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WE  TaRMA R e RS, AR 8 REH 2 aateiie. Tar—kas
B BT . ERT oAb S % AT mi =k k. AT al—gd THRERA ATS
WAL, T REGHA RS, Am, I T @itk ihs % 2t mits — ARF ki
AR, BB B IANFEF, Tk me R HRAR, BT T miemie R B e R, 8 Bh &
M BT T MGTFmit f REH o A 4R, BT 25T 83 % miR FA o Fis
W AR T g sh, e An k) fAEE T4 T MR % . Foxw7(F-box and WD40 repeat domain-
containing 7)1f 4 —AtiL & 48k, i @ iRz T mie. WET @i, BT @i, AART @
VAR b I8 om0 o am e B kA2, K H R A R4 AR T it ek A Fe ey A £ &
YER .
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Role of Fbxw7 in the Maintenance of Stem Cells
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Abstract Stem cells are identified by their particular cell cycle status, they have the properties of self-
renewal and multipotency. Stem cells undergo self-renewal divisions to support tissues renewal throughout life.
Somatic stem cells are maintained in a quiescent condition but change-over from quiescence to proliferation as
needed, but embryonic stem cells and induced pluripotent stem cells will keep proliferation until the appearance
of differentiation factor resulting in blocking of cell cycle progression. To reveal the mechanisms of cell cycle
control in stem cells will provide new insights into the regulatory biology of the cell-cycle transitions. Although
various positive regulators of stem cell self-renewal have been discovered, little is known about the negative
regulators. Here, this review summarises our understanding of the role of Fbxw7 (F-box and WD-40 domain-
containing 7), a component of the Skp1-Cullin-F-box type ubiquitin ligase, which is a negative regulator of stem
cell self-renewal, and a key regulator controling the maintenance and differentiation of stem cells, especially the
somic stem cells.
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ST A EEAE M, Foxw73: K & R ILT 2
BE B B, #% FK Cded(cell division cycle-associated
protein 4), Fhxw7 3= 38 i 4 45 J& JH 85 5 4 i 1
P (cyclin-dependent kinase, CDK) il [ -
SIC1(p40SIC 1) i 1, K 52 ) 2F 4E 1% RF (19 40 My
JA JB-3Y, - AR 2R R R SRR R R B T Fbxew 71 [R] Y5 2
A, fE2k Hi v | Sell0(suppressor/enhancer of lin-
12 protein 10)/E A Fbxw7 )[R A, & £ Zi@ i
W Lin 1 2 [ B i S 52 Mo 241 R 3 5167 55 o [
7E B p R BT Cded ) [A) I8 2 Kl AGO(protein
archipelago), ‘& 68 ¥ 3 Cyclin E, 5| & H @ 1Tz
RACERAT PR MRS, 40 g0 A A AR . ZE /DR,
Fbxw7i bk i, 28U K AL MG 1110.5 disf 4E
T, JF AR B A ™ LE R E R &kl
KL, 408 1 Notchl(neurogenic locus notch
homolog protein )& H it K& R, FHH T
e A % 1% 2 B FTHEY 1 (hairy/enhancer-of-split
related with YRPW motif protein 1) [ Jii 38 i&
P Fhxw7" /N R T U ML FE S 5
TRRE B RE M, X R RE 2 B T Cyclin ERJ R A E
WU Fhxw7 /N 5 Fbxw7 /N B () 48 Jfa ik
[A] B % Bl 1 7 Myc(myelocytomatosis oncogene)
F|E R B, Myche 4% 2 Mg i 8 5 5%,
2 HE 40 Ho 386 ZE 039, Ah, Fhxw7if G838 i3 1 35
JUN(proto-oncogene c-Jun). Notchff] [% fi#, 52 M
4 P [ 19 5, R ATUNGE B 5% K 7 AP 1 (activator
protein 1)1 3= B2 44 Bl 3 4, AP IE 14 5 40 fg
5 A5 RS, Noteh W 2= 52 W R i HRAS(harvey
rat sarcoma virus oncogene). Cdc20(cell division
cycle-associated protein 20) LA 2 Cdh1(cadherin 1))
T, TR 2 PR ) S BE A ST

