
in the tumor. Seversl of the procedures were unsatisfactory, -
however, and this experiment will be repeated under -zeTo catefully
controlled conditions. ‘ﬁ - :

lluoop;g teins. ' Plasma mcoproteins from huran blecd we '

wm—s’um'num,ummu-—-.—rw

procured from Dr. Ricbard J. Winzler or propu-od by bis aothod.
The mcopmun pnpanuonl from normal blood and from & case ot
gastrio ctrcl.nom were injected into rabbits ud yiolded good

antibodies. The antidodies oross-reacted. The normel pha:m ’

i
|
!
|
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nuoomtuu was analyzed by oloctrophoruil and was ahown to
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be homogenous bub 1t preluced 3 distinet proci?uin zoaks
irdiceting r.erolocical' hatarcgonicity. Iurther puriric:‘:i:n_ .
of this protein is in progress by Dr. Winzler a2d may :'131;.

a more homogenous entity.

Respectfully submitted:

mcmdm Surgeon . . -
- Director, ladoratery of :
. Experimental Oncology
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NATIONAL CANCER INSTITUTE
Direct Allocation

Personael 65,850.00
Equiprect and Supplies 38,000.00
Other Salaries 11,600,00

i Travel ) £2,075.00 :
i ’ SUb*Totu . o e & 8 9 o v o “ o » 117.535000

IXZ. NATIONAL CANCER INSTITUTE
Indirect Allocation {(Grant C-3§8)

Perscaonel © o 42,940.00
Zquipment and Supplies 17,372.%0
Contractusl, eto. 18,450,653
i Overhead - _8,301,05
gs Sub=Total « ¢ 06 ¢ ¢ ¢« 0606 ¢ ¢ ¢ o 85.064.20
a : :
11T, UNIVERSITY OF CALIFORNIA -
» Allocations : -
%_ laboratory 4,500.00
i_ Research Vard 14,900,00 3
. Isctope Unit 9,300,00 o P
| Pathology Unit - _7,200.00 |
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PUBLICATIONS

1. Bierman, H. R., & device for measuring physiolcgie
prossure phencmena using the bonded eleotrical wire
resistance strein gage, Rev. Sci. Imnstruments, 19:
707-710, 1948. .

2. Bierman, H. R,, Newer methods of treatment of
loukemias and lymphomas, Calif. Med. 89: 285-289, 1948.

3. Bierman, H. R., A study of methods of intestionally
crashing aircraft with purpose toward the survival of
perscnnel, Aviation Med. (in press) : S

4. Bierman, H. R., Pulmonary circulaticn times and surface
ares with particular relation to acute hypoxia, Am.
Heart 7. (in press) .

5. Bierzap, H. R., The value of blood oxygen deterninetions,
Calif. Med. (sudmitted for pudblication)

6. Bierman, H. R., Strait, L. A, and Hresoff, M. K., .
Exoretion of urinary coproporphyrins ia patients with )
pecplastic diseases treated with sethyl dis (beta chlore-
othyl) amine hydrochloride (EN2), J. Nat. Cancer Inst. -
(1a press) : _ .

7. Bierman, B. R. and MeClelland, J. N., An experiment in
cancer learning, 7. Assn. Am. Ned. Colleges (in press)

8, Bierman, H. R., &mn. M. B,, Mettier, 8. R., )
Yeaver, J., Berry, W. C. and ¥ise, 8. P., Msthyl bdis -
(bou_chloroothyﬁ amine in large doses in the trestment
of necplastic diseases, Calif, Med. (in press)

9. Kerr, ¥. J., Harp, V. C., Rapaport, B. and Bierman, B. R.,
The propagation of smurmurs and the local production of
vascular smrours in relation to the pulse taves, Assoo.
FPhysicians, 61: 308-312, 1948,

10, Morrow, P. and Bierman, H. R., The effect of ultrascaie
vibration on the formed slements of the dlood 1in yitro,
7. Nat. Cancer Inst. (submitted for publication)
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Cancer Inst., 91 155-1%8, 1948.

i3, Shacter, Bes pyren, Re Ir. i1,
getect of glucose adm.ni.etrauon on gasiric lactic
acid in gastT % . Cancer Inst. (1B
Inereased respiration of yoast 1p the L
presence of 0 and of di.ctr{lstubeotrol. o
Arche Biochem. for puhnuuon TR S
raﬂd.-mtutuiu of TrimeTy pﬂnonary
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17. Shiskin, M. g, apd Bierman, H. Rey npormnw. e
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chemotherapy of noo
18. Sbimkin, M. B, apd Biermas, . Rey rypsin 18
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Toderation of Amiun Sootetiea for Experimentsl R
Biology ' S
i " Detroit . 7
i . Dr. Biermaa i
Dr. Shzotor N &
Yay 1-3, 1949: s ‘ ‘ '5
Amncan rodention for Clinical Rescerch . .
: _ Atlantic City ) xl
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Yrominsnt visitors to the laboretory inoluded:

