GIGANTSKI FILODNI TUMOR: PRIKAZ SLUCAJA | PREGLED LITERATURE

CASE REPORT

A GIANT PHYLLODES TUMOR: A CASE REPORT

AND LITERATURE OVERVIEW

Zorka Ini¢'3, Milan Zegarac'3, Clement Luck Khng Chia?, Ognjen Zivkovi¢',
Marko Buta'3, Jovana Koncar', lvan Markovi¢'?

' Institut za onkologiju i radiologiju Srbije, Beograd, Srbija

2 QOdeljenje za hirurgiju dojke, Bolnica Ku Tek Puat, JiSun, Singapur

3 Univerzitet u Beogradu, Medicinski fakultet, Beograd, Srbija

SAZETAK

Uvod: Filodni tumori dojke su veoma retki u Srbiji i svetu. Ovi tumori Cesto pred-
stavljaju dilemu u dijagnostici i lecenju.

Prikaz slucaja: Predstavljamo 60-godiSnju Zenu sa masivnim tumorom u
levoj dojci koji je imala 15 godina. Prema histopatoloskoj dijagnozi, u pitanju je
granicni (borderline) filodni tumor retke velicine 18x17x7 cm i teZine 4,6 kg.
Zakljucak: Tacna preoperativna dijagnoza i pravilan tretman omogucavaju ade-
kvatnu operaciju i izbegavanje ponovne operacije. Ovo je klju¢no za ovakve filod-
ne tumore zhog njihove sklonosti ka recidivu i malignog potencijala koji imaju
neki od ovih tumora.
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ABSTRACT

Introduction: Phyllodes tumors of the breast are extremely uncommon, both in
Serbia and worldwide. Identifying and treating these tumors can be challenging
and they often represent a dilemma in diagnosis and treatment.

Case report: We are presenting the case of a 60-year-old female with a large
breast tumor that she had had for 15 years. According to the histopathologic di-
agnosis, it is a borderline phyllodes tumor measuring 18x17x7 cm and weighing
4.6 kg.

Conclusion: An accurate preoperative diagnosis and proper management of
borderline phyllodes tumors are crucial for successful surgery and for avoiding
any further surgeries. This secondary prevention is critical because phyllodes tu-
mors often recur and have malignant potential.
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uvoD

Filodni tumor (FT), poznat i kao cistosarcoma phillodes,
¢ini <1% svih tumora dojke, a ima incidencu od oko 2,1
na milion slucajeva [1,2,3].

Ovi tumori se sastoje i od stromalnih i od epitel-
nih elemenata, i tradicionalno se svrstavaju u benigne,
grani¢ne (borderline) i maligne na osnovu grupe histo-
loskih parametara. Na osnovu histoloskih parametara
utvrduje se priroda tumorskih granica uklju¢ujuci ste-
pen celularnosti strome i atipiju, broj mitoza, i preko-
merni rast strome [4,5]. Svi oblici filodnih tumora imaju
maligni potencijal. Filodni tumori su uglavhom dobro
ograniceni i mogu pritiskati okolno tkivo.

Vecina malignih filodih tumora ¢esc¢e ima odlike
liposarkoma ili rabdomiosarkoma nego fibrosarkoma.
Procena broja mitoza moze biti od pomodi pri dijagno-
stikovanju malignog tumora [6]. Operacija je jedini ras-
polozivi vid le¢enja kod ovakvih pacijenata, pa je veo-
ma vazno odabrati adekvatnan vid hirurskog lecenja.

PRIKAZ SLUCAJA

Ovde je prikazan redak slucaj. Pacijentkinja je 60-go-
disnja zena sa masivnim tumorom u levoj dojci od ko-
jeg je prethodno bolovala 15 godina. Imala je bolove u
levoj dojci. Tokom poslednje tri godine, tumor je poceo
drasti¢no da se povecava (Slika 1).

Pacijentkinja se javila na Institut za onkologiju i ra-
diologiju Srbije gde je uradena dijagnostika, ukljucu-
ju¢i mamografiju i ultrazvuk. Mamografija je pokazala
izuzetno obimnu levu dojku. Intenzivna senka je zau-
zela celu dojku. Uprkos ociglednoj promeni, parenhim
leve dojke nije bio vidljiv.

