EIR/N

B REUEZRSABIFAMERSE

BRZ EMERFRE
E2F

20124F12H 28H



1.1

1.2

1.3

1.4

1.5

2.1

2.2

2.3

24

2.5

2.6

2.7

3.1

3.2

3.3

3.4

3.5

3.6

3.7

3.8

15 SRS USSR 4
B ettt h et b bttt 5
DSUR 2356 & T DB oo 5
DSUR & ML EMEFT MY (PSUR) OBEER o, 7
DSUR D EZFHT ettt 7
TREIF 7
LA 1 OD DSUR oo 7
VERBEE KON DSUR T4 1 77 A 2 Bt 8
DSUR Z 42 TS E BT oo 8
DSUR ERCL DR D BT oot 9
BEETER T 3BT D DSUR Lot 9
BEREPESHRIE TR oottt 10
DSUR DERZUE H T ot 11
DSUR ORZFIZE T DI A F U R ittt 13
T S eveveneeeseteseses e et et et et et ettt ettt a et b bRttt b et s et b ettt b et n st b et s 14
TR FENZ 1T D HRTEAFEIRIIL oo 14
Ve E OB TRRAST IR i S AU HEEIC OV T e 14
BMEBIRIE RO ZET oot 16
A G ] HP AR SIS T U 7o B RERBR DR DL o 16
HETE BFEFE L oo 17
FTALVIV ARG Y =T =T ILDT —H oo 19
AR SR P ERREBR C RO AL Te B R AL (o 22

2



3.9 FEIAGRERDN D D ZE AT FL oo e 23

3.10 LD EFIRFERDY H DZEAVERE R oveeeeeiee e 23
3.11 iR O ARRERIZ D <RI o 24
B.12  FEE R T = e 24
318 STHR oottt 24
3.14 MO DSUR ..oviiieiceeeeeceeeeeee ettt 24
3.15  FAZIMED A (oot 25
3.16 FFEDHIR THIL L 72 DIEH cooviieieeeeeeeeeee e 25
317 T—#1 v KA L MEICAFT LT B e 26
3.18 AR ETAM oo 27
319 FEE/RU AT DB oo 28
B.20 R 4 vevererrererreteeet et e e et et ettt et et bttt a et e a et e st te b e st te b entete b enteteese s eneesenee 29
DSUR ISTT B .ottt sttt eas 29
4. EBIARTAUVDOBTBEL oo 30
ISIFEERE A - FHFEEE oot 30
ATEREB - BRRSERT —Z DR E T L OB 30
IAHEREC - HEIR Y AT DFRIBI oo 30



1. %

KA BT A o TRES DR ettios®hs (DSUR) 1%, AKX EU EZEMLH
filFFERS (ICH) ZMERSMMEZ VT, BEREP OEHRE G (HilkgEE
i CHERARGBR 2 20 L TW A 562 ate, ) (BT 2 @R 2 as o i o JEvE L
B EEBERML TS, KEED EU OMEIY)EIE, DSUR 2E4ERHT 5 2 &
T, T ThoE - o ZfE2Wzd b, KEIZET S
Investigational New Drug (IND) 4E¥k#% (IND Annual Report) X EU Z&1T
5 EMAEREE (Annual Safety Report) Dfip 0 L7255 LEZ 51,

KA RZ7A 2 Tlidk, DSUR OHERES N HNE LR ZED, £ OIEMRKLUHIC
BWTEBETRERA > 2T 5,

KA RFTA TSN T L HGEOERIT THEEE (RMER A) | ICREH

SNTEY, KXPPD TR SNTEHEICT AZ VX7 (%) Mo Tng,

[l

1.1 5=

TEBREE 2 DEFIRBHFE BERSIZ BT BRBRE ITxE 32 U A 7 2 i I Rl § 2 12
(X, EM R L EMEE RO ST N RAIR TH 534, Fio, BUHIY & MK O o BIfR

(B : fEEEE 2 (ethics committees) ) (&2 DM R-CIBBRIR DL 2T 0 7
7 A NDEA, LEVEORIEI 0 U TR S D5 E UL FEM S 1L 7o RS & & B
CHAET D2 L L EETH D, BE, ICH O—#DE<CHR O F & OB HICIE,
INOOERERUET 27212, BHIYHICERE L RN T D L RDHNT
W5, L2L, ZhooREFEONE., A BREHBHIIZZELVEVWDRHD Z L
Mo, —BMEED, R ER L0, LEICHEH IO EERE EOEEMEN S
SN TWD, —EROE - Ml R 2 TIE, ST Of % DRSO AR
BE EOEE | FRIRBAFE 2R ORI K OFHE 2 E SRS FHICHEHT 522 L bRk T

VK1 DSUR SEMICHE LT, PR o B {1 A S (1 S 5 | B 5 2 B O L & it 5
TETH D,

PEAAKTA LTS AR ik, BRARTHM SR TV 5, UZMRERIC b 5 BT 4
DIERN OB ZEET D,

S LI A SO Z L The Development Safety Update Report (DSUR) : Harmonizing the
Format and Content for Periodic Safety Reporting During Clinical Trials: Report of CIOMS
Working Group VII, Geneva 2007.

4ICH Topic E6 (R1) . Guideline for Good Clinical Practice (%3850 g bEFER D Ik D HLE) |
http://www.ich.org/LOB/media/MEDIA482.pdf

4



W5, DSUR ZE<AMET LIl BEMICHT HHE®RICIA. 26 DIFER
LBVIAENDRETH D, TR Z MRS ONE, AL IR 2 fmib
T2 Z &k, ICH 3OS /AFE— T, miEr 2 ufEl s EL2 AT 5
ZEERFET DB &2 D,

1.2 H®

DSUR @ %72 BEYIE, MBI DIRGEAGROF I 1D 53, LIFo (1)

1o (4) TS E | TRBEKICE U CHRAT G IR S T BT D AR

WO, AIENDPOH IR ENTFER L Ea— L HliZ IR T 52 ThH D

(1) JRBRIKEEDSRES G PICAT L ERSEREO N ETlcmbn T
W Z BV R E B BT D0 ERET 5.

(2) BEEEABROWERERE I EL RIFTEETNOH D8 LWEEMEDMEZ
SN RSN

(3) HFESNTZY AT *FOEIER Y A 7 *|ZB$ 5 Y%l S O BRE & bt &2 2559
T5,

(4) BRI SRS/ B PR BAFE FHE MR & B PR AR BiS RlC B T 2 e e 42375,

DSUR &, WBBRKEE N O M7 1 7 7 A VO 2L Z i@ UNZ B J OFF
fliLTW5Z & 2MH SRR TS 2HREMRICIR RS 5, FAATRBIRH I
BN > e ZEMEORBEIZT X T DSUR 1 TELINL & THSH0, DSUR
INERIQHT T2 I 2 EVEE O S — Wz 2 2 FBe, Bric i et oRE 2 i
THFB L L THEPON TR G220,

1.3 DSUR 23%15: & 9 2% #hilH

DSURMFIZER AN TLHOME, KRB OFEIZEHDL T, HENRTH DI
Fl & O RFN O NERRRER ORI A KT A Tl TERRER] L\»o, ) ITH
RKTDT7T =LA TH D, EEMOBIKBEIBITRTARB LG -Z b 2 LN %
Wz D5, TR % O B IRERER O BEE I & DSURIC AN S ~& Th 5D, DSURIZEE
LTIRBRELHE S b L L, BRRBROBRE OZEMICEEREREFHSLAIC
FRO ARSI 2 1F a1 5,

RAA RTA OB LE RA/ BTSNz L0 REUIRRBRER OB T2, [BIAR

ik 7e KGR Jk%o%ﬁi%m%E%%?
5



DSUR (ZIRER{KIHE 725 4 5% AT LI Akl U3 T LI L FISR 32T o

AZS

HER K ONZF DM ORERD D DL EMETER A B#ET S

TRBRER &4 o T oM S 4 2 BRRRER (BRI SCEEABR  TeRmPRR R L O

FRRERIRER [ 1 ~ IFRRAER]) 6

TR 2 50O BEZKGR I I PN C 380 S 41 2 B ARERIER (TR AR (BB IVARER

BR)

