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A7
B7

EBAEE (1)

FEVNGETHABRZHRBELEY, EdMiss, &
EHHLAMERSKE2MEY ., BT EY R RIIV- B
Mo BEEARPTAETENE .,

HMUHIVE AWM BEZ2BENERUBE X EERS B BER
(A AR RERSLEEB Y, REERSBRES
BRZ2ZAODWMBIEFEEZ2HAE. — B, A EREE
T2 RGT®, R -—SEFHEBEZLL2D, 05
HRFHEZER, g2z, ABEHWBBEWALTE & In
RERSEE, mMUZERELISESHZLLY. AUNE

MAZT 5l E M B R RHERBERE NS — & m

HRERELLIIV-1 B /R BIV-2K 8 2 & M 09 &% 35 3%

BENETTRESEE, ER KL ETF R FWHEADSHAIDS—

HHEBERRAMRENGEARBRA RSB R ZBHED
tLEBERERAZURA LT EE2BR] 24649
 HBAEREIVER ., 8 W28 - pai e
RIZ2HB. FEAE-SRBRX I tevensA
HERINV-B R 2 EE WY 2AR. RBABH S5
BUBRYEERI LOVRER LT RSRBENRRER
MUESRBRE, FREBINV-B R 2B 8., a5 0o 8
— S REVBUIV-BR2BEW IS, BEBRE S/ E
CELAUBRTEHREEST . RETHROEB ARG E
TREEZEH AN, EREARSFERSIAGSE S
B, BELeD AR FA BB RIIV- R o HIV-%
g2 AFMBEF X ERIIV2 S AN S, BESE
P

FIRER A T BB KA ( ONS ) AMHLIE ( 210X 29705 )

(o e 0 S (0 B o 8 )
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A B (> )

HBERMEB2HESLADRTEZHERE+ .,
BMWEEEAE5021400 K BR VB @S KR B,
AR AIV-1F -2 MBS IRERZEKE. RABW,/ 12096
BERAIIV- 102 B RETHASEE R Y (S, #
MARS-10x10* , 2EBBREZ22RLAED. B VO
92,/ 16494, B A B R R X "BEHAARELED ", &
RERMBESR . BRALAWATI ENAZ S MK
X, IREERBASEEEFREMBAEETHES K

c HE-—LADHRBET 132 ESI,

Eih, A HREHf-BEAR] 2EBELE Y

V-CR'R%*-Ar-CR*’R*-N(R%)-(CR®R"),-R® (1)

HpVARERSTI ZUURARI B AENER -
REFZ2HRBEFHNAREERLRRZR SRS S, B
AT ERERRE BB EE O SN AR W

R:ZR"AAMARAAES IR ES B R, X @
B O -Ce ft E

R AR BE, BRRZE, XRE

MAEHAESR, SABERY -~ ERSELE
BHBTRNEFERR

51 &% 2;

REEB LB NIRBREBESY.,

BEVAU-FTIT-BEWH RN AWE®4% ., MMcyclan
% H4,7,10,17T-W M BEHE (13,3,1) ++ -(1)(17),
13,15-Z2 &2 HKWTEYW., B Y RBcyclank X H 7 &
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B7

Fo PR ()

M. VBSTRC BN kBLE2BETFLBBE, @8
B, RREREAFTEFTARBLA D 2Bl 5 =
CHETHOBZREMOEFRE, AOMT, ME, W
£.RBES MUARUBEEERR, WAL HE
BRAEBERAEE, Wk, B, OB, DK R o o
c B EH, WA 2SR RS RS S L %@,
BER TR &5 & .
B RS BOE A Mo, W, MO, KK, My,
ME, BFE, ABIHEE, EWUE DR E, |
BMEATAXE, BERREARE, B%, RE, & {
WY, B, 9%, BEANBBERE ., | | ; .
| y
A

(o P2 Rl B v Byt 3 )

FEUSAEBEEIBER RS, PUSLELLB 28R
ERX, ARBEFERERTBEL LA, il ay
AR REE, BREETR BE® (AMmpm) # 8
HABmMOSR, ELBEHEHLS YRR EERER D &
LHERARA LY. WRZHHTER "Suithi
Williams“ﬁ%Zﬁ%&é’r‘ZEﬂ (Principles of Drug
Design", H J. Smith. Wright, % = & % . 1988,

