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CYTOTOXIC DRUGS BOUND TO HUMAN IeG TO TREAT STAGE 
IV NEUROBLASTOMA (Nb).G. Melino, KA. Castello. 
D.M. Forrest, Z.B. Tabara, A. Clerico, K.B. Cooke. 
J.R. Hobbs, for the Ze Clinica Pediatrica, Universicd di p. 
Rome. Icalia. and the Chemical Patholow Department. 
Westminster Medical School, Londen, SWÏP ZAR. 

12 stage IV Nb patients were treated with Chlormabucil 
(ML) or daunorubicin (DNR) covalently bound to allogeneic 
polyclonal antibody (Ab), trying to increase the local 
concentration of the drug on the tumour cell. 3 stage 11 
and 111 patients with lymph node deposits and residual 
tumour after surgery were also included. Ab were raised in 
wel1 informed volunteer parents immunised with one million 
Nb cells irradiated with 12000 rads and sonicated vith the 
adjuvant Dimethyl Dioceadecyl Ammonium bromide et 1 mgfml. 
Immune IgG were purified from the plasma by the cold echenol 
fractionation method and coupled to CHL or DNR using l- 
ethyl-3(31-dimethylaminopropyl) carbodiimide es condensing 
agent. The preparations which passed pyrogen, sterility, 
anti-HLA Ab, auto Ab tests were used clinically et 0.6 mg 
CHL and 2 mg DNR/Kg body weight. This clinical drug 
targeting has shown to be effective in producing measurable 
responses in 10 Out of 12 patients with observed reduction 
of metastases in bones and lungs, and in 1 patient with 
resolution of bilateral chylothorax. 4 patients ere stil1 
alive, 2 over 18/12 from starting treatment appear to be 
free of disease. The treatment appears to be safe, with 
minima.1 discomfort and few side effects. The need of human 
Ab for long term management and the preferente for poly- 
clonal Ab wil1 be emphasised. 
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MONOCLONAL ANTIEODY CRAP.ACl.ERIZATION OF SURFACE ANTIGRNS IN 
CRILDHOOD T-CRLL HALIGNANCIES. M.Roper, U.Crist R.MetzRar, & 
Ragab, S.Smith, K.StarlinK, J.Pullen, B.Leventh;l. A.Bartoluc- 
cl, !4.Cooper, for the Pediatrie Oncology Group (POG). The Uni- 
versity of Alabema in Birmingham, Alabama, USA. 

Tumor cells from 42 children vith T-cel1 ecute lymphocytic 
leukemie (ALL) and 14 with non-Hodgkin lymphoma (NHL) were 
analyred with monoclanal antibodies to determine whether the 
malignant cells from patients with these disorders ere biolog- 
ically distinguishable. T-ALL wee defined es ~40% E-rosette 
folming cells andlor ,70X pT entigen positivity. Tumor cells 
from marron, bloed or biopsy sites were studied with DKT9,10, 
6,4,8,3 and LEU-1.2.3. We found that 16/42 (38%) T-ALL pe- 
tients demonstrated surface antigens consistent with the ear- 
liest stage of T-cel1 development (Tb-/T4-/T8-/T3-). Fourteen 
of 42 (33%) were mid-stage (T6+, andlor simultaneOuS expree- 
sion of T4 end T8); 12/42 (28%) expressed antigens .found 0” 
mature T-cells (TH, variable expression of other entigens). 
Among the 14 T-NHL patients, 7 demonstrated mid-stage and 7 
late-stage T-cel1 types; none were identified as the early 
thymocyte phenotype. Of the 23 patients additíonally studied 
wi;h L&l-1, 21 were positive. This antibody appears to identi- 
fv en antinen found in the maioritv of patients with T-cel1 
di&ase. Cïinical features (&e, s&, white cel1 count, media- 
stinal mass) in this patient population did nat distinguish 
the three T-ALL subgroups. These data demonstrate that consi- 
derable inmunologic heterogeneity exists in both T-ALL and 
T-NHL, and that both T-ALL end T-NHL primarily lnvolve T-ceìls 
of mid- to late maturational stages. The finding of the early 
thymocyte phenotype exclusively in our T-ALL patients suggests 
that this particular cel1 type preferentially spreads to mar- 
ra, and bloed early in the evolution of thC disease. 

8. 
OCCURRENCE OF T-CLL IN CHILDHOOD:V Vecchi -5.Pileri -L.Serra, i. 
~A.Pession,~P.Rosito,~A.Vitelli,~G.Paolucci~~cci,for 
wof wogogy/0ny;t)epa of Pediatrics and 
Department of PathologyIUniversity of Bologna.Italy.Supported 
by CNR,PFCCN n.80.01605.96 115.12574,Rome. 