BRI OIBREIER (B IGBRIEIL KA 7 v 7 F A (expanded access

program) . 2Ny v aRr—hax—AT 0T T AL KEOEREFE~DFEH
(particular patient use) . H—f£% IND (single patient INDs) . {RER3K

HEFIFHIE (treatment INDs) )

2= FE 5 D BE TR IS8T D22 S D2 M A a3~ 2 72 O 12 F i < 4 2 BRIREAER

DSURIZIFEA T D X 9 72, 1GBREDOLZ VT 2MOBEELRFTR L AN L ~&
ThHD,

B3R U3 R

FEREAR SR GEMERBR A O in vitro i ER)
IGEREKICBI# 9 A fthoo DSUR (%47 2854)
S TR U A F R I

T SCHRIZ HE 36 S 7o 3R

PelRA DLt RSB METRBTNR S 2 AZEO K (B« WIGLEH
HEXTEMEENTREOLE . £ OERREAOE() ZRied % KR
il e

M DTEHRIE S O, [Fl—FHh O MIZ OV T DR

M2 TR,
P THAT SN TV BHA, M A0 L7 R 5

b EEERERER D45 OV ik, ICH E8 General Considerations for Clinical Trials (EiR#RER D —
erEEt) Current Step 5 17 July 1997. http://www.ich.org/LOB/media/MEDIA484.pdf % &M = &,

6



1.4 DSUR L E#RLeMES®mE (PSUR) DR

BIfE, ICH O—# O E K Otz T, BIAGRIE O Z Mo & A I3 %
WMEZE - OB EM 2 R S Lo, EM T etER S (PSUR) %
HTLZEBBOLNTND

DSUR (3188 3EICE R A 2 T525, DSUR & PSUR TIINAENE 2 5 Al REMED &
D EEEEN TSNS, PIE, (PSUR THE Sh7o) ik of it
B O O EIE, BRABRRICLBE T AR AH Y . £DEE DSUR THIES
Mo, TlRERZ A - T Ieh S AU ERIRFABR D & DL M H L DSUR 123 £ 5 208,
MikZOZeMEEEE L, PSUR IZBWTbhb@Esh st H 5, DSUR &
PSUR 387025 FHEICERZ Y TTRY . o, 1ERBHESZEE N R D Z &
5. EH0 AR, O L b O TRITFIER B2,

1.5 DSUR O&ZfH#E

DSUR (%, BERBISB~ERBE S UCRHEN D, KIE - Hildko B E .
TBERERIZ B 2 E R L el S 2 B EZ B MREEZ B S~ _HT 2 2 L35k
LN TW5HE4A, DSUR O/ €8/ 7 4 7~V —Z#H L, ZHICEERFEIERT
(SAR) D7 A vV A MBS UTIRMT 5,

2. —JRRI

2.1 1AZIC 1 >0 DSUR

BBREDO LB T 7 7 7 A VOAFER i & T DR REHEET 272012, 18R
RFEE X, FTREZRPR Y . XTI & Jifli, WEISAE, TRBRIE D KR O x4k
BRERECET A7 — 2 &# L7 1 >0 DSUR #1ET 5, ZhRTERVWES
(Bl - IBBRIRIEE S 2 OFT — 2 ZFEl2 72\ W4A) . DSUR O Catiid %,

AN D BT B OIRIIKEE 35 L TV A6, FrICILFEIBR 2 O fth o324
W56, 120 DSUR ##HT 5, (2.4.2 2)

TOTEERBER] . TEEAAEFESR] KO TEI/EM] 1ZICH E2A Clinical Safety Data
Management: Definitions and Standards for Expedited Reporting. October 19942 E# I LTV

%, http://www.ich.org/LOB/media/MEDIA436.pdf
7




2.2 fEEHEEKRODSUR 7 —4 1 v 7 RA 2 h*

DSUR ofi&E#ME OB taiks L, B EEFEER* (DIBD) | TRESND, Z
O BIXIRBR KA 3 R O W30 0 E TR T HRR R 2 O F8 Al & & 1 72 B A
({EHH) THd, DSUR OEEOHFAESMIZ, DIBD DA H TR I D,

TR DO WO TORGKEBRN IEARRBAI 70 B A0 R WETEMIND %G,
IERIRHEE 1L, 10 T ORI OBRMAICEE L@l A 248 ET 2, HOEIC
BW TR EITH T, JOETRHRICEKRBRAHG SN D561, KO
DIBD % #fr L. DSUR Z{Epd 2~ TOEICBWTZEDH 2T 5,

DSUR OF —# 1 v 7 RA v ME, 1EORFENSEHIMOKA & T2, FHEHOM
A b IRBRIKEE AL E, DIBD OA ORTH OKBICHEETHZ LN TE 5,

& 5 FHNIP DT DO E TG & 521 7212 b BEIRBH I 23 ki S N 2 56
- HUI O BB O FRRIZHEV, PSUR O DSUR O 7 28+ 5, 1RERIKIHE
FNFHET T, DSUR & PSUR RRBHICIERTX % L 5. PSUR OEEHEA H
(IBD) A% T DSUR #/ERT& %, DSUR & PSUR OF —Xm v 7 RA v
NG DICHT->TiE, kD DSUR OGBS 1 FE2 iz 2L )T
Do

DSUR (X, DSUR T—#%u v 7K A > FhBiES LY 60 BEHUNIZ, T
BEEELHY BICRH SN HR&ETH D,

2.3 DSUR %23~ = HiH

DSUR %, #H - HUkOBHIZEIZ L o THRE ST L3I/, #2H LT 58,
WD ERHUR THERRE DR B ITORE R oo a . IRBIKEE X
e DSUR (2, Z OEUIHIRIZE T 2 YRR ORKERBE TH L Z L &
HI 5, IRBREEE 1T, B oo #uls Tilkfe T O ERAGR O G HEIZ OV T b R 2,

Sz 13, KEIZBWT, ERBRBROEGE T T < THIERIKIEE X IND 24— O FFIcT 5
B, INDRA—F L THHIRY | AFERFEPRE S NS,
8



2.4 DSUR ERk M Qg O EAT:

2.4.1 BB E DEITE
FERRRBR DTRBRIKIHE * 12, DSUR DfERk, WA, BIEICEEZAS bD LT 5,
BB IKIEE 1L, DSUR OFRLA S =% (B : 16BRZFEHEE) I2ZFETE %,
BB N FE D BT N E B REAFTERWIEES (B« EAfFER
BROWEBREEE (B OIeBRA £ T 2%) *13E LoME, KT — . )Rk
BUZDONWTORFRIFIAFTERWVWARERSH S, ) . ZOF DSUR ICFHT & T
o

2.4.2 PO IEBRIKIZ 3177 355 DEITF

i R BRI R0 B R BH 3 G B O VR BR IR DN BAAE T 2% 6. FTREZRIRD 1 5D
DSUR HMERL SN D LIS FHEB TR R 5, Bz X, IGBEEE 3850
— b= L EXARLFRBEMR LT A & o AEERRICH D HARC. 1 ODIE
AR SO R B R G NS O A SUI R O REFE 0 BV R A= b — Z Do
FERELGLTWSEENINICHID, BEFIZ, 7 —FOZHIEP DSUR OfF
R ERRHOEREZHTT 5,

1250 DSUR ZAFR T&E 22V a . AR DOIBBRUEE 13 F CInBRERIZ kT L Thllx
DSUR #1Epk3 5 Z L TAETL2HANDH DL, ZOL I RRWUNREZZ HND DL,
BT D WIE . BERREE SUTAIA . B2 DEBIKHEE I L > TREREN TV 5
HThHD, ZOHE, Hllx D DSUR ZAFEk L 7o ARIL A & s F I il 5,

