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DOES LHRH-AGONIST ACT THROUGH ACTIVATION OF PHOSPHOLIPASE C? 
Axe1 P.N.Themmen. Jos W.Hoonerbrunne & Focko F.G.Rommerts. 
Dept. of Biochemistry (Div.-of Chemical Endocrinology), . 
Medical Faculty, Erasmus University Rotterdam, P.O.Box 1738, 
3000 DR Rotterdam, The Netherlands. 
The pituitary decapeptide LHRH and its agonists (LHRH-A) can 
stimulate steroid production in isolated rat Leydig cells. 
The mechanism of action of LHRH is not yet clear, 
$eas w; is known that LH action involves CAMP and 

investigated 
phospholipaseha? (PL-C) 

whether LHRH acts via 
by comparing the effects of LHRH-A 

and PL-C on basal eni LH-dependent steroid production, 
protein phosphorylation and protein synthesis by rat Leydig 
cells. 
Leydig cells from 21-24 day old rats were incubated for 3 
h in all experiments. I.H (100 ng/ml), LHRH-A (40 nM; HOE766) 
and PL-C (1 U/ml) stimulated steroid production (25-, 5- and 
b-fold, respectively). LHRH-A and PL-C acted synergistically 
with LH and stimulated steroid production 50-fold. LH 
stimulated the phosphorylation of a 17 kD nuclear protein and 
the 33 kD ribosomel protein S6. Stimulated protein 
phosphorylation could not be detected in the presence of 
LHRH-A or PL-C. LHRH-A and PL-C alone had e smell stimulatory 
effect, but acted synergistically on the the synthesis of a 
14, 27 and a 70 kD protein. Phospholipase A2 did not 
have an effect in all experiments. 
The similarities between the effects of LHRH-A and PL-C on 
steroidogenesis, protein phosphorylation and protein 
synthesis suggest that the primary effect of LHRH is 
activation of hydrolysis of phospholipids. This phospholipid 
breakdown may cause changes in membrane fluidity, w2$ctivate 
PK-C and IP 
specific intracel ular 9 

mediated liberation of from 
pools. Arachidonic acid metabolites 

probably have no important role, 
effects. 

since PL-A2 has no 

kNDil~W LEVELS II PROSTATIC TISSUB OF PATIENTS WITH CARCI- 
NOMA OF THE PROSTATg mATED WITB TliE COMBSNKD THKMPY USING 
iN LIIgR &ONIST AND A PURS ANTIANDROGEN 
b. BCLanger, F. Labrie and A. Dupont, 
L.bor.tory of-Molecu1.r Endocrinology, Level Univerrity 
Medical Center, Quebec ClV 4G2, Cened. 
It is well known thet tre.tment with LBBll e8oni.t. induces . 
complete blockale of te.ticuler .teroidogeneai. end e.u.e. . 
4ecree.e of plum. .ndrogan. to c..tr.tion level.. Tbe COW 
binetion of an .ntieodrogen to c..tr.tion (chemic.1 or .ur- 
gic.1) block. the ection of re.idu.1 endrogea. in the pro.- 
t.te end, in addition, reduce. the .er‘u~p level. of C-19 
.teroida (dehydroepi.ndro.teroee .nd it. aulfete) by .ppror 
inetely 50%. In the pre.ent rtudy, we h.ve comp.red the 
lwel. of te.to.terone CT), dihydrote.to.terone (DET) and 
nndro8tax-3x ,178-diol (b-diol) in promtete ti..ue from 
untreeted patient.. c..tr.ted petient end petient. receiving 
the combined therapy. 

Treetment T DET 3a-diol 
(w/e) 

Untre.ted (n-6) 
C..tr.ted (n-5) 
Combin.t ion 
ther.py (Ir3) 

1.4SO.l 4.PO.5 0.7OfO.2 
1.13io.3 1.7iO.6 4.21*1.5 
0.490.2 < 0.3 0.35fO.l 

Our prelimin.ry det. indicate that the ??dditioo of .n .nti- 
??odrogea to ce.tr.tion h.. m inhibitory effect on pro.tetiC 
endrogen level. end offer. .n edditiorul expl.n.tion for the 
higher rate of re.pon.e md incre..ed dur.tion of the re.- 
pon.e in petient. receiving the combined ther.py when compr 
red to e..tretion *lone. 

