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W75 M OV R O E 7%
R BiE L TORWARE (eEk) AL TWRWAFR (HARE
CE %[ Clinically Evaluable B R AT P RE 72 2 [
CPK Creatine Phospho Kinase J VT FURARFF—E
cSSSI Complicated Skin and Skin Structure Infections EHEME R & - # R R R e
cSSTI Complicated Skin and Soft-tissue Infections FEHEVERZ RS - HCES R AR e
Cubist £1: Cubist Pharmaceuticals, Inc. K [E Cubist Pharmaceuticals, Inc.
GISA Glycopeptide Intermediate-resistant 7 a7 T R R
Staphylococcus aureus 7 R EKEE
Lilly Eli Lilly and Co. >k[# Eli Lilly and Co.
MIC Minimum Inhibitory Concentration /NS BRLIE R
MITT £ Modified Intention-To-Treat Modified Intention-To-Treat £&
MRSA Methicillin-Resistant Staphylococcus aureus ATV UMEEAT N K
MRSE Methicillin-Resistant Staphylococcus epidermidis ~ A F 2V ViHEZFR 7 K7 EKE
PAE Post-Antibiotic Effect PUA A & A RE il L 72
TR d 2 HETEAN I 2N R
VRSA Vancomycin-Resistant Staphylococcus aureus Nra<wA v UtEEe” Ky
BKES
VRE Vancomycin-Resistant Enterococci Ny a<A MG ER A
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151 EEXFIHEROER

X7 hwATr (LUF, AL [X¥1.5: 1) 1%, KEEl Lilly and Co. (BAF, Lillyfh) (2X-T
% HL S 41, K[ECubist Pharmaceuticals, Inc. (BLF, Cubistfl) 125 0 Bi%E S 7z Frii sk U AR
F RRPUEWE CTH 5, AENL. BB Streptomyces roseosporus DZEFEFEW) TH VO . 7T LG TERE
WCHETEME 2 R, AANT, OWThOREIEE bR 5ENETF 2 A L, MBS LT
TN O/ 5 & 2 L, BAE., DNAKURNAD AR Z HLAIRET 5 2 &1 X 0 i
ARz R ST Z e R<MBE LM SE 5262 H],

L-Trp—D-Asn—L-Asp—L-Thr—Gly—L-Orn—L-Asp—D-Ala—L-Asp—Gly—D-Ser

CHj3
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1.5.2 FAXEDRERE

AHN OB ZE OffER 2 [[41.5: 2102~ T,

Ang, 44, 1t~ Rt Lilly #hic &0 A R O TRRE T, L L
M5, H 1R CAFA mgkg 1H2EE G0 HEKRO®EME [HFCHIVK T2 7 L
TFURARFFT—E (LT, CPK) ] ALz &b et Bal, ML —Hip
1E U7z, Dtk E.E&cwmﬁﬁwmyﬁﬂaxﬁ%%kb FEZTHEER G ICZE L
fER. FEERIR K ORI CHMER WL B AR TE 2 LD RAIOBRFE ik L, K
[E ARG L72[1.13 H] (& k5.4 6],

AFNDOAGRIRIL & U TR ARANENED 77T LRGHER [MRSA 2 3 T35 (7 N v BKE | Streptococcus
pyogenes, Streptococcus agalactiae, Streptococcus dysgalactiae subsp. equisimilis & (N Enterococcus
faecalis (VN> A~ A 2 UEZMEEOR) ] 2 X DEHEMERZ G - WA YE (cSSSI) % i hiiE
& LT, AAl4 mgkg OFED, 200349 I KE TRANIKR S 41, 200661712, HET KD
ERBESEC X D EHEME ROR « WOAERREE (eSSTD) ZMIGE & L C BU CHRGBE N7z, £, X
F LU SEZMER AT U CIERE AT B D EREIC & 245 DRGSO IR R B 72 & o i
Y (FIMIE) Zi@6E S LT, 6 mgkg OHED, 200655 4 I KETHERB I N, 52, &
7 RO BRI K 24 ORI G O IR K OV ILE - (5 /O SR IGO0 PN BE S8 S AR 2 -
%%ﬁﬁmmﬁ%#o%@)% FIGE & L CL 6 mg/kg O E T, 2007458 H (2 EU TR S iz,
7¢%. EU TOAGEHEEIX, Chiron fL (Fl. Novartis 1) 235k L 7=,

Fo. THETO300 M REEECIZ, 20 MEIRNE G- O8R5 J71E05, EU K OKIE THAGR
Sh7z[1.6 H],

20114F2 A BIAE, AFNL, PESh4 Cubicin (A %3 2Tl Cubicine) & LT, K[E., EU, &BE.
FEESETL» E TR SN TR Y . ThE TEERTI02 5 FILL Lo BF IR S v, RAFRAAME
DRI LTV D [EEES.3.6: PSUR],

AFTORGKBAFE X, Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.,
Whitehouse Station, N.J., U.S.A.7% Cubist #E7> B ARFIZHEA L, BHEEEVNER L7z, A TORK
F%ﬁ%%@%ﬁ% oo, 2E e [PIRE AT B R A E S R R AR (L

A L OEELFRTRRZIT o7, AR TOBFIZES S, FAIME R 25 5 %
@753%\ HiE & T OIS EEIL Y 7 AGPEERE 2 Tid7e <, MRSAIZIRET S22 & & L, £
. 2 Crifs PR odlE Crfe) PR i o At L ofEE ©
DEE[1.13 HIZEDSWCTENRBRZFE L, BIRT —2 Xy r— VLT,

1521 mEHRE

AFENT, 1A TP E T h~A 22 %350 mg &A1 D E A (ERHD) & LTh%
éhﬁﬂ3”1@o$ﬁﬁﬁﬂf%%bﬁ% I, BIRNFE G- S5,

R THDE T h~A T OREMRIL, WIMIBWTEREER r— L clliEsnizr v M5 H
W TEBIRAFRER (-20°C) & %M L, %wﬂﬁ%ﬁf%é ERER I NTZ[2.3.8.7 H], —H.
TR THLET b~ A 2 ERAl (BASHEERRA) OZEM S, WM W TEEERA T —/L T
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WEsnee vy MW TERHIGRARE (5°C) K OMM#RE (25°C/60%RH) % Ffi L, Kok
FFARIET (5°C) TlI36» AMZE T DH Z L AR SLIZ[2.3.P8 H], F/o, EHEELEL T
JFSE R OMUAI D S22 R 2 FEbi L 72/, Wb . EEEEEORE It LigEE %
FNZ & R S T,

1522 WEMEHMHEE

AT O in vitro RERDFER, AHFNL, MRSA, AF U ViR 7 RUEKE (MRSE), /N
a~ A T UMMPERERE (VRE), 7'V 275 RHREERPER AT R UEKE (GISA), Ny a< A
UMmMMER G T FUERE (VRSA) KONa 7T 7/ —VEMET B KR & ORAIMERE %2 & T,
BRANCEE/NE L A LD T T AGHEREICR L CGESHRERFEIERAZA LTS, ko E T
R EKE (MRSA Z & de) DREKSBERK i‘ﬁ“é MICool 0.5 pg/mL T, /N> <A 22 b [FRREE
DHUETENEZ R Lz, 7o, ARFTOHRKGR bz 0 2fE~ 2 ic BATHE S s MRSA
FRIRTHERR T 6 | @%kﬂ&f@#.@i%r# EDERR ST, e, ARFNLT T AfatEE

W2k U I PLETEME 2 7R S 7200 [2.6.2.2.2 ],

AL, in vivo TP PAE (Post-antibiotic effect. HllF 23— EHFMEPLEIKICIRE L - R ICFE 5
HEAFAMEIZh ) A34.8~10.8FFM & K < MIC L VKW REET %ﬁ(ﬁﬁﬁ EHET DI ENRENT,
72%3. in vivo sRER DL B O AF O i P EEY IR E L A A 7. Time above MIC (MIC
ZH 2 DR EREH) Tlide <. Cpa/MIC T AUC/MIC kb, $FIZ AUC/MIC b & FERBE9 %
ZEAURENTZ[2.6.2.2.3 TH],

Fio. KRNTFROENETF 2 o7z, BFOHEE L OLZEMEITR DO LN TE LT, &K
FNT k3 B MPEOARER T 6 8 5 TV RV [2.6.2.2.2.61H] [2.7.3.5 E]o

1.5.2.3 JEEGRERELER

ARHN D HYEhRE e OVFEMEI, in vitro & OV in vivo TOIERKRRER TH LM STV 5,

FERRIR I BN REBR Tl AF OB BRI EZ R L, RICE B Ot S, EA/HE
IF90% L - & @m<. MBBITHR R CTH D Z k#?éhto7/b A X PP LT, AH
ORI ST, BRI FEREY . RSS2 WA IS K DA FRL & B L7220
ZEWNRBENT, £, AANLT b v — A PASODMLEITFEICEH G LRI LD P4SO

LT PFHEDORFHNC R EE RIFS e EZ B,
7yF\43&U%w@ﬂTﬁ%@F% ARNOEREFEEE LTT v RO X TEEHICE
{& [CPK k&, IA/Sv— Wit (RGP IRICE v EE) ] RAaoiic, £/, 7
> h RO X TRIGHREA~O R DAL (iR (Kr e U THRBAIE(LZE D) ] b A6
D, ZHEIANR—EHAT L LV EVHETHRD bk,

7 v NEOT Y X & W AETER AR EREBRIC W T, ATEEME R O A B LA DL o
Too Flo, BEFEELAONRNoTo, T v M RO X TREEFHIRNE T X 85 5HA ORI
PEZA DT, RERMEROFEEEZFRT D AMREMHIRIE LA E2 <, BREBHEE LR bR
Mmool

1.5 IR T RO RHE K OB Ok
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1.5.24 BHERREER

1) ERRSEPHER

Cubist #13, I A A ANERERRA 2 %8212 B A K OV 8 558050 2 520 L | 35 K TAHI 12 mg/kg
FTOMEE 305 AT RN G- CLE 1A14 B R EBS U7z B2 2 i OB M O,
A N BNRE DO FEA &2 1T > 72 (DAP-00-043BR [ £}5.3.3.1.3: 0004], DAP-00-02 7Bk [ & £
5.3.3.1.4: 0002]% O* DAP-ADT-04-02:BR[& £45.3.3.1.5: ADT]), F£7-. Lilly #i%"*C =ik~ 7 k
~A AL TERYBRE DR A2 4TV (BSB-LC-AVAC RBR[¥& £}5.3.3.1.6: AVAC]). Cubist
FhIZ. SEAH AR AR S OV ERSE T A b B & U T B R SR BRI & JE b L 7=

Z OMIZ Chiron #:iF, FE A AR NN ZRFRIT, 253512 K 2 B[Rl OB #5700
FEM L., AKHl6e mgkg £ TO1H B2 EE G OZ4M, B Sy EfE % 500 L 7=

(DAP-0017XBR[& £15.3.3.1.7: DAP001] &% U DAP-00335R[& £}5.3.3.1.8: DAP003]).,

2) 5 MAHER

B IARGE & L C Lilly #E23% i L 7= BSB-MC-AVAE/B8B-EW-AVAG A BR[& £}5.3.5.1.1:
AVAGLIZ, 77 LIGPERIC X 2 KRS - G EMUEYYE . TIMAE, B BIERLE . RGP
%, Blig ST LHT R BIRYUIE B x5 & LI RIS IRRBR TH D, Z OREEN S AAI2 mg/kg
Z1ALEL 3050 MG L2 EEBH IO 2 AR, 3 (R=v VR 7/ 7V =
YRR, AravA v URY 7y o Ev YY) AR R R ERTE, KV THEE N
7= B8B-MC-AVAM #RER[E£15.3.5.1.2: AVAM)IL, 77 ABMHEREIC K 2 Y O NI & OVEE I
JERE Zxtg & LB ch 5, ZORE,. AKI3 mgke O1H2E], 3055 FE 512 X
DAMEL, JREE (R= VR, TI 7V av REXEFAyav v y) LRBETH
DT RSN,

Fro, AR K OERRBRORE RN 2EIE LA TRERS TIE, Btk osE
RS 5 Z &R ST,

IO DFERNG | BEHEVER R - WA AR R Y iE L2 e 3 2 5 AR 38R o0 A VA A B
B8B-MC-AVAE/B8B-EW-AVAG it (2 mg/kg) LV EHETORBENEE L EE X, 4 mgkg
Z1H 1A, 305 M RHEFEIRN IR G- & LT,

—J5 . B IIE K& QUSSR DR 0t LTk, IRBOEIEE 2 BB L, KAE - W ke
JEX D EHETORBENRLETH D EF 27, Cubist #1035 L7 @ MIERFE Zxig & Lok
B (DAP-BAC-98-037BR[EEI5.4: 7]) MO a~A ¥ UMtPEEIC L DIGWERE 24 & L
7235 (DAP-RRC-98-047RBR[EEF5.4: 8]) 1%, WFNbRBRA DI L2720, AOMEICET S
fEmmlIfFE Do T2 b OO, 6 mgkg D1 H 1B GOZEENHERINT, o, 6 mgkg %
BHRED Crax KO Cope (X G AT R ERE D MICog & b+ RIBEBEB NG LN TN D EB 2T,
PLEX Y| BEIMSER OVLNER BE 2 xtge b U2 B IR O FHEA &L, 6 mg/kg %1 H 1A

Sy AU ERIRIN G - & L72[2.7.3.4 1H],

1.5 IR T RO RHE K OB Ok
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3)  BIIAHRER
Ak

77 LRI L D EMEME S - R E R T A S L2 BR T,
DAP-SST-98-01 (LA TF98015K6k) Tik, 5301, DAP-SST-99-017K8k (LA F990158R) Tld562
BNZH T h~A >4 mghkg ITRRIE (N a~A vl g 21H20EL UTFAB~<=V V)
NEE S, MITT S£HITO, MRSA (T K 2 EHEME RS - HCTHMUEEYE B# T, BUA
Sh A ORI R (RBRIKHEEHE) 13, ¥ 7 b~A 4 mgkg BED52.5% (21/4061) . %F
WEERED553% (26/4761) A ZTH -72[2.5.4.2.3.1.2 H],

AT RO EREIC K 2@ M AE XYt DN R BT &2 %R & L7 AR R

(DAP-IE-01-0255k, LA F0102585k) TiX, 23661 A K6 mg/kg IIRIRIE (N av 1 lg
ZLH2[ME, UTHEHSN=2 ) 2 g 4K L) NG (X7 b~A VU BEDE LR O
RIEF R ORI v~ A Vo Z20FH) Sz, ITT £ O MRSA (2% % 1884 2h it
TAEDERNE (FIMFHMEZBESHE) X, ¥ 7 h~A v 6 mgkg #£0044.4% (20/4561) .
KHHERED31.8% (14/44151) AT o7, 2D 55, IFEMEMEIE (REE) KOE
O RIEGANE NI % B < ARFR C D H G JiiE C b 2 FUIIE B O GME DINIBER I Y 35 |
PR B AE B OV D SR I P D IR L 3 2 IB BV W MR A D RRIR 2D R (MR Z B
SHIE) X, X7 b~ A 26 mgkg BED46.7% (14/3061]) . XFHEFERED31.0% (9/2961) A%
TH-72[2.54.2.4.12 H],

7ok, MRBE ZxtG L Ul SR MAEFAER  (DAP-CAP-00-053BR[ & #}5.3.5.4.1: CAP]
K TN DAP-CAP-00-087BR[E £15.4: 9]) % FEfifi L7=5, AFNOFRMEE RIS Z ENTERhotz,
I, ARV —T7 7 7 2 h EREAE L TRIEMEEEN D Z EBNFERTHD EB 2 HNT
WD [EES.4:10],

et

HEMEVE R - aE AL AR YIE 22 b 5 & L 72 s 25 IIAHRAER  (980158R . 99015k K 1M9801B
RER) TiX, 7 b~ A V4 mgkg BECHRBIEN3%U EOFEFEGIL, FH, TH NOS, lE
& IEM: NOS, 8HJf NOS, AHRSE NEC VR NOS Th o7z, 2D 95, xhHSERE L v 58
BURO WA EFLILTH NOS, &M NOS, S8 NOS K V& NOS Th o7z, ¥ 7 h~A
VLR RN AERRITIRD NN 0T, X7 h~A 24 mg/kg BET2%UL BIZHEL L 72
BIERIL, B (2.4%) ROMLT 7 LT F ok AR % —PH00 (BLF CPK #841) (2.2%) T.
Z o9 i CPK AT FRERRE (1.4%) X0 RBRNEN- T2, [2.74.2.1.3.2.1 TH],

P IR R OV DN B 2 it B & L 7o Mg BB IAEERER (0102388k) TH 7 h~A v
6 mg/kg #ET10%LL BICFEHL LA FFRIL, FHINOS, MR NOS, ffh, O M OEIL NOS
Thotr, ZTDH L, MEHEREL Y RAROBWAERERII o7, X7 F~A 6 mgkg
BEC2%LL BICHEL U7 GIVE A IX CPK 4N, #RAE, M U 8N, (bR R K OFIZ NOS Th
oz, ZOHH, FMEHEHL Y RBEOEVEIERIZ, CPKHM, $&K4E, Y ok,
HILRRCTH o7z, T CPK N (5.0%) 1%, T XTREMNSHEE CTh o703, *HRIERE

1.5 IR T RO RHE K OB Ok
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TR L TELT ., AFFREORIWER TH 2 rREMEIN R S 72[2.7.4.2.1.3.2.2 IH],

1525 ERNERKHER
1) ERRSEPEER

A eIt~ e SRBER A 4E L Qe Lilly #hic k0 . BB &
X & LTz Ha R OAR & 5- 303 e S v, Fem 6 mg/kg £ CO BAFRZ M GRS
iz, 72, ARBRIZ, B GCPETHEM L2720 EWERKRRT -4 ThHoH L. HiEET
FER ITHERREZER L2 2D, BEET =23y F—VICE & ikhoi,

HI G 28 320 L 72 A A AR AN B PEZ b5 & L7255 T AR LA L OSSO B IR % 53888 (001
RER[EEF5.3.3.1.1: PO01]) Tlk, AHI2~12 mg/kg D H[RIFE 5. K& V4~10 mg/kg 1 H 1717 H [B1%
BEEPNENENTHE R U246k L THT o T, EOREER, BEERAEFRITRDO LT,
A ARNBERER A BYEIZ W T BAF e 2 2 K OB AEMEN /R S 2[2.7.6.2.1 H],

2) BB

MRSA (GEzfila&ie) (2K D HARANRE « fGEBREMIRGE RO 34 R O
MR x5 & U B IAERER (0025KBR[E65.3.5.1.4: P002]) Z 3 L7, AHIDREIREN R
DAENHFIL, MITT-MRSASEF T, SR - #EARREIYE ClINra~v A S ERBETHY |
BUMIE (XA Db D O WES S TARRURAE S (01023R08R [ 6F5.3.5.1.7: 0102]) & [FAARIZ
A E R L72[361.5: 11 [2.7.3.3.2.2.1 1H], ARBROA O RIBYMDNIER BE X O TH
SIMEREAT S SR > B BRI S 7228, 01025088 Tl DR IEE DN TOA N IMEIL, il
JE L [RIRECThH -T2,

%151 AFEMBHRICE T HEEMROEME (MITT-MRSA £H. 002 iXER)
RIEA AT v~ RET Ny aw Ao Bl
B - AR AR YYE 45/55 (81.8%) 16/19 (84.2%)
RIS 2/4 (50.0%)

T RS - ERESHHARRYE 134 me/kg, BUMIEIE6 me/kg A1 H 1EI305 FEHIR N % 5-
Pl g Z 120 2 L CERIRINR S Gl )

AHl4 mg/kg X1%6 mg/kg & 5K D2 M ORI BN BAFCThH - T,

BT b~ AR D TEHIE. 4 mgkg BER U6 mg/kg BEICA 1BIRE Sz, Wi
b RRBMRIIGE SNz, AR L2 EHEREWEMIZ4 mgkg BHEOT F7 4 7% —ay
7 OIS S iz, KEFIX WEERGHO 7 Z v 7RI BE L S22, MER T,
N, 77/ —ERRBO LN D, ZOROIBRER G2 L, o, 4%
FHUXIEFIER G IER4A BICEE Le, ¥ 7 h~A 2R (4 mgkg B U6 mg/kg
FEOOFE) 1T DNIEHEFEFLOKEHSIL, BEXIIFHEETHY | IGBRIE L ORERERIX

1.5 IR ETE AL ik K OVBR 8 D
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BEENTZ, T b~ A 2GR CEBEICHE L BRKIEROFEEELRIT, HE6.1%

(6/99%311) . JRIEIEY4.0% (4/99%1) . {HFA4.0% (4/99%1) & OMKIMFESEL.0% (4/99%1]) Td -7,
BT b A BB GRECEBEICREE LR AEEOGERERIL, TANTX VBT I/
N7 A7 =27 —EBHMN0.1% (10/9941]), 77 =2 7/ hT7 A7 =7 —EHINM0.1%
(10/9961) . i 71 U & L H96.1% (6/99%1) . AFFEREREIINS.1% (5/99%61) . C-SUGERE F 4
M4.0% (4/99%1) , H T V7 U AR AT 7 & —EHNN4.0% (4/9961) K OMiH CPK J814.0% (4/99
#) Toholz, WTHOEROFHERE A a~w A UL O TRERICKE REIT R -
72[2.7.42.1.3.1.1.1 K O[2.7.4.2.1.3.1.1.2 TH],

CPK D¢ fEA200 U/L Z#8 2 72 BEIL, BJE - SEBHRRERYYE D X 7 b~ A 2 -4 mg/kg
FET.1% (8/88%1) MONy a~<A 2 BETIEIA% (2/226) Th-o72[2.743.1 H], £/=. ¥
T A AV ERGHIIZB N T, AAORMN A ERRTH D HEELZ R TEREROAE
F (Hm. W% PCHRRESEOAFRRIIA LRI -T2[2.742.13.1.1.1 H],

1.5.2.6 KEIOHEFERNEE - SR
AIRTIL, [FELS2NIRTRIRE - R T, AR EAGBHRFE T L L Lo,

x152 FHEERIRE - R

HH 5 ih ¥ = B U350 mg
ZhEE « 2R | <WHILEFE> X T b~ A VUAZRED A TF V) VilitEF AT KU EKE (MRSA)

< JEIE > BUME , JEPE D PN RIS . TRTEME R JERYLIE . AME « BE K VAl Al 45
D WG, NS A+ IBEO " RIERY,

1.5 EFUOUTFR RO K OBH%E O
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1.6.2.2  AMEDTREAT SCE UFIR) e 19
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1.6 SMENZ R D6 AR 2B 2 &k

#F16:1
#16:2
#16:3

#16:4

#16:5
#16:6

#%

H
KE K OEUTOATRIL (2010 455 A 1 HEIE) oo 3
REND N ~DOHETE I © T B oo 5
5 AR K+ G AR GE SR BR IC B W CH 7 b~ A o U BE Tt FREERE
DUVNT DT 2%LA EFEFL LT E TR e 11
BIEREME EBE TOBISERN D7 VT F =07 VT T 0 AMEIC & 2 HERE - H
= SO OO 13
X b A v G RO GBS SN RIVER ORISR ... 17
TTIRIZ AT IS T D EIEH oo 18
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

1.6.1 HSNEIZHTLHFEAKRTE
201142 A BITE, AAl (X7~ A S AEHAD 1%, 77 LGVEREIC X2 B - GERRERR s YE
WX DI S UCOKIE, BU (EE, 77 A, RAVE) ROT7 VT #E (EE, 515%)
Zade70[E CUIHIK) T4 mg/kg Z1H 1], 30570 TRFEFEN KR SN TWD, Fio,
T RUKREIC LD FREOEGYEIC T 16K E L L TOKE, BU (JEE, 77 A R V%)
FOT UTeEE GEE, PE, 555 283710 E CUIHR) <T6 mg/kgl H1E], 30535 T
SIREENEKREN TN D
o CKR[E, HE, mr’%%ﬁzﬁ@f RO EREEIZ L AR IMAE (5 DR DNIRR 25 b D%
=)
o EBUGRE : BT FUEKEIZ X 24 ORI DR K OB MAE  (F O RGO P IR
RNTAEHENE S RE - W AR IYE 2 £ 5 55 5)
o HE: AT NUEREIC X DA 0RO IR & £ 5 B fE
2B ARENTI0 00T THRIEEHEOMIZ, 2230 TEIRINTES 23, KE, EU (EE, 77
A, RAVE) ROHF A g4 [E CUIHER) TERShTW5
KE MK CBUDAGRIRIL 2 [721.6: 1)ITFLHET D,

%= 1.6:1 KERUV EU TORZBIKR
4 EJiTE% BHHE « ZhR KA
(&tk4) | AL -
K= Cublcln 77 MBEVEREC K D BEHENE RS - G RR I GE| 20034F9 H 12 H
(Cubist #) (S AT RUBKEIC L DEME (F ODREGMLA| 2006405 H25H
BT v~ R EZIED bOEET)
500 mg & A4)

EU Cubicin 77 MBEYEREIC X D BHEVE RS - G RRIEYYE| 200641 H 19 H
(VST | GRS R a7 B BRI & 56 D RIRUE DS & | 2007458 H 31 H
A2 AL OB HUE (A7 DR D PSS S I P

e J - AR YE 2 1 5)
500/350 mg &)
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

1.6.2 HSEOHKMTXE
1.6.21 HNEDORNXEDHE
1.6.2.1.1 XRKERMAFXE

Wit/ MRoe s tt4
CUBICIN® / Cubist Pharmaceuticals, Inc.

AR -

JHE T A R U500 mg 2 eI 0 oo T L

ZhHE = B

AFNL LUF DREGYEICK LTS S D,

LARD 7T LG O RS BERIC & D EMEVER RS - WGEBAR AR SAE (cSSSD) @ BT Rv
BKEE (Staphylococcus aureus, A F 3V VMG HERE & & Te) . Streptococcus pyogenes, Streptococcus
agalactiae, Streptococcus dysgalactiae subsp. equisimilis }2 O\ Enterococcus faecalis (/N> 2~ A 2>
S ST BIERR D 7)o e TE R2 B S U 7o EE IR T SR RIS MBS 77 T A B PR B ST UM B 3 5 &
NDGEITIE, BRI LENEIZIS COFIRIEZTT O

AT R YEREIC X2 Mg (FIMAE) : A F 2V SR O A T U it 5 Bk 2 &K
B & LA DSRESEDIER 20 0 b D2 G T, FEESEr S U7 R i S 30k K B iz 7
7 LEMEESUIMKIEEAE EN 5581213, BRIRA RGBS COFRIEZ T 9, HET R
T ERBINC £ 2 7 DRI GE DN IR A AT 3 D AAF O AZIEILEB0 G TV, 367 N U ERE
2 KD MG B 2kt 5 & L 7o ARAI DO REIRGRER Tlx, 20 RIEBYNMEDNIER BE OFT — X 1ZR
bNTEY, INLDEBFEOERIANRTHo7, o, ANLIPOAMRER IIHER I D BF %
T DAFN DA NEITHFTT STV,

T RUREBEORRUIFEN DN D EE . BREMRNEE T, MikE & %
VIRLUET 5, MikE#E THAT FUKREBEOSS . BN EEEO TR Z RN 5720
DZWHIFHIICIN 2 T, R FEE W TZE O BERD MIC HIEIZ & 2B 4175,

ARANTIHFe~ DL IR,

JRK & 72 DR 2 0B - RIE L, 27 h~A kT 22 RET H7-I12id, ME
WA 0 L oA 2 5 0 WEN B D, MEWFIIMAE DR R ZFF > TODRHIC, RIS
WL TH LW, FLEANC & DBHIT, MAMRICES S, LEIIS U TRET 5,

SEANMERE ORBL A WD S, ¥ 7 b~ A 2 KOMOTER OB hMEZHERFT 572012, K
AIRSAER AN TH D 2 & VI, ULZ DRV DS FRVERIYE DIGFEDO MMM 5 2 & B
B OEZEICET 2 EERN 58, PIEAIOBRIRE L IIEEEBET 52 &, HERN LN
i, M OE ST — &2 RO O /2 — 2 PRRERIZ LD JRIE OPUE L O A BEMEDN &
2o
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

A - HE
1) EHEMER S - WG M E
0.9%H T b U U MR CIBfR LT 7 h~A > 4 mgkg ZT~14H M, 248 Z & 1230
ST CRIEFET 5. 3 T KOS THERRBR CIX, 7 h~A v & 1R 1ELL Y BRI
B b U726 CPK BN O BLZE NI LT, L7223 > T, ARFNXTA2EIPL EEG L2an 2 &y

2) AF UV UEZMEROATF U S BERRIC X D4 D REGMEDNIER & 1 5 B 25
ted a7 R ERE MTERYE (B MiE)

0.9%H T N 7 AR CIE LT X 7 h~A 2> 6 mghkg Z2~6HMH, 24K Z L1230
ST CRIEEET 2, BGHRIZEMOZMIIC L VIRET 5, 280 ZBRA X7 F~A ¥
VEGICET A RANT — X IIRO TR Y, IR TIX, 28HMA B2 2 &5 2% 7
BETAF4AFIT, O BB G HIRIAeEM M ETh o7z,

B IAEOE TAERRR T, 7 b~A > 21 1AL AN ST 5 &, CPK #N
ORBUIEENHM LT, Lieo T, RENFIA2ECL B G L2 &y

3) BHmEEELA AT LEE
&7%747/i£umwﬁﬂﬁéﬂékb\Bﬂﬁﬂﬂ%?iﬁﬁmﬁ@ﬁﬂﬁ@ﬁ%ﬁ
KPEEBEHT (CAPD) 2% CWHERERYE, Z LT F =227 U T 72 ZAH30 mL/min A O 4
HCIIHERS 2 HELET 5, #EEHE - HEE, 77 9= /?)777/2ﬁ>30mL/m1nU\J:0)
BT L TIE4 me/kg (BEMEMERZRG - dEBAHAIRYYE) 36 mgkg GEEAT U EKEIC
EEV&U@%TMWﬁ%)@Mﬁﬁ_k&ﬁ\EM@ﬁXiQWD%xTTWé%%EE\
I VT F=0 7 VT T AR30 mL/minA il O BT 134 mg/kg (BHEMERRE - WAk GIE)
XI%6 mg/kg (FEET R U EREEIZ X 2 5 i o QUG DINIRS) D48 Z & & 5-Th 5., B
BERE AR 2B Tk, WE2ELL EEHERER OCPKIEAE=4 Y 7352 &, AfRETh LT, BT
IR SN 22 T T ICA AR 2 & 535 2 &,

*16:2 KEIDRABE~DHERLE - RE

JLTF=v I VT TR AL - B

(mL/min) ML R R - ORI | ST R U EREIC K
JiE N OV D N 2%

>30 4 mg/kg % 24FfH] = L 6 mg/kg % 245 = L

<30 (IMiEZEHT XiL CAPD #3%21F | 4 mg/kg A 48K f#] Z & 6 mg/kg %48 = &

TWHBEEED)
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

m{%

e
7EXFUVWA°?4747w@Tﬁ(GMD)ﬁ\$ﬁ%ﬁﬁﬁﬁﬁ&f@ﬁﬁﬁ@@ﬁ
LSS TRY, HEEIXERED TR LB KR E THe Th D, PLEANZED
RIS OETEMEEL (LS, 7R NI VUL T 47 4 VVOBEIEHEEZ L7257,

JRARNIVTL T 4T 4T RFT T ARDRB ZFEAL, 255 CDAD OFHLICE
535, J7aA NI TTL T 47 4 UNVOFEEREARIL, £ OBRENTIEANC X DRI
P2 R TR H Y | G UIBREVNE L TO580H 5720, BERK U TREZBINIE
LR & 72> TS, CDAD &, HLEAIDOHEHZRIZ THZ R LT X TOBEICBNTHREFT S
VENH 5, CDAD IIHEAIEGH2» ARChbie o TRAET L EMEINTWH D, EHER
JRIERER S LB TH 5,

CDAD MEbii= v | MEZWN2INTZGE, JaANITVUL T 47 0V NVENRE L
RWPEAI OB G2 IET 52 L b H D, WE EOMEHITE U, @Y 72 K0 E B OB L
B, 2N ERRG, AN UTL T T 4 VVOFEATER, SRR Z BG5S 2
L

E
Iy

ﬁﬁ®ﬁ%ﬁﬂb@@ﬁ@%ﬁ@@%é%ﬁo

“lbr

i EoEE
1) ifiEE
PUEWE O MR OBRIR 22T 2 ATREMEN B 2 TR TSR 1Y L= 541
WERAEZITH Z &,
MR OMEZER 72 STV, B L USMEER OB WRTR 7o WIGE . RFIO#E
HBAZ X2 BMERG DD ATREMEITIR < | SEAIMMEE ORIRO Y X7 @ 5,

2) $%«®%#

naﬁ®ﬁ% ROEHEEICEO LMD THIT, FiEAlORSZH 425 2 & Tl
HIXEE T 2, ﬁ LD E PG LTcte, B WEEKEGE#2, AU ERTH G, B
ﬁﬁ%@&om@(ﬁﬁﬁﬁb<i%ﬁ@ﬁﬁi%b&w)ﬁ%ﬁ#éﬂ%@ﬁ%éoﬁﬁﬁ
ZOEDBRIERPELTGE, TEHRYELHICHYEICHEEZ D2 L,

3) HET FUKRERE ORI

HET N REEREORHUTIHREN A BN D BE, B L ITERZIERMEVES TIE, M
ISR 2 R LSRR 5, P%T%@7F7%I%ﬁ®%9\@ﬂﬁmm%®7 EME & BRAt
5 72 OZW R ORI SN 2 T AEHER LIS & 0 £ DO 47EERR O MIC JITEIS X % sz MERliiR
%ﬁ5oﬁﬂ@%ﬂ%%ﬁ(%iﬁ\?7U~%7/\AI%@ﬁ£\#E@ﬁ)Xmﬁﬁﬂ
O - HEOEREZZBES D L,
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

AMERHMIE B2 L 0 BT R BRI OB SUT PRI IC & 0 15 & 3l S Lz o

X, 7 h~A U FE12060 1961 (15.8%) (MRSA JEYL B 12451, MSSA JEHYLEBET7H]) KON
KFRCERELISEI 116 (9.6%) (Nra~A a5 Lz MRSA EYEFE, 17 BV EKEE
PAMAN=T Y U EEE LT MSSA BYBE20)) Thotz, 2ENFIOS bLX T v~
BEOHI R OV v T~ o o BRI G, 5  SUTEE 554 12 T R iR R BRI E © MIC 28 &7 L7
(RZEDIET) , # a7 R U BRE R O R T HIIC L DV IRIRD S L e o T-BEDIFE A
E TGN A DTy, MEERAVBHIALE 2 5 1 TV o 7z,

4) B

T A O EEZ12 mgkg £TE L, 24K T & IC14B MG L7253 THRER T
WX, B A~OIER S CPK EINH 38D Lo Tz,

X7 b A 4 mgkg ZiG UToAEMEVERE - SGEBAHARERYWIE 2 652 & L 72 35 IAHRABR C
X, REFRIERESSSBIR 1061 (1.8%) TR TH T h~A L BES346IH 1561 (2.8%) T CPK H#4
MPFEERLE L THRE SN,

P 7 RO EREIC X 5 B e & QUL O IR R BB 126 mg/kg A ¥ 5 LR <k, xR
SERELL6BIH 1B (1%A30) ITH_TE T b~ A 2 U BER2061 8% (6.7%) T CPK BN A
FHG L L THRESNE, X7 b~ A VBTS00 U/L 2% 5 CPK HEN A 33 L= B 13 A F
BT -7z, ZHH1FID 5 HAFIIE, HMG-CoA 8Tl FLEAC X 2 BRI L0 1G5
T,

B TIE, X7 b~A VBB DB ~OIERNRD bz,

BT b A BRI SRR I ) (RIS DGR 350 2 i IR SR T)) D%
Ra@led 52 L, CPKiEA G MM ITEMmic GalE) £=4%Y 2 L, HMG-CoA &t
W% SR PR EA 2 B ROUIOA L2 BE Tl CPK 2 B2l b= U 745 2 &, B
R EE AT 5BE TIE, BHELA O CPK ELX 2B EE=2 ) 732528, ¥7 h<A
T UoFG IR O CPK ¥ Z 58l L7263, CPKEZ 2RI EE=2 Y 7352
& HEMEVERE - AR AR X AR TlX, N — R 7 A VHFIC CPK 3 & HfE (>500 U/L)
ERLTEEBEDO I BE T h~A U URE9BIH 261 (10.5%) K OSKHRSEER 2461 461 (16.7%)
T, JBETIC CPKEN S BTN L7z, Z O UBREEM T I A/ —3H6IL 2o 7=,
AT R UEREIC K 5 B e R QUG E DR ORBRClL, 7 h~ A > 34 (2.6%)
(~\ o IBREAEIUC X 2 5MERE 10 R O E BB 1B A2 ETe) 23, B RIERZ D
500 U/L % # % % CPK N % 71k U 7o, RFRRSERECId, B #5 RAEMK % £ 5 500 UL %8 2 5 CPK
BEINERES b otz

