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A-[[4-[[4-(2-BEZCHEE)-2,6- _HEXE ]| &

B 1-2- g0 ] S ] RREMRR
[0001]  ACHIIEE 2005 49 H 2 H B B B 5K HHE 5 200580038025. X, [ i HHE
4 PCT/EP2005/054342, K B A FR A “4-[[4-[[4- (2- REE LM ) -2,6- IR 1 &
FE J-2-mEmp L ] &k ] RS ERER ER I & B HE I > R A

A BR 4

[0002] Ak B K AL 4-[[4-[[4- - FIEE M ) -2, 6- ZFFEEIRIE ] %(3E 1-2- ming
5] &0k ]RGS2 AL A R L 2%

[0003] & BHTS 5t

[0004] WO 03/16306 2 JF )il HIV 52 il () W g 7 A4, Horp A0 48 4-[[4-[[4- (2 F/ 2
LIHE ) -2,6- ZHFEIREE ] Ak J-2- mEnE gt ] AU ] NS L gy eE BT k. Wo
04/0162581 AFF 4-[[4-[[4-2- F I LMt ) -2,6- —HFLIRIL ] & 38 1-2- wemg st ] &
51 R T

[0005]  4-[[4-[[4-(2-FIELMmIE)-2,6- —PILFIL ] g0 1-2- msng it 1 &0 1 %,
JCIAE E- S, P BF AR HIV J HIV i 25 5540 A 2 T 2580k (RIS A8k O an 245
Wr=E PSR ), HAA R R 30 E HIV RIS 2. A &8 v RERCh T & HIV
RGP 29I R AR A o

[0006] AR, 2 FHEE 1t o R I ) 24 B2 i e A 2 o Ak G mT LRCh 294 (P ME— B2 22
B L P A 3 24 D 0t A2 LA A AN S B PE L 5 a2 HLA W] 2 52 ) B Ik I 4 5
ZREA N AR .

[0007]  AbEWI DRI FE 25 25 BT AL S 5 &, DB IS BNz A 4E B A i
IEIT A ORI . AT AR B m &Y, YR RIS TR ES T
(ISR 5 B ) TR PT e Sia SR P ELEE aAS B SO I RS B 0 57128 RS 38 5 25 2 AT
BN e X LEPR 2] S P A SRR YT A A o YR I R R HIV VA7 BRI 5
FER R — o 5 250R R I AN 2 AL R ST S Inn] 3 30677 K M PEBRAR, A T BT 7 250
[0008]  [AItL, 7E T HIV YA I7 I 25, ALk B wl 552 I AR 0 R IR s A S 40
[0000]  TilsE RSS90 A W) AR BE B R T AL A0 AE 7K T s v, DL AL &1
BIEM (Hom eI Ee ) .

[0010]  J& - 254 7K 5 1k 0 17 5 3% TR X 2000 5 R BF 25 VE N R AR ) 25 7 % 5y R R 4
(Biopharmaceutics Classification System 8% BCS) . #R#E BCS, 254201k

[o011] 2 1 38 @it - mngidE

[0012] % 2 28 ARWMENE - BB iE M
[0013] 2 3 2 | E — KBE M
[0014] %5 4 28 ARHMEME - KB E N

[0015]  HAMRWARIESURIBENE (3 2 2 428) L&A D4 Pk, JLAEMA H R,
[oo16]  JiFEshm 4-[[4-[[4- - FE LM ) -2,6- ZHERE ] & 1-2- g & 1- &
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B ] RIE AT BCS 2 2 A5, IAE A H i A AR o 4-[[4-[[4- (2- WA L)%t ) -2,
6- — LR | gk 1-2- mEme st | & ] ORISR A il AR, 10 HAERR MEM B
R RE AR . L, U R RT0) Y O RS 25, ml U AR A AR

[0017]  ZHIERBIPUE L D45 T 1 BCS 56 2 AL GRS, BIZGHARN e i G R SGEAL &
YIS Mk BT BE I, A TE o A M i B 4-[[4-[[4- Q- A MHEE ) —2,6- ZHHK
BT gL -2 mEng ik ] g ] RIE IR AR . BTl A 1 s K R gt AT HC
P REIEDCA VG . Pl & B0 0598 )8 T BCS 5 2 28, AL, tml Il Py il & R A /2
YR AR

RARE

[oo18]  EAME, kB 4-[[4-[[4- Q- FIk LA ) -2, 6- —REZIL ] &0k ] -2-
WEdk 1 gk ] IR R IR &, JUHE E 1Y B S 14 5 Hy B Ao L A 2 e i AR A 2R
PIRI R . s b, DU RIS T AR IR BT 5 LR PEG 400 35 W45 T 1 2 B )
LRI A=A RN AR AR o 1 TR AR T EERE N » e /5 SR 2% I R 5 AR ]
Fe iz ER IR £ o

[oo19]  th A IRAT W) MR e W A, IF HLAEAN R PR B AR B 4 1 N AL 2 A 2R
JE o

i B 152 AR

[0020] P& 1k (B)4-[[4-[[4- Q- FIEE LMK ) -2,6- ZFRIRE ] 25 ]-2- mEng It ]
I ] FNE CHCL B2 Y A 11 IR JEiE

[0021] 2K B)4-[[4-[[4- Q- S HmH ) -2,6- ZHFEREI ] s HE 1-2- meng 5t
I ] ARG HCT M2 B AL A B X— SR AR o P i

[0022] 3K (B)4-[[4-[[4-2- FIL LI ) -2,6- " FIFLIRKL ] 9k 1-2- mengdt ]
2AHE ] FIE CHCL 2 G B TERRAR IR D6,

[0023] &4 K (B)4-[[4-[[4- Q- FELHMmEL ) -2,6- ZFFLKEL ] &I ]-2- meng At |
2] FIE CHCL 2 @ B TERIRES I X- 5 4m RAT ST I3

[0024] P& 5 K (B)4-[[4-[[4- Q- FIEE LMK ) -2,6- ZFRIRE ] 25 ]-2- mEng It ]
2] FIE CHCL 2 &L C I IR JGiE.

[0025] P68 (B)4-[[4-[[4- - H I MmFEE)-2,6- “HFFIRE ] &I 1-2- mEngdt ]
L] R O ICL 2 Y C 1K) X- B2k AT .

[oo26] P& 78 (B)4-[[4-[[4-@- HELMmEE)-2,6- ZHFERE ] &5 ]-2- Mgk ]
2] FIE CHCL R 2 A D 1 IR D,

[0027]1 R 8K (B)4-[[4-[[4- - HELMmEE)-2,6- ZHFERE ] &5 ]-2- gk ]
FFE ] R HCT R 2 A D Y X- BT R AT B

BEKiEAR
[0028] A BN Jz A-[[4-[[4-(2- WUIE LML ) -2, 6- — AT | 20 ]-2- mng st |
A ] FAFIERIR (HCL) #h H N- S s AR ST 1K
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[0020]  [AI, A WJC I K a () &4 H N- S AL ST AR e A 14
[0030]

N._N._N
CN-CH=CH NN Sy

HCl

[0031] AKX (D 4b-EWH) N- AP ok & B — A BU LSRR 7 3 A0
Fril N- S8 (D tEW.

[0032]  b3CH S FHIARTE “ A S fa AR 8 oA (D) A& N- E eyl s B A 1
FrA A BRI AR SRR . BRAE 53 A48 S Bk B, A B Ak 2e a2 Ko 3K (D A &9 K I
N= A A Tl RE IS AR R R ARIR G4, DLREEAR FOR e R AR & — k. K
(1) A PEIST AR SR R AR B AR A R B [ Y

[0033] X (D) AL G AFAE H2E SR BEXUBE ) 2 P r AR A4 2L, B E (Entgegen) 4 7Y
(E- k) M Z(Zusammen) F488 (Z A ) o ABUSEFARN T #HATE E F Z,

[0034] X (I) AL EMIREE SEHE 7 528 E- et i, Bl X (T-a) tLE9) -

[0035]

NNN
oo |
CN™S ~ Sy
()

HCI

vt

[o036] 3 (D) ALEIN o — MR et 508 72— Ak, Bl (T-b) (&) -
[0037]

oy

N_N_N
CN \C/\t( O\ @)
N N
‘::'\N
L @

HCl

e

[0038]  ASCHICIRAMTIN $2 M B- A 4K, $R 4 B- A (R sl H P B- R AR L S A7 AE 1 B- S
TR 7 SRR AR ARG, RIS AT 50 % SO L 80 % E- FA44K, BUE
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JLHH L 90% E- R FAKRIEEY . THARXWEEAR F 7- R E- 74
o b IO AR TR TS LT T Z- AR E-Z— IREW, W Rk 90 %, Je1 95%
o H A 98% 5K 99% E- FA R FA ARG o

[0039] AL TEIRMTINGE K 72— Sk, Fa 4l 7- Ak s b 2- SRR A AE B - 7
PR B- R ARRATAT S ARG, B & A 50 % stk 80% 72— Sk, s8R
UL 90% Z- SRR AR EY . JLHA B XA LT B~ BRI 2- 74
o Z b IO EAR IR EELT JC E- RARR E-Z- IREW, W 215 90% , JeIH 95%
a4 98% 8K 99% Z— TR FARIR AW o

[0040] AR BHER M 2 AU AE A e BHYE R Y o

[0041]  Z5HIALA VIR 2 S AR AR Le ) Je A5 TE R & P AL S 0T R A2 Y, [Rh
WIERIZ 2 i R YLE IR PR AR 2 PR FU I AN Be AR e e, WL AT FH Bl & 1R R 37 2 A — ik
5=z WP e A —50 — B2 AL G448 A L B 55 R BB U 2 i B0, DURA O
il 2% ot R AR R 2 20 B S E S E P R i) E AR R . R, 2 IR
P 2 SRS E 2 R e C AL . A, R SRR RN B N i A
D)EER e M, T RE L e 2 i M IS A BRI AR SO A AR R BHAL S
% a0 A A TR A 2 S A8 A HE B AN [ o

[0042] AU B R BEAE TE LRI TN BB 38 QAR ) AEAR R BYER Y IR
(RIS A K G4 B 5 o ARSI AR s 2 @ . ik K # .
[0043]  AREHRr e SEt 7 A (T-a) WEWEL B)4-[[4-[[4- Q- HE LML) -2,
6— RS ] &S J-2- mEmp it ] 20t ] R L HCL R 2 B sk 2 AR T
[0044] X (I-a) ALEWHIEE—FiREE 2 SRR SCHRR WAL AC LK 1 F12),
[0045] X (I-a) ALEWEIEE PR S AAEA ST RO 8 B i 28 B W] AR FloiR 47
1 TA (ZEA) ES (B2 .. VAT TARMB REE (WK 3 A4,
[0046]1 X (I-a) ALEWHIEE =Pk 2 S AUEAR SO R A i 8 C (LK 5 F16) .
[0047] X (I-a) ALEPRIEEPURMRE 2 S BEARSCHRRATEA D (WLE 7 f18) .
[o048] X (I-a) tLEWIMILIES S ALY N GH 7Y A

[0049] T CWATIHE A, RiECR (D). (I-a) 8 (I-b) L&Y B HE N- A4 T
R Z @AY SR 2 Y . R EE A (D ARSI aE . Lk
= (D &AL (-a) ED.

