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12. FE AR RARBRICET 5 EU | BRBRGEARBEHFITEDL L TEEOFEICI VLT ENIRRB, BEORREKICEEDERE
Directive 2001/20/EC | ZE| V1T 5 T EBEREBHEF THOLPLOEDOLNTEHT, BHOERERSEMIN, 4
THRICYZBEEHEAANDRE L ITEBERICERINDL T SN D, HRECKH L, 2 XiE
=Z VIO OBEMBRFREPEAEND Z &34, FENFEEZAVTIET — & 28
RIT S35,
13. Ao o O BRI CIOMS VII WREBRFEPFIA SN TS, REREREENTER L TORVEERHER, L T\ 55,
FRTDME T LT DM Tib bR, ,
14. BENY 27 EUEZE R MRERDEREL L OEERZRET DM OLDORWIFET 0, TOBEEESER I T
Volume 9AHLH( RVEFE L RVES,

BIERZ2 Y 27 0f
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B

TERMFH

o BIRFABRTRD LN TORWHERIN TWRWERR TOREME FOBKRE

o BRRBOULEEFECS N CRD DN EEERD S b, HRTREAT A —F B LT,
EBHTRRE (7R, FEMBTERER) LOEOKE &5 bEENENEDNS b
D, FOENEBERERET 51F L TR b0

. BIHFEREEHELECTHDSREL ST

A— O ORI EET B = & 3 5T 5 BR UL HHEER ORI b R TREER

RFEENEES

15.

BRI

ICH E2E

BRAIELIX, A—0REE2ETIEEO—RBOU R NTHS, ZORMEICIE, BE (REEE
HE) OBRAELHBEORE (EREABEHE) OBARH5, 2 00OREHEIZ, BLHRT
HDBET—FOEEVPERDITEERVY, BEMINZEMEEZHNC—EOFEHRE, AIE
EFROFRTUET 5 L TE B,

RS B GEAMER) ORGHIEIX., BOXRTh IANTRE L-EH R OV UIFEERIC
DOWT—EHBBRENET 5, BEMINEMEEZHWCHEEROT — 42 INET D=
2, BFFaR—FRRBRICAND, BICENBREIFOL T TAEKICERATH B,

16.

DA%

CIOMS V1

EREDORRBERPTATH DB, SROERERLY —1 T AOMEBLETHD LRH LN
DEZRDOEE,

17.

IBBRIKHEE

ICHE6 (R1)

HERRERBR OBHLE, B, BSREMICHEEASIBEA. &6, MR, A

18.

A EERBROIER

ICH E6

BT, H2VEE L EIC, BREREEE T LE, TOFEOEZORIEDT T, RREIHK

34




o

TERMFD

R

BREICRE, AFXEEREND, TORABRAOKERAIND Bl ZSHEOBBEIE SN
B2V, ) o EEIEEHBROBREKEREEOEBICIT. HMRIKEE LIRRENEROM 5 OBEERE
D,
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TR B - BB R & R Lol

& 1 : MkScP ORRRHER L& T LI2ERRREBR ORI

e o D TRBREEA AR OB ZE

SERAFIRE FVFPs

HARBRID R [E | #B4 RBFVA | A AR BRTEWRER | HRAERER
¥
 FVFP = B0 8 O FIEREE A
T (R A CHRIARRBITASA TN BERER OEIERILH Y (BRI 5 <
A DSUR HEHAR FITH T Lz [HABREAL] AEBROBE
BREBRID | 2BE | RBE RBT T A FAE - A& BT B R/ 5 BRI BB
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7IER
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K5 FEMNGHRTOEBREWER T A U X b L LA

FEGSEHEFOEERBERT A U X

B ID EF D/ | | EERED | BF B R e 1BRE BER EF P
EudraCT | #BE% | # e FEHLE TORR B B 55
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K6 ERRAETFLRORERDOH

BEERAEFS (SAE) 0BV~ —FT—7

B ARSI 2009 4= 12 A 31 H ¥ ToOBRE

Eﬁ% 4 | FEBREEA] B IR ES Sl 7R
’ EL1

BRARARA ) 18 4 7 2

To=r T TV AT 2T —EH 9 2 4 1

Jn
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AR C : BEEAR Y X7 0BERH

AREAERCIE, RAEORTIZoONT, 2012 225 2014 FF T SERICIER X
iz, BERY A7 OBERKEZERT 5, BEEARY 27 OERL, R GE
B C1) iR (RAER C2) Tit#ld 5,

