
Jutly 29, 1980
 

ACTION MB4ORMNDIM FOR THE DEPUTY ASSISTANT ADMhINISTRATOR 1 
FOR HUMAN RESOURCES DEVELOPMENT 

FROM: OS/HEA, John Alden ' 

Problem: Approval of a PAF amendment to a contract with the New York University 
ner prlp_ -- _er 931-0453.02, Mlaria Immunity and Vaccination Research. 

Disc, . en: The subject amendment to this activity was reviewed and approved 
F.ir ne" ober 29-30, 1979 meting of the Research Advisory Comittee. The RAC 
recomended modifications and reduction In the proposed budget have been 
considered and included In the present proposal. Authority for funding above 
the mount shown In the current budget Is reqlaested because we anticipate an 
increase in University overiead rates sometime in the near future. (FY 80 
funding authorization of $26,000 rather than the $23,000 show in the budget 
and FY 81 approval for $130,000 rather than the $108,000 show, inthe budget.) 
The initial PIO/T will be submitted for the amount shown in the budget but the
nead for additional funding my emerge during tho contract negotiation. Copies
of the RAC recommendation and the Action Mouorandum for the Administrator are. 
attached. -U 

Funds for the activity are included in th, FY 1.980 Congressional PIsentation 
and the FY 1980 OY8 for the Offce-air Health. The proposed projact modification 
and expansion has been reviswed and-"pproved by the followla;-

Offica of Health (DS/HEA) 
Program Office (DS/PO)
 
De8 Project Review Committee 
Research Advisory Committee (RAC) 

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

Recommendation: That you sign ths attached PAF amendment. 

Attaclunts: 
PAF& with attachments 

Clearance: fll.. 
OS/PO, B. Chapnick ate 

http:931-0453.02
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July 29, 1980 

PROJECT AUTHORIZATION AND REQUEST FOR ALLOTMENT OF FUNDS 

PART II 

Entity: DS/HEA/M
 

Project: Malaria Imunity and Vaccination, Sub-project with New York University 

Project Nufber: 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 
hybridma technology for the characterization of the protective antigens
of the sporozote stage of malaria parasites. The $26'0009 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 increas, of one hundred fifty-six-thousand dollars ($156,000) to 
a new total of not to exceed one milliln one hundred and five thousand dollars 
($19105,000) , including the previous; fnding., during the period FY 1979 through
FY 1981. r approve further incmmntr duri the period of the contract up
to four hundred sixty-five thousanddllars ($465,000), subject to the avail
ability of funds in accordance with'ALI.O allobent procedues. 

Daft
 

A. Supplemental Request 
B. IEE
 
C. RAC Recmendation 
D.- Action Mmorandum 

Clearances: 
DS/HEA. J. Alden " date -
OS/PO, B. Chapnck date 
OS/POI M'. RechclgT 4AA44-ate, 

http:931-0453.02


NEW YORK UNIVERSITY MEDICAL CENTER 
School of Medicine 
sso IRST AVENUE. NEW YORK, N.Y. 10016 
AREA 212 679-3200 
CABLE ADORESS: NYUMEDIC 

Dlvisionoftarulosy --

DepmnentofMicroboog
 

October 2, 1979. 

Dr. Jinm Erickson
 
Agency for IntermationaL Devalopmnt 

Office of ! Uth 
Washington, D.C. 20523 

Dear Dr. Erickson: 

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

r. hop this- format meets with. your-approval. If this. I:fomatiom is. not;
sufficient, Z would modify- it.,accordingly. 

Z wilf call you on Friday, Octbba 5th. to discuss this further. 

' -'=' Y) IVA 

Ls Nusmmeaeilr, XD., PhD,. 
Professor and Bud 
Division of Parasitolog 

USE: shp 
*1=1. 
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550 FIRSTAVINUE. NEWYOKNY 10016 ~", 
A> 4200[4A in , 

7 47,-:77 - -CABLE -ADRESSTNYWAEO IC, 

Dro4Ope-intEiko, 

All~ll4- V e= tdalDvipst 44 

, Afic Z', 1979. 

