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Slamon et al, Science 235: 177-182, 1987; Science 244: 707-712, 1989
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Perou et al, Nature 406: 747-752, 2000
Sorlie et al, PNAS 98: 10869-10874, 2001
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92 80 69 58 45 39 34 15 2

96 81 58 51 44 37 28 14 2

Slamon et al, New Engl J Med 344: 783-792, 2001
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— HER2/neu negative
- No trastuzumab
—— Trastuzumab

ol = __HR 0,56
o2 +11,5% o

0 12 24 36 48 60
Time From Diagnosis (months)

Overall Survival
Probability

No. of patients at risk

HER2/neu negative 1,782 1,060 633 348 21 120
No trastuzumab 118 65 31 16 8 6
Trastuzumab 191 155 94 51 25 10

Dawood et al, J Clin Oncol 28:92-98, 2010
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—— Pertuzumab (median, 13.5 mo)

0,62

Hazard ratio, 0.62
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Swain et al, N Engl J Med 372:724-734, 2015
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“1 152

2%
081107310113} 0.87 (06910 1.08)
P31 8

- 09107310 1.13)

-DM1 n - 367)
—— T-OM1 ¢ pertuzumab (n = 363)

Progression-Free Survival (%)

24 30
Time (months)
No. at risk:
Trastuzumab + taxane 7 50
oM 104 7
T-DM1 + pertuzumab 109 7

0.75 (0.4 t0 1.29)

0.75(0.52t0 1.09)

195 082(0.49101.39)

134 034(07110125)
133 100007310137

126 1.10(085t0 1.41)

Perez et al, J Clin Oncol 35:141-148, 2017
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M Docstaxel (N=775) M Paclitaxel (N="589) M Nab-paciitaxel (N = 65)
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1.0 N=T78) (N=S®) (V=09 Prs Nab-pecitaxel HA-
PFEovonts, N(%)  539(70) 398 (87) 45 (9) 10 — =zr9) =y N =19) 2 4
Modian PFS, montns 196 230 18.1 PERomnis, N(X). 900 (73) .
08 @5y (169-218) (198258 (122-323) 08 Modian PFS, months __17.8 202 23
T (95% Ch) (15.0-22.8) 079-297) (9.1-NE) a a
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— e it f@‘f Q
Docetaxel 775 720 508 475 397 346 301 260 238 218 201 148 114 72 39 23 8 MR- 270 266 207 165 138 121 102 90 81 74 68 56 42 2 1 7 4 &.
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Bachelot et al, Ann Oncol 2019 [Epub ahead of print]



ERE Erstlinientherapie beim HER2-pos.
15 metastasierten Mammakarzinom
©AGO e. V. Oxford
i derDEGG e V. LoE GR AGO
in der DKG &V " Docetaxel + Trastuzumab + Pertuzumab 1b A ++ |
pudeines Breast = Paclitaxel (wk) + Trastuzumab + Pertuzumab 2b B ++
* nab-Paclitaxel + Trastuzumab + Pertuzumab 3b? C +
= Vinorelbin + Trastuzumab + Pertuzumab 3b B +
= T-DM 1 (Riickfall innerhalb von 6 Monaten und nach
Taxan und Trastuzumab) 2b B +
= 1'|ine Chemotherapie™ + Trastuzumab 1b B +
* Trastuzumab mono 2b B +/-
= Taxan + Lapatinib 1b B +/-
®* Taxan + Trastuzumab + Everolimus 1b B -
i agoonine ce = Trastuzumab + Aromatase-Inhibitoren (ER+) 2b B +/-**
R = Lapatinib + Aromatase-Inhibitoren (ER+) 2b B +[-**
:_1[r|illri'[\\ * Taxane; Vinorelbine; Paclitaxel/Carboplatin; Capecitabine/Docetaxel,

** siehe Kapitel ,,Endokrine +/- targeted Therapie”



Bl universiTaTsmedizin. T ——
MAINZ
Klinik und Poliklinik fiir Geburtshilfe und Frauengesundheit uct | Universitéres Centrum fiir

Tumorerkrankungen MAINZ




@

. UNIVERSITATSMedizin. Bl unversimAsmedizin.

