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ABSTRACT:

Background: Corona virus disease 2019 has stressed regular
healthcare worldwide. Measures to alleviate the burden on healthcare
systems were implemented. This posed a challenge to breast cancer
care which is the most prevalent cancer and the leading cause of
cancer death in women worldwide. Multiple studies showed the
impact of pandemic on management of breast cancer.

Aim of the Work: To evaluate the impact of the COVID-19
pandemic on the management of non-metastatic breast cancer.

Patients and Methods: This is a retrospective study which
included total 196 non-metastatic breast cancer female patients
attending the breast clinic at the Clinical Oncology Department, Ain
Shams University during 2 periods from March 1%, 2020, to end of
July 2020 for recruitment of study group (GROUP A) and from March
1%, 2019, to end of July 2019 for the recruitment of comparative group
(GROUP B).

Result: There was a statistical difference between the 2 groups
regarding number of patients attending (55 in Group A vs 141 in
Group B); in referral route (42.9% of patients referred in Group A
was due to transforming the treating hospital to become quarantine
hospital while none in Group B with majority of patients were
referred as there was for radiotherapy); in details of treatment
protocols and time delay between decisions taken and start of the
treatment including total interrupted time with no treatment with more
delay before receiving any treatment (neoadjuvant, adjuvant or
surgery) in the study 2020 group

Conclusion:  The impact of the COVID-19 pandemic over
different health care systems around the globe was remarked, Cancer
care was affected due to need of multidisciplinary teams to formulate
the best plan of management and breast cancer care were among
those affected.

Key Words: Non-metastatic, breast cancer, COVID-19 pandemic,
Delay of treatment, cancer management during pandemic.

INTRODUCTION:

Corona virus disease 2019 (COVID-
19) is a highly infectious disease caused by
acute respiratory syndrome corona virus 2
(SARS-CoV-2) and responsible for the

ongoing  pandemict.SARS-CoV-2  can
mostly be detected with polymerase chain
reaction from or opharyngeal swabs?. At the
beginning of January 2022, there are more
than 298,194,606 cases and more than
5,468,069 deaths had been confirmed
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worldwide®. Corona virus disease 2019 has
had enormous effects on healthcare systems
worldwide.

Breast cancer is the most common
cancer and the leading cause of cancer death
in women worldwide*. Early-stage breast
cancer is defined as disease confined to the
breast with or without regional lymph node
involvement, and the absence of distant
metastatic disease. This is since early-stage
breast cancer is potentially curable. In
developed countries more than 80% of
patients with early-stage breast cancer have
long-term survival after surgery, and in
some cases systemic therapy as chemo-
therapy, hormone therapy, and targeted
therapy, and local radiation®.

Surgery alone will result in long-term
survival for some patients. Systemic therapy
and local radiation can significantly improve
the chances for long term survival,
depending on the stage of disease, and
biologic subtype of breast cancer. Therefore,
the benefit of systemic therapy should be
viewed as incremental benefit above surgery
alone®&’. The measures required to alleviate
the burden on healthcare systems due to
COVID-19 have strongly affected patients
with breast cancer, especially the postponed
surgeries®.

AIM OF THE WORK:

To evaluate the impact of the COVID-
19 pandemic on the management of stage I,
11, and 11l breast cancer according to 8"
edition AJCC breast cancer staging.

PATIENTS AND METHODS:

For our study, it is a descriptive single
institutional study, we used Breast Unit files
at the Clinical oncology department, Ain
Shams University Hospitals, Cairo, Egypt, to
review differences in management of cancer
breast between 2 different groups. One
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group was managed during COVID-19
pandemic (Group A) from the start of March
1st, 2020, to end of July 2020 while the
other group was seen before the pandemic
(Group B), from the start of March 1st,
2019, to end of July 2019. The study
elaborated the impact of the pandemic on
management decisions.

