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LM 2 K HAT AR iR B 2y 2 B mT a2 (£, Hoak 3 -
(C-BA1a~WMEWDRE INNYTSLIHSLIEESQNQQEKNEQELL) 2 (SEQ ID NO:9) ;
(C-Aca-YTSLIHSIEESQNQQEKNEQELLELDKWASLWNWE) 2 (SEQ ID NO:11) ;
(C-Aca—WMEWDRE INNYTSLIHSLIEESQNQQEKN) 2 (SEQ ID NO:12) ;
(C-Teg-WMEWDREINNYTSLIHSLIEESQNQQEKN) 2 (SEQ ID NO:15) ;
(C-Aca-WEEWDKKIEEYTKKIEELIKKS) 2 (SEQ ID NO:18) ;
(C-Teg-WEEWDKKIEEYTKKIEELIKKS) 2 (SEQ ID NO:19) ;
(C-Teg—BA1a—WEEWDKKIEEYTKKIEELIKKS) 2 (SEQ ID NO:20) ;

(WMEWDRE INNYTSLTHSLIEESQNQQEKNEQELL-C) 2 (SEQ 1D NO:23) ;
(YTSLIHSIEESQNQQEKNEQELLELDKWASLWNWF—Aca—C) 2 (SEQ ID NO:27) ;

Hor
C AL DT ) - It 2

P25 B 2 IR S 2 )R F s

2. A, A 2 b — PR R ZER BT IR B A 2 K oSk e ik s 2 2% bn]
B2 3, DLRTIR N 2525 ] 852 I B AR SR T 7)o

SRR ERLFTIR B A 2 0K T4k e R B2 2 b mT 4252 (1) Eh A8 il & FH T VR 97 BR
FHBH HI VI G A IS B8 1 29 17 FH s

4 BURIVER 3 Fag , Horpr, T HT VI e A 5500 S 308 o

5. RURIER LTI B A 2 IR ST A S A A B2 2 b m] 5252 1) SR A8 i) 2 HI VR A 41 1
FIH ) A

6. HIVEL A 55, o5 2 D — PhBCRIE SR TR 1 A 2 0K AR A ik B 2y
ATz
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APFIHIVEERR — M 2 AR

ARG

[0001] Ak B J& T A M Im 25 4, 70 Je— Bt HI VB GL i) 22 Ik, HoAds i, Ak B R =K1
B TS B9 AN 2 K LR A L FEST AR el A B e AR BB PRI 2h o AR R BB By
ARG T Frd ) — 4 2 ik AT AEY)  Hor ik S e B e A B s S A &
Y, PR TR T BT 0 2 K AT AR A o S A e M AR B T AR R e PR SR 7E 1 & v
7 BT BT HT VI Bt Py SO 5% 7 98 0 H =2 3R 19 M S )% B B 28 5 iE (Acquired Immune
Deficiency Syndrome,AIDS) IZ540H 1 FHi% »

BHREAR

[0002] ARGy @k EE (Human Immunodeficiency Virus,HIV) A& —Rpdye A 56004
RGNS Centivirus) , JBRFEFPREERT — Pl o L TA Jy , NS5 B Bk 6 o 2 ) S
e S 3 W5 (AIDS,Acquired Immune Deficiency Syndrome,3R{SPEMIE B = 4269, B
PR “SUER” ) SCUEIw A H S R MR S D e IR e i S 0™ B B LRSS Bk A i
Jed T A 00— FIoP I o AR K5 [ S0 R 2B A J AR DG ot , 1 19814F B AR
SR, AIDSELRFRUH L3, 00075 AR P, e By s B s BRI AT L — i 2
201 14F6 AR A E2456,400 77 NBEGHIV HIVIR 4 AT R HIV-1, HIV-2, HIV-1 &
BERRAT ) — A HIV= 15 B 00 A AT 32 40 ) J2e G 7 22 442 1 s i -5 40 4 i e e 5 ) 2
P o 1 XA — LR 75 2 i 2 Wt 1 1 (envelope glycoprotein,Env) cEnvEH Y
H R R IR 5 e A MRA S S 1 R R R ep1 20, M5 18 R AR 45 5 /E RN 3R
Rl PR 5 Y e g p4 1o Gp4 LA Tk H 2 268 o it 5 JORC e N 38101 3 400 e, (2 3 5 5 A 4 i .
) Rl A ek A2 o 1T A IR AS 1 58 i 75 B B gp4 INR i 8 B 7 51 (N-HR) 5 CAKm EE 7 (C-
HR) $7 B RS MR HE I (6-HB) o /E FHT-HIV—1973 5532 [H 0 28 19 gp4 LI PR TR B AR A a3
AR, HrR T-202 B A1 E— B T lIm PRIV 22 IR ZEHT VRS 0 77 o 3X — Rl & 2R 35 1 22 ik
BE /N T REEAHR, 55 e Ph b 45 i i R B 8 1 gp4 LEE bR , DL 98 75 B6-HB
(YT 1 » AT 28 B4 1o B A AR AR S AN ) 6

[0003] 4ok, FHT-HI VI i A 50 33 R 22 12 LA R 245 14 1] e 28 W3, A R ) A it HIV 2Y
YATs & 2455 2 2o AHEL B 2 AR - B AR BRAN AH LA L T mom A, LUAEY) 2 e A L
YE IR EEGLR 22 A0 30159, TE Ry — B v 52 A4 1 RS 8 RO o Tolber t 55 A #RIE I LA
PEGAE A 27 1 A HT VI 157, 4T BBl TCsof IS 2 T 2. 3nm (J. Xiao,B.S. Hamilton,
T.J.Tolbert,Bioconjugate Chem.2010,21,1943-1947.) .HirokazuZ ApTisttHy, LAC34
SIS FE B = A RV 5], AR A T CsofEIA BN T 1. 3nm, M T2 46 571, 3 PE IR &1
T #1344 W.Nomura,C.Hashimoto,A.Ohya,K.Miyauchi,E.Urano,T.Tanaka,T.Narumi,
T.Nakahara,]J.a.Komano,N.Yamamoto,H. Tamamura , ChemMedChem2012,7,205-208.)

