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INFLAMMATORY BREAST CANCER
ABSTRACT

Inflammatory breast cancer is one of the rarest and most aggressive forms of
breast cancer, having relatively distinct clinicopathological features and the
lowest survival rates. It has characteristic dinical findings, but may be con-
fused with locally advanced breast cancer, which can present with the same
physical findings. Biopsy can certainly help confirm the diagnosis. This type of
breast cancer has not benefited significantly from the recent advances that
have been made for the more common forms of the breast cancer. Breast
conserving surgery for inflammatory breast cancer is contraindicated. Radical
mastectomy alone for this disease resulted in less than a 5% survival rate at
5 years. Currently, the management of inflammatory breast cancer requires a
multidisciplinary approach, which combines chemotherapy, surgery, and ra-
diotherapy. This combination has improved the 5-year overall survival to 50%.
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renkte oldugu ciddi agnh timor” seklinde tanimlanmistir

(1). “Memenin inflamatuvar karsinomu” terimini 1924'te ilk
kez kullanan Lee ve Tannenbaum, ciltte eritem ve portakal kabugu
gorinimu (peau d'orange) olan, hastaligin hizli ilerledigi ve koti
prognozlu oldugu 28 meme kanseri olgusu tanimlamislardir (2).
Karakteristik histopatolojik bulgu, bazi olgularda gbézlenen der-
mal lenfatiklerin timor embolileri ile yaygin invazyonu olarak ifa-
de edilmistir.

1 914 yilinda, ilk kez Bell tarafindan “lizerindeki cildin mor

Giiniimizde, Amerikan Birlesik Kanser Komitesi (AJCC) IMK'ni
T4d olarak ve “siklikla memede kitle olmadan ciltte diffliz eritem,
o6dem ve peau d'orange olan klinikopatolojik bir antite” seklinde
siniflandirmaktadir. Burada &zellikle IMK tanisinin klinik bir tani
oldugu, dolayisiyla klinik tablonun olmadigi durumlarda dermal
lenfatiklerin tutulumunun tani icin yeterli olamayacadi vurgulan-
maktadir (3).

iltihabi semptomlarin mekanizmasinda lenfovaskiiler tikanmanin
yani sira, timorden kaynaklanan veya timorin yol actigi bazi inf-
lamatuvar sitokinlerin etkisi olabilecedi de ifade edilmektedir (4).
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OZET

iltihabi meme kanseri (IMK), meme kanserleri arasinda en nadir gériilen ve
kendine dzgii patolojik yapsi ile, en diigiik sagkalimi olan, en agresif seyir-
li hastaliktir. iMK'nin kendine ozgii ozellikleri olmasina ragmen lokal ileri
meme kanseri ile karistinlabilmektedir. Biyopsi taninin teyit edilmesini sag-
lar. Meme kanserinin bu tiiriinde, diger yaygin goriilen meme kanseri tiirle-
rinde olanin aksine, yeni gelismelerden anlamli fayda saglanamamistir. iMK
icin meme koruyucu cerrahi uygulanmasi kontrendikedir. Bu hastalik iin tek
basina radikal mastektomi uygulandiginda 5 yillik sagkalim %5in altindadir.
Giiniimiizde iMK tedavisi kemoterapi, cerrahi ve radyoterapiden olusan mul-
tidisipliner yaklasimi gerektirir. Bu yaklasim 5 yillik genel sagkalimi %50'ye
¢ikarabilmektedir.

Anahtar sozciikler: enflamasyon, meme, kanser

Ne yazik ki, hastaligin erken tanisi miimkin olmamaktadir (6nce-
sinde kendi kendine muayene, klinik muayene ve mamografide
belirti olmamaktadir). Genellikle IMK tanisi kondugunda hastalik
ilerlemistir ve bu durum hasta ve hekim arasinda bazi huzursuz-
luklara yol acabilmektedir.

Epidemiyoloji

ABD'de IMK sikligi tiim invazif meme kanserleri icinde %1-6 ola-
rak belirtilmektedir (1,4). Fas, Cezayir, Tunus ve Misir gibi diinyanin
belli bélgelerinde ise, meme kanserlerinin yaklagik %10-15'ini IMK
olusturmaktadir (5).

Epidemiyolojik calismalar, IMK insidans oraninin 1988-1990 ara-
si yilda 100.000 kadinda 2.0 iken, 1997-1999'da 100.000 kadinda
2.5'a yukseldigini gostermektedir (6). Bu degisim, bu donemlerde
diger meme kanserleri tiplerinde azalma olurken meydana gel-
mis olup anlamlidir (7). IMK sikhdi siyah irkta (100.000'de 3.1), be-
yaz irka gore (100.000'de 2.2) ciddi derecede yuksektir (4). Ayrica
bu hastaliktaki medyan yas, iIMK'li olmayan meme kanserli has-
talardan daha genctir (58'e 63 gibi). Yine IMK'de yasa bagh sikhk
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Sekil 1. Meme kanseri spesifik sagkalim egrileri (SEER [Surveillance,
Epidemiology, and End Results] verileri), LIMK: Lokal ileri meme kanseri,
IMK: llitihabi meme kanseri, ms: medyan sagkalim)

oranlari 50 yasina kadar artmakta ve daha sonra diiserken, IMK'li
olmayan kanserli hastalarda ise bu oran 50 yasindan sonra artma-
ya devam etmektedir (4).

Amerikan Ulusal Kanser Enstitlisi’'ntin 1988-2000 arasi verileri in-
celendiginde, IMK'li kadinlarda medyan sagkalim siiresi (2.9 yil),
lokal ileri meme kanserli (6.4 yil) veya T4 olmayan meme kanser-
li hastalara (> 10 yil) gére 6nemli derecede daha diistktir (Sekil 1)
(7). Ayrica siyah irkta sagkalim, beyaz irka gore daha diisiik bulun-
mustur (2 yila 3 yil gibi). IMK'li ve &strojen reseptérii (ER) negatif
olan hastalarda sagkalim, ER pozitif hastalara gore daha kot bu-
lunmustur. Yeni tani konmus IMK'll hastalarin %23'linde metasta-
tik hastalik saptanirken, IMK'li olmayan kanser olgularinda bu du-
rum %4 gibidir (7).

Klinik 6zellikler

IMK hizla tipik olara 3 ayda gelisen cilt degisiklikleri ve memede
blylme ile karakterize bir hastaliktir. Bu hastalikta siklikla tg¢ kli-
nik varyantin oldugu disiinilmektedir: primer, sekonder ve giz-
li (okult) (Tablo 1). Gizli tipin daha iyi bir prognoza sahip oldu-
Ju distinilmektedir (8). IMK'da duktal kanser bulunmakla bera-
ber, lobiiler ve mediiller kanser de bulunabilmektedir. IMK sik-
likla ER negatiftir (yaklasik %83), ve yuksek niikleer grad ve di-
ger kanser tiplerine gore daha ylksek oranda lenf nodu tutu-
lumu vardir (9). Ek olarak, iIMK'da tani sirasindaki uzak metastaz
orani (yaklasik %20) , diger kanser tiplerine gore daha yiiksektir.
Yiksek viicut kitle indeksine sahip meme kanserli hastalarda ge-
nel olarak daha koti bir sagkalim da bildirilmistir (10). Buna kar-
sin, Chang ve ekibi IMK'li hastalarda obezitenin sagkalimi etkile-
medigini bildirmislerdir (10). Ayrica IMK'li premenopozal kadin-
larda sagkalim oraninin, postmenopozal olanlara gore daha koti
bulmuslardir (10).
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Tablo 1. inflamatuar Meme Kanseri’nin tiirleri.

Tiir Ozellik

Primer inflamasyon bulgulan
Memede kitle palpe edilmez
ipsilateral aksiller lenf nodlarinda bilyiime

Klinik, radyolojik ve patolojik belirsiz invazif karsinom varligi

Sekonder ~ Daha dnce kanser bulunan memede cilt tutulumu
Mastektomi sonrasi karsi meme ya da
Uzak ciltte niiks
Klinik gidig ve davranis primer IMK’ya benzer
Okult Klinik inflamasyon bulgusu yoktur

Histolojik drneklerde dermal lenfatiklerde tiimdr embolisi varligji
Daha iyi prognoz

Genel olarak, IMK tanisi kétii prognoz belirtisidir ve mortalite-
si diger meme kanseri tiplerine gore yaklasik iki kattir diyebiliriz.
Meme kanserinde erken tani, daha sinirli cerrahi ile esdeger so-
nuglarin alinmasi, radyoterapi, medikal tedavi ve hormonoterapi-
deki yeni gelismeler, genetik calismalar sonucu hasta saghgi ile il-
gili ciddi olumlu gelismeler olmasina ragmen, IMK tedavisi ve so-
nuclarinda ne yazik ki 6nemli bir gelisme olmamistir (11-16). Bu
durum, asagidaki maddelerle aciklanabilir:

1. IMK'de cok erken evrede lenfovaskiiler invazyon veya embo-
li gelismektedir. Bu durum, memede kitle olmasa da uzak me-
tastaz gelistirebilmektedir (17).

2. Bulenfovaskiler embolilerin olmasi ve hastaligin memede ya-
yilmaya egilimli olmasi sonucu, meme koruyucu cerrahi bir se-
cenek olamamaktadir.

3. IMK'de aksiler lenf ganglionlarinin tutulma sansi yiiksek oldu-
Ju icin, sentinel lenf bezi biyopsisi uygulamasinin yeri yoktur.

4. IMK'de siklikla kitle olmamakta, hastalik lenfovaskiiler embo-
lilerle viicuda yayilabilmektedir. Bu bakimdan erken tani ama-
ayla yapilacak tarama mamografileri yararli olmamaktadir.

5. IMK olgularinin cogu ER negatif olduklari icin, tamoksifen ve
kemoprevansiyon olgularin cogunda etkili degildir.

6. BRCA1, BRCA2 ve PTEN genetik yapilari bircok meme kanse-
rinde predispozan faktér olmalarina ragmen, iIMK'de predis-
pozan faktor olduklari diistinilmemektedir.

7. IMK olgularinda ciddi sayida ER pozitif veya HER-2/neu eks-
presyonunda artis gorilebilmekte ve dolayisiyla tamoksifen
veya trastuzumab'tan yarar gérmeleri beklenmesine ragmen,
genel sagkalimin bu ve benzer tedavilerle yalnizca minimal
diizeldigi gosterilmistir (18).

Ayirici tani

Karakteristik klinik bulgulari olmasina ragmen, iMK lokal ile-
ri meme kanseri (LIMK) ile kanstirilabilmektedir. lyi bir anam-
nez, tedavi ve prognozunda ciddi farklilik olabilen bu iki hastaligi

B



The Journal of Breast Health

o0

Tablo 2. Lokal ileri Meme Kanseri (LIMK) ile inflamatuar Meme Kanseri’nin

(IMK) karsilasirimasi.

Limk imk

Olugumu uzun zaman alir (>3 ay) Olusumu kisadir (<3 ay)

Dermal lenfatik tutulumu yoktur Dermal lenfatik tutulumu olasidir

Siklikla hasta kitle palpe eder Hasta hizll, ilerleyici cilt

degisikliklerini tarifler
Yasl hastalardir
ER / PR pozitifligi siktir

Geng hastalardir

ER/PR negatifligi siktir

Siklikla pozitif lenf nodu tutulumu
Siklikla yiiksek timor gradi
Mikrometastaz yoktur Mikrometastaz olasidr

Anjiyogenez ve lenfanjiyogenezde
artis mimkiindir

Her-2/neu, Rhoc GTPase ve NF-«xB
sentezinde artis miimkundir

Anjiyogenez ve lenfanjiyogenezde
artig olasidir

Her-2/neu, Rhoc GTPase ve NF-kB
sentezinde artis olasidir

Yasla siklik artar Siklik >50 yasta plato yapar

5 yillik genel sagkalim %44-79 5 yillik genel sagkalim %41

ayirmada énemlidir. Onceleri LIMK ve IMK'nin ayni hastalik spekt-
rumunun farkli noktalar oldugu dustinilmekteydi. Ancak, yapilan
calismalar bu iki hastalik tablosunun klinik gériiniim ve seyri agi-
sindan farkli antiteler oldugunu ortaya koymustur (Tablo 2).

Tedavi stratejisi olarak, her iki hastalikta da neoadjuvan kemote-
rapi, cerrahi ve radyoterapi vardir. Ancak, uygulanan lokal teda-
vi ve beklenen sagkalim oranlan farkhdir. IMK'li hastalarda bek-
lenti LIMK hastalarindan daha dsiiktir, mortalite IMK'lilerde
LiMK'lilerin iki katidir (3). Hortobagyi ve ekibinin serisinde 5 yil-
Iik genel sagkalim LIMK evre llIA hastalarinda %79, IlIB'de %44 ve
iMK'lilerde ise %41 olarak saptanmistir (19).

Mastit de ayirici tanida 6nemlidir. Mastit tablosu genellikle lak-
tasyon doneminde gelismekte, cilt degisiklikleri (kizariklik, has-
sasiyet, 6dem) ve ates, titreme, bitkinlik ve l6kositoz ile ken-
dini belli etmektedir (8). Abse gelisebilir. Mamografide normal
bulgular veya artmis dansite gérinimd, ultrasonografide art-
mis kanlanma, ciltte kalinlasma ve abse goérilebilmektedir (20).
Mastit antibiyotik tedavisinden yarar gorir, 2 haftalik tedavi-
ye cevap vermezse iMK'yi atlamamak icin biyopsi yapmak ge-
reklidir.

Radyasyon dermatiti IMK'nden ayrilmasi gereken diger bir durum-
dur. Burada sadece radyasyon sahasinda ve glines yanidi seklinde
bir gortiniim vardir. Nemli bir cilt doklntisi gelisebilir, bu da 2-3
haftada gecer. Odem gelismesi tipik degildir (8).

Ayiricl tanida diistniilmesi gereken diger hastaliklar meme len-
fomasi, Paget hastaligi, erizipel, tlberklloz, metastatik mide
veya over kanseri, atopik dermatit, psoriazis, ekzema, idyopatik
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Fizik Muayene Anamnez
Mamografi
Lezyonun tespiti
Biyopsi
(cildi iﬁeren)
EVRELEME

v

inflamatuar Meme Kanseri
TANI

\

NEOADJUVANT KEMOTERAPI
Antrasiklinli ya da antrasiklin/taksan kombinasyonu +
Transtuzumab (EEBB2 pozitif ise)

a~ ~-a
Tamya da
kismi yanit Yanit i)k
CERRAHI KEMOTERAPI

Onceden taksan verilmemigse

v

Modifiye radikal mastektomi
Geciktirilmis rekonstriiksiyon
Memenin korunmasi,

yalniz asagidaki protokol Yanit yok
RADYOTERAPI Operabl Operabl degil
HORMONAL TEDAV < LT

ER(+) ve/veya PR(+) Timorler

Sekil 2. inflamatuar meme kanserinde tani ve tedavi algoritmasi.
ER(+): Ostrojen reseptor pozitif, PR(+): Progesteron reseptor pozitif

granilomat6z mastit, sistemik lupus eritematozis, ve kalsiflaksis
sayilabilir (21,22). Bu sekilde ayirt edilmesi gereken bircok hasta-
likta icin iyi bir anamnez, fizik muayene, goriintiileme yontemle-
ri, gerek gorilirse steroidlerle deneme tedavisi ve biyopsi tanida
yardimci olacaktir. Unutulmamalidir ki, IMK'nde taniyi bir an énce
koymakta hayati 6nem vardir.

Tani yontemleri

Radyolojik ¢alismalar

iIMK klinik bir tani olmasina ragmen, gériintiileme calismalari me-
medeki hastaligin tanimlanmasi, karsi memenin ve bolgesel lenf
nodlarinin degerlendirilmesi, uzak metastazin arastirilmasi ve te-
daviye yanitin degerlendirilmesi bakimindan hastanin tam ola-
rak incelenmesinde 6nemli rol oynamaktadir. Bu konuda mamog-
rafi, ultrasonografi (USG), Manyetik Rezonans (MR) ve Pozitron
Emisyon Tomografisi —Bilgisayarli Tomografi birlikte goriintileme-
si (PET-BT) onemlidir.

Mamografi: IMK'nde en sik mamografik bulgular yaklasik %83 ora-
ninda ciltte kalinlagsma ve %73 oraninda trabekiler distorsiyon
seklindedir (22). 1988- 2000 yillari arasinda yapilan genis calisma-
larda IMK'nde mamografide kitle goriintiilenmesi %16 oraninda
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gerceklesmistir (23). 2003-2007 arasi yapilan ¢alismalarda ise, bu
oran %32'ye kadar ¢ctkmistir (22). Bu farkin, mamografideki gelis-
meye bagl oldugu distiniilmektedir.

USG: IMK’nde ultrasonografi gerek memedeki lezyonun tanimlan-
masinda, gerekse de bolgesel lenf nodlarinin durumunun saptan-
masinda faydalidir. Farkli calismalarda memede kitle, yapisal dis-
torsiyon ve ciltte kalinlasma yaklasik %95 oraninda gérilmis ve
bolgesel aksiller lenf nodlarindaki tutulum %93 oraninda sapta-
nabilmistir (22). Ayrica infraklavikuler, supraklavikuler ve internal
mammarya nodlarinin tutulumu da sirasiyla %50, %33 ve %13
oranlarinda saptanmistir (24). Ultrasonografi, bazi olgularda yapi-
lacak bir biyopsi oncesi kitlenin yerinin saptanmasinda da yarar-
hdir.

