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TauaXtF o h TN 30mg [ A — T | EAERERIF L LT & X
WHZEENESETH D EHE S, AWFENICRZETH D L 27
ST,

1) SRR R TOHE
F WHEBICB T AR

HIE PRIV R (%)
BR ST iﬁiﬁ? . — [ A5 P 0D ) 7 L v HE
pH1.2 | 120 0.0 0.0 fﬁﬁig;ﬁ fgf/?gg CaAC A%
6. 0 45 55. 4 47.8 %ﬁgﬁ%&%ﬂ@ 45 N UF 180 SN T 5 e
180 905 6. 7 PR =R S AR YRR 0D £ 10% D HE
Porpn s |2 48.3 15.5 | BBIAO 0 RO 10 WIS B |
’ 120 85 1 85 7 PR H =R DS YE R D £ 10% D HEIH
oH6. 0% 120 29.8 3L.9 %ﬁ%ﬁ:@é%ﬂ@ 120 &U 300 Z3FEIC BT 2 o
300 844 83.5 I H =R AR HERLAI 0D + 10% D P
100rpm | pH6.0 |0 0.3 o1 PURBAD 30 RO 90 BT B | 1y
90 93.5 6. 7 B0 AR TE R O £ 10% D iR

FEHERLE] . S 2o ¥ vF o 7L 30mg (A4 —/~F | LotNo. DLXCP3003 (n=12)
pH6. 0*:0. 0lmol/L V »E/KE _F MU 7 A& 0.005mol/L 7 = g% VT pH6. 0 1275 U 7= iREBR IR
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(¥ HH HfT )

H51(pH1.2)/50rpm pH6.0/50rpm
100 100
80 80
. -0 F a2 uXtF L H TN 20mg[ A —T ) .
£ 6ot —— T Xt F LN TN 30mg [ A — T £ 60+
Ve o —O0— T 2T U H TN 20mg A —T
H 40t H 4L —— T X T LA TN 30meg [ A — T
g § tetsision v syt s + 6% sy S agvisttisk = 106
R Py L L L L L
0 30 60 90 120 0 60 120 180 240 300 360
min min
521 (pH6.8) /50rpm pH6.0*/50rpm
100 100 |
80 80
SEC ) S 60t o oL F LA 7 20mg
% —o— FamF T LA TN 20me [ F T | # (=7
Eg 40 —— T X F LA T 30mg A — T @ 40 —— F Lk F L SN 30mg
§ § [F—TF]
T {memmorgpsron |7 2] § s T R = 10%
, , , , , , -n-e-oe , , , ,
0 60 120 180 240 300 360 0 60 120 180 240 300 360
min min
pH6.0/100rpm
100
80
&\O 60 1 —O0= T 2n¥LF LA TN 20mg
# [F—r~T ]
?é 40 —e— T Xt F LA SR 30mg
oy H—7)
g Lo wiwsis = 106
0 c 30 60 90
min
BRI : pH1.2=H Zﬁﬁ)ﬁﬁ{’gﬂj?ﬁ%ﬁ{fﬁ@%l{ﬁi pH6.0=7#D7-Mcllvaine DFEEK
pH6.8= H AFE 7 J7 ¥& HIRRBRIR O 55 217
pH6.0*=0.01mol /LY /K3 F R 1 40.005mol /L7 = o k4 IV N CpH6. 01 FH 2R L 7= SRR
2) 8l = OYE M TOHE
| FRERTUH OV H =R (%) R VE ) E B
PR RF[H] (B A& LLIR R AU C Ol 2 # AR (n=12) | HE
& = = . . N N
7ML g | R H=R .
SRR O R E B2 5 b
pH1.2 | 120 0.0 0.5 0.0 DOH 12 8 T ELLT T, = 15%DFi | [F%
BHAZRZ D H DM,
50rpm | pH6.0 | 180 85.1 94. 2 90.5 [ %
pH6.8 | 120 75.3 90. 6 85. 1 SRR I%OHFEEZ B 22 b | 64
DA 12 fEH 1 ELLT T, £25%0D i
pH6. 0% | 300 81.7 88.9 84.4 FZBZ5HDNRR, EE:
100rpm | pH6.0 | 90 86.9 107.1 93.5 [F) &5

pH6. 0* : 0. 01mol/L VU > lg/K#E —F b U 7 AL 0.005mol/L 27 = g% T pH6. 0 (ZFH%E L 72 BRI




10. 9% - &%
(1) EENLELRSE - BF, NENEFKRLEESR - QEICET H1FER
PARPNA
(2) a%
FanXxkF o H TN 20mg [F—1F )
(PTP) 100 7 7& /L (10 7 7/ X 10)
500 A 7 &L (10 5 7L X50)
(/XZ) 500 1 7L
FanFxkF o h TN 30ng [F—1TF )
(PTP) 100 7 7& /L (10 7 7L X 10)
(/X)) 500 B S
) FHEAE
PR
4) BHEOME

PTP 0.3
PTP : ARV b =L TV
X mdk

R RI=FLre dFyy 7 RKY) 7oLy

1. RSRREHShEEME
Y LR

12. Z0it
Brliz7e L

_13_



ARICET SEE

. PhEENTHR

O 52 - > D&
O TRERICHESER
MEFR IR I PR iEIEE
HRME TR
214 R AE
2 14 BA e

NRER (T RICEET HEE

5. MEERIFNRICEEY 5T E
(e @)
5.1 HiHDAIDOEGIZL Y 24 U TORET, ARSE, BEEKOY 27

b>iﬁﬂbﬂﬁ“6&®$ﬁib>&>ét&>\ KA DOEEIZHTZ>TiE, VAT E_R7
g4y NeEETAHZ L, [8.1, 8.2, 8.3, 84, 9.1.5, 9.1.6, 15. 1.1 ]
(329" - 5 DIKEE)
5.2 RH|% 18 A DK 5 DpitEREE BE T 592 BRI I3 IS 2 H B SRR E
52 &, [9.7T 2]

(REDEELE)

5.3 BT L TARZREG T 545 ERSFN N E - HUE BRI
@F@fh@%ﬁ)xﬂ%%ﬁbxﬁﬁ &5 @i Mﬁﬁé_
&

(RHERBEICESER)

5.4 BRHEFIRIE OZWNX, KE Y U~ F 7O 0% GoWr) EYEE O [ERRE 7o 2L 1
ICESEHEEICEM L, EZHSNTHEICoRZETHZ L,

(IEMHEREICESER)

5.5 B OZWHNEL S B ITIBMEIIRIE & 2B SN BE IO, KFlok 5 %
BETH L,

(ERHEREEIZ S &)

5.6 3 » HU BIESFE2A L, SO Witz 25 2B IEBEETE & 2l s -
BEIZOIR, AAOFKGEZETDH L,
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3. AZERUVAE

(1) BERUVHEEDHER
(329" - 5 DIREE. WRFREHERESTICHES &R
WHE. RACIE LA LEEER, T2t F & LT4mg 2 RAKBET 5,
51X 1 B 20mg XVBHAE L, 1 HMU EORFEA 22T 1 A& E LT 20mg
TOHET D,
B, DERATSRGAITIE, 1 H 60mg ETHETDHIZENTE D,
GRHEmREICE S R, EMEREICHESERE. THUMEEICHE S KRHE)
WEL ORAICIE L B 1 EEE%, FanxbkFo L LT 60mg ARAKET 5,
$51E 1 A 20mg X VBHAEL, 1 EMU EOREA 22T 1 A& E LT 20mg
TOMET D,

(2) HERUVHERTEDHELRE - B
ZEER e L

4. RERUVRAEICEHEY 5EE

(225 - 2 DRE, WRFEMEREZIZHESER)
AHN DG EITMHEIR/ANRE 2D K5 BEZLICHEHBEICBE LN OHWEHT 5 |
N :

5. BRERAUAE
) BRERT—2/1\yir—o
L7
(2) ERPRZEEER
AR L
Q) RERIERHR
YR L
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(4) HREEROEAER
1) ARG
® 52%F - >DOHEE

ERNFELNHE ZE5RIEITHMLRGER

IONF - DORBBOEREERNR L LT, Tt F UHBRED S
(FTavftF & LT 40mg Xik 60mg), 77 R Xid v xtvF ik
HWoRF) (RextF b LT 20~40mg) % 6 HfEG L7ofb R, E2GE
FERE CTdo D~ IV b 2 9 DRl R (HAM-D17) A EHRE S D2 b &gk
DEBYTHY, TaaxtF o (40mg LT 60mg FEEEE) O 7 T BRITH
T OB RSN, £, TaaXEF L 40mg #E & 60mg HETH &KX
JSBAFRITRRD B Ae o 7z

#£ HAM-D17 B#AFE R ONR—R T A v inb DOEA &

HAM-D17 & #3E A At &
NR—2R | TTRREEE OX Y
5 Bl | _R—2Z Tk F4 PR
LD S5 I D i H T
g FHIRE | D0 | o ey | P
7R
N 20. 4 12.2 8.3
77 AR 145 4.2 +7.0 | +5.8
— . 20.6 10. 1 -10.5 2. 17 .
7 A0mg B\ 73 +4.4 +5.6 | +5.7 | (-3.83,-0.52) | 0103
=z
20. 4 10.5 -10. 0 -1.70
60mg 74 : : : : 0. 0440*
s me Ff 4.1 +6.2 | *+6.4 | (-3.35,-0.05)
7 20.5 10.3 -10.2 ~1.93
v AT 147 : : : : 0. 0051*
CUCEE +4.2 +5.9 +6.1 (-3.28,-0.58)
20. 4 11.0 9.4 1. 29
e s : : : : )
SEEREF M) 148 +4.8 +7.4 | +6.9 | (264007 | 002

FED BN (F TR Y — KA BT
VE o) B R EERNE, M. HROKE, B GAT HAM-DIT S EFEEA A LA R, VRBRENE
PRHSBE 2 BN & L= T
p: BEME, *: FEZEHV (p<0.05)
(F-#i +SD)
BIVEF R BUBEE 12 81. 7% (143/175 %) TH - 7=, F 72 BIVEH IFHELL 26. 3% (46/