RHRE
[0004] A BIE B B AET T3k LABUE 7 5 e ia 7 FUR » B s AE VDG TR — A 3t
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HIVE P52 -

[0005] R B N2t e R IR 1B T o A 2 BRESCHL AT AR 4, 2 ST A e #g 4 Bl L 245
2, AT RS STV S R 1035 1 , DR m] DN 29036 )7 BRI HT VIS, , H B 5E A
TR

[0008] A BT i R aRUBaK T o i) — 4 22k, AT A9 ST AR S il Ak B 2 27 |

A2

[0007]  (C-Li-2)2
[0008] I

[0009]  (Z-1.1—C)»
[0010] =TI

[0011]  Hrh

[0012]  COLAYBEDIY (1) 2 ik 2 R

[0013] L2 Z K5 LI IR IAI R , 1~ 104 Bl ~ 64> il 1 ~ 44 R AR
BUAE R IR 2 B B A A% » B Lal 2 s Li BB A ORBF 0 22 IR 10 2 R SR 1, BE R T = 2 ik
HEE AR G

[0014] 7 RLEYEDAL 2 Bk 771 5

[0015] W2k Bl 22 IR BE < AR iR

[0016]  FEAR R BARISEHETT B, FriR A p L 9E R AR Z L BR 1 H B-TH &R (BAla) ,6-&
O (Aca) PA K —di N FE i AR IEM = 4500 2, ¥ (Teg, NHo—CH2CH2~0~CH2CH2—0~
CH2CHa—0—CHaCH2—COOH) HH F— Bt s Y BhE =

[0017]  AEARK BRI SETt T 22, Zi H AR Z Bk

[0018] 1) WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL (SEQ ID NO: 1) ;

[0019]  2) WUEWDREINNYTSLIHSLIEESQNQQEKN (SEQ ID NO:2) ;

[0020]  3) YTSLIHSLIEESQNQQEKNEQELLELDKWASLWNWE (SEQ ID NO:3) ;

[0021]  4) WMEWDREINNYTSLIHSLIEES (SEQ ID NO:4) ;

[0022]  5) WEEWDKKIEEYTKKIEELIKKS (SEQ ID NO:5) ;

[0023]  6) IEALIRAAEQQEKNEAALREL (SEQ ID NO:6) ;

[0024]  7) WEEWDKKIEEYTKKI (SEQ ID NO:7) .

[0025]  fEAK BRI SEE T 229, FridsRIE O = 2 Ik B 0 N e 54«

[0026] (1) (C—Aca—WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL) 2 (SEQ ID NO:8) ;

[0027]  (2) (C-BAla—WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL) 2 (SEQ ID NO:9) ;

[0028]  (3) (C—BAla—Aca—WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL) 2 (SEQ ID NO:10) ;
[0029]  (4) (C-Aca—YTSLIHSIEESQNQQEKNEQELLELDKWASLWNWE) 2 (SEQ ID NO:11) ;

[0030]  (5) (C—Aca—WMEWDREINNYTSLIHSLIEESQNQQEKN) 2 (SEQ ID NO:12) ;

[0031]  (6) (C-WMEWDREINNYTSLIHSLIEESQNQQEKN) 2(SEQ ID NO:13) ;

[0032]  (7) (C-BAla—WMEWDREINNYTSLIHSLIEESQNQQEKN) 2 (SEQ ID NO:14) ;

[0033]  (8) (C-Teg—WMEWDREINNYTSLIHSLIEESQNQQEKN) 2 (SEQ ID NO:15) ;

[0034]  (9) (C-Teg—BAla—WMEWDREINNYTSLIHSLIEESQNQQEKN) 2 (SEQ ID NO:16) ;

