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Abstract: Advanced breast cancer is an incurable disease, with a median overall survival of 3 years,
including in countries without access problems. Although chemotherapy is reserved in some cases,
it is still used in many countries as a first-line therapy. The aim of our study is to evaluate the
first-line treatment choices and the factors that influence therapeutic decisions. A retrospective
analysis was conducted of hormone receptor (+)/HER2 (−) advanced breast cancer patients clas-
sified into three groups according to the first-line and second-line treatment received: endocrine
therapy–chemotherapy, endocrine therapy–endocrine therapy and chemotherapy–endocrine therapy.
Additionally, we explored the overall survival of sequencing therapy groups. First-line chemother-
apy was chosen in 34% of patients. Also, around 60% of our patients met the “aggressive disease”
criteria from the RIGHT Choice trial, justifying the use of chemotherapy in a population with poor
prognosis. Furthermore, de novo and progressive disease were prognostic factors that influenced the
use of chemotherapy as a first-line treatment. Regarding overall survival, the sequencing treatment
groups in this trial saw an increase in survival compared with patients of the MONALEESA trials
(endocrine therapy alone arms). No significant differences in progression-free survival or overall
survival were found in the treatment sequencing groups. There was a higher use of chemotherapy as
a first-line therapy, with de novo and “aggressive disease” criteria being the main factors to influence
the decision.

Keywords: advanced breast cancer; HR positive/HER2 negative; chemotherapy; endocrine therapy;
overall survival; sequencing treatment; Peru

1. Introduction

Breast cancer is the most frequently diagnosed cancer in women and leads in cancer-
related mortality. The American Cancer Society estimates 313,510 new cases and 42,780 deaths
in American patients with breast cancer in 2024, with 5% of metastatic disease at diagno-
sis [1]. Breast cancer is also the most frequently diagnosed tumor among women in Latin
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America (LATAM) and the Caribbean, with an increase both in incidence and mortality
rates [2]. In Peru, GLOBOCAN 2022 showed that breast cancer ranked second in incidence
(7797 new cases, both sexes) and seventh in mortality (1951 deaths) [3]. A report of the
Instituto Nacional de Enfermedades Neoplásicas (INEN) in Peru reported that breast cancer
ranked second place in terms of incidence (25 ’344 new cases), with 10.41% of patients
in stage IV de novo between the years 2000 and 2020 [4]. Moreover, according to the
Cancer Registry of Metropolitan Lima (2013–2015), breast cancer ranks first in incidence
and mortality in women in the capital [5]. The last report of the Peruvian Ministry of Health
in the first quarter of 2024 reports an occurrence of 28% of stage III cases and 31% of stage
IV cases in the country [6]. Breast cancer is considered a serious issue in Peruvian health
systems; a law has been approved to manage breast cancer as a national priority along with
cervical cancer [7].

Advanced breast cancer (ABC) is an incurable disease, with a median overall sur-
vival (OS) of about 3 years (regardless of subtype), with a 5-year survival of 25% even in
countries with more access to innovative oncologic drugs; this situation has not changed
in decades [8]. About 60–70% of breast cancers are HR (+)/HER2 (−). Patients with HR
(+)/HER2 (−) ABC with no visceral crisis are treated with endocrine therapy (ET) alone or
in combination with targeted agents, and they benefit from sequential use of ET at disease
progression. The optimal sequence for ET is not well defined. Treatment choice would
depend on previous drugs, tolerance to therapy, patient preferences, and access to onco-
logic agents. According to international and local clinical practice guidelines (CPGs), the
preferred 1L therapy for postmenopausal or premenopausal women receiving ovarian func-
tion suppression with an LHRH agonist HR (+)/HER2 (−) ABC patients is an aromatase
inhibitor (AI) in combination with a CDK 4/6 inhibitor [9–11]. In addition, there is evidence
of monotherapy with ET that supports its use as 1L therapy [12]. After progression, the
following treatment options are recommended: fulvestrant +/− CDK 4/6 inhibitor [13–15],
AI + CDK 4/6 inhibitor (if previously not received CDK 4/6 inhibitor), alpelisib (PI3K
inhibitor) + ET for those with tumor with PIK3CA mutations [16], capivasertib + fulves-
trant for patients with PIK3CA- or-AKT1 activating mutations or PTEN alterations [17],
elascentrant for estrogen receptor 1 (ESR1)-activating mutations [18], everolimus (mTOR
inhibitor) + ET [19], AI +/− fulvestrant [20], olaparib or talazoparib for BRCA1/2 mutation
carriers [21], or CT. Recently, an antibody–drug conjugate (ADC) named trastuzumab
deruxtecan (T-DXd) was approved for refractory HR (+)/HER2 ABC patients who received
one or two previous lines of CT [22]. Although many of these innovative therapies are
available in high-income countries, most low- and middle-income countries (LMICs) do
not have access to most of them.