Uradena je simpleks mastektomija bez disekcije
aksilarnih limfnih ¢vorova (Slike 2,3,4). Histopatoloski
pregled nakon operacije pokazao je da je re¢ o granic-

A GIANT PHYLLODES TUMOR. A CASE REPORT AND LITERATURE OVERVIEW

INTRODUCTION

Breast tumors that belong to the category of phyllodes
tumors (PT), and are also referred to as cystosarcoma
phyllodes, account for less than 1% of all breast tumors.
Their incidence is about 2.1 per one million [1,2,3].

Traditionally, phyllodes tumors containing both
stromal and epithelial elements are graded into be-
nign, borderline, and malignant categories based on
histological parameters. A set of histologic features
determines the nature of tumor borders, including the
degree of stromal cellularity and atypia, mitotic count,
and stromal overgrowth [4,5]. All forms of phyllodes tu-
mors are regarded as having malignant potential. Phyl-
lodes tumors are usually well-demarcated and may
compress the surrounding tissue.

Most malignant phyllodes tumors contain liposar-
comatous or rhabdomyosarcomatous elements rather
than a fibrosarcomatous component. Counting the
number of mitoses can aid in identifying a malignant
tumor [6]. Surgery is the only treatment for these pa-
tients, so it is crucial to select the appropriate surgical
option.

CASE REPORT

A rare case is presented by this case report. The patient
was a 60-year-old female who presented with a mas-
sive tumor in her left breast, which she had suffered
from for 15 years prior to surgery. She had pain in her
left breast. Over the final three years, the size of the tu-
mor increased drastically (Figure 1).

She reported to the Institute of Oncology and Ra-
diology of Serbia, where the diagnostic process was
performed, including mammography and ultrasonog-
raphy. The mammography showed an extremely vo-
luminous left breast. The tumor’s intense shadow oc-

Slika 1. Pacijentkinja - 60-godisnja Zena sa masivnim tumorom u levoj dojci

Figure 1. The patient was a 60-year-old female who presented with a massive
tumor in her left breast

Slika 2. Izvedena je simpleks mastektomija

Figure 2. A simplex mastectomy was performed
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Slika 3. Fotografija sa operacije

Figure 3. A picture taken during surgery

nom (borderline) filodnom tumoru dojke. Na poprec-
nom preseku, videlo se da je tumor veli¢ine 18x17x7
cm infiltrirao skoro celo tkivo dojke. Posmatranjem tu-
morskog preseka utvrdeno je da tumor sadrzi brojne
centralne Supljine koje su bile nekroti¢ne.

Stroma tumora je bila umereno celularna. Utvrde-
no je da poseduje blagi pleomorfizam i nizak mitoticki
indeks, koji je delimi¢no modifikovan hijalinom. Tako-
de je utvrdeno da je epitelna komponenta delimi¢no
atrofi¢na, delom skvamozna metaplazija, i fokalna ati-

boja x 4)

Figure 5. A histological section of the breast tumor showing phyllodes tumor
(H&E stain x 40)

DISKUSLJA
Filodni tumor (FT) se naj¢esce javlja kod Zena u Cetvrtoj

Bolest se prvenstveno srece kod Zena, ali postoji i
nekoliko izvestaja o ovakvim tumorima kod muskaraca
[7,8]. Etiologija ovih tumora je i dalje nepoznata.

3 £
g '&*'i £

Slika 4. Fotografisano prvog dana nakon operacije

Figure 4. A picture taken on the first day upon surgery

cupied the whole breast. Despite the obvious change,
the parenchyma of the left breast could not be seen.

A simple mastectomy was performed with no ax-
illary lymph node dissection (Figures 2,3,4). The histo-
pathological examination upon surgery showed a bor-
derline phyllodes tumor of the breast. In the cross-sec-
tion, almost all the breast tissue was infiltrated by the
tumor which was 18x17x7 cm in size. The tumor’s in-
tersection was found to contain numerous central cav-
ities which were necrotic.

Slika 6. Histoloski presek tumora dojke na kome se vidi filodni tumor (H&E
boja x 4)

Figure 6. A histological section of breast tumor showing phyllodes tumor (H&E
stain x 40)

