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MG R R L
(7) ZDhDELRENE
oYY A KA 0.5%LL T (0.25g, REMERE, HERTE)
tErhkezuonF 7Y R EEEE  1.0%LF (1g. 105°C, 2 FH)
FRENVRSY - 0.1%LA T (1g)

- BRSO REHTICE T HRENR
AR L
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Elztg;i}%ji hjﬁ_/l/& AV '7—L\J OD%NLJ uﬁ%/ﬁ

YRAN AT AR B E

-f%wWXAﬁbw@mﬁ(%mﬁijﬁﬂ@)
- B AEOEMER IS
< RO

JAESRES
HARMFS a2 b on) OCEEICELD
/IR v~ N7 T T 4 — - BALEREE

(= == R= 5 RSV N
et BRys
Hﬁ%%ﬁ = ]\Dﬁmlﬂ?T/M @ﬁﬁuunﬁ%ﬁfﬁ 5,
- BOG (7 0% b o —7ERIK)
- TRER S
o SEALRTA R BE I E VA

JiSS-RER
AASERmS e FerzooFrY R OEREICLS,
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IV. RAICEHY SIEH

1. %
(1) FROX5

FhE (T4 N a—F 4 T EE)

(2) HFEONE R TR
R 724 oL e FELAHE LD (R | o¥it FEASE HD (R
=) F
#* s (] s (]
SN LD ) LD E::::::]
) ) = O,
p £££:13.5mm
i 9-1mm A - 7.7Tmm
JERSY 3.8mm 4.9mm
BHE 250mg 415mg
(3) #AIa—F
mH L e REGEHE LD TR DK530 (Tl2ERRmDA)
¥t RECASEHD TRF) : DK550 (B8AIF M & AlEEICFR)
(4) HFDOHHE
MR L
(5) Z0ith
MR L
2. BHEIOHEK

(1) BMES CEMERS) OEERVHMHF

k54 oYL e REdEsE LD TRHIF) oYt REdG & HD TR
1 gEH 1 g

By BRIa 2 H Y oA 50.0mg AlEatns 25U v A 100.0mg
HReRKesauad 7Y R 12.5mg HRt FesoaF 7Y K 12.5mg
fhEmmm—2 HMKFIY)., T v | KT, st re—A T v
Tr—AbT T AT TV U IR | Ty —bT T e Rrdv T oL

R UL, bFaAu—A b ReXxoT | Bilao—A T a—E)

oL a—R BLFEL . HAF | VA AT T Y VEES TR T A b
A=Y/ TuAu—RA wruad—) BT F

V. BT vt oosay
(2) EEBEZEDRE

AR ONANA

(3)

RE

A% L0

AR OrANA

. RMTBERBEOHBRUVEE




1V. ®HI<EES ZIEHE ]

vl i
PPN

. BATAHEEEED H HKMEY

HEE R L

. BHOEEFHTICEITHARER

R TG B 2 F O T R OR AR S OV AR D 2R |
a ERAE I ATRE Tdo % LI L7z 0,

HofEEBE o b 3 FHD

LU REEHE =2E3 g RIFHAR HER™
40+17T 6nA | N
2HL e RELSSE LD (R 75+ 5%RH PTP /it i
oL e FELAEE HD TRF) 25+2°C e 26 1 A .
60+5%RH g
X ORBRIEHE - PRIk, WERRERBR. MULREBR. WM (BESMRR) | RHME, SR
[ MR EE C O E MR ER 2]
oA REEHE 2E-30 RIFHAR HEER™
40+1°C T
75+5%RH R 32 A R
95+ 1°C 1 » ALY
m L e FEGEE LD TRHF 75"‘g%RH v — VB 37 A FeixE D1
- MEEDIT,
2,500 Ix
25+1°C vy — LBl | 120 5 1x - hr HIESN
45+5%RH
o HEE -
40+2C s e 3% H HIESN
e A . 25+2C HEE -
oL b RECASE HD TR T5eBURE | v LB 3% H RN
%%Qﬁigﬂ ks | 60 Hlx-hr | BN

XGABRIEE - MRIR, VA,
. ARERVBRBRROREN

AR ONANA

. fF L DEEE XL (HMEILFHIEIL)

KR L

g

(1) BYI)LE FEEEEE LD RBH)
[ARPE AR (2 D < Akl

REREIZ /K 900mL & v,
HEBRAITH & & AANT A AR EELASIC
FeroaF7 Y REOWHBRKIZEAT D Z k#ﬁ;énfw

i)

SEOBHERIZ’BWLL L, E FerseeF 7T IR

R, MRS (LD, 2%H) . & (HD, Z418)

H R — sk iWHRBREDRER S 2 7 R E (100rpm) 12
Lo XaY A =R % A /i) Ry AV N
=0 I Ry VNS

ST DES I ERIE 80% L 1) 3,



([ v wmiceyemER |

[(MEREERLOEYZHFEMNRRT A RF 4 ) (PR 244 2 H 29 AIE WAFRER

0229 % 10 %

BIAE 1) 12D < FER]

ORERYE © A ARG —BEBRERE HERE N s
OB FEA
AERELF] oYL FEAEELD TR
PEAERLE) . L 2 MELASE LD
Q@RBR S
BRI E : 900mL WEFSE ks~ N7 7 40—
BFESAT: :
AR W7 TEER (57) EIL
pH1.2 5,10,15,30,45,60,90,120
pH4.0 5,10,15,30,45,60,90,120,180,240,300,360 50rpm
pH6.8 5,10,15,30,45
7K
pH4.0 5,10,15,30,45,60 100rpm
PRI IR 37.0+0.5°C
NV 12 Xv &/ (pH4.0/50rpm 1 18 X vt L)

@B R« TRFEEIRG DLW FRIRIFEMRBR T A BT A ) 1ThE > T R & 50 L
TeRER, m¥ve FEGEE LD TR 13, vz n ) oL ke Fu s
rRFTYREGICAEICEAE T, EERA L IEHEBOBRBENE LR

o,

LU B,

B DO T A R4 BT, TR X 55

PYEDHIEIL, EMFICRETH D Z L2 BERT 2D TIE ARV LS T
BY BN T T 235 & LAY r)m R (i 4 i 2 He i)

2T, MBRIANTAEMFERICEETH D Z LR ER I TN D 3,

( TVIL. 1.

