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ABSTRACT
Objective: To describe the sociodemographic data, clinical and paraclinical
manifestations, treatment and recurrence, among a series of patients diagnosed
with phyllodes tumor. Methods: Descriptive, retrospective study of an institutional
database, between January 1, 2016 and December 31, 2019. Demographic, clinical
and paraclinical data were collected from medical records, which were analyzed
using descriptive statistics. Results: The prevalence of phyllodes tumor in the
sample was 1.3%. All cases were women, mean age 42 years, with breast mass as
the most frequent reason for consultation (n = 42, 97.6%), mean tumor size 8.6 cm
(range 2.1-20 cm). The sharp biopsy made the diagnosis of phyllodes tumor in 8
patients (18.6%) and fibroadenoma in 30.2% (n = 12). According to the histological
classification, the most frequent were the benign and borderline type with 34.9% (n
=15) each, and malignant in 30.2% (n = 13). The type of surgery most performed was
quadrantectomy in 55.8% (n = 24). The mean follow-up was 60.3 months and relapse
occurred in 9.3% (N = 4) in about 23.2 months. Conclusions: In the sample studied,
the phyllodes tumor affected women in the fourth decade of life, it appeared as
a large, unilateral mass, without predominance of laterality, of rapid growth. The
optimal treatment was surgery with wide negative margins, and radiotherapy in
selected cases. The risk of recurrence is important.
Key words: Breast, Breast neoplasms, Phyllodes tumor.

RESUMEN

Objetivo. Describir los datos sociodemograficos, manifestaciones clinicas,
paraclinicos, tratamiento y recurrencia, entre la serie de pacientes diagnosticados
con tumor filodes. Métodos. Estudio descriptivo, retrospectivo de una base de datos
institucional, entre el periodo 1 enero de 2016y 31 diciembre de 2019. Se recopilaron
de los registros médicos los datos demograficos, clinicos, paraclinicos, que fueron
analizados utilizando estadistica descriptiva. Resultados. La prevalencia de tumor
filodes en la muestra fue 1,3%. Todos los casos fueron mujeres, edad media 42 afios,
con motivo de consulta mas frecuente masa mamaria (n= 42, 97,6%), tamafo medio
del tumor 8,6 cm (rango 2,1 a 20 cm). La biopsia cortante hizo el diagnostico de tumor
filodes en 8 pacientes (18,6%) y fibroadenoma en 30,2% (n=12). Segun la clasificaciéon
histoldgica, el mas frecuente fue el tipo benigno y limitrofe, con 34,9% (n=15) cada
uno, seguido por maligno en 30,2% (n=13). El tipo de cirugia mas efectuada fue la
cuadrantectomia en 55,8% (n=24). La media de seguimiento fue de 60,3 meses y se
encontré recaida en 9,3% (n=4), con un tiempo hasta la recaida promedio de 23,2
meses. Conclusiones. En la muestra estudiada, el tumor filodes afect6 a las mujeres
en la cuarta década de la vida, se presenté como una masa, grande, unilateral, sin
predominio de lateralidad, de rapido crecimiento. El tratamiento éptimo fue la
cirugia con margenes negativos amplios, y la radioterapia en casos seleccionados. Es
importante su riesgo de recurrencia.

Palabras clave. Mama, Neoplasias de la mama, Tumor filodes.

INTRODUCCION

Phyllodes tumor (PT) is a low prevalence breast cancer with an epithelial
and stromal component, with a potential risk of recurrence®™. It was first
described with the term phyllodes cystosarcoma, by Johannes Mdiller,
in 1838@.
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PT represents 0.3% to 0.9% of all breast tu-
mors®, and 2% to 3% of fibroepithelial neoplas-
ms of the breast®. In the general population, the
annual incidence is 2.1 per million inhabitants,
with a risk 3 to 4 times higher in Asian and Latina
women®,

There may be a concomitance with fibroadeno-
ma in 20%, or a previous history of fibroadenosis
in 12.5%. No predisposing factors for phyllodes
tumor have been found, with the exception of
Li-Fraumeni syndrome®,

The mean age of presentation is 40 years, with
a range between 14 and 82 years?. Clinically,
it manifests as a single, unilateral breast mass,
usually greater than 5 cm, painless, with a firm
consistency, well defined, mobile and without
compromising the skin or deep planes; bilateral
lesions represent less than 2.5% of cases. The
axillary nodes can be found reactive in 17% and
with metastatic involvement in 1%®. Systemic
spread is rare and mainly affects the lungs, liver,
and brain®.

