kkkkkkkkkkkkkkkkkkhhhhkkhhhhkkhhhhrkhhhhrhhhhrkhhhhrhhhhrhhhirix

Batch Name: 78813

Batch Creator: SWORD 1

Batch Creation Date: 12/15/2005

Batch Creation Time: 14:9:39

Number of Pages: 7 [All]

Printed by: SWORD 1
Print Date: 12/15/2005
Print Time: 14:13:34

kkkkkkkkkkkkkkkkkkhkhkkkhhhhkkhhhhkkhhhhrkhhhhrkhhhhrhhhhrhhhrrix



.edu {(mulnzll.mcs.muchic.adu [134.23.6.67])
13.4/8.13.4/Depian-3) with ESMTE id JIBFHIwWwVL028660
org>; Thu, 15 Dec 2005 12:07:58 -0500 ']9 |
224 wuohic.edu {(mulnx24.mcs.muchioc.edu [134.53.6.11])
by muinxil.mcs.muohio.edu {Switch-3.1.6/Switch-3.1.6) with ESMTZ id 3BFE5SnDR0O29591
g Thu, 15 § -050C

for <reguestsfsword.org>; 5 Dec 2005 22:05:4
eceived: from smsi.wrighT.edu (smsl.wright.edu [130.108.66.311)
by mulnxZ4.mcs.muohio.edu (Switch-3.1.6/Switch-3.1.6) with ESMT? id JBFH5ngS011911
for <requestsésword.orgr»; Thu, 15 Dec 2005 12:05:49 -C50C
Received: from conversion-daemon.smsl.wright.edu by smsl.wright.edu

[iPlanet Messaging Server 5.2 HotFix 2.08 (built Sep 22 2005}))
id «0IRJO0COLIULCZIGsmsl. .wright.edu>
‘original mail from filll@www.libraries.wright.edu)

eg

uests@sword.org; Thu, 15 Dec 2005 12:05:49 -0500 (EST)
Recelved: from stafflsC {([130.108.1€¢9.150])
by sms..wright.edu (i{Planet Messaging Server 5.2 HotFix 2.08 (built Sep 22
2005)) with ESMTP id <CIRJ0O0S2UUSPAAGsmsl.wright.edu>» for reguestslsword.org;
Thu, 15 Dec 2005 12:05:49 -0500 (EST)
Date: Thu, 15 Dec 2005 17:05:48 +00C0 (GMT)
From: Fordham Interlibrary Loan <fill@www.libraries.wright.edu>
Subject: Please f£ill reqguest
To: reguests@sword.org
Message—-id: <0IRJOQC8B7U5PZIGsmsl.wright.edu>
Content-transfer-encoding: 7BIT
¥~Real-ConnectIP: 130.108.66.31 ;
X-Scanned-By: MIMEDefang 2.45 THIS M“‘ERMLMAYBE

¥-Scanned-By: MIMEDefang 2.52 on 134.53.6.11 PRO?EQTEDBYCOP?RKHH’
LAW (P1LE 17 US. CODE)

This request has been forwarded from ILL by barb.
Please fill this request for FORDHAM HEALTH SCIENCES LIBRARY

78813
Call Number: 82128131317

Journal Title: Maturitas

Journal Vol: 2

Journal Issue: 4

Journal Year: 1980

Article Title: The vaginal absorption of oestrogens in post-menopausal women
Brticle Author: Punnonen

Article Pages: 321-6

Customey Information:

Name: Glaser, Rebecca
Status: Faculty
Address: SOUTHVIEW (via Kettering Hosp),

Site:
E-Mail Address: rglaser&woh.rr.con

Phcne: 937-885-4555 )
Department: School of Medicine n



Maturitas, 2 (1980) 321-326 321
© Elsevier/North-Holland Biomedical Press

THE VAGINAL ABSORPTION OF OESTROGENS IN POST-MENOPAUSAL WOMEN

R. PUNNONEN, S. VILSKA, M. GRONROOS and L. RAURAMO
Department of Obstetrics and Gynaecology, University Central Hospital, SF 20520 Turku 52, Finland

(Received 18 June 1980; accepted 9 September 1980)

Serum Ey, E; and E3 concentrations and E,/E, ratio were measured after vaginal application of
conjugated oestrogens, micronized 17p-oestradiol and oestriol. 2.4 mg of conjugated oestrogens caused
a prompt elevation in the serum E, concentration; the E, level changed only slightly. After vaginal
application of 2 mg micronized 17g-0estradiol the main serum oestrogen is E; and the conversion of
E, to Ey, as in oral administration, does not occur. A significant elevation in the serum E 4 concentra-
tion was noted 2 h after the vaginal application of 0.5 mg oestriol. The E2/E, ratio changed little after
the application of conjugated oestrogens but increased considerably after the vaginal administration of
2 mg micronized 178-oestradiol.

(Key words: Vaginal absorption — conjugated oestrogens, 17-oestradiol, Oestriol)

INTRODUCTION

The vaginal application of oestrogens is in common use in the treatment of vaginal
atrophy and related conditions due to oestrogen deficiency. Even small doses produce
proliferation of the vaginal epithelium, and systemic effects are also possible [1,2]. The
incremental changes caused by various oestrogens and their duration appear to be related
to both the dose and the type of oestrogen cream used [3].