Fbxw73: K 5 RAE D e E B A — € i IR <7 18,
Fbxw7 3 A g e PR 11 Rl DR R 1 428 2 11 ot
RPN, H AT R I, Foxw74E 2 F N 2K+ 40 i b
BIA 255, Foxw7 £ 200 5 HRYIAHEAEH, R
iz RGBSR FE AR H H, Foxw7iH#EMyc.
Notchl. Notch4. Cyclin E. JUNZ 1] [ fift oK 5 Wil
A JE S TP G/ S IR A 46090, [RLHG, Fooew 7] REAE 1
5120 M A G AR A oA AR TR AR

1 Fbxw7EF & SERHE

N EFbxw7 5 K 7€ £ T-4931.3, 4K 4200 Kb,

16N AR T, BT U gmbD = A =R 1, AR PR
F R 7 5 A [7] 43 NFbxw7a. Fbxw7BHIFbxw7y,
P B HARA — > R A I, F-box i it 554
HASCFAZ 2 8 H B I 2L i 14, WD40E & )7 471
¥ B R W &5 & M. Foxw7H A B 1A [H) 8 AL &
A N AN F] ) I e, FoxwT7afE KE o R # 2=
F ik, Foxw7RN 314 1£ i B0, B AT Y IV 40 Pl e
LA T 2 5%, Foxw7a. Fbxw7y ¥ B 3% ik 75 41 ity
%, Foxw7BE B 3 1k 75 41 f Jii Y. Foxw77E 1 %
AR, AR SGBE T A AR, Foxw?
T2 AR A n) B LR B B (1), Fbxw7
() K ¥ & A 4 fiMyc. Notchl. Notch4, JUNAI
Cyclin EZE), Foxw7:f i iH 51 — MR 55 B R 1L
X 3 Cdcatdh FR [% fi# Yt %€ ¥ (Cdc4 phosphodegron,
CPD)kK 5 R W 45 &, A A ICPD 5 Fbxw7.2 [ ff]
SRR NI, Xk E T Foxw72 7 7 5 Rk IE
fif B o Foxw7 B fif (1) I 4 K0 43 R i i 2
(oncoprotein), P51 E BN A HAG 0] i e AR K )
TEH, HitC&rEvr 2 NRMIE T &KL 7 Foxw7H]
I B RAR, BLHE TN L S vk T2 20 i 5 L 99 (T-cell
acute lymphoblastic leukemia, T-ALL). T#f Jity #k
ER. IR, BE. 4. B, HE.
B o SR Fhxw7H R RS B A7 B F AL
FEWDA40IX 5, % X 82 5 4 5 nl (1) i 72 .
I, WD40 X 35k (1) 25 5% A8 45 2 52 1) R 400 1) % e
Fbxw7 [F] I 9,23 X6 40 i (1) 38 58 73 At il sz e, &
Z2AE SEFbxw 752 Wi Vi 22 B T 40 . VR i 148
P15 5 22 Dy e 1 40 L ) 3G B AN O3 AR 13250 AR ST
J& 25 DR Foxw 70 4 i 1 38 58 A 2346 1) 52
M o

2 Fbxw77E T 2mpR4HRa B HA R BU1E A
2.1 Fbxw7{E1E I 20 B0 40 AR B HA TR B9 4E

i Ifl T 41 Bl (haematopoietic stem cells,
HSCs)a2 H H B 78 (1) 58 33 1) 1 — P A4+ 40 Jit,
T8 3 XPHSCs ) K & B 7T, FRATT & I 48 7 1 40 i
B b2 S L T R i — A OBk, I A AU AR A,
HSCsit N 40 i & 1 32 V1 2 gl i R 7 4%, 24
5 F # 2 -o(interferon-o) R k7 2 A 48 7% 51 38 R 1
(granulocyte colony-stimulating factor)®, {H /&
A R G L 3 P TR 2 AL 1 PR RE A58 Ak T AR B
B
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Target
protein

