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T.HERUVAERICEET 38

(EHEERICKEE ALY LM
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JVTF=r 7 V7T A (mLl4y)

>60 50-60 40-49 30-39
HELEH & 4mg 3.5mg 3.3mg 3.0mg
7.4 (L2IRED D WDIINIRIES OHUREERE L T 5 2 LN E Ly,

(i a)

7.1 BE (MIEHIED LY T MED 12mg/dL AKiiH) OBFIZB W T, #iRGEICE Y Ly
U AMIEN L ET DA REMNH DT80,

7.2 [EHNT 4mg Z B2 7= HEOFZEEG L 3 [FLL L0 5O IR A 72\ =8, wlal#E S & [FH
FRICAA] amg 2T 5,

7.3 BHERENMMET L WD BEICAFZ G T 256811%, M RENENT 5720, HER
HiaBE L, 7B, @AYy AMAEOIERICK L Cix, BRE2ET 541 EL, AHlOE
BHEWIMICe D & PRINDO T, BHER TS ARG EOREITSNELRWEEZ X5
o,

7.4 ZFEMEHIEN NERE SR EE XIS & L ARIOBREBRIC B CiE, JRAlE LTE
PRIEC N D IWRIE S OPUEFRIEDN I SN TR Y | AFIHMEL 5 TOLRIEEHEIC X 5 59%
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R OE R BB L2 BWREICKH T 2 MIEEH LN Ro TN & o, ZREF
BENE N ONE T H e A (SR LTI, BRI DI O TIE 7 < | JRFE RIS 5 169
PLBETHLHEENRE N LrbRefli Lz,

5. ERERRKHE

(1) BET—3aNvr—o
R L

(2) BEEEFR
MBI L

(3) AERIGERERR
MBI L

11



(4) BIEMEER
1) ENMEREERR
(EHEERICKEE ALY LM

17.1.1 BN T EEER
BEMERESSIC L D @AV U AERE 25t E L2k EMR, JExRRBRICB W T, YL Roa g
dmg AIEFEIZ LY . FEFHMEEE ChHHE 5% 10 H H £ TOMFMIED V> U MEDOEFLFE
1%, 84.0% (25 Bh 21 ) Z/Rr L7z, 728, Y L Ku @ik b4 10 A B £ ClamiFaiEpr vy
LEA3 10.8mg/dL L FIZIK T35 Z &2 ER{bE EHRLIZY,

BITERZEBUBERE 13, 84.6% (22/26 f5l) Tho7- (HBEREMORFEEET), 05 bEEKRAEM

FHIL50.0% (13 #) (38 bivic, ERERARIERIT, FE 53.8% (14 1) . 1KY F2MIE 11.5%
B, EH YV U AMIE 7.7% (2 ) HSThotz, 7o, WRREMEEOE2RLOIX, Mf Y

VIR 26.9% (TH1), JRF B 7 a2 ua7 Y N 15.4% (4 6)), ifudhh U o AR 7.7%
2Bl) %Thotz,

17.1.2 5V E S T AEER
MR L 2@ vy AMERFICBITH NI Fe v = M) v LAZxile Lo “HEM
HRGERBRICB W T, YL Ro Ui 4mg SEFHEICL Y, FEFMMER THH 5% 10 HE £ TO
MG ED LY 7 AMEDOEF{LZRIL, 88.4% (86 filF 76 i) Z/RL, /S Fu @+ hJ A
DIEFALE 69.7% (99 #ilH 69 ) LIt L THE (p<0.001) ([ZE2ofz, 7B, YL e Uk
P 545 10 B H £ CTIZMiBERMIEA L > w7 2MEH 10.8mg/dL UL FICIE F9 52 & 2 EFL & EFHE L
6)

RBITERZEBUAEE X, ¥ L R o Bk 4mg B 5-ET 20.9% (18/86 f5l) T -7z, T/ARIWEMIX, FEL
7.0% (661, (KA 7 AMIE 5.8% (541). KXY VERIIE 8.56% (3 #) EThotz),
(BRUEEHBICKIBRERVEREREGERICLSERE)

