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3. UBURIEE R 2T I (1) 751 » Ho AR 12 8 — 7 B A2 B R £950mg

4 BRI B SR 2B iR 1 77325, Ho i 86 —F & 2 B K 29 75mg

5. WAURIEE R B AT — TR I 7%, HeHiZ 58 IR 2B R MWL 75mg 2 £9100mg .

6. UIBURIEE RS BT IR (1) 751 Ho A 88 7 B R B R 40 75mg

T ABURIEE RS BT IR (1) 75 1 Ho A 88 5 R R £9100mg

8. UIBURIEL SR L BT (1) 77 v2% , e iz 28 — Rl 2 B K 2050mg , 3 HiZ 56 R R Y
75mg .

9. UBURIEL SR LT IR (1) 77325, e iz 28 — & 2 B K 450mg , 3 HAZ 56 —Flm R R Y
100mg

10 WA ZER LA iR W 7%, bz 58 —flE R B R A 75mg, 3 HAZ sl —HIE 28K
#£7100mg .
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14 AR EL SR LSBT IR (1) 75 1 Ho Az 32 08 B A SOl PR R RGBS R SR R IERE R -

15 AR EE R 13 T4 R — TR 1 7%, Horiz sz il 2.

16. WAUREE R 1B R IR B 7735, Hoiz N it .

17 WAUREE R 1B iR B 73, iz N 551k .

18 WA R EE R 15 = 1 TR AR — T T IR 1) 7732, iz N id65% .

19. WIAUR]EE R 1 2 18 AR — Tk ) 77 32: , Hor iz sz il o A S P .

20 GORCRIELR 1 R 19 AR — BT IR B 7%, bz sz i3 A B 4055 .

21 AR EE R 1 22 20 FP AT — T Tl (1) 77 7%, A iZ 52 30 3 Bl 12 52 CYP3A /P 25 1 411
il .

22 WM EER 1 2 2 VAT — TR (1) 77 1%, e g ok — Uit FH4E DL

23 WA R EE R 22 BT iR 1 J7 9% , FLvbole o DL e o 8 — it FH

24 . WAL B R 22 Fr iR 1 77 9% , Ferb AN K 4 DL e it 28— ik it FH o

25 . UNBURIEL SR 1 22 24 HP AR — T AT IR 5 7792, e Hp R 4 DL A D e w2 it FH

26 . WIAUR SR 1 22 24 P AT — TR 19 77 v , Ferbolg 4 DURE /R R FL 242 T2 1 2 e
H.

27 QBRI EE R 1 B 26 AT — TRl (1 77 v , oA iZ 28 — A= A/ 308 R E 4t 17
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A T5E AT RSB B

BEEEA
[0001]  JE%bict FE V% B (0AB) A& T JR % () — Fbeig P4 3 HLAG 487 N R 5510 o E « T JK 2% (1)
LIRE A2 it A7 A1 2 RS TEUR M - 3X 75 X0 [ 22 Tl N RA%: Hh A 40 368 326 1) £ A A0 PR B S 3
AT G5, AT B0 A RN i Bl o 28 35028 AL A B 5, DL A Bl L S BRI 0 B M4 R4t
DA SR A 32 2l % 1) 22 1% R il A2 TR 2E B 350 20 R R R0 o T S e U R Y R e G SR L) A
PRIEF- 18 WLCA B R T8 FE LI WU SO 4IRS
[0002]  MAJpg 3t AR 32 A PSSR, B sk i shE SE SR LIS B3 3l AH O . OABIRRAIE7E T
PREGJEIR, P B BB PR R ZE 18 5 IR R AH G o Al T, 75 3 BRI R 8
i 18 % 19 53 P 0 £ 12k v OABFR) B BRI AR 16 % 2217 % o JBe Ik it B Vi S 0E S o 1 o0 K e R
PERT  AER AT DAk R T FR R I000E 5 e L 10 A5 B ARG A Ji [
[0003]  H A, FT¥697 0ABI) 3 21 2592 il /& Hi 85 LA 24  Pi 85 B 24 1) i PR . FH 32 2
3T P ) Th RO 22 P it 52 PR PR BIR 1], 3% 2 E T 22 T AL 0 B P CESHE 1F  (5 Ri AF0 H AX o
ZRAANR RN (a0, N FIHEE) BT RE M) BT E. 75 I AR IE AN B st S IR B, FE4F
P e FB AT T (PIAE AL T7 P EE B 2h) PULE 3 ms .
[0004]  B-3' LHRZEAEAZAA (Ba—AR) WG /2 76 17 FUR R ZS T U 18 R LI A RO 7
S FEBs—ARTE JR WAk A7 7 kS 2 BRI ) ThAS IE R >R B AR I FT - Bs— AR ) B 48 JE o H 7
ZRRROABIEIR 77 THI IR Th 3k - €4 M ik, A — FhBs-ARBA BN K BL T BE (22l 22 5k 2454 4 2RO
KA (Astellas Pharma Global Development,Inc)) fZEEEFH AR ELIRE 17 LA
FHF0ABIFIYETT o KL UL B Ui o i SR JLALIA) H 1 Ba—AR 5 3 3 SIUL PRI A2 5ty A 5% ok 2% o 4
0o ASE FH KL D1 W %2 B HE PRAZR | R 5 Z5 M0 R 2 KA 98020 UL R A O HE IR 6 ~1- 38 JR &2 3
.
[0005] 4k UIf% (vibegron) (6S) -N-[4-[[ (2S,5R) -5-[ (R) —¥£3& (HRIL) FFFE TNtk ng f5e—2-
B ] ORI ] 45T, 8- A -6H-MEE I [1, 2-a] Mg -6 F L i 2 — PP ) H B &
FEEREMERIB-3'F L R R A8 324 (Bs-AR) B , FLAE 5L T 40 B i A /8 I s A, FE 7 HS A X
T-B2-ARFIB1-AR, XJ Bs—ARFIIEH 1 >9 , 000 % H i $E M - 2 WEdmondson®§ A, J .Med . Chem.
[ 254k 2 2 5159 :609-623 (2016) .

H OH H

N
‘\___JI
[0006] 00
S

[0007] 2k DL A uBs—ARBL SN 71 P% 55 T L [H L& R 58,399,480 /18,247,415 . Tl %
AN AR ENZETEEATFEUS 2017/0145014.US 2015/0087832.US 2016/
0176884 F1US 2014/0242645 . Fr 51 F B A i) 35038 5 51 FH DA AR I N A SC
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B [=115¢ BR
[0008] P 14#i%% 1 WAERFIR AR AP il T ) F100mg A7 5mg ) 24 DL % 3 1) 5 P L ) 22
(00091 [ 2fiZ: 1 4k DU AR VI I AL 22 45 4

RARE

(00101 Ak NS 1 — Fia 7 IS et B i BAE 1 T i » 12 05 I B AL 55— I TR BL g
R IV it B 32l 11 At P 28— 7RV 4 DL R O LU Jm 4 % it P 28 — U= o4 DL Je , 3L
FIZ AR SRR T R

B A

[0011] Dy 7 ASAH F5 N 5 v] LA EE 25 By 3R , B 2 o8 SCHE e RAE WA G Bt F , BR AR a4
SR AR AL, 5 U DL R RS ARIE I ROZ B TR SCHR ) e AR E B AR
T 1T ) 3

[0012]  FEACULBH FFIRRB BRI ZER o, BEUE A “— A/ — M @) 7 “—A/—H (an) " A
M % (the) " BIEEHIERY, BrdE BN R AMNE IR ARE “— A/ —Fh (@) 7 (@ —
AS/—Fh (an) ) BLEARTE “— AR EZ A/ —FhEi Z M (one or more)” 1“2 /b—A> /2 /b—Ff
(at least one)” FEANSCH A LA H At o FEFELETT 0T, ARV “—AS/—Fh (@) " B “—>/—Hp
(an)” B8 A/ HM (single)” AEHANTT T, ARTE “—A/—F (@) 7B “—A/—Fh (an) ” £
FEPIANEE 2/ PR E BE 2 0 (two or more) ”BY “LZAN/ZFh (multiple)”.

[0013]  pbAh, FEASAE ARG O, “F/ 807 N U0 B 5A B 1 i W 18 2 e
AIE BCZH 23 v I B — N R R 8 R R o TR I, 7B AR SCUn AR 15 G0 “AFR / BYBY S RS TR RS
“F/B B AEALFE AFIBY | “ABKB” A (BRI DL A B (BR) o SRt , dndE v an “ABAI/BX
C” & FLE A8 I ARE “F1/807 B 70 5 UL R J7 T B — A4S : AVBAIC; AV BERC ; ABKC 5 ABL
B BELC; AMIC; ARIB; BAIC; A (B ;B (B0 5 LA K C ()

[0014]  BRAE 53 A€ S, 75 WA F I BT A BORARGE PR 2R TE B 5 AR N A A G
TR P 7 38 RN DRE BT BRI AR R S

[0015]  4n e HE AN 15 BH 5 FAUR] LR 45 45 & BB A8 I RIS “497 RO AR MUIRE AR N 7R
AR I H ] F 52 B HERF B X 18] o XA HER FE X TR 2 £10% .

[0016] AR “IBs i B2 BhE” 38 5 2 SRR T IR B A BUAMEA Sul 1 R 48 ATk
iy 5 PRATUFIAR PR AH IR B IR R R B AIE -

[0017] AT O ARLE “Zaa M R 2% (urgency urinary incontinence)” (UUI) B 48
PEBE A R Z ) RARH R B TR IR A B EHEH , I BT Bl S “SuE PR K28 (urge
urinary incontinence)” 8 “EidPESe2E (urge incontinence)” H.#ff FH . UUTIX 5T & A7
PEPR R, IR 7714 PR A ZE R HH Tt 1A 73 3l (1, 4R B 3 B BFT it e sl n ik 5 2
PRGHIA H FHEH

[0018]  4nA LAl A ARIE “Bi5E” = 48 Dh e 0 Stk B0 1 PR A - 45 4n , B 43 3 2 18 B I
VEYERE L IR DhRE , 45 A A AU 0 78 I h AR R IR i

[0019] LA SCHT F RS “JR & B HEME LA REIR 1) S IR 5 18 I HE IR AR

[0020]  4pASSC BT ARG “PRA 2 T A B HE = IR D 75 5K
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[0021]  Gn AR ST B AR TE “Uie B0 A& SR AL AL S AR B, A& 2R 20 i, 4
UL Ui B2 35 (6S) -N-[4-[[ (2S,5R) -5-[ (R) —¥23E (FRIL) H L I kit e —2-F8 ] 3 ] 2
Fe] -4 -7, 8- -6H-MEE - [1, 2-a ] MEmE-6- H B i

[0022] AR SC AT A B ARVE “YEPEOAB” 7 F5 il ik JRATURN IR 2 B TR AR BRI 52 ST 155
o BEVE B

[0023] AR SC AT B ARVE “T-PEOAB” 7 F5 4 il JRATURN IR 2 AN TR R 25 Fr i SIS
POk Ik FEE ¥ B -

[0024]  RiE “24% EaT ez L7
Vs ) e 2

[0025] WM Ab & W) 252 b a2 52 1 3 T DL LR BTG LR 1) 6 o 78 — L STt 5 -
XL HLER A TCH LR B AR T 3h R SR R  BRR B IR AT AR IR oK IR B IR B 3
iR A i R . 38 55 2 0L, Journal of Pharmaceutical SciencelZ5¥)Rl¥44E],66,2
(1977) , ¥ Hoadad 51 UL H BRI NA L

[0026] YA AT A ARIE “Cra” A2 45 18 FH J5 28540 040 B3 R ML 25 9 S

[0027] WA SCRT I ARE “Tuax” 2 $8 it FH 259 J5 2408 31 55 K I 24 3R BB (1D R 1]

[0028] AR AR TE “AUC” A& 45 it FH 24540 J 1) I 245 34k 52 -5 o 1) Ry 1 ) b 28 T AR
[0029] RiE“Fad&” BIREBIE RAM AV RS EHF KRG 25900 = KSR - B, 78
“Fax” T, B WKL 24 Wi 1 W SE3E N T 35 ) 2R 45 A8 75 m) ) ) 8 K S8R ) £
HRHERIZA

[0030]  OR¥E “Va 7 HA” R F6 n) 52 a3 itk FH 24 4 19 1) P s ) B o 4510, 67 B9 0T DA A 2492 S
B Y24 AE szt VAT IR LR 412 404 . 416 . 418, 4110, 4112 4114 . 4116, 4118,
292021242152 2976521104 i . o] LLid Ik 7576 77 H 18] I 5 3 e 240 3 F Bk S AR T 2R 28
(ISR 25 Th R I S BB FAEABR THER « Ul YRR R EE R AR 58 A PR R 2
RAEFPR B RAE

[0031]  VRIT 1%

[0032] AP &E PN AP0 T — PG T B sk BEVE BIRE IR 775, 1% 1R AL A TR B 2 A
1 Bt FH— 8 SRS 4E DUBE , A5 4ERF I 75 ZhARk, RIS S MEA A IR EE - P =R
&, I e R4 DL ) 705, T DUAS 3 48] b A AR 5 T 5 ) o P 5 T 84 FH

[0033] AP e Py 21 7 v ] A e KA 4 DL FH T3 7 JB5 st B3 SIRE IR V6 7 R, IR
/MU EIE o BT BT LU 58 2459010 6 38 770 B, L mT DARH /M4 S0 B A 68 14 0l 5 TR S f
I it FH (%) 2440 DA B FAt AR AIE T AR A4 o 2= I ] DL F A 0/ T 25 W ) S AR U B /N R T R VA
I7, It g B hnsm & , B AR L5 i N R B s R vk,

[0034] AP FE ] RFEME T — PR IT Bt I VS B () 5 V2 T V2 AR AR R — B[R] B
FIA) 32 AR R FH 5 — 50 10 4 U1 I HL U Jo 4 Rt FH 58 550 i) 4 DL o FH T A 4
DURE I Th A 0 ¥E 7 I mT DAL HE 55 — I (8] B 1) — 50 2 B A0, v DAL 46 28 — B i) B A it FH 26
TR R D 2 DL () B ) B — 5 4o, B AT DA B 4 it FH 4 D 1Y) B — B TR) B R BR AN (]
Bt

[0035] A Py IR HR A T — PP NS S WURA St 1 7%, 12 5 T LR TR 5 — I 1) B,
5 R 7] 2R 3 1 ARt FH 28— 771 B P 4 DL o LG S5 9 e FH 28 7R 4 LR o T PR A

TRCEMIN 2 G Rot T2 E I ERA L

el
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2 DU (9 D8 a7 AT DAL 35 25— I TB) Bty — 0 70 4= 0 , AT AR 5 — I [) BORT it
55 R IR 4 DL 1) I T B — 870 » B R DR i FH 4 DL 1) 58— I TR) BORN 265 I 1)
B

[0036] £ — LS it 51 o , 45 it FH ) 4 DL I 10 28— 50 K TR R it PR A 4 DR ) 55— 771

=]

Ho

[0037]  fE— LSyt 5 A , 4 < it FH 1 4 DU 1) 26 — 771 B 2 M 2950mg 22 247 100mg - AL Z150mg
2 2195mg - M\ Z)50mg &= £190mg « M\ 2150mg £ 2)85mg « M Z£150mg 2 £)80mg « M £)50mg &= £ 75mg
M Z150mg 2 #)70mg - M\ Z150mg & £165mg « M\ £150mg & £]60mg 5 M\ £]50mg 2 £]55mg . 7F — LE 5z
it A5, sk R Tk FH P 44 DL (1) 28— 7 A A5 R A5 0mg 22 75mg

[0038]  7F — 4L st 51 H , & X it FH 1 4 DL R 1) 56— 571 & 72 £955mg » £960mg » £)65mg + 2]
70mg . Z]75mg « 2180mg + 2185mg + 2190mg 5k Z]95mg .

