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EFFECTS OF RETINOIDS IN HUMAN PROSTATE CANCER CELL LINES:
INBUCTION OF AFOFTOSIS AND INHIRITION OF CELL MOTILITY

Liwe Treibar. Antonie Lehmer, Ulrich Presche. *Siafen Wagenpiiil, Rudoll Harung and Jargen Brewl
Depariment 0f Uroiogy and *instinsic for Mudical Stativics ami Epidemialogy,
‘Techaica! University Munich. i linikmm reeiits 8¢t 1sar. Munich, Germsany

INTRODYCTION AND OBJECTSVES: Retinoids ars nutural or synihctic derivaics of vilemia A. Thay
wre knows inhibilofs of inog: is in wpithelial tumom. We investigainl the ¢iTocis of the neroml
retinoid 1 J-cis raringic ackl (13cRA) and the syniheaic retinod 4-hydroxypheny ide {4-HPR) em cel!
motility and induction o apoplosis in the aromai: crcinome exfl lmos LNCIP. DULIIS and PCT.

METHOQDS: Coll metility was evalusied in 48 welt micro-ch h with poly
membrares {poce size § M) coated with sollagen 111, Cofls wers incubated & days with 13¢RA {175 4M)
or &-HPR (0.001-20 M), i5 was d 26z incub of celts with retinoids by Pl-staining 45d

DhlA-Nowcytomery as well 23 by the Anncxin-V nwcthod.

RESULTYS: Apoprosis was induced by buil: relinoidy in &N 3 ccil #0ex tn & dosc- sad rime-dependent
raanfcr yiclding an mbbetion of celi growth up 1 $3%. Ma<a pop was in LNCaP afler
124h. in DUL4S and PC3 after 120 h. respectively. [a LNCaP. highar vsluci for maximem apoptosis
(B68%) wtra detectnd than in DUILS (3345%) or PCI (I723). Regarding celt motility, in LNCoP no
makility was ohserved while DUIS5 and PC3 showed an dcuive matilily. Matility of these two lincy was

inhibied in 0 dosadependent munrer brv both et mmsds -

Rewngid . -} CeRe 1G5 (ubsy ICT00 (M)
1XcRA DU143 13 30
£C3 bt} 75
4-HPR DYyl14ds 02 s
2] 9.k 3
Comparcd with 13cRA of +-HPR yiciding hatl {IC50) and. bee (1C300)

inbibition of oell morility werr sigpificandy lower,
CONCLUSELONS: Duidus their ¢Taci on inhibition of ccil protifcrition, rctinoids showed Substantial

cffects on mdution of apopmsis 1nd i oa of exll mpiility in prosmve cancer cell lines +-HPR yoems 10

be more effective than 136RA. Due to the mont favoufablc loxiciry profile of 4-HPR, this inlevesting
compaund may be ieed in clinial trislx cittrer alore ur in combmation theapy approaches.
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EFFECTS OF CELEBREX AND ZYFLO ON LIVER
METASTASIS AND LIPIDPEROXIDATION IN
PANCREATIC CANCER IN SYRIAN HAMSTERS

Wenger F.A. (MD), Kilian M., Schimke L. (Prof., MD), Guski
H.(Prof., MD), Jacobi C.A. (PhD, MD), Miiller .M. (Prof,,
MD)

Although selective inhibition of eicossnoid synthesis is
supposed to have effects on carcinogenesis it is still unknown,
whether pancreatic cancer might be influenced as well
Therefore we evaluated the impact of selective cyclooxygenase-
2 inhibitor Celebrex and selective S-lipoxygenase inhibitor Zyflo
on liver metastasis in a solid model of chemically induced
pancreatic adenocarcinoma in  Syrian hamster. In week 33
animals were sacrified and incidence of pancreatic carcmomas
and liver metastases was determined. Furthermore, number and
size of liver metastases were measured. Biochemicelly,
activities of antioxidative enzymes and concentration of
products of lipidperoxidation were determined in liver
metastases and non-metagtatic hepatic tissue. The incidence,
number and size of 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.  Accordingly combined therapy mcreased
lipidperoxidation in liver metastases. Thus the combination of
Celebrex and Zyflo might be a new concept in advanced
pancreatic cancer to decrease tumeor growth in liver metastases.
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Analysis of proapoptotic tumor suppressor function of BARD1 (BRCA1
Associated RING domain protein) in rat ovarian cancer model

Anis Feki, Franck Lidicke, Jofford Charles Bdwars, Jian Li, Karl-Heinz Krause, Attila

