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Pregnancy-associated breast cancer
-gebelik sirasinda tani

-postpartum ilk yil
-laktasyonun herhangi bir asamasi

@ €sso

e Clinical Pharmacology During Pregnancy (Second
Edition) 2022, Pages 203-219

Sharon E Robertson, Jeanne M. Schilder

Gebelik iliskili malignitelerde ¢ok merkezli ve farkli tlke
veri taramalarinda

Meme ,serviks, lenfoma ve [6semi, melanom, tiroid ve
kolorektal kanserler daha sik
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*100.000 dogumda 15-35 gebelik iliskili meme ca
*30 yas alt1 %20
*50 yas Ustu %5
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*Gebelik sonlandirma

*Bireysel istek, fetal toksisite

* Anne kisisel prognoz

*Meme kanseri tedavisinin fertiliteye etkisi
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Clinical Breast Cancer
Volume 21, Issue 1, February 2021, Pages e120-
The Breast el127
Volume 22, Issue 4, August 2013, Pages 515-519
Original article Review
Multidisciplinary approach to breast cancer Pregnancy-Associated Breast Cancer: A
diagnosed during pregnancy: Maternal and Multidisciplinary Approach
neonatal outcomes . .
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. Journal of Adolescent and Young Adult Oncology
Clinical Decision Making in the Management of Breast Cancer Diagnosed During
Pregnancy: A Review and Case Series Analysis
Nadom Safi, Christobel Saunders, Antoinette Anazodo, Jan E. Dickinson, Frances
Boyle, Angela Ives et al
European Journal of cancer ORIGINAL ARTICLE
Cancer during pregnancy: A qualitative study of . ) I
Ep .g y:Ad ) Y Prenatal vizitlerde normal meme takip tetkikleri
healthcare experiences of Australian women yapilmalidir.Meme usg semptomatik alanlari degerlendirmek
eyt Uty et e icin rutin kullanilmalidir. Meme cerrahisi tim trimestrlerde
glivenle uygulanabilir. Sistemik terapotik tedaviler 2. ve 3.
trimestrde uygulanabilir.
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Pregnancy After Breast Cancer: A Systematic Review and Meta-Analysis )
Matteo Lambertii, MD, D' Ev Blondeaus, MD™; Marco Buszone, Me'; Marta Perachino, MDY chard A Andersen, M * Gestational breast cancer

D3; Evandro de Azambuja, MD, PhD®

* N Safi, Saunders C et al. Plos One january 2021

©1994-2013 arasi 122 gestasyonel meme ca

6462 kayith calismadan 39 galisma dahil edilmis. )

8.093.401 kadin 112.480 meme kanserli hastadan 7505 gebelik iligkili meme kanseri (relative risk, *>35 yas risk art|§|

0.40; 95% Cl, 0.32 to 0.49). o . . v
.

Risk caesarean section (OR, 1.14; 95% Cl, 1.04 to 1.25), dusiik dogum agirligi (OR, 1.50; 95% Cl, 1.31 Preterm dOgU m ile tani aninda kanser evresi baglm Sz

to 1.73), preterm dogum (OR, 1.45; 95% Cl, 1.11 to 1.88), ve erken yas gebelik (OR, 1.16; 95% Cl, * Neonatal morbidite ile |||$k| yok
1.01 to 1.33) 6zellikle KT ye maruz kalanlarda genel populasyona gore anlamli. Kongenital anomali
ve reproduiktif komplikasyonlarda fark yok. Gebe olmayanlarda disease-free survival (HR, 0.66; 95%
Cl, 0.49 to 0.89) overall survival (HR, 0.56; 95% Cl, 0.45 to 0.68). Tumér ve tedavi karakterleri,
gebelik sonlanimi, ve gebe kalma zamanlamasi arasinda fark yok.
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Breast cancer in pregnancy: recommendations of an international
consensus meeting.

e i Bbinant B Chrciadns M Camerar 0B 8ot A SO "

Eur) Cancer. 2010,46(18)3158.

-Meme kanseri tedavisi protokolleri
-tedavide fetusu koruma modifikasyonlari
-elektif gebelik sonlandirma

Epidemiyoloji
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o E!!! gen !agyncnlannda BRCA2 gen mutasyonlularda gebelik iliskili meme

kanseri orani daha distk
Cullinane CA eta. It J Cancer 2005 Efectof for breast cancer in BRCAL/BR
BRCA gen tasiyicilarinda
Valachis et al Obstetric Gynecol Surv 2010 Safety of pregnancy after primary breast carcinoma in young.
woman: a meta analysis to overcome bias healty mother effect studies.

