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R AEF 16 Bl (FZ7 &R 4Bl2ET) 2RBLLTTAIYALZ AT
I LBA] 10, 20, 40, 80, 120mg O HL[EHE LB (2R G) % FEhi L 7=
fER. BRRRRAPT R, DEXPTRATHEIK EIEE 252 bb <, HEREA
EHBLAONTLREMETRIFTHo72Y , £, BERAB T84 (F7&
R2HEET) ZXRRICTNVIFNE B T2V EA 80mg D 1 H 1= 1 #H[H
KGR (R%EE) 2% Lo R, Bk 5B, BRREDT R,
DEXPTRCHEIK EMEE 258 e BEERAEFZLAONT LS
PIZRFTHo7Z Y,

DIRIR B2 55 1E2s - B LRI 2002;30 (Suppl.l) :S7. ]

KR 25 1E0> - L IRH 2002;30 (Suppl.1) : S33. ]

) AANOKFE S Hik- HE @, JRAIZIZ7T VI g & LT 40mg
Z1H1BRO#EET S, 72720, 1 H 20mg 75 & 5-% Bl bk Uik &
T, 7ok, fEED - ERIC K BEEEET 52, 1 B RS BT 80mg
FTLT 5,

g - PRIE O AREME i AR 53 51 CABE 10 B, Sk 43 i) Akl LT,
WIS 1omg, 1 B 1 [EEI&%Z#ELE L, BESRSIA 0 CRAENSR
U723 AT R TIR 2 8 2 & AR TR M 2L IS L 80mg
FCHEARELE LT, AREBEETIT4~8 M., APBERE TIX2~4 BHFHESL L
RS R, TRV E A T VELE] 10~80mg £ TOMIEE I LY, BT
REEHRE R L, £, BEMICHBBEIXA LR -T2,

Il BH 132 - BEFLEVE5E 2002;30 (Suppl.l) : S63. ]

) ARFNOKR I HE IR B, AZIET VI 28 LT 40mg
Z1H1ERAOEST S, 72720, 1 H 20mg 255 % Btk Uik E &
T5, 2B, FE - ERICE VBT 523, 1 ARAKE LG RIT 80mg
EFTET D,



V. aRICEEI SIEA

(4) #REERIERER B« ERE O AR RENE & LT OSSR S8 Bl 2%t S & LT, ¥R G & 20mg,
D AMEREERAR || o mgiegir sl L. BES AR 5 T RS ELAF R4 101 80mg
FCHERREE LT8~12 BE&EE LR, 7 I vy v 7 8% o
20~80mg @ 1 H 1 [IF 5 1X8% - B EARRRME & IESE ISR L C BAF 2B ER)
RE2RL, BEMICOBBEIIA N> T, TAIVE T2 /VBHF O
HESTIG IR A B4 IL 20~80mg THDH L EZ BN,

eIl BUAES 1372 - FEBE L V6 2002;30 (Suppl.1) : S103. ]

5 - HPARSE O ARHENE & ILE BT 225 Bl A k5 & LT, 7 v I Z B 20mg
FOxTF T 7V Smg RS REE L, BEDRAIA 5 CRRMEN BRI
RGEIET VI T TR VR 80mg, =T 7 U L 20mg E THI &R
AHEE L2 12 Bl O “EEREERBR 2 %M LR, TAIL
AT RNVHBOEHERBED BN,

R BT 132 - FEL LR 2002;30 (9) : 639 . ]

SHIVT 4 RTHONWT, ZEHEREEGR 2 G0 EN THE LR RARICB W
T, WRHEDOK G E I o 72 499 Filp | AR I -HE - HEO®BBENICEIT
LHEERAE (419 61) I ToEBY THo72 Y,

= (FEO B

B4 e = A== 7S
HIEARRE] ot MEEARRE) Z2BR<
A REAE & i R E 76.8% (284/370) 82.1% (284/346)
BB E A 1 5 i E 65.0% (13/20) 65.0% (13/20)
THE (5 1f ) E 79.3% (23/29) 85.2% (23/27)
aat 76.4% (320/419) 81.4% (320/393)
2) REMHER EINTIE, 8% - PEEOARREME S MERE 31208 L T2 o0ERIE

KR X 5 28~56 H[E D M# 53R 2N F2 i S iz %10

1) %5 WAREER 10 28 D ke 510 £ 5 R 535 ©)
%W I ARERE (UMRERBR . OF FpRIEEER) ©, Mk 58 v TRECTh -
U - TERIE O A REME LT R 74 B & RIS, TP E U TR
%) 20, 40, 80mg Z 1 [ 1 [RII A ICHE IR A v & L, @A 52 MK
B LR, BRI L DRRNRENER b A b3 IHEHIILE, 4k
SR D22 Uiz FReAS 52 I 72 0 Fifee L 7=,
Ul BUAES 132 0 FEBE LG 2002;30 (Suppl.l) :S139. ]

2) EH& G aRER 10
#E o PAESE OARHEM: B LEARE ST Bl 2RI, TAITAX TR
#1120, 40, 80mg 23 1 H 1 [AIFARZICHMS DV IO (hrvw




ARICET 5HE

2) RemHER
(D2D=F)

(5) BE - REANHER

(6) AEMERMR

1) ERARERE (—
& £ A A #E ER
E BEEAMK
fRaE, EAMK
RELERRE), ®
ERERT— 4

N—RHE, H
& HR 5% 1 B PR 31
BORE

1)

2) &

LFEPUIE, BIEMRE, FIRIKSE) L OPFHIC LV 28~56 H MG L7z
fi e, LAMEICRICRIBIEA BT, TV L& o BRI O30 %
BT &0 BAF R BR R RN RIS 5 2 L AVR STz,

()l HHS 132>« 3EE &A% 2002;30 (Suppl.l)  : S209. ]

HFE & ILE B 2 k5 & LR 1
1 FILL EOREESR (ACE FREHEZRL) &5 L T THREDRNI AL+
53 78 B LR RS 29 Bl & xRS T VR v & v e VLAl 20,0 40,
80mg Z 1 H 1 [ ABICHINEIC LY, AERE T 4~8 HE., APBE
(X 2~4 G UIoAER, FrROREWER A b, BIFRBEER%E
R, BT EEZZ 6T,

()l HHS 122>« 3EF &A% 2002;30 (Suppl.l)  : S169. ]

RS EIMERE 2R L LR Y

EEED ®BIMEREONKEE 23 B2 R, TAIVIALF TR
JVELEI 20, 40, 80mg & 1 H 1 [RIFRZICHIEIAIC LV | 8 G L 72k
R BERICKETREEI NS, BRFRBEDRERL, FHTHD &
EZx b,

(R =275 1Z2> @ 3EE LR 2002;30 (Suppl.l) : S253. ]

an
2 e
in
R} [

@ A A A

A) FREME AR A (REMICBET 2800 4) (T) ¥

TPV H O HSERE T IZ B W TR MIME G T o e A iR
:&%H%&LT\%E%ﬁﬁ%%%%IE@\ﬁﬁ%mﬁ%ﬁ%lmo
Bl LR 1S 9 ANDEAL 18 49 A F Clohdedksk i o CHE
A, EWN 2,044 FEEDD 6,176 BIDNEE STz,
W%éhk6ﬂ6%#% 243 ) (FG-FubfER] CRBize LI 3k
RFLH CIRIEDOH MR T E 720N 155 B, BERERIER] 86 ] Kk UK
&5%%2%)%%%Lki%3%ﬂ£éé$ﬁﬂ%EW&éMKo
BIEZEBUESIR (LIF, TEWERZEER] Lo, ) 136.4% (380/5,933
Bl) THY | KREFE CORME SRR 2 W (FRBROKE LM 52 @
JOv 56 H#) OFF 123 BT D EWERFEILR 35.8% (44/123 f) XV &
7otz EREEHNRSERNORBERREIRE L ZONRIZ, ERRE
1.6% (93 i, Wk : 27 L7 F U R ARTF—EHM 17 £, mfr L
TF=UEEIM6 . T I =T MU AT 2T —EHIN 12 45 |
PRERBEE 1.1% (68 B, PNAR : WEMED E 34 fF, 5808 13 %) | R
B ORFEIEE 0.7% (42 B, NER : BRBRINE 22 145) Thotz, =D
fin, 2 < FHEBLLUZmIMERIE, FFRERESH 25 . &I 21 . B 14 1,



V. aRICEEI SIEA

1) FEARERE (—
A% = A Ak #E AR
' HEEAM
HRE, EAMK
EHERE), &
ERE®RT —4
N—HAE, =
i B 5t R ER IR &L
BORNE
(2D%)

BHERERRE 12 fFCh oo, 7ot BRMEFRIGERIMES] 243 BlD 5 5|
KB HIEG 2 RNz 241 FlZBWTC, BIERIZ 6 #18 4 (I 7 v F
RARF S —BHIIN, RSy, IRAE. HOOMEE, IFRRRRE . Rii/E,
BHBGER RIS 1 4 OO, WIhbIFEETH -7,
LARMEF R GRS 6 610 F] GEFSIMERIER 6 #] (R & L ZJER,
IgA BHE, MMERE, FURIEEETTERE, 7 7 L7 I VR KR OSKREHAE 1
Bil) | MED 3 s e L REEASEIEARRE X IARGLH T d - 7 iEf] 452 i, ik
HARDL K 0 IRIEDAA-53 Th o TEB] 253 Bil, 7 — & OfSFEMIZ RIS DIERF] 3
Bl s AR OBEESH V) EFR Tz 5,323 BN MEERSYER & STz,
A RET AR G- O I E OHER K OARIEDS OB EEIEDOE T 5 58
L, EEANC XD &G 12 » AROME= > b a— /RIS TRAF)
NIFRL THRR) THEREE 03 BE4XSTHESNEZ, 2B,
12 % A% OH AR WESI O 5 6, F5HIHA 60 HELE 3 » A
KGO P IIEFINCOWTIE, 3 » AROAMEREZEH Lz, TRAF)
Xix NZERA) EHESINTIESNEFL & Licha Of ZhiEFIF 1L
89.2% (4,749/5,323 f5il) T -7z,

