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PURPOSE It is established that addition of systemic therapy to locoregional treatment for breast cancer improves
survival. However, reliable data are lacking about the outcomes of such treatment in women with breast cancer
in low middle-income countries. We compared the outcomes of treatment in patients who had received
neoadjuvant chemotherapy (NACT) or adjuvant chemotherapy and examined the factors associated with breast
cancer recurrence and survival at the National Radiotherapy Oncology and Nuclear Medicine Centre, Korle Bu
Teaching Hospital, Ghana.

METHODS This was a retrospective cohort study. The medical charts of women with breast cancer managed at
the National Radiotherapy Oncology and Nuclear Medicine Centre from 2005 to 2014 were reviewed. A total of
388 patients with a median follow-up of 48 months were included in the study. Logistic regression was used to
estimate the risk of recurrence. Survival was estimated using cox proportional hazards model. All models were
adjusted with clinicopathologic variables. A P value of < .05 was considered statistically significant.

RESULTS Fifty-nine percent received adjuvant chemotherapy. In an adjusted logistic model, no difference was
observed in locoregional recurrence between patients receiving NACT compared with those receiving adjuvant
chemotherapy (odds ratio = 1.05; 95% Cl, 0.44 to 2.47). However, NACT recipients had a higher likelihood of
distant recurrence (odds ratio = 1.97; 95% Cl, 1.24 to 3.15). In a multivariable analysis, no differences were
observed in overall survival between the two chemotherapy groups (hazard ratio = 1.43; 95% Cl, 0.91 to 2.26).

CONCLUSION NACT yields similar outcomes compared with adjuvant chemotherapy; however, recipients of
NACT with advanced disease may have more distant failures. Early detection in a resource-limited setting is
therefore crucial to optimal outcomes, significantly limiting recurrence and improving survival.

JCO Global Oncol 7:965-975. © 2021 hy American Society of Clinical Oncology
Licensed under the Creative Commons Attribution 4.0 License @@

INTRODUCTION

Breast cancer is the most common malignancy among
women worldwide, representing 25% of all cancers in
women and resulting in 14% of global deaths.! In
Ghana, breast cancer is the leading cause of cancer
mortality among women. Although no official national
registry exists in Ghana, it is estimated that in Korle Bu
Teaching Hospital (KBTH) in Accra, Ghana, breast
cancer accounts for 15.4% of all malignancies, and
33.9% in Kumasi.?? The Accra Cancer Registry, which
is population-based, reports an age-standardized rate
of 28.2 per 100,000 (unpublished literature). Despite
campaigns to increase breast cancer awareness, data
from Ghana and other sub-Saharan African countries
indicate that women present late, often with more

aggressive phenotypes and adverse features.*® Spe-
cifically, Ghanaian women typically have a higher
proportion of triple-negative breast cancer (TNBC)
compared with their White counterparts, more often
present with stage Il and IV disease, and are diag-
nosed at a younger age.” Beyond normal barriers
existing for all women undergoing breast cancer
treatment, women in Ghana additionally face barriers
to access, the lack of a national screening program,
increased financial burden, social stigma, delay to
treatment because of utilization of alternative treat-
ment methodologies, and a lack of access to a co-
hesive medical network.®

Given that more than 50% of women in Ghana present
with advanced-stage disease, appropriate systemic

JCO’ Global Oncology

965


http://ascopubs.org/journal/go
http://ascopubs.org/journal/go
http://ascopubs.org/doi/full/10.1200/GO.20.00664
http://ascopubs.org/doi/full/10.1200/GO.20.00664

Ayettey Anie et al

CONTEXT

Key Objective

We compared the outcomes of treatment in patients with breast cancer who had received neoadjuvant or adjuvant che-
motherapy and examined factors associated with recurrence and survival at the Korle Bu Teaching Hospital, Ghana.
Despite international trials that confirm the equivalent survival of neoadjuvant chemotherapy (NACT) versus adjuvant
chemotherapy, no current data exist comparing the general outcomes of breast cancer treatment in Ghana.

Knowledge Generated

NACT yielded similar outcomes compared with adjuvant chemotherapy; however, recipients of NACT with advanced disease
had more distant failures. Although many women present with advanced-stage breast cancer in Ghana, outcome after
trimodal therapy is reasonable for extent of disease.

Relevance

Despite significant resource constraints in Ghana, survival and recurrence rates for women with breast cancer treated with
standard-of-care trimodal therapy are similar to those for patients in high-income countries. This study reinforces that early
diagnosis and treatment of breast cancer is crucial to survival.

therapy, which plays a key role in management of all stages of
breast cancer, is a critical issue. In the absence of systemic
treatment, the estimated 10-year risk of relapse approaches
35% in lymph node-negative disease.® With systemic
therapy, 10-year recurrence risk can be reduced to 20%.°

Neoadjuvant chemotherapy (NACT) and adjuvant che-
motherapy provide equivalent survival benefit, but more
women typically undergo adjuvant therapy across the
globe.'° In contrast, in Ghana, there is anecdotal evidence
that more women undergo NACT. NACT can help make
inoperable disease operable and provide important infor-
mation on the risk of future recurrence!®; for example,
women without a pathologic complete response to NACT
have an increased risk of breast cancer mortality and distant
recurrence (DR) than those with a complete response.*°

Despite a varied number of international trials that confirm
the equivalent survival of NACT versus adjuvant chemo-
therapy, no current data exist comparing the general
outcomes of treatment in women with breast cancer in
Ghana'! following NACT as compared with adjuvant che-
motherapy. In addition, no study exists on factors associ-
ated with recurrence and survival. Without these data, it is
impossible to compare outcomes with treatment elsewhere
to determine the effectiveness of our treatment. Addition-
ally, NACT is likely to be offered to more advanced disease
relative to adjuvant treatment. To fill this critical gap, the
present study examines the outcomes of treatment in
patients who had received NACT and adjuvant chemo-
therapy and determines the factors associated with breast
cancer recurrence and survival at the Korle Bu Teaching
Hospital, Accra, one of the highest-volume tertiary care
hospitals in sub-Saharan Africa.

