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Abstract: . . —

The use in cancer therapy of MAbs directed against tumor associated antigens (Ags) offers the
theoretical advantage of greater specificity than that obtained with conventional cytotoxic agents.
However, most of the clinicui results performed so far yielded only modest resuits (see i.e. Saleh M.N et
al. Cancer Res. 53: 4555-4562. 1993). A priori, the lack of success of MAbs in therapy could be due to
scveral reasons: i) heterogeneily in Ag expression within tumors; i¥) binding to inappropriate antigens; iii)
shorlage of effector mechanisms; iv) poor MAb permcation into tumors; iv) short interval of exposure of
tumor cells due to the clearance kinetics of murine MAbs, and v) human anti-mouse immunoglobulin
(HAMA) lormation. Onc of the causes of cellular heterogeneily in tumors is the coexistance of cellular
subpopulations with different grades of differentiation , i.e. stem cells. semi-difTerentiated cells and
diferentiated cclls (see i.c. Ballare C. ot al, Cancer G4, 842-848, 1989). , , :

Since an aim of any curative intent is the elimination of the tumor stem cells, in our laboratory we
have developed several mouse (m) monoclonal antibodies (MAbs) directed against tumor prolifesating
cells. Specially interesting is FC-2.15, since in the presence of complement it diminishes the clonogenic
potential of tumor cells but not of normal bone marrow. An extensive description of it has been
performed (1.2). Basically, FC-2.15 is an IgM obtained by immunizing Balb/c mice with tumor epithelial
cells from a human undifferentiated carcinoma. Its main features are: 1) It reacts with more than 90 % of
breast primary tumors, independently of their histology # 1d hormone receptors content, 2) It reacts with
80 % of total breast malignant cells and with more than 30 % proliferating cells; 3) It recognizes other
neoplasia such as colon cancer, squamous carcinoma and melanoma: 4) It mediates cellular lysis by
complement and diminishes the growih rate of mammary tumors implanted in nude mice. The FC-2.15
has entered a Phasc | Clinical Trial and in view of its clinical efficacy we achieved its humanization as well
as we intended (o obtain a greater variety of MAbs directed against the stem cell subpopulation.
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The transformation of monoclonal antibodics (MABs) molecules of mouse origin into human
will be carricd out, as a first step, by substituting the mousc C regions of both chains by the human
ones. The antigen binding specificity, carried by the V regions, will remain of mouse origin and thus
the antigenic recognition sites should not be alicred. The strategy that will be followed to obtain the
chimaeric molccules consists of the. use of recombinant DNA technology to construct a gene
cons:stmg of the V region with the sequence of the original musine MAB followed by the C region of
human origin. This will be done with both the light and the heavy chains.
The work plan consists of:

1) To obtain the nucleotide sedquence and the corresponding DNA fragments of the V-L and V-H
regions. Thesc sequences arc of a lenght of around 300 bp and will be obtained by PCR amplification
of the corresponding V sequences, using specific primers. In both cases the 3" primers (forward
reactions) arc homologous to 5°end of the C region. The 5 primess (reverse reactions) homologous to
the 5'end of a consensus V region are synihesized with the appropriate degree of degeneration to
cover for all different V regions. The fragments thus produced are then cloned and sequenced.

2) The amplified DNA fragments arc then properly recloned upstream of the human Ck gene for the L
chain and of the human Cgl genc for the 11 chain. These chimacric constructs are later cloned
downstream of an eukaryolic strong promolor. Vectors already developed harboring the LTR
promotor of the RSV and the murine Ig promotor and enhancer will be used (o obtain the expressioff”

-

of both chains. These constructs carry also the selective marker gene for Neomycin resistance under
the control of the HSV-TK gene promotor.

3) Two different cell lines will be used for the transfection of the chimaeric genes: CHO cells and the
murine mycloma NSO (non-Ig producer). In both cases the cells will be co-transfected with the L and
H chain genes and selccted for resistance to the G418 antibiotic. ..

4) Individual clones of resistant transfcctants will be isolated and assayed for their capacity to produce )

and sccrete human Ig molecules. The specificity of the chimaeric MABs will be assayed using several
criteria: a) adequate competition with the mouse MAB; b) similar range of reactivities against tumor
tissues; c) similar capacity to mediate complement- and cell-mediated toxicities against tumor cells.
The tcchniques that will be uscd for this purpose will be ELISA, immunohischemistry and
immunocylochemistry.

