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Clinicopathological Significance of FGFR1 Expression in Oral Squamous Cell Carcinoma
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Fibroblast growth factor receptor 1 (FGFR1) is a member of the fibroblast growth factor receptor
tyrosine kinase family. The prognosis and management stratification of oral squamous cell
carcinoma (OSCC) are based on histology and other factors; however, immunohistochemical (IHC)
markers for detecting OSCCs that are more malignant and with a worse prognosis have not been
adequately investigated. OSCC expresses activated FGFR1 signaling, which is not associated with
prognosis. Currently, we explored the association between FGFR1 overexpression or the
proliferation and histopathological hierarchy and stratum of risk.

A total of 44 patients who had been diagnosed with OSCC at our department between January
2008 and December 2013 were included. The IHC expression of FGFR1, FGFR2 and Ki67 was
analyzed in 44 (n=35 tongue, 6 floor of mouth, 1 buccal mucosa, and 2 other) cases of OSCC.
JMP14.2 was used for statistical analysis.

Regarding FGFR1-positive cases, univariate analysis revealed that older age (p=0.006),
advanced clinical stage (p<0.0001), and FGFR1 positivity (p=0.031) were significant independent
risk factors for DFS. Furthermore, advanced clinical stage (p=0.0056) and FGFR1 (p=0.028) were
significant independent risk factors for OS.
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We identified FGFR1 OSCC as a subgroup that has a weak prognosis. OSCC grading should
probably be augmented by FGFR1 IHC staining, and tumors classified as having a worse prognosis

require appropriate clinical surveillance.
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FGFR1 O V1% & QM % MiFl 9 4 729, Kaplan-Meier
Rt BRI E % I CTRIT 247> 72, &EHZE (overall
survival . OS) (2B} % Cox LB/ — NHZEE /AT TS
U SRR (p=0.0052), BEEHEH (AT -
M/IV, p=0.0056, X 2A), XU FGFRI &I (p
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faftidg, MR LRERE, FAIRE R & & G A 42 B
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73 A (non-small cell lung cancer : NSCLC) |27 % FGFR1
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DR B AR D B 0 & A EICHIBI L, FGFR1 %
VXSS OB IR B A DS ST 520,
A0l D FEFTIZ B T FGFR1 B X OF FGER2 #5831 A%
MRS NT22S, MEOHED 526728 Z NS DS R
IR, BEOMBRICL > TEXFH L LEZ
517z, FGFRI % &1 FGFR 7 7 3 V) — 3828 nT
FHEN T & OERTRE 2 k4 ZIEE BV TRRO L 2
EDHE SN TV DA FGFR % 1A & L 7240 F1E 1)
BIROENTH 5 REVED S 53030, ZhF TOWET
1%, FGFRI1 ZEHAINERE D 9 B ¥ LR O & a1
K (overall survival ; OS) DA M4 2 & L7235 =Y,
OS & DFS (disease- free survival | fEJRAEFER) & H 12
FGFR1 S8 AR fEBRR T CTh 72 DD, K
AL fEBRI A & 7 & B WIEBINEE N A 7 A DSLILERAY K
EVIEEMENE Z LN MED D - 7250, STk 135
WEIRAEA & BpAt L 72 e R B R e 44l e i 5 & LT,
BRIRIRELAEM9 12 FGFR1 BBHURNT 2 {1072 25, 0SB
X O'DFS & b ICHESMITCHTL X U - Bk F
T O G2 7D 7. )7, JeloR L7 b s aE %
MHETE2DICHEHEY—H—Td5Ki-67581Z0S &
DFS & & 12 Cox BN — FE 7V CF B 2 i % 780
3, OSCCIZBIT B THRHETFITHU Lah o,

FGFR7 7 3 ) —IMJERL, BUGIBMEIC BT % &5
A, S AMITaEGE, Mtz L, WO D4R
SRPAAN 7 0 2 1C 59 53 FGFR1 13 MAPK X
PI3K/Akt 72 & DTt ¥ 7 F MER S O AL 12 B 54
% Z & CHFBEERE R M Hr AR I B L, Hatwiseis

%4 FGFRI1 4@t

Desease- free survival Overall survival
UVA MVA UVA MVA
Factor Vot | 95%fERRE | p | UAZM| 95%EERE | p |URZK| 95%fEERE | | UAIKk| 9sufEERE | »
Fg =60i% | | 1
>60m% | 3.3 0.09-4.13 0.06 1.9 0.12-3.03 0.69
TR 7 1 1 1
B4 4.7 1.73-5.94 0.006 | 0.47 0.17-1.89 0.29 2.1 0.23-4.91 0.06
EEY 1 X 1/2 1 1
3/4 | 2.69 0.98-4.02 0.11 223 0.61-4.14 0.12
SR HiER | BRME 1 1
(1S 9.1 2.63-16.63  |<0.0001 9.1 0.63-15.31 | 0.0052
i PR HA 1/0 1 1 1 1
M/ | 13.6 | 3.41-2427 |<0.0001| 12.5 | 6.62-2021 [<0.0001| 13.6 | 4.59-18.36 |0.0056 | 9.83 | 5.23-19.21 | 0.0095
MEE =2a1| 1 1
FAEME | 0.65 0.20-1.28 0.49 0.89 0.22-1.96 0.71
Ki-67 LI Low 1 1
High | 2.01 0.38-2.39 0.22 0.69 0.25-2.39 0.13
FGFR1 %11 Low 1 1 1 1
High | 1.98 1.21-2.32 0.031 | 16 0.21-2.08 048 | 1.56 1.11-3.69 0.028 | 4.58 0.79-8.98 0.06
FGFR2 %18 Low 1 1
High | 1.51 0.30-1.89 0.53 0.86 0.53-2.28 0.68

UVA : univariate analysis, BBZ 2##4f MVA : multivariate analysis, ZZ& 281
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FEbR T EEHEICBW T TPHRRET & L TOFGFRIDA
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Liz7F—2a#filidewdbon, FGFRIZEHB L O
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AN/, X5 I|ZFGFR1Y ¥ 8 7 BRI IS HIL,
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DFHIZ IZPI3K/Akt/mTORKE R DAL & E 8§ 2 LFAH
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FGFR [ERI 0 7 7 F = 7 3SR L &
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B SF 1 Rz TR EER (NCT03088059) 251 THTH
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DAL FRE I IPT 2 7R L, FGFR 3% 4 5 #471EIE
Pl BV TR L 2 2 REMED S D, S 5121
FGFR [HEH] & 3 CIFFFET % PI3K/AKT/mTOR [HEF]

(T8 A Y VR T L0 ) LARIAREY) AR
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REMEASDH 210,

AWFFETlX, FGFRI &%831% Cox I — MM
D DFS B & U 0S O BT CH B & 50 7273,
AT IR fE A T ICRIRE N o 72, T
T R 38 O NE A {5 716 14 & FF§7 4 1213 FGFR1 THC
DFFMIZINZ, FGFRI MAn T2 F M (a1 HIE % 2
72, SOLRDBNPLELEEZ LN, ZOWIEDOT A
— IR PELTE, BABRWNT -5 2T L2 L
R TN A XD OSCCA4BI & % { v 2 & AT
515, OSCCIZBIF 5 FGFR1 D& E 2 & & |2 §
5120, L) KBUE R SRS LE L EZ b,
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