7 A 7 7a—kAH 800ppm
(2B 5 &k

AEEHI R I N2 FBRITR HEF R ONEDOEE
X, 74/ ¥IVCa2—T 4T R T )NT)NY—
ZIRBTHHbDTHY, HEBFREBEELHLUSND
EBEFIENICRAT S Z LIITEERA,

T7A4) Bo9a—T 47 R
T — (CKEHE)

BN EMEERELERERTES
TT U —Z—KRASt




747 7a—RkAH 800ppm
(—E(LZER)

CIDH 15 N BS TR SR OV rE
IZBET A 1E#H

1.5 BEEXIIFER OB R OB OBRE

TA) EBIFC2—T 497 R
T )y— CKE)

B/ EREER L EREREES
T« UF—F—KRa&t



15 BEXEIRAOBEREVCRRORE

74/ 7ua—RAR 800 ppm (—E{LER) TA) G Ca—T 4y IR TNV AT—
BR

1.5 FREJR VX5 R DOFRAE T UNBHZE DFEAE .. eeeoeeeeeeeeeteee s seeessess s sasssss s saas s sasenes 3
1.5.1 BERENXIZEROBERUBARE DRI ..o ssssssessssssssssssssssssssssasssanes 3
1511 R U BDIT ettt ssss s s s s ssss s s ssseseba e ssssessesstaensssssssasns s 3
1512 BAFEDBERIR ..ot sas s e ssa st ssssasssransson 4
1.5.12.1 DBBEFRTICHE S M ML EIS A & L CORBOBRIE oo 4
15.122 ERLOMNEHEORVRERIEE - BRSFEBRTTEE e 6
15123 FDFITAEIRTRTEIE coovveeerreeeeereeseeessesesess s s s ssssssessssssssmsssanssssssssssssnsssns 6

1513 SEICBIT BRBRDERIE ..ot s sssaenenes 8
1.5.1.4 FEBRERICRET DRABRDIRIE ...oooeeeeeeeeeee et sasssres s s e ssane 8
1.5.1.5 BEERICEE T BRRBRODBEIE ..ottt ssesesasssesssessssesssssanes 8
15,151 JBBRFRFE oottt 8

1.5.1.52 ZFIAEEEARRBE (IK-3001-CVS-301 FRBR) ooveeeeecreeeeeeeeeeereeree s 9

152  ZARBFBICBIT BERIRT — F /X0 T e e 9
153 AFIDBFBE, B oottt 12
154  KIBIZBIT 2 PFEZIRELLIL D BAFEIRD ettt sssssssssssesssnssnsaanns 12



74 7 7ua—kAH 800 ppm (—ER{LZESR)

LS BEX IR ROBER CREORE
TA) B ¥a—F 4 IR TN —

b5 R OB D—%

%53 B L TVARVWERE (R) AWML TWARWRER (BH)
EMA European Medicines Agency RN EZR ST

iNO inhaled nitric oxide MAR—BRLER

NO nitric oxide —RILER

PDE; phosphodiesterase 5 RARYTZRTF7—¥ 5
PGE, prostaglandin E, i =S A A
ppm parts per million EPikar s




1S ERXERROBBREUCHEORE
74 7 7a—EAH 800 ppm (—BR{LER) FA) EFEa—F 4y IR INTNL—

1.5 BRXIIZROERRUAROER

1.5.1 ERXEZROERE UV OER

1.5.1.1 LI

—B{LER (LT, NO) 1%, 7TEFAral /ic & 2 mE RGN 5T 2 R ki
BRRFTHY ., ERED NO BRATBROICHME 2RI ED Z &b, FHERD
Fili e e 2 5 (KRR PR R I/ 2 DRI I6RIE L B X b, NO BADERKIEA
MBS hD L 5T oTe,

TA7a—RAR 800 ppm (LLTF. [A&All ) iX NO 2FREsrE L, BREIED S,
1999 4E 12 A 23 BIZKETHO THAEIR OBEMEREIELE & £ 5 (KRR IEPR R 2D
EXOREL LTEARENT, BINES (EMA FREXFR) Tik 2001 £ 8 B 1 BITER
Ehiz, 20154E 4 BETE, 41 OFE L HIETEAREN TV S,

EPN T, INO Therapeutics LLC CK[E) #320084E7 A 16 RiZ THAROMBEMLELEEES
IREERMEFR R E0OWE] OB THESFAR (BERERFEEE =7 - vt —F—
BRer) ZRELTHWS, £z, YUER6E - 2R T 2002 4 10 A 2 BIZAVERAERK
MOBELZZIT TS (ERERE 1002002 5) ,

AE. AR TRARONEUCNT S LEFHOMH. WhRO&RICk T 5, WEIIRE
DIET, AEHERERVIHOBRRLEEZ BN L LicimmEDTERR] Xt 28 5
EEeEBE LICENE IERRZEE L, AR 0AMERVRZEENB/BO bz
D, APETERMMERTEABFE—HETERBBEFLITOCE2 (KD .



15 BREXIIRROBER CHRORE
74 7 7a—%AR 800 ppm (—E{LER) TA) BT C2—T 49T R T )T —

£1 T4 7ua—kAR 800 ppm OEFKLBERFABEE LT AKEH
i (THRRERZBM)

ik Ll 7 A7 a—R AR 800 ppm

Zhet - ZhR | AR OMEMLE % 4 5 EBRREFRREO%KE

DEFER O BHTEIC I T B R i E D% E

¥ -RBE |1 FARORENTZH S KREETERALONRE

- HABRTBUNCKRAZRSEL, 8. RAMMIZ4pMETLET S, &2

B, ERICE LT, BREAEIURESEE L. RG> SBEBLATEE & 72
5% Tk T 5,
AFNIBRAREE 20 ppm TRRZE L. BALATE 4 RERDIX 20 ppm & HERFT 5,
BRIEOLEHED, 5 ppm IKRE L, BRIHHRTE2REBIZRZET
RAEHET D

2. DEEWR ORI A iELEORE

« /NRARFNIRABRE 10 ppm TRAZEEL, +0RBERSHENE LN
VB EIE20ppm ETHETEZ LR TE B,
B AFNITRARE 20 ppm TRAZBIEL ., T REBEDERE LN
WAL 0 ppm FTHETAZ LB TES,
FERICIE U T, MITENRERER BN HE L. RIBEN SN AEE L 22 5
£ CHEET 5, ks, AR 7 AMEEEETLT 5,
BERLOBRITIE, MATBIRER O'BRR{LDEIZHEV, 5 ppm F THIRT 5,
ZTOBRIGIZHH L., BRECBEM CX 2 REBIZRDE TRAZET
b,

1.51.2 BASE D4R

AETIE, APFBICEE L 72 LRFRICHES MmmERER E L TORROBREL2UTR
O 1117”7,

1.5.1.21  DEEFHICES FRLEARA & L TOMBEDOEE

(1) DRFHICESHELEARICHTIERAOD=_—X

DAL RRZRAOEOBREMT. UIZUISREZORELESE> »23, FHBIIRES
2HBIREICIZEE L R0 XEIE L R3BEEORBMEL. RARUVNEEEOWN
THICBWTHLIBRFERBEOERREHETH D, EFAIZX>TiE, EEOHBLERN
L MATENBREE O 7= OIZEABR O T RO LIS A /R R 025 OB ER TE RV
EBB D, o, FRETEOLEINA NSRBERLIZRIHE SUTBE BNEFIRERRICARE
W2, WBRENERER T 2055, Ebb0BRALMBLENGERATZEAX
BTHLEZABENTD D, ZOBEEFRE, DAHECETRRNMEL 23| iR
TILBHDB, TOD, LBRFNICEE S idiEOSHRARIGRERLEETh TV 5,

(2) BNCEITHLRFERICHES HEBLEARROTR

LAR—BLER (NO) LESADLBARFHICERINTER, INO F=te sy
Y ERII= b AT FRED NO BHERZERIRNES LEBRICEEICA LN DS
MEZETIEEZ &<, WBREOIM A2 LHCMEMEZBIRIICET IR L
B, RERZLESTRENTWS, ZOZEMD, INO IZBARONRODBFEMCES



IS ERXERROBEERUHRORE
T4/ 7a—WAH 800 ppm (—BLER) TA) I ¥2—F 4y IR NN~

EEOMBELEDCREIRE L L THRERRES THREBEICHVWLNTWS, ZOEGTINO 24
AT 3B, AORBNESL X7 L TWA ISR ELHCHOBIROICET S
HAHERICHY, ZHITE Y LRIANA SR BRLIRIC X 2B ER CA TR BB D
DEEBRERICR2B Y, Tz kit WenEREORFHEHRIZBITS INO ©RIF2E
RAVEEFIEN, BU 22 P ARCKEOTA FIAL 2L, BHERTWELENWHE
FIZRBENTVS 9,

2005 AR ENT INO DERIZBITS BU 2o 2Tt TR D, A
BERER OISR O _ LR BSHER S N-BE T, DIEEHRP, Iz iNo 2B
3z L THATHRERUET A MEEERH B 2 ERFRINTVS, | ERRENTWS 9,
KEDBEEME, KELBBEOREDLE YA RS54 (2009 FhR) 26, DEFEHRIC
5 fie ME DR 2R EHEHME LT, iNO 2HEEL, T & LT, iNO I LIBFH
%?%%mﬁwﬁﬁﬁﬁgﬂkﬁ#éﬁ%%&%ﬁ&kLTﬁ%T%éJkﬁ&BﬂTw
57,

AR, 2011 4E 3 A 17 HiZiBMozheee LT, TEA, FrER, LR, gk, NE Gk
R~/NEOFEL 0~17 3% BE ISV TUIEFN O BWTE R O ICRIE U s T
DEHFO—IRE LT, MBIRERT. AEREUERVBRIEE] B, BFEOAKIIR
ZERALCERECIVRMNES (EMA PREESFN) TERBEBSN, TOBAFVa, T
NEFU FY, UATTARRanrETO 5 5 [ET EMA OFR & F U TER
ShTwa, _

(3) AFBITHITZHDLMFEHICHES MM LEARORR

fifi M ERETEIR AT A R4 > (2012 4FERETHR ; 2011 SEBE A RIAFZEEERS) ik B &, fif
BLECER®D 5 HIRBIZERT 2 b 0Iix 14 28 ; A DEBIZHE S B fLERE )
ELTUTDOXIIZFFEEN TN,

1) ERNHEAE

2) EE{LERE

3) FIRRRA

4) XM/ BREOELRAR, T KEAE

RATA BT A THEMBABRRHIC L 2 Zh 6 o3 2REWNB TS &, EhEiX
AW ET A E INTWD, LrLRRL, DEABODEEESLFERICL 55x 02
(FRBE, ATDM. A6 Ik, hEOBENBETIBE8H D, FORER
ZoWTIX, XHRBEROEH CMN-LBY Th5, BoMEIMEICH > ERIT. 8
HHIDRER L B Z L1372V, 178, WM. ATLHEOREBTICALREIIES S
SIPHERTAEZ S L, BOTEBEO S bIKBENREMHELFTRT I LITRS,
ZOTDIZEMERH Y, DOREME~OEER XV DRVWVERPVLETH B,

Fili & M FE D IEFRIZF 1) 5 FRBIAIRE O R LR DERIEZ B S ¥ 5T D DORERN L DX L
LCid, BEIRBRIEOHER, BROBIEL, RUATROBEEITO Z&R¥TFbh 3,
EERRMAE, SRV AMERNT ¥ F—v 22T, EMBARES LA S8 25%)
ZRORNZ EBRRMBIIRED L7 2 R/NRIZT 27O EANTEERMRTH S,

ATEICmMENRAE Lz BA1E, INO DM CORFERICBEL THATE 3
EANT 2, tMOEPEEEL LT, =bes V), =bu7 /by R PGE, £0m
BIRAIOBRE BITOND B, 29 LERYEREZEFOMELZETIEE L WVWH ZER
iNO LR35, Ofh PDEs FHERI THAINTF 74 NRT R IV A 7 ) L HEEKT



15 BRXIRROBER UHRORERE
7A 7 7u—RAR 800 ppm (—LEFR) TA) ¥ a—TF 4y IR AT —

HHERT TR R UL, 2R TuRTF ) —ABRERENBEERHE, WThbe
FMEZETEERZENINO LERS, INOIZOWTIE, =braeZ V) o Xii=tne
TNy FEO NO #E5EZ RS L 7ZBRICEEIC &BnééﬁmE@ﬁT%EL#
Bt R 2 RIRANCHIRR T2 Z LR ENTWS, Z DT, mA&U¢E%%;kH5
MW$WL#DEV®%ﬁmE®§%P%;WLTimongf&b B TiEdh %
PIEEBSECHWVWLNTWARETH B,

NO BREEZNEED Y 7P VEEME TH Y . WREEN S REEBEIZO- AIRE WA
B 7o ERCEE LTS, EREOARMED NO FADHEAIZL Y, BREJICMEE
BEEAEE L., EMnFERREOHBIRED LEX AN 2 BE CIIMmERERE -
60

HARTIK, ZLOARIMBDHY . HA FIA4 b BH I TS0, il Pk
wﬁﬁwﬁﬁmﬁuﬁmﬂvmoﬁm<ﬁbnfw5KMF%5°

BT 5 L BIR T, E@%@%ﬁmruﬂ?éPﬁ% BRIz T BN EEL
TREDBEITH LTI, BETA FIA VKL MO ERIERN 2 &5, —F T,

BRI R A Lf:iﬁé@ﬂﬂi%ﬂuﬁ:b:?ﬂ‘ LT, FEMR~DRIZHME & &RERH Y, 25 ME
HEETTRMHORKOBETH S MERTZHELRNE WS 8EN S, INO LIS DE
REIEE 21T Wy,

15122 ERLEOVEHOEIVEEKERE - BENERNSH

AFODEERICES BimLEREODEICOWT, AARTIIEREAZ TH 2 BERMNEST
ERENTZEWOIRAEZIT T, 2011 £ 5 H 27 BICEAFTBENFLENLBERELES
BEEE L [ERLONBHEOBVAAEIE - BN/ ERTtaE#E) ITxiL, 20114 9 A
IZ 3 FENOABORBIZOVWTEENRHINT, REZTHRITOMER, 20124486

WCRREESToN (PR 24E 4 8 6 BT, EBHFZ 0406 5 1 5. WAFBEI 0406
B15),

BEZEB LI ES
HARSARZES AR - DRRUBRAICYT 22082 EE
AADIBnEARZS « FAER - DNRRURANCKHT 23886 A BEE
AA/NRBRESFS - HAR - DNRISHT 38 EE

1.5.1.23 HIEFAERREE

AFN O CIBEERIAE S Fis MESEEDIIREIZ OV T, 2014 4E 11 A 20 BIc# A EFRRERK
mE LTHRESINE (EREEFERK 11205158 ,



E1 BRFE DR

SHICET5RR
PEEIL FORB (HEEASZ )
[T HEIZET 2R (ERDH)

PHEHILEHEEIRETAREB GRARRASLY b )

JRER ABR (R, Mg, wED)

B R (DHEH. CGA626- V7 ; BEH. hnE, wk)
) AR (83 AE. CGAG26.° V7 ; Bl Ina,

A ZEEASR (38R, 18051453517 ; B, N,

[EE RS
REMEFRERR (SCH0065, RDR-0087-DS)

iR, s, R, PhitosER
Z O3B (RDR-0075-DD)

EIEAR
5 v FTHEAERERE (SCH0063, RDR-0151-DS, RDR-0149-DS)
7 v 28 H IR #5588 (SCHMl 0064, RDR-0152-DS., RDR-0150-DS)
B MERAE (1303/001-1052, 1303/002-1052, 1303/5-1052)
ZDMDERR (1303/007-1052)

[T

B R OB fLE 3£ 5 IERRMEFPR AL
3. EANEaT

CTN-NO-I-006

ICR 013224

ICR 013402

CTN-NO-M-008_(BH5 &)

CTN-NO-I-003 (ZE&F})
B R SRR
oy ey

INO 01/02

CINRGL

NO 03

INOSG (BEZEH)

NINOS (B358&H)
EAEHAR

INOT12

FrAERNOR AR AR - EINBARER (BETH)

DFICEE S s E (RHE8)

EAERAR
TK-3001-CVS-301

AR

I:—& [0} '
TA) BT a2—F 4 v 27 A ) zibir— CKkE)




1S BEXIIRROBRRCHRORE
747 7u—kAR 800 ppm (—ELER) TA/) I 2—TFT 4 v I RN N —

1.51.3 i (BT SRR

AH (TA 7 7a—KkARH 800 ppm) OREIZETAIRRIIET IFEROMEMLEZ L
YIEBREERTE2OWE] e LEATREINCEREL: (K1) ., £, 2@ F
0 - @ B CEEFET CICRE R ORI B0 B MN MER AR EE N EERE LT
W, 205 @R @R IR ENT, SRIOERGERTAREE -FEERF T, B
7o 72 E BT ARBRIIERK L TV 22,

1514  EEEICET 2HBOER

AR (T4 7a—kAR 800 ppm) DOIEEERIZETIRBRIITRT IFAEROMELE
S EBREMERALOWE] 2REL L-ARREINCERLE: (1) . SEOE
RLBLEIR AR EE L ERFE T, -2 EBERIC B A3 BRITFER L TV 2w,

1.51.5 BEKRICET SRBROER

ASEIOEFRLBEFGEARER -FEFERE I, —0FBRRIZENTIThh % 11
HHERARRER (IK-3001-CVS-301 RABR) Th s, A TIToNT-MOT R TOBKRARITIS
EZRRTHDH,

1.51.51  REBEB

el A 7O 57D MATATEE A E IR E e
RATHE () T TROBE ERD,

(1) (O b . THEF0R@ER
HE)

DIRFRIC R S B UE iR EE~ oA B L <, (D

(.~ > T

R LT,

#g: o .
-~
(N - /> 5= 7 3> o T

(2) OO G TRETe
F @ B %)

DIRFHTICAE 5 i fu s~ oG b2 e

G ~ >\ T LT,

BAENLUTOBER ST,




1S BEXRRBROBERVCEREOR®
T4 7 a—RAR 800 ppm (—EA{LESR) TA B a—T 4y IR TNV~

1.5.1.5.2 55 I {HERERIRER (1K-3001-CVS-301 RER)

DIEFRCHES miED/NREE (15 Bk RUORARSE (15~80 &%) 18 fla x5
WCERARRAER (IK-3001-CVS-301 FRBR) 2 E L7, /NEABEIX, ERELEEBFH, 7L
VEWMXET A F OFEWEZ T, RABEIIELCEBALTUBEEFNREZ T, &
FoBEBHBAEIX/NNETIX 10 ppm. FRATIX 20 ppm & L7z, EROHEIZ L0, /NRE
% 20 ppm, FRATIL 40 ppm ETOHEBEZFREL Lz, BREROICEERATERIC/RS £ T&
G &Rk LT,

AR CIIRABE BT 5 EHMBIRE DO EHMEIZ, X—R T A b E&FEMhE A
(24 FEEILAAN) £ TIZ 6.0 mmHg KT L7z, T, T XRTOBE THREI O SBRE) HEE
B E TOFEHMBARE!L 25 mmHg R Th o 72, /NRABFEIZBIT AHEHLEIRE DEH
Eix, RXR—RA T4 U bERKFTHER R (24 BFBILIN) £ TIZ 3.1 mmHg & TF L7z, BRI
BRLELWMATBRREELDR—R 5 1 U bREETEMES (24 BRILN) £ To%(k
BlX, RARONREDICBERTRESERNALNE, EHERMEDR—R T A i
BT R E COEHELRIT, FRATIX 12.0 mmHg, /NETIX 9.3 mmHg TH Y, Fil
FEERICKTT 2 AROBROBIREZ R Lz, BRARWAROWTROBHEIZBWVTYH, AR
Mz LB LT, RMEICHT I VAF 2 —BOFENORRGBEBOFERZLEL
Lizdotz,

