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6MWT 6-minute walk test : 6 5y A TARER
ALIS amikacin liposome inhalation suspension : 7 X 7 3 2 U AR > — AR A R
ANCOVA analysis of covariance : 357847
ATS/IDSA American Thoracic Society/Infectious Diseases Society of America : K [EJ 52/ K E BHGUIE F 2=
BAL bronchoalveolar lavage : & S i@ veig
BID twice daily : 1 A 2 [a]
BMD broth microdilution : & i& AR
CF cystic fibrosis : &R MERRHERE
CFU colony forming units : = 2 =—JKHAL
CLSI Clinical and Laboratory Standards Institute : B/ « M #EN 2
CMH Cochran-Mantel-Haenszel
DPPC dipalmitoylphosphatidylcholine : /X)L hANVHRAT 7 FUaly v
ELC empty liposomes control : %% U 7R > — A5t
EOT end of treatment : $¢5-%& T IFf
FA free amikacin : WEEERL 7 I v (VAR Y — AFEF AT I 4 o U REREKIRIK)
FEV; forced expiratory volume in 1 second : 25 Ifi{E&ED 1 &
GBT Guideline-Based Therapy : 74 K J A 253 < LAIDFREEL
ITT intent-to treat : MIEZEILI T Iz T X TOYEHRE
LS least square : fz/ 3

M. abscessus

Mycobacterium abscessus

M. avium

Mycobacterium avium

M. intracellulare

Mycobacterium intracellulare

MAC Mycobacterium avium complex

mITT modified intent-to-treat : HEAEZAEIFIFZITIEERIESL 1 B THHREG INTZT X TOWYHRE
NOAEL no observed adverse effect level : Mz &

NTM nontuberculous mycobacteria : FEREEZ LS B

P. aeruginosa

Pseudomonas aeruginosa : FkNEH

PP per-protocol : VAR FEfi FHEEF @A L7
Q2D every other day : & H
QD (Q1D) once daily : 1 A 1 [H]
RRT relative retention time : FH 5t RFFRE R
RSSQ Respiratory and Systemic Symptoms Questionnaire : FEW 357 & OV B EAERIZ B3 % fiE2
SD Sprague Dawley
SGRQ St. George's respiratory questionnaire : St. George FEW #5/E [ 22
SOC system organ class : #x'F Bl K35H
SQS semi-quantitative scale : -E & A 7 — /L
TEAE treatment-emergent adverse event : FABRIAHE F CRE L -G EHER
TOBI inhaled tobramycin : h—¥t A, "7 T4 VR ARUIRA N T T~
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I EREICHEAS S RV O 20 D15 H) | ERICHEAS Y R F/MED T2 OIEH)
[ B 2 A PR LR i DA 2 U 2 7 f/MERT O
T O B EE 2 VR RS B BH OV 27 /M E)

HIEWE, SO - P2ifm, SERERE SO

WA R EIER D S S o S LA
IS - WERR - SYHTICIES < ARt MR RSO, BEAERR T A W1 K 5

BB 2 A R T B U 2 7 i MLTES)

R T

BN P R EARBIR S G GRS S A ) Ok s
B B 5 R - SR E O AL

R R e

BATONHIT, MAATBIEN E R IR R ST O BB T IR R~ — 2 THERB L TS 2 &0,



I.&%ICRETHRE

1. BR5%E4
(1) #4&
7 VA X AWK 590mg

(2) *4
ARIKAYCE® (amikacin liposome inhalation suspension) 590mg/8.4mL

(3) BIMDHERK
Bz L

2. —fE%
(1) & (&fi%)
7 2 v oK (JAN)

(2) F#4& (Wfi%)
Amikacin sulfate (JAN., INN)

(3) AT L (stem)
Streptomyces kanamyceticus INFEET BT <A U RO F~ A ¥ R PIAEWE : kacin

3. BEANITRMHER

HO
H OH
H
NH, H
HO
HoN H HO
H OH
@ o]
OH H . 2H2804
HO
H HOOQH
H
OH H
i H OH
H HN.
NH» NH-
0]

4. HFRRURF=
73732 1 CoHasNsOy3- 2HaSO04
oy f-iE o 781.76

5. bZ& (@%iE) XIEFE
3-Amino-3-deoxy-a-D-glucopyranosyl-(1—6)-[6-amino-6-deoxy-a-D-glucopyranosyl-(1—4)]-1-N-[(2S)-4-

amino-2-hydroxybutanoyl]-2-deoxy-D-streptamine disulfate (JP)

6. BER%. A4, BS,. L5&S
ALIS, LAI, ARIKAYCE™, Arikayce™, SLIT™



. ER5 BT 51RE

1. ME{PEE
(1) SR - IR
T IH Y UMBEIT A~ EAROBRERETH D,

(2) B
KD THEITRTL, TR VERTY J—b (96%) 1IZIFE A ETRIT IR0,
T2 URRERYE O B D (pH) CTOWRMEEEIILL T OEY Th 5,

B okt (pH) TOBRMBEE

pH BRRE (g/mL) pH (BEfER)
1 0.51 1.06

5 0.34 2.96
1.3 0.34 5.31

8 0.34 5. 55

R IR OVEARIE © 354 KR L

(3) B

EERR L,
4) B (2R, BR. HER
YRR L,

(5) BRIEEAZREE R
pKa=8.1

(6) SECIREL
UER R L,

(1) ZDMDERRMEE
YRR L,

2. ANESODEREUTICEITIREN
(1) REARTEFHER - MR

HER RESHE REREE REHAR ER
- o EFZERJIFLOHE
RHEEAR | 25+2°C/60+=5%RH D1 Tt IS £ 60 » A BN

BEER)TFLIR

DNV T+TFILSE on A PRI

INEELER 40+2°C/75=+5%RH

3. AMMHOMHERRERE., EEX
e akBRE
(1) IR A2 S VRTETE
Q) WEgro< 7757 4—
(3) WlRHE D ENERE

TE I
k7 m~ 777 40—



V. ®RFIZR¥ HRA
1. #if
(1) FHOK
HF AL T AT S NIRRT, ARG OWATEEZ O TRAR ST 5.

(2) BFDHNER TR

m A 7 A Relk A& 590mg
Fifz - K HEOFIRBER

pH 6.1~7.1

ZDith EERF

ARHEHDOT I TR T FTAHF L AF A (FIR) 260, BBOEDC LY RESEEzT 1
AL LT ik W AT D,

e R mATH
A XITSAHNYEEY F
B I7AYVILAY R
C Biga—F
D arvekA—3
E ACT7HTH—

() #AIa—F
7 RO

(4) HEIDOYHE
1RBIE : 470~505mOsmol/kg

(5) Zoith
% LR,
2. HEIDOHERK
() BHES GEERSY) OEERUHMNHE
A T )74 Relk A& 590mg
PN 1/(’(7”/ (84mL) EP[:TEjJ:/Q Jlbﬁgiﬁj&-TE
AR hLU e LT 590me (Hill) &%
CINILE MM ILERRTZ7FI)ILTal) > (DPPC)
X aALRFO—IL
A KEEAEF UL
Bk UYL

E) AANIFHEHORT T A P2 &L 0 3 8.4mL N RETX 5 L o1z,
1 A TS 8.9mL BNFEEEI N TV 5,

(2) BRESORE
AR L

(3) #=
S L7,

3. RTBRBROMEMEUVRE
%M LRV,



4. A
AFNE, 134 70 (84mL) FITT I WL % 590mg (J1fll) &HT 5,

5. IBAT DRIEEIED & 533t Y)
T 20T R E R AR . DPPC BUORAHI, = L AT v — L BRI

6. HHEDEEEHTICETIREMR

st Baalh | SENM | GERE @
EMRERE | 2~8C 36 5 B B
. 25427/ ey ey
MEEER 60%RH 628 | 7 | zom0EEERD. TATEER
@R - 1205 Ix-h LLE B3
HEEMRER | 5 S T L E— B
200W-h/n? 14k

HIESR - PRIR. pHL W, Pk, &R

1. ARERUVAREBEOREN
M LR,

8. &L DEEEIL WEILFEHNEL)
BRI

9. A
/N RVIE (57 150 [Al#R)

10. B35 - A%
(1) FEMNRELGRSR - O, NENFKLASR - BRICHAT H1ER
BREDF ¥ v 71, FFEEAMEOTICHBEICEy v 72RO T VI =0 LT Y v 7 F
T TH4TFT cFy v TEMEHL TN D,

(2) a%
T VA A AWK 590mg @ T S A TV

(3) FRE=E
v, SWANCEET2HE 2. WHAIOMEK (1) A2k (&) OB &ROEINA D=
ZH,

4) BHROME

. RS RE I EEHME
TITORT TA WU AT LRASCGE
TV A Al T I ABOIBEv =T/ HETTEXLH LW AREE
A T IVOBIT H OFERZE A T v
T ITDENFEEEOREREA T 47 v 7

PR AV AA Y FEFRISH AT AINA L THA—varkrZ—
7 —X A7) :0120-118808
7 U -4 A jp : https://arikayce.jp

12. ZDith
L7,



V.aRICEI SEHE

1.

MEER TR
WIGEE : TI WA DO~ A a7 TV L - T LaLy T Ly 7 A (MAC)
WIE : A ANy TV T L - TETLaLyF Ly s 2 (MAC) 1T K& A MFERMEM R BE

(fif)
AL, MARNCRFUL ST T I B DY R Y — MR Ch D, ARIOFRS THLT I
¥ URIREEL D MAC 25X 2 in vitro 1EPEITBEICNGES TR Y . HIGETE & L TRIE LT,

HA R T A NEES AEREMN 72 ZAIDFFRIEIC S 30 53 MAC FBEPED R S 5 il MAC JiE &
Fraxtg e Lz, BARANZE0EREIEFRFEIAHGER (INS-212 &5R) I NS eV RRER CH 51
SNEVEAAL T T B ARG IR T E SRS DAER (TR02-112 RBR) K OVHARNZE T EER RS I E
HPe 5Bk (INS-312 35k : INS-212 FRER DIERFRER) OF5 R D H DML VLMD MR S v, AH|
DWIIEE [~A aXsF UL -TEU LAy 7 A (MAC) 12 & D IFER IR EIE) &
RE L, (V. IGRICET2HE 5 BREGE 4) BEErai 1) A2 EmGEER, 2) et
Bl Y (7) Zofth) OIESMR)

MEERTFNRICEET B FE
5. DEEXIIHHEICESET BEE
5.1 AFomEHIZ, i MAC JEIZ x5 ZAI0FHIRIEIC X D RHERICE W TR+ 722 BE I
RETDHZ &,
(fifEas)

AHN DR CREN S AV BF LT, A BT A UFITHEDS FERR CORA o 0BET
bHZLaBE L, NPORNBEERITEEMEE TH L Z L 2WRkICT 5720, RE LT,

3. AERUVAE

(1) AERUHAZEDMHER
W RANTIET I AL LT59%0mg (i) % 1 H 1ERT 74 2 HNTRAREST 5,

(fiR3)

AKENT, 7IHWT U BHALLEYARY — 2 ARBEBIK CHY . 7 I 2 OREN 70mg/mL
WD XIS, 131 7L (84mL) H¥7=0 7 I H & LT 590mg (i) #&F9
Do RFNNANALT IV, TIHTELT590mg (Jifl) %2, EHOWAHGRE (FI7°%7 7
AP ZAT L) ZHWTT H1EWAREGT S, (IVIL 228 (B EoFEE%) (4 2H
H 11 @A EoEE) OHESMH)

(2) RERUVAEDRTERE - R

AFNORERL O EIE, i NTMIERE 268 E LR 7 1 77 b L #EIMERHEE B 2 x5
ELTER 70 7T MCBW RO DN AMER OZ2MET 1 7 7 A v W ONTARFI OB R~
07T AORREBRIZE T HEMERE (PK) 717 7 A WIS CIRE LTz,