[0035]  (10) (C-Aca-WMEWDREINNYTSLIHSLIEES) 2(SEQ ID NO:17) ;
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[0036] (11) (C-Aca-WEEWDKKIEEYTKKIEELIKKS) 2 (SEQ ID NO:18) ;
[0037] (12) (C-Teg-WEEWDKKIEEYTKKIEELIKKS) 2 (SEQ ID NO:19) ;
[0038] (13) (C-Teg—BAla—WEEWDKKIEEYTKKIEELIKKS) 2 (SEQ ID NO:20) ;
[0039] (14) (C-Aca—-IEALTRAAEQQEKNEAALREL) 2 (SEQ ID NO:21) ;
[0040] (15) (C-Aca-WEEWDKKIEEYTKKI) 2 (SEQ ID NO:22) ;
[0041] (16) (WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL-C) 2 (SEQ ID NO:23) ;
[0042] (17) (WEWDREINNYTSLIHSLIEESQNQQEKNEQELL-R-C) 2 (SEQ 1D NO:24) ;
[0043] (18) (WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL-Aca—C) 2 (SEQ ID NO:25) ;
[0044] (19) (WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL-GGSTeg—C) 2 (SEQ ID NO:26) ;
[0045] (20) (YTSLIHSIEESQNQQEKNEQELLELDKWASLWNWF—Aca—C) 2 (SEQ ID NO:27) ;
[0046] (21) (WMEWDREINNYTSLIHSLIEESQNQQEKN-Aca—C) 2 (SEQ ID NO:28) ;
[0047] (22) (WMEWDREINNYTSLIHSLIEES-Aca—C)2(SEQ ID NO:29) .
[0048]  fEAK I, ik KRR R OFE N AR (Ala) AR (VaD) 2% Lew 75w
AR (e JHZEE Pro) KN E (Phe) &R (Trp) VEZAR Met) «HER Gly) £
% (Ser) IR (Thre) EMEER (Cys) JEREIR (Tyr) VR ABLIZ (Asn) (B2 BEE Gl i
IR (Lys) FEER Arg) HZER His) KL AMR Asp) AR Glw .
[0049]  fEA B, FTiRGGSTeg e 48 H AR H 2 R 71 2 R H N FTeg.
[0050]  7EAKEHI LT, UL FALE I a5 EIARRZ AT C 20 »
[0051]  ARKREM 5— 7 k—MAWMAEY, HEA 2D MARRHE Il
B I B s B A4 2 K AT AR AR e b A (B2 5 Bl s i £, DL AL 255 |
A 352 R AR BRI 57 .
[0052] Ak BRI — 5 0 A R B S TE T s B9 A0 2 06 HeAT A4 S A Sl
M B2 2 b AR AZ I EhAE il A HT VRS I 551 w1 s o
[0053] AR BHIIE— 7 [ ¥ S —PPHIVEL & i ), 5 f 20— PR R Tt 1
Bt A 2 0K AT W) SEAR iR (B2 2 AT I
[0054] AR EHRIE— 7 ¥ AR B LB T Pz ) 0 2 IR AT AR ) AR e i)
i BN 5 BRI I SR AE ] A FH TR T BRI HI VIS L AH O% 5 i U H e SCUE R I 254
1) I -
[0055] AR B IE — 7 [0 ¥ S — PhiG 7 BRI HT Vg 4L AH 5% 5 s U H A2 UG I 712
FT i () 77 2 45 45 T B2 16 97 BCE TP O A 3 & 1 AR B 0 ST B I PR i — i 2
JIR AT SR AR B2 AT I
[0056] FEARK AT, FridHIVZFEHIV—18EHIV—2, fLiHIV—1,
[0057]  fEAJ B, BTk 0 22 R A 22 RIS A =2 [A] — 3 X, 22 R C-Li—ZBKZ-Li—C.
[0058]  fEAK B, BTk s e —S—S—.

(!3~"—L1—_Z

S
(0059]  AEARIN ik (C-Li) oS | FoPLy SRR O M, BT
c—L—2Z,
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n B

4/9 7

zZ—L—G
S
S (7-11-C) 1248 g FLrp1Ly 7B R i (O HE
}
Z—L—C,
[0060] 4z 1 () 45 5 0
[0061] A%k B AAG B A — 2 WE TR 2 KR, 83— TR A R 2k, A T

P 5k 2 IR B 18] SR ] B S ) e 4 T o, T 2% 22 KPP B A H b R A T 5 4 i o 48 A ) 410
T P, BT H R PEHT VR4 70, SR 28 T b H VISR (18T R

BRSE
I A 5 SR 10 AR U] R ST 5 SR IEAT TR IE  (H R AR GUS B RN TR &
i, B FUSERE O T UL R A R i AS R A RR 78 A e B ) Y B o S 9] o R B LA
AT, TR LA AF B I T A U A AT o I RIS R E I A= T T, B0
] DAL T AR AT ) 5 L i o

[0062]

[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]
[0084]
[0085]
[0086]

FEAR I P 4 5 2 AT N T 5 X

AIDS (Acquired Immune Deficiency Syndrome) V5%,

Ala (Alanine,A)

Asn (Asparagine,N)

Arg (Arginine,R)

Asp (Aspartic acid,D)

Cys (Cysteine, ()

DCM (Dichloromethane)

DMF (N,N-Dimethyl malonate)
Env (Envelope glycoprotein)
Fmoc (Fluorenylmethoxycarbonyl)
Gln (Glutamine, Q)

Glu (Glutamic acid,E)

6-HB (six—helix bundle)

HIV (Human Immunodeficiency Virus)
HIV-1

His (Histidine,H)

Ile (Isoleucine,I)

Leu (Leucine, L)

Lys (Lysine,K)

Met (Methionine,M)

Ser (Serine,S)

TFA (trifluoroacetic acid)

RAF T B ZR Bk

kRN
KA
FEBEE
RAAMR
AR
Ny
L R
A0 JE T 2
2 A B A
B AW
BATE
VAL 3 &L

N G 3% B 9 5
N G P e g 1 1Y
HAR
AR
SRR

YER NIz,
T

22 H R
ZRLIR
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[0087]  Thr (threonine,T) IIAR
[0088]  Trp (Tryptophan,W) R
[0089]  Tyr (Tyrosine,Y) & AR

[0090] =it f3]

[0091] "I i %) S48 S A A e SR Bk — 20 U B AR R B, AHX FEAS R 5 0 A B IR AT AT
P ] o

[0092] syt f5) ot ] AH & AR R ink—ami de B g N R EF & 5 A TR A 777 i s
HBTUHOBT\DIEAVA J2Fmoc R4 ) R ARG IR A il 35 IR A w) DL S e B v i B R
B FTAEA A7 i o =GR (TFAY \DMF\DCMA b IR N B A IR A 5 77 i s B 2l 2,
NFisherZ w) 7 i o H & BRI Wi vl BH 350 R 7= 43 B 40577 i o

