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ABSTRACT

Background: Obesity has been associated with inferior outcomes in operable
breast cancer, but the relation between body mass index (BMI) and outcomes
by breast cancer subtype has not been previously evaluated.

Methods: The authors evaluated the relation between BMI and outcomes in 3
adjuvant trials coordinated by the Eastern Cooperative Oncology Group that
included chemotherapy regimens with doxorubicin and cyclophosphamide,
including E1199, E5188, and E3189. Results are expressed as hazard ratios
(HRs) from Cox proportional hazards models (HR >1 indicates a worse out-
come). All P values are 2-sided.

Results: When evaluated as a continuous variable in trial E1199, increasing
BMI within the obese (BMI, =30 kg/m(2) ) and overweight (BMI, 25-29.9
kg/m(2) ) ranges was associated with inferior outcomes in hormone receptor-
positive, human epidermal growth receptor 2 (HER-2)/neu-negative disease
for disease-free survival (DFS; P = .0006) and overall survival (0S; P = .0007),
but not in HER-2/neu-overexpressing or triple-negative disease. When evlu-
ated as a categorical variable, obesity was associated with inferior DFS (HR,
1.24; 95% confidence interval [Cl], 1.06-1.46; P = .0008) and 0S (HR, 1.37;
95% (l, 1.13-1.67; P = .002) in hormone receptor-positive disease, but not
other subtypes. In a model including obesity, disease subtype, and their in-
teraction, the interaction term was significant for 0S (P = .02) and showed
a strong trend for DFS (P = .07). Similar results were found in 2 other trials
(E5188, E3189).

Conclusions: In a clinical trial population that excluded patients with signifi-
cant comorbidities, obesity was associated with inferior outcomes specifically
in patients with hormone receptor-positive operable breast cancer treated
with standard chemohormonal therapy.

TANI SIRASINDAKi OBEZITE HORMON RESEPTOR- POZITIF OPERABL
MEME KANSERINDE DAHA KOTU SONUGLAR ILE iLISKILIDIR

OZET

Operabl meme kanserinde obezite daha kotii sonuglarla iliskilendiirilmis,
ancak bugiine kadar viicut kitle indeksi ile sonuglar arasindaki iligki meme
kanseri alt tiplerine gore incelenmemistir. Arastirmacilar doksorubisin ve
siklofosfamid kemoterapi rejimlerini iceren 3 adjuvan calismanin sonuglarn
ile VKi arasindaki iliskiyi degerlendirdiler. Sonuglar Cox oransal risk model-
leri arasindan risk oranlan (hazard ratio) (HR) (HR> 1 kdtii sonug gosterir)
olarak ifade edilmistir. Calismada artan VKi siirekli degisken olarak deger-
lendirildiginde obez (VKi > 30 kg / m (2)) ve fazla kilolu (VKi 25-29.9 kg /
m (2)) araliklari icinde VKi de artma hormon reseptor-pozitif HER-2 / neu-
negatif hastalik icin, hastaliksiz sagkalim icin (DFS, p = 0,0006) ve genel
sagkalim icin (GS, p=0,0007) daha kotii sonuglar ile iliskilidir, ancak HER-2/
neu-overexpressing veya iiclii-negatif hastalik bunlarin disindadir. Katego-
rik degisken olarak degerlendirildiginde obezite, hormon reseptorii-pozi-
tif hastalikta daha kotii DFS (HR, 1.24; % 95 giiven araligi [Cl], 1,06-1,46; P
=0,0008) ve GS (HR, 1.37,% 95 Cl, 1,13-1,67; P=10.002) ile iligkilidir, diger
alt tipler bunun disindadir. Obezite, hastalik alt tipi ve bunlarin etkilesimini
iceren bir modelde, etkilesim terimi GS (p =.02) icin anlamlidir ve DFS icin
giiclii bir egilim (P =.07) gdstermistir. Onemli komorbiditeleri olan hasta-
larin calisma digi birakildig popiilasyonunda obezite standart kemohormo-
nal terapi ile tedavi edilen 6zellikle hormon reseptor-pozitif operabl meme
kanserli hastalarda daha kotii sonuglarla iliskilidir.
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ABSTRACT

Background: Limited data exist on the use of accelerated partial breast irradia-
tion (APBI) in patients with ductal carcinoma in situ (DCIS). The purpose of this
analysis was to evaluate clinical outcomes after APBI in patients with DCIS.

Patients and Methods: Between December 2002 and December 2010, 99 patients
with DCIS underwent APBI as part of their breast-conserving therapy (BCT). Partial
breast irradiation techniques included interstitial brachytherapy, balloon-based
brachytherapy, and 3-dimensional conformal radiotherapy (3D-CRT). Clinical out-
comes indluding local recurrence, regional recurrence, disease-free survival (DFS),
cause-specific survival, and overall survival (0S) were analyzed.

