
Abstracts 

ll. 

PRODUCTION AND CHARACTERIZATION OF ANTIBODIES TO SURFACE ANTI- 
GENS OF HUHAN NEUROBLASTOMAS. S.Schöma”n, _Iro, K.Blaser, 
A.Morell snd H.Këser. Institute of Clinical end Experimental 
Cancer Researmersity of Berne,Switserland 
Neuroblastomas are the m>st frequent solid tumors in children. 
In contrast to other csncers. spontaneous regression ca” be 
observed in some csses. vhile onlv little proplress in the the - 
rapy of this tumor was made up to “ow. In order to chsrsctsr- 
ise the molecular structures displayed by the surface ofneuro- 
blsstoms cel1 membranes, we produced monoclonal (Msbs) and 
polyclonal (Pebs) antibodies vhich react with neuroblastoma 
surface membranes. A number of Nsbs against the human “euro- 
blastoms line IMR-32 was obtained. The specificity of these 
antibodies we8 tested by s solid-phase ELISA using Cells of 
other neuroblastoms lines, o f several solid tumors andvarious 
cells of different origin. In addition, the reactivity of Mabs 
end Pabs directed towards different membrane preparations of 
IMR-32 end SK-N-SH neuroblastoma cells was studied. For this 
purpose, cells were mechanically broken. After removal of the 
cellular contaminants by centrifugation at low speed and the 
nucleic acids by ensymstic digestion with DNase, five frac- 
tions were obtained by centrifugation at 70,000 x g in a su- 
crose-density gradient. Again, the reactivity of sntibodies 
we8 estimsted in a solid-phase ELISA. Furthermore, the mem- 
brane fractions were subjected to electrophoresis in SDS-poly- 
acrylsmide gel. After electrophoretic transfer of separated 
glycoproteins end glycolipids onto s nitro-cellulose plate, 
the membrene components were incubated first with antibody 
end then with 125 1 labeled staphylococcal protein A. The re- 
scti0” was visualized by sutoradiography. Further chsracteriss- 
tio” of the avsilable antibodies and attempts to isolate the 
relevant glycoproteins snd glycolipids by immunoadsorptio” 
ere ““der progress. 

12. 

SELECTIVE LOCALISATION OF RADIOLABLLLED MONOCLONAL ANTIBODIES 
TO ““UMAN NEUROELRSTOMA XENOGRRmS IN A NUDE MCUSE MODEL. 
A. Goldman, J. Pritchard and J.T. Kemshead, for the ICRF 
Oncology Lshcxatory, The Institute of Child Health, Guilford 
Street, Londo” WClN ,EH. 

To determine whether monoclonal antibodies coupled to 
radioisotopes could be employed for the identification of 
metastatic disease and occult primary tumours in patients 
wìth neuroblastoma s mouse model system has been investigated. 
The TR14 cel1 line, characterised ss a human “euroblastoma, 
hais been estsblished as a renograft subcutaneously in nu& 
míce. Following immunisation of mice with either human 
foetal brain or purified neural antigen a panel of monoclonal 
dntibodies with specificity to neuroectodermal tissue has been 
produced (UJ13A. 223.8. anti-human Thv-1). These antibodies 
have been labelled with ‘2SIodine by i modified chloramine T 
technique and ínjected intravenously into mice hearing TR14 
tumours. The distribution of the antibody in vivo, assessed 
by measuríng the Leve1 of radioactivity in the tumour and a 
range of mouse orqans, shows selective uptake by the tumour. 
Autoradioqraphy of the tumours snd mouse tiss& confirms the 
Localisation of 12510dí”e lsbelled antibodies to the membranes 
of the tumour cells. Mice with radiolabelled tumours are be- 
ing scanned using a gamma camera to determine the size of 
tuuaur that ca” be delineated by this technique. In view of 
the heterogeneity of the surface antigens on neuroblastoma 
tumours a panel of monoclonal antibodies may be needed in the 
clinical situation. l’he use of s panel of sntibodies compared 
ulth individual monoclonals for Localisation is currently be- 
fng investiqated using the mouse model. When the optimal 
conditions for Localisation have been determined in the mouse 
model we plan to extend the technique to pstients. 

13. 

DIAGNOSTIC NiD THERAPEUTIC APPlICATIONS OF A NONOCLONAL ANTI- 
BODV AGAINST HAAN OSTEOGENIC SARCWlA. R.U. Baldwin, M.J. 
E&leton, G.R. Flanne 
Cancersearc lïY!-? 

J.M. Pelham, M.V. Pinaa, R.A. Robins 
anpa gn Iaboratories.Unlvenity of 

Nottingham, Nottingham. U.K. 

A nrrrine monoclonal antibody (7917/36) reacting uith anti- 
gens expressed upon hunan osteogenic sarcoma cells was eval- 
uated for the detection of hunan tuaour xenografts in iavauno- 
deprivcd mice. 1311-labelled antibody was shonn to localize 
prefemntially in tumurs. Also tumours could be detected by 
whole body gw scintigrapg 
used in conjunction with 1 3 

when s3*I-labelled antibody was 
In 

image enhancenent. 
indium chloride for bloed pool 

The monoclonal antibody has also been 
evaluated for taqetting anti-tmour agants. Vindesine con- 

jugates have been prepared and these show selective toxicity 
in vitm for osteogenic sarcoma cells. This selective toxi- 
city is dependent upen conjugates binding to tumour cel1 
surface antigens. Honoclonal antibody has also been conju- 
gated to hunan lymphoblastoid interferon to provide a reagent 
for targetting interferon to the tumour cel1 surface. These 
conjugates retain anti-tuimur antibody activity determined in 
a nuaber of ways including complement dependent lysis of 
tumour cells and binding to iasaobilized tunour cells. Inter- 
femn activity assayed by the augmantation of NK cel1 activity 
in peripheral blood lymphocytes was also retained. These 
studies establish the validitv of usina anti-tucour monoclonal 
antibodies for targetting antj-tunour ägents such as inter- 
feron 

14. 

