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TREATMENT OF ACUTE RESPI RATORY DI STRESS SYNDROVE CROSS
REFERENCE TO RELATED APPLI CATI ON {0001] This
w@ppiogmed on clainms priority to U S. Provi si onedT/Ps108T1060902
Application No. 60/761, 250, 1fil ed January 23, 2006,
and to PCT/ US2006/ 02423, filed January 23, 2006 FIELD
OF I NVENTI ON [ 0002] The present invention relates to
the treatnment of a patient suffering fromacute |ung
injury (ALlI) and/or acute respiratory distress
syndrone (ARDS) by adm nistering a |lung surfactant
PREBEMENIHOffoA CRE D RIISHTRA BARKCBOVRRESS SHEDROME
I NVENTI ON [ 0003] Acute respiratory distress syndrone
(ARDS) was originally terned the adult respiratory
di st r eSEROPAREHBR RISCEUS® RBLAEsBradctAgost i ni cal

i.nfant. respiratory. di stress syndrong
(00011 P} REEs So Rl B p AR R EEt o PR R BRI A SR cation No.
60/761,20.0, gp&y T Lhancet, 200864426 %t%‘f@%%@@b@&b, ﬁlecﬁ?ﬂfvnuary 23, 2006.
60: 233-239). Avery and Mead (Am J .

1959: 97: 517-523) first reported that Iung surfactant

quantity and act i MEND W Br@PRetagRl in infants with
RDS, and surfactant replacenment has subsequently

[0002] beth%p@ﬁ%m dricatiomesiapyioftae rprtEent of epatisnbs&riag Trons keute
luing xnjL{rgr(AQH) DRYANGuleRESiraREY HYm@&%Mg&M&@@? de}ﬂﬁ\?/sée}nn ga

3-239) described gualitative an ahtita
lung surkagtani preparatigefd Beeatitns in their |n|t|al description
of ARDS, and the subsequent scientific literature,
recently reviewed by Notier (Lung Surfactants. New

York, NY: MBAEkGBLRKYPD 02000 INWENEOpported the role

of r and, | ess ve
[0003] ac u?&gutfeElﬁ ﬂ?@ﬁf%?é&ﬁ%ﬁ)&?ﬁ%ﬂ%A?ﬁ%@ vﬁB &%%}aq ¥ teEnéedS &W&Elft
rGSplﬂffcl@gflwlF@AfQWSfrque 8eapse | tO@ﬁ:Mblsmtlfeaﬁtracnﬂ proetpﬂearfelrﬁmt | n

ol AR D B LB PRI EEis,
(Lancet. 96 hE: Gbﬂ) 333 I@’IBSK tﬁ71$6®‘ﬂaﬁ-ﬁaﬁl Aepl ack et (dermnsi CGaied
959:97L4 : ARD ALl wh
195997 B A 2bb SRR JE S P tstsdirers aonommal
in infan{sBuith (DIE@BS adeburCamnt dbrdcRana; hekehesdduieNt] y@%ﬁbmeétandard
6. 334: 1417- 1421 eni synt het

herany G5 TR EASOEE LA 4P Py 68 IR RSh oty Bt Reeh g (et
1971; 60323 RespidescriBed hualtai e Maduadftive 1682t 38AeidBndid) in a6

nstille nbi nant surfact nt - specific protein
initial d%scmg s}l o%é\;ﬁ%?@ i ﬂ(“’;ﬂﬂ_ ARGAICNE sc1aent1f ic Fljttera.tme rf?cently reviewed by

Notter (Lung Sur; factants. New York, NY: Marcel Dekker, 2000), has supported the role of
surfactant dysfunction in both ARDS and less severe acute lung injury (ALI) (4.
J.Respir. Crit, Care Med. 1994;149:818-824).

[0004] Surfactant replacement in ARDS and ALI in humans has been largely
unsuccessful. Three large prospective, randomized controlied clinical trials of
surfactant replacement demonstrated little or no benefit in adults with ARDS or ALI
who were treated with aerosolized synthetic Exosurf (Burroughs Wellcome, Kirkland,
Quebec)(N. Engl. J. Med. 1996;334: 1417-1421), instilled semisynthetic Survanta
{Abbott Laboratories, Abbott Park, IL) (Am. J. Respir. Crit. Care Med. 1997; 155:1300-
1315), and instilled recombinant surfactant-specific protein C-based Venticuie (ALTANA
Pharma, Konstanz, Germany) (V. Engl. J. Med. 2004,351:884-892),



Pharma, Konstartz, Germany) (N Engl. J . Med. 2004; 35
1: 884-892).[0005] Surfactant preparations differ in
w@b@3psmskd pi ds, neutral |ipid, and protein conpOBU$10071060902

and the failure of previous2trials may relate to these

di fferences. The inportance of the hydrophobic

surfactant apoprotein surfactant-specific protein B

has only recently been recogni zed (Pedl atr. Res. 1986;

20: 460-467). [0006] Calfactant is a nodified natura

surfactant with a ratio of phospholipids to apoprotein
[0005] SP- Suﬁdcmnk pfepb@tlbh@dlffeﬂml’}ﬂldsﬁhBﬁpiﬂsahe@@éﬂ ]n]@td, and protein

compos 7oty %) e e RTET oA TiA Bh PG BaiesE St =S The
unportaﬁ’cﬁﬂ@ﬂ'lﬁﬂéflﬁ,ﬂ€§plﬁﬁilb !hﬁf}(ct@ﬁt%lsplto@elﬁ @{lﬁﬁ(ﬂhntsééé&ﬁﬁﬁa?&ém B has

(Lm Rev Respir. 145: 24- q%iand resi stance
only recgpily RRSHTCP 8P 269 (ﬁfﬁgfﬁé@éﬂ@gé@l@@ Ont®Pei ns associ at ed

s [0006] W tdaikddRghtiOh WOHI BEd BMuES ISII,IIIX@EII\'( \@f@l‘i’ ahé(t%@%ﬂ?(ﬂ?ﬁ’&lgh&j&o
Am J. Respir. Crit- Care Med.

apoplotq(l% SRR 'smlb@tt% 8wt fewnd Faratyral avpmfafr srgéﬁeqtaﬁt(émerf Opm
P/varma(%g'm* a0l %14‘7‘9gh4d ?Vleo%h%lcé%ng'blﬁU%Balatéstﬁﬁrl deAohaMes

m ght prove ef ive po Sitive acute
activity %@bbﬁé@wb seaﬁdﬁa@m addv RehrResbist Pt 1912145 oh3Operd | abel

