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Liv 10 
IMMEDIATE RESPONSE DETERMINATION IN VITRO FOL- 
LOWING DRUG EXPOSITION IN VIVO BY REGIONAL CHE- 
MOIHERAPY (RC). K . H . L i n k ,  K . R . A i g n e r .  

The immedia te  response (R) o f  tumors t o  a s i n g l e  
a p p l i c a t i o n  o f  v a r i o u s  forms o f  RC was measured 
by comparing the growth o f  tumor b i o p s i e s  in s o f t  
agar ( s . c . )  i m m e d i a t e l y  b e f o r e  and a f t e r  i n t r a -  
o p e r a t i v e  RC. In  a d d i t i o n ,  the  'Human Tumor Co lo -  
n y - f o r m i n g  Assay'  (HTCA) was per fo rmed w i t h  the  
1st  ( u n t r e a t e d )  b iopsy  to  p r e d i c t  the  growth de- 
lay  o f  the  2nd b iopsy  a f t e r  in  v i vo  drug exposu-  
re .  I f  p o s s i b l e ,  the  HTCA r e s u l t s  were c o r r e l a t e d  
to  the  c l i n i c a l  R o f  RC, as w e l l .  
19 pts  (13 e o l o r e c t a l  l i v e r  me tas tases  (LM), 2 
c a r c i n o i d  LM, 3 melanoma me tas tases ,  1 adeno-ca .  
LM) r e c e i v e d  a s i n g l e  shot  o f  h igh dose RC by e i -  
t h e r  i n t r a a r t e r i a l  i n f u s i o n ,  i s o l a t e d  l i v e r  pe r -  
f u s i o n ,  chemoembo l i za t i on ,  or  i n t r a p e r i t o n e a l  i n -  
s t i l l a t i o n .  The pa i r ed  i s t  end 2nd b i o p s i e s  had 
to  be comparable p a t h o l o g i c a l l y  and the  c e l l  sus- 
pens ions  were a d j u s t e d  to  v i a b i l i t y  by t r y p a n  
b lue e x c l u s i o n .  
In  16/19 pts  the  growth de lay  o f  the  i n t r a o p e r a -  
t i v e l y  t r e a t e d  b iopsy  exceeded 50% growth i n h i b i -  
t i o n  in s . c . ,  compared to  the  1s t  b i opsy .  This  R 
was p r e d i c t e d  c o r r e c t l y  in  the  HTCA w i t h  the  1st  
b iopsy  in  17/19 (89%) eases and c o r r e l a t e d  c o r -  
r e c t l y  to the  clinical R i n  13/14 (93%) cases. 
Predictive accuracy of the HTCA for clinical R 
was high, as well. 
Our results indicate that tumors respond to sin- 
gle high dose RC - shots. In addition, the HTCA 
seems to be biologically relevant in RC, as drug 
treatment in vitro induces similar s.c. growth 
delay as drug exposition in vivo. 

Z.f. Chirurgie der JLU, Klinikstr.29, 6300 Giessen 

Suppor ted by OFG-grants L i  316 /3-1  and 316 /3 -2 .  

Liv 12 
CEA AS AN INDICATOR FOR THE EFFICACY OF REGIONAL CHEMO- 
THERAPY FOR LIVER METASTASES OF COLORECTAL CANCER 
A.Quentmeier,P.Hehenberger,H.Feil and P.Schlag 

The course of disease of 29 patients undergoing longterm 
eontinous intrahepatic chemotherapy with 5-FU or FUDR was 
observed by serial CEA measurements (RIA/Abbott).The 
arithmetical mean (CEA-x) of the CEA values before the 
onset and during the first three courses of chemotherapy 
(reference time) was taken as the individual basis to ana- 
lyze the CEA follow-up curve of each patient. Related to 
this individual score (CEA-x) the CEA curves of all 29 
patients could be divided in three groups. In group 1 the 
CEA-values after the reference time did never fall below 
CEA-x. The CEA values of group 2 decreased for less than 
three months and of group 3 for more than three months 
below CEA-x.The results listed in the table below demon- 
strate a strong correlation between the course of CEA and 
the survival time of the patients. 

n survival mean survival no.pat.alive 
time time 

Group 1 7 4-18 mR. 7.9 mR. 0 

Group 2 io 5-15 mR. 1o.8 me. 4 

Group 3 12 9-24 mR. 15.2 mR. 8 

In some patients we found a continous decrease or rise of 
the CEA curves to be a sign of a successful or failing the- 
rapy respectively. In contrast, most of our patients ex- 
hibited a nonlinear behaviour of the CEA curves. In these 
cases the interpretation of the actual CEA value was only 
possible by using the individual reference score CEA-c.A 
longterm course of CEA below CEA-x is associated with a 
more favourable prognosis and an effectiv therapy. 

