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¥ NON =7 2 DMHERERE DAL EDFREEBKL T a2 o> THN, 27, KR MRSZEFRA~
DAL R AERENE S, FRIFHIBE~ *C-D-glucose DI AAEIRIEE L 724 > ) AMEAD» L KT
4> 2) AAEHHEDOHE X F72, NON =7 2 R U ICR =7 AHKDBRIFMIICH T 5 4 > 2) > #A
13, Pr—4—iBE» 5 100ng/ml £ TIIITE L #HA3TH Y, Scatchard ###T (two site model) 12 & » TH&
FRIFHIID L v 79—, #E&8E%2KkeH T4, ICR =7 22.08X10°£5.80x10%/cell, 1.36X10! +4.30 X
101°(M™!) (mean £SD, n=7), NON =7 21.96X10°+3.20X10%/cell, 1.42X10 +7.10x10'°(M!) (mean
+SD, n=8): I ndbExBDLhro7tc, Ml milE~e7 ZEHMIE~D b L —H—igE T MC-D-glucose
DVEMR N IAALE, 4 >R Y i KREEE (50ng/ml) T&H2 4 > ) EIRMBEO# 2 &% THmL, 4> 2))
> D EDso 4 ICR =7 2% 6.8ng/ml, NON =7 2%%6.6ng/ml &(3TEL TH -7z, - T, ME~=r7 2 H#M
THAL >R > DEEERANDIEERLE U CHERBOREERICHENZIZ L WEEZ TLw, NON =
TADEA > A) CMIEEHEA >R ) CEBOE TS, NON =7 X DMEBMAOREEE, 2> 2) &
MEEDRELTHRENTNENDT, BHAL > 2) > mRNA FEXAXL, 2R, NON =7 2D
RNA BH5H DA > 21> mRNA D& &IE, ICR =7 2AND33% LA L2 IZEAL L Tz,

IS DBEERIE, NON =7 2R MR BII RN > 2 ) V&ML 2 6E25 40, L
APEENEELEZUAL >R ) > mRNA RSSO RELSF—FEWENTH L Z 2T, #FT1UE, NON
27 AU BT B MROBEE RED, BA > 2 EBENMET, SHICES R ) MEEGIERIL, £
DFERE L CRIHERRRELVBEINS L HM S,
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VERRIFIZA > 2 ) > DERT RICEDCHESRIRE
DRBEFZIBLEET D), ZOERBROKKNITS
2725, VERFIZ, BIE WHO DEIEICHKEH &
UFoL camans . BRARHO L0 # kb
PHET S ETHA > 2) WA TS &) BEK
HIBL S 5 £ > 2) S ARAFRIME R (IDDM) & 4 >
21) > K AFRIMERR % (NIDDM ) 2 43F, NIDDM
% 2 512 non-obese & obese IZHlr LT3, F72
FIRAEA & h 7 b D % FEARELEMMER B (MRDM,
FEKENTRARK) & other type (R B, A,
NoywER, BEA2) > mMEIFFERE) LT
Wb, ¥72 WHO TIIERDFHGREI 5 T 7Y,
IR RRIR (BDL, BT > 7> ZEB D insuli-
tis X HCRENHE 27T IR, RUZN
LEaELLWIE) DAME, RELZEIT 2 7205
KikaEk* L7287, %% IDDM(1%), NIDDM
(%) MR LTHWB LI BiEL T
BR DA b HDF T 1 RINER IR O BCK #BRIC
WIS, BIEFRT 7o —FIC L D REICHERL A
BT ah ), TR (8 7 IR B
Fan’ " BREREOABSE LI LD
bbb, RRIEKRICZABETHL, (- T, [T
PRIGIAPADFER % 7§ B ARARIENEIRIFEN T T L 0°
HIUTHKINZ HRAT 272 HDH RN AL S
LorBbns,