Chemotherapy is reserved for hormone refractory HR (+)/HER2 (−) patients, symp-
tomatic visceral metastases, when there is rapid clinical progression with a need for rapid
disease control, and in cases of visceral crisis (in metastatic breast cancer, this is defined as
severe organ dysfunction, which involves severe signs/symptoms, and rapid progression
of disease that can be assessed with laboratory studies) [23]. Combination CT usually
provides a higher objective response rate (ORR) and longer time to progression, where a
rapid response is needed [24]; however, it is associated with an increase in toxicity and little
survival benefit [25,26]. Sequential CT is preferred over combination since it produces fewer
adverse events, and both have comparable benefits in overall survival (OS) [27,28]. How-
ever, CT is not currently tailored to molecular profiles, except for platinum for BRCA1/2
mutation carriers [29].

To justify CT use, we used the “aggressive disease” criteria from the RIGHT Choice
trial [30], a phase II trial which evaluates CDKi 4/6 + ET vs. CT in peri/premenopausal
patients with HR (+)/HER2 (−) patients (n = 222) as a 1L treatment. Patients must meet at
least one of the following criteria for combination CT to be considered necessary: (a) symp-
tomatic visceral metastases, (b) rapid disease progression or impending visceral involve-
ment, and (c) markedly symptomatic non-visceral disease if the treating physician chooses
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to administer CT to rapidly palliate the patient’s symptoms. Patients in this study did
receive CDKi 4/6 since it was not approved for use in public institutions until April 2024.

We explore 1L treatment patterns (CT vs. ET) with HR (+) ABC Peruvian patients
and potential prognostic factors that could influence treatment decisions (Peru is a middle-
income country). Also, we analyze the impact of survival in sequencing treatment groups.

2. Materials and Methods

The study population corresponded to Peruvian patients aged ≥18 years with his-
tologically confirmed stage IV (de novo, unresectable locally advanced/recurrent) HR-
positive/HER2 (−) breast cancer treated in one public oncological institution (INEN)
(n = 143) during March 2015–August 2023. Peri/premenopausal women received ovar-
ian blockade.

A retrospective analysis of medical case data was performed. Patients were classified
into three groups according to the treatment received in the 1L and 2L, ET-CT, ET-ET, and
CT-ET, between March 2015 and August 2023 in one public oncological institution (INEN).
We evaluated the patterns of 1L treatment decision patterns and the factors that influence
or are associated with the choice of 1L treatment (CT vs. ET) and its outcomes.

Differences between the types of 1L treatment (ET and CT) were assessed for quantita-
tive variables with the t-test or the non-parametric Mann–Whitney test, after verification of
the assumption of normal distribution of the quantitative variable.

The association of qualitative variables and the 1L treatment was evaluated with the
Chi-square test using contingency tables, verifying the condition of having at least 20% of
the cells with expected values less than 5; if the condition was not met, the categories of
the qualitative variable involved were grouped. In the 2 × 2 contingency tables, the Yates
correction was applied. Univariate and multivariate logistic regression models were fitted,
with variables showing significant differences or associations with the type of 1L treatment
analyzed to assess their effect, by odds ratio (OR), on the probability of receiving CT as 1L.

