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ZT b= v NRSRE EHA
1.5 EJREE R oK OB 5 Ok

&5 K O EE D TE %
5 TE
cSSTI Complicated skin and soft-tissue infection BMEME R - ISP AR YE
DNA Deoxyribonucleic acid T A XY R
EU European Union RN EE
GLP Good Laboratory Practice EELOLZEMICEET 5 IEERABROEKD
A
MRSA Methicillin-resistant Staphylococcus aureus AF V) ViitERET FURE
RNA Ribonucleic acid Y REZEE
TOC Test of Cure ARCH ERE

15 R ER OB R OB R OZH
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F7h=A v NESRE EHA
1.5 EFIGIR OB KR OBR O

15 EERXEIEEOEERURAREDER

1.51 BEEXEIRROZE

H T h~A T id, KEEl Lilly and Co.iZ & » TR R X4, kK[E Cubist Pharmaceuticals, Inc.iZ
VBRI NEZRBRRY RRXTF FRIEME O S, F 7 b~ ik, HERE Streptomyces
roseosporus DFREEEY TH Y . 77 AGHEEICHEEEE2RT, ¥ 7 h~A v UiE, thonTFi
OHERL L RRLEABFLE L. 77 LABEEOMBBRICHE S L. IREL OB,
DNA, RNA R OVEBHE DGR EFIC X W ZEER Z2772.6.1 H],

20204E9 A BITE, IRAIZBWTH 7 h~A v, KEH, EUZ I UHHRAESETER I T
Do AFIZBNTH, RACKHLT [FT b~ VB HEDORAF VY VittE a7 K VRS

(MRSA) (2 X Z2RuffiE, JEREMEOPNRE ., REMRERYE. SME - BER O FAI%EO R
B, UbA - BEO ZRBEOKABE ] OBESE201ETAIBICEE L (RE4 : ¥2 b
VU HER3S0me) . A BT, BURE. RYEMEOPIRRICR L TiX, AFID1H1El6 mgkg
2R T L . RIEMER ERRYME. AME - BER OFIRAIE O RIS, b A - BEO KK
guizxt LCid, 1H1[E4 mgkg 224F 2L DG TH D, B, KEE (304) Mz &
WICFFIRNER 3 %) BEOBEIGIE. 2013488 A IZIBMNES L7z,

AR (R E1TRRELT) IZx LT, A TREIED N TEY, [R15-1ITR LI HE -
AEZBRRAEL UTHRA LR CRAZHANT, 77 ABMEREIC X 2 MRS - BT RSRY
FE (cSSTI) IZ2WTiX EU RUKE T, £NEN2015411H K UR20174E3 A ITERBEN TV D,
F 72, Staphylococcus aureus \Z X 5 MRS (BIMAE) (ZOWTIX, [R1S-INRL-HE - A&
T, KEKROEU T, TN2N201749H R UR0I7HEN A AR ENT-, BIE. 7 b~A Vi,
AR L THRRA & RRICHRASE TERRB I TV 5,

# 151 BHINE (1~178) 2B +5BE-BE

F fin 77 LGPEEEIZ £ D ¢SSTI S. aureus \Z X 5 MR (FIfLAE)
12~17i% 5 mg/kg 7 mg/kg

(245 Z L2305 0 ) THaidieE) (245 Z L 12305 03 ) THidiRE)
T~115% 7 mg/kg 9 mg/kg

(245 Z L 12305 9> ) T A ifiE) (245 Z & 123050 D> ) T A ifiE)
2~6i% 9 mg/kg

(24 B[] Z & 126043 AT TREEHE) 12 mg/kg
1~ 25 ATt 10 mg/kg (245 Z & 126053 03 TR ERHE)

(245 Z L 12605 D) T A iRE)

152 HFHEOEE
/NJEEIS TOBRFED 72 8 (2 FE M L 7 FERRRFAER & ORR SRR DR 2 X 1.5-11127R 7,

1.5 EFEITR R OB R UBRR O R&H#E
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AT h=A v NRERE  HEHEA
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1.5.2.1 JEERFRERER DFHR
1.5.2.1.1 EEAR
SBIDET b<A 2 /NRBEISBIMO - I E -1 EHE U 7- AR X2,

1.5.2.1.2 JFEEEREYEREFAR

LSEBIDF T b~A 2 /NRBEISBINOD = DI F 7212 Ehi L 7= FERR R BhE R BR IX
VAAN

1.5.2.1.3 HHHAR

BT b=wAvrO/NRBEEEZXFT D0, FlHERA X ZAVWEZRR (R
BRE 5 1 DA.032.TX.002) * EEMDORTEMIZE T 2 IHEMEKRABRO Efio E%E (GLP)
Z#5F U CEM L7z,

1522 MREFEHRELEBHABRBRABRORER

NRBETOEYBBROLZLEEZFTMT D720, 77 ABEEREE (FE XX
BV IC T AN RREEREEZZT TV 5H2~175% (028RBR. 4 mg/kg) KU2
~6i% (0233ABk. 8 mg/kg X1¥10 mg/kg) D/NEBE W ONMEKRLIE (FeE X IL5E
W) It AR R HEERE (PR OBRETFHES2ET) 2T TWEH4A
#3~24» AD/NEEBRE [0183Bk, 6 mg/kg (£H13~24% A) Xik4 mg/kg (A3
~12% A)] ZXRRICHEAE I HRREZIZAREK L7, WTHhOoRRTHLY T h~A
VDB IIRLETHY . BEMEIIRGF TH -T2,

INBD cSSTI EBHFIZH LTIk, FRAD cSSTI BEDHE (4 mg/kg) & [FIFRE DR
BEIGEOND LD, BEBE (1~2mAKRTH. 2~6i%. T~115%K. 12~17i%) DORRK
FAEZREL. 1~175RD MRSAZEL 7 7 AGHEEIC L 5 cSSTIBEZ 3R E L
FEIVAHRER (017BR) 2 Efi L7z, TOFRR. SSTIBFICB T HF 7 b~ vk,
EAERREE RBRICADTHY MRSAIZE D eSSTIIZKH L THAEMTHo7-, Fi2, 1
~2EEARTE . 2~6i%. T~11%. 12~1TRO/NEERE T 557 h~A4 210, 9,
TXIX5 mg/kg DEEIIEZL T, 2AREIIERGFTH -7,

NEROEMAEBREIZB T 2 HEIX, 3o0E B EBRER (0283 B, 023 B K V018
RR) ORRICESE, RAOEMESREDOHE (6 mg/keg) & FRBREDOREENS
bhd, HEME (1~6i%. T~11K. 12~17%) OEEHAEZEZREL., ZOHRE%
FAWT, 1~175 D MRSA Z &1 S. aureus \Z X 2 HEMAEBRE Z xR & L= FBIVHERER

(0053ABR) Z#EM L7, TORR., 7 b~ X, S aureus \Z & 5 HEIMIE DR
FEICB W CHERERI L RRICAED TH Y MRSAIC KL ZHEMAEICH LTHLER T 72,
Flo. 1~6i%. T~115&. 12~1TRO/PNREREICHTHF T b~ A 12, 9XET
mg/kg DEHIZIEZELT, BAEMEITIREFTH- T2,

Iz, MEREMERE LR CHETERI N Y 7 LABEEIC X 2 2 0ITHE
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AT h=A v NRERE  HEHEA
1.5 R UIR RO R OBIR 0Kk

BixZxtB e LI-BRRARBR (006:A8,) ORRICLD ., 1~6i%. T~11iK. 12~17%®D
INEREREICHTIEMELFRCHARETHHF T h~vA 212, 9IXIET mg/kg D& R
DRAMOEEIIRZET, BEMEIREFTHo7=, T72bb, 006REBRDFERN 5005
BRCTRBRUBRTHoLLODOMAANONRN 2T~ 2K O/NEHE DT KAl
DEPEUEDPHR I NI,

1523 INWNERBEEZXNRELE-ERNERABROERE

AARANRABRE LIHFEBRARANBE COEYBRBICHA LN REN RN LITMZ,
WAMZB W T eSSTI WTHMEZ BT H/MNEBEICB T A2ARAOEFEHAENRA LN L
20, FARBICBIA2EIMEROCRZEMENRRINTZZ L6, KAOBARANNRBE
~OBEISYERZ BRNZ, 77 LBEBRRE I X D SSTI ITEMAED B AR N/NEBRE (1
WML E17RRLLT) x4l L, AL RUAE - ARICB T 2KFoReM, Ao
BROEYENEZ R 2 HEEEERE DHAR (029R_8R) 2EM L,

ARBRIZE V| 1~17RD cSSTI IIE MAED B AN/ BE I3 5 4l & O
BAUOF T b~ v OBREEIBAEENRBREFTHY, ¥ h~A v BEHEHEOB K
NNRBEOBRBERIL, FBARANNRBEHELRKR TOHL LOBREIGEONT, £,
MRSA {2 &% ¢SSTI XIFWEMIEIZ X LT, TOC FFDERKZF K OHIE FHI B R 0338
oz,

1.5.24 INRBFEZRRE LE-XFIOBRBEDE - DE

Uk, BARNPMRBECBWTHLNZZ2ME, EVBRBROEIEORBERN G,
AAANBRACTHEGZIEGE L TWAREE « RO S b B LHNBER LU DRIEE - 2
RIZonWT, MRBE~OHEISEZBMTH2EKRBEHEELITOZL & L,
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16,1 AMEICIS T DA FIIRIILEE oo
162 AMEIDTRIT ST oo
1.6.2.1 SME DT SCEDOBEEL (FOFR) oo
1.6.2.1.1 KETSAT SCEOBEE (FIFR) oo
1.62.1.2 EU WA SCEDBEZE (FOFR) oo 18
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# 1.6-1
# 1.6-2

# 1.6-3

# 1.6-4
# 1.6-5

# 1.6-6

# 1.6-7

# 1.6-8

# 1.6-9

# 1.6-10

# 1.6-11

# 1.6-12
# 1.6-13
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BT DHERRIFIZBET D&k

%#

i

SMENZ I T 2 AFN DA FTIRIIL oo
BHEVERL S - WA GYE O/ NRBE (21T 2 F il X 5y Z & OHELE ]

AT R UEREIC XA Mg (FEiliE) o/NRBFIZBIT 2 FlXy 2
EDHELEFATE © TR oo
AHND RN FBFE SDOHELE T © FI B
BHEVER G« WA YIE O N B 2 kP4 L L7 BN RBRIC BT 5
RARERE M O GHE T & OIERZIE (ITTEEF) o
WO T R UEREIC X A Mt (FIE) J Ot DN O sk N B
R E LB B T 2 AN E B HE OBRSIE  (R—R T A
YOI VTF=r I YT T AR ORGSR X D E O E NI, ITT 4£

FE1) ettt
BEHEVE R G - WA YE Dl N 2 kP4 & L7 BB RBRIZ B8\ C
BT b= AT UFET2%LL B O EERE LV @ W EIE TRELDRD bk

AT R UK X2 Mg (BiE) M OVt DN O Rk N B3
ERGE LTZBRICB W CH 7 h~ A U RETS%LL Eovo sHRIRRE L
BENVEIE TIRBLDGED DAVTEA E TG oo
EHENERCRE « WA E D/ N B 2 5t G & LT RICIB N T 77 b
<A U URET2%LL B ORI BRIEREL V @ OEIS TREANED b A EE

w7 FUBKEIC L2 Myt (FEifE) oO/NREE Zxg s LBz
BT X7 h~A U BETS%LL B0t FREERE L 0 & WEI S TRENE

D DAUTEATTEFEGL oo
B EL AT DR ANEE COBINERN D 7 LT F=0 2707 7 0 Al

(2L DHELEFTE © FHER oo
FEHR S ONBIEIELS K D HELE VL © BB
Hi R BB M OVRLE IR 58 04 L S S V- RIVEF OBEEE RIS
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BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

1.6 SEICETFLERAREFICETLIEH
161 SEICEITHEAKREE

SENC BT DAAI O HIRDUL[E 1.6-1]0 LBV,

2022522 HBUE, AFNT/NRIZ LT, 7T AGPERIC & 2 BHEMRR « W AR RIS E e Y
Staphylococcus. aureus 1= X % MG (B IMSE) 12X 2R3 s L TKEKL O EU 251508
D ETHIR THAGR STV D,

£ 1.6-1 S EHIZH 1T B ARF|DOEAKR

AFIDBRANABSNTER | < 7T LGIHEEIC X2 BEHEVERRE - WA MR YE >
(/NIR) KIE 201743 A G FHE)

EU : 20154117 (R #id)

<Staphylococcus. aureus \Z X 2 MjEde (FIME) >
KIE 201749 A G FHE)

EU : 2017411 (R FiE)

AANDOBCKEES H EH CK « 5+ | F N THRGRIUFHE 72,

B AL - N - BE) DGR

ChR)

g conndanta 1.6 SMEICHS IS B MR BL < B 2 ¥
-3 -
07YN49



A N GV Nk 1 ezﬁfﬁﬂ
1.6 SMENZR T D EARNEICET &k

1.6.2 HSHEORNXE
1.6.2.1 HNEDREXEOHE (FIR)
1.6.2.1.1 KERITXEOHE (FIFR)
Wizes / Wiseaths
CUBICIN®,~Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
AR - SR
HUE R EEBRLAIS00 mg & FTefEVEl D A T L
NEE - AR
) BEHEVERT - SRR GYIE (cSSSI)
R AR OVINE (1572 5 175%) 12810 % AFNTENED LT D 27T NG HERRIC L 2 MR
J& - WEBALRREIE (cSSSD @ A F 2 U Uitk A~ R K (MRSA) & @~ Ry

BRI . Streptococcus pyogenes, Streptococcus agalactiae , Streptococcus dysgalactiae subsp.

equisimilis 2 N Enterococcus faecalis (/N> a~A 3 U EMERHE D),

2) HAICBITDATF Y VEMERRATF U R K D4 ORGP OISR 2 & Tk
&7 RUBKEIZ X i prmdy (5 i)

3) /N (B 178 ISR DG T Ry EREIC L 5 fics (5§ iiE)

4) SRR

ARFNIIER DS IT RN,

AFNIHE AT R OUBKEIZ X D780 RERMEDNIER ~DB I X2, BADEHAT K
BREAC L 2 Myl B 2 ki & L7 ARAIOBRIREER Tld, 280 R D NIER B3E O
T=HEFROENTEY, ZNOLDOEETARAOHAINMET RSN o7, Ik, AL
I D B0 L CARRNIRRT S L Tun7gny,

ARFNL UEARG O/NEBF T B G L2 & FERA X &AW BRIc L v A,
PR MO8 SRR (R R O/ AT HHR) IS8 % RE TR Y 27 3 %,

5) fEMGE

IR & oy B - [FIE L, AFNSK T 22 IET 572D, A FRIRAC
LTz G 0 LE R & D,

FEANME R OREEBL 2 D S, ARHF N O OFLEFI O A MEE MR 2 72D, ARANC
JEMEDJRINTE T X 2 Y SUTZ 358 < B DG OIE R SUL TR O AITEN 2 Z &,

B K OV MEICBT 2B M H 25613, £ OIFHABE L CHUE A2 2R
EHEIHZ L, HRPRWIGEIR, MR OE T — 2 KOS M 2 — 2 DRRBRITERRIC
AR ERDAREMEDN & 5, AR RGN D E TOMIC, BRI LA L TH Zuy,

ik - HE
) FERRICET 2 HE R HIH
A

C cConfidential
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W) 72 B OFHEE U7 AHK| (50 mg/mL) % AR AL 253 73 TEARPITES SXIE3053 230 T i
HEIC L ovRETHZ L,
AN (U B 175%)
RN ST E R Y NI 0T TERIRINEESFIC L 0 & 5 L2 &,
o T 1Ti  AFNE30 0T CRIEEEIC L BETH 2 L,
o LEDDORE ¢ AFNE60 T CRMEHEIC LV REGT 52 &,
2) RIS DHEHETER S « SRR AE
FRNIT AR AR CRR LT 4 7 b~A v 4 mgkg Z7~14H /., 241/ Z & (28R
WNEHT 5,
3) /NE (UEN DT (SEBUT DEMEME R - WO R Y
TEMENE R RE - WO AR IR O /N B 1T B T DR Sy & O#EEM L - HEE ([
1.6-2W 2T, AP CUR L I- K2 i R 14 H TR, 24050 Z & ICH RN 555,

R 1.6-2BHEMERE - REEBREEDNEREICETLIEHESCLOHERE - A
R AL - HE 51
12~175% | 1H 1Bl 5 mg/kg A 2485 Z & 12305 2T T e
T~115% | 1H 18] 7 mg/kg Z24F5[0 2 & 12305 M) CififsiiE
{
{

2~ 60, 1 H 1[8] 9 mg/kg Z24FE[ 2 & 12604 /T CaaiisiiE B4R

1~25% A | 18 1E10 mg/kg & 24FF 2 & 126045 /) Tl st
RN NERE (I~178) (SR MR - R, ERREEEA AT S0
IRABE COHEREITHSL SN TR,

4) FRACBTDAF VI R OAF U UAHEREIC L DA DRBYMEDNIER 2 & T
7 RUEREIC L D ImFiYe (@ ifiE)

FRNIIT AR AR TR LT= % 7 b~ A 6 mgkg & 2~6iA ], 24FF [ = & (ZERN
595, AFID28HE 2L THRESNEEEOREET—Z IR 6N TERY . HIHMH
RER T, 28HMABA TR SNERABREIXAF4BITH -T2,

5) /MRS BT (SBT3 E T RUEKEIC L 5 ik (F iffE)

W7 RUBKEEIC K 2 My (FIiE) o/NEBEIZIIT DHEEX S 2 & OHERE AL -
AEZ[R 1.63RT, AR CIEMR L7 AAZ 42 B, 2480 Z & I IRN B
535,

x 1.6-:3#FBT FOKREICLSMRHRE (AliE) O/NMNREFICHITS
FWHRA,TEDHERE - AE
R AL - HE 51
12~175% | 1H 18] 7 mg/kg & 2485 Z & 12305 2T TR ERE
T~11%% | 1018 9 mg/kg & 245 = & 12305 2T T ERE
1~6i% | 1HI1[E 12 mg/kg % 24FF 2 & 126043 7> T i st
*E
T OBMSRENER S NEBRE (1~17%) SR AHERRAE - AR, BHEERELZATS
/R o BFHETEHN S0 e,

=42 HIH

C cConfidential
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BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

BRREMR S 2 AT o B

6)
VLT F= 7 T T AN30 mL/min LLEORR N EE TITHEREITSLE W, i

ERA

BT TR HET T EBGENT (CAPD) 2% CWDHRER Y, /LT F=2 7 VT TR
2330 mL/min R DOBF I, F7 h~A v 4 mgkg (BEHEVER RS « WETHBRRGYE) X
L6 mg/kg (P77 RUEREIZ L2 MptYL) Z480FH Z LI 5925 2 L 2T (&

1.6-4], ATRETHIE, BT BT MBS 232 S IR ICAF 2 bG35 2 &,

x 164 XFIOBRABE~NDHERE - A=

IJVTF= VT TR ML - HE

(mL/min) FMEVERC R - WA | BT RUEREIC L 5

JYLE IR

>30 4 mg/kg % 24HFH = & 6 mg/kg & 24K Z &
<30 (i X i CAPD % Lt Lt
T2 B 5 Eie) 4 mg/kg & 48HFH = & 6 mg/kg % 48 = &
T AREChIUE, B HICEENT 2 2 Rk 5T 5,

=2 AT 5/ NERETOREREIIHESL STV 7220,

PR HE

1D ATk U BUE DEEFE D & 5 B,

i EDEE
1) 774 7% —KkEmEUE
TF 74 TR —US/BEUEIL, AR EBDHEAIOERIC LD RESh TR, £
ZZlE N

MEGLTAREMEN B 5, AFNKT 27 LAX =R UGG O b=, ARFIOMEH

ik L, e RAEZTO 2 L,
< A ST — R OO, R AR AE
I VT FUBRARF ST —E (CPK) O ERO10MF 28 2 51N %

2)
AT
ORI XIIFH R T &L LTERSND I AT =B HESN TS, BB AE0f

HAZ Db b, BEUHMARESHRE S TN D,

AFB G- AR, BRI IR (Rric U BOEALEBIZ 31T 5 i PR SRR IR TT) @
B OPBIEET L Z L, BEHFRTIIENRIC GElE) CPK HzE=% VU7 L,
HMG-CoA & Jl¥%5% P E I 2 Bl i CREM UL B L 72 8 W ONSAHIR 5111 CPK ED

EANB LN TZBE TR, CPKIEEZ 2B EE=2 ) o 7352 &,
BHERE R A2 AT A NEE TIX, BHEREA N CPK fE& 2RI Ee=X ) 745 2

&
1.6 SMENZR T D EARNEICET &k
- 6 -
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4)

5)

6)

7)

8)
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R D T KO TARRBR Tld, CPK i LR 13AKN B2 Ll Eo# R, X0 4%
(2R bz, DT DARANLL H2BILL B G L,

CPK f7231,000 UL (FEYEfE ERROKISHE) A #E 2RI D I AT — O 8fe SUIIER
ZRTRFE, HDVIERITA VA CPK 532,000 U/L (FEHEME EFROKI0M%) %% 5
FIRBEME R LT A1E, ARIOES29H1ET 5, & 512, KA GH1X HMG-CoA iE7t
i S BHL 55 7451 S OO RERUT RE & BEE- 2 SRA DRI B+ 5 2 &,

AR ER MRt 5%

A% e 5 ST BE AR ERIER R 3l S TV b, RIEROMmEE T, B
N AKER TR IRARRE AN 2% 5 NRIR IR B, OV AT IE & O AL PERfi 2 2 5881 L 7=,
BEL C. AAFIBEBRLG) H2~4B % S RRERIER 2 B L, BEFIELPRAT oA R
WIEBIARIZSE L TV D, $ﬁ®ﬁ%5fﬁ&%%% DFFEBHE SN TWD, KA
BHEHIZ 2D OIRMERIER DA DT GE . EFRIRHN 2 Bl I FE 5 L, IR0 S AHA
BhHEERIETHZ L, BHMERT oA R _ié‘/é.‘fﬁ%?@é?‘éo
A EOEEBRE (DRESS)

$ﬁ®%ﬁW%%’DM$swﬁiﬁ%oto$ﬂ@%5¢: L. FEN, RIHAFERER
HIAE & OVt rErs s (FFIR, Bk, MfiZe &) 233D SN A 1L E LR & St 3
% Z &, DRESS 735¢ bnéﬁA FHCDICAKI OB G- Z IR L, ) L@E 52175 Z &,
PRAME VEMER 2 (TIN)

AHNOELEIRTERIZ TIN OREDNH o Tc, AFNOEEG I, BHEEREE O FREHUTEAL

DRD LN GEITEFNFMNZEM 95 Z &, TIN 235025 ITEC I AR A D
BhHAZRIEL, WURAEEZITI Z L,

KW= 2 —r /R F—

AHNOEGER TR IR = 2 —m T —DWENR D o7, LI - T, ERIEAAIR
HBE IR = 22— 1 T — O R OSER AR T 2 W REMEIC DWW TR T 2 M EEN
Hb, —a—a"F—EBEL, AFOPIEERNNT L L,

12 H R0/ N BE BT 2 ER 28R KO U AR~ D2

FAVA X FWTZEREBRIC J 0 | L R & O SRR CGRAE R OV XU HX)
B RIETIIER Y 27 8355120, 1249 AR O/NRBEIZIL, AFIEZ#RS Ly
Z &,

JBANITTL T 47 4 UM

JaARNY DT LT 47 4 L THR (CDAD) 1, AFZ2&TIEIET X CTOLREMEN
EAIOMAIC L0 e S TR Y, BEEEITRED FH» O BN 2 KGR E THx TH
%o PUAANC X DIRBITHEIGOBIEMEHE 2 LSy, /JnA NI VYA - T 474V
DOIBFIETEA & 72 65T,

JOARNIVCTL T AT 4V UL FFY U AROB #EAL, 2572 CDAD D3
BUCBAET %, 7aA NI TUL T 474 LOREmmREARIT, ORI L > TH
AN IR Z R T REER H 0 | FEUIRALE L T 2580 H D720, BEERK

L6 AMEICEIT D HAMKILEIZ B4 5 &8
-7 -
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U HRZRIME L FK & 72> TWb, CDAD I, FLEAlOFEHZIC THEZZE L3
TORETERET DMENRH D, CDAD [IEAIKR G#2 H 2B 2 TRET L L@ESh
TWAH 72, [HERFEIERDSLETH D,

CDAD NEEONTHACMEZWIN 2 INTZEEIE, Z7eA NI VUL T4 74V
EHMISCHEE L WHERIO#5 2P IET2 28055, BRK EOLEMEIST, #WY)ke
KOEERL OEMEEE, ¥ V-G, 7aA NI VUL T 47 4 v LOBIEANE
W AMVBHRHG & BRAs 35 2 &

W7 R UEREIC X2 Mg (BMAE) MK OV INIEER O R XL %%

W7 RUEREIC L D Mt (FiE) K ODNER ORHEE L IEHERH LD
L ATERARR R MEVES Tld, MR L) IR LFERT 2, HBETHAT RV
Bt DA, FEAER TR L 0 Z O4 Bk D MIC JIEIC X DS MERBR ATV, Bz
RGO FREME Z RIS 2 720 OB W KOSl 21T 5, U2 AARRLE (Bl 21X, 77
— R~ ALYOBRE, FpEHN) IPEAIO L - FEOEEEZZBET L5 L,
W7 R UEREIC X 2 s (FMIiMiE) K OWINIER O R SUT RIS X - TIHHREAR
F%H) (treatment failure) & 72572356, AFIOEZHEIMET L TCWDAEEERH S GEEAT
R o7 R A BfEkk O MIC O X VW R S hr-),

NR—=2 T A NP EEOBEHREREZ L O BEICBIT 2EKIROIRT

VT F=r 7 YT T A50 mL/min Aiili O RN BT T 2 AKE| ORI R LT
VI HEVE RZ S - BT AR REYE 2 P 3R & U722 > DB MAHRER ) B DR =T — & L/
VY, Intent-to-treat (ITT) EHIDAFIE G- 252 1F 7253451913161 (6%) (X, X—AF A D
LT F=0 7 0T T AN50 mL/min A Th o 7o, [# 1.6-SUTHEMEMERRG « 8 # A%
YuE B A5t g & LT B AHRRER C, BHRE R OB 5-1E 2 & OERRZI RO BT
DEEBERT,

= & M o

R 16-5EMMERE - MPMBBRREORABEZHNRE LEBNERRICE TS
BRERVEEHCEOBERME (TT£H)

IVTF= VT T HihE (%)
> A (mL/min) N (%)

X7 h~A 31014 mg/kg Sk HRSE
50~70 25/38(66%) 30/48(63%)
30~<50 7/15(47%) 20/35(57%)

W7 RUEREIC XD M (BiE) K OUEGEIELNIER O N BE ZXxig L L
FMAHFRERIZ T 5 ITT £ OF LR T, AOMRMEE RSN ER T CHIE L
BRRZNRIL, XR—=RT A DI VT F=27 VT 72 AR50 mL/min KD X7 h~A &
VEEBRE TR VIR S T2[FE 1.6-6], T h~A T UBETHRLNTZEREOE T, xR
HHETIIA LN T,

1.6 SMENZR T D EARNEICET &k
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TS

1.6 SMENZR T D EARNEICET &k

® 1.6-6 BT FIUKBICLHMRERE (HIE) RUBREHONREROBEAEEZRRE LT
AERICH 1T D H T E B RHIE DERKRIR

(R=RFAVDYLT7F=P VT30 ARVEERICL SR EMMEHR. ITT EH)

N—ATA DT e
LT F= s U7 /N (%)
Z v Z (mL/min) 27 <A 1H1[8l6 mgkg i HREE
e p\jiﬁgwm‘ e ﬁ\32E§Wm
L E‘E\gﬂég L EAE\?HZH%X "
>80 30/50 (60%) 7/14 (50%) 19/42 (45%) 5/11 (46%)
50~80 12/26 (46%) 1/4 (25%) 13/31 (42%) 1/2 (50%)
30~<50 2/14 (14%) 0/1 (0%) 7/17 (41%) 1/1 (100%)

N2 T A P ST EE O BHERREE 2 5 BF OFEAZRBIRT 281X, Zh
bOT—2EZETHZ L,

11) EEERER (INR) 890/ 7'v ke ek (PT) ER
BT ha Y AR T AFUREEHWZMET, 47 b~ A o omsEf o
ENBRIIC @GS, A b IRERFNICE LN r b B Uk (PT) 4E
EROEBEREL (INR) BB ZERH D,

12) AR O 7 B
MG O EZW N 2 STV, #H L ITHIREBG OB 3si < W4, XX
TEARIEIC A 72\ W E . AR L0 ARMERTE DD AR < . FEAIMMEFE BB O U
AT Hm@mb b,

AEFES
LLF OREWER OB thOEIZ GRS ST\ 5,
o TFT7 47—k IR BYE
o AT — R OBEEO Rl
o BFERERMEMS
o SEFIMEIS BUEE A
o PRANE B MR 2
o KM= a—nm T —
o [EBEHELL (INR) #9h0/7'm b v r R (PT) R

1) ERARRER A
BE R BR O MR F 13k 2 TH D720, & HEANOEKRARR CH OB EFGRBE
AW OFEFNOBRFRROAER & EHELET 2 2 L3 T, Fio, BRI TORIE
BERBLTND EITRL20,
(1) FRANEEICEIT B AR B
BB ClE, 7 b~ A 31,8640, kFIRFEN1, 4166 DN BB TR G STz,
<AEMEVERCRE - WA YRR (BN) >

C cConfidential
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BIHEVERZ R « W ARRGE D N BE 2kt & L2 B IR Tk, AEFRICLD
BEFIEGNIZ 7 b~ A ¥ U BETS3445H 1561 (2.8%) . *FHREEEETSS8HIH 174 (3.0%) T

HoT-,

TR R - TR BR (X7 F~ A ¥ 4 mgkg) TEL BONT-BERIRSY
FZ L OREFERIABNEGL(E 1L.6-TIITRT,

& 1.6-7 EMMERE - HREEBBRRPEORABEERNRE LEFEIMMERRICE T
ST bRAV VBT 2% UEADORBERHLYB LIS TREVZBOONLEEER

RNEE (%)
HEHGA X7 <A 4mglkg o FRCEET
(N=534) (N=558)
H RS
T 5.2 43
R R RS
BIEV 5.4 5.4
FFENED F 2.2 2.0
R &3 L OV Tk
=
w5 43 3.8
R R AR A
S RE R A 3.0 1.6
CPK fifi 5 2.8 1.8
PR B G 2.4 0.5
Mg REE
IS 2.4 1.4
W e S i
I %% R 2.1 1.6
PoNvawg vy (2 Z 821 g #RMES) 3hisEea” FUBKE A=
V(T ARV suatr Uy Tz axt ) UE 1H42g
% oy BRI 5

TMEVER S « ST ARRRIEYIE BB & k5 & LT iR TR BB 23 1 %A T b - - BIVEH
(GRBRH Y EMSE N KRR Z TEbo b0z, [ERSAaby | LHELEESR)
T T LB ThoTo,
o BEREE T B, R, WAL, mEUE
o MIRB LY oRREE - AMERSEIAE, (MO E L MREEINE, A BBk
JINE, INR H540
o DIEREE - REMERER
o JREREE B2

< iHfegRkEE

C HEERIA . AN, BE, I P FLER K SRR SR N

o R#BIOREES K~ 7207 AME, MIEHERIREIEN, BHEKH

« FrEAEREE

o PRCRIEE

C cConfidential

07YN49

AR R, R ARTE . PAER
D[RR F O KRB L, SRR
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o SRR RRERE. IR

<FEET RUEREIC L DM (FIE) & OVEGMELNEER R () >

W7 RUEREIC XD M (BiE) MK OUEGEIELNIER O N BE 255 L L
R TIE, AEFRICLDEGTIGNIZ T b~ A > URET12060H2061 (16.7%) . xRS
BEClLI6BH 2141 (18.1%) Th-o7-,

MG 2 B EE RV T ARG, 7 b~ A v UBET12060H 1061 (8.3%) .
KEHCERE CLSHIOBNIZ A S vz, RREREOBE T, N a~v A v UBEGH~=
U ATIAT, BBAERIES v 2~ A o NG SN TV, &YeE, S5 PIr o
(BRI R OB I c s S, 7T ABEMEEBYT, BREEO 7T AR
RDMER, 7 a— VR, BB BB - MR, EZE, 7 o — U mss, R 7
— 7 JVRUILE P56 K OVR S MERSUMAE F-58 2 3 2o,

W7 RUEREIC LD My (BiE) K OUEEMELNIER O N BE ZXxig L L
R (X7 h~A v 6mgkg) TEL ALNTEBENRKDEH I & OFEFRGRIEE 2 [
1.6-8I2 7R~ 7,

& 1.6-8HBET FIUKBICLHMRERE (HIE) RUBREHONREROBEAEEZRRE LT

07YN49

HERICBWTH T I O UBETS%UEMND
MNBERIYBVLEISTRRAZDOONEAEER

ﬁﬁ%%
==, n (%
AR 77 R~ A 6 mgkg R RS
(N=120) (N=116)

JEYYER X OV BUE

HuifE NOS 6(5%) 3(3%)
T IE 6(5%) 0(0%)
B IhEE

JIEJ NOS 7(6%) 4(3%)
— % - EHEER XL OGO REE

99 8(7%) 7(6%)
77 NOS 8(7%) 5(4%)
PSR, MERIS K OEhR RS

1 PENKEE R 10(8%) 2(2%)
FEREF KO TRk R

Z O FEE 7(6%) 6(5%)
ZITIE 6(5%) 0(0%)
FEt i E

A HRSE 11(9%) 8(7%)
i R A AT

M7 V7 F ok AR —EHN 8(7%) 1(1%)
I8 PR

i+ NOS 7(6%) 3(3%)
NOS : L E Shzeu
¥ NravA vy (2K Z &2 g #RNEE) AT Ea T RUKEEEmRN= )
(F7IV o XYLV, suxhi U TArzuRd o) B T L2

C cConfidential

1.6 SMENZR T D EARNEICET &k
- 11 -



BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k
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FRARAERE) ., WIhb, BEECEREREO S v 2~ A LU RO

FRIZEENWT T v~ VUBORIER (RS EMENKEEGRE 8655 L
Bz, [728Aab0 ) LHELEZESR) ILLTDEEBY Thoiz,

Mg LY /RS - AFREERHEINGE, U o/ EE, I/ MEEINE, /MR R
JiE

Ol - D GED, L GHE), OME LR

Hi L O REE - B

IRFEE «© Zth

BIGRETE « O, OEEARE, PR, B ORGSR

JRYUET K OVEAEHIE © U P ZE NOS, SMafiEDy o v F e, HiifE, Ak
VULNE, FEMERE Y

FEPRRRAS « i Y 8N, MR 7 vk VR A7 7 X —EHIN, INR B0, FFEEEERR
TR, 77=207I 870 AT7 27 —8B#IN, TARIIXUBTI ) MT A
7= 7 —EHMN, 7r he e R R

R L OURERET « AAEOR NOS

i B o de KOS LR« A AR

MRRREE . DRFRTT, PR

FEApRESE - Z)5% NOS

B L OIRKKIES « AR, BHRERE NOS

FeE ¥ K OV MARERRIE S « 2l P2 O FEiE, /IVKIENE S

<ZEOMORER (BRA) >

TR N BE &t B & L2 B AR ClE, SEERL O EE 2 DR O EF SR
BEIGIE, JEERLY X T P~ A Y UBETED 2Tz, 2O ORBEIG DAL, AF
FLRERB LI REFTICBIT X T h~A L OFEH RN L H D ThH o7,

(2) /MR

BENZBT L B ER AR

<AEMEVERCRE - AR YRR UNIR) >

BT~ A v ORI ERRRBR R (MRS - MR YYE) TRl S 2,
25661 (1~175%) (ZARFID SR EER 5S4, 1330NCKRSEN G- Sz, BEICITFl
WIS CTeHEDSTHIERRI4A M CER3AM) 53, Fimxsns 2 &0 HEIZLLTO
EBY L 1~2% A 1210 mg/kg, 2~65% 139 mg/kg, 7~ 115137 mg/kg, 12~175%1%5 mg/kg,
AFNDNE G ST BE T, BrES1%, LtE49% TH Y. AAN46%, 7T A32%Th -7,
2566761 (2.7%) HNAEFHFRICKLV AFOREAZHIE L, 133605761 (5.3%) 23%H
o2k LT,

AN DOVHMEVE R RS - WCERAR AR ERRER T < A DN BERIR M Z & OF EHELRH

C cConfidential

1.6 SMENZR T D EARNEICET &k
- 12 -
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1.6 AMEICEIT D ERRNEICET 2GR

BEIAZ[FR 1.6-9)lT77,

R 16-9EMIERE - MPHEBBRREDNEEZEEZHNRE LEARICENT
FTEIAV VBT 2RULEN ORBERLIYBLEISTEREIROON-FEER

T b~ i FEEKT
AEFEZA (N=256) (N=133)
n(%) n(%)
B IhEE
T 18(7.0) 7(5.3)
Mg i 7(2.7) 1(0.8)
&R 5(2.0) 0
gr% B KO T AA Rk
Z O FEE 8(3.1) 2(1.5)
—f% - 2FEHEL L)
B AL OIREE
FEEL 10(3.9) 4(3.0)
B R A AT
if. 4 CPK il b 5- 14(5.5) 7(5.3)
Pt R bR
BIEV 7(2.7) 3(2.3)
T ANvavA Ty TV UEeA U THEAT RUKREEERR= Y v (T
Uy, AFXV TV g rzuxy U y) oMEEE

BIHEVERZ R « ST ARG/ N I C B 1 2 IR O Z 27 1 7 7 A VT HENE
Fe &« iEERRYE R N B 0727 a7 7 A4 )V SR L T,

<HtaT F‘?ffki XAy (WEimaE) RER (hIE) >

AHN DO AT R R 1R (3507 U EREIC X 2 it (FimiE) ] Car S,
55611 Ziﬁl A3 R FHER G- S, 266K REER # G- S, BEIIIFERICS - HE
DIAERRQ2AHE CEHR2AM) 53z, FmXsZEOHEFLUTO LB ¢
myinngkg7~4m§i9mwg\n~qn@i7mgg%$ﬁbQQﬁékw:u%qufiw%\
TM31% Td o712, 2l DB DA AL R Do T2,

S5BIH3B (5.5%) BWAEEFGIZL D RKFIOELEZFIE L, 266261 (7.7%) ARFHRIE
DG ERIE LT,

INNROEET K EREIC X 2 i (FEiE) BT ALNISRERIRSEIT &
DA FEEGHRUAEEZ[ER 1.6-10]1T77,

C cConfidential
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& 1.6-10 HET FIUKFICKL S MREE (HlE) ONMNRBEEXNRELEHRIZENT
ST bRAL VBTSN UL DORBERFLYBLIISTREVZBOONLEEER

VAV e % o HEEET

AEFEZA (N=55) (N=26)
n(%) n(%)

B IR
Mg - 6(10.9) 2(7.7)
i R A AT
if. 4 CPK il b 5- 4(7.3) 0
T AvaAvA Ty, B7 7Y T AT RUKEEERA= Y v (7Y
UL AFRH Y Nz ex v V) OAREHE

2) HRERGER

AANDAGEEDOFERPIZLL TR T AEERPHEGR IN TN D, D OFELRIINHE

RRESOEMMN S ARICHE IND 720, BHEL EMECHEE L0, KEIRE L DK
FRREMNL L7035 2 ENEITARRTHD LIRS 720,

o MIRB RO oREE AL, L/ MRIBAE

o R BHFEER L OBREIAOREE | REE

o ERMEE . TS T4 X —  MERE. T HEEE, CAME, B, HE TN
W IREROORLBE, FATRR BRI 2 & 5 T UE S

o BUERBLOHAERIE JuRXA N DT L - F 4 7 0 LT

o BRI /RS

o VERECRIEE - IA 7 m e U - BT RIAEE (A& OV HMG-CoA i Jrli% 4
FHRIEDFH LIBETORERH D)

o FRIRER. MOERIS K OMERRREEE - axuk, AFERERVENGSE . SRE(LIEAZE

o MRRRREEE  REME= 2 —m T —

o BEB X O TR - SEAIMEREUEEERE (DRESS) . /INKIEAIENMERZ Db
BIREDFEZ DR, AT 4 —T A« Pa Y ERERE (SIS) RO
RZBSERAME (TEN) Z&Tc] Z B0 EEREER, 2RI IS IEREE

o HIBREE : EL, IR

« BB IORKESE : SMEEES. BEEAS, B, RMEMEMEEZX (TIN)

o RREREGE SRR

W BAE
1) HMG-CoA & jrl#s5 fH 57
KRR N AZTF o OPFHITEGIZ LD | @EFEHRE T o2 F ool 7
TIREITKR LRI BRI AT —omE b R0 o T,
HMG-CoA iE iR EANII AN TF =25 SR RN H Y . I4/3F —IX CPK
D EH-Z 185 BRI MR T & LTHRET 5, Ha7 FUEREIC XL 2 g (3
ME) e ONEGetE O NI FB o 2 %t 42 & U2 B TIAHRBR Tt HMG-CoA 3% o l% 35 L4

C cConfidential
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2)

DETENE M OO 5% 52 1) 7= BEIC CPK E_EF- 3% HvT-, HMG-CoA & Tlz L EH|
& AR AN a2 BE SO LIZRBRIIIR O TV D72 REEGFIX 25 OFEADOREEE
ETHZ L,

) & ERIR R AR & O AEH

BT b e v R T T AFUREEHWZET, ¥ 7 b~ A v omEf o

FEDFRRINC @y m e, g bl IREKRFICE LW v e B R (PT) Ak

EROEBEREL (INR) N ALND Z ENnb 5D, Ba Mz ke o RT T 2T

I AR O AEMERIZ L2 A EO PT ERE L OV INR 8L, # 7 h~A v ol

FREES N T 7L T PT U INR A OB Z 8IS 5 2 & 12 X 0 ATREME 2 e/ MRIC

THZENMTED, LaL, %?7ﬁf%mﬁﬁﬁ%a%t*ﬁﬂ%ﬁﬁ+ﬂ’%éo

ARG HIZ PT UL INR B EF @S WAL, ITFE21T) ZENREE LY,

(1) 2081 B LA O A $ G-E /i (1\775?%) (ZERIfL L. PT & INR OFHliZ 0 k3, b
7 Z7HED PT X INR NP LV S BEF IR WIEAICIE, toFEIC LD PT XX
INR OFHii 2 a4 5 2 &,

(2) PT XU INR ORFEEE 5 & Z T MOJREKIZ SN CRHMET 5 2 &,

Rk e ~O 5

07YN49

1))

C cConfidential

I

U A7 DK

PR OB T A AK OB T AR T —XIFRONTEY | EERERMEX
HHIE R OVRE DY BIE Y 2 7 12O\ T OERE RIS 2123+ ThHhD, Ty hev
T X2 HCTAEMREBRZ T L, SRERRICE T h~a o dke MEEHAE (REmHE
*%6<)f%é6mﬂg@%n%nmﬂﬂ%@m%fﬁwm%ﬁbko%ii@ﬁ%@%
BIIRO LN oT,

R E ORI D EEARERMEXRBIE R OTEDOE Y A7 IIAHTH D, fHIRIC
X, e RMERIE, AR IIZOMOFEERBROE R A7 BNdH Db, KEO—RERMT
X, BEPRAOICERD DRI I 5 BB AR RMERE R OV EOHEE Y A7 1%
ZNZEN2% 4% 5% —20%TH 5,

FE TG IA A

HIRT v Mo, 7 h~A v &2FR6e~18H BI25, 20, X175 mg/kg/ B O & THR
W5 L7z, 75 mg/kg/ B BEG-REZRHADKREMMAR A Lz, & N TORKHERHAETSH
éw@mwﬂmﬁ®%%<¢%ﬁﬁ ZHASL) THDHTS mg/kg/ H TIERRIE~D 2T
O BT,

HIRT D XIZ, T h~A v a2ER6e~150 BI25, 20, X175 mgkg/ B O £ THAR
W5 L7z, 75 mg/kg/ B B G- REZRHADREM L BTN Lz, & R CTORKHESE
HEToh 56 mgkg ORIMEOHE (KREMEIZESL) TH D75 mgkg/ B TIHEE i~
DEEITRD -T2,

L6 AMEICEIT D HAMKILEIZ B4 5 &8
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2)

3)

4)

5)

C cConfidential

ZHRRE & AR AR OREZMAEDEERBRTIX, ¥ 7 b~ 2T v MC
2, 25, 75mg/kg/ H OHET, REHTI4H ) BFA,FER20 H £ CTEIRNE G- L7z, AR
SR DIAE~DOREIL, B N TORRKHEEHETH 56 mgkg OKEOHE (K&K
FEICHESL) THDHTS mgkg HORkEHARE TRO LN h-T2,
5= F b
Y A7 DEHK

BT b A e MRS RME D MAE IR D0.1% DI E THEET 5 2 & Bl S
NTW5, FALEERLUZLZICHTEE T h~A v ORBEUIRILO WK T 5 &
TR~ AT ORBIZET ORIV, BB RORE LR OMEFE EORRE, BEo
BRI T D ARBN ORI LT FILE R OARIKT 2 AFSUIRHEOREIZ XL 5
EIEM R L L L ICEETORERD D,

/N

BEHEVER G - WOHHAREE K OV 7 R U BRI K 5 e (B iSE) OIR#ICEs
I BAKN DM LML, US D1ITHROERE TR SN TV, 2D OFERE T
DOARFNOFHER I, A ZxGRE LIy o+ 0@ B SR RRER, /N B 2 55
& LT EhREaER, MRS - WOAE AR YE e OV 7 N D BRI R 2 ML
INREBEZ XIS L LT Rk, Ao, EWEhie 2 39 5 BB 515 O AU 72 BRR AL
EIZX VRSB TN A,

VAT O/ NEBE ICE T DR L AOMEITHL S v Ty, BirERA X & Az
BRICE D B, AR L O SRR ORI A OY SUEHHR) (ISR 2 KT3I ERY
UAZRNDHT20, ARl O/NUEE IR ARG LN &,

AANZ, BHRERE 2 A T 2/NEEE TIXRGEREL STV RN T2 OmE)Is SR,

AN, OB YL O /N TITMRET STV 72au,

L=<

EHENE RS - WO E B N B A x5 & U 72 5 I Ll FRES IR ¢ & 7" b~
A2 H B LI BAES3ABIOD 5 B 27%03655% LA B 12% 03755 LL ECTh o7, AT R
DERIC & 2 Mg (EIMAE) S OVEYetE O NS B 2 kb G2 & L 7= 575 TIURE B skl G
BRCH T h~vA v kE LB 1R20610 55, 25%03655% L0 . 16%703755% LA ETh -
7o EMEMERCRE - WOTARRIEYE QNS 37 R U BREEIC X 2 Mt (FimiE) K& OV
YlE NS BB 2 kb4 & U 72 3B IIAHRRBR ClE. 65m% L D B TOREKNROADRIT
6SHE AT DB IR TR D o 70, E BT, 65l EOBFE TIiX, A HEFGD 65 A D
BELV AN,

YRR SRS DX T b~ A U IR B IR AR (SR T E D o7, L LR
Do, ZVTFr=27 077 ANR30 mL/min UL EOEERE CTIEL 7 h~A v &
L O =Y AN
R AR

BT b~ A X EIT B TR S D 72 | ST ke T U IEGE T (CAPD)

1.6 SMENZR T D EARNEICET &k
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EZITTCTOWDLRANBERE LT F =027 U7 72 AH30 mL/min Kl O RN BHIZIEAR
o 5HEOMRET 2 M3 2, BHERA SRS CIIBMEEL Y CPK & X v HZIC (#EI1
RILLE) £=2V 79562k,

BHRERRE A T A /NS TCOHEFRENIIML STV,

&5

WER G OEEIT, LIS CAREKIK A OMERC L 2 RRIEZIT O ZEDREE L, AH
R ZENT (4R TR G- EDOKI5%RE) UIIERROET (481 TG & DM11%FR%E) 12XV
RN BARRCONZ R ZE S5, High-flux BT CARER] BT 217 > 72354, low-flux BT D
Bl BRERERPEEDLLEEZOND,

B

1t

C cConfidential
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1.6.2.1.2 EU R XEDHE (FIFR)

ko4 / iRoe s ttA4

Cubicin,”Merck Sharp & Dohme B.V.
FA - EE

TE SR S0 R Gt 2 R 1350 mg 13500 mg & & defliu v v oA 7L
Zhie - ZhA

AFNX LUF ORBYYE IS S D,

o RAKOUNR (1~175%) OFEMEMERRT - #EHAAREGYE (cSSTD

o RADEET RUEKEIC K D4 LREGONIER (REIOSEHOREIZY 7> TiE, &
KEDOEZMEERE L, EMROMFITNES 2 L.)

o RAKLOVNE (1~175%) OFEET RUEREICE At (@EiiiE) (AT, A%
SRR D IR SV TAEHENE B2 -+ SRR IVE £ 1 5 Bl WD 2 L, /NRTIE, 8
MEVERZ R - #G AR IE 2 O A IC WD 2 &)

ARENT T T KGR ISR L CORHETENEZH T 5, Lioo> T/ T ARMEEXILH HFED

BERMER & OIRB BN DN D HAICIE, B AREA &2 O L CHREETTY 2 &,

LAl O E BT 2 AR A X A%EETH L,

AL - A&

BEERGE U2 BRRRBR Tl ARNTRAR3023 20 THRIEEHE S Hviz, ARAID253 03T THR
WIESHIRERE N TORFE S TR Y . BE TOBKRRERIT/\V, Lo Lan b, RAID255 )
F CERIRN TG IR B 03043 23 T fAERE O Ll Tld, B E K OV PRI BRI E R O
HDHETHDO LN T,

1 HE

<FR N>

o AT RUBKEIC XD MGG (FEAE) 2 b2 WEHEMERE - WCHAREIYE © 24F
M= & 24 mg/kg 27~ 14 H M SUEGUENEIE T 5 TR 5755,

o HAT RUBKEIC XD MGG (BEMAE) 2085 EHEMER S - WCTRREIYE © 245R) &
Lz mgkg %595, BHREEEBFICBIT D2 HE - ARIIER Le-11IIRT, &5
BN, e OBRFOEIHED 271G U T, 14AFZB2 %GRV EL Y 95,

o EOT FURREICL DA DRBYME DA T Z OBV RS H5E  4BF T L1
6 mgkg #5325, BHEREREEREICBT DL - ARII[E Le-11lITrd, &5/
IE. FEYBORRICHED Z &

AANTAEB IR, RN S T2 2L, ARz 2RI EREG LN &,
J LT F =R ARFF—E (CPK) iE_— AT A UREL OG- X e GE1RILL )
\—Y/E\IJ/E‘a—é — k o

< EpkrepEE B >

C cConfidential
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BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

AFNZFEICHIE CHRt =N 5,

BRI NR O TND 2D ([R 1L.6-11OIEREZZI) | B ERANLE (LT F=
7 VT 7 A80 mL/min Afili) ~I1%, 16 EOF RN ERMEE RS Lol S s 55 A RE
LR &, BREREERE IR EZIT, BEFEOREIZINDL T, X TORE THK
AL, BHEREL N CPK EAEEICET=X D 73252 &, BEREL AT 5/ LEE TOARA
DR « FHEITHESL L THRu,

F 1.6-11 EBHEEEZEHTOSHABRETOEIGIER D
HLT7FZUOYTSUOREIZEPHRERBE - B

T IEE VA =/ HELEM L - H&T {5
77 AT
AT KU EREIC X 2 i i g 30 mL/min 2L E 4 mg/kg 1 H 17|
EJiE k7 j \ . o
ég&%gﬂ%gzéb VIRHENERL 30 mL/min 7 4 mg/kg 48IKFfH] = & AR 2R
ADDARRIEDNIRISUIREAT | 30 mL/min 2L 6 mg/kg 1 F /]

N7 EREIC K 5 Mgy (i
KE) D BOMEERZRE - WCEAIAR | 30 mL/min Aol 6 mg/kg 48IF = & BIET 2

i B 5REIRR O FRE 1 LR BN BER R N BT S S S HEIE SN b0 TH Y | R ToZeM., AxhE
VIRRRE STV,

I MEENTEE UDdEG A TAERET (CAPD) 23210 T\ 2 B I b @hieeT U o 7 & S el
HeBRE OFDENRERAN LS & | RO M B 2 HELET5, FTRECTHIUE, BT B IS 2%
JERICAAERGT DI L,

<FtnekE b >

W L A O TS RERS BB (Child-Pugh 433H B) (2 L CIEAAI O BRSO L3137
VY, HEEDRFEREREE B (Child-Pugh 7038 C) TOT — X IR0 DT, &5 OBIZITHLOEE
D,

< neE >
HEE OB RRRERE T B LA O s i IS Il OHER A B A2 R 5T 5,

<P A~175%) >
i S ONBEITELS K D HEDEMIE - &4 (R 1.6-12IT7R T,

& 16-12 FRMRVEREICISHERE - AE

W SIE
T RO EREEIC X DIy (Fi T R EREEIC X DI (Fif
HEfin iE) ZffEbran fiE) afED
FEHENE B - BRI FEHENE B - BRI YE
ik - & 51 1H ik - & 51 1H
12~175% 5 mg/kg 24 Z & 12 1[H] 7 mg/kg 24 Z &2 1[H]
3059 2 T gL RE14H M 3059 2 T gL RS R
T~ 115 7 mg/kg 24 Z & (2 1[H] 9 mg/kg 24FFH Z L iz 1(A]
N 1.6 SHENCIS I 2 BRI B 5
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BT h=A v NEBIRE A
1.6 AMEICEIT D ERRNEICET 2GR
3043 7 CRE R 3043 7 CRE R
2~6irk 9 mg/kg 24FER] 2 L 1211A] 12 mg/kg 245l Z & 12 1[H]
6043 /) C A ERE 6043 73 TR
I~2iEART | 10 mg/kg 245 Z & 12 1] 12 mg/kg 245l Z & 1T 1[H]
6043 7 T ERE 6043 /) C R
NROFEET KD EREIZ L 2 Mty (BFEIE) 12k 2 A8 Ok 5L, #x o EE 05 0HE
DIVATEBEFEZRFTHZ L, HxOBEOEIHEY AZI12XY, VAMEIY BWEGHMEET 5
Bandb s, MNROEET N UEKEIC LS Mt (FiiE) OREBRIZBIT D ARK O LG HRIX12
AR, §iPHIZI~4M4BMTholz, HGHRMIE. SEMRBOERICED T &,

ARFNT PRI % . FrRN&RE 2 2 &, AFIZ1R2MELL E&REG- LW Ly
J LT F =R ARTF—F (CPK) iZ _— AT A N OG5 B X e 8 GE1RI2LE)
AR, AR M O SR GRS R OV AT HHX) 128

AR O/ N B IIIAR 2R 5 Lgnz &,
6053 DT C AR

WCHIET D2 &,
HFAERA X2 HAWT-RERIC LY

2) 55

Bh KT TER Y R RNH5H7-0
RN TR 3097 ) C AR R SUE20 0T TRIRNTEST9- 25 2 &
xR

T~175E D /NE T, 30000 TRGEFHET 5 2 &, 1~6ikD/NETIE

gl

J

s

BEROHH EOEE

2%

152 &,

HZE,
BT~ A 2 ATARA ORI AN S BUE 23 BE i o B
1)
AHN P 5-BAIATL T HEVE R RS « #GHR AR GIE M O D R MR D N RS DLA D SR G5

R SV EITIE, AFNRD - TYRURYYE (A D72 HUE SR TE O i 2 1R

B A
HT &,
T T 4 T R
AR GRIET F7 1 7 % — S5 BRESRE SL T 5, ARNCKHT 57 L
—REARE LA, R I L)
RIRT, AAIIRICK L CHAEE R S o te, ZOT

2)

3)
W, ARFNIHR DI 72,
W7 R OB IS X 24D R DN RS

%
g% B 2 R & LTI IR
4)
AT N ERE IS & D4 DRIEBGME OPIR R 2 AR G013 196] (BRAN) ERG
TS, I8ARImMD/NEITIRIT D AT BV EKEIC K 24 DRIEGE D PR R~ D AH

DM O RIVEITHESL STV 72R0,

1.6 SMENZR T D EARNEICET &k

W7 RUEREIZ LD AN LI DNIER K OVE O RIEGE D NI 64 2 AF A 20
20

IR STV,
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BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

07YN49

5)

6)

7)

8)

9)

10)

C cConfidential

GRAE MR YT

TRAEMERGSE O B IR, EWURAAREE (B 21X, 77U — R~ ANTHORE,
NLF M2 &) ZBWER<ATH 2 &,

i B A S e

Enterococcus faecalis 2 (8 Enterococcus faecium % 2 Lo ER B RGLIE I KT L, AHIDS A 200
R AR OWTHE R AT T DA 72T 07 — X id vy, & 612, Mt (FIiiE)
DEPFOFEEIJE U 7o B ER A RRYYE IS 3 2 AR O H &I E - TH 2RV, BB
Y2k B ARANGRENFEL) L2y o TGO 5 HRKE /MMt (FifiE) %> T
W2 Z EDNHRE SN TWA, 1R (treatment failure) & 72 o 72 FEF| D —EF T, AN
KT B AR B SO B 23R S T B,

FEINE B

PUERIOERIE, FEENEE O A (RS 2 TREMED & 5 D T, 1AM I B RYL A58
BLL7235803, MORAE LT 2 &,

JaARNY TN T 47 4 LHETH (CDAD)

AROBEINZLY 7 A NPT LT 4 7 4 LT (CDAD) 23#E STV D,
CDAD & %\ CDAD 238556, AAIOMM 2 L, WU R0@E %2175 2 &,
) & R R AR & O ALEM

