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Hormone Replacement Therapy and Endometrial
Cancer: Are Current Regimens Safe?
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dose cyclic regimen has been in widespread use for only 5 years

There is extensive epidemiologic evidence that postmeng-so, neither of the two case—control studi2glf provides data
pausal estrogen therapy substantially increases the risk for gA-the low-dose cyclic regimen. Both case—control studigs
dometrial cancer. Since 1970, more than 30 epidemiologic stugowed that, relative to the risk in nonusers, endometrial canger
ies have documented the strong association between unoppesgid decreases with increasing number of days per monthoof
estrogen use and increased endometrial cancer risk. Risk isgfogestin use.
creased with increasing dose of estrogen and particularly withThe second hormone replacement regimen in common us% is
increasing duration of use, such that women with more than ¢8lled continuous and is composed of daily estrogen (conjugated
years of unopposed use have about a 10-fold increased nsl@g[frogens at 0.625 mg) and progestin (MPA at 2.5 or 5.0 n’fg)
endometrial cancer (1). Adding a progestin to the estrogen reggain, the lower dose of progestin is preferred to minimize S|éte
men can lower the increased risk of endometrial cancer aSSQ,{ffects Large trials have shown no increased risk for endorﬁe
ated with estrogen therapy, but it might also remove some of gyl hyperplasia among women using either 2.5 mg or 5.0 rﬁg
other benefits of estrogen, such as the favorable effect on |IMPA in a continuous regimen (3 5) Pike et al. (2) also found @0
proteins, coronary atherosclerosis, or vascular tone. For thﬁﬁﬁeaged risk for endometrial cancer among women usmg
reasons, questions regarding optimal dose, duration, and typengrapy. 3
progestin are crucial. In this issue of the Journal, Pike e23l. ( In summary, both the cyclic and continuous hormone replace-
present data from a large case—control study on the endomeigight regimens are associated with a much lower risk of endo-
safety of currently used estrogen—progestin regimens. metrial cancer than estrogen used alone. Because the only §wo

Currently, two hormone replacement regimens—a cyclic arglidies of cyclic hormone regimens and endometrial cancer sk
a continuous regimen—are in widespread clinical use. In thgoduced conflicting results, the optimum duration of progesin
cyclic regimen, a woman is given estrogen (in the United Statege in cyclic regimens requires further study. The low-dose gy-
usually at a dose of 0.625 mg of conjugated estrogens) dailydic MPA regimen should be used for 14 rather than 10 days [fer
with a 5- to 7-day estrogen-free period at the end of the mon#onth, and compliance with this complex regimen is crucial. jf
and a progestin (in the United States, usually medroxyprogeswoman routinely forgets to take half of her MPA tablets, her
terone acetate (MPA) at a dose of 5-10 mg) for 10-14 days of tBRdometrium will not be adequately protected. s
month. The lower (5 mg) dose of medroxyprogesterone acetaten an effort to minimize duration of exposure to progestins @s
is often preferred because many women experience mild dygll as the monthly withdrawal bleeding associated with cyclic
phoria when taking higher doses and potential adverse effectse@rapy, investigators have evaluated quarterly regimens. In 8ne
the lipoprotein profile or the cardiovascular system are likely fgnhcontrolled trial 6), 214 women who had been taking monthly
be minimized. In the Postmenopausal Estrogen/Progestin Inigfclic hormone replacement therapy were switched to ther%)y
ventions (PEPI) Trial, 10 mg of MPA given daily for 10 days peWith conjugated estrogens at 0.625 mg daily and MPA at 10 g
month (with conjugated estrogens at 0.625 mg daily) has begided daily for 14 days only every 3rd month. The rate of
shown to prevent development of endometrial hyperplasia deéidometrial hyperplasia after a year of therapy was 1.5% (95%
ing 3 years of treatmenB]. The case—control study by Pike etonfidence interval= 0%-3.2%), very similar to that expected
al. found a nearly twofold increased risk for endometrial cancgy untreated women. In contrast, the Scandanavian LongCycle

associated with cyclic regimens used for fewer than 10 days @(dy (7), in which 240 postmenopausal women were randomly
month but no increased risk among women who took cyclic

therapy for 10 or more days per month. In contrast, the only

other large case—control study of cyclic hormone therapy found

a small increase in endometrial cancer risk, even among wometfffiliations of authors:D. Grady, Departments of Epidemiology and Medi-

who took 10 mg of MPA daily for 10 or more days per montﬁ'”e School of Medicine, University of California, San Francisco, and Women

(relative risk for 5 or more years of use 2.7: 95% confidence Veterans Comprehensive Health Center, San Francisco Veterans Affairs Medical
Center; V. L. Ernster, Department of Epidemiology and Biostatistics, School of

interval = 1.0-6.8) (4). In the only large trial that mvesngatechledlcme University of California, San Francisco.

the lower dose of cyclic MPA (5 mg daily), women were treated Correspondence toDeborah Grady, M.D., M.P.H., San Francisco Veterans

for 14 days per month, and no increase in endometrial hypéﬁairs Medical Center, 4150 Clement St. (111A1), San Francisco, CA 94121.

plasia was noted after 1 year of thera®).(Because the low- © Oxford University Press
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assigned to monthly or quarterly cyclic hormone therapy (2 m¢R) Pike MC, Peters RK, Cozen W, Probst-Hensch NM, Felix JC, Wan PC, et
of estradiol on days 1-78 and 1 mg of estradiol on days 79-84. al- Estrogen—progestin replacement therapy and endometrial cancer. J Natl
with 1 mg of norethindrone on days 69-78) was stopped after 2-@ Cancer Inst 1997,89:1110-6.

