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EFFECTS OF R~t lNO{D$ IN I I U M , ~  FR O~'T'¢,T E CANCF, R C'I~LL. LINE.N: 
I NDUCTi4~'g OF APOleI'OSL% AND |NIIIIMTION OF Cg L k  MOT|LITY 

Uw, Tan~r. ~ L¢Im~r. Ulrich ~ -~¢r.~ w~m.;+~, bd~'mma~ ~ JO,~m I ~  

Dqm-tmm of U ~ q D  and " l n m a e  for Med/etl Sutl~c~ a ~  fZpldem~lelO,. 
T+uhakal Uni~rs/ly MUnich. KIm~ lm  ~'el=$ Ck~t ll~. M ~ / r ~  

INTlltODUClnON , ~ lD  O IUECTF~ .~  Reti*tOklS an~ mtttnl or ~j~ditesi~ detivm~ of  vilam~n A. 

are Imowa i n h ~ o ¢ l  of  ~/eimllcm~tis m ep~l/mlml ~ m .  We i l t~li l~tlal  IIW ¢ f f ~  of  din Im~ml 
t'elmlKxJ 13.."~ l~Irtoig ag t,i (IkgA) l i d  Ilk: syr~l~ti¢ relmold 4~hydm x ~ . n y l ~ i m m i d e  (4.FIPR) Ot~ cgl| 
mol+i~ and/nduellml o f a l ~  in II~ Wr, m~tc c n m ~  calll Jw,~ LNCup. DUI4$ ~ PC$. 

MUr l lODS:  Cell mo~illty WL,+ evlltmlc([ ifl 4g-+ell micro-chmmoox;" chlmb~'3 whh polyclrboo~d¢ 

memb~rm~ (po+¢ ~ I pM+ coiled wills cotl+~m HI. Cells were Inculs~ed 6 days. ~ witk t~¢RL~ (+1"75 IIM) 
O¢ 4"111~ (0.001-201~4}. A£m~xosis ' ~  ~ ahcr ,ncul~hon of  celts +crib rct moicb by PI-4m~iql snd 
D N ~ . ~ c y  ss w~l ss by IJm Am~c~ln-V .~l t ,  ocl. 

R/~UL ' I~ :  A p o l ~ i ~  w ~  i~Ub"~ by both rc t ino~ m all 3 Cell I ~  In • dO~. lad t i m ¢ . ~ d ~ g  

ammer y~c ld~ m mmtd~m of cell gm+',h up In 93%. Maximum aPo lm~ wa~ ac~h'~l  ia I.NCap a1~- 

1445. ill DUI45 and PC3 after 120 h feS4a~tiveJy. Im LNCIP, hill~:t v:tlu¢$ foe maxm~m~ ipoplo~iS 

(It6~8%) ~ det~cte4 ~has in DUI45 {S1+_5%) or PC] (.~'/~-~1, Regsrdinll celt r,a~ilily. ;~ LNCaP no 

molili~' was 0bSer~ed while DUI4$ and PC3 showed aa a~tl,c nmtillty. Mot;l/ty of these I+~o lln~l ~ 

inbjbked ia a ~ ~ by. beth miao/ds: 

~ . , . . . .  : ca r , ,  ,c~ ~a~ , a ~ o , ~  

I~RA DUI4~ 18 JO 

PC3 ~ 75 

a.-HPg DO t 45 02 3 

PC3 0.1 $ 

Com~m~/ Witb |~RA ,~,-.,;+~+,;tllt~ltl O[ 4-HPg y~qdlng half ma.ximum (IC.f~) ~ com~lt~ (ICl00) 

mt.~o~;~ o1"~1 mo~i~i~ v ~  m ~ i £ ~ l ~  Iom~r. 

