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FRIZ 1 [BHAHE 1kg %72V 10mg £ TE9 5,
[/NR]
WE, AIZIET 7 e et LCLEHAE 1kg 24720 5mg & 1 B 3 (0], 8 B¢l 1 BrRILLE
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WE L HANICIET Y 7 a el LT 1WA 1kg 24729 10mg Z 1 B 38, 8 BffmIC 1 KL
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Y AUE, 836.6+£26.9mL/min, EFIREOSMAEFEIL, 47.0£8.7L Th o7z 149,
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0.8~1.3ug/mL TH»- 7z,
HEEReIx, ARANEHAEANTIRIZIFREFECTH -7 19,
(3) i
MUERR L
(4) BE - ftREOTE
(TVIl. 7. FHEAEH) OHEZBH)

2. EMEERBNT A —4
(1) fBAE
AR L
(2) WRALEETEH
MUERR L
(3) HEEEEH
U ERR L
(4) VY73 2R
MG R R L
(5) HHBE
(TVIL 1. (2) FERFABR CHERR SN -MFRE ] OESHR)
(6) Tt
MU ERR L

3. B&H (REaL—>av) #H
(1) fBRAE

B R L

(2) NSHA—REHER
LB E R L

4. R
B R R L

5. 9%

(1) mi%-RiBAPIEiBE
AR L
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(2) miE-RAEEIFEBYE
(IVIl. 6. (5) iThwt] DOIEZH)
(3) AA~DBITHE
16.3.4 Bt 7LV RENERE
b MZI7 ¥ 7 ab200mg % 1 H 5 ERROEL LREOILH T > 7 v e/ EE 3 5 i e o
0.6~4.115THY . H&EH 1.31 u g/mL (200mg $¢5- 3 FifH%) TH-72 10 GEAT—4), [9.6
2]
(4) fEER~DOBITHE
16.3.3 HET7 LV RELRE
NIV RFED A )V RAEGIE D BE~OF G- TiE, BT 07 v 7 v e VREIX MR REOK 1/2
Tholo 1D NEAT—H),
(5) ZotinB#~DBITHE
16.3.2 KAEHT7 LV OEIRE
KIE « BRI 7 A )V A JEYIED BEFE~OFE- T, ARBIRFOT 7 v BV EE X g g &
FFEEChH o719 GMNEAT—H),
(6) MFEEAKEAE
16.3.1 MPFEAKEEE
In vitro TOT > 7 v BNV OMEEAMEEFIT 22~33%TH -7 19,

6. fti

(1) RESEIRURBHER
BRI L

(2) RBICBEAST 58K (CYPE) OHFE. 5=
M ER e L

(3) YEEENROERRUVUZTDOEIES
BRI L

(4) REVOEEDOEERUEEL., FELE
BRI L

7. EEit
FEFER A~ 5 it 10mg/kg % 1 BRR A ERE L 72 HEF, 48 BEREILINICZ3LE 4 68.6% 13 76.0% 03K
AR L U TR &7z 19, B RPICHEIRIL - DIV RF LA SR AFAT T =0 (&5
20K 7T%) Th-oT- 20,

8. FSUARR—E—IZET HIER
In vitro\ZB W T, 737 eid, OAT1, OAT2. MATE1 &K MATE2-K O IE Th - 7= 2029,
[10. ]

9. BWEIZLZKRER
(IVI. 10. HEDOEFEATHHEE]. VI 10. @BEERE ] OESR)

12



10. BHEDERZFITH8E
16.6.1 BHiEEERE
HSEERE R D By D BE CIL AR, 737 0 ELOAEERNERIOEE R OEE 7 VT 50 A
DIETARD LN GEAT—4), ZhOOFEREND, BREOBHKIEICHETI T Y7
MO FG IR K OB & O RER) Ze He 2 B LTz, [7.2, 9.2.1 & ]
FE B RERE B ~D 2.56mglkg 1 W] AU FHERF O L M AT X A 19.6 RffE] Toh o 72,
F72. 6 B O MBI & 0 PR IR 60% L7 29 (WEAT—4), [13.2 &]
16.6.2 NRZH
INBERRANDIEDBEEEDO BT FRITR L2 B TH D, NEERE~ 250 XL 500mg/m? (K
5 X1 10mg/kg (ZAHY) 1 BERASHEEERF OB AR P 1X 10.83 XX 20.7 4 g/mL TH Y | Yy
BREITARA S IFIERECTH o7 10 GMEAT —%), FERBE T, M =iz Ao/ e
BEOR LG THY , OXENo 72, emmAEPREIX, 5 X 10mg/kg % 1 REH AU R
12, 6.8 XX 13.8ug/mL THY, AS/NEEE LIZIZRETH -7 20 GMEAT—H),
/N & BN O S BN E D ELEE