fth | d5 f b f Effects of hormone replacement therapy on endometrial histology in post-
years of the planne years of treatment because of an un menopausal women. The Postmenopausal Estrogen/Progestin Interventions

ceptably high rate of endometrial pathology (including one en- (pepi) Trial. The Writing Group for the PEPI Trial. JAMA 1996;275:
dometrial cancer) in the quarterly compared with the monthly 370-5.
cycle group (6.2% versus 0.8%; = .004). Although this study (4) Beresford SA, Weiss NS, Voigt LF, McKnight B. Risk of endometrial
used different hormones than those in the U.S. trial, it raises cancer ip relation to use of oestrogen combined with cyclic progestagen
questions about the safety of quarterly cyclic therapy. therapy in postmenopausal women. Lancet 1997;‘349:458—61.‘ _
. . (5) Woodruff JD, Pickar JH. Incidence of endometrial hyperplasia in post-
Current hormone replacement regimens might be safe, but are menopausal women taking conjugated estrogens (Premarin) with medroxy-
they optimal? For short-term treatment of menopausal symp- progesterone acetate or conjugated estrogens alone. The Menopause Study
toms, MPA appears safe and effective. However, growing evi- Group. Am J Obstet Gynecol 1994;170:1213-23.
dence suggests that micronized progesterone might be a bel®@rCCras &, Sy o e g atariery progestn, Obetet
progestin for long-term use. Neﬂhgr MPA nor progestgrone Gyneg)l 1994;83:693_;)00_ pyusingq Y prog
added to estrogen alters the beneficial effect of estrogen in prey cerin A, Heldaas K, Moeller B. Adverse endometrial effects of long-cycls
venting loss of bone densitg), but evidence suggests that MPA  estrogen and progestogen replacement therapy. The Scandinavian Leng-
negates more of the beneficial effects of estrogen on the cardio- Cycle Study Group. N Engl J Med 1996;334:668-9. 3.
vascular system than micronized progesterone. MPA reduces EffetCts of hormlogetthera% on th’”T tmi”erat‘,' de”ﬂ‘é’:Plre?{'tls fTrEmP‘ﬁet
. Yo - . ostmenopausal Estrogen/Progestin Interventions rial. The P@st-
h|gh—denS|ty!lpoprote|n—|ncrea5|ng effect of unopposed estrogen menopausF;I Estrogen/grogestign Interventions (PEI(DI) Tr)ial. The Writi%g
more than micronized progesterone dd®sand may reduce the Group for the PEPI. JAMA 1996;276:1389-96. S
beneficial effect on atherosclerosisj and on coronary vascu- (9) Effects of estrogen or estrogen/progestin regimens on heart diseaseisk
lar tone (11,12)_ The PEPI Trial found no increased risk of factorsinpostmenopausal women. The Postmenopausal Estrogen/Pro@Stin
endometrial hyperplasia in women who were randomly assigned Interventions (PEPI) Trial. The Writing Group for the PEPI Trial. JAMA§

. . ) . : 1995;273:199-208. Y
to cyclic therapy with daily conjugated estrogens plus MICTON5) Adams MR, Register TC, Golden DL, Wagner JD, Williams JK. Medrox

ized progesterone given at a dose of 200 mg d_a”y for 10 days pef progesterone acetate antagonizes inhibitory effects of conjugated eqgine
month, but no studies of the effect of micronized progesterone estrogens on coronary artery atherosclerosis. Aterioscler Thromb Vasc Biol
©

on endometrial cancer risk have been published. 1997;17:217-21. o
(11) Wwilliams DB, Voigt BJ, Fu YS, Schoenfeld MJ, Judd HL. Assessment
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trogen replacement. Obstet Gynecol 1994;84:787-93. Q.
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Malignant Origin of the Stromal Component of
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tous appearances. The classic triphasic Wilms’ tumor cont@s
In this issue of the Journal, Zhuang et &) provide mo- plastemal, epithelial, and stromal elements, all of which are be-
lecular evidence for an important proof of principle, mainly thateved to be differentiation products of the primitive renal step
the various histologic components of a tumor arise from a corell; any one of these three components may dominate. The
mon clone. This principle has long been accepted in the leukgastemal and epithelial elements usually mimic structures seen
mic stem cell disorder chronic myeloid leukemia, where th@uring normal nephrogenesis, whereas the stromal component
Philadelphia chromosome can be found in morphologically nagan undergo heterologous differentiation along the lines of
mal hematopoietic element&)( However, in solid tumors, this smooth or striated muscle, cartilage, bone, or adipose tissues.
issue has been much more controversial. Authors talk about tfigese diverse histologies raise the question of whether the vari-
“benign” stromal component of a tumor, yet this component majs types of Wilms’ tumor arise from multipotent renal stem

often make up the vast bulk of the tumor. Is such an aberrang|is at various stages of commitment and how these relate to the
proliferating stroma really benign?

By studying allelic loss in microdissected components;
Zhuang et al. (1) show that, for the empryonal tumor nephro~correspondence toK. Pritchard-Jones, MRCP, Ph.D., Department of Pedi-
blastoma or Wilms’ tumor, the stroma is clearly part of thatric Oncology, Institute of Cancer Research and Royal Marsden Hospital,
malignant process. Wilms’ tumor is renowned for its multipoterftowns Rd., Sutton, Surrey, SM2 5PT, U.K.
differentiation capabilities, sometimes bordering on teratoma-Oxford University Press
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