METHODS

This was a retrospective cohort study of female patients
with breast cancer treated from 2005 to 2014 at the
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National Radiotherapy Oncology and Nuclear Medicine
Centre, KBTH.

Patients with biopsy-proven breast cancer treated at the
National Radiotherapy Oncology and Nuclear Medicine
Centre between 2005 and 2014 were considered in the
study. Of a total of 2,674 patients with breast cancer who
were diagnosed during the study period, 388 met the in-
clusion criteria. Of those who did not meet the inclusion
criteria, majority had metastatic disease. The inclusion
criteria were as follows: (1) age 30-70 years, (2) T stages T1-
T4, (3) all N stage, (4) invasive ductal or lobular carcinoma,
and (5) must have undergone either NACT or adjuvant
chemotherapy as part of their treatment. The following
categories of patients were excluded from the study: (1) all
male patients, (2) non-Ghanaians, (3) patients with meta-
static disease, (4) patients with noninvasive cancer, (5)
other breast cancer histopathologic subtypes, and (6) pa-
tients who did not complete their course of treatment, in-
cluding chemotherapy and/or radiotherapy (RT).

The American Joint Committee on Cancer 8th edition was
used to categorize patients into clinical and pathologic
stage groups. Cancer groups |A-IlIA are categorized as early
stage and IlIIB and IlIC as advanced stage. Patients who
were not in routine follow-up were contacted via telephone
for updated disease status, and if deceased, to ascertain
cause and date of death.

For this study, all patients who had started with at least one
or more cycles of chemotherapy prior to surgery, and
continued with adjuvant chemotherapy after surgery or
completed NACT prior to surgery, were categorized as
having had NACT. Patients who had chemotherapy solely
after surgery were categorized as those who had adjuvant
chemotherapy. Adjuvant chemotherapy usually consisted
of six to eight cycles of chemotherapy dependent on the
regimen given for NACT.
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Breast-conserving therapy (breast conservation surgery plus
RT) was offered to all patients who had wide local excision.
Majority of patients who had radical modified mastectomy
had indications for adjuvant RT and proceeded to have
external beam RT. Indications for RT included T3/T4
disease, > 4 positive nodes or > 20% positive nodes,
positive deep resection margins, and following breast con-
servation surgery. The sequence of treatment was routinely
NACT, followed by surgery and adjuvant chemotherapy (if
not administered earlier) or following a few cycles (up to 2-4
cycles) of NACT and RT where appropriate. All patients with
estrogen receptor—positive (ER+) and/or progesterone
receptor—positive (PR+) disease received hormonal therapy,
and human epidermal growth factor receptor 2 (HER2)-
positive patients who could afford anti-HER2 therapy re-
ceived trastuzumab for 9 weeks or 1 year depending on
affordability, irrespective of the stage at presentation.

The disease-free survival (DFS), overall survival (0S),
locoregional recurrence (LRR), and DR rates were calcu-
lated following data analysis. Clinicopathologic and socio-
demographic factors associated with survival and
recurrence rates were analyzed. LRR was measured as the
date of first recurrent tumor of the same histology within the
primary site or regional nodes in the absence of any prior
recurrence. DR was defined as the diagnosis of DR in the
absence of local or regional disease. OS was defined as the
time from histopathologic diagnosis to death of any cause.
DFS was defined as freedom from local recurrence, re-
gional recurrence, or DR; cancer in contralateral breast;
second primary; or death without evidence of recurrence.
All end points are referenced from a start date of October
2016 as the baseline corresponding to the date of com-
mencement of the study.

All data were analyzed using SAS 9.4 and SPSS version 22
(SPSS, Chicago, IL). Where applicable, appropriate de-
scriptive statistics and frequencies were provided. Kaplan-
Meier curves were developed to determine the survival
measures, and the log-rank test was used to determine
differences in survival. Cox proportional hazards model was
used to perform univariate and multivariate analysis to
determine factors associated with breast cancer OS and
DFS. Logistic regression was performed for the variables
that were either significant in the univariate model or not
collinear with other predictors in the model to determine the
odds of LRR and DR. The analysis plan was designed prior
to data acquisition. The study was approved by the KBTH
Institutional Review Board. The two-sided a value of < .05
was considered as statistically significant.

RESULTS
Patients’ Characteristics

Demographic and pathologic tumor characteristics of the
patient population including the NACT and adjuvant groups
are displayed in Table 1. The median age of women in-
cluded in the study was 51 years, with the largest proportion
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(35.1%) between 50 and 59 years. Most women were
node-positive (73.4%). Approximately 29% of patients had
triple-negative breast cancer. ER and PR were positive in
38.9% and 35.3%, respectively. HER2 was negative in
more than half of the patients (55.9%), positive in about
17.5%, and equivocal in 4.4%. Surgical margins were
negative for majority of the patients (80.4%). Lympho-
vascular invasion and perineural invasion were present in
20.6% and 4.6%, respectively.