Macroscopically, the PT is rounded or lobed,
firm, with well-circumscribed edges; when cut, it
is greyish white®. Microscopically, a proliferative
stroma lined by epithelium and benign glandu-
lar elements is observed, in a “leaf-like” shape,
which gives it its name in Greek (phyllos = leaf)
©), Figure 1.

FIGURE 1. PHOTOMICROGRAPH OF THE PHYLLODES TUMOR. IT SHOWS
BENIGN GLANDULAR ELEMENTS, SHAPED “LIKE A LEAF".

2 Rev Peru Ginecol Obstet. 2021;67(1)

The most important differential diagnosis is fi-
broadenoma, the appearance and amount of
stromal component being the factors to take
into account®?. Core needle biopsy may be inco-
rrect or inconclusive in differentiating a benign
phyllodes tumor from a fibroadenoma™.

According to histological parameters, such as
the stromal characteristics of atypia, mitosis,
hypercellularity, overgrowth and margins, they
are classified as benign, borderline and malig-
nant. Approximately 52% are benign, 13% inter-
mediate malignancy, and 35% malignant213,

Treatment is surgical. Radicality depends on the
breast-tumor relationship. It requires wide local
excision with margins of at least 10 mm, which
reduces the prevalence of recurrence'. Axi-
llary lymph node dissection is not recommen-
ded™. In cases of malignant PT, radiotherapy
has been used as adjuvant therapy/®'. No be-
nefit has been shown with chemotherapy!®.

The objective of this study was to make a re-
trospective review of clinical aspects, diagnosis,
treatment and prognosis of patients who atten-
ded the mastology consultation with a diagnosis
of phyllodes tumor. It is one of the largest case
series published in Latin America.

MEeTHODS

This is a retrospective descriptive study of users
seen in the mastology consultation at the Mede-
[lin Clinic, the Antioquia Oncology Center and the
Profamilia Clinic in the city of Medellin, for the
period January 1, 2016 and December 31, 2019.

Out of a total of 2 863 users seen, a search was
made for medical records with the ICD code 10
D486 Tumor of uncertain or unknown behavior
of the breast. 48 records were identified, crea-
ting an independent database for this cohort of
patients. Five cases that did not meet the diag-
nostic criteria were excluded, and a subgroup
analysis of the 43 cases diagnosed with phyllo-
des tumor was performed, obtaining demogra-
phic data and clinical and pathological charac-
teristics. Data on age, reason for consultation,
findings on physical examination, affected side,
findings on ultrasound and mammography,
types of treatment, such as quadrantectomy,
mastectomy, follow-up and recurrence were in-
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cluded. The exclusive diagnostic criterion was
the histopathological study by sharp needle
biopsy or the study of the surgical specimen of
phyllodes tumor. Patients with loss of relevant
information from clinical records were excluded.

Descriptive analysis of sociodemographic and
clinical variables was performed. Absolute fre-
quencies and percentages, mean and standard
deviation were calculated, according to the na-
ture and distribution of the variables. The nor-
mal distribution was validated using the Shapiro
Wilk goodness of fit test. A bivariate analysis was
performed with the chi2 test to establish the
association between recurrence and treatment
modalities and risk factors. For the hypothesis
tests, a 95% confidence interval and a 5% signi-
ficance level were set. A recurrence curve was
performed according to histological type, using
Kaplan Meier curves, which were compared by
the log-rank test. SPSS statistics version 23 sof-
tware was used.

Regarding ethical aspects, this is considered a
risk-free study, according to the classification set
forth in Article 11 of Resolution No. 008430 of
1993 (issued by the Ministry of Health of Colom-
bia), and is in line with international regulations,
Declaration of Helsinki, and the ethical guideli-
nes for biomedical research prepared by the
Council for International Organizations of Medi-
cal Sciences -CIOMS.