" 55 R Ly I VT TR Vdss
JE IS .
(mg/kg/IA]) (hr) (mL/min/1.73m?2) (1/1.73m?2)
HA IR
11 5, 10 4.05+1.22 105+ 42 28.8+9.3
(0~3 % H)
1~2 5% 4 1.86+0.42 325-+76 31.6+4.2
N 2~T7 % 5 = 10 2.16+1.08 366+ 101 42.0+13.0
R 7~12 5% 6 ’ 2.81+1.10 353+ 142 51.2+18.3
12~17m%| 3 3.58+0.59 263+95 53.6+14.6
A 14 2.5~15 | 2.63%+0.52 292+ 82 46.6+8.5
(Kt 58 %)
S AR 22
Vdss : EFIRED A EFE
1. Z0Oith
BAN-v: A

13



VI. £t (EAELOZXESF) CEYHEE

. BERBLETDOHEA
BUE STV
. ERRARETDER
2EE (ROBHEIZEBRELEBL L)
RENDRSY & DTN T v 7 v NGRS LIRBUE DML DO & 5 B
(figa)
EEL IR T2 —EA2EEEHRE LTERE L, AFORGEY 7a R v 7 ThHNT
71 BV L CRBUEDBEED & 5 BE T, ARNOFE 52XV & HICEE ZRIBHEUER 2 5
B 2BZNDH 5,
. THEER X RICEEET HFE L TDER
BES N TV
. BERUVHAERICEET 38 L TOEA
(ITV. 4. AEROHEICEET S EE] 22RT52L,)
. BEERERMTE L FOER
SEELEXIEE
BWEEENH HbNDZ ENHDHDT, HENEOEIRSE, G A LE ) B OBRIEICIEE T 5 R
TEETAE)BEFICHDICHAT AL, ok, BHEREERAE T, FICERESEER LD
NLTWVWOT, BEOREBICE > THERERIERWII»EET DL &, [7.2, 9.2.1 /]
(fiF75)
AR EHIC, BHEELEDORBICL > TEHEBRCELIBENAH DD T, HEHEOEIS . ARk
) OBEICE T T DRI, EETAHAEIBRFICHDINAT L L, £, BEEOHHBEL
R & WV o T BHSEE MK T L7 BB 128 W T, AR MR O EFIC X0 EbEES O
BADEWERSEN L bR D ¢NHHDT, BHIEET L L IBEICHF AT E L
W2, BEORREZBIZE L, WREICX > TIBEHREZ LD BMOBIEICHREIERVWEL TR TH L,
. BEDERZHTHBEICETSHIE

) AHHE - BIEESEOHLBE

9.1 AHHE - IEEFOHLIBH

911 BAKERZEBCLPTNEEZALGNIEE (BEFOHIBEXIEBHENETLTLSE
. BREH)
WK EAT D 2 &, [9.2.1, 9.8 B

(fi#i)

TN ERRICEARTHIRNE G LizE 2 A, BREEORBENHE I TS 27,

T ua ML DBEEL, BRIEICBITLZT V7 a B VORENRRELZBLI-LE, TV
BEARKIEET A Z LI i o TRIZEZELXZLNTNS 29, o, Zhix—@ETdhY, Kox+
SR T A LTk > THTHZ LN TE S 29,

HAKIZ K DIREDFA DT 7 v MK DBEEDO Y R 7 7 7 2 —L 7250 T 30 fi/KAER % i
ILRTWVEEBZONLEE (BREEOH LEFH, S THIARI L TWLEHE, SmEE) 12
. ARFIEGFIITE UK GBI AT KOEETH 2 L,
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(2) BHREREERAE

