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TLE oF ProsEcT.  The Relationship of Biochemical and Enzymic Abnormalities of Cells to
Radiation Susceptibility and to Their Injury by Other Agents {Including Observations on

Give namss, diuzmh, and officlal titles of PﬂlﬁglPAL INVESTIGATORS and ALL OTHER PROFESSIONAL PERSOMNEL anguged on the project.

Alf 8. Alving, M,D., Professor of Medicine
Paul E, C

arson, M.D., Research Aassociate {Assistant Professor

NAME AND ADDRESS OF INBTITUTION:

- A ata TG

ARM1.941209.163 'i

The University of Chicago, Chicago, Illinois (37)

SUMMARY OF PROPOSED WORK = (200 wards or lest — Omit Confidentlal dats.}

ln the Bic - Stlances information Exchange summarles of work In progress are exchanged with government and private sgencies supportiog ressarch in
the ko - sciences snd are forwarded to investigators who request such Information. Your summacy Is 20 bs used for thess' purposss.

Primaquine ~type hemolysis occurs in individuals whose erythrocytes are deficient
in both glutathione and glucose é phosphate dehydrogenase. The propossd work will be an
investigation of the relative effects of radiation on these and other constituents of both
normal and primaquine -sensitive erythrocytes under various experimental conditions.
These effects will be correlated with those {nduced by other agents such as various drugs,
etc. It is further planned to begin observations on animals whose erythrocytes have

differing glutathione contents,
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Nept. of the Army, U. 8+ Army Medical —
SUPPORTING AGENCY] PFesearch and Davelopment Command

TITLE OF PROJECT:  Tnvosiigations on chemotherapy of malaria and mlated aIleao,ta ’ I;ld on
& febrile discase transmitted by blood transfusions

Glve names, dapartments, and officlal tirles of PRINCIPAL INVESTIGATORS snd AlL OTHER PROFESSIONAL PERSONNIL sngaged on the project,
Alf 8, Alving, M.D., Professor of Medicine

George J. Brewer, M.D., Research Assistant in Mediécine ~ baginning c5
Cant. Alvin Tarlov, M.0., U.S.A. - beginning C5

NAME AND ADDRESS OF INSTITUTION! Univwsity of Dhicago
Medical School
Chicago, I1llinois
L -: 1 OF PROPOSED WORK —— {200 words or less--Omit Confidentist dats,) o
in the Blo-Sclancos Informetion Exchange wmmarles of work In progress ars exchanged whh government and privele egencies ypporting
roscarch in the biosclences and ste forwarded fo Investipators who request auch information. Your sumenary is 1o be vsed for these purpoiey,
The proposed investigations concern expansion of basic studies and practi~
cal aspects of antimalarial drugs, Particular attention will be paid to the suppresaive
antimalarial drug chloroquine and the curative antimalarial agent primaquine, The effect
of these drugs on Malayan strains of malaria will be investigated, Malayan malaria is of
special interest because they have shown resistance to certain antimalarial agents auch as
paludrine and daraprim. This is part of an investigation to documant the effectiveness of
antimalarial agenta in various parts of the world.

The mechanism of the development of hemolytic anemia in dark-skinned
races, particularly those who may be a'ministered primaquine, is a major problem, Ten
percent of Negroes, who take twice the therapeutic dose used in treating Korean veterans,
develop a severe anemia., Attempts will be made to discover basic mechanisms involved
and poasible means of avoiding this anemia,

The activity of other antimalarial agents will also be studied in the Cheaaon
and Malayan etrains of Vivax malaria,

The effectiveness of weekly administration of a combined waekly dose of
primaquine and chloroquine in the prophylactic cure and suppressiva cure of vivax malaria
is being intensively studied, Acute hemolytic anemia can be prevented by weekly adminis«
tration of these drugs. ' ‘

The biochemical and enzymatic abnormalities of "primaquine sensitive ery=~
throcytes is under investigation. Primaquine sensitivity is a genetically produced trait,
which is widely distributed and has been shown to occur becauss of a partially dominant
sex-linked mutant gene in many racial and ethnic groups. Clarification of inheritance of
thie trait in women is under investigation in an attempt to unveil somatic factors which mo-
dify the genetic expression or penetrance in females.
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566 C2 /56 ~ 6/57 37,990 566 €581 11/59 < 10/60 3,000
566 C3 7/57 - 10/58 52,356 566 €832  11/59 - 10/60 12,000
566 €331  7/57 - 10/58 9,165 566 €553  11/59 - 10/60 97,000. .