Jifi NTM JiE R % 5F 5 & U7 s TAHRRER (TRO2-112 3A8R) (1231 2 AKIO AR [A%H] 590mg 1
H1F QD) #5451 1%, Zeth) X7 25/RICIA 72’ G, U igE 2 I T 5729,
in vitro FRER N OVEBHOMERRHEIE (CF) BE XL LEZBERRBR A b7 —# &, MAC (%
LT I OERNEEIEEE (MIC) OF —4 ., & L TARBIR AL 5% OEIEFT I v
FEIZHEADWTEIR L7z, MAC @ 450 %z 2 e ERIR BRI 927 I 2 MIC @ in
vitro FHINC L5 & #9 50%DSyEERICKT 357 2 220 MIC 1% 8 pg/mL, 86%0D 55 BEkRI %4
% MIC IE 16 pg/mL LLF Tod o729, CF BEIZAAZ 70, 90, 140, 270, 280, 500, 560 % U} 590mg
ARG LTS WEERBROT —2 L0 . AFNC L DT 2 0y v OLHBRE IR /Dl
R LT EYENL CTHDMTOT 2 T IRENRE N L AVR ST, WIRTPIRE OZEEN R E )
o @ a T s A VTR VO THDH I L, EEBRBEREN DN LIS E, Dk
FRIZKES 2 MIC 24457 BERD 7 I 0 ARENER SN D Z & Z2fEFIZT 5729012, CF BE &%}
G b U7z BRI HBR TR U 7= Bers FH 20D 590mg % TRO2-112 3Bk TR L7z,

HANZ G T ER &2 VERILFE S RS (INS-212 358 DO7-D o &%, TR02-112 #ERICIHBW\T
RO ONTGINEY T FNROEEET e 7 7 AV, CFEBEEMNRE LIZEKR T 1 7T AZBWT

8



BOOLNTZLZEMET 7 7 7 A )V WONCAFIERBIE 7 7 7T AOERBRIIESS PK e 77 A0
WA WTRIN U7z, D EEA~ORYE Zxtg & U R &R EHME 21T 9 2 S IZBRAN
HY . ORGSR D AEENE DD HEEREIC OV TRNT D10 7= » TR %2 %15
ETHZENTERNIEDLEBETH L, ZNOHOFEHRND, INS212 FHERCTHZ 590mg &
T LM E Nz, £72. CF BE L% L-dBR T, 28 ARIOFGHIR & 28 H M OMRSHLIR
N7 5 B G- Tz o3, Jili NTM JEIRRO B IZHEAE OFRE TH S 725, 1 H 1 [BIDOFk
BRGNS TZ, TRO2-112 HERCTOL U F 7T 7 4 —OV TR TIL, o Ok =
PR—= R A NOILEEIL, AFE % 24 B CHIRGEZ O E B2 2 BREFE L Wz, 20
FEH. 590mgl H 1 [AH G233 1T 218 072 SEMNGREE DOHERAZ 22 Lol S 4z,
INS-212 FRERIC VT 6 » H £ TOMEHEE R 2D GBT BIMEE T 8.9% Th 7= DTk L,
$ﬂﬂmTﬁfi2MMT%ot_k#% AHAl 590mg QD DA NN ENH T BTz, FEEEILFR
BRI 538k (INS-312 58BR) TiX, GBT B 5 %52 1) 7= INS-212 kB O T 14 I AHA
ERERIEAZ B LB E ISRV, 6 & A £ TORKEREMLE (26.7%) IZFEED /S Z
— U RH LT, INS-212 RERICE T AREEEMEIX 12 » A ORGHB KL 3 » A OIREEHEARH
Zil L CRMITH D | BEEIEMEL R 798 E OBIG I IAAI+GBT BEAS GBT HUMERIZ
EE_NTHEICE - T- (P<0.0001), F£7-. INS-212 :ERTix. TEAE OFEHE) GBT HIMEE X
D HAFHGBT #E TR <. KEEDIE %%¥®$%T NS HEECH -T2, HE TEAE
DORBFART 2 ELRIBETH 7=, INS-312 ilBRICE T D EE: TEAE ORBRIL, 11775
INS-212 RERDOAKI+GBT B & GBT HIMBE L O TE DL SR 0o 7=,
U U 7= R 72 22 BVEFRIT IC S & | AH 590mg QD DZEME7 1 7 7 A )L OF#IE 145 12
OMNZEINTEY, Z0REMET a7 7 A4 id, KEEBOEKRY R 7 L EFEFELOFINEOH
B, FRAERLDOTH D EE 2D, NOFFHFAE OO EEMORMESL PK 72 7 7 A
WX B ARNBERTE & ITT MTRIREER & ORI THEEIL TWD Z &0, EWNRIT OARK O HE
FOHBEZBENATERBEINTWA O LIRS, HEE, RAZIET I & LT 590mg ()
fl) #1H1EXTIAFEHNTRAEZEGT L] EREL,

&a AHNOEBEN TV DIEEIIRIZITRO@mY Th D,

BIGHE . 7 I WV NBEDY A anNs TV UL - TR AT Ly 7 A (MAC)
:%ﬁf A DRIFYGA T EY AT T Ly s A (MAC) | T & D MRS A

4 RERUVAEICEHET HIE

1. BERVHEZICEET 5FE

1.1 AR W AT HEICE, SHOX T IAVFTHLTIITXRTITIA VTV AT LA E2FEHTHZ
L, [14.1 BHR]

1.2 fERICHT-> T, A FIA4 V%2R, SRIDEEL AT Z L,

1.3 WEIREERIZMA LB DT LIRS . —EMRIIAR OB G2/l 2 Z &, ERERIC W

ISES %Wﬁﬁkﬁm# B0 HAVIZLIRRIZ IR 12 0 A, AFIOE G2k L=, [17.1.1 /]

1.4 B 5-BRMA1% 12 5 H DINICWEIRES B IEM L NS DL WA 1R, A& Ok 5- 0 B %

ﬁﬁmﬁ%fé:ko

(fiFn)

7.1 72797 T A4 PIIAAE LGOI SN2 T T4 THY | AFEROXRT T A B
AT OMEND D720, RIE LT, T I T°RT T A B2 AT DMIARHAN O FE R AR T
fEREn TR, ﬁﬁﬂ@féﬁkﬁ?ﬁ FZOXRT TA P AT ATHRHENLTWD, TIT°
PSNDXRT A P2 LTIeGE, VAY — AR ESn, $iff S5 +o22 803 mohnen
AREMED B D, (TVIL &4 f(ﬁﬁi@&ﬁﬁ) (ZBE4 S HA 1L G EOEE] OESHR)

7.2 BERFEBRIZ W TARAN DO AN S O L IS A RE &L OF TR S L TR D L AAILE
DIZ LA FIEDEREN 2R ITETH D720, RE LT, (V. IRRICET A 5. BR
BRE (4) BRAEADRRER 1) APERGERER KL O 2) etk OEEM)

7.3 WRIREEFRRMEALR b —E MRG0 2 & MRER IR GIETH S Z &L 2 W LT 5
7. BOE LT,

7.4 EBIREBEG MG T D ENR VL IITERE LT,
9



5.

B ER RS
(1) BERT—2/1\vor—

Ggiiboe
BBOR | REE- | HBRO | e . AR - AE -
SBES | wm | BE | BRIV & FIsk - 435 47

ZHEER LR REMLE GBT M | 72T H > T0mg/mL X
mIEEE HELMMNTWEREST | (XTS5 ER. 2TS54
—EER 90 %I (3%5 89 f51) IR A
B 75ﬂ:‘ﬁi¢?ﬁ - AFIEE 45 B (5 | —ZEEHRE
sar) | B FR®S | 4p) A% 590mg QD+GBT X
BYE T4 KE X7k HCIEER| - TSERBELLHEMER | XTS5 +EHR D+G6BT
TRO2-1125 7 | H¥+4 I’;fwj. EEH. &5 | 5454) 84 BIRS
e | SABER SEER -
= BEBEEHND A#| 590mg QD+ GBT
12 » BE®D 84 HfE
ZE2HEH
mAEH
REML BT #fEhd | 72H > T0mg/mL,
HEAMEMNTMESR ST | RTSAFRA
— 336 5l (AAN 48 ) | TmiEALIETRE -
EIRE 1N BEMHE miEAIE = y
N5212°9 | 8 2E | PK (T | HEM (BAA34H) (% | BE8 » AR GEEH
te) 5223 ) LB X% 16 5 AR
A -GBT BEX&EE 112461(H | (PatEALM)
AA 14 ) (BE | EAEEHRY -
112 1) 12 » BFS
INS-212 SHEETIEREM | 73 H S > T0mg/mlL.
EHEHEESN. R | RTSTAFRA
= e | RGBT 4R DE | AHI 590mg QD+ GBT

ERsE | BA% ié“j = ig;;#ﬂ ARG NTH FEREE | BE 12 5 AR

Eiig X ot | INS.212 ses | 16351 (BAA 304D

INs-3122" | 162 E | L | oo Etgﬁ - BTAFHIE

* & 73 51 (A& A 17 )
- B GBT BiyhE
90 1 (B A A 13 1)

A TRO2-108 55k &L 0 LLRTORER Tl
BOKRRETHULEN S - 7-, gErRE OFIMEMEE Lo 7-® CF BEF 2 x5 & Ui o5 A ER (TRO2-

108) M5l

1 [8] 560mg DA EZE 53 272121,

280mg &H @ 4mL /31 T L

10mL XA TVvZ 1 AW, BHID 10mL ASNA TN S R T T4 PICEESNHIFED

EMEIL 843mL TH Y, ZDOEEINT 590mg O EIT, HIHH CF R 2 3B (TR02-108 FRER &
TNTRO2-110 7R5R) K VT X TOFFEREMETTRFEE R (TR02-112 55, INS-212 75k & OV INS-312 7
B) CTiMi s -RAI o fAEEZ EMICKMmT A LD TH o7,

CF=%MaMERRAMEIE, GBT=H A KT A IS ZHIDHEE, NTM=FEREEMEPTIR R, PK=ZEYEhR

QD=1 H 1A

By
/

ZRN0F L 2007 4O K ERE AR KERGME SR T A RT A > IKE/MIEOTA KT 4 123K
L 2B EOBIAEMBEIZ L P~ a7 T U THEE Bl 7YV ARV, JT YA
oAy, /rudyrII0, XTI b=, =2FFFIRK, VT TF VT

