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Adjuvante Chemotherapie
(Optimale Substanzen / Dosierung / Trastuzumab)

nwoese 5 Version 2002:
o, Mobus/Nitz

> Version 2003 - 2009:
Harbeck / Jackisch / Janni /
von Minckwitz / MObus / Muller /
Schneeweiss / Simon / Solomeyer /

Stickeler / Thomssen

> Version 2010:
Jackisch / Harbeck
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e Adjuvante Chemotherapie ohne
| Trastuzumab: Ubersicht

@GOe_V_ Oxford [/ AGO
o LOE / GR
i > Anthrazykline (anstatt CMF) la A ++
> Taxane (nodal-positiv) la A ++
> Taxane (nodal-negativ) 2b B +/-*
> Taxane konnen fur NO-Pat. mit hohem
Rezidivrisiko von Vorteil sein 2b B+
> Dosisdichte Therapie (N+) b B  +*
> CMF (anstatt keiner Therapie) la A ++

FORSCHEN
LEFAREN
HEILEN

* Studienteilnahme empfohlen



55@ FEC / FAC
Optimale Kombinationen und Dosierungen

©AGO e. V.

nde DGGG o Oxford [/ AGO
in der DKG e.V. LoE / GR
wembie  Dosierun g
> Epirubicin > 30 mg/m?/Woche b A  ++
> Doxorubicin = 20 mg/m2?/Woche b A  ++
Kombinationen
> French: FE;;,,C q3w x 6 b B ++
> Canadian: C, ,EspFd1+8qg4wx6 1b B+
> UK: Eipod3Wx4-CMFx4 1b B +
ropscrien » US: FA6OC q3W X 6 1b B +
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Phase Il Anthrazyklin-Studien

Trial Source Ind Treatment N FU | DFS/EFS/RFS/ 0s Remarks
mo | TTR
NCIC CTG . B xFE - ve. B xCMF RFS S2%vs 45% p= | B2%ve, 5%, .
MAS Lesine 2005 S i 10 120 005 p=0047 Mo endocrine trestment
g FEC= ChF Signiicance orly in
Mouridsn E‘;'m M-+ 3;;'.5;': Ve 1195 | ND | MD stetistically premencpausal pts.
sicnificant P ublizhed as alkstrad
GEICAN Martin 2003 | M+ ExFlave GxCMFiv. | 570 | 90 |nD N fﬂﬂi@fﬁ orly nece
Futmalesu BoFEafs vs BFEaL o EZSI;EC betterthan | DA CC VS 3 Em .
FASGOT 190G M+ HFEd BOZ S5 | arE o, =008 E?_,4D% DE,E' GO.E% | Published as abatradt
SFE 7, p=0.0 p=U.
P ogmenop. pts. trested with
FASGIS SMEEME | b+ BFE i va. BoFEaf’ 565 | G7 |CETEDevs S48k | TTA%VEESTE | Tan 30 my for 3years @
P2 p= becinring of CHT.
FASGIE M+ BixFE 4 s, BinE aivies 432 RO | MD (o] E ci-efiedtive
Piccart Piccart 2001 | M+ BoEals va. BCMF £22 | 43 |EFSHROSGp=05 |HR 057, =087
Piccart Piccrt 2001 | M+ 8¢ EprfCamm v, BEal 510 | 48 | EFSHR 073 p=0.0¢ | HR 063; p=0.05 fﬂmiﬂg?nee ESR0MSE CLE
. M-, fast proliferating BC,
Paradiso Paradian 2001 | M- BFEafs v il 243 | 70 DFEDESZ% B g cietermined by [3H] 2hymiding
B incorporation sssay
Tam randomly sssigned;
. BF Al Ve, DFS 77%ws 75% | 85%w82% HR= | Berett for HR Pos pt=
INT-0102 Hutchins 2006 | M- BCMF d aasic A0 120 Rl ng pn 6 119; p=0 03 DFS, HR = 1.32 p= 003; 05,
HR =1.26 p= (3
) OFS 73%vs. 6.2%, FaC=ChE OFS and 05 nt cifierert ket
GEIC AR Matin 2003 fil- FixfF e v FoashdF 415 I o= 004G =003 FAC and CHF i e pts.
MEATF $E y? 43 CMF dassic RFS T6% v, 6% 8%y, TS% HR-+ ptz. Recsised in 46% Tam
BRIE01 Poale 06 | MM+ 1o omF 2331 | 48 | oo 0,001 conarertly with CHT