9.2 BHEEERE

9.21 BEEOHIBE. BHENMETLTWLWLIESE

BeG-IRL O G- A RE L, BEORELZBIE LN OEEICERGT 52 &0 ARIORERIHY

MUTZ5EIIE, R RO B B RE IR S S R BL T D fabRtE s |y, [7.2, 8., 9.1.1, 11.1.3,

11.1.4, 13.1, 16.6.1 ]

(fi#i)

EEEOH L BFETIL, AFOMHPRED EFIC L BEEESEORBHMRRORIEHENH b b

RILBRDLZENRDHLDOT, BLBEISUTHERERE, REMRBLZHE L, BEZOREBLBIZE LEEICEKR

542,

7k, BEEAE, BEEMETLTWAERITIE, UTOREEE L TRETHZ L,

1) 7v7veMEEs LTEENSHEESND 2D, ZNODORFETIE, 77 abeiompiEkE
DEET DAL D D, Lo »> T, BEDOERIZITHRGMREZFHEST L 2 &,

2) INOLOBFIIEEG LG, MMMRRORIWER DN REELT 5 AlRetkns @iz, BEOIRIEZ
B LR OEEBEICESGT L L,

3) BEHITITE KRS HiFEEIT O L 5. BEICRET L &,

4) FEMRRRORWERNREL L5810, 52 L, EHICEMICHERT 2 L 5 BEICHEE
T5Z &,

5) ERoEBh ., BEMBZHME LEEG L ThH, BHMEROREANRERTLZL03H 5, 20
X aIiE, B2 RIEL, @WURMEEITY Z &,

6) MEENTICEY T 7 eV ERETLHIENTELDT, FHHMRIEREDRWEH N R b
BAITE, WED 1 2L LTRENT 25 ET 52 L, 6 FEMOBITIC T, 77 1 e/l
FEDH) 60% D3 L7z 29,

(3) HHEEERE

9.3 HisEETEE
9.3.1 fFEENHLEHE
FEENEES LB ENNH D,

(i)
EWN CORKRERICIH W T, IFERRAEERE ORANBD LN TN DL, FEEDOH 2 BHEICE
WCIE, BEOREZBIE LEBEICRET 2,
(4) £HERREHT HE
BE STV
(5) 4w

9.5 TR

A0 SAXEEHR L CW D AIREME D & D etz 1B EOFSMEN G Z LR D Ll <5356
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
NTWAH 31)0

(6) R¥LIF

9.6 ZELIF
B EOBRMER ORI REOFEMEELEBE L, Ao UIFIEE2MmFdT22 L, 7vomy
iE, B MR ~OBITRHME I N TS, [16.3.4 2R
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(7) INRE
BEEIN TR

(8) EinE

9.8 min&

BeGIR L O G- R ARG L, B OREZBIE LN OEEICREG T2 L, RENL, 2L LT
> D P S LD A, ElnE CIEBHERE MK T LTV D Z RSV @i h R E A R 9 5
BENDD D, RAIOUEGEEDI N U725 E 100, REARRRRE IR MR R 23 38 BT 2 falet: 23
EVy, [7.20 9.1.1, 11.1.3, 11.1.4, 13.1 &[]

(fi#)

AN FEF I BREENME T LTV Z ENE <, 737 1 BV OHEEDENE] Z AU o i HR R
Fii L, BHmRRAEORWERER S b b T < REBZNWRHHDOTHEET HI L,

Ml X, BE ST AECRMERNZ & HIREZBENTOHKOHS, B TOF M) U LREFRED
KT, HETREEDTZDDHAKRREEICLY . BAIEREZEZ LT WEEZ NS, BAKRETITE
MBEIMET L, 7370/l k2B EENKL VLT RDDT, ElE AR Z %59 DB

. UK EAT O KO ET5 2 L,

. HE#%RA

10.48EH

77 meiE, OAT1, MATEL kU MATE2-K DEE TH 5, [16.7 B3]

(1) $tRAESETDER
BEEIN TR

(2) HRAFE L ZDEK

10.2 HiAERE (BFRISEET S L)

=BV oD S B i R R Al R T R A
27T%H{MNT 2 L ORERH D (RNT 7
o EVEBE CoOT— %) 39, KRR
R TORENEN S 2 BHE (FilmE %)
WIFEEICEET 52 &,

