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Definition des TNBC

Fehlende Ostrogen-
rezeptorExpression
(ER negativ)

Fehlende Progesteron -
rezeptorexpression
(PR negativ)

TNBC

Fehlende Uberexpression /
Amplifikation von HER2/neu
(HERZ2 negativ)

Gluz, Liedtke et al., Ann Onc 2009
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,1riple -negative breast cancer:
disease entity

Carey L, Winer E, Viale G, Cameron D, Gianni L

Nat Rev Clin Oncol 2010
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Zusammenhang zwischen TNBC und BLBC

BLBC

Bis zu 45 %

TNBC

Non-basal-like
(in Genexpression-
analysen)

non-tripelnegativ

Gluz, Liedtke et al., Ann Onc 2009
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Zusammenhang zwischen TNBC und TNBC

TNBC BLBC

BLBC W HR- / HER2-

m HER2-like HR- / HER2+

H luminal A HR+ / HER2-
luminal B M HR+ / HER2+

M normal-like

N=412 N=473

Prat et al., Oncologist 2013
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Zusammenhang zwischen TNBC, BLBC und BRCA1

BRCA1

BLBC

Bis zu 45 %

TNBC

Non-basal-like
(in Genexpression-
analysen)

non-tripelnegativ

Gluz, Liedtke et al., Ann Onc 2009
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Mutationswahrscheinlichkeit beim TNBC

Patient category

% in cohort
(n=403)

Go of BRCAI carriers in each
category/93 % exact binomial (T

Universitat zu I_Ube(:l(

Total

“Premenopausal” (<30 years)
Early onset (<40 years)

Family history

No family history, onset >31 years

No family history, onset <30 years

100 (403)
516 (208)
263 (106)
261 (105)
43.7(176)
303 (122)

16.1 % (65403)12.7-20.1 %

269 % (56/208)21.0-33.5 %

)

)
359 % (38/106)/26.8-45.7 %
476 % (501105)/37.8-37.6 %
13 % (4/176)0.6-5.7 %
9% (1112)45-156 %

% in BRCA!
a. Frequency of BRCA mutations in all TNBCs®
MNeocadjuvant Familial Adjuvant
(n="152) (n=134) (n="91)
Mutation analysis
BRCAT [3%) 27T (24) O (O 7 ]
BRCAZ (%) Z (D oo 4
BRCA1 UV (%) 2@ 16 (22) o |
ER‘A..?IJV 5‘.. 1 {1) 7 {9 o
n —_— L] _— n —_— L] — L] _— L] L || —_— L]
WH:H y () 80O (71) S1 (69) 0
MND 40 &0 78

b. Frequency of BRCAness in all TNBCs without BRCA1/2 mutations®

Fostira et al.,

Breast Cancer Res Treat 2012

Wissen schafft Gesundheit

Meoadjurant Familal Adpavart
(=123 (m=134) (n=T8)
aCGH
BRCA1 lko 5%) 7O (68) 52 (&F) 53 [&H) |
_ I
Mon-BROCAT 35 {34) 42 {31} 25 (33
lke {96
M 18 i ] 0
BRCA1 promoter methylation
Mty ave o (36) 31 (29) 47 (37) 21 (27) |
_— —
Unmethylated (56) 75 (71) 81 (63 56 (73)
MO 17 & 1
'dl'_"— Ol Tt =
o b ol
le
- ost resuli wera -
Lips et al., BJC 2013
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Prognose des TNBC
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Probability of Being Alive

Hazard Rate of Death

Universitat zu I_Ube(:l(

TNBC
1.0 —eaa -+ Non-TNBC
0.8
0.5
0.4
0.2
0 1 2 3 a 5 6 7
Time After Surgery (years)
0.20 TNBC
«* Non-TNBC
0.15
0.10
goed S 0 i swesmene
0 1 2 3 a 5 6

Time After Surgery (years)

Liedtke et al., J Clin Oncol 2008
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Prognose des TNBC

A
£oel T —— Aggressivere
: Biologie
B =t s T 5 s
Time After Surgery (years)
B
S — / I:::EI'NBC
. \ Fehlen
% 0.10 - ‘ j therapeUtISCher
I Substanzen