In order to obtain high yiclds of secretion of the antibody, the transfection of the chimaeric
genes will be also done cotransfecting a plasmid with DHFR gene in order to induce amplification of
all transfected scquences by selection with methotrexate.

In a second step, more exquisite antibodies will be developed, based on the substitution of the
framework scquences of the mousc V regions by those of iuman V genes in order to produce an Ig/
chain with the minimum of murinc residues. In this way only the CRD regions cf both I1 and L chain,
which represent the main antigen binding specific residues, will remain of the original murine antibody.

. ODJECTIVES/METHODOLOGY R }
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As it was described above the mMAb FC-2.15 is an IgM obtained by immunizing Balb/c mice
with tumor epithclial cclls from a human undifferentiated carcinoma. Its main features are: 1) It reacts
with more than 90 % of breast primary tumors, independently of their histology and hormone receptors
content ; 2) It reacts with 80 % of total breast malignant cells and with more than 90 % proliferating
cells; 3) It recognizes other neoplasia such as colon cancer, squamous carcinoma and melanoma.

We could also obscrved:

1) By Western blots it detects three major bands of Mr 160, 130 and 115 kDa in membrane extracts of
MCF-7 tumors grown in nude mice; 2) It has strong cross-reactivity with kidney proximal convolute
tubules, large bowel epithelium, bone marrow myeloid progeny and peripheral granulocyles; 3) In view
of the previous observation we investigated the reactivity of FC-2.15 with peripheral blood PMN
leukocytes obtained from healthy donors. In our last report we informed several observations that allow
us to demonstrate that the antigen recognized by our antibody is also present in high quantity in PMN
leukocytes. Western Blots assays demonstrated that it is not the same band pattern than that detected in
MCF-7 extracts. Threec major bands of Mr 250 kDa, 185 kDa and 115 kDa were detected in PMN,
extracts. Since in these cells the antigen recognized by FC-2 15 seems to be in higher quantity than in
MCF-7, we have purificd the antigen from large amounts of PMNs in order to obtain enough material to
perform its sequcntiation.

FC-2.15 has shown clinical cflicacy in Phase I clinical trials (3). Since the employ of this mMADb
generated' in paticnts human anti-mouse antibodics (HAMA), its humanization has becn undertaken to
circumvent this problem. For this purposc the initial step performed was the obteption of total RNA

“from the sclected hybridoma. AfRerwards, in Dr. Burrone's laboratory (ICGEB-Tricste) the cDNA
fragments coresponding to the light (V-1.) and heavy (V-H) variable regions from mouse FC-2.15 MAb
were obtained by reverse transcriptase reaction. Once these fragments were amplified by polymcrase
chaip reaction (PCR) techniques with oligonucleotides designed in Dr.Burrone’s Laboratory, they were
sequenced and cloned into suitable vectors which contain the mouse Fc regions replaced by human IgG,
constant region. The. chimaeric MAbL obtaincd was expressed in eukaryotic systems and the IgG

human-producing transfcctants were sclected. {everal of them were obtained from murine myeloma and
CHO cell lines.

Four main results were obtained with this process:

a) By comparing the nuclcotide sequences of the corresponding V-L and V-H fragments of FC-2.15
mMADb in a Data Basc, it could be scen that it was an original MAb since it had a very low homology
with other mMADbs described.

b) Ass’ays performed with ten-fold concentrated serum-free supernatant from some of these transfectant
clones, showed that this chimacric antibody recognizes by Western-blot assay, the same antigen than the
murisne FC-2.15 in PMN cells (Mr 250 kDa, 185 kDa and 115 kDa) (Figure 1).

c) It could be obscrved in ELISA assays that the chimaeric MAb retained the specificity against whole
cells or cxtracts of MCFE-7 cells, although the intensity of the positive signal was lower. This fact is
probably duc to the diffcrent isolype of the chimaeric MAb, since the mMAb was an IgM with more
sites of antigen recognition. In spite of this posilive result with ELISA assays, it was not possible to
detect positivity in immunocytochemistry assays and biological activity showed no complement lysis in
[Cr"]assays This result made so far unviable our pro;cct about the probably use of the humanized MAb
in human therapy.
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The worl. plan that will be carried out invelves several interelated projects :