All cases were eligible for the study by
the inclusion criteria for the recruitment of
both comparative and study groups, so there
was no sample method as all cases included.
The study included females with Stage I, I,
and 1l breast cancer above 18 years old with
P.S.ECOG <3.

The study was approved by Ain Shams
University research ethics committee and all
our extracted data which included name,
age, sex, pathological diagnosis, time of
surgery &details of treatment were kept
confidential and the patients were kept
unidentified.

Statistical analysis: The quantitative
data will be presented as mean, standard
deviations and ranges when their distribution
found parametric and median with inter
quartile range when their distribution found
nonparametric. Qualitative variables will be
presented as number and percentages.

RESULTS:

In this study, data of 196 patients were
collected and divided into 2 groups, Group
A (study population during 2020 time
period) 55 patients and group B
(comparative population of during 2019 time
period) 141 patients.

Demographic data: In (Table 1) there
was a significant difference as regards
residence (12.7 % of Group A were outside
of Greater Cairo compared to 0.7% of Group
B) due to referral from multiple centers
converted to quarantine hospitals.
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Table (1)
Group A Group B t* P Value
(N=55) (N=141)
Mean SD Mean SD
Age 51.84 13.59 53.95 11.31 1.02 0.31 NS
N % N % h G P Value
Residence Greater Cairo 48 87.3% 140 99.3% 13.60 <0.001
Lower Egypt 4 7.3% 0 0.0% FE HS
Upper Egypt 2 3.6% 1 0.7%
Suez 1 1.8% 0 0.0%

Route of referral: In (table 2) there
was no statistical difference between 2
groups regarding number of patients referred
(45.5% in Group A vs 55.3% in Group B)
however there was significance in the reason
of referral with 42.9% of patients referred to

transforming the treating hospital to become
quarantine hospital specialized to treat the
increasing COVID cases while in Group B
majority of patients were referred as there
was no radiotherapy center at their treating
hospital constituting 78.2 % of patients

our center in Group A was due to referred compared to 35.7% In Group A.
Table (2)
Group A Group B X2* P Value
(N=55) (N=141)
N % N %
Referred From No 30 54.5% 63 44.7% 1.54 0.21 NS
Other Center Yes 25 45.5% 78 55.3%
Cause of Referring Hospital 0 0 35.54 <0.001
Referral Became Quarantine 12 42.9% 0 0.0% FE HS
No RTH At o 0
Referring Hospital 10 357% 61 78.2%
Financial Issues 5 17.9% 15 19.2%
Other 1 3.6% 2 2.6%

Details of treatment (A): In (Table 3)
there was statistically significant difference
between the 2 groups regarding time delay
since decision till surgery with mean in
Group A 7.8 weeks and in group B 4.6
weeks, same applies to start neoadjuvant or
adjuvant treatment (3.14 weeks Group A vs
Table (3)

1.39 weeks Group B) and (3.66 weeks
Group A vs 25 weeks Group B)
respectively, with mean total interruption
time delay without any type of treatment
was much more evident in Group A 7.25
weeks vs 2.93 in Group B.

Group A Group B t* P
(N=55) (N=141) Value
Mean SD Mean SD

Number of weeks passed since decision of 7.83 3.64 4.64 1.82 2.87 0.01
surgery and till it’s done HS

Time passed from decision to start 3.14 .36 1.39 .79 9.07 <0.001
neoadjuvant (weeks) HS

Weeks passed since decision till start adjuvant 3.66 1.61 2.57 1.08 3.61 0.001
treatment HS

Interruption time with no treatment weeks 7.25 4.63 2.93 3.39 6.30 <0.001
HS
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Diagram (1): details of treatment (A)

Details of treatment (B): In (Table 4)
There was statistical difference between 2
groups regarding supportive  bisphos-
phonates with adjuvant hormonal with no
patients received at Group A, there was no
Table (4):

statistical difference between 2 groups
regarding fractionation in radiotherapy but
there was not a single patient received
conventional fractionation in Group A.

