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NEW CHANCES FOR A RENAISSANCE OF THE HSCT- SUPPORTt~ HIGH- 
DOSE CTqEMOTHERAPY BY THE ACIIVELY PREVENIED TOLFA~NCE- 
REINDUCTION AGAINST INEVITABLE RESIDUAL "IUMOR CFI I S IN THE 
CRITICAL EARLY PHASE OF THE TREATMENT-RELATED IMMUNO- 
INCOMPETENCE. 
Leskovar, P., Schmidmaier, 1L 
immtmol. Biochcrn. Res Lab., UroL Dept., School of Medicine, Univemity 0M ) Munich 

One of Ibe main reasons for ~ rather disillusive long- term n~salts of the high-dc~e 
~ t h c r a p y  ~/~pears to be lhe reirduction of the turnor-~ecific tolerance in lhe critical 
eadyphase of patient's treatment-vel,at~ g~o'alized i n - x n u n o ~ .  
We lherefo~e laX~pcr, e to brktge flais h i~ i sk  inleqghase by a:kling i m m ~ t  cells 
ei~er o f h ~  o" ofdonct odgin (or a 1:1 mixtt~ of both) inmaediately atter fie hi0~lose 
ctmnotherapy; in the case of donor immtax~ytes, Ibese must be pretrealed in vilm bya 
mulfistep lXO:xxttre, conferring on Ibese cells a gelxogranan~ed life,t~rt, refiaeax:e against 
earty hypoergy or a~gy md t b e ~  to exert a GvHD-free OvM effect (MIS-BM/SC 
effectors). Due to the highly beneficial effect of such ~ ~ effeao~ 
cells, we ~ to ~ this novel principle mu6nely even into the c o n ~  
atmlo,g3~ BMT ard PBSCT or PBPCT. Otr imtaxwed technology, lxtsed on lbe DNA- 
t:~manilxda~ M I S / M f f ~  allows a selective potentiation of Ibe ttanoricidal 
GvM(G~,T) effect wiflx~ut the adverse GvHD sideeffect This q~em new ways bo~h (a) in 
~ imta~vem~ of the conventional n:scue flaerapy by atmlogous aern cells m:l (b) in ~he 
inaxxtucfion of aUogmeic tmasplants in patients with solid l~aers, tn~tecl by high-dose 
~ I b e r a p y .  To ~ v e ~  ~ risk of re~iuO~ of cont~mimling t~r~r cells along with 
the autologx~ stern cell graft, we ~ lhe s,~ae cell d ~ h - ~  
pax:edure like in lhe case of donor-derived cells orlhe use ofa I : 1 ~ oflifeg~n- 
pnxlo.ennined allogeneic ~,d a u t o ~  matt~ T cells ~r PBMCs. 
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TUMOR THERAPY : A GRADUAL REPLACEMENT OF MYELOABLATIVE 
PREPARATIVE REGIMENS BY NON-ABLATIVE ONES REHEC~ THE 
REC'ENT TREND TOWARDS AN INDIRECI', IMMUNOREGULATORY 
INTERVENTION INS'lEAD OF THE DIRECT ATTACK ON THE TUMOR 
C ~ I . q  
SOME IMPORTANT CLINICAL IMPLICATIONS OF OUR F3GENSIVE 
ANIMAL EXPERIMENTS 
~ v ' ~ ,  P., Schmidmaier, tL 
~munol. Bi~:r.J~ma. Res Lab., Urol. Dept., School of Medicine, University 0"U) Mtmich 

The recent trend to replace myeloablalive !~econditioning by the nm-ablative one is 
a s~ha~  with a shitt from ~e direct ~ a k  on ttaner targets towed ff~e irditm, 
immunoregtdatory iraervenfion. This shift results in the reaclivalion of patient's own 
inmaune response which profits ofl:x~h, lhe preservation ofp~ent's immt~c~rrg~t~ 
cells and Ibeir ~ o n  (dchloddng) by donor's alk:specific T cell~ The latter effect is 
based on the GyM reaction, ke. the ttanoficidal effect of patient's am,~x-specific CIIs 
whose activity is res~ed atler tbe in vivo inacl~'c-,~n ofpalient's tumor-txolecling Ts (and 
qh2) by donor alloteaclive T cell~ Otn- detailed animal expairrm~ have led to lhe 
conclusion lha it is ofcrmfal kntxxlan~ ~at Ibis in vivo diminafion ofpteexiaing l~r~r- 
soecitic Ts (rod Th2) cells is radical, i.e occtming on lhe htrnoral plus celhala" level, the 
fc~ner by p ~  T- or T ~  specific Mabs ard lbe lal~ by ot~ novd MIS/M1T-effecto~s, 
axx:~ni~fng up to 11 (hyp~)activation stn~aaes on Ts (and Th2) ~ e.g. Ibe MHC 
class 2 c~maplex. 
A furU~ p~-~o~ ~ of o~ ~ v e  ~aimal ~p~r r~ ,  m~i~ng 
over 120 ~,,le Wotocols, is the setxt, ation ofT cell adzsets, inducingtbe t~ffachl Gvlvl 
effect from ~ ~ b l e  for the adverse GvHD side~ffect which allows for Ibe first 
time a seleOive GvM polerai~'on without a larallelly ~ GvHD fi~ In Ibis way, all 
GyM- based adoplive h n m ~ i e s  could be fieed oflbeir GvHD side- effect 
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Induction of an Effective Immune Response against Tumor-Cell-Spheroids 
lndueed by the Trifunctional Antibody BiUIII (anti-EpCAM X anti-CD3) 
A. Walz, B. Mack, B. Schmitt, B. Wollenberg, R. Zeidler 
Dept. of Otorhinolaryngology, Ludwig-Maximilians-University, Grosshadern, 
Marchioninistr. 15, Munich 81377. Germany 
Bispecific antibodies are an innovative strategy in cancer therapy. They 
recognize tumor antigens with one arm and effector cells with the other 
redirecting immune cells towards tumors. The trifunctional Ab BiUI]] 
has one arm binding to the Epithelial Cell Adhesion Molecule (EpCAM), 
the other recognizes CD3 on T cells. Because of an unique Fc-region, 
this Ab format simultaneously binds and activates Fc-receptor + cells. 
Thereby, the formation of a tri-cell-complex of tumor cell, T cell and Fc- 
receptor+ cell was postulated. To clear that point, Cell-cell-interactions 
were studied using immunocytochemically stained cytospins of single 
cell suspensions consisting of EpCAM+ tumor cells and effector cells 
(PBMCs). Moreover, tumor cell spheroids (TCS) were treated with 
PBMC and BiUm to investigate whether 3-dimensional structures can 
also be eliminated. Immunohistochemistry was performed using TCS- 
cryocuts. Viability of tumor cells was tested by FACS-analysis and in 
replating experiments. PBMC-activation was monitored by testing 
supernatants in a TNF-alpha bioassay. For the first time, we could show 
the formation of a tri-cell-comple× by immunostaining and provide 
evidence for phagocytosis as one BiUIII-mediated effect. Using the TCS 
model we investigated the immune cell infiltration and observed 
significant changes in the infiltrate following BiUUI-treatment resulting 
in an effective elimination of TCS. Since micrometastases are supposed 
to play an important role in tumor development this new Ab format may 
be a promising approach especially in minimal residual disease 