CPK fE731,000 U/L (GEYEME EBROKISHE) 288 2 JRIRARH O X A0 — OBg U R %2 7R
FTHEE, HDVIERIZA VA CPK 532,000 UL (GEUEME EIROKI0M%) 22 5 HE 21
MzERUIEGEIR, ARIOREZFRIET 5, 512, AFIE G 11X HMG-CoA &l L E
ORI RALE & BE T 2 A ORELZE ST DL &,
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

5)  RAERRE

e AE12mgkg DF T b~ A U E24FW L1140 BEE L2 T HRBR T, s
HEE N OREME= 2 — e X —EROFHUIFED b e o 7o, 5 T AR K O T AR
IZBWTiEmH E6 mgkg £ THRE LIZDEOBETIE, ¥7 h~A v BEHICL VR EE
HEOK TR OERMME RN U= 2 —a X — 2R 28 EFR (B2, s8R, ~VLH
) NRO Oz, ZAHORERTIE, o FEERE T b MR E TR O PERE TR
DT, EHEVERR - WOREARYE & OVl RS MERG & (CAP) Z %P4 & L7 IMARAER C
X, X7 R~ A BRI T (0.7%) e Ubct FREEHE 01861761 (0.7%) 23EEIEIR 2 F Bl
L7ze WTINOEEIZE N TYH, K= = — a8y —OFBIIE T E(L L B S e o
2o BT R ERIEIC K 5 B ME & QUSSR DR OFRBRClE, 47 h~ A 2 U BER0610 9
Aat1161 (9.2%) ([CHEG-BRAAERICIEBL L 7RI RBIE O A ERERNBEO LN, Tb
DFEGIIT X TRE~PEE L HE SR, TO%ITRRRRINELS . 47 h~A v Offk
e GHRICHRT D0, X7 h~vA v EFBIORRICE L2 D EZE 2 bz, B TIE, ¥
TR~ A T DRBHREASDIERANRD 5N TWD, Lin-o T, ERIAFIREBF BN
T=a—a "y — OB KR OSERD R BT 2 /R OWTIEE T 20 ER H 5,

6) IEWIEHAEH
1) L7770
X7 b~ AT (6 mgkg 245 Z LIS HIE#E ) U7 7 U (25 mg RO #&
5) ZOFREE Lea . WThoOEROEYBIiEIC b EER PR LY KT ST, INR ([H
BEAELL) IS LA BRI bR otz, ARIEUNLT 7 U v & BT LIz
BRI b T D72, AFIER SBE%E R BIIPghIEEEsE=2 U v 7452 L,

(2) HMG-CoA iyt F B E A

HMG-CoA E IR EANLI AR — | - TN H Y . I A3 —F CPK
WA AE S AR SUIM ) & LCBL D, —EHED Y U ARRAZF U235 LTV S
BERENOB 2%t & LTz 7 AR KRGS TR CTIX X 7 b~ A > (4 mglkg 2405 & &
ZBEH) 4RO L0, B A — oG T e o Tn, AT KU EKE
(2 X B B IAE K OVEGE DN IBESR & x5 & U7 S5 FHRRER ClX. HMG-CoA i rfigsk [
I & 2 mivai e ODF ¢ 5% 2 ) 72 B3 22 1 54112500 U/L Z#8 2 % CPK i L5723
STz, HMG-CoA EITFEFHE L ER & ARK 2 BE~FH LIZRBIZBR SN TV D, K
FIBGEHRIE IO OEMOIRIEEZZBFES D 2 L,

7)) L ERRRARIE & O EIEH

BRI h o VR T T AF UREEHOWZHTEICB W T, 7 h~A v roffEto
REDERIRZ T amniEa, R b REKFNSHEERT v b e e i (PT) iE
FEROEBHEREL (INR) HEMAALNDZ RS D, BIETHBEZA ha R T T 2AF 8
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

HEARFNOMANERIC L D BT Lo PTHEE L OVINR #IX, &7 h~A ¥ OifsEhjE
25 BT Z4HE T PT UL INR A ] OB 2 8IS 5 Z LI K0 Al & i/ PMRICT 2 2 &
T&E%, LML, NI 7ETCUHAEERZESREZTOICGRIBED Y T b~ A > U BFTE
THARRER D D,
AFNIFEGHNZHB W T PT T INR DS EFITE WG EITIE, LT EITO ZENLEE LY,
(1) 2B A EOAFIBG-ERT (b7 78 S8 L, PT X% INR Ol 240 K, +
7 7D PT XL INR NP L Y S BEIZE WG EITIT MO FIEIC K D PT XX INR
DOl & fET 5 2 &,
(2) PT UL INR ORE EEZ 5| & Z T MOREIZOWTEHIT 5 Z &,

8) MASRME, ZREFME, ZIRREFRE

B a O T2 RIS AHRBR I I ThIL T Wiz, X7 b~ A o O AR A FEm L
TRV, UL, IR AR, WHEMR COBBFRREERR, Frv 1 =—2
A K —PREHIAE C O YR ERER . in vivo /IMERER. in vitro DNA (B1ERER K VT v 1 =
— AN AL —TO in vivo ik Y ta /3 (R HiRIER 72 & O OBASFEMERER Tl ZAREED
QAR EREHIIEDRO LR T,

B 150 mg/kg/ B (AUC IZE-S5< & B P TOTFRREREONIGITHY) £TOX T b
~A T URIRNER SR, HERED v b OZIARE R OAFEREIC R B 2 KT S 2o T,

9) fEim~DEG
TR « AR R A Sy Ja A YE B

AR K MR BRI TIX, 7y RO U254 L LT, RRmEHEICHESX,
t M &6 mgkg DENEN2UE R CAEFITH YT D imHETS mgkg FTEHRE LN, 7
b~A N K DIRRA~DOBFMEITRO bieinole, L L, iR 235 & Uzi@E ) 7o xt
HAEREL, FoBEHEINERABRIIER ST RV, B0 LSRR TIE, B A~
JEE T LHTRITE D LIRS 20, AN fERMEL EED5E Z2RE . ARH 2]
LN &,

10) BEHIm~0$5-
AT h~ArNe MEEEFICBITT 20 E I DIEARATH 5, AR 2RISR 5T 55
WITEBZHL O VERND D,

11) NE~D#S
185 A D FEF T D M L OVE M IS, S U TUV 720y,

12) BE~OREE
BIMEVE S - AR % 5 & U7 55 AT Lot BB IR 3B C 47 =1 Lo %42
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

L72BES3461D 9 B 27.0% 03651 LA B, 124% 0375 L ETH o7, #HET FUKEIZE D
B I K OV D NRE O0 56 AR BL e BRERER C &4 7 b~ A v > 2 85 LT BE 120610 5
B 25.0%0365m L E. 15.8% 37585 LL L Th o7, BHEVERE - AR RGYE N DN
7 RO EREEIC & 2 i MUE K OEGe M NS O 55 TTARRRBR TIE. 65 LA B oD FRFE T ORFIR D) F
DA BNFRIL65 AN DBF LR TEN o 72, S HIZ, 65 LL EOBHE TIL, AFFLRD65
KEOEBRF LV ZL AL,

13) wWEHL

WERGOEEIT, HEIDS UREKIR A OMERIC K 2 FRIEE1T ) ZENEE LY, K
AT MIRENT (4RERE TG BEDORIN5%ERE) ITIEBSENT (48IFHM TRIT1%ERE) 12X 0 RN
ORI E SN D, High-flux FHTIE TR ML BT 21T - 72554 . low-flux BHTIE DS
ALV, BRERPEELELEBEZOND,

AEEL

Cubistth: 23 ol L 72 B KRB CTld &4 7 b~ A 23166761, xHRIEN1319F1 0 BF I S
7o 1M, FUHALOEIHERRRICBIT 2EEERDOIZE A LIT, BEXIIHEETH-
72 I OBEHENE R RS « WO R YIERBR CIx, AFEFRICL 2B G FIGNIL T b~ A v
VRETS34EIH 5B (2.8%) . KFRRIERETSS8BIH176] (3.0%) Tholo, W7 RUEKEIZL D
B SE DI Tl AFFRICEDEGSHIGNEZ T b~ A v B T120410 H2041
(16.7%) . *IEIRRECTLI6GIH216] (18.1%) Th-ovo, HHEVERFE « WE MR GYERBRIC B W
TEL BONTRE SR OFEFZRIEL[#R]1.6: 3|17 T,
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BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

#*16:3 FEMAAEMMERE - REEBRRERRICEVTY T FY A L VBRI RE

BOWITIhANT2%LUERIBLE-EEER

HEFLRL #7 b~ A L4 mglkg o B 3K
(N=534) (N=558)

B e

5K 6.2% 6.8%

G 5.8% 9.5%

TR 5.2% 4.3%

M - 3.2% 3.8%

LR B 0.9% 2.5%
BHREE

TSN BUG 5.8% 7.7%

FEEL 1.9% 2.5%
i

SHR 5.4% 5.4%

ARHRE 4.5% 5.4%

FEIME D F 0 2.2% 2.0%
B E L OV TRk

B2 4.3% 3.8%

Z D FENE 2.8% 3.8%
i R A AT

IR RE iR A 2L 5 3.0% 1.6%

CPK #4101 2.8% 1.8%

LR R E 2.6% 3.2%

PR G 2.4% 0.5%
iR

ETiINER 2.4% 1.4%

e I 1.1% 2.0%
BB K OURERBEE

AR 2.2% 2.7%
Mgk L v RfEE

25 1fi. 2.1% 2.3%
IR 25 R P

- ) 3 2.1% 1.6%
B RS R IEE

VU 1.5% 2.0%

BA & 0.9% 2.2%

PNva~vs vy (12MBXIC g BIRNES) ROWIEGT RUREEGR<=v ) v (F7 2V v FF%3

YV ety garaxtvl UE 1HA2 g 2o FII RN S
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- 11 -

Resfricted

R € Confidential




BT h~A v EEFH
1.6 AMENZERIT DR EICBET &8

1.6.21.2 EUDRFXE

WRoidh /Roe =t
Cubicin / Novartis Europahrm Limited

FI - S

VRS ST R R 2 41350 mg X IE500 mg Z & defli vl v S of 7L

)‘jjﬁb XJJ%
AAENL, LUF O NEAYEIZ IS S5
1) HEMEVERSS - WA YYE (cSSTD)
2) HEBT FUKEIC L D4 DRERMEONER (RAIOEHOREIY 72> T, BRED
Bz EZE L, SMEOPFICE) 2 &,)
3) EEAT RUEREIC L AWEMAE (/0RIEG M DN IR SUSEMENE R RS - SRR YT &
f£9)
$ﬁif?A%ﬁi:ﬁbf@&’#i%@%ﬁ#é L7 o T T KR XL H
HFEOHERMERE & OIRABYN DN D551 U e A2 0P L QIR E1To 2 &,

it - HE
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Cubicin®
(daptomycin for injection)

Rx only

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 caused
by bacteria.

DESCRIPTION

CUBICIN 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-methyl-L-glutamyl-3-anthraniloyl-L-alanine g;-lactone. The chemical structure is:

The empirical formula is C7,H ;91N ;7026; the molecular weight is 1620.67. CUBICIN is supplied
as a sterile, preservative-free, pale yellow to light brown, lyophilized cake containing
approximately 900 mg/g of daptomycin for intravenous (IV) use following reconstitution with
0.9% sodium chloride injection. The only inactive ingredient is sodium hydroxide, which is used
in minimal quantities for pH adjustment. Freshly reconstituted solutions of CUBICIN range in
color from pale yellow to light brown.

CLINICAL PHARMACOLOGY

Pharmacokinetics

The mean (SD) pharmacokinetic parameters of daptomycin at steady-state following IV
administration of 4 to 12 mg/kg q24h to healthy young adults are summarized in Table 1.



Daptomycin pharmacokinetics were generally linear and time-independent at doses of 4 to 12
mg/kg q24h. Steady-state trough concentrations were achieved by the third daily dose. The
mean (SD) steady-state trough concentrations attained following administration of 4, 6, 8, 10,
and 12 mg/kg q24h were 5.9 (1.6), 6.7 (1.6), 10.3 (5.5), 12.9 (2.9), and 13.7 (5.2) pg/mL,

respectively.

Table 1. Mean (SD) CUBICIN Pharmacokinetic Parameters in Healthy Volunteers at Steady-State

Pharmacokinetic Parameters*

Dose’ AUC.4 tis Vs CLy Crnax
(mg/kg) (ngeh/mL) (h) (L/kg) (mL/h/kg) (ng/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) 83(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)

*  AUC,.,4, area under the concentration-time curve from 0 to 24 hours; t),, terminal elimination half-life;
Vs, volume of distribution at steady-state; CLt, plasma clearance; C,,,, maximum plasma concentration.

+ Doses of CUBICIN in excess of 6 mg/kg have not been approved.

Distribution

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

In clinical studies, mean serum protein binding in subjects with CLcr >30 mL/min was
comparable to that observed in healthy subjects with normal renal function. However, there was
a trend toward decreasing serum protein binding among subjects with CLcr <30 mL/min
(87.6%), including those receiving hemodialysis (85.9%) and continuous ambulatory peritoneal
dialysis (CAPD) (83.5%). The protein binding of daptomycin in subjects with hepatic
impairment (Child-Pugh B) was similar to that in healthy adult subjects.

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

Metabolism

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. In in vitro studies, daptomycin was not metabolized by human liver microsomes. It is
unlikely that daptomycin will inhibit or induce the metabolism of drugs metabolized by the P450
system.

In 5 healthy young adults after infusion of radiolabeled '*C-daptomycin, the plasma total
radioactivity was similar to the concentration determined by microbiological assay. In a separate



study, no metabolites were observed in plasma on Day 1 following administration of CUBICIN
at 6 mg/kg to subjects. Inactive metabolites have been detected in urine, as determined by the
difference in total radioactive concentrations and microbiologically active concentrations. 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 kidney. In a mass balance study of 5 healthy 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 dose was recovered from feces (collected for up to 9
days) based on total radioactivity.

Because renal excretion is the primary route of elimination, dosage adjustment is necessary in
patients with severe renal insufficiency (CLcr <30 mL/min) (see DOSAGE AND
ADMINISTRATION).

Special Populations

Renal Insufficiency

Population derived pharmacokinetic parameters were determined for infected patients
(complicated skin and skin structure infections and S. aureus bacteremia) and noninfected
subjects with varying degrees of renal function (Table 2). Plasma clearance (CLt), elimination
half-life (t;2), and volume of distribution (V) were similar in patients with complicated skin and
skin structure infections compared with those with S. aureus bacteremia. Following the
administration of CUBICIN 4 mg/kg q24h, 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), ti,, and Vi
increased with decreasing renal function, although the mean AUC was not markedly different for
patients with CLcr 30—80 mL/min compared with those 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. Following the administration of CUBICIN 4 mg/kg q24h, the mean Cjax
ranged from 60 to 70 pg/mL in patients with CLcr >30 mL/min, while the mean Cy.x for patients
with CLcgr <30 mL/min ranged from 41 to 58 pg/mL. The mean C,,x ranged from 80 to 114
pg/mL in patients with mild-to-moderate renal impairment and was similar to that of patients
with normal renal function after the administration of CUBICIN 6 mg/kg q24h. In patients with
renal insufficiency, both renal function and creatine phosphokinase (CPK) should be monitored
more frequently. CUBICIN should be administered following the completion of hemodialysis
on hemodialysis days (see DOSAGE AND ADMINISTRATION for recommended dosage
regimens).



Table 2. Mean (SD) Daptomycin Population Pharmacokinetic Parameters Following Infusion of 4 mg/kg or
6 mg/kg to Infected Patients and Noninfected Subjects with Varying Degrees of Renal Function

tin* V¥ CLr* AUC.* AUC Cuings’

Renal Function (h) (L/kg) (mL/h/kg) (ngeh/mL) (ngeh/mL) (ngeh/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)
(CL¢r >80 mL/min) N=165 N=165 N=165 N=165 N=62 N=61
Mild Renal Impairment | 10.75 (8.36) | 0.12 (0.05) 9.9 (4.0) 466 (177) 637 (215) 12.4 (5.6)
(CL¢Rr 50-80 mL/min) N=64 N=64 N=64 N=64 N=29 N=29
Moderate Renal 14.70 (10.50) | 0.15 (0.06) 8534 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) 59(@3.9) 925 (467) 1050, 892 24.4,21.4
Impairment N=8 N=8 N=8 N=8 N=2 N=2
(CLcRr <30 mL/min)
Hemodialysis and 29.81 (6.13) | 0.15(0.04) 3.7(1.9) 1244 (374) NA NA
CAPD N=21 N=21 N=21 N=21

Note: CLcg, creatinine clearance estimated using the Cockeroft-Gault equation with actual body weight;
CAPD, continuous ambulatory peritoneal dialysis; AUC,., area under the concentration-time curve
extrapolated to infinity; AUCy, area under the concentration-time curve calculated over the 24-hour dosing
interval at steady-state; Cpyinss, trough concentration at steady-state; NA, not applicable.

*  Parameters 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.

Hepatic Insufficiency

The pharmacokinetics of daptomycin were evaluated in 10 subjects with moderate hepatic
impairment (Child-Pugh Class B) and compared with healthy 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 administering
CUBICIN to patients with mild-to-moderate hepatic impairment. The pharmacokinetics of
daptomycin in patients with severe hepatic insufficiency have not been evaluated.

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

Geriatric

The pharmacokinetics of daptomycin were evaluated in 12 healthy elderly subjects (=75 years of
age) and 11 healthy young controls (18 to 30 years of age). Following administration of a single
4 mg/kg IV dose, the mean total clearance of daptomycin was reduced approximately 35% and

the mean AUC,_, increased approximately 58% in elderly subjects compared with young healthy



subjects. There were no differences in Crnax. No dosage adjustment is warranted for elderly
patients with normal renal function.

Obesity

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 >40 kg/m?) subjects and controls matched
for age, sex, and renal function. Following administration of a single 4 mg/kg IV dose based on
total body weight, the plasma clearance of daptomycin normalized to total body weight was
approximately 15% lower in moderately obese subjects and 23% lower in extremely obese
subjects compared with nonobese controls. The AUCy., of daptomycin increased approximately
30% in moderately obese and 31% in extremely obese subjects compared with nonobese
controls. The differences were most likely due to differences in the renal clearance of
daptomycin. No dosage adjustment of CUBICIN is warranted in obese patients.

Pediatric

The pharmacokinetics of daptomycin in pediatric populations (<18 years of age) have not been
established.

Drug-Drug Interactions

Drug-drug interaction studies were performed with CUBICIN and other drugs that are likely to
be either coadministered or associated with overlapping toxicity.

Aztreonam

In a study in which 15 healthy adult subjects received a single dose of CUBICIN 6 mg/kg IV,
aztreonam 1 g IV, and both in combination, the Cyax and AUCy., of daptomycin were not
significantly altered by aztreonam; the Cp,x and AUCy.,, of aztreonam also were not significantly
altered by daptomycin. No dosage adjustment of either antibiotic is warranted when
coadministered.

Tobramycin

In a study in which 6 healthy adult males received a single dose of CUBICIN 2 mg/kg IV,
tobramycin 1 mg/kg I'V, and both in combination, the mean Cy,,x and AUC_,, of daptomycin
increased 12.7% and 8.7%, respectively, when administered with tobramycin. The mean Ciy,x
and AUCy., of tobramycin decreased 10.7% and 6.6%, respectively, when administered with
CUBICIN. These differences were not statistically significant. The interaction between
daptomycin and tobramycin with a clinical dose of CUBICIN is unknown. Caution is warranted
when CUBICIN is coadministered with tobramycin.

Warfarin

In 16 healthy subjects, concomitant administration of CUBICIN 6 mg/kg q24h for 5 days
followed by a single oral dose of warfarin (25 mg) had no significant effect on the
pharmacokinetics of either drug and did not significantly alter the INR (International Normalized
Ratio) (see PRECAUTIONS, Drug Interactions).



Simvastatin

In 20 healthy subjects on a stable daily dose of simvastatin 40 mg, administration of CUBICIN
4 mg/kg IV q24h for 14 days (N=10) was not associated with a higher incidence of adverse
events than in subjects receiving placebo once daily (N=10) (sece PRECAUTIONS, Drug
Interactions).

Probenecid

Concomitant administration of probenecid (500 mg 4 times daily) and a single dose of CUBICIN
4 mg/kg IV did not significantly alter the Cy,.x and AUCy., of daptomycin. No dosage
adjustment of CUBICIN is warranted when CUBICIN is coadministered with probenecid.

MICROBIOLOGY

Daptomycin is an antibacterial agent of a new class of antibiotics, the cyclic lipopeptides.
Daptomycin is a natural product that 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 retains potency against
antibiotic-resistant Gram-positive bacteria, including isolates resistant to methicillin,
vancomycin, and linezolid.

Daptomycin exhibits rapid, concentration-dependent bactericidal activity against Gram-positive
organisms in vitro. This has been demonstrated both by time-kill curves and by MBC/MIC
ratios (minimum bactericidal concentration/minimum inhibitory concentration) 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

The mechanism of action of daptomycin is distinct from that of any other antibiotic.
Daptomycin binds to bacterial membranes and causes a rapid depolarization of membrane
potential. This loss of membrane potential causes inhibition of protein, DNA, and RNA
synthesis, which results in bacterial cell death.

Mechanism of Resistance

At this time, no mechanism of resistance to daptomycin has been identified. Currently, there are
no known transferable elements that confer resistance to daptomycin.

Cross-Resistance

Cross-resistance has not been observed with any other antibiotic class.

Interactions with Other Antibiotics

In vitro studies have investigated daptomycin interactions with other antibiotics. Antagonism, as
determined by kill curve studies, has not been observed. In vitro synergistic interactions of
daptomycin with aminoglycosides, B-lactam antibiotics, 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) Studies

The emergence of daptomycin non-susceptible isolates occurred in 2 infected patients across the
set of Phase 2 and pivotal Phase 3 clinical trials. In one case, a non-susceptible S. aureus was
isolated from a patient in a Phase 2 study 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
enrolled in a salvage trial.

S. aureus Bacteremia/Endocarditis and Other Post-Approval Studies

In subsequent clinical trials, non-susceptible isolates were recovered. S. aureus was isolated
from a patient in a compassionate-use study and from 7 patients in the S. aureus
bacteremia/endocarditis study (see PRECAUTIONS). An E. faecium was isolated from a
patient in a VRE study.

Daptomycin has been shown to be active against most isolates of the following microorganisms
both in vitro and in clinical infections, as described in the INDICATIONS AND USAGE
section.

Aerobic and facultative Gram-positive microorganisms:

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. Greater than
90% of the following microorganisms demonstrate an in vitro MIC less than or equal to the
susceptible breakpoint for daptomycin versus the bacterial genus. The efficacy of daptomycin in
treating clinical infections due to these microorganisms has not been established in adequate and
well-controlled clinical trials.

Aerobic and facultative Gram-positive microorganisms:

Corynebacterium jeikeium

Enterococcus faecalis (vancomycin-resistant isolates)

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

Susceptibility Testing Methods

Susceptibility testing by dilution methods requires the use of daptomycin susceptibility powder.
The testing of daptomycin also requires the presence of physiological levels of free calcium ions
(50 mg/L of calcium, using calcium chloride) in Mueller-Hinton broth medium.



Dilution Technique

Quantitative methods are used to determine antimicrobial MICs. These MICs provide estimates
of the susceptibility of bacteria to antimicrobial compounds. The MICs should be determined
using a standardized procedure' ? based on a broth dilution method or equivalent using
standardized inoculum and concentrations of daptomycin. The use of the agar dilution method is
not recommended with daptomycin®. The MICs should be interpreted according to the criteria in
Table 3.

A report of “Susceptible” indicates that the pathogen is likely to be inhibited if the antimicrobial
compound in the blood reaches the concentrations usually achievable.

Table 3. Susceptibility Interpretive Criteria for Daptomycin

Broth Dilution MIC*
Pathogen (ng/mL)
S I R
Staphylococcus aureus <1 %) %
(methicillin-susceptible and methicillin-resistant) -
Streptococcus pyogenes, Streptococcus agalactiae, <1 (" %
and Streptococcus dysgalactiae subsp. equisimilis -
Enterococcus. faecalis . <4 (T) (f)
(vancomycin-susceptible only)

Note: S, Susceptible; I, Intermediate; R, Resistant.

*  The MIC interpretive criteria for S. aureus and E. faecalis are applicable only to tests
performed by broth dilution using Mueller-Hinton broth adjusted to a calcium content of 50
mg/L; the MIC interpretive criteria for Streptococcus spp. other than S. pneumoniae are
applicable only to tests performed by broth dilution using Mueller-Hinton broth adjusted to a
calcium content of 50 mg/L, supplemented with 2 to 5% lysed horse blood, inoculated with a
direct colony suspension and incubated in ambient air at 35°C for 20 to 24 hours.

+  The current absence of data on daptomycin-resistant isolates precludes defining any categories
other than “Susceptible.” Isolates yielding test results suggestive of a “Non-Susceptible”
category should be retested, and if the result is confirmed, the isolate should be submitted to a
reference laboratory for further testing.

Diffusion Technique

Quantitative methods that require measurement of zone diameters have not been shown to
provide reproducible estimates of the susceptibility of bacteria to daptomycin. The use of the
disk diffusion method is not recommended with daptomycin®>.

Quality Control

Standardized susceptibility test procedures require the use of quality control microorganisms to
control the technical aspects of the procedures. Standard daptomycin powder should provide the
range of values noted in Table 4. Quality control microorganisms are specific strains of
organisms with intrinsic biological properties relating to resistance mechanisms and their genetic



expression within bacteria; the specific strains used for microbiological quality control are not
clinically significant.

Table 4. Acceptable Quality Control Ranges for Daptomycin to Be Used in Validation of
Susceptibility Test Results

Quality Control Strain Broth D“‘;Li;;‘mhgc Range*
Enterococcus faecalis ATCC 29212 14
Staphylococcus aureus ATCC 29213 0.25-1
Streptococcus pneumoniae ATCC 496197 0.06-0.5

*  The quality control ranges for S. aureus and E. faecalis are applicable only to tests performed by
broth dilution using Mueller-Hinton broth adjusted to a calcium content of 50 mg/L; the quality
control ranges for S. pneumoniae are applicable only to tests performed by broth dilution using
Mueller-Hinton broth adjusted to a calcium content of 50 mg/L, supplemented with 2 to 5%
lysed horse blood, inoculated with a direct colony suspension and incubated in ambient air at
35°C for 20 to 24 hours.

+  This organism may be used for validation of susceptibility test results when testing
Streptococcus spp. other than S. pneumoniae.

INDICATIONS AND USAGE

CUBICIN (daptomycin for injection) is indicated for the following infections (see also
DOSAGE AND ADMINISTRATION and CLINICAL STUDIES):

Complicated skin and skin structure infections (¢SSSI) caused by susceptible isolates of the
following Gram-positive microorganisms: Staphylococcus aureus (including methicillin-
resistant isolates), Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus dysgalactiae
subsp. equisimilis, and Enterococcus faecalis (vancomycin-susceptible isolates only).
Combination therapy may be clinically indicated if the documented or presumed pathogens
include Gram-negative or anaerobic organisms.

Staphylococcus aureus bloodstream infections (bacteremia), including those with right-
sided infective endocarditis, caused by methicillin-susceptible and methicillin-resistant isolates.
Combination therapy may be clinically indicated if the documented or presumed pathogens
include Gram-negative or anaerobic organisms.

The efficacy of CUBICIN in patients with left-sided infective endocarditis due to S. aureus has
not been demonstrated. The clinical trial of CUBICIN in 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). CUBICIN has not been studied in
patients with prosthetic valve endocarditis or meningitis.

Patients with persisting or relapsing S. aureus infection or poor clinical response should have
repeat blood cultures. If a culture is positive for S. aureus, MIC susceptibility testing of the
isolate should be performed using a standardized procedure, as well as diagnostic evaluation to
rule out sequestered foci of infection (see PRECAUTIONS).



CUBICIN is not indicated for the treatment of pneumonia.

Appropriate specimens for microbiological examination should be obtained in order to isolate
and identify the causative pathogens and to determine their susceptibility to daptomycin.
Empiric therapy may be initiated while awaiting test results. Antimicrobial therapy should be
adjusted as needed based upon test results.

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.

CONTRAINDICATIONS
CUBICIN is contraindicated in patients with known hypersensitivity to daptomycin.

WARNINGS

Clostridium difficile-associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including CUBICIN, and may range in severity from mild diarrhea to fatal
colitis. 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 antibiotic use. Careful medical
history is necessary because CDAD has been reported to occur over 2 months after the
administration of antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may
need to be discontinued. Appropriate fluid and electrolyte management, protein
supplementation, antibiotic treatment of C. difficile, and surgical evaluation should be instituted
as clinically indicated.

PRECAUTIONS

General

The use of antibiotics may promote the selection of non-susceptible organisms. Should
superinfection occur during therapy, appropriate measures should be taken.

Prescribing CUBICIN in the absence of a proven or strongly suspected bacterial infection is
unlikely to provide benefit to the patient and increases the risk of the development of drug-
resistant bacteria.
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Information for Patients

Diarrhea is a common problem caused by antibiotics that usually ends when the antibiotic is
discontinued. Sometimes after starting treatment with antibiotics, 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 antibiotic. If this occurs, patients should contact their
physician as soon as possible.

Persisting or Relapsing S. aureus Infection

Patients with persisting or relapsing S. aureus infection or poor clinical response should have
repeat blood cultures. If a culture is positive for S. aureus, MIC susceptibility testing of the
isolate should be performed using a standardized procedure, as well as diagnostic evaluation 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
antibiotic regimen may be required.

Failure of treatment due to persisting or relapsing S. aureus infections was assessed by the
Adjudication Committee in 19/120 (15.8%) CUBICIN-treated patients (12 with MRSA and 7
with MSSA) and 11/115 (9.6%) comparator-treated patients (9 with MRSA treated with
vancomycin and 2 with MSSA treated with anti-staphylococcal semi-synthetic penicillin).
Among all failures, 6 CUBICIN-treated patients and 1 vancomycin-treated patient developed
increasing MICs (reduced susceptibility) by central laboratory testing on 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 CLINICAL STUDIES).

Skeletal Muscle

In a Phase 1 study examining doses up to 12 mg/kg q24h of CUBICIN for 14 days, no skeletal
muscle effects or CPK elevations were observed.

In Phase 3 ¢SSSI trials of 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
(1.8%) comparator-treated patients.

In the S. aureus bacteremia/endocarditis trial, at a dose of 6 mg/kg, elevations in CPK were
reported as clinical adverse events in 8/120 (6.7%) CUBICIN-treated patients compared with
1/116 (<1%) comparator-treated patients. There were a total of 11 patients who experienced
CPK elevations to above 500 U/L. Of these 11 patients, 4 had prior or concomitant treatment
with an HMG-CoA reductase inhibitor.

Skeletal muscle effects associated with CUBICIN were observed in animals (see ANIMAL
PHARMACOLOGY).

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. In patients with renal insufficiency,
both renal function and CPK should be monitored more frequently. Patients who develop
unexplained elevations in CPK while receiving CUBICIN should be monitored more frequently.
In the ¢SSSI studies, among patients with abnormal CPK (>500 U/L) at baseline, 2/19 (10.5%)
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treated with CUBICIN and 4/24 (16.7%) treated with comparator developed further increases in
CPK while on therapy. In this same population, no patients developed myopathy. CUBICIN-
treated patients with baseline CPK >500 U/L (N=19) did not experience an increased incidence
of CPK elevations or myopathy relative to those treated with comparator (N=24). In the

S. aureus bacteremia/endocarditis study, 3 (2.6%) CUBICIN-treated patients, including 1 with
trauma associated with a heroin overdose and 1 with spinal cord compression, had an elevation
in CPK >500 U/L with associated musculoskeletal symptoms. None of the patients in the
comparator group had an elevation in CPK >500 U/L with associated musculoskeletal
symptoms.

CUBICIN should be discontinued in patients with unexplained signs and symptoms of myopathy
in conjunction with CPK elevation >1,000 U/L (~5X ULN), or in patients without reported
symptoms who have marked elevations in CPK >2,000 U/L (>10X ULN). In addition,
consideration should be given to temporarily suspending agents associated with rhabdomyolysis,
such as HMG-CoA reductase inhibitors, in patients receiving CUBICIN.

In a Phase 1 study examining doses up to 12 mg/kg q24h of CUBICIN for 14 days, no evidence
of nerve conduction deficits or symptoms of peripheral neuropathy was observed. In a small
number of patients in Phase 1 and Phase 2 studies at doses up to 6 mg/kg, administration of
CUBICIN was associated with decreases in nerve conduction velocity and with adverse events
(e.g., paresthesias, Bell’s palsy) possibly reflective of peripheral or cranial neuropathy. Nerve
conduction deficits were also detected in a similar number of comparator subjects in these
studies. In Phase 3 ¢SSSI and community-acquired pneumonia (CAP) studies, 7/989 (0.7%)
CUBICIN-treated patients and 7/1,018 (0.7%) comparator-treated patients experienced
paresthesias. New or worsening peripheral neuropathy was not diagnosed in any of these
patients. In the S. aureus bacteremia/endocarditis trial, a total of 11/120 (9.2%) CUBICIN-
treated patients had treatment-emergent adverse events related to the peripheral nervous system.
All of the events were classified as mild to moderate in severity; most were of short duration and
resolved during continued treatment with CUBICIN or were likely due to an alternative etiology.
In animals, effects of CUBICIN on peripheral nerve were observed (see ANIMAL
PHARMACOLOGY). Therefore, physicians should be alert to the possibility of signs and
symptoms of neuropathy in patients receiving CUBICIN.

Drug Interactions

Warfarin

Concomitant administration of CUBICIN (6 mg/kg q24h for 5 days) and warfarin (25 mg single
oral dose) had no significant effect on the pharmacokinetics of either drug, and the INR was not
significantly altered. As experience with the concomitant administration of CUBICIN and
warfarin is limited, anticoagulant activity in patients receiving CUBICIN and warfarin should be
monitored for the first several days after initiating therapy with CUBICIN (see CLINICAL
PHARMACOLOGY, Drug-Drug Interactions).

HMG-CoA Reductase Inhibitors

Inhibitors of HMG-CoA reductase may cause myopathy, which is manifested as muscle pain or
weakness associated with elevated levels of CPK. There were no reports of skeletal myopathy in
a placebo-controlled Phase 1 trial in which 10 healthy subjects on stable simvastatin therapy
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were treated concurrently with CUBICIN (4 mg/kg q24h) for 14 days. In the Phase 3 S. aureus
bacteremia/endocarditis trial, 5/22 CUBICIN-treated patients who received prior or concomitant
therapy with an HMG-CoA reductase inhibitor developed CPK elevations >500 U/L.

Experience with coadministration of HMG-CoA reductase inhibitors and CUBICIN in patients is
limited; therefore, consideration should be given to temporarily suspending use of HMG-CoA
reductase inhibitors in patients receiving CUBICIN (see ADVERSE REACTIONS, Post-
Marketing Experience).

Drug-Laboratory Test Interactions

Clinically relevant plasma levels 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 levels 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 drawn at trough
remains substantially elevated over what would otherwise be expected, consider
evaluating PT/INR utilizing an alternative method.

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

Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity studies in animals have not been conducted to evaluate the
carcinogenic potential of daptomycin. 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 up to 150 mg/kg/day, which is approximately 9 times the
estimated human exposure level based upon AUCs.

Pregnancy

Teratogenic Effects: Pregnancy Category B

Reproductive and teratology studies performed in rats and rabbits at doses of up to 75 mg/kg, 2
and 4 times the 6 mg/kg human dose, respectively, on a body surface area basis, have revealed
no evidence of harm to the fetus due to daptomycin. There are, however, no adequate and well-
controlled studies in pregnant women. Because animal reproduction studies are not always
predictive of human response, CUBICIN should be used during pregnancy only if clearly
needed.
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Nursing Mothers

It is not known if daptomycin is excreted in human milk. Caution should be exercised when
CUBICIN is administered to nursing women.

