; }~e3eYV. N6>T<C7- A METHOD OF TREATMENT AND PROPHYLAXI S FlI ELD OF THE
<. NVENTI ON T i nvention relates generally to the treatpent and
prbphylaxiQWﬂMWH ﬁmmwmwysfunction. More particularly, the prédelayRf@ention
contenplates the treadatnent s and prophyl axis of persistent penile erection
resul ting from'¥%r exanpl e, physiol ogical dysfunction, trauma, surgica
intervention or chemical induction. THe nethod of the present invention is
practice by the admi nistration of an agent capabl e of inducing, pronoting
or otherwi se faA MERTHQD OMTREATMENT:AND RROBEYLAXISOr di ngl y,
anot her aspect of the present invention provides a >0 conposition
conprising a cavernosum contraction -inducing, -pronoting or facilitating
agent . FEGYOFEREINVEGHON he agents of the present invention are
prost agl andi ns or functional derivatives, honol ogues, anal ogues, agoni sts,
m nmetics or netabolites thereof. This provides a neans for diagnosing the

physi ol ggi d i i t4 | (ﬁ%ﬂg :
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anti i npgirestaglatidirgs, drasfunetiondl e derinaiives, mhepRiodiRsan appkigads S| @gortists| Npr ove
mal e 17t" May 2004 -2 sexual perfornmance, Reports indicate that

si | denafMimeficsoOh Jnetakoliteg Braraph sndhiss PiovidesyAameangetor dingnasinge thind

m suse ?%ﬁ S Y h¥gogents is likely to lead to

pri api sﬁhﬁr I '&r:%\rpgr%gl eh%)g\é%%@%%g@g O her situations in which priapism
is seen include di sease states such as sickle cell anaem a and use s of

unr el _at idepressants (ie trazodone). Current antidotes
for l|3ri %@#@Mmﬁ&w&h r agoni sts such as netaram nol,
adrenal i ne, phenyl ephrine, noradrenaline and et hyl ephrine. These

al pha-m netics are known to produce system c side effects including a rise

in syst eTHaPigNJs Aefinedsas 8. pralanaed, ysballyagainfd, peaile srrGtisnngenaleby "ebr to
cardi ov r i . ; e kS e | I el safe
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ot her eladwancesrini theegrderstangling. pof «freetile mackanisms nthey pathophysiglogys efit
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present invention do not cause a rise in system c blood pressure.
Par t i cul symptoprasicer rlad ahdeasts Simcifupetierie peatedafgrainapotenee.c njegtiautof not

limfed o] i , t agl.andi . Dbro . Bl-an
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anal oguesherragbestaming orephestoaminepbaalapha eslréhergieoblockingadrdgniity thene
aspect of the gr esent invention cont | ates a nmethod for_the treatﬁent or
pr ophy| aS9"BOG} CRYSTRRFE MUSElR isine Masbjikely caysg ahPriRp o kpirinrmgre. the

adm ni st grd:ng;r L j f bV ' i i
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of cor poimpatenes Wosg hasaesultad irhdscaisesaozian aphiodisiaa te ompooneg amler i se
in system c blood pressure, the adm nistration of which agent |eads to
partial or nile flaccidity. Another aspect of the present

