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Preoperative Pharmacological Correction of Severe Anaemia Due to Uterine Fibroids
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Abstract

Context: Severe anaemia from menorrhagia is a common complication of uterine fibroids. If all patients with such a
problem were to accept blood transfusion and if blood transfusion were risk free, then it is the ideal treatment for
correcting severe anaemia preoperatively. However, this is not the case and so alternatives have to be sought for those
who reject blood transfusion. Treatment with haematinics is one alternative. But views have been expressed that they
may not be able to adequately correct severe anaemia in such cases,

Objective: To study the effect of total dose iron-dextran infusion and folic acid with or without a progestogen in the
preoperative correction of severe anaemia due to fibroid induced menorrhagia.

Materials and Methods: A prospective interventional study of severely anaemic patients with uterine fibroids who
refused pre-operative blood transfusion over a 31-month period. Eligible subjects were given total dose iron-dextran
infusions followed by oral folic acid with or without norethisterone. The outcome measures were serial haemoglobin
concentrations, rate of rise, of haemoglobin concentration, and number of days required to raise the haemoglobin
concentration to 10 grams/dl. Data analysis was by means of simple percentages and descri ptive statistics.

Results: Eight patients were treated. The initial haemoglobin concentrations in the eight patients ranged from 5.7 to
6.9 g/dl while final ones prior to surgery ranged from 9.0 to 11.0g/dl. The eight patients reported subjective
improvement (felt stronger) within 24 hours of receiving iron-dextran infusion. It was possible to operate on all of the
patients within 3 weeks of administering iron-dextran infusion and folic acid. One patient had maculopapular skin
rashes on the third day after the total dose iron-dextran infusion. No intraoperative or postoperative problems were
encountered.

Conclusions: Tron-dextran as a total dose infusion followed by oral folic acid and a progestogen (if necessary) is a

useful alternative to multiple blood transfusions in the pre-operative correction of severe anaemia due to uterine
fibroids.
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Introduction

Multiple large uterine fibroids presenting with report of an on-going study on the effect of total dose
menorrhagfa and severe anaemia are common iron-dextran infusion and folic acid with or without a
gynaecological problems in the tropics and developing progestogen in the preoperative correction of severe
countries'. Characteristically, before the anaemia anaemia due to fibroid induced menorrhagia.

becomes severe, the patientusually gets to know that she ,

has fibroids but for one reason or the other attempts to %:bjecgs andll(\’[(;thods Mbanefo Hospital. Oeui E
avoid an operative treatment. At a point, ill health from ¢ stu %/Itoo place at Mbaneto C?f‘pltal‘ gU Lnugu
the menorrhagia and anaemia makes the operation _fr om ,25 Nov.ember 2001 to, 307 June 2004. The
inevitable. At that point, the degree of anaemia is such inclusion criteria for the study included the following:
that urgent blood transfusion may be required to correct ~ Menorrhagia attributable to uterine fibroids, severe
it preoperatively. anaemia (defined as a haemoglobin concentration of
Forreligious reasons, Jehovah's Witnesses do not accept less thar} 7g/100 mls), patient must have refused blood
blood transfusion’. Because of the current HIV/AIDS transfusion and requested for an alternative. She must
pandemic . in sub;Saharan Africa, even some non- also not have had any previous history of allergy to iron
Jehovah's Witnesses in these countries now reject blood therapy and must have accepted to underg_o_ surgery as
transfusion. Yet non-correction of anaemia soon as the anaemia was corrected. In addition to other
preoperatively is associated with poor surgical | tests _pecullar to the mc_h_vxdual patient, all patients
outcome". Thus haematinics may have to be used to fulfilling the above conditions had a full blood count,
correct anaemia preoperatively in patients with sovere blood film examination, reticulocyte count, and pelvic
anaemia but who refuse blood transfusion. However, ultrasound examination.

views have been expressed that haematinics may not be For those who were recruited into the study, the total
able to correct severe anaemia in such cases'. This is iron requirements (in milligrams) to raise their
because the patient may be in heart failure. Additionally,

the gains in haemoglobin concentration with Correspondence: Dr. H E Onah, P O Box 3709 General Post

