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A Pooled Analysis of the Prognostic Relevance of Circulating Tumor Cells in Early Breast Cancer

Wolfgang J. Jannil, Brigitte Rack?, Leon M.\W.W. Terstappen?3, Jean-Yves Pierga®, Tanja Fehm?®, Carolyn Hall®, Marco Groot’, Francois-Clement Bidard?4, Franziska Meier-Stiegen>,
Thomas W.P. Friedl!, Peter A. Fasching®, Anthony Lucci®

Department of Gynecology and Obstetrics, University Hospital Ulm, Ulm, Germany; “Department of Gynecology and Obstetrics, Hospital of the Ludwig-Maximilians-University, Munich, Germany; 3Medical Cell BioPhysics group, MIRA Institute, University of Twente, Enschede, Netherlands; “Institut Curie & University Paris Descartes, Paris, France; °Department of
Obstetrics and Gynecology, University of Duesseldorf, Duesseldorf, Germany; °Department of Surgical Oncology, MD Anderson Cancer Center, University of Texas, Houston, USA; “Medisch Spectrum, Medisch Spectrum Twente, Enschede, Netherlands; 8Department of Gynecology and Obstetrics, Erlangen University Hospital, Erlangen, Germany

Background Results
While there is unequivocal evidence regarding the prognostic Figure 1: Kaplan-Meier survival plots of (a) progression-free survival and (b) Figure 2: Univariate subgroup analyses of overall survival for no CTCs versus one or more CTCs. In the univariate subaqrou analvsis
. . . . . . group y
relevance of circulating tumor cells (CTCs) in peripheral blood of ~ ©verall survival according to CTC prevalence at the time of primary diagnosis. concerning overall survival (Figure 2), the
patients with metastatic breast cancer, less data is available for — 1o a o 5 Peaths/w°me“” hazard ratio for patients with positive HRS
the prognostic relevance at time of primary diagnosis. > \- —w‘ " CTC negative CTC positive was 3.07 (p<0.001), and 1.98 (p=0.001) for
e —— ormone-receptor status ' atients with a negative HRS. The
5’, o8 \ g o8 e Hormone-receptor negative 70/1914 (3.7%) 57/473 (12.1%) | —€— prO nostic relevance (?f CTC statu.s Was
MethOdS @ - > Hormone-receptor positive 64/611 (10.5%) 35/167 (21.0%) & p. g . . .
Q 06- S 06 HER?2 status : similar for patients with HER2 negative and
We conducted a pooled analysis with individual data of 3172 "; 2 HER2 negative 108/1953 (5.5%) 74/488 (15.2%) —— HERZ2 positive tumor_s (hazard ratios 2.5_8
patients with non-metastatic (Stage I-lll) breast cancer from five -g ] g " HER2 positive 24/543 (4.4%)  17/145(11.7%) | —— and 2.51, respectively). A prognostic
academic breast cancer units in Enschede (Netherlands), 2 > Combined hormone-receptor and HER2 status : relevance of CTC status was shown for
Houston (USA), Munich (Germany), Paris (France), and S | O oz HRS negative/HER2 negative ~ 50/412 (12.1%)  29/115 (25.2%) | ——1— triple-negative patients (hazard ratio 2.01,
Tuebi G Preval d ber of CTCs in th 2 — noCiGs — notits HRS negative/HER2 positive  13/191(6.8%)  6/52 (11.5%) 14— =0.003) as well as for patients with HRS
uebingen (Germany). Prevalence and number o S in the o oo  one or more CTCe 00 — oneor more CTCs » , X ) & p=0.( | P |
. . . . . l ' I ] : : : HRS positive/HER2 negative 58/1540 (3.8%) 45/373 (12.1%) JHER? h d
pe_rlpheral blood were assessed at time of primary diagnosis 0 500 1000 1500 2000 2500 3000 0 500 1000 1500 2000 2500 3000 HRS positive/HER2 positive 11/351(3.1%)  11/93 (11.8%) — positive negative tumors (hazard ratio