Degraded
product

N cAMP) @
Recycling @
SCF (Cull-based E3)
ECV (Cul2-based E3)
HECT-type Cul3-based E3
[ RING Cul3-based E4
B3 | fingertype | peg (Culs-based E3)
| | [EeesEpe Cul7-based E3
~ PHD-finger type APC/C
L Others

ZFR 5 T(Ubyild THFEATP 7 5045 & Bz R E A WORIEE D) b, 5 (S B2 A5 G EH(E2), fJ5 Ub SUlid vz FE Mg (E3) IR0 1 k.
ZRZFNMER, RAP26SHE AR IF M. E3EEHN 127 0035 HECTZAY, RING-finger . U-box’!. PHD-finger}!. RING-finger
FES BBy NE L FR, SCERLZ RIERBNR AR L 11— KK

Ubiquitin (Ub) protein binded to the ubiquitin-activating enzyme, E1, in an ATP-dependent manner. Then, the activated ubiquitin is transferred to the
ubiquitin-conjugating enzyme, E2. Finally, the ubiquitin is linked to the target protein by E3 ubiquitin ligase. The ubiquitylated protein is destroyed in
an ATP-dependent manner by the 26S proteasome. E3 ubiquitin ligases have four major familys: HECT-type, RING-finger-type, U-box-type and PHD-
finger-type. RING-finger-type E3s are further divided into more subfamilies, SCF constitute one of the largest classes of E3s.

Bl Z|EZENREER

Fig.1 The schematic of ubiquitin proteasome pathway

TEAE VIR I A Ao i A B A, 400 e 1 ) 4
FFH B IR TE B AR S DL R 1 AR A OB Y,
Myc 1= B RS AT RO HS Cs it FR 58 5 /440 27,
R S 1 R o /) B I R 38 PR Fbxew 755 IR 23 3 3 HS Cs
TE 4 M e 1F 7 T )R a2, ik — P i My e BE R g
AL RENXFPERIE . X ULRH, Fhxw 7R vl GE 5| 2 Myc
(1 RAN, T EAL T 5 R AS HSCsHEN 20 i & 11,
A, Foxw 7k g 1 2 ity ST I 140 i+ i My e
[PIZRILPT,

Fbxw7i % )5, H30%/NE R BLH T HSCsTE
it B R E TR, JRGIE T ™ 14 i 40 Ak,
K2 BB A RIS 1 4H 980/ 17> B T R e
BT T2 AR S ok 4 AR 3 of s (T-ALL)(&12). 1t
b, TEHSCsEUE /D 1)/ R, B & 2E T pS53 Bl 5l
EAARIE T . Fhxw7iibR 5, R ITEkp53 0T LAk
S LML /MR IR, {H 2 £ 70 AT 1) P 51 2 T4H
R . XYL, KN REbxw 7R BR IS, MycfE4T
b ) RE SR T T Rt R, A pS3 K
A R T S B, S SR TR R P k4
JEAL . Fbxw7Hp53 0] GELEHSCH A4 B — AN XUEE (R

RGO G T4 (AR € . Foxw7il Rk A,
fEFEMycl¥ B R, HSCsBE Il T 4EREif H RSB,
Foxw7id 1A FJHSCs 2 A 5 5 ¥ B 6 f g e/, it
— 2 B Fbxw 738 sk 18 44 40 o 5 L0 7E T 40 B 4 #5777
T i B AR
2.2 Fbxw77EHZ T 4B E AT AV1ER

