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M) NI A SN Te BT R ARSI TS, Fiz, SP-BETHIZ oW T, BlFI% 52
DE201F~280F DT /BRI HENDRYRTFRIL, 52013F H Phe 2 5 135
ELT, BIRIXTSP-BA-80)WT i | Lit#l 5, [AUL, SP-CHr A iz Tid, BLsI3E
FADHE243F A PheZ B 13/ L L THIRIXTSP-C(1-35)lT i) LFtak 5.

FeFNE 57 T S 2D 2145~ H225F% D7 I/ WEELH (SP-BWT ) ;

R 28  FeF I B 2D 226K~ H276FK DT I BB (SP-BITH) ;

FLFIE 59 BLFIE 54 K N6 D297 ~ 4558 D 7 /TEELS (SP-CHT ) ;
FeF%E 510 BLyI& 52D 1H~FE20FD 7 I/ BERLY (SP-BIT ) ;

FeFNE 511 By IE B 208 102F~E110F 07 I/ FERLS (SP-BITH) ;
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FeFNE 512 By I% B 2D 119F~E127F DO 7 I/ MERL S (SP-BIT ) ;

BLA3% 513 BeR 5205 136/ ~ 5 1428/ DT X /ALK (SP-BIT ) ;

FeFNE 514 By B 2D E1T1H~E186 KD 7 I/ MERLY (SP-BIT ) ;

BLA 515 : Bi K 520§ 201/~ 5280F D 7 2 /HRfc 51 (SP-B(1-80)WT /) ;

BLA3% 516 : BRdH 520 5 300F ~ 307/ DT I /ALK (SP-BIT ) ;

FeFNE 517 BiFI% B 2D 31T/~ E330F D7 I/ MERL Y (SP-BIT ) ;

FeF % 518 BLH % B 2D 344K ~ 351/ D7 I/ FERL S (SP-BWT ) ;

BLA3% 519 : iR AH 520 5358/ ~ 5 381F/ DT I /ALK (SP-BIT ) ;

FLFE 520 : BLF3R 54 J N6 D247 ~ 58K D7 I/ MERLF (SP-C(1-35)BT A7)

BoAE 521 : Be K 5200 F 201/~ 5225F DT 2 /RHc 5] (SP-B(1-25)W1 /) ;

BOA 522 : Bi B/ 5200 5220 ~ 5260F D T 2 /TRHL 1] (SP-B(20-60)HT 1) ;

KA 523 : Bl 5200 264 ~ 5280F DT 2 /TRHL ] (SP-B(64-80)WT 1) ;

BA 524 : BRH/ 5200 201/~ 5260F D7 2 /HRHi 5] (SP-B(1-60)lT /) ;

FLFE 525 : BLF 3R 5 A 6 D247 ~ 542/ DT I/ BERLF (SP-C(1-19)BT A7)

AL 5-26 : KL—4 (SP-BIZHHE DA R~ T FR)

L2 527 : SP-CLL A HSP-C(T-28)T 1 ] :

5% 528 : SP-C33 (SP-CHRID B T F ) ;

AcFE 529 : SP-C(FF) [SP-C(25-58)W i D 2528 ~29%F: 7 I /FR#R AL CCLFFIZ, 56

BT VBBREMEZNZENENERLIZAHRATFR] RO

AL 530 : SP-C(KLS) (SP-BESP-CITAHM D NAT VR (lE) TG BT F 1)
W, ZOFEPIZEIUX, (2) BAFIEF2, 7, 8, 10~24IZ5#H O T/ BBELFIHD

72%5SP-BLE DU A D DIRITN DD 7K Eb 15, KUY/ i (b) Bl 754, 6.

9, 20, 25K U 26IZFE#k DT /R FD>5725LSP-C (K USP-C1) &% DWi i #

PORIENDD LB 1EEOMER, BlD, kit (a) BEHUM, (b) BEEU, KON (a)