COMPARISON OF TH0 PREPARATIVE REGIMENS FOR BONE MARRON 
TRANSPLANTATION (BHT) 1N THE TREATMENT OF CIiILoREN ANU YOUNG 
AUULTS WITH ACUTE LYMPHOBLASTIC LEUKEHIA (ALL). Mark Nesbit, 
Hilliam Woods, John Kersey, William Krivit, Tae Kim, Philip 

for the University of Minnesota BMT 
~Yzr$r$455. 

Twenty-seven patients (pts.) with ALL in remission have 
been transplanted using a HLA matched sibling at the Univer- 
sity of Minnesota since August 1978. Twenty-two pts. were in 
their second marron remission and flve pts. were in their 
third or greater remission. Fifteen pts. were prepared with 
cyclophosphamide 60 mglkglday x 2 followed by total body 
irradiation (TBI) (750 rads at 26 rad/min) from August 1978 
to January 1981 (Regimen 1) and twelve pts. from January 1981 
to present (Regimen 2) were prepared with Cytosine Arabino- 
side (ARA-C) 300 mg/m2/day IV and VM-26 165 mg/m2/IV on days 
-12, -9, and -6 plus cyclophosphamide and TB1 as in Regimen 
1. Pts. in both regimens were comparable as to age, sex, 
prior marrow remissions and prior centra1 nerveus system dis- 
ease. Following transplantation, three methods were used for 
orevention of araft-versus-host disease (GVHO): 1) Methotrex- 
ite (MTX), 2) NTX plus prednisone plus antithymocyte glohulin 
or 3) OKT3 treatment of marrow plus MTX. Life table estim- 
ates 1 year following BMT is as fellows: 

REGlMEN 1 REGIMEN 2 P-VALUE 
Bone Marron Remission 6M 70% - 0.69 
Oisease-Free Survival 47% 58% 0.75 
Survival 47% 56% ó:e7 
In Reglmen 1, eight patients have died (relapse 4. infection 
4) and in Regimen 2 five pts. have died (relapse 2, GW0 1, 
infection 2). Thus the addition of ARA-C and VN-26 to cyclo- 
phosphamide and TB1 as a preparative regimen for BMT of ALL 
does not appear to improve significantly to the pts.' out- 
come or relapse rate. 

15. 

ALLOGENEIC BONE MAP.ROW TRANSPLANTATION FOR ACUTE NON-LYMPHO- 
BLASTIC LEUKRHIA IN PEDIATRIC PATIENTS. D.KIRKPATRICK, 
R.DINSMORE, N.KAPOOR, B.SliANK, R.J.O’REILLY, ard the MSKCC --- 
MARROW TRANSPLANT TEAM. Memorial Sloan-Xetterine Cancer 
Center,New York, N.Y.,lOOZl. U.S.A. 

34 patients (pts) between 14 and 17years of age were 
transplanted for acute non-lymphoblastic leukemia (ANLL) 
utílieing a pre-transplant conditioning regime” of cyclo- 
phosphsmide L2Omglkg and either 1000 rads single dose or 
1320 rads hyperfractionated total body irradiation (TBI) 
given in 11 doses of 120 rads withln 4 days. 21 pis (619) 
are surviving without any evidente of disease fr& 3 to 36 
months post-transplant when evaluated vithout regards to 
remission status at the time of bone msrrow transolant (BMTI. 
If this gro”p is dlvided according to remission s;atus,;he 
survival 0: 1st remissie” ANLI. pts is 77% (14 o”t of 18). 
pts were f?om 3 to 36 months post-BNT, media” fellow-up was 
19 months.There were 4 deaths in the 1st remíssion pts;3 due 
to pulmonary complications,and 1 due to leukemie relapse. 
Relapse occurred In a pt with a biphenotypic leukenia, vith 
blasts of the lymphoid phenotype present at relapse. In 
these pts trsnsplanted for ANLL in 2nd remission; 6 o,,t of 8 
pts (75%) are surviving from 3 to 27 months post-Bm, media” 
follow-up 12 mo”ths.There were 2 pulmonary deaths in 2nd re- 
mlssio”.There were 8 pts transplanted either in relapse or 
a tertisry remission,o”l~ 1 ot is alive (12%) at 30 manths 
poat-W. There were 7 dëath- ín this gro;p(&). snd al1 
were the consequences of lcukemic relapse. Considering rhe 
poor results. transplant in relapse or third remissie” is 
not recormsended for children vith ANLL.2nd remissíon ANLL 
pts sre.et present dolng ss wel1 ss 1st remission cases; 
however,the number of.pts in this group is smell. The 
excelle”t survíVa1 In 2nd remíssion cas,ea may reflect the 
low toxicity of the 1320 rads hyperfractionated protocol. 


