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Coming of Age: Breast Cancer in Seniors

Figure 1. Surveillance, Epidemiology and End Results
2002-2006: Breast cancer incidence and mortality rates.

Figure 4. Cause of death after approximately 28 years of follow-up: white women aged =70 years with breast cancer (395,000
patients 197 3-2000).
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75 yas, Boy:160cm, Kilo:50kg

Hipertansiyon, 2 yildir Hemodiyaliz programinda, KAH
Kitle 3.5cm, 2LN+, grade 3, ER-, PR-, HER2-
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T2N1MO,opere triple negatif

SYSTEMIC ADJUVANT TREATMENT - HORMONE RECEPTOR-NEGATIVE - HER2-NEGATIVE DISEASE®
T2 Tumor =20 mm but =50 mm

pN1 Micrometastases; or metastases in 1-3 axillary lymph nodes;

and/or in internal mammary nodes with metastases detected by

including
sentinel lymph node biopsy but not clinically detected™*

microinvasive

Tumeor <0.5 cm |< pNO—— No adjuvant therapy

pNimi— Consider adjuvant chemotherapy?cc!

pT1, pT2, or pT3; and pNO or -
pN1mi (€2 mm axillary node Tumor 0.6-1.0 cm —— > Consider adjuvant chemotherapyZ-c¢
metastasis)
Histology:¥ / Tumor >1 cm » Adjuvant chemotherapy?©%" (category 1)
* Ductal
= Lobular “
* Mixed " . .
» Metaplastic | DIYALIZ HASTASI ve KAH mevcut

/—\//
Node positive (one or more

metastases >2 mm to one or more » Adjuvant chemotherapy?c! (category 1)
ipsilateral axillary lymph nodes)

NCCN Guidelines Version 4.2017
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* Standard of Care

— based on direct comparisons, subset analyses and
considerations of toxicity/tolerability

— sequential anthracycline, cyclophosphamide and taxane-
based therapy

— arguably ddAC = paclitaxel

* Alternative regimens
— Preferred regimen without anthracyclines: TC
— Preferred regimen without taxanes: AC or CMF

* Neoadjuvant regimens = adjuvant regimens
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Patients with ESBEID Sooviyunimg v atherapy
care between oncologists, nephrologists a
optimise drug deliven y o tiemina o7 Ssarnysis.
T gecisec 10 it e an anncancer ueawns ot e pased on
adscussiono. omglwsisandtm'apyommtormm
Frailty scores. ke In orwoges ases, snould be buldlt 1o optimally
avant cancor treatments in these dialysis patients.
Drug clearance by dialysis must be taken into account for appropriate
chemotherapy timing in order to avoid drug remoual ywhich may
result in a loss of efficacy.
Chemotherapeutic agents without or with imited renal excretion (ie,
taxanes and anthracycline) can be given al full doses i gatients
with ESRD.
Drugs predominantly eiminated through the Kidney, such as
cisplatin, should be substitute when equally effective and more
manageable agents are available (e, carboplatin).
Multiacent chemotherapy is feasible in ESRD; it must be cautiously
checkeaed before administration with appropriate dosage adjustment
whenevens necessary also based on the limited literature in this
setting.

kardiyoloji

hitp:fesmoopen.bmj.comd on February 10, 2013 -



Breast J. 2017 Nov;23i6):630-637. doi: 10.1111/bj.12813. Epub 2017 May 2.

Triple-negative breast cancer in the elderly: Prognosis and treatment.

Kaplan HG', Malmaren JA** Atwood MK'
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and decreased disease virulence resuliing in comparative survival despite less treatment.



Factor

Tools for assessment

Functional status

Comorbidity

Socioeconomic 1ssues

Nutritional status
Polypharmacy

Genatric syndromes

Activities of daily living
Instrumental activities of daily living

Performance status
Charlson Comorbidity Index Physxologlc Change
Cumulative [liness Rating Scale—G
VA damage
v YASAM BEKLENTISI mass and hematopoiesis

v YASAM KALITESI
v AILENIN TERCIH | reserve of Organ systems

v" YASLILARDA FARMAKOKINETIK ve sstinal absorptive surfaces, gastric
FARMAKODINAMIK DEGIiSIKLIKLERE DiKKAT

tric secretion
uenamc vepression>cale W Reduced fat-free mass
Folstein Mini Mental Status .
Greater anemia
Decreased liver mass

@ Decreased nephrons mass

REPORTS OF PRACTICAL ONCOLDGY AND RADIOTHERAFY I8 (201 3) 2633



Table 4 Independent Risk Factors for 4-Year

blocks
Pushing/pulling

1.5(1.2-1.8)

