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V1% 4mg |3 SRE OFEH Z i L 7= 7,
RIEFZBUBEEE X, Y L R U HEE T 62.3% (71/114 f5]) Th o 7= (BRMREEORE 2 51r),
FERRWERIT, FE42.1% (48 f), WA 13.2% (15 fi) . (J AR 13.2% (15 ), BEJE 11.4%
(13 f5) . ‘HJm 8.8% (10 fl). BHEIR 7.0% (8 #) HTh o7z, Fio, HKMEMEFTOERL
DIX R Be-I 7m0 7 Y N 6.1% (T4, B-N 7 EF/L-D-7/at I =4—BHIN53%
(6fl) HEThH-o7-9,

17.1.4 S EFE MAEER

O HEBEE L OSREEFHIEEET BT 5 v+ U U A 90mg Zxtl e L —EHE
WEEESGRBR I BT, SRE BHESIL, YL Fa g dmg BT 44%, XTI Fe U@+ Y oL
90mg #ET 46% %~ L, 2D 95%(EHHX M D LR 3.7%I3HE LIz FHLME~—T 0 Th D 8% % T
D, YL Rayi4mg IS a7 MU 74 90mg i b7\ 2 L B RGE S Lz 9 10,

@ FLEE TR B DS O B E S RE LB T2 7 7 v R ERRE L “EHERIERRICE
WT, D SRE 235842 ETOMMOFRAEIL, V'L o iR dmg B T230 HEARL, 77
TARBED 163 H L L THE (p=0.023) (2K< . YL Fu V# 4mg IE SRE ORBL A LR S+
Vi 11)0

@ BN EEEREICB T 57 7R &R E Lz “HERLERBRICI VT SRE B EI& 1,
VU Ro U dmg BET 33% 4R L, 7T BREED 44% & i L CTHE (p=0.021) (Zf&<, V'L
R % 4mg 1% SRE D% B 24| L 7= 12,

2) REMHR
M ERR L

(5) BE - WEAHEER
MUERR L

(6) AEMER

1) SEARERE (—REAKERE. HSECEABREREZ. CARBLERARE). REHFTRT 4R
—RRE. RERFTREBRAROAR
U ERR L

2) RBEHLELTERFEORNENITEREL-HE - RBROBME
LR

(7) =0ttt
% LR
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VI. EMEBICEYTSEE

1. XEZMICEEHSLEMNITILEYE
B AR AR R — kA
HE  BEOH DA ORRE - DIRFIL, BORMNIEFELSRT L2 L,

2. ¥BEER
(1) {ERERL - VEFBFF
VL R ORI EER O ER2BFIE. BEMRO YT R b — ZFE DK ORERL 9TH
HEBEZBND,
(2) ENEREMT SRR
18.2 |mAIN P LMGEREER
FORIR « BIFDRAREH Z v R 2 Wi e 2 > Ds B Em b /L sy U AMEET /LICY L R
VEREFETEG Lic k& AEKRGFENICIIE LY T MREZ KT S5 19,
18.3 BRI E®ERA
YU Ra Ui~ U ABHEREREERICB W T, SV NEBHEERIC X B~ U REEEED D
DIV 7 Wl A BEIRERNC L E T % 10, V' L R o R IR K OVE B AT OB 5 ©
TIAZIIT DB TR A B 5 17 18,
(3) {ERZRTRFME - FFiuki
MUERR L
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VI. EMBEICET HRE

1. MpRECHTDE

(1) AELENLGOHRE
YR L

(2) BEREBRTHESA -OPERE
EMEEEEEEEEICY L Ra U 4mg & 156 oEHIRNEBE G L7 & | SEPEiie T A — X2 3L F
DEBY THoZ (n=10) 19,

o - Cmax AUCo-24n
(ng/mL) (ng-h/mL)
4mg 15 53[5 426+101 576+130
(3) HEE
Pl v/

(4) BE - ftREORE
(Ivit. 7. MAEAEH] OHEBR)

2. EYEERB/INTA—S
(1) fBAE
MR L
(2) BALEREEH
MU ERR L
(3) HEEEEH
MG RR L
(4) VY73 2R
MG R R L
(5) SHEE
MR L
(6) Tt
MER R L

3. B&H (REaL—>av) #H
(1) fBRAE

MR L

(2) RS A—4ETBHER
MRS L

4. R
MR L
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5. 9

(1) Mm-fxBaFIE BT
RUERR L

(2) Im&-taiREaFIEBA Mt
(v, 6. (5) #4ftm) DOIHZM)

