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Topical progesterane cream has an antiproliferative
effect on estrogen-stimulated endometrium

Chral oragesting have seen the mainstay in harmoene replzcement therapy (HRET) Haweves, tmeir users have
\,cd b aothersame side effecs such as irviabding. mood swines. bloanng, and headache (10 These
problems coneribule i patienss discernnuing HRT, thus ds
COTIUTILNLLY SonTanes to senrgn for clinieclly effective altcrnoniv e progestins Investigoiors hove bean sxentical
of the sliniegd wilie of wpral proccserane cream (PO (20 Hewever, owr placzbo-coztrelled  stdy
derronsTated that patiens experiencsd grovemetnt in vasenionor sympeams thiough the uss of PC¢3), This
systemic Anding suggests 2 possible role for topical PO an the encometriun ag well. Te this end, wa designed
a randoniz=d,; dozbie-me sk\,d pmccno contrafied study for postmanooiusl women,

v them 78 Inrg-ietm benafng, The health cire

Our study recruited healthy, nansmolking, pestmenspiusal wornen between the ages of 45 and 75 vears,
all of witem nad neen akine oral HRT for ]_J maniks. The protienl was approved by the St Luke's Hospits
Iastiterional Feview Roard, Al of the women discontimaed their HET yast bafore entering the stady, Ezch
woman underwert an inital endememal aicpsy (EMB) after 2 weeks of daily conjugsmed cquine ¢srogen
(CEE, 0,625 mgh locividuals with s iciicl EMB read as omrephic were excluded from the stedy, The
remaming pan 5 were hen randemly plac=d an daily 0,623 mz of CEE and twice datly oensdermal
applicasion of 0, 1A%, or 4.0% PO, Asmaca, [ne, [Portlend, Orepon’, formulated the cream’s coneenTation
of progescerene bazed on the patient's weighl [n addition. the cream coneained alee vern el and alpha-
tocapheral aectite. The progssterane coeam was packaged i individual T-gram ol guets in idensient 3-mi
evringes. Doring both the washoor and meatment periods, the individials were asked fo geep daily joumals,
A dnzl EMB was perfirmed after the 28 days of treatmient.

The two aatholopists reviewing the biopsies weis blinded as w the dming (before or afler lnatinent) iod
cancenmaznon of PO Bach EME was scored s 1o the degres of proliferation: I = inactive, | = seantly
praliferonve, 2 = noderalely profiferative, 5 = pralifsmative. or 4 = highly proliferazve. The endomethial
proliferation scawse (EPS) wers determined By wanking all slides relasive i each othes wsing repetinve!

prirwise comparison of the slidss, [}.ﬁr_‘r:nc-:.l. in the prewealment and josrtreptmen: FPS were

compared wsing Keaskal-Wallis one-way analysia on ranks ampleying Dunn's tess

rEClmEING

O1f e 37 women enrallec. 3 were unsble W finish the protecol for logiste reasons and 2 were diopped far
inadzguate pretreamens biopsy ias defined by inactve histalogyis 32 patents remeined Tos analvsis, The ags
(562 = 71 years), body mass ndex (271 = 6.3 ke'm®), and time since menopause (7.1 = 6.2 yours) did net
i e bevwesn groups, OF those :oma]-rir&, the stuchy. compiianes o medication wes grecter than B8 based
om teview of daives, Mimmal vagine] spotting cocuirad in six women, three dueing the wazhous ezvogen-anly
period and three dunng the Brec 2 wezks of treatment {wo i the placeha group. nnd o in | 5% PCaroup)
Mane of ke wemen reported sny further vagiea| blzeding aftor the third week of the study. and the protacal
ws well salerated By 1@ participanis, The two doses of PC decicased the EFS siymificintly from praoeioment
EnBs and ptacebo (Taple 10

Scveral studies have documznred an inerease inoserwn ysvg{:atcrﬁuc afier the sopical application af PC
when it is sdiinisiered over s prolonged period of 4 to & wedks (4% The plasme concsamations of
progesterone ware bow apd vared grsadly emang individunls, Rowever, elevated sarum lavels are irpelevant,
provided anz obtains the desited clinical avreome. Thus. using endametstal mstologiz chanoess as @ bioagzay,
we demonstrated then compared to placsbo, wansdermal progesrarone crenm has an antipeoliferatve etfoc: on
sgrogan-srimulazed postmenopeusal encometrium, We found no difference in EFS beowesn the |.3%4 and 4%

B arms of e studv, but B3 may sooa resah of 2 cutrent stidy’s

R Tk of power 10 addiess L8 15508

The corfusion sumoundicg the lack of comslton betwesn ssrum fevcls 2nd clinizal effect may be the
st of techriques empluved L0 mcdsurs progesterane corcentrations. Levine and Watsen (5) noted that
measuTing sroulaing progeserone afier oral admimisteanien by divect ROUA wielded an sreensous gigntiaid
inzrease whes compared o rmass speetrornety . Furthermorz, they foung vagina, administration of proges-
tevone resulted in higher ang moere conststent levels of progesterane than were fhund with arol progssterons.
qg Coterined by mess specTromeny.  mnsdermz! application wis not testzd m the L i:'-l- and Warsen study
in additon, 0 Leary et 3l 181 nowed an elevarion of salivary progesterane levels 7 1o 4 owrs wiler togical
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wamperizan of orerregimant and costlireatment endometnial prolifaration scong,
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Meprres AL vilues are expressed as mezan £ 5D NS = net sabistically significart,

Lewnanti, Sfcis of wonend prsertarane. Fertil Steel

croase 10 setum levels by RIAL Heferences
Thus, nanerenl moutes of progesteeane appear @@ have sesimmic

aonlizaton. despite no detzeiabla |
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