Efficacy was measured in terms of progression-free-survival (PFS) and overall survival
(OS). Estimates of OS and PFS were carried out with the Kaplan–Meier method to generate
survival curves, and differences in survival according to characteristics of interest were
evaluated with the log rank test. The Cox regression model was used to evaluate the
association between clinical pathologic variables with PFS and OS. A p < 0.05 value (SPSS)
was considered as a significant difference. The Software R version 4.3.2 was used for
calculations and graphs.

Follow-up information was obtained from patient files. Additionally, survival status
was verified from the Peruvian government web page (RENIEC) if there was not any clearly
documented follow-up.

3. Results
3.1. Patients

Table 1 shows clinical pathological features. A total of 143 female patients with HR
(+)/HER2 (−) ABC were included. The median age was 54 years old (range 24–85). Most
patients had a good performance status (ECOG 0–1: 90%). Regarding menopausal status,
64% were postmenopausal; 29% of patients were metastatic de novo, and 69% were the
luminal B subtype [defined as a subtype that typically has estrogen receptor (ER) proteins
but not the progesterone receptor (PgR) inside them; patients also often have high levels of
the ki67 protein (greater than 20%). Luminal B tends to grow more quickly, with a higher
grade and poorer prognosis compared with the luminal A subtype] [31]. At diagnosis,
6% of patients had “visceral crisis”, and all of them received CT. Regarding 1L treatment
decision, 66% of patients received ET and 34% received CT, respectively. Table 1 also
shows a significantly higher proportion of patients with stage IV de novo who received
1L CT than ET (45.8% and 16.7%), while there is a trend of using 1L ET in patients with
lymph node metastases (25% vs. 12%). In patients who received 1L ET, the majority used
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fulvestrant (52%), while patients who initiated 1L CT used anthracyclines (doxorubicin–
cyclophosphamide, AC) (19%).

Table 1. Variables under study according to first-line (1L) treatment.

1L Treatment

All Patients
n = 143

Endocrine
Therapy (ET)

n = 95

Chemotherapy
(CT)

n = 48
p-Value

Age at diagnosis,
years
Average/range 54.2 (24–85) 54.5 (29–85) 53.6 (24–84) 0.707

Age groups, years
<50 51 (35.7%) 33 (34.7%) 18 (37.5%)
≥50 92 (64.3%) 62 (65.3%) 30 (62.5%) 0.745

ECOG at diagnosis
0–1 133 (93.0%) 89 (93.7%) 44 (91.7%)
2 10 (7.0%) 6 (6.3%) 4 (8.3%) 0.921

De novo disease
Yes 41 (28.7%) 19 (20.0%) 22 (45.8%)
No 102 (71.3%) 76 (80.0%) 26 (54.2%) <0.001

Metastatic sites
Bone 85 (59.4%) 52 (54.7%) 33 (68.8%) 0.107
Lung 39 (27.3%) 22 (23.2%) 18 (37.5%) 0.071
Lymph node 29 (20.3%) 24 (25.3%) 6 (12.5%) 0.077
Locoregional 15 (10.5%) 13 (13.6%) 3 (6.3%) 0.183
Liver 13 (9.1%) 11 (11.6%) 3 (6.3%) 0.475
Contralateral 5 (3.5%) 3 (3.2%) 2 (4.2%) 1
Dermis 4 (2.8%) 2 (2.1%) 2 (4.2%) 0.866
Soft tissue 3 (2.1%) 2 (2.1%) 1 (2.1%) 1
Peritoneal 2 (1.4%) 1 (1.1%) 1 (2.1%) 1
Mediastinum 2 (1.4%) 1 (1.1%) 0 (0.0%) 1
Cutaneous 2 (1.4%) 2 (2.1%) 0 (0.0%) 0.796
Suprarenal 1 (1.4%) 1 (1.1%) 1 (2.1%) 1
Ovary 1 (0.7%) 0 (0.0%) 1 (2.1%) 0.727
Pancreas 1 (0.7%) 0 (0.0%) 1 (2.1%) 0.727

