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ARDS VI 55 28 JiE i #E (acute respiratory distress syndrome)
AST T AT X UERT I/ VT A7 T —+¥ (aspartate aminotransferase)
BUN A R 3% 2% (blood urea nitrogen)
COPD 18k B 22 i 2 2 (Chronic Obstructive Pulmonary Disease)
CRP CIS M EE (C-reactive protein)
DBP PR A 1M+
ECOG K E R G IL R 2E 7V —7 (Eastern Cooperative Oncology Group)
EWS LB ZFIEMEWS (Endobronchial Watanabe Spigot)
FAS 5 R OFENT T S 4] (full analysis set)
FDA K E & EHE N (food and drug administration)
Hb ANEZBY Y (hemoglobin)
HR ARE{EF 4
Ht A~ b71)vh (hematocrit)
IL-1 4% —u4%-1(interleukin-1)
1L-8 A% —u4¥* -8 (interleukin-8)
LDH FLEE K =8 3% (lactate dehydrogenase)
LT KK SV
MBP ¥ I
mMRC modified British Medical Research Council
MT RAERF ATV
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PS INT =< A AT —F A (Performance Status)
PT MedDRA (ICHE BRI 754 ) 12 51) 5 245 (preferred terms)
SBP S 46 200 1L =
SOC #= B B K4 #H (system organ class)
SP R R 5 42 [ (safety population)
ST INBLF RS IV
TGF-p NF U AT H =3I 7 BN N T- X —% (transforming growth factor-4)
TK MR IAXRTATA
TNF-a JE 55 3858 [ °7- 7 )L 7 7 (tumor necrosis factor-a)
VAS RN 717 R (visual analogue scale)
VEGF 1L A R A A B4 5 [N T~ (vascular endothelial growth factor)
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(V.4 HEROCHEICHEES2EE |22

ERLGERNEREEDIEH

8. EELEXKER
Ji i A A &[] g DR T P A A 2 B T L YA 3 B S 83t T B 2 & PN 458 A3 5 BT 2 BE N H o [1.4
9.1.1.11.1.1 ]

()

5 VN2 £ PERIR B0 A BB (ARDS) 5 BURFE L C MR B4 V7 O & B~ ORI I T D% 2

f‘ofrlfiobf’ﬁo i B A A & [ By X TE AN V7 DRIRR NI G2 ATHE SNV D &G ~OBITHHINT 2 BENHH 5
DML,

36




6. HENEREZEITHREICRTHIR
(1) EHE-BMEEFOHZHEHE

O RENERERAIHBEICHT IR

9.1 EHE BREEFOHHBE

9.1.1 REREDHZBEXIIOHEREDHDEE

MRS REB S 252N 95, [1..8..11.1.1 ZH]

9.1.2 HEXMERDHZEE

B PGB BT 2B 2NN D Do T/ e SE MR AP AU B8 TSR IR 85 B E e i 2 S8 BL3 2 7T g
WAL BEND D5 [1..11.1.1,11.1.2 ZH]

(fR&t)

9.1.1 VI TIEEE L EE M EL TR HIE B (ARDS) OFEBIA SN T D 2 D720, CHOEIE % T 6.
BEIRT 7O DR B B % A ZEIITZTHY  FAEM E CE WA HERE S Ol U 55) O 83 DA B2 & L
UETLTOWBEEIN L TARA IG5 HEMFIREEDEAL S 2 BEND D L7208 (KGR D NFT 4 M3 A
7% L BEH W SN DG A IO ARG 55 YR FIANO @IS IIEEI R BT§ NS Th b,

9.1.2 EINELIE B TE el [ I Bkl g€ (R Ik M 280 361 TRl B A i o 8 PR30 )\ TR € 131 | A SR AR L 727200

[ERZEE A ST B e 8 2B 9 ARt #a s8Rt L 720 SIS [T B 14 il o B PR 380 134 O e 12 ) 1
i %9 58E T ARHKGRIEEPROONTO [ FEOE ReA$TAEE M T8 NS HE M
iR EDHHEE | ZBFLL JEBMREZITIZ L LR o7,

T7z WA VAR 2 AR B T A A D BB W TARH G- RO ARDSDFIEV AT TN E
DIRIREI TR ZED 5 | e Je PR G ML U TOARA I G- R OIE B ZIT) 2 Loz,

(2) BikeERERE
[ R 3 i O A U S ORLRE I 2 HBEIS A 4 (Q&A) 12OV CREBIELHLITAMN IR A 97 @ A
5 - PR T 1l 2 R R B A SRR M) No. B4 S X R TR EL T e

(3) FrikeERERE
[ FE R FE b OB LS ORLIRE I T A EBISE 4 (Q&A) IZ2WT CRISIELHITHMN I E A5 @4

B 38 A 0 i 2 JR) PR SR 22 2 SRR 5 A ) No 34 B E R TLREL T e\

(4)ETERe=H I &
MEIN TRV

(5) 4xhw

9.5 %
TS SUIIEARL COB T BETED H LTI (G LOF ARt LI AL HIW SN 25 812 OAE T § 5L,

(A 55E)

