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To Mezders of the LIA-JI2RO0 EBeslth acd Safety Coumittees

Gudject: 1965 Research Bulget - Proposals and
VWork Statements for Consileratica at
the 1565 Budget Meeting

Attached 1s the 1965 Catalog of Eealth end Safety Research for your
reviev {p prerarstica for the Eealth and Safety Comittee Bulgrt Meeting to be
beld Octcber .5, 1964, at the Lesd Industriecs Associaticn's Coofercnce Room,
14%ta floor, 252 Madlison Avenue, Bev York, K. Y., at 9:15 A, M.

This oaterial 1s Cesigned 10 be used a8 & gulde in our discussions end
contairs, besides & 118t of itexs tO be discusced, reviev and comdents oo pest
performance of saxe of the projects.

Also attached are coples of tvo profect proposals to be discussed end
voied o6 at the mrting. There will be oth~r projects for our cocsideraticn
wviaich you will receive at e meeting as they have oot yet becn submitted to

19 cffice. This is the rrescn vty the dollar figures in the Catalog are

inccuplete.

Please reviev these 1tens carefully and be prepered to make your decisions
8% Our meeting 80 that o recu=erniaticns zay be canpleted at that tioe. We
suggest that you drirng the Catalog 10 the metting O serve as reference.

Yery truly yours,

N 61 27

DO"\.- M
Doa 0.Fovler, Secretary
Health snd Safety Connittee

mr:ed
cc3 Chemical Rtcmmittee
Technical Oteering Coamittee -
Enc,1 Catalog
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Reviev of Existing Projects
and Extensicc Propcsals

Work Stateoents

Extension Prcposels
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1965 Csatalog of Realth and Safety Research - Lead

I. REIVIE4 07 EXISTINQ FFOJECTS AND EXTIISICM TRCPOSALS

1H-T3 - Buman Fxposure to Particulsts Jead Corpounds in the Air Under
Experisecial Conditions -~ The Neiltering Labcratery

Progress oo this project {s oo schedule and we are asking for 8 coe=
year continuation at this time. (ur peels vill be setislied wvhen the
Kettericg lavoratory hes developed guidelines on the sacunt of lcad that will
be safe in urtan stmospheres, wvhich guidelines will bo zade avsiladle to
governsent agencies upon request.

Budget Reccemendaticn $35,000

185-86 - lesd Glarzes for Dinnervare - Rutgers Universsity

> Listed for information purposes caly. The mcoey vas sprropristed
in 1664,

Aaount Appropristed $6,977

18-76 - The Teetinz of Crgmnclesd Compiamds for Possidle Budocrinological
and Anti-Fazzary Tmor Activity « The Wercester Foundation

Vith tvo organclend compmurils elrealy shovirg excellent promiese in
anti-inflamatory activity this project bas pale good progress. Vork will
coatipue in further explorstion of prozieing compounds that alresdy have been
screened together vith new coapounds to be obtained from the Batick and TIO
Ladoratories,

Mudget Reccammendeticn §

18-79 - Toxicity Teeting for Orpannlrad Compounds - The Hine latorstories, Ine.
and InAustrial Blo-Teat lalCratories, Inc,

Listed for information purposes ly. Orgacolesd coepounds to be
!.nu’(d*only A8 the need arfecs. Jo pev funds peeded, Money was approjristed
ia 196k,

Asount Appropristed $10,000
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1965 Catalog of Bealth snd Safety Reseorch - Lead
I1 WRK OTATRENTS
UlB-1k -- The Radfoprotective Effects of Inorganic Lesd
* (Prepared bty the Mev York Medical College)
ULH-15 -~ Toxicity Study of Ingested Paint Film
: (S5utzitted by Bazelton ladoretories)

? ;

TII XSTENSION FROPOSALS

IBE-TS -- Buman Exposure to Particulste leed Cozpoumds in the Alr Under
3 | Experinental Conditicns -« Tha Xattering ladorstory
| @ [R-T6 -- The Testing of Organolesd Cocpounds for Possidle Endocrinological
E; i ad Anti-Mooxary Tamor Activity -- The Wercester Foundation
;. ]
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PAST I
PROJELTS FOR CCRIITIRATION AT THE
LZAD EEALTR AXD SATYTY COMIITER
1965 BUDGET MEETING
Project Title snd Punds Decision
' Coutrector
Regqueoted lApproved Yor Against
LR -Oh A Bloche=ical
Approach to leed
Toxicity o=
Barvard Medical
School B
T0TAL |

toata
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PART II

VORK OTATIMHTS FOR CONSIDERATION AT THR ;
LFAD EXALTH AXD EAFETY COMMITTER .
s, 196$ BUIGET MEETING

Vork Title Punds Decisica
Statenent

Requested Approved For Agaipst

; ULB-1h The Rsdioprotective
4 Iffects of Incrganic
2 Lead ‘ 10;055

ULB-15 Toxicity 8tudy of
Ingested Point FMils |§
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PART 11T

