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DRIR « SRR B & IR IN BT R 2

[0046] ANz B A IR R V4 15 AL S Bl 22 B2 K 8, SR IE 21 m=1, n=14, R,
N CEE R T REGHIE . IE TRV O FREVIER I AT BUT 2 IE S R
- FRCEFCH.2, 2- "W RIE .2, 3- T PR R IFRE IEFRE ETA. F2%E
BOE A+ RN, R AN SR TR I R AR T B A

[0047]
Nz NH; NHy
i N “\> 5 Nék/f[% o .
| § H OCH,CH;CHyO CH,(CH3)14CH gN A t /OCHQGHZCHQOCHZ{CHQ)"CHg k\N i % /OCHZCH)_CHQOCHétCHQ)f4CH3
ol o o,
'y W m W A
= CH CHy & cH
S, \}/‘ka /\\cﬂ3 3 3 0/\/ GHs 6/\( 3
§ ) ~ - e B o CH,
COPY31.114 i COP132-114 B cHy . COP133-114 H5C .y I
NH; NHz
NP, N7 N
k> 8 cemomcnecons s WG T octomenoetichch
RN \/U Vos e 5114CHs W L[ |/ OCHCHOROC L CHlCH

Ser ¥ H % e §
\:,/\9/\/\% . &y \://U\Q @ .

COPISA1H.  ud COP135-114  me

[0048]
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Nty Nts NH,
g N\\/’ O OSHACHCHLOCHS(CHz),CH Nl
I\\‘N . u\ CHECH;CHaOCHACH3), 4CHs | \> 1 OCHIGH CHIOCHAGH atHa ke | N> fi /OCHZCHZCHQOCHJ(CHz)‘4CH3
o W
Je - |
y C: NH\)J\ \/ N
i O—CH;

NS \\ G By
v N HyC NH\)K /]\\/(;Ha
HC N h:

o

COPY3:001 cigia0i2 ”aC » COP13-003 HE *

NHy NH, NH;

N
NZN a N7
[:Nj\‘? Ll /DOHZCHchQOCHz(CH))uCHQ L | \> E K/OCHZCHQCH;OCHZ(CHQ“CHS LBN} "f\i/ E /OCHQCHchzOCHz(CHz)uCHa

NS a
i \)k CHy - \)\ O/GHQ(CHQ) SCHy we NH\)k
_< . 0 CHy,
Hac o . . d‘ . \ /\r\ .
CEP13:004 CHy COP13-008 4 HiG

COP13-006 CHy
vy i NEy
N
i N7
' I3 OCH,CHECH,OCHGH i CH
:\/1[ > °t OCHACHLCH;0CH{CHa4CHa i%N N> L]/ S k | \> CH,CH,CH,00HACH,4.CH,
w7 Lot S U
N o 2
f \NH\/[K /\/EG,/\ Bt NH\)K s Rl \
" cH
R ol \)k &
Hﬁc\: . - . H3C‘ S 5 0/><«\/ .
cOPIE007 = CoP13:008 0OP13-008 HgC HC OHy
N NH, R,
S YTy s S
k\m b Ll /ocu L CH,CH,OCHACH JiCh i | b Ll/oCHECH:,CHQOCHZ(Q-Iz)MCHE k 1/0nu,cngce,ocr§1m2),.cag
. )
" 5 K
g \ o CHy LJ NN 0 LJ SN
HC N“'\)I\ /W)\/CH?‘ e iy A HEReCHs HE \/k P o
o
S ¥ e
s ol 6.
¢ - B
CHEIE G HiC Sy ORI e coPIDI2 B
fH,
* ) NH, K
M OCH;CH,CH; OCHL{GH5);3CH;
g o TS Y
| / L\ | § ‘ QCH; GH3CH; OCH (GHz),CHs s | > © OCH,CH,CH;0CHZCH;}CHy
[\/ N \\ M < v O, Ll/
& CH3(CH;),CH: k/ s \ k/ A \ Q
Hif ‘ Q/ % s /cmcm}aca} BE, fE WA/ OH(CH)aCH
. &
P30t 4 5
COPts-013 OO He COP1R-015 Mo ’

[oo49] sl EANK G AL &7 Al Acid s BRI M) 255 RIS 5 .

[0050] A< AR AL TR T MR AL A W s L 22 B2 (1, SUIREE A &4 -
[0051]

NHy NH; NHy
o N7 N\ N7 % o
& | N\) L/OCHQCHQCHI’OCHT:CHZ)ﬂCHS 1§N’ N> ] OCH;CHICH;00H(CH)40Hy Iy > U /OCHZCHQCHZOCHZ(CHZ)“CH3
N
LaA,, 9 Loy New
i N \/\ 3 \/k CH
& \,)]\0/\\GH CHy \ . 3
3 3 F g
3§ ~ o€ = 3 CH,
COPIIMIA  yd COP132-114 iy COP133-114  iyd I I
NHy NH,
k\N 7 ci OCHCHICH0CHACHa)CH; L)\L> ocwgcmcmocm(cm)ut:ﬂa
o
\/ \
NH\/)J\ /\/\ ;Q NE\/K
0
COP134-114 HJC COP135:114 ﬁgc

[0052] sk B4 & A FTRIE W o B S B DRI L 25 % a2 (3.

[0053] AR BHERAE S AR Tl A s L 2525 BTS2 I 3R 00 5705, B 5 v & it
Bt -

[0054]
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NHo NH3 KH> NHsAcid
N
e 3I 0 on . KI on mn NN o
N k/o L/C R1
R L,Ov
H3C OH HiG 2 R2
HsC
B il I La

[0055] %l #& iR an AP

[0056]  a. ] N- FF LA g bt i W 510, = S HE K, 2,27 — R ke = AR FE I
HEER], GRS S L T2 BR NS 2R B 3h AT IR 4 A S N, [ R Il 2 Hp e I 3L P A
65°C —85°C, R NI [H] 2 20-26 A/, RIFF R AW T 5

[0057] b\ F N— FF B ntk s e i A 5 51, = S K550, N, N — 38 O3kt — W0 i A 4%
Hfl, Bl R N A3 24 S0 1T 5 B e B AT WK 466 N, NI R s it Ry
75°C =95°C, R NI TR A 7-9 AN/, 15 2P AR B R &) 1

[0058]  c HEEARBEMLAEY | 55BN Acid BT L, [IREE 1-3 /M, =SIEF
P ENAT A E AT H I R O SBEER RIS 2 R TR S 2 bRl i T,
[0059]  H:AP&FF5 0E S L AR, 48 LR il 4 7 idib, G RoR e AU 3
Tk R S P B FH T 5 DA

[0060] Ak EHIEE i —Rh ZGMA G, Bk 5 A& V) & A 69T A 3% E K 4E 5 BR i
G R 2% E R R A — BB P A bRl 52 R BRI LA A A A
WA £ F T YT BRA 97 08 B 50 259 (R R

[0061] AR BIHEIE W B v RT3 BRAL B W) H R 2477 bonl e 52 1) h AR il 28 FH T Ty sl
ST BRI 259 BN, JCH 2 A8 HIV i 5 B4 8l HBY B sl HIV 5 HBV [A] i B gL i 9
T HH R R

[0062] IR

[0063] £k [l ZBUBUAS IATLAS I 7 » A BRAK A0 B AT B R ¥ 77 S50 1 2500 i 75 1) %
FROL R JE M, AR -

[0064] (1) A& % B i 4k & ) COP131-114. COP132-114. COP133-114. COP134-114.
COP135-114 Bk T H AT vA 7T 3K I B 1L 25055 2 F08 (AZT) UL IE AL T R SE 5 o B
(11259 CMX157 (K9] HIV-1 BF AR5 B Hl g . M 1C,, IXIFEIRE , COP131-114 [
1Cs 72 CMX157 17 8. 8 % A& AZT [ 20 F & B ATV TT 308 25 5 B (TDF) 1) 1000
2, C0P132-114 [ 1Cs 42 CMX157 [ 2. 9 £ & AZT [ 9. 7 £%, COP133-114 [#] 1C,, & CMX157
(¥ 1.6 f5. & AZT [ 5.4 1%, COP134-114 [f] 1C,, /& CMX157 [ 1.7 1% & AZT [ 5.5 1%,
COP135-114 [#¥] 1Cy, /& CMX157 (1) 1. 7 £ 2 AZT [ 3. 3 1%,

[0065]  (2) il THI K, %ﬂF%)ﬁEEﬁwaE’J@ PER AR A A IR S & . AR
U T H LRI, A %2 BAL &) COP131-114. COP132-114, COP133-114. COP134-114.
COP135-114 7 BA 1R il PR RN, 21 B A IR A4l M 85 0k - “AE 23R E 10 1w mo /L %4t g
W W PR

[0066]  (3) Z5%f LUATIN A & BHAL A ARFR M S8 COP131-114 IR I CMX157 ARk
H T2, 2952 CMX157 JRvaE 2 4%, RIA R WAL G ) I 02 i 1t b CMX157 [z e PR 2 5
HF 2, 58 TR T AR R B, NI 2 2 4 oy T v AR 5 SR R A AR
IS e A S I N IS G s ey G
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[0067]  (4) 28X LU I A % B AL & 0 L & 4 COP131-114. COP132-114. COP133-114,
COP134-114.C0P135-114 7] 45 2430 HBV 11152 ], FL P 500E HOR B 43 5 :COP131-114 (35.
3 M) ;COP132-114 ((34. 6 1 M) ; COP133-114 (6. 05 1 M) ; COP134-114 (37. 8 1 M) ; COP135-114
(14. 5w M) ; ZEAHFIZAF T PAT I & (O BH X HE TDF 2 40a 0Kk 4 80. 1o M.