[0093]  DAFALEMIN S S 5 RKHA D 5

[0094]  1:4bEH) (1) — @D KA R

[0095]  ZJIKERARIG A AR : 2 IR BR AR HE R Fmo e [ #H 77 72; o 6 R ink—Ami de# I , KB4
FH Cii 1] N SiE < o 4 5 75 Y HBTU/HOBt /DIEA o it AR 47 75 W WR IE / DME ISV - R N =3 L 1R
(TRAY , FILIK K P AR 5 125 TR AT o FH R S YROAH €20 8 2 B v R VA € v (HPLO) HE4T 4 8 4
1k, SER S 8> 95%. 3 54 B O G Al AT AT (8] 5T (MALDT-TOF-MS) #4158 ik FP 51 5 &=
[0096]  FREXRink Amideffig0.51g (0.233mmol) B ANCS Biol36% k& A e M #sdr , 4R
Jer A Z R W AT VAT B AR AR, B PR A B (R AP R IR - 0. 25MIF) DMFYA L »
TEALF 0. 2MHBTU/HOB t (I DMEVA VR » V5 AL - 0 . AMDTEAFK DMFYAVR , B A7 47 71 20%v /v , WRIE 1)
DMEVE R, P 7] < 20%v /v, B IEF (W DMFYA ) Bic B 15 )5, FHCS Biol36 2 KRG AGHAT &
Fil o 58 5 IROM i FHDCMisE ¥4 338 f A o 7K AR B0 4 » = L 8 08 1 IR IR 2. 11 o 4
(1) 22 BTN 500m1 A TR , #65 va b S I Lom L B B I N ZLAE (v /v, SR TR : 2 T :
[ e 7K=82.5:10:5:2.5) JIKIRTHFEAME T, SSL2/NNF 5, 1] [ R288 H I TE K 2 Tk 72
A EFE30 9B, ULie B BUHLIK , GAYR A1k i€ o B2 IR Whisk o 7 25 Tk, SR P8I » 1 DO I
S IIN30%Z, BR K TS WL 78 012 U B i T A VR A D Bk B BRI IR 7 it A S VA A O 56 7%
BIHhPEIIC R o A I S BRVETR, NN G AR EL, 375 LK, IR B8 CBRIE WL R 28 2 LR K
TR PR AR Tk - V5 VR T RS B (A (K oK « £ RP-HPLCZE AL 5 Bk &4 (D) 1 Bdk 4l by . %2
JOR BAAA ) % 2 S MALD T -TOF it HE 4T 458 .

[0097] A 22 K (1D (A B+ 45 425 T 1 BR AR 40 5 I N 5 20 %DM SO F#) 7 12 21 22 ¥ (0. 0 1M
Na2HP0s—NaHoPOs, pH=7.2) , fi13 2 Ik % N 2mg /m1 , 37 °CHF & , HPLCK W S B E 7R 1) 42
THHPLCZEAL , T A3 B = Z 1K (D B4 (1) 2h 5« — A 2 IKEY % 2 8 MALD T -TOF it
AT T

[0098]  fHE IR kA b & (2) — (Q2) , [AII #5208 B3R v A A T20 F1C34. % i £
Ik e 2 IR SR BRI R R LNER Z KD &

[0099]

s = WEn¥=
T20 4492.73
C34 4290.38
(D 9010.76
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(D [y AR 4506.70
2 8925.12
(2) 1 Ak 4464.12
3 9152.43
(3) [y HLAA 4576.40
) 9439. 27
COREEERN 4707.92
5 77782.31
(5) [y AR 3383.01
®) 7555. 10
(6) [y A 3780.00
(D 7701.30
(D [y AR 3851.90
® 7938.94
(® [y Ak 3969.23
©)) 8079.62
(O [y AR 4038.75
) 6046.17
10> [y fAk 3023.76
ap 6222.81
A1 B Hppk 3111.04
12 6372.98
(12) {1 Hfk 3187.29
(13 6443.27

[0100]

(13) [y Hfhk 3220.50
ad 5341.54
AD [tk 2671.28
(15 4338.1

(15) [y Hfk 2169.48
(16 8760.24
(16) [y ik 4393.09
an 4550. 21
A7 §y ik 9097.22
(18 4505. 80
(8 [y Hfk 9010.76
19 9564 . 23
A9 [y ik 4782.10
20 9412.08
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(20) [y A4k 4706.98
@D 7782.31
QD 1§k 3892.91
(22 6046.17
(22) [ B Ak 3023.00

[0101] St f] 2« FHHHT V1415 () 4 e — 40 JH it 53 PP VA (TCs0)

[0102] 5%l 22 W41 15 L BRI 3R 2K V246 T H T V-1 41 5 1) 40 o - 40 i B & (H . Nishikawa,
S.0ishi,M.Fujita,K.Watanabe,R.Tokiwa,H.Ohno,E.Kodama,K.Izumi,K.Kajiwara,
T.Naitoh,M.Matsuoka,A.Otaka,N.Fujii,Bioorg.Med.Chem.2008,16,9184-9187) : fE96fL
BR b BUE A5 CDASZ A MICXCRASH B AZ 44 (K TZM-b L ER 4 i, Gl |13 A L M idi b o0 Bl B 2
5077 /m1, 4 A\ 96FL 41 f s 52 4R , 50l /1L, #5575 240 A AL A4, (1-10) FIARIRFRREDY 5
ACURA By LuM, LB RI 1231 g7 I 71 DMSO 5 B << 6% HUHL2/ 341 CR 5 A 29 i L)
VMR 10075 /mL, AN GHENAR Y (1-11) X (A-H) , 5011 /4L, 512X (A-H) 4Mn50ul/fL
Byt o L RIER 2011 /FLARF U T Coo ¥ A it I 20 JROASE , I A vk 9 HL 2/ 340 i, A AL &
Yy, TIM-b1 4HH , 55 576h LR MO B L P B 85 5R 4 (12001 /50D , BAPBSTE 24K, 150u1/
U o TMNF T S O A3 (1 X)) (Promega ,Fitchburg ,WI,USA) ,50u1 /4L, 24 f#5min . EL2001/
FL 4N B 24 MR A AR 96 FL I iR b o WG BlAL fi B luciferaseassay 2 ¥ (Promega,
Fitchburg,WI,USA) il \luciferaseassay)i&dl (Promega,Fitchburg,WI,USA) H1y& %], n40
p1/FLT96 AL CAR o SZRIAERE R A L AG A I o T B TCs0fHL o

[0103]  F R B3R Ty, G PRI E 45 AL T ) & 2.