The two groups had comparable characteristics except that
patients who submitted to NACT had larger tumors at
presentation (P < .001) (Table 1). Fifty-nine percent
(n = 229) received adjuvant chemotherapy, whereas
41.0% (n = 159) received NACT. Most women (94.1%,
n = 365) had indications for adjuvant RT and received RT.
Overall, 18.4% (n = 67) underwent breast conservation
therapy followed by RT to a median dose of 50 Gy in 25
fractions, and 81.6% (n = 298) had a mastectomy followed
by RT to a median dose of 50 Gy in 25 fractions. Of the
patients who had NACT, 76 (47.8%) completed six cycles
of chemotherapy, which included anthracycline-based
regimens (cyclophosphamide, doxorubicin, and fluoro-
uracil [FUI) (72.2%), anthracycline followed by taxanes
(doxorubicin, cyclophosphamide, and paclitaxel) (23%), or
antifolate agents (cyclophosphamide, methotrexate, and
FU) (3.6%). Fifty-two percent (n = 83) did not complete six
cycles of NACT, either at the preference of the treating
physician, because of poor response to chemotherapy, or
financial difficulties; hence, decision was made by the
physician to proceed with surgery if tumor was resectable.

0OS and DFS Rates Following NACT or
Adjuvant Chemotherapy

The median follow-up time was 48 months. The 2-, 5-, and
8-year OS rates were 95%, 91.5%, and 86.3% in the
adjuvant group and 94.6%, 84.7%, and 77% in the NACT
group, respectively (Fig 1). OS did not differ between the
two groups (P> .05) (Table 3). The 2-, 5-, and 8-year DFS
rates were 94.2%, 90.4%, and 85.2% for the adjuvant
group and 95.1%, 80.1%, and 76.5% for the neoadjuvant
group, respectively (Fig 2). This was not statistically dif-
ferent between the two groups (P = .1) (Table 3).

LRR and DR Rates Following NACT or
Adjuvant Chemotherapy

The cumulative proportion of LRR was 8.0% in the study
population (Table 1). The locoregional rate was 7.9% in the
adjuvant group compared with 7.5% in the neoadjuvant
group (P > .05) (Table 1). The DR rate was significantly
higher in the neoadjuvant group than in the adjuvant group
(42.8% v 27.5%, respectively; P < 0.002) (Table 1).

Clinical and Sociodemographic Predictors of Recurrence
and Survival

In a univariate and multivariate analysis for LRR and DR,
pathologic nodal (N) stage and clinical tumor (T) stage were
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TABLE 1. Characteristics of Adjuvant and Neoadjuvant Chemotherapy Groups

Chemotherapy Sequence Adjuvant (n = 229) Neoadjuvant (n = 159) Overall (N = 388) P
Age, years
Median 52 49 51 .05
IQR 45-59 43-56 44-58
Age category, years, No. (%)
30-39 24 (10.5) 27 (17.0) 51 (13.1) .05
40-49 71 (31.0) 54 (34.0) 125 (32.2)
50-59 80 (34.9) 56 (35.2) 136 (35.1)
> 60 54 (23.6) 22 (13.8) 76 (19.6)
Marital status, No. (%)
Married 150 (65.5) 115 (72.4) 265 (68.3) .15
Single 79 (34.5) 43 (27.0) 122 (31.4)
Unknown 0 (0) 1(0.6) 1(0.3)
Pathologic T stage, No. (%)
pTl 13 (56.7) 6(3.8) 19 (4.9) .02
pT2 98 (42.8) 59 (37.1) 157 (40.5)
pT3A 79 (34.5) 46 (28.9) 125 (32.2)
pT3B-pT3C 33(14.4) 35 (22.0) 68 (17.5)
Unknown 6 (2.6) 13 (8.2) 19 (4.9)
Pathologic N stage, No. (%)
NO 55 (24.1) 48 (30.0) 103 (26.5) 6
N1 78 (34.2) 52 (32.5) 130 (33.5)
N2 68 (29.8) 43 (26.9) 111 (28.6)
N3 21 (9.2) 11 (6.9) 32 (8.2)
NX 6 (2.6) 6 (3.8) 12 (3.1)
Clinical T stage, No. (%)
T1-T2 41 (18.0) 26 (16.2) 67 (17.3) .001°
T3A 15 (6.6) 36 (22.5) 51 (13.1)
T3B-T3C 15 (6.6) 48 (30.0) 63 (16.2)
Unknown 157 (68.9) 50 (31.2) 207 (53.4)
TNBC, No. (%)
No 122 (53.3) 89 (56.0) 211 (54.4) 73
Yes 69 (30.1) 42 (26.4) 111 (28.6)
Unknown 38 (16.6) 28 (17.6) 66 (17.0)
PR, No. (%)
Negative 140 (61.1) 92 (57.9) 232 (59.8) 812
Positive 78 (34.1) 59 (37.1) 137 (35.3)
Unknown 11 (4.8) 8 (5.0) 19 (4.9)
ER, No. (%)
Negative 132 (57.6) 90 (56.6) 222 (57.2) 61°
Positive 90 (39.3) 61 (38.4) 151 (38.9)
Unknown 7 (3.1) 8 (5.0) 15 (3.9)
HER2, No. (%)
Equivocal 10 (4.4) 7 (4.4) 17 (4.4) 512
Negative 121 (52.8) 96 (60.4) 217 (55.9)
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TABLE 1. Characteristics of Adjuvant and Neoadjuvant Chemotherapy Groups (Continued)