REOMBMAT N R AF I T, AT Eo7e b v R (PT) TR
FOEBAEREL (INR) OB A Shiz,

I LT FURAKRFF—F L I A F—

AEBE G SRR, KT, Bk, 247 v v miE, SN RARE I fE 5
I VT FURARFFT—E (CPK-MM 7 A V¥ A L) ERNRAH LN, KRR CIIALYE
il ERRDSf5% LAl 5 A TORERE R 72 s CPK o EFI1X, xHRZERE (0.5%)
FVET h~A VB (1.9%) TELSRBLEZ, b0 et LT Z & &R
Do
o TRTOBHE TS CPK iz X—2AT 4 > KOZEOHREMMIC GELELLE) €

=ZVTTHE,

o IANRNTFEEBTLARENE VBT AR E KRG T 55E1E, CPKIEL LY &
S (BHBA% 2T, 2~3HIZ1E) E=XV 7352 L, ORI REBEIC
VR ILIEEAT XA T I ENT (CAPD) %#1T-> CTWARBREZE LWV HRE
DORERERFERE (7 LT F =227 U T 72 A2380 mL/min Kjilf) LI A4/F—L D
BELPED N B 5 3 (HMG-CoA BT RER . 7 4 77— FREH, o7
RY V) ZRELTVWARENEEND,

o N—=RTA O CPKENEYEE ERDOSEZ RIS EEN, KARGIZE-TIHIZ
CPK B EA-3 2 wIRetEIZBERR CE 70\, T D X 5 RBEICAF & 53 5 581%.
FRICEEL, CPKEZH2EILL EE=4 Vv 7952 &,

o AT L OBEMERD DEFN A S LT D BEAT, AtENEkiE s EEl S

1.6 SMENZR T D EARNEICET &k
- 21 -



BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

11)

12)

13)

14)

15)

16)
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BAERE, ARORGEEZ DL,

o IBRETIE. IART—LBIHNDH LW DK OTERIZ OV TEIMNIZER 28
BIHZ L,

o JRERRHAOFRYE. ERE. SR TSR E L2 EBF I, IHBEIC CPKEE
WEST 2 Z &, RO PABEDIER A BlAL, CPK B M LRDOSF 2 H %
TS EIE, AFloRGZFRIET 52 &,

KM= 2 — X —

ARFNBE G- ISR AR = = — 1 T — OE L OYER DGR Do BE L, HEES
L, HHEORILEEETLZ L,

ANGEE

FAEVA X FWTZEREBRIC J 0 L F, MR & OV TSR R R OV XU HX)
IR RITTEIEN 72 ) A7 B3 D720, SR O/NLEFITIIARF 25 L2 &,
AFERERME R 2%

AF P 5 I BEERPEI 2 DRBN WS ST D, KFIIAFIORIER TH 0 | FE,
(ICFR AR R A% £ O REIR IR, OV AMERTIR M & OBREA LR B L=, %< ®
FEGI T, AAl 2R A TR LERICEBLTRY | AAEELTIEL, A7 a4 R
DG 2 BME LT %ICi Ui, RBRIOFEG%IC, FEEERMEMZ OFR 3 #®E STy
%o AHMEFIZZI S DR L OBIENRD b BEIE, WA, & B
PRGN Al SO IRK A RN D720 R ST A B D O A
EEETH L, EHICAFELGEZTIET 2008 L, w@tlels, 25EAT a1 RiC
L HEREEFIET 2 b0 LT 5,

HE O R ERIEN

SEAIMREUEEERE (DRESS) M OEBURZ OFMICE D b eV KIEWIE (AT 1 —
TRV a Y PEGRE (SIS) XX EMER BHERIARIE (TEN) ] 25T, Ema &)
FHREMED B D EEDO K FERITEMA (SCAR) 23, AFITHE S T\W5, MGHHZ, BHIC
HE O FERINERA OIREE L FERICOWTRII L, EEESBILETLZ L, 2o ORIEA
ZRET B IMECIER DN BIN T 51T, AFlOEGZEHICHIEL, REREE R 5
Z L, BEPAROMEMIC L BEORGRIERN 2 58IE L5613, AN X 5165 % H
BHLZ2 W2 &,

PRADAE B 2%

AHN OB TERL I IRAIE I E B R (TIN) 2AHE SN T D, REIOF G FIFER,
FZ . AFEREREEANE . U BHERERE T 2 R UL U7 BRI, RAEREN 2 521 B 4
b D, TIN RO LS EIE, AAlORGZEGICHIEL, EWURLELZITI Z &,
R P ek T

AENB G HICEEEREESRE STV, EEOBEKERFRT CIX, by 7 v
A REN B L. I AT —HBLOfERMED & E S RFE10) B,

JVTF=0 7 VT T AH30 mL/min Al O RN B TIEER SR 2 HET3 2 L3R

1.6 SMENZR T D EARNEICET &k
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BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

b5, BHEHRFESREOZ M, GOMETEYEIRBET VAW LD THY | KRR
ICRGEEIZ STV Ry, 2O XD REBE~T, AutEdfaRitz bR 2562kE, &5
BYEXDH T L,
JVTF=0 7 VT T AH80 mL/min Al O EHEREMREE L IR 5T 2581E. A
B GRIARNCERE A ET 5, EMNREEEE=4 ) L 7 %2175 2 L 2T 5,
B OBBEEDIRBIC b B, BEEE2 AT 2HE 2 0T DB b E A0 B
RRE=X VT EITH Z L a2,
R E 2 AT /N O A - AT L T,
17) AE
BMI (Body Mass Index) 72340 kg/m*Z#8 %, /> 2 L7 F=227 U T 72 AH70 mL/min
% BI85 R TlE AUCo 25, FEIEE T THE L (CFE42%) $EnL7=, A&IZ2 5
BEREE ~ G- LB 02 2t AOMEOHERIZRONTWLOT, HEEELET S, Lo
LR35, BIRER T, ZNH0BRETHRGEOBENSLETHD Z LIFMIEIN TV
U,
18) 7RV T A
AHIDOEOEE-&7-0 OF b U v AEH &I mmol (23mg) Kl TH Y, AEMIC [
NI OLTZU—] ThHd,

W BAE

BT h=AT 3 F b7 1L P450 (CYP450) (2L - TiE e A EXUTELRF SR, AFN
P450%12 & 0 RE S D EHM O 2 HESUIFFE S 2 2 LIEE 2T 0,

ARET AP AT D NTTvA v, TAT 7 Y Y ROT 8%y R & ORI
Ba FEhLic, RFNXDU LT 7 U o T 7T a_xx v ROEYBRBICHEZ KFT L. h
5 OERLDAF OB IEI L KT T Z & b0 o7, AFIOEYBIEILT X N LT A
RO ERIZENT D2 3ol

L2o> L7233 B ARAI2 mg/kg 2305 000 CATREHE L2, N7 T ~A ot GRBRICE D
T, K& T T ~A 2 OEYBEEISHH FICEE T RWb T RN BO b, K
ROEKGBHEL N7 T~A L OEMMAERIZAL L TERY, AFE VT T~ 20
BT HBIERT D L,

INT7 7 U EARKEDUHBBRIZIE S TWD, KEIE U7 7 U DA Al o OF
REITE S TR, AFIE T LT 7 U U EPEFREE LTS BE TR, AFIRSBAE O
RO AFITHENERN 2 E=2 ) 7T 52 L,

IANRF =G| E T AREME D B 53K TH D HMG-CoA 12 yrlisk FHLEA & AHK & OO Ak
BRIZBR SN TV D, LU, AT HMG-CoA 2 LR ER D15 & A & OHF AR,
% L\ CPK il E5- & BB AR NSRBI L2 2 E RS SN T 5, FistEn et s kR
LY RE . ARG P I AT —ICBE T DA OOHTITRET 2 Z LA HEET S, Zhb
DIEFN OB AHET HIRVEEAIE, CPK ORIE ZH2[ELL BT, I ARF— 27T 5 56 2

C cConfidential
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BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

RATRICOWTHEERBET 5 2 L,

BT hvA v EEE LCBIMAIBIC L Bl S5 720 B S % L% 2 354 (NSAIDS,
COX-2BHEHIZ &) Z0tM+ 2 L METEEN LRI 20N H D, S HITINDH DK LD
{Hf P P R T ORI BT K 0 SR B BRI O WREME b b D, Lzis - CHIBAiBE
PES 2 HAN 20T D BRIITEERLETH D,

BIEIE%IT. 7 a ey B (PT) R OVEREE %L (INR) ORI S 07300 & A
H & OMAEERPHE SN, ZOMAEEHIZL Y R23T O PT IER L O INR N H 57,
ARFHE T2 X 0 JFER O PT LT INR FLH A2 b A1, BRBRBAC invitro (A {123
M ST E ZET_EThD, 7 h~A L MIEREED 5 7 PT &Y INR Hi#
AOBAEERRT 5 2 L1 K0 | ol R4 5 WTHEM 2 R/ NRIC T 5,

8 s M O Lt
1) kb
WEhT CORFNOMRT — Z 13720, FEREARRER CIIEiE, W/ IRIRORE, ik, HAE
% ORE ~O BN LM e BB R SR o Tz,
AANL, BEEERERIEE BRI D5G2ERE | EIRTIIEEA LanZ &,
2) fXHbm
JEBIR S I2IB W T, Bl s L TAAIS00 mg/kg A31 A 10128 A MEARNE 5 S, &5
27H BT, #RFFICOTE BARERR SN, it ORFO K mRE X, KREE
(0.045 pg/mL) Th o7z, LV EZ OFEHARRAE LD E T, BAMIAFEZEET D
RS ES e e sl o RS R
3) =JRHE
AHNIOZIERRICEET 2R T — #1370, FERGIRER CIX. SZIaRBICBE L CE#EA XX
MR 7o R B IR S LR o Tz,

SRR o O A 2~ D 5 %8
[ ) 0D A N O A ~ DB A Wt 3 2 iBRIAT b le hr o 72,
IHETHRESNAFFERERICINE, AFOMRIZ LY BB HOERS &K OB IEE~
BN D Z LIXTRENR,

I1EH

INE TRADERRBR T2L01HFNF T h~A o afh5 i, 205 51,2143 A 18],
4 mg/kg (FBAA1,10801, (EEEWERE11361]) M OM6061731 B 1E], 6 mg/kg (B3040, (EEEWERE
15661) 5 Sniz, /NEOEKRREBR CTIE, 372610347 h~A > 53, ZD 9 HolHl
DHEIE G TH O | 31VFIDEMEMER - SGHARRREGE X7 R BRI X 2 My (5
MAE) 69 HA&GRME - AR (HE#HM : 4~12mgkg) OFREGETH-7-, BIEH (REBRHEYE
FAENRERRE TEbbtbnzin, 500 ), HEEICHY ) EHELEZFR) 0%

ezl
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BT h=A v NEBIRE A
1.6 SMENZR T D EARNEICET &k

BEIGIEF T b~ A v B L IRESERECHELL L T,

BB IS SNZRITER (REEIA 1%L L10%AK0) 13, BEERYe, R, 1o V2K
Qo A, A%, RHRE, [FEED E U, SR, mfLE, RMIE, bR O, O, EH,
fERL, T, S, REEIERE. IFfREmER Y [77=7 3/ b7 27 =7 —8 (ALT) #0,
TANRGEXUEET I ) VT A7 2T —8 (AST) 84N, 7 VARAT 7 % —F (ALP) H#E0],
BB, FHEERE, WETR, Mg 2 LT F o R ZRxF—1 (CPK) BN, WAL G, FEE,
WIECTH -7,

BHEETHLbOOEEEOESVEIERIL, WBUESIS, GFERERMEMIZR (& X IZERE MR
ELTHND), AFRREREEIN & S ER & 1F 5 395 (DRESS) | M8 VM K OBEAC Bl fRIE Cd -
776

BT b A v oG R OB G R BN S SN RIEH 2 8RR (KHEE T CITEE
FENE) 12[F 1.6-13TRT,

#& 1.6-13 ERRHBRPRUEERFTRICHE SN -RBIERORERNES

AR RIRIHA B R4

JRYYER X O dUE 1%L - 10%A 5 B, IR, IV FE
0.1%2L_E 1% K5 B IMmE
BERHT JBARNITUL T 47 4 VLYETRE

1%2L F10% A8 21

MK LV R EE )
0.1%2A 1% M/ MRIMAE . AFBRERMEINGE, INR $#00, A MmEREY

JINE
0.01%LL 0.1%K4i | PT iER:
SEEEARBRT MM JiE
Sl R E AEEEARBRT BEUEN, BRERETHL LR ER A ST
EVIE, MAFRREREE ZE, O ERBEIEIRE, 7
T TR UG, EHEALAE (IR, MR,
FEEN HEIE LML, BERMED E V., ek
URRERE &)
Rt L OekEE 0.1%LL_F1%K BRCRIE, mlhE, R
liguiliees 1%L - 10%A R, FIRSE
HE R 1%L - 10%A 5 FEIMED E VN, R
0.1%2L 1% SEIGTE, BRTEREE, RER. ARAIN
SEEEARBRT Kk = 2 — o /8F—1
ERBLUKKESE 0.1%2L_E 1% K5 [EHEE 8 F
TN = 0.1%LL_E 1% K5 EEMEER, HSMIGHE
il = 1%2L F10% A8 e, AR i
0.1%LL_F 1% AL
MR RS, MgREs K O E SEEEARBRT TFERERVEIZES, Ik
H ke 1%L 1 10%A AL R ONEs ., Bl MErM, (HRL, T,
5. REIE
0.1%LL 1% LR R, &
FEARTE R E 1%L - 10%A 5 JTHRERA B0 (AST B2, ALT #4001, ALP £
i)
0.01%2L F0.1%K5 | HyE
IR J O TS 1%L 1 10%A i 5. O
0.1%2L 1% B R
AEEEARBRT APPSR B MEEAE  (AGEP) . RHIMuBEUE

JEMERE (DRESS) i B RE ORI b LA
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BT h=A v NEBIRE A

1.6 SMENZR T D EARNEICET &k

PR EBIRSYIA R R4
WIS S (SIS XUE TEN) &
i EH SRR L OSSRk E 1%LA - 10%A 0 PURSA . CPK HEhm!

0.1%2L 1%

AT

e, AT sn, HAOET. HAwE. B
iR, M5 LDH b0, 7 Reis
RS, it

Bk L ORI

0.1%2L 1%

BRI E (BAR4Ae, BMErerEte), mig
VA =% )|

BERT PRANGE VMR 26 (TIN) ¢
IR L O AEREE 0.1%LL 1% A 53
P HEEDS L OREJRATERE 1%LL_E10%R: FEAGBALE G, FEEA, R JIAE
0.1%2L_F 1% W

¥ BUEIRE OMAEIZHE S, RHENRBAOEHN SO HEFBERETHD Z LD, HEDEE T oH#
ENHEET S - 7= 72 DI ERIIZA¥E Lz,

i AL DM - DVERE DB R

§ ARANC BEE T 2 IFERERPENG S O ERE72 BRI IARHTH D Z L b, 4 B FTlaHs Sz B R#E
DOEITFRD TH 720 (0.01%FK7) .

I CPK ¥ M O AIEIR & de 2 A/ XF—DWNL OMOIER TIX, T AT I F—F NG RO 5
TWb, NIV AT7 I F—BOEINE, FHHOEEL OE%RHE SND, REONT AT IF
—VHEIMZFE L — F1053IciS L, #E5PIkick v EE L=,

1 EREEAE SN AT ARE Cd o 723 HMIEEI D 5 B, KI50%IZEEF D BHERERE =N H 5 . XIS RlfiE o
BN & H BTV D EF A2 LT,

BT v A D25y TEHAIRNEE G RO R 2T — 2 13, EERAZ MR E L2203
BRERBR TR Oz, T D ORERT, ARFN0253 23T CTERAIRNE 515 K OB3047 2> T i i i
DRV OBRMEITEBL L Tz, BSRFIIC X DB G5-85070 ZI50E U EIVE R O FEEE <5
(2. LR D ERIZA LR o1,

=3 AL ORI, BIEH NS DI DS (suspected adverse reaction) % #5795 Z SIFEET
BB, THICKVLKEKMDY R « XX T v bRTUAZMPRIL TE=F Y 7T 5T L
WHRE L 72D, BEWFENEFEF T, Appendix V IZFRHE SN ENHE AT 2% 0 L CRITERAN SO
NoHLPLEREWMETHZLRROLND,
it & i 5

WERGOHEIX, XFRIEZITO ZENEE LV, AFNTMEENT @R TR EDKI15%
Br22) SUTMERBSENT 48HF THRE-BORINN%ERE) IZX VRN BESHICRESND,

Ne
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
CUBICIN safely and effectively. See full prescribing information
for CUBICIN.

CUBICIN® (daptomycin for injection), for Intravenous Use
Initial U.S. Approval: 2003

--------------------------- RECENT MAJOR CHANGES ----------=----nmeeenneev
Warnings and Precautions, Development of Drug-Resistant
Bacteria (5.12) 10/2021

INDICATIONS AND USAGE

CUBICIN is a lipopeptide antibacterial indicated for the treatment of:

e  Complicated skin and skin structure infections (cSSSI) in adult
and pediatric patients (1 to 17 years of age) (1.1) and,

. Staphylococcus aureus bloodstream infections (bacteremia), in
adult patients including those with right-sided infective
endocarditis, (1.2)

e  Staphylococcus aureus bloodstream infections (bacteremia) in
pediatric patients (1 to 17 years of age). (1.3)

Limitations of Use:

e  CUBICIN is not indicated for the treatment of pneumonia. (1.4)

. CUBICIN is not indicated for the treatment of left-sided infective
endocarditis due to S. aureus. (1.4)

e CUBICIN is not recommended in pediatric patients younger than
one year of age due to the risk of potential effects on muscular,
neuromuscular, and/or nervous systems (either peripheral and/or
central) observed in neonatal dogs. (1.4)

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of CUBICIN and other antibacterial drugs, CUBICIN
should be used to treat or prevent infections that are proven or strongly
suspected to be caused by bacteria. (1.5)

----------------------- DOSAGE AND ADMINISTRATION ------------mmmmoeeme-

Adult Patients

e  Administer to adult patients intravenously in 0.9% sodium
chloride, either by injection over a 2-minute period or by infusion
over a 30-minute period. (2.1, 2.7)

e Recommended dosage regimen for adult patients (2.2, 2.4, 2.6):

Duration of
therapy

Age group Dosage*

7 mg/kg once every 24 hours

1210 17 years infused over 30 minutes

9 mg/kg once every 24 hours

7 to 11 years infused over 30 minutes

Up to 42 days

12 mg/kg once every 24 hours
infused over 60 minutes

1to 6 years

*Recommended dosage is for pediatric patients (1 to 17 years of age)
with normal renal function. Dosage adjustment for pediatric patients
with renal impairment has not been established.

Creatinine Dosage Regimen
Clearance cSSslI S. aureus
(Cler) For 7 to 14 days Bacteremia
For 2 to 6 weeks
230 mL/min 4 mg/kg once every 6 mg/kg once
24 hours every 24 hours
<30 mL/min, 4 mg/kg once every 6 mg/kg once
including 48 hours* every 48 hours*
hemodialysis and
CAPD
*Administered following hemodialysis on hemodialysis days.

Pediatric Patients

e Unlike in adults, do NOT administer by injection over a two
(2) minute period to pediatric patients. (2.1, 2.7)

e  Administer to pediatric patients intravenously in 0.9% sodium
chloride, by infusion over a 30- or 60-minute period, based on
age. (2.1, 2.7)

. Recommended dosage regimen for pediatric patients (1 to 17
years of age) with cSSSI, based on age (2.3):

Duration of
therapy

Age group Dosage*

5 mg/kg once every 24 hours

1210 17 years infused over 30 minutes

7 mg/kg once every 24 hours

7to 11 years infused over 30 minutes

9 mg/kg once every 24 hours
infused over 60 minutes

Upto14d
2 to 6 years pto ays

10 mg/kg once every 24 hours

1to less than infused over 60 minutes

2 years

* Recommended dosage is for pediatric patients (1 to 17 years of
age) with normal renal function. Dosage adjustment for pediatric
patients with renal impairment has not been established.

. Recommended dosage regimen for pediatric patients (1 to 17
years of age) with S. aureus bacteremia, based on age (2.5):
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e There are two formulations of daptomycin that have differences
concerning storage and reconstitution. Carefully follow the
reconstitution and storage procedures in labeling. (2.7)

e Do not use in conjunction with ReadyMED® elastomeric infusion
pumps in adult and pediatric patients. (2.9)

--------------------- DOSAGE FORMS AND STRENGTHS ---------------------
For Injection: 500 mg lyophilized powder for reconstitution in a single-
dose vial (3)

CONTRAINDICATIONS
e Known hypersensitivity to daptomycin (4)

----------------------- WARNINGS AND PRECAUTIONS ------------mm-memmeeem

e Anaphylaxis/hypersensitivity reactions (including life-threatening):
Discontinue CUBICIN and treat signs/symptoms. (5.1)

e Myopathy and rhabdomyolysis: Monitor CPK levels and follow
muscle pain or weakness; if elevated CPK or myopathy occurs,
consider discontinuation of CUBICIN. (5.2)

e Eosinophilic pneumonia: Discontinue CUBICIN and consider
treatment with systemic steroids. (5.3)

e Drug Reaction with Eosinophilia and Systemic Symptoms
(DRESS): Discontinue CUBICIN and institute appropriate
treatment. (5.4)

e  Tubulointerstitial Nephritis (TIN): Discontinue CUBICIN and
institute appropriate treatment. (5.5)

o Peripheral neuropathy: Monitor for neuropathy and consider
discontinuation. (5.6)

e Potential nervous system and/or muscular system effects in
pediatric patients younger than 12 months: Avoid use of CUBICIN
in this age group. (5.7)

e Clostridioides difficile—associated diarrhea: Evaluate patients if
diarrhea occurs. (5.8)

e Persisting or relapsing S. aureus bacteremia/endocarditis: Perform
susceptibility testing and rule out sequestered foci of infection.
(5.9)

e Decreased efficacy was observed in adult patients with moderate
baseline renal impairment. (5.10)

ADVERSE REACTIONS

e Adult cSSSI Patients: The most common adverse reactions that
occurred in 22% of adult cSSSI patients receiving CUBICIN
4 mg/kg were diarrhea, headache, dizziness, rash, abnormal liver
function tests, elevated creatine phosphokinase (CPK), urinary
tract infections, hypotension, and dyspnea. (6.1)

e Pediatric cSSSI Patients: The most common adverse reactions
that occurred in 22% of pediatric patients receiving CUBICIN were
diarrhea, vomiting, abdominal pain, pruritus, pyrexia, elevated
CPK, and headache. (6.1)

e Adult S. aureus bacteremia/endocarditis Patients: The most
common adverse reactions that occurred in 25% of S. aureus
bacteremia/endocarditis patients receiving CUBICIN 6 mg/kg
were sepsis, bacteremia, abdominal pain, chest pain, edema,
pharyngolaryngeal pain, pruritus, increased sweating, insomnia,
elevated CPK, and hypertension. (6.1)

e Pediatric S. aureus bacteremia Patients: The most common
adverse reactions that occurred in 25% of pediatric patients
receiving CUBICIN were vomiting and elevated CPK. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., at 1-877-
888-4231 or FDA at 1-800-FDA-1088 or www.fda.qgov/medwatch .

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 10/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Complicated Skin and Skin Structure Infections (cSSSI)

CUBICIN® is indicated for the treatment of adult and pediatric patients (1 to 17 years of age) with
complicated skin and skin structure infections (cSSSI) caused by susceptible isolates of the following
Gram-positive bacteria: Staphylococcus aureus (including methicillin-resistant isolates), Streptococcus
pyogenes, Streptococcus agalactiae, Streptococcus dysgalactiae subsp. equisimilis, and Enterococcus
faecalis (vancomycin-susceptible isolates only).

1.2 Staphylococcus aureus Bloodstream Infections (Bacteremia) in Adult Patients, Including
Those with Right-Sided Infective Endocarditis, Caused by Methicillin-Susceptible and
Methicillin-Resistant Isolates

CUBICIN is indicated for the treatment of adult patients with Staphylococcus aureus bloodstream
infections (bacteremia), including adult patients with right-sided infective endocarditis, caused by
methicillin-susceptible and methicillin-resistant isolates.

1.3 Staphylococcus aureus Bloodstream Infections (Bacteremia) in Pediatric Patients (1 to 17
Years of Age)

CUBICIN is indicated for the treatment of pediatric patients (1 to 17 years of age) with Staphylococcus
aureus bloodstream infections (bacteremia).

1.4 Limitations of Use

CUBICIN is not indicated for the treatment of pneumonia.

CUBICIN is not indicated for the treatment of left-sided infective endocarditis due to S. aureus. The
clinical trial of CUBICIN in adult patients with S. aureus bloodstream infections included limited data from
patients with left-sided infective endocarditis; outcomes in these patients were poor [see Clinical Studies
(14.2)]. CUBICIN has not been studied in patients with prosthetic valve endocarditis.

CUBICIN is not recommended in pediatric patients younger than 1 year of age due to the risk of
potential effects on muscular, neuromuscular, and/or nervous systems (either peripheral and/or
central) observed in neonatal dogs [see Warnings and Precautions (5.7) and Nonclinical Toxicology
(13.2)].

1.5 Usage

Appropriate specimens for microbiological examination should be obtained in order to isolate and identify
the causative pathogens and to determine their susceptibility to daptomycin.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of CUBICIN and
other antibacterial drugs, CUBICIN should be used only to treat or prevent infections that are proven or
strongly suspected to be caused by susceptible bacteria.

When culture and susceptibility information is available, it should be considered in selecting or modifying
antibacterial therapy. In the absence of such data, local epidemiology and susceptibility patterns may
contribute to the empiric selection of therapy. Empiric therapy may be initiated while awaiting test results.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Duration Instructions
Adults
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Administer the appropriate volume of the reconstituted CUBICIN (concentration of 50 mg/mL) to adult
patients intravenously either by injection over a two (2) minute period or by intravenous infusion over a
thirty (30) minute period [see Dosage and Administration (2.2, 2.4, 2.7)].

Pediatric Patients (1 to 17 Years of Age)

Unlike in adults, do NOT administer CUBICIN by injection over a two (2) minute period to pediatric
patients.

e Pediatric Patients 7 to 17 years of Age: Administer CUBICIN intravenously by infusion over a 30-
minute period [see Dosage and Administration (2.3, 2.5, 2.7)].

e Pediatric Patients 1 to 6 years of Age: Administer CUBICIN intravenously by infusion over a 60-
minute period [see Dosage and Administration (2.3, 2.5, 2.7)].

2.2 Dosage in Adults for cSSSI

Administer CUBICIN 4 mg/kg to adult patients intravenously in 0.9% sodium chloride injection once every
24 hours for 7 to 14 days.

2.3 Dosage in Pediatric Patients (1 to 17 Years of Age) for cSSSI

The recommended dosage regimens based on age for pediatric patients with cSSSI are shown in Table
1. Administer CUBICIN intravenously in 0.9% sodium chloride injection once every 24 hours for up to 14
days.

Table 1: Recommended Dosage of CUBICIN in Pediatric Patients (1 to 17 Years of Age) with cSSSI,
Based on Age

Age Range Dosage Regimen* Duration of therapy

12to 17 years | 5 mg/kg once every 24 hours infused over 30 minutes

7 to 11 years 7 mg/kg once every 24 hours infused over 30 minutes

2 to 6 years 9 mg/kg once every 24 hours infused over 60 minutes Up to 14 days

1 to less than 2| 10 mg/kg once every 24 hours infused over 60 minutes
years

*Recommended dosage regimen is for pediatric patients (1 to 17 years of age) with normal renal function.
Dosage adjustment for pediatric patients with renal impairment has not been established.

2.4 Dosage in Adult Patients with Staphylococcus aureus Bloodstream Infections (Bacteremia),
Including Those with Right-Sided Infective Endocarditis, Caused by Methicillin-Susceptible
and Methicillin-Resistant Isolates

Administer CUBICIN 6 mg/kg to adult patients intravenously in 0.9% sodium chloride injection once every
24 hours for 2 to 6 weeks. There are limited safety data for the use of CUBICIN for more than 28 days of
therapy. In the Phase 3 trial, there were a total of 14 adult patients who were treated with CUBICIN for
more than 28 days.

2.5 Dosage in Pediatric Patients (1 to 17 Years of Age) with Staphylococcus aureus
Bloodstream Infections (Bacteremia)

The recommended dosage regimens based on age for pediatric patients with S. aureus bloodstream
infections (bacteremia) are shown in Table 2. Administer CUBICIN intravenously in 0.9% sodium chloride
injection once every 24 hours for up to 42 days.

Table 2: Recommended Dosage of CUBICIN in Pediatric Patients (1 to 17 Years of Age) with S.
aureus Bacteremia, Based on Age
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Age group Dosage* Duration of therapy

12 to 17 years| 7 mg/kg once every 24 hours infused over 30 minutes

7 to 11 years | 9 mg/kg once every 24 hours infused over 30 minutes Up to 42 days

1 to 6 years 12 mg/kg once every 24 hours infused over 60 minutes

*Recommended dosage is for pediatric patients (1 to 17 years of age) with normal renal function. Dosage
adjustment for pediatric patients with renal impairment has not been established.

2.6 Dosage in Patients with Renal Impairment
Adult Patients:

No dosage adjustment is required in adult patients with creatinine clearance (CLcr) greater than or equal
to 30 mL/min. The recommended dosage regimen for CUBICIN in adult patients with CLcr less than
30 mL/min, including adult patients on hemodialysis or continuous ambulatory peritoneal dialysis (CAPD),
is 4 mg/kg (cSSSI) or 6 mg/kg (S. aureus bloodstream infections) once every 48 hours (Table 3). When
possible, CUBICIN should be administered following the completion of hemodialysis on hemodialysis
days [see Warnings and Precautions (5.2, 5.10), Use in Specific Populations (8.6), and Clinical
Pharmacology (12.3)].

Table 3: Recommended Dosage of CUBICIN in Adult Patients

Creatinine Dosage Regimen in Adults
Clearance cSSSlI S. aureus Bloodstream Infections
(CLcr)
Greater than or 4 mg/kg once 6 mg/kg once every 24 hours
equal to every 24 hours
30 mL/min
Less than 4 mg/kg once 6 mg/kg once every 48 hours*
30 mL/min, every 48 hours*
including
hemodialysis
and CAPD

*When possible, administer CUBICIN following the completion of hemodialysis on hemodialysis days.

Pediatric Patients:

The dosage regimen for CUBICIN in pediatric patients with renal impairment has not been established.
2.7 Preparation and Administration of CUBICIN

There are other formulations of daptomycin that have differences concerning reconstitution and
storage. Carefully follow the reconstitution and storage procedures described in this labeling.

Reconstitution of CUBICIN Vial

CUBICIN is supplied in single-dose vials, each containing 500 mg daptomycin as a sterile, lyophilized
powder. The contents of a CUBICIN vial should be reconstituted, using aseptic technique, to 50 mg/mL
as follows:

1. To minimize foaming, AVOID vigorous agitation or shaking of the vial during or after
reconstitution.

2. Remove the polypropylene flip-off cap from the CUBICIN vial to expose the central portion of the
rubber stopper.
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3. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution and allow to
dry. After cleaning, do not touch the rubber stopper or allow it to touch any other surface.

4. Slowly transfer 10 mL of 0.9% sodium chloride injection through the center of the rubber stopper
into the CUBICIN vial, pointing the transfer needle toward the wall of the vial. It is recommended
that a beveled sterile transfer needle that is 21 gauge or smaller in diameter, or a needleless
device is used, pointing the transfer needle toward the wall of the vial.

5. Ensure that all of the CUBICIN powder is wetted by gently rotating the vial.
1.  Allow the wetted product to stand undisturbed for 10 minutes.

2. Gently rotate or swirl the vial contents for a few minutes, as needed, to obtain a completely
reconstituted solution.

Administration Instructions

Parenteral drug products should be inspected visually for particulate matter prior to administration.

Slowly remove reconstituted liquid (50 mg daptomycin/mL) from the vial using a beveled sterile needle
that is 21 gauge or smaller in diameter. Administer as an intravenous injection or infusion as described
below:

Adults
Intravenous Injection over a period of 2 minutes

e For intravenous (V) injection over a period of 2 minutes in adult patients only: Administer the
appropriate volume of the reconstituted CUBICIN (concentration of 50 mg/mL).

Intravenous Infusion over a period of 30 minutes

e For IV infusion over a period of 30 minutes in adult patients: The appropriate volume of the
reconstituted CUBICIN (concentration of 50 mg/mL) should be further diluted, using aseptic
technique, into a 50 mL IV infusion bag containing 0.9% sodium chloride injection.

Pediatric Patients (1 to 17 Years of Age)

Intravenous Infusion over a period of 30 or 60 minutes

¢ Unlike in Adults, do NOT administer CUBICIN by injection over a two (2) minute period to
pediatric patients [see Dosage and Administration (2.1)].

e For Intravenous infusion over a period of 60 minutes in pediatric patients 1 to 6 years of age: The
appropriate volume of the reconstituted CUBICIN (concentration of 50 mg/mL) should be further
diluted, using aseptic technique, into an intravenous infusion bag containing 25 mL of 0.9% sodium
chloride injection. The infusion rate should be maintained at 0.42 mL/minute over the 60-minute
period.

e For Intravenous infusion over a period of 30 minutes in pediatric patients 7 to 17 years of age: The
appropriate volume of the reconstituted CUBICIN (concentration of 50 mg/mL) should be further
diluted, using aseptic technique, into a 50 mL IV infusion bag containing 0.9% sodium chloride
injection. The infusion rate should be maintained at 1.67 mL/minute over the 30-minute period.

No preservative or bacteriostatic agent is present in this product. Aseptic technique must be used in the
preparation of final IV solution. Do not exceed the In-Use storage conditions of the reconstituted and
diluted solutions of CUBICIN described below. Discard unused portions of CUBICIN.

In-Use Storage Conditions for CUBICIN Once Reconstituted in Acceptable Intravenous Diluents

Stability studies have shown that the reconstituted solution is stable in the vial for 12 hours at room
temperature and up to 48 hours if stored under refrigeration at 2°C to 8°C (36 to 46°F).
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The diluted solution is stable in the infusion bag for 12 hours at room temperature and 48 hours if stored
under refrigeration. The combined storage time (reconstituted solution in vial and diluted solution in
infusion bag) should not exceed 12 hours at room temperature or 48 hours under refrigeration.

2.8 Compatible Intravenous Solutions

CUBICIN is compatible with 0.9% sodium chloride injection and Lactated Ringer’s injection.

2.9 Incompatibilities
CUBICIN is not compatible with dextrose-containing diluents.

CUBICIN should not be used in conjunction with ReadyMED® elastomeric infusion pumps. Stability
studies of CUBICIN solutions stored in ReadyMED® elastomeric infusion pumps identified an impurity (2-
mercaptobenzothiazole) leaching from this pump system into the CUBICIN solution.

Because only limited data are available on the compatibility of CUBICIN with other IV substances,
additives and other medications should not be added to CUBICIN single-dose vials or infusion bags, or
infused simultaneously with CUBICIN through the same IV line. If the same IV line is used for sequential
infusion of different drugs, the line should be flushed with a compatible intravenous solution before and
after infusion with CUBICIN.

3 DOSAGE FORMS AND STRENGTHS

For Injection: 500 mg daptomycin as a sterile, pale yellow to light brown Iyophilized powder for
reconstitution in a single-dose vial.

4 CONTRAINDICATIONS

CUBICIN is contraindicated in patients with known hypersensitivity to daptomycin [see Warnings and
Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Anaphylaxis/Hypersensitivity Reactions

Anaphylaxis/hypersensitivity reactions have been reported with the use of antibacterial agents, including
CUBICIN, and may be life-threatening. If an allergic reaction to CUBICIN occurs, discontinue the drug
and institute appropriate therapy [see Adverse Reactions (6.2)].

5.2 Myopathy and Rhabdomyolysis

Myopathy, defined as muscle aching or muscle weakness in conjunction with increases in creatine
phosphokinase (CPK) values to greater than 10 times the upper limit of normal (ULN), has been reported
with the use of CUBICIN. Rhabdomyolysis, with or without acute renal failure, has been reported [see
Adverse Reactions (6.2)].

Patients receiving CUBICIN should be monitored for the development of muscle pain or weakness,
particularly of the distal extremities. In patients who receive CUBICIN, CPK levels should be monitored
weekly, and more frequently in patients who received recent prior or concomitant therapy with an HMG-
CoA reductase inhibitor or in whom elevations in CPK occur during treatment with CUBICIN.

In adult patients with renal impairment, both renal function and CPK should be monitored more frequently
than once weekly [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].

In Phase 1 studies and Phase 2 clinical trials in adults, CPK elevations appeared to be more frequent
when CUBICIN was dosed more than once daily. Therefore, CUBICIN should not be dosed more
frequently than once a day.
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CUBICIN should be discontinued in patients with unexplained signs and symptoms of myopathy in
conjunction with CPK elevations to levels >1,000 U/L (~5x ULN), and in patients without reported
symptoms who have marked elevations in CPK, with levels >2,000 U/L (=10x ULN).

In addition, consideration should be given to suspending agents associated with rhabdomyolysis, such as
HMG-CoA reductase inhibitors, temporarily in patients receiving CUBICIN [see Drug Interactions (7.1)].

5.3 Eosinophilic Pneumonia

Eosinophilic pneumonia has been reported in patients receiving CUBICIN [see Adverse Reactions (6.2)].
In reported cases associated with CUBICIN, patients developed fever, dyspnea with hypoxic respiratory
insufficiency, and diffuse pulmonary infiltrates or organizing pneumonia. In general, patients developed
eosinophilic pneumonia 2 to 4 weeks after starting CUBICIN and improved when CUBICIN was
discontinued and steroid therapy was initiated. Recurrence of eosinophilic pneumonia upon re-exposure
has been reported. Patients who develop these signs and symptoms while receiving CUBICIN should
undergo prompt medical evaluation, and CUBICIN should be discontinued immediately. Treatment with
systemic steroids is recommended.

5.4 Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)

DRESS has been reported in post-marketing experience with CUBICIN [see Adverse Reactions (6.2)].
Patients who develop skin rash, fever, peripheral eosinophilia, and systemic organ (for example, hepatic,
renal, pulmonary) impairment while receiving CUBICIN should undergo medical evaluation. If DRESS is
suspected, discontinue CUBICIN promptly and institute appropriate treatment.

5.5 Tubulointerstitial Nephritis (TIN)

TIN has been reported in post-marketing experience with CUBICIN [see Adverse Reactions (6.2)].
Patients who develop new or worsening renal impairment while receiving CUBICIN should undergo
medical evaluation. If TIN is suspected, discontinue CUBICIN promptly and institute appropriate
treatment.

5.6 Peripheral Neuropathy

Cases of peripheral neuropathy have been reported during the CUBICIN postmarketing experience [see
Adverse Reactions (6.2)]. Therefore, physicians should be alert to signs and symptoms of peripheral
neuropathy in patients receiving CUBICIN. Monitor for neuropathy and consider discontinuation.

5.7 Potential Nervous System and/or Muscular System Effects in Pediatric Patients Younger
than 12 Months

Avoid use of CUBICIN in pediatric patients younger than 12 months due to the risk of potential effects on
muscular, neuromuscular, and/or nervous systems (either peripheral and/or central) observed in neonatal
dogs with intravenous daptomycin [see Nonclinical Toxicology (13.2)].

5.8 Clostridioides difficile-Associated Diarrhea

Clostridioides difficile—associated diarrhea (CDAD) has been reported with the use of nearly all systemic
antibacterial agents, including CUBICIN, and may range in severity from mild diarrhea to fatal colitis [see
Adverse Reactions (6.2)]. Treatment with antibacterial agents alters the normal flora of the colon, leading
to overgrowth of C. difficile.

C. difficile produces toxins A and B, which contribute to the development of CDAD. Hypertoxin-producing
strains of C. difficile cause increased morbidity and mortality, since these infections can be refractory to
antimicrobial therapy and may require colectomy. CDAD must be considered in all patients who present
with diarrhea following antibacterial use. Careful medical history is necessary because CDAD has been
reported to occur more than 2 months after the administration of antibacterial agents.
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If CDAD is suspected or confirmed, ongoing antibacterial use not directed against C. difficile may need to
be discontinued. Appropriate fluid and electrolyte management, protein supplementation, antibacterial
treatment of C. difficile, and surgical evaluation should be instituted as clinically indicated.

5.9 Persisting or Relapsing S. aureus Bacteremia/Endocarditis

Patients with persisting or relapsing S. aureus bacteremia/endocarditis or poor clinical response should
have repeat blood cultures. If a blood culture is positive for S. aureus, minimum inhibitory concentration
(MIC) susceptibility testing of the isolate should be performed using a standardized procedure, and
diagnostic evaluation of the patient should be performed to rule out sequestered foci of infection.
Appropriate surgical intervention (e.g., debridement, removal of prosthetic devices, valve replacement
surgery) and/or consideration of a change in antibacterial regimen may be required.

Failure of treatment due to persisting or relapsing S. aureus bacteremia/endocarditis may be due to
reduced daptomycin susceptibility (as evidenced by increasing MIC of the S. aureus isolate) [see Clinical
Studies (14.2)].

5.10 Decreased Efficacy in Patients with Moderate Baseline Renal Impairment

Limited data are available from the two Phase 3 complicated skin and skin structure infection (cSSSI)
trials regarding clinical efficacy of CUBICIN treatment in adult patients with creatinine clearance (CLcr)
<50 mL/min; only 31/534 (6%) patients treated with CUBICIN in the intent-to-treat (ITT) population had a
baseline CLcr <50 mL/min. Table 4 shows the number of adult patients by renal function and treatment
group who were clinical successes in the Phase 3 cSSSI trials.

Table 4: Clinical Success Rates by Renal Function and Treatment Group in Phase 3 cSSSI
Trials in Adult Patients (Population: ITT)

Success Rate
n/N (%)
Clcr CUBICIN Comparator
4 mg/kg every 24h
50-70 mL/min 25/38 (66%) 30/48 (63%)
30-<50 mL/min 7115 (47%) 20/35 (57%)

In a subgroup analysis of the ITT population in the Phase 3 S. aureus bacteremia/endocarditis trial,
clinical success rates, as determined by a treatment-blinded Adjudication Committee [see Clinical Studies
(14.2)], in the CUBICIN-treated adult patients were lower in patients with baseline CLcr <50 mL/min (see
Table 5). A decrease of the magnitude shown in Table 5 was not observed in comparator-treated
patients.

Table 5: Adjudication Committee Clinical Success Rates at Test of Cure by Baseline
Creatinine Clearance and Treatment Subgroup in the S. aureus Bacteremia/Endocarditis Trial in
Adult Patients (Population: ITT)

Success Rate
n/N (%)
CUBICIN Comparator
Baseline CLcr 6 mg/kg every 24h P

Right-Sided Right-Sided

Bacteremia Infective Bacteremia Infective
Endocarditis Endocarditis

>80 mL/min 30/50 (60%) 7/14 (50%) 19/42 (45%) 5/11 (46%)
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50-80 mL/min 12/26 (46%) 1/4 (25%) 13/31 (42%) 1/2 (50%)

30—<50 mL/min 2114 (14%) 0/1 (0%) 7117 (41%) 1/1 (100%)

Consider these data when selecting antibacterial therapy for use in adult patients with baseline moderate
to severe renal impairment.
5.11 Increased International Normalized Ratio (INR)/Prolonged Prothrombin Time

Clinically relevant plasma concentrations of daptomycin have been observed to cause a significant
concentration-dependent false prolongation of prothrombin time (PT) and elevation of International
Normalized Ratio (INR) when certain recombinant thromboplastin reagents are utilized for the assay [see
Drug Interactions (7.2)].

5.12 Development of Drug-Resistant Bacteria

Prescribing CUBICIN in the absence of a proven or strongly suspected bacterial infection or a
prophylactic indication is unlikely to provide benefit to the patient and increases the risk of the
development of drug-resistant bacteria.
6 ADVERSE REACTIONS
The following adverse reactions are described, or described in greater detail, in other sections:

¢ Anaphylaxis/Hypersensitivity Reactions [see Warnings and Precautions (5.1)]

¢ Myopathy and Rhabdomyolysis [see Warnings and Precautions (5.2)]

e Eosinophilic Pneumonia [see Warnings and Precautions (5.3)]

o Drug Reaction with Eosinophilia and Systemic Symptoms [see Warnings and Precautions

(5.4)]
e Tubulointerstitial Nephritis [see Warnings and Precautions (5.5)]
e Peripheral Neuropathy [see Warnings and Precautions (5.6)]
e Increased International Normalized Ratio (INR)/Prolonged Prothrombin Time [see Warnings
and Precautions (5.11) and Drug Interactions (7.2)]
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared with rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

Clinical Trial Experience in Adult Patients

Clinical trials enrolled 1,864 adult patients treated with CUBICIN and 1,416 treated with comparator.

Complicated Skin and Skin Structure Infection Trials in Adults

In Phase 3 complicated skin and skin structure infection (cSSSI) trials in adult patients, CUBICIN was
discontinued in 15/534 (2.8%) patients due to an adverse reaction, while comparator was discontinued in
17/558 (3.0%) patients.

The rates of the most common adverse reactions, organized by body system, observed in adult patients
with cSSSI (receiving 4 mg/kg CUBICIN) are displayed in Table 6.
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Table 6: Incidence of Adverse Reactions that Occurred in 22% of Adult Patients in the CUBICIN
Treatment Group and 2 the Comparator Treatment Group in Phase 3 ¢cSSSI Trials

Adult Patients (%)
Adverse Reaction CUBICIN 4 mg/kg Comparator*
(N=534) (N=558)

Gastrointestinal disorders

Diarrhea 5.2 4.3
Nervous system disorders

Headache 54 54

Dizziness 22 2.0
Skin/subcutaneous disorders

Rash 4.3 3.8
Diagnostic investigations

Abnormal liver function tests 3.0 16

Elevated CPK 28 18
Infections

Urinary tract infections 2.4 0.5
Vascular disorders

Hypotension 2.4 14
Respiratory disorders

Dyspnea 2.1 1.6

*Comparator: vancomycin (1 g IV g12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin,
oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV in divided doses).

Drug-related adverse reactions (possibly or probably drug-related) that occurred in <1% of adult patients
receiving CUBICIN in the cSSSI trials are as follows:

Body as a Whole: fatigue, weakness, rigors, flushing, hypersensitivity

Blood/Lymphatic System: leukocytosis, thrombocytopenia, thrombocytosis, eosinophilia, increased
International Normalized Ratio (INR)

Cardiovascular System: supraventricular arrhythmia
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Dermatologic System: eczema

Digestive System: abdominal distension, stomatitis, jaundice, increased serum lactate dehydrogenase
Metabolic/Nutritional System: hypomagnesemia, increased serum bicarbonate, electrolyte disturbance
Musculoskeletal System: myalgia, muscle cramps, muscle weakness, arthralgia

Nervous System: vertigo, mental status change, paresthesia

Special Senses: taste disturbance, eye irritation

S. aureus Bacteremia/Endocarditis Trial in Adults

In the S. aureus bacteremia/endocarditis trial involving adult patients, CUBICIN was discontinued in
20/120 (16.7%) patients due to an adverse reaction, while comparator was discontinued in 21/116
(18.1%) patients.

Serious Gram-negative infections (including bloodstream infections) were reported in 10/120 (8.3%)
CUBICIN-treated patients and 0/115 comparator-treated patients. Comparator-treated patients received
dual therapy that included initial gentamicin for 4 days. Infections were reported during treatment and
during early and late follow-up. Gram-negative infections included cholangitis, alcoholic pancreatitis,
sternal osteomyelitis/mediastinitis, bowel infarction, recurrent Crohn’s disease, recurrent line sepsis, and
recurrent urosepsis caused by a number of different Gram-negative bacteria.

The rates of the most common adverse reactions, organized by System Organ Class (SOC), observed in
adult patients with S. aureus bacteremia/endocarditis (receiving 6 mg/kg CUBICIN) are displayed in Table
7.

Table 7: Incidence of Adverse Reactions that Occurred in 25% of Adult Patients in the CUBICIN
Treatment Group and 2 the Comparator Treatment Group in the S. aureus
Bacteremia/Endocarditis Trial

Adult Patients
n (%)
Adverse Reaction*
CUBICIN 6 mg/kg Comparatort
(N=120) (N=116)

Infections and infestations

Sepsis NOS 6 (5%) 3 (3%)

Bacteremia 6 (5%) 0 (0%)
Gastrointestinal disorders

Abdominal pain NOS 7 (6%) 4 (3%)
General disorders and
administration site conditions

Chest pain 8 (7%) 7 (6%)

Edema NOS 8 (7%) 5 (4%)
Respiratory, thoracic and
mediastinal disorders

Pharyngolaryngeal pain 10 (8%) 2 (2%)
Skin and subcutaneous tissue
disorders

Pruritus 7 (6%) 6 (5%)

07YSSJ 12



Sweating increased 6 (5%) 0 (0%)

Psychiatric disorders

Insomnia 11 (9%) 8 (7%)

Investigations

Blood creatine

phosphokinase increased 8 (7%) 1(1%)
Vascular disorders
Hypertension NOS 7 (6%) 3 (3%)

*NOS, not otherwise specified.

TComparator: vancomycin (1 g IV g12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin,
oxacillin, cloxacillin, or flucloxacillin; 2 g IV g4h), each with initial low-dose gentamicin.

The following reactions, not included above, were reported as possibly or probably drug-related in the
CUBICIN-treated group:

Blood and Lymphatic System Disorders: eosinophilia, lymphadenopathy, thrombocythemia,
thrombocytopenia

Cardiac Disorders: atrial fibrillation, atrial flutter, cardiac arrest

Ear and Labyrinth Disorders: tinnitus

Eye Disorders: vision blurred

Gastrointestinal Disorders: dry mouth, epigastric discomfort, gingival pain, hypoesthesia oral

Infections and Infestations: candidal infection NOS, vaginal candidiasis, fungemia, oral candidiasis,
urinary tract infection fungal

Investigations: blood phosphorous increased, blood alkaline phosphatase increased, INR increased, liver
function test abnormal, alanine aminotransferase increased, aspartate aminotransferase increased,
prothrombin time prolonged

Metabolism and Nutrition Disorders: appetite decreased NOS
Musculoskeletal and Connective Tissue Disorders: myalgia
Nervous System Disorders: dyskinesia, paresthesia

Psychiatric Disorders: hallucination NOS

Renal and Urinary Disorders: proteinuria, renal impairment NOS

Skin and Subcutaneous Tissue Disorders: pruritus generalized, rash vesicular

Other Trials in Adults

In Phase 3 trials of community-acquired pneumonia (CAP) in adult patients, the death rate and rates of
serious cardiorespiratory adverse events were higher in CUBICIN-treated patients than in comparator-
treated patients. These differences were due to lack of therapeutic effectiveness of CUBICIN in the
treatment of CAP in patients experiencing these adverse events [see Indications and Usage (1.4)].

Laboratory Changes in Adults

Complicated Skin and Skin Structure Infection Trials in Adults

In Phase 3 cSSSI trials of adult patients receiving CUBICIN at a dose of 4 mg/kg, elevations in CPK were
reported as clinical adverse events in 15/534 (2.8%) CUBICIN-treated patients, compared with 10/558
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(1.8%) comparator-treated patients. Of the 534 patients treated with CUBICIN, 1 (0.2%) had symptoms of
muscle pain or weakness associated with CPK elevations to greater than 4 times the upper limit of normal
(ULN). The symptoms resolved within 3 days and CPK returned to normal within 7 to 10 days after
treatment was discontinued [see Warnings and Precautions (5.2)]. Table 8 summarizes the CPK shifts
from Baseline through End of Therapy in the cSSSI adult trials.

Table 8: Incidence of CPK Elevations from Baseline during Therapy in Either the CUBICIN
Treatment Group or the Comparator Treatment Group in Phase 3 ¢cSSSI Adult Trials

Adult Patients with
All Adult Patients Normal CPK at Baseline
Change in CPK CUBICIN Comparator* CUBICIN Comparator*
4 mg/kg (N=459) 4 mg/kg (N=392)
(N=430) (N=374)
% n % n % n % n
No Increase 90.7 390 91.1 418 91.2 341 91.1 357
Maximum Value >1x ULNt | 9.3 40 8.9 41 8.8 33 8.9 35
>2x ULN | 4.9 21 4.8 22 3.7 14 3.1 12
>4x ULN | 1.4 6 1.5 7 1.1 4 1.0 4
>5x ULN | 1.4 6 0.4 2 1.1 4 0.0 0
>10x ULN | 0.5 2 0.2 1 0.2 1 0.0 0

Note: Elevations in CPK observed in adult patients treated with CUBICIN or comparator were not clinically
or statistically significantly different.

*Comparator: vancomycin (1 g IV gq12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin,
oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV in divided doses).

TULN (Upper Limit of Normal) is defined as 200 U/L.

S. aureus Bacteremia/Endocarditis Trial in Adults

In the S. aureus bacteremia/endocarditis trial in adult patients, at a dose of 6 mg/kg, 11/120 (9.2%)
CUBICIN-treated patients, including two patients with baseline CPK levels >500 U/L, had CPK elevations
to levels >500 U/L, compared with 1/116 (0.9%) comparator-treated patients. Of the 11 CUBICIN-treated
patients, 4 had prior or concomitant treatment with an HMG-CoA reductase inhibitor. Three of these 11
CUBICIN-treated patients discontinued therapy due to CPK elevation, while the one comparator-treated
patient did not discontinue therapy [see Warnings and Precautions (5.2)].

Clinical Trial Experience in Pediatric Patients

Complicated Skin and Skin Structure Infection Trial in Pediatric Patients

The safety of CUBICIN was evaluated in one clinical trial (in cSSSI), which included 256 pediatric patients
(1 to 17 years of age) treated with intravenous CUBICIN and 133 patients treated with comparator
agents. Patients were given age-dependent doses once daily for a treatment period of up to 14 days
(median treatment period was 3 days). The doses given by age group were as follows: 10mg/kg for 1 to <
2 years, 9 mg/kg for 2 to 6 years, 7mg/kg for 7 to 11 years and 5 mg/kg for 12 to 17 years of age [see
Clinical Studies (14)]. Patients treated with CUBICIN were (51%) male, (49%) female and (46%)
Caucasian and (32%) Asian.

Adverse Reactions Leading to Discontinuation
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In the cSSSI study, CUBICIN was discontinued in 7/256 (2.7%) patients due to an adverse reaction, while
comparator was discontinued in 7/133 (5.3%) patients.

Most Common Adverse Reactions

The rates of the most common adverse reactions, organized by body system, observed in these pediatric
patients with cSSSI are displayed in Table 9.

Table 9: Adverse Reactions that Occurred in 22% of Pediatric Patients in the CUBICIN Treatment-
Arm and Greater Than or Equal to the Comparator Treatment-Arm in the cSSSI Pediatric Trial

CUBICIN Comparator*
(N = 256) (N=133)
Adverse Reaction n (%) n (%)
Gastrointestinal disorders
Diarrhea 18 (7.0) 7(5.3)
Vomiting 7(2.7) 1(0.8)
Abdominal Pain 5(2.0) 0
Skin and subcutaneous tissue disorders
Pruritus 8 (3.1) 2(1.5)
General disorders and administration site
conditions
Pyrexia 10 (3.9) 4 (3.0)
Investigations
Blood CPK increased 14 (5.5) 7 (5.3)
Nervous system disorders
Headache 7(2.7) 3(2.3)

*Comparators included intravenous therapy with either vancomycin, clindamycin, or an anti-
staphylococcal semi-synthetic penicillin (nafcillin, oxacillin or cloxacillin)

The safety profile in the clinical trial of cSSSI pediatric patients was similar to that observed in the cSSSI
adult patients.

S. aureus Bacteremia Trial in Pediatric Patients

The safety of CUBICIN was evaluated in one clinical trial (in S. aureus bacteremia), which treated 55
pediatric patients with intravenous CUBICIN and 26 patients with comparator agents. Patients were given
age-dependent doses once daily for a treatment period of up to 42 days (mean duration of IV treatment
was 12 days). The doses by age group were as follows: 12 mg/kg for 1 to <6 years, 9 mg/kg for 7 to 11
years and 7 mg/kg for 12 to 17 years of age [see Clinical Studies (14)]. Patients treated with CUBICIN
were (69%) male and (31%) female. No patients 1 to <2 years of age were enrolled.

Adverse Reactions Leading to Discontinuation

In the bacteremia study, CUBICIN was discontinued in 3/55 (5.5%) patients due to an adverse reaction,
while comparator was discontinued in 2/26 (7.7%) patients.
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Most Common Adverse Reactions

The rates of the most common adverse reactions, organized by body system, observed in these pediatric
patients with bacteremia are displayed in Table 10.

Table 10: Incidence of Adverse Reactions that Occurred in 25% of Pediatric Patients in the
CUBICIN Treatment-Arm and Greater Than or Equal to the Comparator Treatment-Arm in the
Pediatric Bacteremia Trial

CUBICIN Comparator
(N = 55) (N = 26)
Adverse Reaction n (%) n (%)
Gastrointestinal disorders
Vomiting 6 (10.9) 2(7.7)
Investigations
Blood CPK increased 4 (7.3) 0

*Comparators included intravenous therapy with either vancomycin, cefazolin, or an anti-staphylococcal
semi-synthetic penicillin (nafcillin, oxacillin or cloxacillin)
6.2 Post-Marketing Experience

The following adverse reactions have been identified during post-approval use of CUBICIN. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to drug exposure.

