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* Dk

A. BHEBR®Y

a1k HAM BEH B VIERETH % ErsE L
7=, HTLV-1 D#EREIMEIS R & H T 2{bFRER O
gl BT, (LBEREOSZ—T v FELT
HTLV-1 2 B bEA LZ OB MAR HTLV-1 7
nF7—FILERL, TOREAFRERLTH
5. AEEY HILV-1 o5 7—¥0EEDT I
J BRI ESWTT YA v - AR LTZEEAZ
ELIESFELET v I T F NEBEEA %
J— R{EEmE LT, EXTF N, BEEEMER
& B U EOREIZOWVWTIRETZITY, &
HEOBEBMBIUEDE L CEL 2EETETD
Loz b,

B. WrEEJiE

AEERE LI A BELICHEE LT in vitro OREEH!
SER A AVWT, FRICT YA v - AR LKERE
FIOFEMEZRETD.

PELEHIEE M

BRe LUCHEARZEHATLVI 07 7T —E %,
EHE T MA/CA BT 2/ BRESIIZES <&
9 & =4
(Ala-Pro-Gin-Val-Leu*Nph-Val-Met-His-Pro-Leu, 0.2
mM)% VY, 1mM DTT, 1 MNaCl, 5SmM EDTA,
0.1 M citrate buffer (pH 5.3) T 6h A & F 2 ~—
I L, RP-HPLC 2 TEIli Shi- EEMR DEE L
Fol. LRBOT7 vEAFRIC 0.1 mM HDWIE
0.005 mM DIEEF ZEML, EEOOMEDET
ZRE UHESEELRELE.

REHOT VA v & B

FxREEEBREHMEFEF L LT Mo
X RAFNANANR=VHMC)A VY RAE— & W
T ANSE BT a T 7T —EORERKRR
IVEDOEFEET-oTCETED, HIVI BT T —
PR, =S UTERBRTuTT7—E (FTRAATYV
V), Bt VE—Eixid 2BIRATHRARIE
EREHICHII LTV D,

4 IZBEIC MA/CA AL DT X/ BRE S|
(-Pro-Gln-Val-Leu*Pro-Val-Met-His-) & HMC ZF ¥
BR-TI/)BTRT ==V /) VAFF /(Apns)
PHOELEEERPRVEBREEFEELA
FTARZERERWELTWS., EbRALEMEE
RS Fb, HERKRT I VBOEA, FEXTFR
bt %21T->T, T b _XTF FEBEEH
KNI-10455, KNI-10497, KNI-10516 %% R E L
. Ihb Lif\#*f/}"?"?" FEIFAZEAR & E~TH
RED LAVRVEERBEEELZH LTV .

l Substrate Based I-ITLV-I Profease Inhibitors ‘

subsirate
-Pro—Gln-—-Vul—Leu Pro—Val——Met-—Hxs- (MVCR)

Ké\;lolmﬁe
iﬁi
oH k

KNI 0}00455 w,mpopnaemw 3\ - w‘éxm-gosm
)\ n\)L ot

i H/\i/ ‘f}’ N nosad

@,f LX Y 83 %

hsxapepl itdo iohiitor

\/‘LNHZ

.....

o

i KNI 104897
Soty 0%

*HTLVA pvo\oaso
inhibition % at YOOuM

condhlives: 0.2 YUlsRLFAPOVL NphVIHPL)., 0,104 sodaan Tivate tater, Smit EDTA, imM DTT, 14 NaLl{pl15,3, 377 C).
SEPREROREHIERL, ZhbZ ) — s
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W LTRWEBMOEHZITI 2 LIz L.
E 72 Wlodawer 5 23t 5 T8 THLTH L 72 HTLV-I
TReTT —E &R EMIT [PNAS,
18332-18337, 102, (2005); pdb: 2B7F] % I L T
KNI-10455 & 705 7 —FPHEEDSFEF Y o
7TV, TOBRERFHCHALE.
RV a COBERBIL, BEL OBEER
DEEBOODEENEEN & MISE SRR
T FEETEDRZERELAEZBVWTT YA v
AT &b
{LEMDERIL, Boc Ea—Bf7 I )RR
IRV 2 — R 2B TITY, T
HPLC I\ THRRZIT > /2%, iEEOFEIZ AV =,