17.1.3 EREMHEHER
W EHEBREICBIT A 7 IR el e Lz ZESHREBRRICH VT, SRE (BBEHES « 5
FIEPT, BRI KRT 2 BEHER, BRAICRT 2R T, BhEEE) BBEEGIE, VLR
0 R dmg BET 30%%& R L, T REREED 50% & s LT, AE (p=0.003) (K<, YL Kkn
B 4mg X SRE ORI &M L 72,

BB L, V' L R e Ui 5EEC 62.3% (71/114 i) Th o 7= (BERRAEM O RE 25 18)

FARRIER T, BB 42.1% (48 f7l) . WES 13.2% (15 6), (J AR 13.2% (15 #) . 5 11.4%
(13 f5) . ‘HJm 8.8% (10 fl). BHEIE 7.0% (8 #) HTh o7z, Fio, HKMEMEFTOER L

DITRF B3 m7 ) U HN6.1% (TH]), B-NT7EF/N-D-ZVath I =2—EHiN5.3%
6H) HThHho712?,

17.1.4 S EFE MAEER

@ EEEE R OSSR EICBIT 58I Fevi " F Y 74 90mg ZifE L —&HE
FHEEGEREBRIC W C, SRE BHEEIX, YL R U dmg BE T 44%, /S Fu B — ) U o h
90mg BT 46% %~ L, 70D 95%EHEX M D LR 3.7%ITHE LIS ME~—Y 0 Th D 8% % |
D, YU RForigdmg 1383 R v~ b U 74 90mg 125 6202 ERREES =0,

@ I UIHIIAELA O BRI EE BT 5 7T e R e xR e Lz “EHERLERRICE
WT, FAID SRE BB 25 ECOHMOHPRREIL, V'L Ra Ui dmg #£T230 HARL, 77
TARBED 163 H L L THE (p=0.023) (2E< . YL Fu V# 4mg I3 SRE OB & LR S+
7=ty

® BB EEBERE IR 57 TR ex R e L HEREERRICHS VT SRE FHEI4 1T,
VU Ro U damg BET 33% %2R L, 7T BRHED 4% L i L THE (p=0.021) (&<, V'L
R % 4mg 13 SRE OFEBL 2 Lz 2,
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2) REMHR
MR L

(5) #BFE - WBIFAR
U ERR L

(6) ARMER

1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RRE. RERTRBRAROAR
MEER L

2) RBRFH L LTEREPEOABRNITEIE L-AE - HROBME
Y L7

(7) =ttt
Y L7

)

BT — 5~

<

13



VI. EMEBICEYSEE

1. EEZMICEEHSLEMNITILEVE
B AR AR R — A
HEE  BEOH DbEMORE - DIRFIL, BHORMNIEFELSRT L2 L,

2. ¥BEER
(1) {EREREL - VEFFF
VU R O WINBLEER O E 2, a0 T R b — AFFET Y R ORERER Y
ThsrLtBEZOLND,
(2) ENERMT SRR
18.2 BAILD ) LIMEREER
FORIR « BIFDRARH Z » R 2 W ZEHR e # 2 > Ds B REm b /Ly ¥ AMEET LICY L R
VERE TG Lzt &, AREKENICMEI LS T ABEAKR T SE51,
18.3 BRIEE®ERA
VU Re UgE U ABHEERERICB W T, FEI LYY MERHEERNC X 5~ v RBHE )N D
DI N MR I ERFICIEET 519, VU R e CER LM & OV SRR e o 655
BT CET D EMREZMHT 27 18,
(3) {ERZRTRFME - Fixk
U ERR L
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VI. EMBEICET HRE

1. MpRECHTE

(1) AELENLGOHRE
BRI L

(2) BEREBRTHESA -OPERE
MR E IR EFIC Y U N e VB dmg % 15 7RI IR G- L2 & & O3EYENE T A —Z 3RO
LB THo7- (n=10) 'Y,

o - R Cmax AUCo-24n
(ng/mL) (ng * h/mL)
4mgl5 s G- 426+101 576+130
(3) HEE
M ERR L

