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ABSTRACT:

Objective: To determine whether instances of mastalgia labelled as refractory were truly refractory to treatment or
whether they were merely instances of inadequate treatment, by observing their response to non-pharmacological

treatment.

Design & Duration: A prospective observational study carried out from 2003 1o 2005.
Setting: The study was undertaken in an Qut-patient Breast Clinic sefting at Sarfaraz Rafiquee Shaheed Hospital

and Tahir Medical Centre, Karachi.

Patients: Fifty-eight patients with “refractory mastalgia” were evaluated.
Methodology: The patients were treated by reassurance, low-fat, methyl xanthine restricted diet and dietary
supplementation with 500 mg/day of evening primrose oil. The response was assessed al three and six months after

begining the treatment. -

Results: There was a 94.3% overall response to non-pharmacological treatment, which indicated that they were all
instances of inadequately treated mastalgia and not refractory mastalgia.
Conclusion: Cases of mastalgia labelled as refractory are usually due to inadequacy of treatment.
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“INTRODUCTION

Mastalgia is a commononly encountered condition,
both in the primary care and the surgical outpatient set-
tings in the subcontinent'~*. The standard algorithms of
management are not universally adhered to by the cli-
nicians. This is not only true of Pakistan, but clsewhere
in the world* also. Inadequacy of treatment results in
the intances of mastalgia being labelled as “refractory”
to treatment with referral to breast clinics for speciali-
zed management. Delayed treatment results in unneces-
sary physical, emotional and financial strain on the pat-
ients. This is unacceptable in itself and particularly in
the conltext of mastalgia which is a common benign
breast disorder res?onding, in the majority of instan-
ces, to reassurance-.

Correspondence:

Dr. M. Najmuddin Shabhir. Associate Prof. &
Head of the Department of General Surgery,
Fatima Jinnah Dental College, Karachi.
Phones: 0300-8229833.

E-mail: drnajamshabbir461@hotmail.com

A prospective observational study was undertaken in
an outpatient breast clinic setting. Fifty-eight patients,
referred for refractory mastalgia were enrolled to deter-
mine whether they were true instances of the refractory
mastalgia or whether they were merely instances of in-
adequately treated mastalgia. This was done by observ-
ing their response to a protocol of the non-pharmacolo-
gical management.

All patients were evaluated to determine the type of
mastalgia, its duration, severity, past treatment and res-
ponse. Further evaluation consisted of clinical breast
examination, blood complete picture, thyroid, prolactin
and lipid profile assessment. Investigations such as the
mammogtam, fine needle aspiration cytology (FNAC),
etc. were undertaken only as and when required. All
the paticnts were taught breast sel{~examination dur-
ing the period of evaluation.

The treatment, initiated after assessment, comprised of
reassurance, advice on a low-fat, methyl xanthine restric-
ted diet and dietary supplementation with 500 mg/day
of evening primrose oil capsules for the duration of the
study i.e. six months. Literate patients or a family mem-
ber in the case of sub-literate patients were taught to
maintain a pain diary during the follow-up period.
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Fig. 1. Analysis of Past Drug Treatment
for Mastalgia

The first review was undertaken three months later and
the second, six months later. A simple visual analogue
scale (using the individual patient as her own control)
was used to quantify pain at initial assessment, and the
response to treatment during the two reviews. The res-
ponse was graded as Grade | (excellent), Grade 11 (subs-
tantial), Grade I11 (poor) and Grade TV (no response).
During the review, compliance with breast self exami-
nation and evening primrose oil supplementation were
noted specifically. Compliance of the advice regarding
dietary fat changes and mehyl xanthine restriction were
not assessed objectively, but was merely reiterated as
a health message.

Out of the 58 women enrolled into the study, five were
lost to follow-up. Amongst the remaining, 30 (56.6%)
patients had cvclical mastalgia, while 23 (43.4%) had

Response

Response at 3 months
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true non-cyclical mastalgia, of a seveie degree. The me-
dian duration of cyclical mastalgia was three years (a
mean of 3.93 years) and that of non-cyclical mastalgia
one year (mean 2.35 years). The median age of cyclical
mastalgia patients was 36.5 years (mean 36.63 years)
and that of non-cyclical mastalgia patients was 39 years
(mean 37.91 years).