Blood and lymphatic system disorders: anemia, thrombocytopenia
General and administration site conditions: pyrexia

Immune System Disorders: anaphylaxis; hypersensitivity reactions, including angioedema, pruritus, hives,
shortness of breath, difficulty swallowing, truncal erythema, and pulmonary eosinophilia [see
Contraindications (4) and Warnings and Precautions (5.1)]

Infections and Infestations: Clostridioides difficile—associated diarrhea [see Warnings and Precautions

(5.8)]
Laboratory Investigations: platelet count decreased

Musculoskeletal Disorders: myoglobin increased; rhabdomyolysis (some reports involved patients treated
concurrently with CUBICIN and HMG-CoA reductase inhibitors) [see Warnings and Precautions (5.2),
Drug Interactions (7.1), and Clinical Pharmacology (12.3)]

Respiratory, Thoracic, and Mediastinal Disorders: cough, eosinophilic pneumonia, organizing pneumonia
[see Warnings and Precautions (5.3)]

Nervous System Disorders: peripheral neuropathy [see Warnings and Precautions (5.6)]

Skin and Subcutaneous Tissue Disorders: serious skin reactions, including drug reaction with eosinophilia
and systemic symptoms (DRESS), vesiculobullous rash (with or without mucous membrane involvement,
including Stevens-Johnson syndrome [SJS] and toxic epidermal necrolysis [TEN]), and acute generalized
exanthematous pustulosis [see Warnings and Precautions (5.4)]

Gastrointestinal Disorders: nausea, vomiting
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Renal and urinary disorders: acute kidney injury, renal insufficiency, renal failure, and tubulointerstitial
nephritis (TIN) [see Warnings and Precautions (5.5)]

Special Senses: visual disturbances

7 DRUG INTERACTIONS

7.1 HMG-CoA Reductase Inhibitors

In healthy adult subjects, concomitant administration of CUBICIN and simvastatin had no effect on
plasma trough concentrations of simvastatin, and there were no reports of skeletal myopathy [see Clinical
Pharmacology (12.3)].

However, inhibitors of HMG-CoA reductase may cause myopathy, which is manifested as muscle pain or
weakness associated with elevated levels of creatine phosphokinase (CPK). In the adult Phase 3 S.
aureus bacteremia/endocarditis trial, some patients who received prior or concomitant treatment with an
HMG-CoA reductase inhibitor developed elevated CPK [see Adverse Reactions (6.1)]. Experience with
the coadministration of HMG-CoA reductase inhibitors and CUBICIN in patients is limited; therefore,
consideration should be given to suspending use of HMG-CoA reductase inhibitors temporarily in patients
receiving CUBICIN.

7.2 Drug-Laboratory Test Interactions

Clinically relevant plasma concentrations of daptomycin have been observed to cause a significant
concentration-dependent false prolongation of prothrombin time (PT) and elevation of International
Normalized Ratio (INR) when certain recombinant thromboplastin reagents are utilized for the assay. The
possibility of an erroneously elevated PT/INR result due to interaction with a recombinant thromboplastin
reagent may be minimized by drawing specimens for PT or INR testing near the time of trough plasma
concentrations of daptomycin. However, sufficient daptomycin concentrations may be present at trough to
cause interaction.

If confronted with an abnormally high PT/INR result in a patient being treated with CUBICIN, it is
recommended that clinicians:

1. Repeat the assessment of PT/INR, requesting that the specimen be drawn just prior to the next
CUBICIN dose (i.e., at trough concentration). If the PT/INR value obtained at trough remains
substantially elevated above what would otherwise be expected, consider evaluating PT/INR
utilizing an alternative method.

2. Evaluate for other causes of abnormally elevated PT/INR results.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Limited published data on use of CUBICIN in pregnant women are insufficient to inform a drug-associated
risk for major birth defects and miscarriage. In animal reproduction studies performed in rats and rabbits
daptomycin was administered intravenously during organogenesis at doses 2 and 4-times, respectively,
the recommended 6 mg/kg human dose (on a body surface area basis). No evidence of adverse
developmental outcomes was observed.

The background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively.

Data

07YSSJ 17



Animal Data

In pregnant rats, daptomycin was administered intravenously at doses of 5, 20, or 75 mg/kg/day during
the gestation days 6 to 18. Maternal body weight gain was decreased at 75 mg/kg/day. No embryo/fetal
effects were noted at the highest dose of 75 mg/kg/day, a dose approximately 2-fold higher than in
humans at the recommended maximum dose of 6mg/kg (based on body surface area).

In pregnant rabbits, daptomycin was administered intravenously at doses of 5, 20, or 75 mg/kg/day during
the gestation days 6 to 15. Maternal body weight gain and food consumption were decreased at 75
mg/kg/day. No embryo/fetal effects were noted at the highest dose of 75 mg/kg/day, a dose
approximately 4-fold higher than in humans at the maximum recommended dose of 6mg/kg (based on
body surface area).

In a combined fertility and pre/postnatal development study, daptomycin was administered intravenously
to female rats at doses of 2, 25, 75 mg/kg/day from 14-days pre-mating through lactation/postpartum day
20). No effects on pre/postnatal development were observed up to the highest dose of 75 mg/kg/day, a
dose approximately 2-fold higher than the maximum recommended human dose of 6 mg/kg (based on
body surface area)’.

8.2 Lactation

Risk Summary

Limited published data report that daptomycin is present in human milk at infant doses of 0.1% of the
maternal dose (see Data)>3*. There is no information on the effects of daptomycin on the breastfed infant
or the effects of daptomycin on milk production. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for CUBICIN and any potential adverse effects
on the breastfed infant from CUBICIN or from the underlying maternal condition.

8.4 Pediatric Use

The safety and effectiveness of CUBICIN in the treatment of cSSSI and S. aureus bloodstream infections
(bacteremia) have been established in the age groups 1 to 17 years of age. Use of CUBICIN in these age
groups is supported by evidence from adequate and well-controlled studies in adults, with additional data
from pharmacokinetic studies in pediatric patients, and from safety, efficacy and PK studies in pediatric
patients with ¢SSSI and S. aureus bloodstream infections [see Adverse Reactions (6.1), Clinical
Pharmacology (12.3), and Clinical Studies (14.1, 14.2)].

Safety and effectiveness in pediatric patients below the age of one year have not been established. Avoid
use of CUBICIN in pediatric patients younger than one year of age due to the risk of potential effects on
muscular, neuromuscular, and/or nervous systems (either peripheral and/or central) observed in neonatal
dogs [see Warnings and Precautions (5.7) and Nonclinical Toxicology (13.2)].

CUBICIN is not indicated in pediatric patients with renal impairment because dosage has not been
established in these patients.

CUBICIN has not been studied in pediatric patients with other bacterial infections.

8.5 Geriatric Use

Of the 534 adult patients treated with CUBICIN in Phase 3 controlled clinical trials of complicated skin and
skin structure infections (cSSSI), 27% were 65 years of age or older and 12% were 75 years of age or
older. Of the 120 adult patients treated with CUBICIN in the Phase 3 controlled clinical trial of S. aureus
bacteremia/endocarditis, 25% were 65 years of age or older and 16% were 75 years of age or older. In
Phase 3 adult clinical trials of cSSSI and S. aureus bacteremia/endocarditis, clinical success rates were
lower in patients 265 years of age than in patients <65 years of age. In addition, treatment-emergent
adverse events were more common in patients =65 years of age than in patients <65 years of age.

The exposure of daptomycin was higher in healthy elderly subjects than in healthy young adult subjects.
However, no adjustment of CUBICIN dosage is warranted for elderly patients with creatinine clearance
(CLcr) 230 mL/min [see Dosage and Administration (2.6) and Clinical Pharmacology (12.3)].
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8.6 Patients with Renal Impairment

Daptomycin is eliminated primarily by the kidneys; therefore, a modification of CUBICIN dosage interval is
recommended for adult patients with CLcr <30 mL/min, including patients receiving hemodialysis or
continuous ambulatory peritoneal dialysis (CAPD). In adult patients with renal impairment, both renal
function and creatine phosphokinase (CPK) should be monitored more frequently than once weekly [see
Dosage and Administration (2.6), Warnings and Precautions (5.2, 5.10), and Clinical Pharmacology
(12.3)].

The dosage regimen for CUBICIN in pediatric patients with renal impairment has not been established.

10 OVERDOSAGE

In the event of overdosage, supportive care is advised with maintenance of glomerular filtration.
Daptomycin is cleared slowly from the body by hemodialysis (approximately 15% of the administered
dose is removed over 4 hours) and by peritoneal dialysis (approximately 11% of the administered dose is
removed over 48 hours). The use of high-flux dialysis membranes during 4 hours of hemodialysis may
increase the percentage of dose removed compared with that removed by low-flux membranes.

11 DESCRIPTION

CUBICIN (daptomycin for injection) contains daptomycin, a cyclic lipopeptide antibacterial agent derived
from the fermentation of Streptomyces roseosporus. The chemical name is N-decanoyl-L-tryptophyl-D-
asparaginyl-L-aspartyl-L-threonylglycyl-L-ornithyl-L-aspartyl-D-alanyl-L-aspartylglycyl-D-seryl-threo-3-
methyI-L-qutamyl-3-anthranionI-L-aIanine g1-lactone. The chemical structure is:

HO,C
CONH,
0 0
HO H
N—H—(CHZ)ECH3
N
H

:S §= o

HO,C

Iz

The empirical formula is C72H101N17026; the molecular weight is 1620.67. CUBICIN is supplied in a single-
dose vial as a sterile, preservative-free, pale yellow to light brown, lyophilized cake containing
approximately 500 mg of daptomycin for intravenous (IV) use following reconstitution with 0.9% sodium
chloride injection [see Dosage and Administration (2.7)]. The only inactive ingredient is sodium hydroxide,
which is used for pH adjustment. Freshly reconstituted solutions of CUBICIN range in color from pale
yellow to light brown.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Daptomycin is an antibacterial drug [see Clinical Pharmacology (12.4)].

12.2 Pharmacodynamics

Based on animal models of infection, the antimicrobial activity of daptomycin appears to correlate with the
AUC/MIC (area under the concentration-time curve/minimum inhibitory concentration) ratio for certain
pathogens, including S. aureus. The principal pharmacokinetic/pharmacodynamic parameter best
associated with clinical and microbiological cure has not been elucidated in clinical trials with CUBICIN.

12.3 Pharmacokinetics

CUBICIN Administered over a 30-Minute Period in Adults

The mean and standard deviation (SD) pharmacokinetic parameters of daptomycin at steady-state
following intravenous (1V) administration of CUBICIN over a 30-minute period at 4 to 12 mg/kg every 24h
to healthy young adults are summarized in Table 11.

Table 11: Mean (SD) Daptomycin Pharmacokinetic Parameters in Healthy Adult Volunteers at
Steady-State

Pharmacokinetic Parameters?

Dose*f
(mglkg) AUCo.24 ti2 Vss CLr Cinax

(mcgeh/mL) (h) (L/kg) (mL/h/kg) (mcg/mL)
4 (N=6) 494 (75) 8.1 (1.0) 0.096 (0.009) 8.3 (1.3) 57.8 (3.0)
6 (N=6) 632 (78) 7.9 (1.0) 0.101 (0.007) 9.1 (1.5) 93.9 (6.0)
8 (N=6) 858 (213) 8.3 (2.2) 0.101 (0.013) 9.0 (3.0) 123.3 (16.0)
10 (N=9) 1039 (178) 7.9 (0.6) 0.098 (0.017) 8.8 (2.2) 141.1 (24.0)
12 (N=9) 1277 (253) 7.7 (1.1) 0.097 (0.018) 9.0 (2.8) 183.7 (25.0)

*CUBICIN was administered by IV infusion over a 30-minute period.
TDoses of CUBICIN in excess of 6 mg/kg have not been approved.

+*AUCo-24, area under the concentration-time curve from 0 to 24 hours; ti,2, elimination half-life; Vss, volume
of distribution at steady-state; CLr, total plasma clearance; Cmax, maximum plasma concentration.

Daptomycin pharmacokinetics were generally linear and time-independent at CUBICIN doses of
4 to 12 mg/kg every 24h administered by IV infusion over a 30-minute period for up to 14 days. Steady-
state trough concentrations were achieved by the third daily dose. The mean (SD) steady-state trough
concentrations attained following the administration of 4, 6, 8, 10, and 12 mg/kg every 24h were 5.9 (1.6),
6.7 (1.6), 10.3 (5.5), 12.9 (2.9), and 13.7 (5.2) mcg/mL, respectively.

CUBICIN Administered over a 2-Minute Period in Adults

Following IV administration of CUBICIN over a 2-minute period to healthy adult volunteers at doses of
4 mg/kg (N=8) and 6 mg/kg (N=12), the mean (SD) steady-state systemic exposure (AUC) values were
475 (71) and 701 (82) mcgeh/mL, respectively. Values for maximum plasma concentration (Cmax) at the
end of the 2-minute period could not be determined adequately in this study. However, using
pharmacokinetic parameters from 14 healthy adult volunteers who received a single dose of CUBICIN
6 mg/kg IV administered over a 30-minute period in a separate study, steady-state Cmax values were
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simulated for CUBICIN 4 and 6 mg/kg IV administered over a 2-minute period. The simulated mean (SD)
steady-state Cmax values were 77.7 (8.1) and 116.6 (12.2) mcg/mL, respectively.

Distribution

Daptomycin is reversibly bound to human plasma proteins, primarily to serum albumin, in a concentration-
independent manner. The overall mean binding ranges from 90 to 93%.

In clinical studies, mean serum protein binding in adult subjects with creatinine clearance (CLcRr)
230 mL/min was comparable to that observed in healthy adult subjects with normal renal function.
However, there was a trend toward decreasing serum protein binding among subjects with CLcr
<30 mL/min (88%), including those receiving hemodialysis (86%) and continuous ambulatory peritoneal
dialysis (CAPD) (84%). The protein binding of daptomycin in adult subjects with moderate hepatic
impairment (Child-Pugh Class B) was similar to that in healthy adult subjects.

The volume of distribution at steady-state (Vss) of daptomycin in healthy adult subjects was approximately
0.1 L/kg and was independent of dose.

Metabolism
In in vitro studies, daptomycin was not metabolized by human liver microsomes.

In 5 healthy adults after infusion of radiolabeled “C-daptomycin, the plasma total radioactivity was similar
to the concentration determined by microbiological assay. Inactive metabolites were detected in urine, as
determined by the difference between total radioactive concentrations and microbiologically active
concentrations. In a separate study, no metabolites were observed in plasma on Day 1 following the
administration of CUBICIN at 6 mg/kg to adult subjects. Minor amounts of three oxidative metabolites and
one unidentified compound were detected in urine. The site of metabolism has not been identified.

Excretion

Daptomycin is excreted primarily by the kidneys. In a mass balance study of 5 healthy adult subjects
using radiolabeled daptomycin, approximately 78% of the administered dose was recovered from urine
based on total radioactivity (approximately 52% of the dose based on microbiologically active
concentrations), and 5.7% of the administered dose was recovered from feces (collected for up to 9 days)
based on total radioactivity.

Specific Populations

Patients with Renal Impairment

Population-derived pharmacokinetic parameters were determined for infected adult patients (complicated
skin and skin structure infections [cSSSI] and S. aureus bacteremia) and noninfected adult subjects with
various degrees of renal function (Table 12). Total plasma clearance (CLr), elimination half-life (t12), and
volume of distribution at steady-state (Vss) in patients with cSSSI were similar to those in patients with S.
aureus bacteremia. Following administration of CUBICIN 4 mg/kg every 24h by IV infusion over a 30-
minute period, the mean CLt was 9%, 22%, and 46% lower among subjects and patients with mild (CLcr
50-80 mL/min), moderate (CLcr 30—-<50 mL/min), and severe (CLcr <30 mL/min) renal impairment,
respectively, than in those with normal renal function (CLcr >80 mL/min). The mean steady-state
systemic exposure (AUC), ti2, and Vss increased with decreasing renal function, although the mean AUC
for patients with CLcr 30—-80 mL/min was not markedly different from the mean AUC for patients with
normal renal function. The mean AUC for patients with CLcr <30 mL/min and for patients on dialysis
(CAPD and hemodialysis dosed post-dialysis) was approximately 2 and 3 times higher, respectively, than
for patients with normal renal function. The mean Cmax ranged from 60 to 70 mcg/mL in patients with CLcr
230 mL/min, while the mean Cmax for patients with CLcr <30 mL/min ranged from 41 to 58 mcg/mL. After
administration of CUBICIN 6 mg/kg every 24h by IV infusion over a 30-minute period, the mean Cmax
ranged from 80 to 114 mcg/mL in patients with mild to moderate renal impairment and was similar to that
of patients with normal renal function.
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Table 12: Mean (SD) Daptomycin Population Pharmacokinetic Parameters Following Infusion
of CUBICIN 4 mg/kg or 6 mg/kg to Infected Adult Patients and Noninfected Adult Subjects with
Various Degrees of Renal Function

Pharmacokinetic Parameters*

. t1IZT VssT CLTT AUCO-wT AUCss1 Cmin,ss1

Renal Function (h) (Lkg) | (mL/h/kg) | (mcgeh/mL) | (mcgeh/mL) | (mcg/mL)
4 mg/kg 4 mg/kg 4 mg/kg 4 mg/kg 6 mg/kg 6 mg/kg
Normal 9.39 (4.74) 0.13(0.05) | 10.9(4.0) 417 (155) 545 (296) 6.9 (3.5)
(CLcr >80 mL/min) N=165 N=165 N=165 N=165 N=62 N=61
Mild Renal 10.75(8.36) | 0.12(0.05) | 9.9 (4.0) 466 (177) 637 (215) 12.4 (5.6)
Impairment N=64 N=64 N=64 N=64 N=29 N=29
(CLcr 50—
80 mL/min)
Moderate Renal 14.70 (10.50) | 0.15(0.06) | 8.5(3.4) 560 (258) 868 (349) 19.0 (9.0)
Impairment N=24 N=24 N=24 N=24 N=15 N=14
(CLcr 30—
<50 mL/min)
Severe Renal 27.83 (14.85) | 0.20(0.15) | 5.9(3.9) 925 (467) 1050 (892) 24.4 (21.4)
Impairment N=8 N=8 N=8 N=8 N=2 N=2
(CLcr <30 mL/min)
Hemodialysis 30.51 (6.51) | 0.16(0.04) | 3.9(2.1) 1193 (399) NA NA
N=16 N=16 N=16 N=16
CAPD 27.56 (4.53) | 0.11(0.02) | 2.9(0.4) 1409 (238) NA NA
N=5 N=5 N=5 N=5

Note: CUBICIN was administered over a 30-minute period.

*CLcr, creatinine clearance estimated using the Cockcroft-Gault equation with actual body weight;
CAPD, continuous ambulatory peritoneal dialysis; AUCo--, area under the concentration-time
curve extrapolated to infinity; AUCss, area under the concentration-time curve calculated over the
24-hour dosing interval at steady-state; Cminss, trough concentration at steady-state; NA, not
applicable.

TParameters obtained following a single dose from patients with complicated skin and skin structure
infections and healthy subjects.

*Parameters obtained at steady-state from patients with S. aureus bacteremia.

Because renal excretion is the primary route of elimination, adjustment of CUBICIN dosage interval is
necessary in adult patients with severe renal impairment (CLcr <30 mL/min) [see Dosage and
Administration (2.6)].

Patients with Hepatic Impairment

The pharmacokinetics of daptomycin were evaluated in 10 adult subjects with moderate hepatic
impairment (Child-Pugh Class B) and compared with those in healthy adult volunteers (N=9) matched for
gender, age, and weight. The pharmacokinetics of daptomycin were not altered in subjects with moderate
hepatic impairment. No dosage adjustment is warranted when CUBICIN is administered to patients with
mild to moderate hepatic impairment. The pharmacokinetics of daptomycin in patients with severe hepatic
impairment (Child-Pugh Class C) have not been evaluated.
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Gender

No clinically significant gender-related differences in daptomycin pharmacokinetics have been observed.
No dosage adjustment is warranted based on gender when CUBICIN is administered.

Geriatric Patients

The pharmacokinetics of daptomycin were evaluated in 12 healthy elderly subjects (=75 years of age) and
11 healthy young adult controls (18 to 30 years of age). Following administration of a single 4 mg/kg dose
of CUBICIN by IV infusion over a 30-minute period, the mean total clearance of daptomycin was
approximately 35% lower and the mean AUCo.» was approximately 58% higher in elderly subjects than in
healthy young adult subjects. There were no differences in Cmax [see Use in Specific Populations (8.5)].

Obese Patients

The pharmacokinetics of daptomycin were evaluated in 6 moderately obese (Body Mass Index [BMI] 25
to 39.9 kg/m?) and 6 extremely obese (BMI 240 kg/m?) adult subjects and controls matched for age,
gender, and renal function. Following administration of CUBICIN by IV infusion over a 30-minute period
as a single 4 mg/kg dose based on total body weight, the total plasma clearance of daptomycin
normalized to total body weight was approximately 15% lower in moderately obese subjects and 23%
lower in extremely obese subjects than in nonobese controls. The AUCo. of daptomycin was
approximately 30% higher in moderately obese subjects and 31% higher in extremely obese subjects
than in nonobese controls. The differences were most likely due to differences in the renal clearance of
daptomycin. No adjustment of CUBICIN dosage is warranted in obese patients.

Pediatric Patients

The pharmacokinetics of daptomycin in pediatric subjects was evaluated in 3 single-dose
pharmacokinetic studies. In general, body weight-normalized total body clearance in pediatric patients
was higher than in adults and increased with a decrease of age, whereas elimination half-life tends to
decrease with a decrease of age. Body weight-normalized total body clearance and elimination half-life of
daptomycin in children 2 to 6 years of age were similar at different doses.

A study was conducted to assess safety, efficacy, and pharmacokinetics of daptomycin in pediatric
patients (1 to 17 years old, inclusive) with cSSSI caused by Gram-positive pathogens. Patients were
enrolled into 4 age groups [see Clinical Studies (14.1)], and intravenous CUBICIN doses of 5 to 10 mg/kg
once daily were administered. Following administration of multiple doses, daptomycin exposure (AUCss
and Cmaxss) was similar across different age groups after dose adjustment based on body weight and age
(Table 13).

Table 13: Mean (SD) Daptomycin Population Pharmacokinetic Parameters in cSSSI Pediatric
Patients

Pharmacokinetic Parameters

Age Dose |nfu5l0n AUCss t1/2 Vss CLT Cmax,ss
(mglkg) Dt(Jra.ti;)n (mcgeh/mL) (h) (mL) (mL/h/kg) (mcg/mL)
min
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12to 17 5 30 434 (67.9) 7.1(0.9) 8200 11.8 (2.15) | 76.4 (6.75)
years (3250)
(N=6)
7 to 11 7 30 543* 6.8* 4470 13.2* 92.4*
years
(N=2)
2t06 9 60 452 (93.1) 4.6 (0.8) 2750 20.8 (4.29) | 90.3(14.0)
years (832)
(N=7)
1to less 10 60 462 (138) 4.8 (0.6) 1670 23.1(5.43) | 81.6(20.7)
than 2 (446)
years
(N=27)

AUCss, area under the concentration-time curve at steady state; CLt, clearance normalized to body
weight; Vss, volume of distribution at steady state; t;, terminal half-life
*Mean is calculated from N=2

A study was conducted to assess safety, efficacy, and pharmacokinetics of daptomycin in pediatric
patients with S. aureus bacteremia. Patients were enrolled into 3 age groups [see Clinical Studies (14.2)],
and intravenous doses of 7 to 12 mg/kg once daily were administered. Following administration of
multiple doses, daptomycin exposure (AUCss and Cmax;ss) was similar across different age groups after
dose adjustment based on body weight and age (Table 14).

Table 14: Mean (SD) of Daptomycin Pharmacokinetics in Bacteremia Pediatric Patients

Pharmacokinetic Parameters
Dose |nfUSIOI1 AUCss t1/2 Vss CLT Cmax,ss
Age (mglkg) | Duration | (mcgeh/mL) (h) (mL) (mL/h/kg) | (meg/mL)
(min)
12 to 17 7 30 656 (334) 7.5(2.3) 6420 12.4 (3.9) 104 (35.5)
years (1980)
(N=13)
7 to 11 9 30 579 (116) 6.0 (0.8) 4510 15.9 (2.8) 104 (14.5)
years (1470)
(N=19)
2t0 6 12 60 620 (109) 5.1 (0.6) | 2200 (570) | 19.9(3.4) 106 (12.8)
years
(N=19)

AUCss, area under the concentration-time curve at steady state; CLt, clearance normalized to body
weight; Vss, volume of distribution at steady state; t, terminal half-life

No patients 1 to <2 years of age were enrolled in the study. Simulation using a population
pharmacokinetic model demonstrated that the AUCss of daptomycin in pediatric patients 1 to <2 years of
age receiving 12 mg/kg once daily would be comparable to that in adult patients receiving 6 mg/kg once
daily.

Drug Interaction Studies

In Vitro Studies
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In vitro studies with human hepatocytes indicate that daptomycin does not inhibit or induce the activities
of the following human cytochrome P450 isoforms: 1A2, 2A6, 2C9, 2C19, 2D6, 2E1, and 3A4. It is
unlikely that daptomycin will inhibit or induce the metabolism of drugs metabolized by the P450 system.

Aztreonam

In a study in which 15 healthy adult subjects received a single dose of CUBICIN 6 mg/kg IV and a
combination dose of CUBICIN 6 mg/kg IV and aztreonam 1 g IV, administered over a 30-minute period,
the Cmax and AUCo- of daptomycin were not significantly altered by aztreonam.

Tobramycin

In a study in which 6 healthy adult males received a single dose of CUBICIN 2 mg/kg IV, tobramycin
1 mg/kg IV, and both in combination, administered over a 30-minute period, the mean Cmaxand AUCo- of
daptomycin were 12.7% and 8.7% higher, respectively, when CUBICIN was coadministered with
tobramycin. The mean Cmax and AUCo- of tobramycin were 10.7% and 6.6% lower, respectively, when
tobramycin was coadministered with CUBICIN. These differences were not statistically significant. The
interaction between daptomycin and tobramycin with a clinical dose of CUBICIN is unknown.

Warfarin

In 16 healthy adult subjects, administration of CUBICIN 6 mg/kg every 24h by IV infusion over a 30-
minute period for 5 days, with coadministration of a single oral dose of warfarin (25 mg) on the 5th day,
had no significant effect on the pharmacokinetics of either drug and did not significantly alter the INR
(International Normalized Ratio).

Simvastatin

In 20 healthy adult subjects on a stable daily dose of simvastatin 40 mg, administration of CUBICIN
4 mg/kg every 24h by IV infusion over a 30-minute period for 14 days (N=10) had no effect on plasma
trough concentrations of simvastatin and was not associated with a higher incidence of adverse events,
including skeletal myopathy, than in subjects receiving placebo once daily (N=10) [see Warnings and
Precautions (5.2) and Drug Interactions (7.1)].

Probenecid

Concomitant administration of probenecid (500 mg 4 times daily) and a single dose of CUBICIN 4 mg/kg
by IV infusion over a 30-minute period in adults did not significantly alter the Cmax or AUCo. of
daptomycin.

12.4 Microbiology

Daptomycin belongs to the cyclic lipopeptide class of antibacterials. Daptomycin has clinical utility in the
treatment of infections caused by aerobic, Gram-positive bacteria. The in vitro spectrum of activity of
daptomycin encompasses most clinically relevant Gram-positive pathogenic bacteria.

Daptomycin exhibits rapid, concentration-dependent bactericidal activity against Gram-positive bacteria in
vitro. This has been demonstrated both by time-kill curves and by MBC/MIC (minimum bactericidal
concentration/minimum inhibitory concentration) ratios using broth dilution methodology. Daptomycin
maintained bactericidal activity in vitro against stationary phase S. aureus in simulated endocardial
vegetations. The clinical significance of this is not known.

Mechanism of Action

Daptomycin binds to bacterial cell membranes and causes a rapid depolarization of membrane potential.
This loss of membrane potential causes inhibition of DNA, RNA, and protein synthesis, which results in
bacterial cell death.

Resistance
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The mechanism(s) of daptomycin resistance is not fully understood. Currently, there are no known
transferable elements that confer resistance to daptomycin.

Interactions with Other Antibacterials

In vitro studies have investigated daptomycin interactions with other antibacterials. Antagonism, as
determined by kill curve studies, has not been observed. In vitro synergistic interactions of daptomycin
with aminoglycosides, B-lactam antibacterials, and rifampin have been shown against some isolates of
staphylococci (including some methicillin-resistant isolates) and enterococci (including some vancomycin-
resistant isolates).

Complicated Skin and Skin Structure Infection (cSSSI) Trials in Adults

The emergence of daptomycin non-susceptible isolates occurred in 2 infected patients across the set of
Phase 2 and pivotal Phase 3 clinical trials of cSSSI in adult patients. In one case, a non-susceptible S.
aureus was isolated from a patient in a Phase 2 trial who received CUBICIN at less than the protocol-
specified dose for the initial 5 days of therapy. In the second case, a non-susceptible Enterococcus
faecalis was isolated from a patient with an infected chronic decubitus ulcer who was enrolled in a
salvage ftrial.

S. aureus Bacteremia/Endocarditis and Other Post-Approval Trials in Adults

In subsequent clinical trials in adult patients, non-susceptible isolates were recovered. S. aureus was
isolated from a patient in a compassionate-use trial and from 7 patients in the S. aureus
bacteremia/endocarditis trial [see Clinical Studies (14.2)]. An E. faecium was isolated from a patient in a
vancomycin-resistant enterococci trial.

Antimicrobial Activity

Daptomycin has been shown to be active against most isolates of the following microorganisms both in
vitro and in clinical infections [see Indications and Usage (1)].

Gram-Positive Bacteria

Enterococcus faecalis (vancomycin-susceptible isolates only)
Staphylococcus aureus (including methicillin-resistant isolates)
Streptococcus agalactiae

Streptococcus dysgalactiae subsp. equisimilis

Streptococcus pyogenes

The following in vitro data are available, but their clinical significance is unknown. At least 90 percent of
the following bacteria exhibit an in vitro minimum inhibitory concentration (MIC) less than or equal to the
susceptible breakpoint for daptomycin against isolates of similar genus or organism group. However, the
efficacy of daptomycin in treating clinical infections caused by these bacteria has not been established in
adequate and well-controlled clinical trials.

Gram-Positive Bacteria

Corynebacterium jeikeium

Enterococcus faecalis (vancomycin-resistant isolates)
Enterococcus faecium (including vancomycin-resistant isolates)
Staphylococcus epidermidis (including methicillin-resistant isolates)
Staphylococcus haemolyticus

Susceptibility Testing

For specific information regarding susceptibility test interpretive criteria and associated test methods and
quality control standards recognized by FDA for daptomycin, please see:
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https://www.fda.goVv/STIC .

13  NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity studies in animals have not been conducted to evaluate the carcinogenic
potential of CUBICIN. However, neither mutagenic nor clastogenic potential was found in a battery of
genotoxicity tests, including the Ames assay, a mammalian cell gene mutation assay, a test for
chromosomal aberrations in Chinese hamster ovary cells, an in vivo micronucleus assay, an in vitro DNA
repair assay, and an in vivo sister chromatid exchange assay in Chinese hamsters.

Daptomycin did not affect the fertility or reproductive performance of male and female rats when
administered intravenously at doses of 25, 75, or 150 mg/kg/day, which is approximately up to 9 times the
estimated human exposure level based upon AUCs (or approximately up to 4 times the recommended
human dose of 6 mg/kg based on body surface area comparison).

13.2 Animal Toxicology and/or Pharmacology

Adult Animals

In animals, daptomycin administration has been associated with effects on skeletal muscle. However,
there were no changes in cardiac or smooth muscle. Skeletal muscle effects were characterized by
microscopic degenerative/regenerative changes and variable elevations in creatine phosphokinase
(CPK). No fibrosis or rhabdomyolysis was evident in repeat-dose studies up to the highest doses tested in
rats (150 mg/kg/day) and dogs (100 mg/kg/day). The degree of skeletal myopathy showed no increase
when treatment was extended from 1 month to up to 6 months. Severity was dose-dependent. All muscle
effects, including microscopic changes, were fully reversible within 30 days following the cessation of
dosing.

In adult animals, effects on peripheral nerve (characterized by axonal degeneration and frequently
accompanied by significant losses of patellar reflex, gag reflex, and pain perception) were observed at
daptomycin doses higher than those associated with skeletal myopathy. Deficits in the dogs’ patellar
reflexes were seen within 2 weeks after the start of treatment at 40 mg/kg/day (9 times the human Cnmax at
the 6 mg/kg/day dose), with some clinical improvement noted within 2 weeks after the cessation of
dosing. However, at 75 mg/kg/day for 1 month, 7 of 8 dogs failed to regain full patellar reflex responses
within a 3-month recovery period. In a separate study in dogs receiving doses of 75 and 100 mg/kg/day
for 2 weeks, minimal residual histological changes were noted at 6 months after the cessation of dosing.
However, recovery of peripheral nerve function was evident.

Tissue distribution studies in rats showed that daptomycin is retained in the kidney but appears to
penetrate the blood-brain barrier only minimally following single and multiple doses.

Juvenile Animals

Target organs of daptomycin-related effects in 7-week-old juvenile dogs were skeletal muscle and nerve,
the same target organs as in adult dogs. In juvenile dogs, nerve effects were noted at lower daptomycin
blood concentrations than in adult dogs following 28 days of dosing. In contrast to adult dogs, juvenile
dogs also showed evidence of effects in nerves of the spinal cord as well as peripheral nerves after 28
days of dosing. No nerve effects were noted in juvenile dogs following 14 days of dosing at doses up to
75 mg/kg/day.

Administration of daptomycin to 7-week-old juvenile dogs for 28 days at doses of 50 mg/kg/day produced
minimal degenerative effects on the peripheral nerve and spinal cord in several animals, with no
corresponding clinical signs. A dose of 150 mg/kg/day for 28 days produced minimal degeneration in the
peripheral nerve and spinal cord as well as minimal to mild degeneration of the skeletal muscle in a
majority of animals, accompanied by slight to severe muscle weakness evident in most dogs. Following a
28-day recovery phase, microscopic examination revealed recovery of the skeletal muscle and the ulnar
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nerve effects, but nerve degeneration in the sciatic nerve and spinal cord was still observed in all
150 mg/kg/day dogs.

Following once-daily administration of daptomycin to juvenile dogs for 28 days, microscopic effects in
nerve tissue were noted at a Cmax value of 417 mcg/mL, which is approximately 3-fold less than the Cmax
value associated with nerve effects in adult dogs treated once daily with daptomycin for 28 days
(1308 mcg/mL).

Neonatal Animals

Neonatal dogs (4 to 31 days old) were more sensitive to daptomycin-related adverse nervous system
and/or muscular system effects than either juvenile or adult dogs. In neonatal dogs, adverse nervous
system and/or muscular system effects were associated with a Cmax value approximately 3-fold less than
the Cmax in juvenile dogs, and 9-fold less than the Cmax in adult dogs following 28 days of dosing. At a
dose of 25 mg/kg/day with associated Cmax and AUCins values of 147 mcg/mL and 717 mcgeh/mL,
respectively (1.6 and 1.0-fold the adult human Cmax and AUC, respectively, at the 6 mg/kg/day dose), mild
clinical signs of twitching and one incidence of muscle rigidity were observed with no corresponding effect
on body weight. These effects were found to be reversible within 28 days after treatment had stopped.

At higher dose levels of 50 and 75 mg/kg/day with associated Cmax and AUCinr values of 2321 mcg/mL
and =1470 mcgeh/mL, respectively, marked clinical signs of twitching, muscle rigidity in the limbs, and
impaired use of limbs were observed. Resulting decreases in body weights and overall body condition at
doses =50 mg/kg/day necessitated early discontinuation by postnatal day (PND) 19.

Histopathological assessment did not reveal any daptomycin-related changes in the peripheral and
central nervous system tissue, as well as in the skeletal muscle or other tissues assessed, at any dose
level.

No adverse effects were observed in the dogs that received daptomycin at 10 mg/kg/day, the NOAEL,
with associated Cmax and AUCixs values of 62 mcg/mL and 247 mcgeh/mL, respectively (or 0.6 and 0.4-fold
the adult human Cmax and AUC, respectively at the 6 mg/kg dose).

14 CLINICAL STUDIES

14.1 Complicated Skin and Skin Structure Infections
Adults with cSSSI

Adult patients with clinically documented complicated skin and skin structure infections (cSSSI) (Table 15)
were enrolled in two randomized, multinational, multicenter, investigator-blinded trials comparing
CUBICIN (4 mg/kg IV every 24h) with either vancomycin (1 g IV g12h) or an anti-staphylococcal semi-
synthetic penicillin (i.e., nafcillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g IV per day). Patients could
switch to oral therapy after a minimum of 4 days of IV treatment if clinical improvement was
demonstrated. Patients known to have bacteremia at baseline were excluded. Patients with creatinine
clearance (CLcr) between 30 and 70 mL/min were to receive a lower dose of CUBICIN as specified in the
protocol; however, the majority of patients in this subpopulation did not have the dose of CUBICIN
adjusted.

Table 15: Investigator’s Primary Diagnosis in the cSSSI Trials in Adult Patients (Population:
ITT)

Adult Patients
(CUBICIN / Comparator*)

Primary Diagnosis Study 9801 Study 9901 Pooled
N=264 | N=266 N=270 / N=292 N=534 / N=558
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Wound Infection

99 (38%) / 116 (44%)

102 (38%) / 108 (37%)

201 (38%) / 224 (40%)

Major Abscess

55 (21%) / 43 (16%)

114 (21%) / 108 (19%)

Ulcer Infection

71(27%) 1 75 (28%)

59 (22%) / 65 (22%)
53 (20%) / 68 (23%)

124 (23%) / 143 (26%)

Other Infectiont

39 (15%) / 32 (12%)

56 (21%) / 51 (18%)

95 (18%) / 83 (15%)

*Comparator: vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin,
oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV in divided doses).

TThe majority of cases were subsequently categorized as complicated cellulitis, major abscesses, or
traumatic wound infections.

One trial was conducted primarily in the United States and South Africa (study 9801), and the second was
conducted at non-US sites only (study 9901). The two trials were similar in design but differed in patient
characteristics, including history of diabetes and peripheral vascular disease. There were a total of 534
adult patients treated with CUBICIN and 558 treated with comparator in the two trials. The majority
(89.7%) of patients received IV medication exclusively.

The efficacy endpoints in both trials were the clinical success rates in the intent-to-treat (ITT) population
and in the clinically evaluable (CE) population. In study 9801, clinical success rates in the ITT population
were 62.5% (165/264) in patients treated with CUBICIN and 60.9% (162/266) in patients treated with
comparator drugs. Clinical success rates in the CE population were 76.0% (158/208) in patients treated
with CUBICIN and 76.7% (158/206) in patients treated with comparator drugs. In study 9901, clinical
success rates in the ITT population were 80.4% (217/270) in patients treated with CUBICIN and 80.5%
(235/292) in patients treated with comparator drugs. Clinical success rates in the CE population were
89.9% (214/238) in patients treated with CUBICIN and 90.4% (226/250) in patients treated with
comparator drugs.

The success rates by pathogen for microbiologically evaluable patients are presented in Table 16.

Table 16: Clinical Success Rates by Infecting Pathogen in the ¢SSSI Trials in Adult Patients
(Population: Microbiologically Evaluable)

Success Rate

/N (%
Pathogen /N (%)

CUBICIN
170/198 (86%)
21/28 (75%)
79/84 (94%)
23/27 (85%)
8/8 (100%)
27/37 (73%)

Comparator*
180/207 (87%)
25/36 (69%)
80/88 (91%)
22/29 (76%)
9/11 (82%)
40/53 (76%)

Methicillin-susceptible Staphylococcus aureus (MSSA)t

Methicillin-resistant Staphylococcus aureus (MRSA)t

Streptococcus pyogenes

Streptococcus agalactiae

Streptococcus dysgalactiae subsp. equisimilis

Enterococcus faecalis (vancomycin-susceptible only)

*Comparator: vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin,
oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV in divided doses).

TAs determined by the central laboratory.

Pediatric Patients (1 to 17 Years of Age) with cSSSI
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The cSSSI pediatric trial was a single prospective multi-center, randomized, comparative trial. A total of
396 pediatric patients aged 1 to 17 years with cSSSI caused by Gram positive pathogens were enrolled
into the study. Patients known to have bacteremia, osteomyelitis, endocarditis, and pneumonia at
baseline were excluded. Patients were enrolled in a stepwise approach into four age groups and given
age-dependent doses of CUBICIN once daily for up to 14 days. The different age groups and doses
evaluated were as follows: Adolescents (12 to 17 years) treated with 5 mg/kg of CUBICIN (n=113),
Children (7 to 11 years) treated with 7 mg/kg of CUBICIN (n=113), Children (2 to 6 years) treated with 9
mg/kg of CUBICIN (n=125) and Infants (1 to <2 years) treated with 10 mg/kg (n= 45).

Patients were randomized 2:1 to receive CUBICIN or a standard of care (SOC) comparator, which
included intravenous therapy with either vancomycin, clindamycin, or an anti-staphylococcal
semi-synthetic penicillin (nafcillin, oxacillin, or cloxacillin). Patients could switch to oral therapy after
clinical improvement was demonstrated (no minimum IV dosing was required).

The primary objective of this study was to evaluate the safety of CUBICIN. The clinical outcome was
determined by resolution or improvement of symptoms at the End-of-Treatment (EOT), 3 days after the
last dose, and Test-of-Cure (TOC), 7-14 days after the last dose. Investigator observed outcomes were
verified in a blinded fashion. Of the 396 subjects randomized in the study, 389 subjects were treated with
CUBICIN or comparator and included in the ITT population. Of these, 257 subjects were randomized to
the CUBICIN group and 132 subjects were randomized to the comparator group. Approximately 95% of
subjects switched to oral therapy. The mean day of switch was day 4, and ranged from day 1 to day 14.
The clinical success rates determined at 7-14 days after last dose of therapy (IV and oral) (TOC visit)
were 88% (227/257) for CUBICIN and 86% (114/132) for comparator.

14.2 S. aureus Bacteremia/Endocarditis

Adults with S. aureus Bacteremia/Endocarditis

The efficacy of CUBICIN in the treatment of adult patients with S. aureus bacteremia was demonstrated
in a randomized, controlled, multinational, multicenter, open-label trial. In this trial, adult patients with at
least one positive blood culture for S. aureus obtained within 2 calendar days prior to the first dose of
study drug and irrespective of source were enrolled and randomized to either CUBICIN (6 mg/kg IV every
24h) or standard of care [an anti-staphylococcal semi-synthetic penicillin 2 g IV g4h (nafcillin, oxacillin,
cloxacillin, or flucloxacillin) or vancomycin 1 g IV g12h, each with initial gentamicin 1 mg/kg IV every 8
hours for first 4 days]. Of the patients in the comparator group, 93% received initial gentamicin for a
median of 4 days, compared with 1 patient (<1%) in the CUBICIN group. Patients with prosthetic heart
valves, intravascular foreign material that was not planned for removal within 4 days after the first dose of
study medication, severe neutropenia, known osteomyelitis, polymicrobial bloodstream infections,
creatinine clearance <30 mL/min, and pneumonia were excluded.

Upon entry, patients were classified for likelihood of endocarditis using the modified Duke criteria
(Possible, Definite, or Not Endocarditis). Echocardiography, including a transesophageal echocardiogram
(TEE), was performed within 5 days following study enrollment. The choice of comparator agent was
based on the oxacillin susceptibility of the S. aureus isolate. The duration of study treatment was based
on the investigator’s clinical diagnosis. Final diagnoses and outcome assessments at Test of Cure (6
weeks after the last treatment dose) were made by a treatment-blinded Adjudication Committee, using
protocol-specified clinical definitions and a composite primary efficacy endpoint (clinical and
microbiological success) at the Test of Cure visit.

A total of 246 patients 218 years of age (124 CUBICIN, 122 comparator) with S. aureus bacteremia were
randomized from 48 centers in the US and Europe. In the ITT population, 120 patients received CUBICIN
and 115 received comparator (62 received an anti-staphylococcal semi-synthetic penicillin and 53
received vancomycin). Thirty-five patients treated with an anti-staphylococcal semi-synthetic penicillin
received vancomycin initially for 1 to 3 days, pending final susceptibility results for the S. aureus isolates.
The median age among the 235 patients in the ITT population was 53 years (range: 21 to 91 years);
30/120 (25%) in the CUBICIN group and 37/115 (32%) in the comparator group were 265 years of age.
Of the 235 ITT patients, there were 141 (60%) males and 156 (66%) Caucasians across the two
treatment groups. In addition, 176 (75%) of the ITT population had systemic inflammatory response
syndrome (SIRS) at baseline and 85 (36%) had surgical procedures within 30 days prior to onset of the S.
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aureus bacteremia. Eighty-nine patients (38%) had bacteremia caused by methicillin-resistant S. aureus
(MRSA). Entry diagnosis was based on the modified Duke criteria and comprised 37 (16%) Definite, 144
(61%) Possible, and 54 (23%) Not Endocarditis. Of the 37 patients with an entry diagnosis of Definite
Endocarditis, all (100%) had a final diagnosis of infective endocarditis, and of the 144 patients with an
entry diagnosis of Possible Endocarditis, 15 (10%) had a final diagnosis of infective endocarditis as
assessed by the Adjudication Committee. Of the 54 patients with an entry diagnosis of Not Endocarditis,
1 (2%) had a final diagnosis of infective endocarditis as assessed by the Adjudication Committee.

In the ITT population, there were 182 patients with bacteremia and 53 patients with infective endocarditis
as assessed by the Adjudication Committee, including 35 with right-sided endocarditis and 18 with left-
sided endocarditis. The 182 patients with bacteremia comprised 121 with complicated S. aureus
bacteremia and 61 with uncomplicated S. aureus bacteremia.

Complicated bacteremia was defined as S. aureus isolated from blood cultures obtained on at least 2
different calendar days, and/or metastatic foci of infection (deep tissue involvement), and classification of
the patient as not having endocarditis according to the modified Duke criteria. Uncomplicated bacteremia
was defined as S. aureus isolated from blood culture(s) obtained on a single calendar day, no metastatic
foci of infection, no infection of prosthetic material, and classification of the patient as not having
endocarditis according to the modified Duke criteria. The definition of right-sided infective endocarditis
(RIE) used in the clinical trial was Definite or Possible Endocarditis according to the modified Duke criteria
and no echocardiographic evidence of predisposing pathology or active involvement of either the mitral or
aortic valve. Complicated RIE comprised patients who were not intravenous drug users, had a positive
blood culture for MRSA, serum creatinine 22.5 mg/dL, or evidence of extrapulmonary sites of infection.
Patients who were intravenous drug users, had a positive blood culture for methicillin-susceptible S.
aureus (MSSA), had serum creatinine <2.5 mg/dL, and were without evidence of extrapulmonary sites of
infection were considered to have uncomplicated RIE.

The coprimary efficacy endpoints in the trial were the Adjudication Committee success rates at the Test of
Cure visit (6 weeks after the last treatment dose) in the ITT and Per Protocol (PP) populations. The
overall Adjudication Committee success rates in the ITT population were 44.2% (53/120) in patients
treated with CUBICIN and 41.7% (48/115) in patients treated with comparator (difference = 2.4% [95% CI
-10.2, 15.1]). The success rates in the PP population were 54.4% (43/79) in patients treated with
CUBICIN and 53.3% (32/60) in patients treated with comparator (difference = 1.1% [95% CI -15.6, 17.8]).

Adjudication Committee success rates are shown in Table 17.

Table 17: Adjudication Committee Success Rates at Test of Cure in the S. aureus
Bacteremia/Endocarditis Trial in Adult Patients (Population: ITT)

Success Rate Difference:
Population n/N (%) CUBICIN-Comparator
CUBICIN 6 mg/kg Comparator* (Confidence Interval)

Overall 53/120 (44%) 48/115 (42%) 2.4% (-10.2, 15.1)f
Baseline Pathogen

Methicillin-susceptible S. aureus 33/74 (45%) 34/70 (49%) -4.0% (-22.6, 14.6)*

Methicillin-resistant S. aureus 20/45 (44%) 14/44 (32%) 12.6% (-10.2, 35.5)*
Entry Diagnosis$

Definite or Possible Infective 41/90 (46%) 37/91 (41%) 4.9% (-11.6, 21.4)*

Endocarditis

Not Infective Endocarditis 12/30 (40%) 11/24 (46%) -5.8% (-36.2, 24.5)*
Final Diagnosis

Uncomplicated Bacteremia 18/32 (56%) 16/29 (55%) 1.1% (-31.7, 33.9)1
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Complicated Bacteremia 26/60 (43%) 23/61 (38%) 5.6% (-17.3, 28.6)1
Right-Sided Infective 8/19 (42%) 7116 (44%) -1.6% (-44.9, 41.6)1
Endocarditis
Uncomplicated Right-Sided 3/6 (50%) 1/4 (25%) 25.0% (-51.6, 100.0)
Infective Endocarditis
Complicated Right-Sided 5/13 (39%) 6/12 (50%) -11.5% (-62.4, 39.4)1
Infective Endocarditis
Left-Sided Infective 1/9 (11%) 2/9 (22%) -11.1% (-55.9, 33.6)1
Endocarditis

*Comparator: vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin,
oxacillin, cloxacillin, or flucloxacillin; 2 g IV g4h), each with initial low-dose gentamicin.

T95% Confidence Interval

197.5% Confidence Interval (adjusted for multiplicity)
SAccording to the modified Duke criteria®

199% Confidence Interval (adjusted for multiplicity)

Eighteen (18/120) patients in the CUBICIN arm and 19/116 patients in the comparator arm died during
the trial. These comprise 3/28 CUBICIN-treated patients and 8/26 comparator-treated patients with
endocarditis, as well as 15/92 CUBICIN-treated patients and 11/90 comparator-treated patients with
bacteremia. Among patients with persisting or relapsing S. aureus infections, 8/19 CUBICIN-treated
patients and 7/11 comparator-treated patients died.

Overall, there was no difference in time to clearance of S. aureus bacteremia between CUBICIN and
comparator. The median time to clearance in patients with MSSA was 4 days and in patients with MRSA
was 8 days.

Failure of treatment due to persisting or relapsing S. aureus infections was assessed by the Adjudication
Committee in 19/120 (16%) CUBICIN-treated patients (12 with MRSA and 7 with MSSA) and 11/115
(10%) comparator-treated patients (9 with MRSA treated with vancomycin and 2 with MSSA treated with
an anti-staphylococcal semi-synthetic penicillin). Among all failures, isolates from 6 CUBICIN-treated
patients and 1 vancomycin-treated patient developed increasing MICs (reduced susceptibility) by central
laboratory testing during or following therapy. Most patients who failed due to persisting or relapsing S.
aureus infection had deep-seated infection and did not receive necessary surgical intervention [see
Warnings and Precautions (5.9)].

Pediatric Patients (1 to 17 Years of Age) with S. aureus Bacteremia

The pediatric S. aureus bacteremia study was designed as a prospective multi-center, randomized,
comparative trial to treat pediatric patients aged 1 to 17 years with bacteremia. Patients known to have
endocarditis or pneumonia at baseline were excluded. Patients were enrolled in a stepwise approach into
three age groups and given age-dependent doses of CUBICIN once daily for up to 42 days. The different
age groups and doses evaluated were as follows: Adolescents (12 to 17 years, n=14 patients) treated
with CUBICIN dosed at 7 mg/kg once daily, Children (7 to 11 years, n=19 patients) treated with CUBICIN
dosed at 9 mg/kg once daily and Children (2 to 6 years, n=22 patients) treated with CUBICIN dosed at 12
mg/kg once daily. No patients 1 to <2 years of age were enrolled.

Patients were randomized 2:1 to receive CUBICIN or a standard of care comparator, which included
intravenous therapy with vancomycin, semi-synthetic penicillin, first generation cephalosporin or
clindamycin. Patients could switch to oral therapy after clinical improvement was demonstrated (no
minimum IV dosing was required).
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The primary objective of this study was to assess the safety of CUBICIN. The clinical outcome was
determined by resolution or improvement of symptoms at test-of-cure (TOC) visit, 7 to 14 days after the
last dose, which was assessed by the site level Blinded Evaluator.

Of the 82 subjects randomized in the study, 81 subjects were treated with CUBICIN or comparator and
included in the safety population, and 73 had a proven S. aureus bacteremia at Baseline. Of these, 51
subjects were randomized to the CUBICIN group and 22 subjects were randomized to the comparator
group. The mean duration of IV therapy was 12 days, with a range of 1 to 44 days. Forty-eight subjects
switched to oral therapy, and the mean duration of oral therapy was 21 days. The clinical success rates
determined at 7 to 14 days after last dose of therapy (IV and oral) (TOC visit) were 88% (45/51) for
CUBICIN and 77% (17/22) for comparator.
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16 HOW SUPPLIED/STORAGE AND HANDLING

CUBICIN (daptomycin for injection) is supplied as a sterile pale yellow to light brown Iyophilized cake in a
single-dose vial containing 500 mg of daptomycin: Package of 1 (NDC 67919-011-01).

Store original packages at refrigerated temperatures, 2°C to 8°C (36°F to 46°F); avoid excessive heat.
Storage conditions for the reconstituted and diluted solutions are described in another section of the
prescribing information [see Dosage and Administration (2.7)].

17 PATIENT COUNSELING INFORMATION

Allergic Reactions

Advise patients that allergic reactions, including serious skin, kidney, lung, or other organ reactions, could
occur and that these serious reactions require immediate treatment. Patients should report any previous
allergic reactions to daptomycin [see Warnings and Precautions (5.1, 5.4, 5.5)].

Muscle Pain or Weakness (Myopathy and Rhabdomyolysis, Peripheral Neuropathy)

Advise patients to report muscle pain or weakness, especially in the forearms and lower legs, as well as
tingling or numbness [see Warnings and Precautions (5.2, 5.6)].

Cough, Breathlessness, or Fever (Eosinophilic Pneumonia)

Advise patients to report any symptoms of cough, breathlessness, or fever [see Warnings and
Precautions (5.3)].

C. difficile-Associated Diarrhea (CDAD)
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Advise patients that diarrhea is a common problem caused by antibacterials including CUBICIN, that
usually ends when the antibacterial is discontinued. Sometimes after starting treatment with
antibacterials, including CUBICIN, patients can develop watery and bloody stools (with or without
stomach cramps and fever), even as late as 2 or more months after having received the last dose of the
antibacterial. If this occurs, patients should contact their physician as soon as possible [see Warnings and
Precautions (5.8)].

Antibacterial Resistance

Patients should be counseled that antibacterial drugs, including CUBICIN, should be used to treat
bacterial infections. They do not treat viral infections (e.g., the common cold). When CUBICIN is
prescribed to treat a bacterial infection, patients should be told that although it is common to feel better
early in the course of therapy, the medication should be administered exactly as directed. Skipping doses
or not completing the full course of therapy may (1) decrease the effectiveness of the immediate
treatment and (2) increase the likelihood that bacteria will develop resistance and will not be treatable by
CUBICIN or other antibacterial drugs in the future.

Distributed by: Merck Sharp & Dohme Corp., a subsidiary of
MERCK & CO.,INC., Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.html
The trademarks depicted herein are owned by their respective companies.

Copyright © 2015-2021 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.

uspi-mk3009-i-2110r012
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS
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1. NAME OF THE MEDICINAL PRODUCT

Cubicin 350 mg powder for solution for injection or infusion
Cubicin 500 mg powder for solution for injection or infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Cubicin 350 mg powder for solution for injection or infusion

Each vial contains 350 mg daptomycin.

One ml provides 50 mg of daptomycin after reconstitution with 7 ml of sodium chloride 9 mg/ml
(0.9 %) solution.

Cubicin 500 mg powder for solution for injection or infusion

Each vial contains 500 mg daptomycin.

One ml provides 50 mg of daptomycin after reconstitution with 10 ml of sodium chloride 9 mg/ml
(0.9 %) solution.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for solution for injection or infusion
A pale yellow to light brown lyophilised cake or powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Cubicin is indicated for the treatment of the following infections (see sections 4.4 and 5.1).

- Adult and paediatric (1 to 17 years of age) patients with complicated skin and soft-tissue
infections (¢cSSTI).

- Adult patients with right-sided infective endocarditis (RIE) due to Staphylococcus aureus. 1t is
recommended that the decision to use daptomycin should take into account the antibacterial
susceptibility of the organism and should be based on expert advice. See sections 4.4 and 5.1.

- Adult and paediatric (1 to 17 years of age) patients with Staphylococcus aureus bacteracmia
(SAB). In adults, use in bacteraemia should be associated with RIE or with ¢cSSTI, while in
paediatric patients, use in bacteraemia should be associated with ¢cSSTI.

Daptomycin is active against Gram positive bacteria only (see section 5.1). In mixed infections where
Gram negative and/or certain types of anaerobic bacteria are suspected, Cubicin should be
co-administered with appropriate antibacterial agent(s).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

Clinical studies in patients employed infusion of daptomycin over at least 30 minutes. There is no
clinical experience in patients with the administration of daptomycin as an injection over 2 minutes.
This mode of administration was only studied in healthy subjects. However, when compared with the

same doses given as intravenous infusions over 30 minutes there were no clinically important
differences in the pharmacokinetics and safety profile of daptomycin (see sections 4.8 and 5.2).
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Posology

Adults

- ¢SSTI without concurrent SAB: Cubicin 4 mg/kg is administered once every 24 hours for
7-14 days or until the infection is resolved (see section 5.1).

- ¢SSTI with concurrent SAB: Cubicin 6 mg/kg is administered once every 24 hours. See below
for dose adjustments in patients with renal impairment. The duration of therapy may need to be
longer than 14 days in accordance with the perceived risk of complications in the individual
patient.

