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[ 1 Ko I T A 20 AR K 32 R FE R P11 ( FGFRL ) 78 Btk 40 iods (OSCC ) hhgZeiktsm, I
BRI HAEOSCCAN I a s A AL v IVE R . H| FiWestern blothil FGFRL1E F17EOSCCLH A | Jiiss 1 H ZHLH |

OSCCHHMIIE S IEH bRz M i3eik; @ FGFRLI/NTHERNA (siRNA ) THHNAZMAL, S2IWFGFRL1A YR
ik, FIHCCK-8 & Ki675L 5K FGFRL G e ZM A S AE 1 A2 mil 5 AMAEAIIR & TranswellSE B A I FGFRL 1% igd
HMHIERERE TR s FIFH Western bloth MG B Rz A FE 4% 4 ( EMT ) AHOCHE AR I I5E 0 FGFRL1%E
FI7EOSCCLH L e ki i TR 9% 1IE W 44 (1=2.820, P=0.047 8) ; FGFRLIZEI7EOSCCHM R Yk &y
FAEHOKANM P ikt St E R BA MY (gRT-PCR) 255 878, FGFRL1I RNATEHOKZI i H it #
KRR TAEOSCCH I R b ik, HFGFRL] siRNASE YL (HNAZAIMIVE 5204, NC siRNAKLHHTHNAZN 7
X IR . Ki6TH s RIS R R, SR X A48 h (P=0.478 1) KX72h (P=0.3342) AHfEIEsEIE 1225
TG . MRS A R BN, 612 h (P=0.0228) . 24 h (P=0.005 1) K36 h (P=0.009 5) SZHa4H 4
KR TE A E A3 LA LU RN . TranswellSERZ5 AL IR, SEIRA17EL6 h (P=0.008 7) %24 h (P=0.008 6 ) AHffIiTH
B B4/ . FGFRLI siRNA T-HE (A3 HNAZH b 2ok 5 25 M 28 2 (VR EOE B 0k i TR, R R 2
HIFRAE F I FGFRLI1E F7EOSCCHZ PRk i TS IR 4HZ, TEOSCCAN bk H Ay ik 5t sy T
IEH BRI, FGFRLJEPTROG e 41 IS G T2, (RO g 4 U EM T A2 e B B — &
IR
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[Abstract] Objective This study aims to investigate the expression of fibroblast growth factor receptor like 1 (FGFRL1)

in oral squamous cell carcinoma (OSCC) and reveals its association with tumor cell proliferation and migration. Methods

Western blot was performed to detect the expression of
1 2020-02-28; [ 1 2020-07-18 o . . .
| B, fEBREENE, Mid, E-mail: 6517112@zu.cdu.cn FGFRL1 protein in OSCC tissues, adjacent normal tissues,

| 75, FEAEEEIR, W4, E-mail: 6198003@zju.edu.cn OSCC cell lines and normal epithelial cells. After knocking
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down of FGFRL1 in HN4 cells, CCK-8 and Ki67 assays were performed to detect cell proliferation, wounding healing assay
and transwell were performed to detect cell-migration. Western blot was used to detect the expression of protein related to
epithelial-mesenchymal transition (EMT). Results The expression of FGFRL1 in OSCC tissues was higher than that in adja-
cent nontumor tissues, respectively (=2.820, P=0.047 8). Moreover, the expression of FGFRL1 in OSCC cells was higher
than that in HOK cells. Quantitative real-time polymerase chain reaction (QRT-PCR) showed that FGFRL1 expression of
FGFRL1 RNA in HOK cells was lower than that in OSCC cells. HN4 cells transfected with FGFRL1 siRNA were included
in the experimental group, whereas HN4 cells treated with NC siRNA were included in the control group. CCK-8 experiment
showed no significant difference between the experimental and control groups with regard to proliferation ability at 48 h (P=
0.478 1) and 72 h (P=0.334 2). Migration experiment showed that the wound healing areas in the experimental group after
12 h (P=0.022 8), 24 h (P=0.005 1), and 36 h (P=0.009 5 ) were smaller than that in the control group. Transwell invasion
assay showed that the number of invaded cells in the experimental group after 16 h (P=0.008 7) and 24 h (P=0.008 6) were
lower than that in the control group. Knocking-down FGFRL1 up-regulated the expression of E-cadherin and down-regulated
the expression of N-cadherin and Vimentin in HN4 cells. Conclusion FGFRL1 expression in the OSCC tissues was signifi-

