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the llauqsa%le secretion of luteinizing hormone (LH) and follicle stimulating hormone (FSH),
which are secreted by the anterior pituitary. LH, in turn, regulates the production and
secretion of testosterone in the Leydig cells of the testes, while FSH assists in inducing
spermatogenesis.

Testosterone is most often measured as “total testosterone.” This measurement
includes testosterone that is bound to sex hormone-binding globulin (SHBG) (~44%) and is
therefore not bioavailable and testosterone which either is free (~2%) or loosely bound to
other proteins (non-SHBG-bound) (~54%).

Results from a WHO study indicate that testosterone is normally secreted in a

circadian rhythm, with higher levels in the morning and nadir levels occurring around 8 to 10
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SUMMARY

The present invention is related to methods of administering compositions comprising

0% to 29% weight/weight of (cis, -Z-, trans-clomiphene) (hereinafter “cis-clomiphene”) and
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C' F@! Eis a graphic demonstration of the time course of serum testosterone levels with
Clomid, Enclomid and Zuclomid.
FIG. 4 is a graphic demonstration of the time course of cholesterol levels in baboon
males treated with Clomid, Enclomid and Zuclomid.
FIG. 5 demonstrates the effect of Androxal™ or Androgel® on testosterone levels.
FIG. 6 demonstrates the effect of Androxal™ or Androgel® on LH levels.
FIG. 7 demonstrates the effect of Androxal™ or Androgel® on FSH levels.

3



FIG 3 is a graphic denonstration of the tinme course

of serumtestosterone levels with Comd, Enclomd and
wQo@bom2d2 FIG 4 is a graphic denonstrati on oPCT/H82006/010022

time course of chol esterol Ievels i n baboon mal es

denonstrates the effect of Androxal (tm or Androgel (r)

on The §te@ait aivertidnlpeasides dodilgrodedatesfon B]bfeam@tektbﬂeretﬁa‘ lecds in

of l.(t 0 dro
g ARGl A G RO e e oAt e 15 s
The@resErttthileaN@ i§ baded Hh thE sl ATl €N thbn eftdp @3 of treatment

i nvention provides dosing procedures for ingreasi J]I%
with QYRGS GRS GREPTiE D& S olp B ISRC 1A A st o1 inoreased fevels of

test ROl BlahMPSQin ME S4ERA! BAG R heSROIURIcA FTBYts, k&Mbositions
t est osterone | evels. The present invention is based on

compHgng tpfsrqlemiphengingy & efpinisead inferaiftentyos spmeefhesrnon-daily

fash‘iJn%B@ﬁlnﬁcthE 'Ehe%@fk%%%‘ﬁ%&t@ns conpri sing
trans-cl om phene, there is persi stence of increased

| evkomsipbénet(Bit. 8k isap spfisstrogen gﬁmedisrtﬁmwlﬁeh thasllpelimnthepegag
estr@é%n?&%b#&%k%otﬁglgrﬁgste a?hg 3ﬁ&g@ﬁﬁf tfe g e f%%k'oﬁ'tﬁwpltultary

ans-cC m nr st er intermttentl or
Thisloarts t@tnlqmaseﬂ mﬂu@anznyg cshieof Haad filicld stigwitatiag bormone (FSH).

In rﬁeﬂeﬁl@ﬂ%q%éa%efl@ﬁﬁﬁ%amﬁoﬂ@ﬂ@ﬁmla&f t{hﬁLt ;dég% lﬁgfq‘%hﬁ (teestes and

estrogen
resulion ﬂalprcﬁtlbm@gzef higheetddtestdcorgreveheCloypmchaditinte basthe following

srusyRsequent negative feedback on the pituitary. This
f€dds to increases in Iuteinizing hornone (LH and

f olHrmst kel s1. |thmmuug§ch G 1168 € 9] HSkdve shawmibat clantiplese is a
. in d t st
mindl PR ESmENe 18r 2t vBRA SRR cBr PRl field G o tbtne
or zifmdliqf] pheric® sﬁc?s&reitr BN eloméphehes (zrdalmmmiﬂme oxoanblotm@ehas t he
(0] I O] n S cour ns I Ly .
Accp IR 7 3l T CHORAICTRAL P BBRG T2 Cal 505! whie