e R EHEL T ETHERLNIE, 11
RIVEIRIBOM B Miatsae cH 2, BBMARA LD A >
) AR - W E A, RIEELHE TER R
HEY2FT, POBRMBOEBEETCLHERKE IR
5, —hH, NAMERHBNH b, BmA e ERBR T
BRI B B & ST 0D IR TR
iE, BRI & 2 RMIRERETHA > 2 ) V&R
HHrETEIN, TnERIET 27201054 > R
CMAEEM - TS, Lo T, BimIHERE Tl
A2 2) > EAERDOEEHE—FHRE & 22N H2
W, ZAUSH L, JERRIGI RUAEREEEN S C 13T
M A > =) L~ EHLLCIETL
Twa, F72, BRREJICHVEREIC & BE»RDH S
e T, MABFICHBMAED 4> 2) > 5
FOGAME T L Twv 2 “JEMERBRE A" 2B v T,
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FRVERIG A RIET 2 EEBRMEIrBVE SN, Tk
9 k—BENDA%IE “low insulin responder” & L T
BBBEILEL SATVE . EoT, £ O
FEMEG I RUMEIRIF B E L A > ) AR EDFTRLY
WAERTLTEY, ZHCHRTKRFLI» AR S b
RIFDFIEICEDL L EZ DI ENTESL, E-TZ
DIEIDVEIRIN D FIEENE & AN 2 72D LR B
ETE, O¥ERIERIE O KT REHERIC BT 2
£ > 2 AR TIE v, O B M IR AR
WL RED L, v 2memEL b
Lbgw, ZogaicBLTid, GK 7 FF x4 =
— X LRI =D FERRH I RUNEIRIF D T LB &
LCBUCE SN TwRA, S bOBIOET
NN ARBICHRBE RS b, Hrh
BETIEHET NDOEM 220,

NON =7 23, 1RWERIEOENET L E LT
NOD =24k " %Wt 2 BT, W5
ENrd, ZHFRN=7 T, FERFHTHEERE
(BEOVERIF) &, 1B > 2 ) > mE>»HD, L
LT PNy ARBICHBTHRE 24 (2
HT, b FOIERIBIAKERTOFFHE £ - T
WELTRATHDEI %, RRHVBEECHREL T2
Y R bLosis s, NON = 2 M- T Z Ot
WERERFE 2 E L 2B AL Z L1E, b FoIER
i 1 BUHEIRIF DO XA DIREE & 7 D FHERB DT D
BVIDRAT v 7N 26bnEEz7:,

bk JERRE I AME IR R B O E B 45 HII B B M
FIOBEEER T & R THA > ) VBT TH
2" ATz, NON = 2 99md iHHiE R
ORI ZD 2 ODRT-OWT N FEELZRE %
REzLTwadr»r%2msHT, SERHMAROA >~
2N HBEERADA R v DIEEENRE R RN,
72, —HTRIFMIE~? MC-D-glucose NHLY 1A
HDA RN AL BREFIEELL TR ) >~
ERZFAX, TNH5NRFICLN NON =7 20K
MRZAOMIBLIC BB 4 > ) VIR EL HE
L7z, £72NON =72 TIHEA > R ) > M &
471U>%§mﬁTﬁﬁ§§ﬂé:t#Bm,&
2ZIFA >R CABBROM L DEERHEL T
Wb, TOHEERLA,ICTLHBTHENA > ) >
mRNA &8 % #A~, BBHMIEEDRTEHAHEIC
DWTLRETL 72,
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1) ERg&ht

NON =7 2, Znx#iRit, ML+
XHFEAFL DA, TR Jel- ICR =7 X3,
NON = 7 2 DG bN 2R THEEEXR 7L T
DLDEBALIZ, WL 8 ~11lanHE~>T R
AL,
2) % H

