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Development of novel therapy against the transcriptional regulatory
mechanism of human immunodeficiency virus (HIV).
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AWFFEEHE TIX, 01 LUV C HIV OERGHIEEEE 2 B 5252 U, B 218 RIS 2 PR > 7o,
WERFFE O T, HIV B RAEESIEMACR - Tat 2 HIV #5552 B BRAICTE ML 2 20 it &
PR L. Tat &fEERKT Cyclin T1(CycTl) OFEEEEROFEMZ A LT Lz, Box s, ITFiE
B SIVABH & 472 Tat, CyeTl 38 X OVP-TEFb OfiiiEr 7' 2=+ FTH 5 Cdk9, & DEAN
BARD 3 TN E DIE A T Tat & CyeTl O FRHIFEE/EN ZZhEnDss+ o7
R BEREB L OFORBEOEF LV E TR Le, T ORIE Tat BLEHRIZBH5 T 5
72D DEE R BFR R AR LT,
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In this study, we have been exploring the step of viral transcription that is the
rate—determining step of viral replication in order to provide vital information for the
development of novel anti-HIV strategy. We have clarified the interaction between Tat
and CycTl at the AA side chain level by creating a number of CycTl mutants in which critical
AA resides were substituted by Ala based recently published 3D structure of Tat—CycTl
molecular complex. These findings have provided scientific basis for the development of
Tat inhibitors.
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HIV 59813, ART 72 & OfT HIV L2k B %
VA LT3, SRR D A L A D EsEEE D
BIOHEZRRIWEN. AFBEITIRRIEG T LT
BHTHLRE, ZORAR—EHGNIRY
D085,

2T, B2 ERREE A © -0 HIV BRAEAIDS
RDOBNTND, ZOFAE LT, HIV 7my
A IVADESGIEHA BRIl Hivd, HIV ¥
A VARG HRET [EE5] Ol CHix Ol
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MDA NV AHBOEIR E 72> TnD, £Z
T, AR T HIV O EIE M LR v E
HL. BrLUGLHIV BB OREA HiF L7, R
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HIV 7" 7 A VA5 OESESEFEE, HIV 3k
OISR Tat & HITIPN OB IR 1
P-TEFb (Cyclin T1 & CDK9 DEEAR) 12k ~T
HONTWD, ZOMEMEHENL Tat & EEES
95 Cyclin T1(CycT1) 2ME 9, MEDFEEREL
(ZDUWTIE CyeTl OSBRI/ ET D8k E N
KOFERNEE CThH D Z & NEERL 0 RS
D, I EZAL TR, 22T, K
WFFECITATAE H2NMZ SHfz P-TEFb/Tat 7K
&% L IZ Tat-CycTl OFElZefsAkElc >
WTHIT 21, Tat OEEBIEMETIERERS >
WCELITER L, 2 HOFERIE, Tat &

FRRG & L7z HIV BLESR OB A A2 Fdz b
o3 Z eSS,
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P-TEFb/Tat SEAMEE A & & (2 Tat BRG]
BB 27 XV BAHEE L, £ OX4MEE
UTFIORT 2BEONLY 7 =25 —8 T v AT
FEBRANIRRE L7,
7 wtAD:Tat & CycTl Z R4 (THIIEPNIZEA
T 5051k, 2F DRI D 12 M
{LIZEAIZIE, £ Tat & CyeTl BFEET D4
TR D,
T A@D : Tat & CycTl DNEIE LI=F% A T4E
AARBLSED 1, MELTWDT2D, i
PFEE L TCVAREEZII v 7 LT0nD, I
Tat & CycTl 236G LT-BOTEHEIZ DUV Tligat
THZENTED,
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(1) Tat/P-TEFb SZAAHEIEIZISIT S CyeT1Q50
FRIEDJE RSO
Tat OEZEIEMALIZIL CycT1 @ 50 F H D Gln 7%
%5 (CycTl Q50) & 176 FH D Phe F&%E (CycTl
F176) WEZETH 5, £ O &G Z I 5
\Z&7- Tat/P-TEFb SEAMEEZ & & ITfRdT L
72, ZOFERE, CycTl Q50 1%, Q46, Q56 L4y
PKFERESE, TatQl7 & TatC34 L5y 1k
FEAEER L TS Z LN 5T, F
7=, CycTl F176 |%, TatF36 & Ch-rn /K&EfEE %
TR LT D Z SR STz,