(G EE~DEE)
BrichBE e Lipn,

C. HMEHR

1) KNI-10455 & 7o 57 —FPHEAEOSF+
FYyry

Wlodawer HIX7 == VR EZF o 2 HTAHEE
FlEZBAWT HILV-l 7’5 7 — PR okl
WL TW3. TofEEEIIHIV-1 7 e5 7

—EEBBODREICLEEZ A, MEIZIINRY
DEVERERD N, BIZT7 5 v 78y L S3 o)

PLOFBETHIV DL D & RWIZ RS TUWVE, =
DT7uTT—BeEHx2DREFLEZHEEH
KNI-10455 OFEFRXEHFET Y JIC L ViR
Lz,

Modeled Steutture of a Complox of HTLV-) Protoasn with KNI-10455

KNI-!O-!S}‘

KNI-10455 DEHZ W T D7 F REAIX
TNENKEREAEZHRT 2 & TFRIN, AIHE
REEEINGT A2V 794 M ERALS 74 v b
L, RERQRARA FHR LRV, ZHIZHY 7
TT7T—E L EOMEHOEAERLBLTHY,
KNI-10455 23V BAEEEE B THI L EFEL

20N, Ko T KNI-10455 O s K& L2 A -
&iﬁ%&%ﬁﬁ?%%t&? ERFHEEN

. IORREBEREZRS Y a B BHEETL
?ﬁ, R EITo 7.

flap

Leus?B Alases AlsBOA LouSTA
(Gly488) Ny ~p (Blydsa)

pdb: 2B7F

Aspath

SN~ a
SHNOZ s H 3
. %
° )]\ AapS?Afa
\ Gly34B @ Glyd4A /
Asp36A

actlve center

Leus78 AlasgBs AlaSoA Lous7A
(Qly488) Sy ~y {Glya8A)

"'r.
O
N\>\N
7 1
3 \s 'T | KNI-10455
", o\

&@

0 § k Aspaza/B )k "
|

N,
N Gy @ Gyoan A

Atp36B AspIGA
acllve center

Hydrogen Bonding Pattern between 11TLV-1 Protease and Inhihitor

2) Pl {iiEETEMEIRRS

KNI-10455 & HTLV-l 7’2 5 7 —¥ DA IE+
TMEZEDE, PLAIORVPUVBRS D RE T &
DERICRABD., FZT Pl AR IS 1
YTFNVE (AT BL7) BB LUI{LA Y
KNI-10551, KNI-10553 # & L7z, LixL7m5
T—EREEERA VT FAETHLRUDLE
THRIEDEZRLE.

Structure Activity Relatlonship st P1 Posion of HTLV-I Protease Inhibfior

é*”@x ﬂ“@ (E!U @‘*

on (& ’V
KNI-764 KNI-10252
Y
o »51 %]
e uﬁ Ly ﬁ
KNI-10551 KNI-10553

“inhibllion of HTLY-! prolease el 10D

3) PI-P{ii& v+ S

_12._.



PR ASEEIR AR & VY KNI-10252 £V, /hE®
DEEEE & KNI-10516 O RIFERFEV. £
=T PUYLICHEREI NS WAz y FEAAES DY
B LT, LVEEREVDONE LIS
# Dmt L9V A XDPJENVPIP2=y PEKRE
HO Pra=y hEEHEDEEEREAKL
=8, oA L W EBEEEIET L.

Structure Aclivit¥ Relationship al P1'-P2' Positions
of HTLV-! Protease Inhibitor

o] u ©
PNy N\:)LN
H o H H
A

-
SSR

KNI-10262 82%"

oy

3
ST

KNI-10516 92% (57%)"

U
Rl .
SSacIN-ane

KNI-10560 64%" KNI-10585 59%*
X oL

N o N N = N

ST WY

KNI-10559 66%" KNI-10580 83% (22%)"

*Inhibition of HTLV- protease al 1004M (5puM)

4) N R ORISR

KNI-10455 @ N 7 = F VKT, BEaHEe
EENEEEDORATHAFEIFEARY. £IT
T DI OMEL AT o7z, HIV TR Z Oy
= ST EER OSMANALE T 5 DX L, HTLV-
TRT7 Sy TRBLhL TRV EEERRHFET
X%, ZFZCHEAEWREINVEVBEEALLLL
A, WTRHRWEEEEEZRLEL., <K
KNI-10573, KNI-10574, KNI-10633 #3729 O
EHEEFSRLE, ERVLVIUEERETD
KNI-10584 (I ZE0 S CTHEIH TEDLELD
na.