A & BRARGENR - #1871k By - febRiR1-
PA=EOS SN ARFNOPEHED G S 4L, ARFNOEE M| 7 v~k o RIZRME 5 Wiz B
RS 18%IER L, ) MEETIRE |05 OAT1 kOt MATEL %A%
HIAR T HFEDS 40%HNT % & ORENH [T 5 728 AHK| OB Pek 23 P X
% 32, FRCBHEIK TORREENH DB ML EEZ LD,
FO(EEES) (TEEICELTH L,
AFV TV v ENNOPEIRIE i, TV |V ATV R MEE Wb

%5 OAT1 . MATE1 Xk O
MATE2-K #fHET 570, 7
7 v e OEHREAImE S D
EEZHND,

~
3

Rav= /) — Vg
7 = F )L

£

AAEIKE NI a7z )=V 7 =T
A O P A I S Av, w7 0O i
HErpR EE AR AR T AN RN 5 & O
D% 3, Kl CBHEREMR T O RIREMED &
LHEE (BT ITEEICEST 5
&,

AFEIarzz ) — L 7
= F IOV D3 RS 53 W6 C it
ETHEEZBND,
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FHIA H BRIRGEIR - $518 715 BT - SR+
TAET 4V AHFNEDOPFRIZE VT A7 4 U o OFEBEFIIRITH D0, KEINT 4
ERPRH DN DZ End D ), 74V OB ERET LD
TAT7 4V OMEREN LR
THIEREZOND,

(fi#sn)

A= R0 SV
WS DOHWMET, TR FEH LGS, AAOE 2 VT 7 o ZEd . AUC #00, REHIE
EnHLNTZEOREDNDH D,
T aeIVE, in vitro IZBW T, OAT122 X% OAT22D, MATE1 & 8 MATE2-K23- 290 JE
ThHEDOHRERH D,
In vitro IZBWT, 73Xy Rid, 0AT122: 30 MATE1DZEET A Z EX3MEINTED .,
ZHUCTR D T m eV OBHRERIIHIESND E B2 6D,

VATV
WM BT BB EERBR T a _RR Y RE OV AF U2 LSS, 737 neLo AUC
KO Cmax N EFT5 L OHEBDNRH 5,
77 a e IVE, in vitro \IZBW T, OAT122 X% OAT221, MATE1 & O MATE2-K23)» 200 JLE ¢
bDHEDREND D,
In vitro\ZB\W T, ¥ AF V0%, OAT139, MATEL K X MATE2-K39Z [E4 5 = L BNEE S h
TWBHZ G, MAIZA LIZGEICT 7 e EALOBEEERIHI SN EE 265,

T T4V
TAT7 4 VAoV TIR, ERNICB T 2EpERERBR T 7 n e O LcS, T AT
4 UV AARED 24 FEKLR O AUC 28 ER T2 L OWME DN H D Z LNbHRE LT,

8. El{EA

11.El4EH
WOEIWERPNH 5D ENHDHDT, BELHDITITV, BEIBO ONGAICEIHR G2 F
1T 57 Y Bl 24T Z L,

(1) BEXGEHER & DRER

1.1 EXLEMEA

MA1 7FI74353F%0—2avy BEEAI), ZFI7453F— (0.06%)
TFT74T%v—vay s TFT747%— (RN, MEMERES) 2H6bhD b
Do

11.1.2 RMERED EEAH), |EBERBRE (AN, /MREY EERP) ., BEttngns
EERE (DIC) (0.02%). M/NMEEDEEBIE (L RH)

11.1.3 2HEFES. RESMEESTX (WI o HERH)
[9.2.1, 9.8, 13.1 &[]

11.1.4 FEAMEER (0.2%)

HWEE (), SAE., B, L5, SEEL. R TADAFIE. BRI, BIEEN S Hbitd
ZENRH D, I EHRER AR O E R IR X v EE T 5, [9.2.1, 9.8, 13.1 HR]
115 D ESHRRIEFEMMRIE (Toxic Epidermal Necrolysis : TEN) . K8 4 E B iE % #

