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Effect and Safety of Replacement Therapy for PMS
(Post-/Premenopausal Syndrome)
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This research was designed to investigate the effects of Estromon including FGF271 (Female Growth Factor 271) which was
developed as a phytoestrogen for post- and pre-menopausal syndrome (PMS). The oral administration of two capsules of
Estromon twice a day for 3 months significantly improved PMS (Post-/Premenopausal Syndrome) about 5 times more than
placebo group (OR=5.04, 95% C.l. 1.40-18.14). In the group of 24 patients having taken Estromon, the concentration of
alkaline phosphatase asn the bone marker decreased by -9.3+9.5 IU/L after 3 months with a statistic significance. Since the
concentration of osteocalcin as the other bone marker also decreased in more patients in Estromon group than in placebo
group, the bone density might be expected to be improved in long-term treatment. Serum human growth hormone level
increased in 17 out of 24 patients. Triglycerides decreased by -8.0+40 (mg%) after 1 month and by -4.4+36 (mg%) after 3
months in Estomon group while triglycerides increased in both cases in placebo group (p<0.01). Therefore, PMS patients
might benefit from Estromon as a phytoestrogen supplement without any serious side effects.
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Table 1. Basic characteristics of PMS patients
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Placebo group Estromon group Total
Mean SD Mean SD Mean SD
Age (y) 5333 5.94 52.79 5.13 53.06 5.50
Weight (kg) 57193 6.58 57.88 575 57.90 6.11
Height (cm) 1544 5.48 156.56 4.14 155.48 493
Waist to Hip Ratio (cm) 79.12 6.27 77.25 5.17 78.19 5.76
Hip Circumference (cm) 94.35 5.50 94.31 4.03 94.33 5.03
Systolic Blood Pressure (mmHg) 118.35 17.52 121.00 14.59 119.67 16.00
Diastolic Blood Pressure (mmHg) 71.04 12.29 76.78 10.30 7691 1121
Body Mass Index (kg/m2) 24.15 2.04 23.50 1.91 23.80 1.98
Follicular Stimulating Homone 50.02 33.71 56.88 3245 5345 3292
Trygliceride 114.13 34.10 118.71 54.09 116.42 44,79
Osteocalcind4.79 5.86 2.84 6.33 2.96 6.10 2.88
Alkaline Phosphatase2.88 69.88 23.16 76.92 26.05 734 24.64
Total Cholesterol 196.46 3293 191.58 43.52 194.02 38.26
High Density Cholosterol 45.33 9.48 48.25 12.03 46.79 11.15
Low Density Cholosterol 24.00 24.00
P>0.05, Mann-Whitney test
& o 977 240 AR 24 54 W) BERISBP 2K Rad B
(mean changes in systolic blood pressure after 3 months), DBP ) AEA £0] 0iF0| mE 2Y Yot ot
(changes in diastolic pressure), FSH(changes in follicular Ul z73T AT Alo]d 22 37)¥Y o] BEASHOE §9
stimulation hormone), hGH(changes in insulin-like growth factor 3 ¥z A0 dF GFATATGEAE AP TFA 6L #A
type 1), E2(changes in estradiol), TG(changes in serum LS Ho)T Qo o)z Yo gy FURY 5 AL 2
triglyceride), OC(changes in osteocalcin), ALKP(changes in serum Z* 9Jt} (Table 3).
alkaline phosphatase), LDL{(changes in low density cholesterol),
CHOL(changes in total cholesterol), BMI(changes in body mass Table 3. Change of the variable by the natural herbal extracts
: 5 A=A % E Zy 3 1=3
index), Xj]%_gl TAE APA FAH 0F) 3 /\}Gﬂlxﬂ Fof 45, Placebo Group  Estromon Group P Value®
1250 &35t 71 A 2 5RE 9 WslAte| & S7g st Hr)st Changes of Weight (kg) 0.02 -0.40 ns
Atk SBP (mmHg) 1.23 -2.65 ns
DBP ( mmHg) 1.45 -2.26 ns
_ - FSH -1.84 4.56 ns
sIXto| A A X EX
tof NeiH) =of J ST } hGH .11 0.18 ns
druidztel QAE Al HA S SHEE o B 713 351 s
T ART B AAEA, 27) 2R 7], @FAL ¢ A 6 7.87 -11.92 ns
&0 A= 2o)7} Q1] tH(Table 1). oc 076 0.64 ns
ALKP -3.22 -1.79 p < 0.05
- CHOL 16.87 16.21 ns
{ ®7| A0 22 £3 M
VA REd ot AR E0S Set PMSHY dH) ) LDL 455 5.96 ns
Al A B 3709 & A7) S0 HEE #0329 AlE BMI (kg/m2) 0.20 0.07 ns