CO~C'LUSIONS: Om~d~l ~ ; r  ef fm on iah~i6on of ~"tl proli~'16o~, rc'tmoie~q ~how~d subsl~mlial 

cff~-~ on ~'~w,.lion of apopto~i~ a~ll mhi'btloe oJ" ggll rnOld~ty in Ixu~,m¢ ~ cell l i ~  4-4-II~g $cmrm tO 

b~ ~ r ¢  efl'eetlv~ lblfl ;]cRA. DUC IO ~c  more flvottr'.tMc tox;c;lv p~Glc of d+~+lP~ lhl:+ +IMlmrgslitqg 

r . ~ t ~  t md rely k l~4cd ia cllni~al trials t'~l|w:r ~aloe~ or in ¢omb/~al/on tb¢llpy al~Ot~hes. 

Analysis of proapoptoll¢ tumor suppressor function of BARDI (BRCA1 
A~oclated RING domain protein) in rat ovarian cancer model 

Fcki, Franck L~dicke, ~¢ffc~d Charl¢~ Edv~s, ~'um Li, Karl-Heinz Krau~ Attila 
Maj~, traWae ~ - e i a ~ r .  Desammat ~ OomU~ aria Oya~c~ ,  ~eorat~ ~ 
Bie iq~ ,  e f  ASinS,  D e l ~ ' t m e n t  c f  G e r i a t f i ~  Univers i ty  ~" Geneva, Geneva, Swilzefland. 

(a~ 10mtreduct/m~ The BRCAI-amociated RING domain prct~n BARDI is a 
L~adve tumor suppressor of breast and ovarian ce~ms, tlmuS~ to act in 
omju~ction with the breast caucer 8me BRCAI (1, 2). While BARDI'. ac~maor 3, 
role to BRCAI is consistmt with co-exprenion of both ~ ,  BARDI expr~finn in 
cells clevmd of BRCA1 is susp~ous of a BRCA1 ~ function of BARDi 
(3). ( ~ j ~ :  To test this h ~ s  BARDI is ~ or 
repreesed in vitro, and tha od I ular reeponae to odlular stre~ or n~*%~m, in rei~m 
to BARDI e m  levds is a n a l ~  To test the tum~ ~ fia~tion of 
BARDI in v/re, the ttanori~midty of ovarian cam:or cells (4) (NuTu-19) iad~ 8 or 
expreamng BARD1 is determined after injection into imm,mo-competmt mice. 
NuTu-19, v~aen injected intrapaRonml into Fisdaef rats 344 develop into ttanms 
within three weeks, (cJ R ~ t s :  (h~regpres~ of BARDI in vitro indoom 
death with an features of apOlxams in aevenil ~!1 typm. BARDI repremed odls are 
&aeective for the s p o ~ ¢  response to DNA damagh~ a~nts, NuTu- 19 cells do not 
express BARDI and apolXoms indoction upon stress is retarded in this cell line. 
Exo~nons expre~on of BARDI partially reetonm the al~pt~c reapome. It can be 
expel__ ,~d based on preliminary ~ ,  that increa~g the expreeaion level of 
BARD1 in NuTu-19 cells should lead to inhib/tion, delayed and/or r ~  ~,,:ed__ tmnor 
~rov~. (4 Coemlusiom: S e v ~  minor ~ ~mm have ham idmlified th~ 
whm nnnmt ~ the cama to bmag and ovsrim c~am~r. Tha fiax~ms 
encoded by these 8rues affect the ceUu]ar d~mse m a e h , - ~ ,  such as DNA repair 
and apoptows. BARD1 plays a role m BRCAI depmdmt DNA repair and. based on 
our data, in apqgosis in response to ~axoxic insults; ~ expremon levels of 
BARD1 rmdea" cells more susceptible to apoptosis/nchu,/n~_ ch-uSs while BARDI 
repreased ceil bec~me reaistam to drub UeaUnem. Thamt'ore the eapreuion of 
BARDI should protect frmn, or lead to delayed ttmu~ formation by NuTu-19 odIL 
Depmding on the omcon~ of tha ongom~ stody BARDI conid be an importam 
factor m the deaign of f-tma~ therapiea. (I) Wu. L. C., Wang, Z. W., Tu~, J. T., et 
al, (1996). Nat G-met 14,430-40. (2) Hao Thai, T., Du, F., Tsan, J.T, ct al. (1998) 
Hmn Mol Genet 7:195-202. (3) Irmmse¢-Finsef I., Soriano, J.V., Mmtesano, R., ~t 
al. (1998). J Cell BioL 143, 1329-1339. (4) Major AL, Rose GS ct al. (1997) 
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E F F E C T S  O F  C E L E B R E X  A N D  Z Y F L O  O N  L I V E K  
M E T A S T A S I S  A N D  L I P I D P E K O X I D A T I O N  IN 
P A N C R E A T I C  C A N C E R  IN S Y R I A N  H A M S T E R S  