1eslstd11tcé't§ 81&@) (%ngn %gglqgn%g al\{c? ?ggoé%%gt%ﬁ %s ’é&f}lﬂéﬁltﬁ %Bg;r ztn?lgy or
16 by cell ‘E%ib@@‘é] lb@ﬁph@@hphmdﬁ &b bI,IﬁLSuPp bYit G aed Mt (1199?0f SYZR-35).
[0007] patI't %& %g%gigleél% gﬂt 5 15 él?@lgﬁ#gﬁaf{l{@oﬂl?ﬁgﬂg r}?% {8 I%vels of SP-B,

nonstr ortene or an nsi ve care
such as QﬁifﬂtctMUn@H et effﬁawe VAR DSI@O8] P 7 ARS8 B ute Tbponse to

factarRoﬁ{l 1111\5[.1%1’[%06118 1l1'Ia| atb1|50p61 eab 92%?11 1}5 2%3 cg%lg?eiw \éﬁsﬁtﬁg%iecggar@gt»\gﬁt a
reported Go PG &fhz\/‘i&fh MgtAdebe2in 316 aBR)s and AishBE@uenbsutrolled but
s i dRURCRS MR Lo R Lall e Lrom PR or AL

Shortcndcsvﬁitﬂe{btreldldtlﬁte&szpl‘: eaesmitf @urdel (€l 0g-/PALIODL7:188-195).
di sea e t.h ires the use of

suffering from ng. t requ
The pos gk remid (YA BER FooGsCraiA M e DHbEed,
controll@ BGEST cEPRNREHIS@MPHE] ﬁ’ttﬁ PlRELAHINMArSS, @hI1AEn! Bnd he

atient a therapeutical ef fective dosage of a
ad"lesc‘grﬁ? P4e %T‘ré‘&?fﬁrf?’i‘frﬁg S’F’X@%f3 Hd5phol i pid at a

20 concentration of SP-B relative to concentration of

‘phospholipid that is sufficient tQHProduce detectable -
SP-B acti vi t ySUMIGORY PRI BE dNVENEBQNr f act ant i s

" [6008] Ea|’f}§hcﬁr§&tnt iBRhEsn RERCRH T Nrddess: t@Bﬁ}é’ J\%e{l&g%&%g

ure is a chart depicting the enrol
from lung élfqeésmﬂgdtp eArasHIRE uss of Feelmicgl ventilation to sustam breathmg The

process comprises the step of administering to the patient a therapeutically effective dosage
25  of a surfactant comprising SP-B and phospholipid at a concentration of SP-B rclative to

concentration of phospholipid that is sufficient to produce detectable SP-B activity.

[0009] The preferred surfactant is calfactant. ‘

BRIEF DESCRIPTION OF THE DRAWINGS
30 [00010]  Figure 1 is a chart depicting the enrolbment of patients randomly assigned to
the calfactant and placebo groups.
[00011]  Figure 2 is a graph comparing the successful extubation of calfactant and

placebo patients during the study.
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the cal factant and pl acebo groups. [00011] Figure 2 is
a graph conparing the successful extubation of
w@ adofmgtsant and pl acebo patients during the  PCT/US2007/060902

study.[00012] Figure 3 inclsades two graphs of

oxygenation index vs tinme for the cal factant and

pl acebo patient groups. [00013] Figure 4 contains

Tables 1, 2, and 3 which are discussed in the Detail ed
Description of the Invention. DETAI LED DESCRI PTI ON OF

THE | NVENTI ON [ 00Gl4J The present invention relates to

[00012h piFoness iiduddsnteatdrighsaRalt@Rtios uldeR ks fighd 09 M A& ant
and 1ar‘%spi {attorg di stress syndrome (ARDS) or acute |ung
piag NRALPYES-as wel | as other patients suffering from

[00013] ung‘lgjrse@smatda@tabmqu pras 4 hﬂuéﬁﬁre%scﬁ%‘ela%'ﬂ?@bemed
ent il atl on to sustain breathi ng but does not neet

Descmp&‘f)f‘ﬁéf S IREEBEYay and/ or the severity criteria for ARDS
or ALL More specifically, the invention is directed to

the treatnent of a patient selected fromthe group
consi st iIP@T(}]{Uéla)D%g@RMIQT%Wf%ﬂﬁ@\’fﬁ’ﬁﬂ@‘éut e | ung

[00014] Nj GhY prodBQ: il &cRAL: e%néssto ?ch@g%r‘%rgaﬁﬁp'arp%h? tysufferm from
failure requiring nmechanic ventilation S re

acute regpirajppt Gptresy ﬁgn@'ggm/ﬁdﬂp$h@g@uby]ung agury)@R.Iygs \aﬂﬂdas other
patxenlsrk"i‘l‘ffeﬂg ol o%ca@% heLH gllkurgg(%%%se %%Hci:fwg{le\%tsny { gbn to

r ac
sustain b@@ﬁ%&bﬂﬂ B®66 n(vﬁaa@ztl\m@r #3800y {la)opat kentrky stifdiarfong

A r.es 0
ARDS B AT 8644 [ RRPILS! LY 1 LT R OF OB o2 ol B
selected<fR@O thean@iu}( onspatg eﬁ¢a$; pawfxfsenffa@ag fromnabuts Qurt iBRAG &vho are
t nechani.cal ntilation to
pati entstvshﬁ‘lt agﬁ%qgsrpe §f0h¥ P’leluge {eq1&161é1§ rrhegf EU‘H%Z@ tvelétﬁ?tﬁné]r mtlthée\;@? QSWCT'&]
lung edamadéadiapseiey Sevte}(-l]'wtay', ard Ha@l’rlga’t 6 o AR aDExyAeh p Eu@i@ﬂére&rl]l}c
£SS. CO S of nsterln to t
PO, o B B e et agr 7 Borecin B0 abdage hre
patients sm(ﬁ'érﬁigtf&nﬁ actﬁérﬁﬁspﬁratﬁgf (ﬁﬁr@s andrNOSPROE R aﬁat a ﬁlbsot of ALI
Hents @]c tﬁ ? b?ﬂg q?h 2%10 4Cat ive to concentration of
pa ﬂﬂw BHRET I AP 1 Prat2U0s 2 et ipetienit sWisrpe antlenadissescdbite
requircs S lﬁedﬁ peRHental ackid ¥idnto sWASH %Q%é.ilﬁﬂ_?btﬁ%h@ﬁﬁt N8 AR the

ved |IkeJIh00d of survival relative to a
X'raya't‘ﬂ%ﬁg F SDPRYFBETENCT AR @ Wl th a pl acebo. [0001 6]

[00015)W t Th¢ £SP&E LotPritddicBe 4 été}y @Mdnﬂﬁtsteﬁh@ id E! tlegP l?hu %J%L\ncally
understood to refer either to i ot ei
effectivedQspgs of 4 PraCiaRtRopIRISIngFR 3B ank @h@apgpw@i pia ccm@@tzazqomqﬂ SP-

B relativa t8 b8 Rh 2 n&ITRAGLIRN 1d%att1§]§1tﬁa¥ AT in%ﬁueé {fectable SP-B
surfactant is admnistered
dependent flctwlty, whereby the patient has an 1mproved likelihood of survival relative to a

comparable patient treated with a placebo.