[0039]  fE— syt 7 o , 4 < it FH 1 4 DB 1) 56 — 771 & 2 £950mg o 75 — LSt 451 o, B K
Jiti FH 4] 44 D 1) 25— 771 B /& 50mg

[0040]  7E— LSyt 5] o , 4 < it FH ) 4 DR 1) 56 — 7 8 2 40 Thmg o 75 — LSt 451 o, B K
Jiti FH 4] 44 D 1) 55— 77 B A& Thmg

[0041]  fE— LSyt 7 A , B < it FH 1 4 DURE 1 26 — 771 B M\ 2150mg 22 £7100mg - AL Z160mg
£ 27100mg M Z165mg 2 27100mg - M2 70mg £ 21100mg « A\ Z) 75mg 2 £100mg + )\ 2)80mg £ 2]
100mg M\ £185mg %= £J100mg - A £190mg & £]100mg 5 M £195mg & £ 100mg . 7F — L8 52 jifi 51 o
g R Tt FH %) 4 DL 1) 2 — 77 & /& A\ 75mg 22 100mg .

[0042]  7F— LSt 51 H , B X it FH 1 4 DL R 1) 56— 551 & 72 £955mg » £960mg » £)65mg £
70mg « £75mg « Z180mg « Z185mg « Z190mg « £]95mg 5k £ 100mg »

[0043]  fE— LSyt 5] A , A < it FH 1 4 DR 1) 56 — 7 & 2 20 Thmg o 75 — LSt 451 o, B K
Jite FH P 24 DL 1 56 — 57 B /2 Thmg o

[0044] 75— Ee st 45 v , 4 R Jit FH A 4 DL 1 56 — 7 2 2 49 100mg o 78— S8 St 451l o, 4
Rt FH R 4 DLRZ (1) 38 — 571 & & 100mg

[0045]  FF—LESLRti 5] b , YR IT IB5 INE B2V BIRE I 7 V5 AL FE AE 5 — IS [A) B g oK [m) B2 1
JIke it FH 241 50mg (1) 28— 771 & (1) 4 DURE I HL I JS B85 R FH 2497 5mg 1) 58 — 7 2 i 4 D1 o fF — &
SR R, YT IR DRI RV SIAE I T VR B A AR B — I [A) B R K n) 52 T it FH50mg (1) 28
— R R 4 DR - Btk 5 R < it FH 75mg (1) 28 7R 2 i 4 DLRE

[0046]  FF—LLSLRf ] b , ¥EIT IB5 INE B2V BIRE I 7 V5 AL FE £E 5 — I [A) B g oK [m) 32 1
Pl it FH £50mg (1) 25 — 71| 2 1 4 D1 R 9 Ltk 5 5 R it FH £ 100mg (1) 28 — 77 & i 4 1R  fE—
SE St 5, V69T B I BV B 1 7 VAL A 2R — I A B oK ) 52 4 11 ikt 50mg 1Y
B — A 4 DIRE I H 5 B % FH 100mg ) 58 — 77 B i 48 DURE .

[0047]  FF—LGSLRf ] b, ¥R T IBS INE B2V BIRE I 7 VR AL FE AR 5 — IS [A) B g oK [m) B2
Pl it FH 247 5mg (1) 25 — 771 2 1 4 D1 R 9 Btk 5 B R it FH £ 100mg (1) 28 — 77 2 4k D1 FE £ —
SE St 5, V69T B I BV BE 1 7 VAL A 2R — I A B oK ) 52 4 11 kit FH 75mg Y
B — A 4 DIRE I H 5 B % FH 100mg ) 58 — 77 & i 48 DR .

[0048]  fE— LS, 55— I R B A N1 R 2R 2952 [ 291l R 4924 ) L 211 i 222916
S LI B2 128 AR 210 A1 H B L8[ LI BT AR 296 A1 JH &=
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A58 LN A E L4 LV HE L3 L1 B L2 AE— S8 St 49 A, 55— ] B 2 252
J o 7 — Be St g v, 35— ) R B 2024 8] o 7F — B SR R, 55— N IR B R 2916 ) fE— 2
S R, 5 — I TA) B 212 J) o 7 — e St 451 A, B — B[] B 298 ] o 7 — L ST it ]
55— I B B LA AE— LS b, 55— I R B 203 o 7E — SRS 45, B — I ) B
FE L2 ] AR — et , B — I (R B 21

[0049]  7E—sesifsr , v 7 B bk ok B BIAE 1) 7 v B4 R R 1) 32 0 1 IRt FH 29 50mg
(1 56— 7 1) 4 LR FR 82248 A 9 L J 4 K it FH 2407 Smg 1 44 LR

[0050]  7E—sesiifs , v 7 B bk ok B BIAE 1) 7 v B4 R R 1) 32 4 1 IRt FH 249 50mg
(1 55— 7 1) 4 DL 3R 822408 J 9 HL b J 4 K it FH 2401 00mg g 4 DR

[0051]  7E—sesifs , v 7 B bk ok B3 BIAE 1) 7 v B4 g R 1) 32 0 11 IRt FH 249 75mg
(1 55— 7 1) 4 DL FR 822408 A 9 L J 3 K it FH 2401 00mg g 4 DR

[0052]  7E—LLsijfafi] o, %52 R E B SIE P R EE PR SRR IR o

[0053]  7F—Sesijiifs b , %2 il & BoA Sud M JR K 2E (urgency urinary incontinence
Burge urinary incontinence) JK & JRAFIRL SR ) — FP ek 2 FPREIR

[0054]  7E— LS 5 v , %52 3 R LA o A — L S 1% 52 iR R N BB
TE— LS, 1% 2R E RN

[0055]  7E—Uesijita il b , 1% A2 R H I 18 % o 7E— st ol , 1% 32 BT 2185 7
— s, %2 R E A6 E L8 % (A6 R A1 25 B A 128 L) 18 % 2 ] o £E — LL S i 441
W A% AR I 2920 %5 o 7E — e St 5, %52 i I 2925 % o AR — St 451, 157 3K
HBE230% A — LS, %R E B 2035 %5 o A — S S b L %2 AR 40
B AE— St , 1% 82 A AR A5 % o AE — EE S ] R, %52 IR T 50 % 7 — L it
Bl 1% 2 AR BT 55 8 o FE— LS, 1% 52 iR B IE 60 & o 7R —Le ST, 1% 52 A
65 % AE— LB SEHE ], %S IR FH L 708 A — oS ] L %2 R R 75
[0056]  7E— s s , 122 77 V2 B0 FE K 0 2 4 DURE (1) 24 9 B 7 2 A D T 17) 32 e
FH 22 BB AR o 76— SE St ) v, 1) 12252 403 10 FRote FH /623 4 DL () B AR ) 26 9 BT 71
[0057]  FE—sesjfslr , 152 0 A S 0 BOR R B I XU 7R — St
A BRSPS P E B CE T .

[0058] 7 —uLsja il Hh , %52 i O A B 2 AR S 0ABY T v o 78— LB STt 45 1 , 1% 52 il 3 i
RIEZAES0ABIT 4

[0059]  7E—sesifsl , 1% 28 — A BB RS Ut 7 N Z0ng/mLZE 231 3ng/mLEY) 4 U1
B P A2 45 Cnax o

[0060]  7E—LLSLyt e , 1% 58— B A 2Rt T AMZ1331ng » hr/mLAE#£3613ng *
hr/mLI4E DLRE I 2 28 AUC

[0061]  FE— BB fs] b, i 55— IR R R SR At L0 5/ 2296 0/ ) 4E DL
B P T o

[0062]  7E—sesifil , 1% 58— FIE B RS Ut T N Z0ng/mLZE 231 3ng/mL I 4E U1
B 2 A5 Cnax MZI331ng * hr/mLZE £)3613ng © hr/mLA)24E U1 ) Fa A AUCHT /B Z10. 578
I 22 296 07N [ 44 DB 1) T o

[0063] £ — ezt o) , 45 24 DURE 5 88— 24 75— ke it FH , 1% 28— 24 7500 4 49 dn A HR v
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FIr iR BRI AT AR 245 701 o £E — SS STt 491 v, e 4 DL 15 58 — 25 W) A B i FH o E — S0 STt ] v, A 4
DL 5 58 24 550 it FH o 7E — e STt 451 o, b 4 DR A 2R 250 2 A/ B e . R
SCHT I 1 STt 1) 4 LGS it FH

[0064]  FE—LeS it 5] , 1% 32 i PR R 42 52 i B Bl DL oA 7 X2 85 T4 i (4 Z P45 041
fill 771 (anCYP3AMRIFH) LR AR LA R CYPR A 254 : CYP1A2.2B6.,2C8.2C9.2C19. 2D6 AN
3A4,

[0065]  FF—SeSijidsH , 1252 i AR Bl 1252 ik A DL Ath 77 25 8% TP a1 45 o
[0066]  CYP3A/P—H4 F # i FF CLFEAE AR T HL iR R 4E 9% vy 5 3% RSk L 7
iR A JE IS UL F5 AR AR5 5 P A 2 Je T B R AR D R A
FHFEH T REHLVC T B H A8 (tipranavir) FIFFEA T AERIOK B R A MAERA K
(NN E S R IE R e IS ENE - 3 N2 (e - A5 | 1B, SN IV (S 1 S B e
Fi VAR (a0, B E) (PERKIL 5 0 Z B PRIR (PAH) (b)  AREET RS 38U« Y UK
JEEFFT LD FRME (isavuconazole) 7 VAT  FH AR IE AL A JE .

[0067]  #E—Hesjti s rh , 1% 532 1 P BE 2 52 Ik A B DL H A )7 202 5 T B E 2 R 5 4t
7l

[0068]  F5 BEERHSZARFE U AIFEE AR T R E S0 FTHE M 23R 7 B E B B
WK P81 R MR B 22 PRI R R A B DU I | S AR 1 © B A T R IR e AW
fig + FERERAT 60 AR 3R (trihexyphenidyl/benzhexol) FE4F 2 € R FAHT A AETHT R
FEit 36 DLAERR L AT 8RR b 1R

[0069]  fE— LSyt 5] , 75 25— B 18] B AR m) 1 52 1 it FH 28 — I B 4 DL HLk s
B Rt F 28 — R 2 4 DLRE , IF HAERE 3252 IR A Bl DA oAt )7 20 2 5 T B B0 2 AR Fh Pl
[0070]  fE— LSyt 5] , 75 25— W) 18] B A 0K m) 1% 52 1 it FH 28 — A B 4 DL HLk s
B R it A R B 4E DU , I H AR 4252 ik FH B DL H At 77 205 5% T-CYP3AHI 5.

(00711 fE— LSyt 5] , 75 25 — W) 18] B A oK m) 1 52 13 it FH 28 — I B 4 DLRE 9 HLk s
g R it FH A R B 4 DU , I HL AR 4252 ik FH B DA HAth 77 205 B TP Hl a1 46157
[0072]  #F 2Ly i, 1252 AN Pl 452 ik FH B DA At 77 2 5 B T BRHL Vi 51

[0073]  #F—2esijifil , 152 i AN PR 52 i P B DA Ho A 77 205 B T (1.
[0074]  #F— LSl b , K 4 DL R 4 — S i FH L 7248 5 6040 B A it FH Bl 7R 28 J 27N Y
it FH o AE— St 5 R, TR S iR A T A, Yt FHAE DL .

[0075]  fE— LSyt 5] , AN il %8 7 268 ot FH 4 DL o 7 — e st g v, 768 28 Ji R I A
ZINEY Tt P 4 DR

[0076] et g v , 5k Ok — IR AR I IR Bl DR = it FH4E DL R o AE — e STt A7)
B R — it FH 4 DU .

[0077]  JR FH4E DURE A9 32038 1 I & (BP) A0y 3R (HR) AT T 3 26 i) 284k, 5 R FH 22 78 591 1)
ZARH LR E TR AL L 1% E AR T R (a0, 8 B 12 ) & 7 1 U 4
J& (SBP) FHXT T3 46 (1) V- 351 e K A4k, 7 B 5 i FH e BRI AR A A L %P 35 B KR AB A /N T
2.0mm/Hg/NF1.9mm/Hg/MTF1.8mm/Hg./NTF1.7mm/Hg/NTF1.6mm/Hg./NF1.5mm/Hg. /)
F1.4mm/Hg/NF1.3mm/Hg./NF1.2mm/Hg/NF1. 1mm/Hg/NF1.0mm/Hg./NF-0.9mm/Hg
/INF0.8mm/Hg «/NT-0. 7Tmm/Hg /N F-0 . 6mm/Hg 5Y/N -0 . 5mm/Hg .
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[0078]  fE— LSyt 5] , 75 25— W 18] B A oK m) 1% 52 1 it FH 28 — I B 4 DR HLk fs
5 Rt FH 28 550 = 0 4 DURE , I HoaZz sz i3 7R VR 7 BAIR) (B dn, 8 Fi k12 ) & 1 7 5 ik %<
BT 3218 2 10 A2 AL M EL 7N - 2mm / He ) SBP A X T3 28 (1 7 1 Bt K ARAK o 7 — e st 45 o
T 55— I 18] B B K [n) 1% 52 603 it FH 26 — 77 2 10 4 DL 9 LI Js 3 % it FH 28 — 55 = 44 D
K , 3 Haz 2 & e va 7 e (a0, 8 sk 12 ) & 71 1 5 Mk B 22 B 7 1 52 i 1 AR 4 AR L
/INT Tmm/Hg () SBPAH XS T~ J 28 1“1 35 e KR4k

[0079]  fE—ESji o) , 252 i E ML 65 % , I HAE S8 — W 18] Be g oK [n) 1% 52 1 3% it FH 26
— 55 R A DR HL G 5 R R it FH 2 R B 4 DLRE , I HoZ se a3 fE e T A (gl 4n, 8
JEE12 ) &7 1 5 0 22 R 8 523803 1 AR A A EE /N T 2mm/Hg [ SBP AR XS T+ 2L 4k (1) °1- 3
B KR o 75— 2S5 L %52 i i IE 65 %7, IF HLAE 55— i 18] By AR K 1) 1% 52 4 3 it FH 28
— 55 R A DR HL G S R R it FH 2 R B 4 DLRE , I HoZ se a3 2R e T A (il 4n, 8
JEE12 ) 7 1 5 0 22 R 8 52 303 1 AR A A EE /N T 1mm/Hg [ SBP AR XS T+ 25 48 (1) °1- 3
IE NG

[0080]  7E—Esjife] %52 i ML 45 %, I HAE S — W 18] Be g oK [m) 1% 52 140 35 it FH 26
— 55 R A DR HL G S5 R R it FH 28 R B 4 DLRE , I HoaZse a3 fE e T A1) (il 4n, 8
JEE12 ) &7 1 5 0 22 R 8 523805 1 AR A A EE /N T 2mm/Hg [ SBP AR X T+ 25 4k (1) °1- 3
B KR o 7E — 2S5 L %52 i I 45 %, IF HLAE 55— i 18] By AR K 1) 1% 52 4 3 it FH 28
— 55 R A DR HL G S R R it FH 28 R B 4 DLRE , I HoZ se a3 fE e T A1) (gl 4n, 8
JEE12 ) &7 1 5 0 22 R 8 52 3805 1 AR A A EE /N T 1mm/Hg [ SBP AR XS T+ 2L 48 (1) °1- 3
IE NG