Mortality
Adjusted OR
Risk Factor (95% )™ Points
Demographics
Age (y)
6064 1.9 (1.42.5) 1
65 -69 2.82.1-32.7) 2
7JOo-—74 T (2.849) 3
75-79 5.44A1-7.1) 4
820 -84 8232 ((6.2-11.0) =
= 85 16.2 (12.2-21.6) 7
Male gender 2001.8-2.23) 2
Comorbidities and
behawviors
Diabetes mellitus 1.8 (1.5-2.1) 1
Cancer 2.1 (1. 7-2.8) 2
Lung disease 2.2 (1.8-2.9) 2
Heart failure 232 (1.8-2.1) 2
BMI < 25 kg/m?* 1.7 (1.4-1.9) 1
Current smoker 2.1 1. 7-2.5) 2
Functional measures
Bathing 2.0(1.6-2.49) 2
Managing finances 1.9 ((1.6-2.3) 2
Walking several 2.1 (1.8-2.49) 2

v' 0-5 puan :%4
v' 6-9 puan:%15
v' 10-13 puan:%42

v’ 14 ve lzeri: %64
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65 yasinda, Boy:160cm, Kilo:50kg

Hipertansiyon, 2 yildir Hemodiyaliz programinda,KAH
Kitle 3.5cm, 2LN+, grade 3, ER-, PR-, HER2-
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Dinyada yillik hemodiyaliz hastasi 1 milyondan fazla
Kronik replasman tedavisi ile birlikte sag kalim artiyor
Diyaliz tedavisi sirasinda

Hilcresel-humaral immunitede bozulma

Viral enf

DNA tamir mekanizmalarinida iceren genomik degisiklikler
Antioksidan aktivitede azalma

Uremik toksinler ve inflamatuvar sitokinlerin artis

http://esmoopen bmj.com/ on February 10, 2018 -



Wirmeimg ofF

[ = ] Dose adjustrment adrmeainiistration
S-Fluorowaraciil Standard dose After HD
Capecitabinsa Limited data 1o NO data

recoTrTaTyaeand its
use™
Carpbopilatin AU INICT2S NoNn—-dialysis day
Chisplatinm Reduction of AdTter HD
Male (1)
Cwvclophos Female (0.85) Arfter HD

Docetaxel

Douort.bl.CFQ S "

ANDOPIrubicin

Gemrmcitaibe

Ifosfam

Irnrnmnotecan

(40- Age)/ (SerumCreat)

/ngl

e COMDOPIOtIND0SE = TargetAUC *(GFR + 23)

! FSSoT

Oxalipiliatinm

RFReduction of 309%

Standard dose

FReduction of
=5 %% —33 %9

Before or atter HD
Nter HD
Aﬂer HD
Before or after HD

&1 2 houars bhDhefor
HD

Adter HD
Adter HD

Alfter HD

Before or after HD
Alfter HD

http:/'esmoopen.bmj.comv on February 10, 2015 -



FCTH o e coseeCTH oed of 5% s e (1
EOMOR XL, tangad e st T
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hitp//esmoopen.ormj com/ on February 10, 2016-




NOT!!

Eritropoetin sitimile eden ajanlar:

kanserin evresi,
kir orani,
hastanin yasi ve performansi, diger komorbiditeler

degerlendirilmelidir.

Sik kan transflizyonlari allosensitizasyona neden olacagi icin HGB 10gr/dl az
olan olgularda diisik doz ESAs yapilabilir

http:/'esmoopen.bmj.comv on February 10, 2015 -




v KORONER ARTER HASTALIGI

v KRONiK BOBREK YETERSIZLiGi
v' ANTRASIKLINLER!

v’ TAKSANLAR!

v' FLUOROPIRIMIDINLER

v' ALKILLEYICi AJANLAR!

v’ PLATINLER!




KARDIYOTOKSISITE
ANTRASIKLINLER

v Akut sol ventrikil yetersizligi ve
miyokard hasari

Kimdlatif doz:300-500mg/m?2
%1-20
LVEF onemlidir

S

EKO veya radyonuklid
ventrikilografi

S\

Es zamanl kardiyotoksik
ilaclar***

Risk fakt

v’ 65 vyas| .
Vadin A |ZLEM

Her siklusda
oyku ve kardiyak muayene
LVEF<§ Kalp yetm bulgulari varsa EKG-EKO

v’ Sigara,
v Obezite
v GOguse

Clinical manifestations, monitoring, and diagnosis of anthracycline-induced cardiotoxici

This topic last updated: Apr 03, 2017.



ILK MUAYFM ™™ TEDAVI SIRASINDA

e v DOZ REDUKSIYONU???
’ Pallems th (Symm v ACEl ve BETA BLOK preventifmidir ?
v SITATINLER??
v' Dexrazoxane??
v" DXR kiimulatif doz:450mg/m?2

S motoma e 7 R or ise!

rilmemelidir

 ASYOmalt ol Wi LVEF 23 pren 5




TAKSANLAR

v Dosetaksel ile kardiyovaskuler
kollaps ve anjina

v’ Paklitaksel ile bradikardi
fazladir, asemptomatik

DXR+PAK ile KKY riski%?20

v Nabpaklitaksel ile
asemptomatik EKG!!