Pediatric Use
Safety and efficacy of CUBICIN in patients under the age of 18 have not been established.

Geriatric Use

Of the 534 patients treated with CUBICIN in Phase 3 controlled clinical trials of ¢cSSSI, 27.0%
were 65 years of age or older and 12.4% were 75 years of age or older. Of the 120 patients
treated with CUBICIN in the Phase 3 controlled clinical trial of S. aureus
bacteremia/endocarditis, 25.0% were 65 years of age or older and 15.8% were 75 years of age or
older. In Phase 3 clinical studies of ¢cSSSI and S. aureus bacteremia/endocarditis, lower clinical
success rates were seen in patients >65 years of age compared with those <65 years of age. In
addition, treatment-emergent adverse events were more common in patients >65 years old than
in patients <65 years of age.

ANIMAL PHARMACOLOGY

In animals, daptomycin administration has been associated with effects on skeletal muscle with
no changes in cardiac or smooth muscle. Skeletal muscle effects were characterized by
degenerative/regenerative changes and variable elevations in 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 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 doses higher than those associated with skeletal myopathy. Deficits in the
dogs’ patellar reflexes were seen within 2 weeks of the start of treatment at 40 mg/kg (9 times
the human C,,,x at the 6 mg/kg q24h dose), with some clinical improvement noted within 2
weeks of the cessation of dosing. However, at 75 mg/kg/day for 1 month, 7/8 dogs failed to
regain full patellar reflex responses within the duration of 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 cessation of dosing. However, recovery of
peripheral nerve function was evident.

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

ADVERSE REACTIONS

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
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trials of another drug and may not reflect the rates observed in practice. The adverse reaction
information from clinical trials does, however, provide a basis for identifying the adverse events
that appear to be related to drug use and for approximating rates.

Clinical studies sponsored by Cubist enrolled 1,667 patients treated with CUBICIN and 1,319
treated with comparator. Most adverse events reported in Cubist-sponsored Phase 1, 2, and 3
clinical studies were described as mild or moderate in intensity. In Phase 3 ¢SSSI trials,
CUBICIN was discontinued in 15/534 (2.8%) patients due to an adverse event, while comparator
was discontinued in 17/558 (3.0%) patients. In the S. aureus bacteremia/endocarditis trial,
CUBICIN was discontinued in 20/120 (16.7%) patients due to an adverse event, while
comparator was discontinued in 21/116 (18.1%) patients.

Gram-Negative Infections

In the S. aureus bacteremia/endocarditis trial, serious Gram-negative infections and nonserious
Gram-negative bloodstream infections were reported in 10/120 (8.3%) CUBICIN-treated and
0/115 comparator-treated patients. Comparator patients received dual therapy that included
initial gentamicin for 4 days. Events 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 organisms. One patient with
sternal osteomyelitis following mitral valve repair developed S. aureus endocarditis with a 2 cm

mitral vegetation and had a course complicated with bowel infarction, polymicrobial bacteremia,
and death.

Other Adverse Reactions

The rates of most common adverse events, organized by body system, observed in cSSSI patients
are displayed in Table 5.
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Table 5. Incidence (%) of Adverse Events that Occurred in >2% of Patients in
Either CUBICIN or Comparator Treatment Groups in Phase 3 ¢SSSI Studies

Adverse Event CUBI&E\;;:)Hg/kg Coglvll?sast)o "
Gastrointestinal disorders

Constipation 6.2% 6.8%

Nausea 5.8% 9.5%

Diarrhea 5.2% 4.3%

Vomiting 3.2% 3.8%

Dyspepsia 0.9% 2.5%
General disorders

Injection site reactions 5.8% 7.7%

Fever 1.9% 2.5%
Nervous system disorders

Headache 5.4% 5.4%

Insomnia 4.5% 5.4%

Dizziness 2.2% 2.0%
Skin/subcutaneous disorders

Rash 4.3% 3.8%

Pruritus 2.8% 3.8%
Diagnostic investigations

Abnormal liver function tests 3.0% 1.6%

Elevated CPK 2.8% 1.8%
Infections

Fungal infections 2.6% 3.2%

Urinary tract infections 2.4% 0.5%
Vascular disorders

Hypotension 2.4% 1.4%

Hypertension 1.1% 2.0%
Renal/urinary disorders

Renal failure 2.2% 2.7%
Blood/lymphatic disorders

Anemia 2.1% 2.3%
Respiratory disorders

Dyspnea 2.1% 1.6%
Musculoskeletal disorders

Limb pain 1.5% 2.0%

Arthralgia 0.9% 2.2%

*  Comparators were vancomycin (1 g IV q12h) and anti-staphylococcal semi-
synthetic penicillins (i.e., nafcillin, oxacillin, cloxacillin, flucloxacillin; 4 to
12 g/day 1V in divided doses).
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Additional adverse events that occurred in 1 to 2% of patients in either CUBICIN (4 mg/kg) or
comparator treatment groups in the cSSSI studies are as follows: edema, cellulitis,
hypoglycemia, elevated alkaline phosphatase, cough, back pain, abdominal pain, hypokalemia,
hyperglycemia, decreased appetite, anxiety, chest pain, sore throat, cardiac failure, confusion,
and Candida infections. These events occurred at rates ranging from 0.2 to 1.7% in CUBICIN-
treated patients and at rates of 0.4 to 1.8% in comparator-treated patients.

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

Body as a Whole: fatigue, weakness, rigors, discomfort, jitteriness, flushing, hypersensitivity
Blood/Lymphatic System. leukocytosis, thrombocytopenia, thrombocytosis, eosinophilia,
increased International Normalized Ratio (INR)

Cardiovascular System: supraventricular arrhythmia

Dermatologic System: eczema

Digestive System: abdominal distension, flatulence, stomatitis, jaundice, increased serum lactate

dehydrogenase

Metabolic/Nutritional System: hypomagnesemia, increased serum bicarbonate, electrolyte

disturbance

Musculoskeletal System: myalgia, muscle cramps, muscle weakness, osteomyelitis
Nervous System. vertigo, mental status change, paraesthesia

Special Senses: taste disturbance, eye irritation

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

Table 6. Incidence (%) of Adverse Events that Occurred in >5% of Patients in Either
CUBICIN or Comparator Treatment Groups in the S. aureus Bacteremia/Endocarditis

Study
CUBICIN 6 mg/kg Comparator*
Adverse Event (N=120) (N=116)
n (%) n (%)
Infections and infestations 65 (54.2%) 56 (48.3%)
Urinary tract infection NOS 8 (6.7%) 11 (9.5%)
Osteomyelitis NOS 7 (5.8%) 7 (6.0%)
Sepsis NOS 6 (5.0%) 3 (2.6%)
Bacteraemia 6 (5.0%) 0 (0%)
Pneumonia NOS 4 (3.3%) 9 (7.8%)
Gastrointestinal disorders 60 (50.0%) 68 (58.6%)
Diarrhoea NOS 14 (11.7%) 21 (18.1%)
Vomiting NOS 14 (11.7%) 15 (12.9%)
Constipation 13 (10.8%) 14 (12.1%)
Nausea 12 (10.0%) 23 (19.8%)
Abdominal pain NOS 7 (5.8%) 4 (3.4%)
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CUBICIN 6 mg/kg Comparator*
Adverse Event (N=120) (N=116)
n (%) n (%)

Dyspepsia 5(4.2%) 8 (6.9%)
Loose stools 5(4.2%) 6 (5.2%)
Gastrointestinal haemorrhage NOS 2 (1.7%) 6 (5.2%)

General disorders and administration site

conditions 53 (44.2%) 69 (59.5%)
Oedema peripheral 8 (6.7%) 16 (13.8%)
Pyrexia 8 (6.7%) 10 (8.6%)
Chest pain 8 (6.7%) 7 (6.0%)
Oedema NOS 8 (6.7%) 5(4.3%)
Asthenia 6 (5.0%) 6 (5.2%)
Injection site erythema 3 (2.5%) 7 (6.0%)

Respiratory, thoracic and mediastinal
disorders

38 (31.7%)

43 (37.1%)

Pharyngolaryngeal pain 10 (8.3%) 2 (1.7%)
Pleural effusion 7 (5.8%) 8 (6.9%)
Cough 4 (3.3%) 7 (6.0%)
Dyspnoea 4 (3.3%) 6 (5.2%)
Skin and subcutaneous tissue disorders 36 (30.0%) 40 (34.5%)
Rash NOS 8 (6.7%) 10 (8.6%)
Pruritus 7 (5.8%) 6 (5.2%)
Erythema 6 (5.0%) 6 (5.2%)
Sweating increased 6 (5.0%) 0 (0%)
Musculoskeletal and connective tissue
disorders 35(29.2%) 42 (36.2%)
Pain in extremity 11 (9.2%) 11 (9.5%)
Back pain 8 (6.7%) 10 (8.6%)
Arthralgia 4 (3.3%) 13 (11.2%)
Psychiatric disorders 35 (29.2%) 28 (24.1%)
Insomnia 11 (9.2%) 8 (6.9%)
Anxiety 6 (5.0%) 6 (5.2%)
Nervous system disorders 32 (26.7%) 32 (27.6%)
Headache 8 (6.7%) 12 (10.3%)
Dizziness 7 (5.8%) 7 (6.0%)
Investigations 30 (25.0%) 33 (28.4%)
Blood creatine phosphokinase increased 8 (6.7%) 1 (<1.0%)
Blood and lymphatic system disorders 29 (24.2%) 24 (20.7%)
Anaemia NOS 15 (12.5%) 18 (15.5%)
Metabolism and nutrition disorders 26 (21.7%) 38 (32.8%)

Hypokalaemia

11 (9.2%)

15 (12.9%)
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CUBICIN 6 mg/kg Comparator*
Adverse Event (N=120) (N=116)
n (%) n (%)

Hyperkalaemia 6 (5.0%) 10 (8.6%)
Vascular disorders 21 (17.5%) 20 (17.2%)

Hypertension NOS 7 (5.8%) 3 (2.6%)

Hypotension NOS 6 (5.0%) 9 (7.8%)
Renal and urinary disorders 18 (15.0%) 26 (22.4%)

Renal failure NOS 4 (3.3%) 11 (9.5%)

Renal failure acute 4 (3.3%) 7 (6.0%)

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

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

Blood and Lymphatic System Disorders: eosinophilia (1.7%), lymphadenopathy (<1%),
thrombocythaemia (<1%), thrombocytopenia (<1%)

Cardiac Disorders: atrial fibrillation (<1%), atrial flutter (<1%), cardiac arrest (<1%)

Ear and Labyrinth Disorders: tinnitus (<1%)

Eye Disorders: vision blurred (<1%)

Gastrointestinal Disorders: dry mouth (<1%), epigastric discomfort (<1%), gingival pain
(<1%), hypoaesthesia oral (<1%)

Infections and Infestations: candidal infection NOS (1.7%), vaginal candidiasis (1.7%),
fungaemia (<1%), oral candidiasis (<1%), urinary tract infection fungal (<1%)
Investigations: blood phosphorous increased (2.5%), blood alkaline phosphatase increased
(1.7%), INR increased (1.7%), liver function test abnormal (1.7%), alanine aminotransferase
increased (<1%), aspartate aminotransferase increased (<1%), prothrombin time prolonged
(<1%)

Metabolism and Nutrition Disorders: appetite decreased NOS (<1%)

Musculoskeletal and Connective Tissue Disorders: myalgia (<1%)

Nervous System Disorders: dyskinesia (<1%), paraesthesia (<1%)

Psychiatric Disorders: hallucination NOS (<1%)

Renal and Urinary Disorders. proteinuria (<1%), renal impairment NOS (<1%)

Skin and Subcutaneous Tissue Disorders: heat rash (<1%), pruritus generalized (<1%), rash
vesicular (<1%)

In Phase 3 studies of community-acquired pneumonia (CAP), 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).
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Laboratory Changes

In Phase 3 comparator-controlled cSSSI and CAP studies, there was no clinically or statistically
significant difference (p<0.05) in the incidence of CPK elevations between patients treated with
CUBICIN and those treated with comparator. CPK elevations in both groups were generally
related to medical conditions—for example, skin and skin structure infection, surgical
procedures, or intramuscular injections—and were not associated with muscle symptoms.

In the Phase 3 ¢SSSI studies, 0.2% of patients treated with CUBICIN had symptoms of muscle
pain or weakness associated with CPK elevations to greater than 4X ULN. The symptoms
resolved within 3 days and CPK returned to normal within 7 to 10 days after discontinuing
treatment (see PRECAUTIONS, Skeletal Muscle). Table 7 summarizes the CPK shifts from
Baseline through End of Therapy in the cSSSI trials.

Table 7. Incidence (%) of Creatine Phosphokinase (CPK) Elevations from Baseline while on Therapy in
Either CUBICIN or Comparator Treatment Groups in Phase 3 ¢SSSI Studies

All Patients Patients with Normal CPK at Baseline

Change CUBICIN Comparator CUBICIN Comparator

(N=430) (N=459) (N=374) (N=392)
% N % N % N % N

No Increase 90.7% 390 91.1% 418 91.2% 341 91.1% 357
Maximum Value >1X ULN* 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 patients treated with CUBICIN or comparator were not clinically or
statistically significantly different.

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

In the S. aureus bacteremia/endocarditis study, a total of 11 CUBICIN-treated patients (9.2%)
had treatment-emergent elevations in CPK to >500 U/L, including 4 patients with elevations
>10X ULN. Three of these 11 patients had CPK levels return to the normal range during
continued CUBICIN treatment, 6 had values return to the normal range during follow-up, 1 had
values returning toward baseline at the last assessment, and 1 did not have follow-up values
reported. Three patients discontinued CUBICIN due to CPK elevation.

There was more renal dysfunction in comparator-treated patients than in CUBICIN-treated
patients. The incidence of decreased renal function, defined as the proportion of patients with a
creatinine clearance level <50 mL/min if baseline clearance was >50 mL/min or with a decrease
of >10 mL/min if baseline clearance was <50 mL/min, is shown in Table 8.
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Table 8. Incidence of Decreased Renal Function Based on Creatinine Clearance Levels

CUBICIN 6 mg/kg Comparator*
Study Interval (N=120) (N=116)
n/N (%) n/N (%)
Days 2 to 4 2/96 (2.1%) 6/90 (6.7%)
Days 2 to 7 6/115 (5.2%) 16/113 (14.2%)
Day 2 to End of Study 13/118 (11.0%) 30/114 (26.3%)

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

Post-Marketing Experience

The following adverse reactions have been reported with CUBICIN in worldwide post-marketing
experience. Because these events are reported voluntarily from a population of unknown size,
estimates of frequency cannot be made and causal relationship cannot be precisely established.

Immune System Disorders: anaphylaxis; hypersensitivity reactions, including pruritus, hives,
shortness of breath, difficulty swallowing, truncal erythema, and pulmonary eosinophilia
Infections and Infestations: Clostridium difficile—associated diarrhea

Musculoskeletal Disorders: myoglobin increased; rhabdomyolysis (some reports involved
patients treated concurrently with CUBICIN and HMG-CoA reductase inhibitors)

Nervous System Disorders: peripheral neuropathy

Skin and Subcutaneous Tissue Disorders: vesiculobullous rash with or without mucous
membrane involvement

OVERDOSAGE

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

DOSAGE AND ADMINISTRATION

Complicated Skin and Skin Structure Infections

CUBICIN 4 mg/kg should be administered over a 30-minute period by IV infusion in 0.9%
sodium chloride injection once every 24 hours for 7 to 14 days. In Phase 1 and 2 clinical studies,
CPK elevations appeared to be more frequent when CUBICIN was dosed more frequently than
once daily. Therefore, CUBICIN should not be dosed more frequently than once a day.
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Staphylococcus aureus Bloodstream Infections (Bacteremia), Including Those
with Right-Sided Infective Endocarditis, Caused by Methicillin-Susceptible and
Methicillin-Resistant Isolates

CUBICIN 6 mg/kg should be administered over a 30-minute period by IV infusion in 0.9%
sodium chloride injection once every 24 hours for a minimum of 2 to 6 weeks. Duration of
treatment should be based on the treating physician’s working diagnosis. There are limited
safety data for the use of CUBICIN for more than 28 days of therapy. In the Phase 3 study, there
were a total of 14 patients who were treated with CUBICIN for more than 28 days, 8 of whom
were treated for 6 weeks or longer.

In Phase 1 and 2 clinical studies, CPK elevations appeared to be more frequent when CUBICIN
was dosed more frequently than once daily. Therefore, CUBICIN should not be dosed more
frequently than once a day.

Patients with Renal Impairment

Because daptomycin is eliminated primarily by the kidney, a dosage modification is
recommended for patients with creatinine clearance <30 mL/min, including patients receiving
hemodialysis or CAPD, as listed in Table 9. The recommended dosing regimen is 4 mg/kg
(cSSSI) or 6 mg/kg (S. aureus bloodstream infections) once every 24 hours for patients with
CL¢r 230 mL/min and 4 mg/kg (cSSSI) or 6 mg/kg (S. aureus bloodstream infections) once
every 48 hours for patients with CLcr <30 mL/min, including those on hemodialysis or CAPD.
In patients with renal insufficiency, both renal function and CPK should be monitored more
frequently. When possible, CUBICIN should be administered following hemodialysis on
hemodialysis days (see CLINICAL PHARMACOLOGY).

Table 9. Recommended Dosage of CUBICIN (daptomycin for injection) in Adult Patients

Dosage Regimen
Creatinine Clearance
(CLcR) ¢SSSI S. aureus Bloodstream Infections
>30 mL/min 4 mg/kg once every 24 hours 6 mg/kg once every 24 hours
<30 mL/min, including 4 mg/kg once every 48 hours 6 mg/kg once every 48 hours
hemodialysis or CAPD

Preparation of CUBICIN for Administration

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

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

1. Remove the polypropylene flip-off cap from the CUBICIN vial to expose the central
portion of the rubber stopper.
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2. 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.

3. Ensure that the entire CUBICIN product is wetted by gently rotating the vial.
4. Allow the product to stand undisturbed for 10 minutes.

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

Reconstituted CUBICIN should be further diluted with 0.9% sodium chloride injection to be
administered by IV infusion over a period of 30 minutes.

Since no preservative or bacteriostatic agent is present in this product, aseptic technique must be
used in preparation of final IV solution. Stability studies have shown that the reconstituted
solution is stable in the vial for 12 hours at room temperature or up to 48 hours if stored under
refrigeration at 2 to 8°C (36 to 46°F). The diluted solution is stable in the infusion bag for 12
hours at room temperature or 48 hours if stored under refrigeration. The combined storage time
(reconstituted solution in vial and diluted solution in infusion bag) at room temperature should
not exceed 12 hours; the combined storage time (reconstituted solution in vial and diluted
solution in infusion bag) under refrigeration should not exceed 48 hours.

CUBICIN should not be used in conjunction with ReadyMED® elastomeric infusion pumps
(Cardinal Health, Inc.). 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.

CUBICIN vials are for single use only.

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

Because only limited data are available on the compatibility of CUBICIN with other IV
substances, additives or other medications should not be added to CUBICIN single-use vials or
infused simultaneously through the same IV line. If the same IV line is used for sequential
infusion of several different drugs, the line should be flushed with a compatible infusion solution
before and after infusion with CUBICIN (see DOSAGE AND ADMINISTRATION,
Compatible Intravenous Solutions).

Compatible Intravenous Solutions

CUBICIN is compatible with 0.9% sodium chloride injection and lactated Ringer’s injection.
CUBICIN is not compatible with dextrose-containing diluents.

HOW SUPPLIED

CUBICIN (daptomycin for injection) — Pale yellow to light brown lyophilized cake
Single-use 10 mL capacity vial, 500 mg/vial: Package of 1 (NDC 67919-011-01)

STORAGE

Store original packages at refrigerated temperatures, 2 to 8°C (36 to 46°F); avoid excessive heat.
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CLINICAL STUDIES

Complicated Skin and Skin Structure Infections

Adult patients with clinically documented cSSSI (Table 10) were enrolled in two randomized,
multinational, multicenter, investigator-blinded studies comparing CUBICIN (4 mg/kg IV q24h)
with either vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e.,
nafcillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g IV per day). 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. Patients
could switch to oral therapy after a minimum of 4 days of IV treatment if clinical improvement
was demonstrated.

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

The efficacy endpoints in both studies 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 11.

Table 10. Investigator’s Primary Diagnosis in the ¢SSSI Studies (Population: ITT)

Study 9801 Study 9901 Pooled
Primary Diagnosis CUBICIN/Comparator* CUBICIN/Comparator* CUBICIN/Comparator*
N=264/N=266 N=270/N=292 N=534/N=558
Wound Infection 99 (37.5%)/116 (43.6%) 102 (37.8%)/108 (37.0%) 201 (37.6%)/224 (40.1%)
Major Abscess 55 (20.8%)/43 (16.2%) 59 (21.9%)/65 (22.3%) 114 (21.3%)/108 (19.4%)
Ulcer Infection 71 (26.9%)/75 (28.2%) 53 (19.6%)/68 (23.3%) 124 (23.2%)/143 (25.6%)
Other Infection 39 (14.8%)/32 (12.0%) 56 (20.7%)/51 (17.5%) 95 (17.8%)/83 (14.9%)

*  Vancomycin or anti-staphylococcal semi-synthetic penicillins.

+  The majority of cases were subsequently categorized as complicated cellulitis, major abscesses, or traumatic
wound infections.
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Table 11. Clinical Success Rates by Infecting Pathogen, Primary Comparative ¢SSSI Studies (Population:
Microbiologically Evaluable)

Success Rate
Pathogen CUBICIN Comparator*
n/N (%) n/N (%)
Methicillin-susceptible Staphylococcus aureus (MSSA)' 170/198 (85.9) 180/207 (87.0)
Methicillin-resistant Staphylococcus aureus (MRSA) 21/28 (75.0) 25/36 (69.4)
Streptococcus pyogenes 79/84 (94.0) 80/88 (90.9)
Streptococcus agalactiae 23/27 (85.2) 22/29 (75.9)
Streptococcus dysgalactiae subsp. equisimilis 8/8 (100) 9/11 (81.8)
Enterococcus faecalis (vancomycin-susceptible only) 27/37 (73.0) 40/53 (75.5)

*  Vancomycin or anti-staphylococcal semi-synthetic penicillins.
+  As determined by the central laboratory.

S. aureus Bacteremia/Endocarditis

The efficacy of CUBICIN in the treatment of patients with S. aureus bacteremia was
demonstrated in a randomized, controlled, multinational, multicenter open-label study. In this
study, 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 q24h) or standard of care [anti-staphylococcal semi-
synthetic penicillin 2 g IV g4h (nafcillin, oxacillin, cloxacillin, or flucloxacillin) or vancomycin
1 g IV q12h, both 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 >18 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 anti-staphylococcal semi-synthetic
penicillin and 53 vancomycin). Thirty-five patients treated with anti-staphylococcal semi-
synthetic penicillins received vancomycin initially for 1 to 3 days, pending final susceptibility
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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 >65 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) and 85 (36%) had surgical
procedures within 30 days of onset of the S. aureus bacteremia. Eighty-eight patients (38%) had
bacteremia caused by MRSA. Entry diagnosis was based on the modified Duke criteria and
included 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.

There were 182 patients with bacteremia and 53 patients with infective endocarditis as assessed
by the Adjudication Committee in the ITT population, including 35 with right-sided and 18 with
left-sided endocarditis. The 182 patients with bacteremia included 121 with complicated 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 included patients who were not intravenous drug users, had a positive blood
culture for MRSA, serum creatinine >2.5 mg/dL, or evidence of extrapulmonary sites of
infection. Patients who were intravenous drug users, had a positive blood culture for MSSA,
serum creatinine <2.5 mg/dL, and were without evidence of extrapulmonary sites of infection
were considered to have uncomplicated RIE.

The co-primary efficacy endpoints in the study 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 12.

Eighteen (18/120) patients in the CUBICIN arm and 19/116 patients in the comparator arm died
during the study. These include 3/28 CUBICIN-treated and 8/26 comparator-treated patients
with endocarditis, as well as 15/92 CUBICIN-treated and 11/90 comparator-treated patients with
bacteremia. Among patients with persisting or relapsing S. aureus infections, 8/19 CUBICIN-
treated and 7/11 comparator-treated patients died.
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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 (15.8%) CUBICIN-treated patients (12 with MRSA and 7
with MSSA) and 11/115 (9.6%) comparator-treated patients (9 with MRSA treated with
vancomycin and 2 with MSSA treated with anti-staphylococcal semi-synthetic penicillin).
Among all failures, 6 CUBICIN-treated patients and 1 vancomycin-treated patient developed
increasing MICs (reduced susceptibility) by central laboratory testing on 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 PRECAUTIONS).

Table 12. Adjudication Committee Success Rates at Test of Cure (Population: ITT)

Difference:
Population CUBICIN 6 mg/kg Comparator* CUBICIN — Comparator
n/N (%) n/N (%) (Confidence Interval)
Overall 53/120 (44.2%) 48/115 (41.7%) 2.4% (-10.2, 15.1)"
Baseline Pathogen
MSSA 33/74 (44.6%) 34/70 (48.6%) —4.0% (—22.6, 14.6)*
MRSA 20/45 (44.4%) 14/44 (31.8%) 12.6% (—10.2, 35.5)*
Entry Diagnosis®
Definite or Possible Infective 41/90 (45.6%) 37/91 (40.7%) 4.9% (-11.6, 21.4)*
Endocarditis
Not Infective Endocarditis 12/30 (40.0%) 11/24 (45.8%) —5.8% (—36.2, 24.5)*
Final Diagnosis
Uncomplicated Bacteremia 18/32 (56.3%) 16/29 (55.2%) 1.1% (-31.7, 33.9)!
Complicated Bacteremia 26/60 (43.3%) 23/61 (37.7%) 5.6% (—17.3, 28.6)"
Right-Sided Infective 8/19 (42.1%) 7/16 (43.8%) —1.6% (—44.9, 41.6)"
Endocarditis
Uncomplicated Right-Sided 3/6 (50.0%) 1/4 (25.0%) 25.0% (=51.6, 100.0)"
Infective Endocarditis
Complicated Right-Sided 5/13 (38.5%) 6/12 (50.0%) —11.5% (—62.4, 39.4)!
Infective Endocarditis
Left-Sided Infective 1/9 (11.1%) 2/9 (22.2%) —11.1% (-55.9, 33.6)"
Endocarditis

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

95% Confidence Interval
97.5% Confidence Interval (adjusted for multiplicity)

According to the modified Duke criteria*

= on b —k

99% Confidence Interval (adjusted for multiplicity)
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Cubicin 350 mg powder for solution for injection or infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
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 or water for injections.

For a 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 powder.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

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

- Complicated skin and soft-tissue infections (¢cSSTI).

- 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.

- Staphylococcus aureus bacteraemia (SAB) when associated with RIE or with ¢SSTI.

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 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 also sections 4.8 and 5.2).

Posology
- c¢SSTI without concurrent Staphylococcus aureus bacteraemia: The recommended dose is

4 mg/kg administered once every 24 hours for 7-14 days or until the infection is resolved (see
section 5.1).

- ¢SSTI with concurrent Staphylococcus aureus bacteraemia: The recommended dose is 6 mg/kg
administered once every 24 hours. See below for dose adjustments in patients with renal
insufficiency. 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 right-sided infective endocarditis due to Staphylococcus aureus: The
recommended dose is 6 mg/kg administered once every 24 hours. See below for dose
adjustments in patients with renal insufficiency. The duration of therapy should be in
accordance with available official recommendations.

Renal insufficiency
Daptomycin is eliminated primarily by the kidney.

Due to limited clinical experience (see table and footnotes below) Cubicin should only be used in
patients with any degree of renal insufficiency (Cr Cl < 80 ml/min) when it is considered that the
expected clinical benefit outweighs the potential risk. The response to treatment and renal function
should be closely monitored in all patients with some degree of renal insufficiency (see also sections
4.4 and 5.2).

Dose adjustments in patients with renal insufficiency by indication and creatinine clearance

Indication for use (1) Creatinine clearance Dose recommendation Comments
(@) (@)

¢SSTI without S.

aureus bacteraemia > 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 c¢SSTI

associated with S. > 50 ml/min 6 mg/kg once daily 3)

aureus bacteraemia

(1) The safety and efficacy of the dose interval adjustment has not been clinically evaluated and the
recommendation is based on pharmacokinetic modelling data (see sections 4.4 and 5.2).

(2) The same dose adjustments, which are also based solely on modelling are recommended for
patients on haemodialysis or continuous ambulatory peritoneal dialysis (CAPD). Whenever possible,
Cubicin should be administered following the completion of dialysis on dialysis days (see section 5.2).

(3) There are insufficient data to support a dose recommendation for patients with RIE or cSSTI
associated with Staphylococcus aureus bacteraemia who have a creatinine clearance < 50 ml/min.
There are no data available to support the efficacy of 4 mg/kg daily in patients with RIE or ¢cSSTI
associated with Staphylococcus aureus bacteraemia whose creatinine clearance is between

30-49 ml/min or to support the use of 4 mg/kg every 48 hours in such patients whose creatinine
clearance is < 30 ml/min.

Hepatic insufficiency

No dose adjustment is necessary when administering Cubicin to patients with mild or moderate
hepatic insufficiency (Child-Pugh Class B) (see section 5.2). No data are available in patients with
severe hepatic insufficiency (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

insufficiency (see above and section 4.4). However, there are limited data on the safety and efficacy of
daptomycin in patients aged > 65 years and caution should be exercised if Cubicin is given to such
patients.




Children and adolescents
Cubicin is not recommended for use in children and adolescents below the age of 18 years due to a
lack of data on safety and efficacy (see section 5.2).

Method of administration
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.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and precautions for use

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.

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

Clinical data on the use of Cubicin to treat RIE due to Staphylococcus aureus are limited to 19 patients
(see “Information from clinical trials” in section 5.1).

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

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

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).

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 also 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:

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

o CPK should be measured more frequently than once weekly in patients who are at higher risk of
developing myopathy. These patients include those with severe renal insufficiency (creatinine
clearance < 30 ml/min; see also section 4.2) and patients taking other medicinal products known
to be associated with myopathy (e.g. HMG-CoA reductase inhibitors, fibrates and ciclosporin).



J 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.

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

o 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).

Renal insufficiency

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

Dose adjustment is needed for patients with ¢cSSTI without bacteraemia whose creatinine clearance is
<30 ml/min (see sections 4.2 and 5.2). The safety and efficacy of the dose interval adjustment
guidelines provided in section 4.2 are based on pharmacokinetic modelling and have not been
clinically evaluated. In addition there are no data to support the use of 6 mg/kg daptomycin once daily
in patients with RIE or with cSSTI associated with bacteraemia whose creatinine clearance is

< 50 ml/min. 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
insufficiency (creatinine clearance < 80 ml/min) before commencing therapy with Cubicin. Regular
monitoring of renal function is advised (see also 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 also section
4.5).

In obese subjects with Body Mass Index (BMI) > 40 kg/m” but with creatinine clearance > 70 ml/min,
the AUC,.,, 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).

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

Antibiotic-associated colitis and pseudomembranous colitis have been reported with nearly all
antibacterial agents and may range in severity from mild to life-threatening. Therefore, it is important
to consider this diagnosis in patients who present with diarrhoea during or shortly following treatment.



4.5 Interaction with other medicinal products and other forms of interaction

Daptomycin undergoes little to no Cytochrome P450 (CYP450) mediated metabolism. /n vitro studies
have determined that daptomycin does not inhibit or induce the activities of clinically significant
human CYP isoforms (1A2, 2A6, 2C9, 2C19, 2D6, 2E1, 3A4). Therefore, no CYP450-related drug
interactions are to be expected.

There is limited experience regarding concomitant administration of daptomycin with other medicinal
products that may trigger myopathy. However, some cases of marked rises in CPK levels and cases of
rhabdomyolysis occurred in 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 an apparent 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.

4.6 Pregnancy and lactation
No clinical data on pregnancies are available for daptomycin. Animal studies do not indicate direct or
indirect harmful effects with respect to fertility, 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 potential benefit
outweighs the possible risk.

It is not known whether daptomycin is excreted in human milk. Therefore, breastfeeding should be
discontinued during treatment with Cubicin.

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

In clinical studies, 2,011 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. 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.

For subjects who received Cubicin, the adverse reactions that were most frequently reported during
therapy plus follow-up were: headache, nausea, vomiting, diarrhoea, fungal infections, rash, infusion
site reaction, increased Creatine phosphokinase (CPK) and abnormal liver enzymes; Alanine
aminotransferase (ALT), Aspartate aminotransferase (AST), Alkaline phosphatase.

The following adverse reactions were reported during therapy and during follow-up with frequencies
corresponding to 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):

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

Infections and infestations
Common: Fungal infections
Uncommon: Urinary tract infection

Blood and lymphatic system disorders
Uncommon: Thrombocythaemia, anaemia, eosinophilia

Metabolism and nutrition disorders
Uncommon: Anorexia, hyperglycaemia

Psychiatric disorders
Uncommon: Anxiety, insomnia

Nervous system disorders
Common: Headache
Uncommon: Dizziness, paraesthesiae, taste disorder

Cardiac disorders
Uncommon: Supraventricular tachycardia, extrasystole

Vascular disorders
Uncommon: Flushes, hypertension, hypotension

Gastrointestinal disorders
Common: Nausea, vomiting, diarrhoea
Uncommon: Constipation, abdominal pain, dyspepsia, glossitis

Hepatobiliary disorders
Uncommon: Jaundice

Skin and subcutaneous tissue disorders
Common: Rash
Uncommon: Pruritis, urticaria

Musculoskeletal, connective tissue and bone disorders
Uncommon: Myositis, muscle weakness, muscle pain, arthralgia



Renal and urinary disorders
Uncommon: Renal insufficiency, including renal impairment and renal failure

Reproductive system and breast disorders
Uncommon: Vaginitis

General disorders and administration site conditions
Common: Infusion site reactions
Uncommon: Pyrexia, weakness, fatigue, pain

Investigations

Common: Liver function tests abnormal (increased AST, ALT and alkaline phosphatase), increased
CPK

Uncommon: Electrolyte imbalance, increased serum creatinine, increased myoglobin, Lactic
dehydrogenase (LDH) increased

The safety data for the administration of daptomycin via 2-minute intravenous injection are derived
from two pharmacokinetic studies in healthy 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.

Post-marketing
Adverse reactions that have been reported during post-marketing and that are not listed above are:

Immune system disorders

Hypersensitivity, manifested by isolated spontaneous reports including, but not limited to; pulmonary
eosinophilia, vesicobullous rash with mucous membrane involvement and sensation of oropharyngeal
swelling.

Anaphylaxis

Infusion reactions including the following symptoms: tachycardia, wheezing, pyrexia, rigors, systemic
flushing, vertigo, syncope and metallic taste.

Musculoskeletal, connective tissue and bone disorders

Rhabdomyolysis

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

Nervous system disorders
Peripheral neuropathy

Investigations

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.

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

Mode 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 sensitive Gram
positive organisms in vitro. In animal models AUC/MIC and C,,.,/MIC correlate with efficacy and
predicted bacterial kill in vivo at single doses equivalent to human 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 of resistance to daptomycin has not yet been identified.

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.




Information from clinical trials

In two 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 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
Staphylococcus aureus infection had deep-seated infection and did not receive necessary surgical
intervention.

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
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 C,.x) was demonstrated in healthy 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
administration.

Distribution

The steady state volume of distribution of daptomycin was approximately 0.1 1/kg in healthy adult
volunteers, consistent with distribution primarily within the extracellular space. Tissue distribution
studies in animals have shown that daptomycin preferentially distributes into highly vascularised
tissues and to a lesser degree penetrates 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 volunteers and patients treated with daptomycin, protein binding averaged about 90%

including subjects with renal insufficiency.
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Metabolism

In vitro studies have demonstrated that there is no or limited liver microsomal mediated metabolism of
daptomycin in humans and that CYP450 involvement in daptomycin metabolism is minimal. Analysis
of plasma samples from subjects who received a 6 mg/kg dose of daptomycin did not show any trace
of metabolism, suggesting little to no systemic metabolism.

Furthermore, no metabolites have been observed in plasma following administration of radiolabelled
drug to humans based on total radiolabel and microbiologically active concentrations. Of the four
minor metabolites detected in urine, two are Phase I oxidative metabolites present in low
concentrations.

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/h/kg and its renal clearance is 4 to 7 ml/h/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
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 insufficiency.