III - 2 \PHARMACODYNAMICS, PHARNACOKINETICS AND BIOAVAILABILITY 
,OF TH!Z PROLONGED LH-RFI AGONIST DECAPEPTYL-SR 
;J. Happ, A. SchultheiO, C.H. Jacobi, U.K. Wenderoth, 
,K. Buttenschdn, K. Miesel, II. Spmhn, and G. HBr 
Dept. of Radiology and Dept. of Pharmacology, Universit: 
of Frankfurt, Dept. of Pharmacology, Ferring GmbH, Kiel; 
lend Dept. of Urology, University of Mainz, Germany (FRO 
/During a therapeutic study on palliative treatment of 
!proetatio carcinoma with hapeptyl-sR (DP-SR) (Fewin 
jKie1, FRG), serum conaentrations of LB, testosterone (T: 
land Deoapeptyl (DP) were measured by RIA in 8 patient.8 
‘with prostatic carcinoma who received 4 m% DP-SR every j 
'weeks i.m. for ‘7.5 months. DP-SR is D-Trp -LB-BH (DP) il 
ia sustained release (SR) formulation (D-laotide &WC- 
!lide aopolymere). DP was also infused i.v. to healthy 
imale volunteers at a rate of 4, 8, end 16 ug/h for 90 
/min (n-5) and a rate of 16 ug/h for 180 min (n-2). 
Within 2 to 5 weeks after the let injection of DP-SR, 
serum LH deoreased below 10 mIU/ml in the patients and 
serum T reaohed castrate levels, i.e. 0.2 to 0.8 ng/dl. 
This effeat was maintained by repeated injections every 
5 weeks. Highest DP serum levels (f-1700 pg/ml) were 
measured 5 hours after the injection. Thereafter, serum 
DP decreased quickly (t 1/2.a=4.8 h). This was followed 
by a slow decrease of eerum DP from about 500 p&!/ml dur 

1st week after the injection to 50 pg/ml after 
During repeated application of DP-SR, a slight 
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cumulation was found (minimum concentration about 400 
cn/mll. After termination of the infusions in normal me: 
the p&tide wee eliminated at B rate of 0.8 h-' 
eponding to a biological half-life of 51.7 min. A oom- 

[for DP-SR. ’ 

- 

parison of the areas under the curvee of serum DP after 

oorre 

the injection of DP-SR nlth the extrapolated data of th 
infusion studies results in a bioavailability of about 

DOSE RKSPOlSL TITRATIOI OF DBCAPIPTYL Ill TSlATlllST OF 
CARCINOIIA OF TUB PROSTATE 
R.T.D.0liv.r Dep.rte.at OP I.dic.1 0OCO106Y Ibe Loedon 
en4 St B.rtholome.’ . 60.pit.l n.4ic.1 COlle6e. 
S.L.Light9.n Dept Of O.4OCri.OlOgY The Se.t.ie.t.P en4 
Ch.ri.6 CPOS. Medical School. 
D.c.p.ptYl(D-Trp-b-LIRI . ..1.106U.1 he. rec.etlY heeoee 
.v.il.bls In , .u.t.i.e4 re1e.ae ricro.pIlere rorm ear 
??o.thlY 1nj.ction. I. .e .ttempt to . ..e.. tll. 
..4oorin. .rfect. of thi. compou.4 t...ty peti.nt.. 
r.e4oml..4 to either 58. iSa. 2SSUg OP Dec.pepty1 or 
Stilbo..trol 1 bev. heen c0110w.4 rith ..ri.1 
??. ..ure.ent. of t..to.tero.e For t.o months. A tot.1 
OP 7b injection. heve he.. (liven nithout .ey .eriou. 
100.1 proble., tbou,Jh the ??.jority of p.ti..t. 
.xp.rie.c.4 eoee minor di.coePort *hi10 the injectloa 
I.. b.i.6 liven. There 1.. .o obviou. 4iff.re.c. ia tbe 
efl’mota OP the tr..t..nt. in term. OP 4i.e.e. coetrol 
(2/5 reCeiVi.6 2Be Us, 3/5 reOeiVi.6 1BB u& 2/S 
receiving se “6 h.V. h.4 4i.e.s. re*po.*e rith c1ieI~.1 
r..i..iO. bwond L.0 ROWA. . . b.ve 3/S r.~.i~l.g 
.ti1hoe*tm1. To date the l.lti.1 w..ur.e.nt. of 
te.to.t.m.. h.v. hee. .imil.r la .ll three Deoepeptyl 
en., thOU6b . blocbeeic.1 .“r(r. in t..tO.t.rOe. level. 
Only OCOurr.4 1. 3/S re0eiVi.g 58 Ug COep.re4 t0 S/5 
reC0iVi.g 188 Ug ..4 515 r0C.iVi.g 244 Ug. After t”0 
treetment. there I*. .o aignlrioant differanoe in . ..e 
t..to.t.ron. level. b.tre.8 the (IroW. tbOU(lb th.r. “.. 
. t”D4 for . lo..P . ..e the hi6h.r the do.. OF 
DOCWpLYi ( 58%$1.7, law@ f . II. 288mg: 1.2 .tilhO..tPOl 
1. I nrol/l). 