BmEE, AmEBE, RESHFTEENL LS
B2t MECOUNTARBABH I EHLEY. E 45
HAHERLER B TR R IEBREEO AR |,
HERAME SR, AINRSEESE, B8 EHHME S
Y, RWMBEEE2 SR AMSGNEAGE T &0, @A
THE 2 B R E N,

AR T EBFHA (CNS ) AdBLAE ( 210X 297205 )
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B BB (4 )

AT LR FEEN. B &0 3 - 8%
A LaPBF%, HGEETAS B -
(WHBRAE - XEREZER. FTEHEHELEBERE T

EREZIRIEV HBEHRREAEZRIILE Y,

Y-CR'R-Ar-CR?R*-Y (11)

HER BRMArM R FEE, B&Y 59 8 2K

VI2EXERBERNEBRNEHEMREA S EAE G Br,C1,

ILEGBEBE, - FEXERBE, =6 968 Bx.

EBM AR LR R 2P ANA B EEACSNR S R 2
BRZEY. RABEE ALY S RBRER /% 9 %5
MER/R-ZEEMBEZRR (B R bridgers A,
J.Med.Chem.1995, 38, 366-3783 Bridger®% A ¥0983,/
12086)

EREZEBY AHS-FI-BBE 2L 664K
ERBMANZ BN - FERBRE, NEEE S =L
THER., ANBRBREABRFECET. BRE — R
FREBEHEUEEREIE, RN TARGLSEE B
c — B, BEEVKBEE AR HB S EY T S F
BRBEN NS S E L,
(DXL A2 H G 8 & E

R°NH-(CRR’) -R® ) (I11)

HWRS BRERYX WMERB (DR RBEZEY 2 £ 35 .

REEBRERZRE. BLUBEBEAIIIC A 2R E R
ETRRERARSIBEY 2 REGOESE T,
- 6 -

AR BEEA T RBREAA (CNS ) Ad#AE ( 210 X 2974 )
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UERES BRSO E KN BB HS ERER > E S
AR ERE LS TR EEAERLE S A ERE >
BETRZBFAZ 28 EBREZ B & T .

MEFR®R, FEWULLADAERBEEBRER , &
HERMESWEBL AR RSV, READ 0 E — 85 5
hRE-BAREY 2RI Loy, ERWMES2, &8
HREXT COVREFEARBEIIVE D > & 2 1 &
WeR®., EB—-FE . BHHE - BHEBRIIV-B R E
PHEEBBERTEEE, —BBEEREB2RI Lo,
AR LADTUENEF, ERBELUEBERI 1t
A EHRYTEES L EREARGEE, B8
REEZ HRESHALLBEUALIBSHEBERY >
HAGE, BERVEEFER 25 — @ %,

mx%%zm%&%*.éTﬂm%ﬁxmamzm
HERRX, SRR BYRLEHABO LB SN A FREER
 UHFERA R ERVEARE 2RI Lo, BE® =
=B W G E AN, %

AEHRE U T M EE KM E N |
— R R A }
1- C1-ff B &% -4 F g )MEH) -4,8,11-= ( = .

I
|
l
I
I
[
|
l
[
I
|

(S D ot b e (0 Bk B 3 )

CRBEE)-1,4,8,11-0 @ %+ W

Ma,a0 -2 @-H-ZBE(13.2%, 0,058 E )
1.8, 11-B (2 EEREBHE)-1,4,8,11-mg¥%I=+m
ft (2 R Bridger% A , J.Hed.Chem.1995,.38‘,366—378)
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B~ BB (6 )

(6.1% , 0.0l E )M K2 COs (1.89% , 0.013% H )R
CH: CN(IB0E A2 @ RHEFBRY, EBBEABRTOC
R#l AR, BARSVEZRRRAB TR EEM.,
(BEYTMHMRE K (G0EFHIMCE, CIo (100 FH )k,
BHEBE S M, % (Na, S0, REGERAEH, #
BREBERRABTRAIARMUELEREEAW R ZH
EW, DEREBHRBBEB KL (CH, Cl, / CHa 0N,
26 1)EEZE 1- ( 1-f0 B 2 -4- (8 -0 B B )W ¥ %) -4,
8,11-82 (= 2 S B B X -1,4,8,11- W ¥+ Wk (4.7
W, 59%), EREGBMKM, * F NNR(CDCls )& 1.21
-1.37(1!1,18}1),1.66—1.74(m,2H),1.82-1.91(m,2H),2_.30
-_2.35(m,2H),2.58-2.6‘3(111,2}1),2.99—3.16{m,1211),3.48
(_s,2H),3.95-4.07(m,12H),4.48(8,2H),7.21—7.35(41!),
—mEES

