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ABSTRACT

Objective: The objective was to assess the clinical presentation, delay of diagnosis, and the causes of delay in the
diagnosis of patients with pregnancy-associated breast cancer (PABC) and patients with non-PABC. Patients and
Methods: This was a face-to-face interview with women who had histologically confirmed BC. All respondents
were interviewed at our hospital. Results: We interviewed 56 patients, 36 with non-PABC and 20 with PABC. Of
the 20 patients with PABC, BC was diagnosed in 12 (60%) during pregnancy and 8 (40%) during postpartum. 18
of the patients (90%) with PABC presented mainly with a mass 3 (15%) with pain and ulcer, 5 (25%) with skin
redness and thickening, 6 (30%) with nipple retraction and 4 (20%) with discharge 12 (60%) patients with PABC
had delayed diagnosis and 8 (40%) of this delay was due to physicians’ reassurance, and 2 (10%) because of fear
of cancer. Similarly, 35 (97%) patients with non-PABC presented with breast mass, 3 (8.3%) with infrequent pain
4 (11.11%) with inflammation 2 (5.55%) with ulcer 2 (5.55%) with nipple discharge and4 (11.11%) with thickening
of the skin compared with PABC patients. Only 4 (11.11%) in non-PABC had delayed diagnosis, and for half
of them the delay was due to the fear of cancer. Two patients with PABC and non-PABC were afraid of cancer
16.66% and 5.55%, respectively. However, 8 (60%) of patients with PABC had delayed diagnosis compared to
0% of patients with non-PABC. Conclusion: In this study, the majority of patients with PABC or non-PABC
presented with a breast lump. Other symptoms were more common in patients with PABC than in patients with
non-PABC. An increased awareness of clinicians may help reduce delay in the diagnosis of patients with PABC.
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INTRODUCTION

Breast cancer is an important health problem in Saudi
Arabia, especially in the Eastern Province. It ranks first
among all newly diagnosed malignant diseases in Saudi
women, accounting for 25% in year 2008. The median
age at diagnosis was 47 years."! The Eastern Region of
Saudi Arabia recorded the highest age-standardized rate of
31.8/100,000 women of all the regions in the Kingdom of
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Saudi Arabia.! Breast cancer (BC) patients in the kingdom
are one decade younger than in Europe.”

Pregnancy-associated breast cancer (PABC) is defined as
BC that is diagnosed during pregnancy or within 1-year
thereafter, including any time when a woman may be
lactating, It is the most frequently diagnosed cancer that
co-exists with pregnancy and lactation.”!

To improve the outcome of BC treatment, there should
be increased awareness among clinicians and a better
understanding of the clinical presentation, predicting
factors and causes. Delay in treatment is important since
smaller tumors are more likely to be treated successfully.
Delayed presentation of BC is associated with larger tumors
at presentation, advanced stage, and low survival.[*!

In general, delay in diagnosis and treatment of cancer is
divided into two: Patient delay, provider and referral delay.
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Patient delay is defined as the period from the onset of
symptoms to the first medical consultation. Provider and
referral delay covers the period from the first consultation
to definite diagnosis and commencement of treatment.!”’

We conducted this study to assess the clinical presentation,
delay of diagnosis, and the causes of delayed diagnosis of
patients with PABC and patients with non-PABC in our
hospital.

PATIENTS AND METHODS

Structured face-to-face interview was conducted after
histological diagnosis of BC was confirmed at our hospital.
The study was conducted at King Fahd Hospital of the
University at Al-Khobar, KSA from 2007 to 2013.

The interview consisted of detailed questions on

demographic characteristics of our patients, clinical

presentation including breast mass, pain, redness, ulcers,
nipple discharge, and thickening of the skin of the breast.

The phases of delay were defined as follows:

e Patient delay was defined as the interval between
first detection of a symptom and the time of first
presentation to a general practitioner, or any health
professional

e Physicians delay was defined as the interval between the
time of first presentation to the general practitioner or
health care providers and onward referral to a hospital

e Referral delay was defined as the interval between
the time of presentation at a general practitionet’s or
health care provider and the time of commencement
of investigation and therapy at special care center.
Delay of <3 months was not considered for this study.

The patients were asked to recall the time they first noticed
their symptoms and when they decided to seck medical advice.
In addition, they were asked to recall the time it took for a
referral to be made to the special care center. Any radiological,
laboratory, and referral reports available with the patients were
examined and considered as part of the interview as these data
helped to resolve any conflicting dates of events. Detailed
questions concerning the causes of delay of the diagnosis of
BC were asked as well. In addition, the patients were informed
of the aim of the study prior to the interview. The outcomes
of these questions were then reported.