1.5.2 FEWCBITAIRET—2/1\vr—
AKPFBIZBITABEKRT —F Ny —U%F2ITR LT,



15 BRXIEROBBEUCHERBORE

74 /7 7u—RAR 800 ppm (—E{LER) TA) ¥ a—T 4 v I RAI TN —

®2 BRT7T—ENRvr—v

Higk B4 BRTVA v |[BEEINOR | £l iNO&REE/ LRRER D
By poyi] e
FHRE - ERRBR
CVS-301
NRBE Bt FER 12 12 0~121% A iNO 10~20ppm  |CHDOEHEHT
zZ&H (PHO155%)
BRABE | B FERK 6 6 19~575% iNO 20~40 ppm  {LVADZEEH
TN (PHO &)
BERR BB EBURBODIRHLUERR)
NERE, LEFEN
Miller B AN 124 | 63 iNO : iNO 10 ppm CHDOEHENT
2000 ] FERI P, 1~5% A X - FFE R (PHOWH)
—EER ISR (N)
1~4% A
Russell BHE 3 (FE (N 40 18 |2B~6.58% iNO 80 ppm (20  |CHDODEMHT
1998 Zek BERLLS, ) (PHOAHE)
ZETR B IR
(N,)
Day 2000" | HZhi% EESIL, 40 20 [iNO: iNO 20 ppm (#§Bh |CHDOEEHF
st BERTLLE 1A ~20%% BEHRTET) (PHD &)
XHER : SR EEIAR
18 ~35%
Morris | #ohiE BB, 12 12 [0.1~17.7% iNO 5% U0 ppm | CHDDEEHT
2000" e RERA LS, (4 1557R0) (PHOHR)
7o AFA— STRR : EETAR.
23— K
Cai 2008” | H%hik WAEBL, 46 31 [iNO:55+268 | iNO#EI0ppm |CHDOEEN
el BRI B iNO+I Y /> | BABE1~20 ppm (PHDTAHR)
5.7+2.88% (24B5[)
AN @ Iy v
58+2.1% iv
(FH1E + SD)
Goldman Bt EIERAb. 13 13 |3A~12% A iNO 20 ppm (10 CHDOEBE
195" ReHE RERRLLER, 59) (PHOAHR)
7o AFA— X : PGLiv
28—
Stocker Bt EIERAL. 15 15 |iNOZ&ATIRERE : | INO20ppm (40  |CHDOEHEHT
2003 wet BER L 1394328 %) (PHOSHR)
UNANFFT 4K | B VAT T
THERE . A ViV
123£26F (¥
& + SEM)
Wessel et EIEXLAL. 38 9 pre-CPB# : 5% A | iNO 80 ppm (15 CHDDIER M
1993¥ BERI LB ~58% 43) (PHO T45%)
post-CPBE 1% : 8 | AR : 7 FL=
A ~ 8% vy
post-CPBEE2%¥ : 1
A~11%%
INOT22 ZeH AR, 136 | 124 10.1~18.7% iNO 80 ppm (BEM | Bl /& AR
2008 BERALLEL, (5.9 5.58%%) BE5104y. 100%8 |4
“EER (E#9E + SD) FL PRSI0
)
SR : 100%8R 5

10




T7A /7 a—kAR 800 ppm (—BE(LER)

15 BERXERROBER VR OZE
TA) BFVa—T AL IR TN NI —

K2 BRT—FRyr—v (i)

Higk i) BBRTVA L |[BEE INOR | £ iINO &/ AR | LRFEFO
SRE it ]
&%
BRARE, DEBEA (LVADEEREOCUBBHEEE )
Fattouch B EIELIL. 58 22 63+ 0% iNO 20 ppm (0.5B% | {EEFBMA;T
2005” gt | BERIHCER. (EiE=sD) | B) (PHOER)
ZEER PG,
HE =7
AN
Fattouch Btk EIE%1E. 58 21 65+ 95 (F¥y iNO 20 ppm (0.5FF | {8¥EFEBAT
2006™ et | BERIE: i€ + SD) ) (PHO#H)
ZEER PGL
B =bruarL
v R%
Gianetti Bk EIERL. 29 14 70+ 13 (P | iINO20ppm (8HF LEFHT
2004 et | BEmIE i + SEM) )
SR : WEIAR
Schmid Ak ®IELAL. 14 14 25~767% iNO 40 ppm W EY 3
1999 et | BERIMER SHF8 : PGE;, = b
VAT ¥ =2/ )%
IN— :
Winterhalter | B | EEB1L, 46 23 68+ 105 (F¥ | iNO20ppm LRFNT
2008 dedrit | BERDLLES f& + SD) B fur R
rEA
Solina 2000™ | Bxhit EfEBAL, 45 30 iNO 20 ppm : iNO 20% U0 ppm | LIEFHF
Ze&tk RERE th 73+ 115% (24B$R)
iNO 40 ppm : R Iy v
62+ 155 (FH
& + SD)
Solina B EAEL 1L, 62 47 iNO 10 ppm : iNO 10, 20. 30. LRBF
2001 et | BEmE 68 + 658 40 ppm
iNO 20 ppm : Iy v
70+ 128%
iNO 30 ppm :
73+ 106%
iNO 40 ppm :
69+ 105 (¥
B + SD)
Ardehali o ak— MNgF 16 16 47.6 + 16.45% iNO 20 ppm DIEBE
20019 ey 7 (mean = SD) '
Kieler-Jensen | A%tk | BERILLER 12 12 19~61%% iNO 20, 40, LB
1994 e 80 ppm (%104
1)
*tH : PGL, =k
=@ SV
Rajek 2000 | HZhi E{EA1L, 68 34 54+ 115 (F#H | INO4~24 ppm DB
wetk BRI LB {5+ SD) (6~488FR8)
*tH& : PGE,
Radovancevic | H%hik EAEA L. 19 19 53+ 125% (8 | INO 40, 60, DIRBHE
2005™ gedett | BERIMER f&  SD) 80 ppm
7 aRAF— %R : PGE,
23—
Argenziano B (RS, 11 6 55+ 3% (B iNO 20 ppm LVADEEEH
1998%) el BER LB, {# + SEM) SR IR (PHOIRH)
—EER - (Ny)

11



7A /7 u—EkAR 800 ppm (—#({LER)

L5 BRXIIFEROBER VR ORE

TA) BF2—F 49 IR TV —

K2 BRT—FRNvr—v ()

His T RBRTVA v [BEE [NO | £ iNO 5 &/ XR | LRFEHKO
5BE s
£
INOT41 BEE EEAAL. 150 |69 18~778% iNO 40 ppm (488 | LVADIEEHT
200 ZefE | BRI, 57.6+9.758% )
—_EER (FHE+SD) | ME: FTER
Lepore_ =& | EESL, 9 9 37~T38% iNO8Oppm (P | LIgiHE
20051 BRI LR, 57+ 458 VFE— L b
yaRF— (Fy RgE)
28— fl = SEM) HER : INO 80 ppm
(100%BE5E & D fit
kD)
B2ESR (BUREROAEIR) . NIBEE
Kirbas oM | EESE. 16 8 iNO 33.6 £ 33.3 iNO 20 ppm (728 | CHDIERHF
20129 el BERS ML » A i) (PHDTEIR)
Aoz b R A 27X
38.5+£257% A MEA
(SEH91E £ SD)
Loukanov O | EEAIL. 15 7 iNO : 45~7.5% | iNO 10 ppm CHDEE W
2011 e i B LR A B A2l X N (PHOREK)
Auerazb: | BA
26~86% A

CHD : RM LKA, CPB : L/ S /3A, EU: BRINES. iNO : BARA—BLER, iv: FIRNBE,
LVAD : E0REBIA LM, Ny BRIV R, PGE, : 7R RF 7TV PVE, PGL : TuRF T TP,
PH : fimMmE, SD: Rz, SE : {ZHERRE

1.5.3 FHOKE. FRKY
o AKEIL, DEEEMICAS BENERRETS, T, AROMBERICHT 2 ERIDE
BNTHD . RIS 3 SR TH B,

o AFNOMEINREICKTHERAICESBRIICEEZRFRMEL LT, DIfi/SA /250
b OBERLDORE, BHLUAERROBD, BRibDSE, ATHREBREROENE. &k
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WA —fb%E3% (NO) 800 ppm mol/mol

155 "=/ (§axtE) THREL, KE 13— 15°C DEMETT307 VY MLOH A2 EH
TA52Uy NAKREDOH AR,

155 "—)L (ffaeE) THREL, KJE 13—V 15°C DFEETTLU,535 Y v MO HAEEH
T510 Uy NEEOIT AR,

B, AMZEENL2HWMANL 6.1 THO—EEITR LT,

3. AR
W A 7T A

4. BRIR LR

4.1 i

INOmax (X, ATHKEERE K OMLomE S e384 & OFH L. AT &3 &35,

o fifimifEIEICES U CHEIR b« DFEX LD BT o AN 5L DR 34 B LARE Toih L
TAREE VR AR 2O FAE I T, IR b D SE & QMRS At D 2 VED
Wb EEE LIS,

o FRASUTHAENR, IWNEEOFEM (0~177%) ODFETT O BT & O % I RGE LT
Jifi i L DVEIFRIZ W T ENIRIE 2 BRI T &1, AERER O FR{b 2k
B35,

4.2 AE-AE

B AV EAE N E il /£ (PPHN)

—FbER DL IE, FAEROENIRFRICEALCEMOEHROS L TEMT L L, K
OIS, —BLER T AEI AT AT A -0mb)e L —=0 T BT
AV OTRIREME IR > TEET 26D E T 5, F72 INOmax DFEIL, HrAERFEMED
WFDIHIHED D LT 5D,

INOmax % 24 il 2 @B 2 2SN E L RIAE N D HAR ISR oBmKIc WS =
L, INOmax (TS 2 VT RE /L T b+ 5 2 &, R & HRE K Ol in £
B CRETEMER, msEERE R ORRFERIGE) Zokm{ba1T7o 2 &,



LAEFHTIZ L D Jifrr i EHE

—FRALE R OLTT L, DR ORI L EROBEROL L TET 5 2 &,
KOS 1F, — L EHEN AER AT LOMERICE L TR hL—=2 7 2% 7
OIIANFHEIZIRSD & O &35, INOmax (X, FRERZE XTI FTERIE DL FITHE > T2 HE IR
STHRETHZ &,

A&

B A EAE N E /£ (PPHN)

INOmax D fg =it 581X 20 ppm TH VY | KHEAEZ TI R b720, FEZRERRHER
TOHRGHBMAEIL 20 ppm Th o7z, ATREZRIRY - <IZ, 1B D 4~24 R LINIC K 5-%
BRLG L. ZOEHE CERMEESZLNEEY) TH L EICIRY . HE% 5ppm ~HET 5,
FiO, (W ARRFRUREE) 73 0.60 ARl 72 25, HrAEROMBBEILOBENED HiLd £ T,
WA —R b2 BEEDO &% Sppm THEFF 75 Z &,

—RRALE R OR G396 B, SUIRIA & 72 - T D BesE AN OAR T 25 Lo R IR
25 INOmax JEIED DEENL AT EE & 72 5 £ THERFT 2, TR R 22 525 @13 4 H AR
ThdH, WMAM—BLERIIUSEZ RS RWIGEIL, 44 HZZROZ &,

A

INOmax 7> & Bl 2 350 D BRI, N LIRERERIZ X 2B 2+ 2 872 1%, JUTTR#R
EDND 96 FFIAIZAT O 2 &y WA —BLEREEZ W T 2551 THEL | ppm ~JBE
L. 30 70~1 KRl 5925 2 &, INOmax % & 1 ppm T 5 L CTHBFEILICE(LD 720
AT, FiO, & 10%H &, INOmax Z Hilrod b SHrE I TOARERSRIE O Ik & i ([T Bt %
&, b L. BRI 20%AT AT LA 1E, INOmax 5% H& 5 ppm TR L.,
INOmax JEEiED T OV TR 12~24 BFFHRICHEBE T2 2 L, IEMAR% 4 HRET
{2 INOmax 7> 5 OBERLEHE L WSh IR, DR BOZWRAE 2 MEICET 5 2 &,

AT IS5 Wi A

INOmax 125V T I, BER DA % 2P RBML L7 I 5 = & BRBRAER T,
INOmax (%, JE IFHIBRBE Gl O (EBNE S5 O BEER 70V AL AN 2 T, 4508
FONT 5, INOmax O G1E, (EEEIRER OB LOME 2B T T75 2 X,




0~17 DEZ (FrE, A0, 08, Nk D EFEEZL)

W AN —BR b2 2 OB 5-BME I E1X. WA A% 10 ppm  (part per million) & 3%, 1KH&E
THOREERDENEG SN2 NEA, 20ppm FTHEEAREE T 5, /A EE G T
EThHY | MBENRER NEFERIOOBFELAEENHERF SN TV D54, HE% Sppm
IS D,

12~17 iRl A HESEH &2 E ST AR T — 2 IXR 5TV 5,

SN

W AH—BR b 222 OB 5-BAE &1, WA A 20 ppm (part per million) &35, 1KH&E
THORBRDREDZE SN 2WEEA, 40ppm £ THEWREE T 5, R/ NEIEEZR G T
XThHY, MEINRE N OSBRI OREZ (LA EUNHER STV D54, &% Sppm
RS D,

WA —FRL BRI R 2 FEBL L, 5~20 73 THBIRE DX T & OFR R O YD
ROBND, HWZHETII O RRPI GO NRWGE, 5% 10 2 EH T THET
LT ENTE D,

—IRALERWANRIEE M 30 Sr[HReE L, SR AR R o0 GEEaiE, Aflok
Gk 2 itd %,

— b2 B AFEIL, BRI O L oSN TS, EREDIE T 2 B2, BitsT
HZENTE D, BARRBRCITETE, —BIEERZORGIL, DI SA X205 OBERLATIC
Bt S5, AT CIE, WAR—BEERIL7 B ETREIND P, @ O 5
1% 24~48 B[ CTH 5,

A

INOmax 7> & OB 2 587 5 Bi%, AN LIRS K O8O0 HEIT K 20807 & OB fE U AT
BREDORENDRD LR A CE BT 5, WAH —E(LERIIED D OBEBLIXE:
BERICHERE T D 2 L, F2. HEZ 30 0BT THR A2 1 ppm ~EE LoD, &8 K OH
DI EAEMREICBILZ L, EEAEILT 5, BEMUHED INOmax TEE L TV 5546,

12 R[] 2 & T 2 3 D 2 &

WA —BRALZERIRIE O OB 9 E 556, REEDMBIIRE L& L 0 J8EREE
WREBRTLIBTNND D,

ANEESFil



INOmax D724 K OHFZIMEIZ OV TIE, TENE 34 AR O FRE W TIIMEL STV 70,
BAEAFTRER T — & % 5.1 TEICER L7228, #ESEE U BT TE 220,

I
dr

Jiik
e S5

—MAbEFRIT, AR (CE ~—7fF&) —MIL=RN AEE L AT Lz VTSR & 225K
DIREH A THRR U T, N LIz W TRE ISR G35, 1GRBRAGET R OEfH 1113,
N NXOH APRE LR OREREN LT B L TWD Z LT 52 &,

—RRALRHRH AFHY AT AT S INOmax BT, A TIPREORESIC D b
T AT ETHE LD LT D, FERDBEIRAOHE, N CIPRREE ORI
i B> INOmax ZVEAT 2 & & CIRIEE IO LS TE B, HEROBARHBRST
DAL, —BICERBEOR LABHEND TS H D, MKHRKICBILEEY
AEEY AT DEAVD LT, RCERBEOR L& ERTE 5,

W A\ INOmax I B 13003 BF R D[R] O A CREFGEAIICIIE 5 2 &, —ER{hEE# (NOy)
DY O FiO, 13 & - AR (CE~—7 &) oF=4V v 7% AT F U
PMTHIET D Z &, BEOLZEIEDT-®, INOmax (FTEH &E+2 ppm). NO, (1 ppm), &
FiO, (#0.05) Zxf L CTWUIRT 7 —LZ&ET 52 &, INOmax DA AR~ EE
TERRTDHZETHRDREAABICHRDTICT AR REX A IV TR T 52
EWWREL 2D, FTFAI T ISR DD b TIHO T AR N T HEL T
< 2 &, INOmax LXK, W5 |#5% O F NN LRERECERE IR, WONEAEDTZDIC
VPl LT Z &,

YAT LORNEEIFEROEI DL AN AT, POy T V) —EFR L OTFAH O —8k
CERTAEHL AT DL TR 2 &, T=F U U 7REGEOERIL, KH5IEERRE
EIFBIERE T NETH D,

%< OET, EREEEOETE - BILERBEFEE CPORER) © R4 8 BT 25 ppm
(B0mg/m’) L ED. F72 NOLIZOWTIZ 2~3ppm (4-6 mg/m®) L ED TS,

BEDPNL—=2
EREHEED P L —=0 7 TRY I REEH AL FICE#HT 5,

IE UWERE M Oz
- AR RO TR g5 0D B R [B] B 2 BEfe 3~ 5



BRERIE

- EARTOSBIEE (AT LOEYIREE), KO AT LR NO, /=I5 2 & &
RT D7D, BEE TOBRKRBIGERTNC LI R —E O FIH)

- WU e E DO —BbE R A 5T 570 O E

S B VROE LY DT T L ERET DD D NO, NO, KT 0, DE = —f%KiE
- FEINRNY T o TEBY AT AR

- HARARPONR—=D Y AT AEE LYY % 5 FIE

- T T — LDO%L

-NO. NO, X (X0, =% —H#ZIE

- Ak AT KNEWEMHER

A PNEL T E DD E=S Y
BrAERKORHSETIE, AL HE L TA hAES B BB TEREENMIN 2 E 835
nNTn5,

INOmax FIEFAATE 1 FEFRLINIC, IRIRA~EZ B BV KOA bE7 1 B 2RI AT
LUEIRZHNNTA PANET R EVRELZHET D 2 &, 25% %2 556, INOmax D
MEZFEL, AT VLU TIN50 —BILBRE2WD ST LEAOELEEZETH L,
HIETAEEMENIG G, A PNEZ B EVRENARICEFS T2 LI/ TIEH LR, 1
~2HTEICA RNEZ B ECIE LD IR UFERS DT K,

DME AT O T, INOmax BEIEBIIAE | FERILINIC A b~T /o B UV BELRIET D
Tl A RNET O R USRI R FER R RIT T RO B HIRIEE T LA
T 51T, INOmax DHEZHE L, A F L 7N —5D—{h22FE 2 S8 55K D
BEEBRETDHZ L,

ZEEESE (NO,) ko =81 22

B ~OIFRBMERNC, LT HEERFIEEZHNTNO, 2/ X—UF 52 &,

NO, IR ILHFIZ 0.5 ppm Al & L, MR CHEFRF5 2 &, NO, 28 0.5 ppm 2 2 55
BVEH Y AT LOBERIZ OV THRE L NO, HIE#S: & FFEIEE L, F 72 ATREZ2 %6 INOmax
KOV X FiO, i3 5, 57—, INOmax OREICIHEEN DN EE LT-GE, FHY
AT DEFEIZOWTHRAE L, HESRZHFERIET 52 &,

4.3 BE

BRI XX 6.1 BHELHE DRI DTNk L CRBUE D6,

MFEALE =Ly b, XIFEFELWE—FLT ¥ & MUKFEL T DA,



4.4 KRR ERREOHER LOER

BUS D AA53 12556

INOmax # 1% 4 BRAh L CTox 5 4~6 R4 BRI SOEDSA+0Th 5 L M S 554
UTEBEST DL, okl e TEDMBE TIL, INOmax ORI P X 2 pikE
DT, BEOEETICHACE L L5 —MbEREMRT L5 2 &, FHIRO KRG
B S BT » TEAL DR ITUGEED R o e WG AR T (ECMO) %
FIRAATRE /IR 2 BET 5 2 &,

SN b I A el
SERMAERREA~ L =7 BE TIX, WAR—BLERZDE TRV ERFRRBR TREN
77

—PAEERORGICEY E—AY vy U FRBONDOAREE LS E D AR H D,
ZhuE, WA BRI L DM E LR RER TH Y | BEAF 0O il it o0 i HERT 2 51
RS DR, AT XEBRGTARERET LD THD, Z07d, —RILERDOKLHI
(2 BENR A 77— 7 v AT L MATENRE O L = — A O FEfE A B2 Eh 2, WAJH—e(b
ERIE, MEARED & < RIEBR OMEFF N BE Th 5 H AR LRB LR O BE TITHER
545,