Number of metastases
1 99 (69.2%) 66 (69.5%) 33 (68.8%)
2 32 (22.4%) 23 (24.2%) 9 (18.8%)
3 9 (6.3%) 5 (5.3%) 4 (8.3%)
≥4 3 (2.1%) 1 (1.1%) 2 (4.2%) NE

Luminal subtype
A 40 (31.0%) 24 (28.6%) 16 (35.6%)
B 89 (69.0%) 60 (71.4%) 29 (64.4%) 0.414
NR 14 11 3

Intensity of HER2
expression
0 81 (60.4%) 56 (62.2%) 25 (56.8%)
1+/2+ 53 (39.6%) 34 (37.8%) 19 (43.2%) 0.548
NR 9 5 4

Ki-67
<20% 27 (20.9%) 17 (20.2%) 10 (22.2%)
≥20% 63 (48.8%) 32 (45.2%) 25 (55.6%) 0.339
NR 14 11 3

NE: not evaluable, NR: not registered. Bold in the p-value column means that the result is statistically significant.



Curr. Oncol. 2024, 31 7894

Table 2 shows that de novo and progressive disease have a significant effect on
the possibility of receiving 1L CT, with a 4.37 (1.98–9.94, p < 0.001) and 3.78 (1.23–11.68,
p = 0.01) times higher likelihood of receiving CT compared with patients with recurrent
disease, respectively.

Table 2. Evaluation of the effect of variables to estimate the possibility of selecting 1L CT.

Univariate

OR 95% CI p-Value

Clinical stage IV
Recurrent Ref.
Progressive 3.78 1.23–11.68 0.019
De novo 4.37 1.98–9.94 <0.001

OR: odds ratio, CI: confidence interval, Ref.: reference. Bold in the p-value column means that the result is
statistically significant.

3.2. Survival Outcomes
3.2.1. Progression-Free Survival

After a median follow-up of 15 months (1–86), the PFSs for 1L at 12, 36 and 60 months
were estimated to be 61.9%, 20.8% and 13.9%, respectively. Figure 1 shows that the median
PFS for 1L was estimated to be 16 months. Figure 2 shows that the median PFS for 1L
is statistically longer in patients who received CT vs. ET (23 vs. 13 months, p = 0.0036),
respectively). No significant difference was found in PFS in terms of sequential treatments
according to the 1L and 2L treatment received.
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3.2.2. Overall Survival

The distribution of patients according to the sequence of treatments received in the 1L
and 2L was as follows: 33% received ET-ET, 31% received ET-CT, and 29% received CT-ET,
respectively. With a median follow-up of 29 months (range: 3–118), OS rates at 12, 36, and
60 months were estimated to be 96.1%, 76.4%, and 57.8%, respectively. Figure 3 shows that
the median OS was estimated at 68 months. Table 3 shows that no significant differences
were found in OS regarding the sequencing treatment of three groups.
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Table 3. Estimates of overall survival (OS) according to 1L treatment and sequencing.

OS (months)

12 36 60 p-Value

All patients 96.1% 76.4% 57.8% -

1L treatment
Endocrine therapy (ET) 94.0% 82.4% 66.2%
Chemotherapy (CT) 100% 71.2% 52.2% 0.36

Treatment sequencing
ET-ET 100% 83.9% 65.4%
ET-CT 88.0% 80.3% 64.3%
CT-ET 100% 65.4% 52.5%
CT-CT 100% 87.5% 58.3% 0.42

3.2.3. Patients with “Aggressive Disease”

Of the total of our patients treated with 1L CT (n = 51), 54% met the “aggressive
disease” criteria from RIGHT Choice trial. Counting 6% of patients with visceral crisis at
diagnosis, 60% of our patients met the clinical criteria of “poor prognosis” for receiving CT.