[0001 6] With respect to this invention, the term "SP-B" is understood to refer either to
"apoprotein SP-B" or "a protein that exhibits SP-B-like activity."

[60017]) In a preferred embodiment of the invention, the surfactant is administered by
intratracheal instillation.

[00018] In another preferred embodiment of the invention, the therapeutically
effective dosagé comprises about 10 mg phospholipid/kg body weight to about 200 mg
phospholipid /kg body weight, which is equivalent to aboﬁt 400 mg to about 8400 mg
phospholipid / m® of body surface area, or about 11 ml to about 240 ml/m? of a suspension

containing phospholipid in a concentration of about 35 mg/ml.
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intratracheal instillation. [00018] I|In another
preferred enbodi nent of the invention, the

wao bh@ragmsed | cal |y ef fecti ve dosage conpri ses abpait/ugdo7/060902

i ng phosphol i pid/ kg body wei#ght to about 200 ing

phosphol i pid /|l eg body weight, which is equivalent to

about 400 ng to about S400 ng phospholipid / nR2 of

body surface area, or about 11m to about 240 m/nR of

a suspensi on containi ng phospholipid in a

concentration of about 35 ng/m .[000191 | anot her
[00019] pr dhenbed: Qfﬂﬁ@fﬁdr‘@ﬂlbodiﬁlehh@f iihﬂ\hexfﬁlhﬁm thé fiefstihf aghffdes a

. conpri ses a .salj us sio r|S|
saline suBRNON SGPRIE0E SA00 2R B gP SBHGIIars Bt Dh e Bpidep]s
SP-B in @A aBifaHNsf Mout®oubt. 0 do dout 000wt %dexHed 4nQnvvePint Based
on. the wei ght of phospholi pid. [00020] I n anot
phoqﬂ“%P%*erred enbodi ment of the invention, the surfactant
[00020]1 S 1@ A h@r R BEE @b odiHRAOSAthe v BtiPAthE GbkRRAM is a lung
preferred enbodi ment of the invention, the surfactant
surfactants cal factant. [00022] The activity of SP-B can be
[00021] m?%l%{ tléﬁaxk?y ?ﬁ%ﬁ&&hbé&lﬂe&ét Bﬁ&h@'iml%h%x? Gh€ s@Phdit by -
Bi ophysi cal vity Is determ ned by observi ng | hat
callaclanplhe surface ten3|on of an inverted air "bubble" in the
su r o3 JU N :
100022) B Rl e S R R AR AR B oy WM ATo
activity. d@cp hysgabattivily & detdrgatddity Bebiying (S ticawtioneteasion of an

o Lect | CS . r sty . l.es{ it -
v {ELBEAAETRUAS o B e NOBED UL 2 FNUL
bubble Vé’hmaii wiﬂﬁﬁ(SOﬁtnu@:S Brheill §s@U3ted Bi 0P Weting &Ibb}a:i&lyﬁbis)meter
(Electr 01}?e1ﬁ ﬁmfgersqpﬁé’g & arey AL \{:lens m ﬁ]éltse a%rdaegc:n%ed moWgno et al O@Im J Qﬁyszol

curve 1 n an extlrse
Lung (,ezéll Mol Biyrstfod 206 28alel. 5BQ:7I)e Rtiolagic aetivityus getasmngi Ib;hebs:mtnh@d

Ber el Lu 984: 162:9 113 iatr
restorati o T1508, o el Sy gies LGB Bae e iR e Mt SR bt
surfactarit Ideﬁ@éla;s:ﬁnhai inmeeRineahe nitithdeomBdnaelt(heng uppd; agersoat 130 ra>r

. Lhe co iL,Lians the invention wth exogenous
Mizuno gﬁ‘%ﬂ%ﬁé@@%ﬁ 32I2872é27%’§ in conbi nation, and

[00023] parfhidtia¥ bﬁhbb@uﬂé’t@ tBe pRiseE Rl @itioans Wakkh BXRgenous
SP-B. Faqr. exanpl results of the present

e,
supplemieRiFEAR 06 HwacroénH’Péﬁ’r?l“é P? Hicuiny ?‘Q}g’nl Hith FERECARITSH AR o5 SP ot

alone or'i§ 86inb¥hGBAr et R idesd v & @e%ulsma;%@aﬁoxd@hhceb(@@&nosﬂs aireR.
a term which woul d be, nost approp rlately used
Y

For exargplee fiegesul§of i RFSEG06 A {oREPD BFekpaniesinf ity i tpah@@ff/f\él

is not refdi8BML Rerized as a surfactant deficient state, a term which would be most

appropriately used to describe the situation that prevails in the lungs of a premature

infant. Instead, while not wishing to be bound by any particular theory, the results

obtained herein suggest that it might be most appropriate to refer to ARDS/ALI as a
surfactant dysfunctional state, where normal surfactant function is disrupted by, for
example, proteins and other materials resulling from lung damage.

[00024) Again while not wishing to be bound by any particular theory, the resulits
obtained herein are strongly suggestive of the protective aspects of surfactants in such
situations of surfactant dysfunction, and also strongly suggest that the presence of SP-B
and/or SP-C, but particuiarly SP-B, in added surfactant may confer an advantageous
effect on a patient suffering from ARDS/ALI particularly in terms of reduction of
patient mortality for such ARDS/ALI patients.
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infant. Instead, while not wishing to be bound by any
particul ar theory, the results obtained herein suggest

wWao b@at/o81524m ght be nost appropriate to refer toPERDSI0AL060902

as a surfactant dysfunctional state, where norma
surfactant function is disrupted by, for exanple
proteins and other materials resulting froml ung
damage. [00024] Again while not wi shing to be bound by
any particular theory, the results obtained herein are
strongly suggestive of the protective aspects of

 [060025] (Sj urhac kAR dﬁm@é&&‘dﬁve%ﬁ HabbARenobf Gdhkaeh@Rbention is based

ysfunction, and al so strongly suggest that the

on the supplegwhtasionfol e BriwtnGyofdhe @veplien.parnding) atnpt Bpid to

TR AN LG AR BAVRANMREERUSD - €f It
1heGauqhﬂggggg%ﬁgﬁgmsuf?@%ﬁhg ??g£1A§DS/§LI particularly in
example,ttbe perfoftante ¢littei invension pad i ensupPBINGHtEd yithéP-B e RP-C