cis-¢tonsiphe 19E1 ﬂawn@ﬁmmbfnkGfI%GﬁenSS‘\ml ch they refer to

as _cis cl om hene or. zucl o hene
o s i e ISR (i e R B o e R R R ED W he
cis- @&ﬁérﬁmlﬁ fhﬁiﬂ@?otetﬁ@ﬁ&hdﬂe&@trdg@nﬁf&ﬁi and @hs zﬂio béen Bdpoiiddab @ne:
as a.ne

tin oint _of 14 50. 5
antizeqiregepitiaphdte Tilﬁ:fwt of8 at gy t{%? #gé%%f thy (e g on 8@7%@1%8%‘@ to
bottFfoRa$ st@ingahat tHRayiRtudd x§ ehorOdRdtidetBdn hdBe1dnipRe bBHFTEThe trans-
s antlestnr?genlc while the ¢ -isoner .is the nore

isorpes s OV AP e I%V§f ofdhrnipethplamis- Ay cpizegeRic oM els

clorh Héi‘fetcgﬁ’trltoﬁeﬂ@‘éﬁc}ﬁﬂéekl o@t@lﬁt‘i&&@d@%el@ﬁ{ th¥ blikiolddiEpAY YA Rling
attribute the effect of the d %{on ovulatory activity
€

to opatigs e dsorgTsgrpalsaTgparted to e diferaniinerhiodiatigife. Farthermore
the &E EGMIHaY Bednheidrib D FBlede QB RRENS AL RN or hREcdsE Gl HRNBY

following a single dose.
Vandekerckhove, et al. (Cochrane Database Syst Rev 2000;(2):CD000151 (2000))

noted that ten studies involving 738 men have suggested that anti-estrogens appear to have a

beneficial effect on endocrinal outcomes, i.e. testosterone, but there is not enough evidence to
evaluate fertility effects. Nevertheless should clomiphene administration enhance testosterone

levels then one could easily conclude that the drug should positively impact the side effects
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In 1991, Guay et al (Urology 38:377 (1991)) suggested that clomiphene could treat

sexual dysfunction in men. Their hypothesis seems to be that sexual function follows

5



50: 801 (1988) saw increases in spermconcentrati on and
count but others have not. (See e.g., Sokel, et al,

wWo-e0obi1h223and Steril. 49:865 (1988); Check, et BECT/UB2006/010022
J . Fertil. 34:120 (1989); Purvis, etal, Int. J.

testodRgdrRllevéis: TOR wad &ﬁ)%))r;tecﬂﬁcbaﬁy gﬂdiiékshoﬁl’r@posﬂﬁ@mﬁhence of

27:109 (1993) rou
andrggens @a¢ af@%alévnc %rr, SR Pl -GN egr;},g) ?F{&?tg% 4{9 ﬁz%{‘%
and %@1@% ﬁlat fed §‘1leep @[a@éa erddn6kisQk a dfongk:Borst 49T) Cunflingheh, er al., J.
study showed no ch anges in semen ﬁuallty or fertléiééén

Cling Endsiérins g 0502 { FERY tHtever Mg his EAfdPEY: o F
Endgérﬁl%i?)l\rle)taba‘c‘?@r?ﬁ% (%b%ﬁlbﬁsh@@@ BfRdyt 9 vﬁ%fthéf‘@amﬂérease in LH,

testosterone levels"go up in nmen with poor qualit
FSHs prd festbaieronsortter 2 monthp pfclomipheng bpiaorcdfeps va eregiile gysfunction.

Thefqug%ltnbéa%éfﬂg h&fanﬁ Zé]lﬁlg n?eggg@ SHe6%ic kRAbs b1 hRAMut it seems

nt wth c oes not Seemto have a
that gystsiisiing tUQtesD@wpmJL@veéfo@tenosgh Hef&dctsiof teglostarong bn sleepdiclgted

erec’?’l }Z\% et[ ﬁg&l&@{b EAGH (ﬁgrs 5%1&08&1? ) %vapgsoﬂ{éﬁlﬁeg.WZ.SM

udi es have pt” men’ on on1p ene
U9T@W as Iong as 18 nont hs and at Ievels of 25 per .

