E1/H

ROEFELEFEDRFTEXZFHA, FTOM1 ~H4ITEZX K.

HFE
v

X

Ve

EfE

it

HfE

Vit

o X
it

HFE .
¥
HfE

B, WEAPIOEEZFHATNDEIOTTY, EY-o TIFAELEHKRTTR,
HWER BICIIEYCEY, BH, BEMRELBERDEYREFEEL TNVD
Ko TRTOEYICRSNZHEHEER A TNDENE,

3, RATWET, TIWN, a VANV RAFBTLDHTEESBVATT X
.

FOENR. EEMEICBEETEIVANINADZEE (7 ) EWwoT, 2
N=—EF A ADEBRTHEDNTWZATK,

HEDERIT, ( 4 ) 2lioET)V T ADERED T4 TV —DERE
BfRL TWE LR,

FUTAADRBET (D ) LWIBRKPFEAINLEL. WETR, ZOH
RIIBEFEEROHEMTHZORNICRIAIN TS ALK,

BETEER S HMPHKICEKIZS D ETH, fAhH5ZEENNTTR,
Thiz5, ¢ EYBROBET X 2XBEOBNTY NV ERBESE5E
EFHBAEREP> THLD. RBAOERICIE, RAEYNIE
(GFP) EBizF%Z ( T ) BEBEFELTHEBINAR,

GFP > THEX® ( F ) ORFNTREADHNEHETZI NIETITA,
TIXI R&EMH-T, BT X & GFPBEETFEDORITNIIAIREALL. GFPi#
BEFRT T T IAI RITHARAENTVNE NS, BET X EZHBADI E
L&D,

TIXIRoT, BBEFOEVCFOVLEDT, () EWSATT LA,
FRBIHISEIIERTEISHEIDT, RKBAFTICRARBELTE I,
LMV XLz, REOERMNELATY,
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M1 2FXO( 7 )~ B ) TAZBRLEYLHEDEZTASBATERIX.
A F Y UT—, XU —, [RWERE, WEEA, 7 AN, IR,
Ty—2, VR=F—, 7—=F7, FIR, 1207 —F—, aIER,
®a, LRE, PHEE, KBS

B2 TF&HEPalcBILT, &Wci@ET 2 3 D0E 2%, TOMEEZ 100 LR

TEA K.

B3 THEHEbIZ, FYU T4 ADERZDHEIIBIRDNED, EOLIRERTDH
5, 100 FLANTEZ XK.

B4 THEEcIZOWT, EROFIE1~6 2 FIIRT. LFOBWIZEZ X,
<FME> \
1. D4 /) 1 DNA 28RN LT, BT X OFEE % PCR Kk THIE
2. L -EMETF X DDNA W Z FcoR | & Bartl | DHIBREER (R 1) TG
3.GFP B TFMHARAENLZTIAIR (K1) éﬂlﬁ 2 LR U HiIFREE SR TG
4. FE2 OBEFXZEZFIEINDTIAIROMCS IZHEA (K2)
5. Fld 4 THAAAFET I X2 RERKBENEA
6. B L THA TIOS— 2o KIBEZ BOLEME THE

Tox—4—

INFHoO—=2TH4 k(MCS)

GFPE&F

K1 T2 GFPEGTVHARAENZTTIAIR
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%£1 MCSIZHDHHERIEZTNS 2T SHIEEERE

HIRREER | VM9 HECSI
Eom ] GIAATT C

1

Yba 1 TICTAG A

1

B/ 11 AlGATC T

BAEFXDDNAMT K
Jox—4—

|EcR 1| |Banti 1| Xba1  Mre 1  Bg/ 11

GFPR{EF

(5°-) * « * ACGAATTCTCGGATCCCTCTAGAGGGCTAGCCCAGATCTACGC

FEEEEETEEE T EEe e e e e e e e e e e et

(3’-) » « « TGCTTAAGAGCCTAGGGAGATCTCCCGATCGGGTCTAGATGCG

ATGG « « + (-3%)
[111

TACC e+« (-57)

M2 EBRTHEATSHSIAIROIINFIrO—_TYA b

DIFHALF
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(1)

(2)

FRIWCRTFIEICZ> TEREB I 2o A, KBETIE GFP & —&{tL
FHEYHROBETF X DY NI BERBTERN >/, TORKELT,
FIE1IZBNWT, DY /) L DNA ZFHFCL THD, BEFXDITY
SEA4 PO EZY DNA MF ZBIBL TWEI EAHMBETH D EEX
fzo TNEMRT BT, BT X O DNA Z2/E->T, PCR K
AW BLEND B, HFH DNA Z2ERT 2RI, AT 2YHEEEE
THEYZAAEbEIEEND., TOO~@M5RY, ETEAL.

