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=Abstract=
Loss of FHIT Expression in Non-Small Cell Lung Cancer;

The Clinical Significance and Effects on Apoptosis
and Cell Proliferation Cycle

Hak-Ryul Kim, M.D., Sei-Hoon Yang, M.D. and Eun-Taik Jeong, M.D.

Department of Internal Medicine, College of Medicine, Wonkwang University, Tksan, Jeonbuk, Korea

Background : 3p deletion has been shown to be the most frequently occurring change in lung cancers,
suggesting the presence of a tumor suppressor gene in this region. Recent attention has focused on a
candidate 3p14.2 tumor suppressor gene, FHIT. Therefore, the association of the expression of FHIT, with
apoptosis, cell proliferation cycle and the clinicopathological features, including survival, were investigated.
Materials and methods : 83 patients with non-small cell lung cancer, who underwent curative
operation, between Jan. 1996 and Aug. 2000, at the Wonkwang university hospital, were analyzed. The
expression of the FHITwas identified by immunohistochemical staining, and rate of apoptosis and cell
proliferation cycle by flow cytometry.

Results : 43% (36/83) of patients exhibited no FHIT expression. The rates of FHIT loss were 52%
(28/54), 22% (5/23), 50% (3/6); 30% (11/37), 48% (16/33), 69% (¥/13); 54% (30/56) and 22% (6/27), in
squamous cell cancers, adenocarcinomas, large cell cancers, TNM stages I, O and 0, smokers and
non-smokers, respectively. All the differences in FHIT loss rates, according to the histopathology, TNM
stages and smoking habits, were statistically significant. The median survival time and 2-year survival
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rate of the FHIT(-) group were 24 months and 44%, and those of the FHIT(+) group were 25 months
and 51% (p>0.05), respectively. The apoptotic rate of the FHIT(-) and FHIT(+) groups were 50.72 (*
1393) and 59.38 (+14.33)%, respectively (p=0.01). The S- and Gl-phase fractions of the FHIT(-) and
FHIT(+) groups were 1393 (£735) and 5150(12315% and 1565(£659) and 54.16 (£20.25)%,
respectively (p>0.05).

Conclusion : The loss of FHIT expression was increased to a greater extent with advancing TNM
stage, smoking habits and squamous cell cancer compared to the adenocarcinomas. However, no
survival differences were found according to the expression of FHIT. The apoptotic rate of the FHIT(+)
group was greater than in the FHIT(-) group, but differences in the S- and Gl-phase fractions,
according to the expression of the FHIT, were not found.(Tubercuiosis and Respiratory Diseases 2003,

54:610-620)
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AA GHA F 3H AMA e Tek(short arm,
o]t 3p)e] REHQ A& vAAE E 24X
Aol &3] EAEA, whe] 2719 33
(hyperplasia)® ]34 (dysplasia) ¥ s ¢+
F(carcinoma in sitw)®] GANANE 3po HEH
A ALo] HFAGY 3po] BEH AEo] o]Fo)
Ae Fod 4gA FHAT EAsrl G4
7Vsol 24dEHY ZAnHozn WdHRAL wAH
2t FAH, AR 449 FE Pp &R
9, & 3pl2, 3pl4, 3p21, 3p24-57} WA=, 949
A FAAF FREA Y ARt AYPHT glon)
A7 oldrid A ¢dA fARE @A
A= Ratn ok a8y 3p AERY F
3pl429l ¢33tz Y FHIT(fragile histidine
tiad)F A7t AE7A S 47EA% F M /9
3 FRZ AAFHI 9}, o] 3pl42 ¥ FHIT
ol 713 FHAMAE ANAHEY(familial clear
cell renal cell carcinoma)®] A3} #FHo] &L
HAaH A9 t(38)(pld2,q24.1)9) F-$Jol7 =3,

AA AMA F 7HE HY® REozA FEW
= FRA3BY $A0]71% 8o, B & ¢ o] %9
7t gAAe] Fad Folghe o] EopAm
ATH(Fig. 1).