— 566 €3s2. 7/57 - 10/58 14,993 ' 566 c6 ‘11/60 10/61 111,583

566 Chy  11/58 - 10/59 59,983 - L

Washington National Record Center
Office of the Army Surgeon General
Record Group 112

Accession #: SFA-LHE 3

B.ox #: L-\—
File: ?ﬁu( E . Cateon MD-74g

Umwmﬁ ok Chica
T(rttmf'fs YA" Ha:vzpsc%?gf‘s

Sk i Mg e oantit e

& s L




[ o

v a—p— s

M gy ————m—

P

e,

. "

e g e T ————

R
S AN Y ki A

S

el et T

o W L A L Bk o

i

o Y.
e

Accession #:

Box #: H’
File: 5

OEPARTMIENT OF S
}n.,..-.a e the Ky temases] HEALTH, EDUCATION AND WELFARE | #2681 ae. (Ds st v hv so 2l

o FUBLIC HEAL - SERVICE
e e HATIONAL INETITL & OF HEALTH
Mot tor pondentsn w

pmbBeeries -
e NBTICE OF NEBELACH PROJECT e {5y
MAETAD T Funhe Masth boniar Mavienal fovitebes of Mpalth, 0% of Bovosrsh Srante, Selbonds 14, a4

TR C# PRasarT, Support from thid sou:.e

a
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Project lmacers: (1) Dr. David W. Talmage, Asst. Pref. of Madicine
{2i Dr. Kenneth P. DuBeis, Assoc. Pref, of Pharmacology
(3} Dr. John D, Arncld, Avst. Pref. of Madicine
{4) Dr. Mia Plerce, Assec. Professor of Pidlnrbri
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Summarize by projacts;

(3} A stes'y af the metabolic changes that eccur in & senaitised cell as 2
resuit of contkct with tha appropriate aatigen er antfbady. The mothod

amploys Cl4 acetate asn the metabolic tracer, and the function messured
fa the rate of productian of Cugz.

{2i A pystematic study of Lhe effect of known chametherageutic agenta
(of :nterest in the treatmaent of leukemia) on various anayms systams
&1 o azured by Cohventional technics. These studiss paraliel those
dev=lined for studying he aifect of icalslng radiations, and the
infivsnce of "radiation-protective™ substancas,

{3} Tha develepment of an in-vive model for stwdying imdividual celis

- wraler conditinne gomparable to thosw that exist ewteide the

crpillavy bed,

{4} A eymematic examination of the virus-host-leukemia relstionship
vting tranemiraible loukamia in mice.
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NOTICE OF RESELRCH PTOJECT v ~a terminated 6/52
. .
Contrceting J.z.ney: 1S \ ¢f Dosc G Fc 1
Propogel Number: Drto Rcccived: 30/
Fr:ject Humber: E<0 Drte approved:

Descriptive Mtlc of Preject: "Studics cn the mechanism of drug action and
elinicsl tosting of potecntlel entimalerial
drugs”

Principel Investigator:  Dr, JAf S, Alving, Profossor of lledicine
Depertmont of lieddeine

Nemc of Instltution: University of Chicago
BUPPORT FROM THIS SOURCE TYRMINATYY £ ﬁ;_,.

fbstrect by Irinclpel Investigator viien enntract has boen approved.

l, Completion of obscrvations on patlents vho have undergone thorapoutie
tricls prior to 1 June 1949,

2, Complotion of study of thc toxicity of pentoprime (8N-13,272) at high
dosegcs on mechranism of and prevention of homolytic snemia, and drup
!Yhel‘giam.

3¢ Preporation of scicntdfic reports of investigrtions earricd out during
tiie prst throe years.

rant No, Pariod of COveraticn Amount Approved
E 20 /46 - 6/47 $ 55,200

20 N1 /47 - /48 48,505

20 €151 , 1/48 - /48 6,651

20 ¢2 T/48 = 549 15,000

20 £251) 12/48 - 6/49 10,000

20 C3 /49 -~ 6/52

furport from his source terminated 6/52
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Prepared for the Bio-Sciences Infor- ALTH PUBLlCAHELOI,'\"‘l‘i S?R?CEWELFARE PROJECT MO, (D nit ust this spoce)
mation Exchango. o NATIONAL INSTITUTES OF HEALTH H-315(G9) & €10
Hot for publicalion or publication .
reference. [IOTICE OF RESEARCH PROJECT CALDIO (5)

SUBMITTED TO: Public Hoalth Service, National institutes of Health, Division of Ressorch Grants, Bethasda 14, Md.

TITLE OF PRQJECT:

Faotors AMTectins Wentralvte and Vater Fxeretion

Give namet, deportments, ond officlal titles of PRINCIPAL INVESTIGATORS cnd ALL OTHER PROFESSIONAL PERSONNEL engaged on the project,

Theodore M, Fullman, '.R., Princieal Tovestiprertor, Assoc. Frofessor of
Miedinine, Napsvinent nf Madicine

frdis H. Lavender, i3.0., Tnetructor in Yedieine, Department of Madicine

William Ji. Lorbel, !L.D., Ass't Resident in tedicine, Department of Medicine
Alf S, Alving, M,D,, Professor of Medicine - through C6

NAME AND ADDRESBS OF APPLICANT INSTITUTION:
950 E. 59th Street
Chicaco 37, T1llinois
SUMMARY OF PROPOSED WORK — (200 words or less — Omit Confidential dato.)
in the Blo-Sclances information Exchonge wmmarles of work In progress are exchanged with govamment and private agencles supporting ressarch In the
bio-sclencen and ora forwarded to investiqotors who request such Informotion. Your summary Is to be utad for these purposss,