O DNA & HEEREHR

@ DNA & DNAANY H1—+F
® DNA & RNARY AT—F
@ RNA & WiREREHR

® RNA & DNAAY K —F
® RNA & RNA KU A F—F

FIEIZRT LD EcR | & BanH | OFIRERZHERHL T, K2 TRTY
WFra—=2T91 Kk (MCS) NEIET X DEARAZBIRD, TD
TIAI RERBEICEAL, KBEITEGT X 2LTHETED ERKE
T3, LML, #lRTESIC, BisT X & GFP BEFOMICA hy 7O
R> (TGA, TAG, TAR) WAELKZD, ARCOHAENTNEZDT S L,
KIGE BT X & GFP L —R{L LIS NI BEELTRETER N, £
ZT, GFP LKL X ¥ >NV HEORBGHE2HEZTHOE, FTod
~@NS5TRTEY, FEETEAL. £EL, #EFXOTOE—F—f
THRTS R 113, O~@DTRTIERINZBDET S, £z, O
~@IZEE SN TV D HIRBERIL, ZhTNEET X & GFP BaTORMOE
NDHZEYIWT 5,
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(Fl) BT X% Bad | OECHITRALIC, FITRTELANCIZS K D ITHAAL,

[+ - -[&&EF X]| GGA TCC CTC TAG AGG
GCT AGC CCA GAT CTA CGC | GFP ExT | ]

© BETF X ZE Npa | ODRFIFALIC, FIRTEINCARS X S ITHAAL,

(- - -[BEFX] TcTaca - - - cce [GrPBET )

@ BEIET X Z Nhe | ODEFIFALIC, FITRTEFNC2S K S ITHARAL.

[« - -| B&EF X ]| ceCcTGAC - - - ACGC | GFP #&&F | ]

@ BT X % Be/ || OEFIFALIZ, FITRTEINCIED L S ITHAAD,

[- - -[#@&FX]|AGATCT + + - ACGC [ GFP BT | ]

@ BET X % Mba | ORFISMLOFNC 1 52 (T) 2BAL T, FIRTES
12725 & 5 I BAD,

[« + [T X | TTCTAGA - -+ - ACGC [ GFP BT | ]

® BET X % Be/ || ORFIR O 2 Hi (TC) EFALT, FIORTE
FINC 125 &5 1AL,

[« - -[J&T X | TGAGATCT - « + ACGC | GFP BT | |

® BET X IHBERED B2 | #EAL, Bg/ || ORFRLOFC 2
H(TC) #HALT, FIORTRANIAE S LS ITHBALD,

[« + -[@EF X | TGGGATCT + - - ACGC [ GFP B&F | |
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E2/

ROXEZGAH, FTOBE1~M4IZEZX.

BERABE THENZMRNEEZELTHY, a Sl EEIC TN TN
BEDY VBN EN TV S, MRERE-CHENAICHEIND Y 2NV BEDER
NURY—LTIRUCESZ &, TOURY—LIF (7 ) IAEBELTERERT S,
( 7 ) TiRb PANT 4 BEBRENEREND, RIZY 2T HIZEZROIERE
ERERICER - (4 ) IGEEN, BEAREOBMED T2, 0%, XN
fRIZ & > THIRBEABE L, MlEEARERINZD, MRANTEINZDT S,
BEREMT ¢ M OMEE/NMIICEsA S, MENICRVABERZDD, WD
RENEPEOEIZL RY—LERAL T, RALBSBEREIALE (D )
EIEN, Hlekshs,

M1 XE+HD0 (7 )~ (9 ) CASHRNGEEDHKREZLAT X,

B2 T#H#alcBLT, UTFOBWIIEZL.
(1) URY—LTERINEZI NRVEORMI/NBENDITERIILEDLD
WL THREZDONEERICEZ K.
(2) ZONIEBRSDOHEDOMEBENENL T, BREEKRD Z L2 LM
EZx &