S gt _of a an

obtained SEERLLARTREL bﬁﬂ‘eﬁs 2002301 T RS 6loahl:91, B4R 0aRAE:
incorpor zselqbpi hebrnatiton bgfroﬁoimcs uBfielc tmpcss1mnsnhey whx’@m lfurdwr
advantaggﬁ?'sflggpg%eq as ]destcHéecll nclyev:ﬁateoq' 6}1 Qld 1t1to 1%:2 I)t(I 63 a&ﬁg%sp‘%%?g for these
plopeltlcSRﬂII} indtode e]xmmdls&;dlésha veeli ﬁsa;ﬁt}antds ad bmhhslmm&m;a}arfor

| enent or SP-. bt.ai ned as
hung fon Qi S 28 QRN O € B B el Padoibs L8 B5Bi5aTtay
models vhiéip &oﬁ%ﬁthe@ﬁééehéb bMeriops E:atfn@dtuhd‘s ihhed inentr ABRTISES LDy

r ef erenge. h co siti ibit fu
cases theh RS TR BRI R B 188 e aNH G PRNESA ettt surfactant
contmnlr%dfddotgbﬁcﬁhllsﬂygpidﬁrl&i e@kBI\llB or &Pg@ya?zozfﬁr ih lhleﬁ@umh@p efidyi lfiﬁsasseayed
i ncl ude clinical studies. as we si.cal an
[00026] p; d HsnaRoyr chodiract §F e inygertinge SF o ngaerﬁ% @éeﬁ H5E eyt

such thaiech(? @(\/‘Eﬁpﬁtﬁoﬁﬁr& iS-B A$ 8RRy klaht @leSentifgdnddenaBieRBbencus) is
nodel s whi ch nodel the presence of various corrpounds m

about 0.1 Wé % gacytt-ARDSs. Argeders i wraht ¢fagpopwlipids pnd more

pmferabﬁ% LRGN QS HBCHE Atal SHE (R -BRY 1RILtHB6hhYE about 0.7
fects surfactant containin exogenousl y provide

wt %, 0. %Pf-t Bo.0t-9 3R-26G kP ofidook-1iv eohBiviahi bA widg. bé V‘{afséheﬁ/é(ii’"t o,
1.6 wt %, 9%%@4/0 Wk 406, a0y eoenlodh BERLL BF o402 LAVERLT ARy, 9By B

|n an anount SUCh he tota anDunt
%, 2.5 WoPASR6 BT 2 ReviShrT.aon dht2. @.wté/o, 5 @Wd(%gehbwé‘ %6d 11 Wi %, 3 3

wt %, az?mg/e”%‘%)t oS3, @Q&%, Do Ly 3 %@v&t‘%a?@%t% QrA"@w{%

wel ght phosphol i ahd nor'e erably
most pre&nlalm:gnmtelsmh abdnatO £ we % b&@lﬂ oartbemei gt OSPh@phﬂhmllds SP C

‘maybeaéoldgj_éamaﬁ?raﬁl B%ut 0.7wm % 0.8w % 0.9 w % LOM

L % L3 w % 1.4 w % 1.5 w % 1.6
[00027]Wt The fbllgwimvig %soﬁp@om\i}s iBpstdtiQe wtf 119 pracs wi tHgprsebt wt

inve.ntior(? ;?19&2(:: %’l/‘cﬁ]l%/? 1812[%}\% a%‘t/gwi(é/?rgczoﬁiz%th%‘? sagjms ofg}g]e ?Vf%\t}?n Xg nc?f 5

limited Wt th&epakific examples and treatment protocols described herein.

Patients

[00028] In accordance with the present invention, a patient undergoing treatment
is preferably post-neonatal, i.e., after 40 weeks post-conceptual age, and one week
or more after birth,

[00029]  Twenty-one pediatric intensive care units (PICUs) across the Pediatric Acute
Lung Injury and Sepsis Investigator network enrolled patients over a 3-year period from

July 2000 to July 2003, Institutional review boards at each institution approved
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w % 3.4w % 3.5w % 3.6wW % 3.7 w % 3.8 wt
% 3.9wm % or 4.0w % and nost preferably greater
wao bamostseout 0.7 wt %ased on the wei ght of PCT/US2007/060902

phosphol i pi ds. SP-C may be &dded in simlar anounts.
[00027] The follow ng description is illustrative of
the process of the present invention. Those skilled in
the arl will recognize that scope of the invention is
not limted by the specific exanples and treatnent
protocol s described herein. Patients [00028] In

the studycrotataih.c énfmirtded( dmlsmta&mdsbtiam&rﬁ'd)mm paeftadrighftdian prior to

d i ng.tre ost - neonat al
et 1SS S5 DG S BB BLEL S A0 0SB0 i
(white, biackpEBs@ditieromothieh), de00028¢d Mﬂﬂm-lﬁﬁﬁcﬂ&éb@ﬂf ic

I nt ive care u s (P cross the Pediatric
000301, BRRY EFicEh Rt o ISeRRE 8 ATrrBER resaaioTh Galier e to
1'1d10gra€gjmﬁ®|11|y%1rxdb®1t bERtesal QYR clRmdal WA diPesk:Qshré1H 88 iYn 2008rs of
2003. Institutional review boards at each

initiafiog H%fPF(f%*P ieahveapitordarrrdes iady honst FEssithe Imfiak Hpatients);

and an 6%&@1@(10%%{1@@11%15&‘%51{ @%ﬁyé@faﬁ@h iexSRLI] o@irbfﬂﬁépq)l
to enroll nment. gh& hic 1nformati on. obtai ned
)

oxygen} Ke(mgdyaiagey @é&sur 10g€8P2let hnicity (white, black,
joco31H SE@&h@bonocfrlt@ﬁa%éludéjﬁﬁr%ﬁﬂhﬂﬁg' E&Q Jgg%egfﬁg ‘Pﬂl e<3’7

record. [00030f Entry criteria |nc u
weeks):1stytag pgthrpatigyis; heast ydraiwidy GI@aQWtmeaSp@g pﬁﬁr& s?atlolny: lung

disease Qé’ﬁﬂ%rﬂy 1@6ﬂ1§t g@le? R fd%ﬂ%hx ngl. ILllf‘éE]lg dgéﬁﬁ e@éﬁ?t SR T8 Mers,

hi n“24 hour initiation
ongomg/%ﬁ@ﬁopatm@mﬂr@emttsnn@tdom or hgiithidenr of 1ik Fepporth eighificaitalrwag
di - :OXY ' in her. than 7
s BRSO RUBONY BROB LR OB GG W
preemsf(xmmyoaa@@lydxﬁhs@im’e)vrXaliﬁﬁgtﬁa(;)p]ulmofxm]naExCI usi on
cri ty correct. st at i onal
{00032} f{%g ﬁ&:;l E[{S]é%as t 1t Cbessev gjé ?EH{% yn\/&yt h
betwecr@a&gewt @mnfa escrai Stnaﬁﬁgatson mrsdmseﬁ wagedndsﬁas e f defreaed

en or. diuret. br.ai ,,_do not
mortatieddn BTy ARE R Bl gt SEr Pl aRerdfR) gies) bomipared
with an Ibﬁygmmltmatmdm highek ithnt Abh ORsOhahi Fe(ssdp Bat¥) within 6 hours
sease that m ght del ay

ni ficant. ai.r
Oﬁhe"%§% f%ﬁChﬁﬂﬁ%Q%ﬁgkgancongenltaI heart disease,

preexi sting nyocardi al dysfunction, or cardiogenic

Study P ul monary edema. [00032] Random zation was strati [|ed
Jﬂi&—E%—%%lance the severity of lung injury between groups