AAEE ol2fd FAAAY 94X 4 43
#H#o] ¥ 3pl429] FHIT A2 vAAE 5
ol Mo & Folruat s} WA A=z
2518 JAY O 2 paraffin 4 HY A A<
FHITS 2@ o8& g ¥ 9 248y B
7, TNM #7] 281 Fddfo] W& FHIT &
A& vlustg o, FHIT A4dd ot& H 24X
A 828 BEEES v B4 FHIT £
A Hge] A EFo] FHITE FYA7E A2dg
Aol Zago] gl wap, Az 4%
o Fog 249 AEIA & AEELY vlx =
FHITS 9%& &U3tAth AXnALY] Axe #
ANE EAH(Flow cytometry)ol <siA shetg
DNA histogram® sub-G; peak ©]3} %$j¢] v]&
2 e AEEEd == 94 DNA
histogram’}o] 4] 9] S-phase fraction(°]3} SPF)2.
2 3t fA3gict
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Fig. 1. FHIT gene organization in 3pl4.2 con-
tains FRA3B and t(3;8).

CHa 3 R

a2 Pt o)A 1996 19 5H 2000
J 897k YA WAME Yo X F A
7 2o oata dAlgo] 98 A=l paraf-
finel R@H 83¢)9 HY ZAHAE A&
i E 661789, 7 9% AR, H
g 2Asy ERe #dAdEe 58, A9 234,
A 6agen, TNM 7 17 374, 17
338, M7 1389ed, Fa4d4(E94 28
568, HEAT 279K Table 1).

9 7MHEL paraffinell o8 23L 4 mE
A& F histoclear £HCE paraffing AT
the 100%, 9%, 75%, 50% ethanolol]l A& o2
Aeske Ae3t A7l &, v 5013 peroxidase %

< A7) 98 3% H02 A F, FHRFl

Table 1. Characteristics of patients

Sex (male : female) 66 : 17
Age (median) 65 years
Histopathology 54 cases
Squamous Carcinoma
. 23
Adenocarcinoma
Large cell Carcinoma 6
TNM stage
[II 37 cases
m 33
Smoking 13
Smoker 56 cases
Non-smoker 27

g o} PBS(phosphate buffer saline).2 A3
3 3 uEold 4 4% U] Y3} non-im-
mune goat serum(5%, pH 7.6)2.2 20837k Mg
% FHIT 92 3A|(BL, Gunma, Japan)& 40T
ol whEAZh o] Fof g wAss Ay
o] F%H2 Ro2A, biotino] A€ 24 FAE

28-217] 3, avidine! Z%¥ peroxidase reagent®
Hh-E 1719 biotin®  avidino]l ZAg=e| FHITO
peroxidase”t §-Z#tl 7)ol 3-amino-9-ethyl-
carbazole® WHE-3le] ZAMEES doy|A F F
Hematoxylin-Fosin @8o2 iz H¥qA F
FHITS 238¢g #2933tk FHITE ¢AX 99
E A 78R AYAE, 713A FHd TeAME
WEgeg FHIT 289 Z4g 4%8s7e o
< 2AS22 FHIT 449 oFd e 444
i}"]"“' gelsly] $j8ke] FHIT @& 2 AH7e

w259 cHFig. 2,34).

?‘5}1% gz HE BEF7Ih AERAE
238 A% 4% ¥ge A Zrh paraffin B
%224 AAs] paraffin AAY} AFFAZ
% 05% pepsin &0l Azt GUAE BFY
& wED Y dUHAE FRFde PBS(pH
7202 AHF T AT 100w AE2 HA 2

e
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Fig. 2. FHIT(+) in normal lung tissue(HE counter
stain, 400x).

W

Fig. 3. FHIT(+) in lung cancer tissue(HE counter
stain, 400 ).