AR C1 : BGRTX
DSUR 2012
19 BEERJR7 DB

FHRU R IEH SN A2 T A2 ) A7 250 Ui,

FHZ 1L, 727V av FEHEULUEMEESE T RITI )7V av RTho,
2 LI EIIRG M Y5 I O e bIE I LB MR R O B, A — R
 OMOEFEEER DL L RM BN TR, £, ARKBOTE TS v N
20mg/kg/H & Y F 60mg/kg/ H DB TENENEFEBEO T VARH -7, |

BRI B & LT THRABRC, &m A& (1 H 118 100mg % 7 AREA
B5) ©Z#RA LR 30 AOBBRETR 2 A (6.7%) 1o, HIAR & B Lz —@Eo
B VTFE VIR RN, WRE 0127 T, Z LT F=URR—R T4 D
0%@@L#E7HH’1&@MLC%ML W 0139 13— 2 F 4 > 1.0mg/dL 7>
57 HHIZ 1.9mg/dL (238N L 7=, l/ﬁ"h@?/)’i%ﬁ%%%f"@%lﬂ M-l (dipstick
T 2+, 24 FRERICEDREARNEET) o FERE ORKREIRICREL 20>
Tz (MR, AR L) o 21 BEECIZ, WERE & gy L7 F=
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—ATAVZRY EARITEE LU GEHRE 8.2 HAD 18.1 HAH) , 100mg % 1
EI@W%LK@@@%QW%%ZSA\ﬁﬁi%%%bﬁ[@k@ﬁ%ﬁ(ngu
T, EEBIRRED 72 AERET) ik, BARXIIERZRZ L7 F=UBIMIR bh i
Mol

REMAED Z (18 1E 100mg) &MRA LI @REEBRE D2 L7 F= 8k, =
DREDIANBF R DH D Z ENHMBINTND Z &k, KRl & oEE S 5 et
NEZ BTz, Lo T, HIHRBRTIE Z OREHAEL 50mg 0T 2 Lo
ELl, &biZ, W%ﬁb%:&vyﬁ%%mb BE, X"—25 1, 1, 2, 4, 8,
16, 24 HEWZME S V7 F =, eGFR, 7N TIVI7 VT F=wth, M RERR,

RREERML TS, T4 v T AT 4 v 7 IECEEARDPSHER S N iz T
ﬁz4ﬁ%%ﬁﬂi6ﬁ%ﬁ%ﬁ%ﬂﬁ@ﬁ%ﬁio7v7%:V®%Mﬁ05mym‘
LFAER 30%, HD50IE eGFR OWAN 25% (3 BREIT 2 1) OWERE TIIIBBRIED
BEE2RIET 5, T CTIRREMFEE, REHRVSCE, BB ENKET
Shiz,

2. s

'Sy MR KR-102 ©, REBARE (60mg/kg/H) o 8 JLHt 2 TS/ NEH LM AT
BEEDITEMEZFBLE, ShEVENVIRE 52727 y MOFSEEO= 50 22
72<, 60mg/kg/H O AEA G Ly ¥ RICFBEO T ©5 0 R IR bk ho o,

102 BRI\ T, FKAI Z 50mg % 1 B 1 B IR L 7= eEBhIRE B & A9 5 ikt
141 (102-037) 28, 14 HEWK 7 9= 731/ 702727 —8 (ALT) &7 X%
NIXET I N AT 2T —8 (AST) OHREOHM (T ZIIE% LIRE
D 2.7f5L 2.3f%) ERBILID, TADVHRAT 7 2 =L VAL ORIITE G
niphpolz GERME 8.2 HR N 181 HBM) , ZoREIL 16 ARWCHIEEh, FT v