,er44a W" 

cageliidlee'thuhfiiw neeo,:t idbais fOffic of~s ith ,4 4,,21 

*o , ' is m s .'4 no''au 

ap,,FerDZ ikas'4'' 

US r 

4o2 All, T 4,jq .4= 4-4prc#&lfr n 

it be, 4,r
 
4, 46.w v, 
 ft d 

thi~r. UfLruS~s.toaaeqpatint;Yu80a_1 =t=&&reau 
P!@ utin''~ tatU~r-of:"' ft 

r: il egzlgts t omia fmi:ag of''=TU 

'4 ~ hi for-, &U, your4 kin&'4 ~ '47" 'k, 

spozo~o't.aelgesi, It l aeaten 1 seoh upci o u~ 

4 4"' cae~ tu~~tbi~'im~a~ey o bs~~'~r a ~' "'Nu'
 



Propo.i 1n,..,ndmen" _o 

Agency for IntarnaLional De'.1opmet, .atinqt, i . 

Ttle: 	 Sparozo ite-nd,,ced triun i y in S imiai lalaria 
Use of Hybridoma for the Chbracterizatt.on of 
ProtectIve SporozoLte intigen(q) 

Desir*d Starting Date: 	 Ortober 1. 1979 

Duration of Support: 	 27 months 

Principal Investigator: 	 Ruth.S, Nusa-nzwelg. .. , 

Fro~ia(er
 
Head' .:..
 
DLivjsion (if 'arasiL sit Sy
 
Di partawnt of %icrcz~iu Iog '
 
New, YorL Uaiversity ..eiica. V"er 
550 Firat Avenue 
New Yoak, New York 10016 

Social SecurLcv No.. 1.'W:-'S-5431 

Telephone No.: (212) 679-3200,
 
-xt. 2973, 21!70
 

Besf Available Docuy , 

Ruth S. Nuiseleig, U.D., 
Professor and Head 
Division of Parasitoloty 

Ph.D. ""Th,,man A. 
Of ie='.. of 
and .sriU 

',.:w 1.;. 
,r-:; -. : rnlnir.raI. 

Lo S. 

DLrc.r..: 
L.,n 

-

,': r, . :7r 
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' THE CRAC1RIZATTON OF PROTECTIV7. SPORC'7 i.41ICEN (S)
FOR Ztr 
t,44 r : al ..... . 

Resea'rch Outline BetAvailable oumn 
7.~ -e have-recently- obtained-a- series- o--Laprtanc iiew-fin'ings,- kwh LC 1 l(dI-

permitted us to obtain unlimited amUounts of prctive mnnospvlficL AvtiLspo ro' OLtQe
 

antibodies directed agaist. a def1ied sporoxnlte sirfa'e: aot-iiiaen.
 

These findings were obtaLned by usLng 6: new, powerfuL LnmunoLugz.:::l -pDLoGtJa1 

i.e. ta e hybridona rachim.cue, !,h ih we had not - ora aea using .,hen we irp1Led 

for our'ongoing A.I.D. cntrct I ast year. This taclinoaogy, howev, r. ias turr, C
 

c, c to enormously advanef one )r the re.earch *l,j- Ittea oC )LA' curl-VIL Cot:trac.
 

nam.,ely, 'the characterization *.-f tha isu- 9 avp antitg-?ntss) of sparozoiteq? as itacea
 

an Item 3, page 5, of our apprived research proposal. 
 . ' 

These- recent findings were ruporti&in, ful detail, to tt -o A.I.D. site. vi&Lt

ing tams. (August 17,, and September .9-4, 1979), and' arL. the subject of a publ I 

cation entitled, "Hybridoma producus pUrLective antibodies diracted apgnsct th. 

sporozoita stage of =&Uri& parasits" written by . Yoshida. R.S. rusasenzwei, 

M. Aikava, P. Potoc Jak and V. Nusnenveig (Science, Ln" press). 

The results of this approach can- be summarized as fuilou: 

Hybrid cells secreting antibodies against sporozoites of P. beryhei r 

F obtained by,fusion of plemmacytoua cells with Imme murine spleen calls. The 

Smonoclonal antibodies bound. to a protein with an appartut molcul,ar Lu.Lght of I f.600 

.") suraca of- spo-oitas. Lit vitro !.ucubarciov%which envelops the mbrane 


of aporozoites with antibodies to 1144 abosed their.n..ec
.vity. 

