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ENDIHIDIEED. A AU EFIEDB S ZARTE U TV DI REED RIS

nic,

A. WIEHB

HIV &G 25§ 2407 4 )V AJREIE, HIV Y A L
A& 34, CD4GMET ) Bk Z NS & 5,
ZOER, ANMREROASIEY T, EGTRIC
KEpUFELLL LI, ZO—FT, PLHIVEIZ
LBRMER SR ERELME L 2> Twnh, IS
7Ta7 7 —YHEEEEHWEROR Y AV AEER
W&, A2 VIO TUE, 2 BUNER % O B
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PRI s 4 F-AM-1-L1 TE: L 720 RIS
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W, lopinavir b L < (ddarunavir TALE L, 1 > A1)
YR30 ICIRS L 0% B E (GEHOZ) B &
O°IRS1 D Ser (£ ¥) 307D Y ¥ EEiL, Tyr (71
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WB: anti-phospho- - I =

IRS1(Ser307) i

WB: IRS1 e

IP :anti-IRS1

WB: anti- —— — -

phosphotyrosine
Potease inhibitor control Darunavir(30 4 M) Lopinavir(30 u M)
Insulin (100nM) - + - + - +

M1 JOF7—PHESECEDA VAU VHEEDIRS U VB

Pretreatment (-) Darunavir (30 4 M) Lopinavir (30 i M)
(30 1 M)
Insulin
(100nM)

M2 Jazr

—EREEICK D VAU VRlF#EDOGLUT4 DEEDEIL



22 T2 FE BEDBHUFMRERYE T OUHRMFRSEE

Hi 2 COIIMALIC 5L S 72 3T3-L1 Mg IC B 1)
% SOCS1, SOCS3DsEMW = (3, lopinavir, darunavir
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2L, EEOEREPHET A REMEIRE N
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IERB E o T AREMIEHHIcEZ LN D,
L1% S B BE EFE VA R & & LA ritonavir
THFAMDOEEDNTERTELDE) PRI E2TTO
LFETH D,

TV 7T ILERD LREG TOES 25, 1F
HEDPRES L, (ERSTORESd L Fimy 7
FUDOFIENZE ) . A ¥ A VRBUEDTTE % i) 6
TEX LRI RE SN, EHDFOEME LT
# 2 H172S0CS1, SOCS3IZM LT, 4EotET
A 2 YH#oRiRTOREEE (D&L) BX
CIRSLEDEAED OO HIZBWTIE, a5 7
—YHEXRORLBIIMECE Loz, 2721,
SOCS/F LIRS L DEAEIZH L T, SRELRBET
DHFHARE L W) FERICEDOVWTOSTH Y, &
BEOMELZZETLLENRD), D7 vt RT
DIGFEEZ TTOLLENH L, ZD L TSOCS A
HDFELTHELTWLZ EARINTEEI
3. siRNAZ ECHRBHTAZ LT, Tusr7—
YIHERIZL DA VA ¥ ¥ 7 F AT ET A )
ENBEDEMINTHTFETH Do

JRIGMINED A > 2 ) ¥ 3 7 F WALER DI T
077 —YHEROEGAIFGHH I N, F724 A
)2 TP VGERDOHRIORER, TuTrT—+¥
FREHM TEND L EDREINTH, FOHH D
BREIBEENE»SEONAFEFZESGHLTWY
726

——— aa—

WB: SOCS1 o

WB: SOCS3
Potease inhibitor control
Insulin (100nM) - +

Darunavir(30 1 M) Lopinavir(30 ¢ M)
- + - +

3 TJOF7—THEEECLDA VAU VREH#EDSOCS DFHIR
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& LCllE L7z,
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D w7 HERR IR BiE ISl S b p24
P& TRt L7cs MR 2 73R 1 competitive
HIV replication assay (CHRA) %\ THiET L 72,
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pNL4-3 (ZEA L7-T-20f M ERHIVI A 77 Y —
AERL, ToMREMFLTEE T H, gpdl

