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3.Correlations with IHC, FISH, and mRNA 5. VeraTag Correlations in SCCHN

1. Head and Neck Tumors

| | The squamous cell carcinoma of the head and neck tumors used for this study were separated into two  VeraTag assays for the head and neck squamous cell carcinomas were compared to mRNA, FISH, All pairwise comparisons between the VeraTag assays of the combined 56 SCCHN tumors. The
The response rates of HER1 antibody monotherapy (~13%) is comparable to the added response groups, 5-38, and 51-95, which were analyzed by two separate sets of assay testing and were batch and IHC from the same tumor. Significant correlations (p < 0.05) were found for all HER1-based Spearman correlation coefficients having significant p values (p < 0.05) are shown in red. All
rate of HER1 antibody therapy when used in combination with chemotherapy (~16%) in patients normalized to allow direct comparison of all values. comparisons. HER2 and HER3 VeraTag correlates with mRNA with p= 0.05 and 0.016, respectively. pairwise comparisons within HER1 and the HER1 activated assays are significant. A correlation
with recurrent and/or metastatic squamous cell carcinoma _Of the h?ad and neck (SCCHN). e Tissue e Tissue N Tissue Tissue Distribution HER1 IHC Intensity HER1 IHC H-score HER1 FISH analysis was also performed on those tumors having assay S/B > 50%, giving similar results.
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alternative gene or protein expression signatures are needed to identify patients most likely to 11 Larynx 55 Larynx 84 Tongue L'Ou 0( 0) > L S 10+ f 1510/6 i e " & 61 1D 06291 04949 06214 03353 00749  0.23%
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signature (HER1-HER1 homodimers; HER1pY1173) that was significantly more pronounced in 16 Larynx 60 Larynx 89 Tongue 1 Oropharynx (2%) @ o* 51 *  Spearmanr=05171 & 21 ..55'.73 " HER2 0.3132  -0.0949
SCCHN compared to other carcinoma of the head and neck. In this study, we analyzed the " o o, o oo oo 2 Lymph nodes y Top o e pvalue =0.0001 e HERS 0492
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tumors. Our results identified two distinct protein expression profiles: an activated HER1 profile, 30 Mouth 68 Tongue 94 Lymph Node, tongue i : PPOR e GO R
and a second profile characterized by the different expression levels of HER2, HERS, 3 Lo 69 i 95  Lymph Node, tonsil - HER1 mRNA .. HERZ2 mRNA on  MERS MRNA H1pY1173 ' 04420 03692 02231 -0.2673  0.3977
phosphorylated HER3, and c-MET relative to activated HER1. Our working hypothesis is that the 36 Larynx 73 Lip J 0 . - 2 ve'a ® 64 " nipen i i
first profile correlates with sensitivity to HER1 targeted therapies while the second profile correlates i i s 5 o s ..*r.'. M AL 541 o o o HER? | 0.2721  -0.1645
with either sensitivity or resistance to HER1 targeted therapies. HER1 protein levels measured by N <19 76 Tongue N <37 “Highly activated HER1 tumors 2 : T e 7, %? . ': £ 3 2 ':.' s, HERS 04515
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without amplification, indicating that additional mechanisms of high HER1 expression exist in Control cell lines were assayed together with the tumors. The distribution of the assay signal (black, HER1 VeraTag RPA HER?2 VeraTag RPA HERS VeraTag RPA highest expression down to the median (black line). Consequently, the majority of tumors in this
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activated HER1. These observations may explain why total HER1 expression in SCCHN tumors, 5 a5 b f . Three different analyses of the protein expression profiles for the SCCHN tumors obtained from
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Cell Lines Tumors Cell Lines Tumors ® Highly activated tumors drug responses will be evaluated in future studies with clinical samples.