((j ‘ay \SF mg g%{'g {?net/a\s/e(eni %‘c%ﬁ r a 90%%’3 §1e§1 cgogng&l’sm?ﬂ?é{nehlge%gér

prefeI(aUIydrcﬁw-eatm;fhexmla ;Iﬂgc&:ﬁnﬁwﬂendm)f ihe isverers o'lt'lub]mlphene as described

belq:v&y (fI) ?tIS tlé@e ggtng%ﬁilg p?og\yt%ffrc]iat ix exagfgl | g!tmg&hance tesapsgarone levels
whiRaéduying tthedki deeffobto vl the dugs Thusy the pirebdnt ewenmoofprwms ogens
and, sexual, function

therFRBE FFTONDE RRTARRET AR DR Bylsor vas Tt B e

coml_il_e'étegjinﬁﬂ tBegXidtial &bﬁnﬁblﬁﬁ@ﬁfdaﬂﬁl&n&s a strong response to

nni ng n. Endocrinpol. Metab. .

701y eee %@gment ?%we%%ent inyeniioy & pa@%vhggasaﬁ r}e(séa%?ﬁw%io

incrédse thbir-serghil tBstoskenéiRAEveRQke adiviiigtbred 6% Foidie 6&59@&)0)” an effective
publ i shed a study .in mhl?h t hey sa |n%§ease in

amquagpf CSWHO%‘té‘%‘tCB%‘PE?l%@a’%ffCt ‘@?lpbe“ﬁﬁ?ﬁ %{éa?&f eE’reGﬁ%%@ﬁ éo Hopt

2008 (%ftlﬁ&l%ﬁ $he@BtefhiB&dnl o optirRdl UBGEEAR Wit fRrevelbOHlink§ skill in
sonme_ advant age for young nmen_and specific ¢

the gt)e &ris-pHamipheiigrmatalsoehe/PEeSen & thp GRIMPGSHIOR poy ipng ﬁ%‘é}j}e ratlofof trans-

clorﬁ$ﬁ$n‘3% Ek Qﬁﬁlllhl%ﬂ@is g%e%tep%n eNAUABes JEifeqfeh§ a@f cis- isomers of
testosterone on sl eep-related erections naY have been
mn

clomiphens steices shost dasenibed (nBimsk enl tsgpragte ago, usgful in the practice of the

mefﬁ%ﬁﬂﬁﬁ&yat Res. 42:541 (1997)). According to the
present invention, a conposition conprising of one

i s dnretothsr embedilp b ‘of the'prasers iffvphitones ppticnt syfferdnesfroye g disorder
rela%ld?(;1 %p%%o&apﬁm i$ 9 hiteRd oﬁ{a 8{%5}@3 ?t“éﬁ sgtdiedmbal %W

romt e nor nal y proau m xture are used
contposnamhwmwsmesrtaasclemmhena a9 éb@gw’ﬂtW@nm@I mgithgbauhdlkmee

(alt}?ofu%\/ ef%ﬁrm‘ﬁﬁ%n%rfgﬁnr?eg Ig}%}?afgestlp%ltﬂ hRS& 01} JNiG sQi'ﬂ in the art).

des an or al Oor increasing testosterone
Cszcmnabl&:,ne wihay elho bapksnoin thea®mgpsition SHew asitberagd dlovars-

clomlpﬂenecto czs-chqg}\eth & g(r:"e?g ef Marrx] 9. (Alnglgésooq?&ecrgng-refmlcﬁt is&'ﬂérs of
clomiphene such as those described in Ernst, et al. supra are also useful in the practice of the
present invention. The condition associate with hypogonadism includes, but is not limited to,
reduction of muscle mass, limitation of body performance capacity, reduction of bone

density, reduction of libido, reduction of potency, benign prostatic hyperplasia, oligospermia