175 51]) . fEERE 21. 1% (37/175 f31]) . BEJ@ 17. 7% (31/175 f5i)) T o729 |
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Q FERAREHEESICH S KR

ENENHE ZEGHRIEITHMLERRER
FERIGMEARRRBE T IS DR O BE 2R E LT 7T 2 Xt F UIEEBE
BTN (FTaaFtF & LT 40ng Xik 60mg) XiX7 TR %Z 12 @8
PG U7 B, EEERIEIE T H 5 24 R TN EIERE A o 7 1)
EOEEIFRO LBV THY, T2 FXtF 2 (40mg L 60mg JFEHE)
DT TR RICHT HEEMENRENTZ, o, Ta2aXtF 2 40mg BE L
60mg B T HESERITERD o7z 1219

24 WERPERRR EEE A o 7 EEHER ON—R T A b DO E

24 H#F‘aﬁﬂzi’/}{g%ﬁﬁﬁfﬁ ngﬂ:g
2 = 7 Y P e
] . _ . NR—2F 7T v R E D%tk
itk o mhom | A7 [ LA ORI
LD fE 9 YINHDRE HEMIZE o fi
L= (95%/5 HE X )
o |5.78%1.17 | 4.38+1.99 1. 61
77 e (167) (150) +0.18
o | yomg e | B 79F1-23 | 3.541.86 2. 41 0. 81 .
7 & (85) (73) +0.21 | (-1.18,-0.43)
1z
L | 5.76+1.17 | 3.41+1.77 2. 53 0. 93
X | Oomed (86) (72) +0.21 | (-1.30,-0.56)
7 5.77-+1.20 | 3.48+1.81 —2.47 —0.87
- e 7T 481, . . .
< | vra (171) (145) +0.18 | (-1.17,-0.56) | <0001

1 3) P fE + SD G150

D REBIRET /TS TR - FEHERR S
BGRE, BUE ., BGREXBLIE 2 [EE A BEPRIR ORI, BRI PR b T
T, 24 BFREPPEEIEREAERE X 2 7 EON— AT A e R PR
TR I SRR 2 A B R & LT,

p: AEMER, " AEEDLY (p<0.05)

BIVEF R BB 13 62. 0% (106/171 ) T - 7=, 72 BIVEA IR 21. 6% (37/
171 6) . B 14.0%(24/171 1)) . {854 5. 3% (9/171 1)), #&7EUE 5. 3%(9/171
) ThHoi- 1>,
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@ MRMEMREIZE S &R
ERNEINE ZEERGTHMLEERRAR

PHERIEREZEZ MR LE LT, TanXwF UV EBEY 7L (T a2 X
TF L LT 60mg) XIX7' 7R % 14 BFES LR, FEMiERE
Td 5 BPIRIFEIE L CEEIDIF ) A a7 O 14 ARELEITR DO LBV
ThHY ., FEMHT OREIRET ML DI I8N T, T andkeF v
60mg D7 7B RIZKT HEHEIT R SN2 5T, 728, BT Ch
% LOCF (Last Observation Carried Forward) &2 XV 14 O K AE %
fige L7z 360 WO T, BERICA B2 b vz 119,

# BPIEJMEIEE CEY DR A) A a7 KR —RF A4 )b O b &

BP 149 BLIE PR
CEDRI) AT e
fiEHT F15 58 RS | 5 NR—=2FA | TTHREEE DXL
g | ogeses | 0 50 HEf 22 o fi
EALETY | (95%EHEX )
6.13 4.33 L ss
FEMAT . | ST EARBE|] +1.35 +1.97 +0‘ 03 - -
REhEE (195) (147) e
FLICX B 6. 05 3.88
-1.90 -0. 32
i 60mg +1.29 | +1.84 X ' 0. 0988
b mg # asD) (163) +0. 23 (0. 70, 0. 06)
6.13 4.55 L2
- FS5EREE| +£1.35 | £2.02 X - -
sy |77 (195) (195) +0.26
I E oM 6. 05 BT
(LOCF) 60mg TE +1.29 | +1.94 160 ~0.38 0. 0408
(191) (191) +0.26 (-0. 74,-0. 02)

1 5) SR + SD GRAR 51150

15 6) it RIS < JHTR M+ AE R 5
LRAZEET M L DRAT 1 GRE, G R, S50 & SRR 028 BAEH % [
B, N—RA T A O BPI-EREREE CEH DR A) . KD DFEREES oA
RIHEELE LT,
(L3 BT 1 R G % [ E R 3, ~N— A T A > D BPI-ERE BAEFE CEI DR A) . K
) Ot ES I OFRAE LR L LT,

p: AEMR, *AEEDHY (p<0.05)

BIVE S EAE R 1 64. 4% (125/194 i) T - 7=, ERRNWEFILEIR 25. 8% (50/
194 1) . Fols 21.6%(42/194 1) . fERA 13.9%(27/194 #i) . B8 6. 7%(13/194
) . EBEIEEE 6. 7% (13/194 ) T o 7= 19,
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@ 1BMHEEREICE S ER
ENENHE ZEGHRIEITHMLERRER
FEART 1A RPEHURIESK (NSAIDs) DZAFD R A+-57 7018 M MR e FR T & %t
FLLT, TandxbF o EREI 7L (T aadxtF L LT 60ng)
XT 77 AR%E 14 BHEEE LR, FEFHMEEE Cd 5 BPI-I& M HiE
ECEE O A a7 O 14 BRZECEIIRO LB THY, TanFxt
T2 60mg FED 7T B ARITxET DR R S vt 1010,
#  BPIERENEE CEHOJFA) A aT M INR—ZF 4 b OELE

BP T4 FLE [ FAL B
CEH ORI AT R
BHE | 45 BE A | <25 77 AR L O
. , ; TR
S AET) e N AR B 8) M
e i e e B
5. 09 3.16 L9
TS REE] +1.04 +1.78 +0’ 0 - -
(226) (200) -
5.14 2.73
-2.43 -0. 46
60mg +1.11 +1.69 N - 0. 0026*
(230) (209) +0. 11 (-0.77,0. 16)

1 7) SR+ SD GRAM 11450

1 8) IR AN BT T M HES < FHIE Tl + i HeRi
B GRE, BN, BB BN O E/ER % BEES R, X—AF A > D BPI-
PR AR CER D) s L Lz,

p: AEME, *AEEDHY (p<0.05)

BIVE S8 B FE 1T 48. 3% (113/234 #51)) TH - 7=, E/2EIWEH IZMEIR 18. 8% (44/
234 ) . {#EFA 10. 3%(24/234 f51]) . HL> 8. 5%(20/234 i) TdH - 7= 17,
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® EREBEETEICHE S EE
ENFELIHE ZEEHRMTHM LR
RERBALARTO 3 » HITHIZ 14 B UL LA &2 AT D R A R
EEREARRL LT, TanxbF UEBIEY 7L (FanxtF o
& LT 60mg) MIX7 7 AR% 14 ML LR, FEFMEECcH D
BPI V&R BEIESE CER DO A) A a7 O 14 WL EIZFRO LBV TH Y |
FaaXtF L 60mg BEDO T T B RICHT HEEMEN RS,
#  BPIERENEEE CEH DI A T KRR —ZF 4 b OB E

BPI—¥4&9m BT & FAL B
CEL)DJRI) AT IR
BOH | cxs | myum | ~—xq 77 R S DR
\ 9 9 N PR -BLiE 10 HEfIE
R R e e e o
5. 06 3.14 180
TR AREE] +0.98 +1.70 +0‘ 12 - -
(176) (161) e
5. 03 2. 44
60mg ¥ +0.96 +1.54 +26 5172 1 101' 707 43) <0.0001*
(177) (160) — e

9 HIME +SD GHmHIE)

1 10) B AR T /IS < SRR E iR s
Be Gt BLARES, B 58 LB SO BEERZEEDNR, X—2F A >0 BPI-
IR EIEFE CEY O A 2 BB L L,

p: AEMRE, *AEEDHY (p<0.05)

BIVE R EIAE T 1T 43. 3% (77/178 f3) T - 7=, E/2RIWVERIIMEIR 13. 5% (24/
178 #1l) . 1178 10. 7%(19/178 f31]) . f8F 10. 1% (18/178 i) . Hr 9. 6% (17/178
B) . RSV 6. 7% (12/178 B1]) . AAKIEHE 5. 1%(9/178 fl) TH -7 19,
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2) REMHER
@ 529 - 5 DRE

ERNFELIHE RHARSHER
IO+ DODREDEBEZEEZMNGLE LT, TandbF UERED L
(FandxtF L LT 40mg Xix 60mg) ik 52 WG Lok E,
HAM-D17 A&t ROZ L EIZR O LBV TH Y | BEHIRIZHIZ D 515 S8
BRI SN2, £72, TanFtF o 40mg 25 60mg ~DOHEIZ LY
S LTER] B3R iz 19,

#F HAM-D17 AEFRES L ONR—RA T A )b DAL &

A R ) % HAM-D17 & &+3F a8 A&
NR—AF A 215 20.9%5. 1 -
6 T 187 12.5+5.3 -8.3+5.2
12 ¥ 182 10.1+5. 2 -10.6+5.6
24 T 172 8.47+5.3 -12.6+6.5
52 I 146 5.5+4.8 -15.6+6. 1
(SE¥)fE £SD)

AR Z BUBEE 13 93. 0% (200/215 ) T o 7=, EA2RIVER IFEL 32. 1%(69/
215 1)) . fEHR 29. 3% (63/215 1)) . 1118 22. 3% (48/215 ) . HEJ 21. 9% (47/215
%) . T 15. 8% (34/215 ) . {HFA 13.5%(29/215 f5)) . VU Z VT A K
AN 13.0% (28/215 f4) T -7 19,
Q@ FERARMEHEES IS KR
ERNFELIHE RHAZSHER
BERIRHARRR PR IS DR OBE 2R E LT T 2 n Xt F IR
BTN (T auaFtF s LT 40mg Xik 60mg) i K 51 S Lz
e 8 5 i A — % (BPL) i BE L CEYI DI A) A 27 D& LI
FOLBYTHY ., EHMICH Y SRR SHER S 2020,
#  BPIEMENEE CEHOJFA) A a7 KR —2F 4 b O