B Eceyclanh MY HBZ2E-KRELAER (2 5B
F2)e |

Wl- [ 1-W R E -4- (MW EE)MEE] -4,8,11-28
(CZ EERBE-1,4,8,11-MABE+ T (0.68 &
H)RCEs CR(OEAIZABE15-200 B EHME R 80°C
TR EK (5.0 B )R 2K, C0s (1.5 B)2REBEW
ACH: CN(5 BAIZHE B P LMME, RS0CHRHE 1
MEEZR, BEBRESEERKEBED S H R CH, Cl,
MAk2M. »HERELN A GORKE, REEE
(Hg$04 VR A% . BHNBEVLUETRBHRORE, &
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A7
B7

B BFRE (7))

LA6-15% MeOH/CH, Cl., MMl EE K B H R Y .
— R %8

MEBEEBHIBr/R0OACE RE - Z R EBBERL X (2
RE 2, /28 R Bridger Z A J.Med. Chem.1895,38,366
-378),

# 30% HBrf? 2 (Aldrich,5 EFA ) MERL £ BB &
Bz@REceyclanf AW (0.1-0.5EH H )R B (3%
AIZHREBFRAFTEBER R TR B 4N, S
BOUBE R RELE U MABREL, OB, RS E®
BERI 003 EA SR BB (WES) BER SR
EUMBEBICEI0S H, Beelite BABMEER &
ﬁﬁﬁﬁ%%l%ﬂ,Z%MAZ@,ﬁW%&EE&
BY. SAECLRYUBRULEERRZE .

THRKGAHEMZE T EEH
B e @1

N-[1.4,8,11-@%%@}%—&&5-1,4-{*
£)) -e-(BFE )M ASBE

By

R (|

Mp 200-205°C (dec); '"H NMR (D,0) 6 2.04 (m, 4H), 3.20-3.40
(m, 8H), 3.40-3.60 (m, 8H), 4.34 (s, 2H), 4.38 (s, 2H), 4.51 (s, 2H), 7.50 (m, 4H).

7.75 (t, 1H, J=6.6 Hz), 7.82 (d, 1H, J=7.9 Hz), 8.26 (1, 1H, J=7.9 Hz), 8.63 (d, |H,

J=5.3 Hz); PC NMR (D,0) & 18.30, 18.96, 37.04, 37.28, 37.40, 40.92, 41.13, 41.49,

44.26, 47.61, 48.01, 51.29, 58.88, 127.46, 127.75, 130.40, 131.05,131.23, 131.47,

132,10, 132.44, 144.95, 145.81, 146.01; FAB MS m/z 493 (M+H®'Br, 7), 491

(M+H™Br, 7), 411 (M+H, 100);
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AT
B7

F BB (
TR oHR
H HH :
® 8 {H
o e 2

yirl s g
it EH :
®EE

B H3

¢ )

Coa Has N s
C,32.36:;

€,32.260;

.6H8r
E, 4.98; N, 9.44; Br, 53.21

H, 5.00; N, 9.30; Br, 53.10,

- (1,4,8,11- N A BB+ WE-1,4-MEEE (B 7
£)) -N-RE-2-(BEE)MEARBEKLY

Mp 220-225°C (dec); '"H NMR (D,0) & 2.06 (m, 4H), 2.76 (s, 3H),

Cas Hao N s
C,32.04§

€,31.88;

3.20 - 3.65 (m, 16H), 4.47 (bs, 4H), 4.65 (s, 2H), 7.54 (bs, 4H), 7.80 (1, 1H),
7.87 (d, 1H), 8.28 (t, 1H), 8.68 (d, 1H); 1’C NMR (D,0) 6 18.14, 18.75, 18.89, 36.74,
37.04, 37.15, 37.62, 40.38, 40.72, 40.91, 41.28, 44.05, 47.50, 56.98, 58.88, 60.28,
127.60, 128.86, 130,78, 130.96, 132.16, 132.64, 144.91, 145.04, 146.12; FAB MS m/z

