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Introduction

Phyllodes tumors of the breast are rare fibroepithelial neoplasms, 
representing less than 1% of all breast tumors (1). They are classified 
into benign, borderline, and malignant phyllodes tumors (MPTs) 
based on histologic characteristics (2). The rarity of this malignancy 
contributes to the difficulty in defining the most appropriate treatment. 
This uncertainty is even more marked for recurrent and metastatic 
MPTs, for which prognosis is significantly affected, and evidence is 
limited concerning their optimal management. In this study, all cases 
of metastatic and/or recurrent MPTs published in the last decade were 

reviewed to give an overall view of their current management and 
outcomes.

Materials and Methods

Search Strategy and Selection Process

This systematic literature review was conducted using a structured 
search protocol based on the PRISMA criteria (3). To find all cases 
of metastatic or recurrent MPTs of the breast reported over the last 
decade, PubMed, Embase, and Web of Science were searched using 
the terms “malignant phyllode/malignant phyllodes,” “tumor/tumors,” 
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and “breast” for all articles published from 1st January 2010 and 
31st December 2021. We included all articles in English or French 
reporting metastatic or recurrent phyllodes tumors of the breast. We 
excluded articles reporting benign or borderline phyllodes tumors, 
patients aged <18 years, phyllodes tumors in men, studies or case series 
without individual data, and articles with unavailable full text. Sixty-
three articles were selected and analyzed (4-66). The literature search 
protocol design is summarized in Figure 1.

Data Collection Process and Analysis

Two authors performed data extraction independently, results were 
compared, and any conflict was discussed with a third party. For each 
patient, any relevant demographic and oncological data concerning 
the initial treatment, follow-up, management, and outcomes in cases 
of metastatic or recurrent phyllodes tumors of the breast was extracted. 
When possible, corresponding authors were contacted to obtain 
missing or updated information.

SPSS, v20 (IBM Corp., Armonk, NY, USA) was used for statistical 
analysis. Data were analyzed for the subgroups of patients presenting 
distant metastases at the time of diagnosis or as a progression/recurrence, 
designated the distant metastatic disease (DMD) subgroup and for 
those with locoregional progressive or recurrent disease, designated 
the locoregional progressive/recurrent (LRPR) subgroup. Since the 
difference between progression and recurrence was frequently difficult 
to clarify, these two entities were analyzed together. LRPR disease was 

considered to consist of lesions limited to the initially involved breast, 
skin, surgical scar, surrounding soft tissues, and ipsilateral thoracic wall 
(e.g., pectoral muscles), axillary and internal mammary lymph nodes, 
without any sign of distant metastases. DMD was considered in all 
cases presenting with lesions in any other location, with or without 
a concomitant LRPR disease. Patients who first presented with a 
locoregional progression/recurrence with no distant lesions that lately 
developed a metastatic disease were analyzed in both the LRPR and 
DMD subgroups. Continuous variables are presented as median with 
minimum and maximum values, and categorical variables as numbers 
and percentages (%). All missing information was considered as such, 
and no assumptions were made. Patients with missing data for a specific 
variable were not included in the statistical analysis. The Kaplan-Meier 
statistical method was applied for survival analysis, and the log-rank test 
was used to compare survival curves. Comparison between subgroups 
was not the objective of this study, but when reported, differences were 
compared using ANOVA, the Kruskal-Wallis test, or Fisher’s exact test. 
A p-value <0.05 was considered statistically significant.

Results

In total, 66 patients from 63 series/case reports were included in the 
analysis. Fifty-two (78.8%) presented with a distant metastatic disease 
(DMD subgroup), and 21 (31.8%) showed locoregional recurrent/
progressive disease (the LRPR subgroup). Seven patients first presented 
with locoregional progressions/recurrences with no distant lesions and 

Figure 1. Selection flowchart showing the inclusion and exclusion process
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later developed metastatic disease. These patients were analyzed in 
both the DMD and LRPR subgroups.

The median age was 50 (26–82) years in the DMD subgroup and 
45 (18–82) years in the LRPR subgroup. The median tumor size was 
100 (22–430) mm and 90 (30–300) mm in the DMD and LRPR 
subgroups, respectively. All except one patient (62/63, 94.4%) 
received primary breast surgery by mastectomy (51/63, 81.0%) or a 
lumpectomy (11/63, 17.5%). Histological characteristics, including 
surgical margin status, were reported in 25 patients (37.9%) and 
are summarized in Table 1. Following primary surgery, systemic 
chemotherapy was administered in 6/13 patients (46.2%) with distant 
metastasis at diagnosis and in 3/60 patients (5.0%) with no initial 
sign of metastatic disease. Chemotherapy was given as an adjuvant 
treatment except in one patient, who received neoadjuvant doxorubicin 
and cyclophosphamide before mastectomy for mass reduction (45). 
Adjuvant radiotherapy was administered in 1/13 patients (7.7%) with 
distant metastases at diagnosis and in 12/60 patients (20.0%) with 
no initial sign of metastases. Complementary data concerning initial 
observations and management are reported in Table 1.

Management of Locoregional Progressions/Recurrences

Locoregional progression/recurrence was observed in 21/21 patients 
(100%) in the LRPR subgroup and in 18/52 patients (34.6%) in 
the DMD subgroup. Overall, the median time after the initial breast 
surgery and the first locoregional progression/recurrence was 8.9 
(1.0–36.0) months. No differences were observed between patients 
operated on by mastectomy or lumpectomy or relating to surgical 
margins status.

Locoregional progressions/recurrences in patients with no distant 
metastases were treated with surgical excision in all cases (21/21, 
100%). Adjuvant radiotherapy was administered in 8/21 cases 
(38.1%) and was combined with chemotherapy in 2/21 cases (9.5%). 
In patients with associated distant metastases, locoregional lesions were 
surgically excised in 14/18 patients (77.8%). Adjuvant radiotherapy 
was given in 9/18 patients (50.0%) and was associated with adjuvant 
chemotherapy in 3/18 cases (16.7%).

Patients with initially limited locoregional recurrences/progressions 
(LRPR subgroup) subsequently developed distant metastases in 
9/21 patients (42.9%) with a median interval between first local 
progression/recurrence and distant relapse of 2.0 (0.5–14.0) months.

Overall, multiple local progressions/recurrences were observed in 10 
patients (15.9%), 4 patients (6.3%) presented with two progressions/
recurrences, and 4 patients (7.9%) presented with more than two 
progressions/recurrences. The median interval between the first 
and the second and between the second and the third locoregional 
recurrences/progressions was 3.5 (0.5–40) months and 4 (0.5–14) 
months, respectively. All patients except three developed concomitant 
distant metastases and died of their disease in a median interval of 2 
(0.5–34.5) months from the last locoregional recurrence/progression.

The three patients with multiple recurrences without distant metastases 
were treated with surgical excision in all cases (3/3, 100%) for both the 
second and third progressions/recurrences. Radiotherapy was also given 
in 1/3 of patients (33.3%), and chemotherapy was administered in 
1/3 of cases (33.3%) for the second and third progression/recurrence, 
respectively. Median survival was 70.3 (68.5–72) months for these 
patients. Additional data concerning the management and outcomes 
of locoregional progressions/recurrences are reported in Tables 2 and 3.