),

10




SEEH

REOM | ZEE- | HBO | . BRERE - AR -
HBES | b Ay | PR IMY AL R - 5000
i & AR R Y —
BE 1A U777 | FER BEREWERE L7 ZHh 2 120mg,
RD201,/23924 > U BEES 641 (&5 6 4) 754 HIEA
R BERS
FIHAIURRTSH
24/ _EE8 BEREEREEZ | R, RITTIHFRA
BNEIa | o 0 | may | 2 7R | 8695 CFBH 1841 | A 90ng. 270mg & U
TR02-101 K BEESR | (KR 1246, 75 | 500mg BEESE (R
2w +RE 6 1) 64X 2EEDE
54 EH)
BABI | Ao Hy | D2 BrEGEREBRES | L S0 L e
: PK RERE o 5 | 500mg QD
TR02-103 7 o (&5 13 1)
EEolkd 14 GRS
G 1/ i g |mEemEBsase | 527 R
Ta 48 ApE— | FE | TR | ATRCEEE A | LA 70 T
TRO2-104 -, X (&5 11 1) ne
=plid 14 BRS
1 1E: 7 2HhTY T0mg/mL X
N wrgEEBREs | 500N 1771
| RE/ | BRI AT B CFEE end NP
BELadl | _ L | BEME | ZBER B 66 1 (185 6451 | Z o000 24T S
TR02-105 SOk g | P TSR | AHE A BIRE 420D | R0
e z | Mt | mENE ToeRE 2 6 4% | ST 50
0%, 28D 5 560mg 0D (TS5
9954+ +7K 28 RS
6 »E:
Ny HY EBHREERLES | 73N Tomg/mL &
— YTE | pam/ | a SHTHCFEE TS5 A HFR/A
BAELat | =7, K| Sow’ | Tropqo55tes | 7149 A1 (15549 1) | AHI 500mg OD 18 7 A
TRO2-T0SEXT | S/ K. 4 | Zor o)ﬂ%ﬂ; ** | (TRO2-105 HEEDA |M—RE6HA UL
LET, 2| B2 i FE B HIRVTSE | (28 BRIBES.ZD%
VA REE 16 51) 56 B RHAR)
9954+
7 2HhTY T0mg/mL X
FTS5tR, *T54
FEVS% % AIE | BHUERBRAREEZL | YIRA
45518 1 b/ et/ | ITESCE | &Y 5 0FBE ak— k1 RU2
Tatd S BEtE | BIEEAI | BH46 61 (RS 4140) | AKH| T0mg QD. 140mg
TRO2-106 PK —EER AFEE0HI (5276 | D IE TSR (1
AYE | TSwARAB | TS EARB 166 3% |1:1) 28 AR
A ATRERS 514 1) ak— k3
A% 560mg QD X% 7
SR (2:1) 28 AR
6 HE - 7573°/>‘70mg/mLX
S0 H BEGBEBREE | ET5tR, #7351
FoEyY | =t/ | mealt | SFTAREXMEVRA
BABLME | v, UK | BEM | —EER | ToE R
TR02-107 Jy—. 4> | PK jﬁtﬂ'\ﬁﬁg\ E'l' 64 15'] (?X'ﬁ_- 62 WJ) Zfﬁll 2§0mg QD Rli?"
g SR 2 AKIBEABI(R54345) | 51K (2:1) 28 B
. ®ILE | B3 | MITERM =
= TS5t ARE 26 (% | ak—k2:
¥ 519 i) A% 560mg QD X% 7

ZEAKR (2:1) 28 B/

11




HERDIE
HERES

SHEE -
Hhizg

HERD
B

HEBTYA

&R

HBRE - MR -
Rk - 540

BHVE I
TR02-108°

18 H[H :
A—X kY
7. N)LE
— TIH
7. TV
<— Ak,
m, FU
ENAYZ;)
y— 74
ISR,
# A
I
vk, L
E7. X0O
NET, R
R, R
VI—7T
U VEE A
+45

I S
TEet/
DB
PK (47
HER)

W RV
FEV,% F B fiE
ICEDILE
R EAE AL
EER

BUHERRERREZ
AtfI 4 CF BE

&t 302 65 (3% 5 294 451)
AFIFE 15249 (325 148
1)

TOBI150 5| (2.5 146 451)

T IAHhLY T0mg/mL X
& TOBI, TS 4 Hk
A

A%l 590mg QD X (&
TOBI300mg BID

3HA4 )L (28 BREE
ERU 28 AEKSER)

BV
TR02-110°

17 1E :

A—X kY
7. NLE
— IILA
7. TV
<—. b,
B, FUL
ENAYY ;)
)— 74
ISR,

L5 A i
H, "—3
VR, L
E7. RO
NE7, R
A, &
E., hr4

E# %
/2
=it
Bt

EER
TR02-108 ZXB&
DIERAER

12 1% R W R R &
attd 5 CF BE
206 51 (#5206 1)

7 IHhY I0mg/mL, &
TSAHFRA

A%l 590mg QD

=R 12 9142)L (28
AfEES. 28 HEIK
%)

a TR02-108 3Bk & v LIRTOFER Tid.
OKRHETHULEN G 1 ERE OFIMEMEE Lo 7= CF BE 2 55 & Uiz k) o8 MAHEER (TRO2-

108) 72613,

1 [B] 560mg D H & A HEHT 57 DITIE,

280mg &4 D 4mL /XA T )b

10mL XA TvZ 1 AW, BHID 10mL ASNA TN SRT T A4 PICEESNHIEED

TPHMENT 8.43mL TH Y, ZOEFES NI 590mg O HRIE, FHBIIAE CF RBRO 2 3B (TR02-108 75k &
N TRO2-110 3R) K O~ T OflFERGZMEDIBRREAERASR (TRO2-112 3R, INS-212 5B M UV INS-312 3t
BR) TRHE S B oo A BRI KT 5 b D Th o 7z,

BID=1 H 2 [A], CF=%uE#HEAE, FEVI=2 &R 1 B, PK=3YEhRE, QD=1 A 1 [A],
TOBI= h7 F~A > WA

EE  AANOAR SN TV LHEESUIRE, MIELTHEIITRLRO®Y TH 5,

EISIERE T I N AT~V A AN F U YA s T ET AT T Ly s A (MAC) :
CBEINIE v A 2T T YDA - TET AT Ly s A (MAC) (T KD SRS ER TR EE |

W, AT I L LT590mg Ofl) % 1 B 1ERT 74 Ba2 O TRAERE T 5,
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(2) BRPRZEIEAER
1) BRMHAER
UERR L,

2) ENPMHER
LR L.

(3) AERMEFRHER

U ER e L, (V. iRICET 2HE 30 HELROHE ) HEAUHEOBIERE « IRIL
KOs, BRIREGRE (7) £ oft) OEZM)

(4) RELRIEHER
1) AMEIREEEAER

ERRHE S MR (INS-212) & 9

MAC | L 2 HEBEMFERE MR (NTM) JEDO HARANZ STk NEBE 2 R5Iz, T4 F
T A NZHESL ZAIGEREE (GBT) ICARKIZ8N#EE Uiz & & OFWE%L GBT Hjh & Lt
U IEALIEE R AT o T2,

56 HBECORBRIIEOER (1 »HCEOEEEERET 3 B2
a4 GTIRHE) 12oNT. 4 F5A LIcES< SRGEAEE (GBT) [ZAH
590mg 1 B 18 (QD) ZBMIES Ui & =AM GBT 8% &t LT
ST 5,
HERTHA o SRR, WIEAL. FERAR
TS R07s GBT 4445 (O EEA TERG NTH SEBE S 336 B (HAA 48 ) (&5
iz 335 1)
- AHI+GBT B 224 5 (BAA 34 5I) (15 223 i)
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.Day84 [Z#5115 Global Rating of Health dR—X S A4 UhbDEE

84 BREIOZEERHICE TS, mMBERAICHT H5ZDMD LR F 21 —FF
BAE TOrM

O~ W N —

AT A&

AMEOEMITIE. BREBEEZLLECED 1 ARSI ETRTOEMESIL
SNF-1ERETHSD modified intent to treat (mITT) ZEXRRIZERIL
Wilcoxon JEGIFIRE ALY, BEAZIMBEORE (CF OFZERY MAC XX
M abscessus) TIRHELI-MEIEEKEQ 05 THREHBOLEFITo1=,

FHBEIRMETMIER L. BAME CMH #RE. Kaplan-Meier #3E;%. Cox Lbf5l
NYF—FETIL, IBFOCR T4 v EIFBETIL. BHIME Wilcoxon DIELL
MBELHEVOTET L,

LS WERE

90 FIDHEREN_EERMICHREARBF SN, TS ERBICEIYHTS
NI=RERE 1 B, BIFHRICERSMEZE 17 (Dayl & 28 BLAAIZIEHE NTM (S
x9g % GBT £&H) [THEMLI-7=0., BREOREZZRTEA o=, L
AoT, ZEERBDO T/ ZLBITARERAIL. 89HITH- 1=,
“EERYIDGRERSERET L-HERE 80 iS5 5. 78 BIDWEREA I
BEREO T KHICHAAN Nz, FEERM~NDSMETHR L1 2 fillF.
WIFhEL —ETRHO TS RBFICEIVFFon-BBETH 1=,

5t 59 Bl DHERE [AFIFE - 26/27 41 (96.3%) . T 5 AHE : 31/32 451 (96.9%)]
M, 12 » ARPREMEHFER~DSMIEE L=,
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#HR

A

F Z 5T
Day84 [CHEITHIAANT TUYTEEFLEER 7—I)L (SQS) DA—RX 54
o D&
R—RFAUTDIA AN T) 7iEE SQS [F. AFIFTIE Step3 (1~
49 00=—) QLENTSERBEICLTEL [38.6% (17/444)]. T
F AR TIL Step? (>500 30 =—) DLEENKFIFEICHERTEN 1=
[42.2% (19/45 451)]1, Day84 T SQS [TR—R S A4 U LDEILLNEH S
N > R E (L AFIBE TIL 52. 3%(23/44 1) . TS £ AREETIL 51. 1%
(23/45 ) THo1=, MEFHMAREZFIZDH NGNS (p=0.072,
FERIME Wi lcoxon IERIFIMETE) A, T RBEELLE L T, AFIFH CTHIE
HICBhSERNTS N,

Bl R 5T (i

1.Day84 [ NTM 1 & EMZ R L -HBEBREDE &
Day84 (= NTM IZE&EZMETH - I-HEREOIIE L. AFIE [34.1% (14/41
)] DIESHTSEREE [8.9% (4/4561)1 &Y HLEM o7z (p=0.003,
CMH #&5E) . NTM IEZERRME T H > =R BF DM EIL. Dayb6 THEH LN
1= (p=0.038. CMH #&5E) .

2.84 HEIO ZETHRHIZH 1+ 5 NN IEE2 1L F TOERE
mITT £EFIZEHE T, NN EBEMHEETCORBIE. T AREEEERL
T. AFIETIEEL. HAFEHNEEELZO LN, EEEME L
ERE  AFIEE, 1161, TSEARE; 241, p=0.0244, ¥ — FEtb (KA :
7S +R) : 5. 68, 95%EFEXR : 1. 25, 25. 79, Cox L/ N\ — KETIL],
NTM BEEREEEETCOBBOPREE. VThOBREHICOVWTHHETE
TELEh-oT1=,

3.Day84 [THITB<T A a9 T 7HEE SOS DIEFIEE
Day84 Tlk. AFKIEE : 20/41 15 (48.8%). TS tAREE : 23/45 4 (51.1%)
TIYA AN T THEE SQS IZEEABDHONEMoT=, SOS D 1 &R
LIERD (ZE) NTSEREE [11/45 5] (24.4%)] & BB L TARHFIE

[16/41 4] (39.0%)] TZLEBH 5., SASD 1 ExRELLEiEm (Eik) (&

AEEELBLTTSERBETE RO N [REIFE:5/41 51(12.2%).
TS5 AREE11/45 5 (24.4%) . p=0.077. IEFE A AT 4 v o EIRETIL],

4.Day84 [ZHITHRSSQRATDR—RASA4A UM bDEI
Day84 TMRSSQ ROAT7DR—XS A4 UL DEBHNELLEDEHIL, K
KB T-0.80, S5 tARET0.60THY., MBELEA—XSIUMED
WEMNRBD Nz (p=0.4545, ERI{E Wilcoxon IBELFIMRTE) o

5.Day84 [Z#H (15 Global Rating of Health DR—X S 4 UM 5DZEAL
BEHDOBHERE (55. 1% NR—X S 41 UEFEDOEEIRFEZ good (BEF) T
HHLFML. ZOMDEERFILEEKRIEZE excel lent (KERLY)