[0050] X (1) (I-a) 5k (I-b) {h&Wn] ik 26 A3 AW T N 438 P R G LR FIAFAE T
A5 A R PRI B 5 Bh R (HCL) BT i) 4% o

[0051]1 3 (1) (I-a) 8k (I-b) AW HAPUN R pEE . ©O1RHIH] HIV, TLH 2
HIV-1 50 HIV( ARz BiBeimss ) 9 ARJAF A B AR5 1 (ATDS) A7 iR
Al HIV i ERA0 50 B N T-4 4L, FFBER e A1 sk A e AT I F ThRe, JTH R RE R AN
AT RE. SR, LR IR T-4 41l B AR A wD, i BIAT R SO . BRI, S
B 1E R GEAN BTk IR g, HTV gk R0 3 0 DR ML 2 SR L il 46 s R REAE T 5 HIV
SR A Q1) B A L 4 I /AR D AE (thrombocytopaenia) RV A8 (Kaposi’ s
sarcoma) FURFAE Ay BEAT P JE a4, 5 B0 AR FURE R A 3R AT 1 2 8 DR afi 3L 1 A 5 i) e
TR R AL, HIV IEYeth 5 [ oh 099  EAT M4 Bk 2 45 9%  (PGL) A

7
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ATIDS AHREZRAE (ARC) A K,

[0052] A% BHAL G0 B 7R 0T 24 0 22 EE 25 HIV Bk, JUILR Y 25 F1 2 iy 25 HIV-1
R EAEN, BRI, ARG Y SR BN TX— Rl 2 oA SIS O 3R R
M SR ERPNEIRI AT DU MR HIV B8, JUHE HIV-1 Bk A TE M. RO AEE R
TOf 2t SR It 0500 R I8 LS i A e BHAK A A A B AR RZ TP S T i SRR A 3R, U 2 BT EE
W AP IR I 5 SR A )71 o

[0053] WO 03/16306 " #iik T 4-[[4-[[4-(2- B E L M) -2,6- ~FREIRE ] =
I ]2 mEmE AL 1 &I ] MRS IANE] HIV S0 i o, Hod i 5 | FEE R4S A A SO .
[0054]  FH T AR WAL & W) B DI % s B 14 0T, JC 2 BATT A BT HIV PR30 5 700 =2 e Al
(RIFP I HIV=1 S35 1, A8 % AL &4 ] 3697 HIV G R I TP IR 20k s . T8,
AR HACE R T 6 97 Y B L L FLBh A, 6 B A7 AR Hh B ok T 000 5 SR A
Fo WA AL S P iR ST BIRE, JCI A 5 HIV At g i 1 200 5 SR 23 AH OC 1
FAE AL ATDSATDS AHICERGAIE (ARC) AT PR Sk L4590 (PGL) LU I % 3 w51
(R1E P HAX AR 2 R GE e T HIV A PR A2 R . PR, 2 (D)« (T-a) 8 (I-h)
&Yl HAEZiY) .

[0055]  [Rlik, A% AL &Y vT FIVEDT EIRWIEI 259 AE 25 i ik & 8RR 9T 775
B0 525 YIS HIV (R BT HIV R AR Js 1t 00 2 s B, JUHR HIV-1 AR AEA 2%
R el , ARG ] T 258, 2259 FH 11697 slipy HIV &gy, ka7
HIV g,

[0056] %A K BHAL A W, AR A v 7 18 52 98 B B e L e ) 2 HIV L 14 IR 7L 3))
Wy, BFE NZE T 5 Bl SR A P VL v L3N ) R0 65 N SR I 52 00 73 S Y VR il & HIV g
W75 PR TGS T, L4 O 45 A5 NS FLah WA 2 E A R B £
[0057] P T 55 AH MY IR B LU A, ARk AL &) B Bom i AR R R, Rk &2 25 A
G 255 WAV T A RO LR IK, BTk 24 FH 206040 2 26 16 B LA Ui 125 T
[ 700 T A, W9/ 245 S 0 R /s 80 RT B AR 45 25900

[0058] AL, AR W R 2 FHAL &), i 2 A G & 22 b 82 8 A a7 A
HEra (D, (T-a) 80 (I-b) ALEWVENTEVER

[0059] ARSI S AL B 2% bl s ARG T A A 2 (1) | (T-a) 80 (I-b) 4k
VR TEER Y 2R AEY, MR %A EWA G B IR (emtricitabine) &
R iER T EE (tenofovir diisoproxyl fumarate) .

[0060]  pJ A, AR MW RAHAEY, GAGWE 2% bl 2 MERFG T A 3%
2R (D) (I-a) 80 I-b) AEWERTEERSS, A2 ZAEVAGTH P2 ML
TG SRR R/ BT 2 A 1 TR 2 10 2 SR Ml ) T 51

[0061] A ZIEHK, B AKHA (1), (I-a) 58t (I-b) thEWEHIN S M2 HAED.
YEARI S I G EA G, I daWiisE i T 282, A T Hl&AR R HAEGY),
YERIE TR A SE A (DD (I-a) 8k (I-b) (&5 2524 a2 R e iR &, 1R
Pz 25 s R e, AR R 2 . X A G rR A T HEH T4 0
5T AN, 7R CUIRGRIZL A YD, W R AT 25900 5T, WiAE
IR Tt 00 VR ) B R ) T ) LSRR O K O, AR A K RS TR VR

8
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S5 BUH L B AL B B0 R0 5] )R 000 R SR ] AR 28 AR A i A B v U = R B 5
TR T RS AR TN S5 o FR A 2 5 (8, S R0 I B SRR 3R o R ) 1 AR B 5 28, AE X
RGO T SRR R H R 25 R . 6 T B SN HALE 9, )R8 BR WAL HE HoAth e o3 B
VS, AH R0 S TR K, F D Ky B K o B0, W] 45 vE B A, e 3k Re L
TR 81 2 B VA T B k7K 5 R A T TR B ot ml 25 S FYRBR, 7E 15 ]
K 38 FTR AR SR AR BTS8P T 1 FH i A 1 A 12 =i ) %) ol 4 7 ki)
EEH TEZSMA G, B TEASIRB A / BUE SRR, Tk S5
8] (AT AT P SR D3 AN ISR AL 5 26 RIS S 06 Bz Bkt ok S5 K A B AEH . iS5
ARk B R Eh 2, A/ BT B TR BT TR AL A Y. IR SR ST LR T e, WibLE
B CAsE 5072 (spot—on)  ARKEFNL T AR B ) 3 th m T8 b A4k 4y 81% 07 N4
ZiR W 7 IR, 2N BRI NS T DRI, 8 A % BH 1 R T DAV TR B R Bl T4
[T EE T Il o A T 28 11 B SR N BN ST TS VAL VA T Bl T 1 R Il &R 4, 2
AT AR A G2 .

[0062] A WAL A4t al LR FITE R 48 24, o LR AR TR o BT S HIR 550 0] Ay Y1)
SOREFIE . A T R A i IR R v s R B R T T R ] R 53E F A R 4
EYINEZ .

[0063] WO 2004/069812 i@ i 5| M 45 & 2 A& ¢, Hh & 7 w5 wg £7 £ W
4-[[4-[[4- - FE MR ) -2, 6- ZFIAIL ] 2008 ]-2- wengdt ] 200k ] N L 252%%
R RTERZ B R, TR 8 A A TR 1 AT BROAH DRI 2 B i e 4% HIV B8 ) o DRI, AR BRI K
iAW A G 8 A T A AL BORT R AR A DG B 1B Al (A 1R T 5K BTk
A AR BE RS B O T R E R, JCHOR M A O, FAL 2 B2 g
ARERX (D T-a) 8 (I-b) WAEWIENEERS . KA, AR W K2 AW,
A A NG A A AL BT R A A DR IR A R R AL 2 BT IR AT AR
B EHW O LCTF OB ORM, TR BN O, HAL 2 AR I A AR R
(D) (I-a) 8¢ (I-b) ALEWHE GRS, 02 %A EWA G B E 5 R a1
FWEP o« R, AR AR R 25 A&, 6 18 G il T RS iR A s R AR
A V) A AL A 28, BT A A AR5 2% B O T R IE L KR, Jo 3= [ A
O, HALE 252 B2 AR aE i (D« (I-a) 30 (I-b) A& s TR Y, 46
PERZA GG — P B PR T 100 SIS/ Bl—Fh B2 P 1 IR0 A SR Bl 1
HI570 o BRI S A ERALE Y, BT 2L s T 2 B8 « B DRk,
YIS R JRE VAR A LB 700 BB ) TS0 S i YL R 08 P B = S0 . s B 1 A
I~ B BB sk U F kO 5. O T X L2 A AW, W E R T L 5 2
2 B2 R TS IR G PTIR B RR I ¢4 i A R 2 . O T3 nix a2
F 20 A AE S5 2530 455 B3 IS 18], 78 206 ] S U0 5 AR ARG BRI, D02 A= Rk B 5
G YRS BRI SRR B A2 9 AR Y 2R T AoRs B ek R IR 2R A R

