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BRIFERLRE - HBROH
E:3

[ aME]

BHHMZ»»bLT, b—EAEWALIZIZEAF (96.9%
(A 7 T~9) ~98.7% (I A 7 1~3) ) KOV A 7 LORE™
DIZIF 2R (98.1%) THEHFELNRE Sz,

O RBEABENE NP> HEREGIT, Wk [42. 7% (A 7 14~
6) ~48.0% (A Z7/L10~12) . 47.9% (¥4 7 /L0) ]. WEHH
M34.7% (YA 7 n1~3) ~43.3% (FA 7 /110~12) . 39.8%
(A4 7 00) 1, ®IEEL29. 1% (HA 7 110~12) ~35.4% (H
A 7 N1~3) | 39.5% (YA 2710) 1. FE#[26.8% (YA 7110
~12) ~35.4% (%A 7 L1~3) . 44.1% (¥4 7 ,0) ], WHEE
#%026.4% (A 7 1V7~9) ~37.5% (HA 27 /L1~3) . 39.1%
(A 2700) 1, ROWERKFE27.6% (A 27 /110~12) ~
33.6% (FA2711~3) | 38.3% (¥A2710) 1 TH-o7=,
EREIZ, A BEFMICEWEEESOEIET DX
BOlehoto, HEIXLIBITHY . WITHOES L IEERIK & ORdE
PR O R 5Tz,
#PC-TNDS-002/003BR 1T B 7T B RBETHIY A 7 L DF — X

SRR L

AR L

RYEAICEY 2R EEAMERE

D B FENAPERRHERE (1) DRI 1S & D PRI BRI YL E (S 6 LA 23 %
BENTZT R TOBEEXRLE LT, EHERET TORBME R
BT ZEMEROENEZMERT D, £z, /MR EimE, i
PENT, BHEREREE . THREREELZ G T EENMEAENTE
Gy IO ORREREB T HBHFICB T LM - ARtk
SOV THEAERNT 5,

ElESaRe kg 5

FLESROES AHN 2 ] U 7= BB VERRAEE 12 3 1T D AR IEE 1T & 5 W 2 R Yu e
B

S Jii 341 P 2013 (FRk25) 4F1H ~2018 (OFR%30) 49 H

BESEGIE | AR ERE S aSES]

BlEH R WRFEBRAAL 3. AR & TICIE 5-BRAA - 24ERT (963H)
BRFEBRAAE. 3. BAELIRRA. SAE & Tl 5-B44 ¢ 14ERT (481)
IRFEBRAATE 4. 5AELIRESAE £ CIC R GBIAA : 67 A (2438)

FhfEs s | 20fEz%

UNEERE ISR | 2141

TRV | 214

KEGHEBIEL

HNERET | 2141

K GHEBIEL

ik FARBNOIRFEBRAAIT2013 (F25) HE1H9IH TH o7z,
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[RetE]
L EMEMRAT I b 221610 5 b, 6HNC T ORIVER 258D Hhiz, BIVERAREEEIX
28.6% (6/214]) ThHh v, ARBEEE TOWIERRER BT 5 EIERAREEE
46.9% (121/258%1) LV @< 2otz

BEFABEREICES T SEIER

BlEAEDIESE BlE R DFEFERI R IEHIZK
(BREE (%) )
IR 2. MZRR UMitfRiES 4 (19.0)
1% M 2 (9.5)
O BENREE A~ R B 1 (4.8)
O REHEER 1 (4.8)
BIAEE 1 (4.8)
TEE 1 (4.8)
RERVETHEBES 1 (4.8)
B3 1 (4.8)
FRRBRE 1 (4.8)
BN ZEFID )oY I=_4F—+F 1 (4.8)
N

MedDRA/J version 21.0
BIER OFBRERI I, TEERH%24ELIT) | N24E 48T . (48
BT2ELL T . T728 B96HELL T RO 196 ORIEARREIGXETLZEN
19.0% (4/2141) . 6.3% (1/1661) . 0% (0/14%1) . 9.1% (1/1161) }KT0%
(0/8%1) THY ., AFIOEEHF OIER L, BWERARREIG S LR 2@
RO LIRS T,

