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6MWT 6-minute walk test : 6 73[R 231 T3A5R
ALIS amikacin liposome inhalation suspension : 7 X 47 3 2 U AR >V — AR A F R
ANCOVA analysis of covariance : 357847
ATS/IDSA American Thoracic Society/Infectious Diseases Society of America : K [EJ 52/ A E BHGUIE F 2
BAL bronchoalveolar lavage : & S i@ veig
BID twice daily : 1 A 2 [a]
BMD broth microdilution : & & AR
CF cystic fibrosis : &R MERRHERE
CFU colony forming units : = 2 =—JKHAL
CLSI Clinical and Laboratory Standards Institute : B/ « AT #ENG 2
CMH Cochran-Mantel-Haenszel
DPPC dipalmitoylphosphatidylcholine : /X)L hANVHRAT 7 FUaly v
ELC empty liposomes control : %% U 7~ Y — A5t
EOT end of treatment : $¢5-%& T IFf
FA free amikacin : WEEERL 7 I v (VAR Y — AFEF AT I B o U REREKIRIK)
FEV; forced expiratory volume in 1 second : 25 Ii{E&ED 1 &
GBT Guideline-Based Therapy : 714 K7 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 : HEAEZEIFIFZITIEERIEL 1 B THHREG SN2 T X TOWHRE
NOAEL no observed adverse effect level : Mz &

NTM nontuberculous mycobacteria : FEREEZ IS B

P. aeruginosa

Pseudomonas aeruginosa : FkNEH

PP per-protocol : VAR FEfi FHEEF I E A L7
Q2D every other day : & H
QD (Q1D) once daily : 1 A 1 [H]
RRT relative retention time : FH 5t RFFRER]
RSSQ Respiratory and Systemic Symptoms Questionnaire : FEW 257 & OV B EAERIZ B3 % 32
SD Sprague Dawley
SGRQ St. George's respiratory questionnaire : St. George FEW #5/E [ 22
SOC system organ class : #x'F Bl K358
SQS semi-quantitative scale : J-E & A 7 — /L
TEAE treatment-emergent adverse event : FABRIAHE F CRE L - FEHER
TOBI inhaled tobramycin : h—¥t A, "7 T4 VR ARUIRA T T~
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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

BN B3R i 2 M B S B BIMD Y A7 f/METEE)
e AE A5 e o A ERBARE T EM GEIEEHATA F) Ok E

B 5 T - RO EOEE RCA

FeiEfd RGBT A (I MAC SEIZR9 2 BFHIRE)

BT OTE @I, MSATEIEN I ERPE AR O O R A BRI~ — U THERB L T< 72 &0,



I.&%ICEEd 5HIEH

1. BR5E4
(1) 4
7V A X AR 590mg

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

(3) BIDHERK
Bz L

2. —f3%&
(1) #%& (&fi%)
7 2 v oK (JAN)

(2) *#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
H
OH H . 2H2804
HO
H HOOQH
H
OH H
i H OH
H HN.
NH» NH-

o

4. HFRXRURF=
73732 1 CoHasNsOy3- 2HaSO04
1 781.76

5. 1tF& (a&ik) XIFKE
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. BR%. fl4. KBS, L5&S
ALIS, LAI, ARIKAYCE™, Arikayce™, SLIT™



. ExhA 5 By 51RE

1. ME{PEE
(1) 588 - Mk
T IH Y UMBEIT A~ EAROBRERETH D,

(2) BfEHE
KIHD THEITRTL, TR ERTY J—b (96%) 1IZIFE A ETRIT IR0,
T 2N URRERYE O B8 D (pH) TOWRMEEEIILL T OEY Th 5,

B okt (pH) TOBRMEE

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) WiEE
B L,

(4) B (SRR, B, RER
LR L

(5) BRIEEFAZREES
pKa=8.1

(6) SECIRE
UER R L,

(1) ZDMDELRRMEE
YRR L,

2. AR DEEEUTICEITIREN
(1) REARTFHER - 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. AL DHERREE. T
e e BRE
(1) FRAMIIUL 227 N JVIE
Q) #Ero~ 777 4—
(3) MiERHE D E MRS

TE I
k7 m~ 777 4 —



IV. %IR8 9 5I1EH
1. Hlfz
(1) FROXH
BT ANA T VT SN TR A SRR T, ARHEHOWAHZEZ AW TRARET 5,

(2) BFEIDHNER TR

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

pH 6.1~7.1

ZDith EERF

ARHEHDOT I TR T FTAHF 2T A (FIR) 2L, BBOENIC LY RESEEzT7 1
AL LT ik W AT D,

okcs R mATH
A XITSAHNYEEY F
B I7AYVILAY R
C Biga—F
D

E

arvko—3
NT7ETR—

() #AIa—F
7 RO

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

(5) Znith
ML,
2. EEIDMERK
(1) B GEMES) OEERUHME
A T )74 Relk A& 590mg

PRI 184 7I)L (8. 4nL) RIZFT I HL UREEIEE T =
hLo e LTHI0mg (Al &F
CINILE R ILKRRT7FPI)La) > (DPPC)
JLARATFA—)L
KERIEF R DL
BlEF )DL
) AFNIHEHAOFRT T4 P L g 84mL N&EE-TE 5 L H1T,
1 3 7O ERE 8.9mL N FEHE I N TV D,

kY

(2) BRESORE
AR L

(3) #=s
S L7,

3. RTBEBROEMEVRE
%M LRV,



10.

11.

i
ARANF

BAT DRTREIED &H 53 Y)
T 20T IR E R AR . DPPC HORAHI, = L AT v — L BORAHIY

HHEOFEEHTICEITARENR

134 7L (84mL) HZT I B % 590mg (Fiflh) &HT 5,

=5 BEEN | BESE | BeRE e
EMEERE || 2~8C 36 5 A EIE N
e 25+2°C/ RS E S MR DEEAER A S F= AR,
MEEER 604RH 62R | 70 | zoOEBERSD. TATREN
@HEEE - 120 5 Ix-h LLE B3
RBEMAER | @IF SRS LR - EAE N
200W-h/m? LA E

HEEE - PRI, pH.,

REERVBRRROREN

M LR,

Sy, v TE,

AN = N.viy
=S

k& DEREEIL (HMEILFEHEL)

AR OANAN

etk
N RviE

B - A
(M

S nn

REZDX v v 7L, =8

53 150 [B]§x)

FAEMDELRSR - 8E. NEIEGRLRS - B
%@b# EHICK Y v T EHETTND T VI = A )T Y oG

T T 4T T Xy EFEHL WS,

(2) a%

T VA A AWK 590mg @ T S TV

(3) FPRE=E

Mv. AN

ZH,

(4) BROME

R SN D EMEE
TITORT TA VAT AR SCE
TUIF A Agk T ITOMARDOIGEv =T /L HETTEDLH LWV AFEE
TV TA Al ERA T A R
T VT A R T Ly B
T VT A AeDRIE-H~ R T A b
FERIE AV ARy RERISIHE AT AINA T A—varbrd—

7Y —& A7 :0120-118808

7 U4 A jp : https://arikayce.jp

12. ZDfs

BRI

B oA 2. Rl

DHARK

(1) AZhpksy GEMERSY) D& &

EIZRET S1F#ER

R OEINAL) DI


https://arikayce.jp/

V.aRICET 5EHE

1.

MEER TR
WIGEE : TI WA DO~ A a7 TV L - T LT Ly 7 A (MAC)
WIE : A ANy TV T L - TETLaLyF Ly 2 (MAC) 1T K& A MFEREMEE B E

(fif)
AL, MARNCRFUL ST T I B DY R Y — MR Ch D, AROFRS THLT I
¥ URIREE D MAC 25X 2 in vitro 1EPEIZBEICNGES TR Y | BIGETE S L TRIE LT,

HA R T A NEES BN 72 ZAIDFFRIEIC S 30y 53 MAC FBSYEDHER S 5 il MAC JiE &
Fraxtg e Lz, BARAZE0EBEIEFRFEIAHRER (INS-212 &5 I NS RVERRRER CH 51
SEVEAAL T T B ARG IR T E SRS DB (TR02-112 RBR) KOHARANZE T EER LRSI E
P 5Bk (INS-312 35k : INS-212 FRER DIERFRER) OF5 R DA DML VLMD MR S v, AH|
DWW IIER [~A aXsF VUL -TEU LAy 7 A (MAC) 12 & D IiFERZHEEEIE) &
RE L, (V. IGRICET2HE 5 BREGE @) BEErai 1) A2 EmGEER, 2) Zat
Bk Y (7) Zofth) OIESMR)

MRER XN RICEET BEE
5. MEEXIEHRICEEET SR
5.1 RFIO@EH X, I MAC EIZxET 5 A 0F FRIEIC X D RHRRICE W TR A+ e B
RETDHZ &,
(figan)

AN DGR CREE S AV BF LT, A BT A UFITHEDS EERR CORA o 0BET
bHZLaEBE L, PORMBEERITEEMEEE TH L Z L 2WRkICT 5720, RE LT,

3. HERUVAE

(1) AERUVURAEDMES
WH, RAZIET I L T590mg (Jif) 21 H 1EIRT 74 FE2HNTRARLT 5,

(fiR3)

AENT, 7I AW EBHALLEYRY =2 ARBEBIK THY . 7 I OREN 70mg/mL
W7D XIS, 131 7L (84mL) ¥V 7 IH & LT 590mg (i) #&F9
Do RFNNANALT IV, TIHTELT590mg (i) %2, EHOWAHGRE (FI7°%7 7
AP AT L) ZHWTT HEWAREGT S, (IVIL 28t (R EoFEE%) (4 2H
H 11 @A EoEE) OESMH)

(2) RERUVAZEDRTERE - R0

AFNORERL O EIE, I NTMIIERE 268 L LK 7 1 77 L L #EIRMERMEE B 2 55
ELTER 70 7T MCBW RO DN AMER OZ2MET 1 7 7 A v W ONTARFI OB R~
0 77 AORRBRIZEBIT 2 3WERE (PK) 727 7 A MZESWTIRE LT,

fili NTM JERFE & x5 & U7-3sh 58 TAERRER (TRO2-112 3BR) (2381F 2 A4 H & [AA 590mg 1
A 1E QD) #45] 1%, RV A7 Zh/ MR Z 72035, )7 iilgkiE 2 MEIT 5729,
in vitro FRER K OFEROVERMEIE (CF) BEA2XI% L LI-BERER B ON/-T —#% & . MAC 1251
LT A OENEBEIEEE (MIC) OF —4% ., & L TABIR ARG OEIEFT I v
FEIZHADWTEIR L7z, MAC @ 450 & 2 2GR BRI X327 I 2 @ MIC @ in
vitro FHINZ X5 & #9 50%DSYEERICHT 457 2 1220 MIC 1% 8 pg/mL, 86%0D 53 BIERRI %63
% MIC I& 16 pg/mL LLF Tod > 72 9, CF BEITAHZ 70, 90, 140, 270, 280, 500, 560 % U} 590mg
WA G LSRR RBROT —2 L0 AN L DT I v v ORHREHBERIIWIRICD 20Dl
KU CLEENE CTHDMTOT 2 T VIRENREN D EAVR ST, WBIRETIREOZHNRKE )
e BENT e T s A THERRER LOTH D Z &, BHBFTREN DN LIZES X o
FRIZKES 2 MIC Z+43 B[RS 7 I 02 AREDNER S ND Z & Z2fEFIZT H 729012, CF BE &%}
G & U7 BRI TR U 7= dxe s FH D 590mg % TR02-112 3R TR L7-,

