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A7) &M 90 mg/ml WA 110 mg/nl X2 HHIZEZ2AM; L

A7) 8N 6.0 WA 6.59 pH % 350 mOsmol/kg WA 400 mOsmol/kg o] AHFE 22 7}x 1,
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BE(Cu) 2 HOIE 2000 h-mg/Lel FAHS W el WA

AT 2
A1gel oA,

o= 3000 mg/L<]

B

o # Y FE(Cun)E AT, A 24dE.
A7 3

A1l AelA,

Aol 4000 mg/Lo] Hdl ¥ B9 F%E(Cn)E ATsh=, AT 2AE.
3T% 4

A1gel lelA, o= 3000 h - mg/Le] At #H b WA (AUC)S AlFetes, AT 2AE.
3T%5

A1l AelA,

o]k 4000 h - mg/Le] =3t # e} HAAIC) S Algats, FAITA 2=,
7Y 6

2HA

AT 7

AHA

7% 8

A1l AelA,

7] whadlg Folee dstvtadisge] FeE EASHE, oFATHH 2A4E.
AT 9

A1l A,

b

371 el 100 mg/ml. EE=e] 7] ARIEFA] B 200 md Fr=e] 7] viadlg Foled EFshe, kAl

_3_



S50l 10-1959873

247) mladlg Folee Attt dHE EAs st 245
AT 12

A7 B ZJEe Fxd ARS, A ddg 9 23, v 13A G, BT B dAR], HAEE =
AE.

7% 13

Al123e ol A,

A7) H AL GEA ARSI, A 4=

ATY 14

A1l 9l A

A7) ¥ ZELe FEEYU o F7]=AH(Pseudomonas aeruginosa) ¥ 7AQl, fAEH A E

A7 ¥ Zde v FEEU o 7] =A(Pseudomonas aeruginosa) ¥ 7FAQl, A 2AE.

A7 H el FEEYUL o F7]AF(Pseudomonas  aeruginosa), TrEXu EF 2 @M (Pseudomonas
fluorescens), Xy ofAl=H &~ (eudomonas acidovorans), Xy 42 AW 2~ (Pseudomonas
alcaligenes), FFE=XEY~  FE/th(Pseudomonas putida), SH=ERZIRiU~  ZDEI T o} (otrophomonas

maltophilia), olZXuUx 3Jlo]==Z g o}(Aeromonas hydrophilia), olz=7Alg]7]o} Z&}o](Escherichia coli),
A EZHE Zg2vol(Citrobacter freundii), ARdz} E]9F-2]2(Salmonella typhimurium), R4} Elo]
3] (Salmonella typhi), A=xdz} uEtelo]y](Salmonella paratyphi), A=zt <lE|2]Elt]2~(Salmonella
enteritidis), A2z} tJAdle| 2ol (Shigella dysenteriae), AlAz} Z@ 2] (Shigella flexneri), A&z} £
o](Shigella sonnei), <H|ZHIE] ZF=Zo}7}o (Enterobacter cloacae), <NE|Z=E o] 2 AU~ (Enterobacter
aerogenes), F#ElBE A} FEYol(Klebsiella pneumoniae), SF#|BE A2} 2A|EFH(Klebsiella oxytoca), Al
gEjo} mpEZ A Al 2= (Serratia marcescens), REZ7Fd2} R 27k o] (Morganella morganii), XZ=ZE|-$-2 wlghlg]
2~(Proteus mirabilis), Z2H-$2~ E7}8]~(Proteus vulgaris), Z=EH|dlA]o} Iz ukAldl~(Providencia
alcalifaciens), X =Zu]dlAo} HEAZ (Providencia rettgeri), 3X=EZH|dIAJo} AFFolZE]o|(Providencia
stuartii), oM U|EuYFE  Z-F3olAE]F A~ (Acinetobacter calcoaceticus), OFAJUIEHFE] S| A E]FA
(Acinetobacter haemolyticus), dEZA|Yo} <Me|Z =] E]7}(Yersinia enterocolitica), dEZA|Yo} HAE A
(Yersinia pestis), dEA|Yo} FFEEWHEZZEZA~(Yersinia pseudotuberculosis), dZA|Yo} <leH 2w t]o}
(Yersinia intermedia), HXEuWg HZFX~(Bordetella pertussis), HEdEg I F42=
(Bordetella parapertussis), HEddel B E7]AE]JF(Bordetella bronchiseptica), dEIFA AZFlx
(Haemophilus influenzae), dRHF2 32}l EZFdx(Haemophilus parainfluenzae), J|RIAF2~ IEEF
Z~(Haemophilus haemolyticus), 3|=EF2 u&}d 28 E]5-2~(Haemophilus parahaemolyticus), 3|EIF~ F
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Ad o] (Haemophilus ducreyi), I=H$-Zgt EEAHPasteurella multocida), Iv|$-A 22 g7}
(Pasteurella haemolytica), @z]=vte] ZZZ](Helicobacter pylori), ZHAZYE %2 (Campylobacter
fetus), FH=Z9E A=Y (Campylobacter jejuni), FZ=2Z8E F2}o|(Campylobacter coli), H#g} 2%
29 2] (Borrelia burgdorferi), HEEQ F#d(Vibrio cholera), HEZL I EEF2=(Vibrio
parahaemolyticus), @7]2492} 7 =ZZ(Legionella pneumophila), #H|glo} RiAlo]EAU A (Listeria
monocytogenes), Ulo]A#o} =25 o (Neisseria gonorrhoeae), Ule]AlZlo} w3 7]Elt]~(Neisseria
meningitidis), H-EZFAZd o} A|A]o}(Burkholderia cepacia), X #A]AE}  EZFdlA] 2~ (Francisella
tularensis), 7122 (Kingella) B EZAZt(Moraxella)E o] Fojx IF o 2RE Aed 3l} o]ate] uhglgjo}

04
o Sle] FEE A, PASY 2

AT 17

A7 ¥ 7ge]l weRoldlx A A~(Bacteroides fragilis), ®BHEH|Zolv]l2 tXAERAUY A (Bacteroides
distasonis), HreE|Zo]dl2(Bacteroides) 34524 ‘354 14, WHZoldlX~ E7FF2(Bacteroides vulgatus),
ulg) 2ol |~ LW~ (Bacteroides ovalus), vl 2 o] g~ B Elo] 2 EF 2.1 A& (Bacteroides
thetaiotaomicron), HEHZoldl2~  fFUYXEu|X(Bacteroides uniformis), HEHZold2 o AIZE] 9]
(Bacteroides eggerthii) % WrE|R2o|d]~ AETIYF~(Bacteroides splanchnicus)® ©]Fojxl IFo =R
Y AdeE st o] dbe] v golel] & fiE= AR, °FAITHE A E.

A7 19
A 1&gl 3lejA,

A7) H el s A e Rote] 98] fudEE A, HATH 2AE
A3 20
Ao oA,

A7 #H fZdel  Zuldbelgls Ut ZH| 2]o(Corynebacterium  diphtheriae), ZE|ulwrelE]E AT~
(Corynebacterium ulcerans), 2E#EFAFT A~ JFEUYo|(Streptococcus pneumoniae), 2ETEFF A~ olz-2HE]
of (Streptococcus agalactiae), ZEFEIFTA Fo]Z A2~ (Streptococcus pyogenes), SEREFFT WUy
2] (Streptococcus milleri); Z=EREITFT~(Streptococcus) (1w G); 2ERMEIT (15 C/F); JdHZIZF
2~ Fo|Z-e] ~(Enterococcus faecalis), NEZFF2A To]| AL (Enterococcus faecium), AEFIRZAFTA o}-$-
#-$-22(Staphylococcus aureus), ZEFHZFF A o3 d|Zn|t] A~ (Staphylococcus epidermidis), BB =T
2 A} 2 39 E] 5L 2= (St aphylococcus saprophyticus), AR I~ ol el 2 W t] -2 (Staphylococcus
intermedius), ZEFHRFAF A dfo]F A~ o}F lo]F A (Staphylococcus hyicus subsp. hyicus), ZEFEZFAF
2 F R E]F 2 (Staphylococcus haemolyticus), Z~E}EZFF 2> Fu|U A (Staphylococcus hominis) @ 2~}
2 IFA AR E|F 2 (Staphylococcus saccharolyticus)® o] 7o)X 17O 2 RE AElm 3} o]l vl
gofell oaf frtE= AR, A 4=

A7 21

A7 #H el FRAEFUS UuAd (Clostridium difficile), FEAEHLS FH=ZHA~(Clostridium
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perfringens), = Egts  HEY(Clostridium tetini) % FZ2EgUYs HEZE(Clostridium
botul inum) &= O] 01{ JFo2RE AduE sk ool wE g ot 9 iy e A, FATH 2AHE
A7 23

Al | 2AoiA

471 9 Fsdol @i (acid-fast) whelg]otol sl s ZAQl, ofAlSHH 24,

A1l glej A,

A7l 9 7Zgoe] wlolmutHlEe FH|EF 2 A ~(Mycobacterium  tuberculosis), U}O]i“LEﬂﬁl% olH] &
(Mycobacterium avium), m}o]=ute]|e]s < EgtF2ke (Mycobacterium intracellulare) = U]'O] ahe| 2] -8 4
= 7

Zbo] (Mycobacterium leprae)® o] Fojz ZF O R2HE AMeElw 3l olite]l uhg g old] o&) LQ—E 711,
AT A=

A7 25
A1l AelA,
7] B zredel wHd whe ot o3 fuEHE ZA, AT 2HE.
AT 26
Aol AeiA,
A7) H el

e}

Z=2uloltjol FRUYol(Chlamydia pneumoniae) % wlo]mZe}~nl FREY o (Mycoplasma
pneumoniae) 2 o]Fo|3l IFoREEH MeEd sk ool wre ol o flE= AL, AT 2AE.

AT 27
2AFA]
A3 28
2FA]
AT 29
AFA]
A7 30
A1l o)A,

7] eojzEo] s viH BTV AdEE A

o

A+ 31
A1l oA,

Aol 100 mge] PR IZFAIC S H7He7 o §ZF(RDD)o] FHoll Fou=, AT 24E.

AT 32
Ao oA,
Aol 125 mge] UHEZZAMAE TE7H3 oFe §3(RDD)o] Hol| Folds, okAlshs A=,

A7 33
A1l Qo] A,
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oL 150 mge] BHZFAI Y] TE7Hs3 oFE S3(RDD) o] dHol FolxE, oFATgd AL,
AT 34
Ao oA,

Aolm 100 mge] HA| &Fo] THEE, FATH 2AE.
AT 35

Al AelA,

Aol 200 mge] AA &Fo] BHEHE, AT AHE.

AT 36

Al AiA,

A7) elol 2ol 108 Hke. R Fof FoE= A0, AT 2HE.
37T 37

A1l AelA,

7] dloj2Fo] 5 mRte R o FojH = A, Al A=
2T 38
A1l eiA,

A7) ool ZFo] 3E wnto g dHo] FoluE S, ofA|eHE AL
AT 39
A1&ol] 3lejA,

GAA, 71TAHA, FHAAA, SFIZI2EIOE, oojmAxol= JA|Al, C(FTR(cystic fibrosis
transmembrane conductance regulator) ZAA, 7|% TWH A9 FEA, 4£AA 2L ol=9 H|FER o]Fo]
A aFonNE AuE F7F GAANE FrkE 2 ¥eke, o

AT 40

A9l UM, A7 F7 AATE FA Al A FolEe 31, okAIEHH 2AgE.
A7 41

A398 el 1A,

A7 A ERgulolal, olZEY Y, AZZIZAM, ofREZulolal HEAFY, FFElad,
duiE =, wramvlold, FE2HAYE, ZAE " olE9 HIFER o]Fojzx LFoRNE Muxi: Z<
A e FAE

A3 42

A39&o] hoiA,

71 7NBAGGA I AFEE, dRARHE, HEREY, dedE, HEFREHQ], J2EFHE, T2IHHE,
HEHZE, s, 7l25E 1%, %i#ﬂl% dEZHE, AMHE, YERHE, ofE¥XE2RHE, YHHE,
FAFHE, JgHE, HeZdd, 2EFULAE, ARUHAE d o5 W|TER o]FojW IFORFE A
g5 = A, A 248

A7 43

#3938k Lo A,
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SRAAAL o2 ERIE, FRERIE Y o5 HIgER oFoXl IagoziE dYgHe= Zd,

o

A7) FFamedmelss) Zasue, EFEsE, Puivels, muled, AZdivels, Wz
el

H= AL, AT 2=

A

™
H
il
o
f

Ak7] CFTR =4 A7} VX-770(Ivacaftor), o}=Fd, VX-809(Lumacaftor) % o592 wjgtE=E o] F o

FH AdgEE A9, oA 2=,
AT 46
A39F LA,

A7 712 W A9 FJEAVE d¥y¥E<E, WYE,  (S-9411(sodium  channel  blocker),  SPI-

KA
8811(Cobiprostone) % o]E2] BFER o|Fo3 IFOZRYH A= ZA, ATy A=,
AT 47
A398o ho]A,

47 @AY ol e, dulud, AlvpulaEe B o]5o) wigE e o] Fofxl aFomiE AdEE= AAd,

NrE, AuEntsE, AU9E, SulERn, APER

A) =
] = -
TOaE 9 ool5e] WFER ofold 1FowRE AuHE A%, A 24%.

7% 50
A1l Al

7] del2Eo] 19 28] Folu= A, AT A=

B oo A4 Jgo] EoA FHaE FIEHE, 20089 10¥€ 792 99 v 7HEFEY A61/103,501
S9] o]els A

a2 Ao Eopel g Aeoln. Fe], & W2, ¥ 9 AN 7= wHgel Ads AR 3wy
a7 98l o]&7bsAdol AAdE, 27F = 37F Yol A AFstE ololmEst ZFeRAEEe] &=
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74 Htelgotel ofe fErd #H AP 54T #AS vEkdn. 2 Al(causative agent)= B, F
W2t (lining liquid), #32 wia =] 9@ 7|32 et 4 wd"c.  # 7o 34 ofsh= 4
A5, COPD, ¥4 713#A4, 7|3AE4T, 54 2 94 w9 2 o5y Ve 89 39 $AjollA =714
A"k, o]g3k or3le dur 2 o] ANgE EF FERUA | F7]AF(Pseudomonas aeruginosa) %
Sdlglol Matalol H3A (Burkholderia cepacia complex) 52 Il WAAZF #AE= A 55
o] Am ZrEF S, 7Y FHdA Fa v=E FA87] e w2 &%l &
. olu=FEFAPol =] Y-, A5 H ASAHL T 3 IYA sx] FUIE A5 F

A uig HA AAE @A A A= AolA, dRES, FAA AYA avE A
, 27 L 80 R FojE=, AXEAYE 9 Edginlolal T3 2 2F o] A wE

F ARSI 22 J. G. den Hollander, et al., "Synergism between tobramycin and ceftaxidime against a

o

(U KU oox Bl oo

gg_ﬂ‘m

o

ox lo it K 2 Hz o K

resistant Pseudomonas aeruginosa strain, tested in an in vitro pharmacokinetic model" Antimicrob.
Agents Chemother. (1997), 41, 95-100]. <& EW, AT g+ AZEAUUE 8A7F vitp =& A%
FYoll oJafl Feste] H wLvF HA Al sREET 2 ARES HASete S dew o[ M
Cazzola, et al., "Delivering antibacterials to the lungs: Considerations for optimizing outcomes" Am.
J. Respir. Med. (20020, 1, 261-272].