MAINZ
Klinik und Poliklinik fiir Geburtshilfe und Frauengesundheit uct | Universitéres Centrum fiir

=
H
-
[orr PR
TR
B ENRER
——— -
i w am
= EEE
s .
s mw m
H s B 2
a— Y
= . w
[
e @ e
+ Chemotherapy (yes/no)
+ Time since adjuvant hormone therapy
{< 12 months/> 12 months/no prior therapy) e
-
P | Trosuruman @
Trostuzumab Arm .
Arm n=59)
In=69] i"
M
Median DoR, months 7110 1 i N
100 4 114.13 1o not -
w ws%C) et | nzosto2se .
- N T N I T T T T T L T T LT T LT T
2w A, months. 199 PasqronnonRses Barvilmausial
A (95% il 0571036 10091) i -
= P 0w
8 0 o
Median _—
2 B0 etetusssurnanrnanuanassananzsnnrnss ==
= =
o 4
%
EX z
5w
1]~ Pertomumab plos vasturumat amm
= Trastuzumab arm H
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DoR (months)
No. at isk:
Pertuzumab plus
Fortuzumali BUS 65 9 69 63 63 54 54 52 50 45 43 41 41 30 38 37 I I I5 I/ 2 W28 2827 W 232301714121 8 9 6 443310 B
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Rimawi et al, J Clin Oncol 36:2826-2835
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SAW positiven metastasierten Mammakarzinompatientin

"ACOe. V. Oxford
e LoE__GR__AGO
Guidelines Breast * Anastrozol und Trastuzumab 1b B +/-
Jeren sl * Letrozol und Trastuzumab 2b B +/-
" Letrozol und Lapatinib 1b B +/-
" Fulvestrant und Lapatinib 1b B +/-
* Aromataseinhibitor und Trastuzumab / Pertuzumab* 2p2 B +/-

Geringe Wirksamkeit einer alleinigen endokrinen Therapie.

Eine Induktions-Chemotherapie zusammen mit einer anti-HER2-Therapie
(gefolgt von endokriner plus anti-HER2-Erhaltungstherapie) sollte in
Erwagung gezogen werden!

www.ago-online.de

FORSCHEN
LEHREN
FCILECN

* Studienteilnahme empfohlen
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A J

A
|\)noc Trastuzumab
)

DM1
(Derivative of maytansin

Antibody-dependent
cellular cytoxicity
(ADCC)

© 2011 American Assocla'tlon for Cancer Research
CCR Focus

LoRusso, Clin Cancer Res 17:6437-6447, 2011



- - -
Bl universiTArsmedizin.
MAINZ
Klinik und Poliklinik fiir Geburtshilfe und Frauengesundheit

@i UNIVERSITATSmedizin.

uct | Universitdres Centrum fiir
Tumorerkrankungen MAINZ

Stratified hazard ratio, 0.65
(95% Cl, 0.55-0.77)

£
t
£
L

20 22 24 26 28 30
| ]

No. at Risk

Lapatinib— 496404310176 129 73 53 35 25 14 9 8 5 1 0 O
capecitabine
T-DM1 495 419 341 236 183 130 101 72 54 44 30 18 9 3

No. at Risk ,
Lapatinib- 496 471 4537435 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4

cay
T-DML 495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 5

Verma et al, N Engl J Med 367:1783-1791, 2012
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XL T-DM1
(n=50) (n=45)

XL ToM

(1=50) (n=45)
Median (months) 46 59
‘Stratified HR = 0.777 (85% C1 0,436 -1.367)
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Guidelines Breast
Version 2019.1D

www.ago-online.de
FORSCHEN
LEFAREN
HCILEN

2"d line Therapie bei HER2-pos. mBC

(nach Vorbehandlung mit Trastuzumab)

ll T-DM 1

Oxford
loE GR AGO
1b A -
= TBP: 2"d line Chemotherapie + Trastuzumab 2b B -+
= BP: 2" |ine Chemotherapie + Trastuzumab
5 D +/-
+ Pertuzumab
= 2"d line Chemotherapie* + Trastuzumab 5 b +/-
+ Pertuzumab (falls noch nicht gegeben)
= Taxane + Trastuzumab + Pertuzumab 5 D -
= Capecitabin + Trastuzumab + Pertuzumab 1b? B +/-
= Capecitabine + Lapatinib 1b B +
* Trastuzumab + Lapatinib (HR neg. tumor) 2b B

* e.g. Vinorelbine; Taxane/Carboplatin; Capecitabin/Docetaxel (Toxizitat!)
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— Bhysician’s choj
auzumagsem| if
@ ed Hi -85), p=0-0007

Qverall survival (%)
S
L

20 ——
| Median0s 1! |h, -7 mal
(95%Cly  (13:5-187) (19-4-27-5)

