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OREROCHENBINES N,
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0.1mol/L MR SUIAKER LT B U ¥ 23R T 5,
(3) WiEtE
MUERR L
(4) AR (SRR, K. BER
Pl v/
(5) BRIGEBEMTEHR
MUERR L
(6) DERE
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HERTE H =R PRI
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WE, ACIET 7 e et LCLEHAE 1kg 24720 5mg % 1 B 3 (0], 8 WefiifEC 1 BERLLE
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>50 100 8
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MG R R L
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MR L
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MR L
(5) #BFE - WBHFAR
MR L
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1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
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1. FEEMNICEEHSLEMNIILEYH
HLw A L 2R IEA]
HE : BHEOH DILEMDOIHE - IREFIX., BFORMLELSRT L L,

2. ¥BEER
(1) {ERERL - VEFBFF
T 7\ EVTEMI A LR R T A VR D WNIKIE - RIS U A VA Y LTI A D &
TANAEF IV FF—BILY U Uk S %, Mtk —Bick v U rmibEn, T
7o EN=Y Uk (ACVTP) L72%, ACV-TP IZEHEE TH 5 dGTP &Hia L TY A /L2 DNA
RYAT—EIZED 7A/LZADNA D 3 KUl VAT D &, 7 A LA DNA SO 28 1k St
7 A /LA DNA O ZRES 2 19,
Tvrmren) VO B TH D) VBITESENICFET D VA NV AEF I VR
T—RBIZL D70, UA VAR EIEIC T AEERIFERNb O EEZLND,
(2) EDZERMIT SRR
18.2 iV 1 ILARER
18.2.1 HFINIILRRAD A JLRICHT SR
Ty u et BV RA T A A 1RGO 2B D in vitro \ZF 1 D HEGE A IIH] L. ICs0 1X%
NFEN 0.01~1.25 1 g/mL } 1% 0.01~3.20 p g/mL ThH o7z 12),
18.2.2 XKfE - #HRAB V1 ILRIZxT B4R
T a L, K - RIS T A VA D In vitro \ 2B HHIE A I L. ICs01% 0.17~7.76 1
g/mL ,63;)0734)\ 13), 14)O
(3) {ERZRIERFA - Frisbs
Pl v/
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(1) ARLEDGOSRE
MR L
(2) BREBRTHRBSA-OPRE
16.1.1 BEEHE
TERERL A ~D 5 X% 10mg/kg 1 B A EFERFO S Mg b i, R 2.5 M, 2527 V7 7
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(1) mi&-iKEIFTEEYE
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(2) miE-RAEEEIFEBYE
(IVIl. 6. (5) Thwt] OIS
(3) AA~DBITHE
16.3.4 Eith 7L I RENERE
b MI7 7 mE200mg A 1 H 5REIEEAHRG L2ROR 7 > 7 v eV iR 0.6
~4115THY . FEf) 1.31 pg/mL (200mg #5- 3 Bifil#:) TH-7=219 GMEAT—4), [9.6 &
ey
(4) HE~ADOBITHE
16.3.3 HEFH 7V RELRE
NIV AFED A IV AEYE D BE ~OFE-TIE, BiRT 0T 7 v eVRE TR E 0K 1/2 T
Hol' D GMEAT—%),
(5) ZotnB#~DBITHE
16.3.2 KBEEHFT7 IV OELLRE
KIG « HARATIB 7 A IV AEYHE D BE ~OFETIE, KT OT ¥ 7 v BV EE T e & [
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(4) RENOELOHRRUELL, FHELE
BB L

7. BEitt
fEERL A~ 5 X% 10mg/kg % 1 R AR EE U7, 48 BrRHLLNIC F 2 68.6% Xt 76.0% 7054
AR L UCRPHEI S 21, B DRPRERIL -V RF U A MR AF LT T =0 (Bh
BEORK %) ThHo71-29,

8. FSUARR—E—IZET HIER
In vitrolZB\\W T, 77 menid, OAT1. OAT2., MATE1 & O MATE2-K OECTH -7~
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9. BNHEICKEKRERE
(IVI. 10. FFEOEFEZAT HELE ], VI 10. @BEES ] OEBH)
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10. REDHEREFTHEE

1.

