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Efficacy of Hormone Replacement Therapy on Lipid Profile
and Bone Mineral Density in Postmenopausal Women:
Continuous vs. Sequential Treatment

Chang Yun Lee and Sukhyang Lee
Graduate School of Clinical Pharmacy, Sookmyung Women's University, Seoul, Korea

Menopausal women experience urogenitory and vasomotor symptoms with increased risk of
osteoporosis and cardiovascular diseases, which can be reduced by hormone replacement therapy.
However unopposed estrogen therapy has been associated with an increased risk of endometrial
hyperplasia or cancer. The objectives of this study were to compare effects of continuous vs. sequen-
tial hormone replacement therapy (HRT) on lipid profile, bone mineral density and menopausal
symptoms of postmenopausal women and to assess how they perceive the menopause and HRT cul-
turally. In this retrospective study, women in menopause longer than 6 months, normal in the mam-
mogram and Papanicolaou smear, cholesterol level lower than 190 mg/dL or triglyceride level lower
than 500 mg/dL were treated with Srogen (conjugated equine estrogen 0.625 mg tablet) and Provera
(medroxyprogesterone acetate 2.5 mg tablet) for continuous treatment(CT) or Cycloprogynova (Estra-
diol valerate 2 mg and Norgestrel 0.5 mg complex tablet) for sequential treatment(ST). They were
evaluated for lipid profile, bone mineral density, menopausal symptoms, side effects and their per-
ception of menopause and HRT. As results, total sixty-seven patients out of ninety-four enrollees
were included in final analysis (33 in continuous therapy, 34 in sequential therapy). There were sig-
nificant decrease in total cholesterol (15.04+3.17, p=0.0001), LDL (19.7243.27, p=0.0001), and
increase in HDL (5.89+1.63, p=0.0001). Bone mineral density increased significantly with HRT
(0.02+0.11, p=0.0001). But, there were no significant differences in change of lipid profile between
continuous and sequential therapy: Total cholesterol, 13.1244.7 vs. 16.91+4.3; LDL 20.53+4.1 vs.
18.93£5.12; HDL 7.15+£2.3 vs. 4.67+2.2, p>0.05. Incidences of flush reduced from 75% (CT) to
3.13% and 71.88% (ST) to 9.38%. The change of endometrium and breast were found 3 (CT) and
5 (ST) women, respectively. Most of women recognized that HRT is necessary (70%) for postmeno-
pausal period but did not understand well the cardiovascular protective effect. In conclusion, hormone
replacement therapy was effective in improving lipid profile, bone mineral density and menopausal
symptoms in both continuous and sequential treatments with similar efficacy.
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ceride”} 500 mg/dL o}del o342 A 9jsldct.
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FZ AR FUE HIE 32 F A4 Fo o]
A 147 Folol - ZAd WL oF 7S &
¢l&te] Hr}slgiv}. Total cholesterol, triglyceride,
HDL cholesterol, LDL cholesterolS &3 3} 31(CL-
7000, Shimaz, Kyoto, Japan), 4% HA] 22 A
Al Fo oAz 1d Fol ol F A (Lunar
DPX, Lunar Radiation Co. Wisconsin, USA). #x}7}
7= Al FAe H4 9 32E giA 8ol
g Az AF 2A o8] Frkslet

=58 @t
z2E A £ oD 19 Fo ofF WY BF
o WA R FA9 B, RIS AT

Z9%4 ACOMA, ACOMA Xray Industty Co.
Tokyo, Japan), & WHe)A smearEZ # 3| Pap’s stain
ol F Wz] e SAlel ol& &nA FAs AF
Z7ke] Habg-2 ofE Fof oI 1 o] F AF
7 BMIS] W32 Hrjsisict.