T T T T T T T T T T T T T T T T T T T 1
Numberatrisk @ 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
(number censored)
Physician's choice 198 (0) 150(28) 122(31) 107(33) 80(34) 66 (36) 53(37) 39(45) 16 (68) 1(80) L]
Trastuzumab emtansine 404 (0) 368(17) 321(29) 280(35) 226(43) 192 (44) 167 (45) 132 (66) 54(138) 12(172) Qo

100 Stratified HR 0-58 (95% C1 0-43-0-77), p=0-0002

Overall survival (%)
3
1

40
304
= ysician's choice
104 Median 05 156 months 22.7 months
(95% ) (125-225) (19.4-275)
0 T T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Numberat risk. Time since randomisation (months)
{number censored)
Physician's choice 198(0)  131(48) 78(80)  47(103)  24(115)  18(120)  13(122) 9(123) 3(129) 1(130) o
Trastuzumabemtansine 404(0)  368(17)  321(29)  280(39) 226(43)  192(44)  167(45)  132(66) 54(138)  12(172) o

Krop et al, Lancet Oncol 8:743-754, 2017
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B
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HR: 0.57 (95% CI, 0.43 10 0.77: p=0.00013) = Lapatinib 1250mg +
100 Median TTP: 6.2 menths (lapatinib plus capecitabine) 100 Capecitabine Eﬂﬂﬂrngfm
E? a0 | 4.3 months (capecitabine monotherapy) a0 - itabing 2
E 20 — Lapatinib 1250mg + = %
S 704 Capecitabine : :_; 70
,% 50 1 — Capecitabine 2500mg/m % &0
3 3 =
uE. 40 - +2 MOn. %40 HR O 78
£ © : = 78 NS
= ) 4 ) op {HR: 0.78 (05% Cl, 0.55 10 1.12; p=01T7), o
E L Maodian 08 155 months (lapatinib plues capocitabino)
L:JL 10 1 HR O 57 - 10 o 15.3 monihs (capeciabing monotherapy)
0 10 20 30 40 50 B0 70 80 90 0 10 20 30 40 50 B0 TO 80 90 100 110
Time (weeks) Time (weaeaks)

Cameron et al. Breast Cancer Res Treat, 2008
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Progression-Free Survival (probability)

o 10 20 30 40
Time (months)
No. at risk
X 74 a0 15 8 5 3 2 1 1

B
10 —N
— XH
+ + Censored
Log-rank P = 2570
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3
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[ 10 20 30 a0
Time (months)
No. at risk
X 74 66 50 33 21 10 8 3 2 ,
XH 77 68 59 a7 27 15 6 1 1

von Minckwitz et al. J Clin Oncol 27:1999-2006, 2009
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L L+T
n=145) (n =148)
Died, n (%) 113(78)  105(72)
Median, months 95 14
HR (95% C1) 0.74(0.57 10 0.97)
Log-rank P 026

verall Survival (%)

+

Time Since Random Assignment (months)

No. at risk
L+T 148 120 87 63 42 25 1
145 100 64 46 28 13

IR (95%, .71 (0.
R O y ‘

Overall Survival (%)
8

8

30 35

Time Since Random Assignment (months)

No. at risk
L+T 146 120 87 [x] a2 25 1
L 145 100 84 48 28 13

Blackwell et al, J Clin Oncol 30:2585-2592, 2012
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Weitere Therapielinien bei HER2-pos.
metastasiertem Mammakarzinom

Oxford
" Vorbehandlung mit Trastuzumab \
= T-DM1 1b A -
= Capecitabin + Lapatinib 1b B +
= Vinorelbin + Lapatinib 2b B +/-
* Trastuzumab + Lapatinib (HR neg. Pat.) 2b B -
* Chemotherapie + Trastuzumab b B N
(,treatment beyond progression®)
* Pertuzumab + Trastuzumab 2b B +
* Vinorelbin + Trastuzumab + Everolimus 1b B +/-
(Trastuzumab resistent, Taxan vorbehandelt)
= Daten nach Vorbehandlung mit Trastuzumab und Pertuzumab
und fiir TBP mit Pertuzumab sind bislang nicht verfiigbar.
= Experimentelle Anti-HER2-Regime 5 D +
* Fur Patienten nach Trastuzumab und Pertuzumab Vorbe- : D +

handlung, Therapie gemal obenstehender Empfehlungen
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