& (b) MEEDOMAEERANVDI LN TED, £z, EFDSP-B, SP-C, iz thbd

Wiy 2L EOMEREEZRIRT DG AT, TNENEZRAL THEL HDWITE
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NENEBA S S IH (BENTFR) ELTHE,
(4) AFEHTHOWAIEHE VU EE LT, i —T7 7 22 M E ATV IEE.
BIZIXHRART 7T nal)y DSAIMM NIRRT 7 FVNaly  RAT 7TV kY
VEOFERANEEL, FOM, DT IINTVEaRART Y —) )L RAT 7 FY
AT Vea— . DI NIRRTy FON TV ea— ) DIVAR NVIRAT 7T
NTVea—/ VN IMARAT 7 F NIV —) v VAT T A VIRAT 7F
NIV a— ) IRAT 7 FONA IV NV RART 7 FIONTE )= VT I RA
TrF VR AT 4 AIRY L EE WD LN TED, £, JBERLL TiX, VY
R, SVAF U, 7SNITF U, AT T VAR, AN VAU, VAL R%ES
FAVBZENTED, BT, MiDBRINERRRI DT, w7 v, ANVIEDKEBIC
HRDIBEZAWHI LN TED,
(5) RDSTEH A L L THRE SN ilib—7 772 MUA| : ZDF Bl LT, RDSIR
BAN L COREMEA NSRS HICLOBATE L, 230, BkEHDVIIAE
WHEDSP-BR USP-CHNZY IR E 2 & A OB DO Mith—7 7 72 b, #2013
\ Bl Y—7 725> (Surfacten) | Infasurf, Curosurf, Humansurf, Exosurf, Alveof
act, SurfacxinZgEZADE — 27V ELTRWAZ LR TES, M, SP-BESP-CLIAHZ, Bl
KMEDHDIAREEMEDSP-AKR USP-DE G A § 2 il AT, #lziX1—7 %/
— )V CZNEDO KIS L 73 ESP-ALSP-DEEHIIIL . ZNEERRIIR R LLTIC
FCRELEE., RT3, £, ADE—2 0V OFBLTISIT 548 i E O R
EEETHE WIRBANC A, SRR OFERREELY,

ZORIL, BRI E RBEAM OB L RTIZH - T, 10REICH KSR

IT853R% ERTCEIHFE Y H O Bk LT BIER ) LA )], 2 U TRV TR B e
B ARUICLDbDTHY, RO A~NEFRITHESL:
(D RERDT ¥ 2\ MR RIEERRE L CHUFR RAEZ R T2 DI L, A%, Il
RVE LB R WD FETE M E ChH DM — T 7 72 NDARRD X RIEH
15y, SP-A, B, CRUD» b, ALDEEBREL72SP-BR USP-COFM ALY g
BLDBAEE, HDOWITTNEDOIRE TR (7 2050 %5 e SP-BLSP-CRili
DEBARTFROMAE LIREELE OB A (FIRL7ZADE —20) 12, UAVAHL



WO 2007/018152 12 PCT/JP2006/315515

J5 % A7 SO SO IR AE ST DL, RIEZ B T DL/ Bk ED
PURR M ASTEPE LI, ANV AGURA AN IC SR IEA TN D L3k
BB L FF CDIgGREAEDFHE AL L7 KO HTT A )V RIgAPE A D380
REPOBEICHEEINDIEER AL,
(2) Ele PR DR BRTE T 7 F L HFUREL TEASIL TV A TV F Y
ANA ATV URIZ, SP-BESP-COMAE LV VIREEDEA K, HDVIITN
SO IR PEFEIR (B RI5EIR) 25 T2 SP-BLSP-CHili i DA AT F RO AE L
FRENREL DHLAR (ADE—2)V) ZBINEA T HZEIZEY A7 Yy MURDEWE
EPEERFLRDED, LAYy MU TIIAET 7 F R THLHURE
AFRLOTEMAL D IR S Nl O N TR BE T [gAPEAE DRI FHEHZEH,
SNBHTEERFRALE,
(8) iz, ALV MUAL TN FTANAT I F U H R EADE — I VTR DL
(CROTRBL 7= G RERED 7 F > D5 BB BRI LR DAFAT D 5L . IgARE A2 DR
HFEEIL, ADE—2 VR E & (V. IRE LIV IR E 258 HADE — 7 )V kR
BHEOKIOEREYD U L& HHLDOT, VIEICIIREER IV EEEEEL Y T
BTENTED) LU F U R R E R (A) LOEELV/AIKTFEL, V/ABRLELF
DEX, [GAFEABIRITFHES ., 5, V/ADB1EEB 2 5 LIgALIgGmEE LN
BINDEVDERITEIRERAE LT,

e, _EFCOFE RACE DRI, IROBY THD:
(1) FEWEFEWE L, A TN FRIEEST LI FRIEERI 45~ LM
REABENTEXE, FOWET, AV IV FIANABE AED~ T NVF =2 (
HA) Z[RE S RL TUANAD R A TEME LRGBS S XEDHAT 1t
T TaT T —RBONTE—B I35 M —T 7 Z MR AL TRIEILL,
FERLLUTUANADOHEFEY A 7NV E LT B LR LT,
(2) BIEBRSHIIEDRE R, Bith— 7 772 MTiZ LR OB LT, SRR AR
DOHUFEIRARHIL G AL TYANV AGURITR§ DR R AT L L T 0 illg
ADFHEE BRI TPIgCOFEITR ISRV EE RWEL, EBICHi—7 7
75 N ORI 25y £ LT, SP-B, SP-CHRE R L HICEETH
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[0017]

