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L. D. McXay, Director Yebruary 6, 1956
Finance Division

Berman M, Roth, Director 714708
Regsearch and Development [ivision

COXTRACT N3, AT-(40-1)-196L - BAYLOR UMIVEBRSITY

— . .

e —

RS 1 E¥M

This is to advise you that Contrset Wo. AT-(k0-1)-196k with Baylor
University has expired and the work is now covered wder a nevw
contruct vith the Wally-Bohamnon Research Foundation. Inagmuch as
the annual progress report covering the work performed duriag the
peried of the eontrasct has been submitted, and sinee the werk is
otill deing conduc ted under & new contract, we have aceepted the
annual progress report as the complete scientific report as re-
quired in Appendix "C" of the contrest. Therefere the obligations

of the University have been concluded, amd the sontrsot should be
closed out,
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Berman ¥. Roth

cC1 J. R, Noore
F. B, McPherson
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Res. Serv. Br, Res.iDev.Div.
Xasonivhs

1097743



A

109714l

Contract AT-(L0-1)-196l
Rarlor Unidersity, College of Medicine
Distributed January 12, 1955

Washington

fontract files

Finance (2)

Research & Medicine (2)
Washington (BamM=-2)
extra copies



Ir. Raply Refer Toi
AT JN

Oa¥x Ridge, Temesszee
January 12, 1955

Baylor "iversity Collece of Medicine
Department of Yedioine
Houston, Texas
Attentlon: DNr. Jack M, Rose
Subject: CRTPACT NO, AT-(LO-1)-196k
Oen tlemen:
melosed, for your retention, vou will find one dulry signed
copy of Contract No. AT=-(l0=1)=196L,
Yery truly yours,

John R, Yocre
“irector
Contract Divisien

// Oak Ridge Op-ratioms
N7

Coniract

Nicholsont jn

OFFICEp |:

SURNAME p V.

DATE »

Form ABC-318 (Rev. #ji3) ] (] IR
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1 STANCARD FORM N8 84

«ﬂﬁ‘ice Memomndum . UNITE~D STATES GOVERNMENT

TO . Jo We Ould, Jr., Assistant General Counsel paTE: November 15, 195L
FROM : R. Ge Humphries, Acting Director, Contract Tivision

SUBJECT: REQUEST FOR PREPARATION OF A RESEARCH CONTRACT WITH BAYLCR UNIVERSITY
COLLEGE OF MEDICINE, IR, JACK M. ROSE, PROJECT IEAIER

SIMBOL: ADA:ARB

Enclosed is an aporoved proposal from Baylor University College of
Medicine for a research project entitled "Radio-Isotope Studies in

! Hodgkin's Disease", with Dr, Jack M, Rose as Froject leader, This
action is covered by Activity No, 6210, Allotment No, 06=51~91(2L)
(FoYe 1955 Funds), Coantract Authorization No, BM=-55-53, dated
October 1, 195k,

Please prepare an appropriate research contract to cover this progrem
for a veriod of e year, beginning Ncvember 1, 195k, with Commission
funds in the amount of $12,000,00,

Enclosures:

1, Request for Cmtract Actim

2. Budget for New Contract

3. Objectives of Proposed Researeb
Le Cy Memo fm Geckler dtd 11/3/5h
Se Ltr fm Rose dtd 10/26/54

6. Cantract Authorization BM=55-53
7« Application for Resessrch Grant

CC: C. S, Shoup
L. D, H&CK.&}’
Jo Nicholson, w/Encls, 1=3

Brown:arb

s 109774b
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' BUDGET FR NEW CONTRACT - DR. J. M. ROSE
F®R PFRICD 11-1-54 - 10-31-85

I'Salaries & Wages: $12,800
Dr. J. M. Rose (60% of time) 0=
Researoh Assoclate . 7,500
Technician, Labaratory Helper,
Social Security 5,300
(2}Animals & Supplies 3,000
2iTravel © 1 -
{4‘Overhead (46% of Salaries) _f
= :"a L $2:

=
=
LY

The Commnission's ocontribution to the above budget will be $12,000.

Recognize support from other agencies as outlined in the contractor's propc

*Dr.. Rose is ; he has an appointment at the
University as Assistant Professor of Medicine at no salary. No&contribuﬁon

on part of the University. . W
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—fhe-ebjestives of the proposed research ars as follows: -

l. To determine whetner a rabbit anti-serum against Hodgkinfs
diseased tissue will combine with tissue involved by this
disease upon intravenous administration to the living
Hodgkin's patient.

2 To determine the cellular localiszation of any combination
that takes place in (1).

3. To tag with a radio-isotope raboit antibodies against
Hodgkints diseased tissue.

Lbe To determine the effocts of t:gged antibodies on specific

cells that may have exhibited localization of the radio-
isotope.

S. To compare specificity and strength of anti-sera against
various protein tiselius and ultra-centrifugal fractions
of Hr2gkints diseased tissue with antibodies against the

whole homogenate by means of localization of tagged anti-
bodies ®in vivo”.

6. To evaluate anti-sera tagged with Iodinel3l, Sulfur35, and
Carbonll in the diagnosis and treatment of Hodgkint's disease.

Te To determine cross reactivity of the rabbit anti-Hodgkin's
Serum with other abnormal cells such as carcinoma and
lymphosarcoma cells,

- ..‘L'- -—..J-'_ En'\ Mai‘ M\-JL};)‘:':Aw ',‘: Jm“— - -""/‘ M"WL&‘
H
oo A -n "-,‘ A PP VS j,(,-. T
~ 1}
|
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Form OR-~569 (2/53) REQUEST FOR CONTRACT ACTION (submit in duplicate)

1. Chairman
TO: J. R. Noorse Contract Board. From: 2¢search % Medicine D1+,

It is requested that the Contract Board take the necessary action to process the following described con~
ract action in accordance with the provisions of Bulletin OR-O&M-19:

2. Nature of Action Requested

; &) selection of New Contractor and (] Modification of Contact
! Negotiation of Contract. No.
, Baylor University College of Medicine Contractor:
. ¥Wwow, Texas .
#’a{/fﬂ] Review and approval of Contract, Sub- [] Other (Explain)
; contract or Purchase Order.
Number:
Name:

3. Nawre of Services to be Covered by Contract

Construction D Architect~Engineer D Other [I_[ {Explain) Research
4. Funding Amount to be Obligated by this Contract Action 3 12,000,900

Source of Funds

Approved ORO Financial Plan, __________Quarter, Fiscal Year 19__
Project No._____or, Activity No. ¢/ 0

: Funds to be Obligated: Alloument No.d4- S7-%/(2%).Y. 19_<$ Funds)
Procurement Directive No._.B_U_fi‘_ﬂ_DatedLa;_/‘_sL
Issuing Office Io/aﬂu « Medicine 2

T Fungs G/
{, Mﬁhie . t Branch

5. Project or Activity to be Covered by Conwact Action:

‘ Location of Work: Constuction Directive No.
Estimated Cost of Work to be Covered by this Conuact Action $
] Schedule: Date Work to Start Estimated Completion Date

Description of Project or Activity:

L (If more space is required use separate sheets and attach hereto?)

1091149



6. Contract Board Docket 7. Request Submirted By: (si}n d)
No. Date: M‘I’me:

{To be 15i2ned by

i
Boaru s« cretary) i
o B

8. Compicte Description of Services to be Furnished by Contractor:

—ms = = fe= ez

Tashington designated research contract
Title: Radic~Isotope Studies in Hodgkin's Disease

(1f more space is required use separate sheets and atntach hereto:)

9. Description of other changes to be covered by Modification: o

New contract for a period of one year beginning November 1, 1954, with
Commissicn furds in the amount of £172,000,00.

(If more space is required use separate sheets and attach heretcz)

10. Negotiated Conuacts. (Show why it appears desirable to negotiate new coatract or to negotiate
modification to existing contract)

Memo J. C. Bugher to S. R. Sapirie dated October 1, 1954

{If more space is required use separate sheets and attach herew:)

11. Conuacts, SuSconuacts, or Purchase Orders Submitted for Review and Approval: (Furnish brief descrip-
tion of action in this space and attach pertinent documents)

None

12. Disputes:
Attach a statement summarizing the dispute tcgzther with pertinrent documents and Background
Marterial,

None

BRI
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Jaucs Reunsaville Ncvearer 3, 1954

Roboert . fizckler
BATLOR JNIV=ZRSITY C.NTRACT AUTVCRIZATICN NO. BM-55-53

I talked with Dr. J. M. Rose regarding the budget for his research
contract and also had a conversation with the Business Office
regarding cverhead,

Dr. Rose has a Univ-rsity apccintment 2s Assistant Pro
¥edicine at no salary. He is . Falf
of his time will be spent on this research and he places a valus
of $5000 for half of his time. He was not familiar with the
Jniversity's regzil:ticns rerarding overhead and referred me to the
Business Nffice. The Rusiness ¥anager is dr. J. L. Johnson. Uy
conversation was with an unidentified suzordinate. At the present
time the Army is determining the overhead rate for the Institution
btat this figire will not be available for sometime. The business
office, however, made an nnefficial determinaticn of overread and
found it tc te arsroximately 309 of tuhe total funds of the gran

or LSY of salaries. In view of the Government reluctance to prcvide
£111 cost of overhead a minimum acceptaple vo the Jniversity has
been decided tc be 3§f. In the ancr:icial getcrainaticn mainterance
was rrorated among the various departaent. 7Usags con ejaic.ent

wa3 taxen 1o te 6 2/3%. BRiildinzs and grounds were alicwed 27 and
20¢ of the departmnent chairman!s salary was inclided in overhead.
Qther details on the determination were nct available,

The Jni-ersity has recently inatigated social secirity cayments
and wo'ld liks to have these inclucded in tne budget.

The contract should be dated Nov. 1, 195L.

The business of{ice would like any literature available on reguiations,

etc., rezarding contract funds. If none is available/we should write
tnen to this effect.

Robert P. (eckler
Geckler:ef

1097151



Baglor Hriversity
College of Medicine
Texas Medical Center
Fouston, Texas
October 26, 1954

Division of Reseerch Crants
Atomic Energy Commission
Oekridege, Tenn.

Dear Sir:

Inclosed is a ¢opy of the budget drawn up in a form similar
to the one suggested in your letter.

Dr. James A. Creen, chief of the Department >f Meiicine,
avnzrent’y did not understand thet the applicatisn required
hiz full signature. He has rerely marked it 0.X. with his
initials. TIf this is not satisfectory, please let me know

d I will have him sign an additionai copy wzen he returns
t2 tomm.

Sincerely y-urs,

Jc IYI- RO\gE' E-Il D-

(9@ M_Qw”h"j

.. X 'TCA
.
s430



- Baylor Hriversity
Callege of Medicine
Texas Mcdical Conter
Fouston, Texas

TOTAL COST BUDGET FOR RESEARCH PROPCSAL COVERING WORK ON

*RADIO-ISOTOFE STUDIES IN HODGKIN'S DISEASE®

FOR PERIOD 11-1-5} through 10-31-55

TOTAL BAYIOR AEC
Salaries & Wages:
Immno-chemist & Radio-biolo- $ 7,500 $5,000 $2,500
gist
Imminologic Technician 3,500 0 0
Radio-biological Technician 3,500 0 3,500
Chemical Technician 3,500 0 0
Photograrhic Technician 1,800 o] 0
Laboratory Zelper 1,800 0 1,800
Animals & Supplies 4,800 600 2,400
Equiprent 450 0 0
Travel 1,350 0 1,000
Overhead - (87 of the total grant) 1,432 [ 1 800
$29,6322  $5,600 $12,000

*funds from one of several scurces rending

oA Qs

—— ——

J

1091733
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OO0 00 o
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0

$3.500
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TO H
FROM :
SUBJECT :
REFERENCE :
SWBOL :
10977154

UNITED STATES ATCMIC ENERGY COMMISSION
WASHINGTON, D. C,

Contract Authorization No,  _BEM~-G5=53

S. R. Sapirie, Manager 0CT 1 1954

Oai Ridge Operations Office 0 ﬁ
PQZL FOR

AEC 102/16 APPROVED OCTOBER 7, 1953, AS IMPLEMENTED BY MEMO
TO MANAGERS, OPERATIONS OFFICES, DATED 10/23/53, JOINTLY
SIGNED BY THE DIRECTORS OF THE DIVISIONS OF RESEARCH AND
BIOLOGY AND MEDICINE.

