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It&well kxmn thatcxmtinuos stimulationofgonadotrqhinsbythelmg actingLHRHagonist 
results in the paradoxical fall in LH and F'SH and hence in Testosterone. It is also known the 
employ of LHRRanalcgues intreatmntofprostatic carcinara. Ws referourexperience obout 
80 advanced prostatic carcinana patients (stage C and D), zuhitt& to randan treatmntwith 
I&IRH analogue (Zoladex, ICI, 118,630) or LHRH analogye plus antiamlrogen (Cyptoterone Aceta- 
te Depot) at dosage of 300 mg weekly, or antiandrogen alone. The clinical exmination, endo- 
crincmxtrumantal staging(hommal assesssent, isotope bone-scan, trans-rectal soncqraphy) 
were perfoxmad as criteria fran international p-1. The ratiohale and results of these 
type of trial, the first one never used, are discusesd. Thepatients treatedwith ZOladex 
alone showed an prurpte increase of I& F‘SH and plamatic testosterone at 3th and 7th day, 
at 28th daythesehomr.melevels reachedtocasixated. Asemndgmupofpatients treated 
with ZoladexplusCPA, shu#edyetat3*and 7th dayho~levelsl~thanbasalvalues, 
that remained ~lO~/lO~ until 28th day.A~d~~of~~~~s~a~t~s 
decreaseofLR,FSHandTestostemne thatshcx&ahighermaanlevels f 14Ong/lO&nl) as 
well observed in other studies with this type of treatmnt. 
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In order to evaluate the ultrastructural mdificatiom induced on testicular tissue by treat- 
mntwith Flutamide,C&xxkeroneAcetateand twoUlPH analog~s inadvancedprostate carcinxM 
patients,we ~rfo~d~i~t~del~~c~~~ ~~~~ofs~l~~~~~ test& 
cularbiopsyesbeforeandafter 3and6nt3nths thera~.Inourpatients,Flutami&was adnini- 
steredat &sage of 750ng/daily,Cyproter Acetate at dosage of 200 mg/daily.Zoladex (PSer 
-(But)6-Aza-GlylO-LHRH) was givensubcutat 250 rag/daily and D-TRP6--30 mg weekly. Light 
andelectronmicrosmpee~Mtiondaocpls~at~ that Flu~ck does ~t~d~~fi~tio~ 
cnIeydigcells;cypntteroneAcetateind~~~s asevere daaegeof theinterstitialtissue 
withoutcontanporaneousevi&nteffects onspermatqenesi.s.Aftera treatnentof 3n~xnhswith 
the m analoguas interstitial tissue appeared substituted by a connsctive tissua,without 
presenoeofnormalLeydigoells;ge~ndlepithelisnnpresentsanarrestatspenrati~~le- 
vel.Zoladex indms a typical &generationofnu=learrm&rane of spernetxgonia.With D-TRP-6 
r&able signs of degeneration of Sertoli cells were &served.'lhis finding confirm that the 
nostinportantinjuryin targettissueby antihornrnal actions areproducedby LHRHanalogt~ 
and CPA.Othervise it is well ktxxn that pure antiandrogens don't lower plasma androgsnslevels. 