cantly higher than that in the adjacent nontumor tissues. FGFRL1 expression in the OSCC cells was significantly higher than

http://www.hxkqyxzz.net ©550e

that in the HOK cells, and FGFRL1 had no effect on cell proliferation but promoted tumor cell migration and EMT.

[Key words] fibroblast growth factor receptor like 1; oral squamous cell carcinoma; cell migration; epithelial-mesen-

chymal transition; RNA interference

R AN (oral squamous cell carcinoma,
OSCC ) &3 5 o WL g 2 —, FLS4EA:
FEZALR50%~60% U2, e 12 22 R RS PR SR it
B P B 2 i SR R 2 —

AT AEA A K R F-3Z 14 ( fibroblast growth fac-
tor receptor, FGFR ) /&Pt (0 ) R e,
HRTC & K SFIFGFR, 43l /2FGFR1., FGFR2,
FGFR3. FGFR4MIFGFRS. LT 44 A K K+
AEEZE 1 (fibroblast growth factor receptor like 1,
FGFRL1) BJFGFRS, JEFGFRZE IS SALAR HA T,
2L MLFGFROV AR R AR 1, HASH IR shX
FAYCERIRIX DL R i 2 BRI IX, LA X H i SO A
D1. D2, D3X 3 Bk AR S5 b dklg
lg2 . 1g3M AL, FIPNCoi A ik 2 BRI X, FGFRL1
TERAINX AL B 23 e e BRAE 1 45 FA 3l R 1~ Bk 2
FEEIX.,  (ERE PN Com A Ao i Z R X ) . FGFRL1
SECAAHEAER, T I 20 N R 2 R R 4
B, JCE R IR T 55, MOt s
22 LFGFRsAS ]9,

WFFEIOmREY, TEMRdE X T, FGFRLLE
AL G A . B Z FGFRLL A 2304
fig R 240 60 9 24 D 11 3 Ty e o AL R g 34 s 55 012
SchildZ53IF) FH SR -G % S ( polymerase chain reac-
tion, PCR ) ARG 5HH bGP EL M H FGFRL1 19 5%
ik, RSB 4 4 FGFRLI Y RIA LT IE
WHA, B —A IR 4 h & LFGFRLI
H I8 O W A 2545 . WA EIOL I T I
FGFRL1 Y5 n] BRI A0 (SCC10A) Y3

B PRI, FGFRLIFEMRE & A= K i vt B L
YERT, (R EAARYE AL AT 2

AWFFEH FHEGFRL1 siRNAFEJLOSCCHifE, LA
REFGFRL1 5 OSCCHEFH FIZZEMEZ IR, IF
43 HTFGFRLIZEOSCCZWr Il v B, LAKIA
RIS TS

AT G AL GUORE T 1 A8 K2 R Be i e 25
JUNRBE B 171 i a1 5 e 83 ZHSURE AR P, A A
nnUR R P ACE R BB (e F R L s Hi it il .
L1 Sl

KBRS 2L BEPLAH 201 747 1 H —20184F
1215012 T bl sg il K2z B Be B 25 LN IR R B
1 s 0 1 Sk SR B OSCC i af], Horp B3 k2
i, Lok,

MARRHE: 1) JFEPEOSCC; 2) RuiRZAd
BT AT AERYY; 3) LSRG
IS WK G520 1 84 WHORRIERA T
1.2 BRG]