Dr, John C, Bugher, Direct
of Biology and Medicine, 5

FUND AUTHORIZATION AND TRANSMITTAL OF
CONTRACT NEGOTIATION

BMM: IGL

The research proposal described below has been approved by
the Division of Biology and Medicine, funds are available, and
you are authorized and requested to negotiate a contract in
accordance with the following terms and conditions:

1. Institution: Baylor University College of Medicine
2. Investigator (s): Dr, Jack M, Rose

3., Title: "Radio-Isotope Studies in Hodgkin's Disease”

4, (x) New Contract or ( ) Renewal of Contract No.

5. Duration - From: One year To: .
6, ARC Technical Representative: Paul G, LeFevre ﬁa/
7. Contract Fund Authorization:

Punds are authorized for the obligation of this contract
as follows:

Allotment No. Budget Amount
Category Previcus This Action Total
06~51=91 (2L) 6210 _$12,000 $12,000

oCc1 4 (¢
Varlett
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8, It is suggested that in the best interests of the government the
following type contract be negotiated: Lump-sum

9, It is requested that the title to any capital equipment procured
under this contract shall be vested with: (x) the contractor
() the government

10, Other Comments:

Support beyond the initial year of exploratory work camnot
be assured, '

Please send the Division of Biology and Medicine two copies
of the revised total-budget itemization, indicating total

contributions of AEC, HEW, Baylor University, and amy other
contributors,

11, Security Requirements:

In accordance with the provisions of GM-CLA-2 (Revised Sept. 29, 1953),
and the requirements of the Declassification Guide, it has been determinec
that the following security precautions should be taken in connection witlh
the proposed research contract:

Since there is essentially no chance for the development of
restricted data, this project has been placed in Category I
as defined in GM-CLA-2,

12, Reports: (x) Reports are to be required as provided for by
"Revised Guide for the Submission of Research
Proposals" dated February 8, 1954,

() Special Reports Instructions are as follows:
Enclosures: (x) "A"™ -~ Proposal, dated

(x) "B" . Notification letter, dated

( ) nc" - Other correspondence, none letters

Distribution:

Addressee: Original (w encl,) Division File: Yellow Copy (w encl.)
1st Copy (w encl.) Pink Copy (w/o encl.)
2nd Copy (w encl.)

CGLLbOI

Program Analysis Branch File:  White Copy (w encl.)
Branch: White Copy (w/o encl.) : cro 878782

y

SURNAME S . ... ... . .

DATER [..... ... ‘ o ’ ' N

[ | —— -



UNITED STATES ATCMIC ENERGY COMMISSION
WASHINGTON, D. C.,

Contrast Authorization No. Fi.gg.cg3

TO ¢ 8. R, Sapirie, Manager
Oak Ridge Operstions Office
FROM ¢ Dr. Jahm C. Bugher, Director, Divisicn

of Blology and Medicine, Washingtom, D. C,

SUBJECT : FUND AUTHORIZATION AND TRANSMITTAL OF RESEARCH PROPOSAL #CRB
CONTRACT NEGOTIATION '

REFERENCE : ABC 102/16 APPROVED OCTOBER 7, 1953, AS IMPLEMENTED BY MEMO
TO MANAGERS, OPERATIONS OFFICES, DATED 10/23/53, JOINTLY
SIGNED BY THE DIRECTORS OF THE DIVISIONS OF RESEARCH AND
BIOLOGY AND MEDICINE,

SWMBOL ! BEMMIRL
The research proposal described below has been approved by

the Division of Biology and Medicine, funds are available, and
you are authorized and requested to negotiate a contract in
accordance with the following terms and conditions:

l. Institution: Baylor University College of Medicine
2. Investigator (s): pr, Jask M., Roee

3¢ Title: "Radio-Isotope Stucdies in Hodgkin's Disease”

4, (x) New Contract or { ) Renewal of Contract No.

5. Duration - Prom: One year To:

6. AEC Technical Representative: Paul G, LeFevre

7~ Contract Fund Authorization:

Funds are authorized for the obligation of this contract
as follows:

Allotment No.  Budget Amount
Category Previous This Action Total
D6-S1e81 (21) A0 -$12,000  #12,000

1097150
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8, It is suggested that in the best interests of the govermment the
following type contract be negotiated: Lump~sum

9. It is requested that the title to any capital equipment procured
under this contract shall be vested with: (g) the contractor
( ) the government

10. Other Comments:

Suppert beyond the initial year of exploratory work cannot
be assured,

Please send the Division of Biology snd Medicine two ecpies
of the revised total-budget itemization, indicating total

contributions of AEC, HEW, Baylor University, and any other
contributors,

11, Security Requirements:

In accordance with the provisions of GM-CLA-2 (Revised Sept. 29, 1953),
and the requirements of the Declassification Guide, it has been determined
that the following security precautions should be taken in connection with
the proposed research contract:

Since there is essentially no ehance for the development of
restricted data, this project has been placei in Category 1
as defined in GM-CLA-2,

12. Reports: (1) Reports are to be required as provided for by
_ "Revised Guide for the Submission of Research
Proposals™ dated February 8, 1954,
( ) Special Reports Instructions are as follows:

Enclosures: (x) WA" - Proposal, dated

(g "B" - Notification letter, dated_OQCT | {234

() "C" - Other correspondence, letters

Distribution:

Addressee: Original (w encl.) Division File: Yellow Copy (W encl,)

1st Copy (w encl.) Pink Copy (w/o encl.)
2nd Copy (w encl.)

Program Analysis Branch File:  White Copy (w encl.)
Branch: White Copy (w/o encl,) GPo 878782

...........................................................................