Of the total of our patients who received CT (excluding visceral crisis) and met the
aggressive disease criteria, this definition includes the following: 96% of patients met the
“rapid disease progression” criteria, 54% had “markedly symptomatic non-visceral metas-
tases” (most frequently seen was multiple bone metastases with spinal cord compression
requiring palliative radiotherapy, 57%), and 23% had “symptomatic visceral metastases”.
Table 4 compares our patients treated with 1L CT vs. the population of the RIGHT Choice vs.
MONALEESA trials’ (2, 3, and 7) criteria. Compared with the MONALEESA trials, we had
more premenopausal (38% vs. 20% in MONALEESA-2 and 3) and de novo (46% vs. 35% in
all MONALEESA trials) patients, while we had lower rates of visceral metastases compared
with the MONALEESA and RIGHT Choice trials (46%, 60%, and 50%, respectively).

Table 4. Peruvian patients who received chemotherapy (CT) as first-line (1L) vs. MONALEESA trial
vs. RIGHT Choice trial.

Patients (pts) Received 1L CT Peruvian pts MONALEESA
(ML) Trials RIGHT Choice Trial

Median age 52 (24–80) year 55 year Premenopausal

Postmenopausal 62% 80% 0%

Premenopausal 38%
20% ML-2
20% ML-3

100% ML-7
100%

De novo (diagnosis) 46% 35% NR

ECOG 0–1 92% 99% 99%

Luminal B subtype 66% NR NR

Visceral metastases 46% 60% 50%

Visceral crisis 6% 0% 50%

Met aggressive disease (RIGHT Choice) definition 54% ND 100%

“Aggressive
disease” criteria

Symptomatic visceral metastases 23% ND 67.6%

Rapid disease progression 96% ND 18.5%

Markedly symptomatic
non-visceral metastases 54% ND 14%

ML: MONALEESA, NR: Not reported, pts: patients.
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Of the total patients who received CT and did not meet the aggressive disease cri-
teria (n = 22), 50% were postmenopausal without previous treatment (met criteria for
MONALEESA-2), 32% were premenopausal (met criteria for MONALEESA-7), and 18%
relapsed during adjuvant treatment (met criteria for MONALEESA-3).

4. Discussion

In the management of HR (+)/HER2 (−) ABC patients, ET + CDKi 4/6 is recom-
mended according to international and local clinical practice guidelines (CPGs) and consen-
sus [32–34]. The role of CT is reserved for visceral crisis and hormone refractory patients
(as a later-line therapy option since novel endocrine agents and antibody–drug conjugates
such as trastuzumab deruxtecan are now changing the landscape) [35]. This Peruvian study
enrolled more patients with ECOG 2 and a higher proportion who received upfront CT
than other studies reported in the literature (34% vs. 20–25%) [36]. Also, we included 29%
de novo patients, similar to rates reported in pivotal trials that use CDKi 4/6, including the
MONALEESA studies (34%), and LATAM countries (the incidence of de novo disease at
diagnosis can reach 30–50% of cases).

Our trial demonstrated that CT is still used in a higher proportion (34%) of HR
(+)/HER2 (−) ABC patients. A significant difference was found with de novo and progres-
sive disease (defined as cancer that continues to grow, the appearance of new metastases
during treatment with curative intent, or a tumor at least 20% larger than the basal size
at the start of treatment) [37]; CT use is preferred over ET. These data reinforce the poor
prognosis of patients with a high tumor burden or symptomatic disease who require a
rapid response with systemic therapies, especially when a visceral crisis occurs [38]. For
some oncologists, there is a perception that despite CT being superior to ET in terms of
visceral involvement and a short disease-free interval (as it can induce higher response
rates and more rapid responses), it is clearly more toxic [39,40]. Currently, this concept
regarding CT has changed since CDKi 4/6 (ribociclib) has demonstrated benefits over CT
in the RIGHT Choice trial in terms of PFS (21.8 vs. 12.8 months, HR 0.61, p = 0.003), and
it has demonstrated a similar overall response rate (ORR: 66.1% vs. 66.8%, HR 0.76) in
clinically aggressive premenopausal HR (+)/HER2 (−) ABC patients [41].