[(ExhE]
AR OFZEICE T D EMOBEGIHEIL, Bz 2176, TEgh) 2316, HEER
fel 3B THY., [HD LHESNTIEFAMOEISIEZ, 81.0% (17/214]) TH -
77
F 2. BIIERATRIR21610D 5 B, AREIE GBI O 55212072 < L B 1R T
JHERERRAS (%FVCH %FEV, (%) 2N FEhE S =TH OFE R (B 5-BAh B K O A&
EE) IXTFTEROLBY ThoT-,

SEAF 1) 0D Jf B RE A A R

sl £G5B AAR AT E R

%FVC %FEV 1.0 %FVC %FEV1.o
1 93.7 68. 3 89. 6 55. 5
2 81.4 78.3 81.5 73.1
3 56. 4 74.17 75.8 82.1
4 54. 6 25.5 61.7 30.0
5 48.0 28.3 36.2 17. 1
6 87.0 67.0 95.7 79.0
7 54.9 59.6 95.3 91.3

TR E COWSRRRBRIZI T B 7 T B AR SRR OARAIHE 5-FE D %FEV, (DK T
RITZFNZIFEI6. 5%/ FE R V2. 5%/ FETh-o7=2 Linh, RNHAE TiX4. 5%/FELL
WOIR TR Z LWIER %2 THZ)) &AL, WFVCIZOWT b RO FUE T
TE LTz, %FVC, %FEV, & I B3EFENE A 7o JIEFNZTH F5HICTH h . AFNZ X
L —EOFIMEIIMR CTE B2 D, 728, AAIBGBMGR & O 5% O K- #l52
R AR RE MR A NS O LTI B T2 ~4M1 & Do T2 2 L e | ik RE M Al
DEACBEOHER S AR OARIMEZ T2 Z L IZR#EchH -7,

WL TEN LB ERE (FVC) 13 5 FRAIFVCO &H 5y
2 MREIRD &
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(1) 0t

73
1) CEEREERER (PC-TNDS-002345> . PC-TNDS-0037454")
FENR AN GR DI 5 65 LA E OB IAVERMEE B 2 RG0S, R 7 T~ A 3 2-300mgl
H2EME TR A d 5\ T T 52 AR 1 B2lEEE A %28 A ke L. Z01%28 A k4 2
ZEERIVA I NVEL, INE3YA I VE KL, MERERE 1R E (FEV,) . BTG =
(FVO) T M OV B A S R A FRIE L L C N T I~ A v v D7 T v RITHT D8
R & BREE L 7,
77 B AR BB EEGRER O KBRS R EREO MR RE XA B E L.
WEIE FP AR B R s L,

I KA i B N IR v o e 1 25~ D B 28

HERZ, | 1513 F2BETOR—RTA UM LDEILE
. . e b iR AR B 25
E1 2
6FEY, Ve (BRAX#ER

fi. Log,CFU/g)

PC-TNDS-002 | hb—EA | 109 12. 02%34/0 | 8. 72%H4/0 | 0. 87
S D TR | 114 | 0.52%EA | 0.89%E | +0. 30
PC-TNDS-003 | b—E1 | 149 | 8. 70%HhN | 7.07%H4)0 | 0. 62
SR TED 77 R | 148 2. 2% | 1.55%4) | +0.37

VEL R, AR O E D PRI & D FRIFEV, (2% 5 FZHIFEV, O 5 =R (%)

2 MERI R O ED D RIS D TRIFVCICH T2 ZRFVCO H0F (%)

13 1 PC-TNDS-0027&88k & O'PC-TNDS-003:88RIL, [Fl—F %A » OEIIMRGR TH 5,

2) REARSHRER (PC-TNDS-007:XER®)