- Known or suspected RIE due to Staphylococcus aureus: Cubicin 6 mg/kg is administered once
every 24 hours. See below for dose adjustments in patients with renal impairment. The duration
of therapy should be in accordance with available official recommendations.

Cubicin is administered intravenously in 0.9 % sodium chloride (see section 6.6). Cubicin should not
be used more frequently than once a day.

Creatine phosphokinase (CPK) levels must be measured at baseline and at regular intervals (at least
weekly) during treatment (see section 4.4).

Renal impairment
Daptomycin is eliminated primarily by the kidney.

Due to limited clinical experience (see table and footnotes below) Cubicin should only be used in
adult patients with any degree of renal impairment (CrCIl < 80 ml/min) when it is considered that the
expected clinical benefit outweighs the potential risk. The response to treatment, renal function and
creatine phosphokinase (CPK) levels should be closely monitored in all patients with any degree of
renal impairment (see sections 4.4 and 5.2). The dosage regimen for Cubicin in paediatric patients
with renal impairment has not been established.

Dose adjustments in adult patients with renal impairment by indication and creatinine clearance

Indication for use Creatinine clearance Dose recommendation Comments
¢SSTI without SAB
> 30 ml/min 4 mg/kg once daily See section 5.1
<30 ml/min 4 mg/kg every 48 hours (1,2)
RIE or cSSTI
associated with > 30 ml/min 6 mg/kg once daily See section 5.1
SAB
< 30 ml/min 6 mg/kg every 48 hours (1,2)

¢SSTI = complicated skin and soft-tissue infections; SAB = S. aureus bacteraemia

(1) The safety and efficacy of the dose interval adjustment have not been evaluated in controlled
clinical trials and the recommendation is based on pharmacokinetic studies and modelling results (see
sections 4.4 and 5.2).

(2) The same dose adjustments, which are based on pharmacokinetic data in volunteers including PK
modelling results, are recommended for adult patients on haemodialysis (HD) or continuous
ambulatory peritoneal dialysis (CAPD). Whenever possible, Cubicin should be administered
following the completion of dialysis on dialysis days (see section 5.2).

Hepatic impairment
No dose adjustment is necessary when administering Cubicin to patients with mild or moderate
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hepatic impairment (Child-Pugh Class B) (see section 5.2). No data are available in patients with
severe hepatic impairment (Child-Pugh Class C). Therefore caution should be exercised if Cubicin is
given to such patients.

Elderly patients
The recommended doses should be used in elderly patients except those with severe renal impairment
(see above and section 4.4).

Paediatric population (I to 17 years of age)
The recommended dosage regimens for paediatric patients based on age and indication are shown

below.
Indication
Age Group ¢SSTI without SAB ¢SSTI associated with SAB
. Duration of . Duration of
Dosage Regimen Therapy Dosage Regimen Therapy
121017 5 mg/kg once every 7 mg/kg once every
cars 24 hours infused over 24 hours infused over
4 30 minutes 30 minutes
7t011 7 mg/kg once every 9 mg/kg once every
cars 24 hours infused over 24 hours infused over
y 30 minutes 30 minutes
Up to 14 days @8
9 mg/kg once every 12 mg/kg once every
2 to 6 years | 24 hours infused over 24 hours infused over
60 minutes 60 minutes
Lto<2 10 mg/kg once every 12 mg/kg once every
cars 24 hours infused over 24 hours infused over
y 60 minutes 60 minutes
¢SSTI = complicated skin and soft-tissue infections; SAB = S. aureus bacteraemia;
(1) Minimum duration of Cubicin for paediatric SAB should be in accordance with the perceived risk
of complications in the individual patient. The duration of Cubicin may need to be longer than
14 days in accordance with the perceived risk of complications in the individual patient. In the
paediatric SAB study, the mean duration of IV Cubicin was 12 days, with a range of 1 to 44 days. The
duration of therapy should be in accordance with available official recommendations.

Cubicin is administered intravenously in 0.9 % sodium chloride (see section 6.6). Cubicin should not
be used more frequently than once a day.

Creatine phosphokinase (CPK) levels must be measured at baseline and at regular intervals (at least
weekly) during treatment (see section 4.4).

Paediatric patients below the age of one year should not be given Cubicin due to the risk of potential
effects on muscular, neuromuscular and/or nervous systems (either peripheral and/or central) that
were observed in neonatal dogs (see section 5.3).

Method of administration

In adults, Cubicin is given by intravenous infusion (see section 6.6) and administered over a
30-minute period or by intravenous injection (see section 6.6) and administered over a 2-minute
period.

In paediatric patients aged 7 to 17 years, Cubicin is given by intravenous infusion over a 30-minute
period (see section 6.6). In paediatric patients aged 1 to 6 years, Cubicin is given by intravenous
infusion over a 60-minute period (see section 6.6).

07YSSM 4



For instructions on reconstitution and dilution of the medicinal product before administration, see
section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

General

If a focus of infection other than ¢SSTI or RIE is identified after initiation of Cubicin therapy
consideration should be given to instituting alternative antibacterial therapy that has been
demonstrated to be efficacious in the treatment of the specific type of infection(s) present.
Anaphylaxis/hypersensitivity reactions

Anaphylaxis/hypersensitivity reactions have been reported with Cubicin. If an allergic reaction to
Cubicin occurs, discontinue use and institute appropriate therapy.

Pneumonia
It has been demonstrated in clinical studies that Cubicin is not effective in the treatment of
pneumonia. Cubicin is therefore not indicated for the treatment of pneumonia.

RIE due to Staphylococcus aureus

Clinical data on the use of Cubicin to treat RIE due to Staphylococcus aureus are limited to 19 adult
patients (see “Clinical efficacy in adults” in section 5.1). The safety and efficacy of Cubicin in
children and adolescents aged below 18 years with right-sided infective endocarditis (RIE) due to
Staphylococcus aureus have not been established.

The efficacy of Cubicin in patients with prosthetic valve infections or with left-sided infective
endocarditis due to Staphylococcus aureus has not been demonstrated.

Deep-seated infections
Patients with deep-seated infections should receive any required surgical interventions (e.g.
debridement, removal of prosthetic devices, valve replacement surgery) without delay.

Enterococcal infections

There is insufficient evidence to be able to draw any conclusions regarding the possible clinical
efficacy of Cubicin against infections due to enterococci, including Enterococcus faecalis and
Enterococcus faecium. In addition, dose regimens of daptomycin that might be appropriate for the
treatment of enterococcal infections, with or without bacteraemia, have not been identified. Failures
with daptomycin in the treatment of enterococcal infections that were mostly accompanied by
bacteraemia have been reported. In some instances treatment failure has been associated with the
selection of organisms with reduced susceptibility or frank resistance to daptomycin (see section 5.1).

Non-susceptible micro-organisms
The use of antibacterials may promote the overgrowth of non-susceptible micro-organisms. If
superinfection occurs during therapy, appropriate measures should be taken.

Clostridioides difficile-associated diarrhoea

Clostridioides difficile-associated diarrhoea (CDAD) has been reported with Cubicin (see
section 4.8). If CDAD is suspected or confirmed, Cubicin may need to be discontinued and
appropriate treatment instituted as clinically indicated.

Drug/laboratory test interactions

False prolongation of prothrombin time (PT) and elevation of international normalised ratio (INR)
have been observed when certain recombinant thromboplastin reagents are utilised for the assay (see
section 4.5).
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Creatine phosphokinase and myopathy

Increases in plasma creatine phosphokinase (CPK; MM isoenzyme) levels associated with muscular

pains and/or weakness and cases of myositis, myoglobinaemia and rhabdomyolysis have been

reported during therapy with Cubicin (see sections 4.5, 4.8 and 5.3). In clinical studies, marked
increases in plasma CPK to > 5x Upper Limit of Normal (ULN) without muscle symptoms occurred
more commonly in Cubicin-treated patients (1.9 %) than in those that received comparators (0.5 %).

Therefore, it is recommended that:

. Plasma CPK should be measured at baseline and at regular intervals (at least once weekly)
during therapy in all patients.

. CPK should be measured more frequently (e.g. every 2-3 days at least during the first two
weeks of treatment) in patients who are at higher risk of developing myopathy. For example,
patients with any degree of renal impairment (creatinine clearance < 80 ml/min; see
section 4.2), including those on haemodialysis or CAPD, and patients taking other medicinal
products known to be associated with myopathy (e.g. HMG-CoA reductase inhibitors, fibrates
and ciclosporin).

. It cannot be ruled out that those patients with CPK greater than 5 times upper limit of normal at
baseline may be at increased risk of further increases during daptomycin therapy. This should
be taken into account when initiating daptomycin therapy and, if daptomycin is given, these
patients should be monitored more frequently than once weekly.

. Cubicin should not be administered to patients who are taking other medicinal products
associated with myopathy unless it is considered that the benefit to the patient outweighs the
risk.

. Patients should be reviewed regularly while on therapy for any signs or symptoms that might
represent myopathy.

. Any patient that develops unexplained muscle pain, tenderness, weakness or cramps should

have CPK levels monitored every 2 days. Cubicin should be discontinued in the presence of
unexplained muscle symptoms if the CPK level reaches greater than 5 times upper limit of
normal.

Peripheral neuropathy

Patients who develop signs or symptoms that might represent a peripheral neuropathy during therapy
with Cubicin should be investigated and consideration should be given to discontinuation of
daptomycin (see sections 4.8 and 5.3).

Paediatric population

Paediatric patients below the age of one year should not be given Cubicin due to the risk of potential
effects on muscular, neuromuscular, and/or nervous systems (either peripheral and/or central) that
were observed in neonatal dogs (see section 5.3).

Eosinophilic pneumonia

Eosinophilic pneumonia has been reported in patients receiving Cubicin (see section 4.8). In most
reported cases associated with Cubicin, patients developed fever, dyspnoea with hypoxic respiratory
insufficiency, and diffuse pulmonary infiltrates or organising pneumonia. The majority of cases
occurred after more than 2 weeks of treatment with Cubicin and improved when Cubicin was
discontinued and steroid therapy was initiated. Recurrence of eosinophilic pneumonia upon re-
exposure has been reported. Patients who develop these signs and symptoms while receiving Cubicin
should undergo prompt medical evaluation, including, if appropriate, bronchoalveolar lavage, to
exclude other causes (e.g. bacterial infection, fungal infection, parasites, other medicinal products).
Cubicin should be discontinued immediately and treatment with systemic steroids should be initiated
when appropriate.

Severe cutaneous adverse reactions
Severe cutaneous adverse reactions (SCARs) including drug reaction with eosinophilia and systemic
symptoms (DRESS) and vesiculobullous rash with or without mucous membrane involvement
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(Stevens-Johnson Syndrome (SJS) or Toxic Epidermal Necrolysis (TEN)), which could be
life-threatening or fatal, have been reported with daptomycin (see section 4.8). At the time of
prescription, patients should be advised of the signs and symptoms of severe skin reactions, and be
closely monitored. If signs and symptoms suggestive of these reactions appear, Cubicin should be
discontinued immediately and an alternative treatment should be considered. If the patient has
developed a severe cutaneous adverse reaction with the use of daptomycin, treatment with daptomycin
must not be restarted in this patient at any time.

Tubulointerstitial nephritis

Tubulointerstitial nephritis (TIN) has been reported in post-marketing experience with daptomycin.
Patients who develop fever, rash, eosinophilia and/or new or worsening renal impairment while
receiving Cubicin should undergo medical evaluation. If TIN is suspected, Cubicin should be
discontinued promptly and appropriate therapy and/or measures should be taken.

Renal impairment

Renal impairment has been reported during treatment with Cubicin. Severe renal impairment may in
itself also pre-dispose to elevations in daptomycin levels which may increase the risk of development
of myopathy (see above).

An adjustment of Cubicin dose interval is needed for adult patients whose creatinine clearance is

< 30 ml/min (see sections 4.2 and 5.2). The safety and efficacy of the dose interval adjustment have
not been evaluated in controlled clinical trials and the recommendation is mainly based on
pharmacokinetic modelling data. Cubicin should only be used in such patients when it is considered
that the expected clinical benefit outweighs the potential risk.

Caution is advised when administering Cubicin to patients who already have some degree of renal
impairment (creatinine clearance < 80 ml/min) before commencing therapy with Cubicin. Regular
monitoring of renal function is advised (see section 5.2).

In addition, regular monitoring of renal function is advised during concomitant administration of
potentially nephrotoxic agents, regardless of the patient’s pre-existing renal function (see section 4.5).

The dosage regimen for Cubicin in paediatric patients with renal impairment has not been established.

Obesity
In obese subjects with Body Mass Index (BMI) > 40 kg/m? but with creatinine clearance > 70 ml/min,

the AUCy- daptomycin was significantly increased (mean 42 % higher) compared with non-obese
matched controls. There is limited information on the safety and efficacy of daptomycin in the very
obese and so caution is recommended. However, there is currently no evidence that a dose reduction
is required (see section 5.2).

Sodium
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Daptomycin undergoes little to no Cytochrome P450 (CYP450)-mediated metabolism. It is unlikely
that daptomycin will inhibit or induce the metabolism of medicinal products metabolised by the P450
system.

Interaction studies for Cubicin were performed with aztreonam, tobramycin, warfarin and probenecid.
Daptomycin had no effect on the pharmacokinetics of warfarin or probenecid, nor did these medicinal
products alter the pharmacokinetics of daptomycin. The pharmacokinetics of daptomycin were not
significantly altered by aztreonam.
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Although small changes in the pharmacokinetics of daptomycin and tobramycin were observed during
co-administration by intravenous infusion over a 30-minute period using a Cubicin dose of 2 mg/kg,
the changes were not statistically significant. The interaction between daptomycin and tobramycin
with an approved dose of Cubicin is unknown. Caution is warranted when Cubicin is co-administered
with tobramycin.

Experience with the concomitant administration of Cubicin and warfarin is limited. Studies of
Cubicin with anticoagulants other than warfarin have not been conducted. Anticoagulant activity in
patients receiving Cubicin and warfarin should be monitored for the first several days after therapy
with Cubicin is initiated.

There is limited experience regarding concomitant administration of daptomycin with other medicinal
products that may trigger myopathy (e.g. HMG-CoA reductase inhibitors). However, some cases of
marked rises in CPK levels and cases of rhabdomyolysis occurred in adult patients taking one of these
medicinal products at the same time as Cubicin. It is recommended that other medicinal products
associated with myopathy should if possible be temporarily discontinued during treatment with
Cubicin unless the benefits of concomitant administration outweigh the risk. If co-administration
cannot be avoided, CPK levels should be measured more frequently than once weekly and patients
should be closely monitored for any signs or symptoms that might represent myopathy. See

sections 4.4, 4.8 and 5.3.

Daptomycin is primarily cleared by renal filtration and so plasma levels may be increased during
co-administration with medicinal products that reduce renal filtration (e.g. NSAIDs and COX-2
inhibitors). In addition, there is a potential for a pharmacodynamic interaction to occur during
co-administration due to additive renal effects. Therefore, caution is advised when daptomycin is
co-administered with any other medicinal product known to reduce renal filtration.

During post-marketing surveillance, cases of interference between daptomycin and particular reagents
used in some assays of prothrombin time/international normalised ratio (PT/INR) have been reported.
This interference led to a false prolongation of PT and elevation of INR. If unexplained abnormalities
of PT/INR are observed in patients taking daptomycin, consideration should be given to a possible in
vitro interaction with the laboratory test. The possibility of erroneous results may be minimised by
drawing samples for PT or INR testing near the time of trough plasma concentrations of daptomycin
(see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy
No clinical data on pregnancies are available for daptomycin. Animal studies do not indicate direct or

indirect harmful effects with respect to pregnancy, embryonal/foetal development, parturition or
postnatal development (see section 5.3).

Cubicin should not be used during pregnancy unless clearly necessary i.e., only if the expected benefit
outweighs the possible risk.

Breast-feeding
In a single human case study, Cubicin was intravenously administered daily for 28 days to a nursing

mother at a dose of 500 mg/day, and samples of the patient’s breast milk were collected over a
24-hour period on day 27. The highest measured concentration of daptomycin in the breast milk was
0.045 pg/ml, which is a low concentration. Therefore, until more experience is gained, breast-feeding
should be discontinued when Cubicin is administered to nursing women.

Fertility

No clinical data on fertility are available for daptomycin. Animal studies do not indicate direct or
indirect harmful effects with respect to fertility (see section 5.3).
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4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.

On the basis of reported adverse drug reactions, Cubicin is presumed to be unlikely to produce an
effect on the ability to drive or use machinery.

4.8 Undesirable effects

Summary of the safety profile

In clinical studies, 2,011 adult subjects received Cubicin. Within these trials, 1,221 subjects received
a daily dose of 4 mg/kg, of whom 1,108 were patients and 113 were healthy volunteers; 460 subjects
received a daily dose of 6 mg/kg, of whom 304 were patients and 156 were healthy volunteers. In
paediatric studies, 372 patients received Cubicin, of whom 61 received a single dose and 311 received
a therapeutic regimen for cSSTI or SAB (daily doses ranged from 4 mg/kg to 12 mg/kg). Adverse
reactions (i.e. considered by the investigator to be possibly, probably, or definitely related to the
medicinal product) were reported at similar frequencies for Cubicin and comparator regimens.

The most frequently reported adverse reactions (frequency common (= 1/100 to < 1/10)) are:
Fungal infections, urinary tract infection, candida infection, anaemia, anxiety, insomnia, dizziness,
headache, hypertension, hypotension, gastrointestinal and abdominal pain, nausea, vomiting,
constipation, diarrhoea, flatulence, bloating and distension, liver function tests abnormal (increased
alanine aminotransferase (ALT), aspartate aminotransferase (AST) or alkaline phosphatase (ALP)),
rash, pruritus, limb pain, serum creatine phosphokinase (CPK) increased, infusion site reactions,
pyrexia, asthenia.

Less frequently reported, but more serious, adverse reactions include hypersensitivity reactions,
eosinophilic pneumonia (occasionally presenting as organising pneumonia), drug reaction with
eosinophilia and systemic symptoms (DRESS), angioedema and rhabdomyolysis.

Tabulated list of adverse reactions

The following adverse reactions were reported during therapy and during follow-up with frequencies
corresponding to very common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to

< 1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000); not known (cannot be estimated from
the available data):

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 1 Adbverse reactions from clinical studies and post-marketing reports

System organ class Frequency Adverse reactions
Infections and infestations Common: Fungal infections, urinary tract infection, candida
infection
Uncommon:  Fungaemia

Not known*:  Clostridioides difficile-associated diarrhoea**

Blood and lymphatic system Common: Anaemia

disorders Uncommon:  Thrombocythaemia, eosinophilia, international
normalised ratio (INR) increased, leukocytosis

Rare: Prothrombin time (PT) prolonged

Not known*:  Thrombocytopaenia
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System organ class

Frequency

Adverse reactions

Immune system disorders

Not known*:

Hypersensitivity**, manifested by isolated
spontaneous reports including, but not limited to
angioedema, pulmonary eosinophilia, sensation of
oropharyngeal swelling, anaphylaxis**, infusion
reactions including the following symptoms:
tachycardia, wheezing, pyrexia, rigors, systemic
flushing, vertigo, syncope and metallic taste

Metabolism and nutrition Uncommon:  Decreased appetite, hyperglycaemia, electrolyte
disorders imbalance
Psychiatric disorders Common: Anxiety, insomnia
Nervous system disorders Common: Dizziness, headache
Uncommon:  Paraesthesia, taste disorder, tremor, eye irritation
Not known*:  Peripheral neuropathy**
Ear and labyrinth disorders Uncommon:  Vertigo
Cardiac disorders Uncommon:  Supraventricular tachycardia, extrasystole
Vascular disorders Common: Hypertension, hypotension
Uncommon:  Flushes

Respiratory, thoracic and
mediastinal disorders

Not known*:

Eosinophilic pneumonia'**, cough

Not known*:

Gastrointestinal disorders Common. Gastrointestinal and abdominal pain, nausea,
vomiting, constipation, diarrhoea, flatulence,
bloating and distension

Uncommon:  Dyspepsia, glossitis

Hepatobiliary disorders Common: Liver function tests abnormal?® (increased alanine
aminotransferase (ALT), aspartate aminotransferase
(AST) or alkaline phosphatase (ALP))

Rare: Jaundice

Skin and subcutaneous tissue ~ Common: Rash, pruritus

disorders Uncommon:  Urticaria

Acute generalised exanthematous pustulosis
(AGEP), drug reaction with eosinophilia and
systemic symptoms (DRESS)**, vesiculobullous
rash with or without mucous membrane involvement
(SJS or TEN)**

Musculoskeletal and
connective tissue disorders

Common:

Uncommon:

Not known*:

Limb pain, serum creatine phosphokinase (CPK)?
increased

Myositis, increased myoglobin, muscular weakness,
muscle pain, arthralgia, serum lactate dehydrogenase
(LDH) increased, muscle cramps

Rhabdomyolysis® **

Renal and urinary disorders

Uncommon:

Not known*:

Renal impairment, including renal failure and renal
insufficiency, serum creatinine increased
Tubulointerstitial nephritis (TIN)**

Reproductive system and Uncommon:  Vaginitis

breast disorders

General disorders and Common: Infusion site reactions, pyrexia, asthenia
administration site conditions = Uncommon:  Fatigue, pain

* Based on post-marketing reports. Since these reactions are reported voluntarily from a

population of uncertain size, it is not possible to reliably estimate their frequency which is
therefore categorised as not known.

** See section 4.4.

While the exact incidence of eosinophilic pneumonia associated with daptomycin is unknown,

to date the reporting rate of spontaneous reports is very low (< 1/10,000).
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In some cases of myopathy involving raised CPK and muscle symptoms, the patients also
presented with elevated transaminases. These transaminase increases were likely to be related
to the skeletal muscle effects. The majority of transaminase elevations were of Grade 1-3
toxicity and resolved upon discontinuation of treatment.

When clinical information on the patients was available to make a judgement, approximately
50 % of the cases occurred in patients with pre-existing renal impairment, or in those receiving
concomitant medicinal products known to cause rhabdomyolysis.

The safety data for the administration of daptomycin via 2-minute intravenous injection are derived
from two pharmacokinetic studies in healthy adult volunteers. Based on these study results, both
methods of daptomycin administration, the 2-minute intravenous injection and the 30-minute
intravenous infusion, had a similar safety and tolerability profile. There was no relevant difference in
local tolerability or in the nature and frequency of adverse reactions.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In the event of overdose, supportive care is advised. Daptomycin is slowly cleared from the body by
haemodialysis (approximately 15 % of the administered dose is removed over 4 hours) or by
peritoneal dialysis (approximately 11 % of the administered dose is removed over 48 hours).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, Other antibacterials, ATC code:
JO1XX09

Mechanism of action
Daptomycin is a cyclic lipopeptide natural product that is active against Gram positive bacteria only.

The mechanism of action involves binding (in the presence of calcium ions) to bacterial membranes
of both growing and stationary phase cells causing depolarisation and leading to a rapid inhibition of
protein, DNA, and RNA synthesis. This results in bacterial cell death with negligible cell lysis.

PK/PD relationship

Daptomycin exhibits rapid, concentration dependent bactericidal activity against Gram positive
organisms in vitro and in in vivo animal models. In animal models AUC/MIC and Cpax/MIC correlate
with efficacy and predicted bacterial kill in vivo at single doses equivalent to human adult doses of

4 mg/kg and 6 mg/kg once daily.

Mechanisms of resistance

Strains with decreased susceptibility to daptomycin have been reported especially during the
treatment of patients with difficult-to-treat infections and/or following administration for prolonged
periods. In particular, there have been reports of treatment failures in patients infected with
Staphylococcus aureus, Enterococcus faecalis or Enterococcus faecium, including bacteraemic
patients, that have been associated with the selection of organisms with reduced susceptibility or frank
resistance to daptomycin during therapy.

The mechanism(s) of daptomycin resistance is (are) not fully understood.
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Breakpoints
Minimum inhibitory concentration (MIC) breakpoint established by the European Committee on

Antimicrobial Susceptibility Testing (EUCAST) for Staphylococci and Streptococci (except S.
pneumoniae) are Susceptible < 1 mg/l and Resistant > 1 mg/1.

Susceptibility

The prevalence of resistance may vary geographically and over time for selected species and local
information on resistance is desirable, particularly when treating severe infections. As necessary,
expert advice should be sought when the local prevalence of resistance is such that the utility of the
agent in at least some types of infections is questionable.

Commonly Susceptible Species

Staphylococcus aureus *

Staphylococcus haemolyticus

Coagulase negative staphylococci

Streptococcus agalactiae™

Streptococcus dysgalactiae subsp equisimilis™

Streptococcus pyogenes™

Group G streptococci

Clostridium perfringens

Peptostreptococcus spp

Inherently resistant organisms

Gram negative organisms

* denotes species against which it is considered that activity has been satisfactorily demonstrated in
clinical studies.

Clinical efficacy in adults

In two adult clinical trials in complicated skin and soft tissues infections, 36 % of patients treated with
Cubicin met the criteria for systemic inflammatory response syndrome (SIRS). The most common
type of infection treated was wound infection (38 % of patients), while 21 % had major abscesses.
These limitations of the patients population treated should be taken into account when deciding to use
Cubicin.

In a randomised controlled open-label study in 235 adult patients with Staphylococcus aureus
bacteraemia (i.e. at least one positive blood culture of Staphylococcus aureus prior to receiving the
first dose) 19 of 120 patients treated with Cubicin met the criteria for RIE. Of these 19 patients 11
were infected with methicillin-susceptible and 8 with methicillin-resistant Staphylococcus aureus.
The success rates in RIE patients are shown in the table below.

. . Differences in
Population Daptomycin Comparator Success
n/N (%) n/N (%) Rates (95 % CI)
ITT (intention to treat) Population
RIE 8/19 (42.1 %) 7/16 (43.8 %) -1.6 % (-34.6, 31.3)
PP (per protocol) Population
RIE 6/12 (50.0 %) 4/8 (50.0 %) 0.0 % (-44.7, 44.7)

Failure of treatment due to persisting or relapsing Staphylococcus aureus infections was observed in
19/120 (15.8 %) patients treated with Cubicin, 9/53 (16.7 %) patients treated with vancomycin and
2/62 (3.2 %) patients treated with an anti-staphylococcal semi-synthetic penicillin. Among these
failures six patients treated with Cubicin and one patient treated with vancomycin were infected with
Staphylococcus aureus that developed increasing MICs of daptomycin on or following therapy (see
“Mechanisms of resistance” above). Most patients who failed due to persisting or relapsing
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Staphylococcus aureus infection had deep-seated infection and did not receive necessary surgical
intervention.

Clinical efficacy in paediatric patients

The safety and efficacy of daptomycin was evaluated in paediatric patients aged 1 to 17 years (Study

DAP-PEDS-07-03) with ¢cSSTI caused by Gram positive pathogens. Patients were enrolled in a

stepwise approach into well-defined age groups and given age-dependent doses once daily for up to

14 days, as follows:

. Age group 1 (n=113): 12 to 17 years treated with daptomycin dosed at 5 mg/kg or standard-of-
care comparator (SOC);

. Age group 2 (n=113): 7 to 11 years treated with daptomycin dosed at 7 mg/kg or SOC;

. Age group 3 (n=125): 2 to 6 years treated with daptomycin dosed at 9 mg/kg or SOC;

. Age group 4 (n=45): 1 to < 2 years treated with daptomycin dosed at 10 mg/kg or SOC.

The primary objective of Study DAP-PEDS-07-03 was to assess the safety of treatment. Secondary
objectives included an assessment of efficacy of age-dependent doses of intravenous daptomycin in
comparison with standard-of-care therapy. The key efficacy endpoint was the sponsor-defined clinical
outcome at test-of-cure (TOC), which was defined by a blinded medical director. A total of

389 subjects were treated in the study, including 256 subjects who received daptomycin and

133 subjects who received standard-of-care. In all populations the clinical success rates were
comparable between the daptomycin and SOC treatment arms, supporting the primary efficacy
analysis in the ITT population.

Summary of sponsor-defined clinical outcome at TOC:

Clinical Success in Paediatric ¢SSTI

Daptomycin Comparator
n/N (%) n/N (%) % difference
Intent-to-treat 227/257 (88.3 %) 114/132 (86.4 %) 2.0
Modified intent-to-treat 186/210 (88.6 %) 92/105 (87.6 %) 0.9
Clinically evaluable 204/207 (98.6 %) 99/99 (100 %) -1.5
Microbiologically evaluable (ME) 164/167 (98.2 %) 78/78 (100 %) -1.8

The overall therapeutic response rate also was similar for the daptomycin and SOC treatment arms for
infections caused by MRSA, MSSA and Streptococcus pyogenes (see table below; ME population);
response rates were > 94 % for both treatment arms across these common pathogens.

Summary of overall therapeutic response by type of baseline pathogen (ME population):

Overall Success® rate in Paediatric ¢SSTI

Pathogen n/N (%)
Daptomycin Comparator
Methicillin-susceptible Staphylococcus aureus o 0
(MSSA) 68/69 (99 %) 28/29 (97 %)
Methicillin-resistant Staphylococcus aureus (MRSA) 63/66 (96 %) 34/34 (100 %)
Streptococcus pyogenes 17/18 (94 %) 5/5 (100 %)

2 Subjects achieving clinical success (Clinical Response of “Cure” or “Improved”) and
microbiological success (pathogen—level response of “Eradicated” or “Presumed Eradicated”) are
classified as overall therapeutic success.
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The safety and efficacy of daptomycin was evaluated in paediatric patients aged 1 to 17 years (Study
DAP-PEDBAC-11-02) with bacteraemia caused by Staphylococcus aureus. Patients were randomised
in a 2:1 ratio into the following age groups and given age-dependent doses once daily for up to

42 days, as follows:

. Age group 1 (n=21): 12 to 17 years treated with daptomycin dosed at 7 mg/kg or SOC
comparator;

. Age group 2 (n=28): 7 to 11 years treated with daptomycin dosed at 9 mg/kg or SOC;

. Age group 3 (n=32): 1 to 6 years treated with daptomycin dosed at 12 mg/kg or SOC;

The primary objective of Study DAP-PEDBAC-11-02 was to assess the safety of intravenous
daptomycin versus SOC antibiotics. Secondary objectives included: Clinical outcome based on the
blinded Evaluator’s assessment of clinical response (success [cure, improved], failure, or non-
evaluable) at the TOC Visit; and Microbiological response (success, failure, or non-evaluable) based
on evaluation of Baseline infecting pathogen at TOC.

A total of 81 subjects were treated in the study, including 55 subjects who received daptomycin and
26 subjects who received standard-of-care. No patients 1 to <2 years of age were enrolled in the study.
In all populations the clinical success rates were comparable in the daptomycin versus the SOC
treatment arm.

Summary of Blinded Evaluator defined clinical outcome at TOC:

Clinical Success in Paediatric SAB

Daptomycin Comparator
n/N (%) n/N (%) % difference
Modified intent-to-treat (MITT) 46/52 (88.5 %) 19/24 (79.2 %) 93 %
Microbiologically modified
intent-to-treat (mMITT) 45/51 (88.2 %) 17/22 (77.3 %) 11.0 %
Clinically evaluable (CE) 36/40 (90.0 %) 9/12 (75.0 %) 15.0 %

The microbiological outcome at TOC for the daptomycin and SOC treatment arms for infections
caused by MRSA and MSSA are presented in the table below (mMITT population).

Microbiological Success rate in
Pathogen Paediatric SAB
n/N (%)
Daptomycin Comparator
Methicillin-susceptible Staphylococcus aureus 43144 (977 %) 19/19 (100.0 %)
(MSSA)
Methicillin-resistant Staphylococcus aureus (MRSA) 6/7 (85.7 %) 3/3 (100.0 %)

5.2 Pharmacokinetic properties

Daptomycin pharmacokinetics are generally linear and time-independent at doses of 4 to 12 mg/kg
administered as a single daily dose by 30-minute intravenous infusion for up to 14 days in healthy
adult volunteers. Steady-state concentrations are achieved by the third daily dose.

Daptomycin administered as a 2-minute intravenous injection also exhibited dose proportional
pharmacokinetics in the approved therapeutic dose range of 4 to 6 mg/kg. Comparable exposure
(AUC and Cnax) was demonstrated in healthy adult subjects following administration of daptomycin

as a 30-minute intravenous infusion or as a 2-minute intravenous injection.

Animal studies showed that daptomycin is not absorbed to any significant extent after oral
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administration.

Distribution

The volume of distribution at steady state of daptomycin in healthy adult subjects was approximately
0.1 I/kg and was independent of dose. Tissue distribution studies in rats showed that daptomycin
appears to only minimally penetrate the blood-brain barrier and the placental barrier following single
and multiple doses.

Daptomycin is reversibly bound to human plasma proteins in a concentration independent manner. In
healthy adult volunteers and adult patients treated with daptomycin, protein binding averaged about
90 % including subjects with renal impairment.

Biotransformation

In in vitro studies, daptomycin was not metabolised by human liver microsomes. /n vitro studies with
human hepatocytes indicate that daptomycin does not inhibit or induce the activities of the following
human cytochrome P450 isoforms: 1A2, 2A6, 2C9, 2C19, 2D6, 2E1 and 3A4. It is unlikely that
daptomycin will inhibit or induce the metabolism of medicinal products metabolised by the P450
system.

After infusion of 14C-daptomycin in healthy adults, the plasma radioactivity was similar to the
concentration determined by microbiological assay. Inactive metabolites were detected in urine, as
determined by the difference in total radioactive concentrations and microbiologically active
concentrations. In a separate study, no metabolites were observed in plasma, and minor amounts of
three oxidative metabolites and one unidentified compound were detected in urine. The site of
metabolism has not been identified.

Elimination

Daptomycin is excreted primarily by the kidneys. Concomitant administration of probenecid and
daptomycin has no effect on daptomycin pharmacokinetics in humans suggesting minimal to no active
tubular secretion of daptomycin.

Following intravenous administration, plasma clearance of daptomycin is approximately 7 to
9 ml/hr/kg and its renal clearance is 4 to 7 ml/hr/kg.

In a mass balance study using radiolabelled material, 78 % of the administered dose was recovered
from the urine based on total radioactivity, whilst urinary recovery of unchanged daptomycin was

approximately 50 % of the dose. About 5 % of the administered radiolabel was excreted in the faeces.

Special populations

Elderly

Following administration of a single 4 mg/kg intravenous dose of Cubicin over a 30-minute period,
the mean total clearance of daptomycin was approximately 35 % lower and the mean AUCy... was
approximately 58 % higher in elderly subjects (> 75 years of age) compared with those in healthy
young subjects (18 to 30 years of age). There were no differences in Cax. The differences noted are
most likely due to the normal reduction in renal function observed in the geriatric population.

No dose adjustment is necessary based on age alone. However, renal function should be assessed and
the dose should be reduced if there is evidence of severe renal impairment.

Children and adolescents (1 to 17 years of age)

The pharmacokinetics of daptomycin in paediatric subjects was evaluated in 3 single-dose
pharmacokinetic studies. After a single 4 mg/kg dose of Cubicin, total clearance normalised by weight
and elimination half-life of daptomycin in adolescents (12-17 years of age) with Gram-positive
infection were similar to adults. After a single 4 mg/kg dose of Cubicin, total clearance of daptomycin
in children 7-11 years of age with Gram-positive infection was higher than in adolescents, whereas
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elimination half-life was shorter. After a single 4, 8, or 10 mg/kg dose of Cubicin, total clearance and
elimination half-life of daptomycin in children 2-6 years of age were similar at different doses; total
clearance was higher and elimination half-life was shorter than in adolescents. After a single 6 mg/kg
dose of Cubicin, the clearance and elimination half-life of daptomycin in children 13-24 months of
age were similar to children 2-6 years of age who received a single 4-10 mg/kg dose. The results of
these studies show that exposures (AUC) in paediatric patients across all doses are generally lower
than those in adults at comparable doses.

Paediatric patients with cSSTI

A Phase 4 study (DAP-PEDS-07-03) was conducted to assess safety, efficacy, and pharmacokinetics
of daptomycin in paediatric patients (1 to 17 years old, inclusive) with cSSTI caused by Gram-
positive pathogens. Daptomycin pharmacokinetics in patients in this study are summarised in Table 2.
Following administration of multiple doses, daptomycin exposure was similar across different age
groups after dose adjustment based on body weight and age. Plasma exposures achieved with these
doses were consistent with those achieved in the adult cSSTI study (following 4 mg/kg once daily in

adults).
Table 2 Mean (Standard Deviation) of Daptomycin Pharmacokinetics in Paediatric ¢SSTI
Patients (1 to 17 Years of Age) in Study DAP-PEDS-07-03
AgeRange | 1217 years (N=6) | 7-11 years (N=2)" | 2-6 years(N=7) | t?Niz_,)g)eer
Dose 5 mg/kg 7 mg/kg 9 mg/kg 10 mg/kg
Infusion Time 30 minutes 30 minutes 60 minutes 60 minutes
AUCO0-24hr
(ngxhr/ml) 387 (81) 438 439 (102) 466
Cinax (ug/ml) 62.4(10.4) 64.9,74.4 81.9 (21.6) 79.2
Apparent ti,2 (hr) 53 (1.6) 4.6 3.8(0.3) 5.04
CL/wt (ml/hr/kg) 13.3 (2.9) 16.0 21.4 (5.0 21.5

Pharmacokinetic parameter values estimated by noncompartmental analysis

Individual values reported as only two patients in this age group provided pharmacokinetic samples to enable
pharmacokinetic analysis; AUC, apparent t12 and CL/wt could be determined for only one of the two patients
"Pharmacokinetic analysis conducted on the pooled pharmacokinetic profile with mean concentrations across subjects at each

time point

Paediatric patients with SAB
A Phase 4 study (DAP-PEDBAC-11-02) was conducted to assess safety, efficacy, and
pharmacokinetics of daptomycin in paediatric patients (1 to 17 years old, inclusive) with SAB.
Daptomycin pharmacokinetics inpatients in this study are summarised in Table 3. Following
administration of multiple doses, daptomycin exposure was similar across different age groups after
dose adjustment based on body weight and age. Plasma exposures achieved with these doses were
consistent with those achieved in the adult SAB study (following 6 mg/kg once daily in adults).

Table 3

Patients (1 to 17 Years of Age) in Study DAP-PEDBAC-11-02

Mean (Standard Deviation) of Daptomycin Pharmacokinetics in Paediatric SAB

Age Range 12-17 years (N=13) 7-11 years (N=19) 1 to 6 years (N=19)*
Dose 7 mg/kg 9 mg/kg 12 mg/kg
Infusion Time 30 minutes 30 minutes 60 minutes
AUCO0-24hr
(ngxhi/ml) 656 (334) 579 (116) 620 (109)
Crnax (ug/ml) 104 (35.5) 104 (14.5) 106 (12.8)
Apparent ti/ (hr) 7.5(2.3) 6.0 (0.8) 5.1(0.6)
CL/wt (ml/hr/kg) 12.4 (3.9) 15.9 (2.8) 19.9 (3.4)

Pharmacokinetic parameter values estimated using a model-based approach with sparsely collected pharmacokinetic samples

from individual patients in the study.

*Mean (Standard Deviation) calculated for patients 2 to 6 years of age, since no patients 1 to <2 years of age were enrolled in
the study. Simulation using a population pharmacokinetic model demonstrated that the AUCss (area under the concentration-
time curve at steady state) of daptomycin in paediatric patients 1 to <2 years of age receiving 12 mg/kg once daily would be
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comparable to that in adult patients receiving 6 mg/kg once daily.

Obesity

Relative to non-obese subjects daptomycin systemic exposure measured by AUC was about 28 %
higher in moderately obese subjects (Body Mass Index of 25-40 kg/m?) and 42 % higher in extremely
obese subjects (Body Mass Index of > 40 kg/m?). However, no dose adjustment is considered to be
necessary based on obesity alone.

Gender
No clinically significant gender-related differences in daptomycin pharmacokinetics have been
observed.

Race
No clinically significant differences in daptomycin pharmacokinetics have been observed in Black or
Japanese subjects relative to Caucasian subjects.

Renal impairment

Following administration of a single 4 mg/kg or 6 mg/kg intravenous dose of daptomycin over a
30-minute period to adult subjects with various degrees of renal impairment, total daptomycin
clearance (CL) decreased and systemic exposure (AUC) increased as renal function (creatinine
clearance) decreased.

Based on pharmacokinetic data and modelling, the daptomycin AUC during the first day after
administration of a 6 mg/kg dose to adult patients on HD or CAPD was 2-fold higher than that
observed in adult patients with normal renal function who received the same dose. On the second day
after administration of a 6 mg/kg dose to HD and CAPD adult patients the daptomycin AUC was
approximately 1.3-fold higher than that observed after a second 6 mg/kg dose in adult patients with
normal renal function. On this basis, it is recommended that adult patients on HD or CAPD receive
daptomycin once every 48 hours at the dose recommended for the type of infection being treated (see
section 4.2).

The dosage regimen for Cubicin in paediatric patients with renal impairment has not been established.

Hepatic impairment

The pharmacokinetics of daptomycin is not altered in subjects with moderate hepatic impairment
(Child-Pugh B classification of hepatic impairment) compared with healthy volunteers matched for
gender, age and weight following a single 4 mg/kg dose. No dosage adjustment is necessary when
administering daptomycin in patients with moderate hepatic impairment. The pharmacokinetics of
daptomycin in patients with severe hepatic impairment (Child-Pugh C classification) have not been
evaluated.

5.3 Preclinical safety data

Daptomycin administration was associated with minimal to mild degenerative/regenerative changes in
skeletal muscle in the rat and dog. Microscopic changes in skeletal muscle were minimal
(approximately 0.05 % of myofibres affected) and at the higher doses were accompanied by
elevations in CPK. No fibrosis or rhabdomyolysis was observed. Depending on the study duration, all
muscle effects, including microscopic changes, were fully reversible within 1-3 months following
cessation of dosing. No functional or pathological changes in smooth or cardiac muscle were
observed.

The lowest observable effect level (LOEL) for myopathy in rats and dogs occurred at exposure levels
of 0.8 to 2.3-fold the human therapeutic levels at 6 mg/kg (30-minute intravenous infusion) for
patients with normal renal function. As the pharmacokinetics (see section 5.2) is comparable, the
safety margins for both methods of administration are very similar.
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A study in dogs demonstrated that skeletal myopathy was reduced upon once daily administration as
compared to fractionated dosing at same total daily dose, suggesting that myopathic effects in animals
were primarily related to time between doses.

Effects on peripheral nerves were observed at higher doses than those associated with skeletal muscle
effects in adult rats and dogs, and were primarily related to plasma Cmax. Peripheral nerve changes
were characterised by minimal to slight axonal degeneration and were frequently accompanied by
functional changes. Reversal of both the microscopic and functional effects was complete within

6 months post-dose. Safety margins for peripheral nerve effects in rats and dogs are 8- and 6-fold,
respectively, based on comparison of Cmax values at the No Observed Effect Level (NOEL) with the
Cnmax achieved on dosing with 30-minute intravenous infusion of 6 mg/kg once daily in patients with
normal renal function.

The findings of in vitro and some in vivo studies designed to investigate the mechanism of
daptomycin myotoxicity indicate that the plasma membrane of differentiated spontaneously
contracting muscle cells is the target of toxicity. The specific cell surface component directly targeted
has not been identified. Mitochondrial loss/damage was also observed; however the role and
significance of this finding in the overall pathology are unknown. This finding was not associated
with an effect on muscle contraction.

In contrast to adult dogs, juvenile dogs appeared to be more sensitive to peripheral nerve lesions as
compared to skeletal myopathy. Juvenile dogs developed peripheral and spinal nerve lesions at doses
lower than those associated with skeletal muscle toxicity.

In neonatal dogs, daptomycin caused marked clinical signs of twitching, muscle rigidity in the limbs,
and impaired use of limbs, which resulted in decreases in body weight and overall body condition at
doses > 50 mg/kg/day and necessitated early discontinuation of treatment in these dose groups. At
lower dose levels (25 mg/kg/day), mild and reversible clinical signs of twitching and one incidence of
muscle rigidity were observed without any effects on body weight. There was no histopathological
correlation in the peripheral and central nervous system tissue, or in the skeletal muscle, at any dose
level, and the mechanism and clinical relevance for the adverse clinical signs are therefore unknown.
Reproductive toxicity testing showed no evidence of effects on fertility, embryofoetal, or postnatal
development. However, daptomycin can cross the placenta in pregnant rats (see section 5.2).

Excretion of daptomycin into milk of lactating animals has not been studied.

Long-term carcinogenicity studies in rodents were not conducted. Daptomycin was not mutagenic or
clastogenic in a battery of in vivo and in vitro genotoxicity tests.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium hydroxide

6.2 Incompatibilities

Cubicin is not physically or chemically compatible with glucose-containing solutions. This medicinal
product must not be mixed with other medicinal products except those mentioned in section 6.6.

6.3  Shelf life
3 years

After reconstitution: Chemical and physical in-use stability of the reconstituted solution in the vial has
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been demonstrated for 12 hours at 25 °C and up to 48 hours at 2 °C — 8 °C. Chemical and physical
stability of the diluted solution in infusion bags is established as 12 hours at 25 °C or 24 hours at 2 °C
-8 °C.

For the 30-minute intravenous infusion, the combined storage time (reconstituted solution in vial and
diluted solution in infusion bag; see section 6.6) at 25 °C must not exceed 12 hours (or 24 at 2 °C —
8 °C).

For the 2-minute intravenous injection, the storage time of the reconstituted solution in the vial (see
section 6.6) at 25 °C must not exceed 12 hours (or 48 at 2 °C — 8 °C).

However, from a microbiological point of view the product should be used immediately. No
preservative or bacteriostatic agent is present in this product. If not used immediately, in-use storage
times are the responsibility of the user and would not normally be longer than 24 hours at 2 °C — 8 °C,
unless reconstitution/dilution has taken place in controlled and validated aseptic conditions.

6.4 Special precautions for storage

Store in a refrigerator (2 °C — 8 °C).

For storage conditions after reconstitution and after reconstitution and dilution of the medicinal
product see section 6.3.

6.5 Nature and contents of container

Cubicin 350 mg powder for solution for injection or infusion

Single use 10 ml type I clear glass vials with type I rubber stoppers and aluminium closures with
yellow plastic flip off caps.

Cubicin 500 mg powder for solution for injection or infusion
Single use 10 ml type I clear glass vials with type I rubber stoppers and aluminium closures with blue
plastic flip off caps.

Available in packs containing 1 vial or 5 vials. Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

In adults, daptomycin may be administered intravenously as an infusion over 30 minutes or as an
injection over 2 minutes. Daptomycin should not be administered as a 2-minute injection to paediatric
patients. Paediatric patients 7 to 17 years old should receive daptomycin infused over 30 minutes. In
paediatric patients under 7 years old receiving a 9-12 mg/kg dose, daptomycin should be administered
over 60 minutes (see sections 4.2 and 5.2). Preparation of the solution for infusion requires an
additional dilution step as detailed below.

Cubicin given as 30 or 60-minute intravenous infusion
A 50 mg/ml concentration of Cubicin 350 mg powder for infusion is obtained by reconstituting the
lyophilised product with 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

A 50 mg/ml concentration of Cubicin 500 mg powder for infusion is obtained by reconstituting the
lyophilised product with 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

The lyophilised product takes approximately 15 minutes to dissolve. The fully reconstituted product
will appear clear and may have a few small bubbles or foam around the edge of the vial.
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Cubicin 350 mg powder for solution for injection or infusion

To prepare Cubicin for intravenous infusion, please adhere to the following instructions:
Aseptic technique should be used throughout to reconstitute or dilute lyophilised Cubicin.
For Reconstitution:

1.

5.

The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller in diameter, or a needleless device,
then slowly inject through the centre of the rubber stopper into the vial pointing the needle
towards the wall of the vial.

The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

The reconstituted solution should be checked carefully to ensure that the product is in solution
and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

The reconstituted solution should then be diluted with sodium chloride 9 mg/ml (0.9 %)
(typical volume 50 ml).

For Dilution:

1.

|95)

Slowly remove the appropriate reconstituted liquid (50 mg daptomycin/ml) from the vial using
a new sterile needle that is 21 gauge or smaller in diameter by inverting the vial in order to
allow the solution to drain towards the stopper. Using a syringe, insert the needle into the
inverted vial. Keeping the vial inverted, position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove the required solution from the inverted vial.

Expel air, large bubbles, and any excess solution in order to obtain the required dose.
Transfer the required reconstituted dose into 50 ml sodium chloride 9 mg/ml (0.9 %).

The reconstituted and diluted solution should then be infused intravenously over 30 or

60 minutes as directed in section 4.2.

Cubicin 500 mg powder for solution for injection or infusion

To prepare Cubicin for intravenous infusion, please adhere to the following instructions:
Aseptic technique should be used throughout to reconstitute or dilute lyophilised Cubicin.
For Reconstitution:

1.
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The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller in diameter, or a needleless device,
then slowly inject through the centre of the rubber stopper into the vial pointing the needle
towards the wall of the vial.

The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

The reconstituted solution should be checked carefully to ensure that the product is in solution
and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

The reconstituted solution should then be diluted with sodium chloride 9 mg/ml (0.9 %)
(typical volume 50 ml).
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For Dilution:

1. Slowly remove the appropriate reconstituted liquid (50 mg daptomycin/ml) from the vial using
a new sterile needle that is 21 gauge or smaller in diameter by inverting the vial in order to
allow the solution to drain towards the stopper. Using a syringe, insert the needle into the
inverted vial. Keeping the vial inverted, position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove the required solution from the inverted vial.

2. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
3. Transfer the required reconstituted dose into 50 ml sodium chloride 9 mg/ml (0.9 %).
4, The reconstituted and diluted solution should then be infused intravenously over 30 or

60 minutes as directed in section 4.2.

The following have been shown to be compatible when added to Cubicin containing infusion
solutions: aztreonam, ceftazidime, ceftriaxone, gentamicin, fluconazole, levofloxacin, dopamine,
heparin and lidocaine.

Cubicin given as 2-minute intravenous injection (adult patients only)
Water should not be used for reconstitution of Cubicin for intravenous injection. Cubicin should only
be reconstituted with sodium chloride 9 mg/ml (0.9 %).

A 50 mg/ml concentration of Cubicin 350 mg powder for injection is obtained by reconstituting the
lyophilised product with 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

A 50 mg/ml concentration of Cubicin 500 mg powder for injection is obtained by reconstituting the
lyophilised product with 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

The lyophilised product takes approximately 15 minutes to dissolve. The fully reconstituted product
will appear clear and may have a few small bubbles or foam around the edge of the vial.

Cubicin 350 mg powder for solution for injection or infusion

To prepare Cubicin for intravenous injection, please adhere to the following instructions:

Aseptic technique should be used throughout to reconstitute lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller in diameter, or a needleless device,
then slowly inject through the centre of the rubber stopper into the vial pointing the needle
towards the wall of the vial.

2. The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

3. Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

4. The reconstituted solution should be checked carefully to ensure that the product is in solution

and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

5. Slowly remove the reconstituted liquid (50 mg daptomycin/ml) from the vial using a sterile
needle that is 21 gauge or smaller in diameter.
6. Invert the vial in order to allow the solution to drain towards the stopper. Using a new syringe,

insert the needle into the inverted vial. Keeping the vial inverted, position the needle tip at the
very bottom of the solution in the vial when drawing the solution into the syringe. Before
removing the needle from the vial, pull the plunger all the way back to the end of the syringe
barrel in order to remove all of the solution from the inverted vial.

7. Replace needle with a new needle for the intravenous injection.
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8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted solution should then be injected intravenously slowly over 2 minutes as
directed in section 4.2.

Cubicin 500 mg powder for solution for injection or infusion

To prepare Cubicin for intravenous injection, please adhere to the following instructions:

Aseptic technique should be used throughout to reconstitute lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller in diameter, or a needleless device,
then slowly inject through the centre of the rubber stopper into the vial pointing the needle
towards the wall of the vial.

2. The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

3. Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

4, The reconstituted solution should be checked carefully to ensure that the product is in solution

and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

5. Slowly remove the reconstituted liquid (50 mg daptomycin/ml) from the vial using a sterile
needle that is 21 gauge or smaller in diameter.
6. Invert the vial in order to allow the solution to drain towards the stopper. Using a new syringe,

insert the needle into the inverted vial. Keeping the vial inverted, position the needle tip at the
very bottom of the solution in the vial when drawing the solution into the syringe. Before
removing the needle from the vial, pull the plunger all the way back to the end of the syringe
barrel in order to remove all of the solution from the inverted vial.

7. Replace needle with a new needle for the intravenous injection.
8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted solution should then be injected intravenously slowly over 2 minutes as

directed in section 4.2.
Cubicin vials are for single-use only.

From a microbiological point of view, the product should be used immediately after reconstitution
(see section 6.3).

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

Cubicin 350 mg powder for solution for injection or infusion
EU/1/05/328/001
EU/1/05/328/003

07YSSM 22



Cubicin 500 mg powder for solution for injection or infusion
EU/1/05/328/002
EU/1/05/328/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19 January 2006
Date of latest renewal: 29 November 2010

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

FAREVA Mirabel

Route de Marsat

Riom

63963, Clermont-Ferrand Cedex 9
France

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURSs)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2. of the marketing
authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON FOR 1 VIAL
CARTON FOR 5 VIALS

1. NAME OF THE MEDICINAL PRODUCT

Cubicin 350 mg powder for solution for injection or infusion
daptomycin

’ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 350 mg daptomycin.
One ml provides 50 mg of daptomycin after reconstitution with 7 ml of sodium chloride 9 mg/ml
(0.9 %) solution.

‘ 3. LIST OF EXCIPIENTS

Excipient: Sodium hydroxide

4. PHARMACEUTICAL FORM AND CONTENTS

1 vial
5 vials

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use.
Read the package leaflet before use for directions on reconstitution.
When administration is by injection reconstitute with 0.9 % sodium chloride only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP
Read the leaflet for the shelf life of the reconstituted product
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C — 8 °C).

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Dispose of in accordance with local requirements

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/328/001 1 vial
EU/1/05/328/003 5 vials

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

17.  UNIQUE IDENTIFIER - 2D BARCODE

<2D barcode carrying the unique identifier included.>

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Cubicin 350 mg powder for solution for injection or infusion
daptomycin
v

2. METHOD OF ADMINISTRATION

When used by injection, reconstitute with 0.9 % sodium chloride only.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

350 mg

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON FOR 1 VIAL
CARTON FOR 5 VIALS

1. NAME OF THE MEDICINAL PRODUCT

Cubicin 500 mg powder for solution for injection or infusion
daptomycin

’ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 500 mg daptomycin.
One ml provides 50 mg of daptomycin after reconstitution with 10 ml of sodium chloride 9 mg/ml
(0.9 %) solution.

‘ 3. LIST OF EXCIPIENTS

Excipient: Sodium hydroxide

4. PHARMACEUTICAL FORM AND CONTENTS

1 vial
5 vials

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use.
Read the package leaflet before use for directions on reconstitution.
When administration is by injection reconstitute with 0.9 % sodium chloride only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP
Read the leaflet for the shelf life of the reconstituted product
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C — 8 °C).

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Dispose of in accordance with local requirements

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/328/002 1 vial
EU/1/05/328/004 5 vials

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

17.  UNIQUE IDENTIFIER - 2D BARCODE

<2D barcode carrying the unique identifier included.>

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

07YSSM 32



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Cubicin 500 mg powder for solution for injection or infusion
daptomycin
v

2. METHOD OF ADMINISTRATION

When used by injection, reconstitute with 0.9 % sodium chloride only.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

500 mg

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Cubicin 350 mg powder for solution for injection or infusion
daptomycin

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

1. What Cubicin is and what it is used for

2. What you need to know before you are given Cubicin
3. How Cubicin is given

4, Possible side effects

5. How to store Cubicin

6. Contents of the pack and other information

1. What Cubicin is and what it is used for

The active substance in Cubicin powder for solution for injection or infusion is daptomycin.
Daptomycin is an antibacterial that can stop the growth of certain bacteria. Cubicin is used in adults
and in children and adolescents (age from 1 to 17 years) to treat infections of the skin and the tissues
below the skin. It is also used to treat infections in the blood when associated with skin infection.

Cubicin is also used in adults to treat infections in the tissues that line the inside of the heart
(including heart valves) which are caused by a type of bacteria called Staphylococcus aureus. It is also
used to treat infections in the blood caused by the same type of bacteria when associated with heart
infection.

Depending on the type of infection(s) that you have, your doctor may also prescribe other
antibacterials while you are receiving treatment with Cubicin.

2. What you need to know before you are given Cubicin

You should not be given Cubicin

If you are allergic to daptomycin or to sodium hydroxide or to any of the other ingredients of this
medicine (listed in section 6).

If this applies to you, tell your doctor or nurse. If you think you may be allergic, ask your doctor or
nurse for advice.

Warnings and precautions

Talk to your doctor or nurse before you are given Cubicin:

- If you have, or have previously had kidney problems. Your doctor may need to change the dose
of Cubicin (see section 3 of this leaflet).

- Occasionally, patients receiving Cubicin may develop tender or aching muscles or muscle
weakness (see section 4 of this leaflet for more information). If this happens tell your doctor.
Your doctor will make sure you have a blood test and will advise whether or not to continue
with Cubicin. The symptoms generally go away within a few days of stopping Cubicin.

- If you have ever developed a severe skin rash or skin peeling, blistering and/or mouth sores, or
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serious kidney problems after taking daptomycin.

- If you are very overweight. There is a possibility that your blood levels of Cubicin could be
higher than those found in persons of average weight and you may need careful monitoring in
case of side effects.

If any of these applies to you, tell your doctor or nurse before you are given Cubicin.

