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ACTION MEMOPANDUM FOR THE DEPUTY ASSISTANT ADMINISTRATOR |
FOR HUMAN RESOURCES DEVELOPMENT Sw G

FROM: DS/HEA, John Alden '™

Problem: Approval of a PAF amendnent to a contract with the New York University
under proi- «sar 931-0453.02, Malaria Imunity and Vaccination Research.

Discr .ion: The subject amendment to this activity was reviewed and approved
af e October 29-30, 1979 meeting of the Research Advisory Comifttee. The RAC
recomended modifications and reduction in the proposed budget have been
considered and included in the presant proposal. Authority for funding above
the amount shown in the current budget is requested because we anticipate an
increase in Uaiversity overiead rates sometime in the near future. (FY 80
funding authorization of $26,000 rather than the $23,000 shown in the budget
and FY 81 approval for $130,000 rather than the $108,000 shown in the budget.)
The initial PIO/T will be submitied for the amount shown in the budget but the
nexd for additional funding may emerge during tha contract nsgotiation. Copies
oit‘t thach‘cdmc recomnendation and the Action Memorandum for the Administrator are
a . ST

Funds for the activity are 1ncludcdfi~g the FY 1980 Congressiunal Presentation
and the FY 1980 OVB for the Office-of Health. The proposed projazct modification
and expansion has been reviawed and-approved by the followlig:

Office of Health (DS/HEA)

Program Office (DS/PO)

DSB Project Review Committoe
Research Advisory Committse (RAC)

The proposal has been found to be technically 'sound and to meet all the
vequirements of an unsolicited proposal contained under AID PR 78.4.

Recommendation: That you sign the attached PAF amendment.
Attachments:
PAF, with attachments
Clearance: .
DS/PO, B. Chapnick pate_§/.

A
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July 29, 1980

PROJECT AUTHORIZATION AND REQUEST FOR ALLOTMENT OF FUNDS
PART II

Entity: DS/HEA/M
Project: Malarifa Immunity and Vaccination, Sub-project with New York University
Project Number: 931-0453.02

I hereby authorize an additional $26,000 of FY 1980 funds to supplement the
current contract with New York University to conduct research on the use of
hybridoma technology for the characterization of the protective antigens

of the sporozoite stage of malaria parasites. The $26,000, when added to

the $315,000 of FY 8C funds and $299,000 of FY 79 funds previously authorized
will fund the project through 1980.

I approve an increase of one hundred fifty-six thousand dollars ($156,600) to
a new total of not to exceed one mi17{dn one hundred and five thousand dollars
($1,105,000), including the previous: funding, during the perfod FY 1979 through
FY 1381. I appruve further increments”during the period of the contract up

to four hundred sixty-five thousand dollars ($465,000), subject to the avail-
ability of funds in accordance with A.I.D. allotment procedures..

Attachments:.

A. Supplemental Request
B. IEE .

C. RAC Recosmmandation
0. Action Memorandus

Clearancas: 4 e
OS/HEA, J. Alden WW'v  date %i-u”
DS/P0, B. Chapnick’ date <
0S/PO, M. Rechcigl L date

A\
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NEW YORK UNIVERSITY MEDICAL CENTER

School of Medicine

530 FIRST AVENUE, NEW YORK, N.Y. 10016
AREA 212 679-)200
CABLE ADDRESS: NYUMEDIC

Division of Parasitology - -
Department of Micrabiology
October 2, 1979

Dr. James Erickson

Agency for International Devalopment
(DP-HEA), B

Office of ! alth

Washington, D.C. 20523

Dear Dr. Erickson:

Enclosed please find the request for support of the hybridoma work, and the
corresponding budget.

L hope this foruat meets with your-approval. If this. information is not:
sufficient, I would modify it accordingly.
I will call you om Priday, OctBbr Sth to discuss this further, '
- o -!". S
[ ;

ol
R TYRTVI

R.S. Nussenzweig, M.D., Ph.D. {

Professor and Head

Divieion of Parasitology ; l
!

|

¥}

- TSincerely,






Proposiced dmandmen: o -

Agency for International Devalopmeat. wasiiinstor n.i.