WA — (LRI, B OEEEA SR OTRRATOMEMMERAE (PCWP) LFHRADL
N BETIROAE (B iKE) 2FHT2D Y X 7HEROWTEERH L0, EEKS
LIHI L,

BROH IE

INOmax D Fe 5% 2288 (k5% & BT (PAP) @ _EF & O/ UL EhARIMAE SR 53+ (Pa02)
DOEANRZ VEL 0, 22RO PRI L2 &, BELE LK O PAP L5H1%, INOmax
2t U TR R SO 2 R ST WETAEIR TH BT 5 ATREMEN H D, WA —(LEHRID
OEEBUIIEEICIT O Z &, BINOIREO 7= DMl BB 2 85 T, WAH —#hER
DFHgei G- B2 BF TR LT, Sk ISR — B8 b 2 3 Ok ibE O 72 O I TRl
THZE, Fio, ERIBBEONy KA RCTRHHATED L) PO BLERHI AEH
VAT LEMNETLHI L,

A FA~NET O DOER
W AN — (b 23 D RED DN EF IR SN D, BIEERICA - -2 R DO REA R
MIIEIZA PN B E U KOEBRE TH D, ZODMF A FA~NE/ oV RELE=




H—FBHZ L, A2ESHOZ L,

NO, DERk

NO, F—RILERZ NN O, ZEHTHIREN A THSCITAK L, Flo—LERITZ D
BCRUEDORIEL MG Z 5| S 2T AlRetEnd 5, L ZEROPREN 0.5 ppm % E[F 5
B, BEERORGREZREETH L,

1 /R~ 0D 2

T VT, —ERAEERITIEMICE U CTHEAEEN 2R L, #RE L THImFFRANER
Do B MRADT =2 TE—BEd| (RMBEVEFFR AR 55 73 8 U5 BRIE H
DA EXR L LT BEAEZ IR T, HIL LS PHE DS IIRITZRD b Rin o7,

FERERI ST E R 7o i /MR B (KSR R - BB TP AR L 2 TV B BE Tk,
INOmax O #G-F 3Rz 2 EW T =2 1) o 7 KO ORIEZ L7 &b
24 BRI+ 5 = & A HELET 5,

4.5 fDEZM. & OEMRMEIEA R TZ DOfLOEYEFE E/EM

W EIAE A ARBR TS L TRy, ARER R MR A2 OREE TR Al & BRIRAICEE
7RI BEAERIICOWT, BRSO TWD T — 2 N HIXZ DR Z RN TE 20y,
=har7VY RF ML= e ) ) VEO—BIEERMWEEWEIZLD A FNES
2 B MAEDOFBL Y A 7 1Z%F LT INOmax 23MHEAIIRIZ RS 2 AIREMEDY & 5, INOmax (X k
TV, RNy, R7HEIV, AT A NE, FEiEtER, R OESEE N TS A
T ARG STV D,

o MAEILIRR (B 2 T F7 4 0) EHHREIZ OV TR, JRHEICITRER M T T
W2V, FFHENTWD T —Z b, TG, ENRE X O DR I3 2 AN 72
DR ST D, cGMP XL cAMP 5% AT L CYER T % LoD if A& Rl & W AN — i
{CEZZHFNEET 55 8 ICTEERS & T 5,

A MANEZOEVREY FRSEHHEANMONTWDEHE (B WEEET L3 L0 ALk
YT INE) 2B ERLAKRGLIESGSE. A MEZrEUAERD Y 27 BT
5o WA —BALEREROTIEBROFERPIZA h~E/ oV RBE EREZ5I&RZTZ
ERMONTVWOIWEZRWLGEIL, HEERG LT D, TV ahA o204, kN
Al FRAHEEGAIE L TR LEESEE, A T e BV ER 5 & & Z 3/ fetEn &
b, TVuahArEEaT HEEKNE INOmax Z [FRHE 5T 258 13FETH 2 &,

—IALEFRIL, BRFROFE T TRE SRR M OVt B I B 2 R 3 BRI S US|



Blbaid, “EMbESR (NOy) IEFEREMRWETHY | KUBORIEKXOEE LG EZ T
AIREVEN B D, W ERT — % TH | NOy I EOIREE CROUBEYUE~D Z B EE IR
D2 DR ENT, —EEFWARETIL, —EBEEFRIRED 20 ppm Kl D55 NO,
FEFEIX 0.5 ppm Kiiii & 35, NOREN 1 ppm %2 BRI 5A, —LEROHEZE DT
BT52L, NO,OE=X I V7T HERIT42HEZSROZ &,

4.6 ZhE. HIREUEH
R T EZ LA Lo T =23 E6nTWnwiy, BELED U A 7125
WTIFAHATH 5,
—R{bZEZDO b MR ~OBITICOWTIEARHTSH 5,
PR 3P AL H X INOmax ZfEH L7z &,
ZRRRERRBRI X5 G L TV 7Zeuy,
4.7 B BYE OB OBIERE S~
LR,
4.8 i ¥ L BRWEH
RN a7 7 A4 VDK
—RALEFZ OGO PR, BFELOK T ROFOLMED BR. F-FhickHE< £
EHMEOIKT E W o e KBHER 25 Sk Z 3 et d 5, BKEH 1 INOmax O fifi R

A TROZ RO LNDENEM TH S5, RBHERIZIBRMHIE NICRBICBO 5D 2
LD D,

1 3B (NINOS #ER) I2hW\W T, —BbER KGRI, EENHIL, 7 L— K IV O,
b= JE P R SE . IR 2R, BURERIE SN LBE L 2 A ME, L, ST EE i
DWW, FEEEK OEIEE O S TR%ETH -T2,

RER Ok

BrAEN 212 61100 CINGRI #ER K OFTAER (A% 1 » HELT) (23817 2 itz o R I3
WS SNZRIER (ADRs) % FRIZRT, RWEHOBEED 72U — XL T OXRBLZ M
WTER L7e, THReD T | (1710 LLE) (T#EEE | (1/100 LA _E~1/10 Ai)  MEAHEE | (1/1,000
LI E~1/100 &43i) . TEA) (1/10,000 LA E~1/1,000 Adi) . THDTEALS (1/10,000 A5if) |




(R (o7 —Z2 0 BHEEAWTHE)

FERRS | BO>TH | BHEE S EE Eh | DT | RH
] BEEE EZ ()
MR ‘Y | i /s B Pk | - A R~E |- - -
UNREF | AE? ravy
I iE *
R 5 - - - - - WAR® (QawoF
EICES)
MmEREE - R JE > | - - - -
MRk EE, B | - S - - - iV E S
2R K% UMERR 1% PR] 4 ©
REE A PR ©
MR B Rz 5 ©
RS | - - - - - FR ©
FFEMED F U C
alfRARBRICB VTR b
b: iR % O HRBRIZIB W TR b
c: TR DA FRRER K OV K 5 EIRIEFE DIRFEICH W TRD bl
d: T iRBZ A (PMSS) 7 —4 ., —WbEFRRUFO2REGHIEIC L 58, KUY

E& AR

TEHE AT DO L D8, WA —IRACZERIE 2 28R il i & 15U b O
IR SRAE DIGIRE DL R RKBHER S s S TR Y . DIEEROEES A BT
50

5 IE D EIE A O Lk
WA —BRE SR RIBRITI A P TS B B ORIINA B & 2§ AT

EVENR® D,

4.9 BRI E

INOmax OIEE[H 5 TA hA~EZ B B RONNO, D EHBED HivdH, NO, D _EFIT S M
HBEEZSIXE TN H D, A A h~TS 1 B REDORINT X 0 JEER 0 B EE
RREN DT 5, ERIRERBR T, NO, JEEEAS 3 ppm XIE A F~FE 7 10 B BN T%% T2
AU B S 728503 INOmax O EOE, XiZEG PRk v Lrz,

INOmax D& XITHIE L THIEK LW A h~E S 1 B U ME, BRREICESE v X
RV COFE, AT L7 —0FE, T CIEENETH 5,

10



5. SEPRYREME:
5.1 EAHZERRHE
SN - F OO 2 E A, ATC code RO7TAXO01,

—BALERIIZHOAERMR CELESNDLEH TH D, —BLERITMBNO /M
T =N T TR DNDERG~DREE . T T =R 7 T —E OFEMEL, K cGMP D
HIRR PN EE DI X 0 & VRS 2 athiE S, Sk mMEIEENRZ 5, —B(bZE
FEWA LA, BRI TR = 5, INOmax X3 e KT TV 558
sk Dt 2 Pk UBMIRIMER SR /3 E (Pa0,) ZIAKS®, T L v K#R (VIQ) o
TRV AR~ B TE 5 L O SR~ 1L i 2 750 Bl 3™ 5.

BrAE VBT s i EAE (PPHN) 1, JRFESPEFER S . UIMBEW S EGEEE (MAS) ., fifi
. BUSE, RS FIEE, S RMERERRIE~L =7 (CDH) K O KRS ORI X %
JRREL L CRHLT 5, T bORRETIE, MEHHT (PVR) 23@& < . BhHRE Bl & OFFH
LI LTl of — 7y v o MK DIEFFENE 5, #HrAEN PPHN # TlL, INOmax
IZ X W EEHRLD (PaO, DHE R EFCTRENTZE D) &FEEND,

R TR RIS K DARBRRVERE A 2 2 FF O 00 i) K OV AR L% OB AR R 2 % 521 INOmax
DAIEZ A LT,

NINOS GRER CTlE, (KEEE MM A RO BEN 235 B2 100% O, & H5-7 2 & [FRFZ —fR{b
EROOHT 28 (=114) KOPFH LZ20EE (n=121) ITEERIZEID 117, 201 E A
CIIAIEREE A 20 ppm & U, F 727 ATREZ K B CREDL L, PREERFRT 13 Yl C 40 B
W& Lz, “HERBELLT T B RREBRCTH 2 AR BT, WAH —BLERNIE T
KO TN T (BECMO) O ZG 32 & O A HR9E L7, 20 ppm
Kl TG Z ™ LT BT AR 25t 50s, —ER{ba 3 80 ppm 3ot BT ATk 2 R &
PTG L7z, FEC KDY XX ECMO OfEHBRGRIE (7'a A0 T ¢ 78R LT FEEHEE
H) Z#HbLERBEENS, —IEREGHCHERAGAMEN RSN (46% vs 64%,

p=0.006), FE|ZT —HNnHiE, —ERLEFZD LV &SHAETITBMA A AN 202 & 2VR
S ilc, WESNTAEFEFROBIRIIMPECRKE TH o7z, Hiliv 18~24 » AFFETO
IBERERER T, FEAEEAG, SEBETN, B ERFHE, R ORI FREHMEIC DWW TR RS b
FfECTH o 7=,

CINRGI FUBR Tl AKEE B PR AR 42 D 43 i 11 S35 W e i O B AE 2 186 14l 2 %5212 INOmax

PeEEE (n=97) XUTHHEH AREGRE (7T 1R ; n=89) ([ZEMELEIZEID 11T, IRk G &
% 20 ppm, 4~24 FFfH] T 5 ppm ~JEE L, BREERA X E T 44 FE ThH > 72, ECMO O

11



HHET e AT T ¢ TIER L FEEEE & L7, INOmax $EG-HETId, SFRREE L L
1 L ECMO 3L 38 L 722 > 7o i A RITA BT o 72 (31% vs 57%. p<0.001), INOmax %

BRETIE, PaO,. Ol K OVMIEMRAELOWIE D BRI OABERUGEP RIS N (B

Z A—4% :p<0.001), INOmax #&EGHE 97 HID 5B 241 2%) TA MNEZ B EREN

4%% LRl oo OB O G2 ik LTz, AEFELORBBHE R OHEIFBITSHELE b
FECH o7,

DTN 25200 2 BF TIE, M E DG & 2 EARE O EF-2SEBIGRO b d, WA
WAL % 38 VN i B P A8 IRA I L, F 72 B LB iRE 2 S5 2 L3
RENTWD, ZHAUT X0 A LR E RN LR RH 5, TORMEINLD
S L MIEAEER K QTR ER DR L DU ITEED D

INOT27 #R Tl (KFERMEMR AR 2O REIDIE (TEME 29 BARN) 795 B2 DV T,
M &% 5ppm & L7 INOmax 58 (n=395), XIIEFEE LG (778K : n=400) OWT
AU IR (TR, AT 24 RFRILAINICI G- 2 BkA L, BdAR 7 HI®L &R 21 ARG
% ke LT, fEMGER 36 R COSET L BPD 2 &AW ERHITE H & U7 — R 7k 5L
TiX, fERWIE A LR (p=0.40), XIXHERMAEZILEE (p=041) & L TIE LS
ATHLEMTHRRATRO beholz, LENHMO SRR, SRREEETE R
BED B (22.9%) &HEE LT, INO 5 TIX 114 5] (28.9%) Th o7, 36 HFFET
DERBYIRFETEIZ OV T, INO BEG-BETIE 53/395 B (13.4%) &, XFHREED 42/397 f

(10.6%) & Lhii LA TR o To o ARFRFIE O FLEEFHT A VL T iINO DEZEE %A 3R L 72 INOT25
ABRTIL, BDP Z DR WA FIZUGEDN RSN o7z, L LR G, IVH XIS T D
FEELRIZEAT 5 2 BIARER TIEFD b7 0 o 72, BALLRI GRER T, [RERIC R ER 4
IR 2 RFGT INO DS AR L7273, INO #5441 7 B BB Bhs Lix5- &% 20 ppm &
L7z, ARBRCIL, 7EMGH 36 M C BPD ZEb 347 LTV 2 HENIT 121 1 (45%)
TLUNO B 52T 780 o T8 A 95 61 (35.4%) & bl L CHEIZHEINZ 7~ L7z (p<0.028) ,
AR CIERIVE OB IO JKEIEEED B it o7,

S

TR L ESRIIIRFE LA FEROS L. CIIEER A AT D,

—RRIEERIARE T RS, ZOORIG LTV, AFHERTIE, —BRIERRBEIRE

ERICEM TH DN FF VHEMIBEM OA—/S—=FF 2 8 (0,) Z/ERT 2NN H Y |
BAZIE TG 2 RO G 25 S SR H 5, £/, —MIEERI&ES

NI EADFEERENDH Y . = b b EM e LT % % /37 E O SH & & BIST 5 AlhE
PED & %, Mk TPICR T 2 —BRILZEFR OLERISHEIZ SN T, T ORKIIERIIAHATS

Do KIBIZBIT DIERRE (1 ppm) DO—W(LZEFRIC XL DM TORETZAWEMNRBR TRSN
TWn5,

12



TE AR e 1 E M OV O o Dl S D /N B DT 4EFNIZ 31T 5 INOmax Ok
BABIZOW TR, BRMNESRST L VRS A GRS Nz, 42 BUNRBE COMHOEHE
RO b,

5.2 EWEhRERHE
—BRALEFRORYEREICH L TR AZHRICHRBREIT 72, —ILERIIWAL, 2510
IR E D, EDIFE A EDBIIMEIRZ @RS 525, ZZTIEINEZrE L LS L 60%
~100% 3R CTRFfIL TV D, OB TORERIN T, —BEERIIEICHBI~T /1
EUEREA L, A RNEZ o ROWEEE AT 5, KR T, —BEERIX
TAXIUANETa L EERTHIENHY, = hr i AT 2RI AR L,
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

INOmax 800 ppm mol/mol inhalation gas

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Nitric oxide (NO) 800 ppm mol/mol.

A 2 litre gas cylinder filled at 155 bar absolute brings 307 litres of gas under pressure of 1 bar at 15°C.
A 10 litre gas cylinder filled at 155 bar absolute brings 1535 litres of gas under pressure of 1 bar at
15°C.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Inhalation gas.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

INOmazx, in conjunction with ventilatory support and other appropriate active substances, is indicated:

. for the treatment of newborn infants > 34 weeks gestation with hypoxic respiratory failure
associated with clinical or echocardiographic evidence of pulmonary hypertension, in order to
improve oxygenation and to reduce the need for extracorporeal membrane oxygenation.

. as part of the treatment of peri- and post-operative pulmonary hypertension in adults and
newborn infants, infants and toddlers, children and adolescents, ages 0-17 years in conjunction
to heart surgery, in order to selectively decrease pulmonary arterial pressure and improve right
ventricular function and oxygenation.

4.2  Posology and method of administration

Persistent Pulmonary Hypertension in the Newborn (PPHN)

Prescription of nitric oxide should be supervised by a physician experienced in neonatal intensive care.
Prescription should be limited to those neonatal units that have received adequate training in the use of
a nitric oxide delivery system. INOmax should only be delivered according to a neonatologist’s
prescription.

INOmax should be used in ventilated newborn infants expected to require support >24 hours. INOmax
should be used only after respiratory support has been optimised. This includes optimising tidal
volume/pressures and lung recruitment (surfactant, high frequency ventilation, and positive end
expiratory pressure).

Pulmonary hypertension associated with heart surgery

Prescription of nitric oxide should be supervised by a physician experienced in cardiothoracic
anaesthesia & intensive care. Prescription should be limited to those cardio-thoracic units that have
received adequate training in the use of a nitric oxide delivery system. INOmax should only be
delivered according to an anaesthetist’s or intensive care physician’s prescription.

Posology
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Persistent Pulmonary Hypertension in the Newborn (PPHN)

The maximum recommended dose of INOmax is 20 ppm and this dose should not be exceeded. In the
pivotal clinical trials, the starting dose was 20 ppm. Starting as soon as possible and within 4-24 hours
of therapy, the dose should be weaned to 5 ppm provided that arterial oxygenation is adequate at this
lower dose. Inhaled nitric oxide therapy should be maintained at 5 ppm until there is improvement in
the neonate’s oxygenation such that the FiO, (fraction of inspired oxygen) < 0.60.

Treatment can be maintained up to 96 hours or until the underlying oxygen desaturation has resolved
and the neonate is ready to be weaned from INOmax therapy. The duration of therapy is variable, but
typically less than four days. In cases of failure to respond to inhaled nitric oxide, see section 4.4.

Weaning

Attempts to wean INOmax should be made after the ventilator support is substantially decreased

or after 96 hours of therapy. When the decision is made to discontinue inhaled nitric oxide therapy, the
dose should be reduced to 1 ppm for 30 minutes to one hour. If there is no change in oxygenation
during administration of INOmax at 1 ppm, the FiO, should be increased by 10 %, the INOmax is
discontinued, and the neonates monitored closely for signs of hypoxaemia. If oxygenation falls >20 %,
INOmax therapy should be resumed at 5 ppm and discontinuation of INOmax therapy should be
reconsidered after 12 to 24 hours. Infants who cannot be weaned off INOmax by 4 days should
undergo careful diagnostic work-up for other diseases.

Pulmonary hypertension associated with heart surgery

INOmax should be used only after conservative support has been optimised. In clinical trials INOmax
has been given in addition to other standard treatment regimes in the peri-operative setting, including

inotropic and vasoactive medicinal products. INOmax should be administered under close monitoring
of hemodynamics and oxygenation.

Newborn infants, infants and toddlers, children and adolescents, ages 0-17 years

The starting dose of inhaled nitric oxide is 10 ppm(part per million) of inhaled gas. The dose may be
increased up to 20 ppm if the lower dose has not provided sufficient clinical effects. The lowest
effective dose should be administered and the dose should be weaned down to 5 ppm provided that the
pulmonary artery pressure and systemic arterial oxygenation remain adequate at this lower dose.

Clinical data supporting the suggested dose in the age range 12-17 years is limited.

Adults

The starting dose of inhaled nitric oxide is 20 ppm (part per million) of inhaled gas. The dose may be
increased up to 40 ppm if the lower dose has not provided sufficient clinical effects. The lowest
effective dose should be administered and the dose should be weaned down to 5 ppm provided that the
pulmonary artery pressure and systemic arterial oxygenation remain adequate at this lower dose.

The effects of inhaled nitric oxide are rapid, decrease in pulmonary artery pressure and improved
oxygenation is seen within 5-20 minutes. In case of insufficient response the dose may be titrated after
a minimum of 10 minutes.

Consideration should be given to discontinuation of treatment if no beneficial physiological effects are
apparent after a 30-minute trial of therapy.

Treatment may be initiated at any time point in the peri-operative course to lower pulmonary pressure.
In clinical studies treatment was often initiated before separation from Cardio Pulmonary Bypass.
Inhaled NO has been given for time periods up to 7 days in the peri-operative setting, but common
treatment times are 24 -48 hours.