Time After Surgery (years)

Liedtke et al., J Clin Oncol 2008
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Zusammenhang zwischen molekularen Subtypen und Alte r

MSub;y'::;HZUQh_Zah'
Stos
2 65 yrs I TripleNeg
46 - 64 yrs
<45yrs
=m <30
Uberlebensfunktionen [ | 30-39
10-49
. mm 50-59
=60
m &
u 0,44
TNBC o
0,24 \
< 40 Jahre
<
Monate P<0,001

Liedtke et al., in prep.
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Lokalisation der Metastasen beim TNBC

TNBC non-TNBC

Gehirn 30 % Gehirn 10 %?*

Lunge 40 %

Lunge 20 %

Leber 20 % Leber 30 %

Knochen 10 %

Knochen 40 %

Liedtke et al., J Clin Oncol 2008
Foulkes et al., NEJM 2010
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(Genomisches) Grading und Ansprechen auf neoadj. Che = motherapie

A B
o9 - HR+ . .
L]
HER?2- ¢ ¥ :
T L :
< - L] a . o ;
-
- . : .
- - i ™
3 F i 4 . n E
- & - 1 t
1+ - - e * - -~ - *
- : : r * N %
- r = = *
= - i=E] -
oo } - oo o L L. E O ——. . - T F—
L ] [ R ORISR IR TS T M S S N S S— [ - - -
s, L - - L d
—— L - —
L e ] - - =
(=] i_ r (=1 -
-
-1 4 : - = i
o= ]
.. -
k] - -
-
-
= i L1 2 -
3 1 TNBC
- -
P=..047 - P=.012
pPCR RCB-I RCB-II RCB-II pCR RCB-I RCB-II RCB-1II
Response Class Response Class

Liedtke et al., J Clin Oncol 2009
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Systemische Therapie bei verschiedenen molekularen Subtypen

HER2-positive

HER2-negative

ER+ ER-
and/or PR+ and PR-

g o |

|
|
|
I
1
|
|
|
|
|
|
|
1
I
|
I
i
- pNO, G1 -G3 ! if = pT1b, pNO
- pND, G2 +molecular assay - pNO + molecular assay |
low risk high risk |
= uPA/PAI-1 - pN+ :
= if available/guideline = 1-3 LN: molecular !
supported assays high risk in !
Oncotype DX®& clinical trials !
Mammapnnt® - molecular assay high risk |
- pN+(1-3 LN): molecular = uPA/PAI-1 |
assays low risk in clinical = if available/guideline |
trials supported |
Oncotype DX® |
Mammaprint® !
| | 5
. | |
MNo chemotherapy Chemotherapy Chemotherapy i c+h~?rr:s?52§r;:$y
Tam (+ GnRH in pre- Tam (+ GnRH in pre- ! + Tam (+ GnRH in
menopausal patients)/Al* menopausal patients)/Al* ! premenopausal patients)/Al*
|
Chemotherapy benefit currentiy !
evaluated in trials |
(e. g. TAILORx, MINDACT, Plan B) :
For pNO intermediate risk 1
— TAILORx, MINDACT, Plan B
For pN+ (1-3 involved lymph nodes)
=> MINDACT, Plan B * Al only indicated in postmenopausal patients

Harbeck [...] Liedtke. Cancer Treatment Reviews 2010
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Ansprechen gegeniber neoadjuvanter Chemotherapie

pCR*-Rate
TNBC andere
Liedtke et al.
Bidard et al.
Fernadez-Morales et al.
Carey et al.
Kearn et al.

Rouzier et al.

* Pathologische Komplettremission
** basal/nicht-basal im Genexpressionsprofiling
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In-vitro-Chemotherapiesensitivitat bei Mammakarzinom subtypen

HER2 luminal

Table 4 - Association between immunohistochemical breast cancer subclasses and in vitro response to chemotherapy
(univariate analysis).

Left (n = 67) Middle (n = 70) Right (n = 279)
‘basal-like’ ‘HER2-like’ ‘luminal’
Chemosensitivity ET 40.3 25.8 28.6
response parameters ED 47.8 43.0 44.0
EC 4.5 8.2 7.0

The values represent percentages of patients classified as chemosensitive or not with regard to the tested in vitro chemotherapy regimen.