HANZ G T ER 2 VERILFE S TFERER (INS-212 358 DO7=D o &%, TR02-112 #ERICIHBW\T
RO LN TF N R OE T 17 7 A v, CFEBEEZNRE LIHKR 7 v 77 M T

8



BOOLNTZLZEMET 7 7 7 A )V WONCAFIERIE 7 7 7T AOERBRIIESS PK a7 7 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
ETHZENTERNZELEBETHE, ZNOHOFEHRND, INS-212 FHERCTHVZ 590mg &
T LM sz, £72. CF BEZ% L L-ifBR T, 28 ARIOFGHIR & 28 H OSSR
M7 5 JEEIRBE G- T =23, Jili NTM JEIRRO B ISHAE OFRFE TH S 725, 1 H 1 [BIDOFk
B NEHR SN T=, TRO2-112 HERCTOL U F 7T 7 4 —DV 7R RBRTIL, o Ok =
PR—= R AV NOLEEIL, AFE % 24 FECHIRGEZ O E B2 2 BPEFEL Tz, 20
FESE, 590mgl H 1 [BIFE G2 i I51T 20 70 SRR OMERFIC 22 &Il S 47,
INS-212 FRERIC IV T 6 » H £ TOMEHERIZMLEED GBT BIMEE T 8.9% Th - 7-DITkF L,
$ﬂﬂmTﬁfizmm1%ot_k#% AHAl 590mg QD DA NN ENHT iz, EEEILFR
BRI 558k (INS-312 58BR) TiX, GBT HME 5 252 1) 7= INS-212 kB O T 14 I AHA
FREEFIEEZ B LT EBREICB VT, 6 v H £ TORIREEEMER (26.7%) ([ZREED/IZ
— U RH LT, INS-212 RERICE T AREEEMEIX 12 » A ORGHM KL 3 5 A OIREEHEAR
Zi L CRMITh D | BEEEMEL R O 798 E OBIA I IAA+GBT BEAS GBT HUMERIZ
EE_THEICE - T- (P<0.0001), F£7-. INS-212 :BERTix. TEAE OFEE) GBT HIMEE X
D HAFHGBT BE TR <. KEEDIE %%¥®$%T BN HEECH o7z, HE TEAE
DORBFART 2 ELRIBETH 7=, INS-312 ikBRICE T D EE/: TEAE ORBRIL, 11775
INS-212 RERDOAKI+GBT B & GBT HIMBE L O TE DL bR ho 7=,
U U 7= R0 72 22 S VEfRIT IC S & L ARH 590mg QD DZEME 7 1 7 7 A )L OF#IE 145 12
OMNZEINTEY, Z0REMET a7 7 A4 id, KEEBOEKRY R 7 L EFEFELOFINEOH
B, FRAERLDOTH D EE XD, NOFFHFN R OO EEMORMESC PK 70 7 7 A
T B ARNBERE & ITT MTRIREER & ORI THEEIL TWD Z &0 6, EWNRIT OARK O HE
K OHBEZEN TEREINTWA O LIRS, EE, RAIZIET I & LT 590mg ()
f) 1 H1EXTIAFEHNTRAEZEGT L] EREL,

@e AHNOEREN TV DIEEIIRIZITRO®mY Th D,

BIGHE . 7 I DV NBED~Y A a s TV UL - TR AT Ly 7 A (MAC)
:%ﬁf A DRIFY T A TEY AT T Ly A (MAC) | T & D MRS A

4 RERUVAEICEET SHIE

1. BERUVHEZICEET 5FE

1.1 KFEJATHECE, EHORX T IAVTHLITII TR T ITAYV VAT LAEFEHTLZ
Lo [14.1 2]

1.2 HHICHT=>TiL, A RIA %2R, SRIEELHT D2 &,

1.3 WEIREERIZMALSFBO DN LIRS . —EMRIIAR OB G2/l 2 2 &, ERERIC W

IR, WRHHEARIAIEAL S0 DI LIMELCRER 12 9 AT AFIOB 2Rk LT, [17.1.1 B18)

1.4 F5BAMEH 12 5 A NI RS E ML ME DR WA, KRB O 5- 0 B &
ﬁﬁmﬁ%ﬁé:ko

(fiF)

7.1 72797 T A PIIAAE LGOI SN2 T T4 THY | AFEROXRT T A B
AT OMEND D720, RE LT, T I T°RT T A B2 AT MIARHAN O R AR T
fEEn TR, ﬁﬁﬂ@féﬁ&ﬁ?ﬁ FZOXRTTA P RAT ATHHENLTWD, TIT°
PSNDXRT A P2 LTIeGE, VAY — AR ESn, $iff S5 +o22 803 mohnen
AR D D, (TVIL 4 f(ﬁﬁL@EﬁM) BT 2HEA 1L EHEOEE] OESR)

7.2 BERFEBRIZ W TARAN DA NS O IS A RE &L OF TR S L TR D . AAIL &
DIZ LA FIEDEREN 2R TETH D20, RE LT, (V. IRICET5HA 5. BK
BRE (4) BRREADRRER 1) APERGERER L O 2) atEikiR) OEEM)

7.3 WRIREEFRRMEALR b —E MRG0 2 & MR ZRIRIRGIETH D Z L 2 W LT 5
7. BOE LTz,

74 "REBGEMHT D T ENRNE I ITHRIE LT,
9



5. BRERRLHE
(1) BRT—2/3\y5—

BT
BBOR | REE- | HBRO | e . AR - AE -
SBES | wm | Bw | PR o1 % Rt - 5

ZHEER LR REMLE GBT M | 72T H > T0mg/mL X
AL BCATERNTME R E S | (TS5 HR, RTS4
—EER 90 %I (3%5 89 f51) IR A
g, | 2 UM | KHE 45 6] (25 | —EERY
ma) | FEBIZ | 444D A1 590mg OD+GBT X
BOAEIH | XE ot | B FER | TSERBAHIGR | (TS5 K 0D+ GBT
TRO2-1125 7 | h+4 I’;fwj. EEH. &5 | 5454 84 BIRS
. CHBRES BRI -
= BEEMD A%l 590mg QD+ GBT
12 » BE®D 84 HfE
% 4 1B B
mAEH
REMLL GBT M | 7T H > T0mg/mL,
HCAMERMNTNERES | 2T 54 FRA
_ ot 7 2n b 3 ' | 590mg QD+GBT X
e | BRE [ ERN | SIECSE | ke B 024 1 | 1 BT sk
Ns21225 9 | 18 5@ | Pk (45 | 454 (BAA3MH) (% | BE8 » AR GEE%
S tER) 5. 223 ) LB X% 16 5 AR
A -GBT B3hE 12461(B | (FaiALf)
AAAH) (5112 | EABEEE -
) 12 » BFS
INS-212 SRER TIEREM | 7 S H S > T0mg/mL.
EHlEHFEESNI. B | RTSAHFRA
- | EHI7EGBT MR DS | A 590mg QD+ GBT

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

ZI48 a8 ot | INS.212 ses | 16351 (BAA 304D

INs-3122" | 162 E | L | oo Etgﬁ - BTAKI R

* & 73 51 (A& A 17 )
- B GBT BjhEt
90 45 (B A A 13 )

@ TR0O2-108 7Bk & 0 LARTOFER TIE,
ROARMET 2 UER b o 1o JBRE OFEMER B 723 CF B8 & 5% & LIz EA) O FMARRER (TRO2-

108) 7Bl

1 [8] 560mg DB 535 7-DI2i%, 280mg & D 4mL /A T L

10mL /A 7 V% 1 ARGz, AAIDS 10mL /S A 706 R T T A FICEES N DR ED

EHMEIE 8.43mL TH VY, ZOREEI NI 590mg O HERIL, FHIAH CF RBRO 2 3B (TR02-108 75k &
O TRO2-110 #BR) K O~ T O FTR B EARR (TRO2-112 3R, INS-212 35 K& OF INS-312 78
B CRHl S e MAIO AR E ERICKBT 2 b DO Th o7,

CF=FERAMERRHMIE, GBT=HA KT A IS ZAIPHHRE, NTM =3/ HTRe i,

QD=1 H 1A

PK = F @ ft

En

ZHN0F Y < 2007 4O KE IR FR/ K ERYSEFSR A RT A4 2, IS E/MIEO T A KT 4 12D
V2B EOPAEWEIC L i~ A a s T U TRE (fl: TYVAuAL Y TT YR
nvAfvy, /udyrIIy, X T b=, ZFFFIFN, V77T, 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

REBRE - AE -
% - 51/

BHVE I
TR02-108°

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

I S
TEet/
DB
PK (47
HER)

E i kU
FEV,% F il {&
ZEDCE
B EIE 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 2Hh Y T0mg/mL,
TSAHFRA

A%l 590mg QD

=&k 12 Y147 (28
BE&®E. 28 HREHK
%)

A TRO2-108 55k &L 0 LLRTORER TIL,
BOKRAETHNEN S 71— ERE OFIMEMEE Lo 7-® CF BFE 25145 & U o5 A ER (TRO2-

108) 513,

1 [8] 560mg D HEZE 53 272121,

280mg &H D 4mL /31 T L

10mL XA Tv% 1 AW, BHIDS 10mL ASNA TN S R T T4 PICEESNHIFED

WEMEIL 843mL TH Y, ZOEEINT 590mg O EIE, HIHH CF R 2 3B (TR02-108 7RER &
OVTRO2-110 #ER) K ONT X COMIERE IR REERBR (TR02-112 505k, INS-212 35 & OV INS-312 #&
B) CTiMi s -fAI o fAEEZ EMICKMmT A LD THh o7z,

BID=1 H 2 [A], CF=%MMEMHEE, FEVI=2 IS E0 1 &, PK=3ERE, QD=1 H 1A,
TOBI= h7 F~A > W ANK

EE  AFIOEGE STV D RREUIARE, HEROHEII TRHOBY Tho,
ISR T IO R A ANy F U A s TEY AL T Ly 7 A (MAC) :
CEIIE v A 2T T YDA T ET AT Ly s A (MAC) (T KD SRS ES TR EE

WE, AT I AL LT590mg (i) &1 H 1EXRT 74 &2 HOTRAERET 2,

12




(2) EREERIEHE
1) BEMEHER
B R L

2) ENFHHER
REER R L,

(3) RMERMEFRHAER

U ER e L, (V. {RICET 2HE 3. ELOHE 2) EAUHEOBIERE « IRIL
KOS5, BRIREGRE (7) £ ooft) DOEZM)

(4) REERIEHER
1) AMEIRGEEAER

ERRHE S MR (INS-212) & 9
MAC 2 L 2 HEAMEMFERE MR (NTM) JED HARANZ STk NS 255z, T4 F
T A ANZEESL ZAIGEREE (GBT) [CARKIZB8N#EE Uiz & & OFME%S GBT Hl b 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
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.Day84 IZHITARSSARTAT7DR—RS A4 UM bDEE

.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

I ARIOAR STV BB EAIRE FROEY Th o,

ISR T I AR~ A I F I YA s T ET AR T Ly 7 X (MAC)
CEIGIE : v A AN TV UL - TET LAY T Ly 7 X (MAC) 12K 2 MFERAZ MR EAE
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VI. EEE(CRH I HIEB

1.