< A mEd A%E B w4 $EE sk 49 ol diE AR FAIe dejrE ol A
S Amsks mEAd A PHE dehdt.  dolzEstd ERgmelile g Ais @AM R
2 wreE]ol o] A mel ARG of2fd Ylge] WiE ¥ A ofEe) 3 welel HA Fefsta o
of s F& AU Wl % £ Y TEE ATT Bas AdsATIE Hojth. dolzE Folo] o)

g 3t o]l A We] AV i oS AAT F itk

= oo SAE FAAE AL T = qla

Aolth[#Z%: M.E. Hodson "Antibiotic treatment: Aerosol therapy", Chest (1988), 94, 156S-160S; and M.

S. Zach "Antibiotic aerosol treatment" Chest (1988), 94, 160S-162S]. 1&ju}, EXZtujolilo] @A) m]=

o4 FUAT DA 59 oolnE FAAClT. Ed, Eudulolde dEA AT BAAN AL A AR
A

o =

o QolA A% Fad Gue wPstn dAW, oo duH §EE A wuel Jse] Felgom Pa
H5 vy Ed#, oelnE %o Fo G4 A4 wwne FAL GEA ART B A dF Euevl
oJilel ¥e AFow Qs tha gadm k. webd, AN delzEsE P aFHL Ut

Fol &3t 3 AGshE ololnEs TromAwee sxo #a glolth W whEe, ARIHA E:
E=Ael U@ H ol87Fs A B ol AMR, 27h EE 37h Fole} W ARIHA wr oEs
ApAS] dolzE Golo] fEFS 0T WA S SAlA RS TS W we AnE TP

W A9e Amst whel AFHh. oleld WP Py ARIHAM E QFRANY 27} Ei= 37 Gol
2o mYsHe §o9 Aol2Ee d 4 AlA Folstel Holm 1200 mg/Lel Atk o Bl FE(C.) 2

2 A
of ATAY. ol WP WWL ANTEAM EE 2 TRANY 27} i 37 FolLL EFAE &
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[0015]

[0016]

EE R B IR
ol Felste] ol

HAUC) & AlFdhs Edehe,

= ~
— pA 3 27} B 37} ol LS
00 mg/Le] Ho] # B F=(Cr) 2 &

S550ol 10-1959873

, SEAISHA A Eo] AlTd
Z 2 Jql 160 mM WA 220 mMe] 2
gao 5 % 79 pH % 300

ZFets gole] dojrnEg W T A
%= oF 1500h - mg/Le] =48l = Efel W

CEEE X

i)
o
a2

2 ok 9F 80 mg/mL WA 120 mg/mL HHZZ2]ARA EE QZEARAF 160 mM WA 220 mMe] 27F BEE 3
7} ool o7 HgAH o7 0]—?«012]51 5 WA 79 pH % 300 mOsmol/kg WA 500 mOsmol/kgd] MHEEEEE 2zt
T 58S xFehe FATH 2SS LS

=Wy 2Ed 44

T 12 9 FoAA AFstd dRISIFAALVY Uy Fo, doz2F: F T MgCleF 3 Al she
AR EFA49] doJ2F Fof Fo MNEQ I HREFAAN Fxo THZE el

W #AERH AT s 54

S g%

% 8AE CF Aol »

= n @A AEs

dolEZE YRrIZ=E
a#mE ey,

ARFAA

=
A=)
43.3mg) & Fog o #H Au ek
ANA B GFolA AFstd G 40 mg 57 ¢
g kel Fo] FrlE HREFA X9 I EZE YERdL
T 9¢ EF A5odA AYPsE dREFFAY 9 IV Y =
FA14 sEe] a2 E veidy. 8352 HUtd

T 12%, 50 mg/mL T=E 100 mg/mL @ E
24 240 mg §FY olo]2E Fo ¥

S5 &A= 180 mg
G4 AT SAbelA bR

o) fazs

I
Lo g7ty RDDEA] Yeh

H
DDEA YE AL, 20 mg 2 40 mg RDDE=

drolM AGste oof2E &%

ARAY] & 10 mg/kg T

A (deconvolution)?] <=3t

Foll @4 dABEFARILVX) 5529

O -

|RZ 2] ool Fo Fo 3] oo ARahs oFE B
2% vlojele] UARFME Aato] FriHT,

AArel AZys A Qhx L JFxAg A

o]
, 20 mg 2 40

oo ol Fol (F fAe] Bl dnE

7}7} 43.3 2 86.6
) Sl CF 3hape] w

F(RDD)& AH&-3to] Ngll, =
Zpe] Bt e EFARILVX) S 1

o
of\
riot

E2AH g

= 100 mg/mL oN
o 13

e e 94 =

6 o
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2 vt AglEsE 797 19 13)olth. 50 mg/ml HEZ2ARA AF L 100 mM D3t 2uEH 150 M SHE
Q== 43taL, 100 mg/mL B EZFAALE 200 mg F3rladlES et FELEE IHlA EE

T 138 50 mg/ml FEE 100 mg/ml PR ZEALA Ao 2 180 mg £, T 100 mg/ul HFEZZAA Lo
24 240 mg &7 dojmE: Fo ¥, %E*é AR FAodA dREZAAS A H B sx] gz
E yepdg. A= 797 19 130t} 50 mg/mL @l BZFARA AF-S 100 mM F3beladlEd} 150 mM HE
25 g3k, 100 mg/ml B ZZARNLS 200 M B3vladES ol FEQLZE FHiekA Fed

T 4e dbtadlg £ o Ag vaste] g AgatE dRISSA £ dd 2 F 94X
d AfrE BX A B B QEREEA Y] 2HEZE YERT. AY B 599 w4 d= 2 V)
T A7E Ze AE W4 71es AHEste] w2l o]ZE29-(Pari eFlow) #5715 Agste] BEF3Th. A4 F
AR EFA S 577 AAd &% 87 mgolit Oé:df }JH]{%O A}ﬁfﬂ A g ol A ]E%—%Awsﬂ FE571 A A

ki

155, NgCly,9] &A1 2 FAstel Adstd AR EZFAAILV)S 10 mg/kg =5 20 mg/kge] ool=2&F 5

I ouke s A Aol FEUYN(K. pneumoniae) ATCC 43816/#¢] =1 =Y A w9 (CFU)9 W3 ag=Z&
(BRI =

T 162, MgCl,oF 37 AlPshd 125mg/kg, 63mg/kg H=v 32mg/kg HREFARA(LVX) S oo=2F Fo, Ee

125mg/kg, 63mg/kg = 32mg/kg HEEZEFAMNS HEZU(IP) Fo 5, vfe2= 34 # 29 BdoA 3. o F
71%=AHP. aeruginosa) ATCC 27853/#¢] =1 ZF2Y A &9 (CFU) Z2HZZ epdlc}.

SD &1 CFU/#leltt.  AHe 1F(n=8) 24A|Zbell ZAA A 23] &5 ATk, (
o IP Fole] HlalE 9138 p<0.05).

178, NgClst A Adsta 60 mg/kg, 30 mg/kg T+ 15mg/kg HHZZARA(LVX) S 1Y 23] oojz=
Fol, B 60 mg/kg, 30 mg/kg Hi= 15 mg/kg AREHARC 19 28] HA) Fo] §, A v

ol A I, o F7]:=A} NH57388A/%19] 21 F2Y A T(CFU) 2 ZE el HHEIFAAIL oo
f2e Aulavgols AGdErt. =AE S FF+SD 2 CFU/#Holth. AE] 2F(n=8)L 7243t
A FAA 23] §HS AFHY. (TLS Sl Ui AAZE ol HAY Foof HuE $g p<0.05).

kN

ki

—

% 182, 60 mg/kg HEZFAR, 60 mg/kg EHEUFolAl = 400 mg/kg o}ZEdH P9 19 23] dojzx F
o, HEx= 120 mg/kg Eﬂl‘iii’\}"]«] 19 13 dojaZF Fo &, 3 4 A # 729 BdoA I, o F7]=AL
ATCC 27853/#19] =1 =Y A D9 (CFU) THZE vehdnt. dHEZZARIY doj2E &8 ¢slvt 1y
ol Al AFstdrt. AHE IF(n=8)2 BAZE E¢F eSS ATk, EAlE @2 P £SD 271 CFU/H o)t
(p<0.05).

X 19%, 60 mg/kg HEZFAMI, 60 mg/kg EHvto]lal = 400 mg/kg of=2EH T 19 23] doj=F F

A=
o, E= 120 mg/kg UREFAMIE 19 13] oloj2E Fol &, 7 AAF ¥ 49 ZeolA J. o F7]:AF ATCC
2785302 HAH vk AIRE Bl wEs AEE%) LHZE et dBE5AMIY dozE: &%
< dsputdlgel A AFstAk. w2 A7 25 (0=10) 48417 B9 e ATt AES A F 9

o Fet EYHAH

= 202, 60 mg/kg dHZZAMA, 60 mg/kg EH Vo)Al = 400 mg/kg oFZEHQE 149 23] ooj2Ek: F
of &, "2 w4 o ‘"] 7 BEo A 3. o F7)xAF NHH7388A/H 9] 21 F2Y A 9 (CFU) 23=& Y
ERdth. AP 52 9% 39 59 1¢ 23] A, dERIFAY do2EF 7S A3 avlFoE Al
Pk, =A" %lﬁ Wit £SD 22 CFU/Flolth.  oo2F HREFAAIS of2Ed oy e FAT dx

T vhgsmr e welelol A5E AT HCHp<0.05).

S to

WS A7 G FAF g
W gaAl ool wa Aoty =8, B

HEL Eugl_ - ‘;l
A HAE W olg7bsd, W mebd woh $5@ weleel B34S 2=, 2} EE 37k Foledt A A
Fotel ooj2Est TFeRIAEEY] S ¥ Aolrt,

GAA N FAAS BAE el BAL FEAG FES 29 $9lelA s 22 5 glew 3
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Uz) LfsEoA Foste= Aot}

[0039] ¢F&3SH(PK:  Pharmacokinetics)< AlA W 3 F=e AF A @I Folnk ok &H(PD
Pharmacodynamics)< &8t @ AJAl U s @3} Alo]e] AddA N &3 Aolgk. PK/PD IHvHE S =
S g 49 ABALY.  FtAel 9T AME SR I B9 o oFEstar, APde| s At
ZdoJ(A7F &) v T7le v% aH(EE gEA)d sl 24HGAY, FE-AZF F435ke] WA (AUC) 2
24 AZF Aol wigl H3Ec. PK/PD devE e 2AEY olgbsA, dE B9, ¥ AlAagdA =
AE FY A ol8rteA, B/EE /AN S FY FAAY ol8rteAdS A= AHEE
Ao,

[0040] "AUC/MIC ®]"&= PK/PD }efu]E]e] deloltt. AUCE (B& H& Azte]) AA oA Ao d3/8%4 =
7 B9 sE-AZE st WHo R A AHodr., odEF B9, g9 B9 /¥ w57 - = 59

& =
A Y/EE o] 53} e o A2y FES EHE S vk mebd, AcE 8% 2 9 25 (e, 3
A

= RA
I iepel = HA 240 #d2E) $o $EE VIee® ¥ A AIC £ # AUICE 5 AT AUC-H=

F0olA BA A A 9] sk WAS 28 - Atk AUCwn= AZE 0014 FEdizbA o] adE |
e XS 4 drk. AUC/MIC ¥li= HE Aol theh 2443 AUCE Al Helld S4€ $dT Aol
e MICE Wwo=A ZgeEn. &3 o&4 Abdel o3 A @A(d: 22T =E)S AUC/MIC H]
o] A7 2 FFIA AT 5 Ark. AUCMIC W= E3 oFE A deglole] AEs WA 4= gl

[0041] "Coge/MIC" W= T T}2 PK/PD EbulEjolt}, o] MICO Wi € ®= 24 Wo Hd & $=8 el

o BReRFAEE 9 ohwFelmAlelsi CuMICE WAl oAEE A% A4 )

[0042] "MICHE T & AJZH(T>MICO)"& X T2 PK/PD Iefv|golth.  o]& MICE Z¥sle 8% Ev 4% 79 519
Fob 214 MEEE AT, Al oS4 APEE-EE Ee Zxutg gAY mE darAle] 842

T>MIC w]e] =7]el ofs] FZskA 5Et.