B3 THEbITELT, UTOMWIIEZX.
(1) ZoHeZHEITI/BROEMEEZR
(2) ZORBLUIMIINIBED=ZRBEDEEIIRES<HEEEZ 3 DEX
;0
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M4 TFTHFcICELT, ATOMWIZIZEZ XK.
ZOERZMEESNE X X,

(1)
(2)

YOMRA~NDEYRAHE (% WT)

120
100
80
60
40
20

&8 X MR FEET X RE T, ME Y LfEE LIk, T
c DEREZEL THE Y #MIEAN~ERVAALT, MIRNORGICRIAT S,
FITEUNRIEX ZHo TV ARVAIRIC, BAER (WT) 0 7 HEX,
BEFERA BETERB, BEFERCICE>TT7 I/ BAELLS
SDEUNRIE X BENTNRBEE, TLUTHE Y OMiaN~DIRY

ALE, XORBRE, XY

DFEEITOVTHANT, K 3 IIER TR/ LN

FNENOTF—ZEZRLTEY, 72 70#IZIWT Off% 100%E L TRL

Tbéo

BETERA BETERB, BETER CITL->THE Y OMEAAN
OHRVAHENEL-BHEZZTNETNHRIIEAL.

120

o

= 100

£ 80

i 60

ﬁ 40

S 2

0
WT A B C
RZFER
AU ROE X

120

S 100

s 80

$ 60

g 40

3 20

< 9
Wr A B C Wr A B C
RIZFER REFZER
2898 X 22898 X

K3 ZoNVEBEXICEEZMEY OWMDAAIZET 2ERER
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F3ME

ROXEZEFH, FOB1~B4ITEZ X,

ERR TR A BEEOY DXV EICEDAMBEHNXASNTND, EENDOE
RIFNF—FEELTRAKEHOVDLEDTH 7)) a—AOMBANNOHELE, R#H#%
BlzH T2, BEHROI )N IA—RAd a MG EEMOBESY > XV ETHB V)V a—
ZEEEICE > THRNICIRDAEN S, ANICRDAENZ b VI — A mikiZ &
S>TEENS., MIRHNTIIBEREDY DXV BIZXD )N aA—ANRBENT ATP
EORL, TXNF—ELTHAT S, EEAEYTE, ¢ BREDBFENZ )NV I—
ADEAIZ, 3 DDERFBEZIEICET L, RERICATP BNERI NS,

M1 THRIaICETZ2RORIIDNT, AFORWICEZ X,

FNa1—-2 @ +
° Na

B EMER

|

&%i&ﬂﬁi///

BEREA

nE (&R o Na' K’

M4 /NEEEMATOY)IV— A%

(1) /N EEMROBENEERIODONa/ 7)) 23— A @KL Nat &3z /) a—
2% FERHEBNICERDAD RN Z)L a3 — 23 EEfREEEAO@ ) 2
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(2)

M 2

M3
(1)
(2)

[l 4

— AHEEICE > THRBRANBRE I NS, ZDEEDR@F MU T AR TDRE %
50 FUANTHAAE L.

O~@DESY R IEITDWT, ZNETNREERET H, ZEHRET I0MHE
EWCitE.

THEbICEAL T, MEBEZETFAHRILVES 25D, TTFAHRILESZD
EDOEZ&L,

TR cITBALT, UTORWIZEAX,

RO IEEDOEBRDSS, T AL RYTTEFTTEIHDOELZDEZ K.
FRICES> TN A—ANTRICHREINTIRNF—24AC2BOXE XD
BRITR LU 720

CeH1206 + 60, + 6H,0 — 6CO, + 12H,0

60 mg DIV IA—AMNFELRIHRINZLEE, EUEZBILREDES LM ng
2B MEXEK, 2L, EFE%ZH=1, C=12, 0=16 £§ %,

THRE cITBL T, NFVFF—HFIRMMERIIBNWTY 2 BZ ATP 05 7)1V
—AWBL, JIVOA—R-6-Y CEEDI HEBERTHD. K5I1% ATP HETF,
ANFVFF-—VRBEN—EORD, ) I—ABEEAFYFF—YORIGE
BEOBRERLIZT T T THS,

-------
-
-

MRE SR O R —>

ZNa—EE >

K5 JNa—-RABEEAFYFF—EORIGEEDBFR
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(1) ANFYFF—VREZ2HBIEAZROREEZRT V5T 2MT, ER
MBI EDT I 72 FBRTRL TS,

(2) BRRIGEHRFNICHETIVEEZMALEZDT 57 21T, MERMKIZ
DT F TR TRL TS,

(3) MM EBERICD VW TRINIRE OB RN 5 Z ORBEZNTNET, 80 FLL
WTHAT X,
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Fam
RONEZEHS, FTOM1 ~M5ICERE.