Liedtke et al., Eur J Cancer 2012
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Prognose in Abhangigkeit vom Chemotherapieanspreche n
1,0 ==
e = }P=_24 pCR Non-TNBC B
0o \ v | ] } oCR TNBC = CHEMO-
SR N SENSIBEL
o . 88%] | - -
0
Q9 08 \ el
— P =.0001 s
3 |
g3 M AL
’ - R
g 0,6- \_' "~ non-pCR
N o -
o L 1 Non-TNBC
O o5 L > = CHEMO-
ITEEL RESISTENT
0,4 | | | | 1 1 TNBC
1 2 3 L 5 6 7 /

Zeit (Jahre nach Primaroperation)
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Liedtke et al., J Clin Oncol 2008
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Anforderungen an die Forschung zum TNBC

1,0

0,94

Overall survival

0,54

0,84

0,74

0,6

T= ~ 3
ik“‘ Y §

Y

88%| | - -

\( P=.0001 s,

68% \_l

TTL .

L

0,4

1 2 3 4 5 6
Time (after primary surgery)

7

pCR Non-TNBC
pCR TNBC

s non-pCR

Non-TNBC

non-pCR
TNBC

Wissen schafft Gesundheit

e

~.
AN

Identifikation der molekularen
Mechanismen fur
Chemotherapieresistenz

Identifikation von
Patientinnen mit/ohne
Therapieansprechen

Optimierung der
Chemotherapie (-regime)

Entwicklung neuer
zielgerichteter Therapien

Liedtke et al., J Clin Oncol 2008
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Anforderungen an die Forschung zum TNBC

1,0
o) } 7= 2s pCR Non-TNBC
0.9- ik—_w 7 : pCR TNBC
(‘_5 , M 88“‘/;\ Son,
% R \( P=.0001 s
(7] \ AN
= 0,7- - |l
68% -
% 0,6+ \_l "~ non-pCR
TTL - Non-TNBC
T .
0,5- L
non-pCR
04 , TNBC

1 2 3 4 5 6
Time (after primary surgery)

7
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Optimierung der
Chemotherapie (-regime)

Liedtke et al., J Clin Oncol 2008
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Die GeparSixto-Studie: Einsatz von Carboplatin

Studiendesign

2 £ 2 2 2 N
N=600 NERRRENRRRRERRRENR
Triple neg. /
or
Her2-pos. R
cT2-4 \ 2 & 2 2 2 N
on
cTicIrN: IRRRRRNRRRNEREREND
IINRRRRRNENRAEEENDR

I Paclitaxel 80 mg/m?, gq1w Myocet 20 mg/ m2, q1w I Carboplatin AUC 1.5, g1w

Her2-pos: 4 Trastuzumab (8),6 mg/kg q3w (for 1y) Triple neg: Bevacizumab, 15 mgrkg g3w
+

T

Lapatinib 750 mg/d, 18 wks

Wissen schafft Gesundheit

100%

90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

37.9% S58. 7%

P<0.05

PM PMCb
N=157 N=158

Von Minckwitz et al., ASCO 2013
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Schwere unerwinschte Nebenwirkungen (SAEs) inder G eparSixto

PM(+B) PMCb(+B) PM(+HL)
PMCb(+HL)
(N=157) (N=158) (N=136)
N with at least 1 SAE 62 69 55
(%) (39.5) (43.7) (40.4)
Infections 15 18 21
pneumonia 6 1 11
Blood 7 26 3
anemia 1 11 1
febrile neutropenia 6 6 1
Gastrointestinal 10 11 10
diarrhea 3 0 3

Von Minckwitz et al., ASCO 2013

Wissen Schafft Gesundheit Klinik fir Gynékologie und Geburtshilfe



S H UNIVERSITATSKLINIKUM :
Schleswig-Holstein Universitét zu Libeck

Carboplatin neoadjuvant (CALBG 40603 / ALLIANCE)