L

L] Fof Atolo A 7HE
i.de] A4 2 1d 13 F

[0043] o] "Fof 74 (dosing interval)"S H=o] Fof A Fob oJofEol 27]9 A
- 75] 1
12 A|7F 2@ 24 A 7Fo]T},

[e}
oujgtty, dE £, 1Y 23] FASE AT Fo AZ2EEAR(F
A= AT Fo] FHEI2Z2AA(500 mg = 750 mg q.d.)Y AS Fol 114L 7}

[0044] S AR vheh o], efekEe] AAl W s "vA 3EE HASH sRrh A %ﬂ Ee g
9l weel 50% o] el A ehAlgA Fol 1H ﬂ ARro.m Aejdt.  BIR kAl lojAl, "¥A TIRM e @
A Fof S Asts AeR AMEn

[0045] 'SEbed Ad 882 BNV B VIR oo2E dd FAS ARSEte] &4 Ho ddE k=] 8% ®
= delth. RD= F7Ieh &1 H7F 1ilo]ar i 168 B3]l i B vHoR ZRIfE SF AEd
ofd A T 4 B wNVIRNE ¥EE A7) °oF 5m olste] iAo SH RN b

[0047] AAH o]-87hgA]

[0048] GAA AP See FAA AL REd oEAolw, AR AFEAT=E BaF ARRY Ao](ARh fEA)
Ev GAA s S BA(EE dEA) 8 2T, SFRIAEEL AT 2t 24 B
o MICHD & =74 ¥4 $58 aR dhs sk &4 A-AE 245 530 3

[0049] A, e Al W A9 BEe SRe R Evbe AUCMIC W Bl Gt MIC WIS #RET. the] A
A Ul A2 A AN w7 e @2 (RE B AR PR E%‘ilﬂrﬂ g wkeh o)) el
HESARIe] Bup 1w A ARbe zhe 2ol wEd AR 943 vEeol AbES AlgAsAE 5
Ast7l 98 AP, o= Ao, MICS] 0.018v1-10241]<1 & —*&A} Ao see B AFE-SA B A
A T A BHoR 7T, olF A flolA, dEke dEISARIE A& ,

S Aol E9d. oldd AbE £Ee dRESAo]

10 A 208 olvfel o5l Auy 3 ol A
FAHAG 08 W) AFRES AVHBG. B, @ AR BAHA Ut wed, 533
A AR ARESAAY Fe 83 2 ASF Age WA 4704 2 WA Fo1Ae) e A%l D



[0050]

[0051]

[0052]

[0053]

[0054]

[0055]

[0057]

S=50ol 10-1959873

doltt.

gk 7FA] el A, T BN dEEFAG sEE 59 ARE ARSI 27 EE 37F ol v
YR ZZANS Ho| Agdozn Z71etar, old 93| o] "Eddoe] AMel %=$(mutant
selection window; MSW)"o| &A= AlZF &S FARAZTE. olde X EH HAIHS HAAY 2o 6§ 4
SHAGEEZZA WA 75 23)E ATstar, F7Fe U TS BAsi, BHoh &2 gEEFAM A&

5 AlFg},

Pu gEli, F7hE o AUCTE R ESAA EE

B 2 ARISA EE QEBA .3

20%, 30%, 40%, 50%, 75%, 100%, 150%, 200%, 250%, 300% % 500%4 < Act. F7h=, o
_]

7} goles EFHA Bt 2YE, WEE EAF FIA(: FELA)E 2

= 5

/e 543 s57bse Ay &FoR Ao dud A= vHE ¢ drk. 2E O FHelA, °F 400
h.mg/L, ¢F 500 h.mg/L, ¥ 600 h.mg/L, ¢F 700 h.mg/L, <F 800 h.mg/L, ¢F 900 h.mg/L, ¢F 1000 h.mg/L, <F
1100 h.mg/L, <F 1200 h.mg/L, ¢F 1300 h.mg/L, <F 1400 h.mg/L, ¢F 1500 h.mg/L, ¢F 1600 h.mg/L, <F 1700
h.mg/L, ¢F 1800 h.mg/L, ¢F 1900 h.mg/L, °F 2000 h.mg/L, <F 2100 h.mg/L, ¢F 2200 h.mg/L, <F 2300
h.mg/L, ©¢F 2400 h.mg/L, ©¢F 2500 h.mg/L, °F 2600 h.mg/L, <F 2700 h.mg/L, °F 2800 h.mg/L, < 2900
h.mg/L, ¢F 3000 h.mg/L, ©¢F 3100 h.mg/L, °F 3200 h.mg/L, <F 3300 h.mg/L, °F 3400 h.mg/L, <F 3500
h.mg/L, ¢F 3600 h.mg/L, ¢F 3700 h.mg/L, °F 3800 h.mg/L, <F 3900 h.mg/L, ¢F 4000 h.mg/L, < 4100
h.mg/L, ©F 4200 h.mg/L, °F 4300 h.mg/L, °F 4400 h.mg/L % <F 4500 h.mg/L %39 ¥ AUCE YE}+= 7iA
H o o]&rteds TS Edete #Rle] ATHET. SUhe, dE EW, 718A Y, AA #H 249 44

]

o

il

e

74 Gl A, F7HE H G HREFAR Ev LEFARIY AP dig AR 5 o] 874

4 7t o
= zte 2AE,

g4 &0 o ded =AY vEE 5 U, 2™ A,
300 mg/L, <F 400 mg/L, °F 500 mg/L, <F 600 mg/L, < 700 mg/L, <F 800 mg/L, 2F 900 mg/L, °F
1000 mg/L, <F 1100 mg/L, °F 1200 mg/L, °F 1300 mg/L, ©F 1400 mg/L, ©F 1500 mg/L, <F 1600 mg/L, <F 1700
mg/L, °F 1800 mg/L, °F 1900 mg/L, °F 2000 mg/L, °F 2100 mg/L, °F 2200 mg/L, <F 2300 mg/L, <F 2400
mg/L, °F 2500 mg/L, ©F 2600 mg/L, °F 2700 mg/L, <F 2800 mg/L, °F 2900 mg/L, ©F 3000 mg/L, <F 3100
mg/L, °F 3200 mg/L, °F 3300 mg/L, °F 3400 mg/L, <F 3500 mg/L, °F 3600 mg/L, °F 3700 mg/L, <F 3800
mg/L, °F 3900 mg/L, °F 4000 mg/L, <F 4100 mg/L oF 4200 mg/L, °F 4300 mg/L, <F 4400 mg/L, <F 4500
°F 4600 mg/L, °F 4700 mg/L, <F 4800 mg/L, °F 4900 mg/L 2 5000 mg/L Z¥}¢] ¥ (=2 e} 1A

O_Lz

£ vy

olN

oF 50%, 75%, 100% % 150%Y 4= AT},
/e ERS B (d: FEQR)E 32

)

a
o
2 o2
BN

o bR o

mg/L, ©

H 4 o]&rtsds EAaE XEete ol AlTdn. Frke, CdE B9, 71EA EhlE, A g, b
4ZE 42 g 54T 5 o

F7F el A, "4 AUC = 8H Gl Fat 2% AYE AFESlY] dEZEAR I 2 Z S ¥ o

V54 2 98 w39 1S Uehd 5+ Anh old@ ¥R FeelA, PaE Holw 14, 5h, 105, 208
= eg 9/EE 53T 1Y

E=
e =4E H]

o Sﬂ
PN
oX r
M o
fr
>
J[m
Zi
QL
b
k
fr
i)
=

2 okelo] A, ¥ ZF (e}, BLF, %7 #2E) =9 »x: oF 20, 40, 60, 80, 100, 120, 140, 160, 180,
200, 220, 240, 260, 280, 300, 320, 340, 340, 360, 380, 400, 420, 440, 460, 480, 500, 520, 540, 560,
580 = 600 27| PK-PD A Cpax:MICrs SH o2 & 4= Q).

2EHL B SERAU ALL ATHEIE ARHE AR T} L Dk 0} EE ) Y
oes TFHA ¥t o SAR AY, HEO=E TP Bt dRESAN wE 0F
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250 mM, ¢k 175 mM WA <k 225 mM, ©F 180 mM WA ¢F 220 mM 2 ¢F 190 mM WA ¢F 210 mMY & ). @R
FElA, FEE °F 200 mMolth. W SFEjollA, dAstululg, v, dstold e sty e oF
56 WA °F 25%, °F 10% WA °F 20% R oF 15% WA °F 2090 FE=E 7 & v, HY FEHlA, EFLE

FmE W 27F = 37F Fol] Bl 1:1 WA 2:1 B 11 WA 12 ¢ sl

welol  AAE wsh ol AgS] A WARH EIromARse dAuZsAn, oEsA4
AZZEEA, oA, I EEAA, ATESAA, ZAESA, B S

A, 2B ESA, JREAA, ABESAN D DX-6198 EFA.

AFL °F 50 mg/ml, °F 60 mg/ml, °F 70 mg/ml, °F 80 mg/ml, 2F 90 mg/ml, 2F 100 mg/ml, 2F 110 mg/ml, <F
120 mg/ml, ¥ 130 mg/ml, <F 140 mg/ml, ¢F 150 mg/ml, ¢F 160 mg/ml, ¢F 170 mg/ml, <F 180 mg/ml, <F 190
mg/ml R ¢F 200 mg/ml 2H] EFQEHAEE &, dE EY, dEEIFSA] BEE SEFARK EE M
gk, =2 Jejo A, AFL ok 50 mg/ml WA 2F 200 mg/ml, °F 75 mg/ml WA 2F 150 mg/ml, °F 80 mg/ml
WA 2k 125 mg/ml, °F 80 mg/ml WA ¢F 120 mg/ml, <F 90 mg/ml WA °F 125 mg/ml, °F 90 mg/ml WA <F
120 mg/ml B °F 90 mg/ml WA °F 110 mg/ml®] EFEFAEE F&, dE BV, dEEFA B LEFA)

A FEE M . B dEelA, == oF 100 mg/mlolth.

A& oF 300 mOsmol/kg WA ¢F 500 mOsmol/kg, F 325 mOsmol/kg WA F 450 mOsmol/kg, <F 350 mOsmol/kg
WA oF 425 mOsmol/kg 2 F 350 mOsmol/kg WAl °F 400 mOsmol/kg®] AHFEFEEE 7Hd F vk, HH 4
A, AP HFEEFEZE ¢ 300 mOsmol/kg, <F 325 mOsmol/kg, <F 350 mOsmol/kg, <F 375 mOsmol/kg, <F
400 mOsmol/kg, ©F 425 mOsmol/kg, <F 450 mOsmol/kg, <F 475 mOsmol/kg % <F 500 mOsmol/kgES Z3}3hc}.

AHE o 4.5 WA oF 8.5, °F 5.0 A °F 8.0, % 5.0 WA °F 7.0, °F 5.0 WA F 6.5, °F 5.5 WA o
6.5 % 6.0 WA o 6.59 phE 714 5 ek

AR T3l ASA =HAl, A Sl wE, dEe =, AR, vtadlg 2HolHolE, YEF AP,
g4, YEF Arxvpdez, G902, Ay, AR, wbvadlE §), £E F&A, F3H4, A
AL pll el So Bx S HEF oREHCIE, HEF AECIE, Al]22HiEd i), Fuld
Rrghg-olE, Efoghaolyl ofAHolE, Erjogtolrl EdolE F)& EFT £ sdvk. HZ Gl
A, AGE S oA |3Al, B84 o8 2 Fed. 2E dEHe )

g

= xoett. 28 JdHs HEL=E oF 10%, S, 1% H= 0.1% wwke] wRE et HE e, Al
e HREFA TE QEFARI 27) B 37 Fo]L0F HFHOR o] FojHt,

S8 FEllA, A2 oF 75 mg/ml WA oF 150 mg/mle] B EFHAML sk, oF 150 mM WA eF 250 mMe]
Skl 5= R oF 5 WA oF 79 pHi °F 300 mOsmol/kg WX °F 600 mOsmol/kg®] HFesks EFshaL,
HFES =S EeHA o=t

S8 el M, AFL oF 100 mg/mle] AEEFAR 5, oF 200 mMe] fEtvlavle w5, oF 6.29] pH, of
383 mOsmol/kg®] EAESEE EFstal, dEQ=E IFstA] dett. 2ZE oA, AFS oF 90 mg/ml
A °F 110 mg/mle] BlREFAM F5%, F 180 mM WA oF 220 mMe] Akl wx, oF 5 UlA oF 79] pH

= -
2 ¢k 300 mOsmol/kg WA 500 mOsmol/kge] EAFEEE X3stal, HEQ=E XA Z=t).

|

9/1\ N~ N
¢k 20 WA 300 mg BID(1¥ 23)Y 4 Ur}t.

9
2
fetl
U
e
2
il
)
ot
N
olr
ot
oo
o
2
)

2 O XN oo
rN
i)
o%

epAle A o F8H = e A, vtaA], A B o dojm=E Fofy, oE 59, AbAl, A, d8A, &
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Lo

SEA wx Bd, o BU G8A, B HUSAL ol A Sl JEE oLaHlelE, 1

EdolE, AolFRUAEY FEA, LulE WiehdolE, Eddegen obiElo]E, Eelowgoln
]
[¢]
S

(]

[e]

E 3)E 3T 4 vk, dntgo= | oy Fo] e wel, AT AP oF 0.005%5F% WA 95
, v s oF 0.55%% WAl oF 505H%e] B wgo 3EES a3 Ao, o]y3 FFH S A

st A e FAEHY dAY, FgAlA e Ao|r}[FHE: Remington's Pharmaceutical Sciences,

Mack Publishing Company, Easton, Pennsylvanial.

o

=

g 7HA wpEA g EjelA, B 2AES NA 3 vheld, dEEHE A, FF B EE Ve 2A4E 5
2o G99 Tyl d"E A T AL, wEpA, g8 2AES 4 A 3 e =, AR =, <
sbolZ4 5o A nlvlE LHolHOlE T a‘l‘xﬂ, 2 A, A oo, ZERidEEYd, Aud,
AERe= AEFRe = FEA 5o AfAE 7T 5 At

SFAIEtA o 2 FolTbsek oA ZH“-’&‘», dE 59, A7 Fost &4 IFE Z Ao AT HEAE T
Ald: &, 9, 74 9=EZe =, ZYAE, 28F, d&& 3)d &3 = BAAA &9 £E= duds
FATFo =M Az F ATt ﬂlﬂi%ﬂlﬂ% EHe AA G = AENOEA, qFHORA F ¥
B2 AzxzsAY, doj2E Az 2 FY del HAd &3] = dEATIZC ARE A R Az
ATH. ZHzEe] o2 E A i A sEEC] vE s5tEe @4 F 3o o Bk ofye} o
o] EXT HA wj$ oFFcl. ey, &9 F 0.01% WA 90%e] B4 3FFE| nlgo] AMRIISElAL, %
AEo]l FHAOR A7) HlER A A Aeoe Bk wrh. 22 GHelA, 2HES &6 &4
318 1.0% WA 50.0%S ¥3+e Ao},

ol Z1AE shgE2 1Y oF 13, 23], 33], 43] T 1 o), WS 13], 23], 33], 43], 53], 63], 73] ®
= 2o, viE 13], 23], 33, 43], 53], 63], 73], 83], 93], 103] = 1 o] RIER Fojd 5 3

A Folol glolM, Y JEE F1 W Y /RS s AuHd. o 4 ddge 9 R 22 5@ ooz
2o F90) g 48 £ Ak A B9 B AF0MAD7 oF 5u 8 2 dAE dRAoR o =
9 Rela, o5& B W6l $AL Fi AFel dov, Ww Al AT FrEt. 470
oF 2 A o 5uQl A AR WA F A GG(RE R BREllE FRE AAW, UR A A
of EaAt BAth woh Ao 9%, & o 0.5 WA o 2u WA AE Joo] mEE S ATk EF,
Aol oF 0.5pnTh A PAE WGl olal AL Fefel AFW & AW, WS Fe YAE BFL =
e,

g 7 FEel M, 571 MADZE & o 0.2 WX oF 5p ¢l Elel VAE EFeRTEE IaAE A
)