T2 T 41 il (neural stem cells, NSCs) 7,
Notchf 5 i 4 XINSCs i H 38 5 B A < B
IR, #0214 i 10 4 F5 75 ZENocth 1 fiNotch3
TE 40 R 2R, Fboxw 74K 4t i) Notch 2 [ Jiii [% fif
X TR A B I 4E R DR L B R
W TR B,

o S i e I BRU S Fbew 75 R TR, E VR A B
16.5 d(E16.5)HF, #i B /1N B A9 i 350 40 it 4o 28 2R v
HBNotch1 [y kB RAACY, 5 E R, IERAGI16.5 d
IF, e /0N SR = [XC P Ao 42 400 A 386 5 e g W L 3%
9. [ T Notch. Fbxw7ik e, #£8EKiL H ¥l 7 JUN
1R AN, HHSCsAN A 12, 40 M 3 A K IMyc)
PR T X 2 BRI o BT R IR, Fbxw 758 5% /N B
MR 7% 05, T2 IR AR 28 BR LE X 20
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B2 BN, (H R Fhxw 75 e H 51 2 T 28 AR 26 =
R EERAEFE LGN, XEsE LR, Foxw?
AT TNSCsEU R BN, Foxw7k 2k X NSCs
FIHSCsit i 1) 52 ma A R J5 R, B RT3 )i
il BE. X TTRESE T H ATNSCsH i L FE fE B W
5 FHSCsHI 4t K F o b AN, 76X P AT 41 i R,
Fbxw7 40 8 AR —FKE. Fhxw7) B2 AU £ 5
MENSCs 3 FFEHr, FAREE IR 45 KB, Fhaxw7
(1) 85k 2% 38 2= 52 NS Cs ¥ 73 A4 BE 77, NSCsn] # 28 JT
SYAGRE TR S5, T B i ) T A R T o A4 i 1)
JiT53 k. Fhxw78 AL 2 BRES 75 FINSCs JR AR 1T
FR5IEE R B ARAY, AT LU I [F]E BH W Noteh (5 518
e, BRIRA ERiEEeI, DL g BRI, Fhow7ik
IR T NSCsH H T #7681, I 18 i 1 3% Notch
& 5IE B R INSCs I L TB R (1K12)

Fhxw78 5% 5| 2 (INSCsE 34 5 A1 43 A%, J7 T 1)
R A ST KMEASRE 75, RABPNRE =
i = LT HL A 5K, A S R R FLAT N
T PREIET: . AR, /ENSCsH, Notchfs 5 i

I
\/ Bone marrow

I

Quiescent Cycling
HSCs ‘ ‘HSCS
(+),/ p53 )
Activition
Apoptosis

Lo

Pancytopenia

&

Leukaemia

% T Ui OC B 1) R4 N 43 F-HesS(hairy and enhancer of
split 5)Z= 4 Fhoxw 71 R R 8% 53¢, Fhxw 775 /N R 1)
NSCstR A TR LI T 70 A RE ) 2 45150, X
UG 2 LR W, Fhxw7XiNSCs i385 55 70 b B =
R
2.3 Fbxw7iERpE T 4B AR RIER

/N bR 2 9 BB B 7 (erypt-villus
units) ) i, XL EAIA B I B RE ), JF H L
f 21 234 B v ) S HT AR . i TE T 48 Y (intestinal
stem cells, ISCs)#% A N 7E X — 1/ P11 #2 Hh A 1 2L
YERBY. Fhxw725% 4 /N B iz 38 M IR 20 B 322 30 H
T BE I A, SRR B Fbxw7 5 51 K T
JYy 18 Ji e, I K LT Notch AMycfE Jizg 18 41 Jfl 7 i
SRR, SR Fbxw 71 & 73w B I A 51 i B R
PE )N e, (H e AR R PR 4 i B P, Fhxew?7
[ Bk 2 38 0 T JUNFIDEK(DEK proto-oncogene) [t
SR, B T8 B e B R A . AE i TE b [E] IN RR
PISFIFbxw7 23 5 )& FL A 1= 28 1 FVEE 7 VE 11 /)N i i
TR AR BT FRERN, Fbew75p533E [FHIH] /N

Brain @g
?

