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http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/ucmQ7
0567.pdf
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RNER C: EERY 27 OEXHI

AREATERNClIL, (RABORIEICHOWNT, 2012 0D 2014 HF TO 3E/MICIER S
iz, EER U R OB ZBRT 5, EERU A7 OEKIL, BB (RKAHE
B C1) xR RAHEE C2) Titdid %,

WATER C1 : SR

DSUR 2012

19 EERIJ RTDER

BHLY 27 FHFH SN A7 1ETAZ Y A7 458 LT,

1. sk

HHIZ X, T 7V av REFEBMLIEEEZ AT L2397/ 7V av RThI,
ZE LIEBIRE R A AT 5 BF OREYER L L CBERET TH D, F—RiHt
DMOIEANCEFEER DL ERMONTEBY, £/, AFICBWWTH T v b
20mg/kg/ H & 74 ¥ 60mg/kg/ H O ETENENEFEEOZET VAR -7,

(R o BRA g & U723 THRABR T, M & (1 H 1[0 100mg % 7 HE#E 1
#h) OZERM LT 30 AO#ERFET 2 A (6.7%) 12, EHAREBE Lz —@fEoi
HI VT F=UBMB R Tz, ERE 0127 Tk, Z VT F=VBRR—ZAT7 A D
0.9mg/dL 7>% 7 H BHIZ 1.8mg/dL IZHEAN L, #HRF 0139 1T ~—AZ 7 A > 1.0mg/dL 7>
57 HEBIZ 1.9mg/dL (IZHN L7, WThOWBRE bEEOE AR & -7 (dipstick
T 2+, 24 FFHAZEIRICE DRERENEET) . MRS ORREIIRICHBEIL R ) -
7= R TR, JREFEZRL) o 21 BB XTI, WgBRE L b7 L7 F =03
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—ATAVICREY EARITHEK LS R 8.2 HE DN 18.1 HEMH) . 100mg % 1
H 1R U7 ot Fe 2 g 28 AL IRAEZ A L72 119 ADO#ERE (50mg Lk
T EBREED 72 AZ2ETe) 2k, EERUIEKRRZ LT F=INER b
Mo,

mHEO Z (1 H 1E 100mg) #ARA L7of@FEgiEo s L7 =8k, =

DRADHANIE BN H DL ENHMOENT VWD Z &b, KHl & OREES L AlHet:
DHEZOLNT, LIeR-oT, HUHERBRTIEX Z OxEHESL 50mg (25T 2 &Ik
LT, bz, #EoE=2Y) 7ML, i, X—XT7 1 1, 2, 4, 8,
16, 24 WHIZIMIEZ L7 F =2, eGFR, T/V7 I U7 LT F=vbh, MPIRFER,
RgEZFEHRL TWD, T4 v T AT 4 v 7IETEBARPHER SN HEBREIZBNT
i 24 BEHEIRIC L D IRERPHEENEREZIT O, 7 LT F =2 OHMA 0.5mg/dL,
EFEN 30%., HDHVIX eGFR OB 25% (3 HET2[RE]) OERE CIIIEBRIED
BehaIET 5, ZAUTHE- TIRBRE M &, R SCE . TR BRI 3 GET
ST,

2. fFEE

7 v Nkl KR-102 ©, @ A&ER (60mg/kg/H) ¢ 8 PLH 2 A3/ NEEFLLMAEEAE
EHRESEEZRBLL, CNIVERVWHEZ 52727 v MIFEEO =BT v 21
72<, 60mg/kg/H ODHEZHEG LU FIZFHEEO= T U AT LR o T,

102 FRERICI VT, HKAIZ 50mg & 1 H 1 [BIRE O RA L7 EBRE B2 5 2 g
1] (102-087) 23, 14 HEHIZ7Y 7= -7/ b7 A7=7—F (ALT) &7 A
NRIXUET I b T A7 27 —F (AST) OHFREOHEN (ZhEiEs EIRE
D 2.7T15& 2365 EZRBLEN, TWVAVKRAT 72 —ELE U LE Y OHEINEIR S
nigipodz GEMIL 82 HAD 181 HEM) , Z 0%k 51X 16 HHICHIESh, T v
A7 I —ElL 28 HEE CICIEFEICR T, ABRFIIT L a— 18 RELE L,
MIEREIL TR TERETH o 7o, AEBRFITRRICBRIND ET 2L IS T
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FH X EYEZPFHL T, EHE003AE FT AT IF—EBOMMEzg &I L
TEEVNT e oo, AEFZEBMIM D b mEA ORIt SN THY . ZAbNR
FT AT I F—EBHIORRK & 7e o fo v REMEITIEF IR o 7o, ER T _REREL
T, #EBRAE 102-037 DA Z O RE (Cmax) 7% 50mg BHHEOFHIEDOK 8 15
ThHZENHAL, Z OREPRNETH -/ Z LRI NIz, ZOnEEMEIT £ 72
BN THD, FEIMT 0T T LT Z 2HBEGINTZOMD 148 NOHERFEIZFHB W TIE,
KT AT =B EFIZR SN0 5T,