- 507 (M+H®'Br, 27), 507 (M+H""Br, 22), 425 (M+H, 100);

.6HBr 1.5H2 0
H, 5.27; N, 8.97; Br, 51.16

H, 5.30; N, 8.93; Br, 51.00,

N- [ 1,4,8,11-mﬁwﬁ1§+EE—lA—ﬁl:*éE%(ﬁ! 3]
o)) ~4-(RE B DM g oS B

[ & B #8: mp 201-204°C (dec); 'H NMR (D,0) & 1.91 - 2.12

(m, 4H), 3.00 - 3.49 (m, 16H), 4.13 (s, 2H), 4.34 (s, 2H), 4.53 (s, 2H), 4.53 (s, 2H),
7.39 -7.57 (m, 4H), 8.02 (d, 2H, J=6.3 Hz), 8.74 (d, 2H, J=6.3 Hz); '’C NMR (D,0)
6 18.26, 18.88, 36.94, 37.29, 37.36, 40.89, 41.06, 41.44, 44.21, 47.61, 49.17, 51.43,
59.02, 127.84, 130.21, 131.64, 132.15, 132.45, 142.19, 151.67: FAB MS m/z 493

(M+H"Br, 8), 491 (M+H™Br, 10), 411 (M+H, 83), 320 (37), 247 (58), 201 (100).

=1 -

AR R A B B R AR ( ONS ) A4 ( 210X 29740 )

(o B B BV B o )

= FE
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B7

[ & gmet (9 )

Tt H oW : Coqa He Ng .6HBE
'q"%fﬁfﬁ © ¢,32.17; H, 4.95; N, 9.34; Br, 53.50

= 8HE : C,32.16; H, 5.03; N, $.41; Br, 53.28,

B B4
N- [ 1,4,8,11-T f BB+ W2 -1, 4-f £ XS (8 &

E)) -3-(BERE)REEARBE

Bt & # : mp 198-202°C (dec); 'H NMR (D,0) & 1.83 - 2.07

(m, 4H), 2.96 - 3.47 (m, 16H), 4.11 (s, 2H), 4.32 (s, 2H), 4.49 (s, 2H), 7.38 - 7.56
(m, 4H), 8.04 (t, 1H, J=6.4 Hz), 8.63 (d, 1H, J=8.3 Hz), 8.76 (d, 1H, J=5.6 Hz),
8.86 (s, 1H); °C NMR (D,0) & 18.23, 18.87, 36.92, 37.29 (2C), 40.88, 41.05, 41.43,
44.17, 47.22, 47.60, 51.18, 59.04, 128.29, 130.01, 131.49, 132.14, 132.66 (2C),
142.55, 142.76, 148.98; FAB MS miz 493 (M+H*“Br, 7), 491 (M+HBr, 6),

411 (M+H, 100), 320 (33), 247 (24).

7T HE B M ¢ CoalHw Ne .6HBr
it® @E : €,32.17; H, 4.95; N, 8.34; Br, 53.50
® @I f& : C,32.08; H, 5.02; N, 8.25; Br, 53.28,
B b Bl 5
N-(1,4,8,11-M MR+ E-1,4-f F X% (@ F
)] -(2- B E-S-HE )M AZLRBRE
B f B 8 :mp 194-197°C (dec) 'H NMR (D,0) 6 1.93 - 2.12

-11-

FEREHEB Y BB EAELEL (CONS) A4 ( 210X 297054 )

(oSS m B e N Bk Bk )

_—.-——_—-—..-——i—_—-——__-..—_——!'
r L
0



FED R O HOm R O -3

467744

A7
B7

B BB (o)

'(m, 4H), 2.42 (s, 3H), 3.25 (s, 8H), 3.48 (s, 8H), 4.28 (s, 2H), 4.30 (s, 2H), -

