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AmFnoglutethimide 13-(4-aminophenyl)-3-ethylpiperidino- 
-2,6-dione, AGI is widely used in the treiltment of estrogen- 
dependent metastatic breast carcinoma. Bowever, together 
with its desired aro&tase inhibitory activity, AG also 
/inhibits the cholesterol side-chain cleavage enzyme, 
'desmolase,necessitating concomitant hydrccortisone therapy. 
AG is extensively converted into the inactive metabolite 
N-acetylAG, whilst also stimulating its own n~tabolism to 
N-hy&mxyAG. AG also possesses dose-limiting CNS toxicity. 

In an attempt to develop a rrxe specific and metabolic- 
ally stable aromatase inhibitor we h.ave undertaken a 
chsmical synthesis progrannne for analogu& of AG. M the 
compounds tested to date in our in vitro aromatase and 
de-law assays, pyrLdcqlutethi=d~ethyl-3-(4-pyridyl)- 
-piperidine-2.6-dione. PyGl was found to be a specific and 
potent inhibitor of aromatase. In the rat and the rabbit 
PyG shows aore favourable pharmacokinetics than AG, exhibit- 
ing good bioavailability together with S prolonged plasma 
half-life (tf rat = 6 h, tf rabbit = 16.4 h). FyG is less 
extensively metaholised than AG with only the E-oxide 
(inactive z aromatase) being detected to date (rat, rabbit, 
human). 

Since PyG does not possess the CNS toxicity associated 
with AG, is more specific in action, undergoes less adverse 
metabolism and exhibits well maintained plasma levels, this 
new compound may be useful aS an improved therapy for 
hornume-dependent breast cancer. 
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The aromatase and 5a-reductase enzyrnea are respective 
target enzymes for the developn=W. of drugs to treat hormmc 
depadent breast and prostate tuuknxs. The Wst SffSCtiVS 
in vitro inhibitors of arowatase activity are analogues of -- 
the ~dogenous substrate, androstenedione. Clinical Studier 
with 4-hydroxyandrostenedione (4-DBA), a potent irreversibla 
inactivator of the aram~tase enyme have been ancouragtig. 
We have now identified 4-fluoroandrostenedione a8 a potent 
(apparent Ki of 15 nI4, compared with 43 q for 4-OBA) 
reversible inhFbitor=of a?xImStaSS activity in microsomSs 
from hxmw'placentae. Both Steroids vierx 'as-&d on rats 
bearing the nitrosomethylusea (NMU) inducedmam%Sqtumour. 
There MS a 67% response rate with 4-ORA and a 44% response 
rate with 4-fluoroandrostenedione. In addition, 
4-fluoroandsostenedions is a strong in vitro inhibitor of -- 
the Sa-reductase enzyme from rat prostatic tissue (apparent 
Ki = 0.48 ~2, progesterone, under similar conditions, has 
a Ki value of 0.41 W). In conclusion, 4-flwroSn&ostene- 
dione, as an inhibi& of steroidogenic enzymes, may be 
useful in treating honwne dependent ~UUXUX. 

~sTRGGBNTRBA~oFHDnARRNDaETRIALADEta!ARCIwaA 
IETWOTIUNSPLwrEDToMJDBKICE. 
;. Exvath, C. Tro@ and M. Ferno, Department Of Oncology, 
;und, Sweden. 
right weeks old oophorectomized nude mice with heterotrans- 
?lanted human endomatrial carcinca~s (estrogen receptor PO- 
ritive ER+ and progesterone receptor negative PgR-) Were 
xeated in the 8th passage with 8 mg/kg Estraduring (R) 

:::z;f;dtslf 
phosph) in group 1. Group 2 0.8 mg/kg 
(Polyestradiol phosph) snd group 3 normal 

saline as control -r volume "a~ measured Ztimes weekly 
?ourteen days after the start of treatment the tumor growth 
Ingroups 1 and 2 ~8 inhibited up to day 36 compared to 
JI?CIOU~ 3. At that day cytosol ERc, nuclear estrogen receptor 
(ERn), PgR and &fdR incorporation into DNA ven analysed. 

Median ERk Median ERC DNA bedian PgR 
fmol/mg DNA fwl/mg DNA incorp fwl/mg DNA 

median 

rumor in pas- 20 900 178 
sage 7 

xoup 1 48,5 770 112 1350 

xoup 2 21 1100 156 290 

:roup 3 20 1100 181 

Zstrogen treatment increased ERk and decreased ER levels in 
Wcerotransplantated adenocarcinoma corporis uterf and in 
these may PgR to be induced. H3thymidin incorporation to 
WA decreased. 
I'hese changes SeSm to be dose dependent. 