A, doxorubicing C, cviclophosphamide; DF S, diseasefree sumival, E, epirubicin; EF S, evert-free surival; F, fluomwacil; FFP, freedom from prodgression; FLL
followe up; HE, hazard ratio; M, methotrexate D, no data; ns, nat significant; O3, arerall survival; pts, patients; BFS, relapsefree sumival, TTR, time to
FECUFTENCE; %5, ¥ BrEUs.




Anthrazyklin-freie Regime
ohne Trastuzumab*

e ey, Oxford / AGO
iSnO\(’jvtia? DKG e.V. LOE / GR
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Aquivalente OS Effektivitat zu >4 x A / EC:
> 6 X CMF la A +/-

Verbesserte OS Effektivitat zu 4 x AC :

> 4x DC b B +
[gl:gg:'m *Studienteilnahme fur anthrazyklin-freie Regime empfohlen
HEILEN D = Docetaxel; C = Cyclophosphamid

OS = Gesamtuberleben



Taxane
Optimale Kombinationen und Dosierungen

©A(§Oe.v.
ot e Oxtord / AGO
LoE / GR

Regimen
> DAC D,:A-,C 3w X 6 b B  ++
> FEC 2> D FE,,,Cq3wx3>Dy,,q3wx3 1b B  ++
> AC 2 P, A;,Cq3w x4 > Pg,qwlx 12 b B  ++
> AC2>D A,Cq3wx4- Dyy,qw3x 4 lba B  ++
> EC2>D E,Cq3wx4>Dy,qw3x4 1ba B  ++

[2.'%3{3:'“ * EqoC =2 P, dlrfte &quieffektiv sein

HEILEN
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Empfohlene Taxan-haltige Regime
Standarddosierungen

Nodal-positiv Oxford [/ AGO

Kombinationsregime LoE / GR
> DAC (BCIRG 001, anstatt FAC) 1b B ++
> DC (US Oncaol., anstatt AC) 1b B +
> AD (E2179, anstatt AC) 2b B +/-
Sequentielle Regime (gleiche Dauer)
> FEC>D (PACS 01, anstatt FEC) 1b B ++
> AC 2 Pw (E1199, anstatt AC - P3w) 1b B ++
> FE¢,C =D (TACT, anstatt FE,C)
(TACT, anstatt E > CMF) 2b B -
> AP > CMF (ECTO, anstatt A > CMF) 2b B +
Sequentielle Regime (ungleiche Dauer)
> AC> P (NSABP B-28, anstatt AC) 1b B +
> FEC> P (GEICAM 9906, anstatt FEC) 2b B +
> AC—>D (BCIRG 005, AC-D, anstatt DAC) 1b2 B ++
> EC—>D (WSG/AGO, EC-D, anstatt FEC) 1b2 B ++
> A> D> CMF>AD > CMF (BIG 2-98, anstatt A+ C > CMF) 2b B +
> E> D> CMF (TAXIT 216, anstatt E > CMF 2b B +/-
»Nodal-neqativ*
> DAC (GEICAM 9805, anstatt FAC) 2b? B +/-
> AP > CMF (ECTO, anstatt A > CMF) 2b B +/-
> AD (E2197, anstatt AC) 2b B -
> DC (US Oncaol., anstatt AC) 2b B +/-

Nur 1 Studie (PACS 01) zeigte einen Vorteil fir OS verglichen zu adaquat dosierten, anthrazyklin-haltigen Regimen (FEC-D vs FEC; LoE
1b, B). In der Sequenz AC-Taxane, gitb es aktuell keine Evidenz fur einen Vorteil eines der beiden Taxane. Neben den substanz-
spezifischen Nebenwirkungen war die wochentliche Gabe generell weniger toxisch. (LoE 2b23, B)