TROBEHDSEE O G T 2 EFHE LKL 72,

OFvrOIFIR6HIZNPC-05(200.800mg/kg) % M B JE I B R4 G- L 72 1S BEBY W L IR T OV JBIC % 1R
NI Ip 07282 08 IR 20§ B AR F D& A PEIERE AL L T v,

@AKI LU IE % Hv7zSteritalc® O AF SCES (GEISAE: [ MM 28 FIEME | R OTHARS 1 Z28) 1I28nwT
ISR L TR E o TV A,
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OWH MBS V7 ThAHAKEBryanth {17 BFNEK [E 5 18 fe B B2 73 7 3 —BIZ S TBY) . L DR
F(20124E 10 )60 GE G JETE 1 Mo 7k D #5300 TIEL T ¥ FICe M= (1mg/m?) D565 O &= T$H5900mg/
kgD NI & fE G- L7 AR TIE IV ISR IR § B 2 IAEH OFERUIAS SN e hr o7z L L Il
(2B 2 8] 7 oS BB AT Db TO Vo Bl 2 W72 A JEBR TIZ L LA MI BT 2 S0 Fill &
O TR LD S A A E R ERSZWIRD AR OIEIG ~ O3 G131 Thben 2l JERRBIN T A,

(6) &A%

9.6 &I
FZILL W EDPEEL WV LM TOFITHIANDBITIIAP TH S,

(fiF &)

TRLOBEHASIZILE DI GIZ B AIEEHHEE LR 2.

OZvbO#HAR6HIZNPC-05 (200, 800mg/kg) & g B 1 P12 B [al ¥ G- L 7 B2 BB L IR K OV iR IR R 3 RR0 5
NI Ip o722 73 32 U0 B ARF D% A PEIIFESLL TW iy,

@AFEF U EFZ W 7zSterital c® O A SCHESD GEIGHE: [ 12 MERIE 7€ FAEME ] ROTERKIN ] 22)1280»T
VRIS L TR LR TV A,

(M) NRF

9.7 NRFE
INBEER I G EL AR R OV MR IR L B R SR BRIT FEHEL T,

(358
ARFNZAN IS § B AE R BRA % A R ME K OV e I3 L TB 5§ 72K EBryantt #5707 85 0 3 A3 3C
FOLEEZITRML 720

(8) =tind
HEINTHRW

. HE%R
(1) HEZREZFDIER
REINTWRW

(2) AR LT DIER
WESN TV
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8. BIfER

11. BIfER
ROBWERDHEDNALZEN BHEHD T BEE T 5IATV REFROON A3 52k 5% @Y%
WEEFTHICES

(1) EXLEIER EAHAER

11.1 EX%EIEA

11.1.1 2EMFREBAEREE HULAN)
SN ZAEAT 9 D U R B | AR R T B PR O AV R 5 55 D M F X B S SRR ST
LB 2L EZITITE[1..8..9.1.1.9.1.2 ]

11.1.2 BE MR GHZAD)
W2k IR0 PR 8 | € B0 S5 D i R E IR 2+ 0 | 2B R L L SR SRR O 75 B 1 IR X i R C T 4
DA FERS 5 & B E TR B AFE DN 72855 51213, B B H AV E L H OF 550w Y) 2L
EE1TH2E.[9.1.2 ]

11.1.3 2av s . 7F745F>— HEARY)

(f#55)

11.1.1 KREBryantlh#o Vs #BHORMA LEFELD 2B EIIL TR MHEFEERRERBOETO/BELHEZ TR
2 I 5 50 S A B & R L 726

11.1.2 [ PN 8 56 W 58 B2\ S F B8 7 [ THT 012 il % T 02k i ) 360 ) L [ ) B 1A Ml € o 3460 L T it ik € 14610 | s 4R ok
|BYAYAL T By

11.1.3 TlAICBN T ARREDRRBRE E TERN [ 2 av s T 717F o — |OFEPEF SN 72050 8L 72,

(2) 7DD EI1EFA
11.2 OO EIEH
10% 2Lk 1~109% A i SR FEAN B
RERE Jili 9%« K2 1 I g | Jk e Bl B M I A
HED SV
R#-RE AR ST VT IV L E
FE 1t AR g1 FEELIRTE
D-MmE AEG I 39 AT I MDA 4 IR PEAS B IR
0% 2% T R S8 o 0K T 2 1 e MERL | I S 4 I O 0 ) i 7 e kg
Ui Fiti #E A4 L &I
H1bas FE AL T 9 L O IR
FF-BRER JFrkRE S w
RE- B THE% FHFESE T AUE
e B A AT
25 -%ERBA | (37.9%) K m 8 2 L I AN LR e L B T | B AR
Lo B 9
BRERIRE CRPHEN(46.6%) ALTH N, ASTH N, LDHH i
ALPEAIN, TV T I A1) 7 28
01 1PN 1 I ) R AV - A I
BUNH I A=) oM A NES
T AR E A I BRI
ZDfth RL— 88 B AL A i
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SEIFRARBEAE—BR