4.33 (s, 2H), 7.44 (s, 4H), 8.33 (s, 1H), 8.46 (s, 1H); ’C NMR (D,0) 5 18.01, 18.72,
19.80, 36.66, 37.05, 37.13, 40.70, 40.89, 41.27, 43.99, 47.47, 48.14, 50.61. 59.06,

129.97, 131.43, 132.04, 132.99, 140.93, 144.98. 146.49. 153.51; FAB MS m/z 509
(M+H®'Br, 17), 507 (M+H"Br, 15), 426 (M+H, 100), 320 (21), 247 (20).
T E DM ¢+ Cog Hzs N .5.5HBTY

&4 : €,33.10; H, 5.15; N,11.26; Br, 50.47

% # {4 : ¢,32.80; H, 5.41; N,11.00; Br, 50.58,
B M6

N-(1,4,8,11-M @R+ MW E-1,4-WEXE (7 H
B)] -2-(BZ2#E )M SERBA

H & E& :mp 195-198°C (dec); 'H NMR (D,0) & 1.98 - 2.17

(m, 4H), 3.20 - 3.38 (m, 8H), 3.38 - 3.63 (m, 12H), 4.27 (s, 2H), 4.39 (s, 2H),
7.50 (s, 4H), 7.80 - 7.89 (m, 2H), 8.42 (m,-lH), 8.58 (d, 1H, J=5.8 Hz); >C NMR
(D,0) & 18.51, 19.14, 29.85, 37.56 (3C), 41.21, 41.41, 41.82, 44.57, 45.27, 47.83,
51.10, 58.74, 126.35, 127.93, 130.66, 131.27, 131.99, 132.69, 141.89, 147.79, 150.91;

FAB MS m/z 507 (M+H®'Br, 40), 505 (M+H"Br, 34), 425 (M+H, 100).

T F 49 W 2 Cos Hao Ng .6HBP
{4 : C,32.99; H, 5.09; N, 9.23; Br, 52.67

= #ME : C,32.79; H, 5.34; N, 9.11; Br, 52.45,
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Ao~ B (v )

- i
N-(1,4,8,11-B W HEH+ O HE-1,4- X XL (W H
) -2-(BERE)EHEBRBEW
B f & # : mp 245-248°C (dec); 'H NMR (D,0) & 1.87 - 2.12

~(m, 4H), 3.02 - 3.51 (m, 16H), 4.17 (s, 4H), 4.38 (s, 2H), 6.97 (t, 1H, J=3.9 Hz),
7.13 (d, 1H, J=3.1 Hz), 7.41 (s, 5H); *C NMR (D,0) 6 18.80, 19.52, 38.03, (3C),
41.59 (2C), 42.21, 44.89 (2C), 48.15, 49.83, 58.52, 128.13, 129.12, 131.15, 131.47,
131.50, 131.90, 132.42, 132.87; FAB MS m/z 498 (M+H®*'Br, 11), 496 (M+H®Br, 9),

416 (M+H, 53), 218 (100), 201 (64).

THFERSDH ¢ CxaHxy Ns S.5HBY
%+ ®{H :C,33.68; H, 5.16; N, 8.54; Br, 48.71
“ ® @8 c,33.85; H, 5.22; N, 8.50; Br, 48.52,
B A
N- (1,4, 8, 11-IRMBER+TE-1,4-MFEE (MK
£)) 2-(BRZ2E)RBIRBE - KED
EHEmEE :mp234 - 236°C (dec); 'H NMR (D,0) 8 1.75 - 2.05

(m, 4H), 2.75 - 3.45 (m, 20H), 4.05 (s, 2H), 4.15 (s, 2H), 7.35 (s, 4H). FAB MS m/z
462 (MH+H®'Br, 15), 460 (MH+H"’Br, 15), 380 (M+H, 100), 300 (64), 279 (47),

239 (49).
ST FESH : CoHx N S.5HBr.2H,. 0. 0.5H0Ac

®k{E :0,29.67; H, H.69; N, 8.24; Br, 46.99
®®E: C,29.31; B, 5.72; N, 8.25; Br, 46.64,
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B BB (> )