[00033]at Batis walminddphizad iofkEdtd RRawashRARSEHIANLAM ORAEEOf 80
mE/m* caflfactr;%{ ‘(23a58r?1g/m1, of phospholipid susbgnsion in saline) or an equal
volume of air placebo. For infants weighing less than 10 kg, the equivalent newborn
dose of calfactant was 3 mL/kg. Treatment was administered in 4 equal ahquo’cs
instilled mnatrachedﬂy via a small catheter. Patient positions were changed between
aliquots (left decubitus, head up then down; right decubitus, head up then down) and
sedation and neuromuscular blockade were given for the procedure. Gas exchange was
maintained by manual ventilation with 100% oxygen using pressures comparable with
those previously used on mechanical ventilation. By protocol, a second intervention was
performed a mean (SD) of 12 (2) hours later if the oxygenation index remained higher
than 7.
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nortality in patients wth an oxygenation index of 13
or higher (fast entry) conpared with an oxygenati on

w0 pabemstsegher than 7 but |ess than 13 (sl ow ene@mysS2007/060902

within 6 hours of the initia ion of mechani cal

ventilation. Study Protocol [00033] Patients were

random zed to receive intratracheal instillation of 2

doses of 80 nxL/nR cal faclant (35 ng/nL of

phosphol i pi d suspension in saline) or an equal vol une

of air placebo. For infants weighing | ess than 10 kg,

t equj yal . I /
00034) 7o Y S AR HORE oy 62 aF At R Pt
the appropristei fabteshtiyndr o w aoheafiieyprevmual ysrmatbméztchedndrally in blocks

at | ent .positions e, changed Nee i l.eft
or2 end LEbL G0 1S U T DO DR R e |
container! Derespionw) v aherapéstatdtarthandisaduvomegcuitathbbackedse

wer iven for the procedure. .Gas .exchan was. :
pationt pfigeR CPRGHERF bl E PO T PG AR T RO R B pisarention.
PhysiciahlsiiRgespT@8SY] f 6ORPatab] gelonilidpdtivns eerpaiavd bliskdydused
on nechani cal ventilation. By protocol, a second
tmatmCf}trﬁ%i’&)‘éﬁ?’i‘%ﬂ”ﬁ}é&h%@ﬁﬁ%? 8- a mean (SD) of 12 (2)
[00035] hop ht”ti@i[ﬂaﬁﬁ% bhbdicibiea@¥y0enatioany dmdensr pankilimes limighetidal
than 7[00034] To maintain blinding, a pharnacist drew
volume of Ires WeR B Tl cief OB E1BES PR ChISS B3R Ot PATle ITFREEIOTY
pressure ERfLY t1Rh 4 AW BRL 4 Bd-LEoPEeMbOWmSh Y0 AR daRItEAO60 mm Hg.
centrally in blocks of 2 and 4 and sent the syringes
Blood gasgs angll eaei it seotings wemstsy aba adnbrpedytidy 4% bpaque
{00036] PON%MHS&-WA S sPir AEANY WReHeRbRd HRLhOEMEEMMCSR team
invol ved with the care of the patient placed opaque
determintdph ofrertapeas dbthearstient's qaim Al At yere epligsipdimespectively.
i ntervention. Physicians, investigators, and nurses
caring for the patient renained blinded to treatnment
Study Dragssi gnnment t hroughout the study. [00035] Participating
physi.ci.ans., t [ pi-del i :
00037) PR oA UAIRE BBt by PACE B, ARk, R FiEBSRsc
natural lofig bnspitaeceppxygahbpfihd Besi arddprug ABimipsaitiamiopikias eng

re.of | han.. - : S
produce PR ERELS Rl SRR 48 i B P g dh et
SP-B and/Ent fr@h bbvise hirgngsfaventebanadiatsebing lavagegh newbdin @ifjungs.

14. [00036] Treatnment with other surfactants was
prohi bited and the clinical care teamdeterm ned all
Srudy On@dcher aspects of the patient's care. Al data were

{00038] ¢ olTlhee(i)tri%ga’rg2 %Pff‘c%? E)'{lf}(/)gll’l e'wa%tt 19 Xur%igxggf respiratory failure as

measured by ventilator-free days in the 28 days following study entry. A ventilator-free
day is a composite outcome (hal incorporates both mortality and duration of mechanical
ventilation. In the analysis, death or the need for extracorporeal membranc oxygenation are
equivalent to unresolved respiratory failure at 28 days and equal to no ventilator-free days.
Death was prospectively identified as the most important oulcome and was carefully
monitored for safety reasons. Based on mortality differences in preliminary studies, the
study was not expected to identify a mortality benefit (Crit Care Med. 1996;24:1316-1322).
[00039] Additional efficacy outcome measurcments included PICU and hospital
lengths of stay, hospital charges, duration of supplemental oxygen therapy, and faiture of
conventional mechanical ventilation (defined a priori by the use of high-frequency

oscillatory ventilation, nitric oxide, or extracorporeal membrane oxygenation).
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[00037] Cal factant (unfasurf produced by ONY Unc,
Amherst, NY) is a nodified natural |ung surfactant

wa@pprosset by the Food and Drug Admi ni stration POF/USTRDB060902

and produced by extracting tée phospholipids, neutra
l'i pi ds, and hydrophobi c apoproteins SP-B and SP-C irom
bovi ne | ung surfactant obtained by saline | avage of
newborn cal f lungs. Study Qutcone [00038] The primary
ef fi cacy outcone was the duration of respiratory
failure as measured by ventilator-free days in the 28
da L, S t|| at fr
0 04 o £
[00040] ﬁesal%t gg\g{‘ﬁ%gts &1“%% S uﬁgg}eﬁé’l ra ere 8{) ted bf)?acim%dlln n
Oxygenatign and@mrotfhcrteezhalnnt:aid ;vlamdzhol @bupmovdmhd: hé hanal zymrs
e need for extracor
tremmen{:j @"ital 9 n% %ndacr)éméeia N aﬁf%rﬁ’fm%lg 1‘3& ggbzwgg;qy ggg r?cgf%?cg/at 5-
minute nftallvhlsrfm ap nﬁﬂut@aylﬂexamd iegnahtibn 0empietiohahihe ti@ef study
.. days. th wa pr osp ctivel dent fied as the nost
interventf G iR Ay O S ee Earet HERS Lrfbri Tt ior
hypotensséd jedysuls RasaNS=3 0BaSeAd O xVREL 8htutaticdl Jf165LMEGBRONA Safety
nar studi es, the study was not expected to

outcomef 81&511%({%“%1‘ HiYt B FRpape peripichiens (seaeak e meaes,
hemorr 12é¢ 1a3:H6nck323ihint [PRORBGhiAdGidt 4 f?ﬂexgéd‘téd: AGY¥er R Ee

nmeasur enent s i ncl uded PI'CU an hospltal | engt hs of
stay, hospital charges, duration of suppl enental