AN AV 3 [l PSS TOR SR (I P2 350 2 [ il 1238005 )

Xt S5 301
PO 3 el Grade 30\ E#®
M FE B % (R 28 BLBI B/ R R B %% 27 90.0 3 10.0
#E ¥ (SOC) * EITEH % (PT)* R % Bl%k %
M e 6 20.0 0 0
i B 4 13.3 0 0
T 1 3.3 0 0
FF % 1 3.3 0 0
B 1 3.3 0 0
M 1 1 3.3 0 0
G B REE B XU 5 R TR RE 21 70.0 0 0
o EBA e 2 6.7 0 0
iokre 2 6.7 0 0
Bk 1 3.3 0 0
Bk 4 13.3 0 0
PTG 1 3.3 0 0
FE B 16 53.3 0 0
&G B EOVE A U 3 10.0 0 0
i 9% 1 3.3 0 0
FZ i Ik g 2 6.7 0 0
e haE B LOILE 4 BEE 1 3.3 0 0
155 1 3.3 0 0
B R A A 24 80.0 2 6.7
ALTHhn 5 16.7 1 3.3
ASTHEN 4 13.3 0 0
M7 VT IV A 3 10.0 0 0
I P LDHHE N 4 13.3 0 0
I Hr ) vy 22 A 1 3.3 0 0
ifHr )y 2 3 10.0 1 3.3
BUNH N 1 3.3 0 0
CRPHEN 24 80.0 0 0
Ht#E L 1 3.3 0 0
Hbig A 1 3.3 0 0
R 1 3.3 0 0
P 1 Bk A 1 3.3 0 0
I MR EL IS 2 6.7 0 0
i ALPHE B 4 13.3 0 0
R#BLOH R EE 2 6.7 0 0
FRkGE 2 6.7 0 0
5515 5 T B KON A Lk P 2 2 6.7 0 0
59w 1 3.3 0 0
iy S T 1 3.3 0 0
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% B 0 (SOC) * RER A (PT)* 1% % 1% %

E‘li\%‘lﬁi?‘ilﬁé%’?ﬁfﬂiK%@%ﬁé% 9 6.7 1 33
(ERBLIOR) -T2 ED)

I 2 6.7 1 33

R 3 10.0 0 0

G 3 10.0 0 0

25 0 5 L U W i 3 100 1 33

I L 2 6.7 1 33

IR S5 1 33 0 0

I i 2 6.7 0 0

AL 1 33 0 0

B 1 33 0 0

*:MedDRA/J 13.0
) NCI-CTCAE (f &3 G 3kl FHsEHL 88 ) v3.0% V72,
Grade 1:¥%% Grade 2: &% Grade 3: &% Grade 4 A@EEH» T EE  Grade 5: 58T
(K FRHIRG IR

e 6 1R 0 12k S L o3 B 1 AT S T B (T J50F B IR il T8 R BR)

x5 % 281
PO 43 Grade 3L E®
M EEBLBIH/ % (R FE B 55/ 0t S 61 8%) 17 60.7 8 28.6
7B (SOC) * EIfER 4 (PT)* %% % % %
— - A g B EB LU G AL O KR 12 42.9 2 71
PEI 6 21.4 2 7.1
5t Bk 6 21.4 0 0
e Lo 14 1 e 1 3.6 0 0
T 5 i 1 36 0 0
JiT- 4% BB SR 1 3.6 0 0
e B L OV 2 U 2 7.1 2 7.1
e 1 3.6 1 36
fi %% 1 3.6 1 36
155 BB LU & HE 3 10.7 0 0
| FL— R A b 3 107 0 0
I PR A A 3 10.7 0 0
| C-Rus gL 3 10.7 0 0
R#BILOGERE 1 3.6 0 0
[ w773 i 1 36 0 0
155 1 R B KON B LA R 5 1 3.6 0 0
| 15w 1 36 0 0
I 25 1) 20 3 KON e P ok 7 25.0 5 17.9
NP5 R e 2 7.1 1 36
(N ES T 2 7.1 2 7.1
g T 3 10.7 2 7.1
1 5 s 1 3.6 1 36
511 FE 1 36 1 36
% MedDRA/J 23.0
1) NCI-CTCAE (fi E4i G bl HREHL %) v4.03% Flv 7z,
Gradel : ¥ Grade 2: W& %  Grade 3: &%  Grade 4: @9 5E  Grade 5138
(KR 1)
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9. FRRMRERRICRIFIHE
HEIN TV
10. BE#%E