Tell your doctor or nurse straight away if you develop any of the following symptoms:

- Serious, acute allergic reactions have been observed in patients treated with nearly all
antibacterial agents, including Cubicin. The symptoms can include wheezing, difficulty
breathing, swelling of the face, neck and throat, rashes and hives, or fever.

- Serious skin disorders have been reported with the use of Cubicin. The symptoms that occur
with these skin disorders can include:

- a new or worsening fever,

- red raised or fluid-filled skin spots which may start in your armpits or on your chest or
groin areas and which can spread over a large area of your body,

- blisters or sores in your mouth or on your genitals.

- A serious kidney problem has been reported with the use of Cubicin. The symptoms can include
fever and rash.

- Any unusual tingling or numbness of the hands or feet, loss of feeling or difficulties with
movements. If this happens, tell your doctor who will decide whether you should continue the
treatment.

- Diarrhoea, especially if you notice blood or mucus, or if diarrhoea becomes severe or
persistent.

- New or worsening fever, cough or difficulty breathing. These may be signs of a rare but serious
lung disorder called eosinophilic pneumonia. Your doctor will check the condition of your
lungs and decide whether or not you should continue Cubicin treatment.

Cubicin may interfere with laboratory tests that measure how well your blood is clotting. The results
can suggest poor blood clotting when, in fact, there is no problem. Therefore, it is important that your
doctor takes into account that you are receiving Cubicin. Please inform your doctor that you are on
treatment with Cubicin.

Your doctor will perform blood tests to monitor the health of your muscles both before you start
treatment and frequently during treatment with Cubicin.

Children and adolescents
Cubicin should not be administered to children below one year of age as studies in animals have
indicated that this age group may experience severe side effects.

Use in elderly
People over the age of 65 can be given the same dose as other adults, provided their kidneys are
working well.

Other medicines and Cubicin
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
It is particularly important that you mention the following:

- Medicines called statins or fibrates (to lower cholesterol) or ciclosporin (a medicinal product
used in transplantation to prevent organ rejection or for other conditions, e.g. rheumatoid
arthritis or atopic dermatitis). It is possible that the risk of side effects affecting the muscles
may be higher when any of these medicines (and some others that can affect muscles) is taken
during treatment with Cubicin. Your doctor may decide not to give you Cubicin or to stop the
other medicine for a while.

- Pain killing medicines called non-steroidal anti-inflammatory drugs (NSAIDs) or COX-2
inhibitors (e.g. celecoxib). These could interfere with the effects of Cubicin in the kidney.

- Oral anti-coagulants (e.g. warfarin), which are medicines that prevent blood from clotting. It
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may be necessary for your doctor to monitor your blood clotting times.

Pregnancy and breast-feeding

Cubicin is not usually given to pregnant women. If you are pregnant or breast-feeding, think you may
be pregnant or are planning to have a baby, ask your doctor or pharmacist for advice before you are
given this medicine.

Do not breast-feed if you are receiving Cubicin, because it may pass into your breast milk and could
affect the baby.

Driving and using machines
Cubicin has no known effects on the ability to drive or use machines.

Cubicin contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

3. How Cubicin is given
Cubicin will usually be given to you by a doctor or a nurse.

Adults (18 years of age and above)

The dose will depend on how much you weigh and the type of infection being treated. The usual dose
for adults is 4 mg for every kilogram (kg) of body weight once daily for skin infections or 6 mg for
every kg of body weight once daily for a heart infection or a blood infection associated with skin or
heart infection. In adult patients, this dose is given directly into your blood stream (into a vein), either
as an infusion lasting about 30 minutes or as an injection lasting about 2 minutes. The same dose is
recommended in people aged over 65 years provided their kidneys are working well.

If your kidneys do not work well, you may receive Cubicin less often, e.g. once every other day. If
you are receiving dialysis, and your next dose of Cubicin is due on a dialysis day, you will be usually
given Cubicin after the dialysis session.

Children and adolescents (1 to 17 years of age)
The dose for children and adolescents (1 to 17 years of age) will depend on the age of patient and the
type of infection being treated. This dose is given directly into the blood stream (into a vein), as an

infusion lasting about 30-60 minutes.

A course of treatment usually lasts for 1 to 2 weeks for skin infections. For blood or heart infections
and skin infections your doctor will decide how long you should be treated.

Detailed instructions for use and handling are given at the end of the leaflet.

07YSSM 37



4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
The most serious side effects are described below:

Serious side effects with frequency not known (frequency cannot be estimated from the available

data)

- A hypersensitivity reaction (serious allergic reaction including anaphylaxis and angioedema)
has been reported, in some cases during administration of Cubicin. This serious allergic
reaction needs immediate medical attention. Tell your doctor or nurse straight away if you
experience any of the following symptoms:

- Chest pain or tightness,
- Rash or hives,

- Swelling around throat,
- Rapid or weak pulse,

- Wheezing,

- Fever,

- Shivering or trembling,
- Hot flushes,

- Dizziness,

- Fainting,

- Metallic taste.

- Tell your doctor straight away if you experience unexplained muscle pain, tenderness, or
weakness. Muscle problems can be serious, including muscle breakdown (rhabdomyolysis),
which can result in kidney damage.

Other serious side effects that have been reported with the use of Cubicin are:

- A rare but potentially serious lung disorder called eosinophilic pneumonia, mostly after more
than 2 weeks of treatment. The symptoms can include difficulty breathing, new or worsening
cough, or new or worsening fever.

- Serious skin disorders. The symptoms can include:

- a new or worsening fever,

- red raised or fluid-filled skin spots which may start in your armpits or on your chest or
groin areas and which can spread over a large area of your body,

- blisters or sores in your mouth or on your genitals.

- A serious kidney problem. The symptoms can include fever and rash.

If you experience these symptoms, tell your doctor or nurse straight away. Your doctor will perform

additional tests to make a diagnosis.

The most frequently reported side effects are described below:

Common side effects (may affect up to 1 in 10 people)
- Fungal infections such as thrush,

- Urinary tract infection,

- Decreased number of red blood cells (anaemia),
- Dizziness, anxiety, difficulty in sleeping,

- Headache,

- Fever, weakness (asthenia),

- High or low blood pressure,

- Constipation, abdominal pain,

- Diarrhoea, feeling sick (nausea) or being sick (vomiting),
- Flatulence,

- Abdominal swelling or bloating,

- Skin rash or itching,

- Pain, itchiness or redness at the site of infusion,
- Pain in arms or legs,
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- Blood testing showing higher levels of liver enzymes or creatine phosphokinase (CPK).
Other side effects which may occur following Cubicin treatment are described below:

Uncommon side effects (may affect up to 1 in 100 people)

- Blood disorders (e.g. increased number of small blood particles called platelets, which may
increase the tendency for blood clotting, or higher levels of certain types of white blood cells),

- Decreased appetite,

- Tingling or numbness of the hands or feet, taste disturbance,

- Trembling,

- Changes in heart rhythm, flushes,

- Indigestion (dyspepsia), inflammation of the tongue,

- Itchy rash of skin,

- Muscle pain, cramping, or weakness, inflammation of the muscles (myositis), joint pain,

- Kidney problems,

- Inflammation and irritation of the vagina,

- General pain or weakness, tiredness (fatigue),

- Blood test showing increased levels of blood sugar, serum creatinine, myoglobin, or lactate

dehydrogenase (LDH), prolonged blood clotting time or imbalance of salts,

Itchy eyes.

Rare side effects (may affect up to 1 in 1,000 people)
- Yellowing of the skin and eyes,
- Prothrombin time prolonged.

Frequency not known (frequency cannot be estimated from the available data)
Antibacterial-associated colitis, including pseudomembranous colitis (severe or persistent diarrhoea
containing blood and/or mucus, associated with abdominal pain or fever), easy bruising, bleeding
gums, or nosebleeds.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Cubicin

- Keep this medicine out of the sight and reach of children.

- Do not use this medicine after the expiry date which is stated on the carton and label after EXP.
The expiry date refers to the last day of the month.

- Store in a refrigerator (2 °C — 8 °C).

6. Contents of the pack and other information

What Cubicin contains

- The active substance is daptomycin. One vial of powder contains 350 mg daptomycin.
- The other ingredient is sodium hydroxide.

What Cubicin looks like and contents of the pack

Cubicin powder for solution for injection or infusion is supplied as a pale yellow to light brown cake
or powder in a glass vial. It is mixed with a solvent to form a liquid before it is administered.

07YSSM 39


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Cubicin is available in packs containing 1 vial or 5 vials.

Marketing Authorisation Holder
Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

Manufacturer

FAREVA Mirabel

Route de Marsat

Riom

63963, Clermont-Ferrand Cedex 9
France

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder.

Belgique/Belgié/Belgien
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

bbarapus

Mepxk Hlapm u Joym bearapus EOO/]
Tem.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.0.
Tel.: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf: +45 4482 4000
dkmail@merck.com

Deutschland
MSD Sharp & Dohme GmbH

Tel: 0800 673 673 673 (+49 (0) 89 4561 0)

e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EA\LGoa

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.

Tel: +34 91 321 06 00
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Lietuva

UAB Merck Sharp & Dohme
Tel.: +370 5 278 02 47
msd_lietuva@merck.com

Luxembourg/Luxemburg
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +361 888 53 00
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@ msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska
MSD Polska Sp.z o.0.
Tel.: +48 22 549 51 00



msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 8046 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 38516611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 299 8700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: +354 535 7000

Italia

MSD lItalia S.r.1.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvnpog
Merck Sharp & Dohme Cyprus Limited
TnA: 800 00 673 (+357 22866700)

cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: +371 67364224
msd_lv@merck.com.

msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: + 386 1 5204 201

msd_slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel.: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0) 9 804650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

This leaflet was last revised in <{MM/YYYY }><{month YYYY}>.

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.cu
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The following information is intended for healthcare professionals only
Important: Please refer to the Summary of Product Characteristics before prescribing.

Instructions for use and handling

350 mg presentation:

In adults, daptomycin may be administered intravenously as an infusion over 30 minutes or as an
injection over 2 minutes. Unlike in adults, daptomycin should not be administered by injection over a
2-minute period in paediatric patients. Paediatric patients 7 to 17 years old should receive daptomycin
infused over 30 minutes. In paediatric patients under 7 years old receiving a 9-12 mg/kg dose,
daptomycin should be administered over 60 minutes. Preparation of the solution for infusion requires
an additional dilution step as detailed below.

Cubicin given as an intravenous infusion over 30 or 60 minutes

A 50 mg/ml concentration of Cubicin for infusion can be achieved by reconstituting the lyophilised
product with 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

The lyophilised product takes approximately 15 minutes to dissolve. The fully reconstituted product
will appear clear and may have a few small bubbles or foam around the edge of the vial.

To prepare Cubicin for intravenous infusion, please adhere to the following instructions:

Aseptic technique should be used throughout to reconstitute or dilute lyophilised Cubicin.

For Reconstitution:

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller in diameter, or a needleless device,
then slowly inject through the centre of the rubber stopper into the vial pointing the needle
towards the wall of the vial.

2. The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

3. Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

4, The reconstituted solution should be checked carefully to ensure that the product is in solution

and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

5. The reconstituted solution should then be diluted with sodium chloride 9 mg/ml (0.9 %)
(typical volume 50 ml).

For Dilution:

1. Slowly remove the appropriate reconstituted liquid (50 mg daptomycin/ml) from the vial using
a new sterile needle that is 21 gauge or smaller in diameter by inverting the vial in order to
allow the solution to drain towards the stopper. Using a syringe, insert the needle into the
inverted vial. Keeping the vial inverted, position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove the required solution from the inverted vial.

2. Expel air, large bubbles, and any excess solution in order to obtain the required dose.

3. Transfer the required reconstituted dose into 50 ml sodium chloride 9 mg/ml (0.9 %).

4. The reconstituted and diluted solution should then be infused intravenously over 30 or
60 minutes.
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Cubicin is not physically or chemically compatible with glucose-containing solutions. The following
have been shown to be compatible when added to Cubicin containing infusion solutions: aztreonam,
ceftazidime, ceftriaxone, gentamicin, fluconazole, levofloxacin, dopamine, heparin and lidocaine.

The combined storage time (reconstituted solution in vial and diluted solution in infusion bag) at
25 °C must not exceed 12 hours (24 hours if refrigerated).

Stability of the diluted solution in infusion bags is established as 12 hours at 25 °C or 24 hours if
stored under refrigeration at 2 °C — 8 °C.

Cubicin given as 2-minute intravenous injection (adult patients only)

Water should not be used for reconstitution of Cubicin for intravenous injection. Cubicin should only
be reconstituted with sodium chloride 9 mg/ml (0.9 %).

A 50 mg/ml concentration of Cubicin for injection is obtained by reconstituting the lyophilised
product with 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

The lyophilised product takes approximately 15 minutes to dissolve. The fully reconstituted product
will appear clear and may have a few small bubbles or foam around the edge of the vial.

To prepare Cubicin for intravenous injection, please adhere to the following instructions:

Aseptic technique should be used throughout to reconstitute lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 7 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller diameter, or a needleless device, then
slowly inject through the centre of the rubber stopper into the vial pointing the needle towards
the wall of the vial.

2. The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

3. Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

4, The reconstituted solution should be checked carefully to ensure that the product is in solution

and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

5. Slowly remove the reconstituted liquid (50 mg daptomycin/ml) from the vial using a sterile
needle that is 21 gauge or smaller in diameter.
6. Invert the vial in order to allow the solution to drain towards the stopper. Using a new syringe,

insert the needle into the inverted vial. Keeping the vial inverted, position the needle tip at the
very bottom of the solution in the vial when drawing the solution into the syringe. Before
removing the needle from the vial, pull the plunger all the way back to the end of the syringe
barrel in order to remove all of the solution from the inverted vial.

7. Replace needle with a new needle for the intravenous injection.
8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted solution should then be injected intravenously slowly over 2 minutes.

Chemical and physical in-use stability on the reconstituted solution in the vial has been demonstrated
for 12 hours at 25 °C and up to 48 hours if stored under refrigeration (2 °C — 8 °C).

However, from a microbiological point of view the product should be used immediately. If not used
immediately, in-use storage times are the responsibility of the user and would normally not be longer

than 24 hours at 2 °C — 8 °C unless reconstitution /dilution has taken place in controlled and validated
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aseptic conditions.

This medicinal product must not be mixed with other medicinal products except those mentioned
above.

Cubicin vials are for single-use only. Any unused portion remaining in the vial should be discarded.
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Package leaflet: Information for the patient

Cubicin 500 mg powder for solution for injection or infusion
daptomycin

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.
- Keep this leaflet. You may need to read it again.
- Ifyou have any further questions, ask your doctor or nurse.
- This medicine has been prescribed for you only. Do not pass it on to others. It may harm
them, even if their signs of illness are the same as yours.
- Ifyou get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

1. What Cubicin is and what it is used for

2. What you need to know before you are given Cubicin
3. How Cubicin is given

4, Possible side effects

5. How to store Cubicin

6. Contents of the pack and other information

1. What Cubicin is and what it is used for

The active substance in Cubicin powder for solution for injection or infusion is daptomycin.
Daptomycin is an antibacterial that can stop the growth of certain bacteria. Cubicin is used in adults
and in children and adolescents (age from 1 to 17 years) to treat infections of the skin and the tissues
below the skin. It is also used to treat infections in the blood when associated with skin infection.

Cubicin is also used in adults to treat infections in the tissues that line the inside of the heart
(including heart valves) which are caused by a type of bacteria called Staphylococcus aureus. It is also
used to treat infections in the blood caused by the same type of bacteria when associated with heart
infection.

Depending on the type of infection(s) that you have, your doctor may also prescribe other
antibacterials while you are receiving treatment with Cubicin.

2. What you need to know before you are given Cubicin

You should not be given Cubicin

If you are allergic to daptomycin or to sodium hydroxide or to any of the other ingredients of this
medicine (listed in section 6).

If this applies to you, tell your doctor or nurse. If you think you may be allergic, ask your doctor or
nurse for advice.

Warnings and precautions
Talk to your doctor or nurse before you are given Cubicin:
- Ifyou have, or have previously had kidney problems. Your doctor may need to change the
dose of Cubicin (see section 3 of this leaflet).
- Occasionally, patients receiving Cubicin may develop tender or aching muscles or muscle
weakness (see section 4 of this leaflet for more information). If this happens tell your doctor.
Your doctor will make sure you have a blood test and will advise whether or not to continue
with Cubicin. The symptoms generally go away within a few days of stopping Cubicin.
- If you have ever developed a severe skin rash or skin peeling, blistering and/or mouth sores, or
serious kidney problems after taking daptomycin.
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- If you are very overweight. There is a possibility that your blood levels of Cubicin could be
higher than those found in persons of average weight and you may need careful monitoring in
case of side effects.

If any of these applies to you, tell your doctor or nurse before you are given Cubicin.

Tell your doctor or nurse straight away if you develop any of the following symptoms:

- Serious, acute allergic reactions have been observed in patients treated with nearly all
antibacterial agents, including Cubicin. The symptoms can include wheezing, difficulty
breathing, swelling of the face, neck and throat, rashes and hives, or fever.

- Serious skin disorders have been reported with the use of Cubicin. The symptoms that occur
with these skin disorders can include:

- a new or worsening fever,

- red raised or fluid-filled skin spots which may start in your armpits or on your chest or
groin areas and which can spread over a large area of your body,

- blisters or sores in your mouth or on your genitals.

- A serious kidney problem has been reported with the use of Cubicin. The symptoms can include
fever and rash.

- Any unusual tingling or numbness of the hands or feet, loss of feeling or difficulties with
movements. If this happens, tell your doctor who will decide whether you should continue the
treatment.

- Diarrhoea, especially if you notice blood or mucus, or if diarrhoea becomes severe or
persistent.

- New or worsening fever, cough or difficulty breathing. These may be signs of a rare but serious
lung disorder called eosinophilic pneumonia. Your doctor will check the condition of your
lungs and decide whether or not you should continue Cubicin treatment.

Cubicin may interfere with laboratory tests that measure how well your blood is clotting. The results
can suggest poor blood clotting when, in fact, there is no problem. Therefore, it is important that your
doctor takes into account that you are receiving Cubicin. Please inform your doctor that you are on
treatment with Cubicin.

Your doctor will perform blood tests to monitor the health of your muscles both before you start
treatment and frequently during treatment with Cubicin.

Children and adolescents
Cubicin should not be administered to children below one year of age as studies in animals have
indicated that this age group may experience severe side effects.

Use in elderly
People over the age of 65 can be given the same dose as other adults, provided their kidneys are
working well.

Other medicines and Cubicin
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
It is particularly important that you mention the following:

- Medicines called statins or fibrates (to lower cholesterol) or ciclosporin (a medicinal product
used in transplantation to prevent organ rejection or for other conditions, e.g. rheumatoid
arthritis or atopic dermatitis). It is possible that the risk of side effects affecting the muscles
may be higher when any of these medicines (and some others that can affect muscles) is taken
during treatment with Cubicin. Your doctor may decide not to give you Cubicin or to stop the
other medicine for a while.

- Pain killing medicines called non-steroidal anti-inflammatory drugs (NSAIDs) or COX-2
inhibitors (e.g. celecoxib). These could interfere with the effects of Cubicin in the kidney.

- Oral anti-coagulants (e.g. warfarin), which are medicines that prevent blood from clotting. It
may be necessary for your doctor to monitor your blood clotting times.
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Pregnancy and breast-feeding

Cubicin is not usually given to pregnant women. If you are pregnant or breast-feeding, think you may
be pregnant or are planning to have a baby, ask your doctor or pharmacist for advice before you are
given this medicine.

Do not breast-feed if you are receiving Cubicin, because it may pass into your breast milk and could
affect the baby.

Driving and using machines
Cubicin has no known effects on the ability to drive or use machines.

Cubicin contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

3. How Cubicin is given
Cubicin will usually be given to you by a doctor or a nurse.

Adults (18 years of age and above)

The dose will depend on how much you weigh and the type of infection being treated. The usual dose
for adults is 4 mg for every kilogram (kg) of body weight once daily for skin infections or 6 mg for
every kg of body weight once daily for a heart infection or a blood infection associated with skin or
heart infection. In adult patients, this dose is given directly into your blood stream (into a vein), either
as an infusion lasting about 30 minutes or as an injection lasting about 2 minutes. The same dose is
recommended in people aged over 65 years provided their kidneys are working well.

If your kidneys do not work well, you may receive Cubicin less often, e.g. once every other day. If
you are receiving dialysis, and your next dose of Cubicin is due on a dialysis day, you will be usually
given Cubicin after the dialysis session.

Children and adolescents (1 to 17 years of age)

The dose for children and adolescents (1 to 17 years of age) will depend on the age of patient and the
type of infection being treated. This dose is given directly into the blood stream (into a vein), as an
infusion lasting about 30-60 minutes.

A course of treatment usually lasts for 1 to 2 weeks for skin infections. For blood or heart infections
and skin infections your doctor will decide how long you should be treated.

Detailed instructions for use and handling are given at the end of the leaflet.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
The most serious side effects are described below:

Serious side effects with frequency not known (frequency cannot be estimated from the available

data)

- A hypersensitivity reaction (serious allergic reaction including anaphylaxis and angioedema)
has been reported, in some cases during administration of Cubicin. This serious allergic
reaction needs immediate medical attention. Tell your doctor or nurse straight away if you
experience any of the following symptoms:

- Chest pain or tightness,
- Rash or hives,
- Swelling around throat,
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- Rapid or weak pulse,

- Wheezing,

- Fever,

- Shivering or trembling,

- Hot flushes,

- Dizziness,

- Fainting,

- Metallic taste.

Tell your doctor straight away if you experience unexplained muscle pain, tenderness, or
weakness. Muscle problems can be serious, including muscle breakdown (rhabdomyolysis),
which can result in kidney damage.

Other serious side effects that have been reported with the use of Cubicin are:

A rare but potentially serious lung disorder called eosinophilic pneumonia, mostly after more

than 2 weeks of treatment. The symptoms can include difficulty breathing, new or worsening

cough, or new or worsening fever.

Serious skin disorders. The symptoms can include:

- a new or worsening fever,

- red raised or fluid-filled skin spots which may start in your armpits or on your chest or
groin areas and which can spread over a large area of your body,

- blisters or sores in your mouth or on your genitals.

A serious kidney problem. The symptoms can include fever and rash.

If you experience these symptoms, tell your doctor or nurse straight away. Your doctor will perform
additional tests to make a diagnosis.

The most frequently reported side effects are described below:

Common side effects (may affect up to 1 in 10 people)

Fungal infections such as thrush,

Urinary tract infection,

Decreased number of red blood cells (anaemia),
Dizziness, anxiety, difficulty in sleeping,

Headache,

Fever, weakness (asthenia),

High or low blood pressure,

Constipation, abdominal pain,

Diarrhoea, feeling sick (nausea) or being sick (vomiting),
Flatulence,

Abdominal swelling or bloating,

Skin rash or itching,

Pain, itchiness or redness at the site of infusion,

Pain in arms or legs,

Blood testing showing higher levels of liver enzymes or creatine phosphokinase (CPK).

Other side effects which may occur following Cubicin treatment are described below:

Uncommon side effects (may affect up to 1 in 100 people)
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Blood disorders (e.g. increased number of small blood particles called platelets, which may
increase the tendency for blood clotting, or higher levels of certain types of white blood cells),
Decreased appetite,

Tingling or numbness of the hands or feet, taste disturbance,

Trembling,

Changes in heart rhythm, flushes,

Indigestion (dyspepsia), inflammation of the tongue,

Itchy rash of skin,

Muscle pain, cramping, or weakness, inflammation of the muscles (myositis), joint pain,
Kidney problems,
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- Inflammation and irritation of the vagina,

General pain or weakness, tiredness (fatigue),

- Blood test showing increased levels of blood sugar, serum creatinine, myoglobin, or lactate
dehydrogenase (LDH), prolonged blood clotting time or imbalance of salts,

Itchy eyes.

Rare side effects (may affect up to 1 in 1,000 people)
- Yellowing of the skin and eyes,
- Prothrombin time prolonged.

Frequency not known (frequency cannot be estimated from the available data)
Antibacterial-associated colitis, including pseudomembranous colitis (severe or persistent diarrhoea
containing blood and/or mucus, associated with abdominal pain or fever), easy bruising, bleeding
gums, or nosebleeds.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Cubicin

- Keep this medicine out of the sight and reach of children.

- Do not use this medicine after the expiry date which is stated on the carton and label after EXP.
The expiry date refers to the last day of the month.

- Store in a refrigerator (2 °C — 8 °C).

6. Contents of the pack and other information

What Cubicin contains
- The active substance is daptomycin. One vial of powder contains 500 mg daptomycin.
- The other ingredient is sodium hydroxide.

What Cubicin looks like and contents of the pack
Cubicin powder for solution for injection or infusion is supplied as a pale yellow to light brown cake
or powder in a glass vial. It is mixed with a solvent to form a liquid before it is administered.

Cubicin is available in packs containing 1 vial or 5 vials.

Marketing Authorisation Holder
Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

Manufacturer

FAREVA Mirabel

Route de Marsat

Riom

63963, Clermont-Ferrand Cedex 9
France

For any information about this medicine, please contact the local representative of the Marketing
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Authorisation Holder.

Belgique/Belgié/Belgien
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Boarapus

Mepxk lapm u Joym bearapus EOO/]
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.o.
Tel.: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf: +45 4482 4000
dkmail@merck.com

Deutschland
MSD Sharp & Dohme GmbH

Tel: 0800 673 673 673 (+49 (0) 89 4561 0)

e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

EA\Lada

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espafia, S.A.

Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o0.
Tel: + 38516611 333
croatia_info@merck.com

07YSSM

Lietuva

UAB Merck Sharp & Dohme
Tel.: +370 5 278 02 47
msd_lietuva@merck.com

Luxembourg/Luxemburg
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +361 888 53 00
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.

Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@ msd.no

Osterreich
Merck Sharp & Dohme Ges.m.b.H.

Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp.z o.0.
Tel.: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Roménia

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00
msdromania@merck.com



Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 299 8700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: +354 535 7000

Italia

MSD Italia S.r.1.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvnpog

Merck Sharp & Dohme Cyprus Limited
TnA: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: +371 67364224
msd_lv@merck.com.

Slovenija
Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: + 386 1 5204 201

msd_slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel.: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0) 9 804650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

This leaflet was last revised in <{MM/YYYY}><{month YYYY}>.

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.cu
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The following information is intended for healthcare professionals only
Important: Please refer to the Summary of Product Characteristics before prescribing.

Instructions for use and handling

500 mg presentation:

In adults, daptomycin may be administered intravenously as an infusion over 30 minutes or as an
injection over 2 minutes. Unlike in adults, daptomycin should not be administered by injection over a
2-minute period in paediatric patients. Paediatric patients 7 to 17 years old should receive daptomycin
infused over 30 minutes. In paediatric patients under 7 years old receiving a 9-12 mg/kg dose,
daptomycin should be administered over 60 minutes. Preparation of the solution for infusion requires
an additional dilution step as detailed below.

Cubicin given as an intravenous infusion over 30 or 60 minutes

A 50 mg/ml concentration of Cubicin for infusion can be achieved by reconstituting the lyophilised
product with 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

The lyophilised product takes approximately 15 minutes to dissolve. The fully reconstituted product
will appear clear and may have a few small bubbles or foam around the edge of the vial.

To prepare Cubicin for intravenous infusion, please adhere to the following instructions:
Aseptic technique should be used throughout to reconstitute or dilute lyophilised Cubicin.

For Reconstitution:

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller in diameter, or a needleless device,
then slowly inject through the centre of the rubber stopper into the vial pointing the needle
towards the wall of the vial.

2. The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

3. Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

4, The reconstituted solution should be checked carefully to ensure that the product is in solution

and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

5. The reconstituted solution should then be diluted with sodium chloride 9 mg/ml (0.9 %)
(typical volume 50 ml).

For Dilution:

1. Slowly remove the appropriate reconstituted liquid (50 mg daptomycin/ml) from the vial using
a new sterile needle that is 21 gauge or smaller in diameter by inverting the vial in order to
allow the solution to drain towards the stopper. Using a syringe, insert the needle into the
inverted vial. Keeping the vial inverted, position the needle tip at the very bottom of the
solution in the vial when drawing the solution into the syringe. Before removing the needle
from the vial, pull the plunger all the way back to the end of the syringe barrel in order to
remove the required solution from the inverted vial.

2. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
3. Transfer the required reconstituted dose into 50 ml sodium chloride 9 mg/ml (0.9 %).
4. The reconstituted and diluted solution should then be infused intravenously over 30 or

07YSSM 52



60 minutes.

Cubicin is not physically or chemically compatible with glucose-containing solutions. The following
have been shown to be compatible when added to Cubicin containing infusion solutions: aztreonam,
ceftazidime, ceftriaxone, gentamicin, fluconazole, levofloxacin, dopamine, heparin and lidocaine.

The combined storage time (reconstituted solution in vial and diluted solution in infusion bag) at
25 °C must not exceed 12 hours (24 hours if refrigerated).

Stability of the diluted solution in infusion bags is established as 12 hours at 25 °C or 24 hours if
stored under refrigeration at 2 °C — 8 °C.

Cubicin given as 2 -minute intravenous injection (adult patients only)

Water should not be used for reconstitution of Cubicin for intravenous injection. Cubicin should only
be reconstituted with sodium chloride 9 mg/ml (0.9 %).

A 50 mg/ml concentration of Cubicin for injection is obtained by reconstituting the lyophilised
product with 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection.

The lyophilised product takes approximately 15 minutes to dissolve. The fully reconstituted product
will appear clear and may have a few small bubbles or foam around the edge of the vial.

To prepare Cubicin for intravenous injection, please adhere to the following instructions:

Aseptic technique should be used throughout to reconstitute lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution
and allow to dry. After cleaning, do not touch the rubber stopper or allow it to touch any other
surface. Draw 10 ml of sodium chloride 9 mg/ml (0.9 %) solution for injection into a syringe
using a sterile transfer needle that is 21 gauge or smaller diameter, or a needleless device, then
slowly inject through the centre of the rubber stopper into the vial pointing the needle towards
the wall of the vial.

2. The vial should be gently rotated to ensure complete wetting of the product and then allowed to
stand for 10 minutes.

3. Finally the vial should be gently rotated/swirled for a few minutes as needed to obtain a clear
reconstituted solution. Vigorous shaking/agitation should be avoided to prevent foaming of the
product.

4, The reconstituted solution should be checked carefully to ensure that the product is in solution

and visually inspected for the absence of particulates prior to use. Reconstituted solutions of
Cubicin range in colour from pale yellow to light brown.

5. Slowly remove the reconstituted liquid (50 mg daptomycin/ml) from the vial using a sterile
needle that is 21 gauge or smaller in diameter.
6. Invert the vial in order to allow the solution to drain towards the stopper. Using a new syringe,

insert the needle into the inverted vial. Keeping the vial inverted, position the needle tip at the
very bottom of the solution in the vial when drawing the solution into the syringe. Before
removing the needle from the vial, pull the plunger all the way back to the end of the syringe
barrel in order to remove all of the solution from the inverted vial.

7. Replace needle with a new needle for the intravenous injection.
8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted solution should then be injected intravenously slowly over 2 minutes.

Chemical and physical in-use stability on the reconstituted solution in the vial has been demonstrated
for 12 hours at 25 °C and up to 48 hours if stored under refrigeration (2 °C — 8 °C).

However, from a microbiological point of view the product should be used immediately. If not used
immediately, in-use storage times are the responsibility of the user and would normally not be longer
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than 24 hours at 2 °C — 8 °C unless reconstitution /dilution has taken place in controlled and validated
aseptic conditions.

This medicinal product must not be mixed with other medicinal products except those mentioned
above.

Cubicin vials are for single-use only. Any unused portion remaining in the vial should be discarded.
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JohnsonfE(RE) . RIIFMERBEXR GRERE) | s
MERIBICRIERE. EBMIRREIREE. IBIERE
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RKROBEDNDIENHHDT. BRZTDICITULN
CDELIIFERD D SONIBE(CF RS ZHRIE U,

EYFALEZTTD C o

OFAIHBEEEREE Y EEA) | IEERE LT
. RRANHON, BICAHEERS. U2/ (EiE
iR, BIMEKIEN. WFEEEKIEZ, AU ) BRHIRFS
ZEHDBFEIEOEFFEBHIERNSSDNSIEN
HBHDT., BRZTHITITV. DL IIFERD D
SONEHEICIFERSZHRILEL, BYFILBEZTD
C&o BB £ MNNURRDTA)LRAB (HHV-6) FD
DA INADBFEERLZHD CENE L BEFILER
BEZ. X IRERESSOERDBRD OV
B LT ENDODTEIRI D&,

®%F 8 futhiEfEE (0. 190K7) - &, HIS, BAK

TEDE 8 REENH SHNE I LENHHDT.

BORESHERZTI(CTOE, Feo ZDEKD
IFERDID SONIEHZEICIFRSZRIET DI ED
EFULWVN POZ/ITRSZHRITOHEICFIERE
[CRE5TD T,
DBRMEXEER BREARR) - BERERBXEFEDIE
ZEHDOEBEERBRNGSDONS I ENDHDDT,
fefs. SALD MG SDNEHEICE. BEBICK
S5zt dEEBYIFNE=ZTO &,
®FfHEERRS. |E (JAEFH)  AST(GOT). ALT
(GPT). AI-PEFED LR, ®EAHSHONDIED
HBHDT. ERNCHREZT OBREHARZTI(CT

L\ BEORSSNSAICIHESERIET 2EE
EINERTS &
2) Z Dt DEIER
W E| 0.1~2% | 0.1%Kil | WEAD]
e | 0B 5 HE | SRS, B | BRIgA K
BRUE | 2ok ik
AST (GOT) |LDH.L5., y-GTP
&, ALT| EH. LAPLESH
W | (GPT) L3
Al-P LA, €
Ve v 5
BUN L&, 7
OB LTk
5
LT
o LB R
M e gk
e
WAL T WA WL, L
T2k WA, WA | KM L
R %o, BIE, 1
ST

TE2) FER (B AED SN A, 52k, Bk
WL ZATH T &
TE3) R (B AED SN A I, 52T 25
BB A4S 2 &,
FEA) FEIR () 53RO SN IIE, 52T 2 bR
Y LW, RO EBTRG 2 H 2881
X TR R
OEEmE~NDRS
EHE CIEEERESE T LTV A AL VDT, 55k
O 5 | BB 2 41TV, BB T ORI & b 5
e BGEEAEFE L, WhiRE2E=5) Y7355 LHE
RIS T2, [ 3R] oESH]
(6w, Eiwm. FEARENDRS
D) IR SO IR L T B W etk o H B id N i, i Eof
WHEDEREE L5 L SN B LA ICOAEST 52
Lo IR O G 52T L T e\, ]
077264B

DEILTDIBAICIE, HGTH LW, RLEETRS

TABASRBEAERTIET A [ MEATICRITT 5,]

INREADRS
W OIEEICH B 70, BRI AARER, HraRicBw
TR EE O 3 A AV S U v o I i 8 5 R I [ e 5
LEBENNHLOT, MPEEEXE=Y) V7350 E, H
WG s, [[EWEE] oESE]
BHEERS
R, ER  AMEEESOBEE, WESEON 8 Rk
ErRITBENLED D,
S0E : HPM (high performance membrane) % i\ 7z ML EHT
WX DI EE TP A 2 AR TH D L OMEDH 523,
QERALOEER
DGy

OAH0. 5g (i) 734 7 IVAZTES HAK10mL 2 h 2 TIEw
L. ®120.5g (i) 12} L100mLUL Lo EI&CH AR
S UEH R 5 % 77 B v BRSNS o i 2 n 2 T
L. 602 LA b2 CTHMEET 5 2 &

OB T HERPIHHTHZ E b, P2 EFHRAE
EULEETHYATH, HEil. GEE R IL 2245 K 2L
WIZREH 2 2 &,

2) AR

HAET T, ROFEEAELRATL L, BAEELERZT

CEDPMERINTVWLOT, BIELENWI &,

Q73I /7490y, 7vFuay sy VEFHIEEAT S N
BIBL & FITREICE LW K T2 k352 2 03B %,

@Qe FaaVF Y ansBrAsv, 755 F T A0,
CT7FIFIAL, XTRAIF VLA, T AT T R
ZREFL - RFITOY, TR LA F LK LIRS
HEZLWHEENZRITZEDD D,

DILSHF

O TEBIRIEAHE Z 5 Z L 23 5 DT, BWIHOPLEE J O
TSI TR L, B ELES T A58, M
W AEEST LI L,

@A MBEINTN D LR 2 BZNHH 5D T,
BRAMAE IR VW E ) IHEEICHRS T2 &,

DIFSEIE  HANEFIIHAZED OTITbRVI &,
(10)Z DfthDEER
HHE CRERHEIC X D MBI ZR S Lz & 0#iE S 5,

(4 By RB] ™
MmpPEEE=5U VT
BRI L. 2OREH OB 28T 5720, BRI
G g, HAKRER, Hal RO, mEms. B
REmE I o H 2 B, BFRE, BEREZ R 96
P dBIHH (737 7Y 3y FRPEWES) 20Hh o8
FHEWZOWTIE, MPEREZE=FY V7T ENET L
Vo BT 1~ 2 BERIE oM B 1325~40 ug/mL, K
R P 1 (AR RAE - R IR SR E) 1210 ug/mL% B 2 7%
WZENEE L, MIERT 1~ 2 B o i A360~
80 ug/mLYL L. A i EEA330 ug/mLEL EASHESE T 5 &\
DEE R B ESORIEREET 2 W R D 5 L s
ENTWBHEY,
QB HEEESEENDRSE
B R RE R E B I X D AR O B AT R T A
OT, BGEEBIELTHAT2LENHL, 7L TF=V
2T IV ADPLESREEBIETAHLIIN LIS VAT
59,
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ng/ke/H
309
I P

~
>

EIrRE SERSF VAUV

A

“H

0.10.20.30.405060.70.8091.01.11.2 13141516 1.71.81.920
V7 FZ )T 5 A nl/nin/kg

M1 58/ ETT L
(B)MmAERE
D BERRAEA S (R A IRF o0 IUHE P B T NS B R /S 5 #
—%)
(e g/mL)
60 -
50 |
Ifit
ﬂ% 40 -
EP 30
# 20 ! mean=£S. D.
3
10

4 8 6 20 24 (hr)

IR§ 1?&5
B2 AR (RSN 6055 Rilik)

F1 FYEHEESS A —F (HEE A, 6070 503H)
PR I Come AUCow | Tis
s | $ed (g OO )| n (ug/mL) | (ug-hr/mL) | (hr)
[ 0.5 6 23.0 85 4.29
O 1.0 49.5 166 5.23

(M © bioassay) (mean)
k@) INREBE T (I R D MLE i B e OYSREhRE /S 5 R
—%)

wE

B OE B

8 (hr)

3 4 5
kg [
3 MmHERE CNEERE, 605 1UH)

F2 HYEEE ST 2 — 5 UNREE. 6055 1H)

sn - Coax AUCo-« | Tina | Tie CL Ve
| No. | A (ug/mL) | (pgehr/mL)| (hr) (hrf (mL/min/kg) | (L/kg)
Ol 1 |1& 29.0 78 0.29 | 2.52 2.13 0.21
O 2 1§02 A 27.0 7 0.31 | 3.21 2.23 0.22
A3 2R 2.7 59 0.51 | 2.08 2.81 0.44
A 4 2990 19.8 67 0.65 | 5.70 2.49 0.43
O] 5 |11& 49.1 113 0.29 | 4.17 1.47 0.16
mean - 29.1 78 0.41 | 3.54 2.23 0.29

Pt 0 10mg (JIfili) /kg x 3 ~ 4 |/ H KAEHS-. 6055 151
07264B (sE i - FPIA (#efmytsasEil e ) )

—4—

NEHERFERBE EWHE 7 21 —%)
R ARE I, RIS E1000g BT OB AR T
I DIE 2 A3 H 72 ®) o

#3 EYERE ST X —F (RINAEARERER. 605 5H)
o B k| scr | g | cat | e | | e
) (H)] (g) |(mg/dL) | (mg/kg/H) | (ug/mL) | (hr) | (mL/kg/min) | (L/kg)
1] 2 |19 442 0.6 15x1 2.8 1101 0.867 0.769
212 |10 [472] 19 15x1 3.1 129.42 0.281 0.627
3030 [ 31708 0.7 25X 1 39.3 119.70 0.549 0.908
4128 120(7%| 10 15x1 2.3 12.7 0.819 0.297
51030 |40 [790] 0.6 25X 1 58.8 8.22 0.657 0.257
6129 | 19 [1064] 0.8 Bx1 4.7 8.51 0.915 0.477
T 32 |17 [1188] 0.7 6x1 50.8 9.06 1.028 0.417
81 33 | 11 |1512) 0.7 17.5% 2 46.5 8.19 0.753 0.359
91 38 | 19 [184] 0.4 17.5% 2 2.2 110.32 0.982 0.875
10 43 | 10 |2060f 0.5 20% 2 62.2 7.99 0.745 0.212

1E5) B4k 5 15~25mg (Jfifi) /kg % 5 [ BUAERES- 6057 £Liik
KAV G - M TH B (RAOKR SN -
1%, 1[10~15mg (1) /kg# 1% 18 F TOFAERICIZ
12 &, AR 1 » A ETOFAENRITIE I Z 21260
53 Pl AT TRl 50 )
1£6) 2 MG o pGRt (e © FPIA (BOuRILRENE ) )
sk 4) BHRE ) ORI I O L iR HE 1 OV IR B RS 5 & —

%)
F4  JEROWER (F#E)
No. 1 2 3 4 5 6
Ak (%) 84 87 73 78 74 74
Cer (mL/min) | 19.3 | 21.0 | 34.4 | 51.3 | 62.6 | 62.7
(eg/mL)
100
50 |-
I 30 Fy
b
&1 10
=3 N
I3
5
! 4 8 ;‘2 16 20 2 (hr)
IRg

B4 MEHIREE (R, 6055 mii)

F5 WY NS A —F (FilhE. 605 50%)
HERE | n ARG | R Cer Cinax AUC¢-w Tue
- (%) | (kg) | (mL/min) | (ug/mL) | (ug-hr/mL) | (hr)
s | 6(78.3(34.8] 41.9 22.6 186 12.99
flRER AN | 6 122.0(62.7| 115.0 38.0 110 2.98

P 5/ED 2 10mg (M) kg, 605 2Lii%
7)) ARV D: - B TH Do (KRR OKR I N - HE
1. 110, 5g Jufil) 120 & & & 1 18 1 g (JI4ili) 2485
T ENZ605 LL B T HEEEE S S0 )
Gseid: © FPIA (0Bt Ed:) ) (mean)
D) BHEREMEZERE (i i E R o0 ML v o B OV SR Bl g /<
FRA—%)
EREEOK TS T P oL, AUCOB KD LD
bz, Zo7o, BEREREEORE SN Lk - %
B MREORBALIE L 2 510,
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(gL g/mL)
40

n
20

6 IEWEREXT X — & (ERERERERE. 605 )
. " Cer Cunax AUCp-w Tiea | Tizp
217 H-‘.\ H .

i | AR (mL/min) | ™ (ug/mL)| (ug-hr/mL) | (hr) | (hr)
O | #HERA | 70=Ccr 4] 34.53 90.4 0.32 | 3.08
@ |HREEAM|50=<Ccr<70| 4 22.60 95.4 0.43 | 7.41
A | EBEEBRE | 30<Ccr<50| 5 22.85 163.2 0.70 |10.73
A | EHPEECH | 15=<Ccr<30| 4 24.99 374.8 0.49 |20.22
O |BEEDEE| Car<1s 6 35.13 682.8 0.38 | 35.49

e bt 2 0.5g (i) « 6055 43
(g - FPIA (H0BREERIEMEE) ) (mean)
@57

BRI | AL . BT L KD ICRBATDSRD b.
F 7. B (BEREZEIE) 13012 BATATIRD S iz,

(B
PTEERT A, T2 TI290% DL EAS R ISR LA E LT
PEE S 729, B, AH OB IR I TV,

(6)HEtt
FATKRERERA BIC X D B & 0 PRl S 7z EERAICE
3 %0.5g (Jifili) « 1.0g (JIfli) (%n=6) 60453 i EiE K O
RREIR PR L, S T R4 F TIc R S5 E D85
%, T2MEH E TICI0% UL L TH o720 B2Z VT TV AIEH
100mL/minTd - 729,

(7)FDfth
LIS & PR A R L. Og (JUfilf) 53 s o0 I %
Ho SO BRI ClE S Nz G & J RS A 31334, 3
%‘(&)O 7’:6) o

(B% PR BE #8]

MAFV U UmEEE Y RIERE (MRSA) R
KGRI B B — MR 305k T O A M ST 445113 7651 ©
HY. AREIX89.5% (68%1]) TH - 7210,
KT RN

et ﬁﬁm&*ﬁggg % (%)
WL 26/27 96.3
W PR 3/3 -
5 - Bl B O F A RO K Vs -
TR 1 -
W% /4 =
Wide. T 18/%5 720
[0 5/5 -
T /4 -
(LI RE % 14 -

RQRZ=2 U Uit ERRIRE (PRSP) BRE
HRFBIR I BT 2 — MR 3R T O 75 Rk AR G 49013/ YR
AP RANIR LHITHD D ARVEEH R 51 5 Bl 4 61
PHEMTH > 720

07264B

[Z 3 Z 1E]
(1ZI2ER
NEER
DNy a<A v VIERBENTAT V) Vit 7 B ik
HW (MRSA) R AF V) Vit a7 75 —XEM7 8o EkiE
(MRCNS) IZx LTI T2 A5 F72. MRSAZ W
T REBE R R RBRICB W T, Nrax A Y VISR
DI PEALIEER 161D
DN A<, T UER= V) VR 2Bk (PRSP) (2R L
THIRDZA L, ZOEHIEIRENTH 5,
INvaATA Y VIRBEENTY I 2B ISR Z R
SRV,
(CHERHR
Nra<wA Ty oERIEMEMEESRIEICL2D0TH
0. ZOREEHRIFZFENTH A, BISHTEOMIBIKDE
WL ES 2 B,

(BHRS R IBEFRIFNR]

NV avA Y UEBEIIABORERTH b,
ARIIAKICETRT L, FAVAT I FIZRRBTRd
{y AF 7= VIZEIFIZ L, T8 7 — ) (95) I2Hid
THIFIL, TE RS MU M EAEHE T RV,
A I TH %,
—fi%% N ax A v R Vancomycin Hydrochloride
B 5 :VCM
134 : (1S 2R, 18R, 19R, 22S, 25R, 28R, 40S) -50- [3-Amino-
2, 3, 6-trideoxy-3-C-methyl- a -L-lyxo-hexopyranosyl-
(1-2) - B-p-glucopyranosyloxy] -22-carbamoylmethyl-
5, 15-dichloro-2, 18, 32, 35, 37-pentahydroxy-19-[ (2R) -
4-methyl-2- (methylamino) pentanoylamino] -20, 23,
26, 42, 44-pentaoxo-7, 13-dioxa-21, 24, 27, 41, 43-
pentaazaoctacyclo [26. 14. 2. 236, 21417 1812 12933 ()10.25,
0%3] pentaconta-3, 5, 8, 10, 12 (50) , 14, 16, 29, 31, 33 (49) ,
34, 36, 38, 45, 47-pentadecaene-40-carboxylic acid
monohydrochloride
BFR : CoHsCLNyO2 - HCI
1 1485.71
BER

HO

A RS R RS v,
(120C YL LTl o8 LR 5.)
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(U4 U782 AT Uy BIE 2 2 FE RS 5 72 0 R B
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() ze At IS 1k U 22 e85 2 45 1 SR Sr @ o ieih %

L. sz Uk
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102354 7V (10mLA&E /N4 7 L)
[ & X #f)

1) EAEEE  EERIVEHRENRIEG~ = 2 7V 3EH M
SESE T

2) ®h PRI

3) bfEFISEES

4) Matzke, G.R. Jr. et al. :

5) Moellering, R. C. et al. :

6) BT : Chemotherapy, 40 (2)

& &R, 30 (Bl - 118, 1991

HENTES 458, 27 (8) © 1127, 1994

Clin. Pharmacokinet., 11 : 257, 1986
Ann. Intern. Med.,, 94 : 343, 1981

1 210, 1992

7)
9)

10)
11)
12)

13)
14)
15)
16)
17)
18)

HEH B HNE A © Chemotherapy, 42 (7) : 863, 1994

A LRI - HANERHESHEES, 100 (3) © 633, 1996
Cho, T. et al. : Jpn. J. Clin. Pharmacol. Ther., 26 (3) : 743,
1995
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B - fbFEa o, 9 (3) 138, 1993
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ALIBE
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=
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Meiji Seika 7 7 V<&t < 30 HSR=E
T104-8002 HEARHYLX HifE2-4-16
79 —% 4 X (0120) 093-396 EiE (03) 3273-3539
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*20214E5 ekl (52h)
20214F2H eLa]

B R SRS AZL)
HRhHAE - 34

FTXxHI VT CRERIER
UESVN: i1

?71':'|i 'yaz@ﬁm&ﬁ(lﬂmg

BARERMIHES
876249

ZYVOX njection 600mg

) EE - EMSEOMTEI LYV HEHT A L

[ 3% S [ 21300AMY00122 |
| BEmBAsE | 200145A

2. B (ROBEICBEBRELEWVWIE)
RHN DI xT LS BEE DRI D & 2 BE

3. #R - MK
3.1 f8m%
W5tss WA Ky 7 23K 600mg
" i 300mL
S DESVRIR e 600mg
7§ KA 15.072¢g
o A ;i;i&tﬁ;l) RN SiltY]
pH i
3.2 RE DMK
pH 4.4~5.2
5T I #91 (B AR O )
" BN s ~ 2 B W O KRS

4. RHEEIIRHE

O (EIcHEE
FEICBEHEOX F2 U U MEEET N UEE (MRSA)

(EISEE)

BumfE., REMEBRBRRPE. BMIREE. M5 - RERVFTEIE
DREEZ, B

O (EIcHEE
FENCBEMEDONAYA I UMM I ATV AR -T2 oI 4
(EISEE)

BREELE

5. REERIHHRICEET 2FE

5.1 RHIOMEHICH 72 - TE, IHEE OB E 2 oo, FAl
L THEDBUREE K OAFN T 2 18 () 2R 5 2 Lo
[18.2.2%H#]

6. RERUVAE
WE L AR OI2E L Eo/NRIZIE) £+ FE& LTIH1200mg %
2N 2430, 11600mg & 12 & & 12, 2213055 ~2HEH 221
CHIMHEET %o
HE 12 O/NEIZIEY & V) FE L TlE10me/kg % 8iR¢H &
LT, ENEN305; ~ 2 M AT THRIEFHET 50 B, 1S =
& LT600mga 2 22T &,

7. BERUVHEICEET 2FE

7.1 FUEEHE. OGO ARG OVT oG hEII B
TH. 8HZBR 2HGOREWR OHEHIEIMRE ST WA,
L7ehio T, BAlE L CAKIORGIE28H 2R 22 EE T L
v [8.62MH]

7.2 FHNE T T LRI L CORIRTEE 2 H T 5. L72h>T
79 AENHS R G OIRAR LB SN E . IR GG
BELN DY a B 2 HA 2 0 L TR e ) 2 ko

07264D

7.3 EHHF D STENOYEZ
TEGHI 50 AV RO 2 g L2 B#F 2B W T G
RECTdH 5 LERI L 7235613, W CHEOFAI ) B 52
ENTE %,

8. EELREANEE

8.1 AHIOMHIZH 725 Tld, IHEHOEBEL 72, ko2 b
WCEETHI L,

- RYYRE DRI 100 e Ak & AR A FE ORI LIE Z 0 ED b L
TG %17 2 &,

- EGERENE, BRYEAL, BEERE. BEOERSE L ER L. #Y) R
B . RF O G- DS EEAHIE Ly BIROIGHR LB 7
AROMMOEGIZE DL L,

8.2 HHHHIAD H b D I LWHDHOT, Mm% EG (Al
B % HA) CFEHETAI L, [9.1.1. 11.1.15H]

8.3 AT Y F—L AZEDRHEMUT > F=T ADH S bNLEZ LD
5HOT, WA, WHOIERAE D E L b S b HEIliE, B
EREOZW A2 5 &) BEE TaiEs 52 &, [11.1.28H]

8.4 X5 MUY AMUEND S, I ENHLHOT, EIIZ I -
MU AEOWMEERIT) 2 L [11.1.75H]

8.5 FAUCIHEE, M. DIMERMEZS . KL - ML fE % 08 9 UOE M# %
TR E T HEEL R T, WHEREIC L) BRSO >
ALK R D L bND T EN Db, FIERE LIS %
1B L ASEME S, RE L MESE IR Y o SRS L O
FEECETFRARE LD ENDH L, Lo TARZRG T 5
it (&, 3 5-BE 0 L 359 UG- 1522~ 38 £ TIS I,
HR 22 NRIASD S bz, BHICEMICHMT 5 L) EET S
Zk, [11.1.8&H]

8.6 AH%28H B2 TG L7-h., HIREE S Sbhs 2 L
MY BT AR D 2 O TBIZE & 151 2AT
)Tl Fro. HIME, mERE. BH. HEKEO LS 2EE
FERDSH &b NIE . BHICEMIZEET 2 & ) IBEH & 5T
HZr, [7.1. 11.1.35H]

8.7 AHNCkBvavsy, 774 5F Y —DEFZEEICTANTE
LHEW DT, ROFEEEZEDLZ L,
CFHANCHMAEREEICOWT T RMBEIT) 2 L. B, iAEWE

BB TUVF BRIV THRT LI L,

SPGB LT, BT a v 2T A HEEALE O & B i
ELTBLZE,

-GBS G TR E T, BERLHOREICRE, +55
GBS EAT) T Lo FRC IR G FAERITFEERERCBSE T 2 L,

8.8 PLMIFDOMMIL., R T O MR 5l % (st 3 5 W hEME A D B
DT IHBEPICEBIERA I L 22 a 1 E 2 g 2479 2 ko

9. BENHREHJ 2BEHICHT 23R

9.1 BHHE - BMEEZDH 3 BE

9.1.1 ¥E5FICEN. BMBRIME. RMBKRDE. M/IVMRRDES
DEEMFIPHER STV I EBE. BRIFERZAETIEHED
GHRAPDELEE. BRPEDL-ORBICHL I BOREREEXHO
BERICEEINTOE, 503, FREHAL THERELNZE
. UAZBATHHERESh MO H 8%
MFEMRABIIEE S 5 2 & G, FMERRAAE, JLILERRAE,
MG A S O B REIH] O AE7 2B AT S A I12iE, R
Rl OG- IESFEOME) 2 NEZ 1T 2 Lo [8.2, 11.1.15H]




9.1.2 (AE40kgRimDEE
HMOFEBIHEE D 72 2 HAFRO 5TV 5,
9.2 BREEREERE
9.2.1 SELBEREREZOH28E
[16.1.3Z:H#]
9.2.2 MAEEREE
MBGENTRIZ) V) Fadh-35 2 LA E L\ [13.1.16.1.32: ]
9.5 14w
TR IR L TV 2 WTREIED & 2 T2, R EoFRMED &
Btk % L% LHIT S N DSOS T5T L,

9.6 Il
R EOREE R CRFLREO A RIEZ ZE L. IO/ h

ILEBET 22 &0 BER (5o ) THITHICBITT A2 &
RO LNTWA,

9.7 NR%E
HHMEEZI2BM ST 52 2EETHI L, ERTHEHET
DORFE (FERR34B K HAEWRICBWTZ Y T T ¥ ARV EE
RL. THEUREIZZ U7 T > ZAEBBUITEINT 2 L OGS 5,
[16.1.7%8]

10. HE{ER
10.2 BEAER HFRICEERTSCL)

R0 FRARAEAR - F5 185 15 B - b

B/ 7 3 VIRALEES (MAO) | WIEAIASHMAN R LI b | AHNE IR, w5k
PHE 5] AFEDRHODONLBLND DD, | MAOMEFHEZHT %,
L) CIERRE

7 N L) AR ME ES. Bz S S b s | RENTILERM, W
AR 31 ZENHHOT, BFORE | MAOHFEEHEHT %,
7 RLFY EBBRLENL, Ihb 0%k
T VTus =7 | FloMEEEEET 5% EH
I VMR G ARERS | ISEET A2k,

o = o fEBhEE Y b = RO B R O | ARFNE IR, Wy
3 DEREN FEIR (BEFL. &A%, A | MAOHEEHZHT %,
tu b=y VT L | R WAL FET R R
F) LY SARBLER | d SN BENDDH DD
(SNRI) T FHREETAI L, O
IR = FHIY | 1S OEE AR TR 51
AR B (SSRI) ek, AH &SRO
k< F— ViR WMhH sV TRr—FHD
N Ty o RIEH) %G &Ik d B 7 &) 2 L
L-bM) 777 R | BEITH) T L. B, kO b
) = UAEBYSE O L 2 e

PGk X BB AR IR A5 B

EbNDILNHDDOTERE

TrHZE,

V77 v EY Y EORRIC L | R
) AH) D Comax [z WAUCH* Z L
ZN21% K U329 F L 7=V,

V7 vET Y

FIIVELLEAT A | ME LS, BIEFSH S b s | AHNESIRRIRAG, W

e/ ZENDHDOT, KAk H | MAOHEMMEZHT %,
F=X i, FIIVEREOEY
¥—) FRAY BRI 1EH720
T A v F 5 3 »100mghh F) % 8L
SELHI L,

a: 77 IVERRE: F—X:0~5.3mg/l0g. ¥ =)V 1.1mg/100mL, #R7 1 > 0~
2.5mg/100mL

1. BMER
ROBWEHDH5DIND T EDHLDT, Bz HoIlfrve,
AR N3G 2 Pk 5 % SE R LER TS T ko

1.1 EXLEEA

1.1.1 S8
FGHIEIZ Lo CTRIEL 9 2 A1 (4.8%) - FHIERIEANE (1.9%) -
PLMERBAME (0.8%) - M/MRRAME (11.9%) 508 R - H
EONBTENDHL, b, AKAOERARICE T, U4HZHER
TAHN 25 L7235 (M MBI A RE D FEBHEE A < 72 % @[ 73
BOLN TS, [8.2, 9.1.1%H]