Structure Activity Relationship at N-terninal of HTLV-I Protease Inhibitor

Eresyeu N

Inhibition of HTLV-! protease

KNI-number X al 100M (at 5M)

o

KNI-10516 /LE 92% (57%)
(o]

KNi-10584 ~o ,u\s 92% (67%)
o

KNI-10570 /\/ll\E 98% (90%)
Q

KNI-10571 \/Lg 97% (76%)
0]

KNI-10572 >H\3 93% (84%)
o]

KNI-10573 )\)\3 98% (93%)
0]

KNI-10574 \(0\3 96% (87%)
Q

KNI-10575 V)ks 93% (81%)
o

KNI-10614 /%3 93% (88%)
o

KNI-10615 /\'(“\3 “andor § 91% (81%)
o

KNI-10616 \/\/lké 95% (88%)
(o]

KNI-10617 \‘/\/Ls 95% (87%)
o]

KNI-10618 vk)l\z *p andior § 95% (86%)
Q

KNI-10633 M; o6%
o]

KNI-10634 89%

5) P3 (#ETEHEFEES
P3 DT ==Y L DRIERVEVRE

ESFT L, BELHBREToT.
Ry urRFAT T EEALR,

FiaEREBon2bo 7.

_1 3._
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Structure Activity Relationship at P3 Position of HTLV-I Protease Inhibitor

ASIRTbe 8{:’\(

o] OH

Inhibition of HTLV-! protease

KNI-number at 100uM (at 5uM)

KNI-10584 I
S\N é
L)
|

92% (67%)

|
KNI-10609 . 74%
E\N s *Rors
H oo
KNI-10584 54%
E\N é
"5
KNI-10584

. 65%
%3 *Rand S

o]

6) P2 {ifiEiE AH e

EHEER L L HITHERELER L PO
WETE VBB E 21T o 7= P2 SLDA VY T F LK
Z I bICEREDEW LD
KNI-10600, KNI-10627 %13 & 0 3V EEE W 24
LTWe, —F8AMEZ 0T - oBERET 2
AL DITIEERET Lz, FOHR T tert-7 F
e BZ Y REFT 5 KNI-10605 i3 L ERagiEm: 28
L, DKM, BAMIICET S OIS
WHEHTII RV EELZ NS,

Structure Activity Relationship at P2' Position of HTLV-l Protease Inhibltor (&)}

'kgi 'éi(xﬁ:f

0

I

Inhibition of HTLV-! proteass

KNi-number X at 100uM (at M)
- N 82% (57%
KNI-10156 ﬁ’j/ (57%)
KNI-10536 g\u/\( 48%
OH
KNI-10537 i\u’\i_/ 57%
OH
F L)
KNI-10542 E‘u’\fp 84% (41%)
- iy 85% (63%)
KNI-10586 u’j/ (63%)
- N 84% (26%
KNI-10592 g’\7 (26%)
- by 88% (7%
KNI-10600 H’w< (77%)

b .
KNI-10627 ﬁ/ﬁ< 98%

IZZEH U7z KNI-10586,

Structure Aclivity Relationship at P2' Position of HTLV-I Protease Inhibitor (2}

igimiiig R
PTG

Tz

Inhibition of HTLV-! protease

KNI-number X at 100sM (at M)
KNi-10584 E\Qﬂ/ 92% (67%)
KNI-10558 3\0’\© 12%
KNI-10561 i\ﬁ}-\( Aors 92% (74%)

- N 97% (88%,
KNI-10562 ﬁ’j< (88%)
KNI-10581 E\H/\F“; 79% (44%)

ES 3
KNI-10583 Lll F 75% (46%)
FF
o N

8 N % (68%)
KNI-10605 N 7< 98% (68%)

R 3\ ~C 1%
KNI-10606 N Y 21%
KNI-10607 5\”’\/0\ 72%

~ OH o ore
KNI-10608 ﬁ/>< 81% (21%)