Table 1. Data at the time of diagnosis and initial 

management

Distant 
metastatic 

disease 
subgroup

(n = 52)

Locoregional 
progressive/

recurrent 
subgroup

(n = 21)

Age (years) 50 (26–82) 45 (18–82) 

Brest tumor laterality

Right 28/50 (56.0) 11/21 (52.4)

Left 22/50 (44.0) 10/21 (47.6)

Bilateral - -

Tumor size (mm) 100 (22–430) 90 (30–300)

Skin invasion 10/46 (21.7) 4/20 (20.0)

Thoracic wall invasion 9/46 (19.6) 2/20 (10.0)

Locoregional lymph node 
involvement

4/52 (7.7) 1/21 (4.8)

Axillary 4/52 (7.7) 1/21 (4.8)

Internal mammary - -

Breast surgery

Mastectomy 41/48 (85.4) 13/21 (61.9)b

Lumpectomy 6/48 (12.5) 8/21 (38.1)a

ALND 14/48 (29.2) 4/21 (19.0)

None 1/48 (2.1) -

Surgical margins

Not involved 26/30 (86.7) 7/10 (70.0)

<1 cm 5/30 (16.7) 4/10 (40.0)

>1 cm 2/30 (6.7) -

Involved 4/30 (13.3) 3/10 (30.0)

Histological characteristics 19/52 (36.5) 6/21 (28.6)

Marked stromal growth, 
marked stromal cellularity, 
>5 mitoses per 10 high-
power field and/or necrosis

16/19 (84.2) 6/6 (100.0)

Heterologous elements

Osteosarcomatous 5/19 (26.3) -

Chondrosarcomatous 5/19 (26.3) 1/6 (16.7)

Angiosarcomatous 3/19 (15.8) -

Fibrosarcomatous 3/19 (15.8) -

Distant metastases at 
diagnosis

13/52 (25.0) -

Localization

Lung 11/13 (84.6) -

Liver 1/13 (7.7) -

Brain 1/13 (7.7) -

Soft tissues lumbar region 1/13 (7.7) -

Abdominal wall 1/13 (7.7) -

Adjuvant treatment
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Management in Metastatic MPTs

Distant metastases were observed at the time of diagnosis in 13 patients. 
They were localized in the lungs (11/13, 84.6%), liver (1/13, 7.7%), 
brain (1/13, 7.7%), soft tissues in the lumbar region (1/13, 7.7%), 
and in the abdominal wall (1/13, 7.7%). Subsequent progressions/
recurrences in other locations were observed in six cases (6/13, 46.2%) 
within a median interval of 2.0 (1.0–9.0) months. Lesions were 
observed in bones (1/13, 7.7%), brain (2/13, 15.4%), mediastinal 
lymph nodes (1/13, 7.7%), adrenal glands (1/13 7.7%), and in the 
oral cavity (2/13, 15.4%). Distant metastatic progressions/recurrences 
were observed in 39 patients within 9.0 (1.0–60.0) months from the 
initial diagnosis of locoregionally-confined disease. Metastases were 
more frequently observed in the lungs (29/39, 74.4%), the bones 
(10/39, 25.6%), and the brain (7/39, 17.9%). Data concerning all 
metastases localizations are summarized in Table 2.

Patients with distant metastases at the time of diagnosis received breast 
surgery in all cases but one (12/13, 92.3%), who was deemed a non-
surgical candidate, given multiple sites of metastases and no local 
pain or open wounds (38). Operated patients received a mastectomy 
in all the cases reporting the type of surgery, with associated axillary 
lymph node dissection in 5/12 cases (41.7%). Distant metastases 
were surgically excised in two patients (2/13, 15.4%) through 
partial pulmonary thoracoscopic resection (1/13, 7.7%) and cerebral 
metastatic excision (1/13, 7.7%). Systemic chemotherapy was 
administered in 6/13 cases (46.2%) and was proposed but refused by 
the patient in one additional case (1/13, 7.7%). Chemotherapy was 
administered as adjuvant treatment in all cases but one (1/13, 7.7%), 
in which neoadjuvant paclitaxel was given before mastectomy (35). A 
combination of systemic chemotherapy and radiotherapy of the chest 
wall was reported in one case (1/13, 7.7%) (49).

Table 1. Continued

Metastases surgical excision 2/13 (15.4) -

Chemotherapy 6/13 (46.2) -

Indicated, but refused 1/13 (7.7) -

Radiotherapy 1/13 (7.7) -

Indicated, but refused - -

Combined chemotherapy 
and radiotherapy

1/13 (7.7) -

No (neo)adjuvant oncological 
treatment

6/13 (46.2) -

No distant metastases at 
diagnosis

39/52 (75.0)

Chemotherapy 1/39 (2.6) 2/21 (9.5)

Indicated, but refused - -

Radiotherapy

Indicated, but refused

9/39 (23.1)

2/39 (5.1)

3/21 (14.3)

1/21 (4.8)

Combined chemotherapy 
and radiotherapy

- -

No (neo)adjuvant oncological 
treatment

28/39 (71.8) 16/21 (76.2)

ALND: axillary lymph node dissection; a: p-value <0.05, the difference is 
statistically significant compared with the distant metastatic disease 
subgroup; b: p-value is 0.538, the difference is not statistically significant 
compared with the distant metastatic disease subgroup

Table 2. Data concerning recurrences/progressions

Distant 
metastatic 

disease 
subgroup

(n = 52)

Locoregional 
progressive/

recurrent 
subgroup

(n = 21)

Locoregional progression/recurrence

1st progression/recurrence 18/52 (34.6) 21/21 (100.0)

Interval diagnosis – 
progression/recurrence 
(months)

4.0 (1.0–
77.0)

4.0 (1.0–36.0)

Surgical excision 14/18 (77.8) 21/21 (100.0)

Chemotherapy 5/18 (27.8) 2/21 (9.5)

Radiotherapy 9/18 (50.0) 8/21 (38.1)

Combined chemotherapy and 
radiotherapy

3/18 (16.7) 2/21 (9.5)

2nd progression/recurrence 4/52 (7.7) 3/21 (14.3)+

Interval diagnosis – 
progression/recurrence 
(months)

5.0 (1.5–
10.0)

21 (11–31)

Surgical excision 1/4 (25.0) 3/3 (100)

Chemotherapy - -

Radiotherapy - 1/3 (33.3)

Combined chemotherapy and 
radiotherapy

- -

3rd progression/recurrence - 3/21 (14.3)+

Interval diagnosis – 
progression/recurrence 
(months)

- 25.8 (12.5–39)

Surgical excision - 3/3 (100)

Chemotherapy - 1/3 (33.3)

Radiotherapy - -

Combined chemotherapy and 
radiotherapy

- -

Distant metastatic progression/
recurrence*

45/52 (86.5) 9/21 (42.9)

Interval diagnosis – 
progression/recurrence 
(months)

11.0 
(1.0–60.0)

8.0 (1.5–78)

Localization

Lungs 29/52 (55.8) 6/21 (28.6)

Bones 11/52 (21.2) 4/21 (19.0)

Brain 9/52 (17.3) 3/21 (14.3)

Heart 5/52 (9.6) 1/21 (4.8)

Oral cavity (mandibular region, 
tonsil)

5/52 (9.6) -

Liver 4/52 (7.7) -

Pancreas 3/52 (5.8) -

Bowel 3/52 (5.8) -

Kidney 2/52 (3.8) -

Pleural cavity 2/52 (3.8) -
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Metastatic progressions/recurrences in patients with no distant lesions 
at diagnosis were treated through metastases surgical excision in 13/39 
cases (33.3%), which in most cases represented partial pulmonary 
resections (6/39, 15.4%). Excisions of bowel, kidney, adrenal gland, 
and heart metastases were also reported. Chemotherapy was proposed 
in 32/39 cases (82.1%), administered in 26/39 cases (66.7%), and 
refused by 6/39 patients (15.4%). Combined radiotherapy was 
reported in 12/39 cases (30.8%), which was mainly used to irradiate 
the chest wall and axilla for concomitant locoregional progressions/
recurrences (6/39, 15.4%). However, radiotherapy was also reported 
for irradiation of scalp, pancreatic, bone, and parotid metastases. 
Additional data concerning the management and outcomes of 
metastatic MPT are reported in Tables 2 and 3.