[0081]  7E—ESL 5] 1 , 1% 52 B3 fE ¥R 7 1) (i, 8 JH B 12 ) 48 77 T &% 5K J& (DBP) AH
X TR 5 R AR A, FF H 5 IR 22 BRI B AR AR LG S 1P 35 5 KR A /N T2 . Omm/Hg
/NF1.9mm/Hg /N F1.8mm/Hg/MF1.7mm/Hg/NF1.6mm/Hg./NT1.5mm/Hg/NTF1.4mm/
Hg./hF1.3mm/Hg./NF1.2mm/Hg./NF1.1mm/Hg./NF1.0mm/Hg./NF0.9mm/Hg /N T
0.8mm/Hg./NF0.7mm/Hg/NF0.6mm/HgE/»T0.5mm/Hg »

[0082]  fE— LSyt 5] H , 75 55— W 18] B A 0K m) 1 52 1 it FH 28 — I B 4 DL HLk s
5 Rt FH 28 550 = 1 4 DURE , I HoaZz sz i3 7R VR 7 BAIR) (i dn, 8 FE k12 ) & 1 7 5 ik %<
TR TR 3233 1 A8 A A EE /N T 2mm/Hg PRI DBP AH X T 3 28 1 ~F- $2) e K AR, o 78— LL S i 451 v
T 55— I 18] B B K [n) 1% 52 6 3 it FH 28 — 77 2 10 4 DL 9 LI Js 5 % it FH 28 — 55 = 44 D
% , 3¢ Haz 2 E e va 7 e (a0, 8 sk 12 ) & )71 1 5 Mk F 22 & 7 1 52 i 1 AR 4 AR L
/INT Tmm/Hg () DBPAH XS T~ J 28 1“1 35 B K ARk

[0083]  7E LS o] , %52 i ML 65 % , H HAE S — W 18] Be g oK [n) 1% 52 4 35 it FH 26
— 55 R A DR HL G S5 R R it FH 28 R B 4 DLRE , I HoZ se a3 fE e T A1) (gl 4n, 8
JEE12 ) 27 1 5 0 22 R 8 52305 1 AR A A EE /N T 2mm/Hg Y DBP AR X T+ 2L 48 (1) °1- 3%
B KR o 7E — 2S5 L %52 i i IE 65 % , IF HLAE 55— i 18] By A K 1) 1% 52 4 3 it FH 28
— 55 R R A DR HL G S5 R R it FH 28 R B 4 DLRE , I HoZ se a3 fE R T A1) (gl 4n, 8
JEE12 ) &7 1 5 0 22 R 8 523803 1 AR A A EE /N T 1mm/Hg I DBP AR X T+ 25 45 (1) °1- 3
E NG

[0084]  7E—ESj o] , %52 X E ML 45 %, H HAE S — W 18] Be g oK [m) 1% 52 14 35 it FH 26

10
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— 55 R A DR HL G 5 R R it FH 2 R B 4 DLRE , I HoZ se a3 fE e T A1) (gl 4n, 8
JEE12 ) & 1 5 0 22 R 8 52303 1 AR A A EE /N T 2mm/Hg Y DBP AH X T+ 25 48 (1) ~1- 3
B KR o 7E — 2S5 L %52 i I 45 %, IF HLAE 55— i 18] By AR K 1) 2% 52 4 3 it FH 26
— 55 R A DR HL G S5 R R it FH 2 R B 4 DLRE , I HoZ sz a3 fE e T A1) (il 4n, 8
JEE12 ) &7 1 5 0 22 R 8 52303 1 AR A A EE /N T 1mm/Hg I DBPAH X T+ 2L 45 (1) °1- 3
NG

[0085]  fE—ESLife] %52 i I 45 % , 75 5 — N [R) B A K n) 1% 52 63 i FH 56— 7
(1) 4E DU I HL Ja B oKt B 28 — 7R 2 0 4 DR, 9F B2l & £Eva 97 AR (9 , 8 J&
12J8) & )51 1 5 Mk B 22 BRI 52 6l 38 1 A2 4 AR B 7N T Tmm/ Hg R DBP AR X - 2 28 1) ~F- 33 e K
AR FF H ARG T W) (il an, 8 I B 12 Ji) & 175 1 5 ik FH 22 B i 32 il 38 0 R A AR b /T
Lmm/Hg I SBPAHX T 3L Z2 1) ~F- 351 Bt R AR

[0086]  fE— LS fe] 1 , %52 i I 65 % , 75 5 — I [R] B &g K n) 1% 52 63 i FH 26— 77
(1) 4k DU I HL Ja B oK it B 28 — 7R 2 4k DR, 9F Bz 32l & £Eva 97 SRR (9 , 8 J
12J8) & )51 1 5 Mk B 22 BRI 52 638 1 AR 4 4B EE 7N T Tmm/ Hg R DBP AR X - 2 28 1) ~F- 35 e K
AR I HARIE T B (il an, 8 B 12 Ji) & 175 1 5 ik FH 22 B i 32 il 38 0 R A AR b /T
Lmm/Hg I SBPAHX T 3L Z2 1) ~F- 351 Byt R AR

[0087]  fE—RLSLyt o , 1% 32 AE V6 YT JHIA) (40, 8 sl 12 &) & 17 1 /T~ 10mm/Hg  /)s
+9.5mm/Hg /N F9mm/Hg /N F8. 5mm/Hg /N F-8mm/Hg /N F7 . 5mm/Hg /N T 7Tmm/Hg . /N T
6.5mm/Hg /) F-6mm/Hg /N5 . 5mm/Hg &% /N T-5mm/Hg UL 48 . (SBP) AHXT T 3L 2R 1) P 3 K
AL

[0088]  fE— LS5 , 75 25 — W) 18] B A K [m) 1% 52 1 it FH 28 — I B 4 DR HLk fs
B Rt FH A R B 4E DLRE , IF Bz sz ol fEie 7 A (il an, 8 J sk 12 &) & 7 1 /T
10mm/Hg () SBPAF X - H: £k 1) ~F- 45 B KAZ A

[0089]  7F—sEsizjififilrh , 1% 52 i it 65 % , H HAE 5 — B (8] B A K m) %52 10 3 e FH 28
— 55 R A DR HL S5 R R it FH 28 R B 4 DLRE , I HoZ se a3 fE e T A1) (4o, 8
JEB12 ) 473 7 7NT-10mm/Hg (1] SBPAH X - 35 28 1) ¥ 33 i KAZ AL

[0090]  7E—sesizjifi il rh , 1% 52 W it 45 %5, I H AR 5 — B (8] B A R m) %52 10 3 e A 28
— 55 R A DR HL G S5 R R it FH 28 R B 4 DLRE , I HoaZ se a3 2R e T A1) (gl 4n, 8
JEB12 ) 273 7 7INT-10mm/Hg (1] SBPAH X - 35 28 1) ¥ 35 i K AZ AL

[0091]  7E— LS5 , 1% 52 3 fEva T B IA) (1 dn, 8 JE Bk 12 ) &2 3 17/ Tmm/Hg /)y
+6.5mm/Hg/NF6mm/Hg/NF5.5mm/Hg «/NF5mm/Hg /N F4 . 5mm/Hg /N T 4mm/Hg . /N T
3. 5mm/Hg /N T-3mm/Hg /N T2 . 5mm/HgB/IN T 2mm/Hg i £ 5k & (DBP) AHXS T~ AL £ 1P 351 5 K
AL

[0092]  FE— LSyt 5] , 75 55— I 18] B A oK m) 1% 52 1 it FH 28 — I B 4 DL Bk fs
5 Rt FH 28 55 = 1 4 DURE , I HZ sz i3 7R VR 7 TR (1 an, 8 FE e 12 ) & 15 1 /N Tmm/
Hg IDBPAH XS T+ L £ ¥ ~1- 38 Bt R AR

[0093]  7E—sesijifi il b , 1% 52 3 it 65 % , - H A5 5 — B 18] B A R ) %52 10 3 e FH 28
— 55 R A DR HL G 5 R R it FH 28 R R 4 DLRE , I HoZ se a3 fE e T A1) (il 4n, 8
JEEC12 ) 223 1 /N Tmm/Hg I DBP AR % T2 28 (1 ~F- #2) e K AR AL .

11
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[0094]  7F—uEsjifa 5 , iZ A2 R E ML 45 %, I HAE S — B 8] B R K 7] 1% 52 40 3 it FH 26
— 55 R A DR HL G S5 R R it FH 28 R B 4 DLRE , I Hoz se a3 fE e T A1) (il 4n, 8
JAE 12 ) 455 7 /N T Tom/Hg (IDBPAR XS T F 28 11 °F- 2y e K ARAL .

[0095]  fE—ES o] , %52 i I 45 % , 75 5 — I [R) B A 2K n) 1% 52 63 i FH 26— 7
1 4E ULRE IF b J5 B it FH 28 RIS 4E DIRE 1232 A2 1a 7 1) (9, 8 fE Bl 12 J&))
22113 1 /T Tmm/Hg () DBPAH X T HE A ¥~ 1) e K AR AR FF HAE IR AR (140, 8 JH 512 ) 4
3 7 7/INT10mm/Hg i) SBPAHXS -3 26 (1) - 351 e K24k

[0096]  fE— LS o] , %52 i M IS 65 % , 75 55 — I8 [R] B A K n) 1% 52 63 i FH 26— 77
1 4E ULFE IF b J5 B it FH 58 RIS 4R DIRE 12326 A2 167 1) (9, 8 FE Bl 12 J&)
22 117 1 /T Tmm/Hg () DBPAH X T HE 4 ¥~ 1) e K AR AR FF HAE IR HAIE (140, 8 H 512 ) 4
3 7 7/INT10mm/Hg i) SBP AR -3 26 (1) 1 351 e K2 AL

[0097]  fE— LS5 , 75 55— ) 18] B AR m) 1 52 1 it FH 28 — I i 4 DL HLk s
B R it B8 IR 4 DR, Hazsz il fE iR 7 W) (9, 8 B 12 /&) & 77 1 24/ Nt
P EHE IR IR B X T3 2 AR Ak , FoFR i AR AR T ik B e BRI 52 038 1 AR 4k« 5 22 B35
[ 22 e MZ)-0. 4 £ 45-1.5, Bl #1-0.4.-0.5.-0.6.-0.7.-0.8.-0.9.-1.0.—-1.1.-1.2,-
1.3.-1.48%-1. 5 BARAT PR AN AT A8 8] (1) G o

[0098]  fE— LSyt 5] , 75 55— W 18] B A oK m) 1 52 1 it FH 28 — I B 4 DU HLk s
B R it FH B8 IR 4 LR, H oz sz il s fE R 7 W) (il an, 8 sk 12 ) &7 7 MZ1-1.5
E4-2.5 I, 4-1.5.-1.6.-1.7.-1.8.-1.9.-2.0.-2.1.-2.2.-2.3.-2.48-2. 5. 5T
AT RTIRAE 2[RI TG ) () A 24 /NP S0 HE PR VR BRI X T JE 26 1 AR 4k

[0099]  #E—LLsLjita i , %2 E TR TT 2 AT B AP R = LRI Sa v R 2R 2% (UUD)
RAF 3 BAESE — I 18] Bk Ok () 1252 13 it FH 56 — 75 00 4 DR 9 HL Ik Ja 455 oK it FH 56 — 55
S 4E DU, 3 HAZ 2 il F 7R v 7 B (i, 8 R 812 ) 48 53 1 UUT R AR 10 ~F- S VR BOAH 5
TR AR, H AR R Tk B e BRI 5238 22 4L 5 22 BRI 22 7 R N 29-0. 2
E4-1.5,H10%-0.2.-0.3.-0.4.-0.5.-0.6.-0.7.-0.8.-0.9.-1.0.—-1.1.-1.2.-1.3.-
1. 48015 BT AR PN BB B (Rl Y

[0100] 7 —LsTjita i o , %2 E TR TT 2 AT B AP R = LRI Sa v JR 2R 2% (UUD)
RAF 3 BAESE — I 18] Bk Ok [ 1252 13 it FH 56 — 75 00 4 DR 9 LIk Ja 45 0K it FH 56 — 55
T 4E DU, HZ sz ik 2 va 7 08 (Ban, s sk 12J8) &0 7 WNZi-1.38 25-2.5 (i,
#5-1.3.-1.4.-1.5.-1.6.-1.7.-1.8.-1.9.-2.0.-2.1.-2.2.-2.3,-2.48-2. 5. BT }§
AT IRAE 2 (BTG R IUUT A AR )P S5k B T340 10 22 1k

[0101]  7E— LSyt 5] , 75 25 — ) 18] B A oK m) 1% 52 1 it FH 28 — I & 4 DR HLk fs
5 Rt FH 28 55 B O 4 DU, I Hoaz sz i3 fE a7 BATR) (9, 8 i s 1 2 ) & 1 Rk HE IR
[P HE PR & (mL) AHXS T JEE2 1) A4k, Hor A8 (oK T e 22 BRI 52 10 1 284k - 5 22 T
K] 22 S5 2 N Z120mL 5 £35mL , 451 a1 £920mL « 21mL « 22mL  23mL  24mL « 25mL « 26mL  27mL . 28mL
29mL+30mL 3 1mL  32mL  33mL « 34mL 5, 30mL B AT 7] P AN i iR 18 22 1] () S 1

[0102] 7 —LLsTjita i o , %2 E TR TT 2 AT B A PR R = LRI Sa v JR k2% (UUD)
RAF 3 BAESE — I 18] Bk Ok () 1252 13 it FH 56 — 75 00 4 DR 9 HL Ik Ja 43 0K it FH 56 — 55
T YE DU, I HZ sz ik 2E a7 08 (B dn, s s 12 ) &) 17 £ /050% & /55% . & /0
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60% E/065% E/0T70% F/DT5% /080 % 5E 2 /85 % [ BF R UUT & AE 1) ~F 241 VR B 11 Uk

b

[0103]  fE—SLsLyti ol , %32 H FEIRIT AT BA PR R = LRI R SR A 3 HAE S
— o [B) B R[] 122 32 Ttk FH 87— 7R 2 R 4 DL I LU 5 8 Rt FH 28 — 7R 2 48 DR, 5F:
HAZ32 W AR 7 W) (Blan, s sk12)8) &5 7 #/030% &= /040% .2 /045% . & /D
50% & /055% \F60% A 065%  F /D70 % B E D75 % (AR IR SR AERI TR BT
b o

[0104]  7E—SLsyt o , 4 DIBE BAG 294 J8 (1) R 18] o 75— 2L Syt f5 o , 48 DIBE B 293
JE () IS T o AF — e S i 7 v, A4 DR EL A 292 JE 1) S 250 [A] o an AR SR A, D 28y (]
(onset of action)” ¥t H 5 25 W1 Ik 148 25 B 46 2% 1R 4 LI [

[0105]  Z¥Epfisfl &4

[0106]  AHE e N AT T A& A SO 5 00— & I E R 4E DURE K 250 s R & -5
oA iZ B TR 2 A 00 BT ROt FH o 10 5 28 2 AR R RN 2 A AT B4 91 i
QAR TC 1) it P 7510 T 3 7 RN 2 B 77 S e 2R T o A — SR S 5] vh IR B B R R A
W [EAARF AL, G 5 770 RN R B 7] o A — e S 5] Hh , T 6 BT 1) B 2H A 2

[0107] 227 Bl 252 BRI 72 A A 92 A R, an FURE 3ldn £F 45 35 JE R iR
B R TR R B ISR I A AR AR H BR BRI SCR R AT R 2 R N SR A 4
o LRSI, AN SR B R 1) 25 ) B AL R B 2 A B S R R A R R A TR R
577 8% 2 0L, Remington’s Pharmaceutical Sciences[75HTZ5¥5l2%], 55200, Mack
Publishing [Z25e H ikt ] , 5 47 3% Ja T MR Bt (2000) , K s i 51 H DA #E AR I A AL,

[0108] £ —ANSEHtifel b , A ST B iR I 25 FR AL R 2 40 A W0 B 5 T R B Tl m T 4R 2R
TR B2 Y 2N SR TR SR A o 25 RN R I PR

(01091 10 1) 28 T DA 3 ik o 4 245 4 s 52 AR ) 6 o S SR BOR B35 491 S g vk iRz L 2 B
R J B TN R AR LA .