EIRZHICEEHDILEYRITIL SR

T 7Y ay RERHAEWE

—f%& T, U URRE., A Y URRE,. N T T A v, ARNVT A UURRERE S
HE  BEEOHHILEMORNEE - IRFIX, HFORMIEELSRT L &,

EIB{ER
(1) EREMLL - ERKF

TIHTAT, RV BTFA M, BERT I/ 7 ) ay FRIAEMETHY . MIEO U R Y — LD

30S U7 2=y MIFEE L TH RV EAERET 5 Z LI X PiEEEE =T,

UARY —MMERAITH D AFTE FOWEIREZFZBB L, AT 4NV ARETDHILENTE D,

e h~2nu 77 —VICBWTC, AAlX, TI B ro~vra 7 7 —U~ORY AR BN S,

WET I v L0 B ARFNC L DM~ A 2377 U T ORI L7 1112,

1) RBIZHTH0BHRICHTHITIHIODFENE
MEIRIEAIRE (BMD) % HWCEEIE AT MAC JEEE > B572 31 OBERED ST S 7=
HTIX, T I AT D MICs 13 8pug/mL, MICy % 32ug/mL T~ 72 19,
MEIRAAAFUE (BMD) & HWW 2RI O@E 9T, 1RMATO ik K& Uit NTM JiE D B3 75>
51572 34 O MAC 77BfRE (28 ¥D M. avium KON 5 88D M. intracellulare) SWONZ, 77V A
B~ A Y OBEFIRGRE T O MAC IREEEEN SR 1 RO M. avium 2558l S 7z,
M. avium \ZXET 57 I 3D MICso LT MICo 1T ZE A 4 o O 8ug/mL, M. intracellulare
WXL TIEZENEIN 1 LD 8ug/mL Th o7,
F iz, BARIEE =2 b O OVEIKIE R Cd o 72 il MAC JiE B3 48 Bl 6438 L 7=, 39
RD M. avium X9 BRD M. intracellulare D3FH S 73S D TIL, 7 I3 D MICso &
U MICo 1 TZNEI 4 KN l6pug/mL Th-o7,
Broth MIC NTM #E% VT 6 ¥kD M. avium &N 6 BED M. intracellulare H3ETAM S dL7- 3 19
Tl M. avium (2357 2 13 D MICso 1% 8ug/mL, MICo I d S8pg/mL, M. intracellulare |Z
KT BT I H D MICso 1E Tug/mL, MICo 1L 8ug/mL TH - 7=,
I 5T, BRERAREZFH LT 11RO M. avium OV 12 BED M. intracellulare 33 X
723 DX, T IS MICsg, MICo 1%, EHICEMETH-7- (FNFh 64ug/mL\
64ug/mL) , Z AV, ZR VA BIEDEER) 72 AR EE A L & bEik L C MIC B2 &z 72
LZENMBITND T, BMEDELD bRBRTIEDEZ KB L T2 ATREMEDS &
1819
AFBIZHIT D MAC DEERIZOWT, T I h > MIC RIS L 3 5T, oMok
HEE L 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={{ERIAARIE, Broth MIC NTM=ER AR CHETX 2RO~ A 717 L— kK,
MIC=f/NE BRI, NA=ZYEF

2) THEDHRE
<A AT T VT OT I A ATKHTDHMPED A D =X LiE, VR Y —LD 16S rRNA % =
— N9 2 rrs B FOEFICEHE L TV D, s BEFIZEARETENEE 5 L, 16S TRNA O
BAGIZAENT 2 7 7 a3 RRFUEME D U R Y — 5 A A ~DEANRESN D,
E B EH A RRBR (INS-212 3BR) Tidk. _R—A T 1 &I 64pgmL 2882 D7 I L
MIC (F/VEEFLIERE) %R 7 MAC 72BERED 7.7% (26/336 f31]) 1258 Hiv, AHKI+GBT
BETIE, GBTREL W L mWEIA THlIZ Sz [AHI+GBT & : 10.3% (23/224 #3]) . GBT
B 2.7% (3/112 1) 1,

(2) EMMEENTHHREBRRE
1 ALISOT A7 7—SADOEYAH D

« In vitro TOET
bt hv2ru7y—UIZXb7 I UMY IAREEE ALIS K ONEHERL Y I 1w (VAR Y — A
FEE AT I 0 o URREEEKIARWR) (FA) % T in vitro THRET LT,
T hIAFLE—F I (TAMRA) k7 I ho v 2 &HT 5 ALIS %, ALIS ORIE T L
FREDE AEZ AW TIERLL , JFER T S W U EH D ALIS & FRfkoki 725, fkx a1 %
T I B AREGT, B MEERGR THP-1 Mild % phorbol 12-myristate 13-acetate (PMA) HiJ
WL ~rua7y—U~tifbEE, 8~128ug/mL O ALIS KL ONFA & 4 [T 24 HEf#A > % =
NR—KL7z%k, 7a—%A b A M) —EICEX VBN A~DOT I B VY IAHEZBIE LT,
HESITEE W BRIV T, TAMRA E#iZ~7 a7 7 —C07 I B VDA
BRI B A RIS 72N ERER SN TWAD, ALIS ALE CIX FALE L L L CT7 I b v
B IALBNEAEZ TR L, 24 BifA % 2 _X— MEDIERHT I B3 VB ALEIL FA O 4
BCThHhotz, Flo, SBMEEEZ A WFHMIICIB W TEH, FA L L TALIS & A > F 2 X—
hbtv&u77 UTEDEL< D TAMRA HRE NV HER SN, LEDOZ &0n, BEtL
FREGRAICBONC, B b~ 77 —UICXBT7 I DR IART, FA &A1 V¥ 2_—
%Lk%@ib\Uﬁy%AMLk@ﬂf%éAusE4V%1N%Fbtﬁﬁ%<ﬁé:k
NRENT-,
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ALISRIZFATRIELI-LEORIOT7—ODT I A URYAHR (in vitro)
40 - *

35 | ~0--ALIS —e—ALIS

30 - O Freeami —€— Free ami
25 - *
20 1
15
10 -

Normalized TAMRA-Ami MFI

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

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

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

MFI=mean fluorescence intensity.

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

—O—, O—4FlA v Fa—F —@—, —®— 24FHA L Fa—]

ALIS=7 2 v v U R Y — AR AR, Free ami=lsfiAl 7 I > (VAR Y — 2 AT I h
o U RRIRE AR ESR)

- In vivo TO®RET Y

T MZR T TAFEHANTALIS (7 IH 2 LT534mgmL % 40mL) KONFA (KA
BE: 7 I WL LT 20.0mg/mL % 40mL, mHERE: 7 I L LT 53.4mg/mL % 40mL)
EWAFEG LTzt &En, ild~ru 77— 8 57 I VR IAHEE RiRE LTz,
BAL fifafo~27 17 7 — T OFEIGIE 80%LL ETh o7z, ALIS #5HEE FA (KA ERE L Ok
B, MiEE &I CHE LA Do 7o [ALIS #5-8E : 977£106 (ug/g lung),
FA X &EHE © 507464 (ug/g lung)] IZH 00 57 ALIS #5-2, 6 KT 24 i #% D BAL il
HINT 2 3 PRI, FA (K ERE & Il L C 5~8 o7z, £72. FA AR L Okl
TIE. ALIS B 5REOMILERIT 12 FRE TH - 7= [ALIS B 5HE : 977£106 (ug/g lung), FA &
&R : 22834308 (ng/g lung)] (620 53, BAL MIlaNT I 7 o REEE 4~6 (5 @D -
7=o ALIS $5- 24 [ O Mk & OV BAL K 7 X 77 o R EE & FA AR &0 K& OV A &
L TEN o T,

PLEDZ 235 invivo IZBWT, ALIS WA G- TIL FA OW AL & ik U Cififa~ >
077 —=U~DT IR IABDBEL 8D T ENRINI,
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2)

S MZALIS XIZFA ZRAZRE L= BAL #if8, BAL &. iR UOMmMEER7IH Y
Y AHEDHTS
A B

100 { &~ ** ok
® —9

10.0 A
*%

=]
=
o

1.0 4

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

] —e—ALIS
1 o~ Amikacin (high dose) —o— Amikacin (high dose) o
- ©- 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 1
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 -
- 1.000 {
o
—_ *%
g £
g 2
T & s E 0.100 ;
I3 TR---
£ 100 4 . S
s 1 T ° s ..
g —e—ALIS 2 0.010 { —®—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 1 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=_8 [t/

*p<<0.05 vs. FA = F EAE R OV ALIS #, **p<<0.05 vs. FA KA & X% OV FA & FH &#E.
#p<0.05 vs. ALIS #f J O FA {R A &#E, "p<0.05 vs. FA {K A &Af
(W34 D Tukey post-test)
ALIS=7 I v U R Y — AW AHRREIR, FA=ERR Y I oy (URY — I EFHAMT I v
i e HE K AR

M avium B M abscessus <o 0D 7—I2xdd B ALISD /n vitroX&EER
~7 77—V L TS NTM (25 ALIS OFFEIERIZoW T, THP-1 fifd 2 v
THRE L7z, PMABKIZE D ~27 a7 7 — U250k &8 7= THP-1 M2z 3 FED M. avium 1%
(MAC 104, A5, X TXMAC3388) X% 2 FiD M. abscessus ¥ (Ma26 KX Ma36) Z & (1
RefE LG EE) S, BHMOMAEZ ALIS (1~10ug/mL 7 X # > >), FA (10pg/mL) (X%
URY—2 (ELC ; EEIRE 6.4ug/mL) T 4 HRMLE L7z, 5 B BISMIIC AT 245
BoaE Lz,
ZFOREER . ALIS 1IfFEH L7293 XTD M. avium ¥ & N M. abscessus ¥RIZ%F U CHREEAK TR 72 5%
B SO A B A E ] 2% L2, ALIS (10pg/mL) 1&. WAL M. avium FRIZKT L
THRRED FA L L TR Ve EmERN 2R Lz (5 HEHOAEREEIX, MAC 104 C
IZ FA @K 2/3. AS TiX FA O 1/6 KX MAC 3388 Tik FA OF) 1/2 [Zd), FREEIZ.,
M. abscessus £ (2 ) 12k L T%H ALIS (10ug/mL) 1%, FA L TXL VAR lERZR
L7=. 723, ALIS IZ THP-1 AR % LA 2 /R S 72 oo 7=,
VL E. ALIS I M. avium X1 M. abscessus [E4s~ 7 a7 7 — 2BV T FA XL D 58V invitro
BEERE R LT,
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MaviemBE<s 0T 7—TALIS, FARIZZEYRY—LZ 4 BEERSEEED

n vitrod&xE{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 I 10pg/mL DAFTH (ALIS, FA)

bFA LB L THEZSH Y (p<0.05, Mann-Whitney non-parametric test)