2.5 RS % DSUR
ERORS DD 2 BB LT 72 5 = & S TR SN DT, b 52 IRILC
RS DA F 0 A BRI B L IETEAR, BRIKES L, ISRRETE,
RSRE. AR BICINZ . BRPEBIRAS MG & AT BRI OV [ - U o LR E A
EEE L. B OOHE TR b EOAMSZRINT 5, T OREDRILE HE SR
T %5,

i, BAH (Tabb 1AITRE SN EERRIC 2 oMU EOESRS EE
ToREHN) AN XD ERRIRIZ S TIE, 1 SODSURZERT 5, IGBRIKIAE
PELA RO % DE L DERRRBR D EH LTV B HE. ZOHEDHSICH LT

9



Nz ODDSURZ#EH T %, % DSURNGREE# 25 A4, ODSURMDE.5IHIZEK
ERAE

ZHRIFEE DK, 772 b bEAAI T3k BREZ MG DY THERNT 25
A IRRIKEF IR O WT N EER T 5,

(1) ZHFPFEEIHT 5 1 >ODSUR

(2) il # DRIk T HDSUR, ZDOHE. SHEEORKKABRICE T 5 1EH % .
1 OXIIE %~ O ODSURICEDHZ & TE 5,

PITORIZ, SZHFEITKTT DDSURIEKD 72D D f & 7~d,
BRI FRBR DX L 72 5 BHIPR: DSUR
(A+X+Y+Z) I[ZEAEZY T 1 >0 DSUR
Ix
REREE (A) + il XY, 72)

(A) ITHERZY T DSURIZ,
ZRFEICET 27— 2 2805

(A+B) IZESAZYT/=1->0 DSUR
N
2 ODIRERHE (A) + (B)

2-oD%%»DSUR (A) & (B) . =i

FIUWCSHIEIEICET 5T — 22595

~ LIE S \
20 (REFLNIE) OTBRE | 4o (X+Y+2) 10EmE ST 10
W DT AR (XY, Z)

DSUR

2.6 LEVMSRIEH

ZOWRNC AT LIEESRN., ZTORBREOLRNZHM LN TWEZeETa 7 7 4
e —FH L TWENEHETHEIC, AR RYM OB S THEHA S TWEIE
B (IB) 23, ZeMBBEReE LTS5, DSUR © 7.1 BT, Z4

MEZ MG e LT Shre IB O S & BT 2R %, 5E - #ulsio s

10



IZE D IB OFERBRFEE ST S TORNEGA, Yk OE - Hullko 8L F#] 2137% 4
MZRIG®RE 0D,
W, 1 OOXEEZEMESRIERE T 228, R K > Tid DSUR 1B T %
(O REMESREREZER T2 P E0 GG bH 5, (B ZHIKOH
FREHRIZEB W THER S IRBRERIC OV T o #2245 DSUR)
IB A3 FA s G I IS SGT S A, SETIRS MR Y R IC 2RI ST
A, IRBRIRIEE1XZ O IBYGETIRO 2 B —% 1 48 DSUR IZIRATT 5,

2.7 DSUR O & BIR

2.7.1 #=C

Bk, HEF S, FEEHOANEZ Y, DSUR OHELEREE NEZ LI NIRRT, %
VI HERNHHHEBIL, TNEMRICETRT S, 4T HHERB2VEE
DSUR DM H 2% OIRBRIEIITEM SR WIEEIE, TOFEZIER~5

1BBKIE# 7Y DSUR % eCTD #ATRHT 28546, IRRIKEE X DSUR O
eCTD & IZF 1T 2O 2 fl @ 2 B L C. BIEHIHIY RICHET 5,

272 AX
HELE X5 DSUR OB, HEE S EA2 L TIORT,

FAk

TR T4 T Y= —

H R

1. =

2. RS EZ I 1T D e A GRR I

3. et LM THAREIIMNIC T S W HEIZ SN T
4. LM RIEROLEE

EU Tl 5% (Summary of Product Characteristics, SmPC) . HA, KETIZZENENDOR
GRS 5,
1



10.
11.
12.
13.
14.
15.
16.
17.
18.

19.
20.

AR G I SEAET U T2 IR e R O fR I
e SARERE B
6.1 ERIRBHIEFHE o> B FH AR 2K
6.2 T O FARRERICEES <l HEE K
FA VARGV =T =T NDT—X
7.1 ZRIE®R
7.2  SAEXMSEHIETOEELREWEHOZ A Y X K
73 HELRAFFROBEI~I—T—T7
AL S ) R ERRRBR TR B Tm R A
8.1 & T L7-ERARFRER
8.2 ki DRI FER
8.3  RHNBHIER
8.4  IRBRIE DKL T O IR A
8.5  HHEAGY I3 DIBFIEICBE T Do A e etk T — ¥
FEI Nk~ & D2 e MEm R
D B R AR > B D2 e
IR #% OO fift FRRBR I D < Lo MRS
FERER T — H
SCik
flio> DSUR
A D K An
FEE D T EE & 70 2 1F
—Z a7 RA v MRICAT LI
LM A A
18.1. U A7 FHf
182 X7 4 v U R O
B AT DOFEH)
il

DSUR ¥ -k

12



3.

DSUR ORNBFICETAHTA X R

FATOEEICHOWCEET 5, 54T 2 BRBRE AT DE &5,

M

DSUR OFEARUITLL T O A FEH T %,

WwEEOR Y (HREEITEEETZ DT D)

TR

A A SR ]

i H

TRBRUHRE OO 4 Bil K OVET(E I

DSUR WD 1E DL RFFIC OV T ORLR

DSUR IZERMRIEMA G END Z LICHET R GXRUT558)

TICI T TV —

I TIEAREFICE EN L EERERE FRICENT 5, FEH - ko B2
LV RHEEZEE S K OMOBRRE ~OREDED LN TV DL AR, 2o/t
JT 47~ —% UML) EE L TRRERICRENT S, =787 747
P~ —IIZU TOBREEZ D 5!

it a — W EOE S & AR

TRBREE — TEMIBET . B0, EIE, A&, BEGRK. A
HEE S 412 SRR B 5

HRFEA&GR DA M — BEAGR D5 & 1 37KRE E DL

LRMERA T OZEL (5% DSUR 0% 18 HIZA-S<)
HERY A7 OFEH) (%45% DSUR 0% 19 HIZHKS<)
IBOEKRER &2 Ete, 242N EOBR CEM S - i

it i

13



A%

3.1

=t

ZOIETIE, LT ERHET 5!

3.2

3.3

DIBD X% IBD GREIZHED. )

HE O T A G e O

TR — EIRE Y, Hh . &, KGR, A

ARG & 70 o T B IGIE S OKBR B REIZ DV T Ol B 7 Fad

WA EDOR R 5 KRR ORI OW T OMBEARER () : [ 158R3E I
B 2T R COBKRER, & 5IGEICE T 2 ERRR, Al A KO HER)
A DSUR IZEEN TV ARVERICOW TOMBEZRGEER KO (] : /3— h
TR LOREETTXTOLENT —F OIZHNED HILTNRN)

B HIRBERICHT L CHi%k D DSUR 2424 2R GE4 9 555)

RS EN I 1T 2 BRGE AR IR
COETIE, RMOAGEH, BEIGE, ARRHE, ARE - ik GZ415
Be) e EOBEEBT 5,

2t EO PR TRRASG RIIMIPIC S S U7 E IO W T

ZOHETIE, HEMRYETICRBRIKES . RS/ T =4Y v
7y ZEZE=* (DMC) XIIMBLEBE RN & o7, R O iR EAER O S Hi SR
IRBAFE R RIS B 2 M F L2 2 eV EOBE KRR EZ LR T 2, 015
A IEEHEOHE 2 #l T 5, WERICIEN S HEICBE T 58722
IS 2 TENT D (B — R OB OEBR) .