KNI-10624 i\u/@ *mistore 90%

D. &£

HTLV-l a7 7 —¥ & KNI-10455 D4y FE5
VYT 1ckY, Hx oMERII BB hE
B AHREE L TCWVWAZ L NP E -

P1 i Apns DRI U BIZEFY 20 k
DELLREVRIZELS., L LAY TFALE
CEBRLUCHERIRIZE AT L), &
NODHEOY A XEESQE (A4~ F 1
F) DEATEBLEHAWESS,

KNI-10455 O N R 7 & F L EITEM I 3210
BEEREREZH LTV, 08B & LT HTLV-I
TR7FT—EMN HV Kh_k&ERT7S5 v Sy
LTWEHDT, HIV TIRAMBICERT 3 = 0%par
BHEERAICESETERLDTHD D &2,
HTLV-1 7a 77 —¥ 0O X BESEEMEITIc L v
fRolc. 7 b7 I NOBREEITARN T
BEEEMEORTHLEE LW EIIELRVR, “h
EREBEDBNEEZ LN T LY HER, %
SRR IR A N R VBT A T L Nk
7.

P37 2=V ) S R ESTELES &
RAID, WPNLEEDET 272, 7Y
TV TEHR Z==A T )il y T
WEEZHF V=T Y vroglkrAvnig
B2ofedb Livz .

_...1 4_



PUIDA YT FN, B-AZ YN, 2-AF NS
VIUNE WD SR T EE R E (T o
B I0EEOBVEAEDERWET I & HKE
. L Lo bixL W BukEREWEREEHE
LTEY, Bp: LTERNE D »RHERLS.
ST DL &b EBKMEDRT, v NTH Y, FAKE
DERENEE LSEVDIIYKREDLELD. L
ML—F T, tert-7 Fib & KT Y ROFRRBKE,
Bkt ET A ERESAVEEREZ L
B EbRWETI LA, ZomREIEEHK
e LT OREFRFICBODTERTHS Y.

E. #&&R

F NS R7F REHTLV-] 7 e 77 —EHEEA

KNI-10455 &% ) — F{L& & LT, £FEARE
M, BEEMER a2 B LZEERIORE, AR
ERHT. FORBRLLTY—FEEHIVEE
R D R THES L EaEEEZ b D, RED
B EEMEELA T 5 E A KNI-10584,
KNI-10605 % B2 L7z, & b KNI-10562,
KNI-10573, KNI-10617 12 U — F{b&¥ & v VB
FHEEFEMEEZHE LTV

[ Tetrapeptide HTLV-I Protease Inhibitors |

Bonid
- n C)/xv[j OH zs.a

KNI-10455 94 % (49%)* Mw 679.87 e ’

R 4
o] Q 9 Qe KN10605
oA A R U N A I e
WY Y N k! Mw 712,90
Q A~ —X\ ’ ’

H
oM ks

@ E n\i E o 9 KN|-105(373/)
. 98 % (93%)*
N
N N Mw 723.97
N OH ks
*HTLV-! protease Inhibilon % at 100pM {SpM)
conditlon: 0.2mM subsiialo{APQVL NphVMHPL), 0.1M sodium ciitalo butior, 5mi EDTA, tmM DYT, 18 NaCi (pH 6.3.37°C).

F. BFEREE
1. R

% Youhei Sohma, Atsuhiko Taniguchi, Mariusz

Skwarczynski, Taku Yoshiya, Fukue Fukao,
Tooru Kimura, Yoshio Hayashi, Yoshiaki Kiso.
“O-Acyl isopeptide method” for the efficient
synthesis of difficult  sequence-containing
peptides: use of “O-acyl isodipeptide unit”.
Tetrahedron Letters, 47 (18), 3013-3017 (2006).

* BlAL, KERH. S AEMRTL
5 ipoTWBH. (L, 61 (5), 25-29, (2006).