SAEN

EA Z23e SASE o]8sisirh. 3] AA ¢
Az FURE st Il A A=
Fischer’s exact test®., BAte] HA7} T2E o4 8%
o] il QA EE Chi-square$} Fischer’s exact test®
FAE9a, BE SABAL 2-tailed test2A], p<0.05
d o FAH FoAel AUk #AIAH.
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Table 1. Patients charateristics

Continuous Sequential
Number of Patients 33 34
Age (years) 51.87£092  51.70£0.93
Menopause Age (years) 46.48 +0.62 46.35+0.54
HRT Age (years) 48.84+091  48.23+0.78
Menopause Interval (years) 2.36£0.69 1.88+043
Weight (kg) 55.51£136 5735%1.52
Disease
Diabetics (n) 1 0
Hypertension (n) 2 3
Cardiovascular Disease (n) 0 1
Thyroidism (n) 0 1

p-value: not significant
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Fig. 1. Changes of lipid profile in the continuous group
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Fig. 2. Changes of lipid profile in the sequential group

dLel A 194 mg/dLE., triglyceride™ 196 mg/dLellA]
188 mg/dLE, LDL cholesterol> 127 mg/dLeA 107
mg/dLE. FF4A3 T, HDL cholesterol2 41 mg/dLell
A 48 mg/dLE F7V31ATH (p<0.05, Fig. 1). £
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Table 2. Comparisons of lipid profile (mean =+ SE):
continuous vs. sequential

Continuous  Sequential
Pre 207.18+5.6 207.50%+6.10
Total Cholesterol Post 194061 6.0 190.58+5.5

(mg/dL) Difference  13.12+4.7  1691+43
% Change  5.85+20  736%19
Pre 196.54+14.8 157.00+11.7
Triglyceride ~ Post 188.48+154 151.88+10.8
(mg/dL) Difference  8.06-164  5.11+7.84
% Change  3.12+684 447171
Pre 4181%2.11 4388+27
HDL Cholesterol Post 4896+1.7 4855+26
(mg/dL) Difference  7.15%£23  4.67%22
9% Change 25.79+69  15.69+5.1
Pre 127834628 130.67L£5.62
LDL Cholesterol Post 107.29+5.8 111.74£4.96
(mg/dL) Difference 20.53+4.1 18.93£5.12
% Change 25.79*t6.9 15.69%£5.1

p-value; not significant

Table 3. Changes in lipid profile (mean+SE) in all
patients

Serum level

(mean + SD)

Total Cholesterol  Difference 15.04+3.17*

(mg/dL) % Change 6.62+1.41%
Triglyceride Difference 6.56£8.94
(mg/dl) % Change 3.80+£4.91

HDL Cholesterol  Difference 5.89+1.63*

(mg/dL) % Change 20.66 +4.30*

LDL Cholesterol  Difference 19.72+3.27*

(mg/dL) % Change 13.28 +£2.39*

*p-value <0.0001

2189 A= total cholesterol2 207 mg/dLol A
190 mg/dLZ, triglyceride 157 mg/dLoA] 151
mg/dLE, LDL cholesterol2- 130 mg/dLellA 111
mg/dLE 7}A81% 3, HDL cholesterol2- 43 mg/dLell
A 48 mg/dLE F71slv (p<0.05, Fig. 2). Z12|v}
&3 eRlF) expH 8zl 2E lipid profile
o] W3l Fzke] BAAQ Aol HelA] Atk
(p>0.05)(Table 2). AH FAAAAN oFF Z4 ojxiz}
o] FE Wl X84 F2] total cholesterol®} LDL
cholesterol®]  zlol=  f9Ae] <9l%la, HDL
cholesterol?] AFzle]l= HAdeo] Qlsied (p=0.0001,
Table 3). 199 X & 7|2t o|F FUx=] w3l
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Talz)le 4. Chages in bone mineral density (mean + SD, g/
cm’)

Continuous Sequential
Difference 0.02+0.0006* 0.02 £0.0006*
% Change 242+0.93* 22940.72*