MR: MR gériintiileme IMK tanisinda mamografi ve ultrasonografi-
den daha Ustin bulunmustur (20,22). Yang ve ekibinin yaptigi ca-
lismada primer meme lezyonunun ortaya konmasinda MR %100,
PET-BT % 96, USG %95 ve mamografi de %80 oraninda basaril bu-
lunmustur (22). MR'In hastanin MR cihazi icinde cektigi sikinti, tek
koil capinin olmasi ve bu nedenle cok biiyiik veya kiicik memeli
hastalarin MR'inin ¢ekilememesi gibi dezavantajlari vardir.

PET-BT: Bu yontem ayni goriinti istiinde fonksiyonel ve anatomik
bir gériintiileme saglamaktadir (25). Yang ve ekibi PET-BT'yi IMK'li
24 hastada memedeki lezyonu tanimlamada %96 oraninda basa-
rih bulmuslar (22), Le-Petross ve ekibi de PET-BT'nin kendi olgulari-
nin %63’'Uinde multisentrisiteyi, %88'inde bolgesel nodal hastalgi
ve %38'inde de uzak metastazi gostermekte basarili bulmuslardir.

IMK'l hastalarin yaklasik %25inde tani sirasinda uzak metastaz
saptanmaktadir (26). Bu bakimdan bu hastalarda iyi bir anamnez,
fizik muayene ve yukardaki tetkiklere ilaveten tiim viicut kemik
sintigrafisi, toraks, karin ve bas BT tetkikleri, karaciger enzimleri ve
alkalen fosfataz tetkiki gerekebilir.

Biyopsi

IMK klinikopatolojik bir hastaliktir ve biyopsi kesinlikle taniyi
dogrulamakta énemlidir. Dermal lenfatiklerde timér embolile-
ri olmasi IMK icin spesifik kabul edilir; ancak, bu durum olgularin
ancak %75'ine varan oranda goriilmektedir, yani tani bu olma-
dan da konabilmektedir (8). Cerrahi cilt biyopsisi, ciltten punch
biyopsi, palpabl kitle veya adenopati varsa bunlardan kor biyop-
si tanida yardimaidir. ince igne aspirasyon biyopsisinin yarari si-
nirhdir.

iMK’nde molekiiler patogenez

Primer IMK'li kadinlarin hemen hemen tamaminda tani sirasin-
da lenf nodu tutulumu ve yaklasik licte birinde de uzak metastaz
vardir (27,28). Dolayisiyla, sagkalimi da diisiik olan bir hastaliktir.
IMK'nin bu kadar agresif seyretmesi bazi molekiiler patolojik bul-
gularla aciklanabilir. IMK'indeki molekiiler belirtecler Tabo 3'te ve-
rilmistir.
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Tablo 3. inflamatuar Meme Kanseri'nde molekiiler belirtegler.

IMK IVIK digt
ER(-) %56(88) %36(88)
PR(-) %70(88) %49(88)
ERBB2(T) %52(118) %25-30(119)
P53 (1) %57(95) %37(95)
E-cadherin(T) %100(120) %68(120)
RhoC (1) %90(101) %38(101)
WISP3 (-) %80(101) %21(101)

IMK: inflamatuar meme kanseri, ER: dstrojen reseptor, PR: progesteron reseptor,
(-): ekspresyonun olmamasi, (1): asin ekspresyon

Tedavi

iIMK'nin tedavisi son 30 yilda cok degismistir. Tarihi olarak, IMK'nde
tedavi olarak sadece radikal mastektomi uygulanmasi 5 yillik
sagkalimda %5'ten daha disik bir sonuca yol agmistir (29,30).
Cerrahiye radyoterapi (RT) eklenmesi, genel sagkalimda bir diizel-
meye yol agmadan lokorejyonal hastalik kontrolunu diizeltmis ve
bu durum IMK'nin erken asamalarda bile sistemik bir hastalik ol-
dugunu dustndurmistir (31,32). Ayrica, en genis serilerde cerra-
hi ve RT 6ncesi uygulanan primer sistemik kemoterapinin (KT) 5
yillik sagkalimi %30-50’lere tasidigi gosterilmistir (33,34).

Bugiin icin, IMK'nin tedavisi icinde KT, cerrahi ve RT’nin bulundu-
gu multidisipliner bir yaklasimi gerektirmektedir (24).

Kemoterapi

IMK tedavisinde taniyi takiben ilk uygulanmasi gereken tedavi pri-
mer sistemik tedavi (neoadjuvan KT) olmalidir. Bunun iki ana maci
vardir: 1. Bu hastalikta daha cok baslarda sistemik mikrometas-
tazlar oldugu distinilmekte kot sagkalimda bu durumun 6ne-
mi vurgulanmaktadir (4,24). Metastazlara etki etmek ilk amactir.
2. Tumor ve varsa aksilladaki tutulumun KT'ye verdigi cevabi gor-
mek, hastaligin ciddiyetini anlamak ve hastayi operabl hale ge-
tirmek te ikinci amactir. Bu konuda italya'da Milan Ulusal kanser
enstitlisi (35), Teksas Universitesi M.D. Anderson Kanser Merkezi
(27,36-38) , Fransiz Adjuvan Calisma Grubu GETIS 02 (34), ingiliz
Columbia calismasi (39) gibi bircok prospektif calisma mevcuttur.

Ana tedavi antrasiklin bazli kombinasyon seklindedir. Tipik ola-
rak FAC (siklofosfamid, doksorubisin, 5-florourasil) veya FEC (sik-
lofosfamid, epirubisin, 5-florourasil) tedavisi uygulanmaktadir.
Farkli gruplar karsilastirldiginda hastaliksiz sagkalim bakimindan
ana etken, “patolojik tam cevap” olarak bulunmustur. Uzatilmis KT
(dort veya daha fazla kez) bu cevabin alinmasinda (¢ veya daha
az KT uygulanmasindan daha etkili bulunmustur (27,40,41). Klinik
tam cevap orani, birkag istisna hari¢ patolojik tam cevap ile uyum-
ludur. Patolojik tam cevap, %13-30 arasinda iken, klinik tam ce-
vap daha yiiksek oranda olup %70-90 gibidir. Antrasiklinli teda-
viye taksanlarin (paklitaksel ve dosetaksel) eklenmesi &zellikle
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tedaviye yeterli yanit alinmayan olgularda patolojik tam cevabi
ylikseltmis ve genel sagkalimi da 41 aydan 52 aya uzatmistir (42).

Son 10 yilda, daha iyi sonuclar almak amaciyla yiiksek doz KT
ve stem hicresi veya kemik iligi nakli calismalari yapilmigtir (43-
45). Toksisitesi ylksek olan bu yontemde artmis yanit gosteril-
se de genel ve hastaliksiz sagkalimda fark goriilmemistir. Ayrica
HER-2/neu pozitif hastalarda tedaviye trastuzumab ve lapatinib
eklenmektedir. Dawood ve ekibinin yaptigi 111 hastalik seride
%95 klinik cevap alinmis, ancak sagkalim karara baglanmamistir
(46). Neoadjuvan tedaviye ek olarak antianjiyojenik bevakizumab
(Avastin) tedavisi, tirozin kinaz inhibitorleri gibi tedaviler de glin-
demdedir (47).

Hormonal Tedavi (HT)

iIMK'leri genellikle &strojen ve progesteron reseptér (ER ve PR) ne-
gatiftirler (48). Ancak, az sayida ER veya PR pozitif hastada hasta-
nin menopoz durumuna gore tamoksifen veya aromataz inhibi-
torleri ile adjuvan hormonoterapi eklenmelidir (49).

Cerrahi tedavi

iIMK'li hastalarda KT sonrasi mastektominin roli tartismalidir. De
Boer ve ekibinin 54 hastalik 5nce neoadjuvan KT, sonrasinda yal-
niz RT veya cerrahi ve RT uygulanmis serisinde cerrahinin lokal
nikst azaltmada bir katkisi olmadigi gosterilmistir (50). Burada
ilk grupta %42, ikinci grupta ise %34 gibi anlamli farki olmayan
sonuglar gézlenmis, ayrica hastaliksiz sagkalim ve genel sagkalim
acisindan da istatistiksel olarak anlamh bir fark saptanmamistir.
Buna karsin Kell ve Morrow tarafindan literatiir Gizerinde yapilan
calisma, cerrahinin hastaligin klinigi hakkinda ek bilgiler saglan-
masl, KT'ye yanitin 6grenilmesi, ve lokal hastalik kontroltini kolay-
lastirlmasi ve dolayisiyla hastanin gelecegdi hakkinda fikir yGriti-
lebilmesi agilarindan yararl oldugunu gostermistir (51).

Gunimizde, Ugli tedavi (neoadjuvan KT+ cerrahi+ RT) ile ikili te-
davinin (neoadjuvan KT+ cerrahi veya RT) kiyaslandigi randomize
bir calisma yoktur. Bu bakimdan, KT sonrasi hastaligin lokal kont-
rolunun saglanmasi, hastaliksiz sagkalim ve genel sagkalimin en
iyi sekilde saglanmasi acilarindan tek mi yoksa ikili tedavinin mi
verilmesinin daha etkili olacagini sdylemek kolay degildir.

Cerrahi tedavi olarak, secilecek tedavi modifiye radikal mastek-
tomidir (MRM) (50). Ameliyat, KT tamamlandiktan 2-3 hafta son-
ra yapilmalidir. Ameliyatta sinir negatifliginin saglanmasi ok
onemlidir, ¢linki pozitif sinir oldugu zaman lokal kontrol, hasta-
liksiz sagkalim ve genel sagkalim olumsuz etkilenmektedir. Curcio
ve ekibi IMK'li hastalarda yaptiklari calismada, 3 yillik lokal kont-
rol, hastaliksiz sagkalim ve genel sagkalimi negatif siniri olanlar-
da sirasiyla %60.3, %37.5 ve %47.4 olarak, pozitif sinir olanlarda
ise %31.3, %16.7 ve %0 olarak saptamislardir (52). Retrospektif
yapilan 485 IMK'li hastayi kapsayan ingiliz Columbia calismasin-
da 1980-2000 yillari arasinda mastektominin artan kullanimi lo-
korejyonel niikssiiz sagkalimi istatistiksel olarak anlaml derece-
de duizelttigi gosterilmistir (39). Mastektomi orani 1980-1985 arasi
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%11 iken, 1996-2000 yillari arasinda %69'a ¢cikmistir. Lokorejyonel
niikssiiz 10 yillik sagkalim mastektomi grubunda %63, mastekto-
mi yapilmayan grupta ise %34 olarak saptanmistir. 10 yillik meme
kanserine 6zel sagkalim mastektomi grubunda %37, meme koru-
yucu grupta ise %23 olarak saptanmis olup, bu degerler ise istatis-
tiki olarak anlamli degildir. Tim bulgular ve meme koruyucu cer-
rahi yapildiginda kalabilecek n hastaligin boyutu hakkinda bir go-
riis ileri sirmenin zor olmasi bakimindan MiK'li hastalarin tedavi-
sinde Meme koruyucu cerrahiyi &nermek zordur (53). Ayrica, mas-
tektomi sonrasi ayni seansta viicudun kendi dokusu veya protez
ile rekonstriiksiyon, lokal niiks oranlarinin yiksekligi, uygulanacak
RT sonrasi doku flebi veya protezin gorecedi zarar, verilecek RT do-
zunun daha fazla olmasinin gerekliligi bakimindan 6nerilmemek-
tedir (54-56). Ayni sekilde hastaligin lokal kontrolu yapilamayaca-
gindan cilt koruyucu mastektomi de kesinlkle dnerilmemektedir.

iIMK'li hastalarda %55-85 oraninda aksiler tutulum bildirilmektedir
(1). Gerek aksiler tutulum oranlarinin yiiksekligi ve gerekse de lenf
yollarinin timor hiicreleri tarafindan tikali olmasi bakimindan ak-
sillay1 degerlendirmede sentinel lenf bezi biyopsisi 6nerilmez, ak-
siler disseksiyon onerilir (57).

Radyoterapi

Sistemik KT ve mastektomiyi takiben, radyasyon tedavisi metasta-
z1 olmayan tiim IMK'li hastalara énerilmektedir (1). Bu tip kanser-
lerde tiim ¢alismalarda olmasa da genel olarak RT'nin lokal kont-
rolu arttirdigina dair kuvvetli egilim vardir (58,59).

Bu konuda, Eastern Cooperative Onkoloji Grubu’nun lokal ileri
meme kanseri olan ve 6 kez neoadjuvan kemohormonal tedavi
sonrasl progresyonu olmayan 332 kadinda yaptigi calisma deger-
lidir (59). Kadinlar yalnizca cerrahi uygulanan veya cerrahi ve son-
rasinda RT uygulanan hastalar olmak tizere iki gruba ayrilmislardir.
9 yillik takip sonucunda, genel sagkalim bakimindan iki grup ara-
sinda bir fark gériilmemistir. Ancak, lokorejyonel basarisizlik oran-
lar birinci grupta %27 iken, ikinci grupta %4 olarak saptanmistir.
Dolayisiyla, IMK gibi yiiksek riskli meme kanseri hastalarinda ek
olarak RT onerilmektedir (60,61).

RT uygulamasinda tiim lokorejyonel bélgenin (aksilla, supra, inter-
nal mammarya, g6giis duvari) alan icine alinmasi ¢cok dnemlidir.

RT uygulamasinda, ciltte fibrozis, telanjiektazi, lenfédem, i¢ organ-
larda yapabilecegdi olumsuz etkiler iyi degerlendirilmeli ve gerekli
onlemler (bolgenin fotografinin ¢ekilmesi, 3 boyutlu BT ile deger-
lendirme gibi) alinmahdir.

Gelecekle ilgili goriisler

iMK, genellikle erken tani konamayan, siklikla tani kondugu
anda zaten metastaz yapmis bulunan oldukca agressif seyir-
li bir hastaliktir. Neoadjuvan KT, cerrahi ve RT'nin de icinde bu-
lundugu kombine bir tedavi ile 5 yillik sagkalim %50 oranina ka-
dar getirilebilmistir. Daha etkin bir tedavi icin hastaligin moleku-
ler yapisi arastirilmaktadir. Buradaki gelismeler yeni tedavilere isik
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tutabilecektir. Bugiin icin, bazi molekuler belirtecler (anjiojenik
faktorler, E-cadherin ve RhoC) ortaya konmustur. Bir antianjiojenik
inhibitord olan bevacizumab arastirilmaktadir. Anti-VEGF ajanlari,
farnesyl transferaz inhibitorleri arastiriimaktadir (1,62).

Bir diger calisma M.D. Anderson'da yapilmakta, capecitabine
(Xeloda) ve RT ‘nin birlikte uygulanmasi ile inoperabl meme kan-
serli hastalarin %91 oraninda operabl hale getirilebildigi ifade
edilmektedir (63).

Sonug olarak; iIMK'nde bugiin icin olumsuz olan tablo, ancak er-
ken tani konabilir ve etkili tedaviler bulunabilirse degisebilecektir.

Ozet

IMK meme kanserinin en agressif bir tiiri olup, en kéti bir
sonuca sahiptir. Fizik muayenede 6dem, eritem ve peau
d'orange gibi cilt degisiklikleri ile birlikte blytimis bir meme
mevcuttur. Bulgu ve semptomlar hizla ilerler.

Ayirici tanida mastit, travma, enflamatuvar bag dokusu has-
taliklari, bazi malign hastaliklar disiiniilmeli ve siiphe duru-
munda biyopsi yapmakta acele edilmelidir.

Biyopside dermal lenfatiklerin tutulmasi tipiktir.
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KLINIK OZELLIKLERI

Aykut Soyder®, Fiisun Taskin2, Serdar Ozbas?

'Adnan Menderes Universitesi Tip Fakiltesi, Genel Cerrahi Anabilim Dall, Aydin, Tirkiye
’Adnan Menderes Universitesi Tip Fakiiltesi, Radyoloji Anabilim Dali, Aydin, Tirkiye

Sunuldugu Kongre: 11. Ulusal Meme Hastaliklari Kongresinde sunulmustur.

THE CLINICAL FEATURES OF PATINTS WITH SYNCHRONOUS BILATERAL
BREAST CARCINOMA

Purpose: Patients with unilateral breast cancer are at a higher risk accord-
ing to the normal population for the presence of cancer in the contralateral
breast. Determining the factors that increase the risk of developing bilateral
breast cancer provides detection the contralateral breast cancer at an early
stage, the possibility of breast conservation surgery, a high disease-free sur-
vival rate and prolongation of life.

Patients and Methods: Between July 2006 and September 2011, 311 women
were treated for primary operable breast cancer, and data was analyzed retro-
spectively. 10 (3.2%) revealed synchronous bilateral breast cancer, the clinical
and histopathologic features of these tumors were evaluated.

Results: The median age of the patients with bilateral breast cancer was 42
(28-55) years. Two (20%) of synchronous patients revealed positive family
history. Six (60%) patients were in premenopausal status. 15 (75%) of them
progesterone receptor positivity, and 3 (30%) of them multicentricity were re-
corded. 3 (15%) tumors was developed in fibrocystic area. The most common
histopathologic type was invasive ductal carcinoma [16 (% 80)].

Conclusion: Patients with risk factors such as young age, multicentric disease,
developed in fibrocystic area, positivity for progesterone receptor and family
history should be evaluated carefully because of the risk of developing bilat-
eral breast cancer.

Key words: breast cancer, synchronous, bilateral

adinlarda bilateral meme kanseri (BMK) goriilme sikligi
Kdegi§ik serilerde %2-11 arasinda oldugu bildirilmistir (1).