(Stevens-Johnson FE{REE) (7 4u b AL RH)
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(2

11.1.6 FRIEHDG CHE R, #EFER (0.02%)
11.1.7 MIEMERMR EEAR)
11.1.8 fFra. FrPRERRE. |E (Wb BEERH)
11.1.9 SEBER (BEAR)

) TOHOEIER
1.2 TOHDOEMER
0.1%~5% Atk 0.1% A i AL AN
W BUE FEEN, FEIB . FLBE, R |BRIE KA, FEESRS ., SAREE
>
1.k 2 . SRBE, /MR BERL I, B BRI % A HE R ER R
BRI | IFRERIE 2. V(2. U L oRERBA . RS2
LRERHE L
JHF ik JIT B e I A 2 F LN
(AST, ALT %o k5.
PG - s R BUN b5 &7 V7 |EAKR, MR, RAFE [ZR, BRBR. fSabR. RE, HE
F =Ml B JR IR
M1k WA, MR, IESRE . B, | AL, RE, AR (B R, HIERR. HR. D,
DR, B AT L, BEIG U
FE AR R BEIR, MR AR, 5 OMRAE, R
PR, fHENCER. 2 5dR|FE. P, BEASE, BB, s,
RE, 290, KL, NLARMGE, | RIR, SrEkEE, JMGEE, FHK
L OURG, RER, D F W |, TEEVRER, BITRE . A
IR EOET), IR
TE B kG SR, @i, E BE |[REAR, mERT
MR PR . AP
EHER SHEERE, BB BW|A A, 1ZTh ., EE R, B BOE IR
SRSV TEST R E TESHRNE
DA FER NS, g R U 277U |Wige, WHBRZE. Wi, Mok, 9&
BT A ME LA E =, R ARk, )R
VAT —/ Ul 5 R REE BE, BT K b
THEEAKT, R U U AfdE, 7 V7 I K
T.AG HIERT, migh Y v Ll
5

FEHAFE I A DG R 2 E T,

. BERRERERICREFETHE
BEEIN TR
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10. BERSE

13..6EHRE

13.1 ER

MmyEZ L7 F = N OBUN O FRIZHEEBEREORBENBO L TW5E, £-. BEHFIRNES
B, FERER (BEEL, KR, B, CADARME, BIES) ZRDOLNATWD, [7.2, 9.2.1,
9.8, 11.1.3, 11.1.4 ZM]

13.2 E

MBEATIZ LY . T 7 ezt R0 RMICRET D2 LN TED, [16.6.1 2]

1. HALOZIE

148RALDOEE

14.1 XFFRARFOIE

1411 FARAE

1) 1347V (Tv 7 bl 250mg #548) % B RS HA T H AR 10mL (%M L,
PG EICHYT 2 8E%Z 15 744720 100mL UL LR CHART 2 AR, 72k, MK T
FIRT DR, MRIC L > TUTABSH 2 VISERBIITHT 2560155 O TEO L 5 RGA LA
LW Z &

2) TR G S, REREROBANTFERONTHE FRESCT VO THAILR N &,

3) WIROFHAL TSI L, K OBIKITEET L2 &,

14.1.2 BEZEE

AANIT VAV HEZE L, pH FOZEIZ XV ELAZEDEZ V0T WO T, il & OIREILATHE
TRIRYBET B Z &,

14.2 EXBEROIE

SIEEREICEE L, &SI G OMmE R AR 2720 . & OEst (WEA~TRIT <2 5)
MWHHLILDZ ENHHDOT, FERNPMES RN RNE S ICHEEICREGT D L,

12. ZOHDEE
(1) BREFERICE I HEH

15.1 EREREERICE D < 18R

DI A AT D M T H (BEHERE O 203+20.6%) 12 bmg/kg A5 L= & = AFEAEKE O
et 5] (BEAE(RER D 96.3+15.4%) (ZH L7 v 7 o e /vifi iR (Cmax M O 544 12 FEEIMH)
PRI 2E L o=y, KBS -V DTS 7 a et AORF 7 VT T2 ARV ﬁa&%%ﬂ%nﬁﬁ
(RECHIIE LM E RIS EN R o T2, 2O XD mEORMEE ICARZ BT 558
I, EEAREICESWIEHETELET RS LORENRH D 39,