Group A Group B X2* P
(N=55) (N=141) Value
N % N %
Bisphosphonates / 6 No 45 100.0% 74 76.3% 12.73 <0.001
months for osteopenia Yes 0 0.0% 23 23.7% HS
conventional 0 0 6 4.6% 2.01 0.34 NS
Fractionation _ i FE
hypofractionation 42 100% 124 95.4%

Details of treatment (C): In (Table 5)
In neoadjuvant setting as shows there was
statistically difference between 2 groups
regarding type of Taxans used, number of
cycles used and duration between cycles
with most common protocol in Group A was
3 cycles Taxol/21 days with only one patient
received the weekly regimen and in Group B
were Taxotere/21 days and 12 Taxol weekly
were almost equal. Regarding anthracycline
based chemotherapy there was no statistical
difference between 2 groups however, triplet
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regimen was less common than duplet
regimens in Group A vs Group B (30% in
Group a vs 41% in Group B) in Group A and
4 cycles protocol were more common in
Group B than A (38% in Group A vs 59% in
group B).

In adjuvant setting there was similar
results to neoadjuvant setting regarding
Taxans but with statistical difference in
anthracycline based regimen were only 10%
in Group A received triplet regimen vs 50%
in Group B
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Table (5):
Group A Group B X2* | P Value
N % N %
Protocol of taxans based TAXOL 10 | 83.3% | 11 | 50.0% | 3.65 0.06
chemotherapy in neoadjuvant TAXOTERE 2 | 167% | 11 | 50.0%
setting
Duration between taxans based 1.00 1 8.3% 11 | 50.0% | 5.90 0.02
chemotherapy in neoadjuvant
Settings wks 3.00 11 91.7% 11 50.0%
Number of taxans based 3.00 8 66.7% 8 36.4% | 6.11 0.05
chemotherapy cyc_Ie in neoadjuvant 4.00 3 25.0% 3 13.6% FE
setting 12.00 1 | 83% | 11 | 50.0%
Protocol of anthracyclin based FEC 4 30.8% 9 40.9% | 1.02 0.66
chemotherapy in neoadjuvant AC 7 53.8% 8 36.4% FE
EC 2 15.4% 5 | 22.7%
Number of anthracyclin based 1.00 1 7.7% 0 0.0% 2.55 0.29
chemotherapy cycle in neoadjuvant 3.00 7 53.8% 9 40.9% FE
setting 4.00 5 38.5% | 13 | 59.1%
Protocol of taxans based TAXOL 15 | 68.2% | 12 | 33.3% | 6.67 0.01
chemotherapy in adjuvant setting TAXOTERE 7 31.8% | 24 | 66.7%
Duration between taxans based 1.00 2 9.1% 12 | 33.3% | 4.38 0.04
chemotherapy in adjuvant wks
3.00 20 | 90.9% | 24 | 66.7%
Number of taxans based 3.00 9 40.9% 19 | 52.8% | 10.18 0.01
chemotherapy cycle in adjuvant
4.00 11 | 50.0% 5 | 13.9%
12.00 2 9.1% 12 | 33.3%
Protocol of anthracyclin based FEC 2 10.5% 18 | 50.0% | 15.29 | <0.001
chemotherapy in adjuvant AC 6 31.6% | 14 | 38.9%
EC 11 57.9% 4 11.1%
Number of anthracyclin based 3.00 9 474% | 19 | 51.4% | 0.08 0.78
chemotherapy cycle in adjuvant 4.00 10 | 52.6% | 18 | 48.6%
Type Of G-Csf Prophyalxis primary 20 | 90.9% | 26 | 72.3% 2.9 0.08
secondary 2 9.1% 10 | 27.7%
DISCUSSION: period, tumor characteristics, surgery type,
The impact of the COVID-19 and route of referral. The results showed a

pandemic over different health care systems
around the globe was remarked, and the
significance of impact varies from a country
to another.