(3) Hit~DBiTHE
(V. 6. (6) #=FLhw) DOHZSM)

(4) BER~DBITHE
RUERR L

(5) Zofhoi@~nBTH
RUER R L

(6) MTBOHSE
EEER L

6. fti

(1) KRB BER
RUERR L

(2) R¥ICEETSBE (CYPH) O5FE, F5X
EER R L

(3) VEEBHNROERRVZORE
RUERR L

(4) REVOFEOFERUESL., FELE
RUERR L

7. EEit
VL Ra URITEARNE G Lz & & 128 A SR Z ST It S 5 20, BRI RE
(9 %) ROMEMEREIC L D@Ly T AGERE (196)) 12V LV Ka Ui 4mg % 15 /RN $¢
LB L7-ex, PEEE#S 24 B £ TICREED 32.6% K4 T 16.0% B3 REE L L CRTICHRE S

7 19 21)_

8. FSVARR—A—IZHT S1EH
B R L

0. BHFI-LIREE
DR L

10. BENDERZETH8F
MR L

1. Z0Oith
MG RE L
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VI. £t (EALEOZEES) CEYHEE

1. BERBELZOER
1.E8E
<hEeE>
1.1 AFT A EHRPAEFOAICANS &, Fz. BEE®T 15 SRELUENTTITSI L, 59
T RERIRPUES LN EOBRKRERT. SEBESEAREALAMNBRESATINS, [11.1.1,
14.3.1 B8]
<EHEEICLIEAHIL S LNOE>
12 ALY LNEIZLZBHKERERET 5120, BEBEARNICL 2 DBE~OEELZTEEL
DO+ R HBBRARET o ELTRET S L, [11.1.2 3]

(fifa)
1.1 AFNIATFEHIRPNES HRATH S 2 &, £-. I OEKREBRICB T, 5 HBSTEEIRA
EFIC LV AEBEENEKB LR REINT-Z LB E L,
1.2 BANT T AMAETIEBKZRE D Z EDDMIRIC K DIEEBME L SNDZ ENEL, DERE
NOWBEER LT ECHIRIBIREIT O LERH D EnD
2. ERABFLEFOERA
2.BE (ROBEIZIFBELLZIN &)

2.1 AFNIORGy AT D & AR AR F— FREEHN G U, @BEEOREERE O & 5 B
2.2 fEbm TSR L T2 AIREMED & 5 &t [9.6 ]

(i)

2.1 FERMES O EOEEEZE L LTHRE LT,

2.2 WIREW) (T v b) ~ORFIORTHREGIZE T, TR, HIRE
COHE SN TWD Z L bRE LT,

FRE L,

- Sy i O REENY) O BE

3. MEEREMRICEHET HFE L ENEA

BES N TV

4. BERUVAERICEET 3B L TDOER
(V. 4. AEXOHEIZBEET IEE] 22T 52L,)

5. ERGEFNIE L EZNER

B.EERLEAMIE
<PheeHE>

8.1 MAIRIRIZ 53725k - BB A FFOERIO & & T, ARAIOE A Y] &l S 2 JEFIZ-DOVN T
DIERT D &,

8.2 AA|IOKLLGRNCBHREMAE (JE 2 V7 F =2, BUN %) #1795 2 &, /2, AFIHEEGHZIT
EMMICBEEERE (g2 L7 F=2, BUN %) 2175 2 &, RAZRGHICEEENE( LT
BElcix, BEEZRIET 572 LEURNEEITH 2 &, [9.2.2, 11.1.1 ]

8.3 RAIFHGZIZ, MIEMEAI LT UL Vo, TR UL DI ULEOEMIEETDHI &,
AREHIZL Y IRV T AMES G PIH~10 B BEIZHBLT 5 AlREER H 2 O T, MiEH#iE
ANy MEIZITRICERET 52 &, ok, ZRMEFHEIC K 2E5RELROERETESICL 5
REZFTHREH L TE, BBEIS L THAY T LRV E X I D 2S5 L 915815
Z &, [11.1.3 &HE]
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8.4 B AR AR F— hREANC L HIBREZZ T TODHBREICBNT, WEHEL - HEEHMEND D
NDZEeNnd D, Wt SNTREGI D% < 3tk % OFHE (63 DR IRE) 72t BHLE 0 7 &G 12 B
HLUTHEIL TS, UARAZRE LTE, EBEES, bFRE, MEHAMREER, arsFaxs
O YRR, HORRREE, N REA, WEHMLE OSSN MO TV D,