B LEVRE AT A KT A4 2 2009 128 S V72 ER EE (140/90mmHg i)
T Epo e BFEOEEG (IMEEFIR) 1T, RIEREHBRIC 5.2%
(276/5,323 fi) | 5 TR 49.2% (2,621/5,323 ) ThH o7,

B A B OV DM D T BLIRG AL CHT 72 22 b i 23 06 B2 70 5 B O R I 72
VN & L7

B) FEEMHARE (BHIEARROM « L&A < MR 238E) (& 1)WY
TNV NE COFERFERTICE TS, - DIE A~ b OFBUHE
AEET S Z L, AT OmERE, K- DE A R M EORBLUIE
BEHBRDEEZDONDENZHREFT 22 L. KORMEARORIER O
FBRM AR T 52 L2 HINE LT, EENBIEMM A 3 4. ik
TESEFIECA 15,000 B & L, SRR 18 4F 4 H Bk 22 423 A £ Clofi
Bk U TN S, BN 3,308 gk D 20,994 FIAMNEE X7,
WS NTz 20,994 BB, 551 61 (RIEIALTT LARESKRE L 727> T-ER] 493 i,
BREREESTIER 38 1], ZRHBELER] 24 151 e ONRIED R T & 72 o TIEH1 9 4]
FROVEROEEDH V) ZERIN L7z 20,443 Bl SMHEFSSRER & Sz,
RIERF BRI 5.4% (1,105/20,443 i) ToH Y . KR E TORWYIEREGR
B2 3B (KRB G 52 BEON56 ) DFF 123 Bl T 5 RIE
FAZEBLE 35.8% (44/123 f5il) K OVREE i AR A (R B I BE 9 % 4F
BIFHA) CTORIEMARBE 6.4% (380/5,936 ) LV @< ehot, Fi
EBIREORBERREIR L ZONRIT, R R OREREE 1.3%M%
BDFE 84 1 IFZE K VR4 28 %) | BRIRMA 0.9% (189 i, W
AR METE 90 fH4%) | M REEE 0.5% (93 #il, AR : IRIME 63 {F:4%) |
DEFEE 0.5% (92 i, AR« LEMIE 31 1F5%) Tho T,



V. aRICEEI SIEA

1) ERARERE (—

2)

(7

% = A R #E A
' HEEAM
HRE, EAMK
EHERE), &
ERE®RT —4
N—HAE, =
i B 5t R ER IR &L
BORNE

(2D%)

ABEHELT
EREFEDAE
XI(EER L=
E-ABOME

Z Dtk

BRMEER I GHER 6. 1,964 B (ARFRDL L Y ARFEDIAA-00 Tdo o T JER]
1,946 #il, A3 G2 IIESUIARFAES 1[5 H HE 40TV RU ERFT 1,409
Bl BN OEEDH V) BERZ 18,479 FINARMEERRISIER] & ST,
I AR, ARIEE GG 6 W H%, 1, 2 KOV 3 KIS 57.8%
(3,755/6,496 f51) . 64.9% (3,571/5,502 f5) . 70.1% (3,259/4,647 ) K&
W73.1% (3,001/4,108 #)) TH -7,
B B O DM D T BLRG AL CHT 72 22 b i 23 06 B2 70 AR5 B O R I 72
VN & L7z,

[ AR 5]

ML

AR L



VI. EFEEICRII SHIEE

1. REZHMICEESH
BIEEHMRIFEEE
L2k

2. FEIBEH
(1) YERBREL - fERAMRF

gV BTN TN E L FEFIL, NP LE L LA
JWHE AR I A N_Y L

FNI PN ATFICMEEBGOT oA T 1 (A-I1) 4 7 1 (AT))
SARERICENWT, AHNFIEDETH DL A-T LFERICHIL, ZOMmEIN
MEER 2T 2 2 I K VBEEREZRBIT 2, TAHIVALZ D ATI %
HEFFAETE < (Ki=3.7aM) | AT1 ZE RSB ITHEREL v, 703
P 1E 10~1,000nM O FEFIPH T, A- 1S K 2 i o 5 3 REYIREE A O 1.
B IUHE B s B R 2 R EEARAF IO A 7 IS Bh & 5 & 4RI RIHE & 40~50%
P 2, FIARARBER 120 012 H VT H A B A2 M G 2w U, 7EH
TFHTH D, Flo, 77 VF =R TH D ACE (F=7F—F1I) (T
st U CIXEREREE KIE S 200 1519



VI. EHhFEE(CEHJ SI1EH

(2) EMERMITD
A ER A

(3) ERRBRRE -
Fr #9t B i

1) DHEREIC RE TR GLEAT —%) 19
AREVERIME RS 52 B, T o 7V RK 40, 80, 120mg
Z1H 1A 26 BREES L, DEREICKZTREZ LD R LV REL
ToRER. ERERE, EER, EEAR,. WM, BXHATH /2SN A AE
FORESEICHERENERD R oT,

2) FHEENET NS DR F 212
O~@DEETNMIZENTIE, BEERTHDO I RNT L REZRITRD LI
o T,

O BimEMEELLET v MIxtT 257 v I8 0% (Imgkg) @ 4 AR
B O G LV, KK T 55mmHg O EVER AL Sz,

@ BIMEHRIIET v M+ 57034022 103, 1, 3mgkg O
4 B RDERRE AR GICE Y . ZAEECKT 23, 22, 38mmHg DO
FEAER RO BT,

@ FFvAVxz=v 7Ty MZHTDHTAIHNZ 05, 1, 2mgkg
® 21 HEEEEOEEICEY . ZRERKT 33, 57, 72mmHg
DREEERA R HER ST,

@ BmEMEEMET v MCHT BT A2 > (Imgkg) O B[R
%5 Tk, 21 Ll Bl 2 BB RBEIEER RO b,
® v=r-TrUF T REILESEIET NI D ARZ A=A
PR THT IV AL (03mgke) OROFEGICEIY, AR

7eBEEAER N RO b7,
Img/kg IZH B L CRR N8 G- L7256 BRIEMERIE 7 RERFRE L 7=,

¥, IEWMEBMICKTT D BEEEMIZT < FURAIKZL O LT L

Ll & OPF I L0 ARFI O R EAE IR S vz,

(%) BEERICKIETEE GAEAT—%) 2

AREM:E R RE 30 iz, TPy 7K 8omg 2 1 H 1A
8 MM E L. BRI KT T HELRF LR, BilitE, REREE
W, FMERIL, 2v7F=0 207 7 R BIE R LN o Tz,

R L



VI. EYEEICET HEB

I mAEEOER
() afebEmE | AR L
R

(2) BREREABRTHERR | 1) H[ER5 0
Sh-mPRE AREMEEIMERF T VI VL o 7L 20, 40, 80mg % R4 HA]

EO#G [20mg B - 31 61 (BBPE22, M 9) | 4omg AF - 29 6] (k22
7). 80mg BE : 30 5 (B 18, &k 12) 1 L& xomiERAREZ
RIBRFEHERS R OSSR BIRE R T A —Z L F D L BY TH o712, 40mg LLET
B EORE ORI RS b,

(ng/mlL)

1000 ® 20mg(n=31)

O 40mg (n=29)
v 80mg (n=30)

Figfi=S.D.

2 4 6 8 1012 24
545 (h)

o AUC (0-24n)
&5‘% Cmax (ng/mL) tmax (h) (ng'h/mL) tin (h)

20mg (n=31) 33.84+ 17.37 6.9+6.2 424.65+ 232.25 24.0£11.0
40mg (n=29) 78.52+32.72 4.6+1.7 807.41+ 334.76 20.3£12.1
80mg (n=30) | 365.81+253.08 3.6+1.2 2,304.54+1,522.85 20.9£10.6

(CE¥JfE+S.D.)




VI. EYEREICEAY HEHB

(2) EREREER CHERR
SNnf-MmPEE
(DDFE)

2) KE#E 3

AREME M EREICT VI Z U 7240, 80mg & 1 H 18] 14 H [

BHICKEROES [40mg £ : 10 ] (B 6, &M 4)

. 80mg & : 10 1

(BT, &tE3) 1 Licbx, EHIRETHD 14 HHICHT D MAEHR
PACRIREE X, 5% 2~4 FFR CReREZ R L, AR T L7z, £,
AUC (024n DH BRI L 72 %R HE1E . 40mg K O 80mg & 5-TENZE 4L 1.91

+0.53 1V 1.61£0.62 (CE¥fEESD.) ThHoT-,

?&5‘% ?Q’ﬂi H Cmax (ng/mL) tmax (h) AUC (9-24n) (ng'h/mL)
40mg (n=10) | 1 HH 85.78+ 45.25 4.0+1.6 1,030.16+ 598.93

14 A | 166.51£8849 |3.4£1.0 | 1,930.61+1,155.91
80mg (n=10) | 1 HH 259.50+137.14 | 2.9+1.2 2,288.28+ 956.39

14 H B | 436.62£219.36 | 2.3£0.9 3,203.57+1,710.92
(CE¥)fE+S.D.)

(g R BT 31T 2 FERIRAE)
TR AL OBEFIZB W T, 40mg UL Lo ETHELRM EOREO LA
WHHI, Crax TEOMEAITIAE TH D Z & MHEB ST 5 3303239
T DOFEFE & LT, /NMBEETORLARE D AT I O~ o 43 4 O fi Fn o B 5- A3

FEADND,
(A7)

HARN KOS E N OERIKFRERIZ 31T 2 I RE A M5 L 72/ 5. Cowe KOV
AUC IZfHAEZENRD B, 80mg LA LD BIZE W TE OMANHE T

E;?)O 7‘: 5,30 - 33) o




VI. EVEREICEAYT HEB

(2) BREREABRTHESR |3) I WNAT 4 ABELE I WAT 4 AW TRV & DOEY LRI Y
ShtzmeBE TR A B F 29 Bl 7 m AFA—/N—IEIZ LY . I WT 1 ABE 20mgl FE
(DDF) XIXI VT 0 AT R 20mgl A T IV DN T I B 28 E R HL AR O R