Fig. 4. FHIT(-) in lung cancer tissue(HE counter
stain, 400%).

A% ¥ propidium iodide8} 2.2 DNAE 43
¥ RNAseE ©|&3lo] RNAE AlA3Hch Propi-
dium iodide &foll oJgt Mol B F TUA

G- peak

[
G, /M-peak
]

Fluorescence Intensity (DNA Content)

Number of cells

Fig. 5. Flow cytometric DNA histogram shows
sub-Gi, S, Gi phase fraction.

X HBRAS 40 mo nylonFez AZ F 44
MES7E 107/n8 AECIH AlREA EAo] 7h53)
Ak AHgE f4 HE 47 FACStar(Fluo-
rescent Activated Cell Sorter, Becton Dickinson
Immunocytometry System, USA) 24 488mm2]
u}#48 ¥kabsls Argon LASERE #zb531 Utk
DNAYE Z743t7] 918 A& DNA g4&3
¢l propidium iodidet> 488mme| I}&elA 610nme]
oz ZAFHE YHEARA, FFe wHie
Zxol wel DNAYS S3E + Atk AR
e 8lM CV(Coefficient of Variation)?} 8
o|3}el 7$-uke N30, FACStarol WA
©}2l Becton Dickinson Immunocytometry System
of ©]g DNA histograme& @2 F, A|EXEE9
AEEZ wg3t= SPFE DNA histogram 4 Gi
peakel G2/M peak Alole] ¥oz FAstdx, Al
¥ AHA9 AxE #L @y oe=® G phase
fraction(¢]3} GIPF)2.2 A5t A EZAe]
ATy oAl & DNA histogram 4 sub-Gi
peak Flold dMN== SHstE Feo] DNA %4
o2 439 vHFig. 5.

wigte] WHelz=AY, TNM #7), Fdojfte] ub
& FHIT ¥&d of%-e] v Chi-square® H4
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Table 2. Survival of patient

Median survival 2-year survival

Histopathology”

Squamous Carcinoma 26 months 53 %

Adenocarcinoma 19 37

Large cell Carcinoma 18 40
TNM stage™

1 37 months 62 %

i 24 47

m 12 10

"p=0.04 between squamous & adenocarcinoma.

“p=0.0054 between stage I, I & II.

dtes, FHIT ¥ o] @& SPF, GIPF, Al
EaAbe] H|FE Student’s t test2 oM,
FHIT 28 oo m& AFELY 3¢ A&VT
2 Kaplan-Meier curveZ T38l¥om, ity
H|I¥=  generalized-Wilcox2 Blad 43519 oH,
A AANA pgtol 005 oldteld BATFH R f
9A-& FA3tArh

2 0

H jakzel WES U I YEIIZ

A AT 83 FF AL R 2d AE
€2 TNM 1 #71373)71 37704 62%, #7133
A7} 2470 E 47%, MH71(138)7F 12789 10%=
A BEAGH oz H23HA4(p=0.0054) TNM ®717t
Y2 g3 SF3h W24 BF
of 9% 7+ AEVIT 2 23 AELE WHYAY
HB48)o] 26709 53%, AeH233)o] 197149 37%,
A 2H6HE) 0] 18718 40%2M A FEHEE F
AgtH oz fog o/t goy, BT UT
I Mohrehe ME vustd FARHoR fo
A Bggu R A dF 7t Bl
thp=004) (kaplan-Meier curve, generalized-
Wilcox test) (Table 2).

Kaplan-Meier curve

2. FHIT Wdiade] i 99|

A 838 F 368(43%)°1A FHIT 4o A=A
th ¥gzAsty ERdze HYPSEY ME F
288(52%), At 238 F 58(22%), HAIES 68
% 338(50%)9 A1 FHITS 44o] e, FA
gtHog RO WFFTATo] MYTERT
FHIT 24o] E%tHp=0048). TNM Hr|d2+=
1¥717F 373 5 11830%), 0H7)7 338 F
1631(48%), MH 717} 138 F 93:(69%)=4, TNM
W77 APESFE FHIT 4ol S8k
(p=0.035) (Table 3).