NSCs

-
NSCs W &
Diffey
Chliation &
el

i Neuron, Glia

Aberrant brain development

FEIEILT-ARE T, Fhxw785 51 EMycfE AL ¥ SRR, A 1 R o 200 S 0 A 200 o 301, 3 1 00 ) 3o P2 088 B p S 3 A A T 0
I, 2 T EA MMM AMIE, p53 15 S B EAT BERGE W R 4 2 A e S BUA MG . fEMZT AL, Fhxw7{1Hk )k 2 T ENotch ) HAR, 2T

SRR A BTSSR, B2 P BRI A T I

Loss of Fbxw?7 in HSCs ledding to the accumulation of Myc and the re-entry of HSCs into the cell cycle.Then, the Fbxw7-deficient HSCs may subject

to apoptosis as a result of pS3 activation,and give rise to pancytopenia. In the absence of p53 induction, The cycling HSCs eventually leading to the

development of pancytopenia. Fbxw?7 ablation in NSCs results in Notch accumulation and the imbalance between self-renewal and differentiation, the

Fbxw7-deficient NSCs eventually give rise to aberrant brain development.

2 Fhxw7RRKFEEMTHBRSHETHEEPSIREFERE
Fig.2 Fbxw?7 ablation resuilt in aberrant stem cell development in HSCs and NSCs
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JidE, A AN RE A 78 Fhxw 78 2R 5| 2 (1) iz e A2 15 72
H1Fbxw 75T ISCs RIS T 7 A Y o
2.4 Fbxw77EBRRR 4R E #Ah a9 1E R

JIE 6 T4 i (embryonic stem cells, ESCs)-5 Bl fA
T-40 A, & RAR RIS R 10T AR AR T
Y fitd h, Cyclin E-CDK2K &) 2= JA I i B0, IF
FEYT & B G /ST e AT BA et SR 7
ESCsH, Cyclin E-CDK2E &%) — H AL T HUH IR A,
RIS ESCHIG I K 46 7 . 5 Z FH LI, Mye
fEHREHESCsh & & F5, £ FMLIESCs
i, MyclfI &= P46 R . S5MycHl ., Foxw7[(] & 7
H R EHHIESCsHRAK, ML 3L IESCs 3%
&5 ERPY. Ry P RBRESCsH IR Fbxw7, A5 1
Tl A 2 8 A1l Nanog(Nanog homeobox) 15, 1X 3
HHFbxw7v] B AN 2 HESCs H 3 #r. bk, 715
T IIESCsH, JE I RNA TIPS Fhxw73£ 1k, 1]
i L E IR TS, 40 2 I Oct4(octamer-binding
protein 4)ak # NanogBH £, Fbhxw7#k R AL 5] i 2
HEYIMyct 5 L Rad ok, FHEGMycH) R i&,
A Fhxw 78R 2k 5| B ) R R AR . IX R B Fbxw7
T L I Myl F R S IRESCs I £ g 1. ESCs
(12 Re 4% C AL ZE L SRk T T IZ IR AN
WF 7T, X ek BER B, ESCS/ERN 3 5 /K7 iR 4% B
AN BN
2.5 Fbxw7iEiES S Iee TR EAFAER