It is important to note that 54% of our patients who received 1L CT met the “aggressive
disease” criteria of the RIGHT Choice trial, with a high occurrence (96%) of the “rapid
disease progression” definition reported for the decision to use CT. Compared with the
RIGHT Choice trial, our study included 60% (54% aggressive disease + 6% visceral crisis)
of patients who were considered to have a “poor prognosis”; therefore, CT can be justified,
especially in patients with de novo disease who are diagnosed with a high burden of
disease and are symptomatic. In addition, more than half of our patients had “markedly
symptomatic non-visceral metastases”, reported as multiple bone metastases with spinal
cord compression that required radiotherapy (57%), showing the behavior of the disease in
this Peruvian population. Despite the fact that LATAM patients face barriers in terms of
access to radiation therapy (RT) units, machines and qualified personnel, Peru has made
progress in radiotherapy, including in the number of machines being available [42,43]. At
present, there are 28 radiotherapy machines around the country, mainly in the capital. It
is important to note that all patients in the study who presented with bone metastases
and spinal cord compression received palliative radiotherapy at our institution due to
machine access.

Peru has a high prevalence of stage III/IV breast cancer despite implementations of a
program for breast cancer screening along the country. Additionally, cultural, economic, and
geographic barriers contribute to late diagnosis, with a high burden of advanced disease
and inadequate access to medical resources/specialized cancer care and research [44,45].

For 40% of patients who received 1L CT and met the MONALEESA trial criteria,
these patients did not receive CDKi 4/6 + ET due to access issues (no access to CDKi
4/6). We used the MONALEESA trials as comparators since they showed significant
improvements in OS. In Peru, most public oncological institutions have limited access to
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therapies for HR (+)/HER2 (−) ABC. Regarding ET, fulvestrant has only been accessible
in a public institution (INEN) since 2019 as a 1L and 2L treatment (after progression to
AI); no other options except tamoxifen, anastrozole, or exemestane are available as ET in
other public oncologic institutions. Moreover, the most important reason to prescribe CT in
HR (+)/HER2 (−) Peruvian patients is related to a lack of access in terms of sequencing;
there are no targeted therapies (CDKi) for these patients. Some progress has been made
to improve access for HR (+)/HER2 (−) ABC patients in Peru. First, in 2019, fulvestrant
was approved for INEN as a 1L and 2L therapy for institutional use [46]. Second, in May
2021, the INEN approved a local CPG (technical document) regarding multidisciplinary
management of ABC for national reference and application in oncologic institutions of the
Ministry of Health (MINSA) [47]. Also, in August 2021, a national law (Ley Nacional del
Cancer) was published and declared breast cancer as a national priority for public health
systems. Third, in April 2024, ribociclib + fulvestrant was approved as a 2L therapy for
HR (+)/HER2 (−) ABC patients by the National Network for the Evaluation of Health
Technologies (RENETSA, a local health technology evaluator) for national use [48].

In routine clinical practice, some reports have shown that a high rate of HR (+)/HER2
(−) ABC patients receive CT. A Chinese trial mentioned that less than one quarter of
patients initiate 1L ET (n = 402) compared with those who receive CT (n = 1445). Patients
who receive 1L ET are significantly older, with later recurrence after adjuvant therapy, with
a lower rate of visceral involvement [49].

Some trials have shown that CT is still used as a 1L treatment in some countries. A
study which investigated potential prognostic clinical and pathological factors for patients
with luminal-like ABC and their outcomes reported that the luminal B subtype (HR 1.82),
an age ≥ 70 years (HR 1.79) and >1 site of metastases (HR 2.15) had prognostic value in
predicting OS. Furthermore, the presence of liver (visceral) metastases and HER2 (+) were
associated with more CT use. There was no statistical difference in PFS and OS between
1L CT vs. ET [50]. Compared with our trial, we found a high proportion of patients
with lymph node metastases who started 1L ET instead of visceral involvement (this term
included liver, lung, and other visceral metastases) [51].