Chemotherapy Sequence Adjuvant (n = 229) Neoadjuvant (n = 159) Overall (N = 388) P
Positive 43 (18.8) 25 (15.7) 68 (17.5)
Unknown 55 (24.0) 31 (19.5) 86 (22.2)

Hormone use, No. (%)
No 125 (54.6) 82 (51.6) 207 (53.4) .58°
Yes 103 (45.0) 77 (48.4) 180 (46.4)
Unknown 1(0.4) 0 (0) 1(0.3)

Surgical margins, No. (%)
Close 18 (7.8) 14 (8.8) 32(8.2) .70
Negative 188 (82.1) 124 (78.0) 312 (80.4)
Positive 16 (7.0) 13 (8.2) 29 (7.5)
Unknown 7(3.1) 8 (5.0) 15 (3.9)

LVI, No. (%)
Absent 171 (74.7) 107 (67.3) 278 (71.6) 212
Present 44 (19.2) 36 (22.6) 80 (20.6)
Unknown 14 (6.1) 16 (10.1) 30 (7.7)

PNI, No. (%)
Absent 203 (88.7) 137 (86.2) 340 (87.6) .30°
Present 12 (5.2) 6 (3.8) 18 (4.6)
Unknown 14 (6.1) 16 (10.0) 30 (7.7)

LRR, No. (%)
No 207 (90.4) 146 (91.8) 353 (90.9) 881
Yes 18 (7.9) 12 (7.5) 30 (8.3)
Unknown 2 (0.9) 1 (0.6) 3(0.8)

DR, No. (%)
Absent 166 (72.5) 91 (57.2) 257 (66.2) .002
Present 63 (27.5) 68 (42.8) 131 (33.8)

Abbreviations: DR, distant recurrence; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; IQR, interquartile range; LRR,
locoregional recurrence; LVI, lymphovascular invasion; PNI, perineural invasion; PR, progesterone receptor; TNBC, triple-negative breast cancer.
@Unknown were excluded in the estimation of P values.

associated with LRR. Increased DR was associated with
NACT use, lack of hormone therapy use, higher clinical and
pathologic T stage, node-positive disease, and lympho-
vascular invasion (Table 2). DR was significantly higher
among the neoadjuvant group (42.8%) compared with the
adjuvant chemotherapy group (27.5%) (Table 1). Inferior
OS and DFS outcomes were associated with higher path-
ologic T and N stage, but not with estrogen- and
progesterone-negative disease, and lack of hormone
therapy use (Table 3). Worse DFS was additionally asso-
ciated with the presence of lymphovascular invasion
(Table 3). Pathologic T and N stage were statistically sig-
nificantly associated with OS and DFS. On univariate
analysis, no sociodemographic factors were associated with
survival. Married women tended to have increased
locoregional recurrence and DFS. About 19% of married
women presented with locally advanced disease compared
with 14.6% of single and divorced women. There was
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however no statistically significant correlation between
these two groups.

DISCUSSION

This retrospective study set out to compare the outcomes of
treatment in patients who had received NACT or adjuvant
chemotherapy and examine the factors (clinicopathologic
and sociodemographic) associated with breast cancer
recurrence and survival at the Korle Bu Teaching Hospital,
Accra, Ghana. In our study, we found that NACT was as-
sociated with a higher frequency of DR compared with
chemotherapy administered after surgery, with a 10-year
DR rate of 27.5% in the adjuvant group and 42.8% in the
NACT group. Increase in DR did not translate into a survival
disadvantage, probably because of second-line chemo-
therapy offered to these patients after documentation of
recurrence. The LRR rate was similar between both groups,
as was the OS and DFS. It is possible that a delay in
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TABLE 2. Logistic Regression Model to Estimate the Presence of LRR and DR

LRR? DR

n . Unadjusted Model Adjusted Model® Unadjusted Model Adjusted Model®
Clinicopathologic and
Sociodemographic Factors OR (95% CI) P OR (95% CI) P OR (95% CI) P OR (95% CI) P
Chemotherapy sequence

Adjuvant 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Neoadjuvant 0.89(042t01.90) .7 1.05(044t0247) 9 187(1.22t02.86) .003 1.97 (1.24t03.15) .004
Pathologic T stage®

pTl-pT2 1 (ref) 1 (ref) 1 (ref) 1 (ref)

pT3A 0.74(0.30t0 1.80) .5 — 245 (1.48104.05) <.001 257 (1.52t04.36) < .001

pT3B-pT3C 143 (0.57t03.54) 4 — 4.30(2.37t07.80) <.001 3.72(1.97t07.02) < .001
Lvie

Absent 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Present 1.13 (046 t0 2.75) .7 — 267 (1.60t0 4.47) <.001 2.13(1.22t03.70) .007
Hormone therapy

No 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Yes 0.94 (04510 1.98) .8 — 0.65(0.42100.99) .04 056(0.35t0090) .01
PR

Positive 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Negative 1.50 (0.64 to 3.52) .3 — 128 (0.81t0 2.03) .2 —
ER¢