B L7z e &, Ao M REHERITELL TR, WA AEY 7R

(RIS &R S T,

VT 4 AEE20mg KNI VT 4 A K TRV 20mg &
Z2 [ IR HA[E R 1 3 B L 7 % o0 I R R EE HERS

(ng/mL)
501
40+ - s sy e
L —— INNTFTAANT I
Ifit —O0— IHNVFAAEE
4 ]
th i F¥E=S.D.
* 30 n=29
,gé
1t
& 201
i
i3
10+

0 12 24 36 48 60 72
¥ (h)

SANT 4 ABE20mg KNI BT 4 AT T IV 20mg &
%Hﬁﬂ?{:%‘@%}: H ?-XLL?‘ Lf:fﬁm Cmax &Z)\\ AUCO-72hr

Crnax (ng/mL) AUCo.72n

(ng*hr/mL)

R ANT 4 ABE 20mg (I ES.D.) 27.68+19.16 422.94281.3

IHVT 4 AH T 20mg (FHIE+SD.) 24.11 £12.08 | 387.24232.4
SN EEMEO . (%) 108.2 107.7

90% {5 #HIX ] (%) 97.7~119.9 100.6~115.2

(n=29)

4) TED R D FEFIHE O LY R R E M
20mg $E & 40mg BE T HFBRIZ LV | 40mg FE & 80mg $EIF IR AN B 1%
KT LT AR R ZERBRIC L 0 fEiR ST B 3939

(3) hEHE B R L




VI. EVEREICEAYT HEB

(4) B -HHREOZE | RFORE

fERBERR A 20 BllC, T VK U TV 40mg A HERE O &G L
b x| TR G I ARBEEE G Tt DSBIE (Z2JERF : 1.820.9 KR, &
% 5314 EEH) L. Crnax 23 57%. AUC 28 32%1KF L7z,

(ng/mL)
150 4
o ZEff S
it o feikfr
ﬁlm Tl £S.D.
K
'£L\
it
2
i 50
i 50
0_ T T T T T T T T T T T T T T T 1
0 6 12 24 36 48
251415 (h)
2. RYEERL
INGA—AH
(1) AL J A= N A MEHT

(2) WRUNEFETE L MM ER L

Q) HERERETEH GrEANT—%) ¥

BEEERE A B F-12 ¥C =T v 2 YL F » 40mg AR % 22 I I BA[ETE O 9% 5- 4% D1 2%
HEEBIIUTOLBY Thol,

0.05180.0111hr ' ( F¥JfE+S.D.)

4) 29IV752R HEAT—%) 3

880+=247mL/min (CE¥JE+=S.D.) R A S -, 80mg H[EIFHIRN 5

5) »HEE HEANT—H) ¥
509=193L (CFHMEES.D.) EEKRA DT, 80mg H[EIFHKA £ 5-




VI. EYEREICEAY HEHB

5.

(6) Enith

. BEM(RELL—
3 v) fEN
(1) fEHrAE

DINSA—FEHE

4. TRYR

Xl
(1) 1% — HiBE 9
i

NAFTSLTEY T 4
GHEAF—%) »

BEFEFR S 10 1C -7 0 L4 2 40mg VIR A 22 RIS AL RS 1 B OF
40mg BRIRAFFEEIR S Lin & & | MBSO RO Holie > & R b T B DRI
SEIE 50% T D . MIEPRE(IRO D HROIAL AT AT EY T 4
1X43% Th o7,

(AARAROSINEANT —%) 2

TIHEA N E—RE T 2-2 = KAV NET IV

NONMEM Y 7 b7 =7 v A7 L& HWT, EMBIRGDIRET M K 5 B4E
MfRHT 2 S0 U7z, SKMBh AR IC x4 5 LB B OB ORFIL, N/ K
B EE VT T - 72,

(AARANKOSEANT —5) 2

7 U T T AR, KIS LBMET 39%., FERGEE IS LIS T 21%m <
Zeol, e ke ZauaF T Y ROFRICLD 27 VT 7 A~ORBITRO LN
2o iz, AST (GOT) @EfERE (560 U) Tik, 7 U7 7 v AN 64%IK< 72>
2o AAL BA, EANR=w 7 KOZEOMDONTE (HRANZET) (BT
U7 T ADmIE 1:1.02:0.715:0932 THYH, E A= I TEIZ VT T
YADRKI 30%IED o 7o, BARANEZRMO NFEITFELERThH o7, 1K
HIIRWa = b A FOSGMER, FilmlZr V7T 7oA LPLar —Fh
AV NOSHBRBOEHER THDZ ENRBOLNTZ, GBI ZI VT T
A, T N— B A N DOMERE — IRRIOH EEE B ORI T 7 5 A L
DEBERE ThH Y | FHIRIH~DREN T VI P2 v ORI E L
TWa eI,

(1) WAL
YRR L
(BH: v k) 0
5 2 45 BN G R X AT i
(2) W
2. (6) ZOfth] OHESHST L L,

BRI L
(BE . Ty k) 44
BT 538730 o T,



VI. EYEREICEAY HEHB

(2) 1%k —kAERIFT
i

Q) Fit~DBITH

(4) HEHE~DBITHE

(5) ZDfthniBiE~D
BT

(6) MEFELEAER

6. fXHt
(1) KRBEIMLLKRD
RBRRER

(2) K#IZBE5T 5
B%x CYP%) o
DFE HEX

BMUER L

(& Ty h) W

TR 12 e OV 18 H B OMET » M MC-T /v 2 J v ¥ IR Imglkg % FEHE
BTRAOKELG L, BREBECOWTRF Lz, R 12 HEDOT v MZ
BOEG Uiz & &, RHARMMEPIRE & i U, B5 24 REH O R VT
EIToRemWMEZ R LS, Z OO TIHKL< . &5 96 BEREI% 21X
TRTHRHBRARM CTHo7, FR IS HEDO T v MIRAOBE Lz L &,
B 5 24 KON 48 BERtE ORI IXRHMAO M R E X 0 Eho 723, 48
IRp RIS 24 FRFREE oD /0 FREE 1T Tl L7z,

R L
BE Ty R W
HFE 12~13 F H ORI T » M HC -7 1 9 4% Vil Img/kg % 3F
R TROEG Lok & B 565 4 W15 8 IS TRIF B~
SHEDBAT G BV, B 5 72 BRI I B SRI & 72 o 2.

LR L

ZUE R L

(& &)
(TAIgnrr] (b))

HEZ > M2 UC-T VI H v Imgkg ZFEMERT 1 H 1B 7 HERER D&
H L& Z A, g O, B, A O R m G- 8 REMZ I i
STREIR L2 L £ LS O DG REIR L 1T 4 RFfI#2 (T mflll o #E LTz,
FSTREIR I TIE R . IR BV Ta <, 2 s 2 BR < KER/y AR ik B X
MAEFPRE XV AR o Tz, FEEMHE~OSBRMEITRED S e h o7z,

(Invitro 7—%4#) %
99% Lk E

R L
(BE Ty b) w6
B R OB

FLLTCUDP-Z a3 b7 A7 27— (UGT) (kb7 vrma
iAo Lo TR EEN D, 7 h 7 o —AP-450 TIERHT S u7py 4850



VI. EYEREICEAY HEHB

(3) FIEIEEZNRD
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FHELER

1. B
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(2) s

(3) HEEE

8. FIURKR—H—
ICET 2 1EH

/NG RO T 7V 7 v CEERLAAT K D WIEEEIE R R & B 4647

GMNEANT— %) 3
AFNIOAKRNTOEZERBHIZ., TALIVALFZ OV T 0 BUSGKTH
%o RN S T2 UC -T2 YL F o 40mg SRR G- L7z & & Mg
HHBESRED 84% LA LN REALIKTH Y | RV IZIZ VI n Vv EBRAIERTH -
770
(& Ty h) P
TNIPNZ DTN 0 CBAGERIT, TAITAZ D3 ERICHY
TOMEEMNTS, HEETZ v FOILEMMER T AT o 5
JEROGIZHR L TR 2R S 700,

PRFIFIE & A CHRI ST, K3 it 20 LR BFEAT—%) ¥

EFERABFICT I P Z o L A 2GR R O %S R O R % E
b Lk &, RPBHEEMRIT, 2TOWRE T1%RETH -3,
fEBERR N B FIC 228 “C-T VI YL F v 40mg ZEERFE AR OK G LT- &
&, BE5% 144 B E TORSRED R o K O3 g Rt R X2 2 iy 0.5%
E102% TH Y, WIS N T VI O REyBIH &5 L TPz
PR S iz GNEAT—5) 3,

I 20 - 24hr (FILEEFE . 20, 40, 80mg Him[f5.) 30

(Invitro 7—%) 3
TNV AIFHET =4 Uik R Y X7 F R (OATP) IB3 DHEE TH-
720
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9. EMFICLIBRER

10. %¥ED
HEBE

de 2
[

89

BOLRRL L
GAEAT—5)

MEEHTERER 0 0.01%LL T

MiEENT A 6 B (BIE 4, bk 2, P4 37 %) IS LTT VI s
BUH| 120mg & BB 5 08I HEIRE M5 LTSGR, SBATIC & BB BRI
0.01%LL FTh o7,

(1) =D

AHEME S ESE BB 0T L S & v 7R 40, 80mg & 1 A 1 14 A
IR\ BCBRE M B 5 (40mg B : 10 ] (B 6. Zcbk 4) | SOmg B < 10
Bl (CBME 7, &HE3) ) Lk, EHKETHS 14 HAICBT S Caa &
O AUC (02any &2 BEHNC T e, 4 FREME D BYECK$ 5 KPED i
40mg % G-I T 1,18 TR 0.97, 80mg T 1.77 TR 1.69 Th v, HikL v b
LM TR MBI AR B 3

Fm, R a2l —v a7y —~vaAXRT 4 7 AR OFERNS, 7 VT
7 AFMEL D BT 39%m <. KEOBRBERBEL Y bEmnwZ L AvR
i ?,