Title:

Desired Starting Date:
Duration of Support:

Principal Investigator:

oo
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Sperozoite~Induced Timunity in Simian ‘lalaria -
Use of Hybridoma for the Characterization of
Protective Sporozoite Antigen(s)

Uctober 1, 1979
27 montlis

Ruth:-ST Nussanzwelg. ).T., i'..D.
Frofésé r

Head =&

Uivision of Parasic gy
Department of ilcresiclogy

New York Univeruity Hedlcal f':nte:x
350 First Avenue ° '

Vew York, New Torck 10016

Social Security ¥o.. LIt - 50=5431

(212) 679-3200,
xt. 2972, %70

Telephore No.:

Bgst Available Documars
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Ruch S. Nussanzweig, i.D., Pa.D.

Professor and Head

Division of Parasitoloyy

" Thomas A.'Ff:;acr;.h. Civern or
Of7iee of rrants Adminigrratioan
and Tascisutiounn: 5 :udiag
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We are therefore presently purifying :'elati've].,v. large ameunts of thig mono-
specific antibody from the ascitic fluid of 3Ll froculated mice - @ntibody
which will be used to isolatu tha protective antigen present [n §porexolte
extracts. This should permit che furtler immunochemical ciharactertzation of
thz protective sporozoite ancigen(s) and to verify if, and under what conditiens,
the isolated antigen(s) is aple to induce protection. |

Exploratory work on the hybridoma in the P. be'rghel-mr.’ent svecem, snoyld
facili:ac- the hybridoma approach for the Investigation of surfaca antigen(s)
of simian and huzsn malaria sporozoit:u-.' We plan. in fact to attempt :to obtanin .

.—-

monoclonal. antibodias against sporozni:.es of P. knowlesi ‘and P. leiparum in

the near future. -"‘
In order to pemin us to cun:imxe the: hybridoma werk, and to Tuily explort
the enormous potcn:ial of this approauh for the develupment ~f a sporozoite vaccineg,

“e request an amendment to our ongoing A.T.D. contract.

Justification of the budget request

‘l'hc nexds for the hybridoma work are the same for the entire contract pcm’od.
i.e., two years, and thre: months covered by this request.It is a very laborices
npﬁroach which demands r2searcwh and taecluical personnel for tae cissv.;u culture vork ..
assaying of supermatants, clor ing and in vivo maintenance of cthe hybridome. i;-
also involves considerable adéitional @tk in obtaintng large numbers ¢ purig'ieJ'
sporozoites for labeling, purificacion of antigen, ete.

At present, the two researchers most involved (100 of ctheir time im this A

' project) are being paid from incermacional Sources. Dr. N. Yoshida has a Brasilian
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Research Council Post-Doctoral Fellowship, and-Lr. Pedro Potoenjak has a Werld
Health Organization Trainiag Fellowship which terminates October, 1950. There=
fore, as of November, 1980, and during the entire folloviny year, Dr. Potoctjak’s
salary will have to be covered from these research funds.

An additional, rather large expenditure for the year 1981, essentially un-
relacted to hybridoma, derives from the fact that Dr. Robert Gwadz (N.I.H.) will
have to cl;ange the framework of ais collaboration with us on the P. knowlesi
immunization work, The Malaria Division (N.I.H.) foresces consider:ble 1limitarfen
of their capacity to provide us with A. balabaceasis mosquitoes. This is due

to the- projected move of the Malaria-Divisiom of the. Laboratory of Parasitic

B e
o a—

Diseases In 1961, and the. consequehg%.zestriction of their 11'.sect."ary faciltities.
These A. balabaceusis mesquitoas - which have to be force=-muced - uill,. therefore,
be bred and infected ir our insectaries. This dewands constderable addittona‘

technical help, budgeted for 1Y81.

In order to avoid consider:zble disruption of our research, I would be Veff
grateful for a prompt decision or this request, and if favorable, for its

activation at the earlfest possitle date.
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Estimated Budget -- Supplemental Request

AID/DSPE~c-0031

8/15/80- 01/01/81-

12/31/80 12/31/81
Personitel 6376 43000
Fringe--18% 1148 7783
Overhead—52% STW 3912 26661
Animal & Insectary Ccsts ' 4300 10000
Maintenance of Insectary s 3200- 10000
Meintenance of Anfmal Facility . 1m1s 3500
Supplies -5 1972 6000
PubT{cations = 600 600
22623 107544

Grand total $130,167.