13. BERSE
13.1 ERK

13.2 L&

10g%BR 55 V7 %235 L7235 602 SRS 4 (2RI 55 08 05 iS5 ) O S8 B AT b 2L °
WESINTDD,

ARFNIH R AR IR LR EIC Lo T ISR LT 528D i Th b,

<z%>
NF S0 L 0K E Bryantt 82OV 7 BA O RS SCED 2 S E IR L 72,

13.1

13.2

HiE TR

&)V 2 W R 25 A5 TSI 3 A S I 55 B E R B (ARDS) (& 7V 7 28l L WM I oo I B R L2 iz 2o

R CRAT HEEVDH B TH (158 & B\ 28 HR o i B K Ol o0 A= 462) 0> 5 it T 481 s i) e o

WO REAT . B V7 (10~14g) O UL EE 0O 2B A RE AR T (D T H B 012 4 P 28 14 fili

B BROUIHERR DL AT~ OFHARIE B Z ) OV THRBT5EL . S M- 55 8 5E f# # (ARDS) O R

HO12EL THNT O a5 (10g% 8 2 50 AL R FEREAT) 2 2817 T 52,

FERRIR S BRIZ BV TH 7 FI2BWVT.50mg/kg X U200mg/kgk V20D H & TY VI AT — 2L A

J A 2 Al % SE R L 72 B 0 L I AL 87 )V 7 MERE I OS2 S B AR S B 8 OIS & 1 70260 5 72 D | AR 26 A1 LR

BRASFE i S ATz 0 2 D AL 8 = 58 T O AR M Ml i T D8IV 7 HERR ASFR O B E72 S e TS

bEH R G THRCALN TN,

X MK ERIERL > =2 F 2 =TI TR BRI YV o & R B AR TR LTI AT 50
FoLZHNI DR BE A,

L&

KEBryantt BV 7 EH O RAF SCHF O BRI G- SN/ V7T EBRAIEKIZL L EIZ Lo TE

NIRRT HIED TR TH L0 I b5 I HL 720
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1. BRALDERE

14. BREDEE

141 EFRARBFOIE

REOE N Bz TUE TR 2B Gi T 528,

14.2 ERIREBOEE

14.2.1 EARH

<zhEEFE>

(1) ASHZ g 2 JE P 3 A D AL D27 575 5 s (BRI L A5 AP B2 F L B I 58) 12 3% 5- L7
TE F ARHE BB EL W CHE BN EENICEE 55 I VB AL WIS,

(2) W OWLT | T OE AN BT OB S RO VR WL E,

(3) T4 2 MK M ERE I D 22 R DR L F— D% AT\ 55 % fili O T I 3R % FR6O 72 B2l AR H % Jig [ e A 13
ATAHZE,

<EHRKOBETBME>

(4) MK ORLF =120 3 E A oM E & SEEE A 7 — T Ve b2,

<HBFMICLZAESPRAHELHEREHAET>

B)HER D72 DRLF— V121 i E A OB E N EWEEER A T — T VR WAL,

14.2.2 E AR

(1) RHN O BB WL IEAE AN LIREI L AF DR T 55 ST 528,

(2) BB & M e PSR IR ICIE A $ A28,

14.2.3 ;FA#%

<EHRKOBETBME>

(D)7 =7 VO3 E AR OB L) IR E 0 AL R UEAEE R EBRAER0mLEHWT 79y
DAl BT —TNEITITTHIE,

(2) 7571 B E I E M ERE AT EIESR BIIC T RARR B O#MP IS 77 TN T ETERE
DR BB HIEDNLEEL

(3)1E A2BE M 12122 T > TR BT R #5852 W CREFE (H%  —10cmH:20) TR ZF it s 1L, 1
HOHE &2 150mL LT (H%) 12720k 528,

<HBFEMICLZBEIPRHELFERESAETI>

) AT =T IVOIE A OME L) EEPE AR UEAEE C HRARE AR HESOmLE T 7Ty
2 Y B o E RS [ 2RI LD BB AR SN WA FEIC IR E A AT 5o

(5) S WA M e NICATSTE SR DI W BE e BB O Fi P T30 IR M 2 BT 5L EEL W,

(6) 13 A28 I B2 I B A5 B T L B (H% © —20emH:20) THER D720 FEf T L . FL— 2 55
ROMEDRHRLNTSHET Ho

<zheetiE@>

()34 7 MXLEIBRY Ol &L fli B2 ISR 528,

(fEE)

ARH) O B FEEF S IEHOE OIS Steritale ™ J 0K E Bryanfh #.4)L 7 860 O iR A SCE SRR L 720

14.1 MR IE P LI~ DBEFE 5% B 13 572012 ARFNZE BB G | K O A O 7260125 O FR I S T OF i i
JPE IR A (o3 5- 1525 11) 0 Rk 23H531) 0P (50mL. HF O T) AL TBY TSR HHT 5
CLIZDOWTCRIEL 720 [ RFN DR F 5 (1313441 —2) |2 BT 52 L,