Homer ¥. Smith, New York University
Pat MoGrady, Amsrican Cancer Society, Few York
saurice Goldblatt, Chicage :
Seymour Grey, Department of Msdioins, Harvard University
Dr. Rivka Ashbel, Tho Hebrew University, Jerusalsm, lsracl
- John MoNichael, Post-graduate Medital 8School, london
Maurice M. Pike, Hartford, Connscticu
¥, Jacobson, Ouhriw, Zngland :
Zaith Paterscn, Manchester, England
.Harold J. Bam, Sydney, Australis
Leon 0. Jaccbson, Tniversity of Chicago, Chicago
J. A, 46l Regato, Colusbia, Missouri .
Rl.lph N, Clulk. ‘l.m‘. D C. . .
' : Joseph L. Mortom, Columbus, ohie . .
- . G. Z. ¥illiams, Riochmond, Tirginis
: 8. 3. Moors, University of Minnesota Hospital, Mipnespelis
C. R. Hitchcook, University of Minnesota Hospital, Minpanpdlis
_-Ryojim Kinoshita, Osaka, Japan , :
A. G, Ivy, Chicago
Mozbers of the Pacific Interurban Clinical ciud (35)
Robert A. Moore, St. Louls, Missouri
N. Chandler Foot, Bew York
3. Basil Eall, Jacksonville, Tlorids .
¥. M. Stanley, Berkeley, Californis )
Eawin A. Iawrencs, University of Utah, Salt lake City, Utab
Achille Poth, University Hospital, Zurich, Switgerland " -
B, Epstein, Pretonis, South Africa C S
. G, Nadmain, Paris, ¥rence - . S
. Jeas Rieleon, Radium Center apd Finsen Institute, Coperkazcn, Demrk}
' : 3. R. Parades, Quito, Ecuador :
Carlos Polit, Quiot, Bowedor . oo s ¥
willemina M, deBruyn, Netherlends Cancer Institute, Amsterdam, Eollaok.
Gansy E. van Walkesk, Children's Bospital, Amsterdam, Solland - .- - i
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But thir pailient, -v‘aich"s;.'.‘n Bz b8 yov, ey v
ganrost kin or frisnd, .‘m,. fort;:.mto. For goai forvtua-, br
wvay of ¢ eerics of cslzcléesces, lod ki 4o ons ef 4he out-
etending fnatitutions of tha Uanlte2 :afzrz todsy, viers mush
ie being eccomplisiiad 4n the l.tv.dy. of enacer in-1te mors
nalignant forzs, ite ch:-.rt.ccorh.tice. 1te ovures, 440 Lresinant
end control. |

Tho Znetitution 4s the ladoratory of Brp~cimions-d
Oncology, brarch agsney of the great University of C:lilzec’s
Esezitsl, lecated ir the Ieguna Bonda Bomo 4n Sem Tunocl-ce.

Oncology? Dontt let zha.ﬂ ters (Lzow yau. It menns,
ia eimple layman'e langunge, the study of tusers. Fr.;r taens,
in this connection, zesr those melignent grovetns maore sozsonly
known as cancer o ccneerdds tissus,

Bs was, this patient, fortunals 1zdscd.

P&hapt ke day not live oul the fwll tixwee To-r: m
ten years »f Bidlical ncc&unt. Perlaze ho may fiad himocll) on
tke doxagrads at eny ‘tm--again nohu(y lmowe Lo suis, ?:
perhaps he may outrun the malignant colle iz hir bods, ©3 o
lpeak.'.:nd live to a relatively ripe nld gge £ad ceslt in ca ki

social security or other reiireme=t bDun-Zity, Bt - -iv oo

he ctil) s a fortunste pareon. for measond which -0 L. Al inw

velov, -

n o

b 9q Low
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Bow, en to thig remsrkable fastiuusion,
It s, due to certain limitiiionz, & methrr gmoll

V establishmant, At no tine 1l'£t able %o gceomidnts woss tion
somo fifteen patisntp, all of whom mmet be ceriifled to 4ho
laborsiory by a co-celled "Sumor board® of tie Uategoulty
Ecepital Clinle. And for the time being, only thece cores

outside the "norm" of ths run-of-theemill eoncer eases, ¢ .