Mgjor, irmgard Irminger-Finger. Department of Obstetrics and Gynecology, Laboratory of

Bivlogy of Aging Departiment of Geriatrics, University of Geneva, Geneva, Switzerland

{a) _Imiroduction The BRCAl-associsted RING domain proten BARDI is a2
putative tumor suppressor of breast and ovaran carcers, thought to act in
conjunciicn with the breast cancer gene BRCA? (1, 2). While BARDI s accessory
rote to BRCA| is consistent with co-expression of both genes, BARDH expreasion in
cells devoid of BRCA1 is suspicious of 8 BRCAI independent fimction of BARD]
(3). (b _Experimental design: To test this hypothesis BARDI is overexpressed or
repressed in vitre, and the od1ular response to celluiar stress or niutagens in telation
to BARDI| expression levels i analyzed. To test the tumor function of
BARD! in vivo, the tumorigenicity of ovanian cancer cdls (4) (NuTu-19) lacking or
expressing BARD1 is detesmuined after injection into immuno-competent mice.
NuTu-19, when injected intraperitoneal into Fischer rats 344 develop into tumors
within three weeks. {r) Reyulty: Overexpression of BARD] m vitro induoes cell
death with all features of spoptosis in several cel types. BARD! repreased cells are
defective for the spoptotic response to DNA demaging agents, NuTu-19 cells do not
express BARD! and zpoptosis induction upon stress is retarded in this cell line.
Exogenous expression of BARD1 partially restores the apoptotic response. I can be
expected, based on preliminary experiments, that increasing the expression level of
BARD] m NuTu-19 cells should lead to inhibition, delayed and’or reduced tumor
gowth. (d) Conclysions: Several tumor suppressor genes have been identified that
when mutated predispose the carmier to breast and ovarian cancer. The functions
encoded by these genes affect the veflular defense mechanisms such as DNA repair
and apoptosis. BARDI plays a role in BRCAI dependent DNA repair and, based on
our data, o apoptosis in respanse to genotoxic insults; high expression lewdls of
BARD] render cells more susceptible to apoptosis inducing drugs while BARD!
repressed call become resistant to drug treatment. Therefore the expression of
BARD1 should protect from, or lead to delayed tumor formation by NuTu-19 cedls.
Depending on the outcome of the ongoing study BARD! could be an inportant
factor in the design of future therapies. (1) Wu, L. C., Wang, Z. W, Tean, J. T, et
al, (1996). Nat Genet 14,430-40. (2) Hao Thai, T., Du, F., Tsan, I.T., et al. (1998)
Hum Mol Genet 7:195-202. (3) lrminger-Finger 1., Senana, J.V.,, Montesano, R, ot
al. (1998). J Ceil Biol, 143, 1329-1339. (4) Major AL, Rose GS o al. (1997)
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Differentiation of Promyefocytic Leukemis: Alterations in Fas
(CD95/Apo-1) and Fas Ligand Expression

Hetmut R. Salih', Gary C. Starfing®, Stephan F. Brandl®, Renate Pelka-
Fleischer®, Torsten Haferlack®, Wolfgang Hiddemamn®, Peter A. Kiener*
and Volkmar Nuessler’

"Medirinische Kiinik 2, Universitaetsklinikum der Eberhard-Karls
Universitaet Tucbingen, “Department of lnummology, Inflanmmation and
Pulmonary Discases, BMS Pharmaccutical Research Institute, Princeton,
NI, 08540, USA and *Med. Klinik ITI, Klinikum Grosshadern, LMU
Muenchen, Germany

Prolonged survival of leukemic blasts contributes to the pathological
mechanism of acute promyelocytic lenkemia (APL). Whilst treatment of
APL with retinoic acid (RA) is s model of differentiation therapy, Little is
known about possible effects of this treatment on the Fas/FasL system.
Investigation of APL cells from patients undergoing differentiation
therepy with RA and of H1 ~6C and U-937 cells cultured with RA resulted
i a reduction of surface expression of both Fas and its ligand.
Accordingly, the seasitivity of the cells to anti-Fas induced apoptosis
decreased proportionally and the reduced expression of FasL resulted in a
decreased ability of the teukentic cells to induce apoptosisin T cells. Our
findings demonsirate that there are significant changes in Fas and Fasl.
expression during RA treatment of APL, which likely have consequences
for the interaction between host imtmune and leukemia cells and thus may
be mvolved in the beneficial effects of differentistion therapy.