OK kullanimi diigsiik doz levonorgestrol istatistiksel olarak
anlami bulunmamis.

Alkol kullanimi ve agiri kilo meme kanseri rekirrensi ile
iligkili.
Hormon resept6r durumu etkiler mi?
Her2 overexpression durumu
Primer tm
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* Sweden ¢alismasi johansson AL et al. Nationwide cohort study. EurJ Cancer
- 1970-2018 arasi 42.000 kadin 975 meme ca
* HR1.72 (%95 Cl 1.54-1.93) postpartum period, yas ve evre ve
subtipler arasinda ist. anlamli fark
* Amant F et al J Clin Oncol 2013

* 300 meme kanserli gebe hastada
* Yas evre, subtip ve tedavi deg. Fark saptanmamis. Bu ¢calismada 75

hasta standart KT kullanmig 2-3.trimestr Overall 5 yillik survi de %72-
%57 lik fark saptanmis.
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* Committee on gynecologic Practise. ACOG Committee Opinion.
Induced abortion and breast cancer risk.reaffirmed 2021

* 15-44 yas arasi abortus orani 1000 de 35
* induced abortion
* 2017 yilindan itibaren abortus orani gelismis tlkelerde diismektedir

* Chinese females Cancer Causes Control 2014 Huang Y et al. Meme
kanseri ile abortus arasinda iliski bildirirken acos committee(2021) karsi gorus
bildirmektedir.

* 83.000 abortus ve meme kanserli hastada yapilan meta analiz sonucu

retrospektif seriler arasinda bias bulunmaktadir. rr 0.3, %95 confidence interval, R
relative risk 1.11
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Mamografi (200-400 milirad) abdominal
shielding
USG
MRI(Gadolinium-enhanced meme MRI daha
sensitif)laktasyon riskli
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* Biopsi kitle ve lap

* Milk rejection sign erken tanida stipheli

* Meme kitlesi tanida 2 ayhk ort. Gecikmeye yol agar

* %80 benign biopsi

+ Laktasyon, duktus patolojisi, mastit, fiboadenom,Kistik hast, lobiiler hiperplazi, galaktosel, laktasyon adenoma, apse,
lipoma, hamartoma, filloid tm, tbc, sarkom vb.
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Patoloji

* Nongebelikte infiltratif duktal karsinom

 Gebelik iligkili meme ca 6zellikle laktasyon doneminde ileri evre,
inflamatuar meme ca ayni yag grubuna gore daha sik

* Hormon reseptor negatifligi %25

* Her2 over expresyonunda fark yok
+ Anderson BO Ann Surg Oncol 1996

* Middleton LP Cancer 2003

* Reed W Wirchows Arc 2003

+ Stensheim H cohort study J Clin Oncol 2009

* Breast Cancer Association Consortium 2021

* Dutch Study 2021
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Gebelikte meme kanseri yénetimi =g

« Sistemik evreleme

* Ac rontgen

* Kc,beyin MRI,USG

« Kemik (foley kateter radionukleid tarama 0.18-0.19 rad)

* MRI lomber alan

* Tani ve evreleme timor nod, tm boyutu ve metastaza gore evrelenir.
* AICC,UICC
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* Biopsi

* Lenf Nodu

* Sistemik evreleme

S1Gily

* Karaciger ve beyin, kemik
* USG, MRI
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Cerrahi
« Ik trimestr

« ikinci trimestr

« Uglincii trimestr

* MKC

* Mastektomi

* Aksiller evreleme

* Neoad,j.

* Onkoplasti
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Breast-consenving surgery ormastectomy, sentinel
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Delhery=35-37 weels’ gestation
Delivey +35-3 weeks’ getation

mansgement.
gestation and all chemotherapy after delivery.
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Radyoterapi

* RT nin gebelik stirecinde tedavide yeri yoktur.

* Dogum sonrasi beklenmelidir.

* Kal HB. et.al. Lancet Oncol 2005

* Greskovich JE Jr et al. Semin Oncol 2000

« Centers for disease control and prevention. Radiation and Pregnancy 2019

* Gebelik kaybi, malformasyon, gelisim anomalisi, mutajenik ve karsinojenik.
Yine de uygulanan eski calismalarda uygun fetal shielding ve diafragmatik
koruma ile verilen hastalar. Tipik radyasyon dozu 46-60 Gray , external
Beam Rt 50 Gray ilk trimetsr fetal dose 0.04-0.12 Gray

* Son trimestr 2 Gray
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SLNB

« Aksiller evreleme meme kanseri tedavisinin en 6nemli komponenti.
Halen sentinel lenf nodu isaretlemesi ile tartigilan konular vardir.