= el Alzstel AeHEn. @ b4 FHelN, ETromdue dwAel duH de £57] gdd A
e AFe. BEE AF B9 BF 4740] oF 25 WA o suolx /1% EF WA oF 2.5u olakal
dlojnE, A%k F9 BF A7) o 2.51 WA °F 4.5p07 slek BE BAT oF 1.8y olakl olojmE, U
A% 39 BF A70] oF 2.8u WA o 4.3ucln /S EF DA OF 24 ol oj2HE AYT 5 9
o BE gEelA, Gel dol2Ee QF v BR/E Agdtel 44T £ A, AF o4 2Role) o

512 o]-% R S(PARI E-FLOW) #%7] i she] o] Z2S-(PARI eFlow) 714% AMEd 257712 E@w. 2
F719] F71e dE HA Wgo] EdolA FxaA =YEE nu £33 A4,268,460%5; Al4,253,468%5; Al
4,046,1463.; #13,826,255%.; Al4,649,911%5; #4,510,929%; #l4,624,251%; #15,164,740%; A5, 586 5503.;
A5,758,6373;  A|6,644,304%.;  A16,338,443%5;  #15,906,20235;  A|5,934,272%;  A|5,960,79235;
A5,971,951%;  A|6,070,575%.;  A16,192,876%5;  #16,230,70635;  A|6,349,719%.;  A6,367,4705;
A6,543,442%5;  A|6,584,971%;  A16,601,581%5;  #14,263,9075;  A|5,709,202%.;  Al5,823,1795;
A6,192,87635;  A|6,644,304%.;  A5,549,102%5;  #16,083,92235;  A|6,161,53635.;  A16,264,92235;
A6,557,549%; E 6,612,303l A& ol Ak, ELel ZAE AP AEE & dE BFVI Al#EHE

_18_



[0086]

[0087]
[0089]

[0090]

=2
=

Jlﬂl

o1 10-1959873

oin

%7} e #9271 E (Respirgard) 111, o 2u]M (Aeroneb), ol ZH|H. =& (Aeroneb Pro) % o] ZulH. 1
(Aeroneb Go(oll 271 (Aerogen)A}t A Z); AFRx 2 AERx Essencem(ol—ﬂ‘r%(Aradigm)/\]- AZ); EZE-URE
(Porta—NebR), Freeway Freedomm, Aol =E 23 (Sidestream), WEAEZ (Ventstream) % I[-neb(dAd 2y~

FF ol =(Respironics, Inc.)A} A=x); = PARI LC—PlusR, PARI LC—StarR(TﬂrE] Al 3HPARL, GmbH) A}
)5 FIFH. v AFAA FURe] od'mA w=5S] Al 6,196,219 = 19 HiEo] ofrje] Fam
3]

TS FE SR 22 doE2E §Fo = Ho FoE F e dEESA B oF

& AHolx 2F 20 mg, 2F 30 mg, 2F 40 mg, °F 50 mg, °F 60 mg, °F 70 mg, °F 80 mg, °F 90 mg, °F 100 mg, °F
110 mg, <F 120 mg, °F 125 mg, <F 130 mg, °F 140 mg, <F 150 mg, <F 160 mg, 2F 170 mg, 2F 180 mg, °F 190
mg, °F 200 mg, °F 210 mg, °F 220 mg, °F 230 mg, <F 240 mg, <9F 250 mg, °F 260 mg, °F 270 mg, °F 280 mg,
°F 290 mg, °F 300 mg, °F 310 mg, °F 320 mg, °F 330 mg, °F 340 mg, °F 350 mg, °F 460 mg, °F 470 mg, <F
480 mg, °F 490 mg, <F 500 mg, °F 510 mg, <F 520 mg, °F 530 mg, °F 540 mg, °F 550 mg, <F 560 mg, °F 570
mg, °F 580 mg, °F 590 mg, °F 600 mg, °F 610 mg, <F 620 mg, °F 630 mg, °F 640 mg, °F 650 mg, °F 660 mg,
°F 670 mg, °F 680 mg, °F 690 mg, °F 700 mg, °F 710 mg, °F 720 mg, °F 730 mg, °F 740 mg, °F 750 mg, <F
760 mg, °F 770 mg, °F 780 mg, °F 790 mg Z °F 800 mgS F & 4 drk. HHEH oA, ZEIEI FE
SF[RD)F 22 ooJ2E &FoR Ho FoAd F e dEIZFAR e SEFARAIY o2 AHolx oF 20
mg, 50 100 mg, 150 mg, 200 mg, 250 mg, 300 mg, 350 mg, 400 mg, 450 mg, 500 mg, 550 mg, 600 mg, 650 mg,
700 mg, 750 mg, 800 mg, 850 mg, 900 mg, 950 mg, 1000 mg, 1050 mg, 1100 mg, 1150 mg, 1200 mg, 1250 mg,
1300 mg, 1350 mg, 1400 mg, 1450 mg % 1500 mgS ¥3gHa 4= Ao},

olo]ZES oF 108, oF 5%, oF 4%, °F 3%, °F 28 W of 13 ool se] FojH 4 girh,

2] 0 =

Eof 7iAE Wy 2 2AELS ¥ 7 2 Aste] X g AFEE 4= k. ol d H3le] o= dxEA M
Z, J94, 4 ‘?_V‘é Z1#AE 2 2 HAS xgek vhd gy #H A3S 23 S . 2Y JEHE 7%
2y~ o 7] A} (Pseudomonas aeruginosa), dr=Rus ZFQ @Al (Pseudomonas fluorescens), TFrE=REu~

o
oA
~

=X &> (eudomonas acidovorans), =Ry LAY~ (Pseudomonas alcaligenes), =X FE|
t}(Pseudomonas putida), ZH=EZX WU}~ ZEIZol(otrophomonas maltophilia), olZEuU~ dlol=zd
Z]o}(Aeromonas hydrophilia), olz7lg]7]o} Feto](Escherichia coli), AEZBE Z#$t]o](Citrobacter
freundii), 229z} El9 5 2]$(Salmonella typhimurium), 229z} €lo]y(Salmonella typhi), =9zt u}
2}elo] ] (Salmonella paratyphi), A=} <dE2Elti~(Salmonella enteritidis), A& tlAlE 2o
(Shigella dysenteriae), A2} Z#u|2](Shigella flexneri), A28} £4]o](Shigella sonnei), <IE]ZHHE
& 2o}l (Enterobacter cloacae), SNEH|ZBME o]  AlU]2~(Enterobacter aerogenes), SdlBE Az} JFE o
(Klebsiella pneumoniae), SdBEAAZ JFAIEFHKlebsiella oxytoca), AHEtElol w2 A Al (Serratia
marcescens), EEZ7FdE} 227} o](Morganella morganii), T 2H-$-2 w2t E|(Proteus mirabilis), &
H -2~ &7l ~(Proteus vulgaris), ZEH|RIAo} 4] gAldl~(Providencia alcalifaciens), ZEH|dlA]o}
dEAZ (Providencia rettgeri), ZZH|WIAo} AFolZE|o](Providencia stuartii), OFAJHIERFE ZrFolA
E]S:~(Acinetobacter calcoaceticus), OFAIUIERFE S| RAJE]F X (Acinetobacter haemolyticus), <lZA|Yo}
dElZ2F 2 El7F(Yersinia enterocolitica), dlZA|Yo} #H2E]A(Yersinia pestis), dEA|Yol FEFHZZF
Z A2 (Yersinia pseudotuberculosis), @AYo} Sle|ZWt]o}(Yersinia intermedia), HEHEZ} FHZF3
2~(Bordetella pertussis), R EZddz} y}H %R = (Bordetella parapertussis), HEd P BE7]AE 7}
(Bordetella bronchiseptica), #NEIDFA QAZEF M} (Haemophilus influenzae), 3|EIDF2 FheplEF <At
(Haemophilus parainfluenzae), 3|=ZF2 &% E]F2(Haemophilus haemolyticus), dEIF2 a2y
E]F-2~(Haemophilus parahaemolyticus), 3S|EZF2 Fdo](Haemophilus ducreyi), 32©H|$-Hz EEAG
(Pasteurella multocida), =©e]$-2=et IR E]7F(Pasteurella haemolytica), dzlzutg] L=z
(Helicobacter pylori), FF# =¥ %2 (Campylobacter fetus), & 2B |54 (Campylobacter jejuni),
Zrg 2 ube]  Zgbo](Campylobacter coli), H=e} RZ w29 (Borrelia burgdorferi), HIHZ$
(Vibrio cholera), wWlH#Q IR E]F22(Vibrio parahaemolyticus), 7|92t wx=Z 2} (Legionella
pneumophila), @ E|glo} R Alo]EA U2 (Listeria monocytogenes), Ulo]A#ol =2 %o (Neisseria
gonorrhoeae), Ulol¥glo} wWQYE|T]A(Neisseria meningitidis), F-23Ed|glol M IFAlo}(Burkholderia
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cepacia), @AM} E8fdA|~(Francisella tularensis), 122 (Kingella) ¥ XgAg(Moraxella)Z ©]F
o aFo2FH AdEE sk olde] wrHEolE EFtele A ARE EFe. ZE SHelA, A 74
< Oy 4 714 uHdgoelel o8 fEvh. F7F AN, #H e drHEojd s zejde s
(Bacteroides fragilis), HYrH|Zo]dHl2~ t]X=E}Ahy~(Bacteroides distasonis), ¥E]Zo]t|2x(Bacteroides)
34520 A IF, WHEold~ EI7FF2(Bacteroides vulgatus), HHEH|Zoldl~ @ ¥FF~(Bacteroides
ovalus), WE|Zoltlx  EEl]QEFQ M A2 (Bacteroides thetaiotaomicron), WE|ZolHlA HFUIEEn|A
(Bacteroides uniformis), YE]Zo]u]X o AIZE]o](Bacteroides eggerthii) E Hre]|Zo]t]s AZ A YT
(Bacteroides splanchnicus)® o]Folzl ZFo2RE Mey sk} o)ite] wrgglols a3t 22 ke
A, RS g A et o fEEvk. 2R FHolA, d FAS ZeuldElE vlzd el
(Corynebacterium diphtheriae), FE|ulvte|e]s &4 g2 (Corynebacterium ulcerans), Z~EJFEIFT 2 FEU
o (Streptococcus pneumoniae), ~EFEFTF >~ olZAZE]of(Streptococcus agalactiae), EREFAT 3}
2 A ~(Streptococcus  pyogenes), AEFIEIFA JF(Streptococcus  milleri); ZLEJEIFA
(Streptococcus) (L& G); Z2EREIF (5 C/F); dEZ3F2 3o Z2] ~(Enterococcus faecalis), <]
23T g Al (Enterococcus faecium), Z~EFBRFF 2 o}9-2]9-2=(Staphylococcus aureus), ~EFBZ AT
Ea of| 3 g| 2] t] 2 (St aphylococcus epidermidis), AR 235~ A}z 2 3] E] F 2 (Staphylococcus
saprophyticus), ~EFAZAF > Qe =W t]$->(Staphylococcus intermedius), AEFEZ AT lo|Fx ofF
o]t~ (¥Staphylococcus  hyicus  subsp. hyicus), 2} 2 33~ I EFEF~(Staphylococcus
haemolyticus), ZEFEEZ3IF2~  Fu]YX(Staphylococcus hominis) % 2EEZIF A AFIREHFX-
(Staphylococcus saccharolyticus)® o]Folzl IFo=2HH duw sht ool wegols x&sirt. HF
Feholl A, # S a7 Fd F71A4 dHgotel o) fdEnk. 2R YEddA, d A9 SEZEUR
i A4 (Clostridium difficile), E22E@ U HAESZ YA (Clostridium perfringens), FZAEZU&
HE]Y (Clostridium tetini) ¥ F2Z2EU HEZ w5 (Clostridium botulinum) &2 o] Fojzl 170 2 HH
AeE st ool mrelEolel o3 fdEvt. HE FEAA, #H Y2 b (acid-fast) HrE]E ool o
frdEch, 29 EjelA, #H g mtolZEtelE s Ful2F 2= A 2~ (Mycobacterium tuberculosis), who]=Ht
H &5 olr] & (Mycobacterium avium), who]Z¥te|g]s QEHALF2be] (Mycobacterium intracellulare) 3 mfo]
Iate) g F 2ol (Mycobacterium leprae) 2 o] Fo)zl IFOZ2RE AEsE sk o] el ute|gote] o3
ek, 2R gujelA, #A A9 BdE gteEofel o ftEitt. R YA, #H HAES F=2vlelt
o} ¥R Yol(Chlamydia pneumoniae) % wlolxmZet~wnl FR Yo (Mycoplasma pneumoniae)@ o] Fo]z IF O 7
58 e st o]k v gote] s frE ).

N}\q
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2 9] 9 %@%E}. HHZZA2E 5 mg/ml(IV) w2 mg/ml(oﬂoii%)ﬂ A=4-1 Ug& 0.9% 5=l A

2y Aol A 2 WA 6nke] FEZRE FHsta, =F s|Id
S A o] P, @, ¥ 24 2 BAL 59 d
A= (WinNonlin)(Pharsight Corporation, v

A3 AUC(p-inpy(AIZE 00l A F&uI7kA 9] 5% AIF FAste] WA), 4 WRI(HAF AF AL, 4 t1/2007¢
71), BAL, AUC, NMAT(HT 54 A7) % F(AAe]E71s4)S A8, ¥ 1o veRdc.
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* 1
o dWHAUC | ©H | 4 | BAL | MAT 2
bl 3= (0-infj | MRT | t» | AUC | (h) F M B M ENES%
= ER=S=F N ]| v 38 T 0.5 1.6 NA NA
o 2 E =AML o2& 3.7 0.7 0.5 3.0 0 97%
AlZ2EE AL v 26 076 | 0.53 | 3.9 NA NA
AZREEA | O2S 0.8 1.35 | 0.93 | 78.4 | 0.59 82%
ZLEIES AL v 531 1.39 | 1.06 | 0.35 NA NA
FIE|IZZA | Qo 2E 5.83 1.34 [ 1.13 | 312 0 100%
LEEZ AN v 4.65 1.58 | 1.21 0.8 NA NA
LEEZAA | ooj2E | 446 129 | 113 | 248 | 0 100%
HO|Z2 A v 4.54 1.41 | 1.04 09 NA NA
HOZEMA | gojzs 5.86 2.06 | 1.68 | 1404 | 0.65 86%
[0097]
[0098] AZZZEAN, 7HEZEAN, 2224 e AnZEA9 dojz% Foe Fuh Foleh ululsle
BAL AUCE &A38] S7HAIZT. B EFAY doJ2F Fols Gy Foof vlaste] BAL AUCY] o]# gk &
A F7HE vERA okt mE, HEESARNE A o mo A& F4E yERT whebA
T F HdEEFARG oo2F T o uig E9 dA3 FUIE ol8rtsAdE Zﬂ%o} 2| kSTt
[0100] Hla A Ale] 2 - PEOA 27} FoleT) ] HHIEALAIL oo]EE Fo
[0101] A 27) dole B HES = 3 HRIEFANNG oojrEk Fo e dF F9 ﬂiiikvu v
EE doj2E FoE EFets duo A #3k Aojtk. HEA 10 mg/kgdl dF F HlHEFARI(LIX)
EE CaCly, MgCl, = Zn 7 874 AYsbe LIXS Fof g}, 2% ol Algd AHEH HREIEA A
& e
X2
YuEsaty | GEESAY | yozsgy | YeESAM | YRESAM
(Iv) (ooi2E) (MgCl;) (CaCly) (ZnCly)
HEEZ A 5 mg/ml 60 mg/ml 60 mg/ml 60 mg/mi 60 mg/ml
MgCle - 120 mM - -
CaCl, - = 120 mM =
ZnClz - - - 120 mM
2E= - 150 mM - =
[0102]
[0103] 3 7HA AN, Cu(HW dF 55), CI/F(E A F2&/BA084)S £3et= ks vatnH

dtal F 39

A RESA

pEpe

il ool =2,

N7k Ao w2

)