KRR ek R /R 557 5L ( Dulbeceo’s modi-
fied Eagle medium, DMEM ) | g4I ( GibcoZy
], ZEME ) ; Protein marker ( ThermoA &, FEH)
MR R E M (N-cadherin ) . FRZEEELT R E
1 (E-cadherin) . JJEHEIT ( Vimentin) . CD44%t
A& ( Cell Signaling Technology/A ), & ) ; Tl
TEE-3- Wi iR i AT 1A ( glyceraldehyde-3-phosphate
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dehydrogenase, GAPDH) ( Abcam/AF], JEH) ;

4,6- " JpRFE-2-FEILM|WE (4°,6-diamidino-2-phenylin-
dole, DAPI) . 0.25%fE&E B ( Invitrogen/A H],

%HE) ; BCAEMMRERN G ( WgER S RAEYH
AARAF) 5 /NFHERNA (small interfering RNA,

siRNA ) K&NC siRNA ( b 35 255 AR A BRA
Al 5 BB (JERT AR A MR A BR A
F] ) ; Transwell% ( CorningZy ], FEHE) .

1.3 ik

13.1 i35 HN4, CAL27. KB, SCC9. SCC25
YRR ER S A A B R A U R EE B,

HOKZH M | At mtdb 5 A W B R 5% fir . HN4 |

CAL27. KB A 10%M64 1fi3% AT DMEMY; 57 3k
17359%; SCC9. SCC25H %A 10%Mf 4 1M1 Y DMEM
FI235 35 LA TR 3% HOKH & A 10% 54 L3 1Y
164035 R B T3 97 . AHEEE TR 0% G, AT
ML T5550 . A AETE3T °C. 5%CO, 55
TR E R TR, AN EEA R . (HFH0.25% R
FI T AL AL X B E R INR Ai i, RS
LS d

132 PRI FGFRLIE IRy L B HN44H
JELEE T B R AP SR R 124 LR, 24 WS E
i CICLF AN Y 28t A FIPBSIZ YRR, BHK3 min,

4% 2 5 I E I8 A 15 minf5, PBSIRVEH A
3YK, K3 min, 0.5%Triton X-100 ( PBSHHI ) 2
iAiE20 min, PBSEUE, TEIH HiEINS%IEH 1L
EAMYE, 37 CEAI30 min, #EEEMWK, AUE,
SRR RS0 LA B IIBUAFE AR &, 4 CIiF
AR, WIPBSHMXT Y], kR H, PBSIZIEIE
A3, BRR3 min, EREH FE2REIREH IR
PSP, BAT37 CHFE1 h, PBSIEUEYI A
3, K3 min; HINEADAPIFE I, A

TN —Ht S DAPIR A E TR LR 7o N 2O
BT e 2 R AR, S X A R
FEANM PSR E 7, R

1.3.3  SERf e B RS HHE N ( quantitative real-
time polymerase chain reaction, qRT-PCR) >R Tri-
zolFEHUERNA, MEAE S BRNAWKE S, B pgfd
RNA$cDNAM % s 7 G ibd BH A5 267 7 S i s 6
cDNA, BUE icDNAYE AR, i FILightCycler480
SYBR Green I Masteri{ 7| #17qRT-PCRAGI . J )i/
RZUWTF : 20 pLA& A cDNAVET T S5 7 B UL
1 uL, fNIES A Fefrll % NZGAPDHY 45| ¥4 fL
0.1 uL, XGEF/K (ddH,0) £5fL3.8 uL, 2xqPCR
mix (ABI) {75 uLo RV : 95 <C 5 min
WORBEEYE ;. PCRIEFR: 95 °C 10 5781, 60 °C 20s

Bk, 72 °C 20 sfEff, P HE45MEIR; 95 C 5 s,

65 °C 1 min, 97 C#f#E, 40 C 10 s XA, W59
W'F . FGFRLLIEMGI¥FSI N : 5°-GCAGGTTCT-
TCAGGCTCAGT-3", Km5|[#F451H: 5°-CTGG-
ACCTTCCTTCTTCAGC-3", 5I¥K/NHN269 bp;

GAPDHIE MBI #F41H: 5°-CGGAGTCAACGGAT-
TTGGTCGTAT-3", KIn5|4¥)¥4 K 5°-AGCCTT-
CTCCATGGTGGTGAAGAC-3", BI¥IK/NK253 bp.

