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Abstract

The safety and efficacy of Trihydroxyethylrutosides (HR) in the treatment of 53 patients
with 1st-2nd degree hemorrhoids of pregnancy (16th-34th week) was investigated in a double-
blind randomised, placebo controlled trial. The dosage of Trihydroxyethylrutosides was 1 tablet
of 300 milligrams twice daily for the first 2 weeks. If the treatment was successful, the treatment was
stopped. If the clinical signs or symptoms still persisted, the treatment was continued for ano-
ther two weeks using the same dosage and re-evaluated at the end of the fourth week after initial
treatment. The parameters for efficacy were symptoms (pain, bleeding, exudation and pruritus)
and the objective signs on proctoscopy (bleeding, inflammation and dilatation of the hemor-
rhoidal venous plexus).

The study revealed improvement of symptoms in the study group which was better than
in the control group after 2 weeks of treatment but the clinical signs were not different. After a
further 2 weeks of treatment, the result showed improvement of both clinical signs and symptoms in
this study. Only one mild transient side effect was reported in the HR group and there were no drug-
related problems in the pregnancies, delivery or the babies.
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It has been estimated that about one third  be observed on proctoscopy(l). It has also been

of pregnant women complain spontaneously of he-
morrhoids and in around 60 per cent, abnormal
dilatation of the hemorrhoidal venous plexus can

found that 46 per cent of the pregnant women who
attended the antenatal clinic had hemorrhoids that
needed treatment(2). At present, in Siriraj Hospital,
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the problem of hemorrhoids of pregnancy has not
been of concern by both the obstetricians and the
patients themselves. It could be that many patients
attend the clinic every day and obstetricians do not
have enough time for this problem. The pregnant
women themselves, usually do not tell the obstetri-
cians even if they have symptoms of this problem.
Perhaps they are too shy or because they only have
minor symptoms. So this problem still lacks appro-
priate care.

The aetiological factors generally consi-
dered to be related to the high incidence of hemo-
rrhoids of pregnancy are as follows:

- hormonal factors resulting in an in-
crease of venous smooth muscle tone;

- increased blood volume with elevated
hydrostatic pressure;

- the enlarged uterine mass impeding
venous return from the hemorrhoidal plexus;

- the high incidence of constipation
during pregnancy.

The usual symptoms of hemorrhoids
of pregnancy are pain, bleeding, exudation (0ozing
discharge) and pruritus. Bleeding may be the cause
of anemia in pregnancy from iron deficiency. Only
15 millilitres of blood loss, 7 milligrams of iron,
which is comparable to daily requirement(3), will
be lost. If the bleeding persists for a long time, the
patient may need surgical intervention.

The treatment of hemorrhoids depends on
the severity of the disease. The usual treatments of
hemorrhoidectomy, sclerosing, ligation, dilatation
of anal sphincter, cryotherapy are not suitable for a
pregnant woman. In addition, the hemorrhoids
will often improve spontaneously after delivery so
that the main objective during pregnancy is usually
to provide symptomatic relief. For this reason, topi-
cal treatment with various forms of creams or sup-
positories are very often used.

Previous publications have shown good re-
sults with the oral administration of Trihydroxy-
ethylrutoside (HR) in the treatment of hemorrhoids
(1,4), The principle pharmacological effect of HR
is a reduction of microvascular permeability and
oedema, shown in various animal models(8,9,10)
and in patients with chronic venous insufficiency(4,
5,6). Its safety and efficacy in pregnancy, usually for
the treatment of the symptoms related to varicosis,
has been well established(1,11,12), We decided to
undertake a double-blind, randomised, placebo con-
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trolled trial with HR in women with hemorrhoids
of pregnancy.

PATIENTS AND METHOD

Sixty patients in the Department of Obste-
trics and Gynecology and the Department of Sur-
gery, Faculty of Medicine Sirira) Hospital, Mahidol
University were recruited to the trial on the basis of
the following inclusion criteria:

- Symptoms and signs (pain, bleeding,
pruritus and mass) which started during this preg-
nancy.

- First or second degree hemorrhoids:

First degree : Hemorrhoids which bleed
but do not protrude through the anus.