i nvention ”mmmumﬁ@to a nmethod for the treatnment or s prophyl axis of
priapismin a {E%({mez, subj ect said nethod conprising adm nistering to said
subj ect an effective anmount of a prostaglandin or a functional derivative,
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The terns "prostaglandin A2", "Adainus" , "AS-8" and "priapres" may be used
~interchangeably to refer to "prostaglandin A2". BRI EF DESCRI PT] ON OF THE
FI.GURES Figure 1 is a graphical representation show ng ef f ectl/ ofay 2004
i ntravenous bol us dose of 2s prostaglandin A2 on bl ood pressure, heart rate
and respiratory rate in anaestheti sed baboons. 17t" May 2004 -4 Figure 2
is a graphical representation show ngscontractile response of prostaglandin
A2 on human cor pus cavernosum snoot h nuscl e. DETAI LED DESCRI PTI ON OF THE
| NVENTI I e i ik t4 i hgve
i dent i figgéluﬂdent sﬁgﬁ&gi c[ﬁégér}(teé ﬁgg‘éﬁfﬁﬁtstuﬁgﬂﬁgﬁﬂg%% %gyégq?g%ﬁssm ﬁhe
agent s ¢8ft uhattendeh the iabusatandnmitiuseaf arectinncpomuicing vasaactive @gentsgisagent s,
such as,, a adrenocept.or agoni sts). | h t subj e agent 5. do .not
cause oJRelR REHIE°BRRYST BAS ASLEN I rh ey AR B F Bl o eBe o
and whi ehhicie paapishiesRekAMNdE ifcuaeWtates GoBh 23 dickie bR Gnbemig ahdiugeascul ar
patients. to Accordingly, one aspect of the present invention contenpl ates
a nefho®f uprelated drugssHehas @ntigepiessantRi(le Hazedangdi smin a mal e subj ect
said nethod conprising adm nistering to said subject an effective anount of

an agent which induces, pronotes or otherwi se facilitates contraction of

cor por a Guaventnasdidotescfer i priagismc arer afpham advehbeepton sgoistsi tsuch rasse in

system c bl ood, pressure, the is aF&‘nj ni stration, of V\QicH agent leads to

parti al reptarypisobiadreealing pheryisriring, npegdieraline Aad &t Y'Pgh“'b‘?-i apies®

| ncl udes, AlfReRED2EE SdliPO H6EuGS suEiAb ke RAUCS iRl Gy oA riseemer al 1y,
oe exual s t

priapi sm s not result from I mul at1 on. However, e present

i nvent i eystemicuddaod hprassese.nententepr slicingagentenidre @optraindlicated | dovi ng
sexual stinpmulation. Priagpismna | so result from,sutgical, intervention, 20
Cr aute, GorovaTclt. articdS: o MefEn fuste 5o el 65 REN Elrbln o L s
fol | ow rwﬁéévﬁ)dwgﬁatmgéu@%icaﬂ Bhentst fort thentr@atnsintdend ®raphygatisestapédile
citrate, papaverine) or phenoxyl benzam ne) or disease states, due to use of
sonme dr ysfunstion shatagietizedoby ptalorggd.peiilegreaii@t.unct i on or spont aneous
unexpl ai ned priapism The present invention extends to treating a subject
havi ng an erection or 2s preventing or at |east reducing the |ikelihood of
a subj e SUMMARY'ORJHENINMENTIONN. Accordi ngly, the present invention extends
beyond priapismto the treatnment of hypersexual stinulation. This nay be
useful in treating certain cases of habitual sex offenders. 17t" May
2004 -5 Mrbhghaln e dpeerRBtion NuRBES MRel Sortbxe fdffirddBbiHerwitle, tthe WhRAt ment
in human nmalés, it also has an application in the veterinary field. For
exandl e,"campriselil Qn arialigps Suchas momplisess of decemprising” sl e gndeistoasl | s,
hor ses, (sh o] S s Rl 1 cal ugl l'y

ar oused ?nﬁ%&gﬁgt 'ﬁbg‘r}ggugg%sg%gﬁgoére@gxg %ggﬁt\ﬁtggéqﬁegr&?@ gﬁlelr%q@ﬁéTg} i nduce
a non- arintegeds bubhet thbtexclustoryofany diher aanést arfinteer pr g of eleaenton My
be adm nistered to the nmale animal. The preferred agents of the present

i nvent i A 1B188ERF-0st agl andi ns i ncl udi ng functional derivatives, honol ogues,
anal ogues) agonists, mnetics or netabolites stored thereof. io0