EXTENSION PROFOCALS FCR CONSIDERATION AT THE
LIAD HPALTH AND SAFETY COMMITTER
1565 BUDGET MEXTDO

Project Title and Amds Decistion
Coatrector

| Requested | Approved For  -Against
t

LA-TS Bumag Exposure to
Particulste Leead Compounds
in the Alr Under J
Experizental Conditions -

4 Kettering ladorstory 435,000

LR-76 The Testing of Organo-
Lead Cucpounis for
Possidble Endocrinologicsl
and Asti-Mazoary Tumor

% Activity -- The Worceeter
4 Foundation $
TOTAL l

4
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Title of Prcjects

TEE PADIOPROTECTIVE EFFECTS OF DMOROANIC
1EAD

EPRCIPIC ADE}

Chenical sgents utilized in the rediation protection of tissues,
organs ecd whiols acimals vary &8 to structure, zode of sction and
species etudied, Trece matals play a vital role es intracellular
co-factors. Zinc, codbalt, {ron, megnesiim, monganese and copper are
sae of the retallic focs vith eatadlished functices in various
enzyoe 804 trecsport systezs.® Kot well understood is the bigh
cooceutratico of celdaiug {n the renal cortex snd the relatiocship of
seleniu® to puscle metadolism. It {8 cooceivable that {n the
cocplex, inter-related systezs that coctrol cell functico, rediation
induces rapid tonization, farzstion of free redicals and disrupts
golecular spatial arrengezents., In such situstiocs the varicus
metallic focs would undergo severe altersticrs {n their valeoce shells,
The possidle irntroduction of appropriate iccs to stadilize the eerly
changes rrodired by redistion 18 vorthy of study.

This ladoratory tas an unusual campetence in cytochenistry end
bistochexzistry. In alditicn, 8 zajor group of investigators are
studying trhe structure and function of the cardiovascular systea.

These includes
Pield Formerly
Dr. Sare Schiller Biochenistry University of Chicago
Dr. Williss Gutsteln Bilophysics Bev York University
Dr. Ralph Stredel Exp. Psth. Institute of Resesrch,
University of Mootreal
(Dr. Belye)
Dr. 8. Mohoe Exp. Puth. Dowvpatate Medical Center, N.Y.
Earold Appletan, XN.8. Clinicel Hatioccal Institute of Bealth
Chenistry
Dr. Berpard Vagner Exp. Path. hiversity of Weshingtcoa

Vorking vith this group ou a part-tize desis is aa electronics expert
and & physicist.

The tissues from the anizals in the varicus experimental groupe
vill be preared by special techoiques developed o this ladorstory
to evaiuate f{otracellular, extracellular and vascular changss, Ves-
cular cr.ms_gmludo fixatica for cveservations of coastriction or
dilatation.

Prelisinary studles exploying incrganio, fonised lead in the
intact anieal has indicated that the vascular chauges cmsequent
to lethal wicle-body X-irradiation may be sodified. The purpose of
this investigaticn 18 Lo explore in detail the following questionsy
1. Mediatico projecticn of lead 48 & functica of dose, time and

tissue lavels.

2. Iafluence of anizal sge, sex and diet.
e. Hechanisns of protectiocn at a histochesical, cytological lavel,
« Dlood end urine cbanges during experiments,

N 405.03
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VETHODS:

Ixperiment I Validity of Previcus GCbservetions

Orowp IA Pb(Ac)z 200 =g/xg 6 rets 40 r
I3 Mmcl 200 zy/xg 6 rats 00 r
I P(Ae), 200 sg/kg 6 rats O r @
ID  Po(ac) 250 ve/kg 6 rets oo »
Iz P(Ac) 250 za/xg 6 rets ore
I AgN0y 200 ngfxg 6 rets oo r
I AWy 250 me/xg 6 rets MO r

Note: Doses SO ma/xg/day. X-rey: 4 hrs. after lsst dose except
Croupe IC and IE were irrsdiatica precedes salt alainistratica.
Croup IB 1s & shan treated rediatico exposure cootrol. Vistar rets
100 g=e.