TE F% 2T 2 21 o+ 5 il 2 18 OSKM[Oct3/4
Sox2(SRY-box 2). Klf4(krueppel-like factor 4)LL A
MycE:RN™, i J5 433 11553 2 DhRe T-40 i (induced
pluripotent stem cells, IPSCs). ‘& [ 40 i 2 &, 4i
T JE S DL B B T A S S ESCsian AR MY, T
Foxw7XFESCsf¥] £ f& 14 1 4%, Foxw7w] & tH 5%
IPSCsH) 2 BEPE. £/ BRI BT 4 40 g o oi i) 3%
IEOSKM I [RII fiB Fhxw7, 5 B3R i 272 OSKM
FHEL, 415 2 AP M v 1% 2 T 60%, 1X 3% B
UUERFbxw 7 0] {EIPSCs AL AL R 52 TH60%57, JRE
My & — ™5 M B g 2 1) B 22 [R] 1100, {2 B T Mye
I A B AL Fhxw 788 2 X IPSCs e A 2 1 42 7, 5t B
Foxw7 1] {8 i 73 41 19 J& W) 5K 52 TIPS Cs ) 4 16 2%
RO X SE R, 15T 2 Re MR R 1 1) o)
THURAFAEZE 5 AT T HRFoxwT R T w] $2 7
IPSCsFALE I 43, B 75 20T B RN L i) A 5 0 iR
AT EFIER K o

2.6 Fbxw7TEFS IR T4 A HAHRIIER

5 Ji - 4H il (spermatogonial stem cells, SSCs)A&
(DASRE FANGiE R e e M AE Rk TS S R
REMAE S, 7€ 1A 704 P 50 1 00 B B AL Y A%
45 AR — PRSI 4B . SSCSTFEAE T —AMFrik
HIRA ST b, PRIEAR A2 (e B B IR R A R 1,
JB JoT 200 M R M 2 8 5% IR 1 (glial cell line-derived
neurotrophic factor, GDNF)Jf »& — Fj Jt Jy B £ ¥ 41
LR 7, RIS SCs H 3 HH

A KSSCsHy 7 7 AR AL &I, H BT FATIA A,
GDNFi#l [ESRCK J& 1 7 1 P i HRASH: A, i
i 4 f % 5 O HRASHE ] 5, SSCHT LA AE A ¥
INAE A7 A0 U8 48 1 DR 5 R4 0 T B 3R CE . Tl
Wr HRASH: A ) T Vi 4 ¥ AKT(RAC-alpha serine/
threonine-protein kinase) f1MAP2K1(dual specificity
mitogen-activated protein kinase kinase 1) i, #Jil
- 24 10 48 45 LB B BT, AR B AT R R E
B TR T o R R T 40 B 40 i i R IAAKTE
MAP2K 15, A& i T 40 i e 38 1 2 74 0 21 4 4
it 2E K [Al -7 2(fibroblast growth factor 2, FGF2) &%
# GDNFY JE+, iX 26 {5 5 @ 2% b A EtvS(ETS
translocation variant 5)f1Bcl6b(B-cell CLL/lymphoma
6 member B protein)***", ‘B A1 5 H A S K7, W
ZBTB16(Zinc finger and BTB domain containing 16)
&Y% Taf4b(transcription initiation factor TFIID subunit
4B), SL[F I SSCs ) H 3K

AT WT TR I, N BRORG R 4 b AE AR
Fbxw7[f] % i&, SSCsHFoxw7id % ik J&, #E 4T £ 4l
SEUG, 5500 B EL, TR R e B R e b, 1
Foxw 74| SSCsHINGFARE 1o A F R/ R AL N
fIFbxw?, BHAIRSE A BORS 7 A& A2 ™ EL 32 451, KR 23
A= B 240 e S BEL s R S A R B B, AR 2D DL 31 el K 73
A, JEEREA KSR MR TSI R Fhxw7ikt
K SSCs 5 X HEZH AR LL, M FE e 1858 . {EFbxw7
H#E & o, Fhxw7Ek 2k 5] 2 T Notch1/2. Myc.
Cyclin E13 525 i1, {0 245 [ B Mych, 46
Wi SSCsHIR AR, BLAh, Hflid ik Mycth T L
S IR SSCs i 1 i 1 #2250, 3 3 B, Foxw7ili id 5
Wil My c ) 22 18 X6 SSCs R M i 7% /1 HEAT 1428