Weaning

Attempts to wean INOmax should be commenced as soon as the hemodynamics have stabilised in
conjunction to weaning from ventilator and inotropic support. The withdrawal of inhaled nitric oxide
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therapy should be performed in a stepwise manner. The dose should be incrementally reduced to 1
ppm for 30 minutes with close observation of systemic and central pressure, and then turned off.
Weaning should be attempted at least every 12 hours when the patient is stable on a low dose of
INOmax.

Too rapid weaning from inhaled nitric oxide therapy carries the risk of a re-bound increase in
pulmonary artery pressure with subsequent circulatory instability.

Paediatric population

The safety and efficacy of INOmax in premature infants less than 34 weeks of gestation has not yet
been established. Currently available data are described in section 5.1 but no recommendation or
posology can be made.

Method of administration
For endotracheopulmonary use.

Nitric oxide is delivered to the patient via mechanical ventilation after dilution with an oxygen/air
mixture using an approved (CE-marked) nitric oxide delivery system. Before initiation of therapy,
during set-up, secure that the device setting is in agreement with the cylinder gas concentration.

The delivery system must provide a constant inhaled INOmax concentration irrespective of the
ventilator. With a continuous flow neonatal ventilator, this may be achieved by infusing a low flow of
INOmax into the inspiratory limb of the ventilator circuit. Intermittent flow neonatal ventilation may
be associated with spikes in nitric oxide concentration. The nitric oxide delivery system for
intermittent flow ventilation should be adequate to avoid spikes in nitric oxide concentration.

The inspired INOmax concentration must be measured continuously in the inspiratory limb of the
circuit near the patient. The nitrogen dioxide (NO;) concentration and FiO, must also be measured at
the same site using calibrated and approved (CE-marked) monitoring equipment. For patient safety,
appropriate alarms must be set for INOmax (+ 2 ppm of the prescribed dose), NO, (1 ppm), and FiO,
(£ 0.05). The INOmax gas cylinder pressure must be displayed to allow timely gas cylinder
replacement without inadvertent loss of therapy and backup gas cylinders must be available to provide
timely replacement. INOmax therapy must be available for manual ventilation such as suctioning,
patient transport, and resuscitation.

In the event of a system failure or a wall-outlet power failure, a backup battery power supply and
reserve nitric oxide delivery system should be available. The power supply for the monitoring
equipment should be independent of the delivery device function.

The upper limit of exposure (mean exposure) to nitric oxide for personnel defined by worker's
legislation is 25 ppm for 8 hours (30 mg/m’) in most countries and the corresponding limit for NO, is
2-3 ppm (4-6 mg/m°).

Training in administration
The key elements that need to be covered in training hospital personnel are as follows.

Correct set-up and connections
- Connections to the gas cylinder and to the ventilator patient breathing circuit

Operation

- Pre-use check list procedure (a series of steps required immediately prior to each patient
initiation to ensure that the system is working properly and that the system is purged of NO,)

- Setting the device for the correct concentration of nitric oxide to be administered

- Setting the NO, NO, and O, monitors for high and low alarm limits

- Using the manual backup delivery system

- Procedures for correctly switching gas cylinders and purging system

- Troubleshooting alarms
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- NO, NO, and O, monitor calibration
- Monthly system performance check-up procedures

Monitoring formation of methaemoglobin (MetHb)

Neonates and infants are known to have diminished MetHb reductase activity compared to adults.
Methaemoglobin level should be measured within one hour after initiation of INOmax therapy, using
an analyser which can reliably distinguish between foetal haemoglobin and methaemoglobin. If it is >
2.5 %, the INOmax dose should be decreased and the administration of reducing medicinal products
such as methylene blue may be considered. Although it is unusual for the methaemoglobin level to
increase significantly if the first level is low, it is prudent to repeat methaemoglobin measurements
every one to two days.

In adults undergoing heart surgery, methaemoglobin level should be measured within one hour of the
initiation of INOmax therapy. If the fraction of methaemoglobin rises to a level that potentially
compromises adequate oxygen delivery, the INOmax dose should be decreased and the administration
of reducing medicinal products such as methylene blue may be considered.

Monitoring formation of nitrogen dioxide (NO)

Immediately prior to each patient initiation, proper procedure must be applied to purge the system of
NO,. The NO, concentration should be maintained as low as possible and always < 0.5 ppm. If the
NO; is > 0.5 ppm, the delivery system should be assessed for malfunction, the NO, analyser should be
recalibrated, and the INOmax and/or FiO, should be reduced if possible. If there is an unexpected
change in INOmax concentration, the delivery system should be assessed for malfunction and the
analyser should be recalibrated.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Neonates known to be dependent on right-to-left, or significant left-to-right, shunting of blood.
4.4 Special warnings and precautions for use

Inadequate response

If it is judged that clinical response is inadequate at 4-6 hours after starting INOmax, the following
should be considered.

For patients who are to be referred to another hospital, to prevent worsening of their condition on
acute discontinuation of INOmax, the availability of nitric oxide during transport should be assured.
Rescue, such as Extra Corporeal Membrane Oxygenation (ECMO) where available, should be
considered based on continued deterioration or failure to improve, defined by criteria based on local
circumstances.

Special patient populations
In clinical trials, no efficacy has been demonstrated with the use of inhaled nitric oxide in patients with
congenital diaphragmatic hernia.

Treatment with inhaled nitric oxide might aggravate cardiac insufficiency in a situation with left-to-
right shunting. This is due to unwanted pulmonary vasodilation caused by inhaled nitric oxide,
resulting in a further increase of already existing pulmonary hyperperfusion thus potentially giving
raise to forward or backward failure. It, therefore, is recommended that prior to the administration of
nitric oxide, pulmonary artery catheterisation or echocardiographic examination of central
haemodynamics be performed. Inhaled nitric oxide should be used with caution in patients with
complex heart defect, where high pressure in the pulmonary artery is of importance for maintaining
circulation.
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Inhaled nitric oxide should also be used with caution in patients with compromised left ventricular
function and elevated baseline pulmonary capillary pressure (PCWP) as they may be at an increased
risk of developing cardiac failure (e.g. pulmonary oedema).

Discontinuation of therapy

The INOmax dose should not be discontinued abruptly as it may result in an increase in pulmonary
artery pressure (PAP) and/or worsening of blood oxygenation (PaQO,). Deterioration in oxygenation
and elevation in PAP may also occur in neonates with no apparent response to INOmax. Weaning
from inhaled nitric oxide should be performed with caution. For patients transported to other facilities
for additional treatment, who need to continue with inhaled nitric oxide, arrangements should be made
to ensure the continuous supply of inhaled nitric oxide during transportation. The physician should
have access at the bedside to a reserve nitric oxide delivery system.

Formation of methaemoglobin

A large portion of nitric oxide for inhalation is absorbed systemically. The end medicinal products of
nitric oxide that enter the systemic circulation are predominantly methaemoglobin and nitrate. The
concentrations of methaemoglobin in the blood should be monitored, see section 4.2.

Formation of NO,

NO, rapidly forms in gas mixtures containing nitric oxide and O,, and nitric oxide may in this way
cause airway inflammation and damage. The dose of nitric oxide should be reduced if the
concentration of nitrogen dioxide exceeds 0.5 ppm.

Effects on platelets

Animal models have shown that nitric oxide may interact with haemostasis, resulting in an increased
bleeding time. Data in adult humans are conflicting, and there has been no increase in bleeding
complications in randomised controlled trials in term and near-term neonates with hypoxic respiratory
failure.

Regular monitoring of hemostasis and measurement of bleeding time is recommended during the
administration of INOmax for more than 24 hours to patients with functional or quantitative platelet
anomalies, a low coagulation factor or receiving anticoagulation treatment.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

A clinically significant interaction with other medicinal products used in the treatment of hypoxic
respiratory failure cannot be excluded based on the available data. There may be an additive effect
with INOmax on the risk of developing methaemoglobinemia with nitric oxide donor substances,
including sodium nitroprusside and nitroglycerin. INOmax has been safely administered with
tolazoline, dopamine, dobutamine, steroids, surfactant, and high-frequency ventilation.

The combined used with other vasodilators (e.g. sildenafil) is not extensively studied. Available data
suggest additive effects on central circulation, pulmonary artery pressure and right ventricular
performance. Inhaled nitric oxide combination with other vasodilators acting by the cGMP or cAMP
systems should be done with caution.

There is an increased risk of methaemoglobin formation if substances with a known tendency to
increase methaemoglobin concentrations are administered concomitantly with nitric oxide (e.g. alkyl
nitrates and sulphonamides). Substances known to cause increased methaemoglobin levels should thus
be used with caution during therapy with inhaled nitric oxide. Prilocaine, whether administered as
oral, parenteral, or topical formulations may cause methaemoglobinaemia. Care must be taken when
INOmax is given at the same time as medicinal products containing prilocaine.

In the presence of oxygen, nitric oxide is rapidly oxidised to derivatives which are toxic to the
bronchial epithelium and alveolo-capillary membrane. Nitrogen dioxide (NO,) is the main substance
formed, and may cause airway inflammation and damage. There are also animal data suggesting an
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increased susceptibility to airway infections upon exposure to low levels of NO,, During treatment
with nitric oxide, the NO, concentration should be < 0.5 ppm in the nitric oxide dose range < 20 ppm.
If at any time the NO, concentration exceeds 1 ppm, the nitric oxide dose should immediately be
reduced. See section 4.2 for information on monitoring for NO,.

4.6 Fertility, pregnancy and lactation

There are no adequate data from the use of nitric oxide in pregnant women. The potential risk for
humans is unknown.

It is unknown whether nitric oxide is excreted in human milk.

INOmax should not be used during pregnancy or breastfeeding.

No fertility studies have been performed.

4.7 Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

Summary of safety profile

Abrupt discontinuation of the administration of inhaled nitric oxide may cause rebound reaction;
decrease in oxygenation and increase in central pressure and subsequent decrease in systemic blood

pressure. Rebound reaction is the most commonly adverse reaction in association with the clinical use
of INOmax. The rebound may be seen early as well as late during therapy.

In one clinical study (NINOS), treatment groups were similar with respect to the incidence and
severity of intracranial haemorrhage, Grade IV haemorrhage, periventricular leukomalacia, cerebral
infarction, seizures requiring anticonvulsant therapy, pulmonary haemorrhage, or gastrointestinal
haemorrhage.

Tabulated list of adverse reactions

The table below presents adverse reactions (ADRs) that have been reported with the use of INOmax
from either the CINGRI trial of 212 neonates or post marketing experience in neonates (<1 months of
age). The displayed frequency categories use the following convention: very common (=1/10),
common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (=1/10,000 to <1/1,000), very rare
(<1/10,000), not known (cannot be estimated from the available data).
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System organ | Very Common Uncommon Rare | Very | Not known

class common rare

Blood and Thrombo- | - Methaemoglobi | - - -

lymphatic cytopenia® naemia’

system

disorders

Cardiac - - - - - Bradycardia®

disorders (following abrupt
discontinuation of
therapy)

Vascular - Hypotension™” | - - - -

disorders ‘

Respiratory, | - Atelectasis® - - - Hypoxia®

thoracic and Dyspnea*

mediastinal Chest Disconfort

disorders Dry throat”

Nervous - - - - - Headache*

system Dizziness®

disorders

a: Identified from the clinical trial

b: Identified from Post-Marketing experience

c: Identified from Post-Marketing experience, experienced by healthcare personnel following accidental
exposure

d: Post Marketing Safety Surveillance (PMSS) data, effects associated with acute withdrawal of the medicinal
product, and /or delivery system failures. Rapid rebound reactions such as intensified pulmonary
vasoconstriction and hypoxia after sudden withdrawal of inhaled nitric oxide therapy has been described,
precipitating cardiovascular collapse.

Description of selected adverse reactions
Inhaled nitric oxide therapy may cause an increase in methaemoglobin.

4.9 Overdose

Overdose with INOmax will be manifest by elevations in methaemoglobin and NO,. Elevated NO,
may cause acute lung injury. Elevations in methaemoglobinaemia reduce the oxygen delivery capacity
of the circulation. In clinical studies, NO, levels > 3 ppm or methaemoglobin levels > 7 % were
treated by reducing the dose of, or discontinuing, INOmax.

Methaemoglobinaemia that does not resolve after reduction or discontinuation of therapy can be
treated with intravenous vitamin C, intravenous methylene blue, or blood transfusion, based upon the
clinical situation.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other respiratory system products, ATC code RO7AXO01.

Nitric oxide is a compound produced by many cells of the body. It relaxes vascular smooth muscle by
binding to the haeme moiety of cytosolic guanylate cyclase, activating guanylate cyclase and
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increasing intracellular levels of cyclic guanosine 3’,5’-monophosphate, which then leads to
vasodilation. When inhaled, nitric oxide produces selective pulmonary vasodilation.

INOmax appears to increase the partial pressure of arterial oxygen (PaO,) by dilating pulmonary
vessels in better ventilated areas of the lung, redistributing pulmonary blood flow away from lung
regions with low ventilation/perfusion (V/Q) ratios toward regions with normal ratios.

Persistent pulmonary hypertension of the newborn (PPHN) occurs as a primary developmental defect
or as a condition secondary to other diseases such as meconium aspiration syndrome (MAS),
pneumonia, sepsis, hyaline membrane disease, congenital diaphragmatic hernia (CDH), and
pulmonary hypoplasia. In these states, pulmonary vascular resistance (PVR) is high, which results in
hypoxemia secondary to right-to-left shunting of blood through the patent ductus arteriosus and
foramen ovale. In neonates with PPHN, INOmax can improve oxygenation (as indicated by significant
increases in Pa0,).

The efficacy of INOmax has been investigated in term and near-term newborns with hypoxic
respiratory failure resulting from a variety of etiologies.

In the NINOS trial, 235 neonates with hypoxic respiratory failure were randomised to receive 100 %
O, with (n=114) or without (n=121) nitric oxide most with an initial concentration of 20 ppm with
weaning as possible to lower doses with a median duration of exposure of 40 hours. The objective of
this double-blind, randomised, placebo controlled trial was to determine whether inhaled nitric oxide
would reduce the occurrence of death and/or initiation of extracorporeal membrane oxygenation
(ECMO). Neonates with less than a full response at 20 ppm were evaluated for a response to 80 ppm
nitric oxide or control gas. The combined incidence of death and/or initiation of ECMO (the
prospectively defined primary endpoint) showed a significant advantage for the nitric oxide treated
group (46 % vs. 64 %, p=0.006). Data further suggested a lack of additional benefit for the higher dose
of nitric oxide. The adverse events collected occurred at similar incidence rates in both groups.
Follow-up exams at 18-24 months of age were similar between the two groups with respect to mental,
motor, audiologic, and neurologic evaluations.

In the CINRGI trial, 186 term- and near-term neonates with hypoxic respiratory failure were
randomised to receive either INOmax (n=97) or nitrogen gas (placebo; n=89) with an initial dose of
20 ppm weaning to 5 ppm in 4 to 24 hours with median duration of exposure of 44 hours. The
prospectively defined primary endpoint was the receipt of ECMO. Significantly fewer neonates in the
INOmax group required ECMO compared to the control group (31 % vs 57 %, p<0.001). The
INOmax group had significantly improved oxygenation as measured by PaO,, Ol, and alveolar-arterial
gradient (p<0.001 for all parameters). Of the 97 patients treated with INOmax, 2(2 %) were withdrawn
from study drug due to methaemoglobin levels >4 %. The frequency and number of adverse events
were similar in the two study groups.

In patients undergoing heart surgery, an increase in pulmonary artery pressure due to pulmonary vaso-
constriction is frequently seen. Inhaled nitric oxide has been shown to selectively reduce pulmonary
vascular resistance and reduce the increased pulmonary artery pressure. This may increase the right
ventricular ejection fraction. These effects in turn lead to improved blood circulation and oxygenation
in the pulmonary circulation.

In the INOT27 trial, 795 preterm infants (GA<29 weeks) with hypoxic respiratory failure were
randomised to receive either INOmax (n=395) in a dose of 5 ppm or nitrogen (placebo n=400),
beginning within the first 24 hours of life and treated for at least 7 days, up to 21 days. The primary
outcome, of the combined efficacy endpoints of death or BPD at 36 weeks GA, was not significantly
different between groups, even with adjustment for gestational age as a covariate (p = 0.40), or with
birth weight as a covariate (p = 0.41). The overall occurrence of intraventricular haemorrhage was 114
(28.9 %) among the iNO treated as compared to 91 (22.9 %) among the control neonates. The overall
number of death at week 36 was slightly higher in the iNO group; 53/395 (13.4 %) as compared to
control 42/397 (10.6 %). The INOT25 trial, studying the effects of iNO in hypoxic preterm neonates,
did not show improvement in alive without BDP. No difference in the incidence of IVH or death was
however observed in this study. The BALLR1 study, also evaluating the effects of iNO in preterm
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neonates, but initiating iNO at 7 days and in a dose of 20 ppm, found a significant increase in neonates
alive without BPD at gestational week 36, 121 (45 % vs 95 (35.4 %) p<0.028. No signs of any
increase adverse effects were noted in this study.

Nitric oxide chemically reacts with oxygen to form nitrogen dioxide.

Nitric oxide has an unpaired electron, which makes the molecule reactive. In biological tissue, nitric
oxide may form peroxynitrite with superoxide (O;’), an unstable compound which may cause tissue
damage through further redox reactions. In addition, nitric oxide has affinity to metalloproteins and
may also react with SH-groups in protein forming nitrosyl compounds. The clinical significance of the
chemical reactivity of nitric oxide in tissue is unknown. Studies show that nitric oxide exhibits
pulmonary pharmacodynamic effects at intra-airway concentrations as low as 1 ppm.

The European Medicines Agency has waived the obligation to submit the results of studies with
INOmax in all subsets of the paediatric population in persistent pulmonary hypertension and other
pulmonary heart disease. See section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties

The pharmacokinetics of nitric oxide has been studied in adults. Nitric oxide is absorbed systemically
after inhalation. Most of it traverses the pulmonary capillary bed where it combines with haemoglobin
that is 60 % to 100 % oxygen-saturated. At this level of oxygen saturation, nitric oxide combines
predominantly with oxyhaemoglobin to produce methaemoglobin and nitrate. At low oxygen
saturation, nitric oxide can combine with deoxyhaemoglobin to transiently form nitrosylhaemoglobin,
which is converted to nitrogen oxides and methaemoglobin upon exposure to oxygen. Within the
pulmonary system, nitric oxide can combine with oxygen and water to produce nitrogen dioxide and
nitrite, respectively, which interact with oxyhaemoglobin to produce methaemoglobin and nitrate.
Thus, the end products of nitric oxide that enter the systemic circulation are predominantly
methaemoglobin and nitrate.

Methaemoglobin disposition has been investigated as a function of time and nitric oxide exposure
concentration in neonates with respiratory failure. Methaemoglobin concentrations increase during the
first 8 hours of nitric oxide exposure. The mean methaemoglobin levels remained below 1 % in the
placebo group and in the 5 ppm and 20 ppm INOmax groups, but reached approximately 5 % in the
80 ppm INOmax group. Methaemoglobin levels > 7 % were attained only in patients receiving

80 ppm, where they comprised 35 % of the group. The average time to reach peak methaemoglobin
was 10 £ 9 (SD) hours (median, 8 hours) in these 13 patients; but one patient did not exceed 7 % until
40 hours.

Nitrate has been identified as the predominant nitric oxide metabolite excreted in the urine, accounting
for > 70 % of the nitric oxide dose inhaled. Nitrate is cleared from the plasma by the kidney at rates
approaching the rate of glomerular filtration.

5.3  Preclinical safety data

Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of the
maximum human exposure indicating little relevance to clinical use.

Acute toxicity is related to anoxia resulting from elevated methaemoglobin levels.
Nitric oxide is genotoxic in some test systems. No evidence of a carcinogenic effect was apparent, at
inhalation exposures up to the recommended dose (20 ppm), in rats for 20 h/day for up to two years.

Higher exposures have not been investigated.

No reproduction toxicity studies have been conducted.
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Nitrogen

6.2 Incompatibilities

In the presence of oxygen NO rapidly forms NO,_ see section 4.5.

6.3  Shelf life

3 years

6.4 Special precautions for storage

All regulations concerning handling of pressure vessels must be followed.