% Yoshio ‘Hamada, Naoto Igawa, Hayato Ikari,
Zyta Ziora, Abdellah Yamani, Koushi Hidaka,

_." 5_

Tooru Kimura, Kazuki Saito, Yoshio Hayashi,
Shoichi Ishiura, Yoshiaki Kiso. B-Secretase
inhibitors: Modification at the P4 position and
improvement of inhibitory activity in cultured
cell. Bioorg. Med. Chem. Lett., 16 (16),
4354-4359 (2006).
sk Mariusz Skwarczynski, Mayo Noguchi, Shun
Hirota, Youhei Sohma, Tooru Kimura, Yoshio
Hayashi, Yoshiaki Kiso. Development of first
photoresponsive prodrug of paclitaxel. Bioorg.
Med. Chem. Lett., 16 (17), 4492-4496 (2006).
* Magne O. Sydnes, Yoshio Hayashi, Vinay K.
Sharma, Takashi Hamda, Usman Bacha, Jennifer
Barrila, Ernesto Freire, Yoshiaki Kiso. Synthesis
of glutamic acid and glutamine peptides
possessing a trifluoromethyl ketone group as
SARS-CoV 3CL protease inhibitors. Tetrahedron,
62 (36), 8601-8609 (2006).
* Taku Yoshiya, Youhei Sohma, Tooru Kimura,
Yoshio Hayashi, Yoshiaki Kiso. “O-Acyl
isopeptide method™: racemization-free segment
condensation in solid phase peptide synthesis.
Tetrahedron Letters, 47(45), 7905-7909 (2006).
* Youhei Sohma, Yoshiaki Kiso “Click
peptide”: Chemical biology-oriented synthesis of
Alzheimer’s disease-related amyloid f peptide
(AB) analogues based on the “O-acyl isopeptide
method”. ChemBioChem, 7(10), 1549-1557
(2006).
% Youhei Sohma, Atsuhiko Taniguchi, Taku
Yoshiya, Yousuke Chiyomori, Fukue Fukao,
Setsuko Nakamura, Mariusz Skwarczynski,
Takuma Okada, Keisuke Ikeda, Yoshio Hayashi,
Tooru Kimura, Shun Hirota, Katsumi Matsuzaki,
Yoshiaki Kiso. “Click peptide”: a novel “O-acyl
isopeptide method” for peptide synthesis and
chemical biology-oriented synthesis of amyloid 3
peptide analogues. J. Peptide Science, 12 (12),
823-828 (2006).
2. FRRER
*ARERA  EREORBEEMOENR : oF
A AR LT OIMEAOTYA . FH6H
AARBERERES T v FarEIf—
(3R#) . 2006.4.
% Yoshiaki Kiso: Defying difficult diseases:
design of protease inhibitors and prodrug forms.



ICOB-5 & ISCNP -25 IUPAC Internatioal
Conference on Biodiversity and Natural Products
(Kyoto, Japan) 2006.7.

* Yoshiaki Kiso: Challenging intractable
diseases: protease inhibitors and O-N acyl
migration-type prodrug forms. 9th Chinese
International Peptide Symposium (CPS-9) - New
Age of Peptide Biology and Chemistry (Shanghai,
China) 2006.7.

* J-T. Nguyen, A. Itami, H. Maegawa, K.
Nishiyama, T. Kimura, Y. Kiso. From peptidic
substrate  to  small inhibitor possessing
non-natural amino acids: a summary on HTLV-1
protease inhibitor optimization studies. 2nd
International Symposium on Biomolecules and
Related Compounds (Kyoto, Japan) 2006.11.

% Yoshiaki Kiso. Challenging difficult diseases:
peptide mimetic inhibitors and click peptides.
10th Korean Peptide Symposium (Seoul, Korea)
2006.11-12.
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EAFHRNEHERMENE (T 25 DEERENEEH)
SHENEREE