16.6.1 BHEEERE
BAERERE E D > 5 B CIIRERERE, 727 v EALOERN LB OEER e 7 U T 5 A
DIETFTARD LN HEAT—H), ZNLOMERNS, BEOBEEICHIST STy 70
O P IRE R OV R OFERER 2 H 2 2| L o [7.2, 9.2.1 ]
HE BB AERE B~ 2.5mg/lkg 1 R AR B IR O SR M A BN R 19.5 Rl Th o 72,
72, 6 FEE O MEsE AT X 0 MmSE PR 134 60% L7225 UEAT—4), [13.2 &H]
16.6.2 INRZ
INBERRANDOTEBBFED BT T RITR LB Th D, NEEFE~ 250 XiT 500mg/m? (£
5 X1¥ 10mg/kg (ZAHY) 1 BERATE SR OB i MAE P A 1X 10.3 XX 20.7 1 g/mL TH Y | 3
BREIIRA SIFERETH 12D GAEAT—), HrAEBE T, e =i m A/ e
BEORL5ETHY , LR 720, e MR X, 5 3T 10mg/kg & 1 RERH] A
12, 6.8 X% 13.8ug/mL TH Y, AS/NLERE L IFIERI%ETH 7229 GHEAT—H),

/NI & R D EEYENRE O L

" BhH& R Ly I UT TR Vdss
SEBI S .
(mg/kg/lA]) (hr) (mL/min/1.73m2) (L/1.73m2)
AR
11 5. 10 4.05+1.22 105+ 42 98.849.3
(0~3 % H)
1~2 2% 4 1.86+0.42 325+ 76 31.6+4.2
gl 2T 5 5 < 10 2.1641.08 3664101 42.0+13.0
VAN N
T or~12 5% 6 2.81+1.10 353+ 142 51.2+18.3
12~178% | 3 3.58-0.59 263+ 95 53.6+14.6
DN
14 2.5~15 | 2.63+0.52 292+ 82 46.6+8.5
(E¥) 58 %)
SEYIE AR =

Vdss : EHEIRRED AT KFE

Z 0t
MAER e L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2.BE (ROBEIZIFBELLZIN &)
AHNDESY & D WNE R T 7 1 B VIR UIBBUE DBEFER O & 5 B

(fiftan)

EHHL BRI T D RREBEFEE L TRE L, AFIORSE T a KT v 7 ThiHNRT
7 1 EOVIRRRIR IR U CRBEE DB D B 2 A Tld, AR EIC L v & 5 EE 2 BBEER )
RETH BEND D D,

3. MEXEIHRICEET SFTELTOER
BES N TV

4. BERUVAERICEEYT IR LETOER
(TV. 4. HEXOHEICEETSEE 224052 8,)

5. ERGEFNIE L ENER

B.EERLEAMIE
EMEEENRHODLND 2 ENH LD T, ABEDOELRE, fGREMH O RO BIEIIEHE T DB
FEET 2L O BEICHHICHAT L2 &, 2k, BREREES TIE. BICEMEESENH 6D
NRLT VDT, BEOREICE > UIEF S ERVWE S EETHZ L, [7.2, 9.2.1 ZH]
(i)
ARG %I, BREEFEORBUC L > THEBIZELIBENAH DL DT, BEHOELRE, LRE
O B OBIBICIEE T DBRICIE, BT 2 L0 BF IO TL 2L, £, BREEFOH DA
BRI E & Do L BEHEESMET L72BF T W T, AFIOMHFRED EHIC L ElEEED
AR OEIERENH 5O T K RDTENHLOT, FRICEET L L 5 BEIC i+
HELEBIZ, BEOREELBILZ L., REBIZE - TIEREZ S B OBEICEE S TRV L) TR
THI L,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBE

9.1 AHHE - IEESDHLEE
911 BIKERZBC LTV EEZIOISLEE (BEFOHIBENIEHENMETLTLSE
E. BRES)
WY 72Kk R TO 2 &, [9.2.1, 9.8 ]
(fin)
Ty u e ERRICE AR THIRNES L 24, BREEOREANHRE SN TWNDH2T,
T a eI LABREEIL BRMEICB T AT 7 u EVORENEMELZBILX, T
7 ABRKRET A LICk o TRIDEEZLNTNS Y, £2, Zhix—@kETho, K
S FSIERT S LIk TR A Z N TE S 2,
BAKIZE DIREDWONT 7 B L BBEEDO Y AT 77 7 X —LignDT 20 BKRER
EFRILLTWEEZONDIHBE (BEREEOHHEE, BASLCTHNRIAL WL HRE, GE
) 12k, ARG PICREUICKSEREITY) L EETH &,
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(2) BHREREERAE

9.2 BHEEERE

9.21 BEEOHIBE. BHENMETLTWLWLIESE
BHERLEORGEZHRE L, BEORBLZBE L 2N OEEICREG 52 &, AAIOIRE RN
MU T8GR, R R R OB BB R B S B BL T D et &y, [7.20 8., 9.1.1, 11.1.3,
11.1.4, 13.1, 16.6.1 ]

(i)
BIEE D H D BETIX, AAIOMAPEED EFIZ X0 EREEEOBMRROBIERERH 5D
NRTLRDZENRHHOT, MBEIE U TR E, BERFEZFAEG L, BEORELZBIZ LIEE
WZHEET %,
7k, BEEAE, BEEMETLTWAERITIE, UTOREEE L TRETHZ L,
1) 7y 7ueldEs LT SHtEND 720, ZNH0BRETHE, 7V 7o
FENFFGET D AREME N B D, Limd> T, HEOBIIIEGMREZHHET 2 2 &
2) INHOBFICEE LIZGE, e ORIER DR 2 fREES @ 20, BEFOIREE
B LRNOEEICRETHZ L,
3) BEHITITEE KRS HiFEEIT O L5, BEICRET L &,
4) KRR ORIER B REBL L2 HE I, &EEZPIEL, EHICEMMICHERT 5 X 5 BEFICH
WEHZ L,
5) Fito By, BEMRBEZFES LG LT, MR ROBRWERNEHT LWL, =
DX BRGAIIE, BEEFIEL, WYRAEEITY Z L,
6) MIEBHTICE V7S 7u A ZBhETDHIENTEHOT, HHMRIEREDORIERN L 5N
A, RED 1S LTiKENT 2 BET 22 &, 6 RREIOZENTICT, 77 v /v
HEREE DK 60% 258 L7225,
(3) HHEEERE
9.3 Fr#REMEE BE
9.3.1 FEEDNHSEE
JFEENEEST L BENRH D,
(i)
EWN CORBKRBRIZIH T, FHERBEREMER T ORBDRBEO 5TV LD, FEEDH 2 BHEIC
BWTIE, BEORELZBSE LERICRST 5,
(4) £HERREHT HE
BRE ST R
(5) W%

9.5 TR

T SOTIEIE L TV A ATREME D & 5 LethiciE, 1B LB REN G Z LE S L HE S 556
WCOBRrPFEETHZ L, BIMER (v ) OIFE 10 ARIC, BEMCBEEEZEDOSH S b D KE
(200mg/kg/day LA E) % F#5 Lz, RIBICETLOREORENBD b E#E X
nTna3y,

(6) B3R

9.6 ZELIF
B EOBRMER ORI REOFEMEELEBE L, Ao UIFIEE2MmFdT22 L, 7vomy
JUiE, B PRAF~OBITHRREIN TN D, [16.3.4 ]
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(7) INRE
BE I LTV
(8) EinE

9.8 &

BHMRBE O GEZRE L, BEOREBEZBIE LN OHEBEICKG T2 L, AAIL, & LT
> D P S LD A, Bl CIEBHERE MK T LTV D Z RSV b @i PR E A R 9 5
BENDD D, ARAIOUERE BN UG A 10, RAARRRRAE IO B M RE R E A3 8 B9 2 fali ik 23
B, [7.20 9.1.1, 11.1.3, 11.1.4, 13.1 ]

(fi)