1) Since we have already produced some mouse (m) MAbs (FC-2.5 and FC-2.6), that possess the
ahility to induce clinical responses in breast cancer patients their humanization will be started following
the above outlined procedures. As a first step, the replacement of the mouse Ig*C regions will be
performed. Once the chimaeric MAbs arc obtained, their expression in eukaryolic systems will be
attempted, and the selection of Ig - producing transfectants will be carried out. Once this step is
achieved, the specificity of the MAbs will be analyzed by comparison with the original mMAbs.

2) Once the previous steps arc satisfaciorily complcted, the chimaeric antibodies will be produced in a
larger scale. Aller adequate purification and controls, their use in Phase 1 Clinical Protocols similar to
those already being conducted would be considered. The main point at this step would be. to determine
il the chimaeric MAbs have lost the ability to inducc a human immune response. .

3) The construction of chimaeric MAb molecules only containing the mouse CDR regions will be
attempted at a later slage, and a similar sequence of assays to those already described will be
performed.

4) The antigens recognized by the MAbs FC-2.5 and FC-2.6 have yet to be characterized. The
recognilion and isolation of (hese antigens would enable us to obtain second-generation mMADs that
could have greater affinity and mediate ritore efficicntly complement and cell - mediated toxicities.

5) The antigenic characteristics of the tumor stem cells will continue to be studied. Such knowledge
would enable us to obtain a greater range of MAbs directed against the tumor stem cells. These new
MAbs will have to be characterized and assayed for their activity against tumor cells. Those MAbs that
prove more inleresting could be also submitted to the humanization procedure. . .

’

TIME SCHEDULE
m: a) Humanization of MAbs FC-2.5 and FC-2.6.
b) Expression of chimaeric MAbs in eukaryotic systems.
c) Identification of the antigens recognized by MAbs FC-2.5 and FC-2.6.

2nd. year:  a) Large - scale-production of chimaeric MAbs.

b) Specificity determination.

c) Preparation of second-generation mMAbs.

d) Construction of chimacric MAbs containing only mouse CDR regions.
3rd. year:  a) Humanization of second-generation MAbs.

b) Assay, alonc or in combination, of chimacric MAbs obtained, starting from

in vitro to clinical assays.
c) Use of hMAbs in Phase I Clinical trials.
d) Obtention of new mMADbs directed against tumor stem cells.

o —— o cu————
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Reculte (continue)

Actually in Dr.Burrone’s laboratory the nucleotide sequences of the corresponding V-L and V-H
fragments were subcloned in vectors containing the mouse constant region replaced by human 1gM
constant region. In that wzy we expect to obtain the same specificity reached with the mMAb which is
also an IgM. However we must circumvent the current instability of the transfected clones and reach
clones with high production (> 10 pg/ml). :

d) We failed in the attempt to sclect a clone producing more than 0.6 pg/mi of the chimaeliic
immunoglobulin. Consequently, the purification procedures of the IgG, human - morse immunoglobulin - -

to obtain enough quantity for thc subsequents experiments of biological activity, mvolved much moi
time and matecrials than cxpected.

However, we achieved several advances in our knowledge about the MAbs developed in our
laboratory.

1) The antigenic profile of the tumor stem cells has been studied. Such knowledge will enable us to
obtain more information about this subpopulation of tumor cells. Actually we could establish using-a- -
repertoire of mMAbs (COL-12; B1.1; B72.3; 4.36; MBr! and FC-2.15) mainly directed against tumor
associated antigens, an orderly pattern of antigen expression displayed by breast primary tumors which
could be associated with their differentiation grade (4) These results confirmed again the usciulness of
our MAb FC-2.15 in recognizing undifferentiated tumors.

2) We could cstablish a new human undifTerentiated primary breast carcinoma cell line (5) (11B-BR-G),
which displays a low antigenic profilc. This characteristic makes it useful to generate new murine MAbs,
since this cell linz displays a very agressive behaviour. .

We have also established two new melanoma cell fines {6) (1IB-MEL-LES and 1IB-MEL-IAN) which
alowed us to analyze in more detail the melanoma behaviour.