Accordi ngly, another aspect of the present invention is directed to a

net hod fTDhe tpresénteimivantion ds predighiddaini padf oprthepidentificationnef @ grdajpeof sai d
met hod conprising admnj stering to, said subject .an.effective. anmo of a

pr ostgl SHBPAURAS Whigh cindyRe) P P%tqrve,ﬁ"%ﬁﬁl m‘g?Iear%ﬂ"HGGE?n agfg&l'?%t

m meti c O4veiRoSiA!ddsBclalied Mth YHiRNtidNBUCTRe YD idihtifibd Xy BHe'bRgsent
facilitates contraction of corpora cavernosa i's nmuscle in the cavernosum

wi t hout inventiarodit roft causeea irisesipssystienicoblood preeswer ePartisulatiyt prefersed under

condi tions sufficie to |lead t artija r.c | eni i dinty or
o or evenges ipufii dherdrastladdiod dubh s Blr SR Muitet RS Mo drail A2
pr ost agl grdtdiadintAe de%\?@éndiﬁVBﬂtarWE?dsﬂc‘%%éﬁéihaetaé@we%as fonedrag! andi n
Al) prostaglandin Bl and prostaglandin B2. The nost preferred 20

pr os2agl dervatives, wrosiogyeangnalogues, Rgpaists ceimedics iandiroetapobitasdheeaadi n* and
in particular prostaglandin A2) Al, Bl and/or B2 includes reference to
functional derivatives, honol ogues, anal ogues, agonists, mnetics or

met abol i Aesordireyhygadne abpedtesfnthef presenbimakhtiore @oatenhplatedshe method for the

treatment or prophylaxis of priapism in a male subject said method comprising

administering to said subject an effective amount of an agent which induces,



nol-ecul e behaves in the same therapeutic manner as the "parent”
..prostaglandin, 2s i.e., the prostaglandin prior to nodificatiaop.

Deri vatives of the prostaglandins of the present invention iﬁ@FU@éZOO4
alterations to glycosylation, acylation and al kyl ation patterns as well as
hydr ophobi city, hydrophilicity, hydrophobic nonent, charge and
antigenicity. 17t" May 2004 -6 The-prostagl andin or other conpound
useful in the practice of the present invention is usefully forrmulated in a
conposi t pammates agesthefwisenfadilitates] contractioanoft terpoes pavérnobatmasgle 46 ahé

i nvention provides a conposition for pharmaceutical use conprising an agent

whi ch i nERYEEROSYR, WHRQUL, @ eqngompitant srigg N ; S¥sterBicc HIPPac Pressuse. ¢Be por a
caver nos id } i | i sition

further %%m%giﬁ#ﬁﬁl\gﬁgﬁ%égbg%%kﬁg}t?rggg%{pibtg?wﬁaz%?eegﬁgﬁgaca riers and/or
diluents. The preferred agent is a prostagl andin such as prostagl andin A2,

Al, Bl . t ed t i t agl apdi it

funot onanomer PoBefAY e gferdin itsfiESR 15 iFe kA AfpAbHTorfitlatiant or

net abol i prophiehi engradismahma indlds(ilsjesPssid théthod icaed pHbasg é@frﬁﬁi@t‘é@iﬁ?tté an
"agent". The conposition may conprise the prostaglandin alone or it may be
in conbi fdidi SWPiRFt Anoeffrgtivehamapelof @ pEestaglandine ot @rflerationsh derivative,

present j [ an adm ni.st epedsin nj i ch as
But not [OHBEGRY Fblodie ZRBLAIE! Riificut Sod oGBS Rbkot, MR REUGRE,"
subcut anpromotesramettierwige fatititates i contraction ofhtomped ichoamisaofustldlin the
adm ni stration. Adm Pli stration may al so be via patch, i. i spray or