(4) B - ffREOTE
(V. 7. MHEAEH) OHZM)

2. EVEERO/ITA—4
(1) BAHEE
MR L
(2) BIEETEH
FMEE L
(3) HREEEH
BME R L
(4) YVFS5VR
MR L
(5) HHAK
BMEE L
(6) Ttk
BMEE L

3. B&H (REaL—>av) #&H
(1) fEFAE

B R L

(2) INSA—SEHER
LB R L

4. R
B E R L

5. %%

(1) M%-RBiBAFTEE
B L

(2) Mhi-HEmEPIE:BY
(VI 6. (5) kEHit) DB
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(3) it~ iTiE
(Tvii. 6. (6) =3l OHEZH)
(4) BEE~DOBITHE
Pl v/
(5) TOnHEB~DOBITHE
R L
(6) MFEEAHESE
Al v/

6. R

(1) REEEIR CRBIER
MR L

(2) R#ICEET5B% (CYPE) OHFiE. F5%
MR L

(3) VEEEHNROFERVZTOEE
MR L

(4) REPOFHEOERRUELL, FHELE
MR L

7. Bt
VL Re UEBRITEHIRNES L2 b & 1A EREEZ T FICRYEE SN D, B IR R
(9 f) ROMEMEEIC L D@Ly U AMJERE (19 4]) 12 v Ka Ui 4mg % 15 53 MERIRN
BehH Lz & x, P 5% 24 B £ TR G5 8ED 32.6% K T 16.0% BN RE(VIA & U TRPIZHE
éﬂf:zm‘ 2 1)O

8. FSUARR—E—IZET H1EHR
MR L

9. BIEICLEKRER
B R L

10. BEDERZHITHEE
MAEER e L

1. Z0Oith
BRI L
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VI. £t (EAELOZEESF) CEY HEE

1. BEERBEENER
1.8
(BheetiE)

1.1 FFX R FBIRPIFOAICANS L, T, BEGF®RT 15 2BUENTTITS 2L, 59

B TREHIRPES L= EORKRER T, SNTEFARE L ARKRESATIVS, [11.1.1,
14.2 B8]

(EMERICL 325D LME)

1.2 BHALL I LMEIZEDHKERERET 3= MEBEAMNICKI2DHBEANORELZEEL

DO+ RLHEAEET > ELETEET R L, [11.1.2 BE]

(fifEs)

1.1 AANTEFESHIRNES A TH D 2 L. £, WA ORKRRICIHB T, 5 2B sIRN
EFHC L AR EENBE LN RE SN2 E bR T L,

1.2 BANT T AMGETIEMKELE D 2 ENDRHIRIC I DIEENRMLIE L I b 2 %<, DGR
DB ER U ECHIRBEREZIT O LERND D Z &b

2. ERABFLEFOERA

2L.BE (ROBEIZIFBELLGZIN. &)

2.1 AFNIORS IO B AR AR R — N REHNKT L, @HBIEOBEERD H 5 BF

2.2 [ SUTEIRE L CW D aTREME D 8 5 &tk (9.5 B -]

(fifEs)

2.1 FFERZEOERA EoFEEE2SE L L GRE LT,

2.2 WAREW) (T v b) ~ORFNIORTHREGIZE T, fEwTEME, EIRE G
COHRE SN TWVD Z EnbRE LT,

ok

FRE L,

- Sy O REEY) O B

3. MEXEIHRICEET SFTELTOER
BES TV

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L,)

5. ERGEFNIE L ENER

B.EERLEAMIE
(GheetiE)

8.1 DNAABIRIC oo ik - R ZFF ORI O b & T, AFIOM 23w Y] & HIWr S D IEFNIZ DOV T
DHEHRT D Lo
8.2 ARIOA KGN EHEME (IE2Z V7 F =, BUN %) %1795 2 &, £/, KAELGZIT
EHRIC B RERRE (g2 V7 F =2 BUN %) #1795 Z &, AARRGRZRICEREN E(L L
S, Bh a2k o EWEURAEZITO 2 L, [9.2.2, 11.1.1 2]

