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average of  1.6 ( range l -16) cvcles of  ClvtP.  l l rere were I  complete remts-

s j on  (CR)anc l  7  pa r t i a i  l emrss i ons  (PR)  f o r  an  ove ra l l  r esponse  ra te  o l

2[o/o ancl  an over l l l  c l in ical  l renef i t  (CR+PR+stable d isease > Sweeks) of

689/n. ' l l lere were no major  toxic i t ies except l  grade -1 let rcopenias and I
gräcle - l  l 'a t igLre.  Signi f icatnt  ht i r  loss occurred onlv in 7o,ä.  Time to pro-

g ress ion  * , as  eva luab le  i n  - i 2  pa t i en t s  anc l  ave raged  1 .8  ( r ange  l - l b )

mont l rs.  T ime to progressir r t i  u 'as nrr t  evaLt t i lb le in 8 pat ients:  I  rvgle taken

ol t  therapv ear ly dr , re to toxic i tv  {hair  loss.  fat igue).  I  receiVe c l t r rent lv

CNIP  (one  PR .  one  s tab le  d i sease ) .  4  pa t i en r s  ( t  CR .  , l  PR)  r ema in  p ro -

gression l ree ()n i t ront i r tase in l r i [ r i tors { - ] )  or  iVtPA (  l )  ior  I  t .  l l .  l0  and -13

r.nt lnths.  The nrediarr  surv ival  t inte l iont  the onsel  of  n letast i r t ic  d isetrse is

l . l  i r r ng . c  l . l - [ { } )  ve r r s .  Conc lus i on :  L ] r a l  C i v lP  i s  l t n  e t f ec t t ve .  ve r v  l ' e l l

to lef i , l ter l  arr t l  c0st  e l ' f ic tet l t  resinren (apprQ\.  - i (1.-  L l /cvcle)  for  the t reat-

n r c l r [  ( ) l  f i r t i c l ] t s  I  i t h  r r t c t , l s t l t t i c  b re f l s t  ca l l ce r .

P932
An approach to standardize the detect ion c i rculat ing tumor

cel ls  compar ing di f ferent  methods for  analysis in per ipheral

b lood and bone martow

K. Pachmann, J. Clernent, K. Höffken, U. Pachmann

Jena ,  Bay reu th ,  D

We have conr l - rated di l ' terent  tnethods for  analysis of  c i rculat inq tumor '

cel ls  in b lo<ld and bone t r tarrow in t r rder to get  c loser to a standardized
procet lure to t imely mt ln i tor  the nurnbers of  c i rcul t r t ing t t tmour cel ls  ancl

thei l  responsc to ther i lpeut ic  reginten.  Tl rere are al reacly vast  d i f ferences
ir i  the preanalyt ic  t reatnrent  o[  the samples which maY lead to d i f ter ing re-

sul ts.  Ret l  l r lood cel l  lys is lv i rs conrpared to separat iot t  ovet  densi ty gradi-

ents.  reveal ing that .  unl ike breast  cancel  cel l  l ine cel ls ,  most  c i rculat ing ep-
i thel ia l  cel ls  l i r rnr  b least  cancer pat ients sedinrent  wi th t l re granulocytes

and the red blood cel ls  in f icol l  gratJ ients and are lost  f rom the t r tonont l -

c lear l ' ract ion.  Di l fe lent  rnagnet ic l - read enl ichntent  procet lures lvere also
compnrer l  and thc y ie ld in epi thel ia l  ant igen posi t ive cel ls  compared per

volume of  the in i t ia lsample.  Whereas lv l i l tenyi  beads y ie lded hig l t ly  pure

popu la t i ons  o f  ep i t he l i a l - an t i gen  pos i t i ve  ce l l s  r e ta i ned  i n  t he  co {un tns .

l rowever wi th t r  s inrul taneotrs h i -qh loss oI  posi t ive cel ls  into the washing

truf ler ' .  the pur i t icat ion was low wi th Labsol ' t  beads but  wi th a much l t igh-
er  y ie lc l .  

- f t rus 
depending on the problem to be solved beacls wi th h i -eher

potent ia l  in pur i f icat ion or  in y ie ld should be used. Analysis can be per-

fornrecl  e i ther by inrrnunocytochemistry or  by immunf luorescence. Intra-

cel lu lar  antrgens.  such as cytokerat in sta ined by indirect  methods wi l l  re-

sul t  in nruch rrore intense sta in ing than analysis o l  sur face ant igens uslng

direct  st r in ing.  There is .  however st i l l  no good correlat ion between the

resul ts I rom cl i l terent  invest igators even in exclrange analyses and i t  is  d i l '