* NCCN 2022 SLNB Category IIA
« Galigmalarda 6nerilen Radiolabeled siilfiir colloid (kisitl data)

* SLNB?
Potansiyel teratojenik etki

* Metilen mavisi ve isosulfan blue dye(lymphazurin) sistemik
absorbsiyonundan dolayi kullanilmamalidir.

* Gebelik lenfatik pathway degisir.
* Metilen mavisi kiiglk serilerde 1/25 dogumda bir yarik dudak izlenmis
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Breast Cancer Research and Treatment (2021) 186:699-704
https://doi.org/10.1007/510549-021-06130-w.

PRECLINICAL STUDY

Pregnancy-associated breast cancer: nationwide Dutch study confirms
adiscriminatory aggressive histopathologic profile

B.B.M. Suelmann'® . C. van Dooljeweert? . E. van der Wall' - S. Linn® - P.J. van Dlest?
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Table 2 Surrogate intinsic subtypes of patients with pregnancy-associated breast cancer (PABC) (n=

patients with invasive breast cancer (n=741)

41), age-matched 1:1 10 non-PABC

PABC patients (n=741) Non-PABC patients ~ p-value
(n=741)

Surrogate intrinsic subtypes. n (%)

“Triple positive
Trile positive (ER+, PR+, Her2+) 63(8.5%) 89(120%) 0000
“Triple positive unknown (ER, PR, or HER? missing) 12(15.1%) #(59%)

“Triple negative
Triple negative (ER—, PR Her2-) 284 (383%) 163 (220%) 0000
Triple negative unknown (ER. PR, or HER2 missing) 12(151%) H#(59%)

Hormone-driven
Hormone-driven (ER and/or PR+, Her2:) 281 (37.9%) 499 (67.3%) 0000
Hormone-driven unknown (ER. PR, or HER2 missing) 12(151%) H#59%)

HER2-driven
Her2-driven (ER . PR, Her2+) 149.20.1%) 141(19.0%) 0000
HER2-driven unknown (ER, PR, or HER missing) 12(151%) 4(59%)
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* DUTCH Study

* 744 hasta

* Grade I: 1.5% vs. 12.4%, grade II: 16.9% vs. 31.3%, grade IlI: 80.3% vs.
39.5%, p < 0.0001

* (ER: 38.9% vs. 68.2% ve PR: 33.9%vs. 59.0%, p < 0.0001

* HER2 20.0% vs. 10.0%, p < 0.0001

* Triple-negative breast cancer 38.3% vs. 22.0%, p < 0.0001
* Daha kéti prognoz 37.9% vs. 67.3%, p < 0.0001

* 45 yas alti hastalarda daha agresif

* BRCA1 ve BRCA2 tarama sonuglari genis seri

. e ahansive NCCN Guidelines Version 2.2022
Eon

Garcer " Breast Cancer During Pregnancy
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Cancer Epidemiol Biomarkers Prev. 2021 April ; 30(4): 623—642. doi:10.1158/1055-9965 EPI-20-0924.
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e i 25t Cancer Association Consortium
o BCAC

* Morra et al. (Hollanda) prognoz ve sag kalim deg.

* 121435 invaziv stage I-Il meme kanserli 67 galisma

« 16890 6lim(8554 meme kanserine bagl)

« 10 yillik period

 Cox regresyon ve Multivariate analiz

* Coklu ve tek degisken parametreler

« Oliim oraniyla heterojen risk faktorleri arasinda kanit yok p>0.30

€sso

vlusal . . .
Bc RAHI ONKOLOJI ﬁreast Cancer Association Consortium @
0

BCAC

* BMI>30 18.5-25kg/m2 HR 95%Cl:1.19(1.06-1.34)
« Sigara kullanimi 1.37(1.27-1.47)

« Fiziksel aktivite 043(0.21-0.86)

« ilk gebelik yasi>30 ve <20 0.79(0.72-0.86)

« ilk gebelik intervali 5-10 yil 1.31(1.11-1.55)

* 0K 0.91(0.87-0.96)

* HT 0.61(0.54-0.69)

 Zayiflik 1.11(1.02-1.21)
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« Tek degiskenli analizlerde daha 6nce dogum yapmislarda daha iyi prognoz
* 35 yag ustu daha iyi prognoz
« ER Luminal A tm ve Triple negatifler arasinda fark yok HR 0.93(0.68-1.27)
« BMI 18.5kg/m2 den daha diisiik olanlar riskli

« ilk dogum tarihi 5-10 yil arasinda daha kisa siireli olanlarda Luminal A grup Triple
negatif olanlara gére daha iyi prognoz

* Cok degiskenli analizlerde

* Hormon tedavisi

« Ostrojen,progestin kullanimi

* Sigara

« Fiziksel aktivite azligi kot prognoz

U oig
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o on individual risk
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* Viicut yuzey degisikligi ilag farmakokinetigini ve sitotoksik etkinligi
degistirir.