AN A IEREESME T LTV D 2 ENE < T m eV OHRMED NG S dum o o
WEEE L. FEMRREFEORBIERENH 5 O RLBENANHLOTHEETHZ &,
A IR, BT HORMENZ & HIRZBTH TORKDHIH, BToOT ~ U v AfRki6E
DL, WEFEEDOTZDOHOKRNRFEICLY | BAERZEZ LT WEBEL LN, HAKKET
B EAMET L, 737 eI X DBEENE Z VLT <R T, @il ICAR 2559

HERIE, WY KR AT ) KO fRET 5 2 L,

7. tHE{ER

10. 8 E/EH

77 reE, OAT1, MATEL kU MATE2-K DIEE TH 5, [16.7 ZH]

(1) BtRERELZTDER
BE I TV
(2) BtRFE L EDER

10.2 BEREE (BERICEET S L)

A4 55

BEARIEIR - HEE T 5

&R - fEbRIA

A= SV

AN OHEMEA I Zdv, ARHN O FE i
FPI A 18% LR L, X ifn S Hh i B il
THEED 40%8M9 5 L OWENH H 32,
FRICBHREIS F O RTEEME N B D EBE (Film
Fk) \[IXEEICEETSH L,

Za Xy R AE WIS
B0 % OAT1 K U*MATE1 %A [H
FHI D720 AHNOBHMA T
flEans BBz bid,

VAFTV

Ty ua OB ElI S, Ty n
v /L O SR U i B bR T RS S 27%
T EOMENRHD (NTvr7rENLE
BRI COT—4) 38 FRCBHEREIR T o]
REMED & 5 B (Elnd %) [JIXEEICHE
535z &,

ATV TR AE 3w B
© %5 OAT1. MATE1 Kk O
MATE2-K #[HET 5720, 7
7\ e OB P2 il S
nseEEzon5,

a7 x ) —)Lg

7 = F )

£

KK O a7z ) —lE T =F AL
B O P BN S Av, 5 O A
R TR 2 L O0WERD D
SO RRICBHEREIR T O R REE R B D R
(EilnE %) [JITEEICREGETHZ L,

AKHFEIarzz ) — g E
7 = F VA 3 R A AE Sy s
THAETDEEZLND,

THT7 4V

AFEDOPEHICE VT AT 4V v OFESE
RKrRHSbNLZEnH B35,

HEFIIARITH D08, AFINT
7 4V ORBERES S
T2OT AT 4V O R E

MERTDHZENREZBND,
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(fi#s)

At A
WA OWMET, Ty R L7ega. AROB 7 VT 7 24 AUC ¥, 5]
FERNH BN & DWMES? NH 5,
T/ aeIViE, invitro \ZB VT, OAT1%22) Xt OAT22Y, MATE1 } () MATE2-K23): 24)
DIETHD L ORENRD D,
In vitro \ZB\\C, 7R3y Rk, OATD??) 39 MATE1®" Z#HET L Z Ln@E ST
BY, LW T 7 v B LOBHRERIHI S ND EEZHILD,

VATV
WIMNCEB T HEMBERBR T T oI ARV AF VR LIESGA, 77 ELD
AUC KU Cmax ¥ ERT2 L ofE? Bd 5,
7 v VL, in vitro lZE VT, OAT12%) i OAT22 Y, MATE1 & X MATE2-K 22 24)
DIHETHD EOHRENRD D,
Invitro\ZHB\\ T, ¥ AF UL, OAT1 2%, MATEL (X MATE2-K % Z[LET 5 Z & 23
HEENTWAZ e, MAIZGH LESHEICT 7 a ELOBYREN R SND ¢ &2 b5,

cTH T4V
TAT7 4 U AZHONTIE, HRICBIT 2 EYEERR T v 7 m e L0 L72gA . p T 4
74U RO 24 FERIER OV AUC S ERT 25 L 0WED BNHbHZ LD ELR,