C-HRFEISIZE A SN 52 RZEHIT, 1 RERENFEA
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HR: bHEATE L, 2F ) T20 MV A VW ADHE
BEPIGIL 5 5 T-207584K% 714 L) 5DTIE

R bE R, BREANT-20 (T-20,, )& &M L7Z
(K1)e TDOT-20.  IT200 2, ] 2 1 V38A

RN43D, ZHTH T A IV A A B ETIHIV & [F
FRICPHE L7z, SI38AZ T I =Y Tl R T 2
J R ISTHIEICES LT MRET L72A%, m\iG Tk 2 fEks
T&72H DIES138A & SIZBM 7T TH - 72,
ZDT-20,,  HED X)L THEHIVIZ bR R
Zx LC\W A % circular dichrosim (CD)#: AT L
kA, BRLZN-HRICHT AfEEHoEINT
HHZEDPHHLZe ZTDOCDDFRER & HLHIVE)E
F L CHBELE (K2),

R C34Ti T A W ATHR 57 NI26K £ %
C34\28A (C34,, ) LTZORREFRIZEZS

C3412x L TR T0ORM 7 A C34TH M HIV-

A 35 N38 70
===
NH,d FPf=f  NHR = CHR = Tm m/fm cooH
117 €34 150
===
127 T-20 162
nN36 SDIVQOQNNLLRATEAQQALLOLTVWGIKQLOARIT,

W36,
N36...

Al A8 43

T-20
T=20,,.
C34
C34il.ﬂﬂ'

SDIZQQQONNLLRAIEAQOBELLOLTVWGIRKQLOARIL
SDIVQQOONDILRAIEAQOHLLOLTVWGIKOLOARIL

I

YTSLIHSLIEESQNQOEKNEQELLELDRWASLWNWF

YTSLIHSLIEEXQNQQEKNEQELLELDKWASLYWHNWE
WMERDREINNYTSLIHSLIEESQNQQEKNEQELL
WMEWDREINNYTSLIHSLIEEXQNQQERNEQELL
117 126 128

=50 162

X1 HIV gpdl EXRTF RESS
(A) Structure of HIV-1 gp41 and locations of N-HR or C-HR peptides (FP, fusion peptide; TM, transmembrane
domain). (B) Amino acid sequences of peptides used in this study. Only amino acid located at S138 was substitut-
ed with all physiological amino acids(X), since N126 lies outside of the amino acid sequence of T-20.
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X2
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Correlation of T, values of complexes formed from N36 and C34 peptides and anti-HIV-1 activities of T-20 ...
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PEFEE % dose escalatingiE Ciro 7, &6 5 DFFE
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O % 5 L7,

INLDOMHEEED ) B, I3INEIOLIZI L E
THEDO L WHHIMEETH - 72,
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FEROERIIARTF FICEREAEA SEHEL
A BRGEHIVIC ERRER A BEALLEAEED LS
AL Z B BET L 72 S138 13 AR
TCAIZL > TI—=FENTWVER, TIhbERL
RTWIEEBEROLE, I D957 I/ EBER,
AL L. P. T, WICBAL CEFOBEEMEL RS L,
SIBPEAHTAHIVIZIZE ACHEST L EN L H
ST H, DT AN ATIE, WT > S138A > S138T >
S138L > S138W DI CTREG S EIL TWiz, T-20
VAT AMEE &b TSIBAZEET L2 LA
TANAIZESTHho b EHEN LB THE L
ARSI (K4),

4) 1 V5 I5—tpEERelvitegravir DfiEER

WFge i E D IR IS b > A v 7 75
— Y E A elvitegravir (3 ZAFE K [E T Gilead Science
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Induction of T-20,

sstE8istnat HIV-1 by dose-escalating selection in MT-2 cells. Induction of resistant HIV-1 was
carried out for total 60 passages from O.1nM and 1 nM of T-205138A concentration to HIV-1