FEIEE RG89 DI D 65% LA L O FE R ERHE BB CPC-TNDS-002788%% X 1ZPC- TNDS-
0037RBR" K UPC-TNDS-0045888% & #& T L 7= 458 (25841) b4, 28 AMIMEZEM AR S
KOS HREMARRZ 1A 71 & L, 3V A 7 N5 [ 7T v R IREEERH S Ofkst At
A7 (728) XF1234 7 (9618) BeH] L7,
BIBIREIRET NV EZ RO TP, ORFHHEBREZHEE LI 2 A, HEHTZD D%
FEVAR F=RIL, 7T B ARBED-6.52%I2 LT h—bE A FE5TIiE-2.53% & A2
ENTe, %RVCHRERICIE F2Mfl &, b—E A R IPREEE (%FEV, XU %
FVC) DR T 296, ikl L7,

N7 T~ A TR D RRIRE ERR o BERR OMICITZ, b — B B BBIATR . RRIFADIC

FERFTBEMENRH DI, 96 OB . AR EER RO b T T~
MICsoidl w g/mL2> 52 u g/mLIZ B U, MICid8 u g/mLA> 532 n g/mLiZ E&H-L7=,
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VI. EMHEE(ICEAY HEE

VI-1. EEPHICEESHDILED T3 7Y ay FRFUVAEWE
XIFiE &

VI-2. R

(1) YERERLL - VERHERF N7 Z <A 0%, Streptomyces tenebrarius S HNE5T I U ad REH
EWETHD, NTT~vATUE, 30S UARY —AHTa=y RO 508 URY—A
FT =y MBI EESG LY, MEOEAARERET S Z LI X 0 PIEER & 5%
T2, TOERIRENTH L, ZOEMEFICEY, M7 T <A v i3k
(Pseudomonas —aeruginosa. P.aeruginosa) Zaie” T MEMEREITH LHEIEW

in vitro HEIEMEZE =T,

(2) EhFEMITDHEBRAIE 1. In vitrobid A~2r KhL»

N7 T~ A DETEME KT D in vitrobiETEMEIL, MBI OB~ 2R ERERED S
B S VTR A FH O TR IR BRIE AR A BRI & 0 3 L 72,

N7 T~A v F, OGRS T AEEE (S, aureus) 1Zxt L CHUETEM:Z R
T & & biIZ, P aeruginosa & Eter 7 ABEMEIIT L CTIRIAWHIE AT hLER

L7,
B IRy BlE S - KM ISk 32 N T I~ A D in vitrobiEEE
EiE FHMIC 4pg/mLTO | AL D UM
(ug/mL) FEMLER TERRIZXE S BHMIC
(%) (ug/mL)
Pseudomonas aeruginosa 0.6 95 0.5
Other Pseudomonas * 4.0 50 > 10
Escherichia coli 1.2 90 > 10
Klebsiella pneumoniae 0.8 95 > 10
Enterobacter species 0.8 95 > 10
Proteus mirabilis 1.2 85 > 10
Proteus vulgaris 1.2 85 > 10
Proteus morganii 1.2 85 > 10
Proteus rettgerl 2.5 60 > 10
Providencia 5.0 40 > 10
Acinetobacter 0.6 95 1.2
Citrobacter 0.6 95 > 10
Serratia marcescens 2.5 70 > 10
Salmonella 1.2 95 N. A
Shigella 0.6 95 N. A
Alcaligenes 1.2 70 N. A.
Haemophilus 0.5 75 N. A
Neisseria 5.0 40 N. A.
Staphylococcus aureus 0.2 95 N. A
Streptococcus pyogenes 12.5 15 N. A.
Streptococcus pneumoniae 25 5 N. A.
Streptococcus faecalis 25 0 N. A.
Streptococcus viridans 25 0 N. A.