FFATG RFIA B BPI-¥&Jm EIE & CRY O A) A a7 A
R—RF A 258 3.9+1.9 -
8 B 245 2.6+1.7 -1.3+1.4
16 TR 230 2.4+1.8 -1.5*1.5
28 I 214 2.1F1.7 -1.8*+1.7
50/51 JH HERE 1D 191 1.8+1.4 -2.2+1.6
7 11)60mg #£1% 50 ¥, 40mg F¥1% 51
CEIfiE £ SD)

BIWER R BUEE X 67. 1%(173/258 f31]) T - 7=, E/2RIVER IIMEIR 11. 2% (29/
258 f5) \HbAlc H#410 9. 3% (24/258 )  {HH4 8. 1% (21/258 1)) | > 6. 6% (17/258
Bl TH o722,
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@ MRMEMREIZE S &R
ENELIHE RHIESHER
BAHERIERFZRNRE LT, TauXwF UVHEBRIED 72 (T an X

T F & LT 60mg) & 50 B %5 L 7=k F . BPT-J& 0/ BE FE (P45 0% 7¢)

AaT7 OEEIFRDO LBV THY BRI 0 BRI R HERF S

77—: 22,23) .

# BPIVEWEIEE CEYDON ) AT IR —RA T A D DL E

BRI %k BPT— i HUIiE B CP DI A) A 2T 2
N—RAT A 148 4.54%1.99 -
8 JHKE 148 3.502.01 -1.04+1.56
16 3 K 146 3.45%2.17 -1.09+1.77
28 Iy 134 3.32+2.10 -1. 19+ 1. 59
50 JEIF 115 3.27%2.34 -1.31%+1.70
(FHfE=SD)

BV 8 BAEE 1% 63. 8% (95/149 i) Th o 7=, F2@IVEMILMEIR 21. 5% (32/
149 1) . {HF4 16. 1% (24/149 B1]) . Oy 11, 4% (17/149 B1) . (AREHEIN 7. 4%(11/
149 Bi) . 1178 6. 7%(10/149 B) . FEEUEK 5. 4% (8/149 #i) TH - 7= 2,
@ 1SHEREICHSER
ENELIHE RHESHER
BYEEFEERE LR L LT, TanXbF U dEBED 7B (FanXx
tF L LT 60mg) & i K 50 H[F G L7k 5, BPI-Y&R BEE (LB
A AT OBLRIIRO LB TH Y, BT SRR HE

j’% é j’b?b: 24, 25)O

# BPIEKWMEIEE CEY DN AT L ONR—RAT A DDAV &E

S A 40 kS BPI-¥&J EIE E CRY O AH) A a7 A&
NR—AF A 150 3.89+1.55 -
8 T 142 2.35+1.72 -1.56+1.58
16 WA 140 2.17+1.71 -1.76+1.78
28 137 1.95+1.54 -2.01+1.76
50 J8 121 1.59+1.50 -2.26+1.63
(SE¥)fE £SD)

BIVE BB X 50. 3% (76/151 f5) TH o 7=, E72BIVER IXEIR 18. 5% (28/
151 f) . HELs 10. 6% (16/151 f1) . {EHA 8.6%(13/151 i) . H¥E 6.0%(9/151
fB) Td o7~ 2,
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® EREEETEIZF S &R
ENELIHE RHIESHER
RERBAARTO 3 % AR CHIZ 14 BEL LD A% H 9 5 R A IR
EIEREEZIBRE LT, Tand v FUEBEI 7V (T oot F
& LT 60mg) Z K 50 FRHEE U= f55, BPI-& IR HEFE (O )
2a7 OEAEITIRO LB ThHY  BEHIRICHT 0 SRR MR S

7 26,27)O
#  BPIRREIEREE CEYDRA) AT JH N — R T A b OB E
ST Gk | BPIRR R CE D) A= 7 P2
R—2AF7 A 93 3.04£1.76 -
8 I 91 1.80=*1.33 -1.25%1.35
16 I 88 1.59+1.34 -1.44+1. 38
28 JH 87 1.43=*=1.24 -1.63%1.42
50 K 81 1.52+1.54 -1.53%1.41

CE#)fE+SD)
BIVEFH J8 BAEE 1% 51. 6% (48/93 #) T& - 7=, E/eBIVER IX(EFL 17. 2%(16/93
i) . AR 12. 9% (12/93 ) . M8 11.8%(11/93 ) Tdh - 7= >,
(5) BE - TREERIFER
1) |EALLITHERGHER
M ERR L
LR AR BR
U ER R L
2) REMHER
MR L
3) BE - IRRERIAER
U ER R L
(6) AEMER
1) FABERE - FEFEARERE WFHIRZE) - 2ERGEHREBRAR (TR
B PRERER)
MBI L
2) RBEHLELTERFEOABXIEER L I-HBROBME
M ERR L
(1) Zhih
BRI L
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VI. BHEEICEHYHEE

1.

EEZPHICEEH HILEYRITLEYME

SNRI (R V7T U, X2 T 7 7 %3 IR

2. RBEER
(1) YEAARALL - ERRF

7y MUK TS 5 W IOt e =V ROBIRTEO 2 L7 KLU oo
BV AL ZILICBEE U= (in vitro, ex vive® N in vive™),

7 v MRIBAEREICB T sttt e b= KO v T R U UREAZILIC
BN X 7% (in vivo),

FRAPRAR Y E Z BRI T DR A SN VROV ) 7 2 U LR E
ER 203, &r h=U RO VT RLF Y B SALBRETEM: 225573

7= (in vitro),

(2) B TR D HERAKE

7 v IR GKERERIZ 3o\ CHEEN TR R R A ) ST Y,

7 v FOFEEEI R UGE L,

7 v MR E MR T 7L (B A IR T 7 L R O L6/16 FFREFIEAE 2R
ET)IREDOMOEIFET NV (T v bR~ CEIFET IV, ~ U AFEEET A
VTR Ty M T =W ROy M T YA L BRI T v T
=TT )T W THERIE 275% LT,

Q) YERFEIRERRA - Frfukefd

DR L

_24_



VI. EYENREICE 9 4IEH

1. MPREDHRE

(1) BELEDGOLDRE

M ER e L

HERCHERIN-OPRE

1) BEES
fEFERR AN BME (8 ) I2F =2 2 % F  10mg, 20mg. 40mg % £1% B EFE O #% 5
L7z & 2O MMEFIREE R OCEYENRE NN T A —F 2[4 - RITRT,
Coax S OV AUC 1 X FHE DB HENEE R U7t KO 12 (B)1E 10~40mg D
BH#HFECIZIE-ETH-1= P,

(2) B&

(ng/mL)
60 |
—o— 10mg
—&— Mmg
—— 40mg
T +
m Fi5fl +SD
Im 522 4 Y EE
E FLTER
e
=
E |
201 AT 1
& .D'él : T 1 ] ______-flj_ _____IL___ :r_:_;_:___—__—;'—';'ﬁ
0 ] 12 18 24 30 36 42 48 (hr)
By &
X Btk HElRR O G REo 8% R
= BEWENRE T A — & (RN, B R O#RE)
BE5&E | % Crax tmax AUCo-45 ti2(B)
(mg) P (ng/mL) (hr) (ng-hr/mL) (hr)
10 12. 08%=10. 09 7.8%t2.3 155.51%x94. 64 12.75+5. 88 D
20 8 18.31%10. 89 7.5x1.4 259.33%141.84 15.34=%5. 87
40 38.65%19. 46 6.9%£2.0 551. 75%£239. 64 10.56=*=2. 86
7 1)6 %
Cmaxx AUCO*48 : 5‘—:\1 =4 %"Z?Vﬁ%iﬁ& LTZ“%/“T—\‘
(CE¥)fiE+SD)
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2) REEHE

TEEER A BIE (K 6 B ICT 22 FEF 2 20mg™, 40mg®™, 60mg™ % 1 H 1
b7 B, BRKEROLEE L L X OEWYBIRE T A —F 2 FITRT, M
EP R R I ER S LY FH L 7 HRICEBIT D Cux. AUC 1IH]EIFES-

BEL TR LN, &5 7 HBIIZEFEIRREIZEL T\,

* IR T A =2 (RN, RERIER D&S)

whE | Bl Crax tiax AUCo-24 ti2(B)

(mg) x'e (ng/mL) (hr) (ng+hr/mL) (hr)

1 HE | 13.57=%4.40 6.2x1.0 139. 56 £27. 40 12.30%£3. 11
20 6 7THH| 16.24%4.95 6.0x0.0 205. 32£45. 34 12.09+£2.58
40 6 1 HHB | 22.17%12.67 6.7%x2.9 254.15+1151. 73| 13.78%6.82

7HH]| 31.50%16. 81 5.8%x1.2 426.76%E263.55 | 17.26=x2.25
60 6 1 HH 46.2+25.7 5.8%t1.2 519.1%£267.4 13.46=*5. 03

7HH 68. 1£20.8 5.7%0.5 895.81%344.3 13.18%2. 26

Coaxs AUCog4 : T = v F U ilFBEE AL & L CHER
(SEH)fE £=SD)

3) EVMEMIEEERER
TanaxtF T ' 30mg A — T YAV E T TR 30mg F
JBAF—=NR—EICLVZENEN | BT BV (T a2vFEF & LT 30mg)
R R N BRI M K OB % BRI D5 L Tl R L RRE (T 21
X BT URE) ZHE LT, FONTEYENFE ST A —& (AUC, Cpax) 12D
T 90%[E HE X VA TREFHENT 21T - 7245 5. 1og (0. 80) ~1og (1. 25) D&
ThV ., WHIOEYFHIFRSES MR I,

