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» Pathological Complete Response (pCR) is a well-validated
surrogate for survival in triple-negative breast cancer
(TNBC)'

» The optimal chemotherapy regimen remains to be defined

— Potential key role of pCR in the context of therapy de-
escalation

« Nab-paclitaxel was recently reported to be superior to
solvent-based paclitaxel (in terms of pCR and survival)?

« Carboplatin-containing A-T*-based combination increased
pCR in early TNBC; conflicting survival results3+#
'Liedike et al. JCO 2018; * Schneeweiss et al. SABCS 2017 * Loibl et al. Ann Oncol 2018; 4 Sikov et al. SABCS 2015
* Anthracycline-taxane
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* Immune markers and/or stromal Tumor-Infiltrating
Lymphocytes (sTILs) are predictive for pCR'-2

* Higher baseline sTILs are associated with improved
survival in A-T-treated TNBC patients (irrespective of pCR)?

» Higher sTIL’s in residual cancer burden after NACT are
associated with improved survival, but are not predictive for
benefit from further chemotherapy?

» Prognostic relevance of sTILs in carboplatin- (A-free)
treated TNBC is unclear

'Denkert et al. JCO 2014; ? Denkert et al. Lancet Oncol 2018; ® Dieci et al. Ann Oncol 2014
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Standard chemotherapy (4xEC) recommended after surgery / 12-week biopsy (in case of clinical non-pCR)
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* Primary endpoint: ypT0/is ypNO
« Secondary endpoints:

— Event free (event: invasive relapse, secondary malignancy or
death) and overall survival (EFS, OS)

— First safety survival analysis planned after 36 months
follow up

— Predictive markers/prognostic markers translational
research

— Methods: uni- and multivariable Cox regression

analysis, Kaplan-Meier and log rank analysis

» Scale measurements were coded as continuous variables
using fractional ranks
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« Sufficient tissue for TR in 306/336 patients

» Tumor bank collective is representative

» Using the nCounter platform*:

« Expression of 119 breast cancer-related genes and 5
housekeeping genes (ACTB, MRPL19, PSMC4, RPLPO
and SF3A1)

» Basal and other subtypes by PAMS50

« Scores for Proliferation, HER2, ROR-S, ROR-P**, ER,
and hypoxia

« sTlLs were evaluated by pathologist (two-observer
approach) on digital sections on H&E staining’

7 Salgado et al. Ann Oncol 2014
" Manostring Technologies, Seattle, WA, US
** Risk of relapse-subtype/proliferation
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Arm
A [Mab-Pac/Gem) B [Mab-Pac/Carbo)

169 13/
% of whole population 53% 905
Pathological complete
response (ypTOfis, ypNO) 48 (28.43%) 61 [44.5%)
Mo additicnal 4xEC in pCR 25 152%) 19 {31%)
Age (median) S0years old 51 years old
Clinical tumor size
cT1 54 (38%) 54 {39%)
cl2 G5 (56%) F2 (935
£T3-1 10 [6%) 11 (8%
Clinical nodal status
chD 1325 (74%) 102 {74.5%)
cM1 39 (23%) 30 (22
cM2-3 5 (3%) 5(3.5%)
Grade
G2 10 {5.9%) 12 (8.5%)
53 159 [94%}) 124 {30.5%)
unknawn 1[0.73)
Ki-67 (median} 755 755%
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« Spearman correlations among CD8, PD1, and PDL1 were

strongly positive (about 0.9)

* Their correlations with sTILs were moderately positive
(about 0.4 — 0.5)

» sTILs were strongly associated with smaller tumor size,
positive lymph node status’

!Liedtke et al. ASCO 2018
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ADAPT HR-/HER2-:
Predictive markers for pCR

Marker ORr LeL ucL p T :
basal subrype {vs. other} 245 L17 513 aos [ | Predictive in the
ol {cN+ vs. chD) 074 0.42 1.26 11260 gemcitabine-
T {cT2-dc vs. cT1) 0.46 0.2% 0.75 .00 contaa'ning arm
sTiL's 1.5 1.21 2.8 11,004
ANGPTL 052 046 1.04 ace0 | Predictive in the
D& 1.53 1.01 231 0.040 ;
COC20 133 0.8 204 1.140 carbo_pl?'tmum'
CENPF 127 0.84 159 0.250 Ct}ntalnlng arm
EMP3 133 .88 2 0.170
FGFRa 0.73 048 11 ae [ | Predictive in both
HERZ Score 048 031 0.73 0.001 arms
KI-E7 {IHC} 27 172 4.24 <0001
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None of them was predictive for EFS benefit for carboplatin vs.

gemcitabine-containing arm

T L Lo a0 AL LA L
ROR_S 192 Lig 2.94 =001
TYMS 131 087 147 03.190
VEGFA 074 3 112 3,160
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Univariable
HR LCL ucl Pl
continuous variables [*)

sTiLs 033 016 0.91 .03
Ki-&7 (by IHC) 183 078 430 A7
Proliferation score 141 055 365 A8
ROR_P score 101 099 1.02 59
ROR_S score 1.00 098 103 75
HERZ score 087 041 231 .95
PD1 036 015 0.86 02
PDL1 050 021 119 12
chDg 048 020 115 10
ANGPTLA 111 047 282 81
T¥MS 120 078 186 il

binary variables
N [cN+ ws. cND) 1.77 129 2.42 <.00]
€T [eT2-dcvs cT1) 1.82 105 3.16 .03
basal subype (vs. other) 1.12 061 2.05 T2
pCR 024 011 048 <001

interaction with pCR
FD1*pCR
[*)fractionally ranked: hazard ratios refer to 75th vs, 25th percentile
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ADAPT HR-/HER2-: Effect of additional
chemotherapy (4xEC) according to

PD1 status in patients with pCR

PD1 expression < median

WOMEN'S
a HEALTHCARE
APT sTUDY GROUP

PD1 expression > median

- |—| "
H H
Ia ]
H &
I =
£ £
E ! "
W w
- E:ED i IFr
na kit chamotherpp o Kb shamctharp g
3
a = T
d Msnths Ttk Weniim
no adiuvant C7 w 17 16 15 i a 7 3 L o sdpraach T el ] <] * il L] ] ] n
A - e 4 i ] 3 ia
06.12.2018 This presentation is the intallectual property of the \WSG.

Contact them at oleg.gluzi@wsg-onding. com for permission fo reprint andior distribute.

San Antonio Breast Cancer Symposiurm, December

ADAPT HR-/HER2-:
Conclusions

* In TNBC, due to an excellent efficacy a
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nd safety profile, 12 weeks

of nab-paclitaxel/carboplatin seem to be a promising approach for

chemotherapy de-escalation

* No predictive markers for survival benefit from carboplatin were

identified by our exploratory analyses

* In TNBC, early pCR can be used to adapt further treatment (de-)

escalation:
— Patients with high baseline PD1 (by mRNA)

seem to be ideal candidates for

further investigation of de-escalated therapy approaches (chemotherapy

and/or immunotherapy)
— In non-pCR, clinical factors (cN, Ki-67) have

strong prognostic impact and

may thus be suitable for further risk stratification

* Due to the exploratory nature of the analyses and the short follow-
up, validation of our results in further studies is needed
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