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SUMMARY

Indomehtacin, a prostaglandin synthetase in-
hibitor was tested in 9 women wearing a lippes
loop IUD. These women suffered from exces-
sive bleeding with a mean menstrual blood loss
of more than 100ml. The effect was studied
by quantifying menstrual blood loss in a double
blind 4 periods crossover study.

The mean percentage reduction during treat-
ment was of 57 percent. No significant placebo
effect was observed.

The effect of indomethacin support the con-
tention that IUD’s associated menorrhagia, is
connected to an abnormal prostaglandin synthe-
tase in the endometrium.
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INTRODUCTION

Excessive and irregular menstrual blee-
ding is the most common side effect en-
countered by women wearing an Intra
Uterine Device (IUD). The increased
menstrual blood loss (MBL) in these wo-
men may be as high as two to three folds
over the normal MBL in non users (! 2).

The factors that control menstrual blood
loss are still unclear. Laboratories and
clinical observations offered some expla-
nations for the heavy bleeding: an increase
of plasminogen activators was found in
the endometrium of women suffering
from menorrhagia who responded well to
antifibrinolytic agents, such as epsilon
amino caproic or tranexamic acid (>%),
and a significant increase of prostaglandin
E: in endometrial tissue during menstrua-
tion (°). IUD users have higher prosta-
glandin levels in endometrial tissue than
non users (%), and prostaglandin synthetase
inhibitors as mefenamic acid, naproxen
and ibuprofen can induce a marked re-
duction in MBL (™).

Indomethacin, a non steroid anti inflam-
matory drug, has been used for many
years in the treatment of rheumatoid ar-
thritis and osteoarthritis. This drug, a
prostaglandin synthetase inhibitor, has
been shown to induce pronounced alleva-
tion of dysmenorrhea (1% 1),

The present study was initiated to de-
termine the ability of indomethacin in re-
ducing menstrual blood loss in IUD re-
lated menorrhagia.

MATERIAL AND METHODS

The study group consisted of healthy volun-
teers between 24 and 36 years of age. They had
a normal menstrual history before insertion of
IUD. All were fitted with lippes C for at least
3 months, which caused excessive and prolonged
menstrual bleeding. Patients were eligible to en-
ter the study only if they had 7 or more days
of bleeding. Subjects excluded were those who
had a history of pelvic inflaimmatory disease,
dysfunctional uterine bleeding, blood dyscrasia
or bleeding tendency and uterine fibroids. The
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patients were informed aobut the study and
consent was obtained.

On initial visit each patient had an indivi-
dual case history and physical examination. Pa-
tients with an active peptic ulcer or gastro-
intestinal lesions and those who were known to
be allergic to indomethacin or aspirin were not
accepted.’

Before entering the study the patients had a
blood count, which included hemoglobin, hema-
tocrit, white blood cells and platelts, prothrom-
bin time, bleeding and coagulation time.

Patients entering the study were supplied
with sanitary pads and tampons which were col-
lected at the end of each menstruation. Thirty
five patients were investigated for two cycles
which served as baseline, but only 15 patients
having a mean blood loss of more than 100 ml
were included in this study. Nine patients com-
pleted the study and 6 were lost to follow-up.

The patients received non labelled tablets con-
taining indomethacin 25 mg or placebo and were
instructed to take the tablets four times daily,
from the first day of menstruation for four con-
secutive days. The treatment was studied in a
double blind 4 periods crossover study: two
cycles with indomethacin and the other with pla-
cebo; the amount of blood of MLB was evaluated
quantitatively using hte photometric alkaline he-
matine method of Hallberg and Nilson (12).
Vaginal tampons or pads were incubated for 48
hours, after incubation absorbence of the brown
colored alkaline hematine was measured at 550
mn in Perkin-Elmer Model 124 dual beam spectro-
photometer against a blank of 5% sodium hy-
droxide solution. The optical density of alkaline
hematine prepared similarly from the patient’s
venous blood enabled blood loss to be cal-
culated.

RESULTS

A significant reduction in ML under
indomethacin treatment was noted in all
9 patients (table 1). As the sample sizes
relatively small, the non parametric Wil-
coxon matched pairs-signed rank test was
used for analysis (®). No significant dif-
ference in MBL between the baseline and
the placebo cycles was observed (P=0.15)
(table 2). The reduction percentages un-
der indomethacin treatment were found
to range between 44 to 73 percent as
compared to the pretreatment MBL and
between 52 and 68 percent to the placebo
cycles. The average reduction percentages
was 56.9 which was significant (P <0.002).

