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Background: In the Phase III LHN1 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/m2/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 VeriStratVR (VS) test
and classified as VS-Good/Poor.

Results: 11/322 (3%) pts treated with A were LTRs with a median (range) tx-duration
of 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%; n¼ 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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Background: While the EXTREME protocol, including platinum (P) fluorouracil (FU)
and cetuximab (Cx), is the gold-standard first line chemotherapy for metastatic head
neck cancer patients (MHNC), its benefit in an unselected population has never been
evaluated. Furthermore, KRAS Lcs6 variation was reported as a potential marker for
greater efficacy of EGFR-targeted therapy. We investigated the benefit on progression-
free survival (PFS) and overall survival (OS) of adding Cx to PFU as first line treatment
for MHNC in an unselected population. We also assessed if there was a differential effi-
cacy of Cx according to KRAS Lcs6 status.

Methods: This monocentric retrospective study included all the patients treated by at
least two cycles of PFUþ/-Cx between 2005 and 2014 as first line of palliative chemo-
therapy for MHNC. When tumor samples were available, the KRAS LCS6 variant status
(rs61764370) was determined by pyrosequencing, and the p16 status by immuno-
histo-chemistry.

Results: 134 patients were included: 59 (44%) treated with PFU and 75 (56%) with
PFUCx. Baseline characteristics were comparable between the two groups. Of note 30%
of the patients had a stage 2 or 3 performance status (PS). In univariate analysis, a lon-
ger median PFS was observed with PFUCx compared to PFU (6.1 vs 4.4 months re-
spectively, HR 0.68, p¼ 0.02). Median OS were not different (11.1 months with PFUCx
versus 9.1 with PFU, p¼ 0.2). Among the 110 tumor samples available, 29 (25%) had a
KRAS-variant and 14 (12.7%) were p16 positive. No differences in OS nor PFS were
observed according to the KRAS-variant status. When considering only the patients
treated with PFUCx, presence of the KRAS-variant (n¼ 17) was not associated with a
better response (p¼ 0.5). In a multivariate analysis including PS� 1, addition of Cx,
KRAS status, p16 status and age� 55 as variables; addition of Cx to PFU was the only
factor related to a better PFS (p¼ 0.008).

Conclusions: This retrospective study confirmed the effectiveness of the EXTREME
protocol on PFS in an unselected population of MHNC patients. KRAS LCS6 variant
was not related to a differential response to Cetuximab in MHNC population.
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Background: Although antiangiogenic therapy is effiective in advanced lung, breast,
renal, hepatic, and colon cancers, limited is known about its value in the cancer of the
Head and Neck. Apatinib is an oral, highly potent tyrosine kinase inhibitor targeting
vascular endothelial growth factor receptor 2 (VEGFR-2). This prospective phase II
study (NCT02989259) aims to investigate the efficacy and safety of apatinib in heavily
pretreated patients (pts) with metastatic adenocarcinoma of the Head and Neck.

Methods: This study enrolled pts with metastatic adenocarcinoma of the Head and Neck,
who failed in the metastatic setting at least one prior chemotherapy regimen. The primary
end point of this study was progression free survival (PFS). Secondary end points included
objective response rate (ORR), disease control rate (DCR), overall survival (OS), and safety.
Patients were treated with apatinib 500 mg daily. Efficacy was assessed every 6 weeks.

Results: From December 2016, we recruited 10 pts, including 8 males and 2 females, with
a median age of 53 years (26-71). Median number of previous chemotherapy regimens for
the metastatic diseases was 2 (1-3). Median follow-up time was 4.3 months. 8 pts were eli-
gible for efficacy analysis. ORR was 25% (2/8). DCR was 87.5% (7/8). Median PFS and
median OS were not reached. The most common adverse events (AEs) of all grade were
hypertension (n¼ 5), nausea (n¼ 4), fatigue (n¼ 4) and hand-foot syndrome (n¼ 3).
The most common grade 3/4 AEs were hypertension (n¼ 2), thrombocytopenia (n¼ 1)
and oral mucositis (n¼ 1). Toxicities were tolerable and manageable.

Conclusions: Our results so far indicated that apatinib exhibited objective efficacy in heav-
ily pretreated, metastatic adenocarcinoma of the Head and Neck with acceptable safety.
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