B oo
N-(1,4,8, 11-B R/ EHE W E-1,4-WEES (W
£)) -2-BF¥EBRAEBD
5 & B # : mp 203-206°C (dec.); '"H NMR (D,0) & 1.85 - 2.13

(m, 4H), 3.02 - 3.58 (m, 16H), 4.23 (s, 2H), 4.31 (s, 4H), 7.23 - 7.54 (m, 8H);
BC NMR (D,0) § 18.03, 19.29, 37.78, (3C), 41.37 (2C), 42.00, 44.82, 46.25, 47.96,
51.16, 58.68, 124.04, 124,40, 129.40, 130.75, 131.21 (2C), 131.88, 131.96, 132.46,
132.83; FAB MS m/z 507 (M+H®'Br, 15), 505 (M+H™°Br, 18), 425 (M+H, 100),
320 (30), 201 (51).
T E D H ¢ Cos HooNe .5.75HBr. 0.5H, 0

it &4 : c,33.42; B, 5.18; N, 9.35; Br, 51.14
B K €,33.69; H, 5.35; N, 9.00; Br, 6§51.13,
& @10

N-[1,4,8,11-HRA BB+ W E-1,4-MEEYE (W H
)] - 4-BEFERAERR

% # E & :mp=120-125°C; '"H NMR (D,0) & 1.8 - 2.0 (m, 4H),

2.9 - 3.4 (m, 16H), 4.1 (s, 2H), 4.18 (s, 4H), 7.2 - 7.5 (m, 8H); >C NMR (D,0)
3 18.86, 19.57, 38.14,.41.76, 43.74, 45.14, 48.24, 50.14, 50.42, 51.49, 58.38, 124.13,
131.13, 131.30, 131.83, 131.92, 131.96, 132.67; FAB MS m/z 507 (MH+H®'Br, 5),
505 (MH+H"’Br, 5), 425 (M+H, 45), 201 (47), 155 (75), 106 (100).
T E D H : Coxs Hao Ng .6HBr.HOAC
B R (8§ : €,33.43;0,5.19;N,8.66;Br,49.42;0,3.30
® OB {8 : C,33.42; H,5.49; N,8.62; Br,49.23,
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Al
B7

I BEHE (¢ )

W OhE B 11
N-(1,4,8,11- M WBERE T+ N E-1,4-MXER (HF
)] 4-(BZE BB S RBE
K& & B # : mp = 135-140°C (dec.); '"H NMR (D,0) & 1.75

(m, 2H), 1.90 (m, 2H), 2.70 - 3.27 (m, 20H), 3.77 (s, 2H), 4.14 (s, 2H), 7.18 (s, 1H),
7.25 (d, 2H, J=7.97 Hz), 7.37 (d, 2H, J=7.97 Hz), 8.48 (s, 1H); FAB MS m/z

496 (MH+H®'Br, 5), 494 (MH+H"Br, 5), 414 (M+H, 17), 201 (15).

5% E D W 1 ComHxg No .6HBY
®W ki :C,30.73; H, 5.04; N,10.91; Br, 53.52
% @ {4 : C,30.89; H, 5.41; K¥,10.41; Br, 53.686,
B 12
N-(1,4,8, 11- O W ER + 0 & -1,4-F X HE & (W H
) T REEARBD
R B8 B # : mp=245-250°C (dec.); '"HNMR (D,0) 8 1.9- 2.1

(m, 4H), 3.2 - 3.6 (m, 16H), 4.12 (s, 2H), 4.15 (s, 2H), 4.36 (s, 2H), 7.30 (s, SH),
7.41 (d, 2H, J=8.3 Hz), 7.46 (d, 2H, J=8.3 Hz); °C NMR (D,0) & 18.43, 19.06, 37.29,
37.46, 37.63, 41.09, 41.32, 41.68, 44.46, 47.74, 50.18, 51.00, 58.79, 129.53, 129.97,
130.18, 130.35, 130.68, 131.18, 131.92, 133.14. FAB MS m/z 492 (MH+H®'Br, 13),

490 (MH+H®Br, 13), 410 (M+H, 100), 201 (36).
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B BRARA (@)