. I v. drip,
during sGRYRPOSYR, Withept @ goBcomBan) ireRRystemicdlerd pressure.tfoya time and
adm nj st [AHLPRohGitiNhE Jum [ it i rfm?ﬁ : L Sin) Srfigferred
to as1 i nt rac’(a)w(é}r]?fgﬁ*s]é1 ruﬁ%&gzﬂc} %f%d\gjeﬁbytp%%agoé'gg?\rppg |\f§ tl o% ﬂo%&@%)st% égtﬁandi ns
as an ef peavent or tedamertbatlikelihqod cf@Erseneption. des a neans for identifying
physi ol ogi cal causes for conditions such as inpotence, hypersexuality and
priapism For exanple, inpotent males may produce excessive anmpunts of
parti cul yet papsthas! asseds of Atee! prabente! ivertRMU GRtBvides PP SERESSIROM _for
production or |ocal levels nmay be indicated in priapismpatients. The
i dent i fi pheiaacasticRkise scopnprising iaduagentpwbichalgduees neropates dysotbesvisevel of

di agnosi §_ . t" 200 i i Such _net hods of .

di agnosi iacﬂtgl%%o%qrg%téﬁe(ﬂ‘ %@Bﬁ’{iggﬁrﬁg%ﬁf‘ﬁ%@%t'ﬁgﬂe Cﬁ@ggp%ﬁ‘ﬁﬁl@,pe{w& her
aspegt ofiséle $diiEs @dinpositRAt IfarheoNéENPlisihgs ofe "®Ir hegbreorpHAra@BeGiiclyt he
physi ol ogi cal basis behind priapismin a male subject, said nethod s
conpri si A§certablekasriar andior diluants.n sai d subj ect of prostaglandin A2, Al,
Bl and/or B2 or derivatives andlor netabolites thereof wherein | ow | evels
of one or nore of said prostaglandin is indicative of a causative effect
for pri aghsmrefartechagemtsrofdbe qreserit inhentjipnearenprostagiandins sush disr leatt mat t o
t he use

f .a.prostaal andin or,a,fu i onal_ deriyative, hoppol ogue, anal ogue,
agoni st , _ﬂmnﬁgt [Cb %P%Q%?Qf%béﬁ'i id. &ﬁfer%’@fﬁﬂ t'ﬂ_éet P@Eﬂﬁ?&&?‘?;ﬁge&gi Smin a
mal e subpﬁ%taglaheﬁnem@blov, funfom4l0abAgtRRd! rl1drﬁo|8]{39éé,fiﬁhéfbg'uﬁfﬁ%tgoﬂ?ﬁs,
present invention is further described by the fol'l owing nén-11mting
Exansp es mimeticg or metapolite9 thergof. EXAMPLE 1 EFFECTS OF ADAI NUS
PHARMACOLOGQ CALLY | NDUCED

The terms "prostaglandin A2", "Adainus" , "AS-8" and “priapres” may be used

interchangeably to refer to "prostaglandin A2".
BRIEF DESCRIPTION OF THE FIGURES
Figure 1 is a graphical representation showing effect of intravenous bolus dose of

25 prostaglandin A2 on blood pressure, heart rate and respiratory rate in

anaesthetised baboons.



PROLONGED ERECTI ON (PIPE) Six nmal e baboons wei ghi ng between 8 kg and 12 kg
-weré used for the experinent. s The animals were sedated w tg tkg{qa%&a and
anaest hetised with intravenous pentobarbitone injected throu A Y

i ndwel I'i ng venous catheter. Drugs were injected into the right corpora
cavornosa at the md-third of the shaft using a 29G needle and 1

syringe. Blood pressure was nonitored4hrough a cannulated fenoral artery
connected to the transducer. A measuring tape was used to io neasure penile
l ength Wigueé| 2 fisom agmaphicall epresertatibrneshawimgofcdriteaciieni @espenédieoti p of

urethral orjfice, Changes in penile Iength were recorded for a period of
100 mi n RIPe@LIaNdin A2 BhDUMAR CORRNAFINAIROSH] SMIQAR NHSCpaver i ne (40 ng) or
phenoxybenzam ne (3 ng) which produced maxi mal penile length within 20 and
40 min were repeated one is week |later and prostaglandin A2 was given at

