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% Gebelikte Kanser

Gebelikte kanser insidansi % 0.07-0.1
arasinda

Gebelik yasinin ileri yaslara kaymasi ile siklik
artabllir




*Dogurganllk Yasinda Kanser

Tumor Tipi Dogurgan Yas Grubunda
Siklik

Meme 30%
Lenfoma 10%
Losemi 23%
Melanom 30%
Serviks 35%
Over 15%
Kemik/yumusak doku 25%
Tiroid 50%




% Gebelikte Kanser

Tumor Tipi

Sikhk

Meme kanseri

1/ 1500-10000

Serviks kanseri

1/ 2000-13000

Hodgkin Lenfoma

2.6/ 1000

Malign Melanom

1/ 1000-6000

Losemiler

1/ 75000-100000

Over kanseri

1/ 10000-100000

Kolon kanseri

1/ 13000
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Cancer During Pregnancy: An Analysis of 215 Patients
Emphasizing the Obstetrical and the Neonatal Outcomes

Kristel Van Calsteren, Liesbeth Heyns, Frank De Swet, Liesber Van Eycken, Mina Mhallem Gziri,
Willermijrn Van Gemert, Michael Halaska, Ignace Vergote, Nelleke Ottevanger, and Frédéric Amant

Table 1. Distribution of Tumor Types

Tumor Type

M Miscarriage M Treatment

Breast cancer B Termination of pregnancy No treatment

Hematologic malignancies
Hodgkin's Fhsease . 9% 87
Non-Hodgkin's lymphoma
Acute lymphatic leukemia

Acute myelogenous leukemia
Chronic myelogenous leukemia
Hairy cell leukemia
Multiple myeloma

Dermatologic malignancies
Basal cell carcinoma
Melanoma
Kaposi's sarcoma

Cervical cancer

Brain turmor

Ovarian cancer

Colorectal cancer

Other (sarcoma, lung, liver, kidney, GI stromal tumor,
thyroid, urachus, rhinopharyngeal)

Total

Percentage of Patients

2nd
Gestational Trimester




% Gebelikte Degisen Ne?

Hormonlar

Metabolik degisimler
Hemodinamik degiskenler
Immunoloji

Artmis vaskularite




¥ Amac

Annenin hastaligini tedavi etmek
Annenin yasamina katkl saglamak

Fetus ve yenidoganin tedavinin etkilerinden
korunmasi

Gelecekteki gebelikler acisindan annenin
ureme yeteneginin korunmasi




% Meme Kanseri

Siklik 1/1500-10000 gebelik

Gebelik sirasinda veya gebelik sonrasi ilk yilda
olusan meme kanseri gebelikle ilgili sayilabilir

Median yas 33 (23-47)

Kucguk kitlelerin gebelikte kolay saptanamamasi
nedeniyle hastalik daha ileri evrede tani almakta
Ortalama 5-7 aylik bir gecikme sozkonusu

Gebelik yasinin son yillarda daha ileri yaslara
kaymasi nedeniyle siklikta artis beklenebilir




* Tedavi

Adjuvan tedavi endikasyonu varsa ilk
trimesterde uygulanmamali

5 ve 10 yillik sagkalimda gebe olmayanlarla
gebeler arasinda anlamli farklilik yok
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Chemotherapy for Breast Cancer During Pregnancy:

An 18-Year Experience From Five London
Teaching Hospitals

Alistair E. I\.,r::g‘ I.—;r; E. Smith, Alison Jones, Catherine Shannon, Eleni Galani, and Paul A. Ell

A B s T R A C T

Purpose
The rare association between breast cancer and pregnancy means that few oncologists gain

an expertise in this area. In particular, there are few published data concerning the use of
chemotherapy for breast cancer during pregnancy. In this retrospective case series, we
describe the experiences of five hospitals in London, United Kingdom, and how they manage
this condition.

Patients and Methods
Retrospective searches were performed at five London hospitals in order to identify women

who received chemotherapy for breast cancer while pregnant.