The occurrence of T-CLL in a seven year-old boy represents an 
interesting and original observation,as T-CLL has never been 
observed in patients younger than 20 years.At the onset of the 
disease,diffuSe eruptive macular-papular lesions,massive Sple- 
"oaiegaly,liver and cervical lymph nodes enlargement were pre- 
sent,but no mediastinal mass and CNS involvement.The bone mar- 
row was only partially infiltrated(30%).WBC count was 10x105/ 
mmc.Atypical smal1 lymphocytes had the saaie cytomorphological 
features in blood(60%),bone marrow and skin,i.e. a thin rim of 

cytoplasm and nuclei with smal1 protuberances and clefts,which 
did not penetrate more than halfway into the diameter of the 
nucleus,without visible nucleoli.Few corse granules acid pho- 
sphatase activity was seen as a paranuclear,small roundish spot 
As defined by sheep-E rosettes,heteroantisera and monoclonal 
antibodies,the smal1 lymphocytes both in blood and bone marrow 
corresponded to a mature T-cel1 phenotypeIEg:HuTLA:DKT3',Tdt; 
OKIa-l-,SmIg;c-ALLA-).The ratio of OKTE+to OKT4+ cells was 4:1, 
but circulating OKT8+cells were only 36% of nucleated cells, 
suggesting that this phenotype was prevalent but not represen- 
tative of the whole atipical population.Small collections of 
atypical lymphocytes occurring at thegrenz zone and within the 
epidermis were also observed.The modified LSA2-L2 protocol was 
employed,but the boy died for cardiopulmonary arrest during 
the induction phase.At autopsy,foci of infiltration could be 
recognized in the bone marrow,liver,spleen and lymph nodes 
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PANELS OF MONOCLONAL ANTIBODIES USED IN THE IMMUNOHISTOL+XI- 
CAL DIAGNOSIS OF ERAIN TUNHOURS. J.R. Garson, H.B. Coekham, 
E.I. Harper, Betty Brownell, J.T. Kemshead, for tha Srain 
Tumour Research Laboratory, Dept. of Neuropatholoqy, 
Frenchay Hospital, Bristol, V.K. 

Classification of tumoure arisinq in the nervoue system 
cen prove to be difficult and extremely time consuming using 
conventional hístological and cytological techniques. We 
have investígated whether panels of monoclonal antíbodies 
could eet es diagnostic aids in neuropathology. Mo”OClCXIal 
antibodies UJl>A and A285 (neuro-glíal markers) , LE61 (anti- 
cytokeratinl , RT97 (anti-neurofilament), Dl9 (anti-glial 
fibrillary acidic protein) and a group of reagents reactive 
with different haemopoietic cells have been applied to frazen 
sections of over 100 different cerebral tumoure (malignant 
end benign intracranial and spinel neural tumours as wel1 as 
secondary deposits of carcinomas and lymphomas). Binding of 
monoclonal antibodies to normal and malignant tissue was 
assessed by indirect immunofluorescence. Gliomas, neuro- 
blastomas. ependymomas. choroid plexus papillomas, medullo- 
blastomas end meningiomas have been show tO bind only a 
proportion of the total antibodies used in the screens, indí- 
cating that each tumour can be recognised by a characteristic 
antiqen profile. Similarly poorly differentiated metastatic 
carcinomas and cerebral lymphomas can be distinguished Erom 
neural tumoure by their differential binding to specific 
groups of nwnoclonal antibodies. mis type of immunohisto- 
logica1 analysis of intracranial end intraspinal tumours bas 
thus enabled diagnosis of malignant cel1 types t0 be made in 
situations where conventional techniques have proved unSatiS- 
factory - examples of this wil1 be presented. 
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IIONOCLONAL AtQIBoDIcs EI&’ Ilì TEE D nlxRxwrIAL DIAoNwIS OF 
‘wAI& RolMI CELL” cEIIDx0oD TuwoRs. J. Pritclurd, J.. 

The exact diagwaia of rul1 mud oo11 turnu?* of ohildbood 
mtill ofton pruont problm to th. hímtopmtbologimt. UV 
hn ??pplied . pan.1 of 26 wnocloeel mtibodie~ to ruio\u 
pwUat.ric priw and HCO&~J tUou?#. u.kí~ wttW= of 
antmn ??preuion co~ioteat ??nou@~ to k of dlmtio m.. 
Th. antibodiu wozv miwd br iuniz.in&! Balb/C mic. rith 
(ij hun na& tW0, (ii) hum lymphoid tiom.. (iii) 
hum rbabdoidtirue, (ir) rnlrlh~ neumblutor md 
lyqboid col1 1in.a and (v) chick wtiM1 tiaaI*. TUWUN 
WJIW tutod eitbor in frozan Bwtioa (wlid mmmplos) or u ??

oin& col1 mumponmion (bwrily iafi1trat.d -1101 mamplu) 
umins indixvct imwofloolrnnc.. Distinct pattWM of 
ructirity haw ??nr@d: lmhoid tumow aad nourobkator 
un confidoatly be di6tinyimh.d by antibody 'profilu'; 
Ering'm and rbabdompmreom ??l90 show dimtincti8w aUtien 
profilw thougb fw spocirru hare b..n mtudiod to dat.. 
Eetmo~neitj of aatiyn ??pnuion botwom indivitil 
tuaaurm of the u hiatoloriul ty'oo under1ia.m tb nnd for 
thow of pan.laof monocló~lr&&t~. In 2 i~ta~0.a. 
mch child pmnntiad rith diffun bom u11oy tmr infil- 
tration. antibodY ??tudiem wra rmponmible foor tha comction 
of hulty initiml dimmaie band on cytolo&al md hinto- 
chmicml criteria alom. 

wo conclude tbat pM.t of a>nocloMl roagalta ham important 
potontial for th. differentie1 dia@weie of ml1 roand cel1 
tuaoun of childbood. 