3 Wig
JR A Foxw77E T~ 40 o 46 F5 v 1 16 A F1 25 W,
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BT IRAFAEVE 2 W 0 @ R i k. T2 &
W 18 i Foxw7 5 Myc/EHSCsAH Mo J& # 1 4 7 1 1F
H, (B /2 Myc ] fig il i i HoAt 3847 oK 5 M HS Cs ) 4
Fio EERERRZ, ARERR, HSCsH 2k AR /b
I HAT DAREAT TG U I, X MCR S B B2 TTHSCs
HIDREM*T . MycRE i 15 ¥ 2 oRi AR AH SC R D i 3%
i, Fbxw78 2K 518 fiMyct 2 n] G f2 I HS Cs 44

Ty Hb — A B E ) g, Foxw7 D) g 1 1 %
Bl 2 /A7 48 =0 i 75 77 2 Foxw7H) =+ JZ .
Fboxw7 /] i 75 T F1Fbxw7 )& ¥ 1) % IR 1k, Fbxw7
FEHSCsH 7 AP, Foxw7il % ik # 5% T HSCsf)
B ae /0% Bk g5 R W, Foxw7i) 3= FE X
HIURe A EERm. REAFMERZ » T, G
microRNAsHS % Foxw7 [ 3¢ 1A #F 17 1 #0501 ix db
SR KL KRB T4, (H27E g, X
oy TR WA FRRERIEANR, EEASERR. K
B3 BIFbxw 7 IR 4, ARl 1k A A0 HORURE iR 5 il il
W 3(glycogen synthase kinase 3, GSK3) i ik
TBAE T, GSK33E 14 4% PI3K (phosphatidylinositol
3-kinase)-AKT(serine/threonine-protein kinases) il
% 4 01 GSK39E 14 =y B, Foxw7 (1) Ji 9 # i IR
o, WLz AR A B, 20N G R 32 B .
PTEN(phosphatase and tensin homolog)#é 71 i %
PI3K-AKTIE %, & AE 15 I 1TGSK3iE 1, 4ERFHSCs
(R 1k B[R, PI3K-AKTIE % A fig 38 i 4%
GSK3 G MK Fhxw 7B D e «

Fbxw 7 3 M AH 5C 1) PR 32 AL, 76 Bboss o K
I T PINI(peptidyl-prolyl isomerase 1) i i 2t
Foxw7H) H 7z R AR AR 2 Y DL D RE, (2
FEPINTAESSCs H ¥ 15 FH &0 H - SO, PINT ik
k2 FHAE®, SSCsH i FrPINI W] 5| #Fbxw7
RIS, X5 8 I PIN L #EFbxw 7 [ i 1 25
R PINLIERIEBA 5EFbxw7 & 21k, 7]
AE B T Hok A 1) B AN 2 LA Fbxw7, B3 PIN1
AR HeAt 7y 7L FEE T IR — 1k FR . #ESSCsH,
PIN1 5Fbxw7Z [A] (A ELAE I AT e BE I B 2%, &8
K EIE 245 F. PIN1SFbxw7) 3R IE B % A& 71
FH G BB, SR TPIN LAE 2R 7340 RS J5 40 i v 1) 2234
s T A A ™, X R A W] BE A H At i 32 B
Hl A AE . PINTSR K 457475 SSCs % /1, fESSCsHy,
PIN1 5 Fbxw7 ] - 1] §E X SSCs iy s th 5 47 H £

EH

FEAS TR A 4TI, Foxw7 15 F ML 777E 2 57,
FEHSCs+ NSCs. SSCsPA K i 4 i v i) i B A2 75
I T AR R T A S {1 — P I E . HE H
HiT [0 45 51, Foxw 77E 1 22 40 g b 1 2L A 3001 40 i FA
S I O 2 R A0 M 1 D DO R, G4 R Foxw 71X
— B 5] B [ J5R S I T AH  R 1RY e 4T R A 1R 4
IR BT H Y, 18 75 2T 2 R R AT .
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