Results

Twenty-eight women were identified who had received chemotherapy for breast cancer during
pregnancy. Twenty-four women received adjuvant or neoadjuvant chemotherapy for early breast
cancer, and four women received palliative chemotherapy for metastatic disease. A total of 116
cycles of chemotherapy were administered during pregnancy. Sixteen women were treated with
anthracycline-based chemotherapy and 12 received cyclophosphamide, methotrexate, and

fluorouracn All but one of the women were treated after the first trlmester One spontaneotu




5 merkezden 28 hasta

24 hasta adjuvan veya neoadjuvan tedavi, 4 hasta
metastatik hastalik nedeniyle tedavi almis

Toplam 116 siklus tedavi

16 hasta antrasiklinli rejim, 12 hasta ise CMF tedavisi
aliyor

Bir hasta 1.trimesterde tedavi aliyor ve spontan abortus
gerceklesiyor

Diger uygulamalarda hasta ve bebek acisindan ciddi bir
yan etki s6z konusu degil
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Emerging therapeutic options for breast cancer
chemotherapy during pregnancy
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Background: Breast cancer is the commonest solid tumor observed during pregnancy. Anthracycline-based
chemotherapy is feasible during the 2nd and 3rd trimesters of pregnancy, but few data are available on recent and
highly active drugs taxanes, vinorelbine and anti-HER-2 agents in this setting.

Patients and methods: We carried out a comprehensive raview of reports documenting the use of taxanes,
vinorelbine, trastuzumab and lapatinib during pregnancy in the English literature, in order to evaluate their safety profile
in pregnant patients.

Results: Twenty-four pregnancies are describad, in which no grade 3-4 maternal toxicity nor malformation in the

offspring was reported. Whereas only one report studied the pharmacokinetics of paclitaxel (Taxol) during pregnancy,
several preclinical reports indicate that the placental P-glycoprotein could prevent the transplacental transfer of taxanes
and vinorelbine. The use of trastuzumab was associated with the occurrance of anhydramnios in three of six cases.
Conclusion: The administration of recent drugs taxanes and vinorelbine seems feasible during the 2nd and 3rd
trimesters of pregnancy, with a favorable toxicity profile. In contrast, anti-HER-2 agents may obscure the normal
development of the fetal kidney, and should be avoided during pregnancy.

Key words: breast cancer, docetaxd, paclitaxel, pregnancy, vinorelbine




* Paklitaxel

4 meme kanseri, 5 over kanserinde kullaniimis

2. ve 3. trimesterde kullaniimis

Annede belirgin bir hematolojik toksisite yok

Fetus acisindan herhangi bir patoloji saptanmamis




% Dosetaksel

Tumu meme kanseri 8 hastada kullaniimis
Grade 3-4 hematolojik toksisite gorulmus
(detayl bilgi yok)

Fetusta herhangi bir malformasyon
sozkonusu degil

Tedavi oncesi hidrosefali gelisen bir hastada
docetakselin bu duruma herhangi bir olumsuz
etkisi olmamis




% Vinorelbin

5 meme kanserli, bir KHDAK hastasinda kullaniimis

5 hastada 5-FU, sisplatin ve trastuzumab ile
kombine olarak kullaniimis

Herhangi bir grade 3-4 toksisite ve fetusa ait
malformasyon yok




¥ Trastuzumab ve lapatinip

Meme kanserli 5 hastada trastuzumab ve 1 hastada
lapatinib kullaniimis

6 hastadan ugunde anhidroamnios gelismistir ve bir
hastada trastuzumab tedavisinin kesilmesi ile bu
durum duzelmistir

Baska grade 3-4 toksisite yok




% Embriyo-Fetal Glvenlik

2 bebekte respiratuvar distres saptanmis (32
ve 35 haftalik)

16 bebekte dusuk dogum agirligi saptanmis
3 hastada anhidroamnios gorulmus

2 bebekte orta derecede anemi, bir bebekte
gr 4 notropeni saptanmis

Kemoterapinin dogumdan en az 3 hafta
once son uygulamasinin yapilmasi dogum
guvenligi acisindan onerilmekte




¥ Gebelikte Kemoterapi Etkileri

1.trimesterde tek ajan kemoterapinin
malformasyon riski % 7.5-17 arasinda

Kombinasyon kemoterapilerinde oran daha
fazla

Ik 4 haftada maruziyet s6zkonusu olursa
genelde spontan abortus gelisir

Organogenezin sozkonusu oldugu 5-12.
haftalarda risk en fazladir




¥ Teropatik Dusik Onerisi

Hastaligin evresi

Tedavinin gerekliligi ve aciliyeti
Hastaligin prognozu ve kurabllite sansi
Karar vermek ¢cogu zaman zor