ARTZANC B
FY EE NgCLSE 37 ool RE:E Folgth,
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[0104]

[0105]

[0106]

[0107]

[0108]

[0110]

[0111]

S=50ol 10-1959873

#* 3
"2 (+/- SD)
n}ato|gf o)

LVX IV LVX 00|25 | LVXMgCl,
HE AUC hr.mg/L 3.79(+0.89) | 3.69(£0.14) | 3.72 (+0.24)
SE ezt hr 0.49 (+0.10) | 0.52(£0.09) | 0.73 (0.07)
BE C oo mg/L 554 (+1.51) | 6.01(+1.54) | 6.66 (x1.70)
S CUF L/hrikg 281(+054) | 283(x0.11) | 268 (£0.17)
SE MRT hr 070 (+0.14) | 0.71(£0.08) | 0.88 (0.06)

S5 MAT hr NA 0.01 0.18

S
(éﬁﬂjl_;g) % NA 97.4 08.2
BAL AUC 1) hr.mg/L 16 30 83

218 obsd mdS Agsle] AEy 9 ooj2E Fojo gloja AIZF Ay w2 I R EIEAMNY I

P zpol2 AAE 5 otk AU Fo] Fo] HA AUCE Mg o 37 oo]mZel oe Ro] Fo| H AUCS

GAVEEH(ZEE 3.79 hr.omg/L W) 3.72 hr.mg/L). ©]= HZEE Y 27} Fo]le-E FAAe thEF 100% A A o)

848 AT HREZEAAG FF AF AZFORD S AW Fo] 3o} vlaste] dol2E Fo Il o

AtH0.88 W 0.70A17F). ol#s T XA BALOA BAL #HZZAA AUCan(AHUY Fo] O doja2x T
Eul

olo] 9o 247} 1.6 hr.mg/L W 8.3 hr.mg/L)e] Z7F, 2 HAF F5 AZFWMAT) S 188 Z7}

: o fAH
_ N T ) _ -
wooE ARA, 4%, m, G EE Mg 2 deeks Agd @ dolRE Fo o] YuIEA FES
=Asta, 458 guEE SR, F 4 2 & 28 2 ZAAE 9ok Ao,
* 4
= @M AUC | HHA =E BAL | MAT F, | cjf
(=]
e 8= (0inf) | MRT | tw | AUC | (h) | goppzseo|%
A EEAbAL v 3.8 0.7 0.5 16 | NA NA
M EEZ AR oHEE 3.7 0.7 0.5 3.0 0 97%
HEESAMY | goe=| a4 135 | 12 | 206 | o7 116%
(MgClz)
2 ES A = o,
25 4.3 117 0.8 8.3 0.5 116%
(CaCly) HARE
HESSAY | yoe= 4.4 16 18 556 | 09 100%
(ZnChy)

Ca 2 Mg o HEsE YRIEAY oojnE Tt A5dA ARsE ARIE=AG vwete] Wi} 7

2 wigty] @ w7 NATE AFEE, ot AR ot Bk =@ ¥ FARS UEATHE 4). (2

Mg ® AFSE ARTEANL Afold APstE AWy AuTAN £ olojRE HRIAAY WL

sto] BAL 2 ] 2AolA 2 WA 5] & dlRITHA G, D AUCE UERITH  o]E dlolehs 27} Feoleo
=20 o el A mol olA BT}t e FE Ve AALg

A

rr

o




[0112]

[0113]

[0114]

[0115]

SSE4 10-1959873
Fs A= FEsith. olgld W AR SHo] FEstAY/st vgYgek s AdsE A, dE
E9, B AES ALEe H Fo g FEE SAHIE F9dd 53 &5,
Bl 2 % ¢k siEtnlHE v FE 2 8 S AREste] ST ¢ A, AR A mE 9 o oF
E FET YUEFAS ARESte] AEE 4 Qdnk. ol# s Ao ERgniolile] doj2E e fiF =2
5o 9lar, o714 5.6 mg/kge] &FS AFHoR Fw dlojetet A= oF 9%e] Ao E A
717kl A% E4E yeplt#=E: Cooney G.F., et al., "Absolute bioavailability and absorption

characteristics of aerosolized tobramycin in adults with cystic fibrosis." J. Clinical Pharmacol.

(1994), 34, 255-259; ©o]9] HA W& EdA Fx=2A =¢4].

dAlFel tAEFH HHES T 3o Qokxo] rf. o] BAML ooj2E W Auy Fo Fo] oEo] &3 ¢
AAZE nuste] A7 Aot w2z Hod ZFseE oo F(EF 7S A= Aot H T =9
FEE FJrtetr] 8, S A7 A QlojA A #H fF-A(ELF) 8§48 (25m1)9] FAGAE UsErh, o]ojA],
H 8] ofse BAS ¥ Fo| &9 ols AEW Fkol| F&3le] AUCE 33

OAE2H e Hge BYy) wi= 7E $34 A% A6 A9, d4 Fo| YRI=AA EE NG9}
253l E YHEZEZASY 50 mg &7 E £FS Al e FEA doRE Fdde dAE F
AL, ol E 4% g5 9 6o AEE ukef Zo] A gE v 223 9 AiE e gt gE AE
ol AZE dd A (A A R EIBANS 583 IV FYS Fo] ¥H gn = =l

o 4R IV EE ol
S Abgate], dlo]RE Fo] Feo] 3
3 PK UHo]E}E ARSI tJAEFE

ek
T, ol AR Aol wel slo] FeE AnZEAA) Bl ng) S eI,

X5
mt2fo| & chel "7
AUC hr.mg/L 3.14
K10_HL hr 0.92
Alpha 1/hr 6.85
Beta 1/hr 0.1
Alpha_HL hr 0.10
Beta HL hr 6.50
A ma/L 2.05
B ma/L 0.30
Crmax mg/L 1.88
CL L/hr 15.93
AUMC hr.hr.mg/L | 26.78
MRT hr B8.49
Vss E 135.29
vz L 114.03
CcLDZ2 L/hr 111.26
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SS90l 10-1959873

£ 6
AlZH | 2ess | @M P20l | £ 28 | Hof IF3H= A (me) | THE 2Y
(mg/hr) | =xj =9 (mg)
0.24 35.79 26.67 0.53 23.33 0.47
0.48 13.80 31.16 0.62 18.84 0.38
0.72 18.25 34.84 0.70 15.16 0.30
0.96 20.55 39.88 0.80 10.12 0.20
1.2 14.98 44.14 0.88 5.86 0.12
1.44 9.21 47.03 0.94 2.97 0.06
1.68 5.13 48.68 0.97 1.32 0.03
1.92 1.81 49.51 0.9 0.49 0.01
2.16 0.45 49.69 0.89 0.31 0.01
2.4 0.36 49.79 1.00 0.21 0.00
2.64 0.27 49.86 1.00 0.14 0.00
2.88 0.18 49.92 1.00 0.08 0.00
312 0.11 49.95 1.00 0.05 0.00
3.36 0.08 49.97 1.00 0.03 0.00
3.6 0.05 49.99 1.00 0.01 0.00
3.84 0.02 50.00 1.00 0.00 0.00

[0116]

[0117] o)5 BlolEFE AMEEte] Algbe] FEA] Hol Feti HRZ2ANC] S AT 5 Atk £ 59 E
6 Ak Aol whe wo] RS oFEe] Bl UlE o2 Ve, 5% okl @A FolH 50 ng BE
hed obm kel 10%ako] 12417 ol 7 A Z@h.

[0119] H 3 A A]

[0120] 2 AA e GRESAIL 20 mg £ 40 mge] HI7ME EF7FeS o= £ (27 43.3 ¥ 86.6 mge] 7]
AA ) S AEet da §doA AYstE HEEFAMAG g2 2 AAl Fojo ek Aolnh, 27 &
I 57 YHIE2AY B oo]2E LIV A duld(Levaquin ) S AFRIHS ] o]TRS nEg B
F715 AREste] Ao A4S A YA 2 g sk CF Aol Al Fof st}
[0121] hAAd, dlekd 2 kEIHEA, B 2w #4]) dHolgE 74 Fo Fo st dFeA THEoR 9
A i'ﬂﬂ}%(Levaqum) LA 3.6uUE 20 mg TF7ES FE &% aFe A 11.9 mg/mle sE=Z 2 40 mg
SE7VES oE &% 1E9 A9 23.8 mg/mle FEE EFV)A A, ol &4 717 20 2 40 mg
RDDS 93¢t 43.3 mg 2 86.6 mg BHEZFAMAS "AA" & Fgsrt. ® 72 AT AFsE HRES
ARALS 98 S-Sk H7HE RDDSE A E5-7] AAlE £FE Q9 Aol
Xz 7
LBULBEMNSE | moomg RDD (5 um 0]k 2%} 71)
- £271 474 8% (mg) -
12 43.3 20
23.8 86.6 40
[0122]
[0123] l1——‘3]'—?‘741E(NovaluzidR)(AstraZeneca)% A Foste F9 st A= dEEFSARY AT S8 Hass

o LA Ul ERESAAY G §F 9 olol2E @ S 2zt Bxjels AT, oojE
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[0124]

[0125]

[0126]

[0128]

[0129]

S50l 10-1959873

ARESA S35 vma] A% kgt volEE MEe ol RS FAE AAgete] AT gole] vy
B7het,

g3 9 n JREZ2AA FEE ol (Anapharm) (Quebec City, Canada)Ale] 371l HPLC ¥A41& Alg3le] &
] A EAE A, 83 A4S ARgste] wAak gl

o] ¥4 YRIESEA FEE WE ArkE AL AF FAWinNonlin) S AR
of AT #HEH 1/ye TFE I AL&gtt. Ad=e Agd 2
= ‘*37}15}. qol=E i-ﬂra e 84 dRIEA R O
B[ 2 Gibaldi M. and
Pharmacolkinetics, 2nd Edition. Marcel Dekker: New York. 1982; ©]¢] A U823 Eelor =z
Al dHEFA F4 AREE ks 2d F HIHS AAA 39 ZAlEo] ¢ E} S_Oko} 35
olol2F B Gy qu o] okEe] 4 B AAE Bluste] AIZF A mE A (FF ?ﬁ)oﬂ -3t
o & ooy, #H F9 k=9 FLE HUtetr] A8, 7 SAte] dolA AT

(25 ml)e olo}Al, H|F-E ¢kEd EAE H T oFE9] o] AEH Fkol A&t A
o gt
el dolgt: g xx dolel: v tE kst W [FZ: Gibaldi M. and Perrier D. Pharmacokinetics,
2nd Edition. Marcel Dekker: New York, 1982, ©]¢] Al W& EoA Fz2ZAM XTH]|S ALt B4
Seh, gl rste] WA o) A7k ZAHLS ME Abde| S ARgate] EA4 gtk B ©A] 0.5 WAl 8
AZrel A R E 7] wdel, HF 2 A demiy A% 2 9 oas Fste] 23 oFE st Tk H (G,

AUC) ] HAAE A
#AUC:MIC 2 Coo:MIC 53} 22 PK-PD 320 EH & CF At Al 1Y 23] Fojd 20 A 120 mg W9 HEEFH

AR Y] ForE T3 IsE fFolA 1. o F7) = AHP. aeruginosa)ol] that PR ZZ=ALA MICo] thal Ao]ldt gk
oA Axketh, PR ZZ=AR MIC EFEMICs, MICep 2 EE MIO)E (F B E2ZHE i3 EEEo s

HU
X
Y
ofy
lo
K-
9
fr
MU
oo
ofi
lo
2
Hu
>
)
mlo

O

o
o
L
&g
Ho
2
=
—
Z
oo rir

it rlr
LR

Mr

°

ol o

mlo A v

ﬂLmlo

i
ox
rh

%

Asoh[ =% Traczewski MM and Brown SD. In Vitro activity of non-cystic fibrosis patients.
Antimicrob Agent Chemother 2006; 50:819-21, o]¢] A W&o Hlo|x Fxma 23],

ol ok & 799 Ayl A%P AWH) R F2AG) 989 BAS APl FolAAr. 28 A
BE ge TREZS AT, §F 8ok E 8 AT dvh. 99l FER ARF B4 Fo 79l
20 0 40 g THAF R §F £ AT, 299 FAA AREE ARG} A 20 ng $F £
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[0130]

[0132]

[0133]

[0134]

SS90l 10-1959873

X 8
2%} =g | 7IEH FEV, AlEE YRSEAA 22
(% Pred) | 20 mg [ 40 mg l 20 mg A*
Hao| e X E;
oot M 83% X ~
002 M 100% X X
003 M 109% X X
004 M 130% X X
006 M 119% X »
008 M 82% X X
009 F 104% X %
Hud d3E Xt
010 ” 8% » <
Rl M 67% X 5
013 F 40% X X
014 = 40% X X
015 M 74% X X
016 - — ” -
018 M 63% X X
019 M 42% X X
022 M 48% X -
* A= ASELZ 0| o3t KIS AR S HIE A|H

oIV g ololrE Fol o) Yk U (F SRl A Wt AT EA
IWZEA RS NV D F @AolA 27t 17.2 9 14.1 L/holth, dloj2® %
= =8 Fo 147 Fol Uy S%ow pAE Ay Ywdon BAIY.
9 E9d BAS AR IV EE ooj2E FolzRue duIsApl ACe HliE 50 ng 1V &%) fja
=]
T