[0104] 32 FHIHIV-141 3 40 Rk S M (TCs0)

[0105]

a5 FHNEPE (1Cs0) (M)
720 1.65+0.22
€34 1.11%0.14
¢h) 1.79+1.00
(D {y AR 1.47+0.97
) 6.4+2.1
(2 [y AR 43.7+2.2
3 27.9+3.5
(3 Hy AR 127+17

) 1.92+0.26
4D 1 HAE 13.56+2.00
5 5.71+1.45
(5 [ AR 49.02+2.91
® 14.63+2.60
(6) [ Ak 41.65+3.28
D 8.95+1.72
(D [y AR 19.7+1.8
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® 2.54+0.58
(® [y Ak 15.41+2.76
©)) 3.08+0.89
CHHEERES 14.67£2.31
) 2794102
[0106]

(10) [ HpAAk 5611122
ap 4.9%3.9
A1) [y Hpfk 38.6+4.1
(12 3.8%1.5
(12) [y fk 214+23
(13 5.4+0.6
(13 {1y fk 41.4+7.2
ad 38.5+4.5
AP [y ik 35.0+t12.4
(15 9550+ 1279
(15) [y fk 9721+ 1146
(16 1.98+0.14
(16) [y ik 11.25+0.25
an 1.53+0.18
AD § ik 3.97%0.24
(18 1.46+0.15
(18 [ B fk 3.25%0.65
a9 12.442.7
19 1 Ak 3.9+1.2
20 5.77+0.41
(20) (1) FfAk 41.79+3.28
@D 250.38+57.96
Q1) [y ik 202.72+21.95
(22) 167 +162
(22) [y Hfk 179+98

[0107]  Hdr Ak &54 (1) - (22) 43 345 Ak B SE Tt B R BH N 25 TR A & 109 5 A A R, T20
FIC34 25 HEZ5 W - C3AI 4546 N

[0108]  WMEWDREINNYTSLIHSLIEESQNQQEKNEQELL, T20 (FuzeonB{Frenfuvirtide) F1Z5H) A
[0109]  YTSLIHSLIEESQNQQEKNEQELLELDKWASLWNWE .

[0110]  s23Ges SRR, AR A REH 2 A5 EATH SEARA L , 58 98 S 250 #1
HIV-14F B A Ml &

[0111] & AR B B BAR SETit 7 SN C 2845 B TR I A , AR SUISRE RN ol 2 B AR R
PO AN T A 20T, 7T DA IS LS 40 55 34T & P 5OR 5 #1620 AR 2508 A8 R B R 4R
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version 3.5

Asp Arvg Ghu e Asn Asn

"J
Glu

<116>

<120y | T

£138> IDC130055

21603 29

<1707 Patentin

210y 4

21ty 34

212> PRY

218y NLEY
2460 1

Trp Met Glu trp
i

Sar Lag Tle Giu

20

Lew Leu

10y 2

20t 29

212> PRT

ARy AT

400>

Trp Mot Glu

1

Ser Leu lle Gi

<210y

[0001]

<400x
Tyr Thy
1

(iu Lys

{2103

2

Trp
iy
20
3
36
PRT
T”(., j
3
Ser Leu
Asn Gl
20
Asn Trp Phe
35
4
.22

aanny
EIEE

Asp
)

Glu

Iie
%
Gin

Ser Gl Aen Gln

25

Arg Ghy e Agn

Gln
25

Ser Gl Asn

His Ser Len 1le

Glu

25

Gl Lew Leu

<l003 4
Trp Met Glu Trp Asp Avg Glu Ile Asn
i %
Ser Leu 1le Glu Glu Ser
20
5
22
PRT
ATE
¥ B
Tfp Glu Glu Trp Asp Lys Lyg e Glu

1

Glu Leu 1le Lys

Lys

Ser

fve Thy SerLew {le Hig
15

Glu Lyy Asn-Glhy Glu Gla

30

10
el

Asn
10
Gl

Tyr Thy Ser Leu fle His
th
Gla Lys Asn

Glu Gle Ser Gln Asy 6la Glo

10 15

Leu Asp Lys Trp Ala Ser Leu
30

Ask Tyr Thr Ser Leuw Ile His
10 15

Glu Tyr Thy Lys Lys 1le Glu
10 £ 35]

12
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210> B
1y 21
42125 PR
4218y ALY
400y 6

e Glu Ala Lew lle Avg Ala Ala Glu Gla Gln Ulu Lys Asa Glu Ala

1 5
Ala Leu Are Glu leu
20

ATHH
7

10 14

Trp Glu Gly Trp Asp Lys Lys Tle Glu €1y Tye The Lys Lys Ile

1 a9

210> 8

4L

i3
PRT
AT

MISE REATURE
2 2y
Xuacm be Aca

[0002]

LG

Xam can be §8

221> MISC FEATURE
ooy 39y . (39)
<283 Xaa van be Aca
2400 8

Lys Xea Trp Met Glhu Trp Asp Arg Glu Ile Asn Asn Tyr Thr Ser Leu

1 5

10 15

19 15

Ile His Ser Leu Ile Glu 6l Ser Gln Asn 61w Gl Glu Lys Agw Glu

20

Gln Ulu Leu Leu Xag €ys Xaa Typ

B

Asy Tyr Thr Ser

50

Leu 1le s Sex
53

Gl Glo Lys Asn Gla Glu Glu Len

25 30
flet Olu trp AsprArg Gl 1ie Asn
45

bew 1le Glu Glu Ser Gln Asn Gin
a8

Leu

65 iés

210> 9
1> 73
2125 PRT
218> ALIFF

MISC_FEATURE
(2. @

Xaa can be BAla

DISULFID

13
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3/12 1

222>
L2235
2207
L2
RGL A
223>

L4002

B3Fr. 8D
Kaa can be —H=5~

MISC FEATLRE
(39).. (39}

Xaa can be bAla
g

Cvs Xag Trp Met Gla Tep

1
e

He Hlis

£3
Ser Len Tle 6lu
20

Gl Glu bew Ler Xan Cve

35
Asn Tyy Thr Ser Leu Ile

a0

Gin Glu Lys Asn Glu Gln

85

216>
211>
212>
L2183
€320%
82

L1221
[0003]

{223
L2200

70213

¥

W

e

MISC_FEATIRE
(2).. )

Xas ean he bila

MISC FEATURE
3.