T v PO L BRE 102-037 O T AT IS —Y LR EZEL HITHERR T
FVBEZERE=2Y) M Tb-, 4 B L 16 HOFMAZ BN L, BIEHBREIX
N—2F7 A, 1, 2, 4, 8, 16, 24 #HHIZ ALT, AST, vV vy, TAAYUKRA
77 4 —EORENEm SN TND, TIIUTHE > TREEMFEE, [FEHPCE,
IBRFEMEEN WG S,

DSUR 2013

19 HERI X7 DEH

Y 27 TEHFEINTZY AT AR Y 27 ZfE LT,

1. Bt

AN Z L, 7I 7V a RERULIEEEZR T 28D 1 o577/ 7Y =2
RTHY, BEMENSHDLZENHAL TS, FIHF2 27 5T1 H1HE 100mg
ZREAARM L7z 30 ADMEEHEERFET 2 N (6.7%) 2, BEOEAR (F4 v 7 AT 4
v ZIRICE D) EBE L @M s VT F = BN A BB L, E LB OB
(BT 100mg DOHENHIE S L7z, FEEINRE R & L EMEREZ A3 5 B 1Tk
LEA Z OF MAHRE (201 &RBR) 288 T L. 50mg D 60 AH5 A (8.3%) .
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26mg #ED 62 AF 5 AN (8.1%) . 10mg #ED 59 AH 3 AN (5.1%) &, X—RAT A v
D 1.25 fE~15 5D 27 LT F = AEMBABE S, ZUSX L7 7 B AREETIE 61 A
6 N (10%) [ZFBD BT, ZHbOBRERBICK L, (RBREMGHEEFIZHE-> T)
BB OR G2k L, iE27 L7 F =1k 2BEBLUNICR—RA T 4 VEIZKE - 72,
50mg #£D 60 A1 A (1.7%) . 25mg #£D 62 AH 0 A, 10mg #D 59 AH 1 A
(1.7%) 12, X=AT7A4 D 15 FZxBR 57 LT F =B BE I, ZUcxt
L7 78FRBEL 61 A2 A (8.3%) Thotc, TNOLOHEHRELBIIH L, (REBRE
faFHEEFICIE > ) WRIEOREAZFIEL, {27 L7 F =13 2 BEMAIZR—2Z
TAVEICRE STz, 82 HEOD 181 HTRELHMLEZLIIZ, 7 VT F=rDIER
i~ EE] (Thbbr L7 For LEMOHEBOMEE) 13, REBREO 5 2 fk
LT HRE EHIELIERECTHLETHY . THDNFEDOEKAOKBE TRV &R
IR ENT-, HHTREE, Z2RELZ VT F= U 8INE 388 LI=98E D 4 AT 3
ADFRANZ G LTz, fikfef ol 202 & 204 T, X=X T 1 1, 2, 4,
12, 24, 48 BHICMIEZ L7 F =2, eGFR, MHRFEEHR, RRENG EHEE=
F—END, TAYTAT 4 v 7 ETEAREIEE LIEREIC 24 FRERICK DR
B YRR E A AT O,

2. JrEEk*

WA Z X, 7y MBI okEHE (60mg/kg/H) T/AZEFOMEEEZG| S L
I (EELZOHBETUSFICHFEEDO= T VX Erol) o HIMHT eI T A
T, 149 A1 A (0.7%) 23, 14 H HIZHEAHOIER EREOK 2.5 50 ALT &
AST $MMEZRBL L, FHGZFIICTHE L, BT LIEHETMHE 201 ABRT, Z 2&5
L7z 2 NoWsRE (2/181, 1.1%) O R T AT I F—ER/HEMLEZ (8.2 HEM) 23,
WTFRLBECT\ETHY, £, TT7EREEO 1A (1/61, 1.6%) IZBWT, X
DWEEOHEMMB R OGN, ZOFRICESE, BIEOET=4 U > JEHliLEy & b
o, TRBREMFHEE, BB EE, AEMACEOLT I ThbRnol, PR
TIF—EREIN L1 A (102-037) 128V T Cmax BAF LWEMEEZ R LR, Zh
X2 DOBBE I A LSz,
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3. Kqp