(A) and HivV-

WT

T wansiass (B). respectively. At the indicated passages, proviral DNAs were sequenced, and the EC50s of the HIV-1
variants were determined with the MAGI assay. To improve the replication kinetics, substitution of D36G was intro-
duced into the NL4-3 background used in this study (wild type virus).
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Microscopic images of the MAGI cells infected with S138 substituted HIV-1s (A to E), are shown. MAGI cells in a
12 well plate were infected with (A) HIV-1,. (B) HIV-1_ .. (C) HIV-1_ .. (D) HIV-1_ __ and (E) HIV-1,,.,,, at 200 BFU.
After 72 h cultivation, the cells were fixed and stained with X-Gal as described in the Experimental procedure sec-
tion. (F) Percentage of p24 antigen normalized infectivity of S138 substituted HIV-1s compared with that of HIV-1
are shown. HIV-1 clones were obtained from freshly transfected 293T cells and determined amount of p24 antigen
by a commercially available ELISA kit and infectivity by the MAGI assay. Infectivity (%) was normalized by amount of
p24 antigen. Data represent means = error bars obtained from 4 independent experiments. Asterisk indicates sig-
nificant decrease in the infectivity by Bonferroni multiple comparison test (p < 0.05).
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raltegrivir 21 H 212 5-TH 1) | elvitegraivir 7° 1 [A]4%
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E. &

LAEFE X RA BREA] T-20 (238§ B itk A VA 5
1759 —%RM L, HirekTFFFHA it
L7z, MM R AR LIER SN2 T-20
ET-20fEHIVIC D T2 aRE R L2 127
77— YHEANCE L TRBAEHRKEHR ST L
raltegravir & K[E TG ER T O elvitegravir T P22 7E
THLIERPELNE L7,

x1 SI38BRT-20E8RRTF FOHFIHIVIHR

ECso (nM)

HIV-1yr* HIV-1yisa HIV-Ixnsp HIV-Ixaspisizsa
T-20 24+0.6 23+8.2(9.6) 49 +10 (20) 84 + 16 (35)
small
T-20s135G 1.3+0.5(0.5) 65+ 8.8 (27) 141 +£26 (59) 185+ 68 (77)
T-20s1334 0.6+0.1(0.3) 3.6+1.7(1.5) 3.5+0.9(1.5) 3.2+1.0(1.3)
hydrophobic
T-20s138v 0.4+0.2(0.2) 31+ 14 (13) 22+3.5(09.2) 23+5.7(9.6)
T-20 51351 0.7+0.1(0.3) 13+6(5.4) 2.9+0.7(1.2) 22+0.4(0.9)
T-20s1381 0.5+0.1(0.2) 49+2(2) 2.9+0.8(1.2) 2.4+0.6(1)
T-20s138m 0.7+0.2 (0.3) 4.4+0.1(1.8) 1.7+0.5(0.7) 1.2+0.4 (0.5)
T-20s138p 446 + 167 (186) > 1000 (>416) > 1000 (>416) > 1000 (>416)
nucleophilic
T-20g13s7 0.9+0.2(0.4) 39 +8.5(16) 161 +35 (67) 124 +43 (52)
aromatic
T-20s138¢ 94426 (4) 203 + 89 (85) 393 + 119 (164) 478 £ 116 (200)
T-20s138y 25+9(10) 516 +£223 (215) > 1000 (>416) > 1000 (>416)
T-20s138w 29+ 14 (12) > 1000 (>416) > 1000 (>416) > 1000 (>416)
amide
T-20s138n 19+4(8) > 1000 (>416) > 1000 (>416) > 1000 (>416)
T-20s1380 34+11(14) > 1000 (>416) > 1000 (>416) > 1000 (>416)
acidic
T-20s1380 210+ 94 (88) > 1000 (>416) > 1000 (>416) > 1000 (>416)
T-20s138e 283 + 80 (118) > 1000 (>416) > 1000 (>416) > 1000 (>416)
basic
T-20s1381 210+ 85 (88) > 1000 (>416) > 1000 (>416) > 1000 (>416)
T-20s138¢ 708 + 145 (295) > 1000 (>416) > 1000 (>416) > 1000 (>416)
T-20s138r 362 + 114 (150) > 1000 (>416) > 1000 (>416) > 1000 (>416)

Anti-HIV activity was determined with the MAGI assay.