A = Doxorubicin, D = Docetaxel; E = Epirubicin; P = Paclitaxel *Studienteilnahme empfohlen
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axane in der adjuvanten

herapie:

Overview over Phase lll Trials with N>900 (1)

. FAJ | DFS/EFS/RFS/
Trial Source Ind Treatment N 0S5 Remarks
mo | TTR
3FE yic = 30 1m ) age = 50 DF S HR 067, p=0.01
PACS 01 Rache 2006 | M+ 5 6 3P E ol 1933 | 60 | DFSHRO.82,p=0012 | HR 073, p=007 | " 20 0Fs HR 0,98, p=0 63
4FEats 240 m
TACT Elis2007 | N#N- | ve 8F et 4162 | 52 |proHROF 1R bitat S00m
e 4E g SCMF dassic =t =t :
BCIRG 001 | Matin2005 | N+ D rfC v B Al 1491 | 55 |DFSHRO72,p001 | HR 07,p=0.0 ggxﬁ&&ﬁm below
SBES?‘M Matin2005 | M+ f;‘?}ﬁ;w i 1248 | 46 | DFSHR 06, p=01 | HR 074, p=014 | concurment use of tamoxifen
CALGHE Henderson delT wE Aoell vE AT 3 -
g S0 M+ P v il 3121 G2 | TTRHR 083, p=001 | HR 082, p=0.01 nio doxoeubicin dose effed
NSABP B-28 | Manownas | fﬂﬂﬂ: 2 il 060 | 65 |DFSHR 083, p001 | HR 093, p=046 | concument uss of tamosifen
defgs — JnChF
e gl — SCMF D vemo D
BlIZ 02-95 i row 2006 M+ Y& Ftdae — 3D im —» 2887 a7 _ ns & =Dy AD HR 0,83, p=0.047
Jyion EF S HR 0.88, p=0051
w3 il ae — S MF
us N-DFSHR 0.73,ns
ol Jones 2007 | NHM- | S0 ve dxtalC 1016 | B4 |DFSHRO.M,p=0.038 | HR 089,p=0032 |\ Treo vt oo
Bianco 2006 + DFS HR 0.5, p=0079 | HR 0.74, p=0.10
Taxit216 =y i 2 b 1= M o7 24 b as
E2197 St NN | ebaDavs dotal 9885 | 59 |DFSHR1.0,p=070 | HR 1.08,p=049
o AP o — $ChF _ concutrert use of tsm oxdfen;
ECTOt Gianri 2005 | NN | o=@ S 904 | 43 |FFRHROSEp=001 | HROT1,p=016 [t o
MCIC CTS BuCE =F v CEF waECT ng,
MAD] Bumell 2006 MHM- | BE 1zl g2 — 4P gdwe 2104 o0 |CEF or EC-TwAC-T, | MWD no dfierence in ER+ pte
e i oSy — P g3y pr=0LH

A, doxomshicing ©, cydophosphamicde; D, docetasel, DF S, diseaze-free sundvel; E | enirchicing EFS| event-free subdval, F duorouradl; FFR, freedom from progression; FAU, followeupy
HE, bazard rafic; M, mahotresate; MDD, no dats; ne, nat sgnificat; O, overal suedval, P, paditaese; o sweekly, o three weekly, BFS, relgpze-free sundval, T, tacane; TTR, time to

FECUITENCE; ¥, YU,
T adjuvart part of trial
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Taxane Iin der adjuvanten Therapie:
Overview over Phase Ill Trials with N>900 (2)

