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INTRODUCTION Table 1: Patients” characteristics Table 2: Effectiveness of anti-HER2 therapy
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Approximately 20% of breast cancer (BC) patients (pts) are considered to have HER2-positive E‘ . E’ .
(HER2+) disease. Recently HER2-positivity is defined as overexpression of the HER2 protein by Age Response according to RECIST 1.1 n (%) E 80 . % 804
immunohistochemistry (IHC; DAKO score 3+) or amplification of the HER2 gene on chromosome Median 52.5 Combplete remission (CR _ c I 3 ]
17 by in-situ hybridization (ISH; HER2 : CEP17 > 2.0) [Wolff et al. 2013]. A considerable proportion R 35-84 'pl .. R 5 o 60l : ;n: 60-
of HER2-negative (HER2-) pts with metastatic BC (MBC) may present with elevated serum levels ange ) Partia re_m|SS|on (PR) 1 (38'7) £ ] - E Z
of the HER2 extracellular domain (sHER2) and/or HER2 overexpressing circulating tumor cells Stable disease (SD) 13 (41.9) T 40] 8 40
(CTCs) during their further clinical course [Lipton et al., 2005]. These “occult” HER2+ pts may be Progressive disease (PD) 6 (19.4) *2- ] £ Z
candidates for anti-HER2 targeted therapy (Tx) albeit normally not subjected to such treatment 0 S © 20] § 20
[Ardavanis et al., 2008]. Results of large-scaled clinical trials such as DETECT-III which have been Menopau_sal status n (/0) OPJ?Ctlve response rate (ORR) - (38'7) E Z & Z
set up to address this issue are still lacking. This observational study was initiated to gain more Pre-/perimenopausal 8 (25.8) Clinical benefit rate (CBR) 25 (80.6) 0. 0.
insights into the feasibility of HER2-directed Tx in pts with tissue HER2- MBC with elevated postmenopausal 23 (74.2) 0 100 200 300 400 500 0 200 400 €00 800 1000 1200 1400
SHER?2 levels and/or HER2+ CTCs in the clinical routine. ) Days from start of anti-HER2 therapy Days from start of anti-HER2 therapy
Duration of treatment weeks
Median 17.0
Estrogen receptor status n (%) Range 1.0-72.9 Figure 1. Kaplan-Meier plots showing (A) duration of and (B) overall survival after anti-HER2 therapy for pts with
positive 27 (87.1) occult”“ HER2+ MBC. Dashed lines represent the 95% CI.
METHODS negative 4 (12.9) Overall survival weeks
. ) ) .. . MEdIan 761 Progressive Disease Stable Disease Partial Response
31 (pts \éwth heavlll)(;_pretreatgfl I—[I1E§2f II\/IEC (ER;', n:2f7)7we're mclt:deql. Ihe tmajotrlty( had VISZCEg;ll Range 1.0-187.9 500 200 1100
or mixed visceral disease. Pts had failed a median of 7 prior systemic treatments (range 2-16). 0 A B o0 C
Patients characteristics are summarized in Table 1. sHER2 was measured by a commercial Type of met_aStaseS n (%) 2 600 2 600 T 70
chemiluminescence immunoassay (Siemens Healthcare Diagnostics, Eschborn, Germany). Bone/soft tissue 8 (25.8) 3 2 2
SHER2-positivity (SHER+) was defined as two consecutive SHER2 levels > 15 ng/mL determined Visceral 3(9.7) E 400 E gl E
after an interval of 4 weeks (wks) each. CTCs were determined by using the CellSearch™ Mixed 20 (64.5) ASHER?2 after 3 weeks = *_; 1 =
technology (Veridex, Raritan, NJ, USA) which allows for simultaneously measuring HERZ2 250 g + 8 oo 8
overexpression by immuno-fluorescence. HER2-positivity was defined as the presence of at least _ _ © E a0 S 10l o
one HER2+ CTC in 7,5 mL peripheral venous blood tested in duplicates. 8 pts were sSHER2+ only, No. of prior systemic treatments = B PR s ¥ S s
7 had HER2+ CTCs and 16 pts were positive for both SHER and HER2 overexpressing CTCs. Al Median 7 @ 200 o sD =1 0
pts received anti-HER2 Tx with trastuzumab (T; n=19), lapatinib (L, n=4), T+L (n=2), or Ranae 1-16 a B FD 0 ol
T+pertuzumab (H+P; n=6). HER2-targeted Tx was given alone (n=5), or in combination with 9 E 150 ﬁ'{& ™
endocrine agents (n=6), cytotoxic drugs (n=17), or other targeted compounds (n=3). Responses E @ *
were scored according to RECIST 1.1. Treatment duration was defined as the time between start © 100
of Tx alncé)tshe cessatllonl (t)f(;[r}e pa:::cul?r ?n?'HERjE'sg?en’ gedathtr?rf loss to follow-up. Cl)ver?ll Type of anti-HER2 treatment n (%) 5 Figure 3: Absolute changes in CTC counts within 6 weeks from start of therapy; (A) patients with progressive
fsu”rvwa (b ) was ::(a clu ai/l 'romt t'et's art ot anti- X and death trom any reason or 10ss 1o Trastuzumab 19 (61.3) S disease, (B) patients with stable disease; (C) patients with partial response. It should be noted that all patients
OToW-Up by using rapian-vieier statistics. - v with PD had increasing CTC counts whereas all patients with SD or PR had decreasing and often normalized
Lapatinib 4 (12.9) 14 CTC colnts
Trastuzumab + lapatinib 2 (6.5) = |
Trastuzumab + pertuzumab 6 (19.4 t i |
RESULTS P ( ) @ CONCLUSIONS
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Concomitant antineoplastic drugs n (%) o - _
Anti-HER2 Tx was generally well tolerated. In two pts with L and one pt with H+L, anti-HER Tx was None 5(16.1) Slep7 et il Sl S e
i ’ ' ) : 12345678 9101112131415161718192021 22232425 . - i i L G
prematurely stopped due to toxicity (diarrhea, fatigue). Median treatment duration was 17.0 wks, Endocrine agents 6 (19.4) . SIEME, EUESENS & EEl el |pepulEan O [erilEnis irzriDel vol Deeni Rl =Rz Lle.
range: 1-72.9 wks (Figure 1A). Cytostatics 17 (54.8) Patient # Confirms results of a previous study of trastuzumab-based therapy in HER2- MBC with elevated sHER2
Whereas 6 pts (19.4%) had PD, 12 pts (38.7%) achieved PR and another 13 pts (41.9%) showed Anti - - 3 (9 7 . : : levels [Ardavanis et al., 2008].
SD accounting for an objective response rate (ORR) of 38.7% and a clinical benefit rate (CBR) of nti-angliogenic agents (9.7) Figure 2: Waterfall plot demonstrating the relative sHER2 changes from Anti-HER2 Tx may be valid option for heavily pretreated HER2- MBC with pathological SHER2 values and/or
80.6% (Table 2). Median OS was 76.1 wks (Figure 1B). baseline (AsHER?2) after 3 weeks from start of treatment HER2+ CTCs.
In 25 pts, 9 with PR, 12 with SD, and 4 with PD, results of serial SHER2 measurements at baseline Determination of SsHER2 and/or HER2 overexpression on CTCs appears to be reasonable in patients with
and after 3 wks of Tx were available. Percent SHER2 changes are illustrated in Figure 2. Most pts References tissue HER2- metastatic breast cancer.
with PD showed increasing SHER2 levels. In the majority of pts with PR or SD, sHER2 decreased Most patients with PR and SD showed declining sHER2 levels. However two individuals responding to
by more than 20% from baseline. 2 pts with PR, however, showed increasing sHER2 values. Wolff AC, et al. Recommendations for human epidermal growth factor receptor 2 testing in breast cancer: American Society of Clinical Oncology/College of American lapatinib-based therapy presented with an sHER?2 increase with may be due to a facilitated HER2 cleavage
Interestingly, both these pts were treated with L. In 20 pts, 8 with PR, 7 with SD, and 5 with PD, Pathologists clinical practice guidelines update. J Clin Oncol 2013;31:3997-4014. mediated by lapatinib.
_repeate_d CTC counts at 6 weeks _from baseline were availabl_e (Figure 3_). 4 pts with PD showed Lipton A, et al. Serum HER-2/neu conversion to positive at time of disease progression in patients with breast carcinoma on hormone therapy. Cancer 2005;104:257-63. Serial CTC measurements may be the more accurate predictor of response to anti-HER2 treatment.
increasing CTCs counts. All pts with SD and PR presented with decreasing CTC values, most of Ardavanis A, et al. Trastuzumab plus paclitaxel or docetaxel in HER-2-negative/HER-2 ECD-positive anthracycline- and taxane-refractory advanced breast cancer. Results of randomized phase Il trials in “occult* HER2+ MBC such as DETECT-III are eagerly awaited.
them normalized within 6 wks. Oncologist 2008;13:361-9.
Contact: Christian M. Kurbacher, M.D., Ph.D.,
Medical Director ASCO ANNUAL MEETING
Gynecologic Center Bonn-Friedensplatz; Friedensplatz 16; 53111 Bonn, Germany C@LLECTIVE WISDOM ASC@!
Phone: +49 228 22720340; Fax: +49 228 22720114 -J
e-mail: Praxis.Kurbacher@online.ms THE FUTURE OF PATIENT-CENTERED CARE AND RESEARC