Xan can be fea

DISULEFID
018). . (38)
Xaa ean he —8=5-

MISC PEATURE
(40). . (403
Xan can he bdla

MISC FEATURE
(LY. . (41

Xza can be Aca
10

Cvs Xaa ¥aa Trp Met Glu

9

Leu Tle His Ser Leu [le

2

Gluy Gin Glu Leu Lep Xaa

ile Asn Asn Tyy Thr Ser

&0

Asir Gln Gln Gha bys Asn

82

2210
21

213>

70

11
75

PRT
NI

Kep Are Glu Tie.Aen Asn
10
Gl Ser Gl Asn Gl Gla
25
Xaa Trp Met Gla Trp Asp
44
Hig Ser Loy Lie Glu Gln
5 B}
Glu Leu Ley

Tep AspoArg Giu e Ass
Glu Glu Ser Gin Asn Gin

Cys Kaw Xaa Trp Met Glu
40
Lew Tle His Ser Loy lle
ab 6u
Glo GinGlu Leu Len
75

14

Tyt Thr Ser Len
15
Gl Livs Asp Glu
30
- Gla Ile Asn

TS
5 oE
s o

Gla Asn Gln

Asn Tyvy The Ser
15
Gln Gl ‘Lys Agn
a0
Trp Asp Avg Glu
45
Glu: Glu herw Gln
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[0004]

MISC FEATURE
(2).. (2)

<2°%> Xad can be Acg
220>

<Z21> DISULFID

298y (58 {38)

223> Xaa can be 58~
C220

<281 MISC_ERATURE
C289% (40).. (1)

<283y Xag can bhe Aca
408> 1

Cys Xaa Tve Tha Ser Leu

1 5
Gin Glu Lys Asp Gl &ln
20

Len Trp Asn Typ Phe Xaa

25
Glu Glu Ser Gln Asa Glo

56 _
Leu Asp Lys Trp Ala Ser
05 O

210 12

<2 B3

212> PRT

213> AL

LB

{E21> MISC_PEATURE

2828y A2). (D)

<923% Xaa can be Aca

SO

<921 DISUEFID

<292y (agy.. (32)

293> Xaa can be 55—

<2205

221> MISC PEATURE
DD (34)'.<34>

& Xan can be Aea

\4UQ> 12

Cys Xaa Trp Met Glu Trp

1 5

Tle His Sev Leu Tle Gl

20
Cys Xaa Trp Met Giu Trp
35
Tie Hig Ser Lew Ile Glu
56

210> 13
7 &l

PR
e

DISULFID

<222> \ad;bar he -5-8-

Tle Hig Ser

Glu Leu Leu
25
Cys Xaa Tyr
40
Gin Gl Lyvs
55
Leu Trpdsn

Asp Arve Glu

Gl Ber 6ln
25
Asp Arg Glu
40
Gl Ser Gln

Tis Glu Glu
10
Glu Leu Asp

Th Ser Leu
Asn Gl Glo
€0

Trp-Phe
7a

FleAsn Asn
10

Asn Gl Gln
Tis Asw Asn

Asp Glp Gln
£0

15

Ser Gln Asn Gla

15

Lys Trp Ala Sey

30

Ile His Ser 1ls

45

Glu Len Len Glg

Tvr Thr §

Glu T

30

Tyr The S

/l_‘ 5
Glwly

S

Ser Leu
15
s Asre Xaa
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dons 13

Cyvs Trp Met Gl Trp

s Ser Leu Tle Glu

20

Met Glu Trp Asp
35

wi Leu tle Glu Glu

&

Arg Glu Ile
40

55
14
63
PRT
NIFEH

MISC FEATURE
(2).. )
Xaa can be bAla

DISULFID
{32).. 29
Xaa can be ~§=5-

221>
222> B34

WIS FBATURE
(34).. (39

Xua can be bAla
14

Cys Xaa Trp

Met Glu Trp
5

Lew Ile Glu

20

Met Glu Tep

Asp Aryg

[0005] Glu Ser

ile His Ser
Asp Avg

40
Glu Ser
55

35
ile His Ser
50

Leu Ile Glu

15
82

PRT
ANy

MISC FEATURE
2. . (2}
Xag éan be Tog

MISC FEATURE
(A (34)

223> Xaa can be Teg
GGy 35
Cya Xaa Trp Met Glu Trp
i a

Tle Hig Ser bew Tle Glu

20

Cvs Xaa Trp Met Glu Trp

Asp Arg
Gia Sey

Asp Ave

Glu Ser Glu Asn Gln

Ser Gln Agn Gin Gl

Asp Arvg Glu [le Asn Asp Tyr

10

25

Asp-Asn Tyr Thr

Gilu Lys
60

Gl I1e Asn Asn
10

Gl Asn Gin Gln

28

Ghu Ile Asn Asn

Gln Asn Glm Glo
80

Gl 1le Asn Asnp
10

Gl Asn Gla Gln

25

Glw Tle Asn Asn

16

Gin &l

Thr Ser Leu Tle
18
Lys Asp Xaa Gy
30
Ser Lew IleHis
45

Asn

Sar Loy
15
Glu Lvs Asn Xag

30

Ty The

Tyr Thy Ser leu
45
CGln Lys Asn
Tyr Thr ber leu
ih
Glu Lys Asn Xaa

30

Tyr Thr Ser Lew
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6/12 71

[0006]