=4
o2 E SHOoBRE YRIEAN wFo] 47 U ooj2E &3 I 2 Joj2E 3o A A
2] Aol (HT£SD) 35.6+9.4% P 59.4+16.6%0)90 3, CF 329 Ao 27.943.3% 2 51.1+11.2%°]%)
o dERAT
A gAEFA B4 do2F Fo 3o dF HRIFAN FEE BE #AAdA FIdHom fAsFAst
i, o) AIRE AR wel F (F) FEA o= 4o HIUME JbeshA doi(E 7). wedlA Yoz
FrE A4 A AYARG CF #AdA dA3] o =gA 2Asa, # &7 50%= Fo F Aol& 0.5
b gek el AFshs AR Btk 25 mle] # Ay W (ELF) ] Bt Widk - gk AREsked,

O

ol

1l -
A elojzFE Fo] Foll (F &xbe] ELFelA dliESApale] 7k s &= 84 B 8Bl ZAso] ok 3!
Rennard, S, G. et al., Estimation of volume of epithelial lining fluid recovered by lavage using urea
as a marker of dilution. J. Appl. Physio. 60: 532-8, ©]¢ x| W&o Eo|r FzxzA 28] *&
S 9 52 8% Wl (F $449] ELFelA Hyt 29 G 5 2H2F 500 pg/ml 2 1000 pg/mlE 27}
Fak A NA e &

17
foko] el 3544274 2

Bl Fo ARFZAA FET K 0t (F BAAA Re dolzE §F U e oo2E §39 %o Fof
g Fo ARZHAN FEE etk oolzE §% 57 Fo Fo B ARIHA BEE 50 ng 1V
§HOoR FEH ASHT olol2E ARISAM] 97} Fo F Aolw LAl BAF wokth wE:



[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

SS90l 10-1959873

Az Fol 243 B AL AstEE AFol Yu, ol ARVES okE Frg AU, B guEs

AR e BAh eld 4 alARk, QWHoR 86.6 g AAE §3 BE V)7l 2A Wb Be Bx

2 AFac,

Ao 2% ol Fol (F BAZYES] Ble] Fo] ARISAA 55§ FFsha, T Fol Fo| o3 F5

BES Magth, £ 102 o2 §3 £F, F A BANA 5ol A FUF 50 ng IV §F 2 750
= e AP B /A4 2o B F 849 mastd gel SEE e,

x 9
50 mg 20 mg 40 mg 750 mg
0| E
RS v [ojojzE | oloizs | B3
Crax (MmgfL) 0.8 86.2 211.5 8.7
AUC (hr.mg/L) 2.5 67.1 171.4 93.4
Tis= (h) 3.8 0.9 1.3 6.7

750 mg AT ARZIFAM] G EhololA B} Agd FE FEE UEaL, 20 mgt o] W ooj2E: &
Fe 10 o w2 93 s=E AP

=62 Ao A AdA 2 F @Al Al oA Adshd dBEFA] 20 = 40 mge] @< RDD
Z

dulde) IV Fol o @ ARIHAN BEE Uity oS dolutE ARgete] 27 JAe v g
Eet JARFHL $U9T. T 7o DABFMY Ads ehha, ol Al Auke] wel s dFsts
AR TEAC FoEe GEdt. dRIZEAe gake A%e AQAsh vaste (F sxpeld B 71 7]
7Bk sjo] ARAHE 7). Sdl, ge ; 5

Mo A g HRIZAM] s UUEFH BAozRE ke
hsd

o

S EAEZ 3k PK-PD e ElE 244)7F AUCIMIC D Cpo:MIC H]E ZE ST, of 9 =

PK-PD 41 .o %7 mAbol ojst W74 doleksh okEatel e AU o gH o5 mute] BrtE
_Erl Z
S we|efo} Ab W oFE WSl oAl thal @AW Aoz meld.

L Cax:MIC H]E= A

.o F7) Aol gk MIC dlojetel A dREFAMAIS 19 23] Folo] gk tiafd BAo=
o’ % ELF PK dle]ef(sl] F9 HREFAS 4 ELF 8402 A P o

ste] 3], o F7]Abel]l thE R EZ=ALA PRK-PD A5 AR 4 9lth. & 102 R IEIFANS 5T &
Aol digk o] d® PK-PD A5 (Cpax :MIC; 24A1%F AUC:MIC)E FERATE.
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[0141]

[0142]

[0144]

[0145]

[0146]

[0147]

SS90l 10-1959873

3£ 10
i = Al A CHat
E— A=ERAL ¥ a0l o
(mgiL) Cumax:MIC (24 h AUC:MIC) Z}
20 mg BID 40 mg BID 80 mg BID 120 mg BID
3z 16 (22) 31 (44) 62 (88) 94 (131)
16 (MICap) 31 (44) 62 (88) 124 (175) 188 (263)
8 62 (88) 124 (175) 248 (350) 375 (525)
4 124 (175) 248 (350) 496 (700) 750 (1,050)
2 248 (350) 496 (700) 992 (1,400) 1,500 (2,100)
1 (MICsg) 496 (700) 992 (1,400) | 1,884 (2,800) | 3,000 (4,200)
0.5 (BE) 992 (1,400) | 1,884 (2,800) | 3,768 (4,200) | 6,000 (8,400)
24 h AUC
(h.mg/L) 700 1,400 2,800 4,200
C
(mE?f.) 500 1,000 2,000 3,000
" ESEHEAT MM H2}2 SD 252 E{ 2] MICs;, MIC 3! B = ZF (2008)

o& EW, 20 mg BID dREFAY 1Y &3, Cu MIC = 248; 24A17F AUC:MIC = 350; ¥ dREFA}
AEH )AL CpuMIC > 209 F& A zlo] I, o F7] ALY 90% Z7+e] (F 28 & dst nE
WSk, 2441k AUC:MIC > 309] 2% PK-PD %4 # *2 &
, Ao A AlFelA HrkE AE]] Hu 2

Hla AAJe] 5 = MgCl,ok 317 Algstel 2B E=ATS] 30 mg/ml B 50 mg/ml &4 oojud: F

o AA o= MgClot A4 Adstd dREFAMIY 30 mg/ml 2 50 mg/mle] CF el gk oo]2E Fojd
Ag& eI

3E 112 NgCl, B R =9 3 dlBE5A09

X 1I

30 mg/ml | 50 mg/ml

8 2 =2 ApAL mg/ml (mM) | 30(81.6) | 50 (138)

Ot &, mg/ml (mM) 1.5(60) | 2.4(100)

22340/ =, mg/ml (mm) | 4:3(120) | 7.1 (200)

2F& = mgfml (mM) 51.4 (150) | 51.4 (150)
pH 6.3 6.3
E2&c mOsmikg 314 400

(@]

o

|l A 90% ol

8ol okt (F Ao Al o] ZZ-(eFlow) LEH #F7](PARI Pharma, Munich, Germany)E AF&3}le] MgCl,9b
st A F3te B ZZARAS 78 mg, 175 mg 2 260 mg(ZZF 40 mg, 80 mg 2 120 mge] RDDo| AH-g-3sh) o] A A
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[0148]

[0149]

[0151]

[0152]

[0153]

[0155]

| Asd. 79 CF &ake] HAS aFolAl A% 45 St w5 750 mg A7 dEEFAIC ¢d &
F2 Fol@th, @A L v B WPLCO] oa ARBSAAC el BHAT, AP D ) AnEEA
% doleke vl e okEst WS ALgdte] BAWT. BE oFEs HebviEe & 120 A Ao,
F 12
Dose
78 mg 175 mg 260 mg 750 m 50 mg
RDD: 40 mg | RDD: 80 mg | RDD: 120 mg g
ElC Crr-ax
e (mai) 388 714 1112 8.7 1.05
Crax:MICg* 49 89 139 1.1 0.1
AUC 0.y
(h.mgﬂi) 851 656 1448 934 5.70
t¥z (h) 3.09 1.61 2.51 6.70 3.5
3 A Critax
28 (mail) 0.48 0.95 1.30 7.30 2.55
AUC o.inpy
(h.mglL) 2.08 4.45 6.54 76.6 3.91
t¥ (h) 5.69 6.50 6.20 7.60 5.89
MAT** 1.06 1.61 1.30 ND ND
* CF 22|20 cheh ol o 2| =At MICg 2 8 pg/mi O[Tt
MAT = H 25 EC| Ha S AlZh
PK-PD dHloJEt= ERQ 2 =89 ¢ Cmax:MIC HIZ7F A wrelejo} AbE 51 g o] WA ¢k vhdd PK-PD she}
HE el on v, NgCLst A B EZFAMIS dojzd Fole I, olF7|wAtdd dial] 40 3}
Coa:MIC H]E EA3IE B s=& ATdrt. dxzdo=z, 750 mgd A7 dEEFAM &% 1.19 H&

A, ol dlolEl= NgClot 37 dlBEFAMC] ooj2Esl &%Fo] A HEIFAI R G 5= 9
© ARt & 129 gAY =EFE AEeS YebdT.

B A= 40 mg AEEFAAY BUbE S5/ oFE &%(RID)S AR NeCl, B A F9] dEE
AL dojRE Fofo] ek glojtk. AF Fo] HEEFFARY FEE Nll/HEL=2E st AlF A
23.8 mg/ml 3 30 mg/mle]th(F 11 =), CF SAolAl o= dde] os) dliE5A09] 40 mg i%‘—ﬂ%

MgCl,9 &7 Adss gRIZ2Ae 2ds H7lE RIDE A3, el MIZS 24A7F 10}011*1 EPH‘P
Al Al FHBhal, HPLC/ 8 WS AMEste] dREIFAM 5. s il =74
H g7 PRI FEE 5 11 EAFHY otk MgClLe I AdE HERIZI2SAS 0.54011*1 k=gl
AEEIEA Y] U §FR 6 7 7| B¢ ¥ w2 R el fAHT

AF Fo] HREFARY ooj2E Fod tig (F EfYol A PK ﬁJrEMEM F7ke] Wl (AAd 4 - F 8)E
AA3] F2 BFY Cu B AUCTE mhzulge] ZEste] s @dES Yehdth(olE W, G 211.5 mg/L

HIZ2ARA o] 388 mg/L B HZZAMA:Ngo] 3L, AUCE 40 mg 357153 559 A9 171.4 h.mg/L FEZ=
A/A o] 851 h.mg/L dBEZFA}4 Mgo Wr).

miru

H

el

Aol 7: 1491 o]l ‘st MgCl,oF StEQ =5 $hi3}

rlr

Agel oolzE Fo Fol (F #xfe] flnE=Al of

_29_



[0156]

[0157]

Ao A 192 A2 ek 40 mg, 80 mg =¥ 120 mg(H 2% 75mg, 175mg T 260mg FoF=) <
3 1100 AAE AFe] ARgHTH
Abgste] d4, B 2 % PK o IEvEE AR Gibaldi
ol HAl W& 2
13 3 14e yedith.
EFN Cpoe B AUCTY whLUl o] ZHE3}el] <] 3

, AUCE 40 mg Z&7153t &2

S8 AT 3% ATY 0L,

e
2nd ed. New York:Marcel-Dekker; 1982,

149 F<t 1¢ 23] Fojgity,

Pharmacokinetics.
sege 24 9 gelo] s =Astm, 27 &
Ao 4)9ke] HluE A EL

Coxs 211.5 mg/L B RZ2AFA O] 448.97 B EEZE2 AL :Ngo] 1L
ZARA Mg (19 21) o]t} .

h.mg/L dBZZAFA o 420.54 h.mg/L @lHZ

SS90l 10-1959873

* 13
HAE 2 ESA 8%
o}atol e (da £SD)
78 mg (n=10) | 175 mg (n=10) | 260 mg (n=10)
RDD: 40 mg RDD: 80 mg RDD: 120 mg
1 a1k} S & Con (M/L) 0.36 +0.6 1.05 £0.29 1.34 0.42
ST, (h) 0.21 1.00 0.29
&% AUC,, (h.mg/L) | 2:2.61 +1.81 9.12 +1.89 10.24 £3.08
S8 AUCm (h.mgiL) | 340 £1.69 9.94 +2.30 11.44 +2.86
S 1% (h) 7.21 +1.89 6.60 +0.91 7.36 +2.42
15 2% | SA Cpax (Mall) 0.58 $0.35 1.37 +0.56 2.39 +0.56
A T (h) 0.53 0.98 0.22
&% AUC,y (hmglL) | 5-16 £1.22 12.95+5.75 | 18.12%12.00
S t% (h) 8.48 £2.42 6.52 +0.87 6.62 £1.16
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[0158]

[0159]

[0160]

[0161]

[0162]

SS=50ol 10-1959873

£ 14
HIE HEERAM 8
k2l o] i
78 mg (n=10) 175 mg (n=10) 260 mg (n=10)
RDD: 40 mg RDD: 80 mg RDD: 120 mg

19%} | E}Y Cax (Mg/l) | 448.97 $875.02 | 1333.96 £1146.55 | 1766.23 149352

EF T, (H) 0.52 0.53 0.54

EFQ AUC, (hmgil) | 420.54 £994.99 | 1468.60 £1420.04 | 1779.23 £1223.12

Ebel t¥4 (h) 1.54 £0.56 2.56 £1.94 5.04

15 Yx} EFQ Cpax (mgll) 612.06 +1440.13 | 1258.82 +1888.15 | 1721.51 #1511.15

EFH Tonax (N) 0.52 0.53 0.50

EFSY AUC o, (h.mgiL) | 637.56 £1280.39 | 1642.81 +2849.76 | 1272.76 +795.19

Etel t¥4 (h) 9.96 +13.9 4.10 £1.93 2.73 £1.58

ANl 8 - NMgCl,ok 3 Ag3ste almZEAC] 50 mg/ml 2 100 mg/ml §-99] oo]2%F Fof

2 AAdE 180 mg E 240 mge] 8=l MgCl,2t sl AP ste HBEZFAAIY 50 mg/ml 2 100 mg/ml &<
o] CF 3tAlo] tish ooj2F Fodd] #3t Fo|th. X 15 MgCl,9F 3 dlBZ2x1A19 AFS vepdT),

H* 15

50 mg/ml | 100 mg/mi

| 2 E= A, mag/ml 50 100

OFL| %, ma/ml (mM) | 2.4 (100) | 4.9 (200)

Z 2 a10| =, mg/ml (mM) | 7.1 (200) | 14.2 (400)

2te = mg/ml (mM) | 51.4 (150) 0 (0)

pH 6-8 6-8

=5, mOsm/kg 300-500 300-500

5L = wdy) A AE w4l 7eEs AFES T o] EES BHUIE AFESH NgClot 3 dREZFAAE
el 93 Fosirt. szl A, #H 3 2,48 717k 194 B3 AP (50 mg/ml EE=
100 mg/ml)e] @< 180 mg &S AT v, 797F AFHI T 713 2014 O E AP (50 mg/ml EE 100
mg/ml1)e] @ 180 mg &FS ATt o]ojx], 713k 3 = A% 797k 1Y 13] 240 g 8FS A

o HREFAMY 84 ¢ EY F=E HPLC/EF W

o
fohy
>
)
1N
-3

1w}



[0163]

[0164]

[0166]

[0167]

S50l 10-1959873

AuESAAS] WY
o

9} #E3te], 100 mg/ml APFOZ 180 mg Fo Fo| PHIZIEAG A& HE dF
FEE 50 mg/ml AE =

o]g THTh oFzF U] EHQTH(E 12). X 162, CF 34 79 H<F 19 13, &
A8 50 mg/ml F+= 100 mg/ml Aoz A 180 mg £FH9 Fo F = UL 100 mg/ml i
mg Fo ol HHIFAR g oFEdt gHuEE Qokgt Aotk 100 mg/ml APl Wit Hit Cp 2

AUC(inpyE= 50 mg/ml Aol tfgh 4§38 ghRTh =2 35% 2 22%°]t}.