¢ FEIE IR RE R =

ALIS=7 2 v VR Y — DR AR, FA=0EE T I v (URY — LR AT I h v
AR KB HR)

3) WiMaviumB$E<r9 R (C57BI/6 %) IZxtd 5 ALIS RIE|RABZREDHER (/in vivo) 2
M. avium DGR ITEERE (strain 104) Z SPERNIZEA L, RGYE 2 758 L7z~ o 22k
3% ALIS (70mg/mL 7 X712 v) OFREBNR % FA Z NG LIz & OFREIR & T
U7, PUBEEAND 21 B, #&5-BRGRTOMNN M. avium #0013 0.7 X 10°CFU/fiCd& >
Too Y 3% S SRE (12 VTR O~ A2, 1.5%8HEAKE L<IL ALIS Z Al X
0. UL FA ZIEHENICEG Uiz, (BBEORBRT A 1%, FTRICFLH)
ALIS OG-8, 7 I AT & LT 2128mgkg IZHi— L, *BEEOT I v kb &
1% 2800mg/kg TH-7= (ALISHEL Y 32%m WV HE), RERBIMA%Z 28 BEIZ, 7 _XTHO~v Y
AZ RS, BT ADMiHT- ) OMEEREZHE LTz, 5%, T XTOHT 1L.5%E
HKEEL OMICAHEZ (P=0.0002, Dunn DL EEERIE) 280 Hhl-,
b, F1, 2. 3. 4 KROS5 BEDNN M. avium BUXZNE1 48.4%. 99.5%. 99.3%.
99.8% M (X 88.8% A L7z, SERRENRD L-EoEISIE, #F 1. 2, 3. 4 KOS BT
ZNEI 0%, 17%. 0%, 42%K% R25%Th -7z,
PLE. ALIS IZ. M. avium G ET L~ 7 ZIZBWCEREER Z 7R LT,

fii MoaviumBEE< I RITHT B ALIS REBRARUVT 2 AL UERERESOHERE
(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=Y L7
ALIS=7 I v VAR Y — LR ARSI, FA=EBERI T I vy (VAR Y —LIEHARIT I v
T ERYE K VANTR)
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fii MoaviumBE< X2 ALIS REBARIET 2 Hh Y VERRRSEOMAERR

(Log10CFUs)
6-
4.110.9 21417
'Y A o
® Y [ ]
[e]
5 4 i.L 16+ °
- 2.3+0.8
= e ; : 1.341.2 050
L ) Y b
% L vy
- ] o
a _EEE_ A Yy
. ——
A (o]
T s T - 006
Saline ALIS (Q1Dx28) ALIS (Q1Dx14) ALIS (Q2Dx14) FA (Q1dX28)
Treatment

CFU= 211 = —JE R HAL
SEYME AR S KPR & mEARL, ) E R REE R T,)
ALIS=7 I v VAR Y — LR ARSI, FA=IEBER T I vy (VAR Y —LIERHART I v

B KYETR) . QID=1 H 18], Q2D=FEH

(3) YEFRIFEER - HEasR
MM ER L,
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VI. RMBECE Y 5HE
e REDHER

1.

(M

(2)

(3)

(4)

AR LA M RE
R L,

FRRAR CHRE SN -OFPRE

mERE (RERGE)

fii MAC JEFRE (53 %1, HARN 28 il &2 &de) (CAHKI 590mg 1 H 1 B AKERS Lz & & o
EHRT I D RET—4 (5341, 418 55) ROURHPT I AW URET —4% (1441, 23 5) %
FWTRIE RIS BN REARAT 24T > 725 5. I IMTE AUCo24 1% 20.4pg - he/mL (HEFH : 4.3~
55.6pug-hr/mL) . FERJMIE Crmax (% 2.27ug/mL (FiFH : 0.48~6.87ug/mL) , FIEJIMLIE Coin 1
0.16pug/mL (P : 0.02~0.84ug/mL) ToH V| FIMIEH I -0IE 5.70 BefE] (HEP @ 3.29~
14.0) Tho7-,

ESME TAERRER (TRO2-112 75R) K ONEERILFEZEMAERER (INS-212 #BR) ORHEMFEYEIE
(PPK) BT NANOHBT-MIET T I 722D AUCoa4 BT Crax DAL, BARAGERE & A AP
BRE T L,

NTM BEARABRERVCAABBREICSTAMER7I AL 20 AC B C DR ETRT IO
(FB (TR02-112 FE& B UF INS-212 {ER)

AUC[0-24] Cmax
L] .
6-
L ]
© 40
3
g * )
® 4
]
7]
o
a
>
w og
x
a >4
01 p=0.895 (White vs. Japanese) 0- p=0.411 (White vs. Japanese)
Japanese (INS-212) White (INS-212) White (TR02-112) Japanese (INS-212) White (INS-212) White (TR02-112)

Population (Study)

Population ‘ White $ Japanese
AUCo24=0 725 24 W F TP LR AR TR, Coax= B m IR E
AT TIZ. BARANLSOHERE T T X TAANTH -T2,

i
MM L,

BE - ftRECEE
MM ER L,

EMEER/NT A —4

(1

(2)

(3)

A3
BLERR L

IR S0 2R B °E K
YRR L,

HEREEEHR
UER R L,

29



4) 2V7353VR
EERR L,

(5) nHEHE
KRN G-4% O O BT A A FEITAK 5.0Lkg ThH D 22,

(6) Zith
MM ER L,

. BEE (REaL—vay) @i

(1) fAT A%
Wi 50 0 WOWALEG., Jih> 60 | SHTHRIGEE, K OMIHHIEE 2 &1 3 =0 — |
Ay hEFL IR ) =o/8— R AT b s () =22 /8— R AY b ROUR= S
—hAU R kO ELE,

(2) INSA—ATEFER
fiti NTM JEHBE 2 %5 & LA E TARERER (TRO2-112 3XBR) 1281 5 14 flokEE (T
BN ROEBIEFEFEIARRER (INS-212 35R) 123B1) 54 39 Flowmirg (Lot 31 6/ 5 M
8. HA 1L BI/HAAN28 ) Z#OFA L. PKA#HTHIG4ER (n=53) & L7z,
REET NV EHWTHE SN REREDEIE T XA —X X, AT oegimiEs V77 A
(CL/F) 7233429 (L/h), A odiga s R— kX2 3AaRE (VJ/E) 28 272.6 (L), WE
EE# (Ka) 7281866 (W), BZ7 V7 Z 2 (CLr) 281990 (L/h) Th-oi=,

. IRUR

Jiti NTM JE B 264 & U7 iEsh e ITARERBR  (TRO2-112 3RBR) M OVEIB I [R5 AR ER  (INS-212 3
BR) I2BWT, PK ST R M owBg (53 fl, BAN 28 flz&te) K VIMiEE2HRL, 7
SHUUBERIE LT, FORE. T I BT DMIET Coo LTV AUCo4 13, %51 HH & EHWE
HE L CRFEEE CTd o 72 [TR02-112 3R 5 Crax FHME (ng/mL) : 191 (%51 HE). 2.12 (EHIRHEE) .
AUC.4 M (ng-h/mL) : 19.0 (351 H H) . 21.6 GEFIRAE) . INS -212 5B ; Coax ‘FHIE (pg/mL) :
221 (&G 1 RHA), 232 (EFIRAE) . AUCe24 FEIE (pg-h/mL) : 19.0 (51 HH)., 20.0 (EHFIR
)] 2 b, MERICT I UTIFE A EEREE T ARG D2 2HBREENR/NETH
HZENRENTZ, 5T, TRO2-112 RBRICBW T, AR EGK TR 24 B ETCOTIH DR
FEIRPHEERIT T S o B ERBD 742% Th 7= (VI SRMEREICRId 5EE 7. Jeit) oES
) Z e, RERGICEDT IH T DEENAFTTRATEY T 4 I3EWZ DRI N,
B, RENONAFT XA Z VT 1%, FICRAREDROMAZER OBE OKGERZIREEDE
WLV R ERTHEND,

. 5%
(1) ik —RiAAFTEiB
LR L

(2) Mm%k —RaEERIFT @B
U ER L,

(3) Fit~OmBTH
DR L

(4) BERADBITHE
DR L

30



(5) ZD DB~ DIBITHE
BREE (REERSH) WEAT—2ZE0)
fiti MAC JERBE 12X 2 AK D 1 B 1 BIORAIZIBNT, WAL 1~4 R ORI, 1, 3,
6 # H TZIZI 1720, 884, 1300pg/g T, 7 I W LV REOEB WA 2B 72 (CV%>100%) ,
WA 48~T72 e[, 7 X 3 UWRIRIREE I 1~4 IF[E132 DR EE DFI 5% T L7z 2,

(EERVREDRREF CEDEETT S HL VIRE (pg/g) (N=59)

¥z H ° RRTE DERBERF N FgfE (CV%h)
RS
11nAR %581 0~1 5 38 20.8 (24.7)
3nA %581 0~1 5 31 17.6 (180)
6nA %581 0~1 B5fE 30 69.7 (294)
®’E5%&
15A BE5#%& 1~4 B 36 1720 (183)
3»A BE5#%& 1~4 B 30 884 (152)
6 1A BE5#%& 1~4 B 30 1300 (132)
6 1A ‘E#& 72 B 21 44.5 (133)

a6 » HOREEREUL, BTRIATIC 2 B OB Pl 566 L7,
CV=2BfR%

AN TTAEEER (TRO2-112 3BR) R OVEFSILFEFE MAEFER (INS-212 35) ISHEAAN B,
AHKI590mg 1 H 1 BIOE G551 72 ili NTM IEERE (53 61, BAAN 28 flz&te) 1T D ik
Be G LI OWEIR R T 2 0 3 R ORFRGEIL, HARAGERE & A AEBRER TR TH Y |
M LRk TH -T2,

v MBI ERAEEHR

> Sprague-Dawley 7 v MIAH] (75mg/mL OT I > JBERT I H I 0.6~0.7 1 1
[w/w]) % . 60mg/kg DM & TRIENIZOAHHEIRALE LIz & &, KBS (Bl O
) ~DRAITRER T - 7,

Jv MZ ALIS ZRABREL-EOT7 I AL OERE

. TIALUOERE
BRE5E® "5 6 BERE1E
it 1029182 590+59
g 197 44+5
;& 13431 37+10
R 32+37 3994283
fibd 5+3 3+2

7 2 h Y A EEE TR oRE (g THD, (n=3)

(6) MIFTEEMHEEER

T I B ATMIE S T EHIZ 10%LL T TRA LTS GMEAT—#) ),

31




6. X
(1) HHERL KR CCHTHERR
T I A AT LR AT A 29,

(2) RBIEAS5T HEHR CPF) OHFE, FE5X

MG E L,
(3) MIEEBNEDEERVZFDEE
MG E L,
4) REYOFHEOEERVEMSL., FHELER
MM ER L,
7. HEt

KA GH%, BHICRINENTZT I 0T, FICREREABEICL vt SN 5, i MAC JEEREIC
AFAI590mg 1 H 1 [BIKEWRAE G Uiz & & O 5T 1% 24 B £ TO RBFER P AR LR PER O
PIE (n=14) 13 7.42% (&P : 0.72~22.6%) Tho7- GEANTFT—Z),