Office, Enugu, Nigeria 400001.

haematinics are usuvally reversed following bleeding E-mail: hyacinon(@yahoo. com

during subsequent menses. This paper is an interim
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Correction of Anaemia Due to Fibroids

haemoglobin concentrations to 14.8g/dl were calculated
using the formula that 250mg of iron raises the
haemoglobin concentration by 1 gram per decilitre’. The
calculated dose was multiplied by one and a half in order
to take care of the iron stores. For each patient, the
calculated required dose was put into 1 litre of Normal
saline and thoroughly mixed. An intravenous line was
established and intravenous hydrocortisone 200mg
statim given as a premedication. The iron-dextran

infusion was then commenced at 10 drops per minute

while the patient was observed for anaphylaxis and other
side effects. If, after 30 minutes, no adverse reaction was
observed, then the drip rate was increased to 60 drops
per minute until it finished. The patient's vital signs were
recorded every 15 minutes and urticaria and other
untoward side effects looked out for. ‘

Following the iron-dextran infusion, the patients were
placed on folic acid tablets 5 mg daily. The patient's
haemoglobin concentration and reticulocyte count were
rechecked weekly. Where the next menses was
imminent, the patient was commenced on
norethisterone tablets (Primolut N™) 5mg tds to
withhold the menses. When the haemoglobin
concentration was at least 9 grams/dl and the patient
considered fit for surgery, the patient then underwent
either a myomectomy or a total abdominal hysterectomy
as appropriate and agreed upon between the doctor and
the patient. Pre-operatively, the patients gave a written
consent to the effect that provided adequate precautions
were taken, the doctor would not be held liable for any
problem that might arise from not transfusing them.
Intra-operatively, several units of Haemaccel ™ (a
plasma expander) were kept handy. In all cases,
diathermy was used to minimise intra-operative blood
loss. During the myomectomies, uterine tourniquet was
applied intra-operatively in the conventional way to
occlude the uterine and ovarian vessels prior to
enucleating the fibroids.

Results

The results are summarised in Table 1. Eight patients
have so far been treated with iron-dextran and folic acid
with or without norethisterone. The initial blood film in
all the patients showed anisocytosis and hypochromia
consistent with iron deficiency anaemia. Their initial
reticulocyte counts were above 2.5% consistent with
active bone marrow. The initial haemoglobin
concentrations in the eight patients ranged from 5.7 to
6.9 g/dl while final ones prior to surgery ranged from 9.0
to'11.0g/dl. The mean rate of haemoglobin rise was 29.1
grams/dl over 128 days (mean of 0.23g/dl/day). The
eight patients reported subjective improvement (e.g.
feeling stronger and/or less breathless) within 24 hours
of receiving iron-dextran infusion. In six out of the 8
patients treated, the haemoglobin concentration
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increased to approximately 10 grams/litre within 2
weeks of treatment. It was possible to operate on all of
the patients within 3 weeks of administering iron-
dextran infusion and folic acid. Case No 2 (Mrs. C.0.)
had maculopapular skin rashes on the third day after the
total dose iron-dextran infusion. Two weeks after she
had received the total dose iron-dextran infusion, her
haemoglobin concentration was 10.2g/dl. Because of
financial reasons, there was a delay in operating on her
(Table 1). Within this period, she continued on
norethisterone tablets.

Norethisterone tablets were necessary to postpone the
menses in five (62.5%) of the patients while the
remaining three (37.8%) did not need this. Three
(37.5%) of the eight patients had total abdominal
hysterectomy with or without bilateral salpingo-
oophorectomy while the remaining five (62.5%)
underwent myomectomy. No intraoperative or
postoperative problems were encountered. Their post
operative haemoglobin concentrations ranged from 8.5
11 grams/dl. Postoperatively all the patients received
ferrous sulphate, folic acid and multivitamin tablets.
Case No 6 (Mrs. HO) became pregnant subsequently
and at the time of this report had had a caesarean
delivery ofa live female baby due to placenta praevia.