AFI OB G- BIAARTIE N EN O E PR IEZ Ml L, MBS UC, B ICK Ll iR R 2 52 1),
(RN 72 IFHLE Z TE DRV FEFTE L2EETH 2 &, ARAIE G IR RHLE 23 LB 72
STEHAITIE, TEHRYIFFEOLERLELZ T 5L 0EETLZ L,

Flo. ABENEZFERICRSZ & EMNRERRAELZZ T 52 &, ERZZRFIARFIOMEH % i F
EACE L CRENZERLEIXI CESRVBHT S 2 L E 2 BB oI L, BERRD S
NIZEEITIE, EHICHE - DRI 2227 5 L0 IiEET 52 L, [11.1.56 ]

8.5 EAKRARFT— FREHNEZMHEHA L TVWIERFICBNT, AHFEFELENER L OREND
5o ZIHOHETIE, BORGIMEIZEE L CTRBLLIEF HRD LND Z Enh, SVHEE,
Hi, BREOERM R HEICIE, BRIEGR 22235 L5835 2 &, [11.1.6 ]

8.6 b AR AR — hRIEHZEHET L T2 EBHEITBW T, FEAMEME ST 01 & 5 KR
HHa 7 T KR E B, TR ESR S EOEEMEFINREA LT ORENRDH D, Zi1d
OHETIE, EREIHEZ 2FCEM A S5 A RN KRB, B, A3y TRITBER A3
BOLNTVEIMELH D LD, 2O L) RIERDPRD DNTHEITIE, XBREEZITV,
WEREEITH 2 b, Flo, MAMEDEIRECL AR H B Z D, FAICIEER BT
X G, KAOMAOIEREZMR L, X fMEEZITHO R Y, HEICBE T 2L, X
MR I B OIEE S, R EE@AT AR LN TEY . Z0 XL 5 2EA I3y /e 0@
215 2k, [11.1.7 ]

<ZBHMEHMEICLIBRERVERETEGERICLIBRE>

8.7 R &Mk 59 256, HHANCBHEREDH 2 BF TIX, MiF2 LT F =0 BN SR
5 1.0mg/dL LL b, BERERENIER 2 BE T, MG 2 LT F = A ESRIE D 0.5mg/dL ULk E
HLEGAIE, 52 IE35 5 E@EURAEEZTY 2 &, [11.1.1 &H]

(fi#i)

8.1 AFNINABEFIZH L THREINDIEATH Y, BHPICEREORENZET 5% O ATFEMN
FRCH VL LD, KAlERGTHEREOEREFHE LTRi#l L7,

8.2 7 v FRUA X &Mz 3 # AU EORMIFERGHERICISWT, IiF7 V7 F =80, R
AE DT FFE R O B2 (b, B MEBE . R BESEE DBIRA~DEERFEO BN TV D,
Fz, WA OTIRE B EREICE N T, EERBAREOB AR E S HEL L 7 EGI 2 Wit &
NTW5D, > T, AHFTGAIROEGZICIE, LT EEOBEERLZHEE L, FICEERIZON
THBICEBETOINERDH D Z ENLETE LT,

8.3 AHIDEEGIZIVMFEROANT UL Vi TR UL AU LMENEHNTDLZLNH
DIZORRIE Lz, S BIT, ZFRMEBEEL QETE BB EE Tk, AAIDERICERIZh
STEEGEINDAREMERE W2, MEI /LY T MEMET LT, ZRMICEIFARIRSR VE RN
ER U, RIS T 2 AR E TE RN D SRR HIE K OFE RS RS
BEICKT2EEELELTOIALT T LARPEX I D OFBIZOWTRE LT,
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8.4 RFIEEFLEAKRARR— MREHNT L DIREEZ T TN DHEE T, FHEHE - HEEHXD
JEGINHE SN TRY | $E SNIESI D% < DS OB (2§ DR EEA 72 ML E <SR AT
B ICBE L CRILCWD, UV AZKRY (AFEORELS, ERHLESS) 28 L, TR Z2E
REVECREEZITH) ZENEETH L0, ARG RGN OFENOE BRIEA FER L.
MBS UC, B Ll 2w AR A 2% ), REMZ2HEALEEZ TE SRV FEETEL
K OEET 5 2 ENNER T OFH LT, AFIEGBA%IT. AENZIFRICROZ & EHN
AR EZIT D L, RENLERMLEIXTE HIRVBET D Z LR EEBREICHYMAT S
Tl E o RENEDONESEAICIE. EHICHER - AR EZ2 T L0 ICE TS L,