(2) ERFBR CHER Szl DOESM)

=R AN R VUN

pH1.2/50rpm pH4.0/50rpm
100 100
/ér 80 B g0
H
= g —t— EEEF (RH, 500 &= g
% —8— ¥ LEF BE REL DI 157 n
Zoap — 40
50 20 —o— BRI (3. Some)
—— L L BE A #EL DI 7]
0 . . . . . 0 . : . . . .
o 5 10 15 30 4 60 a0 120 0 10 30 80 120 240 360
R R AR (57) BRI IR AT AERRE (57)
pH6.8/50rpm 7K/50rpm
100 100
& =0 B a0
H H
g0 # 60
0, o
\/_D, 40 lo/ 40
20 —— EHER A (#2F]. S0mg) 20 —tr— EERE (2], G0mg)
—8— LR R BL - 3EL DI —8— LK EL & REL LI IR
0 0
0 5 10 15 30 45 0 5 10 15 30 45 &0
R R AR (57) BRI AR (43)
pH4.0/100rpm
100
% =0
Ht
# 60
%
=40
20 —— FHERA (5, 50ne)
—e—HLEN FREFEL DI #1ER)
o . . X . ,
0 10 30 80
ASRTEERENIRR (1)
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1V. ®HI<EES ZIEHE ]

tE ReseesdF7o R
pH1.2/50rpm pH4.0/50rpm
wo | 100
s -‘(5'1
o — A (3. 12.508) g
% 60 —&— LK BE SELDI R % 60
%, %
Zoap =40
—— AR (# A, 12.00g)
20 20 —8— ¥ ILER B FEL DI R
0 0
0 5 10 15 30 45 60 80 120 0 10 30 60 120 240 360
BRI X IR () SRS IR AR (4y)
pH6.8/50rpm 7K/50rpm
100 wo 1
20 & g0 }
i i
g0 F e |
% %
= 40 \é 40 F
20 —A— BRI (R, 12.502) 20 | —A— fEEBA (53], 12.5n0)
—e— ¥ LEF ER & HEL DI RIFF —&— L ER B AL DA
0 0 . : : : . )
0 5 10 15 30 45 0 5 10 15 30 &5 60
B BRI R IR (5y) SRR TR (57)
pH4.0/100rpm
100
g
H
g0
%
= 40
20 —tr— FERF (A 12.50)
—8— ¥ L LR B A #EL DI #1HR)
0
0 10 30
HEEEIRERR (2

(2) aY)LE FEEAEEHD TR
(BT RS (205 < 5B
FBRIRIZ K 900mL 2z FVy, B R —fkakBRis BRI ORISR N2 7 ik (100rpm) (2
FVRBREITO L&, AFTEARRDTEEBERIZED N LZ Y T L b
FuzuuF7 Y FEOEEHKICEEGT 5 2 PRI TND (L Z ) 7k
30 I DEEHRIZ 8% L L, B FrrmaF 7 YR 45 MO HRIT 80% LU 1) 9,

(BN BT B RIEM: (T8 82N R 58 0 B RE O AW L R SRR A BT A
(CFRk 24 42 A 29 HikilE HEARAI 02294 10 5 B 2) 12 < HBR) ]
OBk« AAIRE T — R BRER HRBRE S Rk
QpEERFEA
REREF - v v RECAEE HD TR
FEHERIA oYL Z o h ) v A 50mg MOk Kz onF 7Y K 12.5mg & &/ 5 |

QBRI
FERZE : 900mL WEFE ke~ 777 40—
HFESAME
BRI 7Y R (4Y) EIL e
pH1.2 5,10,15,30,45,60,90,120
pH3.0
pH6.8 5,10,15,30,45,60 50rpm
7K
pH3.0 5,10,15,30,45 100rpm
AR 37.0+0.5°C
L 12 Xy &
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[ IV. 8%|IcR$ 2R

)

@B - v e FEEGE HD TR OFEHZEENE, WIFhoRBiRic s\ Th 11

FEEZR S DA FRIRIEMERR T A BT A > ) OFEEOFHANTH v | kil
Fill & AR ERGRI O ¥ BB EALL L TV D LIl S iz 9,

oY NH T TN

pH1.2/50rpm

pH3.0/50rpm

100 e BB (R, 50me) 100
Woan | —e—pUbKRETASEHD IRIER) 80
H H
= 60 = 80
% 40 % 40
20 o0 —a— {EHESLH (5T, B0me)
—e— LR B & FEHD T #IH
O & 1 1 1 1 1 ] O 1 1 1 1 J
0 5 10 15 30 45 &) 90 120 10 15 30 45 €0
S BETE ARSI (5 SRR AR (53
pH6.8/50rpm 7K/50rpm
100 100
& 80 # a0
H H
= 60 = 80
% 40 % 40
—o— FEHEEI (55, 50me) 0 — o FEHEEIRI (§55(, 50me)
20 —e— I LE R B4 HRHD TR —e— LR F RS BEHD T R
0 . . . . ' 0 . . . . :
0 5 10 15 30 45 80 10 15 30 45 80
SR IEAES T (5 SRR BRI (5
pH3.0/100rpm
100
# a0
H
= 60
% 40
= —o— PRI (52, 50me)
20 1 —e— LR B & EEHD T #1537
0 , . , ,
0 5 10 15 30 45
BRI ER R (43
tRkasanF7 YR
pH1.2/50rpm pH3.0/50rpm
100 100
= a0 —e— MR ($EF. 12.5me) i
i —eo— 1 L ER B & #EHD [ RIFH ] H %0
= 60 = 60
g/\ a0 g/\ 40
X & —o— FEHEEIF (327, 12.5me)
20 20 —— T LER B EEEHD [R5
0 . . . . . . 0 . . . . '
0 5 10 15 30 45 60 50 120 10 30 60
B AR AR (4 ERt= et pli L (G
pH6.8/50rpm 7K/50rpm
100 100
& 50 7 80
it H
#= 60 Zx 60
% 40 % 40
-0 —— TSI (3EFL. 12.5me) - —e— FEMEBIE (577, 12.5me)
—e— LR EE-SHEHD TR 20 —e— i LR ET-S8EHD [ #I57 )
0 , , \ X X , 0 . , , ,
0 5 10 15 30 45 60 10 15 30 45 80
Ent- e pli S IE ) BRI EAR L (4
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[ v emcmysEs

pH3.0/100rpm
100
B oo
H
= 60 f
% 40
= —— IEHERIT ($7FI, 12.5mg)
0T —e— T LR B & $EHD TR
0 , . , ,
0] 10 30
S B RER R AR (4

10. &ef - 2%
(1) FEPBELGES - 8K, SNENRRLERR - ARICET SR

MR L
(2) a%

(¥ e FEAEE LD TR . B HD (B4 ]
PTP : 100 £ (10 &£ X< 10)
(3) FHREE
A L0
(4) BREOHE
[PTP 48 i,
PTP: ARV 7rbLry -BRRIAFLT 4 TAI=T L
tr—: TAI=UA RV ZF LU FTIR—FT 4V A
25 - K
1. BFREEhLEME
7L