Discussion

The negative correlation between anaemia and
operative outcome is not in doubt '*. For this reason
efforts are usually made to correct anaemia prior to
surgery. Preoperative correction of anaemia can be
carried out in various ways, depending on the severity of
the anaemia and the urgency of the operation. In elective
cases with mild anaemia, giving haematinics for several
weeks may be all that is required'. Such preoperative
correction of anaemia using haematinics usually
minimises the need for blood transfusion intra- and
postoperatively’. Some authorities' believe that
haematinics may not correct severe anaemia from
fibroid induced menorrhagia fast enough especially as
subsequent menses tend to deplete the patient's blood
again. According to this view, preoperative transfusion
with packed cells should be preferred in such severe
cases of anaemia (especially if the patient is in incipient
or frank heart failure) since it corrects the anaemia
instantly’'.

With the current HIV/AIDS pandemic in sub-Saharan
African countries, each unit of blood transfused
increases the risk of a patient being infected with the
virus. This is because the current method of screening
blood donors for HIV detects antibodies to the virus and
not the viral particles and so does not detect those who
are in ‘the window period of the HIV infection’.
Clinicians are likely to increasingly encounter severely
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anaemic patients who will reject blood transfusion
either because of religious reasons or fear of being
infected with HIV as in the cases treated in this study.
Faced with such a patient, the clinician has one of three
‘options to follow: operate on the patient without
correcting - the anaemia; correct the anaemia with
haematinics instead of blood transfusion or else refuse
to treat her and so refer her to another service that will
accede to her request. For reasons stated earlier on, most
clinicians will not want to operate on a severely anaemic
patient.

This study has shown that severe anaemia from fibroid
induced menorrhagia can be corrected preoperatively
without blood transfusion by using iron-dextran
infusions and folic acid to promote haematopoiesis and
restore the haemoglobin concentration while preventing
further blood loss by the pharmacological use of
progestins to delay menstruation until surgery can be
carried out. What is impressive is that subjective
improvement is noticeable in the patients shortly after
the iron therapy while almost normal haemoglobin
concentration is restored in at least 50% of them within
two weeks of administering iron-dextran.

The route of administering iron is debatable. It has been
shown that the rate of rise of haemoglobin concentration
after oral or parenteral iron is the same.(approximately
0.2 g/100mls/day)’. Therefore, where compliance to

oral iron can be guaranteed on the part of the woman and.

there are no other factors that impede intestinal iron
absorption, oral iron therapy can theoretically restore
haemoglobin concentration as fast as parenteral iron in
cases of iron deficiency anaemia. We, however, know
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that such situations rarely obtain in practice’. Because of
this, parenteral iron as used in these cases may be
preferable to oral iron. The rate of rise of haemoglobin
concentration obtained in this study (0.23g/dl/day) is
almost same with the 0.2g/100mls/day documented
previously in Caucasians’. Furthermore, it is established
that parenteral iron restores the iron stores faster than
oral iron’ and this may be a further reason for preferring
itto oral iron. However, anaphylactic reaction is a major
though rare side effect of parenteral iron’. Apart from
one case of mild skin rashes, no serious side effect was
recorded in the eight cases treated.

If the time course of normalising haemoglobin
concentration with parenteral iron is about three weeks,
then using progestins to postpone menstruation may not
be necessary in all cases especially if the woman
presents when she is menstruating and receives iron-
dextran during this period. Where the iron-dextran is
given towards the end of the menstrual cycle, then
progestins are indicated to delay menses until the
anaemia has been corrected and surgery carried out.
Gonadotrophin releasing hormone analogues can also
be used not only to postpone menstruation but also to
shrink the fibroids preoperatively’. However, side
effects, high cost, lack of availability in the tropics and
the high recurrence rates of the fibroids after
myomectomy are their drawbacks.

We conclude that iron-dextran as a total dose infusion
followed by oral folic acid and a progestogen (if
necessary) is a useful alternative to multiple blood
transfusions in the pre-operative correction of severe
anaemia due to uterine fibroids.
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