8. FIUARR—A—IZEHT BIEHR
RMEE R L,

9. BHEI & BIREE
BLEHE L
(VI %4 (BOR EOTERS) (2T 2500 10, 5 OBBH)

N0.RHEDERZAISEE
WIRIPESUISMAPEDZER (B2 1F, BHERERE LM A IER) (2 S W TIRER 72 B iR D E
Z Al 5 7 0 ORBRIT SN L7227 o 7,

- BReESE

EBRRERE T A TIEm O IR EE 2SR L. BT OBL R OV 8 it s ORIMEM 2858 < &
bbNoBENDNH D, BHREEEDE 2SR L LRI L Ty, (TVIL 224t
(EH Lo (CB2HE 6. HEOHEREATLEAITHT 2ER (2) BHAEREE
| DEZMR)

32



1. Z0fts

EWBRE/ RN FHIER

fili NTM JEBE 265 & U2 gshss THRER (TRO2-112 #kBR) M ONEESHLFE AR (INS-212 &
BR) IZBWT, Coax & AUCo4 1T, 51 HH EEFRETCHBE TH -7, ZOZ L, 7I vy
DIMEF TCOLZERBTNZTEAEXIRL NI L 2R LTEY . A4 590mg 2 1 B 1 BIRAZLT 5
ZEIZEY., REBRBEEIIR/RICMAOND Z L ER LTV, LN T, MIGREEIIAA D

R ETPARDN 2o T2,

AN OB R OT 2 T2 OFEY $ 5% O, MIFTROEETIZBIT 57 0 v VIREROH
EZ g LIz e 245, 7 20 ¥ v OFFERG TI i g EE N LY & > 72 DI L Tiog
REIIRS . MiTOT I U UREMENZ LAVRENTZ, — T, AAIOWALG TIT Ly g )3
<L YL C db 2 iliC DR EE DS A s 3 o 72,

1) AHNOHKGE E NTAITTRANEHITH 5,

=01
BEE

DEE BEAT—2ZET)

fii NTM SEBBR B (B (T 5 CF #ERE(CH 1T 5
#0181 ERARS F2HLUM1 B 1 ERRRES
TRO-T125ER? | INS2125%8&2 | PPK'Z | CanisF, etal.® | Byl B, et al.®
590mg 590mg 590mg 35mg/kg 30mg/kg
0 N=14 N=30° N=53" N=18 N=12
AUCoz¢ Cug-h/mL) 21.6 (69.9) 20.0 (55.2) (gg'g) ~250 235110
G (ue/m) 212 (71.8) 2.32 (59.7) (géz;) 1214375 116237
R - N=50 — N=13 N=12
Cmax
[RHEER (1e/e)] ~ 1
o A 1720 (183) 10.9 (7.5) 5.9+2.7
(ug/)]

a PPK fi##T Tl TR02-112 3Bk & INS-212 BRER DT — & & 7=,

b HAA 28 il & & de,

c %51 » HEDOHEG% 1~4 Fil] GREEE) 1282 FHE (CV%)
W T FIPME, M AR S ULTEME (CV%) & L TORLTE
CF=SEMaMERRAHEIE . CV=2"M%%. NTM = MHiMerE . PPK = REEM S EhnE

33




VI. &£ (FERALOIEE) (CETHIEE

1.

I#

ERNBEFDER
X TVRUY,

R

EERRLEEDEH

L

2. B2 (ROBHIZIZBE LGNNI L)
ARBNDORAW OO T X 7 7V ay RRIVAEWE I3 b T sk LiludE o BRI O
»HDHEE

(fiF)
ZAMEIZRET o —RAIBLREIC &V BOE LT,

MRER I RICEET 5B & T DER
(V. 2. DRI RICEES DL 22T D2 &,

AZERUVUA=ICEET 58 L TNDEH
(V.4 FAEEKOCHEICEETZIHRE] 228352 L,

EELGERMIE L ZDEH

8. EELEARNEE

8.1 HFE\, HIE, HEFHEDF 8 MihRIEENSH LoD Z ERH LD T, RN E <
2R WEE (BHREEELE ., Sind. RUMERGEES) CIIEImELEmT 22 &
NEEFE LV, [11.1.3 ]

8.2 BMBEENRHLOND I LNRHDLDOT, EHNCBEHERELIT Y 0L, BEORELZ+
MBS D2 L, [11.1.4 B

83 vavt, THI74T7X%—RHooNDIERNHDLDT, 7 LIIF—BEERE, HYmEuE
FIZOWTHARMZE1TH 2 &, [11.1.5 2]

(fgt)
FUEROIRASCE TORBURIL L RIRRICEOE L, (VI etk (B EoEES) Iy 2HE 8.
AIFER (1) BERZREIEM & OIBER ) OHSH)

6. HEDERERT HBHICHT IR

(1) BHHE - BIEBEFOHLEE

9.1 BHHE - BEEOHLEE

9.1.1 F 8 INHEREEENIIZTDE DHLEE
% 8 AR R E NI 282 NAH 5, [11.1.3 B

9.1.2 EEMBNEZOHBRHEEIIZTORVOHIEE
AFNIARRAERAERH 29 5720, IR S bbb Z E3d 5,

(fFw)
9.1.1 DA CETORHERIL & 0 FFERICERE Uiz, (VL Zatt (R EoEES) (2B 5H
B8 EIEM (1) BEXRZENWER & WK DOHZM)

9.1.2 EEMMEE O BF T RARBRIITHAAN G > T2 b OO, BIEMEIED BFE T,

T a3y RRVAEYE IZERGESHMTOT e F A2 ) o OEMZER L, K T%
B EDIBENNH LD, BRE LT,

34



(2) BHEIEERSE
9.2 BEaclzERE
M RERE B CIL R WL R E S Rk L, BREE OB R OV 8 MR EEORIER 138 &
LbnbsBZENNH D, BHEREREEE 238 & U2 BRRERIIIN L Ty, [8.1, 11.1.3 &
]

(fgs)

FEEOIR LETORBRILE  FERICEGE Lc, (IVIL 24t (A LoEES) (SBT3 5.
HERIERER & oA, L Zatt A EoEES) (BT 5HA 8 Bt (1) EAZA
RIPER & OIEIR ) DTRZR)

(3) FTHEpEfEERE
REEN TV,

(4) E£FEREZXET 5E
REESN TR,

(5) WEim

9.5 1w
PR SUTAESR L T2 ATREME D & % PRI, TR EOA SIS ERMEZ LE S Ll S o5
BOHRGT D &, W GT 2 EARICHE 8 IMHREE 1R H b oBThRH 5,

(fiF)

TR ERERIT, ERICR G T D LIRIBICH R JET RS H D, AREELT I /R
BERIE, FEANTIRE SNI/NREBFEICE W T, AL e ml e e KBS 2 5| & Z 3 nIReft
W DI, RE LT,

(6) #=FLim

9.6 7Lim
B EORRIERORFLRBOARIEZ BB L, RALOMKGSUT P IEZ G 5 Z & AARIRA
BHIZED e FRAFTA~OBITIIARATH L2057 I afRiksb Licga, v MRFLH
BTS2 LBHESNTVD,

(fiE750)

AAHIDE FH P A~OBITIZIEHERRBRDOIER S IFE SN TV AR, 7 28 3 OO G
BT DAET =2 DR, HRNERZICT I ot FLHTPICBITT 2 Z 88l ST
WA TIRETH D, WMAFITHHIAFNTIZZDOREIXRNETHEENDIN, 7TI BT DH
IRA~OEEBIIFEMOFRTH D20, RE LT,

() MR

9.7 MR
N Z RS & U T BRI M L TR,

(figsit)
INREEIZ I 1T 2 AHN D22 BN O BWEIEHESL L TRy,

(8) =t

9.8 HinE
—RRICAEFEEEME T LTV D720 MW EE D R L, 55 8 At i S5 O BIE 2358 <
bobhDdBTNNRD D,

(FFw)
il O AMEIC BT D —iRAIBLEIC LV BUE LT,
35



1. tHHE%EHA
(1) HREELZDER
RIE STV,

(2) BRFE L EDER

10.2 StREE

ik

BEAER - FEE Tk

P - fEpRIA T

JL— T F| R A
X7 R
7t R
TYEIFR

Vi

&)

R o T M ONIRE ) B 5 203 38 B
BET 2B ENBH LD T,
FRIRET 2 Z ENEEL
Uy,

BEFF IR T2 A, BRI
K7y av RRE
AR O YRED LS B
~OEFBNEZ 5 LV H
HRD D,

NraswAf v
ToEFvA T

Bt R OWEER Tk 2 A 2 HEA

A& A PUEIEESAl (277
FoL ANRTTF o RETT

B M OV AR S S FE B
BT BB ENBHHDT,
PFATRE T B 2 & R E L
|

MR & B m, BT
P A4 2505, MAIEH O
FriZ A,

F)
£
AR 7 S T 1) MR NSNS b B B2 | MFEA & b AR R A
JER 5] nNRH 5, RS | ZHLTBY., ALY %
iy Bt Al NIEGAEICIFBEIZIN T, 2 | OERNEmI N5,
YR Z Y v Vo AT 7 —YHEAR., B
N ua=vg L2 v NBUEI O $EG5 O
_Xru=y LBy B &% 1TH T &,
r_Y
A TR U X 255 7 55
L3

Bt A AT 5 A
S RARY
TLARTUIB

HIEENES, BT R
NRH 5,

WA bIC B BEE AT
DM AHEAEH O IER
W1,

(figt)

TINTDEAMBN TN D mEMEZ IR S 2 FANZ W TEEROIRMI CE L S L ITRE LT,

36




8. Bl{EA
AR OBEWERIL, Bl NTM ERF 23154 & U7-Wsh 38 TAHEBR (TRO2-112 &BR) . H AN Z & TeE R
FEIZEMARGER (INS-212 #BkR) | K& ONEFE I [R5 MAH R 3B 55085k (INS-312 #lBR) ITHAAN S
T-ARRIRE 404 BIOOFEMATAE R, BXL O CCDS (REFET—X v — 1) 21 EICHRE L, 2B,
H AR NGBR3, INS-212 550 M OV INS-312 3B (LA AL S AL To ARAKIRE 47 1] (B ARNZZ M
SGHEEM) BNEENT,

(1) EXTEIER & NPER

1.1 EXHEIER
WORIWERNSH HoNndZ ENRH DD T, BEE 051247V, REIRD ONT-EEICEKE%E
kT 57 SO e EEITO 2k,
11.1.1 @8tEimiEL (2.7%)
11.1.2 [REXEER (21.5%)
11.1.3 5 8 iNEEE (15.1%)
WEV, FIE, HRESEOSE 8 MHRIEEN S Db Z ERH D, [8.1 5]
11.1.4 SHEEE (3.2%)
[8.2 &)
M.1.5 2avy HEERR), 774 3F 32— (HEERH)
[8.3 &)

(i)
77 )2y FREVEMEOREIERN L LTI TIH b TV LEWER O bEE LT,

11.1.1 AAIOEERFERIZIN T, BN S S =925 1x. 404 Bl 11 61 (2.7%) TH
D, gz 5Bl T LV —PEREE AR 4 1K OV MERR R, FERBEE NS 1B CTh o7, 1
HOVERIRZS X, I MAC JED X ) 2R BE RN ER B A2 H T 5B ICBW TEEREZ S LOK
AHFEETHDHZ EMNBEHEH L,