BREMEEO LTSN TIE (RS HOEE] THRIE~S,

ZEM EOHRTLE 55 ERRAEEDOH Z LI TITRT,

BRI B L 72 hT &

14



o fWHELENITZLENE EOPREIC X D AR O AR A
o AV EORMBXITAMED KNz M & U, RSB O /10 25 L <1
RO T SRR O BT HEI 0 (5 3.15 IHE M)
o JRBESITEHEIED Y a—1
o WFEHFEDOH EMREEHE L2 & T, SBOGSEINEIZ DUV T O IRFEATREIG D
PN
o DX DY R EIIGHE:
o WARMEXITEHMICET2IEEEZHEM L LR E/RTEFEOLE
(B IEDET, HERE RN - A EEOET REE=42 1
7 Oiafb, BRI O HIRR)
o RFGPRERAE BE I EE O il R
o AN EORBEIZBIE Lz FEH CEOET
o FIMZEH
o HMIERIC & 2 KRR AR A B OB N
o TRBREAEE AN SULE SR P~ DS SCE DO FEAT
o EARMOMBEAZFET H72O0H LWREBROFHHE

TR Z B L 7= f
° E&%g(mu ODE%}?@%E&
o ARFEAGERDOEIH L XL H
o KDLX DY R EFIEE:
R 72| R XX Z Dt U R 7 e/ MEER DA

o

o HHCKEBEOHIREL G, AR EICHELKITTBEAD
b D BERIR LM BT 2B E RO T

o [ERREEMFA~DEEE

o B R AR L7238 LTl iRtk kiR oD 224

O TEA IR I T O X S g En s (KRG RBRIE PR 5 A HE 53R ik
% BB HIEIC T 2 IR P 2 AR OBISAEIC DWW IR A ki 5. 5 CIBBRICE

THROEDHEG-EIZPRT 53O HEICOW IR Gk T 25872 L) |
15



3.4

3.5

Z DI, HAEFEN OB A 1% OB IR E DOHI R A 52 5 B Y
6 OHEFEIZHOWTHERT 2 (F - & HEGRFUBRBA LA FT O & #4775
FREOF R, BB CTRE SN DR KHABEORE, /NEEERFE O BRI 4A
RIORENET — 2 OFR) . ZHDOHKY /o OEFEZRMEL, %47

HHEITEHERLEZO TRICE LD, RHERE L TRET D0 REHIZ
ANns,

EMZRIFHROLRE

ZOHETIE, MENEHE T O IB XITZ Do LS RIGHRIZIIT 5
EVEICRED D BEAALE 2L T 5, JITiE, BRAAELE e BE, £
OMOEZHFE, HELRBEH. FICER T XEAFERY HAHEHLOIE
ERARRER (DAJRPERER 72 &) D OEERMLICEE L2 @A s En s,
2i% DSUR O] 7 T 2 b DR FIZE T 5 B2 FH 2 eitd 5,

U

A A S ] P S Ml SIS T L T2 R R R D4R T
COIHTIE, A SR ISR BRI 25k L T 72 B R AR KON

T UK O 23 L, FEil a2 ZIC L TIRMTER L35 (KA R

TA ORMNER B, 1 OFIZ2M]) , BULBEONL5GE, BILE,

AR O RPIRERE Z L OREERT L2 b TE D, S HICHE - Hik

DIRFNEAZ L > TED SN TV DT, AR IS THBRHE D IR

BRI TIR RN SN 256 O b it 5, RITIZERRHER Z &

(CLUFOfFmEED 5,

o mBRENIGS (B - TRBR I R S ST ORRBIRE &)

o ABAR (I, I, MXiIIV)

o FBRDIRIL:

o MkmEH (FEIRFBRMNBRLE ST BRI S NT=NBEFHI L Cnd; & T
U 7= D3 G PR R BR DA E N F 725808 L TV 7R 0)

o &7 (BRARMBROMEEFNTTHKLTND)

16



3.6

o JRBRSEET I E IO BRI AN D 7 < b 1y Frd S HE /I

o EPRFABR DS

o WEAT VA2 OFEE e, JEER. HER, “HER, AT, KL
W &, BT TIREEI 2 LR T 5, )

o TRBEL OB IREKO L - HE

o WIS U THRRPERERE (Gl MERL WIGE; Fpil/e M () &
PERERR T B 2 i BRI LT IR AGGBR-CTR IR E D B H 2 5 & L 72 RIR
BR] )

o BEIRABRBAMGE (RBKEE D ER LT b O, B TR D EF OFIEIR
F2H (first visit of first patient; FVFP) )

o RRERTIEMERA KK

o FMEOHEE SN2 RAFEHPERE S (WHEZRHIET) . HFERABRIUIHK
TRBRICOWTIBEREERA O I8k, BRSO W TIIERER LI
O HEER 21T D,

KA RTA L OPRMTERB, 112, ZORDOEH LHIZRT,

HEE SR 2
DSUR D% 6.1 THEH 6.2 HIZ, FRARMAR & etk o B HHELZ T h
THFLHT Do

R HEBRE R OHEE L, EERAEHESR (serious adverse events;
SAE) OBV~ —TFT — T VO &G L M m & LD, B ER
PEERF I OHETE OREE L, PERF B ER ORI, 1ER B HEDS B Bk Tk
FOBRBROK L, WS ODOERICE > T, IRARS D,

T — A FROERERITETIN L OO ERIIKFT 5720, DSUR 1280
THEEWRE B A FKRT DL, LT O— N7 HRA v MIEETRETH
2o
o T—HIIREATRT,

17



o ME., BERED D WVITHRUBREREIC BV TR OERD S
Ba. THODEICOWTRICERLT D, BOREZMEHL TS LU,

e SAE oY%~V =7 =T N EZHEENIIRRT 55613, EHERT—4% b
AIREZRBR U B SHNCIR R T 5,

o JBERIE L Ll BRIKIC I E AL SV BRI T SEAIRIC R & 2 zE s
oDt B2 WITEERRERE Tl LR H 256 wBRERD
T2 R - R (BEBRE - B SR - A SUTHERE - ) TRT

EEHTHD,
o WHRE/RART T 4 7T ~OIRBREMH, FrICHRBIFERHOSAIX, ELetE
Ta T AL o TEEHITIENY., 2ok Tr—2%, wmEEZDH

NHEE, AT CRRIRRT 2,

o IRBRMHEITHOHBIRKIZB W TIE, #l 2 1EZ OIEFIMMAEIC > TIGE
SNTWDLLE, HLWITZ DBEINENH L56. BIRKRRICKIT 5 1E
Ml BREME AT — 2 2 BG4 5 2 L3 EN TR, FATEARVWEED
No, ZO%E, MBREKEE A 28T 2,

3.6.1 [ AR 3E B m oD SRS AR BRE 4K
ZDHETIE, UTOEHREEEXTANS (KTA RT7A4 DR EE B,
#2-4 M)

o ikfse P OREFIREER K O T L 72 BRARGER )~ & 00 BFE R ¥ 45 DIBD LAREIC
IBBREE, 77 'R, FEIEIIWAEH L-RE o (F - IpEEI 2 B
LS TWH5E, BREBUIEEZLFIBICE SO THEE TE %)

o ki DORERIREER K O T U 72 ERIREBR D & OVRBREE A4 6 ] L 7= B Rk bR
FH. TR A XK PR FH B O bR . MERIL. AFERINZ 4B,

o FRCHEZRWKARROSGE (B« B E R ZVRER) | £ ORKRRERIC
B9~ 2 A\ Ok,

Tl O BARB 2 080T, PSRRI & BICIE (CHL D

18



2T, EROFRA L MTESWT, IBREEE ME R E R HEE
T ABICH W FIEZ RN LRI, Z O HEORAGAT 5,

3.6.2 iR D HREBRIZ IS < il REEK
BB BRI IC X o THIRES N TW D56, &Fio PSUR Xiizh
LIS DTN 727 — 22 HADW T, HIRORDBUC I 2 BEEM AR oHEE
. HEET DBRICHWE G IEORB & 412 DSUR ICREH# T 2,