- Furthermore, we hav'e found t:i at (a) 3DU. tuinotr-bearing mtrca a. prot%-cte 

* cha1en~e; b) pasv rnsfar v- .--'Cher th e rum~ of tq~st. 

a.4maL 'dr_ purif ied moncclonaliuin ibodlts pr..ILect:3v iii:ApiotL- .. L ut io.(L
 

calgead,(c) "the.~antibodies are" ot -the! y. cia is '6f immi.ngtobuL IC..
 



lie 
are therefore presently purifying relatively large of tLiS monoaonunt 

specific antibody from the ascitic fluid of 3161 f1,ci'..ted nice - dntibody
 

which will be used to isolat,. the protective ant la'e~i pre9eL Ln Sprozoitu
 

extracts. This should thepermi further immunochumical charactertzation of

th* protective sporozoitt ancigen(s) and to vcrif'y 
 if, and under what Conditten.,
 

the isolated antigen(s) is able to induce protection.
 

Exploratory work on the hybridoma in the P. berhet-rodent syscem, shout1
 

facilitate the hybridowa approach for the invesetgation of surface antigen(s)
 

of simian and human malaria sporozoltesS-
 Wd pIan Ln fact ta attenpt to obt'ain
 

monoclonal antibodies- against sporo-Ltexs 
 of P. knowlesi and P. faleiparum iu 

the near future. 

In order to permit us, to cuntlnu the: hybridam wcrk, and to fully explort 

the enormous potential of this approach for the deveLlpent if sporozoirea VI.t.oe, 

ve request an amendment to our ongoing A.r.D. contract.. 

Just:Lfcation the budt et request
 

The needs for the hybritdoaa 
work are the same Fsr he enire Cntralct perio . 

i.e., two years, and thre.-,months coveredL by tIiis request.It Is a- very Labo:Wies 

approach which demands r..earcw and teclhulcaL personnel for-rae. tisusu Culturt. work. 
assaying of superuatants, clorLng and in vivo maintaulaace of :he hybrilom. -1+ 

also Involves consierabia additional work in obtaining large numbers .:,E purit eJ 

sporozotes for labeling, purification of antigenm , etc.
 

At present, the. two researchers most involved (1130. 
of their time in thiu
 

project) are being-paid from Inter 
tional sources. Dr. N. Yoshida hms a BrasitLian
 

http:request.It


Fellowrhip, and-Dr. Pedro i'ouocujak has a WarICI 

Health Organization Training Fellowship which terminat. October, 191W. Thtre

fore, as of November, 1980, and during the entire folLo in , year, Dr. PotocLqjej ' 

Research Council Post-Doctoral 

salary will have to be covered from these research funds. 

An additional, rather large expenditure for the year .981, essentially wn

related to hybridoma, derives from the fact that Dr. Robert Gwadz (Ui.t.H.) l
.i] 

have to change the fraework of his collaboration with us ot the P. knowlesi. 

izmunization work. The Malaria Division (N.I.H.) foresees t:onsider:_,ble limitartoi
 

of their capacity to provide us.with i..balabaceasis,mosquitoes. Tbis is du. 

to the-projected move of the Malarls..ivtsion- of the Libra,.ory of #amrasitic 

Diseases in 1981, and the.consequent..-estriction of their itectary aci.titie. 

These A. balabaceusis mosquitoes -. whch have to be force-m ,ed -- Will,. tIMrerqg, 

be bred and infected iz our insectarie's. This deawinds cons t',rable sediti.oi&
 

technical help, budgeted for 1981.
 

In order to avoid considereble disruption of our research, I would be ¥er
 

STateful for a prompt decision ott this request, and if favorable, for its 

activation at the earliest possile date. 

http:sediti.oi


Estimated Budget -- Supplumntal Request 

AM/DSPE-c-0031 

8/16/- 01/01/8

12/31/80 12/31/81. 

Personnel 6376 43000 

Fringe--18% 1148 7783 

Overhead-52% STW 3912 26661 

Animal & Insectary Csts 4300 10000 

Maintenance of Insectary 3200 1000 

Maintenance of Animal Fac11iiy..- 1115 3600 

Supplies - 197Z 6000 

Publications -600 600 
22623 107544 

Grand total $130,167. 



.'000'. 

TO: AA/OS, Mr. Sander Levin 
MW~J: asiPPU, Mr.I 

PIC?(: OS/H, Let Howa. . 