11.1.2 AREIOEFRRBR BT, KUE A NS S BR#F 1T, 404 B 87 1] (21.5%) TH Y |
U R EE 57 (51, MRy 14 1), U SORRE O i), MR, S VENEREIR IR EES A 2 B K OVES ) MR
W, RE S BEE, THGERHLEAE 1 B THh -7z,

11.1.3 5 8 itk FEE L, 72/ 7V ay RRFAEWE ICIHET 2Ll EOBETH D, AAIOK
PRFER CIE, 55 8 IphftfEsE & B 2 b5 RITER S #E S 7= B 13, 404 i+ 61 61 (15.1%)
T, HE21Fl, FEET 10 6, #EE, D VK 8 #, BllEMD E V., PfEENSE 4
B, R VEEERE 3 . HEERE 2 B RO 1 Bl TH o7, (VL 4t (R o)
BT 2TEA 8. BIEA (1) BERZRIER & PIHIER ] OESM)

11.1.4 2MEEEX. 727V a3y FRIVEWE IR T 222k EOBRETH 5, AFIOERKR
Bc AR EE L ZNICEEND EE 2 L NDEIER NS S g5 13, 404 51 13 4]
(3.2%) ToH v, MR 46, BARE3E, FMmERR 2 F RO 7 L7 F =800, SRERIATR
MR RERRIEERBD . BEARVDS 1FITH-o7=, (VL 22t (R EOEES)
B 2B 8 EWEM (1) TERAFWEMEWHIER) OHESM)

1115 vavr, 7FH 74 7% =377 70 ay RRFEWEICB T D8 ESNTEY A7 Th
%o, AAIOEFRRRICBNT, Yav 7, 774 7% —F@HES Ty, KETIE
HIRBICT T 7 4 T —2 G EEN DKL OBRNDBEND H D IBBUE K LD RE &
NTWBHZ Enbiddi Lz, (VI ZaM R EoEES) B3 2HE 8. gIfERA (1)
BERZREWER & IHER) DEZM)

317



(2) ZDihDEI1EH

11.2 ZO O EIER
w0 Stk | 1%Lk Skl | 1%ckil IR
MR Y © 7SR EIER 2
Ll E B
B O H B O AR Hh
R HEWN
IRk TRl T
ik 1 N1 [ o TR
il o G
FHI R At HN%
It [EIERTY
PR
R
EHEER RGN | 5% [EE I
YN FHh
/)9
RS B OV A B EXB T
WEE %
AlWed P 2 %E
kR SRS T S
RO REE FrkiRR
557 e e O 2L R W 55 K
b i P
R EEs IS SRR
BHEN Sl
BRH A
5B
e FIE
B IR b E LR B AR
s L7
=
. OSSR OERR | Sk WE I A P 5 WSk | WRIFATBE ISR ER
b 3P B 5% B
P R LRe BEEY B
% 1. W D S PSS Lok
1 R BE I
PRI RR SEME
25
R R OV T AL T i A
FRE ST
%5
(fiRas)

AR OEEAFER (TRO2-112 7Bk, INS-212 #BR & OVINS-312 3Br) TR LZEIER® > B, 3 #ILL
FIZHBL U7 FEEERBIEAZEEH L, S HICHRZIZRD b BWERIZ DWW THEE AR OFIE
e LTtk Lz,

7L, WASCEO N1 ERZEER) IZREHE LZBWERIZ OO TIEAREN SRS LT,

38



BIfERMEE—&

TRO2-112 3k, INS-212 35 & TV INS-312

RER O NTM IE &

T, AHIRET 3 BILAERR D b ZBEHIZ OW TR LT,

ZM S-S NTM VTR IS B0

5 NTH 42 I NTH 22
REE S REE S
S0C N=404 N=157 S0 N=404 N=157
A B o) | s W) RAE B o | B W)
NENADBRE GEBRS & VEAMERE
ThhoTs 330 (81.7) | 35 (22.3) e 18 45 | 2(.3)
MEBE U o \FEE 5 (1.2 170.6) BT 70D | 106
e 3 0. 7) 170.6) 5B RN 3 0.7 0
DREE 6 (1.5) 3 (1.9) AR 1 (1.0 0
BE 3 0. 7) 0 BEREE 9 421 | 2 (1.3)
Ei & URBEE 29 (12.1) 725 Fe=r 12 (3.0) 0
B 8 (2.0 0 TEEE 1 (1.0 0
B 3 0.7) 0 EHE 820 | 106
BRI 4 (1.0) 0 HERE 8 (2.0 0
7 3 0.7 0 T 19 @7 | 1.6
BHIET 10 (2.5) 2 (1.3) ERE 3 0.7 0
B 21 (5.2) 170.6) BaEE 10 (2.5) 0
EERMEHE 41,0 170.6) TR 3 0.7) 0
REE TROR)) 0 Bh & URBES 747 0
FORIEN 3 0.7) 0 MR 4.0 0
BBEE 63 (15.6) 7 @.5) BT 3 0.7 0
T 3 Q.7 0 FRE. WBH LR
A 20 (5.0) 10.6) R 217 (68.6) | 12 (7.6)
OREE 10 (2.5) 0 7 UL R R 14,0 0
=% 3 0.7) 0 SEXEE 922 | 233
=0 18 (4.5) 10.6) AR TES 12 3.0 | 1(0.6)
=0 3 0. 7) 0 R 125 (30.9) | 3 (1.9)
B 4 (1.0 10.6) RERE 172 (42.6) | 3 (1.9)
- 2BEESLV IR 57 (14.1) | 1 (0.6)
5 5 B D IR 58 (14.4) 10.6) B 22 (10.4) | 10.6)
EhE 4 (.0) 0 O IRER 37 (9.2) 0
R TR 12 (3.0) 0 IREAATEE 3 0.7 0
BX 3 0.7) 0 5 5 (1.2) 0
= 29 (1.2) 170.6) B R 14 (3.5) 0
e 3 0.7) 0 S>& 30.7) 0
BEmh L UBERE | 71 (17.6) 3 1.9 BR 5 (1.2) 0
SELR 5 (1.2) FIEES om 3 0.7 0
BRCEBEEIM | 50 0y . EAIE 13 3.2) 0
EEOHE : TR R R 5.2 | 106
BT REE S T s o) . EED R 1.0 0
BIERIEE : B8 14 3.5) 0
WA 14 (3.5) 0 REBEURTHEEE | 2 G.4) | 4 (25)
OfH S SFE 12 (3.0) 10.6) R 18 3507 | 106
BE. TEHLURE 275 3 0.7) 0
St 3 @1 1 0.6) &7 11.0) 0
BRRE 16 (4.0) 3 (1.9 Z5ER 200 | 2.3
FRERE 3 0.7) 0 e 5 (1.2) 0
ARERD 4 (1.0) 0 MedDRA/J ver19.1
R8s CRERE 10 (2.5) 3 (.9
ANRE 8 (2.0) 3(1.9)

AHEE : WTHORBRIZBWTHARK+GBT 2% 5 Lz,

KTHBHE © TRO2-112 FREATIL, GBTITMNA TZEY R Y — &85 L, INS-212 &5 T3, GBT 2B 5 L=,

GBT=HA RTA IZES EHIPHIEE, NIM =3 EHRREE . SOC=28E B K4

39




9. ERRBRERRICRZITEE
BRE S ATV,

10, BEHE

13. BEKRE
T2V DREIMEER BN A M TH D & ORENRDH D,

(fE3n)
T IV UOEREICB O TIRERGEOXSE SN TWD I ENLRBROFEHE & LT,

NEALEDIE

4. #RALDFE

14.1 EFIRFEFOIE
TITRTTAV VAT LAOEHFEEZBEICHSIEET S 2 L, [7.1 2]

14.2 EFIRSEFOIE

AANIFEARNCER 20~25CIZE L T ofEHT 52 &, MHRRZIIANS T L2070 EH 10
~15 ML IR IBEE., WA —TEIBED X 2125 TAFZ TS 5,

(fgt)

141 FI 7R 7 TA P L RAT AT, AAEROXRT T4 FTHY | KANHFFSh DA - L4
PEEF LTI R T TA YRBEENAEH SN LZBERH Y | 2R EHRERIET 2720, REL
7o (V. RRICBET 2HA 4. FIEAOHRICEET S1ER] OHEMR)

142 RANL, VAR Y —28AOBEBER THY . BEFIZEERSIND L )2, EWEENE D
FTIRVIBEADLELRH B,
12. Z0H0FE
(1) BEEERERIZE D CER
BRIE I TV,

(2) JEBGEREAERICED < 1E#R
BRIE STV,
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X. JEFRREAERICEII SR E

1.

EIHHER
(1) EhFEEHAER
VI SEFBCPET2HE | OESM

(2) REMEEEAR
BRNT U 7= 22 VSR PR 13 50 L 220> 5 7273, ALIS O L& R PP R IS RIAE 3 BIZ SV T
A XE N2 1 HRAEERGHERBROF TR L7z & 2 A, &K 3Imgkg/ H#E5- L TH, LA

. LFEKT—% (PR, QRS, QT, QTc), MMk, 1 [RIHAE ) Oy SRS X9 % BT

MO LN oz, B, ALIS MIEH G FHMERBRICB W TRIELA DI EITRT U THEN D
NI oT=Z Lt IR 58 Z AW 23R IR L B 2 | BN MR
HBRITESE LR h o 72,

Z Dt DEFEEHER

Bl RHFEEER

ERMREEREREERY O TILICHT IR —LEEERD

SERPERRMEE R ) OB U708 o 7L~ ALIS FEL Y AR Y — A DEBREIC OV THREFT LT,
FF7o AT 2T L—k (R7H A X 8um) O _EJEICH) Imm [EOWIEKE % 1ERE L, ALIS V7K Y
—2 (9 02pm) & R USREHLE TIEIEFR YA XOFEARRR Y 7R Y — 5 KO 0.2um X Tlum O
WHRY) AF LU =R EG/THBREERM U, 24 B4 %2 _X—FL72%, TEO
iti%MELf%ﬁF%LﬂLt%twi%MELtoit Ao Fa— g T 304

WCERBEZGER L, VR =R —XDRBELZBIE L,

%@F%\%rF%Lﬂbthmt RNy oT=id, 1FEAED YR Y =LK 02um &
—Xu%%E%@@Ltoﬁﬁ 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,

HER

HRERE SRR

ZUERR L,

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

ALIS ODREWAFHERROYEIFRGHOT —%, T7bb, ~ U A%z 3 » ARAFEMER
B 90mg/kg/H, 7 v MMz 3 BRI AEMRER (IMZERER) O 135mg/kg/H . W NTA X
Z N2 3 0 A WA MERER L OV 9 A W AFEMER O 30mg/keg/ H TV T, ALIS O
PEIZRAIFCThd D 2 L AVR S 47 (T ALIS O H[E$ 51 O BEALRR - AIRFAmI L 3206 L 72~ 72)