Children and adolescents (< 18 years of age)

Pharmacokinetic profiles were obtained following single intravenous administration of daptomycin

4 mg/kg in paediatric patients with proven or suspected Gram-positive infection, divided into three age
groups (2-6 years, 7-11 years and 12-17 years). The pharmacokinetics of daptomycin following a
single 4 mg/kg dose in adolescents aged 12-17 years are generally similar to those of healthy adult
subjects with normal renal function with trends towards lower AUC and C,,,, in adolescents. In the
younger age groups (2-6 years and 7-11 years), exposure (Cpax and AUC) and elimination half-life for
the same mg/kg dose were reduced compared with adolescents.

Obesity

Relative to non-obese subjects daptomycin systemic exposure measured by AUC is increased by about
28% in moderately obese subjects (Body Mass Index of 25-40 kg/m?) and by 42% 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.

Renal insufficiency

Following administration of a single 4 mg/kg or 6 mg/kg dose of daptomycin to subjects with various
degrees of renal insufficiency, daptomycin clearance (CL) was reduced and systemic exposure (AUC)
was increased. In subjects with severe renal insufficiency (CLcr < 30 ml/min) and end-stage renal
disease, exposure (AUC) and elimination half life were increased between 2-3-fold relative to healthy
subjects. See section 4.2 regarding the need for dose adjustment.
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Hepatic insufficiency

The pharmacokinetics of daptomycin is not altered in subjects with moderate hepatic insufficiency
(Child-Pugh B classification of hepatic insufficiency) 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 insufficiency. The pharmacokinetics of
daptomycin in patients with severe hepatic insufficiency (Child-Pugh C classification) have not been
evaluated.

5.3 Preclinical safety data

In studies of clinically-relevant duration (14-28 days), 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.

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 C,,,. 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 Cy,,x values at the No Observed Effect Level (NOEL) with the
Chax 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.

Reproductive toxicity testing showed no evidence of effects on fertility, embryofetal, 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.
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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
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 should 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 should not exceed 12 hours (or 48 at 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 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 of the reconstituted or reconstituted and diluted medicinal product see section
6.3.

6.5 Nature and contents of container

Single use 10 ml type I clear glass vials with type I rubber stoppers and aluminium closures with
yellow plastic flip off caps.
Available in packs containing 1 vial.

6.6  Special precautions for disposal and other handling

Daptomycin may be administered intravenously as an infusion over 30 minutes or as an injection over
2 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-minute intravenous infusion
A 50 mg/ml concentration of Cubicin for infusion is obtained by reconstituting the lyophilised product
with 7 ml of sodium chloride 9 mg/ml (0.9%) solution for injection, or water for injections.
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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 lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Draw 7 ml of either sodium chloride 9 mg/ml (0.9%) solution for injection or water for
injections into a syringe, 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).

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 infusion.
8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted and diluted solution should then be infused intravenously over 30 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
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. Draw 7 ml of sodium chloride 9 mg/ml (0.9%) solution for injection into a syringe,
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.

14



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. 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.

Replace needle with a new needle for the intravenous injection.

Expel air, large bubbles, and any excess solution in order to obtain the required dose.

8. The reconstituted solution should then be injected intravenously slowly over 2 minutes as
directed in section 4.2.

N o

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 product or waste material should be disposed of in accordance with local requirements.
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1. NAME OF THE MEDICINAL PRODUCT

Cubicin 500 mg powder for solution for injection or infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
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 or water for injections.

For a 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 powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

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

- Complicated skin and soft-tissue infections (¢SSTI).

- Right-sided infective endocarditis (RIE) due to Staphylococcus aureus. It 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.

- Staphylococcus aureus bacteraemia (SAB) when associated with RIE or with ¢SSTL.

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 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 also sections 4.8 and 5.2).

Posology
- ¢SSTI without concurrent Staphylococcus aureus bacteraemia: The recommended dose is

4 mg/kg administered once every 24 hours for 7-14 days or until the infection is resolved (see
section 5.1).

- ¢SSTI with concurrent Staphylococcus aureus bacteraemia: The recommended dose is 6 mg/kg
administered once every 24 hours. See below for dose adjustments in patients with renal
insufficiency. The duration of therapy may need to be longer than 14 days in accordance with
the perceived risk of complications in the individual patient.
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- Known or suspected right-sided infective endocarditis due to Staphylococcus aureus: The
recommended dose is 6 mg/kg administered once every 24 hours. See below for dose
adjustments in patients with renal insufficiency. The duration of therapy should be in
accordance with available official recommendations.

Renal insufficiency
Daptomycin is eliminated primarily by the kidney.

Due to limited clinical experience (see table and footnotes below) Cubicin should only be used in
patients with any degree of renal insufficiency (Cr Cl < 80 ml/min) when it is considered that the
expected clinical benefit outweighs the potential risk. The response to treatment and renal function
should be closely monitored in all patients with some degree of renal insufficiency) (see also sections
4.4 and 5.2).

Dose adjustments in patients with renal insufficiency by indication and creatinine clearance

Indication for use (1) Creatinine clearance Dose recommendation Comments
(1) (1)

c¢SSTI without S.

aureus bacteracmia > 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 ¢SSTI

associated with S. > 50 ml/min 6 mg/kg once daily 3)

aureus bacteraemia

(1) The safety and efficacy of the dose interval adjustment has not been clinically evaluated and the
recommendation is based on pharmacokinetic modelling data (see sections 4.4 and 5.2).

(2) The same dose adjustments, which are also based solely on modelling are recommended for
patients on haemodialysis or continuous ambulatory peritoneal dialysis (CAPD). Whenever possible,
Cubicin should be administered following the completion of dialysis on dialysis days (see section 5.2).

(3) There are insufficient data to support a dose recommendation for patients with RIE or cSSTI
associated with Staphylococcus aureus bacteraemia who have a creatinine clearance < 50 ml/min.
There are no data available to support the efficacy of 4 mg/kg daily in patients with RIE or ¢cSSTI
associated with Staphylococcus aureus bacteraemia whose creatinine clearance is between

30-49 ml/min or to support the use of 4 mg/kg every 48 hours in such patients whose creatinine
clearance is < 30 ml/min.

Hepatic insufficiency

No dose adjustment is necessary when administering Cubicin to patients with mild or moderate
hepatic insufficiency (Child-Pugh Class B) (see section 5.2). No data are available in patients with
severe hepatic insufficiency (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

insufficiency (see above and section 4.4). However, there are limited data on the safety and efficacy of
daptomycin in patients aged > 65 years and caution should be exercised if Cubicin is given to such
patients.
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Children and adolescents
Cubicin is not recommended for use in children and adolescents below the age of 18 years due to a
lack of data on safety and efficacy (see section 5.2).

Method of administration
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.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and precautions for use

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.

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

Clinical data on the use of Cubicin to treat RIE due to Staphylococcus aureus are limited to 19 patients
(see “Information from clinical trials” in section 5.1).

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

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

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 for 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).

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 also 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:

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

o CPK should be measured more frequently than once weekly in patients who are at higher risk of
developing myopathy. These patients include those with severe renal insufficiency (creatinine
clearance < 30 ml/min; see also section 4.2) and patients taking other medicinal products known
to be associated with myopathy (e.g. HMG-CoA reductase inhibitors, fibrates and ciclosporin).
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J 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.

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

o 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).

Renal insufficiency

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

Dose adjustment is needed for patients with ¢cSSTI without bacteraemia whose creatinine clearance is
<30 ml/min (see sections 4.2 and 5.2). The safety and efficacy of the dose interval adjustment
guidelines provided in section 4.2 are based on pharmacokinetic modelling and have not been
clinically evaluated. In addition there are no data to support the use of 6 mg/kg daptomycin once daily
in patients with RIE or with cSSTI associated with bacteraemia whose creatinine clearance is

< 50 ml/min. 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
insufficiency (creatinine clearance < 80 ml/min) before commencing therapy with Cubicin. Regular
monitoring of renal function is advised (see also 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 also section
4.5).

In obese subjects with Body Mass Index (BMI) > 40 kg/m” but with creatinine clearance > 70 ml/min,
the AUC,.,, 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).

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

Antibiotic-associated colitis and pseudomembranous colitis have been reported with nearly all

antibacterial agents and may range in severity from mild to life-threatening. Therefore, it is important
to consider this diagnosis in patients who present with diarrhoea during or shortly following treatment.
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4.5 Interaction with other medicinal products and other forms of interaction

Daptomycin undergoes little to no Cytochrome P450 (CYP450) mediated metabolism. /n vitro studies
have determined that daptomycin does not inhibit or induce the activities of clinically significant
human CYP isoforms (1A2, 2A6, 2C9, 2C19, 2D6, 2E1, 3A4). Therefore, no CYP450-related drug
interactions are to be expected.

There is limited experience regarding concomitant administration of daptomycin with other medicinal
products that may trigger myopathy. However, some cases of marked rises in CPK levels and cases of
rhabdomyolysis occurred in 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 an apparent 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.

4.6 Pregnancy and lactation
No clinical data on pregnancies are available for daptomycin. Animal studies do not indicate direct or
indirect harmful effects with respect to fertility, 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 potential benefit
outweighs the possible risk.

It is not known whether daptomycin is excreted in human milk. Therefore, breastfeeding should be
discontinued during treatment with Cubicin.

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.
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4.8 Undesirable effects

In clinical studies, 2,011 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. 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.

For subjects who received Cubicin, the adverse reactions that were most frequently reported during
therapy plus follow-up were: headache, nausea, vomiting, diarrhoea, fungal infections, rash, infusion
site reaction, increased Creatine phosphokinase (CPK) and abnormal liver enzymes; Alanine
aminotransferase (ALT), Aspartate aminotransferase (AST), Alkaline phosphatase.

The following adverse reactions were reported during therapy and during follow-up with frequencies
corresponding to 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):

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

Infections and infestations
Common: Fungal infections
Uncommon: Urinary tract infection

Blood and lymphatic system disorders
Uncommon: Thrombocythaemia, anaemia, eosinophilia

Metabolism and nutrition disorders
Uncommon: Anorexia, hyperglycaemia

Psychiatric disorders
Uncommon: Anxiety, insomnia

Nervous system disorders
Common: Headache
Uncommon: Dizziness, paraesthesiae, taste disorder

Cardiac disorders
Uncommon: Supraventricular tachycardia, extrasystole

Vascular disorders
Uncommon: Flushes, hypertension, hypotension

Gastrointestinal disorders
Common: Nausea, vomiting, diarrhoea
Uncommon: Constipation, abdominal pain, dyspepsia, glossitis

Hepatobiliary disorders
Uncommon: Jaundice

Skin and subcutaneous tissue disorders
Common: Rash

Uncommon: Pruritis, urticaria

Musculoskeletal, connective tissue and bone disorders
Uncommon: Myositis, muscle weakness, muscle pain, arthralgia
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Renal and urinary disorders
Uncommon: Renal insufficiency, including renal impairment and renal failure

Reproductive system and breast disorders
Uncommon: Vaginitis

General disorders and administration site conditions
Common: Infusion site reactions
Uncommon: Pyrexia, weakness, fatigue, pain

Investigations

Common: Liver function tests abnormal (increased AST, ALT and alkaline phosphatase), increased
CPK

Uncommon: Electrolyte imbalance, increased serum creatinine, increased myoglobin, Lactic
dehydrogenase (LDH) increased

The safety data for the administration of daptomycin via 2-minute intravenous injection are derived
from two pharmacokinetic studies in healthy 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.

Post-marketing
Adverse reactions that have been reported during post-marketing and that are not listed above are:

Immune system disorders

Hypersensitivity, manifested by isolated spontaneous reports including, but not limited to; pulmonary
eosinophilia, vesicobullous rash with mucous membrane involvement and sensation of oropharyngeal
swelling.

Anaphylaxis

Infusion reactions including the following symptoms: tachycardia, wheezing, pyrexia, rigors, systemic
flushing, vertigo, syncope and metallic taste.

Musculoskeletal, connective tissue and bone disorders

Rhabdomyolysis

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

Nervous system disorders
Peripheral neuropathy

Investigations

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.

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).
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

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

Mode 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 sensitive Gram
positive organisms in vitro. In animal models AUC/MIC and C,,.,/MIC correlate with efficacy and
predicted bacterial kill in vivo at single doses equivalent to human 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 of resistance to daptomycin has not yet been identified.

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.

23




Information from clinical trials

In two 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 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
Staphylococcus aureus infection had deep-seated infection and did not receive necessary surgical
intervention.

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
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 C,.x) was demonstrated in healthy 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
administration.

Distribution

The steady state volume of distribution of daptomycin was approximately 0.1 1/kg in healthy adult
volunteers, consistent with distribution primarily within the extracellular space. Tissue distribution
studies in animals have shown that daptomycin preferentially distributes into highly vascularised
tissues and to a lesser degree penetrates 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 volunteers and patients treated with daptomycin, protein binding averaged about 90%

including subjects with renal insufficiency.
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Metabolism

In vitro studies have demonstrated that there is no or limited liver microsomal mediated metabolism of
daptomycin in humans and that CYP450 involvement in daptomycin metabolism is minimal. Analysis
of plasma samples from subjects who received a 6 mg/kg dose of daptomycin did not show any trace
of metabolism, suggesting little to no systemic metabolism.

Furthermore, no metabolites have been observed in plasma following administration of radiolabelled
drug to humans based on total radiolabel and microbiologically active concentrations. Of the four
minor metabolites detected in urine, two are Phase I oxidative metabolites present in low
concentrations.

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/h/kg and its renal clearance is 4 to 7 ml/h/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
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 insufficiency.

Children and adolescents (< 18 years of age)

Pharmacokinetic profiles were obtained following single intravenous administration of daptomycin

4 mg/kg in paediatric patients with proven or suspected Gram-positive infection, divided into three age
groups (2-6 years, 7-11 years and 12-17 years). The pharmacokinetics of daptomycin following a
single 4 mg/kg dose in adolescents aged 12-17 years are generally similar to those of healthy adult
subjects with normal renal function with trends towards lower AUC and C,,,, in adolescents. In the
younger age groups (2-6 years and 7-11 years), exposure (Cpax and AUC) and elimination half-life for
the same mg/kg dose were reduced compared with adolescents.

Obesity

Relative to non-obese subjects daptomycin systemic exposure measured by AUC is increased by about
28% in moderately obese subjects (Body Mass Index of 25-40 kg/m?) and by 42% 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.

Renal insufficiency

Following administration of a single 4 mg/kg or 6 mg/kg dose of daptomycin to subjects with various
degrees of renal insufficiency, daptomycin clearance (CL) was reduced and systemic exposure (AUC)
was increased. In subjects with severe renal insufficiency (CLcr < 30 ml/min) and end-stage renal
disease, exposure (AUC) and elimination half life were increased between 2-3-fold relative to healthy
subjects. See section 4.2 regarding the need for dose adjustment.
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Hepatic insufficiency

The pharmacokinetics of daptomycin is not altered in subjects with moderate hepatic insufficiency
(Child-Pugh B classification of hepatic insufficiency) 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 insufficiency. The pharmacokinetics of
daptomycin in patients with severe hepatic insufficiency (Child-Pugh C classification) have not been
evaluated.

5.3 Preclinical safety data

In studies of clinically-relevant duration (14-28 days), 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.

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 C,,,. 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 Cy,,x values at the No Observed Effect Level (NOEL) with the
Chax 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.

Reproductive toxicity testing showed no evidence of effects on fertility, embryofetal, 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.
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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
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 should 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 should not exceed 12 hours (or 48 at 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 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 of the reconstituted or reconstituted and diluted medicinal product see section
6.3.

6.5 Nature and contents of container

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.

6.6  Special precautions for disposal and other handling

Daptomycin may be administered intravenously as an infusion over 30 minutes or as an injection over
2 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-minute intravenous infusion
A 50 mg/ml concentration of Cubicin for infusion is obtained by reconstituting the lyophilised product
with 10 ml of sodium chloride 9 mg/ml (0.9%) solution for injection, or water for injections.
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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 lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Draw 10 ml of either sodium chloride 9 mg/ml (0.9%) solution for injection or water
for injections into a syringe, 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).

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 infusion.
8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted and diluted solution should then be infused intravenously over 30 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
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. Draw 10 ml of sodium chloride 9 mg/ml (0.9%) solution for injection into a syringe,
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.
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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. 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.

Replace needle with a new needle for the intravenous injection.

Expel air, large bubbles, and any excess solution in order to obtain the required dose.

8. The reconstituted solution should then be injected intravenously slowly over 2 minutes as
directed in section 4.2.

N o

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 product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/328/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

19 January 2006

10. DATE OF REVISION OF THE TEXT
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A.  MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer responsible for batch release

Novartis Pharmaceuticals UK Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB

United Kingdom

B. CONDITIONS OF THE MARKETING AUTHORISATION

o CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to medical prescription

o CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable.
. OTHER CONDITIONS

Pharmacovigilance system

The MAH must ensure that the system of pharmacovigilance, as described in version 8.0 presented in
Module 1.8.1. of the Marketing Authorisation Application, is in place and functioning before and
whilst the product is on the market.

Risk Management Plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in
the Pharmacovigilance Plan, as agreed in version 2.1 dated 18" July 07 of the Risk Management Plan
(RMP) presented in Module 1.8.2. of the Marketing Authorisation Application and any subsequent
updates of the RMP agreed by the CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, the
updated RMP should be submitted at the same time as the next Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted

J When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities

. Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being
reached

o At the request of the EMEA
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ANNEX IIT

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

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 or water for injections.

‘ 3. LIST OF EXCIPIENTS

Sodium hydroxide

4. PHARMACEUTICAL FORM AND CONTENTS

1 vial

5. 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 REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight 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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/328/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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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

For intravenous use

2. METHOD OF ADMINISTRATION

When administration is by injection reconstitute with 0.9% sodium chloride only.
Read the package leaflet before use

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

350 mg

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

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 or water for injections.

‘ 3. LIST OF EXCIPIENTS

Sodium hydroxide

4. PHARMACEUTICAL FORM AND CONTENTS

1 vial

5. 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 REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight 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

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/328/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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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 500 mg powder for solution for injection or infusion
daptomycin

For intravenous use

2. METHOD OF ADMINISTRATION

When administration is by injection reconstitute with 0.9% sodium chloride only.
Read the package leaflet before use

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. 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 USER

Cubicin 350 mg powder for solution for injection or infusion
daptomycin

Read all of this leaflet carefully before you start using this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their symptoms are the same as yours.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor, nurse or pharmacist.

In this leaflet:

1. What Cubicin is and what it is used for
2. Before you are given Cubicin

3. How Cubicin is given

4, Possible side effects

5. How to store Cubicin

6. Further 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 antibiotic that can stop the growth of certain bacteria. Cubicin is used in adults to
treat infections of the skin and the tissues below the skin. It 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 bacterium
called Staphyloccocus aureus and to treat infections in the blood caused by the same bacterium when
associated with skin or heart infection.

Depending on the type of infection(s) that you have, your doctor may also prescribe other antibiotics
while you are receiving treatment with Cubicin.

2. BEFORE YOU ARE GIVEN CUBICIN

You should not be given Cubicin

If you are allergic (hypersensitive) to daptomycin or to sodium hydroxide.

If this applies to you, tell your doctor or nurse. If you think you may be allergic, ask your doctor or
nurse for advice.

Take special care with 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 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.
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Tell your doctor if you develop any of the following symptoms:

- 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.

- 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.

Use in children
The use of Cubicin in children has not been studied and is therefore not recommended.

Use in elderly
People over the age of 65 can be given the same dose as other adults, provided their kidneys are
working well.

Taking other medicines

Please tell your doctor, nurse or pharmacist if you are taking or have recently taken any other

medicines, including medicines obtained without a prescription.

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. rheumathoid
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.

Pregnancy and breast-feeding
Cubicin is not usually given to pregnant women. Tell your doctor if you are pregnant, think you may
be pregnant, or are planning to become pregnant.

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.

3. HOW CUBICIN IS GIVEN
Cubicin will usually be given to you by a doctor or a nurse.

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. 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.
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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.

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.

4.  POSSIBLE SIDE EFFECTS
Like all medicines, Cubicin can cause side effects, although not everybody gets them.

The frequency of possible side effects listed below is defined using the following convention:
very common (affects more than 1 user in 10)

common (affects 1 to 10 users in 100)

uncommon (affects 1 to 10 users in 1,000)

rare (affects 1 to 10 users in 10,000)

very rare (affects less than 1 user in 10,000)

not known (frequency cannot be estimated from the available data).

Some side effects are very rare

A hypersensitivity reaction (serious allergic reaction including anaphylaxis) 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 with blistering, sometimes affecting the mouth and genitals

- Swelling around throat

- Rapid or weak pulse

- Wheezing

- Fever

- Shivering or trembling

- Hot flushes

- Dizziness

- Fainting

- Metallic taste

Tell your doctor if you experience unexplained muscle pain, tenderness, or weakness. In very rare
cases (reported in less than 1 in every 10,000 patients), muscle problems can be serious, including
muscle breakdown (rhabdomyolysis), which can result in kidney damage.

Cubicin may also cause other side effects:

Some side effects are common

- Fungal infections such as thrush,

- Headache,

- Diarrhoea, felling sick (nausea) or being sick (vomiting),

- Skin rash,

- Pain, itchiness or redness at the site of infusion,

- Blood testing showing higher levels of liver enzymes or creatine phosphokinase (CPK).
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Some side effects are uncommon

- Urinary tract infection,

- Blood disorders (e.g increased number of small blood particles called platelets, which may
increase the tendency for blood clotting, decreased number of red blood cells, known as
anaemia, or higher levels of certain types of white blood cells),

- Decreased appetite,

- Dizziness, anxiety, difficulty in sleeping, tingling or numbness of the hands or feet, taste
disturbance,

- Changes in heart rthythm, flushes, high or low blood pressure,

- Constipation, abdominal pain, indigestion, inflammation of the tongue,

- Yellowing of the skin and eyes,

- Itchy rash of skin,

- Muscle pain or weakness, joint pain,

- kidney problems,

- Inflammation and irritation of the vagina,

- General pain or weakness, fever, tiredness,

- Blood test showing increased levels of blood sugar, serum creatinine, myoglobin, or lactic
dehydrogenase (LDH), or imbalance of salts.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor, nurse or pharmacist.

5. HOW TO STORE CUBICIN

- Keep out of the reach and sight of children.

- Do not use after the expiry date which is stated on the carton and label. The expiry date refers to
the last day of that month.

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

- Dispose of in accordance with local requirements.

6. FURTHER INFORMATION

What Cubicin contains
- The active substance is 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
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.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RHI12 SAB

United Kingdom
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Manufacturer

Novartis Pharmaceuticals UK Limited

Wimblehurst Road
Horsham

West Sussex, RH12 5AB
United Kingdom

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder.
Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: 4322246 16 11

Bbarapus

Novartis Pharma Services Inc.

Ten.: +359 2 489 98 28

Ceska republika
Novwartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 273 0

Eesti

Novartis Pharma Services Inc.

Tel: +372 60 62 400

EArada
Novartis (Hellas) A.E.B.E.
TnA: 430210281 17 12

Espaiia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 5547 66 00

Ireland
Novartis Ireland Limited
Tel: 4353 1 260 12 55

island
Vistor hf.
Simi: +354 535 7000
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Luxembourg/Luxemburg
Novartis Pharma GmbH
Téel/Tel: +49 911 273 0

Magyarorszag
Novartis Hungaria Kft. Pharma
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2298 3217

Nederland
Novartis Pharma B.V.
Tel: +31 2637 82 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z o.0.
Tel.: +48 22 550 8888

Portugal

Novartis Farma - Produtos Farmacéuticos, S.A.

Tel: +351 21 000 8600

Romania
Novartis Pharma Services Inc.
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439



Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1

Kvnpog
Anuntpradng kot HomaéAAnvag Atd
TnA: +357 22 690 690

Latvija
Novartis Pharma Services Inc.
Tel: +371 7 887 070

Lietuva
Novartis Pharma Services Inc.
Tel: +370 5269 16 50

This leaflet was last approved in

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 9 61 33 22 11

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00

United Kingdom

Novartis Pharmaceuticals UK Ltd.
Tel: +44 1276 698370
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The following information is intended for medical or healthcare professionals only
Important: Please refer to the Summary of Product Characteristics before prescribing.

Instructions for use and handling

350 mg presentation:

Daptomycin may be administered intravenously as an infusion over 30 minutes or as an injection over
2 minutes. Preparation of the solution for infusion requires an additional dilution step as detailed
below.

Cubicin given as 30-minute intravenous infusion

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, or water for injections.

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 lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Draw 7 ml of either sodium chloride 9 mg/ml (0.9%) solution for injection or water for
injections into a syringe, 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).

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 infusion.
8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted and diluted solution should then be infused intravenously over 30 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
should 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.
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Cubicin given as 2-minute intravenous injection

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. Draw 7 ml of sodium chloride 9 mg/ml (0.9%) solution for injection into a syringe,
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. 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.

6. Replace needle with a new needle for the intravenous injection.
7. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
8. 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
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 USER

Cubicin 500 mg powder for solution for injection or infusion
daptomycin

Read all of this leaflet carefully before you start using this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their symptoms are the same as yours.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor, nurse or pharmacist.

In this leaflet:

1. What Cubicin is and what it is used for
2. Before you are given Cubicin

3. How Cubicin is given

4, Possible side effects

5. How to store Cubicin

6. Further 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 antibiotic that can stop the growth of certain bacteria. Cubicin is used in adults to
treat infections of the skin and the tissues below the skin. It 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 bacterium
called Staphyloccocus aureus and to treat infections in the blood caused by the same bacterium when
associated with skin or heart infection.

Depending on the type of infection(s) that you have, your doctor may also prescribe other antibiotics
while you are receiving treatment with Cubicin.

2. BEFORE YOU ARE GIVEN CUBICIN

You should not be given Cubicin

If you are allergic (hypersensitive) to daptomycin or to sodium hydroxide.

If this applies to you, tell your doctor or nurse. If you think you may be allergic, ask your doctor or
nurse for advice.

Take special care with 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 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.
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Tell your doctor if you develop any of the following symptoms:

- 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.

- 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.

Use in children
The use of Cubicin in children has not been studied and is therefore not recommended.

Use in elderly
People over the age of 65 can be given the same dose as other adults, provided their kidneys are
working well.

Taking other medicines

Please tell your doctor, nurse or pharmacist if you are taking or have recently taken any other

medicines, including medicines obtained without a prescription.

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. rheumathoid
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.

Pregnancy and breast-feeding
Cubicin is not usually given to pregnant women. Tell your doctor if you are pregnant, think you may
be pregnant, or are planning to become pregnant.

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.

3. HOW CUBICIN IS GIVEN
Cubicin will usually be given to you by a doctor or a nurse.

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. 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.
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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.

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.

4.  POSSIBLE SIDE EFFECTS
Like all medicines, Cubicin can cause side effects, although not everybody gets them.

The frequency of possible side effects listed below is defined using the following convention:
very common (affects more than 1 user in 10)

common (affects 1 to 10 users in 100)

uncommon (affects 1 to 10 users in 1,000)

rare (affects 1 to 10 users in 10,000)

very rare (affects less than 1 user in 10,000)

not known (frequency cannot be estimated from the available data).

Some side effects are very rare

A hypersensitivity reaction (serious allergic reaction including anaphylaxis) 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 with blistering, sometimes affecting the mouth and genitals

- Swelling around throat

- Rapid or weak pulse

- Wheezing

- Fever

- Shivering or trembling

- Hot flushes

- Dizziness

- Fainting

- Metallic taste

Tell your doctor if you experience unexplained muscle pain, tenderness, or weakness. In very rare
cases (reported in less than 1 in every 10,000 patients), muscle problems can be serious, including
muscle breakdown (rhabdomyolysis), which can result in kidney damage.

Cubicin may also cause other side effects:

Some side effects are common

- Fungal infections such as thrush,

- Headache,

- Diarrhoea, felling sick (nausea) or being sick (vomiting),

- Skin rash,

- Pain, itchiness or redness at the site of infusion,

- Blood testing showing higher levels of liver enzymes or creatine phosphokinase (CPK).
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Some side effects are uncommon

- Urinary tract infection,

- Blood disorders (e.g increased number of small blood particles called platelets, which may
increase the tendency for blood clotting, decreased number of red blood cells, known as
anaemia, or higher levels of certain types of white blood cells),

- Decreased appetite,

- Dizziness, anxiety, difficulty in sleeping, tingling or numbness of the hands or feet, taste
disturbance,

- Changes in heart rthythm, flushes, high or low blood pressure,

- Constipation, abdominal pain, indigestion, inflammation of the tongue,

- Yellowing of the skin and eyes,

- Itchy rash of skin,

- Muscle pain or weakness, joint pain,

- kidney problems,

- Inflammation and irritation of the vagina,

- General pain or weakness, fever, tiredness,

- Blood test showing increased levels of blood sugar, serum creatinine, myoglobin, or lactic
dehydrogenase (LDH), or imbalance of salts.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor, nurse or pharmacist.

5. HOW TO STORE CUBICIN

- Keep out of the reach and sight of children.

- Do not use after the expiry date which is stated on the carton and label. The expiry date refers to
the last day of that month.

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

- Dispose of in accordance with local requirements.

6. FURTHER INFORMATION

What Cubicin contains
- The active substance is 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
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.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom
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Manufacturer

Novartis Pharmaceuticals UK Limited

Wimblehurst Road
Horsham

West Sussex, RH12 5AB
United Kingdom

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder.
Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: 4322246 16 11

Bbarapus

Novartis Pharma Services Inc.

Ten.: +359 2 489 98 28

Ceska republika
Novwartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 273 0

Eesti

Novartis Pharma Services Inc.

Tel: +372 60 62 400

EArada
Novartis (Hellas) A.E.B.E.
TnA: 430210281 17 12

Espaiia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 5547 66 00

Ireland
Novartis Ireland Limited
Tel: 4353 1 260 12 55

island
Vistor hf.
Simi: +354 535 7000
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Luxembourg/Luxemburg
Novartis Pharma GmbH
Téel/Tel: +49 911 273 0

Magyarorszag
Novartis Hungaria Kft. Pharma
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2298 3217

Nederland
Novartis Pharma B.V.
Tel: +31 2637 82 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z o.0.
Tel.: +48 22 550 8888

Portugal

Novartis Farma - Produtos Farmacéuticos, S.A.

Tel: +351 21 000 8600

Romania
Novartis Pharma Services Inc.
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439



Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1

Kvnpog
Anuntpradng kot HomaéAAnvag Atd
TnA: +357 22 690 690

Latvija
Novartis Pharma Services Inc.
Tel: +371 7 887 070

Lietuva
Novartis Pharma Services Inc.
Tel: +370 5269 16 50

This leaflet was last approved in

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 9 61 33 22 11

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00

United Kingdom

Novartis Pharmaceuticals UK Ltd.
Tel: +44 1276 698370
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The following information is intended for medical or healthcare professionals only
Important: Please refer to the Summary of Product Characteristics before prescribing.

Instructions for use and handling

500 mg presentation:

Daptomycin may be administered intravenously as an infusion over 30 minutes or as an injection over
2 minutes. Preparation of the solution for infusion requires an additional dilution step as detailed
below.

Cubicin given as 30-minute intravenous infusion

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, or water for injections.

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 lyophilised Cubicin.

1. The polypropylene flip off cap should be removed to expose the central portions of the rubber
stopper. Draw 10 ml of either sodium chloride 9 mg/ml (0.9%) solution for injection or water
for injections into a syringe, 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).

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 infusion.
8. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
9. The reconstituted and diluted solution should then be infused intravenously over 30 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
should 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.
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Cubicin given as 2-minute intravenous injection

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. Draw 10 ml of sodium chloride 9 mg/ml (0.9%) solution for injection into a syringe,
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. 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.

6. Replace needle with a new needle for the intravenous injection.
7. Expel air, large bubbles, and any excess solution in order to obtain the required dose.
8. 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
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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T Z &, T L,
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Bh BN AR 2 E L, EE Rk EHm AT TH L,
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LT F=v RS 8116 (3.54%) . AFHE - A RIS (TFHSRERE S, JIFRESE,
AST (GOT) k&, ALT (GPT) EFZE) 59561 (2.60%) % Thotz, (AT
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3)

MR BN BE ~OBEEIZE L Cid, BIEOREIC L > CiEbkE SN 2545
bLHDIN, —WRICT A 2T T = AFMIEENTIZ L > THRESNLRWIBARS
WOT, MPRELZE=F) 7T 50E L THRER N7 LLOIMmH R
JE DRI IEE T D Z &,

IS SCEDOERRAFEA B

PRIV &GET G 14, SEARESOIEICHE S ET)

FR21AES H SGT (BRefil HEE S b O Bl X 5y D g IE55)

fii %

1.7 [RIFE[R) ) dh— R
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Fa1bE> 2 FER350mMg

1.8 BRINE (F)

MSD#RA &4t



20XX 4E XX A 1ERK H AR oy 5
E%:{k 'J RAR 709: F% 876119
- HtE Y
AL A ESR S )‘%Lig:liiﬂiﬁwﬂﬁ%/uki URCS P T
U P S RIE
a2 EYURRER350Mg [ memw K
ik - 2~8C [E Bt 2003 £ 9 A
IR « 34E CUBICIN® IV 350mg
fERAHIR : SMFICFOR ESAY T rAY Y
(¥ & RoOBHEBRESLEVIL)] premp—e
AR ORI LIBBUE OB D H 5 & §;7fi/ 75 T TR
(4K - tik) L ILIE, BRAELK | SHE - IR O
e ¥ o E‘f/V@?ﬁ%‘:E‘)EﬁSSOmg (mL, min) 5% B D WG U\ 53
HENRSS DX B 47 b A A - RO — RIS
350mg ~30 1[5 6mg, kg % 1 [A] 4mg, kg %
= R OB EBFBICAN, 134 T L 24 el = & 24 HpfE = &
1367.5mg & &ie,) <30
Ny KBk b U oA (pH FHEAD QRT3 TS S 1 6] 6mg, kg % 18] 4mg, kg %
ot 10mL /XA 7 /v (B[a ) CAPD %%} T 48 BRI & 48 R &
pH 4.0~5.0 LIEFEFT)
R ML (ERABRICHT 514 TORREZR G A, MIENT B ICIZMEENT &% AR 2 B 5T 5 2 &
T HORE AR L 7o B~ e A D BT At o - - -
KR BIETH A,

(heE - HR]
<EHEE>
ET b SIS AF VY UittEEE T KOEKE (MRSA)

<EIE>
BnfE, BEMORNEXR, REMRERRE. /M5 - BMERUF
WRIFED-RBE., UbA - BED-REZE

<%hHE - HRICEHET SHEALOEE>
(1) ZEOFREEGME DRI T 2 AF DA TR Sh T
RN A DRIERAELNIRRIC OB TS Z &, (Kl
FRIBGNM LRI R LT, FNTOMEMRRITZR < st
THHEMETRD HHTHZRN, ]
2) AENIMRICHER L &, RN —T7 727 &> MZ
fia L, NEHE ka5,

(A% - AE]

(B, BERPEDRERDBE]

BE. BACRET (20 & LTIREGNg. ke Z2485/
EIZ305 M TREHIETT 5.

[(REMEERPE. MG - MERUFHRAIEO-RBR. Vb A -
BEORBEEDIZE]

BE. BACEE T 2120 & LTIREANg kg %2485/ C
EIZ30 M T TRERIET B,

(3) AFNE, 1H2ELL LG LnwZ &, GBS AR O L
REBRICB W TIH2ELL B LERA P s LT F % —
¥ (7 V7 FrRARFF—E) [CK (CPK)] 12 L5
L7-.]