(8.0%) . fair (EL@) (31.8%) XL poor (FfEEE) (4.5%) &LERML 7=,

R—R 54 VBEDOEEREE excel lent (KEBLY) &5FHE L =#HERED
BESIE. TS ERBICHERTEEBDIZSIANS L (KEIE11.6%. T3
wAREE : 4.4%) . poor (@R &LEHME L -HBERBDESIZOWLTHEMK
ThHhot= (KRFIFH 7.0%0. T5HRE:2.2%, —EEHRHPEEL T, #
BEOBBEKEOTMIEE I RFERIEEO ShEh o1,

6.84 BHEIO_EE®RHICH TS, MBEICHT L ZTOMD LR ¥ 1 —FfHE
BAE TOrEM
4 BREIO_EERPTAILSAIADLAT 1 —EOWEEHRE TCOBMB (&
BEZAXIIFEERBOARFIREFAK T EUY) X, TS5 REL
B LT, RBIFETIERL . REHB THIFENEEELZEH LN (L
A& o —ZEER L8RS AHFIEE; 21 5l 7S5 AR 11 451, p=0. 0088,
Cox tEfl/NHF— KETIL)
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#HR

Zek

—EEHRH

“EERACHMT. MBELELRFOBERENTEAE 200 6 1 HE
WL, HHEO TEAE DRRBMEIRBETH o7z [AFIFE: 93.2% (41/44
Bl). T EAREE: 88.9% (40/45 41,
BREEODARBENEETELRVO TEAE RO oM -HBREDEIS(E.
RRBEOAEN T RBELY LB o [ARFIFE:72.7% (32/44 ), 7
StAREE:37.8% (17/45 611, &b & K B LIARE L ORRBEFRA
BETERL TEAE (RBEHENEERED 10020L) X, FEFHTIIRE
BEE [AFIEE : 36.4% (16/44 65I) . TS wHREE 8. 9% (4/45 )], Zmk [ K
FIBE - 27.3% (12/44 651) . TS5 AE - 6.7% (3/45 6], OREHEER [K
FIBE - 15.9% (7/44 ). TS5 ERE : 0], BEICKDI[EINMREDIE
EOIRKIE: 11.4% (5/44 1)), TSR 0] THo1=
ERLGTEAE R, T RBL YL AR TS CHBR L [(KHFIF:18.2%
(8/44 ). TS tAREE:8.9% (4/45 H)], MLHEELABMN >=DIF,
BREICLD[EXMIREDIEE [AHIF - 4.5% (2/446). TS5 HKE:
2.2% (1745411 RUR# [AHFIB: 2.3% (1/4460). TS5 KR8 4.4%
(2/45 6] TH- 1=,
FRUHIE, AFIBT 1A FRERCSHFREBERE) |RE SN,
RBRELEMIIERELDEENAH D L THEL BN o1,

FERM

RO DIC TEAE 2RBLE-BEBREOESIX. —EFRHETTS
TAHRIBREEZIT-8 GITSEARE) [97.7% (42/434F)] &Y _EEHRH
TAREREEZ 118 (FIAKIEL) [88.6% (31/35H)] OAMEM 1=,
BRELORBREFZNABTETCETL N EHIM SN t= TEAE OFERIEEIL. BT
AEIBRICEWTHI TS 2RELY LB o= [FTARFIEE : 48.6% (17/35
). BT TS EREE: 60.5% (26/43 1)1, b LK FBRLIBBELDRE
RERVPEETEAL TEAE (RREELNHEERED 10%UL) (X, FIAA
BETIXMEM [RTAFIEE: 11.4% (4/35 4. T S5 ARE: 7. 0% (3/43 1) ]
T. IS ERETEEFEE [ATAFIE:8.6% (3/354). gi 7> tR
B .25.6% (11/4349)] BRUXZER [BIAFIEE :5.7% (2/356D) . gi75+
REE - 14.0% (6/4345))] THo1t=,

FEE7; TEAE (L. BUARFIEE 14. 3% (5/35 f5) R UBI TS5 AEE 11. 6% (5/43
) THY. RREETEHECREBEETH 1. RLVEELEN =D
(X CF 1281+ B RS E [FTAZIIREE 5. 7% (2/35 6. AT TS wARE:
7.0% (3/43 f51)]1 B U A [BIAKIEE : 2.9% (1/35 1), B TS wAREE:
2.3% (1/434)] THo1=,

AL, ATAFIEET 14 (ZHESFAL. BERNRURBERME) 3R
Eaxni=h, ARBRIBUEMITAREL ORBENH S & IFHIET LMo 1=,

12 » A Q= £ 485 EH

12 n AMEHLLMHEMRATIRIC 7T HlORTHEEINIZ, ZD55 6
BllE, RAROWTNOREHAMP TLIEERSLZERTEGA o1,
CNLDRTICOVTIFAREHEMICE > TRERELOERRBERIEIE
Eéhf:o

TR : AR KRS MO S TR TROMY Th 2.

ISR T I AR~ A I F I YA s T ET AR T Ly 7 X (MAC)
CEIGIE : v A AN TV L - TET LAY T Ly 7 2 (MAC) 12K 2 MFERAZ MU EE
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VI. ExhFEEICREI HIER

1.

FHEZMICEESH S LEMRITLEME
T ay RRIVEWE
g T A A VORI, VT A VORI, T T v AR LT b A ViR

EE  BEEOH LB OREE - DIRFL, KRIOBMNLEEZSZRT L 2 L,

2. REER

(1) YEFRERL - fEREF
TINNE R BFA M, EERT I 7 a3y RRFUEHE THY , fEHD Y R Y —L0
30S 7=y MIFEA L TH NIV EAKREZIET S Z L IZ X HiEEEEZ R~T,
VARY —LMEBAITHDIAAIT e FOWEIEEZZEL, N4 47 4V ARETDHZENTE D,
BHEE h~7n 77— B0 T, AFIL. TIHvD~vr a7y —I~OR 0 AR Z IS H,
T I v K0 S ARFNC KD MBAN~ A a7 7 U 7 OFREE N %o 72 1112,
1) AIIZHITE0EKIZNTET7IHSUDEN

MEIRIEAIRE (BMD) % HWCEEVE AT MAC JEEE > B 572 31 OBERED ST S /-3
HTIX, T I AT D MICs 13 8pug/mL, MICy % 32ug/mL T - 72 19,

MEIRAAAFIE (BMD) & HWW 2RI O@EE 9T, TRMATO ik K& Ot NTM JiE D 3 75>
51572 34 O MAC 77BfERE 28 ¥ D M. avium KON 5 ¥R D M. intracellulare) M ONZ, 7 7V A
0w A 2 OHEARIEET O MAC FiEEEE LS 1 RO M. avium D35S 7z,
M. avium \ZxET 57 I 732D MICso L TN MICo 1TZE A 4 o O 8ug/mL, M. intracellulare
WXL TIEZENEIN 1 KO 8ug/mL Th o7,

Fo. ZAWRIEEZZ T 72 b O OVEIKERE B Td o 7o il MAC JEBE 48 Bl D38 L 7=, 39
KD M. avium 2N 9 BED M. intracellulare D3FH S 7= D TIX, 7 I3 @D MICso &
U MICo 1 TZFNZEI 4 KN l6pug/mL Th-o7,

Broth MIC NTM %% VT 6 ¥RD M. avium KON 6 ¥kD M. intracellulare 73RFAM S 317z s 19
TlE, M. avium \ZxE$ 57 713D MICs 1% 8pg/mL, MICo 15 8ug/mL., M. intracellulare \Z
KBTI B D MICso 1E 1ug/mL, MICo 1L 8ug/mL TH - 7=,

I 5T, BRERAREZFEH LT 11RO M. avium OV 12 BED M. intracellulare D37 X
73RS D TIX, T IS MICsg, MICo 1%, EHICEMETH-7- (FNnFh 64ug/mL\
64ug/mL) , Z AV, ZR VA BIEDEER) 72 AR EE A L & bEik L C MIC B2 &Iz 72
LZENMBITND T, BMEDELD bRBRTIEDEZ KB L T2 ATREMEDS &
1819

AIRITHET D MAC SBERRICOWT, 7 I MIC ZFREE 3 5B MIT, Mok
HEE LB L TWA Z EnRENT,
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ARICETH0BKIHIT ST I AL UDENR

_ VAN I
wi HeE | & ;g MICHE | MICso | MICs ig‘;
2010 ~
MAC BMD 2017 31 1~>64 8 32 13)
M avium 2008 ~ 29 1~8 4 8
M intracellulare BD 2011 5 1~8 1 8 14)
MAC 18
(M avium, BMD NA (39. 9) 0.5~16 4 16 15)
M intracellulare) *
BMD
M avium (Broth | 2003 ~ 6 2~8 8 8 16)
M intracellulare MIC 2004 6 =<0.5~8 1 8
NTM)
M avium EXFiR NA 11 16~128 64 64 7
M intracellulare L 12 8~>1024 64 64

BMD =& A AL, Broth MIC NTM=ZIEAEHAR THETX 2HIRO~A 7 a7 L — bk,
MIC= /MR ERRILEE, NA=%Y4ET

2) THEDHRE
<A AT TVTOT I A ATKTDHMPED A D =X Lk, VAR Y —L5D 16S rRNA % =
— N9 2 rrs B FOEFRICEHE L TV D, s BEFIZEAREENEE 2 L, 16S TRNA D
BAGIZAENT 2 7 7 a3 RZRFUAEME D U R Y — 5 A A ~DEAENRESN S,
IR A 25 IAHGRER (INS-212 ikER) Tlik, N—RA T4 I 64ug/mL EBZDHTIHhV
MIC (F/VEERLIERE) %R 7 MAC Z2BERED 7.7% (26/336 f3]) 1258 HAv, AHKI+GBT
BETIE, GBTREL W L EmWEIA THlIZ Sz [AAI+GBT & : 10.3% (23/224 #4]) . GBT
B 2.7% (3/112 1) 1,

(2) ExhEEMITSHHERBIE
1 ALISOT a7 7—CADEY AR D

« In vitro TOET
bt h~v2orBu7y—UIZXb7 I UMY IARREE ALIS K ONEHRL Y I 1 (UARY — A
FEE AT X 0 o URREREKIRWR) (FA) % VT in vitro THRET LT,
T hI7AF L —% 3 (TAMRA) &7 I v v 2EHT 5 ALIS &, ALIS ORLE TR &
FREDE AEZ AW TERIL . JEE T IS W &/ D ALIS & Ffkoki 765, flaf 125
T EARZGTZ, B NEERGR THP-1 #ild % phorbol 12-myristate 13-acetate (PMA) HlK
WCEW~rnm7y—U~tiafb S, 8~128ug/mL O ALIS L ONFA & 4 T 24 HEffA > F =
NR— L7z, 7a—HA b A M) —BIZEX VBN A~DOT I B VY IAHEEBEIE LTz,
BESHEZ W PN E VT, TAMRA E#kit~7 0 77— 07 I VDA
BREITR B A RIE S 7202 ERER SN TV D, ALIS ALE CIXFALE L L L CT7 I v
B IALBENEMEZ TR L, 24 BEfEA % 2_X— MEDEERHT I H 3 VBV IALEIL FA O 4
BCTholz, T, LS Z AW ZF Ml BV TH, FA S L TALIS & A > F 2 —
~ L71<77 07y —UTHN %< O TAMRA HREIEDPHER SN, LEDOZ LD, BTl
TFBEGHEICBWC, B b~ u 77y —UICLBT I U DORDIARIL FA LA U F 2X—
k Lf:%é\t D, VRY—=2fLLIZ8AITHD ALIS & A o FaX—F L FRNEL< b &
PIRENT,
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ALISRIZFATRIELI=LEORIO T 7—ODT I A URYAHR (in vitro)
40 - *

35 § -0--ALIS —e—ALIS

30 - «OFreeami —€— Free ami
25 - *
20 1
15
10 -

Normalized TAMRA-Ami MFI

..............
............