using the FDA-approved CellSearch System (Veridex, USA). Time (days) Time (days) Nodal status | 2.97, p<0.001) and for patients with HRS
Patient outcomes were anal_yzed using univariate Iog-ra_nk tests NO 44/1134 (3.9%) 18/251(7.2%) 1 positive/HER?2 positive tumors (hazard ratio
and multivariate Cox regressions. The median follow-up time was Table 1: Cox regression analyses of overall survival. N1 41/996 (4.1%)  30/234 (12.8%) a4 3.4, p=0.003), while CTC prevalence was
61 months. _ _ N2 26/271(9.6%)  17/86 (19.8%) ¢ not significantly associated with prognosis in
Variable | Hazardratio  [95%CI _______|P-value N3 23/122 (18.9%)  27/68 (39.7%) | —# oatients with HRS negative/HER2 positive
clcs | tumors (hazard ratio 1.76, p=0.25).
Results P #A08 P A TEE wo Total 134/2533 (5.3%) 92/640 (14.4%) | —— Presenée of CTCs sigr’ﬂﬁcantly) predicted
Tumor grade 0.001 . — . . . . _ _
At least one CTC was detected in 640 out of the 3172 (20.2%) of G2 vs. G1 1.073 0.489 —2.354 0.861 o0 | 20 a0 s0 s0 100 | overall survival independently from the cut-
the pa“ents The presence Of CTCs was aSSOC|ated W|th |arger G3vs. G1 2.239 1.028 - 4.874 0.042 one or more CTCs better no CTCs better Oﬂ: Value used (Univariate ana|yseS W|th |Og-
tumors, more axillary lymph node metastases, and higher  Histologicaltype AL rank test, all p<0.05; Figure 3).
histoloéical tumor grade (all p < 0.005). No as,sociation was oular vs. ductal Tooe e e e
- - other vs. ductal 0.898 0.498 —1.620 0.722 - -
Figure 3: Hazard ratios
found between CTC prevalence and menopausal status, S — <0.001 " (black line) and 95% Conclusions
hormone-receptor status (HRS), or HER2 status. T2 vs. T1 1.853 1.301-2.638 0.001 confidence intervals (blue
. .o — 12 . .
The prelsence of CTCS was Slgnlflcantly related to POOor ;ﬁ Zj E g;gg ;gig_zgié :8881 ° area) of unlvarlate analys_,es In patients Wwith ear|y breast cancer, the presence of
pl‘(?greSSIOn-free survival (PFS, |Og-rank t-eSt, p < 0001, hazard Nodal stage < 0.001 E tOOf ()J[\r{leera||r5élél’e\/:]\(l:ae| aOCfCCgEjrlgg CTCs in peripheral blood is an independent prediCtor
ratio [HR] 2.02, 95% CI 1.63 — 2.50; Figure la) and overall N1 vs. NO 1.547 1.081 - 2.213 0.017 T categoriged using different of poor progression-free and overall survival.
survival (OS, p <0.001, HR 2.57, 95% CI 1.96 — 3.37; Figure 1b). N2 vs. NO 2.538 1.660 — 3.879 <0.001 E cut-off values
Multivariate Cox regressions including tumor size, nodal status, N3 vs. NO 3.824 2.471=5.918 <0.001 T (Cutoff 0: 0 CTCs vs.
histological tumor grade, hormone-receptor status, HER2 status Hormone receptor status higher; Cut-off 1: 0-1 CTCs ACkn0W|Edgment
" ’ ’ pos vs. neg 0.402 0.294 — 0.550 <0.001 D ' _
and CTC prevalence confirmed that the presence of CTCs was R statuc vs. higher; Cut-off 2: 0-2 W d lik hank all pat f L
an independent prognostic factor for both poor PFS (HR 1.75, e s e S A .55 B S ———————— CTCs vs. higher, etc.). € would fike 10 thank all patients for participating at
poS s NEg ' ' ' ' 001234 56 7 8 9101 1213141516 17 18 19 this study and donating their blood samples for
95% CI 1.40 — 2.18, p < 0.001) and OS (HR 2.11, 95% CI 1.59 — i
Menopausal status CTC Cut-Off r rch r
2.7, p <0.001; Table 1). post vs. pre 1.370 1.023 - 1.834 0.035 esearch purposes.
— —
0 s R 0 1 R

() spumone o This presentation is the intellectual property of the author/presenter. Contact at wolfgang.janni@uniklinik-ulm.de for permission to reprint and/or distribute. () spumons E.
BREAST CANCER / g BREAST CANCER /

SYMPOSIUM® SYMPOSIUM®




