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Estimated mortality rates within 10 years of diagnosis in women with breast cancer younger
than 75 years of age diagnosed between 1990 and 2006 (mortality rates estimated from
flexible parametric survival models with age as only covariate.
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Use of regimen In elderly
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INVESTIGATIONAL

CHEMOTHERAPY
- ELDERLY PATIENTS

Tab. 1 Auswahl einiger Studien zu Therapiemodalitdten bei dlteren Brustkrebspatientinnen
Autor Studienart Patientinnen Art der Untertherapie Effekt der Untertherapie
(Jahr, Land)
Anzahl (n)  Alter
Bouchardy [4] Populationsbasiert 407 =80 53% insgesamt (12% keine Mortalitt steigt bei Patientinnen
(2003, Schweiz) Therapie, 32% Tamoxifen alleine) mit vs. ohne Untertherapie
Eaker [9] Populationsbasiert 3271 =70 >38% Untertherapie Mortalitat steigt
(2006, Schweden)
Gajdos [17] Retrospektiv 206 =70 57% Untertherapie Rezidivrisiko steigt
(2001, USA)
Giordano [18] Populationsbasiert 41390 =65 75-79 Jahre 4-mal seltener CT, Mortalitat steigt
(2006, USA) =80 Jahre 20mal seltener CT
Muss [30] Retrospektiv 542 =65 Untertherapie der Chemotherapie  Erhohtes Rezidivrisiko,
(2005, Multinational) 159 =70 Mortalitat steigt
Smith [39] Populationsbasiert 3409 >65 51% ohne Radiotherapie Rezidivrisiko steigt
(2006, USA)
GBG
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Breast cancer mortality ratio in taxane trials,
by AGE and STAGE

Deaths/Women

Taxane deaths

Allocated Allocated Logrank Variance

Ratio of annual death rates

0-89 (s 0-05)

0-82 (se 0-05)

0-63 (se 0-16)

Category taxane non-tax. O-E of O-E Taxane : Non-tax.
|
(d) Entry age (trend x? = 3-5; 2p = 0-06) |
Age <45 871/5930  928/5927 -36-7 3846 - 0-91 (se 0-05)
(14-7%) (15:7%)
45-54 835/7747  932/7720 -41-4 3723 l-
(10-8%) (12:1%)
55 - 69 735/6572  B77/6570 -690 3465 l
(11-2%) (13-3%)
70+ 51/314 81/343  -11-4 244 = l
(16-2%) (23-6%)
Age unknown 149/1565  150/1563  -2-5 486 I O
(9:5%) (9:6%)

(e) Nodal status before chemo (trend xf =0-3; 2p = 0-6; NS)

NO/N- 120/2104  132/2070 -6-0 610 I. 0-91 (se 0-12)
(57%)  (6:4%)
N1-3 520/6981  599/6977 -41-9 2621 + 0-85 (se 0-06
(74%)  (86%) ( )
N4+ 783/5012  849/5062 -29-9 3388 i_ 0-92 (se 0-05
(156%)  (16:8%) ( )
Other / unknown 1218/8031 1388/8014 -83-1 5146 {:} 0-85 (se 0-04)
(152%)  (17:3%)
Total 2641/ 2968/ -161- . . .
. ota 641/ 29681 1610 11765 + 0872 (s 0:027)
(11:9%)  (13-4%)
& 99% or == 95% confidence intervals L *
1-0 15

Global heterogeneity: ;3 =7-1; p = 0-7

EBCTCG, Lancet 2011

Taxane better

‘ Non-tax. better

Treatment effect 2p < 0-00001



Compliance in (neo)adjuvant taxane
treatment
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Haematologioc Toxicity
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Quality of Life in different age groups
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Adjuvant Chemotherapy in Older Women
with Early-Stage Breast Cancer

Hyman B. Muss, M.D., Donald A. Berry, Ph.D., Constance T. Cirrincione, M.S., Maria Theodoulou, M.D.,

Ann M. Mauer, M.D., Alice B. Kornblith, Ph.D., Ann H. Partridge, M.D., M.P.H., Lynn G. Dressler, Ph.D.,
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Antonio C. Wolff, M.D., Julie R. Gralow, M.D., Harold J. Burstein, M.D., Ph.D., Ahmad A. Mahmood, M.D.,
Gutav Magrinat, M.D., Barbara A. Parker, M.D., Ronald D. Hart, M.D., Debjani Grenier, M.D., Larry Norton, M.D.,
Clifford A. Hudis, M.D., and Eric P. Winer, M.D., for the CALGB Investigators*

Muss et al., N Engl J Med 2009; 360: 2055-65
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CALGB 49907

N= 633 Pat. AC x4
ﬁ\lter > 65 CME X 6
__1—3’ Nl
3 N R
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T >3cm o
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ER/PR +. Tamoxifen 5 yrs
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A All Patients

B All Patients
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Breast Cancer Subtypes According to Age
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s E] Study Design

CHEMOTHERAPY

- ELDERLY PATIENTS

4 Zyklen EC! Standard Chemotherapie
oder
6 Zyklen CMF? Standard Chemotherapie

(Entscheidung des Priifarztes)

Y

Randomisation

Nab-Paclitaxel 100 mg/m?