* be spcecepted,

Leboretory 1s the cor'rcct. term, for 4t ir g pluce
in which dsztors, #ioZf ard patients work togethicr tounsd thn
deelirsd cbjectives and in conformity with she rules ¢f .-_~.-,- RETN A
and investigative procedure. It 4s, hoverer, & hospiint in
that 1t is equipped with the bede ani stler fociiitlesr cumisw
to the ordinary hospital, There the similarity, in lmrze meosvro,
ends,

This patient, now, hes Been asked to voice hip rescilons
as experisnced in this institution. 4nd that, indeecd, cpen? up
for the fortunate patient, e sudject oa vhich he may well besems
voludble and enthusiastic,

"~ What are the salfent characteristico a9 seen turm A
the pﬂt!'ent'n eyes and his ssases generallyi '
First and foremost, undoik‘wdl:. ‘i tha Figaly o0 -0t

character of the agency ard itr parenrnisl tlreughout, _2’5 PN

rek 4 the perssnuel have beod hand-piciksd end el ool

m”wﬂm-mmmhnwnmjn-bnhm-nnwen
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, / for sach positiorn, frox direstor to Jeeftar: for fhe srioer iz
£

/ apprrent in the ehpspoter, t.;:g skill, tle Inmeise fndescr. enw .
7

the high efficiency of each individu:) L AL N

Seoond, aud possidly firet, {s ths valab?

visalhip kst

existe among doctére, etaff and th: prilentiz thasmelue

e

relst{onship thet rellects hermory nnd wador:tanciag ia 4.

utmost degree and which ir found in feu coaven tiomnlTiyn

hosplitels,

This relatiwnshin, again, s sexatking pai i 10,910
$5 defins. It 1 bred. ir lergs measure, of the fnc' s =

o

concernsd know thail thiy exrc working toward a coo-

e

. an obleciive that §a pot crtirely confired 4o the LS UL T

in2ividual cace Pul roclir reladsc to dhe broode. eaunE, . .
cancer study and coctrol in Sts genertl pesessy, Thet iz ;

£oel vhich {s carefully def'neé azd ¢clineavcd for Sha a3l

every patient, and the Director rerorts that ke las yet v °

encounter e case in which the failviluu) ppiisa® hue bogs vl

to cocperate. Cooperato! That 18 a term ou in:y o o

in this institurion, for it is the esrencs of ::n beloyg,
Then, there 18 the atmosphers of comricte 23z2:
that seems to permests the very alr of trs :.:

betwsen doctor and patient 12 the many teo:c.

Co €7 zmimets o
courses of treatment; coafidencs between doctissr and hoen' -3

-sopyoy WAoo ows wosy wonmred wes pSORNe BUTE] fue peonpondss 20 ‘perdcs e o4 ew repews srw 1o woneod ON
- P F k [ ] ¥ »
o - s .r

SLE2S menbers; cozfidence n3ong the pstien s therecive:
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Perbens 1t may be o cooo pf the amzicet méazh thed in seInLnTY
zigery fi-r.c'.a corfort end solxce, EBat 1t is ceaper thon thd, )
and vactly more siznificant, Suffice it ts eey that 2t ir e
blossoming of human relstionshipe in tholr fimect srnracalon,

Iz ’thia agtiar of atmosphere, ageln, there gleoo iv
to be found o negative quelity dy comperieon with that pocvelling
in the cTerage voaveationaletype hospitel, Thare ir r oo sxd
eagy panner on the part of doctors, nurses, word sttender'ns,
dietayy caxpsrts, tochnizians that breeds mct exceccite louill-ilsy

but, agein, confidenss snd full cempanionship ou the job, ‘it thic
agelz, 1 z‘afiecte& in the attitude ard tlc retpén;i‘:enss-s PRI
patients themaelver,

Do not forgst--thie 1s & leborator,, Nors it 1z o2
experimental laboratory. 1t is 8 laberztory in vwhich ke d3dtor

asgumes the dual role of reseerch poinntint crd preogtitionor, the o

procsdurc becomes the tost tude sné the patient hlwrelf 43 the

v oslal <

subject, There arse, of couree, s éreat gan; thiacs that the

o
1)
!

£
-

patient--the ordirary laymace-doec 2o¢ uncsriiond; ya2:-s af ::i~7
study would be required to bridzs the gnp, Z2ul, eguir, tho 1z

of understanding is balanced by ths canfic.z2e 4 hip fertn-r, nal

in their evident, intensec interest in ““.Iir acclzned miselor:.