REsuLTs

A total of 2 863 users were seen in the period
studied. 48 records were identified with the diag-
nosis of ICD code 10 D486 Tumor of uncertain or
unknown behavior of the breast, and 34 met the
inclusion criteria for phyllodes tumor. For this
cohort, the prevalence was 1.3% (Figure 1).

All cases (n =43) occurred in women with a mean
age of 42 years (SD 13.1. Range 17 to 85). The ma-
jority resided in Medellin 53.5% (n = 23), followed
by other parts of Antioquia 34.9% (n = 15). The
contributory scheme was the most frequent
(62.8%, n = 27).

The most common reason for consultation was
breast mass, with 97.6% (n = 42); the mean size
was 8.6 cm (SD: 4.6. Range 2.1 to 20); the mean
time from the appearance of symptoms to the

FIGURE 1. PATIENT FLOW CHART.

N = 2 863 mastology consultations between
01/01/2016 and 12/31/2019

Medellin Clinic = 2 832
Antioquia Cancer Center = 183
Profamilia = 848

N = 48 met selection criteria
ICD 10 diagnosis: D486 Tumor of
uncertain or unknown behavior of the
breast

N = 5 were excluded due to
fibroepithelial lesion without
histopathological confirmation
of phyllodes tumor

N =43 met inclusion criteria: histopathological
diagnosis of phyllodes tumor

consultation was 4.1 months (SD 3.9. Range 1 to
16 months).

In all cases (n =43) a palpable mass was found on
physical examination, and it was a single lesion.
The involvement was in the right breast in 22
(51.2%) and leftin 20 (46.5%) cases, and the most
frequent location was central and in the upper
external quadrant with 41.9% each (n =18).In 3
cases (7%), axillary adenopathy was palpated on
physical examination. 25.5% (n = 11) had a family
history of breast cancer.

The paraclinical studies performed included breast
ultrasound in 21 cases (48.8%), the most common
finding being the nodule 95.2% (n = 20). The BI-
RADS (Breast Imaging Reporting and Data System)
classification with category 4 it was the most fre-
quent, with 76.2% (n = 16), and category 5 with 4.7%
(n =1). The most frequent histological types were
benign and borderline with 34.9 (n = 15) each. The
paraclinical characteristics are shown in Table 1.

The most frequently performed surgery was
quadrantectomy, in 55.8% (n = 24). Negative
margins were obtained in 81.4% (n = 35). In 7 ca-
ses (16.3%) there were positive margins, and in
6 cases margin expansion was carried out. The
mean follow-up was 60.3 months (SD = 57.4.
Range 4 to 275). In no case was adjuvant chemo-
therapy used. Treatment and follow-up charac-
teristics are shown in Table 2.
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TABLE 1. IMAGING AND PATHOLOGY FINDINGS.

. (n=43)
el
Ultrasound finding (n=21)
Nodule 20 (46.4)
Nodule / Cyst 1(23)
No data 22(512)
BIRADS ultrasound (n=21)
0 0(0)
1 0(0)
2 0(0)
3 4(93)
4 16 (37.2)
5 1(23)
6 0(0)
Finding on mammography (n=10)
Mass 9(209)
Asymmetry 1(23)
No data 33(767)
Mammaographic BIRADS (n=10)
0 5(11.6)
1 0(0)
2 1(23)
3 1(23)
4 3(7)
5 0(0)
6 0(0)
Biopsy
Cutting needle
Yes 21(488)
Phyllodes 8(18.6)
Fibroadenoma 13(30.2)
No 22(512)
Specimen pathology
Phyllodes tumor
Benign 15(34.9)
Borderline 15(34.9)
Malignant 13(30.2)
Heterologous elements
Yes 5(11.6)
No 38(883)
Mitosis
Oto4 13(30.2)
5109 11(25.6)
>10 13(30.2)
No data 6(14)

Analysis was carried out regarding the risk of
recurrence and the types of treatment and risk
factors. The PTs taken to radiotherapy had an
OR 1.25 (95% ClI 1.0 to 1.55; p = 0, 03), possibly
because they were tumors with a worse progno-
sis (Table 3). Disease-free survival was 90.7% (n
= 39) and the mean time to relapse, 23.2 mon-
ths (SD: 20.8. Range 6 to 58). Figure 2 shows the
Kaplan Meier curves for disease-free survival ac-
cording to histological types.

4 Rev Peru Ginecol Obstet. 2021;67(1)

TABLE 2. TREATMENT AND FOLLOW-UP.

(n=43)
Surgery
Quadrantectomy 24(55.8)
Mastectomy 19(44.2)
Surgical margins
Negative 35(814)
Positive 7(163)
Margin expansion 6(139)
Margins distance (n=18)
I'mm 9(209)
15 mm 1(23)
2mm 1(23)
3mm 1(23)
4mm 0(0)
5mm 2(47)
10 mm 4(93)
No data 25(581)
Margins distance (mm)
Mean 36
Standard deviation 37
Min Max 1-10
Axillary surgery
None 32(74.4)
Sentinel node 10(233)
Axillary emptying 1(23)
Reoperation
No 35(814)
Yes
Margin expansion 3(7)
Mastectomy 5(11.6)
Radiotherapy
No 23(535)
Yes 20 (465)
Follow-up (months)
Mean 60.3
Standard deviation 574
Min Max 4-275
Relapse
No 39(907)
Yes 4(93)
Time to relapse (months)
Mean 232
Standard deviation 208
Min Max 6-58

TABLE 3. BIVARIATE ANALYSIS FOR ASSOCIATION BETWEEN RECURRENCE
OF PHYLLODES TUMOR AND THE DIFFERENT TYPES OF TREATMENT AND
RISK FACTORS.

| OR | [ p |
Radiotherapy 125 100al55 003

Surgery: Quadrantectomy / Mastectomy 039 0.03a4.07 04l
Margin extensions 090 062al31 050

Family history of breast cancer 103 012a891 097
Heterologous elements 089 078al 044

Mitosis (< to > 10) 087 075al02 0.I8
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FIGURE 2. PHYLLODES TUMOR DISEASE-FREE SURVIVAL ACCORDING TO
HISTOLOGICAL GRADE.
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DiscussioN

The prevalence of phyllodes tumor in the pre-
sent study was 1.3%, similar to that published
by Lin C et al.®, 0.9%. Due to the infrequency
of this type of tumor, epidemiological data are
few. Berstein et al.®, during a period of 17 years,
determined the average annual incidence of 2.1
cases x 106 women.

The mean age in this series was 42 years, with a
range between 11 and 85 years, similar to that
found by Orea et al.””), average age 40 years and
range between 14 and 82 years. A quarter, in
the present study, had a family history of breast
cancer. However, it is currently considered that
there are no predisposing etiological factors®.

This type of tumor has a growth pattern that
can be accelerated, achieving large sizes, with an
average of 4 to 7 cm, at which point they are per-
ceived on self-examination. In the present se-
ries, the average size was 8.6 cm, similar to that
found by Galvis et al.?% in the Hispanic popula-
tion, with a mean size of 7.7 cm. Palpable lym-
phadenopathy occurs in 44% of patients with
PT, being mostly inflammatory®". In the present
study, 7% presented adenopathy on physical
examination, without histological confirmation
of involvement in any of the cases.

The initial diagnostic approach requires mam-
mography and ultrasound. PT has the appea-
rance of a nodule with well-defined contours,
macrolobed, similar to a fibroadenoma®?. It is
not possible to discriminate histological types
through imaging findings that allow their di-
fferentiation®®. In published case series, it has
been found that magnetic resonance evalua-
tion could distinguish PTs from borderline and
malignant histology, identifying septa with low
internal signal and sediment-like patterns in T2
sequences®@,

When clinical suspicion persists, despite a
biopsy showing a fibroadenoma or with equivo-
cal pathology for PT, an excisional biopsy is re-
commended for the complete study of the spe-
cimen®s),

According to histological parameters, PT is
classified as benign, borderline, and malig-
nant. Approximately 52% are benign, 13% bor-
derline, and 35% malignant". In this study, it
was found that the benign type was lower than
that published, and corresponded to 34.9%,
while the malignant type was 30.2%, similar
to that found by Macdonald et al."®. However,
when compared with a study in a Latin Ame-
rican population, the benign type was 33.7%
and the borderline was 31.1%®, similar to that
found in the present study.

The main treatment is surgical, with the aim of
reducing local disease relapse, disease-free sur-
vival, and overall survival®”. Surgery can range
from conservative in benign tumors to perfor-
ming mastectomy in tumors with poor breast-tu-
mor ratio.

Surgical treatment requires resection with ne-
gative margins of at least 10 millimeters. Total
mastectomy is recommended if negative mar-
gins cannot be achieved. In the present study,
conservative surgery was performed in 55.8%
of tumors, similar to what was reported in a se-
ries of 77 cases, with 50.6% conservative sur-
gery(e),

The risk of recurrence with wide local resection
generates local relapse rates of 8% for benign
PT and 21-36% for borderline and malignant tu-
morsi?®, In the present study, local relapses were
9.3%, similar to that published in other Latin
American series, between 4.3% and 7.8%%2%).
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In a retrospective review of 83 articles, which in-
cluded 5 530 patients, carried out by the Milan
Oncological Institute, the majority were treated
with quadrantectomy (95%), with negative sur-
gical margins. The 5-year local relapse rate for
benign PT was 8%®. For borderline TF, the recu-
rrence rate was 14-17%, and changes when the
margins are wide from 14 to 36.6% and for mas-
tectomy 8.3%9.

In a series of cases carried out at the Royal Mar-
sden, with 322 women with malignant phyllodes
tumor who underwent surgery, the predictive
factors of local and systemic recurrence at 9
years were analyzed, finding that positive surgi-
cal margins and the size of the lesions are strong
predictors of recurrence, with the probability of
recurrence being seven times higher in tumors
>10 cm (HR = 11.1, p = 0.006) and four times hi-
gher when negative margins of disease are not
guaranteed (HR=4.9, p =0.008)?9,

Other factors, such as cellularity, number of mi-
toses, stromal growth, and type of surgery per-
formed, have not been statistically significant in
predicting the risk of local recurrence®. In the
present study, no statistically significant diffe-
rence was found for the risk of recurrence ac-
cording to the type of surgery, quadrantectomy
versus mastectomy, when performing enlarge-
ments, family history of breast cancer, presence
or absence of heterologous elements, and mito-
sis less than or greater than 10.

The benefit of radiotherapy in the treatment
of PT is uncertain, and is based on small co-
horts®?. Its use is based on the results obtai-
ned in patients with soft tissue sarcomas®.
Chaney et al. report the use of adjuvant ra-
diotherapy (doses of 50 to 60 Gy) in malignant
tumors with negative margins <0.5 cm, in tu-
mors >10 cm and after resections for local re-
lapses®?. They report local recurrence rates
of 9 to 13%, being higher when the margins
are positive, showing the usefulness of radio-
therapy when negative margins are obtained.
In the present study, negative margins were
achieved in 95.3% of the cases and adjuvant
radiotherapy was used in 46.5%, finding that
the group with radiotherapy had a higher risk
of recurrence, possibly due to being a selected
group of patients with more aggressive histo-
logy or larger tumor size.
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Gnerlich JL et al. analyzed 3 120 patients with
malignant PT treated with surgery and radio-
therapy in 14.3% of cases, showing general re-
currence rates of 14% and local recurrence of
5.9%, with no impact on disease-free survival or
overall survival®’. The recurrence-free period
improved from 14 to 25 months for conservative
surgery, but not for mastectomy (p = 0.006)4".

Spitaleri G et al. found no significant difference
with the use of adjuvant radiotherapy in distant
and global metastasis-free survival®®,

Limitations of the present study include its re-
trospective nature and the loss of data from
diagnostic imaging studies.

In conclusion, the phyllodes tumor is a rare neo-
plasm, with no clear etiology, that affects wo-
men in the fourth decade of life. It presents as
a large, unilateral, rapidly growing mass that can
achieve large dimensions at the time of diagno-
sis. Core needle diagnosis makes it difficult to
differentiate from fibroadenoma. A greater pre-
dominance of the borderline histological type
is found in the Hispanic population. The risk of
recurrence is significant, and surgery with wide
negative margins and radiotherapy are required
in selected cases.
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