BMK, ikinci timorun tespit edilme zamanina gore senk-
ron ve metakron olarak alt gruplara ayrilir. Her iki memede senk-
ron kanser %1-2, metakron kanser goriilme orani ise %5-8'dir (2).
Senkron meme kanseri ilk meme kanseri tanisindan sonraki bir yil
icerisinde karsi memede tani konulmus meme kanseri olarak ta-

nimlanir. Senkron kanseri tanidan sonra ilk 3 ayda teshis edilen

OZET

Amag: Tek tarafl meme kanseri saptanan hastalar, karsi memede de kanser
varlig agisindan normal populasyona gore daha yiiksek risk altindadr. Bila-
teral meme kanseri gelisimi agisindan risk artimina neden olan faktorlerin
belirlenmesi karsi meme kanserinin daha erken evrede tespit edilmesini ve
meme koruyucu cerrahi uygulama imkani, yiiksek hastaliksiz sagkalim ora-
ni ve yasam siiresinin uzamasini saglamaktadr. Bilateral meme kanseri go-
riilme sikhdi degisik serilerde %2-11 arasinda degismektedir. Karsi memede
senkron tiimor saptanma orani ise sadece %1-2dir.

Hastalar ve Yontem: Adnan Menderes Universitesi Tip Fakiiltesi Genel Cerrahi
Klinigi'nde, Temmuz 2006 - Eyliil 2011 tarihleri arasinda meme kanseri nede-
niyle opere edilen 311 hastaya ait kayitlar retrospektif olarak incelendi. Bu has-
talardan 10’unda (%3.2) senkron bilateral meme kanseri saptandi. Bu olgula-
ra ait klinik ozellikler ve tiimorlere ait histopatolojik ozellikler degerlendirildi.

Bulgular: Senkron bilateral meme kanseri saptanan hastalarin yas ortalama-
s1 42 (28-55) olarak bulundu. ki (%20) hastada aile dykiisii pozitiflii (anne ve
abla meme kanseri) ve 3 (%30) hastada multisentrisite goriiliirken; hastalarin
6's1 (%60) premenapozal donemdeydi. Histopatolojik incelemede en sik invaziv
duktal karsinom [16 (%80)] saptandi. Tiimorlerin 15'inde (%75) progesteron re-
septorii pozitifti ve 3 (%15) tiimoriin fibrokistik zeminde gelistigi goriildi.

Sonug: Geng yas, multisentrik hastalik, fibrokistik zemin varligi, progesteron
reseptor pozitifligi ve aile hikayesi gibi risk faktorleri olan hastalar bilateral
meme kanseri gelisme riski nedeniyle dikkatli degerlendirilmelidir.

Anahtar sozciikler: meme kanseri, senkronize, bilateral

kanser olarak kabul eden ¢alismalar da vardir (3). Literatir bilgile-
rine gore metakron meme tiimorleri sikhgr senkron saptananlar-
dan ¢ok daha fazla olma egilimindedir (4).

BMK riskini artiran faktorler arasinda genc yas, aile hikayesi var-
g1, lobuler karsinom histolojisi, multisentrik hastalik, primer tu-
mordeki histolojik farkliliklar, nulliparite, radyoterapi 6ykisu ve
progesteron reseptor pozitifligi sayilmistir (5). Aile hikayesi, BMK’

Gonderilme Tarihi: 12 Kasim 2011 e Revizyon Tarihi: 02 Ocak 2012 e Kabul Tarihi: 07 Ocak 2012

5



The Journal of Breast Health

o0

The Journal of Breast Health 2012 Vol: 8 « No: 2
Meme Sagligi Dergisi 2012 Cilt: 8 + Sayi: 2

Sekil 1. 49 yasinda, bilateral senkron meme kanseri saptanan olguda kraniokaudal (A), saj meme mediolateral oblik (MLO) tomosentez kesiti ve sol meme MLO
mamogramlar (B) goriliiyor. Sa§ meme retroareoler bélgede spikiile, dens kitle (beyaz oklar) izleniyor. Sol memede, meme basinda gekintiye neden olmus, belirsiz
sinirl asimetrik dansite artimi ve trabekiler kabalagma izleniyor (Siyah oklar). Sol aksillada yuvarlak, dens, yiksek kuskulu malign lenf nodlan gériliiyor (kalin siyah

0k). Histopatolojik tani: Bilateral invaziv duktal kanser.

nde 6nemli bir rol oynar; birinci dereceden akrabasi meme kanse-
ri olan kadinlarda meme kanseri tanisi daha erken yasta konur ve
BMK riski ylksektir (3). Ayrica radyoterapi uygulanan kadinlarda
BMK riski artmaktadir (6). Bu calismada senkron BMK tanisi konu-
larak opere edilen 10 hastaya ait klinik ve histopatolojik 6zellikler
diger meme kanserli hasta grubu verileri ile karsilastirild.

Gereg ve yontem

Adnan Menderes Universitesi Tip Fakiiltesi Genel Cerrahi klinigin-
de, Temmuz 2006 - Eyluil 2011 tarihleri arasinda meme kanseri ne-
deniyle opere edilen 311 hastaya ait yas, timoér boyutu (T), aksil-
ler lenf nodu tutulum varhg, timoriin histolojik tipi, timor gra-
di, timor hormon reseptér durumu ile multifokal, multisentrik
olma o&zelliklerinin varhg, yaygin insitu komponent varlig, fibro-
kistik zeminde gelisim 6zelligi ve aile dykistne ait veriler retros-
pektif olarak incelenerek tanimlayici olgu serisi seklinde raporlan-
mistir (Tablo 1). Calismamizda BMK riskini arttiran faktorlerin be-
lirlenmesi amaclandi.

Histopatolojik degerlendirmede sklerozan adenozis, apokrin me-
taplazi ve ektazik duktus (iclerinde kdpiiksii makrofajlar bulunan
dilate duktus yapilari) varligi fibrokistik zemin lehine degerlendi-
rildi.

Senkron BMK' li olgular meme kanseri tanisi nedeniyle diger me-
menin tetkik edilmesi sirasinda tani alan hastalardan olusmak-
tadir.

Bulgular

Olgu gruplarina ait veriler karsilastirildiginda primer tiimér boyu-
tu (T) BMK'li grupta T 2 (%10), T, 10 (%50), T, 6 (%30), T, 2 (%10),
unilateral meme kanserli (UMK) hasta grubundaT 21 (%6.9), T, 92
(%30.5), T, 143 (%47.5), T,37 (%12.3), T, 8 (%2.6 ) hastada saptan-
di. Her iki olgu serisinde de en sik goriilen timor histopatolojik tipi

invaziv duktal karsinomdu. invaziv lobuler karsinom BMK'li grup-
ta goriilmezken UMK'li hasta grubunda 12 (%3.9) hastada saptan-
di. Ortalama patolojik timor boyutu BMK'li grupta 2.3 cm, UMKli
hasta grubunda 2.7 cm olarak belirlendi. Timor gradi BMK'li grup-
ta grad | 11 (%55), grad Il 9 (%45) olguda, UMK'li hasta grubun-
da grad | 108 (%35.8), grad Il 150 (49.8), grad Il 43 (%14.3) olgu-
da saptandi. Aksiller lenf nodu tutulumu BMK'li grupta 12 (%60),
UMK'li hasta grubunda 168 (%54.1) hastada negatifti. Progesteron
reseptor pozitifligi (PR +) BMK'li grupta 15 (%75), UMK'li hasta gru-
bunda 166 (%55.2) olarak belirlendi. Multisentrisite ve fibrokis-
tik hastalik varhgr BMK grubunda 3 (%15), UMK'li hasta grubun-
da ise sirasiyla 21 (%6.9) ve 11 (%3.6) hastada oldugu gorildi.
BMK hasta grubunda 2 (%20) hastada, UMK'li hasta grubunda ise
7 (%2.3) hastada 1. derece akrabada aile 6ykusi pozitifligi mev-
cuttu. Gruplarin yas ortalamalari incelendiginde senkron BMK ta-
nili hastalarin yas ortalamasinin [42] unilateral meme kanserli has-
talarin yas ortalamasindan [48] daha diisiik oldugu gorildi.

Her iki meme de saptanan tiimorlerin histopatolojik 6zellikleri ve
aksiller lenf nodu tutulumlari incelendiginde, bir taraf timaoriniin
boyut, grade, reseptdr durumu, timor histopatolojisi ve ayni taraf
aksiller lenf nodu tutulumu 6zellikleri agisindan %80 karsi taraf ile
uyumlu oldugu gorild.

Tartisma

Meme kanseri tani ve tedavisindeki gelismelere bagli olarak, sag-
kalim sureleri artmaktadir. Bu nedenle tek tarafli meme kanser-
li hastalarin senkron BMK gelisme riski acisindan degerlendiril-
mesi dnem kazanmistir. Literatiirde senkron BMK goriilme orani
%1-2 arasinda degismektedir (2). Hakkinda tartismalar olmasina
ragmen, BMK gelisimi icin kabul edilen risk faktorleri; aile dykisu,
geng yas, lobiiler histoloji, multisentrik hastalik, primer timoriin
kotu histopatolojik differansiyon 6zellikleri, dogum sayisi, meme-
de fibrokistik hastaligin olmasi, PR pozitifligi ve radyoterapi oyku-
stiniin olmasidir (7,8). BMK gelisimi agisindan risk artimina neden
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Tablo 1. Hastalarda saptanan tiimorlerin klinik ve histopatolojik 6zellikleri.

Bilateral meme kanserli hastalar (n:10) (%)

Tiimérlerin klinik ve Unilateral meme kanserli hastalar
histopatolojik ézellikleri (n: 301) (%)
Yas (yil) 42 (28-55) 48(30-78)
Tiimér sayist Sol meme Sag meme
Primer Tiimér (T) (n: 20) tiimarleri tiimérleri
T 2 (10) 2 21 (6.9)
oT, 10 (50) 6 4 92 (30.5)
oT, 6 (30) 3 3 143 (47.5)
o T, 2 (10) 1 1 37 (12.3)
T, 0 8 (2.6)
Bélgesel lenf bezleri (N) Klinik Siniflandirma
e N, 11 (55) 5 6 122 (40.5)
o N, 4 (20) 8 1 103 (34.2)
o N, 5 (25) 2 3 64 (21.3)
o N, - - - 8 (2.6)
Histolojik alt tipler
« invaziv duktal karsinom 16 (80) 7 9 251(83.4)
« invaziv lobuler karsinom 0 12 (3.9)
« invaziv tiibiiler karsinom 0 6(1.9)
« invaziv mikropapiller karsinom 3 (15) 2 1 7(2.3)
o Mediller kanser 0 14 (4.6)
o Duktal karsinoma in-situ 1(5) 1 11 (3.6)
Ortalama patolojik tiimor boyutu 2.3 2.9 1.8 2.7
Grade
ol 11 (55) 5 6 108 (35.8)
oll 9 (45) 5 4 150 (49.8)
olll 0 43 (14.3)
Aksiller lenf nodu tutulumu
opN- 12 (60) 6 6 163 (54.1)
opN + 8 (40) 4 4 138 (45.8)
e1-3 3 (37.5) 1 2 55 (39.8)
¢>3 5 (62.5) 3 2 83 (60.1)
Reseptor durumu
eER + PR + 12 (60) 5 7 123 (40.9)
eER + PR - 3(15) 2 1 72 (23.9)
«ER -PR + 3(15) 2 1 43 (14.3)
oER -PR- 2 (10) 1 1 63 (20.9)
Multifokal 0 17 (5.6)
Multisentrik 3 (15) 2 1 21 (6.9)
Yaygin insitu komponent varhigi 1(5) 1 9(2.9)
Fibrokistik hastalik varhgi 3 (15) 2 1 11 (3.6)
Aile dykiisii varhgi 4 (20) 2 2 7(2.3)
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Sekil 2. 42 yasinda, bilateral senkron meme kanseri saptanan olguda kraniokaudal (A) ve mediolateral oblik (B) mamogramlarda sag meme
Uist dig kadranda kitle (kalin beyaz ok) ve pleomorfik mikrokalsifikasyonlar (beyaz oklar) izleniyor. Sol meme Ust dig kadranda pleomorfik
mikrokalsifikasyon kiimesi (Siyah oklar) goriiliyor. Histopatolojik tani: Bilateral invaziv duktal kanser.

olan bu faktorlerin belirlenmesi, karsi meme kanserinin daha er-
ken evrede tespit edilmesini ve meme koruyucu cerrahi yapiimasi
imkani, yuksek sagkalim orani ve yasam siiresinin uzamasini sag-
lamaktadir (9).

Abdalla ve ark. (8) yaptiklari calismada tiim meme kanserli hasta-
larin %6'sinda BMK saptandigini ve bunlarin unilateral meme kan-
seri (UMK) saptanan gruba gére daha geng yasa sahip oldugunu
bildirmistir. Ayrica Glkemizde yapilan bir calismada meme kanse-
ri nedeniyle bilateral rediiksiyon mammoplastisi uygulanan hasta-
larda bilateral meme kanseri saptanma orani gen¢ yas grubunda
daha sik gorildigi belirtilmistir (10). Calismamizda senkron BMK
tespit edilen hastalarin yas ortalamasi 42 [28-55] olarak bulundu.
Bu donemde klinigimizde meme kanseri nedeniyle opere edilen
UMK'li olgu grubunun yas ortalamasi ise 48’ di (30-78).

Ailede meme kanseri hikayesi olmasinin BMK gelisme riskini 2-4
kat arttirdidi bildirilmistir (11). Calismamizda senkron BMK'li has-
talarimizin 2'sinde (%20) 1. derece akrabada meme kanseri hik-
ayesi varligi tespit edilirken UMK grubunda 7 (%2.3) hastada aile
pozitifligine rastlandi.

Birinci tumoriin histopatolojik tipi BMK gelismesi ile yakindan ilis-
kilidir. invaziv lobuler karsinom, bilateral olma olasiligi yiiksek ola-
rak bilinse de, yapilan ¢alismalar invaziv ve insitu duktal karsino-
munda yliksek oranda bilateral olma egiliminde oldugunu géster-
mistir (8). Caismamizda her iki olgu serisinde de en sik gorilen
tiimér histolojisi invaziv duktal karsinomdu. invaziv lobuler kar-
sinom senkron BMK grubunda gorilmezken UMK grubunda 12
(%3.9) hastada rastlandi

Nielsen ve ark. BMK'li hastalarin %20'sinde multisentrik kanser ol-
dugunu bildirmistir ve bu 6zellik kétl prognozu géstermektedir.
Calismadaki senkron BMK'li hastalara ait timorlerin 3'inde (%15)
UMK grubunda ise 21 (%6.9) hastada multisentrisite mevcuttu.
Ayrica fibrokistik hastaligin BMK riskini artirdigi bildirilmistir (12).
Bizim olgularimizin icinde senkron BMK grubunda 3 (%15) timor-
de, UMK grubunda ise 11 (%3.6) hastada timoriin fibrokistik ze-
minde gelismis oldugu tespit edildi.

Horn ve ark. (13) yaptigi calismada PR pozitifliginin BMK riskini
arttirdigini bildirmislerdir. ER pozitifligi ile BMK gelisimi arasinda
iliski gosterilmemis fakat iyi prognoz isareti oldugu belirtilmistir.
Calismamizda senkron BMK grubunda tiimérlerin 15'inde (%75),
UMK grubunda ise 166 (%55.2) timorde PR pozitifligi tespit edildi.

BMK' nde kabul edilen tedavi yaklasimi, her iki meme kanserini
ayri primer odak olarak kabul edip her iki memeye de uygun gi-
risimin yapilmasidir. BMK prognoz olarak unilateral meme kanse-
rinden farkhlk géstermemektedir (14). Bu konuda karsit fikir ola-
rak isvec'te yapilan bir calismada senkron BMK' li olgularda morta-
lite tek tarafli meme kanserlerine gére daha yiksek bulunmustur
(11). Calismamizda bildirilen senkron BMK hastalarin 2'sine (%20)
bilateral mastektomi, 5'ine (%50) bilateral meme koruyucu cerrahi
uygulandi. Bilateral mastektomiyi ve es zamanl rekonstriiksiyonu
kabul etmeyen 3 (%30) hastaya bir tarafa meme koruyucu cerra-
hi diger memeye mastektomi uygulandi. Aksiller lenf nodu tutulu-
mu 8 (%40) timorde saptandi. 12 (%60) aksillaya uygulanan sen-
tinel lenf nodu 6rneklemesi negatif olarak geldi.

Klinigimizde tedavi edilen senkron BMK olgularinin nemli bir
kismi son bir yilda saptanmistir. Bunun nedeninin radyoloji
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bélimiinde tomosentez yapabilen tam alanh dijital mamogra-
fi ile Manyetik Rezonans Goriintiileme (MRG) cihazlarinin kul-
lanilmaya baslanmasi oldugunu disiintyoruz. Ozellikle dens-
heterojen dens meme yapisi olan kadinlarda mamografi ve ultra-
sonografi incelemesine eklenen dijital meme tomosentezi ve bi-
lateral dinamik kontrastl meme MRGi ile primer timor disinda ek
odaklarin varhgi ve karsi memedeki olasi lezyonlari saptama du-
yarliligi belirgin artmaktadir. Meme kanseri saptanan olgularda,
ozellikle geng yas grubu, mamografik duyarlihgin azaldigi dens
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TRIAL COMPARING SHOULDER-ARM MORBIDITY BETWEEN
EARLY BREAST CANCER PATIENTS TREATED WITH SHORT
COURSE IMAGE GUIDED RADIATION THERAPY AND
CONVENTIONAL POST SURGERY RADIATION THERAPY
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KISA SURELI iMAJ KILAVUZLUGUNDA RADYOTERAPi VE CERRAHI SONRASI
KLASiK RADYOTERAPI iLE TEDAVI EDILEN ERKEN EVRE MEME KANSERLI
HASTALARDA OMUZ-KOL MORBIDITESINi KARSILASTIRAN RANDOMIiZE
BIR KLINiK CALISMANIN ON ANALiZi

OZET

Amag: Omuz/kol morbiditesi radyoterapinin (RT) ve meme cerrahisinin bilinen
bir yan etkisidir. Fakat omuz/kol morbititesi icin RT teknigi seciminin sonuclar
acik bir sekilde tanimlanmamugtir. Bu calismada, erken meme kanserli hastala-
rin omuz/kol morbiditesinin insidansi ve ayrica meme kanserine bagl kolun len-
fodemi (MKBL) de muayene edildi ve konvansiyonel (KRT) ve kisa siireli kilavuz
esliginde RT (KERT) tedavi tekniklerinin karsilastinimasi amaglandi.