I icu l t  to t l iscr inr inate between t tnspeci l ic  and speci f ic  sta in ing.  In adcl i t ion.
in f ixet l  cel ls  i t  is  not  possih le to d ist inguish between dead and l ive cel ls

lnrmunol ' luor inretry t t f  sut face ar t t igen sta in ing,  in contrast  has the advan-
tnge ol  urret lu ivocal ly  lecogniz ine l ive and using Laser Scanning Cytome-
try a lkrws lor  r luant i f i r :at ion r) [  cpi thel ia l -ant igerr  posi t ive cel ls  per volume

ancl  pel  rvhi te b lood cel ls in r rnenr iched and enr ic l red snrples.  Using thei

r rcthod [ r reast  cancer p i l t ients i t re now rout inely evi l luatet l  for  their  re-

s l ) r )nr , je to rd juvarr t  chenrothel i rpv.  
' fhLrs 

th is nret l tot i  a l lows t r r  del 'et  r r l ine

l hc ra ; r y  r es l l r l n se  r r { ' t un to t t t  c c l l s  i n  v i v r r  anc l  l r opc [u l l y  w i l l  enab le  i nd t -

v i d r ra l  t i r i k r r i r r g  o l ' che r t r o the rapy  i t r  cance r  Pa t i en t s  hc l ' o re  deve lopn ren t

{) l  nrct i ls l i lses.

Poster session: New drugs

P933
Phase I  s tudy wi th the dolastat in-10-analogue TZT-1O27

in pat ients wi th sol id tumors

P Schöffski, B. Thate, G. Betttel, O. Bolte, M. Hofntann, A. Ganser,

A.  Jenner.  P Chevefton,  M. Satomi

Hannove r ,  D i  Londo r r ,  UK ;  Tok io .  J

TZ'T-Io l7 is  a ser l isvnthet ic  dolastat in-10 analogt te der"rved i rom Dola-

he l l a  auncu la r j a  w t t l i  an t i neop las t i c  p rope r t i es  i n  va r i ous  p rec l i n r ca l  mod -

els.  The present studv evaluated the safetv.  tox ic in.  act iv i t l  and pharma-

cokinet i is  of  TZT-1027 s i ret t  as l  Ih- i r ' .  in fusion q- ] \ \ ' in  pts u ' i th sol i r l  tu-

rrors.  Pts had histo logical l l  lenf ied measurable disease.  were at  least  lE

yrs o ld.  had an ECOG PS <1.  and adequate bone marrorv.  l iver .  and renal

funct ion.  Dose l imi t ing toxic i tv  (DLT) rvas def ined for  l raematological

ancl  non-haematological  tox ic i t ies,  The NITD s 'as def ined ars <2/6 pts ex-

pel iencine DLT. C)ver [2 morLths.  3 l  fu l lv  e l ig ib le and evaluable pts (19

ma le .  I  f ena le ) r ve te  en ro l l ed  i n  t h i s  s i ng le  i ns t i t t r t i on  t r i a l  The  med ian

ase was - i6 vrs ( range 19-68) and the median no.  r , r f  previous legimens r l

( r ange  l - 12 ) .  Co lo rec ta l  {  I  l ) .  r ena l  ca .  ( 3 )  and  so l t  t i s sue  sa rcoma  ( J )  t u -

mors were the most common tumor t tpes.  Al l  pat ients had pret ' iousl i ' te-

ceived chemot l rerapv.  Dose levels of  TZT-LO27 ranqet l  f ronr t . - l -5--1 1)

mg/ml.  The mediau no.  of  cycles rvas 3 {range l - - l )  DLTs rvere c lhserved

in-- l  pts at  the - l . l l  nrs/nt :  r jose tevel ,  inc luding neulropenia.  fat igt re.  üncl  a

short- last inq.  revers ib le net t rotor ic  sJ 'ndrt ln le of  n landibtr lar  cr t lmps- paln

of  arms/ legs.  paresthesi i rs .  insomnia and agi tat ion Tl le most  conlnlon not l -

hema to log i ca l  t ox i c i t i e s  i n  cyc l e  t  r ve re  a l opec ia  ( 8  p t s ) .  cons t i pa t i on  ( ) ) .

appet i te loss (- l ) .  fat igue (-1) .  nausea (4) .  anorexi t t  ( - l ) .  at rdominal  pain ( - l ) .

pain of  r reck and nandibule ( l ) .  and taste i r r i tat ion (- l ) .  Hvpernatremla

iOt.  Cpf  increase ("1) ,  hvpochloremia ( '1) .  creat in ine increrse ( j  ) .  GOT el-

evat ion (2) .  and hvperbi l i rut r inenr i i r  (2)  rvere seen Henrat t l logic events

rvere nrain ly r leutropeniä (10) and leukopenia (7) .  The l rest  response (RE-

CIST cr i ter ia)  rvas stable r l isease in ? r 'enal  cel l  ca pts.  last ing for  2 and J

cycles.  Tl iere lvas no evidence of  ear ly nretabt l l ic  response on ser. ia l

TSFDG-PET scarrs i rccordins to EORTC cr i ter ia '  PK evaluat ion reve:r led

a t l /2 ofapprtrx inratelv 7 h ls and l inear k inet ics Tl te rect lntnrcncled t lose

ior  fur ther"  c l in ical  t r ia ls wi th 
' l "ZT- 

t027 is  2.7 rng/nr i  q lw.