8.5 AH|ZELE AR AR R — FRIEHNZMHEHL TODBHEICBN T, AAHEFEENSHEINT
W5, BEARARR— FREFEHEHL TODEBEEICK L, SAER, B, %R <
BAICE, BREGER 252272 X 58425 2 EARERZOEH LT,

8.6 KAl EZLr B AR ARAR— MRIERZ RHMHEH L T\ 5 EE T, IEIMEM SUTEM ARSI &
D RERE AT T ARG B, AL UE B % O ERF I OGN RE SN TWD T
WRLH L7, SERE PN 2 2HCEM D B2y A BN KBRS0 R, mifaiEs 2z & CRiTBEE A3
ODONDILGELH DL, ZO XD RIFIRBRD 5N H5E 121 X BMRESE 21TV, #E)7 AL E
1152 &,

8.7 M DERRABUC BN T, AR GATNCERERFEOS 2 BE T, MG7 LT F=r ks
A5 1.0mg/dL LA E, BEEREN IEH 72 B3 ClI, MyE 7 L7 F= U BN & 5-RIE 5 0.5mg/dL
DUEER LG EEEREEBLLOERE LTS, ZRMEEHEL CEPETEEESE TIX. A
Flsferc BEICh e o> TRE SN D AREME N E < . BEEOTEMNICITFFICER T LE R D
HTEMBRELT,

6. RENDERZEHITHEFICEHTIIE

(1) &HHE - RERFOHLHBE
BRE ST R

(2) BREEESRE

9.2 BieEEERSE

921 BEEFEDHSHE

ZRMWEHIEIC L 2 BHREROEEEEESICL2ERELZ AT H2EBE T, BEEOK NG
T, BEBLZHHGTLHZ L, [7.3 Z2H]

922 ERLEBEEDHSHE

REAZBR LN OEEBEICHRGT 52 L, BEENELTIBENND D, LB HIEL OEE

B EE CIE 2 L7 F =20 3.0mg/dL LI L, EVEERIC X D ALY T AERE TG

7 LT F =008 4.5mg/dL L ED BE TOHoy el HRRER A 72, [8.2, 11.1.1 ]

(fian)

9.2.1 BHRENME T L TV A BFICAR Z G T 254100, mAEFRENSENT 2720, BikE
DI TS U HEMRE 2 BE Lz, 72720, BEEEIC X 280> 0 A MUEOTERIZH LT
X BAZET L2560 % L AJOFRGIIEHIMIC/ZR 5 Z N TRIND D, BEEIRTIC
Jis CTe AR G EOREIXLERNWEEZ L HND,

9.2.2 HEARBEEDDH HHBE (LRMEEHIEIC LD EREROEBEEEmBIC L 5 ERERE T
Mmig 27 V7 F =214 3.0mg/dL UL b, EHEBIC X 5@ ALy v AMERE TG VT F=
i 4.5mg/dL LA L) (Z6F3 23R RN HER S TR WO E Lz,
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(3) FFHeeEESRE
BEEIN TR
(4) &GEREZHT 5F

9.4 H£REREEXF T HE

RT 2 AMEEME D H B i, 1B EOFRMEDGRMEE BRI G AICOARFEGTHZ L, BEX
RARF— b REHNTELEICR Y A EN-RICEFBERA~RLITHRHEN DT, 2HIER~D
FEHBEIL AR AR R — hRIEHIOF & - HIFICHBET 5, B AR AR R — MREFOPEND
IR CTOMM &Gk & OBIEIXA & TIZZAR 0,

(fifa)
EARARL— P RIEANTEEEICBRY AETN - BICEFBRICRXICHEEND Z ENDRE
L7
(5) b
9.5 iTh®

PRSI SAFIEIR L T D IREMED & 5 I3 G- L Z &, MHREY (T v F) ~DY L R
WD PTG & o T AT, MR - X ORE O3l Sh T b, [2.2 ]