[0110] 7 —SEsjta il , A B 58 N 45 (1) 29 W S A R 2 2H 6 A & L 250mg 52 £9100mg (1)
Y D1RE

[0111]  FF—LESThf i b , A g ) 25 B 25 1) SR 7 B 4H S )AL 5 A Z55mg %2 £100mg « M
2160mg £ 27100mg « M\ 2165mg £ 27100mg - A Z)70mg 2 ZJ100mg N 21 75mg £ 21100mg M\ 2
80mg £ £100mg « M Z]85mg 2 £7100mg « M Z790mg & £)100mg 5 M £)95mg & £ 100mg [ 4 D% .

[0112]  #E— et il , A B 78 8 25 (1) 29 W S A R 2 2H & A 5 L Z50mg 22 £95mg M
2150mg £ 2190mg M Z150mg 2 £)85mg « M. £150mg 2= £180mg - M Z150mg £ %) 75mg « M\ Z150mg &
2)70mg M\ Z150mg 22 2165mg « M 2150mg 22 £]60mg 5 M\ £150mg 28 2155mg 1 4 U1 .

[0113]  FE—Esjta il , A B 78 N 45 (1) 29 W S A R B 2H & A 5 L Z60mg 22 £790mg M
£/)65mg %= £)85mg Bl A\ £70mg % £180mg 1) 4 U1 P .

[0114]  7F— LSyt 5 o , A4 7 N 5 10 25 W B A ) 2 4 & 0 A 7 2955mg . 2960mg . 2
65mg « £ 70mg £ 75mg « £180mg  £185mg » Z)90mg 5 £ 95mg 1] 4k D1 [% . 7F — Lo st 5| vh , A9 2%
NI 2 A ) A S A 29T mg I 4E DR .

[0115] 7 —sesjta g v, WT DL AN B 78 A 45 1) 24 ) B S 551 B 2H G WD R o AE — S8 51 it 51
Hh AR R N 25 ) 245 0 BN R 2 4H S DA 1 Rt FH 2 T B AR

13
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[0116] AR E

01171 75 JURR AR AN A I3 T 4 DURE L DUA 2 FL6E A Ba— AR SR S 770 R o FoAth A\ B-
AR A 1) e B LA AR R AR BRI Ba—ARIR) R o

[0118]  FETHAEE M & A il & T 4 DL 75 P , 1% 00 5 W & A8 e R IE A\ Bs—ARF) H [ £ B U 21
(CHO) 2t . H &4 g J 7 TR 2R A Bt i A P 338 o 00 2 7 MR XS T 48 3 3601 1) 5 ¥ sh 77 (e TR
IR WO B DA A A IECs0.

[01191 4 DI A 2 H B e 3 i Bs— AR Bh 75, ECso o 1 . InM, 3 HLARXS T B A iR
FMBOE 84 % o 1E40 % N ML FIAFAE T WS 2R /NI LB 22 6 (ECs0=1.7nM, 102 % ¥
) X S SRR K B 45 A TEARF49% R &) — 3.

[0120] b4k, 38 3 F 204 B1—ARE B2~ AR CHOLH g Hh 34T M A 8 1 AT T B1— FIB2—ARVE
T, Y U1 X6 Bs—ARF 3 81 o MEXT T B1-ARFIB2-AR , 4 UL Xif Bs—AR L AT i B e 2 1k, 7E T
21 ) A A Th 0 5 v, s AN T Bi-AREBa—AR , % B3~ AR B 1> 900015 1 1E Bk
[0121] {5 F A\ 5% B 20 B B2 BY Ba— AR 20 i il £ PR, 5 A7 o4 5 4 &5 6 Dl P i o 1 4
DURE PR T Cao. 24 D1 R 7 I8 BB 225 2 0 i v oF 3 4 R S P B- AR AR 1L R F5 B 750 2 T-CYPIK)
Bs—AR TCs0=193nM (86ng/mL) 5 4k Ul & Xt N Bs—ARFIAG IR S8 sh7)3d PR AL 1 25 Ao
A B AR B = 540 A P58 S RAB B SZ AR 5 AR I SZ AR X B8 04 0%, 1K 9 & #mT D@
REEHURISE A W LEAh  Z A VIRE A 5B1-ARGE A, A 5B ARG &, WTELE A 5 5
D52 o RTUESE R, AT AR IAZAL S P RE A 2 1K 5 57 R () B B 7 A A2 K 8 52 AR ) F5 470771 o
[0122] Wk 73 A5 ARG FD R

[0123] 7 FE & TR, 78 IRt A 2 J5 K201 & 3/Ni), 4 DL ik 31 e K if 24 9k B
(Cax) o T35 Cax FIAUC LA KT~ 5 751 5 R b 451 1) 77 208G Jnis £1]400mg o B R — IR 25 25 4 D1 F , 7
TRWIE B Fa SR A2 BAUCT U 35 BRI RAEFE B2 E P L2, F HEEER
B (B ) i 292 8. FEH R R it FH Ja , A T2 H AT 4 M2l TR i 4E L
b L 70 H AT A B M 23 H 0 4 DL B 0 B 35 i (<2£%)

[0124]  FEd R FERZ T Lo ted, SEZE RS T AR A 7 E AL, BE &4 — kit H
150mg 4 D1 R (1) 22 Uk 11 ARG 5 B0 1R (1P 3 AUCo-24 FH Crax B A2 2742 % F159 % , I H 55 14
KIPIF3IAUCo-24FH Crvax T A 220 %6 F1143 %6 o

[0125] 76— 10 FH W 70 4 DURE7E S REThREAS 00 B3 R I 25 4R35 1 W38 4y TR
PRES BRI TR, 4 DU ) R AT 258 (VA/F) A2 K 2991201 . 4 DR 5 N\ 1 3% 8 [ 45
& (CRZ4149%)

[0126] @it 2 FPigte (ELHE JRAEME L JH T HEHE R AT A T4 Bk 4E DB R CYP3A4E 71 5t
RAMR G ) £ ZECYP, E2 A EHALLT- 75 4 DR 1 Vi o 07 TGRS IR BEAE o PR AR RE 52 0 1 I
BT T R, R B IR EAE A e AR AR A DL 4 T Bk o 7 T w1 P T
P51 W R A2 79 % , £E ZE 5 AN PRI [RI ST i) 7] B 43 ) & K 24959 %6 120 %6 o

[0127] R K0 43 4 U1 75 B A/ D JC A8 A 1) BRAAR 245 0 49t 3 Bk o PR 300 R 286 {8 A 1) 7
Fhk EA WY, Horbefh (M1 M3 M4 M6 M11AIML7) B2 A EY (3 W E2) ACETHYIMT 2 4
DURE IR ORI B BR 2R A « I 2% Hp [M4CT 2 DU A7 A= 1 JUR V8 1 (V0 R B LA 0 . 3uMIT) 35 e
F12 . ShF) Taxo I 32 AE AR 2 A D R TR A PR TS 2R BH L R 284k (1) 4 DL 23 31 o5 I 5% s v 1
Z178 % FIZI73% , ¢ HO-HIHEF R M7) 2 F ZRIIE IR (5 25 25 W AH S 44 R
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2912%-14%) oFE N ML H A I 21 P9 A 53 A1 B 0 AR AR AR R M4 (496 -6%6) AIM1T (6% -
T%) o FEME T4 24 Jo A AR [) 550, TSR AE im0 T80 P R ARG T TE 32 20 AT o R T T A
DA R[] R 3R A5 A2 05 100 54 KA v 21 3 1, DAL I TG A o i 2 R 7 AR U A 1Y) SR AR
e

[0128]  FEFHEMEZEZIRE T, 4k VI A 59-94/ N A K t1/2. FEFAE T, H4E B
P IE % (CLR) 78 BT FI & /K F ¥I7E 1502 187mL/min 36 Bl , T 3 4E 52k (B0
V) ICLREE AR T 127mL/min. FERRAS N BT HEME 1) 7 & 7330 (Feo-aane, ss) B W 71 & (13 0
1T 3N A A, S Bk HH o 5 R S (0 389 00, ZE PR R FE 3G 0 o £ eo-2ane, sSTE AR S MR AE N
H AL, 7E 5 5 B R E100F1150mg N2 2114% , I+ HAEZ HF 2 H7E100mg /22

CN 110869053 A i)

17% « H A F 2R3 11T eo-aane FICLR S 7E IR H A 2380 o002 31 1) AR AL

[0129] sz

[0130] =41

[0131] 4 DURE Jy 77 C il i

[0132] 4k DU[% F 71 (50mg . 75mg F1100mg) 4L s T3 14 .

[0133] SR 1% DIKE Fr 77 4H
;0 7k $ATIRBE

50 mg 75 mg 100 mg

A H A mg/ h mg/h mg/ A
MK4618 &MY 50.00 75.00 100.0
H 95 pE BF A 20.75 31.125 41.50
fkoh 4T 4 & H A 20.75 31.125 41.50
REEHR P R % F 40 | B R A 3.000 4.500 6.000
HZRAS U E F5A-7 4.500 6.75 9.000

[0134)  lp pemsax b 1.000 1.500 2.000
Bk ! 77 | (35.00-45.00) | (52.5-67.5) | (70.00-90.00)
FVES & 2 100.0 150.0 200.00
R R EF R
K ! 77 (45.00) (67.50) (90.00)
e TT 4 # G 5.000 7.500 10.00

(39K 110004 )

%3t 105.0 157.5 210.0

[0135]  |-{EALPEISFEFRRR 22

[0136] =12

(01371 253N )15

[0138] 2. 1FF&E 253 112

[0139]  FEPHIUXUE Bl ALK « 2 BN RE L Bk bk O RN & LA i 2 1 48 DLRE 1Y
B E LB 1% A R R RN AR a s TR AETEE 2R
600mg 1) 5L YK 1 R ZE DL ) 5 5 ~F 3 tnax W ILTEZR 25 )50 . 85 37NN 2 [R] o 72 48 i 75 4 3 1
ARG, T 10 A 600mg i IIT A I, 4R FR t1/2° 343 =75/ o 42 B B g KT 557
2 il b A513A 21600mg .
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[0140]  FHXTTEE H AT & S5 B B #R , 78 H AT 4 55 1% b i 4 DL 2 55 08 F 15 0
Yt DU AUCo-ine B LR3I EE 28 (GMRs H AN /AEH A N) FIXT R 90 %6 CTIE 45 741) & 1 38 i
B AR, NFE1Omg R 1.75(1.38,2.23) FEAKRIFE300mg FHY1.17(0.99,1.40) o 4k DIFE Crax 1
GMR (H AN /dEH A N) F190 % CTLLF- A 52 & (1) 52 i 3¢ BAE BT A A& R & E21.75
(1.35,2.26) o 7E H AR o 1 E Tnan (B (12237 FIUE AP R M LR oAl THE (58
ZT1UN) STEAEH AR Z ARG H i AR AL S 3E H AR SZ R 3E AEL, H A28 A B9 AUCo-ins
FNCrax Bl F- A KT 5750 B i b 4511 6 5 30384 3 1] 300mg

[0141]  50mg4k D1FE 7E AR H A2 55 55 1% A 2 1t 52 6l 3 v i B R = 245 4R 8h o T3k 2
o AR T 7E 7 4R 5 H it FH 5 0mg 4 DUFE J5 1P 25 AUCo- i e R Crax (L » 752 4F T3 P N2 14 523K
F R, 76 it 50mg 4k DR J X SR 20 73 B 2970 % F160 % o Tnax -5 75 75 48 554 FR W82 2 A A
L (FFA{E Tnax=1.0hr) , T Z4E AR ML K 12X T HEAEK GHRTE)t2=92H

52hr) o EHE L VE IR 4 DR R R s = T2 A T

[0142] 23 e 1 B 77 & i 2R 4 DR 254K 8h )1 S50 B4
H¥F (mg) N AUC.inr AUCp24 Cinax - ti°
= ] (ng-h/mL) (ng-h/mL) (ng/mL) (hr) (hr)
2 3¢ 0.80+0.33  0.28+0.02 3.0 (1.0-3.0) °
S 6 - 8.31+4.80 0.79+0.30 1.0 (0.5-6.0) --°
10 6 70.7 = 34.9 300+126 4.76+4.58 2.5 (1.0-6.0) 432+13.0
10
(BAA) 6 98.7+273 31.0+933 334+197 1.0(1.0-4.0) 57.6+39.0
20 6 121 +48.9 40.0+21.1 525+425 0.8 (05-60) 642+126
50 6 551 £262 219+ 123 31.7£35.0 2.0 (0.5-6.0) 52.0+7.8
[0143] ( EI?A] 6 885 £ 241 385+ 136 62.2+204 3.0 (0.5-3.0) 64.4+8.7
50
(%% 12 951 + 300 314+ 119 50.2+236 1.0(05-3.0) 921+159
B Aok EecHl - LGRS et
)
100 6 1890 + 698 845 £ 401 142+108 2.0 (1.0-40) 72.8+10.8
100
(B AA) 6 1770 + 418 920 + 300 190+ 123 25 (05-40) 57.6+12.0
150 6 2270 £ 911 1050 £ 551 195+ 185 1.0 (1.0-6.0) 60.5+10.5
200 18  3630=1110 1740 + 748 274+138 1.0 (1.0-4.0) 75.3+9.1
200
(B AA) 6 5200 £ 791 3090 + 569 516200 2.0 (0.5-4.0) 58.4+9.0
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#E (mg) N AUCq.ins AUCp.24 Cmax oo t12°

. ) (ng-h/mL) (ng-h/mL) (ng/mL) (hr) (hr)
300 6 7380+ 1410 4427 £ 996 618+231 2.5 (2.0-3.0) 63.4+3.0

00
[0144] . 6 6270+ 1570  4050+1240 733+210 2.0 (1.0-4.0) 59.7+£9.2
(B AA)

450 6 0157+ 1850 5510+1440 645+165 3.0 (0.5-6.0) 60.0+9.4
600 5 15500 = 3450 10900 +2770 1330+529 3.0 (2.0-6.0) 60.5+5.2

[0145] otk BE £ i M BE 7R 36 5 g /mlL (4 DLFER) 4> & =444.5)

[0146]  a.FRIAEFIME, SRR T kP52

[0147] bl (e /ME - K AHD

[0148]  c. AN F-¥ME = {HSD

[0149]  d.6 4% iXE RG34 2mgifl & T B M & SR ALK EE o Coax Toax 1
AUCo-24 I MEFE e 1A Tk X e 523 & (1) £ s

[0150] e HUAFHRFLLIN [A) 0 T2 R15mg e i KA , Wit HE R 1 i WA K t1/2FHAUCo- it

[0151] 2. 2ZFE25RE) )12

[0152] 7R IRE LA UE 22 B IR 2 00 B )& DRI TS, FEA R A H A F 4
BV A BRI M2 DL G A TN 1t 52 5 9 HAE (@ ) H AT 4
B3R UL S T AL sz i R A 1 4R DLRE I 2 55 m 2080 122 AR H AR SZ
FAESZ TR 28R YE il 2522 400mg [ 2 71l & , 111 H A 52 i #2532 14K 1150 22 200mg ) 2 57
B AAAURERARIN I ER ST HK3IF.

[0153]  “P¥YT &, T FER KN, 5B, M AEBE E50% K #7E (AUC) . 5H
FBYEMLG, 72520 T 7E100mg 4 UL FE QD F & /5 I AR ZS AUCHN Crax (B 23 79 i1 201 . 745 0
1.3f%.