X single component insulin (3 EK®E L D iE
ExH1F, #miFE7L7 3> (Fraction V), N-
Lauroylsarcosine, sodium salt (¥ Sigma, colla-
genase (FFIYEAiE, [U-14C]-D-glucose (& New En-
gland Nuclear, [e¢-3?P] dCTP (137—141 TBp/
mmol) (¥ ICN-chemical, Guanidinium thiocyanate
¥ Fluka, DNase I & DNA polymerase I &
Pharmacia, =+t @t)bv—27 4 )L Z—I|3 Schli-
cher & Schuell #{ D% FH 72, '*I-monoiodo-
insulin (B%, 3.7~5.6MBq/pg) (2, #HEEFIKFD
INKIEE D7 94 > 2 ) > % Na['?°1] #HWwC
Freychet %14)0) 707 I EFICTEZLLLD
FROLCHW, 72, Ty b 7v7uf )Y
> 1 cDNA (%, FILXFHA i kr7o—=>
73N, HBEERSDHRI NI L DL L THY
7= (unpublished data).
3) FEBDIER

422 EEAEMERDEE L LT, Gambhir
b rEMEN EREL T, b ROKST o |
PR TR A > ) A #HEDHERI/ LN TV
% Hepes-Tris #1&# (HEPES 50mM, Tris 50mM,
NaCl 50mM, MgClz 10mM, KCI 5mM, CaClz 10
mM, EDTA 2mM, 10mg/ml BSA, pH8.0) %# H\>,
HEHR 1) 58 2 M OB & LT, Whitesell &
A% 3-O-methylglucose DHLY A AIZIZ L& TH W,
LITAKERLD A A T—#XB9CH Vv 5115 Krebs-Ringer
Phosphate Hepes ##i&# (NaCl 131.2mM, KCI
4.71mM, CaClz 2.47mM, MgS0O4 1.24dmM, Na-
H2PO4 2.48mM, HEPES 10mM, 10mg/ml BSA,
pH7.4) ZRwWi,
4 ) =7 2 Rebh R o) B g

8 ~11MA N~y 2 #BAE, TIFe(HEL,
F 8 LK L oo fat pads & ) ARAA#E# % A <00

%Y L Rodbell »7j" 12k ) Krebs-Ringer bi-
carbonate buffer F T2mg/ml ® 2 7% +—+, 40
mg/mlD4MiET V7 2 > (Fraction V) & & i
37C, 209 MIHREREE L, 250um D+ A v Xy
2 TiR@%, FEWR T2 mkE L ERICHL, IR
DM EUE, Hirsh & Gallian ik 1o 8L C,
ARRKIZ & L 72 2 % osmium tetroxide &K H T
Ty A RIS H 7z BB R AR A i 0 & 24 BF e,
ZRICTHEHER, 23—V —HT7>F9—FETILZB
= C, Zofba s shRL 7z,
5) 4 >R HEEREDAIE

HEE AT LB % Hepes-Tris &M THRE 7
TR Fy 7354 T )b T ¥insulin (0.2ng/ml) &
ErEBEDIEE#HA > 2 ) > (0, 1, 5, 10, 25, 50, 100
ng/ml ABE) & & HI2, 24°C, 905 MHMEE 4,
FHBEE M A ) 3 AL VIR~ A 70 F 2 —
712457 HL L, Beckmann microfuge THiRE % %
BEL, ZoBSHRORHIEEEY y-H 7 > 7 — Tl
EL7, B, BIEMIZ20ng/mlDA >R > FF1E
TTO#ELIFFRIFBEES L L TELIE, IRIHH
M 2x10° 18 & 72 D IS HIE L 72,
6 ) ¥EHL D A AN EE