.................................

0 16 32 48 64 80 9% 112 128
[Amikacin] (ng/mL)

MFI=mean fluorescence intensity.

*p<0.05 vs. Free ami (Tukey post-test)

—O0—, —O— 4l A Fa—]F —@—, —®— 24K A L Fa—|

ALIS=7 I v VR Y — LR A FIRREIIK . Free ami=iEffE 7 I o> (VAR Y —LIEH AT I 5
¥ IR BRI AR EER)

- In vivo TO®RET Y

Ty MIRX T IAFEHNTALIS (7 I A& LT 534mgmL % 40mL) M OVFA (A&
BE: 7 I WL LT 20.0mg/mL % 40mL, = HERE: 7 I W& LT 53.4mg/mL % 40mL)
EWAFLG LTz, ild~ru 77— 857 I VRV IAREE LERE LT,
BAL filao~27 a7 7 — Y OEIGIE 80%LL ETh o7z, ALIS #5HEE FA (KA ERE L Okt
B, iR &I CHEZIXA De o 72 [ALIS #5658 : 977£106 (ug/g lung),
FA X &#E © 507464 (ug/g lung)] ([ZH 00 57 ALIS #5-2, 6 KT 24 [ #% D BAL il
HIPNT 2 o PRI, FA (K ERE & Il L C 5~8 o7z, £72. FA mA R L Okl
TIE. ALIS &5 REOMILEEIT 12 FRE TH -7 [ALIS F 5/ : 977£106 (ng/g lung), FA &
&R : 22834308 (ng/g lung)] ([ZH 2 53, BAL MlANT I 7 o REEE 4~6 (5 @0 -
72 ALIS $5- 24 IR O fili#AAk & O BAL 87" X 71 o R EE S FA AR SR & OVe & &
L TR o T2,

PLbEDZ &5 invivo IZIBWT, ALIS DWW AR G- TIiX FA DWW ARG & i L Chlila~ 2

07 7= ~DT I N IABDEL 2D T EDR ST,
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2)

S MZALIS XIZFA ZRAZE L= BAL #if8, BAL &. Rk UOmMER7IH Y
Y AHEDHTS
A B

.ﬂ
(=]
o

*

MZ
*
%

10.0 A
*%

=]
-
o

1.0 4

Cell Pellet [amikacin] (ug/ug protein)
BAL Fluid [amikacin] (pg/mL)

i —e—ALIS
4 —0—Amikacin (high dose) Amikacin (high dose) ¢
-<©- Amikacin (low dose) - ¢ Amikacin (low dose)
0.01 T T T T T T T 1 0.1 T T T T T T T d
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Time (h) Time (h)
Cc D
1000 4
- 1.000 {
=
3 *% E
oo o
3 3
T - s E 0.100 ;
o Q- --
§ 100 . S
L ° s ..
g —e—ALIS 2 0.010 4 —®—ALS ?
= 8
—o— Amikacin (high dose) a —0— Amikacin (high dose)
-~ Amikacin (low dose) - ©- Amikacin (low dose)
10 T T T T T T T v 0.001 T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Time (h) Time (h)
n=38 JL/#f

*p<0.05 vs. FA & FE#E L OV ALIS £, **p<<0.05 vs. FA (RH & & O FA & 22,
#p<0.05 vs. ALIS # & OF FA (R H &#F. "p<<0.05 vs. FA K JH &4
(W34 b Tukey post-test)
ALIS=7 I A v U AR Y — 2R AHREIK, FA=IWERER Y S vy (URY — LR AMT I v
TR ER YR K VAR

M avium B M abscessus <o 0D 7—I2dd B ALISD /n vitro&EER ™

~7 7y =V TS NTM 2% 5 ALIS OFEIER 2T, THP-1 fifa 2 v
THRF L7z, PMABIZE D ~7 a7 7 — U250k &8 7= THP-1 fiflaiZ 3 FED M. avium 1%
(MAC 104, A5, & TXMAC3388) Xi% 2 FiD M. abscessus ¥ (Ma26 & (X Ma36) Z & (1
R 3EIEEE) S, BHMSMAEZ ALIS (1~10ug/mL 7 X # ¥ >), FA (10pg/mL) X (X%
URY—2 (ELC ; JEEIREE 6.4pg/mL) T4 HELE L7z, 5 B HISHRTIZAFT 2 ERE
Hoa P E Lz,

FORER . ALIS 1IfFEH L7293 TD M. avium ¥ & Y M. abscessus ¥RIZ%F U CHREEAK TR 72 5%
B SO A B A E ] 2% L7z, ALIS (10pg/mL) &, WAL M. avium KRIZKT L
THREED FA L L TR Vg EERNZ/R Lz (5 HEHOAEREEIX, MAC 104 C
X FA @K 2/3. AS TiX FA O 1/6 KX MAC 3388 Tik FA OF 1/2 [ZWd), FEEIZ.,
M. abscessus £ (2 ) 12k LT%H ALIS (10ug/mL) 1%, FA B L TXL VAR lEAZ R
L72, 723, ALIS |Z THP-1 i@zt Lifa st 2 R S e o 7z,

VL E. ALIS I M. avium X1 M. abscessus [E4s~ 7 a7 7 — 2BV T FA XL D 58V invitro
BREERE R LT,
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MaviemBE<s 07 7—(TALIS, FARIIZEYRY—LZ 4 BEERSEEED

n vitrodxE{ER

K aviark wenk | TN | semmw o -
MAC 104 XHER (i) 0 26020
EYRY—L 0 25060
FA 10 6.7+0.5
ALIS 10 4.6+0.6
A5 xR (iEih) 0 310£30
ZYRY—L 0 32010
FA 10 12+2
ALIS 10 2.1£0.4°
MAC 3388 TR (iEih) 0 210%20
EYRY—L 0 190+30
FA 10 9.2+0.4
ALIS 10 4.4£0.3

a7 IR 10pg/mL DAFEH (ALIS, FA)

bFA LILEE L CHEZXD Y (p<0.05. Mann-Whitney non-parametric test)

¢ I E A AR 72

ALIS=7 I 3 VR Y — DR AIGEIE, FA=WEEBE Y I o (URY — DB AT I H v
AR K HR)

3) WiMaviumBE$E<r9 R (C57BI/6 %) IZxtd 5 ALIS RIE|RABZREDHERE (/in vivo) 2
M. avium DGR ITEERE (strain 104) & SPERNIZEA L, RGYE 2 758 L7z~ o 22k
3% ALIS (70mg/mL 7 X712 2) OFEBNR % FA 2N G LT & OFREIR & T
L7, PUBEEAND 21 B, #&5-BRGRTOMNN M. avium $03 0.7 X 10°CFU/fiCd& >
Too Y 3% S SRE (12 VL) O~ R, 1.5%8HEAKE LI ALIS Al X
0. UL FA ZIEHENICHG Uiz, (BBEORBRT A 1k, FRIZFLH)
ALIS Ofaf G581, 7 I & LT 2128mgkg IZHi— L, *BEEOT I v ik b &
1% 2800mg/kg ThHo7= (ALIS BEL D 32%m\ &), #ERBHAE 28 HEIZ, $XTo~ Y
AZ RS, BT ADMiHT- ) OMEREZHE LTz, 5%, T XTOHT 1L.5%E
HKEEL OMICAHEZ (P=0.0002, Dunn O EHERIE) 280 Hhl-,
Beh%, F 1, 2. 3. 4 ROVS BEDNN M. avium BX 2N E1 48.4%. 99.5%. 99.3%.
99.8% K (X 88.8% i L7z, SERRENRD LB OEISIE, #F 1. 2, 3. 4 KONSEET
TNEI 0%, 17%., 0%, 42%K N 25%Th -7,
PLE. ALIS IZ. M. avium G ET L~ 7 ZIZBWCEREERZ 7R LT,

fii MoaviemBERE< I RITHT B ALIS REBRARUVT S AL UERERESOHER
(BBRTH1)

—H e

; - . TIhLy | 7IhLy | B5%

| wBRYE BEZXFT1—)L g mEg b
(mg/kg) (mg/kg)
1 | 1.5%&1&8K 1B 1ERAX1hx28 AR NA NA NA
2 ALIS 1B 1EKRAXxThx28 BFE 76 2128 NA
1B 1EKREAXx2hx14 BFE

3 ALIS 14 BRHKE 152 2128 14 BHE
4 ALIS fREIRA x2hx 14 B 152 2128 NA
5 FA 181 EEERNES x28 BHE 100 2800 NA

NA=FZHE L2
ALIS=7 X 1> U R Y — LW AFSREIR, FA=IFEERL 7 I h o v (VAR Y —AFEEAMT I v v
T e YE KA HR)
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fii MoaviumBEE< D R(ZALIS REBARIET 2 HhY VERRRSEOMAERR

(Log10CFUs)
6_
41109 21+1.7
'Y o
®ee®

£
1
'}_\_‘
o))
i
o

Log4,CFU/lung
il
[ X ]
r
| | | |
|
j > >
> | 2
| 2
iR
| ‘ [-44 4
o

A o
0 T o T ¥ 00
Saline ALIS (Q1Dx28) ALIS (Q1Dx14) ALIS (Q2Dx14) FA (Q1dX28)
Treatment

CFU= 211 = —JE R HAL
SEYME AR S KRR & REAR L, ) E R REE R T,)
ALIS=7 I v VAR Y — LR ARSI, FA=EBER T I vy (VAR Y —LIEHARIT I v

WREAH KYEHR) . QID=1 H 18], Q2D=F&H

(3) fEFRSIIEM - R
AR L
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VI. EMEEICRE T 5EE
e REDHER

1.

(M

(2)

(3)

(4)

(M

(2)

(3)

ARLEAMGMmRE
R L,

RRAR TR SN -OFPRE

mERE (RERGE)

fii MAC JERRE (53 %1, HARN 28 il & & de) 1CAHKI 590mg 1 H 1 B AKE RS Lz & & o
WEHRT I RET —4 (5341, 418 55) ROURHPT I W URET —4% (1441, 23 1) %
FAWCTRHERTE B RBAFAT 21T o 7oA . IS AUCo24 13 20.4pg » hr/mL (FiPH @ 4.3~
55.6pug-hr/mL) . FEEIMIE Crmax (X 2.27ug/mL (FiPFH : 0.49~6.87ug/mL) . I IMLIE Coin 1
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PEEF LTI R T TA YRBEENAEH SN LZBERH Y | 2R EHRERIET 2720, REL
7o (V. RBRICBET 2HA 4. FIEAOHRICEET S1ER] OHEMR)

142 RANL, VAR Y —28AOBEBER THY . BEFIZEERSIND L) 2, EYEENE D
FTIRVIBEADLERH B,
12. ZDH0FE
(1) BeERERIZE D CIEHR
BRIE I TV,

(2) FERGRREAERICE D < B
BRIE STV,
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X. JERRFREAERICRII SR E

1.