(2) BFBEREREE A 0L 5 @& L EE ~D G 5

EHEREPEE & 0 O miLEEE 12 B, TAIYAF TR 40mg & 1
A 1E7 BRERARSG Lz s &, BEEPSEER TR [ofl (4,
ZE2) | MiEZ VT F = E 1.5~29mg/dL] & EEAR TRE [6 61 (B4E 4,
Kt 2) | IfiEZ VT F = E 3.0~4.0mg/dL] & ORI IRYENRE A T
A—=ZDEFTBD NIRRTz, £z, EFEEREO S MERFE & gL
T Crnax KTV AUC IZZEITRBD B2 o T2,

<1HH> <7HH>

(ng/mlL

200 200
gll 150 1504 —o— A HEREE 4 (n=6)
‘o;f' —— GRS (n=6)
* E3fli+S.D.
2 100 100
ft
2
zr:z 50 50

- -

0 4 8 12 2 0 4 8 12 24 48

5115 (h)
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10, HEOBE22ET | O HEEEF~OKRE GEAT—2)

ZEmE JFFEEE B 12 61 [Child - Pugh /%8 A (B9E) : 8], B (FFZE)

(55%) 4B ICT VI VIVE T 20mg KON 120mg P AR OB Lz L &
TREFER NN EEHE U Conax 13 4.5 5OV 3 f5R <. AUC 1 2.5 5 KON 2.7 {5
Moz,

) FFREED B 5 BE IR T 5 HAORKARERIT 1 B 40mg TH5,

<20mgfx 5>
(ng/mL)
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50_
I o fiF b B (n=12)
&% i o filtHEm A (n=12)
o T
A
% 30
k
w2
104
0- ———— 77— —
0 8 16 24 48 72 96
P2 5%/ (h)
<120mgfz 5-%1>
(ng/mL)
1200
1000 1
I p o JiF ki B (n=12)
L o fltHER A (n=12)
8007 A4
N
b
&
e A0
i
200
06— 2o—o——rno* 0
0 8 16 24 48 72 96
Y 5% (h)
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2. R (ROBHEICEFHFEELENIL)
2.1 RAE DRI KT UIBBUE OBEEIE D & % B
2.2 R SUTAER LTV D RTREE O & D &tk [9.5 ]

2.3 MM O3 WM gD THEWEE UIEERIFEE O H 5 BE [9.3.1 ]
2.4 7TV AF VLU TR ARG T ORRBEE (272 L thoOREERR
ZIToTChHRBMENDa Ly Fr—ARNELL ARODBEZFRL)

[10.1 /]

(fi30)

2.1 BYiEo—EHIE LCRE L, tho7 v o7 v v v T2 FREAl
(LT ADZFEEEGH BT RHOT 4T v v B REEREILER] (DL
T ACE FHEH L IES) (2 FEROIEESLH S LTV D,

2.2 AN ZEAEEEGHI L O ACE IHEAROEEFHETH S,
FEAR T R ORI AR 2 &t A LB EEGUAIZ 5 S 47z @ fUEE O B
HCYKBE, BRIE - HAERORE, HAROKMLE, BRe @hU Y
AISE, FHEOT AR OFEAMRDREIZ X 5 & HER &4 5 UL o FafiE, 57
EHHE OH . M@%ﬁﬁé%ﬂ%%bhtk@ﬁ%ﬁ%éwo
Flo TN IPNE OB TR TIHMERTIEIERRD S hr o To 3 Y
OIFRPHICARK %2 5, 15, 45mg/kg/ BIZTHRG LA mrtRBRic BV T
45mg/kg/ B F GRETHRILDOE T G ST 5 57

2. 3 RFNIREAR L LT e A ERPICHRE ST, K22 LT,
I g agR s UCHERICHRE SN D, 1o T BT OPRED EAE 2
TV5 KD RBELHEERIFREEDH 5 BH TIIAKD RSP S TF
T RS T AW OV

2.4 AN ZEAFED AR O ACE FREFILREOFEEFIETH 5,

2 BUBE IR ot & L C A ZAEIEH I UL ACE FLERNCT U A% L
V7 VIR 2 B G LSRR O RT3 V T FEBBEMEIN AR
EHEREREE . B U U AME R OMRMED U R 7 23 EE D rTEEED R S
T2o ZDBRDRARHTTIZ, FAEZET 2040518, EH Y 7 S IE & OV

JEORBUEROAE 2 EADBRD HINTND ¥
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EIDHIEELEEFD
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4. RERUVRAEICH
HEYHIBLED
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5. EEREXRNEE
EFDER

REIN TR

(V.4 AEEKOHEICEET ZEE] 228452 L,

8. EELEANIE

8.1 BIEEMICE S KM OFEN 506 2XNHLLLNDLII ENHHDT,
EATIEZE . BBV OEREMRZ 0 O B2 B ET 2BICIEE S S
NP

8.2 FiiAl 24 BFIIZHEE LW Z EREFE LW, T oA T UV ISR
RSP 5P O BEF L, MELR OFificr=-T o oF T vy
FOMBEIERIC X 2 mE R ER T 2R 23 aREEN H 5,

8.3 RFlzGLeT AT vy v I ZRIRENAEG PICHFREDOEE
FEENS bz ORENRH DO T, IFHEERAEZ T 27 L,
Blghk+oicaro 2 &, (1115 3]

(fiARI)

8.1 BEALBOEEFEHTH D, AFGHIC, MEMRTIHE D Fmh, Hilk
HEENLLDLNOIBENRH LT b, BENEIIEE, AEIHEOE
R fER A O B 2 B E T D BICIIEE T2 Lo fmET 52 &,

8.2 ANl Z AR HiAI KON ACE HER L EOEEFHTH 5,

FINFFITIL, RMCHFEEEOMERIC L2 MERKFICHLTCL=0-T
DAT U U RBPREMECIRTE L CIENER S NS Z L3 D B, HiTETIC
AR EMERT 2 & 2 OREEIAER ST, MEERDRECRDBEN
WD ZEE, FANAT 24 FEENIIAR 2R EG- LN EREEND,

8.3 TP NF SBANCIKWT, IR (IFREDE ) Al TnD 2
Emb, FHE (S g s m g o) Us) ERERICZ A DAEIR
DFFUTERET D Z &, FCAFNT I gt S D 720 iF R (FF
BEBEDIEAL) OFEBUT X0 FFHERENMK T L7258 11T AR K o f i B2 723 -
AT HAHREMEN S 5,
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6. FEDERERI D
BAEICET HFE

(1) EHHE - RMEES
DHHEBE

9.1 BHHE - MEEZDHLHEE
9.1.1 MAINEBRKEDHLBERIAETCEDIRIEDOHLBH

9.1.2 ®h VI LMEDESE

9.1.3 BiMERENHHEE

9.1.4 RERQRBIEREZNDESE

BIR ERT 2/ L SN Ha 2RSS AR 2 2 &, Bl
EDORDRLARKEABWEDERTIZL Y BHICEHEL B ED B
TNBD D,

BRERD 2GRV SN HEERES, fHTETLZ L, &
BV LMIELESELB8ENNH D, £z, BHERE, 2
=L ARROFERFEC IV MED Y v MERELS 20T WEET
(T, MiES Y U AMEICERET D Z L,

WEOBEENMITE AL EEIL, WEREZELIEL2BENRH
Do

BHENOREZBM L, METHIHA I HRAICITY 2 &, 2 mE
KFaEEoIBFnrd s, [11.1.4 3]

9.1.1 ATl Z ARHEHIHI KON ACE (REF @O EREETH 5,

MR B R ZE D B D A T T AT v T A3 H A ED IR & Y
i S CREKATEBIE N HERF S TWD, 2ok 5 7BAHFIC ACE BLEHA
ZRHT 5 S EmHAENR S IEE L SRERIRIERE MK T L CRREA E LT
L2 EMENTND, AT ZEFERFEHTHTH 2 AH S RRICEMT 2]
REMENRBZ BILD,

9.1.2 ATl Z ARHEHIHI KON ACE [REA @O EREETH S,

AN ZEPRIERANIT v AT v 5 Ml 5, 1o TARIOHR G
LTV RAT u o WaAIE S, g A ) v A x BR S E S ATREMEDS
EZOND, ZODEA Y U AMIEDBHIZEBNTIE, KOG X
DEmA VU AIEZIESELBENNH D,
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(1) &EHHE - REES
DHHEE
(DD%F)

(2) B

Fira
s
il
cie
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=y

9.1.3 MM EREF D H 2 BE TIX, B O I @ EOR A e & i E 2 4
CTCWAHEENRE L, Z O L KA O M 1 it 2 R 59 5
7o D ERRIHRIR U, MM OILR PHEEAE T LT D, 20Xk 5 2l
RE CIXIEIE OIR NI 2 SOBMED G < | M if 3 LR 0D 2 TN R T if.
TENHERF LS5 20 2 oREEICH Y 03 < /2D, T OWRIE CTRIFHT
My &2 325 & AR MR B IZ R Y | BREfEE L & o9 2 & lch
Do BEAIOEEIZEY B X5 ZREREDCIR T AR Z 2 & ik oK
TELIEEIL, WEBEZELIEL2BENRH DL Z D, IKNEFEED
oL BFEIITEEAERE L LT,

9.1.4 AN Z B RFEHIAI & OV ACE FREAILBEOEFEEFETH 5,
FREE T, RKEORDICL YD L= G AT L TV B 20 AH
DOEHIZL Y B RMERTEZE-TBZARS 5,

(MFY L7F=2E 3.0mg/dL LLEDIFE) OHBHE

BHSHEZ B L S D BZTNR D D,

9.2.2 MEBHMFDEHE
BEHENOEG 2L, MET 2HAIIRAIZITH 2 &, R ME
KrFxEzdkznndbs, [11.14, 132 B8]

(fiARI)