6
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Compositions according to the present invention may also be administered by the
intravenous, subcutaneous, buccal, transmucusal, intrathecal, intradermal, intracisternal or
other routes of administration. After administration of the composition serum testosterone

levels may be measured as described above and dosages may be altered to achieve a
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between day 12 and day 18 (washout). This indicates that Enclomid is readily cleared from
the circulation consistent with the metabolic clearance seen for Enclomid in humans.
Enclomid was clearly better and more consistent than Clomid itself and Zuclomid was

ineffective.
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to increase the same parameter. Preliminary analysis indicated that the changes in cholesterol
levels were not statistically significant and that the changes were within the normal range.
Due to the observed trend for the two isomers to demonstrate opposite effects on cholesterol
levels over a short period of time, further analysis was conducted.

Detailed analysis indicated that Enclomid resulted in an 8% decrease in serum

cholesterol levels. Conversely, treatment with Zuclomid resulted in a 22% increase in serum
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dimorphism in platelet counts between male and female baboons (279 for males vs. 348 for
females). This is likely to be due to hormones. Since the Enclomid group demonstrated
increased testosterone, the lowering of the platelet count could be secondary to the change in

testosterone in this group. Moreover, treatment with Enclomid pushed the platelet count to its
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at thidnldbethg shudy FRWRrClbyinphesydiesudnanedfforendes oser the treatment
period were not statistically significant. The changes with Enclomid and Zuclomid were
within the normal range. AST is depressed in pregnancy; thus the action of an estrogen

agonist such as Zuclomid in lowering the marginal AST level could be rationalized. Alkaline
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result, a case could be made for its use in the

popul ation of men with AIDS. These individuals are
wobieno2seat ed with agents that are intended tBCT/HBRE6/010022

testosterone due to the wasting effects of disease.
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evel could be rationalj ig Fal [ nggﬁaos hat ase . iﬂ_ﬁ’)
hlgh Qi kRGN SEPPRATISAPY S0fne)-A 129, ALRth PHFT b Lo
seruft SRERG R RERRN dd6 ah OB/ 12nGitHOEn AR d AR &Y & ref dordiffi@ences
agai nst hepatic damage. There were no chanpges in serym
betvegep seriim crogiinige aalvqswégmb% HWainstan ipcrease tslnfgusg m&%“ﬁﬂ Sg]f)
timSigfey® . al bum n over an extended tinme period could
contribute to free serum steroid hornone_ | evel s

in
hudeis sdiurolayms wergdrver thep siferarae valypsior all primpls éhrﬁgﬂhgwhe
stud?ﬁﬁeé?%g CarBb@ibRide %Qﬁl%’:kér fhan @&ex@nc@%h@%d da@QQ f&QH@CI@fmd and

npounds coul d i nked liver %e on the
Zucloaddl grogps. Sprampaicarzep é’ﬁ%lO&@%@y&Ham@lﬁ é‘%‘l‘&)&@‘t‘t ke dedh vity

paraﬁ %x%tjh? SR E‘E:t Bee1dg ?al%%lgﬁ&%m%@grdp Moxﬁiagthl@s,% vt

was not elevated follow ng Zuclomd
electrplytet imbalances detoried inl dhertesh swinhals throughget allgrepdgnhigpriods remains

iSO TSP oL BBty e

resuteicl om d. Al't hough BUN and BUN creatinine were altered

du L[th gort&gho%%gsrteéju ]gndr}:a{el}ﬁat gnﬂg;'ngi i Rl%reEJﬁ%Lt%y tgang('flgﬂﬁﬁor

t he C a de I'n creatinine argues
Zuchgdi asdnhareisl totdysgfummestosmonab\zud&sldoé clgdrtyrmet efffestive and that

deﬁgfﬁyrl%%s?aglgg% &Wl \(/:%‘8) doéo%asl 1|sr¥1 allju gﬂrl.& ?@gegfgg r%uélgmid
conipohdnit bf ORRMid@bull pkedbrtinkte i@the omctuia’lioh @derginiet divey)its longer half-
life.