The data were collected for this study during the time of
admission to our hospital as part of the review of patients’
history and clinical examination, or during follow-up of
patients at our oncology outpatients department. All
patients in this study gave verbal consent. None of the
patients refused to participate in the interview.

Fisher’s exact test was performed to examine whether there
was a significant difference between PABC and non-PABC
symptoms and signs at the time of presentation, as well as
reasons for the delay in the diagnosis of BC. The significant
level was determined at 5%.

RESULTS

The demographic characteristics of the study
population (# = 20 PABC and » = 36 non-PABC) are
shown in Table 1. Eighty percent of patients with PABC
and 83% of patients with non-PABC were Saudi. Of the
patients with PABC, 60% had breast carcinoma during
pregnancy, and 40% had BC postpartum. The main
symptom of patients with PABC and non-PABC was the
discovery of the breast lump, 90% and 97%, respectively,
as shown in Table 2. The rest of the symptoms like pain,
skin redness, ulcer, nipple retraction, nipple discharge, and
skin thickening were more common in patients with PABC
compared with patients with non-PABC; (15% vs. 8.3%,
25% vs. 11.11%, 15% vs. 5.5%, 30% vs. 19.44%, 20% vs.
5.5%, and 25% vs. 11.11%, respectively). Sixty percent of
patients with PABC had delayed diagnosis compared with
only 11.11% of patients with non-PABC.

The questions and the responses of BC patients regarding
the delay of diagnosis and the causes of the delay during
the interview are shown in Table 3.

Of the patients with PABC, who had delayed diagnosis,
40% of the delay was due to the reassurance by physicians.

Table 1: Demographic characteristics of PABC
and BC without pregnancy

Number (%)
PABC BC without pregnancy
or lactation

Age

Range 18-45 years 20-65 years

Mean 31 years 38 years
Nationality

Saudi 16 (80) 30 (83.33)

Non-Saudi 4 (20) 6 (16.66)
BC diagnosis

During pregnancy 12 (60) 0

Postpartum 8 (40) 0
Education

Literate 14 (70) 22 (61.11)

llliterate 6 (30) 14 (38.89)
Marital status

Single 3(15) 0

Married 16 (80) 34 (94.44)

Divorced 1(5) 2 (5.56)

PABC: Pregnancy-associated breast cancer; BC: Breast cancer
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Table 2: Clinical presentation of PABC and breast carcinoma without pregnancy

Presenting symptoms of

Presenting symptoms of

PABC total number 20 Number (%) non-PABC total number 36 Number (%) Pvalue®
Mass 18 (90) Mass 35 (97) 0.288
Pain 3 (15) Pain 3(8.3) 0.655
Skin redness 5(25) Skin redness 4 (11.11) 0.256
Ulcer 3(15) Ulcer 2 (5.55) 0.51
Nipple retraction 6 (30) Nipple retraction 7 (19.44) 0.51
Nipple discharge 4 (20) Nipple discharge 2 (5.55) 0.72
Skin thickness 5 (25) Skin thickness 4 (11.11) 0.061
Delay of diagnosis 12 (60) Delay of diagnosis 4 (11.11) 0.0001

*P<0.05 is statistically significant. Fisher’s exact test. PABC: Pregnancy-associated breast cancer

No delay of diagnosis was reported by patients with
non-PABC. Furthermore, the other causes of delayed
diagnosis like fear of cancer, family issues, and long delay
in getting an appointment were more common in patients
with PABC compared to non-PABC patients, 10% versus
5.55%, 5% versus. 2.77% and 5% versus 0%, respectively.
Problems with transportation were more common with
patients with non-PABC than patients with PABC, 2.77%
versus 0% as shown in Table 4.

DISCUSSION

Our study found that the main presenting symptom
of patients with BC was breast mass (lump), and 90%
or more of PABC and non-PABC had a breast lump
either by itself or in association with other symptoms.
According to the Merck Manual of diagnosis and therapy,
>80% of BC are discovered when a woman feels a lump
herself. Furthermore, most patients with PABC present
with painless masses, 90% of which are detected by
self-examination.!""