12. £t
M R L
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V. ;amICE9 HIEH

1. MEEXTHE
= M fE
2. MEEXIIHRICEET HEE

5. BMEEXITHRICEHET HEE
R MER T OB ENERH Y . KAlZ &M EBROE PG E L2 b,

3. RERUAE
(1) AERUVAEDMHEHR

AT H1EL18 (e F b vha/e FunsaoaF 7Y KeE LT 50me/12.5mg X
1L 100mg/12.5mg) #RKOEE5T 5,
AFNE S MEEROE — BRI L L TH R,

(2) RERUBEOREEME - R
BB L

4. BERUAEICEET HEE

1. BERUVREICEET 5FE
JFHIE LT, v 2B ) oA 50mg THRAN O RGEICe Y V2 o) A/ Ray
nuF7 Y ReE LT 50mg/12.5mg OG54, a¥ Lz 0 A 100mg XiEa s 7
Vos/le FerzoaF 7Y ReE LT 50mg/12.5mg THIRA+SRGAICa L2 D
Al FuzonF 7Y e LT 100mg/12.5mg OF5-2Had 52 &, [8.1 3]

5. BRIKRLR
(1) BRERT—%1\ws5—o
AL LR

(2) EREERSR
LR L

(3) RBRGRRAR
AR L

(4) HREERIFHER

1) BXHEREIAER
@ FOH-EFSREEHER

HARANZXGLE L —HEERLEEHRRICBWT, o XU vh/e Feszons
7Y R 50mg/12.5mg (ZrHZ Y UL 50mg 5 LV LA EIEN TR
DR BT, BEEICHERM 154 Bl 5 BAEZ) GRiEMIMTE2Y 90mmHg A 12
IE 10mmHg VL EE T U7JER])  &HE SVERNE 112 B (73%) Thoiz, 72
B, SEMKHIRBIT D ILEMMED FHELEIX FO LB ThHolz 45,

nYLH o HY A RuszaoaF 7Y R 50mg/12.5mg MG Sz B CHME
SEROEIEH NG SN7-01% 155 fFild 14 61 (9.0%) ToH V. EREWER T2
WEWSF (3.2%) . EL26] (1.3%) Thotz, £72. B OBIVER N HE
SN 155 il 22 il (14.2%) TH Y, EREEAREMORENWER X, JREEHMN 8
B (5.8%) . ALT #8/0, CK #4311 (2.0%) . RIMERERA, ~~ 527 U > Rk
b ~EZ e, AST #n, BUN #8145 2 1 (1.3%) Th o7z,

F-. v E oY TA/e RazoaF 7Y R 50mg/12.5mg O RIVERIEERIL,
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VoARISEYAEE |

TR ELFERETH T,

ASAERESR I i = O P ZE b & (8 A # 5-r)

Pbo H125mg L50mg L50mg

H12.5mg
S 157 162 157 154
R—=2 A YOMIE? 100.2(4.9)  99.8(4.8) 100.8(5.3) 100.7(5.1)

(mmHg)

MmEDE(LE S
@

.| T
| T
14

Pbo=7Z &R, L=t L2 H VYL H=bt RurZzunF7 YR

+ EEEIGIE B o> FAS BT 656, + EHE (FEYERZE)
§ /b A (95%CT)

Q@ ENEMERPRSHER

HARNZXGUICEMOZ e Z G LB IERARICB N T, v A2 Y U A/E
Frzrad 7Y R 50mg/12.5mg &5 Sz B3 T HMRER ORITER A #His &
= DX 200 il 28 6 (14.0%) TH V., E72EIERITHER 6 61 (3.0%) . FEED
FW 4 (2.0%) . AT ey 7 B BREE, FZE 2 6 (1.0%) Tholo,
F7-. BRRBRAEORBIWER B HE Sz 200 #1926 i (13.0%) TH 0. F720
RAREME ORIVERZIREEHE N 6 1] (3.0%) . ALT #8005 ] (2.5%) . AST N, 7
U L& 4B (2.0%) . RIEREGEAD, ~~ F 7 Uy MEA 361 (1.6%) . H
MEREIEIN, ~F 7 v v 84, LDH B0, CK 8, JR i RImEREEMEA 2 61 (1.0%)
THo7= 9,

EANFEIH-ETREEHR

e ) A 100mg HRPZICIEZT S hr— AR+ Th o HRAR

REMEm ML EE R 2R & LIZBIH —HERABRICKE N T, v A2 a ) va/t
FrZzornF7 Y R 100mg/12.5mg /L% H Y 7 A 100mg %550 &, #5 8

RO kT 7 AAALIGRE A R ORI M E s, ARICENZBIEHREZ R L
(P<0.001) ,

B 5 8 ERFICI T 28 b 7 THAMLMEDR—R T A )b OEbEEE 1ITRT 18,

F1 oy bl oA 100mg CERARO 2@ IS 2 xR L LR BT
WA ST T ALMEDNR—Z T A SO LR (mmHg)

R—2F7 A OIME! | 5 8O E L&
g B T A St ] 155.0 (10.4) -5.4 (1.0)
100mg (N=170) ¥ JEAEH 97.7 (5.7) -3.6 (0.6)
NSRS EY A 01 155.4 (11.0) -14.5 (1.0)
[ =i/ =R =5 RSV N
100mg/12.5mg (N=166) §| 7L 97.1 (5.3) -8.7 (0.6)

T BN RESE (EWERZE) | 1 FEHE EEEZE) . § EEIHMIE A O FAS 7T 55451
aY A hY A KuseadF 7Y K100mg/12.5mg %5 S 7= BE CRIVER

DS SNIZOIX 166 B 16 B (9.6%) TH Y, TR IZM FIREEHEM 4 5]
(2.4%) ThH-o71=?,
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@

([ v amcmyaEe |

ENFENE_EEREEARRUVERRAEGHR

aY oYU AE FesZraed 7Y K 50mg/12.5mg % 8 MFARAZ IC &=
B — L3R5 T o 7o BARNARTENE & L E B 2 3t B W2 V2 3Em L 7=
FIHARERO “EHERE (8 HH) (W T, mfLrZ Y yA/le RKusouFT
¥ K 100mg/12.5mg ldu A x oA ) v A/le Kuszueued7 ¥ K 50mg/12.5mg &t
RC, #&5 8 KDY N7 7 ANLE I E CIXRREORES R E TR L, &5 8
WREDN-Y) b T 7 AL Tl EREOBEDNREZ TR LT, 5 8 HHZIT
L) b T T HALIME DR — R T A b DA FR 2 1TRT 19,