[0018]

HTEEWLANIL, TNOE H B DB B ORE L, KRG IR0 G 2%
KRFELTZ,
(B) FiT, IR U 7= KON RE R D A= B A B & 7 A )V R G B R DB 20> R
FEED  RRICHWEN TOBIY—7 77 Z 2 "SR SR DRI GRE 7 =
NP CRIRIIGAREAEDFHEIZBH 5L TV DI EEFEN LT,
(4) LFEDIY—T7 77 2 NBRAREEAOEIEAME T, (a) RrEDER
WE AW AT HMEDHHIE[Kidod, FEBS Lett., 322(29), 115-119, 1992]. (b)
MBI 2 T MRS WS 2t | BRI~ a7 7 — U —ICBYAE
N TREEN DL (FRFFEE, J.Jpn.Med.Soc.Biol.Interface, 33, 10-13, 2002) , ¥
\Z () ZDEfMIT, B2 IXHPURIRASHIL (SRR ICERIAEh TR#E ST
LIWZTE B UAFsE R BT,

ZORE R Wit —7 775 OB ARG D H T, SP-B, SP-CRUEHE 12T
T, BIRICIGAEEA A FE T HHET 7 DIADE — 7L | LU CTHRE T 528 |
B IZ. SP-BOA RIS SIS DV IR IR B FETE MR A L IR D 7 L BREL S
DORDHNTFRTHLIEEH LN LT
SP-B 214-225:Leu Ile Lys Arg Ile Gln Ala Met Ile Pro Lys Gly (B2%I3%=7) ; BN
SP-B 257-266:Leu Leu Asp Thr Leu Leu Gly Arg Met Leu (BZ51%5-8),

DT, SP-COB R BHIRD DV IR IR R A BRD T IR
BLFN D72 BT F R THDHIEE WML !
SP-C 29-58:Cys Pro Val His Leu Lys Arg Leu Leu Ile Val Val Val Val Val Val Leu
Ile Val Val Val Ile Val Gly Ala Leu Leu Met Gly Leu (Bd513%5-9),
(5) TR IgAFH EOMFFL LT, flith—7 7 72 bR RS, FUESRRBHR
AMRIOMHC Classll, CD40, X UB7T-2DRBEBEMAEFHFEL TT — Vo7 FR~DHLR
R E BRI AT T LM IR RAT DY AN A TGF- B 1% 358 L TIgARE
HEB—UL RERANDITARAAF 2L TWDZ LA BN,
(B) ATV NS TN FTA N 7F P EADE — 7 VL EDIR-AIT LS
L7eR B - WD 7 N XD S RRITIT IgAPEA DOIBIRFHEE NG, [gAK g
GEIEAEDFHE~EB S DA F PEFIEL, ZIABADE =7 V& (V) EUIF 4L
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JF & (A) DEEV/AIKFET D2V RAE /T, HL, EZ EOU7F U4
J7 (15 mg/Kg LA E) ARRABEFET DAL, V/ARIIZH DO TR GE DlgA
L EF B DIgGIXIITTHFEIND,

YL ED% RLZ ORI ST RSN AR O BHIIZROEY Th5:
(D) FH—D B, $BEGE FIEOMNL THD, [ADE—27 )V | Otk DIEAIC
£0.| KBS DR E T DT R RATIgATE £ DRIRFHE, K DIgALIgG
Wi PE AR A TS T DR G KT 7 F L R BT LI BN OF A (BIER O
TRV REIRRIE DFFE L E D F LA ML T2,
(2) B0 I, AT FROERICES, ADE—7 VD2 - F - BB
PEZARD e B D) B8 %, SP-BOMIRSEEFHETE N A (FRSP-B 214-225
J USP-B 257-2660D4 7 X /FEFLHI6722) DA AT F R, R USP-COREFESR
FETEMETEME R A (RTRESP-C 29-58D 7/ BBELHIND25) DA AT FR, Z
NEOGT Ful | Bz, INEOTIUBES RS LU TELRHO AT
FRE L L i —T 775 MEERS L OB TSI AE A K (ADE—21) &
#HELL . ADE—I7 VD E A LS5,
(3)HB=D BMIZ, fRV 7F > DR T RN ORI 5~ DEHIZH D, ADE
—I NV KIBREGTANADRIE T 7 F | BlZIiEA 7V SARS, #E
BB BT RAEORIECT T BT, BB ANADRIELT 7T |
ziEas  RUFFEORIELT 7 F ARAL, ZNEFEDOR THBDV 7 F 2T 7
FUNEHT D,
(4) Mo BB, Kl . B8 LA D REIERE B D A NV ARG 2 RNE LD 7 F
> BIZIE AR BRIFTR  CRUFRFBEDORELY 7F /28BN T, ADE—ZL D
IR FTREZR F AR AT 52LTHD,
(B5) BHD BHIIX, DNAVZF v | EUIF V| TLAF —DOFPHRIRBEICONT
b, ADE—2 VORI W kAR 228 Th D,
(6) ZBEAD BB, KL DIgAZ FE I RE/R 0 NV —hE L T, BRPATE (B
R 12BN T, ADE—2 VORI v e FikE R 52 Lt B,
(N ELD B, FIv 7 FIN)—VRT ARBERO He | B2, ik x ~
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[0019]