Hasta, ailesi ve doktoru birlikte karar vermeye
calisiimal




¥ Teropatik Dusik Onerisi

Lokal ileri serviks kanseri
Metastatik meme kanseri
Evre llI-1V agresif lenfomalar

Akut losemiler
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Malignancies Diagnosed During Pregnancy and Treated
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TABLE 1. Characteristics of the patients with malignancies diagnosed during pregnancy and treated during gestation or after the delivery

Gestation Gestational — CT Type/No. CT Type/No. Delivery
Maternal Age During  Age During  Cycles During Cyeles After Maternal Fetal (Gestational DFS, OS,
Malignancy Age, v Stage  Pregnancy, wk CT, wk Pregnancy Pregnancy Toxicity Toxicity Age Week) mo mo
Breast cancer
| Breast cancer 31 A 31 32 FAC/1 FAC/S Absent Absent C/S (36) 6 11
2 Breast cancer 30 v 32 32 FEC/3 FEC/3 Absent Absent C/S (40) 7 27
3 Breast cancer 29 A 33 34 AC/2 AC2-T/4 Absent Absent C/S (39) 11 12
4 Breast cancer 43 A 16 16 None Tamoxifen Absent Therapeutic abortion  Therapeutic abortion 24 26
5 Breast cancer 26 Imc 22 24 AC/4 T/4 Gastrointestinal grade 2 Absent N (35) 30 29
6  Breast cancer 31 I1B 29 None None Op-FEC(6)-RT Absent Absent N (39) 74 96
7  Breast cancer 35 1B 35 None None Op-FEC(3)-T(3)-RT Absent Absent /S (38) 17 23
8  Breast cancer 38 IV 7 (Bone metastasis)  None None RT-tamoxifen Absent Absent C/S(37) 118 120
9  Breast cancer 41 A 21 None None Op-FEC(6)-RT Prematurity Eclampsia C/8(33) 4 47
Hematologic malignancy
10 AML 24 26 27 Ara-daunorubicin/2  Ara-daunorubicin/4 Absent prematurity C/S (30) 4 I8
11 AML 25 21 21 Ara-daunorubicin/4  Ara-daunorubicin/2 Absent Absent C/S(37) 24 24
12 ALL 27 25 26 Steroid + vineristing/3  Steroid + vincristine/3 Absent Absent C/S (37 37 37
13 CML 20 249 22 Hydroxyurea' 3 Hydroxyurea/3 Absent Absent N{37) 4 >
14 CML 25 7 7 None imatinib Absent Therapeutic abortion Therapeutic abortion 48 48
15 HL 25 A 24 24 ABVD/3 ABVD/3 Absent Absent C/S (36) 41 36
16 HL 23 A 27 27 ABVD/2 ABVD/A4 Absent TUGR N (35) 4 4
17 NHL 22 11 28 29 CHOP2 CHOP/4 Absent Absent N (35) 6 7
18 NHL 23 1B 27 29 R-CHOP/2 R-CHOP/4 Absent Absent N (35) 2 2
19 NHL 24 1B 32 32 CHOP/3 CHOP/3 Absent Absent N (40) 3 2
20 NHL 25 I11B 25 27 R-CHOP/2 R-CHOP/4 Absent Absent N (35) 27 27
Gynecologic malignancy
21 Ovaran cancer 28 IT 40 None None BEP/3 Absent Absent N (41) 2 3
22 Cervix cancer 35 B2 22 22 None Cisplatin-RT nephrotoxicity Therapeutic abortion Therapeutic abortion 18 26
Soft-tissue tumors
23 Ewing sarcoma 30 Il 30 None None Op-IE-VAC (8) Absent Absent N (36) 9
24 Sofidissue sarcoma 23 v 32 32 CVADIC/1 CVADIC/4 Absent Prematurity, LBW /S (33) 48 3
25  Hemangiopericytoma 30 I 14 14 RT None Absent Therapeutic abortion Therapeutic abortion 14 46
Others
26 Pancreas cancer 44 v 30 31 Cisp-5FU/1 Cisp-5FU/2 Nephrotoxicity Prematurity, LBW N (33) 2 2
27 Malignant melanoma 27 v 27 28 IFN/2 IFN/2 Absent Absent C/S (36) 1112