[0064] [, A B K B 2% b nl 452 BEA R s i (D (I-a) 8k (I-b) 1k
GUE NG 2 A AW, SRETE T 25 A G0 L PR B 22 i A o i S Ar
Ik A I LW« VBB K BRI A I o R, AR BB J & 242 bl B2 I ik
AAHER (D). (I-a) 8 (0-b) tEWENEMR L HAEY), R T2

9
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HEW YRGB 225 AL, 2 Rz A A A S Bl S SRS hm B E . &
R, AR BRI K B 22 BT RS2 R A RE 2 E i (D (I-a) 3 (I-b) LAEWIME
E MR 1 25 AL &9, SLRRIELE T 20 - AL &) A RGP 22 0t 0 07, 1 iz &
WIAEAE — Pk 2 PO AT W SR RIFRIRN /B a2 i 7 B 100 2 SR Bl 30 10551 o
[0065] A T #5257 5y B A], B bk 25 R4 A WD il e e A SR B G AR A o AR S s
FH 0 SAA AL FR 8 A 1 by B 751 B () B BSOS, 5 R B VA5 AR BT T R T RUR 1)
T & B3GR, LRI B 25 a8 i o 30 26 SR 5V R 1R SE A 7] (G 2R A s A
) JBEEEF) AL BRI (powder packets) KK ARTE T KT VE 5 S V) R VR R 71
%, kB 2R EEA (multiples) o

[0066]  AATI AL A S22, K ff 140 50 B N 45 25 35 B ke T BT 89T B0 BRI E 5 BT R TY
TOIE A SRR T s FLR S (RS RS PR R R P N — % B AR e DA B AN AR T e R
H A2y SEah, ARV B a7 BB m SR/ sRR 3R B2 M Ak 75 Ak BRAL & K VA, B
SR IR A R H ) ] ek B

[0067] Ak B2 AL G fEMAT T B U I —RPATATH [R45 7. Rk, T8
BRGTAERAAEY .

[oo68] A BH H S g 29 K O 2y FHAL-&-49, WS A T D IRGG 2 2 AL &4, B
WA AW E 2% Bl s ARGy A sE s (D (I-a) 38 (I-b) (EERNEME
RAT R R AR B R VIR ZG 206, RIS T T D IRES 2 i 25 L A5, ik 44
8 252 2 ARG T A AR (D L (T-a) 3 (I-b) A& MiE ey, 4%
PR ZAEYAE B AL S D R n AR TR &, R Ae v BOE T DRSS 25124
MAED, ik H G & 2% ErliE2 s ana A Em= (D (-a) 80 (I-b) fb
HYE TGS s SRR A WA B —Fh el 2 PR A7 10 5 S B A I A/ s —Fpsk £
FfR% 7 R0 2 SRR A5 o

[0069] 5 A 1 R 24 FH 46 A i 4k 1 B 2 FH 464 SRy i) A O sl sl s 3500, R &
SR AR A o AR B R AT BC R R — IR

[0070] ARk HZHAEMEE S (D). T-a) 8 (I-b) (LEWRIL B U T4 5 2
2 500mg AH T Ak A-[[4-[[4- (2- TR LMFE ) -2,6- —FFFEZE ] &5 1-2- mingdt |
B NIEVHE 82 SR, ARIEAE S T4 10mg =4 250mg FH T B B, 146 58 E A 24
T4 20mg 224 200mg AHMUF B IEARKRHLGHAEWEEF (D (T-a) 8 (I-b) 1k
EYRIRBLE AT T 25mg. 50mg. 75mg. 100mg B 150mg AH M B (B & ) .

[0071]  ESCERF SCHAE AR TE “ 29”7 ¥6 B BUE x I3 30, i x +£10% .

[0072]1 X (D). (I-a) 8 (I-b) fbEWRIREILIE /N T 50 wm, FARIE/NT 25 um, TR
BT 20 wme RIFEHE—DAREL 15 0 m BT/, 8 12 0 m 8FE /], 5020 10 wm 85/, 5K
Zysum BN, ALK ETEEEL 0.2 £4 150 m 28], BEZL 0.2 225 10 um Z |7,
[0073] AR B A EWILEREIEER. £ FARKEAEY PR, w1 S S
FEZ 4 A A A A A 3L i A2 AR ARV Y 51

[0074] AR KNIER R A PR SE AL S 5 B A B ARt S A I8 23 A SR PR B K P R
5%

[0075] AT “SRAKIE” 8« HAPE” XA .
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[0076]  JIEWE ) HIAH A S8 /K PR B K PR ] B SR oK - Sl (E (HLB fE ) 3o, fICHLB
B AR TR A A B SRR, 1 i HLB AR SRR A A S K ME” iR . MR N
W, — A HLB B K T2 10 FEWR A2 Se /K PEEVE R s— A A HLB B/ T4 10 13
TR B K PR o

[0077] AU AL -EARIE A S S A MR o N P AFIE VR 7] () HLB B R T 7~ v Y 711
Rz AKME / B AKME o HAARIENE I HLB A n] AR I 2 HLB 8B I 77 5 A2 A ] A4 2
FERIE AL s HER SHER R A R . AR E AR N 7] 25 5 H s 1 T A xR B 24
AP S8 K I o

[0078] A< BHAEWE TR AT oA B B B o~ Pk B 7 BRI ) Lk e . Ak
TV T AR R Ay 7 sl 22 Rl VR R KRS ) o

[0079]  TEAIZBHZH A4 A A8 )6 18 Y SRAE 1 1 4 HH o I 5 i 473 R 3 A 245 491
B AR MR, FRAEST R B o PRI R B AN R T DR 2028 IR . FEARR A&
A] A AR VR S o

[0080] W] FH T+ A W () I e Ve AL 7

[0081] &) JE L _BEARNTER SANE, 55 H R MR M8 E IR . BE R IMIR (ricinoic acid)
2 5 PEG 6.7.8.9.10.12.15.20.25.30.32.40.45.50.55.100.200.300.400.600 % [¢] i,
40 PEG-6 H HERR AR sl il i RE R . PEG-7 YRR 8l H AR R . PEG-8 H LR i sy 2 P el et
NGRS \PEG—-9 YR %% 195 EX R IG BRI \ PEG—10 H A 15 15 I it R 95 B3 R i PR I \ PEG—12 H AR IR iR
B VP P 5 Tt T TR I 8 JRR VR R IG5 « PEG—15 i IR IR 6 SR I « PEG—20 H A % 156 5 v TR i
BB IRIR NG . PEG-25 i IRIR NG . PEG-32 J] k2 G sl % I8 sl ff G B2 5 . PEG—30 Al IR & 15 |
PEG-40 H 1 15 B v 1 156 5l i T FR S . PEG—45 fif IS RIS . PEG-50 il ISR IS . PEG-55 il IS %
B PEG-100 yH B& f5 S} A i BR 195 « PEG-200 JHIER B « PEG-400 JHER IS PEG-600 JHERNS 5 (J& T
ZRHINEVEFIFR A Cithrols Algon. Kessco. Lauridac. Mapeg. Cremophor. Emulgante.
Nikkol.Myrj.Crodet.Albunol.Lactomul) ;

[0082] b) 3 & MR IR G, B8 HRE R A i IR L AR R L I R 55 5 PEG-8.10.12,
20.32.400 ZEf¥) —lg, B 40 PEG-8 — H AR NEak — i R R NS \PEG-10 —AAARER NS \PEG-12 —
HRERR G Ek A RS BE B — JHER TS . PEG—-20 — H H:PR S BE — R IS HA s 5k — MRS . PEG-32
— AR S B i PR IR S Bk — BRI PEG-400 —IHER RSB M ISR AS ; (B Tz Eve
FUUFR A Mapegs Polyalso. Kessco, Cithrol) ;

[0083]  ¢) &L TG IR FR IR FN — VR A4, W1 PEG 4-150 B H REFR MR AT — H AR IR
PEG 4-150 FLyMER AR A —JHPEREE . PEG 4-150 FAf IR AR A R RIR AR ; (J8 TZ2E0E
AN UIFR A Kessco) ;

[0084]  d) 52— H MG ER S, 41 PEG—20 Hr it 3 kL FE S sk H- i Ad S 16 IS a5 H i v 1%
fis . PEG—30 H i H ke s s H v B s . PEG-15 Hri H MR s . PEG—-40 H- i H RERE RS
(B 2R RN Tagat. Glycerox L. Capmul) ;

[0085] o) WE — JHBRACHe W), B B Z uRE N H M N . O R O g LAY
B T VY B S5 5 AR/ A T BT 1 A A 2 B AR Sk B R AR AR ER AL
AEE DYEAE R B AR SR K s HIRE A i K O e A A T BRI A Rk
A= S5 BB, 51 4 PEG—20 F JBR YR B AL B BRI B3R K gy BR B Bk v H v 8 L PEG-23

11
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BRI . PEG-25 &4k B R il 5 = il & 5 . PEG—35 1 R i1 PEG—30 B JBR it 5 &4k B B i
PEG-38 B BRI« PEG—40 B bR i B S AL B PR i SR A 7l . PEG—45 S04k BE R VHT . PEG-50 B
JER o B S AL B BRI PEG-56 BRI . PEG—60 18 JBR Jih mk & Ak 2 Ryt 18 T 24K ot - i 76 ks A
=3 H S PEG-80 04k B R IH « PEG-100 E bR I S &0 A0 B BRI« PEG-200 B BRI « PEG-8
R/ ZBIR H s PEG-6 “E1R / 2518 HymiE . H REBLSE £ —B% 32 Hymls il iRk PEG H
THBEZE B My PEG-1000 BEIAMREE (TPGS) ; (& TiZ2RE¥ R F Wi FK 4 Emalex. Cremophor .
Emulgante. Eumulgin. Nikkol. Thornley. Simulsol. Cerex. Crovol. Labrasol. Softigen.
Gelucire 4E*EZR E TPGS) ;