Positive 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Negative 1.75(0.75 t0 4.10) .1 — 144 (092t02.27) .1 —
HER2¢

Equivocal 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Negative 1.35(0.17 to 10.8) .7 — 0.61 (0.22 to 1.67) =

Positive 1.26 (0.13t0 11.6) .8 — 0.83 (0.28 to 2.45) —
Clinical T stage®

cT1l-cT2 1 (ref) 1 (ref) 1 (ref) 1 (ref)

cT3A 0.15(0.01t0 1.24) .07 0.12(0.01t0 1.07) .05 0.88(0.38t02.02) .7 —

cT3B-cT3C 0.77(025t0237) 6 0.71(021t0236) 5 4.10(1.96108.56) < .001 —
Pathologic N stage

pNO 1 (ref) 1 (ref) 1 (ref) 1 (ref)

pN1 402 (1.12t0 14.4) .03 4.43(1.23t0159) .02 1.71(092t03.17) .08 —

pN2 3.33(0.8910 12.4) .07 3.64 (09510 13.8) .05 4.00 (2.16to 7.40) < .001 —

pN3 344 (06610 18.0) .1 368(0.69t0 19.5) .1  5.33(2.27 to 12.5) < .001 —

pNX 3.03(0.29t031.6) .3 360(0.33t038.6) 2 138(0.34t05.58) .6 —
TNBC?

No 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Yes 1.64 (0.68 to 3.93) .26 — 1.16 (0.71t01.90) 5 —
PNI4

Absent 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Present 0.65 (0.08 to 5.09) .6 — 132 (050t0 3.51) .5 —
Surgical margins

Negative 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Close 1.13(0.32t03.97) 8 — 0.89 (0.40 to 1.95) —

Positive 0.81 (0.18 to 3.60) .7 — 1.19(054t02.63) 6 —

JCO Global Oncology
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TABLE 2. Logistic Regression Model to Estimate the Presence of LRR and DR (Continued)

LRR? DR®

n . Unadjusted Model Adjusted Model® Unadjusted Model Adjusted Model®
Clinicopathologic and
Sociodemographic Factors OR (95% CI) P OR (95% CI) P OR (95% CI) P OR (95% CI) P
Age category, years

30-39 1 (ref) 1 (ref) 1 (ref) 1 (ref)

40-49 0.78 (0.22t0 2.73) .7 — 1.01 (0.51 to 2.03) 9 —

50-59 1.21 (0.37t0 2.73) .7 — 1.20 (0.60t0 2.37) .5 —

> 60 0.98 (0.26 to 3.68) .9 — 0.74 (0.34t0 1.60) 4 —
Marital status?

Married 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Single, divorced, or widowed 1.03 (047 t0 2.26) .9 — 0.94 (0.60 to 1.48) 9 —

Abbreviations: DR, distant recurrence; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; LRR, locoregional recurrence; LVI,
lymphovascular invasion; OR, odds ratio; PNI, perineural invasion; PR, progesterone receptor; ref, reference; TNBC, triple-negative breast cancer.

“Model predicting the likelihood of the presence of LRR.

®Model predicting the likelihood of DR.

°ORs were not reported (left as dash) for the variables that were not significantly associated with the outcome in the univariable models.

9Model estimates for unknown categories are not presented in the table.

NACT to downstage the disease prior to surgery by the
treating physician. A study particularly showed that cir-
culating tumor cells in the peripheral blood of patients with
large operable or locally advanced breast cancer was an
independent prognostic factor for early relapse after NACT
and this could be a contributory reason for high DR in this
group.'? Another study looked at the profile of residual
breast cancer after NACT and identified dual specificity
protein phosphatase 4 deficiency as a mechanism for drug
resistance and a consequent increased incidence of re-
sidual disease culminating in a higher risk of metastatic
disease.'® This may also have contributed to the statistically
significant association between NACT and increased DR
rate, although this cannot be confirmed in the present
study.

Many of the patients in our series who were older were
either ER+ or PR+ and did not have TNBC. It is well-known
that younger patients who have TNBC benefit most from
NACT, whereas ER+ or PR+ patients derive the least
benefit.

Results from the present study demonstrate OS, DFS,
and recurrence rates comparable with larger studies in
developed countries.’* Moreover, OS and DFS were
similar between the NACT and adjuvant chemotherapy
groups, which is consistent with the recently published
Early Breast Cancer Trialists Collaborative Group (EBCTCG)
meta-analysis.’® The authors additionally found that
women undergoing NACT experienced higher LRR after
breast-conserving therapy, but DR was similar between
the two arms. As in the present study, survival was
not adversely affected by higher recurrence. Further-
more, women whose tumors responded to NACT had

972 © 2021 by American Society of Clinical Oncology

improved breast cancer mortality and lower DRs than
nonresponders.!® This suggests that appropriate tumor
bed localization and RT following NACT will reduce the
likelihood of LRR.

