CHARACTERIZATION OF GENOMIC BIOMARKERS OF RESPONSE TO
CETUXIMAB VERSUS CISPLATIN IN CONCOMITANCE WITH RADIOTHERAPY
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Results: Functional analysis
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Background Results: Distrubution of gains and losses in CNA
Treatment of unresectable locally advanced head and neck squamous cell carcinoma (LA-HNSCC) s The COOF/RT group pasociated the response with 11p- and 11q- alterotions (4916 vi, 17.65%; p<0.05). Focel gains in 3q11.2 (SD/PD 76.5%6) and Figure 3. Forest plot of PFS ond 05 in both groups. Clinicol Outcomes based on genomic profiling data
bosed on chemoradiotheropy (CRT), the standard belng concomitont claplatin, os other drugs, such a9 delotions in 9p22.1 (SD/PD B8.24%) woroe awociated with non-responte.
cotuximab, have not improved the resulta of platinum doapite tholr bettor tavicity profilos. | Group A = C15 + AT Group B - Cet + AT
In CET/RT 2pr and 2q+ oltarations wore asoclated with poor response (58.8% vi. 29.1%.; p<0.05).
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[-""" H S s ¥"  Somntic gonomic nlterations in genos such as ARID1A or TERT woro associntod
oo * Mutational Profile with rosistance to CET/RT, with tho rosponse beoing nsnocinted with epigenotic
For Cls+ RT alterations in 17021.23 or BRCAT (CRIPR 29.4%) and 1224.33 or POLE (CR/PR 29.4%) were associoted control pathways and coll immortality.
After DNA extraction with a commercial kit, it was processed with the OncoScan FFPE assay platform to with worma reaponaa (p<.06). The functional analysio showed involvernant of ATM and PIIKCA pathwaya in responac.
datormine copy number alterations (CNAs). A mutational analysis was conducted using massive v Thoso oltorations may constituto gonomic biomarkers pradictivo of rosponoo to
targotod cequoncing (TruSight Tumor2G panel). In Cete RT gane slterations present on 1p36.11 ARID1A and 5p15.33 TERT, were found in non-responders (p<.05).

CRT that could bo unad to implomont procision madicino in LA-HNSCC..
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Background

Standard treatment for locally advanced head and neck cancer (LA-HNSCC) Is basad on chemoradiotherapy
with clsplatin regardiess of its anatomicol orlgin, although Its prognoatic significance I3 well known.

The alm of the study waas the molacular chorsclatization of thege lumouwrs gocording to thelr origin and o
eastobliah a prodictive ond prognostio corrolation,

Material and methods

Analtyeie ol samples from the TTCC-2007-01 trel. which aseessed e non-inferionty of cetuximob
radiothorapy (Cot+AT) veraoua cloplatin ¢ rodiothoropy (CioeRT).

They were clasgilied according o locaten and responge 1o beatment: completefpartial responsa (CR/PR) of
stabilis stion/progroselon disooeo (50/PD).
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ldentilicntion of copy numbar altorationa [CNAgG) with the OnecoScan® plotform ware olso clooaified with tho
CiNApp tool into giobal change scota (GCS), Tocal change acore (FCS) and brond change acore (BCS).
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Results: Baseline characteristics
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THE LANDSCAPE OF SOMATIC COPY NUMBER ALTERATIONS OF HEAD AND

NECK SQUAMOUS CELL CARCINOMA ACROSS DIFFERENT ANATOMIC SITES
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Results: Copy Number Alterations
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Flgure 1. Overoll survival of the patients in the somple occording to treotment and locotion
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* For tho Cls+RT group, in hypopharyny, altarations in 1q# y 4g- impled worso raspono (p<0.05avhio delations in 1911 and 18q13.2 waro

naaociolod with bottor promoaio in oropharynx (0<0, 05).

« InCeat+RT, gains In 2p implied worae reaponae Inlarynx and oml cavity (p<0.05) wihile gains In 2q y 7q did g0 in oropharynx (p<0.05).
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Results: BCS, FCS and GCS

Figure 3. Brood changes (BCS), focal changes (FCS) and globol changes (GCS] by location
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Group B - Cet 4+ AT

Group A - QS ¢ AT

Cla*AT had a BCS 0 11 (1-30), FCS 0! 133 (18-604); with lower FCY In orophanynk of 103 (16-300) p<0.05.

In Cete AT the FCS Indes wes 140 (16-596), BCS of 11 (2.34), with lower FCS In o1opheryns (120; 26-504) p 0. 05.

v Chromosomal alterations were |dentified at ditferent levels depending on the
location associated with response to treatment, although their Impact on survival

could not be proven.

v The data obtained could help to develop In tuture new blomarkers for HNSCC and

optimize avallable trealments according to thelr anatomical origin.
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