11.1.2 KBHE7> F—> X (0.2%)
AMT7 2 F— v 2EORHET > F—v ABH5bND I L0
o M5l WEMEDFERAHE D L Lo S b7z G R KA O 7
T R=Y A S L MR E RERIRIR A S OFERA B & b 712
13, BGEHIET 5 % WY A LEEIT) Z k. [8.35H]

07264D

11.1.3 REFE HEARH)
[8.620#]
M4 >avyy BEAH. 7F7147F%2— HELRH)
11.1.5 BEMmHmE (0.1%)
11.1.6 BF£ (0.3%)
V7T =Y EA BUNEAEZ L) BARENHHEDONL I LDH 5,
11.1.7 &F U LME (0.9%)
R, WA MR, AAAIREZ LS K M) Y AMIEAD &
bNDLZENDH D, [8.45H]
11.1.8 BEMXEBR GHEAH)
JEI I O TR D S b YA b IS 2 ik § 2% &,
WY R MEEFTH 2 &, [8.55H]
11.1.9 FFReES (BIEEAH)
AST. ALT. LDH. AlI-P. y-GTP%® L& % t£ ) ek £
HHbNDLIENH D,
1.2 2O DEIER

1%L E 0. 1~ 1% 0. 19 AN
k(3 IFREEREEIGE | MUDBUIAE, | SR ERIRAME, SR3E
IfLEREENAE
R - e os—XHEN, | CKEEhn, Bk R, EAavs T A

TI7—tH
m. &7 a—nv
IMAE, 5 A
B 7 ASE.
B ) 7 A ILEE

I AR EHE N

R R TR I
ARE TR Fu | WO | RIS, —8
Rk, EHEE | EROEMIElE, M
OiEEIR, | o F v, R,
ETET SEICH ARSE AN
i, X)H
TR 2 B, MokE, K

FIE . AL RS
. HIE, HokEE,
BRTETG e, PRILEI
TG BEgR REMEMAMIGE, | QTIER., MR, i
WML, By, | E. ALK, EAR%E
i P IR 2%
Wlige, BKHE, | AW WS, ISR A%,
M7k, S

ol WErk, g | B, B8R, | IR R %,
AR, S | FREYEA Ly AL | IR ZE, IR S
L RS 178, HE | DN B, S
b &OEH R, mEM,
WOE D, AROUE,
JEESE, THALAS KL, (AL,
AL

LDH#I, JF5

WP el PRI

AL T

Jigd FBsRERA | © )V E VI,
SR ASTHIBN, ALT
Hhn. y-GTP

BN, ALPHN

BER 98, BEIR R AR
5. FUBTERE %6, K2
JHAEE W5, AL
FLMPEEZ G 98, FE U8
YN GE: N L]
W B g

i - Btk i
WIRER - PEPRINEE, BUR, | B, KR, TR

Jhd EZS Sy, AIETE

I, PRk

oA RPRARIMERR D | B0, EE0E, | MR E,

i, MR, 1% | S8, n Y VS | ERE. TV VF -
[N M. THEB. | IS, R RS
WIRMERESIN | 4 -HCGHM ETE, 857, BIE
FEIT L RIS Wb
UG, TR/
BT T VIR
TSRS/ M 7 7 — 7
AT D FEE, VRS

HBME 7 — 7V
PRI G/ A
7 — 7 VISR /1l
[ESES OISR NE S
M 7 7 — 7 VIR




13. BEHRS

13.1 &
RHNOWEALG-DRED NI B, BEITIE UARERR A tEe & HER
SELTHFIRELAAT) TEDET L, MIEEHN TR V) Fo
SRR O bilz, [9.2.2, 16.1.35H]

14. EAEDEE

141 EFRESFHOEE

14110 F5HIS, ABEYWORDENLLDITFEHL AN &,

14.1.2 Ny 723 2L I2 X DN OFLOMERZITH) T Lo Wi
BN LN E121E, MRS IR b TV L WSS %
TeOMH LN &,

1413 Ny ZJOWBHEY IZBLZOHZE LTHEATAZ L,

14.1.4 KFENL, BHOKBE L HIZHBEZET LI ENH LN,
TNEEH J AT Z &1,

14.2 EXFRAREFOZE

14.2.1 EEAZ1E

KENZ. ROFER EMAESTH L,
TLAKRTY) Y YB, zulrsuvy VB, V7 A, RV
IVIUARF AU, Ty 2uv A ry5 7 bEF U, 7>
ZMYFRITLAL ANVT T ANEF =L R A NT A
7 M)T7XFV ST L

14.2.2 RANMOFH ZFEA L THHALZWI &,

14.3 EFIRESRFOZE

14.3.1 KFI 2 MOFH L RS T 2561001k, SFEAOED S
TR - AEICe. 4 icxE35 28,

14.3.2 K| EMBOIEH] % F— O 7 2 — 712 & 0 @it A3 55
Al AR OB IR & BLAZAL AR T S 2wl (ERATR
W) EAF OB G I R T = — 7 NI 2 &,

14.3.3 #&5:1&. Ny ZOFHfAR— N LT, HoR— MIEH L
Twnwz kb,

14.3.4 KFNL. KONy 7 THSHOT, KEALETHRICHAER
PHE SN L7280, WEEEAETH 5,

14.3.5 UFEEE I TRV &y

14.3.6 AFNLFMFA & LT 7 P EKRAWS% (128 v 77300mLH
15.072g) # & AT 5o HiEEHET 254 O EIE, 10mL/kg/hr (7
R BRI & L C0.5g/kg/hr) P& 352 &,

14.3.7 FENL, RAEAZOFENGI Y )Ny 7 ThH L O THERIBITMHER L
Twnwz kb,

15. ZOMDEE

15.2 FEERRRABRICE D [

15.2.1 4 X 2B 515 H B RERDOESHERRE (0. 20, 4040
80mg/kg/H : AUCOIELT, & b ORI S K OEIRINTE5- 12 B
T BIBEROZFNEN0. AR ERKU0.85LL 1) 128 WT, xHiEE
% G AIGREO MR, KGR ORI LR D IE s i S
TWBA, A XIB 2 Mo AEHRG HEHR T AR S 2 b
O H5N TV,

15.2.2 v MBI 2 (%) JaRe - e KL OIRILINC BT 5 4E
iR (0. 2.5, 15/ U%B0mg/kg/H) 12BWT., mAHER (AUC
DOIET, b b ORRORG K OEHRN G128 2 BHFR0Z e
NO. TR L O 365 1CHY) I T BB fE OB E LT 25 ST
bo T v MIBIT B ARG HE (100mg/kg/H.22~35Hfiit)
Tl BRI T R OHE T OTREZELAS, Wb Ay 7
ZAbE LT LN, Z0L EOBERIT, 37 HE~11E 0/
BEE WEIN) THOSNBLAUCHS.9ETH - 72,

15.2.3 WFEMET v MIBI D A 5-5% (736 H #i1250mg/kg/
H. 37~55H ##12100mg/kg/ H) Tld, EHAEDOE LT 25520
bNze DL EOBEERIL. 3y AM~11IEo/NEEE GLEAN)
THOS5NBEAUCDHS. 1ETH - 72,

15.2.4 W5 v b QIR OB ALY &) F50mg/kg/ H #% 5-5
(AUCOIELT, & + OfEOH G K OEIRNE G- 12 B 1) 5 RO
ZNZEN0. TR O 3MEITHY) 2BV T, ERI~4HIZBT 28
AR DOAAFEEIMET L7z,

07264D

15.2.5 T v MIBUF % MEAEERERE RS (0.50% 0°100mg/kg/ H
QGHEMES) 2BV, HHEH (AUCOIET, b oS
T ORI 512 BT GRS O F N2 N2, 15 % 0% . 0R5 12 4H2Y)
THEG4LEEOT A b AT O MEIZED D B SN AS, 1208 H
DF A AT AEIZZELIEA SN TV R W ERE SN TV D,
T v MIB A MoEFHERECTIE, 7 A MAT O EORHA I
O HNT VR,

16. EMBNRE

16.1 MepigkE

16.1.1 R A

V) R & BE D RS S U S EHE L 72t O PR Bhie < 5
A= %, RUENT D,

) 1) F600mg % 1285 1] & &2 SRR N FRBE% 5 (30%) L7z +
V) FOFIGRACMAE P (Cun) 133,68 1 g/mL. P35 & I i J&
(Cwmax) 1315.1 ug/mL & FHT & A0, BARERIR N FRERERE 512 00 HL4E b B2 130
ISHAEIZ BT AMICw (=4ug/mL) %A Ll -7z, U &) F625mg#
1H2[E1 2[5 & & A F IR N RS- L 72t 0 58 5 IREE IS 31) 2 M4 ik
FEHER 2 LR HEAROCHAANT— %),

F1.) AV FOEWEFENT X — & O3 (iR, 7HEN)

- Cunax Canin ¥ Tna AUCY tue CL
e (ug/mL) | (ug/mL) (h) (ug-h/mL) (h) (mL/min)
600 mg 5 Ik 14
59
[ 12.90 - 0.50 80.20 4.40 138
(1.60) (0.10) (33.30) (2.40) (39)
1H2MH 15.10 3.68 0.51 89.70 4.80 123
A (2.52) (2.36) (0.03) (31.00) (1.70) (40)
600mg#E [14%
5. (§E)
L[] 12.70 - 1.28 91.40 4.26 127
(3.96) (0.66) (39.30) (1.65) (48)
1H2MH 21.20 6.15 1.03 138.00 5.40 80
JLAEA G- (5.78) (2.94) (0.62) (42.10) (2.06) (29)

At Coin= A G5 O S ARIMSE PR IE (5 F2 1 285 D)
 HA$ 5D AUC=AUCo  (OFER 2 & MR F TOAUC)  BAEH 50D AUC=AUCo- « (0
eI 22 5 1200 (3 5-Wf@) £ TOAUC)
c: 626mgix GHEOFER L VIRFT LFIR L 720
[X1.9 ) F625mg# 1 H 2121 & & 12 SEE RN ERfede 5. (30497) L
7B OERIREEI BT 2 MBI ER (P = FiEmE. SHEA. n=6)
201
184
164
144

o

U3 Rl SErh g (ng/nl)

0 2 4 6 8 10 12
PG OREH (hrs)

By HARMNEREBAIZY) V) F600mgl H 20 FUEHIR NS L 7205
WIRBEIZ B 2 HEWBIRE ST X — % (CFME £ FHEfFE2E) 12OV T, Coa
1319.9+0.7 ug/mL, AUCIZ110.5+9.8 ug - h/mL. t12135.3+0.6hTdH -
720 K& (kg) 720 OCLIZ1.55%0.18mL/min/kgTH 1) . K ADOCL &
AR R L7z
16.1.2 B

HAR AR OFE A D BE D S35 7210 7)) RIS % fl v C R4
EPBREMATIEIC L VR L2 2 A, ) A V) FOEYEREL, KERY
EM OB EZ . RETOkgFHind0r%. M OREAOkgFEHOK D E 2o
BT A R OBRIRINFERBE AR IC BT 2 AUCIEZ 241 3%
U473 .5 g-h/mL. Cmaxld ZN2FN16.5%0030.1 u g/mL. t12136.9/% 0U°8.2h
LHEEEND D, COEYEEEDOLLIZL ), BAMOHMEEHEA L L 1E
HWwEEZBNLY,
16.1.3 Bi¥peEERE

BHREREREEICL D, U ARV FOEYEREIZENL o7, Lol 27
DFERHY, 73/ b ¥ OEEBRAHY (A) RO FaF o Fus
T URE (B) oW TiE, BRREREOREN R & 2 120EWw. AUCD
BIMASH STz (K2). BHAEREEIZX V. U A V) FolsEhiErEiEsid
2T, BREREEF IV, HGEFHOLE T2V DEEZDL
NBA, TEABDOBRMEICOVTIE, BRIIC T IRE S Twn v,



MBI &Y ) A ) FE2MO FEARHW IR SN D, MHEN EE
IZBWT, )R FERES L7223 0 O MENT 2 G L7- & 2 5.
P51 DFI30%AH33E ) O MFLENTIZ X D {ER Lz MEERIZ L 50 A1)
FOBRZFIZOVWTIE, F= o Tuniv, T2, BEETIRICBITS
AV ROSEPFEIZ OV TIIHRE LT ian® FHEAT—%), [9.2.1.
9.2.2, 13.1%MH]

Fe2 EFHERERE A N ORI A R ) F600mg % Al 3% G- L 720

VAV R, 73 bR OURERAHY (A) ROPe FaXxsFursy) v s

R (B) OAUCK Cti2O P39 (B ()

| e | ERER [—
sepmpe | RN pews | memm e
INTG A—4 CLcr>80 30<CLcr<80 | 10<CLcr<30 . P
(mL/min) (mL/min) (mL/min) IRIEHTIE BT
VA F
AUCo = 110 128 127 141 83
(ug-h/mL) (22) (53) (66) (45) (23)
tie 6.4 6.1 7.1 8.4 7.0
(h) (2.2) (1.7) (3.7) 2.7) (1.8)
A
AUCoss 7.6 11.7 56.5 185 68.8
(ug-h/mL) 1.9 (4.3) (30.6) (124) (23.9)
ti2 6.3 6.6 9.0 B B
(h) 2.1 (2.3) (4.6)
REAWB
AUCoss 30.5 51.1 203 467 239
(ug-h/mL) (6.2) (38.5) (92) (102) (44)
e 6.6 9.9 11.0 B B
(h) 2.7 (7.4) (3.9)
Al

16.1.4 FH¥EEEERE
B2V LPSEOERBEEERH 2B 50 2 FOEYBEIREIL, M
WAL L, ZL L 2 r o 720 BEFEEREEZICBIL2Y 2V Fo
FWFREIZ OV TIRIME L T an? BHEAT— %),

16.1.5 SHpE
s (65D EDBE) 2B 5 A FOEYBEIREL, RSO
A () LEBTH-7Y BLEATFT—%),

16.1.6 M= (BRERA)
BT D) A2 FOMBEREEEIBELY QEMEE R L. oA m
FEEL Y QEMEER L2 U AV FEE00mgH R 155 L 72t 03
)T T AR, BHEDEZ ) BBEEL D DT AR E R LA SFEOR
AT DT R B ING T FRI A B a2 3B bk oz, Lz
Ao Ty WHIZBW ARSI L T DA SN L HPHZ
WAHZERRVWEEZLNDY WEATF—5),

16.1.7 NREBE

(1) U AV Fl0mg/kg# /NI HIE SUBHNE L 72 2OV HSEWBIRE ST A —
¥ %, FEINTEHT L,
1) V') F10mg/kg % IR S L 72/ NEEFH O Crad22WTIE, ) AV
F600mg7z %5 L 72 A & QRPN S 7225, AE (BEHLE~115%)
OEE (kg) H72Y)OFH L) T Ty AFKE L BT OEIEEI A
A BT ENWSPERoTHDE FHEAT—%5). [9.75H]

F3/NBIZHR AHERHE L 72 0OFEWEE ST 2 — 5 Oy (%CV)

) Crnax AUCo-= tiz CL
Py paN

FHES (pg/mL) | (gg-h/mL) | () | (mL/min/kg)
ERTH RGO RE (FElksaE | 12.7 108 5.6 2.0
Fii) WAL (0=9) (30%) (47%) (46%) (52%)
EHTAKGO GERRIGENL) | 115 55 3.0 3.8
B (n=10) (24%) (47%) (55%) (55%)
- 12.9 34 1.5 5.1
728 (@=10) (28%) (21%) (17%) (22%)
. N 11.0 3 1.8 5.4
282 Al @=12) 27%) (26%) (28%) (329%)
e 15.1 58 2.9 3.8
3% AW-L1E (0=59) (30%) (54%) (53%) (53%)
N e 16.7 9% 4.1 2.1
12-178, (0=36) (24%) (44%) (46%) (53%)

a: 10mg/kg. H&AK600mg

(2) MR 2 HidT L 72/NEBBEIZ ) &) FHE R O RS th o3k
WEIREER AL & BRI ) A ) FIEEEIINT Y 25K E L BB
PEPEIZAETZICHNE L 2 WOUEHERE L e W S E DR ENT W B, INENEIEEH%
it % WEAT L 7z/NEERE (861,0.2~11.65%) 12V &1 F10mg/kg# 8HFH] &
EAZRAE R Lo & & ERIRERF IS B 2R ) A V) RO
c,mx’/yial;‘ggmﬁwﬁ + fE A 2 OVHERH) 13 N 2N5.84+2.77 ug/mL

(1.82~9.34 ug/mL) % U1.94+1.63ug/mL (0.335~4.62 4 g/mL) T -
7= WEAT—%).

16.2 DRUR (RRERLA)
VAV FiE, RS GER) BRI ISR S I ze e I i i
W3PS~ MR CRIE L. AR R 5138 100% T d - 72,
) AV FEERDGAEBNEZICES L & T3 55151 H A 52.2
FFRTIC BN, CoaddA917%B L7275, AUCIEZEIERHE S & Rk % R L
729 NEANT—%),

16.3 271 (RFERLA)
DA FiE, & MCBWTERPIRFHEFIER 20 Lz )R F
DB G A ZITH31% T 0.1~100 g g/mLOJEFFAIZ 3\ T —E %R
L7z0 EHARERE O AR RN AIZB W CFE40~50LTHh - 720
BEFRER BT, U A FOMER R & S h g o six1.2: 1,
TR & IR EE130.55 1 1 TdH - 7228100 (BEAF— %),

16.4 {3
YA Rl BRI TERIZEVERY) YBEOBRLIZ L ) EVRY VB
2O N2 R S . 73 7 = b R UEERAHY (A) RO
eraX sy oRE B) 2AEKT 5. REWBI. in vitroik
BROFER LY . EREEMBLSIC L VKT A D EZ HNBY,

16.5 HEtt (REERA)
BNV T TR VAV FOEE )T T ADKS% % DT E
IR TR, G REOH30% ) 4~ F & LT, 40%0#mBE LT,
10%25RHWA L L CRPICHRES N2 VA OB YT I v A (GF
40mL/min) 1354 BRE A BHEE L D B RME IS B 2 FIIN O EE
PEAVRIE S 720 FHIIZY 2V FELTRIZE A SRS, K55
DFICWBHHWBE LT 3% MUHIA & LTS iz,
U3 FOHEMEINAE- T, 207 T 2 ZShTh RISz,
Fo. HGERPEIMNT 210 VAV FOB 2 YT 5 v ARDEN )
7T Y ZEDENIET L2 B ol g w2 bida sz o
729 GHEAT—4),

16.7 EMIBE(ER

16.7.1 F b7 O—LP4S0ICE W KRB E h 3%y
Y&V Rige bF b7 a—24P450 (CYP) 12k hiitshzawvwiEz on,
v FCYPI1A2, 2C9. 2C19. 2D6. 2El. 3A4DEMEEHEL h > 72 ) A&
V) RS, EICCYP2COZ ko TR E NS (S) -IVvT7 7Y~
DOIYEREZ 1T & A LB SR Do T2,
VARV Rk, BERR (5 8) 2B W TCYPEFEL 2o 7214719,

16.7.2 EME (BERA)

(1) 7APLAF L )RV FIET X b Lo+ 2 08EYEEEL, PRS-
WX WEALL o727 (BHEIANT—% ),

Q) rrs<Avy R FLRT Y s~ A vy OEYEEL, %S
WZEDE L o 72® WHEAT—% )0

17. BRERRKIE

17.1 HMRURLMICET 2558

(Nav 4o UBERE (VRE) BEZE)

17.1.1 BHE MAEER
VREEHAED 2 W IIVREEIIEDS S DN AN BB R E LT, {EGHIL
FER B B O ETESH 2 B FERIAN DY ) B 2 3% 512 &k - T, mHE (600mgl H
2[]) LK (200mgl H2[™) % iy 2 /e AL Mk — EE MR (%
5HIH7~28H) #4772,
ZORER (FEHFHA §:57H 5 WIZERF D 5 SEFRINOY ) B 2 % w723 ER)
B AHEMRIILTOEB) THD,

DESVURN e

L 3iie 600mg1 F 2] LH2m

n/N (%) /N (%)
VREHeiE 39/58 (67) 24/46 (52)
JEGIEANE O T IfiE 5/10 (50) 2/7 (29)
BEM - BRI AR e 9/13 (69) 5/5 (100)
R S 12/19 (63) 12/20 (60)
Jiti 9% 2/3 (67) 0/1 (0)
Z DM 1EGesED 11/13 (85) 5/13 (39)

a : Enterococcus faecium. Enterococcus faecalis® ()t Enterococcus faecium D &) o
IR & OF R EIL. 600megtk G- B B HE. faccium |\ & B &G i B 38/57
(66.7%) E.faecalis\= & 2 G = 3/4 (75%) . 200mgh 5512 B BE. faecium |2
£ B IEYE B H 124/45 (53.3%) . E. faccalis\= & B IEGIEEH0/2 (0.0%) ThHotz (—
Ty MRIRREIC L B BEEEHE L E D)o

CRFERER L) A7) F200mg

ot DRSS, IR WE, RPEETE, ARG, B & 7 — 7 OVICBEE L 722 G E 7%

EOERESE TN D,

09 B, W% £ ) VREBYSE 2K 3 2 A8, 600mgl H 2[4 5-T
59% (10/17). 200mgl H2[I4%5-T29% (4/14) Td -7z,

o



A (600mgl H2[M) #5812 81 % L&A KEI7960% . BIfEH O
FEHUREBNZ208 (25.3%) T o720 FDF7% b DI, MM 3 (3.8%) .
FHEIEE2B) (2.5%) . WEH261 (2.5%) K OFB26) (2.5%) % Tdh o727,
) AF OKBNEL, 1M600mg% 12850 & 2 1285 (7275 L, 128 kil /NE I i21m
10mg/kg % 8§ = & 12#%5-)

(XAFIUCMMEE T NUEKE (MRSA) BEEE)

17.1.2 ENE THEHER
MRSAJEHAE D 2\ IEMRSAEHAEAFE DI D N EE Z RS L LT, g5
DB EEHINOY) Y Bz P G- 2 HE L L 7B SR (e 5 7~28H) 2175720
BHRTEEOHIRIIUTOEB) TH b,

n/N (%))
35ed
BGAHET g

Wit fie 4/9
BRAETE B R GIE 11
PRI R S 2/3
AWM - B R O TFARTAI 0 kg 11/14 (78.6%)
i & 21/35 (60.0%)

LA R AT SR BI10060 . BIVEH O ZEBUERNZE56] (55.0%) Thorze €
DE 7 S O MR AHELIF (19.0%)  E 111361 (13.0%)  FH#110%1 (10.0%)
PRI AETH) (7.0%) KOS+ U7 AMETH] (7.0%) % Cd o727,

18. ZewhEIE

18.1 fEFRA#RF
YAV R R Y — A LS L BTGB OTOSHIG AR O TE B %
Wiy, MEOEAGREHET 2. —H. KV —L2DMHED LV IETF
FREGOEBILIES T, MEHBT Rk OPIHE L B2 52,

18.2 HME{EH

18.2.1 HiFEH
VA Fidoyax A 2 VidtkERRE (VRE) RO2F20) Vigtk#E®R 7 <
TIERE (MRSA) 12 L CTHIR N2 E T 50 HAR, KRER ORI TEES 7z
RERIZ BT BMEC. VRE (Enterococcus faecium, Enterococcus faecalis)
JOMRSAIZA 351 %) FOMICwftiid, 311 d =4 ug/mL (Clinical
and Laboratory Standards Institute (CLSI) OEi#EEIZ#ES L) TH o7z,
% 3. Enterococcus faecalis\ZEEIRIEEA A 720, BISIFCTH 542,

18.2.2 BESMHER G AR VHIEERE
VRE K O'MRSAD 9 6 ARHNEZ R & 5 5 B oalgik: - HeEkidEix, CLSIO
TR 215, [5.150H]

VR R ORI R e

ISP S
S T*ﬂiizb:l%ﬁd@éﬁ@ﬂ; T4 A7 YRR X BRI
% (ug/mL) % (mm)
S I R S I R
Enterococcus spp. =2 4 =8 =23 21-22 =20
Staphylococcus spp. =4 - =8 =21 - =20

ASETEL T SRR, R OEME

18.3 M4

18.3.1 VREX U'MRSAIZxF LCy VA V'Y F & BEAFOBURSE & ORI
PO L 2,

18.3.2 In vitroik B (2 B \» T, Staphylococcus aureus . OStaphylococcus
ep1derm1d15 B D EKRBEEROBEEIZIO~10"TH - 720 Tz, 3
Fil o> B w0 MUK 21T K 2 BB 4 15 3 BR S BV B Enterococcus
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A 5>64 u g/mLIZEZTEDIT 257850 65 72%),
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sk 20124E10 23T (55170
#*20124F 1 HGET

B R =R
fERHARR « JME IR
BIZE, WMAZEER EE - EMSOLTE IV HHTsZ L

JUaAXRTF RRIEYERH
R YV 200mg
TARGOCID*

FA DTS UEF|

AAEAE R a0 75
876119

#F5 | 21800AMX10418
FAMPGR | 20065E12H
Waehits | 19984E 7 H

FERFAMAS R | 20044F 9 A
TRRARER | 20104E12)]
M| 2003451 H
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B2 (RDBEICEBELEVNI E) ]
AHN DR U BEOE OO H 5 B

[ FRIZE (ROBEICEBELAVWEEEET
B SECDEETHIEAICEEICHES5TEIE) ]

L7373y FRVUAEWE., X7F FREY
gy a~ A ¥ IS L EoE O BEAE
»H5HEE

2.7 3773y FRIUAEWE. XTF FRIEYD
BINva~< A v YEIC X AHEEZE oo
HEE D B 5 B

[ #ER% - 1K )

1. $HRE
W % 4 HSHH 7 T3 v F200mg
el - o e -
(134 7 i) ARTF4 275 =>200mg (Jifil)
womow SEaRAbAl, pHaN i

2. A DMK

AHNE, AR LD L 7R THAEW B ®
~REALDOEG TN I KT, EHHAKIE
L7 OpHE R BRI TREDOE B ) TH %o

=3 B 200mg (JJfili) / 3 mL
w OO TESTHK
pH 79~78
%9 It F 1 CEEARCET 510

[ #hEEXR(3%HR ]

(EICETE)

FANZENED A F ) Vi tEE 7 N7 KK (MRSA)
(EREE)

WA GRAEVE R R IR E, 1B VENR B RE. AME - Bt
B TP EN S O R IE S Wige. MM, A8 Pk 250
PADRRINE S

[ AERUVHAE ]

MWH. WAICIZTFA 375 =& LCTHH400mg (F11il)
N1x800mg (JIfili) % 2 M4y, B 1 H 1 [200mg (F)
fili) X1x400mg (Jiflli) % 3045Lh b2 Tt s %,
WOIMAE (2 1k, B H800mg (Jfili) % 2 W2, Bk 1
M 1 [[400mg (J3fli) %304 LA B2 CRliisEEs %,
ﬁﬁbﬂﬁ\@%1@¢%Kﬁ?4jfﬁlykbfmmg

069B3

(i) /kg% 12K B fIFE < 3 [l LA#% 6 ~10mg (Jufili) /kg
(W ILSEE 7 & o e &G E T3 10mg (M) /kg) % 248%
2 L2305 D T CRTEFNET %0 720 FrAlE (K
WAKERZEL) IEFA4a 5=y LTHREO M
16mg (Jifili) /kg%. Lh# 8 mg (JIflfi) /kg# 2405 [ & &
123058 DA A ) TR EHET B o

B, AEH, ARE, ERICE D EERRT 5.
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Al-P, y-GTP. #®E VUV E V%D L5, #
ERHLDLNDE I EDRHLDOT, I
WA ZAT S 7 EBIEE T2 v, BEDs
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LA ORFZETH I, IHRTOHRSICET S

BAEVEEHMET. L T e, ]

2R WAT OB HEG LI EREF L

WA, R TR TALA IR T XS
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Y. o RVZF VLT a— VAL AGRIE ST T
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BERACHTZHENNEFT AT VRE
(FHEEERZE. n=5)
(ug/mL)

100+
—o— 2 mg/kg

—— 4 mg/kg

it —0— 8 mg/kg
e
it
i 3
0.1
T T T T T
0 24 48 72 96
[(55))
(2B

AR (A1H B ~106%) 12 L TIEAAIIOmg/ kg% 12
B RIS C 3 1. DAR10mg/kg % 2485 ] & & 12 i
BHE L. BAEY (4 Hi~93H#) (kLTI
D H16mg/kgZ . LL#k 8 mg/kg% 24HE [ = & 2 253k
B L 2B o i g 2 1 E L 7z

IR PR
BIE [ (ug/mL) | BB | B (ug/mL)
3HH 125 15.2
A4 4HH 7 122 9 14.7
7HH 13.1 17.8
ﬁ(r&‘figfé% é l;%ﬁa‘ﬂlﬁ 8 359 9 390

# L O3H ORI AR AEIR 2 &

B BHEEEERE GEAOT—4%)7
BRERE E B E I 3me/kgD T4 I T T = v RS
L7z& &, &5 %000 o M %E b B AR A & 72
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WER G EORESLETH S,
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v \4
(CAPD&EH)

IVTF=PTT/A
Cer (mL/min)
iiiEasin
Vdgs (L/kg)
EHIVT T VA
CLt (mL/min)

103.0+24 | 457+115| 168+32 | 69+23 =2

084+0.17 [ 094+0.22 | 0.99+0.18 | 1.01 £0.33 | 1.00 = 0.22

181+34 | 103=21 | 102+23 | 63+16 | 56+20
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TORPHEERIE RS- 046~54% TH - 720 8mg/kg
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Tmax (hr) 0.53 0.88
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RN T A—FIZEIDEBDTH oz, BHEENIER
IR SR EBRAERERE TIIE /T A=Y T
BThD, HEE-SEBHEERFER T, BHEE
HHEHZEE L TCmin, T, AUCex/AKZ< . CLtot
W3NS o, (BIFRETE=S 1 27 QIESHE)



NAND Y xR 25me 75me*100me - 200me

(ug/mL)
25
-8-Ccr=80mL/min (n=10)
2-50=Ccr<80mL/min (n=3)
20 .
& Cer<50mL/min (n=4)
i (Mean+S.D.)

12 18 24
i

30 36 42
L

48 (hr)

3 200mg (JIfifi) 307> il Ui (HilEI#5) L7z
L E DM hREHER (BHEREIC X 2 ERI)
£3 BECBILBEHENDOENTE/NT A -5

. B B HRRIREE | PE -
%X%ﬁgglg Cer=80 50=Ccr<80 |fEREE Cer<50
(mL/min) —
n (n=3) (n=4)
Tmax (hr) 0.47+£0.08 |[10| 0.42%0.00 0.50%0.09
Cmax (tg/mL) 15.2+5.7 |10 14.8+2.4 19.8+3.7
Cmin ( 1g/mL) 0.3+0.4 |10{ 0.2%£0.3 3.9+1.1
T (hr) 3.01%£2.67 5| 3.95%+2.32 | 16.82%6.02
Vdss (L/man) 14.6+4.3 | 5| 15.9+3.9 15.7+3.5
CLtot (L/hr/man) |3.71£1.31|5| 3.30%+1.06 0.70+0. 14
AUCo-24 (ug+hr/nL) | 58.6+£22.5|5| 62.9+£18.0 | 188.8+24.0
(Mean=+S.D.)

@100mg (F2ffli) 1 EFREAIEERES

TR RR R B OB M RE PR AR 0D 7 5 FB 1T AR 100mg ()
i) 2 1 R s ERE L & 2h, MEOBREITNUCT

TV DEENED 5Nz (F4).
x4 RERAKROCBEHEERERFICBIT S
EYBREIN T A —%

AR (= 5N B Re e R
(mL/min) Cer100 50=Ccr<<70 | 30=Ccr<50
T} B (hr) 2.46%0.40] 2.91+1.20 | 4.85%1.63
Vd g3 (L/man) 19.12+4.20] 16.05+2. 34 | 15.74+3. 44
CLtot (L/hr/man) | 5.40+0.31| 4.10£1.03 | 2.35+0.51
AUCo~(11g-hr/mL) | 18.56+1.04| 25.51£6.72 | 43.85+8.63

(Mean=*S.D., n=3)
£z, VL T7FZ2 - U T T A (Cer) BH0A D H
H D24 E TR HEERIZ56. 9% TCerAt100 D fEFE
A DZINF0. 3% THENICHEERENS L /BRDHITD
. R PR OB IEGE D 5Nz,
@9t
NEBHEE”
SEEENTEICKOBIE L2 MITEEA & O ARIZ S ~
20 ng/mLDPEEEEIFH T 3 ~12% Td > /= (in vitro) »
DR - HBNEE
OERPIRES
12 Pk SE R YE BB IS A K 100mg (F14fh) 2 siidsi: L7z
EEDWERTIBE DR EEIZL. 156~1.32 ng/nLz R L7z,
QREKHPIRE 1D
MG R 6 BB AR 1T A A 75 mg (OI) 2 il E L 2 & E D&
B g K AR 120. 36~5. 29 ng/mLTH o 7=,
Q@REHIRE'?
JHE F4l7 BEFITAFI 75 me (F1{) Z2FivE L7z & E DT
FRR S 2 IR R RR I A R fiEO. 67 ng/mLE /R U Tz,
(1
PRAICHIETE BT D STz,
(A~
A #Jopokior U THEIBI DM EN D, fHER N ITAH]

200mg (F7fiti) 2 1 RfRLRRERE (IRl G) Lc & &, 524
K = TORP M HRITHRI0% Th o7z, Ez. 75mg (F11fh)
X1Z100mg 7filf) 245 Lz & &, %5 8Kk TORPHE
IMERII R T70~80% . Wik THT0% TH o /e,
GMPREE=F I >T
T2/ RRFUEDEICK SRR REE ORI,
e MR (B — 2 ) & % WK i CRER G E
A MREITEWEZREOERTIEEREL RS ENDNT
BY, FIZAFOHEE, RARMHERED 2 png/mLLL kA
DIREND L5 8 IMthER ST LB R E R EDERIENA R E <
RALFAGREND S, £z, REMAREIIEDEERLTS
0. AFITIR. TORENZBERITI~20ng/mMEEZ SN
TWwa,
FRCHTAER, (RHAKRER, @imdE kR ERGEH TI#E
YrzfERCREIMFIRE (A, A) EREmHEE B, B) %
HEL. RELEEEZRTHEICE. KEHRGIODREES
BERREHETD I EMEEL 0, BIAIE. BREICEVR
EIMAFREIMEDREINTW2 53R GEEZHEL. B
IR W AR AR E R O IR S 1T\ B 5813 3% 5[ 2 15
Ry onllieiro.

S EE U i [i/iea
A | A
1 I
i i
<3 i3
C C
B B’
(CS i) (RF D)

A ETEEHER TR A BiER30~5040 B, B KIEFR AR

(BE PR B #&]
(MNRAS 2 EGHROFEREG RO/ NIESENRFOERFRER T

0)52*§14~16)
MRSARSEAE I B B EE R RIE, B e (I IRE D 5E Wy 1
BlaET) 1Tk LT 5 FIH 4 Fl, BRIk LTI+ 9 Filic
B THo7z,
NEHENDIRS
F R (705 LA ) OMRSARKYYIEC 31T 2 B R0 F 3 AR
JiE R Nl 212 xt LT 7 il 5 BlICHZI Th o 7=,
2)NEADIRS
/NYE (167% ATits) OMRSAREGYAE 12 330 B i PR 2N SR VX B i i
(BILAE DEEVY 1 B 23 80) e Oifize izt LT 8 filF 5 i
B THo7-.
2181 E%5TORKIE
1) BRPREEIE A ER>
i AN OMRSARGYIE 12 BV 2 BB Tid, iRicxL T
4B L0BIICEZI ThH o 7=,
D EFERARIERE(EE)'"
BT, WU U CLOBI 1741, Bfi 2812kt L T 784l
63BN HEZN T > /2.
/N (155 T, BUME ISR LT 2 Bl 1, fiigic
HLUTLIHHF 1IHICENTH > .

(EXIE$:)!
(1 E{ER 5 ~22
DAF U Uit ET R UEKE (MRSA) 12k L THRWHIE
hEHEL. 727032 RRFEPEOH TROEN
bW ERLU 7z,
2)MRSADMEAT 2 EMMORNEERICH L TRETH> k.



NAND Y EGHE25me 75me+100me - 200me

IRV AIZTZARAT 7 I FEfh U TRAP SRR 2 (X
T B EBRIMRSABEGYE I U TENZBHHZIRZ R
U7zo &7z, MRSAIZE BRI~ U A S FIRE I LT
HENTZHDRZRL T,

(2 EIEF e v

MRSAD < 7 A 7 s J AL AR T 78 A5l B O PR 1513

RO 5NN T, HERAHRAE A K 2 RUBRE N

BB TIIMICO LR RA SN ENS. BIRICBT S

MR FEB D ATREMEII T E T E 780,

(S F Rt >
MEOEBHERZHET S Z L ICKOHEEHZRL, 20D
TEMRENTDH %,

(B35 ICEAT S IB{EFV31R ]
TN UHBEIIHAOM K TH 5.
RIS THEIT T <, T/ —)1(99.5) 121F
EAEBTIRN,
—f&% : IV R Arbekacin Sulfate
B¢ & :ABK
L% 4 : 3- Amino-3-deoxy- a-p-glucopyranosyl-(1—6)-[2, 6-

M oK

diamino-2, 3, 4, 6 -tetradeoxy— a-D-erythro—
hexopyranosyl-(1—4)]-1-N-[(2S) -4-amino-2—
hydroxybutanoyl]-2-deoxy-D-streptamine sulfate
C22HuN6O10 + xH2S04 (x=2— 2%)

552. 62 (Jo72 L iR 5E)

a2FR
DFE:
BEx :

NHz H

H:N
xH:SO(x=2-2%)

SECARE : (logo 1-F 2%/ —)VE/KiE. 20£5C)
pH2.0~10.0
<-3.0

(=
NI RS 25mg
17 > 7)L0. smLH
NI R 75mg
17 > )V1. 5nLH
INNT) 2 2 PESHR100mg
1727 2nLH
NN 1S 200mg
17>V 4nli 200mg (F7f) & A

=]
25mg (M) &/ 107 >
7omg O &4/ 107 >V
100mg (W) &F 107 > 7 )b

107 > 7

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
k% 17)
18)
19)
20)
21)

22)
23)
24)
25)

(£ E k]

F % 4§ —iF7» : Jpn.]. Antibiot., 47(6) : 676, 1994
II{ERE 2 8i1F 7 : Chemotherapy, 34(S-1) : 117, 1986
4 #E) : Chemotherapy, 34(S-1) : 104, 1986
W B MiFEd « B RET M, 51(2) @ 91, 2003
AT E BHEA © HARLSEEE AR M, 56(3) @ 299, 2008
2N S # BiED ¢ Jpn. ]. Antibiot., 42(1) : 200, 1989
= & %& HIE) : Jpn.]. Antibiot., 40(2) : 357, 1987
& B F5 #EI1F7) : Chemotherapy, 34(S-1) : 317, 1986
& M £ iEiE7 . Chemotherapy, 34(S-1) : 332, 1986
H ' 7K 51F : Chemotherapy, 34 (S-1) : 583, 1986
ROR FEIE A o SR YA, 14(11) @ 7115, 1986
i B& 221375 : Chemotherapy, 34(S-1) : 575, 1986
HBK® b MRHRH Y O (ENERD
1 H S —1FH : Chemotherapy, 35(3) : 213, 1987
Yo A WED AL OmEEL, 4(7) 1381, 1988
i B ANEA : Jpn. . Antibiot., 47(1) : 57, 1994
B {2 TDMEFSE, 27(2) : 55, 2010
M A F1F2 © Chemotherapy, 36(4) : 289, 1988
H O # —1E) : Chemotherapy, 35(6) : 476, 1987
A K8 % —1Z2 : Jpn.]. Antibiot., 41 (5) : 523, 1988
Arbekacin® LRI A F U Vit T R o BB GAE 1250
ANV GENERL
VE 3 HEEEEN - Jpn. ]. Antibiot., 40(2) : 349, 1987
MRSADHBKIZ X9 % il B N PRG35 (FENERD
HBKIZ X9 2 MRSADE RN S B RN &R
Tanaka, N.,ef al. : Antimicrob. Agents Chemother., 24 (5) :

797, 1983

(XA - HmiFERSHLEHhEEL]

FEEICEHHOAENERHIZDOEE L TH FRICTHERTFEI W,

Meiji Seika 7 7 LYk A4 < T OMK=E
T104-8002 HAEHHRXEFE2-4-16

71 =451 %I (0120) 093-396

i (03) 3273-3539
FAX (03) 3272-2438

* BEIIE T

Meiji Seika 7Ltk &1t

RABPREXEAE 2-4-16

069FQ4

767

H-HKAN



WATSCE (

ra

)

20XX 4 XX AET (5 XM (BRI BZEF)
20204F 12 H 2T (BB 1UR)

B 2~8°C

BRYRRTF KR

BRI XEFEZZIRT 5 L,

BAEEERDEES

876119

AOEME 34 " g ARES [22300AMX00604000
mAEME A BRREMA | 20114°9)]
AT T Ay

:“\"-' a E > >®§$5$Fﬁ350 mg

CUBICIN® IV 350 mg

pulyrE AVsE U - Sl LTI O upE
KXY ERTLIE

2.ER (ROEFIZIXH/RELEWNI L)
ARHN DL ST LIRBUE DBEERE D & %

3. fERL - Ik

3.1 fAmk
IRt 4 ¥ = BV UNEE MR350 mg
D% BT h~A v

7 350 mg
(RSB ORI A BEIZAIL, 131 T v
H1367.5 mg & ie,)

& MsD
LA - EBOZRBEE

WH L, RAICIZE T b~ A vk LA 1[E4 mgkg %24
B[R] & 123043 20 TR U3 ARAR IS FR AR L A9
Do
CINR
B4 I fiE
WE, AT~ AL LTUUF OEROH &IV
532,

i HELOHE

125 L4 FASEEARTE |15 10817 mg/kg % 24K 2 L 123053 M1
AR R

Trgll B12s% A0 |1 H 1819 mg/kg % 245 = & 12305 2T
AR R
1% P BT A 1 B 15112 mg/kg % 2485 = & 126045 i)

TR

AN KEgkF RV UL (pH ARSI
3.2 "E DK
IRt 4 ¥ = BV U8 EE MR350 mg
palbicd 10 mL 3o 7 /v (H[EH)
pH 4.0~5.0
ZFEIEH 1 CEEARRCRT 50
PEIR RS U 72 0 B~ I8 . O BT

KR R

4. PEERIHR
CGEISEE)
AT ADVICREDAF Y UEEET FORE
(MRSA)

CGEISED
BUE, BEMOAREX. REMRERRE. /M5 - BM5
RUFMRIFOZRER, VoA - BHEODZRER

5 MEERIIHHRICEEET BEE

(Ghee£a@)

51 REIOFERIZH 72> Tk, MHEEOHREZLE =0,
JFAIE LCTHOPREIRE RE 7 b~ A v x5 8%
PEARFEGRT 5 2 &, [1825/M]

5.2 AKFNIMRITHEA Lz &, KFNIHY—7 727 2
MIfEA L, RiEHE LS5,

(REMDRNIER)

5.3 A D DRIBIMELNIRRIZOIRER TS Z &, A
RO AIESR I LT, BN TOM AR R <
WA THAEDETRD SN TR, £, NG,
MO PIER I 2 BRI R ORI R ST
AN

6. AiERUVHAE

CRRAY

BUIE ., BRI MR &
WH L, RAICIZE T b~ A v & LTLA1[E6 mgkg %24
B[R] & 123043 20 TRl SUIARAR IS AR A9
I

BEMRERRE. 5 - MERUERASO - REL, U

REMRERRE. MG - BERUVFHEIFO-RERE. U
bh - BBEDZRESR
W, X7 AL UTUTOREROH BRI
59 %,

i MELOHE

125 0L FASEEARTE |15 10815 mg/kg % 24K 2 L 12305 M1
AR R

Trgll B12s% A0 |1 H 1817 mg/kg % 245 & & 12300 27
AR R

25 UL BT A 1 H 1519 mg/kg % 245 = L 12605y )37
AR R

1% LA 2R Al 1 B 15110 mg/kg % 2485 = & 126045 i)

TR

7. BERUVAEICHET 3R

71 X7 h~A VU ECEB TSNS 20, MiEENT
TG TANELENT (CAPD) 2% 1F CWHHBE LS
TS RER E O A BE TIE, FREZ HRIZAAI O S
MR ZREIT 252 & DNROBEREEE RS T 28
FIfrbh T, [9.2.1, 922, 16.6.1 K]

. SBRE- IR (BRA)
i VRV R IIE, 1
(CL.) BULE 55 - B R ONT A
(mL/n“l‘m) ML | O IR, VB A -
T D — Pk
- 30 11516 mg/kgs 24 |11514 mg/kg % 245 &
~ R L L
<30
(MIEBEHTT L (11816 mg/kgZ 48 | 1[0]4 mg/kg % 48HERH] =
CAPDZ T (R & L
2 EEEEL)

AR S | MR I RGBT AR A R 55 T L 3
FITH L

-1 -

C confidential
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WSCE (%)

T2ARFNE, 1 H 2B EERS Lz &, #AE 1AL OE
MAERRBRIZIWT 1 B 2 [LL RS L24A, i CK
2 L& LTz,

7.3 77 AEMERHEEEDRABE LK I NESE, XX
IRA R B 5 A T AR & #Y) 22 3850 2 0 LT
BREATH Z &y BT h~A N30T LGRS L
TORPHEEEEZAT S,

8. EEREARMEE

8.1 AAIDFEHIZH - > TiE, MHEREOHREELE 720,
WDOZLIZEETDHI L,

8.1.1 JEYLE DIRIFIC 4 72 ik & BRBR & Re o [E Rl UL 2
BEOLETITH Z L,

8.1.2 & 5 WIRIIE Y EBAL, FEAEFE , B OIEIREZ S E L,

DML (0.045 pug/mL, FitHHRE /M T R 0.12%)
TRBATT 5 Z s anizn,

9.7 INR
VAR O/NEEE ~OF G HER SN2, LR o/
WEBFENRE LEAEIER VL2 ZEE L LR
BRI FENE L TR, UEARmO/NNRIZH Y35 B0
BrAEWRA X2 AR, IEAREo/NNRICE N TT
TSNS i FE ORGP T RIEIE D B D G & O
BWEAL BN, [1528H]

9.8 EhE
—fRENAEFRERENME T LT 5, CLe>30 mL/min @&
W CIE &P EII L ZE R0,

10. #HE{ERA
10.2 HtAEE BHARICEET S L)

AN & AR - YT | B - SEBRIN T

WY 7RIS ARAI ORG-S MLE D HE L, RIRO
BRELERRE/NREOHMOEGIZEEDDZ L,
[17.1.1-17.1.7 /]

82 AHKIE G HIZ, CK EFANHESNTNDHDT, LLTFOMA
IZOWTHoEET L &, [9.1.1, 92.1, 922, 102,
17.1.1-17.1.4, 17.1.6. 17.1.7 &R

8.2.1 CK B Z # 5 MM i EMMc GE1ELLE) =41
VT HZLJRRAH D CK ER AR L BE TR
CKEZFIZHEREICE=2 Y v 7+ 5H T &,

8.2.2 CKfiEiA3 1,000 U/L (FEYEME EIROK 5 6%) &8 2 R AR
B D I AT — O E SUTIER 2 m B H ., D VILE
RITZ20 DY CKAEAS 2,000 U/L (GEUERE EIROK) 10 f5) %

HMG-CoA & Tl | A A & O HMG-CoA |

FIAEFH] TR FHLE R & OF
(825 ] A L7586 CKS E5-
TEHEBENRH S Z

b ARSI
B OIEADOIRIE
EEETHIE, IR
B D IRH) % HiERR X
IO Lz B T,
CKEZHEREIcE=4
Vo 7352k,

A8 2D W RN E R LT BA T, AR5 % fik+
HT E,

83 KAk D av s, TH7 4 T7F% —DRAEEMEIC
THTE D HERRNOT, ROFEZ EHZ &, [11.1.1
£ ]

8.3.1 HANCHMEREEIC O W TRl a1 o 2 &, 2k,
MBS L AT VAR — I TR TS 2 &,
83 2WHITHL Tk MY a v 7 EITHT D REMLED &

NHHEfE LT Z &,

8.3.3 MM ED LA TR GBI SRR THE T, £2,
HIRNER OBA TR G- THL LIESL < oM, B
TFOREICRI-E, +oRBlE%21To 2 L, R, #&
SRRMAEZIIFERER BRI L,

9. BENERZEITHEZICHTIEE

9.1 GHHE - MERFOHDHESE

9.1.18TAEIC HMG-CoA BB REER 2 ALV - EF
CK 2 #5- WM ik E GA1EILLE) X0 EIZHEENC
E=X VT THIE, [82BH]

9.2 BieEEEE

(CLer 30 mL/min RGN A EE (MMKBEHXIE CAPD 22

TTWHEEEED))

921 AF OB G MEEZREST 52 & E5MRZMRE T 54
ERd 5720, BEEZHERICE=X ) 7 FT5Z &,
CK fE % ¥ 5- W dmeE GE 1= E) X0 b EIZHE
WZE=X V7 T2 8, [7.1, 82, 16.6.1 2]

{CLer 30 mL/min L LD AEE)

9.2 2 BHREAMRIICE=FX VY 7/ +5 2 &, CKIfi%E &5
MHiEs A 1 ELLE) X S FEICHEBcE=2 D >
Iz k. [7.1, 82, 16.6.1 &[]

1. ElEHA
WORBWERN S B b Z LN D DT BEE 43TIT\V,
BERRO LN HEAIREE2 R IET 57 Sl e g &
1TH2 &,
1.1 EXLEIEA
1M11>3vy BEERA). 7774145 F 20— (09%)
[8.3 & ]
1112 A ARERBERARE (FHERP)
11.1.3 B RARE (B AR H9)
WWE. B, CK fE EA. MR ORFIA T m ey
EAPRDLNTGE L, FEERIET 572 S e
BEITHZ L,
11.1.4 SFEEER M2 (B A7)
AFE G2~ %, SR, IR HEMEEMER N, VEA
MERRRE 2 0 O FRERIERT R S ShTunbd, Zhbo
SR D S DB IR, HEE2hIEL, 25 R
T uA RRESOMY)EEZITH 2 L,
MA5 KW= 12— O/ F— GEERH)
AFN e H o R PE = = — 11 ST — D 1% K OVE R (v
BToz k.
1.1.6 BF L (BEETH)
BAREZEOEERBTREENRL LONDZ ERH D,
1M1.1.7 BIEE XL GEERH)
PAIEMER G RN BRI T= 0 | MEEZBIN 72 SN AT,
AFNOF G IESUTHE Y R EEZET D &, BIFEEXR
BRIE, X7 h~A o2 ERIFIET R TOHEEDMHEH
Ik vHEEhTWD,

1.2 ZHOEIER

0.5 1R 1~10% BB
: TR X W B
KER U REIR L TV 5 B O B I L, R Bl | i
BB EREE B 5 LIS D BAICOREE TS B
- RO ﬁm\?ﬁm%wﬁ\ﬂ
o , R T e < R
VRS v MEBWT, 47 b A Vo R BT 52 i Bk .
PR RS S PR 0% A, EAREA. &
0.6 123 ° L GREE
R LA R ORISR O AR A B L, o IIEEE N/
BRI AT AL, b FRLEA~Y T g o AR R BREE FEMED 0, BER. 85
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WSCE (%)

R, R R LR

B R ORE R [EIHAPESD F 1

fE

Do R PR

7 FE i, ARfE, A

HBEE | TR THALRRT M, sk,
S NI R I
gz, (AL, EOL. THAL
TR

i HELE A R FH

%5 e 605 R,
AN ATIRER S (i
e S SRR

£
B Rk OBz | Mm%
i ﬁl‘T:‘:lE“—-

VAR, R, B
. BHAR

iy

R OYR e

A GRS O i 4
Ll

EHEEL | FER
(O &R
BRAE

ESIRE TEFHEALLOG |
W KT, MR E

i R AR A R A 2w (AST|Lh 27 L7 F = k&7,
5. ALT L&, INRESHN, LDHES-, 7
AP LS | MRS e N e o B URERER
WA, CKES, |4 ee s kA,
ko R IAZaer k5

12. BRRBREHERICRIFTEE

121 B AT o o R 7T 2AF UK E AV HE
IZBWT, 7 M~ A 2 Ol o RS BRI+
SEVEE. BT b RERANAOAEERT 0 b
E VR (PT) JER K OEEEAEAEL (INR) #0237
LENDLTERDHD, BETHIBZM o R RT T AT
REL LT b~ VU OMEERIIC LD A2 Eo PT
FER KOV INR NI, ¥ 7 h~ A 2 oMl pEEE AN
Z Z7HHET PT X% INR BREHAORE 28T 25 Z L1
Xt R/NRICTE S, LL, T 7ETHH
HAEAZ 5| & T alRetEn -+ d 5,

AFF G HIZ PT XUE INR BAEFIZEWEAITE, LT
IO ZENEE LU,

12.1.1 2 [ B LB O ARSI S8R (N7 7)) IZ8Mm L, PT
iE INR OFHi & k0 X9, kT Z7HED PT ik INR 2
FRID LEFEICH WSS tho TR L S PT XU
INR OFHi & i35 2 &

12.1.2 PT X% INR OBE &E A 5 & Z -t OJF K 220
TR 5 2 &,

122KF LD NVT 7 ) o 2GFRAT 258 ARAIE 55t
BEAMIYRLEEZ2E=2 ) /T 5 L,

13. BERS
13.1 &

AFNT, MIBENT (4R TR G BORI15%ERE) XTI
BT (48R TRI11%IR2) 12X W IEND IR ICkRE
Sha,

14. BRLDZFE

14.1 EFFARBDFE

14.1.1 KH| 1 XA T ZHE Tml DAEBEEFEZ D ->< Y
LINZ TR L. 50 mgmL OIEIR &+ 5, 728, AYH
EMA DT, IR SUIERRZ O A 7V L <R
Lo PIT, LLFOFIEICHE - TS 5,
o I 2RO RIS EHIT,

-3 .
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080PSX

o AEPLEMIIRT mL 23 TV DOREBEEZ O LR RN
Lo Y EFEATD,

e NAUTNED-L Y EEILANSH T REZ 4
I 55,

o WRRT D E TR0 MEET S,

o« HORID oL LS T EET,

o SEECHEIRL L BERT D,

14.1.2 FRNICEHARNES T 256, 14.1.1 OBKREEOEE
HEHT 5,

14.1.3 BHET D 5HA. 1411 OREZ S HICAEM SR
THR UMY 5,

1414 FRRBITESCIER T2 Z &, 2B, ST R
FalEeT 2846, REBAEL, |l (25°C) T
W12 RERILAN. T (2~8°C) Tl 48 REBILIAIZ A
T5HZ L,

14.2 EHREHOIEE
REMDR TN L HBLCHEB T 2 2 &,

14.3 EFREROFEE
ANRAZIE, RIS U T304 I 6043 23 TR EE L,
HIRNTESR L7222 &,

14.4 Bo&EMHE

14.4.1 RANTAEPEIEIR L OFLEE Y > 7 VIR & 13EL A FTRE T
»5,

14.4.2 7 RUBE &2 ETMARIR & ITRARE TH 2,

144 3BLAHEMEICOWTIHRONTZT —Z LRz, il
DIEFH 2[R — OB 7 A %38 L CRIRFICEA LN D
Lo MDIEHF % [F— DOIR 7 A > 2 BHEFEAT 256
IZiE, RAZBbEE - S RVERIE (R A TR
U U FNR) & ARFIOE G Fi%ICHIR 7 A NS 2
L,

15. ZDDEE
15.2 JEERERABRICE D < 1Bk
Ty MEOA XZBWT, X7 h~A U EHIZEI DB
MZFEBN I DA DR ONERE A TR D b
Rhotz, TOEGI, FEARRRTE BRSO 2 M T
BAEBREZEL, CK O LAZMHo Tz, BREEL K OB
THRMIERE 1 X389 B e o 7z, TRER PN L E ST
W~ OFEEITT T, Ty MW TREZ4HE N K&
VA XNZBWDTRIRZ 1A LN 584 FIE LT,
T v RO XIZRW T, RIEMRICZE (TR OZE TS
BRL, BENREILEZEI b o) BNAarbh, 2
DOEEIARF =LV bEHAETRD Nz, oL
YR ORERER 72 BT A X CRMIE L 7= & = A, FEEMIC
%61 A LANIZEIE LT,
THEEDNHTA X (R K OS5 D %6 2 B e A3 FL S0 VT L2 AE
W) \ZHF T v A w28 A MEEIRN 5 L7 BRI B0
T OB X & bl L TR g g R (50 mgkg/H ¢
Conax DHHRTHIL2) 55 KEGMARDOEMEN B BTz, &
T2 B R ERBEOFT RIS Z TEBOEEN A b,
ZNDOFTRIZ28 H R ORIEZ I BEIEME A 23580 b7,
AHERHAERA RIE T b~ A v &28HM (E%4~31
A) RS L7-RBRICI VT, S A X & el L TK
WIS IRFE R (25 mg/kg/H @ Co PHEEETRIL3) 25
A K YRR B A DT, S OFTRIZ28 H ok
HRIGITIXEIE Lz, 7235, 25 me/kg/ H % 5-BE o0 1 rp R RE 13,
EROILBICBWTFHEIN M REDOHBENTH-
72o [9.72 1]

16. EBpae
16.1 MmAEE
16.1.1 BEEI%RE (Ri#E##HE)
TEFRRANICE 7 hvA 22, 4, 6, 9K T2 mgkg 23057



WSCE (%)

M HE A RE L72BS & 7 b~ oA 2o o i v i B -
MR FHFE (AUCo.) KO METRE (Cu) 13 1F
EAEICHSI LT U, BERFE R (b)) o i
7 )7 72 (CL) RODAAER (Vo) X, ARICES
FTIFT—EThH-o72 (TREOFE]D,

R AC BT D57 M~ A 2 30 4y R s s R o 7
By iR OHER (F. n=6)

MIFPRE (g /mL)

F1 EERNCBITDZ T b~ A 30 o AAHEEHERO

16.1.3 REH’E (HiFEEE)

(A
R AICY 7 v~ A >, 6/ M0 mgkg Z1H1E7A
MIRKESFHHE LR, ¥ 7 h~A S 0EyEiEiTlss
Teraftly (HELAF) <. B (B5 P80 HEEKFHTH
S, X7 h~A v omifERREEL, BEieia3~5HH
TEFRREBICE L, KERGICEI2EEIETIZE A LR
DT, 4, 6 TN0 mgkg 512 X 5 AUC)24m 22 Y Cra
ORMRE (THB 1HEB) 13N 1.15~1.17%11.03
~1.08ThH -7z,

(MR

(1) ENE I #EEBR (0295K5%)
7T NGYEEREEIC & 2 B R « G LRI GIE D 1~ 1Ti% D
INREE BRI, T h<A 2 5~10 mgkg & 1H1E
KA S, RO T AR I X 2 MED1~17
WMO/NEBEETRIC, X7 b~A ¥ T~12mgkg % 1 H
1 A R L 722 O EE 2 FF M L 7=, ¥ 7 b~
AT DEWERE T A — X TEINVELIDEY THo
7=2,

#3 HANNRBEIZBIFLXT b~ A2 5~10 mgkg
%1 B 1 RESRREE Lo EiE T A —4

Y EHET A —X SEENHE ST A — 4
Jiik AUCo-" Conax” tint V4 CLY i L JEE AUG C CLss/
(mgke) | (ughrmL) (wgml) | () | (Ukg) | (miihrike) P R gy | AUChe | Co |2 ) VS CLssiut
, 202.8 26.4 74 ] 01087 | 1007 (mghg) | iy | ERTmD) | (pgmD) | (hn) | (mL) | (mhrke)
(188.0,218.9) | (23.8,293) |0.]0.0103)| (0.58) TN
A 457.4 58.0 9.1 01175 | 890 L7 | s 30 (13;62) (‘19;) y 05;)7412) (T;g) (;Z‘i)
(4234,494.1) | (522,645 10900156 (1.26) (N=3) ‘ ‘ ‘ ‘
) 728.1 83.8 102] 0.1212 | 820 TR 0 wia | sor | 3030 | 104
(674.7,785.6) (75.5,93.1) |(1.1)[(0.0098) | (0.74) 117% 7 30 ' ' :
, 998.8 113.5 9701262 | 892 (N=5) (143) | (5D | 0))C080) - (827)
(924.6,1079.0) | (102.0,126.2) |(1.0)| 0.0146)| (0.73) 2D
. 1434.8 155.4 9.4 | 0.1147 8.47 67 9 60 (:;16) (iié) ((ii) (1156()) (221619)
(132907, 1548.3) | (1400, 172.5) [(0.9) 0.0067) | (0.73) (N=3)
n=6 , lg5 574 917 | 494 | 1150 | 178
TSRV KOSV NG B [ E SR, SRV N & A R R A | 10 60 .1 ® 66) (0460) | @ éé)
L LIZIRANRET M K DR R (95%(5HE X ) (N=3) ) ) ) ’

TR (Vv v 7 A 7ikE AV CEER L AR R E)
§ BT (R )

16.1.2 HEHRS (BRMES R U SUEERE)
R AICE T b~ A v 6mgkg &7 B AL —/3—T10
FO R B AR N TR 33059 R SR EE L7 B, FRARNTES @
Couax 1T 3057 BT IC L~ LS55 E o 7228, AUC,
Coane XL 115 DM O IRYENHE R T A — X XFRIRE TH -
7= (32,

2 FERAICRIT D X7 h~A 2 6 mgkg & IR S
I 30 4y RS R L 2B O SR B HE X5 A — &

AUCo" Co' Coun” tint Vd CL$
(ghv/ml) | (ugmb) | (pgml) | (o) | (Ukg | (mUhrkg
RPNy 700 133 8.14 922 | 0115 8.60

R | (671,729) | (122,143) | (7.51,8.83) |(0.586)| (0.0103) | (0.690)

3047

e 690 882 7.76 925 | 0.117 8.72
;%(; (660,721) | (83.6,93.1) | (7.23,8.32) |(0.630)| (0.0115) | (0.758)
[

FIRPIIESHT 10R R 5 T L 72,

n=16

T AR O T DIRENRET A BT LT/ 5
S By OMEAEIXRA &2 WA L7, (95%(5 HH PXR)

TR (Vv v 7 T A 7ikE AV CEHR LR R 72)

§ BT (R )

C confidential

080PSX

B (RS

#4 HAEANNRBECBILXT b~ A2 7~12 mgkg
%1 B 1 FRESRREE LB ORYEiE T A —4

IR T A— S
- | AR
i FH P AUCo24nr | Cmax | tiz | Vss | CLss/wt
(mg/kg) (min) (ug-hr/mL) |(ng/mL)| (hr) | (mL) |(mL/hr/kg)

12557

5175% 7 30 422 94.0 |3.98 5110 16.6
(N=1)

T D
115% 9 30 599 73.1 |5.85|4010| 15.0
(N=1)

7L 977

2 AT 12 60 502F liO, 4.46%119207|  23.97
(N=2)

T n=1

(2) BNEVHEFR (0175:5)
77 AGVEEEIC X D EHEVE RS « WO MLRRIEIYE D1~ 17
WmO/NEBEE G, X7 h<A T 5~10mgkg #1H
1B S ST Lo B O EEZ MM L, 47 ~~
A U DEBTRE T A —Z IRKSOWEY TH 729 (HHE
ANT—4),




WSCE (%)

£S5 ENNERBZICBITLET b~ A v 5~10 mgkg
Z 1 B 1 EREAFEE LB ORYEIE T A —4
(BHE S Bl B AT

HERENT A —4
A fin i IE;;;:I{”P&; AUCo-24nr Crnax tin Vss CLss/wt
ST IH.