N.A. : Not Available
*BFRIY polymorpha, cepacia, diminuta, pseudomalli, X’ acidovorans
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(3) YERFEIRMFR - Fritrfd

2. P aeruginosa BEIRDBEMRIZXIT B in vitrofnEiEHE

1) ERERDBERRIC T SHEENEY

E N Ok 2 R EEIRRBI N BB S =P, aeruginosa (1068F) 125425 h 7 TI~A1
COHUETEMEZ RN U, AR R, R AR & (CLST) XX A AL
PERVESP S OREHEIRIZUE U 7 IR AR A BREE XU T R A IUEIC L 0T o7,

N7 T~ A 2 OMIC; LOMICool . ZAEHUL 1 g/mLEUM 1 g/mL & FROVPTETE 7R L
7=

2) BHNERESMESRERREL acruginosaBa R BEMKIZ T DIEEML

SN T T ARG PR 5RBR D BB U M SR HESE BB 508 B 03Bl L 7P, aeruginosa (12408F)
WK B NT T~ A v OPEESEEZ TN Lz, WARZMHERBIL, CLSHIIZ# T
PRI A IR ST R R A RIE CTITo 72, ZORER. b T T~ A 2 OMICsld
1ug/mLCThoiz,

3. NAFT 4 DT B ER

1) P. aeruginosafsB/\A & 7 4 L LIZxT B4R

FERMERRHEIE B Bl XGE LR (CFBE) Mila LI P  aeruginosa’>A 47 4 v & TERL
TAMPRIERREZMESI L, N T I~ A DAL F T 4 VMR HEREZBRE LT,
CFBEMEAEtG 8 RIZ N T T~ A 21000 p g/nLE LB T D & NA T T 4V ARHERL
7= EBIZ, T TI~A Tl pg/mLOAVENX, P aeruginosad®CFBEAINRIZ X3 5 T
MEABICERT I8,

4. In vivolnEEMH

1) P. aeruginosa@MRMBEEEILE Y Mt T 2EEEMEY

P aeruginosa (P-4KR) OREXWNEMIZ L 0 AMiELEEE S BT LT Y MC
X% in vivobtBETEYEE . MNAERE, AR, ROVEFERRICE SO TR LT,
P. aeruginosal¥eth, EHIZABREN (0. 6nl/body/H, 1H3E]) | b7 T <A
> (5mg/kg/H. 1H3E) . A=Y (500mg/kg/H., 1HIE) | XiFFrv &=
A4 (5mg/kg/H., 1H3[E]) ZHIMHDVIEPEHICE D BARNES LT,

P-4k 5X 10°CPFU* 2 58 XN S B - A v € v MBI DNAR %
BEE3WRERIZ ICE L 7RG, AR PRk i 58 (n=4) DA BEEA337 X 10°CFU/mLC
bolzDlZkt L, NTT=A o FHEE(n=4) Tl 1 X 10°CFU/mL THh - 7z,

F 7. P-4k [ X 10°CFUZ & INEERE U 7= SR v » M &2V, T2
FCOEBGHEOEFRL OEIE R Ule, SHEOAFRIT, ABAER
0.6mL/body/H. 1H3[E]) #5# (n=13), hTTF~A > HME LR (n=18), hT T
<A VAN R=V Y CHRAERSEE(0=11), ROV H ~ A B 5
(n=18) T, ZNLN0%, 67%. 73%., KU39% Th o7z,

AEAFRER M ICB U Cld, RIS 2. 68 Ch o - DIz L, T T~
A B ERE T TR 2R L, R T~ A 05Tk AT
E vy b OAFRERITIER LTz,

*aw = —JE AL

R A FERE R O B KA & T2RERT & LT,

2) P. aeruginosa@MREEEILE Y FOREMREIIHT DEFERY
ARG LT Yy NMTRT D N7 T <A 2D in vivoflE g % 99 B AR 2 A0 (23R
fliL 7=,