[0068] X 7843 BH AR BHALA ML H A8 & 80 5 K I Bt 388 29 RIS SO & %
h B U BT S 254 TDF P00 25 B w03 PE R AR 22, A S I ¥R 9T HBY G 254) o
[0069] &2, A K BHALA AR @ (9 TE AR A B ARG BBV M 25 5 M R AT )R M T
— 1K, T BT — AT R BIRTT S R 2T S

M (&35 AR
[oo70] K& 1 KA K BHAL-E4) COP131-114 F1 CMX157 BRI S R AH L 1 .

BAELEAR

[0071] DL I S i)l A AS £ kA3 AR 57 5 A it Bl AR 52 B 5 EAS DUAEAT 7 SR il A
KW FrAENEPIRILREIZ H NIR BEMS JTHfE «

[0072]  SIZJif] 1 :3- +/NkesREE —1- VB (L114) %

[0073]

HOCH,CH,CH,OH
CH3(CH,)14CH,Br 2 CH3(CHy)y4CH,OCH,CH,CH,0H

L1114
[0074]  7F 250m1 = [T [& J&& K& A7, fK & oA 1, 3= T8 Z (9. 13g,0. 12mol)\ HU T
Fit 1 (6. 8g, 0. 06mol1) AL I BE (50mL), [A] i AR & 1, 18 12 g i AR+ /S e (12, 17g,
12. 2m1, 0. 04mo 1 DFIPU R (50mLD VR G, 3 /NI 58« FFIRIALHERE 50 /NI )i, A 2%
i 1 S N IR B 50mL KA, Bk, H10% 1) Eh IR Ak 22 PH=T7, I IE C%¢ (100ml ) , 43t
ANUAH, KA IE QR A FFA VA, AU Tk 4 5 B IE okt 45 m A5 3 3- o8
Jef 3t —1- AW (L114) (7.8g, 0.026mol), YL :65%,
[0075]  'H NMR (400MHz, CDC1,) &, (ppm) :0. 88 (3H, t, CH,), 1. 14-1. 37 (26H, m, 13X CH,), 1.
48-1. 65 (2H, m, CH,), 1. 71-1. 94 (2H, m, CH,), 2. 38-2. 53 (11, br, OH), 3. 43 (2H, t, OCH,), 3. 62
(21, t, OCH,), 3. 78 (2H, t, OCH,) o ESI-MS: [M+H]"301. 3, [M+Na] 323. 2
[0076]  SEifh) 2 :2— | )\ LefdE LB (LOL6) FHil#%
[0077]

HOCH,CH,OH
CH3(CHy)16CH,Br » CHs(CH,)15CH,OCH,CH,OH

£016
[0078]  DASEEf | U724 AT B 2- 1)\ Bt L 4/ (LO16)
[0079] 'H NMR(400MHz, CDC1,) &, (ppm) :0. 88 (3H, t, CH,), 1. 06—1. 49 (30H, m, 15X CH,), 1.
53-1. 654 (2H, m, CH,), 1. 90-2. 10 (1H, br, OH), 3. 47 (2H, t, OCH,), 3. 53 (2H, t, OCH,) , 3. 73 (2H,
t, OCH,) » ESI-MS: [M+H]"315. 3, [M+Na] 337. 3.
[o080]  SEiifA] 3 :6— |+ sk —1- ClEE (L410) i+
[0081]

21



CN 103224530 B OB B 19/35 T

HOCH(CH5)4CH,OH
CH3(CH2)4gCHoBr » CHa(CHy)10CH,OCH,(CH,)4CH,0H

L410
[o082] DL siz i % L 28 L 7 vk A 1% B 6- 1 okt AR OE -1- & B (L410) .
NMR (400MHz, CDC1,) &, (ppm) :0. 88 (3H, t, CH,), 1. 14-1. 34 (18H, m, 9 X CH,), 1. 35-1. 42 (4H,
m, 2 X CH,), 1. 48-1. 64 (6H, m, 3 X CH,), 1. 93-2. 01 (1H, br, OH), 3. 28-3. 48 (4H, m, 2X OCH,) , 3
.62 (2H, t, OCH,) » ESI-MS: [M+H]'287. 3, [M+Na]'309. 3.
[0083]  SEjafsl 4 :4- —+ “edEdE —1- TR (L220) [ #%
[0084]

HOCH(CHa),CH,0H
CH3(CH3)p0CH,Br » CH3(CHy)20CH,0CH(CH,),CH,OH

L220
[oo85] LA S 44 1 28 0L 77 ¥ & AT 34— = 2k AU -1 T B (L220) .
NMR (400MHz, CDC1,) &, (ppm) : 0. 88 (3H, t, CH,), 0. 99-1. 46 (38H, m, 19 X CIL,), 1. 52-1. 61 (2
,m, CH,), 1. 62-1. 78 (4H, m, 2 X CH,), 1. 95-2. 67 (1H, br, OH), 3. 30-3. 51 (4H, m, 2X OCH,) , 3. 6
4 (2H, t, OCH,) . EST-MS: [M+H]"399. 4
[ooge]  SZjitifs] 5 : (R)—9-[2-[[ T/ bt AZE [(S)-1-( L& )] &3 ] REBHKRF
U1 AR ] IRNERS (COP131-114) Kyl &

[0087]
NH, NHZ NHQN
)I 8 1 \> oH ’,i: 1 /OCHQCHQCHZOCHZ(CH2)14CH3
N k/o l:/ o o Lz N ‘\/O\/L
" k/ Vo NH\)K A N”\)k
PMPA COP031 CoP131-114
[0088]  7F 50ml [& JEE % L 77, K ¥R 0 N B v 48 =B (PMPA) (1. 18g,4. 13mmol). L- 7 21
MR 2 Mg 6 TR £ (2. 6g, 17Tmmo1).2, 2" — —ff ik g (1. 82g, 8. 26mmol) « = £ Ji% (3. 44g,

4. 8ml, 34mmo1 )\ = FEE (2. 16g, 8. 24mmol ) Fl N— I EERL % L2/ (10m1), 75 80°C R 25 FA T
P 100 )5, ZERVE R, FH 2R IS : LW =10: 1 34, B30 a7~ 5 (R) -9-[2-[[[(S)-1-( &
FUOREE )] 43 ] SRR AL ] T ] IRNERS COPO31 (1. 04g,2. Tmmol), Y8 65. 3%.
[0089]  7E 250ml [FJELEHE T, KRN COPO31 (9. 7g,25mmol). L114 (15g, 50mmol) V&4
W 65ml N- FIFEMLIE el o, inBE] 85 CHERE 30 20 Bha , 1848 In = Z % 22m1, 2R )5 TT
A 100°C, N O — Wik (DCC) 11g (¥ T 16ml N- FEZEMEMLemih ) . 76 100°C
IEERE S 10 /NS, A EIT AR 50°C, e, I\ 500ml A BE - FFEE =101 [RVR G,
PLFE 1 /N S HhIE, 2 R BEIEDE, & FF UG TR s, F &P e - FEE =11 iR
M 321 B AR : (R)-9-[2-[[ +/ 5k [(S)-1-( QIR )] 45 ] 2 IERIR T4 ]
IS ] BRIE A (COP131-114) (7. 35g, 1lmmol), ;' % 44%, 'H NMR(400MHz, CDC1,) &, (ppm
):0.88(3H, t, CHy), 1. 17-1. 34 (32H, m, 13X CH,and2 X CH,), 1. 37 (3H, t, CH,) , 1. 46-1. 61 (2H
,m, CH,), 1. 75-1. 98 (2H, m, CH,), 3. 33-3. 66 (6H, m, 3 X OCH,) , 3. 75-4. 22 (8H, m, OCH,P,
NCH,, COOCH,, OCH and NH), 4. 27-4. 47 (1H, m, NCH), 6. 14 (2H, s, NH,), 7. 93-8. 06 (1H, d, Mp4
B ERH), 8. 27-8. 39 (1H, d, MEPAER | ) H) . ESI-MS: [M+H] 669. 3, [M+Na] 691. 3
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[0090] St 6 - (R)-9-[2-[[ +/\ktsR &3k [(S)-1-( LRI ) ] L5 ] RALWEIR T
] S ] IRIERE (COP131-016) il %

[0091]
NH; NH,
NN 8 ’EN> c CHy(CH
,@NI g I oH D P Hchzo Ha(CHy)1CH3
o, /u % ” \/ \/
L/ NH NH
$ \/ \;)ko/\c:H HeC
HsC 3
3 HSC H3C
COP031 COP131-016

[0092]  LASZHEM] 5 AU kA RS : (R -9-[2-[[ +/\ B L3 [(S)-1-( L) ]
ZHE ] AIEREIE A ] TNZE ] BRMEA (COP131-016) o 'H NMR (400MHz, CDCL,) 8, (ppm) :0. 8
8(3H, t, CH,), 1. 16-1. 36 (36H, m, 15X CH,and2X CH,) , 1. 37 (3H, t, CH,) , 1. 47-1. 62 (2H, m, CH,
), 3. 35-3. 68 (6H, m, 3X OCH,) , 3. 76—4. 20 (8H, m, OCH,P, NCH,, COOCH,, OCH and NH), 4. 28-4. 4
5(1H, m, NCH), 6. 15 (2H, s, NIL,), 7. 94-8. 04 (1H, d, MERAER F [ H), 8. 28-8. 37 (1H, d, MEISER
R H) . EST-MS: [M+H] 683. 4, [M+Na]'705. 4

[0093]  sLjEfs] 7 : (R)-9-[2-[[ + = Htd 3t [(O)-1-( LRI )] &5 ] AAEHMRT
00 NZE T RRERS (COP131-410) 2%

[0094]
NH; NHzN
P’Ll; | N‘) (g,OH ‘\SJN) §/00H2(0H2)4CH20CH2(CH2)mCHs
" LA W o \/o
; NH
HaG >)k0’/\m-r3 \)k /\
3 H;C Hsc
COP031 COP131-410