ST E S M : Cos Has N .5HBY

% Sk {H : C,36.88; H, 5.45; N, 8.60; Br, 48.07

® B 1 : C,36.79; H, 5.56; N, 8.48; Br, 48.79,

# B MTTH 5 (J.Virol.Methods 120:309-321[1988])
FREMRABE 2 AW, NT-4E I8 (2.5% 104 / # i)
BLHIV-1(HTLV-IIIB)® HIV-2(LAV-2 ROD)Z % # 100CCIDso
Zﬁgﬂiﬁﬁﬁﬁﬁﬁﬁgzaﬂﬁ{b%%f?ﬁ?, 1L &
MRUFELXRBEILHAMAN, RITCECI, BF R HFR
5 XR2#, UHIT(MW BB ) s Bk, A% LS
M FEEEMEREEDNUECo (ME /ZEFAH M
CCso (MR EHRIEFTRTEP. HEHFHEME R CCo
HiCso CHMBEBHBHR S FHIBERE. |

&
nEEEHERE

——

PR

(oD 200 o i B N B R R S )

€Cso . ,
ECso (h 5/ % F1) SI
ey (MR /7 ZETH)  HIVIIHIB)  HIV-2 HIV-1

% 4ol S
My
il

—

\‘
i >250) 0.008 0.032  3x 10" “T’>
2 >250) 0.1 6.7 2.5 x 10 {
3 >25() 0.6 10.3 417 }
4 >250 1.8 28%.5 138 }
5 5250 0.2 7.1 1.2 x 10 l
]
6 >250 1.8 38 138 [
7 158 |
0.7 9.8 225 , -
|
l
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B7

£~%%ﬁ%(a)

ECso (M %/ & ) s8I
tath (MR/ZEH) HIVAIMEIB) HIV-2Z HIV.|

8 175 0.5 2.0 350
9 153 0.8 10.6 191
10 222 0.7 3.7 3x IO’
1 239 | 0.2 1.0 ! x 10°
12 £30 0.4 26 325

RgEBR2 B, E-SHATRABETEB B &
MARINZEMBAES 2 K. IVABR2Z X84
REHEREE L —, LRTOGRR LA R W R
BERAAM - BWBE N2 8E, |

HEERL AN TR B AR AR 2 ER AR Y
B R B LAY R BE LT EEHAA N N & 5,
BERBUAMBUART ., SARDTAFREN 2 &
RABREREL, BERRBE, EM, B, %A
 HERARVENARORRFIEABREBR R, %K
KR, FEERRAREALEARETHAZ SR B
M, BAZHEM, BN, REMRRRLASAE A
M., HANZHERRARBSRF 24 R UM 0 & F 5
A, ABEH2LADTEARERYRERD R,

REAZEN 2 BB ARV THERRB S U BB S
ERE T EUEY, BoREERL AR AE R B,
FINER /AFBES T2 MEGE, RE _—MEg
MOBOM, BEMZGEA] ENER/ AFRES
M ivel v, HARE M R ST E R AR R o B
BERBSMERETRERBRES,
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- ; > ¢ #2 . Macrocyclic compound for antivirus, process
RIBAHE (BAZ L4 for Preparation Thereof, and pharmaceutical
composition containing said compound

Macrocyclic compounds having a total of 9 to 24 ring members and
from 3 to 6 optionally substtiuted amine nitrogens spaced by two or more optionally
substituted carbon atoms from each other, which may optionally comprise a fused
aromnatc or heteroaromatic ring, linked to a substituted methylamine chain, show good

selectivity against HIV-1 and HIV-2 in in vitro tests.
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N-[1,4,8,11-V8 & % 28 + DU 2L -1,4- {0 5 B & (i 7 £ )]-
4- (& B E )tk nE
N-[1,4,8,11-T0 % 26 % + P 5 -1,4- 8 2 & (ff F E))-
3-(Rz B & )ok e
N-[1,4,8,11-M @ R+ WE-14-EEE (F P E)]-
(2-f B & -5-H E )k ug
ON-[1,4,8,11-WAKE+WE-1.4-FFE S HE)]-
2-(FZ &)@

N-[1,4,8,11-HE BT HE-14-FEEE (HHP E)]-

2-(f& B OBk o s
N-[1,4,8,11-M™ & % & +E%14@¢%%W$EH
2-(f& 2 &)W B8
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RIBAHE (BAZ L4 for Preparation Thereof, and pharmaceutical
composition containing said compound

Macrocyclic compounds having a total of 9 to 24 ring members and
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substituted carbon atoms from each other, which may optionally comprise a fused
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