3) Acording with the last point we studicd in the three melanoma cell lines developed in our laboratory
as well as fixed biopsies of primary and metastatic melanomas and non malignant nevi. A sequence of
events leading from nevocellular nevi to dysplastic nevi to melanoma has been proposed in developing of
this malignancy. We have demonstrated that the 52 kD aspartil protease Cathepsin D is highly expressed
in primary and metastatic melanomas and the great majority of dysplastic nevi, whereas only 18 % of
nevocellular nevi express this protease, and normal melanocytes express none. Thesz data suggest that
the expressior ol Cathepsin DD might be associated with melanoma development (7).

4) New murine MAbs werc obtained by immunizing Balb/c mice with the breast carcinoma cell line
above mentioned (IIB-BR-G). One of these MAbs (FC-5.01) showed interesting characteristics. It is an
IgG,, . il rccognizes an antigen expressed in membrane of breast cancer cells and  of melanoma cellsy
which in permeabilized cells is found in intracytoplasmic vesicles. The antibody could be internalized.
The above mentioned characteristics mnakes it uscful (o employ it in RID (Radio Immuno Detection) and
in human therapy conjugated with toxins. This MAb in Western - Blot .assays developed in native
conditions, recognized a very high molecular weight band. The positive reactivily in Western or ELISA
assays is lost when the sample is heated at 100°C (manuscript in preparation).

5) Concerning the clinical trial using the murine FC-2.15, a Phase I study was performed in |1 patients
with advanced cancer (breast=4, colon=2, melanoma=2, lung=1, meduliary thyroid=1, skin epidermoid
carcinoma=1). MAb was administered by i.v. infusion cvery other day, with doses ranging between 2.5
and 5.0 mg/kg. Maxiinal FC-2.15 serum concentration ranged between 2.2 and 7.8 pug/ml, and its serum




Results (continue) ’
half-life was about 9 hr. All paticnts developed HHAMA. The most consistent side effect (10/11 patients)
was a profound and selcclive neutropenia which occured within 1 hr after the start of each infusion and
reversed within 1 hr afler its discontinuation. Other frequent side effects included fever < 38 °C and
chills that were casily manageable. None of these effects required dose reduction or treatment
interruption. A complete responsc of a basocellular carcinoma and a sustained (6 months) > 50% partial
response of breast carcinoma liver mictastases were observed.

6) A Phase Il clinical trial has began with this mMADb, -employing in this oportunity an
immunosuppressive drug  (deoxyspergualin), commonly used in renal transplants. In the few cases
cvaluated (n=6) a significative retard in HAMA develPment could be observed.
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1) The original work plan involved the humanization of MAbs FC-2'5 and FC-2.6.(a.c(ually renamed
FC-2.15 and FC-2.16), The sequentiation of the V region from both heavy and light chains of the
aboved mentioned MAbs, revesled that they were basically two different clones producing the same
protein, with only one different aminoacid residue. Consequently the subsequents steps were continued
with one of the clones. . ' :
The chimaeric huFC-2.15 IgG obtaincd was analyzed by comparison with the original murine MAb.
Although the previous steps were satisfactorily completed as judged by Western-blot analysis in which
the huFC-2.15 recognized the same thrce bands in membrane extracts of PMN cells, it could not retain
the biological activity. 1luFC-2.15 IgG was not able to produce complement mediated lysis in [Cr*]
assays. This fact is probably due to the different isotype of the original MAb (IgM). '
This result made so far unviable our project about the probable use of the humanized MAb in human
therapy. Although in Dr.Burronc’s laboratory ihese steps were modilied to obtain in this opportunitty a
huFC-2.15 IgM, this soon has to be evaluated.

2) Tiie antigens recognized by the FC-2.15 werc partially characterized since we could observe in

Western-blot assays, three major bands of Mr 160, 130 and !15 kDa in membrane extracts of MCF-7

tumors grown in nude mice. The antigen recognized in PMN cells revealed also three bands (Mr 250

kDa, 185 kDa and 115 kDa). The sequentiation of the antigen obtained from extracts of large

quantitics of PMN cclls is now achieved. It remains to establish if the antigens recognized by this MAb

in colon carcinomas display the same pattern of breast cancer or PMN. We have obtained a human
“colontumor growing in nude mice with the purpose of answering this question.