[0095]  DASEjifs] 5 RMBT7 G A3 - (R) -9-[2-[[ -+ hef 22k [(S) -1-( L& FRdE) ]
O] AFEBEIR A, ] TR ] BRNEnd (COP131-410) » 'H NMR (400MHz, CDC1,) 8, (ppm) :0. 8
8 (3H, t, CH,), 1. 16—1. 35 (28H, m, 9 X CH,, 2X CH,and2 X CH,), 1. 36 (3H, t, CH,) , 1. 45-1. 62 (4H
,m, 2XCH,), 1. 74-1. 99 (2H, m, CH,), 3. 32-3. 67 (6H, m, 3 X OCH,) , 3. 74-4. 23 (8H, m, OCH,P,
NCH,, COOCH,, OCH and NH), 4. 26—4. 48 (1H, m, NCH) , 6. 13 (2H, s, NH,), 7. 92-8. 07 (1H, d, MZn4
R R H), 8. 26-8. 40 (1H, d, MERSIR ) H) . EST-MS: [M+H]'655. 4, [M+Na]'677. 4

[0096]  SEjiAsl 8 « (R)-9—[2-[[ = kel T 2k [(S)-1-( L% edk ) ] &5 ] AR T
01 TNZE ] IRERS (COP131-220) 4%

[0097]
NH, NH;
AN
N"IN ?,OH 'ﬁ\Nl 3 5 ;CL) /OCHZ(CH2)20H200H2(0H2)200H3
o \/ N
'\/ /| ”“\)K /\ w ””\)K Ao
H30 HiC H3C
COP031 COP131-220

[0098]  LASKlif] 5 KM IA A AT 2 : (R -9-[2-[[ =+ =gt T3 [(S)-1-( L5k
)] CE ] RERIR T ] NI ] IRIER (COP131-220) o 'H NMR (400MHz, CDCL,) &, (pp
m) :0. 88 (3H, t, CHy), 1. 15-1. 33 (44H, m, 19X CH,and2 X CHy), 1. 36 (3H, t, CH,) , 1. 44-1. 60 (4H
,m, 2XCH,), 1. 73-1. 97 (2H, m, CH,), 3. 31-3. 65 (6H, m, 3X OCH,) , 3. 73-4. 21 (8H, m, OCH,P,
NCH,, COOCH,, OCH and NH), 4. 25-4. 46 (1H, m, NCH), 6. 12 (2H, s, NH,), 7. 91-8. 05 (1H, d, ME#%
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R H), 8. 25-8. 38 (1H, d, MEMAFR ¥ H) . EST-MS: [M+H] 767. 5, [M+Na] 789. 5
[0099]  SEZJtEf5] 9 : (R)—9-[2-[[ TSk NZE [(S)-1- (7 TEREL) ] 45 ] AR
] AR T IRNEERS (COP132-114) I¥yiil#%

[0100]
NH, NH, s
I\LQI':P ?/OH (\i]\\i\I:}) CI)/OH 1;[ ’:;) 5 OI/OCHzcHzCHQOCHz(CH2)14CH3
N O ——
Lo O, \NH \/ N \\NH i
Hsé \\OH l?/ \/ \‘:)KO/\/CHS H3é \;)Kc/\/cl'g
H3C H3d CHy H3C‘: CH3
PMPA COP032 COP132:114
[0101] 7 50ml [&] J&& K8 M A, K & i N B i 48 35 (PMPA) (1. 18g,4. 13mmol). L- A
SR S TS Eh IR £ (3. 08g, 17Tmmo1).2,2 " — & — Ak mE (1. 82g, 8. 26mmol) « — 4 %

(3.44g,4. 8ml, 34mol). = 2K FE B (2. 16g, 8. 24mmol) F1 N- AT & —2- nft 1% &% B (10mD),
16 75 C TR HiHE 12 /NG, Z5BR¥EH), H TR O WG « LBF =6: 1 TR AL JZ T, 15 21 (8] 7 i -
R -9-[2-[[[O-1-(F THEKE )] £F ] AL P A ] N T JRIER (COP032) .
(0. 89g, 2. 16mmo1), L F 52. 3%.

[0102] 7 250ml [FJEELE i, KA COP032 (10. 3g, 25mmol). L114 (15g, 50mmol) V&
E¥ T 65ml N— LA e e i o, InAR R 85 °CHiiHE 10 4380, N = 4% 22ml J5, FHE 2
100°C, % in — 3 A& ik — Wz (DCC) 11g (%5 T+ 16ml N—- FZEALIELE i ) , 75 105°C 4
FERNY 14 /NG, 214 45°C, JET, NN S e - I =1:1 (500ml) KR &5, il
FE LN EH0DE, 2 b e gD, S IR IR S T, FH /e P =101 REIRAE R
M 320750 R -9-[2-[[ +ABE A [(O)-1-(RTHEHRIL )] 43 ] TIERFHA ]
PIE ] BRI A (COP132-114) » (6. 72g,9. 65mmol), 77 % 38. 6%, 'H NMR (400MHz, CDC1,) &
, (ppm) :0. 82-0. 96 (9H, m, 3X CH,), 1. 15-1. 44 (32H, m, 13X CH,and2 X CH,), 1. 47-1. 59 (2H,
m, CH,), 1. 79-1. 99 (3H, m, CH,and CH), 3. 30-3. 74 (6H, m, 3 X OCH,) , 3. 76—4. 18 (8H, m, OCILP,
NCH,, COOCH2, OCH and NH), 4. 31-4. 44 (1H, m, NCH) , 6. 57 (2H, s, NH,) , 7. 99-8. 08 (1H, d, M&En4
R EfIH), 8. 28-8. 36 (1H, d, MERAER [#) H) . ESI-MS: [M+H] 697. 4, [M+Na]'719. 3

[0103]  SEZjlifs] 10 : R)-9-[2-[[ + /R LF [()-1-( R THEKREE) ] 4% 1 "AEHR
4R, ] TAZE ] BRIERS (COP132-016) FIH]4%

[0104]
NH, NH3
N
N7 ] ”“\> o N* ) OI OCHCHOCH(CHo)1sCH3
k e | OH k\N N o L |~
N N o — o
k/o\/ NH QK \/ AV H\)k
HC:: k O/\/CH3 H5C j O/\rCH;;
3 HsG CHy HsC CHs
COPO32 €0P132-016

[0105]  DASEREG] 9 R ES AT R -9-12-[[ F R IE O -1-(F T H
W) L F ] AR T A ] NS ] BRIE RS (COP132-016) « 'H NMR (400MHz, CDC1,)
&, (ppm) :0. 81-0. 98 (9H, m, 3X CH,), 1. 14-1. 46 (36H, m, 15 X CH,and2 X CH,), 1. 48-1. 60
(2H, m, CH,), 1. 80—1. 97 (1H, m, CH), 3. 32-3. 72 (6H, m, 3 X OCH,) , 3. 77—4. 16 (8H, m, OCH,P,
NCH,, COOCH2, OCH and NH), 4. 32-4. 42 (1H, m, NCH) , 6. 58 (2H, s, NH,), 7. 98-8. 09 (1H, d, "&Ep4
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R H), 8. 27-8. 38 (1H, d, MERSER |1 H) . EST-MS: [M+H]*711. 5, [M+Na]'733. 5

[o106]  SEZjtEfs] 11 : R)-9-[2-[[ + k8 O3 [(S)-1-( R T HEIKRIE )] LH ] AR
FRAR ] AL T IRNEnd (COP132-410) HIHI#%

[0107]

NH; NH;

L

N
on N7 \> O OCHs(CH3)sCHOCHS(CHz)10CH3

CoPO32 COP132-410

[oto8]  LASKHlif] 9 KLU IA A AR R« (R -9-[2-[[ +Zhefa 2k [(S)-1-(F T Ak
)] CHE ] AAEBER T4 ] TNEE ] IRIERS (COP132-410) . 'H NMR (400MHz, CDC1,) 8, (pp
m) :0. 81-0. 97 (9H, m, 3>XCH,), 1. 14-1. 45 (28H, m, 9 X CH,, 2 X CH,and2 X CH,) , 1. 46-1. 60 (4H,
m, 2X CH,), 1. 78-1. 97 (3H, m, CH,and CH), 3. 29-3. 75 (6H, m, 3 X OCH,) , 3. 75-4. 19 (8H, m, OCH,
P,NCH,, COOCH2, OCH and NH), 4. 30—4. 45 (11, m, NCH), 6. 56 (2H, s, NH,), 7. 98-8. 09 (11, d, "&
WEER FHTH), 8. 27-8. 37 (1H, d, WEMSER 1 H) . ESI-MS: [M+H] '683. 4, [M+Na] 705. 4

[otoo]  Sgififsl 12 : (R)-9-[2-[[ =+ Zhedi 12k [(S)-1- (7 TR ) ] L3 ] a
B4R ] NS ] IRIERS (COP132-220) 4 .