AZ L R8T F AR TN G Adr) 2] 51

o) ol va) FATH 02 fojaA o waten A
A Bel2 AW 2HEH A5 AE ARaR e ool vl
o} 51} = LEFRTHTable 2)

Table 2. Improvements of the PMS with the natural herbal extracts

Change of the PMS

Non-improvement  Improvement Total
Placebo '
18 5 23
Group
% 78.3% 21.7% 100.0%
Estromon
10 14 24
Group
% 41.7% 58.3% 100.0%
Total 28 19 47
% 59.6% 40.4% 100.0%

=504 95% C.I. ; 1.4 - 18.1), Fisher’s Exact test

SBP means changes in systolic blood pressure after 3 months, DBP;
Changes in diastolic pressure, FSH; Changes in follicular stimulation
hormone, hGH; Changes in human growth hormone, E2; Changes in
estradiol, TG; Changes in serum tryliceride, OC; Changes in
osteocalcin, ALKP; Changes in serum alkaline phosphatase, CHOL;
Changes in total cholosterol, LDL; Changes in low density
cholosterol, BMI; Changes in body mass index

a. Mann-Whitney test
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Table 8. Change of the triglyceride concentration

change of triglyceride concentration (mg%)

Pl
Table 4. Change of the osteocalcin concentration Estromon group acebo group
1 month -8.0+40 26.9162
Osteocalcin concentration 3 month 44136 12.8:52
Decrease Increase or Non Total — o
Praccto G 7 16 23 p<0.01, Student t-test
TR 4 304% 69.6% 1000% e
Bt G 10 14 24 ) HEe st
SHOMOR BIowp— ¢ 41.7% 58.3% 100.0% AEA 3NY ol T AFToA AF g sk glfe
Tota 17 30 a o, AP E2E AP BEHE AFE7 PPE HolA &
b 362 8% 1000% Stk o]z 7129 el T EE A YA BE ThgAE) B2
p>0.05, Fisher’s Exact test B B8-S AEEs BAE 2 5‘7‘{?} Aoz wrlorydel A8
SIE 71 0Er 4= Q) 9t Table 9
Table 5. Change of the ALKP HHE 71 5 AT
ALKPOI Table 9. Change of the Weight
Decrease Increase or Non Total
MED 0 8 g 23 Change the weight
MED % 78.3% 21.7% 100.0% Decrease  Increase or Non Total
1 19 S 24 10 13 23
Placebo Group
MED % 79.2% 20.8% 100.0% % 435% 56.5% 160.0%
Total 37 10 47 14 10 24
Estromon Group
MED % 78.7% 21.3% 100.0% % S83% 4L7% 100.0%
Total 24 23 47
51.1 48.9 100.0
Table 6. Change of the ALKP concentration - % % % %
p>0.05, Fisher’s Exact test
The change of ALKP concentration (IU/L)
Estromon group Placebo group ) Al Fof X2H A7 | Z40] UA CHAtAIe| 5}
1 month -5.5+74 096+10.7 Ag Aol A 7] F4e) 9 A7t M8 F 3 &
3 month 93195 54276 o) = Ae Hizdl W] A¥TM o Ektk(Table

p<0.01, Student t-test

(3) 83 MEs2E2 (GF-147l2] 52

ARAZ AL 289 F A 4P 528 549 2
e A, APTNN BF ALEZE $A7) 5L 4o
29}cHTable 7).

Table 7. Change of the hGH (Human Growth Hormone)

human Growth Hormone

Decrease or Non Increase Total
8 14 22

Placebo Group 36.4% 63.5% 100.0%
7 17 24

Estromon Group g, 29.2% 70.8% 100.0%
Total 15 31 46

% 32.6% 67.4% 100.0%

p>0.05, Fisher’s Exact test

(@) 45 YR s B3}

F 34AS] s SWE A3 AEA 28T
EF SAALl A28 A 71 o BTk AIGA Fof 1A
AF gz olM e FAH tHl 26962 (mg%) S7HeHALL, 370
2% 12.852 (mg%) Z71sl@ o), AdF s 17]1Y £ -8.040

(ng%) 7+4315aL, 3708 &

-4.436 (mg%) 7TAste] BAZ 08
23l A3 THP < 0.01, Student t-test) (Table 8).

10).