8. El{EA

1.8
ROBWERDB S BN ZENRHLHOT, BlEZ 7TV, RENRBO b HEIC3&kE 2T
1B %70 EREY) R LEZIT O Z &,

(1) EXGEHER & DRER

1.1 EXGEMER

M1 7F2473F%0—2avy BEEAH), PFT7473F2— (0.06%)
TrFI74 7% —vay s THET7 40 7% — (MERREE, MEEHES) 2o bN5ZENH
2

11.1.2 AmMEKEAD GHEEAT), RBERERE AP, mMREDY GEERE) ., BEEnERE
EfEMEEE (DIC) (0.02%). M/MRBDMEEBIR EERH)

11.1.3 SUFEE. REEMEESTE (W7 s 5ERP)
[9.2.1, 9.8, 13.1 ]

11.1.4 FAMEER (0.2%)

HabEE (B, BAR., B8 O, SEEL. K8 TADLARIE. BE, IMEHFERH HbILD
ZEBRDH D, —MITKEMMRERIIAR ORGP I XY EET 5, [9.2.1, 9.8, 13.1 ]
1115 P EHRRBRIEIEBBEA (Toxic Epidermal Necrolysis : TEN) . K F& #h [% 0B fF 1% &%

(Stevens-Johnson fEMREE) (Wb #EHEEREH)
11.1.6 PRGNS (BEEARBT) . MBIEDR (0.02%)
11.1.7 MIEMEMmR GEEAH)

11.1.8 FF#. FFBEERE. |E (T bHERY)
11.1.9 2EBER (BHEAH)
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(2) Z0iDEI{ER
11.2 ZDHOEIER

10.

0.1%~5% A 0.1 %A AR B
W EUE FEN KI5 KLBE, ZERK BRI K, BEEFEZ ., R
% HUE
1 . SRBE. /RIS BRI, A BRI S AR
ERpD . hrmsEkIEZ, U | BRERHE L. U v oNERER
VORERHE % DR 2
JH ik T B% mE B A& fH R JHFHEE K
(AST. ALT %o &)
Rk - WA IR BUN k& MyE7 V7 |EBER, MR, R |[ZR, BBIR. &SR, R
F= Ml S PA. BEIR R
M1k Mas, WL, 8. FUR.| MR B, BAORIR B R, HIERR. B
DfmEm . B AP Y8, (ER, SkE R
R AR EARRETE GAR, R EAESURR, O ORRE, 4E
P, IFEIREE. £ MR TP ke PR, BEAE.
BB, Z9p. RE, LA, |ILE, . RIR, S5
L OV, R, D F v, (B, MEE, B,
R T, TR R
W EE), IRIE%
TR e i SR, BhEE, ME RS | REER, mEARR
MR B . AP
EEIER BB, B W AR, 1ZTH, B JAR . TRIE, B,
KT
1 F R TSI ESE TSR E
sl WO R, InyE N U 27U (B, WHBRZ . WS, A9
T4 NME B i = |k, . R, RS
VAT r—/Ul L5 MR RE REREE,
HEAKT, R E, BT, KT R DA
MAE, Mmig7v7 I MK
T, AG KT, Mg w
U U LME 5

FEHSAE NI A A O RE R 2 E T,

BERS

. BERRERRICRIFTRE
BE I TV

13. 8BRS
13.1 FER

myE 27 V7 F =K% BUN © FHickix

BEREOFRBNRBDO LN TND, Fo, mEHIRNE S

BT, R EELR (B5EL. K. BE . TADLAIIE. BIES) RBRHLEATWAS, [7.2, 9.2.1.
9.8, 11.1.3. 11.1.4 &M]

13.2 E

MAEFEHTIZ LD, T 7 mEzfh LV REICHRET D2 LR TE S, [16.6.1 2]

16




1. HALOZIE

148RALDOEE

141 EFRANEBEOIE

14.1.1 FARAE

1) HEEICHYT58%2 1774720 100mL YL EOME TART 5 (AR, 7223, #iK
THRT DB, MKICE > TEEE S 2 WIS T 2568030 20 TEO X 5 RGA i
HALZRWZ &,