[0110]
NH
NHo 2
NESN o] N7 N\) OCHACHCHOCH(GCH)CHs
i N‘) | .OH k\N !Dl "
N N O B —
L~ ”» \)k k/ AN H\)k
3 HsC CHs
COP032 COP132-220

01111 DASZREE] 9 R iEE AR : R -9-[2-[[ =+ kR T E [(S)-1-(FTH
BRI )] LFk ] BB A ] AL ] PRPEERS (COP132-220) . 'H NMR (400MHz, CDC1,) 8, (
ppm) :0. 80-0. 95 (9H, m, 3X CH,), 1. 13-1. 43 (44H, m, 19 X CH,and2 X CH,), 1. 45-1. 58 (4H, m, 2
X CH,), 1. 77-1. 98 (3H, m, CH,and CH), 3. 28-3. 73 (6H, m, 3 X OCH,), 3. 74—4. 17 (8H, m, OCH,P,
NCH,, COOCH2, OCH and NH), 4. 29-4. 43 (1H, m, NCH) , 6. 55 (2H, s, NH,), 7. 97-8. 07 (1H, d, "Ep
R EIH), 8. 26-8. 35 (1H, d, MERAER |-f#) H) . ESI-MS: [M+H] 795. 6, [M+Na] '817. 6

[o112]  SEjfs) 13 : (R)-9-[2-[[ T/ bt aE [(S) -1- CHr s eds ) 1 &8 ] LR
4R ] T2 ] JIRREERS (COP133-114) 4%

[0113]

NH; NH, NHy
- N
N)\/[[ S ’K/[ )1 b OCH;CH;CHOCH(CH,)14CH
1_OH k 17 2Tz 2)1ater3
’QN N i OH ks L/ NN o) }3

o)

k_,ov}a\’:\ —— k/ \/ \NH it T l\/ N \NH il

ch‘f oH b \:)ko/\<CH3 H3§ \)K /\<CH3
H;-;C 7 EH Hsé CH3CH3

PMPA CoPO33 COP133-114

[0114] 7 50ml [BJE B, 4 I N 8 % 48 5 (PMPA) (1. 18g,4. 13mmol). L—- A 2 /&
B S Fh R £k (3. 32g, 17Tmmo1).2, 27 — i Ak g (1. 82g, 8. 26mmol) « — £ Ji# (3. 44g,
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4. 8ml, 34mo1). = I (2. 16g, 8. 24mmo 1 )FT N— FFEEML I L2l (10m1 ), 78 72°C FHikk 10h
Ji » ZEBR ), G IR GG - CFE =8: 1 kAL 2T, 43 B [a) = 5 (R)-9-[2-[LL(S)-1-CHr
PEGRAE) ] £F ] 2 AEWEIRE T4 ] Ik ] IRDERS (COP033) (0. 99g, 2. 32mmol), L4 56. 2%.
[0115]  7F 250ml [ JEE L), KA COP033 (10. 7g, 25mmol). L114 (15g, 50mmol) V&
AT 65ml N- FIIEILMC B b, inFE] 85°CHiHE 25 73 %h, i N = i 22ml, R J5 FHE 2
100°C, I — R S fk — W% (DCC) 11g (VT 16ml N— FFEEALIE Bl o ) , 78 110°C R ik
SN 12 /NI o H A B e, AN &b - EE =1:1 (500ml) RVR-E¥ I, BidE 5
B /NI S8, 2 B aE D, A UG TR 4E, - A P R =1 LRERAEENT
BRI EARY : R) -9-[2-[[ T/ ke Az [(S) -1-CHEIRIE) ] 43 ] BEMR PR ] N
] BRMERA (COP133-114) . (6. 52g,9. 17mmol), F= % 36. 7%, 'H NMR (400MHz, CDC1,) & , (ppm)
:0. 78-1. 00 (12H, m, 4 X CH,) , 1. 14-1. 46 (32H, m, 13X CH,and2 X CH,), 1. 47-1. 60 (2H, m, CH,) ,
1. 80-1.95(2H, m, CH,), 3. 25-3. 52 (4H, m, 2X OCH,) , 3. 54-3. 64 (1H, m, OCH) , 3. 66-3. 93 (4H, m
, 0CH,and COOCH,) , 3. 99-4. 20 (5H, m, OCH,P, NCH,, and NH), 4. 30—4. 44 (1H, m, NCH) , 6. 67 (2H,
s,NIL), 7. 93-8. 11 (1H, d, MERAER ¥ H), 8. 32 (1H, s, "M IR K1 H) . ESI-MS: [M+H]711. 4,
[M+Na] 733. 4

[ot16]  SZjlf] 14 : R) -9-[2-[[ +/\ SR LF [(S)-1-CHIREIREE ) ] 4% 1 " MR
AR ] NZE ] JIREEng (COP133-016) [ile%

[0117]

NH; NHy
k | ‘> L <)CH2C:H2OCH2(CH2)1GCH3
6] N o
g/\/w\/{&/\gw \/\/ \)K/\<
HaC $ CHa CHa
CoP033 COP133-016
[o118]  DLSEZjtif] 13 KL EA AT 2] (R) -9-[2-[[ + )\ ke &2 [(S)—1- Cr s Bk
5] 4H ] WIHMR T A ] N ] RN (COP133-016) » 'H NMR (400MHz, CDC1,) &, (pp
m) :0. 77-1. 02 (12H, m, 4 X CH,) , 1. 13-1. 48 (36H, m, 15X CHyand2 X CH,), 1. 48-1. 61 (2H, m, CH
2, 3. 27-3.50 (4H, m, 2X OCH,) , 3. 55-3. 62 (1H, m, OCH) , 3. 67-3. 91 (4H, m, 0CH,and COOCH,) ,
3.97-4. 19 (5H, m, OCH,P, NCH,, and NH), 4. 31-4. 42 (1H, m, NCH) , 6. 68 (2H, s, NI,) , 7. 94-8. 10
(1H, d, MERAFR FK) H), 8. 33 (1H, s, MERAFR | ) H) . EST-MS: [M+H] 725. 5, [M+Na] 747.5
[ot19]  SZjlfsl] 15 : (R -9-[2-[[ + =k O [(S)-1-CH SRR ) ] 4% ] LR
4R, ] TAZE ] BRIERS (COP133-410) R4
[0120]
NH, NH;
N’ [ N ? ok 1;] N‘) L /OCH2(0H2}4CH20CH2(CH2)WCH3

{\/0\/ NH T V \NH
H3C Ha(?)K /\<CH3 HaC \)k /\<CH3

CHsy
COPO33 COP133:410

[0121]  DASEHif] 13 R A AR R) -9-12-[[ + ke o3 [(S)-1- G E B
F)] O] BEBR A ] NS ] RS (COP133-410) . 'H NMR (400MHz, CDC1,) &, (p
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CN 103224530 B OB B 24/35

pm) :0. 77-1. 01 (12H, m, 4X CH,), 1. 13~1. 47 (28H, m, 9 X CH,, 2X CH,and2 X CH), 1. 46-1. 61
(4H, m, 2XCH,), 1.79-1.96 (20, m, CH,), 3. 24-3. 53 (4H, m, 2X OCH,) , 3. 53-3. 65 (1H, m, OC
H), 3. 67-3. 94 (4H, m, OCH,and COOCH,) , 3. 98—4. 21 (5H, m, OCH,P, NCH,, and NH), 4. 29-4. 45
(1H, m, NCH), 6. 66 (2H, s, NH,), 7. 92-8. 12 (1H, d, MM BR [ ¥y H), 8. 31 (1H, s, MEM B - 1Y
H). ESI-MS: [M+H]'697. 5, [M+Na]719. 5

[o122] Syt 16 : (R)-9-[2-[[ =+ ki T4 [(S)-1-CHrldadied )] 23 ] @kt
B4R ] AL ] IRNERS (COP133-220) Ryl

[0123]
NHZ NHy
N o N7
L | \) JLoH k\NI s I /OCHz(CHz)QCHZOCHQ(CHZ)ZGCHE,
S o
k/o\/ \NH\)(L l\/ \/ \NH\A
HiC HiG & CHe Hae 30H3
COPO33 €OP133-220

[0124]  DIsigjti o) 13 K007 6 AT 3 R -9-[2-[[ =+ =8| T2 [(O-1-(H &
IR )] O AR T A ] NS ] IRIERS (COP133-220) . 'H NMR (400MHz, CDC1,)
&, (ppm) :0. 76-0. 99 (12H, m, 4 X CH,), 1. 12-1. 45 (44H, m, 19X CH,and2 X CH,), 1. 45-1. 59
(4H,m, 2XCH,), 1. 78-1. 94 (2H, m, CH,) , 3. 23-3. 51 (4H, m, 2 X OCH,) , 3. 52-3. 63 (1H, m, OCH
), 3.64-3. 92 (4H, m, 0CH,and COOCH,) , 3. 97-4. 19 (5H, m, OCH,P, NCH,, and NH), 4. 28-4. 43
(1H, m, NCH), 6. 65 (2H, s, NH,), 7. 91-8. 10 (1H, d, "2 14 Ff | ¥ H), 8. 31 (1H, s, "& 4 FR | [
H). ESI-MS: [M+H] '809. 6, [M+Na] ‘831. 6

[o125]  SEjifs) 17 : (R)-9-[2-[[ o bl s [(S)-1-CIE T %edk ) ] 48 ] AL
A4 ] TAZE 1 RAZERS (COP134-114) fryil 4%

[0126]

NH; NH> NHz

AN N/
l{j: Sy | ~> }:/QH [ ‘> o L /OCHQCHQCHZOCHZ(CHZ)MCHS

/ g N
k’o L k/o\/ NH\)K l\/ N \)K
HiC OCH5{CH3):CH; HsC OCHs(CH3),CHs
H35

PMPA COP0O34 COP134-114

[0127]  #F 50ml [& Ji& K8 ) A, 4K & I A & i 48 35 (PMPA) (1. 18g,4. 13mmol )\ L— A
SR IE T WS £ 8 £ (3.08g,0.017mo1).2,2 " - — &% — it mE (1. 82g, 8. 26mmol) . = £,
fi (3. 44¢g,4. 8ml, 34mol). = 2K FE B (2. 16g,8. 24mmol) F1 N- A1 FE it W& %% 7 (10m1),
76 80°C FHiFE 12h J5, ZEWR T, Fl 4 TR LB LT =10: 1 LR AEJZ BT, 19 3 8] 7= 5 -
R -9-[2-[[[H-1-CIETHEKE)] &E ] A LR TP A ] NWE ] IErE (CoP034)
(0.807g, 1. 95mmo1), Y& 47. 2%.