@) 7 h~A 3T T AEEREICH L CORBIEEEEZF T
%, LIz o T/ T A% 2 S TIRA Y LB S -4
A UTIRA G b 5 5 A 13K & #E ) 722 3850 % OF H L
TIREEITH 2 L,

(5) AFOFHERICH T2 > T, MHEEOHBEZB <Tod, kD Z
LICHEET L &,

1) BEYYE OIRFRI 0 22 sk & R 2 FF o E Al DU T o f5E
DHLETITHZ &,

2) JFAIE L THOPEIER OF 7 b~ A ARk T 5 %
GRS D 2 L, (AR DHBH)

3) B G HIRIE, REAL, EIEE, BEOEREGEESZE L,
ORI . ARFI ORGSR G- LEAHIE L, IR OIR
WL B NROBIM OB EIZE EHD &, (THRIKRRK
fH DIEE)

<Hi% - AECEETSERLDEE>

(1) AFNTIANA T H>ETmL OABERIRZ N2 CTHEM L, 2
DRI DOPEFE % 50mg,/ mL & LCHWS Z &, (A Lok
B OHEBMR)

Q) #7 b~ A U RICBRCHRIE S D 729 | RS T X dE
eI TANEBSENT (CAPD) A% \F T2 & & B pkhERR
FEOBRETIE, TREHZICAROHEMRGZT 2L, (MH
BRE) [EERERNEE) RO [EpEig) oESR)

(ERLDFE]

1. EEHRES (ROBEICITERICHRET L)
ERERERE N b D BH

2. EELREARNEER

(1) AFEGHIC, CK (CPK) EAMBHE SN THDHDT, LT

DEIZOWTHHERTH &,

1) CK (CPK) fl# &5 #f X Egiic GE1ELLE) =
ZYTTHIE, BHEREEND D EE. KA O
CK (CPK) 5% 383 L 7= 84 M OV HMG-CoA 12 TSR
FRLAEFH 2 ATTAM I A L7 B Tid, CK (CPK) 5%
FICHEICE=2 ) 7Dk,

2) CK (CPK) fEA31,000U, L (GGEYERE LRROKISEE) %48 25
NARD I A3 — Ol UTIER 2 " BE, 50T
JERIT 22\ AY CK (CPK) EA32,000U, L (FEHEE EFR O
10%) Z#8 2 DB N &R LB A1k, AFlo#k 5%

C confidential




HFIET 52 &,
(2) BEEREREEN D 5 BE CIL, BRI E=2Y) LU T
LTk,
BYRANCL DL avy, THI4 3 F—BRIEROFBEA ZHE
WCTPHICTE D HERRONOT, ROWEEE LD L,
1) FRNCBEAREEICO W TR AT 2 &, 7B, Bt
EMEEIC L AT LA =S PHERT 52 L,
2) BEICELTE, 4T a3 v I HEICHT L RELED L
LA L TR 2 &,

3) WEFENOHREHK THRE T, BE L LHOIREBIRIE,

T BEREATO T L, RRC, B BIRE R ITERE B

4) KW= 1 —o/>— HEARR) *: Kigtk= 2 —w S
V=R BPND T ENHLHDT, AFIFEEPITREME=
22— B R —OEBEROYERICER L, RENRBO o
Braicid, BEaPIeT 57 EEORREETTO Z &,

5) BFRE BEAH) . BARLE0EEREEERLLD
NDZENHLDT, BELFDITTV, BENED LI
T aiZid, G aPIkT 5 R EMEO R LEETIT S Z L,

6) BIEMEXEES GHERH) &) pFEERIBRIE. 7 b~
A EFUIITT N TOREEOMHIC LV E ST
WD, BIEIERIBR N EEDNY . MEBK R e S
AR, AF OB G I TE LB A BET L 2 L,

2) WEIRARE (FIRB) BV BEEURMRIEN S Hbh b
ZENBHHOT, BEE STV, TR, B, CK
(CPK) fE B, MR ORFIA T oy ERANED S
NG A T B2 IkT 257 CEYIRLEEZIT O Z L,

3) SFERBRMERNA (HFERE) *V . AR G2~4#%, R,
(EER S M AEVE IR R, OVE APEIIRIE &k 5 GF BRERIE G
RBHE SN TND, 2 DIERSLEERH S b=
ATk, BEHEERIEL, 2 AT a4 REIESOmEY 7L
BEITHIZ L,

BEDHZ L, D) AEICBWTERD bR TWS,
3. A EEF Q) ZDHOEIER
(BHESEE) (BHRISEET 5 48) WD L5 IFER UL A B B oI - AT, 2 E &
A BEAESR - HE S | T faRE T 5L,
HMG-CoA 7t | AAlL HMG-CoA it | #FF A - 1
BERIEA | BRI MR 2 10% BRI
L7 S8 10 6 10 HUIE R N RESIRY, LRI, 7
VB AR RIE__ 2 SR, B
b D FH D RS MER R >3 ﬁ;ﬁ}“:2>\ /RS INGE 4
g R B BRI IE
L SRCERS R R O B AL, AT, K
UNT )y | RKREOLT ) o | TR - R
AY L BEF IO Lok B b= . FME
ROENTND, AHIB Thie b BB E N, TR, R
Y L IEEn od 3. OIRNR. SRR
MiEMEE=2 Y v HRORkE S [EIEMESD U
5L, Ul =R
i S, JEILE, WAL
4. B B b T W, M. R, Y
(179 G 92 L 7= B BRI 35\ C L Ze R VLT R G199l th 15,/ BN R
141 (11.1%) ICEIERZARD S, 1661 (162%) 1CERHER A R, B MERR
OREWER RS BT, £72H01E AST (GOT) FH761 (7.1%) JFFARE A S
ALT (GPT) b5H761 (7.1%) . 185521 (2.0%) . 224 (2.0%) . Bl OBCTAL | IS TRFEIE, JEI5. SRRZTY
THIE] (2.0%) . L/ MEEDH D261 (2.0%) . ALP _FH261 (2.0%) s MATEATENE RS (R
CK (CPK) 1520 (2.0%). AHERERECHIIG] (2.0%) T o7, IAFREE)
5 e OVt PO ST, WA,
MR L7 i ML B OV O PR 26 % K81 L 7= SRSt R oL Ba I
HBGRBRIC I\ T 2 EARHT R G120 426 (35.0%) (< B OV R B i T
(EFIAED B, 172 b0, CK (CPK) ER6H (5.0%), Hil ﬁ%%&wﬁg B
i o). LA | 59 P53 50 I~ LS
;ﬁ%ii&;iitﬁ?(2M0\%FWTQSA\E¢)/% ST S T B
5 R TR s IR
SMEC AN LT HMEPE RN - IO 2 )R Licaoog | RERE PR E | Moy LT = B INR
S IR LA BRI I OV 0 SEM BRI 35U\ C | 22 R PERRAT % RH (AST | M, LDH ERTS, 72 f
FIsSOBIO0H (18.0%) (ZEIEARTED Hh. 172 b, i (Gom) k| B EURRIER, S
o ; F. ALT Freey b, R4
1361 (2.4%). CK (CPK) E&-126 (2.2%). Wart1061 (1.8%) . (GPT) I sty L5
THIE (1.6%) . TERLTHI (1.3%) . BFERTE (13%) ThoT, 5. ALP -
() EXGEIER =) MR
D 23wy -7F747F—FEK (1.0%) : vavr -7 $gb . CK
FTT7 4 TXUAFERR S S ONDZ ENHDLOT, B (CPK) L
B ATATU, IR B A BT 5 A R L A IR
OB 2175 T &, el

ED AEICBONTED LA TWS,
H2) ERNIZBWTHRRO LN TWD (1.0%),

5. &E~DEE
i TR A B RE MR T L TV DO THERT D 2 &,
CLcr >30mL,/ min O & #nF CIE A mRENIIL T2\,

6. 1R, ER. BIAFE~OEE
(1) fhi XTI L CW 2 TREME O & 2 Ak, 1R Eof iR
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HEAfEREEE BB D LB SN D HEICOREETH L,
UEtRh OB 5 BT D 2 RMEEMENL LTy, RS ¥
MIBWT, 7 h~A 32 ERT 2 EREOH
ncTndg,)

Q) BHH OB E TR T 2GA IR BT S
52 &, UEREREIZT, & MEALHF~Z T b~ A v U BRI
FE (0.045ug/ mL., FLi-H¥RE MBI : 0.12%) TF
Trazengtanz, V)

7. INREADES
INRERITRET B &M R OV IR L T2y, (ENToff
FRRERA 2N (THEEhRE ) DIESIR)

8. ERRBERRICRIFTEE

BETHBZA b R 7T 2F 32 AW =B ICB VT,

X7 b A 2 DOMBER OPREREERANC o mnEE. g

b BERFAOEER T 0 b B U (PT) EE & OE

BERELL (INR) MR HROND Z EBH D, B FHBRZE K

QU RTTAFUREL X T b~ A U OFAEERIZ XD BT

LD PTHEEKVINR #INIL, ¥ 7 b~A > OMBEHRRED b

Z 73T PT T INR A OFRE 28I 2 2 L2 L v wHE

PEER/RIZTE D, L, NI 7ECHBHEERAZS &R

TR EA D D,

ARANFH-HIZ PT XU INR BREFEIZEONIEEIZIE, UFE1TH 2

EMEE LW,

(1) 208l B LARE O AFI B G- AT (b7 78F) 1281 L, PT X% INR
OF M2 K$, N T 7HEO PT XL INR AP LY L EEF
WCEWWEAITIE, o FIEIC X B PT U INR OREl 2 a3

HZ k,
(2) PT X3 INR O R E @i % 5| & Z I O J7R RIS TR
LTk,
9. BERE

AR OBMEFR G PN TS AITEE OREEZ FEEEBEL,
VBN USCRRIE 21T 9 Z E N E L, AFNL, RSN (4
e TR EORI5%ERE) XIIMERENT (48R THI11%ER %)
IZE D IR BRI ESND,
10. BRALOEE
(1) AMAE
1) AFI A TAZHETImL OAEBBE R ZP->< V LNz
THMREL. 50mg/ mL DWEIRET D, 2B, WALHLEMZ
D728, R SUIIRIRBE DAL T LB LKIRES T
12, LAFOFIEICHE > TR 5,
< AR OFYERICE 2R,
AFRMIRTIML 2514 TVONEEEZ ST b LB 5
@< Y EFEAT D,
s RNATNEDHSL Y ERILARSIXITHEEZ oI
EHE5,
© BT A E TR0 MEE T 5,
- B LS T EREIT,
© BRI LTI L EERT D,
2) VORI %E & DICAMRBHER CHR LERT 2,
3) AMBITESCHIHEAT D Z &, B, LLEAPHRTEE
VLT HI5ETH, JHRAGE. W TIT12REHILAA,
Wt (2~8°C) TIT48HFMLINIZIER 32 2 &,
2) #5a0
REWR RN L HBETHRT D2 L,
(3) EE&HE M
1) RANIAFBIEIR KL OILEEY v 7V E XRLE FTRETH 5,
2) TROBEECFRELIEETETH S,
3) EAEMEIC DWW TR O NT=T —F Lo iz, fhodk
FlzE— DK T A > %8 L CRFITEALRN &, fill
DHEFN % [Fl— DR T A > D> BIEREAT B A, B

BELER Z ik EERAER XTI Y v 7 Vi)
T ARFN OB AT ICEIR T A NSRS Z &,
1. ZDHOEFE
Ty FEOA XZBWT, F7 h~A &G X0 B
BN LN, O R OSERFICEITRD bz > T,
ZOEALE, SRR RS OB T AR E 2 L
CK (CPK) @ EF-% o Tz, kAl & ORRA AT ALARE 1358
D ORI T, IREMRE RN E S TR~ DB+
NTC, Ty MZBWTREZAELIN L O XUZER WO CTRER%LL
HELANIZsERIZEIE LT,
7 v RO XUZEBWT, RiRIC A2 ROEEE L 2
L. BREMRZ b EZES 2 b b oTn) BA LIV, ZOE ki
AL LEHETED b, RERARE S R O EE
HI7R BT A X TR L7z & 2 5, MR EE% 60 A LIS
mfE L7,

(EMENRE]

1. MEFRE

() &EEEE
EFERNICH T b~ A2 2, 4, 6, 9K 2mg kg %3057
M ELREFRIRNIE G L72BE, 77 R~ A > O
—IREHT R TR (AUCow) KOV MAEHIREE (Cuad 13,
EF RIS L TN Ue, BRMTEIERY (), MmAE
27U 77 A (CL) RO mAH (Vo 12, ARICELTIZ
E—ETholz (KIKLVED,

12 mg/kg
9 mg/kg
6 mg/kg

- 4 mglkg

2 mglkg

M (g mL)

IR (hr)

1 BRSBTS X7~ ~A 3 23055 WS R 0O 14 i
SERREOHER (), n=6)
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F1 HERAICIT B 5T b~ A 203053 LA HHER O S08)
W7 A—H

hiko AUC,..." Conax’ tint 2 CL®
(mg/" | (pgehr/mL) (ng/ mL) (hr) (L kg) (mL, hr,/kg)
kg)
(1880, (238,
2 202 8 264 74 (07)| 01087 (00103)| 1007 (058)
2189) 293)
(423 4, (522,
4 | 4574 580 91 (09)| 01175 (00156)| 890 (126)
494 1) 645)
(6747, (755,
6 | 7281 838 102 (11) 01212 (00098)| 820 (074)
785 6) 93 1)
(924 6, (1020,
9 998 8 1135 97 (10) 01262 (00146)| 892 (073)
1079 0) 126 2)
(13297, (1400,
12 |14348 1554 94 (09) | 01147 (00067)| 847 (073)
1548 3) 1725)
n==6

NPV O SRV B2 R ER, SRV EIRE 2 R RR & LR
BERET AT LD B/ ZIREFEL (95%(E HIXR)

FFTLE) (P v 7 F A 7R 7E)

AN (B Ve 22)

P

Q) REES
HERERRANICE T b~ A v 4, 6T 0mg kg Z1H1[EI7HH
REEFHRAE G LIZBE, &7 b~ A v OEpEEITs BT
T (HEEE) <, K &5 8 FRFNTh o7,
BT h=A T rOmiETREIT, BBTeda3~5H B TEHFIK
REICE L7, RIERGICE 2T LA ERDONT, 4,
65 UNM0mg, kg 512 X D AUCoa4 e 2 T8 ooy D RFEFREL (7
HEZ1HB) IZEnENn115~1.17%TV1.03~1.08 TH - 7=,

2. 5

(1) BEERANICIBT D57 v A 2 DA FREITRN0.1L, kg T,
2~12mg,/ kg D HEHIATIFIE—EThoTz, £/, 7 b
<A VTIREIEKEAIC e MR QIS AEIC AT D

CEEIE90~93%)

(2) FLWEHEREREERE GMEAN, 2LT7F=0 20T 70 R
30mL,min A XITFEHT) 12BN TH T M~ A v U DIfiER
S (83.5~87.6%) MMENT LM EZR LT, BEND
W RS RERE S B (SMEA. Child-Pugh 43% B) Z351)
LEARMARITEERA L FETH -7,

3) 7 v MIBT MBI MRBROFER., ¥ 7 M~ A & I3 HLE
B 5 K OREER 5%, LR — MM R O E Z<bT L
i@ L7 o 7o,

I.RB MEAT—42)

(1) EEERR A GHEN) 1IZHC-F 7 b~ A > B RN 514 0 1 55
HHBURRBIR EE 1L, PR R BT TRIE L 7B &L L T
Ve, ARBURRRIREE & WUAE RS TEIREEDZE L U | RIEME
R IRPIZFRD BTz, BIRRBRIZIBW T, MG
PR BT, SRR O TIH OB LA K O TR DA% IS
RIS PRI S iz, ARERTALIZRFE ST
72N,

t MR Z V72 in vitro SRERICEBWT, 7 bv A VUl
CYPIA2, 2A6, 2C9, 2C19, 2D6, 2E1 KX UBA4DIEM: % [HE
T, SHIECENODEEEFE L W2 LR ani, £

7o, invitro RERICEBWT, ¥ 7 b~ itk MFIszm Y

— ARV R@E e hotz, X7 h~A T iE, PASOEST

L CRE & 25 3. O3 & L 8T 2 ATREME LR,
4. Hei

(1) #7 b~A TR Pt S D, RIS~
b~ 2 12mg kg HEIFIRINIE G L72BE REMIE S 7
b~ A 2 DB %480 & TO IR PEISR1373.4% T, B

@

~

V7 7 v AEH96mL, hr, kg TH o7,

(2) fERER A GMEN) ICHERERGR L7247 b~ A v v 2 EiR
WG U728, BBUREIC RS &, BEBDT8%M R T
WCHEE S AL, 2D O BARZEARD JR H Pk R 1T R o)
52% Th o7, ETREEERICESL &, BERD6% )
HC BRI S 7z,

5 BHEREEEE WMEAT—4H)
RREREE OFLE N & F S E M (B A G EG Rk e
(cSSSI) KU\~ R VEREEMAE) (247 b~ A v dmg kg

Xiémg, kg ZHRNEEG Li2GE, # 7 h~Avr07 VT 7

VAEEA L. AUC 13N L7, CLer (30mL, min AJi) D E#H

FOENT S GERE TRIERGENT (CAPD) UL iKENT I

B4 128D AUC L, BHEIEEH O B I TENE K2

fER O3S Tz, BHRERERFICY T b~ A > dmg kg

t L < 1Z6mg, kg HRIN TR GO SEMBENRE < T A — & & K2R

R

F2 BHEREMEEBREICH T b~ A > dmg, kg XiT6mg, kg HARN
e 515 OFEBEHE T A —F

E IREEERE | PAERY | mERE | kS
e BEREREE | RBREHE | HT. CAPD
4mg kg
AUC.oo’ 417 + 155 466 + 560 + 925+ 1244 +
(pg-hr,/ mL) N=165 177 258 467 374
N=64 N=24 N=8 N=21
t2'(hr) 939+ 1075 + 1470+ | 278+ | 2981=
474 836 10 50 14 85 613
N=165 N=64 N=24 N=8 N=21
CLYmL/hr | 109+40 | 99+40 | 85+34 | 59+39 | 37£19
ke) N=165 N=64 N=24 N=8 N=21
6mg, kg
AUCH 545 +296 637 + 868 + 1050, NA
(ug-hr,/mL) N=62 215 349 892
N=29 N=15 N=2

P+ R

BHREOFRE [CL, (mL/min)] : IEH (>80), HEE (50~80)., H4E (30
~<50), HE (<30)

T cSSSI BH R OMEHERE IR & 0 15 & vz BRI 5.4 D S BhiE < 5 A — &
e R YR MR RS L0 A S hERIRE OB S X — 4

7o, KRB ReRE (ST £ EE kO UERs
#r (CAPD) HEifEEL] [CF T h~A T d4mg kg b L< 1T
6mg, kg A FHIRINE G- D EFIRIE COMEER TR (I 1
—Ya KW EH) 2RITTFT,

#3 KMBEARRBEICY T h~A v 4mg kg X% 6 mg kg
ST R IR 5-Ip D GE R AB C O IR R R oD HEE B

Crnax AUCpa4ne AUCa448hr AUCug72nr AUCq.168hr
Hik (ug/” (ug-hr/ (ug-hr,/” (ug-hr,/ (ng-hr/
mL) mL) mL) mL) mL)
4mg,/ kg
Miki%
WrR%E 48,,5 ﬁf’ﬁ 548 798 482 798 4638
Wi [H1k
s 4811
gﬁff -48rer 48 6~ 781 471 289 3838
i -T2 ] 539!
"
A 4HRER
e 48] | 439~
B (% ! | 496 285 175 2425
) T -T2 471
[l
. 481
M7
N 481 451~
T‘{(rfxi oyt 436 680 409 246 3368
o [l
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1.

(ERERRAE]

AFI) UMEER T FOKE (MRSA) B

MRSA JEYLIE & 5 U E MRSA BYLE A EE oI D il N BE & R4 L
LT, #7 h~A v ZHBUiEICRK LTidl Hémg, kg & 14~42

AR, B8 - REBHRARYSIE (2% L CIX1 H4mg, kg Z#7~14H M
Bebg 2 TR AR 24T > 72, MLAZURFIC MRSA YA RS &
#17= modified intent-to-treat 251 (MITT-MRSA) BHFIZF1T 5B
AR (RMIE « Be G T#38~46 0 B, FJg - AR
JERYE - BEGRTHT~148 B) OREDE (AR KO [thE)
Z T8 & Lin), MAEDFNE (WK RO THEEHR)

T L) U TFTOEBY Thot,

CAPD! | 4‘8,?{5 519 ‘ 723 ‘ 409 ‘ 723 ‘ 4119
A
6mg, kg
{77 T,
- 7
e 4%%& 821 1196 722 1196 6950
i
e | ASIEFRE
M| yepeng | 729~
BroR%E gt 208l 1171 707 434 5756
" - TR
i k"
[ 48H [
MR | ygnsmy | 659~
1‘; /((&* 7o 7071 743 428 262 3637
B
480
MESE | yeweng | 677~
o (B i 729l 1019 614 369 5052
541D T
CAPD* 4‘8,?{5 779 1085 614 1085 6182
A

el T %0~ 4RE] I E

1E] B f O] B 5 5-H 3% 506 T %44~ 48RRI, 31 B £ 505 3% 504 T $268~ 7215
\ZFE S

S A TR REEAT

SEHRED 1[E] B GHFD Cogy~ 318 H EGHED C oy

i 3 [El4% G-

6. FFgREEEEE MMEAT—42)
F & S TR RERS 7 B (Child-Pugh 4338 B) ICX 7 h~ A ¥ 6mg
kg & HEIFR RN B G- U7 BR O 3K EhRE 1%, RN & b B 7
Moto, HERMHERERSE (Child-Pugh /9% C) ToORpEIE
BT ARGV AN
7. 58E WEAT—42)
TR FEE (755 0L B) ROMEREEEE (18~30s%) (2. ¥ 7 b
~ A v 4mg, kg HIEIFRIRNEE 5 LTS, @il CIEaa it
RCHET h~A T OmMIE7 VT T2 A13H935%K< . AUC..13
HIS8% I Mo T2 D3, Coae ICZEIX 72N S T2,
8. /NRE WMEAT—%)
AHlamg, kg ZHEIFARNE S L2k DO X 7 v~ A > OEYE)
W%, 77 ABEREICEY L/ NRBESEICB W CREE L 72, 12
DD 1T O/ N BF TOMRERITE - 7208, HKpEhre 7 v >
7 A TR SR L T e, 1I2ERTIEO/NEERE (T~11
W& O2~6%) Tld. R2ENOITEO/NRRFE LT 2L 7Y
T I ADREL  BEHEE (AUC). K Y Cpp) AME T LIEZR R
WL Feotz, RRBRICEW CHMMEILREE S hzno Tz,
9. fB#E (MEAT—%)
AT b~ A v DEYEREE PELILE (A5 (BMD 25~
39.9kg,/m*] OYHRHFH, FENEG (BMI40 kg m’Lh k) O#
BB 6BV THE L, AUC 1%, FENEM RRBR#E & il L
TP O IR TIEAI30%,  HE NI OB TUE31%m
Mmoo,
10. EMMEEER GBEAT—4)
) FTSRA LU EDHA
EERANCE T b~A v 2mg kg & b T T~ AT 1Img/
kg Z0FH L THIRNE G LT2BE . ¥ 7 h~A 2D AUCqo
KO Coax (FZNENST% L ON2.7% LEH L, b T T~ 0D
AUC).00 &N Coay (X FNVEI6.6% S TN0.T%IE T LTz, HEEH
BOXT h~A b T T~V OMBEEREIAHTH
%
2) ZDhDFER L DA
b MIBIAZX T v~ ET ANV ATFT A, ULT 7Y
VRO ARy REOEMHEERBRRF SNz, ¥k
A ATTNT 7 U U ROBT BN RO EIE |
EFRIEST, FEINLOHEFL LT b~ A v Oy ERE
B E G 2700, TANVAFTLDZH T v~ 0D
HEMBEREICIZE & A ERBE 5 2 2o T,

HZRIES WA TR DR
n/N % n/N %
FE R - wGH R IRR YeE 45,55 81.8 31,55 56.4
o VELEVEFZ 8 YL 4/6 66.7 4,/6 66.7
< IME - BVE R OV
HFAIE O — R 31,738 81.6 23,738 60.5
OB A BB
KR 9,9 100.0 4,9 44.4
-« Do 7 B
y E!j Y i
g ﬁég‘%g %Eiﬁf 1.2 50.0 0,2 0.0
B IILE 2/4 50.0 2/4 50.0

2.

1.

3.

BMAE R CREEEORER (BBEACS T EHRE 2

WO T RO BRI X 5 B IE R OV D NS D3 R a5 R
BEERNBITT T F~A 2 B 10~42 B 59 5 F 56 IR Lh i
RERAIT o 72, FHAIURFIZ MRSA JEYL )3 HEFR S 1U7- intent-to-treat
£ ITT) BFICE T 2BHRAEK TROBRDIEOFHRIT
44.4% (20,745) THo1=,

CEMMRE - RMARBRRE GIEANCSTSRE Y

77 LGV K D BHEVERZ S - BCHRARI AL 23 BE o D AN
BEENBIZE T v~ A Vo BT~14A BT 520D EIER
PEESRER 21T > 72, MTRRER T O ATUEEIZ MRSA YL R S
7= microbiologically evaluable 8£[ (ME) & 231) 5 BHF A&
TR ORI R OFHRITTS.0% (21,728) Th-ol,

(FE2hEE]

REERA

XS hvA T E, MRSA #5827 RUEREE, L vV EREE.
IHEREEBEE . BRI I b BRI T AEERE I LT,
invitro THE &R, AFT Vv, Nrawf kRN xRV
U R 2 & e d8AIM M 7 7 DRI bR D 2R, £z,
2T h=A %, invitro XL in vivo BIE T VB WT, 7T
AT R LTS h 20 H B E 2 B B VR & 0”9,

AR

BT b A2 TE ORI & AEA L. AT RN % i fR
SHDL, £, FT b4 2LV, DNA, RNA ROVERE D
ARHENECS Z EDRENTVWDS, ZNLBEEMOWE, I
TMNZ DNA, RNA K OVEHEOEREEIC L0 ME e T 5,
it i

BT N A AT DT I S IS TRy, ik
%72 O IREMER T S TW RV, 17 T A DOHTHE Iz %)
T KPR 7R THEM I & B 28 EmHE I DT,
BRRICBWTC, 47 h~A VU K DIREBIC, X7 h~A v
BEMEAME T L7odi a7 R o BRE L OVBEREE o B3 s ST
W5,

AOREELEOHEEERD Y

BT h=A 2w EBUEIE L D in vitro FHEME R ClE, 25 i
BOBFHIB W THEPHER IR O TV RN, X T <A b

C confidential




TV av RRER], BTU X LARERUTY 7oV
EOPFHICE D, ATV Uit E ST AT R U ERE KON
vaw A v Uit ER—R & S T ERE B IS K] L in vitro 1235 T FHER
ERBREN TN D,

(B ICET 5 EIEFRAMR]

—f¢4 : ¥ 7 h~A > (Daptomycin)

W& 5 : DAP

{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-alaninel.13—3.4-lactone

53F3 1 CHioiN17026

53 FH 1 1620.67

PR R~ RIS OB T

g
s o
L-Trp7D-AsnfL-Asp7L-Thr7Gly7L-OrnfL-Asp7D-A\a7L-Asp7G|yfn-SerJ

COH

[&EEEH]

BE L VB SNIEMRSA DAY <A 20 RORIKIC KT 5%
TP OWCHIE A FM L. ERMEAH ICx LT, LB
Hezfkfed 52 &,

(& ]
1314 TV 350mg : 107341 7L

(EZXR]

1) Buitrago MI et al. : Pharmacotherapy., 29(3) : 347, 2009

2) Fowler VG Jr et al. : N Engl J Med., 355(7) : 653, 2006

3) Arbeit RD et al. : Clin Infect Dis., 38(12) : 1673, 2004

4) Silverman JA et al. : Antimicrob Agents Chemother., 47(8) : 2538,
2003

5) Canepari P et al. : Antimicrob Agents Chemother., 34(6) : 1220, 1990

6) Laganas V et al. : Antimicrob Agents Chemother., 47(8) : 2682, 2003

7) Hobbs JK et al. : J Antimicrob Chemother., 62(5): 1003, 2008

8) Snydman DR et al. : J Chemother., 17(6) : 614, 2005

9) Rand KH et al. : J Antimicrob Chemother., 53(3) : 530, 2004

[(XEEERE - RAERSBEVEDHEE]

MS DS MSDIAF~v—HR— o —
BRI X LBAE1-13-12

EHBARE DTF © 7 U — & A ¥ /10120-024-961
<EZATHERI>9 : 00~18 : 00 (EMEBLH - MFLIKA ZFR<)

WYERFE T
MS D&+t

HOER T XU AR 1-13-12
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BT h~A v EEH
1.8 WAXE (B

#18:1 B 2 MEAE ORRIRZNE (AR ZESHE) (MITT-MRSAZER, 002
a7 OO 6
#18:2 BERE ZIPEFR A OMA TR GRBREEE HIE. A2kl Z B SR
(MITT-MRSAZEF . 002 FRBR) oo 6
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T hwA

TS

1.8 #3E (R)

W75 M OV R O E 7%

5 B L TORWARR (955 EE L T RWARR (HAGE
980175 Protocol DAP-SST-98-01 DAP-SST-98-017X5#
99017 5% Protocol DAP-SST-99-01 DAP-SST-99-017 5%
010275 Protocol DAP-IE-01-02 DAP-IE-01-0275%
Al-P Alkaline phosphatase TNV TH AT 72 —8
ALT Alanine aminotransferase TI=T ) RN T AT T8
AST Aspartate aminotransferase TANRGX BT I ) N T AT =

77—
CE 4 Clinical Evaluable It R R Al T A 70 2 ]
CLSI Clinical and Laboratory Standard Institute BRI A A Y s
CPK Creatine phosphokinase T VT FURARF S —E
CRP C-reactive protein C U EE R
Cubist £k Cubist Pharmaceuticals. Inc K [# Cubist Pharmaceuticals. Inc
Lilly £t Eli Lilly and Co. K[ Eli Lilly and Co.
ITT 2£ Intention to Treat Intention to Treat
ME #£[H] Microbiologically Evaluable Microbiologically Evaluable
MIC Minimum inhibitory concentration /N6 B RHL R
MITT £ Modified Intention to Treat Modified Intention to Treat
MRSA Methicillin-resistant Staphylococcus aureus AF U UfitERE AT R R
MRSE Methicillin-resistant Staphylococcus A F 2V VMER R 7 R0 K
epidermidis

MSSA Methicillin-susceptible Staphylococcus aureus A F 3V &M A7 KU EKE
PK/PD Pharmacokinetics/Pharmacodynamics SEMENRE FE )5
S. aureus Staphylococcus aureus W7 FUEKE
1R ET Investigators TRBR AT AN ST By HEE R
2= Aili

1.8 UsfHeE ()
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BT h~A v EEFH
1.8 WAXE (B

182 ke - R (B) RUZDHRERR

<3 s B R >
AT h~ A ASEMED A F VU ittE AT RO EKE (MRSA)
<@ JEIE >

FUMSE SR D NIBEER . IRTEVER B IRYYIE ., AME - BVE K VTR O —RIEG:, O'H A -
B O Rk

(R EARIL]

BT b= A AR FHBRY RARTF RRUVEWE T, 77 LBPEEITH L CmVGUETE
ERT,

W TlE, AR D 77 KEMER [IMRSA 2 & e ta 7 RV EKHE . Streptococcus pyogenes.,
Streptococcus agalactiae., Streptococcus dysgalactiae subsp. equisimilis 2 (N Enterococcus faecalis (/3
A VU REZMEE O ) ] K D EMEVERE - R IYE . T A TF ) SR A
F U CIPER AT B IREIC X 24 0RO IR R BE FIC L 5 &Yy (FiIE) (256
ISEHT %,

—J7 Ao, waE . I
B ) COdEISEED S5 B, MRSA OAZ K DMUMAE, YLD R
PERFIRYUE . SME - PG R VRN O “RIEGs, OVD A+ 350 " RIS GY A A T O IGE
EtTHzkE LT

i P 0D 3% TEAR L

AR TO MRSA BHRIRAIHERRIC 6 2 AR OGTETE L, 2o AR T Sz MRSA B
PR 53 BIERR 3008k 2 I CREA L 72, & D5 F, Z D MRSA 43 BERRIZ %64~ 5 A D MICs0130.5 ug/mL,
MIColE1 pg/mL Tl -72[2.6.222.1 1], iz, 207 S0 ENS IR (002308)
WA AN SN BEIND ATV — =2 ZREIZ 3B - I L 72 MRSA 73 BERR78FRIZ 63 2 A A D
A BRI U725 R . ARFN D MICso & T MICopl W41 6 0.5 pg/mL Th Y | BAFAR RS DR
SN7z[2.6.2.22.1 H],

£ 2 F Ik TR S T MRSA BiRPR Sy BIERR 1, 79THRIC RS % AHAI D MICs B O MICo
230.5 pg/mL T v [EH}5.3.6: PSUR], Z O, ENFEIAHER (0025008k) TUE L7708
FRIZX3 2% MIC & [FRRIZIRECTH > 72,

LIEX Y, ARIOPEEMEZ, A TIUE S 7z MRSA B BERR IS LT s oo B kR 4y e
R E RO @R WEZMEZ R T 2 LR S LT,

P I E By O 00 SR B 08 PN IS D i S iE 0D 5% S AR L

ENEIAERER (00234BR) 1238\ T, MRSA (X AYE (e, YD AIEgs, TRAE
PERZJERYE, IME « BVE R OVFIAISE D Z &G, OB A+ B0 “RIEYE) 1Zxt3+ 564~
N~ A v DENEEFHE L7z,

002785k T, MRSA |2 X 2 JUMIAE K& OVEYME LN SR B3 IS A K6 mg/kg %1 H 1[R114~42 H FEl

1.8 UsfHeE ()
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BT h~A v EEFH
1.8 WAXE (B

RN G- L 7o R, BUmAE Iz st L Cid, FERHMBEE Th 2 BV TR A OREIRN R (B ok
P ZE BHIE) 7350.0% (2/4%1) . AEWTFRIZNR (GRBRICEEHIE ., A2 IEiHnZ B SR
7350.0% (2/4%1) DOAEMMEZ R Uz, ARG OB BF L, MRSA JEGLEEW O EH )1
BIFA IR AU D IS, B REMNT S S 0 S IXRRI STz, & O BE OB IR O K
R (AR EESHE) BN Tho7mb 0D, BHK TRERE ORI (F 0
ZESHE) I TH-72[2.5.42.4.1.1 TH][2.54.2.42.1 TH][2.54.2.43.1 TH],

F7o. WAMEIAEER (0102585%) (28T, MRSA (2 X 2 MM B M K OV O RIS O
WIER BT, AAl6 mg/kg 1 H1[EI14~42 HEERIRNER G- L72RER. 27 b~ A v o DBHA
VETIE OBGKRN R (ARERHZE B HE) 1346.7% (14/3061) . #AEDZFE0E (B0
ZESHITE) 1350.0% (15/3061]) &72-72[2.54.2.4.12 TH] [2.5.4.2.42.2 TH] [2.5.4.2.43.2 TH], =
DX, ENEIHERER (0025) TOAMET, #EITOAME L HELL L Tz,

TRAENE S R RSE . AME - BVE R ONFARAISE D R, D A 1895 0D WRIEEYE 0D Jif i iE D %
TEARHL

ENH AR (002788) TIX, MRSA (2K 55 « SEBHHARRYE (RIEME R § IR YYE
SME; « BB R OVFAAI S O ZEG, OVD A - BI5 0 " EGLE DO BFE) 106 LT, AHAl4 mg/kg
Z1H1ET~14 A RN G LTz, £ORR. 7 b~ A o OBV IIMETRE DR (F
IVERAG ZE B HIE) 1381.8% (45/5561)) . AW FHIZNE (RBRIKIEEHE. AT ZES
WeiR) 1356.4% (31/5565]) T. XfHID N a~< A [842% (16/1941]) . 47.4% (9/1941)] &
R DOFIMEN L HTZ[2.5.4.2.3.1.1 TH][2.5.4.2.3.2.1 H],

F72. 220D EMFEFAER (DAP-SST-98-0155% }2 N DAP-SST-99-01788: O} &) T MRSA |Z
KD HEHENE R RE - WAL AR U BB IS A4 mg/kg & 1 B 1[RI7~14 A BEARN 5 LIZBRo 27
b~ A 2 OB RMERE ORI R (RBREKEEEHE) 13, 52.5% (21/4041) . BB 2
BTOWAEDFR R GRBRKEEHE) 1L, 53.6% (15/28#%1) Th -72[2.54.2.3.1.2 H]
[2.5.42322HH], 2O X2, ENFIAERER (002588) CTOHLMEIL, WS COHLME & FEE
LT\,

PLEORER X 0 RFNZE NSO MRSA SEEE TSR L THEWIIEEE 2 H 35 2 &0
ROz, Fio, ENFIHAHRE (00255) (8T, MRSA (ZXL 2R - #RERHR I YYE
(RAENER G IRYE . AME « BVE R VRIS O " RIEY:, OB A« 5O “RIRGBE) 1t
T D ARHFN DA ZIEDTHERR S, MRSA 1T K 2 B fE & OUg e DR 256k LT b Bl 2
HODOHMENRE SN, S BT, EANEIFHRBROR R 5. MRSA 1T K 2 18 HEME 5 iE &
O D RIEGAME D INIE S . T ONCAEHENE SRS - SRR YE It L CRE RIS RSN 2
LD, FREMEZRET DI LITMRREB R T, Lo T, Z4b OB Z I 3CE ()
\ZRCHE L7,
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BT h~A v EEFH
1.8 WAXE (B