8.3 AHIEGHIT, MG EAD LT DL Vo wT XU A B ULEORPIEET DL &,
AAFEIZ LD ARD VT AMSEASFGHIH~10 B HEIZHBLT 2 /RN H 5 O T, MIEHIE
ANy T MEIZITFHTIEE T2 2 &, 2B, ZRMEEMEIC L5 EHELOBPEETERIC L 58

REEETAREICH LTI, LEIIZSUTHAS T AR X v D MRS 5 558 T 5
&, [11.1.3 /]
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8.4 B AKRARF— MRIEANC L DIRRAZ T TOHRFICB T, HEEE - HEEHAR SO D
NDZENH D, Wil SNTIEGI DS < D3PS OBE 6T 2 RN 72t B E R TR G B
HLUTHEIL TS, UARAZRE LTE, EBEES, bFEE, MEAMRER, arsFaxs
oA RGP, BORRE, DO A, wAHLEOBERESE R MO T 5,

AHN O H-BRAARTIE O PEN OB ELIRREZ MeaB L, MBS U T, BREICK Ly e thRHRE 2 52 1 |
REM e ERLE A CX RV FEHTEL LHEET L2 &, RAEG IR BHLE D LB /e
STEHAITIE, TX LMY FFRENAERLELZIT 5 L5 EETLZ L,

Fio, MENEZFRIESZ & EMNARERREL 52 & ERSZ2RICARKI O % hE
ERCE U CRENZRERLEIXCE2RVBHT 5 2 L b2 BB oI L, BERRD S

NIGEIIE, BEHICHER - nEA R 22272 Lo IchET 52 L, [11.1.5 &HR]

85 LARARF— FREFNZMHH L TVHEFITBWC, SHEFEENEI L EOWMEND
Bo THHOHRETIE, FOBYESCIMEIZREE L TRELLZEMLROLND Z b, SAE%K,
iR, BREOERSH G, FalgR+Z23 5L 5BET52 L, [11.1.6 2]

8.6 B ARARR— MRIEHNEZRIFEH L TV D EEIZIWT, FEIMEME TR A/ 1T K 2 Kk
FHE T, UL RBRE B8, AR SO ER G NI L L OoRERH D, b
OWETIE, BRBIEZ 2HAE S5 p A RN RBEE, BARES. AilEEs 25 CRIBRIE A
BOLNTVAIRELHDLZ LD, ZOL ) RIERDRBD LNHEITIE, XBREEEZITV,
WOV REEITH 2 b, Flo, WAMEDEINE UL AEEMERH D Z D, FEICIEETLE T
fL & 7o AR, OO OFER S 2 B L, X MIREZITH 7oL, HEICESETH L, X
MR IE BB OREE S B RBigAT RRA LN TEY . £0 L 5 2GA I3y /e g
w179 Z &, [11.1.7 ZH]

(PRUEBRHREICKIBFRERVEREBREGERBICLSBRE)

8.7 AR &M 59 256, HHANCBHREREDOH 2 BHF TIX, MIF2 L7 F =0 B EE5aifEh
5 1.0mg/dL LL b, BERERENIER 2 BE T, MG 2 L7 F = A ESRIE S 0.5mg/dL ULk E
AL AE, BE5E2FRIET 572 U2 0MEEZITY 2 L, [11.1.1 &)

(fi#s)

8.1 AFNINABEICK L TG INDIHEAITH Y, BHFITEFORENZLET 50O A[HEMEN
FRCHVEDL D, ARERGTHEOEEFHE L CRi#E L7,

82 7 v FRUA Xz Mz 3 » AL EORMINERGRBRICENT, G2 V7 F =80, IR
A DO FIFE R O B8 (b, B MEBE . R BEEE DBRA~ D ERFRO b TV D,
F7o. W OTRE AR REICTE VT, HEERBEARREOBMAERENFBL L IEF S S
NTND, o T, AHRGAIMOEGZICIT, L TEEOBEEELZAE L, FIZEERIZOD
THPCEBTHILERS D Z ENDRE LT,