[0128] 7 250ml [FJEELE i, KA COP034 (10. 4g, 25mmol). L114 (15g, 50mmol) &
AUET 65ml N— FEEALRE R b, N B 85 CHEHE R Y 30 43 %h, N = Z % 22ml, SR 5 Tt
A2 100°C, W =M Ok — W% (DCC) 11g (¥ T 16ml N- FREENLE A/ ) , 7E 100°C
R RNV 8 NI, AR 45°C, FET, N SR FEE =101 (500m1) FIVREAEH,
PURE B0 L /NI SR g, 2 e aEr, G IR S T A, FH Ut P =11 R
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FEENL 3R R -9-[2-[[ TNz [ -1-(IETHKRE )] o5& ] A EHKRT
S0 ] TNZE ] PRNERS (COP134-114) » (5. 68g,8. 15mmol), 73 32. 6%. "H NMR (400MHz, CDC1,)
&, (ppm) :0. 84-0.95 (6H, m, 2 X CH,), 1. 01-1. 46 (34H, m, 13X CH,, CH,and2 X CH,), 1. 48-1.
66 (4H, m, 2 X CH,), 1. 82—1. 94 (2H, m, CH,) , 3. 31-3. 70 (6H, m, 3 X OCH,) , 3. 77—4. 20 (8H, m, OCH,
P, NCH,, COOCH,, OCH and NH), 4. 32—4. 43 (1H, m, NCH) , 6. 65 (2H, s, NH,), 7. 96-8. 10 (1H, d, M
WSER LI H), 8. 23-8. 40 (1H, d, MERSIR 1) H) . EST-MS: [M+H] '697. 4, [M+Na] 719. 3

[0120]  Sjlifs] 18 : (R)—9-[2-[[ + /SR &% [(S)-1-(IE THERKEE) ] 23 1 "R
A ] TAZE ] BRnEERs (COP134-016) 4%

[0130]

NH, NHz

2 N
Nk ] ‘ _OH Nl \> fv /OCHchZOCHg(CH2)1eCH3

o NH L\/ N Ny
143]:/ \/ \)kOCHz(CHz)QCF% HaC \)J\

< OCH,(CH;);CH
HsC

COP034 COP134-018

[0131]  DASZjife] 17 U5 k& g 3] - R) -9-[2-[[ +/\EEf L3 [(S)-1-(IFE T &
F)1 CH ] WAL A ] TNZE ] BRNEERS (COP134-016) o 'H NMR (400MHz, CDC1,) &, (ppm
) :0. 83-0. 97 (6H, m, 2X CH,), 1. 00~1. 48 (38H, m, 15X CH,, CH,and2 X CH,), 1. 49-1. 66 (4H, m, 2
X CH,), 3. 33-3. 67 (6H, m, 3X OCH,) , 3. 78-4. 18 (8H, m, OCH,P, NCH,, COOCH,, OCH and NH), 4. 33
~4. 41 (1H, m, NCH), 6. 67 (2H, s, NH,), 7. 97-8. 11 (1H, d, P& ¥f | H), 8. 24-8. 41 (1H, d, M
SR _F 7 H) . EST-MS: [M+H]711. 5, [M+Na] 733. 5

[0132]  SEHEf] 19 : (R) -9-[2-[[ ks Ok [(S)-1-CIE T HmE ) ] &3 ] @ AR
4R ] A ] IRAERS (COP134-410) FHI4

[0133]
N NH2
hli: ! N) (?/OH NN[ x> E OCH(CH2)4CH5OCH(CH)10CHa
k/o\/ NH \)k \/ N \ \)k
OCH,{CH,),CH; Hsc 2 OCH,(CH,):CH;
COPO34 COP134-410

[0134]  LASCHEM] 17 RBUGIAGRARR] : (R)-9-[2-[[ + ke a2k [(9-1-(IE T 5k
)] CHE ] AAEBER T A ] NEE ] RIS (COP134-410) . 'H NMR (400MHz, CDC1,) 8, (pp
m) :0. 83-0. 96 (6H, m, 2 X CH,), 1. 02~1. 47 (30H, m, 9 X CH,, 2 X CH,, CH,and2 X CH,), 1. 47-1. 67
(6H,m, 3X CH,), 1. 83-1. 95 (2H, m, CH,), 3. 30-3. 71 (6H, m, 3X OCH,), 3. 76~4. 21 (8H, m, OCH,P,
NCH,, COOCH,, OCH and NH), 4. 31-4. 44 (1H, m, NCH), 6. 64 (2H, s, NH,), 7. 95-8. 11 (1H, d, ME=r4
H B[ H), 8. 22-8. 41 (1H, d, VEMER E (¥ H) . EST-MS: [M+H]'683. 4, [M+Na]'705. 4

[0135]  Skfifsl 20 : (R)-9-[2-[[ =+ Zhedi 12k [(S)-1-CIE TR ) ] 23 ] &k
B4R ] NS ] BRERS (COP134-220) i+

[0136]
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NH2 NH;
| > ° _oH [K/[ » L/OCH2(CH2>20H206H2<CH2)200Hs
—_—
I\/o\/ NH\)K \/ V4 \ \)k
OCHy(CHCHy  HeC OCH(CH2);CH3

HiE "
1sC

CoP034 COP134:220

[0137]  DASZif) 17 R EG AR : R -9-[2-[[ =+ ZfA T [((S)-1-(IETH
BRFEE)] LF ] FIEBER PR ] AEE ] RIS (COP134-220) . 'H NMR (400MHz, CDC1,) 8 ,
(ppm) :0. 82-0. 94 (6H, m, 2 X CH,) , 0. 99-1. 45 (46H, m, 19 X CH,, CH,and2 X CH,) , 1. 46—1. 65 (6
H,m, 3XCH,), 1. 80-1. 93 (2H, m, CH,) , 3. 29-3. 69 (6H, m, 3 X OCH,), 3. 75—4. 19 (8H, m, OCH,P,
NCH,, COOCH,, OCH and NH), 4. 30—4. 42 (1H, m, NCH), 6. 63 (2H, s, NH,), 7. 94-8. 09 (1H, d, MEp4
B ERH), 8. 21-8. 39 (1H, d, MERAER | ) H) . ESI-MS: [M+H] 795. 6, [M+Na] ‘817. 6

[o138]  SEjitifsl] 21 : (R)—9-[2-[[ T/ kesel i [(S)-1-(FR TPk )] &3 1 LMK
A ] IZE ] IRERS (COP135-114) i+

[0139]
NH, NHz NHZN
W N]: E o l\ ] ) ) ‘}i;i ’i/ N ‘l, /OCHchchQOCHz(CHZ)MCHS
Y Oc NH
Hzé \QH k/ \/ \)& _Q HaG NH\)k _O
H3C
PMPA COPO35 COP135-114
[0140]  AF 50ml [& & ke AP, ¥k o A\ B % 48 5 (PMPA) (1. 18g,4. 13mmol). L- TN 2 &
I CUBE EE R £h (3. 52g, 17Tmmo1).2, 2" — i —nkmg (1. 82g, 8. 26mmol) « = £ Ji% (3. 44g,

4. 8ml, 34mol). = 7% 5L B (2. 16g, 8. 24mmol) I N— A JL At w4 fli ( 10m1), 7F 75 °C N %%
WP FE 14h )5, 2580 H), H GR L8 « L1 =201 ~ 6:1 FERR AL 2 Hr, 43 2 vp (8] 7= & -
R -9-[2-[[L()-1- (A TEIREE ) ] L3 ] 2 EEMEIR 40 1 T 1 IRNEERg COP035(0. 82¢,
1. 86mmo1), YL 45. 1%. .
[0141]  7F 250m1 [5]JE B4 3, A C0P035 (11g, 25mmol). L114 (15g,50mmol) V&4
BT 65ml N— IO B b, inAhE 85°CHEHE Y. 30 4381, W N = L i 22ml, 2R 5 R
2 100°C, i 0 = 28 mK — I (DCC) 11g (T 16m1 N- FHEEMERE LEf ) , 78 115°C R4l
FE 16 /NS, A ET R SR, e, MAZSRGE FFEE=1:1 (500m1) W¥R-EH, ide 45l
L /NI JEHhE, 2 RIS, G IR UEUE ks, FH & Tt - e =1: L BERAEZE AT, 19
FIHFY : R)-9-[2-[[ FAKRAE [S)-1- (MR CEBE )] & 1 AEMBTE ] A
] IEMERS (COP135-114) . (7.69g,10. 65mmol ), =3 42, 6%, 'H NMR(400MHz, CDC1,) &, (
ppm) : 0. 88 (3, t, CH,), 1. 13-1. 58 (40H, m, 13 X CH,, CH,, 2X CH,and 3f .3 ¥ 3X CH,), 1. 62
~1. 74 (21, m, Cl,), 1. 75-1. 95 (4H, m, PR C3E L[ 2X CH,), 3. 30-3. 50 (41, m, 2 X OCH,) , 3. 53~
3.65 (1H, m, 3F 3k b 540K CH), 3. 69-4. 23 (TH, m, OCH,P, NCH,, OCH,and OCH), 4. 26—4.
46 (1H, m, NCH) , 4. 62-4. 84 (1H, d, NH) , 6. 50-6. 87 (2H, d, NIL,), 7. 99-8. 07 (1H, d, "EWER | (K]
H), 8. 26-8. 37 (1H, d, MEISER Ff¥) H) . EST-MS: [M+H] "723. 4, [M+Na] 745. 4
[o142]  SZjififs] 22 : (R) -9-[2-[[ +/\ SR &5 [(S)-1- (R BEIREE ) ] L5 ] &R
48, 1 T3S 1 BRIEERS (COP135-016) (1)l
[0143]
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NH, NHz

NN, N’1 R i §_OCHCH,0CH;(CH2)16CH;

