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Background: In the Phase IIT LHNT1 trial, second-line afatinib (A) significantly im-
proved PFS (primary endpoint) vs methotrexate (MTX) in pts with R/M HNSCC.
Tumour biomarker analyses have shown that survival benefit with A vs MTX was more
pronounced in pts with p16/ErbB3-negative, EGFR-amplified, PTEN-positive disease.
We present post-hoc analyses of A long-term responders (LTRs).

Methods: Pts with incurable R/M HNSCC who had received first-line platinum-based
therapy were randomised to A (40mg/day) or MTX (40mg/ 'm?/week) and treated until
progression/intolerable AE. LTRs were defined as pts treated with A > 12 mos. Tumour
biomarkers were assessed by IHC (p16, ErbB3, PTEN, cMET) and FISH (EGFR amplifi-
cation); pre-treatment (tx) serum samples were analysed with the VeriStrat® (VS) test
and classified as VS-Good/Poor.

Results: 11/322 (3%) pts treated with A were LTRs with a median (range) tx-duration
0f 16 (12—39) mos. All pts had stopped tx at analysis. Baseline characteristics in LTRs
were similar to the overall dataset, except (LTRs/overall): oral cavity primary tumour
site (45%/29%); M1 disease (45%/66%); previous therapy with EGFR-antibodies
(18%/59%). Median OS was 18.1 mos; median PFS (central independent review) was
14.9 mos. ORR was 45% (CR: 18%; n = 2). The frequency of pts who received >1 sub-
sequent therapy was similar to the overall dataset (LTRs, 45%; overall, 51%). In LTRs
with available biomarker data, 3/3 (100%) pts were p16-negative, 4/4 (100%) pts were
ErbB3-negative, 2/4 (50%) pts were PTEN-positive, 3/3 (100%) pts were cMET-
positive, 2/3 (67%) pts had EGFR-amplification, and 5/5 (100%) pts were VS-Good.
Tolerability-guided dose reductions were more frequent among LTRs (55% vs 32%
overall).

Conclusions: In the LHN1 study, some platinum-pre-treated pts with R/M HNSCC
derived a long-term survival benefit from A; median OS was ~1.5 yrs and >11 mos lon-
ger than in the overall dataset. Limited biomarker data available in these LTRs suggests
that p16/ErbB3-negativity and EGFR-amplification might be potential predictive bio-
markers for long-term benefit from A; however, results were not conclusive due to
small sample size.
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