9.2.1 Al Z R IRIEH AN O ACE LEAILEOFEEHFETH D,
BHEEREE (P 6 Bl ®E 6 6l) Ao mmTEREERGE L
B RERBAE R (BARAT —4) ¥ KO PPK @t (B AA K OSME A
T—4) Y ORI, BEECRTICE 2T A IV L2 U BEAIOs )T
TUANDEBIIR NI ERRINTEY | KNEIEE~O B\ B
bz, FENOEKRRBRE R, BEES MR 22 E8IER
T DR oTe, BLEDZ ENDBHROIKT 25 L7 HEMEITL
FElhanweEBE 2 b7, ACEHEAITBEREFER L LS b b, B
i B R 2 BRI IEE T 2 - O BHERIE O FIC L BEEL2
TIENHMOBNTVD, AIZEEETH Th 285 b REICIENT 25
ENRHH L, EHERE S LT,

9.2.2 AN Z R IRIEHIAIN O ACE LEAILEOEEHFETH D,
FEERE TR, REEOHDICED Lo EERTLEL TV A=, KK
DEHIZL Y AR MERTEZETBEZARH D,



VI. %€t (FRALOIESE) BT 5EE

(3) HHeEEERSE

9.3 FrieEfEERE

9.3.1 EHADRMIABOH TEVEERXIEELGHEEOHSESE
FELRWZ &, [23, 932 ZH]

9.3.2 iRl ERE
AENIFINIEH I SN D7D TAIFAZ DT VT T AN
BKTFTHZEn3H5, o, SMEICBW TR EBIE TARH O I E

DRI 3~45F LR T2 EngEsn T s, [7.0 931, 16.6.2 &[]

(i)

93.1 [VI. 2. ZAgNAELZ0HEE] OHZMR

932 AFIAFE L L THFHICHR =D Z LITEKR L7ZRETH 5,
fiFpEsE B 12 4 (Child - Pugh 7038 A : 8, B: 4 f) Zxf% & LzRABR
BN T, EYERE T A —F (Crnaxe AUC) TR ANICH L EAT5
ZENROHIL, TOERE L TIE, AFIOET PR EBE L 726 D &
el s GMEAT—%) V., £, TV 2 8K O PPK M
DOFERD G FFEREOIC T L2 AST (GOT) &fERE (>60U) 1B\ T
VT T AD 64%MET L, Coax XV AUC (9-00) BRI 2D T EDRI NI
(AARAROHEANT —%) 2 LLEORERZ D NI O RA SCE T
BIE « FEEDOIFFEBE TIRER L TEATRETHDL Z ERnE#H s T
WHZELBEL, HERE L LT,
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B ETERREZAT 5E

9.4 £TEREERT BF
9.4.1 1R SFIREMED H H KT

FEIRLTWA ZERNR SN T v O T v BRI ER T
TUVFT v DR RERETRAZER L, BR - BAER~0RE (B
A4, BHE - il - BOBRA S, JELT%E) DO LN fHE ST
1/\6 59,60) .

AREN OGS NBREOFEE L B L CARR GO LEN A E

HICHF L IGR Lo AEERNaRMEE ERlD LS 2581205

BehTHZ L, Flo, BEPLERGAEIIROEEFRICEET S Z

Lo [9.5 /]

(WAFIB G-BIARTICIEIR L TWARWD & 2R+ 5 2 &, ARG
Ho IRL TWRWnWZ L2 EMMICHERT D2 L, B PICERN
B L72GAITiE, BEblickEEHIEd 52 L,

QIRDFIHIZ DWW T, AFIEGRGRICEEICHIAT L2 L, £,
Beh b MBS U5 2 L,

CHEHRHICARKI A LA, BRI - BrAERICEEEZRITT U R

TINDH T L,
CHEERDSHI L2 O3B DN S S AR RIS EICHRT D
&,

IR ZEFEY DS a0E, HYEICHRT L2 L,

(fisn)

AR IZ ARB X d ACE-i ke L. M IRE~OEENEE DI D AR 2N H 5
INTEY, ZOHIZITEESTEREINT 26 DERLFEH I N6 H 7R
HHENTWD,
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9.5 1147
B0 XAFAEIR L C WD ATREVED & 2 PRI IT R 5 L 2 &, I 5-H1iC
TEIRANVHIB L7258 1213, EHICR G2 MIET 5 2 & IR R 0K
HcAH 2 G T v VAT vy MR FRETAI LT o7 v v
VEARE R L ER & B G SN BE TEAKRDIE, R B AR O
FAEROKIME, A2, &0 U U AMGE, BEHEOFMA K OEKIE
DIEIC K2 & HER S 40 2 VU o4 . BRI O A, MR F R %

NHLbNEOWENRDH D, [2.2, 9.4.1 BH]
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PRI R OSSR T v I v & &2 G Te ARB &5 S - B3 TEKiE
DIE, BRI - AR O T, HAERORDE, BAS, &0 U v LM, EE
DA A K OEKEAEIC & 2 & HER S 40 2 U o e, BEZE i O 7.
O EREEND Bl OREND L, BT TIXETEIEILRD &
N o =3, U XO@IRPEICT VI L % 5 15, 45mg/kg/HIZT
B b U A A R BRIC I W C 45mg/kg/ H 858 TR DL BNEE S
hTng 7,

9.6 =3LIW
RILLBRWZ EREE LV, BFER (T v ) THIHHP~BITT5Z
ERHEINTWD, £, BER (Z v MAER, HAEROFRA K
ORENM) OFEREIZBE 9~ 53 8R) @ 15mg/kg/ B UL EO & GRETHAR O 4
HAEAFROINT ., 50mg/kg/ H # 58 T H A R ORI E K B RHEO &

EDS A STV D,

(i)
TAIYAETIX, BWER (7 b)) THAAFR~BITT 22 LnMES
NTWa, Eblz, BER (7> MAR, HERORE R OREY) ORHE
(BT 5RBR) @ 15mgkg/ AU LR G THAERD 4 BAEFROIKT,
50mg/kg/ A £ 5.8 T HA VR ORARE K O E AR EOBIENHE SN TWD,
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WL T,

9.8 BiE
—HRITIBEDREEIIAFE L RN E SN TV D, IEZEEDNE Z 5B
B2,
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WA ~OREEIPIEIC ST > TO—RNREERE ( [EnE~0k 5128
THEFRHERMLOMER EOEBEOTZHICONT) | Fli 444 H 1 BAEEE
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WCEAIZA T o BRasIckoTRE I, [16.4 BR]

10.1 [HtAZER] (BFALGWLI L)

A4 F B PR R - HE (& 1R R - Rk T
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SR PEE. @AY U AIEK | CREEREME®RS L

A MEIMED U A7 BEINA | B ATREMER S 5,
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LS AR DEE
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Q) BREIE LT DHER

10.2 [#FEZFE] BtHEICEFET S &)
HRHI 4, g AR - HYE 1A W - faRE 1
Tax v My T U REN | B AR

FLT2 L DHENDH D OV,

J1 U v AR FREF]
JRA
Avw )77 N
N7 AT L%
F1 U T A H

757 U v LEEEA L5
ToORBTNND D,

J1 U 7 LHTEEAEH 23 HE o
THEBENLND D,
fEbRIA 1 - Rl B RERE
EOH L BE

U F v L5
RERY F 7 L

T UV HT v B
FHEA & OHHIC X
D, VFoLmELEZ
T ERHREI N T
Do

R BT IZ A TH S
By TRV T ALF AR
ALY F 7 DA A DR
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WD T ARAINT R
v Lkt e et S5 2 &
WEhiEZ BN
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FI PR B 751
Z= I A NN
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v REE
[11.1.4 ]

SNl eAN (WA AW Ny Sl
BENWNRHDHDOT, KA
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FISR B = H CIRE & 52 0
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%< REINBEH LT
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AT A RMEHL
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SRERIR S &S &0 b
L. BEEOHLEBEET
FRMEEREEZG &R
FTHREMEDN H D,
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FREEHIZ LD, By
BNE T D220 EE 2
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MEIEERZH T 57
02ARTT VDA
NREIND =, BT
S I AR T % 885
SEBHEEZLRLTW
Do

TV F T

R R &S TR AR

L= =TT

eGFR 7% 60mL/min/1.73m?
Kl DE R T DO H 5
BE~DT IV AXL T
< JVERHE & O BFRIC oW
TIE, 1B ECTe 21570
WIS a5 A bR
TRET D Tk,

25 Y 1% 35 P55 A4 EE, mh U v LiliER | CREAFEERPERI
WERMEEEZTRBZEN | 2AREENRD D,
WD 2,

TIAFL I~ | BHRERE, SV A | L=v-TooF 5Ty

IV MJE & QMR EZ Z 3 | REAEEAPERIN
BENWEH D, B, DEREMEDN B D,
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AAHIEDOPERZELE 7 BHEOMF Y T2 D AUC, Chax KT Cin 1F, ¥
BB GHEC R ZENER 22%, 50% M TN 13% B L7z 6V il & o ff
MAIZ X2y T U RED EFIT, Ca f#EHUAl. ACE BREAISE O & LG
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KDY AX L RETRSEFRBORIKRE (M7 7)) EEBZX 65N TWD,
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AN ZEREEFRANIT NV RAT 0 v O5E e+ 5, 5o TARIO#EIZ
DTNV RATarpWnisl S, MEAV Y 7 L% ERSELREERE XL
ND, 2O ) 7 MERHERIRAIRL A U o AREAl L OOFHIZ X0 Mg »
Vo LMER ERT2BZ00H 5,
[ a N Co
BfE 2B P X AR 7223, ACE FRERI & U -0 28K L o fF I X v | g Y F
UAREORWR e FRETHEEZEITIEDREINTND, £, TR
P2 AT HMEY FULRENR EF Lz omd Q6 s oFESE
LR #E#®E) 1¥d D,
WIERT o4 RHEHIRIESRE (NSAIDs) . COX-2 BIRHFHE A
INHOEANIT v AL 7T VU GREEREAET 5720 B M &4 K
T&E2, TOk), BEEOHHBEEIHEGT DL, REREEBHEN S HIC
WL, BEBARLI R TARENENH D Y, Kﬂim%Mﬁ@W%L
REIHEE LBERE IR T I D720, 26 DA & OO DRI
BREORBUICEENLELEZOND,
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AN Z R AEFEGUAI R O ACE FLEAIILBOEEFETH 5,