EMENRE/NTA—4
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AUCQ*)’]g Cmax tmax t1/2
n
(ng-hr/nL) (ng/nL) (hr) (hr)
— o 'YZ N 0?1/
TaARXETED TN ] 008 1+186.7 | 11.8148.29 | 6.141.6 |11.5+3. 1
ig 30mg [A—7 |
NIAYZ 2
& **4/’\;0:;77 7117 | 213.3+223.0 | 13.56%10.70 | 5.8+1.6 |11.7+2.2
— o 'YZ N 0?1/
o |72 OXET I TN o g 941634 | 16.3048.22 | 8. 4+1.3 [11.4+2.7
% 30mg [A—/T ]
e oL L
i #4/’\;05;777@ 19 | 288.7+192.4 | 17.37+9.75 | 8.2+4.0 |11. 13.0
(E#)fE£SD)




Ot e 5

(ng/mL)
30
i 25 f
i ) e . _
H . —O=T auFxtF 7 EN30mg [F— T
= 20 —— 1 2L F J) TR 30mg
= T X +SD, n=17
=
X 15
+
3:
10
=
B
5
— 1 1 I —#
0 12 24 36 48 72 (hr)
& 554 iR
mFEPFaO0XFEF U REDOHT
QOR®%EE
(ng/mL)
30
M 25 f
ﬁf’{ Ly ~ © —
th =T auFxtF 7 EN30mg [F—T )
520 T —— Y1 LNV F T 71 30mg
= SEHE+SD, n=19
=
X 15 F
&
7‘
:/ 10 B
=
A3
5 L
L L L L L H
0 12 24 48 72 (hr)

36
P H-1% IRp ]

I35 2 FESE TNT AUC, Cpay ZE D3 T A — & 1%, B ORIR i OB E%K -
HE S DORBRSRMEIC L > CTERAR D HEMNEN S D,
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Q) hEE
EEE R L

4) BE-HtRAEDOEE
) BEOFE

BREERR N SBE (7 ) 107 = 1 & F o 20mg % 22 & 2 VT A 14 12 L AR O %
H L, BFEORBLHRH LI L X OEMBE ST X — X K ORFHRITE R & &
R T, BEREEGD Cou IXZEMERFICIE_REVEZ R L, AEENRBOLNTED
DD toaxs AUC, tio(B). Ae URFHEIE) ITAERELE RS o7z ¥,
F HEWEhRE ST A — X (R, BREOFE)

58 15 Chax Tmax AUCo-4s ty2(B) Aeo—us
(mg) i (ng/mL) (hr) (ng-hr/mL) (hr) (ng)
116. 33 11. 36
Ze e .53+4. .7%£0. 011,
" g s i 8.53+4.12 | 5.7+0.8 459 16 9.01+1.42 47 0
133. 82 11.93
# + + +
1 10.97=*6. 17 6.0*x0.0 166,72 9.27*0.79 16,06
p fiE 0. 0422* 0. 2856 0. 1427 0.7171 0. 9499
Cmaxx AUC0748 : 5‘\‘1 [t %‘t%yﬁﬁ%i{ﬁ & L/‘(i%%
Aeg s URHFHEIE) : T andeF R L L TER
p: AEME, " AEEDHV (p<0.05)
(SE¥54iE +SD)
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2) BEDOFZERVRSHEOZE
BERERL A (12 B)) Z /PRI, T am X' F o 40mg ZIZENER, HIR%, &
D UWIIBR R (22 IC 2 N EN AR AR5 L, BFOREL UK GRHFEO
BT Lo L EOFMERE T A — & R OHERHIENTRE R AR T, Caxe
AUC [FRA BRI G & FIZEER G- L O THEZETRD bR o7, %
BTG D Tyax (TFIZEMERFZ 52 AIER L, AEZENRD vz, §IREKR G2
BT B AP O IR (A 2) IFZEERF ISR E S A EZEDRD 6
Nl BIRERF (ZEE) 2 5-0 Cpaxs AUC ITFAZEMERFR G ITEE AR | e [ TIER
L. TNETNEEEPED b O OMEANC L DT —#),
K HYEENT A —F (REOZE, BERHOZE)

HyE e Coa 2 T Y AUCy—oo™? Az i Y
IRTA—H (ng/mL) (hr) (ng+hr/mL) (hr™") (hr)
B | EIA 27.5 6.0 464. 3 0. 058 11.9
7 (30) (4.0-10. 0) (32) (23) (8.2-17.5)
izl 25.9 6.0 456. 7 0.061 11.3
e | 2 : B
(36) (1.0-10.0) (41) (21) (8.0-14.9)
P 24.1 10.0 402. 3 0.070 9.8
e (47) (6.0-16. 1) (1) (25) (5.9-14. 1)
LR R 19.6 10.0 381.7 0. 064 10.8
(ZE8) (35) (4. 0-16.0) (40) amn (8.1-16. 3)
HZE g
vs. Wl R% 0. 405 <0.001* 0. 060 0. 004* -
p fE
HZE g
vs. BEE N <0.001* <0.001* 0. 005* 0. 368 -
p fE

E2)FAZER LR, 2REOTFT—X 2HE
E3 T anxbF o EREREE L THER
7 4) F Al (e Mg KA
T 5) FRNFEE (e IMBE— 5 K AE)
p: AEME, " AEEDY (p<0.05)
CE¥HIfE (EBfRED) . 12 f1)
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3) HHREDEE
OFN-INCARS 4 -
a. LRI I
R N BPE (14 )12, T2 X EF o (60mg HEHRROES) & 7 /LR
X4 (100mg/ H KER N #5) ZFHEG L, T anX 2T 03y
BEEA Rl L7z, 7 VAR IV OPFHIZE D . T 20X F 2D Cu
AUC IEZZFH 2. 41 fi5, 5.60 f5ITHIR, t12 1T 3MEICHER, Mg Y
T T AT TTRDED B H B, WP b A EENRD b Y
FrFEANZE DT —%), (VI Zat(EH EoEE%) 3T 5HE 7.
FIHEAMER Q) PFHEEEZ0OBE] SH)
b. Na¥tF
TR A B2 B iC, TaaxtF domgl H 1 [EIKERDES)
EokaXtvF o Q0mgl H 1 RIKEKRORS) Z0FHKE L, T2t
F DI EREZ MBI L=, NuXtF o offHIicky, TauxtF
2D Cpaxs AUC IZFFVEIL 1. 60 5, 1.59 fFITHAR, tyold 1.26 f51C
B, g7 V7 7 0 AE 31D B H LIV, WIS A BEENED
N WHEANCLET—4), (VI 2tk @EH EoEgEs) | Fa‘e%“
LIEH T.HHAEEH QOFHER 20 E] )
c. 77EF VL, IEMER
R N B PE (14 D12, 7 = 2 ¥ F 2 (40mg FAZZRE R HLEIRR O £ 5-)
&7 7 E®F T 40mg (HIZEERFHEIRE O 5-) | 1EMERIEAI (&R & L
T 50g FHZEIERF R N & 5) # 2 nEh G L, TandtF o
DOIYBREATHE LTz, 722X F L ORI KIET 7 7 EF V0D
W NE oz, EEROFHIZEY, T2v8F%E8F 2D Cu. AUC
ITZIEI 68% S Y 65%BTAR T Ly t120d 0.91 fHIZEME L, WIbA
BEMRDLNEZ W OMEANCE DT —4),
@ AN T %
TET7 4
TEEERR N B (10 B 12, 7 = v & F 2 (60mgl H 2 [\% 9 155 O 5
ET AT 4 V(T 74U E LT 250mg @ 30 43 s iR &
BYEPFRBEG L, 747 4 U o OEpEEEFMG L, 747 4V v
HYBREICH B RBLIEA LNV ONEANCL DT —4),
@ A RIT T
= LAWN
fEFERR N (B 8 il etk 8 BN I, T =2 mFEF > (60mgl H 2 B9
?’Eﬁﬁ%m&“@) Er 7B/ A (2mgl A 2 EIERARE) Z0FHES L. M
HACRIE TR A TN L7z, BRI BAEIXA o iz W
GrEIANIZ L DT —4),

HE6) AR OABINTHETL B 1 RFHEBICEOES, 1 HiRRKHEIX 60mg T
»H5,
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2. EYMRERONTA—4
(1) fEFAE

EUER R L
(2) RULEE T

BRI L
() HERETEEH Y

RN B HiEl i b

30mg (n=17) 30mg (n=19)
i A ] [&1%]
Kel (/hr) | 0.0628=%0.0107 0.0639=+0. 0130

(CFHIfE=SD)

4 2732 R
MR L

(5) P ETE
MBI L

(6) ZDith
MR L

3. BER (KEal—va>) @i
(1) RBH A%
AL L
(2) 185 A — S EHEHA
MR L

4. TRUR
HMERR L

5. 9
(1) Mo ik-RxBEFY&@ @
M EE e L
(2) IMi&-RaREREFTE@ %
U ER R L
<HBE>
D BRIEBIT(Z > B)
TFREEI1I2HEDT v b(0=3~D) 2 " T 2aXtvF  EHRE (2%
TF L LT 4bmg/kg) R OHKG LT & & OBEEDRIEBITRIZEEGED
0.02%LL FCTdh o7,
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2) BIRFEEME~OBIT(Z > M)
IR 18 HEDO T v b ((n=DIC "CHE#T 2 n X F UG (T an Xt
F & LT 4bmg/kg) OG- LTz & & IR EEEE~D S RE O BATH
B LN, 5% 24 BB TIIMHBAU T E TR T L Y,
3) Eit~DBITHE
TR LR (6 5] (0 12 1%)) (2, T Xt F o 40mg 2 1 H 2 BIFOBHBK
EROEE L, %5 4 0 ARG ZOMmED R OTLH PR E 2 E LR, w
HHFAOBITHRED S, FitFRE O AUC X HEFIRE D AUC OF) 1/4 Th -
7o AROT 2R TF o | HEREZHE LILER, BLETug THY, BHE
D F 5 (80mg) DK 10000 53D 1 Th -7V IENZ L DT —%), (V. %4
PEEH EOERS) ICET 2HE 6. REOT REAT L2EFICHETI2EE (6)
s )
HE6) AR OAGR SN AT 1 A 1 RIIRZICRE ARG, 1 R KR 60mg TH 5,
(4) BR~DBITH
MR L
(5) ZDthDMEHB~DIBITHE
MR L
(6) MIFEBFEEER
.35 5 HAS A=
RN 2 kG & U7z B M OB G- BR I BT 5 ex vivo DILEE A SR
ZRE LIAER, 97T~99% Th o7, FEERITMETT = v v F U REITKAE
P RERE G LA EAIEERD i o 72 B0