— N~ se—— pCR Breast/Axilla (ypTO0/is NO) + / - Carboplatin
CALGB 40603: Schema — Randomized Phase |l

emmmd Paclitaxel 80 mg/m? wkly x 12 LSS 70% | 41% (35-48%) | | 54% (48-61%) |
| 60%
N Paclitaxel 80 mg/m? wkly x 12 JCLLIeE S ARSINEURS 50%
l; Bevacizumab 10 mg/kg q2wks x 9 XRT* 40%
2X2 T 0% Odds ratio: 1.71
izati o Adjuvan % i
R al Paclitaxel 80 mg/m? wkly x 12 BT L N Em Syslu!emic - p =0.0029
—+t— Carboplatin AUC 6 q3wks x 4 Treatment
Planned* 10%
Paclitaxel 80 mg/m? wkly x 12 LS &) 0%
“—t—* Carboplatin AUC 6 g3wks x 4 SResearch pCR Breast and Axilla
Bevacizumab 10 mg/kg q2wks x 9 re:::E:ﬁ:;r:or ® No Carboplatin ~ m Carboplatin
; R?searcn bio;)sies- — "MD discretion N=212 N=221
rozen and fixed g
SETNTITES VT pttveriatn It nkalachett CALGB 40603: Ehg'b'“ty P_‘(m_-“'w_”__l This presantation is tha intellsctual propary of William Sikov, MD. Cantact at wsikov@lifaspan org for parmission 1 mmﬂmﬂ

+ Clinical Stage II-lll (except T4d — inflammatory BC)
+ ER+ PR <10%, HER(-) (IHC 0-1+ or FISH <2.0)
* No contraindication to treatment with bevacizumab
+ Baseline evaluation including breast MRI (or US)

+ FNA or biopsy of suspicious axillary LN recommended

+ Pre-treatment SLN sampling permitted in clinical NO SikOV et al SABCS 20 13
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AGO-Empfehlungen zur PST (bei TNBC)

=< Neoadjuvante systemische Chemotherapie

E Empfohlene Regime und Schedules
" e B 0¥
— - Oxford /| AGO
o LoE TR
» Adjuvante Standardregime mit einer Dauer von
mindestens 18 Wochen 1a A ++
» AC oder EC —» D q3w oder P q1w 2b A -t
» DAC 2b B ot
= AP — CMF 1b A +
» Taxan gefolgt von Anthrazyklin 2b B +
» Dosisdichte Protokolle (z. B. E -P-CMF, E-P-C) 1b B +"*
» Capecitabin in Kombination mit Anthrazyklin
und Taxan 1b B +/-
=| Platinsalze beim TNBC unabhéngig von einer
M:M.DTTE' BRCA1-Mutation 2b B 4"

LEFIRCS
MEILES

* Studienteilnahme empfohlen

AGO 2014
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Anforderungen an die Forschung zum TNBC

1,0
o) } 7= 2s pCR Non-TNBC
0.9- ik—_w 7 : pCR TNBC
(‘_5 , M 88“‘/;\ Son,
% R \( P=.0001 s
(7] \ AN
= 0,7- - |l
68% -
% 0,6+ \_l "~ non-pCR
TTL - Non-TNBC
T .
0,5- L
non-pCR
04 , TNBC

1 2 3 4 5 6 1
Time (after primary surgery)
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Entwicklung neuer
zielgerichteter Therapien

Liedtke et al., J Clin Oncol 2008
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Effizienz von first-line-Regimen beim mTNBC

12 Bevacizumab
,(E + Paclitaxel
LL 10,6
al 9,6
go)

o 9
£
Q
S 6
(@)
=

Paclitaxel Paclitaxel  Docetaxel' Capecitabin' Clsplatan Carboplatin  Carboplatin E21002 ML211655  JO19901"
qdw! q3w? + Gemcitabin® + Irinotecan®

O’Shaughnessy et al., SABCS 2010; Finn et al., J Cl in Oncol 2009; Baselga et al., Ann Oncol 2010;
O’Shaughnessy et al. NEJM 2011; O’Shaughnessy et al ., BCRT 2007; Schneeweil} et al., EMCC 2011,
Aogi et al., BCRT 2011
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PCR-Raten durch Bevacizumab (Gepar Quinto)