FEIHHAER
(1) EhZEEHAER
VI SEFBCPET25HE | DESM

(2) BEMERHAER
TNE U7 2SR EEERER T I L 72D o 7225, ALIS DL & W R RITT B Iz > TC .,
AXERNZ 1 5 AKERGHEERBROFCTRME L2 2 A, &K 31Imgkg/ HEEE L TH, LA

. LT —% (PR, QRS, QT, QTc), WMk, 1 [AIHSE & Oy SRS X9 % B

MO ONhoTz, B, ALIS HEH G FMERBRICB W TRIELA DR BTG L THEN D
NI o =2 Lt IR 58 Z AW 23R IR L B 2 BN MR
HERITESE L2 Do T2,

Z D OFEEER

Bl RHFEEER

ERMREEREREERY O TILICHT IR —LEEERD

SERPERRMERE R s DR U8 o 7~ ALIS FEL Y AR Y — A DEBREIC OV THREFT LT,
FF7o AT 2T L—k (R7H A X 8um) O _EJEICH) Imm JEOWIEKE A 1ERE L, ALIS V7K Y
—2 (9 02pm) & R USREHRLE TIEIEFR YA XOFEAERR Y 7R Y — 5 KO 0.2um i 1lum O
WHHRY) AF LU =R E/THBREERM LT, 24 B4 %2 _X—FL72%, TEOD
ﬁt%%MELT%rF%LELt%t%i%MELtoit Ao Fa— g T 304

WCERBEZSER L, VR =R —ADRBELZBIE L,

%@F%\%rF%Lﬂbthmt RN i2 o T2id, 1FEAED YR Y =LK 02um &
—Xu%%géﬁﬁbtoﬁﬁ FoTH, 300D F 2= 3T lum BE—X LY HIE
TRIE DIRVMLIE £ TORBLMER I NT-,
uﬁ@%%iD\AusUﬁy—AﬁEE%%Kﬁﬁﬁ%é&%z%hé%ﬁf\t%%%ﬁm
BETHZENRBENT,

EER

HEEEEHRR

ZUERR L,

ALIS o H[a W A PR BR I 520 L 72 0o 72,

ALIS ODREWAFHERROYIEIFRGHOT —% T7bb, ~ U A% Wz 3 » ARAFEMER
B 90mg/kg/H, 7 v MMz 3 BB A EMRER (ZERER) O 135mg/kg/H . NI A X
Z Nz 3 0 A WA MERER L O 9 o A W AFEMER O 30mg/kg/ H 1TV T, ALIS DA
PEIZRAIFCThd D 2 L AVR S 47 (FE: ALIS O H[E$ 54 O BEALRR - AIRFAmI L 53206 L 727 72)

RiEZRSHEHER
1) v k&AW 30 BERASHERER

1 BEMEMES 10 PO » b [Sprague Dawley (SD) ] 3 BfIZ \AUS%7iﬁVV&LTIQ30
KON 100mg/kg/ H O BEHET 1 H 1 [FEE 140 oS @RI LY 1 » AMEELG L, S
SIZHBBEED T v M, 22K, 1.5%NaCl X228V R — 24 (ELC) % HE/E L REER., W
NG L=, BT > FOBECEMR T S h sy (VR Y —AIEE AT I 0 o Uitk
TRiR) (FA) % @& &R & RIERIT 140 oW A G- LT,
ﬁﬁ%fﬁ WeBRE B 5 BT 5 LB X DN D EFFOEITRD Do T, ifiE
BIZFA TS HELOEARRETHEMLUZ, 1 » AMoREBR%, HEEOENc-o
wf%é&@@# B DAL, FRREL AR L 0 . BEREET R TICO S ARk
~ o/ n 7y —YOEENRRO bz, EIEREIL, KA ERE CR~URE | FA B L O H &RE
TR~ SHERCTEETho -, ARBRTIE, T XTOALISHTREXY 77
AR DOIERNRBO il (F : ZOFTRIET v M2 HWTREKR 2 FROESRBR TIEA LN
RInoT), BIEEITEMA~T 4R Th 7=, ELC BED T v NI b B/ EE 72 BR R PR VAR il
f~sn7y—VOEENRD SN, MoEEREGIL, )/Fw®ﬁﬁﬁﬁk%r?%@
TIE72< . e LATMEEN 2RI 5D Tho7-, FABFEL T RTO ALIS FEIZ FRIE ORI
@if?yx(%%\%ﬁ&wﬁﬁ)ﬁﬁb%h\ﬁyk%%wt%%wkﬁ%(%%%g
DOHFIFH) THHND I DL WIERF RN [T EZ K LT-b D EE 2 b, #5114
1 % A OEAEIFE 3 COr IR EE XX EEE R 2 0w U 7c, AR o #2354 5 (NOAEL)
1% 100mg/kg/ H &Il & iz,
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2)

3)

v hERAW: 6 h ARMRASERER

ALIS % 1 BEMERES- 30 )EDZ » b (SD) 3 BEIC. 7 I 43 > BEEA & 10, 30 M0 90mg/kg/H
T1H 1 FESMEBEAZI L TRA 240 57, &k 6 » Af&xL Lic, Sbiz, ARHEDT »
NZ 1.5%NaCl % = F Bt & R, ARG Uiz, SREERE 10 U2 P RIRAEREE LT3 »
ARG %O REHIA & U, MR 5 PS4 12 8 o EIE IR TRFOFHMIA & L,
AR T, ML T R COAETERMEIIMRARG TH o7,

10mg/kg/ H L EDREZ I W T EXGE ORI, 10mg/kg/ H BL_EORETORIE K OV X I3 Mfila_E R
WIERZ LD i~ 27 07 7 —Y 0%, WONS 90mg/kg/ B & TORBMEIZI T 5 BIEA TR
bz, ERIEOZE{LICZKT D NOAEL I 10mg/kg/ H A &l S iz, Mio~rza>7 57—
TOERIL ALIS EHx L THEE S DI TH O | BRI & Xl S e o
oo LWL, v7 877 —=UORMEE D RIEL CBIZROZLRRBD D Z Enb, fi
@ NOAEL % 10mg/kg/ H A & Il S 7z, BIEIC KT %5 NOAEL 1 30mg/kg/H Th o7,
3 ADEEMM%E, X TOZRIXEIE XIZEEMER 2R Lz,

4 X ZERAL- 30 BREIRASERR

1 BEMERESS 6 DB DRk DA X (B —2)L) 3 RRCK L, DFEHEAT = — 7 24555 U7 AR~
A AR AT M LT, ALIS 27 2 h 35, 15 O 50mg/kg/H O BAZEAET1 B 1 [k
£ 6055 1 5 AWML Lz, SRREED A X 21T, 1.5%NaCl A% X1 ELC % & B &
[, ARG L=, & 512, BIOREE LT, FASOmg/kg/ H % = B RE & [RIRF&R S LT,
1 BEYS 72 0 MERER 6 ICD © B 2 VL& HBGHIFKET 1 » ARICS HIZFHE L7z,
AR 2B L CREENET I oER., BEAERM (FA XTVALIS 5. 15 &
O 50mg/kg/ HREZNZH T 38, 4. 10 O 3Img/kg/H) TH o7z, Lz o TARBROHE
WX, EBICRELE-HEEZHWCRE LT,

KRB TIE, 7IWT DT R TOHETEAEMHITIRG Th o7, ARBRD Day30 (25 H &
BEDA X 1 ILRFELE LT, TH(LE OB FIRHMnIC L v . FERNTEMH mMERBR TH 5
TEMHBA LTS, TOAXOBNTIE, A N DY AEHED ST AR O v =— S B
WCELFELZZ Enn, IBNBEMIEX, Z7a A MY U0 AORFNEIC XD " IR7E
WOTFREMENE 2 bz, Z O8I Day29 (258 U 7= el AErFMEmERR (B2 8 ie) £
THEMEFRIIBIE I N o2 ZTOHBEOTIH U2 1A 1EERE3 » HRXIZ9 » A
R AP G LT2A X 24 PLICFEIIRE LR Do T2, EFEFTOFTR & LT, T XRTORETHRE
R OV U G BB OWIE (7 I U BEDIE ) TREENE - 72) . FA BEORER O A
EREOMEENFIZB T HIiEF R Y 7 Uk U RO, KO FA & OV H &1 O
B AMET Y OBSAEEIRD N (FE: 2L WTh b A X & Funiz
ALIS OEWIEHRBR CIIRB Lo 72720 ARBROF 51253 2 B I ARAHTH ),
ALIS FHEK ONEHEFEOMERIIBEEL Y L EE CTh o 7o, RO A T,
ALIS Z# 5 LizA XDk OCREK~ 7 a7 7 — Y OHEKRFRERE PR 5
Nz, BAETCIIEEEIRKTHY, PHEROFHECIRE~EE ThH-o/-, v/
77— VI O =Rt A R S U, B ERE TR, N ORRA R G R E Y
NBE SN, BIRETIE, ~ 7 a7 7 —ORES DY S LR, TP Y
Pt sz, BET IR E LT, BAEICHARE Y Vi ToRf~re 77— 0
HEAN, PR R OV SR O o0 1 A R BRI SV SR B O U SERRERR OIRTE TR O ST,
T, BHEBEREOA X 2 JCICHEERIZERE RS A0 b=y, mEFINERITAR
B & X iz,

Beht% 1 o ARERGEE., EHEPICADNIZFTRE O EEOHEIMIEE L, ~7a 77—
OEFIXBIEMR 27~ L7z, ALIS # T NOAEL I 31mg/kg/ H & I &=,
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4)

5)

A4 XEA:3 H ARRASHEAER

1 BEMEIER 6 IEM B DH A X (B —27 L) 3R L, 7oA A AT S LIZWAIZ LD |
ALIS 7 X5, 10 KO 30mg/kg/ H O HEEM&T 1 H 1 [BlHEK 90 /3. 3 » AM&ES
L7z RHRBED A XITIE, 1.5%NaCl % & &#E & FERORF, WAKE Uiz, £72, 1Y
7o O I 6 Purh 2 PLROMHE 6 DU 2 A 544 T 2 v HZICE HICFHm L 7=,

AR T ALIS OFT X TCOHEDOIEMEZIRL CTH Y | FEITBIE L 7z A7+ U THIRRRE O
WERFTFLIZEERD B e oz, 1 o HREEER & [FERIZ, 3XTo ALIS BEChli sy ik~
/a7 7 —UNRO LIV, BAEEIL, 5. 10, 30mg/kg/ B BETE NIV~ RE | B~
HE, HECho T, U~ v T 7 — Uk, ESHE I CHIIE C A R & & T e 22 Rl
ZRTHILEEME Lz, 30mgkg/ ARETIX, ~27 07 7 =Y OEHEN, iEEOHN & B
WL CWe, Ak~ a7y —Dk, BET_XTOMET, HHE 10mgke AL ET, fith &
DRERE LY U/ EIZ BRSO AL, il D BYHERROFER Th 5 AR m o T2, S HIT,
30mg/kg/ HEET, A X 8 PTH 1 JLICMREHDIEE (ALIS WA D —IRIEALTH 7223, 1F >
AR & AR, RIS B 2 B 2 70) K OSITAL R OB~ 18 B D 4 ERER W E D
WAERMMAEE STz, 2 » AR OREBIRE T%, SHEFICB T, &5 ICEE LMo
TALDEEITE SR T - 7208, —HTY 238, Bl L OMEEEO 2T 5 4icmliE L,
iio~2 a7 7 —YOEFEIL, ALIS OFGIZHT 2 RIS D HEeERISEE 2 b, L
oo T, iR OVEAY v oRENZ BT 5 ZE(IZX%T T 5 NOAEL 1E 30mg/kg/H & Hllr X7,
D ZAIZ KT 5 NOAEL 1%, 30mg/kg/ H TLFEEERME OUATIMMBRD HiLZ L1THKED
x| 10mg/kg/H &HIWF S 47z, 2 » A OREIERIFEE, X TOZIXEEMESOXEEGE R % 7~
L7,