6. X
(1) REEMELRCHRBRR
BRI L
(2) RBICEAET 58%E (CYPAS0 %) OHFIE FEXR
bt MFI 7 v Y — 2% O3B EEL CYP TORGEH & FRRMBAERNIC X 5 )
OFEFRELY, B MFI 78 Y —ATIEEIC 4 MER5 MOKBRIENEZY, ZD
BSIZI CYP1A2 Je OV CYP2D6 MBHE- L Cnb EE 2 B D W (in vitroikBR),
Q) VEEBNRDEERVZTDEIE

MR L

) REMOBEOERRELL, FELE
AL L

7. it

FEHEORFICT 20 F U RF L A STFEEET, HE5ED 72. 0%3RHH & L
THRPICHEE S U, 18, 5% FERICHEI S N2 W UNE AL DT —4),
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8.

kS U RIR—42—IZE83 B 1H#R
BRI L

9. BMFICKDBREE
AR L

10. BEDERERIHBE

11.

1)

2)

3)

BEEERE

mEEOREEBRE (12 6 (B 10 Fl, &2 F)) LR (12 6] (B 10
B, P26 : 7 VT F=227 0T T AED T5nl/min LA L) EOMTT =
1 %t F 1 60mg ZEERF AR O SR O R BIRE A ik LT & & | mE OB
FREIZB WD TR A & AT T IKITAEREITRD bR o 72Dy,
Coax X OVAUC TN TN HHI 2 fFICHER L, T NENAEENRD Lz 30 (4ME
NZEDT—%), (V. Zat(fEH EoEE%) BT 2HE 2. 2N E L
ZOHEM 2.4) VI et EOEES) BT A 6. FFEDOY RE
BT HBFICHETIEHEE Q) B¥EREERES 9.2.1) W)

FrEEERE

S RE D JIFREZS & 453 % 3 (Child-Pugh B 1240%8) (6 5 (BB 5 i, otk 1
B ] EAEEER A (6 B (BIE S Fl, &M 1)) EOMTT2a%ETF 2 20mg
ZEHEIRFHLRIRR O B RO Eh e A i L 7= & & | PEEOFHEL 2/ T 548
BB W TR & R T Cou I[TITHABRZTBD D2 -> 7208, AUC
RIS AFICHER L, Tip 33 EICERE L, TNENAEENRD LN Y (4t
EANCEDT—%), (VI Z4t@ER EoEES) I3 2HEE 5. mEk
AER &2 oM 8.5) . VI etk EoEEE) cBE+5HEE 6.
REOEREZATHEEICHATEE Q) FHERERE 9.3.2) 2 VL
vt (A EoEES) BT 2HA 8 BIEA (1) \EAZRFEIVER & HIHIER
11.1.5] &)

=EnE

et it B & BEERIE mln B L (K 6 61) & DRI TT 2 v ¥t F 2 10mg B HA
RO G REOEYEREZ i L7 & X, @minE BV CIIERImE ICHTH
BERZEFFRO LN DD, Cou 14T 1.3 fi5, AUC 1TK 1. 6 fFIZZENE N
BAR U, T 1389 16 fICiER T 2 M2 R Lie . (VL 224t {ER Eo
HEES) ICET2HE 6 FFEOEREAT 2BEFICHET L EE 8) @it &
)

Z Dt
R L7
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VI K (ERLDEESH) ICEHISHEE

1. BERABETDER
EIN TV

5

2. EQARLZNDER

2. (23] CROBHEIZITESLENIE)
2.1 KRHFNO AR UIBBUE DBEFERE D & 5 BE
2.2 7 I UMALEESE MAO) FHEH (L XY VIR . YU v A LR,

P74 F I RAVIVERE) %5 FH 5 VIEE 5 R IE 2 HELLNOBE
[10. 1 &HH]

2.3 EEDONTHEREREED H 5 BE[9.3.1 B3]

2.4 FHEOBHEREDSH S EE[9.2.1, 16.6.1 /]

2.5 2 b — VL REOMAEMARNED BE UERPE(T L2035 5, ]

3. MEEXRIIHRICEET HEALDOIE L ZDER
(V. RIS SHE 2. EESUTRICEET SER) 22752 L,

4. RERUVAEICEHEY 2ERALOEE L ZDEH
(V. BRICET 2HE 4 ELOCHEICEET 2EE] 227528,

5. ERLGERMIELETNEH

8. EELEXRMIEE

(ZhEE#iE)

8.1 2 DJERZ BT H2RFIIHLSENHY ., HREXOBENRH LD T, 2
D X 9 72 BE TG RN N REE2 A E T HBRICITEE DR LD
WEEODEZRERBIESBLETH L, 2B, HOF « 9 DRELILTARHF D
WIS ERDERBICBWTHLHBREROBZANRHY . S HIZHDH - 9 2R
BAEEILAELHDLIDT, ZOLIRBFICOERECBE LN LR T
HZ &, [5.1, 8.2, 8.3, 8.4, 9.1.5, 9.1.6, 15.1.1 &MH]

8.2 Rz, M, BE N=v 7 3E RIR, SN, BUR. BORME, k.
T AT FEEE AR, B, BURENH DL D Z ERHE STV D,
Fo. REBMRIIIA O TIZRWA, S DIER « 1781 & 3k L7TERICE
WC, BB ORBMER OB XX A A SE,. BB, MmETANRE
INTWD, BEOREBLOIREOELZEFERRSBETHIELEDIC, T
5OIER OB ENBIR SN BAICE, REEZHEEE S, Re lCBEL,
k4572 PR nEA24T5 Z &, [6.1, 8.1, 8.3, 8.4, 9.1.5, 9.1.6,
9.1.7, 9.1.8, 15. 1. 1 &/]

8.3 HEHMTOBRERMAZI<TO, BRMERNBO 5N L BHEITLNTT 55
AlZiE. L ES O A¥a R/ RICE Eob 2L, [6.1, 8.1, 8.2, 8.4,
9.1.5, 9.1.6, 15.1. 1 &/
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8. EELEARNEE

(Zhae@)

8.4 FIEFHICARGESCH AR, WA, BURME, SRS OITE O 2L K
TSR B O REAER DAL H S b d U A 7 ZZOW Tyl 21T,
ERl & BB IEAEZ I &0 Lo lciEE4+ 52 &, [5.1,8.1,8.2,8.3,9. 1.5,
9.1.6, 9.1.7. 9.1.8, 15.1.1 BH]

8.5 FEREEENH LoD Z L0 H D DT, WEHIEERA (AST, ALT, y -GTP
BBV LEVE)Z(TH & b0, BEOIEREZ+DICBET S Z L,
[9.3.2, 11.1.5, 16.6.2 /]

8.6 Lo, m/E LA, SiEr7 ) —ERnH NI ENnH LD T, #H.
ME - RS2 RE L, #EBRFEICHEET S22 &, [9.1.2, 11. 1.8 & /#]

8.7 IRX., WEWENKRZDZ ENHHDO T, HBENVEOEER SR 2 1 5 Mk %
BET AT HOEESEDL 28, 2, BEIC, ZhOOERZAR L
=58 X B O EREMEIRZ 1 O B OBIEICIEE L enwE 5, 5812
ok,

8.8 HhHHIL (FricZ2RoH ) IT kv | A2, Bl BE, FEMED 0, SHK
T(EXYa vy 7RREREZET) . R, BOLOHRENS LD Z &M
WEIN TS, BEZFRIET2HAICE. ZROPIEEBET, BEOREE
EBE LN OHRAICETSZ L,

(ERARMEMRBESICHE S ER

8.9 AHNC X BIRHIFFEIKFILE TIH RS HERIETH D Z LD FERFEOIRE
EFECITO 2 L,

8. 10AKH| DFe 512 X v B L5 - HbAle EF%E BERBENE(LT D ZENHDHD
T, M EOHBS ZHEEICHET D L &b, BB U THRFBAEE
ORERHZITO Z &,

CIEMEREICHE S ER. TRMRBEICHES &R

8. NIAKNC L 216 RITREFE TIX R S HERIETH L2 Z L0 b BIRORE N
HIUXE ORI AE O TITWV, HEWRELANORIELBETHZ L, £,
BEORBEZHDICBIE L, AREEBREEE LN &,

6. RENDEREHI HBBICHTHERE
(1) BHHE - BEBEFOHLEE

9.1 BHHE - MERZEOHLEE

9.1.1 BIMARBXEZHREHEDHLEE
T R U R ABAFEERIZ LD IERP BT 52 03B 5,

9.1.2 BmMEXIIVEEDHDEE
AFNBGRNCETIC =2 > be—r L, @i - RSS2 ET 5
ol g, E RS, SiLESZ UV —ERbobhbd I ERD D,
(8.6, 11.1.8 ZM4]

9.1.3 HFABEXIIENETEDHSEE
JERNEANT HZ LR H D,

9.1.4 BEOT7ILI—)LERE
JFFEENET D RN H 5, [10.2 B

9.1.5 BRSEXIEREROBENHLIEE. BERSEDHLHEE
HEGE, BRERRS b Z EnH D, [6.1, 8.1, 8.2, 8.3, 8.4,
9.1.6, 15.1.1 ]
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9.1 BHHE - MERZEOHLEE
9.1.6 S5 OREHE
s, BREKNHOLONDZ ENR’H D, [5.1,8.1,8.2,8.3, 8.4, 9.1.5,
15. 1.1 2]
9.1.7 BHOFRBMESXIIMERFEDREADHSHEE
FEMER N EES 5 2 08355, (8.2, 8.4, 9.1.8 2]
9.1.8 FEMENSMKEFREEZTZETHEE
FEMER N EEST 2 R H D, [8.2, 8.4, 9.1.7 5]
9.1.9 TANLAFDEEHERERIINLDBREEOHZESE
PE g Vi BV R
9.1.10 HMMHEREOHMEEX FHMMEZTROH D EE
HIMAE B 2SR5 Z 035 5, [10.2 B ]