(2) FFERERRRICE I HR

15.2 JEEREREARRICE D < 1H#R

FHERBRICBN T, MR (v U AEEAE S, 180mg/kg LA &) THEMAKRRE OFRIEL 5
bR HETANE LTV D, Ames iR, ~ 7 AEMEESERBR S CIXBEMETH - 7223, ~ 7 A2 180,
360, 720mg/kg A MEWEN 1 [ElFch U7 5 g/ LB ClE, /IMZHBUREE 2 &M O A& 721
MR 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
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X, BEMERICEYTSRE

1. HEX5
AL S I IR )
il Al 77 v eV s EEH 250megINIG) | 1E) FEE—EREONGEICEVFEHRTS
Z ek
Hihsy | 7y 7aen L
2. B
2 4F
3. AEREBTOFE
SIRRTF
4. BRWLEDEER
BEEIN TR
5. BEMITEM
BEEEIRET A R

<FvoLky : f
Z OO EE T ER B

6. R—H% - A%E

Rl —sy : VBT v 7 A ETEEEA 250
7. ERR4EERR
K
8. WERFABFABRUVREES,. EMELNFTEARD. REMBEAR
TSGR 5T KGR B SR L HE LY U 5e B R
JE I Hr7e 44 TR
' " AR ~ FEAH AR
i3 7 FF A 1996 4 H0S00AMZ00543000 1996 4 1996 4
BE A4 AL 3A 15 H 7H5H 7TH5H
524 7 U F I 2006 4 1800 AMX 10552000 2006 4E 2006 4
B IR EHE 250mg 7H 21 A 12 A 8 H 12 A 8H
T ua e
o Lo 2019 2019 2019
%%f SR EVE 250mg 1ﬂ];z 23100AMX00063000 65152 6ﬂ1fz
= [T /1)
T uae )
Kk SR ERE A 250mg I I 2022 - 2022 /¥
'NIG 5 A 25 H 5 A 25 H
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9. MREXSHREN. RERVABREEENFOFEABRUZOART

<ZhHe
PN
WR5E40 7 7 F A4 A S iEEEA 250mg
W

IR, B RO R OB >

o

=

TR, HEROHEOBEMFEH B 201046 A 18 H

Gl

[H

B~V _2 T A LA R OKE « #HRIEZE U A L
ZNTHEER T D T RLEYE

B~ LR AT A VA R UIKIE
AR T D T RiEYiE

- AIRIEE U A v

; EMEEDOIR T L= B3 CGEMEE - A CaE EEEEDIR T LB CEMEE - 5 omE
- %%ﬁf)ﬁ%ﬁbti%@%-*ﬁ-%%% PR L) IR LI BEMEE - KE - HiRE
ﬁ Wiz - B Wiz - BN
HER B~ T A L R EYGYE
BHEIAVLRIDAINVARUKE - FREZT VAL
RICHEET 5 FEEREESE
REMEDETLE-EE (EUHES - BCAE
ERLLE) ICRELLBEHAEY - KiE - KA
3
fBi 2% - BERE 5%
[RRA]
L RATET v r el LC 1 EIAE kg | @H. 7 Y7 m el LTCLERE kg %72 Y 5mg
Wii=0) 5mg & 1 H 3 A, 8 Meflfmic 1 MLl L | 2 1 B 318l 8 RFRIfEIC 1L L2 T T 7 A
AT T, 7 B RLSRERET 5, RARFHET 2.
ek, MMZE - BERERICHBVLTIE, REIDR LT | AR MR - BIIRRICB VT, REIDS T
HEHMOEES LS IIMENRTE S, 770, | BFHHEOERS LABEENTE S, L, Lk
f; B 1 [E{AE 1kg 24729 10mg £ TL T 5, PRIT 1 EHAE 1kg 3720 10mg £TE 5,
[/ME]
f} i NRTET L B e L LT 1 A 1ke
i M7~V bmeg 2 1 A 3 [0, 8 BRI 1 UL
ol 2T 7 HEAREET D,
Bk, MEIEUTHETX 20, EBIE 1 EIR
B 1kg Y729 20mg FTET A,
I Iz, MR - BEERICB W, Ao AE
EbLTx5,
HERBMAIRZIYAL VAR .
WE, HAERICE T Y7o b LT 1 [EAE
1kg 2472V 10mg % 1 H 3 [Al, 8 WEfFIZ 1 B
PLEMT T, 10 H AR EES 5,
R, MBS U THRGHEOIERE S L FHEE
WTED, 72720, FIRIT 1 [FIAE 1kg 4720
20mg £ TLT 5, I
<EFRORBE> BlFLHD) <ERBORE> (k)
(__: ZhREIZhEE, HIER OH BN/ S EHERT)
10. BFEEHR. BFIMMEERLARFABRUVZTORE
Y LR
1. BEEHM
AR
12. HFEHRFIRICET SR