*To improve the replication kinetics, D36G mutation, observed in majority of HIV-1 strains, was introduced into the NL4-3 background used in this
study (reference virus).

The data shown are mean values and standard deviations (SD) that were obtained from the results of at least three independent experiments.

Shown in parentheses are the fold increase in resistance (increase in ECso value) calculated by comparison to a reference virus. Increases of over
10-fold are indicated in bold.
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BABRSFREONKIZT DFRNZEOREHR

N [ iEapagi=e=]

SR RN RIEKFERZRES R AEINRIRRE S AR AR A D8 46T

WAREE
HIV-1 #5%22icgp 120 (FCD4 LiEAa%. TDESEEhsIERITINTyT
EHA VRBRICEETEEE LD, CDKDICgp120 OFFMIE h—TJ(&
CD4 EABICIFEEINTED., BARICEFUCHTHNIE h—THER - 8
BINDER. HIV-1 BRMICREDFRZEE T 5 EZaEEICT D&
EAONTWVWD, CD4 ETENAVREBHRD2 DOZEEEFHE_ETIER
5NTWVD. BAIC. HL2 DODFREEBENITE LU CTLRLVEE(ECDS
A, HIV-1 FhflITE h—T%ZRE UK CTHIREERT(C BB % O hRFED
BHEEDEEZ BND. TIT. 2DDZRADEEE, S FRBEBSDM
R E COERNTIREZASHICTDRFBARERLTIUF VHICE ST
EDLOHTEETHD. S0, Ml EDOCD4 KU CXCR4 MEEEEEE DL

KUDTHRET D,

A. WEEHY

HIV-1 Oifilia R A I IS EENE & FVE gp120 %2
MO ZHMCDE L7 EHA V2RI ET S
Z LTI T A5, gpl20 13 F9CD4 IZHEA Lotk
12, TOMELAPV 63 NTTrENA VB4R
IZHEET %0 MR AHEEOWERRE 2 3 5 512
T 57201213 wild B X OWmutant 35 A gp120 % Fl T
2 M DOZHEMEE O EER; M LTED L) (2
AL L7 RO DT A LENH b, Tk, BE
£, B Fy bTTI NN L 72Tat HEO &M E
NDOIEEEEE — 5 THME CHET 2 2 L TTat
DHMINSZLTE A~ DA 1Y 22 5 A L & il LIS 2 © &
b lEE L, £2TC, FARIC—5THMEL
M2 Z & Tgpl20 OMIfBZRTE EIZB 1T 219 2%
AT, gpl20 HCD4 I[ZHEEHE. IEREICIZMDE
T EWA UZERICHEEHGET 200, £/22
DAEEIRENRAEZE D FATT 5T 7% 2 % 1
EMIITEDLEEZT WD, T4 NV AZEMEITEY
FERIZH WS N5 JEEME ECIEHIaRIcH Y A F
N Trecycle $HMEEZFHF->-TWE, ZD-DI
gpl20 23CD4 IZfEAHER T CICHIlA~NILY A T
L 39 2O Z BN DM 7 8 At & Al
NBLETHES S EIEIATREL 20 b, 22T, FEF

(&, HIAERE b Crecycle % FHE$ 22858 % 02 Flid
DZBEEEVERICHI L7722 &2 E LTs ARERE
BZZOZHEMEFEBT A% w2 BEOZRE
ROBER O DMV T—GF Lz
HAWTBEL-OTHRET 5,