CSURNAMES® ... . L. L L




I.
1I.

111,

APPLICATION FCR RESEARCH QRANT
Fro3
ATOMIC ENF=E0Y COMMISSIONM

Title of the pre ject--Radlo-Iactope Studies in Hodgkin's Disease.

The institution and cepartment in whish the work wil onNe~-
Taylor Unlversity tollege of Bedicine, Department of ﬁ!cm

Selentific bacl_cgz_vi\’_:z_ad-- Imunologie studies in Hodgkin's Disease have

en in progress our laborstory for the past two years. 7The
basic studies are uupgomd the United States Pudblic Health
3ervice (Grant ¥o, ¢ 0707-3%900/&!\:“). As a result of this work
an anti-serum has been developed which shows evidence of specificity
against an antigen or antizens contained in Hodzkin's diseased
tissues,

Pilot studies have been ocondusted employing the absorbed mb-

ulin fraction of the rabbit anti-Hodgkin's serum tazged with 1134,
No support is avallable for these studies at the present time,

A, Literature relevant to the proposal:

l. Rose,M,, Immunologic Studies in Hodgkin's Disease.

A prelimirary Report presented at the American Academ;
o2 Allerzists in February of 1954, now in press, Amer-
can Journal of Allergy.

2. Pressman, David, The zone of localization of anti-
tissue antitodies as determined by the useso” racdio-
active tracers, J. Allergy, 22 (5) 387-96. 1951,

2, Pressman, Lavid, The zone of‘ Tocelization of antibodies.
III, The specific localization of antidodles to rat
kidney., Cancer, 2 (4). 1943,

4, Talracze, L, ‘., Tixon, P. J., ot 8], Antigen elimin:-
tion from the blood as an early manifestation of the
immune response. J. Immunol, §7, 243, 1951

%. Kiad, John G,, 3uppression of growth of PBrown-Pearce
tumor cells by a specifie antibody with a considers-
tion of the nature of the reacting cell constituent,
J. m. M.] 8 227-%. 1%6

€. Marshal, A, H,”E, and White, R, G,, Reaction of retic-
ular tissue to antigen., Brit, J,, of Exp. Path,, 31
(2), 157-74, 1950,

B. Significance of this work--If tumor antibodies or antibocdies
againat any abtnormel cell can dbe shown to be specific for
such eells without having damaging effects on normal cells
in the body, such antidbodies may be of valus in diagnosis
and treatment of an important group of diseeses in man,

This research is directsd toward demonstration of the specis
icity of any antibody against Hodgkin's dissssed oells in
the living patient and "in vitro", Results of this

of investigation de not have the objections of the appli-

cability to human disease as in experiments performed
entirely on animals.

10971798
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IV, Selentific soope of the proposed researeh

A,

E.

c.

OtJjectives

1. To detemine whether u raluit anti-serun against Hoczxin's
d>seased tlsogue wi.ll comline with tinssue irrolved by this
cisegae upon intravenocus administiration to the living
Hodgkin's patient,

2. 7o detammine the c¢sliular locelisetic:: of any oocmbination
that takes place in (1),

3. To with a redio-isotope redbit antidodies against

's diseased tissue,

4, To determine the effects of tagged antidodies on specifie
:el%: that ma;y have exhibited localization of the redio-

0oTope, '

5. To compare specifiecity and strength of anti-sers egainst
varicus protein T selius and ultrs-centrifugal frections
of Hodgkin's disc.ded tissue with antibodies against the
wholo hamogenate by means of looalisation of tagged anti-
bodles "in vivo', Preparsticns prepared by physieal
methods such as use of & fine mesh screen, approximately
37 micra diameter, for differential oonuiu- separetion
will be employed.

€, To evn,mata antli-sara tagzec with Iodine131, Sulmr~35, and
Carbon+™ in the diaznosis and treatment of Hodzkin's @isease.

7« To determine cross reactivity of the rabbit anti-Hodgkin's
serun with other abncrmal cells such as carcincme and
lmmphocsarceome cells,

Its relation to prezent knowledge and ccmparebdle work in progress
elsewhere--Tagged antidbodics have not been reported to have

been used in human sublects, Numerous studies have been done
with anti-tissue antibodies taszsed with radio-iodine and in-
Jected intc animals, Work is in prosress at the present time on
enti-tumor antibedles in transplantatle animel tumors, The
clctulin fracticn cf anti-sera have uteen succesafully tagsed

by several experimenters,

Plan of sccomplishments fcr the first Yoar's work:

i, Ceneral methocds
&8, Preparation of Rabbit Anti-Hodgkin's Serum '
The same method will be used that is being cuglo;,'ed in
the Immunclogie Studies in Hodgkin's Disesse.® In these
experiments tiddus homogenates were prepared from
material removed from Hodgkin's patients at autosy withirn
four hours of death and made up nnsdiat.ly for injection,
or else stored at approximately -63°C, in an atmosphere
of carbon dioxide i1ce. Homogenization of tissue was
performed in an ice bath using an ordinary glass tissue
homogenizer, An anti-gerum was produced by the injectiorn
of the Hodgkin's homogenate (0.4 ml,) with falde (0.2 ml)
oil (0.4 ml), and myco-bacterium phlei (0,16 mgm
ections with this mate were made in three to four
sites subcutaneocusly, at monthly intervals, using 1 cc,

3. ¢ Heskh 3Servioce Grant




3.

in each of the depots, Preceding each immunisation,
tests werg made on the rabbit gserum for &emmingtion of
antibody titers, In addition to this preparation
various ultra=centrifuzal and protein fractions will

be emplored for immunismaticn,

L. Absorpilon of Nor-lpecific Antivodles,
The procedure followed in the earlier study will also
be followed Lese, Experiments conducted in previocus
studies indicated that the arbitreary use of s final
¢ilution of 115 mspension of normel lymph node antigen
was effective in adbsording out antidbodies sgainst normal
1mph node componenta, GCGenerally two to three such
absorpticns carried out in the ccld overnight with com
tinmuous geritle rotation, satisfactorily removed none-
specific antibodies mio pearmitting to remain intact
antibodies against the dn's disease oocmponents,
Removal of other non-specific antibody components was
acoomplished by absorption, Absorption with heterophile
antigen was also performed, Antigen antidody testing
procedurea were carried out with g norwal lyngh node
antigen and & Hoddn's antigen by homogenizatic:
of the reapective timsues follewed by suspension in
nosmai saline,