(6) R¥LIF

9.6 RILM
B EORBRIER ORFLRBOARIEZZE L. KALOMKGCUITIEZBETT 5 2 &, FHED <3
Feri=F b ULACEBNT, 8ER (T v ) TRHATSBTTDZ EnmE ST 5,

(7) INRF

9.7 MNR%E
EIN TN 255 L U2 RBRITE M LTV,

(8) EinE

9.8 BiNE
WET DR CHEEBEICKRGET S 2L, RICAEFBERENMET LTV,

7. tHE{ER

(1) $tRAESETDER
BEEIN TV
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(2) FRAFE L EZDER

(

—r

10.2 BEREE (BERICEET S L)

EFN 4 T BRAEAR - H5 18 51 ey - fabRik -+
TV b =B Mg o> o AR EEIAR T T (FEICEH 28R 5,
HNT b= LBENDGD D,
)T h=v
Yy k=
TV ay RRAEDE (RHIMIZOZY iG> T AMEAEICER RIS,
TR A DERTTLHBENDH D,
v HE b MiEH N T APRTT 282 MAICEHZHEET 5,
nndH s,

(fign)
T b = BN AR RE ~ D EFEAVMHIZI R & | B O DT v 2w AFEIRI Z ] L TR
Y - IS L T AR S D, M7, AANIRCE ML OBERE . AR M o 7 AR
F—U2AZFE L TRHINICIEN V> 7 L2 & T S5, BAOHMIC LY oA I ik
AN LAPMETTDEENRH D Z ENORIE LT,
T 70 ay FRUUVEMEIMED VY Y AJEZOE B T AREMER D D . AAI LT 256
(B D72 DR E LT,
At MOIEARF L FRRICMIE D V> 7 L2 R F SELEMRH Y AHF L ORI LV FRA
(AEHDR RSN D BENDRHH Z LN LRE LT,

. BEl{ER

11.El4EH
WOBWERNH 5o d 2 ENHDHDT, BEEHITITV., BFNERO b HAICT&kE % h
157 SR E AT 2L,

) EXGENER & OHER

1.1 EXLEMEA

111 AHEEES. MEEER. 77 >a=—EEHE

SVEBREE, WEMEEX, 77 ras—ERER (IRY CmiE, K8 Y v AfdE, @7 v F—v
A5 FREWR & T 2 AL R E ) EOFREE (1%~10%A0) R bbb d Z b D, [1.1,
8.2, 8.7, 9.2.2 B#]

11.1.2 5 -MEDFRE (FEARH)

T A LY O o MPEOARS (RiE, EREEE, WiKE 2dbbhd 2 einbsd, [1.2 &
]
11.1.3 EAILS Y LI (5%A)

ERAAER (QT LR, &, 7 ¥ =— LU, KEYHES) 2L KAy AER S H b
AL, ATy DRI O SRR G EOMYRILE AT L, [8.3 ]
11.1.4 MIEMEMmA GEEARH)

FEMERMRRH DD Z LB D DT, Kk, FEREEE, K2 Mg oRE (REZE) F050
SNTZHATIE, e X AR, B CT, miE~— b —%0mEx2 £+ 252 &, B
RBGEONIZGEIZITEGEEZHIE L, RIBREFRVE CAORGEOREYIRAELITH Z &,
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11.1.5 FRIRG - FEBEREL FHERP)
(8.4 ]

11.1.6 SNEEFIEE (HEAH)
(8.5 &MH]

11.1.7 XKBBEFT. AMKBREERE. AEREFERHREOFEREHR GHELH)
[8.6 ]

(fi#s)

11.1.1 SMEEEE, MEEEX, 77 v a=—EEFEFEORFEENRHRE SN TV D, AKAIFREG X
BREEORBICEE L, BEDPED DN SHAICIT. B2 P45 CHEOARLEEZITY 2 L,

11.1.2 FEVEESIC X5 AL U AERE 2 55 & LIZENERRRBRICBW T, Y L Fr Ukl
& B IR EBEORNRIGE AT S AV C, I, MR8 A U, FiKIEIC KD FETCIcE -
TREBI A STV D, @by T MUE A I 2 e kid, #x oBE IV TIK
FERDORRENZNENRIe 2720, BEFGEORIUE Ul @b 72 @@ N nE & 72 5 —J7C, ik
O B G DEA~O AR Z R S, 5 o Mk OAR 4, MR R % ORI B O Mt 2 & )
HIlizb b, FEELE,