HH Z 1%, BEO—bER (NO) IKFEHEOIMEILRE L EZEZ 5N TR, Zih
PUROEER O—HZH > TWD RN H D, ZOHIFF, 201 SRR S 2 o Jepf
(2/81, 1.1%) 723 4, IRBREMEMITEEA] Z L REBERIH D & Hlr Lo (%
B 201-119, 201-212) , #ERFILENEH 10mg & 26mg D Z ZRA LTz, i
FEBRMOFERDH -7 (1 NITHALHICEHWVREACKRETHY . 1 NFEMICHE
LRMOBAEIEDR o 72) 3. AKENIOIEMBER 226 KRERN & 5 FREMEDRE . B,
Fl&fe X HANCRHET 28WEH & LTRMPIZIERE LTV, ZTUHDFEEFEFLROMSER.
EF=F U U FEITIRICEE SR o T,

DSUR 2014

19 EERIY X7 DEH

) 27 IFEFHENTZV A7 IET AZ Y 27 ZfE Lz,

1. BaErkE*

HHN Z X, TV av REBEB LI EEE /T L2EED 1277 7Y =
YRTHY, BEMENHLZEHBIL TS, B THARICE VT 100mg OHET
L. BB EO 7 VT F= EEARPEN L2720, TR UEORE OIS
hic, HUHT v 7 T AT, 50mg H5#., 25mg #. 10mg FEOHBRE OZNZh
7.8%. 6.8%. 5.8%IZ, N—RATA LD 1.25~15 {FDO 7 LT F=UHMNNBIE SN,
ZHCH L7 T B ARRE 6.3% TH o7z, 50mg B, 25mg #f. 10mg FEOWKERE D ZF
ZI 1.5%, 0.5%., 1.9%IC, N—A T A D 1.5 {EE 257 VT F = BMpEs s
. ZHUCKH LT 7B ARBEIL 2.7% Th o7z, 8.2 HEWN 181 HTREH LIz L 21z, 7
L7 F= UM, BK ERRAIOERICEE T 2 & Bbhd, b, 717 F=
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VINR— AT A G 50%LL EEIN L7 NI OBERE 1T, N— AT A MENEFI
Ko7z (<0.6mg/dL) . Z DFKRPIERIIFHTH 5,

e OB ISR (301) T, X—RA T A4, 1, 4, 12, 48 HEZMEZ v 7 F
= . eGFR., MHPRFEHE, BREENE=F—INTWDE, TA VT AT 4 v TET
3+ EDOEARZ BB LT 5E 12 24 B EIRIC X D IRE AP &N EMmE LT ).

2. FreEie*

HAI Z 13, Ty FOmEHERE T/NER OGS I Lz, B IHE TMHE
DORERT, ALT, AST, 7V B VKA T 7 X4 —F, BULEVEZHBEICET=4— 1,
PR A RS 5 B O N — AT 2 b DITA LN o T2,

e OF MAHRER (301) T, X—RZATF A 1, 4, 12, 48 WHIZ. L OIFREE
EOBRENMTDOIL TV D,

3. KA

HHN Z 1%, BEO—ELER NO) KEFEHEOMEILERESZS 2 5T, i
POREMER O— %2 H > TW D RN 5, TNETORBE T /T LT, Z &2
B U281 21 R0 R (21/632, 3.3%) DA SN TEY, ZhxLTr 7k
AHIT 31 (1.4%) THDH, 1T & AEDENMED, HRE SIS ILREO G & B
Wdhotz, HMMT 17T AT, HBREFICHEIERE (MG, e Fav U Prx
AN DAEFEHER L) B LAWK S ICEE L, B EDIZTHOWNT—RAY 722
THREEE 522, RBRERGHEE, FERHACE, BREMEELZYET LTI
VAT &5,

4. [PEfEI*
T L7258 T ARRER & ke T O B AR EBR O BB E > 5 . IR ZE 2% SIEBIH S S
7= (ZNZF 81IHE 82 HASM) , TNENDIEBNZEENER DJRIK & 72 155 F 0
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MOHANH STen, 4% BMBERREIZ L > THEBREXOT— BT U AL EEITRL T
W<, BIAERER (301) 28 SNPREITEE 1THA L 4EAICY N—B LT 3
7—POMEEZT D,
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IATE R C2: KIEA