Second degree : Hemorrhoids which
protrude on defaecation and reduce spontaneously.

- Between 16thand 34thweek of pregnancy.

- Singleton pregnancy with no medical or
obstetric complications.

- No other treatment except for vitamins.

- Agreement to give voluntary written in-
formed consent.

Patients with third degree hemorrhoids
(protruding that need digital replacement) and fourth
degree hemorrhoids (continuously protruding) were
excluded. At the first visit, a full history, including
past and present obstetric history was taken from
the patients and a proctoscopy was performed by an
anorectal surgeon to establish the degree of severity
and the appearance of the hemorrhoid.

The objective signs were classified for
severity as follows:

1) Mild:

If only one of 3 objective signs (bleed-
ing, inflammation, vein dilatation) was present.

2) Moderate :

If two of these three signs were present.

3) Severe :

If all three signs were present.

The subjective classification of severity
was also established on the basis of the symptoms
as follows :

1) Mild :

If only one of 4 symptoms (pain, bleed-
ing, exudation, pruritus) was present.

2) Moderate :

If two of these symptoms were present.

3) Severe :

If more than two symptoms were pre-
sent.
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An examination by ultrasonography was
also performed to exclude any foetal abnormalities
on entry to the trial. After that, the patients were
randomly allocated to two groups. Thirty-one
patients in the study group received oral Trihydro-
xyethylrutosides 600 milligrams daily in equally
divided doses for 2 weeks while the control group
consisted of twenty-nine patients who received a
corresponding oral placebo of identical appearance.
They were given a pack with 28 tablets of the drug
(or placebo) at the first visit. The patients were seen
again after 2 weeks (the end of the first episode of
treatment). At this visit the symptoms were re-
assessed by the same scoring basis. The occurrence
of any side effects were noted and proctoscopy was
repeated to re-evaluate the objective signs.

At the end of the treatment the patient’s
overall opinion was obtained on the basis of :

1) Unchanged :

No improvement in symptoms.

2) Improved :

One of the initial symptoms had dis-
appeared.

3) Much improved :

Two or three initial symptoms had dis-
appeared.

4) Cured :

All symptoms had disappeared

The doctor also gave an overall judgement
of the treatment:

1) Ineffective :

No improvement of symptoms or objec-
tive signs.

2) Effective :

Clear symptomatic improvement but
not of objective signs.

3) Very effective :

Clear improvement in both symptoms
and objective signs.

If any of the patients had no signs and
symptoms, the treatment was stopped. If they still
had any signs or symptoms, they were given a
second pack of 28 tablets of the drug (or placebo).

The patients were seen again after another
2 weeks of treatment for reassessment.

The patients were also seen for the fourth
time after delivery to establish the status of the
baby. Methods of delivery, birth weight, Apgar
scores and any foetal abnormalities were recorded.

Statistics

For comparison of the patients’ initial cha-
racteristics between the two treatment groups
(numerical values), the Student #-test was used. For
comparison of the efficacy of the two treatment
regimens (i.e. patients’ own overall opinion and the
doctors’ overall judgement of efficacy), the chi-
square test was used. In certain cases where num-
bers were too small (less than 5 patients), we used the
Fisher’s exact test. For comparison of methods of
delivery, birth weight and Apgar scores, we used
Mann-Whitney and Levene’s test respectively.

RESULTS

Of the sixty patients who entered the trial,
three in the study group and four in the control group
dropped out of their own volition and were lost to
follow-up.

Patient Characteristics
The initial characteristics of the remaining
53 patients who completed the trial and were eva-
luated (27 HR/26 placebo) are shown in Table 1.
This shows that there were no significant
differences (P > 0.05) between the two groups re-

Table 1. Patients’ initial characteristics.

Characteristics HR Placebo P-value
(n=27) (n=26)

Age (years) 253+49 235+43 0.14

Gravida 1.6+0.8 1.6+09 0.66

Parity 0407 04x05 0.09

Gestational age (weeks) 207 +6.1 20.8 + 5.6 0.96

Table 2. Patients’ overall opinion of treatment at

the end of 2 weeks.