Chirurgieche Univereit~tsklinik, Im Neuenheimer Feld iio 
D 69oo Heidelberg 

Liv 11 
INTRAARTERIAL INFUSION OF MONOCLONAL ANTIBODIES (ANTI-CEA) 
IN PATIENTS WITH LIVER METASTASES OF COLORECTAL CARCINO- 
MAS 
K.H. Muhrer, K. Dosslet, K.R. Mgner, R. Holzheimer, 
S. Grebe 

The conjugation of cytotoxic drugs to monoclonal ant i -  
bodies (MAB) Dromisses new ooss ib i l i t i es  in select ive 
tumor therapy. In th is  study we tested 12 pat ients with 
l i ve r  metastases of colorectal  carcinomas by i n t r aa r t e r i a l  
infusion of radiolabeIIed monoclonal antibodies. 
The patients previously had received a surgical ly  placed 
hepatic artery catheter fo r  regional chemotheraDy. The 
monoclona] antibody (Tu MAK 431/31) spec i f i ca l l y  binds 
to an epitope of the carcinoembryonic-antigen (CEA). lle 
chose i n t r aa r t e r i a l  antibody in ject ion as metastases are 
suoplied a r t e r i a l l y  allowing optimal MAB-targeting. 
For scanning the antibodies were labelled with 131 J. 
During the 60-minutes infusion we monitored and documen- 
ted the antibody d is t r ibu t ion  in the l i ve r  by sc in t i -  
nramhy. One, two and three days a f te r  infusion the 
oat ients !lad contro~ scans. 
!_ocaiisation and extent of the l i ve r  metastases were 
documented by CT-scan or 99 Tc- l iver  scint igraphy. During 
antibody infusion in 8 out of the 12 patients there was 
an immediate MAB-enrichment at the sites of l i ve r  metasta- 
ses. These MAB-radiolabeiled areas corresponded to "cold" 
areas of previously performed 99 Tc- l iver  scintigrams. 
In the control scintidrams the i n i t i a l  a c t i v i t y  concen- 
t ra t ion  in the tumor areas was diminished as background 
ac t i v i t y  had increased. In 2 patients there was no dis- 
t i n c t  imaging of metastases, 2 Datients fa i l ed .  
The high incidence of oosi t ive tumor imaging indicates 
redid binding of monoc]onal antibodies to tumor lesions 
already during i n t raa r t~ r i a l  infusion. 

Priv.Doz. Dr. med. K.H. Muhrer, Division of General and 
Thoracic Surgery, Center of Surgery, K l i n i ks t r .  29 
D - 6300 GieBen 

Liv 13 
~ Y  CF N~TASTASIZ~ OOLO-~TAL CA~v~S WITH FOLINIC 
ACID AND 5-PUPIL: P/~ULTS WITH SYST~C AND Ihrll~A ARiI~gIAL 

T.M. [A[fler, T. U. Haussmen 

In a pilot-study the efficacy of the combination folinic acid and 
5-fluorouracil in the treatment of metastasized colo-rectal 
carcinomas was investigated. (Cancer Treatment Reports 66:1803, 
ANfR Abstr. 432, 1982) 
If there was only liver metastasis an arterial catheter (Implantofix, R 
Braun-Mefsungen) with subcntareous injection port was ~planted. 
Method: Systemic therapy-: Day I, 3, 5, 8, 15 folinic acid 100 mg/m 2 
as short time infusion over 18 mJn, then 5-fu 500 mg/m 2 as i.v.- 
injection. Arterial therapy: Day I, 3, S, 8, 15 folinic acid 100 mg/m 2 
as i.a.-infusian over 15 min. ]herapy ~s repeated on day 28. 
Results: Evaluable are 38 patients, II with i.a.-therapy and 27 with 
systemic chemotherapy. 
Intra-arterial therapy: CR 1/11, FR 8/I], NC: 2/11. 
Median duration of remission for CR + PR at present tim: 10,3 months. 
Systemic therapy: CR O, PR 13/27, NC: 10/27, PD: 4/27. 
Median duration of remission for PR at present time: 8,4 months. 
I.a. + i.v.tberapy: (R + PR 22/38 = 85 % r(mission rate. 
Toxicity: LeN<apenia (1500-3000) : i.a.-therapy: 3/11, i.v.-therapy 
6/27. Diarrhoe: i.a.-timrapy: 3/11, i.v.-therapy ]4/27. 
Conclusions: Oar results s~aw a very good remission for hepatic 
metastases with this ccmbs At present tim there is no 
difference in efficacy with systemic or arterial cha~therapy. 
Toxicity with i.a.-therapy is m/nimal and with i.v.-therapy tolerable~ 
]he o b ~  remission rates show an improvement in the treatment 
of ~ized colo-rectal csrcgDmss. 

Stlilti~_he Kliniken DTr~mmd, Matiznische Klinik, 
~KM~Jsstr. 40, 46C0 Dar~med I. 