[oo86] ) ZRH v/ D R IE, A0 & 2 H v MR T B s 4n 58 H- v —10 A R 15 s v R 1S e s Al
PFRTE  5 H il —10 By B2 6 A0 — I R IR 2% H i 2 2R IR IR 5% 5 (8 TR IR R sk
Nikkol Decaglyn. Caprol 8% Polymuls) ;

[0087] @) HSEERTAY), A HEE SR £ AT Y, 1 PEG-24 H [ /%K . PEG-30 JIH i bt
W\ PEG-25 AH4 {§$ W2 \PEG-30 KT (8 %% 5 (J& TR ARk A Solulan™sk Nikkol
BPSH) ;

[0088]  h) 5B L FEMG/K (LI ALEE AR U R B , 4 PEG-10 Fié /K Ll A4 H A FRER . PEG-20 fit K 11
AT B A IR 15 O 7K L AL e 1 T T2 5 M 7 AR g P I B 7K L AL — R T
BN ZK L AR A e B I TR P s K Ly et B ) 12 15 T A L Ly BT S TR R 6 . PEG—4 it
KWL AL 5 ] FER I PEG—5 /K Ll A Ryl R A5 L PEG—6 Mt 7K L 2R Pt A oty 1582 s sl i 7 L A
Tt B TR G 8 K L AL R A S TR S . PEG-8 /K (L AL B il IS R S . PEG—30 /K (L 3L
Bt VY R I« PEG—40 Jid 7K 111 A v 192 156 B0 7K L L DY S BRI PEG—60 it 7K 1L AL DU At g
FRIE \PEG-80 7K Ll AL EE ip. ) A FR G W PEG 1L ZLEE /S MR ER (Atlas G-1086) %5 5 (JB8 TiZk
HIVEVE N UIFR A Liposorb. Tweens Dacol MSS.Nikkol.Emalex.Atlas) ;

[0089] i) 5L PEGEEmE, W1 PEG-10 yHZEMEER A7 e 2 Mk B fl i 5 15k A PEG—20 Jh JE Bk
TSR IE B S IL T L PEG-9 H HEJEEE . PEG-23 HHEAERE (laureth-23) . PEG-100 fifi 5 5
% 5 (8 TR R WFR A Volpos Brij) ;

[0090] 1) AR, G RERE —AH TR ERME / SRR IR R IS | IR SR A I R 15 R AR R e R H
FERRIESE 5 (B THZBIIERE R WIFR A Sucro [E . Crodesta- M BB HHEIRAS )

[0091] k) 52 —EEE I 26 My, W1 PEG-10-100 T-3E2E®) (Triton X %41 ) JPEG-15-100 ¢
AR E (Triton N &A1) %%

[0092] 1) T4 LM — RENGIRBALE Y (V) , Wyni& v e 108 ya3& ¥4 188,
ISV I 237 & VDI 288 %5 (8 TR IR 40 #% A Svnperonic PE. Pluronic.
Emkalvx. Lutrol™, Supronic.Monolan. Pluracare.Plurodac) ;

[0093]  m) YV, A0HE P~ B AR e ) 3 v PR, 49 4n IR Uy IR 2, Gk
FRAN .+ e R R T R R LA B A . S R BRI IR TN S R R AR R
sodium state. BERRHTRANSE s WINHYE 3, WlHER AN A= MR R Ah  H 2 RN 55 5191 an %
MR, W EE T OREENR / K S ONEE IR R Tk O IR 5 TG4 I T Rk « % T IO MR Ak 2% e 5 L I
i R ARG H o IR It 22 20 PR A% 519 A R s, A ER AR &0 — 10y ZE TR IR — S IR T
Bt B £ AR AN IR 7 T 5 TR BRI Y R A 4 s 9 AR IR IR (26 ), R FTIE Ak B H
B R 2E (stearyl) & I ERAN R IR IR 25 I BRI IR S48 (stearoyl propylene glycol

12
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hydrogen succinate) \H# / = LERFEALT A BRI — F1 = H MBS AR BRI 5 — R0 = H i
Wi I U B e LR MG T 10 IR LI G R IR IR —2— FLIRAS / B B TR WE L FLIRAT / B 5
BREh TN R AR AR BERIR AR () 2% s BInARIRER (2h) FIRES (&), i1 L8 AL fedk
RS () R AMERAE (#h) . o — MEEIRES () B R CHEBERES () (B

AmiREE (Eh) ok H I BER R AR () (SEIEREIRIE IR A T A i -MEA- i

FEBEHIR A% ) 0 BH B R R, WAL /S B3t = IRALZSIE — R IRAL S

B E T TR R TR R T ERH CEHE TP AT

BRI IE RN L RSO (+ RSN ) L ZE AL (A LM 15 BT ) 4%
[0094]  7E bl & il VR 4 B, FUH T AR AT BE T, 49 1 PEG-20 i 2EBEEK 1755t

Sk ol A AR 2 1R 5 X 3R 7R PEG=20 JH & BA R PEG—20 |75 J5¢ 2 Bk FHl PEG-20 ffi iR 2L ik FRI L,

40 PEG—20 B BRI B S B AR I BR T K 3 H 8 6 B3R A= H IR s 0 200052 1 PEG—20 B2 JRR I

F PEG—20 &4k B BRIMAT PEG-20 T K H e AT PEG—20 Jm Mk H W Bg o

[0095]  TEAR & BHAL -G W L MENE ) T+ Z pe R R B . — - SR B R I IR A, B

T2 L WK L BT 15 TR 6 S (R 7] 48] AR Ay e L RO R ) AR 20160180 31

TR s Ak A i 20

[0096]  FEAKR A GWH , TEEFIATFERIREREAN TG R ERE NN 0.01% 2L

U EF, LN 0. 1% BN 3% EiE, FRENA0. 1% 2L 1 % Ei. EARRHAEY

TR FE = Ek TAESY R (1) (I-a) 588 (I-b) thEWIKIAFLE B (D). (I-a)

B (I-b) AL EWIRIRLE . bk 2 BOREE /DS, ] RE 77 BB 2 W o

[0097]  7EA% J B[ A4 1 Ik 25 405 0 IR 0, T v R BRI B 50, A ik vl iE— P

HILERED.

[0098]  HHLEREAWLEL G & R v HAERE 557

[0099] Ak BHZH &9 A8 H A HIER A m] D AR 3 BT 52 T K B A s 1A i

ARG A VR A .

[o100] PRIk, 91 Gt 3R G 4y ] LAA R AR B -G ) a0 22 4 B 22 IR AT B9, 80N & IR A

WIS (W1 PEG) NGRR3R SRS e i 55 . MR n A R G R &9, Wik

BRI FIRE K o

[0101]  ER-EWIE B4 T8 4E 500D-2MD 2 7], T 20°C 2% /K ¥ v INF , 33 ‘B 1 28 WURG & hy

1-15, 000mPa. s. BIUIKHEEREYEE -

[0102] - GEdReFdi s, AR A Y% ;

[0103] - EAGR, MEFERAUA R RLEAR R BNETFRZR T HT 4%

£

[0104] - FRIERELT LAY, W LR E R MBRNEF LA 45 (41 HPMC 2910

15 mPa. s ;HPMC 2910 5mPa. s) ;

[0105] - RGedeTdi 5%, iR R4 %

[0106] - FRRCIEATYE e JE 3L, WL AT 4500

[0107] - BRI lEpe e Y st W PR CHA Y4 ;

[0108] - FRLEILLTHER M ;

[o109] - VEHy, tnvEky 1551 ;

13
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[o110] - SRA, 4 A 2R SCBEVE R AN

01111 — FISEJRATAED, Wit LBEFE 2 B

[0112] - HFEFRM 5 5

[0113] - 28, WIPEIR  FUARG I8 S B 3t A ORI 13U H 8 20 L 3 e S B IR S BT hz A1

JRE TR BRI SIS

[0114] - ZRNIGIR LI

[0115] - Z 5 T MR ML EE o T IR IR L R A

[o116] - R LMGEE ;

[0117] - FR LIGMEME Bl 58 LG el 5 O R CIEREIIL R

[0118]  — ZRIFSENE, WA L PR IR AN ot LA OIS St S5 VAR IR e R K 5R 4, 4 an

IS FIS Y (poloxamines)

[o119]  242% B Rl 2 1 JF BA Winy S0E A A3 2 R I R 5 2 R 54, [RIFE

G H TR R HAED .

[0120]  HHIEREWILIE R TEKn B8 L Amntbns ot B sk 2T 4E 2= K, 4 PVP K29-32,PVP K90, F1

AR RNEA YR R CEFREAYE RN PR 4E 5% (HPMO) .

[0121]  JiTi& HPMC &5 4% 1) F2 T ZE A0 AR A28, DU A ks e, R 29 0.8 245 2.5

(1) A SR FE R £ 0. 05 22 3.0 [R50 T4 6 A R A RE () HPMC — RO /K PRI . TR

BB A Y42 0 T AR T AR BRI P o RN R AR T

CL S AT YE 2R 50 TP 25 TR I BT S N R R AR A e IR S5 P VR . ORI R) HPMC A 7 A R 4T

e 2910 15mPa. s BUER A AT 4EZ: 2910 5SmPa. s, JEHAR LR A 4482 2910 15mPa.

so HANIEFRAUREZNEANTAEREZEELH (United States Adopted Name)

( W Martindale,The Extra Pharmacopoeia, 5 29 iz, 56 1435 71 ) IR, {EVULAI S

“29107 H, Hi 0 M AL TR R AR IR L B 43 b, 35 =R DY A B R R T AR 2R I

KHEE 4> ELZH K 5 15mPa. s BY 5mPa. s Jy s 2% KA T 20°C (128 UKL B

[0122]  FEARKRBIAEGEY T, AHREWE G AN &N &AL 10% Ei, LiEd

0. 1% E4 5%, FIEA 0.5%F 4 3% EE (MM THEYHRERE).,

[0123] 7R J B I A4 1 ik 25 FH 26 0 IR0 0, 2 v 1) BRI ZE 51, i 41 -5 )ie vl 2 — 4,

SRR/ s BhI.