An den Tagen 1, 8, 15 g22 mit einer Woche Pause alle
6 Wochen

6 Zyklen +
Capecitabine 2000 mg/m?
an den Tagen 1-14 22

Y

Wenn HER2+: Trastuzumab Behandlung gemaB der AGO Leitlinien
Wenn ER und/oder PR+: Endokrine Behandlung gemapB der AGO Leitlinien
Bisphosphonat Behandlung gemag der AGO Leitlinien

1 EC: Epirubicin (90 mg/m2) + Cyclophosphamide (600 mg/m2) an Tag 1 q22
2 CMF: Cyclophosphamide (75 mg/m2) + Methotrexat (40 mg/m2) + 5-Fluorouracil (600 mg/m?2) an Tag 1 and 8 q29
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=ICE |l Clinico-pathological
Risk assessment

INVESTIGATIONAL

CHEMOTHERAPY
- ELDERLY PATIENTS

EinschluBkriterien

!

Trifft ein Kriterium zu: pT3/4, pN2/3, G3, HER2+,
PR-/ER+, PR-/ER-, GefaRinvasion

|

mind. 1 Kriterium zutreffend

(Endokrine Response: negativ oder

unsicher)

» node positive patients N2-N3 (= 4 positive LN)
Independent of additional risk factors

¢ node positive (N1: 1-3 positive LN) or node negative:

Need additional risk factors

!

kein Kriterium zutreffend

(Endokrine Response)

G2

pT2

Hohes Risiko

A

Randomisation

pT1

L

Niedriges Risiko

AusschluBBkriterium

Y

Keine Studienteilnahme
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=  Blological risk assessment

CHEMOTHERAPY
- ELDERLY PATIENTS

Eligibility criteria

I

v

Y

| pT3/4 or pN2/3 |

| pT1/2 and pNo-1 |

» Nodal positive Patientinnen N2-N3 (> 4 befallenen LK)
unabhdngig von zusatzlichen Risikofaktoren

« Nodal-positive (N1: 1-3 befallene LK) Patient/innen oder
nodal-negativen Patient/innen mit einem erhéhten Risiko
gemaB der histopathologischen oder uPA/PA11 Kriterien.

3 =]

2

| Randomization |

uPA high & uPA low & uPA high & uPA low &
PAI-1 high PAI-1 high PAI-1 low PAI-1 low
Y
,Il High risk | Low risk I(—

Exclusion Criteria

Y

Not eligible |

uPA high: uPA = 3 ng/mg

UPA low: uPA < 3 ng/mg
PAI-1 high: PAI-1 = 14 ng/mg PAI-1 Jow: PAI-1 < 14 ng/mg
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i NVESTIGATIONAL
CHE RAPY

ChC RAFY
DERLY PATIENTS

n=321

ICE Il - Recruitment on 01.09.2012
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Baseline Characteristics

Anzahl 250

Sex female male

246 4
Therapy EC CMF PX

117 9 124
Risik pT3/4; uPA; PAl Clinico-

N2/3 pathological

74 20 156
Age 65-69 70-74 75-80 >80

67 113 64 6
Prognostic HER2+ HER2- N+ N- ER+ ER-
faktors

43 207 138 112 183 67
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Ibandronate 2 years
50 mg p.o. or 6 mg i.v.

N=1400 R

Capecitabine 2000 mg/m2 x 6
Ibandronate 2 J. p.o. or i.v.

ER/PR +: Anastrozol 1mg /5 J. (sequentiell zu X)

Reimer et al. ESMO 2009 SERMAN
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QoL Baseline

100

Reimer et al. ESMO 2009



QoL at the end of chemotherapy
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QoL 6 months after end of
chemotherapy

100

M Ibandronate + Capecitabine M |Ibandronate only

Reimer et al. ESMO 2009




e Treatment for Fit Elderly Patients
———— (Life Expectancy > 5 yrs and Acceptable Comorbidities)

\J

 ze=oo=3307 (ESISE

©AGO . V. Oxford / AGO
B LOE / GR
szt > Geriatric assessment 2b B ++
> Treatment according to standard 2a C  ++
> Surgery similar to ,,younger* age 2b B ++
> Endocrine treatment (endocrine resp.) la A ++

> Chemotherapy

> <70 years la A +
v agooninede > >70years (especially N+, ER/PgR-) 2a C +*
e > Radiotherapy o C +
MI > Omit Radiotherapy after BCT In low risk 2b B +/-
References |
I ER + population > 70y if Tam is planned
S (CAVEAT: increased risk local recurrence)

> Trastuzumab *Study participation recommended 2p C +



Treatment for Frail Patients
(Life Expectancy <5 yrs, Substantial Comorbidities)

e, Oxford / AGO
B o LoE / GR
T L Reduced standard treatment 2b C ++

> Options extrapolated from trials in elderly:

> No breast surgery
(consider endocrine options) 2b

> No axillary clearing (2 60 y, cNO, Rec pos) 2b
B TR > No radiotherapy (2 70y, pT1, pNO, Rec pos) 2b
- Further > Hypofractionated radiotherapy 2b

Information
> No chemotherapy >70 years and negative 2b
risk-benefit analysis

i

O O 0O WO
+ + + + +
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Management of elderly patients with breast
cancer: updated recommendations of the
International Society of Geriatric Oncology (SIOG)
and European Society of Breast Cancer
Specialists (EUSOMA).

“...Despite competing causes of death, breast cancer is the
cause of death in a substantial number of older patients. In
women =80 years at diagnosis, up to 40% die from breast
cancer. Underestimation of life expectancy and fithess for
therapy may result in age-related under-treatment, itself a risk
factor for breast cancer recurrence and death.”

Biganzoli L, et al. Lancet Oncol. 2012 ;13:e148-60. GERMAN
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