#=1.8:1

BRAMEREOHRRMR (FHHFHEER

(MITT-MRSA &£H. 002 FE&)

¥I%E)

Z7 b~ t NyawAfy
m | A% | AHE @) | m | A HNE (%)
FEJE + R A e 55 45 | 81.8(69.1,90.9) | 19 16 84.2 ( 60.4, 96.6)
RTEME R R RS Y i 6 4 66.7 0 0 -
IME - BME K ONFAAI S O IR 38 31 81.6 13 11 84.6
VB A - {BEEBO ZRIEG 9 9 100.0 5 80.0
Z D 2 1 50.0 1 1 100.0
JRIE 4 2 150.0( 6.8,93.2)
¥ BB SRR EISIE 12 14 mg/kg, IBUME Mo OV DR G ME D NI ZR 12 136 mg/kg 1 B 1[EI3055 ] AL & AR P £ 5-
! HEhE = A% /m X 100 (%)
§ BT b= A4 mgkg B ARYVENEINZS B OWLRED " IRIRG A6, N a2 SR IERE 23 1451
m: 24 Z & Ok
£18:2 EBRMEDERAEOMEMENNR CARKEEZHE. AUNTEZEERHER)
(MITT-MRSA £H. 002 iXER)
BT h<wA Noaw Ay
m | A% HNE (%) m | B% A (%)
FEIE - WK AR L 55 31 | 56.4(42.3,69.7) | 19 9 474 (244,71.1)
RTEME R R RS Y i 6 4 66.7 0 0 -
g« B R VTR S 0 kg 38 23 60.5 13 7 53.8
OB A - {BEBO ZRIEG 9 4 44.4 5 2 40.0
Z D 2 0 0.0 1 0 0.0
RIS 4 2 | 50.0( 6.8,93.2)

¥ B+ SRR R YIE 17134 me/kg, BRIMLE Bz O O R

+

A% = A% /m X 100 (%)

DI ST 136 meg/kg 1 H 1[E3045 B S RPN % 5

§ AT R~ A A mgkg B RGNS K& OWEHED RG], N~ A VU RE L I ERIREE 23 1451
m : WA L OB
1.8 IRASCE ()
-6 -
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BT h~A v EEFH
1.8 WAXE (B

<zheE - ZHRICPIE T DM EodE >

(1) ZED R DI 53 2 RFN DA TR D BV TWRWN 2D A7 DR EGME L iR
*K@Aﬁ%#é:&[&b%@%rmmﬁ* *F LT, EANTOREMARERITR < WA T
HANMEITRD LTV, ]

Q) AFNIMRIHEH LW & (RANIMY—7 7 7 & > MHEG L, RiEME bbb, )

(R ER L]

LIFORMMNG, Zh6E - 2VRICBEET 5 FoEEEZEhbE CRETLHIZ & & Lz,

(1) EWNEFRER T, 22 0RIEGME DN BFH ~ O G853, WS TTAREER (0102

ﬁ%)f MRSA (T & % 220 RIS DN BB 351 & TRE SN ANTH -T2 b

BEAE PR ORISR AT Z BESHE) 2. 7 b~ A 26 mgkg #f
f\mm(WWD\ﬁ%%ﬁ(ﬂ/:v4vyxu¥éﬁ&:yuy>f&me@m%)f\
WG R CTHIEN RSN N -T2 2 e D, EEEMETHZ L L L, RANCE
(%) [Zit# L7-[2.54.2.4.1.2 TH],

(2) ENEERRBRTIE, diPmREE ~OFREREBRITZR W, dPhR 265 & U2y 3 IR
Bk (DAP-CAP-00-0535R) TlE, ERRZEOALH1370.9% (231/3266]) T, *HHETH D
BT U TRV (AR 77.0%, 258/33501) &bk U, #EEHFINSIESTEN RSN T LA
BhRDE (BT VTR UBE—LT b~ A TR DIS%IEEXE D _EIRA10%R], AH
X7 NI TR OFMROTNE T (ITT #£H) [2.7.6.3.9 H], £7=. invitro T,
KRB —7 7 7 2 R EREEGLTREH L END Z LR SNTEH Y [EES5.4:10], 2
DERIIHERRBROERLZENT D LD THoZZ e D, EEAMESTSHZ L L L, ’AH
XE (FR) IR LT,

1.8 UsfHeE ()
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BT h~A v EEFH
1.8 WAXE (B

183 R -HAE () RUZDORERR

(R giE , JEE DN IR S D354

WH R ANIZIE S 7 b~ A > & LTLH 1al6mg, kg % 2485 Z & 123050 2 CHAifEEET 5,
(RTEVER JEIRIE, SME - BB R O FMAISE O “RIEG:, OB A - IBI5 0O “RIEROGE]
WHE L RANIZIZ A 7 b~ A > L LTLH 1El4mg, kg % 2485 & & 123050 i TAREEHET 5,

(R e L)

EINEE TAHRER (0015K8R) 128\ T AHIHE K O SAEF AR 5 L 72BR O EYyEiiE L, A A
NEFEARANORRBERRA & THEEILR2.7.23.1 H], KRBROATHE L BN TEF/LD FLa
FI=F— ?ﬁmﬁoﬁ¢mxﬂmﬁm7)/%mwﬁ%$%##5mt%®@\HKAT%_
BEINILZLME EORMBEITRD b/ ho72[2.7.62.1 H], S5, ENEOWESTIE, HT
MRSA IR#EFE L LT, w?h%ﬁ@%’ﬂy:v4yyﬁﬁ%éﬂfﬁb MRSA EYE TR D
E NSO EFRBRBEIC R & 222137000 [2.7.3.3 ], £72. ABFNXE NSO MRSA Ky BERRIZ 6 L

T, WINbEWIEIEH 2R L72[2.6.2.2.2.1 1],

PLED SN S, ENSEIAERER (0025R088) Tk, /M CHEGR S vz ik - &% VT, MRSA
JRYE (BUMAE ., JEYPE LN . TRTEVER ERIE . SME - BME R OV FIRAIE O &g, O
DA WRIG D ZWRIERGYIE) 12T 2 AHN DA MR OV e 2 5 L7z,

ZDOFER, 0027 B TlX, MRSA JEYLEBRFE TO B BRMERL G EDNHER S =729
AR ORI TOHLERE - ARSI CARINIAE - ARER—E L, RAH3GEE (£ )_ﬁ
#H L7,

A A R1EEES) O ERHL

FERG R TR X OB PR AR BR OFE R, LU FISRR 5 L 51, ARAI A 1EIFEARN G- 03 05185
CHARTEEMENRENZ EREO LN D, BARNBEZ BT 24880 HEIEL B 1RIFRN B
H& L7,

WA G AR BR CIX. Eli Lilly and Co. (DLF, Lilly #1) (2 X %% 1 #588% (BSB-MC-AVAP #{5%)
T, AFl4 mgkg %1 H20E 14 B MFARNIEE G L2 5BI@N i\ S A3 —nRo bz, =
OBITIE, WK TR & OEFIRAER 2 £ 5 CPK #5900 (GEH#PH EIRO 10520 Eosghn) A
e bivle, E7z., Lilly #H1Z X 25 ARG R #ER  (B8B-MC-AVAE/B8B-EW-AVAG i) T
X, AH2 mg/kg 21 H11E15~28 HFERIRNE G L72/ER . BAF R L2 R S,

FERGIR ZZ R MERBR Tl ARANO S E G EE M EEId U TER 2 RIETREIZ OV T, A
XIZTA 1A & 8K Z & DF AT OWTHEIRET L7, ZORER, BRI, W o i
ETH CPK O LR OE#A O Z < \ERZVETRO D=2, 1HORHBENFE—TH, 5F
BHOHFB1AEEE X - 7-2[2.6.6.4.2 TH],

Cubist fEi%, iR O IEEERFENERER & O Lilly #5112 X 2 MEoh G R B i 2 PRl L 72 /5 3L, R
4 mgkg UL EOEETYH, 1H2EE S Ll L, 18 1A% TLEeME EORBENAE T 25 Al et
TRV EE X, BARZEE L, 20%, BEOWSNEIERE T, 18 1EEIRNE SO BT 72
LM OB R I, AR O HEZTHIEFIRNE S & L,

1.8 UsfHeE ()
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BT h~A v EEFH
1.8 WAXE (B

Pt g e OV D RGN E DN R BB ot 4 2 & (6 mg/kg) D% EARHL

7T AT X D R E L NI R K OVE UE B F A xR & Lo s T AR
(B8B-MC-AVAM &%) TlE, AHI3 mgkg %1 H2[EEARNE G- (1H6 mgkg) DOAHNMENHER
Tz, Fiz, WEIGE K OUEG M ORI, REOEEEZEE L, K - 8RR Y E
(4mgkg) LVEHRETORENLEE L EB X Cubist fRI%, B IMIE M QUG DN R 2%
T 5 HEAAA6 mgkg & LT, MAMEIARER (01025885k) 250 L. AAIOF MR OZ 4
PEZ R L7o, MM R TIAEERER (010258058) Tix. AHl6 mgkg %1 H 1EIFIRNE S L, SRR
(Nravf VU APERRR=2 T ») Ll L, ARMERIELEETH D Z & KO, ZatERn
FEECH D Z L NMERENTZZ LD, WA TIE, A ORBYM LN % & To i MUE B (25t
LT, AAl6 mgkg | H1EIFRIRA I G- 03K S iz,

FEINE ISR (00238k) T, BIIE K O DRI D NI B 1Tk L. ARHl6 me/kg
Z 1A 1E14~42 A MFIRNE LG L, DBEBIOMANTIEH 726 DD (MITT-MRSA 2EH1441) |
ARHNOF N R O EMEDTRIE STz,

Ko T, AIRIT I T 2 BUE & O D RGP DN IR BB 1T 2 AKI O & %6 mgkg &
L., IfI30E (%) IZiE# L7,

TRAENE RS RYSIE . AME - BVE R OV FARAIZE O g, VD A - IBIEO “RIEREBE I 5
& (4mgke) DOFERAL

Lilly #E23 %06 U7z, 27T ABFMEREIC X 5 B8 - S GWECHIERFE R E 4R & L
WA TAHRRBR (B8B-MC-AVAE/BSB-EW-AVAG iklt) ©, AAI2 mg/kg | B 1R 513, FfF - K
IR T B CIIAIMEZ R Lo, THIUE 7 & BEE E 0 i OV R TR REE & Lt CTH %)
MK 0T, ZD7, HEOKE - HETHRRIYE L &0 7 7 AR RYEIC 3T 5 il
A 2mgkg LV LEHENRLEE LWEEB X LT, Lo T, Cubist fhik. BEHEME - #5650
FEARIE (2609 D B A2 A4 mg/kg & LT, 2ODWESMEIIAARER (9801385R M 10990174 5x)
7 Tt U, AF OAT MM OV e 2 e U 7o, 1A EE AR AR (980 17Kk X% 1R99017K8k) TiZ
AHN4 mgkg Z1H1EFHIRNES- L, ﬁ%%(ﬂ/zv4V/Xi#é&A:vJ/)k%@b
T2 2 A, ARREOAMER OREMENHER SN LD, WA TIX, BEHEMERE - HCTRLRk
JEGYE R IZR T D& E L T4 mgkg AR S L7,

ENEEIAHRER (002388R) CTb . RIEMERERYLYE, SME - 25 KR O TR S O kgL, OY
BA  TBED RIS ERF T L, AFI4 mgkg Z1HIEFRNES L, stTBETHL v a~
A v L AIRRE O N OV SRR ST,

Ko T RIRIZIIT DRI FIRYE . SME « BVE R OVFINAIE D “EYe, OB A - 135
D RIBYBHE T HABN O HE A4 mgkg & L, BACE (R) ([Cii#l Lz,

1.8 UsfHeE ()
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P G- O F% EAR L

BT h~A 2 ORGHIETEED S, ENERRER (001505 & 0r0027808k) Tl H L7230
3 PR RN A 5120 2L REERA R CoTRIRIC A 78, 20 IRRIRN B b & 5 H1E & L TEE
#H LT,

] PN B R B C U R PR BRZE BHARIE I Z MES CREIC /KRR S 41T 723040 R AR B - & L7,
EINE T FEER (001388R) Tix, BARANERR A ~DARF2~12 mg/kg HEIF 5 & M4~10 mg/kg
D IKAE G- 2305 AR E RN 5T L, BIFRARMERRD bz, ZORENS, EN
HEIARER (00258r) T, AAl4 mgkg XI%6 mgkg %305 B AR S L. MRSA (2 X
2RI« HGEHAAAREYYE (4 mg/kg) . BUMSE & OV O RIEGME DN (6 mg/kg) HBFITXTT 5
BAF 72 22 Ve e OV D858 80 BTz,

WAL ClE, BRIk TO=— XL | Fiio e 505k L LT, 20 MR 512t 3%
SRR 23 Sl S Tz,

WSS 1 FERUBR (DAP-00175R &% OY DAP-00376k) TiE, FEH AR NN ~D6 mg/kg D HilA]
5 kU4 mgkg XiT6mgkg KIEH G220 MEEIRNE S L, BFRZEENE O L
[2.5.54 ], £7=, IEHIARNEFERAIC, 7 F~A >4 mgkg X136 mg/kg %257 I ERIRN B 5
B OFPBRE T 7 7 7 A Lid, WT IO M & TH300 AR EIRNE G &Rk Th o7z
[2.5.3.5 ],

IO OFRERN G 25 MFRIRNEL G- 13, 2009412 EU TGRS VTR, 201142 A BiE, 42
7 E (i) AR INT,

Fro. LRLoWEA G TR 220 FIFIRN & G-R O A FHELIL, 3057 M AR RN &% 5
L7 ARAKROFEAARNCTEEICHE STV D HERLFEPIL TR Y 20 MERIRN 5 0 B
BIFCHDZ ENRENT, FEBARNEFR AN TOAHKI4 mgkg &6 mg/kg D257 IEARN# 5
RFD Cppax 1. HARNBEFERC A ~D3053 HIFFARN G- L 0 oRm WM MEA R Loy, Zhvg BElD
Coax &7 L7 BARN TOARAN2 mg/kg HEIFHARN L 5% N0 mg/kg 7 H M REFIRN ¢ 5-RE L2
KRAEND BAF 2 AR OBFMER RSN TE Y BARNTHT 2250 BFRIRNE 5 02 2 E
AR

TNHDZ LMD, KITORESEE ., 305 )T THEBMEIRNE G- 3UT255 23T TEIRIN 5
L. INHD2oDEEHiEZ UM CE () 1IC5t# L, BEIERRBFE L, LA LR 6,

B 7 COBHIEND 1253 CTEIRINTES ) D 7&GE
HiEa2 Iy Fifsz2 & LT,

1.8 UsfHeE ()
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1.8 WAXE (B

<L - HEICREET M Lods >

(1) KAWL TS ETmL OABEERZ N2 THEM L, Z OBRRIROEE % 50mg/mL &
LTHWDZ &, (MEHEOER] OESH]

Q) FT A VAT EICB TR SN D 72D, MRENT X T T AR ENT (CAPD)
EZITTCOHBEEEELBHEERETORE TIX, TREARIAAOHERTGIZT 52 L,
(MEERG ) THEEQEANER] KO EpEE] oEHS )

I VLT F= ZhRE - h R

7IVT T A POIMAE , YN DIER | TRIEME R JERME . IME - BME I VTl Al
(CLey) (mL, min) FHO WY, D A - BB O IR

>30 1[8]6mg, kg % 2415 Z & 1[8]4mg kg % 24WF[H] = &

<30 1[Fl6mg, kg Z 48§ = & 1[Fl4mg kg A 48WFfH = &
(M & ZE T T: 31X CAPD

EZTTWLEEEE

ip)

TATREZR A MRENT BT MBI AR 2 8595 Z &, H3ETH A,

@)$ﬁi 1H2EIPL B3 G L2 &, NS T AR O MARRBR I W CLH2[EIRL EfS L
EHE, b7 v FroxF—8 (h s L7 F R ARFF—) [CK (CPK) ]l EF
L?‘:o]

@) BT b~AT 37T DR ﬂbf@ﬁﬁ%ﬁ%%ﬁ#éoLtﬁofﬁﬁA@@ﬁ%
EEHTIRAEYL L W SNT25E . SUTR ARG B DI 5356 134K & b) 72 3851 % OF H
LCHEREITH 2 &

5) Kﬁ@ﬁm_%kofi\mﬁ%@mﬁ%%WCkb\&@:&K&%ﬁé:ko

1) JRYE DI Ty 72 ik & R A B O EM XX Z D EO L & TITH 2 &,
2) JFAIE L THOHERR O 7 b~ A ¥t DR 2 iR T 5 2 &, (T3R5 |

DOIES ]

3) FHHIRNE, BYSEAL, EAERE, BEFOEREEZBE L, MU RIS, AR Ok G-
m%ghﬂ . BROIRE EXLE B NBOMIB OB GIC L Ewn 2 b, TEERE]
DIEZ ]

(B ER L)

LToEANG, ik HEICEETLHEMHN EOEREZaDbETRETDH I L L LK,

() AFNX, 7 FUlZ LR RIRICERT 227 h~A v o8 (RE) METT 5[23.P2
H], L7eho T, ABEEERZHANWTHRT 22 L 2M EEWE T I MNERNH D EE X,
ML - HEOER EOREICER Lz, £/, FAROBEOSE L L CRMEOIRE 2 L
Too 7od, AMEEIRIC L VM LUIZIKIZ, 27 & bEIRTIRREFH, mr 2~8C) T
IX48HF], ZETH D Z E DR SN TV DH[2.3.P2 IH],

1.8 UsfHeE ()
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1.8 WAXE (B

2

€)

4)

)

AFENTEITEIECHRt S D 2 &0 D, BHEREIIAA OSBRI 2T 2 &b EER K7
Th b, MHMERIEBEER T — % O RHEFSE B REAFATIC K 0 | BEED b S5 O B RekE
EEF (CLer : 30~80 mL/min) CT? AUCq 24 1y 23, [EH BERERERE L LR TREREITAD
Niehot-, —h., BEEBMERE (71 7F=>27 U7 5> A30 mL/min &) . 0BT
ATENETHT 2 29 5 R EHRERE E 2 G 0F 9 2 B8 Tk, AHN D AUC 24 ne 23 EH B
R L SR o 72[2.5.3.84 TH], Lo CTHBADOIRMNCEIIX, 2V T7F=22 U7
7 o~ A30 mL/min A, MLIEEHT SUTRENEZEAT 2 B9 5 RIIBHEREFE E 2 & 0F 9~ 5 E Tl
AEIOH - HRZHE L CRG T2 ERmfish v, 70, MANEIVHRER
(DAP-4REN-03-06:&888) Tix, &7 b~A 4 mg/kg %48 = L 10# b5 L B 4k
R TH-oT-, S5, ENERRE (001500 L V00255 OfER T, BARANDIEYHE,
REIX. FERARANOEKYENIE L FEPIL TV 72[2.5.3.1 TH][2.53.8 TH], 2N bHDZ Exb, FEH
ANERBRICZ VT F =27 VT T AR U CARIOAEEZFE T2 2 & & L, EERE
DIz, BACE () ITR#E LT,

AFNZ VA28 5 U72sh e T LK O THERRICBW T, f 7 Ly Frx-—8 (I
J VT FURARFF—E) [CK (CPK)] D EAPRDHNTEY . RO HEIEEIL1
H1EE G L R TEEERRE SN DD, HEEMREDT-D, I 3E (8) IRl
AENL, EFAEFE LY 77 MBI L CORREFEEZ AT 5700, BEREICS T LE
PEEZ 0% E. 77 AREEICED eEO AN L 5EEA AT 22 & & L, R
oD, IvmIE () ICie# L,

AFNZKET DR ORREZLL <72, FMEICI2EEOb & T 2HEEICKT S
A HEGR L ECHEHT 5 2 L AEEMRE T 5720, B CE () ITRHE L7,

1.8 UsfHeE ()
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184 FRLEDIE () RUZFOHRTERERN
[# 2 ROBHIZITEEG LN L)]

RHFND S 2k LI BUE OBEFERED & 5 B3

AR EARAL]
ARANO RS LIMBUE DRBEERE O & 5 B TR 2 355 L7256, mBUE 2 & 2 3 rraetEns

FWe, el L,

(LM Lot
1 HERES ROBETHBIKREGTLH2L)
BREREREE N B 5 A

(R EMRAL]
M- A EICEE S 2 EOEES M,

2. B FEARMER
(1) AFFEG-F2, CK (CPK) EFARNRESNTHWEDOT, LTFORICOWTHSERET S Z &,

1)

2)

2

CK (CPK) fEZFHEHR PN GRIELIE) T=2 10 7952 L, BIREREE
W%, JRKABHO CK (CPK) 5 23881 L 72 3 & N HMG-CoA 1% Jtl% 3 B2 Al
ZRNERSUIPFA L7z B TIL CK (CPK) fEZ BICHEICE=X2 V735 &,

CK (CPK) fE731,000 UL (GEYEME ERROKISHE) Z A8 2 JRIKARBH O I A3 — OfdE 3
FER 2 R TR, B2 WIERITZ2 VA CK (CPK) {432,000 U/L (FEHE(E ERROKI1015)
B X DBE RN E R LI EE, RAloE G2 HiEd 52 L,

EHREERETE 2N & 2 A TIE, Bz Rl E =2V 795 L,

B) AHNcLDLavy, 774 53F—HBIEROBEEZMEICTHTE 5 HENZVOT,

WO EZ L5 L,

1) FANCBEREEICOWT R a1To 2 &, B, FUAEMEFIZL L7 LV F—IX
VTR THZ &,

2) \EICEELTIE, 4723 v BT 2ERED LN DML L T 2 &,

3) HBLEBMGI O GMR THE T, BELZZFHFOREBICHRIE, HoBl84175 2 L, KT,
BB BRI TR ERSBIET D 2 &,

(R e L]

(1) CPK HEIMZ X 25 H1EpE, ENERFER (0015805 & R002:05R) TldxAbiven-o>7z,

ENE AR (002588) Tik, 7 h~A 4 mgkg BET, M@ EA32,000 U/L 282 5
CPK HyMA BN A DTz, ZOBETIEL, EEKTRLY CPK 8N L ., Ri&ib6H 1%
IR L72[2.7.4.3.1 H] EAMRAGRER T H  AAI O G XD CPKMAHE STV D,
Fo. FEERLZEHERBRICEB N TS, AFEGICEVERG I A =00 TND

[2.7.421.71 3], ZHODOFREERNS, WIMNRIXIEELSBICERFHE, BIXE () I
Fodk L7-,

1.8 UsfHeE ()
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BT h~A v EEFH
1.8 WAXE (B

(2) EHEEEND LEETIE, AFORERBELLEE T LILERH L2, M7 VT F=
EEOBREAHEICE=2Y 7352 & LIRMGE () TRl

() Ya v XETF 7 4T F—KRERIZ, BN IR (00238) TIHIicA LR TR,
WA AR RS (9801588R X 1M9901585R) THAEBIA LN TWD, AFID Y 3 v 7 XTT
T 7 4 TR RO B L, MK EFERETHY . AFEEICL DY 27 B3Mio
PEE LB L TEWEIZEZ DR, LIALARRS, fKICya vy 7 UETF 74 7%
ARV TEEANE G XD BBLL D DEKBIERTH Y . FAELZMHEIICTHMTE D HERN
RNTeD, FEEOMH EOFEEESBIC, IRICE () ICEHE L,

3. fHAEAEH
(BERER) (BFHICEET D Z &)
SEHN 4 5 B RAE R - & Tk HEFF -

fE BRIA 1
HMG-CoA i# | AH| & HMG-CoA iEuEEE L ER 2 B TP L2 RBRIZR S | BFARE
TCEERILER | T D, AARGTIEIND OEADOKRIEZERT 5 L,
ILVTZy Uy | KRIEUNT 7 U o BECIH LIZRBIIR TS, A | PR
DR Al 5-BRMG R H TP ISR E =2V 7952 &,

(B ER L)
HMG-CoA 3% jr ¥ 4 [HE |

A K OV HMG-CoA 38 el 52 [ A & OF 8 5 U 72 A EE IR EBR (DAP-STAT-01-1035%) Ti
Y BAEF I DN -T2 b DD[2.74.53 TH], Wh b CPK AR D N5 HAITH D
7o, AFOFEG- 1L, HMG-CoA EITFFEEAOKRELZZE T2 Z L4, W DOIRMNCFEHEE
BEIC, WICE () IR LT

N7y

INT 7 Uy, REIE BICEAMBERENEND, BWAIORIZIZIRY BB - 3K/ AAE
TR b2 -72[2.7.4.53 H], LrLans, A&IX, Ao E7a ba v e i (PT)
ER SOIXERMERELL (INR) HMEZ RS D2 ERNHL-O[EES54: 11, AR EULT 71 v %
ORI 25008, AFIE GBRGHE A MISHRLEE 2T =2 V) 745 2 L&, I OBA
FEEBEZIC, IMIGE () IR,

1.8 UsfHeE ()
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1.8 WAXE (B

4. AIWEM

[E] PN C 3 L 7= FE3Et FRERBR IC B\ T, RARMEMAT R G 519951 1161 (11.1%) (ZRIEH TR
v, 16451 (16.2%) |ZEFRRAEMEORIEH 238D b vz, £72H Ol AST (GOT) EH 741 (7.1%) .
ALT (GPT) EFH7HI (7.1%). @226 (2.0%). FE26] (2.0%). THI2fE (2.0%) . i/ ek
W26 (2.0%). AP ESF261 (2.0%). CK (CPK) L5261 (2.0%). AFEEERESE 2451 (2.0%)
Thol,

AME CEE N L 7 B ME M OV MR Dy N IR S & 6 BRI L 7= SRR AR L iR I o T PR fif b
St G 1200 th 4248 (35.0%) ICRIWER N ZRO Hiv, b old, CK (CPK) E&H641 (5.0%).
AEAB] (3.3%). THIEARB3B] (2.5%). 36 (2.5%). MU o 8m3f (2.5%) THh-olz,

SME T IEHE U 7o BEHEE RS - WO LRRERYIE 2 3BT L 7220 D FEHEk PR LSRR ) N2 D 3Ry
FERERRBR I T, R RVERRNT TG B155061 59961 (18.0%) IZRIERARD Hiv, E2b Dl
HoL1361 (2.4%) . CK (CPK) E&F-1261 (2.2%) ., M&AH:1061 (1.8%). THIIBI (1.6%) K OMERE
761 (1.3%). FIER7B (1.3%) Thotz,

(1) EKRZ2EIEM

) YavZ - TFHF7407F%—FFER (1.0%) : vav 7 « TF 74 7% —IERND S
PIDLZENBHDLDT, BEELZ STV, BENBOONTGAICIE, BEHEEZHRIEL,
WY 7B AT ) Z &,

2) BEREUTHRMAEE (BEEERE) D BBUTRMAIE S H LD Z ERH DO T, BlEE T
1TV, AR, B, CK (CPK) i EF-, Kk RFIA 7y EABEO b
BElix, EEPIT 5 CME R EETT ) Lk,

3)  GFERERVEMGZE (EEERB) D KA G2~ %, FEEN (KBRS MEIERER IR, OVE A
PERTIRAE 2 £F O I FRERVEI R DN STV D, TS DIEIRSCIEN H B b= Ha1c
X, &E52FIEL, 2F AT oA NEEFEOMYRAEZITH Z L,

4) K=o —v— BEERH) D K= —a =R b bbb Z L B DH D
T, AARBGHIEREMNE = 2 — 2 R — OB L OERICER L, ZEPZBO 6N 5E
WX, HERIET 572 CEORAEEITO Z &,

5) BAE BHEERH) P BRSO EEATREERD DN ERHLHOT, BEE |
ATV, BENEO ONTGEICIL, 52 FIET 572 CHEURAEZITH 2 &,

6) TABEVERR GEERE) BV BIEERGRIT, #7 h~A v EETIRET R TOHHE
O LD HE SN TWD, BIEMERIGRA DY | MEEZEN R SN
%, AR OG- HIETHEYRAELZRETHZ L,

D AEICBWTERD LA TN D,

BA

1.8 UsfHeE ()
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BT h~A v EEFH
1.8 WAXE (B

(2) ToOfORITER
WD & D BRIERSUTRE DN H & O HaI2id, WERAEZITH Z L,

FR¥E,BEE 2~10% HEEE AR D

JEYSIE B OV A tE PREGERYL . BRI, v DA R B IE

MR RO /R EE B REEINGE, AFBREREEINE

R R O s, BB, BAOBER

FEphpE RE, FIRAE

R EE FEIEO E V., B, SERUE. IRER. R E

H R Ok D £

DB SRR

ifn A e L, AR E, IR

BB E T AL, e, WEt, S5, e BRI I8

R, B, L, HIERR
JHF R R b P
R B R OV TR E | W FREERE, 2895, =RRIZS | /NKIEKE MR 5
CREBEME S 3 IERE )

B R M ONE A Rk VU, KR, e, BIETE

B

B R ORI E el

FEBER M OV LR R E Jig 7%

EHEE RO RET | B HESRE, RSN EOG, IR RS

KEHE

il R AR AT JFHrem A 2% (AST (GOT) & | mf 27 v 7F=r F5-. INR #, LDH | 5H-*
HALT (GPT) E5H AP ER), |2, Yr hor B UEBTE, P I4s ot
M/ MEEGE A . CK (CPK) F&-, | v R RHP I+ ey L5
I BREREEM

H1) AEICBWTERO BN TW5D,
E2) ENICBWTHR D LN TWD (1.0%),

(R e L)

BIWEM & LT, EWNEIHRE (00288) T 7 h~A 258 (4 mg/kg B & U6 mg/kg
#) 226100 B BT RIER 2 IRA S0 (R) ICRi# L7,

Fo. FEARANTORNWER & LT, HEIMAE &K OGS D IR 2 x5 & U 7= WS 5 TLAH RU5R
(0102558) TAFGHEIT2%LL 2 & 2072 BIE I QN A HEME SRS - 8RR AR AR YUIE & 52 &
L 7= ygsh S AR RER (98017, 990155k & 19801B iBR DU &) TAKIE GREIZ 1%L LA B

T-EWERAZGEH LT,
ERRBEWERE LT, MNRA CEICEEEOHLEMERD I B, LLFORFICERETNEER|IC
DWW TELHE L7z,

ayZ o TFT T4 7FU—RIERE LTE, ERNHIFERE (00238) T7 )77 1 7% —
Ta w7, EAVEIRRBR CEEDO T LALX —Ji (9801385R) 231451, B O 4F FREREE N
HE (9901FR) DIPIRE SN TWD, TF 74 7F =Y a v 7, T LILF—RIE K OUf HERIE
NIE A 3 T BOE O FBUSH LIRS | AR R TH H 2, ERREWEH CTH L7, ik L
77
RERCHRARIE 1, AHIO 2@ AV EREHIEE TH 0 | SRR TR EU 72 23 & 4%
BRHRARIE DOWRE N o D70, ITCE () ICidk L,

UFREERVENT I B L T AR TORNERTEAFRHFE#IZ, FDA 23, s CHli iR (258 L7 4f
FRERMEMI R OFFEFRIZET 21EHRN S, BE L OERBERE (RN KD U 2 7 12T %
1.8 IRAE (R)
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BT h~A v EEFH
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WHZRM Lz, ZOWmMEZIT, A THARFERIKT DL 2MEOEEWE V2 &I L,
WA (%) Icit#L7,

K= 2 —m X —i, ENEERRER (0015008 )% R002:ER) TIEA bR b DD,
AN EE IAHERER (98015 Bk, 990155k & VN01023858) TIEL 7 h~A v U FHIZL D HI10%IC [
RRFEE )] OFHFEERNLLNT, TRTOERPBENLPEETHY | KEITTRRIER 51
MR EIE T, TR & O R REBHE S E S72[2.7.4.2.1.7.2 TH], RRYHREISHE 2 31 L 7= 12
S 1 FHEABR (DAP-QTNC-01-06388%) Tid, KifME= = — /N —IZBE T 5 M ReEE 2355 %8
INDZ &lEeno72[2.7.6223 H], Fio, FFMIRLEMERBR T, R =2 — /R —)
ROHNTND[2.6.6 H], ZNDHDFRERNG MMM TEEZSHZIT, IMICE (R) Tl
77

AL, WA CTHIRBICENICHE SN TR Y . BABENTHAMEY) 20L& 23T b s
MO T GEICEER TR ETEDAREMEN S D720, WA CE () ([Cii#i L,

BIEERBRIL, X7 A Y U EERIRETRTOREEOHERIC I v REENTEHY | H
WEEEREER (00130088 J (R0025RER) Tl bR d - 7o b OO WS 22 e MEE Hm & £S5.3.6:
PSUR]|CZ B A NY YT L T 47 4V TH (CDAD) FDOHRENH D Z Enn . IRACE
() Tit#i L=,

ZOMOENWER & LT, ENEIAHRER (002885) TAAINES Ihiom (9961) o5 H2%
P bR BN RIVER 2 iR SCE (%) ISR L7z, ERZBIVERA SUTENE AR (002745r)
TAAKINE G S BE (9961) D 9 H2%LL FICHE LRIER LSO, AT SCEICTHE S
NTWDENWER Z, BEAHORNEN & UTHRMAE () Il L,

5. @l ~OE G-
B IR AEFRERENME T L CWA DO THEET S Z &, Cleg =30 mL/ min O & #iiE T
XA EREII LB,

(B ER L)

EINEEAR SR (002788R) TiX. @ilnd (65mLl L) OFAMEIC, Il (65Alm) & D%
1T BN -72[2.7.3.3.3.1 TH],

HESMEE R SR (DAP-GER-01-11) [2.7.6.2.9 TH|TIL, ¥ 7 b~A v >4 mgkg 1 B 1A D% 4
PRSP 2RI OB L i LR, @ig (750 E) ROEHEHR (18~305%) TOX 7 b
<A VU DREEF ORI TNG B ThoTz, Mg ORWBEEIL, B4EE L OEN
Aot (@ElE T, X7 b~A 22D AUC) 2358% <. Z VT T AEE T VT T AN
35~41%KV ), ZAUE, mEE CIE—RICBRENME T L TS 2 LItk 26D THY | mild
TOREMER OB EMEZTRG Chololed, FMOHIZESSHEORHBEIIAE LB X -
[2.7.4.5.1.1 1H],

B T ICBREEENME T LTV D Z L 2R, EEMED D, BFE (B ([Cit
L7z,

1.8 UsfHeE ()
- 17 -

Resfricted
R € Confidential
Himited access
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6. Ifhi, PElw. RILIMEFE~OEE

(1) A0 U L TV 2 AR O & S s N1, IR EOF RN EREZ EEl 5 &l s
LB OREESTHZ L, URIRTO®REGIZET 2 ZEMITMAL L TW2RW, EIRT v M
BT, ¥ b~ A 3B EZ@ET 52 L nROLNTND,]

Q) BTN EE TR T HHAICIIRIL 2T S5 2 8, UEFIHEICT, & M
FLHFA~ET b~ U DMEIERE (0.045 ng/mL, FLITHEERE S MAEFREL 0 0.12%) TK
1195 2 L@t sz, )

(R ERAL]

i b, PESR B2 ILIH A~ OARF B 5 X DRI L T2 8 R 2 IRA SCE ()
WZRLE L7,

AENZ, dhw, PEf, RILmAZ G LT, @RI e3E L, 0% B S U7z BRREABR
i LTV, s, MRS TIIREE TIE. 2001 DU REIR ~ DGRBS B D A3 Fehl e etk
FOBEFRHITHRE STV,

KAz G ST BRI OFEFIREIC L D & AANT e FREELHIZH T (0.045 pg/mL) ITF
T2 ERROHLNT[2.7.4.5.4 TH],

FEEGIR B REBR CIX, 4EIR 7 v N CARAIN R A BT 5 2 EBRO LN TND [2.64.4.3
H],

INOORERELY | IR ATAENR LTV D ATREMED & 2 NIZIiE, 169 ORI IER fGRTE %
EFES LW ENDGEICOREET D2 L RATOmANIEET D56121E, RALET S
LI L%, HEFHE LUOMIXE () Ici# L,

7. INRE~DOERE

INREENT KR D MR OB PRI L Cuvieny (ENTOERRRERA 22\, (TR EhRE)
DIEZ ]