9.2 BHREEEERE

9.2.1 BENBHERETOHLIESE
BHE LW &, RADOMAREN EFT 52 L0805, (2.4, 16.6.1 &
)

9.2.2 BEMHFEDEHEEZTOHLEE
AR OMAPREN LR D2 L0355,

Q) FFrElzEEE

9. I FFHREREE BE

9.3.1 EEOHKEEEDHLIEE
BH LW &, IFEEENENT L2208 H 5, Fio, HIRFEREEN
TR L, AFOMmMHPREN EATLZ2 1B 5, [2.3 2]

9.3.2 BEMCHFEEDHHREREETDNHIESE
JFSRERE EN LT D Z ENH D, T, HREEHIAEE L, AFlom
HIREN EAT2Z2 R H 5, [8.5, 11.1.5, 16.6.2 ]

(4) 4GEReZ R 2 BHE

RE STV

OR =3

9.5 1F4%

TG SU TR L T B ATREMED & 5 etz id, 1B E OB RSN Gt %2 EE 2
R SNTZGEEICOREG T 52 L&, IEIRARWIC SNRI, SSRI Z##& 5 hic%
PEASHEE L7 BE R ICRB W T, ARBIF OER . FERGEL, REREEZMNE LT
%, BEBUER & REEOIERSHEERICOD Db OWRENDH D, IKFTR L
Uik, Pekgsia, 77 /2 —8, R, F80E, RS, WrLEE, Iaek,
fRIMBEE , BRI T, AR T, ROTE, IRk, Ko x| SlEbE, £
FEDOPLE PHE SN TN D,

9.6 217
BEEOBERMERORAREOR M ZEE L, RO SUT T I 2 REd 5
Z&, 7y RO FTHHFABITTAZ ENRMESINTNS, [16.3.1 ]
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@)

(8

INRF

9.7T/NR%H
WA CHEMi Sl T~17 O K 5 DIFPERE DSM-TV-TR¥IZE 1) 5 /538 B#E %
KR E LT 7R ROBRABRICE W THMMERNHE TE o7t O
HRd 5, [6.2 5]
3% : DSM-IV-TR : American Psychiatric Association (K I[E¥54# £ 5 4x) ™ Diagnostic and
Statistical Manual of Mental Disorders. 4th edition, Text Revision (DSM—IV-TR &#H#5% B
DLW - FEt~v =27 V)

= nE

9.8 H#E

BEOREZBLE LN OEEICEET S5 L, miE CIEIEY O KD EITE
L, MERRENERTZER”H 5, [16.6.3 2]

Fo, AREFEICBONTE, LTORICEETHZ &,

< ARTF U T ASE, FURRARVE A A S WEMGERE (STADH) O fERRYEDS & <
nHZ ENBD, [11.1.3 /]
CHOFEVWFEICIVEHER T ENH S,

7. tHEER

(1

2

AFIOABHNTITE & U THHCEEESS CYP1A2 23EH 5 L, CYP2D6 & — &5 LT\ 5,
*7-. AFIIL CYP2D6 & Hi A M HET 5,

HRZEZEFODER
10.1 Bt ARER BFRLEBEWLI &)
HFN 4 BERJELR « HEE S 1E T« falRIk 1
T I UBALEER (MO H O SFITHHIC L D | EIZ MA0 BEANC X S Rk
(MAO) FH.E= A T, AR, st B AT I R E OB &)
LX) R | &R BIEEZEOERRSH b ([ Ht ) SAlC L E T
(=7 E—) nNi=oWERH 5, VEEIMEM R R I BT
FHXU AN BEAOREZZIT |57 I U ERDIALLE
1734 BEICARZRET 2551285 EE261D,
(TLrr M) Wi e & 2 M DM
Y74 F I RAVIBERBE, 2. AFNDL
VIR MAO FREHNCHIY Rz 5 &
(=277 4F) XX 5 HioMFEER< Z

[2.2 /] L

FHREIE L FDER

10.2 Bt FEE (BFRICEET D2 &)

HEAN 4 BERIE LR - HETE 715 7 - faBRIA T
EEY R QT IE £ . O = M A k| AKX, 'Y FOFTo

(Torsade de pointesZ&rde)
OO0 E SREIVER BB
THZENDLOTHERET
HZ &,

B LRI 2 PHE L, 1
REZ LA SELLEX
5N,
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10.2 FAEE

(FFRISEET ST L)

[9. 1. 4]

RS2 LENnHLHDTHE
BI D&, 70, JHHEREN

A5 PRI - fHIEL BT - fEBIA T
T LS S ARSI £ 1 2 | 7 /1 =2 — L o R R 50

HIEHEZET 5, /=, 1B
FEOT I a— LB LA

v aBENND D, Kl DI kv, iFtkse
NENTDHZENH D,
HRAR A P ol 51 MAEIHEH 2RI 5 2 & | B 3R
NV EY — VR | DN DD T ARG
IR, a7 EBNRLE OHEFMOHEEZHET D72
CEELTRETSZ L,
AFNF A==y hitr = IEREEES S O | £ FLIEH OMAORLE/EH 12
WAL (A F L I NbHBZENRH 5, Xt b= 1EHNHE
T —) HMEND,

TIRFF I =L
A UWRE,. 7 r T a
Yoo, ) xHY
N

[16.7. 1M]

AN O i RS B S
ZENHLDOT AR O E
M ET LR EEREL TE
45z L,

Z b O FEFH O CYPIA2 R
EERICE Y, AF ol
BENEATHIZ N
BHo BRANE 7 NRFH I
EDOOFHIZE Y . KA.
Wy VT T AR L
e DWENRH D,

—BRRPL D DA
TINYVTFY
Wi, Vv Y
F U R, A 2
7T SRR

T2 /) FTURD

AR 93 74
ST FT

PUAEENRA
VA=A VAN AN -}
Wi, 7LV A =R
73N

T D DA O i i EE A
ERTL2Z2ENRHLOT, Z
D OFEANO M &2 ET
LR EEELTERETDZ
&

A F 7 CYP2D6 BH. 2 1 i 12
£, o 0FEA|O M
BENEATLH2ZE0H
5
AFK| L CYP2D6 B THh 5
T I EDPRIC
o, 77 I mAC
NEIMLZEDORER D
5o

SRna Xt F R
KFW ., = KR
KT =

[16.7. 1]

AANO M FREN EHT D
ZERBHDLDOT AKDHE
EWET R EERELTH
H3pZ L,

Zh b oKD CYP2p6 BH
EERICL Y, RFIO
BENEATZZEND
5o
AKFENaxtvF o o
OEAIC L v, RF OIS
V7 AR LR E
DHEND D,
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10.2 FAEE

(FFRISEET ST L)

HHN 4 BERIAREIR - #5715 BEFF - fElRIA+
tr h=ARMS MAEICEe b= A28 | ATt e b= FIRY

REEY F 7 A R
= VT KL
T U UEIY A A
FH. 2 %1 (SNRI) K& OF
R b=
FFEL D GA - BHE A
(SSRI), F 7+ R—
JVIERRYE, NV X
VRIEHL-FU T
k7 7 U E A AL
Uy R
A3 A NXFY Y
(b TVa—v
X« U— N EHRM

oy

i I SNl Nl il Bl S N
VIEGERSZE O b= U fE
X DIERND b D
ZENBHLDOT AHELOZ
B OEFN O & EHET
LI EERELTERETDHZ
E,

AHBHEMERZzHT 27
O, PRHICLY, B b=
RN RS S Z LR
b5,

FF
[11. 1. 1]
R R A4 BRI ERIOVER 25593 2 Z | KKl 2 v 7 KLy »

yua = R

&

EWHDHDOT AFONEZ
BED LTI b oA
AWET LR EEELTEK
4oz L,

BHY A B FERIC X
LEEZLND,

7RLFUL
7RV

Z D O EA| CRFIZESAD
oA LY DM EEH
(ML E _BH-25) N iEsm4 5 =

AKFNFZ VT RLF Yy o~
FRVARLEERZ A
570, fiHICEY, 7

EDRBLDOT AFBRZ| FLF U AAEH R RS
SOEADOMEZHET 2| D2 LNb 5D,
BREFRELTEETHZ L,
MAEEF & OREERIMEIHEMNEZHEBRT 52 & | AAITLEEA L OKE
D i O FEF WHLOT AAJRRZNS | RBREnTeo, R X
OnZ77 YR | OEFOMEZET D720 AFIKROZ 6 OHHA
7N FHEELTEET S, | O lEEERE R LR35

L2ENHD,

HH I A ) AS HE BRI 5

A
BTGB A
T2 ) FTIU%
AN, BRI D
KT AEY D
FEAT A RRHL
RIEH, DT 7V
N B RyNN-

[9.1. 10&M4]

g ) A3 TR 5 = &
HHOT AFKORZ DD
HAOHEEZWET 570 L
EELHRETDHZ L,

SNRI. SSRI& Z 416 O 3EH
oI X Y HImE R
DR D EEZEZ B D,
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. BIfER

ROBWERNR S 6 bND Z LR DD T, BlEE ToIATV., REDEO LN
AT BEITSC T, B, REXIFIET 272 EOMuRAEZ1TH 2 L,

(1) EXGEER & HER

1.1 EX%EEER

11.1.1 €0 b= U fEREE GHEERB)
A, Rl BUEE . SEEL. RVE. TR REL mimE, ERE. SR, A
Ja—X A, HEMERZEENHODONDZ 08B D, tr F=1EH
HEOOHEHIRBRAT 2N EL b0, FICERTH L, BE
DRD LG AT G EZFIE L, RGH, KofeEoey B L it
B R ALE AT O 2 &, [10.2 B]