3)The antigenic characleristics of the tumor stem cells were further studied. This 'knm:rledge could
enable us to obtain a greater range of MAbs directed against tumor cells. One of this, FC-5.01,
obtained through the immunization of BalbC mice with a poorly undifferentiated human breast cancer
cell'line established in our laboratory, showed interesting characteristics as il was mentioned in Results.
We could also establish an orderly pattern of expression displayed by breast primary: tumors which
could be associated with their difTerentiation grade.

Therefore, in spite of the above mentioned difficultics, we achieved several advances in our knowledge
about the MAbs devcloped in our laboratory, and a more detailed description of them appeared in
"Resuits”.

K\
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NETWORKING : This Project is heing carried out in collaboration with Oscar Burrone, Ph.D.,.
Head, Molecular Immunology Group, International Centre for Genetic Engineering and Biotechnology.
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Work plaa (actual) (cantinue)

Dnrnﬁoq of individual tasks:

Name Role in Project 1° year 2° year 3 year

Mordoh, José. M.D. Principal Investigator » .

Barrio, Marcela. M.Sc. Assistant Investigator ' )
(Ccltular Biology)

Bravo, Ines M.D. Associate Investigator - .
(Pathologst)

Kairiyama, Claudia. M.3c.  Associate Investigator — -
{Biochenistry, Immunology) ' e

Leis, Silvia. M.Sc. Assistant Investigator —t
(*mmunology)

Podhajcer, Osvaldo. Ph:D.  Associate Investigator — —
(Molecular Biology)

Bover, Laura. Ph.D. Associate Investigator — —

{Cellular and Molecular Biology)

Traini

During these 3 years, the people involved in this project adquired considesable new experience in
Immunology techniques and in Molecular Biology.
’

PUBLICATIONS

1) “"Description of 2 new monacional antibody, FC - 215, reactive with human breast cancer and other human

neoplasia”,
J.Mdrdoh, S.Leis, A.1.Bravo, O.L. l’odhajccr C.Ballaré, M.Capurro. C.Kairiyama y L.Bover.

Amgcrican Association for Cances Rescarch. Anrual Mcecling. San Francisco, U.S.A. 1994. .

2) "A new monoclonal antu,.. dy, FC-2.15, reacting with lml'mn hreast cancer and other human oenpla'sip".
J.Mordoh. S.Lcis. A.1.Bravo, O.L Podhajcer, C.Ballaré, M. Capurro, C.Kairiyama y L.Bover,
Int.).Biol. Markcrs 9: 125-114. 1994,




Work plan (actual) (continue)

3) "A Phasc | clinical trial in cancer patients of a2 new monoclonz! antibody, FC-2-15, ceacting with tumor
proliferating cells”™.

Mordoh, 1., Silva. C., Albarcllos, M_, Bravo, A L. y Kairiyama, C.

J.lmmunotherapy 17(3): 151-160, 199S.

4) "Marker cxpression and differentiation in human breast carcer”.
Ballare C., Bravo A L, Turchi V.. Nuti M., Yomha R_. Schiaffi J. and Mordoh J.
Ann.NY Acad Sci. 698: 143-147, 1993.

S) "Description of a new human breast cancer cell line, IIB-BR-G, cstablished frcm a primary undifferentiated
tumor”.

L.Bover, M.Barvio, |.Slavuisky. A5.Bravo, C.Quintans, A Bagnati, B.Lema, J.Schiafli. R.Yomha yJ.Mordoh.

Breast Cancer Res. Treat. 19: 47-56, 1991,

6) "Binlogic, immunocytochemical and cyfogenctic characlerization of two new human mclanoma cell lines:
HB-MEL-LES and IIB-MEL-IAN".

C Kairiyama, 1.Slavutsky, 1.Larripa, V.Morvillo. A 1.Bravo. L.Bover, O.L.Podhajcer y J.Mordoh.

Pigment Cell Res (in press). "

7) “Characterization of cathepsin D expression in human malignant melanoma, dysplastic nevi and nevocellular
nevi”. o

O.Podhajcer. L.Bover, A.l.Bravo, M.F.Ledda. C Kairivama, 1.Catb. L.Gucrra, F.Capony y J.Mordoh.