L o N —+ ‘\/ \/\NH

S Ao W T A

COP035 009‘135-016
[0144]  DLSZEf) 21 007 VA A3 8 R -9-[2-[[ + /R L [(S)-1-( K EFR
WE)] 2R )R T ] N AL ] PR 4 (COP135-016) . 'H NMR (400MHz, CDC1.,)
&, (ppm) :0. 88 (3H, t, CH,), 1. 12-1. 60 (44H, m, 15X CH,, CH,, 2XCH,and ¥} & 3 F K
3XCH,), 1. 75-1.95(4H, m, ¥f © % F ] 2XCH,), 3. 32-3. 46 (4H, m, 2X OCH,), 3. 54-3. 63 (
1H,m, 33 F 558 AHEK CH), 3. 70-4. 21 (7TH, m, OCH,P, NCH,, 0CH,and OCH), 4. 27-4. 44
(1H, m, NCH), 4. 63—4. 82 (1H, d, NH), 6. 51-6. 85 (2H, d, NH,), 7. 98-8. 08 (1H, d, W& M IR | [
), 8. 27-8. 35 (1H, d, MERSFR - [¥) 1) . EST-MS: [M+H]737. 5, [M+Na] 759. 5

[0145]  SEjfgl] 23 : (R)-9-[2-[[ T4 O [(S) -1- (M CEIRIE )] 45 ] AR
A ] L ] IRREERd (COP135-410) )il 4%
[0146]
NHZ NH,
| > }:/OH “i;l Ni/o L(fcH2(0H2)4CH200H2(CH2)100H3
k/o\/ NH x S R
HaG \)k O e \)k O
COP035 COP135-410

[0147]  DASEjtife] 21 RBUTEA TR R) -9-[2-[[ T ks o [(S)-1-(H OBk
Fe)] oF ] AILBER A ] S ] PRIERS (COP135-410) o 'H NMR (400MHz, CDC1,) 6, (ppm
):0.88(3H, t, CH,), 1. 12-1. 59 (36H, m, 9 X CH,, 2 X CH,, CH,, 2 X CH,and }f &3& ¥ 3 X CH,), 1
.61-1. 75 (4H, m, 2XCH,), 1. 74-1. 96 (4H, m, }F FE /) 2 X CH,), 3. 29-3. 51 (4H, m, 2 X OCH,)
,3.52-3.66 (1H, m, 3 C.3E F 5% AHER) CH), 3. 68-4. 24 (7TH, m, OCH,P, NCH,, OCH,and OCH), 4
. 25-4. 47 (1H, m, NCH), 4. 61-4. 85 (1H, d, NH), 6. 49-6. 88 (2H, d, NH,), 7. 98-8. 08 (1H, d, M %
R R H), 8. 25-8. 38 (1H, d, MEMSER [ (K] H) . EST-MS: [M+H]'709. 5, [M+Na] 731.5

[o148]  SEjiifhl] 24 : (R)-9-[2-[[ =+ ksl T2k [(S)-1-(HFCHIREE )] &3 ] 250k
B AR ] N2 ] IRRERS (COP135-220) M Hil#%

[0149]
NH> NH2
‘{JI *!D/QH o I i XOCHZ(CHZ)QCH20CH2(CH2}20CH3
LA VS
Ao TG
HiC
COP035 COP135-220

[0150]  DASEjtafs] 21 SR G iAF 2 (R) -9-[2-[[ =+ =he%l T 2 [(S) -1- (R &k
5] O] FIEREIR A ] NS ] BRMERS (COP135-220) o 'H NMR (400MHz, CDC1,) &, (ppm
):0.88(3H, t, CH,), 1. 11-1. 57 (54H, m, 19 X CH,, 2X CH,, 2X CH,and }f C. % [ ¥ 3 X CH,), 1. 60
~1. 73(2H, m, CH,), 1. 73-1. 94 (4H, m, 33 LK) 2 X CH,), 3. 28-3. 49 (4H, m, 2 X OCH,), 3. 51-
3.64 (1H, m, PF % F 5% AHEK) CH), 3. 67—4. 22 (7TH, m, OCH,P, NCH,, OCH,and OCH), 4. 24—4.
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45 (1H, m, NCH) , 4. 60—4. 83 (1H, d, NH), 6. 48-6. 86 (2H, d, NH,), 7. 97-8. 06 (1H, d, Mm% 2 |- f§]
H), 8. 24-8. 36 (1H, d, MEMAILA [ H) . EST-MS: [M+H] '821. 6, [M+Na] '843. 6

[0161]  SEjiisl) 25 : (R)—9-[2-[[ T/ kel NS [(S)-1-( LFIRAEE ) ] 43 ] 2 BB
O] N ] INERS E R R (FCOP131-114) HHil#s

[0152]

N \ 2 N
'}i > E/OCHZCH20H2OCH2(CH2)14CH3 —_— ’ﬂ | /OCHZCHZCHzoCHZ(CH2)14CH3
NN o ook SN g ¢

AN N B %

§ NH\* 7N\ \/ NH\A /\

H3G I 0" Tews HyG

HsC HsC

COP131-114 FCOP131-114

[0153] HZEEM R -9-[2-[[ TSR NE [ -1-( LF WA )] &5 ] A R
4 ] Wﬁ] JRIEERS (COP131-114) & LIRS T S5, Bl hid: 2 /At , =il
VA EHT A U8 T R A R 2R RS A A E R (R)-9-[2- Jr%\ﬁ*’fnﬁi%
[(S)-1-( L5IHEE) ] £F ] T AL T4 ] N2 ] IR BigEh (FCOP131-114) .
NMR (400MHz, DMSO) & , (ppm) :0. 85 (3H, t, CH,), 1. 04 (3H, t, CH,), 1. 10-1. 33 (32H, m, 13><CH2
and2 X CH,), 1. 35-1. 51 (2H, m, CH,), 1. 66—1. 79 (2H, m, CH,), 3. 26-3. 38 (4H, m, 2X OCH,) , 3. 59
-3. 75 (2H, m, OCH,), 3. 76—3. 95 (4H, m, OCH,P, NH, and OCH), 4. 01—4. 29 (4H, m, NCH,, COOCH,) , 5
.01-5. 19 (2H, s, NCH), 6. 63 (2H, s, & LEREE FIME ), 7. 19 (2H, s, NH,), 8. 04-8. 10 (1H, d,
MRS A E G H), 8. 13 (1H, s, MERSER [ f¥) H) . ESI-MS: [M+H] '669. 3, [M+Na]'691. 3

[0154]  SEJtifs) 26 « (R) —9—-[2-[[ T/ kesiZE [(S)-1- (o T edk )] &3 ] AR
R4 ] TNSE ] N ' iR £k (FCOP132-114) Hil#%

[0155]
NH, COOH [y,
“ N
Nk Y /OcHzcH2CH2OCH2(CH2)14CH3 —_— - ‘L:(l N»:) /OCHZCHZCHQOCHQ(CH2)14CH3
N 'f\/o L\ GOOHL SN N o L
NH\)K NH\)K
/\/ 0/\/
HiC HeC CHs
COP132-114 FCOP132-114

[0156]  DASEE] 25 R vEA A 3] « (R) -9-[2-[[ T/ keENZE [(S) -1-( 7 TH Ik
F) ] CF ] AR A ] WA ] IRNERS & R (FCOP132-114) » 'H NMR (400MHz, DMSO)
&, (ppm) :0. 78-0. 96 (9H, m, 3X CH,), 1. 04 (3H, t, CH,), 1. 14-1. 38 (29H, m, 13 X CH,and CH,),
1. 39-1. 51 (2H, m, CH,), 1. 67-1. 79 (2H, m, CH,), 1. 80-1. 93 (11, m, CH), 3. 27-3. 39 (4H, m, 2X 0
CH,), 3. 60-3. 97 (8H, m, OCI,P, NCH,, OCH,, OCH and NH), 4. 08—4. 30 (2H, m, COOCH,), 5. 06-5. 21
(2H, m, NCH), 6. 63 (2H, s, & S ER WU L I4L), 7. 20 (2H, s, NH,), 8. 06-8. 11 (1H, d, FEIS IR |-
[K)H), 8. 13 (1H, s, MEMER I [F] 1) . EST-MS: [M+H]697. 4

[0157]  SEjifs] 27 : (R)-9-[2-[[ T/ bt St [(S)-1- CHr B sk ) 1 &8 ] 2 LR
A ] IZE ] IRERS & R EE (FCOP133-114) i+

[0158]
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NH» COOH T NH,
“ N
N \
) N\) Y /ocHzcH2r;HZL'JCHZ(Cl-:z)Mc:H3 —_— N,\ | \> I /ocHzc.HzoHzoc::Hz(cl-lz)mc:ﬂ3
N K/O \ & COOH o
SN N H\)k K/ N/ \NH\)k
et \ O/\]<CH3 /\<
3 CH3 CH
HsC CHs 3
COP133-114 FCOP133-114

[0159]  DASEJEfs) 25 M7 VA 33« (R)-9-[2-[[ T/ ks Nk [(S) —1- (& Rk
5] COFE ] IR A ] N ] s E gtk (FCOP133-114) » 'H NMR (400MHz, DMSO)
&, (ppm) : 0. 75-0. 94 (12H, m, 4X CH,), 1. 03 (3H, t, CH,), 1. 11-1. 34 (29H, m, 13 X CH,
andCH,), 1. 37-1.51 (2H, m, CH,), 1. 66-1. 79 (2H, m, CH,) , 3. 25-3. 39 (4H, m, 2 X OCH,) ,
3. 59-3. 98 (8H, m, OCH,P, NCH,, OCH,, OCH and NH), 4. 05-4. 32 (2H, m, COOCH,), 5. 06-5. 24 (2H
,m, NCH), 6. 62 (21, s, & LR LA ), 7. 19 (21, s, NH,), 8. 05-8. 09 (1H, d, MEIR | 1)
H),8. 12(1H, s, "EAER [ ¢ H) . EST-MS: [M+H]711. 4, [M+Na]'733. 4

[o160]  SEjiifsl] 28 : (R)-9-[2-[[ T/ bt e [(S)-1-CIET &k ) ] 458 ] LR
AR ] NZE ] IEnd s SR £k (FCOP134-114) Ryl

