
  INTRODUCTION

Breast carcinoma is one of the commonest malignancies
in the United States, with an incidence of 24%1. It is
also a common malignancy in Pakistan and is responsi-
ble for a substantial share of mortality in the females2,3.
Early diagnosis, prompt and appropriate treatment un-
equivocally reduces the morbidity and mortality arising
from this tragic condition4. Its geographical prevalence
varies. However, there are some established aetiological
and predisposing factors namely increasing age, early
menarche (<11 years) and late menopause (>54 years),
nulliparity, first child at a late age, family history of
endometrial carcinoma and failure to breast feed5,6,7.
The purpose of this study was to study the patterns of
aetiological and predisposing factors in our population.

  PATIENTS & METHODS

This study was conducted at Surgical Unit IV, Civil
Hospital, Karachi from January 2001 to January 2006
on 54 patients with biopsy proven Carcinoma Breast.
All relevant data regarding history, ascertaining any
risk factor like age, socio-economic group, age of menar-
che and menopause, parity and breast feeding, age at
first child birth, use of exogenous hormones, any pre-
vious or current evidence of contralateral breast or endo-
metrial malignancy were recorded on a performa.

  RESULTS

Out of the 54 patients of Carcinoma Breast included in
this study, 37(68.52%) were under 50 years of age
(Table I). At the extremes there were five cases below
30 and three cases above 70 years of age. All patients
were females; no male patient being seen during the
study period. The majority (45) of cases belonged to
the lower socio-economic group; only six (11.11%)
cases belonged to the middle and three (5.56%) to the
higher class.

The mean age at menarche was 13.4 years and at meno-
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<   11 years

12-13 years

14-15 years

16-17 years

Not Remembered

5

15

25

3

6

9.26

27.78

46.30

5.55

11.11

Table II.   Age at Menarche

Menarche Number %

early menarche and late menopause i.e. an increased
length of reproductive years are at greater risk and these
findings correlate well with our study. Cases who have
never borne children are at greater risk, while those
who had been pregnant are at a lower risk. Women who
had their first child at the age of >30 years are also at
greater risk of developing the cancer11. In our study
more than 50% have a parity more than three and most
of them had their first pregnancy before 30 years.

Different studies have shown a correlation between car-
cinoma of contralateral breast and breast cancer; like
wise those with family history of malignancy are also
at increased risk12. However, in our study only nine
cases (16.6%) had a positive family history. Prolonged
use of hormonal therapy increases the risk of breast
cancer but in our study none had a history of such
prolonged exposure to oral contraceptives or hormone
replacement therapy13,14.

  CONCLUSION

The established risk factors i.e. early menarche, late
menopause, old age, nulliparty, positive family history,
socio-economic status differed from international data.
It, therefore, seems worthwhile that a large scale multi-
centric study should be conducted to verify and explain
these patterns in our population.

pause 45.13 years; six cases did not remember their
menarche (Table II) and 27 their menopause (Table III)
and about 27 patients had not reach menopause.

Four (7.41%) patients were nulliparous, whereas 28
(51.85%) had parity more than three (Table IV). Forty
five (83.33%) women gave history of breast feeding,
while nine (16.67%) had personal or family history of
breast or other malignancies. None gave history of tak-
ing oral contraceptives or hormone replacement therapy.

  DISCUSSION

Carcinoma Breast is the commonest type of cancer in
women and the second leading cause of death. It is the
third most common cancer throughout the world. About
one out of every eight women in the United States deve-
lops breast cancer8. Although no specific cause for
breast cancer has been identified, but there are risk
factors that increase the likelihood of a woman develop-
ing carcinoma breast9,10.