* Kan volumu artisl, hepatik klerens deg.,renal adaptasyon, oral ilagta
gastrik motilite deg,plazma alb azalmasi, 6strojen seviyesi artigi, diger
plazma prot artisi, 3. alan amniotic sac, ilag rezistansi gikoprotein
direnci degisir.

« Sistemik Kt kullaniminda dikkat edilmesi gerekir.

* Amant F et al. N Eng J. Med 2015

« Farkli olarak ilk trimestrde de kemoterapi uygulanabilecegini
Antrasiklin bazli 3 hf periodlar halinde

* Tedavi segiminde Her2 negatifligi ve pozitifligi farklilik gostermektedir.
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Kemoterapi
* Kt zamanlamasi organogenesis 5-10 hf

* Kongenital anomaliler

* Kromozom abnormalitesi

« Ol dogum

* Abortus

* Fetal malformasyon%15-20

« 2-3.trimestrde intrauterin gelisme geriligi

* Prematdrite

* Dustk dogum agirhigi

* Nonpregnantlarda kt gecikmesi 3-6 ay tolere edilebilirTm biolojik 6zellikleri
degerlendirilmelidir.

RAHI ONKOLOJI

6 kemoterapi =

« Kt sonrasi BK ve platelet diisikliigu enf,kanama riski g6zéniinde
bulundurulmahdir.

* Myelosupresyon igin kt pulmoner maturite igin 34.hf 6ncesinde 3 hafta
oncesi birakiimalidir.

 2-3.trimestrde AC-FAC dose-related kardiomyopati

* Postnatal 2 yasa kadar eko

« Taxanlar bias olmasina ragmen uygulanabilir.

« Trastuzumab, lapatinip oaral Cerb tirozin kinaz inh. Kontrendike.
« Oligohidramnioz, hipoplazi ve iskelet anomalisi

« HT tmx ve Al kanama kong. Malformasyon yapar kullanilmaz
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* Kt sonrasi alkilleyici ajanlar neonatal nétropeni ° ey
yapabilir(Cyclophosphamide) h
L . ’ §
* Trastuzumab, lapatinib ve endokrin tedaviden kaginilmalidir. : iﬁl&ﬁiﬁ?ﬁ‘;’lﬁﬁflﬁ‘;ﬁh
* Murty RK et al. Outcomes of children exposed in utero to B e
chemotherapy for breast cancer. Breast Cancer Res 2014 87 hasta AC i n—
ktsi %3 lik neonatal abnormalite. oy
T et ebvy iy oo
« Kt sirasinda antiemetikler promethazin, selektif 5-HT ant., s .
difenhidramin, dexametazon ;P
* Granulosit koloni stimUlanlari prospektif galisma olmamasina ragmen o
uygulanabilir. s
B
- Conamate g s ey
Yanmenensve NCCN Guidelines Version 2.2022 ERRAHI ONKOLO I
. G reast Cancer During Pregnancy 6 &9

* Sabriniz igin tegekkrler.

10
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+ JClin Imaging Sci. 2021 Sep 21;11:49

‘ORIGINAL ARTICLE Pregnancy Associated Breast Cancer
[ — Frances Perez?, Ashley Gragg, Gary Whitman1
Long-term O of Pregnancy-Associated Breast Cancer: A Gebelik iliskili meme kanserinde fizyolojik degisimlerin takibinin
Single Institution Experience 6nemi , radyolojik degerlendirmelerin ve biopsi tekniklerinin 6zellikle
e i, Sy G R e im0 ST Kamar emzirme déneminde farklliklari vurgulanmaktadir.

Gebelikle iliskili meme kanserlerinde 2005-2012 arasi opere meme kanserlerinde 59 ay uzun dnem
takiplerinde %50 hastada Her-2/neu ekspresyonu ve 1/3 triple negatif hasta Kt yaniti ve uzun dsnem takibinde
genis serilere ihtiyag var. 850/16
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