(mg/kg) (min) (ng'hr/mL)|(ug/mL) | (hr) | (mL) |(mL/hr/kg)
125% 0>
T;%z‘% s 2 34 764 | 7.1 |8200| 11.8
(N_"é) 67.9) | (6.75) | (0.9) |(3250)| (2.15)
Ti B
1175#% 7 30 543 924 | 68 |4470| 132
(N=2) T
2% D>
E’;&% 0 . 452 903 | 46 |2750| 208
(N;7> 93.1) | (14.0) | (0.8) | (832)| (429)
& D>
2:’;*; S 462 81.6 | 48 |1670| 23.1
(ﬁ:27> (138) | (20.7) | (0.6) | (446) | (5.43)

R (R )
=20 FAFEE

(3) B EIVHERER (00551E88)
T N UEREIC X D EIMIE D2~ 17O /NEBHE & % 5
W2, BT h~A 2 7~12 mgkg % 1B 1BIRE SR L
7B OFEMBREAZTHE L2, ¥ 7 M~ A v OFEYBE S
T A—=RFFR6DEY ThHh-7129 GEANT—4Z),

#6 ENNERBZIIBITLZT b~ A 7~12 mgkg
Z 1 B 1 [EIREAFEE LB ORYBIE T A —4
(BHE S Bl e AT

FICREIER O T, MED 3 FEEOBLRHY &
OV 1 FEE ORISR G D3R PSR S iz, ARE
WAL E SN T BREAT—4),

16.4.2 & b AFfNE 2 = invitro BERICEBW T, 7 b~ A
2 E CYPIA2, 2A6, 2C9, 2C19, 2D6. 2E1 LU 3A4
DOIEMEELETT, SLICERLOEMEEFELRNT
EWRENT, F2. invitro BERIZEBWT, F 7 h~A
Ve MNFIZuy—nlick o f@aninotz, &
7R A 0, PA50 4 L TR S NS W oA
B XA F5E 3 5 rTREPEIR Y,

16.5 HEittt

16.5.1 47 b~ A VI EITBRO S P SN D, HERERRA
IZH 7 b~ A > 12 mglkg BRLEREE LB, RE L
WET h~A T DBE% 48 B £ TOR PRI
73.4% T, B2 VT T A 3K 6 mL/hr/kg TH o7,

16.5.2 fEEE R NI REIERR L= & 7 h~ A ¥ v % ffsrE
L7zBE, MR IES< & BEBDOK 78%2 IR HIC
Pef X, 205 BAREAIRO PR PR R L G & 0K
52% Chotz, EBBHEEICIESS & BHEEDK 6%
NERIZPEE SN GFEAT—4),

16.6 HFEDEREZHT HEE

16.6.1 BHEEEERE
EREREEORE N & F Sk NRE (B RS - Bk
ERAARREYE K OV 7 R BREEIE) 1[C4 7 <A
4 mg/kg X1X6 mg/kg & MIHETE L2, X7 h~A v
DU VT T AR L AUCITHEM L 7=, CL, (30 mL/min
i) OB K OB BE (CAPD UM BT #% (2% 5)
2B 5 AUC IE, BHERER OBF I TERZNN2
ERO3MERm Dol BHEREFEREFICY S h~a v
4mgkg b L <136 mgkg FIHFHEROEWTHE T A —F
ERNRT GMEAT—H),

FT EHERERNEFICT T b~ A v 4 mgkg X
6 mg/kg Rl FHERF O TRE ST A —X

HERENT A =4
LEfin s IE;;;:I{”P&; AUCo24nr | Cmax | tiz | Vss | CLss/wt
(mg/kg) ([‘ni:l) (ng'hr/mL) |(ug/mL)| (hr) | (mL) |(mL/hr/kg)
12k 73: > 656 104 | 7.5 | 6420 12.4
17 ! 30 334) (35.5) |(2.3){(1980)| (3.9)
(N=13) ( ) ' )
7@273,:% 579 104 | 6.0 | 4510 15.9
e ? 30 116) (14.5) |(0.8)((1470)| (2.8)
(N=19) ( ) ' )
o 73: > 106 | 5.1 | 2200 19.9
6k 12 60 | 620(109) 12.8) (06| 570) 3.4)
(N=19) (2. ’ )

B (R

16.3 7

16.3.1 R AR T DX T b~ A > v O HEEITH
0.1 L/kg T, 2~12 mghkg D A EHFHHATIIEETH -7,
Flo, BT A UARREIEKAMIC e MEE A
AIWEICEE TS (CEHIME 90~93%) .

16.3.2 & L\ VBB REE ER A B (UME A, CLy 30 mL/min
RGBT ITBNWTE T b <A 2 OMEERAKE
#(83.5~87.6%) WMERTFAMHMAE R LIz, BENDLF
IR REREE R BE UMELA. Child-Pugh 5% B) 12
B2 EABAERIIBEERA EFREETH- T2,

16.3.3 7 v MIBIF DA RBMOMER, ¥ 7 h~vA
VLR B 5 OB #6504 L R-AM B P & OMes 2 =<
LI Lol Lo,

16.4 X3

16.4.1 EHERRAIZ UC-2 7 b= A 2 R EHES O M P i
SPREIRIEIE, PR CHIE Lo REZ LB L T
W, T REIRE LR EIEEIRE DR L Y | R
TEMEREMI AR I3 vtz BRIV T, M

i WEEERRE | PR | EEEEHE | MBI,
REREEE | BEREME | REREE CAPD
4 mg/kg
AUCo" | 417+ 155 | 466+ 177 | 560 + 258 | 925+ 467 | 1244+374
(ughymL) | N=165 N =64 N=24 N=38 N=21
i 939+4.74 | 10.75+£8.36 | 14.70+10.50|27.83+ 14.85| 29.81+6.13
(hr) N=165 N=64 N=24 N=8 N=21
CLf 109+4.0 | 99+4.0 | 85+34 | 59+39 37+£19
(mUhrkg) | N=165 N =64 N=24 N=38 N=21
6 mg/kg
AUCsH | 545+£296 | 637+ 215 | 868 +349 | 1050, 892 NA
(ughymL) | N=62 N=29 N=15 N=2

W) & fEAE(R

BHEBEDTRE [CLee (mL/min)] @ IEH (>80), #EE (50~80), 4
£ (30~<50), EE (<30)

+ RIMEVER RS - ML R R R QMR BB L 0 15 Bz BE
Be b1 OFRYBERE T A —H

TG R UREEMERE L0 5oz E R coOEYEIRE T
A—H

Fio, KB ARe2EE [(WRENT EiEE KON CAPD E
ERFEET) (ICF 7 h~A v dmgkg b L < 136 mg/kg X
ERMB RO TEFRECOWTERERE Ial—a
TRV R 2RSITRT, [7.1. 921, 9.22%H]

-5 -
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WSCE (%)

# 8 KRUIBARERABRZIIY T M~ A 4mgkg Xt

6 mg/kg S A B R O GE FRAE T O IR EE & OHEE A
v ‘ Cix AUCo2r | AUCos4gr | AUCs72r | AUCo168x
(ngml) | (nghvml) | (nghvml) | (pghrml) |(nghr/mL)
4 mg/kg
%ﬁ;ﬁ? 4?:;?:”3 54.8 798 482 798 4638
AJNF
48 Il
MIEEHT | 481K | 48.6~
e | ns| sz | S AT 289 ] 388
Rl
IRFfiT
i ﬁﬁj;; 3.9~
(&?-fﬁ) st | a1 496 285 175 2425
G
IRFfiT
(510 T 15,61 680 409 246 3368
) Gl
CAPD} 4?:;?:”3 51.9 723 409 723 4119
AJNF
6 mg/kg
%ﬁfﬁ 4?:;?:”3 82.1 1196 722 1196 | 6950
AJNF
48 Il
%ﬁfﬁ ‘;gsig”g 75(‘)92;[ 171 707 84 | 5756
Rl
IRFfiT
MY ﬁﬁj;; 65.9~
(ﬁﬂzfﬁ) gty Ragth 743 428 262 3637
Rl
IRFfiT
LT 188;;;1 67.7~
(%540 R | 7290 1019 614 369 5052
) i
CAPD? 4“;;?:”3 77.9 1085 614 1085 | 6182
AJNF

BT T 0~ AR RIS FEH

1 1B B R ORI 43 G 45 4K T 6 44~ 4RI . 3181 B 43 5 4
A T 5 68~ T2 U2 2

§ ERE T A I BT

|| AR AE D 1[E] 42 505 D Conae~ 31 F 2 50D o

E3E R G

16.6.2 fFtEEEEERE
S R PR RE R Sk A B3 (Child-Pugh 2338 B) 124 7 b
~ A 26 mgkg & HELERE LB R ERE L,
RN EbShotz, HEMMIEBEER AR
(Child-Pugh 5338 C) TOIEMBREIIHFI L T2 B+
EAT—4),
16.6.3 BfhE
R EEn g (75U ) K OB R A (18~30m%) 12,
X7 N~ A 4 mgkg HELREEE L2, mE T
FERNCHERTE S v~ romErs V7o v A%
FI35%K < . AUC)olTHI58%1E 23> 723, Cona (S 221X 722
o7z GMEAT—#),
16.6.4 fE 3%
X7 N A v DRy EEE A PR (AR TES (BMD)
25~39.9 kg/m?] DL AHERFE 64, HEALE (BMI40 kg/m?
PLE) ORAEBRE NI NTHE LZ, AUC 1%, IR
T T AR SR & L U C R SR BE oD AR B BR T IR30%,
R O E T3 1%m oz UHEAT —4),

16.7 EMHEEER
16.71 b TS53A4 YV EDHA

RERANCE T b~ v2mgkg & N T T~ A
Imgkg Z0FH L CRMEFELEE, 7 h~A 200
AUC) K Cox IZENENST% K 2T % EH L, T
<A 2D AUCooo O Cona LT IVEI6.6% I M0.7% 1K T

-6 -
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L7z, BKABEDX S v~ & N T T~A v OMA
ERIRAHTH D GMEAT—4),

16.7.2 Z DD EHI & DFHFA
EFERAICBIT LT b~V ET XM UAT A, UL
77UV U RO TaRRY REOERYMAEERIRTF I
7o TR~ AT NITINT 7 U o BT BRIy RO
WEieIC R AR TSP, EEINOOEFE X T hw A
VU DIRYEREIC B E 5 2 e ino T, T AN LATF A
BT~ DORYEBICITEAEEEE 52 2o
7= GMEAT—%),

17. BRER IR
171 BSHERUVRLEICET 58
17.1.1 BN M AEEAER (0025 5%)
MRSA J&ILE & 5 VM E MRSA REIEN G D RN B
ERHLE LT, 7 h~A v 2RMAEICH L TIX1H
6 mg/kg & 14~42 A, B/ - W RN ED I3 LT
1H4mg/kg Z7~14H M 59 5 LESERABRE 1T - 7=,
FLAFUEREIZ MRSA JE& Y A3 AR X 417~ modified intent-to-treat
£ (MITT-MRSA) BEICE T 268 TR (LE
B HHT1%38~46H B, KJE « #GHRLRRRYYIE « #5547
#%7~148 B) OEERFE (NEH) KO Th#E = 5%
L L72), MR (THEK) RO THEEWR) & TF/
L L) ERIOEBY ThoT,
L AEMERRMT R G 51991 114 (11.1%) ICRIVER 235388 &
o, 1661 (16.2%) ICERRBREMOBIERNRD iz,
F72 b0k AST EH7HI (7.1%). ALT EF761 (7.1%) .
BIB261 (2.0%) ., FEERH] (2.0%). FH2E (2.0%) . I/
WEGE 26 (2.0%) . AP _EF261 (2.0%). CK 524
(2.0%) . GFEREREZIEIN2(G] (2.0%) THh o7z, [8.1.2, 82
2]

K1 RBAAE

BRIRZH A | BB
N | % /N %
FERG - WG AR 45/55| 81.8 | 31/55 | 56.4
GRAEME B R R YSSE 4/6 | 66.7 | 4/6 66.7
SME - BUE S OFAIT AR O Y |31/38 | 81.6 | 23/38 | 60.5
OB A+ D ZRIgY 9/9 |100.0| 4/9 | 44.4
Z DAt o> i RGRIE AR IR (Y I i
B D i) 12 500 | 02 0.0
B LS 2/4 | 500 | 2/4 | 500

17.1.2 i35 B HAER (DAP-IE-01-02585%)
T R RIS K 5 T ME & OV e O N A 23 B o
NHORABEEMNRIZH T b~ 21 H6mgkg &10~42
ARG T 2 EHRATRERBR 21T o 72, fANERIC
MRSA &Y R & 417~ intent-to-treat £ (ITT) HHIC
BT 2 IR E R O BR R DO FN3RI1T44.4% (20,745)
T&H o729,
L MRS BI120051 4261 (35.0%) \ZRITERRD &
. E2LOIX, CK EF66I (5.0%). #{EAMF (3.3%) .
EIEARR3F (2.5%) . 382361 (2.5%) . 1Y > 836
(2.5%) Thot, [8.12. 825MH]
17.1.3 @5V SEMHAER (DAP-SST-98-015KER)
7T NIGVERC X DHHENE R RS - SRR E 23 B b
HIRNBEZ LI L T v A2 1 H4mgkg %#7~14H
M 59 2 SR R iR ER 21T - 7o, MLATURRIZ MRSA
Y HIFERR S U7 microbiologically evaluable 42 (ME) &
FIZIT DR HHE RO R N R OGN F11654% (17,7
26) THoT,
L MR GHRBI26561 6451 (24.2%) \ZRITERNTRD &
. ERboiE, LB (3.4%) . FHITHI (2.6%). NEi:
761 (2.6%). CK _E&H-661 (23%) Thot-, [8.12. 82%
il



WSCE (%)

17.1.4 B EMHEEER (DAP-SST-99-01548%)
7T NGRS X D MRS SRR E DS B L
DIRNBEZHRIIL T F~vA 21 H4mgkg %#7~14H
M 59 2 SRR R iR ER 21T - 7o, MLAIURRIZ MRSA
Y HIFERR S U7 microbiologically evaluable 42 (ME) &
FIZRT DIGHHERE ORI RO A 2H1X100% (4,74)
THoT=,
L MRS BI26961 3061 (11.2%) IZRITER RS &
. ERB ok, CK ES561 (1.9%) . KE%R4E (1.5%) .
LG (1.1%) Thoto, [8.12, 825MH]

17.1.5 EINEE DT HHER (0295188)
7T NIGVEERE I X 2 B R S ORI e e OV
MIED1I~17REO/NRBF 2 k502, DNRBEF I L TR
HTARINZAE - AROXT v~ A vk, BHEER
JE - RGBSR Y AR LT LTS~ 14 B R, B e AR
FTHF L CIE5~42 A WA RS 2 FFEMRIEx IR %
177D, MANEFIZ MRSA KUY RS S U7~ modified
intent-to-treat 22| (MITT-MRSA) HBH (21T 5 G- &R
D R R ORI FZ I F T, K20 & B0 THho Tz,
VRN G N8B 265 (11.1%) IZRITEF 330 i
7o WA SHZBIWERIE, M/ MREREMIE] (5.6%). 1EA
TALRENR 1B (5.6%) Th o7z, [8.1.25M]

F2 BERAZR

EESES A S A%
/N % /N %
TEHEVE R RE - WO AR Y 6/7 857 | 5/7 | 714
GRAEME B R R YSSE 3/3 100.0 | 3/3 | 100.0
IME BB K O AISE O | 11 100.0 | 1/1 | 100.0
OO A+ D ZRIgY 12 50.0 12 | 50.0
T Ofth o B REER A (B | 11 100.0 | 0/1 0.0
T MLE 1/1 100.0 | 1/1 | 100.0

17.1.6 BN EIVHEER (0055K5%)
AT RUREIC L 2 HEME & RS- isEbhn sl
~1TE O/ B xR NI LTI TRGR
ENTHE - ABOE T b~ A v & 5~42 F R S
I 5 FE e R GRER 21T - 729, A ATURRIC MRSA &
M FE S 72 microbiological modified-intent-to-treat 4
(mMITT) BFICB T DIEEHE R ORI R OB
85.7% (6/711]) | IR¥H B R ORI B FA R O F N H1L85.7%
(6/7051) TH 7=,
L MRS BIS S H 8B (14.5%) IZRIVE AR B,
F22b Ok, TR (3.6%). CK EFH261 (3.6%) ThH-o
7=, [8.12, 8.2& ]
17.1.7 BN ENVHEFER (0175158
7T NIGVERC X DHIHEME R RS - SRR RREE & 2 &
NI SUFEE DN D I~ 1T O/NREBE 235z, DRSS
W5 L CAI TR SNk - HEBOX T h~A v v %
R 14 B A §HE T 2 IR R BR 21T o 729,
AFUEFIZ MRSA JE YL 3 e 38 & U 7= modified-intent-to-treat 28
(MITT) BFIZBT 2 IHEH ERFO R SE (R
FHIE) DA RNERILS2.5% (80/97H1) . HaEHI E W 0D HH 1 52
IR D HNER1T84.5% (82/97641]) ThH -7z,
L MR R BI25661 3561 (13.7%) \ZRITERNRD &
. ERbOIL, THI4H (5.5%). CK EH561 (2.0%) .
HEANEBALER3A (1.2%) . & 2 FIE3HI (1.2%) Tohoiz,
[8.12, 82%MH]

18. ZEShEE

18.1 fE AT
AT R~ A THE ORI L FEA L, OIS EEN &
BomEEs, /2, 7 h~A 2LV, DNA, RNA
FOEABEOAKENEL D Z R ENTWS, Ih
HIEBALOW A, WOUT DNA, RNA K UEHEOA K
EZL 0 HER BT 510013,

18.2 HiE kR
A7 h~A T iE, MRSA 25 Te7 RUBKER, L VR
R, BBERE B, BRNICR D EERGRME S 7 AEME
Bzt LT, invitro CHE N &R, AF VU v, Nra
<A U RN XYY R 2 & e IRAIM M 7 Z LBYE
BICbPE N ZR~T, 2, 7 b~A 0%, invitro &
Ninvivo BIET IV (v T A, NAAF—, UHFX Ty
R) IZBWT, 7T ABBPERE ISR LGRSO H BAKAF
W7 B ER 273, [5.15]
18.3 Mt EHEF
X7 A KT DR FIZA S Eh v
W, TifEZ S 72 B EEER T ITm b h Ty, fthr 2
A D PUE IR R T D R B 72 MR 1 & 2 2824 Mtk 1
FBHIVTUVNRNY,
FEIRICBWT, £ 7 h~A vk DR kIC, 7 b=
A UEZEME T L2 EmA T R ERE &K OBGERE O 1
BRHESh T,
18.4 thDMEZE L DHEEER
BT v~ A EMMPIEIRE D in vitro FHEAER R TIX,
AFE MR OBFICB O THIUERILA DAL Ty, 47
f~eAgvvb, T 7Vay RREAL B 77 % LR%K
FIZY 77 B EOPRICE D . AF U URMERE
EEe AT RURE RO a~< A o UMtk &t
WHEREE 26T U invitro \IZB W T, fHRIEHAMNREN TV D

14). 15)

19. HERHSICET 2BIEZHEE

—W4 . 47 h~A T (Daptomycin)

g 5 : DAP

b4
N-(Decanoyl)-L-tryptophyl-D-asparaginyl-L-aspartyl-L-threonylgl
yeyl-L-ornithyl-L-aspartyl-D-alanyl-L-aspartylglycyl-D-seryl-(3R)
-3-methyl-L-glutamyl-3-(2-aminobenzoyl)-L-alaninel.13—3.4-lac
tone

5313 CHi0iN1702

5y FH : 1620.67

PR B A~ ORI 2R

HEER o

t\;ﬁn—D—Asn—L'ASD—L—Thr—G\y—L—Om—L—ASD—D—AIa—L—ASD—G\y—D—Ser—
o]

21, RBEH
BE LV SN MRSA O/ a~ A 2 ROAIRIC
5T DR PRI OV Tl & F L. BERBIR A IR LT
VER R kT 5 2 &

22. A%
ISA 7L (350 mg) x 10

23. FEXHK

1) Buitrago MI, et al. Pharmacotherapy. 2009; 29: 347-51.

2) FEANEE: BARANEREZOEYERE (02935) (20xx
Fx A x H7KGE, CTD2.7.2.2)

3) HRPER  AME AEMEVE RS - WG AR AR YL N R R
DI HE (017788r) (20xx 4 x A x AKFB,CTD2.7.2.3)

4) tENEEE  AE A IUENR B OB RS (0055KER)

(20xx £ x A x A7KGE, CTD2.7.2.3)

5) Aikawa N, et al. J Infect Chemother. 2013; 19: 447-55.

6) Fowler VG Jr, et al. N Engl J Med. 2006; 355: 653-65.

7) Iwata S, et al. J Infect Chemother. 2022; 28: 406-12.

8) FEPEEL VS EIVAHEER (0053UER) (20xx 4 x A x H
7KF4, CTD2.7.3.3, CTD2.7.6.3)

9) FhPEEL : MEAEBIVAEER (017308%) (20xx£FEx A x H
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738, CTD2.7.3.3. CTD2.7.6.3)

10) Silverman JA, et al. Antimicrob Agents Chemother. 2003; 47:

2538-44.

11) Canepari P, et al. Antimicrob Agents Chemother. 1990; 34:
1220-6.

12) Laganas V, et al. Antimicrob Agents Chemother. 2003; 47:
2682-4.

13) Hobbs JK, et al. J Antimicrob Chemother. 2008; 62: 1003-8.

14) Snydman DR, et al. ] Chemother. 2005; 17: 614-21.

15) Rand KH, et al. J] Antimicrob Chemother. 2004; 53: 530-2.

24, XHBERERUVEWEDE R

MSD #k &t MSD W AZ <w—HR— ko ¥ —
WA T XK ILBAE1-13-12

ERERE DT + 7V —& A YL 0120-024-961

26. MERFTEREE
26.1 ®ERTET

MS D#%X&4t

RRHBTFABXAEILI-13-12
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18222
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1.8.2.3
1.83  Hik
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1.8.3.2.2

1.8.3.2.3
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H
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TEZR cvveveeveeseee ettt s st a e ettt 3
(ZB) et 4
IR (R) KOZDFETERML c...ooooeeeeeeeeee e 4
IHEESUUTZNIR (Z2) oo 4
SHEE TN () DFRTEARIL oo 4

ENMZIIT B X7 b~ A 2D MRSA GRS BEE D SEHNEZ N 5
MRSA 2 K D EHEVERR - SRR 2 4 7 h~ A v v DR
TEINIR oottt 6
MRSA 12 L DMIEIZK T D5 T R~ A 2 DIRIFINE oo 7
IHEESUTZNR: () D FE LW oo 8
SR SUINRITEIET 2R (82) KOBRERML oo 9
FOHE () RO DFETEARML ..cooeeeeee e 10
FIVEICOVHEE (Z2) oot 10
FIELOHE () OFRETERIL oo, 11
7T LBEMEREIZ K D ¢SSTI O S. aureus (2 K 25 1 MUIE DO IE B AN /N E
FATET DHTE « FABGETERRML ..o 11
77 LBGHEEREIZ K B ¢SSTI K OV IAE D H AR N/ NEEE x4 & Lz
0295BRIT I 1T D FHTE « FERRTEARIL ..o 11
BT N~ A U NTJENED MRSAIZ K2 ¢SSTI & OMKIMLAE D B A A /N2 8
FITBT DHIE  FEEDTEUME oo 12
FEROHEICEET 5 (52) KOBRERML oo, 14
FOERE () KOZDFEEARIL ..cooooeeeeeeeeeeeee e 15
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BT h=A v NEBIRE A

1.8 IRfE (%)

#1.8-1
#1.8-2

#1.8-3
#1.8-4
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Ea

H
MRSA &G NEBFIZBIT DX T b~ A 2 OFMMETFMABR oo 5
MRSA (T & 2 EHEVER G « #EHARRIEGE D/ N EF 12 1F D TOC REDH
TIPERTAI <. 7
MRSA (Z & % @ IE D/ NEEFIZI 1T D TOC RO ZIETEAM ..o 8
B EDER () KOZDFEEARIL. ..o, 15
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BT h=A v NEBIRE A
1.8 IRFICE ()

W5 M OHER O E 2%
7 TEF%
AUCO0-24hr | Area under the plasma concentration-time curve | 4% 5-B8 4454 OWF 2> 5 24KF R & T M iR E
from time 0 to 24 hours — FRF[AT R T i A
CI Confidence interval fEHEX[H
CK (CPK) Creatine phosphokinase J VT FURAREF—F
(ARG HIE AT AGRRG LT, —&H
7H) EEHH, CK & CPKIFFtR 2 FlHe e [FlF%an
ELTHS]
CLer Creatinine clearance IVTF=I VT TR
cSSTI Complicated skin and soft-tissue infection EHEVERZ G - BT AR IYE
(cSSSI) (Complicated skin and skin structure infection) (R —LHFEEEF, cSSTI & cSSSIITFE %
AlREARAIFRERE S LT D)
DAP Daptomycin 27 h=A v (MK-3009)
ITT Intent-to-Treat —
MIC Minimum inhibitory concentration /NG RERR
MICoo Minimum inhibitory concentration of 90% of 90%LA EDRRDIEE Z BHIET DR E
specific organisms
MITT Modified Intent-to-Treat —
mMITT Microbiological Modified Intent-to-Treat —
MRSA Methicillin-resistant Staphylococcus aureus AT U U7 R U ERE
S. aureus Staphylococcus aureus H T RUBRHE
SOC Standard of care FRYETR
TOC Test of Cure TRHCH TE R S LB A R
(K—ZE GG, VEiCHIE R & B Ay
IR A FTRE R FFERE S LT D)
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BT h=A v NEBIRE A
1.8 IRFICE ()

1.8 HREAXE ()
182  FEXEFEMR (R) RUZDRERH
1.8.2.1 HEEXRTHR (F)

(G ot T )
BT A ANRED AF ) Uit R EKE  (MRSA)

(i bAE)
SO AE AP ONIES . TRAEVE SO EIRSIE . MG - BUE R OVFATAIS O kG, OB A -
B D IR

1.8.2.2 DEEXIIHR (F) OETERML

BT h~A v, AT, KRR L CENAOBEKRBREO =T v AICES &,
[1.8.2.1 TN R TRYREXUTZRIT OV T RATDH T h~ A 2 SHEERS 2011457 A 1 B IZ&RR
S AL, MRSA EIYEICKHT 27EREE LTHEHINTWD, ZORANEE I L TRRBINTZF
T A A T DOWEIIED D B YL NIER 2 B < . MRSAZ X 2 MUMUE, TEAEM: R I RGLE |
SME « BVE R ONFARAIE O “RIEY:, WONCONS A« B O “RIRGRICKT T 5/ NEEE T L~
h~A vV HREHEOMH Z = T 2& R E LT, [ 18- DAHRER (020785%) |
WSS TV AHRER (017388, 0053R) [THEA AN L/ NREE (UL E178LT) 26556
NEF—=RIZHESE, X h~A P OFEIMETE L7z, 2 50RBRTHO bR /NEERE
DEEYIECHK T DX 7 b~A v ORik - AEIE, RABEICRT 2858 - A& (AARA
EIERARNCTR—DOME - HiE) ZANEEICERE LR ERRBEDO Y 7 M~ A v OIRFERN
Bond & THlENT, FIcES< AL - HETHH[FE 1.8-1], 2B, HARANEIFEAARANIH,
MOBHT, ZOFERICESSF T h~vA Ok - HEZ/NEIEEICERS LERICHER SN
BT h~A v ORFREIT, RABRFIEKRAE - HEOX 7 h~A v o a5 LTEBRICBIE S
NHELOEMLCRRBRE CTCh-oT-, £7o. FICESK AT r~A v Ok - AEE2EE L
BEOXT h~A v OEEREIT. BRNEIEBARANO/NREZEOMTHL THEL TV
[2.7.23.5ME][253.1 ], 612, FFh~A i, b FOBEELCSARETIIRL ., VI L5
PERE OIS A L TN OB 2 7558 L, DNA, RNA K OVEHEO AR AERET 52 &
IZ X0 BRFEER 27/ Z L[2.6.1 TH], X7 b~ A ¥k 5 ARSI ZE NSO MRSA &K
SEER CRIBETH D Z L[2.7.2.4.1 TH], FIT. MRSA JEYYEDZKT « 169 O ERRERET I [E SO
(R AL OV BB TR E 72O RNV 2 E )0 52.5.1.4.2.2 TH] [2.5.1.4.3.2 TH] [2.5.1.4.4.2 TH],
A AN/ BE R D02975R T/R S 3172 MRSA JEYHEIZXTT 2 X7 b~ A ¥ v O IMERERIC
Mz IEBARND/NERE 25t G & L 7201770k & U0057R C15 © 2072 B PR AR 5 2 AR — 28 H
FHERIE LTHIATE 2 B 27, £72. BHARANDORNEZIZIIT 218 )GAE DR & 72 - 72 B IR
AREREAE S, ¥ A~y A DA EED, BAARNNUEEICBIT X T A~ D%
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BT h~A v INRRIRE

18 IMICE ()

TS

XFHTHTET VAL D B % 72[2.5.1.6.3 1],

£ 1.8-1 MRSARNRBHICEITAE T <4 L o OEMNETMAER
1 /\7!: =4
I B 4 TSRO - FIRE/ S W
FEERE | ENEIAE, | 77 ABEER | DAP 1H 1B, 5~14H B EE MITT £
029 LR AL, | BIC X D oSSTI|  (EIEMERE : 1~6m% TlF605y. 7~17% T | (#d 5 H, MRSA
BARE, DI~1TrED 1330%7) JEYL )
FHEHER EFN-E 12~175% : 5 mg/kg 14 (7)
7~11i% : 7 mgkg
2~6i% : 9 mgkg
1~25% AT 10 mg/kg
77 LEEMEER | DAP LR LA, 5~42 [ R EE MITT £
BiZ X AEm CSIEEER © 1~6/% TlE60%y. 7~178 T | (£D 55, MRSA
JEDI~1TED | 123045) JEYL R
AANEE 12~175% : 7 mg/kg 4(1)
T~115% : 9 mgkg
2~65% : 12 mg/kg
1~25% AT 12 mg/kg
FHmE R | WESVEIVAR, | 7T ARGERE | DAPBE ITT 4[]
017 ZltiakILFE, | (2K D cSSTIO | 1 H 1B AT FHE (R : 1~6% Tk | (2D 955, MRSA
fEEZ AL, 1~17m%D 6043, 7~17#% TIE30%) JEYL R
FHEE SRR, | FERARNEE | 12~175% : 5 mg/ke DAP %t : 257 (97)
FEFEe IR 7~115% : 7 mg/kg TEYEIRIRRE © 132 (46)
HoigeaBR 2~65% : 9 mg/kg
1~25% AT 10 mg/kg
PEVETR AT -
Nyawfvy, 7V <A Xt
B = ) v (nafeillin, FY U
vz axtoyy)
/S E14A1H
SEME R WEANVEIVAR, | S aureus 12X 5| DAP BE : mMITT £
005 ZltigkILF, | EMAED1~17 | 1B 1B TEE GRUEER] - 1~6% Tk | (2D 955, MRSA
fEEZ AL, MDOIEAARN | 6047, T~17i% TIiF3057) JEYL )
P SRR, | B 12~173% : 7 mg/kg DAP %t : 51 (7)
EL ot 7~115% : 9 mg/kg FEVEIRIERE @ 22 (3)
HREGERER 1~6i% : 12 mg/kg
PEYETR AT -
NyaswfAyyr, 7V BT,
B = ) v (nafeillin, FY U
YRIiZzaxYv) ) stk
TryaARY
FER e B UE
5~28 H fi§
BHEVE B MLE -
T~42H [ (1~115% TIZ7T~28 A &)
cSSTI : HBHEMERRG - BESHHRMEYWIE, DAP : ¥ /' h~A v

1.8.2.2.1

ERNMZBITEE T R4 2D MRSA BGER 5 B ik D ZEHKI =
HATHENE S 3L72 invitro DY —XT U AFHETIE, X7 h~A 2 %9 5 MRSA B IR

3
3 BfERR

DI VEDSER] (2012402 520174F) OFFEHMEICHTZY —H L TE Y, ZIeDnH LN/ -oT

(F-REI3008K, SHRITH

C cConfidential
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BT h=A v NEBIRE A
1.8 IRFICE ()

[2.5.3.2.1 HH], F7o. A T20174F0 H20194F AL S 4172 MRSA ERIRTBERRIC K247 =
AT D MICylt, WTFNODOHET & K OHUE T & TOEHTH0.5ugmL L FTh-o7 (STAR
surveillance program) [2.5.3.2.2 5], HAN/NEEFE Z x5 & U7 [EN029505 TINLE S 4172 MRSA
BRIRTBERR D X7 b~ A ﬁ#é@iﬁk%\:n%®%w&§yx?w&kk%ﬁ§mm
ORI T2[25322 H], ZOXHIT, T h~A 2Tk D MRSA R 5 BiEik o> Ak
SMEIZEMNINCRERTH b | BREERITHER S TR,

1.8.2.2.2 MRSA [Z & 2 HEHMERE - MEBBBBREICNT HT T I A SV DBREMR

RN T D@ BAFOIRML & 72 > 7o e NBFE 255 & U7 EN S TFHEER (002548 : MRSA (2 &
% FEJG « SRR GE FBF) K OIS 6 AHBBR RS (9801 K 19901585k O (F-5- f##T : MRSA
2 K DHEHEMER RS - WOTRERREGE (cSSTD) BE D5 72 284 ] Tl oSSTLHIZXT DA
TOXET h~A T OERTRE (4mgkg) % HAWZERIC, TOCH: GEBREAR) OBRELE LY
MRSA (2T 2B FRIZIRD . WT b MIREE L BRODRARE THDL Z L RSN TN D
[2.5.4.1 1H],

I~ 1T O/ NEBE 25t & L-[ENRBR (029587 & OWESARER (017:8) TId, SRS

(2R BAGERE - E (AARANEIEBARANCTH—OME - &) ZRABFICEL LR E
BEODXT h~A T ORBEENGOLND & TS, ik HE - HEL, DB
(2 ALIRFRE L, MRSA IZ X D cSSTI A 2RI D TOC B (JRHCHIERE) o BRA ) F M OHI 2219
hR A M L7z [22 1.8-2], EWNEER (02958%) TIiX. MRSA (2L % cSSTI &6 (£D 9 H6
BlE, AN CTHARE STV DM EICEG L2 BF) 12X T h~A VoG Sz, TOC kgD
BRIRZN R OB PR Zh SR 1% MRSA I K D IRIEMER G RGE, M5 - BVE R OVFAlTAI S o — ik
B, HOHVITOS A - BIBEO ZRIEG L2 s B (6fF) DO b, b A - BEO R
o (JEES) LW SN B ZBRE, WTIN b AR EHIE STz, £, BEEEHR A2 IREE L
L CRRE Lo el (017388%) TiX., MRSA (2L % ¢SSTI D/NEEFIZI1T D TOC REDERIR
HROENEN, X7 h~A 2 U RE82.5% (80/97H1]) . AEHEVRIEREI1.3% (42/46f1) (LA TFRIE) |
BEREIZE (2 D95%IEHEXE (CD) -8.9% (-20.0,2.2) . F 7=, MEFNEOEDIRIL, 84.5% (82/97
B). 89.1% (41/46f1) . BEMZE (£095% CI) -4.6% (-16.1,6.9) TV EEHRNE K OHIE MY
IROFENRIL, I Ll G CBBUORAFREE TH -7,

MRSA (T &% ¢SSTI (EAEMER G REYLE, SME « BME K OVFHTRIE O e, WS A -
BB O RIEG) O BARNNLEE OFHMEBIEIIRERN THL DD, X7 h~A v wih S
AL7Z MRSAIZ L 5 eSSTI D H AR N/NREFIZI51T 5 TOC RF O i R 20 Fe M Ol 71 2 SR O %)
I, WINOIEEREREERRECHY ., 2, 20BRIcBW T, BANNEEFETLX T b
VAV EREINTEZ ODBETHRPRBOONTND, ZNHDZ b, RARETRD
DN X T M~ A ORFEE L FREOBRFEENSONLIAE - HEOX T h~A 2/
BENCEE LIZBICIE, BRAD MRSAIZ X D SSTI BEHIZB W TRENTZH T b~ A ¥ DK
ThER M O RO AY, /IO MRSA 12K % SSTIABFIZBW THLEIFFCE D EEZLN
776
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BT h~A v INRRIRE

TS

18 IMICE ()

# 1.8-2 MRSAIZKHHEHIMERE - REMABMBRPED/NREZICEITD

TOC EF D& #htEEHih

St R AR SN S A AR R
e e HEfZE . HEfZE
a5 DAP TR (95%C DAP FEVEIR IR (95%CI)
029 | BHEMERE - WOHRHARERYYE | 85.7.(6/7) - 71.4(5/7) -

TRAEM: B g Y iE 100.0 (3/3) 100.0 (3/3)

SME, BVE R OFRAI% 02| 100.0 (1/1) 100.0 (1/1)

OB A - IBIFD2RIEG 50.0 (1/2) 50.0 (1/2)

Z A (B JEREGY) 100.0 (1/1) - - 0.0 (0/1) - -
017 | BEHEMERCRE - WGHREL AR R e 82.5 91.3 -8.9 84.5 89.1 -4.6

(80/97) (42/46) | (20.0,2.2) | (82/97) (41/46) | (-16.1,6.9)

CI: Z#HXM. DAP: &7 h~A v, TOC : il &y
fHT R RAE
02935 (HARN/NEXE) : MITT-MRSA £
01738 GERAARN/NEXS)  ITTHEMH (MITTEM) Do 5, X—2 T4 VRFEKE & LT MRSA 23l S -
AN R DY EH
029385k : TRBRHH S EAHIC X 2 HE GEERMER) . 0175 : B FORBRKEEEFHEMFIC L 2 HE
T0205RER  WHERE IO ME IR, 0173k - N—2 T 1 VEEEINE (MRSA) (Zxi9 2 M A% R

1.8.2.2.3 MRSA & BBMEICRTHHE T <A L oDBEDR

RN T OIS EUAG ORI & 7 > 7o sRN B 2 %15 & U2 [ENEBIAHRER (00235k : MRSA |2 &
% WUISEBE) 1TRHlBIE D 2o T2 DD, ATOE T b~ A v OERHARE (6 mgkg)
Z W2 TOC K GBBFFHARE) D RRARZ)F K OHIE FHIZV R OFHE CHGINGE SO Hiv, £
7o, WESMETIARRBR (0102785% : A A MRSA IZ K % HIMEBE 2D 72 5 5 EMH) Tik, [EAN
002FBR IZ 1T 2 UMIE B L IFIFFROE A2 AT 5 FEHEMERE MAELF IZF T, TOC Dl
RN ROENRN, X T h~A VU BEE RN a~ A VU TEBBLRAEARE TH 722 b,

RBREOFERIZBWTH, 7 h~A 222 MRSA IZ X B IiE st L C—ELL Eoa k%
HfFCTE 5 LS TV 5[2.5.4.2 ],

1~17m D/ NREF ARG & LI-EWNRER (02950%) & OWESAER (00530R) (2T, Bl
BECKT D A&GEHE - HE (AARANEFIEBARANTH—OHE - HE) ZRARFICEE L
CRBEDX 7 b~ A OBBBEENGFOND & PRS-, FicE S HE - HE%2, /A
AR I AUEERE L. MRSA IC X 2 HIIERFICH T D TOC K (FRECHIERE) o AN F M Ol
PR A R L 72[35 1.8-3], EINFBR (02934B%) Tix. MRSA (2 X 2 HJEBE IX1H] D AT
o T= 3, TOC REDEERBIF K OB FHIZIFIL. WIS A2 & HE Siz, IR A xR
BEE U CRRE L7ovEsh ek (005388%) Ti%, MRSA 12 K 5 H MIED/NEERFICEBIT 5 TOC KD
BRIRN R DHNTRR, X7 b~ A RE85.7% (6/761) . HEUETERRE66.7% (2/3151) (LA FRIIA)
B2 (£2D95%CD) 19.0% (-47.1,78.6) . E£7=. MBEFHIZIRO AT, 85.7% (6/71) . 100.0%

(3341) . BEEZE (£95% CI) -14.3% (-40.2, 11.6) T 0 . FEERDF K O F A% RO A %)
KL, WL WG TRBBLRFABRE TH-72, S5, HIJEREDRNTH, HEDK
YUREREIR 2 A4 5 ML B IUE R 12381 B TOC F D B ER D 9L M O R0 5K DA D= | il
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5

T A vy NRE)

18 IMICE ()

Ak
Ae

TS

BHRECBBURRRE ChH- T,
AR ER TH 5720, MIRICIZEENLETH L0, RARETROONTZF T b~
AV ORFEE L FREORZEENGONDIHE - HEOX T h~A v a/NUEBFICEE LT
BRIZIE, B MRSA IZ & 2 IIERFIZB W TORINTZF T N~ A > v ORI K O # 5
HIZIEA . /N MRSA I X 2 IUMSERFIZB N THHIFTE L2 b D EE 2 bz,

& 1.8-3 MRSAIZKHHEIMED/NEEEIZE TS TOC FrDF T

tih PR AZ AU BRI R
i s HEfZE w oty b
Ky DAP FEHEIR IR (95%CT) DAP TR (95%CI)
029 | B IffE 100.0 (1/1) - - 100.0 (1/1) - -
005 | B IfLAE 85.7(6/7) | 66.7(2/3) 19.0 85.7(6/7) | 100.0 (3/3) -14.3
(-47.1, 78.6) (-40.2, 11.6)
B2 1 1 S 75.0 (3/4) | 50.0(1/2) 75.0 (3/4) | 100.0 (2/2)
FEABHENE B e 100.0 (3/3) | 100.0 (1/1) 100.0 (3/3) | 100.0 (1/1)

CI: (X, DAP: # 7 h~A >, TOC : IRRECH TR
AT SR AL A
02955k (HARN/NREXFE) : MITT-MRSA 4£
00555k GEHAN/NERS)  mMITTEAD 5 B, X—2 T A VHFFRARE & LT MRSA 2
R E DY EH
02935 : TRBRHH Y EAIC X 20 E GEEMRER) . 0055k : B T ORI YRR I L 5 HE
T0297RBR : WEBRE BIOME LA F ., 0055RBR : N— 2 T A HFFINE (MRSA) (2554 2 Ml 2% R

R ST BB

1.8.2.24

MRER IR () OFED

Uboxer o 2id MNRIZETD T4 7 b~ A 2 ATEYED MRSA IZ X D HUILE, PRIEVER
JEREGYIE, SME « BME M OFIAIE O “RIEG, UG A« IO RIS | (369 260 2 A5

FTn5d,
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BT h=A v NEBIRE A
1.8 IRFICE ()

1.8.2.3

—o

MRENTHRICEET HEE (F) RURERN

AENF—EHFFETH L0, FEHAICHEESSHEH EOEE (B) 13, BAETRRSA TS
=2 B UYEHEM350 mg DIRMSIEZIC, AL HEEICRT 5 BRRRBRAUR & OVFR294:6 H 8
H AT A 0608 55 1 75 JF A2 S5y [ 5 - Ao AR Jmy R i i T I 0 P I8 8 D TR A S5 D R 7R
(ZOWT L [A] FAS SR A2 FE 060855 1 75 2 A= G R AT i A2 R 2 Ak SRR R e T 0 P P 4
i DA SCEF O EHOEEFEHICOWTHIHER L, 72, AIORMLELSHBITRE L

BBESUIZN R BT D IERE ()

B EARAL

5.1 ARFIOE I & 7= > TIE. M O H B % [
S, JFAIE L THOHEIER N7 7 h~ A
VATKIT AR M AR T A 2 L, [182%
iy

BUTIRASCE LRtk (Edkd T %
Tz, TR & RLECER) .

52 ARFNIMRITAHER L2 &y AFNIMiY— 7
77 HZ 2 MIEE L. REMH bS5,

BUTIASCE LRtk (hEdkd T %
Tz, R & RLECER) .