HTLV-1 JB&Hefli B O HTLV-1 BREBFHERFEME S 2 7 L OFFFE

SRFFEE  RIMEER
EERBREREANV AN, T A = ZAFFRE Y A VARRESHF B

WERES HILV-1 Bicstd b4 Py —2—flilge LTI Lzt MY U3 8kiR{k
4RI H9/K30 uc #BWVVT, HILV-1 7T 7 —ElHERDA S ) —=0 T 2T,
HO/K30 Juc #RRIZ 4"/ LPUZ HILV-1 LTR OXE TIZB 2N 7 =5 —EREF %
Bh, MT-2 eSO HTLV-1 EEAMIR L BAERT I L REONV VT =T — B ELT
%, [BEEERFITEET CHY/K30 ue #lR L MT-2 Ml & 2 BAEEE L, 2 R T
EEINANY 72— ERZFAELE, RBREATE bV b YA VAT BT T —
YHERZESBEMEH KNI LAY IRBEEREORSE RPEROMEETT ¥
AV - B EN., YFFERICREINTE, RATZ2TO KNI k& (KNI-272, -279,
-727. —764. -1167, -1276. -1432, -1595b, -10162, -10166, -10220, -10221.
-10252. -10270. -10277. -10340, -10375, -10388, -10455b, -10478, -10491.
-10496, -10512 38 L T8-10516) IZHRIRBHEOEWIEFIRE GuM) TERZE/QRHLHTLY-1
EMRRE Do, XbiT, KNI-10535, -10542,-10561a,-10562,-10570, —-10571,
-10572, -10573, —10574, —-10575, —10578, —-10581, —10583, —10584, —-10586, -10588
B IO ~10590 DHL HTLV-1 HREIZ SV TIRET R TH 5,

A. TFEBRY HERR] & MT2[HTLV-1 EEAMR] & DIRGIEE) %
B2 RSEICEETHVARAT LNV FEI L7z (Microbes and Infect. 7:820-824,
. HILV-1 D7 A VAR IS THEE  2005) ,

THholo, AP TIL, HAM ORI DOIDITY

ANVABREPREIC L-ERBEEHOREE

BisL. §L HILV-1 7' m 57 —FPEOBR T A

Fh& LTHFIATRELR, ZEREOMBOES B HREIIE

B3l X AEREH (H9/K30ue[A vV r—4 — (1) MBRka  FMRAKRIX HO9/K307uc (HTLV-1 A >

._‘l 7....



D—&—#ifa) . H9/H1Juc(HIV-1 A >4
—Z —iffla) . MT-2 (HTLV-1 EEAEHENE) . B X
U" HY/NL432 (HIV-1 EEAMERR) 25 Lz
(Int. J. Mol. Med. 14: 1073-1076, 2004;
Microbes Infect. 7: 820-824, 2005) .

DNy 7= —BEEORE LT
—E¥EMEN Luciferase Assay System (7'm
AT KE) THEIELE.

(3) DNAZ m—X HILV-158&2& 7 v —1 pK30
[34[E National Institutes of Health @
AIDS Research
Program (W &% v /&5 2817) m™HAFEL,
HIV-1 582 & 27 o— 1% pNL432 (J. Virol.
59: 284-291, 1986) ZERLE, Vi T =
F—¥ 7 v —111GL3 Basic Vector (7’1 2
HE) ZER L,

and Reference Reagent

(REBE~DERE)
A TIX, & bW EBAVIEZRIEIZT
7o TUWARuY,

C. HFEmER

HTLV-1 BRIt 24 P47 — & —fla L
LTRISZL72 e b Y o /3ERER(LARIR HO/K30 Juc
ZRAWT, HTLV-1 7’m 5 7 —¥EER DR Y
V—= T %9772 o7, H9/K30luc #ARRIZS /
LI HTLV-1 LTR OXETFIZB iz e 7
=T —FHEEFERFL, NT-2 A% 0 HILV-1
ELEMRLEBERERETAIEREON V7T
—EERELET D, HEHEHTFET T HI/K30 uc
MlaE MT-2 Mifa & 2 BAEE L, 2 Al
P CELEISNBAIALY V=5 —FPEFREL
ro REBRENTHE NV YA LR T T
T—EEEREFOEMEIESR KNI 1LEah) X

REBBERRZORE RALBOMEETT
AV BRI, BFRBCELEINE, 5B
72T O KNI kA (KNI-272 [C33H41N50652],
—279(C34H43N506S], =727 [C30H41N305S], -764 [
C32H37N305S], ~1167[C33H33N306], -1276[C33H
33N306], ~1432[C34H41N305S], -1595b [C38H46N
406S],-10162[C47H71N11011S2], -10166 [C41H6
7N70852], ~10220[C43H63N70852], ~10221 [C43H
62N809S], 10252 [C40H51N506S], —10270 [C41H5
3N506S], =10277 [C41H51N506S], —10340 [C38H53
N507S], 10375 [C37H47N50852], —10388 [C38H48
N405S], —~10455b [C36H49N506S], —10478 [C30H49
N506], ~10491[C49H63N707], ~10496 [C35H47N50
6S], -10512[C53H6ON11013S] & £ O
—10516[C36H51N506S]) M AR 35 1tk o 48 \ N ZR |
TREE (5uM) CERE/LH HILV-1 B2 R &,
»oTe, bz, b KNI (kA& W