BY A2 oA UL FrnyzaaF T YR 50mg/12.5mg TRIRA 43 72 & i EE &
FHrMBE LR TOYY b7 7N MEDR—2F A 0% R (mmHg)

R—=2FA oMt | 5 8 MO E "
aY LY TN Ve i 151.7 (9.5) -6.2 (1.0)
= N =74 = R= b5 AV AN
50mg/12.5mg (N=144) § | #EHRH] 95.9 (5.4) -5.3 (0.7)
RY LT ) T A IS 40 152.4 (11.2) -8.5 (1.0)
tkrranFroR
100mg/12.5mg (N=134) §| #L3EH 95.1 (4.5) -5.0 (0.7)

TR/ TORTEE EMERGE) | T ViE ORYERZD) . § FAS AT x 541

Flo, v LB Y TA/e RuZaaF 7Y R 100mg/12.5mg DO RBE-N i, IUiE
AR ORI = 412 52 BV T H R L2 7,

“EHERY (8 HM) tBWT, v ArF BV T A/ KusuaF T YR
100mg/12.5mg 2% 5- S - BFE CRIVER NS Sz ol 134 ilH 7 41 (5.2%) T
bHot-, EEH (52 HE) I2BW T, e X AU A/l KeZeagF 7P R
100mg/12.5mg 235 S L7 BE CTRIER B HE S vz ol 265 69 32 # (12.1%)
THY ., ERBERITM A REEEN 7 6] (2.6%) . EREEMIE 4 #] (1.5%) . AST #
Jin. BNP #8043 5l (1.1%) Th o7,

2) ReHRAER
MM E R L

(5) 8%&F -

A RE I G ER

AR L

(6) amrfEM
1) ERAMERE (—REARERE, FEEARERE ERARELERE)
REBRTRT —FXN—RFE. REFFTREKRABRORNE
A LR

2) RBEHELTEETFEOHNBEREIEREL-AE - HROBE
L

(7) 0t
EER R L
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VI. ExhEE(CEAJ SHIEH

1.

2.

REZPHICEAEH S ILEYMRITILEYE

T OHT v v MR UER
BT E L FRETFL
NV LA
THNIPE
FNATINE AR IV
AN H
TN

F7 Y RRFRIE

Y ZaAAFT R

ALHENRIR
HE  BEEOH 2{LEMOREE « WRFIL, REOBRMNIELSRT L L
EIEMA

(1) {ER&RL - ERF

(2)

(3)

g F oA RasaanF 7Y ROBEGKRS THLI vy ) ol (ahis
V) 1. BRAREHZESICEIN S, ZO—ENENREH TH D INVR CBRIKICERESH
b, B E RO VRUEERIT, WINLABMFEERE THLT o UA T (A
) BMEATHZEE (AT ZHE) ([D TREWEFPEZ R L, AT OVEH 2 BRI HEHT
THZEICKVBEREREST D 10, nYh Ly 0k L=y T U T v % (RAS)
DIEM LS TV D E L = o MEILEE T VB W CEF 2B E R 2R L 1112 52 RAS
OGN D IR L = RS IILET T BT B BERIZT N Z E M5 TS 12,
—FHFORERSYTHDIE FurzeaF 7Y Nk, F7Y RROBEEFRECHDH, v kns
uu I 7Y  ROBREHFICE L iR, JRMEICBSITSF MY o AFRIENHITER I X 28R
MEERAMERRE 2 5T 109, £, B FerzaaF7 Y RIZOFRERICLY
RAS OiEE LA =919,

LE=MNo T, g yna/e RuzaaF 7Y Rk RAS {HMALIRAE CE I 2 & E %)
Barduatizr b RAS #iEH(bEE5 e ke ouaF 7Y REDEAHITHL7=D, il
%5y OOF R B G2 AR 5 g L X BEE R RIE SR E R T EE XD,

B & R4 HHERRIE

1) BEEHR
HARBIES ML T » MIBWT, FMELG THEEORELEDE (8 15mmHg K T) %2R
L7-HEDOu vz o L MR CIEBEIRRBO 6o HEDE kasanr
FT7 Y REHREGT 22 L0, FWR2RBRER (9 30mmHg (K F) 23380 b7,
DFAE SRR T 2B RITS B GO R E R LA B Th o 72 19,

{ERZRBSNT - RIS
M R L
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VII. EYEREICEAY HHE

1. IAREDHR
(1) BREFEMGIPRE
REE R L

(2) BRRSBRCHERE Sn-nPRE

1) BEkE
fEFER AN e L2 o) v A/ KaZaaF 7 Y K 50mg/12.5mg % Hilalkk 0 #5942
L B E RO VER VBRI, ENENBEG% 1.4 KON 8.7 BRI B e U R
(Cimax) 1ZEEL. W40 (Tie) 1.7 X ONB8 BTz, E FurzuuF TP R
OMAEFERE L, 5% 2.8 T Cmax (ZFE L, TilI 7.9 TH 7= () 10,

F BERNCBT A LX) A/ RusrrF T Y R 50mg/12.5mg %
HEIRE AR G OB T A —4

oY F B A B0mg/lt RKuszoasF 7Y K 12.5mg
oYL H BV R tkesaud 7o R
Cmax(ng/mL) 291.0+96.9 592.9+137.4 95.9+20.9
Tmax(hr) 1.4+0.8 3.7+1.2 2.8+0.9
AUCo-(ng * hr/mL) 504.8+180.2 3674.1+680.2 516.2+89.8
Tyez(hr) 1.7+0.6 5.8+1.1 7.9+1.2

n=11, PEHEERE (Cmax. AUC : BT FY) Timax © BT, Tie : FHFFEL)

2) REERSE
BRE N O SEOAREBEROEERFTICe Y L2 BV A/ KrZaaF 7 YR
50mg/12.5mg % 1 H 1[1] 14 HMKERO&EG LR, mfEfh a0 v ik
LU0t FazaaF7 ¥ ROWTIUCH ERBMEILRD biiehno7- 17,

3) EMEHIRF MR

@ OHY)Le FEEA&E LD TRIBF)
(PRI EHH L DA RISV T A R4 > G 24 42 A 29 BT AR H R 0229 5
10 %5 RBIE 1) (S L 326E)
A BEIC e v e REGEE LD TRHWF) & 7L I 32 MEdGSE LD OZFnEi 1
BE (m Bz Y A E0mg KOV Rr sz auF7 Y R 12.5mg) 4. M REERR
O LT REZE L, 5o 7-EYEhiE T 2 —4% (AUC, Cmax) (220
T 90%(5 XK A THEFHIFNT 21T o 7o/ 5. 10g(0.80)~1og(1.25) DFIFHNTH 1 |
WFI DAY FREENER SN (7 v 24— —1k) 19,