Trial Source Ind Treatment N FU | DFSEFSRFY 05 Remarks
mo | TTR
. coxorubicin doee bel oy
GEICAM 9205 | Martin 2008 - ErDfafs s B s 1069 | 67 | DFSHROF, p=002 | HROT. p=0.241 g ek
M+(1- | BFEC 826 EFSHR 1514
. = 1 WS b
EC-DoC Mtz 2008 3L | €L D m (1026 p=0.003 HR 081, p=004
total)
Eiettnann
BCIRGOS | 5y M+ BDA ve 4 dxDn | 3298 | B5 | DFSHR1.0,p=08 | HROS p=07
. . D aign=F Aeds v epinbicine belonw0mg
Finyx trial Joersun 2005 | -+ D3 BEE 1800 36 | RFEHR 065, =002 | HR 065, p=0033 Mo Peek
DF S HR 0.3, p=0 006 | HR 086, p=0 a6
AZ30vE DAC &%30 v DAC Drose modiications during study
St = Aol s £251 HR 0,80, p=0.001 HE 033, p=003 for AD and DAL, part of patients
NSABP30 | Genz2008 | N+ e 24 45 Dzl 4 73 | a0 vs 4D B30 4 AD teceived Tam simuitareousty
HRE 096 p=0 260417 HR 0,96 p=067 with chemo
va AL DAC va D
compared to
Sxhg = 4P pe Tvwvs DFS (comparedto .ﬂC')F'_H"ﬂ! PuvHR
B3 12 P g B B o =T
ECOC 1199 | Sparsno 2005 | M+ i 4950 PoHR 1.27, p=0006 | D 2w HR 113,
i 1w VS D 3w HR 1.23, p=002 | p=0.25
G = 1 2D — - '
Doy HRE 1.09, p=0.24 Do HRE 102,
pe0.E0

A&, doorubicing C, cyclophosphatride; D, docetsxel: DF 3, diseasefree survival; E, epindbicin; EF S, evert-free surdval; F, flusrouraci; FFP, freedom from
progression; FIUL folloveup; HR, hazard ratio; M, methotrexate; WD, no data; ng not significat; 05, averall surival; P, paclitael o weekh; gw, three weekly;
RFS, relapsa-free surival; T, taane; TTR, time to recumenc e, vs, Yersus

T adjrant part of trial
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Taxane in der adjuvanten Therapie:
Meta-Analyses of Phase lll Trials with N>900

Trial Source Ind Treatment N Zlg DFS/EFS/RFS/ TTR oS Remarks
HR 0.87, p<0.01
. . DFS HR 0.86, p<0.01 ' :
(9 trials) Bria 2006 N-+/N- TvsnoT 15598 N+ DFS HR 0.84, p<0.01 g:OHOFi 0.84, no heterogeneity
De HR 0,85
(13 trials) Iégggentns N+/N- TvsnoT 29903 DFS HR 0,83, p<0,00001 0<0,00001 no heterogeneity
Ferguson
(12 trials) | 2007 N+/N- |TvsnoT | 19943 | 60 | DFSHR 0,81, p<0,00001 | HR 0.8, no heterogeneity
p<0,00001
; Bedard PL
(21 trial) N+/N- TvsnoT 36.000
2010

A, doxorubicin; C, cyclophosphamide; D, docetaxel; DFS, disease-free survival; E, epirubicin; EFS, event-free survival; F, fluorouracil; FFP,
freedom from progression; F/U, follow-up; HR, hazard ratio; M, methotrexate; ND, no data; ns, not significat; OS, overall survival; P,

paclitaxel; qw, weekly; q3w, three weekly; RFS, relapse-free survival; T, taxane; TTR, time to recurrence; vs, versus.
T adjuvant part of trial




AN Adjuvante Chemotherapie
o (dosisdicht und/oder dosiseskaliert)
bel nodal-positivem Mammakarzinom*

A‘Vivooeeé’ev Oxford / AGO
in der DKG e.V. LOE / GR

Guidelines Breast

vesanzo11o  DOSISAichte Schemata (N +)

> dd ACP / AC-P g2w (statt g3w)
(CALGB 9741) 1b B =7

> AC /ddP qlw x 12 (statt p q3w) 1b B ++

Dosisdichtes und dosiseskaliertes Schema (N = 4+)
> dd E-P-C g2w (statt) EC-P q3w)
(AGO) 1b B +4°