11.1.3 EPRSMIB W T, QT IER, EEL M5 HERE D LU AMFERHE STV D, KA
OG5 BAMBBIZMIIEMIED V> U AOETERE L, KAV 7 AMFENED b HE1TE,
TV T BENO S G E O R AEZ(TO 2 &, o, SRMEEHEIC L 5 EWE K OREE
FEBBICLDERELAT 2BF IS LU LBEIE L THAT T LAROE S X D Offfa
BITH T &,

11.1.4 FVEMEMR WG S TWD, ZHK, FERINEE, 88, g0 RE (a5 F0nRobhn
7o B iE, RN E X, M CT. G~ — 7 —E0MmEL £+ 25 2 &, FEMEMK
MELNT-SHA IR G2 T L, BIBRERLVE OB BSOS E 21T = L, (VL
5. HEEREANER L ZOHE ] DHESH)

11.1.5 FHEEE « HEEHRPHRE SN TNWDO T, BIEE +0I2T0, BERRO bNGEIC
I G A2 RIS oL WUREERTITO 2 &,

11.1.6 AN HEFHEEPRE SN TWD O T, BIEE 01TV BEPED oG A I3k 5%
ik o2 d, WMURLEZITI Z &,

11.1.7 KERF#ER7 T, B RIRE B0, IR E B SE O ERNFINHE SN TWDHD T,
BIRE ATV, BREPRBD NG AEIIIE G2 IET 572, @MURLEEZITH 2 L,
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(2) Z0inEI{ER

11.2 FOHDOEIERA

BLone, Bk, B

JEAR™

5% - 5% A B R ]
JiIRTEER o A . M/ REA  B fEREA
LI BRI
O RLBE, AE, B2, Wi, (RLEEMERZ, BRIRES, M
B 95 ARG, SRS
A A E 1KY M e KAV T AMAE, &h Y UK~ 272>y AE, &
INjiiikns NURZPNIIXiH
st B B Rz, MEIREEE . $EEL. 4
"
R GIEpL FEED E U, BRI SRR, R, IRk,
IR Gl
AR Al ARSI FH, 7 Rokdk, Lk
— P, IR | IREE ORIE (IR
RN, AR RS
Lol — — BRIR, RME, &
R 2 R — PR K] B Iz K
H IS T, RS, B, AACR|IMERE, 0P
I, OWE, NNk, BRI
(B2, R R5E)
JFARE % FHRkRE B
(AST, ALT, v-GTP # — _
)
B A& R BIETR™ . Bm™ ROENREEL, AHAR™ . i | 2smE™
B, R
R R VR K R znsu7 Y L iR, 2R, EHRE, mh
4 mn PRIEFEIN, s LT F=
HIIN, B-N 7 & FL-D- N
v at I =2 —EHN
AR N O B EE 1 AR Wi, HE57™ . FRIE, KRR RS AOS (. R
JRPTERRE PEVRIE, Modm. 0. SRR, MEIR. AL, IR .

PREIIN, 2T, A T v
T YRR

) SVEIEOS (RAIFG#% 3 AUPNICHEEL L, @5 133 A UNICIEE S %) IS4 D EITE 2

/E\UO

. BRRERBRICRITTEE

RE STV
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10. BE®RS

13.BAERE
AAN OB G L0 FRRIED VT MEZ R Z TR H D, DX RIERPH Ebiu
EHEAIE, ANy ARG 508 WERNEZITO Z &,

(fiah.)
EN R R Tl & 5 ICBT 2 G IEA LN TV RN, Tl ERG LB o561, A
Fra BT 5, RBIOEZHFEN DS | K V> T AEE 2 AREERE X b,
DX D IIERN S SO EAICIE, ATy AR ORER L WURLEZITS .,
WS DEFERABR TIILL T O L9 & 236 %

- 32mg/5 77 (2 41) : B E R AT RITRO bl o7z,

< 48mg (14 : —i@PEDOFREEL (38°C). 2 AH#[RIE

- 4mg 4 HEtfe b (161) « IFHRERE K& OVIE IR 5 Bl

1. BRALOEE

14EBRALEDERE

141 £BNEEE

X, TLaRROAHE (ORI IZEEIZD-> VFITZ &, RO LSS, HID A ORAKLT
WRIWDJRK E b BENNH D, £, SHIFE—EHFTICH D K LR S 202 &

14.2 RFHAHNEBOIE

14.2.1 HMBICRE 2RO EAICIT A Laans &y

1422 IV V T LR~ TRV T L EGHTHEMARERAG LN &y,

14.2.3 & L CTHRETHGAERE, FFCUIMOSHAR SRS LienwZ &, [7.3 ]