1. AaY)LE >
(ng/mL)
400 —e— T L L REGELD IR
—A— T IRV MEAHLD (a2 A Y AE L TE50mg)

300FT )

il S+ BUHEfR % (n=46)

#t

e

-]

3
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[ v EpmiceysEe

}

EMEFENT A —4F (FHEIZERZE. n=46)

HIENT A —H BEIINTG A —K

AUC Cmax Tmax T1/2

(ng * hr/mL) (ng/mL) (hr) (hr)
a9k RELASE LD TR 488.8+169.3 | 248.8+127.8 | 1.5+1.1 | 1.9+0.4
7L IRy MEAEE LD 488.4+149.9 | 247.9+132.8 | 1.6+1.1 | 1.9+0.3

MIEFEFEAW N AUC, Cmax FO/3T A —Z (3, PRE OBIR, (KK OTRELREL « B % O FRBR A
WX TRRDWHEMDR & D,

2. eRkOoyooFr7oR

(ng/mL)

150 —e— wHL L FEGEELD IR

—— JVIRVMEEHLD (e FaZoas 7Y ke LTI12.5mg)

120 |
i g+ A 22 (n=46)
5t 9
b=
£ eo}

30 f

04

0 6 12 18 24 30
5T (hr)

EMERE/NF A —F (FHTFERE. n=46)

HIENT A —H BEINTG A —K

AUC Cmax Tmax T1/2

(ng * hr/mL) (ng/mL) (hr) (hr)
oYt RECEEE LD TR 605.7+107.1 94.3+28.0 2.440.9 | 8.6+1.3
7L IR MEAEE LD 592.6+107.6 62.5+26.7 2.7+1.1 | 8.8+1.3

MIEFEFEW N AUC, Cmax FO/3T A —Z (3, PRE OBIR | (KK OERELREL « B % O FRBR A
WL TRRDWHEMDR & D,

@ O4)LE FEEA&EHD TRIBF)
AFENT, TEENER D80 ERRE ORISR A RT7 A ) 1ITHES%,
Y X B Y WA 50mg KOk RrZaaF 7Y R 12.5mg 4 &4 3 5 B 4 1% e
AL Uiz & & IRHEEENCRE ST EMFRICRE L A/ SNz (TIV. 9. jJHH)
DEBM)

(3) hEHE
MAER e L

(4) BE - ftREOEE

1) BEDOEE
O #ERACaYLEZ B Y T A/ FrZaaF 7P R 50mg/12.5mg ZRBE%K 515
L mEHERE IR ALY . IARVBEEOE KazaeaeF 7Y ROWT
AU e M PR BN (Tmax) 25BAE (0.7~1.7 BEfE]) L. m¥ 2 ol
TERE-EEE AR T (AUC) 132EN R o2 b DD, VRV EREKR O E Fnsz oo
F7 Y RO AUC BENEI 1T% RN 22%IK T L7, R BRI & 22 572 0T
Hoil- 16)0

@ f#EFERAICaYLZ Y T A/ FeZaaeF 7 Y K 100mg/12.5mg % £ 4 Hilalk
A#5 LI8E. ZEREGIcth_XTad vy, IAVRVBEREORE Runs oo s
TV ROWT IS Tmax DIEELE (2.0~2.8 FFfH]) L. v¥ixr R UEBREEDNE
FarzaadF 7Y RO AUC RFILFIL 22%. 23% K N 11%IE T L7223, WK ERTE
RO RVERETHS 19,
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[ v EpmiceysEe

2) FRRDOFE

fEfE AN IC e Z Y v A/e Ky aad T Y R 50mg/12.5mg & Hlafk D& 45 L7
#gouYgay . HAVRVEBEREEOE FusZeaed 7 Y RoMEFRRER, &BEARS%
EENRL, v AF e FursaoaF T YR EOERYEIREN AR EERITRD by
N7 20)0

WBHMZBWT, eV Z o b AF TV T )NV EX—L UL T ) UAFY
Y. ha by = kO 2a~vA v EOHAERIZOWTREF L2, Wb
K ERE L 7 IR E R A BRI b oz ), n L F b T Y
v (IREIEESREEAD) EofFHICE D, v Z U RO VR CERIRDOIERNEL 720 |
FnH0 AUC IR Lz 29, £7-, a¥ iz brrairy—u (CYP2C9 DOFHLEHA])
Oz E Y VR VERIED Cmax LN AUC 3 L7223, v oo AUC i3
L7 23)0

2. EMEERI/NS A4

(1)

(2)

(3)

(4)

(5)

(6)

(1)

(2)

(2)

B A&

MG RR L

R U 23K FEE TE 38
AR L
HEEETER

UG EE L

SYUFTI VR
AERe L
NMEE

SAENICE T D a L& o DA EFEE 34L Th o 7= 29,
ZDith

AR L

. B&EF REaL—>3Y) @i
RH A&

UG RE L
INTA—REHER
UG RE L

1
NAFTTFRASEY T«
BRI L

i)

11z ] e B B e
BRI L

M - B 9EREFIEBE
AR L
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[ v EpmiceysEe

8.

(3)

(4)

(5)

(6)

it~ DBITHE
LR L
BB~ DB THE
LR L

Z DARDIRA DB THE
LR L
MmEEEREAE

E MIBT et X o RO VR CEEAOIMEE A RIT, W 99% L ETH -7,
tRkaeszuerd 7Y ROt MIEEBAKERIT 22% TH -7z 29,

K B

(1) RBERAL R VAR BHRER
MY ER e L

(2) REICEET 58F CYPH) OnFiE F5E
ERMZBWT, B X 3L LTHNVRUBE~E S, ZoREHE, £ LT
CYP2C9 23 BH5- L 7=,
EMZBWTE FazoaF 7Y RiiEe A ERE SR o722,

(3) YIEEENRDERRVZDEE
MR L

(4) REMOEEDOERR VBN, FELE
MR L

D Mt

(1) HEHERAL R U#RER
MY ER e L

(2) HEitE
fEFER AN Ca YL Z ) T A/ Rz aaF 7Y R 50mg/12.5mg % Hlalkk #5144 48 I
BETIZ, vV Z oy AVKRUBEL e FeZoaoF 7Y RR, RPICEhZEn&E580
3.7%. 7.7%K O 66.6%HE: X 7= 16),

(3) HEthRE
MR L

S URR—4—IZBET B1EHR

AR L

. BREICKBBRER

EER e L

20



10.

11.