Z

-

B

JEGEE
DR

5.3 A DF URIEGE D NER (2D IAMER 35
Z &, FEDRBGEMONESR IR LT, ENT
OfFEHREBRIT /2 < WA THHEIMEITRD L
TWew, F, NERORGM D NIER ISR

LA MR O AR IR S TR,

RN DA D R REGME DN IR D i
M35 LaEEWET 5720, T
# 5y & FLRUIE

TRRES A RO —ZSHFEIZHE 5 48 R FT
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BT h~A v NIRRT

1.8 HfE (%)

1.83 FERUVHAE (8B) RUZOHRERL
1.8.3.1 RZERUVAE ()
(BRAD

BROnfE, RS RNIE SR
W RANCIEE T b~ A ok LTC1H1EI6 mygkg % 24 2 & 123055 20 ) Tl s i 3%
RICEIRNTESR 3 5,

MREREE. M5 - BERUVFHEEORBE, Ubh - BEO_RZHRE
. RANIZIEZ 7 F~A & LCLH A4 mg/kg & 24HF [ 2 & 123045 H 0 TS §RE 33k

—\I_

R

T
IRICHEAIRINTES 9%,

UNR
BRI fE
W, X T hv A UCUTOREROHBEICEWEET 5,
Al FER O &
1255 00 F1SERT | 1H 18] 7 mg/kg % 2485 2 & 123050 AT Tl aiiE
T LA E125% R0 | 1H 1151 9 me/kg % 24 ] 2 & (2305 721 T it
VLA b TRt | 1H1E112 mg/kg 2 24R5[H] 2 & 126055 22 Tl

REMRERREAE, SME -

RERVFMBIFED-REE, VoA - FED

RS

Wi, X7 b~ A & LTUTOMEROCHEICEV G 5,

FEfin JHER OV &
12504 E18EEAT | 1 H 1151 5 mg/kg %240 = & 123050 20> C i i
TPl B125 AN | 18 107] 7 mg/kg %240 = 2123050 0> i
2L b 7R | 1H 1A 9 mg/kg % 248 2 & 12605 AT C AR EE
Uk DA b 25ARTH | LH 1E110 mg/kg % 24FE Z & 1260531 F Caii e
TR« A EIDO—ZEHEEICE S R EAT
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BT h=A v NEBIRE A
1.8 IRFICE ()

1.8.3.2 RZERUVAE () ORTERM
HANNRBEICBT 247 F~A v OfiE - HElE, FEAARNNEEE LR CHERmICES
SHE - HEEZRE L, TORLELITIZHE~D

1.8.3.2.1 95 LGHEIZE S cSSTIRU S. aureus IZ L HEIMEDNDIIEEBRNDNREBHEIZHIT
S Ri% - HEXTERER

FERARNNEBEF Z KRG & U2 BIHERER (02830 K R0183ER) Tik., FEAARAA LRI &
T H4mg/kg & SEHELIZBRO X 7 b~ A > OgEGEE[2.7.2.2.1 TH][2.7.2.2.3 H]IZ, FEHAA
R &l L CIEA AN NEBRE O FNBBL KL, (RES7Z0 D7 U T 7 2 A TERERIT R
DI EHIMUT2[2.7.22.1 ], ZD7=, HIVFHRER (0173058 & TN0053k) D ¢SSTI & OV IfijiE
DIEAARN/NBE TG L2 Ak - HEE, BRICAEIMEROREENER SN TV HE
[cSSTI : 4 mg/kg, BEIMIE (HAROMESIFIIE) MO - 6 mgkg] Z3FBARANRA
BEICEE LB O N 2BBER L RIBREICR D L) ICEMI LICRE LT, TOMKE, Fi
IS HE - HETRELEBOX T b~ A v o ORER [F5ERA%ORR 2 524 £ To
MR — R AR T A (AUCO0-24hr) K& OV AR ] XA FE CRIRE CTH D =
kﬁféﬂkp]lﬂi@”%MﬁAﬁEoé%’\dﬂﬂﬁﬁimf®#ﬁ$k¢m$%"
DWEFE L, oSSTI M OV S, G DN R DIE B AR NN BH DIRFER & FfRE Th o7
DJZMLI@HZMS&ZUEO;®k%®57F747/®§éﬁ7m774ﬂ/\cﬁﬂﬁ
O MIEDWTAILOEREET S . XIREETH HIEERE (SOC) EHEL CTRHER T, FlniciE5<
ik - HEOEGEOIREMEZIRF ThoTe, EHIT, Z0 L D017k M 0055 ER D /N B
? 95 H MRSA £ 5 cSSTI K OFEMIEIZ KT 25 X7 b~ A ¥ > OEFRRN R L O FRI T, %F
EECH D SOC LML CTHELL T\ e, 7235, 00538k T, WIMAEDIEH AN/ NREE (1~25%
i) ITHAAN LN TR, £ 2T, BIEDOIEBARNNEERE (1~25%Ki) 0¥ 7 b~
A 2> D12 mglkg & 6053 7T CATRERE LIZBROBEEL > 2 2 L—13 3 > L7z, AUC0-24hr
THMEOSA L, MOFEEREOIER RN NEEFITERICES HE - AR TES LZED
AUCO0-24hr THIMED 5340 & BB TeiadE e > TV 2[2.7.2.3.4.2.1 ],

1.8.3.2.2 95 LEHEREIZK S cSSTI RUVREMENDBANNMNEEEER E L 202955%1
BTHRE - AEXRTERN
cSSTI X OVH IAE (B AROBEISIFNIE) MO IR DR FBE TR 5 a8 A &
T 54K 6 mgkg lL, AARANKOIEARANRNBE 2 K5 L LB IHERRICIS W TReM &
OFMEDPBEICHEGR STV D, F72. BARARANBE &I RABRNBE OB THIMER O
BT BT 7 A VEIBBLREACIL THY . BARABRANEE & IEHARARABE CHEYBEIHEICH
LREITRBO LR o T, Fio, X7 b~ A v DOREZMENENSL O MRSA 43 %%TH%T
B0 REZEHATRD HT2.7.2.4.1 TH], MRSA JERYLEDZWT « 169 SB35 ERBR B ICE NS
u%k&@¢m%?k%@@%iﬁ%@iM&ﬁEDiM&ﬁEDiMAﬁEOé%_
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BT h=A v NEBIRE A
1.8 IRFICE ()

T~ A ONERIBEFIX T AR EEEN T 5 [2.6.1 HH], ¢SSTI M ONE IMLAE D FE A A A/
WRERFICH T b~A VB FMICES HE - HETERG LBEOBREEIX, SSTI KOV ML
S IEGEDNIER OIEA AN NBEICH 7 h~A Vo 22N EARALE - AR TERE L2
DORFEE AL L T 2[2.7.2.3.5.1.1 TH] [2.7.23.52.1 H], Ui bX v, BARNNEESEIC, FEAAR
NNREBFE &R CHFIIC S < L - HETHRG LEEBOBRERIL, BARANRAES KO ER AR
NINRBEOREZEREEFAUT D EMEINTZZ 0D, 02988 CIIFEmICE S HIE - HEZ®
WL,

1.8.3.2.3 BT A L UIZBEMED MRSA [2& 5 cSSTI RUBIMED BAA/NREEIZE T
5% - AEDZ &M
AARNNNLUBFICBIT LT h~A v OHE - HEOZSMIE, [1.8.3.2.2 H] TR Lo Al Y
WIZHARNEFIERARANKLOVNR & BT Té%$5®%U$%%ﬁ#é& FEAARNNBE K
WHABEOT =2 L EDTHTHZ LIXAEEE XD,

1.8.3.2.3.1 cSSTI CREMERIEREIE. sM5 - BERUVFHEIZEOZRBEE, Ubh - ES
TR

77 AEMEEREEIZ X D ¢SSTI O A AR N/NRBFITFRICIES < AL - AR TR Lo X7
N~ A > OlEFER (AUC0-24hr) (X, cSSTI DI A AN/NRBFIZFEAL - HETEYS LD
W % #:[2.7.2.3.5.1.3 HH] LT SSTI @ H AR NN BE IR - HETERE L7CBROGRE &
[2.7.2.3.51.2 H & BB RBEEIL Tz,
eSSTIDIEARNNREE 253G & LIZ0ITRBRTIL, ¥ 7 b~ A S OREMET v 7 7 A VX
KRB CTH D SOC L BBLehFIERT, FlZES< AL - HEORGOEEMEIIBIFTH -7
[2.7.42.2.1.2 TH] [2.7.4.7 HH], ¢SSTI D HARN/NEEF ZXIGE L7-02958k T, L, EERA
FHEG, BREPLICESTEAEELITIWRE SN, ARNNEBFICBWTH Lt Loy
TFVITHER SN o Te, S 6IT, FEARNNREE 2315 & U7 B ER K OV Bk % o
RERCH, B R EOBESLY 7 TR LTV RV [2.5.5.8 TH],

[1.82.2.2 HIZFHH L7250, MRSA 2L D c¢SSTI DIEAARN/NREBEFIIT 2D TOC KD EGER
I OB R DA 83 1%, SOC Z /FFRRE L L72017BRTix, Wb, ¥ 7 h~A v
L SOCHE ChBLrAFIFLE Th o7, 0293 Tix, MRSA IZ X % ¢SSTI D H A A/ BEETH]
(2D 5 BRI, A TERIN TV DBEINEIEY: L7 BA) I0F 7 b~ o b Shiz
23, TOC FE D GRS K O R X, MRSA (Z K D TR(EME R EIRYYE, AWM - 2ME M OVF
WIAISED ZWEG, 5 WITUS A - IBIFO WK L 2l SN2 B (6f) 055, b A -
5O WG (RS tBisn1flzks, WIhb A EHE S, MRSAIZL D
¢SSTI @ B A N/NEEE OFEMBIEIIREN THLH DD, ¥ 7 h~A v aHKE Sz MRSA
12X % cSSTI DIEAARNNRERFITE T D TOC B DEEIE YT I O F IR OB B IT, W
H SOC DXL L FRRETHY . £, BARNNEBFETHL Y S h~A oI EE
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BT h=A v NEBIRE A
1.8 IRFICE ()

THIRDBOHLNLTND, THHDZ b, BARAKROIEARNZD D LT, ABRE TR
DONTH T "~ A DgFGERE L FREOCREENSGONDIHE - HETY 7 h~A v %/
RIS L72BRICiE, MRSA I XD ¢SSTI D NBEIZBW ORENTZZ T b~ A 2 v D
PRZh F Mo OS2 AIZh 28, MRSA (2L % ¢SSTI O/NEERZICEBWTHHIFFTED D EEZD
N7-[2.5.4 ],

Pk, ZhETIH/LNTWE T —XIZHESERAENTHINT 2 & 02050k TRt L7244
FESHE - FHEIX. MRSAIZ XD ¢SSTI @ HARN/NEERE ICx L a2 ik - HETHD &
EZ2 D,

1.8.3.2.3.2 B M fE

77 AEMEERTEIC L 5 B fEO A AR N NEBEICFRICE S Ak - ARTRE LR
F~A DGR (AUC0-24hr) 13, HEIUEDIE B AN NEEH ICFEDE - HETHRE L
DUEFEF[2.7.2.3.5.2.3 H]) L AARARNES (BUfES) (IZAEHE - HRETRE LIZBEORE
§[2.7.23.522 H] L BB FEM L 7=,
FEARNNEOEMIEBFT ZR5 L LT2005RTIX, ¥ 7 "~ A v v OREMET v 7 7 A VX
KB TH D SOC L BBLeAFIERT, FEZES L - HEORGOIEMHIIRLF Th o7
[2.7.422.1.3 H] [2.7.4.7 ], £7=. FEFARNNEOEMAEDE & R CHFEERICES HELZ RS L
72 EBARNNROBMEMATHEHREE 2R E L2006 R TIE, ¥ 7 h~A v v OKFES (F
EHL FWER, BERBIEAR OGP ILCE - AEESRR YY) ORBEIGHN., BRI L [F
FREEN K VAR 572 [2.7.42.2.1.4 3] [2.7.4.7 HH], BRRO B0 BARNNEOEMEEE 25T
0293 BATIL, S, EERAEFES, BT ILCEsmAEFRIIWMEINT, BARNNLES
IZBWTH TR e LD 7 V3R S o Tz, BARANKOIER RN/ B TR
ENFge&ETa T 7 AL, ThE CICERREBR L Oh % EARBR CHEE SN TWE DT
b, PNREFIZBONTHTERELE EOBREST 7 TR HAL TV RN [2.5.5.8 H],
[1.8.2.2.3 H|IZFLHE L7z L0, MRSAIZ X B EIMAEDIER RN/NREFIZEITSH TOC KDl
PRZD SR K OS2 R DA 831X, SOC ZxtFREEL L720053 R Cl, Wi bilifk 5t B
DRFBECTHY, IBIC, HIERZTORNTH, EEOBYUERER 2 A 7 5 BN # i iE A
FHTO TOC R DEFAGN I I PRIV R OFZE S | MG ChlhRRE Tho7T, £
72, 02938 TlX., MRSA IZ X 2 IMAED A RN/ NREFIZIFIDO I T > 7253, TOC FfDRgEIKZ)
R O R R, WIS AR L HE Sz, BB SREN TH D720, %
PRUITITEEDSLETH LN, MARBE THOONTH T b~ A 2 Ol & [FRRE ORE &N
oML HEOX 7 b~A v o Z/NRUBFITRE LIZBRIZIE, BAD MRSA IZ & 2 RijE
BETRINIZE T M~ A v DRFRNF I OFE FRIZN R DY, /N D MRSA (T X % B i i
THHIFTE D B2 BbZ[2.54 H],

Dbk, ZRETIL/ONTWE T — X ICESEREMITHEINTT 5 & 02930k TRt L 724
FEO <M - AIEIX. MRSA ORUED B AN/ NREE I L ClEbl ek - IR ThdLEX
Al
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BT h=A v NEBIRE A
1.8 IRFICE ()

1.8.3.3 RZERUVRAEICEEYT 5EE (F) RUKRERN

MIEXRCHEICEES 5EE (R) B EARAL

11 FT b ~A B EICEBM OIS N5 72, MREH X | Gl BiRAeR & B C OB
ITEBHE T IERENT (CAPD) 2% 1F CWABEEZETLE | & L TRV,

HERERSE DR EHE T, F&R & B 22AH OB 515 % 7
i35 Z &, N TOBERERESEAE T S REHI T
T ey, [9.2.1, 9.22, 16.6.1% ]

BORE - AR _(EA)

VLT F= GRIEME R R RGeS
JIVT TR FBUMAE | & - BUE R O FIAIED
(CLe) TG LIRSS TWRIEGE, OB A - 1B
(mL/min) D " IRIEY
>30 1Ef“gkg%2ﬁ%% 174 mg/kg % 245 = &
<30
(MR %
CAPD %% 1F T\ Efm%%%“%% 11514 me/kg % 48W5 1] = &
LREEED) | T

TOATREZR . MAGENT B IS IR MIR BT RIS AR 55 2 &, E3ETY
A,

72 AFNE, 1R2EILL G LA b WA AR o T | BUTIRASCE & Rk
HRBRICH W TLH2EILL B L6, i CRAEDS E5-
L7z, ;

73 77 MRS A S TIRAIRNE L B S5, i | BUTIRASEE SR
BIRRGLD B O 556 1 IAH & iUl 34 2 0 L TR
EITHOZ L, X h~A 3T T AEHEREICK L TO AT
HiEEEH T 2,

TR : 2 Bl — BRI D T T
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BT h~A v INRRIRE

1.8

1.8.4

WMISGE ()

TS

FEALDIE () RUEZDOHRERNL

R EoEE (8) MOZEORTERIAE[F 1.8-4) 17T, 2B, HHEOEE () OBITHR
FESCENS DIBRE « ETHETZ FRRCR LTz, £72. BUTIR SCELOHEH EoEE (RB) oF
BRI WEGEIS, ZOREMRILT TEEZ2 L, & LT,

x184 FRALDIE () RUZED

X EAR B

i FEoEE ()

B EAR L

HOMBEL T2, kD Z
LICEETHI L,

8. 1.1 EYE DRI 53 72 Fliik &
HRBR A RO R Al XX E O fFE
DHLETITH Z &,

8.1.2 F 5L YIS | FEE B
BEOIEREZEE L, #Y)e
R . ARHI O f G- LB
NHEIE L, HIROIRHE gy
B/ANROHM O EIZE X
5z b, [17.1.1-17.1.75 8]

8.2 AKIEEHHIZ, CK LN
SNTWADT, LLFORIZD
WCHBEETHZ L,
[9.1.1, 9.2.1, 9.2.2, 10.2,
17.1.1-17.1.4,17.1.6 17.1.7%}&]

8.2.1 CK fi 7 & 5- W[ H L E Hiiz
GALBILLE) ==XV v 79
52 &, RIAAHO CK EFH-%
FH LA I, CKIEAE
IR E=X ) 7T B 2
L,

8.2.2 CKfEA31,000 U/L (FEHUEfH E R
DFISHE) ZBZIRRARHD
F 8T — DS TIER & 7R
THE. HDOOIERIT AR DN
CK fEA32,000 U/L (FEUEfH _EBR
DFIN0GE) Z B Z 5 BHE 72BN
s LTESE, ARl b %
Fikd 5z &,

83 AFlickrvavr, 7FH7 4
T X —DOREEFEIZTM
TELHFENRRNDT, RO
ErldZ b, [11L115M]

8.3.1 HAMIEE RS Iz SV T4y
rRMZaEITo L, B, it
WESC L DT LV X =T
VR T D 2 &,

83 2FEITHE L T, 4T3 vy
FIIKTHARAIED LD
Yefiiz LT Z &,

1. %% RE L

2. 25 ROBEIITRG | AR ORI x LiBuE OBEFERE | AR L,
L7222 L) Db % B

8. B FARMER 8.1 AFIOMAIZHT=- TlE, Mtk | 8.1.2

17. B8R AE D 17.1.5, 17.1.6 %™
17.1.7DIEI /N DB IR B A B
LTk LTBEMmL
7=,

8.2

17. B AR DO TAIZ CK B 235 85
SNTWBEERRERD17.1.6 K )
17.1. 75 Z Bt L TR &M b
LCEMmL7-,

FRELISMIZEE R L,
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BT h~A v INRRIRE
1.8 WfI3E: (%)

TS

i FoEE ()

B EAR L

8.3.3 MM EHE DL E 13 & 5-BAA
SRR THET, 72, FR
NIES OEA TR TH D
LIE6 L O, B ZLHOR
RBRIZIRTE, + 0Bl %179
Z &, FRT, BGBRMRER I
BRBIET S L,

.8 EDOHREHTHEE
BT AR

9.1 B OHE - BEEREFE DB 5

9.1.1 RIEHEIZ HMG-CoA & rlssE
BELEHN 2 72 B
CKfE# e G- W3 O
el b)) L v EICHHEREICE=
2V T 5 e, [825]

EHERL,

(CLer 30mL/min A D R &

(MARFEHT XL CAPD 252 T T\ 5%

BEEET))

9.2.1 AFlOBE Rz RET 5 2
L, BHMEAERE T D0
DD, BHREZ RN
E=FV U T7THT L, CKIE
Z B G T s GE1ELL
) Xv b HEICHRICE=4
Vo745 Lk, [11. 166.1
2]

(CLer 30mL/min LL_E DA )

9.2.2 EkRELHRICE=4Y 7
T5 2 L, CKAlZ & 51T
W GELEILLE) L HE
WCHEENC =2 ) 7T 52
L, [71, 82, 16.6.15H1]

RN Z x5 & LT EE Th
5 MR LT,

9.2.1%19.2.2
SR OFE ST OLETI LA,

FRELISMIZEE R L,

9.5 Wb

TEAR S FIEARE LTV 2 W RO &

L HVEIE, TR L OFRRIED fER
Pz ERS Ll S D 5EICD

HBETH L,

EIRT v MZRBWT, #7 h~vA v
VIR T 5 2 LR 5

TN 5,

EHERL,

9.6 £ZFLbw

16 EORSMELR O RFLREOR
A BRE L, L OME T IR
RO 8, b MRS
h~A TV DMEIREE (0.045 1 g/mL,
FLIF IR AR R ¢ 0.12%)
TBATT 5 Z EhdE Sl

EHERL,

9.7 /N

o
4

Uk ATl D /N BT ~D £ 51 I HEDE
SRV, LA O /N B & kit
G L LA O eV & ek
& U R R BR T 50 L T gLy,
U AT O /N A4 95 H it D7
EIRA X EAWEREBR TR, IR
mO/NRICBWT SN A ML
ESE OFRPHN TRIEMDO & 5 1
g S ONIRAREL S A D 7z, [15.2%
M

B~ O USRI OFLE I G ¢
L HEm DR AERA X Z2xtge L L
ToRBRICER W T, B & 5 Wi
FRE~ DRI (PARARRER IR
THFRIER) IHEER9 2 IERY Y 2
Z IR b RIE LT,
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BT h=A v NEBIRE A
1.8 IRFICE ()

i EoEE () B EAR L

9.8 FElinE — RPN A FSREME T LTV D, | BFEARL,
CLer > 30 mL/min D& BE Clif&
FENT LB,

10. FHAAEH]
102 PEAHEE (PEHICER L | BRARIEIR - RFETT |BEFF - fEBR BEI L,
THIL) R M

HMG-Co | AHAl % O"HMG-CoA | %5~
AR TTEE |38 TEER R E A &
FIE |OFH L= 8ACKR
% LRI DBENAN
[82% |HDHZ b AH|
] BER I RSO
AN OIRIEZ B JE
THZE, LD
A 2 AR T
BEA L7- & Tl
CKAl % #H A E =
XY TTH L,

11. BIWEH WORWERMNH B b Z &b EHEL,
LT, BEETTITATV, BEN
Ny el Fa G R s I
D7 EEEAVEEITH T L,

11.1 ERZ2EIEH 11.1.1 3y WEEARE), 757 | 1L1L1 777 4 7% —OKEIX
74 7% — (0.9%) [83% | A& XkIG L LcEWNEER (001
] AR K 0002585R) K UVINIE A %t
11.1.2 SMERFRERBEEEE (B8 | L L-ENRER (02938 %
JEEASB) AL CHEH L,

11.1.3 BB iRE (B ARH)
PR, MR, CKAE E&- | ERLISMIEE 2R L,
M NRFIA T
ERNERD SN GEITIE,
B 5 k3% 7 Pt
WEEITH Z &,

11.1.4 GFERERVERGZ  (BEEEAH)
AR H2~a %, FE, K
P4 55 M ETE R R B, OVE A
PEATRAE 2 1 5 GFFRERE At
RPWEINLTNWD, 2
DIERSLBAE B 5 iz
e, B5efhiEL, &
AT a4 REESOmEY)
IRAVEELT D Z Lk,

11.1.5 Rtk = = —na F— (HEE
AH)
AFNFe G- IR = 2 —
2 /X F— D & OYERIC
FEETLZ L,

11.1.6 BA4E (BEEARB)
BAREEOEE LB REN
HODONAEI END A,

11.1.7 AR RIBR (BEEARB)
ARG R S Y |
e BB N T2 SNT3AIT
&, AAFIOES-H kU TEY)
IRAEEBETDH L, (A
PERIGRIZ, ¥ h~A
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¥ b A v R
18 WAXE (%)

TS

i FoEE ()

B EAR L

FETIFTTRTOHEEK
DFERICE ATy

60
11.2 Z DD EIEH 1~-10% B KD FEHEIRIT, RAZRG L L[E
LU REEE, BEE | R (001U U002 K
R s MR A L LT EA R
YA e | (020 ADEA LTHIL,
v SR IS, SRR 1%L EORIVEM 2 5t L 72,
e 7085, LRSI CHZICERE LT
AU EIE, AR | BIERIIZZ,
FEIEE i, SRR
FERRIRE N7z, AHRIE
PR RIEE FEIMED U, BH
T SERRTE, fRAk
RS
B ORI [EIEAME D F
f
LW R
Jlied s [ IVEE (191
JE. AT
WBREE | TR |
N I
/BRI

R AR (5
B, EOL, THE
R

FH

i HELE A R

RO |15 | 5 Fee. %5,
TR HIRIZ . /KK
JTER S ChEIENE
SOFIERENREE)

TR M. 5K

OV Lk T, . B

s i

B ORI B

fri

AERER N R Bk

LR

SHEER B |WIE.

O R T LIS, BB,

B W%, MUEEE

[

Biktd IR b s L7 =

BAER | R INRS,

% (AST|LDHESH-. v k

k5 =N g = A T
ALTE  |R. 427
H.AP|E Y bR, RPI
oE =D I b7 = T o8 X
i/ MR

Ho

4. CK

e

I EEER

Hagm

12. BERRRARE R T

B9
s
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TS

i EoEE (R)

B EAR L

12.1.2

TN OBRE R T e b v

v R (PT) ZER & OVERS
FEAELE (INR) HEANN A5 41
HIERDD, Bin iz
Bl o VR T AT K

LHET h=A T DFEAE

JIC X B AT Eo PT iEE
KOVINR #EHNIE, 47 h~A
U OMmMEFREN N T 7

13T C PT X% INR A D
B BIRTHZ icky

AREME A R/NRIZCTE D, L
ML, M7 7ETHIEEEH
%%%E:#ﬁ%ﬁﬁ+ﬁ

D,

¢%%%5¢ PTX J INR 7%
E%K%w i, Ut &
1752 &ﬁ:‘:ﬁi Lb\

12.1.1 2[8] B LIRE OAFI & 5-E /7 (b

Z 7)) IZERIfL L, PT XUZ
INR OFHli 24 0 i3, ~Z
B PT X INR 23 FAR &
D HBEICEWEAITIE, il
®ﬁ%Ki6PTW INR O
Pl = FEtd 5 2 &

PT 3% INR O F 5 @ E % 5|
ke 2 D JFK IOV T
A5 Z &,

122 KK LT7 Y 2T

DAL, RAIE 5B G
BB MiEhiE i iEN: 42 € =
YL TFTHIE,

13. &R G

13.1

KL
AFNZ, Mg (45T
BHEORI5%MRZE) ULE
FEEHT (481 THRI11%FRE)
2 & VRN BEECHNTER
EEIns,

EHERL,

4. FH ForE

141 BA BRSO S

14.1.1 KA1 A T /IT-DETmL O

AHRIERZ D> Y &N

Z TR L. 50 mg/mL DA
ET5, B, AN bEMX
D128, VAR ST IRIRE O
NATUTELIEE 5+

T, LN OFNRIZHE - Tl
T 5,

= WAVEIOL B SSi Y a3 gt

R

AR mL & /31 TV
DOHEEE DT D LRERNB D

o< D EFEAT L,

T NA TN Do D EEL
R BT R E T

14.1.2 BRANZXF5 & Uz e
ThbHIEZHEE LT,

FRELISMIZEE R L,
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TS

i FoEE ()

B EAR L

moED,

RS % E TRIT05 T iE
EAE

B REP oY Lo T
Z (g,

C SERITEIR LT Z & &Rt
EAE

14.1.2 FRACEIRNTES 3 255,
14110 %+ DO F FHEH
T 5,

14.1.3 S{EEET 2546, 14110
Wik 7 & BT AR AK T
AR LEHT 2,

14.1.4 BB ITHSCIHEH 35 Z
L, el RUEAGTREE
MBELETAHLEETH, TRRE
hte. =i (25°C) TlXI12/F
LA, @AT (2~8°C) Tix
AR LI 5 = &,

VMR E ITECA FTRETH
Do

14.4.2 7 R U2 & e RK & 1 3Ad
AR TH D,

14.4.3 Bl A EIEIC SV TR S
T —=H Lz, flio 3K
Hl & [R—OWiR 7 A o &i@L
TRIBFFHZIEA LW &, il
D HH| % [F— DL 7 A >~ H>
HEFHEAT AT, B
AL ERE - S0k (4
AW CSUIILIR Y 7 v
R) % ARH| OPEG-RIZ IR
SAVHICTHRTZ L,

14.2 LK 5/ O FE KB & & B CieR EHERL,
AL,
14.3 AP 5 R DEE ANIBITIE, AEERIT)S U T304 3UE60 | /N Tk, AR OB DN
ST TUSREHEL, FIRNIER L | ICk - TR D2 &, £72. #IK
RWNZ by PIEFIZOWTHRTZ LTz
WZ D, AR EREOEE
RE LT,
14.4 oAk 14.4.1 AANIAFEESHERE OFLEEY | [143 AR EGHEOFE] 2% TE

LIzZ Sk VIEESEZAER,

15. F DO DERE

152 FERRARRBRICHES <
v RO XIZBWT, ¥
T hA G L D ER
RSB B DAVTE DS, D fh
B OSEBIIC AR b
oz, ZOBkiL. wHE
HRR B R DO AME ST
HAEGERE L, CKO EH %20
S Tz, BRHEL K O
BUARIEITER O Bz o 7=,
b Rk E RPN (et B e
H~DEBITT T, Fv b
IZBWTREZAE AN LT

ZRIEOFSOLEEIZL Y EHE,
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L, BEENREELED
b otn) BEHALIN, T
OEIII A NRTF =L HE
& TR b, B
R ORSRER 72 BB 3 1 X
Tl L7z & 2 A, FEEMIC
K6 H A LINIZIEE LT,
THREEDNHEA X (R OF
EEDOHEEEBE DAL I
WY XS v A E28H
MEIRNIEE S L 72 BR I B )
T OARERA X & i LT
Mg = (50 mgke/H :
Cmax D THRIL2) MBHR
AR DN BT, E
72 RRENA X L [RIEEDFT R
Nz THEBEDLEMEN I B
7o ZTHHOFTRIFZ28H D
IREEZ BRI 23588 H i
Yl
ARMHAERA XICE T b=
A w28 M (E%4~31
H) &R S L7 BRiICE
W, S A X & bl LT
W BEER R B (25 mg/kg/
H : Cmax DL THIT3) >
O A e OB B 23 2 B 4
oo ZHHOFTRIFZ28H D
REEZITIEENE LTz, 7ok,
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BT h=A v NEBIRE A
1.9 —BHIA IR D CE

1.9.1  —HREIBFR (JAN)

< JAN I, FRR2145(20094) D12 H 28 A A 3R AR 122855 157512 L v a7z,

JAN : (AAL) T h~AT

(¥ 4) Daptomycin

b4 - (AAR4)

N-(T5 ) AN)L-b U T N7 4 v-D-T7 AT F=)L-L-7 AL F)L-L- h LA
=T VN LA N =F )V L-T AL TF)L-D-T T = )L-L-T A )L F )L 7 )

2 V-D-& U V-(3R)-3-A F/L-L-Z NV H I)V-3-(2-T X ) XUV AN L-T T =
1.13534-7 7 b

F 4)

N-(Decanoyl)-L-tryptophyl-D-asparaginyl-L-aspartyl-L-threonylglycyl-L-ornithyl-L-
aspartyl-D-alanyl-L-aspartylglycyl-D-seryl-(3R)-3-methyl-L-glutamyl-3-
(2-aminobenzoyl)-L-alanine 1.13—3.4-lactone

|

4313 0 CoHi01N17026
B 1,620.67

1.9.2 ERRE—#&% (NN)

- r-INN (&, daptomycin & L C List 29 (WHO Drug Information, 1989, Vol. 3, No. 3, P. 4) (ZI&# =
iz,

1.9 — BRI D CE
-2 .
0696KM
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2T h~A v INEEhRE
1.10  7R3E - B35

1.10 HE - BIEZDIE

TS
DIFEFREEGROE L O

EEEEMOFLD

R110-1 B5X - BIEFOREEEEHDFT LD

BT
b4 - W% | N(TH ) AN)L-b U T N7 4 )V-D-T ART X =)L.L-T7 AL F)L-L- b LA
=T LA NN =T - L-T A2V T )LD-T T = )-L-T ANV TF LT
JV-D-t U V-(BR)-3-A F/V-L-Z NV H I )N-3-2-T 2 ) XA ))-L-T T =
1.13—34-F 7 h
G 0
L-Trp—D-Asn—L-Asp—L-Thr—GIy—L-Orn—L-Asp—D-AIa—L-Asp—GIy—D-Ser“
CHj
e« Zhik 3 i )
BT R~ A AMED AF U it T RO EKE (MRSA)
(i )
FUMAE | MR OIS | TRTEME R RYSE . SME - BVE S OVFATBISE O Wk
B, OB A - BBEO R
Hit - HE (R AE G DN S D5 ]
W RANIE S 7 b~ A o LTLAEI6 mg kg 2405 Z & 12305007 T
SR R SO TRRARICERIRN TS 5 5,
[RTEME R T, AMES - BME K ONTINAIZE O “ RIS, NG A - B0 IR
RGO A ]
WE . AT E 7 h~A v & LTCLA A4 mg kg %2408 Z 2123053 )
TR E X IRRICERIRNER T 5,
BIEESEORE | L
TRA K OE | R XS h~A
BhEKSy - i | A a2 B UM ERER3S0mg (I3 TAFICH T v A ol LT350 mg
=h)
= 2 £ LDso
ran iRl
EAL7Es PR (mg/ke) (mg/ke)
~ A de — 3866, 9:703
VAR 39 Q:>700 381142, :159
A X 39 — 4 @200
L 39 — & 2:200
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57 hv A v MR

TS

110 7 - BEREOREFRAGROE L

At
Bh Bh 55 e .
DO | sy | s | (mgkg/H) | (mgke/H) PR
L5 20, 40 BIGOLIEE NEERIN, I
Fv b |35 H | HEHRN w0 39 :20 NRAE LR ozEfaib, B
st/ FA
. _ CPK. AST KX NALT L5, &
~4 X 34 A | BIRW | 1, 5. 20 39 :5 KRS A
V2 1Ln A | 8RN | 1. 5, 10 39 :>10 ARz L
2 P
BE | &5 B A o
! 7
DR s | ps | (meke/H) | (mgke/H) PR
Zv bk | 6xH | FIRAN |2, 10, 50 49 :10 BAS IR ME, R
CPK. AST BN ALT 5. &
i M ONE OZEVE /A, B3
q X 67 A | #ARA | 2. 10, 40 49 :10 S5 B e R OSEE iR
fREREE OB LB O
B R D SR 25

gI1EH Fife R IR B R FH RS B il R AR A RIE F R ELR
2T h=A v 119961 (11.1%) AT h=A 169961 (16.2%)
BIVEH OFSE Bk (%) b A B A S D RS Bk (%)
FEEN 2 (2.0%) AST (GOT) L& 7 (7.1%)
A2 2 (2.0%) ALT (GPT) L5 7 (7.1%)
! 2 (2.0%) i) NbR 2 (2.0%)
B PE=EIRS 1 (1.0%) Al-P |5 2 (2.0%)
s 1 (1.0%) CK (CPK) k5 2 (2.0%)
TN 1 (1.0%) T BRER B N 2 (2.0%)
21 1 (1.0%)
K7 L7 R U IfE 1 (1.0%)
TFEI74TF = ay s 1 (1.0%)
DEX ST-T 24 1 (1.0%)

Es N MSD #E 4k
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X7 h~A v NG EEH
1.10 ¥ - BEEZEORERAEROE L
B
b4 - B4
S
RE - ZhE
YL - & PN,
—FRUE, TR E DN oA
W RACIEZ 7 b~ A ok LCLA A6 mg4L/kgZ 24K 2 L 12305
DT TR EE XA R ICEARNER T 5,
—RTEME R G GIE . AMES « BVE K OVFIAIE O RS, OB A - /50 —
fkﬂm@#j—r%
W RACIEZ 7 b~ A ok LA A4 me4/kg % 24H5 2 L 12305
T T 5{%5%/£X TRIRICERIRN ST 5,
ROV
FUImSE
W, X7 bh~wA v U CTUTORELVHEEWEG S5,
A fin FEMR OVH &
127% 0L F18kEA | 1H 18] 7 mg/kg 224 Z 212309 000 T
13 I B
Tl B125R | 1H 1A 9 me/ke 22405/ Z & 1230402 C
1t IR B
ElL | 7%k | 1H B2 mg/ke & 241 Z L 1260505 T
13 R B
ETEVE P2 R RAGLSE . AMES - VS K VT AN O RIS, B A - IBIED IR
F,j@{j“
W, X7 bh~wA v U TUTORELVHEZEWEG S5,
A fin FEMR OVH &
127% 0L F18kEA | 1H 18] 5 mg/kg 224 Z 212309000 T
1t ST
Tl B125%R | 1H 1A 7 mg/ke 22405/ Z & 12304000 C
13 I B
Ll b TR | 1H 1E] 9 me/ke A 240 & & 12605 02 T
13 ST B
Ul b 2ok | LA 1E[10 mg/ke 224050 Z & 12605 037 T
1t I B
(F# - B0
JEISREE DR E
4 X O %)
5y - v
Ik
IIEH MRSA JEEYYIE $H 5 W T MRSA YUEN DO DR ABE Z i L L ENS

IMFEERER  (0023X5R)

BELRAE DRI 7 B BEPR R A LRI T R B

T <A 11/9941] (11.1%)
BIVEH O fE B (%)

T <A 160994 (16.2%)
B A 5 5 5 0D FlA B (%)

B 2 (2.0%) AST (GOT) L5 7 (7.1%)
ez 2 (2.0%) ALT (GPT) L& 7 (7.1%)
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ST A v NRBRE A
110 7 - BEREOREFRAGROE L

! 2 (2.0%) iS¢0 2 (2.0%)
B YE=EIRS 1 (1.0%) Al-P |5 2 (2.0%)
s 1 (1.0%) CK (CPK) L5 2 (2.0%)
TN 1 (1.0%) T BRER B N 2 (2.0%)
21 1 (1.0%)
K7 L7 R e 1 (1.0%)
TFEI74TF = ay s 1 (1.0%)
DEX ST-T 24k 1 (1.0%)

77 DGTEERC & D EMEVER A - sET AR GIE U BIAED 1~17 %D

NREBHA 2 G & U7 EPNG TARRER (029 5X5R)

BIVEFI S EER - 21841 (11.1%) (BRRMA s 25T

BIEHORE  #l% (%)
MRS 161 (5.6%)
EAGBALIERE 161 (5.6%)

W7 U EREIC X 2 EIME & 2K S e 3B D1~ 1TmO/NEBE %
KA L Ui B IVEREER  (005385k)
RIVERFEER - 8/5561 (14.5%) (BRIRARAAE R E 25 de)

BB O FlE (%)

TR 2 151 (3.6%)
CK L5 2 15 (3.6%)

77 DGPERIC K D EMEIE RS - dEEAREGIE & W Sz 3B 51
~ 1T D/NRBE G & LI AN IVAREER (017548R)
RIVERFEER - 3525601 (13.7%) (BRAM AR 2 5 T)

BB O FlE (%)

T 14 5] (5.5%)
CK L& 5% (2.0%)
EAGBOLEE 36 (1.2%)
Z 9 FESE 3%l (1.2%)

(F# : 38
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| TTj9038]

Induce Hemolysis in Human Blood

07ZHJIT

RGO 5 CERY TE EE S R PR GE - B8 [T — 5
(EA, s RO R DI H A 1
3 B3 (B =a—n3)  WELICEY 5 0k N sy
4 FA (B =—n4) - IEERR B 2 -
4.2 Akl i -
4.2.1 PR BRI L
4.2.2 S B HE R -
4.2.2.1 IINTER OV NY T— v o Vi & -
[E#4.2.2.1.1: Quantitation of Daptomycin in Neonatal Beagle Plasma via HPLC with ok FENERE ZEER i
-3098] Ultraviolet Detection
4222 WY AU B R L
4.2.2.3 GAi LB L
4224 HEf AU B R L
4.22.5 el LB L
4.2.2.6 S Efe AR A AR BRI GERR) BRI L
4227 Z DD I B e R LB L
4.2.3 LR -
4.23.1 H R 5 MR LB L
4.23.2 PR B2 -7 VR AU B R L
4233 R R LB L
4.23.4 3 A SRPERAER AU E R L
4.2.3.5 A BB A T MR -
4.23.5.1 ZIRRE K QG IR £ TOYMILIE LI BT 5 el AR L
4.23.52 I - BB % akiiR LB L
42353 HIAE I OV AR # 038 AR NS RER D BEREIZ B 9~ 2 skl BRI L
4.23.5.4 AR A V72 BER -
[&#}4.2.3.5.4.1: Daptomycin: A 28-Day Intravenous (Slow-Push) Injection Toxicity and 4N FENEEE A 3
DA032TX002] Toxicokinetic Study of Daptomycin in Post Natal Day 4 Neonatal Beagle Dogs
With a 1-Month or 6-Month Recovery Period
4.2.3.6 SR PTAEE RER BRI L
4237 Z Dt D FEVERER -
4.23.7.1 PR BRI L
4.237.2 Soe me R LB L
4.2.3.7.3 AEPEFEBLOBEFFIZ BE 9 % 2l AU BRI L
42374 AP R LB L
4.2.3.7.5 R3O TR AU B R L
4.2.37.6 A D FEMERRER LB L
423.7.7 Z DAt DFBR -
[&#}4.2.3.7.7.1; MK-3009 Exploratory Single-Dose Intravenous Tolerability Study in Rats Merck Research  |#E4+ FENER SEGR i
1[. 1200] Laboratories
[&#}H4.2.3.7.7.2: MK-3009 Fourteen-Day Intravenous Toxicity Study in Rats Merck Research | #E4+ FENEE SELRL i
1[. 1178] Laboratories
[&#}4.2.3.7.7.3; MK-3009 Fourteen-Day Intravenous Toxicity Study in Rats Merck Research  |#E4+ FENER SEER i
1[. 1179] Laboratories
[&£14.2.3.7.7.4: A GLP Evaluation of Different Formulations of Daptomycin for Potential to sk HAEER ZEER 3




2T v A v NEShRE EA

L12 IR ER—&

Gram-Positive Infection.

IATE B 24 FL EE A PRk AHEE - 25 |HEEE T — 4
(W, 15 RO R DA
[&#}4.2.3.7.7.5: A GLP Evaluation of Different Formulations of Daptomycin for Potential to ok FENER SEER i
1[.9039] Induce Flocculation in Human Plasma and Serum
4.3 S5 Sk ARk L
5 H5H (B2 —/V5) : FREBREREE -
5.2 R R -
5.3 i PR el 1 -
5.3.1 AW A AR -
5311 AT AL TE V7 4 (BA) RBEEE B L
5.3.1.2 LEEBAGER M OV 2R [FSEPE (BE) sl & AU B R L
5.3.1.3 In Vitro-In Vivo® Bi# & it U 7= skBrif i £ BRI L
53.14 TR S OB E A S0 T i i i o -
[&#}5.3.1.4.1: Validation Report LC 309.7 Quantitation of Daptomycin in Human Plasma via s FENERE ZEER i
04FQSB] HPLC with Ultraviolet Detection
[&#15.3.1.4.2: Method Validation Report Addendum 1 LC 309.7 Project SQZ Quantitation of - st FENE R SELRL 3
04FQS9] Daptomycin in Human Plasma via HPLC with Ultraviolet Detection
[&#}5.3.1.4.3: Method Validation Report Addendum 2 LC 309.7 Version 1.01 Project KLP2 (] ok FENE R} ZEER e
05L47R] Quantitation of Daptomycin in Human Plasma via HPLC with Ultraviolet
Detection
[&#}5.3.1.4.4: Validation Report HPLC Analysis of Daptomycin in Human Urine ‘- ok B R SE G piis
04FQS8]
[&#}5.3.1.4.5: Analytical Report Project LLP Quantitation of Daptomycin in Human Plasma - s FENEE SZ B b3
04FQQV] via HPLC with Ultraviolet Detection
[&#}5.3.1.4.6: Analytical Report Project MLP Quantitation of Daptomycin in Human Urine ‘- ok B R SE G piis
04FQQW] via HPLC with Ultraviolet Absorbance Detection
[&#15.3.1.4.7: DAP-PEDS-07-02/CR-049: Analytical Report Project XFT Quantitation of - stk FENE R SELRL i
04FQQX] Daptomycin in Human Plasma via HPLC with Ultraviolet Detection
[&#}5.3.1.4.8: DAP-PEDS-09-01/CR-082: Analytical Report Project TEV Quantitation of ‘- ok FENERE ZEER pii3
04FQQZ] Daptomycin in Human Plasma via HPLC with Ultraviolet Detection
[&#15.3.1.4.9: DAP-PEDS-07-03: Analytical Report Project KAV Quantitation of - AL B SEE R B
04FQQY] Daptomycin in Human Plasma via HPLC with Ultraviolet Detection
[&#}5.3.1.4.10: Quantitation of Daptomycin in Human Plasma via HPLC with Ultraviolet ‘- ok B R SE G piis
04JC7N] Detection (DAP-PEDBAC-11-02)
[&#}5.3.1.4.11: Quantitation of Daptomycin in Human Plasma via HPLC with Ultraviolet - s FENEE SZ B b3
04PC3D] Detection (DAP-PEDOST-11-03)
[&#}5.3.1.4.12: Quantitation of Daptomycin in Human Plasma via HPLC with Ultraviolet - ok FENERE SEER i
05LP3W] Detection (MK-3009-029)
53.2 b ARREEL 2 HIV 72 S Bl HE B e o0 B R 5 AR L
53.3 B ENRE (PK) SRR -
53.3.1 TR ER BRI 1~ 36 1T 2 PR M OV 75 P el e 15 25 BRI L
5.3.3.2 S SIRAY QRO PNl R A s -
[&#}5.3.3.2.1: P028] |An Evaluation of the Pharmacokinetics of a Single Dose Of Daptomycin (4 Cubist AL B FEAG sk H
mg/kg) in Pediatric Patients Aged Two to Seventeen Years Who Are Pharmaceuticals,
Concurrently Receiving Standard Antibiotic Therapy for Proven or Suspected |Inc.
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04JH78]

Years of Age With Bacteremia Caused by Staphylococcus aureus (Memo for
PK Modeling Report MERC-PCS-121)

IR 5 24 FL FH AR EE S AHEE - 25 |HEEE T — 4
(P, ) ey Topll DA
[%&#}5.3.3.2.2: P023] |An Evaluation of the Pharmacokinetic Profile and Safety of a Single Dose of ~ |Cubist s FENER FEAT R H
Daptomycin in Pediatric Subjects Aged Two to Six Years Who are Pharmaceuticals,
Concurrently Receiving Standard Antibiotic Therapy for Proven or Suspected |Inc.
Gram-positive Infection.
[&#}5.3.3.2.3: P018] |An Evaluation of the Pharmacokinetic Profile and Safety of a Single Dose of ~ |Cubist st FENEEE FEAMG & Ak H
Daptomycin in Pediatric Subjects Aged 3 Months to Twenty-four Months Who |Pharmaceuticals,
are Concurrently Receiving Standard Antibiotic Therapy for Proven or Inc.
Suspected Bacterial Infection including Peri-Operative Prophylactic Use of
Antibiotics.
5333 PRI 2 fad L 72 PRaRBR o AR L
5.3.3.4 S RVEZEN & Bt L 72 PRERBR S 2 AU BRI L
5335 AE = L—3 3 VPKillipifts & G e L
53.4 BRI (PD) aBRHE & AU B R L
5.3.5 AN Oz iR s 3 -
5.3.5.1 H A 2 BCE (2 B % e BE R i T -
[##}5.3.5.1.1: P017] |An Evaluation of the Safety, Efficacy and Pharmacokinetics of Daptomycin in |Cubist s FENEE FFA Ak el
Pediatric Subjects Aged One to Seventeen Years with Complicated Skin and  |Pharmaceutical,
Skin Structure Infections Caused by Gram-Positive Pathogens. Inc.
[%#}5.3.5.1.2: P005] |A Comparative Evaluation of the Safety and Efficacy of Daptomycin Versus  |Cubist st FENEEE FEAMG & Ak H
Standard of Care in Pediatric Subjects One to Seventeen Years of Age With Pharmaceuticals
Bacteremia caused by Staphylococcus aureus. LLC (formerly
known as Cubist
Pharmaceutical,
Inc.)
5.3.5.2 ot BRI i -
[&#}5.3.5.2: P029] A Phase I Open-Label, Single-arm Clinical Trial to Study the Safety, Efficacy |MSDEkz 21t EH FEP R A R A
and Pharmacokinetics of MK-3009 (Daptomycin) in Japanese Pediatric
Participants Aged 1 to 17 Years with Complicated Skin and Soft Tissue
Infections or Bacteremia caused by Gram-positive cocci.
5353 1R AR plAE 2 IR TRRAT L 7o i 35 -
[&#}5.3.5.3.1: Population PK Modeling Analysis of Daptomycin (MK-3009) in Pediatric sk FENE R SELRL f
058SJP] Patients
[&#}5.3.5.3.2: A Comparative Analysis of Daptomycin (MK-3009) Exposure in Pediatric and |Merck Research  |{fE5} B R SE G H
04HLQN] Adult Patients with Staphylococcus aureus Bloodstream Infection (SAB Laboratories
Bacteremia) and an Evaluation of Exposure — Creatine Phosphokinase
Relationship in Pediatric Patients with SAB or Complicated Skin and Skin
Structure Infections
[&#15.3.5.3.3: Bayesian Analysis of Daptomycin in Pediatric Patients from One to Seventeen st FENEEE SELRL f
04HXDZ] Years of Age With Bacteremia Caused by Staphylococcus aureus (PK
Modeling Report)
[&#}5.3.5.3.4: Bayesian Analysis of Daptomycin in Pediatric Patients from One to Seventeen sk AR SEER H

07ZHJIT




2T v A v NEShRE EA

L12 IR ER—&

P05 effi lists]

IATE B 24 FL FH A PRk AHIEE - 25 |HEETT —
(EA, s RO R DI H A 1
[&#}5.3.5.3.5: Memo: Monte-Carlo Simulations of Daptomycin Pharmacokinetics in Pediatric s B R SE G H
04PR8B] Subjects 1 to 17 Years of Age
[&#}5.3.5.3.6: A Composite Analysis of MK-3009 (Daptomycin) Exposure in Japanese MSDIR Rt A FENE R SELRL f
05ML6B] Pediatric and Japanese Adult Patients with Complicated Skin and Soft Tissue
Infections (cSSTI) and Bacteremia, and in Japanese Pediatric and Non-
Japanese Pediatric Patients with Complicated Skin and Skin Structure
Infections (cSSSI) and Bacteremia
53.54 T DAL O B R F MR i T -
[ #}5.3.5.4.1: P006] |A Multicenter, Randomized, Double-Blinded Comparative Study to Evaluate |Cubist stk FENE R SELRL f
the Efficacy, Safety, and Pharmacokinetics of Daptomycin Versus Active Pharmaceuticals
Comparator in Pediatric Subjects With Acute Hematogenous Osteomyelitis LLC (formerly
Due to Gram-Positive Organisms. known as Cubist
Pharmaceutical,
Inc.)
[&#}5.3.5.4.2: "CUBICIN" Drug Susceptibility Survey LSI Medience EH FENERE SEER pii3
04TVYN] Corporation
[&#15.3.5.4.3: Surveillance of Tedizolid Antimicrobial Activity Tested against Gram—positive [JMI Laboratories |##4+ FENE R SELRL i
04WJVJ] Pathogens Isolated in the United States and Europe (2017)
[&#}5.3.5.4.4: Surveillance of Tedizolid Antimicrobial Activity Tested against Gram—positive |JMI Laboratories |{fE5} B R SE G piis
056MDY] Pathogens Isolated in the United States and Europe (2018)
[&#15.3.5.4.5: Surveillance of Tedizolid Antimicrobial Activity Tested against Gram—positive [JMI Laboratories |##4+ FENE R SELRL i
05SHCVY] Pathogens Isolated in the United States and Europe (2019)
[&#}5.3.5.4.6: Surveillance of Tedizolid Antimicrobial Activity Tested Against Gram—Positive|JMI Laboratories |{fE5} B R SE G piis
05HCVZ] Pathogens Isolated in Eastern Europe, Asia-Pacific, and Latin American
Countries (2019)
53.6 TR OAE LR 2 B9~ 2 s -
[&#}5.3.6.1: 06G2PN] |PERIODIC SAFETY UPDATE REPORT (PSUR) for Daptomycin [Reporting [Cubist stk FENE R SELRL i
Interval: 12-SEP-2020 to 11-SEP-2021] Pharmaceuticals
LLC, a Subsidiary
of Merck & Co.,
Inc.
5.3.7 BB T — 5 BRI OE IR -
[&#15.3.7.1.1: Demographic and Baseline Characteristics - - - - i
P017_demo _lists]
[&#}5.3.7.1.2: Listing of Demographic Information - - - - flig
P005 demo lists]
[&#15.3.7.1.3: Listing of Subjects Demographics - - - - i
P029_demo _lists]
[&#}5.3.7.2.1: Listing of Subject Individual Efficacy Response Data - - - - flig
PO17 effi lists]
[&#15.3.7.2.2: Listing of Subject Individual Efficacy Response Data - - - - i

07ZHJIT




2T v A v NEShRE EA

L12 IR ER—&

P029 lab_lists]

AR ) ZA v FE W Bk SHPER, - 28 WG T — 4
(. ) BRIOR DA

[&#}5.3.7.2.3: Listing of Subject Individual Efficacy Response Data - - - B 4

P029 effi lists]

[&#}5.3.7.3.1: Treatment-Emergent Adverse Events - - - - e

P017 ae lists]

[&#}5.3.7.3.2: Listing of Adverse Events - - - - flig

P005 ae lists]

[&#}5.3.7.3.3: Listing of Subjects With Adverse Events - - - - f

P029 ae lists]

[&#}5.3.7.4.1: Listing of Deaths - - - - flig

P017 death lists]

[(&#}5.3.7.4.2: Listing of Adverse Events Leading to Death - - - - f

P005 death lists]

[&#}5.3.7.4.3: Subjects who died - - - - flig

P029 death lists]

[&#}5.3.7.5.1: Listing of Treatment-Emergent Serious Adverse Events - R - _ 4

P017_sae lists]

[&#}5.3.7.5.2: Listing of Treatment-Emergent Serious Adverse Events - - - - 4

P005 sae lists]

[ #}5.3.7.5.3: Subjects with serious adverse events - - - - 4

P029_sae lists]

[&#}5.3.7.6.1: Listing of Subjects Who Discontinued Therapy Due to Treatment-Emergent - - - - flig

P017 discon_lists] Adverse Events

[&#}5.3.7.6.2: Listing of Adverse Events Leading to Discontinuation of Study Medication - - - - i

P005_discon_lists]

[&#}5.3.7.6.3: Subjects who discontinued drug due to an adverse event - - - - [T

P029 discon_lists]

[Ek5.3.7.7.1: Clinical Laboratory Data - - - B 4

PO17 lab_lists]

[&#}5.3.7.7.2: Listing of Clinical Laboratory Evaluations - - - B 4

P005 lab lists]

[&#}5.3.7.7.3: Listing of Laboratory Values - - - - e

5.4

2% 3CHk

[&#}5.4:001]

Gram-positive resistance: pathogens, implications, and treatment options:
insights from the Society of Infectious Diseases Pharmacists.

Akins RL, Haase
KK.

Pharmacotherapy. 2005; 25:
1001-10.

[&#}5.4: 002]

Comparison of mortality associated with methicillin-resistant and methicillin-
susceptible Staphylococcus aureus bacteremia: a meta-analysis.

Cosgrove SE,
Sakoulas G,
Perencevich EN, et
al.

Clin Infect Dis. 2003; 36: 53-9.

[ #}5.4: 003]

WHO Antimicrobial resistance: global report on surveillance 2014.

World Health
Organization.

Available from
https://www.who.int/drugresista
nce/documents/surveillancerepor
t/en/

07ZHJIT




2T v A v NEShRE EA

L12 IR ER—&

https://janis.mhlw.go.jp/report/o
pen_report/2019/3/1/ken_Open_
Report_201900.pdf

TR CER T i EE TR - B8 R 7 —7
(EA, s RO R DI H A 1
[&#}5.4: 004] MRSAEYHE DR A KT A ERRZE S, MRSAJEYYEDIER Y A | AAHEANR |- - - -
RZ A 2 20194 UGRET IR AL
& - —fRtEEE
UNER: 3 Chtes
=.
[&£}5.4: 005] Epidemics of community-associated methicillin-resistant Staphylococcus Dukic VM, - PLoS One. 2013; 8: e52722. - -
aureus in the United States: a meta-analysis. Lauderdale DS,
Wilder J, et al.
[ #}5.4: 006] BEPRYS R — 1 T 2R ABEBF AR (2019 4E3R) . |[BAT @, - Available from - -

[&#}5.4: 007]

JEAE GBI e — N 5 > % (JANIS) M P i1
2008~20184FARRfE #H & H0MZ

I ENET B
WE— LR
F- Al

Available from
https://janis.mhlw.go.jp/material/
material/ 78 A % —1_ 202045
310E A AR A F R R
_EEE & REOmMERE O 4y
BER L. pdf

[ #}5.4: 008]

Staphylococcus aureus infections: epidemiology, pathophysiology, clinical
manifestations, and management.

Tong SY, Davis
JS, Eichenberger
E, etal.

Clin Microbiol Rev. 2015; 28:
603-61.

[&#}5.4: 009]

Surveillance of antimicrobial resistance in Europe 2018.

European Centre
for Disease
Prevention and
Control.

Available from
https://www.ecdc.europa.eu/sites
/default/files/documents/surveilla
nce-antimicrobial-resistance-
Europe-2018.pdf

[&#}5.4: 010]

National burden of invasive methicillin-resistant Staphylococcus aureus
infections, United States, 2011.

Dantes R, Mu Y,

Belflower R, et al.

JAMA Intern Med. 2013; 173:
1970-8.

[&H}5.4:011]

Antibiotic resistance threats in the United States. 2019.

Centers for
Disease Control
and Prevention.

Available from
https://www.cdc.gov/drugresista
nce/biggest-
threats.html?CDC_AA_refVal=
https%3A%2F%2Fwww.cdc.go
v%?2Fdrugresistance%2Fbiggest
_threats.html

https://www.cdc.gov/drugresista
nce/pdf/threats-report/mrsa-
508.pdf

[&#}5.4: 012]

FEIP/NRE (0~ 15mERT) ORCIAE « B JE 513 B R R Ak R YL AE 0
HEE IS L FIMRSATE DB -2 % 1 7o HE e F2 4 5 A 3k

&4 IMDC

FENE R

07ZHJIT




2T v A v NEShRE EA

L12 IR ER—&

TR R

HA v

RS
(EW, HEsh)

EE S

THIGR - 55
YORHOR

HEHE 7 —
DFEH A

[&#}5.4: 013]

EHAIMMER FIETERE (Ver.3.2)

e
=

il

JEAEFBAE BElN
YRR —
AT AEE.

Available from
https:/janis.mhlw.go.jp/section/s
tandard/drugresistancestandard
ver3.2 20190109.pdf

[&8}5.4: 014] M EEIIMRSA (CA-MRSA) 1T & 2 REGRME L PR O TAE. T AN NIV B JRULEFHERE. 2018; 92: 686-9. |- -
=R, RS JIE
e A
[&8}5.4: 015] MALDI-TOF MS % i\ 7z B PRI A A O BT LR TR S I |7V T - HAERRIR A SHERE. 2016; |- -
JHET. 26; 1-11.
[&#}5.4: 016] Rapid discrimination between methicillinsensitive and methicillin-resistant Edwards-Jones V, |- J Med Microbiol. 2000; 49: 295- |- -
Staphylococcus aureus by intact cell mass spectrometry. MA Claydon, DJ 300.
Evason, et al.
[&#}5.4:017] Clinical practice guidelines by the Infectious Diseases Society of America for |Liu C, Bayer A, |- Clin Infect Dis. 2011. 52: 285- |- -
the treatment of methicillin-resistant Staphylococcus aureus infections in adults |Cosgrove SE, et al. 92.
and children: Executive Summary.
[&#}5.4: 018] Practice guidelines for the diagnosis and management of skin and soft tissue  |Stevens DL, Bisno |- Clin Infect Dis. 2014; 59: 10— |- -
infections: 2014 update by the Infectious Diseases Society of America. AL, Chambers 52.
HF, et al.
[EEES.4: 019] JAIDASCREGHEIRIR T A K7 A »2017T—HUIER T OB 7 —7 VEDE | —fRFEIEAR |- A AL AR MRS, 2018; |- -
M AR —. AREIIEF 22| 66: 82-117.
NERAEETEN B
AR L
JAID/JSCIEEYLAE
WA K -
A B A AERL
Z B2 BUE
U—X% 77
=",
[&#}5.4: 020] HARRBUMAE 2R T A K F A > 2016. A ARRIUEERS |- A ARSE FIBIR RS M. - -
WA KT 2017; 24 Suppl 2.
2016VBRAFRIZE
B
[&#}5.4: 021] Community-acquired bloodstream infection in critically ill adult patients: Valles J, Rello J, |- Chest. 2003; 123: 1615-24. - -
impact of shock and inappropriate antibiotic therapy on survival. Ochagavia A, et
al.
[&#}5.4: 022] The Japanese Clinical Practice Guidelines for Management of Sepsis and Nishida O, Ogura |- Acute Med Surg. 2018; 5: 3-89. |- -
Septic Shock 2016 (J-SSCG 2016). H, Egi M, et al.
[&£}5.4: 023] The Third International Consensus Definitions for Sepsis and Septic Shock Singer M, - JAMA. 2016; 315: 801-10. - -
(Sepsis-3). Deutschman CS,
Seymour CW, et
al.
07ZHJT




2T v A v NEShRE EA

L12 IR ER—&

TR R

HA v

e

RS
(EW, HEsh)

EE S

THIGR - 55
YORHOR

HEHE 7 —
DFEH A

[&#}5.4: 024]

T RIS\ 51T % B e D R RO

THKIERS, B
AL B
A

H AR MRS, 2008;
112: 1527-33.

[&#}5.4: 025]

MM B2 B 2651 OO R R AR

HINESR, #ak
R, KA
Jr, fib.

H AR MRS, 2009;
113: 1557-63.

[&#}5.4: 026]

ABEEE T 1T 2 B IE O FRR A RRF.

WP, A
FRE, TR
TNFRT, A

FA/NERHERMERE. 2010;
114: 1389-93.

[&#}5.4: 027]

Bacterial and fungal etiology of sepsis in children in the United States:
reconsidering empiric therapy.

Prout AJ, Talisa
VB, Carcillo JA,
et al.

Crit Care Med. 2020; 48: €192-
9.

[&#}5.4: 028]

2001 SCCM/ESICM/ACCP/ATS/SIS International Sepsis Definitions
Conference.

Levy MM, Fink
MP, Marshall JC,
et al.

Crit Care Med. 2003; 31: 1250-6

[&#}5.4: 029]

Surviving Sepsis Campaign: International Guidelines for Management of
Sepsis and Septic Shock: 2016.

Andrew R, Laura
EE, Waleed A, et
al.

Intensive Care Med. 2017; 43:
304-717.

[&#}5.4: 030]

Guidance for Industry. Uncomplicated and Complicated Skin and Skin
Structure Infection—Developing Antimicrobial Drugs for Treatment.

U.S. Department
of Health and
Human Services
Food and Drug
Administration
Center for Drug
Evaluation and
Research (CDER).

[&#}5.4:031]

Guidance for industry. Acute bacterial skin and skin structure infections:
developing drugs for treatment.

U.S. Department
of Health and
Human Services
Food and Drug
Administration
Center for Drug
Evaluation and
Research (CDER).

Available from
https://www.fda.gov/regulatory-
information/search-fda-
guidance-documents/acute-
bacterial-skin-and-skin-
structure-infections-developing-
drugs-treatment

[&#}5.4: 032]

Antimicrobial activity of ceftaroline tested against staphylococcus aureus from
surgical skin and skin structure infections in US medical centers.

Sader HS, Farrell
DJ, Flamm RK, et
al.

Surg Infect (Larchmt). 2016; 17:
443-7.

[&#}5.4: 033]

PR O RSARFAL TEIZ BT 204 RTA .

LB FE R R AT AT
TARTA KL

EEER.

HA L i 2 R,
66: 3-81.

2018;

07ZHJIT




2T v A v NEShRE EA

L12 IR ER—&

TR R

HA v

e

RS
(EW, HEsh)

EE S

TR - %
ERHBI

HEHE 7 —
DFEH A

[&#}5.4: 034]

JAID/JSCIEYLIETEHE A A R2019.

JAID/JISCIEYLIE
WBRHTA K - H
A N7 A4 MERR

ZE=.

p183-201.

[&H}5.4: 035]

The efficacy and safety of daptomycin: first in a new class of antibiotics for
Gram-positive bacteria

Rybak MJ.

Clin Microbiol Infect. 2006; 12:
24-32.

[&#}5.4: 036]

Pharmacokinetics and Tolerability of Daptomycin at Doses up to 12 Milligrams
per Kilogram of Body Weight Once Daily in Healthy Volunteers

Benvenuto M,
Benziger DP,
Yankelev S, et al.

Antimicrob Agents Chemother.
2006; 50: 3245-9.

07ZHJIT





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Japan Color 2001 Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /JPN <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 0
      /MarksWeight 0.283460
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /JapaneseWithCircle
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice




