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Abstract
PurposeThe extracelluar domain (ECD) of HER2 may be cleaved from the surface of cancer cells whereby serum HER2 ECD levels can be detected. We explored the correlation between serum HER2 ECD and tissue HER2 status and their relationship with clinicopathological parameters.

MethodsWe included 125 patients with stage 0-3 breast cancer. The serum HER2 ECD level was measured by chemiluminescence immunoassay (ADVIA Centaur® system). The tissue HER2 status was analyzed by immunohistochemistry (IHC) and fluorescence in situ hybridization (FISH) in all tumors. We reviewed the medical records retrospectively. The analyzed clinicopathological parameters were age, tumor size, histologic grade, vascular invasion, lymph node involvement, stage, estrogen receptor (ER) and CA 15-3.

ResultsHigh serum HER2 ECD levels (≥15 ng/ml) were reported in 15 patients (12.0%). For tissue HER 2 status, 30 patients (24.0%) had positive results in FISH and 46 patients (37.0%) had strong positive results in IHC (3+). The specificity of serum HER2 ECD was 92.6% but the sensitivity was only 26.7%. The concordance between serum HER2 ECD and FISH tests was 23.3%. High serum HER2 ECD levels were significantly associated with old age (P=0.005), large tumor size (P=0.021), vascular invasion (P=0.001), lymph node involvement (P=0.010) and advanced stage (P<0.001). ER and CA 15-3 levels were not significantly related with serum HER2 ECD.

ConclusionSerum HER2 ECD test could not be substituted for tissue HER2 status because of low concordance. However, high levels of serum HER2 were associated with large tumor size, lymph node involvement and advanced stage. We need to study serum HER2 ECD test as a role of prognostic marker.
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  Distribution of serum HER2 ECD levels in breast cancer patients with FISH positive or FISH negative tissue. The horizontal line indicates the cut-off value of 15 ng/ml.
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  Patient's characteristics

*LN = lymph node; †ER = estrogen receptor; ‡ECD = extracellular domain; §IHC = immunohistochemistry; ∥FISH = fluorescence in situ hybridization.
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  Association between FISH* and IHC†*FISH = fluorescence in situ hybridization; †IHC = immunohistochemistry; P<0.001.
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  Association between FISH* and serum HER2 ECD† levels

Concordance 23.3%; P=0.005; *FISH = fluorescence in situ hybridization; †ECD = extracellular domain.





[BACK]
[image: Table  ]Table 4


  Relationship between serum HER2 ECD* and clinicopathologic variables

*ECD = extracellular domain, †LN = lymph node; ‡ER = estrogen receptor.





[BACK]





OEBPS/images/ArticleImage/0037JKSS/jkss-78-271-i001-l.jpg
Characteristics No. of patients (%) (n=125)

Mean age (years) 503
Stage

0 14 (112)

1 26 (20.8)

I 60 (48.0)

1 25 (20.0)
Tumor size

<20 em 60 (48.0)

>20 em 65 (52.0)
Histologic grade

LI 43 (402)

| 64 (59.8)
Vaseular invasion

Present 24 (23.3)

Absent 79 (76.7)
LN* involvement

Negative 72 (58.0)

Positive 52 (42.0)
ER' status

Positive 83 (68.0)

Negative 39 (320)
Serum HER2 ECD levels

=15 ng/ml 15 (12.0)

<15 ng/ml 110 (88.0)
HC'

Positive 46 (37.0)

Negative 78 (63.0)
FISH' test

Positive 30 (24.0)

Negative 95 (76.0)






OEBPS/images/ArticleImage/0037JKSS/jkss-78-271-i002-l.jpg
FISH

Negative (%) Positive (%)

IHC Negative 72 (76.6) 6 (20.0)
Positive 22 (23.4) 24 (80.0)






OEBPS/image/ReficonKoMCI.gif
KoMcl.






OEBPS/image/ReficonCrossRef.gif
CROSSREF





OEBPS/image/ReficonPubmed.gif
PUBMED





OEBPS/images/ArticleImage/0037JKSS/jkss-78-271-g001-l.jpg
HERZ ECD levels

390
250
200
150
100

FISH negative

FISH positive





OEBPS/images/ArticleImage/0037JKSS/jkss-78-271-i003-l.jpg
FISH

Negative (%) Positive (%)

Serum HER2 ECD levels
<15 ng/ml 88 (92.6) 22 (733)
=15 ng/ml 704 8 (26.7)







OEBPS/image/ReficonKoreaMed.gif
KOREAMED





OEBPS/images/ArticleImage/0037JKSS/jkss-78-271-i004-l.jpg
HER2 ECD

Variables =15 ngml <15 ng/ml  Pvalue
number (%) number (%)
Mean age (years) 578 493 0.005
Stage
0 00 14 (127) <0001
1 0 (0) 26 (23.6)
1 5(333) 55 (50.0)
1 10 667) 15 (13.6)
Tumor size
<20 em 300 5718 0021
>20 em 12 80.0) 53 (482)
Histologic grade
L1 33 40 @26 0179
i 10 (769) 54 (574)
Vaseular invasion
Present 8 (5.1) 16 (180)  0.001
Absent 6429 73 (820
LN' involvement
Positive 11 (733) 42382 0010
Negative 4267 68 (618)
ER" status
Positive 6(429) 33 (306 0353
Negative 8 (5.1 75 (694)
Mean CAIS3 (ng/ml) 332 1047 0.061






OEBPS/image/icon-orcid.jpg





OEBPS/image/icon_corresp.gif