[ v EpmiceysEe

BEDERZEITHESE

(1) BREEEEESHE
ROEEREREE AL ) M EERE (iE2 V7 F =8 1.5~2.5mg/dL) (ca¥Lx o h v
Al FeZzauaF7 Y K 50mg/12.5mg # 1 H 18] 7 HEXERO#EG LI-RFOa L2
Fe QAR CERIR D Cmax 13, BHEREIEH BE 12~ 1.2 58 <. AUCo-24me 1 1.5~1.7 {518
MNolz, B RazuaF T Y RO Cuax MO AUCo2anr 15, TN EHNBHEREIEH BE D 1.4 1%
BEOR22(E. B VT T AL 2T% Th o1z 29,

(2) aEmE
oY F B A/t ResueaF 7Y K 50mg/12.5mg 2 1 B 1[0 7 HBEKER D& 5%
OuHP B RO IVR RO MBEFRRE L, EEEmE & EF R, e FesanF Ty
ROWGIR b FE RS & 2N 72 hoT2 20 GNEAT—4)

Z0ith

AR L
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VIII. &% (FRLOFIESF) ICHTSHIEE

[

Re

2. ==
. ZTIS 10N

REEZDEH

H
[
EIN Ty

REEZDEH

2. ¥

A
.2

NN

A
o ol w

B (ROBHICIEEBEELENI L)

AHND A% LI BEOE OBEERE O & 5 B3

FT Y RREHTFOHEPLEY W2IXranB ) Ry SED A7 407 2 RiFEK)
(X9 2 I BUE OB O B D B

TR SOFIENR LTS ATREMED & B &tk [9.5 B R ]

FER RS E D & 5 B [9.3.1 2]

IR OB LEN BE [9.2.1 ]

AMEBEEOBRE [9.2.2 M ]

WIERFOF RV T LB T ARSI LTS ERE K MY v afiE, K Y v
AMJESEOEME R 2B I BENRH D, ] [9.1.2, 11.1.7. 11.1.15 B[]

TV AF LU EHEGHORERBFES (2L, oBRERELZIT> CheBEDay ha
—ANELL RAROBRELZEL) [10.1 B3]

T AET U UFREE KT (BRI BT 2R EIRIC X DERBER) 2 &5 084 [10.1
%]

3. MEXIIMRICEET HEEEZFDER

rv

2. WEXIHRICEHET HEE] OHEZRTLH L,

4. RERUVHAZICEET 5 FE L ZTDER

rv.

4. RERUVEAZICEET ZFE] OHEASHRT L2 L,

5. EERERMIE LT DER

8. &
8.1

8.2

8.3

8.4

8.5

8.6

8.7

8.8

EREARNEE

AHFNFe &Y v 50mg HHVWNME100meg &b FeZaend 7Y R 12.5mg OBELE
ATHY oLy o) uste KasaoaF 7y REFORWERNEETIBENN D
0. EUNIAKIOER 2R 52 &, [7.28]

—BEOIMEIRT (2 v 7k, BikiEe, MRREELHES) 2EZTBERH 5D
T, ARFNEGAFTESN (BG5BMAR 2 M & ZE% - A 1ERRE) ICh/EoT=4
Vo7 mET 5L,

AKEIDOR Sy CThHhHE FurzuoaF 7Y RiZMEA Y v AMEAZEZZ T2 ENMmbNTWS, 1
Pz vA/e RuzaaF 7Y KE LT 50mg/12.5mg 2385 S v 7= [E NG AR R
WZBWT, MiED Y v AMETE TFEAEZ/R L, £7280 0 U AMEORBSEE &L Y 7 L
MIEL Y bED -T2, LeRoT, EH Y U AMEORBEN L VIBEEINDLOT, Migh Y
UAMEDE=XY 7 EEMICERL, Bl o170 2, [9.1.2, 11.1.7 B3]
ARNOSTHHE e raaF 7Y RIZERBRIIEZ B ST 580085 50T, A4
BRI EHMICERBRECT =2V 72 FE i L, BigE 5o 28, [9.1.8 &
i

AFIOSyTHDH e KurzooF 7Y RIRmeEE LS5 L < 3RBEELOBZEARH
HDT, BIEE ST 2k, [9.1.8 ]

AHDO S CThHe NursuaF 7Y NIEERMEEEZRBIUITELBEZNMNHH DT,
EWMICRE L EiiT 57 EBIEE 012175 2 &, [11.1.10 ]

EEEICEE S D EWN, SH0Z0bLbND ZENHDOT, EmAEE. BEIFEOER
SfERE A O B A BMET BRI RE S 2 L,

FIRT 24 NI E LA WZ ENREE LW, T o oF T v IR RETREG TS
FL, R ORI L= s T oA T U U ROIHEWERIC X B EE A AR R A
ZIBENLRD D,
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(VI 22t (R EDEES) BT 2EE

8.9 KAID Dy EELeT AT v M BERETAIB G I ENICIFREOEE 2 IFEE
DHOLONTZEOWENRDH D, HHEERELFZEHT 270, BlIEE2+01I24T0, REPED
LN EIIIER G 2RI T 57 WU MEAZITO Z &,

8.10 AANOEHIZX VFIRDENZRICH LD ERH LD T, EREIGAE. DK+
HEETHI L,

8. 11 KM DIREDNFFIC LB BE TR, KM OPERAZRET D720, FRIFICEGTHZ ENE
F LU,

6. HENERZAYT VBABICHT HIE
(1) BHE - BERFOHLEBE

9. BEDNDEREZEHITHEBFICEHTHFE

9.1 GHHE - BEBRZEOHIEE

9.1.1 MEIHEHREEDHIEBEEXIIABECERZEOHIEE
B S 250 E i S GE RS EHITEET 5 2 &, BiikEORD %
RIKABEDORTIZ L D 2GHICBHEREL B IE L BENNH D,

9.1.2 mMFEAVOVLEREDESE
BA Vo AMEIIED U v AMEAEZ T80 R"H 5, (2.7, 8.3, 9.1.3, 11.1.7%&
iy

9.1.3 BhUDLMEDESE
BRI LS 2520 E i S5 ZFRE ., EHIITRET D2 &, RAlOMSTH D1
Y2 B AT, GV U AMELEEIELIBENNS D, Tz, BHRERE,
ay b= L REBOFERFECIVMED Y v AMENEL RV TVWARE T, &Y
T AMENEITA2BENNHLDOT, MFEI VUV LAMEOET=F Y 7 % EMICER
L. B85 +512475 2 L, [9.1.2, 11.1.7 ]

9.1.4 NMEEEDHHEE
WEOEESMLEAEEEE L, HEEELITEIBENRD S,

9.1.5 (KEENHL L TWWEEE (KDEROF+RLEE, BEORTFELTLSES)
—EBMEOMFIRTE2EZTBENRH D, [11.1.5 0]