SULj-ZC?:.. Enviro~an tal rsholdi Deca=-faizamo 

Project T.tle: Malar a. Ii~unity & Vaccination 
Project. #: 931-0453 
Specific Activity (if appLicasla)_____________ 
WEMCC: IniciaL Envirqrmantal/tcanination: (ZEE) concained tn,

Smlttt to Howard mem"' dated January 24, 1978 

On the basis of che Xnitlal IEvrov en-al/Mvainai:Iou (I=-) refearnced. 
abover and attachead to this aaiorandd, recavmd that you, mak..the 
fallawing d ecernination: 

X 1. Th piapaoed agency arlen is not a maljor Federal
 
actian 0-hich w-ill a n =f.z:onC
have slanifIcant of&ICat he kaa 

2.The -propeoed ancy -aclon.is a a&,,or Federal si:zia
 
ahicho wifll have a signif±aum offoct an c*,-. hucan evr e:,and:
 

a. An 3nvUronmet&! Asseswertc is required; or 

It. An. U£nvi40nca3 r&= tAZA0mmnC. :LI -eqUIr~do 

The, Cast. Of azd schiedule for chit requirement is ful'&lydasc:±bed in. 
the eoferenced doc=&=. 

3. our *=v±:anma.:acs! exavianazI.n Is ac com.. 
'.7 subic che &a!aysis mo Lazar than With Our Tc=3&:;;' 
for cc ervironm.taL chrush~old discision. 

Uisa;pzzmved:_ _____ 

http:aclon.is


Health and Population 

Sporozo ts-Induced Imiunlty in Simian Malaria 
for the Characterization of Protective Sporoz 

U i-of Rybridoma 
tatAntigen(s) 

(Project Auamentation) - New York UnLversity. Duration of ex
panslm, 27 months; etimated additional cost, $203,318. 

Project Sunary and Background: This proposal is to amend an ongoing pro
ject in .he network of projects for the development of an. anti-malari. 
vaccine. Additional funds are required to take advantage of new discoveries 
made possible by a powerful new Immunological technique. The eechniqul. 
is based on the observation that mice which have been Inoculated with a 
tmcr causing substance have been found to be protected from the sporozoite 
stage of the malaria peasite. Large amounts of the antiLbody containing 
the protective antigen can now be produced from Inoculated mice. This 
will pervt the researcher to ca=y out the further iinmmochemicaJ 
charactecizAtion of the antigen and to verify if, and under what 
conditions, the antigen is able to Induce protection. 

MAC strongZly-taui~rted -th~r~oseik saendment to. the project. The 
princilral invetigator was- described-as one of the most productIve scientists 
in the antirmlaria vaccine network'maj is the head of the only group working 
on this p ula approach ta ula -. aiunity. The auendment to the pro-
ject was found to be fully Justified- the nev developments. The proposed 
additional work, if successful, should.-have hi;h utility throughout the 
network of institutions involved in the development of the anti-malari-al 
vaccine. 

-The 

A eomndatiom-Taat-tho request for supplemetation of ezrant support 
for sporoxoLte vaccine research be approved to permit explo.tation of new 
di coveries ateming from application of the hybridoms technique. Spa7l, 
if.is reccisnded that the additional funding at an emual level of $83,945 
plus overheaf be provided, This deletes the $15,000 requested fnr replace
seat of NM Insectary setvices - a contingency that may not-materialize. 

Related Researh Prolaedt Funded bT AID: This project is one of two 
In. the network focusing oI a Imoquito stage (sporozoite) vaccine and. 
Is currently the ony project u ing the hybridoma. technology to 
isolate ari. produce spprooi£t ant1ganic sterial. Each of the r waining. 
poJacts In the network dwls with a separate aspect of the blood stage 
(merosoite) of the malarial. parasite.-tsearch on both .stages is essential 
to the development of a polyw&Lmt vaccine for use by humnns In endemic 
salafious armas. Related research projects are listed belm: 

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



Traluatiou of. Blood Stage Antigens (University of New ozico) 

Cultivation of Human Malaria Parasites (Rockefeller University) 

ITn Vitro Cultivation of Malaria Parasites (University of Hawaii) 

arozoite Antigen Vaccine Research and Development (Parke-Daivis Co.) 

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

In Vitro Cultivation of Malaria Parasites (Gorgas Memorial Institute) 

Pr1mata Studies in Central and South America Contributing to Development of 
a Malaria Vaccine (Instituto Nacional de Salud - Bsotas, Colombia) 
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