37 FALVIAMROY =Y —FT—TNDT—H
DSURDHET.1~T7.3HIZ, UL FEZHAWTEERBERLEMEBFREIETT D,

o UREDSURDFAE KGN IS HBHEH 135 % 21 7 SARD 7 A > U
#

o DIBDURGRIKIHE N REZZ T EERATFROBH Y~ —7 —

%

RIRBAGR OFEM L, % D FN72EIEMH (adverse drug reactions; ADRs) DFAfh
2T 556 MOBREREOERZRET L5 RICAHTH L0, AR
DOEEM O LA W RER GG Hl &2 DIEF O KRR ORI, £EHT —Z DI
BWTHEVAMMERZ2, Lieh->7T, DSURDY~ U —F —7/Liid, IRREK
ORI DOSARTE T Tlid/e <. T XTDOSAEZE D 5,

FAL VAP EF=Y =T =T ICiE, ERMEOERBROBKRRT — % 2 Al
D, BRIERT — 21X, & T LEERAOREN EoBm (B . Ba®E) »oH
RRFRER S LT fE 2 DIEBIN B HAET DI5GB 5, 1BBRIKIEE X, DSURZ KT
5 AMDHTT — 2 Z EREER L TIR B0,

IBBRUHEE DY C, BMARO DDA THL581E. MEEs TREDT
—Z DR A RTZENTE D,
HEFELRIFIEM O 2 — F{kiZ Medical Dictionary for Regulatory Activities
(MedDRA) #EHT2561E. 74V A NRORY~ U —F — 7T EARGE
(Preferred Term) L ~L&#ERT 5,

19



—fKIZ SAE OFITIE, SEGI 2 EE &R L7ARIL & 2 > e A EFRMFEOH 2 12
T 5, o, FEEFRITIZDR,

FALVIV AR~ =T =T ANOREODHEEZEZRINT D2 LITARETH D
M. ED XD RERIMEFD & L 5A T mEFT TMMAT D, BT, BB
ECTHRRNRIEE R OV BT — 2 R—= 285k [R5 L I TV HAEFRG,
AMERHE B IS S T 5 A EFFRIIBAI T 2208 TE D (B - RIERIFETHFE
AR H TH 5 5 - MM LA IR B O BRR B T#e S e T Xt
P AFIRER I DR BT

3.7.1 ZMRIFH®

COITIE, 22— MU LEREEOMICOWTREE T 5, 4 E - HIs o]
BETROOENDFH, ZUTLH5610F. ¥~V =T =7V TTHMEZRET 5B
(M Lo 22 RIEHROE R L R DRI OW TR 5,

3.7.2 AR T OEEREWEHOZ A ) 2 K

ZDOIETIE, 742V A NMIAND O DIER 28R L7 EHEZ T 5, SAR
[ZEED TRt I AN D XE TRV, T4 U A MEZIRMERHZAND (K7
A RTA4 L ORMNEE B, £5%2ZH) .

TA U A NTIE, HAESRBE BB E OB OGS (B
FREERET R OEERTE D) T X TOSARIZET 2 HERIGMAIRRT D, T — X%, I
KB =L . EHIZEFERIRSE (System Organ Class, SOC) Z L ITHERT 5,

AIRETHIUE., 1BIH7Z 0 IZHE Sz SAR OEIZH D 6T, T4 U A MZ
IFERE SO LR THHET 5, EEOBRWER BRI LIZERE IOV T,
FTRTORNWER ZFEHE LR T e 572200 16ERIKEE O L7k b B2 A
TER (e, JER T2 W) OFEPTICE OREFIZ 88T 5, F—#RE "R Dk
Bichle o SAR RIS 52 n3d 5 (B« [A CREREER TP I EOA ] O filb 2 & 1
TRITD) . ZOXI7%56, SAR [FHl4 12U A NI, R—#ERENFLZ
A U A MCERIREIR S N D TR 5 5.

T4 YR NMILLTOE®RE ANS,

20



a) AREBGRIE 5 & U4 T 55551 EudraCT #7511

b) BRI T D HERE ORI

c) IR ORIVERERIZ % =

d) JEFIDOFRBLE

e) WBRE DN & PR

) R, BERIERENTOARWESIE TE5h) LT 5,

g) EEEOM&E LR (S HICERNH 255 134 & 512 5K)

h) & HEEZREWEH ORI A KO/ AT E TORFH

1) &5 B OY TG00 AT e 7 #i P T OHEE I fH]

j) EBEEZREWEA ; MedDRA #5501, EAELERT D,

k) ERJE (] mIfE, SEL. R, BEAE. RB) o 2 OMICIEEERE O RIE
HORRZFiHT 2, HEEOBERN® 256 1342 REVFORED S D%
RLHT D,

) MERGETAA Pt D, B REEE WSS L ERE R
(23 5 GG XK R BIMR O FEA 5 B U AAERIZ X - TEWEH O—XT
2D Z ENEED LWIFE  gEEHTIER L72EINE ; 28T 2,613k 5
Hk/ ARG DR R)

KA RTA L ORMERIB, £51I274 U A ORI LOHKIERT,

3.7.3 HERAFEFZROBRBEY~I—T—T

ZOIETIX, DIBD 75 %5% DSUR OF —# 1 v 7 R A > b & TITIRBRIKIESE O
ERIRRER CiEr Sl SAE OREY ~ U — 7 — 7 v gl L 72 IR ERHZ DWW Tl
HT 5, IBRIKEE LT — 2 OREDBHIVUTHHAT 2 (B (TR H - THRES
NTODLRANC, BEAGIFCERASNZH-ETHIT-OBKRBRT — 2 PAFTE
) o = U =T =7 )UE, IR BREE K OB IR B JE G O S AL 72 el B 3R
(FHEKIR, 7 TR, BERIICE VIBENERP]) IcxtL, SOC Z &Itk b,
BERBA R 2R CT — 2 Z2MAaT 562 N TE 5, bz, HHCEENRY
Eld. IEBREMFHEE, WIE, 8B5S IE LSO FERNIC SAE 243 LT
H L,

" BudraCT % 513, RO RS HUS T S M- B R SR O A OAIE B Th 5.
21



Z ZITIEZSAEIZHEE D < obrofiiam 2 fial L 722V,
AKHA RTA L OBRMERIB, 3 6 12652 7R7,

3.8  FRAT G TR IREER TR S e AR A
COHETIE, @Y THITEIERNNER 2R L TH L, LUTOHEE ICKS
THIEHRN DT TN ZIRND,

3.8.1 #&T L7I=ERRABR

ZOHETIX, RESEM IS T LR D IS S N BRI
HERF LA V2O MR 2 ERICENT 5, 26 OFHIT
WMLTHEL, ¥/ TV ABRREER L THRLTH LW012, T TIH M
2o TV D LEMEDREZ BT 28 IS GR T 2. S b
REENED Y TN a R 587 o A el T %,

3.8.2  ffE OREIRFER

TRBRRAEE DS ke TP O R FBR CA4 U - IR BB e a2 - - 54
(B = P RIERT A EEG D b DR O B ORE R 0 15721
W . ZZICEOMEEAERICENT 2, TTICHLNCR > TV DL
OB Z T HHRSC ZNICSGRT D 1EH. S bITHRrzattoy 7
NERBT LTV AERHET 5,

3.8.3  RINBHIHE R
FUT GG I ZITIRTRBREE, RRIC R ATa IR (B - BAS IR A
K OHIRIA R SR, AR TR O RBRIC SN L iR E o BB
([CHSRT DIERE R T 2, FRBAFEFIH2HK T L, BHBH O 25 DSUR
VERL DT — 2 @R & L COkkih OEEI TH 5354515, DSUR H CHEH A
RHENTVEDIEIAREORLENWI Z L HEHY 9 5,