Table 10. Change of the symptoms

Change the symptoms

Non-change Change Total
Placebo Gr > L 6
w0 T q 8339, 16.7% 100.0%
3 4 7
E
swomon Group 4 o 57.1% 100.0%
Total 8 5 13
% 61.5% 38.5% 100.0%
OR = 6.67
p > 0.05, Fisher’s Exact test
oHEI A
B AAAE A, 559 £ 478 F 79 ()R S
£=14.89%)1 A 7209 01'“‘:“ o] B At A A|2ke] Q12
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Table 11. Frequency of side effects (N=47)

Ao S ol ISE 17 B ctol el 9%
3 (IRB)o H3® Aee #3 Aok A4 71
Creatinine, ALT, AST, Total Protein, Albumin, Ketone, Glucose )
A QA A% 53 M BAROE §94S YR

kU o]t ,__,_ ;eutn_,% o}oﬂ —-—o]-“ &oi o]ﬂ-z% Oiiyﬂ ,],]

Placebo Group (%) Estromon Group (%)
Digestion badness 2(8) 1(4)
Skin eruption 2(8) i(4)
Diarrhea 14) 0
Total 5(20) 2(8)
o|AuLE
£ QAARAAME AF7IT F S BE o] kg2 A
A&} A ol BAglo] RilsteE 314k Al?}ézﬂ & FW
) A4
ol

1

2 <
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o) §-8492 Bl 17 Sk
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S8 3, S 22l 85 A4 Aol e
FA12A IGF-1 455570 39214 Z7hak5le.
A7 591 Geh S el AT A4 3
4 AF ARTANME 57.1%, hETAME 16.7%NH F
A% 0.1 (OR=6.67,95% C.1. 0.49-91.33), A+ /A H
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of ] 7H*d ERE BYvy digs e Aol
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2 u|Qle ol & BolA| ito), 44 R #EQ EF ALKP
© ARA T 3719 o] F AFTolA BARH R Fo H
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-4.436 (mg%) FAaste] FAHCE FoetA ZAstHtHp <
0.01, Student t-test).

Al A 37HQJ g APwe) AT, F571 5, o197 <
2 gz viste] 7 ’3}% &0 io“"% AgtH Rl o
3L HolR]| ¢dthp > 0.05). ATAIH o L} A Qo A
A B 30YE & Z4 Joi HHE AR v g HET

;}m o }01'
x‘

1=

329‘_\10320%1
= AL
X 2

O:

Alo

9%

th

o

87

ol A thzxrol Hlsh o ke FAA ofule
0.05).

UATHp >

REFERENCES

1. U.S. Pharmacist Continuing Education (2001), The new science of
estrogen treceptors, ACPE Program No. 430-000-99-004-HO1, US
Pharmacist.

2. Oldenhave, A., L. J. Jaszmann, A. A. Haspels, and W. T. Everaerd
(1993), Impact of Climactric on well being. A survey based on 5213
women 39 to 60 years old, Am. J. Obstet. Gynecol. 168, 772-780.

3. Clarke, A. P. and J. A. Shuttinga (1992), Targeted estrogen/progestogen
replacement therapy for osteoporosis: calculation of health care cost
savings, Osteoporosis Int. 2, 195-200.

4. Cummings, S. R., S. M. Rubin, and D. Black (1990), The future of hip
fractures in the United States: numbers, costs and potential effects of
postmenopausal estrogen, Clin. Orthop. 252, 163-166.

S. Pomel, B. (1996), Efficacy and safety of Menorest in two positive-
controlled studies, Eur. J. Obstet. Gynecol. Reprod. Biol. 64(suppl 1),
§35-837.

6. Wren, B. (1996), Menorest : a clinical overview, Int. J. Gynaecol.
Obstet. 52(suppl 1), S27-829.

7. Mashchak, C. A., R. A. Lobo, R. Dozono-Takano, P. Eggena, R. M.
Nakamura, P. F. Brenner, and D. R. Mishell Jr. (1982), Comparison of
pharmacodynamic properties of various estrogen formulations, Am. J.
Obstet. Gynecol. 144, 511-518.

. Adami, S., M. Rossini, N. Zamberlan, F. Bertoldo, R. Dorizzi, and V.
Lo Cascio (1993), Long-term effects of transdermal and oral estrogens
on serum lipids and lipoproteins in postmenopausal women, Maturitas
17, 191-196.

. Meschia, M., F. Bruschi, M. Soma, F. Amicarelli, R. Paoletti, and P.
Crosignani  (1998), Effects of oral and transdermal hormone
replacement therapy on lipoprotein(A) and lipids: a randomized
controlled trial, Menopause 5, 157-162.

10. Maddox, R. W., D. S. Carson, and C. L. Barnes (1998), Estrogens and
postmenopausal women, U S Pharmacist 23, 141-150.

. Writing group for the women's health initiative investigators (2002),
Risks and benefits of estrogen plus progestin in healthy
postmenopausal woman: principal results from the women’s Health
initiatives radomized controlled trial, JAMA 288, 321-323,

12. Kim, J. S., J. H. Park, H. S. Cho, J. S. Park, and E. K. Hong (2002),

Effect of plant extract [FGF271] on estrogen replacement, Kor. J.
Biotechnol. Bioeng. 17, 409-415.

oo

o

1

—