AANL, BRI BI T 2 HIFRIZE D BV TNZRW,
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13. £Ea—F

JEL A ) AT L | (R S = — - Lt LR
54, A ) e HOT (947 &®& |
IN#EIR G o — R (YJ =2—R) AT AHa— R
T uar)
A EE 250mg 6250401F1015 6250401F1287 113844326 621384426
INIG |

14. REHRTLOIE
ARANTZ IR _E D% R EIRN TIT2u,
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XI.

AR

. SIFAX#E

1) fENERE e MR

2) thINERE W% O EMRER

3) de Miranda P, et al. : J Antimicrob Chemother. 1983 ; 12 (Suppl.B) : 29-37 (PMID : 6355048)

4) Yeager AS : Am J Med. 1982 ; 73 (1A) : 205-209 (PMID : 6285712)

5) Biron KK, et al. : Antimicrob Agents Chemother. 1980 ; 18 : 443-447 (PMID : 6252836)

6) Furman PA, etal. : J Virol. 1979 ; 32 : 72-77 (PMID: 232189)

7) Furman PA, et al. : Antimicrob Agents Chemother. 1981 ; 20 : 518-524 (PMID : 6282196)

8) St Clair MH, et al. : Antimicrob Agents Chemother. 1980 ; 18 : 741-745 (PMID : 7192534)

9) Miller WH, et al. : J Biol Chem. 1980 ; 255 : 7204-7207 (PMID : 6248551)

10) Al-Hasani AM, et al. : J Antimicrob Chemother. 1986 ; 18 (Suppl. B) : 113-119 (PMID :
3025151)

11) McLaren C, etal. : Am J Med. 1982 ; 73 (1A) : 376-379 (PMID : 6285726)

12) #EESAEIED - /NERHER. 1983 ;5 36 : 2785-2790

13) Machida H : Antimicrob Agents Chemother. 1986 ; 29 : 524-526 (PMID : 3013088)

14) 8 ARSI : BRRZEEE. 1983 ; 14 : 471-479

156) #F\SIE B ASR S EH A E® JPDI2021. LIS ; 2021 : 6-8

16) Lau RJ, et al. : Obstet Gynecol. 1987 ; 69 : 468-471 (PMID : 3808527)

17) Blum MR, etal. : Am J Med. 1982 ; 73 (1A) : 186-192 (PMID : 7048911)

18) Spector SA, etal. : Am J Med. 1982 ; 73 (1A) : 275-280 (PMID : 6285719)

19) Perry CM, et al. : Drugs. 1996 ; 52 : 754-772 (PMID : 9118821)

20) FH+/\YOE B AR G fgaE. B 5 2021 : C-62-C-68

21) Cheng Y, et al. : Drug Metab Dispos. 2012 ; 40 : 617-624 (PMID : 22190696)

22) Takeda M, et al. : J Pharmacol Exp Ther. 2002 ; 300 : 918-924 (PMID : 11861798)

23) Nies AT, et al. : Expert Opin Drug Metab Toxicol. 2012 ; 8 : 1565-1577 (PMID : 22970772)

24) Tanihara Y, et al. : Biochem Pharmacol. 2007 ; 74 : 359-371 (PMID : 17509534)

25) Laskin OL, etal. : AmJ Med. 1982 ; 73 (1A) : 197-201 (PMID : 7102702)

26) Hintz M, etal. : Am J Med. 1982 ; 73 (1A) : 210-214 (PMID : 6285713)