Hochdosisschemata (N > 10+)
> High-dose / PBSCS (statt Cx ohne PBSCYS) la A -

FORSCHEN

LEHREN . .
HEILEN *Studienteilnahme empfohlen

P = Paclitaxel; °Behandlung in erfahrenen Zentren
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Dose Density: Overview over
Published Phase Ill Trials with N > 1000

Trial Source  |Ind | Treatment N | U | DFsEFs 08 Remarks
CALGE . i = i = A 2 ve qw HR 07, p=0.010 42 v qow HR 060, p=00ds | ERY s ER-
G741 Ction 2003 | M+ m@x*ﬁm 2005 | 36 | 2 ous con HR OS2, pm0 53 saqus con HR 0D, p=0 48 Eﬁj'f'jf‘-
AP — P = BC e @ 2 qow )
QC%GE Huds 2005 | M+ v5 B — B¢Pura 1938 | 36 | ER+rs ER+ e L’“ﬂ ere dtive
o2 v g3 ER- p=0.01 ER- p=0.023 =
Ermn — P — 340
AGO Mosbus 2006 | Nzd+ | q@mwe | 1284 | B2 | HROFZ, penot HR 0.78, p=0.029
4{Em|:um — %le q:3|.|".|
GOMO-MIG | Venturini 2005 | M+ ﬁgﬁ;‘;ﬁ‘; o 1214 | 125 | EFS HR 088, p=0.31 HR 0.97, p=0.35
iy C—¢ Py Diiws LF 5 (comparedto AC—+ P 2ni; comp ared toAC—=+P 2in; Pu
&ipg O 12 3 Pt P HR 127, p=0.005 HR 1.32, p=0.01
ECOC 1193 | Sparano2008 | M+ Al Tr D, g IV 4850 D 3w HR 123, p=002 D 3w HR 143, p=025
&t 12xDgvvs Dv: HR 109, p=0.20 Dur HR 1,02, p=0.20
ECETZOF vs
MCIC CTG EE1Z00 q2v— P qan CEF ws EC-T rs; nio differa noe
WA 21 Bumell2006 | N*MN- |\ a60C qan o 4F 2104 1 30| CEF o EC-Tws AG-T, p00f ND in ER+ pls
e

A, dogarubici; G, cyclophosphamide; con, concurrent; D, Docetaxel: DFS, disease-free survival; E, epirubicing EFS, event-free survival, ER, estronen
receptor; FIU, follove-up: HE, hazard ratio; ns, not significat; 35, overall survival; P, paclitael, g2, teoweekly; qdw three weekly; seq, sequential; vs,

YEFSUE.
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Published Phase Ill Trials with N > 100

High-dose Cx/ABST. Overview over

Trial Source Indication Control HO-Cx H Fru DFS a5 Remarks
Doutch T rial Rodenhuizs 2003 | B 24+ S%FE eaC 4xFEegs = 1xHD-CTCh it S7ho | p=0.05F ns
CALGE 9052 Peters 2005 210+ 4xFdsns = 1xCPB 4xF AgC—1xHD-CPBE =] 7.3 |ns ns
&nglo-Celtic | | Leonard 2004 M2d+ duh B CMF dxboc—1xC21xHD-CT 605 B ns ns
ECOG Tallman 003 =10+ GxiC AF BxCAF=1xHD-CT 540 Ay | ns ns=
Scandinavian . i
e Bergh 2000 N 5-8+ axFE C tailored) BFEC1xHD-CTCh 525 | 34Mo | (P=0D04) | ns better [FS in
WSG Hitz 2005 M 29+ 4xE gqC—=3xCMF 2B ogC = 2xHD-ECT 403 49ho | p<0.001 p=0.02
. N 1xHD-C =1 xHD -M
G 2007 >
Michelangelo ianni M24+ 3%E jzp»ExCMF —%HD E —1%HD -TMe 382 136Mo | ns ns
210+
IBCSG 15-95 Bazzer 2006 4z edE gnlc = 3xCMF F3#HD -E g sgor—r IXCMF 344 ESho | ns ns
25+ R-or T3
PEGASE 01 Roche 2001 M =5+ 4xF E yog= 435FE 4ggs =1 xHD -MMeC 314 33Mao | p=0.002 ns
ARG Zander 2004 P =1 0+ 4xEegl—=3xCMF 4%E o —1xHD-CTH 307 38Y | p=0.095 ns
UK ICCG Coombes 006 | b >d+ GxFE T 3#FE oz =1 xHD-C TCh 2d1 ata) i o n=
Meta-
analysis
(13 trial=) Farquhar 2 005 high-risk K+ wio ARET with ABST S064 34y | pe0.01 ns
(13 trials) Farquhar 2005 high-risk M+ wio SEST with ABST S064 S5EY |ns= ns
(15 trial=) Bemy 2007 high-rizk M+ vl BEST with ABST E2110 4.3Y | p<0.01 ns