V=T VAT o TR TE ER R AR R 2 SR A I BR IR T D 7o O
WMEDK FICLVEREELZEZ TP TWD, £/, T o7
VLRI L o THHET 2 70 R AT 1 o 45 Wese & s & il 55 = & o
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* PHEEEM 1 (0.00) 1 (0.00)
BRORKESE 1 (0.17) 13 (0.22) | 63 (0.31) 77 (0.29)
* R 7 v —BRERR 1 (0.00) 1 (0.00)
BRIR 1 (0.17) 2 (0.01) 3 (0.01)
* mHER 15 (0.07) 15 (0.06)
* FEHREAE 1 (0.00) 1 (0.00)
* FREE 1 (0.02) 2 (0.01) 3 (0.01)
N 4 (0.02) 4 (0.01)
B AL 1 (0.00) 1 (0.00)
k [BMER AR 13 (0.06) | 13 (0.05)
ke 1 (0.00) 1 (0.00)
sk OBE IR P B E 10 (0.05) | 10 (0.04)
B e 12 (0.20) | 14 (0.07) |26 (0.10)
AR RO EESE — — | 5 (0.02) 5 (0.02)
kBRI RRIE KE 1 (0.00) 1 (0.00)
* LBV 1 (0.00) 1 (0.00)
* VAR 1 (0.00) 1 (0.00)
* PEAE 2 (0.01) 2 (0.01)
* PHITE2RVEIER « BRYE
1) EHEHEROR « L&A X2 M2 5 A




VI. %€t (FRALOIESE) BT 5EE

RIVEM S5 ORI BER] (FE0 = (%)

ZDOfthd
aEmEomE | Az | P e |
cofm | CPTD | g | 5
RERIFRA h
;?ﬂéﬁo&g%’"ﬁ 12 (202) |20 (034) |70 (0.34) | 102 (0.38)
) 1 (0.17) 2 (0.03) 3 (0.01) 6 (0.02)
kAN R ER 3 (0.05) 3 (0.01) 6 (0.02)
ok 1 (0.02) 2 (0.01) 3 (0.01)
* FETC 14 (0.07) | 14 (0.05)
* AR 1 (0.00) 1 (0.00)
EtiapEaiiil 3 (0.01) 3 (0.01)
* FLE 1 (0.17) 6 (0.10) | 16 (0.08) | 23 (0.09)
% Ak 1 (0.02) 1 (0.00)
EUR 1 (0.17) 1 (0.00)
* BTREE 1 (0.00) 1 (0.00)
* Sy 1 (0.02) 1 (0.00)
Iy 6 (1.01) 3 (0.05) | 14 (0.07) | 23 (0.09)
* Zlas A4 1 (0.00) 1 (0.00)
T hE 1 (0.17) 5 (0.02) 6 (0.02)
KA VERE 1 (0.17) 1 (0.02) 4 (0.02) 6 (0.02)
TN 1 (0.17) 2 (0.01) 3 (0.01)
m 1 (0.02) 1 (0.00) 2 (0.01)
k DRI K A7E 1 (0.02) 1 (0.00)
R R 58 (9.78) | 93 (1.57) | 189 (0.92) | 340 (1.26)
TI=r T b
FoAT7 25— |15 (253) | 12 (0.20) 4 (0.02) | 31 (0.11)
BN
TANT X UBT
S MG A7 | 11 (1.85) 7 (0.12) 3 (0.01) | 21 (0.08)
7 —BHn
*%;7”7\/ 1 (0.17) 1 (0.00)
.
fgfﬂt e 2 (0.34) 1 (0.00) | 3 (0.01)
* fgfﬂﬂ”/?A 1 (0.17) 1 (0.00)
* [ m— g 1 (0.17) 1 (0.00)
¥ ML AT o — L 2 (0.03) 2 (0.01)
kML AFo—1Em | 2 (0.34) 6 (0.10) 9 (0.04) | 17 (0.06)
md 7 vrF ok
27k % B 6 (1.01) | 17 (0.29) 2 (0.01) |25 (0.09)
ﬁé;;y VTT =20 5 051 |16 (027) | 18 (009) | 37 (0.14)
* T R R 1 (0.00) 1 (0.00)
* LA T R o RN 1 (0.02) 3 (0.01) 4 (0.01)
E;%&%*$%$ 3 (0.51) | 2 (0.03) | 1 (0000 | 6 (0.02)

¥ 0 PRITEXARWVEIER - BRYLE

E1) RYEARFOR - Dl A~ M2

A




VI. %€t (FRALOIESE) BT 5EE

1 1) RHIE RO -

DME A 2 MZ

B9~ % A

BIERZE o ER IR BIES (HH4) F (%)
Z Do
aEpsomE | ks | St | e |
TORB | o Eﬂzn&ﬁjjﬁﬁﬁ

EER IR 58 (9.78) 93 (1.57) | 189(0.92) | 340 (1.26)
el RN % 3 (0.51) 3 (0.01)

s U o AHEN 6 (1.01) 2 (0.03) 5 (0.02) 13 (0.05)

M JEAS T 2 (0.34) |10 (0.17) |90 (0.44) | 102 (0.38)
* I JE EF 1 (0.17) 2 (0.01) 3 (0.01)
* mtj;]é\ J7 ) 4 (0.02) 4 (0.01)

I HP PR B BRI 3 (0.51) 10 (0.17) | 2 (0.01) | 15 (0.06)

It HP PR B4 B 9 (1.52) 11 (0.19) 6 (0.03) | 26 (0.10)

C—pntEER

B 3 (0.51) 3 (0.01)
* LEXQR SHE

EE 1 (0.00) 1 (0.00)

y =7 H IR

TUATT—% 9 (0.15) | 2 (0.01) 11 (0.04)

B
* JRHT R REGTE 2 (0.01) 2 (0.01)
* JlJa~Esuetr

N 2 (0.03) 4 (0.02) 6 (0.02)

it sd 2 (034) | 1 (0.02) 3 (0.01)

5%k

N =R N2 ) 2 (0.34) 2 (0.03) 4 (0.01)
* DA 1 (0.02) 1 (0.00)
* R 3 (0.01) 3 (0.01)
i EE?;EEH b 1 (0.02) 17 (0.08) | 18 (0.07)

M /ISR B 1 (0.17) 3 (0.05) 3 (0.01) 7 (0.03)
* EARED 1 (0.02) 1 (0.00)
kAR [ 2 (0.34) 2 (0.01)
* JREH 4 (0.02) 4 (0.01)

7R M ERF A 2 (0.34) 4 (0.07) 6 (0.02)
kPR FR R L ER G 2 (0.34) 2 (0.01)
% L= N 1 (0.00) 1 (0.00)
* (REJED 1 (0.00) 1 (0.00)

M 1fn BREC R 4 (0.67) 1 (0.02) 1 (0.00) 6 (0.02)
% 0 PRICERVEIER - BYYE




VI. %€t (FRALOIESE) BT 5EE

I I

S LTz,

1 1) R R D -

DMILE A R B

. TICH [ 365 A 3646 7 AE

B9~ oA

BIERZE o ER IR BIES (HH4) F (%)
Z Do
AEREOmE | AwiE | o e |
cotkp | CHTD | e At
eI A 5
EER IR 58 (9.78) 93 (1.57) | 189(0.92) | 340 (1.26)
* A I ERECEE N 58 (9.78) 2 (0.03) 3 (0.01)
* PR A M EREGE 1 (0.17) 2 (0.01)
* MU A 2 (0.34) 2 (0.01)
* BRI TR 2 (0.34) 1 (0.00) 1 (0.00)
kAR IRERE 4R 1 (0.00)
2yl 1 (0.17)
*  LFBRER 0 SR 0 2 (0.34) 2 (0.01)
* WP ERE SR 3 (0.51) 3 (0.01)
N RS N ZR
;k\ Vs SERE OB (g 2 (0.01)
> N BR AN 2]
jfu VU SERESER 0 1 (0.00)
* JRYE AR 2 (0.34) 13 (0.06) | 15 (0.06)
k S U T AR
R T R R 1 (0.00) 1 (0.00)
M 7r/vh kA
5 o 5B 4 (0.67) 3 (0.05) 1 (0.00) 8 (0.03)
* HUEEHUARRG 1 (0.17) 1 (0.00)
BE, YEROCLES B
pere 1 (0.02) 8 (0.04) 9 (0.03)
* HAE 4 (0.02) 4 (0.01)
* KRG I E T 1 (0.00) 1 (0.00)
* BT 1 (0.00) 1 (0.00)
* EREEET 1 (0.00) 1 (0.00)
*  fEET i fE 2 (0.01) 2 (0.01)
% QLB X AR LT 1 (0.02) 1 (0.00) 2 (0.01)
% 0 PRI TERWVEIER - EYLE

ik (MedDRA/J ) Ver 13.0) (2R %




VI. %€t (FRALOIESE) BT 5EE

SHNT 4 AN TR VAR E T O RBIBIER B
e SNE] R
5 B T §§g§ mapis | oF
ait 593 90 15.2
B 340 42 12.4
PRl LS 253 48 19.0
44 LT 88 14 15.9
45~54 180 25 13.9
G 55~64 177 26 14.7
65~74 134 22 16.4
75 A b 14 3 21.4
a4k 425 81 19.1
o T I AR 168 9 5.4
PRI Ak 0 0 -
Ah ok — APt 0 0 —
#H T 93 19 20.4
5 AR 197 25 12.7
TP 11 5~9 4F 123 15 12.2
10 FELL B 170 28 16.5
A 10 3 30.0
" 2L 182 27 14.8
SOHE H Y 411 63 15.3
WHO/ISH fl,ﬂ;ﬁ 74 5 6.8
5 10 2 I 479 81 16.9
EaNEn 40 4 10.0
2L 430 62 14.4
ORE HY _ 163 28 17.2
% () ) %Ub?%k 38 8 21.1
EHEER | Cafipbidk 118 19 16.1
Z DA, 33 4 12.1
150 A 25 0 0.0
150~159 79 15 19.0
160~169 248 39 15.7
NS | 170~179 132 25 18.9
(mmHg) 180~189 67 9 13.4
190~199 16 2 12.5
200 LA 14 0 0.0
IR 90~94 51 5 9.8
95~99 190 28 14.7
100~104 156 31 19.9
*’z(afmeglF 105~109 69 15 21.7
110~114 50 4 8.0
115~119 29 6 20.7
120 L F 4 0 0.0
AW E 12 0 0.0