Store gas cylinders indoors in well-ventilated rooms or outdoors in ventilated sheds where they are
protected from rain and direct sunlight.

Protect the gas cylinders from shocks, falls, oxidising and flammable materials, moisture, sources of
heat or ignition.

Storage in the pharmacy department

The gas cylinders should be stored in an airy, clean and locked place, for storage of medicinal gas
only. Inside this place, a separate premise should be dedicated to the storage of nitric oxide gas
cylinders.

Storage in the medical department
The gas cylinder should be put in an equipped site with appropriate material in order to hold the gas
cylinder vertically.

Transport of gas cylinders

The gas cylinders should be transported with appropriate material in order to protect them from risks
of shocks and falls.

During inter- or within-hospital transfers of patients treated with INOmax, the gas cylinders should be
fixedly stowed away in order to hold the gas cylinders vertically and to avoid the risk of fall or
untimely modifying output. A particular attention should be also turned to the fastening of the pressure
regulator so as to avoid the risks of accidental failures.

6.5 Nature and contents of container

A 2 litre and 10 litre aluminium gas cylinder (identification with aquamarine shoulder and white body)
filled under a pressure of 155 bar, equipped with a stainless steel positive pressure (residual) valve
with a specific outlet connection.

Pack sizes:

2 litre aluminium gas cylinder
10 litre aluminium gas cylinder
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6.6 Special precautions for disposal and other handling

Instructions for use/handling INOmax
When connecting an INOmax cylinder to the delivery system, always secure that the cylinder
concentration is of the same concentration for which the system is configured.

In order to avoid all incidents, the following instructions should be absolutely respected.

- the good condition of the material should be checked before use

- the gas cylinders should be fixedly stowed away in order to avoid untimely fall

- the valve should not be violently opened

- a gas cylinder whose valve is not protected by a cap or a shell should not be used

- a specific connection, with a 30 mm thread which is designated for medical use, complying with
ISO 5145 and a pressure regulator which admits a pressure at least equal to 1.5 the maximum
operating pressure (155 bar) of the gas cylinder should be used

- the pressure regulator should be purged by the nitrogen-nitric oxide mixture before each new
use in order to preclude nitrogen dioxide inhalation

- a defective valve should not be repaired

- the pressure regulator should not be tightened with pliers, at the risk of crushing the gasket

All equipment, including connectors, tubing, and circuits, used in the delivery of nitric oxide must be
made of materials compatible with the gas. From a corrosion point of view the supply system can be
divided into two zones: 1) From the gas cylinder valve to the humidifier (dry gas) and 2) From the
humidifier to outlet (moist gas which may contain NO,). Tests show that dry nitric oxide mixtures can
be used with most materials. However, the presence of nitrogen dioxide and moisture creates an
aggressive atmosphere. Among metallic construction materials, only stainless steel can be
recommended. Tested polymers which can be used in nitric oxide administration systems include
polyethylene (PE) and polypropylene (PP). Butyl rubber, polyamide, and polyurethane should not be
used. Polytrifluorochloroethylene, hexafluoropropene-vinyliden copolymer and polytetraflourethylene
have been used extensively with pure nitric oxide and other corrosive gases. They were considered so
inert that testing was not required.

The installation of a nitric oxide pipeline system with supply station of gas cylinders, fixed network
and terminal units is forbidden.

There is in general no need for scavenging of excess gas, the work place ambient air quality should
however be considered and trace concentrations of NO or NO,/NOx must not exceed set national
occupational exposure limits. Accidental exposure to INOmax in hospital staff has been associated
with adverse events (see section 4.8).

Instruction for disposal of gas cylinder
When the gas cylinder is empty, it should not be discarded. Empty gas cylinders will be collected by
the supplier.

7. MARKETING AUTHORISATION HOLDER
Linde Healthcare AB

SE-181 81 Lidingo

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/01/194/003, EU/1/01/194/004
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 01/08/2001

Date of last renewal: 01/06/2006

10. DATE OF REVISION OF THE TEXT

MM/YYYY

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.cu.
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INOMAX - nitric oxide gas

INO Therapeutics

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use INOmax
safely and effectively. See full prescribing information for INOmax.

INOmax (nitric oxide) for inhalation
Initial U.S. Approval: 1999

RECENT MAJOR CHANGES-------------mzezmmmmmenn
Dosage and Administration (2.2) 3/2013

INOmax is a vasodilator, which, in conjunction with ventilatory support and
other appropriate agents, is indicated for the treatment of term and near-term
(>34 weeks gestation) neonates with hypoxic respiratory failure associated
with clinical or echocardiographic evidence of pulmonary hypertension,
where it improves oxygenation and reduces the need for extracorporeal
membrane oxygenation (1.1).

Monitor for PaO,, methemoglobin, and inspired NO, during INOmax
administration (1.1).

Utilize additional therapies to maximize oxygen delivery (1.1).

Dosage: The recommended dose of INOmax is 20 ppm, maintained for up to
14 days or until the underlying oxygen desaturation has resolved (2.1).
Administration:
e Use only with an INOmax DSir®, INOmax® DS, or INOvent®
operated by trained personnel (2.2)

e  Wean from INOmax gradually (2.2).

INOmax (nitric oxide) is a gas available in 100 ppm and 800 ppm
concentrations (3).

CONTRAINDICATIONS
Neonates known to be dependent on right-to-left shunting of blood (4).

Rebound: Abrupt discontinuation of INOmax may lead to worsening
oxygenation and increasing pulmonary artery pressure (5.1).

Methemoglobinemia: Methemoglobin increases with the dose of nitric oxide;
following discontinuation or reduction of nitric oxide, methemoglobin levels
return to baseline over a period of hours (5.2).

Elevated NO, Levels: Monitor NO, levels continuously with a suitable Nitric
Oxide Delivery System (5.3).

Heart Failure: In patients with pre-existing left ventricular dysfunction,
INOmax may increase pulmonary capillary wedge pressure leading to
pulmonary edema (5.4).

ADVERSE REACTIONS
Methemoglobinemia and NO, levels are dose dependent. The most common
adverse reaction is hypotension (6).

To report SUSPECTED ADVERSE REACTIONS, contact INO
Therapeutics at 1-877-566-9466 and http://www.inomax.com/ or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Nitric oxide donor agents: Nitric oxide donor compounds, such as prilocaine,
sodium nitroprusside, and nitroglycerin, when administered as oral, parenteral,
or topical formulations, may have an additive effect with INOmax on the risk
of developing methemoglobinemia (7).

Revised: 3/2013
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Treatment of Hypoxic Respiratory Failure

INOmax® is a vasodilator, which, in conjunction with ventilatory support and other appropriate
agents, is indicated for the treatment of term and near-term (>34 weeks) neonates with hypoxic
respiratory failure associated with clinical or echocardiographic evidence of pulmonary
hypertension, where it improves oxygenation and reduces the need for extracorporeal membrane
oxygenation.

Utilize additional therapies to maximize oxygen delivery with validated ventilation systems [see
Dosage and Administration (2.2)]. In patients with collapsed alveoli, additional therapies might
include surfactant and high-frequency oscillatory ventilation.

The safety and effectiveness of INOmax have been established in a population receiving other
therapies for hypoxic respiratory failure, including vasodilators, intravenous fluids, bicarbonate
therapy, and mechanical ventilation. Different dose regimens for nitric oxide were used in the
clinical studies [see Clinical Studies (14)].

Monitor for PaO,, methemoglobin, and inspired NO, during INOmax administration.

2 DOSAGE AND ADMINISTRATION

To ensure safe and effective administration of INOmax to avoid adverse events associated with
nitric oxide or NO,, administration of INOmax should only be performed by a health care
professional who has completed and maintained training on the safe and effective use of a Nitric
Oxide Delivery System provided by the manufacturer of the delivery system and the drug.

2.1 Dosage

Term and near-term neonates with hypoxic respiratory failure

The recommended dose of INOmax is 20 ppm. Treatment should be maintained up to 14 days or
until the underlying oxygen desaturation has resolved and the neonate is ready to be weaned
from INOmax therapy.

As the risk of methemoglobinemia and elevated NO, levels increases significantly when
INOmax is administered at doses >20 ppm; doses above this level are not recommended.

2.2 Administration

Methemoglobin should be measured within 4-8 hours after initiation of treatment with INOmax
and periodically throughout treatment [see Warnings and Precautions (5.2)].

Nitric Oxide Delivery Systems
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INOmax must be administered using the INOmax DSiz®, INOmax® DS, or INOvent® Nitric
Oxide Delivery Systems, which deliver operator-determined concentrations of nitric oxide in
conjunction with a ventilator or breathing gas administration system after dilution with an
oxygen/air mixture. A Nitric Oxide Delivery System includes a nitric oxide administration
apparatus, a nitric oxide gas analyzer and a nitrogen dioxide gas analyzer. Failure to calibrate the
Nitric Oxide Delivery System could result in under- or over- dosing of nitric oxide.

To address potential power failure, keep available a backup battery power supply. To address
potential system failure, keep available an independent reserve nitric oxide delivery system.
Failure to transition to a reserve nitric oxide delivery system can result in abrupt or prolonged
discontinuation of nitric oxide [see Warnings and Precautions (5.1)].

Training in Administration

The user of INOmax and Nitric Oxide Delivery Systems must complete a comprehensive
training program for health care professionals provided by the delivery system and drug
manufacturers.

Health professional staff that administers nitric oxide therapy have access to supplier-provided
24 hour/365 days per year technical support on the delivery and administration of INOmax at 1-
877-566-9466.

Weaning and Discontinuation

Abrupt discontinuation of INOmax may lead to increasing pulmonary artery pressure (PAP) and
worsening oxygenation even in neonates with no apparent response to nitric oxide for inhalation.
To wean INOmax, downtitrate in several steps, pausing several hours at each step to monitor for
hypoxemia.

3 DOSAGE FORMS AND STRENGTHS
INOmax (nitric oxide) for inhalation is a gas available in 100 ppm and 800 ppm concentrations.
4 CONTRAINDICATIONS

INOmax is contraindicated in the treatment of neonates known to be dependent on right-to-left
shunting of blood.

5 WARNINGS AND PRECAUTIONS

5.1 Rebound Pulmonary Hypertension Syndrome following Abrupt Discontinuation

Wean from INOmax [see Dosage and Administration (2.2)]. Abrupt discontinuation of INOmax
may lead to worsening oxygenation and increasing pulmonary artery pressure, i.e., Rebound
Pulmonary Hypertension Syndrome. Signs and symptoms of Rebound Pulmonary Hypertension
Syndrome include hypoxemia, systemic hypotension, bradycardia, and decreased cardiac output.
If Rebound Pulmonary Hypertension occurs, reinstate INOmax therapy immediately.

5.2 Hypoxemia from Methemoglobinemia

Nitric oxide combines with hemoglobin to form methemoglobin, which does not transport
oxygen, Methemoglobin levels increase with the dose of INOmax; it can take 8 hours or more
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before steady-state methemoglobin levels are attained. Monitor methemoglobin and adjust the
dose of INOmax to optimize oxygenation.

If methemoglobin levels do not resolve with decrease in dose or discontinuation of INOmax,
additional therapy may be warranted to treat methemoglobinemia [see Overdosage (10)].

5.3 Airway Injury from Nitrogen Dioxide

Nitrogen dioxide (NO,) forms in gas mixtures containing NO and O,. Nitrogen dioxide may
cause airway inflammation and damage to lung tissues. If the concentration of NO; in the
breathing circuit exceeds 0.5 ppm, decrease the dose of INOmax.

If there is an unexpected change in NO, concentration, when measured in the breathing circuit,
then the delivery system should be assessed in accordance with the Nitric Oxide Delivery System
O&M Manual troubleshooting section, and the NO, analyzer should be recalibrated. The dose of
INOmax and/or FiO, should be adjusted as appropriate.

5.4 Heart Failure

Patients with left ventricular dysfunction treated with INOmax may experience pulmonary
edema, increased pulmonary capillary wedge pressure, worsening of left ventricular dysfunction,
systemic hypotension, bradycardia and cardiac arrest. Discontinue INOmax while providing
symptomatic care.

6 ADVERSE REACTIONS

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice. The adverse reaction
information from the clinical studies does, however, provide a basis for identifying the adverse
events that appear to be related to drug use and for approximating rates.

6.1 Clinical Trials Experience

Controlled studies have included 325 patients on INOmax doses of 5 to 80 ppm and 251 patients
on placebo. Total mortality in the pooled trials was 11% on placebo and 9% on INOmax, a result
adequate to exclude INOmax mortality being more than 40% worse than placebo.

In both the NINOS and CINRGI studies, the duration of hospitalization was similar in INOmax
and placebo-treated groups.

From all controlled studies, at least 6 months of follow-up is available for 278 patients who
received INOmax and 212 patients who received placebo. Among these patients, there was no
evidence of an adverse effect of treatment on the need for rehospitalization, special medical
services, pulmonary disease, or neurological sequelae.

In the NINOS study, treatment groups were similar with respect to the incidence and severity of
intracranial hemorrhage, Grade IV hemorrhage, periventricular leukomalacia, cerebral infarction,
seizures requiring anticonvulsant therapy, pulmonary hemorrhage, or gastrointestinal
hemorrhage.
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In CINRGI, the only adverse reaction (>2% higher incidence on INOmax than on placebo) was
hypotension (14% vs. 11%).

6.2 Post-Marketing Experience

Accidental Exposure

Based upon post-marketing experience, accidental exposure to nitric oxide for inhalation in
hospital staff has been associated with chest discomfort, dizziness, dry throat, dyspnea, and
headache.

7 DRUG INTERACTIONS

No formal drug-interaction studies have been performed, and a clinically significant interaction
with other medications used in the treatment of hypoxic respiratory failure cannot be excluded
based on the available data. INOmax has been administered with dopamine, dobutamine,
steroids, surfactant, and high-frequency ventilation. Although there are no study data to evaluate
the possibility, nitric oxide donor compounds, including sodium nitroprusside and nitroglycerin,
may have an additive effect with INOmax on the risk of developing methemoglobinemia. An
association between prilocaine and an increased risk of methemoglobinemia, particularly in
infants, has specifically been described in a literature case report. This risk is present whether the
drugs are administered as oral, parenteral, or topical formulations.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C

Animal reproduction studies have not been conducted with INOmax. It is not known if INOmax
can cause fetal harm when administered to a pregnant woman or can affect reproductive
capacity. INOmax is not intended for adults.

8.2 Labor and Delivery

The effect of INOmax on labor and delivery in humans is unknown.

8.3 Nursing Mothers

Nitric oxide is not indicated for use in the adult population, including nursing mothers. It is not
known whether nitric oxide is excreted in human milk.

8.4 Pediatric Use

The safety and efficacy of nitric oxide for inhalation has been demonstrated in term and near-
term neonates with hypoxic respiratory failure associated with evidence of pulmonary
hypertension [see Clinical Studies (14.1)]. Additional studies conducted in premature neonates
for the prevention of bronchopulmonary dysplasia have not demonstrated substantial evidence of

5
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efficacy [see Clinical Studies (14.3)]. No information about its effectiveness in other age
populations is available.

8.5 Geriatric Use

Nitric oxide is not indicated for use in the adult population.

10 OVERDOSAGE

Overdosage with INOmax will be manifest by elevations in methemoglobin and pulmonary
toxicities associated with inspired NO,. Elevated NO, may cause acute lung injury. Elevations in
methemoglobin reduce the oxygen delivery capacity of the circulation. In clinical studies, NO,
levels >3 ppm or methemoglobin levels >7% were treated by reducing the dose of, or
discontinuing, INOmax.

Methemoglobinemia that does not resolve after reduction or discontinuation of therapy can be
treated with intravenous vitamin C, intravenous methylene blue, or blood transfusion, based
upon the clinical situation.

11 DESCRIPTION

INOmax (nitric oxide gas) is a drug administered by inhalation. Nitric oxide, the active substance
in INOmax, is a pulmonary vasodilator. INOmax is a gaseous blend of nitric oxide and nitrogen
(0.08% and 99.92%, respectively for 800 ppm; 0.01% and 99.99%, respectively for 100 ppm).
INOmax is supplied in aluminum cylinders as a compressed gas under high pressure (2000
pounds per square inch gauge [psig]).

The structural formula of nitric oxide (NO) is shown below:

=

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Nitric oxide is a compound produced by many cells of the body. It relaxes vascular smooth
muscle by binding to the heme moiety of cytosolic guanylate cyclase, activating guanylate
cyclase and increasing intracellular levels of cyclic guanosine 3',5'-monophosphate, which then
leads to vasodilation. When inhaled, nitric oxide selectively dilates the pulmonary vasculature,
and because of efficient scavenging by hemoglobin, has minimal effect on the systemic
vasculature.

INOmax appears to increase the partial pressure of arterial oxygen (PaO;) by dilating pulmonary
vessels in better ventilated areas of the lung, redistributing pulmonary blood flow away from
lung regions with low ventilation/perfusion (V/Q) ratios toward regions with normal ratios.
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12.2 Pharmacodynamics

Effects on Pulmonary Vascular Tone in PPHN

Persistent pulmonary hypertension of the newborn (PPHN) occurs as a primary developmental
defect or as a condition secondary to other diseases such as meconium aspiration syndrome
(MAS), pneumonia, sepsis, hyaline membrane disease, congenital diaphragmatic hernia (CDH),
and pulmonary hypoplasia. In these states, pulmonary vascular resistance (PVR) is high, which
results in hypoxemia secondary to right-to-left shunting of blood through the patent ductus
arteriosus and foramen ovale. In neonates with PPHN, INOmax improves oxygenation (as
indicated by significant increases in PaOy).

12.3 Pharmacokinetics

The pharmacokinetics of nitric oxide has been studied in adults.

Uptake and Distribution

Nitric oxide is absorbed systemically after inhalation. Most of it traverses the pulmonary
capillary bed where it combines with hemoglobin that is 60% to 100% oxygen-saturated. At this
level of oxygen saturation, nitric oxide combines predominantly with oxyhemoglobin to produce
methemoglobin and nitrate. At low oxygen saturation, nitric oxide can combine with
deoxyhemoglobin to transiently form nitrosylhemoglobin, which is converted to nitrogen oxides
and methemoglobin upon exposure to oxygen. Within the pulmonary system, nitric oxide can
combine with oxygen and water to produce nitrogen dioxide and nitrite, respectively, which
interact with oxyhemoglobin to produce methemoglobin and nitrate. Thus, the end products of
nitric oxide that enter the systemic circulation are predominantly methemoglobin and nitrate.

Metabolism

Methemoglobin disposition has been investigated as a function of time and nitric oxide exposure
concentration in neonates with respiratory failure. The methemoglobin (MetHb) concentration-
time profiles during the first 12 hours of exposure to 0, 5, 20, and 80 ppm INOmax are shown in
Figure 1.

Figure 1: Methemoglobin Concentration-Time Profiles Neonates Inhaling 0, 5, 20 or 80
ppm INOmax
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Hours of INOmax Administration
Methemoglobin concentrations increased during the first 8 hours of nitric oxide exposure. The
mean methemoglobin level remained below 1% in the placebo group and in the 5 ppm and 20
ppm INOmax groups, but reached approximately 5% in the 80 ppm INOmax group.
Methemoglobin levels >7% were attained only in patients receiving 80 ppm, where they

comprised 35% of the group. The average time to reach peak methemoglobin was 10 + 9 (SD)
hours (median, 8 hours) in these 13 patients, but one patient did not exceed 7% until 40 hours.

Elimination

Nitrate has been identified as the predominant nitric oxide metabolite excreted in the urine,
accounting for >70% of the nitric oxide dose inhaled. Nitrate is cleared from the plasma by the
kidney at rates approaching the rate of glomerular filtration.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No evidence of a carcinogenic effect was apparent, at inhalation exposures up to the
recommended dose (20 ppm), in rats for 20 hr/day for up to two years. Higher exposures have
not been investigated.

Nitric oxide has demonstrated genotoxicity in Salmonella (Ames Test), human lymphocytes, and
after in vivo exposure in rats. There are no animal or human studies to evaluate nitric oxide for
effects on fertility.
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14 CLINICAL STUDIES

14.1 Treatment of Hypoxic Respiratory Failure (HRF)

The efficacy of INOmax has been investigated in term and near-term newborns with hypoxic
respiratory failure resulting from a variety of etiologies. Inhalation of INOmax reduces the
oxygenation index (Ol= mean airway pressure in cm H,O x fraction of inspired oxygen
concentration [FiO,]x 100 divided by systemic arterial concentration in mm Hg [PaO,]) and
increases PaO; [see Clinical Pharmacology (12.1)].