Results: Mean follow up was 3.0 years, with a mean patient age of 61.8 years. At
5 years, the rates of local recurrence and regional recurrence were 1.4% and 0%,
respectively. Overall survival was 94%, whereas cause-specific survival was 100%.
No difference was noted in local control for each treatment technique. When com-
paring rates using the Eastern Cooperative Oncology Group (ECOG) E-5194 trial
groupings, the rate of local recurrence in our cohort was 2.0% for patients with
grade I/l disease < 2.5 cm and 0% for grade I1l < 1.0 cm, representing a 50% and
100% decrease, respectively, in local recurrence compared with excision alone.

Condlusions: Patients with DCIS treated with APBI had excellent dlinical out-
comes regardless of the APBI technique used. Until the publication of pro-
spective phase lll trials, these data confirm previous reports highlighting the
efficacy of APBI in the treatment of noninvasive carcinoma of the breast.

DUKTAL KARSINOMA iN SITULU (DCIS) HASTALARDA HIZLANDIRILMIS PARSIYEL
MEME ISINLAMASI KULLANIMININ KLINiK SONUGLARI

OZET

Bu analizin amaca DCIS hastalarinda hizlandinlmis kismi meme isinlamasi
(HKMR) sonrasi klinik sonuclan degerlendirmektir. Aralik 2002 ve Aralik 2010
tarihleri arasinda, meme koruyucu cerrahinin (MKC) bir parcasi olarak 99 DCIS
hastasina HKMR uygulanmistir. Kismi meme 1sinlama teknigi interstisyel
brakiterapi, balon temelli brakiterapi ve 3-boyutlu konformal radyoterapi
(3D-CRT) yi icerir. Lokal niiks, bolgesel niiks, hastaliksiz sagkalim (DFS), ne-
den-spesifik sagkalim ve genel sagkalimi (GS) iceren klinik sonuclar incelen-
mistir. Ortalama takip siiresi 3 yil ve ortalama hasta yasi 61.8 yildi. Beginci
yilda lokal niiks ve bolgesel niiks oranlan sirasiyla % 1.4 ve % 0 idi. Genel
sagkalim %94 iken neden-spesifik sagkalim % 100 idi. Her bir tedavi teknigi
iin lokal kontrolde higbir fark belirtilmemisti. Eastern Cooperative Oncology
Group (ECOG) E-5194 calisma gruplandirmasi kullanilarak yapilan oranlar
karsilastirilirken bu kohortta lokal niiks orani evre I/Il hastaligi olan <2.5
«am hastalar icin % 2.0 ve evre lll <1 cm icin 0% idi ve yalnizca eksizyon ile
karsilastinldiginda lokal niikste sirasiyla % 50 ve %100 azalmayi ifade edi-
yordu. HKMR ile tedavi edilen DCIS hastalarinda kullanilan HKMR teknikten
bagimsiz olarak miikemmel klinik sonuglari vardir. Prospektif faz 11l calisma-
lar ¢tkana kadar, bu veriler invaziv olmayan meme kanserlerinde HKMR' nin
etkinligini vurgulayan onceki raporlar onaylamaktadir.
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ABSTRACT

Background: Little is known about the treatment of breast cancer during
pregnancy. We aimed to determine whether treatment for breast cancer dur-
ing pregnancy is safe for both mother and child.

Methods: We recruited patients from seven European countries with a pri-
mary diagnosis of breast cancer during pregnancy; data were collected retro-
spectively if the patient was diagnosed before April, 2003 (when the registry
began), or prospectively thereafter, irrespective of the outcome of pregnancy
and the type and timing of treatment. The primary endpoint was fetal health
for up to 4 weeks after delivery. The registry is ongoing. The study is regis-
tered with ClinicalTrials.gov, number NCT00196833.

Findings: From April, 2003, to December, 2011, 447 patients were registered,
413 of whom had early breast cancer. Median age was 33 years (range 22-51). At
the time of diagnosis, median gestational age was 24 weeks (range 5-40). 197
(48%) of 413 women received chemotherapy during pregnancy with a median
of four cycles (range one to eight). 178 received an anthracycline, 15 received
cyclophosphamide, methotrexate, and fluorouracil, and 14 received a taxane.
Birthweight was affected by chemotherapy exposure after adjustment for ges-
tational age (p=0-018), but not by number of chemotherapy cycles (p=0-71).
No statistical difference between the two groups was observed for premature
deliveries before the 37th week of gestation. 40 (10%) of 386 infants had side-
effects, malformations, or new-born complications; these events were more
common in infants born before the 37th week of gestation than they were inin-
fants born in the 37th week or later (31 [16%)] of 191 infants vs nine [5%)] of 195
infants; p=0-0002). In infants for whom maternal treatment was known, ad-
verse events were more common in those who received chemotherapy in utero

compared with those who were not exposed (31 [15%] of 203 vs seven [4%)] of

170infants; p=0-00045). Two infants died; both were exposed to chemotherapy
and delivered prematurely, but both deaths were thought not to be related to
treatment. Median disease-free survival for women with early breast cancer
was 70-6 months (95% Cl 62-1-105-5) in women starting chemotherapy during
pregnancy and 94-4 months (lower 95% Cl 64-4; upper 95% Cl not yet reached)
in women starting chemotherapy after delivery (unadjusted hazard ratio 1-13
[95% C10-76-1-69]; p=0-539).