3. BCio{R0 CHE FHITY W0

A 23S %68 F 308(54%),
6#1(22%)7F FHIT 44de] AN
2 FoF zko]E EATH=0.007)
(Table 3).

4. FHIT Wsloio] e 4ZEg9l bim

FHIT AAT43%)3 HATFGT%S] 4 A&
717k 24MY, B9l 2d AEES 4%,
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Table 3. FHIT expression

FHIT (-) FHIT (+)
Total 36 cases (43%) 47 cases (57%)
Histopathology®
Squamous Carcinoma 28 cases (529) 26 cases (48%)
Adenocarcinoma 5 (22%) 18 (78%)
Large cell Carcinoma 3 (50%) 3 (50%)
TNM stage™
I 11 cases (309) 28 cases (70%)
o 16 (48%) 17 (529)
m 9 (69%) 4 (31%)
Smoking™
Smoker 30 cases (54%) 26 cases (46%)
Nonsmoker 6 (22%) 21 (78%)
* p=0.048 between squamous & adenocarcinoma.
** p=0.035 between stage [, I & IIL.
**p=0.007. Chi-square
Table 4. Survival according to FHIT expression
FHIT (-) FHIT (+)
Median survival 24 months 25 months
2-year survival 44 % 51 %
p=0.84. Kaplan-Meier curve
Table 5. Apoptosis and cell cycle rates according to FHIT expression
FHIT () FHIT (+)
Apoptosis (%)" 50.72 (+£13.93) 59.38 (+14.33)
S-phase fraction (%) 1393 (£ 7.35) 1565 (£ 6.59)
Ga—phase fraction (%) 5150 (+23.15) 54.16 (+20.25)

*p=0.01, mean(£S.D.)

51%2A f9% AE& Aol BAY 5 Y
oHp>0.05, Kaplan-Meier curve, generalized-Wil-
cox test) (Table 4).

5. FHIT We o{¥o0j| IM® MZEDAL Y SPF,
G1PFY Him

GAE2 AEIAAE W93 sub-Gi fraction®]
FHIT A4ldto] 5072(+1393)%e°]a, FHIT &8

T2 59.38(T14.B)%EM FATHZ {3
FHIT &4d79 AX AL vlgo] 23tk (p=0.01).

SAEe MEEEFE W9slE SPFE FHIT £
Aol 1393(+7.35)%°] FHIT &dw-o] 1566(+
659)%2A Frzte] R Aol fAUTh dAXE
ol Z4 AAFE& ¥YgsE GIPFE FHIT 24T
o] 51.50(+23.15)%0°]1, FHIT wdwo]l 54.16(*
0.25)%2A, FEde] FAF Hole /UG
(Table 5).
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L