P. aeruginosa (serotype 3) 1X10°CFUZXE XN L7-ELEY NI, N T T~A
R (700w g/body/ H) SUTAEBAIEE (2mL/body/ ) 237 74 F—& W
TIA3ENZA T TLUENZ D X 100 IR G- Lz, sHMEFEIE & LT, Mk OEREICHS
N4> OFT R, (Hif, BMME 5 oM, KIERBROK, RIEOCRE) 227kl
L EOARRHE AR L,

AR ERE (n=5) KON b7 T ~ A ¥ R (n=5) TOIBLT LT Y b DY
ZaTiE, FNENLOKON.A4TH -T2, Fo, REMBREELVEY MBI H4AHER
A% 5 8E (n=5) TIEMi &L OVRE XERALICEE ORIEMREN A DL, £D L & D
PIA I TIE11.4Tho o, BEMBEETLEY NCBITD N T I ~A v o B ERE
(n=8) TOFEHZaTI|I6.6Th . AEF N Th LIV VGG SCERAL D Jp BRALRE
FHREIT, N T T A L OWAREIT L o> TR LT,

Fo=FE e L, 1SR, 2=rpAEE . 3=HE

R/ IME~ R KA 0~12

LR L
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VI-1.

(M

(2)

(3)

=
B
B
en
=

mREDHER - BIEE

AREAMGIPIRE

= I R B R

REABR CHER S iz
B

VI EYMHEICEHY SEHE

MR L

<BE>

W T TR A EAENHI 9 5 720 12id, MICOI0FBOERENLETHY . E-5%
BEEH %15 2 1I2I3MICO 255 DIEENME T ~ 727,
PC-TNDS-002/003/004/0075RERIZ 35T DRFNBE D b7 T < A 2 ATk DMICool T
8ug/mLinbH32ug/mLThotz, ( V-5, (4)2) ZEMRER] OB

[VI-1. (3) ERIREER THERE Shu- P | oES MR

1) HEFERBR[ANEAT— 2 ]2

FENPERRHEIE BB 200012, AAKI300mg % HEIEFZER AL G LIz &, HrbDo T
~ A DRI T, MIET D N7 5~ A 2 3% 5B h 2 1 RS C i i
o Uz, VIR T o 72,

HRIMEFERAB G REOFEMET - 7T~ A o REHER

2

E c

2 15

e

u

A

e

\‘_

IS

™

=L

&

=

€

0 2 4 B B 10 12
B4

CPEMEHE R, n=20)

HEIEZRAF G RO ME R 7 7~ A v AREDOEYENRE T A —H

Coax ( )% g/mL) Thax (hl”) AUCy 14 AUC; ¢ T/ (hl”)
(1 g hr/mL) (1 g hr/mL)
1. 04+0. 58 #1(0.5~2) 4.8%+2.5 5.3*+2.6 3.0%0.8

TEMEHEERZE, n=20 3% @ PRfE (eI MiE ~ B KD

21



<BE R >
WA 53R (SME AT — & 020
BTN FR 2011 . AHI300me & B A B ASE L. LT & X | KO R TS
VA VTR G BIAAT0. SR (R OERIUREAD) CREIBE 2R Lz, IR0
RN L. TR T H o 72,

A B AR 5B O RGN T~ A RS

2000
=
E
s 1500
ay
’\
Q
IIF: 1000
T\
L
iy
B 500
Hp

0 .
0 2 4 6 8 10 12
B fial
CP¥EHEHERZE, n=18~20)
H R TR A SR OWR IR Fh SR BN RE T A — &
Coax (11 8/8) T () AUC, ., AUC;,¢ T,/ (hr)
(nghr/g) (nghr/g

737+1028 0.5%(0.5~2) 974+1143 1302+1127 1. 7+£1.6

PEMEARERZE . n=14~20, % @ PRAE (B IV~ fi K fiE)

2) KEHEESEANT—4]%

FEROVERAERE BB 25k 42 & L 7=PC-TNDS-00238R K (\PC-TDDS-003ZERIZ I\ T, F 7T
~A 2 300mgiAlk A1 B2, 4B RAER AL L Lz BARMKRELZ 1A 71 L, 3
Al 0 IR L7z & & ORI AR 515 1 REHE L O i AN 5% 1R o i R 7 7 <A
VUREIIUTOERBY ThoT,