The stroma of the tumor was moderately cellular.
It was found to possess a mild pleomorphism and low
mitotic index, which was partially hyaline modified.
The epithelial component was found to be partly atro-
phic, and partly of a squamous metaplasia, and focal
atypical hyperplasia (Figures 5, 6).
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Benigni filodni tumori se najcesée prezentuju kao
bezbolne izrasline u dojci. Siroka lokalna ekscizija je
najcesci tip operacije koji se izvodi u takvim slucajevi-
ma [9]. Inicijalna dijagnoza filodnog tumora zasniva se
na klinickom pregledu, mamografiji, ultrazvuku i aspi-
raciji tankom iglom (FNA), ali se kona¢na dijagnoza po-
stavlja na osnovu histopatoloskog nalaza. Dok se beni-
gni tumori mogu leciti parcijalnom resekcijom dojke,
rekurentni, maligni i masivni tumori zahtevaju mastek-
tomiju bez aksilarne disekcije. Bilo je pokusaja primene
adjuvantne terapije uz radioterapiju i/ili hemioterapiju,
iako je ova vrsta terapije imala samo ogranic¢enu efika-
snost [10,11].

Prema smernicama Svetske zdravstvene organiza-
cije (5Z0), filodni tumori se dele na benigne, grani¢ne
(borderline) i maligne na osnovu tri glavne karakteri-
stike: 1) stepena tumorske stromalne Celijske atipije; 2)
broja mitotickih figura na 10 polja velike snage; i 3) ste-
pena prerastanja strome. Nekroza tumora i izgled ivica
resekcije takode se uzimaju u obzir pri kategorisanju
filodnih tumora [12,13].

Lokalni recidivi

ZabelezZen je Sirok raspon stopa lokalnih recidiva od 10-
40%, dok je u vecini slu¢ajeva u proseku bilo re¢ o 15%.
Kada dode do lokalnog recidiva, Cesto je re¢ o tome
da FT nije u potpunosti uklonjen tokom primarnog hi-
rurskog zahvata. Hirurska margina je jedini nezavisni
prediktivni faktor za lokalni recidiv prema multivarijan-
tnim analizama. Kod vecine pacijenata, takav recidiv je
izolovan i stoga nije u vezi sa pojavom udaljenih meta-
staza. Ipak, ponovljeni lokalni recidivi se desavaju kod
manjeg broja pacijenata, $to ¢esto nema veze sa histo-
loskim tipom tumora ili obimom ivica resekcije. Lokalni
recidivi se obi¢no mogu izbedi primenom Siroke eksci-
zije (slobodne margine od 1cm). lako mastektomija u
sustini nije obevezna, ipak je treba razmotriti kao opci-
ju u slucaju lokalnog recidiva nakon lokalizovane ope-
racije grani¢nih (borderline) ili malignih tumora. Ovo bi
u velikoj meri moglo spreciti dalje recidive ili kompli-
kacije. Postoji rizik od agresivnog lokalnog recidiva koji
rezultuje Siroko rasprostranjenom bole$¢u grudnog
kosa gde dolazi do direktne invazije plu¢nog paren-
hima. Kada je re¢ o slul¢ajevima filodnog tumora, do
sada su objavljeni izolovani izvestaji o pravilnoj palija-
ciji uz upotrebu radioterapije [14]. Radioterapija moze
imati ulogu u le€enju FT u zavisnosti od broja recidiva,
mitotickog indeksa, veli¢ine tumora, statusa resekcio-
nih margina, kao i ekspresije tumorskih p53iKi67 [15].

Metastaze

Kod oko 10% svih pacijenata sa FT pojave se udaljene
metastaze, pri ¢emu priblizno 25% svih pacijenata sa

A GIANT PHYLLODES TUMOR. A CASE REPORT AND LITERATURE OVERVIEW

DISCUSSION

Phyllodes tumors (PTs) most commonly occur in females
in the 4th or 5th decade of life. This disease is primari-
ly found in women, but there have been a few reports
of these tumors in male breasts as well [7,8]. The cause
of these tumors has not been understood yet. Benign
phyllodes are more commonly presented as painless
breast lumps. The most frequently performed surgery in
case of such tumors is a wide local excision [9]. Upon cli-
nical examination, mammography, ultrasonography and
FNAC, a preliminary diagnosis is made; however, the final
diagnosis is made based on histological findings. Benign
tumors can be treated with lumpectomy, but recurrent,
malignant, and massive tumors require mastectomy wi-
thout axillary dissection. Attempts have been made to
use adjuvant therapy along with radiotherapy and/or
chemotherapy, despite its limited effectiveness [10,11].

As per the guidelines given by the World Health
Organization (WHO), phyllodes tumors are to be divid-
ed into benign, borderline, and malignant based on
the three main characteristics: 1) the degree of cellu-
lar atypia of the stromal tumor; 2) the mitotic activity
measured as the number of cells undergoing mitosis
per area of tissue, typically counted in 10 high-power
fields; and 3) the degree of stromal overgrowth. Tumor
necrosis and margin appearance are also considered
when categorizing a PT [12,13].