14.2 BE L O AHT B OVE A A O FMEILEE N K & e 5 M G AT — 8 25720 X BIL CRi#iL 720

14.2.1 OARFNI N P75 5] TH D720 G IEIENIZO AER L ALV 20272 3 SR 123 P G- L R VW X1 B

R B72OIFEIRL 720 e B ARA O GHEIIAT) — DR TH 5,

@ W 555 2 5 DRI E MK DS 5E 4 ICHEH SN TV AR Z 2S5 IR EN TV AT LIZBE#EL T
BY.ZOM 5 IZE-> TR O A DR ESINDLEZ ZONLZEDPORETL 72 W E R 77— T
DIWAEANHOMEDPORFNZFEAT SO EL 72,

14.2.2 B&EEOEAEIZOWTR L 72,
14.2.3 BB OEABOWEIZOWTIHEL 72,0
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[EX#&

WAHE]

(BR) AANIEEEBOWS | e OTEA D70\ B O RS B O BB IE A iE A B (o4 5- L2 1L DR 0D
%32 (50mL, F B O F) ZHEAFL T,
(AF1] [#Rist] (V2]
BT =8V i R RE R LGP RS
A A4 ] ] I n e
AT VFEI /‘5
pmw’\' it !fﬂ\ mimuﬁimmuu —

I

T
INA T IVEESRARSY

TETRRET S,
PRI AT E,

(RIS 8112

RS A DEDSTO T RO ZO 5
i OV 5T 5 5 L1 0NN A 7 LB 4
il 72 EHI

(725 -]
BEDRIGRLTOBHAR, )

FoAr—mEAy] RS O R ARSI L
N —— . LHL&\AQ&

: R Ry e e e " s
IAHL AL COBIE 0 IR T gl L B B %

fEORF RO L, | T S

B ICICHEHL EHZIIELICE 2% ~o T

: ﬁ’fﬁ}zﬁc;}'t&\/‘:to

D)V OEFEIIFRSINT WL
B EE EN AN i (I Ol R SN -/
LI H$ 2L,

j—é:&o

(BABROARDSFEAET)

OAFNHE AR AR HE0mLzE AL THSLIZ
TS b,

RESL T

AR

DRo#E(TOIRTT® )12
WwZe,

BB RITEBIC

FESEEERLE
R 52,

@O % KRB D IBB LD A T2 T IO T L D2
LB FEoFCITHIL AR E T S

AE:
RS O 1 G 1 ?Zf%%ilj )
UNA TV EE e B 55 (R LS
) ICmhi L\J:5 (i)
Pz &,

sl
5]

=

@RI Y (50mL, oI T) 2% (ay 7 HEH)
I 5,

AR

NV ORFEFIVK
BC RISy AT D
NP

CHY 7B RISHEADRNC
LRMRBL TrHROEEE
(i

ONAT NV XHREIL TOAF OR T2 73 S E 5,

GONNATNVEETHICLTIRE)SE RVEV T Lah S BB
I VIIWF]T A

©) VRS P LI FHERE A OBV S ER PR A
CUIHER ) A7 =T Vo WA 285G (T 7548 2 IR0
Tx N BEE NSRRI ITIE A T 5,

AE:
l RHOBF AL T

‘ Wa. )y IREDLT
B2 SR 5E A

THIE,
“"'”%Ht IV ERFRL ST
[ RAEARAE CYORMFETICHT L
. V2 A H 0 R % R RS

BRI HEATAHIE,

O(EHRKOBETZME)

ZFOHERICANE I BB RE AL RICE A EE C R4 A
E50mLE T 799 al I TF—TF Va5 75,
(NBFEMICKSBERIPEHLCFEREHEAET)

ZOH FEUAE LY R E R AER UTE A EE T 0B R
B HS0MLE VT T I9y 295 AR H i K5 | 2512 L0 G
EP PR SN VR E I EZ 2T 5o
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12. Z0MmOER
(1) ERRERICEDER

15. ZOfDER
15.1 BRIKERICEDER
DVFARTUARZ LG EG-EN T2 EBE TR DRI D ZEAHE S THDY,

()

TNV LD N AT A E 8V 2 8 502 2% B A g i & Ji 0 6 i oD 95 | 25 | S A & e C A1 @ AR T L B72 AT 1
ANZIZL DL T DH0RIE R O GF H CTHEE R R 2SI EG T 5] ek D 550 B iR Cld. 2V F I AT u/ RO
FC i 3 26 A DA BN E DM T 3 245 RSN TBY 73 F & FH 7B Cld &V 7 i i 2% T IR o )L F- 3
AT OA R G- TR D 5 9E OB AME T L A1 Eo T M i 2 AT PHIE SN A ZE AR EN TV 55, R s ©
b7 7 MM DRV F I AT O NEHOFAE T RO T TR AR O IEE L7277
=TG5 THENECK T LIV F IATUARDOELBEEDIRIBENIZO Ll EOZE oL #iL 7z F7- 8% H
W72IF R CLE NS ATID O H C i I 4 75 # O V8 F 2838 720 b LA 1] BEME AS/RIB ST 255, R IRIF 78 70 & O B FiE
IZFREHI TR N