VI. %€t (FRALOIESE) BT 5EE

SHNVTF 4 AN T EARKRBIEGEE TOY R

BIEIERASEER (02F)

o ASE P

R T g;gg waps | SO
ait 593 90 15.2
110 A 29 0 0.0
110~119 149 26 17.4
Bl S I 120~129 291 50 17.2
HeIfn (mmHg) 130~139 93 13 14.0
140 UL F 19 1 53
AP E 12 0 0.0
70 At 188 25 13.3
BEH O 70~79 208 26 12.5
ik 80~89 124 26 21.0
(E1/53) 90 Ll I | 56 11 19.6
AW E 17 2 11.8
20mg 176 23 13.1
SO 40m 199 33 16.6
ok P 801315 188 29 15.4
e i 563 85 15.1
= 5mg 1 0 0.0
G b 10mg 29 5 17.2
IR 30 5 16.7
6 W A 188 19 10.1
6 H~11 152 31 20.4
12 ~25 ¥ 141 19 13.5
B3 B 26 W ~51 3 26 8 30.8
52 LAk 85 13 15.3
B 1 0 0.0




VI. %€t (FRALOIESE) BT 5EE

9. BRERBREMRIC
RIFTHE

10. BERE

. BRLOIE

12. ZDOMDEE
(DERRRERIZED <
CE:

(2) JEERIRSRERIZE D

Nt

PRIEIN TR

13. BEKSE

13.1 fEIR
AFOEERA (640mg) 12XV
ERH D,

13.2 W&
ARFNE ML IR S AL F 7o  ARFNTMIEENTIC K - TERE SR,
[9.2.2 &[]

AR K OR8> ST & D

14 BRLOEE

141 ZRXABHFDOEE

14.1.1 PTP @2EDIKANL PTP > — M 6BV L CIRAT 2 L5188+ 5 2
L,

PTP > — FORAEKIZ L U | BEWSLAFE S BRI~ A L, I3 %
B LU TR SOEERAIHELZ T2 L013b D,

14.1.2 KA ZBHICIRA LTV 5 BH I, ﬁﬁﬁ%ﬁ%ﬁ?éié&ﬁ
HHz25Z L, RROEDEREIIREFEOLEL ZEfgRs i G L7255
éd\ﬁ%%%i@%mﬁ%ﬁ#%<ﬁé;&#%%éh1£0‘@W
ABRERTIBEZARH S, [162 5]

(i)

14.1.1 H3EEF 240 B (CFEpk 8 43 A 27 B KO 304 & (CFjk 8 4 4 H
18 BAF)  TPTP B XRIZ DWW T ITHEWVERTE LTz,

14.1.2 KR OEYBRITAEFORBELZ T LI LIRENTND ¥, 2Dl
DEEZBRAL TV DEFEIALICITEIRBRICIRATLIL5BRTH2 L,
T, BEEEIN TV D EE S ANZEERICE S SN-HEICITEEIC
BHETHZ L,

PRIEIN TR

RIEIN TR



X. EERREABRICRII HIER

1. FEEHER
(1) ENZEEHER VI, NI 5 A | 2]

(2) REMEERER | ZLUER2L

Q) ZDMDERIBERER | 7L IV A X ATFEGDHERICENTT MY U AFIRIER 2R L2, @H®EIC
BWTRAER, PR, B MR R, IHEERIT LTI S 27 3P E
MzERE o0,

1) R, PR R E R g o7
TP E 1L 1,000mgkg (FR0) OF&ETY VA, 30mgkg (F&01)
OHETT v bO—BIERIZ U THERZR S o 7o, HARARRE R D%

FRBRICBWTHIEZ RS o7,
i FH 8 #G5&E

SR O i e SR H
R - AT BN AT , %5 =7
FHEM (rwin i) |~ 77 [ R (3) ) 10,100,1,000 ) ) "5 -

AR ICxt3 2 | v~ o7& | &0 (6) |10,100,1,000 | fE H % = & 72

(! Zv b &Oo 1) 30 Mo T,
F5 B M OVBE
R VEH . ~
- il , , 1, 7N 7 3

(%%E@) 7'71 'f\:lx:l:l (6) 10 100 1000 };EO%_)Té 5675 D
oy — &P K OV B8R 1R
FAEIER (27 B . - R
5 L) ~7Z | #&n[ (10) | 10, 100, 1,000 E%mé@bo
A, T /4\
%%Hﬂ_ﬁﬂ“éﬂi mx | ®a (10) 30 giiiﬁfj&Téii
HREE®SHEICTT |~ | A (6,7) | 10,100,1,000 | fE H % & & 7¢
5 1EH Zv b & 1) 30 Moz,
S 11 ~w A [#0 (5) | 10,100, 1,000 ﬁfﬁ”ﬁéﬁ
BRI IZ % _ RN 7
i;%{aﬂﬁé Sv k|80 (5) | 10,100, 1,000 ﬁ?ffré£




X. JEERIREAERICEIY H1RA

(3) ZDMOIIRAER | 2)  IEWE - JEIB SRR T T B 7370

(93%) PP RIS L C I AR S 2o 1o 28, O F D E I LT
12 0.1mg/kg (BRIRI) 0 FEA B AT A MEIEME I R L. T BRBIIR I 375
(Zxt L CiE Img/kg (FARMN) 226 F B REIMEN 2= Lz,

e WK | & 5 & .
PRI s GE | (mghg) | PVPHH
BPI AT FPREmsn
Yo T,
A B R I o 2T
st L TEH%Z -
X Rpinolz
Tk%%mui
Myl %35 1EH I % L <
0.1lmg/kg T—i#
AUAES Ef RN 0l 1. 10 MoRD L1
(RIE) (5) B 10mg/kg T30
XH7,
0.lmg/kg M HH
MJEZx4 % EH = EVE A &
~ LTE o,
L FE L (A s
:07’:_0
DAERIH T 5 1 FPREmSn
DEBNZHTHEH |4 X ®r(6,7) | 5,50, 500 | fEH & o~ & 72
ikt 2EM | 7> b o o(11) | 10 Moz,

3) TH LR R K F 4 e 08.77.78)
TNAIVNLE NI~ A KRN T v bOHEZRII L TIER 2R S 72

Mol
- SR v 3 N = A - ol R
AERTE H ) () (mg/kg) ARBRIHE H
INGERREREIC R | v A | f&A (5,6) | 10, 100, 1,000 | E A & & &
H1EH Z v k| #B0 (10) | 10, 30 Mo,
HHeHmECx 325 | 7y b | &0 (10) | 10, 30 EH %R & 72
1EH No Tz,




X. JEERIREAERICEIY H1RA

(3) ZFDith D FEE A ER
(D2D=F)

4) BARRR B OS2 K E 358 7080

EFAEy NEBIZBWTTEFLal v b 2AZ I LEOENRY 7 AT
KB AE—OSHRRIZR U CIIER 2 RS20 o728, 10 u M DIRE Tk
a2 b= KB UG & il L7z,

S -
SR TE B %2;? B (M) | B
AR (5, 6) Moo,
(ALY T 2) E/LTE Y b (6) 0.1, 1, 10 ﬁff’%é 7
10uM TERH
(tm k=) (8) k= I %
N L 7=,
5)  EEHHEIT I

A XOBEREIC KT LT Imgkg (FBH) OFENSLF MY o7 ARRIERIC
EDEBEZONDIREROT MY U APEIE O INNBIZE STz,

B IE B EL7) WA R | & 5 & | RERAE
(F1%0) (mg/kg)
& Na+, K+, 7/ | A X & 1 (12 B |12 B RAICMIE K+
a—A JLTF= (7) fi) RSy |
>, BUN (4.7—5.2mL/kg)
& Nat+, K+, 7 L | £ X o 03, 1, 3 |1EFH %= & 72
TF=r, BEHHE, (8) ot
7' a—A . BUN
Mm% Na+, Cl-, K+, | 7 v k f | 03, I, 3 |1EFMH %= 7i
Jna—&x, 7 L7 | (SHR) (8,9) Nl
F=>. BUN
migEr vrs=v, | Zv b | #&QO 50 BUN A EIZH
BUN (5,6) (14 H |/
) A PR MR AT
\Z& v BUN &%t
AL N LICE
TIKT
JRE. K pH A X g o(8) 03,1, 3 |1, 3mgkg B
THRENEEIC
whn (2.75—7.22.
6.56mL/kg)
PR & A X Ok M| (12 H |12 HBEICHEEZ
(7) fil) wom (296 —
7.7mL/kg)
PR A X & WK P9 |0.03, 0.1, | 0.1, 0.3mg/kg (25
(8) 0.3 VN TR E I N
(27 — 85 .
7.0mL/kg)




X. JEERIREAERICEIY H1RA

() F Db DEIBAER
(0D5%) A BRIE H Eub7) WA | & 5 B | RERAE
(%0 (mg/kg)
JRE. IR pH Z v b RO G9 |[3GHBD) [EHZ2 R & &
(SHR) ( 10mg/k | 2> 7=,
gHCTZ if | HCTZ & OffHEE
M B b | OBRENHN
Na+, Cl- , K+, 7 D) EH %= & 72
V7T F=r, T noT,
a—A, I/uru HCTZ ff H B ©
T A v DOHEHE CI-HEiit A3 HE N
Na+, Cl-, K+, 7 L | £ X o) 103, 1, 3 |1, 3mgkg 2BV
TF=r, sur T Na+gEji 23 |
a7 A, S a— 3mg/kg 12V T
A D Pt Cl-HE it
HYEEZE (2 HE N
Nat+, Cl- , K+, 7 | /X o (7)) |1 (12 B | B51HEEDI12
L7 F = D fil) H HIZ Na+,
Cl-E i 23 B 2 12
HEAN Na+
Na+, Cl-, K+, 7 L | £ X ¥ OBk N 0.03, 0.1, | T RTOHAEIC
7 F = OHEHE (8) 0.3 BT Nat K O
Cl-HE it 23 81 3% 1
H4m
HCTZ: bt FrrouoF 7oK
2. EMHER

