Brustkrebs der alteren Frau —
auch eine andere Biologie ?

O




Ungetahr 60% aller malignen
Erkrankungen, und ca. 70% aller
Todestalle, welche durch diese
Erkrankungen  verursacht  werden,
werden bei Menschen mit einem Alter
von 65 Jahren und hoher diagnostiziert



Brustkrebserkrankungsrate nach Altersklassen
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| ebenserwartung
Alter (Jahren)  Mittleres Uberleben (Jahren)

Frauen Manner
65 19 16
70 15 12
75 11 9
80 8 7

90 4 4



Gesamtiiberleben bei >80-jahrigen Pat. mit Mamma-
Ca. nach verschiedenen MafBBnahmen (N=407)
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Bouchardy et al., JCO 21:19 (2003)




Mammakarzinom der alteren Frau

O

GIBT ES HISTO-
PATHOLOGISCHE UND/ODER
MOLEKULARE UNTERSCHIEDE?




Unterschiede beim DCIS zwischen jungen und élteren Frauen
N.a. Rodrigues et al
CANCER, 2003 / Veglume 97 / Number 6




Relatives U
elatives Uberleben

Dialla et al. BMC Cancer 2012, 12:472
Factors N=(681) Number of deaths Univariate analysis Multivariate analysis (N=495)

RER 95% ClI p value RER 95% ClI p value

Age 681 0.001 0.18
75-79 310 107 1 1
80-84 208 88 0.99 0.52-1.88 1.01 0.47-2.16
=85 163 110 2.75 1.68-4.48 2.15 1.02-4.55
pT stage 658 <0.001 0.04
PTO+pT1 283 91 0.53 0.24-1.17 1.77 0.72-4.36
pT2 245 109 1 1
Pt3+Pt4 130 89 3.89 2.20-6.82 2.58 1.23-5.42
pN stage 619 <0.001 0.14
PNO 350 132 1 1
PN+ 269 135 3.13 1.68-5.75 1.75 0.80-3.83
pM stage 640 <0.001 <0.001
PMO 576 227 1 1
pM1 64 47 10.18 6.11-16.95 6.86 3.43-13.73
Having a family doctor 672 <0.001 0.03
No 51 41 1 1
Yes 621 258 0.17 0.11-0.28 0.22 0.07-0.68
Histoprognostic SBR grade 642 <0.001 0.08
1+2 482 185 1 1
3 160 93 2.73 1.66-4.51 1.87 0.93-3.79
Hormone receptors 670 <0.001 0.006
Negative 80 46 1 1
Positive 590 255 0.38 0.23-0.63 0.33 0.16-0.70
Comorbidities 582 0.03 0.02
No 163 51 1 1
Yes 419 179 4.26 1.13-16.28 2.35 1.03-5.36
Diagnosis circumstances 580 0.10 0.13
Clinic 471 209 1 1
Individual screening 109 27 0.13 0.01-1.48 0.42 O0.11-1.65
Place of residence 677 043
Rural 203 o2 1
Urban 474 211 0.82 0.50-1.35
Period 681 0.79




Uberleben in Abhingigkeit vom
Erkranléglgsalter
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Quantitative Gene Expression Analysis in a Large Cohort of Estrogen-Receptor Positive Breast Cancers:

Characterization of the Tumor Profiles in Younger Patients (<40 years) and in Older Patients (=70 years)
Shak S," Baehner FL,"2 Stein M,%Lewis S,% Chen I,' Yoshizawa C,! Watson D,' Swain S*

O

Table 3. RS, ER, PR & Proliferation Scores

RS Mean/ RS Groups (%) ER Score PR Score Proliferation Index

Patient Age n) Median 'RS<18| RS18-30 ' RS231 (mean)  (mean) (mean)
<AOyrs (5,794) |21.3/188 | 46.7% | 394% | 149% | 92 15 5.1
469 yrs (117,744) | 186/17.0 | 554% | 36.0% | 96% | 9.9 13 54
20yrs (21,702) [ 18.2/16.7 | 56.1% | 33.5% | 104% | 104 1.1 54

All Pts (145,240) | 18.7/17.0 | 55.1% | 35.0% | 99% | 99 1.3 54




Pilot phase of the randomized PlanB trial: prospective comparison of molecular classification, Oncotype DX and clinical-pathological Wwﬁu
characteristics in hormone-receptor (HR) positive primary breast cancer J

Gluz 0" Kreipe HH?, Christgen M, Salem M, Clemens ME, Markmann S, Shak 87, Liedtke B, Barinoff J*, Aktas BY, Henschen S, Liibbe K, Wiirstlein RY, Liedtke C'* Nitz U™, Harbeck N4
on behalf of Plan B Investigators
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MOLECULAR SUBTYPES AND AGE
DH Morrison ET AL
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MOLECULAR SUBTYPES AND AGE
DH Morrison ET AL