B. ¥Rt - Tk
HNERERMS D 1 IV AZERFIR

VFEIANVA, BIXPIF VAT 27 a R
75 —ROVEFR—"7 14 IV AZEEDOF IS CDA4,
CXCR4, CCRS5, CXCR7 ZHEHE IR L 720 TNHD
18513 cDNA synthesis %, PrimeSTAR MaxDNA
polymerase % Fi\» T4 % @ specific primer THENET%,
ZeroBlunt TOPOPCR cloning vector | sub-cloning L
VULV AR T AL THEL, F0%k, h
5D cDNA Z HllREEZ Y A b 2L 7B a7 4eR
Y 72 primer THEME L pAcGFP1-Hyg-N1,pDsRed-
Monomer-Hyg-N1 (2N EILMAAA, FI2 H D5
W2 % — X Fugene HD % JfJ\» T HeLa, Hos 11
EHEEA L7,
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HABOERMSERZBEONT 5 —ROER—

ZeroBlunt TOPO |2 sub-cloning L7z Z NN D5
BAREHRIE LT, ZFE A Tag AL % £ D primer
% H v T PrimeSTAR-Max-DNApolymerase % f\> T
Recombination PCR #: % i\ TR AR % (ER,
141 L sub-cloning %, ¥ — 7 T A % ffibf4c. b&d
CABO S ETEAEAEMANY ¥ —ITHHAL
7o

— D FIEMERDNFE Y AT L—

— D FBEORE Y AT L% SR EOGIBE
(IX-71,0lympus, Tokyo, Japan) |, Nipkow L~ A
— v M(CSU10, Yokokawa) & . electronmultiplier type
charge-coupled devicecamera (EM-CCD, Ixon DV887,
AndorTechnology) % flaaiA A 72, T, fERD
CCD |ZHRTH 1000 fEDIEREEE o, T 72, TEkK
® Confocal Scanning Unit (CSU) (X HIGIRIZ X %)k
2 Td o 7275, Nipkow /3D CSUIZ, Nipkow I
L) IR, BREROE Y R—Vid Y . #iE
SgL—F-FMErEB TR IE T, ZRE
M A, HgEToHY), L—F—F¥ k-
Vizidwiinszv4 7Ly A2E ) L—H—%
IR ET, ZOFMAMEE LI, ZOoHOE Y&
—VERE LT RIS T2 HETREE & Do
Z ORER, |K2000 T~/ OES THIE Z T
Lol

¥ L~ X 1 (60X UPlanFLN, 1.30 NA,
oil,Olympus) & f#iJ L. tHEF 1350 X 50 um2 T green
laser (532 nm wavelength, 50 mW,CrystaLaser) CJilic L
7-o Laser Cihite & 72 GFP/QD % Wi{g1t ¥ %5 7-®
|2, 580 nmlong-pass filter (580nm DL )% 58d)
PR L A, WM, SOLIS ¥ 7 }
(Andortechnology) & > Tz, aik L72. GFP/QD
DONEIX2D A7 ABBTHIEL TRELZ, 77
AW FEDOX- BLO Y-H O EREEE25 ms T
BELBT, 6nm UTOEMRS TH o 72,

KiFDIE < DENE T —RE(E (MSD) OfffT—

WA ENTIE “Image]” DT I35 42V 7 bTH
%.” ViewsD” ZHWCTFH), »2VIIHBTIT-
720 QD DMEEDOHAE, FIRISHES 2 7Y
AGAGNHED 1280, Ho AHIEZITVWT, QD Eils
A HEE L EBERET Do ZORFR. KT DN
EIEHRIIm LRV E R D,