The results of the EBCTCG meta-analysis are similar to
those of National Surgical Adjuvant Breast and Bowel
Project-18, which looked at the impact of preoperative
versus postoperative doxorubicin and cyclophosphamide
on survival of women with operable breast cancers.'® The
authors found no difference in DFS and OS between the
arms. Eight-year OS and DFS were 72% and 55% in the
adjuvant arm and 72% and 58% in the NACT arm, re-
spectively. These values are comparable with the DFS and
OS estimates in our cohort of patients. This is encouraging
given the resource limitations present in our setting. There
was a trend in favor of preoperative chemotherapy for OS
and DFS in women younger than 50 years.'® The authors
suggest that women < 50 years may benefit from preop-
erative chemotherapy, whereas those > 50 years may
benefit from postoperative chemotherapy. This may explain
why a DR benefit was observed in patients older than 50
years in our cohort. The results of National Surgical Ad-
juvant Breast and Bowel Project-18 are similar to those of
European Organization for Research and Treatment of
Cancer 10902.*° After randomly assigning women with
operable breast cancer to either pre- or postoperative FU,
epirubicin, and cyclophosphamide, there was no difference
in OS, DFS, or LRR, and NACT resulted in a higher rate of
breast conservation therapy without increasing LRR or
decreasing survival. The lack of impact on locoregional
control contrasted to the EBCTCG meta-analysis but is
similar to our present findings.
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TABLE 3. Cox Proportional Hazard Model for the Risk of OS and DFS

0s? DFS®
Clinicopathologic and Unadjusted Model Adjusted Model® Unadjusted Model Adjusted Model®
Sociodemographic
Factors HR (95% CI) P HR (95% CI) P HR (95% CI) P HR (95% CI) P
Chemotherapy
sequence

Adjuvant 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Neoadjuvant 1.42 (0.90 to 2.21) 1 143 (091 to 2.26) .1 1.41 (0.90 to 2.20) 1 1.52 (0.96 to 2.39) .06
Pathologic T stage®

pT1-pT2 1 (ref) 1 (ref) 1 (ref) 1 (ref)

pT3A 221(131t03.73) .002 2.18(1.26t03.76) .004 2.14 (1.27 to 3.60) 004 203(1.18t03.51) .01

pT3B-pT3C 2.66 (1.46 to 4.84) 001 256 (1.361t04.84) .003 292 (1.61t05.27) <.001 2.82(1.521to5.23) .001
PR

Positive 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Negative 1.94 (1.11 to 3.35) .01 1.38 (0.55t0 3.43) 4 1.94 (1.14 to 3.30) .01 1.32 (0.54 to 3.19) 5
ERC

Positive 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Negative 1.68 (1.01 to 2.79) .04 0.87 (0.34 t0 2.24) .7 1.66 (1.01 to 2.74) .04 0.76 (0.28 to 2.03) 5
LvIe

Absent 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Present 163(0991t02.70) .05 1.27(0.75t02.17) .3 1.82 (1.11 to 2.98) .01 145 (0.87t0243) .1
Hormone therapy

No 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Yes 0574 (0.34t00.87) .02 059(0.19t01.84) .3 0.54 (0.34 to 0.87) 01l 049(0.15t01.83) 2
HER2¢

Equivocal 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Negative 0.88 (0.27 to 2.86) — 0.93 (0.28 to 3.03) —

Positive 1.38 (0.40 to 4.75) — 1.30 (0.38 to 4.48) 6 —
Clinical T stage®

cT1l-cT2 1 (ref) 1 (ref) 1 (ref) 1 (ref)

cT3A 0.84 (0.36 to 1.97) .6 — 0.90 (0.38 to 2.10) 8 —

cT3B-cT3C 1.55 (0.73 to 3.27) — 1.70 (0.81 to 3.54) —
Pathologic N stage

pNO 1 (ref) 1 (ref) 1 (ref) 1 (ref)

pN1 167 (0.81t0 3.45) .1 — 1.71 (0.82 to 3.52) 1 —

pN2 3.28 (1.65 to 6.51) < .001 — 3.33(1.68106.61) < .001 —

pN3 4.15 (1.79 t0 9.60) < .001 — 4.46 (1.93 to 10.31) < .001 —

PNX 183 (051t06.59) .3 — 1.96 (0.54 to 7.07) 2 —
TNBCH

No 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Yes 141 (0.861t0232) .1 — 1.43 (0.87 to 2.34) 1 —
PNId

Absent 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Present 195 (0.84t0o 4.51) .1 — 2.23 (1.01 to 4.87) .04 —
Surgical margins

Negative 1 (ref) 1 (ref) 1 (ref) 1 (ref)

(Continued on following page)
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0s? DFS®
Clinicopathologic and Unadjusted Model Adjusted Model® Unadjusted Model Adjusted Model®
Sociodemographic
Factors HR (95% CI) P HR (95% CI) P HR (95% CI) P HR (95% CI) P
Close 0.60 (0.24t0 1.50) .2 — 0.77 (0.33 to 1.78) —
Positive 0.72(0.291t0 1.79) 4 — 0.75(0.30 to 1.87) —
Age category, years
30-39 1 (ref) 1 (ref) 1 (ref) 1 (ref)
40-49 0.69 (0.33 to 1.41) — 0.66 (0.33 to 1.33) —
50-59 0.93 (0.46 to 1.86) = 0.84 (0.43 to 1.65) =
> 60 0.80 (0.36 to 1.74) — 0.73 (0.34 to 1.57) —
Marital status®
Married 1 (ref) 1 (ref) 1 (ref) 1 (ref)

Single, divorced, or

0.96 (0.59 to 1.55) 8

widowed

0.97 (0.60 to 1.57) 9

Abbreviations: DFS, disease-free survival; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; LVI, lymphovascular
invasion; OS, overall survival; PNI, perineural invasion; PR, progesterone receptor; ref, reference; TNBC, triple-negative breast cancer.