O

Disease-free survival (months) K-M curves and produce log-rank test
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Breast Cancer Among the Oldest Old: Tumor
Characteristics, Treatment Choices, and Survival

Mara A. Schonberg, Edward R. Marcantonio, Donglin Li, Rebecca A. Silliman, Long Ngo,
and Ellen P. McCarthy




SCHONBERG ET AL

O

Among women with known tumor grade 6,429 11,881 11,045 7,693 3,988 1,657
1 (Well differentiated) 21.6 24.3 24.2 23.0 22.1 19.1 21
2 (Moderately differentiated) 45.6 45.4 46.3 46.7 45.7 46.2
3 (Poorly differentiated) 30.6 28.3 27.6 28.5 30.0 32.6
4 (Undifferentiated) 2.3 2.0 2.0 1.8 2.2 2.2
Among women with known estrogen receptor 6,116 11,284 10,462 1122 3,595 1,470 <.001
status
Positive/borderline 81.8 83.3 85.4 85.4 86.1 84.8
Negative 18.2 16.7 14.7 14.6 13.9 15.2
Among women with known progesterone h,992 11,080 10,272 1,004 3,531 1,445 05
receptor status
Positive/borderling 10.2 14 126 15 .1 19
Negative 298 287 214 285 289 281




Table 1. Tumor characteristics by age group in the San Antonio databases®*
Ase Scroup 55064 v 65— 74 v 75884 v =85 v
No. of patients 12 101 13 123 7873 2057
Histology

No. withh data 11 8832 12877 7735 20183

NOS .+ <o S5 S3 S22 79

I _ obular. <o S o o 10

Mucinous., o 1 2 =5 (&)

Tubular. <o 1 1 1 1

Medullary . Co =2 1 1 1

Others ., Co 3 3 3 = 5
T uaumor sizce

No. withh data 11 454 12 427 7524 1964

=1 cm., o 13 1< 12 S8

1—1 .9 cm ., o 30 41 41 33

2 —4.9 cm. o 40 37 33 44
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Positive lymph nodes

No. withh data 11 545 12 310 6805 1302
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Estrogen receptors

No. tested 11 970 12978 7302 2046

Positive., o S3 87 o0 o1
Progesterone receptors

No. tested 11 664 12 710 7697 2028

Positive., o 57 63 o4 66
Ploidy

No. tested 10 522 11 716 7311 1947

IDiploid. <o 46 50 52 52
S-phase fraction

No. tested SO58 10 124 6313 1704

I._ow, Co 51 57 o1 SO

Intermmediate ., o 20 19 19 21

High., <o 29 24 20 19
P53F

No. tested 478 434 117 23

Negative (nmnormal)., o 51 55 59 S 1
c-erbB2>2

No. tested o85S o003 536 o9

Negative., o eSS 85 So6 o0
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SCHONBERG ET AL
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Biology of primary breast cancer in older women treated by surgery:
with correlation with long-term clinical outcome and comparison with
their younger counterparts

B M Syed, A R Green, E C Paish, D Soria, J Garibaldi, L Morgan, D AL
Morgan, I O Ellis and K L Cheung

British Journal of Cancer 108, 1042-1051 (19 March 2013) |
doi:10.1038/bjc.2012.601

Retrospektive Untersuchung an 1780 Frauen >70 J. iiber 36 J.
Results:

There was high expression of oestrogen receptor (ER), PgR, Bcl2, Muci,
BRCA1 and 2, E-cadherin, luminal cytokeratins, HER3, HER4,

MDM2 and gand low expression of (HER)-2, Ki67, p53, EGFR and CK17.
Oestrogen receptor and axillary stage appeared as

independent prognostic factors.

- a low ER luminal cluster was distinct in the older series
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Es liegen nur wenige Daten zur molekularbiologischen
Subtypisierung von Mammakarzinomen alterer Frauen vor

In alteren retrospektiven Untersuchungen gibt es einen Trend
von zunehmender Rezeptor-Positivitat, geringerer HER2-
Positivitat, und einer geringeren Proliferationsrate

Der Anteil von Tumoren mit einer aggressiven Tumorbiologie
liegt zwischen 10 und 30%

Die absolute Zahl an alteren Frauen (>70 J.) mit aggressiver
Tumorbiologie nimmt zu

Die Prognose alterer Frauen mit aggressiver Tumorbiologie ist
schlechter

Die Ursache ist im Allgemeinen das restriktivere
Therapieverhalten