BB A5 545 1 RER] e O AP 5142 LIRFR O IMIE R 7 T~ A VU REIRZE L
ZN0.95u g/mL[#PH : TR (0.18ng/mL) AR i ~3.62u g/mL] ¥

1.05 u g/mL[#EPH : EE TR (0.18 ug/mL) Riifi~3.41ug/mL] Tho7r, KEHEIZ
X0, MEF T TvA U REIZEREIIA DN 2T,

~ 7T <A 2 300mgliEA L F2IRI BB G LTz & & DA G-l OSRi& e G50
BERIFHOMEN b7 T~ A 2 RE

mED FTS<A L VRE (ug/il)

WE %5 % (E0E) =R % 5% (552058)
B 0.95 1.05
FERE 0. 50 0. 67
th g 0.91 0.94
x/ME~RKIE EE FEXRE~3.62 EETFRRH~3. 41
BRAEERLE-EBEHR 25751 22241

TEE TR : 0,18y g/mL
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<BF . WEIRPRE>

KEEESNEANT —4]%

FENAPERIHERE B3 A5t 52 & L 72PC-TNDS—-0023 52 &% U'PC-TDDS-003RBRICIH VT, F 75
~A 2 300mgiiR A1 A2l 4ABMAER ALY Lo bAERKRIEZ 11 7 v & L, 3
MY L7z & X OPIE 5% R ORI G105 OWEIRFR N 7T~ A BT O
LB ThoT,

WIEIN AP 5141045 K O M AFR 515105 DRI T b 7T <~ A & L BB OSFEYEIL &
VE N 123Tpg/g (HAPH @ 35 ~T414pug/g) K W 1164pug/gl il : © & TR
(20 g/g) HKiii~8085ng/gl TH T, HIEHEK G L ik HREOWRE T N7 T~
A T UPREEIZIH B ONVE VXA DR o T,

7T <A 2 300mgiRiA L R AR ARG L Te & & DRI G-R i O G- 0D
FBERI0 DEIRT 7T~ A ¥ R

BERA N ISIADVEBE(ng/e)

WE%kE% (E 0 #) =% 5% (E 20 &)
FEHE 1237 1154
BERE 1090 1147
hdfE 959 818
=/ME~RKIE 35~7417 EE TREKH~8085
BRAZEEBMLI-EER 240 {1 201 41

ERE TR : 20 g/g

3) R IR DY ENREAER

MR L

<BE>

N7 I~A v BHEEGRIZ, BRI SN N T T~ A v u0d, FISRERETEE
WO REE L LTRPICHEE SN D L OMERDH 5, —RICE A TILEE &
EBITRERNIBRENME T 57200 @ A A & B 5T 5855120, B#ED
REABE LN OEEICEETANERH S,

4) /NI E T D B e R

TN MR HESE SR A 5t 52 & L 72PC-TNDS-002 345k K ('PC-TNDS—-003 35k D 7 — & %
T, BIRLCIMIEF 7T~ A 2 BB RTTHER OB L L Lz, SRBRICHEA
NHNTZ BE OFEENL6~487% T, 6l O/NEIZ 1T D I EVREILFEM L T\ e
WV, AR G105 DOWEET 75~ A 3 VB R O AR 5% 1RO G T 75+
A T ARFEIEIR K DA BRI LR o T,

5) BHRREREE RS o HipEHREF R

MU ER L

<HBE>

N7 T~ A v ORI IR GE T 270, BREERERICNT I~ A v
CEBIRNEBEE LGE, 2V T F=r 7 0T T AR TFIEOIER 7T~ A
BN ER LI EOBENRDH LY, LENR- T, ARIEZRAEE L-BAICLE
FEREREE O B 2 BE T HRERRE N St 5 A TIX, EANCETE W MEF
NTT~A T BRENFHGET DAREENEZZOND -0, MEICESTILERD
5.,