A doxorubicing ABST, autologous blood stem cell transplantation; C©, cyclophosphamide; Ch, carboplating DF =, disease-free survival, E, Epirubicin; F,
fluorauracil; F U |, followeup:; HD |, high-dose plus ABST; M, methotrexate; Mo, months; Me, melphalan; M, mitoxantrone; na, not availakle; ns, not significant;
05, averall zursival; P, cisplating B, receptar; T, thioteps; whio, without, %, vears.
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Bestimmung des HER2-Status

Oxford LoE: 1b GR: A AGO: ++

> Der Nachweis der HER2-Uberexpression ist
Voraussetzung fur eine Behandlung mit
Trastuzumab

> Qualitatskontrollierte Pathologie mit interner
und externer (Ringversuche) Qualitatskontrolle
notwendig



NG Adjuvante Therapie
| mit Trastuzumab (1)

ey Oxford / AGO
iSnO\(,jvcla? DKG e.V. L O E / G R
> Nodal-positive Erkrankung 2b B ++

> Nodal-negative Erkrankung mit
zusatzlichen Risikofaktoren
(z.B.21 cm) 2b B ++

> Nodal-negative Erkrankung mit
Tumoren 2 5 mm und
zusatzlichen Risikofaktoren
(falls Chemotherapie indiziert) 4 C +

FORSCHEN
LEFAREN

HEILEN *Studienteilnahme empfohlen
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LEFAREN
HEILEN

Zunehmende Evidenz lal3t vermuten, dass HER2-Positivitat ein
negativer prognostischer Faktor bei Patientinnen mit kleinen
(<1 cm) nodal-negativen Mammakarzinomen darstellt

Tumour HER2+ vs HER2-

Study n size Endpoint % p value
Joensuu et al 2003 239 T1a,b 9-year DDFS 67 vs 95 0.003
Rakkhit et al 2008 965 T1a,b 5-year RFS 771vs 93.7 <0.0001
Amar et al 2007 401 T1a,b RFS 92.6 vs 98.7 0.007
Tovey et al 2008 362 T1a,b,c 5-year BCSS 68 vs 96 <0.001
Pagani et al 2008 340 T1ab RFS 87.1vs 96.8 NR
Norris et al 2006 326 T1a,b,c 10-year RFS 75.6 vs 824 0.66
Chia et al 2008 225 T1b 10-year RFS 68.4vs 81.8 0.312
Park et al 2009* 466 Tlab D‘:,;‘g';g’s HR::(.)B(gDsl}FS) 8:82;

BCSS = breast cancer specific survival; DDFS = distant disease-free survival, DRFS = distant relapse free

survival estimated, 61 month follow-up

RFS = relapse-free survival; NR = not reported

* Park et al, Abstract 564 ASCO 09
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Adjuvante Therapie

mit Trastuzumab (2)