NINOS Study

The Neonatal Inhaled Nitric Oxide Study (NINOS) was a double-blind, randomized, placebo-
controlled, multicenter trial in 235 neonates with hypoxic respiratory failure. The objective of the
study was to determine whether inhaled nitric oxide would reduce the occurrence of death and/or
initiation of extracorporeal membrane oxygenation (ECMO) in a prospectively defined cohort of
term or near-term neonates with hypoxic respiratory failure unresponsive to conventional
therapy. Hypoxic respiratory failure was caused by meconium aspiration syndrome (MAS; 49%),
pneumonia/sepsis (21%), idiopathic primary pulmonary hypertension of the newborn (PPHN;
17%), or respiratory distress syndrome (RDS; 11%). Infants <14 days of age (mean, 1.7 days)
with a mean PaO, of 46 mm Hg and a mean oxygenation index (Ol) of 43 cm H,O / mm Hg
were initially randomized to receive 100% O, with (n=114) or without (n=121) 20 ppm nitric
oxide for up to 14 days. Response to study drug was defined as a change from baseline in PaO,
30 minutes after starting treatment (full response = >20 mm Hg, partial = 10-20 mm Hg, no
response = <10 mm Hg). Neonates with a less than full response were evaluated for a response to
80 ppm nitric oxide or control gas. The primary results from the NINOS study are presented in

Table 2.
Table 2: Summary of Clinical Results from NINOS Study
Control NO P value
(n=121) (n=114)
Death or ECMO™' 77 (64%) 52 (46%) 0.006
Death 20 (17%) 16 (14%) 0.60
ECMO 66 (55%) 44 (39%) 0.014

" Extracorporeal membrane oxygenation
" Death or need for ECMO was the study's primary end point

Although the incidence of death by 120 days of age was similar in both groups (NO, 14%;
control, 17%), significantly fewer infants in the nitric oxide group required ECMO compared
with controls (39% vs. 55%, p = 0.014). The combined incidence of death and/or initiation of
ECMO showed a significant advantage for the nitric oxide treated group (46% vs. 64%, p =
0.006). The nitric oxide group also had significantly greater increases in PaO, and greater
decreases in the Ol and the alveolar-arterial oxygen gradient than the control group (p<0.001 for
all parameters). Significantly more patients had at least a partial response to the initial
administration of study drug in the nitric oxide group (66%) than the control group (26%,
p<0.001). Of the 125 infants who did not respond to 20 ppm nitric oxide or control, similar
percentages of NO-treated (18%) and control (20%) patients had at least a partial response to 80
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ppm nitric oxide for inhalation or control drug, suggesting a lack of additional benefit for the
higher dose of nitric oxide. No infant had study drug discontinued for toxicity. Inhaled nitric
oxide had no detectable effect on mortality. The adverse events collected in the NINOS trial
occurred at similar incidence rates in both treatment groups [see Adverse Reactions (6.1)].
Follow-up exams were performed at 18—-24 months for the infants enrolled in this trial. In the
infants with available follow-up, the two treatment groups were similar with respect to their
mental, motor, audiologic, or neurologic evaluations.

CINRGI Study

This study was a double-blind, randomized, placebo-controlled, multicenter trial of 186 term and
near-term neonates with pulmonary hypertension and hypoxic respiratory failure. The primary
objective of the study was to determine whether INOmax would reduce the receipt of ECMO in
these patients. Hypoxic respiratory failure was caused by MAS (35%), idiopathic PPHN (30%),
pneumonia/sepsis (24%), or RDS (8%). Patients with a mean PaO, of 54 mm Hg and a mean Ol
of 44 cm H,O / mm Hg were randomly assigned to receive either 20 ppm INOmax (n=97) or
nitrogen gas (placebo; n=89) in addition to their ventilatory support. Patients who exhibited a
PaO, >60 mm Hg and a pH < 7.55 were weaned to 5 ppm INOmax or placebo. The primary
results from the CINRGI study are presented in Table 3.

Table 3: Summary of Clinical Results from CINRGI Study

Placebo INOmax P value
ECMO™! 51/89 (57%) 30/97 (31%) <0.001
Death 5/89 (6%) 3/97 (3%) 0.48

" Extracorporeal membrane oxygenation
" ECMO was the primary end point of this study

Significantly fewer neonates in the INOmax group required ECMO compared to the control
group (31% vs. 57%, p<0.001). While the number of deaths were similar in both groups
(INOmax, 3%; placebo, 6%), the combined incidence of death and/or receipt of ECMO was
decreased in the INOmax group (33% vs. 58%, p<0.001).

In addition, the INOmax group had significantly improved oxygenation as measured by PaO,,
Ol, and alveolar-arterial gradient (p<0.001 for all parameters). Of the 97 patients treated with
INOmax, 2 (2%) were withdrawn from study drug due to methemoglobin levels >4%. The
frequency and number of adverse events reported were similar in the two study groups [see
Adverse Reactions (6.1)].

In clinical trials, reduction in the need for ECMO has not been demonstrated with the use of
inhaled nitric oxide in neonates with congenital diaphragmatic hernia (CDH).

14.2 Ineffective in Adult Respiratory Distress Syndrome (ARDS)

In a randomized, double-blind, parallel, multicenter study, 385 patients with adult respiratory
distress syndrome (ARDS) associated with pneumonia (46%), surgery (33%), multiple trauma
(26%), aspiration (23%), pulmonary contusion (18%), and other causes, with PaO,/FiO, <250
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mm Hg despite optimal oxygenation and ventilation, received placebo (n=193) or INOmax
(n=192), 5 ppm, for 4 hours to 28 days or until weaned because of improvements in oxygenation.
Despite acute improvements in oxygenation, there was no effect of INOmax on the primary
endpoint of days alive and off ventilator support. These results were consistent with outcome
data from a smaller dose ranging study of nitric oxide (1.25 to 80 ppm). INOmax is not indicated
for use in ARDS.

14.3 Ineffective in Prevention of Bronchopulmonary Dysplasia (BPD)

The safety and efficacy of INOmax for the prevention of chronic lung disease
[bronchopulmonary dysplasia, (BPD)] in neonates < 34 weeks gestational age requiring
respiratory support has been studied in three large, multi-center, double-blind, placebo-controlled
clinical trials in a total of 2,149 preterm infants. Of these, 1,068 received placebo, and 1,081
received inhaled nitric oxide at doses ranging from 5-20 ppm, for treatment periods of 7-24 days
duration. The primary endpoint for these studies was alive and without BPD at 36 weeks
postmenstrual age (PMA). The need for supplemental oxygen at 36 weeks PMA served as a
surrogate endpoint for the presence of BPD. Overall, efficacy for the prevention of
bronchopulmonary dysplasia in preterm infants was not established. There were no meaningful
differences between treatment groups with regard to deaths, methemoglobin levels, or adverse
events commonly observed in premature infants, including intraventricular hemorrhage, patent
ductus arteriosus, pulmonary hemorrhage, and retinopathy of prematurity. The use of INOmax
for prevention of BPD in preterm neonates < 34 weeks gestational age is not indicated.

16 HOW SUPPLIED/STORAGE AND HANDLING

INOmax (nitric oxide) is available in the following sizes:

Size D [Portable aluminum cylinders containing 353 liters at STP of nitric oxide gas in 800
ppm concentration in nitrogen (delivered volume 344 liters) (NDC 64693-002-01)
Size D [Portable aluminum cylinders containing 353 liters at STP of nitric oxide gas in 100
ppm concentration in nitrogen (delivered volume 344 liters) (NDC 64693-001-01)
Size 88 |Aluminum cylinders containing 1963 liters at STP of nitric oxide gas in 800 ppm
concentration in nitrogen (delivered volume 1918 liters) (NDC 64693-002-02)
Size 88 |Aluminum cylinders containing 1963 liters at STP of nitric oxide gas in 100 ppm
concentration in nitrogen (delivered volume 1918 liters) (NDC 64693-001-02)

Store at 25°C (77°F) with excursions permitted between 15-30°C (59-86°F) [see USP
Controlled Room Temperature].

All regulations concerning handling of pressure vessels must be followed.

Protect the cylinders from shocks, falls, oxidizing and flammable materials, moisture, and
sources of heat or ignition.

The cylinders should be appropriately transported to protect from risks of shocks and falls.

Occupational Exposure
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The exposure limit set by the Occupational Safety and Health Administration (OSHA) for nitric
oxide is 25 ppm, and for NO; the limit is 5 ppm.

INO Therapeutics

Perryville 111 Corporate Park
53 Frontage Road, Third Floor
P.O. Box 9001

Hampton, NJ 08827-9001
USA

© 2013 INO Therapeutics
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REFICHOWTHER A T Y,

1. AE®RE
WEFEIZ LY P MetHb J2EE R O NO, 2
BHEMT A2 enbs, [ TEA EOERE) OESE]
M MetHb 32 B OB X 0 1K O RE 35 EWREE DMK
T35, WA NO LR OHEINC L v Ao i %
XETIENbD,

8. EALDIE

(1) AFNL, BAH NO RE. WKH NOJRE, PaO,,
M MetHb 2 E 2 E =% — LN b5+ 5 2 &,

(2) 1 MetHb JREE 1L, AFKIRABRAAT 1 RERICINIZHI
L, DR 12 RELAPNIEBERNCHE T D 2 & Fz,
28 BRI Z D72 b L HEBICIET D 2 &,

(3) AHI DML AP FE 13 KA1 D FRE AL CHIET 2 2
Lo WA NO IBE K UMK P EERIREIZSVWThH
FUBAICT I —AROW=E=X Y v JEE A
WCTHIET 52 &,

(4) fp MetHb BEFEAS 25% %8 % DA%, AFIEA
PEORE IR EEADIET S 2, FO%bKE
NHLIR WA, REIZETTEX I C,
AF LT — gL T A Z &,

(G) R NO, I IX, AIREZR[R 0 EH IRRBICH W T
0.5 ppm R EHERF 95 2 &, IREES 0.5 ppm 2 X
AL, —RILERTAEH VAT L8R L,
FKZREET 22 &, ATRETHIEARI T Fio, &
BETDHZ L,

(6) AANEHED T O P2k,

RHIAZHTE D &

AR ORWIREEF R L, THOERZ HEL
T L, %3, BEOHELORAREER Y
ORAFHRTHLARIZFEHTEDL LI LT
L,

(7) NO, D AZFS < 7=th, i HBRAAREIZIZ M E 7
I AL EHEN AFH AT DEDO T DER
AFNICTHELETDHZ L, JENTHERC L EE T A
B 2T AOMERICHT- - Tk, TREROEE
A ECIRAMA SCEE ST D 2 L,

(8) EBRL—MLERN AT Y AT L OMEIH A .
B R BT & 2 B IIHRC T O [ 2R 23 F
TEAHEHICLTBLLZ L,

9. ZDHDEE

(1) 1% 4BH S 18 7% F T ORRFEEMHEN IR & I SE
DIE, SERMEIIRBOBRE 2SR L U YoM
BRI WT, ELREOHEDH % BE TR, M
KIES 2D DARENBIET BTN D D & WiE
EhTndd,

2 v XzExtgl L= c, MM OILE 2|5
ENTWVD 9 b MElAZTSLE LB Tid—
BLETF—403 50T b7 90 | #ig EiE:
i ML SE I 350 3 7 T £ AR S W e B
TiE, HILPEAOHENBIINT 5 Z L1/ ho 72 29,

(3) HMUEH 2 F V7o 8 IR 28 R 28 3Bk T 1%, 5,000 ppm T
THEAAEIRERAEOBMBALN W, Fx A =—
AN DA B — PR % O T2 e R S BB T
1,650 ppm LA ECH AR R E TN (S ek
Bar)y Bor Lz B Fh, wwRY 74—~ TK
BT, 423mM (2,062 ppm) Lh_E TR AN
D & % GRS FAMAE DB A F 7= 19,

[FE¥EhEE])

A E 7= NO [T 2 & fAIc BT+ 5 &, Hen

[N 7 = R S 58 D N B 20 % /A =R a5 A5

L. I & v flmeth K ONMERYFR IR R TE L S h b

W g ANBD T3E5%MERRE & L CRPICHEE SN D

R RS = =RV VN 3/ R= VAN Y (AP /I

LN MetHb IZE# S D, D X 912 NO OfGHHE

HRMIEZ D7, NO HIRO I h B & B2 E

LOIIREETH D, Lol NOICKYEAINDIMF

MetHb JEEEAS NO ORBRIGIZ & 705 & B 2 b, ¥EstEs

S UOENORBETIX, mH MetHb &2 HIE ST

%,

<EHh IR E e AL IR >

A TR A I = i E & B S T AR R RS TR

FIOWAFREAEIE S M MetHb JEEE XML, A

% 80ppm W A L 7= 36 #ilH 13 fl (36%) <TIm+

MetHb JREN 7%% % 7=, 1L+ MetHb JRER 7%% 8

ZTI2BEPHELNZIMF MetHb EE D & — 7 B3R

R4 105195 TH 7= Y,

< [EIPN Ky B pEsA R gL >

B AR Vo Jifi v i A 2 9 AR SEVEREI R 42 o [EI N i A A

BRCIIAAIZ 20 ppm 2> HBRAE L7223, 1 MetHb 2

134 1L BITC 2% EB A D 2 Lotz Y, LIEEdED

JET N BB 2 Ml i OGO 72 8 10~20 ppm D i

B CE L - ENEERRERE CIiE, M MetHo BE T4

18I T2%EHBZ D Z Lidleh oz,

(77307 )|

AR OME N E %S ERRETRTEOHRE
<ENEERRBR I 1T % g >

TERREARE) 34 LA ECAER 7 BARm O, HrER R
FE % k5 (KEREVEME AR 2B 11 Fl& s8R, BERR
B (INOTI12 #Br V) %3l L7z, AHl 20 ppm % 4 Fif
WS, WABRLRE 4 FEFILIKEIZ PaO,>60 mmHg X




T A/ 7 va—k A 800 ppm (—F{LEER)

IR SEETES)
TA ) I a2a—T 4T AT —

1% Sp0,>92%D Stk A il 1= U T2 35 A VA HI e AT FE %
Sppm ZW & L7=, 72, Fi0;=04~0.6 T PaO,>
70 mmHg 1272 % F T 5 ppm THERF L7, BRRIICZLE L
TS ZENHER ST NO WA EE 21k 2 1 L
BRBNGHET L, &THIZIT FIoZ 0.1 HELTHL LW
Ll L, BEHMITRE 14 AL LT,
ZORER, HINERRIT RG] & 7r o 72 10 BTV T,
W A% 30 45, 1 R KO 24 e ol # kiE% (O @
EH) (FHEESD) 1XENEh-213%237.0, -19.7£37.9
KN-272£33.0 TH Y| MEIMERFER & FEREEF(LO L
FhoR Lo, ARBRTIT NO WABIfATE ., FRAMEHEICH
ik CWA Z ENRHLMNITR -T2 1 BINELE L2, K
FIR AL LD EWERITERD bivien-Tz,
<WgESMERARRRBR T B V) D ik >
TENG AR 34 UL ECAES 4 BN OB A BTN
MEREBRE 186 ] (77 R ARE : 89 fHil. AFKIWA
BE 97 H) AMBRIT, 7T bRk RIEVE A B iR B
(CINRGI i ?) %3 L=, AHlZ 20 ppm L Y BALE
L. 4 FERILARE 24 BER] & T2 Pa0,=60 mmHg 7>>
pH 7.35~7.55 THAUTWAIRE % 5 ppm ([ZHE L, FiO,
0.7 K5 & 72 B0, 96 KEM 3A®% 7 HEToOWT
DRV F T AE MR LTz, 7272 L, WA RIS
Pa0,=60 mmHg Z#HEFF 32 72012 Fi0,>0.8 (23 A ME
Nd DAL, NO WAZ TR Lz, &0 AR
% 24 FERILAPNIC BRI 2 3813 20 ppm T, 24 KR LAKE
DAL Sppm THBA L7, NO WAZEHH L THR%
NIHLNRNEER (FIO,=1.0 T Pa0,<60 mmHg) . i
i MetHb > 4% X 13 5 H NOL 2 JE > 5 ppm DA 1Z NO
WA ZEH IR LT,
ZOfER, ECMO BHMIL., 77 B REARE (57.3%)
W U CARFIWARE (30.9%) THEICD Lol
(P=0.001) ,

ECMO i i %
7R .
g AR EN-LINES P{HE
ECMO 51/89 i 309761 | 0001
i A (57.3%) (30.9%) (Cochran-
ECMO 38/89 14 67/97 1 gamel' .
FE3i (42.7%) (69.1%) acnszel BRE)

E BT, KAMABETIET 7 8RB ARIZHA, Ol
Pa0,. Hmﬂ’a’% BRI BE 35 50 B8 72 (A-aDO,) . Bk
fi - fifaSEER Y E (a/A) ZfRIEL LI-MFEILDR
BRUENALNE (WIS 5T T P=0.001),

DEFHOAMFRICE TS EnFEOHE :

< [ENEEARRER I 8T D ik >

Do i T4 0 JE At B LS 3 B il v if A A3 B /N VR RS
0~10 7%, 12 ) KOk ABE (19~57 5%, 6 ffi) %
KT ERRE SR (IK-3001-CVS-301 X5k ) & %EHi L=,

MREFE, T VFT, T v F R ITE OO
e RPELEB T 25200 5 B3 . RABE T OB A
Tl (LVAD) #:3% Fifiz = F 2 BEHEERZLE LT,
AHNOBIAE A B3N T i 10 ppm. J% A Cid 20 ppm &
L 7=, ERIOHWIC /NIRRT 20 ppm, EJZ)\'C

40ppmi‘(“@t§%%:ﬂﬁ'é& U7z, BRARAIC B 23 AT HE
2D E TR 2k LTz, 7238, AAIOEGHIRIT 1.18
~5518 Kl Ch o7,

RANBF T T D FEHRENRE (MPAP) DN—RF A
U b F AN AR (24 FERILIN) FCToOZbE ()
il AR HER S, DL FEER) 13-6.01-6.686 mmHg TH -7z,

DILEAZ I T D HIEFLEHARIE (CVP) ON—R T A
v b SRR AL (24 BERIAN) F ToZefbitiE-3.1

+2.15 mmHg CTd o7z, PaOyFiQ, LkDR—R T A v h
D i i aPAfG L (24 KFRIDAIR) & TOZMBHRIE, RS

# TUX-7.563+95.856, /NIRRT TiE 35.49+99.215 TH
277,

(EHZEE]

i ot 5 ks S ' F

WAL IZEY T v b (5~40ppm) 'O, Y Y
(8~512ppm) 7, A4 X (17~47ppm) WK OT ¥ (5~
40 ppm) "% FAVNTZ in vivo {EERSEIE AT IS IUHE T T v,
B & W U-46619 &% il G € 5 v (5~
80ppm) W NCT v b Z 1 U RN L SE
EF N (20~100 ppm) 2ITIUNT, WAL S AR
2 B TG O IR AR AF I 22 i B AR E 28 LT, &
Too B UHA WAL M i 1 SE T 7L (6~100 ppm)
PZEBNTH NO B TRARIR B & R B (R AR 70 i 4%
wﬁW%%rb\ﬁ-&UUS&A X %7 2 BugE,/
TR RV Ta vy BT MK LTH ARMEORE)
PRI K OV A 55T 00 5% i L 7= 229,

[B%hR 5 (E8T S B{LFrIZ R

—x4: —F&(k % (Nitric Oxide)

b4 Nitric Oxide

S NO

4y 30.01

e = . N = O :

PR —B L BB ITREICRBOTEODT A TH

V. KFELITA LT & EDBIRBET D,

W — LR O RITEITE 101.3 kPa (2B
T -151.7°C (-241.1°F, 121.5K) Th 2,

I S — (LR OBESIREIT -92.9°C (-135.2°F,
1803K) Th 5D,

Fifh SR —BRLEEFE DO REIT 6,550 kPa (65.5 bar,
949.4 psia, 64.6atm) Th D,

P fARFE: —MAL RO ERITIREE 21.1°C, KJE
101.3kPa 2 B \ T 811,600 cm’/kg
(13 fe/Ib) TH 5,