Table 1. — Menstrual blood loss (ml).
Study cycles

Baseline cycles

Pa- Month Month
tient 1 2

Month Month Month Month
3 4 5 6

1 120 105 55% 131 144 46*
2 75 124 26 82 35 80
3 279 347 190* 147* 260 240
4 150 186 160 45*  52* 114
5 326 290 80* 270 85* 250
6 169 178 195 207 101* 92*
7 132 140 112 67  62* 105
8 140 161 81* 131 152 75%
9 103 121 130 115 54*  51*

* Indomethacin Cycle.

Table 2. — Mean values and percentage reduction
of menstrual blood loss (ml).

Baseline Placebo Indomethacin Percentage
(Cycles) (Cycles) (Cycles) reduction
174.7 = 1599 = 751 £ 569 +

No significant difference in MBL between
the baselice and the placebo cycles was
observed (P=0.15). A significant reduc-
tion was also observed when indometha-
cin cycles were compared to

placebo + baseline

2
(P=<0.002).

The reduction in MBL under indome-
thacin treatment was not influenced by
the sequence of indomethacin-placebo ad-
ministration.

During the four consecutive study cy-
cles we found no definite tendency in
the percentage reduction of MBL when
comparing the patients with high MBL
(> 150 ml) and the lower value (< 150
ml).

No significant changes in blood count,
and coagulation study were noted during
the study period. No side effects which
could be attributed to indomethacin were
observed.
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COMMENT

The significant reduction in MBL un-
der indomethacin treatment which was
found in all 9 patients in this study may
reflect the role of prostaglandins in the
pathogenesis of IUD induced menorrha-
gia (%).

The mean percentage reduction in MBL
in the treatment cycles (56.9%) was hi-
gher than that previously reported with
other non steroidal anti-inflammatory
drugs (™), with mefenamic acid the average
reduction in MBL was 34% (N:15) ("),
with naproxen 33% (N:11) (]), and with
iboprofen 39% (N:8) (°).

This difference may be due to larger
amount of tissue trauma induced by the
larger plastic devices which respond to
indomethacin treatment.

When using mefenamic acid (7), the
average reduction was more pronounced
in the group of women who had a pre-
treatment MBL exceeding 80 ml as com-
pared to thos with less than 80 ml; 23%
and 349% respectively.

The obvious reduction in MBL in this
study was found in a selected group with
mean blood loss exceeding 100 ml.
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The use of this drug without causing
side effects is probably because of short
duration of treatment, and the meticulous
selection of patients.

BIBLIOGRAPHY

1) Israel R., Shaw St. Jr., Martin M. A.: Con-
traception, 10, 63, 1974.

2) Guttorm E.: Acta Obst. Gyn. Scand., 50, 9,
1971.

3) Nillson L., Rybo G.:
Scand., 44, 467, 1965.

4) Westrom L., Bengtsson L. P.: J. Repr. Med.,
5, 54, 1970.

5) Wilham E. A., Collins W.P., Clayton S.G.:
Br. J. Obst. Gyn., 83, 337, 1976.

6) Hillier K., Kasonde J.M.: Lancet, 1, 15,
1976.

7) Guilleband J., Anderson A.B.M., Turnbull
A.C.: Br. J. Obst. Gyn., 85, 53, 1978.

8) Davies A. J.: Int. J. Gynecol. Obst., 17, 353,

Acta Obct. Gyn.

1980.

9) Roy S., Shaw S.T.: Obst. Gyn., 58, 101,
1981.

10) Kajanoja P., Vesanto T.: Acta Obst. Gyn.

Scand., (Suppl.), 87, 87, 1979.

Kaupolla A., Poulakka J., Ylikorkala O.:
Prostaglandins, 18, 647, 1979.

Hallberg L., Nilson L.: Scand. ]. Clin. Lab.
Invest., 16, 244, 1964.

11)
12)

13) Siegel S.: Nownparametric statistics for the
bebavioral sciences. New York, McGraw-
Hill, 1956.