[0161]

NH; COOH | NH;
NN NN
Sy > OCH;CHsCH5OCHA(CH)12CHs, — 5 L OCH,CH5CH;0CH{CH2)42CH;3
N fb/ N L/
v N N cooH k\/ VAN
Hsc h O//\/ACHg Hzc \)ko/\/\CH\o,
H_o,C HC
COP134-114 FCOP134-114

[o162]  DASZHEf] 25 KA VEG AR E] « (R) -9-[2-[[ sk [(S)-1-C1IE T 55
)1 O] AIEBR A ] AL ] IR TR Eh (FCOP134-114) o 'H NMR (400MHz, DMSO)
&, (ppm) :0. 77-0. 95 (6H, m, 2X CH,), 1. 04 (3H, t, CH,), 1. 11-1. 39 (31H, m, 13X CH,, C
H,and CH,), 1.40-1.60 (4H, m, 2XCH,), 1. 67-1. 79 (2H, m, CH,), 3. 60-3. 78 (5H, m, OCH
and2X OCH,), 3. 79-3. 97 (5H, m, OCH,P, NH and OCH,), 3. 98—4. 29 (4H, m, NCH,and COOCH,), 5. 0
4-5. 18 (1H, m, NCH) , 6. 63 (2H, s, ‘& SR XUEE FI4L), 7. 19 (2H, s, NH,), 8. 05-8. 10 (1H, d, M
IR BRI H), 8. 13 (1H, s, MEMER ¥ H) . EST-MS: [M+H]'697. 4

[o163]  SEjifsl] 29 : (R)-9-[2-[[ T/ bt e [(S) -1- (e etk ) ] 45 ] AR
AR ] NE ] JIEnd & SR £k (FCOP135-114) Ryl &

[0164]
NiH, COOH ™ Ny,
z N ¥ N
o 0 i /OCHzcHQCHQOCH2(3H2)14CH3 S e /OCHZCH2CHZOCH2(CH2)14CH3
N ‘\/0\/ N, COOHL N \/O b\
WL e M
HE
COP135-114 FCOP135~ 114

[o165]  DASEjtafs) 25 U5 EA AR 2] « (R -9-[2-[[ T/ ktsiZE [(S)-1-(FF 5
5] OHE ) FIEEIR A ] NS ] IRNERS E R EE (FCOP135-114) » 'H NMR (400MHz, DMSO)
&, (ppm) :0. 85 (3H, t, CH,), 1. 04 (3H, t, CH,), 1. 16—1. 52 (37H, m, 13 X CH,, CH,, CH,and ¥ O3
i 3XCH,), 1. 56-1. 81 (6H, m, CH,and 3 4 2& | (1) 2XCH,), 3. 26-3. 38 (4H, m, 2X OCH,) , ,
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3. 60-3. 96 (6H, m, OCH,P, NH, OCH,and OCH), 4. 09—4. 29 (2H, m, NCH,) , 4. 58—4. 70 (1H, m, ¥} &
B 54AHER CH), 5. 01-5. 15 (1H, m, NCH), 6. 62 (2H, s, ‘& L 0EE A ), 7. 18 (2H, s,
NH,), 8. 05-8. 09 (1H, d, "I ER | (¢ H), 8. 12 (1H, s, MEMA IR | [ H) . ESI-MS: [M+H]723. 4,
[M+Na]745. 4

[o166] S5 30 : (R)-9-[2-[[ o bt AL [(S)-1- (MO Pedk ) ] &4 ] LR
AR, ] TASE ] IRnsend 2R & (YCOP135-114) skl

[0167]
NH> NH; *H=—Cl
JI 7 §/00H2CH20H200H2<CH2)14CH3 NN OCHQCHZCHQOGHz(CHZ)MCHg
N O, . k‘N N |l>x
\/ AV \/ RVARN

“”\)k o NH\A
YCOP135- 114

[o168]  DASEZifs] 25 2KAUT7 A MiAF 3] « R)-9-[2-[[ +o Nk EE [(S) -1- (R 25k
)] LF ] AR T ] AL ] BRVERS ERER Hh (YCOP135-114) .

[0169]  SLjifs] 31 : (R)-9-[2-[[ T kef N [(S)-1- (M 28 ) ] L5 | IR
A ] AR ] IR iR & (SCOPL35-114) Wy &

COP135-114

[0170]
W _OH

,O/ W

NH H ©

2 NH2
v
Nl N o B /OCHQCHQCHZOCHQ(CHZ)mCHg,_y N)i N IVOCHECHchZOCH2(CH2)MCH3
Sy 0
\/ N/ \N H\)K \/ N/ \NH\)k
COP135-114 SCOP135- 114

[0171]  DASEHE) 25 SRR vEA Ag 2] « (R) -9-[2-[[ 7Skt i ZE [(S)-1- (i
5] CH ] AT A ] NE ] R GEER E (SCOP135-114) .
[0172]  SEjifs) 32 <A AL G Hdt HIV-1 W5 553 PE I e

[0173] 1. SEEOM KL

[0174] 1.1 #5459 C83P01.,

[0175] 1.2 PRGN < PHPEXS B S 55 22 R 0 kil sp A7 243t o
[0176] 1.3 ZHfkk

[0177] 4%k :293T KiE :ATCC

[0178]  fRAFSAF A

[0179] 1.4 JREHE

[0180] A FRK :VSVG/HIV-1 (NL4-3) ;2RJF 5280 =

[o181] AT

[0182]  {RAF4:AF :—80° C

[0183] 1.5 }5FR3t

[0184]  A4FK :DMEM 5355 kU§ 35 Gibco /4]

[0185]  RPMI-1640
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[0186] FBS

[0187]  FfhIJ7¥2: :RPMI-1640/DMEM + 10%FBS

[0188] 1.6 SRR

[o189]  FEZLEHA (DMSO) 35 Sigma.

[0190] 1.7 EEALES A5

[0191]  BS124S iR f&[E Sartorius 2 H]

[0192]  E.0HL -3 [ Beckman 24 H] ;

[0193]  CO, 4H s 7E4E 26 [ ShellAB /A7) ;

[0194]  Sirius L2 & KDL 45 E Berthold A7) ;

[0195]  JRERANS 35 Invitrogen A H] ;

[0196] HHiE % 3£ H Invitrogen A7 ;

[0197]  JiB4- 3% 361 Gibco A H] ;

[0198] 4N Mo S AR L2 5 S R IR IR TR & <35 [ Promega A ]

[0199] 2. SEES 7V

[0200] 2. 1 fHK 0 4 JE o i 1)

[0201]  SZiRAE FREAL ST ¥R T DMSO A, Bk B8 10mmol /L

[0202] X HE i < FREE ST 22 R E HE T DMSO, JEEk A2 28 10mmo /L.

[0203] 2.2 SLH IR

[0204]  2.2.1 BfAEARY HIV-1 BRI H% -

[0205]  HEYLRT—K, 4% 2. 2 X 10° AN4H Mo 25 F 42 A 293T 40 i3 100mm £z md, H ik B
(RIS YT E VAL G Y 3 u g VSV-G FURif 8 1 g BFA 2 HIV-1 DI, B Y45 16 /N,
FH PBS P4l g I 40 o (R 15 R R 4R el 15 9% 32 /i, e i IR 42 0. 45m [ BE R 38, 4=
FSCEF AR T HIV-1 HE 49 B RORL VSVG/HIV =y

[0206] 2. 2. 2HIV-1 AR ER p24 BRI E -

[0207] £ L 6 B JELR B AR TR S 5 B 450 1 1, FH 50 1 | [ ZLAER AT 2404, $2 FE p24 $iT
J& ELTISA X & it B (ZeptoMetrix, Cat :0801111), Yl H 14 8 4% 55 R 1) p24 i
JEHR .

[0208] 2. 2.3 ZH45%F HIV-1 FHIEAS I -

[0209]  JREYLRT—K, ¥ 293T 40t fEAL 6 X 10" {125 Br i fh 3] 24 FLAC I, B DMSO Vi s
WALAEY, TIEEGSRT 15 73 Bhoin A\ 4 Ja % 72 P, DMSO S5RI4E 2 06 jE, F N 0. 5ml i 5
W R p24 IR R S AR R 0.1 - 0. 5ng p24/ml). BEYLSS 48 /NI, 2 bid,
LM 50 1 40 2R (Promega) ZARAN L, FHfF 201 48 S m A &2 30. 1 5k
FEEERY (Promega), A FB15 2 SEARTINZS (Sirius) A% I 2 40 i 2 't 22 B AR X v 14
L DMSO 75Xt HE, T AL A e B AR AR HIV-1 &5 R 2 B o 2, A6 D0 250 . 2 B s 1k &5
HE 1.

