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Hormone Replacement Therapy :
Are the Data from Observational Studies and
Randomized Clinical Trials Inconsistent?

Karin B. Michels, ScD, MSc, MPH
Harvard Medical School and Harvard School of Public Health, Boston, MA, USA

Hormone replacement therapy (HRT) has been widely used for several decades to treat symptoms
accom panying menopause. Based on the results of observational studies, HRT was also prescribed
for the: prevention of coronary heart disease. Observational studies have suggested an increase the
risk of breast cancer, in particular among women who took a combined regimen of estrogen and pro-
gesterone. The recently released data from the Women's Health Initiative (WHI), a large multicenter
randomized trial in the United States, indicate an increase in the incidence of coronary heart disease
among women who were randomized to the combination therapy of estrogen and progestin. The re-
sults from the Women's Health Initiative also suggested an increase in the incidence of stroke and
breast cancer among women randomized to estrogen and progestin. Women, who had undergene a
hysterectomy and had received estrogen only, did not experience an increase in coronary heart dis-
ease, but an increase in stroke, while the incidence for breast cancer appeared to be reduced.

There are several possible explanations for the discordant findings from the observational studies
and the randomized trial :

(1) The two types of studies included different study populations ; while observational studies in-
cluded women who took HRT mainly for the relief of menopausal symptoms, WHI partici-
pants had to be largely free of menopausal symptoms. The endogenous hormone profile of
women with and without menopausal symptoms is likely different.

(2) WHI participants started HRT several years into menopause

(3) Follow-up in WHI was considerably shorter than in observational studies

(4) Problems with non-compliance in WHI

(5) Potential for confounding in the observational studies

The decision to use HRT should be governed by menopausal symptoms. Long-term treatment

with HRT may not be necessary for many womer.
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{Table 1 Prevalence of HRT ever-users according to age group & reason of menopause)

45 ~49yrs 50~54yrs 55~59yrs 60yrs~ EF (Total}

W B 926 2,693 1,580 245 5,444
(Postr.enopause) (ﬁi 2HE e 121% 11.5% 106% 12.6%
BT # N 490 2,192 1,330 217 4,229
(Natural menopause) (ﬁi ﬁfﬁ) 18.0% 110% 9.6% 8.3% 112%
SVBHE AT / MO - AR X B B # N 436 501 250 28 1215

(Meno pause by surgery, chemo/radio- HREHe

0,
therap 3) (Provgloncy)  154% 17.0% 21.2% 28.6% 175%
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{Table 2 Factors associated with HRT ever-use (natural menopause only))

HEEEEI2E 25

BhEEET BB BEOE

(Midwife) {Current smoking) {Current drinking)
Yes No Yes No Yes No
24.0% 10.5% 13.7% 11.3% 12.8% 9.9%
s~maconn  ErsESwensss  SESGNRE,
(Exercise at 15-22 yrs old) g within {(Ever-use of hormone
past 5 yrs) other than HRT)
Yes No Yes No Yes No
12.6% 9.7% 13.0% 4.8% 23.5% 8.6%
R ERIKE (5019) %ﬁgﬁﬁﬁ% CLRAE) IR
(Family history of MI) osteop orosis}; {# of pregnancy)
Yes No Yes No OF 1-2E 3mEBE
14.9% 11.1% 14.2% 11.0% 100% 11.0% 13.1%
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NE L7, BYEER, 723 IRE S v A HRT SHARBRENRE o2 8 i, BRAR~DT 7%
AHFHRT ERCHEBLTWATEREER LTI, $72, Lk &I OM%E & S8R5 0 B
H 5 A HRT HARBRENE o/ b, ThODERDY A RKEWI LA HRT A &
Ml L CTWAWREEAS D F3. 7272, OFEEICHEL TR, HRTEHTY AP LA TH EDM
PEBEDORICBRREINE LADOT, SBREAEOREPENLTLI EPFFEENTT.



20044108 313

AAF—Z « AJLZAIFE INIS &3

HERERZMAEFHERESSE 8% MK ¥ =
(NHS BFge /S n— 7% LE L T)

ZHEOREREICBIIAZEF VA

KE Tt Nurses' Health Study % R & T2 ABMELHE O &= — FMFEFEBE N, FOMEHKE
3, REEBRABROBRREE LB, 2ESTLEEFOREMRENMBHICKE(HEL->TE
7o. L L, b2RETRIOL ) ZEOAZHR L 55 KRBEREZMEILITE AR L, BCKER
EATEFEE R ERE RS BAOHE: TORENEE IR oRMEEIRILEI T4 T v,
WigED HEY & 5k -

Japan Nurses Health Study (JNHS : HA&F — A - ANV ARE) 1%, B2 25RO RE
O, TEFRNVE CHORBOEHIC» Db 5 EGESCEEEOFML L, I E O LD
BEICRTIOEENNAZ/ 5 L2 B, £EO 30 MM EORHEFEM LRI 2001 SE»HH
L KBERME a5k — MFETH 5.

BRE, fRiN, 2B, B, RFELVoEEEE, KEAVEVH ERSREY A MTRE) RC
¥ I VAR EOFERR, F/) 0T 47 ANVAREICHT A ECRARREZEIC L B N—
AGA YHERERL, 0%, NREOEFEFROELPLERBLERRLEZ 2ETL OB L A4
BAERICTI0ERMIZHLLVAETLZIOTCHS.

WROMEE T, REVAHLZE L, BECEARPEICB W T EMHIORBELHBEEZNETE S E,
BEEMIENEDR, FLEHMIIOLL2REREOLEE~OEMI D S EPFSN, 30 EL LodkE
B CEEEM, BN, (REEM, BIEM) 2HRLLTna.

X E RN

1999 EE LB LBE/ S vy MFZE, 20014 11 A 5@ INHS $£—KE4E, 20024 12 A
PODOEZREEY, BETTR—R5 (4 VAE T REDN 46,000 AOLHEER (5 b #ERER
HEH 15000 A} 2 SREBEZETV A, BRETIZIE 50000 ADK 4 » SHRATORE 2B L%
BiZZ, BHAED B REEIL L SEOEEEMIIEUP TERPTH L. F—REER-RF
A VRABOFNVEYBEBREOFRABOSN T, 30 BT 1% i wvds, 40HmARET
14%, 40 BAHEET 40%, 50 MACRTE T 86%, 50 ALY T 109%, 60 REARIET 104% % &,
HAETCOFREARPREAGNFARARESHAS 2L R ) 00H B,

RAISEES | T371-8514 REREAUETIEAIAT 3—39—15
BREREREFHRESP ERERFWNEE INHS TEEER
FAX : 027-220-8974, e-mail : eba@health.gunma-u.ac.jp
TFge % — b — ¥ | http//jnhs.uminjp/