[0154]  7E200mg )& KF K, HASZIRE IO Crax FIAUC RAREL A1, 7811 . 84, ~F- 14 1M
5 HARBFEFE W2 RE P MRS REL AR AT E B2 PR I = 2930% ; # 5%
() 22 5 B Gi 20 5 o B I A 31 4E DL AUCHI Coax GMR (H A A /HE H A N) FIXE N [
90%CI4 l21.27 (1.09,1.48) F11.33(1.06,1.67) .

[0155]  “P¥ifi & , £ H AZE BHEM L2 A E PR AR SRE L EIEHAZE
BAYER L M2 TR =35 % s FR R 1 22 57 B i 22 S 2 AR A 4 DL AUCo-24
HCmax [ 58 14RGMR (H AN /4E H A N) FXF N 90 % CT 3 7l &2&1.35(1.09,1.68) A1.82
(1.32,2.51),

[0156] &3k sE (1) 2 77l & M R 4 DIBE 254X 3) /1 2500 B 45
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CN 110869053 A W OB P 15/33 71
*‘Ii ( mg ) N AUCI]—24 Cmax C % Tmaxh t]fzc
3 ’ (ng-h/mL) (ng/mL)  (ng/mL) (hr) (hr)
25 6 164+259 156+693 5.07+0.711 1.0 (0.5-2.0) 94.0+9.60
50 6 507176  41.5+123 152+507 25(0.5-60) 77.2+89
50
(B AA) 5 613+296  569+342 165+6.05 3.0(0.5-3.0) 69.4+6.6
100 6 1280+529  169+80.9 31.9+11.5 1.0 (05-4.0) 797+11.5
100
(B AA) 6 1710 + 542 180+ 111  41.0+11.0 20 (2.0-4.0) 56.8+19.2
100
(ZFFH 12 2230+£671  224+920 542+153 1.0(05-6.0) 884+10.7
Fadott )
100
(ZFBA 12 2920+693 393+165 57.3+122 15(05-40) 751+39
[0157] )
150 6 2285+1140 305+215 542+166 15(0.540) 792492
150
(P45 9 2170+452  293+67.1 462+850 1.0 (0.5-3.0) 72.7+16.1¢
i)
150
(FF% 9 3180+925  246+139 62.7+124 20 (1.0-4.0) 83.1+17.2
)
200 6 3200+£1120 313+168 61.8+124 20 (1.0-3.0) 64.7+6.5
200
(B AA) 6 4370+ 618  631+154 62.2+9.07 1.0 (0.5-6.0) 595+1.9
300 18 6980+1040 733+164 128+23.6 2.0 (2.0-3.0) 61.7+7.3
400 6 10500+2140 1400+257 189+547 15(1.0-3.0) 589+59
[0158] ik B Zicds M\ BE IR ¥ B Ayng /mL (4 DIFE [ 7)1~ B8 =444.5)
(01591  a.fRIE RAMER, BNEEEETEBEH R
[0160]  b.H{H (Fe/ME-H K1E)
01611  c. JEFIFI{E £ SD
[0162]  d.452528 K JatfiE It /e
[0163] 2. 32EWH| FH B A AR W5 0 1
[0164] 5 F 4k DU ) e & 50 0 ) S 3B AT 1 T I 3B 7%, R B e FH A 0 S ) 34T 7B

IS S F1—ST2b ST I o 15 18 745 4 10 i e Fy 1k B2k AT 1 TR JBORR 25  BEWLAL L 20
BX A8 XCPKBIF 5 bL 88 7 4 DU ) IR 2571 (1x 150mg R ZE571) A1 77 (3x  50mg Fy 7)) Fic il i )
LA 1

(01651 WFRAFT AR, H FAITC b SR 426 75 PR A0 1 il A 24 10 5 58« 95 A 1 ik 2 1
Taan FIFMLL A 112 DL

01661 A i ok 150me 24 UL e 1 1 e k2 ko o 10 24 AR 30 0 21 B2 i ) R
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JUATR A = FH)4E (95% C1)

BRFHFAK A KA GMR 90% CI

AUCoint 2840 2660 (0.87,

[0167] (ng-hr/mL ) (2512, 3220) (2350, 3010) 0.4 1.00)
237 213 (0.75,

Conax (ng/mL) (190, 295) (172, 264) 0.90 1.08)

[0168] W4 B HHE M BE IR ¥ 57 lung /mlL (4 D1FE 1) 73 ¥ B8 =444.5)

[0169]  GMR= J7 5| 5 IR Z& 5 1) JUAAT e /N 3R P35 Lk 2

[0170]  a.1x 150mg4E 1% B 27

[0171]  b.3x 50mg4k D1FE 7]

[0172]  — I IR B35 5 B ATLAG PR B s R IRIE T P 7 910 28 LA L VP Al 1 2

AR A [ 149 ZEL RS ) V9 510 P EDRT A A 88 2801 < 7K 7] GO ) R K P 771 (1

Hl) o

[0173] 5L % 50mg 2 U1 R 71 i B 55 1 A2 1 52 i3 I 254X 30 1 22 1 s i 1Y) e 25
BRHAHZ JUTHR A =R F 3#)4E (95% CI)

P X3 ARAF XK H) " GMR (%) 90% CI
AUCsur 671 671
[0174] (ng-hr/mL) (529, 853) (547, 827) 1002 (916, 109.5)
38.0 41.0
Cunax (ng/mL) (R, 5213 S o 107.7 (87.4, 132.7)

[0175] KA FE Hi 4 MBS /R 3 55 Ayng /mlL (4 DR 1) 3 7 B = 444.5)

[0176]  GMR=3#H 75240 F 7 JUAT B /s — 3P 35 LE %

[0177]  a.qEAKME 77 (PMF1)

[0178]  b.K% F 7 (PMFII)

[0179] 2. A€Wt I ARMR AT FA) 525

[0180]  7E WG IR FE HLAL  XUE 2 B 570 % MR L b 1 8 750 2 1 JUIRIF 9 b VA 7 B et 4 DL
50mg 7Efg BRIV 3E H ACFI H A 75 4 554 v (9 SR 75 B 25 R 8l 24 0 e i, [ s 5 — TR ATLAL
WUE 22BN IR L 22 U B TR0 LRI 70 Al T k4 DR 150me 7 HR AR L ) &
IR ZGAREN T2 M0 2540 3h )12 45 B a5 71 T 26

[0181]  HEAEEOIRAS N A M FAHEL , 7E9E H AT 4 53 1 v bl v FR 48— it FH 5 Omg 48 D1 %
S 3AUC)-int FNCrax7) H P AR A6 % F167 % , 3 H Tnax ZEIR LI 1/NET o [7] H AT 4 J3 M B bR v H 28
FL A it FH 5 0mg 4 DL 5 BLAUCo- i e A Cnax 73 B P AR 3T % 152 % , 5 78 B e g 48— it T
FRATR AR B A 5 3235 i & IR B L

[0182]  TEZS14K , SYEEEERAS N HIAHF B AR L , 75 {g B b 4 Lo v Bl &9 — ik it
150mg 2 UL ft) 22 YR 11 AR5 B 5 80T B AUCo-24me AT Crax 73 T B K20 % F14T % o fEHEEDIRZS F
FARS T Toax 5 EOIRASHEL A FTEIR (6.052.0/N) o

[0183]  ROTERE & AIZE AR T 1Al fe BEM H A RIEE H AT 4 55 1 523 DL & v i R )
H AR 4 L 52 3R 3 e F SRR R A 2 0B 5, x4 DR 264K 8h 7154 2 500 Se i 1) e 2
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BRBHAFSK"
E%#‘z'&* AUcl]—inf AUCI]—M Cmax Tmaxh
#¥HF (mg) N  (ng'h/mL)  (ng-h/mL)  (ng/mL) (hr)
50
(dEBAA, #A) 6 316 £ 127 90.7+22.9 7.6+227 3.0 (2.0-6.0)
50
(dEBAA, HA) 6 551 +262 219+ 123 31.7+£350 2.0 (0.5-6.0)
50
(BAA, #H4) 6 605 + 222 226 £ 112 36.2+333 1.5 (0.5-3.0)
[0184] 50
(BAA, E4) 5 885+ 241 385+136 622+204 3.0 (0.5-3.0)
HRHHFSH
ﬁqk H $“P 'ﬁ"k'li* AUCq.24 Cmax Cs Tmnb
#%HEF (mg) N (ng-h/mL) (ng/mL) (ng/mL) (hr)
( K;fs/g\ ) 6 2540 + 334 185+ 32.3 653+7.87 6.0 (3.0-6.0)
150
(24) 9 3180 £925 346+ 139 627+124 2.0 (1.0-4.0)

[0185] ik R Hh 4 MR /R e B Ang /mL (4E VLR 1) 731 & =444.5)

[0186]  a.)L{i~F3E (CV%)

[0187]  b. & R/ ME- T KME)

[0188]  c.7E4E DUFEZ5 24 55 14 RIRIFIIPK S 4L

[0189] 2.5 H bR ABFH I 280 1%

[0190]  —Xji#F A OABH B35 FRaEAT B BE LAY XU 22 R R AN T o0 B LT AT 4L PR R
G320 BRI A 1 F /D ) 4 DURE 7R S (Co) 5 4 DLBE 50mg F1100mg QDY) P44 (2=SD) Cudy
FAE27.4 (£18.3) ng/mLFI73.6 (65.5) ng/mL . TEAEEE T 4 B P, 4E T1FE50mg (1) ~F-3 (=
SD) Car15.2 (£5.07) ng/mL . 4 DU 100mg 1) F-35) (== SD) CofE 75 MM FEF 4 19319
(£11.5) BEM@FEZFANFH54.2(£15.3) BIEH .

[0191] =53

[0192]  Refk AR 254830 /1%

[0193] 3. 14E#A A 2

[0194]  FEFHAE (18%45%) (WA (465264 %) MZAF (65285%) HTEM LIt rh AL 1 4E D
b B iR R U S HE B ARG, dr A B A ) B R AR L (ER S R RN AR A2 A A
bE S 225 N HP B I 24594 P55 B8 vy o IR 50mg 7R & i, 8 4 52 1A A A 48 DL AUCo- e A1 Cunax 15 75
2R AHEE 23 iR 70 %6 F160 % o £ — IRE AL WU 22 B R B R E R T, 2
E N 927N B TH R 12 5 T A 52 R T A5 2 /N A LG B K 7R — BB WAL VU L 2R
FIXF IR 2k BT R, NP R RS 4E DL AUCo-2an A1 Cax (B 5 75 41 J5 PE AR EL 40 31
B TREFNZL . 3 ek, FRASAUCT LA P35 SRAR L R AL 4 ik h 2 292, F HAEZFE N
HREZ12.8. HIEH AZEANMLE , fEH A ZE N, AUCo-24FCuax 73 751 G 111 T 2935 % AN
82% .

[0195] 3. 214 S 5

[0196]  7E—TRA ML XUE 2B IR L 2 BRI S0 50 HR R4S 1 M 76 10051 150mg
P Ra A VLR R FR I R o 2 5 7 4 50 A LRI, A 6 53 m A 4 DL i 245 94¢ B2 AR AL 5
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SR, 5 A S AR LG , Lot 1) R R B iy (WP AR et AR ESAUCTR 291 . 54%) , IXAELL
B A ) 2 R N AR B ) IR L SR T

[0197] 3.3 FiEMI 520

[0198] 7 — TR JEPRAE B 71 S PKBH 70 b L 4 BRI B 4E DU 100mg 7524 44 B Th R 32 4 28
H BLHL .8 8RR E) T ) 25K 5h 1177 58 444 Fext 32l #h AT LL AR . A A
[F) 5 P2 P 400 T 1) R S LA R I DL P 52 5 2 1A B 2 A Bh 2 S 50 DL K Gt 2 HL B
MR TR

[0199] L B VT AC Xt R 52380 AHLL , 76 FB A % (eGFR=60%<90mL/min/1.73m%)
& (eGFR=30%<60mL/min/1.73m?) A & (eGFR<30mL/min/1.73m*(EAEHT) B FEK B
HH K 4 DL AUCo-ine 73 591 8149 % 106 % F183 % o 5 1 Y VT e o PRS2 i MR EL , 7R3 B L PP
ITER B 450 55 1) R v A 2 DL Crax 70 I 78796 %6 68 %6 AT42% o i 2, B I E R FE R B 0 5
Yt D1BEAUCo-ine BT G IIAH 5 , T 7E Cuax M 38 A WL 52 21 BH S (1) 35 B D RE R 1% 5 UGN T B 2
FHIC o {5 FH 28 1 [B] V5 8 A3 o o6 5 B DhRE 2 (R 0 0% R o 25 T B E RO RF 2%, I e GFRAFHS
ImL/min/1.73m*,CL/FY4INZ10.8% o FE T Bh 2k it 3¢ &R, XS Tl B sz ik, P42 B o i
FIE BE N B CL/FEL 53 51 520.81.0. 64 F10. 50 %t W AJAUCTR I EL A 1. 24.1.57412.00.
XTCL/F AR BB FR 28 A ) 58 R AT B ARG AHA R 25 5 . B 5 5 4 T AR FE I 38 n ,
B R % (CLR) AITEAS/INI 1 SR A 1] B b FR A R HEE ) 77 5 40 2 (Fe [PRE] 48hr) BRAR - 5 fik
BRI VT BC % FESZ 0 3 AR LG, BB 5 B op 8 R0 B B8 450 1 JB S B CLR 3 A BRI 1739 %
65% M182% o fe [ JRIE] AShr {E42 FE I #5153 Fa 3 (8.5%) FIEEERII VT AL HEAZ ik # (7.9%) 2
[F) 2 AH 24 1, I HLAE H R R B R B a3 R Hh 0 il 255 % M2 1% .

[0200]  R7AE A BT L v AR B 40 55 1) AR D R gkt e 1 UL i xof R S22 v 10 4 DL
B 100mg 244X 8 115 S50 i) el 4
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JUATHR S =R B4E (95% C1)
BRI AHF R4 L Bt R
o FTHERERE vAERRE BHEEFRE P
AUCo.r ; 2820 3170 2290 1540
(ng-hr/mL ) (2200, 3610) (2500, 4030) (1800, 2920) (1180, 2010)
152 180 210 107
Coax (ng/mL) 8 (103 " 525 (123-262) (144, 308) (70.8, 162)
i _ 355 315 436 64.9
CLF (Lt) 8 (768, 45.53) (24.80, 40.06) (34.23, 55.61) (49.87, 84.47)
. 0.5 13 1.0 1.5
Tna” (hr) 8 (0540) (0.5-3.0) (0.5-3.0) (0.5-4.0)
'3 ..,h
RAAR 2’ ¢ 131 (100) 108 (21.0) 962 (11.5) 98.8 (13.9)
[0201] (hr)
CL® (Lhr) 8 1.9 (30.9) 3.6 (34.5) 6.3 (31.1) ¢ 10.4 (20.2)
b
f‘z[j: R MBHC o 1 (57.6) 55 (53.2) 8.5 (43.9) ° 7.9 (43.0)
GMR (90% CI)
25
AUCq.ns Coma CL/F
BA AR E 09 B4k 4G IR ALt 1.83 1.42 0.55
B KA (136, 2.46) (0.89, 2.27) (0.41, 0.74)
BA P AR E 6 Bk B 0h o de 2.06 1.68 0.49
BB KA (1.55, 2.74) (1.07, 2.63) (0.36, 0.65)
EAT R F 6 Bk R ed R deat 1.49 1.96 0.67
B KA (111, 2.00) (123, 3.13) (0.50, 0.90)
[0202] i B A M BE R ¥ B Aung /mL (4 DL ) 43 1 B =444 .5)
[0203] CI=EAEX[];GMR=y5 7 NBEZ [ 1 J LA fe /N 3~ P31k &
[0204]  a."{H (H/ME-&HKIE)
[0205]  b. JUfA[*PHME LT AR 7 RE0H k)
[0206] ¢.N=7
[0207] 3. 4T ER M
[0208] 7 — T #20 « FEAUPR 2 B 7 s 1 B 50 A, 28 44 Hi A v FE T 45138 (Child—Pugh

VRO ATE9) 1 i E NG 44 AR 1 1) FBMIT UG Jic ) i B 52 3038 H PPAY 1 4 DLFE 100mg HR. 771 &
25430 715 4t DB 25 R8N 15 S HM it 2 LB T3R8 o A B JH 52 407 A8 3 AR e ot
FEAZ AR B AUCo-ine ACnax GMR (90% CI) 43931l #&1.27 (0.96,1.67) F11.35(0.88,2.06) , %
H PR P T 44 DL P R R A Il IR B B L

[0209] R8T AT A JHF 40 55 Ay 2 o ARt e 1Y UC P o) R 52 35 1) 4 LR 100mg 244X 30
J15 BRI
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JUATR A =FRFH4E (95% CI)
iR G G xR
BRI AFAK N T EARE % RE GMR 90% CI
A([}J,?ﬁ';mu & ¢ 14451%300) ( 114(1]‘,14[1)810) 127 (086, Le7)
Conax (ng/mL) 8 i 125 1.35 (0.88. 2.06)
[0210] ( nsl, 0240) {87,61, 51?8)
Ti” () . (0.5-3.0) (05-4.0)
FAIEF 41" (hr) 8  94.5 (8.88%) 92.5 (9.37%)
CL/F® (L/hr) 8 560 (31.2%) 683 (36.0%)
Vz/F® (L) 8 7640 (333%) 9120 (30.7%)
[0211] ik FE H5 4 MR JR e B Ang /mL (4E VLR 1) 73 1 & =444.5)
[0212]  CI=E{FIX[H];OMR=VRJ7 NBEZ A Ll e/ 33t %
[0213]  a."H (R/ME-RK1H)
[0214]  b. JUAT-F35ME O L2857 SR80 H 4 Eb)
[0215] 3. 5245 AH B 1F A 5L
[0216] AT T VY I VPAS 4E VIR 56 Fh ik &4 & 10 25 Y0 A BAE R 9T . R 9 45 1 I e

W |t /R BT RS B g 4 DL 245 A 80 022 K SR R L0 45 1 4 DR X st s < L £ e
T ek v Z R BT 2 E 2943 1 A R

[0217] P4 T #RCYP3A4/P—gp 4l il 7\ B BE M 20 0mg A1 HH CYP3A4/P—gp 1 il 71l 3t /R Tt
240me) % 7 i 544k I 100mg ) 5 A 4L . 7 200me i HEME: 2 75 B0 47 16 L G4 UL
AUCo-ins N Cuax 73 I N 1 2. 0815 FI2 . 2245 - 7F 240mg 51, 1 80mg Hh /R B+ 22 SR (I A7 4E  , GMYE
DUBEAUCO-int A Cuax 73 AIIG N T 63 %6 FN68%6 o 4 B 45 245 4E DU | 5 Hb /R 5 — 25 2 5 5
MR — LR 250, GM 120 BIFET5.75. 4180 . 2/NF o #8 i JFE M B s JR B 1 (R A7 6 T, 48
B 120 Z TX i 02 W AH EL AR FH 0 S A AR B B o SR T, FHUTIX A B AR FVSEAT i R
B ABR B EER Amg Xt 4 U1 ) 25 X80 70 25 AT RE I

[0218]  VPAf T 4 DIBE (1 2 57 & 5 p—gp R Hh i S I 4H & o 2 5 48 LR St PR, b s =
[J AUCo-1ntGMRIF190 %6 CT AL 7E80 %6 — 125 % I A= W 45 AU 1 Y Bl PN 5 2% B 4 DL AN 2 52 b vy
SEMIZGAREN S B PR 1 BB I FL I - 2 bR — % (BE) A1/ Beids 2 (LNG) (11 IR 388 2 24 1)
PR WALy (245 A5 J 52 A 2 DR 4 DR ) 22 57 8 11 2048 o BEAJ AUCH G FRIGMR (EE/LNG+
2t D1 5 {XEE/LNG) 190 % CLAL & 7E0. 8. 2562 N . R FEYE D 2 FI R A7 1E T, LNG
AUCHICrax B8 1 18% 221 % , {H & AN A X S8 I B A Ml PR S 5 4% DUF% 100mg B 150mg
SR P EER Amg HLit I, A R ARG R B T 25BN S A EAE

[0219]  R97EIE H 2454 (Conmed) FIAAFE N 4k DURE I 254X /15 S 80 &4k
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oM HEB RS F AR
Conmed | # W44 ¥ (A /A conmed );
Conmed MNE #HHE | n JUAT-R 34 (95% CI) £%H =1.00
(mg) (mg) Conmed+ #1 | GMR (90% CI)
{8 T [ 3
1370 2850
ses | 200me [ 100mg# | o Al (788, 2380) (2100, 3870) | 208 | (1.66, 2.61)
A 12 o 8f #) & 8 113 251 - P
(53.1, 241) (167, 379) Ak ==
i 1330 2170
[0220] | seset | 240mg |100mg [ | AYC | (uso. 1570) | 1990, 2a80) | ' | (144 189
ER QD EuR - q 99.8 167
Conax (738, 135) (129-217) L6s | (141, 199)
] 1662 1791°
100mg | ,, AUC | (1382, 2000) | (1533, 2004) | 108 | (094, 123)
op | ? ] 158 163*
®HZE |, op Conax (111, 224) (127, 209) 103 | (074, 143)
ER mg Q - 2783 3102° 2 | =
150mg | o (2409, 3218) | (2787, 3463) | ' | (098 12
op | 269 304
Conax (210, 344) (260, 357) L13 | (050, 142)
[0221] a.N=12
[0222] YR B H0HE MBS SR 3 B lung /mL (4 DR (1) 43 T 8 =444.5)
[0223] R 10Z5WAH HAE H - 7E4E DS B A7 S it FH 254 (Conmed) 12530 1152501
A1k,
Conmed | # 04 Conmed #R3h A F 45
Conmed FE AHH | n BHE (CH/ARR
} (mg) #(mg) Conmed & JUATE 348 (95% CI) ), £¥d =1.00
g 42 Conmed Conmed + £ A ¥ | GMR (90% CI)
16600 1840°
N 025mg | 100mg | o AUC | (14600, 19200) | (16200, 21000) | D11 | (103 119)
7 34 QD c 1160 1410 oy | on 1a
man (965, 1400) (1170, 1700) = s 1
] 810 838
g?&% AUC fi3. 503 ik SEES 104 | (1.00, 1.07)
s 71.9 68.8
o AR 2 ¥ 100 mg Conss (623, 829) (605, 783) 096 [ (090, 1.02)
[0224] 7 op |8 31000 37600
N 0.15 mg AUC : : 1.21 (1.13, 1.30)
ING #31 (26800, 35900) | (32300, 43700)
= 2070 2440
* Cnax (1770, 2420) (2100, 2840) 118 | (109, 127)
2837 30.66
100 mg BUC | rimea, sas6) | ti6zd, srasy | W08 | 1087 121
QD 228 257
ey |, oo b Conax (132, 3.96) (148, 4.45) Li2 | (1.00, 126)
ER meQ | auc 325" — 123 | (111, 135)
150 mg (7.39, 23.76) (6.02, 19.38) 2 AL
QD 1.26° 0.92
Cnax (0.66, 2.39) (0.48, 1.75) 137 | (120, 1.57)
[0225]  GMR=JUf~F-3Lt % ; CT= B A5 X [H] ; EE= Z R E T ; LNG = 2 k-1 272 i
[0226] W4 B B4 M BE IR 35 ung /mL (4 LR (1) 3T 8 =444.5)
[0227] a.N=17
[0228] b.N=11
[0229]  3.6XFQTIRIMHIEK 15200
[0230]  7E— T ok 11 AR B A 70 A PRA T 4 DR X QT e 1) B 5200 o 52 424 {8 B 52 ik 3 52

52 7 400mg 2 DU 157 & 4 U1 F% 200mg 1) FR571) &  SE 7 70 B 400mg I B 571 & A1 55 4 DIRE UL

IS

(AN

[0231]

il
FELE 245 JE 1/, 4 DU (1) 400mg 77 & 3 505 %
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msec ] KLS 347 (90% CT) « £200mg H. 7] & Ji5 , FEQTcF J7 M = B AR IR 45 5, Horp 7
252 5 1N, 522 BEGRIAREL I B KLS~F 34 22 (9096 CT) /24.98 (3.07,6.88) msec. fr 11
Z190% CTH) LR Y& E10msec I HARLL o (R11)  MER RSPV B XFQTcFA Sit2% L
TEAATR

[0232]  BAYR200mg 7 & JE 3R AFHIGM (CV %) Crax FIAUCo-23. 50073 31l /2 366 (50.. 4) ng/mLA12270
(37.3)ng * h/mL. fE—TURUE BEHLAL 2B IR AS B (HARZEB) 2B By B ks 3G
TR 7 B LEAR T, 4 DB Coax & FE 4252 100mg 1) 22 71 B (1) 2 4F 32 08 SRS A 1 1. 634
T AUCAHAEL - 400mg it #5518 J5 3RAF I GM (CV %) Curax ATAUCo-23. 5073 51l /21020 (39..9) ng/mL Al
6450 (34.0) ng * h/mL o IX £ECyax FIAUCo-23. 5neAH 73 T3l J& 7E 252 4 DU 100mg [ 2 F (1) 2 457
WE P PARER4. 5565 F12. 8915

[0233]  7£200mgF1400mg & /K P~ ¥I3K 15 H brPKE 5 - 7£ 100mg 1) 5 =i I PR FI & FEE
AL VERZ A E H 3R 1 A2 S Crax FIAUCo-24nfH 43 1) /2 278ng /mLA12620ng * h/mL.

[0234]  ZK11AHXST-400mg 4k D1 ) 771 & . 200mg 4 U1 1) 7] 8 1 55 4 DU DL P i) 22 TR 791 )
BATRRE (1)t FH A A T R[] e 1) 55 22 R (4 DR — 22 B 5R) QT eF AR T2 28 (1) A8 4k
ZERMG R

400 mg # W & 200 mg 4 N & 548 M M I8 A 49 A5
&34 ¥ (msec) &3 H ¥ (msec) & # A F (msee)
AN N LS 95% CI N LS 95% CI N LS 95% CI
F#E F3#4h F3#{E

0508 52 237 (066, 407) S0 1.90  (0.16, 3.63) 50 -1.00 (-2.74, 0.73)

1 et 52 449 (278, 6.19) 50 487 (3.3, 660) 50 -0.11  (-1.84, 1.63)

2 vat 52 073 (-097, 243) 50 206 (032, 3.79) 50 -0.08 (-1.81, 1.65)

3 it 52 030  (-2.00, 1.41) 50 114  (-0.59, 2.88) 50 074  (-0.99, 2.47)

4 . at 52 253 (423, -0.82) S50 -040 (-2.14, 1.33) 50 043  (-1.30, 2.17)
[0235] (st 52 833 (-10.03, -662) 50 -689 (863, 5.16) 50 563 (737, -3.90)

8 ot 52 -11.60 (-13.30, -9.89) 50 9.59 (-11.33, -7.86) 50 836 (-10.09, -6.62)

108 52 -1029 (-11.99, -8.58) 50 -8.82 (-10.56, -7.09) 50 -6.15 (-7.89, -4.42)

12:8F 52 -7.10  (-8.80, -539) 50 -6.82 (-8.56, -5.00) 50 -3.10 (-4.83, -1.37)

2358 52 287 (457, -1.17) 50 215 (-3.88, -041) 50 253 (-4.26, -0.79)

Btk N 49 400 mg ) R A4 S H) 5 Ao sl 4 200 A 86 SR 69 0 E 4
N FHE R (msec) 2% (msec)

Ny LS F3# £ 920% CI* LS P32 90% CI"

0.5 «J 8t 3.37 (1.49, 5.25) 2.90 (1.00, 4.80)

NGy 4.60 (2.71, 6.48) 4.98 (3.07, 6.88)

2 hif 0.81 (-1.07, 2.69) 2.14 (0.23, 4.04)

3 Bt -1.04 (-2.92, 0.85) 0.40 (-1.50, 2.30)

4 /) ud 2.96 (-4.84, -1.08) -0.83 (-2.73, 1.07)
[0236] (N 2270 (-4.58, -0.81) -1.26 (-3.16, 0.64)

8 ot 3.24 (-5.12, -1.36) -1.24 (-3.14, 0.66)

10 Joad 4.14 (-6.02, -2.25) 2.67 (-4.57, -0.77)

12 /oo -4.00 (-5.88, -2.11) -3.72 (-5.63, -1.82)

23.5 8t -0.34 (-2.22, 1.54) 0.38 (-1.52, 2.28)

[0237] 45 :LS“FIME , /D 3 F3MH CL, BfE XA

[0238]  400mg4 1% : 400mg 4 DUFE (1) #2775 (8x 50mg i 71)) o

[0239]  200mg4E V1 F% : 200mg 4k V1B ¥ FR 71 & (4x 50mg F 74k U1 B +4x 5 4 U1 B VT L) %2
Gsenlbagil)

[0240] =27« 55 4k DU DT L 1) 2 B 71 B 75 i (85 4 LA UC iy 2 TR 1 771) o 7 256
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I BIQTCF4s B (FARF318) - 22851 =407 . 38,400mg 4k V1 [# =407 .64, 200mg4E V1 & =
406.75, 5PV E =407.77

[0241] & XUMI90 % B 15 X A & T B = 1995 % B AF X [H]

[0242] i{ﬁﬂzl

[0243]  Iim PR Ih R4

[0244]  SER% T 7E B OAB (43 2 7 M OABAN T-PE0AB) F) 55 1t Al Lo b v i3k AT ) — 10 4 DL e
HIBEHLAL B 22 TR 70 AN T %) B S A7 21 9 350 2 2b BRI 7T & 28 135840 2 VA% 48 DL 1)
2 A E T 52 1 RN T 2k A R BT AT, DA R 4 DU S HERE R W ER Amg A Bl 25 25 &
W 78 BAIE o 75 55 18 43 FF , LAXUE 7 30B K 21980 44 52 il & 25 HiBE ML e 21 B AN VA T 4
Z—:4E V1% 3mg  15mg . 50mg B, 100mg , &5 K — K, FFLE8 J& s ¥T47 P € ER 4mg, B R — IR, FF&E
SJH s LR, R — IR, Fr 48 i B4k D 50mg SHE4% B SEER 4mg—EEHF 84, AR 5 4E I
B 50mgRF 424 F . SE 2350 7 i e 4k SRV Al FERE 25 25 1 e A R AN AR SR 238 A, BA2:2: 2 1
[ L R DL RO 1 77 WK 408 44 524838 Bl AL 23 BiL BIPU MG T4 2 — - 4 DU 100mg W FE45 2 58
ER 4mg. 4k £ 100mg 5FEHF 2 EER Amg B 2B, B R — IR, REER4 JH o 55 130 3 A ER 23043
H ) B2 R BT DUE R I LM B . 2R 2 53 105 R H il 10 KR FIACE L 5
SRR BN 208 M R B RARRI R A AR SCRGEE T 28 1R 70 A S 2350 43 1 ThAE % .

[0245]  FEHEJR HidHh , fERZRIT , 52 305 BN Hid B - P58 R IR L 2 =8Ik . Ik A1k, 75
M PEOABE H 1 32 0 N H il B 0 208 11 JR R 28 R AR 1 P 5 IR B 20 = 1R o 7E 14 0AB
JEH B 32 E A H A0 H B R SR AER 2R Eon 20 = 31k 5 H i 1 bR R 2R AR 135
BB IR KT BT 52383, S0l 1 PR R 2R AR 1SS IR B A8 3 TR 771 JR 2R 2 AR
PSRV €

[0246] L IIAH 52 1 32 22 H 1) 2 PEAS FH I 8 B 4E DURE 71 & (St sl 5646 2 2 H &) ¥6
I7 10 22 A 1 R 52 4 , DA R 98 7 568 & 45 22 T SR AR LG 49 % P 2 R VR B0 771 B H DB
[0247]  FEZE1E b, FEEE8JH , 5L B A ALL , 7E4E VLI 100mg F150mg A 7 2H H W52 3]
[ RSP YIHE R IR EOE it % E BB IR B BT R HE S0 M PR R 2R RN 58 4 1 IR e 28 (5 1
HIBPEOABI 32 iR ) FTE AT A 5230 H 1 R SR AE IR B L% i, R4 DLFE 100mg F150mg
IT B LR T 5 e R FIAR B MG TR LR 1 G2 b 2 R R AE4E DL 15 .50 A1
100mg ¥ T7 4 H , & X R ICHE PR I HE PR B 1 IR B L% A, 3 W% 31 5 22 TR 7 AR B AR R T 2R 46 11
guit FRERIG N, GR12F113) .

[0248]  FR127E 58 AR H R P HE R & ML) ABXT T E 281 AR 01 7 A
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5 & REA) 64 £ R
%8 A
LS-F#)44
&7 N ER p1E
[0249] 4% 3 mg 144 15.99 0.032
4 D% 15 mg 131 28.23 <0.001
¢ D% 50 mg 146 29.05 <0.001
% N % 100 mg 148 23.36 0.002
#4% % % ER 4 mg 133 30.77 <0.001
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[0251] 588 T — T 5 LEPPAl 4k DL 76 52 OABIR) 55 1 R0 4 1 v ) 22 4= 1 AN Th 2% B XU
BEHLAL 220 BR L 22 H0 B3I A SE R R SN S, 1, 232 2 B B AL B B 52
N2 B EVFRIT 1% B IE IR T B3 « 4E DUZ50mg (N=2370) 4k DIFE100mg (N=
369) 22 7 (N=2369) BE KA I Hr (imidafenacin) 0. 2mg (FLAH s N=117) . &5 SAF L, K
—IRYENE SBINAS W G2 B R ER AR, XL D S50 FE  HE R UUDRAE . 24
PR REERAE R 2URAE (R14) 58 H T 55— BUE LEVEAT 4E DL XTOABI K I (52 ) %4>
PEFN R TR 25 To ] B 22 FR0 3BT AL SE AL A MR BT , 169 44 FE 38 R R
— X IR 4 DR 50mg . )\ JA J& » Wil PRFE 7~ , 77 & o] DA I 2148 K — X 100mg . — B $1| 5552
J& , B35 DL 50mg B 100mg [ 771 5 4 4882 Flx FH 4t DL o 7252 B B ¥a 7 BATA] , B R — IR 4 DURE 93¢/
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[0252]  F147E 5512 J&F ¥ 8F K A% BOR AT T 38 26 1K 28 A6 1K) 20 A — 20 3T 0 1) 0808 20 7
(cLDA) F 7

50 mg #) & 100 mg | &
¥4
A -0.86 (-1.12, -0.60) p <0.0001 -0.81 (-1.07, -0.55) p<0.0001
[0253]  gatmpE#E#E 027 (044, -0.10) p=0.0015 -0.39 (-0.55, -0.22) p<0.0001
TAMEEBEEAE  -030 (049, -0.12) p=0.0015 2043 (0.61, -0.24) p<0.0001
B i M -0.51 (0.76, -0.25) p=0.0001 -0.67 (-0.93, -0.42) p<0.0001
#A&¥ (mL) 25.76 (20.02, 31.46) p<0.0001 22.16 (16.44, 27.89) p<0.0001

[0254]  a. 45 KRy — e~ A 2 BT I AN T AR A AR Ak

[0255]  (95% BAGIX[A][CI]) ,pfH.

[0256]  sz4515

[0257]  ZZathddE

[0258] 5. 1THAZ & PEEE

[0259]  WSc4R T R H 16 T00 LA FU Y 22 A Pt Eh i , X et F0 35 1500 2 248 58 i LA 7T A
LI A 2 - B 9T QR 9 FH T 5 DRl el 2 A i o G ) S IR i 2% 0E) AR LRI E H, Sk
466 42 E B2 T 2D AR YE DIE ; 238452 E B3 1 VG 2 22600mg [ H. 57
&, JF 238432 i Bz 1 [ 25 52400mg I 22 1) &, Fp 2Kk 28K o FE BN LI H
Y DU H T 52 R - WA #1697 51K B EA R FH44 (SAE) BT, FF H R ZHAR H
4 (AE) 72 %28 1 HLoim BE R R FE ulh B2

[0260]  7E1HAWFFTH , A SR BRAA AL PR ARG I T (Wi 4 I B AEK > 20mmHg A1/ B &F 7K 1 B IR
10mmHg) , FEA BAEA SER (B, Sk B B #Z k&= 2 KA - 4E DL 100mg 5% 150mg 5 FE4F
% EER Amg Lt FH IS AR AL I AR R & AF 28 55 s ot FH 4 DURE B34 2 7 J5 I X SLAER K
AR AL AE L Z FE BT I TR ) 7 B A R 100mg T 5 AE (AR AT 14 Sk 5 L Sk & = R T el 2=
JR) A I H BR B R B - S B O R o AR, E100mg S BL B RI55I & T, A7 P Sk =B F- 2
g, I HAEYE DIFE IR >200mg ~ , AE “BREIR AR A7 AR I 7 1 AR Ze AR A 2 B ey o 24 )
FERZ FATIE IR (— PR A 1 B FH i 7)) Bl S~ (— PR B U 4 5K 55 AR 7
FR0 A Tk v I ) A AL 4 DL 100mg i, A K A AR AL TEAE.

[0261] WP R LI VR R PEIR R BT , 78 5050 % 2 1 S 40 (( 2 IV 2 A0 PRV O3
1) BRECGZ % (L FEPRQRSAIQT e [A] BH) 77 & A I IR B A = AR 4k o & 58 e A 1 1 QT A
T LM FT R X QT e B I s A I PR A = X520

[0262]  5.21TH#A2 4 MEEE

[0263]  it4E TR H C 58 B SR 2B A FT (1) 2 1 22 A VR B , 7E & I Fe Hh 933 44 32 il
sz 7 B — AR YE DUE 78 32 Z0E SO, 520 42252 1 Y6 B N3 22 100mg i 4 D[
FI B FREL KR8 ] (el HHERE D e A AETERCE AW FT (parent study) B HFEEH,
Y A #AA], 605 44 52 ik & 252 17 4 DL 50mg (i) Bl 4E 1% 100mg (BR b 5 54T
FE e AmgH &) WA B R ALK IR 52 i BT H A HEAE 2w Firh , IF i e P e
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R IRZN O R IER Sk pd e st O I L I S IR S E A=y A e A S i T R N s
Sz B , 72387 42 (M EAE K 25 W) AH SC AR IR Ja kA 2Rl 1 B A i 5 THI VA AR 31
BYXMESR.

[0264]  fEFEH T, FE1393 A 3 BLI 32 FH H A 60744 (43.6%) 5 T AR FHf . fE4E
DIBE50mg FIZE D% 100mg¥6 97 40 HH B — AN ELE ASAER 52303 B L 9] 5 e BRI AR AL, (3 0
FK14) . 5z BFUIARLL , 75 4E DU 1 5mg 14 U1 50mg+HL4RFE 2 & Amg i J7 4k, 5 = bb 41l 2
WERE T —NEE NAE B EAR A AR 1T Sk R I (UTT) ATEIE 28 . 15 22
FUEHE IR B — P VR ARLE , fERE 2 F 04 D e (PRt Bl 5 4 DL RE — i) M O Rk A=
[0265] 5221 %452 i\E HA ZWAHCAE, 3+ Bk 2 10 259 A DG AEFE 4 D% 100mg ¥4 97 2H
[ KA SR B AR L WM DS AR IR 52 4 2 () EL 491 7 24 UL B — 7y dl b 5 22 TRt ) AR EE A
ok, I BLAEFERE VR TT 4 5 2 B R BT — PR — VB AR AR & AT BRI R T4
YRR S AETTAS 24 (1) 52 135 1 U AR AR I ELARRL

[0266] 7R84 52k H B AL T 9NSAE, 3 HOR AEFE IR (e 12 44 4k DU
3mg 144 DfE50mg 144 FEHE D EAmg 344 ; 4k V£ 50mg+HERE P Edmg 148) Tk 1
SAEAE /U 55 B 2y 3ok 8502 I8 il B e TV I A8k BELAS - el o of e R 24 e & 38 4T, I
HAE— 22 E T EE KA N B ARG KE T B '8 RHRAKE . RELALL
(152 B H AR A R I AER T 58 35 U N TR [ SAESS 5/ FE 259 6 %

[0267]  7ES2 MY RIAN , fEEIT AP EA R FH B HA R HAR SR LR TR A
ML RN A = L ESR

[0268] 84544 % ik #H H 53144 (62.8%) 5 T AR FHLAEERITHS, BH—1 L
ZANAE) 5230 1) LG AR AL o B A AR AN R SR UT T S E 58 L b PR i ek e A T
Aty T AR , 23045 B EER Amg T AR O TRIOR AR E & . 5 — TR IT A M
bb , TEARRE V6T 20 AP AR R A R

[0269] 54 UL 50mg A1 100mg ¥Ry 4L AHLL , FE4F 2 B ER  Amg FIAH Bl 71 & 41 1 B 2590
AR 323X 1 L s = o 5 HoAthyR 7 AR , FE4F B2 ER Amg ) B T AESK 25 P AH SC AR T
52510 32 R I L B 5 v o 7 R B A SL T 41 44 52 i R 5 T 464NSAE. 548 DU 100meg VA T
HALL , fEFEHRF D EER Amg FI4E U1 FE50mg 67 4L i35 1 38 & (1) Sk AR R TEFERE P ' ER
Amg G YT PR T A BRI R AEBE (1) 25 Y0 AH SCSAE 5 1% 52 3 B T BLAE T 2 24 .

[0270]  "RER1545 1 75 A B sk BEvE ShpAE 1 A8 vh adb AT B 4 DU 2 B T H AR LI A
K.
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Rﬁgﬂﬂg—-gmo: s wlwe]=| o 1 LI IS | e ool e - =
/7 =
-
g
L
2w z12~F] (222 |2l [2l212]2 |2 [2l2l2] 12 |22 2122 Al =
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=
=
=
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[0272]  FH 4 DURE B — 7 v2596 97 (F F 12 8 0 IR0 00 % 380 1 7™ B AN R (B 45 il i TV (n
=1) S EBH S M (n=1) s fE4E DIRE—FE4R D e A At 7 HZ I EIISAE. 7E2 1
PR, B2 4B 22 24452 B — Y R I S R IR SAE AL 1 L = A (n=2)
HRTTR (n=2) . 7E4E VI -FCHF B 21 A 21 A e —Fi 75 1 SAE A2 7 MR e A J e o 5500 R B
I AR E A S SAE (7 67 1 (1) AT e ) TR)) L 956 - FRBOR N e 2 R I E 8 Ja 1) 4
B G R TE R (n=1) L RAEFERR B s — 9 iR R L BB Sh (h=1) Fsk & (n=1) .fEFE
R e H R A EAR A RUE s T4 DUEAH (2.1% ,n=5XF1£0.9% ,n=4) . H T SAE[
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R AR BB A, R AR TR 2 DU 3% A ™ A

[0273] B TIEI R B AR A& 0 00 nT R vl g 55 4k DLRE V697 A DG [ T8 70 XU B
FELEAEBE I FH 9 P-gp 75 5 770 1) £85I R AL PR ARG of s AN = 38 m (Z024%)

[0274]  5.3.00 M 24t

[0275] L4 1E A OABRY fB 38 Al F B 25 AR VAl 1 24 DURE /)0 i 38 22 A 1k o A2 — Tl
JiE 52 J& (1) B ATLAK, « 22 R 551 0) FERIYE 14 LU 3 7] GREARE 27 ) o LS 235843 ThRRn 22 A PERf A v
1564 (0.4%) R B R AE T TN AR AR AL HEARAL P S 5 5 R BT R4 ARG af
IR S ARTE) XSS R AR 2RI (0.5%) 4k U1 15mg2H (0.3%) F14E D1 F%50mg
B4 B ER/4E V1 FE50mgiG T 41 (0.8%) % — L2l E b, UL R AEYE DIFE 100mg 2H A (1)
342N H (1.1%) X L AR 7L BN FL A (1) B LI 1) A A2, FF HL G A 70 25 5 ™ R A
RO B B AT BUE A AR IR R AR FR AR

[0276] -6 97 40 I BP FHHRAH XS T~ 26 A 7x T- 3R 167 o % T W 4 s (SBP) FHET 5K
(DBP) , {E 22 B 75 AN 4 DL 2 T6] , %FF-50mg A1 100mg 7E 55 1 & )~ 35138 4k FILES J& 4 1 ~F- 35 B¢
KARAY & A 24 11, 22 57 < ImmHg o 75 22 B 7R A4 ULRE 2 18] SBPFIDBP ) 43 AR 40 B AR AL , JL b 78
— 5 43 H I 4 DL 578 3 #E 100mg T B8 A 3891, DBP AR T~ J 28 1 2% 4, > 1 5mmHg (1. 3%
100mgXJ 0. 5% 22 ) o Xh-F-HR , 7715 A0 it P A 32 AN AL I 1) R A ZE8 A P9 ()~ 351 e K
AL 2 T A 2 (<2bpm) o 2 DURE (1) 68 3 4 288 00 28 R0 L 0L 1 52 035 1) T 4 L ) 1
ZE 5 SR P e AR AR AR AL

[0277]  FR1GMKH 7RI 1 4 DU FNFEHRE 20 (1) AH0 T2 28 1) 4B a R AE AR 4k

: o AATEAM HR B _

FH4E (95% CI) F# (95% CI) >5 mmHg > 10 bpm >15bpm
BF | n | (#1R) | n | FAA | wN(%) | oN(%) | 0N (%)

A 186 012 (-1.04, 1.28) 200 5.08 (4.02, 6.13) | 17/188 (9.0) | 1/188 (0.5) 0
[0278] 3mg | 141] 036 (-0.90, 1.62) | 143|557 (425, 6.90) | 16/140 (11.4) | 5140 (3.6) | 1/140 (0.7)
I5mg | 126 | 035 (-1.15, 1.85) | 134 6.56 (520, 7.92) | 17132 (12.9) | 4/132(3.0) | 1/132 (0.8)
S0mg | 140 | 029 (-0.88, 1.46) | 146 549 (4.28, 6.69) | 12/144 (83) | 4/144 (2.8) 1/144 (0.7)
100mg |237] 035 (-0.69, 1.38) |257| 6.12 (5.10, 7.15) | 28237 (11.8) | 7/237 (3.0) 1/237 (0.4)
AT 246 | 068 (-031, 1.67) | 257 | 566 (4.69, 6.63) | 29/242 (12.0) | 11/242 (4.5) | 4/242 (1.7)