AA e 3W AMA 2] He3p)e] o] P A AH(loss
of heterozygosity ©]3F LOH)2 F73%, A4 ¢,
T, ATAR, da o Ao HAdME E3F
SR, ol A7 A4 TR LU
of #odste SFAA KA AA7F LOH 9+
of 93X 3poll M 3pl2, 3pl4, 3p2l, 3p24-259]
d #97h F2 FREAW. HgelXE 3p Sl
A 3pld27t F2 AL HiE RBYRA, o] RHE
7t FEAE AAEYY] S #Ase= o
AR A9 t38)(pla2q24.1)9) Fgloln ox o
A F 7P FAgd R8-S UrhlE FRA3BY
$IAe71E . FHIT #34E 3pld2e)A
t(3;8)% FRA3SBE ¥38&}+ 1 megabase® DNA
22X 10719 exong 7FA3 o, coding exon
2 558 97119 57/2A, 1.1 kilobase®] mRNA
7b E@HH, ol o 168 kD wHAL
Schizosaccharomyces pombe7t ABAF8HE, diade-
nosine tetraphosphate(ApsA)S ATPS} AMPE £
ks ZAQ HAH ApA JHeESEA)
5% FA4E Holt Aoz WA (Fig. 1.
%, diadenosine triphosphate hydrolase activityE
7FX 3 9o histidine triad(HIT) gene family®]
£3}7] W&ol Fragile histidine triad®] %xt2
FHITZ} 99390 FHIT $347F A4z A%
Well A gt 715e el diside 84 o
T 9 Utk chih diadenosine thAle] #eddt A
olgte F5& ¥ F Je Aot oy
dinucleotide oligophosphatetAF9}  Web3}3 7o)
BEAL2 ddA FH8A FAAME FHIT fAA}o)
M Agez AANE Aozt & + o HE F5
W Qlek olgfdt 4A 71FE HEE A
2 gdEE FHIT f32E #de 2464
A2 st Ao o o] FelEoen A
% A

SELLEEE P LRI EEI D

2 ojo 4

7 Nude mouse®} A#o|x FHIT 4448
U FFALE Fst FUdo Aol oA
& gasgn
FEL HYe] w8 o9 LHE BAL ok
dell 9JsjA DNA £4o] dojuAY, Wt &
A7 A5H7 % 8, £E dH FH427 o
A FarIE ok Sozzi SO oEhE H #x
9% % F9A 519F 419(82%)9 - FHIT &4
o] Uehgon uFdz 4HFoe B3 79
(22%)%ro] FHIT ZA4o] #91HrHp=0.0001).
Mao §°¢ H2 Fdded Azl
FHIT A24&& vussed, 484 foAd
olZA = R, 7+ 82%, 62%EAM HE F
Azhte] FHIT A4 &0 dvha ®ustsict 1
g1 Wistuba 5" #Hgol gl F9739A9
HEdAte] 7182 A3 2494 3pol LOHE A
Ak Ast FA A9 86%014 LOHZ 245
Ao, HFAAAE LOHZF A3 2Asx= ¢
b sk 18T Tsengd oS T FHAY
7182 A3 A oA 3 A (metaplasia) #9 ¢k A
FEAe FHIT 2482 7247 47%% 20%8A
SASH R Kot AAN-H FHIT 249
Bl &o] Eohthal sgtt ol A wgte wohahy
o %Al FHITY &L oj$ 2HS #AAZn
g g JAt B dFdME AA $3HF 69
(43%)°] FHIT A4o] wA=Hew Fdxze
568 % 309 (54%), HIFAATE 27HF 69(22%)
024 FARHoZ FodtA, FAARTAAA
FHIT A&49] Hl&o] =%tHp=0.007)(Table 3).
FHITAE3 §49& wi$- B33 #A7t Qe
2, 494 AY F Fd49 BAU 2e Ay
G AAEgo], FHT] AAZ} vlwy gF A
dr} FHIT 440 £& Hog §37} 7158
t}. Tomizawa 5'°¢ TNM 1H7]9] s)2AE3at
1069l A, AP UL 28HF 247(86%)¢] FHIT
A24E HBou, A9 679F  79(10%)7H]

— 616 —



— Loss of FHIT expression in non-small cell lung cancer; the clinical significance —