19 HERIJ X7 DER

Z 2T, R Z ORI R E/TICED DN, BEERKESNZY AR
BIE ) 27 28K 5, BUfE, T _XTHRIBERRY 27 LR2ENTEBY, Z 0
HBLBETAIHEINIZY A7 ELTEZLILTWND DX,

FAERT G PICEE RN Y A7 L LTGRO LR D
B e

T e

KA

i

Filz TRioR X IAZRE#HT 2,

p={1118
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FX HERU AT DOER

PR U A7 THEg Nz 2712

TAZY AT R LT,

Iy FEEGR T — IR T — 4 HiE
R EE Ty hevubhFicEnNE | EKA Z X, 770 2 | FIAERAE (301) T,
o 20mg/kg/ REREMICELILER Iy 2 v T F =
60mg/kg/ H O & T | MDD AT 72 7Y 2 | eGFR, Il FIRFEEHE,
#=HERRD T, RTHYH, BEERSHDLZ | RIFEZX—ZX T4 |

ENbhoTWA,

55 T AHRABR - fEEER I
J LT F=UoEINE EAR
W ool ELIFED
BA%E/2 5 100mg O AN
ik &z,

FIHAHRRR - X—2F 1
? 1.25~15 D7 LT F
= EEINAS 50mg ¥ 5-7E.
25mg . 10mg REDOHLER
FEOEXENEN T.8% .
6.8% . 5.8%IZFH b
2o 7T REET 6.3%,

R—=2F A D 1.5 {F% ik
D7 LT TF = MR
50mg #f . 25mg #f .
10mg FEOHERE DZNE

1. 4, 12, 48 HHIZE
=4—9 %,

TA YT AT 4y IIET
2+ EDEAIRZ % E
L7=WiBrE i 24 HERE
PRAZ X 2 PR & A PR
EMAEEIT O,
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V27

JERGR T —

IR T — %

B S,

7L 1.5%. 0.5%. 1.9%IZ.
xR L T
TAREEIX2.7% TH o7,

7 VT F = X, MK
ERIRAN O IZBES 5
LBRbhD, bz, 71
TF U RN—Z T A
5 50%LL N L 7= f A
IMOYPERE L, X—A T A
VENEFELLLIE» -
(<0.6mg/dL) ., Z DGFK
HERIITATH D,

8.2 H L N 18.1 IS,

I EEE

7 v MR KR-102 : %
& B (60mglkg/
H) @ 8L 2 PLy/ N
HROLEEESE A B L T2,

IHEVIERWHETIES
y MIFEEO= T

AlX 7 inoTz,

= 60mg/kg/ H ® H & T
AUt b= Y g
o T,

1AM - AR BT,
ALT, AST. 7% U &
277 R —F, ULV
ERBIZE =X — LD,
JIT PR T 22 RS 2 S E D
NG — AN H DT R
ooz,

Ak foe o> 55 I AH R Bk
(301) DI —F L 72E
=RV R=ZFA
o1, 4, 12, 48 HH
I ALT. AST. 7 v
VHRAT7 7 2—E, £
ALY EE=F—F 5,

(B

PN

RRFEHDORER + 4 XE
TIT, A Z 1T —m
k23 (NO) KEMD

INFETORE TS T A
T, Z 5 LI-gERE I
21 o K (21/632 .

WA 7 0 75 T, W
B (LA PR & O
LaWnWE9EE L, L
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V27

IR T — 4

kT —

FHFIE

MESLEE TS 5,

3.3%) NEmEINTE
D, TR LTT T ER
i3 (1.4%) THh
Do 1E & EBIESITED,
A S0 18 PR EE o OF
ERENH S T,

PED F UM ON T — R Y
RYVINEEZ 5 A%,
EL/ESy TR N Y=
WHSCE ., TR A
WL TZDY AT &KX
STz,

Tt

L

FT L7228 TARRBER & kit
o> B TLAH BRI O Bk 7
5. WS 3 SERI A AL &
Nize Z & OREBHRIIAR
W, & DNE B e
ROJIK & 72 0152 2 Ofth,
DOBLH B - 7,

FIFRRAER (301) (2%
oS Y W3 e A Ee = |
HE L 4BEBIZY N—F
ETIT—EBomEE%
5,
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