22 )72 20412 ICH E3 & CIOMS VII IZ#5RE STV 5,
22



3.8.4 IRBREDEHIKFABR LIS T DTG HEHIE

O T, MBREEE 29240 Lo, FE O R mE (2HE - 72 ICH E2D T
MED LN TWOHMO T m 7T A (Fl  IGBRIEILRFIH 7 0 7 Z AL a2y g
X—hax—=RT7 07T L REOBEE~OMHEM, H—EE IND, BREAEF] S
JE) ICHRT 5, BRI EERZ MR RETLET D,

3.8.5  HEER DD DIGHIEICEET D B el et T — ¥

DSUR DO*}4:Th HI5ERIEN, BLAAID 1 iy T AI0FHRE & LTHE%E
HTHLIGEE. EFIPFHRED DSUR ICHRT 2 EHE R LML A Z DI T
KT 5,

Wiz, DSUR DOxtG i A0 HRIE IR G R CTh 25E1E, Hx ORSICET 5
EEPRARBRIC KT 2 EEAR L AMIERE Z O TENT 5,

BOFEE LT, BEEAAIDERFE R RO R ERICOVTIL, SR FI/DF %
EOAE 2 D RS T2 T 5 DSUR HOZNENDO%YE T HHEICHAAND
ZEBLARETH D,

Bl A A/ B A#EED DSUR ORI OW IR, 5 25 THTH A X2 AR
LTW5b,

3.9  FENM AR D DM A

DI TIE, FHA TSI P ITIRBR KR S AF LI ek (f] : BlasaliR,
FEFMTIE . BREkHIE* (registries) | FMBHYY —XA T X7 1 7T L (active
surveillance programmes) ) 7>5 8 5278 o 72 Bh# 2 2 MEE W 2 EKT 5,

3.10 M DERIKFER) b D2 EVENG

COETIE, WA R TR BRI 28 A TF Lo O BEARRUBR (B - HE1ER
{LEGRFREBR D PFE M T A X 7 F U v AORER, LFEBRE DRI 2 22 EE
HATRREARERAN B 5 509 2 WARER ) b DR aVENF W) 76 OBz 2V
WEERT D,

23



3.11  ifRi% O FHREERIZ LS < L aVEE

BB WT N DOETRIFEAGE 22T TW D 5E 1, FiA xSRI T o i iRk
BRICHKT 5. IRBREKEE AT LI EE R L MG H, Fric ez o 55 ),
BRI EE . SRR SCGE O B SOT ER L MR A O WRTIC o2~ 2
HRZ fRICERT 5, ZhUZid, ARSI 2 2 AT T3k
<L WEISAMER. FRRREHA~ORE (B dEm) o RGIER, EER G KON
bLbED D,

3.12 FRMRIKT —~

AR G ] TP Ak T 2 4& T LT FEERIR @ in vivo KO in vitro i Bk (B © 23 A
JRPERRER, AESERER, S MRER) (CHRT S RE AR L BN R A BN T D, 2
DINAO A ZEMREGTHE (KU A RT7 A4 0% 3.18 HEMR) TERT 5.

3.13 CHk

ZOETIE, SRAS R TR 2 0 57 B SUIC R ST,
D WVIIRIERDERG & L TAF LIEmBRERIZE T 28 LWEHERQRLZ MG R A %
K35, FERRRIER K O PRERBRIC R 2 1, BIEMER HALIE, [F— RO
ANCBET 25 MICOVWT O~ D, FaPiks L THRRS NI LWERRZ 2N
HRIZZNEZER L, WTRE THIUTTEBRIEE 12 0Pk 5 La 1 5k 5,

3.14 fho> DSUR

BB E X, 1 DOIRBRIRKICKH LT 120 DSUR 21ERkT %, LavL. JEBRIK
T 1 D OIRBRIICES D DSUR Z1E 256 (B - 72 2800E, FRIRBH%E
FHE, AROIRRZIT > T %) | o DSUR 76 O FE KRR H RN ARHEEZEOM D
HIE RSN TV WSS, T a2 ARHICENT D,

BRI 1L, AT ARG A . JHA SR I S IR O iR R R % 5 i
L 72 B OIRERAKHERE 7> B 1Rt 2 5217 72 DSUR IZREHE STV D B R 7 i &2 AR
R D,

24



3.15 AEWMED KN

BELDEB XTI EMEZ G T RBOREZ B E T 216BRETIZ, Ao KN
NI OBEAF OIREL L ik L= B0 R iNE me3 57 —4% (B : 2MEEEh ik
FEWERELC AT 2 8 LWL MR O EERRER ©, DIEOFEFLPNREICH 5 72)
IERRR ORIt T 2 EBRR Y A7 Z2RBT 5 ABRENRZEZONHD T, £
DT —Z e RHATENT D,

3.16 FFE DMK CTHEL & 72 5 1H

ZICRET AL, AE - kOB H EE 2 BT 57D E e b O TH
D, DSUR OUfFHERIE L TIRHT 2 Z RN TE 5, IBBRIKIEE X5 E - Hilgko M
flEfEZZR L, LTFOEDHEENKLE), S HIZENLREE T 5RO
HPH AT 5, BlZIE

. HERBEHOREY~) —7T—7 1
ZUT LA, & SAR OB~ —7—7 2, SAR %% a) SOC. b)
BIWEFHGE. o) BESRAICEHET D, THITE2WEWERAHAGEEZRFFET 5,
. TR ST ST L&D U X b

FRARFBR DS INPIZIE T L72iRE O U 2 Midd i< L b ROEREZ AN D,
TEGIE S, BIMHE (EERMRITOSEELH D) | FHEBRE DERN, LT OMR
XL MNI SN EORE 4, DSUR OF 18 I THEHEY i 5,

. A A G A F FRICBIE U TR & i L 7 iE o
Ak

DU AL, IBRELOMEOHEIZ D LT, AR ICAEF
SUIBE L CTHRRBRO LMK L= 2T OWBRE 20T 5, 2 ORI E] D
FHZ X VBN SN2 e EofE%A DSUR 0% 18 I T 'EH Y EiF 5,
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RTESC: EER Y R OEXB

ARIATER Tl IRAEDOREIC DWW T, 2012 05 2014 £F TO 3EMITIER S
iz, BHER VA7 OBENFIZBRT 5, HERY X7 OERIE, B (RAHE
£t C1) XiFEE (ISHHER C2) Tredid 5,

ATER C1 : B

DSUR 2012

19 BEERY RTDER

Y 27 IEFEINT Y A2 I T AZ Y 27 2 L,

1. Bk

HHNZ AL, 77V ad RERULIEEEEZRTL597I /7 )av RTahI,
LE LTEHBIRE R 2 AT 2 BEOPRELFE L L THERET TH 5, [F—FRiHt
DM OFERIBRBERH L LM TEY, £/, AHZBNTHT v b
20mg/kg/H & U ¥ 60mg/kg/ H O HETENENBEBEEOZET U AR H o7,

BERRZRBRE 2t & L2 TR T, @M & (1 B 1\ 100mg % 7 HE#E
B’h) OZERM LR 30 AO#EEBRET 2 N (6.7%) 12, AR EBEE L7z —mtEo i
H7 LT F=UBNBA R Tz, BERE 0127 Tk, Z V7 F=vBRX—ZXT7 4D
0.9mg/dL 2>% 7 H HIZ 1.8mg/dL IZH#EN L, #ERFH 0139 IZT~—RZ 7 A > 1.0mg/dL H»
57 HABIZ 1.9mg/dL [ZHM L7, WTNOEERE QIEEOEARNH -7 (dipstick
T 2+, 24 FHFRIC K DREAEREET) . WHERE ORBRAEIIFICHEIL R0 -
7o GlalTEd. IREMAEZRL) o 21 AEE TS, WgRE L bEZ LT F =
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— AT A IRY . EARITER L GEML 8.2 THAL N 18.1 THEM) . 100mg % 1
H1EARKA Lo gkbis 28 A, IKAELZIRA L7z 119 Ao#ER#E (50mg L