L=
=

¥ 16
22F: 180 mg 22F: 240 mg
2| olE
50 mg/ml 100 mg/mil 100 mg/ml
952 1,284 1,707
A Croax (ng/ml) +617 (10) | +642(10) | +624 (10)
A Toae (h) 0.25(10) | 0.17 (10) 0.3 (10)
. 58.5 73.5 145
S8 Coin (ng/ml) | 4 604 (10) | £458(10) | +172(10)
7.074 9,054 14,771
[t B | 1 . ::
28 AUCpy(h.ngiml) | , 3 655 (10) | +3,411 (10) | =9,969 (10)
8.058 9,848 16,930
mx : 1 3 ]
28 AUCqm (hng/ml) | 4 3704 (9) | +3.813 (10) | + 13,631 (10)
6.40 6.78 7.49

g2y % (h)

+1.27 (9) +1.61 (10) +2.89 (10)

"EYUMNO| EDE T, B HOISH A BFE + BFE TR (N).

%100 mg/ml AF o2 180 mg Fol 32| 6.78he] Ht t1/20] 7]Z3}o], 1Y 13]
ook sl 100 mg/ml AP 240 mgel Fo Fo| HA Cut |9 F
o

7. 240 mg QD < 7] Fo] Foll 72| AUC(-)= AUC(-2n°l AN,

=4
= Fo] 7144 wE AUCo|th. 240 mg &% 49 14,771 h.ng/ml B AUCe S 180 mg &% FFOE HA

s, 11,078 h.ng/mle] H7FA7} F5¥AL, o= FU3 A & 180 mg &3] Fof Fol 9,848+3,813
h.ng/ml o] #2E AUCu.oll A, o= 100 mg/ml AFoz HAREFANEY dd 2 vF oojzs F

ol HBEFAG ofEdte] IS ST, Ate W t1/2+= 6.40h WA 7.49h RLIE 3709 EE A

Lo} #EEste], A B B%| Cpe D AUCO that Ho 7HS 50 mg/ml X 100 mg/ml
Aoz 180 mg Fo] Fo| FAMSITHE 13). F 178, CF Ao A 7¢zF 1¥ 13], FY8 50 mg/ml ZE+=
100 mg/ml &Aoo ZA @ 180 mg &2 Fof & Z F9E 100 mg/ml §HOZA 240 mg Fo] Fol HHEF
ARlel tist gl oFEst mEtnEE Qokst Aot

e}
f
i
Jpu
>
2
lo
fu
mo1
off
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[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

SS90l 10-1959873

¥ 17
HIE 22180 mg gl 22 240 mg
mtapale
50 mg/ml 100 mg/ml 100 mg/ml
2,563,119 2,932,121 4,690,808
EFe Crax (NG/ml) | 4 4 411,715 (10) | +2,559,422 (10) |  + 4,615,727 (10)
EFOH T,oas (h) 0.27 (10) 0.28 (10) 0.29 (10)
398 278 697
EtY Crin (ng/mi) + 482 (10) +192 (10) +930 (10)
1,889,669 1,958,819 4,507,180
Efe AUC( (h.ng/ml) | 4 4 555 341 (10) | £2,109,900 (10) | +6,593,884 (10)
1,890,609 1,960,771 4,517,439
EF AUCw (h.ng/ml) | 4 4 552 486 (10) | £2,110,392 (10) |  + 6,611,353 (10)
3.55 4.34 4.58
Erel i (h) +2.69 (10) +1.80 (10) +2.54 (10)
"ESYLNO| BDE T, S HeE s B+ BE WAL (N).

100 mg/ml A< 180 mg = 240 mg &F AFol9 Cos 2,932,121 ng/ml ) 4,690,808 ng/mlZA] 1.6W] =7}3F
(3 17). &FY A 9 3} Alele] wo|Ade] H]Fof, olzlgt Frlke= ¢F 1.3381Y odE F7He JE S
A=, dERFHo=, AUCE 1,960,771 h.ng/ml[AUC(in] ZHE] 4,507,180 h.ng/ml[AUC(0-24)]= 2.3w) =7}
ok, A t1/2% 3.55h WA 4.58h WLE 3709 BE A ZHITHRE 16).

o5 At el Fo AuBESAA wmEFo] @Y Fo Auvk ol Y 8 UEhItKE 16 % 17).

a8y, g Fo] HREFA =F U % Fo dRESA =E29 vl Ay 9 S99 vuy 594
o]al, Cu’t B thEF 260,000%0] 1L AUVZ}F 25,000%<) TH(3E 18).

H* 18
Etelf / 2 B8
at2tol g 23 180 mg 22k 240 mg
50 mg/mi 100 mg/mi 100 mg/ml
Cinax (ng/ml) 269,336 228,271 274,796
AUC (h.ng/ml)’ 23,462 19,911 30,514
' €kl 180 mg S20f| L8+ AUC U CHE 240 mg S 20| T 8 AUC ..

Bt g R ﬂfﬂ ROl A frAbsteh. 240 mg QD7 S E=FE S A FHS s, 100 mg/ml
AGozA 180 mg B 240 mgo] Fol F-of Al ¥l e :mE2 &3] HldstL G B v & Aol o
Aot Aoz OID}

¥ 195, A" Z+z2he] AFe] oA Ee AT T RID BE BERY] Aaw £ UE) rZsd A
A Al 4 9 gl AAE AP BE T PRIZFAM AIC 2 Cpe AFE B3 Aol
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[0174]

[0175]

[0177]

[0178]

&% xFshd

H* 19

oin
]
Jm
Qu

CF @xlo| N 8F-EESE oy 22 BB A PK Ttajolef

10-1959873

Ao AAlof 4 HH Ao 8 HH
2 4EC
2= 2t A= D
BuLTA | 824LEB MgCl, 2 ge g
at MgCl. 2t &7 MgCl 2t 2HH|
HE(83) | almzsatl | AESAL | Sexot sy
HEES A HEEEAL
(12 mg/ml) (23.8 mg/ml) AT AL
= s (100 mg/ml) (100 mg/mi)
(50 mg/ml)
HAE 2 43.3 86.6 180 180 240
m7}El RDD 20 40 92 98 131
Crnax (ng/ml) 86,200 211,500 2,563,119 2,932,121 4,690,808
AUE 67,100 171,400 1,890,699 1,960,771 4,517,430
(hr.ng/ml) ' ¥ ' s i ’ ) i
HIHE 8-
BELE
1,991 2,442 14,240 16,290 19,545
Crm:rx (g—%t
mg & ng/ml)
EHE B8
BESHE
AUC (22 1,550 1,979 10,504 10,893 18,823
mg &
hr.ng/ml)
RDD-
BESE
4,310 5,288 27,866 29,862 35,830
Corox (B2
mg & ng/ml)
RDD-
Eotel
AUC (22 3,355 4,285 20,556 19,969 34,505
mg g
hr.ng/mi)

AUC %

SE ARBEANES EFSE AAld 89 AP

52 et A d4sk 2 89 AF Abolol
50} 9)

AAe] 9 - vhgx 3] 7hed m e

vhe2 v GBS ALgste] BT EIEE
vhg2ol Al AwAN HAe ola) FenAde i

49 24A7E Foll, vholA VAT ooz

EE 20 mg/kge] dol2FE &2& 1Y 23](BID) Foglit}.
A8 AAsD, #ARATID, Belolgste] 2L ASE
Wit

oé
2
Ox

G PR THEFOIEI, Mg & ¥HalA) b A
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ZA g

o
Bho} 9] Aol

} 2] (PennCentury, Philadelphia,
A JHA] 2473 5,
E 202 2 AFe] AFEE A

TES I

Jol 4] AR wmste] Mg} s A
Z 29 HAAF] Z7tE =
T el FUMR =

Eojsl o oo mulE Mmath 1ET 8ol
o (Klebsiella pneumoniae) ATCC 43816<
PA)E AH&3te] 10

AT
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[0179]

[0180]

[0182]

[0183]

[0184]

[0185]

[0186]

S50l 10-1959873

£ 20
= Fo| HEEFAIY | MgCl, 2 2 2|2 EF ALY

£22F (mg/kg) 10 20 10 20
EESZ A 4 8 4 8

(mg/mL)
MgClz (mM) 0 0 8 16

A (%) 0.9 0.9 0 0
2HE & (mM) 0 0 12 24

NgClo9F A Al std # B EFAL
lEol AEE AR 15). o] Auhz AAd 2004 A=A FAF F7H 3 v} LA D
5l

AA e 10 - ap¢~ # 7e Rl A MeCl,ot 34 A3 3}

>
o
>
o
)
N
)
Lo
oo
ol
-3
>
2
&
fr
é‘
ot
Lot
i,
)
f
=}
Jp
>
>
f
v
—
fr
4
ru
=

2

g
2
e
ofy
1o
&
f
il
e
>
">
1o
Bl
ol
=
—
2
=
r 2
e
po
o

B A= NgClst A Bl B ZFARI] ooj2E F
5 7

o os A3 5HE I, o F7|eAbd 7)Q1% 54 2 vHY 9 79 B4 olE 9o 858 743
7] 918 Aolrt,
St Al w| B EZZAA(LKT Laboratories, St. Paul. MN), EHZmlo]Al(Sicor pharmaceuticals, Irvine, CA)

of=E ] 2 (MP Biomedicals, Solon, OH)& HHAQ! A =FE 9l Z+ APES 7AA8kr] Ao,
FAA L] MEL A5 SAS AT, NeClob 37 AFstd AR EFANE 2o BXA7]aL, dBES
AR G Edgbutol S 0.9% Al SMA7IAL, of2EY RS T Th THAMEFC MAIH. K 21
= 2 Al AHE AlE S e

BN

21
H+ 5o YREZAY MgCl, 2 S B2 EZ A
22t (mgkg) 32 63 125 32 63 125
deESAY | 45 3 6 6 2 24
(mg/mL)
MgCly (mM) 0 0 0 12 24 48
& (%) 09 09 09 0 0 0

T

‘e 2o} #F MIC A1&: 3. o F7]xAHP. aeruginosa) ATCC 27853 2 NH57388AE & Al &ol| AMg3th. M
CLSI 71 el wel wjx] v 54 BMoz ZAghti(&r|doR F2A 8k Brelgold dig 54 &
A AlE W32 Seventh Edition: Clinical and Laboratory Standards Institute (2006) M&A7; ©]
WS 2delA Fx2A =48], 242 100 o] HF &FdA it vreglol dE S A
5% 10 CFU/ml7} 459 ES 243, 742 wok vx Fo BAg: A JF 529 2w 4%
Fe® Az vhe, 96-9 mlolaRHE FHolE WE AR FAgt. wlo]aRHE EYolEE 24431
35ColA wigFata, mlo]aAREY Z#HolE d= ngE AMES A7 #E Bk ofue mlo]AREY £
#=57](Molecular Devices)E AFHE-3e] 600 nmoll A #Egtch, MICE F7]AQ 7FA1A F4lo] &d3s] oA
gAAe] HA FEEA Godrt.

o
o

2

flo oo

O o O 2
of o 1 A =2 o [
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[0187]

[0188]

[0189]

[0190]

[0191]

[0192]

S5S0ol 10-1959873

uhe-2a Al A9 npe-2(5 WA 65%)S st 9 2~E FA~E(Harlan West Coast, Germantown, CA)ZH-E
gt RE AL FF TF HIE Y AME Y3 (Institutional Animal Care and Use Committee)ol] 2

FEEUA d7Yo]ES AF: 1], o F7]x=A} NH57388AE ZEH(170 rpm)3FAA 24 W] 28417t FoF 37CoA
50ml ##-31E(Mueller-hinton) B.ZZ2A(MHB)olA] wjekalc). Higglo}l AXE JAET(23,000<g, 30%,

4C)ste A%, 3 IM 6ml o] MHBY AFEAIZITE. AHAS FF3aL, 302 ¢ 80T F&o &=
NS 150 mlo] W 99% ekl Hrlste] &VMo|EE AT, HAE LVUo]EE Wit dhH|g o}
Fr2 ek, “éﬂ Az 53] AT ololA, FAE LVIMCIEE 10 mle] "t ol AAEAT]
i, AYsA wHkAA FE3 Jdgds A3t dVHolE FEE Ak, 2-3 mg/mlY FTER
e hclaes

SAA Q] dojzE Fol: A= FMI-250 129t A]#A](PennCentury, Philadelphia, PA)l F-Zr¥ b]A&5
o=z H ](M1croSprayer Model IA-C, PennCentury, Philadelphia)E A}g3le] oojzZE3}3lt}. o] HAX+&=
16-22 uM A% 59 AA 2=xdolE A}, FAFE 93, 7 v9-2E vHAIT| UL/ R AFee A
& F9 5% olaEFE), A Aolol| oF 45-50° =R QPHSIA wiAEtA, Av|A ColR2E S EV]d A
9

¢

i

oFF sk vh-zo Al MgCl,ot Al AP3te dABEFAAY] & 60 mg/kg NAZE &8 T HHIEFAA 2

()

b, -2 E Fo F0.08, 0.16, 0.25, 0.5, 0.75, 1.0, 2.0, 3.0 2 4.0holA 34

Al713, ol #HE FFSY. dAREFAR EE NgCLe 3 AFste dlEEAL0EZA Fod drES
A ¥ #AE sEE HPLC WS AMEst Stk B4 #25(0.05 WA 100 mg/L)S FAE FEEEH
gk %VE‘“ EE XTES 4% ETFE RO
A F oHEEE 5415¢c QA EYE A&
10CE AAY &% Aojd AEFAL
/\P“Q“O}Oq HPLC Aol 24 Fdskrh S WA O 2F vE= e, dolee AR A
(Microsoft Excel, Seattle, WA)E AR&3lo] HFA|ZIL), AR 9 YRIZAY L= o]
Ao zRE Agtt, d of5d gen|eE =9 (Pharsight, Mountain View, CA)E ARg3dlo] =43

1o g
2o
e}

[o jz —
” o

ML

o
ol
~
o
£
fo off

i

AN
JH:E
=

T4 vk~ #H A 2 9. o F7]x=AHP. aeruginosa) ATCC 27853 35C=E MHBOlA] HHA) ZFAA|71T).
wge]ol Hetas 24 Zdole A%st 4 600 mold SFw=e] BA s e 1-6X10° CFU/mlZ %
shoh, o A9 A mpga= 19 @ 3o A 150 mg/kg Aol FEE A = (Baxter, Deerfield)d 74 F

o2 A 3t 4 A, w25 Iml AJFA ] F&AdE IH AF BAS HE A
3 0.05 ml HFEY HAUNAT) A 98] ZaAz. A A2ls 79 2443 Foll AMAlskar, 2443

o

jines

T 48417 &9F 19 13] e 23] Fogtt. wAEY oo2E FAE AMEste] FAAE oo ZE3tert.