ALL, acute lymphoid leukemia; IFN, interferon; N, normal vaginal delivery; Op, operation; 1E-VAC, ifosfamide, etoposide-vincristine, doxorubicin, cyclophosphamide.
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Comprehensive SR : NCCN Guid,
NCCN . NCCN Guidelines Version 3.2014 Breast Canoet Table

@ [ |
Network”  |nvasive Breast Cancer
SYSTEMIC ADJUVANT TREATMENT - HORMONE RECEPTOR-POSITIVE - HER2-NEGATIVE DISEASEP

pNO — _Consider adjuvant endocrine therapy (category 2B)

¢ Tumor <0.5 cm or

Adjuvant endocrine therapy" (category 2B)

2 Microinvasive pN1mi — + adjuvant chemotherapy"* (category 2B)
Adjuvant endocrine therapy’
oT1, pT2, or pT3; — Not done — | adjuvant chemotherapy "X
and pNO or pN1mi (category 1)
(€2 mm axillary Low
node metastasis) _ —>|recurrenceé >  Adjuvant endocrine therapyV
Consider score (<18)
eTumor>0.5cm __|21-gene
. RT-PCR Intermediate _ _
Histology:{ assay | lrecurrence | —» Adjuvant endocrine therapy £
¢ Ductal score (1 8.30) adJ uvant Chemﬂtherapyv'w'x
o Lobular
* Mixed . High
» Metaplastic —|recurrence | Adjuvant endocrine therapy +
score (>31) adjuvant chemotherapy VWX

Node positive (one or more
metastases >2 mm to one or more | — Adjuvant endocrine therapy" + adjuvant chemotherapy ¥ (category 1)

ipsilateral axillary lymph nodes)




National

Newwork”  Breast Cancer During Pregnancy Discussion
CLINICAL PRESENTATION PRIMARY TREATMENT?P ADJUVANT TREATMENT?¢
Begin adjuvant chemotherapy
Discuss in 2nd trimester°®
Ast ~ _ |termination: Continuing Mastectomy + * Adjuvant radiation therapy
trimester Non- pregnancy axillary staging®® postpartum?
therapeutic * Adjuvant endocrine therapy
postpartum?
Mastectomy? or breast- + Adjuvant radiation therapy
conserving surgery + axillary | ————— | postpartum?
Pregnant patient with staging®PC + Adjuvant endocrine therapy
cnnflrme.d brea§t 2nd trimester/ . Dostpartum®
cancer diagnosis TS > |or

— :
(core biopsy preferred) Early 3rd irimesfer

No distant metastases
on staging

Late 3rd

trimester

v

NCCN Ejii?h“““‘“’ NCCN Guidelines Version 3.2014

Neoadjuvant chemotherapy, ¢
mastectomy, or breast-

conserving surgery + axillary
staging®°¢ postpartum

Mastectomy?or breast-

conserving surgery +
axillary staging®? "

I

NCCN Guidelines Index

Breast Cancer Table of Contents

t Adjuvant radiation therapy

postpartum?
* Adjuvant endocrine therapy

postpartum?

Adiuvant chemotherapy?¢
* Adjuvant radiation therapy

postpartum?
* Adjuvant endocrine therapy
postpartum?




¥ Sonug

Gebelikte sik gorulen kanserler serviks, meme, melanom ve
lenfomalardir

Diger tumorler literaturde olgu sunumlari seklinde
Gebelikte kanser hasta, doktor ve aile icin sikintili bir durum

Gebelikteki hormonal ve immunolojik degisikliklerin prognozu
olumsuz etkiledigi one surulse de yapilan kontrollu
calismalarda bu fark gosterilmemistir




¥ Sonug

1.trimesterde annenin hayatini tehdit eden
durumlarda hasta ve ailesi ile gorusulerek
medikal abortus onerilebilir

Yine 1.trimesterde lokal tedaviler yapilabilir

2.ve 3. trimesterde kemoterapi tek basina
veya kombinasyon kemoterapisi seklinde
kullanilabilir




¥ Sonug

Kemoterapinin anne ve fetus uzerine olan
toksik etkileri konusunda dikkatli olunmali

Dogumun planlanmasindan mumkunse 3
hafta oncesinden tedavi kesilmeli

Dogum sonrasinda yenidogan toksik etkiler
ve malformasyonlar acisindan dikkatlice
degerlendirilmeli
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