W e n g e r  F.A. (MD),  Kilian M. ,  Schimke I. (Prof . ,  MD) ,  Guski  
I-L(Prof., MD) ,  Jacobi  C.A. (PhD,  MD) ,  Miiller J .M. (Prof. ,  

M D )  

Al though selective inhibition o f  e icosanoid synthesis  is 
supposed  to  have  effects  on  carc inogenes is  it is still unknown,  
whe the r  pancreat ic  cancer  might  be  influenced as  well 
Therefore  w e  evaluated the  impact  o f  selective cyclooxygenase-  
2 inhibitor Celebrex and selective 5olipoxygenase inhibitor Zyflo 
on liver m~asta~s in a solid model of  chemically induced 
pancreatic adenocarcinoma in Syrian hamster. In week 33 
animals were sacrified and incidence of  pancreatic carcinomas 
and liver metastases was determined. Furthermore, number and 
size of  liver metastases were measured. Biochemieally, 
activities of  antioxidative enzymes and concentration of  
products of  lipidperoxidation were determined in liver 
metastases and non-metastatic hepatic tissue. The incidence, 
number and size o f  liver metastases were decreased by 
combined therapy of  Zyflo and Celebrex. Furthermore activity 
of  antioxidative enzymes was increased and concentration of  
lipidperoxidation was decreased in non-metastatic hepatic 
tissue. Accord ing ly  combined  therapy  increased 
l ipidperoxidat ion in liver metas tases .  Thus  the  combinat ion o f  
Celebrex and Zyflo might  be  a n e w  concep t  in advanced 
pancrea t ic  cancer  to  decrease  t u m o r  g rowth  in liver metastases.  

154 

Differmtiation o f  Promyelecytic Lmd[emia: Alterations in Fas 
(CD95/Apo-I) and Fas Ligand Expression 

Helmut IL Safh 1, Gary C. Starling 2, Steplum F. BrandP, R e u t e  Pelka- 
Fleischer 3, Torsten Haferinch 3, Wolfgang Hkidemann s, Peter A. Kiener 2 
and Volknmr Nuessler 3 

1Medizinische Klin~ 2, Universitaet~klim'htm der Ebethard-Karls 
Ul}Jversitaet Toebingea0 , 2Departmeot oflmmamology, Inflammation and 
Pulmonary Diseases, BMS Pharmaceutical Research Institute, Princeton, 
NJ, 08540. USA and ~4ed. Klln~ 1I], gllnih:m Grosshadem, LMU 
Mueachea, Germany 

Prolonged survival o f  leukemic blasts conm'butes to the pathological 
mechAnLsm o f  acute promyelooytio leukemia (APL). Wh~t  treatmeat o f  
APL with retinoic acid (RA) is a model o f  differemiation therapy, little is 
known about possible effects o f  this treatment on the Fas/FasL system. 
Investigation ofAPL cegs ~om patients undergoing differentiation 
therapy with RA and o f  IlL-60 and U-937 cells cuRured with RA resulted 
; .  a reduction o f  surface expression o f  both Fas a .d  its ligJmd. 
Accordingly, the sensitivity o f  the cells to anti-Fas induced apopto~s 
decreased proportionally and the reduced expression o f  FasL resulted i .  a 
decreased ability o f  the leukemic cells to induce apoptosis in T ~ Our 
findings demonstrate that there are ~ioniflcant changes in Fas and FasL 
expression during RA treatment o f  APL, which likely have consequences 
for the interaction between host imm~me and leukemia cells and thus may 
be involved ~n the beneficial effeots o f  differeaRiation therapy. 