Aanqgm@éMgfﬂhLﬂﬁgﬁpy, and failure of conventional nechanica
tilation (defined a priori by the use of

[00041] h| dﬁc Prggakyedy dxb3 salled iy sperbh el R0 mibierisendxi de,
completi@h ngﬁt})ée@l%o rpet Ak RRARLANE, L YILNAL b?l%} SE@%Q 4%, (eEg"?tbCare

acute ‘effects 'of surfactant therapy were [ uat
Med. 1990af b48- h%s)tshéa@k%éﬁé% EAvtadein thﬁ 1ﬁﬁi§>’tawera€wmtﬂaﬁ@d

course fovk)%gﬁf?: 195 A1 1o gq\!lﬁ{!ret\;r]@ulaé}eimw 2874%&1%{1 tv(q@?%lpﬁ Myel f)f L5

‘ Si g s oXi metry we tored conti AUOUS
and a [3 leygbo’ @60 Adist thetfirs- yeat, nme@amntﬂepc\raixtshaﬁqml’tsﬂadmg wbEss were

enrolhng?%%vgf p‘;tﬂ%ts HLe %Xfe@iédo n}‘hecg ' lg.lru]{f/ %Me \%f)% ton?xg bﬁgirr{ieendm sed

I ntervention | nc I can
a l-year vtiut:ialcxsmglm éﬁlé Ogos,ulbbﬁdwcsau@j at,thhyp@berisut g regardless of

seconds ur at i. gn .of ss_t.han
envottmegOpR P el SROCE e BN 2 7o seifirp o8t
when 100comiphis bad bem&n((ﬂieﬁ [Neradd Smﬁpmit rcmmﬁéx)beh &nm\@ﬁgevexﬁm dr
nexpEcted adver se

deaths waOE RO THRBEeRPr o oy R T BEOBORE Previnte o e
(Crir camtmdy 1despgn3cal et drar Cans Blelinenb; 2ot 1 3000 Paproatpimgand
pn_in 2 S e |ze calculatlon based

bhinded s§5108: T e el cbopis LT TCes NIV ro e B ngisgsa )
deaths wSM@@@ﬁi ﬁhd 11@(;112&%1 rduGhhadt doflp lone sdBcHANr AVEI 8@€current
study. At HlB d11e<:110n of the Food and Drug Administration, the board continued to
review the findings with each additional 10 deaths. The study was stopped at the
predetermined 3-year limit and was not stopped because of mortality differences. The

mortality differcnce we found was not discovered until after the study was closed.

Statistical Analyvsis

[00042]  4* tests were used to compare groups with respect (o categorical outcomes.
The Wilcoxon rank sum test was used to compare groups with quantitative outcomes.
Cure-rate models were used to compare time with successful extubation (Zung 1984;

162:99-1). Repeated measures models were used to compare the oxygenation index

i
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course for pediatric respiratory failure would require
274 patients with an a level of .05 and a b |evel of
WO 1®7/08dseer the first year, it becane apparentPCTIES2007/060902

participating centers were 2nrolling fewer patients

t han expected, The data and safety nonitoring board

endorsed a 1-year study extension and cl osure of the

study at the end of that year regardl ess of

enrol l ment. The data and safety nonitoring board

conducted an interimsafety analysis when 100 patients
within fihjedseererdino| Ireehst Noc sigmsdsi bagndticdickfeasienaesddlnwere used

S re fo
fo asses‘g%.c%{rﬁéﬁee\fﬁgﬁ 11 ]E’lﬁ &haﬁy\ﬁn ?rﬁ éﬁﬁ;g@\%’%vfas?%slgfv LFd]it%(S
stratificpi@pi fac@y@ldmge (319:9 @1121% ﬂ@ﬁ‘ﬁmﬁﬁ%ﬁmlﬁﬁl\ﬁme fradied Meghe site);
7; 195 r,onpting.a blinded revi ew of al
age Cat#%? h% VAR TR R NS e Bt st
(1mmuu_onclln§a'8msemVﬂdﬁ@ichﬁlplgﬁt;agé@)e A0 v%ﬂﬁ@lb@&{di&?@ﬁlt)%f of vmables .
| noc om s ildren in e current stud
found to RESERICARY ﬁf%ﬁ E“é“@dadm&mﬂarﬁta groaigh ‘Hflfs‘tliﬂélfl%ﬁe the
neatmeb‘ogf)dp ctrd iigrdachtisficA18¥ framrd ﬁ:ef f d t'h@ @hfng%té’\hubhelgé@ﬂUSS Aptech
Syst gg yp ﬁ? 10_deat hs. The study was stgéf
ystemsy S e S G080 fAenFnalysRs (SATETAS Srof I@ptﬂew, Eéfbfabﬁé
Statisticaf sigpificahéd Wadlbdds@lc@iL@He FAGsTOrtality difference we
found was not discovered until after the study was

closed. Statistical Analysis [00042] c2 tests were

Reﬂdmused to conpare groups wth respect to categorical
ones. The W/ coxon rank sumtest vvas used to
[090431c 0 nﬁaﬁ%ﬂ* GEIapP4iFrtn Peridfed eanseve bouR PenwY. wildiewr aisent

prior to MRAGhSnVEE Forlis:! %Qvén a@i‘%ﬁﬂ%&sg&ﬁ Jf' to {t‘ﬁ% %%‘érzll’{nt £ group,

ext ubation (Lung 1 epea dmeast
and 75 #sdiemds wegre rgs8emizet bniber elattieo gxaytgen%m i8R 1). All data were

included REASXWMiL N dh- ﬁ)umaﬁcﬁlﬁlﬁfgger time. In post hoc analyses,

| ogi stic regression | s were used to assess
[00044]); r e Af piwdYy cafe?t% Sipationts alei tAgRDsthana\md ell pdjieins et AL

critria (0 08y QLG ORI 03T b LS B hen Rl PPl

dlfieren@gs @n@vgqnt gjqurege dIﬁllc@qﬂyc profiley saeritylofDineeastSandondidation,