A4 XERW=9 » ABRASHRRER

1 BEMERES 6 VBB D A X (B —2)V) 3ERCKRI L, ALISZ7 I > LTS5, 10 KO
30mgkg/ HOHIEHET, 7oA A~AZ7ZHWT 1 H 1 [EHE 90 43 9 » AR ARE L
7o RERHBED A XUZ1E, 1.5%NaCl X% ELC % & H &# &[RRI A G- LTz, 72, 1.5%NaCl
B ELC BN O FHEREDME 6 PUrf 2 PUR O 6 PUrp 2 PLA PG T 3 1 A S BIZEHIE L 7=,
AR THRN LT-HEIZ A XZHWZALIS ©3 3 AMERBR RS LI-HELRETHY .,
HHEMMAZIERE L CHOABFMEIIBG Th o7z, A4 XEH W2 ALIS OO E #5385k & —
HBL T, MO ENGE Tholz, ERTRIT, Ak~ 27 7 —COEHELD
RO VTR AE COMIEN OB AATEDOEMTH 7=, ~7 v 77— OHEHE T, 73
H )V IR Y — KBS O NRL T % PR T D 7D Ofiti OIS L & F 2 v, EE
R EE, v a7 =V OEEN, MERROEE, R bR A ST 2
o T\ oloZ & Tholz, MipTRORBBE R ONEIEEIL, 3 » AR O T
RER % CThHoTo, LLENDG, ALIS #H A KEHR G L TH, 4 XTO ALIS &5 L
T OZAITZ L, BT LR & & 2 bhuiz, RakBRICI 1T 5 B O AR AE DT L.
39 HOREFHRGRBRE R LD LD TH 72 (9 » HREEBR CIIMENBataEch o7
23, 3 o HREEER CIIFBMEME OWLE), KRBT T X CToOHE THERIZIT AR b
oM, 3 AR TR RN A S =D 30mg/kg/ HEEDO AR TH -7, L., HEIEEIX
MARER CRIER (B ~HE) Th v, MEAFHNOm bR TH -7z, B faR s mofiings
b (RAE, EReZEMEAESE, UTAMIRIESNS:) . UXBE T 2 B AL FRE D/ RT A —F 5H
EDRBENRD N7 D, B OENBTEEIEE L MTT A REMITELS . L
oo THE AR ITFEELL TR &I S iz, ALIS 5 12BEH L THR O bz 2 Ofh
DI, BRI OB R ORE SISO IR CTh > 72, 2 b D& ki, ALIS % 3
B ABBABL LA XTIEROLNT, BEFERGICL2EELZRL TCOWHAEEERH D,

BN OBAITDATRENE & —B L7229, ALIS 1%, (A XTI T =A A~ A7 &AWl
BEHETHHIDIZHLT) b FTIERT IAFICEDMAKRLGTHDHZ LD, B TR

SN BALDOERIERIIAFATH D, ALIS BhHA X DO KERS TR Sz R EkIE,
EHERECBTAMOERBAY VR EihO~r a7 7 —VOMINTHD, LAt ROFRI
BROEIEEIL, 9 » AMRBRTIE 3 » AMRBRICHTHEN L, [EXOZELITERIC
B L7=23, M, BiOWAY o 8E i S R ORE SIS OBALIZ DWW ik, [BIEE A 23
RENTZ, BETRIZEACEIE L,

PLE. iicBiFb~27 077y —YO8EHEIT, ALIS &5 1Sk 2@atIs E Bz iz, L
Telo T, MiLOWAY v REiDZEIZxd 5 NOAEL 1% 30mg/kg/ H & HIF S vz, Bl
BIFDEICxT D NOAEL b, Z b FEdgm it oRIE A HETdh - 72728 30mg/kg/ H & 1T
ST,
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(3)

(4)

()

(6)

BiEER Y

FARIFT AW (v 2AF V) RBEFE TA98, TA100., TA1535 KX TA1537 WONC KIBE (R U
77 7)) BEBREE WP2uvrA & W T8 IRZe RS BB (SO TR ME T/FEIEME) CTERFEM A RS
T w7 R Y oNE LS178Y MALRIC BT A F I Vo —ERER (SO i\ T/AEEM) Ik
THERERFRIMEIIKH L TEETH D Z ENRENTZ, BT, A =— A0 AKX —JIELHI
Jii % R P2 Yo AR B 5 AR (SO 1 M F/3ETRIE) [ChB W\ TS B 2 5| & = & e o 7o,
(in vitro)

*7-. T v FERAWT/IMERBRICEB W T ALIS 1T AR R BRIEEZ R E R o7, (invivo)

NARMESER

Sy b ERW: 2 ERRARESNARMERER S

1 BEMERES 60 PEDZ » b (SD) I ALIS 27 I > & LTS5, 15 LU 45mg/kg/ H O BAEH &
T, &E 170 2HEOSEHEERIC IV RK 24 5 ARG LT,

ALIS OFGICEERET 5 L& 2 b D BRI, 45mg/kg/ HBEOMICIRE Sz, 2
OEEIIMEEICESEMIELZSAS. B P THREFHAHINIHED 6 FE VLD TH -T2, &
FHEREOME 2 VEIZR A EREAR O vz, 26 OFBITHARFEFCAIRTHL N TH o7, K
e ERREIZ SD 2T v b TIEHBO THCTH 0, sBRSEfEX IZI W CTHARBEMNREL L LTI
EFTICRBDO LN TN E0vh, ALIS EOBEMESH D LHErsn-, ZhbOERX, 13F
2AERI O 5% DU ICBIE SN2, ZD20EDT v NOEKTIT o7, EHERED
B 1 PCI ARG HER D DAL, M 2 VED e BRI/ N O R ERALERTED i, &
FHEREORE 1 V8 GAREFCHIR T B2 LOME 1 PEICRE /MR IEN TR =3, 2
NHIFINYT 4V Ry s T4 7 A=A (HLS) O REOFBNORIMEE THD Z L
5. ALIS %5 & OBEME I A &l S -,

ALIS 5. L7127 v MZHRIT D MOERMHRZ & LT, Smg/ke/ HBEOMERES 1 VL& T 45mg/kg/
AREORE 1 VB0 NFEOR - LR (RERER O RS E CIIMHIER F LR I T15) 2338
OO, TNHDT Y NORKRTH Tz, TV OREREORTBEE I HFICA B TIER <,
B 52 BRI D hotz, L7zd> T, ALIS & OBHEME IR & S,
F 72, 45mg/kg/ B BEDOREZFEN /0 WAk (W S AR A3 A M OV e M BRI & I s M 28 A DA
1K) OIEEFREBSERE OBINNRD HVT-, 5 OREE O M E I A2 B 2R N &2 R
&9, HLS tE DO FEOFHAN TH -7, L= -> T, T HDfEEE ALIS & NI I A
T ST,

PLb. v FEAWE 2 ERBARERICB VT ALIS OBFMEIIMR BT TH 722, B HER
DR 60 JLH 2 JTIZ, LRI N A0 Bk D MRS N B O b vz, MoOEEMERA I, Hiliic
*p U TR Afr & 722 W AR (GEFIAEE) ORMIREZEICSERT 22 THY | T -k s
L T o i CHEE R ER L E2 DD, ALIS # 5 L7=2T7 v FTROLNZEEOE |k
~OBEEMIIARIATH D0, M3 RIS EORI @AM L0 A X TIEM 0w M2 b 23R
ODHNTW NI &b, 7y MERHZREBILTHD B2 b,

AR 5 A B R
AR L

R R AR
(X, FEERRRBRICBI A 2. wmERER (2) RKERGRERER) DESH,
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(1) Zoho4Fk=4
1) fESERER
14 BEIRERAZEIZLAMAYSI 07 77— OMEEIZEAT 2RER
FRE120ED T v b (SD) I ALIS OHIHIHIA] (19.9mg/mL 7 2 4 2 & 4)  FA (15.6mg/mL) |
0.9%NaCl (T _XTCOFGREOEEM) X ELC 2 1 B 18 (4 FE) 14 ABWARE L85
B, ~vrna 7y —VOAREROZEOILELE KN TNF-a Z#EAT HHE/1L, ALIS WA
B I NI T,

3HA U LNRAREIZLSIMET IO 77— DHEEICEET 5 6 » AREER

1 BEMEIES- 6 ICD 6 BED T b (SD) 12 1.5%NaCl GeteRE) %, 1 BEMES 6 JCod 9 BED &
> MZ ALIS (70mg/mL 7 X > > &H) % 90mg/kg/ H DHETW AL L L, 30 HE OG-
HIZ 1A 270 LT, 2 XL 3 ¥ A 7T, FRFENDOHFA 7z 30 HREOEIER
M T 72, 4 30 HE ORGSR KO 30 B OEEHRKE TH., FREER O EREE D45
FEMN DMERER 6 PCARHME L7z (BB E 2% 5- L= T v NI 5% 24 FRRE K& O 72 BEf O X
HORETRHME L 72,

ALIS 1%, 30 H#5.4+30 HiK#EA 1 A4 7L LT3 A 7 VG LSS, M~ o>
7 — Y OIEFRMlagREE REET, B3 hhotz,
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X EEMEHICEAYT S5HE

1.

HHIX o
A FEEIRE, EE-ERMSEONMTEICL VAT S &
BRI T 3 h S UNERE

AEAR
HENHIM 36 # A

AEIRRE T DL
TS 2B T, 2~8°C TRAF

4. BRFVWLEDEE

20. R EDFE
DR A2 JBET  IRTEJRICRE (2°C-8C).
TUTA R, KR 25COERTRA 4 HERFPTRETH D, —HERETRIFENTS
B REMOEFT 4 BH THRET LILEND D,

(fig)
(V. 8ANCEET A 6. WAIDOKHEIE TR D LEM] DESH,

EEMTEH

BEMEELTA R HY

KT VvoLEL:HY

ZOMOBEMTEM : 7TV 7 A RJBRETA R, I TR T FA VP RAT ARRGIE, 7 I 7%
ABENFTTA R, FITRAGRBENT I A v 7 TA R, TITWWAZBROBIERA N —7
REATE Y 27 (T VA AEHRA) . AT F o ARMATHERNY —7, 7 I TR AZR
i~ > b

(M ARAy REFIEH 7V 7 A A jp : https://arikayce.jp Z 1)

B—m5 - R%E
[F—Ror « 7 X0 RRIBE SR 100mg/ K 200mg/7E5 FH 100mg/ 341 H 200mg %
[l %h 3 : 7770 ay RRIUVEDE

EREAEERR
2018 49 A 28 H CkEH)

WERFTAPEABRVARRES. FEMELENSFERH. REMRAKERB
ERFERZRERR RBES EMEEWNEHER B BR5ERRE A B
2021 43 H 23 H 30300AMX00245000 2021 45 H 19 H 202147 H 19 H

PEEXIZNREM. AERVAELEENEOEABRUZORNE
GRS AN

10 BEEHR. BiMEBERARFABRUVZORE

%M LRV,

1. BEEHME

6 4F 12021 3 H 23 H~2027 43 H 22 H

12. GRS S 1FH

AANIFERLTHATD ., EAESEHE S TE T 5 CERR 2043 H 19 HAP) 123X 2022 4
SHRHBETIZ, BIZT1E 14 HHZEREE SR TWS,
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13. &£Ea—F

B4 a4 BEIEERI— K 10T (315 &5 Lt 7 FEEME
REHEZZI— K Y a— ) oaEs $2FLEa— K
6169700G1025 6169700G1025 1286731010101 622867301

14 RI#EF EDER

i SRAN O AN GEATIENAE) O—HSIEFEIZ O\ T (FREF 0518 35 SFf3 45 H 18 H)

3 FAMAEEDO —HSUEIZE > B EFHIZOWNT

(7) 7V A AR AL 590mg
AREUFN DZNRE TR FNC BT~ D RISV T, TARA ORI, i MAC JiE 12X 5 2410 H
FEIZ X DATRIRICB O TR RSB EICRET S 2 L) & &h, HEROHEICHEE
THERIZRENT, REHMAE 12 » A UPICRIKESR MG D I W EaiE. AHI Ok
B G OVEMEAEEICHETHZ L, ] LEINTHDHOT, HICY > I +IBET S
N