HEENREED 72 NeEte) 123, EERXITEKRRZ L7 F=8ENER o7
noTz,

EmMEO Z (1 A 108 100mg) % RHA L7oEREHERE D7 L7 F= i, =
DRBEOIEFNEFBHEDRN DL ERMOENTND Z Enh, KAl &L ORFES 5 AlREM
WEZ LNz, LEER->T, BB T Z oRkmA&REEZ 50mg (2592 &k
ELiz, b, REDOE=2Y) 7 Eif(b L, BE, X—X74 0 1, 2, 4, 8,
16, 24 WHIZMIEZ L7 F =2, eGFR, TV 7 I/ 7 VLT F=vk, MAIRFER,
RBREZFEM L CTND, T4 v T AT 4 v 7 IETEARPER S NIRRT IZHB N T
I3 24 FFREEIRIC K D IREAPMENEREZIT I, 7 LT F = DN, 0.5mg/dL,
EFEN 30%., HDHVIE eGFR O 25% (3 HEIT2[E]) OERE CIIIEERIED
BehaRIET D, ZHUTHE o CTIRBRERE E, R SCE, TR S R
S,

2. st

Z v Ml KR-102 T, e HERE (60mg/kg/H) @ 8 JLrf 2 JL)s/ NEEHLMEEESE
RO FEFEEZRBE L, CUEVIRCHAEEZ 52727 v MIFEHO= BT X1
72<, 60mg/kg/ HOHEEZHRG LU FXIFEEO= T U RAFA N> T,

102 RERIZH VT, HEAIZ 50mg & 1 B 1A OIRA U7 i@ RE B 26 3 2 g
1] (102-037) M, 14 HHIZT 5= - 73/ 52 27=5—F (ALT) &7 %
WNIXUBT I N7 A7 27 —8 (AST) OFREDOHEM (N ZiiEs EIRE
D 2.715E 235 ZRELEND, TAADVEARRT7 72 —ELE Y L E L OHENNIEA S
nigimole GEMIEL 8.2 HA DN 18.1 HEM) . ZDkEI1L 16 HRICHIESHh, FT v~
AT IF—FIE 28 AR ETICEREIZRE 7o, AEREIIT LV a— L ERESEL,
MiEREIXT X TRETH 72, AEREFITRICBREINDS ET2HELU RIZE ST
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FH X LY 2L TWe, EHH0HEAFE FT AT I —EonazgEEZ L
TZEEWNE R Do T, AFEFLREBMIM PO WEA ORI S THBY . ZAbn
FZ AT IS —BEMOJEIK & 72 o T rTREMEIIIE R & o 7o, TER T REREL
T, BBRE 102-037 O3EH| Z OfPiRE (Cmax) 23 50mg HGHEOFEEEDOK) 8 fif
THDHZENHIAL, Z ONRBBRETH 7= Z LRI, ZORHREMIXE 72
BERTHD, FEIMT 0TI LT Z 2REINT-EOMD 148 NDOYERFIZI W TIE,
N7V AT IS —EBO ERIFA N7,

Z v hOFR LA 102-037 O FT AT I F—F LR AEL B TAHRR T
LVBERE=F ) M T, 4 AL 16 A OFHMEiZBIN L, BfEgkiRE 1T
N—AT A 1, 2, 4, 8, 16, 24 HAEIZ ALT, AST, v U bt TAH U KR
T Z—EORENFEmRINTWND, ZIUTHE-> TRBREmETEE, [FEH Y SGE.
IR EE N SGET ST,

DSUR 2013

19 BEERY X7 DER

Y 27 TEF SNV A7 IT AZ Y 27 28 L,

1. Bl

R Z1Z, 77V av REFEHLIEEEZ AT L2EMD 1577/ 7=
VRTHY, BEEADDLZENHHAL TS, HIMHTes 74 T1H 1M 100mg
R AR L7z 30 ADOEREHERFE T 2 N (6.7%) 7, BEOEAKR (T4 v 72T 4
v 7EICE D) EEE L —BEOmMIE S VT F = U EINAERBL L Z LD
([ZHVT 100mg O AENRHIE S/, HEEIREE & 2EMSELH T 5 BE T3
DA Z OF MAHRE (201 RBR) 284 T L. 50mg #HD 60 A5 A (8.3%) .
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25mg #ED 62 A5 AN (8.1%) . 10mg ##D 59 AH 3 N (5.1%) 1T, X—RAT A~
D 1.25 f5~1.5 507 L7 F=UHMBSBIE S, ZHUTx L7 7 B ARTETIL 61 AT
6 AN (10%) IZRDBNTz, ZHHOEHREREIIK L, (RBREGEEIZIE-> T)
BBRIEORE 2/ L, MiE27 L7 F =1L 2B LNICR—Z2 T 14 MEIZE 5 T2,
50mg BED 60 AH 1 A (1.7%) . 25mg FED 62 AH 0 A, 10mg #ED 59 AH 1 A
(1.7%) 12, XR—=AT7A4 2D 1.5 FElzx27 L7 F=V MR8l s, 2t
L7 7 EAREEL 61 A2 A (8.3%) Thole, ZHbLOHERELEIC L, (R]RE
FEFHEEIZHE - C) RBREORG 2R IEL, M7 V7 F=13 2 @MLUNIZR— 2R
TA VEICRE -T2, 82 KAV 181 HTHELKEMHALZLIIC, Z LT F=rDIEH
fli~o THE] (Thbbr L7 F=r LB OB OMEE) 13, RO 5 2k
BELI-BBRE S P I L7 BRE CRILTH Y . ZAPFEDRFOFBE TR LN
AR ENT, HEETREXE, ZE2BRELZ LT F = BMERBL L-#5RED 4 N2 3
ADFIPRAN Z BEHT LTz, Mk oskliz 202 & 204 T, X—2 T A 1, 2, 4,
12, 24, 48 BHICMIEZ L7 F =2, eGFR, MHIRFEHR, RBRENGI EHxT=
B —IND, TAYTAT 4y 7ETEARE I L IoHEREZ 24 FFEEIRIC K DR
B YRR E R A AT O

2. FrEEfE*

A Z X, 7y MBI s EEmMAE (60mgkg/H) CT/AEEROLEEEEZGIXEI L
72 (EELZOHECYYXIUFEEDOZET VAR hoT) . BIMTa T T A
T, 149 A1 A (0.7%) 73, 14 HBIZBREAHOESR LREDOK 2.5 50 ALT &
AST &L, HEZHRILCTHELE L, KT LEETHE 201 HBRT, Z 2&5
L7z 2 NO#ER#E (2/181, 1.1%) O N T AT I F—ERHEIML7Z (8.2 HEM) 23,
WP LEBE Tt THY, 2, T EREEO 1A (1/61, 1.6%) IZBWT, X
DEEOHMA RN, ZOFRICKESE, BIEOE=4Y » 7EHEITHEY) & B
Ao, TRBREMEHEE, RBEMEE, RERHAXEOLE I ThbRroTc, FT U A
TIF—EREIMLZ 1A (102-037) 2BV T Cmax RNFELWEMEEZ R LR, i
ILE DB I A LB Sz,
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3. Kp*

HH Z 1%, WREO—MEEFR (NO) KFMEOMEIIREE ZEZ b TEY ., Zn
PRVEER O—EAZH > T L A[REMEDR H 5, Z OWIEF, 201 3RS 2 {0 KA
(2/81, 1.1%) 234 &, RBRE(TEMITIRA] Z L NERRRH D Ll L (B
Brg 201-119, 201-212) . #BREIZIZENZEN 10mg & 26mg O Z ZARA L Tz,
FEOLRMOFRN D72 (1 NI LNICEWBARETHY . 1 NTEHICHTE
DRAMOBEIEREN o 72) 3, AAIOVERBER 26 RERERN H 5 TaetEnE 2 b,
FlEfE EANCEET LZRNEA & LTERMICER LTV, T OREFRGORE.
EF=F Y TFHEITRHCEE S R0 T,