35

40

45

Ile His Ser Len 1le Glu Glu Ser Gln Asn GloGlh Glu Lvs Asp

50

<2103 16
211> 65
PRT
NI H

MISC FEATURE
(2).. (D)
Xaa can be Teg

MISC PEATHRE
(3. ()
Xaw can be bAla

BISHEFTDR
{(33). . (83)
Xaa can be ~8-§-

MIRE FEATHRE
(35).. (35)
\593\ Xaa ecan be Teg

$[§€.?FATFR;
(36). . (38)

g Xan can be bAla
400> 16

Cye Xas Xaa Trp Met Glu
} 5

Leg Tle His Ser Leu 1la
20
Xaa Cve Xaw Nag Trp Met
3a
Ber Leu Ile His Ser Leu
Asn
63
7
49
FRT
ACLIE)

MISC FEATURE
A2

Xaa cait be Aea

[ OS5

221> DISELFID
232> (25)..(£%)
Kagoean be -5

MIBC _PEATHRE
{ Jo. 27

Xaz (31;¥n* Aen
17

a5 80

Trp Agp Arg Glu Tie Asn
16
lic Gy Ser Gln Asn Gln
25
Glu Trp Asp Avg Glu 11
40
Glu Glu Ser Gin Asn
a4

553

< ’--'

ile
ag

Asne Tyr Thr Ser
15
Gl Glu Lys Asn
30

Asn Asn Tyr Thr

Gln Glu Gla Lys

(ks Xao Trp Met Glu Trp Asp Arg Glu Ile Asn Asn Tyr Thr Ser Ley

17
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[0007]

1 o 10 ih

Tle His Ser Lew Ile 6l Gl Ser Koo Ovs Nen-Tep Met Glu T
20 25 30

Arg Gli Ile Asn-Asn Tyr Thr Ser Leu 1le His Ser L

35 46 4

o s

i8
49

PRT
NLER

MISC FEATURE
@ (@

Kaa can be Aca

DISULFID
(25).. (2R)
Xaa can he =h=5~

283>
<220%
<221

LD

MISC PEATURE
(7). 27

CO0G Xam can be Aca
<400 18

Cve Xaa Top Glu Gl Tep

Asp Lys

H Asp

w Ile Glu Glu

bys Ile Ghu Glu Tyr Thy Lys Lys

1 5 10 15

Tle Gl Gha Lea Tle Lys Evg
20 25 30
Lys Lys Ile Glu Glu Tyr Thr
35 40 4d

ber

19
49

PKT
AT

MISC FEATLRE
2).. (@

Xaw can be Teg

L2303
L2y B

(25).. (25)
Xaa caii be ~5-5-

(202>
203>

MISC FEATHRE

(7). 2D

Xaz can he Teg

<4por 19

€ys Xeaa Trp Glu Glu Trp-Asp Eys

~ Xeg Uys Xoa Trp-Glu Gla Tr

o ASp

Eys TleiGli Glu Lew Lie Lys Lys

Lys 1le Glu Gla Tyy The Lye Lys

1 5 10 15

Ile Glu Glu Lenw Ile Lys Lys Ser
20 25 30
Lys Lys 1le G1u €lu Tyr Thr Lys
35 40 45

Ser

L21e> 20

18

Xaa Cys Xaa Tep Ghu Gl Tep Asp

byedle GluGin bewdle by Lys
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[0008]

51

PRT

213> AT

230>

221> MISC FEATURE
2925 (21, .9

223> Xwa van be Teg
12203

MISC_FEATURE
{3).. (3

Xaw can be bAla
DISULRIR

(28).. (28)
Xaa can be ~S=8-

MISC FEATURE
(28).. (28}
Xaa can be Feg

{221> MISC FEATURE
290y 3Gy (29)

Xaa can be bAla
20

Cve Xea ¥ag Trp Glu Glu Trp Asp Lyvs Lys e Glu Glu Tye Thr Lys

L 9

10 15

Lyvs e Gh Glu Len Ile Lys Lye Sér Xaa (ye Xaa Xag Trp GluGlu

20

28 30

Trp Asp Lys Lys 1lo Gluw Glu Ty The Lys Lys 1le 6lu Glu Lou Ile

35
Lys Lys Ser
20

Q1> 21

21> 47
212> PRI
AT

MISC FEATURE
(2). . (2
Xaa can be Aca

DISHLFID
(24).. (29
Xaa can e =5-58-

<220

<2215 MIBC FEATURE
Xag can be Aon
<A0e> 21

4

0 4B

Cvs Xas Ile Glu Als Len Ile Avg Ala Ala Glu Gla Gln Glu Lye Asn

1 8
Gly Ala Ale Leu-Arg Glu
20
Ala Ala Gl 6lnGln Glu
34

21y 22

Lot X

Lys A
4

10 15

aa Cys Xaa Lle-Gly Ala Leu lle Avg

23 30
s Ghu Ala Ala Len Arg Glu Len
0 45

19
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[0009]

35

PRT

213> AR
<230>

221> MISC FEATURE
202> (..