9.1.6 BiEEEPDESE
BT MY U AMIEZREZTBENNH D, FRC, BEELBERETOBE TIX, —@E
OMERTEEZTEBZARH S, [11.1.5. 11.1.15 B[]

9.1.7 EELEEHIRELAE XILKNBIAREILIED H S EE
SIS RRN S BN T-GE, A mMEERD ., MEEMEZ kL, mARZERIE 2553
THEBENED D,

9.1.8 AAXIEHEEKR. RFBICHREA. BRROHDIEE. RUSREBLEDHDEE
EPRBRIIE . S IMUBHE 2 3 U, ). BERIE OB LMo BT nH 5, (8.4, 8.5
]

9.1.9 THI. BMtDOHDHEE
BFERFAN D ObNDIBENND D,

9.1.10 @h o LfE. BIFKIREREATEEDHDESE
MmN v bk LR IEDIBEFNANH D,

9.1. 11 XEMBUIRBROESE
AHFN OB ERABRERIN DI BENNH D,

(2) BHaeEEEE

9.2 BHEIEERE
9.2.1 |MIROBEXXIIBINESE
B LanwzZ e, [2.5 5]
9.2.2 AHEBEETOESE
BeH Lz b, BEsBICELsE2B8EZNAH S, [2.6 3]
9.2.3 BHeEEEERE (MFILT7F=ME 2. Omg/dL #8)
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(VI 22t (R EDEES) BT 2EE

PR ERC 2 GV e S 258 2R, HEEET528, e hrrzonFry
FICE D BMBEMET L, m ¥ 20 v Az X0 BlEREENE T 282
H5,

9.2.4 BHAEETESE (MBI LT7F=fE 1.5~2 Omg/dl)
AAF G HITEHNZIME 7 VT F=MEk Mg RBREOET =42 1 > 7 &3 L, #l
LRatocATH 2 e, MiE7 VT F =B ER R OMIERERE LR OB H 5,

(3) FrigeelEEEE

9.3 FFHkeElEEEE

9.3.1 EELIHEETOHLIESE
BHELZR2NZ L, (2.4, 9.3.2 5]

9.3.2 F¥EEERIIZOBRENHSEE (L. EELHHEREZEDHIEEFEMHR)
SNENZIBWT, B - PEEOT LV a— UHEFEAREICe v X o U U A 50mg & B
R OEGT 5 &, ERAE LTy LZ o OEKREENBIEL, v Z &
O IVR RO A IRE N ZNZ 5 A O 2 FIC LR T2 G s T
W5, £72, e NazanF 7y NIFHEERELZFRTLI BENMNH S, [9.3.1 BE]

(4) £IEREZEHT 5%

9.4 4JEREHXHT 5 HE
9.4.1 1R BAIREM D H DM
HIRL TCWAD Z BN ENT T v O T v VBB ER LT T v
OS2 AEEEHRZER L, B - oERA~DRE (BFRE, HE il - BOBKAE, 3
%) RO LN BREHE I TV B 2728,
AFNOE G, RO EE L ZE L CAAE GO LB EEICHREF L, 16
W EOARRIENERIEE ERD LHWT SN D GARICORZETH L, T, HEBN
FRGAICIIROERFHICEET S22 L, (9.5 2]
(1) AAEGERERNCEIR L T RN 2R TH 2 &, ARG, HIRL TV
RN L EEMMICHRT 5 Z &, ERIZIRSHIA L72GE12, EbIckS
EHIETHZ L&,
(2) WOFEHIZHOWT, AFIFGHRARICBREICHAT 2 &, $2, BEPLHLEIC
JE TR 52 &,
ARRTICAR SR LA, IR
RNV L2 dEE b D EA
AR AEFE T 551, HYEIC

W AR
OB Eeey/N
KT 52

WBERIETVAINDHD Z L&,
Y EITHRT D &,

o

oo

/N

N

(5) 14w

9.5 114w
WS S TSR L TS FIREMED & 5 VRT3 G- L7 2 & e G HIZIEARDS I LTz 6
i3, BEbIREEIET D 2 & MIRTHIRORINCT AT > o AR BRI E A X
T VAT v o MRFRETA 2 G S B THEKBADAE, IRIE - AR,
FrAEROKME, TR, i, HEOHMAER OEAKBEIC LD LHEH S5
W o ¥f, SHEHEO TG, MOBREREN S bl LOREDRH D, vk, FTYR
REEF T AR TR ICE Y e e, f/MROBAMESEZRE Z T2 &R b D, £,
PR RN LS < MR R . Mgdi, 5 « IRIEERD 2SS 5o ZEhH 5,
(2.3, 9.4.1 /]

(6) 2w

9.6 I=RELIF
BHLBNWZEDREE L, 7y FOREME A2 7 U © A 1mglkg/day/
bt Rkesueud 7Y R 0.25mgkg/day~v /L4277 A 50mg/kg/day/t K7 mwJ
7Y R 12.5mg/kg/day = # 5 L7z BRI WNT, vtz U 7 A 50mglkg/day/ b K
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(VI 22t (R EDEES) BT 2EE

7 muF7 Y K 12.5mglkg/day B CREWRAKE O K O O B FRIZ LS A BTz,

F7z.

IR IR KT 2 17

oYLz VR UEREE O FaZaaF 7Y ROHLHBITHE LR I, K
MEFa vy Y v A 10mgkg/day/t Kesaa 7 Y K

2.5mg/kg/day Th-o7-, B FrZoaF 7Y N, & MEHLPF~OBITR®RE SN TS

(7) MR

9.7

INR

INREEZ RS & LT BRI S L Tuvvguny, FLUIR

TEME AT AR TR,

(8) EinE
8 EfE
981 —RICAFREENME T LTV B,
9.8.2 —RITBEDRETEIZHFELL RN E ENTWS, MEESENKZ 2B8E001H 5,
9.8.3 mlnECcoOOY L LAY U LABMBEEICR T A EpEREREBR T, oL X ROV

R BRARD MR R E DI A N TE oo GEmimd Ichik L Tz o Kk

OV BRI O MBI Z ) 2 5 R OFI 1.3 f51C
9.8.4 RHLARITMIEEDBA 22k L, Bk, Kl EFIC

EEZITILDD D,

LDEHLBH, HFEV,

E5).
ES R

9.8.5 FRTORBE TRIED & 2 miln# CTILAM R AR T E0E 22 M & DR & Mk kiE 2 ok
L. IMEEZESOMRERIELZFRET 2B ThRH 5,
9.8.6 X7 MY U AMAE, KH U U AMIEDRD HHIRLT VY,