Mo. of Test for
; - . : . .
All patients 1925 —_— 1.79 (1.02-1.65) I
— . v
=40 yr 304 : - 171 (0.99-7.95)
=40 yr 1621 — 1.20 (0.32—1.58)

Tumor stage i 0.52
cTI—cT3 1690 — 130 (LO1-1.67)
cT4a_cT4d 235 -< : » 1.23 (0.49-3.10)

Lymph-node stage i .63
O TGT : = 120 (0.84—1.74)
cMI—cMN3 el } * 136 (0.95—1.89)

Disease stage i .16
Operable 1702 +—— 1.23 (0.96—1.53)

Locally advanced 273 : - > 2.43 (0.06-6.15)

Histologic type H 91
Ductal or other 1713 —_—— 131 {L02—168)

Lobular 208 g } - L33 (040-3.79)

Tumor grade i 1S
lor2 1085 - - LOL {0.66-1.53)

- ey e T F T e g

Hormone-receptor status : o7
Megative 663 i - L&7 [L21-2.31)

Pasitive 12632 & 0.99 (0.66—1.50)
0.8 1.0 L2 14 L& 2.0 3.0 4.0
PCR Lower with PCR Higher with Bevacizumab
Bevacizumab

Von Minckwitz et al., NEJM 2012
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Bevacizumab neoadjuvant (CALBG 40603 / ALLIANCE)

San Antonic Breast Cascer Symposium - Cancer Thompy and Resaarch Canter ot UT Haalth Science Canter Decemiber 10-14, 2013 = = =
pCR Breast/Axilla (ypTO0/is NO) +/- Bevacizumab

CALGB 40603: Schema — Randomized Phase |l

| 44% (38-61%) | | 52% (45-58%) |

mmnd  Paclitaxel 80 mg/m? wkly x 12 Lo &

| 50%
BN Paclitaxel 80 mg/m? wkly x 12 [CEL RS NESTRRIE Qdde rgtijosi 71636 40%
I Bevacizumab 10 mg/kg g2wks x 9 XRT* oL 30%
2X2 20%

izati No Adjuvant
R al Paclitaxel 80 mg/m? wkly x 12 BT L N Em Sysln!em‘zc 10%
—+— Carboplatin AUC 6 q3wks x 4 Treatment 0%

Planned* pPCR Breast and Axilla
Paclitaxel 80 mg/m? wkly x 12 LS &) ® No Bevacizumab  ® Bevacizumab
—1— Carboplatin AUC 6 q3wks x 4 “Research = -
- g biopsies if N=218 N=215 = E
Bevacizumab 10 mg/kg q2wks x 9 residual tumor
! Research biopsies- —' *MD discretion AR, This prosantation is the intallactual progierty of Willam Sikov, MD. Contact at wsikov@ifaspan.arg for parmission 10 reprint or distibute

frozen and fixed
P el CALGB 40603: Eligibility

+ Clinical Stage II-lll (except T4d — inflammatory BC)

+ ER+ PR <10%, HER(-) (IHC 0-1+ or FISH <2.0)

* No contraindication to treatment with bevacizumab

+ Baseline evaluation including breast MRI (or US)

+ FNA or biopsy of suspicious axillary LN recommended

+ Pre-treatment SLN sampling permitted in clinical NO

Sikov et al., SABCS 2013
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Rezidiv-freies Uberleben durch Bevacizumab beim TNBC

10 ] \M\"—!_._I-
- __l_ll‘_'_H_—
0.8
2 cT
3 (N=1290)
S 0.67 Median duration of
O 31.5 32.0
o follow-up, months
8 Events, n (%) 205 (15.9) 188 (14.5)
T 04 3-year IDFS rate, % 82.7 83.7
E (95% Cl) (80.5-85.0)  (81.4-86.0)
g o Stratified HR 0.87
0.2 (95% Cl) (0.72-1.07) .
Time
Log-rank p-value® 0.1810
(months)
0 | | | | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48

Cameron et al., SABCS 2012
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Uberblick

Was sind die neuen Therapieansatze?
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Wirksamkeit von Iniparib (Phase Il und lll)