2) KSR OFRIEEZ &, FHREEOBATHBRONEZ FRELTVOTHA LRV &,

3) BHEMEITESCOICHEM L, BIRIIFEETHZ L,

14.1.2 BEEZEL

AFNIT AV HEER L, pH FOZEMIZE Y EAZEISEZ VLT WO T, ] & OREIX TR
TRIRY BT B Z L,

14.2 EFEBEROIE

SEEREICEE L, &SI G OMmE R AR 2720 . & OEst (IWEHA~TRIT <2 D)
WHHDLILDZ ENRHHDOT, FERNPMES BN RNE S ICHEEICREGT 52 L,

12. ZOHDEE
(1) BREFERICE I HEH

15.1 EREREEAICE D < 18R

EEDI A AT D M T F ERERE D 203+20.6%) 1Z bmg/kg A#G- L= & Z AMEHEKED
ot 5] (BEAE(REE D 96.3+15.4%) (ZH L7 v 7 o el (Cmax M O 544 12 FEIMHE)
BRI 2(E L 7pot=, KBS0V DT 7 a b AORE 7 )T 50 A ROSHRH % 2 E s
(R CHIIE LB M E RICEN R o T2, 2D X 5 REEOEMEE AR 2B 5T 55461
X, EEREICE SR TR TRELORERH S5,

(2) FFERERERICE I HR

15.2 JFERERSARICE D < fFHR

RGBT, miE (v U A EENE S 180mg/kg UL ) TYGAIREE OFRMEZL &
DE LT RBEHILTV D, Ames R, ~ 7 AEMEESERRSE TIL2ETH 57223, v 7 R 180,
360, 720mg/kg ZEMEN 1 (B 5 U7 B8/ MZaBR ik, /MEHBUBEEE | B B O A B A Y
AR BT,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L

18



X, BEMERICEYTSRE

1. BERES

Al

T U\ eV SEERER 250mg [ HE T

Ve 18 SRk
) HE—ER% 0L EIC X0 EHT
L&

G

T ar

L

2. BEAM
BXhEAR - 3 4F

3. AERETORE
FEIRRATF

4. BRWLEDEER
BEEIN TR

5. BEM@ITREM
BEMERLTA R A
<FvoLsy - F

Z OO EE T ER B

6. R—H% - A%E

Rl —sy : VBT v 7 A ETEEEA 250
7. ERR4EERR
NG|
8. HERFTABFEAARUVARREEES. EMELNFFEALD. REHAKEAR
LT IR 5 AR . A FE B AR 7eBR A
(i3 7 RE S
" W £ A b A 1A
R 5e SR 1999 4E 1999 4 1999 4E
] 21100AMZ00123000
BR kA Ty ruey 2H23H 7H9H 7H9H
544 /A== 2005 4F 2006 4F 2006 4F
o 21700AMX00141000
A S EHE 250mg 11 4 30 H 6 H9H 6 H9H
SRR 2017 4E 2017 4 2017 4E
TGk S EENR 250mg 22900AMX00048000
2H1H 6 H 16 H 6 H 16 H
THEET)
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9. MREXIHREN. RERVABREEENFOFEABRUZOAR

<Zhhe
#hie
WG « 77 v e milERE 250mg
W

IR B O R OB >

o

=

TR, HEROHEOBEMFEHN B 201046 A 18 H

Gl

[H

B~V _2 T A LA R OKE « #HRIEZE U A L
A

HER B~ T A L R EYGYE

(SR 95 T RLESE

FERERE DA TT Lo CEMERESS - A Ok
IRIEZR E) TFIE LT BAZ - K - iRk
%

W% - Bl

B~ LR 2T A LA K OKIE
AN T D T R GiE
CESEE DR T L7z B CEMEE - A COm%
BB L) ICRIE L7 MRS - KIE - i

Z

- AIRIEE U A v

% - Bl

3

p==nd

Bn G X T I

<

BHEIALRZADLAIVARUVKE - #RES 214

A

ISERY S TRBRAE : REHMEOETLLES

(

EMES - SCRBERBL L) ICRE LB

(73

- KfE - HRAD, W%k - BN

[BA]

[hR]