¢. Antibody Testing Procecdures,

Routine cagp.aenent fixgiion react.cng have o used,
Use of trypsin-treated red cells and oclloidion occated
antigen particles will ala¢ be employed as a mathod

- of antidbod; determination, Testing anti-sera against
Fodzelin'e antizen and nomel lymph node antigen and
using a scr.i and antigen ecntivl have eonaistently
showny the prosence of an antibody specific for Hoedgikin's
tissue after g sufficientl; lon- period of immnisation,*
In adcizica Lo testing anti-gers against the anti-serun
asainst thoe wiwle heacgenate w_ il the v ble hcnce
genate, tiselius, ultra-centrifugal and liosl frection:
will dao be enpio:red as test antigons,

¢. Preparaticn of Glotulin Praction
The giobulin fraction of the absorbed prabbit anti-serum
will be romoved b dialysis t 1.4 volumes of 3 M
ammoniun sulfate in the cold {1). At present modifi-
cations of ethancl fractionation techniques are deing
investigated to arrive at a method suitadble for this
laboretor;, Comparisons ¢f the globulin fractions
reocovered bty this method will be made with the ane
previously referred to. The precipitated glotulin
frection will then be washed several times with 1.75 M
ammoniun sulfate and redissolved in cne~third to one-half

¥ Loie Etuctes in Radgiines £ ae erier Aotanirise asith Orant on smmno-
c s es in 8 disease, other me s 8l Cetemining acocaplist.-
ment of oaplete adbesorption are in'progrou. Thege include Schultze-Dale
and dross anaphylaxis in the passively sensitised Ouinea pig.

091160
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cf the original volume., An 24ditional dial:sis will

.

be uzcd to remcve the armon. . sulfete rens!ning bell

until negative recsticn to Mesgler'c solution Lo citalno”
Telling of Antital Glutilip tith Rarfcelnoterec.
Variocus 1s0%cpes will be econsidered for use in uﬁ}m;
the Pt entlieFedoiin's remz, including lodinedll,
ilfur~, and Cartons~, "1In vitroidaboum; of the
antibody will b¢ sitempted usingc I after the method
of Preamen and Sternbderger (2).

Antibedy E’ﬁtulf.:: w.1ll b ladeled with eerrier=frce
racic-active X Yy the acditior of free mMmdic~active
lodine to 6.25 mg of globulin at 2 pH of 5,7. Uncombinec
redio-active iodine will be. renmoved by lon exchange using
Anberlite 1RUE anion exchanca resin, Yields as high as
07 have leen cttained without undup deraturation ¢f thc
antibeys freotlon, confirmed in this lab b tagging an
antidody glohulin fraction of inouwn titer and detecting

a~, ctange In titer after ladelin- ﬁvoedx.m .
In aalition to the 'L vitro' labe of ‘Skin's

2 tidody glotulin, an sttempt to bdlologt ladel the
Holmats &’2‘3‘ will b meZe, Rabbits will be in-
Jeoted witl. o thionine avallable commeroially and efte
an Andefiniis period of tlio tiie an‘mals will bled
&ns W@ mnie o0 fommwtlon of rumal zloinli- and Moo -
antidod; gloinlin will be determined in addition to
dotemini s the sielld and cpezific activity of the
idbeled _lobilin, Procoures o-tlined by Tamder as
Reinhardt (2) w11l be £:3112wed - whleh 5.0235 of the
‘njeetad Se-ogpioged L Vit Jloxlin frastion,  Stolld
the se of 332 Meihloning, cermeneially availadle,

12t te Tound econcmioal, the uwio-ogica) smthesis JJf

C7 Mellilonine wlll be dens, utilizin: cultumes of
Tesiesiehila esll aftin the metho? of Dean e (&),
W“red Ol 3, 00li will be incubated with 5392 ulfzc:,
2°7 Sulfa S reduced and utilized by the bacterie
for s;nthesis of protein and b this method 20% of thc
sulfur is incorporatad in methionine and 807 cysteine.
Ta@ pretcla 15 then hydrelized an? with elther payer
chromotography, electrophoresis or by ion exchange thc
VIR &RING aclls will Yo somarzied, B othic method
0.7 mgn. of methionine pe~ ¢c, of & 11 can be obtainacd
Should this zeinod of blologicel &5m T3 ofantidody
»TOVe guccessful, as well ee eoononical, 1t is planned

te tttapt the dlolozical synthesis of mathionine with
Carbon 14,

utoradiosraphic Techniquen,
These r,';ll bglpcgrgniu;; on t;..gjsuetfmnov:c; fram thic .
Hodzkin's patient following ection of a tagged anti-
serum, Qross zutoradiographs will be made from the
exclzec node, Tissues removed from other patients who
have not been ected with an anti-serva will alac be
studied using technigque, Microscopic autoradio-
will be preparec on tissues as follows: A portio:n
of involved rode will be dessicated from the frogen
stats in an atmosphere of liguid nitrogen and the.
emdedded in paraffin, Seotions will them be eut with
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the micrcline and mountdd on speoislly prepered eulsion

~ ”~ - A mae - A, h I (% L L KPR Y
e slase microocope £lifes (MTT ~lptes), Hodzi'n's
S

L7o5us ity will @lso be incudated with tagged antiw
c.iwr A a1l beakcrsz, Thesa baakers will trhan be
plane? Lo g Tubrnoff meteinliil aj.eiutus end allowed to
rauaia for severgl hours, Pamilin blocis will tacm
20 prepared froxr this tisae in the seme manner as 4o
the in vivo' studies.