One valuable point reported in the literature that has been noted is that the median 1L
PFS with CT was longer than ET (23 vs. 13 months) [52], mainly associated with the trend
of its use in visceral metastases, ensuring a longer survival probably due to the time of
exposure to continuous CT. This point is supported by data from a meta-analysis showing
that longer 1L CT increases PFS (HR 0.64, p < 0.001), and OS (HR 0.91, p = 0.046) compared
with shorter courses, but the modest increase in OS should be balanced against adverse
events [26]. Longer CT regimens do not impact quality of life within clinical trials. More
taxanes and capecitabine and less anthracyclines are prescribed [53]. The most common
CT regimen used in our patients was AC. In the CT-ET group, ET as a “maintenance”
therapy can be used after a response to CT [54]. Regarding ET-CT (31% of patients), its use
is not rare; a retrospective trial found that 40% received 1L ET before CT, despite CPGs
recommending ET as a 2L or subsequent therapy [55].

Regarding OS, the rate of our patients (5-year OS rate: 57.8%) was numerically longer
than that reported in the MONALEESA-2 trial (43.9% in ET alone group), MONALEESA-
7 trial (4-year OS rate 50% in ET alone group), and MONALEESA-3 trial (42.1% in ET
alone group).

Our results have potential limitations. First, the analysis is retrospective, based on
medical records. Second, the sample size is small and could affect the survival outcomes.
Third, this study is a real-world-data (RWD) report, which generally has different results
than pivotal trials (the latter include highly selective populations).

High-quality international and local guidelines have established a clear sequenced
treatment for HR (+)/ABC (−) patients [56]. However, in countries with limited resources,
local consensus [57] and adapted guidelines [58] provide recommendations of systemic
treatment of ABC for clinicians, public health leaders, patients and policy makers to support
the use of available therapies and justifying CT use. In 1L treatment for HR (+)/HER2
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(−) ABC patients, when an aromatase inhibitor + CDKi 4/6 is unavailable, use ET alone.
For life-threatening disease, use single-agent CT. In 2L treatment, the recommendation
depends on prior therapy; for cases of limited access, use tamoxifen or CT. These adapted
recommendations arise from the need for treatment sequencing mainly due to the lack of
access to more effective high-cost oncologic therapies for HR (+)/HER2 (−) ABC in most
LATAM countries, whose health care systems have unique characteristics [59].

5. Conclusions

One-third of HR (+)/HER2 (−) ABC Peruvian patients received 1L CT. The presence of
de novo and progressive disease were prognostic factors in Peruvian patients for choosing
1L CT, whereas there is a trend that lymph node metastases were associated with the choice
of ET. Moreover, around 60% of our patients who received 1L CT met the “aggressive
disease” criteria, with “rapid disease progression” (96%) the most frequent definition
presented in our patients who received 1L CT, followed by “markedly symptomatic non-
visceral metastases” (54%) (the most common being multiple bone metastases, which cause
spinal cord compression and require palliative radiotherapy). These findings are explained
by the high burden of advanced disease and behavior at diagnosis in our population.
Additionally, patients who received 1L CT and met the RIGHT Choice criteria had more de
novo disease and visceral metastases than those who met the MONALEESA-2, 3, and 7 trial
criteria. In contrast, 40% of our 1L CT patients did not meet the aggressive disease criteria;
therefore, they did not receive CDKi 4/6 due to the lack of access in our public institutions.

Treatment sequencing (ET-ET, ET-CT, CT-ET) in HR (+)/HER2 (−) ABC Peruvian
patients numerically increases 1L PFS (especially 1L CT vs. ET) and OS rates compared
with the ET alone groups of pivotal trials which evaluated CDKi 4/6 (MONALEESA
trials), mainly due to the time of exposure to continuous CT. The use of these sequences is
supported by international and local consensus adapted to LMIC. There were no statistical
differences in PFS or OS for the sequential treatments groups. Currently, Peruvian health
systems are making efforts to improve survival outcomes, including updating local breast
cancer CPGs and increasing access to more effective oncologic therapies such as CDKi 4/6
for ABC patients.
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