[0020]

[0021]

DADE—Z VD iRE)S A DOEEBIKZLIZH D,

Wl AFEHDMERTDADE =7 ik, PR F TSN TVE T Va2 he
X, RoOBOMERELERZ BT 5!

PERT Va2V N, B K THLIWIIFANERESN ., REFTORIEKIGE T E
FLZU ., PR RAICB — 0T — Vo BkE 5| X %8, TORIERIET BinE
BEERSEL TS, BIZ, BRSO D RIE RS EHERF 5720 FUROBIK
R EBL T80 BIE SIS WD, Fe, EROIERT 7 F2 - T
2N RELTHBR TV AL DL, BRLZE8Y ., KIGH S BEERERCaL THRSE
DY THY, % EETRBIER DL ERIEDRH D,

ZHIZHL , ARPUALRDADE —2)Vid, RFTORIESIGE B SR IS\, FiZ
EEREGBRTHS BT, fit—T 7 72 b O T DOIEVER 3 HDOITEDIEER
AU BRESILTOBEIIT HDDR AL RO A IR E ST Koy T
REA, 20 RRIZRREED 7 F L & ZEL TNB, 1o T BD TRETHY, 2303
RN THD,

ZOREIZIIT, & (1)~ (8) 25, EhEhRttshD:

(1) fith—7 7252 a7 A B, ZOWH R OZIEOBERERE S TEB DA L
NRTFR (AR PoBIINDDREB IO Z L RI7H | RO/ Xdhihr—7 724
Y NFaTALC, ZEDE i R OTHEDOBEREEE BB DA A7 (BRE) 235
BIINDDLREBTEOFZ L 78 WNIIEEHE (CH) 20T D07 Eb 1
ROMRE»B2DEAETHATUHIEY (AD) B —2 U, REEGE A% FHE T2
BOPUFEZ I, B, MR X IIRESEIZLICEVBLNBREED 7F 12k
T, bRt =V ORE E (V) & ERHURORRE & (A) LOEREILV/ADKI1
EBZDIOTRINTODILE LT D, [gALIgCOMGUADIE AL FHE T O/
o s,

W THUR L &1E, D7 F 0 M ER RS NI E 3 KI90% L EDT A VA KT
A EORIEERICE RO, TR RIELHUR, MY AR ZhBEDO AR
— 7R, B, MESRO% UL EOT VI TUAF V=T HZX
I KEFNTE . B T OFBERBELER TS,
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[0022]