77 —8id 28 HRETREFEILR 72, REREITT Va2 —NBRESE L,
MEREET X CRIECTH o T, RUBRH TS BRSNS F T 2FEL - T
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A X &Y 2L T, EB008HG NI AT I —BoBNES &R L
BN IR o Te, AHEFRFEAMMB D LW EA OB LIMES TR, Zhb R
FT VAT I FT—BHMORIA & 722 o T TR IEIER IR o o, R TREREL
T, BERE 102-037 OHA Z OMAFPRE (Cmax) 25 50mg $H5HOFHEDK 8 %
THLZENHBHL, Z OREBHECH o722 EPRE Iz, Z ORI E 25
#HHChHD, HIET ST AT L A2 RESNEZOMD 148 AOWRF BN TIE
RS RAT I F—FOLERIEIR BRI T,

9yb@ﬂﬁ&w%%1%0%@%5&%7i+~€£%%%&\%Hmﬁ@@m
FOVBBERE=2 V7Mbb, 4 B L 16 BEEOMOZ BN L, BRAEWKRE T
N—=RATA v, 1, 2, 4, 8, 16, 24 MHIZ ALT, AST, v U vy, TAL VKRR
77 A —BOBRENEMINTND, ISP THRBEMEHEE, FEHSCE,
TR E E N WG S,

DSUR 2018
19 BERY X7 OBER
FHRY R OIEHEINZ Y ZA2I0IT AZ Y X7 R LT,

1. B ,

FAZ1X, 77V av PEEPLIEEERZ AT LEAIO L2572 ) 7Y =
VRTHY, BEERHDLZEBHALTNS, HIMHT2 54 T1LH1LE 100mg
ZRE RN Uiz 30 ADfEFREdRE T 2 A (6.7%) 23, BEDCERAR (F4 v P AT 4
v VWL B) LB L @O MIE S LT F o A RE L, OB
(BT 100mg OFENHIE STz, RBIRE S & ZEEPIE 2 H 3 5 B isshd
HIA Z OB TR (201 3B 24T L, 50mg #D 60 AH 5 A (8.3%) .
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25mg BED 62 A5 A (8.1%) | 10mg #D 59 AHF 3 A (5.1%) 12, N—RTFA v
D 125 f§~15 (507 L7 F= U BN S . ZHUCK L7 5 2 REECIE 61 A
6 A (10%) 2B b, ZnbOEBREERIC L,  (ABREMEEE IR - )
ERIEDOP G- ke L, MiF27 L7 F= 0% 2l B NIE_R—Z 5 4 VEICR -7,
50mg #ED 60 A1 A (1.7%) . 25mg B 62 A 0 A, 10mg #D 59 A1 A
(1.7%) 12, X—=R2FA 0D 15 FEM2 57 VT F=UBMBBESh, Zhicx
b7§tﬁﬁﬁ61k*2k(%ﬁ)ﬁ%oto:ﬂ%@%%ﬁéﬁmﬁb\(%%%
MFHEEIZE - TC) IBBREOREEFIEL, M2 V7 F =03 2 BB — X
TA IRz, 82 HEW 181 HTHLIBALLEL I IZ, 2V T7F=rDIEH
i~ TEE] (TRbLZ V7 F = LEOHEBOME) 12, IBRBOR L 4 ik
for L2 RE ik L7ai CRILTH Y, TN EORFOFE TRV &2
RRENT, WHTAEIE, Z 285 L7 LT F= U BUINE R L iE o 4 Al 3
ABFIRAZ PR LC0e, ke o 202 & 204 T, "—AF A, 1, 2, 4,
12, 24, 48 HBIZMIE 27 V7 F =2, eGFR, MWPIRFBEHR, RRENF 2HidE=
F—END, T4 YT AT 4y 7 IFCEARERB UIHREIC 24 FEERIC & B IR
B AR R E R A AT D

2. JrEEEr

A Z X, Ty MBI ARBEHARE (60mgkg/H) T/EPLEER R XED L
Tz (EELZORECYVXZFREDO= LT VA hholz) , HIHET 2S5 A
T, 149 AT A (0.7%) 23, 14 HBICHEKRAHOIER ERMEOK 2.5 0 ALT &
AST HiM&EFBR L, BEEZH I THALE, BT LEZSIHE 201 5RR<T, Z 285
LTz 2 NOWERE (2/181, 1.1%) O FTF A7 I F—ERMML7z (8.2 HEMR) 23,
WINLREC—@ETHY, T, ITRAREEO 1A (161, 1.6%) BT, &
DEEOBMAR b, ZOFRICKSE, BEOT=4 Y v /3 EIHE & Bb
Ao, TRBREME R, RRIEMEE, RBRRNCEOLE IIITb R, FFU R
TIFT—BHRHMLE T A (102-037) 128V T Cmax BF LWEEERLEN, “h
IXEDBRKRE I X LSz,