*p-value<0.05
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Fig. 3. Changes of bone mineral density in the continuous
and the sequential group

Table 5. Clinical symptoms of postmenopause

Continuous (%) Sequential (%)

Flush Pre 75 71.88
Post 3.13 9.38

Urinary Frequency Pre 62.5 65.63
Post 3.13 9.38

Fracture Pre 9.38 6.25
Post 0 0

p-value; not significant

A&A QWL 09640 glom™A 09843 g/lom’SE,
A 892 09832 glem®™llA 1.002 glem’eE F
< EF FUlgAIT 22k BAH oA
A=t (>0.05, Fig. 3). &4 ST 29 &
Wi 25 FE 24 o)F TUR AF Hox #
o] QI (p<0.05, Table 4).

I =7e e A FE 8 o)A AEH
ST A 75%, 24 HE Bkl 71.88%
A ARYH T2 XA 19 o)lF A&H swEe)
3.13%, =3 9] 9.38%= FHAslg R, Wl o
Al A& 2T 62.5%, 38 WS 65.63%
oA Agslg ot A2 1d o) Fell:= A&A owF
oA 938%, T8 LTI 625%F FHaslsd).
3E, dk BT F F79 Holx Holz| sttt
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Table 6. Changes with hormonal replacement therapy

Continuous (n)  Sequential (n)

Pap Smear 1 2
Mammograph 2 3
Weight (kg) Pre 55.51£1.36 57.35+£1.52
Post 56.15+£1.25 57.11£1.51
Difference 0.63+046 -023+£0.51
BMI Pre 2323+046  23.63x1.57
Post 23.57+0.48 23.57+£0.56
Difference  0.341+0.19 —0.05+0.20

p-value; not significant

Table 7. Perception of menopause

Continuous Sequential Total
(%) (%) (%)

?,;?ﬁ%ﬂf“ HAEAH 3105 3438 6563
77} o] vz ohe A Zho)

So] Bqigat 28.13 17.19 4532
a8 g4z s 0 469 469
o} =71 o] g}, 1.56 469 625
AZA ghol E71E31H. 1.56 313 469

p-value; not significant

(p>0.05, Table 5).

FE89 @it

Agtetst frehs AL LAEA ol pap’s
smear} $HbEoISL AASIA B3} Hel oA
74z A&A QTP E 145 250l A 8
Wl 293 330l ASs BMIE #1454
Y TANE F7HE, €3 SRTelME ARE B
Aot BAZLE 42 99T} (Table 6).

x| QME =Ab

F2F dA e g AASAL Sl XAl SiA=
F2F g ayel] dgt JMEE AFoE AR 4
3} oz Ale] wFHo| ETial H3t HlE-L 65.63%(
A& ¥ 31.25%, X 8T 34.38%)°0] 1,
717 o] vz el AJzte] Feol Ebslohn w3t )
L 4532%FEA W 28.13%, &4 W E
17.19%)°1%%} (Table 7).

ZE2F R 2ol g dellre HAe] 73.44%(
A&H QWT 42.19%, T QW 31.25%pT TF
Moz Ao T I, 3438%AESH YT
12.50%, &3P SHF 21.88%)c 4 & A%
AR Fjo} geka @3 vl(Table 8).
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Table 8. Perception of hormone replacement therapy

Continuous Sequential Total

(%) (%) (%)

8.0 Ao
ﬁ;i;f;ﬁ"ﬂﬁﬂd =A pie 315 T34
33?] MEATANNF 50 2iss 343

322 YA 8 st
9 L e
322 gl AAshd

37.50 3281 7031

JHEZZ Zo] 2 gt 34.38 2656  60.94
Z2E JA8E A

o AlFAA A3E Apst 7.81 12.50 2031
2 a

i

328 oA 2L A}
™ ghdAe] Hzkg-e] g+
*p-value<0.05

17.19 12.50  29.69
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