8.3 AFNIOEHIZL Y MIFEHFDOIN T T AL Vo T XA BT MENETLZENH
HIZHRE LTz, &I, ZRMEEHIEL OERE SRS Tk, ARSI EIICh
STHEGEINDAREEREWZO, MiFEH LY T AMEME T LT, ZRICEFIRARSR LT A
R UL BeE MR A TG LT 2 TREEII S E T E AN D & SR B K OE R B s
BEICHT2ERE LTAOAT T AREH I DOHFRIZ OV TRtk L7z,

8.4 AHZ BT B ARARE— FRIEFNC L HER L 2T TWLEHE T, SEEE - S EHxD
JEGIAHE SN TEY | M5 SNTEGI D% < APkt % OB 22 B 72 i RHLE < R AT
LB L CHREBLL TV 5, U AZRTF (DMFEORFAE, ERHLEY) e L, Phryeel
REVBEORAFEZITH) ZENEETH L0, AFIRGBRMAENI AN O KRB Z MR L.
WEIZIS UC, BEFICx Lt 2 iR 25 ), RIEMZ2EAHLE 2 TE 2RV FEETEL
K OFET L5 Z LBRNER DR LTz, AR GBARIL. DENETFRICRHSZ & B
RWEREEZIT D2 L RENEEHLEIXI TEX DRV D Z &R EEBREFEICHOHAT S
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L, E BEPEOONHEAICIE BEHICHEE s OB A2 2T 5 L0 IS TS L,
8.5 AAl#EL EARARF— MRIEFNZHEH L TWDEFICBWT, AEEEFEENHEINT
W5, BEARARR— FREFNEMBEH L TWDBEEICK L, SAER, BN, B EOIER M <
Talid, HREER 252275 X 58T 52 L NERT- O LT,

8.6 A& ETr B AR ARR— FRIEFZ BHIEH L T2 EBF T, IIMEMESUIBM R4 12 &
D REREHA T T, A KRERE- B, A UE B o % O ERF I OREFI N RE S TWD T
DR L7, SEAEITAE 2 2HC0EM D 52 A BN KBRS0 R, mifiis 72 & CRITBERE 237
ODONILEELH DD, ZO XD KPR D SN DAL X BRAESE 21TV, #8570 AL
BITH 2 &,

8.7 M DERRRBUIZ BN T, AR GATNCEHREREOS 2 BE T, MF7 LT F=r ks
AME2Y D 1.0mg/dL LA L, BHRES IEH 22 B3 T, g 7 L7 F = R HRIEA 5 0.5mg/dL
Uk ES UG A2BMEELLOERE LTS, SRMEEHELOCERE TS EE T, A
KA AN BT bz o TR G S D aTREMEDS B < | BESREO BALICITFICER T AL ER H
HTEMNORERELE,

6. IEDERZHITHEHRICEHTHIE

(1) &6HE - RERFOHLBE
BRE ST e

(2) BHEEERE

9.2 BEHEEERE
921 BEEFEDHSHE
SR REEIC X D EREROCERETEEIC LD EREEZ AT H5BE T, BHEOK FITRT
T, HEEEZHFHT L2 L, [7.3 ZH]
922 ERLEBEEDHSHE
WEEZBIZE LN GEEICRG T L, BEENE(LT I IBENNH D, LR HlE K OFE
BB EE TG 2 LT F =22 3.0mg/dL LI b, BEEEEIC X 5 @b vy A RE Tl iE
7 LT F =08 4.5mg/dL L ED BE TOHoy el AR 72, [8.2, 11.1.1 & ]
(fi70)
9.2.1 BHERENME T L TV D BREICAKN 25T 554101, mIEhRESHINT 5720, Bikie
DI TG U= HERE 2 HE LTz, 7272 L, BEEGEIC X &m0 v U AEDIEEIZ ) LT
X, BRAETDHENE L. ARORGITEMIIC/22 2 R TRINL -0, BRI TIC
i CTe AR G B&OREIXLERNEEZ LD,
9.2.2 EELRBEEDHHBE (BRIMEIEIC X 5 BWRENOEREETEBRIC LD BRLERE T
M%7 L7 F =1 3.0mg/dL P I, BEMEEEIC L& h s v AERE TE2 LT F=0
i 4.5mg/dL LA E) 12k 2REHI 72 2 2R S IV TV RN DR E LT,
(3) FeEEESRE
FRE Z ATV
(4) £HEREEHT DE