YA WL DML TIAT 7 L — 2 DEERED ;I
Hhy, EWEHEVHTE, XDT7L—20QD OE
LEREY L CE#T 5, 2HDLHICLT, HTOH

PREAE % B R L 7oe KT OB EDT A F I 7 A%
RB O, B L TE S N8R O x-y FEREEHR
7 & MeanSquare Displacement (MSD)% 7% L7, £
NENOHD MSD (&, LFOFHERIZ L ) E&
SNTW5hb,

N—n

MSD(nAr)= ’NL_,TZ [(«\'Hn —'\.i)z + ()’i+n +)’i)2]
i=1

xi\ yi \$frame i COMRERMEZBRL, NIZiE7

L—LCHbo t ZEHT, nld7 L —LDfE
ZRL, nAtIEMSD ZEIE L -KEHOESTH 5,
CHDXIHIT, MSD 3B TH 5. ILHEIREL
(mD) L#E[E (V) OIEREHE5H 729012, MSD I
DTFosic X hES i,

MSD(Af) = 4DAt +V* (Aty
lirrtl) MSD(At) =4DAt

D ERETH Y, VIIERELZEWRT 5,

B IEE L & BE LA D 5 A5, IEEILHEL
itk - kHTRIZ T ViEB) %
TS 5, —H. EWFELEOWENE, Mgt~ by
v 7 AR L, MBEE T T, B4 Y E D
EHEREoTWALD, 777 VEENTZNL DO5M
KXY FEHsSNL, 20Xk, BHROIEE R
I ETFA TS,

SFOBE LT SR Lo THES
o 79 VEENIBGER TH LD, MEDULE
ODBTOEXIZT VT L THILH, EHOHTD
B & OERBERE LT LICE ), K
FOBERT S, FHEOEIIC L B 2DH) & DZEAL
Al RE L 72 b o

FF-DOREITTFRONTEHE L 72

n—1

1 .
58 { 72 \/("7k+ 1+ x)2 (e Hy)? ( /video rate
=0

Hes ) —H—FEMiE & FRAP % (Fluorescence
Recovery After Photobleaching) —

Zeiss LSM 510-meta confocal laser scanning micro-
scope (Carl Zeiss)% ffifl L7z 488 nm 543 nm L —
— Clihie LWL L 7o EEDBHT~488 nm O L
— YRS #4121 frame/s CTHI{EZHUS L7z AL >
A 13 Plan-Apochromatic 63x 1.4 NAoil-immersion DIC
objective (Carl Zeiss) % i L 7zo #Mlliz (3 96-well glass
bottomplates |Z#F T, — k5% L. Phenol-redfree
X-vivo 5T I, BIZE L7,
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C. SR

ﬂﬁnﬁﬁ%ﬂﬂwféﬁ a‘rﬁoto FRAP (Z’S:Jﬂ
wfﬁiﬂ)’rttk Z A CXCR4, CCR5, CXCR7 &T
IZBWTTTM Z % (COOH Rimfiar K 2 4 /&
HEHE) O8AR, FH/ Y — Y IZERLIERD 5
NG Do 7208, ZHEMEIEZOMBN~ND T P4
A b= ZADWHIDSHER S NDL Z EDHEER SN, b
NHObNOTHELIWEIFIMENTWSE Z EDHL
M7 o7z, FERIZ, CD4 OHIFEA KA 4 Y REL
72 CD4 truncated % » /57 B OZSELIREE 128 4= B
CD4 EZALA 2\ S, LTI SN Tw 5 L9 12,
I R A b= 20D TFRE SN U EX Y,
7TTM 225N B UFCD4 truncated % /8 7 B A5 T
YRHA b= AL, MR AN IEF IS
ENDBTAINAZHERE 2 DREDPHEER S NI,

2T, EHIZCXCR4 DB K AL 3 DD
V=TI ENENERE Mz Twolce b, —3F
HOMBANLV - TICERIIEZREZNZ TR A

(CXCR4-ICL1m) & M8~ D% A5 E S h
golgi-complex D & Z A Tl A HE SN 5 Z & A%
D)f)’b:&@f: (1)0