RE AEE B dolEE Afe olAEFY vHU L/RoE AEste 4k Fo 5% o]AEF )

Fyg. A9 !f‘ﬂﬂ 5 0=8)& A MA Al AABAA 7 dEH el AleE SA et AEd

FE(0=8)& olitstea 1ol o3l #HZF FAYA| Fof 12-16h Fol AT HE FHA 22 A7 sk,

it 94 1 mlolA #23A 0t (Pro200 #23}7], Pro Scientific, Monroe, CT). 23}% Eﬂﬂ A4 109)

M ES FY-UEMueller-hinton) THHMHA) ol Fdlol®sta, F2UE Aggdtt. AEE AES 99,
o s

Th-2(n=10) 5 A2l T8 5 7Y St B A F F 9d o dESH.

WA w2 9 749 Rl g o F7]) A} NH57388AS ZIEBH(170 rpm)AlZIHAl 37TolA 24 WA 28417 E<t
10 ml MHBOIA] wieketch.  whelE]o} AEZE QA2 (23,000%g, 30%, 4C)ol o8] $A3skaL, MHB 3-6 mle]
AH AT F % Hoffmann, N.T.B. et al. 2005, Novel mouse model of chronic Pseudomonas aeruginosa
Lung infection mimicking cystic fibrosis. Infect Immun 73: 2504-14, ©]¢] HA W& EYoA HZ=EA

L) ok detele el delel 4110047 oF 10° CFU/mI S 5@k, e A

A 4 49 A Al ZRE2AUES] B 150 ng/kg 1P §HE AHgetel AAH B3Rk od @4

Atk 4], wheat Ll ARAe] PAE 39 wE- 4R AT ARIRE ol aETA wlHste] ALg

sto FAAAT.  FAA AL G 2147 Fol AAFAL, e sEe] FAAD 1P P2 EE VAR
d

5 AHERE olojmEel o8l A% 3wk 19 23] Foldv. HF AP 12-16A3 F, vh-AE A
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[0193]

[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

SS90l 10-1959873

a, ¥ o FEY AsE VI bk gl A4

)

A B4 AEE 9 F g ol A
Prism H7 4.03)° 93] &£A1gth. <0.059] P gt SAE4

el
&
N
ol
‘ﬁ
i
Y o

W2 w9 Ev](Mann-Whitney) U A] ¥l (GraphPad
©oF Fold o A,
AAe] HA oA %

= Aol AR I o F7 A 5] HA oA sE=WMIOE F 2200 AAEe] vk, EBgbEto]ale MIC
& = FAAIAL, MgClyok 9 AFstd dREFA B eRE

SARIE MIC7F 1 R 2 pg/mlolH, of=E g ¢5 & vl el MIC7F 4 pg/mlo]tt.

Z 22
MIC (ug/mi)
! Wffﬂf MoChh BUMBAE | o gaan | 2umoio | oxedey
A EE A
ATCC27853 1 : 025 4
NIH57388A CF 2 2 05 4

npo ok s}
MgCl,ot 37 AFshe AREFAR] 9 dBEFAI0 tigh 253} 9 53t sebv|el= 3 239 AAE 3
ok NgCl,sb &7 Agste dlmEZZA 60 mg/kgel dlol2F Folis dRIZAMY &3 w73 57
o2 F53 AR 9u] & 308 =2 #HZZAA AUC 2 Gl 7S AT

£ 23
o}apo| MgCl, 2} & Mgt 40| AM HEHEE
2 ESA HEEE A
FoEg=E ojoj= = P
8 & (mg/kg) 60 20
Ciax (mgfkg)
(60 mg/kg 2 EZ=31E) 550 6.2 (18.6)
AUC (hr.mg/kg)
(60 mgikg 2 E=S}E) 106 4.1 (12.3)

4w uhal W gred mlo]d MeCleh 97l AlRshe ololeE AREFEAN ol A4 HRESA

11

34 3 729 BdoA, MNgCl,9 87 AFstd dAlREFAM 125, 62.5 2 32 mg/kge] cA=2EF A= 247
A9 5.9, 4.3 @ 2.3 271 (FU 742 Jepdth(= 16). dRZ=A12 125, 62.5 2 32 mg/kg
7+ 3.5, 2.7 2 0.65 271 CFU 245 yedth. MgCl,9 34 Ad 39 dojz= gr
F AG9 Zave €% 719 1P dlREFARN SR B3 AW 0 AH(p<0.05).
A4 Fo HHREZFA 60, 30 2 15 mg/kgoll 93 HAW A= 217 wte ol Al
oA 0.15, 0.32 ¥ 0.83 21 =7}= YEATH(E 17). thxF o=z, NgCl,9 3 Adstd ArZZAA 60,
Fole 747 ol Alge] 1.26, 0.62 2 0.07 211 TAE YERdT. 3 9
o3
=

30 2 15 mg/kg?] ooA=ZE I
w2 g3 7y & g HA PR IZEAAF Blwste] MgCl,et 3

A7) whelelel ek F 7
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[0205]

[0206]

[0207]

[0208]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

S5S0ol 10-1959873

Adste odozEs}t dEEFANCE At vh-2olA dA3] St (Ngll,ok 37 AFstd dRESAR]

o AL AR ES Al BE pe0.05).
HH A YRR ool 2E ARBRA, Envvielyl ¥ obxEded
4 z

o 7 BdeA NgClot 34 APstd dREIFAA, ERgule]d] 9 of2Ed e de] a¥E v}y
A8, w22 1. o F7):=AF ATCC 2785302 77, A4 29 Hob 19 23] ooj2F A= o8] A
gty EAe 7|1Eke], EREuto] A 60 mg/kg HU £FOR AgE 1, ofZEH S 400 mg/kg Hul &
ZFo g AgtArt., Es, HE A nfFHe HaAdd 7iQlste, 19 §%9 FHu = 232 ASHET).

189 Z=AlEl vRo} o], MgCl,ot 37 AFste dEEFAN, EXgulolil @ o}l=E Qo] o3t ooj2
Fole= A7 AW 4,10, 2.70 2 0.24 271 CFUY Bd A4S YEPRTMeClLe 34 Adste dBnZSA}
olz=EZ Q¥ ulwdly] % p<0.05). HWEAE, 19 13 T 23 &FozA MgCl,9t 34 AR}
|REZESAM e 5ds 1Y F £ Fo&= A 3. o F7 At AlF AR 445 A S,

TE2 9ol 2x EUHPST. = 190 =AE HRef o], BE FA Y uhe-2e 39 Fol PR F3
800 mg/kg/19 (400 mg/kg BID) ololZE3tel of=2EH QWS AMES AHEle &2 Ao ASE FAA Fol
A HAA AEEQ%)E i, FAY vhg-~9 dAE X}OVP NATHp>0.05). 120 mg/kg/1¥(60 mg/kg BID)
Edgupolal s A8 MY dExzay SASE Zol7t = 60% AEES UERITH(p<0.05).  MgCl,9t &7

AG3tE 120 mg/kg/19 HHZFA V\]g 120 mg/kg QD ®=+= 60 mg/kg BIDZA A}E-3F AHel+= FAY dz2at =
= ol2EH T FATA Aol = 100% AEES UEIHAIT, EXHgElolIE §oF Zolrt il

ki

M
rlr

>
filo

1

)
=,

il
o

ooz

MgClooF &7 Agste oloj=Eshe dBEFA, EBgviolal B of=Egod2 747k 3.3, 2.9 3 1.259

W 271 CFU ZA&E WERtHE 20). EXHgutolll, H& MgCLolt 7 AYste dREFAY oloj=2E
3} 7S ol2EHLY EE FAHY dzxv 253 vt fojHoz e v ol AleE uERulth
(p<0.05).

ol% AAY AL MgClsh W71 AGHA ARIIAAY oo Folzh F4 R WA 3. o T wA} A 3
@ oA A4 Folwrk 2 g AR AYFS Uit 53, NgClLsh 371 AN AnISAN

Fel olel2Es Eucholt % olxmdden B Ak FAAY olug 2 4w
2 3 vhelEo}l $a18 ZAAATE 18). A ueelel Fale] oleld gat AME AEgz dud

L3, MgClot g7 AQGshed enESA] 19 18] Fo] of 19 23] Fo9 Hla= varbsdk Bregop Af

I
& AR o] 19 13] Fol=, v Fovh @bl Edstal Aol i =HY =sde A

B oagol uigrA e ek Belel AAS T AARA0, ot FHE v dAoE AFE AU F
Aol U otk vhee] WA, Wsh L Aol B AP Yoluhd guE Fedgtel ofa) ol T
otk 2ol ZlAg ¥ wwe] gelo] o there vice] X wne] AAelA AHEE £ e olslslor @
OS] SRATHAE B oage) Mg A% oF YT U olEd $/E el iy ¥ 74
o] B o3l xdHE Ao=E orHr

BogAAeA AR BE AR, 53 2 53 2de 479 AEAe ALY, 55 w53 290
FAH D AEHoE F2EA EYHE ACE ANHE A% FS FAF JED BANA F2EA 299

.
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A&l (mg/L)

=
—

i

-
o

— LVX NV 50 mg

-------- LVX O[O{2 & 50 mg

!

—
o

9
e 20
0 —
3215 -
i
K
= uju 10
T H

o 5

0 T T T T L L T
0 0.5 1 1.5 2 2.5 3 35 4
AlZH(hr)

=5l

10.00

—e—NHVoil Al 50mg IV --G - CF #HXtoll | 50mg IV

% ~-#--NHVO[| 2| 20mg o0l 2& —e— CF &Atof| Al 20mg o] 25
1S ---#-- NHVO[ A 40mg ol0{2& --©-- CF &Xlo| Al 40mg ol0{2Z
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EH7
35 t
30 | ----20mg CF --—--40 mg CF
s N 20mgNHV ~ —— 40 mg NHV

EH8a
1 600 MNEZF A EESAK
RN 01-010 M &2 ---01-012 § 22 -=01-012-S X} 22 |
----- 01-013 X & ---01-014 X 2% ---01-015 X &
1080 J 01016 X 8 -=-01-018 X & - 01-019 X B3
o I ----01-022 § 8 ---01-022-s N g2 —E7

= (SD)
Cmax/MICqq = 36.3 £ 5.6

4I1 5 6 7I 8
Al ZH(hr)
g 2EEEAR
g% ---01-013 18%
2 -~ 01015 188 |
2 01018 2 8%
2 — "7
#3(SD)

CrnadMICqo = 64.0 + 14.0
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E99
1000.00 ¢
= SRR —— 50mg IV 8%
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! 100+
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0 1 2 3 4 5 6 8
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------- 20mg Al 2 &
--=-20mg {2 &
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: : —
12 16 20 24
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=911
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—6— 180 mg - 50 mg/mL
—A— 180 mg - 100 mg/mL
—8— 240 mg - 100 mg/mL

4 8 12 16 20 24
AlZk(hr)
EHI3
4000000
| —6— 180 mg- 50 mg mL
3000000 —A&— 180 mg - 100 mg mL
: —£&— 240 mg - 100 mg mL
-
S
=
£ 2000000 f
]
Ho
1000000
«.‘ a i 1 A 1 I 1 A a
( 8 12 16 20 24
A|Zk(hr)
T=H14
CF &txtoll 7| & ol A X & stel 2l EE S A (23.8mg/L) E= MgClo S0l A
H e st E{IEE A}*|(100m|/m|) dol2E2 Soist %o 7“':‘ E‘”EE At
— 1000 FEo| 8F-EF3H(87mg MM F; 40mg RDD 7| & ) |
E)
£
m 100 -
Ho
<
< 10
Tr
Hi
Moy MgClp% 8l 2 ZZ AR (100mg/ml)
o e X EEE VN
ud (23.8mg/ml)
DUNFSY ot § 4
0 2 4 L] 3 10 12 13 16 18 20 22 b2}
AlZH(hr)
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5}
o
o

t Log CFU/H| 9|

o
|

CFU/H|
O - N W A OO N ® O O

e
Al

e
Al

LVX 10 mg/kg BID

LVX 20 mg/kg BID  MgCloE ZE LVX MgCloE & LVX
10 mg/kg BID 20 mg/kg BID

6.20
LVX125  LVX63  LVX32  LVX  LVX63 LVX32mghg
mgkgBID mgkgBID mgkgBID 125mgkg mg/kgBIDIP  BIDIP
O{2Z Olo{EZ Oofoj2Z BDIP
p <0.05 vs
15 mg/kg IP
p <0.05vs ke
30 mg/kg IP
p <0.05 vs
60 mg/kg IP
8.82
LVX LVX LVX VX X X
60mglkg 30mg/kg 15mg/kg 60mg/kg 30mg/kg 15mg/kg
BIDA{ZZ BIDAO{ZZE BIDAOZE BIDIP BID IP BID IP
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Log CUF/H|
w b

Log CFU/H|

e O N

p=ns vs|Of =

p<0.05 vs i ==

p<0.05 vs L= ol =E| 2

\
AN\

LVX 120 mg/kg LVX 60 mg/kg ol=Eg|2Y
QDOlo|EZE BiDolloj2Z 60 mg/kg 400 mg/kg
BID 00|12 & BIDOlO|ZE

gy

LVX 120mg/kg QD *»#:"
LVX 60mg/kg BID*+#"

EBzjotolAl 60mg/kg BID*

& L L
ot=E&| 2 400mg/kg BID*

—— e O——
6 7 8 9

w
H

i)

o ¢

Zk
=

ol A
=T

*:p<0.05 vs £A2l; #:p<0.0

o

vs OF=E@| 2L ~:p<0.056 vs EE2}0t0[Al

p=ns vs f =

p<0.05 vs L =2, o} =Ed &t

LVX 60 mg/kg E=zlojo| Al

Of=Eg 24
BIDOOEZ 60 mg/kg 400 mg/kg
BIDOO|2E BIDOIOZ2E
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