“Model predicting the risk of death.

®Model predicting the risk of poor DFS.

°HRs were not reported (left as dash) for the variables that were not significantly associated with the outcome in the univariable models.

9Model estimates for unknown categories are not presented in the table.

Consistent with our finding that higher clinical T stage
and N stage are associated with worse locoregional control,
Mamounas et al'” found that age, clinical T stage and nodal
involvement before chemotherapy, and tumor response
were associated with LRR after NACT. In their study, only
patients who underwent lumpectomy received breast RT.
No postmastectomy irradiation was administered. The
cohort of patients in that study had primary operable breast
cancer. Although not directly comparable with our cohort,
their findings enforce the importance of continued early
detection of breast cancer.

One of our study objectives was to determine if any soci-
odemographic factors were associated with recurrence and
survival. No sociodemographic factors were associated with
survival. However, a higher percentage of married women
recurred locoregionally and distantly. To our knowledge,
only one other study has also examined the impact of
marital status on survival.'® The authors found that married
women were less likely to present with metastatic disease.
Although this association could be because of multiple
factors, these findings point to the importance of ac-
counting for socioeconomic and familial challenges that
may affect cancer detection, treatment, and survival in
Ghana.'®

Beyond obvious limitations inherent to all retrospective
studies, most often related to incomplete documentation
and poor follow-up, our study has other limitations. Infor-
mation regarding clinical response to chemotherapy,
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hormone receptor status, and tumor grade was either in-
complete or not possible to obtain. Unknown responses
under histopathologic factors were excluded from the
analysis. These may have biased the results. Reasons for
prescribing NACT were sometimes not related to clinical
factors but rather because of resource constraints and
efforts to reduce waiting time prior to surgery. Despite these
limitations, our study provides clinically relevant results on
outcomes of treatment and factors associated with breast
cancer recurrence and survival among Ghanaian women
following NACT and adjuvant chemotherapy.

In conclusion, despite significant resource constraints in
Ghana, survival and recurrence rates for women with breast
cancer treated with standard-of-care trimodal therapy in
the country are similar to those for patients in high-income
countries. However, our data indicate that women under-
going NACT experienced a higher rate of DR compared
with those undergoing adjuvant chemotherapy probably
from more advanced disease at presentation. This did not
translate into a survival disadvantage. No sociodemo-
graphic factors considered were associated with recur-
rence or survival. As is consistent with published studies,
large tumor size and nodal involvement adversely affected
survival and recurrence. This study reinforces that early
diagnosis and treatment of women with breast cancer is
crucial to survival. Continued effort should be made to
reduce the culture of late presentation and treatment de-
faults in Ghana.



NACT or Adjuvant Chemotherapy for Breast Cancer in Sub-Saharan Africa

AFFILIATIONS

!National Radiotherapy Oncology and Nuclear Medicine Centre, Korle Bu
Teaching Hospital, Accra, Ghana

2|nstitute for Global Health, University College London, London, United
Kingdom

3H. Lee Moffitt Cancer Center and Research Institute, University of South
Florida, Tampa, FL

“University of Ghana Dental School, Accra, Ghana

5Department of Radiation Oncology, University of Florida, Gainesville, FL

CORRESPONDING AUTHOR

Hannah Ayettey Anie, MD, National Radiotherapy Oncology and Nuclear
Medicine Centre, Korle Bu Teaching Hospital, P.O. Box KB 369, Korle
Bu, Accra, Ghana; e-mail: ayetteyhannah@yahoo.com.

AUTHOR CONTRIBUTIONS

Manuscript writing: All authors
Final approval of manuscript: All authors
Accountable for all aspects of the work: All authors

AUTHORS’ DISCLOSURES OF POTENTIAL CONFLICTS OF
INTEREST

The following represents disclosure information provided by the authors
of this manuscript. All relationships are considered compensated unless
otherwise noted. Relationships are self-held unless noted. | = Immediate
Family Member, Inst = My Institution. Relationships may not relate to the
subject matter of this manuscript. For more information about ASCO’s
conflict of interest policy, please refer to www.asco.org/rwc or ascopubs.
org/go/authors/author-center.

Open Payments is a public database containing information reported by
companies about payments made to US-licensed physicians (Open
Payments).

Conception and design: Hannah Ayettey Anie, Joel Yarney, Olutobi Joel Yarney

Sanuade Honoraria: Roche, Johnson & Johnson, AstraZeneca
Administrative support: Hannah Ayettey Anie, Olutobi Sanuade, Charles  Consulting or Advisory Role: Johnson & Johnson/Janssen

Aidoo Speakers’ Bureau: Johnson & Johnson, Varian Medical Systems
Provision of study materials or patients: Hannah Ayettey Anie, Charles Travel, Accommodations, Expenses: Roche

Aidoo

Charles Aidoo
Employment: Korle-Bu

Collection and assembly of data: Hannah Ayettey Anie, Charles Aidoo,
Mary Ann Dadzie

Data analysis and interpretation: Hannah Ayettey Anie, Joel Yarney,
Olutobi Sanuade, Shivanshu Awasthi, Tom Akuetteh Ndanu, Akash D.
Parekh, Charles Aidoo, Verna Vanderpuye, Kosj Yamoah

No other potential conflicts of interest were reported.