Hastalar ve Yontem: 3 hafta postoperatif KERT ve 5-7 hafta KRT uygulanan has-
talani randomize ettik. Tomo Breast calismasinda oldugu gibi (onlarin sonlanim
noktalan kardiak ve pulmoner yan etkiler idi). MKBL ve omuz/kol morbiditesi
ve MKBL RT'yi takiben bir ile ii¢ ay arasinda fiziksel fonksiyon ve common ter-
minology criteria yan etki skalasi kullanilarak degerlendirildi. Istatistiksel yon-
tem olarak dl¢iimler icin t-test ve kategorik veriler icin ki-kare testi kullanild.

Bulgular: 91 hastanin analizi sonucu en az bir omuz/kol morbiditesi dl¢iimii
yan etki skalasina gore skoru >% 80 deneyimli artis ve %18 oraninda MKBL
saptandi. Her iki kol hacmi anlamli 6lgiide artti ve her iki kolda meydana ge-
len hareket kisithhgi anlamli idi. Bununla birlikte iki tedavi grubunda MKBL
insidansinda veya omuz/kol morbiditesinde farklilik anlamli bulunmadi.

Sonug: Tedaviden sonra bir ve iiciincii aylarda kisa siireli KERT ile KRT karsilas-
tinldiginda omuz-kol morbiditesinde artis saptanmadi. Uzun siireli takip ge-
rekmesine ragmen sonuclar kisa siireli tedavi uygulamasini desteklemekte-
dir. Kargi taraf ekstremite morbiditesinin tesadiifi bir bulgu oldugunu goster-
mek icin daha fazla arastirma gerekmektedir.

Anahtar Sozciikler: klinik calismalar, rastgele, omuz, kol, morbidite, lenfodem,
radyoterapi

Gonderilme Tarihi: 05 Subat 2012 - Kabul Tarihi: 28 Subat 2012

ABSTRACT

Purpose: Shoulder/arm morbidity is a known complication of breast cancer
surgery and radiotherapy (RT), but the consequences of choosing one RT tech-
nology over another for shoulder/arm morbidity are not clearly defined. In
this work, we examine early breast cancer patients to compare the incidence
of shoulder/arm morbidity, including breast cancer related lymphedema
(BCRL) of the arm, between conventional RT and short-course, image-guided
RT (IGRT) treatments.

Methods: We randomized patients between post-surgery IGRT over 3 weeks
and conventional RT over 5 to 7 weeks, as part of the TomoBreast trial (whose
primary endpoint was to assess pulmonary and cardiac toxicities). BCRL and
shoulder/arm mobility were assessed prior to and between one and three
months following RT, using physical function assessment and common ter-
minology criteria for adverse events. Intention to treat analyses used the
matched-pairs t-test for continuous measurements and the chi-squared test
for categorical data.

Results: Analysis of the first 91 evaluable patients found that >80% experi-
enced an increase in the adverse event score in at least one shoulder/arm mo-
bility measurement, and 18% had BCRL symptoms. Arm volume on both sides
increased significantly and significant impairment of movement occurred in
both limbs. However, there was no significant difference in BCRL incidence or
shoulder/arm mobility impairment between the treatment groups.

Conclusion: One to three months after treatment, short-course IGRT had not
increased shoulder/arm morbidity compared with conventional RT. Although
confirmation requires a longer follow-up, the results support the use of a
short-course schedule. The incidental finding that morbidity affected the
contralateral limb warrants further investigation.

Keywords: clinical trials, randomized, shoulder, arm, morbidity, lymphedema,
radiotherapy
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Introduction

The position and the movement of the scapulae play an important
role in shoulder mobility, and, following breast cancer surgery,
scapulohumeral and scapulothoracic rhythms are significantly al-
tered. Correspondingly, the most common (1) restrictive sequelae
of surgical (2) and radiation therapy (RT) treatment of breast can-
cer are reduced shoulder range of motion (ROM) and breast can-
cer-related lymphedema (BCRL) on the operated side (3,4), and
subsequent scapulothoracic dysfunction can cause pain and dis-
ability in the shoulder girdle (5). Functional impairment and pain
in the shoulder girdle following breast cancer surgery can likewise
be caused by muscle guarding, muscular and subcutaneous ad-
hesion (6) and fibrosis, in particular of pectoral muscles and fascia
(7). Vascular injury or damage to the joints (1), cell damage and
promotion of chemical nociceptor stimuli via pro-inflammatory
cytokines can also cause reduced ROM and pain (5). Shoulder-arm
morbidity may occur early after surgery (8) or years later, and it
can become chronic (1), thereby inducing severe and long lasting
postural dysfunction (6), functional impairment (7) and decrease
in quality of life (8). The extent of morbidity is largely determined
by the type of surgery: breast conserving surgery (BCS) and sen-
tinel lymph node dissection (SLND) have been reported to cause
less severe shoulder/arm morbidity than total mastectomy (TM)
and axillary lymph node dissection, respectively (1,7-12).

RT can also be administered in conjunction with breast cancer sur-
gery as an adjuvant treatment, as it reduces the risk of local recur-
rence by approximately 33% and increases survival rates after TM.
However, adjuvant RT can aggravate shoulder/arm morbidity (2),
especially to the lymph node areas (8). Moreover, the incidence
and severity of BCRL are increased in patients following RT to the
lymph node areas, with a risk ratio of 4.6 relative to patients who
did not receive adjuvant RT. This degree of risk is similar to that
after treatment with ALND.

Besides causing shoulder/arm morbidity, RT can also lead to the
impairment of shoulder mobility, via reduced flexion, external ro-
tation and abduction (1,5,6). However, a recent study by Crosbie
et al. (2) concluded that there is a lack of consensus in the litera-
ture as to whether RT is major cause of shoulder girdle dyskinesia
or whether this dyskinesia leads to further impairment and pain.
RT does not cause direct damage to the lymph vessels or lymph
nodes over the short term, but it does cause sclerosis of skin,
which may obstruct lymph flow and slow down the regeneration
and neoformation of lymph vessels (13-16).

As RT technology has advanced, the sequelae resulting from
long-term irradiation have generally become less severe (1).
Image-guided radiation treatment (IGRT) has decreased the dose
of radiation delivered to vital organs relative to conventional RT
(17). It might also be expected that IGRT offers an advantage re-
garding shoulder/arm morbidity. IGRT can be administered in a
short course, as short-course RT is an acceptable alternative to
conventional RT in terms of efficacy (18-20). However, a larger
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dose of radiation is delivered per fraction in short-course than
in conventional RT, and it has been argued that minor changes
in fractionation and dose distribution could be associated with
large variations in the risk of developing shoulder/arm morbid-
ity (1,7). Therefore, there is concern that short-course RT could
increase the risk of shoulder/arm morbidity compared with con-
ventional RT, and that this might thereby negate the advantages
of RT overall.

The TomoBreast randomized, controlled, single-center trial
was initiated to investigate pulmonary and cardiac toxicities in
women with early primary breast cancer following post-surgical
conventional RT or short-course IGRT. In this paper, we describe
secondary outcomes of the trial, related to lymphatic and mus-
culoskeletal complications of the upper body. Specifically, we
describe the effect of short-course IGRT and conventional RT on
BCRL, shoulder/arm mobility and scapula positioning one to three
months after the completion of RT, in both the operated and the
contralateral arm.

Methods

Selection of patients

The study population was women who participated in the
TomoBreast clinical trial, which was approved by the institution-
al ethics board of the UZ Brussel (ClinicalTrials.gov registration
NCT00459628). The trial recruited women aged 18 years or older,
presenting with a primary breast carcinoma (stage pT1-3NOMO or
pT1-2N1M0), with pathological nodal status assessed by ALND
or by SN. The breast tumors had been completely resected by
TM or by BCS and the women were to receive post-surgical RT.
Enrollment into the full trial took place between June 2007 and
August 2011; for this report we included all evaluable patients
who were enrolled between the trial start date and October 1
2010. Women who provided written informed consent were ran-
domly allocated to the control or experimental group by compu-
ter randomization balanced by nodal status, type of surgery, and
chemotherapy sequence using Efron’s biased coin design.

In the control treatment group, a dose of 50 Gy was delivered in 25
fractions over 5 weeks to the chest wall using tangential photon
fields, and to the supraclavicular, infraclavicular and axillary nodes
in case of pN1 status, using an anterior field matched to the tan-
gential fields. BSC patients received an additional boost of 16 Gy
in 8 fractions over 2 weeks to the initial tumor bed using a direct
electron field.

In the short course IGRT treatment group, a dose of 42 Gy was
delivered in 15 fractions over 3 weeks to the chest wall in case of
TM or the whole breast in case of BCS, and to the supraclavicular,
infraclavicular and axillary nodes in case of pN1 status, using the
IGRT system Tomotherapy’. Patients who had BCS received a si-
multaneous integrated boost of 9 Gy delivered during the same
15 fractions. Figure 1 summarizes the trial’s design.
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Figure 1. TomoBreast flowchart.

Physical therapy assessment
Assessments were made by a physical therapist prior to RT (base-
line evaluation) and 2 = 1 months after the completion of RT (first
follow-up). An assessment was also planned at 3 years, but this is
not included in this report.

Baseline patient characteristics and clinical data recorded dur-
ing the first physical function assessment were the patient’s age,
weight and height, the chemotherapy and type of surgery received,
the side that received the operation, and the dominant side.

For the physical assessment of BCRL, we computed the volume
of both arms of each patient from circumferential measurements
at 5 locations, using the mean of the frustrum sign and the disc
model method.

For the physical assessment of shoulder mobility, we recorded the
following measurements with a goniometer (2,6-8,21-23):

1) The maximum range of active forward elevation of the arm
(anteflexion).

2) The maximum range of active backward elevation of the arm
(retroflexion).

3) The maximum range of active lateral elevation of the arm
(abduction).

4) The maximal functional endorotation measured by counting
the vertebrae between C7 and the most cranial vertebra the
patient could reach with her thumb on her back.

5) The scapular distance (Lateral Scapular Slide Test), measured as the
distance between the spine and the angulus inferior of the scapu-
lae, with the arms elevated 90° in the scapular plane (2,5,11).

With regards to these five measurements, signs of shoulder mo-
bility impairment are indicated by decreased absolute values of
abduction, retroflexion, and anteflexion, and by increased values
of endorotation and scapular distance.

For the subjective assessment of BCRL, we collected patients’ sub-
jective arm symptoms during the physical evaluation. A score of
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1 was recorded when any of the following subjective symptoms
was present in the operated arm/hand: heaviness, swelling, fa-
tigue, warmth, burning, pain, or when actions required more
effort. A score of 0 was recorded when no subjective symptoms
were reported (7-9,12,24,25).

To score shoulder/arm morbidity by adverse event grade rather
than continuous measurement, we used the common terminology
criteria for adverse events, version 3 (CTCAE, http://ctep.cancer.gov/
protocolDevelopment/electronic_applications/docs/ctcaev3.pdf ).
Grades 1, 2 and 3 adverse BCRL events were defined as 5 - 10%, >10
- 30%, and >30% inter-limb discrepancies in volume, respectively,
where inter-limb discrepancy was computed as percent volume dif-
ference (PVD = 100 * [volume of affected arm - volume of unaffect-
ed arm] / [volume of unaffected arm]). Grades 1, 2, 3, and 4 adverse
event related to the functional impairment of shoulder mobility
were defined as decreases in ROM (anteflexion, retroflexion and ab-
duction) <25%, >25 - 50%, >50 - 75% and >75% from baseline, re-
spectively. In addition, grades 1, 2 and 3 adverse weight gain events
were defined as gains of 5 - <10%, 10 - <20%, and >20% from base-
line, respectively. Grades 1, 2 and 3 weight loss were defined as loss
of 5-<10%, 10 - <20%, and =20% of baseline, respectively.

Statistical analysis

The data were verified on a case-by-case basis to identify inconsist-
encies. Histogram distributions of the measurements were inspect-
ed for outliers. A comparison of the evaluable patients’ baseline
characteristics according to the treatment group was made using
Pearson’s chi-squared test for contingency tables. Univariate com-
parisons of continuous measurements according to the treatment
group used Welch's t-test to make allowances for unequal standard
deviations. Univariate comparisons of pre-RT and post-RT meas-
urements used the matched pairs t-test. To take into account the
small number of patients, we pooled all post-RT increases in grade
of adverse events into a single group of patients who experienced
any increase adverse event grade relative to baseline, versus no in-
crease in adverse event grade relative to baseline. For all analyses,
superiority was based on 2-sided P values <0.05.

All statistical computations used JMP v. 9.0.2 (SAS Institute, Cary
NC, USA).

Results

Out of 106 patients who participated to the TomoBreast trial be-
tween June 14, 2007 and October 1, 2010, 93 received shoulder-
arm physical function assessments at baseline and 2 = 1T months
post-RT. One patient had bilateral breast surgery and received
bilateral RT, and a further patient had a baseline weight of 150
kg, whereas the weight range of the other patients was 42 - 102
kg. These two patients were excluded, leaving 91 patients avail-
able for the analyses. Four cases of physical measurement values
were recoded as missing: one patient’s scapular distance could
not be measured due to lifelong contralateral arm paralysis, an-
other patient was confined to a wheelchair at the time of pre-RT
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Table 1. Patients’ characteristics.
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Conventional RT Short course IGRT
n % % p

Age 0.158
< 50 years old 30 40.0 60.0

= 50 years old 61 55.7 443
Weight pre RT 0.391
< 70kg 44 43.2 56.8

= 70 kg 30 53.3 46.7
BMI pre-RT 0.556
< 25 kg/m? 36 44.4 55.6

= 25 kg/m? 35 51.4 48.6
Arm symptom pre RT 0.904
no 62 48.4 51.6

yes 18 50.0 50.0
Time interval 0.042
< 16 weeks 53 4.5 58.5

= 16 weeks 38 63.2 36.8
Chemotherapy 0.251
no 48 56.3 43.8

yes 43 44.2 55.8
Type of surgery 0.429
BCS + SN 45 5818 46.7

T™M + SN 9 66.7 33.3

BCS + ALND 13 53.9 46.2

TM + ALND 24 37.5 62.5
Op. side dominant 0.830
no 49 49.0 51.0

yes 39 51.3 48.7
RT regional nodes 0.328
no 63 54.0 46.0

ves 28 429 57.1

RT: radiation treatment. IGRT: image guided radiation treatment. BMI: body mass index. Op: operated. BCS: breast conserving surgery. TM: mastectomy. SN: sentinel lymph node biopsy.

ALND: axillary lymph node dissection.

assessment and measurement of retroflexion was therefore im-
possible, and two further patients had pre-RT measurements of
retroflexion exceeding 90°.

Table 1 summarizes the patients’ characteristics according to treat-
ment group of the evaluable patients. The two groups were well bal-
anced with regard to age, weight, body mass index (BMI), subjective
arm symptoms, type of surgery, and surgery on the dominant arm
side, chemotherapy, and radiotherapy to the regional lymph nodes.
The time interval between assessments was significantly shorter in
the short-course IGRT group because, by design, this group received a
shorter course of RT. Baseline pre-RT physical function measurements

were similarly well balanced between the two treatment groups
(Table 2), and none of the baseline measurements showed a signifi-
cant difference between the treatment groups, either on the oper-
ated side or for the contralateral side (data not shown). The inter-limb
PVD at baseline was close to zero in all patients, indicating that there
were no patients with BCRL prior to RT in either the conventional RT
or the short-course IGRT group (data not shown).

Table 2 shows the mean values for changes in the physical func-
tion measurements of BCRL and shoulder/arm mobility that oc-
curred between the pre-RT and the post-RT assessments for all
patients, regardless of treatment group. Measurements of the

0



The Journal of Breast Health

Table 2. Shoulder/arm changes from pre RT to post RT.
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| 3

Pre RT Post RT Difference Post - Pre

Side Measurement Mean SE Mean SE Mean SE p diff
Operated side Arm volume (ml) 1656.9 38.5 1685.6 39.9 28.7 12.4 0.023
Abduction () 125.9 2.7 121.2 2.6 -4.7 3.1 0.128

Retroflexion () 48.2 1.1 46.2 1.1 -2.1 0.9 0.029

Anteflexion () 140.4 2.1 143.5 1.6 3.1 1.6 0.060

Endorotation (n vertebra) 7.4 0.2 71 0.2 -0.3 0.2 0.105

Scapular distance (cm) 13.4 0.3 14.0 0.3 0.6 0.2 0.019

Contra-lateral Arm volume (ml) 1649.0 35.3 1664.9 35.2 15.9 11.8 0.181
Abduction () 133.1 3.2 125.3 3.1 -1.7 341 0.015

Retroflexion () 48.9 1.3 46.6 1.3 -2.3 1.0 0.033

Anteflexion () 148.7 2.5 148.3 2.5 -0.4 1.2 0.706

Endorotation (n vertebra) 7.0 0.2 6.9 0.2 -0.2 0.2 0.279

Scapular distance (cm) 13.8 0.3 14.3 0.2 0.5 0.2 0.025

RT: radiation treatment. SE: standard error. (°) degrees.

arm on the operated side revealed a statistically significant in-
crease in arm volume of 28.7 ml at the time of post-RT assessment
compared with the pre-RT assessment (p = 0.023). Additionally,
shoulder ROM was impaired, with a decrease in retroflexion of
2.1 degrees (p = 0.029; abduction decreased by 4.7 degrees and
anteflexion seemed to improve, with a gain of 3.1 degrees, but
neither was statistically significant). Scapular distance was signifi-
cantly impaired (0.6 cm increase, p = 0.019). Measurements on the
contralateral side showed an increase in arm volume of 15.9 ml,
which did not reach statistical significance. There was a significant
impairment of shoulder mobility on the contralateral side, with
regard to abduction (-7.7 degrees, p = 0.015), retroflexion (-2.3 de-
grees, p = 0.033), and scapular distance (+0.5 cm, p = 0.025).