(2) EEERARICE DB
BRIESN TR
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X. JEERPREBRICEI T HIRHE

1. FIBEHER
(1) R EIEHER
[VI FER BB T HHE | S

(2) R M EIBHBR

1) BRE|EJ K OCFRERICHT HER®
ME-CEMAERGEREEELZIEF4ACOE — 7))V K (AT 9y Ao - 9.34~10.52kg) # IV "C.NPC-
05 800mg/ kg e N F G- L« o ML R CUE LR OO L BRI S 1) L OO VLB (PQIH
b, QRSEEFFBEEE M QTR BB M OQTe) WM T Tl I 25, 1 A1 46 43 5 % O 93 B 4 & i L2 o 9" ANPC-05
DRBERET L7,

O BRI T 1
NPC-05 800mg/kgf5-# Tld.SBP (I # ME ) . MBP (CF#1fLE ) (ZControl#IZ L L T IFFEOLN
72705720 DBP (JLERMIIMLIE ) (12K L TIENPC-054% 5- % 12K f 12 B\ T D A Control BEIZ B L TH &4 1
ANROLNT2HR (LI 1K L TEINPC-05#% 524, 12 L U245 12 BV TControl B R TH B4
BimAioshsz,
BN 3 21E FIE NPC-054% 5- 1 CTldfk G- % 2K M O PQEI B IE & # 5- % 1. 2. 4.6 L U 24 ] O QRS
FRGEEE R O HAE AT AR ON T AY, SO DO ZALIZE B AW ZE BN OME THY  NPC-058% 5-Ri fE 25D ZE 8 2
DENTE o722 HRFE REILEE 25N 5. F72 NPC-058% 5- 24, 12 [ UN24 15 [ 0 QT 1 o> 45 A 78
BOLN2D QT el LTI G- B 42 BB NI B W TOERIZ RO SN 72 26, QT 1 Fa 0 4 A
(EHROBEIMZ AL B L E 25N 5,

QLR AN o ¥ (¢!
IR RT L NPC-053% 5-#E TP B o 38 & 1 AR A E O A 2SRRIz LA LR D35 7 iR A &
I BE G 2 o7z (FRIX-1) o

RK-1 ERE-BWRAXOFERERICT DNPC-050EHA

5 1h O ()

<o ~F
Al A $r 51 1 2 4 6 12 24
I 5% Control | 21=2 31=29 21=10 21=8 21=3 25=9 24=10
(H%/min) |NPC-05 | 19+4 67+24* | 68+25% | 70+20* | 79+21** | 73x14** | 77+12%*
1f#45 | Control | 96+12 | 110%25 84+16 79+37 94+27 92+19 97+27
(mL/stroke) | NPC-05 | 10317 29+13* | 30+13* | 27+9* 24+9* | 27x5% | 27+8*
S | Control |1938=91 | 3069+2563 | 1622370 |1458+438 |1886=386 |1935+253 |1985+328
(mL/min)  |NPC-05 |1926+118 |1602%253 |1648+59 |1714=57 |[1716+159 |1841=157 |1926+313

ControllZi3 A4 B & 1R i #% 5 . NPC-0513800mg/ kg% 5
SEI AR 2 &8 - n=4.*P<0.05.**P<0.01 vs Control (It D& 5t E)

(3) £ Db DFEIPFHER
FAERRL
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2. BB
(1) BERSEEHER

1) 7y hNEEEREAR S SRS

HET oM UM NVE S — VT TNPC-05 (0. 400mg/ kg) % [ bR 38 F 5 1% T db 5 M e P (A2 A1) |2 B[]
H L7455 400me/ kg 5-D1/1208 TH 518 12— @B PE DI A= 1F | 58 I K SR B IR AS 3R 5
Nz BB IS 2R GBI AE S o7z 08 % G- 230 DL Cldof BB E 2213 e h o2 SE TR RO SN

Hoz(RIK-2),
xKKX-2 ZvbTONPC-OSE[MIMEIEARIZRSSHM
¥ 57 (mg/kg) it e 400
RS (32 5-52) 1H 7H 1H 7H
[L7E 5 5 12 12
H&i\H?Eﬁi\ﬂﬁaﬂ;%i\%Hﬁﬂ%ﬂﬁfﬁﬁ\mi&@%ﬂea‘%m: 0 0 0 0
B B5 V7R $
— IR - —a
REMINE (g) -338 6.2 —10.2%* 11.7
e E M AT 20 iR R TR T A - - - -
(g/%) Wil 1.080/0.370 | 0.996/0.332 | 0.877**/0.313** | 0.939/0.308
gl
LEMIWE FRERAGIEL /A e I g B - A b 0 0 1 7
SR AR AR 0 0 12 12
iy e 0 0 12 11
14 b 0 0 8 10
ity (B {81 T ) 0 0 5 6
W7k (A &) Bl %5 0 0 8 0
filolE: fREmAGE B/ 0 0 0 2
Vot Al 0 0 0 2
Wk (A a) Bl %5 0 0 8 0
at VO 5 T Bl — B P DI A2 1l R AR I J OSBRI, — © R R 5 & FT L %% 1 P<0.01 (thR5E)
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3. Dosage Forms and Strengths