F7=, TADE =2V 1%, WOAHE (Wi —7 772 N a7 A0 B, %707 AB
([CHRHDOVITER T HRBW R OEHATFREE) . KO/ AIBRE (it —
TrIENTOTALC, H T aT AL CIZH KDDL R 5 KIKE B OE L
NTFREE) . KOCH (VU IEH. IRIFME D IRERE) OB BD 72 EH 1D
BIINDS, BIH, ABELCHEOB ML 1T ORBIINSG A FHD2EH2
T, JUIBHECHOZHENODBREL I T OBITNDGF Db 2/, XA
B OBEW NZCHEDOB LD 72 EH 1T OBIIN /AL 3D
MBI ORHEEHTHS:
<ABES Y —T 725 0T A B, R UBLSIE 521 5e#iD 7/ RELS 2D
RBRY T FR(TUBE 1L NARTDOMet &2 5 1FTI/BRLL, 2LV CRY
FIANZNER AT S TNB) 1T D 381%E (ALFIE 52) &2 DOWi i 5214FH 0
52253 (LA S7) | 25T HENDHHE2663E (AL 8) . HBIFNLHE20%E (ALF
#510) ., H102FOHE110%E (FLFIF 5 11) | F119FMHHE127F (FLFFE512) |
H136/DE 142%F (ALK 513) . H171HF 5 185%F (FLsH 514) . 552015
MHE2807F (ALF37515) . H53003F 05307 (FLFIE 77 16) . H317HED D330
F (FLFI%E 517) | F3443F 00553513 (FLF3 7518) | H5358%FH b5 3813 (AL
F519) . H201F00H225%F (FLFIF521) | 220 HH260% (FLFHE522) |
H264F DD HE2803% (BLFIE 523) . H52013%00552603F (A3 524) . LT
BREAN DD IR ES 1 DDEFNEZTEER AL LU TIRE TR RTFR, EFio
KT BRHN DD S VRO TIPS EB KR/ IR K LIEHRVRXTFR,
TS OBRERE S RO AT FRBDNIA KT T as | ZEORE X 38
Pz LM, 20X, SP-BICHM DA B~ 7T RKL-4 (Ad513E 526) . SP-B
LSP-CEDNAT VR (BlE) BIG AT F R (Bl 530) 4,
<B#>MiV—T7 772 a7 A C, R ORHIE 5AHTFERDORDT /TR
DIDIRBDIRY ST FR (FUBF 1d. NREOMetZ 5 1HFTI/EREL, ZhdiDC
K 7 ANZNERAT S T0D) (BB 1HFEDBE197E (BEFIFEF4) | FH1FNDHE191
& (ALFNE756) . 5529/ H58F (BLFNE759) | 5524F/A> A58 (ALFFH 75-20)
\ BB2ATFEN A2 (BLHF7525) | BLAIE 561 FsDF 1/ DH191FDOT I/
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FEBRLAND> DR DRY ST F R (TI/F 51 NARUEOMetZ 25 1H/FTI/IREL., Zh
FOCRKEG T MBS EITWD) | ERRDOT IR D72 &b 1D DELSI%E
TEPER A EUTRE T HRY AT FR| EROETIVBESN DD EH 1EDOT
BB R S IR ELTZRYRTFR | T EOBREREE IO A 52
TFRHDIERT T a7 ZhWEOFE IR HEIZLDEMEE. FI21X. RSP
~C(7-28)l1 i SP-CL (BL13%& 5-27) . SP-CHRIAF~27FFRSP-C33, SP-C(25-58)kt
N DFE28~29F T /5% FCysCysaPhePhell , 5637 I/ h7k HEMet ZllelZZ 1
ZIEBL TG BT F RSP-C(FFD (B513F529) . LiRAREL B DSP-BESP-C
EDNAT VYR (FlE) BLE AT T (BLFIE 5-30) &
<CEESHFRTZyFINaYy | VNNV IMAFRAT 7 FIoNaly  RRAT7 7 F Ik
Vo RARTZ 7 FONTVEa— ) IRART 7 FNA I b= RART 7 F VN H )
—NTIV RRAT 7 FULREDYRE., TUINR, SURAF UM, SNAITF U,
AT TV, AV AL REDRRIITESE « DIRH.

(2) EFE (IR #or —2 VB (V) EHiEE (A) EOERHV/ABKITLUTITRS
FOFRENTWDIEERNE T 5., [gATUREE A ZRINICHE T DREED 75
(3) 52 (1) IZFEs DA, BlHIZF 752, 7. 8, 10~19, 21~24, 26, KL T'30IZ
DT I BRS| DF I E 672 BT (1) X () IZFesR O RIRY 77
(4) B (D) ICREE OB, BFIFE 54, 6. 9. 20, 25, KV27~30IZF#l D%
TBEHNOZ L I E BRI (1) L (2) X (3) [T O 75,

(5) LR (D IZREHEDOCED, AT 7FINaly PSAIMM NIRRT 7 FV 0l
VNIRRT F ORI RART 7 FONT Ve — )b AT 7 FVNA )b
RAT 7 FVNER )= NT I RAT 7 F VU, TUINE, SVAF U, 7L
FUB AT T IV, RUH VAL BBORFREDBRDHIEC (1) ~ (4) DV
(CREHDRERD 7F2,

(6) BTFEDHLIE (A) AMBYLIR IR BRI B SR O RIGALHUF SO H L R CTh DR
7o (1) 0% (2) IZFE s ORERED 7
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[0023]

[0024]