BT ORBFRRTIE, BLROF (£L) OLBEMEN (7 ) HHL,
B ADFORREIND. 84D FOTNENIIEGRICHRHL T, KEVMIM
EHEMRIC, ASVHERSHEAICES, HBAZESIIHRLT, 2 D0
BECD, —F, HLROEEKNOED S BRBOSE, ( 7 ) HBLTTE:4
OOREDSE, 3DILREL, 102D SMIERS, KOS ML 3 B0
ReBIRW, TNZEDAELZ8DDOKD DL 6 DAMIRMICEEHL T, BE/FO
MfEB, TOBICIET S 2DO0MRC, 3DOKEMALIZES, KOO 2 DD
MREDDOKERS, BRlAEMBEBISMELT (4 ) &0, HHlEEMED)
BMELT (% ) &5, COBEE (T ) SHEWS,

(7 )98
A

[ |/\ TEHE A B A —
1l Bl
Yex-:Joxaz
(20

xR R4 57

gy i)

BAL
(DAY
— ® —_ hd — — _— WD
® ® 3E® BoBEH
\\~,// \:::;J Hn et QQP

\iac fmiac
BEoD S b iXORR )] #pE B

K6 Y OBCET R

M1 xE+o ( 7 ) ~( T ) KRbEYZETEZANL.

B2 MEA~-DOAMEEZK.
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M3 UFTOO~@OMLELVNHDETRTEREY, BETEAL.
O TEMEITMEB LRAL, BHREXVETS.
@ #Mifa B ZHIRT B LIEMENKED S IZFEFI T i,
@ 2DODMIEC ZIEIRT 2 LM ENKRD SIZFFI TNz,
@ M D ZHHET B LM ENKED S ICFETI T hizn,
® TEMEMILIIEMIED 2 5D DNA BZ2FD,
® MR CIIED > Bk D5 D DNA BZHD,
@ KD BHRIIHED D 2 {50 DNA &% D,

M4 5ODREEEZFOHTEN (n=5) 2EZX5. 1 DOEMEMKIT, &4 OHF
REKIIONT, BHEROREEEXFHKROREERD 2EEHEZHED., 20
EMREEICBN TR NDERNEORBAOHASDOEDOKE, UTD2
DOHFBITDNTEFIOEREEDBITEZ L.

(1) HRIREEAR THABAINEZ SRVES
(2) BHERAEHE (0=5) TXTT, BED 1 HFIDHT 50% DR THAHZ N
BI5EE

M5 HBHROERICELIMIBLEFPLpNHD. PIRIEFESHEEE D DEFAR
DENBETTH D, —H, p BEREBRICIOBREL 2 o BHRET
THB. ZDp DM TIE, IFRHI/RPEZ ST, BHRAERS iz
WA, MOERZIEN EFRICRAT 5, BHERET p OREIL, Z0#EKET
EZROEMDOATRLEN S,

BB T p ZA\TOTRDEY (Pp) OENZE, AR (PP) OEYHOD
LNIZEZmEE, Fl #R2F7%, F1 BROBGEFRIITNTHERREES
(PP) THoTz. ATFOBWIZEZ K.

(1) BEMOREY (PP) OIEM %, EHEBRET p 2ATOTHDOEY (Pp) ODHL
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NIIZMSETHS N FLEFTIE, BEFHIZEQOX S ITHEET 20, 1E5H
EHEDS DBRETRHEEEREL, TOMHEEZ L. Xl=20HEHZ 100 FLA
NTEA K.

(2) BIEBET p 2ATOTHOEY (Pp) 2HFZMLTAESNAEETIE, &
GEFEIZEDL S ITHEET B0, BHERDS DBETHEEZEL, ZD05E
haEZx L. £-TOHEEZ 100 FUNTEX L.
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