14.2.4 FRALITHIR D 21 eI+ 5 2 &,

EHIZHEH LRWIGEEIE, 2~8CTRIFL., 24 RN T 52 &, E72, AT 2RNIC=ER
WRLTHhBEHTHZ &,

14.3 EXRBEROIE

14.3.1 15 3 FILL BT CHRIEFEIRNTES 5 2 &, [1.1 ZH]

14.3.2 FEHROHKVITERZE LTHEHAT S Z L,

14.3.3 FBIIHEH L2anZ &,

(fiA)

14.2.1 KEOARAOIAT CE DTSV,

14.2.2 EARARR— MRIEANI AN T AR~ TR T DED ZAliA A2 & REPEOEEIR
EIERT B REMEDN B D729,

14.2.3 AF (X y ZH8HF) 1 ZfhH L ORAEZHIEL TRy (TV. 40 FEROHEICEET 5
IR DEEH),

14.2.4 AFNTIER GRHIC FRIK OB U Z OIMEZER AT 256 (S FRIE~OME G YN Z % 7]
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<DailyMed (USA), 2024 4 5 H 5 >
4 KIE
24 Dr. Reddy's Laboratories Inc
W44 ZOLEDRONIC ACID injection, solution
HIE - Bk | 4mg/100mL
INDICATIONS AND USAGE

1.1 Hypercalcemia of Malignancy

Zoledronic acid injection is indicated for the treatment of hypercalcemia of malignancy defined as
an albumin--corrected calcium (cCa) of greater than or equal to 12 mg/dL [3 mmol/L] using the
formula: cCa in mg/dL=Ca in mg/dL + 0.8 (4 g/dL - patient albumin [g/dL]).

1.2 Multiple Myeloma and Bone Metastases of Solid Tumors

Zoledronic acid injection is indicated for the treatment of patients with multiple myeloma and
patients with documented bone metastases from solid tumors, in conjunction with standard
antineoplastic therapy. Prostate cancer should have progressed after treatment with at least one
hormonal therapy.

Limitation of Use The safety and efficacy of zoledronic acid injection in the treatment of
hypercalcemia associated with hyperparathyroidism or with other non-tumor-related conditions
have not been established.

DOSAGE AND ADMINISTRATION
Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit.

2.1 Hypercalcemia of Malignancy

The maximum recommended dose of zoledronic acid injection in hypercalcemia of malignancy
(albumin-corrected serum calcium greater than or equal to 12 mg/dL [3 mmol/L]) is 4 mg. The 4 mg
dose must be given as a single-dose intravenous infusion over no less than 15 minutes. Patients who
receive zoledronic acid injection should have serum creatinine assessed prior to each treatment.

Dose adjustments of zoledronic acid injection are not necessary in treating patients for
hypercalcemia of malignancy presenting with mild-to-moderate renal impairment prior to initiation
of therapy (serum creatinine less than 400 umol/L or less than 4.5 mg/dL).

Patients should be adequately rehydrated prior to administration of zoledronic acid injection.
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Consideration should be given to the severity of, as well as the symptoms of, tumor-induced
hypercalcemia when considering use of zoledronic acid injection. Vigorous saline hydration, an
integral part of hypercalcemia therapy, should be initiated promptly and an attempt should be
made to restore the urine output to about 2 I/day throughout treatment. Mild or asymptomatic
hypercalcemia may be treated with conservative measures (i.e., saline hydration, with or without
loop diuretics). Patients should be hydrated adequately throughout the treatment, but
overhydration, especially in those patients who have cardiac failure, must be avoided. Diuretic
therapy should not be employed prior to correction of hypovolemia.

Retreatment with zoledronic acid injection 4 mg may be considered if serum calcium does not
return to normal or remain normal after initial treatment. It is recommended that a minimum of 7
days elapse before retreatment, to allow for full response to the initial dose. Renal function must be
carefully monitored in all patients receiving zoledronic acid injection and serum creatinine must be
assessed prior to retreatment with zoledronic acid injection.