Analysis of the past treatment revealed that none of
these patients had been reassured about the nature of
the pain and the absence of serious underlying breast
pathology. Twenty-three (43.4%) patients had been pres-
cribed analgesia (non-steroidal anti-inflammatory drugs)
and 12 (22.6%) had been prescribed viamins E. The
rest (18 patients) had beén treated with danazol, bromo-
criptine, progesterone, miscellaneous hormone combi-
nations and evening primose oil (Fig.!). The dose and
the duration of the treatment was not reliably discern-
able from the multiple prescriptions issued to most pati-
ents by multiple medical practitioners. No patient admit-
ted to improvement with the past treatment.

Clinical breast examination revealed that 34 (64.2%)
patients had nodularity in the breasts and 2 (3.8%) had
a fibroadenoma (confirmed by FNAC), while 17 (32.1%%)
had normal breasts. Investigations in the form of blood
complete picture, thyroid profile, prolactin and the lipid
profile assessment revealed no statistically significant
abnormalitics.

Cyclical Mastalgia

At the 3-months review, the response to treatment was
Grade I (excellent) in 13 (43.3%) cases, while 14 (46.7%)
patients had Grade 1l (substantial) and three (10.0%)
Grade 111 (poor) response. None had Grade 1V response
(Table ).

At the 6-months review, the response to treatment was
Grade 1 (excellent) in 17 (56.6%) cases, while 11 (36.7%)
patients had Grade II (substantial) and two (6.7%) had
Grade III (poor) response. None had Grade IV response.

Table 1. Treatment Response in Cyclical Mastalgia at 3 and 6 months
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Table 1I. Treatment Response in Non-Cyclical Mastalgia at 3 and 6 months

Non-Cyclical Mastalgia

In the 3-months review 11 (47.8%) patients had Gradel
(excellent) response, 10 (43.5%) had Grade II (substan-
t1al) response and two (8.7%) had Grade 11T (poor) res-
ponse. None had Grade I'V response (Table II).

In the 6-months review 14 (60.9%) patients had Gradel
(excelient) response, eight (34.8%) had Grade Il (subs-
tantial) response and one (4.3%) had Grade III (poor)
reponse. None had Grade 1V response (Table II).

Overall Response

At the end of the study an overall response of Grade I
or IT was seen in 50 (94.3%) patients (95% CI), while
three (5.7%) patients had Grade III response (86.1%
CI) as shown in Table I11.

It was noted that 46 (86.8%) patients were adhering lo
monthly breast self-examination and all the 53 patients,
complied with evening primrose oil supplementation.

“DISCUSSION -

More and more women are secking {reatment for mas-
talgia, becausc of the increasing awarenees about breast
cancer and the fear that breast pain may be indicative
of it. However, most clinicians are ill-trained to handle
mastalgia. As breast cancer seldom presents with pain®’,

‘Overall response

Table I1II. Overall Response to the Treatment

" Diagnosis - |

patients are often dismissed with no forimal evaluation,
no reassuring explanations and often with a prescription
of drugs that has no established therapeutic value or
those with irksome or even potentially dangerous side-
effects. Such prescription patterns are not unique to our
country Pakistan only.

The management of mastalgia has become increasing-
ly refined and standardized in the hands of specialist
surgeons. When confronted with a patient of mastalgia,
the treatment protocol adopted takes into account the
nature, the source and the duration of pain. In the majo-
rity of instances, where the pain is mild to moderate
and the duration is short-lived (less than six months),
after thorough evaluation, the patient is treated by reas-
surance only. This consist of an explanation that mastal-
gia is an aberration and not indicative of serious under-
lying disease. Because of the possibility of spontaneous
remission® (approximately 20% in cyclical mastalgia
and 59% in non-cyclical mastalgia), pharmacological
management is not indicated. This is effective in 80-
85% of the patientsg. In addition, advice is given on the
use of supportive undergarments, adhering to a low-fat,
methyl xanthine restricted diet and abstention from the
drugs like oral contraceptive pill or hormone replacement
therapy'’.