4dmg |
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_ AR FALe) HR 4L
F#4E (95% CI) F3# (95% CI) >5 mmHg >10 bpm >15 bpm
% | on (F1R) n | AL ‘ /N (%) /N (%) nN (%)
FHFRMAEMNG | FEF B A,
AT 3 Ak 8 R SR ALY T R
AastF R 44 SBP £k )
F3¥4E (95% CI) F3 (95% CI) >5 mmHg > 10 mmHg > 15 mmHg
A n (F1RA) | n b $ 30 1 /N (%) oN (%) | wN(%)
aEEH 186 | <021 (-1.85, 1.43) 200 | 7.84 (6.27, 9.40) | 24/188 (12.8) | 10/188 (5.3) 3/188 (1.6)
3mg 141 -0.35 (-2.34, 1.65) | 143 | 7.14 (5.18, 9.10) | 21/140 (15.0) | 10/140 (7.1) 4/140 (2.9)
15mg | 126 -034 (246, 1.78) | 134 [8.93 (7.18, 10.67) | 22/132 (167) | 9132 (6.8) | 1/132 (0.8)
50mg | 140 -0.79 (-2.65, 1.08) |146| 7.01 (531, 8.70) | 24/144 (16.7) | 14/144 (9.7) 3/144 (2.1)
100mg | 237 | -0.77 (-2.22, 0.68) |[257 | 6.51 (5.09, 7.93) | 28237 (11.8) | 10/237 (4.2) 3/237 (1.3)
AT A 246 0.04 (-1.36, 1.43) | 257 7.29 (6.01, 8.57) | 41/242 (16.9) | 19/242 (7.9) 7/242 (2.9)
[0279] at
FHRAMANE | HEF 8 A,
T 3 SR E ARG ALAY TS
 ARaF A 44 DBP K46
FH4E (95% CI) F# (95% CI) | =5mmHg > 10 mmHg >15 mm
&R n | (F1R) n Max /N (%) N (%) /N Hg (%)
A HEF) 186 | 0.11 (-0.94, 1.17) | 200 4.89 (3.89, 5.89) | 18/188 (9.6) 6/188 (3.2) 1/188 (0.5)
3mg | 141] -0.37 (-1.69, 0.95) | 143|503 (392, 6.15) | 14/140 (10.0) | 3/140 (2.1) 1/140 (0.7)
15mg | 126 | 0.03 (-1.52, 1.59) 134 | 637 (5.20, 7.53) | 15132 (11.4) | 3/132 (2.3) 1/132 (0.8)
50mg | 140 | -0.70 (-2.07, 0.67) 146: 4.19 (3.10, 529) | 11/144 (7.6) 5/144 (3.5) 1/144 (0.7)
100mg | 237 | -0.69 (-1.72, 0.34) | 257 | 4.80 (3.88, 5.72) | 31/237 (13.1) | 8237 (3.4) 3/237 (1.3)
e T2 (246 012 (-1.10, 0.86) | 257 5.19 (4.26, 6.13) | 30/242 (12.4) | 13242 (5.4) 3242 (1.2)
4 mg
FHRARMAMNE | FEF R A,
AT 3 S e R G LAYt SR
[0280]  7E LI 1AM 5T A, A5 R A I8 3, X0 B AN s 2647 1 SR A B PPA . — T A

T VA 4 DURE 7E A RE 523 1) 22 A LT 52 RN 2 50 S PKIR) 650 3 XU S BE LA S 22 B 77
X BRI 0 A0 45 150 0o ZE R AR5 2 43 BT o B AR T4, R 2 Y0 B 25 22400mg , B R — IR, FF LT
28K Y JG AN/ O Z IR B 3ME (MA4 HR) AT T35 28 1 e R AR A0 ) B/ — Tfe
SPIE 90 %6 BT X )78 T 17H o X 0o ZR 11 520 A2 75 = AR PR 1), F HL100mg 71 & g 7
T 52 % F<1bpm,

[0281]  FRITLEFE 14K 4k VIR R 556 B RMA4 HRAFIZ [8] ) 22 57
4 # & (mg) N* 2x MA4 HR" LSRG ERC
i R 14 3.07 (0.26, 5.88)
A 25 5 1.47 (-3.24, 6.17) -1.60 (-7.09, 3.88)
B 50 6 1.50 (-2.79, 5.79) -1.57 (-6.70, 3.56)
[0282] C 100 6 3.28 (-1.02, 7.57) 0.21 (-4.93, 5.34)
D 150 6 3.17 (-1.13, 7.46) 0.10 (-5.04, 5.23)
G 200 5 5.67 (0.96, 10.37) 2.60 (-2.89, 8.08)
H 300 6 9.06 (4.76, 13.35) 5.98 (0.85, 11.12)
I 400 6 10.33 (6.04, 14.63) 7.26 (2.13, 12.39)
[0283]  a.fEAZHRIGHF &H —H2 R E 152y, I HAEF 14 R Ion] HEE
[0284]  b. /N 3P I{E RIS B A 90 % B AR [X [H]
[0285] . MR 4f 2t [ s R AR Y LB e /N R G2 R 5T 1 22 S AR R 90 %
BH15 X 8]
[0286]  7EATHIIQTHE T A, 7E200F1400mg i) B 77 & f5 , 38 76 {8 JR & I 3 A Xoh O L35 22 4

VEREAT 1 VPAR , o3 3 2L 4E 100mg A1200mg T 4 DU (A2 A5 B2 25 - IR 18R , UK 77 &
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RIS 17 o8 I Hs FHRR ]S R ~F- 35 B R s el o A FH 22 77 B 4 DI 2 5% 1 Log—Log [l )A 73 A CR H
IR FT) AR5 75mg 778 T B P S E + FRAE 22 Crax MTAUC ) 1) /2 120+ 74 . Tng/mL AT
1140 £476ng * h/mL . iX 264t iH{E AR 7 4> B L 200mg B 7 B AR K 293 . 35 A124s , 3F H4 Btk
400mg HLFIEAK9 . 2435 FH6F5 ) Crax FIAUC

[0287] R 18HF & 25/ 8) J124 S H UL S RRIA)HH A Fr ~F 25 22 F 700 1E I 0 AR 3
SN

HE(mg) | FB4E + | T34 £SD | RR A RAFHE | KEENRAT | FRESYRITEH
SD Coax AUC BAREEGARTT | HERBHNREE | ZENREEGA
(ng/mL) (ng.h/mL) A& T thAastF A& sFEEHN T
(90% CI) (msec) E4 (90% CI) (90% CI)
[0288] (mmHg) (mmHg)
% 0 & N N 16245 3.97 3.99
400 LIG0E436 | GE00R2300 | ¢ peqom, 140,650 (2.12, 5.81) (2.62, 536)
Yy 84.36 2.20 2.42
200 AnesInd | 240200 (-106.37, -62.35) (034, 4.06) (1.04, 3.81)

[0289] =446

[0290]  Ff|=EJH E

[0291] 6. 15f&E LB ThK

[0292] 4R 19Fr7w , SEGI4H F R I 2 HARIE S UE ST 1 % HEJR 1 77 & AR e 2 e o AH I, R
NS 2 0} S 1 2 2R B 58 4 14 PR 2 BE 1 771 B AR M B2 i) o X e B R 4R /s T #E50 A1 100mg B
T RN A X B3R ) 77— S B % 2R o T4 DL DR 50 22 100mg T 4f 3k 21 ~F- 47 , A1 1
75mg#iizk 1 100mg ik ) K ES 73 ThAK .

[0293] K 197E2 AR 7% A 2 U1 F% 50mg A1100mg [ ThAL

[0294] T 50mg—22 g 71 100mg—2¢ & 71 100mg-50mg
HER® -0.64 -0.91 -0.27
S R AP -0.72 -0.71 0.01
SE4 P PR AP -0.60 -0.58 0.02
JRERAE -0.76 -1.24 -0.48
HEPRES (ml) 29.1 23.4 -5.69

[0295]  H¥m4k & NLSFIMEM 2 F

[0296]  afE 558 V-3 R B X T 3L 4 A8 4k

[0297]  bfEZES AR AE M P IIR BT T I 2R 1 AR b

[0298]  cfEZESJATE—/NHid H AR HER 1P IRBUAEXS T A1 A2 L

[0299] 6.2y %% EI{E

[0300] 4k DIBE 7R T 5485 KT 55702 i b Bl 386 m . 8N SokHE) A&, AAB042 100mg 1) 771 &
BT B Crax B8 IR L1345 , PKSEUE N A 500 0 S0 35 25 DIAH 2 o O T 4 75mg 751 = 1) PK
ZHOETEAL 8RR B LT R G 1 55 B Cuax FIGFI - AUCHE AY o B T 15400, 3
75mg 14 24 DL 771 5k e 1 100mg 771 B L% 2 B 7R 1K K 2929 % , Bl J5 B AIK 1 100mg 71
FITIA 3 (1) 5 3 1) _E PR o 5735 o (L FRTIX Ffril 2D B ARG 17 I PR b A D P 0 T 52 10 (1 T R A2
[0301]  FEUHAZ FIRER T, LIS B 100mg IR T, A R F4F RO P Sk 2 Ske# 2K
AT~ JR) 5 2RI B BRI 57 B S SO R W AR 1T » 7E = 100mg IR, AR M Sk =AU 2
W0, 3 B AE4E DU &K T 150mg T, A R 34 A R AR AL PR AL ™ (1) 5 2R %6 B iy
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T8 e H 771 B A 100mg e A1 22 75mg , 7T LAAS B L 457 oo ARG 6 751) B AH SG AN R SR ) XU , PR
B A 25 %6 T B Cuax P R 2740 %6 1 (75mg i 11 120ng/mLXF b 100mg i 1 206ng /mL) o A~ 7y 22
2 B FH R I AR A, A= R RE R 7R & ) 1G0T K T 5550 B R b A ) 15 T B A2 R T i
AT AN P-HE B B (P-gp) /RN A F. 50mg 7| & 7] LAk — B9/ 52 g, AT R ARAS R 44
R XU o

[0302]  55100mg & AHL , 75mg 1) & 1Y) 56 41K 5 5t AN B L 451 0 B AR R AR AN R 4
(R RS o 55 D RE TR 1 320 AHEL , A R B P 1 52 i3 I AUC- 338 i 1. 6% ,
FEZ A R CYP3A/ P-gp il 771 () 52k 1 2 75 e 29 2% o I ¢ 7 5mg 711 B2 1) G 3G D25 , WU
BEHFIR N A IS B YE DB Cuax K T8 H 100mg WL 21 () AR LE I AT REME 15 % (S WD) X T
FIH P BT A T v R 2950 %6 70 %6 I Cax FR1 & 55 N R 2 1 R0, B3 /N 7 10 i ) 52 4k
HRGEAEH HEE,

[0303] &y 1 F F50mg A1 100mg 2k U1 B 551 8 2 8] Cuiax (19 K T 5 LU 451 1 388 1, [0 B R ) 2 8%
AT DA FH 771 B9 2 o ) B O A 18 A0 Y R 2 )3T R L 2R RS BT T UR B I RR X S 4y
e N T AR A R BIE I R A2 AEA K B 72 1) 5248 5 it FH 4 D1 77 24 DA
VEIT IR R TS BIPRE o 24 S i 7R B 0 T R, TR SR — VR IT I IS 2T LN T RS2 L
RIS 4525

[0304]  50FH100mg4k D1 551 5 2 [A] AT AH O 0 v 1) 771 B — s B 5% 52 55 50mg 111 00mg 4 DL 771
B (8] Cunax PR IR T B0 EE 450 180 38 00— 72 0V 4 35 DI 2850 ) AN Jsg U A1 k2 5% % 4] 7] B3 7 o
[0305] =417

[0306]  75mgFfIE 1 251838 11240 ds

[0307]  SERK T — TPl 4 U1 FE 5 RI4E 1 B 250 A0 BAE R 2548380 11220 95 BT 2 il %
)02 i B AR N AP 45 R S R TR 2070 o 2 i B AE 55 1 R 4252 1 4k DL 75mg ) B 571
B, EH10-23 K52 T FIAE-F600mg QD, JF HAE S 17K EE2 1 (15 FIAE 75 &= 1 4 DLFE
75mg ) BRI o PEAG FE 55 M AN Lt 2 TR, 4 DL AR A - 1R Tt P 52 R 6 B 5 B 1D 932
A - E I TEAE SAEBAET. . 20 4 32 i EH Hh A 34 (16%) & 11 T SHH R 45 AH S IIAE, 3k
2 L AVE R 45 , Y N A8 A A AR AIE W ECGER I P SI2 06 25 141k 7 T 8 A W0 82 31 2L AT I R
BRI BRI .

[0308]  ££20. JLI[~F 3518 (%6 CV) 4k D[ [ 254880 J12% 2 5
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7%
B F R A58 R HNH + FEE
(N=18) (N=18)
tmax* (h) 1.0 (0.5, 2.0) 1.0 (0.5, 2.0)
Cuax (ng/mL) 82.3 (43.2) 153.9 (47.1)
[0309] AUCy., (ng-h/mL) 1160 (34.3) 1210 (30.7)
AUCq-» (ng-h/mL) 1310 (36.4) 1310 (31.5)
tin C(h) 84.0 (15.0) 742 (25.2)
CL/F (L/hr) 57.2 (39.7) 57.3 (30.1)
V/F (L) 6930 (48.6) 6140 (47.0)
[0310]  a. ™ fE (Be/IME, 5 KAH)
[0311]  HIAEC A MR | A KB, AU @ AR N 51 REFR A, 7] DAL AN S0 A %

Y B LA AT S 87 P 9 BT ) R 400 A 2 P TR A i R HG At 2 80 58 1) I LS5 3000 3 L Y
AR
A AL 2 B8 A ST ) A i B U B S RS, AT B ) EL A S i 451 0 A Ak
FORN GRS ST A R o 5 P A 0 B 45 RS2 A9 A DA A A s (B PR T H AR R WY ) s
P Y R AR e R DA BRI ZE SRR 7R
AT 51 B R G A R HR RS LR At R 2203 I 51 DAL R AR 58 4 b I

[0312]

[0313]

AR

36



1/2 1

B H M [E

.I

CN 110869053 A

- Y

37



2/2 71

1z I

.I

CN 110869053 A

bz Wiy

—. y - M -, o
un&w; 54 szx/: _w\s\: —
N Y | ey |
& 3 Ny P Ve 2 Hooyn — Sz.m&_
" /_ e \,x “nn.,. aw s
" oua ,\z M W LRGP _ 25
W el MO S I
o dw - ....‘.U b R z(..,.\\.f..r_\\;f/m,\, o
9 .Z\J-_\ a..ﬁ\\\.. _ — —\‘ }._ Jr \_\ O.T\
Ty 3 Iy H EA Ny Ny ', / HI-
S N TR ,
> N
s H ;;Wx xf \\
P . " /
Rp- S Y ¥ ¢ bips
z .tr!.
xp} -
7 644 ‘B ‘v « ll_\_ /m HF \m U _— - ﬁ /:_“\\ r_l 41— \_\Rur.\_/_
A \\;. 1.....5 [
xzﬁ:.U. o [ o - Y
1&,.. J_\ : ﬁ 3 : \ﬁ @ o \.k e
" z,u ] i, o f\}.,z\?M\ St o . , -
¥ Houa 4 o+
= ,.....;
HB \ kY
r4Y el
A\ ow “ud_ o e o~
N AN o = GLVESLUACR LI AP g “
ST L) SN :/\%E
I.nn,u 2 By ,.f\\/ \.f Ty s zﬁ..n..z At g, 25 S S T
% H
.._. f\.k/ 5 o \_ﬁi\fz\,.f xhﬂ,\_ 4G
) - "o i
HEO \\, Erje]
(e

K2

38



	BIB
	BIB00001

	CLA
	CLA00002
	CLA00003

	DES
	DES00004
	DES00005
	DES00006
	DES00007
	DES00008
	DES00009
	DES00010
	DES00011
	DES00012
	DES00013
	DES00014
	DES00015
	DES00016
	DES00017
	DES00018
	DES00019
	DES00020
	DES00021
	DES00022
	DES00023
	DES00024
	DES00025
	DES00026
	DES00027
	DES00028
	DES00029
	DES00030
	DES00031
	DES00032
	DES00033
	DES00034
	DES00035
	DES00036

	DRA
	DRA00037
	DRA00038