BEHR 1) A B AR B 10 & 2 8 I TREF L 72,
B R A MAY # Krebs-Ringer Phosphate Hepes #%
T THRL, FMBENL 2> (0, 0.1, 0.3,
0.5, 1,5, 50ng/ml) & & 412, 37°C 304 REIRINE & 1%,
1.48KBq 9 Y“C-D-glucose # Mz, 37C, 1204
MEL 72, ) a>A A em Ml % E o8
L, BRIK: > FL—3 32728 —ICTHRA~D
U(C.D-glucose DE N AAFRE L2, 4 >R >~
B Ong/ml T “C-D-glucose # 2 72 L% 12 & L
sraE L 72 AR R ol & JERERIVER D A A L L C
ZL9lE, A7 )b 1 FEICHR L8N
Dmz7zbv—H—=—EnZiTR)Aznehr
glucose transport clearance (fl/s-cell) & L CT#%&
BL7%,
7) ¥ RNA BGOFAEE 4> 21> mRNA D

7] %E

7 A EREREI IS i L, guanidinium
thiocyanate i THY) t o> TkhkEX+4 XL
72, 2\ T60°C HNi% phenol, phenol/chloroform #
T RNA ## L 72, (Guanidinium/Hot phenol
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#)", KD RNA 7.5 2 — LiLRic CEILL,
¥WIE RNA #1872, T7o—2EBRIKTIIE RNA
&& L Thug 7213 10ug # Vv, 7 | BHilulEE
L D17 poly (A)* RNA # positive control, 7
v M RNA # negative control & L7z, = buot
noa—=z7 4 L —ICEEM%, Nick-translation i
INE#HLZET Yy P 7L 7oA 2> 1 cDNA
¥ 7u—7r L Ce224> 2> mRNA 2R H
L, 41> > mRNA ODREEEBDIZDIC, ZD
F—+Z0F 7T LLOHBE S FIC—T 574
W —Ehg eI N IRE, &2 2P RGHEM 2 AIE
L7,
8 ) HatFHIRE

BIEMEIX, TICACE 7T £ 7213, Student’s t-
test Ik DRREL 72,

W

& R

1) 42 44

<7 ZBBIRI MR~ DA > ) D HEDORERE
Fig. 1A IZ/rL 72, NON ~ 7 X ERBRI g~
422 »#EALE, 02ng/mlo L —H—BELD
100ng/ml £ THO K HIZBWT, 2> Fe—)L) ICR
2P ADZIUCHL T, BEEIR L CFFEBEOK
At ERL 72,

ZDA R AEAR DR E %, Scatchard plot
2T L7205, Fig. 1B ThH3, E5ICICR =
7 2% NON =7 2I22WTC, f>R)>L+&7T¥
—DOBATED 1 5T B two site model 12 L1 L
+ 78 —#(Ro) LA BHIE (Ke) 23KH7z k2 5,
ICR =72 7Ti3 Ro=2.08X10°£5.80Xx10%/cell,
Ke =1.36 10" + 430X 10°(M~!) (mean + SD, n
=7) TH"H, NON =72 T4 Ro=196x10°+
3.20x10%/cell, Ke=1.42Xx10"£7.10x10""(M™1)
(mean=SD, n=8) &4 > &) > DZFER~DFES
HigifEey AR THEEZRBD U D - 72,

2) BEELY A A

A > 2) > OFERLD A AR ENER O 8 KOG HI AR
# Fig. 2 \2/d, A > 2 ) Y EIRIMA & Ing/ml D
A > 2 @INEE £ T NON =7 2 BB #ifa 45 ICR
2T ZADFAUHAN, F9 1.5 E&FHOPERD A B DIE
HaemlL, ZoOMWEmIZL) FBEDL ) > &M

iR

125.insulin Bound with 2.0x10% Adipocytes

&, R¥E =K

N
1

(% of insulin added)

-
n

1
Insulin Concentration (ng/mi)

B/F (x10?)

100 200 300 400

Insulin Bound (pg/2x10° celis)

Fig. 1 A. Specific binding of '®I-insulin in the
adipocytes of ICR(n=7, O—0O)and NON
(n=28, @ -@) mice. Data represent the mean
£ SD. Cells were incubated for 90 min at 24C
with 0.2ng/ml !2°l-insulin in the absence or
presence of unlabeled insulin to give the total
concentration indicated.