TR AR — i % # 1mL (TR JE 0°C. K E

101.3 kPa C7K 13.55 mL (Z¥&1T 5,

[BRYFWNLEDEE]

ARFNE, BWEHT ADIKEE 'CE‘E’C}uéh'CL\é(D'C I

HARZHEICHNY FRroo 2 SICiEET D 2

1. B o E
REITHR - i5fH, fIBRRCOWmEE 5 20X
99%75‘ CHHR S Z &
AENDH S T D
L. AMRIZEFER NO, ’Wta‘ét&b
AR OV IZBE L TR I

2. (R () RroEE
Kk, TREST AR MmES Thb
T HTE DI, TR & 285 4
SEEHE, BELTHRETSZ L,
ReamlX, EE B EZBET, @A - KoL e D

NO [FZ2R T DWEsHE L4
AH D
DEETHIE,

ZEEHIRL
FRICKBIL, H

AIZHFE L, I 40°Cuﬂ:1%0: L,
ReanBIGITIIEEICLERABELSN O b DOILED
AN

REBELITIIBEBRE LSO HEAY 22§52
L,

AT ZOKMEEIC L 2B REE I3 2 HE 25
bz,

SNVTIIHEEEGIET A HEEEH LD Z L,



T A/ 7 va—k A 800 ppm (—F{LEER)

IR SEETES)
TA ) I a2a—T 4T AT —

M (HE) RroWE

© AKHIEH P OERMNESE ~D NO KOt NO, IRFEIC
SWTEHBRATTON., NO KT NO, BRFEITE I
Mo kEO B AR (OSHA) %o FLyEl
KO HRITED ST EME SN TOD R P, AKH
eGP ENOBKITIT HCEET D Z L,
EIENEEFDNARANIEZE T 5 &, WEAPE, o
FV, OrXoEE, WREE, ERADLDNS
ZEMBD,
RENEMOERATAONRDVIHERA LN &,
RENEE, BELR2VE e —FECHELT

ATz &,

FEHICY -5 TIE, TULEIC L) ARITHD =
LERENDD I L,
fERICYENE» T, TARN., TOMBF DLW
LEHRTH L,

NO Tl LM BEOE RS E R T 5 2 &,
2V T OBRBIZEEICATV, AR 2EICT 5
z&,

POVT L EN TR, —BLER T RAE AT
L, PERER OB S, AH] & HELT 2 5T
B, FRITBREOMEN RN EE2HIDD T
L,

Ry X HHIEO b O EFEHTHZ &,

Ny X UVEEBTORBENR D D720, NV T
DM EFE THETHRDRN &,
REBORFZIZEELTL, 60 UORGBEEHRT
DEEED, TOEDIMLR, FaaDi THEFIT
L EHEITOZ L,

EABIIAAVTEZAL, 7 MLy by v 7%

DFH L,
ERE A DRI EE DB T 72 OFEFE L
A AP

4, H APFRMF DR
KD DHARNOH HHATHE BTV T %
CCHADERERIET DI &,
BERFND DT AEHOLEIL, @R B WEE
RGBT RMREBE T 5 Z &,

5. kRO ER
AT, BN AERET 40CLLTFICE D, BEEL
TRRIGERTDHZ L,

[F&EBE&H]

BT A2 U2 oD it v 1 % £ 5 AR SR PERE R AR A DO 5 ]
ENTOBRBIEFBIMHD TRONTWNWD Z &b, ik
RFE%, —EROEMIRD T — 2 BNERRShD £ TO
M, BIEGIE G ARERE L Tl 5 2 Lic k
D, REEABFEOEREREMIET L & & bic, KA
OREEROEIEICET 2T -2 EF 5 WINEL, K
F O EERICLERFEE#H LA &,

[@Z]

(88 Bl it F4 Jee, Sl B 73 47
TNI=T LR (RUNNERE15.710)

(EX-3¢9|
1)  Yamaguchi N, et al. Pediatr Int. 2001; 43(1): 20-5.
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IR SEETES)
TA )7 a—W A 800 ppm (—E{LAEE) TA) T Ea—F 4 v I A T AT —

1.8.2 BEE - R, RiE - ARRUERALOIEDRLEZ DK
TE AR BL

1.8.2.1 hEE - R (F)

[Zh8e - 2R ]
Hr AV O fifivm i 2 O (KB SRVERFR A O

LA o0 JE AT L 6 U 2 il v L E D el

1.8.2.1.1 DEE - DR (F) OFRTERM

TA 7 u—W AH 800ppm (LA, TAHI] w9) 1%, 2008 4F 7 H 16 HIZAIIZHB W
T, THr AR o s i 2 £ 5 IKERSBVERFR AR 2O UE ] ORE - IR TERBIN TS,

2011 A 3 A 17 HIZERMEA IR CUBTFIT I BE 9~ 2 fifi & £ OIRH O ZhEE « 2R
AR E T (B5E4 . INOmax) , AFBOIRILE 72 o 72 & BN IE, AF kI FR#E S iz
TS 75 i R AR BRI QN S AL N E ARt UERE L 72 2 o EKRAE (INOT41 35 & O
INOT22 #bR) ITBT DRHEE & Tz, AZhEE - R L TRINEZES)T (EMA) 1232
HL7EbDERILT =y =R, ZTOH%AFTa (2012 4 3 H) . 7TALBVF
(201244 ) . 7V (01246 H) . wLI7T7A (01347 H) KkOXau 7 (2013
H10 H) TIEHES, ARSI, 25 ORI CLL T ORIEE « 2R NGRS LT,

AFNE, N LIRS E S UMt O JE B 72 35550 & BF L. BRSO AR R
INRKEOEELY (0~175%) O CIEFT 0 Fa i 20 S O % (S FIE L 72 Jifi
m iU EDIREIZ BN T, IENIRE 2 @ IRAYI IR T S8, A=EEELD
i DERFEAL 7 BT %,

DRFIFICES L TR A —#{LZEFR (INO) NIAL #IGIMEH SN TWi=Z & &%1F T,
AZHHE « RN EE Itz INO 1%, FEFIRNEE G-I L0 —RbZEHE (NO) ZHtia45=1F
o7 Ukl o= ha sy REORFOFEH CEMBEEICA LN 2 IMTR T 425 X
Tz e, AR EFTAMEBARE (PAP) ZEBINGYITIE T &, MEIARE i+
(PAH) ZBESHD ZENRRFEICOEVRDLN TS, DD, ZFICBWTIL,
A OV O MR TAFI A 5 B PAH ORMERIEEEA2 BAY L LC, iNO 2% B H I
ENTWD, ZOHMIC INO BMEH ST CE 78 iE, 2o MshikE L5 2 HE<en
DOBIREITINHET 5 Z LI L - T, Dz A &2 (CPB) fif, 580 L OV TREN 45
(MV) 12X BB S OB 2 (EETEX B 2 L 12d 5 D, BN O BT O HELTHTE I O
IRFEINTEZREOa B YA A KT A 2T, IERE ML BE O E I E IR
g?éNO@%ﬂk%%%%@ﬁ%%%ﬂfﬁé:k#%%\:@ﬁ%ﬁ%ﬁﬁ%ﬂfwé

HIE, 2005 FFICHEFE S U2 INOERICEET 2N D =2 o o ASCEIZIFLL T O X 9 705
W5, T EMRE AR OIS HEHT_F A 2SR S 7= B o DB o B i & O
%I INO 25 2 LIC L v MATEIREZ W ETE 5 2 & BEERRR SRS T
%) KEDER RSN K E OGS LD 2000 ED T A KT A T, DT
(2K S i IE DA & LT INO BRARTHS Z EBRESh, RO L Y ick~bh
TW5, [TRTEEBE LB, LSRR ABIET, DI O & i E o &8
\CBUT DAL L LTAHDITHS 2],

9



IRESPBEHES

TA )7 a—W A 800 ppm (—E{LAEE) TA) T Ea—F 4 v I A T AT —

EMA (ZHH SN - HEEEEIE. JAREICR T 5 INO i H OfF %k % EAF ) 5 EVE 44
elgiRER (RCT) & LTI L i &Sz I3RBOMENRRE SN, oD
BRI, DI T DOIERL, A=A Lo (LVAD) 5% ] 25 F D NEE
588 il A AL H AL O S BHIZHR A DT —ZIZOWTIL, LVAD AT 452 1F % B
RS L U CTHNE SR USEE U7 BREER (INOT4L 35R) 2268 2 a2 EMIT D
FERPELN TS, INNRIZONTIE, BifE=T 0 8BE (ZLEREMEREZHF L)
LT AFLTZ RCT A3 7R S, 290 Bl D/ NREBERRIE L o= ), Zh b0 RCT
Oz, FEXRIEE AR Z 2 & T2/ MR ARRBN S M S v, ZFREOREERN
%&iéhfw‘é T, AEIHFEORE « R E LFTLHERNIITELY LN DD, /J\
WROBKICIT 2 INO DA ATEIC W TR L7 INOT22 3Bk 29 Cid, LDIFii B I
erﬁﬁfé_ﬁ%rgé b % G B RS RS Eﬂto%@mmmff$%®ﬂﬁ

HEBLZI T 5 INO DB N2 SR 5 AR STk L O R R ER 2 TRIZRT,

Fz1 SERMEDERICH L CLBFERNEZTE/NEE2E5 L LB

e | RBRT 1 | EOI% | 2R

FELZRBR (7R HR)

Millert” R, C,DB 124 DT DL —F D INO 1L, BIWEH %5 &
B3z e, imhErz V—€ (PHC) ©
YR ZIKTIHT,

Russell™ R, C, DB 40 iINO LI % (BB RIE (PAP) LHDHER S
T2 HE O NHENARE (mPAP) % 4RI K
TEET,

FELRRBR CEFEHRER)

Day™ R, C 40 PHC DFELZE(C I IRRE & DA B AILRD bhis
2o 72 (INO BE 3 i, xtHREE 4 f5) . PHC % X
72 LIt IREED 3 filid, BEFOIRIRIEN L) &
YW X272, INO #EIZEAT L., INO 2% 6
NnNAHZEE L, REEEND INO BEIZRBAT LT
B CIX PHCITREO HiLZe o7z,

Morris®™® R, C, XO 12 iINO &Rk A il L7z, NO IZAlifiEER 13
Rychv, 2HmEKP (SVR) % L s&
o Tz,

MBhR (EIR)

Cai? R,C 46 iNO & IV 7 o HIZ, &3EAI O M5
CHE LT, M T (PVR) R OVt ENRIE
DI TR BB TN, A TR 285 4[5
OO S NAEICE -T2 (p<0.043) |

Goldman® R, C, XO 13 iINO fi HIED MPAP X7 1 A XA 7 U L4
FRIZHERTIRT L7,

Kirbas®™ R, C 16 iNO & iloprost MEZ2&IL, Wb DTk o
BIRP7Z PAP IR FIZERI TH -7, PAP K T%)
BICHERZITRD bR -T2,

Loukanov® R C 15 PHC DOFEBLEEME . mPAP J& TN T 24 A 17
MBI L C. INOREL iloprost BEREIIC Z 1T 72 v o>
7= (p>0.05) .

Stocker™ R, XO,C 15 iNO 20 ppm & ¥ S LT F 7 4 ML, WAl &
LIS MR E AR TS, v AT )7
S VT EHEMELIERT S,

R=%/EXML, C=XIl, DB=

THER, XO=7 XA —/—

10




TA /7 a—WAH 800 ppm (—F{LEHR)

IR SEETES)
TA ) I a2a—T 4T AT —

#z2 UBFENEZTOIRABEZHLR L LIZRR (DB KO LVAD A
WrXER<)
e RERTVA V| EFIE | TR
Fattouch” R, C,DB 58 iNO @ PAH EHNRITMAH 7 a A x4 71
VERIETHoT, MWAREE BIZ= a7
v NIk A EBIMEE R LT,
Fattouch® R, C, DB 58 iINO @ PAH BRI FUIW AR 7T A2 A 27 1
VERETHo T, MBARELBIZ=r 7L
VNS T D BRI 2R LTz, HBEBLE T O
. AR R OME AR E (ICU) JF7EHIR
WL THLHEWMAREOFRNENL TV (p<
0.05) .
Gianetti® R, C 29 I INO 13, LG~ —H — ORI R A
D ER, DA A (CPB) 4 /e =i e
T Z 4 L7,
Schmid” R, XO 14 iINO M OEER 7 A% Y427 U i, PVR %
KT &, OMRMHE ER S T,
Winterhalter® R, C 46 iNO & iloprost XV 3741 % CPB 7> & DR E £
® PAP U PVR MK &7, lloprost #0757
723 PVR K OY mPAP ik T &K ONVLMAHIE (CO)
HMERA K & Do Tz,
Solina™ R,C 45 iINO BETIZI VY J UBEICHERT, D%
(HR) {8/, A5 =REK H SR 0 K OV 41k 3R A1
WEEDOHDINGED BTz,
Solina” R,C 62 10 ppm # B2 5&MET INO 25 L& =
A, PVR OUGEIZEITRD Lo T2,
# 3 DIEBHEEO LVADEANZZIT 2R ABEEZRIHE LERR
e | RBRT 1 | EOI% | R
DBBEARE
Ardehali*? Pr,C 16 BHERLIZ INO 2 L7BEClk, A= 1 [Ef{EEH
X OPVR A EIZIKT L7z,
Kieler-Jensen*® | Pr, C 12 iNO B Ti 20 ppm D H & T, Ml 4 BT
(PCWP) KO'PVRWNHAEITIER T LT,
Rajek™ R,C 68 iNO 4 ppm (%, PAP Z@#IRMIZIK T S H72,
CPB 76 OB L D FIA 1L, INO BEN 7 1 A
275 E (PGEy) BELV EDoT,
Radovancevic'” | R, XO 19 iINO & PGE; IZ. PAH (Tt L CIRFLE oI55 bk

EERZR LT,

EEMBA T LB (LVAD) E5HBE

Argenziano™ | R, C, DB 11 LVAD: iNO 20 ppm (£ mPAP % & |24& F X,
LVAD BRE) IRE D if it & 2 B S H 72,
Potapov™® R,C 150 LVAD: iNO BETIX, AEETRho7en, A=

FERER 2ORBLENMET Lz, INO BED N,
N TR il HARE] 23 4 > 7= (p=0.0077)

R=ME/E%, C=xIR, DB=_HEM., XO=7 8 A4 —/3—

Pr=""va&x~_X75 47
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L8 I L (%)
TA 77 a—W A 800 ppm (—E{LEER) TA 8T E2—T 4y I AT —

AFT O TR INO (BR5E4. 74 7 7 — AH 800ppm) 23 st H & ATy
HZ LTS E, 2012 4F 7 A 25 HICIEIE MR IRR AT & OB ik 2 50 L7z,
ZOWEIZB W T, BRMOSCERIZE SOV HFEERHNCE END T — X527 U vV 795
WZIE, HEFBINZhERIC BT 5 R M LE IR ARGR R GE 2 T D, FRICHE - HEORE
ICESEBEWZBNMOBERRBRNLETHD E W IFmICE 72, £72. BINORFRER
X, RBRBEZR T TICEMAETH DR E . ZERDDIBRTN 2500 5/ R OB % %42
IZEDLRTHEREMIONZ, T OBKRRER CTRET 20 B X OYEFIEIZ DV T,
ZTOBDOHRTEREEST-, 20X ksl E 2. IK-3001-CVS-301 5k 4 S L 7=

27)
o

AFRTOEIDNEE « R (22) 23T 5 ARAREEERHE, 2011 KT S L7 BRI D Hi G
R AESE L L, S 512 IK-3001-CVS-301 iR T LN TZEBMNT — X 2SN TN D, IK-
3001-CVS-301 &R D HI9IX, CHEFEMTOMTAT, i & OMirt% O il EIZ-2nW T, AN
BERE D 2 DOERSER [LVAD #EWT % 2 T EED 5 - DA O Rk & OifiE i
£ &G DT 2 FREMED & 5 S RIELIRBOIER DT O FiN 2 T 5 /M, HDHWNE T L
FRZT7 o ZFH (T2 A N —3a VOFEZMDLT) 22072/ NEBEE] &
FHEL T, INO OZEMEGMEEFHET 52 & Thoto, e RMOEE X 2 EEOM
EMLEAEA L, AT INO 2 0EE 3+ 2/ N B AAN bz, ARBRIZENO 7 gk T
Feh L, 1861 (WL 12 B O 6 f51) &L,

AR TR AN BE BT D mPAP OFHEIL, N—R T A b Rl FEMRE A (24 RefH]
PIH) F£TIZ 6.0 mmHg (X F L7z, F7o, T X TOEE TARFOE LG GREN £ To
mPAP X 25 mmHg Kiifi Th - 72, /NREFITB T 2 MIEFLEIRE (CVP) O FHEIL,
N—=2 T A DRI R (24 FEEILAN) £ TIZ 3.1 mmHg (KT L7z, PaOy/FiO, kb
R—=R T A UG IEFHIRE S (24 FEILAIN) £ TOZBbEIE, AL OVNE E ST
MCTEb2&ERALNT, FHRMIEDR—RA T A 2D I AEFHIRE R E TOEHE &
1%, BRATIE 12.0 mmHg, /NETiX 9.3 mmHg Th V| FEER IR 2D AKI ORI 2h F
R LTze RAKROVNEOWTNOEFIZBWTH, RREA2 B LT, MEiElsxt
T 5L A% 2 =T ESNDOMBRMIPIEEOFEH A LEL Liehodz,

%12, IK-3001-CVS-301 ABRIZHN 2 T, BRI D HEEERE & 23K 5L 8 vE i 78 AR R RS & Bt
ZHEIL TCARE L TCWAIEREM O 720, BINOSCEE SR 2 3 L7z, £ 170 o5&
BREZIRAT L, BV 2 — 52 1R LT,

PLEDOFERNS, THRA KON 2 DT OMET, ik L OMitkic BT 5, ffish

IRIE DR T, AR cE K O OfERbE 4 B & LEfim i EOiRE ] 181058

Wik L BEVENHER S NI Z L. ROEZEICE O QAT 5 E T

JET I O Mt f =2k 5 — b E R RA O GIZHONWT—EOIC L TR L s 2 &
ZHBE LT, RFOBMGIHE - 25 (R) % DLETIT O BT 30 2 ifi ) i o g |
LERE LT,

1.8.2.2 MhEe - DRICAET HEALDOIE ()

ZheeE - ZhRICEET D FER EOER

< FiZhee3LiE >

(1) 7ERRIAR 34 A O RPEVIZ 1 2 22 R OH M IMENT L TR,
(2) FiSIER & A3 2 BE IR T D22 OGIMEIIHESL L T 7auy,

B) BEOERAGR 20T 2 BEITET D REVER O IWEIMESL LTV,

<HAEVOffimmMmE &4 5 KRR R 2Otk >
) AR T 3 =2 K-> TRk S e, AR oS iE 2 £ 5 KR
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L8 I L (%)
TA 77 a—W A 800 ppm (—E{LEER) TA 8T E2—T 4y I AT —

PR AR RREICOAERTHZ L,
Q) R IRE A 2 8E (BIRERIF, BN i K U305 R KR
Br<) 1TFT D LMK O NMEITRENL L T Ru,

<LHEFHT O FE I 31T 2 Fi L E D >
(1) B 5RO 2k K O IEEMENT L ez, UAY « XX 7 4 v bEH#H)
FZL, AHEHOERZEHEICHBT 2 Z &,

1.8.2.2.1 DEE - DRICEET HERALDEE () OREIEM

EARGBOZEE - 2R CHr R Ol i E 2 £ 5 IKIRAVEFFI AR 2O UGE) (THTTZ 72 2hEE -

SR () CLIEFI ORI 2 ifimiiEowE) 21BN 572oIi2id, REOSH
HANEOBELRAICY TUIE L0 ZWMIORTLERNH L, Led-> T, 2hEe - 1R
BhE M LR () 2B\ ik <mghfedtid >, <HAEROM&EEZ 5 Kk
FMERFR A EOYEE > KOOI FHT O AN 31T % s i O s > O E 28 7o,