J.Invest. Dermatol. 194: 340-344,1995.

[}
8) "Functional prapertics of FC-2.15, a monoclonal antibody that mediztes human cnmplcme'n('cy(oloxidly
against breast cancer cells. ’
Ballare, C.. Barrio, M., Portcla, P. y Mordoh. J.
Cancer Immunol. Immunother. (in press).
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3 STATEMENT OF EXPENDITURES ]

To be filled by ICGEB To be filled by the Affiliated Centre
Budgets as per original proposal Summary of expenditures ©

1) Capital equipment USS e 1) Capital equipment USS o Feeeeeeeeeee

2) consumables USS e 2} consumables { ...9'..:.5[.‘..5....68

3) training USS$ .o | 3) tratming _3.902.00

4) Kterature USS oeeeeeee 4) literature USS$ oo ieeeeeen

S) miscellaneous Uss . 5) miscellaneous ..9;122;92,

|ToTAL GmANT US$. - TOTAL us$.20.000. 71

Please itemize the following budget categories (if applicabie)
Capital equipment -

Training (provide names, duration of tratning, host laboratory)

PAULA PCRTELA - 6 months - Laboratory of Cancerology-Fundacién
- Camnomar

Literature

¢ Please do not send invoices. receipts etc.; these should be kept by the Affiliated Cenire for future refercnce and sent
to ICGEB upon reoucsl-
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S8jrector: MCREOH, Jeose
Legajoc: Son . 725937
Institutos/Temas UNIDC PROJECT Mo. GE.'GLD.39.202 3iglas

fendas ctorgades por UNIDO RUBRG CONSUMABLES

Nro. recha Refarancla Descripcidn doats 3 Honte USS
b 05701794 Pharmacy Trynscm and peniciliin S2.60
2 S/01794 Farmacis 3.Zduarac Gauze 308
3 14702794 Migliore-iaclaustr - 125 Iodine anc 31 chrozium 525,00
q 03703794 Central de Falerms Jauze 7o
3 08703734 Guimica Eifand Ethanol 19,52
) 16/03/9% Narcopil Ffaper and labzls 23.20
7 24/33/94  HMaxi ¥iosco Kodak Tilm Te50
3 30/03/94 Fhoto Tarben Film 13,23
7 30703796  eutrs Quialcs €o-ninz: bottles . 34,00
S TSSO I/ME Ha b : Touice Fatal zaroa
21 & fmptrr Jrioitn Corning fil-zrc :nd Doiilszs 1) IS
2 20705572 SooGu.alts flaztriction snzyms=s 173,54

13 23/06/94  RAuisica Elfand Heubauer chamber 34.99
4 046/05/74 Trowellsz Fetri dishes, Zatil:g, cuvert-

tze and Irycidnes 49,0
15 94733774 Farmacia Zlecira Syringes ' TG
16 I4/70%,/74 HMeuwtro duinica rtri dishes, bovine Ta2tal ze-

rum, Corning botilis and cza-

. trifuge tubes 363.9C
17 1:1/058/%4  TFarmacia S=a:x Medicine 50,97C

13 17/705/94 Trowells Corning pipets 13¢.00

19 19/05/94 Farae.Cent2naric Haparin t0,44
200 23/05/94 HMigliore-Laclaustyr i25-Todine and 3i-chromium 306,00

21 02/06/94 Tizaguirre Rabbit 4.2

22  07/06/74 Neutrs Suimica Corning and “.lcon bcttles and
tovine fetal serum 443,00

SUBTOTAL: 0,40 3.857,44




af{rector: MORPOH, José

_21aic:e Cor 727027
- astitutosTema: UNIDCG FRGIZCT No. CGZ/BLJI/S57902 iigiaz
Fandaz otcorgadas gor UNIDO RUBRC CONSUMABLES
Hro. Fecha ReTarancia Degcripcidn vionte S Foats 15T
Scblotal....... 9,96 3.357.4°
3 Q77667948 MAB Tutes 43,30
24 Q7706794 Neutro Quimica Petri dishes and Ccrning bot-
tles 145 ,0¢
é 08/06/94 Hei-L: Kodak fila £.50
28 16704/94  Mei-iin Kodak filam ' 5.5C