(2) Gln Q/KFHEER Y BT —2 75 Tat 1%
(252 DR
CycT1 Q56 7% Tat {EMERIENZEE G- L T D E
I N T 2T —ET vEAITTRF LT,
ZORESR, CycTl Q56 % Q46, Q50 & [FIERIC Tat
OEZETEPERIENCBE S LD Z E DS BN
7ol FAEND QFRIED Tat IGMEIZ -2 5



BT, CycTl Q56 DOBAEITEAHICTH D HD
D, MOT I ) BFEFEOEREINZ HZ LTk
D FERITIEMEZ K LT, S BT, Tat & CyeTl
ZRE LR A ZEAZNZE 24,46, Q56
BEEIZB W TREE W & [RSEOTEMEZ RT3,
Q50A ZEFUAITIEMEZAB AN RIET 5 2 &8
HONC R oo, SOICEREMZ D &,
Q46/500 X7 VAR CIIEENNZTR L 72D
DITKF L, Q46/56A A7 VA BARCIIIHMEIT WT
LR T T2, 2D E1E,Q46 & Q56 1% CycTl
& Tat HIFFEEOAIEEE- L, Q50 13 Tat DFA
BYEMERE2 & Tat & OFEELIMOMBE & B
HLTWHZ EZRMEL TV,

FE7o. CyeTl Q0 EARBHEGETENT D LER
5D Tat €34 (ZOWTERKREVERR LRI L
Too TORER, 34 RFIZ IV Tat OEBIENE
{EREITRDI, C34 FRIET Tat ORZEIRIEIZH
BCHDHZENHLMN o1, FATEAI
BT HAERIZ I IEHEDSBIICEH Sh, 2
DT 2 BRI Tat & CycTl OFAAIEFR DI
O, EHEIEMEEICR G5 2 LAV s
i,

(3) CycTl F176-TatF36 [ Ch-r f&E
CycT1F176 & TatF36 MM T Ch- n i & TER L
TW5, Tat F38 |[ZARRAHATLHZLIZED
Tat OEBIEMLANKIOND Z b, 2Rk
HAITEETHDH EEZ BILD, Tat-CycTl F A
TR TR, IEMEDMRRZ Tat FA8A 1T3\
THHESNTEY , Ch- A1 CyeT1-Tat A3%H
AR L7 ORI HEIS L Q0D EB XD
N5,

(4) CycTl OSIHEED DT Tat FHAAEH
Xy hT—7

Q KFEATR Y NU—7 & ChnfEBNED
ORI ND ), BHEETHON TV 3
FiD CycTl DI (CycTl HAIMEE (2pk2)
CycT1/CDK9 #5454t (3BLH), CycT1/CDK9/Tat
BAMME (MI9)) & b LITHE Lz, £7. Q

KFEEET Y FT—27 13, 2pk2 IZBWTIIIEAL
STV, 3BLH, 3MI9 (2B W TR S
TWDHZ EMD (DK DFERICL > TZDRy
N =V RDSFRES D LR SIS, Che
TFEEIZOWTIL, Phe D7 = = /VHDJF
PES 3 TR/ D Z Evh, Tat F38 75K
IPRIET D Z LI VBESND EEZD
i,

PUERA7Z 29102, Fox l3ANFSER i 408 L
T, CycTl 23 Tat &AHAAVERNCEZE R HTHIH A
Xy MU — 7 T NTRREERT > S [AE LT,
CycT 1D 6, Q50, Q56 2>HABAL IS Gln K
FEAT Y NU—71F Tat L OMEIERIZ,
CycT1-Tat TR S 415 Ch-r A E1d Tat-CycTl
OFHAEHILISE OMEFE RS- L Tat OEREIENE
REDFIFIAAT > TN D L ST,

Tat (X, THERTIIRFEDOHE L FF2 /20
FIRZEME A (naturally disordered protein)
ThbH, LIzino>7T, Tat & CycTl OFEEIL,
FPKREREA T Y NT—Z I X D REENRE L
TS CyceTl Q50 JEIMEIEA S, L . RN T Ch-
7RG DS ORE S ORI A IRE LTV D &
Bz HD, 2 SDOMEMERIZELY Tat/P-TEFb
HEIEL L, HIV BB OEREA RRPRIC
TEMHECE DMELZ D B R bID, BUE,
INHOMERETED L,  insilico A7 U —=
VTR Tat IEMELEZN R 24>
FHIOBIF A DTN D,
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