All date are corrected for nonspecific binding
and are normalized to a cell concentration of
2x105 cells/ml.

B. Scatchard plots of the insulin binding. Data
from A are analyzed by two site model. The
ratio of bound to free insulin (B/F)is plotted on
the ordinate, and bound insulin is on the ab-
scissa.

ATLBBEENG, 2OHRICKTE LSD i
(Least Significant Difference) #HWT&A4 > 2
DREICBITOHEESRET DL, />R )
BEA Ong/ml & 0.3ng/ml DEFDAIEMETIE p <
0.05 THEZEZ*ZADZ, —H, 42 VRBES50
ng/ml IZ B+ 5 T KIS T FOIRE LT &,
i< 7 Z MIBE TOMERL Y A AIEEIC 1, HEED



Glucose Transport Clearance ( fl/s.cell)
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Fig.2 Effect of various concentrations of insulin

in glucose transport into adipocytes from ICR
(O) and NON (@) mice. Values are the mean
* SE of eight separate experiments. Values of
NON mice are significantly different from those
of ICR mice indicated by * F-test p<0.05. The
EDso of adipocytes from the ICR mice was 6.8
ng/ml, and that from NON mice was 6.6ng/ml.

Basal

Maximum

Fig.3 Stimulation of glucose transport in the
adipocytes from ICR (open bar) and NON
(hatched bar) mice in the presence of 50ng/ml
insulin. Basal and maximum activities were
measured with or without insulin. Values are
the mean + SE(n=38) of the data from Fig. 2.
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100

. F72, HrRDO2 ZHKBIZA > 2 IR
BRI HE, RONHIBLRS TR 2 15 FRE, FEELD A AE

Hix 4 2 ok VIRES 1172 (Fig. 3), Z Di%

K5, EDso #KkeH 5% & ICR =7 2 T 6.8ng/ml,
NON =7 2T 6.6ng/ml & i21TRE LETH - 72,
2FN, 4R AT BFEROCEICEL T
2, M7 A TRHETIRNEI LWL 2E
%Y 5,
3) BIcBlF2 4> 2) > mRNA DER

KA RNA 3B ESImg H 72 ) 8~12pg DU
BRI nie, £o—ihx# > T RNA 7o b
A TN FTAL = 3 ®F7) & Fig 4oLk
A >R 7 ——=HMRICEINDHIBA > ) >
mRNA & USRI H B3> FlE, Hwiz=7 2
HOFTIE, ICRICHEXNON =7 2D 3w Tnd
FWRILELRLL, ZOELSS, NON =7 2
icBlT 54> 21) > mRNA &5 x8ic L 4
LWZ EATREENS, ERRIC, 4> XY > mRNA
D> FD7 4 VT —F 5 2P % itRld 5 &
Tablel iI2/xL 72k 912, NON =724 > 2)
>mRNA &&iF, 2> b —ILDICR =7AD

ZFructel, FHE#I33% N EHE» D ER LA ®
oY A

600 bases

Fig. 4 Northern analysis for insulin mRNA in
the pancreatic total RNA preparations from
ICR and NON mice. Ten or five ug of the
pancreatic RNA fractions from ICR mice (#6,
7, and 8) and NON mice (#25, 26, and 27) were
subjected to Northern analysis using the nick-
translated insulin cDNA. The total RNA from
a strain of B cell tumor that synthesizes insulin
is also examined at the same time to confirm
occurrence of insulin mRNA.
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Tablel. Comparison of proinsulin-mRNA
contents per 10ug of total RNA, isolated from
the pancreas of ICR and NON mice.