By microscopic examination of the histo ¢ section:
and superimposed autorsdiogzrapihs, sttampts will de made
to determine exact oellular mizution of the anti-
bodies., Partiocular note will be made of any localisatich
thet might indicate differential pick-up hy either ghe
¢cell memtrane, the eytoplass, or the mueclsus of involved
cells; as well a3 to determine whether normal ts
of the node show evidence of localimation of m
artibudy or whether it i1s confirad to abnormal oamponents
such as the Sternberg-Reed type oell,

Spec’ fic Rxperimente

8.

"In vitro 3tudies

Frozen Podriiints tissue will be inoubetd®d in the Dubnoff
retabelle apperetus vith the tazmed glotulin fraction
of rabbit anti-Hodgkin's eeru: and followed by
erteradiograpi:ie stucies to delamaine uptake ancd local-
leation,

Chrometograpd:ie stuicdles hove been initiated on
HeissAants thepaue &0 controlg on puitadble normal hunman
tisme, Chiometozrans will de pregared cof the mincecd
tivee gilce followin: Ilnclat!sn and of tisoue removed

from the pelicnt folliwing injection of the taggec
anti-serum, Counte will thsn, be made on the various
revargted fractions o wotermine areas of localigation
el 1adio-~activit s, Comper’cont will be made with
Tiseliue anc wltre~centrifusal fractions of the antizen
containirg lookliisec Iacic=usllivil,. aubsequentliy
rompariact; cf conylenertd flxstion studies will be
performed using all types of finctions describec abcve,
Intrevenous irjection of a patient with Hodgkin's
o3cess Wil Whe g£lolklin fraction of a redbdbit anti-
Hodgidn's serum tagged withh recio=-1iso .

(1). Use of Antixy Tagped with Iocis

One miliigrenm otlﬁtimc;; with S nilli-

curies of Icdine will de octed intravencus-

1y 1r tiie ear)y studies, The thyroid gland wili
have beoen previousl’ bloc.ed with an anti-thynoid
campoln<c stich 88 Tapaszols, Determination

over various parts of the body will be eanduated

bv use S a direotiumal scintillation ecuntéer

using waiitium tungstate as uhe phor, Counts
will be muie over invoives 3 nodes and oo~
pared with ocaamts over ccore and gymaetrice

aroeas on the eontrelatere: aide of body,. Unta:
by lymph node s Such as the nedx, groin, or
axillae, as well as oounts over the thyroidy, rete
liver, spleen and knee will de performed,
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6.

of Coiappeaiwce of edlo-todine from the blood

gites ULl be etacood Lo determingtiona ¢en the
~4..u:- tlr A 'n;:'t'. u.‘.::¢ C;‘:ﬂ;\:‘u;\vul ‘/er-v\-u \p\;; :\'.,’(' k--

v oWhe tmes at wach counts are male cover the
Yo, Polrsisbtent AdifYs ouene €8 W0 oD morc
Lo nveives 1ol noces and eounti in & S, e
net~ien) ares on the cont'-ahto:u sicde of tha tod,
w'll be c»r«s dered siz;x..rioant. If sufficlient
Lzt _vi%, ls found, tre Iir.oolved areez will be
acanes uth an autamtic noinulhuoa soanning
dotecter similar to that deaeridbed in the litersturc
LN oseLnning the h,old, liver, prostate, ctc,
Cencral stucics on the patient will be made at
tne gane time thaAt the redic-igotopie study is
beling carried out, i.e., blood oounts, secimentaiio
reELeE, ets.,
Az moTe pet_ents are studied the amount of
ta.zzed 3lobulin injected will Do increased to o
:«.1:-:;3.._‘ ¢F 20«20 me¢, of relio-iodine attached
L o % mam, of antibod*r nit unlass specific
uptakes can be derxcnsirated smmller quantities.
3\;:‘:‘:_‘0* © ruaber of rav mts will be stulled t¢
delern' s sucn le. e‘s. I2 positive evidense iz
chtainel " pu.,,. a3 thiis line of approach, at
‘.*1:"_ “*.‘!‘"*r‘* pe.‘..t?.*_‘;’ w.11 be injee{ed with tio
oot O vagott o antineuy ,.*omn detarmined t¢ be
2tec ats T demcinatmtic: sneeifle uptake,

(- suaflar ssudlos U that in (1 ing antibodipd
) tagzeT Molezizally wth 2 and Carvon-",
(3 Jimdlac s...“i'?g tcC :.‘*.a,s in l) USiing di;ol\ Coen_ond
Entlk ilis 1 an: 237 ¢:'1231 and ci4),
Ce ; "‘1’110?&’)“110 o:udir*s.
gesond T - o Thr wiil o o iaved frem patients i
z-:f-x: 13 vive upteaxae “t‘;\:ic, f\.llow;:\; injection ol
s ~-::-:::*_1 nare e :,c:-.i.:,s-;‘.. Half of the nocge
w1 Tt anal for a"‘:‘:?ﬁ.tt::'-q s atudles, These will
e nede wcc:din ¢35 the teqnique doseridbed under
C.. ~e~a. Mrilods,

S, N Limtinn Aafhe nels prrwovet An the previocusz stud; will
*o mineel an: plased In the T2xan Well Geiger eounter
to datomsias i tenific atioter from the total
rmmber 07 Counts and thus the amount of radidoactivie,
ner -m of tiasue,

e.

Conirols C. siudies in (v), (2), and (4) will incluce tic

£olloing: :

(1) Uptoie ¢ the radic-active antidody on one side of
the bod v'11 te conza—ed with measurements over
srzai-ical areas on the ocntmalataerel side of the
ol s, “hzm osuperflolzl niles are involved, tiwe
lacs ¢ iavelvenent ¢:n ore 31d0 of the bod, or the
other cai be determined without diffisulty,

(2) Detarmination of the amount of mmutiuty preaent
in exclsod tissue involved by the Hodgkin's process

will b2 compared with sinflar studises on uninvolved
tigsuc froa the same patient, _such as normal lymph
nodeornomlpoﬂmrmmthnunm
a.zas ¢f Involvement, muscle tissue and sikin,

(3) Comparison of counts over nods bearing aress in
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7.