Interpretation: Although our data show that infants exposed to chemotherapy
in utero had a lower birthweight at gestational age than did those who were
unexposed, and had more complications, these differences were not clinically
significant and, since none of the infants was exposed to chemotherapy in the
first trimester, were most likely related to premature delivery. Delay of cancer
treatment did not significantly affect disease-free survival for mothers with
early breast cancer. Because preterm birth was strongly associated with adverse
events, a full-term delivery seems to be of paramount importance.

GOZLEMSEL BIR CALISMA: GEBELIKTE MEME KANSERI TEDAVSi
OzET

Bu calismada gebelik sirasinda meme kanseri tedavisinin hem anne hem
cocuk icin giivenli olup olmadigini belirlemek amaglanmstir. Gebelik sira-
sinda primer meme kanseri tanili yedi Avrupa iilkesinin hastalan ¢alismaya
dahil edilmistir; veriler hastanin Nisan 2003 dncesinde teghisi konmus ise
retrospektif, sonrasinda prospektif olarak gebeligin sonucundan veya
tedavinin zamanlamasindan bagimsiz olarak toplanmistir. Birincil ¢tkarim
dogumdan 4 haftaya kadar fetal saglik idi. Kayit devam etmektedir. Nisan
2003'ten Aralik, 2011°e kadar, 413'ii erken evre meme kanseri olan 447
hasta kayit edildi, Ortanca yas 33 (yas araligi 22-51) idi. Tani zamaninda,
ortalama gestasyonel yas 24 hafta (dagilim 5-40) idi. 413 kadinin 197’si
(%48) gebelikleri sirasinda ortanca dort sikliis (bir ila sekiz arasinda de-
gisen) kemoterapi aldi. 178'i antrasiklin, 152'si siklofosfamid, metotreksat
ve fluorourasil ve 14'i taksan aldi. Dogum agirligi gestasyonel yasa gore dii-
zeltme yapildiktan sonra kemoterapi maruziyetinden etkilendi (p=0.018),
ancak kemoterapi siklusu sayisindan (p = 0.71) etkilenmedi. Gebeligin 37.
haftasindan dnce prematiir dogum icin iki grup arasinda istatistiksel fark
gozlenmedi. 386 bebekten 40'inda (%10), yan etkiler, malformasyonlar
veya yeni dogan komplikasyonlari vardi; bu olaylar gebeligin 37. haftasin-
dan dnce dogan bebeklerde 37. haftasinda veya daha sonra dogan bebek-
lerden daha siktir (191 bebekte 31%e [%16] karsin 195 bebekte dokuz [5%],
p = 0.0002). Maternal tedavinin bilindigi bebeklerde in utero kemoterapi
almis olan bebeklerde, almamis olanlarla karsilastirildiginda yan etkiler
daha siktir [%15] e karsin [%4] p = 0.00045). iki bebek oldii; her ikisi de
hem kemoterapi gormiis ve hem de prematiir dogmuslardi, ancak her iki
oliimiin de tedaviye bagh olmadigi diisiiniildii. Erken evre meme kanseri
olan kadinlar icin hamilelik sirasinda kemoterapi baslanan kadinlarda or-
tanca hastaliksiz sagkalim 70.6 ay (% 95 Cl, 62.1 -105.5) ve dogum sonrasi
kemoterapi baslanan kadinlarda 94,4 ay (% 95 altinda Cl 64.4, iist% 95 Cl
heniiz ulasilmis degil) idi (diizeltiimemis hazard orani 1.13 [95% 0.76 -1 CI
- 69]; p = 0.539).Veriler in utero kemoterapiye maruz bebeklerde maruz
kalmayanlara gore gestasyonel yasta daha diisiik dogum agirhigi ve daha
fazla komplikasyon oldugunu gdstermesine ragmen bu farkliliklar klinik
olarak anlamli degildi ve bebeklerin higbiri ilk trimesterda kemoterapiye
maruz kalmadigindan, biiyiik olasilikla erken dogum ile ilgili idi. Erken evre
meme kanserli annelerde kanser tedavisinde gecikme hastaliksiz sagkali-
mi anlamli olarak etkilemedi. Preterm dogum ile advers olaylar arasinda
giilii iligkili oldugundan miadinda dogumun yasamsal Gnemi oldugu go-
riilmektedir.