REHZSSHHAR D
1) 5w FZALW= 30 BREIRASEER

1 BEMEMES 10 PEDZ » b [Sprague Dawley (SD)] 3 BfIZ Aus%Tiﬁvy&Lflaso
KO 100mg/kg/ H O BEEHET 1 H 1 [BlRE 140 4 W@%%% X0 1y AL L, &
SIZHBBEED T v M, 225K, 1.5%NaCl X228V R Y — 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) % @& &ERE & RIERIS 140 oW A G- LT,
Kﬁ%fﬁ WeBRE B 5 BT 5 LB X DN D EFFOEITRD Do T, ifiE
BIZFA BT NICHHELOEARRETHEM LU, 1| » AMoRELRE%, 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~ SHERCTTEE Tho -, ARBRTIE, T XTOALISHETREXY 77
AR DOIERNRBO il (F : ZOFFRIET v M2 AW REKR 2 FROESRBR TIEA LR
RInoTn), BAEEITEMA~T 4R Th 7=, ELC BED T v NI b B8R B 72 BR R PR Va R il
i~ 7y—COEENRD SN, MoOEEREGIL, )/Fw®ﬁﬁﬁﬁk%r?%@
TIE72< . e LATMEEN 2RI 5D Tho7-, FAFEL T RTO ALIS B FRIE ORI
@iE?Vx(%%\%ﬁ&w%%)ﬁﬁb%h\ﬁyk%ﬁwt%%wkﬁ%(%%%g
DOHFIFH) THHND I DL WIERF RN [T EZ K L= b D EE 2 b, #5514
1 # A OEAEIFE 3 COpr RIREE XX EEME R 2 R U 7c, AR o #2354 5 (NOAEL)
1% 100mg/kg/ H &Il & iz,
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2)

3)

Sy hERAW- 6 » ARMRASERER

ALIS % 1 BEMERES- 30 )EDF » b (SD) 3 BRI, 7 I 43 > BEEA & 10, 30 M08 90mg/kg/ H
T1H 1 FESMBEAZI L TRA 240 57, &k 6 » AfkL Lc, Sbiz, ARHEDOT »
NZ 1.5%NaCl % = F S & R, ARG Uiz, SREERE 10 P& P RIRAEREE LT3 »
ARG %O P REHIA & U, MR 5 PS4 12 8 o EIE IR TREOFHMIA & L,
AR TIE, ML T R COABETERMIIMRARG TH o7,

10mg/kg/ H LA EDREIZ I W T EXGEOFIEK, 10mg/kg/ H BL_EORETORIE & OV X3 Mfila_E R
WIERKZ LD o~ 27 07 7 —Y 0%, WIS 90mg/kg/ B & TOBMEIZI T 5 BIEA TR
bz, ERIEOZE{bICRT D NOAEL I 10mg/kg/ H A &l S iz, Mio~za>7 57—
TOERIL ALIS #51x L THEE S D EIGHEZELTH O | BRI & X S e o
Tz LinL, v7 077 —VORMEMS RIEKOEBROZENRBDHINDLZ &b, il
@ NOAEL % 10mg/kg/ H Al & Hillkr S 7z, BIEIC KT %5 NOAEL 1% 30mg/kg/H Th -7,
3 ADEEME%E, X TOZRIXEIE XIZEEMER 2R Lz,

4 X Z#RAL= 30 BREIRASERR

1 BEMERESS 6 DB DRk DA X (B —2)L) 3 RRICK L, DFEHERT = — 7 &2 2555 U7 AR~
A AR AT M LT, ALIS 27 2 h 35, 15 O 50mg/kg/H O BAEAET1 B 1 [\l
£ 6055 1 » AWM AL Lz, SRREED A X 21T, 1.5%NaCl A% X1 ELC % & B &
[, ARG L=, & 512, BIOREE LT, FASOmg/kg/ H % = B RE & [RIRF& S LT,
1 BEYS 72 0 MERER 6 ICD 9 B 2 VL& HBGHIFKET 1 » ARICS HIZFHE L7z,
AR 2B L CREENET I A&, BEAERM (FA XTVALIS 5. 15 &
O 50mg/kg/ HREZNZH T 38, 4. 10 OV 3Img/kg/H) THotz, Lz o TARBROHE
X, EBICRELE-HEEZHWCRE LT,

KRB TIE, 7IWT DT R TOHETEAEMHIIRG Th o7z, ARBRD Day30 (25 H &
BEDA X 1 IERFELE Lz, TH(LE OB FIRHMnIC L v . FERNTEAMH mMERBR TH 5
TEMHBA LTS, TOAXOBNTIE, A NY DY AEED ST AR v = — S B
WCELFELZZ Enn, IBNBEMIEX, 7oA M) U0 AORFNEIC X5 “IR7E
WOTFREMENE 2 bz, Z O8I Day29 (258 L 7= el AErFEmERR (B2 8 ie) £
THEMEFRIIBIE I N o2 ZTORBEOTIH 21 A 1EERE3 » ARXIZ9 » A
R AP G LI=A X 24 PLIZFEIIRAE LR Do T2, EFEFTOFTR & LT, T XRTORETHRE
R OV NI G EHOWIE (7 I UBEOIE D TRERNE ) -72) . FA BEOREK OV H
BREOMEEN T IR T HIiEF NV 7V Y RO, & FA BEROVE &R O
B AMET Y OBSAEENRD N (FE: 2L WTh b A X & Fniz
ALIS O EIFHRBR CIIRB Lo 72720 KRB O 5125 2 B I ARAHTH ),
ALIS HHEK ONEHEFEOMERIIBEEL Y L EE CTh o7, RO A T,
ALIS Z# 5. LizA XDk ORERR~ 7 a7 7 — Y OHEERFREREDRD 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 R O o0 1 A R BRI SV SR B O U SERRERR ORTE TR O ST,
T, BHEREOA X 2 VCICHEERICERE R ONS A0 b=y, mEFIERITAR
B &y X iz,

Beh% 1 o AERGEE., EHPICAONZFTRE O EEOHEMIEE L, ~7 77—
OEFIXBIEM R 27~ L7z, ALIS # T NOAEL I 31mg/kg/ H & Ik &=,
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4)

5)

A4 XEAW:3 » ARRASHEAER

1 BEMERER 6 LB B DA X (B —27 L) 3B L, 7oA A AT S LIZWAIZ LD |
ALIS 27 X5, 10 XU 30mg/kg/ H O HEEM&T 1 H 1 [BlHEK 90 /3. 3 » AM&ES
L7z, RHRED A XTI, 1.5%NaCl % & H &R & FIERORH, WAFG- Lc, £72. 1HY
7o O I 6 Purh 2 PUROME 6 DU 2 PA e 544 T 2 » HZIC S HICFHm L 7=,

AR T ALIS OFT X TOHEBOIENMEIRF TH Y | BHITBE L2 A7 ATHBREEO
WERFTFLIZEERO B e oz, 1 » HREEER & [FERIZ, 3 To ALIS BEChli s ikl ~
a7y —URRD LI, BAEEIL, 5. 10, 30mg/kg/ HBETE NIV~ RE | B~
HE, HECho T, U~ v T 7 — Uk, ESHE I CHIIE C A R & & T e 22 Rl
ZRTHZLEEME Lz, 30mgkg/ ARETIX, ~7 07 7 —YOEHEN, EEOHN S B
WL CWe, Ak~ a7y — 0k, BET_XTOMET, HHE 10mgkey ALLET, fith &
DRERE LY /N EIZ BRSO L, D BYHEROFER Th 5 AR m o T2, S HIT,
30mg/kg/ HEE T, A X 8 TLH 1 JLICMREHDIEE (ALIS OWAD —IRIZELTH 7223, 1F >
AR & AR, RS B 2 B 2 70) K ONITAL R OB~ 18 B D 4 ERER W E D
AP Sz, 2 » AR OREBIRE T%, SHEFICB T, &5 ICEE LMo
TALDIEEITE SR T - 7208, —HTY 238, Bl L OMEEEO 2 iT 5 icmliE L,
iio~2 a7 57— O8EFEIL, ALIS OFGIZHT 2 RIS D HEeERIGEE 2 b, L
oo T, iR OVEAY v oREIZ T 5 Z(IZ%T T 5 NOAEL 1E 30mg/kg/H & fllr X7,
EhEDZAIZ KT 5 NOAEL X, 30mg/kg/ H CLFEEERME OUATEMMBRD HiLZ L1THKED
x| 10mg/kg/H &HIWF S L7z, 2 » A OREIEHIFEE, X TOZEIXEEMESOXEEGE R % 7~
L7,

4 XERAWL=9 n ABRASHRER

1 BEMERES 6 VBB D A X (B —2)V) 3BRCKRI L, ALISZ27 I > LTS5, 10 KO
30mgkg/ HOHIEMET, 724 A A7 ZHWT 1 H 1 [EHEEK 90 47 9 » AHRAREL
7o RERHEED A XUZ1E, 1.5%NaCl XX ELC % = H & &[RRI A G- LTz, 72, 1.5%NaCl
B ELC B M O FHEREDME 6 PUrf 2 PUR O 6 PUrp 2 PUAFe 54T 3 5 AIC S BIZEHIE L 7=,
AR TN L7-HEZ A XZHWZALIS O3 3 AMERBR RS LIZHELRETHY .
BHEMAZIER L CHORABMEIIRBG Th o7z, 4 XEH W2 ALIS O KE #5385k & —
HL T, MO ENGE Tholz, ERTRIT., KM~ 27 7 —COEHELD
RO VTR AE COMEN OB AATEDOEMTH 7=, ~7 v 77— OHEH T, 73
H )V IR Y — BB S O AR T E PR T D T Ofiti OIS L & B 2 v, EE
RIEIE, w7 a7y —UOEEN, MO, R LR A S TE N RS &
o T\ oloZ & Tholo, M RORBHE K ONEIEEIL, 3 » AR OEGHEKT
RER % ThHoTo, LLENDG, ALIS #HHKEHR G L TH, 4 X TO ALIS &5 IR L
T OZEAITZF LA EEIT L2 & B 2 b7z, ARBRIZ BT 5 BTN IR E OFT Rix.
3y AMOREHRGRBRE R DD TH -7 (9 » AMRBRTITMENBAaAaETH- -
2. 3 AR Tl E o) . AR Tl X CToO AR TBIRICAT R0 S5
72, 3 ARBRCRIRAT WA A H 7= DL 30mg/kg/ HRED A TH-7=, LivL, FEEEIT
MARER ClRIER (B ~E) Th v, Mo bR TH - 72, B faR s mofiings
b (RAE, EReZEME/EESE, UTAMIEIESNS:) . UXBE T 2 B AL FRE D/ RT A —F 5H
EDRBENRD N7 s, B OENBTREEIEE L MITTREMITELS . L
oo THEARITFEELL TR &I &7z, ALIS #5-12BEH L TR bz 2 Ofh
DOEAIL, BEI OB R ORE SISO IR CThH - 72, T D& ki, ALIS % 3
B HABIBABL LA X TIEROLNT, BEMERGICL2EEZRL TCOWHAREERH D,