RV IS - - . HeP o & an e . . .
HevoTDL WO tave node Lwolvaement i tlas

S et mn v e dmta & . L O Y- 2 - .. - -
S ek -=ChoS 3T L 1t have Inslvanant
o thel oo,

; n :

() Voo sl wloi LOLCS BOmaad ralilt wlobul:
TLPTIIMIL NG 80 Iotll WO e sbuclel Vuilowil
~LgbCLiul. of W Wit atd-seaa,

i ; U. il stucles I nomial patienta,

Corparison of avtoruliciraphs of normal 1ymph
Dodtd trectel L viuie with tagged antliiserum
&4 comparcd with Hodgkin's lymph nodes similare
1y treated 'in vitrc', ,
cdicles cinllar to thote deseribed in (a) will be
male with anti-sere preparcd against the albumin,
SA0Tilin, ribernuclole acid and desoxy -riboruelies
ceid frectlicns of the Hodzgkin's tissue proveinsg ?S).
Crierisl., of erecs of cevclopment in ausciediogreph
¥'ih the correcponiing micronecpid seotions will be
Lale to celemmine loccllzas:on In ocllular elements
wolnopartliciler note €o te sdotiier localizatlon
teims place in 212 ecllc cor only these which appear
Lo te abrermel such 23 LiuinbergeReed eells,atypicel
hoculon ellly, o miltlercccleated glant cell,
SUIMIIITION Wlll e e o 85 Coterming whether
CLIlnEtown Luay zeotloulor eell Lo et il o
L Rml s Y e 2 l) much o as thie ecll mone
Loie, T Cooplas, or e nucleus. Antiesers
AL LT S prlts iy svlislers cf Hocsiunt's
S2IT ool W Aol fiactlon,  the alimain
Slvt, the voll eribonucleic goil fraction and

LLLIITIRICLE St Sl wW.L) be taggedc in
G n T BLULLLOLT TS LA WLt the a&ntlesere. e_aln:
Loobweowmale. wtwdeec will then de eoncucted

Cw-

B B ol 0 P ]

T
é' "’;b (“

A e Ay
R
fo
ey
PR Y N

. A . v v, . .o~ 2. - . ~
SISO TROIL LD O, L atilvetive or
. IR T LIFS B ou SR ° . . LA e st e - JORY -
c SRRV L IPTen Ll Lot ten e VEILOUE &nulecorn

S LIvoll ITECvolil &NC U8 antiegesim
e e il el Ul Lozufur ad deciloman o
Lo BEGL L. 'S Jleeesec tiBoue in the l.i.ir5 patient
O M iiel Zn o LiLsc t1eutad " in vitro' woth the
SO fo Vol T elLoenis szmtlar to Sheac

- e

0

veen With U anf.-uorul agelrot the whols homGe
v e . R I vme Vel .y
« re [ O T \.-‘.-v"(.. det o 1 o
-I ovuc.en or gpeciflcit, i locsliEstion indioste
L

vt tha Ao el entiesenu ‘s apecifically carriec
Lo Ho sin'e Clcessed ccils, this antie-serum will
te ernivesed fn atteopilns to detect aress of
‘rvolvesent In patlents wit) Hodgidn's ciseasec.
LIECr L nts of el wlll trern be en lcyed to
“elii.lny tte effecte of fcilwirg reciation on &
fioeas ¢f Too lo ¢ losoane Lo ocrder to Cetonaiie
wiethco cuch & procelioze it of possitle tosrapeutic
worth, The clin’Zeal course of the c.sease, l-ray
stucles, selimentatic: rotce, &l other genersl
leboratory tests, will bLe usel &8 oritsria to
cetermine the efficacy of ©l.:. v~ . Tress g Lt
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on dlasnostic and tlorgpeuite worth will be
carried out if previouc investigaticnc, alrcon
outiined, ra.c oo ¢eflriie pramisc.
CIn ovitiv’ sWlles will be condletol o wiles
t 2o ol eeclls ocuch 23 corcireng and Qo hoIorns
Autornllioltank.s wWill bte made ¢ BCCLIong OF Sue..
tissue after incubating withn tagzed Hodgudin'c en:
sema in a Dubroff motabolic flasi:, Mierovoce, ':
gutorediozraphs will be superimposcd on the
histolcsic scetlions to deternine uptase t; varic.
8 of colls. If indicated, "in vive" atuilc:
w11l alsc be mace in other type of melisnoncizz

aplo’ing the anti ‘s serum,
Special stalning Ques will be aployed es
well &8 microscopilc sutoradi 8 to ascvrtaln

the portion of the celleffescted by the abeorbec
antleseruc, If specific localization is
demonstiated to take place in the abnormal
¢ellular camponents of the 's cdilscasec
noces, adcditionegl information wdoc tecluicu.
me; be of extreme i-portance sinoc the artibtoc.
Bey be asainst antigens contained in the cell
monsrance or in the o toplasm or mucleus ¢- pe.
all three. Howcver, there is no definite inf
matlion avsallatle to indicate whether a- o il
acalngt e toplas:ic ecoioncoiec weuld e allce

to penetrate the cell membrane of the livin:
Thus presence of & gpocific anbibod, e i
unceoonstrated because of 1ts inabllisy to re
the artize~ agai~at whieh 1t is direetec.

il crential staining of aloacrmel oells
oefoc and after treatiernt with actiesers: w.
be used to domoistrate possidble effects ou
Giflerent porilens of tic coll,

V. Scientifie Personnel

(1)

0917695

J&CIC Hc RO”. HQSQ’ n.po

Assistant Professor of Medicine, g!or !n.Mm o e :.zl

¥odicine .
Basic Allergic Rescarch—-Northwestern University 1946-154
Tlssuc cultiure research--Uni.ercit, of Toxas 1350=1...
Tissue Culture laborstory
Immunclozie Research in Hodgkin's Disecesc 1971 ¢ osillc

Certified American Board of Internal Mediocine, 1340

Certified American Doard of Allerg;, 1549

Halg time will be epent by principal investigetor on til:
project,

Publications:

1.