6) HTHEREREE BE O LB EER

LR L

<BE>

7T AV RHEERIC, NI A VIR EZ T T, RICRE RO EF
RAPICHEME S D & OWES DN D 2 Ehb, REIZRALS LzSE, IFHRERE
FHINAFNOEDBRRICH BRI RES RN EZ NS,

7) WERAERE (FEV)) O3EMEIEE~D A

SENIVERRMEIE BB & %15 & L 72PC-TNDS-0027% Bk K& U'PC-TNDS-0037ER D F — & % F
T, MAEGHRL0OWEIRF b7 T~ A 2 PR R O AR 5% I oM+ ~ 77~
AV UPRBEICRIFETFEV, OB 2 G0 L7=, FEV,A350% A & OFEV,2350% LA B2 81
DWER I OMIER R 7T~ A VREICH O MR E A b ho Tz,

23



(4)

(5)

(6)

VI-2.

(M

(2)

Q)

(4)

(5)

(6)

(N

M

(2)

3)

(4)

()

i

BE - ftREOZE

B&EM GREaL— 3
V) ERETICKYEIEAL 1=
EMANBELEER
EYNRERIN/ANS A —42
AVIR— R AV RETIL

IR USSR FE 7E 28

NAFTTRASEY T«

1 5% — b BE Y@ @ 1

1% — Ba #E RS P @B 14

Fit~0BiTH

BERA~DFBATHE

Z Db DB~ DT

BMEERR L

<BE>

N7 T~A v EHRERIC, kellb T T~ A UBEI2 eg/mLLL . BeK i
2 ug/mLLL EOHER 24 0 IR Lnd & | SRR IR E B B OR A D ATRENEAY K
L RDBLEOHREND D, ©

AANTIBIRE L TRABET DA THDH 2 &b, BEOEEBOIMMITIER L TV
f(il/\o
( TVII-7. 8 AAEH ) OHESH)

DR L

AR L
LR L

MBI L

<HE>

AENEWAFRE L2 EDOARALFT AT YT 1%, BENESRYEREMRT L 0 #HEE
L7eBABERED BN F D7 V7 Z v AL BEICHE SN TV B EIRNE SO £
JVT T AEAOCTEB LR, 11 7% e STz,

LR L
LR L
AR L
N7 T~A L, in vitroCIRIMIEER 1T & ARG LN,

SME N ZENAMEARRHERE S E 206 & X5 R 7T < A 2 L 300mg AR & HIEI AHE G- U7 IR,

N7 T =A O D OWIUTHCH T, MIEHF 87T~ A i3 G Bk 1
[ CCo (1.047%0.58 pg/mL) (ZEE L7, (TPI-0013%8&" )

DRI L

YR L

<H¥>

EMZRTIRA v REGE L&, NI IR EET L Z R
WEINTHDS ), LER->T, AREBRAKRELIZHEICL, N7 74~ 0T
e @il 2 WREMR B 2 b D,

MU ER e L

<HE>

ERMZNT T4 80mga MiANER LTz & &, I ~OBITHRRER STV EY,
L7zl o T, REIEWAEG LIZHAEICH, N7 I~ 3l HIcBIiT3 5 g
MnREZ LN,

LR L

DRI L
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VI-5. {ta3t
(1) RHEERAL R VR BEHREE
(2) RBI“BEE5T HESR
(CYP450%) or¥iE

(3) MEEENROAEERY
ZDEE

4) KEHOELEDEERY

5 3
(5) FEHRBYMDRERM
INTGA—4
VI-6. #Eitt

(1) HEMERGL R UHEER

(2) it
(3) HEitthRE

VI-7. BRFIZLDBREER
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IRFe4 TOBI PODHALER-tobramycin capsule

HKEREEA 19974E12 H 22 A

HIA - & & 3 DOSAGE FORMS AND STRENGTHS
Inhalation powder:
28 mg: clear, colorless hypromellose capsule with “MYL TPH”
in blue radial imprint on one part of the capsule and the
Mylan logo in blue radial imprint on the other part of the
capsule.