t he peakDETAILEDfDESERIRTMQNOF FHEIINVENTION pat i ent s and human vol unt eers,

i ntracavernous injection of prostaglandin A2 (150 p,g) was tested on

prol onged erection (lasting nore than 4 hours) induced by 60 ng of

papaver i Ineacdotdbiitd= wath? theRIpTEEABENTEN tIPA tNESInyBR¥SEd AfdveNidentifdd dderigboons,

i ntracavernous injection of papaverine (40_ng) or phenoxybenzam ne (3 ng)
pr oduc eowé'crl‘:?(ﬁ%uﬁﬁgﬁ é’hg@ If%@lgsfﬁm of priapism- vinenagents oithe Brasent invention

adm ni st i@k i hicr e itid } i I : nor e
han 100 1o O RIS phiablont NeRthQoBART sMENRR"aipfa FEEhSea ot Edaite, "2
was i nj eottbat the subjectcapants deaidtycanisetdystemici sidereffegisdSuch as tatthycardiat he

| atter produced, a [rar ked reducti 08 in .Eﬁni | e Iengith and vm'thiﬁ 40 m.n of

i nj ecti o, E"‘Iﬂ%‘?dpehqoé’ sPAESHEL R tWhithe T6RASH niese; Jkrowp GFOPHYC (Tabl e
1 ). ThegdritdindibatedFbesardidvasedaPpaieits€ produced by prostaglandin A2
ranged from8 to 16 nmHg. 17th May 2004 -9 Intracavernous injection of
prostaglandin A2 (150 p,g) readily reduced the penile length in patients

d I ' I .ect | ' d by, 6 f
papalor | Mool Rt St e B RO BT B SHRCR aneod 87 5B 1
| engt h t@eéthﬁanttlﬂppmt;my@fx% nﬁ@ria?!‘shewe@ wdldisubit Bal aéthbdi suraghidieg of S
prostaglandin A2 in four out of five subjects. In one volunteer, there was
a rel apsadmmnistariag densaidvpubiest 80 effectivet amobiRk of jars@gen} ediichyinggces,
t aal h Thi S g . ;
D ocs oo B ASn AR redfish PR St Rardbb kol Th 36 Lor o
from 7 tcavebnosurdg, (Witlhdet 2) . cdicahitant 3rise DUTSYSEmMItheblpoe s prdssaiteldithe

i ndi cates that adm ni strati on of ,prostaglandin is an. efficient
al t efhat pYRNSraHONALWHIGE ROSPt BadS 2 PerE Phcemplete pRAle SRsFdlt ol ogi cal I y

i nduced prolonged erection in man. Unlike the synpat hom netic conpounds
that raise the systen c bl ood pressure (Figure 1 ), intracavernous

i nj ect i oRetgreng®hertein o "priagisms instudasaandadcompassasopiotanged g sustainedf al |

of 7 to 16.. i.n the.babogn and man. This mld fall in blopo ressure

or oducedPBYI RIS nrBRaabn PORPBRL SoRg: Bntireeuls Tiomy Sadpl SmGRA: ot i on
of: vascuHawever, tRé prédedit iM@nien indudsdBiedrs@iiont oF BIA6hdeE peRREENRtibAN | N
the present study, both in the baboon and man indi cates that the 20 marked

contt:) r af:t fallewingpexus) s@mtﬂ?t(m afrigpisnh My glsot nesuls drgo rsairgiggleintarention| e
i 1 i ' | PE. i is 8.2
P a2 o7 ridar®bissioRoRaf didhnidod CH ol TH8NERTRR0 it csoca

nmuscl e i folloiving thed iRGOstich Somnadrafidtiatien <ifr airggs (digh siidemafinecitrate,
adrenal i ne and, aram ne, respectively (Figure 2&. The results al so suggest

that if PRRAYELINeaSdinhenoxyheazaming) onydisenssgstatas, fuedopess af pomerdegsessi ve
anount s) I 1 i : -ar i state
ST e b ERIEOAS oS (FRABIAhS O HHTRAREGE AExaMCR i
The present invention extends to treating a subject having an erection or
25 preventing or at least reducing the likelihood of a subject obtaining an erection.
Accordingly, the present invention extends beyond priapism to the treatment of
hypersexual stimulation. This may be useful in treating certain cases of habitual

sex offenders.