(2R OB EFEDO L EICHEY Eit EOBBEFHEIZONWT)HDO —HKIEIZSWT
(PRE% 0531 235 SFfI345H 31 H)
BITS 1 T2 W BN O FE 71O — e EICPE D FEii EoEFREIZOWNT) (Bf243HS5H
TREFE 0305 551 5) O—EBSKIEIZHONT
2 IR O 2 B 2 S 2 #i 1 K CLI9 IZIRE MR 5,
(5) (EEPUREEW AR IEFE S S PR
T A AT UL TETLAaYyT Ly 7 A (MAC) (2 X B MiFEREE I piig HE B E T
b o T, ZAIPFHBIEIC L DRREICB O THIRA+ 22 EBE A LR, FEIZBNT, &
B AT TA P2 HNTT 0> BN AR RF % B 53 58551280 T, BRI E
FXIIBEOFH#ICY =58 13 LT, YRk HiE R OEE A EICET 2 i8S %
Tol=5A81E. AR OFTESEEER L CRET 5,
A TEEPIEEWARIEE VO CTHEfET 2 BEIZOWT, FIEOFREEIT - I285A1E. S
BIOFREEIT 7= AIZRY  RXGrO 17 21 (I8 28 AMHIINE 2 ¥R L COnE T %,
7 KRSy D 1) RO THE2] [CED D HEITEH L2,
3 BUER 1 D5 2 B 2 A 2 Hid 2 3K Cl64 2 IRICED 5,
(1) % LB RIS Z OMHE S OR#E LB RN o T U — K OFEN N A TR %
Ete,) OFEMITYEITESKICE T, BICEETE 20,
2 ~A4ayTFVTL - TETLAILT Ly 7 A (MAC) 12X DIFEREMEPIBR R IERE TH
> T, ZAIPFAEEIC X D RHRRICBW CIRAR 0 BE (AT ORZFELSND HOIZR
%o) I LT, 7T I B URBERARRA 2535124970, BEERT 74V EEM
L7 aid, IRl 2177 AIZRY . KR40 T BERN TR ER O FTE R 1
HLTRETE S, tB, ZOHAICBNT, KRGO THE] KKK SO 1) BEXAT
e gsd [HE] ICED D BEILEA L,
4 BRI OF 2 TH 2 HE 28HE 2 K CI170 IR EMZ D,
B) ~AManyT VUL -TEULAIALrT Ly 7 A (MAC) (2 X 2 MiFEREEMER IR EIE RS CTH
T, ZAIDFAEEIC L ARITBRICB W TR A 272 BE (ABEHFOBFELSNDO L DIZIR
%o) It LT, 7T Ih v URBERARRA 2535124970, BEERT 74V EHEH
L7280, MR 05 21T > 72 AU O HIZIR Y KX O E M ZHER L CRET D,
B, TOHBEITBNT, KRGO ) ICED D BUEILEH L2,
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E-Zak Insmed Inc.

BR5c 4 ARIKAYCE®

I - 1845 ARIKAYCE is supplied as a sterile, aqueous, liposome suspension for oral inhalation in a

unit-dose glass vial containing amikacin 590 mg/8.4 mL.

1 INDICATIONS AND USAGE

LIMITED POPULATION: ARIKAYCE® is indicated in adults, who have limited or no
alternative treatment options, for the treatment of Mycobacterium avium complex (MAC)
lung disease as part of a combination antibacterial drug regimen in patients who do not
achieve negative sputum cultures after a minimum of 6 consecutive months of a multidrug
background regimen therapy. As only limited clinical safety and effectiveness data for
ARIKAYCE are currently available, reserve ARIKAYCE for use in adults who have limited
or no alternative treatment options. This drug is indicated for use in a limited and specific
population of patients.

BHEE S LR This indication is approved under accelerated approval based on achieving sputum culture
AIRe * conversion (defined as 3 consecutive negative monthly sputum cultures) by Month 6. Clinical
benefit has not yet been established /see Clinical Studies (14)]. Continued approval for this
indication may be contingent upon verification and description of clinical benefit in
confirmatory trials.

Limitation of Use:

ARIKAYCE has only been studied in patients with refractory MAC lung disease defined as
patients who did not achieve negative sputum cultures after a minimum of 6 consecutive
months of a multidrug background regimen therapy. The use of ARIKAYCE is not
recommended for patients with non-refractory MAC lung disease.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

ARIKAYCE is for oral inhalation use only. Administer by nebulization only with the Lamira®
Nebulizer System. Refer to the Instructions for Use for full administration information on use
of ARIKAYCE with the Lamira Nebulizer System.

Instruct patients using a bronchodilator (‘reliever’) to first use the bronchodilator following
the bronchodilator leaflet for use information before using ARIKAYCE.

Pre-treatment with short-acting selective beta-2 agonists should be considered for patients
with known hyperreactive airway disease, chronic obstructive pulmonary disease, asthma, or
bronchospasm [see Warnings and Precautions (5.3)].

RERUVAE
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2.2 Recommended Dosage

The recommended dosage of ARIKAYCE in adults is once daily inhalation of the contents of
one 590 mg/8.4 mL ARIKAYCE vial (590 mg of amikacin) using the Lamira Nebulizer
System/see Clinical Studies (14)] .

Administer ARIKAYCE with the Lamira Nebulizer System only. ARIKAYCE should be at
room temperature before use. Prior to opening, shake the ARIKAYCE vial well for at least 10

RARUME to 15 seconds until the contents appear uniform and well mixed. The ARIKAYCE vial is
opened by flipping up the plastic top of the vial then pulling downward to loosen the metal
ring. The metal ring and the rubber stopper should be removed carefully. The contents of the
ARIKAYCE vial can then be poured into the medication reservoir of the nebulizer handset.
If a daily dose of ARIKAYCE is missed, administer the next dose the next day. Do NOT
double the dose to make up for the missed dose.

E4 EU (2020 4 10 H7&GR)

&1t 4 Insmed Netherlands B.V.

BR5c % ARIKAYCE liposomal 590 mg nebuliser dispersion

HIf - 194% Each vial contains amikacin sulfate equivalent to 590 mg amikacin in a liposomal

formulation. The mean delivered dose per vial is approximately 312 mg of amikacin.

LB ESIIE S

4.1 Therapeutic indications

ARIKAYCE liposomal is indicated for the treatment of non-tuberculous mycobacterial
(NTM) lung infections caused by Mycobacterium avium Complex (MAC) in adults with
limited treatment options who do not have cystic fibrosis (see sections 4.2, 4.4 and 5.1).
Consideration should be given to official guidance on the appropriate use of antibacterial
agents.

RERUVRAE

4.2 Posology and method of administration

ARIKAYCE liposomal treatment should be initiated and managed by physicians experienced
in the treatment of non-tuberculous lung disease due to Mycobacterium avium Complex.
ARIKAYCE liposomal should be used in conjunction with other antibacterial agents active
against Mycobacterium avium Complex lung infections.

Posology

The recommended dose is one vial (590 mg) administered once daily, by oral inhalation.
Duration of treatment

Treatment with inhaled liposomal amikacin, as part of a combination antibacterial regimen,
should be continued for 12 months after sputum culture conversion.

Treatment with inhaled liposomal amikacin should not continue beyond a maximum of 6
months if sputum culture conversion (SCC) has not been confirmed by then.

The maximum duration of treatment with inhaled liposomal amikacin should not exceed 18
months.

Missed doses

If a daily dose of amikacin is missed, the next dose should be administered the next day. A
double dose should not be given to make up for the missed dose.

2. BIVZEITHEBRKZIEER
(1) EFE~DOREICET HiENMEHR
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DB DHFEE D 2 & IG5 L AERIZE 8 MR E N H bbh DB Z s
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FREFLTPICBATT 5 Z L3 STV 5,

50




KERGXERS (2021 £7 ARE)
8.1 Pregnancy
Risk Summary
There are no data on ARIKAYCE use in pregnant women to evaluate for any drug-associated risk of
major birth defects, miscarriage or adverse maternal or fetal outcomes. Although systemic absorption of
amikacin following oral inhalation is expected to be low [see Clinical Pharmacology (12.3)], systemic
exposure to aminoglycoside antibacterial drugs, including ARIKAYCE, may be associated with total,
irreversible, bilateral congenital deafness when administered to pregnant women [see Warnings and
Precautions (5.9)]. Advise pregnant women of the potential risk to a fetus.
Animal reproductive toxicology studies have not been conducted with inhaled amikacin. Subcutaneous
administration of amikacin to pregnant rats (up to 100 mg/kg/day) and mice (up to 400 mg/kg/day) during
organogenesis was not associated with fetal malformations. Ototoxicity was not adequately evaluated in
offspring in animal studies.
The estimated background risk of major birth defects and miscarriage for the indicated populations is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

No animal reproductive toxicology studies have been conducted with ARIKAYCE or non-liposomal
amikacin administered by inhalation.

Amikacin was subcutaneously administered to pregnant rats (Gestation Days 8-14) and mice (Gestation
Days 7-13) at doses of 25, 100, or 400 mg/kg to assess developmental toxicity. These doses did not cause
fetal visceral or skeletal malformations in mice. The high dose was excessively maternally toxic in rats
(nephrotoxicity and mortality were observed), precluding the evaluation of offspring at this dose. Fetal
malformations were not observed at the low or mid dose in rats. Postnatal development of the rats and
mice exposed to these doses of amikacin in utero did not differ significantly from control.

Ototoxicity was not adequately evaluated in offspring in animal developmental toxicology studies.

8.2 Lactation

Risk Summary

There is no information regarding the presence of ARIKAY CE in human milk, the effects on the breastfed
infant, or the effects on milk production after administration of ARIKAYCE by inhalation. Although
limited published data on other routes of administration of amikacin indicate that amikacin is present in
human milk, systemic absorption of ARIKAYCE following inhaled administration is expected to be low
[see Clinical Pharmacology (12.3)]. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for ARIKAYCE and any potential adverse effects on
the breastfed child from ARIKAYCE or from the underlying maternal condition.

RRON A SCE R (2021 £ 7 AR
4.6 Fertility, pregnancy and lactation
Pregnancy
There are no data from the use of inhaled liposomal amikacin in pregnant women. Systemic exposure
to amikacin following inhalation of inhaled liposomal amikacin is expected to be low compared to
parenteral administration of amikacin.

There are limited data from the use of aminoglycosides in pregnant women. Aminoglycosides can
cause foetal harm. Aminoglycosides cross the placenta, and there have been reports of total,
irreversible, bilateral congenital deafness in children, whose mothers received streptomycin during
pregnancy. Although adverse reactions on the foetus or newborns have not been reported in pregnant
women treated with other aminoglycosides, the potential for harm exists. Animal reproductive toxicity
studies have not been conducted with inhaled amikacin. In reproductive toxicity studies in mice, rats
and rabbits with amikacin administered parenterally, no foetal malformations were reported.

As a precautionary measure, it is preferable to avoid the use of inhaled liposomal amikacin during
pregnancy.

Breast-feeding
There is no information regarding the presence of amikacin in human milk. However, systemic

exposure to inhaled liposomal amikacin following inhalation is expected to be low compared to
parenteral administration of amikacin.
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A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from inhaled
liposomal amikacin therapy taking into account the benefit of breast feeding for the child and the
benefit of therapy for the woman.

Fertility
No fertility studies were conducted with inhaled liposomal amikacin.

(2) NRE~ADHEESICET 5EB/NMEHR
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RERASXERS (2021 £7 AR#E)
8.4 Pediatric Use
Safety and effectiveness of ARIKAYCE in pediatric patients below 18 years of age have not been

established.

BRON AT SR ¥ (2021 5 7 A3#A)

Paediatric population
The safety and efficacy of inhaled liposomal amikacin in paediatric patients below 18 years of age have
not been established. No data are available.
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