In those instances, where the pain is severe or persistent,
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- Dilemma

in addition to the above steps, evening primrose oil
capsules in a therapautic dose of 3 g/day given orally
was until recently the first line drug in the treatment of
cyclical mastalgia and true non-cyclical mastalgia. In
the UK clinical exprience, the overall response rate to
it was 44% in ¢ 1yclu.al pain and 27% in non-cyclical
pain'!. Danazol'>!? (overall response 70% in cyclical
mastalgia and 3 1% in non-cyclical pain) and tamoxifen'®
(overall response 75% differentiation) were reserved
for treatment failure. However, the evening primrose
oil does not possess the current standard of therapau-
tic efficacy (compared to danazol or tamoxifen) required
for marketing authorisation as a drug for the treatment
of mastalgia. Indeed it has never been listed in the USA,
where danazol is the only dru 7g, approved by the FDA
for the treatment of mastalgia'”. With effect from Octo-
ber 2002, the UK Medicines Control Agency has with-
drawn the marketing authorisation'® given earlier to
evening primrose oil, and new drug protocols for the
management of the mastalgia are now being drawn up.
Evening primrose oil is, however, freely available as a
food supplement around the world including Pakistan
as there are no safety issues concerning its use.

In this study, analysis of past treatment revealed that
none of the patients had beén reassured about the na-
ture of the pain and the absence of serious breast patho-
logy. As reassurance is the cornerstone of the success-
ful treatment of mastalgia, it is not surprising that these
women continued to seek further treatment, for what
they perceived as a serious problem Forty (75 5%) pat-
ients had recieved analgesia!®, vitamin-E?°, progeste-
terone’! and miscellaneous hormone combinations?
which are considered non-standard drugs, as the litera-
ture supporting their use is conflicting and currently
inconclusive. Only a minority of the patients have been
treated with danazol, bromocriptine and evening prim-
rose oil which are standard drugs used in the treatment
of mastalgia. It is (o be noted that use of both danazol
and bromocriptine is fraught with side-effects (22%
and 45% respectively)?® and therefore usage needs to
be carefully balanced against the severity of mastalgia.
As some of these side-effects may be irreversible or
even fatal, their use as first line management, particulary
in the primary care set-up cannot be recommended.

In the present study patients were treated with a protocol
of reassurance, advice on adhering to a low-fat, methyl
xanthine restricted diet and dietary supplementation
with 500 mg/day of evening primrose oil (not as a thera-
peutic drug, the dosage of which is 3 g/day). The impor-
tance of reassurance in the treatment of mastalgia dictates
that it should be the first ingredient in the treatment
protocol. The value of methyl xanthine restriction has
not been proven®. It has been suggested that low-fat
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diets (15% of total calurie value for prolonged periods)
may have a positive impact,?” but the creation of rando-
mized trials have proven difficult in practice owing to
the lack of patient compliance to a drastic change in
dietary habits. Despite lack of concrete evidence, mastal-
gia patients continue to be given advice on adhering (o
low-fat, methyl xanthine restricted diets in breast clinics
around the world. In this study, while the patients were
advised to adhere to such a restricted diet as a life style
change, no rigid implementation with evening primrose
oil is there as it remains to be established through ran-
domized control trials.

CONCLUSION

The contribution of the individual components of the
treatment (reassurance, dietary restriction and supp-
lementation) is impossible to determine in an obser-
vational study of this nature. As 50 patients showed a
Grade 1-1I and only three patients Grade 111 overall res-
ponse at the end of six months, to non-pharmacological
treatinent, we may say that 50 out of the 53 (94.3%)
patients were in fact instances of inadequately treated
mastalgia and not refractory mastalgia, thus proving
the aim of this study. The study also illustrates without
doubt that there is a definite scope for improvement in
mastalgia management.
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