293> Xanaosan be Aca
<220

DISULFID
{18).. (18}
Xaw can be S5~

MISC FEATURE

Xaa can be Aca

28

- Top 6l Glu Tep-Asp Lys Lys Ile 'Glu 6lu Tyr The Lys Lvs
8 10 15

tle Xaa €ys Xaa Trp Glu Gly TrpAsp Lys Lys 1le Glu Gin Tyve Thy

20 35 30

Qi2y PRY
213> AT

DISULFID

(86) .« (26]

Xaa cain be 58§

23

Trp Met Glu Tep Aso Arg 6ta Tle Asn Axe Tyr Thr Ser Lea Tle Hig
1 5 16 15

Ser Leu Ile Glu Glu Ser Gin AsnGln Gln Glu Lys AsnGlit Glu Gla

20 25 30
Lew Leu Cys Xaa Trp Met Glu Trp Asp Arvg Glu Ile Asn Asn Tyr Thr
35 40 45
Ser Lew Ile His Ser Leu Tle Glu Glu Ser Glo Asn GlwGln 61y Lys
70 55 B0
st Glu Gl Gluw Led Leu Cys
65 70

216> 24
4211y 73
<213% PRY
218 AT

DISULFID

Gy 80

Xaa can he —H-5-

AD0> 24

Trp Met Glu Tep Asp Avg Glu tle Asu Asn Yyr Thr Ser Leu lle His

1 a 10 15

Ser Leu Tle Glu Glu Sar Gln Asn Ghe Glo Gla Lys Asn Glu 6o Gl
20 25 30

Leu Len Arg Cys Xaa Trp Met Glu Trp Asp Avg Glu Tle Asn Asp Tyr

35 40 45

20
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[0010]

Thr Ser Leu Ile His Ser Lew Ile Glu Glu Ser Gln Asn Glu Gl Gln

50 55
Lys Asn Glu Gln Glu Lew Leu Avg Cys

63 70

210> 25

73

PRT
ANTHH

(35)... (35)
Xaa-can be Aca

DISULFID
{37 .. (37}
Xam can be -S=5—

MISC _FEATURE
(72).. (O2
Xa can be Aca

408> 25

Trp Met Gla Tep-Asp Arpg Gl e Asy Asn
1 5 i0
Ser Leu Ile Glu Glu Ser 6ln Asn Gln Glo

20 25
Leu Leu Xaa Cye Xaa Trp Met Glu Tep Asp
35 46
Thr Ser Leu Tle His Ser Low Ile 6lu Gln
50 b

Lys Asn Gld 6ln Gli Leu Leu Xaa Oys
65 T

Q10> 26
21> 79

212> PRT
AT
MISC FEATLRE

38Y.. (38)
Xa@ can be Teg

221> DISULFID

2225 {40Y.. (46)

4293y Xea can be -5-5-
R0

2215 MIBC FEATURE

222> (78).. (18)

Xaa can be Teg
Epe> 26

Tep Met Glu Trp Asp Arg Glu I1le Asn Asn Tyy Thr Ser

i 8 18

Ser Led Ile Glu Glu Ser Gln Asn Glu Gln Glu Lys Asn

20 28

Lowr Leu Gly Gly Ser ¥aa Oys X
34 4

te H

Ast Asn Ty Thy Sep Lt The HisSed bey TleiGlu Gy

50 25

21

80

Ty The See Eeg Tle His

Ghit Lvs Asn
Areg Glu 1le

Ser-Gln Asn

et

60

45

a Tryg Met Gha Trp Asp

45

1a
Glu Gin Gly
30

Agn Asn Tve

Gin Glo Glu

Leu Ile His
15

Glu Gl Glu

30

Avg Gl Tle

Ser Gl Asn
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Gl Gla

65

210>
car
<81y
£213>

<Z‘)(}\
221>
<222
<2235
{A0G>
Tyr Thr Ser Leu Ile Hix

i

70

27
75

PRT

AT
MISC. FEATURE
(36). .. (36}

Xaa can be Aca

> DISULFID
(38).. (38)

Xaa can be ~5-5-

MIsC FE%TLRC

Kad can be Aca

rr

27

Lys Asn-Glu Gln Glu Len

20
Asn Trp Phe Xaa Cys Xan
35
Ser Gln Asn Gln 6ln Glu
[0011] 56
Lys Trp-Ala Ser Leu Trp
65 70
210> 28
211> 83
812> PRY
213> ATCHE

{8207

MISC PEATURE
(30) .. (80

Xaa can be Aca

22 0\

N .QTSC_FRATHRR

£220y 62y, (62)

<233> Xaa can be Aca

<400y 28

Trp Met Glu Tep Asp Avg

i 2

Ser Leti Ile Giu Glu Ser
20

Trp Met Glu Trp Asp Avg

Ser Leu

50

35
ile Gl Gly Ser

Ser Ile Glu Glu Ser Gln A

16

Gl Lvs Asn Glu 6in Glu Leu Lew Gly Gly Ser Xaag Cys

7n

siGln Gl Glu
15

Leu Ghy Leu Asp Lyg Top Ala Sér Leuw Trp

25

Tyr Thr

40

uYo AsteGluy Gln
o5

Avn Trp Phe Xaa Cys
7

30

Ser ben Tle His Ser ITle Gln Gl

45
Glu Ley Leu Glu Leu Asp
it

5

Glu Tl Asn Agn Ty Thy Ser Lew Tle His

10

Glo Asn Glo 61n Glu Lys Asit ¥aa Cys Xam

25

Glu Tis Asn Aen

40

Gln Asn Gln Gl

55
azss

22

15
30
Tyt Thr Ser Leuy 1le His

”’?:5
Glu Lvs Astt Xaa Oy
60
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[0012]

22105
21ty
<212y
<213

£280%
221>
<8225
€223
£220>
<°21>

<400>

Trp Met Glu Trp Asp Arg Glu Ile Asn

Ser bea The Glu Glu Ser Xaa Oy Xaa Top Met Glu Trp

49

PRT

AR

MISC FEATURE
(23).. (2%
Xaa can be Aca

DISELFID
{25) ... 28)
Xaa can he -5-5-
MISC FEATURE
Xaa can he Aeca
29
5 10

20 2b

e AsnoAsy Tyvr Thy Ser Eeg He His Ser boy

Gys

35 40

23

Asni Tyr Thr Ser Leu Tie His
Asp Avg 6la

fle Glhu Giu Ser Xaa