27) Brigden D, et al. : Am J Med. 1982 ; 73 : 182-185 (PMID : 6285711)

28) Peterslund NA : Scand J Infect Dis. Suppl 1985 ; 47 : 80-84 (PMID : 3912976)

29) Brigden D, et al. : Scand J Infect Dis. Suppl 1985 ; 47 : 33-39 (PMID : 3868024)

30) Potter JL et al. : Pediatr Infect Dis. 1986 ; 5 : 710-712 (PMID : 3797306)

31) Stahlmann R, et al. : Infection. 1987 ; 15 : 261-262 (PMID : 3666969)

32) Laskin OL, et al. : Antimicrob Agents Chemother. 1982 ; 21 : 804-807 (PMID : 7103460)

33) De Bony F, et al. : Antimicrob Agents Chemother. 2002 ; 46 : 458-463 (PMID : 11796358)

34) Bullingham RES, et al. : Clin Pharmacokinet. 1998 ; 34 : 429-455 (PMID : 9646007)

35) Maeda Y, etal. : Biol Pharm Bull. 1996 ; 19 : 1591-1595 (PMID: 8996645)

36) Khamdang S, et al. : J Pharmacol Sci. 2004 ; 94 : 197-202 (PMID : 14978359)

37) Meyer zu Schwabedissen HE, et al. : Am J Physiol Renal Physiol.2010 ; 298 : F997-F100

(PMID : 20053795)

38) Ito S, et al. : J Pharmacol Exp Ther. 2012 ; 340 : 393-403 (PMID : 22072731)

39) Davis RL, et al. : Program and Abstracts of the 31st Interscience Conference on Antimicrobial
Agents and Chemotherapy. 1991 ; 226

24



40) HNEE : Bl A2 LR

. TOHDSETH

AR L

25



XI. &84

1.

FHNAETORFTERER

AT 2EEUIR, HEMOCHBIZUTO LB THY | SETORBIRDL L 138D,

BRE X TSN R

MIELR O &=

OQHMI~LRZA YT A LA FHUKE - #RIES v A

SV ANTHERT 5 T RRIEGYE
RIEMREDIR T L7 CEMEES - B O
PR L) ZHRIE L B % - K0E - # e

\

K

(B~ AT A )L A R UK - #REs v A
SV AR T 5 T RUEYME - SEHRE DR L7z
B (GBS - ACREREBRE) ITRIE LT
B2 - KhE - wRiEs, Mk - BEBAK)

N

W, RACIET v e e LClEKFE1kg
7= 5mgA 1 H3[E], SEFREIC1FFREILL BT
T, THMSAHEET D,

B K - BEERICB VT, BB T
BEHIROEE S LITEENTE B, 727171,
ERRIZ1IEARE1kgY 720 10mgE TL T 5,

[/ ]

W PNRIIET v 7 e e e LClERELkg
W70 bmgA 1 H 3[E], SHFRME I IR LA L 2s )
T, THRMARHEEHET D,

ek, MENZS U THETE 52, EIRIF1EIHA
H1kg¥ 7~V 20mgFETET 5,

HIT, MMgE - BERER BV CIE, BEHIRO
EEHTED,

CHTAE WL~ L2 T A )L R JRYYE)

WE . HERICIE T 7 re s LTCLEKE
1kg¥ 7= ¥ 10mg# 1 H 3[A], SFFfIfEIZ1RELLE
23T, 10H R AR EHET 5,

ek, BENZS U TERGHMOMERE S L < 138
BRTE D, 2720, ERIF1IEMAE1kgS 729
20mgETL 35,

<DailyMed (USA), 2024 4 8 H s >

4 KH

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

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 initial and recurrent mucosal and cutaneous
herpes simplex (HSV-1 and HSV-2) in immunocompromised patients.

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.
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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
EIRICEE T HBIMER (A—RX SV T7HE)
AIICB T 2N LOTEBEOHDER E A —A T VT 3L TR D,
( TV 6. FrEDE Rz AT 2EBHEICET LR OEHEMR)

Drug Name

Category

A=A KT VT OBFE aciclovir

B3

25 SO

(2021 4E 4 AMR)

F—A ~Z 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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