Older women are at increasing risk of developing breast
cancer, but in our study only 17(31.48%) were more
than 50 years of age. The condition was thought to be
more common in Europe but more recently there has
been an increase in its incidence in the developing coun-
tries. Different studies show that those who have an
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<   40 years

41-45 years

46-50 years

>   50 years

Not Remembered

---

15

8

4

27

0.00

27.78

14.81

7.41

50.00

Table III.   Age at Menopause

Menopause Number %
Nullipara

Para- 1

Para- 2

Para- 3

Para- 4

Para>4

4

5

2

15

26

2

7.41

9.26

3.70

27.78

48.15

3.70

Table IV.   Parity

Parity Number %

20-30 years

31-40 years

41-50 years

51-60 years

61-70 years

71-80 years

5

18

14

9

5

3

9.26

33.33

25.93

16.67

9.26

5.55

Age Number %

Table I.   Age Incidence
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Conclusion: Danazol offers good pain control in mastalgia but with distressing side effects, where as Oil of Evening
Primrose (OEP) also showed good pain control but without much distressing side effects.
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about this condition is the incorrect belief of the patients
that this is a symptom of the onset of the breast cancer3.
However, because of this wrong belief and the fear of
breast cancer, most patients present to the clinics and
seek medical advice4.

Clinical management of breast pain depends upon the
type of Mastalgia5 viz. Cyclical, Non-Cyclical and Extra
mammary Mastalgia. The cause of cyclical breast pain
is unclear, though one theory popular in Europe sugges-
ts that higher than normal levels of the hormone prolactin
may be involved, while another attributes the condition
to an imbalance of essential fatty acids. In contrast there
is no relation to the menstrual cycle in the Non-Cyclical
mastalgia, which is responsible for symptoms in a quar-
ter of such patients referred to the clinics6. The most
important factors in the evaluation of breast pain include
taking a good and thorough history taking and exami-
nation and carrying out appropriate investigations7.

  INTRODUCTION

Mastalgia or breast pain, is a common and often distres-
sing complaint, that occurs in upto 70% women at some
stage of their life1. It is a encountered both at the prima-
ry care and surgical out-patient settings in the subconti-
nent2. Inadequate, delayed and incompetent management
of breast pain results in unnecessary physical, emotional
and financial strains on the patients and the health care
system. Beside discomfort, perhaps the worst thing
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Table I.   Cardiff Breast pain Score (CBS)

Most (75%-85%) of the patients generally require no
treatment8. In the remaining women pain remain cons-
tant and interfere with the day to day activities requiring
some sort of treatment.

The purpose of this study was to compare the results
of Danazol and Oil of Evening Primrose (OEP) in res-
pect to efficacy, rapidity of response and adverse effects
in the treatment of mastalgia.

  PATIENTS & METHODS

This study was conducted in the Out-patient Dept. of
Surgical Unit III (Ward-26) at Jinnah Postgraduate
Medical Centre, Karachi from November 2004 to Nov-
ember 2005 on 100 female patients with moderate to
severe breast pain. A thorough history was taken and
a detailed clinical examination was carried out in all
the patients. Imaging modalities were done where nec-
essary to rule out benign breast disease and occult carci-
noma. After taking informed consent, all patients were
allocated to the two groups, alternatively. All patients
were gauged according to Cardiff Breast pain Score
(CBS) as shown in Table I. Patients with discrete lumps,
nipple discharge, lactation, pregnancy and breast abscess
were excluded from the study.

Group-I (comprising 50 patients) was given Danazol
100mg b.i.d per oral, while Group-II (also comprising
50 patients) was given Efamol (Oil of Evening Primrose)
500mg b.i.d per oral for a three months period. Response
of the treatment was gauged according to the Cardiff
Breast pain Score at 4 weeks and 12 weeks. Information
was also sought about the adverse effects of the drugs.
No change was made in the treatment before three
months. After collecting the data, results were compared
and analyzed by the student t-test and chi-square test.

  RESULTS

Out of the 100 patients, 70% belong to the age group
15-25 years, 20% to 26-35 years and 10% beyond 35
years of age. Fifty two percent women (mean age 28
years) had cyclical mastalgia whereas 48% (mean age
34.5 years) had non-cyclical mastalgia.

Amongst those patients who used Danazol, Grade-I
response was observed in 22 (44%) patients at 4 weeks
and 38 (76%) patients at 12 weeks in comparison to
OEP patients with 36% at four and 68% at 12 weeks
(Table II). Adverse effects observed at the end of the
treatment were 32% in Danazol Group which were dis-
tressing but reversible and 12% in OEP Group which
were not distressing and reversible (Table III).