Hazard ratio for death with iniparib,
0.57 (95% C1,0.36-090)
P=0.01

oy
1,

"-,*I Gemcitabinecarboplatin
i plusiniparib
o-em

i
.......
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O‘Shaughnessy et al., Proc ASCO 2011
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Molekulare Heterogenitat des TNBC

UNIVERSITATSKLINIKUM
Schleswig-Holstein

Clonal frequency (26 tumour cells)
= 100—-20 _— 89—-80
49-40 39-30

PIK3CA — e

EGFR —— 7 =
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Shah et al., Nature 2012
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Definition verschiedener Subtypen des TNBC

UNIVERSITATSKLINIKUM

Schleswig-Holstein Universitét zu Libeck

TNBC subtype Cell line Subtype correlation Histology Mutations? Intrinsic Basal
(Pvalue) subtype® subtype®
Basal-like
BL1 HCC2157 0.66 (0.00) e BRCAT; STAT4; UTX Basal Basal A
HCG1599 0.62 (0.00) e BRCAZ, TP53, CTNNDT; TOP2B, CAMK1G Basal Basal A
HCC1937 0.28 (0.00) e BRCAT; TP53; MAPK13, MDC1 HER2 Basal A
HOG1143 0.26 (0.00) IDC TP53 Basal Basal A
HCC3153 0.24 (0.00) BRCAT Basal Basal A
P s o . —— X MDA-MB-468 0.19 (0.06) e PTEN. RBT; SMAD4; TP53 Basal Basal A
- 50 HCC38 0.19 (0.01) D COKN2A; TP53 Unclassified  Basal B
7z Bo &, BL2 SUM149PT 0.30 (0.00) INF BRCAT Unclassified  Basal B
-40 20 "9l ] 40 60 CAL-851 0.25 (0.00) IGA RBI; TP53 Basal
1% %% o ‘0040 HCC70 0.24 (0.04) DG PTEN. TP53 Basal Basal A
{ o @ HCC1806 0.22 (0.00) ASCC COKN2A; TP53, UTX Unclassified  Basal A
-8 bt o g 20 HDQ-P1 0.18 (0.17) Inc TP53 Unclassified
o D M HCG1187 0.22 (0.00) DG TP53. CTNNAT, DDX18; HUWET; NFKBIA Basal Basal A
-4 b } DU4475 0.17 (0.00) e APC; BRAF, MAP2K4; RB1 Unelassified
_20 e {,3 Mesenchymal-like
al o ?'4 3 M BT-549 0.21 (0.00) Inc PTEN, RBT; TP53 Unclassified  Basal B
0 ™Y CAL-51 0.17 (0.00) AC PIK3CA Unclassified
A o, CAL-120 0.09 (0.00) AC 1P53 Luminal B
20 9, @0 &0 MSL HS578T 0,29 (0.00) cs COKN2A, HRAS; TP53 Unclassified  Basal B
WY 9° %, MDA-MB-157 0.25 (0.00) MBC NFT; TP53 Unclassified  Basal B
40 @ ‘ SUM159PT 0.14 (0.00) ANC PIK3CA; TP53 HRAS Unclassified  Basal B
50 50 L MDA-MB-436 0.13 (0.00) I0c BRCAT; TP53 Unclassified  Basal B
° MDA-MB-231 0.12 (0.00) DG BRAF, CDKN2A; KRAS, NF2; TP53; PDGFRA  Unclassified  Basal B
80 100 LAR
LAR MDA-MB-453 0.53 (0.00) AC PIK3CA; COHT, PTEN Luminal A Luminal
SUM185PE 0.39 (0.00) DG PIK3CA Luminal A Luminal
HCG2185 0.34 (0.00) PIK3CA Luminal A Luminal
CAL-148 0.32 (0.00) AC PIK3CA; RBT, TP53, PTEN Luminal A
MFM-223 0,31 (0.00) AG PIK3CA; TP53 Luminal /B
Unclassified HCC1395 De ATR, BRCAZ, CDKN2A; PTEN, Basal
FGFRY, PDGFRB, TP53
BT20 Inc COKN2A: PIK3CA; TP53 HER2 Basal A
SW527 Luminal B

Lehmann et al., JCI 2011
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Differentielles Ansprechen auf Chemotherapie