, ~ 17t" May 2004 - 10 EXAMPLE 4 TESTI NG OTHER PROSTAGLANDI NS
- Prostagl andins Al, 81 and B2 are al so tested using the above 9g tog&i.
Results indicate that these prostaglandins are al so ef fectivé’i '%ing)
pronoting or s otherwise facilitating contraction of the cavernosum but
were not as active as prostaglandin A2. Those skilled in the art wl|
appreciate that the invention describéd herein is susceptible to variations
and nodifications other than those specifically described. It is to be
understood that the invention includes all such variations and io

difi |J,, of t f t
composi AiHUSh 1 BrssR HhlsMRoaf ArkBiEg "B o8 ettt T BurpBineleda on
i ndi vi ditedlby has ancdpichtioe iy theavate Andry afmid aFbr egam OEIéaUlufﬂ&ﬂtléé ariged
nore of said steps or features. TABLE EFFECT AS- 8 ON PAPAVERI NE AND

PHENOXYBEND&IR Riud ampraEDsprnzentet halisarorsrs shean angl pigROSUShMDiImatHANGE

AEITEETE?%%%F@( %Wﬁgﬁ%&%@%d ! OFd5" 3104 BEAHSE 1 59188 1%0 1% 01301

WEEK s LAEERmmad\ErmmS rrg)o indhbe\aedaﬂ&%&hmétéanlsﬂéﬂbgmﬁ% &hé Hents g) 20

m ns Iat rPHENOXY ENZA| 1015 54 01201201201201 WEEK
LATERPH RMNYEN %" %ﬁggé P@@&BP Maleanigialas- 8 (100 fig) 20
mns |later As-8 was given 20 m nutes after the drug adm nistration. Each

val ue represents nean of six results. V3 NOO TABLE 2 MEAN DECREASE | N
LENGTH eTlﬂR@qudEHgSn(Q/oofmmseﬂTmm aré m@smglaﬁ)dihauﬁandmg

PATI ENT 0.80 90 100 VOLUNTEERS ( % 10 30 75 80

Intracai'é'ﬁﬁi? %%f'g%tfveén 81["02@9@5(1%@(29%5 g)lgoBlrS ' JAGREHGS, o me(s?'P(?M%ced by
papaver igtered@Rers@f. for 4 hours or nore in human. NV 3 a NOO.p 17t"

May 2004 -13 BIBLI OGRAPHY 1. Steers WD, et al. J. Uol 146(5): 1361-1363,
1991. 2. Boyle ET, et al. J. Wol 143: 933-935, 1990. 3. Brindley GS.

Lancgt A&3PGhgly2afsthét aspd&bf the present invention is directed to a method for the

treatment or prophylaxis of priapism in a male subject said method comprising
administering to said subject an effective amount of a prostaglandin or a functional
derivative, homologue, analogue, agonist, mimetic or metabolite thereof which
induces, promotes or otherwise facilitates contraction of corpora cavernosa
15 muscle in the cavernosum, without a concomitant rise in systemic blood pressure,
for a time and under conditions sufficient to lead to partial or complete penile
flaccidity or to prevent or reduce the likelihood of an erection.
The preferred prostaglandins of the present invention are prostaglandin A2,
prostaglandin A1, prostaglandin B1 and prostaglandin B2. The most preferred
20 prostaglandin is prostaglandin A2.

Reference herein to "prostaglandin" and in particular prostaglandin A2, A1, B1

and/or B2 includes reference to functional derivatives, homologues, analogues,

agonists, mimetics or metabolites thereof. The term "functional" means that the

molecule behaves in the same therapeutic manner as the "parent" prostaglandin,
25 . i.e., the prostaglandin prior to modification.