Overall, metastatic MPTs were managed through surgical excision, 
chemotherapy, radiotherapy, or a combination of these three in 84.6% 
of cases, and chemotherapy was proposed in 75.0% of cases. In 15.4% 
of cases, patients received no oncological treatments. Reasons for this 
decision, such as patient refusal, poor general conditions, and no 
expected benefits, were rarely reported.

Chemotherapeutic Agents

The type of chemotherapeutic agents used was reported in 32/38 cases 
(84.2%), and details concerning dosages, intervals, and the number of 
cycles were reported in 9/38 patients (23.7%). The most frequently 
used chemotherapeutic agents were doxorubicin and ifosfamide 
(14/38, 36.8%). Protocols comprised 6-8 cycles with doxorubicin 
25 or 30 mg/m2 days 1-2, and ifosfamide 2 or 7.5 g/m2 days 1–5. 
Other chemotherapeutic agent combinations were only reported in 
one or two cases and comprised a vast heterogeneity of treatments 
summarized in Table 4. No differences were observed in survival 

between patients who received different chemotherapeutic agents. 
Chemotherapy was always administered as adjuvant treatment, except 
in two cases where chemotherapy was given before breast surgery (35, 
45). Chemotherapeutic agents were always administered systemically, 
except in one case where epirubicin was injected as chemoembolization 
for breast mass reduction (62). 

Radiotherapy 

Radiotherapy was used to treat locoregional as well as distant 
progressions/recurrences. Information concerning the location, doses, 
and fractions was reported in 13/38 cases (34.2%). Locoregional 
radiotherapy on the remaining breast and/or chest wall was 
administered with a median dose of 60 (50–84) Gray and a median 
number of fractions of 28 (10–30). Locoregional radiotherapy was 
administered as adjuvant treatment following local excisions in all 
cases except one, in which neoadjuvant radiotherapy was administered 
before the excision of the lesion (33). Details concerning radiotherapy 
in other localization were only reported for single disparate cases and 
are not reported.

Long-Term Outcomes

In the DMD subgroup, data concerning outcomes were available in 
51/52 patients (98.1%), and the median follow-up was 14.5 (2.0–
152.0) months. At the last control, 18/51 patients (35.3%) were alive 
with the disease, and 33/51 (64.7%) died of the disease. The median 
survival time was 24.0 (2.0–152.0) months. The 2-year and 5-year 
survival rates were 48.7% and 21.2%, respectively.

In the LRPR subgroup, data were available in all patients, and the 
median follow-up was 13.0 (2.5–98.5) months. At last control, 8/21 
patients (38.1%) presented with no evidence of disease, 4/21 patients 
(19.0%) were alive with the disease, and 9/21 (42.9%) died of the 
disease. The median survival time was 72.0 (2.5–98.5) months. The 
2-year and 5-year survival rates were 60.0% and 50.0%, respectively. 
Patients in the LRPR subgroup who presented subsequent distant 
metastatic lesions had a 2-year and 5-year survival rate of 27.3% and 
18.2%, respectively.

Table 2. Continued

Mediastinal lymph nodes 2/52 (3.8) 1/21 (4.8)

Stomach 2/52 (3.8) -

Skin 2/52 (3.8) -

Thyroid gland 1/52 (1.9) -

Adrenal glands 1/52 (1.9) -

Parotid gland 1/52 (1.9) -

Subphrenic space 1/52 (1.9) -

Intraperitoneal 1/52 (1.9) -

Supraclavicular lymph nodes - -

Supraclavicular lymph nodes - 1/21 (4.8)

Treatment

Metastases surgical excision 16/45 (35.6) 6/9 (66.7)

Chemotherapy 28/45 (62.2) 4/9 (44.4)

Indicated but refused 6/45 (13.3) -

Radiotherapy 15/45 (33.3) 1/9 (11.1)

Indicated, but refused 2/45 (4.4) -

Combined chemotherapy and 
radiotherapy

14/45 (31.1) -

No metastases treatment 7/45 (15.6) 1/9 (11.1)

+: Only patients with locoregional progressions/recurrences in the 
absence of distant metastases were analyzed; *: For patients with distant 
metastases at the time of diagnosis, other localization than initially 
observed metastases

Table 3. Follow-up and Outcomes

Distant 
metastatic 

disease 
subgroup

(n = 52)

Locoregional 
progressive/

recurrent 
subgroup

(n = 21)

Follow-up

Total time (months) 14.5 (2.0–152.0) 13.0 (2.5–98.5)

Status at last control 2/21 (9.5)

  NED - 12/21 (57.1)

  AWD 18/51 (35.3) 9/21 (42.9)

  DOD 33/51 (64.7) 72 (2.5–98.5)

Survival time (months) 24 (2–152) 9/15 (60.0)

2-year survival rate 19/39 (48.7) 6/12 (50.0)

5-year survival rate 7/33 (21.2)

NED: no evidence of disease; AWD: alive with disease; DOD: died of disease
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The 5-year survival rate in the DMD subgroup was lower than the 
LRPR subgroup, although not significant (21.2% vs. 50.0%, p = 
0.07). Comparisons concerning survival time and the 2-year survival 
rate between subgroups were not significant.

No survival differences were observed between patients managed with 
different therapeutic strategies in either subgroup. Data concerning 
outcomes are summarized in Table 3, and Kaplan-Meier survival 
curves are presented in Figure 2.

Discussion and Conclusion

MPTs of the breast constitute an uncommon condition and represent 
0.03–0.3% of all breast cancers, with an annual incidence of about 
2/1,000,000 (1). Surgery is the management of choice for the primary 
treatment of localized MPTs. However, due to its rarity, little is known 

about appropriate management in the case of metastatic or locally 
recurrent MPTs. In this study, we systematically reviewed all cases of 
metastatic and/or recurrent MPTs published in the last 10 years to give 
an overall view of their current management and outcomes.

The national cancer center network (NCCN) recommends 
treating primary MPTs with lumpectomy or mastectomy in cases 
of impossibility to adequately obtain 1 cm margins or for cosmetic 
reasons (67). Mastectomy did not prove superior to wide excision in 
terms of survival and, therefore, should not be routinely performed 
(68). Nodal involvement is very rare, and sentinel lymph node biopsy 
or axillary lymph node dissection are not indicated unless there is 
suspicion of lymph nodal metastases (67, 69). Adjuvant radiotherapy, 
chemotherapy, and hormonotherapy are not recommended for the 
primary treatment of localized MPTs (67). 

Locoregional recurrences are common complications of MPTs and are 
observed in about 12–65% of cases (70, 71). In this systematic review 
locoregional recurrences were observed within a median time of 8.9 
(1.0–36.0) months (70, 71). Positive surgical margins and large tumor 
size seem to be the main risk factors for locoregional recurrences (70, 
72). In this review, these characteristics were found in about 2/3 of 
patients presenting with a locoregional recurrence.

Although adjuvant radiotherapy following primary surgery is not 
routinely indicated, in the case of locoregional recurrence, the NCCN 
recommends considering local irradiation following tumor excision 
(67). Adjuvant radiotherapy following primary surgery seems to 
reduce locoregional relapses but with no proven effect on overall 
survival, regardless of the surgical margin status (73-77). The role and 
impact of adjuvant radiotherapy for locoregional relapses are unclear 
due to limited evidence. In our review, 100% of tumor recurrences 
were surgically excised, while adjuvant radiotherapy was administered 
in just over a third of cases. Our review showed no survival differences 
in locoregional relapsing patients treated with or without adjuvant 
radiotherapy. No validated guidelines exist for radiation treatment 
for recurrent MPTs, and in our review, radiotherapy modalities were 
rarely reported, and no general agreement was found. Combined 
radio- and chemotherapy seem not indicated and have been reported 
only twice (22, 61). Multiple recurrences were rarely reported, and 
except for surgical excision, no consistent trends were observed in their 
adjuvant treatment. Surgical excision of the local lesion at each relapse 
seems appropriate (39), associated with a single course of radiotherapy. 
However, the role of adjuvant chemotherapy for multiple local 
recurrences is unclear and currently not indicated unless concomitant 
distant metastases are observed.