P934
The new somatostat in analogue SOM230: A potent  inhib i tor

of the GH/|GF-1 axis

H.A. Schmid, C. Bruns, U. Brinet l. Lewis, G- Weckbecker

Base l ,  CH

Somir tostat in is  expressed in nrany t issues th loughout the body inclucl ing

the CNS, the gastro intest inal  (GI)  t ract  and the pancreas Somatostat in

exerts ef fects on target  cel ls  v ia act ivat lon of  5 SRIF receptors (sst I  to

sst-5)  and inhib i ts  et t 'ect ively growth hormone and insul in- l ike growth [ac-

tor- l  ( lGF- l )  re lease.  Nzrtural  somatostat ins (SRIF t4 or  28) b incl  wi th

high af f in i ty  to a l l  sst  receptois,  however their  use is  l in i i tec l  by the rapid

p ro teo t y t i c  deg rada t i on  i n  p l asma  ( t l / 3  3m in ) .  The  oc tapep t i de  Sando -

stat in (Slv lS 201-995) is  successful ly  used in 2/3 of  acromegir ly  pärt ients

and pat ients lv i th gastroenteropancreat ic  (CEP) tumors '  a l though tJesen-

si t izat ion of  the inhib i tory response occurs in GEP tumot pat ients a l ' tet '
prolonged t reatrnent .  SOIv{230 is  a new SRIF analog which binds wi th

nnnomolar a l f in i ty  to sst  [ -3 and sst-5.
ln short  term ( l  l r )  rat  exper inrents SON/t230 and Slv lS 20t-995 inhib i t

GH  re l easc  w i t h  s im i l a r  po tency :  l r oweve r "  t he  i nh i b i t o r y  e f f ec t  o f

Sotv l230 on GH le lease was 4- fo ld more potent  at  f r  h post  in ject iou th i ln

SMS 201-995. indicat ing i ts  inr : reased metabol ic  stabi l i ty .  In fact ,  PK stud-

ies in rats demonstrated a plasmtr  hal f - l i te of  Solv l2-30 ol '23 h.  as corn-
paret l  to 2 h lbr  Stv ls 20t-99-5.  The improved metaLrol ic  stabi l i ty  o l l

SOlv l230 ivas conf i rmed in monkeys i tnd hunrans.  Clont i r luous t reatment

of  lats wi th SOM23{)  at  l0 "g/kg/h.  c lecrcasecl  IGF- l  p lasnra levels on tJay

2 by t )11o7o whi le undel  SN/ lS ?01-995 t re i l tmcnt phsnra. ICF- l  levels de-

creaset l  only hy 49' )ä.  Af ter  a 2-week i r r fusion ot  sot l latostat in analogue i t r

fats the suppression of  CFI and ICF- l  levels by SOlvl23{)  was s l i l l  l r ro-
nouncecl .  whi le thc response to SfuIS 201-995 was largelv lost .  l - l t is  en-

hanced ef l 'ect  o l 'SOlv l23(J orr  ICF- l  p lasrna levels tvas conl i r t i le t l  in  an l l -

week  s tuc i y  r vhe re  ho th  ana logs  r ve re  i n l ' u seL l  a t  t hc  h i gh  dose  r r l ' 5 ( )
' 'g /kg/h rn rats.  The t l t r rked sul l ; r ressiotr  i l f  p lasnra lCiF- l  levels corre-

sponded  w i t h  po ten t  i nh i b i t i t l n  o t  body  we igh t  ga in  r . r f  r a t s .  I n  ac t r l e  s t t r d -

ies in Rhcsus ntonkey.  SOlvlz i0 ancl  Slv lS l { ) l -995 t reatnlent  resul ted in

GH i nh ih i t i on  a t  t h  r v r t h  ID50  va lues  r r l ' ( ) . 5  and  {14  ' g i kg  r espec t i ve l v .  b t r t

p l asma  IGF- l  l e ve l s  r ve te  on l y  l o r ve red  bv  SO lv l l 3 ( . )  a t  t h i s  ea r l v  t r n l e

po in t  ( - 5 - i ' 11 ,  r t  ZJh  p { ) s t  i n j ec t i on l .  I n  Cynomo lgus  t nonkevs  a  l - r veek  i n -

iusion ol  SON't2-30.  bt l t  to a t r t tc l t  lesser er tent  Siv lS l l ) l -99-S l t r lverecl

p l asma  GH l eve l s  s i en i f j can l l l ;  ( hom 16  3  t o  I  I  ng /m l )
in concl t rs ion.  SONl lS0 has a unique struct t l re.  b incls i r ln lost  universal lv  to

human  ss t  s  and  i nh ib i t s  po ten t lY  t he  GH/ lGF-1  ax i s  i n  va r i o t t s  spec ies '

SO iV I I - ]O  i s  cu r ren t l i ' be i ng  eva lua ted  i n  hea l t h r ' \ ' ! . l l un tee rs  and  nc ron te -

ea l i c  pa t i en t s .
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