Patients’ opinion HR Placebo
(n=27) (n=26) P-value
n %o n o

Unchanged 6 220 13 500

Improved 1 37 3 115

Much improved 6 222 1 39 0.04

Cured 14 519 9 346

Total 27 100.0 26 1000
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Table 3. Patients’ overall opinion of treatment at  garding age, gravidity, parity and the duration of
the end of 4 weeks. pregnancy on entering the trial.
Patients’ opinion HR Placebo
(n=27) (n=26) P-value Efficacy . .
n % n % The patients’ overall opinion on the treat-
ments as related to their symptoms is shown in
Unchanged 0 0 11 423 Table 2 and 3
Improved 1 37 0 0 . C
Much improved s 74 5 192 0.003 . This shows that there.wer,e mgmﬁcapt
Cured 24 889 10 385 differences (P < 0.05) in the patients’ overall opi-
nion of the treatment at the end of 2 and 4 weeks
Total 27 1000 261000 between the two groups.
Doctors’ overall evaluation of the efficacy
of treatment is shown in Table 4 and 5.
This shows that there were significant
Table 4. Doctors’ overall evaluation of the efficacy  (ifferences (P < 0.05) in the efficacy of treatment
of treatment after 2 weeks. after 4 weeks
Doctors’ evaluation HR Placebo ]
(n=27 (n=26) Pvalue  Side effects
n % n % Only one patient reported nausea which
r atment and diminished
Ineffective 4 148 5 308 happened after 2 .w;,eks of tre ‘.Bf. and diminishe
Effective 18 667 13 508 035 Spontaneously without any specific treatment.
Very effective 5 185 5 192
Neonatal outcome
Total 27 1000 261000 Neonatal outcomes are shown in Table 6.
All the parameters including mode of delivery,
Apgar scores and birth weight are comparable in
. both groups and has no statistically by significant
Table 5.  Doctors’ overall evaluation of the efficacy (jfference. There were no congenital anomalies in
of treatment after 4 weeks. this study.
Doctors’ evaluation HR Placebo
(n=27) (n =26) Pvalue DISCUSSION
n % n % In the present study, the results showed a
Ineffective 0o o s 308 rparked and statlstlcally hxghly sxgmflcant. superio-
Effective 20 741 16 615 0004 Tity of the treatment with Trihydroxyrutosides, at a
Very effective 7 259 2 77 dose of 600 mg/day for 2 and 4 weeks, compared
with placebo. This was apparent both from the
Total 27 1000 261000 viewpoint of the patients’ own assessment of their
symptoms and the doctors’ evaluation which also
took into account the objective findings on procto-
Table 6. Neonatal outcome.
Neonatal outcome Placebo
(n=27) (n =26) P-value
n Yo n %
Mode of delivery : number
Spontaneous 26 963 25 962 0.98
Cesarean section 37 1 38 0.98
Apgar score : mean + SD
1 minute 8.85 +0.36 8.85+0.37 0.91
5 minutes 996 +0.19 9.92 +0.27 0.22
Birth weight : grams 2890.74 + 98.13 2850.38 + 110. 98 0.86
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scopy. The improvement of symptoms seemed to
show earlier than objective findings since its results
showed better outcomes after 2 weeks of treatment
while the objective findings were not different in
both groups, However, after further 2 weeks of
treatment, the results showed improvement of both
symptoms and objective findings. This may well be
explained by the objective findings of the patients
showing only slight changes during the 2 week
period. The anorectal surgeon required more time to
detect the mark differences of objective findings.

The authors were rather surprised by the
very low placebo response in this indication, but
may be explained by the progressive nature of
untreated heamorrhoids in a continuing pregnancy.

The tolerability of the drug was good, with
only 1 patient having minor and transient side
effects.

Concerning the safety of the drug, there
were no drug-related problems in the pregnancies,
delivery or the babies. These findings were the
same as other investigators who have studied the
use of Trihydroxyethylrutosides in pregnancy,
whether in hemorrhoids(3) or in varicose problems of
the legs(llvlz).

We, therefore, conclude that the use of Tri-
hydroxyethylrutosides for the treatment of hemo-
rrhoids of pregnancy is a very effective and safe
alternative to surgical procedures, and was very
acceptable to the patients.

(Received for publication on May 9, 2001)
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