ICR NON
Number 5 6
Count (cpm) 483 + 67 160 £ 31 %
(Mean * SE)
% 100 33(14~57)
* p<0.01 by t-test
z =

a2 DRND»H DB EF 2 55 TRERE DK
#RAT LI FDEBWMET NVEHCSZ EHT
UL, WERFOBRKIFRIC & > TKELBEEID
%, ZZ 7T, NON =7 2 Dt¥ERE R F 0 BALEEF

FBHSICTL I EICL, bk IERERIT FUKER S
DERRAD L7 L —2hHEETED EE 2, A
TEiT-72,

S EDFRIER LD, NON =7 20K AR #
BRDZHFERD A > 2) A DA M~
14C.D-glucose DN AAZIRIEL L7124 > ) >
ERIICDWTE, B ICR =72 & DI NON
2 ZADMMEREEZHAL ) 2 TOAFTNES
Rutigdh -7z, ZHEEIE NON =7 2HOKM
Rl MIBIC ISR TE 2135 DA > 2 KD
LW & 2mET 5,

NON =7 2 [REHMiBs TH 4 > 2 ) > #EA1E, 5
BDICR =7 R EREED w72, LL, &b
V7MY R o5 THEBMRAHEEL TERL
ERUBERTE T » | OIRISMBTIE”, 4 > 2
> MAEATRIN & 20 ), ANIEREERIC & D AREF MR O A
P2 ) L7 —HDEA(up regulation)htEE 2
N, ZOEAL ) HEEEDOHMPBEI NS,
72122 04, IR #Bd~ 2-deoxyglucose MDHL

NIAATARVERIFTZ v FHilanA > x) > ERIZ,

FHICKTL w3, ZtucxL T, *C-D-glucose
DY IAA T A2 NON =7 2l T4 > 1) >~
ER IR ICR =7 R #ifgic b L THEEN %
¢, -5 TNON =723, K4 >R IfE%MF

R

&K, KB =B
ILDD, BEDIKETIIRIGMALE &2, K
RTeof@tEELRILTwiwinsEzsnr,

422 AMERIZ OV TR b v —H—BE N 1C-
D-glucose % Hv» T=7 2 BRE MBS~ DHEEL D 1A A
et L7z, 7 b ORREGHIR TIZA > 2 > EH
ELTHEOH D IAZA EZRRETT 5 & 2121, 2-deoxy-
glucose MHHLY) i7_\o7>«23)'<°, rapid pulse technique %
AW {EMEEE ZXbT & &1 5 3-O-methyl-
glucose DI AA CHREE N D = L B,
5, = RO T ELE Y b TORE L
kS, 7 v Miclb L THERSIROB D e vz

p, ARG, Young b OBET L 2de-
oxyglucose DE N A A TA > ) > i KF#EE T
LA 2 ViRE Ong/ml TOEDAAD 2%
ELTwiwn, 22T HICHBLREHEY»E F
NdHITTHDH, =7 X0EMMIZ & R, in
vitro THD A > 2 ) > IZkT 2 HER D A B D RGHT
nBlic e F DRI MiRIH 2, ZoHeEEL,
A2 2N 2 & SHER) AL DREFEIER N E T
FRB AL 2 W KR RO 2HICHIRL P BRL 72
7??2519)75", b —H—BEICEIT S “C-D-glucose
FRVCIHERD) AZDAEERTH), HrldZons
227 ADOMRBHRICIEH L2, 4> v &K
RIBRETA > ) »iRE Ong/ml TOVEEL ) IAZ D
2 &L D RGH 13 6 1L (Figs. 2, 3), 7 Z &l #
g > 2) A MEREZRE T2 DIl THERL K
ETHLERDbNT,

b + DBRE ML T C-D-glucose # Fl\v» TO¥E
B0 ASORENC £ 5 &, I I AER A B T
13, 4> 2 > RKHIEE (50ng/ml) DOFEELY A A
Ly, FDA 2 T SN (EDso) YR
EEINVETT2L0LH 52 6B EINTY
5, NON =7 2 Tl, £ >R > KREEFOVE
B NiAZ, EDso & biz, 2> bo—iLdDICR =
2 EMMETH- 72, Zid NON =7 2 KD A
22 AARMESFLEL LW EERL TS EFE
2T &,