11.1. 2 BEREREE (B AH)
FEEN HEENICER . SRS O MR, wE NI, MR, MEOLH), RBIT, A
MERBEEM, Mg CK(CPK) EAZEDORE RO LN-HEITIL, &5%H
1L, (RBEL, KOS O R E L LICEY) R EEZITH 2 &, £,
IA T UREME) BB T RALN, BMEREEICEDLZ RS
LHOTHEETDHI &,

11.1. 3 FRABILE A EE 5 W AE1EEE (STADH) (BHEEAH)
K b U DA E, KiREEMEE, JRPF Y o AP EOHEIN, SRR,
FEhd AR A L O FURIIR AR VE A A WMEERE (STADH) 238 & b
NHZENHDHDOT, BENBOONTHAITITEG 2L L, KB
DOFIFREE ) 7 ALE 2175 Z &, [9.8 /]

11.1. 4 &8 (0. 1%AK04) . LR GEEARH)

11.1.5 FFHE8ERESE (0. 1%A) . FF2¢ (BHEEARBH) . &|E (BEEARH)
AST, ALT, y-GTP, B U LB ZED EH 2/ IFeerEE, Ik, #HE
NhLbhbHZ b5, [8.5, 9.3.2, 16.6.2 ]

11.1. 6 IS HIRARGEIZEE (Stevens—Johnson SEREE) (BHEEAH])

.17 7+ 74 5F— &It FEARH)
PO ORI, i M MVRE, FRB LY T T 74 T X —Ren H
bbbz Enb D,

11.1.8 SMES ) —¥ BEEARH) [8.6, 9.1.2 ]

11.1.9 BREA GBEEEAHR)
JERA S B ONT-BEICITHR G2k U, BRA2FERT 572 Sy s
ITH T &,

2) FDoEIER
11.2 Z DD EI1ER
5%LL I 1~5%A T 19%A it HEENBH
BB, T OFE. | AR S
. . B3 SRR
o 22 ) =
U AP, B
IETIKEES
=N IEFTH ., FE
BRI A k.
yal:

) ERD D B OGS 2§52 L,
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11.2 Z DD &I 1EF

5%LL 1~ 5% A Tii 1A i3 15 FE B
fEIR (24.3%) . | AR, S2BHL B | B O, B | i, — T X
SR, OFEV | A, LOWUE, | & [oEs, | L8RE B,
PR, R | RIS, 8 | MEARRETE . L
ROMNEEIEIR . A | O Y5,
o % Eﬁ%(iﬂa’i Iﬁz%ﬁ\ AU
B %éé\ﬁ)\ 5H | AMTREE, A
B DIE— o &7 | EE, TR
L. PEBREGR, | REREMEEE, SR
BIRSS . B | R
L ORGSR
WA
L (22.4%) | MEEE. MR-, | OPNZE. tEYR. | MHEEZ. WAMRER
i { e BABEE, 078 Hﬁ%ﬁﬂﬁ%z@: il2] %‘H%% MHSAAS | 3R, D&, HET
(12.8%) . fHEFS | EADREL, Wk | PR PEE . BEAREER
(12.4%) . TH | AE., H& KGR
B AR, IR | s, SR
R Hof, L. B
I
e, R, | E SR,
TG ER A £ L5 EVEAREELR,
e
AST 5. ALT
& y-GTP 1
Jr Mk H.Bkeyre
v ERAL-P k
S LDH k&
ANE S m | B (BRR
P ARMERIE | Hfn, R H
iRV NS 4 ). E I ER
Uy "M, & | D
H i
- R Bﬁ’é’ﬁ iy B
Bt . . R
PEPR IR PERERE R E (A | 2R, PARIE
TR SRR | R, IR
=P E
%) PERREE,
S me 7 L7
(ﬂf;g%' = k5. BN
A BER, R
Sl A AN
JvrF =
e B REE
Pk

B ERD D &b G I3k G252 L,
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9.

11.2 Z DD &I 1EF

5%LL 1~ 5% A Tii 1A i3 15 FE B
EfEE, RU S U v A | FOIR IR R RE K
VeV KEH, | B T, & T RU D
jren Mol A5 n Amﬁ;%ﬁﬁ
I —v bE&H R HE, m7'm 7
=1 7 F ASE, I
Sl ) Ny AV N
=
AT RE | E, mRER, B
Z D A REHN, | R PR
CK (CPK) -5 Ji. vt Sk

B IEIRD & b b HE I3k G2z ik 5 2 &,

EERRERRICRIET RS
BESHTOAN

10. BERS

11.

13. BEESE

13. 1fE4R
HEAMZ BT, AAI 3000mg 28 % 5 (BLFI ST A & OOFH) i &5 523 s
SHTW5D, BERGIC X DML OERITEIR, S, ©o b= e,
FAE, EH, HRCTH -7,

13. 2008
FERAY M ANIEN STy, MBS U T, IEMER G- OmE Y] 72 4L
BEIT2D Z &, RFNIDARBENRRKE VO T, s@mFIIR, MkER, 22#
L% d F 0 DRI TITR W,

BRLOIE

14 BHLEDIEE

14.1 EFIZFERFOTE

14.1.1 PTP AL EEDERANL PTP o — OO H L CIRAT A L 28T 52 &,
PTP o — FDFEAERIZ LV | WA RS REREBA~TIA L, BIIEZEL%
B L THERAREOEBERAGINELZ RT3 H 5,

14.1.2 AANTHBZ AR CTRIFT DX OBETHZ L,

W13 BEVEa—T 4 7 &L TS0, BT vVONEMERNTZD .
DOSLTED LAEWTIRHAT 2 X 28T 52 &, FENRICALETH
D, BRECTRIETLHZLNH S,
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12. ZDMDEE
(1) ERERERICE D < 1FH

15 1 BRERERICEDCER

15 1.1 A CHEIM SN RO SRR EFORBMIEEA BT 2BEZT LG L L
7= ARE ST OH S SHIOEI T Z 2 Ak B EGR R R O BEHHE R
BT, 24T OBE T, BRSESCHREXKOEIO Y 27 B35 5
ORIEGRETT T AR IR L TR o2, ks, 25 kLl LOBEICE
T 5 EBAECHRERORERDO Y 27 O RIS ST, 65 L LI
BWTIZEDY 27BN L1z, [6.1, 8.1, 8.2, 8.3, 8.4, 9.1.5, 9.1.6
2]

15.1.2 F12 50 ik LA b2 b B Sl S U2/ O FR A I BV LRI e |
= U IABIRER L =8RG0 Al G o SRl ek S E
HT, BIOV AN ER LI OBRERD D,

(2) FERGRRERICEOIHER
BRE STV
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IX. JEEREREAER ICRE 9 HIRE

1.

2.

HIFHER
(1) EINEEHER

( TV HEHEPIZBI4 D HE ] ZH)

(2) ZEMHFEEHER
EERR L

Q) Z DD REHER
EERR L

HMHHER
(1) BEHESMHHER
MR L
(2) REBRSSHHER
MERR L
() BinEMRER
ZUERR L
4) BARMERER
MR L
(5) EREFRAESMHHRER
MR L
(6) BRTRIZ M ER
MBI L
() ZDthatEksk
MR L
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X. BEEMFIEICEHISER

1. RS
BH . FanxwF o h SN 20mg [H—nT ) B LG EE D
TanXeFrh TN 30mg [A—nT) B IR ERELY
) EE - EMSEOLLEICI VTS L
BRSY - T an T R B

2. AREM
AR « 34

3. AFERETHOITE
HERRATF

4. FHRWLEDFE
BREIN TN

5. BEMITEM

BERTEERLTAR AY

<FYVoLEL : Y

ZOMODBETNTEM : AV

C JRATTanxeFr TN =T ZIRAISNOBREIALL TR
DIF~

s TanxkFrATvN =T ZRAENDBES AL THBEDOT ~
OB PR AP AR R BE 5 LA © TR . ARMERIRTIE LY © &R . 1B MEIBRIE IS 2 &
I, EIEMEBIETEIZfE © &)

s TanxkFr TR AT ERHAINDEEIALE ZEKBEO T~
(ZEFAEBIERE I 1 © &)

c TauXbFohTSvN [F—T ) OIRERREE 1BV AE I O &R,
MBI ERAE (21 © )

(R T MRSt AR — 53— (https://www. ohara—ch. co. jp) IZ$8#K)
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6. Bl—m% - FEE
[Fl—R 3K - A L% B 7B )L 20mg, 30mg
[ S
D 9o« 9o : 7T NV TTFU IR, A I7T I VHRE. v 'm
FU USRI, X7 ) VR, BBV ST
Nw S FUOMRRIEKTIY, 7 VR R X o~ LA R
INEFEU L hTY RUBRE, STV T T R
TAVEUTT AV a iR, XU T 7 7 v R
2) BESRIRPEMRPE R ISP DR - LAY v, AF T LF U, oL R
2 b
3) MRAEMRIEICPE DR « LAY
4) BVEERIEICHE YR XY Fn 7= MY U LF ELakxy s T
Nl NVERNAE S
5) ZBIMEBIMIEIC S : ey a7y R UL, BLakxe s 7
NI/ T
MMBRIE & L C O

7. EFREFAB
20044 8 H 3 H

8. WEHRFGEAZDFABRUVARES, EMEZEWNHFFEAB, RFEMAWKEAR
) Ta0x+EFoATEIL20mg TA—/\F]

BEIRT AR i T ARG S DS

A A & R A R A

aul

RUEREARE | 2021 42 A 15 B | 30300AMX00103000 | 2021 46 H 18 A | 2021 46 H 22 A

2) TaAXxtFoATEIL0mg [F—n\S5]

] B 0 AR i SR T [ 72 Bk
E ER A HRRR ER A EA A

RUERREARE | 2021 42 H 15 B | 30300AMX00104000 | 2021 46 A 18 A | 2021 46 A 22 A

9. MEEXIIHREM RERVAEZEEFENEOERARUVUZTORE
BINFEH H
2021 4£ 6 J] 16 H
BIMANZ
(%hEE - HR]
TEVERERIE 2 £ 5 &
EFCPEBIEIE 2 £ © &%

10. BEERR BIMEERARFABRVZTOAR
BN
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1. BEEHM
LR

12. IREPMEREERICEAT 1ER
AFNE, B (H DT ES) IR 2 HIRIZE D TV,

13. &fEa—F
- ore | AT KL | e R
o IEKS =K | v AFAa—F
VAR EE bl ol "L
7a2B% %fjj7 / 128547501 1179052M1081 622854701
20mg [A—/~7 ]
VAR EE bl 2l "L
7a2Bu% %fjj7 / 128548201 1179052M2088 622854801
30mg [A—/T ]

14, RIRFEHFLDEE
ARANIIRRZ I EOBFBEIRLL TH 5,

_47_



X 1. XXk

1.