The incidence of increases in shoulder/arm morbidity adverse
events of 1 or more grading level from the baseline (after any RT
treatment or by treatment group) can be seen in Table 3. Overall,
after any RT treatment, the post-RT onset of subjective arm symp-
toms occurred in 18% (14 of 78) of patients, an increase from the
baseline in BCRL (as measured by interlimb discrepancy in vol-
ume) occurred in 14% (13 of 91), weight loss occurred in 10% (7 of
69) and weight gain occurred in 20% (14 of 69). On both the oper-
ated and contralateral side, after any RT treatment, patients gen-
erally experienced a loss of abduction and retroflexion, although
this was not the case for anteflexion. No significant differences,
however, were observed in adverse event grades between the two
treatment groups, except on the contralateral side, which showed
significantly less loss of abduction of grade =1 in the short-course
IGRT group compared with conventional RT (Table 3; p = 0.019,
unadjusted odds ratio of 0.36 (=[39.2/64.11/[60.8/35.9])).

The results of a comparison between the treatment groups, based
on continuous shoulder/arm morbidity measurement analyses

during the physical function assessments, can be seen in Table
4. The increase in arm volume following RT was smaller in the
short-course IGRT group than the conventional group, although
this contrast was not statistically significant. On the operated side,
the average increase in post-RT arm volume was 49 ml in the con-
ventional RT group vs. 8 ml in the short-course IGRT group (p =
0.101). On the contralateral arm, the average arm volume increase
was 27 ml vs. 5 ml, respectively (p = 0.353). There were no consist-
ent trends regarding shoulder/arm mobility outcomes with the
exception of abduction, which on the operated side showed no
impairment in the short-course IGRT group ( 0 degree mean loss),
whereas a 9-degree mean loss of abduction (not significant) was
observed in the conventional RT group (p =0.169). On the contral-
ateral side, the mean loss of abduction was 1 degree in the short-
course IGRT group vs. 14 degrees in the conventional RT group;
this contrast was significant (p = 0.029; Table 4).

Discussion

Our results support the notion that RT is an important risk factor
for the development of objective and shoulder/arm morbidity and
BCRL complications. More than 80% of our patients experienced
an increased adverse event score in at least one of four shoulder/
arm mobility measurements (arm volume, abduction, retroflexion
and anteflexion). Post-RT, 18% of patients experienced subjective
BCRL symptoms on the operated side. Subjective arm symptoms
are an underestimated problem in clinical practice, and additional
research is necessary to understand the biochemical changes in
the (sub)dermal tissues(26).

Overall, short-course IGRT caused less severe shoulder/arm mobil-
ity problems and BCRL than conventional RT, but the differences
between the treatment groups were not statistically significant.
The conventional RT group had higher adverse event scores on
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Table 3. Incidence of shoulder/arm morbidity changes from baseline.
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Conventional RT  Short course IGRT
(n = 46) (n = 45)
Side Assessment Number of patients (*) % % p conventional vs. short course
Combined Arm symptom 0.283
No onset 64 51.6 48.4
Onset post RT 14 35.7 64.3
BCRL 0.146
None, stable or decrease 78 47.4 52.6
Onset or increase 13 69.2 30.8
Weight 0.592
Weight loss =5% 7 571 429
Weight change <5% 48 43.8 56.3
Weight gain =5% 14 571 429
Operated side Abduction 0.116
No loss 41 415 58.5
Loss 50 58.0 42.0
Retroflexion 0.207
No loss 37 43.2 56.8
Loss 51 56.9 43.1
Anteflexion 0.333
No loss 52 46.2 53.9
Loss 39 56.4 43.6
Contra-lateral Abduction 0.019
No loss 39 35.9 64.1
Loss 51 60.8 39.2
Retroflexion 0.757
No loss 37 48.7 51.4
Loss 50 52.0 48.0
Anteflexion 0.205
No loss 48 43.8 56.3
Loss 42 57.1 42.9

BCRL.: breast cancer related lymphedema of the arm. RT: radiation treatment. IGRT: image guided radiation treatment. (*) Totals do not sum to 91 due to missing values.

both sides for all shoulder/arm morbidity measurements (interlimb
discrepencies in arm volume, abduction, retroflexion, anteflexion)
whereas the short-course IGRT group had lower adverse event
scores for all shoulder/arm morbidity measurements. On the other
hand, the short-course IGRT group experienced more subjective
arm symptoms post-RT than the conventional RT group.

We found that shoulder/arm morbidity also occurred on the con-
tralateral limb. To our knowledge, this is the first report that the
contralateral arm requires attention — scoring is usually based on
the difference between the operated side and the contralateral
side, rather than on separate sides as we have done here. We be-
lieve that our approach reveals the true severity of the side-effects
of RT on shoulder/arm function - mean post-RT shoulder mobility

and arm volume measurements were generally worse than pre-RT
measurements on both sides (with the exception of anteflexion
on the operated side and endorotation on both sides).

Our study presents several limitations. The study population is
part of a population with a high incidence of idiopathic or post-
traumatic musculoskeletal shoulder-, neck- and back disorders,
but pre-surgical measurements were not available (2,10,27).
Because measurements were based on active movements, maxi-
mal ROM may not have been reached as a result of pain, anxiety,
etc. Patients receiving chemotherapy often have an implanted
port-a-cath, which may have restricted full ROM of the contralat-
eral arm (8). As part of the institution’s surgical management, oper-
ated breast cancer patients receive a prescription for ambulatory
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Table 4. Changes in shoulder/arm morbidity measurements post-RT, according to treatment group.

Conventional RT Short course IGRT
Mean difference p conventional vs.
Side Measurement post - pre n =46 n=45 short course
Operated side Arm volume (ml) 28.7 48.7 8.1 0.101
Abduction (°) -4.7 -9.0 -0.4 0.169
Retroflexion (°) -2.1 -2.6 -1.5 0.578
Anteflexion (°) 3.1 0.8 5.4 0.153
Endorotation (n) -0.3 0.0 -0.6 0.165
Scapular distance (cm) 0.6 0.6 0.5 0.877
Contralateral Arm volume (ml) 15.9 26.8 4.8 0.353
Abduction (°) 7.7 -14.4 -0.9 0.029
Retroflexion (°) -2.3 -2.2 -2.3 0.970
Anteflexion (°) -04 -1.7 0.8 0.277
Endorotation (n) -0.2 0.2 -0.5 0.029
Scapular distance (cm) 05 0.8 0.3 0.287
RT: radiation treatment. IGRT: image guided radiation treatment. °: degrees.
physical therapy at the time of discharge. However, we did not Conclusion

record the compliance of patients or their receipt of physical ther-
apy during the study, although their beneficial effects on shoul-
der mobility and scapula positioning are well known (6,10,1,28).
Another limitation of our study is the known lack of reliability of
shoulder/arm measurements. The incidence of impaired shoulder
mobility should be interpreted with these restrictions in mind.

One strength of the study is its randomized design. Although the
lack of reliability of the measurements affects the precision of the
estimates and reduces the power of our comparison tests, rand-
omization ensures that measurement errors are expected to be
equally distributed between the randomization groups, thereby
avoiding comparison biases. Another strength of the study is that
the trial was conducted in a single institution. All patients were
followed by the same team, which ensures that assessments were
consistently performed throughout the trial. We believe that the
strengths of the study outweigh its limitations and that the results
are robust, at least within the current short follow-up time frame.

Because this is a preliminary analysis, the long-term effects of short-
course IGRT cannot yet be demonstrated; however, this technique
seems to be less harmful in terms of shoulder/arm mobility and
BCRL than conventional RT (1). A follow-up of three years from the
end of RT treatment is scheduled as part of the study as most cases
of BCRL develop within two years of the operation. A median ob-
servation time of nearly four years is considered sufficient for the
identification of the majority of cases of BCRL and long-term shoul-
der function impairment (9). It will be interesting to see if the dif-
ferences observed in this analysis between treatment groups are
confirmed at three years. The finding that shoulder/arm morbidity
affected the contralateral side warrants further investigation.

Early assessment of shoulder/arm morbidity shows that short
course image guided radiotherapy compares favorably with
conventional post-surgery radiotherapy for breast cancer.
Intriguingly, significant shoulder/arm morbidity affecting the
contralateral limb was observed. Further investigations are
required.
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BURSA ILINDE MEME KANSERININ ERKEN TANISINDA
FARKINDALIGIN ONEMI-ALAN CALISMASI

Hatice Bicen Yilmaz, Handan Aksiiyek
Uludag Universitesi, Sosyal Bilimler Meslek Yiiksekokulu, Bursa, Tirkiye

FIELDWORK ABOUT IMPORTANCE OF AWARENESS IN EARLY DIAGNOSIS OF
BREAST CANCER IN BURSA

ABSTRACT

Purpose: Despite being down with breast cancer in the high proportion, requ-
larly checking breast self-examination by most women , which is one of the
first steps of the early diagnosis , and starting effective treatment early have
significantly reduced the rate of death. This research was made with the aim of
understanding the vital importance of early diagnosis in the treatment of breast
cancer and how many women are aware of the significance of early diagnosis.

Patients and Methods: The surver questions were asked to 3000 women
whose ages vary from 30 to 69 with the intention of researching their aware-
ness of breast cancer and of the importance of early diagnosis, and the self-
responsibilities for their own bodies . Yet, 2897 women accepted to give an-
swers to the surver questions.

Results: The results of surver made was analysed by means of SPSS programme.
(Statistical Package for Social Sciences). According to the results of survers, the
women are aware that the most remarkable responsibility for examining their
bodies belongs to the women themselves. Although the rate of self-breast check-
ingis a high proportion, it has been observed that frequency of consulting a doctor
with the aim of early diagnosis of breast cancer takes place at the low rate.

Conclusion: Despite the thought that health institutions should be the unique
places where you can be informed about early diagnosis of breast cancer, it
has been observed as a result of surver analysis that most of women is re-
luctant to consult the health institutions for having information about. The
programmes relating to the health in both visual and printed media should be
broadcast under the supervision of the Health Ministry , and as a consequence
of those facilities provided by not only visual but also printed media , the ex-
act information should be given to people.

Key words: breast cancer, early diagnosis, awareness
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OZET

Amag: Meme kanseri tedavisinde erken teghisin nemi ve kadinlarin erken
teshis konusundaki farkindaligini arastirma sorumluluguyla bu calisma ya-
pilmgtir.

Hastalar ve Yontem: Bursa ilinde yagayan 30-69 yas arasi kadinlarin meme
kanseri bilgi diizeylerini, erken teshisin 6nemini, korunma yollarini, kadinla-
rin viicutlarina karsi en biiyiik sorumlulugun kisinin kendisinde oldugu far-
kindahigini arastirmak amaayla 3000 kadina anket sorulan yoneltilmis ancak
2897 kadin ankete cevap vermistir. Yapilan anket calismasinin sonuglari SPSS
istatistik programi ile analiz edilmistir.

Bulgular: Anketten ¢ikan sonuclara gore kadinlar kendi viicutlarinin en bii-
yiik sorumlulugunun kendilerine ait oldugunun bilincindedirler. Kendi ken-
dine meme muayenesi yapma oranlarinin yiiksekligine ragmen meme kan-
serinin erken teghisi amaayla doktora gitme oranlannin diisiik oldugu gériil-
mektedir. Ankete katilanlarin meme kanseri hakkinda bilgilenme kaynaklan
incelendiginde gorsel ve yazili medyanin, saglik kuruluglarinin dniinde yer al-
dig1 analiz edilmistir.

Sonug: Ankete katilanlarin meme kanseri hakkinda bilgilenme kaynaklar in-
celendiginde gorsel ve yazili medyanin, saglik kuruluglarinin 6niinde yer al-
digr analiz edilmistir. Gorsel ve yazili medyadaki saglk programlarinin Sag-
Ik Bakanligi'nin kontroliinde yapilarak, halkin dogru bilgilendirilmesi sag-
lanmalidir.

Anahtar sozciikler: meme kanseri, erken teshis, farkindalik
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sik gorilen ikinci kanser tiiri meme kanseridir. Zaman za-

man erkeklerde de rastlanan bir kanser tirli olsa da meme
kanseri kadinlarda daha fazla meme dokusu olmasi nedeni ile daha
sik goriilmektedir. Meme kanseri, meme dokusu Uizerinde yer alan
hiicrelerin yapilarinin bozularak kontrolsiiz cogalmaya baslamalari
sonucu olusmaktadir. ilerleyen dénemlerde hastalikl hiicreler hizla
cogalip saglkli hiicrelerin de 6limiine neden olmaktadir.

G Uinimiizde Dlinya genelinde akciger kanserinden sonra en

Turkiye’'nin dogusunda meme kanseri insidansi 50/100 000, ba-
tisinda bu oran 20/100 000 olarak bildirilmektedir (1). Amerika
Birlesik Devletleri verilerine gore her 8 kadindan biri yasam boyu
meme kanseri riski ile karsi karsiya kalacaktir (2).

Henliz meme kanserini kesin 6nleyen bir yontem bulunmamak-
la birlikte, tip otoriteleri erken teshis sayesinde, meme kanserinin
getirdigi sorunlarin biiylik oranda ¢6zilebildigini belirtmektedirler.

Ulkemizde yapilan son istatistiksel calismalarin sonucunda elde
edilen verilere gére meme kanseri gortilme sikhgr artmistir. Fakat
sonuclara bakildiginda, bu artis oranina ragmen, 6lim oranlarinin
dustigl gorulmektedir. Bunun en 6nemli sebebi artik meme kan-
seri konusunda kadinlarin bircogunun daha bilgili olmasi ve erken
tani icin gerekli olan kendi kendine meme muayenesini pek ¢ok
kadinin diizenli olarak yapmasidir.

Meme kanserinde erken teshisin tedaviye baslanmasindaki 6ne-
mi, bu ¢alismanin yapilmasinda kadinlarin erken teshis konusun-
daki farkindahigini arastirma sorumlulugunu yiklemistir. Bu so-
rumluluk bilinci ile Bursa ilinde yasayan 30-69 yas arasi kadinlarin
meme kanseri bilgi diizeylerini, erken teshisin dnemini, korunma
yollarini, kadinlarin viicutlarina karsi en buyiik sorumlulugun ki-
sinin kendisinde oldugu farkindahgini arastirmak amaciyla anket
diizenlenmistir. 3000 kadina anket sorulari yoneltilmis ancak 2897
kadin ankete cevap vermistir.

Yontem

Arastirmada anket ydntemi uygulanarak veri toplanmistir.
Uygulanan anket sonucu elde edilen veriler SPSS istatistik paket
programi ile analiz edilmistir. 47 anket sorusu yoneltilerek ilk 12
soruda demografik bilgilere yer verilmis, diger 25 soru ile kadin-
larin meme kanseri bilgi dlizeylerini, erken teshisin dnemini, ko-
runma yollarini, kadinlarin viicutlarina karsi en buytk sorumlulu-
gun kisinin kendisinde oldugunun farkindahgr arastirimistir. Alan
calismasi Bursa ilinde yasayan 30-69 yas arasi farkli kesimler, fark-
I semtler ve farkl yas gruplarindan rassal olarak secilen kadinlara
yapilmistir. 2897 kadinla yliz yiize gériisme yolu ile anket cevapla-
r alinarak yapilmistir.

Bulgular

Ankete 2897 kadin katilmis olup, bunun %39,7si 30-39 yas arasl,
%34,1'1 40-49 yas arasl, %17 si 50-59 yas arasl, %6,3 i 60-69 yas ara-
sinda oldugunu belirtmistir. %3G ise yas araligini belirtmemistir.
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Yapilan arastirmaya katilan kadinlarin %5,2’si okuryazar olmadi-
gini, %21,9°u okuryazar oldugunu, %27,9°u orta 6gretim, %22,5°i
lise, %7,3 U yuksekokul, %13,3° Gniversite mezunu oldugunu be-
lirtmislerdir.

Ankete katilan kadinlarin %76,3°U evli, %10,1°i bekar, %7,9°u dul,
%4,9°u bosanmistir. Medeni duruma gore, erken teshis amaciyla
mamodgrafi ve ultrasonografi incelemesi yaptirdiniz mi sorusuna
verilen cevaplara gore, evlilerin %56°si, bekarlarin %65°i, dullarin
%65 i, bosanmislarin ise %42°si mamografi ve ultrasonografi in-
celemesi yaptirmadiklarini belirtmigslerdir.

Yapilan analizde ankete katilan kadinlarin evlenme yasinin en yo-
gun olarak %57,4 ile 18-25 yas arasi oldugu, 18 yas altinda evle-
nenlerin %20,1, 26-35 yas arasinda evlenenlerin %11,3, 36 yas
Ustl evlenenlerin ise %1,1 oldugu tespit edilmistir.

Ankete katilan kadinlara ne kadar siklikla genel kontrol amaciyla
doktora gidiyorsunuz sorusu sorulmus, bu soruya 2817 kadin ce-
vap vermistir. Bu soruya cevap verenlerin %17,7si 1-3 ay araliklar-
la, %28,6s1 4-6 ay araliklarla, %30,2si 7-12 ay araliklarla, %20,7si 1
yildan daha uzun araliklarla doktora gittigini belirtmistir.