44



3. e x

A Z 13, BEO—RLER (NO) KEFEHOMBAILER LB LN TEBY, Zhn
PRERH O—HEZH > T D REMER H D, ZOH P, 201 RS 2t 2Kph
(2/81, 1.1%) A3 S, TRRBEEMIIIEA 2 ERRBERSS 5 LI L7 (e
BRE 201-119, 201-212) , BRFIIENEH 10mg & 25mg D Z ZRA L T vz,
FHEHRMOBRN S o7 (1 AIHLZEOBAKARETHY, 1 AIEMICDE
DRMOBEREDR Do 12) B, AHOEFHBEFD O KN RBERSH 2 AR’ S 2 b,
Bl &l & FEANC P DRIMEMN & LTRIPIZER LT, IO OFEFHLOME,
T=g ) RO E T SR o T,

DSUR 2014
19 BEER ) X7 DEX
%ﬁ)x71iﬁﬁéht)xy T AR Y RT B LT,

1. B

BH 2k, TS 2y R LB L EE T D EAD 1 55T ) Y =
VRTHY, BHEESDHDZENHHAL TS, F 1 HRBRIZIBVT 100mg DfFET
T, EERE D7 V7 F o CERRBEM U, ENLIEOBIENL P IE X
Nz, HONMT' w7 T AT, 50mg BE5H#, 26mg #, 10mg HOWHRHA DT EN
7.8%., 6.8%, 58%IZ, N—RTF A D 1.25~1.5 DI LT F = HMMAEE S,
ZHUCK LT B RREIL 6.3% CH o, 50mg #E, 25mg #E, 10mg HOWERE OF N
EH 15%, 0.5%, 19%IZ, R—RATA D 15 FEMA s s VT 5= BINB B S
. 2SR LT T BRI 2T% CTh o7z, 82 BHEWN 181 THTRH L L H 2, 7
LT = R, Bk & RIRA ORI B 5 & Bbis, &b \7V7¢:‘
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VIR — R TG A G 50%LL BB U7 T A DOEERF L, RN— AT 4 ENRREI
Ero - (<0.6mg/dL) , ZOBKEMERIITHTHS,

L%$@%MW%%(%D‘(~N~X74/ 1, 4, 12, 48 BHICEZ v 7 F
=y, eGFR, MHRFEL, RBENT=Z—SNTW5E, T4 v T RF 4 v 7IET
3+LUL L DEBER &I Ui ic 24 % IRIC L 2 REAPEEER EHELZITH

2. JFmEfk*

%%UZﬁ\ﬁyF®%%%%&ﬁﬁ¢%$®%%%%ﬂ%ﬁ:Lko%Iﬁkﬂm'
OFRBRT, ALT, AST, VA HUKRATZ7 74—, VN E UV ZHERICE=F—1,
R % R B B D R E — 2 —FT B b DIXR LR 5T,

Ak ORI (301) C, N—AF A, 1, 4, 12, 48 HEBIZ, EROIFHE
EOREBENIThN TIN5,

3. KA

KA Z 13, MEO—ERIER (NO) EKFEEOMELELLEZX O TEY, 2
PUREERO— 2 o CO D AR D D, TNETORRE TR ST AT, Z 2 H
5 Uiz 21 ok (21/632, 3.3%) AMESNTEY, ZHIHLTTTE
RREL 3 (14%) T B, 13 & A S PRSI, MRS EEE O & i
Bdote, BM 1 7T 5T, WBREICMAAIIEE @EBE, P Fevy DUk
BV BEEGHIR ) RO LARVE DR L, RIS E I o0 TR 2
THREEREZ G5, HREGFEE, FRERPAE, HREMEELZRTLCZ0
IEYE TN

4. [EERER*
%TLL%HW%%kﬂ%*w%mm%%®W%ﬁﬁ5 N 25 SIEBIREG X h
o (ENE 8.11HE 82 HESM) . TNEFNDEFNFFIRE DK &2 0B 5% D
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m®ﬁmﬁ%otﬁ\%f%%%&@Eﬂiofﬁﬁ%@iH?Vx%ﬁ@ﬂ%bf
W<, HBIMFRER (301) 2 INn-#ET2B 1 HA L 4HBIZ) X—B LT3
F—EOHREE ST D,
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IR C2:
19 EBR VR DBEN