ZHREX 135N |1 INDICATIONS AND USAGE
TOBI Podhaler is indicated for the management of cystic
fibrosis patients with Pseudomonas aeruginosa.
Safety and efficacy have not been demonstrated in patients
under the age of 6 years, patients with forced expiratory
volume in 1 second (FEVy) <25% or »80% predicted, or patients
colonized with Burkholderia cepacia

FHiE K OV = |2 DOSAGE AND ADMINISTRATION

DO NOT SWALLOW TOBI PODHALER CAPSULES

FOR USE WITH THE PODHALER DEVICE ONLY

FOR ORAL INHALATION ONLY

TOBI Podhaler capsules must not be swallowed as the intended
effects in the lungs will not be obtained. The contents of
TOBI Podhaler capsules are only for oral inhalation and
should only be used with the Podhaler device

The recommended dosage of TOBI Podhaler for both adults and
pediatric patients 6 years of age and older is the inhalation
of the contents of four 28 mg TOBI Podhaler capsules twice—
daily for 28 days using the Podhaler device.

Refer to the Instructions For Use (IFU) for full
administration information.

Dosage is not adjusted by weight. Each dose of four capsules
should be taken as close to 12 hours apart as possible; each
dose should not be taken less than 6 hours apart

TOBI Podhaler is administered twice—daily in alternating
periods of 28 days. After 28 days of therapy, patients should
stop TOBI Podhaler therapy for the next 28 days, and then
resume therapy for the next 28-day on and 28-day off cycle.
TOBI Podhaler capsules should always be stored in the blister
and each capsule should only be removed IMMEDIATELY BEFORE
USE.

For patients taking several different inhaled medications
and/or performing chest physiotherapy, the order of therapies
should follow the physician’ s recommendation. It is
recommended that TOBI Podhaler is taken last
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CREORM CEOTH] (202352 A KET)
8.1 Pregnancy
Risk Summary
Aminoglycosides can cause fetal harm. Published literature reports that use
of streptomycin, an aminoglycoside, can cause total, irreversible, bilateral
congenital deafness when administered to a pregnant woman. Although there are
no available data on TOBI Podhaler use in pregnant women to inform a drug—
associated risk of major birth defects, miscarriage or adverse maternal or
fetal outcomes, systemic absorption of tobramycin following inhaled
administration is expected to be minima. There are risks to the mother
associated with cystic fibrosis in pregnancy. In animal reproduction studies
with subcutaneous administration of tobramycin in pregnant rats and rabbits
during organogenesis there were no adverse developmental outcomes; however
ototoxicity was not evaluated in the offspring from these studies (see Data)
Advise pregnant women of the potential risk to a fetus
The estimated background risk of major birth defects and miscarriage for the
indicated populations are 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 to 4% and 15 to 20%,
respectively

Clinical Considerations
Disease—Associated Maternal and/or Embryo/Fetal Risk
Cystic fibrosis may increase the risk for preterm delivery.

8.2 Lactation

Risk Summary

There are no data on the presence of tobramycin following administration of
TOBI Podhaler in either human or animal milk, the effects on the breastfed
infant, or the effects on milk production. Limited published data on other
formulations of tobramycin in lactating women indicate that tobramycin is
present in human milk. However, systemic absorption of tobramycin following
inhaled administration is expected to be minimal. Tobramycin may cause
alteration in the intestinal flora of the breastfeeding infant (see Clinical
Considerations). The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for TOBI Podhaler
and any potential adverse effects on the breastfed infant from TOBI Podhaler
or from the underlying maternal condition.

Clinical Considerations

Tobramycin may cause intestinal flora alteration. Advise a woman to monitor
the breastfed infant for loose or bloody
stools and candidiasis (thrush, diaper rash).
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