(DT (1) BON2) OHE (A) BT LAY | FLAS L 2E¥h—T7 . I T LA
»H PR THDT LA —DFBLFI X idiaHEHAl,
(8) AiTFe (1) HTN(2) o — /v B (V) LHUR & (A) LOEEILV/ABKIITHDHZ L
% [gATUR ORI FE AL LIgALIgGI TR FE L L DB DEHAAYF L THWS
ZEE BB E T DR TS T 1k,

LI, 20RO E R > HB 2,
(1) ADE—Z v DRERL :

B L7z ARE (Bith—7 772 b a7 A BR OB 07 A BICH R DT
KT B RBEPEHRIRTFREE) | KO/ XIB¥E (Wi —7 772 arA
YCRUETaT AL CIZHRDHOIWTER T HRAB K E RV RTFREE) RO
CHt (VRHE. BN EORRE ) D3O IR EE %L, IROBYTHS : AFEIL
#90.1~#96.0 2 E%, BREEIZHI0. 1~F96.0FE B%, K 'CREITHIBE~#199. 8 H AT
%, PUREHE — 7NV OFETIE, EEWIZIBWT, ABE% +BEE+CHE% =100
%\ XIZAEE% +CEE% =100% ., XiIBRE+CEE% =100%2725 L0353,
(2) ADE—2 VOB (A, BROCOIBEDOMEFHH) :

LT ICRBTIEZFR 75, Bl20E, AREEZ2 mg, BREE2 mg, X U'CHEA96 mg
ZNENFEIL (EE%IZTAREY% +BEE+CHE% =100%) . ZNEE5 mlDERE
W B 2T A BRI R IR K (PBS) HIZH — IR E 5, BHh 7R
WL, FUHIEYE —27)L (100 mg/5 m) WEL TRERICHET D, BRE—2Vid, 48
FARHCZOFE, BT 2, W, BEIE, BE, FEDFAYP— 3% — IR
GRS A\VBIENTESD,

B BB RAIC LD O ZEM: CREtEORI) 25725 L5\ WO C, IFP—, Fi
ZIER Y 7 2A3F Y — (F 21X RGah 44 Vortex Mixer) DB ZEL,

el CREDIEE 96 mgDWNFRIZOWTIE, BRI, SRT7F T Nal 71 mg, WA
TrF NIV — 121 mg, ROBRRT7FNEY A mgDREELERTAT 52
ENTED (IREEDOAFII6 mg), Tz, SP-ALSP-DAEREEIL, SP-BESP-CD
B PWESNTCWBRDSIEE A O —7 7 7 # L NUA Bl zIE, —T 77T
(Surfacten) , A TARBHIY—7 72732 (Surfacxin) &% AV BDHAITIE, ZOff
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[0025]

[0026]

[0027]

[0028]

RFIZ > TRAIL I IRBIK A DEE, ADE—7 WKL TE I T 5Z823C
EXAN

(3) KERED 2 F o DIEL: U 7 F L h O B (A) ITR§HADE — 27V B (V) DRz R
HEV/ABTEOEICRD L, V7TV FIRICADE — 27 ViR & RINE A L iR 8l
T5, Bl ZIX, PUHER &EH350 mg/mlDU 7T k50 u Tk, EEEV/A=1
AR 5L, kR (2) THEALZADE — 21 (50 mg/ml) D EANES BIE50 ul
ThHD, M, B—ITBAT BT, VA —, I —, R, BPHa%r
FAWBZEnTES,

TR LT, D7F U I m B RS UM EE 25RI90% LA L Dl B FA SR B, T AV
AHUR RV ARE, BT, AXEHRF =F I HROMEE K0, LT LS
VBRI RERNIE, R T ORI E L ER T 5, FUREROAE
(i, EAMEE VB, HAVITHLROMEE | IG5 7 2. FURPIAROG S
DOOFHFEEZ VA ZENTES,

HEHV/AORMIZBITDVEIZIE, B OB TIZADE — 2V DFI0E %L
FERIRESUIVIRE S EDBDOT, ADE—2VEORDVIC, IRE &IV R
BHEEZAWDLIENTES,

AFEPDRENED 7 F AN BT D P ORCSRE & (A) 13590.1~#950 1 g/ke, b %
L<I13#90.3~HK930 1 g/KgThD, ZDISRFURRIZIW T, IgATURPEAEZ B,
H7> DI TFHEE T D720 DV/AIL, K0 I~KITOBEELWY, e, [gAKR g
GRHLRPE AL FHE T DO DV/AIL, K31.0~#9100, 4FELITHI20~HKI500%
PRZEH TE D,