BUTUSH SCE (BB 3R TH06E - 2D RICEEE T 2 EoEE) o5 6. [{EGIIR 348
Fefm D FPEVIC I T D REVER OB MEIML LTy, | TSR 2 A 2 BE
WZB T D REME L OENEIIHSL L TRy, | KON THEEOZEAGE AT H2BEFICE
T DR MR O IMEIRRENL L TR, ) 1E, BEARR KL OEI7= 722 - 2R () o
FIZHET S Z b <@ >HEIcB W TERER 1) . (2 . })E L

7o, BBEE - AR (R) OISV, BATEMESSCE GF 3 i) T2hRE - ZRICH
HY LM EOEE] ©5 5, [FOREOMESLES ) —E2 X LIEBEICB T 5%
VR O RIVETMESL LTV ZHIER Lz, IRRICHiS T2 5 E L7 BEhE, 2
O HFFIBIZIREIZ B 2 AN LM% XFFT 27 — 2 B BFoNn TS,

<Hr &R ONE T E L KR MR A 2OLES>THO (1) TARANTERG X 30—
aI—(Z Lo TRB SN, FrEROMEIMTEZ S KRR A 2EE IZOREHT S
Z L ZoWTIE, WIEImE & O KERREERF A4 (HRF) OFAERIZ O W TOHR,
IRATR X IT LT a—F RIS K2R NETH D Z b ZOHEBIZBW, DIEFITIC
DOWNTIE, BRKRE, 20X 2 FERICL22ENI T TWniawy, DB Z T 5 8
DML, — AT PaO,FiO, LI EES W TIThit TV 5,

<A OMiEILE 2 £F O (KB EMEER A EDOWESTHD (2) [HERMEEEREZAETS
BE @EIREBIFE. PN D PRI SO DET R REIIRLS) B2 LR O
IPEIIREST L TR (2o W T, F R o i@ i E 2 £ 5 ARER SRR AR 4 B 12 0
BiEMT D Z L HAAMEICT D7D ZOEBIZBWE, BINOGRE « 1R () O T
T OB I 1T D MfiE M E D E ] Oxtg & 725 BE T RENVEREZ AT 58
%) éx i ﬂ é 17-19,21-23,25,26)O

DT O JEAT N F 1 D i MU O UGE > THICIE, ARG T ORI 720 2 &
DRI G 2 2R R ORI L T RN &b, (iR GRE O 22t
K OBMITHELL T e, Y R7 - X7 4y bR L, KAGEHOES Z2H
HICHWdoZ &, 1 &2 (1) ELTUNRT,

1.8.2.3 Rix-RE ()
(R - AE]

AR Ot m i E 2 5 (ERRR R R £ D BEE:
o AR 7 AUNICAZBM L, @H, WANIRIE 4 FRETET 5, 2k, JER
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L8 WA ()
T A/ 7 va—k A 800 ppm (—F{LEER) TA) BT E2a—T 4 v IR —

W20 UCL BB A aRRREA BIE L, AIRED DB ATRE & 70 5 &£ Tk 5.

o ARHFNIWAFREE 20 ppm THHAE L. BALATE 4 REf)IE 20 ppm ZHERFT 2,

o MFOUEIZHE, Sppm ITE L, ZRICHEN CX HIREIZ72 5 & TR A ZHE
BT D,

uﬁiﬁ@ﬂ%@kkﬁé%%ﬂf@&%
ANV ARANIR AR 10 ppm TWRAZBALE L.+ BRSNS S 2 WG E IS
20ppm FCTHEETHZ LN TX 5,

o AR ARANIW AR 20 ppm TWAZBHAG L. 00 ZRERIREN ARG SR WA 1S
A0 ppm F THEST HZ LN TE S,

o JERITIE LT, mATENRECRE (LS GE L. ARVEEED O BEN Al BE & 70 5 F THkki
5, B, WM 7 HEREETLET5,

. %%@% 1. IMATENRE K O R L D FEITHEV Y, 5 ppm F T4 5, ZDH% S

I L 2T C X DARAEIC AR D CRA LT 5,

1

1.8.2.3.1 Hix - HE () OHRTFRA

Kﬁ BUHE - HE () 3. KN TERB I8 - R () k2 HE - H
WZEEDWTERE LT,

BRINOREEHEZL (SmPC) @ THHIE - & OBIZIILL T O & 9 Rl & 5,

INOmax (Z 2\ ClE, TERDMBIIRIEZ M3 Rt L= AT 5 2
o ERARFEBRTIX, INOmax 1%, B HIBREE CTofu 03 K OV EB) 3K 5

L OFEHER ZRIR TR 2 T, #5527 TW 5, INOmax D5
X, TEBREREN OB ORBRER T TITHI Z &,

0"17@2@%\% (ﬂéﬁ'iju\ %Lﬁj]/u\ 'AijE!LA\ /J\L%&U%Eﬂz/ﬁ;ﬁ%%)

e AN — B b 2235 OG- BG FEIL, WA A% 10 ppm &9 5, 1K
B THORERDEDTONRVIGE, 20 ppm £ THEGES T 5,
AN EEZRETRETHY, ENRE K N BRI O EE R L3
WYNCHERF S QW D56, HES 5 ppm IZET 5,

12~17 3kt D HEREH & 2 AT 2R T — X XRS5 T b

JEA

WA — AL EFZOKGBMAEIL. WAL AH 20ppm &35, KA
G W AAN TN SIE Y S AoV A WA \f]%/m\ 40 ppm F THEAEELS T 5,
Wdﬁ%%%&ﬁﬁm%T&D JitiEh IR K ON4e By R 1. oD % S5 1L 3
WONCHEFF STV D . JAE% 5ppm IZEET D,

e AN — B L ZE TS R A TR EL L, 5~20 4y THBIIRIEDL T
KOBFENDORENRBRDOND, ANTHETIEHFORDIERELN
WA, BEH 100 EHITTHEET A LN TE D,

—RRALERWAFRIEE R 30 flRaHE L, I SR AMER S b
WA, ARIOBEGHPIEZRE 5,

—BRALEERWAFRIEIL, A oo & DR kb\f% %@JHH’%E@&E
TEBAIZ, BB T 22 ENTE 5, MR TIT@E ., ML=
DFET il SA 7S 2 S OBEBLAT IS F'aﬁﬁL‘éﬂéo ﬂf’ﬁﬂ;ﬁ‘( %

14



L8 WA ()
T A/ 7 va—k A 800 ppm (—F{LEER) TA) BT E2a—T 4 v IR —

AHA—LEFIT 7 AR ETREIND N, BH OKGREEIX 24~48
FrElTdh 5,

AIOBAILE () OMIE - HElE, BINO SmPC & RLITiE Lz, ML - e (%)
DRERMIIUT DO LI TH D,

BUN
iINO 0 F BB Mt L =i B iish CHGRBR (Kieler-Jensen'?. Lindberg™.  Solina®?)

Eii SN TWD, 2o OREBRTHREINTZBEOMANEEIIZE TS, \-ﬂ%@ﬁuu
RRER Che b % < W B 7= BAsAH &% 20 ppm TH 5,

FRAICH1T % Lindberg 12 &k 238k 2 Cld, ®ENR A /S 2252 10F 72 B 1T LI
PR C Fi0, 0.3~0.5 TiRBRAH & 2. 4. 6, 8, 10, 15, 20 & TX 25 ppm D NO % 6~10 47f#]
W SH72, WABIMGIRF DB D PAP I, PAH & L T REIICERZE SN TV AL D R
Einotz2, O HEDRERIZA b o 7=, Kieler-Jensen™ (X, Lgfs e
EIZHIT D PVR O EFHIZ X 5L mATENE & O L EMEE~D iINO (20, 40, KO
80 ppm) DN EAEFHN L2, WA SHTZ NO 12X - T, FHEARE. Fi5 PAP, L&,
D%k, SVR, UFALEBEOH LMNREIEE TR0 >, LovL, MsEhAREEAE,
FRBERE . PVR X9 T, iINO 20 ppm (2 k> TH BN L L=, INO & X HICEHE
BE L THFNLL EORRITRD HRh > 7=, Solina 512X 2Bk (2000 Kt 2001%)
Tl FIEAHPE 10~40 ppm THREF & 472, 2000 412 s S 7= 38k 10C1% 40 ppm THE
BRH RO EIOR S, O ERINCE U TR 72 F&1E 40 ppm TH 5 2 & DVHER
ENTe, L, 2001 EICHE Sh-RB VIR RI3E o nies- -, KHkE
OHEZEFRICH U2 BT, MU HEICET 2 HEEZ e & 525 b oidthigayh7e
WAY, 20~40 ppm D B E AW IZBEREEIT 0B 5N TS, —fRic, INO OF5-8IL,
B/NE B L72%, WL RBE O A OFRISZ BB OHEET A2 0ERND 5,
%%“’51 IEELTC i%%?ﬁ%}:@ TEF DU A7 O 52 BB L2 b, MERICLEE

WHEHT5720121F. A R~EZ oy (MetHb) JEE S EE LTSRS, INO
% 40 ppm if@ﬁﬁifﬁﬁbtfwﬁf I, MetHb JRED ERIFIZE A EHREI N TV
AN

AIRCEM L= EE AR Th 5 1K-3001-CVS-301 3B 2V Cld, Bk Ak - &2 K
THRERENME BN T, IK-3001-CVS-301 3B Tl KA ED 40 ppm DO H-% 5217 72 il B
FixWierote, ZOEMIX, 40 ppm OFEIT 20 ppm A& TG LARWEFIZH W55
B TohoTzh, WTILOEE S 20 ppm HETHIG L7E O THET 2 MEN R -T2 T
HbH, L, (1) BRMNTIE 40 ppm O HEP AR SN TALEHAINTEY, 2) Eio
LB TH I ENTWDH Z & KUY (3) MetHb IRED AR & A EHE Sz
Mol Z b, MADRKHES 40 ppm & L TEIE LT,

/J‘/u

NEEBR (Day B 9. Goldmann & 2, Stocker 5 2, Kirbas 5 2, Loukanov 5 %) it
BE . INO X 10~20 ppm DIEHE THRF STV 5, BERRAIFHLE H 2 3% € L 7-iBr T,
BERZER S L CEICY TAZ A A THEEICE=Z Y 73 5l mATENRE & O HE b~
DB LSO THENTHIE I LTS, Miller H12 Xk A/ 17 Cid, BEHEE L
T 10ppm & “HEMRIETHRE LT,

ARFRCHEM 7= BB Ch 5 IK-3001-CVS-301 Bk 2 Cix. /NRICEB W T HIREROM
e HEZ2 X T5EN S0, AT, BINTHRECHE - HEMEH I TWD
ZEns, BEOHE - HEEZRE L,
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IR SEETES)
TA )7 a—W A 800 ppm (—E{LAEE) TA) T Ea—F 4 v I A T AT —

1.8.2.4 A% - ARICEET 5ERALDIE ()

R - AEICEETAER LOER

< FZheedtiE >

) AFEANDHEET, RO —BILERTAEH AT A (TA /X b TAV
710 —DS XIITA ) R_R ST A 70—DS &R EOVERERZ AT HEE) &
sz b, [ HEAEOEE) OHEBM]

2) KFNOWAFEE L, /NIETIE 20 ppm, A TIE 40 ppm #2702 &, WAJREE
MINLEB2DE, A MNEZ o MERER O A _BEZESE (NO,) BE
HEIMOfEPENEEINT %,

QY AFN OG- 2 20T T FIET 5 & MERE D _EH I E L OBE(LRN A B
L2 ENRD D, MEAKED EH X IIREO BT AN SR L WEBEFEIZTB N T
HAOLNDIENDH D,

<A R Rt i % £ 5 IKERSR MR A 2 0 tE >

(L) AFIEABRLERFO W AFEFRIRE (FOy) 1210 Th 5D,

(2) A Bihat% 4 e CARR IC B RN EESE 53 (PaO,) >60 mmHg SI#% Az o sh ik i i 55
FAFIEE (SpOy) >92%IZ 72 AUIEARF O AFREE % 5 ppm (2P L T <,

(3)F0, Z & L. F0,=0.4~0.6 T Pa0,>70 mmHg (2725 £ TARKIOW AEE L 5
ppm CTHEFFT 5,

@A) BERLOBIE, BEAICZEL TS Z EalR L, ARl 2R ICHE LN HIEE
T35, ETHIZIE FIO, 2 0.1 HE L TH LV, [ TEEZRLRYEERE] OHE
2]

G)BEFIEDORR T, AFIOWAEEEZ 1 ppm £ THRAICHET S Z L, 1 ppm &5
. BEELICBEN A HNRWEAIT FiO, %2 01 #ED H 2, AFlZ2HikL, BFE
OWREE+SICBET D52 &, AP EAT 285 51TAKI%Z 5 ppm THEAL, 12
~24 W ICAIGERO FPIE 2 FHET L Z L,

< DBFAT 0 B EA 331 B Bl i E Dk >

(D) ABIOZDFNTHCIC I L, 5 5~20 4y THiBhiRE DK T & OfHEL D E
BHoD, AW HETHSRIRPELNRWGE, &54% 10 U EdH T
T, WMETHZENTE S, AFIEREG#% 30 4 REGE L, miTERECRE L0 EN
ISR WEAIE. ARIOE T IR RET Az b

(2) BERL DBS 1T, AFIOW A% 1 ppm £ THhRAICHEET S Z L, 1 ppm TlfTEIEE
L OWFAENZE L TV D56, 12 KM EICH 2405 2 &,

1.8.2.4.1 A% - AEICEET S2EALEDEE () ORTEEN

I - JIEICBhET A LorS (B) OFTEEHEEN, BAROME - 2155 50T
B 7te - B (R) O LOBEENITY CTITE S0 EWICR T DIc, <Hghkesk
W <R O i L Ak S (RER SR E R R A Dt > i O DB O B I 3
\F % i i ot > OE H 2% T 7,

<RNAELE > IS IR EROREEE LB X, (1) KO (2) [ZHOWTIEIEN
ROFENEEIT -T2,

< AR R O TS ML % 2L 5 (KR EMEIEIN A2 0 a3 > THIC 1T, BEAGROGNEE - SRR
IO AEET AEEFEE BV,

< DT O BT EN 381 2 Bilis ML E O o > 121X, B2 zh6e - R (R) oB&ICTH
T AEEHEEA BV,
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TA /7 a—WAH 800 ppm (—F{LEHR)

IR SEETES)
TA ) I a2a—T 4T AT —

1.8.2.5

FERALOEE (R) LERERN

R ERHL

A EOER (RB) OFEHNE
[Z£2] ROBEFICIKEELRWNI L)
AR OO — £ v o MRS
LTCWOEREBEATIIEE [(A—EYvy b
DT 2> S/ 5 2 L2 kv i T8N ik
L. BEmicedBEZnNnd s, ]

MR O T DITIRIEER A — £ %
Y MIRBIIKEFELTWDIAEE L, A
—ET ¥ v FEALTOT S AR
\CHERMATERE DS HEFF S LTV B
FCIX, MATENREE BLE K ONRIRIEN
Bied, BEDEEVPAFREG DR
R BN EEPfEIOR T 2DIsE
mii=.

[ERLEDEE]

1. EELREANEE

Q) AFNL, @ fE O RFEIC 5y 72 1R B & R
DEMIMMEAT S Z L, TEICEL T
BRI TR E N TE 5 EREE 1T
ok,

(2) A= V2 o i g5 i % P 5 IS SE MR R A 42
DIEPFIZB W T, AFNOFEHIZ L > THEE
FLOSENRD LN WEAIE, B4R
AN T fiti (ECMO) %5 R i1k % 5 &
THZ L,

Q) AFI DR & I KIRIZRIET D720, +4
IR R B AT ) 2 b,

A BEERL OB, WA NO BE. AP
NO, 2. PaO,., It A h~F 7 ot
(MetHb) JREZEDOE=4% U > 7 THH O,
B A L oD i i o A 5 ARG SE R RO 4

DGO E, LT a—RgEICLDH -
X v MEKROMEGESE, MATENREO TN b
BEILTDH L,

(5) L TFA D JE AT I 35 1T 2 il L D IR IR D

Y. AR LD iaEIE, (EERENE K Ok

FofBRE=X ) VT FT{THZ &,

(1) BATORIEE « ZWR M OB D ZHRE -
MR () ICHET SEEFEEZN
AL D70 DER

) #r4AE R > HRF BEFICOHBEHET S
EEFHZHELT 270D ER

R EERL

(@) HrAER > HRF BF 2O HBEET 5
HEFREZARLT 57D DEHE

G) KA DN EZE NS DT A —Z D
FT=H Y T TRt 570

2. HHEEH
OEAEE (BFRICEETDHZ L)
- B RS - - -
Al wEsE | ERET
EEFMERE | 2 & o A | #7078 i
WAREDOHE | EOFHICE | L v Mm
FIZH WS | b, I MetHb | MetHb 2 &
FUNOZHERS | 12 B 28 85 N | 28 & &
ERAE S L. Mk | 5%,
= hr | REREE DK
VY R M| T3 % AHEME
RV N bH, PFH
c=bhueJ | THGA,. L
IS tf MetHb i g

EHEIpL
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TA /7 a—WAH 800 ppm (—F{LEHR)

IR SEETES)
TA ) I a2a—T 4T AT —

« A )V T F
T IR HZ &,

3. BIfEH
B o it MU % pE 5 EER R R A2 DK
%= .

EHN -
B AR L oo it i e & 1 5 ARRER SE PR RER AN 42
BE 2 xR F e L= AR B (INOT12
RBR) B\, M6 11 6
BLORIERITRS bivie o Tz,
A
AR VTS i v I R R xS & LT
EEAREER (CINRGI 2 OY INO-01/02 38%) 12
BT, MRS 224 511 85 il
RIEHD GO bivz, ERRWERIX, M/
WIE 19 5] (85%) . A h~EF B E
“IgE 15 B (6.7%) . KA Y ¥ AififE 10
5l (4.5% ) B UL I E 8 f
(3.6%) . st 8 il (3.6%) . XN 8 4
(3.6%) KOMEME 7 il (3.1%) TH-o

EHRL

Y
DBEER O BAHEICR T BB EDSRE IK-3001-CVS-301 #Br CTlx., 1BBRE(T
EN FEET BRI & DR %2 TBE D

OB T o0 JE AR A s o 2 i v I A A
L/hREE (12 B) KRORRABHE (6 #)
Ze kPG FEN L 72 BR IR U (1K-3001-CVS-
301 #BR) 2BV T, 3HIC 44 (Hif, &
. i EECDE, it 7 R o) o
BEEH 8O b,

Lt LV Ll LA ERER
23, 3BT 41 (Wi, %, Mk
BUDE, I RO BEREI) R b
7o IRBRE(CEMIZZ O 41EOFESR
LIZHOWT, EICZ OBRF RHERICE
H S 72 WEEFFE S DT I FE DS Tz
WA L, JRBRERE TESEDH 5008 L
vy LU, FRBRTIE. 18

BRI DK SRR 2 TEdze L) (R
DL L) TE5ER D |

DO FE TN L7z, RIRAGEE (%)
Tk, Z0BEHY ] RO [EhEd
L0t L) M S AEE
A% TRIER) & U CRiii L7z,

(1) EXR2EIVERA

A MAESTOEIE : AFIBGHIZA B
NEZREVIERD DN DZ ERH D
DT, ZOLXHREGEITIE, HEXIIERS
RIS 27 SR AEETTO Z &,
[ @A LEoEE] 0ESMK]

®ER - AAB G FICRIRDS & X I2h B b
HZENHD (241224 i, 0.9%F) DT,
ZOX O RGEIF, BEXIEREEF T
%75 CTEYLEERIT D L,

EHEIpL
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IRESPBEHES

TA /7 a—WAH 800 ppm (—F{LEHR) TA) 8T E2—T 4 v I AT)T)LT—

IMELE - AFNEE G HFIZIMEIER E XITH D
bbb Endd (141224 5], 0.4%™) @
T, ZOX D RGAEIE, BEXIIHEREGEH
9570 EHEY R AEEZITH 2 L,
EELEYIIE VI : AFKEGHICEE
REVNLVEUVMIENEZICHLDbND Z L
N5 (LH224 5], 0.4%F) OT, ZDkX
I IRGEE, WEXIIRGERIET SR E
WO R EZ1T O Z &,

S AFEGHICEN E XITH b
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