Antigen Studios in tissue cultures of human allergic
tissues were carried out at Universit, of Texzas Neciegd
School in the laboratory of Dr. Charles Pcmerat for 2

JOAD'S,
Acaderyy

A sumary of this wori: was scnted at the Aneriac
of Allergy anmual mecting, Fobruar,, 1952,

Rose, J. M., Pomeret, C . M,, Dancs, B.: Tissue Culture
%-,idies in Citrated Basal Mucooca in Man. Angt. Reg.l1C~
(5 do92-s20

*



VIII.

3.

3. Rose, Jack M., Feinberg, Allen R., Priedlander, Sicre, and
Peinﬁcrz;, Sax M.: His ¢ Antegonists, VII Comparst: ve
Arntleanaphylactic activit, of sxae New Antihlstanine Di_.o,
J. Allens 10 (3) 155-28, 1947,

4. Iimnologlc Studles in Hodsi'n's Dlsease, L press, Jourwicll|
of Allergye.

(2) oh D, DOVALD A. RAPPAPoRT
Tt

years
SYNILER of Carbohydretes Employing Cl4
'EL‘I'I', )(‘..""‘.1 TS AR N o P32 m c1E

g Rec Ce
Z Apparetus with clé

(3) Solentific personnel to be newly employed
B.A. Rubin, Ph.D,, Dmmunc-chemist and redioc=bdiologist

Other Personnel

K, OreAals Students (Grecduate studies are planned starting in
Septeber, 1554,

B. Mieroe-Rio st--Full-t:me at present.

C. Chemist--Pu.'l tme st present

Do Two alllitloral in@lvilialc of technliclan grade will be rec. LI
for this project.

US8 O . 3 O T&LE
Metadbolio Studies in the War

P

Cirer Financial Assistancc--JSupport of the two grecuate siudensc
er. ol e program of Linnizotion of animel: o camitted by the
C... Public Health Serviece until Morch 21, 1730, A supplenc iarm
grent for the study of imauno-genctic relationshipys of the
Hougnin's artigen has teer sutmitted to thedd.S. Publie Healtn
Service., I aworded, tiucoc fuaols Will be used for enlar~'r- ti-

e v
erimal irprrization rrosran end fr technicel hel: recessar, in
collectln.; post-morten 8pccliens and preparation of tissue seciic.:
fer peihelosic e ingtic.., In g IZltlc:, technicel help will tc
required for the larze alditiénal amount of serologic studies
reg.ired,

Tochrical help pre,osec L. the presornt applicatica will W
caployed in the p ration of isotopic compounds and the uptalic
sourier on tlssue slices pre;m:-ation of autoradiocrashe frea
"dn vive" studles, "irn vitrc' tissue slices, and tissue eulturecs
treated with redio-active antli-ser.m,

Facllitles A%mbg
ry equiprment

. cﬁletezy equipped tigsue cuiture laboretor
« T " laboratory

Animal quarters

Temporary use of Spinco vltra-centrifuge

Radio-Isotope Eqiipment

1. Mjor items of equipment include wide ancle seintillation

counter, utilizing ocaleium tungstate as the deteot
sphor. Nodel Mo, LAX 12u, n6

2. tional Seintillation Counter uttuunf oalsium tungsotate |
ten columnating heed,

'!U‘M:.’:)Om

10977bb as‘mdetectingphosphornfhtun:s

SGI'. NO. 70231,




10,

w

+ Scintiscaler, Ser, No. C 240, Model No CX1l4wC.
Scintiscaler, Ser, No, C 241, Model No CX1iWC,

. Esterline Angus Recording Milllarmeter, Style No. 90H,
Ser. No., "CS17,

. Texas We., Qelger Mueller Counter,

. Scintiscanner Model RZXB, Ser. No, =242,

. Tracer Lab-Monitor, Ser. No. 03 Model No, SUZ2B,

+ Victoreen Minometer, Model 227, Ser. No, 287252‘.

I~

Cutiepie, Model No, SUTP, Serial No, 549
1 6 - Dosimeters, Model 362
G, ‘Minor Items: Refrigerator, Centrifuge, Water Bath, Lab

Glaasware, Lead Bricks, Animal Room, Animals, Phase Contrast
Microsacope.

. O\W o~ OV

IX. Travel and Other Items-Travel to and from appropriate meetings
Tncluding transpo@etion to and fram attendance at courses at
Ozk Ridge for some of the personnel to be employed,

X. Budget- Listed below 1is a composite of finances required for the

support of the three divisions of this program:

1, Basic immunologic and tissue culture studies,

2. uno-genetic studies and extended immunization progran
Application for support of this porticn has been made to the
U.S. Public Health Service)

3. Radio-isotope studies (Application for support of this
portion of the program is herewith submitted in #XI

(1.) Present support from the U,S. Public Health Service

Photographic technician $1500
Immunologic technician 3500

Animals and consumable supplies 1000

Travel 35 \
Permanent equipment hzp (Sub-totals)
Overhead 632 $8532.C0

(2.) Pending support from the U.S. Public Health Service
ChemXcal Research Asslistant 3500

Contribution toward immino-chemistts and radio-biclogist's
salary for lmmuno-chemical portion c¢cf his work,
5000
(In the event that U,S. Public Health funds are not
made avallable, this amount can be obtained by mears
of local support)

Animala and consumable supplies 1260
Travel 300
Crerhead 80&.80 $10 861 -
(3.) Radlo-blologist 2500 1804 +62
Radio-Isotope technician 3200
Chemistry technician 2
Laboratory helper 1800
Consumable supplies (including radio-isotopes plus minor
equipment) 2900
Travel 1000
Overhead 1128
Total Budget 34,520, 80* $15,228.cC

* The salaries for the efforts of principal investigator and
borigattant pathologist, Dr., Harvey Rosenberg, are not included in total

1091061



XI, Amount Requested: $15,228,00 This corremponds to #i(3), the portion
of the program submitted for possible support by The United States
Atomic Energy Commission, The laboratory,animal rooms, service
of the prineipal investigator and of Dr.lappsport snd Dr,Rosenberg

are furnished by the institution,

ck ¥, Rose
Principal Investigator

g@«»\Q—« ZA®/>1>—\

Stanley W, OlsoD/
Dean, Baylor Urniversity College of Medicire

10911768