9.4 H£REREEZF T HE

RS 2 ATREME D & 2 bEicid, 1R Lo RENERMEE ERIZBAEICOARZEETDH L, BA
RARF— FRIFEANTF LI A ENZRICEHBRAR L IKEEND DT, 2HIEER~D
BRI E AR AR R — N RIEHI OB G5 - HIFICHET 5, EARRAFIR— FREAOFIENS
TR £ COMIM & fait: & OBIEIII S TIER 0,

(fifa)
EARARL— F RIEANTEEEICERY AETN - BICEFBRICBRXICHEEND Z LN DRE
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(5

(6

(7

L7,
) bEbm

9.5 TR
I UTIFIRE LTV D ATREMED & 5 LotE I 135 LsnW 2 &, FIEEW (5 v b)) ~OERFIOK T
B GAZ LT, fEREME, ARG - SO BE O T ARESI N TS, [2.2 ]

) R

9.6 1ZELIF
B EOBRMER ORARBORRMEEZEZE L, BAOM UIPIEEZ RG22 &, FHED /(I
Fa @ =) R LB TC, 83ER (7> 8 TRHAT~BITTZ0aMiEshTna,

) INRF

9.7 MNR%E
EN TN 255 L U AR BRI EM LTV,

(8) EinE

9.8 BiNE

WET D72 EBEICRGTHZ L, —RICAEFBENMETL TV,
7. HEEH
(1) $tRAESETDER

(2

FEEIN TR

) BrREE L TDOER
10.2 GFACERE (BHRICEE TS )
TR BRRSEIR - $5 18 715 B - fabRiR 1
TV b = B MG AN o DR EEIK NI (M AEICER 28T 5,
Ty = LBEENDD D,
TV b=
YHrhLy =
TR 7V ay RRUVERE |[REIRICORE Y IME LY T AHEICEREZERT 5,
VAP e V4 PETTD2RENND D,
SF ANk R Mg A7 ABE T T 282 |MAEICERZHE®RT S,
b b,

(fign)

T b = BN AR RE ~ D EFEAVIHIZI R & | B O DL 2w AR Z ] L TR
BN« BRI IE V7 DAAR N SE D, T AFNIE Ml OSERESE L, BE RO T R
P = 2 EFHE U TRRAIICIIE D LS T A& KT S5, BAIOHHIC &0 208D I I E
AN LAPMETTDBENRH D Z ENERIE LT,

T 2y BRUAEMEIZE LYY AEEZOE B AN H Y | AR E T 556
(B D72 DR E LT,

Tt MTIIAR L FERICIE A V> T L2 KT SELEMRH 0 AF & O L WA
AERDNHR SN DB EZNDNH L Z ENBRE LT,
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(