ERBHMAIRIYAS LA BRPSE -

WHEL. RAIZIE T Y7 e ds LT 1 [ERE 1kg
W72V bmg & 1 H 3[E, 8 KeflfEIiC 1 RFELL 1
2T T, 7T B AEEHET 5,

2B, MM« BERERIC B VLTI, BB TR
HMMOIEES LIIMENTE S, 27200, E
[RI% 1 [FfAE 1kg 2472V 10mg £ TET 5,

WE. DRICET 7l LT ERE 1kg
Y- bmg & 1 H 3], 8 RfffIC 1 BERLLE
T, 7 HMATRERET S,

B, HEIG L TEETE 5, ERIF 1K
H1kg 24720 20mg FTET 5,

S HIT, MR - BEERICBW T, BREHIEORE
EbTE%,

W, FAERIKIET Y Zaend LT 1 KR

1kg 2472V 10mg % 1 H 3 (0], 8 Bz 1 KrRE

'[J\J:Z?))aj‘wc\ 10 El Fﬁﬁ/ﬁ?ﬁ%%?j’:ﬁ—éo

B MBS UTRGHMOEE S L < 3HEE

NTED, L, ERIX 1 BRE 1kg M40

20mg £ TLT A,

<

FARHBORBE> GITEED)

8.7 v 7 a el LCLARE kg 5729 bmg
% 1 H 318l 8 KFfE4E(Z 1 KFRICL AT T, 7 BHIE
BIEEET S,

k. Mgk - BTV TR, MBI U TR
BHBOERES L 8RN Tx5, =70, b
BRI 1 K 1kg %7- 0 10mg £TET 5,

<EHBOWHE> (W)

10.

1.

12,

(_:

LR

BEZHM
LR

BREREHIRIZET SH1EH

(IR R E R O RIBIN A 5 28 R & FT)

e

HETRR. BEKRAREABRVEZONE

AFNZ, BEWRIEE$ D HIRIZED Ty,
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13. £Ea—F

JEAE TS A | R ERE S = — R 3 Lt NERELE
BiE 4 A " HOT (941 H& | ___
IR EE S a2 — R YJ 2—F) VAT LHa— R
T ua e
SRR 250mg | 6250401A1018 6250401A1085 113843602 621384302
MHET

14. REHRTLOIE
KFNL, BRI EOBIREEL TR,
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24 Hikma Pharmaceuticals USA Inc.

k5844 ACYCLOVIR injection, powder, lyophilized, for solution
HIF - Bk | Injection, 500mg

INDICATIONS AND USAGE

Herpes Simplex Infections in Immunocompromised Patients

Acyclovir for Injection is indicated for the treatment of initial and recurrent mucosal and cutaneous

herpes simplex (HSV-1 and HSV-2) in immunocompromised patients.

Initial Episodes of Herpes Genitalis

Acyclovir for Injection is indicated for the treatment of severe initial clinical episodes of herpes

genitalis in immunocompetent patients.

Herpes Simplex Encephalitis

Acyclovir for Injection is indicated for the treatment of herpes simplex encephalitis.
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Neonatal Herpes Simplex Virus Infection
Acyclovir for Injection is indicated for the treatment of neonatal herpes infections.

Varicella-Zoster Infections in Immunocompromised Patients
Acyclovir for Injection is indicated for the treatment of varicella-zoster (shingles) infections in
immunocompromised patients.

DOSAGE AND ADMINISTRATION
CAUTION—RAPID OR BOLUS INTRAVENOUS INJECTION MUST BE AVOIDED.

INTRAMUSCULAR OR SUBCUTANEOUS INJECTION MUST BE AVOIDED.

Therapy should be initiated as early as possible following onset of signs and symptoms of herpes
infections.

A maximum dose equivalent to 20 mg/kg every 8 hours should not be exceeded for any patient.

Dosage

Herpes Simplex Infections

Mucosal and Cutaneous Herpes Simplex (HSV-1 and HSV-2) Infections in Immunocompromised
Patients

Adults and Adolescents (12 years of age and older): 5 mg/kg infused at a constant rate over 1 hour,
every 8 hours for 7 days.

Pediatrics (Under 12 years of age): 10 mg/kg infused at a constant rate over 1 hour, every 8 hours for
7 days.