ENVIRONMENTAL TIAISECLD DETZAMCNATION

To: AA/OS, Mr. Sander Lavin
TERU: O0S/PFU, Mr. '

FTROM: DS/H, Lee Howa

SUIZCT: Zavirommantal|Threshald Detarsization

Project Ticle: MalarVa Immunity & Vaceination

’roj ece #: 9370453

Specific Activiny (if applicabdla)

REFEZRENCZ: Initial Zavirqumenctal/ctzaninacicn (IZZ) coacained in
Snrlth to Howard xue:mr dated Januaq 24, 1978

o —

On thke basis of che Iai:;al !aviréé.ﬁcn‘al/’tminaciou (IZZ) reafesranced

ahove and attached to chis m..oraaém I seccuzend that you zake .the
- follewing dc:cn:‘.auion.

X 1. ‘rhc p:oposcd agancy action is not s zajor Fedezal
sction which will have s sigaificanc eff set on cha ka=an c..vi;ar:zanc.

2. The propcsed agency-action-is a =ajor Tedaral sciien
whick will have z significganc effect en che human ezvicsnzazs, and::

3. An Zavizoamantal Assesszest is nqv..‘.:od; ar

B. Az Savis cnmuu’. Tspace Scatesant is Teguized.

The cost of aad schedule for chis vequire=enc fs fully Zasczibed iz
the “efecenced docuzazs.

>
{

3. Our eavirer=exatil axamizzsisz is z0C csnzlete. w8

will sudmic che acalysis anc latar chaa witk ous cecsz=endaction

for r anvirommesntal chreskoid dscisicn. o
\ . ' '
Appravedst. 4 1 tTe—T
Samdac M. uvis
Disappzsved:
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Health and Population

Sporogoite=Induced Immunity in Simian Malaria - Usa of Hybridoma
for the Characterization of Protective Sporozoite Antigen(s)
(Project Augmentation) - New York University. Duration of ex~
psnsion, 27 mounths; estimated additional cost, $203,318.

Project Summary and Background: This proposal is to anend an ongoing pro=—
ject in. the network of projects for the developmant of an anti-malaris
vaceine. Additional funds are required to take advantage of new discoveries
made possible by & powerful new immunological technique. The technique

is based on the observation that mice which have been inoculated with a
tumcr causing substance have been found to be protected from the sporozoite
stage of the nmalaris perasite. Large amounts of the antibody containing
the protective antigen can now be produced from inoculated mice. This

will pernit the researcher to carry out the further imaunochemical
characterizition of the antigen and to verify if, aand under what
conditions, ths antigen is able to inducs protection.

" The ZAC strongly supported thé Proposed smendment to tae: project. The
principal investigator was described-as ona of the most productive scientists
in the anti-malsria vaccine network and is the iesd of the only group working
on this particular approach to ul.art.i' {xaunity. The amendment to the pro-
ject was found to be fully justified By the new developments. The proposed
addicional work., if successful, should- have high utility throughout the
network of institutions involved in the development of the anti-malarial
vaccine. : )

——RAC-Recommendationi—That-the requast for supplementation of current support
for sporozoite vaccine resaarch be approved to permit expleitation of new
diecoveries stemming from application of the hybridoms technique. Specifically,
1t is reccmmended that the additional funding at an annual level of $83,945
plus overhead be provided. This deletes the $15,000 requested for replace-
meat of NIH insectary sezvices - a contingency that may not materialize.

Related Research Projects Funded by AID: This project is one of two
{n.che network focusing on & Bmosquito stage (sporozoite) vaccine and
is currently the only projsct utilizing the hybridoma teclmology to

_ isolate and. produce sporozoite antigenic material. Each of the ramaining
projocts in the network dasls with s separate aspect of the blood stage
(merosoits) of the malarisl parasize:"—Raesearch on both stages is essential
to the development of a polyvaleat vaczine for use by hursns in endemic
malarious arass. Related research projects aze listed below:

In Vitro Production Methods of Human Malaria Parasites (New York University)
This project focuses on the Sporozoite stage of malaria.

\\



Evaluation of Blood Stage Antigens (University of Naw Mexico)

Cultivation of Human Malaria Parasites (Rockefeller University)

In Vitro Cultivation of Malaria Parasites (University of Hawail)

Merozoite Antigen Vaccine Rasearch and Development (Parke-Divis Co.)

In Vitro Cultivation of Malaria Parasites in Cell Culture (Parke-Davis Co.)
In Vitro Cultivation of Malaria Parasites (Gorgas Memorial Institute)

Prinate Studies in Cantral and South -A:uriu Contributing to Development of
a Malaria Vaccine (Instituto Nacional de Salud -~ Bogota, Colombia)
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