The physiologic changes that occur in the breast during
pregnancy and lactation leading to ductal and lobular
proliferation, which alter breast structure resulting in
enlargement, increased nodularity and temperature,
firmness, nearly doubled breast size, and increased
susceptibility to infections can partly obscure the symptoms
of BC.I51

In our study, pain, skin thickness, ulcer, nipple retraction
and discharge, and skin redness were more than double
in patients with PABC compared to non-PABC patients,
which can partly be explained by the physiologic changes
that occur during pregnancy and lactation.

Because of these changes both the physicians and patients
sometimes assume that the density, nipple retraction,
redness, skin thickness, discharge or even breast mass
are a normal part of pregnancy and lactation. This
unfortunately leads to misapprehension of the situation and

Table 3: Questions to be answered by BC
patients during interview
1.At what time did you notice the symptoms (date)?
2.At what time did you decide to seek medical advice (date)?
3.How many weeks till you have referred to special care center?
4.Why you did not seek medical advice?

a.Fear of cancer

b.Embarrassed by clinical examination

c.Family issues

d.Physician’s reassurance

e.Transportation problems

f.Medical care cost

g.Delayed appointment
BC: Breast cancer

the reluctance on the part of the physicians to undertake
invasive diagnostic procedures.

It is very important that all breast complaints and
symptoms, especially those not resolving within 4 weeks,
whether associated with gestation or not, are evaluated
aggressively to document the nature of the symptoms so
that BC can be excluded or treated.!""”)

The strength of our study was the direct personal interviews
with our BC patients regarding the date of the onset of
symptoms and the date of the first consultation. The use of
radiological, laboratory and referral report, when available,
were probably more reliable and made our findings more
accurate than data-based hospital records. In addition, a delay
of <3 months was not considered for this study to minimize
the estimates of duration of symptoms, and avoid false
reporting or faulty recall by the BC patients. However, the
retrospective nature of the data collection on the duration
of symptoms poses a potential bias to the validity of these
findings. Besides, the sample size of our study was small.

Delay in diagnosing BC is common.?"? Many studies
in developed countries have reported 4-54% frequency
in the delay of BC diagnosis of >3 months prior to
the initiation of investigation and therapy of women with
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Table 4: Reasons of BC diagnosis delay

PABC patients

Non-PABC patients

Reasons of diagnosis delay Number (%) Number (%) GALITLE
20 (100%) 36 (100%)

Afraid of cancer 2 (10) 2 (5.55) 0.61

Embarrassed by clinical examination 0 0

Family issues 1(5) 1(2.77)

Physician’s reassurance 8 (40) 0 0.0001

Transportation problems 0 1(2.77) 1

Medical care cost 0 0

Delayed appointment 1(5) 0 0.357

*P<0.05 is statistically significant. Fisher’s exact test. PABC: Pregnancy-associated breast cancer; BC: Breast cancer

BC in hospital."***I In developing countties, the reported
frequency of diagnosis delay of >3 months was 72.6% of
patients with BC.

Often the diagnosis of PABC is delayed because neither
the patient nor the physician suspects malignancy.?’**!

In our study, 60% of the delay in the diagnosis of
patients with PABC was due to false assurance. However,
in comparison, non-PABC patients did not report any
diagnosis delay. Two patients in each group were afraid
of cancet, so they did not seek medical advice themselves.
This accounts for 10% of PABC patients and 5.55% of
non-PABC patients whose diagnoses were delayed. One
patient, 5% of PABC was not able to go to the hospital
and seek medical advice because she had to take care of
her children attending school. One patient, 2.77% of the
non-PABC patients were unable to go to the hospital
because of the lack of transportation and inability to pay
for it. Whether the pregnancy itself negatively affects
survival remains debatable. However, the results of a
recent study showed similar overall survival for patients
diagnosed with PABC compared with nonpregnant
patients.” In our study, the fear of cancer, distance to
the hospital and family issues still played a role in delaying
the diagnosis of BC. Other studies have reported similar
findings.*!

In summary, this study showed that >90% of both patients
with PABC and non-PABC presenting with a breast mass
discovered it themselves. However, in patients with PABC,
other symptoms of BC were more common, which could have
obscured and delayed the diagnosis. Therefore, the delayed
diagnosis of BCis common in patients with PABC compared
to patients with non-PABC. The delays are mainly caused by
an underestimation of BC symptoms during pregnancy and
lactation. Therefore, an increased awareness of clinicians may
help reduce the delay in the diagnosis of women with PABC.
This would help to reduce the misreading of symptoms and
assurance of patients complaining of breast symptoms and
the consequent delays in diagnosis and treatment.
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