Local recurrence

Local recurrence rates have been reported to range
from 10-40%, with most cases averaging approximate-
ly 15%. When local recurrence occurs, it is often due to
an incomplete removal of the original PT during the
primary surgical treatment. The only independent pre-
dictive factor for local recurrence is the surgical mar-
gin, according to multivariate analyses. In the majority
of patients, such recurrence is found to be isolated and
therefore disassociated with the occurrence of distant
metastases. Nevertheless, repeated local recurrence
does occur in a minority of patients, which is often un-
related to either the histological type of tumor or the
extent of the specimen margins. Further wide excision
(with a margin of 1 cm) can usually prevent local recur-
rence. If localized surgery for borderline or malignant
tumors is followed by a recurrence at the same site, it
may be worth considering mastectomy as a possible
option, even though it is not typically necessary. This
could help to increase the chances of preventing fu-
ture recurrences or complications. There is a risk of
aggressive local recurrence resulting in widespread
chest-wall disease where direct invasion of the under-
lying lung parenchyma occurs. For PT cases, isolated
reports of proper palliation using radiotherapy have
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FT na kraju oboli od malignih tumora prema histopato-
loskoj klasifikaciji. Metastaze koje su najudaljenije od
primarnog tumora, mogu se pojaviti bez ikakvih zna-
kova koji bi ukazali na lokalni recidiv. Naj¢e$¢a mesta
na kojima se javljaju takve metastaze su pluca (66%),
kosti (28%), i mozak (9%). U retkim slucajevima, me-
tastaze se takode mogu pojaviti u jetri ili srcu. Obim
primarne operacije ne utice na rizik od pojave meta-
statske bolesti. Cini se da je biologija tumora bolji pre-
diktor rizika od drugih faktora. Metastatski filodni tu-
mori imaju loSu prognozu i ne obecavaju dugoro¢no
prezivljavanje [10].

Pracenje

Zbog ¢injenice da postoji velika verovatnoca za pojavu
lokalnih recidiva kod filodnih tumora, posebno kada
nisu ekscizirani uz upotrebu jasnih ivica, i posto su FT
nepredvidivi u svom rastu i metastatskoj aktivnosti, od
klju¢nog je znacaja da se pacijent redovno kontrolise
na svakih Sest meseci tokom prve dve godine, imajudi
u vidu da su 3anse za pojavu recidiva najvece u prve
dve godine nakon inicijalne operacije. Nakon toga,
pracenje treba da se sprovodi na godisnjem nivou. Pa-
cijenti moraju biti obuceni kako da najbolje sprovode
redovan samopregled dojki i da se konsultuju sa svojim
lekarima ukoliko otkriju bilo kakvu abnormalnost. Na
kontrolama je potrebno obaviti fizicki pregled pacijen-
ta. Ako se otkrije bilo kakva abnormalnost, potrebno
je sprovesti dalja istrazivanja, uz upotrebu ultrazvuka,
mamografije, magnetne rezonance i/ili biopsije tkiva,
u cilju postavljanja precizne dijagnoze i sprovodenja
pravilnog lecenja[10].

lako je hirursko le¢enje FT detaljno obradeno u lite-
raturi, moze biti i jasnije. U nekolicini izvestaja ili izvora
su posebno komentarisani gigantski filodni tumori. Pro-
izvoljna grani¢na tacka za oznacavanje FT kao gigant-
skog filodnog tumora je 10 cm [16]. Takvi entiteti pred
hirurga postavljaju nekoliko jedinstvenih problema.

Na osnovu inicijalnog klini¢ckog pregleda, ultrazvu-
ka i mamografije, filodni tumor koji je ovde prikazan
je dijagnostikovan pre operacije. Odluceno je da se ne
izvodi biopsija tumora bilo koje vrste zbog visokog ri-
zika od krvarenja.

Posto transformacija primarno benignog filodnog
tumora u maligni tumor predstavlja mogudi krajnji is-
hod za svakog pacijenta, od vitalnog je znacaja da se
operacija izvede $to je pre moguce, pre nego sto tumor
dobije Sansu da se transformise u maligni [17].