Enclomid appeared to be relatively benign in all aspects when compared to Zuclomid
and, often, even Clomid. This is particularly true when consideration is given to the trend of
Enclomid to lower cholesterol, and liver enzymes as opposed to Zuclomid's trend to raise the

same parameters. The surprising trend for Enclomid to raise the lymphocyte count may be
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high fluid intake (presumably acconpani ed by edemm).

Al so, despite an increase in total serumtestosterone
wheimwaen23ziay 0 and Day 12 with Encl om d, ther eP@EUS2006010022

di ff erences between serum creatini ne val ues, arguing
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time interval. Serum sodium|levels were | ower than
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clorg b € AL BBIPRL D 5AET T br 0™ BBy PLLY FaroRGone fevel
such thyelicedbsage anfousrinddoagde fréqteddilinybeMdjused td ahieve therapeutic
ngreasi n tosterone Level in Men Using TV
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The study enrolled 62 hypogonadal men with testosterone levels less than 300 ng/dl
(normal 298-1034 ng/dl) that were randomized into 6 different arms, three doses of
Androxal™ (12.5 mg, 25 mg, and 50 mg), placebo, and both high and low doses of
Androgel®. Half of the men in each of the Androxal™ and placebo arms were randomized
into cohorts that underwent in-clinic sessions on days 1 and 14 to determine pharmacokinetic

parameters for Androxal™ as well as cyclical changes in testosterone. The placebo and
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saturation analysis and by radi oi nmunoassay.
Non- SHBG- bound testosterone | evels (bioavail able

WO e®b061282 one) are al so neasured for exanpl e aPCDU1006010022
to Tenover et al. J. din. Endocrinol and Metab. 65:

AndickhfMELE8 Were 2988ni b2 in20HRbE WRAFRSioR The Andro&l@r dBdath was
Bi ochem 16: 801 (1982) incorporated herein
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enr O
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indiSithgnhabledir@s eHoss chamgds b@ﬁd%dhwghl AamtrbxdtIEWTdi(sseﬂnlﬁf/ to show
In e

TR O A TS P BB PR a0 FaLBRe Sisd gy bl

resu@t® Rahdl svhéhAhdrogd® ﬁmed Fofex@hipltithe 8188 degef (Alﬁchd)ayl@v‘ fised

AR G5 "] P SR o S o ortion CEV) of 29%

and %ﬁﬁtaﬁﬁ)ttﬁé’ Fla&bo ya)ap mmeio@thaadyeﬂwnamhfdgm)@ sos@B10eyielded
dm nistered in

meaAﬁ‘&?‘dﬁsé?S(qf9“e€F’é§%ﬁ7\§é%89d@fﬁ ﬁ?ds?doéﬁé%ﬁ rrgzﬁa%"aﬁé Alegpdp3ve
respe@fBiyon. Hal f of the Androgel (r) patients underwent
in-clinic sessions simlar to the other patjents in

t hé\fiet {figays phAndaraty thirer W%@f@rwa@%@@b\ﬁ%? fotal
testcﬁ@crrér%'lﬁlﬁné’l’%ﬁt‘f‘erﬁ glnlll% Ghel PMceBgradifli.b.ila0hGHhing P¥A&Na hidd-HAN

days to determ ne the status of their testosterone

trouglagied] astisepepighivdYithonibedngdhournst Yeheasy.(iis aeftermmay phdie to His
modB¢ 5&?&‘3|o@kmr09£lT“A%§c‘Hglﬁﬁe{afs)to 95 Hi’édl%d Hﬂ'&lgﬁteﬁgé&s bhat

were different than placeb
hypqtbalamist patuiere awévml@wmbplom@l@esdlmalm@?r@ ifalnqqnmn Agydrogel® was

neax@]ﬁgtoﬁg\!vé\re) @[(&qF ?&g t%{o%*oﬁé To(f %nld §1@\«Oérﬁt 'a%@&&te? %ﬂ Qgﬁng

i'n testosteér rom basel | ne test dsterone | eve
and pR¢iGxcByded THe@otnmabhighileyebefd ,03# gl/dd §sdain gfdividuals on Androgel®

10G were able to achieve peak levels of total testosterone of over 2500 ng/dl.