Calisanlarin genel kontrol amaciyla doktora gitme araliklari analiz
edildiginde %11,5"inin 1-3 ay arasinda, %29,3lnilin 4-6 ay arasin-
da, %35,9'unun 7-12 ay arasinda gittikleri, %23,1inin 1 yildan uzun
stredir doktora gitmedikleri belirlenmistir. Calismayanlarinsa,
%23,6sinin 1-3 ay arasinda, %29,6 'sinin 4-6 ay arasinda, %26,6sI-
nin 7-12 ay arasinda gittikleri, %20 sinin 1 yildan uzun stredir dok-
tora gitmedikleri gorilmustir. Calisan kadinlarin, 1-3 ay arasinda
genel kontrol amaciyla doktora gitme sikliklarina bakildiginda, ca-
lismayanlara oranla daha az doktora gittikleri gériilmektedir.

Tablo 1. Kansere neden olan etkenler nelerdir?

Stres ve Beslenme
Sigara  iziinti  Genetik aligkanligi  Kader  Hepsi
Evet 426 884 283 149 51 1515

Yizde %14 %30 %0,97 %0,51 %0.17 %52

Ankete katilanlarin %52’si, verilen seceneklerin timini (sigara,
stres ve Uzlintl, genetik, beslenme aliskanhgr ve kader) kanse-
rin nedeni olarak gorduklerini belirtmislerdir. Kaderi ve beslenme
aliskanligini tek basina kanser sebebi olarak gorenlerin oraninin
cok dustik oldugu goritlmektedir. Ayrica ankete katilanlarin, bes-
lenme aligkanliklarinin kansere yakalanma konusunda risk teskil
ettigine dair yeterince bilgi sahibi olmadiklari g6zlenmistir.

Ankete katilanlarin %83,2’si dogum yapmis, %16°si dogum yap-
mamistir.
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Ankete katilanlarin %26,5'i menopoza girdigini, %61,8°i menopo-
za girmedigini, %8,4" U ise menopoza girmek lizere oldugunu be-
lirtmistir.

Tablo 2. Kendi viicudunuzun sorumlulugunu biliyor musunuz?

Sayi Yiizde
Evet 2739 94,5
Hayir 103 3,6
Cevapsiz 55 1,9
Toplam 2897 100,0

“Kendi viicudunuzun sorumlulugunu biliyor musunuz?” sorusu-
na, ankete katilan kadinlarin %94,5°i evet demis olmalarina rag-
men, “meme kanseri erken teshisi ve genel kontrol amacli bas-
vurdugunuz yer neresidir?” diye soruldugunda %41,8’i hicbir yere
basvurmadigini, %27si Onkoloji Hastanesine, %17,9°u kadin do-
gum polikliniklerine, %5,4'G genel cerrahi polikliniklerine, %4,3°l
KETEM e bagvurdugunu belirtmistir. Kanser Erken Teshis Tarama
ve Egitim Merkezi (KETEM) nin yeterince taninmadigi goérilmekte-
dir. Ayrica kendi kendinize meme muayenesi yapiyor musunuz so-
rusuna 2069 kadin evet, 768 kadin hayir cevabini vermistir. Kendi
kendine meme muayenesi yapanlarin %10°u haftada bir, %18’i
ayda bir, %10°u yilda birkag¢ defa, %62"si aklima geldikce cevabi-
ni vermiglerdir.

Tablo 3. Kendi kendinize meme muayenesi yaplyor musunuz?

Sayi Yiizde
Evet 1067 36,8
Hayir 768 26,5
Bazen 1002 34,6
Cevapsiz 60 2,1
Toplam 2897 100,0

Tablo 4. Viicudunun sorumlulugunu bilenler - kendi kendine meme

muayenesi yapanlar.

Kendi Kendine Meme Muayenesi

Yapanlar
Evet Hayir Toplam
Kendi Viicudunuzun Evet 2028 685 2713
Sorumlulugunu
Biliyor Musunuz?
Hayir 24 79 103
Toplam 1053 764 2816

Kendi viicudunun sorumlulugunun kendisine ait oldugunun bilin-
cindeyim diyenlerden %74,8" si kendi kendine meme muayenesi
yaptiklarini, %25,2 si ise yapmadiklarini sdylemislerdir.
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Tablo 5. Kendi kendine meme muayenesi yapmama sebepleri.

Sayi Yiizde
Gerekliligine inanmama 81 2,8
Bilgi yoklugu 265 9,1
ihmal 542 18,7
Kitle ¢ikar korkusu 179 6,2
Sorun olmamasi 440 15,2
Cevapsiz 1390 48,0
Toplam 2897 100,0

Ankete katilanlarin meme muayenesi yapmama sebepleri ince-
lendiginde, ihmal ve sorun olmamasinin diger sebepler icinde
daha buyuk bir oranda oldugu gézlenmistir.

Yuzde

B TV-Radyo 1140

W Gazete-Dergi 467

W Saghk Kurulusglan 866
B KETEM 82

W internet 388

W Yakin Cevre 579

W Bilgim yok 229

Sekil 1. Meme kanseri hakkinda bilgi alma kaynag.

Ankete katilanlarin cogunlugu, saglik kuruluglarindan fazla TV ve
radyodan meme kanseri hakkinda bilgi edindiklerini séylemisler-
dir. Halkin bu konuda medyaya 6ncelik vermesi nedeniyle; med-
yanin halki dogru ve tarafsiz bilgilendirmek icin tsttine dnemli bir
gorev diismektedir.

Tablo 6. Erken teshis hayat kurtarnr mi?

Sayi Yiizde

Evet 2360 815
Hayir 47 1,6
Kismen 426 14,7
Cevapsiz 64 2,2

Toplam 2897 100,0

Ankete katilanlarin %81,5°u erken teshisin hayat kurtardigini di-
stinmelerine ragmen, bunlarin %54,1°i mamografi ya da ultraso-

nografi incelemesi yaptirmamiglardir.
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Tablo 7. Erken teshis igin mamografi-ultrason gektirdiniz mi?
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Tablo 10. Meme kanseri genetik mi?

Say Yiizde Sayr Yiizde
Mamografi 309 10,7 Evet 1636 56,5
Ultrason 291 10,0 Hayir 436 15,1
Hem mamografi hem ultrason gektirdim 568 19,6 Kismen 720 24,9
ikisini de gektirmedim 1567 54,1 Cevapsiz 105 3,6
Cevapsiz 162 5,6 Toplam 2897 100,0
Toplam 2897 100,0

Ankete katilanlarin yarisindan cogunun mamografi ve ultrasonog-
rafi incelemesi yaptirmadiklari tespit edilmistir.

Tablo 8. Menopoza girenlerden erken teshis icin mamografi-ultrasonografi

incelemesi yaptirma bilgileri.

. & LE =
§ £ §F g%
S 3 8 =E &
< Es £ S
E = S = “L o s
= S S5 =8 R
Menopoza Girdiniz mi? Evet 99 38 234 351 723
Hayir 158 227 265 1061 1712
Girmek 48 12 60 114 234
Uzere

Toplam 305 277 559 1526 2669

Menopoza girenlerin %13°l sadece mamografi, %5°i sadece ult-
rasonografi, %32’si ise her iki incelemeyi de yaptirdiklarini belirt-
mislerdir. Menopoza girenlerin bu konuda daha hassas olmalari
beklenirken, oranlara bakildiginda kontrollerini ihmal ettikleri go-
rilmektedir.

Tablo 9. Mamografi zararli mi?

Sayi Yiizde
Evet 432 %14,9
Hayir 1466 %50,6
Kismen 825 %28,5
Cevapsiz 174 %6,0
Toplam 2897 %100,0

Ankete katilanlardan 432°si mamografi yaptirmanin zararh oldu-
dunu, 1466°si zararsiz oldugunu, 825'i ise kismen zararli oldugu-
nu belirtmislerdir. Zararl diyenlerin %59°u, zararsiz diyenlerin-
se %601 ultrasonografi ve mamografi incelemesi yaptirmamiglar-
dir. Yaslara gére mamografi ve ultrasonografi incelemesi yaptirma
oranlari analiz edildiginde, 40-59 yas araliginda daha fazla yaptiril-
digi tespit edilmistir.

Meme kanseri genetik midir sorusuna, %56,5°i evet, %15,1i hayrr,
%24,9°u kismen cevabini vermistir.

Tablo 11. Aile hekimine meme muayenesi yaptirmama nedeni.

_ ihtiyag Kitle gikar Hekimin

Ihmal  duyulmamasi  korkusu é6nermemesi Utanma
Sayl 811 896 127 445 187
Yizde %33,0 %36,5 %5,0 %18,0 %7,6

Ankete katilanlardan aile hekimine meme muayenesi yaptirma-
yanlarin %330 ihtiya¢c duyulmamasi, %36,5°i ihmal, %18’i heki-
min énermemesi, %7,6’sI utanma, %5’i kitle ¢ikar korkusu nede-
niyle meme muayenesi yaptirmadiklarini belirtmislerdir.

Tablo 12. Meme kanserinin belirtileri nelerdir?

Meme ve/veya koltuk Meme basi Meme derisindeki

Agn  altinda ele gelen kitle  akintisi degisiklikler
Sayi 1185 2320 1045 842
Yizde %409 %80,1 %36,1 %29,1

Meme kanserinin belirtisi olarak en fazla %80,1 oraniyla meme ve/
veya koltuk altinda ele gelen kitleyi gérdiklerini belirtmislerdir.

Tablo 13. Meme kanseri hangi yaslarda goriiliir?

Sayi Yiizde
30-39 328 11,3
40-49 1066 36,8
50-59 281 9,7
60-69 39 1,3
Her yas 1063 36,7
Cevapsiz 120 42
Toplam 2897 100,0

Ankete katilanlardan %36,8°i meme kanserinin 40-49 yas araligin-
da, %36,7si ise her yas grubunda gorulebilecegini belirtmislerdir.
Meme kanseri riski glinim{z bilgilerine gére 30 yas lizerinde art-
makta olup bu konuda kismen de olsa bir farkindalik olmasi se-
vindiricidir.
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Sonug

Anket, 30-69 yas arasi kadinlarin meme kanseri bilgi diizeylerini,
erken teshisin 6nemini, korunma yollarini, kadinlarin viicutlarina
karsi en biytik sorumlulugun kisinin kendisinde oldugu farkinda-
higini arastirmak amaciyla diizenlenmistir.

Anketten ¢ikan sonuglara gore kadinlar kendi viicutlarinin en bi-
yik sorumlulugunun kendilerine ait oldugunun bilincindedirler.
Kanser nedenleri arasinda kaderin sebep olarak gériilmemesi ve
kendi kendine meme muayenesi yapma oranlarinin yiksekligine
ragmen meme kanserinin erken teshisi amaciyla doktora gitme
oranlarinin diistik oldugu gorilmektedir.

Ayrica ankete katilanlarin %81,5°i erken teshisin hayat kurtardigini
distinmekle birlikte, bunlarin %56°si mamografi ya da ultrasonog-
rafi incelemesi yaptirmamistir. Yas gruplarinin egitim dizeylerine
g6re mamografi ve ultrasonografi yaptirma oranlari incelendiginde
30-59 yas araligindaki kadinlarin egitim diizeyi arttikca mamogra-
fi ve ultrasonografi yaptirma oranlarinin yikseldigi analiz edilmistir.

Meme kanseri genetik midir sorusuna, %56,5°i evet, %15,1i hayr,
%24,9°u kismen cevabini vermistir.

iletigim
Hatice Bigen Yiimaz
E-Posta  : hbyilmaz@uludag.edu.tr
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Kanserle ilgili bilgi alma ve erken teshis amaciyla basvurulmasi ge-
reken yerler saglik kuruluslar olmasi gerekirken, kadinlarin bilgilen-
me amaciyla bu kuruluslara gitmedigi analiz edilmistir. Aile hekim-
lerinin KETEM gibi bu amaca hizmet eden kuruluglari referans gos-
termesi ve kisileri bu merkezlere yonlendirmesi yararli olacaktir.

Ankete katilanlarin meme kanseri hakkinda bilgilenme kaynaklar
incelendiginde TV ve radyonun, saglik kuruluglarinin éniinde yer
aldigi analiz edilmistir. Gazete ve dergiden bilgilenenlerin sayisi-
nin azimsanmayacak derecede (%56) olmasi da g6z dniine alindi-
ginda, gorsel ve yazili medyanin bu konuda tzerine 6nemli gorev-
ler diismektedir. Gorsel ve yazili medyadaki saglk programlarinin
Saglik Bakanligi’nin kontrolliinde yapilarak, halkin dogru bilgilen-
dirilmesi saglanmalidir.
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iNVAZIV LOBULER KARSINOMA: MANYETIK REZONANS GORUNTULEME iLE
PATOLOJiK TUMOR BOYUTUNUN UYUMU

OZET

Amag: Bu calismanin amaa, invaziv lobuler kanserin (ILK) varligini, yayilimini
ve multifokalitesini belirlemede manyetik rezonans goriintiilemenin (MRG)
mamografi ve ultrasonografi ek olarak degerini tespit etmekti.

Yontem ve gerecler: Mamografi, ultrasonografi ve MRG ile tespit edilmis, his-
topatolojik olarak tani konulmus 38 ILK tanili lezyonu retrospektif olarak de-
gerlendirdik. Goriintiilemedeki tiimoriin boyutu, multifokalitesi ve multi-
sentrisitesi kaydedildi. Bulgular final patolojide tiimdr biiyiikliigii ile kargi-
lagtinildi.

Bulgular: Hastalarin ortalama yagi 63 (aralik; 45—85) yil idi. Tiim goriintiileme
yontemleri her bir hasta icin yapild. ILK'nin belirlenmesindeki sensitivite ult-
rasonografi (%95) ve mamografi (%84) ile karsilastiniidiginda MRG'de (%100)
daha iyiydi. MRG, mamografi ve ultrasonografi ile tespit edilemeyen, 7 hasta-
da (%18,4) multifokal tiimarii ve bir hastada (%2,6) kontralateral tiimorii tes-
pit etti. MRG'de 11 tiimor oldugundan biiyiik, ii¢ tiimdr oldugundan kiiciikdii.
Ultrasonografide 3 tiimor oldugundan biiyiik, 18 tiimor oldugundan kiigiik-
dii. Mamografide 2 tiimdr oldugundan biiyiik, 17 tiimdr oldugundan kiiciik-
dii. Goriintiileme ile patolojideki tiimor boyutunun uyumu MRG'de mamogra-
fi ve ultrasonografiden daha iyiydi (p = 0,026).

Sonug: iLK'nin patolojideki tiimdr boyutu ile uyumunda ve tiimériin belirlen-
mesindeki sensitivitede, MRG, mamografi ve ultrasonografiden daha iyidir.
MRG, multifokal ve kontrlateral tiimdriin tespitinde mamografi ve ultraso-
nografiye iistiindiir.

Anahtar sozciikler: karsinoma, lobuler, kanser, mamografi, ultrasonografi,
manyetik rezonans goriintiileme

Gonderilme Tarihi: 29 Subat 2012 ¢ Revizyon Tarihi: 21 Mart 2012 ¢ Kabul Tarihi: 22 Mart 2012

ABSTRACT

Purpose: The purpose of this study was to determine the adjunct value to
mammography and ultrasonography of magnetic resonance imaging (MRI)
in determining the presence, extend and multifocality of invasive lobular
cancer (ILC).

Materials and methods: We retrospectively reviewed 38 ILC lesions that had
been detected by mammography, ultrasounography, MRI and that had been
diagnosed on the basis of histopathological analysis. The size, presence of
multifocality and multicentricity of the tumors were recorded at imaging. The
findings were compared with the final pathological size. Results: The mean
age of the patients was 63 (range;45-85) years. All of the imaging modali-
ties were performed on each patient. The sensitivity of the detection of ILC
was much better with MRI (100%) compared to ultrasounography (95%) and
mammography (84%). MRI identified multifocal tumor in seven patients
(18.4%) and a contralateral tumor in one patient (2.6%), neither of which was
identified with mammography and ultrasounography. MRl overestimated the
tumor’s size in 11 tumors and underestimated the tumor’s size in three tu-
mors. Ultrasounography overestimated the tumor size in three tumors and
underestimated the tumor size in 18 tumors. Mammography overestimated
the tumor’s size in two tumors and underestimated the tumor’s size in 17 tu-
mors. The correlation of the tumor’s size on imaging with final pathology was
better for MRI than for mammography and ultrasounography (p = 0.026).

Conclusions: MRI has better sensitivity of detection and correlation with ILC
tumor size at pathology than mammography and ultrasounography. MRI is
shown to be superior to mammography and ultrasounography in detecting
multifocal and contralateral tumors.

Key words: carcinoma, lobular, cancer, mammography, ultrasonography, magnetic
resonance imaging
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Introduction

Invasive lobular cancer (ILC) is a neoplasm originating in the lobu-
lar epithelium of the breast. It is the second most common breast
cancer and accounts for 5-15% of all breast cancers (1-5). ILC was
first described by Foote and Stewart in 1941. They noted its unique
growth patterns, which include a linear file arrangement of cells
(so-called Indian file pattern) and scattered growth pattern (6,7).
ILC has a tendency to spread diffusely or between the collagen fib-
ers of the breast and produces little desmoplastic response (8). ILC
is associated with a higher frequency of multifocal, multicentric, or
bilateral breast cancer compared with other types of cancer (1,9).

Therefore, ILC often presents a diagnostic and a therapeutic chal-
lenge (1,10). Despite these diagnostic difficulties, imaging modal-
ities are important in the preoperative evaluation of ILC.

At mammography (MG), ILC tends to manifest as lesions with
opacity equal to or less than that of normal fibroglandular tis-
sue (11). Therefore, false-negative rates for ILC (up to 19%) are
higher than for other invasive cancers detected via MG (2,12).
Ultrasonography (US) is a valuable adjunct to MG for the detec-
tion of ILC. The appearance of ILC on US is frequently subtle and
tends to manifest as focal shadowing without a discrete mass (11).
In particular, the detection of ILC on US may be difficult for lesions
smaller than 1 cm (12,13). As the mammographic and the sono-
graphic appearance of ILC are frequently subtle, these modalities
will not always detect the full extent of the tumor. MG and US are
associated with lower sensitivities for detecting ILC (1-3,14).