Fz, B EDEBYDOV/AIZEBWT, FUHDKI60%EL_ EBADE —2)VITREAL., £
UL o THRONTHEIRGE T 7 F 3 ATUIRFEAE R O/ E7- 13 1gGHUIREEAE %D
RYZHFETDHILNTED,

LT, 2E&H), ZBREIROEEGZ LT, ZORPOBHERIZOE, BARRY
(T D, AL, ZOFBIL. ZhEDBEG], FH &K CREsic oA RES NS0
TRV,
2EH1
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ADE —Z)L D FHBLEAE T, -

ARV TADE =7 L ELTHWA it —7 77 2 hOFRBILARE fis > E L
T\ IR % 4D i LY Howood D 7 ¥k (Biochemistry, 24, 184-190, 1985) (240
RSN %1 — 7 &) — L THI U TR R E 4y SP-A KR URSD-
DEBRET 2D, HOWIIHIRALL T IZE THWUE/ 4 8h (Haasman H.P.5, J.Biol.
Chem., 262, 13977-13880, 1987) ; RAT 7 F P Nals RV LI NVERT 7FV
Nal EOVREEERELTWEESL B RAT77F N TV Ea— L EH10-
FISOE EY, NART 7F VNI ZRI2- KIS EH RS, »VIF U REHKI1.0-FI20 H &%
EPLRBIING2FEL LOIEHE ., R UMith—7 772 RO feEatt: (Bk ) &2
NI SP-BR T/ XiTSP-COR B X I A RHME G A HA~TF R, 4
ZIX, EFSP-COFZhiE I (BLF3R 5- 2012 e sk D 552458 73 /WAL %) FGIPCC
PVHLKRLLIVVVVVVLIVVVIVGALLMGL) 57258 i~ 7 F R &K0. 18 128 B%
CENENEAL, RO A EH A 100E B%T R DO TRE U IAZ L BB
XN OfiY—T7 7752 FIZIE, s —7 777 (Surfacten) , A2 774
—7 (Infasurf) |
¥ 2—m—7 (Curosurf) , B=—<>%—7 (Humansurf) , =% % —=7 (Exosurf) ,
TAEF 777k (Alveofact) . B—7 7%V (Surfaxin) & TH D,

e
2PV NAL T NPT IF o DIERL :

AR T )V WA )V A Aichi/68/2/HIN2ER A BERE L 7= %6 15 FRON i Skeysaleink [
1x10° PFU (Plaque Forming Unit) ] JIIBFERI K- #AED FH=  KNIEE D
bt 5) 2V, U TFOBIETAT VY MIA L TN F U I F AL TZ, 0.004
M PBS[# 73 A A AL (B &) B]) TRt L e VANV RTZRERIZ B —
ae AT 7 b [FOGHMZER AL (B A) 8L 20.0578 5%, Ff& iR 258 nMIZ/25 &
NTEMRE L., K\ F TI8REE AL F o X—FL, VANV AERE L LT, IRVNVT, 3
TCTLERFE AL FaN— 2282, B —Fat’F I I KRS T T,
ARG FRDINE T D ZHUTEAEIRHE 30, 1 EH B%I272 5 L5 Tween80 [Fil Y i 2Rk
Kt (BAR) B ZEEAL. BIZ, ETween80LEROVTF )L —T L [F
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FligER A4l (B A) T2 BN G 0% 4°C T2, BEIRFIL 72, Z0#i%E2,0
00rpm, 547, #.OBEL . €D EEEERE - [FIX L 72, VYT, Automatic Environ
mental Seed V/Ac System[SaV/Ant Instrument,INC CK[E) 81 & vy, EE»HY
TF N T—F)IVERELER . ZhaMillex 0.45 p m7 4V & —[Millipore CK ) 8]
TREERL, RELAT VY MIA IV P U7 F R E L TRV,
FBRBI2

FR B HERT 75 DOFRERL:

KBREI 1 CHRIRAT VY MAA L TN T 7F iR E S Z H] 1Rk DADE —
AL EERRA L TR, . ADE— 2N %D IF L B BT LB PR BT 5
X HPBS (phosphate buffer saline) TREDHE ., SRR, 547 DOBE I LIV —
IR L LTz, Z DGR IZADE —2)L (AR ER) 0.1 4 glT L LU 7F U R
W (LR ER) 0.1 u g2 ML, RAT I AIF Y —TRA DK, EIRTLRHE., #
BT B LI IVIgATEE A DR B KD 7 F L 2 3RBILT-, 72, ADE—2)L (51
HE) 1.0p giHLATRRY 7T VK (R E ) 0.1 p g2 MO, _EFCERIERIC
L TCIgAKR QNgGMiFFE A O & IR 75 iU Tz,