Siroka ekscizija sa ¢istim ivicama resekcije moze
biti najbolja poletna terapija za maligne FT. Medutim,
rutinska disekcija aksilarnih limfnih ¢vorova se ne pre-
porucuje. Pacijenti koji imaju tumore sa infiltriraju¢im
marginama tumora, prekomernim rastom strome, ati-

Ini¢ Z. etal.

also been published [14]. Radiotherapy may have a role
in the treatment of PT depending on the number of re-
currences, the mitotic index, the size of the tumor, the
status of the resection margins, as well as the tumor’s
p53 and Ki67 expression [15].

Metastases

About 10% of all PT patients develop distant metas-
tases, wherein approximately 25% of all PT patients
eventually experience histologically malignant tumors.
Metastases that are far away from the cancer’s site of
origin can develop without any signs of the cancer re-
turning locally. The most common sites for metastases
are the lungs (66%), bones (28%), and the brain (9%).
In rare instances, metastases may also be found in the
liver or the heart. The extent of the initial surgery does
not affect the risk of metastatic disease. It appears that
tumor biology is a better predictor of risk than other
factors. Phyllodes tumors that metastasize have a poor
prognosis and no long-term survival [10].

Follow-up

It is crucial for patients with phyllodes tumors to have
regular follow-ups at 6-month intervals for the first two
years upon the initial surgery. This is because these tu-
mors have a high chance of recurrence, particularly if
they were not excised using clear margins. Moreover,
phyllodes tumors are unpredictable in their growth and
metastatic activity. The chances of recurrence are at their
highest in the first two years after the surgery. Thereafter
follow-ups are to be done on an annual basis. It is cru-
cial to provide thorough instructions to patients on the
proper technique of regular breast self-examination. If
any abnormality is detected, patients should immedi-
ately consult their doctor. It is important to physically
examine patients during their follow-up appointments.
This allows for thorough monitoring of their condition
and progress. If any abnormalities are found, it is recom-
mended to conduct further investigation using ultraso-
nography, mammography, MRI, and/or tissue biopsy to
ensure an accurate diagnosis and prompt treatment [10].

Although literature has thoroughly addressed sur-
gical management of PTs, it can still be made clearer.
Some reports or sources have specifically mentioned
giant phyllodes tumors. The arbitrary cut off point for
designating a PT as a giant phyllodes tumor is 10 cm
[16]. Such entities present the surgeon with several
unique management problems.

Based on the initial clinical examination, ultraso-
nography, and mammography, the phyllodes tumor
presented here had been conclusively diagnosed prior
to surgery. It was decided against performing any type
of biopsy of the tumor due to the high risk of bleeding.
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pijom i celularno$¢u imaju visok rizik za pojavu meta-
staza i treba ih pomno pratiti [18].

lako je pacijentkinja iz ove studije sluc¢aja imala fi-
lodni tumor 15 godina, on nije prerastao u maligni i to
je najznacajnije od svega.

Tokom prve godine pracéenja, nije bilo pojave lokal-
nih recidiva.

ZAKLJUCAK

Filodni tumori dojke predstavljaju neuobicajen, ali in-
trigantan tip fibroepitelnih neoplazmi. Precizna preo-
perativna dijagnoza i adekvatna hirurska intervencija
su od klju¢nog znacaja za isklju¢enje pojave pozitivnih
margina koje mogu dovesti do lokalnog recidiva, me-
tastaza, i smanjenih izgleda za prezivljavanje, a poma-
zu i da se izbegnu ponovne operacije.

Sukob interesa: Nije prijavljen.
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Since a malignant transformation of a primarily be-
nign phyllodes tumor is an eventual outcome for any
patient, it is vital that surgery is conducted as early as
possible before the tumor transforms into a malignant
one[17].

For malignant phyllodes tumors (PTs), it may be
best to begin with wide excision that leaves a clear
margin. However, routine axillary lymph node dissec-
tion is not recommended. Patients with tumors that
have infiltrating tumor margins, severe stromal over-
growth, atypia, and cellularity have a high risk of me-
tastases, and should be closely monitored [18-26].

Although the patient in this case report had had a
phyllode tumor for 15 years, it did not transform into a
malignant tumor and that is the most important thing
of all.

During the first year of follow-up, no local recur-
rence was found.

CONCLUSION

Phyllodes tumor of the breast is a rare but intriguing
type of fibroepithelial neoplasm. An accurate preop-
erative diagnosis and proper surgery are crucial for
preventing positive margins, which can lead to local
recurrence, metastases, and decreased survival rates.
Avoiding new surgeries is also important.
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