Magnetic resonance imaging (MRI) is increasingly used for the
detection of invasive breast cancers. In recent years, MRI has
proved to be a useful adjunct to MG and US in the detection and
management of ILC. MRI is a promising method for preoperative
staging of breast cancer to exclude multifocality or multicentric-
ity. Moreover, the additional screening by MRI of the contralateral
breast may be useful, with some investigators reporting that MRI,
together with MG and US, resulted in sensitivities reaching 100%
in the detection of invasive breast cancer (9,10,15).

Due to the lower incidence of ILC, few studies have looked at the ef-
ficacy of MRI for the detection of ILC, preoperative estimation of size,
and concordance with final pathology. The purpose of this study was
to determine the adjunct value to mammography and ultrasonogra-
phy of magnetic resonance imaging (MRI) in determining the pres-
ence, extent and multifocality of invasive lobular cancer (ILC).

Materials and methods

We retrospectively reviewed images from 38 patients with a mean
age of 63 years (45-85) who had been diagnosed with ILC his-
topathologically between May 2009 and February 2011. Patients
with associated ductal carcinoma were excluded from this study. .
In line with our unit policy, MRI was performed after ILC had been di-
agnosed histopathologically. The imaging and reporting datas were
collected from PACS. All of the patients underwent surgery. The size
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of the tumor and the presence of multifocality or a bilateral tumor at
imaging and reporting were recorded. In cases of widespread multi-
focal disease, the largest lesion was measured. The pathological size
was considered the gold standard for comparison. Concordance oc-
curred when the size of the measured lesion on imaging was within
0.5 cm of the size on the final pathology. In line with our Trust’s policy
no ethics committee approval was obtained as this was a retrospec-
tive survey and no patients were individually identified.

MRI

MRI of the breast was performed with a 3-T system, with a dedi-
cated dual breast coil. The patients were imaged while in the prone
position and with the breast slightly compressed. First, an axial
T2-weighted turbo-spino-echo sequence (TR/TE, 5200/90 msec,
slice thickness, 4 mm) was acquired. Then, an axial and sagital T1-
weighted flash three-dimensional sequence (TR/TE, 19/7 msec;
matrix, 256x256; field of view, 30 cm; slice thickness, 4 mm) was
used for dynamic contrast enhancement in all of the examinations.
In the initial phases of the dynamic exam, axial and sagital images
were obtained without contrast. Intravenous (IV) contrast material
(gadopentetate dimeglumine) (0.2 mmol/kg IV bolus) was then in-
jected. Each field of view was scanned seven times. The sagittal
images were obtained before and after the administration of the
contrast material. To detect any contrast enhancement, subtraction
images were obtained by subtracting the no-contrast images from
the dynamic early- and late-phase contrast images. The images
were reviewed by two specialist breast radiologists.

Mammography

All cases were examined with a technique using full-field digital
mammography. Craniocaudal and mediolateral oblique rojections
of bilateral breasts were obtained. Additional spot compression
and magnification views were obtained some cases. The mammo-
graphic images were reviewed by two specialist breast radiologists.

Ultrasonography

All the sonographic examinations were performed by two specialist
breast radiologists using high resolution sonography with the pa-
tient placed in the supine or oblique supine position. Scans were
performed using a high frequency probe operating at 8-10 MHz.

Statistical analysis

The correlation between the pathological size and the size on im-
aging was measured by Pearson’s correlation coefficients for each
diagnostic modality. All of the data were analyzed by SPSS ana-
lytical software.

Results

Sensitivity

All of the tumors were visualized by MRI. US failed to detect two
tumors (5.3%), and MG did not detect six tumors (15.8%). The
sensitivity of detection of ILC was much better with MRI (100%)
compared with US (95%) and MG (84%). Twenty-two of the pa-
tients underwent lumpectomy, and 16 of the patients underwent
mastectomy.
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Figure 1. The correlation of the tumor’s size on mammaography with final pathology.
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Figure 3. The correlation of the tumor’s size on magnetic resonance imaging
with final pathology.

Concordance, overestimation, and underestimation

The MRI tumor size was concordant (within 0.5 cm) with the path-
ological tumor size in 24 (63.2%) of the patients. The concord-
ance for lesions of <2 cm at pathology was 12 of 16 (75%) patients,
and the concordance for lesions of >2 cm was 12 of 22 (54.5%) of
the patients. MRI overestimated the size of the tumor by more
than 0.5 cm in 11 of the patients (28.9%) and underestimated the

Figure 2. The correlation of the tumor’s size on ultrasonography with final pathology.

tumor’s size by more than 0.5 cm in three (7.9%) of the patients.
The mean size of the tumor was 37 mm (10-172) in the concord-
ant group, 29.4 mm (8-60) in the overestimated group, and 50.3
mm (30-90) in the underestimated group by MRI.

The tumor’s size on MG was concordant (within 0.5 cm) with the
pathological tumor size in 13 (34.2%) of the patients. MG overesti-
mated the tumor’s size by more than 0.5 cm in two of the patients
(5.3%) and underestimated the tumor’s size by more than 0.5 cm in
17 of the patients (44.7%). The mean size of the tumor was 18.7 mm
(8-30) in the concordant group, 13 mm (13-13) in the overestimated
group, and 57.8 mm (17-172) in the underestimated group by MG.

The tumor’s size on US was concordant (within 0.5 cm) with the
pathological tumor size in 15 (39.5%) of the patients. US overes-
timated the size of the tumor by more than 0.5 cm in three of the
patients (7.9%) and underestimated the size of the tumor by more
than 0.5 cm in 18 (47.4%) of the patients. The mean size of the
tumor was 36.7 mm (10-172) in the concordant group, 14.3 mm
(8-18) in the overestimated group, and 48.3 mm (17-100) in the
underestimated group by US.

Contralateral tumor

MRI identified a contralateral tumor in one patient (2.6%) that
was not detected by MG or by US (Figure 4a,b,c,d). Subsequent
US detected the tumor recognized by MRI, and US-guided core
needle biopsy was performed. The results of the biopsy showed
contralateral primary ILC in this patient. The patient underwent a
bilateral mastectomy.
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Figure 4. (A) Right mammogram (craniocaudal view) of a woman shows
normal. (B) Left mammogram (craniocaudal view) of same woman shows
ill-defined, speculated dens, irregular mass with biopsy-proven invasive lobular
cancer. (C) Dynamic magnetic resonance image sagital view (right breast)

of same woman shows a tumour with biopsy-proven invasive lobular cancer.
MRI identified a contralateral tumor in same woman that was not detected by
mammography or by ultrasonography. (D) Dynamic magnetic resonance image
sagital view (/eft breast) of same woman shows ill-defined, speculated mass.

Multifocal tumors

MRI identified multifocal tumors in seven (18.4%) of the patients;
these tumors were not detected by MG or US. Due to the in-
crease in stage, the therapeutic procedure was changed from
lumpectomy to mastectomy in six of these seven patients. The
results of the final pathology showed multifocal ILC in these
seven patients..

Correlation coefficients

The correlation of the measured tumor size with the size on
final pathology measured by the Spearman correlation coef-
ficient was the best with MRI (r = 0.837) (p = 0.0001) compared
with MG (r = 0.675) (p = 0.0001) and US (r = 0.361) (p = 0.026)
(Figure 1,2,3).
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Discussion

In making a choice about surgical treatment, it is important to
have an accurate definition of the extent of the cancer or bilat-
eral cancer (16). The preoperative evaluation of the tumor’s size
and the detection of multifocal tumors can influence the choice
of surgical treatment. In particular, an accurate estimation of the
extent of invasive cancer is essential to determine eligibility for
breast conservation therapy. The goal is to perform a resection
with negative margins and, thus, minimize the risk of local tumor
recurrence. Imaging modalities are important in the preoperative
evaluation of ILC.

The sensitivity of MG and US for ILC detection was reported to
be 57-90.5% (1,3,14,17-19,) and 68-98% (14, 17-20), respectively.
The sensitivity of MG (84%) and US (95%) in this study are in ac-
cordance with the findings reported in the literature. The use of
MRI as an adjunct to MG and US increases sensitivity in the detec-
tion of ILC and provides useful information for presurgical plan-
ning. Some investigators have reported that MRl is a useful addi-
tion to MG and US, with sensitivities reaching 100% in the detec-
tion of invasive breast cancer (9,10,15,17,18,21). In this study, the
sensitivity of MRI was 100%.

In a study of ILC, McGhan et al (17) reported a concordance rate
of 56% between MRI and the pathological size. We detected a
rate of 63.2% in our study. Grimsby et al reported (22) that the
MRI pathological concordance rate for tumors less than 2 cm
for both ILC and invasive ductal carcinoma was higher in lesions
>2cm (69% and 46%, respectively). McGhan et al (17) found the
MRI pathological concordance rate for tumors <2 cm for ILC was
higher than for those >2 cm (63% and 42%, respectively). In this
study, the MRI pathological concordance was consistent with pre-
vious reports, demonstrating better concordance with <2 cm tu-
mors (75%, 54.5%).

For ILC, the correlation between MRI and size on pathological
analysis has been reported to range from 0.74 to 0.97 (17, 18, 21,
23, 24). In comparison, correlations for MG and US have been re-
ported to be as low as 0.34-0.79 (17,25,21,24) and 0.24-0.71 (17,
21, 23-25), respectively. In our study, the correlations for MRI, MG,
and US are consistent with those reported in the literature. As MRI
uses both morphological and enhancement kinetics to evaluate
cancer, it provides a more accurate estimation of the size of the
tumor.

MG tends to underestimate the tumor size compared with US.
However, overestimation of the tumor size by MG and US is rare.
For example, Uchiyama et al. (26) and Veltman et al. (27) reported
that 56% and 35-37%, respectively, of ILC on MG were underes-
timated. US tends to underestimate larger tumors more so than
smaller tumors (28). Our results are in accordance with the find-
ings reported in the literature.
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In cases of multifocal breast cancer or where women have dense
breast tissue, conventional imaging may miss an unsuspected
breast cancer. Due to its very high sensitivity, MRl is a particu-
larly useful imaging technique for staging women diagnosed
with ILC, especially those women with very dense breast tissue
and multifocal cancer. MRI has been shown to be superior to MG
and to US in detecting multifocality and multicentricity, as well as
in estimating the tumor’s size, which tends to be underestimated
with conventional imaging. The additional screening by MRI of
the contralateral breast may be useful. MRI has been shown to
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KARIN AGRISI VE SiSKINLIK MEME KANSERININ BELIRTISi MiDIR?
OzET

Meme kanseri genellikle kemik, akciger, karaciger ve santral sinir sistemine
metastaz yapar. izole peritoneal meme kanseri metastazi oldukga nadir gorii-
liir. Klinigimize karinagnsi sikayeti ile bag vuran hastanin sistemik muayene-
sinde, abdominal distanssiyon, asit ve memede kitle tespit edildi. Memeden
alinan bsyopsi invazif duktal karsinom ve laparoskopik peritoneal biyopsi so-
nucu ise meme kanseri metastazi olarak degerlendirildi. palyatif kemoteripi
plannanan hasta tedaviyi kabul etmedi. Alti ay takip edilen hastada baska bir
metastaz gelismedi.

Anahtar sozciikler: Karin agrisi, meme kanseri, peritoneal tiimorler, metastaz

Introduction

Breast cancer is a disease very common among women; it can be
diagnosed in early stages with screening efforts and increasing
awareness of the population. However, metastases can be recog-
nized at the time of the diagnosis or during follow-up after sur-
gery (1). Breast cancer usually metastasizes to bone, lungs, liver
and central nervous system (1). Peritoneal metastasis is a rarely
encountered situation in the patients with breast cancer. Herein,
we presented a patient with breast cancer who presented with
isolated peritoneal metastasis.

Case report

A 50-year-old woman came to our clinic with the complaints of
abdominal pain and distention persisting for three months and
worsening in the last month; she had a medical history of lung
tuberculosis treatment 5 years ago. The patient had come to our
clinic 6 months ago because of a mass in her right breast. Core
biopsy was offered, but she rejected the intervention. On physi-
cal examination, diffuse abdominal ascites, a breast mass with
irregular margins 30x20 mm in size in the right upper outer
quadrant, and two mobile ipsilateral axillary lymph nodes sized
approximately 20x20 mm were found. Laboratory tests revealed
hypoalbuminemia, borderline high erythrocyte sedimentation
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ABSTRACT

Breast cancer usually metastasizes to bone, lungs, liver and central nervous
system. Rarely, atypical metastases may occur. Isolated peritoneal metastasis
of breast cancer is very uncommon. On systemic examination of a 50-year-
old woman who presented to our outpatients’ clinic with the complaints of
abdominal pain and distention, abdominal ascites and a breast mass were
found. Biopsy from the breast mass revealed invasive ductal carcinoma and
laparoscopic peritoneal biopsy showed peritoneal metastasis of the breast
cancer. Palliative chemotherapy was planned. The patient rejected the treat-
ment and has been under follow-up for 6 months does not have any other
metastasis now.

Key words: Abdominal pain, breast cancer, peritoneal neoplasms, metastasis

rate (19 mm/h) and elevated levels of CA15-3 and CA 125 (300 and
516 U/ml, respectively). Ultrasonographic examination showed a
lesion sized 15 mm in dimension in the right lobe superior seg-
ment of the liver, which was consistent with the liver cyst, and
diffuse fluid accumulation in the peritoneal space. Furthermore,
there were cystic lesions 3.6 mm in diameter in the uterus and
5 mm in diameter in the cervix, and septated cystic lesions with
dense content 37x31 mm in size in the right ovary and 15 mm in
diameter in the left ovary. On the computerized abdominal tom-
ography, minimal gastric wall thickness and a hypodense cystic
lesion 12x7 mm in size in the segment 7 of the liver were seen.
Breast ultrasonography showed a heterogenic hypoechoic lesion
with smooth margins 28x13 mm in size in the right breast up-
per outer quadrant; mammography showed several asymmetric
opacities of which the largest one was 10 mm in diameter. Core
biopsy was performed to that mass in the breast. The tuberculin
skin test (PPD) done to evaluate the reason for abdominal pain
and ascites with the recommendations of the clinic of the pulmo-
nary diseases and tuberculosis because of the previous history of
tuberculosis of the patient was negative, sputum test did not yield
any growth of acid-fast bacilli (AFB). Microbiologic examination of
the abdominal fluid did not show any growth of bacilli. The Erlich-
Ziehl-Neelsen staining did not show any AFB. Upper and lower
gastrointestinal system endoscopies were performed to diagnose
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figure 1. Tubular formations was showing at the infiltrating tumor have occure
desmoplastic stroma area. (H&E stain, x100)

the primary tumor since the cytology of the ascites showed ma-
lign cells were normal. The clinics of obstetrics and gynecology
evaluated the uterine and ovarian lesions; cervical smear result
was benign, primary ovarian cancer was not assumed for the
ovarian lesion. The result of the breast core biopsy was reported
as invasive ductal carcinoma. '®FDG positron emission tomogra-
phy was done to identify an additional focus of malignancy and
metastasis reported the malign mass in the right breast, abdomi-
nal malign ascites, and hyper metabolic lymph nodes in the right
axillary area.

The patient had a right modified radical mastectomy and laparo-
scopic peritoneal biopsy with the initial diagnosis of breast cancer
and peritoneal metastasis. She was discharged from the hospital
on postoperative day 10 without any problem. Histopathology re-
ported tumor mass in the breast 30x25x13 mm in size as invasive
ductal carcinoma (Figure 1), all 17 lymph nodes removed from the
axilla as metastatic lymph nodes. Its histologic classification was
grade Il according to the modified Bloom Richardson classifica-
tion. In immunohistochemistry studies showed that 20% of the
cells were positive for estrogen receptor, 90% was positive for pro-
gesterone receptor and Cerb-B, was negative. The result of peri-
toneal biopsy was reported as the metastasis of the invasive duc-
tal carcinoma. immunohistochemistry of peritoneal metastasis
studies showed accordance with breast carcinoma (Figure 2). The
patient was referred to the department of medical oncology. The
palliative treatment protocol was planned for the patient. But she
rejected the treatment. The patient has been under follow-up care
for 6 months does not have any additional metastasis at present.

Discussion

Peritoneal invasion and ascites in the abdomen are usually as-
sociated with metastatic tumors of gastrointestinal and ovarian
cancers (2). Another cause is tuberculosis peritonitis that may be
confused with primary and metastatic peritoneal malignancies
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because of nonspecific clinical symptoms such as fever, abdomi-
nal pain. ascites and elevated serum CA 125 level (3). Rarely, the
cause is the primary peritoneal tumor originated from the serosal
mesothelial cells which may have an aggressive clinical course (4).
CA 15-3 may increase in metastatic breast carcinoma as well as
in benign breast and liver diseases, ovarian and lung carcinomas
(5). In such cases, the diagnosis is made by peritoneal biopsy (3,4).
Similar to the literature data, our patient had the complaints of ab-
dominal pain, distention and nausea. There was diffuse ascites in
the abdomen and the levels of CA 15-3 and CA 125 were elevated.
It was difficult to clinically make differential diagnosis among pri-
mary tumor, tuberculosis peritonitis or metastatic tumor. Hence,
the diagnosis was achieved by laparoscopic peritoneal biopsy.