DPERDENT IT Effect of Dcoee and Time
Days 1 2 3 ) ) 1 10 s 22

Croup 2A (6 . . . - * R - - -
28 (€ . . - - ] * - - -
(6 . - . 3 . - 2 - -
2 (6 . . - - » - - R -
2z (6 s - - - + - + . b 3
2r (6 + . . - B 2 . - -

1]

. 50 ug PB (AC)y 1.P.

- ¥o injecticn

] MO0 r X-ray

The experimental design 18 t0 relate 4ose schedule ss & fixed
variadle to tine. 1In sach group of 6 animels there are 3 malse and
3 feoales of 100 gne. 1nitial weight. HNote that Oroup &3 end 27 vill
receive Fb in the poet-irrediation pericd.

Bxperiment I Enhanced Diet 8tudy
Ropest of Experiment I vith the folloving exceptions
Orowp I1I1-IA A4 libitum dlet
111-10 Enriched protels dtet 295 including 84 amino ecids
I111.1r Ad 13 ‘
111-10 Enriched

The 0 rich aaino a0ids vill be adatnistered by gavege and vill
ccnatitute & 25% ino. 1a protein % over the stendard daily ccosumption
of food,

e
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Throughout sll experinments, bdlood and urine sasples vill be cbtained
st Judicicua intervels for tha following determimaticoss

BlooD Bercglobin
Beratocrit
Perijtieral VIC s0d 4ifferential

Fs,X,Ca, electropberogren
Lesd

308
RN lesd

Proteins

Caste

Cells, 8p. Cravity

Tissucs obtsired at autopey vill includes
Brain, lungs, Reert, Liver, Spleen, Gtomach, Kilneys, Adrenvals,
Gocals, 6xin, Booe, Boot Marrow.

In add4tico to routine staining, vbere indiceted the folloving
histcchemical resctices vill be acalyred.
1. Oxidative enzymes
2. Phosjhatases
e. Easic proteins
+ Cooaective tissue polysaccharides

The experimerts vill bde nodified during the course of the investi-
€8t100 ot the dis-retica of the investigators. Promising leads vill
be followed at no s*iitiooal expense. The experizental Cesign will
Yiell statistically significant informetica vhich wvill assver in
large part the origioal prodlen 1listed unier title of project. The
project will require 6-8 mocths for cocpletico.

CUPRICULIM VITAR

Beroard K. ¥egoer, M. Do = Professor snd Cbatrean, Dept. of Pethology
(Prioc. Invest.)

Ralph Stredel, .D. Asslstant Frufessor of Experimectal Pathology

Lillien Bedell, B.A. Caief, Histochezistry laborstory

FACILITIFES AVATLARIR

Aniral Facilities

HBistochemistry Ladborstury
Cytochemietry ladorstory
Ristopathology Ladoratory

X-ray nachine (supervoltage availadle)

fi2esiina

1. Iniymes; Dixon, M. and Vetd, B.C., Academic Prese Ino., Nev York 1958
2.  Ochubert, J.R., Muth, O.M., 0141014, J.¥. and Mezmert, L.P.s
Dxparimental hesults vith Celsniun 1n Vhite Muscle Disesse of
lacde and Calves, Ped. Proe., 201 (09, 1961
3. Vagner, B.M.1 Otulies of Yasoconstricticn, Bull, N.Y. Acsdeay
of Medioine, 3t 66, 1962
b, VYaa Citters, R., Vagner, 3. M. and Mushmer, R.1 Architecture of :
Bnall Arteries during Vesoconstrictios, Cire. Mes., 101 668, 1962,

; LIA11586 N
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@ £. Ven Citters, R., Wagner, B.N. and Ruahmar, R.i Arterial Walls
during Vesoconstrictios, Cor et Vasa, 11k, 1352 (text in Ruselan)
6. Wagrer, B.M.; Aleutian Discase of Mink, Arthritis end Fheumstisza,
August, 1963
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pUDIET

PTROCKNEL
Principal lovestigator - Dr. B. Wagner
Co-Iavestigator - Dr. Falph Stredel
Technician, part-tine

Anlmal Care-taker, part-time
maen

BuE

CORSIMABLY SUPPLIES
Aoinals - Wistar Rats (100) - Animal Pood, bedding

Bistochenical resgsnte, supplies
Histology supplies
Blood and Uripe tasts

OTHFR FXPIXGFS

X-ray techaicisn, part-tioe and use of equirment

TOTAL DIFECT FXPEMSES $9,1%0
Overbesd 10§ 91k

L1IATE588

3,000
2,%0
1,M0
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