2.2. Multiple Myeloma and Bone Metastases of Solid Tumors

The recommended dose of zoledronic acid injection in patients with multiple myeloma and
metastatic bone lesions from solid tumors for patients with creatinine clearance (CrCl) greater than
60 mL/min is 4 mg infused over no less than15 minutes every 3 to 4 weeks. The optimal duration of
therapy is not known.

Upon treatment initiation, the recommended zoledronic acid injection doses for patients with
reduced renal function (mild and moderate renal impairment) are listed in Table 1. These doses are
calculated to achieve the same area under the curve (AUC) as that achieved in patients with
creatinine clearance of 75 mL/min. Creatinine clearance (CrCl) is calculated using the
Cockeroft-Gault formula.

Table 1: Reduced Doses for Patients with Baseline CrCl less than or Equal to 60 mL/min

Baseline Creatinine Clearance (mI/min) Zoledronic Acid Injection Recommended Dose*
greater than 60 4 mg

50 to 60 3.5 mg

40 to 49 3.3 mg

30 to 39 3 mg

*Doses calculated assuming target AUC of 0.66(mg *hr/L) (CrCl = 75 mL/min)

During treatment, serum creatinine should be measured before each zoledronic acid injection dose
and treatment should be withheld for renal deterioration. In the clinical studies, renal deterioration
was defined as follows:

For patients with normal baseline creatinine, increase of 0.5 mg/dL
For patients with abnormal baseline creatinine, increase of 1 mg/dL

In the clinical studies, zoledronic acid injection treatment was resumed only when the creatinine
returned to within 10% of the baseline value. Zoledronic acid injection should be reinitiated at the
same dose as that prior to treatment interruption.

Patients should also be administered an oral calcium supplement of 500 mg and a multiple vitamin
containing 400 international units of vitamin D daily.
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2.3. Preparation of Solution

Zoledronic acid injection must not be mixed with calcium or other divalent cation-containing
infusion solutions, such as Lactated Ringer’s solution, and should be administered as a single
intravenous solution in a line separate from all other drugs.

4 mg per 100 mL Single-Use Ready-to-Use Bottle

Bottles of zoledronic acid injection ready-to-use solution for infusion contain overfill allowing for
the administration of 100 mL of solution (equivalent to 4 mg zoledronic acid). This solution is
ready-to-use and may be administered directly to the patient without further preparation. For
single-use only.

To prepare reduced doses for patients with baseline CrCl less than or equal to 60 mL/min,
withdraw the specified volume of the zoledronic acid injection solution from the bottle (see Table 2)
and replace with an equal volume of sterile 0.9% Sodium Chloride, USP, or 5% Dextrose Injection,
USP. Administer the newly-prepared dose-adjusted solution to the patient by infusion. Follow
proper aseptic technique. Properly discard previously withdrawn volume of ready-to-use solution -
do not store or reuse.

Table 2: Preparation of Reduced Doses — Zoledronic Acid Injection ready-to-use-bottle

Remove and discard the following Replace with the following volume of sterile | Dose (mg)
Zoledronic acid injection 0.9% Sodium Chloride, USP or 5% Dextrose
ready-to-use solution (mL) Injection, USP (mL)
12 12 3.5
18 18 3.3
25 25 3

If not used immediately after dilution with infusion media, for microbiological integrity, the
solution should be refrigerated at 2°C - 8°C (36°F - 46°F). The refrigerated solution should then be
equilibrated to room temperature prior to administration. The total time between dilution, storage
in the refrigerator, and end of administration must not exceed 24 hours.

2.4. Method of Administration

Due to the risk of clinically significant deterioration in renal function, which may progress to renal
failure, single doses of zoledronic acid injection should not exceed 4 mg and the duration of infusion
should be no less than 15 minutes. In the trials and in postmarketing experience, renal
deterioration, progression to renal failure and dialysis, have occurred in patients, including those
treated with the approved dose of 4 mg infused over 15 minutes. There have been instances of this
occurring after the initial zoledronic acid injection dose.
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2. BB T BB IEER
ERICET SiBMER (F—X SV THE)
AINZBT HHEH EOFEBEOHDOFTHE E A—A T U THEE TR D,
(IVIl. 6. FsEOEFAEETHEEICEHTHEE] OHEEHR)

Drug Name Category
A=A ST VT DIIA zoledronic acid B3
(2024 4F 5 A #5R)
2% SO

F—A NZ U7 D458 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.
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