. BlfERA
1.8/
ROBWERDB S BN ZENHLOT, BlEZ 7TV, RENRBO GGk E 2T
14 %70 EIEO R LEZAT O 2 &,
1) EXGEMER & ORIAER

1.1 EXGEMER
11.1.1 SHEFEES. MEEER. 27 vy a=—ERH
SMEEEE. WEEEE. 77 ra=—ERE (KRY CE, K0 Y v AfiE, REHET & F—v
AR FREIR &3 5B IR MERES) FOBEE (1% ~10%Kl) "bobhbdZ endbbd,
[1.1, 8.2, 8.7, 9.2.2 /]
11.1.2 5 >MELFE BFHERH)
BRI LY 5 oMo Re (FE, FERKEEE, KR Rebobihldl endbs, [1.2 &
]
11.1.3 EAIL DD LI (5% ATH)
BRARER (QT R, &, 72 =—, LU, KEYHEE) 2L IRy AMEDR S H bl
A, IV AR O R GEOMY R EETTH Z L, (8.3 ]
11.1.4 MESEM%E GEEARE)
MR R D Db Z ERd DO T, Kk, MFREEE, FE, g0 RE (R
BB AITIE, EeOT I X B, BEs CT, Mg~ — " —S0MREZEMT 25 2
RBFEONTZHEICITE G 2RI L, R RERVE RO 5EOED) 72 LE 21T
11.1.5 SHRIES - FEEHE (HERH)
(8.4 &)
11.1.6 SNEEFIEE (H/LAH)
(8.5 ]

117 KBRETT. AHARERRN. SHREARBNEOETLER BT LN)
8.6 ZIH]

(fi#i)

11.1.1 SMEEREE, MEERR, 77 v a = —EEFEOBRENRRE STV D, AAEGHIX
REEORIUCERE L, BRESED DNHAICE, 52357 CMUR0Es17r5 2 L,

11.1.2 BHEBEIC L5 m A v 7 AERE 2 x5 & L ENERRRICB W T, Y L Fr Uge
& BICREDOMIRIAFE P AT S EE T, W, RS A U, MK LV ETIcE -
TEIEBI A STV D, @l Ly 7 AUEBE 3T 2 fiiRia L, #x O BE IV TIIK
FEROFREENRZNEN R 2720 BFEFEOWRIUE Ul 2 UE NGB L 75— 5T, filk
OB ER G LD~ O AR Z R S, ) o PR S, FETL R EES ORI B O fERR M 2 & D
HZllizbblew, EELL,

11.1.3 EWAMCER W T, QT MR, EEEL MO BERK I LT U LAMIERHE S TWD, Al
OG- BRI XIMIEMIED L2 7 AOEBTERE L, KTV T AIERFED BTG,
TV BHND SR GO B A21TH 2 &, o, SRMEEHIEIC X DERE K OEE
FEBBICLDEWNEL AT 2BFIIX LT, LEISCTALY T AR OREZ I D Off
MaiTH 2 &y

11.1.4 FTEMEMR 2 HE S TWD, ZHK, FFRINEE, JE IEoRE (25 FrRobhn
7o iE, NI X B M CT, M~ — U —FomEL ET 52 &, HEMEMK
NEEOLNTGEAITITHR G2 1L L, BIBRERLVE CAIOBRSSEOMY R MEEZITH Z &,

=3
o RIEMER
N &,
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(TVIl. 5. EEREARMER EZ OB OESMH)
11.1.5 FAHEEIE - SHEBERRPBRE SN TVWD O T, BIEE2+5IT0, BENRO L5 EIC
AR I 0L WEREEITO 2 &,
11.1.6 SN HEHHEENRE SN TWD O T, BIEE +0ITITV BEXRED o HGa I3k s %
FIEd 5728, MYRLEEZITH Z L,
11.1.7 REREHEE T, A7 KB #0.
B E 0TV, BREPRBD ONTGAIITE G 2T 572, @MURLELZITH 2 L,

(2) Z0inEI{ER

AL RE B ESEOHEERFI R HE SHLTHDHDT,

11.2 FOHDOEIER

5%LL I 5% AT 1 A< ]
JIIRGEA o =il (1IN 3T % AN =N 182 S5 TN
TR BR Y
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W44 ZOLEDRONIC ACID injection, solution, concentrate
HIE - Bk | Injection : 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 pmol/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 L/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 (mL/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. BHEITHEEXEER
ERICEY SBIMER (F—RXFSUTHE)

AR T N EOEBOHDLERE A=A M T VT L I3RS,

(V. 6. HEDOHEREZATHEEICEHTDHIEE] OESRK)

5 SO

Drug Name Category
A=A NZ VT OHIE zoledronic acid B3
(2024 4F 5 AKRER)

F—A NZ U7 D545 (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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