®



The Journal of Breast Health 2012 Vol: 8 - No: 4
Meme Sagligi Dergisi 2012 Cilt: 8 + Sayi: 4

SELECTED LITERATURE/LITERATURDEN SECILENLER

The Journal of Breast Health

o0

Ann Oncol. 2012 Jul 9. [Epub ahead of print]

PATTERNS AND RISK FACTORS FOR LOCOREGIONAL
FAILURES AFTER MASTECTOMY FOR BREAST CANCER:
AN INTERNATIONAL BREAST CANCER STUDY GROUP REPORT

Karlsson P, Cole BF, Chua BH, Price KN, Lindtner J, Collins JP, Kovacs A, Thiirlimann B, Crivellari D, Castiglione-Gertsch M,
Forbes JF, Gelber RD, Goldhirsch A, Gruber G; for the International Breast Cancer Study Group.
Department of Oncology, Institute of Clinical Sciences, Sahlgrenska Academy, University of Gothenburg, Sahlgrenska University Hospital, Gothenburg, Sweden.

ABSTRACT

Background: Rates and risk factors of local, axillary and supraclavicular recurrences
can guide patient selection and target for postmastectomy radiotherapy (PMRT).

Patients and methods: Local, axillary and supraclavicular recurrences were
evaluated in 8106 patients enrolled in 13 randomized trials. Patients received
chemotherapy and/or endocrine therapy and mastectomy without radiother-
apy. Median follow-up was 15.2 years.

Results: Ten-year cumulative incidence for chest wall recurrence of >15% was
seen in patients aged <40 years (16.1%), with >4 positive nodes (16.5%) or
0-7 uninvolved nodes (15.1%); for supraclavicular failures >10%: >4 positive
nodes (10.2%); for axillary failures of >5%: aged <40 years (5.1%), unknown
primary tumor size (5.2%), 0-7 uninvolved nodes (5.2%). In patients with
1-3 positive nodes, 10-year cumulative incidence for chest wall recurrence of
>15% were age <40, peritumoral vessel invasion or 0-7 uninvolved nodes.
Age, number of positive nodes and number of uninvolved nodes were signifi-
cant parameters for each locoregional relapse site.

Conclusion: PMRT to the chest wall and supraclavicular fossa is supported in
patients with >4 positive nodes. With 1-3 positive nodes, chest wall PMRT may
be considered in patients aged <40 years, with 0-7 uninvolved nodes or with
vascular invasion. The findings do not support PMRT to the dissected axilla.

ULUSLARARASI MEME KANSERI CALISMA GRUBU RAPORU: MEME KANSERI
iCiN MASTEKTOMi SONRASI LOKOREJYONEL NUKSLERIN SEKILLERI VE RiSK
FAKTORLERI

OZET

Lokal, aksiller ve supraklavikiiler niiks oranlar ve risk faktorleri mastektomi
sonrasi radyoterapi (PMRT) icin hasta secimine ve hedefe rehberlik edebilir.
Lokal, aksiller ve supraklavikular niiks 13 randomize ¢alismada kayith 8106
hastada degerlendirildi. Hastalara kemoterapi ve / veya endokrin tedavi ve
radyoterapisiz mastektomi uygulandi. Ortanca takip siiresi 15.2 yil idi. Gogiis
duvan niiksii icin on yillik kiimiilatif insidans > 4 pozitif nod (% 16.5) ya da
0-7 tutulmamis nodu (% 15.1) olan <40 yas (% 16.1) hastalarda >% 15;
supraklavikiiler niiks > 4 pozitif nod (% 10.2) icin >% 10; aksiller niiks <40
yas (%5.1), bilinmeyen primer tiimor boyutu (% 5.2), 0-7 tutulmamis nod (%
5.2) icin >%»5 olarak goriildii. 1-3 pozitif nodu olan hastalarda gogiis duva-
ni niiksii icin 10 yillik kiimiilatif insidans <40 yasinda, peritiimoral damar
invazyonu olan veya 0-7 tutulmamis nod varliginda >%15 idi. Yas, pozitif
nod sayisi ve tutulmamis nod sayisi her lokorejyonel niiks alani icin 6nem-
li parametrelerdendi. Gogiis duvarina ve supraklavikiiler fossaya PMRT, > 4
pozitif nodu olan hastalarda desteklenmektedir. 1-3 pozitif nodu olanlarda,
gogiis duvarma PMRT, 0-7 tutulmamis nodu olan veya vaskiiler invazyonu
olan <40 yas hastalarda diisiiniilmelidir. Bulgular diseksiyon yapilmis aksil-
laya PMRT'yi desteklemez.
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