1.3.4 FGFRLI1 siRNA%EYY B850 A: 30 i 4 it i
BRI R 1 26 L5, REAL2.5% 105 4,

RiFi24 Win, FEEFRM, PBSTEVE, FEULHT0.5 hif ik
B IR (2%FBS+DMEM ) . #4 uL Lipo2000
55100 pLyg I iEH F75E (reduced serum medium modi-
fication of MEM, opti-MEM ) {E%2), 4 pLEH?4:siRNA
(5°-UUCUCCGAACGUGUCACGUTT -3’ ) 5 100 pL
opti-MEMIEA), #85 min, #Lipo2000 A 2 BHH:
XFREZ H, 2 HfiNegative control siRNA : Lipo2000=
1 I B2 A R A, #0820 min, [FIEFEEER
BAERSiRNARES, Fefrll siRNAFE4 A5’ -GTGGA-
TGTGATCCAGCGGAC-3’. ##4 uL Lipo20005100 puL
opti-MEM{E%], 4 uL Fgfrll siRNA5100 uL opti-
MEMiR4], ##E 5 min, KLipo2000/ A £ BH Xt
HEZHrp, FMRFgfrll siRNA © Lipo2000=1 : 1L
GEAREAY), $E20 min, 48 WEHRIE, 72 hEIK
SN 1 X RNA, PEfTWestern blot ZqRT-
PCRAGM

1.3.5 CCK-8 M Ki675 A AN a3 58 X FH Y
FGFRL1 siRNARJHNAZHAL, 8% 20 Ml B i ik
RZTFIx<10M0, MA96FLER TR, 1200 uL,

PUKATR] M BEE JENC siRNARUHNAZRIEVEXT IR, A4
WAL, BET37 C. 5%COHiFE MRS, /2 HiltE
PEE24. 48F172 hULELANNL, PBSYER, BALIN9O uL
BrEEDMEME; 73, FiNA10 uL CCK-8¥% ik, 4k
ZEREHR1 ho BRI AL 450 nmAhiil) & 45-FLIY)
Y64 (optical density, OD) {H, NC siRNAZfjif
HIOD, NS, SRIESHIAXTOD,, fH-

1.3.6 AUERPRZE CKHNAGNI RN T f L 5e
EREFRERR, UM A FI80%)5 , XTHN4A
Me#EATFGFRLT siRNASG YL Y40 AL 5 590%
FAE, KBRS IR S 78 35 55 LIV 11 55 b i 325 401
R, PBSUEBRANMLS 73 A A TG IMIE s 52 k. 78
12, 2436 e %R AL B 51 7 UL B I 5 K1)
IR A e R PR B . B SIS, BRUCEHE
141t

1.3.7 Transwell256  fdi ] Transwell% ( FL#2 48 um )

47 Transwel il E o #5454 Y« TFGFRL1 siRNA



TR SERE 38 S 20204510 A

West China Journal of Stomatology Vol.38 No.5 Oct. 2020

http://www.hxkqyxzz.net °561°

AIHNAH (BEFL2x104 4> ) HFEES00 pLJG ML i ks
FEHEH B 124 LR B, M= R 1 mL5E ek
FRF, WHE3T CTWE 12 h)24 ho KI5 HIAR
B RBRA T R R ANAE . (R EE R AT
P, FF FHGiemsadett . {8 B Bk
BRI 3T R HImage JAPEHEA 74347
1.3.8 HFUTEILY: BB ENE R, BG5 pg
RVEF, Z810%5 P36 Ik e e Fi Uk 28 85 Fimarker
SERE G, RMREEE (300 mA, 120 min ) 5%
EETREF RN, S%BilR 4 U= E 2 h, 551)
H B AT fEfL B 4500, AL & 1 000F BRI HT
Fgfrll . $TE-cadherin, #iiN-cadherin, PLiIEE1H
PR, 4 CHWEII . KH, Tris-Buffered Saline
Tween ( TBST ) ¥EME3YK, 4FYK10 min, 1: 1 000%
B W E I T E 1 h, MRS AL &
W, fEREPEDE. B i, mER, 0%
ot . LAIGAPDHYERNZ:, K HImage 153
BT 255 I P LA 10 H0T
14 GEit2#ahr

K FHSPSS 20. 051 A% Bt i ek, 3 F Graph-
Pad Prism 5.0 2: 18], 450808 DA Bprmi 2%
N, GK-SKIFSCAFEIEAD 0, 225 g
BT 2E501E, IXUINP<0.05 K22 A 51215 X .

2.1 FGFRLIZEOSCC L K AR A s 20 20
ik
FGFRLI1ZE {EOSCCHL F iy is= (1.329+

0.116 6 ) =TI IEwH 44 (=2.820, P=0.047 8)
(K1) .

FGFRLI

GAPDH

HOK HN4  CAL27 KB SCCY  SCC25

FGFRL1

GAPDH

I: FGFRLIZEOSCCAHA K AR ML P iRk, “+”
oSCCdigl, “-" MAHARMAEIMIE ALY ; T FGFRLIAEOSCCHHIE
% (HN4, CAL27, KB, SCCOMSCC25) FHOKA M Z iy

BB UREE R IIFGFRL 41k

Fig 1 The expression of FGFRLI was detected by Western blot

2.2 FGFRLITEIEH b AR 2 OSCCA IR Y

FIREN

FGFRL1E 1 7EOSCCH il 7 Hr (1) 35 &= THE
HOKZ i ik & (1) o qRT-PCREGHR IR,
FGFRL1 RNA7EHOKAfI I Pt ik & (1.000+0.260 3 )
R TAEOSCCH A & Pk Rk [ - HNAZH M
ik (7.93840.890 9) (P=0.001 7) , CAR7#MLF
(AR (7.346+£0.5316) (P=0.0004) , KB
Wikt (4.849+0.4965) (P=0.0024) , SCCY
Ao gk (7.272+0.3870) (P=0.000 8) ],
HOK 5 &AM EF HA G E L. RZERN RN
FGFRL 1K [ 7E HNAZ A i 4 A Fn 240 i S5 v 2 3k
ik (E2) .

2. DAPL; 1 FGFRLI; £i: Merge W24lE 24 TF.
Bl 2 SRR MIFGFRLIE FITEHNAZIF 19435 PORBMEE  * 400

Fig 2 Immunofluorescence detection of FGFRLI1 protein expression in HN4 cells  fluorescence microscope  x 400

2.3 #FGFRLI siRNAALFEJS, FGFRL14E7EHN4
A b B PR L
HN441 i . FGFRL1 siRNAKCHE)S, FGFRL1%R
KA (0.344+0.032 0) , ZNC siRNAKLFR)S,
FGFRL1Z1A58 (0.73840.001 0) , 240 % FH.

FHEitrE Y (=12.310, P=0.0065) (F3) .
2.4 FGFRL1 siRNA T4t Ab HHNALN X4 e 34 5
) 5 M)
FFGFRL1 siRNAK; YL HNALNHINE 52504
FENC siRNAKMEETHNAAH AR J X B4 . Ki67 ey
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DENARIA I AN M HEFE TS T7, 48 hisf, SCHRZH FIXT IR
ZH AN AR B S 11539 M 56.86+1.629 . 58.52+1.473,