(MEERSEMHHAR | 7 v RS XORAFGICBIT 28/ BTV Y 2000mgkg BT

&) - f: 87,88) R

B4yl Eam Beh & BV SRS
(mg/kg) (mg/kg)
Z v b #n 2,000 fe /N
P2 >2,000
A X iy 1,000, 2,000 fe /N
P2 >2,000




X. JEERIREAERICEIY H1RA

Q) REERSSHHER

7w MZBIT D 4, 13 KO 26 @R O &G BEREBR X, REEINmH, #
BEE DD, FRKEOHMN, FRILEKRREMOIRT, REEH, LT F=
K OVEMRE O, OIRE RO BB O RERIREE OBER., HIBE R
MEDIRZ S @ L & L TRl b7z,

IHRHOEIT, RIEICK D HED D VIR L, #5EMoESictks T
RSB T 2 HEMET Uiz, £72, BB Etho AT ZEERIEHHEST
YUFT v I EREEFE (ACE) FAFERICBWTHRE SN TS, EHIT,
ok & LCABAREE 5 2258, 2D OIS ER LB T 5 2 &
ACE FAFERIZTHE SN TB Y  AANZBWTH ABAERMHIC LY i
LW UTIRE T 5 2 & DB STz, B> T, RO BALITAK| O SKBR1E
RICEVAETCTELOTH Y EINIG . EEEOHD K OVE 158 KO 5%
BEUSMIIE M OIS 2 VIIHRE~DOEEZ RET IO TIERNEE
Z. BB IR o T,

PLEX D 4013 KO 26 HER A &G #HERBR O EEMEEIT 224 10 A,
4 F O Imghkg/ B L EZ BT, A XD 4, 13 O 52 BB O %53 RERIC
BNTH, 7 v b EFRBRICAFOEHERIZER Lzt AN ERHENORO 5
nien, EHEALE LTI AT, EHEEEIXENE 10, 5 KO Smg/kg/H &

2 b,
B | B GRREK - IR | B 5 R (mg/ke/H) AR (mg/keg/H)
7y b8 RO -4 8 10, 50, 100, 200 MEFEVE R ¢ 10 R
AR #5735k TR
Sy FER - 4 100 G fkA) EEAReY S(AEE S
AEFRAMIRARAE | 100 (EERIEERMR) | Mimaisic X vk
ST Dk
Zy bV R0 - 13 |2, 4, 8, 32/500 MEFEVER 4
7y b |0 -2688 |01, 1, 4, 50, 500 MEFVER ¢ 1
A X% RO - 4 EH 10, 40, 60, 160 MR : 10
A X% kO - 138 |5, 10, 20, 50 MR S
A X7 | #&O - 523 |5, 50, 500 MR S
W) BH5BMG% S HAN DG &% 32mg/kg/H 5 500mg/kg/ HIZEH LT,



X. JEERIREAERICEIY H1RA

() EinEtHR

4) NARMEHER

v hU U SERE FVTZ in vitro YRR R TIL, MREEBEES A O DIRE
TOMRBIEEACROIEGFET THEETH 7R | FAIFT7AEEZ AN
T IR IR BB (Ames iABR) %0 R OVTF v A =— A A A ¥ —fififli i i 3k
V79 HifaZ F 7o 2R AR BERBR (HPRT #BR) 07 owFh T, HHE
PALROFEICED L FERFEIRO O o7, £2, ~ 7 A FHEHA
ZRWT/ERR ® O RELEETH -T2, /o T, TP AF UREERE
I BV GERAREE 2 R R RIS TS WD SR S vz,

AEREE | B RV D5 15 JLERR BT RGeS
AN .
B J2AK ;7 S| SOmix FHET | 10~2500ngT Lk | Btk
75 B = S9 mix fF7EF | 10~2,500 2 g/’ L — b [Eq
TxA
SN =—Xx . A
BT 225K S9 mix FEAFE T 10~100 1 g/mL Fe e
& AR S0 mix fE1E T 10~100 u g/mL B3
- 2 —V179
Al e
S9 mix FEAFTE T 10~150 1 g/mL 1251
Yeta i =3 ) g/mL LA
Hw > RER TR
S9 mix fF7E 10~200 1 g/mL Ka
N3 ~ 7 A R, H[E] 250, 500, 1,000 [EEa

7w MZ 104 R G Lo )R, BRI C M B IE S 100mg/kg HE DO MET
AEISHMUEZ® , LoLanb, CHIEE R L O C MO EICITZ
NENKEEE ORICHAERZIZTA LT, CHlaoBE AR, C M fE L O
CHifE 2~ 5 H L CTHIT LERERICOARERETRO N RroTe, —FH, v U
A D W AJEHERER TIX, xHREEZ B S BRI AT R E L2, T3
Pz ORI THE RN AZ R T EEILRD bt

Drofz 100100 Sl XY TR PINE T T v B R T AZEB W TR AR
PEERERNE O LRI S iz,

EULZET BERR - Wi | &5 & (mg/kg/H) EYSEES
Z v b O, 104 8 3, 15, 100 AR L
s
~ A o 1 104 # 10, 100, 1,000 DR L
? 1 98~100 i




X. JEERIREAERICEIY H1RA

(5) £REFEFMHHER

1)

2)

3)

4)

T v b OZIRIER OEKR E TOMMEIEAICET 5 R ER 102

15mg/kg/ H UL EORER O Smg/kg/H LA DM CEEIE IO Bl 23 2 b7
25, FENE A, ZRRR AERBE R ORRIBICIE, EORBITZ DO 5o
7o WMEREB BN )T 5 MR PR ENME &ITME T Sme/ke/H ., MET
Smg/kg/ B A . BLEH W O ETERE K OV AR VAT %k T D M M B
100mg/kg/ H Toh > 7=,

7 v ORI E TR G ER o 10Y

Smg/kg/ H UL ETREEV O KB ININH & OB & OB B BT, K
AR CE, BEICHT 2RBIIRO bR no 72, BAREERD
50mg/kg/H T, WA D 1 BEEENMET Le, BEWICx 2 — &tk
FHYMEFEME L Sme/kg/ B AR, ATHRBIS X 2 MM EIL S0mg/kg/ A T
botz, -, BRI 2 EHFHMEEIT Somg/kg/ B, HARICX T 2 HH
PE &I 15mg/kg/H T

HoT,

T X DR VAR B A G B 57

BEBICL I Z2BT D0 ICABAEREZMRKE L THEXE,
45mg/kg/ A T REEN A O RN K OFEEE & O EE 72D 23 2 B, 1
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Pregnancy

Risk Summary

MICARDIS can cause fetal harm when administered to a pregnant
woman. Use of drugs that act on the renin-angiotensin system during
the second and third trimesters of pregnancy reduces fetal renal
function and increases fetal and neonatal morbidity and death. Most
epidemiologic studies examining fetal abnormalities after exposure to
antihypertensive use in the first trimester have not distinguished drugs
affecting the renin-angiotensin system from other antihypertensive
agents. Studies in rats and rabbits with telmisartan showed fetotoxicity
only at maternally toxic doses. When pregnancy is detected,
discontinue MICARDIS as soon as possible.

The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized, pregnancies is 2% to
4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Hypertension in pregnancy increases the maternal risk for
pre-eclampsia, gestational diabetes, premature delivery, and delivery
complications (e.g., need for cesarean section, and post-partum
hemorrhage). Hypertension increases the fetal risk for intrauterine
growth restriction and intrauterine death. Pregnant women with
hypertension should be carefully monitored and managed accordingly.

Fetal/Neonatal adverse reactions

Use of drugs that act on the RAS in the second and third trimesters of
pregnancy can result in the following: oligohydramnios, reduced fetal
renal function leading to anuria and renal failure, fetal lung hypoplasia,
skeletal deformations, including skull hypoplasia, hypotension, and death.
In the unusual case that there is no appropriate alternative to therapy with
drugs affecting the renin-angiotensin system for a particular patient,
apprise the mother of the potential risk to the fetus.

In patients taking MICARDIS during pregnancy, perform serial
ultrasound examinations to assess the intra-amniotic environment.
Fetal testing may be appropriate, based on the week of gestation. If
oligohydramnios is observed, discontinue MICARDIS, unless it is
considered lifesaving for the mother. Patients and physicians should be
aware, however, that oligohydramnios may not appear until after the
fetus has sustained irreversible injury.

Closely observe infants with histories of in utero exposure to MICARDIS
for hypotension, oliguria, and hyperkalemia. If oliguria or hypotension
occurs, support blood pressure and renal perfusion. Exchange transfusions
or dialysis may be required as a means of reversing hypotension and/or
substituting for disordered renal function.

Lactation

Risk Summary

There is no information regarding the presence of telmisartan in
human milk, the effects on the breastfed infant, or the effects on milk
production. Telmisartan is present in the milk of lactating rats.
Because of the potential for serious adverse reactions in the breastfed
infant including hypotension, hyperkalemia and renal impairment,
advise a nursing woman not to breastfeed during treatment with
MICARDIS.
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Category D

Drugs which have caused, are suspected to have caused or
maybe expected to cause, an increased incidence of human fetal
malformations or irreversible damage. These drugs may also
have adverse pharmacological effects.
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Pediatric Use

Safety and effectiveness in pediatric patients have not been
established.

Neonates with a history of in utero exposure to MICARDIS
If oliguria or hypotension occurs, support blood pressure
and renal perfusion. Exchange transfusions or dialysis may
be required as a means of reversing hypotension and/or
substituting for disordered renal function.
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Paediatric population
The safety and efficacy of Micardis in children and
adolescents aged below 18 years have not been established.
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