The relationship between RCB index and the
7 TNBC subtypes

100.0 ] o RCB-Il
| | i ' i 1 4 RCB-I]
80.0 \ j = RCB-I
= 680.0 111 i =pCR
= g
E 40.0 ' f Residual Cancer Burden index
_ﬁ 20.0 RCB-I: minimal residual disease
— RCB-II: moderate residual disease
0.0 . - RCB-Illl: extensive residual disease
= I xr W
= @
=35 5
M M MSL LAR UNS
| PCR 8 8 3 2 5
| RCB-I 2 3 2 4 1
RCB-II 4 8 6 8 3 ‘
RCB-II g s 2 4 6

ymmans WF et al. J Clin Oncol 2007

Masuda et al., ASCO 2013
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Das Immunsystem — eine Achillesferse?!

figure iake from Oft et al.. CCR. PMID: 24085440
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Definition von TILs

UNIVERSITATSKLINIKUM
Schleswig-Holstein

San Antonio Breast Cancer Symposium
Cancer Therapy and Research Center at UT Health Science Center - Decernber 10-14, 2013

Predefined parameters for TIL evaluation

intratumaoral TILs =
direct contact to
tumor cells

stromal TiLs =
between the tumor
cells

LPBC = Lymphocyte-
predominant breast
cancer

+more lymphocytes
than tumor

cells” (z60% TILs)

Denkert €. Loibl 5. et al. J Clin Oncod, 2010, lssa-Nummes ¢t al. PLOSar

This presemtation is the Fteiectssl props

Cancer Therapy and Rewearch Center i U

T bhoaith Sowen

pCR rate in triple-negative tumors

Universitat zu Lijbeck

n ATTGNID Broast CAncer Sympasim.
Cancer Therapy and Research Center at UT Health Science Center — December 10-14, 2013

20-28% of patients hat a Lymphocyte-predominant
breast cancer (LPBC) phenotype

LPBC: ,more lymphocytes than tumor cells” [260% stromal or intratumaoral TILs)

¢ 6

all tumaors
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HER2+ tumors
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triple-negative tumors
n=314
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Prognostische Wertigkeit der B-Zell / IL-8 -Signatu  r beim TNBC

cohort 1 cohort 2 cohort 3

B Good C Good
1

Good B-Cell high /IL-8 low (n=4)

B-Cell high / IL-8 low (n=31)
o B-Cell high / IL-8 low (n=95) .0 1.0 4
S os S 08 ‘L‘_‘—|_‘— T 08 -
= T E=
5 5 =3
064 " 0.6 Poor 06+
2 Poor 2 remaining samples (n=26) 2 Poor
+ 044 remaining samples (n=202) = 04 = D4 _— =
3 ] s remaining samples (n=44)
L 3 ooz o 8
oo | P<0.0001 0n | P=03 oo P=0.003
o 40 80 120 o 40 80 120 ] 20 40 60
months months months
5 o rade T C 2 Finding cohort-A (n=394 TNBC Validati hort-B (n=185 TNBC,
D High Grade TNBC (G3) E Low Grad NBC (G1,G2) I /\( ) alidation cohort-B (n )
(n=102)
(n=260)
107 Good e Good T
s o9 B-Cell high / IL-8B low (n=30) 5 0.9 B-Cell high / IL-B low (n=33) e Ly ’ - g %
= 5 g A
= e —————— Q&
2 08 2 08- n— f 589%
3 3 : ! t g3
£ o7 Poor £ g7 _ Poor -
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@ oe D o6
oS P=0.001 0.5 P=0.020
o 40 80 120 o 40 . 80 120
months months

355 Wffymetrix probesets
reprefenting 16 metagenes
A

Hanker [...] Liedtke et al., BCRT 2012
Rody [...] Liedtke et al., BCRT 2011
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Uberblick

Was ist das tripelnegative Mammakarzinom ?

Wie ist der klinische Verlauf?

Welche Therapien kbnnen eingesetzt werden?

Gibt es unterschiedliche Subgruppen?
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Herzlichen Dank fur Ihre Aufmerksamkeit ...
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Safe the Date ...

Gyndkologisch-Onkologisches
Symposium
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