or coex%ﬁr%]%m%no aje§ Pg ﬁ] a—éi{%ﬁl’udﬁ;eﬁ& %ﬁ O%H @188%11 nog 91“"&?5??“3\’611%%{ icant,

there weamtive tmkhjsu bslettoref mwabwabirsslafn@ patdeto i ehespigdtol &ap and
est ed nul tlvgrla e model s that incl uded

three ad\ﬁﬁuo]}aﬁ é?ﬁl mvnbz}%wnwnd YT e BP thsgjpp%pfgi bigh

baselmefmbrtﬁlhg. @igle grafoeolvadtions(VaAb/&Rnt fed: e6dh K’f@:@%@
Ses

end thrqf e BOD) P i) OGP inga o fer@;:ﬂ%rfwc%he@nwaasll other
entry crioems,i fharied paidateoRs p%ebcﬁ@ﬁ@bﬁécqlfactant) received nonprotocol
surfactant administration after the study intervention. Adherence to the ventilator
guidelines was comparable between groups. Fraction of inspired oxygen and peak
pressures were within guidelines more than 90% of the time and Pdcoz was higher than
40 mm Hg more than 80% of the time.

{00045] Unexpectedly, mortality was significantly greater in the placebo group
compared with the calfactant group (27/75 vs 15/77; odds ratio [OR], 2.32 [95%
confidence interval {CI}, 1.15-4.85]) when all deaths were considered and was still

significant when death without recovery from respiratory failure was considered

(TABLE2). Respiratory failure was given as the primary cause of death in 40% of patients
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[ 000431 A total of 153 patients provided consent, but
a parent w thdrew consent prior to treatnent.
w@ewengpeeven patients were random zed t o t hePCT/US2007/060902
cal factant group, and 75 pami ents were random zed to
t he placebo group (FT UB1). Al data were included in
an intention-to-treat analysis. [00044] At study
entry, 91% of patients net ARDS criteria and all
patients net ALl criteria (Am J.Respir. Criu Care
Med. 1994;149:8 18-824). There were no significant
and as ginp4i ey @:n@gbut@ep\ﬁ/éemh 18 éﬂbsﬁlpatletﬁl;m@aﬁmhm kiefisla@eraged a

n i on r .coexistin
meen GOYSALL.OE) VERRRT Bl BRALATEBH T RS0,
averaged at B4l 0.6aventilgbnfiet doanPs .21NeTae vanelafivygraddids epal

e. oy t.rans | ant in the, pl.acebo group
extubet B O 03P o B st R PRt IO L R B 2L he
[00046}5 ur f(hg/gamtloaraﬂmdmtrbd by oxpeniiach iRHGNsiPASIBAAt R improved with

viol ations _were identified:

nor t ht o} ocol
both doggs Of?%% i getie %f{?&ﬁae]&r?éfﬁtrNﬁ%ﬁl%amtﬁhﬂlaﬁﬂ)wqﬁa@t

adequa&ntol pret liudk redtgeRat ihOfost PARXLOhod 838 A hal Zallpwtarmﬁo% and
ntry criteria, and two patients (one

pl‘me%P%{%e@LSoga?d GhEVEdPRaTTEH Yt oS thoFlatseicol because

their osyfchagba i daxddnidiséd atdai? (BRI €r the study
0004711\; %gventl on. Adherence to the ventilator gui del i nes
f BRSAPHBES that lnemRngs sopssitutedREtatahe pépUlnspi Nddrtality

in this S¥ERP o@@@a.c@@@balﬁ’cﬁ%@h’sr 1%%1 evlﬁz{neth}%etthhég M'o‘égﬁﬂg?&?ﬂbp&hgﬁ
t 90% of the tinme and Paco2
patfentsré/ hoyse> Lhali=88Y Yentilpertiodayy W©®¢$§o {Wnietpe Uy éell g, in
laceb teakd i gRirbi t L t he pl acebo
placebd it c%%?pa\gﬁgmwgp h[t)tgﬁﬁggcgl/% glgdtsglﬁﬁ? gdr gup (27/ 75 vs
1000431%5/ fgbleo%j geporigtgthey @R}lcalzn@@n{x%% cmﬂla@lﬁmqmtientseh& abt

.1esponc{ {d &onvjen%ignﬁl &@]ﬁﬂqﬁ’?@zﬁ g)%a%fﬂm A ‘F‘ %gelrét?% ?pgm

was stil S1 gni I cant
Compayigaypeft féwr@iﬂynfo&owg@ tlwa@p&dnspmté red P(CMW% of stay, and
hospitaBRRLIALOEY el Al e SRR bElSe BT LR bor'or of

atle san

. [00049]d e aihmiedli 3%onip poiIt lomﬂtassoc(i:aieﬂ amt}amstlplatlbﬁ I‘N?éi e AVEE FFRMent

12 vé]P 1% venti | at or - fre sat 28
in calfa aﬁ?ﬁ& "§ )an8 lﬁvaegg %méegg é’}ﬁ ascuiae'Vr&S%aéaq <1 61§5f)) surfactant
1nsul}atw@)r(t[3ieh’zazt7@¢s- f 9%731@1133’53 $)P=Hy}5blén siolh@aLsaH |1.1@9 275N La]fdc {ant

[ t1ibate [ ent in each gro over
mstﬂlat?ﬁ %?191&39%% Wo%ﬁcegp 1}1%6153 2 00 @)06,4 atzents with
hypo‘ce1®(<ytg1@a1a¢mcmdl tasvoﬂm"as ﬁffﬁimbﬂt@ﬁs{@ﬁmlgbbﬂﬁ ob?ii?é(cll in 12% of

ni ant oses of cal factant
ot FLFRLSRERN! Loyl A SYE 1 £, BT, Sopes of caliaciant
when th‘ﬁ@&}flﬁbnﬂdﬁﬁllaﬂi@1 tvas proRGdueel/drahE gatipRat i&LHQ%Enhlau on
[lJat [ _?nt S, vve\f\? as nost cal factant ( 7p

was transiently 1ncreased o patient was removed from the study because of
treatment complications. The incidence of air leaks was 13% in the calfactant group
and 16% in the placcbo group (P=.65). Nosocomial pneumonia was seen in 6% of
calfactant patients and 11% of placebo patients (P=.40). No systemic complications
were ascribed to the intervention in either group. The ORs and associated 95% Cls
of the treatment effect on mortality adjusted factors identified a priori {fast vs. slow
eniry, center) or a posteriori (age, immune status, enrollment number) are shown in