5| SRR

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)

11)

12)
13)

14)
15)

16)
17)

18)

19)

20)

21)

22)
23)

RIFH A TS HENER - REICRAERBR (0 7"k /L 20mg) (2022 4F)
RIFH A TS AENERL - REICRAFRABR (0 77 /L 30mg) (2022 £F)
RIS TRt #hPEERE - IsEER (7 72 /L 20mg) (2020 4)

RIS TRt #hpEERE - IsEER (7 721 30mg) (2020 4)

RIS TSt Hh B - wilEBR (7 7L 20mg) (2021 4F)
RIFH S TS HENERL - wilER (7 7k /1 30mg) (2021 4F)

VAR BTER & EEAK. 2021 5 70(5) : 494-513

RIFH G TS ANE R ¥ R () 7 /L 20mg) (2019 4F)

il DOBE A« ERACRS AR EEERL 2009 5 12 @ 1613-1634

TTERRO R X F U AR R E LT Sk S E S AR PR (V1 v
SIVE T TRV 2010 451 H 20 BAGR, HEEEEMEE 2.7.6.5.2)
TTRRRONa X T U E xR E U EEA L T R TR SRR (Vo
YoVE H TRV 2010 45 1 A 20 HAGE, SEAHEE)

Yasuda, H. et al. : J Diabetes Investig. 2016 ;7 : 132-139

il PR3 MEA R IR IR P 9 22 i e i [R] B IR R R EL G EBR (o1 v 2 ) L
20124 2 A 22 A7, WFEERMEZE 2.7.6.1)

Murakami, M. et al. : Arthritis Res Ther. 2015 ; 17 : 224-236
BRHERR IR IE 2565 & LI=ENEIE T 7 2R s RRER (1 > L2 5 7812015
5 H 26 H/ARR. HEEEEMIZE 2.7.6.1)

Konno, S. et al. : Spine. 2016 ; 41 : 1709-1717

1B PEERIE 2 %0 5 & L2 EWNH IR 7 7 2 R RGRER (F 1 > v % 5 7112016
3 7 18 HAGE, HiHEEMIEE 2.7.6.1)

ERAEBEIE Z x5 & LIZENEIAHE T 7 2 AR (1 vz 7
2016 4£ 12 7 19 A&, HFEERHEIZE 2.7.6.1)

il COBEEZ « BRAOREAREEEL. 2009 5 12 @ 1579-1593

Yasuda, H. et al. : J Diabetes Investing. 2011 ;2 : 100-108

Bl PRIVEARRR B BT PE D PR & ke & U 7 [ PN A TILFA Ak fot 5% 538k (B 1 > L
A7 2012452 H 22 A/KGE, WREEEMIEL 2.7.6. 2)

Murakami, M. et al. : Mod Rheumatol. 2017 ; 27(4) : 688-695
FRMERIRIE A2 x5 & U2 [E N Rk 5388k (-1 v 2 3 7L @ 2015 4 5
J1 26 A7KRE, HREEEHMTEL 2.7.6. 2)
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24)

25)

26)

27)

28)

29)

30)

31)

32)

33)

34)

35)

36)

37)

38)

39)

40)

41)

42)

MM IE 2 %f 5 & U 7 [ N 2R ARk A = 1% G-3BR (B 1 > v 2 0 7 0 £ 2016
3 7 18 HAGR, HAEEEMIZ 2.7.6.5)

TEMEBLREIE 2 %t 52 & U 7 [ N ES IR e = 1% 5-aBR (U1 > /v 2 0 7k 0 2016
3 H 18 H/AGR. HREEEMIEE 2.5. 4. 5)

IR EIE 2256 52 & U 72 [E PN 3R MLAR Ak = i 53kl (1 v 2 1 7k L
2016 £F 12 J 19 H/KGE, HEEERMIEL 2.7.6.5)

B TONMEBIEIAE 22 50k 5 & U 72 B N B AR Ak foe = 14 53808 (A o S 2 0 7L
2016 4 12 H 19 A&, HFEEEHIE 2. 5. 4. 5)

in vitro O\ ex vivo \ZBTDE ) T I VBV IABREER (A v ov g TR
JLr 2010 21 A 20 HZKGE, FRGEEEHEEL 2.6. 2. 2)

Ty RERO~TRAZBITLHE T I VR IABEAEL NN invitrollBITHE T
S UPBLEESEILEEH (A L Z 70 0 2010 42 1 20 H&ZR, HIEEE BT
52.6.2.2)

NN DRERESNE 2 7 I AREEHINMER (A v &2 91 7L 0 2010 4F 1 H 20 A&
R, HGEEEMEE 2.6.2.2, 2.6.2.6)

JIbG PN A5 T ARAS A B S S IR 2 e B RRIR (DA /v 2 1 7 L 1 2010 4 1
H 20 A/&GR. HEEEEMIE 2.6. 2. 2)

Z v MZBTF D SER (A v Z 780 2010 4F 1 H 20 HARR, HGEE
BHEEE 2.6.2.2)

PR EMEIF N T T VBT DR (A v Z 7 201242 A 22 H
AGR. REEEEMTEL 2.6.2.2)

Z DMEIFENE T W EBIT DF (A L& 0 7)1 :2012 45 2 A 22 HIER
HRH B 2. 6. 2. 2)

EAE I - ERPR RS AR EER. 2009 ; 12 1 1411-1426

EAE I - ERPR RS EEE. 2009 ; 12 1 1439-1454

eI - BRPRRSAREEBE. 2000 ; 12 @ 1455-1481

REAIER « ERACRSAISEEEL. 2009 ;5 12 @ 1483-1497

eI LA - BRI FREREE. 2009 ;5 12 © 1427-1437

FRIRIC 31T D3 EhAE (B A > v 2 7L 2 2010 4E 1 A 20 HKAZR., HEEEEHTE
F2.7.1.2, 2.7.2.2, 2.7.2.3)

BRIRIZ 31T D S EAE B (B v & 7R 0 0 2010 46 1 20 H/KFR, H
FHERMEE 2.7.2.2, 2.7.6.3)

RIS TS HNE R - AR RS MERER (7 7 & /L 30mg) (2019 47)
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43) T v NIBIT AR -
HEEEEMEE 2.6.4.4)

MRIRBATIE (A 2L Z B 7P 2010 451 H 20 HAER,

44) T anvnXtvFrOBRCINAEICEE T 5 CYP S FROFRE (A v 2 7k
JLi 2010421 A 20 AR, HFEERMEZE 2.6.4.7)

45)  FHRECHMN © EEARRSFREEEE. 2009 ;5 12 : 1499-1515

46)  RJFFES TERASHE HNEER

47)  RIFFES TR HENEER

48)  RIFHE G THEMA S HNERL

2. ZOHOBEXH
R L
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i 7wt O EMEER (2021 42)
A mImMERER (7 7L 20mg) (2020 4F)
BAEmImMERER (7 7 &L 30mg) (2020 4F)



XI.EEH

1. ELGSNETORTIKRE
AAENTHESL TITFETZ SN TR,
W, 7 o r ¥ UHEEERA L LA TIREE SN TV S,
(2026 4 6 H I 5)

2. BIMIEIT SRR IRER
R
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XII. f§&

1. RH - MEZRICEL TEREKHIEZTS ICH=> TDSEHFER

(1

(2)

AHEDERICEAT HEE AR EZZT CORWEEICET @R E b,
R AEEPHELL TCO VAR L EENTEY , H ETHREH I TV LR 1L
THROLNIEREFFEL LTHRRLTWD, EREFENEREHZRHT 2 ETcos
EHHRTHY, MTEOAEEZRTHO TR,

(PHfUR AL = TEWRE A ER S O RGEIERIEITEENICE T2 04 R 74 BT 2 QA I
DNT(ZD 3) ] FFICHE 9 A 6 AMEEFBEER - ATGHA R EGRRE - B R
A EBER)

Bih T

BT RVHBEPNCONT, FFEME T TRAFE L, ZEMERER (R, MEERRER, Ko,
FEHIRER, EE) 2 1To 7,

FanxtFrh eI 20mg. 30mg [F— T

kR (EES
e, oo, 3R Gk g | PRI, FORORAGE
Bt BN GRA% ) K OVUK 53 B8
kW), TofomEBIEZER L,

FAHRS B 120 5 1x » hr (25°C. 60%RH) (BHA%)

HREE - BEMR EERS T 1—JD@aEs 7%
RBR T ik
(A BRI R )

HEANGDOE A M ARZREIRY | AN 7 EVREZDOEE 1 HANTER M %
L, TEAZHTH 55" COIRE; 20mL 2R Y | fEidedD#E2 LT 5 A BRET 5, 547
RITHEAGRE FCT 90 FE 15 {HERHAL . A IRORIE LB 5, b /0 RICHIE L2
Y. SOIT5 TElER, [FEROBMEAEAT 5, 10 THIIE LT H AR - 8 L7 ra,
ZOHEETIET D, BT RN ES L TTREED A L LT BIEAZGRPIC AU TRERD
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