White or off-white to light gray sterile powder provided in the following strengths:

- Powder, for intrapleural use: STERITALC®, 2 grams in a 50 mL single-dose vial

- Powder, for intrapleural use: STERITALC®, 4 grams in a 50 mL single-dose vial

- Powder, for intrapleural use: STERITALC®, 3 grams in a 10 mL single-dose vial, for use with
Novatech SA’s NOVATECH*TALCAIR™

+

VLB EESIES

1. Indications and Usage

N

1.1 Malignant Pleural Effusion

STERITALC is indicated to decrease the recurrence of malignant pleural effusions in symptomatic

patients following maximal drainage of the pleural effusion.

1.2 Pneumothorax

STERITALC is indicated in adults to decrease the recurrence of pneumothorax.
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2. Dosage and Administration

2.1 Important Use Information

STERITALC is for pleurodesis only-Do NOT administer STERITALC intravenously. Administer
STERITALC after adequate drainage of the pleural effusion or air.

2.2 Recommended Dose for Malignant Pleural Effusion

The recommended dose for malignant pleural effusion is 2 to 5 grams administered intrapleurally.
According to the physician's discretion, and in consideration of diagnosis and patient’s condition,
different dosages may be applied, but a total dosage of 10 grams should not be exceeded.

2.3 Recommended Dose for Pneumothorax

The recommended dose for pneumothorax is 2 grams administered intrapleurally. According to
physician’s discretion and in consideration of diagnosis and patient’s condition, different dosages
may be applied, but a cumulative dosage of 10 grams should not be exceeded.

2.4 Preparation

Slurry for Tube Thoracostomy

STERITALC" 2 grams and 4 grams dosage forms

Do not prepare the slurry in advance. Use the slurry immediately after preparation.
Prepare the talc suspension using aseptic technique in an appropriate laminar flow hood as follows:

Step 1: Fully bend or remove the flap into the direction of the arrow. The top can now be
punctured to mix the slurry.

Step 2: Using a 16 gauge needle attached to a 60-mL Luer Lok syringe, draw up 50 mL of 0.9%
Sodium Chloride injection, USP. Vent the talc bottle using a needle. Slowly inject the 50 mL
of 0.9% Sodium Chloride Injection, USP into the glass vial.

Step 3: Swirl the glass vial to disperse the talc powder.

Step 4: Divide the contents of the glass vial equally into two 60-mL Luer Lok syringes, each
attached with a 16 gauge needle, by withdrawing 25 mL of the suspension into each syringe
with continuous swirling. Add 0.9% Sodium Chloride Injection, USP to a total volume of 50
mL in each syringe. Draw 10 mL of air into each syringe to the 60 mL mark to serve as a
headspace for mixing prior to administration.

For STERITALC 2 grams, each syringe should contain 1 gram of Sterile Talc Powder in 50 mL of

0.9% Sodium Chloride Injection, USP with an air headspace of 10 mL.

For STERITALC 4 grams, each syringe should contain 2 grams of Sterile Talc Powder in 50 mL of
0.9% Sodium Chloride Injection, USP with an air headspace of 10 mL.
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Step 5: Label the syringes with the talc concentration, the expiration date and time, the identity of
the patient intended to receive the material, and the following statements: "SHAKE
SYRINGE WELL to resuspend before administration” “FOR PLEURODESIS ONLY - not for
intravenous administration”

Step 6: If not used immediately, store prepared suspension in refrigerator. Discard the prepared
suspension if not used within 12 hours.

Insufflation/Poudrage

STERITALC" 2 grams and 4 grams dosage forms

Use an FDA-approved or cleared device for STERITALC insufflation/poudrage.
Step 1: Fully remove the top from the vial.

Step 2: Fill the content into the applicator for insufflation/poudrage.

Step 3: Follow the selected device manufacturer's instructions for insufflation/poudrage.

STERITALC"3 grams dosage form

STERITALC" 3 grams is designed to be used for the administration of talc in combination with a
compatible FDA approved or FDA cleared device intended for manual insufflation of medical grade
talc into the pleural cavity during pleurodesis such as Novatech SA’s NOVATECH® TALCAIR™.

Step 1: Remove the aluminum tear-off cap from the vial.
Step 2: Remove the stopper from the vial.
Step 3: Close the vial with the vial coupling.

Step 4: Firmly press the vial coupling onto the vial until you feel and hear the lid "click" onto the
vial top. To do this, place the vial on a firm and level base.

Step 5: Connect the insufflation bulb to the vial coupling using the Luer lock connector.