[0124] 2§27 ] 3252 AR RS ) AL FR B TR 5 TR S0 0 L R R U485 — /K &4 W TR A5 L T 1R

B B R AL D AT 4 B B AT A R R R AT YR R R B 45 57 (dextrates) KA

A RE TR ) SRR 0 e FUBE R R K LR — KL H B BRI L L B SE R TR

ARTERS AL AN RERE ] B R B T DA Microcelac®™ J% 8 K — /K SLHE 55 1 i 47 4 &

(75 25) [IMEETHIREY . 7T LA Prosolv® S5 3 5 it 47 4k 2 S5 etk S AbRE (98 & 2)

LA S5 TR AW RIE— I KILBE S T g R B AT 4R =

[0125] 242 L mT e S2 (W BRIV AL FETE A R iR A Ak e by R R R B . IR IR 1A

AAbhE,

[0126]  7EJv SIS O, 2GR mT LR — 040 2 i AR A v 551 o

[0127] 2% ERTHES2 I AR FEVE KD & ACHM IR 224Kk (Amberlite) ATHAE

LT e A o £ 4 R IR AT OR LT 424l (101 Ac-di-Sol® ) ek B i R
14
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FRIRET AL AN T B IR mt B« M ROKTE R Tl R 4T 4 2 AR PR BR AR TR IR L TR IR £h R

Yz,

[0128] 242 b m] 4 52 IR I 70 46 g PR i TR PR 405 B IR IR I A M VR G I =

R R RN+ R B IR B

[0129] b4, A BH B 3] A 45 At AT 228 R T, W wR37) S BHIRFFIATE B

[o130]  EETAAMEEREL, ARWABALZHAGYTEE (BEE) -

[0131]  (a)5-50% = (I). (I-a) BY (I-b) L& ;

[0132]  (b) 0. 01-5% JHEH ;

[0133]  (c)40-92%FHREF 5

[0134]  (d)0. 1-5% Wi,

[o135]  HETHBRSER, ARHAFITAE (BEE) -

[0136] (a)5-50% X (I). (I-a) 8% (I-b) L&D ;

[0137]  (b) 0. 01-5% WEVRF ;

[0138]  (c)40-92% FikeF)

[0139] () 0-10% &Y ;

[0140]  (e) 2-10% i fi 5

[01411  (£)0. 1-5%BH] ;

[0142] () 0. 1-1. 5% EIE .

[0143]  AJHZ ARG LA T IEATF I A R B R AL A o ARy B AR BAR 1 s

S5 A3 A, 5 g 5 LAt 300 DX ) — G 2 A A, B Rk BRI, R Y8R 1, AR AT

HrEtE CERA AN ) , 1 WA A4 W] PR30 PR 7 50 52 6 2 R il o 6 A e 24y B

FERIELAC . WA ] AL IR ZRE G4, FFR AT IR B B M R Bkt . A 3 1 O 2R A S 49

HFRNEE PILET YR 3R, A 18 1) B 28 ) S 8 28 & I 28 £ i 3000 % 6000 & Hi =

LRI . AMUIE AN 53RN AT LRI 2590 7 I H A 18 AR . AR I A AN % B I

WA, SIE RS A Opadry™, LR Opadry® TAGBARK. 7l E#E

JE 7 BB R 28 AR R B R 7)o

[0144] [, A KBS R dl S (1) (T-a) 80 (T-b) AW FI 7125, % 07 14,

FELLT AP .

[0145] (i) 3Pk Ry R AR SR A T2 (4 Bh IRt 35 S e e 50— e TR

[o146]  (ii) fRIEBRFHEIEHI S AT (1) DIFIREWIRE

[0147]  (iii) THHERES PR (1) 80 (1) IR EWESE 7 s Fl

[0148]  (iv) fRIEH DR (ii1) HrfFh FE A

[0149] AR Kl 5K (D) (T-a) 8¢ (I-b) ALAEWI I i, %0744

‘Figg% H

[0150] (i) 3 R o AR 73 M R )1V

[0151]  (ii) ¥Ehl-&FIRINEVR N TR G R B b, il R & I

[o152]  (iii) KBHR (i) PR G RER P 8R () PIrRReY L

[0153]  (iv) FHRBER (1i1) TR AR, ARGl I FRRE

[0154]  (v) B AR BEFNES 43« i f 5 AT 26 1) Bh R FINR AP IR (iv) TSR &
15
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g
[0155]  (vi) [2PHR (v) PR AEIE I AN iETE ) 5
[o156]  (vii) B3R (vi) iAW RGO 7 5
[0157]  (viii) fLIER DR (vii) Fifd A FE A .
[0158]  AAMRE AR A R& THA T LR RN SR GE R & ATUEHARN 2Tl Lk
il A% 2 B R I I8 542, Bl in T ik $e e 20 3R CLAN R S A 0 3R N FE 2621 4y
[0159] A (1) (I-a) B (I-b) A& n] S FH S HAL VAT 259, indimi e 2h
PUAEZ L AR R TF BO EEA A, DUOR TR ER R o e AT R Bl A ] sk S LA TS 24
WIEEAT T, AT s 2l e o AN R BRAL B mT FH 15 B RLE K P B 1A A SR G B3 Y
TEA e AT B, B DL 9 i I A SR S50 R A — 3 o7 U A B B
i) — i TR e i . DRk, Ak BRAL G4 nT 5 % v T IR T IR 225 BTS2 1) Bh 7
A, LA A B 2s T, CAEZE I () P9 AR A R 552 HIV J e,
[o160]  FIiEEFR TG ER (D . (I-a) 5 (I-b) L& WRIA G A] FHVEZ). R,
AR F e, % e () K (D) . (T-a) 85 (1-b) a4, F1 (b) —Fhek 2 b
OIS R ERAL G, AE A LEDT HIV Y897 AR RIS 20 S sl 53 A P I e & 50 AR 254
A] 52y PRS2 A — R AL A R — T R, AR BRI R A S, EA A
YR LR AR, () WP AESERNR (D (T-a) 3 (1-b) (LAWK (b) —FiEk
Z RN B R SR R ) R, AR BB R A (@) (D) L (T-a) 3R
(I-b) AW, F (b) — P Z P AT Sm s &Y, FE N AEDTHIV IGTT H [FII L 4331
B B A A U3 2 F R % 4L A & By F i SRS AR T R . S
JE, AR W B rm i, w e S () X (D). T-a) 3 (I-b) (L&Y, F1 (b) —Fhok 2 F
HE B R S Y, ME A TEDT HIV J877 A RIS 43 950 5l 5 A R I & 30350, 4 F 2
— P e B R B A YDA R A% 10 SRR R R/ B A R A SR
I ARG RT S 255 bR sz vk — A A R — R BRI, AR B AR K
HHAEW, AZAEWE 2% B2 8k, (@) i AREN (D, (-a) 8 (0-b) &
G (b) — a2 P HAN DU 4 KRB 5 . Fe 2, AR W KA HAEY, A5
WALE 4% B2k, F () T A RE R (D (T-a) 80 (I-b) k&L (b)
— P 2 A A B e R R, SR Z AL A AN B Al A D R AR S e
o AR RAHAEGY, ZAEWEE 2% B2 MEE, B () BT A E R
(D)~ (I-a) 8¢ (I-b) (LAWLL I (b) —Fh sl 2 R HAD BT FE S EE 259, A2 Tk —Fh el
2 P A U0 5 S B A B AN [R) T R 00 s SR R0/ Bk Rl e SR )
[o161]  ATiA HALHU#E AN EFAL AV 8 SR BUH R a0 &4, Wi hr i | bk
RIS T SRS I AT BE MY (BB A ERHIET ) (B PR ( BRIEIE R — b ) sIZ i dE %
BEIDEIR), WSt 2 ke (37 - BEE -3 - WAL, AZD) R @ L3 - A
WA sddD) SFHPAfREE ( BENTE, ddO) sk 27,37 - A -3 - Wi,
3T0) valfthRoE (27 .37 - WA =37 - WA, dAT) (BT B AR5 i B BT B 5 L S i
fihize ((5)FTC) VHMHBE FTC &5 s JAER% Hr i SR B3R, iz Hhrr (11- % -5, 11- =
S —4- B3 -6H- ZmEnEf [3,2-b 2" ,3" —e]l[1,4] “HILE —6- ) KiET B
WE TMC—120 TMC-125 £ ;TTBO ( PUS - BKM:3F [4,5, 1-3k] [1,4]- 3 I —H A48 -2 (1H) - I
16
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FHBRAN ) - ZRAAEH, 10 (S)-8- 3 —4,5,6, T- VY& —5- AL —6-(3— 2L —2—- T I@JE ) mkmeJf
[4,5,1-3k][1,4] 23F B 248 -2 (1) - Bl ; o —APA (a — ZEGUE IR 2 WhiR ) 45,
o -[ -fFEaE) 258 1-2, 6- 5K - WIS ; X - B0 S e F0a5R), 491 i TAT- )
i3], 40 RO-5-3335 B REV F 55 55 5 2 (3 B0 il 351 4 e B 45 - MIHE IR 45 b 2 IR 45 7%
PLIBE (ABT-378) \ZSHEMR T 2214455 . TMC-114. BMS-232632. VX-175 &5 ;Fit s (I35
U1 T-20. T-1249 %5 ;CXCR4 SZARFEFUH, 40 AMD-3100 2% 5 T3 2L & B 57 A% P EE — FE
M SR BEADEI R, AR IR RS E SR AR EE (tenofovir disoproxil
fumarate) 2% ; % HE A% 1 ERIA IR B 157, G032 3L PR 2% ;CCRS F5HLH, W1 ancriviroc. hEg
aplaviroc.vicriviroc,

[o162] it 5 40 s EE A A R R R SR e BUR R A — RS T AR R AL S,
A MR A ST E M . an BT IR BIBEA Va T AE PN HIV 05 1 R 30 (R 30N,
PRI A B & 25D B 25 oA T HIV BN FIAL e 53— JT R4 29 AE L, X LR A
i) AT AT FEA B AR YR 7 BRI A F B 75 o DL 3 S B 5 B 4 7 I B o X SRR
B 2510 PT BRAR BT o i R ER — PO e e BT VA RIME S RIS & 3045 25 I o 5
T T o X SRR 251k D KT B — 2R YT Y 24 AT REME , [RIINSRAE AT AH DS EE M R 21 B /) o 3K
LOIRE AR R HE N FZ  Th AL T AN 23 3G AE SG BRI

[0163] AL EW ] 5 LUR S iy 5B G245 24 < an Ze iEwk e IR IUCSZ B i - A
o TIEDVE TR o ANE 2. PRLZBR M HEK  ZmiACz 2 P IR = L8 MR RS Al
TGS PR, WK VERRWHK (pentamidine isethiorate) 5% ;FUNHARZY, tnfih ve
RS FLHT T BH « 22 28 WRSF I 2= Ath BSE s NMDA 88 38 FH I 77 40 38 4: NI, CATIY; 8t 5 HIV s
W1 ATDS F1 ARC AH IR 1Y SR G AN BB R, aniioR o

[o164] XA KR BIAE T T AR BLAY M 80T HIV KR &, (HEARRHAEY)
] FH A JELAth A 75 1 0 0 500, 3K 2895 73 70 e AT T A o Jo 30 AR 0 A 1 S AL T A SR
A o

[0165]  =ZISH

[o166] A. X (I-a) (LEWHIE R

[0167]  a) ¥4 10. 99kg (E) 4-[[4-[[4- - I LIAEE ) -2, 6- ZHIFEAEL ] 23 ] -2- weng
H ] & ] FIEM BT FH LR (2L/mol) FEMI& A AT INFAR 90°C. FEHE T 95°C ik, 7
A 3L 21 (0. 21L/mol) ¥k, T 80°CHA 2.973 FFEhMR (1.1 BE/R / BE/R ) » T 85°CLE1E
TN 60 FHK 2L/ FEIR ) o FIREGMEEAENE 25°C, F 5. 4 FRAKPEEIE IR, T 50°C T4,
M. 53 X (I-a) tLEWRA A,

[0168]  b) 4447 150mg = (B) 4-[[4-[[4- - FEELMA2E ) -2, 6- —FIIERIE ] 20k ] -2- W%
WEE ] 22k ] FIE . HCL AL B4 500ml IR 7R TR R [Bla. T30 T, A fS-80 7
ghdnh. TRV R ZAREN, EREETE Y. 193] X (-2 WEYEE B,

[0169]  ¢) ¥4 73. 29kg (B) 4-[[4-[[4- - I LIAEE ) -2, 6— ZHIFEAEL ] 23 ] -2 g
FE ] &S ] R 300 4R (2L/ BEOR ) FERIES SR TP INAR 104°C. BB T 100CH
o T 91.4CIIAN19.8 FHEhMR (1. 1 E/R / BEIR ) o T 70°C, ZA8 A 150 FHK (2L/ JFE
K)o FHREMBARAEZ 20°C, H 76 ARG MIR, 7T 5°CHE. MEhar—%. 19
# X (T-a) HLEWRT C,
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[0170]  d) ¥ 10. 99kg (E) 4-[[4-[[4- - B M) -2,6- IR | & ]-2- ming
] 23] RIEM ST g 2L/ FER) fEfl A4 m#AA 93°C o KT 100°C It vE,
FH 3L 218 (0. 21L/mol) ¥E¥. T 85°CHMIN 2. 973 JFhEe (1. 1 BE/R / BE/R) . T-85°C —65°C
Z ARG 60 F/K (2L/ EIR ) o ¥HIREWENZIRHI A 19. 5°C, H 5. 4 FHAKIERFZ IR, IF
T 50 CTHE. BT Y. ¥ 230mg Y5 1ml KRG, T EIR TR 1 K. 193
X (T-a) tbE&5WIEA D,

[01711  B. & (I-a) {LEWHIEAE

[0172]  FHEIZVH T 52 AL S B @i 2 C R 2 D LA 6 A X- 5 2k R AT 5 (XRPD)
RRAEFTINSE . A T @8 A [ ZE R ERGE (DSC) A HTgs R .

[0173]  ZL4b)il :KBr 2 BIUIA

[0174] B HHb &Y S5HE R KPR E, iy (Ph. Eur.) .

[0175]
D Nicolet Magna 560 FTIR » % #%Z +t
bR E: 32
S PR 1 cm”
HRIE: 4000-400 cm™
FRRARE: 7
A DTGS, # KBr &
SR Ge, f&£ KBr L

e B R A KBr (i 1047)

[0176] )& XRD

[0177]  7EA5 PW3040 Y% A= 2511 PW3050/60 % Philips X' PertPRO MPD firsix k4T
X= SPGB AR AT (XRPD) 7347 1A #R% 4549 PW3373/00 & Cu LFF X- 4% .

[0178] R oG F s SR A b

[0179]  WHRZE

[0180]

RS E: 45kV

EABBAZE:  40mA

BT AT 5 Bragg-Brentano

A4 (stage): 7% ¥ 84 4 (spinner stage)
[o181]1 & 414
[0182]

18
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AN %
AT E 3-50° 26
PR 0.01675° /%
G- Ltk 29 845 # /%
AR AL B AR FEAT ) 1 A
AT RA CuK o
HEAK: 1.54056 A
[0183]
AH RS2 T4t R A2
A2 JF R AR A 15 mm KGR+
Soller ¥t 4&: 0.04 rad Soller %k 4%: 0.04 rad
FRIEAE 15 mm Ni & A2 +
(beam mask)
B B AT B 2 1° i 85 X' Celerator
#.% 7] (beam knife) +
[0184] E /jiﬂﬁ% iimfé‘
[0185] 44 3mg Fir s WA RS bR HERE ) TA-Instrument FESA B . HATE R 55T
B FE SIS E], fERL % T RCS VAL TA-Tnstruments Q1OOOMTDSC i35 DSC £k, 1
HUT 2%
[0186]
BB 20°C
Ho ik 10°C/min
RAEE:  350C
RAIAR: 50 ml/min
[o187] &#H
[o188]  gR/Y A-TR
[0189] 47 A RMEAE T-7E4) 2217.1652,1497,1435.1338.1199 F1 550cm 7 it ALK iz 4
] FTIR Y61
[0190]  7F 1631.1596.1537.1504.,1249,1214,1179.1152 F1 1070cm "A] A 52 3 3 & W e

e (MWHE D,
[o1911  J4%¢ A-XRPD

[0192] Y A HIRFEAE T 2-0 f7H 9.7°
s R AT g, SR A R IE IS AE TAE2-0 1 F 9.1°

+0.2° (13.5°

+0.2° 1 15.0°
+0.2° (11.0°

+0.2°
+0.2° |
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14.6° +0.2° .22.0° 4+0.2° .25.0° +0.2° .25.3° 4+0.2° f126.7° +0.2° K
X— 5 Sk RATH 0. (LT 2) (ot B mT ERT 52 o 5 B (%) b B, o B2 (1) 2 A°F ot Ak BERL G A 1 HH
A4 )

[0193] 479 A-DSC

[0194] 7Y A JEALET 0 fift o FRBE 0 fR IS AL UBIRE A 2 250°C , 7E2Y 286 C TR H4 Al
[0195] /BB

[0196] {72 B W] LA RIRESAAAE - FRANRA. N T2 B KIRHIE .

[o1971 4% B-1IR

[0198] S 78 BRI T-7E 4 222722201599, 1500, 1440, 13411209549 Fl 544cm 45 i
FIWRCHF ) FTIR Y61

[0199]  {FE%) 1656.1538.1518.,1270.1179.1152 F1 1070cm "] W& 3 H & ey o (0K
3)

[0200] g% B-XRPD

[0201] G470 B [IRRAELE T-2-0 {7 4.5° +0.2° \8.8° +0.2° f12.5° +0.2°

() B AR T S, R B AR AE IR AE T AE 2-0 £ B 10.3° £0.2° (14.7° £0.2° |
20.6° +0.2° .22.2° 40.2° F126.1° +0.2° [ X- S ARATHE (WK 4. (R
JEE T R 52 Wi i (R b T, e B B2 IR A At A PG R T HR IR AR AL )

[0202] gAY C-TR

[0208] A% CHRFHELE T-7E40 2221.1654. 150212391193 F1 546cm ' S AIWRISL A5 [y FTIR
i,

[0204]  {E% 1627.1580.1537.1492,1216.,1173, 1157 FI 1084cm 1] M 2% 3| 1T W5 e 45 .
( WKl 5).

[0205] g% C—XRPD

[0206] @578 C RIBEAEAE T 2- 0 f7E 11.9° 4+0.2° (14.3° +0.2° F122.3° 40.2°

() o AR T ST, Y C AR IE IR AE T AE 2-0 f7 B 12.8° £0.2° (18.5° £0.2° |
21.2° 40.2° .24.3° 4+0.2° F126.0° +0.2° [ X- S ARATHE (WK 6). (0
F& T R 52 M) i () b B B PR e A B R i HR AR AL ) o

[0207]  jEzLD-IR

[0208]  JEX D HHEAE T-4E4) 2218, 16571506 1448, 13571220 il 547cm 45 M 0K g 47
(] FTIR Y.

[0209]  {E4 1620.1597.1565.1247.1214.1179,1152 FI 1073cm 7] M 2% 3] T W5 I 47 .

(WK 7).

[0210]  fZz{ D-XRPD

(02111 XD WFFEET 2-0 & 6.6° +£0.2° .11.6° +0.2° Fl17.1° +0.2°

() iR T ST, e R D AR IEIEAE TAE 2-0 f7 & 15.0° £0.2° .19.2° £0.2° |
20.5° +0.2° .21.6° 4+0.2° F129.8° +0.2° [ X- LM ARATHIE (WK 8) . (#
F5 T R 52 M) i () Kb L B T PR e A B R i HR AR AL )

[0212]  C. SRR

[0213] X 14 H T & B)4-[[4-[[4-C-AE L HmE)-2,6- —FEKXE] A

20
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B J-2-mame st ] &k ) RHFLLAG (T-a) AL a s B0 -

[0214] £ 1;
[0215]
K (mg/ml)
ot
K 0.01 N HCl PEG 400
0.00002 0.019 40
(E F+H1K)
K(l-ayt e
0.0012 0.043
(sh% A)

[o216]  JiF A LA J HCL ERAE/KAN 0. OIN HCL gtk 22 . Jig g LA A HC1 FE W] 24 BCS
B2 BB, Ui BIERAE PEG 400 A A A B 0.

[0217]  D. FaEMHEHE

[0218]  a) fh2efasE it

[0219] K (T-a) tbE4 (WAL A) TEA RNV EEARE &4 FWAF. WA7)a, H s 3uiAH
ik (HPLC) 43 AT Eh 2% B H 7 3K

[0220] S5 LURERTE TR 2 o WIHEWT AL A1 2E FAROE

[0221] £ 2,
[0222]
B R Y%(%, wiw)
Ve 5 1
17 4 B 8 J

% B& 0.43 “ .
40°C/75% RH « 0.42 0.44
50C/EA, - 041 0.41
RT/< 5% RH - 0.44 0.43
RT/56% RH - 0.44 0.41
RT/75% RH - 0.43 0.41

[0223]  PiEH:— = AR MR
[0224] RT =%

21
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[0225]
[0226]
[0227]
[0228]

RH = FHX 2

HRBZA S AR .

b) WyPEARE It

WESE T AEAS R BERIIR BE 45 A R IAF 6 Jil)im, 20 (T-a) (L&Y (AL A) @ ikEi i

etk . KA 2 R AR R 45 AT

[0229]
[0230]
[0231]

WeAg e, AL e b 54
ALER B i PR 5T 2, izl S R AR E
WAsT T (I-a) ALEY CRELA) T 5°CH25°C /80% RH ML A7 1 4 A2

Mo KIZALE VP BAE .

[0232]
[0233]
[0234]
[0235]
[0236]

[0237]
[0238]

[0239]
[0240]
[0241]
[0242]

[0243]

E. H#
AU A R R RIS H -
HEY 1a
Jrits
A(I-a)tee4) 27.5 mg(BP 25 mg #4 &)
— K 5% 242.0 mg
£HRFUHEZE 2910 15mPas 5.6 mg
Foly BLBR 85 20 1.4 mg
MR A 52.5 mg
RIFER T ARG T4 17.5 mg
IRk Z B 1.05 mg
ARG B4R 2.45 mg
AR
Opadry®™ Il A AL5K  14mg
afifboK * 80w 1
414M) 1b
Jrits
A(-a)ito4h 27.5 mg(BF 25 mg 4 =)
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[0244]
[0245]

[0246]
[0247]
[0248]
[0249]

[0250]
[0251]

[0252]
[0253]
[0254]
[0255]

—KFLAE 52.25 mg
ZATH%E 2910 SmPas  1.40 mg
R ELBS AR 20 0.35 mg
fhen ¢t & 13.125 mg
RBERFEG U EH 4375 mg
A Jlg B4R 1.00 mg
Fr A
Opadry” IT A2 ticl  4mg
afifloK * i
HEWY 1c
P
X(-a)iba-4 27.5 mg(BP 25 mg #h % &)
—KELAE 56.97 mg
HAFH%EZE 2910 SmPas  1.75mg
Tl FLEE S 20 0.35 mg
FEAL I A T 16.83 mg
RIBEAR T IR Y R4 5.5 mg
AN PR 4% 1.10 mg
Jr AR
Opadry® Il A A 4. 4ng
afifkok * EE
414 1d

She
ity s
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[0256]
[0257]

[0258]
[0259]
[0260]
[0261]

[0262]

[0263]
[0264]

[0265]
[0266]

A(I-a)y a4
s

I Ao R
b AL BT Eg 20
FEACSR AR S
IR T IR 4 X 4h

g R4
Jr AR
Opadry® IT (1 (ALK 4. 4mg
alifroK * &

HEY) 2a

Fits
A(l-a)yto4h
—7KFLAE

#ARFHYEE 2910 15mPa.s

Rl LB E 20

P 4 &

RIRAR TR Z 4
Itk = B Ak

AR BR 4R
F A
Opadry® Il A4k

alifh K *
HEY) 2b

14mg
80wu 1

24

27.5 mg(BF 25 mg # % &)
55.145 mg

3.25 mg

0.35 mg

16.605 mg

6.05 mg

1.10 mg

110 mg(BF 100 mg #& % &)
159.5 mg

5.6 mg

1.4 mg

52.5 mg
17.5 mg
1.05 mg

245 mg
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[0267]
[0268]

[0269]
[0270]

[0271]
[0272]
[0273]
[0274]

[0275]
[0276]

[0277]
[0278]
[0279]

Fts
AN(-ayiba4h
—K5LAE
#ARFH Y% E 2910 SmPa.s
Kol ALBF BF 20
A E
RIRER T It T4

FE 6 B4R
Fr A
Opadry™ II {14404
LK *

HED 2¢

AR

16mg

T

A(T-apte-4h

—IKFLAE

2R T 4EE 2910 SmPa.s
ol LB B 20
LSRG ST Y&
RERAR T AR F 4

G BRAR
Fr A
Opadry® II (14494 K
gtk *

HE5M 2d
Frits

17. 6mg

> =

T

25

110 mg(BP 100 mg #& % &)
209.00 mg

5.6 mg

1.4 mg

52.5 mg

17.5 mg

4.00 mg

110 mg(#F 100 mg # % )
227.88 mg

7.00 mg

1.4 mg

67.32 mg

22.00 mg

4.40 mg
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[0280]
Al-afe4 110 mg(BP 100 mg 4 4 %)
—KZLAE 220.58 mg
e Tttt oA % B 13.00 mg
Fah RLEFER 20 1.4 mg
[0281]
BRI S T e E 66.42 mg
RIEAR T IR & 4h 242 mg
FE R R AR 440 mg

[0282] v {fiAC
[0283]  Opadry” Il A24&H 17 6mg

[0284]  ZlifhK * T

[0285] &Y 3a

[0286] i

[0287]
K(-ayf b4 55 mg(BP 50 mg .4 %)
— K ZAE 214.5 mg

ZARTHY%E 2910 15mPas 5.6 mg

b L85 20 1.4 mg

it E 52.5 mg
RBAR TR e E 4 17.5 mg
IRk — R ALAE 1.05 mg
A g B4R 2.45 mg

[0288]  J A
[0289]  Opadry™ Il AfAfa 4k  14mg

[0290]  ZfifkIK * 80 1
[02911 2054 3b
26
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[0292]  J7 it -

[0293]
AN(L-ayed 55 mg(PP 50 mg 4 £)
—7K 5L 104.50 mg

FR T 4E 2910 SmPas  2.80 mg

o BLEF FE 20 0.70 mg
Thah T & 26.25 mg
KRR FIRLT e F4h 8.75 mg
A NE B4R 2.00 mg

[0204] WA
[0205] Opadry” Il 2L &¥ 8. 00mg

[0206]  4lifkIK * I
[02971 404 3¢
[0298]  F b -

[0299]
K(I-aytue4 55 mg(Br 50 mg % %)
—K3LAE 113.94 mg
#RTHY%EE 2910 5SmPas  3.50 mg
Rl ALES 88 20 0.70 mg
AR T e E 33.66 mg
[0300]
RIR T ARG % T4h 11.0 mg
R NG B4R 2.20 mg

[0301]  F i HRAC
[0302]  Opadry® Il HEAKK 8. 80mg

[0303]  4fifkIK * T
[0304] ZH4%) 3d
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[0305]  Jith:
[0306]
A([-ayta4y 55 mg(BP 50 mg & % &)
—K 38 110.29 mg
B TR 47 BR 6.50 mg
KL FLEZ A8 20 0.70 mg
AU A & 3321 mg
RIRR T R T 12.1 mg
ARG B4R 2.20 mg
[0307]  JyiEfiEA
[0308]  Opadry” Il ALK  8.80mg
[0309]  4fifhuK * T
[0310] 4 &4
[0311]  Fith:
[0312]
A(-a)ytte-4 82.5 mg(#P 75 mg # L &)
— K FAE 165.435 mg
K U et B A7 B 9.75 mg
Fb B85 B 20 1.05 mg
AL T Y & 49 815 mg
RIBEAR T ALY R4 18.15 mg
B G BR AR 330 mg
[0313]  JifiEAC
[0314]  Opadry” IIFIEAEAK 13 2mg
[0315]  4lifh7K * 1h
[0316] &% 5a
[0317]  Jiths s
[0318]
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A(-ayitedh 165 mg(#F 150 mg &% &)
—7RGLAE 330.87 mg

R L Hvit v B 19.5 mg

ol ALEE Ag 20 2.1 mg

AL S e E 99.63 mg

RIRA T ARt F4h 36.30 mg

R BR 4% 6.6 mg

[0319]  JyidifiEAc
[0320]  Opadry® Il AEEKH  19.80mg

[0321]  4iifkK * T
[0322] ZHE%) 5b
[0323]  Fith:

[0324]
Ad-ayit o4 165 mg(BP 150 mg & % &)
—K5LAE 341.82 mg
BATH4E 2910 5mPas 105 mg
ol FLB2ER 20 2.1 mg
FEALR L T S E 100.98 mg
RIRR T ATt E 40 33.00 mg
FE NG AR 4R 6.6 mg

[0325]  F TEHRAC

[0326]  Opadry® Il I=404H  19. 80mg

[0327]  4lifbsK * &

[0328]  * FEH A1 FIH AAFAE

[0320] bl e LA il & B 52 T A 4T 4 32 B3R £ 0 ML s Jo I R 28 1L B T2 1 20
RS K CGEE ) 1, AR5 Frd S e 7F B A 28 A A — /K FLRE VR & W4 iy it
WA Lo TR FTASE0RL , oL 01 5 1o 41 4 2% sl AL BT 4T 4 22 AT R F S 47 4 S AT
R AR AR S o AR EE S5 , Bk RIR S 1B 1 A 57, R I F Opadry® 11y
EARLLK AELEA K H I BV U B L A

[0330]  7F_BIRZAAYT, R AT R Avicel® PHI01, ASHER FAEL AT 4 AN
Ac-Di-Sol®™; FEAL MR T 4E AR 1% 4 Prosoly®™ HD9O ;58 Z AR ML WAL 146 4 PVP K29-32,
[0331]  F. &N A=W H FEREoY
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[0332]  A) A TSI (T-a) AL EWIEN VIR EE, 7EHEE /NS R (beagle dogs) 7
HATHFST .