Similarly, A multicenter retrospective
cohort study in Netherlands investigated the
effects of COVID-19 on patients with breast
cancer who had undergone surgery from
March 9 to May 17, 2020, the primary
endpoints were the number of surgical
procedures performed during the study

total of 217 consecutive patients with breast
cancer requiring surgery were included. An
overall decrease in the number of patients
with breast cancer who were undergoing
surgery. The most significant decline was
seen in surgery for T1-T2 and NO tumors®.

Similarly, Veronesi et al stated, The
COVID-19 viral pandemic responsible for
the severe acute respiratory syndrome
corona virus 2 (SARS-CoV-2) disease has
dramatically impacted our work worldwide
in the management of patients in terms of
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diagnosis and surgical treatment of cancer -
including breast cancer. It has led to a rapid
and unprecedented reorganization of surgical
units to ensure that those patients with
respiratory distress disease received optimal
care. From this global situation, we can
observe two important consequences that
affect clinical practice. In the short term,
researchers and related resources have been
reassigned to managing the test procedures
of COVID-19 patients, and routine research
activities have been suspended. Moreover,
studies and clinical trials for COVID-19
have become a priority. In addition, travel
restrictions have meant that several
international conferences, audits, and student
training have been cancelled. In the medium
to longer term, recruitment delays resulting
from the pandemic will negatively affect the
early diagnosis of cancer and surgical
procedures, with implications that are
damaging not only financially, but also in
terms of potential diagnosis of more
advanced cancers, reducing possibilities of
survival and optimal care delivery®°.

Similarly, A retrospective multicentric
study by Li J. etal, recently published in E
Clinical Medicine, clearly demonstrated that
the management of breast cancer patients
suffered from a lack of care in terms of
diagnosis and surgical procedures. They
collected data on 8397 breast cancer patients
from 97 Chinese cancer centers. In detail,
Hubei province recorded the lowest
incidence of early breast cancer (5.3%) in
comparison to the other provinces (15.3%).
Surgical procedures decreased dramatically
from 16.4% (December 2019) to 2.6%
(February 2020), and there was also a delay
in timelines from surgery to adjuvant
therapy?L.

In our study there were some
statistically significant variables between the
2 groups studied regarding the flow and
route of referral of the patients, treatment
details and decisions. The noticed variation
in number between the 2 study populations,
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with only 55 patients in group A enrolled
with the inclusion criteria compared to the
comparative group in 141 patients, this
maybe dt the halted screening programs, the
occurrence of non-painful breast lump (most
common presentation) is not an emergency
during the national and international wide
restrictions over hospital outpatient care and
services with delayed presentation of cases,
there was statistically significant results
regarding residence with Group A more
heterogenous population than group B with
the documented reason of referral for those
patients; where the treating district hospitals
were transformed to quarantine hospitals.

The biggest difference between the 2
groups was in the details of treatment
starting with delay to start any type of
treatment,  neoadjuvant, adjuvant or
performing surgery with total interrupted
time with no ongoing treatment was much
higher in Group A, this is maybe due to the
halted governmental services and financial
paperwork to non-emergency medical
services during the pandemic, regarding the
surgical delay maybe also due to reservation
of limited operating theaters to emergency
surgeries, all the decision were made in an
attempt to decrease the flow of the patients
unless critically indicated. The vast majority
of the patients who received Taxans either
neoadjuvant or adjuvant was in form of
Taxol/3 weeks regimen to avert weekly
visits to the hospital, Taxol was preferred
over Taxotere due to less risk of
neutropenia, regarding Anthracyclins, the
duplet regimens were more commonly used
than the triplet ones with comparable side
effects over all regimens. Regarding G-CSF
prophylaxis, primary prophylaxis was more
commonly used to avoid the need of hospital
admission neutropenia.
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