Mniversity of Chicwr n

Some of the influences medifring the excrelion of water and electrolytes
in dog and man are beine studied, Tn men, these include the effects of
antecedent inlekes of sodinm and potassium on the excretory responses to
various stimmli. In the dor~, ctrdies ave beine wade on unilateral renal
arterial infusions snd thelr influence on the differential excretory patierns.
Divretics, hormomel preparations, ond olher phormacolocic arents sre under
investipation. Ohsecrvations sre »lsn boine made on the effecte of variation
in composition of rlorerulsr filtrale on cxerctory function. Studies on
renal hemodynamics and vrelersl oressures and the relstion of these to
rlectrolyte and wnter evervtion are alro Deins carried out. In additiem,
plans are beins wmade oy sondrin: Whese teolmiones to the study of urate,
phosphate, and czleinm excretion,

-~y

- A A
Ite Submitted for pericd ﬁ::ﬁéf:ﬂ‘ OF 16\ et 220 CO. Mg A
beginning ~ October 1959 INVESTIGATOR

Identify the Profsssional School (medisol, dentel, publlc health, groduate, or
other) with which this projact should be tdentifiad:

SCHOOL O.f. ]""_"dj n‘i ne . UlLiV ergits of Chi (W1 lds)

INVESTIGATOR — DO NOT USE THIS GPACE

Grant No. Period of Operation Amt. Appr. | Grant No. Period of Operation Amt. Appr.

H 15 9/16/L49 - 9/15/50 § 7,830 H 315 G7 10/56 -~ 9/57 - ¥19,693
315 €1 9/16/50 - 9/15/51 9,525 315 C8 10/57 - 9/58 15,694
315 C2 9/16/51 - 9/15/52 7,830 315 C9 10/58 - 9/59 19,699
315 C3 9/16/52 - 9/53 8,359 315 €10 10/59 - 9/60 19,699
s Ch 10/53 - 9/5L 8,359 315 €11 10/60 - 9/61 19,699 #
315 Cs 10/5h ~ 9/55 8,359 315 €12 10/61 - 9/62 19,699 *
315 €O 10/55 - 9/56 19,608 315 C13  10/62 - 9/63 19,609 #

* Commitment
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SUBMITTED TO: Public Hlanlih Carvice, National [nstitates i Health, Divisien of Rocnarch Grants, Bethesda 14, Md.

TITLE OF PROJECT.

Electron Microscope for Clinical Hesearch

Give names, deparirments, and official titles of FRINCIPAL [NVESTIGATORS an i ALL_OTHER PROFESSIONAL PERSONNEL megoged om the proect.

Drs. lowell T, Coggeshall, Dean, :iological Science Division; Robert W. Wissler,

Professor, Dept, of Patholozy; John D. Arnold, Assoclate Professor, Dept. of

Medicine; Dr. Benjamin il, Sparge, Assistant Professor of Pathologys Dra ALL S.. ..
i Profegsor, Dept. of Medicine; Dr. Charles P. McCsartney, Asgociate Professor

of Obstetrics and Gynecolosy; Dr. Joseph Evans, Professor of Surgery.

HAME AND ADDRESS OF APPLICANT INSTITUTION- ¥

Ty UNIVEHSITY OF CHICAGO, 950 E. 59th Streat, Chicage 37, Illinois

SUMMARY OF PROPOSED WORK — (200 wosds or less -— Omit Confidential dato.)

In the Bio-Sciencer lnformation Exchonga summaries of work in progross are exchonged with government ord private agencies supporting rosearch in the
bio-sciences ond are forworded to investigotors who -equest such information. Your summary is to be vsed Yor these purposes.

Projects with emphasis on the clinical implications of ultrastructural
cnanges 1ow in progress include studles of the kidney, blood vessels, pituitary,
central nervous system tumors and the skin, The renal problems include the
nature of the renal glomerular lesions of the connective tiszue disorders, the
prediabetic state, and the toxemiss of pregnancy. Various other changes associated
with the nephrotic syndrome are also belng investigated using biopsies in a clini-
cal scries and experimental situations. The tubulsr and interstitial chances of
acute renal faijure are velns followed in conjunction with the use of the artifi-
cial kidney. Other morphologic renal changes in experimental animals related to
the medullary concentrating mechani=zm have been reported and will be extended.
Clinical and sxperimental lesions resuliting in vesicle formation as wall as other
dermatologic problems will be expanded. The study of surgically removed pitui-
taries is combincd with an extensive metabolic workup of esach patient. Prelimin-
ary studies of the earliost lesions of atherosclerosis in the Cebus monkey are in
progress and cellular chanres associated with antibody formation in the rat spleen
are being evalusted. The acute cellular changes in transplantable tumors, pancreas
and liver of rats recelving amino acid antagonists are being studied.
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