Table II.   Treatment response in Mastalgia at 4 weeks and 12 weeks

I

II

III

IV

Score

Excellent response with no residual pain

Substantial response but with some

residual pain, considered by the patient

to be bearable

Poor response with substantial residual

pain

No response at all

Response

I

II

III

IV

Grade Response

Excellent

Substantial

Poor

None

Response at 4 weeks Response at 12 weeks

38 (76%)

06 (12%)

06 (12%)

--  (00%)

18 (36%)

12 (24%)

12 (24%)

08 (16%)

34 (68%)

06 (12%)

06 (12%)

04 (08%)

22 (44%)

18 (36%)

06 (12%)

04 (08%)

Gp.I-Danazol Gp.II-OEP Gp.I-Danazol Gp.II-OEP

Table III.   Side effects of the Drugs

Altered taste

Nausea / vomiting

Abdominal bloating

Menstrual problem

Weight gain

Hirsutism

Side effect Group-I
(Danazol)

Group-II
(OEP)

--

--

--

6

1

1

1

1

1

--

--

--
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  DISCUSSION

Mastalgia is a common and enigmatic condition; it was
described in the medical literature as early as 1829

9
,

but was known to medical practitioners much earlier
10

.
Amongst a large cohort of 2400 women enrolled in a
health maintenance organization in the United States
pain was the most common breast symptom during a
ten years period, promoting medical evaluation and
accounting for 47% of breast related visits

11
. Similarly

in a study of 1171 women attending an Obstetrics and
Gynecology clinic in United States, 69% experience
regular premenstrual breast discomfort

12
.

Currently various treatment modes are in practice for
the management of breast pain but most are insufficient.
This study was conducted with the aim of evaluating
effectiveness, compliance and adverse effects of drugs
in female patients treated for breast pain. The two agents
used for comparison included Danazol and Evening Oil
of Primrose (EOP).

Evening Oil of Primrose is extracted from the seeds of
Evening Primrose plant (Oenotheria Bennis)

13
. Eve-

ning primrose is a versatile plant and can be found near
streams, mountains, roadsides and even in the middle
of deserts. It is referred as evening primrose because
the flower blooms in the evening. Its oil is thus a natural
product rather than a drug, which is rich in essential
fatty acids like linolenic acid. The body converts linole-
nic acid into a hormone like substance prostaglandin
(Pg) especially PgE1

14
, that helps in the reduction of

inflammatory cells. The product is usually prescribed
in a dose of 500mg b.i.d per oral

1
, though various inter-

national studies have used 2-3 grams daily. The optimal
dose and duration of treatment with EOP is not known

15
.

The first study of EOP was conducted in Cardiff Mas-
talgia Clinic by University of Wales College of Medic-
ine and published in the Journal of the Royal Society
of Medicine in 1992.

Danazol is a synthetic testosterone which binds to the
progesterone and androgen receptors, though the precise
mechanism of action in the treatment of mastalgia is
unknown. The main factors limiting the use of Danazol
is its spectrum of side effects. Majority (59%-92%) of
women treated with Danazol (200mg orally per day)
in controlled clinical trials gets relief in breast pain and
tenderness. In our study the results showed Danazol to
be significantly effective (76%) in the treatment of mas-
talgia as compared to 68% effectiveness of EOP, which
is quite comparable. However, the side effects of Dana-
zol, which were 32% in comparison to very low side
effects of EOP that is 8% limits its usage in the treatment
of mastalgia.

The response rate with Danazol has been reported as
70% in cyclical mastalgia and 31% in non-cyclical mas-
talgia; although a relapse rate of 50% was also reported
in the same study16. Another study describes a 79.4%
success rate in cyclical and 77.7% for non-cyclical
mastalgia, but the side effects especially nausea and
irregular menses were frequent (20.6%) with Danazol
therapy17.

Qureshi and Sultan1 showed a clinical response of 64%
with EOP, which is similar to that of ours, though other
studies report a decreased overall response rate of 58%18.
Shabbir19 also advocates using a protocol of reassurance,
adherence to low fat methyl xanthine restricted diet and
dietary supplementation with 500mg/day of evening
primrose oil as the first line of treatment in mastalgia.

  CONCLUSION

This study has shown that Danazol (Danocrine) offered
good pain control in mastalgia with distressing side ef-
fects which were reversible, whereas the Oil of Evening
Primrose also showed good pain control but without
any distressing side effects.
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