Step 6: Ensure that all components are firmly connected with each other.

2.5 Administration

Slurry for Tube Thoracostomy

STERITALC" 2 grams and 4 grams dosage forms

Prior to administration, continuously agitate the syringes to evenly redisperse the talc and avoid
settlement. Immediately prior to administration, vent the 10 mL air headspace from each syringe.
Administer the talc suspension through the chest tube according to standard procedures.

Step 1: Inject the slurry through the pleural drainage into the pleural cavity.
Step 2: Clamp the pleural drainage. Keep the negative pressure in the pleural cavity.

Step 3: While the slurry remains in the pleural cavity, reposition the patient regularly to achieve
even distribution of the slurry.

Step 4: Aspirate the slurry through the pleural drainage.
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Insufflation/Poudrage

Perform intervention by means of a tube thoracoscopy. Follow the selected device manufacturer's

instructions for insufflation/poudrage.

STERITALC" 2 grams and 4 grams dosage forms
Step 1: Introduce the cannula into the trocar.

Step 2: Distribute the talc evenly in the pleural cavity. To do this, carefully spray several times.
After spraying a few times, change the cannula direction.

After use, some talc may remain in the vial. Discard unused portion.
STERITALC"® 3 grams dosage form

Keep the product upright during use. Avoid contact between the cannula tip and tissue/body fluids.
Otherwise the cannula may be blocked. In case of blockage: Shorten the cannula with a scalpel to
be able to continue the intervention. Cut perpendicularly to the cannula and ensure that the cutting
edge is straight and free of burs.

Step 1: Introduce the cannula into the trocar.

Step 2: Distribute the talc evenly in the pleural cavity. To do this, press the insufflation bulb
carefully and at regular intervals. After spraying a few times, change the cannula direction.

After use, some talc may remain in the vial. Discard unused portion.
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Lead is present in STERITALC® as an impurity. The main target organ for
lead toxicity is the nervous system, but effects of lead exposure also include
increased blood pressure, anemia, decreased sperm production, and damage to
the kidneys in children and adults. Minimal risk levels of lead have not been
derived for humans because clear thresholds for effects have not been
identified.

Children are more sensitive to lead toxicity than adults, and no safe blood
level has been determined in children. Cognitive and neurobehavioral deficits
are observed in children exposed to lead. Exposure of a pregnant woman to
lead may cause miscarriage, premature birth, lower birth weights and slow or
impaired mental development in the child.

Administration of STERITALC® at the highest recommended dose of 10 grams
may deliver up to 40 mcg of lead.

8.1 Pregnancy

Risk Summary

STERITALC® is contraindicated for use in pregnant women because it
contains lead, which can cause fetal harm and potential loss of pregnancy

[see Warnings and Precautions (5.3)]. There are no human data on the use of
STERITALC® in pregnant women. In an animal reproduction study, oral
administration of talc in pregnant rabbits during organogenesis revealed no
evidence of teratogenicity at dose up to approximately 5 times the human dose
[see Data].

Data

Animal Data

In an embryo-fetal developmental toxicity study in rabbits, talc was
administered to rabbits by oral gavage daily during the period of
organogenesis at doses up to 900 mg/kg (approximately 5 times the human
dose on a mg/m? basis). No significant dose-related toxicity was reported
except at maternally toxic doses. In multiple animal studies, intrapleurally
administered talc was not absorbed systemically.
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8.2 Lactation

Risk Summary

There is no information regarding the presence of talc in human milk, the
effects on the breastfed infants, or the effects on milk production.
STERITALC® contains lead, which is known to have adverse effects on health
and development in neonates, infants and children [see Warnings and
Precautions (5.3)]. Because of the potential for serious adverse reactions in
breast-fed infants from lead content in STERITALC®, advise lactating women
not to breastfeed during treatment with STERITALC® and for 5 months after
the final dose.

8.3 Females and Males of Reproductive Potential

Contraception

STERITALC® contains lead, which can cause fetal harm when administered to
a pregnant woman [see Warnings and Precautions (5.3) and Use in Specific
Populations (8.1)]. Advise females of reproductive potential to use effective
contraception during treatment and for 5 months following the final dose of
STERITALC®.

Infertility
STERITALC® contains lead, which may impair fertility in males of
reproductive potential [see Warnings and Precautions (5.3)].

62




NEENDREICHT BER
AFRIZBIT29. FEDOHEREHTHEZIHETHERNT NEE | OHOFRRIBIT LT D#) TH 5,

9.7 NR
INREER RELTE MR O Z e R LR B BRITE L T vy,

Novatech#:STERITALC®D A CETIX/NBEAOFE G LHEIMIELL T 0 @) TH D,

Hi i FLIAE

KERAS S 8.4 Pediatric Use
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Safety and effectiveness have not been established in pediatric patients. Lead
is present in STERITALC® as an impurity [see Warnings and Precautions
(5.3)]
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