2T, A Z OBKBIRFMEG RIS b, BEREEINZY R R
BERR ) A7 BT, BIE, TRNTHREBENRY X7 ERRENTEY., 7 OB
B LEETARTEINTZYAZELTEZLNLTVA DI,

A G e BEARBER Y 22 L LCRO O b0
R
frF s
K
Wl

A TRRoR XIZit#T 2,

48



#FX HERU AT OHEEK
FHRY A7 XIFHENTE Y A7 T AZ Y R 7 2453 LT,
U Rz MR T — 4 | BEERT — & i AT
A Ty N UYKIZENE | EH Z X, 73/ 7Y a | SRR (301) T,

v 20mg/kg/ H ¢&
60mg/kg/ HORETH
BHESEO ST,

¥R EREERIEEL L 2R
HHEDAZT I 770 ay
NThHY, HHrdH D
BN TS,

551 AHRER - R
VT F=UEImE AR
B o, FNLHO
BAFE 2SS 100mg D HEN
fik s,

&5 AH R
D 1.26~15 F0 7 V7T
= BN 50mg $ 5.8

N AT A Y

25mg . 10mg BEOWER |

HOENNEhH 7.8% .
6.8% . 58%IZF D b
7. 75 ERET 6.3%,

R—=R 540D 1.5 {5
BT VT F = N
50mg #¢ . 25mg #E |
10mg #HOWHREDOENE

myE 7 vy =,
eGFR, MHIRFEEER,
Nfﬁﬁ%«\“~x§4 VN
1, 4, 12, 48 #EzE |
=815,

?4/7x%4/7E@
2+1l & [ IR %%ﬁ
L iRic 24 H#F'EEJ!%‘
PRAZ & 2 bR 26 1 B )
EREEIT,
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A7

, HEHRR T — &

MR T — &

v 1.5%, 0.5%, 1.9%IiZ,

BRI, 2z LS

EARBL2. 7% ThoT,

7 VT F = oWmiE, Bk
L RRFI OB - BT 5
b, Sbic, 7L
TF oL BA—R T A
5 B50% LL_EBIAN L =il A
MOWEREIL, ~—2A T4
VERELL Lo
(<0.6mg/dL) , Z DK
WERERYTh B,

8.2 H M TN 18.1 B,

e

7 v Nl KR-102 : &
= A & (60mg/kg/
H) @ 8ITH 2 L3/ NEE
HLMAEESE & R LT,
IHEVEROHETIRT
v MifstEo = vy

A8 o,

=60mg/kg/H DFHET
U FICFEEITR O
ot

ALT, AST, 70 V) &
x775~ﬁ\HUwHV
ZHRBICE =X — LT,
PR & R g 2 A D
PR =BT DT RIT
R ohizdoie,

Mk e o 5 I FE BB
(301) DNV —F 72

R NS RS

vy 1,4, 12, 48 J A
2 ALT, AST., 7%
URAZ 72 —¥, EY

N B Z—T 5,

KA

HRFADRBR . A X
VAVIZGNEE | VAR e
{hZE# (NO) EFEHED

INETORRET R 7T A
T, 7 BHG Ul
21 oK (21/632,

BT 2 7T 5T,
B i B SRR &
L2WE SR L, i
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FEREIR 7 — &

B 7 — &

B

A SRRIETH %,

33%) BHEINTEH
0. ZHIEHLTT SR
B3 MF (L4%) T b
Bo K& A ENEIIED,
ST <2 L B SR D B
EEEND T,

PR EUMT OV T —HEIY
RPMINEE RS 25,
TRER I MR, (R
WISCE, AR E A
BEILCEIDI AT B
X w7z,

Wik

R

BT Ui TR & e
1 0> B TLA AU D 5
B IS 3 FEBI DS &
Nic. 7 & OREERIETR
W, A2 DR B
ROJR &2 01552 01
DEHNH - T,

BIARE (301) 1%
B NI HIRH T2 A 1
HH & ABBEILY A—F
LTS5 ORA R
5, ‘
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