CXCR4

CXCRA4-
ICL1m

A,CXCR4 (IMiflaZRm ECEFMIZ2 4%
L TWEETrHEPHREENDL, 22T,
dsRED & — B £ RI(Wild type:WT)CXCR4 & GFP
il 5 -CXCR4-ICLIm % [FF 2B 2 2 & T
CXCR4 72 K Z L L TV 2 &G0 WE L7z,

CXCR4-ICL1m %& 3Ll id 12 dSRED f@h & -WT-
CXCR4 5P 8722 2 A, CXCR4-ICLIm (3
KHNIEFICHE SN LR o7 ("2A), #C
T, S5 1cHbdme L ¥ —H (FRET) %/
WTHRTR % & dsRED fll4-WT-CXCR4 & GFP #f
£ -CXCR4-ICLIm DETFRET 252 & 2 Z L 25HH 5

M o7 (M2B)s b Z & X, CXCR4-
ICLIm & WT-CXCR4 ZEHMHIfaEE CTIIEET 5
HPEHO NI R o7z, 22Ty RIEREEZHWT

dsRED #ll&-WT-CXCR4 & GFP fl4-CXCR4-ICL1m
DREDHELFNT 5 L CXCR4-ICLIm 12 WT-
CXCR4 DA 580 513812, WT-CXCR4 (2
CXCR4-ICLIm 25#tik &z, Dbz & X0, 4
ld TIZ CXCR4-ICLIm & WT-CXCR4 D4 DNE
A9IZFE® 5 AL, golgi /4T WT-CXCR4 ASCXCR4-
ICLIm &2 &% L 724k H, BAERICXCRS (2
A 1T CXCR4-ICL1m ASHINE TR 12 di % & T
LHEEZ LN,

T%bbE, OCXCR4 D—FH DI — 7 A
golgi complex 7 b D 1EH 7% CXCR4 Ml g iy 325 |2 H 2

LE R H-TWwWh, @QCXCR4E2 BEZ T L
T golgi-complex 7> bl R IZRE§ 245, —FH
OHBEBAN —T D9 b—2THIEHE LB ZF- T

3D |mages
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WA EAIIAERICEHE S NS, @2 BRI —FF
Hofha v — 7@%%( wkwqug@mb#
127572,

T, &bz THMET HYT—aFLNX

VTP CXCR4, CD4 %l LoBhEEZ L 22§
e il %,,t%uto k4 DS mwfuxéﬂﬂf"ffcﬁtiéﬁﬂ‘
WOCHEMEE 2 L L TR SN TV 12 HH
ﬂ'@.?@@%’fﬁ 5 9 e 28 L2 %5 100nm %ﬁﬁj“‘i—ﬁ:i)‘
GHET D, ZD7-®IZ, GFP/ASRED T7 )V L7-
CXCR4, CD4 #ZDF FEBL L) L T2 L%
L CHIE R & A E M o & F FRFICERZE L TL
F ) WHEED D B o

A

CXCR4-ICL1m

DIC

CXCR4-ICL1m

X2

F2TFET, BFFy PTINNVLAHICD 4 1T
k& (OKT4) Jz OB CXCR4 PifR(4B10) % F v THlf
D CXCR4, CD4 # 7NV L, FOHEFBICEBIE

52 THIRETOD T OEEDHLEZHENMIT S
e R, FOME, Fea L, 100 ms/frame D
HEE T CD4,CXCR4 DOl L TOBREL —7n+

LARNVCEIST LI IR L7z €T D spot
DR EENEL TR L L, 1BESTORET
& 5 CD4 531 750.42um?/sec T B DIZxf L T,
WT-CXCR4 OILEUAREZ0.14umYsec & CD4 539k
MBRBEDO3IFTD1IEFTIERTLTWS ZEDPHLRPIZ
o7z (K3A).

DIC

CXCR4-ICL1m