[0333] ¥ X (T-a) AW RS 25 5 IO A0 R B2 5 v s dekt ik P9 25 25 i 160 A2 o0
FEREAT T AR

[0334]  FH TR ZRIEIFIA B)4-[[4-[[4- Q- FEOHEE)-2,6- —FRERE IR
12— mEnE L ] G ] RS BB 75% PEG 400/25 % JC B KW, 45 2 E N 1. 25mg/
kg

[0335]  FH T IVARZE 250050 A -

[0336] —(B)4-[[4-[[4-(2- FIELImEE ) -2,6- —HFIRE ] &3 12— mene i ] &3 )
R E AR PEG 400 ¥R (AL D)

[0337] - & 7.67% (w/w)4-[[4-[[4-(2- RELImEE ) -2,6- AR ] &% ]-2- W
MESL ] 255 ] FE (B) UFE 8. 0. 18% (w/w) T —He M IR 81.0. 18% (w/w) 5 ALRE,
91.97% (w/w) RLR—/KFLBERIIREER (0 5 ;2L 58ME - 0%k ) (4 1D ;

[0338] -5 8.36% (w/w) X (I-a) tL&E.0.18% (w/w) + e FEmER 0. 18% (w/w)
THEMIE9L. 28% (w/w) RDIR—KFLHECEES] (0 5 2l (ugeiE - AL mgfgs ) (4 11D .
[0339] (% w/w ETHRENNEY)

[0340]  AN[FE]HIFI LA bmg ik /Kg GRS K IREGE 25 0 25 T 2R 5 E I 3h ) 7k o il 2%
Hil5f e A 45 25 BT AR, 4% 135 bmg Bl 55 /Ke v BER I AERR 25 25500 & .

[0341]  T45%0)5 0 (=HIAFIE ) 0. 5.1.2.4.6.8.24.32.48 1 72 /NI, MBI R MR
(4ml, 7E EDTA &) o SRAFEST, SERDE AR E TRk bRk, 76 5°C R, ¥ AL BLZY 1900x
g B 10 23 Bh, AT 7 5. B IRAE G, TREMAFLSG 2 /N 20 8 d, I T
< -1I8CIRAFEZE M. fEPTE IR, B AERDE, I & TRk Fai< -18°C T,
[0342]  Jil ik CLAf 2 (19 LC-MS/MS BF 9L 5 ¥4, I sE 4-[[4-[[4- (2- HE M3t ) -2,6- —F
TR ] A ] 2-mEne g ] & ] RS (B) MK . 785 HPLC- & (Agilent) FIH
shiliEEd: (Interscience) BCH ) APT-3000MS/MS (Applied Biosystems) [iE4T LC-MS/MS
i

[0343]  THEAHGRIEEE) (n = 2) MR LRI HURE I TR] o 02 W i RIS (C,.,) AHAY
[RJUEE RS [R) (T,0) FH AUC,, (AR t SR T PR DA b 2 n R B2 I TR) 0 ) o B AUC,,
[RIFTHELAME R RS I ZE T TR (AUC, ) » FoHP B R VH BRI R F N Ct/ B R MR
WAL — I [R)E R B Pk [P o o TESE T SR (n = 2)PK 40 K ORgG2
JaflE - H— A2 AUC, {8 R LLER K N 25 25 5 3R & — V3 — AL P38 AUC o fE, 75 2]
4-[[4-[[4-2- FELIHmEE ) -2,6- ZHFEFRE ] & ]-2-mengd ] =05 1 FIF (B) 14
XTEPIRIHIE (F) AlHE, IXH T Bra CREI

[0344]  FIRBFFUIFRIISE R LTER 3 .

[0345] £ 3

[0346]
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kil v o R4 T o R4 T o fR4R T
F= 1.25 mg/kg S mg/kg 5 mg/kg 5 mg/kg
BRI R | CRHERA FHRE FIRE FHRAE

{(ng/ml) {ng/ml) (ng/ml) (ng/ml)
(=2) (=2) (n=2) (n=2)
0
0.13 644
0.25 696
0.5 582 102 <1.00 57.2
1 482 206 5.19 367
2 426 277 18.9 542
4 315 288 21.2 407
6 241 265 16.2 387
8 129 257 13.4 333
24 114 131 6.68 126
32 70.3 92.7 5.75 136
48 55.5 63.3 2.87 66.1
72 29,5 44.7 <1.,00 366
Ciax ng/ml 341 21 542
Tuax h 4 4 2
AUCp7m 7330 8359 308(n=1) 10231
ng.h/ml
[0347]
AUCo1np 8661 10854 464 11770
ng. h/ml
Faps 31% 1.34% 34.0%

[0348] M DL b g B AT DL A g e s 2 DL AR OR B 4 T ouE, 5 ORH N Ui R A
4-[[4-[[4- - FIE LHHHE ) -2, 6- ZFFIRIE ] g0k 1-2-meme it ] & ] R0 (B) AHLL,
X (T-a) W& RA B2 FIFRAEWR A E. X T-a) (AW LR R 5 el O
Jii PEG 400 %3545 25 I AE AR F BEAE 4

[0349]  B) WAH5E T (I-a) AWEWFENEN K O AREIF AL
[0350]  fiFE2INE LR 2 FHIATT .
[0351] A7 A :25mg/ml Py B4 (B) 4-[[4-[[4-(2- Ik LMk ) -2,6- — AR ] 7

g ]-2- mEmgdt ] 2 ] FIER 100% PEG 400 ¥

[0352]  ¥AYT B : ESCHERIA G 2a 11 775

[0353]  7E—4 12 B2 & T, &2 R E 2 =D RFE, & RS T 100mg i 25
E)4-[[4-[[4- - HECHEE ) -2, 6- ZHERE ] & ] 2-memgdt ) &0 ) . 2%

31



ON 104586850 A W BB B 99/30 BT

BT RIS | RE T &FE.

[0354]  7E =i iy WAL, 2R3 (n = 12) BENLE S dF B 400 N 50 & iR T7 AVSE
BB B IR T B MR AT A E VAT B, Va7 (R RS A2 2> 2 A g TR) A
(wash—out) » fEFVR Y7 A28 45 T BF) & 100mg (B) -4-[[4-[[4-(2- I LM% ) -2,
6- —FILRIE ] sk ] -2-mEnE S ] 2 ] WIERECE R fE, e (B) 4-[[4-[[4- (2- 52
LIFidE ) —2,6- ZHIRREE ] & A J-2- wEng 3L | &2 ] FHEAEM K TP 216 /N 2530 )
g, T mIK EB)-4-[[4-[[4- Q- HELHmE ) -2,6- R ] 2 ]-2- 1
mEdL ] AR ] FREIRE, TN A TR )5 0.5.1.2.3.4.6.8.12.16.24.32.48,
72.96.120.144.168 Fl1 216 /N (BRA 32 R F R EGG 25 800 A 19 M) o

[0355]  MPEREE & TIFSL AR 2t , TR & T4 7 &2 E =AM REP W
A BIFEZE 7097 A BRYT B AT 10 73BN b 8 . 0 T ) &40 i 7
WM /T, SR F MR Z /D 10 /M. M T2EE & I 25488) 1 240, 45 T4
TP 4.5 PN, ZIRE T BN EZ AT E R EY (HAHT7 B Ut ).

[0356]  HREHlAE, 7R 1 K, RV E T AN TN (testing facility), B T H2I4EH
ZHDAT 2 /NS SRR RE KL, 2R E AR b R D 10 N X PR A FRENLEE IR TT
A BURTT B 23R FEWF RN Pz SepndEAL R S 10 BN TR 25 . X TAE%E
TORE T HNIAE 2697 B 2R3, IR it i 22/ 10 /N i, IR RIS 25 A& .
[0357]  Amifi b 48 b DY R T 99 v KRR S A% S 9« SR R B AR 54 2 i e R fy i e 5
AR/ s SR k. E RGP LB IT S B R, 4 20 20 Bh N IZ 52 i bR vER
[0358]  XfFATE IR, 7F 9a. m. —11a. m Z 8], IR 254 520 200mL [FI/K—4E T W&
Zifa 2 /NG, RVEITH 2R E UK. 5255 4.5 DRALTE, 25255 10 /I ER G
o BEE, AT REREMNMEHERE. 32K, ERES ARG 24 /D23
SRR , SR E W FINLR H R, 8 /NN [T BIHLR, F T4 3.4.5.6.7.8 A1 10 RE AT
A FEVAERE— DVl . SEVE4EHLTE, S T R (B) -4-[[4-[[4- 2- HELEE) -2,
6- —FILORIE ] 2k 1-2- mEnE St ] 2 ] RIEIREE, T4 2500 s TRt 2995 0. 5.1,
2.3.4.6.8.12.16.24.32.48.72.96.120.144.168 FI1 216 /NIl (BEAT 52 1R & RHREE 255
WA 19 D) o AT RS2 IRE AMME, 7R &R G 252 1A 22 /0 2 JR IS [R) (AT RS o

[0359]  FHERAIE) LC-MS/MS ¥, AT A2 (B)-4-[[4-[[4-@2- HE L) -2,6- —
IR ] &3 12— wime 3t ] 2 ] WIS i

[0360] K 4 VL& T ARHAFFEIISE R

[0361] £ 4.

[0362]
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(E)-4-[[4-[[4-2- R TH
#)-2,6-=F AR AR ]-2-
R RIR TR B R E BF A %9 B
715 (314 £ SD) Esingy iy e
N 12 12 12
Cnax (ng/ml) 372 (37) 316 (59) 210(119)
AUCH (ng h/ml) 12448 (2688) | 10455 (2525) | 7421 (2939)
AUC..(ng.h/ml) 12945 (2988) | 10905 (2754) | 7804 (3101)
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Abstract

The present invention relates to a pharmaceutical composition comprising as
active ingredient the hydrochloric acid salt of
4-[[4-[[4-(2-cyanoethenyl)-2,6-dimethyl-phenyllamino]-2-pyrimidinylJamino]

benzonitrile and to processes for their preparation.