Severe Initial Clinical Episodes of Herpes Genitalis
Adults and Adolescents (12 years of age and older): 5 mg/kg infused at a constant rate over 1 hour,
every 8 hours for 5 days.

Herpes Simplex Encephalitis
Adults and Adolescents (12 years of age and older): 10 mg/kg infused at a constant rate over 1 hour,
every 8 hours for 10 days.

Pediatrics (3 months to 12 years of age): 20 mg/kg infused at a constant rate over 1 hour, every 8
hours for 10 days.

Neonatal Herpes Simplex Virus Infections (Birth to 3 months)

10 mg/kg infused at a constant rate over 1 hour, every 8 hours for 10 days. In neonatal herpes
simplex infections, doses of 15 mg/kg or 20 mg/kg (infused at a constant rate over 1 hour every 8
hours) have been used; the safety and efficacy of these doses are not known.

Varicella Zoster Infections

Zoster in Immunocompromised Patients

Adults and Adolescents (12 years of age and older): 10 mg/kg infused at a constant rate over 1 hour,
every 8 hours for 7 days.

Pediatrics (Under 12 years of age): 20 mg/kg infused at a constant rate over 1 hour, every 8 hours for
7 days.

25




Obese Patients: Obese patients should be dosed at the recommended adult dose using Ideal Body
Weight.

Patients with Acute or Chronic Renal Impairment
Refer to DOSAGE AND ADMINISTRATION for recommended doses, and adjust the dosing interval

as indicated in Table 5.

Table 5. Dosage Adjustments for Patients with Renal Impairment

Creatinine Percent of Dosing Interval
Clearance Recommended Dose (hours)
(mL/min/1.73 m2)
~50 100% 8
25 - 50 100% 12
10 - 25 100% 24
0-10 50% 24

Hemodialysis

For patients who require dialysis, the mean plasma half-life of acyclovir during hemodialysis is
approximately 5 hours. This results in a 60% decrease in plasma concentrations following a 6-hour
dialysis period. Therefore, the patient’s dosing schedule should be adjusted so that an additional
dose is administered after each dialysis.

Peritoneal Dialysis
No supplemental dose appears to be necessary after adjustment of the dosing interval.

Method of Preparation

Each 10 mL vial contains acyclovir sodium equivalent to 500 mg of acyclovir. Each 20 mL vial
contains acyclovir sodium equivalent to 1,000 mg of acyclovir. The contents of the vial should be
dissolved in Sterile Water for Injection as follows:

Contents of Vial Amount of Diluent
500 mg 10 mL
1,000 mg 20 mL

The resulting solution in each case contains 50 mg acyclovir per mL (pH approximately 11). Shake
the vial well to assure complete dissolution before measuring and transferring each individual dose.
The reconstituted solution should be used within 12 hours. Refrigeration of reconstituted solution
may result in the formation of a precipitate which will redissolve at room temperature.

DO NOT USE BACTERIOSTATIC WATER FOR INJECTION CONTAINING BENZYL ALCOHOL
OR PARABENS.

Administration

The calculated dose should then be removed and added to any appropriate intravenous solution at a
volume selected for administration during each 1 hour infusion. Infusion concentrations of
approximately 7 mg/mL or lower are recommended. In clinical studies, the average 70 kg adult
received between 60 and 150 mL of fluid per dose. Higher concentrations (e.g., 10 mg/mL) may
produce phlebitis or inflammation at the injection site upon inadvertent extravasation. Standard,
commercially available electrolyte and glucose solutions are suitable for intravenous
administration; biologic or colloidal fluids (e.g., blood products, protein solutions, etc.) are not
recommended.
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Once diluted for administration, each dose should be used within 24 hours.

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

2. BUCEBITLBEKRZERR
ERICEY SBIMER (F—RXFSUTHE)
AIRIZBT 2N EOTEBOHDLRE A=A M T VT LIRS,
( TV 6. FrEDHE Rz AT HBHICHETLER] OEHEMR)

Drug Name Category
F—A N7 VT DGHH aciclovir B3
(2021 4 4 H k)

5 SO

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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