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

SN BAL ORI ERIIAFATH D, ALIS BHA X DO KERS TR Sz R EkIE,
EHERECBTAMOFERBAY R EihO~r a7 7 —VOMINTHD, SikFT AOFRI
FROEEEIL, 9 » HRRBR T 3 » AMRBRICHESTHEM L, [EXOZITZERIC
B L7223, fili, BiOWA Y o XE i S R ORE SIS OB DWW ik, [BIEE A 23
RENTZ, BETRIEACEIE L,

PLb, ilickBiFd~rn 77—V 0EHEIT, ALIS 51261 5 MER G E B bz, L
Telo T, MiLOWAY R EiDZEIZxd 5 NOAEL 1% 30mg/kg/ H & HIF S vz, Bl
BIFDEICxT D NOAEL &, Z b FEdm It oRIE A RETdh - 72728 30mg/kg/ H & 1T
ST,
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(3)

(4)

()

(6)

BinErEaE

FARIFT AW (v 2AF V) REFE TA98, TA100., TA1535 KX TA1537 WONC KIBE (R U
77 7)) BEBREE WP2uvrA & W T IR Ze R AR BB (SO TR ME T/FEIEME) CTERFEM A RS
T w7 R Y oNE LS178Y MAERICRBIT A F I P —ERER (S9 M T/AEEM) Ik W
THERERBRIMEIIKH L TEETH D Z ENRENTZ, BT, Fr A =— A0 AKX —JIELH
Jii % T P2 Y o AR B 5 AR (S9 1R M T /3ETRIE) [C B W\ T S B 2 5 & i = & e o 7,
(in vitro)

77, T v FEAWZ/IMERBRICEB WO T ALIS 13 R B BRIEEZ R IR o7, (invivo)

NARMESRER

Sy b ERW: 2 ERBARESNARMERER S

1 BEMERESR 60 PEDZ » & (SD) I ALIS 7 I > & LTS5, 15 KO 45mg/kg/H O BAEH &
T, &E 170 pEOSHEERIC IV RK 24 5 ARG LT,

ALIS OFHICEERET 5 L& 2 b D BRI, 45mg/kg/ HBEOMICIRE Sz, 2
OEEIIMEEICESEIMIELZSAS. B P THREAFHAHINIHED 6 FE VLD TH -T2, &
FHEREOME 2 VEIZR A ERENR O vz, 2 OFBITHAREFHCAIR THL N TH o7, K
S ERREIZ SD 2T v b TIEHBO TR CTH 0, sBRSEfEX ICI W CTHARBEMREL L LTI
ETICRDO LN TN E0vh, ALIS EOBEMESH D LHErs -, ZhboOESEX, 131F
2ERI O 5% DU ICBIE SN2, ZD20ED T v NOEKTIH o7, EHERED
B 1 PRI ARG HER D B AL, M 2 PED e BRI/ N O R ERALERTED v, &
FHEREORE 1 V8 GAREFCHWIR TH B LOME 1 PEICHRE S/ IEN TR -3, 2
NHIFINANYT 4V Ry s T4 7 A=A (HLS) O REOFBNORIMEE TH D Z L
5. ALIS #%5 & OREME I A &l < iz,

ALIS 5. L7127 v MZHEIT D MOEGMHRZ & LT, Smg/ke/ HBEOMERES 1 VLKL T 45mg/kg/
AREORE 1 VED NFEOR - LR (RERER O F S E CIIMREER F L S Tn05) 2338
OO, TNHDT Y NOREKRTH -T2, T OREREORTBEE I HFEICAE TIER <,
B & 232 BRI o T2, L7223 > T, ALIS & OFEEMEIIARE &l -,
F 7=, 45mg/kg/ B BEDOREZFERN /0 WARRE (S AR A3 A M OV M BRI & I s R 28 A DA
1K) OIEEFEBSERE OBINNRD HVT-, DS OREE OB E 1 IH A2 E 2R N 2 R
&9, HLS tE O FEOFHAN TH -7, LTz -> T, T HDfEEE ALIS & VI A
EHIT ST,

PLb. v FEAWE 2 ERBARERICB VT ALIS OBFMEIIMR BT TH 722, B HER
DR 60 PTH 2 PTIZ, S M A DD D MRS 378 b vz, MOESEMHRAET, il
*p U TR = & 72 W AR (GEFIAEE) ORMIREZEICGERT 22 THY | T -k s
L T o i CHE RER L E2 DD, ALIS ## 5 L7277 v FTROLNZEEOE |k
~OBEEM IR TH D0, Milcxt 3 2 RIS EORI @AMl L0 A X TIEM 0@ 2L 23R
ODHNTW NI &b, 7y MERHZREBILTHD B2 b,

AR 58 A B TR
AR L

R R SER
(X, FEERARRBRICBI A 2. wmERE () KERGRIERER) DESMH,
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(1) Zoho4Fk=
1) fESERER?
14 BEIRERAZEIZLAMMAYI 07 77— OMEEIZET 2RER
FHE12PED T » b (SD) IZ ALIS OFIHIHLA] (19.9mg/mL 7 X # ¥ & 4) , FA (15.6mg/mL) |
0.9%NaCl (T _XTCOFTGREOEEM) UX ELC 2 1 B 11 (4 FE) 14 ABWARE L7285
By ~wra 7y =V OARGEROEO—BLELE KON TNF-a ZEAET HHE70%,. ALIS WA
B I N o T,

3HA U IIRAZRESIZLDMEY IO 77— DHEEICEET 5 6 H AMRER

1 BEMEIES- 6 ICD 6 BED T b (SD) 12 1.5%NaCl GeteRE) %, 1 BFEMES 6 oD 9 BED &
> MZ ALIS (70mg/mL 7 X # ¥ U &H) % 90mgkg/ H OHE TR AES L, 30 HEOES
HIZ 1A 270 LT, 2 X3 A 7T, FRFENDOHFA 7z 30 HEOEIER
M T 72, 4 30 HE ORGSR KO 30 B OEEHRKE TH., FREER O EREE D45
FEMN DMERER 6 DA RHME L7z (BB E 2 %5 L= T v NI 5% 24 BRI K& O 72 BE O X
ORETRHE L 72,

ALIS 1%, 30 H# 5430 HiK#EA 1 A4 71 LT3 A 7 NVEE LSS, M~z oo
7 — Y OIEFRMlagE R EET, B3 hhotz,
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X EEMHBIHICEAT SHEE

1. BRHX5
B TR R RO I L VTS L
BRSy « 7 X BB

2. BHEIM
HENHIM 36 A

3. AERETOITE
TS 2B T, 2~8°C TRAF

4. RV LEDEE

20. BRWLEDEE
WG A RET . BRI ARE (2°C-8C),
TV A AE, K25CORRTRKN 4 BERTFENAIGETH S, —HEETREFEINTZE
G, REHOIEANL 4 B CTHEETLILERD D,

(fgt)
(v, ®ANCEET A 6. WAIDOKHEIE TR D LEM] DESH,

5. BEMITEM
BEMERLTA R HY
T VvolLsh:HY
ZOMOBETEM
T U A ZGERIA R, TITRTTA VP AT LAEGEAE, 7 I T AZB T A R,
FTITMRAGENT 7 A v I HA R TV AALTITWALGRORE~ =27 /b, [0 X THEE !
T I T ABRDOENERA b, Wl - WEOT-OICHEFW L O, RAFINE Y 2 v 27 (7
A AYEM) . AT AHBMAFRFIERZNY — 7, 7 TMEARE R~ v b, A T A —
Tl XA TN =T F—ENEHTA R, TIVrT7HR—F (BEYR—TarTL) O
M. TUVTARILDTHA R
(f A Ay RARIEE 7 U 7 A A jp : https://arikayce.jp Z /&)

6. R—RS - R%hE
[Fl—msy « 7 X 0 RS 100mg/ 5K 200me/ 7R 100mg/ 7344 200mg %5
W #h 3. 77 ) ay RRUAEDE

1. BFREERR
2018 49 H 28 H CkEH)

8. BLERGCAZDEABRUVARES, RMEAENHEFEAR. REMAKBEARAR

ERFEAZREAH B S EMEEIWNEERH ARSERARER B
2021 43 H 23 H 30300AMX00245000 2021 %5 H 19 H 202147 H 19 H

9. MEERFHMREM, AERVAREEENENOEABRUZORNE
LR,

10 BEEH#HERE. BiMEHBRELAREABRUZOARE
AR

1. BEEYM
64 2021 43 H 23 H~202743 A 22 H

12, 1 R HARMBIRICEE I S 1HH
ARANL, T (D203 ERE) BIRICET D HIRITED STy,
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13. 80— F

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

14 R LEDFEE
i A RAN O AL CRAGEENE) O —EBIES IOV T (REF 0518 553 5 345 H 18 H)
3 HEAGHHED —E L E T ) B EHEIZOWT
(7) 7V A AR AN 590mg
AR OBNRE NIRRT BE T A EEICB W, TARFIOM A X, i MAC JEIZxEd 5 Z A6
PRI L ARTERICB W TR A S BEICRET A2 L. & &, BHEROH &ICRE
TAEEICHBWT, [HE5FE% 12 5 A LINICEEEER LS S e W a1, KOk
BRGOVEMEAEEICHET DL L] EENTWDHOT, HHICYZ> I +o-BET D
Nl
PIHEEMOEE FEDO — e L ET 557K (B8 E EADEHEERE 69 5)
BIFRHE—
= Bl 52 o S R
Cl21 {EEPUHA HEW AL TS PR 800 .
E 1 FEEIEERARILEZIT> T D AR OEE DA O EBE T LT, ETH#HIERA
BIEICE T A fREE AT A ICRET 5,
2 HFEEHEEBAFREZ YD TEET 5 EBEITONT, JIROREEZITo285A81T, 4

AR DL Z LT o 7= HIZBR Y | EARIHEAINE & LT, 500 2% A E S 2804 %,
B2k EEREEEEEMEINE

EH|
1 RERE XS 2 ETEEREE M EINEIL., 5 1 RS KO8 2 EEEEREE IR
OWTNDOFTERBERET LA, FICHET LA ERE, 3 AIZ 3 ENZRY HET
%o
Cl75 TEEPHEIENNEEART 74 VI
1 1HB 7,480 5.
2 2 ABLUK 1,800 /5.

I AEEREEIANRIEZIT> T2 AP OBFELSOBEITH LT, BEER 7 74 Y
M L7ZHEIT, B 1ROPTE REUIIAE T 5,
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ARIKAYCE is supplied as a sterile , white, milky, aqueous, liposome suspension for oral
inhalation in a unit-dose glass vial containing amikacin 590 mg/8.4 mL (equivalent to
amikacin sulfate 788 mg/8.4 mL).

LB ESIIES

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.

This indication is approved under accelerated approval based on achieving sputum culture
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.

RERUVRAE

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)].
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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.

R34 ARIKAYCE liposomal 590 mg nebuliser dispersion

Hfs - 1845 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.

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.

ARIKAYCE liposomal should be used in conjunction with other antibacterial agents active
against Mycobacterium avium Complex lung infections.

RERUVAE

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.
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.
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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.

BRM AT SCE R (2026 £ 9 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.
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8.4 Pediatric Use
Safety and effectiveness of ARIKAYCE in pediatric patients below 18 years of age have not been

established.

BRI A SCE R (2026 5 9 AIRTE)
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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