( KNI-10535[C35H44F5N506S], 10542 [C34H44F
3N506S], ~10561a[C37H53N507S], —10562 [C37H5
3N507S], ~10570[C38H55N506S], —10571 [C37H53
N506S], ~10572 [C39H57N506S], ~10573 [C39HE7N
506S], ~10574[C38H55N506S], ~10575 [C38H53N5
06S], ~10578 [C39H57N506S], -10581 [C34H44F3N
507S], 10583 [C35H44F5N507S], ~10584 [C36H51
N507S], ~10586 [C37H53N506S], —10588 [C40H59N
506513 & U-10590[C40H59N506S]) 1=\ T %
DPLHILV-1 P RIZOWTREF TH B, 1213,
LRE & RO HIV-1 ERETmMIE S R 5 A (Int.
J. Mol. Med. 14: 1073-1076, 2004; Microbes
Infect. 7: 820-824, 2005) ZFVWT{T/ -7
S b — VERT, SQVIEB LU KNI-764 132
DRETIZIZERICHIV-1 Fu T 7 —FPiEH %
FELE,

_1 8_



D. E£

AHFFE T HTLV-1 B d R SR 54
VU — & —HIJaEE HO/K30Iue BB Lk
(Microbes Infect. 7: 820-824, 2005) .
H9/K30 Juc 1% HTLV-1 DEMIEY IR L
TIES MM, MT-2 %0 X 5 72 HTLV-1 &
AL DBRAIERICL>TORELSLVO
N T 2T —BEELET D, HI/K30uc MRITD
T DIEMELIE, NT-2 MIRREICFEET 2K
%I HTLV-1 Gag/Env %/ L7z fifaf@&Ic k- T,
MT-2 H#HAE 2y & H9/K30luc FEE ~FIT L 72
HTLV-1 Tax 2k o TRIAEELDbND, &
g T, ¥7-. HIV-1 2B L TH HI/K307uc
vs. MT-2 & [RI#% H9/H1 Juc vs. H9/NL432 ¥ A
FAZHEEE LU (Int. J. Mol. Med. 14:
1073-1076, 2004; Microbes Infect. 7: 820-824,
2005) . “hHBDUAT AXMRARMEICEDS
fEx DEFCHEFOFMZBELTND EE X
bhd, Lo, BMIEE TIIHRE - BE LG
BN T, B%h72 HIV-1 JHEAIT BB IR =
nNa3bL0o0, HED® HILV-1 Fes7—ElE
PR ZTRTEANIR 2o TRV, I <&KL,
HTLV-1 7 r 57 —EosEElRE I Nk
(Li, M. et al., Proc. Natl. Acad. Sci. USA
102: 18332-18337, 2005) , ZhnbELILD
EHRIZESWTEH LLTFA - A Ehic
Bx 7y HILV-1 70T 7 —ERERERHEA 2R
MR THELENT VAT LA TRIET ALED
HB, Tio, ETO KNI LA O HIV-1 Tu T
7 —FRREZRIZ OV T HHE VL THEM
\ZHREE L HTLV-1 7o 5 7 — ¥ R ESR & ik
MBLTEERTAHILERHD L BLND,

HTLV-1 Bl i3 2 ME CRERER
EERESLLEEDOH|EIIRER VY, £k,
HIV-1 e 5 7 —FIRBEZEREEDR L R TH
HIV-1 EE} HTLV-1 a5 7 —FBIZIIhEN L
W, LEMN-2T, A vy —%—Ha
H9/K30Iuec & MT-2 £ U A NAFEAMIAE D
BEERICE D HILV-1 Fus 7 —¥RERO
BMRBVATLAIBOTEETHDI EBL DN,
EHIRTHIEZED TV MLERHD &L Ebh
%,
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