Derivatives of the prostaglandins of the present invention include alterations to
glycosylation, acylation and alkylation patterns as well as hydrophobicity,
hydrophilicity, hydrophobic moment, charge and antigenicity.



, 17t" May 2004 -14 CLAIMS 1. A nethod for the treatnment or prophylaxis
~of priapismin a nmale subject said method conprising adm nistering_to said
subj ect an effective amount of an agent which induces, pronoﬂés"@gzo@1
otherwise facilitates contraction of corpora cavernosa nuscle in the
cavernosum Ww thout a concomtant rise in system c blood pressure, the
admi ni stration of which agent |eads tdoopartial or conplete penile
flaccidity. 2. A nethod according to claim 1l wherein the agent is a
prostagl andin or a functional derivative) honol ogue, anal ogue, agoni st,

m netic, | 3 f cprding . to claim 2 wherein
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hypersexuality and priapism. For example, impotent males may produce
excessive amounts of particular prostaglandins. Alternatively, reduced
25 prostaglandin production or local levels may be indicated in priapism patients. The
identification of levels of particular prostaglandins provides one level of diagnosis
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injected into the right corpora cavornosa at the mid-third of the shaft using a 29G
needle and 1 ml syringe. Blood pressure was monitored through a cannulated
femoral artery connected to the transducer. A measuring tape was used to
10 measure penile length visually from a marked point at the base of the penis to the

tip of urethral orifice. Changes in penile length were recorded for a period of 100
min after injection.

Intracavernous injection of papaverine (40 mg) or phenoxybenzamine (3 mg)
which produced maximal penile length within 20 and 40 min were repeated one
15 week later and prostaglandin A2 was given at the peak time of the turgidity.

In human patients and human volunteers, intracavernous injection of prostaglandin
A2 (150 ng) was tested on prolonged erection (lasting more than 4 hours) induced

by 60 mg of papaverine.

EXAMPLE 2
20 RESPONSE TO ADAINUS (PROSTAGLANDIN A2)

In baboons, intracavernous injection of papaverine (40 mg) or phenoxybenzamine
(3 mg) produced a 130% increase in penile length within 10 min after
administration (Table 1). This increase in penile length.lasted for more than 100
min. This was repeated one week later and when prostaglandin A2 was injected
25  intracavernosally at the maximum rigidity at 20 min, the latter produced a marked
reduction in penile length and within 40 min of injection, the penile size reduced to

the original state of rugosity (Table 1). The fall in systemic blood pressure

produced by prostaglandin A2 ranged from 8 to 16 mmHg.
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Intracavernous injection of prostaglandin A2 (150 pg) readily reduced the penile
length in patients and volunteers who were having prolonged erection induced by
60 mg of papaverine for 4 hours or more. Maximal reduction in rigidity and penile
length to the rugose state was achieved within 30 min after injection of
5  prostaglandin A2 in four out of five subjects. In one volunteer, there was a relapse
of tumescence within 60 min after the first injection of prostaglandin A2 (150 pg).
This was corrected by an additional injection of prostaglandin A2 (100 pg). The

fall in mean systemic blood pressure ranged from 7 to 10 mmHg (Table 2).

EXAMPLE 3
10 OUTCOME

The present study indicates that administration of prostaglandin A2 is an efficient
alternative to metaraminol or adrenaline in correcting pharmacologically induced
prolonged erection in man. Unlike the sympathomimetic compounds that raise the
systemic blood pressure (Figure 1), intracavernous injection of 100 to 150 g of

15  prostaglandin A2 produced a pressure fall of 7 to 16 mmHg in the baboon and
man.