. HE%RA

10. #EEHA

AKBIDO Sy CThHhDHrYIVE ) o AL, EYRFEEERET 7 v — 24 P450 2C9 (CYP2C9)

KO 3A4 (CYP3A4) |

SThHE FunrsnnaF 7Y Nk

Z M

X 0IEHEREY CTH D VR VERIRICRET SN, B, RAIDAR
FEAERBEND Z R RPICHtE N 5,

[16.4

(1) AR EETDER

10.1 BEREE (BFRALAWLI L)
A4 5 GIRAEIR « HE 15 FEFF « fEiRIA 1
TURFLY FEESEVEMZE T, BEREREE, (L= - T VAT UV R
FIULA =AU v AIE K OME I E o | BRE/EH 2388 78 S 1 5 Al REdE:
BEPRIGREZITHE R T84, |V A ZBEMBHE I TW [ B3H 5,

772 L, MOBEEIREEZIT > C
HRBIMED 2 ha— L)
FEILLARBOEFEZEL,)
[2.8 & #]

é(}

TAET U R KT
=Y AL

(BB T H2EBLIRIZ L
DR EBER)

[2.9 1]

KF MU U AMIERFEBLT 5
BEhDH D,

W BET Y T A MED
BT OBENDRDH D,
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(VI 22t (R EDEES) BT 2EE

(2) FFREE EZDEH

10.2 HtREE

(BFRISEET S &)

A4 % BEAIER - FEE Tk B - fEbRIA T
B YT LEFHERIR | fES D U MED ERT DB | AAORS THLu L)Y

7
Avw /)77 v
KT AT L%
71V T AAHKAA
HAbAH Y oA
FURARNTYLER
A
ANT 7 A NFY

mﬂi‘&)éo

LEDOHRICE Y B U T LEFEER
NS 282NN H 5, BHRERE
EOHLHBEIIIBICEET S
ko

V= R U A K

ADINN

FIPRREIEA - —iE MO MEK T 2R T B Z | FURBEER TIREL2Z T TV D EE
AR AN nnd s, WX L = AEMEA T L TV D B
KU Z o AFT N RAIMEGH LT,
U R

[11.1.5 =]

TUAFL v BGREREE . mA U v AMEL R | L=y c T UF TV REE

K EZEZTBZENRD D,
eGFR 78 60mL/min/1.73m?2 A
DEEREREEDH DEBE~DT
U AF Ly EDHFHIZ DN T,
BR B 2 G700 &l S
L, ERERT S Z &,

Tk TR
AT 3 [H =

BEEREREE . m U U AMEKR O
KiEZEZFBThrd 5,

MRS N D FIRENED B D,

2N — LR E
(L

BNAT NI A R
SRIFREE

TI)La—)L

BN ES RIS D 2 &
VAR SRR

B OFEF O FHENHIEH & AHK
DS ThbHEe RarzaaF 7o R
DOREEERIC L 5,

ARORSyCTHLHEe KesaaF T
CREBH~ATIAIEA ROKEE
HCTMETERD bbb Z & RH
HEIhTn5,

AROKRSyCTHLHEe KesaaF T
U REMEIRIEHEZAGT 2T V2
—L & OFERIC X 0 B EVER A R
SINDAHEEND D,

FET IV
JIVT KLy v
T RLFEU v

FET I VOEREZSE T2 2
EWBH D, FaioBEITHEHT
D6 AREN O —FHRIEE D ULE
BT LH L,

ARORSyTHLHEe KesaaF T
Y RITHET I TR D MERED
ISR T ESE2 Z ENmEsn
TWb,

YR T RO
DIHUEHWE -
YRZ TV AR
YRR KT

YRZ TV ROZEOELAEM
WEORBEIEMN Z MR 5 2 &
W%, FHRETOBE LTS
Yt ARHND— RS D ILE 2
DL,

AROKRSyTHLHEe KesaaF T
TRIZEAMEN Y U AMEOKTIZ
XU 2D OIEFIOFRRE « {750 1E
HAzEEETIEEZLNTND,

BEIEEH 289 21t
DIEA

BEERZHERT 28NN H
%o BEFEAID M BAHE ST

TEBEFr O B2 D EEMIC L0 B
W IENTIERT %,
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(VI 22t (R EDEES) BT 2EE

B -BE 5l
=ra s Uy

Bt

A

5T &,

UXH Y AH
SEL P22
UX ¥

XX U ADLEIZx T B EH
IR, AERELEZT L
Do, MiFEH Vv MMEIZH51E
BEThz b,

AEORSyTHDHE RKersuouF T
PRk miENY v AEOKTIC
FVEZEOUX XU AR Na-
KATPase (ZfEE L. DULHE /)58 &
REARDE Z D, ~ 7 X T AMET
b [FEERDIER 27,

i LY L

FT7 Y RRIEHKNC X HENET
a—vA RS Y U A ME A
B4 22 &N D,

AHORSyThHhDHE FersuouF T
T ROH Y U APEIERIZ L AR
U o AECREET Vv —
NPl ZENDHZLERHDH, TIL
B VALK TH HIEET Y T L o6F
A oREEZF ICHERIE S,

UF o
IRER Y T 7 I

UF U Lf@miHmishTnd,
U F o LAREICERT S
ko

ARy ThHDHRYVLZ T ) T
LAOF U T APEERICE D Y
FULDERMPEZDEEZHNT
11\60

Rk, LR, VT o ah
BAMBRT O LD D, MiFY
FULREIZERET D Z L,

AEORSyThHhDHE RKersuoaF T
U RIRICBIT LY F U LAOFRIL
PEEL, VFULADMPEEL -
H&w3,

Rl B AR L A
ACTH

KAV U LNMENFEH T D Z &
7\7)‘)‘%60

AHORSyThHhdHE FersuouF T
YRR ORI BB ARV E AL
ACTH & b4V v AHEMAER % Ff

OO

70 FoL U F oA

MmFEAY O LAEOIER TR B
N5,

TV FNY FUoRANIR S U T A
JEAZ B E LIEAT IV R AT v UiE
ZRERITZENDHDH, LIEdo
TARADESY THDE Frnrsaoad
TYRESYF LY FBE O G
WX VIR U W A ME A BT 5 Al
BN S 5,

PEPR IR A
SUA
A LAY
WA R
Sy UAEE K

Bl DR A D AR &2 25 L < 853
THI LD D,

B I3 IR0V, AFI DRy
ThdeRFonsounFr7 Y Rck?
B U T AT XY O B Hia o
AVAY VBRI 5 EE X6
nTnsb,

AVAFT IV

F7 R RIFEAN O A S 5
LZLENHD,

IV RAFTIUOREERICL YA
FOsy Thde FurzoaFry
ROWINNHEEIND Z ENnd D,
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