(B EARAL]
HARNNESDOAF OB GIERD RN L, ZTOEZER LIZ, ok, R T/
ROBEMERET — 2 PFOLNTWDH T2, IIICE (R) o [HEyEiR) OB L,
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8. FSPRIR ARG R\ MAT T R
B FHHZ T F o R T T AF VR EFWHIEICB W T, £ 7 h~A v romiEf o

ERERRIIC Hoomnaa. g b REKGFHSAERT 1 bu vk (PT) TR MK

OVEBREEARELE (INR) MR AOND 2 ENd D, BIETHIEZ M a0 R T T AF oK E ¥

T hA O EAERIC L D AT EO PTIER L OVINR #1iX, 47 b~ A v o

FES BT 75T PT U INR A H OB 2 8IS 5 Z LI K0 AletE 2 i/ MRICTE 5, L

L. R 7ETHHEEEREZS &’ T rRER+218H D,

AN HUZ PT T INR BAEFIZE WG AT, UTFEIT9 ZEREFE LU,

(1) 2[EBHURBEOARAE G ERT (F7 78 IS8 L, PT XX INR OFHliZ 80 k3, ~7 78
O PT XL INR A FAEL Y bEEEFICEHWEAICIE, Mo HFIEIC XS PT U INR OFH 4 %
RS =

(2) PT UL INR OBEEMHZ 5| & Z TR W TEHMET 5 2 &,

(R ERRIL]

AR OEGHIZ, B B RBEKRGFONOHEER 7 7 br o B UFHE (PT) EE K OERERE
#LE (INR) BEMAA LD T ERHDHT-D[EES.4: 1], PT UL INR OGS A2 52
HOFEEFHARMGE () it L,

9. WEKYG
ARENIOMMERGDEDONIZ G ITBEOREZTER B L, LEIDS URREETTHY 2
EWNEFE LW, AN, MKENT AR TR EO15%MRE) XITIEBLENT (48K TRI11%
BRE) IZX 0 IEAPDESICRES LD,

(B ER L)

FEHARANDT — 4 TlE, AFKI8 mg/kg K V10 mg/kg 1 H 1[014 H 4% 5 02 2 K O BB ES R
SINTVDLHDOD, A TH6 mgkg 1 H1EEG 22 2 HEITKRE I TWRY, 207D,
ANFH D8 B 5 W O ScF AL T 15 KO8 DAP-00-017& 8% C 0 MGE AT AT IEIEHT T OB ER[E R
5.3.3.3.4:0001) &2 IR 30E (%) ICitHi L7,

1.8 UsfHeE ()
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10. 4 EoEE
(1) #REJ5s
1) AHNAA T ZHETmL OAEBREE IR Z P> < 0 S M2 TEM L, 50mg, mL O &
T 5, B, ELHLEMZ D720, IR XATEFEZ O NS 7T ITBLLLIRE ST,
LT OFIRIZHE > TS 5,
= 2 O I ERIZ B A T,
AEBRIIRTML Z 3 T IVONBEZ ST Db ERNHpo < D LIEAT D,
NATNEPSL Y EEILANOH X IIHEEZ oIl b w5,
WIRT 5 £ TR0 RIEHET 5,
B o< 0 L T EET,
SERNCIRR LT 2 L R T 5,
2) )OW®WKE, SHICABRRK AR LERT S,
3) FRBITESCOIHERT L2 &, b, ROEATRELZLELTHHATH, AL
%, HIRTIX1R2BFBLIN, BT 2~8C) TIT48HRILINICE A+ = &,
() A
REWNR RN L& B CTHERT 52 &,
(3) F A
1) AFNIABEER L OHEY 7 VR E TR A R TH D,
2) TFrROBEZECHAERRLFIBEEFTETHD.
3) BLAWEMEICOWTIHR S NIZT —Z L=, o3 % R — Dk 7 A > %z L T
[FIRFIZIEA LN 2 &, oD 3EH 4 [Fl— Ok 7 A > 2 bl E AT 258121, RAE
b = 720 (RERERCUIARE Y v 7 VR) & ARRI O GRiRICEIR T A >N
WZid Z &,

[BEARIL]

AN, FEAVEDR D D720 TRAFEFICHL IR E O L2AaWaE, EAIMRFIEICEENLETH
B i, AEEHER OB v/ VRS RRATTRETH 0, 7 K UM% ST B
THLHT b v R (RE) METT D2 L8RS TOND[23P2 H], Lizi>T,
BRI L OB ) 7 MRL ISR A RE TH D Z & & Cubist LD CCDS[##}5.3.6:
PSUR|Z B 5T, IRAISCE (R) ISR L7,

1.8 WRAFSCE (%)
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11. ZDMMOEER

Ty PEOA XNZEBNWT, X7 h~A o BEICX 0 ERANICEENZ LI, DO
WIHCELITRD SN2 oTz, O bIE, FEERAOICERBOEE X THESREZ R L,
mimwj®iﬂ%&ofmtoﬁﬁm&0@ﬁ HEMIE I XRR D B o T2, R LRk A ZE
bz ETERH~ORETT T, T v MIBWTREZAGELN K O XIZBWTIREER 1 1HE B
NIZsER2IZEIE LT,

Z v FEROA XIZHBWT, KIEHRICE (RO EMEG 2 2L, il ba2tr 2%
bolc) DAL, ZOEITI AR —L0 L EHE TR b, RGO EERY)
IRBIA XTI L7z & 2 A, FEEMICKRIER6 » H LINIZEIE L7z,

[F%EARi)

R BERBROMBRICESE | AR TTRINDEBMELE ZTORME L TEBH~OREBL D)
KRR~ OFEL | FEEMREOD, IACE (8) IS Lz,

BT ~DOEEIZONTIE, Tox 34RBRICEBNT, 7 MIF T h~A %0, 5, 20, 40X
1380 mg/kg/ H O HETIALE, 1~3% ARG L7 [EF14.2.3.2.13: Tox34], #51%1% 03
% O F R OS5 FRARRR A ZE L & LT 40X 1080 mg/kg/ H BE TERRIEIRS> CPK @ L5H-%
PEDZRVVER I DM R O FAEBR DRSO bivlc, L LR 6| 4B ORER , JHEBHE 7RIS
BRMITERIZEE Lz, £72, Tox S2BRICBWT, A XX T b~ A %0, 25, 50, 75
X1%100 mg/kg/ H O HETIH1EL, 14HBEARNE G- L7 [EEH4.2.3.2.15: Tox52], 5 1CBE L7
BRI ~DEEL LT, TNHLDXAT h~A 2 BERIZ CPK DOK2~K11042 D FF-J U5 FRAE
PR 72 BT OB FHABRPTRD S, %&Ummg@mmmm%ﬁfi%ﬁﬁhkbf
BADBIEINT, LLRBG, 1LEMOKRER, BRG~OZEIFERICEE Lz, Lk
ST, 7y MROA XNZET b~ A v o & EFIRNR 5%, GBI U7 B A& i~ DR
RO NN, TNENAKONE B ORER%G 52208 Lz,

MR~ B DN TIE, Tox S2RBRICEBWT, X7 b~ A oG ICBEE L7z ik~ 8
DR A A X &2V T L2 [E8H4.2.3.2.15: Tox52], { XX 7 h~A %0, 25, 50,
7513100 mg/kg/ H O ETIAL1E, 148 M#FEAIRNE S L7z, 50 mg/kg/ B EETIE, W BEHMETHY
Ak & U THRRIEIR OB REREE & (D 720 T R EE Db SR 28 1 703 58 @%nkoﬁﬁmemM@
A O JHERE TR R B ISR ARER (REBT) R OVERVEB R R REFE E 2 > T e,
PRARIT KT 2 52 R 00 [BI16 B2 |32 DR oD B i | @ﬁbka@ikh&®%%ﬁﬁm%£&z
WBHEIDANIZIEE LTz, £72, ERAERPRZRHEM S92 0 A UNICIEF#ENICRE > 72, Kt
P DOERFRAME S L T 6 HUNIZTEAIZEE Uiz, BIRICE T 52 (fd TREZRI Y v
DIER) 1TEEToH ARICHALNTZN, FFEL TND Z 0L )R bIC IR 72 R
WEHIBT L2, L7edi o T, IR3EE%Z6w HRINIZ 246 OZKIXIFTZERITENE L,
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1.91 —fREEFF (JAN)

< JAN UL, “FRR2145(20094F) D12 H 28 H A SR AR 122855 15512 & 0 @A S 47z,

JAN : (AARL) #T b~A

(& 44) Daptomycin

b4 - (AAR%)

N-(TH ) ANVYL- b U T BT 4 V-D-T ART F =)-L-T A8V F)b-L- |k LA
=T YN L-F N =F )V L-T AV F)L-D-T T = )L-L-T AL F )L 7 1)

2V-D-& U V-(BR)-3-A FIL-L-Z NV HZ I N-3-2-T X ) XUV AN L-T T =
1.13534-7 7 v~

(I 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

feEE A
0

L-Trp—D-Asn—L-Asp —L-Thr—Gly—L-Orn—L-Asp—D-Ala—L-Asp—Gly—D-Ser

|

CHg3

7373 0 CoHigiN17056

AN

57 f & 1 1,620.67

1.9.2 EFF—#&% (NN)

* r-INN (X, daptomycin & L T List 29 (WHO Drug Information, 1989, Vol. 3, No. 3, P. 4) [ZIX#{ =
iz,
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110 HE - BEREOREFRAEROE L O

1101 HE - BEFOREEEEHOF LD

# 1.10: 1 BX - BRFOHBTEEEHOTLYD

L4 - Bl

N-T 1 ) A WYL 8 U TR 7 4 DT A8T X = LT AV F L b LA =
NI N L-F N =T )-L-T A7)V TF)V-D-T7 T = )b-L-T A7) F )7 U b
D-t Y V-BR)-3-AFNN-L- T NHE IN3-2-T I )XYV A V)L T F=2 113
—34-7 7

o)

L-Trp—D-Asn—L-Asp—L-Thr—Gly—L-Orn—L-Asp—D-Ala—L-Asp —GIy—D-Ser—‘

CHs;

&
anj
o
gt
78

<3 i~ [ e >

BT b=V ATRIEDO A F V) Ui AT RO EKE (MRSA)

< SEE >

PIMAE RGeS . RTEME R B IRYE . AME - BME I VTR O IR
e, UH A - BB O ZIRGEG

M- & [RCAE . G DN R D355 ]
WH . AT E T h~A v & LTLHE6 mg kg 24REH Z & 12305y 737 T
SRIREET 2,
[RTEME R G IEGIE . SME « BUG R OFARAIE O RIS, V6 A - {EB O IR
B DA
W RAZIZE T h~A & LTLA A4 mg kg %2485 Z & 1230557 F T
SR EET 2D,

BISEE DTS

iE

iR kO | UK ¥ T b~ A

HBSY - 4

BH 0 F 2 B EEM3S0mg (1A TAHICE T h~A & LT350mg &

=% )
ks A M LDy
, KT FRRPN

B 5] (mg/kg) (mg/kg)
~UA 32 — 3:866, 2:703
A > Q:>700 31142, 9:159
g X 39 — 3 2:>200
L 39 — 3 9:200
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BT h~A v EEA
1.10 ¥ - BEEEDOIREFRAEROE L O

miE (FeE)

Hak
#h 5 5 MEFEME R L
DA 11 R (mg/kg/H) (mg/kg/H) ELPR
L5 20, 40 B OPEEE K OVEE B, T
Fv b |35 A | FHIRN 86 YETY 1 4920 SR LRz o zefaflk., B
DA, AR
N . CPK. AST X ONALT 5. &
» X 3# A | IR | 1. 5, 20 3Q:5 Ve
WUZ 1% A | RN | 1. 5, 10 49 :>10 Pridze L
e
w5 e Beha MEFEME R L
i—
B ] RS (mg/kg/H) (mg/kg/H) PR
Zv b | 6xH | #IRN | 2. 10, 50 39 :10 BFRHENE, FE
CPK. AST MM ALT E&H. &
KA e ONE OZEVE A
~ X 6% A | AW | 2, 10, 40 39 :10 5 BLg | T K ONE BN PR
R FE DD A P e )Y
Beg i o R 2 M
&I EH BIVER T s R AR A A R R R B
AT <A 117996 (11.1%) 2T h=A v 16/99%1 (16.2%)
BIVEHA O % (%) fife R A A S D RS % (%)
FEH 2 (2.0%) AST (GOT) L5 7 (7.1%)
A2 2 (2.0%) ALT (GPT) L5 7 (7.1%)
T 2 (2.0%) /RS 2 (2.0%)
TS PESERRIS 1 (1.0%) Al-P L5 2 (2.0%)
E-R2 1 (1.0%) CK (CPK) L5 2 (2.0%)
VRIE 1 (1.0%) T ERER B N 2 (2.0%)
2 1 (1.0%)
K7 LT I v e 1 (1.0%)
TrF749%—avs 1 (1.0%)
BRI ST-T 24k 1 (1.0%)
Eayan MSD RSt (IHE A R RS A
1.10 I - BRSO EREEHOE LD
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3.2.S Drug Substance

3.2.S.1 General Information
3.2.5.1.1 Nomenclature
3.2.8.1.2  Structure
3.2.8.1.3  General Properties

3.2.58.2 Manufacture
3.2.5.2.1 Manufacture
3.2.5.2.2  Description of Manufacturing Process and Process Controls
3.2.5.2.3  Control of Materials
3.2.8.2.4  Controls of Critical Steps and Intermediates
3.2.5.2.5 Process Validation and/or Evaluation
3.2.5.2.6  Manufacturing Process Development

3.2.8.3 Characterization
3.2.5.3.1 Elucidation of Structure and Other Characteristics
3.2.8.3.2  Impurities

3.2.8.4 Control of Drug Substance
3.2.8.4.1  Specifications
3.2.8.4.2  Analytical Procedures
3.2.8.4.3  Validation of Analytical Procedures
3.2.5.4.4 Batch Analysis
3.2.8.4.5 Justification of Specification

3.2.8.5 Reference Standards or Materials

3.2.5.6 Container Closure System

3.2.8.7 Stability
3.2.8.7.1  Stability Summary and Conclusion
3.2.8.7.2  Post-approval Stability Protocol and Stability Commitment
3.2.8.7.3  Stability Data

3.2.P  Drug Product
3.2.P.1 Description and Composition of the Drug Product
3.2.P.2 Pharmaceutical Development
3.2.P.3 Manufacturer(s)
3.2.P3.1 Manufacturer(s)

3.2.P3.2 Batch Formula
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3.2.P3.3  Description of Manufacturing Process and Process Controls
3.2.P3.4  Controls of Critical Steps and Intermediates
3.2.P3.5  Process Validation and/or Evaluation — Manufacturing Process
3.2.P4 Control of Excipients
3.2.P4.1  Specifications
3.2.P4.2  Analytical Procedures
3.2.P4.3  Validation of Analytical Procedures
3.2.P4.4  Justification of Specifications
3.2.P4.5  Excipients of Human or Animal Origin
3.2.P4.6  Novel Excipients
3.2.P5 Control of Drug Product
3.2.P5.1  Specification(s)
3.2.P5.2  Analytical Procedures
3.2.P.5.3  Validation of Analytical Procedures
3.2.P.5.4  Batch Analyses
3.2.P5.5  Characterization of Impurities
3.2.P5.6  Justification of Specification
3.2.P.6 Reference Standards or Materials
3.2.P7 Container Closure System
3.2.P.8 Stability
3.2.P8.1  Stability Summary and Conclusion
3.2.P.8.2  Post-approval Stability Protocol and Stability Commitment
3.2.P8.3  Stability Data
3.2.A Appendix
3.2.A.1 Facilities and Equipment
3.2.A.2 Adventitious Agents Safety Evaluation
3.2.A.3 Excipients

3.2.R  Regional Information
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[&H3.3: 1] BSE risk assessment of Cubisin. FEPNE R
[&#3.3: 2] Characterization of daptomycin active FENE R

pharmaceutical ingredient Lot

431-BY014.05-2 and Lot 990012-005/8).
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[&F}3.3: 3] Comparability study of daptomycin active B R
pharmaceutical ingredient manufactured by the
original IND and proposed commercial
processes.

[EH13.3: 4] Comparability study of daptomycin drug FENE B
substance manufactured by-and by-._

[&£13.3: 5] Comparability of daptomycin drug substance P& R
manufactured by and

[&F#}3.3: 6] A21978C, a complex of new acidic peptide Debono M, Barnhart J Antibiotics.
antibiotics: isolation, chemistry, and mass M, Carrell CB, 1978;60: 761-77.
spectral structure elucidation. Hoffmann JA,

Occolowitz JL, Abbott
BJ, et al.

[&£13.3: 7] Amino acid sequence analysis of daptomycin. FENE B

[&#l3.3: 8] Additional information on two-dimensional FEPNE
NMR , on proton chemical shift assignment and
amino acid proton labeling and on C13-NMR
with corresponding assignments.

[&£13.3: 9] Daptomycin amino acid stereochemistry FENE B
determination.

[&#}3.3: 10] | Daptomycin biosynthesis in Streptomyces Miao V, Microbiology.
roseosporus :cloning and analysis of the gene Coéffet-LeGal M, 2005;151:1507-23.
cluster and revision of peptide stereochemistry. Brian P, Brost R, Penn

J, Whiting A, et al.

[%F}3.3: 11] | Verification of stereo specific configuration of FENE R
asparagine (Asn) in daptomycin.

[ #}3.3: 12] | Validation report of- method-, N R
"The identification of daptomycin in active
pharmaceutical ingredient (API) liquid and
finished drug product by UV method".

[%#}3.3: 13] | Validation report for , "Ftir ID testing of _ FENE R
daptomycin API (active pharmaceutical
ingredient) solutions".

[&#}3.3: 14] | Validation report for-, daptomycin FENE B
related substances assay utilizing the

[%#}3.3: 15] | Response factors of daptomycin related P& R
substances at

[&#}3.3: 16] | Validation report for intermediate FENE R
precision.

(eet33:171 | |l cMC Supplement, CBE-30. PGk

[&#}3.3: 18] | Validation of the GC method for the &R
determination of residual isopropanol in
daptomycin API liquid.

[&#}3.3:19] | Validation report of endotoxin limit - FEPNE B
determination in daptomycin API samples.

L1210 IfTER—F%k
-3 -
N

Himited access




BT <A EEAI
.12 RfHER—%&
1.12.1 iRfAHER—EFR

T AR 5 ZA R~V EH Pk
[%#}3.3: 20] | Validation report of microbial limit - FENE B
determination in daptomycin API samples.
[ #}3.3: 21] | Validation report for the confirmation of potency FEPNE R
and concentration in the absence of an internal
standard.
[&#}3.3:22] | Method validation report for HPLC potency _ FENE R
assay for daptomycin active pharmaceutical
ingredient (API) liquid.
[&#}3.3: 23] | Validation report for the validation 0_ FENE B
anc- intermediate precision.
[ £}3.3: 24] | Manifold/BPC ). FENE R
[ #}3.3: 25] | Stability of Cubisin” under autoclave conditions. FENEE
[&#}3.3: 26] | Solution manufacturing holding time study: FENE R
daptomycin.
[ #}3.3: 27] | Validation report for the re-validation of FENEE
-, "identification of daptomycin finished
drug product by infrared spectrophotometry"
using attenuated total reflectance fourier
transform infrared (ATR/FT-IR) spectrometry.
reeet33: 28] | |l cMC Supplement, CBE-30. PR
[&#}3.3: 29] | Validation of the LAL bacterial endotoxins test FEPNE R
for pharmaceutical products chromogenic
method.
[ #}3.3:30] | Validation of the container closure integrity FENE R
method for cubisin drug product at-
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[&FEH4.2.1.1.1: Daptomycin penetration of bacteria. FEATE
DAP006MC]
[&FH4.2.1.1.2: Daptomycin binding to human tissue culture FFA B
DAP007MC] cells.
[&FkH4.2.1.1.3: A E BRIR 2 BE MRSA HRkD I | sk
AAC.A3021] Daptomycin (MK-3009) (Zxf3 2 @& MEE. | [IIIEGEGR
[EkH4.2.1.1.4: mamsE (27U vitEEey Kok | | A e
AAQJK3027] (MRSA) (2 & 2Pz - #imsfodvie, |
T IMAE e OVA 1 SR P D PRI R 2
Gl LT, MK-3009& Ny <A 2 DR
PER O L2 i o720 0, FIFHES
FRIEAE 2 LBRER) (BT DAY MR A
— FERR SN E LG RE R— —
[&FH4.2.1.1.5: Antimicrobial activity and spectrum of FFA B
Report_Sader_2(I daptomycin: results from the surveillance
l] program in North America (2(.).
[&EH4.2.1.1.6: Microbiology of antibiotic compound LY 146032. ﬁ:- ZEER
Report Preston 19
]
—EQ*JA.Z. 1.1.7: The in vitro activity of daptomycin and ZEE R}
DAPO016MC] ciprofloxacin against 28 clinical isolates of
Bacillus anthracis.
[&F4.2.1.1.8: Comparison of the in vitro activity of FFA B
Reportl 98707.] daptomycin determined using NCCLS and BSAC
procedures. (GR Micro Internal project No.
1V107/24/99)
[&F}4.2.1.1.9: Screening of genomic libraries for genes FEATE A
DAP0O0SMC] contributing to daptomycin resistance.
[&FH4.2.1.1.10: In vitro susceptibility testing of daptomycin FFA & B
Report Verhoef 2 | against European gram-positive isolates.
]
%*44.2. 1.1.11: In vitro studies to evaluate potential factors 2B Gk}
DAP_MICRO 03 | affecting daptomycin potency including
.] vancomycin exposure and the susceptibility of
glycopeptide-intermediate S. aureus (GISA)
strains to daptomycin.
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[&rH4.2.1.1.12: Daptomycin stability Report. No. 2(.-0214: FEA B
ReportiLaiiz(.] Stability of daptomycin in water and buffer at 2

mg/mL stored at room temp., ref., and frozen

conditions. No. AR2(.-0158: Daptomycin

stability in various broth conditions incubated

over 48 hours at 37°C. No. ARZ(.—0206:

Quantitation of daptomycin in micro plates.
[&F}4.2.1.1.13: Reversible binding of daptomycin to human R R
DAPO025BA] serum albumin, and the effect of protein binding

on bactericidal activity.
[&rH4.2.1.1.14: Effect of inoculum density on the MICs of A B
Report Snydman | daptomycin.
2041

TQESM.Z] 1.15: Bactericidal activity of daptomycin against S. FEAT &

DAPO9OMC] aureus and E. faecium.
[&KH4.2.1.1.16: Daptomycin in vitro bactericidal activity against FEAE B
Report F uchsﬁ2CI enterococci.
|
[&FH4.2.1.1.17: In vitro activity of LY 146032 alone and in ZEER
Report Adam] combination with beta-lactam- and

aminoglycoside-antibiotics. Research

Laboratories Study Abstract: in vitro activity of

LY 146032 alone and synergism in combination

with other antibiotics.)
[&KH4.2.1.1.18: Evaluation of the potency of daptomycin in 2 Gk}
DAP_MICRO 05 | combination with other antimicrobial agents in
.] vitro and in animal models of bacterial

endocarditis.
[&HH4.2.1.1.19: Daptomycin pharmacodynamic efficacy modeled FEA & B
DAP026MC] against clonal isolates of Staphylococcus aureus

of daptomycin MIC values of 1 to 16 pg/mL.
[&#}4.2.1.1.20: Study of daptomycin in a rodent model of FEAT &
DAPO12MC] bacterial hematogenous lung infection.

4212 EIUH) SRR
PR L
4213 LZAEMHEMRER

VRl B YA b 3 #5750
[&FH4.2.13.1: Cardiovascular, respiratory and neuromuscular - Zan FEAmE B
G/S_Pharml] effects of LY 146032 in anesthetized dogs.

[&k4.2.1.3.2: Central nervous system effects of LY 146032 in -ﬁf AL
G/S_Pharm?2] mice after intravenous administration.
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[&k4.2.1.3.3: A study of the acute effects on urine and - - AL Bk
G/S_Pharm3] electrolyte excretion of LY 146032 administered

intravenously to female Crl: CD (SD) rats. .

study No. R14385)
[&FH4.2.1.3.4: A study of the immune response in CD-1 mice - an FEA & B
G/S_Pharm4] treated intravenously with compound LY 146032.

@ study No. M04485)
[&K+4.2.1.3.5: General pharmacological actions of daptomycin. | ||| | | | P o
G/S_Pharm5]
[&F4.2.1.3.6: Pharmacological evaluation of LY 146032 in -H: FEAE B
Tox36] isolated smooth and cardiac muscle preparations

in vitro.
(& kk4.2.1.3.7: In vitro studies of LY 146032 in the | B AT
Tox37] neuromuscular junction. (- study No.

PM8812)
[&k4.2.1.3.8: In vitro studies of daptomycin in the male -H_ AL & B
Tox38] Sprague Dawley rat phrenic nerve/diaphragm

preparation. . study No. PM8902)
[&#4.2.1.3.9: Lack of calcium ionophore activity by LY 146032 -H: BB R
Tox39] in sarcoplasmic reticulum vesicles.
[&F}4.2.1.3.10: Effects of daptomycin on cloned hERG channels _ FEATE A
Tox55] expressed in human embryonic kidney (HEK)

cells. (il study No. 010801.DvQ)

42.1.4 HIJRQ SRR B AR RABR
A% R L
422 HyEhresliR
4221 SHTERONY F—v 3 vidE

N ERRE ZA4 hv EH Pl 2% DR
[&FH4.2.2.1.1: Microbiological agar diffusion assay for -ﬁ G R
ADI] daptomycin.

[&K4.2.2.1.2: High performance liquid chromatography - - BBk}
HPLC1] determination of daptomycin in plasma and

urine.
[&#4.2.2.1.3: Cross - validation report: HPLC analysis of ZELER
DAP0004] daptomycin in dog plasma.
[&K4.2.2.1.4: Cross - validation report: HPLC analysis of ZE Gk
DAP0005] daptomycin in dog urine.
[&F}4.2.2.1.5: Validation report: HPLC analysis of daptomycin ZEEG R
DAP0006] in rat plasma.
[&k4.2.2.1.6: Validation report: HPLC analysis of daptomycin ZE Gk
DAPO0007] in rat urine.
[%&#+4.2.2.1.7: RI] | Test article characterization for lots of 2B Gk}

daptomycin used in ADME studies.
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[&F}4.2.2.1.8: Stability of daptomycin in heparinized dog ZEER
DAPO0008] plasma.

[&£14.2.2.1.9: Stability of daptomycin in dog urine. ZELER
DAP0009]
[&#4.2.2.1.10: Stability of daptomycin in heparinized rat plasma SE G
DAP0010] at various storage conditions as analyzed by
HPLC.
4222 WK

T AR 5 ZA R~V w27 Dl
[&F4.2.2.2.1: Plasma concentrations and disposition of SE G
admel] LY 146032 in laboratory animals.

[&£4.2.2.2.2: Studies on the oral absorption of '*C-daptomycin -ﬁ ZELER
adme3] in the male Fischer 344 rat.
[&k4.2.2.2.3: Pharmacokinetics and renal clearance of _ ZE G B}
admel4] daptomycin following intravenous administration
to adult dogs.
4223 53

AT RLE 5 LA kv EE it 25 Ol
[&kH4.2.2.3.1: Preliminary results of administering daptomycin - 1 BE LR}
adme4] (LY 146032) orally to fasted male Fischer 344

rats.
[&£4.2.2.3.2: Whole-body autoradiographic determination of -H: FEA & B
admeS5] the tissue distribution of radioactivity in male

Fischer 344 rats after single or multiple

intravenous doses of '*C-daptomycin

(LY 146032).
[&£4.2.2.3.3: Tissue levels of radiocarbon in the kidneys of -H: FEATE A
adme7] male F344 rats following a single 10 mg/kg

intravenous dose of "*C-LY 146032 (daptomycin).
[&F4.2.2.3.4: Tissue distribution of radioactivity in male - t AL E
adme8] Fischer 344 rats following a single 10 mg/kg

intravenous dose of "*C-LY 146032

(Daptomycin).
[&F}4.2.2.3.5: Tissue distribution of radioactivity in male - ft R
admel0] Fischer 344 rats following seven daily 10 mg/kg

intravenous doses of '*C-LY 146032

(daptomycin).

4224 G

AT R 5 LA kv EE it 25 Ol
[&k4.2.2.4.1: Metabolism of "*C-LY 146032 to carbon dioxide -ﬁ BE LR
adme?2] by Fischer 344 rats.

L1210 IfTER—F%k
- 8 -
N

Himited access




BT h=A v EHFH

.12 RfHER—%&
1.12.1

MTER—5&

T AR 5 ZA ~v EE w27 Dl
[&K4.2.2.4.2: Excretion of radiocarbon (balance study) in male -ﬁf AL B
admeo6] F344 rats following a single 10 mg/kg

intravenous dose of "*C-LY 146032 (daptomycin).
[&F4.2.2.4.3: An investigation of the potential for daptomycin FEAE B
admel2] to inhibit cytochrome P450 1A2, 2A6, 2C9,

2C19, 2D6, 2E1 and 3A4 in cryopreserved

human hepatocytes.
[&F}4.2.2.4.4: An investigation of the potential of daptomycin FEAT R
admel3] to induce cytochrome P450 1A2, 2A6, 2C9,

2C19, 2D6, 2E1 and 3A4 in cultured human

hepatocytes.
[&F}14.2.2.4.5: Pharmacokinetics and durg metabolism report FFA B
PKRO5 007] No.PKR 05-007: Evaluation of in vitro

metabolism of daptomycin by human liver

microsomes (HLM).

4225 et

IR R B IA T E# iFill /2% DR
[&F}4.2.2.5.1: Excretion of radiocarbon (balance study) from -?i R
adme9] male F344 rats following seven daily 10 mg/kg

intravenous doses of "*C-LY 146032
(daptomycin).
4226 FEWEREAAEMA BN GERIKR)
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[&F+4.2.2.6.1: Summary report for daptomycin (LY 146032), - ft FFA & B
admell] tobramycin (LY47633) interaction study in dogs.

4227 Z OO TREABR

T EERE 5 LA R~V il 2 Ol
[(EkH4.2.2.7.1: ADME Study Number 15: Study of FAT R
admel5] daptomycin pharmacokinetics in rats with renal

impairment.
[&K4.2.2.7.2: Summary of noncompartmental analyses of FEA & B
DAPO14BA] daptomycin plasma concentration versus time
data from_ (-) non-clinical
studies.
423 MR
423.1 HAEGEMER

M EERE LA R~V EhH i il 2% DRl
[ EH4.2.3.1.1: The acute toxicity of compound LY 146032 B APAIG R
Tox8] administered intravenously to the ICR mouse.

[&F}4.2.3.1.2: The acute toxicity of compound LY 146032 - t AL E B
Tox6] administered intravenously to the Fischer 344 rat.
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[&K4.2.3.1.3: The acute toxicity of compound LY 146032 - - AL Bk
Tox7] administered subcutaneously to the Fischer 344

rat.
[&FH4.2.3.1.4: A two week acute toxicity study in beagle dogs -H: FEAmE B
Tox9] given LY 146032 intravenously.
[&K4.2.3.1.5: An acute toxicity study in rhesus monkeys given -ﬁf AL
Tox10] LY 146032 intravenously.
4232 KEHGHEERR

T E R 5 ZA v EE w2 Dl
[&k4.2.3.2.1: The effect of intravenous doses of daptomycin on -H_ Balil<gss
Tox32] the kidney in Fischer 344 rats.

[&F}4.2.3.2.2: A two week pilot toxicity study in Fischer 344 B Gk}
Tox11] rats given LY 146032 intravenously.
[&#4.2.3.2.3: A timecourse study of myotoxicity associated 2GR
Tox46] with daptomycin administered intravenously to

rats for 14 days.
[&F}4.2.3.2.4: Repeated intravenous dose study of daptomycin 2B Gk}
Tox49] to assess skeletal muscle fiber type affected in

rats.
[&k4.2.3.2.5: Chronic dosing of rat with daptomycin and E e v
Tox35] morphological alterations in peripheral nerves.
[&F}4.2.3.2.6: A 14-day repeated dose toxicity study of FFA B
Tox54] daptomycin in dogs: Comparison of intravenous

infusion versus bolus injection.
[&F}14.2.3.2.7: A 20-day exploratory research study of ZE G R}
Tox42] daptomycin in dogs to assess dose fractionation

of a toxic dose.
[&F}4.2.3.2.8: A 20-day exploratory research study of ZEER
Tox43] intravenous daptomycin in dogs to assess effects

of a decreased dose interval at a no-effect level.
[&F}4.2.3.2.9: A 20-day exploratory research study of S A B
Tox45] intravenous daptomycin in dogs to compare

skeletal muscle toxicity at different dosing

regimens with comparable AUC values.
[&#4.2.3.2.10: A one month subchronic toxicity study in Fischer FEAmE B
Tox12] 344 rats given LY 146032 intravenously.
[&F}4.2.3.2.11: A one month subchronic toxicity study in Fischer R
Tox13] 344 rats given LY 146032 intravenously.
[&HH4.2.3.2.12: A three month subchronic toxicity study of FEAE B
Tox24] LY 146032 given intravenously to Fischer 344

rats.
[&#}4.2.3.2.13: A three month toxicity study in rats given daily | || [ 2B Gk}
Tox34] intravenous doses of daptomycin.
[&H4.2.3.2.14: A chronic toxicity study in Fischer 344 rats with - Zan FEAE B
Tox27] daptomycin (LY 146032) administered

intravenously for six months followed by a

two-month reversibility period.
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[&F}t4.2.3.2.15: A 14-day repeated dose toxicity study of S A B
Tox52] daptomycin in dogs: Evaluations of skeletal

muscle and peripheral nerve effects.
[&#4.2.3.2.16: A four month subchronic toxicity study with - Zan FEAE B
Tox14] reversibility in beagle dogs given LY 146032

intravenously.
[&Ft4.2.3.2.17: A one month subchronic toxicity study in beagle -i’i FEA & B
Tox15] dogs given LY 146032 intravenously.
[&#4.2.3.2.18: A three month subchronic toxicity study of - Zan FEAT
Tox25] LY 146032 given intravenously to beagle dogs.
[&84.2.3.2.19: A chronic toxicity in beagle dogs with - - AL B
Tox28] daptomycin (LY 146032) administered

intravenously for six-months followed by a three

month reversibility period.
[&#}4.2.3.2.20: A one month subchronic toxicity study in rhesus - Zan FEAT
Tox16] monkeys given LY 146032 intravenously.

4233 EfsmEVERER
4.2.33.1  In Vitro 3Bk
AT R 5 LA~V EH it 25 Ol

[&8t4.2.33.1.1: | The effect of LY 146032 on the induction of B BEGE
Tox1] bacterial mutation using a modification of the

Ames test.
[&#}4.2.3.3.1.2: | The effect of LY 146032 on the induction of B BEGE
Tox2] reverse mutations in Salmonella typhimurium

using the Ames test.
[&#}4.2.3.3.1.3: The effect of LY 146032 on the induction of - Zan ZE Gk
Tox22] reverse mutation in Escherichia coli strain

WP2uvrA-using the Ames test.
[&#+4.2.3.3.1.4: | The effects of LY 146032 on the induction of ZE G R}
Tox23] reverse mutations in Salmonella typhimurium and

Escherichia coli using the Ames test.
[&F}4.2.3.3.1.5: Mutagenicity test on LY 146032 in an in vitro FEAT &
Tox26] cytogenetic assay measuring chromosomal

aberration frequencies in Chinese Hamster Ovary

(CHO) cells.
[&F}4.2.3.3.1.6: The effect of- compound LY 146032 on the BB
Tox3] induction of DNA repair synthesis in primary

cultures of adult rat hepatocytes.
[&#+4.2.3.3.1.7: | The effect of LY 146032 on the induction of SEE R}
Tox4] forward mutation at the thymidine kinase locus

of L5178Y mouse lymphoma cells.
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[#842.332.1: | The effect of daptomycin (LY 146032) on the in | || #£ AT
Tox30] vivo induction of micronuclei in bone marrow of
ICR mice.
[&#4.2.3.3.2.2: The effect of LY 146032 on the in vivo induction -H_ BBk}
Tox5] of sister chromatid exchange in bone marrow of
Chinese hamsters.
4234 3 AJRMERER
A% R L
423.5 Agse AR
42351  XZHRREKR UK £ TOMIMIMIE IR $ 2 3Bk
T EERE S A R~V EH i il 2% DRl
[&Ft4.2.3.5.1: An eighteen-week basic fertility study of - Zan FEAE B
Tox21] compound LY 146032 administered intravenously
to CD rats.
42352 & - RIERAICET LR
T AR 5 ZA v EE w2 Dl
[&#4.2.3.5.2.1: | Ateratology study of compound LY 146032 - Zan FEAmE B
Tox20] administered intravenously to CD rats.
[&F}4.2.3.5.2.2: A teratology study of compound LY 146032 -/’f_t AL B
Tox19] administered intravenously to New Zealand
White rabbits.
42353 AR O AR OFE AN ONS RHMADOBERE (B9 2 FlER
MTEERE 5 ZA b EE it 2 & Ol
[&F}4.2.3.5.3: An 8-month fertility, perinatal and postnatal -/H: R
Tox31] study, including behavioral and reproductive
assessment of the F1 generation, in CD rats given
intravenous injections of daptomycin
(LY 146032).
42354  HAERZ W HER
T ERRE A R~V il 2 Dl
[&#l4.2.3.5.4.1: Dose rangefinding toxicity study of daptomycin ZEE R
Tox50] in juvenile beagle dogs.
[&F4.2.3.5.4.2: 28-day toxicity study of daptomycin in juvenile 2B Gk}
Tox51] beagle dogs.
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[&kt4.2.3.6: Acute dermal and ocular studies of LY 146032 in - ft: ZEER
Tox29] rabbits to support safe handling procedures in the

industrial environment.
4237 ZOMOTEIERER
42371  fuFMERER

T EERE 5 LA R~V it 25 Ol
[&K4.2.3.7.1: A study of the immunogenicity of daptomycin. SE G
Tox58]

42372 SR
A% R L
42373  wMEREBLOEFICEIY 2R

T EERE S A R~V i il 2% DRl
[&#4.2.3.7.3.1: Development of an in vitro model for SEE R}
Tox56] myotoxicity.