2 IR ZE RG24 L (120756, P=0.478 1) ;

72 hiF, SEEGAL AT RE AL UGS G 715050 R36.32+
1.250. 39.82+3.097, 24l ZEF LGB X (=
1.050, P=0.3342) ([l4) ., CCK-83ZEaAM 41
HAFEYE 7T, 24 hisf, SCIGLH AT BEZH A0 B ARG )43
MIoM1.071£0.022 8. 1.034+0.007 4, 2412575
2 X (=1.525, P=0.1657) ; 48 hitf, S2I64H
X HE 2 A0 BRSBTS 143 )M 1.642+0.027 4, 1.593+
0.063 6, 241[HERTLHII¥E X (1=0.702, P=
0.502 6) ; 72 hif, SCHGLL G HEZH 4 I3 GRS T
739 41.818+0.056 7. 1.767+0.046 3, 24H[R 25T

DAPI

Ki67 Merge

: - - -

Gt X (=0.688, P=0.5107) .

1 2

FGFRL1

GAPDH

1. XHRZH; 2. XFHRZH,
3 HEEGEA KN 241 OSCCAH A FGFRLI I 315
Fig 3 The expression of FGFRLI in two groups of OSCC was de-

tected by Western blot

Merge 220 B2 5 IF
4 U572 h, 2HMIPKI6TREEDOCAINEE R SOLRMEE < 100

Fig 4 Ki67 results of cells in two groups after transfectioned 72 hours fluorescence microscope x 100

2.5 FGFRLI siRNA T-HLAbFHNAA X4 i

Pl

TEAIERIIR SE 5, KA FGFRL1 siRNAF% L1
HNAZHMIAE 52862, BENC siRNAKL P HNAZH it
VERXTREZE . 12 hith, SEEGAT AT B RIJR AR 4
F43511°40.18240.025 4, 0.303+0.036 4, 24 [A] 255
HAGG 2L (=2.811, P=0.0228) ; 24 hitf, 5Z
IR AT REZH R AR 40 b 4351 °40.27140.033 2,
0.481+0.045 6, 2402 HA G0 L (3.821,
P=0.005 1) ; 36 hitf, SCEZH AN AR A A
A3 HE 53 40.340+0.045 5. 0.623+0.076 0, 24 [a]#
SEAG R (3392, P=0.0095) (F5) .

TETranswell 2256, 16 hit), SC062H A %) RE2H

AT RS 51°49.875+0.875 0., 15.50 £1.626 0, 2
IR HA G2 L (=3.047, P=0.008 7) ;
24 hiF, S ZH R B ZH 4 i B 00 1 420,80+
3.308. 39.40+4.238, 24 ZEFHAGIFE N (=
3.460, P=0.0086) (K6) .

2.6 FGFRLI1 siRNA T4 PRAN AT bz -[a] ok
1t ( epithelial-mesenchymal transition, EMT ) Af
KR 52
F4FGFRLI1 siRNA%E YL HNAGNI/E A S50 2

PENC siRNAKCH A HNAZHAEAE AT RRAL . S2aG41 48

XTREZHFGFRLIZE RN T T %, MatmRim =&

HARIEEARE R TR, FERSANREARS

i It (E7) .
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K5 AR S A I UTERFGFRL LW HNAZNIRIT RS fE 1 (05400 (B8 BAKEE < 100
Fig 5 Scratch test to detect the effect of silent FGFRL1 on the migration ability of HN4 cells inverted microscope x 100
S 5 R IFGFRL1Z AR TN B R R & 2 OCE S
X PRIl 1. e PR FGFRLIW {ZRIBEHH . KETPIE4E &
A S AR PR P s : FRRILAT . JHRAR LA K i S 2H 2R rprie-17),
i * aw o L]
LI L , -
. ¥ :
i N RS - 3 :
'. : i - . il — .‘- \:‘ E-cadheirn
A by : .
e X - LY
. - > - - % -
= & e I TR S oR
i_ _ JI 'l. : g L % ..1 "I -
Wk [ S 12 | RN FR N-cadheirn
g =5 - .’ - el
s 'I. » : by : ‘

Ao RPREAL; A7 SEER4L.
# 6 #:4w24 him, 24400 Transwell iTAS 525025 51 315 Wik

)