This mild fall in blood pressure produced by the administration of prostaglandin A2
may suggest a dilatation of vasculature facilitating penile engorgement. Subjective
observation in the present study, both in the baboon and man indicates that the
20 marked contractile property of prostaglandin A2 on the corpora cavenosa muscle
probably dominates this effect in reversal to PIPE. Prostaglandin A2 is 8.2 times
stronger than noradrenaline in contracting human corpora cavernosa muscle in
vitro and 500, 2.5 and 50 times stronger than dopamine, adrenaline and aramine,
respectively (Figure 2). The results also suggest that if prostaglandin A2 exists
25 physiologically (especially in excessive amounts) then this might contribute to
detumescence or non-erectile state of the penis more readily than noradrenaline.
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EXAMPLE 4
TESTING OTHER PROSTAGLANDINS

Prostaglandins A1, B1 and B2 are also tested using the above protocol. Results
indicate that these prostaglandins are also effective in inducing, promoting or

5 otherwise facilitating contraction of the cavernosum but were not as active as
prostaglandin A2.

Those skilled in the art will appreciate that the invention described herein is
susceptible to variations and modifications other than those specifically described.
It is to be understood that the invention includes all such variations and
10 modifications. The invention also includes all of the steps, features, compositions
and compounds referred to or indicated in this specification, individually or

collectively, and any and all combinations of any two or more of said steps or
features.
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TABLE 2
MEAN DECREASE IN LENGTH OF TURGID PENIS (%)

Intracavernous injection of AS-8 (150 pg) on prolonged erection induced by papaverine (60 mg) for 4 hours or more in human.
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CLAIMS

1. A method for the treatment or prophylaxis of priapism in a male subject said
method comprising administéring to said subject an effective amount of an
agent which induces, promotes or otherwise facilitates contraction of corpora
cavernosa muscle in the cavernosum, without a concomitant rise in systemic
blood pressure, the administration of which agent leads to partial or complete
penile flaccidity.

2. A method according to claim 1 wherein the agent is a prostaglandin or a
functional derivative, homologue, analogue, agonist, mimetic, or metabolite
thereof.

3. A method according to claim 2 wherein the prostaglandin is prostaglandin A2.

4. A method according to claim 1 or 2 or 3 wherein the agent is intracavernously

administered.

5. A method for the treatment or prophylaxis of priapism in a male subject said
method comprising administering to said subject an effective amount of a
prostaglandin or a functional derivative, homologue, analogue, agonist,
mimetic or metabolite thereof which induces, promotes or- otherwise
facilitates contraction of corpora cavernosa muscle in the ca\femosum,
without a concomitant rise in systemic blood pressure, for a time and under
conditions sufficient to lead to partial or complete penile flaccidity or to
prevent or reduce the likelihood of an erection.

6. A method according to claim 5 wherein the prostaglandin is prostaglandin A2,

7. Use of a composition comprising a prostaglandin which induces, promotes or
otherwise facilitates contraction of corpora cavernosa muscle in the cavernosum
in penile tissue, in the manufacture of a medicament for the treatment of
priapism in a male subject, wherein said prostaglandin is selected from ‘the
group consisting of prostaglandin A1, prostaglandin B1, prostaglandin B2, and
prostaglandin A2, and one or more pharmaceutically acceptable carriers and/or
diluents. SUBSTITUTE SHEET
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11. A composition according to claim 10 wherein the prostaglandin is
prostaglandin A2.

12. An agent for use in treating priapism in a male subject comprising a
prostaglandin or a functional derivative, homologue, analogue, agonist or
mimetic thereof.

13.  An agent according to claim 12 wherein the prostaglandin is prostaglandin
A2.

14. Use of a prostaglandin or a functional derivative, homologue; analogue,
agonist, mimetic or metabolite thereof in the manufacture of a medicament
in the treatment of priapism in a male subject.

15.  Use according to claim 14 wherein the prostaglandin is prostaglandin A2.

16. A method for diagnosing the physiological basis behind priapism in a male
subject, said method comprising determining the level in said subject of |
prostaglandin A2, A1, B1 and/or B2 or deritives or metalites thereof wherein
low levels of one or more of said prostaglandin is indicative of a causative

effect for priapism.

SUBSTITUTE SHEET