TABLE 3. Although treatment group is not significant in all models, particularly
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pl acebo patients (79% received a second intervention
per the study protocol because their oxygenation index
WO ovaiosised greater than 7 . [00047] | nfants youPQEDS100H060902
12 nonths constituted 26% offt t he popul ation. Mrtality
in this subgroup of placebo patients was nore than
three tinmes mat of calfactant-treated patients (9/19
vs 3/21; P=. 02). Ventilator- free days were al so
statistically fewer in placebo patients (nean [SD] 7.0
gﬂ@% vs. 15.2 [10.3J; P=.01). [00048] Table 2 reports
those t use‘prmmralun@mmmmmsecﬂmmmsp|t1m:©Bmspa¢mmu1t wittitde not
nyengj tilation after
treaim & SRR A aonkens t&@ékm@?@ﬁ fRkryent!1ation af
[00050pxy gefamtSh elri&jyyy, and stpiotead:elmduﬁ’m wiengtdigedafalfsdtant,in aigd

n’.u.u]ticegf)e? Efudalhag Iaec aessefi B}%ﬁ'@iﬂt}%%ﬁg&g%ﬁé{ 151@3%%%1%1&%? #L%gggggt?osn
index, mmeéﬂl@ﬁ ]metyl‘tolragiohﬁ h@toRnINE S n{éﬁh ghiddl @Gb‘tﬁﬁﬁoﬂ Mhe
cal factant patient re simlar to the acu
primars QR ToF el s Su R cobenITReElY Fataren beoveen
groups. ("Heﬁlshaﬁﬂ hypoxidl @V h K edioB §ore BROLEATHOAN WES: 38R hnk N
cal fégtant instillations conpared with 1% of

trcatmuﬁf Egb@ssel ghlepts Wesg mgp,§n pid noegpeesajtptepaith &gyl iamp the étudy.

The acdfty POENSEME: bE SRR o eN@hUORId MisUsiaPR- coIE@féﬁ‘c ik
xia occurred in 12% of calfactant instillations
prevxo%ggxbjé

Petf SAHHRAABYAFN ks etibCrrested | 1806 @S 3123688 it Care
Med. 19Mt21-es0hyed when the cal factant instillation was
sl owed and/or the positive-pressure ventilation was
[00051} | 5 haiagh PSP T #iOF B e aes Ny nslaene mesulig frqm enemetduw daficiency

of surfdchi@t %‘é&ﬂ%& 0 ?é‘sﬁﬁ%rﬁfal thfeSR, H)%Té‘sgi%’ hﬂefb@{ urfg{lgnt is also

i nci dence of air I'eaks V\BS In the ca act ant dgroup

deficient fyARES, and Alde by iaeksh on}gb@qbb)( PlangsitoryNosdiston, ahsm a
proteind? Qﬁ&‘ BOR! lfﬂ' A0B3s BEEe & tpﬁoé’ glo tﬁéaﬁ%s%%k%nbopx?&in%ml% a1

11% of ~pl acebo pat| en
lenges fop mbs@aﬂ iSonfactags rep mumb dbrany theRDB axd/ At iaoeimione

compk:)? Eﬁ'xlﬂ%l R zo%?ﬁzc%(ﬁn% .9§(%at\%{q ésgr O/Cé(g{l%r gtteotlve n

t ment e on nortall
IRDS lmdelmappom@ng rpruliervhdif sestedvs. la@emﬂmﬁﬂl ttigls i6 ARIBE hndATLA (N.

i OFd 4. ' tatus, . enroll r ) e
st 198} TS 0O TN BLSE B PThoTYORSL B1E
[00052ki gfihE poaid usi1§nOWei‘vad[}aaba{aﬂqenpﬂtfstoifeMﬂﬁfcﬂny&h 08¢ ffdilon were

a t he OR associ at ed
e 8 (91 LIS SOMBOOTSHR 31 % et 1 ) AR0RE1 8155,
Both dohdssif eaifacmni[ AB!pE)\&d d}@@@ﬁ&}oﬂ eaitinStratGty thdf RRan 3keh a
funoti t1_(?sc;e % od\[ggjer ecejved calfactant in this
ne IO‘H{}F Teht mé‘tfa }}“ﬁ%a fagh tddn%lﬂ?‘mqf restRjedupg Fingtion

to norudaioodien®ndf 1he pAN¥Ee Pedpbf positively. Only 55% of Lalfactam patients
(vs. 33% of placebo patients) had a 25% or greater improvement in oxygenation index by
12 hours after the first intervention.

[00053]  The duration of respiratory failure was nol improved with calfactant as it was

in a pilot study (Crit. Care Med. 1999;27:188-195). The average duration of ventilation

in calfactant compared with placebo patients was similar (11.3 vs. 10.8 days), as

were lengths of stay and hospital charges. The absence of benefit in these parameters may
be a consequence of the unexpected disproportionate survival of calfactant-treated

patients. As was observed with the introduction of surfactant therapy in premature
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i ndex, and were nore likely to respond to conventi onal
nmechani cal ventilation. The primry outcone vari abl e,
waenriogameor - free days, was not significantly BPCT/8200T1060902
bet ween groups. Transi ent hipoxi a and hypot ensi on were
nore conmon with cal factant treatnment, but these
effects were mld and did not necessitate w thdrawal
fromthe study. The acute positive effect of
cal factant on ventilation in this trial is consistent
. wi.th previous studies of calfactant in children ( Care
Infantsydpcressrguvival may acipaily inprraseitie needafos Pvbtbngedg@pportive
care (. @Fr, YRRxA 9591 ;550095 1bsiyf ant respiratory distress
syndrone results from'quantitati ve deficiency of
[06054k |, Sgrerviof fnsal g ioTy wepenpetisdyo frefiearesifrvoml. Mortality
rate waRh 2SS at ' r5f ] 9..deficient
R R O A L e e
Mortalifps tyastlowsT ipbethrirapy ot eilfistard metticiak [ 20% caldadirit $ 5. tsed
- . LNgsk hne0, L he.airspace. . Consequently. the ch al
Pl B Bt P8 PR By P B Y iy
respiratpry BRDS: enslgiAbh asthe priveey cospbexnhfarof@butdBS 83% of

, ' trd.cs.. 01,57:282-286) . Two.surfactants
deaths, 6l R B0 PR ‘ﬁé}é%‘?ﬂfﬁﬁﬁ%ﬂ%&ﬁﬁﬁ JUPRSHIR S VihatPnely
associatedstigdmiontaligr depcdianiei@in uhsahsction oARRS: pladsitle nddNanism
Am J. Respir.

. e d. .. MeA 1996: 334: 1417-142
wherebgh1raclap M imeh] gt Mty 1AL Byee o B opalure was
a signifijopevdanss b dailols af smediratut e benefits of cal factant on |
tion.were rer{)licl cated herein (Crit Care Med.

King fu
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7. The process of claim 1 wherein said patient is post-neonatal.
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of about 0.1 wt. % to about 4.0 wt.%, based on the weight of phospholipid.
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