NANERFENOL ) —DDOKELEKNTH 5 BM
ORY S ToiE , #~% 13 NON =7 2 TI& A4
> 2 > iE t}h&ﬂ’ /7\ ) g 'OKTER & BEIC
BELCWBIEmb 4/XU>%&®§%%%
Z, N4> 2) > mRNA DERIZESEA >R

(ZD2WnT
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CARBEEICOWTIRE L2, NON =7 2ADEN
422> mRNA &3> ba—1LdDICR =7
ZENFHELETLTEY, NON =7 RICBWT
A>2) P BIEFOEELLIILEFEL R >
mRNA OB EIC REDH S 2 EHRES N7,

L»L, 4£>21) > mRNA LXK T EEE
DK TIC & 205 mRNA B & DRI L 5
POV TUE, FLEHEBIB LN T, RIS,
A>2) > HEDERDRBICLENORT EHHOR
EHbH D, WEREA > R I L BVERIFRESH
BEsncnzs 0 Hrld s oML T
RaflL7c, 2724 >2) > 1, MET 3 /EEACY
PEI—TH2T v b2 1, 1l #1EEYG L
L CNON =720~ LB L4 >R ) > %L
FDBRFEAZ) HDLEENT I ERER T
ATE&BEMBTHPLCICTHMrL7zE 25, NON
2R TIE, 2T7RAL R >T, MICHLET 22
DDA AL E=T7 %D, D, AFZT—FD
Fy k421, Nee—27d»—% L7 (un-
published), & - T, NON =7 ZH» &, MWL
TWwA AR BIEEBE2TRAL >R > ThdE
HEZH, NON 27 2 DMHEREREHIEE A > 2
) CMFEIC LB A R AAERDERIRTICL - T
kBl G L CLweEmL 7,

g A4 > 2 ) > mRNA (22w Tld, Giddings
B F R METIE Ty b THE AT & > T I8R5
T#) 2/3 ~NELTHZE, 723 AMMGAERE, 4
B RIEKERERE, 7 F o VERRER, EHEARTH
> 2 > mRNA VL2 0dd 2 & 7 F 7 HERRE
BETHEEWNICA > RY) > mRNA 85°8mM3 25 & L
Twbd, ZDE)IHENA > 2) > mRNA 25, &
FIEME ST P L > TRECEHHT L L
DHRENTWDEY, FrDEBRTH~7 2 1FHHE
BAThH) L) w ABEMOGIRIC L 2 EI35R
HLOBEEZ LN,

VERIG &4 > 2) > mRNA & & DI -
BT, R LT RV mET .y 1 R
5o 1 D cntissb ), TG EERERE &5
N4> 2> mRNA E28DETH»HET L Z L%
LI Twdhs, mE e LI~ EENE
Bl L - THMEREFE2FRL B, ZolT
NON =72 ERl—ICam LA 2 &dTE v, — 4,

oy HIRRIEVERWEN M €T VDB DA > ) >
mRNA ZEICOWVWTHOHREIIL(, ZNHEDET
BN D W TIIEGHENE L4 2RIV E LB b
s,

fE B #IR &5 D4 > 2) > 43l in vivo TZL
I—2ABIUTAX = HEDORBUCIGL TEZ
b, DAL RN FWDOAREL e b ILRMERFIC
HBL CROLNIHHTH S, MBI DHRD
BETIEIINI—RRBIC LD 4 > ) > DHIRAS
WO LA IR TFHAEL 20, 8 b ES
w(E2M) VIETT2, LaL, Trx=ic&k
DRI LT RET 5, ZoMaIcEL T
NON =% 2 TIRIFEH 5" el T > s R
BEMCLIERERT, 7 F7HERBIC LS 4> 2
) WO L AIATRL, TAX = MBI T
AR WK T WD Z E2HLNICL
TEY, ZnHL NON =7 2011 BINERISE €
TNELTOBYLRHEN 1 DE vz LI,
4213 NON =7 2 AR MERER F 2, XK
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