Interestingly, the level of serum total testosterone in the follow-up period (i.e., 7-10
days after cessation of daily oral treatment) unexpectedly remained high after treatment with
Androxal™. In addition, the serum total testosterone levels were significantly higher at the

highest dose of Androxal™ compared to the high dose of AndroGel® 1% (p = 0.017, t-test).
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Androxal (tm) achi eved nean increases of 169, 247, and
294 ng/dl respectively, while those of Androgel (r) 5G

wo b@oliae2est approved dose, and Androgel (r) 103CT/082006/010022
hi ghest approved dose, produced changes from baseline

2. Lliadts WeLE aliFaet3 ng/ dl . These val ues were
statistically indistinguishable fromthose changes
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simidlt@pte-ticamnetlt Mve1al pattern for men on Androgel (r) was
nearly flat. However, spikes in total testosterone for

O R
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addltlon %he ser.u

.% testoster e levels S Yere o
ErOgs s i Carff fFsHisgh ety Hi‘geee yyes e B fstr than
totaﬂéﬁbﬂéﬁ@he( trids 6O RRBERVdI Qo ftIIET %Q&lsrd@l‘é@ reldtivARCe Q€s8drdrie)in
1% (p, = 0.017, t-test).2. Effects on LH and FSH Levels
menre E‘%&ﬁ@\meﬂ?yAndr oxal (tm) produced a statistically

Si qishitsCRBLinitd) K RASS, fafuridiRs S bicAtd @héi(p@cfted-l-ﬁ thaf meh en
onadal nal e subjects (FIG .6). in the case of

Andcré?aé exgeriredstonsiost %ﬁﬁ@d@mr‘%@cmméﬁglnﬂi‘wﬂﬁe diggpduction in
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period (i. days after cessation of dai
5. 9%rréchlph@hﬁ0) thm@p@maﬁ@wnﬁ épeseses pEpratorfad ZRdhr t’f“%){’\n‘ihﬁée@ >G

dqhbqg s8R Oof Androxal (tm). By conparison, treatnent
an %&% [ (r) initially decreased LH and after

cessatlon there was an apparent rebound towards
4. Pissugsiadat nent | evels. Treatment with Androxal (tm) al so

produced a statistically increase in the serumlevels
Based on this study we infer a number of potential advantages for Androxal™ as a

potential therapy. Androxal™ appears to raise total testosterone into the normal range in a
highly consistent manner without abnormally high spikes in serum testosterone. In addition,

the use of transclomiphene to treat men that suffer secondary hypogonadism offers a new
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of FSH in the hypogonadal male subjects (FIG 7). The
pattern of increasing FSHis simlar to that seen in

wo b@eaexze2 of LH, that is, all doses of AndroxaPCT/m$2006/010022
boosts serum FSH whi ch remains high during the
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total testostero or exanple men on
translbn; nﬁ“@x“cmg die $elowf speadecontalaid tprefxperesd hngahriakeperpf i testis,

anc i Bl Q30 ORI el SR O L
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Uamgauoxal(tn) experlenced a non-dose dependent
reduction in triglycerides. The reduction in
triglycerides averaged a decrease of 19.1%after two
weeks of therapy. This conpared to a 5.9% reduction
for the placebo group and i ncreases of 0.3% and 22%
for the Androgel (r) 5G and 10G respectively. 4.

Di scussion Based on this study we infer a nunber of
potenti al advantages for Androxal (tm) as a potentia
t herapy. Androxal (tm) appears to raise total
testosterone into the normal range in a highly
consi stent manner w thout abnormally high spikes in
serumtestosterone. In addition, the use of
transcl om phene to treat nen that suffer secondary
hypogonadi sm of fers a newapproach that potentially
coul d offset one of the major side effects of
exogenous therapies such as Androgel (r). Exogenous
t herapi es provi de negative feedback thereby shutting
down FSH and LH production. FSH is an essenti al
reproducti ve hornone and in the male stinulates
sper mat ogenesi s. Long term exposure to exogenous
testosterone, as a result of its effects on FSH
production, causes a reduction in spermsynthesis,