Oxford / AGO

Beginn der Therapie
> Simultan mit Taxanen
> Bis zu 3 Monaten nach Chemotherapie

Dauer der Therapie
> Ein Jahr
> Zwei Jahre

Dosierung der Therapie
> 2 (4*) mg/ kg wochenlich
> 6 (8*) mg/ kg alle drei Wochen

LoE /GR

2b B ++
2b B +
2b B ++
2b B - -
2b B ++
2b B ++

* “Loading dose*



MAMMA

rastuzumab in Early Breast Cancer:
Overview over Published Phase Ill Trials

i
¥
© .
AGO e. V. Trial Source Ind Treatment N = DFS os Remarks
in der DGGG e.V. mo
iSnO\(,jvé? DKG e.V N[EyalEs el 4xAeoC—4xPi75sTras—Tras HR 0.49 HR 0.63 pooled
V. e0L—> 175 —> - ) - )
lg\lsi-;(iTG Perez 2007 | |HC 3+ or 1y VS 4xAcoC—4XP 175 3968 34 p<0.0001 p=0.0004 analysis
Guidelines Breast FISH+
Version 2010.1.1 D Her2 IHC et X LR 064 L= 0.66
. any Cx—lras 1y vs no - i - ,
HERA Smith 2006 | 3+ or Tras 3401 24 p<0.01 p=0.012
FISH+
AXAsoC—>4XDigo Tras—Tras fewer CHF
Tras vs no Tras vs no :
Slamon Her2 1y vs . . with CbDTras
BCIRG 006 | 5006 FISH+ 6xCb(Cis)DrsTras—> Tras Siis 36 | Trasp<QOL; | Tras p<0.01; | than Ac-
1y VS 4XAs0C—>4XD1oo DTras
3xDjgoTras or
FinHer ;832;3”” Her2 8xVTras—3xFEC vs 2nd R 36 Hfo%iz’ Hfooo'g?” subgroup
FISH+ 3XD10o OF 8XV—>3XFEC 232 p=0. p=0.
Spielmann IHC 3+ or 6 X FE100C Vs 6 X Epi 75/D 2ndR HR 0,86,
PACS-04 2007 FISH+ 75 = Tras ly vs. no Tras 528 = p=0,41 IR o subgroup
A 30% of pts.
+
MetaanalySI Viani 2007 IHC 3+ or see above 9117 p<0.00001 pP<0.00001 Trastuzumab
s 5 trials FISH+ treatment < 1y

A, doxorubicin; C, cyclophosphamide; Cb, carboplatin; CHF, congestive heart failure; Cis, cisplatin; Cx,
chemotherapy; D, docetaxel; DFS, disease-free survival; E, epirubicin; F, fluorouracil; FISH, fluorescent in situ
hybridication; F/U, follow-up; HR, hazard ratio; IHC, immunohistochemistry; ns, not significat; OS, overall
survival; P, paclitaxel; Tras, trastuzumab; V, vinorelbine; vs, versus.




NEo Trastuzumab Adjuvant

5 I Uberwachung hinsichtlich CHF
“namssssev. Oxford LOE: 5 GR: D AGO: ++
R vor Beginn der Trastuzumab-Therapie Bestimmung
>  Klinische Untersuchung (Odeme, Hepatomegalie)f~ LVEF
>  Echokardiographie (Alternative zu MUGA) [

Wahrend und nach der Trastuzumab-Therapie
Regelmalige Dokumentation von

»  Herzfrequenz; bei Anstieg > 15 % lber das individuelle }—
Ausgangsniveau

>  Korpergewicht; bei Anstieg 2 2 kg/Woche

FORSCHEN LVEF alle 3 Monate
LEHREN

HEILEN
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Adjuvante Therapie
mit Trastuzumab: Regime

Oxford / AGO

LoE /GR
Simultan mit
> Paclitaxel / Docetaxel nach AC/EC b B ++
> Docetaxel und Carboplatin 1b2 B +
> Anthrazyklinen 2b B +/-
> mit Taxanen dosisdicht 2b B +/-
> mit Taxanen in anderen Regimen 3b2 B +/-

Strahlentherapie simultan mit Trastuzumab 2b B +