FHIT 24¢ Bastp=0001). Sozzi ' °&
FHIT &Au&o] BT 87%(202/233), ¢
T 571%(112/196), HAMELT 31%(14/45)24 M=
Fo3A FHIT 24&9] Aolg RAFUL, LAE
O 80%9lA FHIT 448 By & 47
JAME FHIT &A&o] ARAsgS 5495 284
(52%)0]1 MY 239F HB(2%)02M, JA| F
Aoz feofdiA, BBy ehre] FHIT &4
o] MhERT} ETHp=0.048)(Table 3).
NAEG oA, ¥ A=, HYrldMe
FHIT7} 2857 ggton & IdAE, 18]
dlME FHIT7 92 Zas|w sdn® a2z
Hetel AgAAE B%ANA FHIT &4e] A
o, Hge gAAE 75%04 FHIT 24
o] HAYAG’. = H<tel AYAY F vay
%7 gt @AM FHIT £4o] o]Fezirtn
2REAUE. 28U, 718A o) 8 A(dysplasia)&
208 & 173(&B%)o1A FHIT &40l o
239 A9y ¢F(carcinoma in sitwolAE 25
3 % 53(100%)°14 FHIT 2£4¢ g 277
T 9lof, FHIT &4lo] #¢te] 2% 27] AT
Bt ®7)1E oYk Pylkkanen 7€
TNM H7|7F 8 Ed+5 {984 FHIT &40
Adckn FPou, Buke 57 FHIT 243
TNM #2719 A&gdE= Fog dA7 ok 4
t} 2 A7 M= FHIT 244°] TNM IH79
AE 379% 118G0%), TH7IG4E 339F 16
1(48%), M7 AE 1393 9F(69%) 224, &
Aoz #estA, TNM #77l AP
FHIT 249 8]&o°] #}tHp=0.035)(Table 3).
Tomizawa Z°2 TNM [#7l9 ¥lAME
otol A FHIT Aol HdFRT fo8tA AE
o] B¥vtn oM, Buke 5TE 9
FHIT 4£479 AFEH9] {oAgE Bk
a8 Pavelic $2€ #9 #24%F FHIT 247
3 dEdFe 7 AEVE AR 246047

BN YolR ot BATH oo ol2XE X
sacta sQch 283 Geradts $°& FHIT 4
As AELIY Fo3 AAE gtk e
™ Tseng E°% TNM 1#7]9] H|AME e
Arol A FHIT 243 A&EE3E fo8 #4471
gl &t B A7ddME, 4 AEVTT 2
W AEgEo] FHIT AHdFS 4/HY, 4%,
FHIT 23Fe 5449, 51%2A S fo%
Aol ISl

FHIT 322 B3 AESH 7150 dsiA
= g% dFFolth FHITE 2549 3l
ApA TR EAY VIS MR e, oY
3+ diadenosine thAlel #A3le ARH oz Wt
$4e dAsts 7o dedE FFIAP
FHIT7} ¢l& #9 H460 AEF9| FHITE 3¢
& F AAuix| oA wjFe A7 JFAzre] Ft
Huon, FHNAGAME HBHP ol ZHAsA
on A HA¥Pe2AE nude mousedl YAETF
£ FY39A, FHITE #H7Me Aol dizdd
vt ote] Aol AAHAN’. F FHITI
dinucleotide polyphosphate®t ZA¥3te FHIT-
ApAZt o, ¢ gAY MEE HdgdE 2o
FEHR AG® gel FAHA FLY asE
AE AR <3t MEe] A AEEF
oF AX AMAzZRe] Hz3lolth FHITY ¢ A
o] og g MEIAIS} AEELEY WA= ¥
%2 $AgzA P Sad TR A
H460/FHIT(+) MEFolA TUNEL assay(TdT
mediated dUTP Nick End Labelling) 24, A ¥x
Abel  9]F DNA #HIAE AT, oA
H460/FHIT(+)9t HAG0/FHIT(-) HMEFN F24
AX 249y sy MEAAE(sub-Gi peak) S
v Z3tY Y, H460/FHIT(+)7} 44~47%, H460/
FHIT(-)7} 15% 84 FHIT7} <Axe AE1Ab
& EFAANAGz e, o7]d ps3, Bel2,
BolX, Bax 5& #ojatx] o], pa1™ Bak:
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7 Frkstv o gAE 44X 4 s, w
Hell Roz 5%& caspase-8¢] FHITY M ¥i1A}
27159 F 98& #oha ok 23 gt
ol WE w2 HY HI2Z9 AXFAME FHIT
FUoE AEIAL FrEoN EgFe] &H~
0% FE 2AHUARC] RAAAR. £ AT
AME, 8379 dATdM, FHIT AAT 6%
FHIT W& 47389 AZuAEL 47 5072(%
1393)%, 59.38(+14.33)%2M, A o2 Folat
A FHIT 2819 AXALE0] J}Hp=0.01).
FHITY] AE&7 715 AEAL E3 9o, Al
EEE 23 F AXEEFY] F AAE dEie
G ZHdAM £E71E Yedls S A2 o3y
A 7% F G arrest 71%°] o, o] HHo]
G arrest 7159 F 849 paddteE Fasicia
Sard 5°¢ ®isgch Ji 5% FHITE adeno-
~ virusE "2 st #HeF HI20 AXEF] FYT
Fo FAMAE BMyos BN An AxEg
AAE YeE GIPF7F FHIT FUT 2ol
A 2}z 32%, 8%;*1 Fo5A FHIT 979 G
arrest 71%°] Y& RuaArt WY Guo 57
< 203 T SAEF FHITE FYE ¢4AE9
AL gAEY, AEEE AAE JEdE G
arrest= SRI8kA] Rty RusEck £ A7
AAME Gi arrest® WHgdHs GIPF7F FHIT &A%
B BETA ZbZE 5150(+2315)%, 54.16(+
20.25)%2A, FEH FF Aol gldom, Al
¥EE5E vYgse= SPFE FHIT 44w FHIT
WETNAM g 1393(17.35)%, 1565(E659)%E
A Al ke folg Aol giih
ZEHoz B Ao osd, FHITY 949A
76 AEIALY E-o] ot & 4 YA

