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‘Protein Kinase C: Regulation, Structure, Function and Role in Human Disease

QZ 411 ALTEHATIONS IN THE EXPRESSIGH CF THE
PROTEIN KINRSE ¢ ISCTYPES IN HUMAY CZpt

LINES AND TISSUE BICPSIES. Douglas T. Yamsnishi,
Shigeoc Ohne, James Jakowatz, Matthew Goovdman,
and Franx L. Meyskers Jz., Clinical Cance:
Center, U.C. frvipe, Irvine, CA 92717, anc Cepc.
of Mel, Bio!., Yokohams City University Scnooci of
Medicine, Yokohama, 226, Japani,
Our previcus studies on the expression of the
protein kinase C (PHC} isotypes (o, B, ¥, and &)
in buman primary melanocytes and metastatic
melanoma cell strains had shown that mecastacic
melanoma cells did not eipress 2KC f.. RHA
transcripts using Northern blot hybridization
analysigz, #We have gxrended cur PKC studiez o

. include benign; premalignant, and mallgnant
tissue blop=zies as well as human tumor cell
lines. Expression cf the PKC f:; RNA transcrcipts
ware either gecreased cr undetectable in tissue
bicpsies from dyspilatic nevi, mecastacic
melancmas, breast fibroadenomis, and breast
tumors, We ware alsc unable to detect the
expression of P¥C B.- RMA transcriprs in tumor
cell lines from colen, brain, breast, aznd
hemapolecic cells., We have also analyzed the
functional role of the PKC iesctypes, and activicy
ol the human PKC § promoter, Transfected cel.
Lines could ve isolated following transfeczlon of
melanoma cells wich the selection vector alorne o:
co-transfected with PKC o or B: expressicn
vectors. However, transfsction af humas melancma
cells with the PKC f. Lsetype under an inducible
promoter induced c¢ell death wichin two weeks. We
have alac observed a lcss in the activicy of che
human PKC [ promgtes in human melanoma cel.s
compared to Human melanocytes., These data
suggest an alteration in the expression of ne
PKC By; isotype in the czansformacion of numasn
primary melanocyres, which moy serve as a
therapeuric targes.