Invasive ductal cancers that account for 75% of the breast cancers
usually metastasize to the lungs and pleura, whilst lobular inva-
sive cancers mostly metastasize to gastrointestinal system, gyne-
cologic organs, peritoneum and retroperitoneal region. However,
it has been reported that ductal type and medullary type breast
cancers, although rare, are likely to metastasize to the gastrointes-
tinal system (6). Peritoneal metastases of breast cancers are often
recognized years after the initial diagnosis, there are few cases in
the literature who show the metastases at the time of the initial
diagnosis (7). The presence of peritoneal metastases of breast
cancer generally indicates lobular invasive carcinoma, in contrast,
our patient was diagnosed with invasive ductal carcinoma. It was
noteworthy that our patient was not locally advanced stage with
the coexistence of isolated peritoneal metastasis.

The main treatment for peritoneal metastasis of breast cancer in-
volves the intervention for the ascites and palliative chemothera-
py (8). After the diagnosis was made, chemotherapy and palliative
treatment for the ascites were planned. The patient underwent
follow-up for 6 months, and does not have any additional metas-
tasis at present.
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In conclusion, although breast cancer is a systemic disease that
may spread all the body, peritoneal metastasis develops only
in advanced stage. Concurrent isolated peritoneal metastasis
of breast cancer is very rare. In the patients presenting with the
complaints of abdominal pain and ascites, isolated peritoneal
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MEMENIN PRIMER LiPOSARKOMU
1}i3)

Malign tiimérler arasinda meme glandinin mezensimal dokusundan koken
alan primer liposarkomlar memede nadir gariiliir. Erigkinlerde gdriilen meme
liposarkomunun en fazla gériildiigii yas 4. ve 6. dekatlar arasidir. Vakamiz li-
teratiirde yayinlanan 3. dekatta goriilen 3.liposarkom vakasidir. Biz, memede
liposarkom olan bu vaka ile daha dnce yayinlanan literatiirler 1siginda nadir
malign tiimdrler ve memenin diger sarkom tiplerini tartistik

Anahtar sozciikler: meme, liposarkom

Introduction

Sarcoma of the breast constitutes less than 1% of all malignant
breasttumorsandliposarcomaofthebreasthasanincidenceof 3-24
% of all the mammary sarcomas. The first information about breast
sarcoma was reported by Neuman in 1862. Austin and Dupruee
published the largest series which included 20 breast liposarcoms
in 1986. In this study, 13 cases were pure liposarcoma of the breast,
and 7 cases were patients who had liposarcoma developing on
a base of cystosarcoma (1). The mass in the breast appears as a
hard, painless and mobile mass.They do not display specific radio-
logical findings. Fine needle aspiration cytology is valuable in the
preoperative diagnosis, but a proper examination is essential (2).
Case report

A 29-year-old female patient presented to the General Surgery
clinic of our hospital in March 2009, who had a mobile mass of
hard consistency in the upper inner quadrant of the right breast,
growing partly irregularly in the last 3 months, of approximately
2x2.5 cm in size. Axillary and supraclaviculer lymph nodes were
not palpable bilaterally. The history of the patient, who had de-
livered three times and was currently 18 weeks pregnant, re-
vealed that her father and brothers had neural tumors. She had
no family history of breast cancer. The patient’s hematological
and biochemical tests were normal. Although ultrasonographical
examination revealed that the mass had benign properties, suspi-
cious findings in the fine needle aspiration biopsy supported the
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ABSTRACT

Primary sarcomas of the breast are rare, malignant tumors arising from the
mesenchymal tissue of the mammary gland. The peak incidence of breast
liposarcoma occurs in adults between the fourth and the sixth decades. Our
case is the third liposarcoma case of the breast in the literature observed in
the third decade. We report a case of liposarcoma of the breast and discuss
this rare malignant tumor and other types of sarcoma of the breast in the
light of the previously published literature.

Key words: breast, liposarcoma

decision for total excision of the mass. Since the patient was preg-
nant, the mass was totally excised under local anesthesia. Grossly,
the resection specimen measured 2x2,5x2 cm and was unencap-
sulated. The cut surface of the tumor was lobulated, gelatinous,
opaque and yellow in color. No hemorrhage or necrosis was seen.
Microscopically, hematoxylene-eosin stained sections revealed
low to moderately cellular, small mesenchymal cells with mini-
mal nuclear pleomorphism, insconspicuous nucleoli and scanty
cytoplasm in a highly myxoid ground substance. Mitotic figures
were rare. A characteristic chicken-wire like capillary network was
present in the background. Immunhistochemically, the tumor
cells were diffusely and strongly positive for vimentin and focally
positive for S-100 antibodies, which showed that the small mes-
enchymal cells were lipoblasts. The case was diagnosed as myxoid
liposarcoma of the breast (figure 1). The patient was discharged
on the first postoperative day without any complications.

Discussion

Liposarcoma is the most common soft tissue sarcoma in adults.
While extremity and retroperitoneal localizations are frequent,
the spermatic cord, the axilla, the vulva and the breast are rare
locations (2). Primary breast sarcomas are quite a heterogenous
group and they include malignant fibrous histiocytoma, fibrosar-
coma, angiosarcoma, leiomyosarcoma, osteosarcoma, rhabdomy-
osarcoma and other sarcomas (3).

5



The Journal of Breast Health

o0

When we look at the literature, breast liposarcomas are usually
seen between the ages of 45-55. Clinically, thinning of the skin
and rash occurs in patients who present with a painless, palpa-
ble mass. Pectoral muscle invasion and nipple retraction are rarely
seen (1). Preoperative diagnosis is important in planning the
most appropriate type of treatment. Liposarcomas that do not
contain specific features on radiology are usually evaluated as
fibroadenoms.

Liposarcomas are classified into five types by the world health or-
ganization: myxoid, round cell, pleomorphic, well differentiated,
and dedifferentiated (2). Their behavior and pattern of recurrence
depend on their histological subtype (5). When encountered at
a young age, it is a stuation which causes difficulty in the diag-
nosis for both the clinician and the cytologist. Despite articles
which have stated that fine needle aspiration biopsy is adequate
(4), a study on 5306 patients has reported that liposarcoma can
interfere with poorly differentiated carcinomas (3). Core needle
biopsy has a place in liposarcom diagnosis (6,7). However, there is
a known case where a patient has been wrongly diagnosed with
cancer by core needle biopsy(8).

Sarcomas which act differently from other malignant tumors of
the breast, spread as distant organ metastasis rather than lym-
phatic metastasis. When patients are diagnosed preoperatively,
the possibility of distant organ metastasis must be investigated.
Sarcomas, which pimarily metastasize to the lungs, spread to or-
gans like the liver, brain and bones, respectively (1).

In breast liposarcomas, surgery is the first treatment. However,
due to the limited number of cases in the literature, the excision
width of surgery is controversial. Clean surgical borders must
be acquired during surgical excision. Because there is no lymph
node metastasis in liposarcomas, axillary lymph node dissection
is unnecessary. Because of local recurrence, radiotherapy is rec-
ommended after breast conservative surgery. However, there are
studies that have reported that radiotherapy does not provide
significant benefit on local relapse and illness-free duration of life.
(1). Adjuvant chemotherapy is offered for high grade and large
tumors (5).

Patients must be followed up for local recurrence and distant
metastasis in the postoperative period. Factors which affect local
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Figure 1. Pathologic view.

recurrence are positive surgical borders and pleomorphic type li-
posarcomas. Another factor effecting local recurrence is 1.1% if
the tumor size is between 1-2 cm,; when it is between 2.1 and 5
cm, itis %1.7; if it is larger than 5 cm, it is %6.1 (1). The treatment
for local relapse is surgery. The type of surgery can range from
wide excision to mastectomy.

The overall survival results have not been good in patients with
distended metastasis, even after additional chemotherapy. The
survival rate decreases in the presence of distant metastasis. The
five-year survival rate in liposarcomas of the breast is 50% (1).

In conclusion, liposarcoma of the breast is a rare condition. Fine
needle aspiration biopsy can be sufficient for the diagnosis when
adequate material is provided. Surgery, ranging from total exci-
sion to mastectomy is offered in the literature. Since lymphatic
dissemination does not occur, lymph node dissection is unneces-
sary. Radiotherapy can be added to the treatment. The dimension
of the tumor, histological subtype and clean surgical borders are
important in the prognosis. Due to the inadequate number of
cases in the literature, the choice of treatment and determination
of prognosis can be difficult.
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SERVIKS KANSERININ MEMEYE SIRADISI METASTAZI:0LGU SUNUMU VE
LITERATUR DEGERLENDIRILMESI

OZET
Giris: Serviks kanserinin memeye metastazi cok nadir rastlanilir.

Vaka: 34 yaginda FIGO evre l11B serviks kanseri olan hastanin kiiratif kemorad-
yoterapi tedavisi sonrasi rezidiiel tiimorii mevcuttu. Bir ay sonra sol meme ve
akcigerde metastazlan gelisti. Memeden alinan biopsi ile serviks kanserinin
metastazi oldugu tespit edildi.

Tartisma: Servikal kanserin memeye metastaz yapabilecegi akilda tutulmalidir.

Anahtar sozciikler: uterin servikal kanser, metastaz, radyoterapi

Introduction

The breast is an unusual site for metastatic disease. The incidence
at autopsy is 1,2% to 6,6% of patients with extra-mammary carci-
nomas (1,2) however the clinical observed rate is lower at 0,5% to
1,3% (3). Melanomas, lymphoma, lung, soft tissue sarcomas, gastro-
intestinal and gynaecologic tumors are the most common primary
sites (3-6). Within gynaecological cancers the ovary is the most
common primary site (1,5,7), whilst metastases to the breast from
cervical cancer are rare. The most common site of distant metasta-
ses from cervical cancer are lung, para-aortic lymph nodes, liver and
the supraclavicular lymph nodes and unusually to brain, heart, skin,
thyroid, spleen can also be seen (8,9). Since 1947 there have been
29 reported cases,therefore there is limited experience of diagnosis
and management. We present the case of a patient with primary
cervical carcinoma who developed breast metastasis one month
after potentially curative treatment and a review of the literature.

Case report

S.S, a 34-year-old patient with FIGO stage IlIB cervical carcinoma was
admitted to the Cerrahpasa Medical Faculty Department of Radiation
Oncology. Pelvicexamination revealed a bulky mass with involvement
of the right parametria and anterior distal one third vagina. Physical
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ABSTRACT
Background: Metastasis to the breast from cervical carcinoma is rarely seen.

Case: A 34-year-old woman with FIGO stage I1I-B cervical carcinoma rece-
ived potentially curative chemoradiotherapy following which, there was
residual tumor. One month later, she presented with metastasis to the
left breast and the lung. Biopsy of the breast confirmed metastatic cer-
vical carcinoma.

Conclusion: It should be remembered that breast metastasis might be seen
in cervical cancer.

Key words: uterine cervical cancer, breast, metastases, radiotheraphy

Figure 1. Left breast mass.

examination was otherwise normal. Pelvic magnetic resonance imag-
ing (MRI) showed a 64x48 mm solid mass in the uterus cervix. Biopsy
from cervical mass revealed keratinizing squamous cell carcinoma.
No metastatic disease was found by CT scan. Hematological, liver and
renal function tests were within normal limits.
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The patient received a total radiation dose of 50.4 Gy in 28 frac-
tions, five days per week, with 15 MV photons to the pelvis us-
ing a four-field box technique. The radiation field encompassed
a volume that included the whole uterus, the primary mass, the
paracervical, parametrial and uterosacral regions, as well as the
external iliac, hypogastric and obturator lymph nodes. The AP/
PA field extended 1.5 to 2 cm laterally to the widest bony margin
of the true pelvis. The superior border of the field was the mid-
point of L5, and the inferior border included a 2 cm margin from
the lowest extension of the primary tumor. The anterior border
of the lateral fields was the anterior one third of symphysis pubis,

(o3)
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Figure 2. A. Thorax computed tomography.

PET-CT images of the patient.

and the posterior border was the $S2-S3 interface based on the ex-
tent of the primary tumor. This was followed by a boost to the
primary of 5.4Gy using anterior posterior fields. During external
beam radiotherapy concomitant cisplatin (40mg/m2 weekly) was
administered. One week after external irradiation,high dose rate
intracavitary brachytherapy to a dose of 27.5Gy to point A was de-
livered with Flecther-Suit applicators.

One month after this treatment, she presented to us with a pain-
less mass in her left breast. Pelvic examination revealed a residu-
al tumor mass in the cervix. On breast examination there was a

\&)
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Table 1. Characteristics of patients with metastatic breast tumor from cervical cancer.

Localization of breast

Reference n Histopathology FIGO stage metastases Treatment Survival*
De Alvarez 1947 (21) 1 SCC NS Autopsy NS Dod
Speert and Greeley 1948 (8) 1 SCC NS L CT 3 month
Badib 1968 (4) 4 NS NS Autopsy s 4 Dod
T oW e i S
McCrea 1983 (15) 2 1 Adeno Ca | NS NS Dod

1SCC Il
Nayar 1987 (18) 1 Small cell anaplastic IVB Bilateral NS 1.5 mo.
Ward 1989(19) 1 Adeno Ca I R. Inflamatory lesion RT NS
Singh 1990(22) 1 SCC I R SR+RT LFU
Kelly 1991 (23) 1 Adenosquamous | NS RT Dod
Schumacher 1992 (24) 2 NS IIIII NS NS NS
Yountan 1992 (12) 1 SCC Il NS RT NS
Van Ooijen 1993 (25) 2 1 Adeno Ca. I L CT 18 mo.

1 SCC 1l R CT 4 mo.
Kumar 1994 (13) 1 SCC I NS CT+RT 20 mo.
Kelkar 1997 (14) 1 Adenosquamous | L RT NS
Gupta 1997 (5) 1 NS Il Bilateral - LFU
Moore 1998 (7) 1 sceC 1] R NS NS
Muttarak 1998 (20) 1 SCC NS Bilateral NS NS
Kumar 1999 (16) 1 SCC 1l R CT 3 mo.
Wurdinger 2000 (17) 1 Neuroendocrine small cell ca. IVB R CT 1 mo.
Bardetella 2003 (11) 1 SCC NS NS NS NS
Fulcinitti 2008 (26) 1 Serous carcinoma 1l R CT NS
Present study 2008 1 SCC 1l L CT 3 mo.

Dod: Died of disease, NS: Not stated, SCC: Squamous Cell Carcinoma, RT: Radiotherapy, CT: Chemotherapy, SR: Surgery, L: Left, R: Right, n: number of patients, mo: month,

*: survival survival after breast metastases

5x5 cm mobile mass, firm to hard consistency with no evidence
of skin tethering or nipple retraction in the left breast. She had
no pain and tenderness in her left breast. An approximately 2 cm
left axillary lymph node was also found. The right breast was nor-
mal (Figure 1). Fine needle aspiration of the breast mass revealed
squamous cell carcinoma with the same morphological features
of the primary cervical cancer.

The patient had a chest computed tomography which showed a
50x55 mm mass in left breast, a 2 cm lymph node in the left axil-
lary region and metastatic nodules in the lung. PET-CT (Positron
emission tomography - computed tomography) confirmed these
findings but in addition a vaginal mass, bilateral inguinal lymph
nodes and metatases to the right ischium (Figure 2a-b). She re-
ceived three cycles of palliative chemotherapy (paclitaxel 285 mg/

m?2 and cisplatin 120 mg/m?). However, she died of disease after 3
courses of chemotherapy.

Discussion

Invasive cervical cancer is one of the most common malignancies
in women (10). The incidence of,and the mortality from cervical
cancer have steadily declined over the past five decades,because
of the successful implementation of screening programs(9). The
disease spreads to adjacent structures such as pelvic and paraor-
tic nodes by lymphatic dissemination and to distant organs by
haematogenous spread (9). The most common distant metastatic
sites are liver lung and bone and rarer sites include brain, heart,
skin, eyes, thyroid and spleen (4,9). Distant metastasis from cer-
vix cancer to the breast are extremely rare. Frequencies of me-
tastasis to the breast have been reported in 0.5-6.6% in clinical
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and autopsy studies (1-3,6). The most common primary sites of
metastasis to breast are malignant melanoma, lymphoma, lung
cancer, soft tissue sarcoma, ovarian carcinoma and gastrointesti-
nal tumors (3-6).

Metastases to the breast usually present as a palpable,mobile
mass in the breast (6,11). Although pain, tenderness and/or dis-
charge are usually absent in patients with metastases to breast,
Hajdu et al reported that more than half of patients complained of
pain and discomfort (2,3,11). Metastases in the breast are usually
located in the upper outer quadrant of the left breast. They are
often superficial and sharply demarcated,similar to primary breast
carcinomas (2,3,6). Although axillary lymph node involvement has
been frequently reported, nipple retraction,peau d'‘orange,and
fixation to the chest wall are rarely seen (2,3,6,12-14). Metastases
are rarely multiple, bilateral or diffuse. Bohman et al. showed that
the left breast was more commonly affected (3,6,15). Most studies
reported breast metastasis with widespread synchronous metas-
tases (4,11).

It is difficult to distinguish metastatic disease from primary breast
tumorandbenignlesionssuchascystsorfibroadenomas,especially
in patients with extramammary primary tumors (16). On the
mammography, metastases to the breast have non-specific fea-
tures, typically well circumscribed margins without evidence of
micro calcification or spiculations, features that would be more
unusual in a primary breast cancer (6,11,13,14). Ultrasonography
might be helpful in diagnosis (12). MRI findings are highly accu-
rate in diagnosis of breast cancer especially in young patients with
dense breast parenchyma. In the MRl mammography, primary
breast malignancies have spiculated margins, low signal intensity
on pre-contrast T1 and heterogeneous low signal intensity on T2-
weighted images.After contrast administration, both the majority
of invasive carcinomas and metastatic tumors show a rapid initial
increase in signal intensity within the first 3 minute (17). There
is no definitive enhancement criteria to differentiate metastasis
from a primary breast carcinoma however, metastasis are gener-
ally seen as well-circumscribed round masses (14,17). We did not
perform mammography and MRI of the breast as we already had
histopathological confirmation.
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