Fig 6 Transwell migration results of cells in two groups after trans-

fectioned 24 hours inverted microscope

FGFR/Z SRR (1L ARk b, il
ALK NP A, Gad— RINE 515X}
YNpf s . AR SESEA TR, FGFRLI/E HFGFR
KGR EHESA B, TEZF A Y 2E 06 sy T # A &
FAERT, Al A 0 A DNA S R 20 A
HAFEAE A0S, FGFRLIAMY
TEA T EREZ TRl TEEMEM, Gerber !

x 400

IS4
o

M 4 MR K oA

Vimentin

X 400 FGFRLI

1 2

1. XFHR4L; 2. XFHE4.
Bl 7 214N PR AL
Fig 7 Western blot analysis of cells in two groups
H A JCFGFRLITE MR 5 T 5TV . Chen
SEUSBIFGY i /RFGFRLIFE/ N LA A v s Bt 2
ik, FFARIFGFRLIZRR K5 /N i 28 5 A i
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RAT . A7 RN A A=A ] B A5 . FGFRLI
mFRIARE, HWERER, Tmtitse, HiE
%% . TsuchiyaZ§"% INFGFRL /£ & W IR 20 5
HAP R IR TR A8, &G ZR, BRI
KR A FFGFRLIZEOCSSHHYAGE . AWFoE R FL,
FGFRL1ZE F17EOSCCL 21 i e ik 1w TR 55 157
M, FEOSCCHNMIMRH A FRak i & FIEH bz 4
Jfl. FGFRLI1 27N 76 4 i 5T A AR i A% e o7 . —Le
FEAGUR%, FGFRLI SFGFZ R A K H A H AR
FRB, Tl 240 B P I 2 R B 2 AL e, DR TG
DOE R BRI K AR, DT A A K A B
PERIR21 ) TsuchiyaZ#9 %% BLFGFRL 13 12 5 4 Jfd J&)
HWIBH KT EG 1/GOMI AR 2 e 4 MO 3G 78 . e 137 il
RN, MiR-2100] 1 $ 7] /E FH FFGFRLI,
REFIL e e, (AfEARR MRS, &
FLFGFRLIJEH LB} FOSCCA iy ( HN4 ) H4%E JCHH
Wiz, [FEFHCARTAMARIETTEIE, CCK-85L
IR 220 4 A 55 L 48 b U IG5 I ) ToH i 2%
5o MR 2 S R R A R B2E E
2, TakeiSF 25T K I0AE £ 8 0 DR 240 HE 5 4 i 52
Borh, ZEFGFRL1EEDR ml i £ 48 bk 240 ff so 20 i
( FGFRL1-KO KYSE520 ) ML R eG5BT A4 M7
R A RS AR D ( Wild-type KYSES20) ik, T
OSCCHN TR AEMIRE K& A Kk P AR, &
WFFEHET T FGFRL X M8 240 it 32 5 58 1 A 52
WHFE R IOSCCHI M ZSFGFRLI LR VTE 5, OSCC
IR K T-FEAK, $2/RFGFRLZE IR 40 i i £
HAl e F ST R OV E T . [RIRRAY, FHICAILRT
PR IEATIRUE, AR SC IR 25 R B R EEY436 h
JEMMER R, LI BALTXT A, 2R A5
EI-3'8

EMTYTESAE IR 28 MR8 il B rp A Al %
FIVERIE20, FEOSCCHEfEH, EMTH]f S L R4
IR F AR -, S OR 20 e 1 1) T 85 5, 3k
WlR 25 A 3ede, ARAR AR, MR
i, T S A IR AR AN M RS AL R, EMT
(R BRURAAE S b R B R (1R G8 T, WIB &R A
PIEERE R 1708 RIS, ARBFGE T, fEHN44
HHUTERFGFRLI TS, & PUHNAZNA I 7 5575 8 1 4
kB, MRAESELE MR E ORI TR, R
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