27 27/06/94  HRigliore-laclaustr 125-Iodine 148,90

2 36-,048.94 4P Intarnacicnsl filiers 292,45
‘.-. 51707724 Schuelszr & Co. Teflon =ombs ind cZacd 1§, 36
-
0 NL/G37/75 Meatre cizmicz: “alzon and Ceraing boiles,.
TIio. BArLG Red P1petS SRR

PYSIENTY:

32 11/707/54 Tarieaciz Zlectica e L
33 01/08/7%¢ Miaiiore-Lanlausir 338-He<hionine and 123-1:dine 234,30
34 01/08/7%4 Tipielcn Zifand Zinanol, methancl. dladze and )

rsringes Z38,50
25 94/08/94 Traguiren M.z 3.9
ot 08/08/73 Farmaciaz Zlzctra Hepari Jedl
I-u‘ 19/06/7¢  J.iblank. Fslaroid fila 55.74
38 29/¢3/94 Migliora-Lacleustr JH-Thyaidine 240,90
37 01/97/%4 Maytrg Juimica Culture medium, Corning and

Falcon botiles and bovine

fatal erum REMIRE,]
40 08,09/94  Farmacia Eiectra Penicillin and zirzptomycin 17.39

41 14/09/94 Farmacia Electra Syringes 4,50

42 19/09/74  Migliore-Laclsaustr Si-hromium and 125-lodine 300,90

SUBTOTAL: 9,00 7.129,4¢




_Directar:
_2gqajoe:
nstiitutas/Teaa:

Nrc.

45

16

47

fCRDOH, José
Con.?2/037

UHIDG PROGECT

Fondos otcorgadas par UNIDO

Fecha

21/09/94
22/09/94
27709/94
27/09/%4
27709/94
97/10/94
11/10/94

14/10;%4

18/10/24

RetTarencia

Firm.Cantenarig
Cheamit

NHeutro Buimica
Pharmacy

Meutro Duimica
Yalot 3A

3iaparz

Meutro duialca

No. GE.GLO/89/002

RUBRD CONSUMABLES
Descripcidn
Subtotal.......
Syringes

Formic aldenyde

Corning cryctubes

Roferon

Bovine fetal serusz

Tissue paper

Filtering membranes

Fungizone, Cott

zhag,

triTuge

1avine
iues,

cuvectes

T

3
tal serua, c3:n-
sutfer and Lol

TOTAL:

Mante $

9,00

0,00

Mantg USS

9.343,45




sirectdr:

SELERTH

« InstitutosTema:s

Nro.

(]

[#]

Fondgs atorgades por UNIDO

fecha

31701794

28/702/94

30/03/94

29704794

31/705/94

30706794

MORDOH, Fose
Con.?2./337
UNIDO FRSJECT No. BGESGLOS89/002

RUDRG TRAINING

Reterencia Da2scripeisn

Paula "ortela Feliowship-lznuary 74
Pauiz Partela Fellawship-february 74

fPaulz Lrtela Fellawship-march 74

Paul- "grtels Fellowship—april 74

Ffellowship-may 94

Fellowhip-iune 94

TOTAL:

Honta $ Manto USS
500,30

- 830,3%C
800,00
400,0¢
£39,0¢

900,10

0,09 3.900.,00




-

. pavectar:
_szaje:
Tnstituto/Tema: 'MIDO “RGIECT MNo.

Nro.

r

(2]

MORDOE. Jose
Con 925037

-

Faondos otorgades por UNIDO

Facha Referencia
93/01/94 L.Nillara
12701/94  Asac.Banca Células
13/701/94 Capifil
31701794 L.Millara
31/01/94 Virginia Adagini
31/701/94 Rita fllivares
92/02/94  Fletes Xach
28702774 L.Millara
28/02/94 Rita Jlivares

3/9277= irziniz Acagial
22/,03.04 Flziaes {zan
30/03/94 VYirginia Adagin:
30/03/24 Rita Clivaras
02/08/94 Fletes Kachk
94,04/94 L. .Millara
NsS/04/94  Copiiil
95/04/74 darccpl
09/04/°4 Phots Farban
29/54/94 Photn Faraoen
29/04/94 Rita Olivaresz
29/04/74 Yirginia Adagini
02/0%5/94 L.Miilara
02/0%/94 Fletes Kach