| eading to the potential for transient infertility due
to | ow sperm counts and therefore a resulting
shrinkage of the testis, since the volune of the
testis is related to the | evel of spermatogenesis
within the sem niferus
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tubul es. The increase in FSH |l evel s al so indicates
that Androxal (tnm) may be used to treat infertility in
woradoed9228ncl udi ng hypogonadal mal es. Moreover, PE€TES2006/010022
extended affects of Androxal (tn) on serum
testosterone, FSH and LH | evel s indicate that
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thereof .. 3. Th t.hod c wherein the _single

dose is Pf @HLQEB aig 1, éSV ¢ ey Isyirom ARPUR A #9,30qulof
100Gh@i m 3, vvherei n the Si ngI e dose is fromabout 12.5 to

about 50 met hod of claim4, wherein the

siffgle d Bs @eﬁhgd Qéclslm S avhgieinghe sipgle dose THiEomabqybd2-pfo about
50@%a|n11 wherein the period of tine is fromabout 7 to
out 15 days. 7. The nethod of claim6, wherein the
period &he tnreﬁed pEclgipghwhpistitha gngle degs dyt2. % 25 CEVASHES:
The, et hedmafho& b iMnll, WhElRI tRe ﬁgé?r%d B@Fn'n@ R frdn® aBo‘ﬂt ﬁ%%out
of increased testosterone |eve . The net hod
I5dayai m 1 wherein the patient is in need of reduced
chol est ?ﬁ@lneihgd' &F Saimld) Whgllgﬁl tH@f)J?Bg flmg ksafkﬂﬁ &bo%%t?'agout
the patient is in need o I'ncreased muscl e nass
12dpkie net hod of claim 1 wherein the patient suffers from

l ' Q;O dys Tho fﬁgt\ﬁod gﬁfz Aal;l:lhlewﬁ@&p gn% é)gfleng lri.[sgh g%e;ito\gﬁh%e%éa tésj’?o“asterone

tient 1S in nee | NCr eas
levels

9. The method of claim 1 wherein the patient is in need of reduced cholesterol
levels.

10.  The method of claim 1 wherein the patient is in need of increased muscle

mass.

11.  The method of claim 1 wherein the patient suffers from lipodystrophy.

12. The method of claim 1 wherein the patient is in need of increased lymphocyte
levels.

13.  The method of claim 1 wherein the patient is in need of reduced triglyceride
levels.

14.  The method of claim 1 wherein the patient suffers from benign prostate
hypertrophy.

15.  The method of claim 4 wherein the patient suffers from prostate cancer
16.  The method of claim 1 wherein the patient suffers from a disorder related to

male hypogonadism.
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| evel s. 13. The nethod of claim1 wherein the patient

is in need of reduced triglyceride levels. 14. The
woredohook26f cl aim 1 wherein the patient sufferspPET/082006/010022

beni gn prostate hypertrophy. 15. The nmethod of claim4
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The nethod of claim1l wher |f9?)t he ent sufhg s from

a §-sorthemetladof glging 46, veyers! @é?fﬁ df mjtatipn ofRedy et hod
perf&tnaﬁéeada k6, wherein the disorder is reduction of
nmuscl e masS. 18. The nethod of claim 16, wherein the

d| $9r deFheinethadrafelaim b6 vorrenyias diseerds rahtion oF peeidegsity.
0.Ther HE%QIQ% Hhiafth 26, 'R/hln%n M@Gi"sgﬂd& ib Fb@u&io‘ﬂ‘%f d8ifio.l S
re uctlon of bone densit 20. The net hod of claim 16,
whet.ei riThetmeetifidsd iction 16, svhe@autb@ ﬂ@@rd@’rls redpgtign of patencyhe
met hod
0F 25501 o Hie Rl Bt i NESHELTh bE GisGlaSL ALt ch of GO el
hypedplsm der is reduction of benign prostatic hyperpl asi a.

he, rgl/eq}?od Shrah % Wi 0 GlsG it nﬁ‘\erqh@or der is
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