2 o

AN -

el d 7 £ 4 AER9Q 3pl42 B

&d mE FHIT A4 715 & 44 7159 4
Aol AL FYAAN F83 7Fo el
RAzZEn FA o, Wz, TNM 47 2
Ho) w2 FHIT &4A5EE st & FAY
REETS] @A, FHITY 7% 53 & AEY A
EaAL AEEE A= 9FE A3
A O
A BANE HIoE ZXFH HAeg A
e 8339 paraffin R¥ ¥E 23& AAI}Y
dezAgstd Aoz FHITY 44 485 g
A & oy AdA AAERY BAE deotst
o, FAAE B 98 sub-Gy peakEA] Al
¥ 3A] HEE, S-phase fraction® Gi-phase
fraction 224 MERLEF7]0) wAE= 9L &
3.
4 1
A 838 F 3681(43%)9 A FHIT7 A45U 7,
FHIT A&l HHZd 52%, XY 22%;
TNM 1H7] 30%, 07| 48%, M W7 69%; &
ABPA 54%, HFAR 2%ZA, AgETE H
HAA G, TNM ¥717F J3E4E, Fa9
Ago] 9J&4= FHIT 2480 ¢k FHIT A&
Aud BET FH AEVS 409, BAHY,
29 AEEL 4%, 51%EA FHIT AR u}
AEE] Aole it AMEDAME-S FHIT
AT gETFAA Zhzh 50.72(+1393)%, 59.38
T1433)% =AM g o]zt len, FHIT 4
AZI BHEFNA Y S-phase fraction® Z+z}
13.93(+7.35)%, 1566(£659)% Gi-phase fraction
& 747 51.50(+£2315)%, 54.16(+2025)%2A 7+
T3] g abol= §igich
g4 B:
FHITE= A9 ¥ AAXE #Hel 43%0r AAH
Az, F99 48o] USFE, AdndE AgAy
J4Y+E, TNM B7|7F AFEE2 fold
FHIT 4ol ¥8t31, FHIT AAoRo) ma y&
&9 Aol It FHIT 24344 HdTHTh

¢

rlru

l-

—_
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