Pursuing further this nnsecty 25 lntensiiy of dzo-r et

e 1

perhavs cne of the moet forcefur Lmyrczz.un- the patlent siaefvar

“

'mmhdhmw'nmdmmthHMnmwnh-mmpMm
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thnt everyone associsted vith the tastitatine geeas Yo ps
of "proprietary® interest in the estahlishment rad cvildenss- o-tiritly

a Keer desirs to see everything "clie:®,
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Thic attitudc, indect, goes muwr

feapes Shed ruvs
sirface manifestations,

is apperert in tho eplesdic aud

izspiring epirit of tecmvork amd tcampley. IS 1a a bit of g
surprise to the new pritent, who is inpressed with the nesnt,

orderly, well designed interior to lesrn that mch of the

initial work preparsters to opening was performed by doctors, crreos
and attendants working on their own time and initistive., I3 ic
notoverthy, aleo, that thisz attitude extends to the paticazs

theneelvee, end is particularly evident whem out-patiests, o

heve spent sone time e2 {n.patients, retutﬁ. rach in ths ¢

oo tnemason
-l 14

of charter menbers of « cltd or old &rals vigiting e ecllage
campus,

The entirs pereoanel, 4n short, eeez %o comprisa s
mmalleclosely knit fraternity——one that ic caastantly erpoading
in membership as resident physicisns make their stuly tou:;a. es
nurses and attendants come and go,pnd as new patients are pizitied
for varying lengths of time, to return gt intsrvals 26 NACHRE

iiated
in thelr individual treatment.

In this latter connection, the Dirsstor of tha lsboraiory
has advanced a significant éropo'nl in that ell cajacer peiientuw
sYeryvhere~~carry a sort of {dentification cers, listing the natars
of their dll;tl., the physiclans and hespitnle who hpve boea zincirned
with their cases, and other pertinsnt dsto, Needless to g3y, he will

find enthusiaetic support for this idec from tiose patiente wvko lnve
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bosn 8o fortunate as to pass tlirough the Oncolegy Ledoratory
and are avare of the importance of completion of thotr
individual cass history, no matter vhez cr where the

circurstances of puch termination.

It i difficult to £ind a single word that can convay
the sverage patient's definition of thic snvirontent 4o which
he suddonly hre found himself, a living, active member of this
littls crosse-section of society, ")‘nnbon‘. no doabt, cotice
as noar a1 any to qualifying, It is the franimess of apereanch,
of relaticaships, of mutual interests and goals, of coafidence
end kope, of, again, the entire atmosphers, Whsre elns, for
example, does the patlient listen 4n as ths dostore on moraing
rounas diecuss his 'cua". 4n the frzakeset of toras, and vhars
they pull no punches, 80 to speak, in theilr friendlsy dul prebing
exchenges 0f opinioca and comment! VWhere elss ¢an the pat.ient
fecl that he, himself, is helping to find a mesns of candralling
his own disease, and in so doing possibly meke a lesting contclie
bution to the art of hesling and therein to all hunsnity?

Do not imagine that it is the moet plensant spot in
the world %o spend a vacetion, sven thuugh it may be r-lr.t'inly
exclusive.;_‘ For there are sick neorle L-:e; people whe knvo

travelled 2 long, long vay down the dasv profecyre of nels,

disillusicnment end despalr. And who kmewe the thoulis of ihe
patient i1 the Led next door oncs the lights ere 8irmed ot night

and the shades are drawn?

des 30 ‘popico ‘perond g Lew §

Lnw p

sappon sylinidos S8 MDT) SO



oooumeTS University of California at San Francisco

Special Collections Library, San Francisco CA
AECOADS SERIES TIME

COMMMEE
< ool F MEDIAIWE DEAN . (913 —-195F
ACCESSION NO. l Zq', ‘

FILE CODE NO. COPY

FOLDER NAME
[
NOTES

‘e

‘.I%?UN?:IY an-?‘\’

[ S,

1
f

.

)

-e_-‘ ‘ . . R S
But evan in hie darkest houra, there reanls ths

S corteinties of faith ang hope 1n the experimental equaticuz -

P AR A T Ty
il

\

of which he 18 a human tactor: the assurance that he ig not
~ alone in his battle; and the sustaialng conndonco ‘..hat one

8y, perhapé in this very spot, will de found the engwer to
v that threat to humnity—cancor. '