SESBLAATYY

a0

2
P

RUBRE MISCELLANEOUS

Descripcidn flon
fhatagraphic work

1992 Membersnlp dues

Photocopias

Photegrapiic work

Technical assistance

3lassware sterilization

Mice and jas tubes transport
fhateographic work

Glassware steriiizaijon

- . : -

Te-| = a P R
TSN VIRL ABELVE T L2

Pleauia atirogen nd Iss TuLw

triasport

ui

Technical ass.istance

Hlassware s-erilisaiion

Liquid nitrogen anz iubes

irancaor?

gac

Fhetograpiilc wor:
Phctocoplias

“aper and rgller pen
fhotagraphic work
Photographic worx
Glzssware sterilisation
Technical assistance
Photographic work

Gas tubes and nmice transport

SUBTOTAL S

ic %
DM

[*]]
g

Mgnte UES




virevtl
.~1ajas

rs: MORDOH, José
Can.92/037

- Instituto/Tema: UNIDO PROJECT No. SE/GLO/89/002

Nro.

24 03/0%/74
25 14/03/%94

28 24/05774

27 2

28 3

(%]

33 07/D857¢
34 30/046/94
;5 30/05/94
36 02/07/%4
37 05/07/94

3§ 05/07/94

49 28/07/94
i1 31707794
32 31/07/94
13 01/08/94
44 08/08/94
45 11/08/94

45 18/08/94

7/05/54
31705724

29
&

31 02/058/94

08/07/94

Fandas otargados sar UNIDO

recha Referencia
Phote Farben
Info HMaster
Phota Farben
Photo Farben
1/03/94 Rita Olivares
Yirginia Adagini
1706794

L.Millars

Fhoto Farken

P S rns rme T o sg ' at
“ V255,738 TliETIs el

324

fita Jlivares
Yirginia Adagini
Fiztez Kach
L.M11lara

Academia Mac.iedic
Academic Naz.Medic
ncademic Mac.iedic
Rita Olivares
Yirjinia Adagini
L.Millara

Photo Farben
Fund.Ejercito Arg.

Libreria Indice

RUBRO MISCELLANEOUS

DPescripcidn
Subtotal......

Photographic work
rfower cable and -overs
Photographic wari
Photographic werk
Glassware sterilisation
Technical assistance
Photographic work
Photographic work

Ligquid aiiragen znd
ranzport

135 *rinss
3as Tuc2

-0

o3tage
flassware sterilisaticn
Technical assistance
flice transport
Paotographic work
fioliographic szarch
Protoccpiesz

Phctscopies

Blazgware starilisaticn
Technical assistance
Photograpnic wori
Photographic work

Cell irradiation

Phctocopies

SUBTOTAL:

0,00

Sigla:

244,35
23,09
300,00
443

5.06Z,91




pi-eciors NORNOH, Jo<é
egé ful Con .92/037
e TastitutcsTema: JHIDO "ROJECY

Fondas otorgadas por UNIDO

Nro. Fecha

47  22708/94 Fletes Kach
48 31/08/94 L.Millara
49 31/08/94
50 31/08/99
S1 18/09/94  Fletes Kach
52 30/09/94
03/10/94 L.Millara

54 24/19/7°4

L) ]
wn

07 719/9%

58 17710594 faura Bover

37 31/10594 L.Millara

B 14/11/94  3AlB

59 12712774 Fletes Kach

Refer=ncia

Rita Olivares

Yirginia Adagini

Rita Olivares

J.Mordoh/3.3dris

Maria H.3arric

No. GE/CLD/892/002

RUBRC MISCELLANEOUS
Descripcidn
Subtotal.......

Mice transport
Photographic work
Glassware sterilization
Technical assistance
flice transpart
Glassware sterilisation
Photographic uwork

Tax1i to Military Howpital -
transpor® af irradiated ca2lis

Taxi {atiendancc courze on
Gene Therapy?

Phctographic work
1974 Membership dues

Limgid nitrogen and gas tubas
transport

TATAL:

0,00

Sigla:

e Wl ta Y
5,00

-0
)

I0.C

[ D
-~y . S

$.7

ern A
P RERFR Y