In the present study we have investigated the vaginal absorption of two creams con-
taining conjugated oestrogens and micronized oestradiol and ovula containing oestriol.
For the latter only few recent reports exist [4].

SUBJECTS AND METHODS

15 oestrogen-deficient women (age range 50 to 71 yr) participated in the study. None
of the patients had received hormone therapy for at least 2 wk before the start of the
study, and none of them had a vaginal infection. 5 of the patients received intravaginatly
2.4 mg conjugated oestrogens (Senikolp®, Star, Finland), for 5 patients the treatment was
a cream containing 2 mg micronized oestradiol (Leiras, Finland) and for 5 it consisted of
ovula containing 0.5 mg oestriol (Organon, The Netherlands). The total serum oestrone
(E,), 17p-oestriol (E;) and oestriol (E;) were determined by means of radioimmunoassay

Address for correspondence: R. Punnonen, M.D., Department of Obstetrics and Gynaecology, Univer-
sity of Turku, SF 20520, Turku 52, Finland.
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Fig. 1. Serum oestrone concentrations after vaginal application of 2.4 mg of conjugated oestrogens.
Mean = SEM.

{5,6] prior to the oestrogen application 2, 8, 12 and 24 h atterwards. The E,/E, ratio was
measured for the corresponding times.

RESULTS

The serum E, level rose significantly (P < 0.05) 2 h after intravaginal application of
24 mg conjugated oestrogens (Fig. 1). It remained at the same level for 6 h. 12 h after
application the E, level was still higher (P <0.05) than before the application. By the
time 24 h had elapsed, it was back at the pre-treatment level. The corresponding E, values
after the application of 2 mg micronized oestradiol are shown in Figure 2. The highest

concentrytion was noted 8 h after application and even after 12 h this level was higher
(P <C0.05) than before application,
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Fig. 2. Serum oestrone concentrations after vaginal application of 2 mg of micronized 17g-oestradiol.
Mean = SEM.
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Fig. 3. Serum oestradiol concentrations after vaginal application of 2.4 mg of conjugated oestrogens.
Mean = SEM.

The serum E, concentration changed only slightly after the application of conjugated
oestrogens (Fig. 3). Micronized oestradiol caused a distinct elevation in the serum E; level
2 h after application (P <0.05). The other measurements did not differ from the pre-
treatment value (Fig. 4). Serum Ej; concentrations in both treatment groups were low
and did not differ from each other (Figs. 5 and 6).

In patients with intravaginal oestriol, the serum E, level increased significantly (P <
0.05) 2 h after application (Fig. 7); the other values were at the pre-treatment Jevel. The
serum E, and E, concentrations were low and did not change during this treatment.

The E,/E, ratios for various treatment groups are shown in Table I.
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Fig. 4. Serum oestradiol concentrations after vaginal application of 2 mg of micronized 17p-oestradiol.
Mean + SEM.
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Fig. 5. Serum oestriol concentrations after vaginal application of 2.4 mg of conjugated oestrogens.
Mean * SEM.
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Fig. 6. Serum oestriol concentrations after vaginal application of 2 my of micronized 17g-oestradiol.
Mcan * SEM.
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Fig. 7. Serum oestriol concentrations atter vaginal application of 0.5 mg oestriol. Mcan = SEM.
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TABLE 1

The E,/E ratio in various treatment groups.

Pre-treatment 2h 8h i12h 24 1
Conjugated oestrogens 0.10 0.22 0.27 0.32 0.19
Qestradiol 0.40 2.62 0.93 0.44 0.35
Oestriol 0.15 0.11 0.12 0.09 0.13

DISCUSSION

Before the beginning of the treatment, serum E;. E, and E; concentrations were low
in all cases and similar to those in castrated women {7-10].

The absorption after vaginal application of oestrogens is fast and effective, and the ele-
vation of serum concentrations has been noted even 30 min after application [11]. The
biological effect of intravaginally administered oestrogens takes place principally through
delivery to target cells by circulation. The significance of the possible topical effect is
evidently relatively minor [3].

Conjugated oestrogens consist principally of natrium oestrone sulphate and causc 3
distinct elevation in the serum E; concentration. Endometrial proliferation and bleeding
has been described after vaginal treatment with conjugated oestrogens {1,2]. The effects
on the gonadotrophin levels are similar with the intravaginal and oral routes of adminis-
tration [12,13].

After vaginal administration of micronized 17p-cestradiol, the main serum oestrogen is
E,. The primary effect of the oral administration of micronized 178-oestradiol on the
other hand is in the elevation of the serum E; concentration, with a much lesser increase
in E, [11]. Quite similar are the results of our previous studies with oral oestradiol-valer-
ate [8]. These changes are based on the conversion of E, to E, by the mucosa of the
small bowel,

The vaginal administration of oestriol caused an elevation in the serum E; concentra-
tion without any effect on E, and E, levels. It has been shown that oral oestriol treat-
ment does not promote endometrial proliferation when administered in low doses 1o

- post-menopausal women [14]. The treatment, however, counteracts atrophic changes in

the vaginal epithelium. Generally it is possible to use oestriol, though the other oestrogens
are contraindicated {4].

The E,/E, ratio changed only slightly after the application of conjugated oestrogens;
all the E, values measured were low. On the other hand the E,/E, ratio was considerably
elevated following the application of micronized 17p-oestradiol, and was similar to that
caused by intramuscular oestradiol valerate [9].
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