DSUR 2014

19 EERIY RTDER

HHL Y 27 IFEFEINTZV AZIIET AZY R 7 3 LT,

1. Bl

HH Z X, T 7 ) av REFBLIEEEH T 2EMD 1 57T 7Y =
VRTHY, BEENHD ZENHAL TS, B 1MHRERICB VT 100mg DHET
I, BEEEBRE O L7 F = EEARPEM LT, 2O IES
iz, UM v 77 AT, 50mg 58, 26mg Bf, 10mg BEOHREZ OZNZEN
7.8%. 6.8%. 5.8%IZ, X—AT A D 1.25~1.5 DO I LT F = HMNEE SN,
ZHUCKH LT T B REAL 6.3% TH 72, 50mg BE. 25mg B, 10mg BEOHERE DX
Fh 1.5%, 0.5%, 1.9%I2, R—ATA D 15 HGEZ D7 VT F = IR EIL S
o, ZHUCK LT 7 ERBEL 27% Thote, 82 LN 181 Tt L7z X oiz, 7
L7 F =&, Bk ERIRAIOMERICENET 2 L Bbnhd, 62, 7L T7F=
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VIR —RA T A G B0%LL EHEIN L 7oA N OBERE X, RN— AT A MENRRFIC
Ko7z (<0.6mg/dL) . Z DEEERERIIAHATH S,

Wt OB MRS (301) T, X"—A2 T A, 1, 4, 12, 48 HRBICMIEZ v T F
=y, eGFR., MYPIRFEHE, RBRENET=HF—INTW5E, T4V T AT 4 v ITIET
3+LLEDE AR Z I L - BRE 12 24 B EIRIC X D IRE A EREHREEZIT O,

2. FrEefE*

FAI Z 13, Ty bomEHERE T/NER OB SR Lz, 5B 1ML T
DOFRERT, ALT, AST, 7V H VKA 77X —¥, VU LEVZHEBECE=F—1L,
R 2R3 5 B O /2 — KT D b DR LR o7z,

W O FMMAHRER (301) T, X—RZAT A 1, 4, 12, 48 HEIZ. Ok
EOBRENMTHOIL TS,

3. pd*

HH Z 1%, BEO—BMEER (NO) KFMEOMEIRKEEZEZ LA TEY . 2N
PR EERO—E 2o TW A AR S5, ZNETORB T /T AT, Z 2
B U792 21 fhoJea (217632, 3.3%) A I THBY, ZhxLTr 7k
RET 31 (1.4%) THDH, 1T & A EDENMED, HRESCIE ILREO O & B
Wobolo, BT 77T AT, HEBREICMERRE EBRE, Yt Fev ) UrR
TN LFEGIEER L) ZOFH LRI S IZEE L, EED EWNITHOWN TR
THREEE 525, IRREREZE, FEHHCE, BWREMEELZUITLTCZo
VAT &8O,

4. [JFEfESR*
KT U728 DARER & ke b o B ARG BR O BR = 2> & . EIRAK A 3 JEMIHE S
72 (EnFN 81THE 82HAESM]) . TNTNDIEFNZEAK DJRIR & 720155 Z D
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MOBEHARH ST-N, SBLMEBEBLREICL > THEBEOZ T L A2 EEIZEL T
W<, FHIHERER (301) (T8RSN HEBREITEE 1 HB L 4BHBICY R—E LT
7 —YOMEEZT D,

47



AT E R C2: RIEA

19 BEERY XT DER

TR, A Z ORRBIFEEEEM ISR b, BEERKFEINTZY AR
BIEM 2 ) 27 2845, BE, T XNTHREENRY 27 LR2ENTRBY, Z o
HEBETAHESINTZI A7 L LTEZLNTND HDIERU,

A R TS HEREAEN Y 227 & L TRO B b D
ks

freE

A

Wel e

Al 2 TR X AR 5,
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#£X BEBERYRTDOER

BHLY 27 AT SN Y A7 ZET A2 Y A7 ARt Lz,

U Rz IR T — & FRR 7 — & H
B Ty MUY RICENE | HA Z 11X, 770 2 | FIHERAR (301) T,
AL 20mg/kg/ VREHEMICEBLER (G 2 VT F =
60mg/kg/ B O & TE | D57 ) 7V a | eGFR, M REERE.
BENRD BTz, RCThy, BEERSHZ | RIREEZX—RAT A

ERboTWD,

55 T AHRABR - R 1
7 LT F=HINE EAR
W oTlb, ZRLBED
BiZ225 100mg O A&
ik sz,

FIAHGER - X=X T A
D 1.26~15 D7 LT F
= HEINAS 50mg $¢5-HE,
25mg Bf. 10mg Bf DGR
FOENEN 7.8% .
6.8% . 58% TR D H N
7= 77 AREET 6.3%,

NR—=2F A D 1.5 {F %k
257 VT F =B
50mg #f . 25mg Ff .

10mg BEOHERE DZNE

1, 4, 12, 48 HHEIZE
=4 =725,

TAYT AT 4 v 7IET
2+l LD E AR 2B
L 72 WEBRA 1T 24 BRI
PRI X 2 R 28 A Bt i
EMAEEIT ).
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Uz

IR T — 4

kT — 2

1 1.5%., 0.5%. 1.9%IZ,
Blesh, Zhic L7
TR 2.7% Th o7z,

7 LT F = HmE, Bk
& FIPRAN O 2 B 5
LlRbhs, sbiz, 7
TF=UINR—RAT A
5 50%LL B L 7= 4T A
INDOPRE L, X—A T4
VIENEFE LK o 2
(<0.6mg/dL) ., Z DEGFRK
HWERIFAIATH S,

8.2 K TN 18.1 THZ

fFg

7 v MR KR-102 :
m M & B ( 60mg/kg/
H) O 8L 2 LAY/ NEE
L PEEESE & R B LT,
INEXVIERNARETIET
v MIF#EEO =T

AL 720 T,

< 60mg/kg/ H ® A & C
I EMEIT R O
2o,

# 14/ - TR T,
ALT, AST., 7 /v VR
A7y H—E, BULES
EHEICE=H— LT,
JTPRE 22 R4 2 FEHE D
NP =N —BT D AT RIE
ootz

fik foe o o> 55 L AH 3 BR
(301) DN—F v pE
=HZV T R—=RF A
o1, 4, 12, 48 HH
(Z ALT. AST. 7 /v 7
URATZ72—E, Y
N BT —T D,

I A

REHEAHDORER « A XFE
TIT, A Z 1T
k23 (NO) K{FMEo

INETORBE T T T A
T, Z %5 LT-#5E1
21 o K (21/632 .

BMHT e 7o 5T, W
B 1 i A HER 3 & OF A
LBWE2EEL, &L
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Uz

IR T — 4

IR T — &

P

I FERIE TH 5,

3.3%) N E I TE
D, ZhcxLTF 7R
X3 (1.4%) Th
Do 1F&EAEDESNIMED,
A R0 1 2 PR A D BF
ERHEDNH - T,

P E NI DN TR

RYNEREZ 5 X 5,
TR BRI f e 2[R
WSCE, IR 2R &
KT LTZDU AT &K
e =7z,

Wt %

FNRa L

T L7258 AR BER & fikioe
Hr D 25 TAHRRBR D #5720
B, B 3 EFI A S
Nize Z & DOREBHRIZAR
B, EIZE N DIE RGN N
ROJRIK & 720155 F O
DEHDBH -7,

FHIAHRER (301) (2%
SN PERE TR 1
WHE4BRAICY =
LTI T —EBomEiE
T2,
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