[0210] 3% 1 :Z5PRIFIESS K

[0211]

34



R B

CN 103224530 B W 32/35 T
2 b} B
W | A | 40 %\f;fﬁ <§i> W | s #iE
310 99.9+40.0
, 203T | YL %107 95. 840. 2 ICs=1. 20
COPI31 | VSVG/HIV-luc mil | s Py T 0RL0 DMSO e
1%107 42.64+2.6
1107 94. 940. 1
COPIIL | VSVG/HIYTye | ST | A | Sel07 092807 | pygg | L2 O
0 ey 1%10° 33.440.6 B
3%107° 13.0+1,0
3%10° 99. 7+0. 1
CoPI3z | VSVO/MTV-Tue | S0 | RORT Lall ILBE0.6 | eg | ICw2- oM
et In#i %107 60.24+1.7 H—WEEE
%107 24, 14+2.0
J107° 99, 440, 1
COPI3E | VSVG/MIV-Tag | DOV | N | LAOT | EREX0.3 |0 ) 162 6
4 pilie’) %107 60.542.9 B
14107 21.1+1.9
K107 98.5+0.0
COP133 | VSVG/HIV-luc 293T | RO il B 4208 DMSO Mxia. 5ol
41 In#g %107 40.3+3.8 SRRy
1%10° 17.0+1.0
3%10° 97.04+0.5
copiaz | vsve/urv 1uc | 20T | R | 100 L T I
4iffm | 3107 38,6426 5 UREE
1%10™ 23.7+2.7
3107 98.5:0.2
2937 | YT 1%10™ 80. 141.7 ICs=4. ToM
COP134 | VSVG/HIV-Tuc . DMSO ,
G | o 3%10" 39.4+1.0 RS
%107 5.9+2.1
3107 98.3+0. 1
CoP1sd | VSVO/MIV uo | L0 | MERHT ) B07 ik I i
4 piliE) 3%107 42.240.2 P e
1%10” 16.142.5
[o212] 4 EZyPHiRikLs: Rk
[0213]
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ik il o N
ety s | 4 ’”f& @01 | TEE G My
e
3%10° 94.340.4
COP135 | VSVG/HIV-1 208T | R Ll 63.840. 1 DMSO Lo Tl
—Luc o )
el ey 3%10™ 19.542.8 B
1%107 0.0
3%10° 91.34+0.5
COP135 | VSVG/HIV-1 2081\ AT 110 L2215 DMSO oo 200
—Luc .
i) pilie) 3%10™ 35.6+5.8 i
1107 17.4+2.7
3%107° 91.940.7
COPI36 | VSVG/HIV-Tue | 0T | RERIN i 66.9%0.9 | pygo | [Ce7- 4
—1Uc ;
A0 e %107 30,2421 ISR
%107 8 246.2
3%107° 82.64+1.8
coPi3e | veve/uIv-tue | 25T | ESRE | MO OOIFLT | g | Lo 10- Oul
—iuc i
4 ey 3%10" 28.6+2.5 e )
%107 12.24+1. 0
s 1107 91.3+1.4
B 2937 | JEHLH - )
, VSVG/HIV-1ue 1%10 46, 940, 2 DMSO | IC%=24. 3nM
7 (AZT) 4ii e piiE] Y
1%10 9. 74+4.3

[0214] K 2.:.R 1 WEVHR S EARRKNLEDS 5 XK R

[0215]

R 1WEYHS [NYAEROEYR S | &

COP131 COP131-114

COP132 COP132-114

COP133 COP133-114

COP134 COP134-114

COP135 COP135-114

COP136 COP136 Xt B CMX157

[0216]  ¥F :TDF [(Ri&h 4 «Fi%mfE (Viread), H 1Cy, A 1.6 1w M)

[0217] 2. 2.4 [ ] MTS AR INAL A 4000 40 A7 3 1R 5% i

[0218] KX £ AL KA 293T 41 fa % 8000 ~ 10000 A~ / FL AN Mu 25 BP0 & 96 FLAR
4L 100ul, 37°C, 5%CO, HEIRAFHHEIR 24h 57, IMARFIAL A, IFLLDMSO 24 22 1 0 i (489K
FEH 0. 1%),37°C, 5%C0, B3R th 4k a3 55 44 /NN LN 201 1 MTS/PMS BREC i
TR, 37°C,5%C0, B Fef 4k 415 9% 4h J5 B ERFPAS I I, ¥ K 490nm F1 650nm
CARJED LA I = FL I E IR AE CODD, FHvH 540 ML A7 75 %

[0219]  4.5ZEG 450

[0220] f¥, & 4 COP131-114. COP132-114. COP133-114. COP134-114. COP135-114 W]
A R B A2 B HIV-1 1 &, P 50 0K BE 43 ) A <C0P131-114 (1. 640. 6nmol/
L);C0P132-114(2.7+0.2nmol/L);C0OP133-114(4.94+0.6nmol/
L) ;COP134-114 (4. 6+0. 2nmo1/L) ; COP135-114 (7. 540. 4nmo1 /L) ; 7EAH[FISAE T FATI0 5

FRIBH X B AZT RO IR 24. 3nMe. BT AL G IAEIRE 10 wmol /L i 34 JE 40 a5
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P

[0221] bR A g BIAL & ) P HIV W 1 5 40 0 &5 1 0 0 2 R B AR W AL & )
COP131-114.COP132-114.C0P133-114.COP134-11 8{ COP135-114 Lt H BT¥EIT 309 i 1 ik
i 2 R (AZT) JL 1A Tl R SIS I B (254 CMX 157 (30 HIV-1 %542 7055 55 5 i 1
TR . M IC, fHAE, COP131-114 [#) 1Cy A% CMX157 [ 8. 8 fif 42 AZT ) 20 £, & TDF
K] 1000 1%, COP132-114 [¥] 1C,, & CMX157 [ 2. 9 1% A& AZT [ 9. 7 £, COP133-114 [ 1C,, 12
CMX157 [ 1. 6 {5 & AZT [f1 5. 4 f%, COP134-114 ] 1Cy, 42 CMX157 [ 1. 7 f%. 52 AZT (1) 5. 5
fi%, COP135-114 ] 1Cy, #& CMX157 ] 1. 7 £ J& AZT 1 3. 3 {5 AR B4LA4) COP131-114.
COP132-114.COP133-114. COP134-114. COP135-114 {140 751 th 2 RAR K

[0222]  JXEEAGINELHE 768 7301k B AR BHAL S ) A DCE A BB OMX 167 #P#) HIV-1 55 2 il
(R P T HLE ARSI &

[0223]  SEZjfdl] 33 AR BG4 COP131-114 5 CMX157 JR#s R /INMrI 2

[0224]  ECER PR A SIS TR DR /N S O

[0225] )5 I s 1t 55 0 B RO AR A DR /N G, 4 B IR Bl A, D22 400 Jo ) B s T B )
VDT RIAR PR /) VU224 Jo (O R s P B K o

[0226] 25l o 1 s P R/ I B 28, 38 18 0 I AN R R AE — 2 I A R 7E R
] VROAH €0 1% P b, F B I TR) R R R R AE o 5 R RS T A vy, W TR A 2 ) JB A I 1) 8 AH
i b, R I TR

[0227] AU BHALG4) COP131-114 F CMX 1567 IR 1 /MW L A iR P iR 1) R 2R g
ATH o

[0228]  {ECOiE4qt (Oithy , Agilent ZorBax SB-C18(250X 4. 6mm. id. 5um); JWENAH ,
AL / 7K =98:2 (viv) ; YK :254nm; JE 1. Oml/min; AR5 :30°C R, CMX157 [ 44 5 B
[F] 24 2,962 738, AL-&4) COP131-114 FI{R ISR 5. 610 7380 A4 COP131-114 [
FH IS TR) EE CMX157 PR B I TR E G T 2. 648 2308

[0220]  #id#E LIAAGI, A% BHAL G4 COP131-114 IRV It L OMX157 I s 1t = T 1/F
%o XWERE VA K AL A COP131-114 Wi PE Lt CMX157 B M s T £,
M R T 25067 R R

[0230]  SEjfh] 34 <A BIAL -G WPt HBY i w3 T i o2

[0231] 1. {RAMHREAREAY :HepG2 2. 215 4H iy

[0232] 2. Z54p%F HBV Jis & DNA FHIA4E sl

[0233]  HepG2 2. 2. 15 ZHMfE 24 FLY4HMEEE TR P RE % 48 /NI, INA BT BCAS RV A 5 24
FEIRW AREERE IR 9 R (B 3 R —X ) , Wbk BB, FHPEOCERENE T SEIN & & PCR
|

[0234]  HBV 5|4 :HBV L35 |4 :5° ~TgT CCT ggT TAT CgC Tgg—3’

[0235]  HBV FU$514% :5° —~CAA ACg ggC AAC ATA CCT T-3’

[0236]  HBV ¢ JGHREFF%1) :5° (FAM)-TgT gTC TgC ggC gTT TTA TCA T-(TAMRA)3’

[0237]  PCR :95C FHAE 1 Smin ;95°CAEME 10s, 60°CIB K AFEMIIL 30s, 40 PMEIR .

[0238] 3. 451 DWAKSNGL & B PR e 3R

[0239] 4. SEER4EL
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[0240] 4454 COP131-114,C0P132-114,C0P133-114.,COP134-114.,COP135-114 7] £33kl
il HBV (1952 1, S B0E 280 B 43 5 4y :COP131-114 (35. 3 M) ;COP132-114 ((34. 6 1 M) ; CO
P133-114 (6. 051 M) ; COP134-114(37. 8 u M) ; COP135-114 (14. 5u M) ; 7EAH 7] 4 1F T AT
S8 FRTBH T4 R TDF R 550A HOK FE A 80. 1w M.

[0241] X780 R B AR BALA YL B A8 & 80 5 K It 388 29 R O & 0%
h B U BT S 25 A 7 B R s R m AR 2, A S O VAT HBY IS 25

[0242] 3K 3 ARSI ERTE IR IE SR

[0243]
PES TR Vi IC50
COP131 668.44 23.6pug/mL(35.3uM)
COP132 696.47 24 1pg/mL(34.6uM)
COP133 710.48 4.6pg/mL(6.054M)
COP134 696.47 26.3pg/mL(37.8uM)
COP135 722 .48 10.5pg/mL(14.5uM)
COP22(FH e
6352 50.9 80.1
TDF) pg/mL(80.1uM)
[0244] K 4 3R 3SWEWE T SRR HLEWY S FIX KR
[0245]
R 1WEDwS XN AR R & Y9
COP131 COP131-114
COP132 COP132-114
COP133 COP133-114
COP134 COP134-114
COP135 COP135-114

[o246]  SEHE 35 A K2 U Y2 AL 0 i 01 IR 2500 0 60 P U
JEBE. 200mg NI AR W A0 1 IR R 25 B g/ ST mg/ D)

AR ED 100mg

A 65mg

Ry 24mg
[0247]

mAgERER 5mg

B ER N bmg

MR IR Img
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