[&F}4.2.3.7.3.2: In vitro investigation of daptomycin-related 2B Gk}
Tox53] skeletal muscle effects: Development and
mechanistic investigations tier 1 studies.
[&#}4.2.3.7.3.3: A series of exploratory intramuscular toxicity B Gk}
Tox57] studies of daptomycin in rats and mice.
[&#4.2.3.7.3.4: Characterization of skeletal muscle effects ZEE R
Tox66] associated with daptomycin in adult rats.
[&F}4.2.3.7.3.5: Effect of daptomycin on primary rat muscle cell ZEER
Tox67] cultures in vitro.
42374  IRAFVERER
BRI L
42375 RO ENERER
PR L
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[&#4.2.3.7.7.1: In vitro hemolysis and serum flocculation tests -ﬁf AL B
Tox17] using solutions of compound LY 146032 in

pooled whole blood and serum from dogs and
rats.
[&#4.2.3.7.7.2: | An ototoxicity study in guinea pigs given 28-day | || N | | I ZELER
Tox33] repeated intraperitoneal doses of daptomycin.
[4%#}4.2.3.7.7.3: | Ototoxicity of LY 146032. - B SEEF
Tox41]
[&#}4.2.3.7.7.4: | An interaction study of intravenous daptomycin FEAT
Tox48] in combination with oral simvastatin in rats.
[&F}4.2.3.7.7.5: Summary report for Daptomycin (LY 146032) + ZEER
Tox40] and Tobramycin (LY 047663) interaction study in
rats.
[&#}4.2.3.7.7.6: | A 10-day exploratory nephrotoxicity interaction FEA & B
Tox47] sudy of intravenous daptomycin in combination
with intramuscular gentamycin in dogs.
[&54.2.3.7.7.7: A comparison intravenous toxicity study of two AL B
Tox44] manufactured lots of daptomycin in rats.
43 ZEICHEK
AT RS ZA v EE Pedlik
[&EH4.3: 1] Correlation of daptomycin Silverman JA, Antimicrob Agents
bactericidal activity and membrane | Perlmutter NG, Shapiro | Chemother. 2003; 47:
depolarization in Staphylococcus HM. 2538-44.
aureus.
[&FH4.3: 2] Pharmacodynamics of daptomycin Hanberger H, Nilsson | Antimicrob Agents
and vancomycin on Enterococcus LE, Maller R, Isaksson | Chemother. 1991; 35:
faecalis and Staphylococcus aureus | B. 1710-6.
demonstrated by studies of initial
killing and postantibiotic effect and
influence of Ca*" and albumin on
these drugs.
[&£H4.3: 3] Daptomycin exerts bactericidal Cotroneo N, Harris R, | Antimicrob Agents
activity without lysis of Perlmutter N, Chemother. 2008; 52:
Staphylococcus aureus. Beveridge T, 2223-5.
Silverman JA.
[&FH4.3: 4] Scanning electronmicroscopy of Wale LJ, Shelton AP, J Med Microbiol. 1989; 30:
Staphylococcus aureus and Greenwood D. 45-9.
Enterococcus faecalis exposed to
daptomycin.
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[EHt4.3: 5] In vitro activity of daptomycin Barry AL, Fuchs PC, Antimicrob Agents
against 2,789 clinical isolates from Brown SD. Chemother. 2001; 45:

11 North American medical centers. 1919-22.

[&F}4.3: 6] Daptomycin susceptibility tests: Fuchs PC, Barry AL, Diagn Microbiol Infect Dis.
interpretive criteria, quality control, | Brown SD. 2000; 38: 51-8.
and effect of calcium on in vitro
tests.

[&£14.3: 7] In vitro activities of daptomycin, Goldstein EJC, Citron | Antimicrob Agents
vancomycin, quinupristin- DM, Merriam CV, Chemother. 2003; 47:
dalfopristin, linezolid, and five other | Warren YA, Tyrrell 337-41.
antimicrobials against 307 KL, Fernandez HT.

Gram-positive anaerobic and 31
Corynebacterium clinical isolates.

[&F}4.3: 8] Daptomycin for line-related Golan Y, Poutsiaka J Antimicrob Chemother.

Leuconostoc bacteraemia. DD, Tozzi S, Hadley S, | 2001; 47: 364-5.
Snydman DR.

[&£14.3: 9] The in vitro activity of daptomycin | King A, Phillips I. J Antimicrob Chemother.
against 514 gram-positive aerobic 2001; 48: 219-23.
clinical isolates.

[&F}+4.3: 10] Activity of daptomycin against Spanjaard L, Antimicrob Agents
Listeria monocytogenes isolates Vandenbroucke-Grauls | Chemother. 2008; 52:
from cerebrospinal fluid. CMIJE. 1850-1.

[&EH4.3: 11] Resistance studies with daptomycin. | Silverman JA, Oliver | Antimicrob Agents

N, Andrew T, Li T. Chemother. 2001; 45:
1799-802.

[&FH4.3: 12] Genetic changes that correlate with | Friedman L, Alder JD, | Antimicrob Agent
reduced susceptibility to Silverman JA. Chemother. 2006; 50:
daptomycin in Staphylococcus 2137-45.
aureus.

[&F}4.3: 13] Cubicin® (daptomycin for injection) FNE B
Periodic Safety Update Report,.

- 2(J (period covered by this
report: 2C.-.
m-d

[&H}4.3: 14] Daptomycin activity tested against Mendes RE, Jones RN, | Microbial Drug Resistance.
linezolid-nonsusceptible Deshpande LM, Ross 2009; 15:245-9.
gram-positive clinical isolates. JE, Sader HS.

[&F}4.3: 15] In vitro bactericidal activity of Fuchs PC, Barry AL, J Antimicrob Chemother.
daptomycin against staphylococci. Brown SD. 2002; 49: 467-70.

[&£}4.3: 16] Bactericidal activities of Cha R, Brown W1, Antimicrob Agents
daptomycin, Rybak MJ. Chemother. 2003; 47:
quinupristin-dalfopristin, and 3960-3.
linezolid against
vancomycin-resistant
Staphylococcus aureus in an in vitro
pharmacodynamic model with
simulated endocardial vegetations.
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[(EhH4.3:17] Daptomycin bactericidal activity Sader HS, Fritsche TR, | Antimicrob Agents
and correlation between disk and Jones RN. Chemother. 2006; 50:
broth microdilution method results 2330-6.
in testing of Staphylococcus aureus
strains with decreased susceptibility
to vancomyecin.

[&4.3: 18] Inhibitory and bactericidal activities | Traczewski MM, Katz | Antimicrob Agents
of daptomycin, vancomycin, and BD, Steenbergen IN, Chemother. 2009;
teicoplanin against Brown SD. 53 :1735-8.
methicillin-resistant Staphylococcus
aureus isolates collected from 1985
to 2007.

[&F}4.3: 19] Impact of high-inoculum LaPlante KL, Rybak Antimicrob Agents
Staphylococcus aureus on the MJ. Chemother. 2004; 48:
activities of nafcillin, vancomycin, 4665-72.
linezolid, and daptomycin, alone
and in combination with gentamicin,
in an in vitro pharmacodynamic
model.

[&£}4.3: 20] In vitro postantibiotic effect of Bush LM, Boscia JA, | Antimicrob Agents
daptomycin (LY 146032) against Wendeler M, Pitsakis Chemother. 1989; 33:
Enterococcus faecalis and PG, Kaye D. 1198-200.
methicillin-susceptible and
methicillin-resistant Staphylococcus
aureus strains.

[&HH4.3: 21] Evaluation of in vitro interaction of | Snydman DR, J Chemother. 2005; 17:
daptomycin with gentamicin or McDermott LA, 614-21.
beta-lactam antibiotics against Jacobus NV.

Staphylococcus aureus and
enterococci by FIC index and
timed-kill curves.

[&F}H4.3: 22] Daptomycin synergy with Rand KH, Houck H. J Antimicrob Chemother.
rifampicin and ampicillin against 2004; 53: 530-2.
vancomycin-resistant enterococci.

[& 4.3 23] In vivo pharmacodynamic activity Safdar N, Andes D, Antimicrob Agents
of daptomycin. Craig WA. Chemother. 2004; 48: 63-8.

[&F}4.3: 24] Pharmacodynamics of daptomycin Louie A, Kaw P, Liu Antimicrob Agents
in a murine thigh model of W, Jumbe N, Miller Chemother. 2001; 45:
Staphylococcus aureus infection. MH, Drusano GL. 845-51.

[&FH4.3: 25] Influence of daptomycin on Wood CA, Finkbeiner | Antimicrob Agents

staphylococcal abscesses and
experimental tobramycin
nephrotoxicity.

HC, Kohlhepp SJ,
Kohnen PW, Gilbert
DN.

Chemother. 1989; 33:
1280-5.
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[&F}4.3: 26] In vivo efficacy of daptomycin Li T, Zhang X, Oliver In: Abstracts of the 38th
against systemic infection induced N, Andrew T, Interscience Conference on
by vancomycin-resistant Silverman J, Tally FP. | Antimicrobial Agents and
Enterococcus faecalis (VRE) in the Chemotherapy. American
mouse. Society for Microbiology.

1998 September 24-27. San
Diego, California. Abstract
#F-116.

[&£}4.3: 27] Daptomycin versus vancomycin Smith K, Cobbs G, Dill | Chemotherapy. 1990; 36:
treatment for Staphylococcus aureus | R, Lyon D, Graves A, 428-34.
bacteremia in a murine model. Avent K.

[ F}4.3: 28] Rapid bactericidal activity of Mortin LI, Li T, Van Antimicrob Agents
daptomycin against Praagh ADG, Zhang S, | Chemother. 2007; 51:
methicillin-resistant and Zhang X, Alder JD. 1787-94.
methicillin-susceptible
Staphylococcus aureus peritonitis in
mice as measured with
bioluminescent bacteria.

[&FH4.3: 29] Daptomycin (LY 146032) for Kennedy S, Chambers | Antimicrob Agents
prevention and treatment of HF. Chemother. 1989; 33:
experimental aortic valve 1522-5.
endocarditis in rabbits.

[ #14.3: 30] Comparative efficacy of Cantoni L, Glauser Antimicrob Agents
daptomycin, vancomycin and MP, Bille J. Chemother. 1990; 34:
cloxacillin for the treatment of 2348-53.

Staphylococcus aureus endocarditis
in rats and role of test conditions in
this determination.

[&FH4.3: 31] Daptomycin compared with Kaatz GW, Seo SM, Antimicrob Agents
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532 b MEKRGUBEZ HIV 7 SR B B B o0 R S
A% E R L
533  HRREm@ERE (PK) ARG E
5331 B ICRT D PK R O AR S

ATE R 5 ZA ~v EE w2 Dl
[(&Fk}5.3.3.1.1: TR SRS F: MK-3009: H A NfERERCN | BA SRS | RRmE R
P001] B ERE 1231 D daptomycin D722 4aVE, .| AL

BN OO N2 By L Lz —H

B, EAER, 7T BRI, 250,

Hi e K O BAE F RN & 5388k, (Protocol 001)
[&#5.3.3.1.2: Clinical Study Report: Multiple dose intravenous ZELER
AVAP] administration of daptomycin (LY 146032) up to

Smg/kg every 12 hours. (Protocol

B8B-MC-AVAP)
[&8F5.3.3.1.3: Clinical Study Report: An open-label, phase I SE Gk}
0004] study to assess the pharmacokinetics and

concentration of Cidecin® in cantharides-induced

skin blisters following intravenous infusion of a

single 4 mg/kg dose in healthy volunteers.

(Protocol DAP-00-04)
[&F5.3.3.1.4: Clinical Study Report: A randomized, BB
0002] double-blind, multiple-dose, pharmacokinetic

and safety study of ascending doses of

daptomycin in healthy volunteers. (Protocol

DAP-00-02)
[&8F5.3.3.1.5: Clinical Study Report: A randomized, SE Gk}
ADT] double-blinded, placebo-controlled, multiple

dose, safety and pharmacokinetic study of

ascending doses of daptomycin in healthy

volunteers. (Protocol DAP-ADT-04-02)
[&Fk}5.3.3.1.6: 4C-LY 146032: Distribution and metabolism. ZEER
AVAC] (Protocol B§B-LC-AVAC)
[&£15.3.3.1.7: Clinical Study Report: A phase I, randomised, FEATE
DAPO001] open-label, single-dose, two-period crossover

study to assess the safety, tolerability and

pharmacokinetics of daptomycin administered as

an intravenous infusion and as an intravenous

bolus in healthy adult volunteers. (Protocol DAP

001)
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[&£15.3.3.1.8:
DAP003]

Clinical Study Report: A phase I, randomized,
single-blind, placebo-controlled, multiple-dose,
parallel-group study to assess the safety,
tolerability, and pharmacokinetics of daptomycin
administered as an intravenous bolus once daily
for 7 days in healthy adult volunteers. (Protocol
DAP003)

FEfi 2T

5332

5333

BFEIZEB T 5 PK K O AR B ss

R L

PRI SR 2 et L 7 PKOARBR R &

MIERE S

HA RV

i
ok

w25 Dl

[&£15.3.33.1:
GER]

Clinical Study Report: A single dose study to
evaluate the pharmacokinetics and safety of
Cidecin® (daptomycin for injection) in healthy
geriatric and younger healthy subjects following
a dose of 4 mg/kg total body weight. (Protocol
DAP-GER-01-11)

ZHEEFR

[&£}5.3.3.3.2:
OBSE]

Clinical Study Report: A single dose study to
evaluate the pharmacokinetics and safety of
Cidecin® (daptomycin for injection) in obese
subjects and non-obese matched subjects
following a dose of 4 mg/kg total body weight.
(Protocol DAP-OBSE-01-07)

ZHEEFR

[&#}5.3.3.3.3:
HEP]

Clinical Study Report: A comparison of the
pharmacokinetics of Cidecin® (daptomycin) in
subjects with impaired hepatic function
(child-pugh B) and in matched healthy
volunteers. (Protocol DAP-HEP-00-09)

BEGE

[&£15.3.3.3.4:
0001]

Clinical Study Report: Evaluation of the
elimination and safety profile of daptomycin in
subjects with graded renal insufficiency,
end-stage renal disease, and healthy volunteers.
(Protocol DAP-00-01)

ZHEEFR

[&£15.3.3.3.5:
MDRI0109]

Clinical Study Report: Evaluation of the
pharmacokinetic and safety profile of
multiple-dose daptomycin in subjects with
moderately impaired renal Function. (CL., 30-50
mL/min). (Protocol DAP-MDRI-01-09)

SEEFR

[&£}5.3.3.3.6:
REN0203]

Clinical Study Report: Evaluation of the
tolerability and pharmacokinetic profile of
multiple-dose daptomycin as compared with
placebo in subjects with end stage renal disease
(ESRD) on hemodialysis with high-flux dialysis
membranes and low-flux dialysis membranes.
(Protocol DAP-REN-02-03)
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[&#+5.3.3.3.7:
REN0701]

Clinical Study Report: An evaluation of the
pharmacokinetic profile and safety and
tolerability of multiple doses of daptomycin, 6
mg/kg intravenously, in non-infected adult
subjects with end stage renal disease on
hemodialysis or continuous ambulatory
peritoneal dialysis. (Protocol DAP-REN-07-01)

ZHEEFR

[&#}5.3.3.3.8:
4REN0306]

Clinical Study Report: An open label phase 4
trial to further evaluate the pharmacokinetic
profile of intravenous daptomycin, and a
comparison of the safety and efficacy of
daptomycin versus comparator in the treatment
of adult patients with renal impairment and
complicated skin and skin structure infections
due, at least in part, to Gram-positive bacteria.
(Protocol DAP-4REN-03-06)

[&£15.3.3.3.9:
PEDS0501]

Clinical Study Report: An evaluation of the
pharmacokinetics of a single dose of daptomycin
(4 mg/kg) in pediatric patients aged two to
seventeen years who are concurrently receiving
standard antibiotic therapy for proven or
suspected gram-positive infection. (Protocol
DAP-PEDS-05-01)

ZHEEFR

[&#}5.3.3.3.10:
PEDS0702]

Clinical Study Report: An evaluation of the
pharmacokinetic profile and safety of a single
dose of daptomycin in pediatric subjects aged
two to six years who are concurrently receiving
standard antibiotic therapy for proven or
suspected gram-positive infection. (Protocol
DAP-PEDS-07-02)

TTTT
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SMAPEZEN Z it L7 PRaBR S &

M ERE S
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[&F}5.3.3.4.1:
STAT]

Clinical Study Report: A randomized,
double-blind study to evaluate the safety profile
of multiple dose Cidecin® (daptomycin for
injection) in subjects on Zocor™ (simvastatin).
(Protocol DAP-STAT-01-10)

ZEEFR

[&F}5.3.3.4.2:
DIW]

Clinical Study Report: Effects of Cidecin®
(daptomycin for injection) on the
pharmacokinetics and pharmacodynamics of
warfarin. (Protocol DAP-DIW-01-08)

ZEEFR

[&#}5.3.3.4.3: DI]

Clinical Study Report: A double-blind,
randomized, three-way crossover evaluation of
the pharmacokinetics of daptomycin and
aztreonam when administered alone and when
administered in combination in normal
volunteers. (Protocol DAP-DI-01-01)
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[&#t5.3.3.4.4: Clinical Study Report: LY 146032/tobramycin: ZEE R
AVAJ] durg interaction study. (Protocol B§B-LC-AVAJ)

5.3.3.5 RE 2 L— 3 > PK kB i

TR EORHE B A B e
[&F}5.3.3.5.1: Technical Report: Population pharmacokinetic ZEER
PPKj] evaluation of daptomycin to support submission

to the PMDA.
[&8F5.3.3.5.2: Report: A population pharmacokinetic analysis of _ S E Gk}
PPKnj] Cidecin® (daptomycin for injection). (Report
number RACUBO00100)
[&F}5.3.3.5.3: Population pharmacokinetic and BB
PPK1] pharmacodynamic analysis of daptomycin in
patients (endocarditis, bacteremia, or
complicated skin and skin structure infections)
and healthy subjects.
534 AT (PD) SBR#H L E
53.4.1 (ERRHEREIZIS1T D PD iR K& O PK/PD A 15

AT E R 5 2 A R~V w2 Dl
[&F}5.3.4.1.1: Clinical Study Report: A randomized, ZEER
QTNC] double-blind, placebo-controlled assessment of

peripheral nerve function and cardiac
repolarization in normal volunteers administered
daptomycin intravenously once daily for 14 days.
(Protocol DAP-QTNC-01-06)

5342 BEITEIT D PD BN O PK/PD ABRH 5 E

A% B L
53.5 AR O EMRBERE

5.3.5.1 HEET D IEIC BT 2 Hlsokt BB R &

T AR 5 LA~V EH w227 Dl
[&#}5.3.5.1.1: Technical Report: LY 146032 vs conventional v
AVAG] therapy in gram-positive infections. (Protocol

B8B-MC-AVAE / B8B-EW-AVAG)
[&#5.3.5.1.2: Technical Report: Daptomycin vs conventional ZEER
AVAM] therapy in endocarditis and bacteremia. (Protocol

B8B-MC-AVAM)

L1210 IfTER—F%k
- 30 -
Restricted
R © Confidential

Himited access




BT h=A v EHFH

112 ifHER—%
1.12.1

MTER—5&

M ERE S

HA RV

a2 % Ol

[&#k5.3.5.1.3:
HDSD]

Clinical Study Report: A phase 2 multicenter,
randomized, semi-single blind study to compare
the efficacy and safety of high-dose short
duration daptomycin with that of conventional
therapy in the treatment of patients with
complicated skin and skin structure infections
due to gram-positive bacteria. (Protocol
DAP-HDSD-06-01)

ZEEFR

[&#45.3.5.1.4:
P002]

TBERRAE R &E: MK-3009: X 53U Uit
(a7 R ERE (MRSA) L5 R - ki
FHARIRYIE . WUMIE J O /0 R G M D PN s
REEFEENRE LT, MK-3009 K N o<
A 2 DN N Lt 2 34 % 72
Do, FHMAHIEEREEZLRER. (Protocol
002)

HAT RS

APAIE R

[&#}5.3.5.1.5:
9801]

Clinical Study Report: A multicenter,
investigator-blinded, randomized study to
compare the safety and efficacy of IV
daptomycin with that of vancomycin or a
semi-synthetic penicillin in the treatment of
complicated bacterial skin and soft tissue
infections due to gram-positive bacteria.
(Protocol DAP-SST-98-01)

SE LR}

[&#}5.3.5.1.6:
9901]

Clinical Study Report: A phase III,
investigator-blinded, multicenter, randomized
study to compare the safety and efficacy of
intravenous daptomycin with that of vancomycin
or selected semi-synthetic penicillins in the
treatment of adult hospitalized subjects with
complicated bacterial skin and soft tissue
infections due, at least in part, to gram-positive
bacteria. (Protocol DAP-SST9901)

SE R

[&F}5.3.5.1.7:
0102]

Clinical Study Report: A phase 3, multicenter,
randomized, open-label, comparative study to
assess the safety and efficacy of daptomycin
compared to conventional therapy in the
treatment of subjects with infective endocarditis
or bacteremia due to Staphylococcus aureus.
(Protocol DAP-IE-01-02)

T TT
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5.3.52 FEXRREEBRES E
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S A hv

il 2% Ol

[&#45.3.5.2.1:
9801B]

Clinical Study Report: An open-label,
non-comparative study to evaluate the
pharmacokinetic, safety and efficacy of IV
daptomycin in subjects with complicated skin
and soft tissue infections due to gram-positive
bacteria. (Protocol DAP-SST-9801-B)
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[&#}5.3.53.1: Clinical Summary: Daptomycin therapy: risk SE Gk}
APP3] assessment: musculoskeletal system.
53.54 OO F
TEERE 5 LA R~V EE w24 DRl
[&F}5.3.5.4.1: Clinical Study Report: A randomized, 2B Gk}
CAP] double-blind, phase 3, comparative study of
Cidecin™ (daptomycin) to rocephin®
(ceftriaxone) in the treatment of moderate to
severe community-acquired acute bacterial
pneumonia due to S. pneumoniae. (Protocol
DAP-00-05)
53.6 iRtk O RBRICE Y D Has
T ERRE 5 LA R~V EE w27 Dl
[ #}5.3.6: PSUR] | Periodic Safety Update Report. (12 September Cubist ZE Gk}
2009 — 11 March 2010) Pharmaceuticals,
Inc.
537 BET X —RERKLOEHIRLE
54  ZEIHR
AT EERE S H A b EH FeflAk
[(&8k5.4: 1] II. MRSA D5 JFUE. ANRTEE—BR, #HH— | MRSA—JLAE « FR - iR
. — BT Y —J it
2006. p38-46.
[&k}5.4: 2] Guidelines on prevention, diagnosis | Horstkotte D, Follath | Eur Heart J. 2004; 25:
and treatment of infective F, Gutschik E, Lengyel | 267-76.
endocarditis executive summary: M, Oto A, Pavie A, et
The task force on infective al.
endocarditis of the european society
of cardiology.
[ 8}5.4: 3] BABTEFE M JANIS (—fikim | A B, BEPIEGERT R — A T
) o R 20064F AR > A% ¥ [Internet] [cited
2010 Mar 3]
http://www.nih-janis.jp/repo
rt/season/nenpou/2006/zen_
note.html
[&E}5.4: 4] L MRSA HEfEHDF5] X, H RREYE 72, H H AJEEYSE 7222, 2008
KALFIRIET . [Internet] [cited 2010 Jul
26]
http://www.kansensho.or.jp/
topics/pdf/mrsa_tebiki.pdf
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[&F}F5.4: 5]

WA R v 7 AFEFHER600mg ¥R
CE 200946 HkGT (GE120K) .

7 7 A P tt

[&#t5.4: 6]

Daptomycin: a review 4 years after
first approval.

Sauermann R,
Rothenburger M,
Graninger W,
Joukhadar C.

Pharmacology 2008; 81:
79-91.

[&E}5.4: 7]

Clinical Study Report: A
multicenter, open-label, randomized
study to compare the safety and
efficacy of IV Cidecin™
(daptomycin) with that of
vancomycin or a semi-synthetic
penicillin in the treatment of
bacteremic infections due to
gram-positive bacteria. (Protocol
DAP-BAC-9803)

h

B R

[&#t5.4: 8]

Clinical Study Report: A
multicenter, open-label,
non-comparative study to assess the
safety and efficacy of IV Cidecin®
(daptomycin) in the treatment of
hospitalized subjects with infections
due to gram-positive bacteria that
are resistant to vancomycin, or who
are otherwise refractory to, or
contraindicated for currently
available therapy. (Protocol
DAP-RCC-9804)

h

FEP R

[&F}5.4: 9]

Clinical Study Report: A
randomized, double-blind, phase III,
comparative study of Cidecin®™
(daptomycin) to Rocephin®
(ceftriaxone) in the treatment of
moderate to severe
community-acquired acute bacterial
pneumonia due to S. Preumoniae.
(Protocol DAP-CAP-00-08)

h

FEP R

[&£}5.4:10]

Inhibition of daptomycin by
pulmonary surfactant: In vitro
modeling and clinical impact.

Silverman JA, Mortin
LI, VanPraagh ADG,
Li T, Alder J.

J Infect Dis 2005; 191:
2149-52.

[&H5.4: 11]

Interaction of daptomycin with two
recombinant thromboplastin
reagents leads to falsely prolonged
patient prothrombin
time/International Normalized Ratio
results.

Webster PS, Oleson FB
Jr., Paterson DL, Arkin
CF, Mangili A, Craven
DE, et al.

Blood Coagulation and
Fibrinolysis 2008; 19: 32-8.

[‘&H}5.4: 12]

I. MRSA OIAR &ofF3k; 1 ILAERT
Zem 5 H.7~ MRSA OJFER,

PNEESECR

MRSA—JERE « FEEE « %R
E2Y vy —F vttt
2006. p16-23.
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[EEIS.4:13] | —HlosBRIc s 57 R Bk

DITHEERIL L £ OWRET GE1E) .

BEERL, fepEE.

Jpn J Antibiot 1988; 41:
494-504.

[&F}5.4: 14] Comparison of mortality associated
with methicillin-resistant and
methicillin-susceptible
Staphylococcus aureus bacteremia:

a meta-analysis.

Cosgrove SE, Sakoulas
G, Perencevich EN,
Schwaber MJ,
Karchmer AW, Carmeli
Y.

Clin Infect Dis. 2003; 36:
53-9.

[&F}5.4: 15] Outcome and attributable mortality
in critically ill patients with
bacteremia involving
methicillin-susceptible and
methicillin-resistant Staphylococcus

aureus.

Blot SI, Vandewoude
KH, Hoste EA,
Colardyn FA.

Arch Intern Med. 2002;
162: 2229-35.

[&F}5.4: 16] Comparison of community- and
health care- associated
methicillin-resistant Staphylococcus

aureus infection.

Naimi TS, LeDell KH,
Como-Sabetti K,
Borchardt SM, Boxrud
DJ, Etienne J, et al.

JAMA 2003; 290: 2976-84.

(& 8E5.4: 17] VIL. &fE15] O MRSA £REF X | ILARZES . @EFETE | MRSA—JERE - FEER - %R
W & MRSA BEYE D2 W - 179K, —. E¥Yy—Ftt
1. 77 G MRSA. 2006. p186-93.
[&#l5.4: 18] YR MRSA. AR | SERETE, | HANEHRGE SRR
SCEH S 2006; 3: 553-9.

[BFES.4:19] | 2. TG MRSA BRUE.

HWIAED . FEMARE.
REZEN.

(b O fER 2006; 22:
173-81.

[&k}5.4: 20] Staphylococcus aureus infections. Lowy FD. N Engl J Med 1998; 339:
520-32.
[&E5.4: 21] IV. MRSA [t % —o DZ5E | HlE TR, MRSA—JEHE « BRER « xR
& —. EFEYx—TF 4k
2006. p96-102.
[&E}5.4: 22] -1, i, AAREYYETS, B | fiEEEHO T A KT A
AAFRIET 2. > . W A4 2005. p84-8.
[&8E5.4: 23] L MRSA OEUR &R0k 248 E D | HRFTFEX. MRSA—JEHE « BRI « 5K
MRSA DHLIR & 53R — BEFEYyY—F it
2006. p24-30.
(RS .4: 24] -3, FREGYE (EREREOR | AARIMEYS. B | UEEEHN O A 74
YY) . ARACFPRIEF R > AR, 2005.
p228-31.
[&#}5.4: 25] B GL SRY— o T R AT . Be NG R — A Z
IR M B ) o AL v A [Internet]
[updated 2007 Jul 12, cited
2010 Jul 26]
http://www.nih-janis.jp/secti
on/standard/drugresistancest
andard verl.1 20070712.pd
f
[&£}5.4: 26] Practice guidelines for the diagnosis | Stevens DL, Bisno AL, | Clin Infec Dis 2005;
and management of skin and Chambers HF, Everett | 41:1373-406.
soft-tissue infections. ED, Dellinger P,
Goldstein EJC, et al.
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[&k}5.4: 27] Diagnosis and treatment of diabetic | Lipsky BA, Berendt Clin Infect Dis 2004; 39:
foot infections. AR, Deery HG, Embil | 885-910.
M, Joseph WS,
Karchmer AW, et al.
[&k}5.4: 28] Surviving sepsis campaign Dellinger RP, Carlet Intensive Care Med 2004;
guidelines for management of IJM, Masur H, Gerlach | 30: 536-55.
severe sepsis and septic shock. H, Calandra T, Cohen
J, et al.
[&F}5.4: 29] Surviving sepsis campaign: Dellinger RP, Levy Crit Care Med 2008; 36:
International guidelines for MM, Carlet JM, Bion 296-327.
management of severe sepsis and J, Parker MM,
septic shock: 2008. Jaeschke R, et al.
[&£}5.4: 30] Guidelines on the prevention, The task force on the Eur Heart J 2009; 30:
diagnosis, and treatment of infective | prevention, diagnosis, 2369-413.
endocarditis (new version 2009). and treatment of
infective endocarditis
of the european society
of cardiology (ESC).
[&F}5.4:31] ACC/AHA 2008 guideline update Nishimura RA, J Am Coll Cardiol 2008; 52:
on valvular heart disease: Focused Carabello BA, Faxon 676-85.
update on infective endocarditis. DP, Freed MD, Lytle
BW, O'Gara PT, et al.
[&£}5.4: 32] AHA scientific statement; Infective | Baddour LM, Wilson Circulation 2005; 111:
endocarditis: Diagnosis, WR, Bayer AS, Fowler | ¢394-434.
antimicrobial therapy, and VG. Jr, Bolger AF,
management of complications. Levison ME, et al.
(& kt5.4: 33] Clinical practice guidelines for the Mermel LA, Allon M, | Clin Infect Dis 2009; 49:
diagnosis and management of Bouza E, Craven DE, 1-45.
intravascular catheter-related Flynn P, O’Grady NP,
infection: 2009 update by the et al.
infectious diseases society of
America.
[&}5.4: 34] NG U U YEFHRERAT SCE 2009 | BITRRLELRE S AL -
F8HUGT (6 .
[‘&kt5.4: 35] Clinical Study Report: LY 146032: FENE B
Disposition in renal impairment.
(Protocol B§B-MC-AVAD)
[&k}5.4: 36] Clinical Study Report: Evaluation of FENE R
the pharmacokinetics and safety
profile of multiple-dose daptomycin
in subjects with end-stage renal
disease on hemodialysis. (Protocol
DAP-MDRI-01-03)
[&k}5.4: 37] Extremely low excretion of Buitrago MI, Pharmacotherapy 2009; 29:
daptomycin into breast milk of a Crompton JA, 347-51.

nursing mother with
methicillin-resistant Staphylococcus
aureus pelvic inflammatory disease.

Bertolami S, North DS,
Nathan RA.
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[&F}5.4: 38] Performance standards for
antimicrobial susceptibility testing;
sixteenth informational supplement.

Wikler MA, Cockerill
FR, Craig WA, Dudley
MN, Eliopoulos GM,

Clinical and Laboratory
Standards Institute (CLSI).
M100-S16; Wayne, PA.

Hecht DW, et al. 2006 January.
[k} 41 39] Method LC309; HPLC analysis of | ||| || | | N E
daptomycin in human plasma.
[&k}5.4: 40] Method LC309.1; HPLC analysis of _ FENEE
daptomycin in human urine.
[&E}5.4: 41] Microbiology assay of plasma (and _ HNE R
urine) containing LY 146032.
[ 85 4: 42] T™ LY 146032 validation: Plasma | ||| GGG N R
assay for LY 146032.
[&H}5.4: 43] Pharmacokinetics and inflammatory | Wise R, Gee T, Antimicrob Agents

fluid penetration of intravenous
daptomycin in volunteers.

Andrews JM, Dvorchik
B, Marshall G.

[&E}5.4: 44] Internal validation of daptomycin;
August 2000.

Chemother 2002; 46: 31-3.

[&EF5.4: 45] Guidance for industry;
Pharmacokinetics in patients with
impaired hepatic function: Study
design, data analysis, and impact on
dosing and labeling.

FLPZERY

U.S. Department of
Health and Human
Services, Food and
Drug Administration,
Center for Drug
Evaluation and
Research (CDER),
Center for Biologics
Evaluation and
Research (CBER).

Clinical Pharmacology, May
2003.

[&k}5.4: 46] Guidance for industry; E14 clinical
evaluation of QT/QTc interval
prolongation and proarrhythmic
potential for non-antiarrhythmic
drugs.

U.S. Department of
Health and Human
Services, Food and
Drug Administration,
Center for Drug
Evaluation and
Research (CDER),
Center for Biologics
Evaluation and
Research (CBER).

ICH, October 2005.

[&E}5.4: 47] Guidance for industry; In vivo drug | U.S. Department of Clin/Pharm, November

metabolism/drug interaction studies | Health and Human 1999.
- Study design, data analysis, and Services, Food and
recommendations for dosing and Drug Administration,
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[&k}5.4: 48] Daptomycin versus vancomycin for
complicated skin and skin structure
infections: Clinical and economic

outcomes.

Davis SL, McKinnon

PS, Hall LM, Delgado
G Jr., Rose W, Wilson
RF, et al.

Pharmacotherapy 2007; 27:
1611-8.
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[&l5.4:51] Guidance for industry;
Pharmacokinetics in patients with
impaired renal function - Study
design, data analysis, and impact on

dosing and labeling.

U.S. Department of
Health and Human
Services, Food and
Drug Administration,
Center for Drug
Evaluation and
Research (CDER),
Center for Biologics
Evaluation and
Research (CBER).

BP 3, May 1998.

[&k}5.4: 52] Diagnostic value of creatine kinase | Green TR, Golper TA, | Clin Nephrol 1986; 25:
and creatine kinase MB isoenzyme Swenson RD, Pulliam | 22-7.
in chronic hemodialysis patients: a JP, Morris CD.
longitudinal study.

[&F}5.4: 53] Determinants of serum creatine Singhal PC, Barth RH, | Am J Nephrol 1988; 8:
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