As previously observed (70), we found locoregional recurrence to 
be a strong predictor of distant metastases, with 42.9% of patients 
developing distant disease after a median time of 2.0 (0.5–14.0) months 
from their first locoregional recurrence. Yet, the relationship between 
local relapses and distant metastatic spread is unclear and often debated 
by authors (78). In our review, survival in patients with locoregional 
recurrent MPTs was similar to the reported overall survival in the 
case of MPTs (2, 70, 78, 79). However, the observed 5-year survival 
rate of 50.0% reduced dramatically to 18.2% in those patients who 
subsequently developed distant metastases. This highlights the relative 
controllability of localized MPTs and their locoregional recurrences 
but the difficulty in managing a distant metastatic spread.

Around 1.5% of MPTs present with metastatic disease at diagnosis, 
and 10–25% are associated with distant metastatic recurrences, with 
predominant hematogenous spread and lesions observed in nearly all 

Table 4. Chemotherapeutic agents

Distant 
metastatic 

disease 
subgroup

(n = 52)

Locoregional 
progressive/

recurrent 
subgroup

(n = 21)

1st line chemotherapy

Doxorubicin and Ifosfamide 8/52 (15.4) 3/21 (14.3)

Doxorubicin, Ifosfamide and 
Dacarbazine

1/52 (1.9) -

Doxorubicin and 
Cyclophosphamide

2/52 (3.8) -

Doxorubicin and Bevacizumab - 1/21 (4.8)

Epirubicin and 
Cyclophosphamide

1/52 (1.9) -

Epirubicin, Cyclophosphamide 
and Fluorouracil

1/52 (1.9) -

Liposomal Doxorubicin, 
Cisplatin and Paclitaxel

1/52 (1.9) -

Paclitaxel 1/52 (1.9) -

Gemcitabine and Docetaxel 1/52 (1.9) -

Ifosfamide - -

Apatinib - -
2nd and 3rd line chemotherapy

Doxorubicin and Ifosfamide 3/52 (5.8) -

Paclitaxel and Bevacizumab 2/52 (3.8) -

Pazopanib 2/52 (3.8) -

Bevacizumab and Temzolomide 1/52 (1.9) -

Doxorubicin and 
Cyclophosphamide

1/52 (1.9) -

Gemcitabine and Carboplatin 1/52 (1.9) -

Gemcitabine and Docetaxel 1/52 (1.9) -

Gemcitabine and Taxotere - 1/21 (4.8)

Docetaxel 1/52 (1.9) -

Paclitaxel 1/52 (1.9) -

Apatinib 1/52 (1.9) -

Ifosfamide 1/52 (1.9) 1/21 (4.8)
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organs but predominantly in lungs and bones (1, 70, 79-82). In our 
review, metastatic recurrences were observed within a median time of 
9.0 (1.0–60.0) months. Similar to other studies, the intervals between 
primary treatment and metastatic recurrences vary widely, from a few 
weeks to several years (70, 71). The main risk factors associated with 
the development of distant disease are large tumor size, infiltrative 
surgical margins, marked stromal overgrowth or cellularity, >5 mitoses 
per 10 high-power fields, and tumor necrosis (70, 79). In our study, 
these features were observed in about 3/4 of patients presenting with 
distant metastases. The presence of heterologous sarcomatous elements 
could predispose to the development of distant metastases (83), but 
this association was not universally shared (78). In our study, patients 
with metastatic recurrences presented with osteosarcomatous and/or 
chondrosarcomatous heterologous elements in about 70% of cases. 
However, the small sample size limits any possible suggestions of the 
relation between these histological features and metastatic MPTs. 
Patients with metastatic disease, whether at diagnosis or for relapses, 
should be treated in accordance with the guidelines for metastatic soft 
tissue sarcomas, as recommended by the NCCN (67). However, these 
patients frequently do not respond to chemotherapy and often have 
poor survival (84). In our review, chemotherapy was proposed in around 
3/4 of cases with distant metastases, and a wide range of chemotherapy 
regimens was administered. Anthracycline and alkylating agent-based 
combination regimens were most frequently administered, and the 
combination of doxorubicin-ifosfamide was administered in more 
than one-third of cases. Protocols varied between 6–8 cycles with 
doxorubicin 25 or 30 mg/m2 days 1-2, and ifosfamide 2 or 7.5 g/m2. 
Due to limited data, there was no superiority in a specific treatment 
regimen over the others, as reported in earlier studies. Currently, 
there are no randomized clinical trials assessing the role of adjuvant 
chemotherapy in MPTs, and its role remains undefined (78, 79, 
82). This uncertainty was highlighted by the fact that, in our review, 
more than 1/3 of patients with distant metastases were not offered or 
considered for chemotherapy. In part of these cases, metastases were 
managed through surgical excision and/or radiotherapy, but more than 
20% of patients received no oncological treatments.

Overall, patients with MPTs have a 5-year survival rate of around 65% 
(2, 70, 78, 79), which, from our results, reduces to approximately 20% 
in case of metastatic disease. Conversely, patients with localized disease 
present a 10-year survival rate as high as 90% (85). In addition to 
distant metastases, survival seems to be affected by the tumor size, the 
surgical margin status, the stromal overgrowth and differentiation, and 
the presence of osteosarcomatous or chondrosarcomatous histological 
features (70, 86-89). Due to the limited sample size, we could not 

assess these features in this review. Characteristics predisposing to 
locoregional relapses, metastatic disease, and poor prognosis should be 
studied carefully in future research to identify possible indications for 
primary adjuvant chemo- and/or radiotherapy. In addition, due to the 
relative uncertainty and confusion around the optimal management 
of MPTs, more specific international and local guidelines for the 
management of MPTs are needed.

The main limitation of this study was its small sample size. In addition, 
analyzed data were extrapolated from case reports and small case series, 
which were rarely oriented toward metastatic or recurrent MPT, and 
which frequently reported only limited and incomplete data. This 
may have resulted in selection and information bias. However, to 
our knowledge, this study represents the only review of metastatic or 
recurrent MPT and could improve the general knowledge about the 
current trends in managing this rare condition.

Clinical and Research Consequences

Due to limited data and inconsistent results, this study carries no 
clinical consequences. However, we see an urgent need to create 
international registers and perform specific trials to improve evidence 
about treatment strategies for recurrent or metastatic MPTs of the 
breast.

Management of recurrent and metastatic MPTs is a challenge. Surgery 
remains the fundamental approach, but the role of adjuvant radio- 
and chemotherapy remains controversial due to the lack of evidence of 
their positive impact on survival. This study reports the current trends 
in managing MPTs, confirming inconsistent approaches and a lack of 
evidence supporting the superiority of one or some treatment options. 
Further trials and international registers are needed to gather evidence 
about treatment options, therapy response, and patient-reported 
outcomes to implement new management strategies.

Ethics Committee Approval: No local review board approval was needed for 
this research project (CER-VD, Lausanne, Switzerland).

Informed Consent: No informed consent required.

Peer-review: Internally peer-reviewed.

Authorship Contributions
Concept: Y.H., D.H.; Design: Y.H., D.H.; Data Collection and/or Processing: 
E.S., Y.H.; Analysis and/or Interpretation: E.S., Y.H., D.H.; Literature 
Searching: E.S., Y.H.; Writing: E.S., Y.H.

Figure 2. Kaplan-Meier survival curves

A: distant metastatic disease subgroup; B: locoregional progressive/recurrent subgroup



198

Eur J Breast Health 2023; 19(3): 191-200

Conflict of Interest: No conflict of interest declared by the authors.

Financial Disclosure: The authors declare that this study received no financial 
disclosure.

References

1.	 Bernstein L, Deapen D, Ross RK. The descriptive epidemiology of 
malignant cystosarcoma phyllodes tumors of the breast. Cancer 1993; 71: 
3020-3024. (PMID: 8387873) [Crossref ]

2.	 Lakhani SR, Ellis IO, Schnitt SJ, Tan PH, van de Vijver MJ. World health 
organization classification of tumours of the breast. Vol. 4. Lyon: Iarc 
Press; 2012. [Crossref ]

3.	 Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow 
CD, et al. The prisma 2020 statement: An updated guideline for reporting 
systematic reviews. BMJ 2021;372:n71. [Crossref ]

4.	 Yamamoto S, Yamagishi S, Kohno T, Tajiri R, Gondo T, Yoshimoto N, 
et al. Effective Treatment of a Malignant Breast Phyllodes Tumor with 
Doxorubicin-Ifosfamide Therapy. Case Rep Oncol Med 2019; 2019: 
2759650. (PMID: 31316848) [Crossref ]

5.	 Sanchez AM, Franceschini G, Di Giorgio D, Masetti R. Metastatic giant 
malignant phyllodes tumor of the breast. Breast J 2018; 24: 416-417. 
(PMID: 29139587) [Crossref ]

6.	 Amir RA, Rabah RS, Sheikh SS. Malignant Phyllodes Tumor of the Breast 
with Metastasis to the Pancreas: A Case Report and Review of Literature. 
Case Rep Oncol Med 2018; 2018: 6491675. (PMID: 30050709) 
[Crossref ]

7.	 Su CC, Chen CJ, Kuo SJ. Effect of Lipodox in combination with 
bevacizumab in a patient with a metastatic malignant phyllodes breast 
tumor: A case report. Oncol Lett 2017; 14: 6685-6689. (PMID: 
29344119) [Crossref ]

8.	 Wang Q, Su J, Lei Y. Recurrent malignant phyllodes tumor of the 
breast: A case report. Medicine (Baltimore) 2017; 96: e9069. (PMID: 
29245318) [Crossref ]

9.	 Tiwari V, Mandloi V, Ghori H. Malignant phyllodes tumor of the breast 
with isolated brain metastasis: A case report of an intriguing aggressive 
subtype. Clin Cancer Investig J 2017; 6: 167-170. [Crossref ]

10.	 Yoshiba S, Saotome T, Mikogami T, Shirota T. Metastasis of Mammary 
Gland Malignant Phyllodes Tumor to the Mandibular Region: A Case 
Report and Review of the Literature. J Oral Maxillofac Surg 2017; 75: 
440.e1-440.e9. (PMID: 27765548) [Crossref ]

11.	 Sera T, Kashiwagi S, Takashima T, Asano Y, Goto W, Iimori N, et al. 
Multiple metastatic malignant phyllodes tumor of the breast with 
tonsillar metastasis: a case report. BMC Res Notes 2017; 10: 55. (PMID: 
28103951) [Crossref ]

12.	 Johnson ED, Gulbahce E, McNally J, Buys SS. Malignant Phyllodes 
Tumor Presenting in Bone, Brain, Lungs, and Lymph Nodes. Case Rep 
Oncol 2016; 9: 861-868. (PMID: 28203179) [Crossref ]

13.	 Sato T, Muto I, Sakai T. Coexistence of malignant phyllodes tumor and 
her2-positive locally advanced breast cancer in distinct breasts: A case 
report. Int J Surg Case Rep 2016; 19: 163-167. (PMID: 26773878) 
[Crossref ]

14.	 Shan J, Zhang S, Wang Z, Fu Y, Li L, Wang X. Breast malignant phyllodes 
tumor with rare pelvic metastases and long-term overall survival: A case 
report and literature review. Medicine (Baltimore) 2016; 95: e4942. 
(PMID: 27661051) [Crossref ]

15.	 Rowe JJ, Prayson RA. Metastatic malignant phyllodes tumor involving 
the cerebellum. J Clin Neurosci 2015; 22: 226-227. (PMID: 25449208) 
[Crossref ]

16.	 Roberts N, Runk DM. Aggressive malignant phyllodes tumor. Int J Surg 
Case Rep 2015; 8C: 161-165. (PMID: 25697402) [Crossref ]

17.	 Al-Rabiy FN, Ali RH. Malignant phyllodes tumor with osteosarcomatous 
differentiation metastasizing to small bowel and causing intestinal 
obstruction. Diagnostic Histopathology 2015; 21: 165-168. [Crossref ]

18.	 Augustyn A, Sahoo S, Wooldridge RD. Large Malignant Phyllodes Tumor 
of the Breast with Metastases to the Lungs. Rare Tumors 2015; 7: 5684. 
(PMID: 26266007) [Crossref ]

19.	 Karczmarek-Borowska B, Bukala A, Syrek-Kaplita K, Ksiazek M, 
Filipowska J, Gradalska-Lampart M. A Rare Case of Breast Malignant 
Phyllodes Tumor With Metastases to the Kidney: Case Report. Medicine 
(Baltimore) 2015; 94: e1312. (PMID: 26287414) [Crossref ]

20.	 Jhawar SS, Upadhyay S, Mahajan A, Grewal SS. Malignant phyllodes 
tumor of the breast with isolated intracranial metastases: A report. Neurol 
India 2015; 63: 963-965. (PMID: 26588634) [Crossref ]

21.	 Farias-Eisner GT, Small K, Swistel A, Ozerdem U, Talmor M. Immediate 
implant breast reconstruction with acellular dermal matrix for treatment 
of a large recurrent malignant phyllodes tumor. Aesthetic Plast Surg 2014; 
38: 373-378. (PMID: 24570179) [Crossref ]

22.	 Shin YD, Lee SK, Kim KS, Park MJ, Kim JH, Yim HS, et al. Collision 
tumor with inflammatory breast carcinoma and malignant phyllodes 
tumor: a case report and literature review. World J Surg Oncol 2014; 12: 
5. (PMID: 24400686) [Crossref ]

23.	 Sano R, Sato E, Watanabe T, Oshima H, Ando A, Masaki M, et al. 
Phyllodes tumor metastasis to the tonsil with synchronous undifferentiated 
carcinoma. Int J Surg Case Rep 2014; 5: 290-293. (PMID: 24747756) 
[Crossref ]

24.	 Mačák J, Hurník P, Dvořáčková J, Mačáková J. An isolated metastasis 
to the heart from a malignant phyllodes tumor with osteosarcomatous 
differentiation. Cesk Patol 2014; 50: 146-149. (PMID: 25418902) 
[Crossref ]

25.	 Yukawa M, Watatani M, Isono S, Shiono H, Hasegawa H, Okajima K, 
et al. Pancreatic metastasis from phyllodes tumor presenting initially as 
acute retroperitoneal hemorrhage. Int Canc Conf J 2013; 2: 238-242. 
[Crossref ]

26.	 Singer A, Tresley J, Velazquez-Vega J, Yepes M. Unusual aggressive breast 
cancer: metastatic malignant phyllodes tumor. J Radiol Case Rep 2013; 
7: 24-37. (PMID: 23705037) [Crossref ]

27.	 Bilen MA, Laucirica R, Rimawi MF, Nangia JR, Cyprus GS. Jejunal 
intussusception due to malignant phyllodes tumor of the breast. Clin 
Breast Cancer 2012; 12: 219-221. (PMID: 22381472) [Crossref ]

28.	 Al-Zoubaidi M, Qiu S, Bonnen M, Joyner M, Roehl K, Silva C, et al. 
Malignant phyllodes tumor of the breast: A case report. The Open Breast 
Cancer Journal 2011; 3: 45-48. [Crossref ]

29.	 Sadatomo A, Hozumi Y, Shiozawa M, Hirashima Y, Koinuma K, 
Kurihara K. Spontaneous regression of pulmonary metastases from 
a malignant phyllodes tumor. Jpn J Clin Oncol 2011; 41: 915-917. 
(PMID: 21527411) [Crossref ]

30.	 Ito T, Ito K, Okada T, Murayama K, Hanamura T, Kanai T, et al. Full-
thickness chest-wall resection followed by thorax reconstruction for 
recurrent malignant phyllodes tumor. Int J Clin Oncol 2011; 16: 156-
160. (PMID: 20721595) [Crossref ]

31.	 Nakatsu T, Koshiji T, Sakakibara Y, Hagio K, Ishigami M, Arima Y, et al. 
Pulmonary artery obstruction due to a metastatic malignant phyllodes 
tumor of the breast. Gen Thorac Cardiovasc Surg 2010; 58: 423-426. 
(PMID: 20703865) [Crossref ]

32.	 Suzuki-Uematsu S, Shiraishi K, Ito T, Adachi N, Inage Y, Taeda Y, 
et al. Malignant phyllodes tumor composed almost exclusively of a 
fibrosarcomatous component: a case report and review of malignant 
phyllodes tumors with metastases. Breast Cancer 2010; 17: 218-224. 
(PMID: 19350353) [Crossref ]

33.	 Yeh R, Chong LN, Hughes TM. Malignant phyllodes: excellent response 
to neoadjuvant radiotherapy. ANZ J Surg 2019; 89: 1668-1670. (PMID: 
30208507) [Crossref ]

https://doi.org/10.1002/1097-0142(19930515)71:10<3020::aid-cncr2820711022>3.0.co;2-g
https://doi.org/
https://doi.org/
https://doi.org/10.1155/2019/2759650
https://doi.org/10.1111/tbj.12960
https://doi.org/10.1155/2018/6491675
https://doi.org/10.3892/ol.2017.7094
https://doi.org/10.1097/MD.0000000000009069
https://go.gale.com/ps/i.do?id=GALE%7CA507152698&sid=googleScholar&v=2.1&it=r&linkaccess=abs&issn=22781668&p=HRCA&sw=w&userGroupName=anon%7E5822450d
https://doi.org/10.1016/j.joms.2016.09.024
https://doi.org/10.1186/s13104-017-2375-5
https://doi.org/10.1159/000453660
https://doi.org/10.1016/j.ijscr.2015.12.043
https://doi.org/10.1097/MD.0000000000004942
https://doi.org/10.1016/j.jocn.2014.09.004
https://doi.org/10.1016/j.ijscr.2014.12.041
https://doi.org/10.1016/j.mpdhp.2014.09.001
https://doi.org/10.4081/rt.2015.5684
https://doi.org/10.1097/MD.0000000000001312
https://doi.org/10.4103/0028-3886.170073
https://doi.org/10.1007/s00266-014-0283-9
https://doi.org/10.1186/1477-7819-12-5
https://doi.org/10.1016/j.ijscr.2014.03.014
https://pubmed.ncbi.nlm.nih.gov/25418902/
https://doi.org/10.1007/s13691-013-0098-6
https://doi.org/10.3941/jrcr.v7i2.1430
https://doi.org/10.1016/j.clbc.2012.01.007
https://doi.org/10.2174/1876817201103010045
https://doi.org/10.1093/jjco/hyr056
https://doi.org/10.1007/s10147-010-0117-y
https://doi.org/10.1007/s11748-009-0556-4
https://doi.org/10.1007/s12282-009-0099-7
https://doi.org/10.1111/ans.14807


199

Samii et al. Metastatic and Recurrent Malignant Phyllodes Tumors

34.	 Tokoyoda M, Adachi S, Ishida Y, Yamazaki K. Osteosarcoma mimic in 
the breast: A recurrent malignant phyllodes tumour harbouring MED12 
and hTERT mutations. Cytopathology 2018; 29: 383-385. (PMID: 
29633481) [Crossref ]

35.	 Yeong J, Thike AA, Young Ng CC, Md Nasir ND, Loh K, Teh BT, et 
al. A genetic mutation panel for differentiating malignant phyllodes 
tumour from metaplastic breast carcinoma. Pathology 2017; 49: 786-
789. (PMID: 29066183) [Crossref ]

36.	 Goh CH, Lim YP, Su JW, Khoo KS, Thomas A, Sittampalam K, et al. 
Cardiopulmonary thromboembolism of epithelioid angiosarcoma arising 
from malignant phyllodes tumour of the breast. J Clin Pathol 2014; 67: 
450-454. (PMID: 24399035) [Crossref ]

37.	 Goel A, Insa R, Gaur MK, Garg PK. Palliative Surgery for Metastatic 
Fungating Phyllodes Tumors: A Series of Two Cases. Perm J 2018; 22: 
17-100. (PMID: 30010535) [Crossref ]

38.	 Ruiz-Flores L, Ebuoma LO, Benveniste MF, Nagi C, OrtizPerez T, 
Benveniste AP. Case Report: Metastatic Phyllodes Tumor. Semin 
Ultrasound CT MR 2018; 39: 122-126. (PMID: 29317034) [Crossref ]

39.	 Iimori N, Kashiwagi S, Ishikawa T, Kawajiri H, Takashima T, Ohsawa 
M, et al. Mammary phyllodes tumor with six episodes of a relapse: a case 
report. J Med Case Rep 2017; 11: 261. (PMID: 28911335) [Crossref ]

40.	 Arai H, Nobusawa S, Kawabata-Iwakawa R, Rokudai S, Higuchi T, 
Yamazaki T, et al. Myeloid sarcoma arising in malignant phyllodes tumour: 
clonal relationships revealed by comparative genome-wide analyses. Br J 
Haematol 2018; 181: 255-259. (PMID: 28211578) [Crossref ]

41.	 Morcos BB, Baker B, Hashem SA. Ileocaecal intussusception secondary to 
metastatic phyllodes tumour of the breast. Ann R Coll Surg Engl 2010; 
92: W29-W30. (PMID: 20573310) [Crossref ]

42.	 Choi DI, Chi HS, Lee SH, Kwon Y, Park SY, Sim SH, et al. A Rare Case 
of Phyllodes Tumor Metastasis to the Stomach Presenting as Anemia. 
Cancer Res Treat 2017; 49: 846-849. (PMID: 27586673) [Crossref ]

43.	 Renard E, Langbour-Remy C, Klein M, Le Bouc Y, Weryha G, Cuny 
T. Severe hypoglycemia with “Big”-IGF-2 oversecretion by a giant 
phyllode tumor of the breast: a rare case of non-islet cell tumor-induced 
hypoglycemia (NICTH). Ann Endocrinol (Paris) 2012; 73: 488-491. 
(PMID: 22867750) [Crossref ]

44.	 El Ochi MR, Toreis M, Benchekroun M, Benkerroum Z, Allaoui M, 
Ichou M, et al. Bone metastasis from malignant phyllodes breast tumor: 
report of two cases. BMC Clin Pathol 2016; 16: 4. (PMID: 26933383) 
[Crossref ]

45.	 Chang YW, Kim HS, Kim DW, Son GS. Fulminant course in a case 
of malignant phyllodes tumor. Ann Surg Treat Res 2017; 92: 110-112. 
(PMID: 28203559) [Crossref ]

46.	 Morioka E, Noguchi M, Noguchi M, Inokuchi M, Shimada KI, Shioya 
A, et al. A case of recurrent malignant phyllodes tumor undergoing 
nipple-sparing mastectomy with immediate breast reconstruction. Surg 
Case Rep 2020; 6: 297. (PMID: 33237380) [Crossref ]

47.	 Yoshidaya F, Hayashi N, Takahashi K, Suzuki K, Akiyama F, Ishiyama 
M, et al. Malignant phyllodes tumor metastasized to the right ventricle: a 
case report. Surg Case Rep 2015; 1: 121. (PMID: 26943445) [Crossref ]

48.	 Nasri S, Hamila F, Bourigua R, Mestiri S, Elghali MA. Pancreatic 
metastases and first reported gallbladder metastasis from phyllodes tumor 
of the breast. Rare Tumors 2020; 12: 2036361320972866. (PMID: 
33282161) [Crossref ]

49.	 Koukourakis IM, Zygogianni A, Kouloulias V, Koukourakis MI. 
Successful Treatment of a Locally Recurrent and Metastatic Malignant 
Phyllodes Tumor with Accelerated Radiotherapy and Nab-Paclitaxel, 
Cisplatin, and Liposomal Doxorubicin Chemotherapy. Chemotherapy 
2021; 66: 82-86. (PMID: 34233328) [Crossref ]

50.	 Strzępek Ł, Ciesielska P, Karakiewicz-Krawczyk K, Czerw A. Malignant 
phyllodes tumor of the breast: Case report, tumor characteristics, 

treatment approach. Breast Cancer Management 2021; 10: BMT58. 
[Crossref ]

51.	 Tada Y, Yasunaga M, Tomonobe H, Yamada Y, Hori E, Okugawa K, et 
al. A Case of Malignant Phyllodes Tumor of the Breast Metastasizing to 
the Ovary. Int J Surg Pathol 2022; 30: 427-431. (PMID: 34761702) 
[Crossref ]

52.	 Wang X, Xie L, Hu W, Yan J, Qian X, Zhu L. Apatinib treatment is 
effective for metastatic malignant phyllodes tumors of the breast: a 
case report. BMC Womens Health 2021; 21: 218. (PMID: 34022875) 
[Crossref ]

53.	 Reinisch M, Kuemmel S, Breit E, Theuerkauf I, Harrach H, Schindowski 
D, et al. Two progressed malignant phyllodes tumors of the breast harbor 
alterations in genes frequently involved in other advanced cancers. 
Orphanet J Rare Dis 2021; 16: 363. (PMID: 34399808) [Crossref ]

54.	 Morisaki T, Noda S, Ishihara S, Asano Y, Kashiwagi S, Takashima T, et 
al. A Case of a Malignant Phyllodes Tumor in the Breast with Lymph 
Node Metastasis. Gan To Kagaku Ryoho 2021; 48: 437-439. (PMID: 
33790180) [Crossref ]

55.	 Nakamura S, Goto T, Nara S, Kawahara Y, Yashiro S, Kano S, et al. Pure 
ground glass opacity (GGO) on chest CT: a rare presentation of lung 
metastasis of Malignant Phyllodes Tumor. Breast Cancer 2020; 27: 1187-
1190. (PMID: 32578005) [Crossref ]

56.	 Liu HP, Chang WY, Hsu CW, Chien ST, Huang ZY, Kung WC, et 
al. A giant malignant phyllodes tumor of breast post mastectomy with 
metastasis to stomach manifesting as anemia: A case report and review 
of literature. BMC Surg 2020; 20: 187. (PMID: 32799838) [Crossref ]

57.	 Bachert SE, Stewart RL, Samayoa L, Massarweh SA. Malignant phyllodes 
tumor metastatic to pancreas. Breast J 2020; 26: 1627-1628. (PMID: 
32720379) [Crossref ]

58.	 Lee HJ, Lim HS, Ki SY, Lee JE, Lee JS, Park MH. Cutaneous Scalp 
Metastases of Malignant Phyllodes Tumor of the Breast. J Breast Cancer 
2020; 23: 320-325. (PMID: 32595994) [Crossref ]

59.	 Conduit C, Luen S, Xu H, Byrne D, Fox S, Desai J, et al. Using 
Genomic Sequencing to Explain an Exceptional Response to Therapy in 
a Malignant Phyllodes Tumor. JCO Precis Oncol 2020; 4: 1263-1266. 
(PMID: 35050785) [Crossref ]

60.	 Wu H, Li L, Yang J, Guo C, Zhang W, Wang H. Radiotherapy with 
apatinib for recurrence of malignant phyllodes tumor of the breast: A 
case report. Medicine (Baltimore) 2020; 99: e18808. (PMID: 32011486) 
[Crossref ]

61.	 Andring L, Tawil A, Deraniyagala R. A rare case of a malignant phyllodes 
tumor of the breast associated with secretion of beta-human chorionic 
gonadotropin. Breast J 2019; 25: 984-985. (PMID: 31192485) 
[Crossref ]

62.	 Kuo CY, Lin SH, Lee KD, Cheng SJ, Chu JS, Tu SH. Transcatheter 
arterial chemoembolization improves the resectability of malignant breast 
phyllodes tumor with angiosarcoma component: a case report. BMC Surg 
2019; 19: 100. (PMID: 31351458) [Crossref ]

63.	 Li JJX, Chan WC, Chau HHL, Wu C, Tse GM. Cytologic diagnosis of 
metastatic malignant phyllodes tumor of the breast in pleural effusion. 
Diagn Cytopathol 2019; 47: 599-602. (PMID: 30829462) [Crossref ]

64.	 Fang CL, Hsu CH, Tu CW. Malignant Phyllodes Tumor Recurrence in 
the Pleural Cavity via the Deep Inferior Epigastric Perforator Flap and 
Internal Mammary Vessel Bundle: A Case Report. Ann Plast Surg 2019; 
82: 618-621. (PMID: 30882414) [Crossref ]

65.	 Moon SH, Jung JH, Lee J, Kim WW, Park HY, Lee JW, et al. Complete 
remission of giant malignant phyllodes tumor with lung metastasis: A 
case report. Medicine (Baltimore) 2019; 98: e15762. (PMID: 31145295) 
[Crossref ]

66.	 Kim  S, Oh HY, Ryu Y. Benign phyllodes tumor of the breast recurring 
as a rapidly growing recurrent malignant phyllodes tumor: A case report. 
Iran J Radiol 2019; 16: e13062. [Crossref ]

https://doi.org/10.1111/cyt.12544
https://doi.org/10.1016/j.pathol.2017.07.011
https://doi.org/10.1136/jclinpath-2013-202118
https://doi.org/10.7812/TPP/17-100
https://doi.org/10.1053/j.sult.2017.05.011
https://doi.org/10.1186/s13256-017-1432-y
https://doi.org/10.1111/bjh.14539
https://doi.org/10.1308/147870810X12699662981357
https://doi.org/10.4143/crt.2016.188
https://doi.org/10.1016/j.ando.2012.04.011
https://doi.org/10.1186/s12907-016-0027-7
https://doi.org/10.4174/astr.2017.92.2.110
https://doi.org/10.1186/s40792-020-01022-5
https://doi.org/10.1186/s40792-015-0121-6
https://doi.org/10.1177/2036361320972866
https://doi.org/10.1159/000517246
https://doi.org/10.2217/bmt-2020-0036
https://doi.org/10.1177/10668969211056912
https://doi.org/10.1186/s12905-021-01359-5
https://doi.org/10.1186/s13023-021-01986-z
https://pubmed.ncbi.nlm.nih.gov/33790180/
https://doi.org/10.1007/s12282-020-01122-y
https://doi.org/10.1186/s12893-020-00846-0
https://doi.org/10.1111/tbj.13987
https://doi.org/10.4048/jbc.2020.23.e18
https://doi.org/10.1200/PO.20.00305
https://doi.org/10.1097/MD.0000000000018808
https://doi.org/10.1111/tbj.13383
https://doi.org/10.1186/s12893-019-0562-0
https://doi.org/10.1002/dc.24151
https://doi.org/10.1097/SAP.0000000000001795
https://doi.org/10.1097/MD.0000000000015762
https://doi.org/10.5812/iranjradiol.13062


200

Eur J Breast Health 2023; 19(3): 191-200

67.	 Gradishar WJ, Moran MS, Abraham J, Aft R, Agnese D, Allison KH, et 
al. NCCN Guidelines® Insights: Breast Cancer, Version 4.2021. J Natl 
Compr Canc Netw 2021; 19: 484-493. (PMID: 34794122) [Crossref ]

68.	 Macdonald OK, Lee CM, Tward JD, Chappel CD, Gaffney DK. 
Malignant phyllodes tumor of the female breast: association of primary 
therapy with cause-specific survival from the Surveillance, Epidemiology, 
and End Results (SEER) program. Cancer 2006; 107: 2127-2133. 
(PMID: 16998937) [Crossref ]

69.	 Adesoye T, Neuman HB, Wilke LG, Schumacher JR, Steiman J, 
Greenberg CC. Current Trends in the Management of Phyllodes Tumors 
of the Breast. Ann Surg Oncol 2016; 23: 3199-3205. (PMID: 27334214) 
[Crossref ]

70.	 Kapiris I, Nasiri N, A’Hern R, Healy V, Gui GP. Outcome and predictive 
factors of local recurrence and distant metastases following primary 
surgical treatment of high-grade malignant phyllodes tumours of 
the breast. Eur J Surg Oncol 2001; 27: 723-730. (PMID: 11735168) 
[Crossref ]

71.	 Barth RJ Jr. Histologic features predict local recurrence after breast 
conserving therapy of phyllodes tumors. Breast Cancer Res Treat 1999; 
57: 291-295. (PMID: 10617306) [Crossref ]

72.	 Lu Y, Chen Y, Zhu L, Cartwright P, Song E, Jacobs L, et al. Local 
Recurrence of Benign, Borderline, and Malignant Phyllodes Tumors of 
the Breast: A Systematic Review and Meta-analysis. Ann Surg Oncol 
2019; 26: 1263-1275. (PMID: 30617873) [Crossref ]

73.	 Belkacémi Y, Bousquet G, Marsiglia H, Ray-Coquard I, Magné N, 
Malard Y, et al. Phyllodes tumor of the breast. Int J Radiat Oncol Biol 
Phys 2008; 70: 492-500. (PMID: 17931796) [Crossref ]

74.	 Gnerlich JL, Williams RT, Yao K, Jaskowiak N, Kulkarni SA. Utilization 
of radiotherapy for malignant phyllodes tumors: analysis of the National 
Cancer Data Base, 1998-2009. Ann Surg Oncol 2014; 21: 1222-1230. 
(PMID: 24306659) [Crossref ]

75.	 Zhao W, Tian Q, Zhao A, Wang B, Yang J, Wang L, et al. The role of 
adjuvant radiotherapy in patients with malignant phyllodes tumor of the 
breast: a propensity-score matching analysis. Breast Cancer 2021; 28: 
110-118. (PMID: 32748225) [Crossref ]

76.	 Kim YJ, Kim K. Radiation therapy for malignant phyllodes tumor of 
the breast: An analysis of seer data. Breast 2017; 32: 26-32. (PMID: 
28013032) [Crossref ]

77.	 Mituś J, Reinfuss M, Mituś JW, Jakubowicz J, Blecharz P, Wysocki WM, 
et al. Malignant phyllodes tumor of the breast: treatment and prognosis. 
Breast J 2014; 20: 639-644. (PMID: 25227987) [Crossref ]

78.	 Papas Y, Asmar AE, Ghandour F, Hajj I. Malignant phyllodes tumors of 
the breast: A comprehensive literature review. Breast J 2020; 26: 240-244. 
(PMID: 31478587) [Crossref ]

79.	 Lissidini G, Mulè A, Santoro A, Papa G, Nicosia L, Cassano E, et al. 
Malignant phyllodes tumor of the breast: a systematic review. Pathologica 
2022; 114: 111-120. (PMID: 35414723) [Crossref ]

80.	 Tan PH, Ellis I, Allison K, Brogi E, Fox SB, Lakhani S, et al. The 2019 
World Health Organization classification of tumours of the breast. 
Histopathology 2020; 77: 181-185. (PMID: 32056259) [Crossref ]

81.	 Tse GM, Lee CS, Kung FY, Scolyer RA, Law BK, Lau TS, et al. Hormonal 
receptors expression in epithelial cells of mammary phyllodes tumors 
correlates with pathologic grade of the tumor: a multicenter study of 
143 cases. Am J Clin Pathol 2002; 118: 522-526. (PMID: 12375638) 
[Crossref ]

82.	 Tan BY, Acs G, Apple SK, Badve S, Bleiweiss IJ, Brogi E, et al. Phyllodes 
tumours of the breast: a consensus review. Histopathology 2016; 68: 
5-21. (PMID: 26768026) [Crossref ]

83.	 Fede ÂBS, Pereira Souza R, Doi M, De Brot M, Aparecida Bueno de 
Toledo Osorio C, Rocha Melo Gondim G, et al. Malignant Phyllodes 
Tumor of the Breast: A Practice Review. Clin Pract 2021; 11: 205-215. 
(PMID: 33917271) [Crossref ]

84.	 Zhang Y, Kleer CG. Phyllodes Tumor of the Breast: Histopathologic 
Features, Differential Diagnosis, and Molecular/Genetic Updates. Arch 
Pathol Lab Med 2016; 140: 665-671. (PMID: 27362571) [Crossref ]

85.	 Grabowski J, Salzstein SL, Sadler GR, Blair SL. Malignant phyllodes 
tumors: a review of 752 cases. Am Surg 2007; 73: 967-969. (PMID: 
17983058) [Crossref ]

86.	 Hines JR, Murad TM, Beal JM. Prognostic indicators in cystosarcoma 
phylloides. Am J Surg 1987; 153: 276-280. (PMID: 3030151) [Crossref ]

87.	 Norris HJ, Taylor HB. Relationship of histologic features to behavior of 
cystosarcoma phyllodes. Analysis of ninety-four cases. Cancer 1967; 20: 
2090-2099. (PMID: 4294565) [Crossref ]

88.	 Pietruszka M, Barnes L. Cystosarcoma phyllodes: a clinicopathologic 
analysis of 42 cases. Cancer 1978; 41: 1974-1983. (PMID: 206344) 
[Crossref ]

89.	 Contarini O, Urdaneta LF, Hagan W, Stephenson SE Jr. Cystosarcoma 
phylloides of the breast: a new therapeutic proposal. Am Surg 1982; 48: 
157-166. (PMID: 6282155) [Crossref ]

https://doi.org/ 10.6004/jnccn.2021.0023
https://doi.org/10.1002/cncr.22228
https://doi.org/10.1245/s10434-016-5314-0
https://doi.org/10.1053/ejso.2001.1207
https://doi.org/10.1023/a:1006260225618
https://doi.org/10.1245/s10434-018-07134-5
https://doi.org/10.1016/j.ijrobp.2007.06.059
https://doi.org/10.1245/s10434-013-3395-6
https://doi.org/10.1007/s12282-020-01135-7
https://doi.org/10.1016/j.breast.2016.12.006
https://doi.org/10.1111/tbj.12333
https://doi.org/10.1111/tbj.13523
https://doi.org/10.32074/1591-951X-754
https://doi.org/10.1111/his.14091
https://doi.org/10.1309/D206-DLF8-WDNC-XJ8K
https://doi.org/10.1111/his.12876
https://doi.org/10.3390/clinpract11020030
https://doi.org/10.5858/arpa.2016-0042-RA
https://doi.org/10.1177/000313480707301007
https://doi.org/10.1016/0002-9610(87)90601-5
https://doi.org/10.1002/1097-0142(196712)20:12<2090::aid-cncr2820201206>3.0.co;2-l
https://doi.org/10.1002/1097-0142(197805)41:5<1974::aid-cncr2820410543>3.0.co;2-c
https://pubmed.ncbi.nlm.nih.gov/6282155/