REFERENCES

1. International Agency for Research on Cancer: GLOBOCAN 2012: Estimated Cancer Incidence, Mortality and Prevalence Worldwide in 2012. https://
publications.iarc.fr/Databases/larc-Cancerbases/GLOBOCAN-2012-Estimated-Cancer-Incidence-Mortality-And-Prevalence-Worldwide-In-2012-V1.0-2012

2. lLaryea DO, Awuah B, Amoako YA, et al: Cancer incidence in Ghana, 2012: Evidence from a population-based cancer registry. BMC Cancer 14:362, 2014

3. Badoe EA, Baako BN: The breast, in Badoe EA, Archampong EQ, da Rocha-Afodu (eds): Principles and Practice of Surgery Including Pathology in the Tropics.
Accra, Ghana, Department of Surgery, University of Ghana Medical School, 2000, pp 449-477

4.  Gukas ID, Jennings BA, Mandong BM, et al: Clinicopathological features and molecular markers of breast cancer in Jos, Nigeria. West Afr J Med 24:209-213,
2005

5. Yarney J, Vanderpuye V, Clegg Lamptey JN: Hormone receptor and HER-2 expression in breast cancers among sub-Saharan African women. Breast J
14:510-511, 2008

6. Mbondel MP, Amir H, Mbembati NA, et al: Characterization of benign lesions and carcinomas of the female breast in a sub-Saharan African population. Pathol
Res Pract 194:623-629, 1998

7. Thomas AS, Kidwell KM, Oppong JK, et al: Breast cancer in Ghana: Demonstrating the need for population-based cancer registries in low-and middle-income
countries. J Glob Oncol 3:765-772, 2017

8. Donkor A, Lathlean J, Wiafe S, et al: Factors contributing to late presentation of breast cancer in Africa: A systematic literature review. Arch Med 8:2, 2015
9.  National Collaborating Centre for Cancer UK: Early and locally advanced breast cancer. https://www.accp.com/docs/bookstore/psap/p6b10sample01.pdf

10. Cortazar P, Zhang L, Untch M, et al: Pathological complete response and long-term clinical benefit in breast cancer: The CTNeoBC pooled analysis. Lancet
384:164-172, 2014

11. Clegg-Lamptey JN, Hodasi WM: A study of breast cancer in Korle Bu Teaching Hospital: Assessing the impact of health education. Ghana Med J 41:72-77,
2007

12. Pierga JY, Bidard FC, Mathiot C, et al: Circulating tumor cell detection predicts early metastatic relapse after NACT chemotherapy in large operable and locally
advanced breast cancer in a phase Il randomized trial. Clin Cancer Res 14:7004-7010, 2008

13. Balko JM, Cook RS, Vaught DB, et al: Profiling of residual breast cancers after NACT chemotherapy identifies DUSP4 deficiency as a mechanism of drug
resistance. Nat Med 18:1052-1059, 2012

14. Mamounas EP, Cortazar P, Zhang L, et al: Locoregional recurrence (LRR) after neoadjuvant chemotherapy (NAC): Pooled-analysis results from the Col-
laborative Trials in Neoadjuvant Breast Cancer (CTNeoBC). J Clin Oncol 32:61, 2014

15. Asselain B, Barlow W, Bartlett J, et al: Long-term outcomes for neoadjuvant versus adjuvant chemotherapy in early breast cancer: Meta-analysis of individual
patient data from ten randomised trials. Lancet Oncol 19:27-39, 2018

16. Wolmark N, Wang J, Mamounas E, et al: Preoperative chemotherapy in patients with operable breast cancer: Nine-year results from National Surgical Adjuvant
Breast and Bowel Project B-18. J Natl Cancer Inst Monogr 2001:96-102, 2001

17. Mamounas EP, Anderson SJ, Dignam JJ, et al: Predictors of locoregional recurrence after neoadjuvant chemotherapy: Results from combined analysis of
National Surgical Adjuvant Breast and Bowel Project B-18 and B-27. J Clin Oncol 30:3960, 2012

18. Aizer AA, Chen MH, McCarthy EP, et al: Marital status and survival in patients with cancer. J Clin Oncol 31:3869-3876, 2013

JCO Global Oncology 975


mailto:ayetteyhannah@yahoo.com
http://www.asco.org/rwc
http://ascopubs.org/go/authors/author-center
http://ascopubs.org/go/authors/author-center
https://openpaymentsdata.cms.gov/
https://openpaymentsdata.cms.gov/
https://publications.iarc.fr/Databases/Iarc-Cancerbases/GLOBOCAN-2012-Estimated-Cancer-Incidence-Mortality-And-Prevalence-Worldwide-In-2012-V1.0-2012
https://publications.iarc.fr/Databases/Iarc-Cancerbases/GLOBOCAN-2012-Estimated-Cancer-Incidence-Mortality-And-Prevalence-Worldwide-In-2012-V1.0-2012
https://www.accp.com/docs/bookstore/psap/p6b10sample01.pdf

	Neoadjuvant or Adjuvant Chemotherapy for Breast Cancer in Sub-Saharan Africa: A Retrospective Analysis of Recurrence and Su ...
	INTRODUCTION
	METHODS
	RESULTS
	Patients' Characteristics
	OS and DFS Rates Following NACT or Adjuvant Chemotherapy
	LRR and DR Rates Following NACT or Adjuvant Chemotherapy
	Clinical and Sociodemographic Predictors of Recurrence and Survival

	DISCUSSION
	REFERENCES