N\

SIKLOFOSFAMID

v’ Kardiyotoksisite icin kiimulatif
doz yoktur

v' Endokardiyal kapiller hasara
bagl perikardiyal efflizyon
olabilir

v’ Yiksek doz protokollerde
kardiyotoksisite ye neden olur



5-FLUOROURACIL v T1/2:15-20dk

v’ Bolus dozlarda:%1.6-3
v Metaboliti:alfa fluoro beta
alanin fluoroasetat oldukca
e Angina - 45 percent kardiyotoksik
v’ Vazospazm
v Miyokardiyal toksisite ve
disfonksiyon
v’ Semptomlar ilk siklusda, ilk

e Mvyocardial infarction — 22 percent

e Arrhythmias — 23 percent

e Acute pulmonary edema — 5 percent 12saatte
v EKO:EF takibi
e Cardiac arrest — 1.4 percent v Tekrarlanan dozlar

kardiyotoksisiteyi artirir ve

e Pericarditis — 1.4 percent Sliime

Fluoropyrimidine-associated cardiotoXicity: Incidence, clinical manifestations, mechanisms, and management




>65 yas, CMF X AC X Kapesitabin

Recaptor-Negabve Tumors
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Standard

therapy  Capecitabine p-value
nof patients (%) 326 (100)  307(100) -
Relapse-free 89% Bl% <.001°
survival
Overall survival ~— 93% B% 0.02"
Maximum grade ~ 60%, AC  34% -
3-3 toxicity 0%, CMF
Completed all ~ 92%, AC  B0% -
COLISES 62%, CMF

Breast Cancer in Seniors

www. TheOncologist.com



HASTA NEOADJUVAN KT SONRASI
T2N1IMO ise adjuvan kemoterapi??

Palients with HEHRZ-negative stage 1-1II Hdl E-I.If'll'l'i dmong plﬁlEl'I'ti'il‘iﬂ'l Tm-lE-HEﬁtl'l"E Disease
Age J0- 74 yr 1
ECOG performance-status score of O ":Eh:‘* e .
\ _E iy . "_Hh,__l_'l Capecitabine
. . T 7 04 ™~ o T
v’ Klinikte :anjina ; -
Meaadjuvant chemaotherag =E Caintral
3 i1
3 ‘E .44
s v Kardiyotoksisite:%3-9 z
o
2 -
E Hazard ratio for death, 0.5
Mo complets response on pathy 00 gi"ﬁ"- [.|I|f'||'1.||':|_|'j 40
assessment, or 3 complete res . . . . e .
wesieymine v DPYD polimorfizm de kardiyotoksisite ?7? 6 1 13 4
Years since Randomization
—j at Risk
L titabine 139 124 116 1l 50 11
rol 14 125 108 LY 5 9

|

Capecitabine group, standard Conirol group,
therapy plis capecitabine slandard therapy
1250 meg/mié, twice a day, on days 1-14

N Engl ] Mad 2017,376:2147-59

Fluoropyrimidine-associated cardiotoXicity: Incidence, clinical manifestations, mechanisms, and management




HASTA NEOAD.

UVAN KT SONRASI

T2N1IMO Ise aq|

EA1131

uvan kemoterapi??

Capecitabine 1000 mg/m?2 D1-14 g3
weeks x 6

Stage II/MIlI TNBC

neocadjuvant Rx

At least 1 cm residual
disease in breast after

Cisplatin 75 mg/m2 g3 weeks x 4
OR
Carboplatin AUC 6 Q3 weeks x 4

MN=Z2002>»2

Stratified by PAMS0D Observation arm removed in Spring
basal vs. non-basal 2016




Adjuvant Platinum?: NRG-BR003

Patventy Wl Rewected Node- Poutive or High Rink Node Negative
HER. -Negatrve ER. and PR Negatrve Invauve Breast Cancer
Duagmonad by Core Newdle Baopny

STRATIFICATION

¢  Number of poutive podes (0, 1-3 4-5_10+)
o BRCA owtatyon walun (poutive pepstive or uknown)

RANDOMIZATION
|
1 ]
Al Aml
AC-2WP* AC—WP » Carboplatin**
* Chemotherapy regimen for Arm |

AC -+ Weekly Pachtanel (WP) Dotorubucs (A) 60 mg - IV + cyclopbophamade (C)
600 mg ' IV every 2 weeks for 4 cycles (dove demne whedtile) Sollowed by pachtaxel
30 mg'w IV weekly for 12 doses

** Chematherapy regimen for Arm 2
AC -+ Weekly Pachtaxel (WP) » Carboplatin. Domorubecia (A) 60 mg - [V +
cyclopborphasmude (C) 600 mg e’ IV every 2 weeks for 4 cycles (done demne whadale)

followed by pachtane] 80 mg = IV weekly for 12 doses plun carboplat AUC of § IV
every § weeks for 4 cycles

Primary hypothesis: The
addition of carboplatin to
AC->T will improve IDFS

Secondary endpoints:
0S5, BCFS, toxicity




Is Carboplatin Ready for Primetime in Unselected
TNBC in the Adjuvant or Neoadjuvant Setting?

NO

* Need definitive study showing improvement in DFS
and/or OS

* |If platinum is ultimately used, should it be added to
standard therapy or substituted for one or more
drugs?

* Are there triple negative subtypes that are

particularly sensitive to platinum, ie biomarker
driven?
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hitp//esmoopen.ormj com/ on February 10, 2016-
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