FBpI3
ENL/ES 7§

6 EE . AXBALB/cv A H AT R )L — RS (HA) HbEE A% V-

o ZTCOEMMFBRIT, WEBRFEFH LR & —ORGEE (P2L~)L)
NT, R RFEFTIIEREBLOTARIA > T T,

KBB4
x5

U7 0F v DRI GIZRBNTIL, ERFI2THIU 7T (R EE) RAED0.1
n g/ plZRBIOPBSTHIRDE , Zvam—T VIR L T2~ T AD ] BRI & 1
pl 3o, G2 ul/vUR HETHILICIVEE Uiz, SRR EQC p Do
PBS% iR 5 LTz, FIEISREED B4R IZRROD S B LD 2R G EATV, §%
WEFEHDH2IAM B DAV AICOE, BRI, Fifoleii X gL 2 e
MFRBIL . ZhEZ Rk U CRIFED 7 F U MR AV AT B2 1g A R OGP
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DR EWHEL 72,
FBBI15
7 A BPEGEE - FtOBE I - M YE D FARL

DIF B Fw T R MSVE S — LR T CRRIER R O% . KEEZEIBL T
RAERRY T — T VAT SFr [T RARAT 4 VIR R AL (H A) B & i~ AL CT4E
PR KL mEEAL, EOBERIN LTz, 2 A 3FEI#RDIRTZ LI IVERIL 72k
A Et3 miE AR GEAHR L LTV, ISR A BRI D% BB L= KB D b5
W7 B ~T RAFIRD T — T VR AL CTlmlOAB R K EZEAL, 05O
HEE BRI LTz, O % SRR S LRV, FIZ, DR MO Zh
%5,000rpm, 1043, Z0BEL . &0 EEEZERIL | MiFELT,
516
B RTBDRE B

PRI, IR B OMALTE D& > /75 A B % BCA Protein Assay Reagen
t Kit[Peircefl: CKk[H) 8114 FIv THIE L 7z (Anal.Biochem., 150, 76-85, 1985), 3%
$:562 nmDOW G IZSPECTRA Max PLUS 384 (Molecular Devices Corporation (K
) 81) 2 AW CRIE L7z,
FBRBI7
AL TN F AR D REYRIgA K NgGRHUA D FEHL :

ELISAIZRT5E BOIREH D NI EEIEL L THWSTZOIZ, EitlgAKR PlgGH
TUAZROBOREEL - TR, MR KIBH R BiProtein GEZ 7 —2R4BH T4 ([
Zymed Laboratories Inc. CK[E) 8|2 AWbT7 74 =F 4—ra~ 757 4 —(2dD,
AT NPT IF BB BI A TN F A )V AE e~ A0 fifi {BEE
DDIgGHE 3 ERERIL T, Fiz, iU R gAY X IgCHufk [ Sigmath CKH) #1]4BrCN
EMAL T 72— 24BAT A [ Amersham Bioscienceth: CKE) B 1245 A&+, Protei
n GOFRBVE 300, ZNEMNET 74 =T 4—ra~ b F7 4 —IZ LV IgAB 43 %
LTz, ZNEDIgAKR gGEI 30D ANV AR RGURERE R T 57280 | 51T
FAWTERIEACAT VY NIA L T N T 7 F U HURZBrCNIE AL 77— R h
FAREA SRR T 74=T 44—~ N 57 4—IZE A TN F A
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AR INRIgA K DgGHiiRZ N Z IR FRRIL 7=, ¥, YUH L RELTDORTY
INUAL TN FTANAGUEE L P E DI T IA~D I TV 7 Z1E, 0.1 M N
aHCO /0.5 M NaCI#E i (pH 8.5) & AV TR & SULEATV Y, 7V —DYH L FI30.
1 MEE£/0.5 M NaCl(pH 8.5) Z AV Chr#EL, PBS(pH 7.5) I THFIL7Z, %%
TIA=T 470 57 4—13PBS (pH 7.5) IZE0D T 74 =T 4B IS B L O7Y
—DHEDBREEAT o745, glycine-HCHEME#K (pH 2.8) IC L B ik Z I &
Bz, WHENZESIZEHIZ0.5 M Tris-HCHEE R (pH 9.0) (2 X0 hfunos: ., Mill
IQAKIZTEMT D, WAEH IR LTz, ZHEDIgAKR NGl fEARFICPBS TIEL
+ ELISADERHERZR (FifF) ELTHV T,

FBrB18

AV TN T AN RgA R NlgCHAD E & :

SRR . T B B CMILTE T DFLA > 7 V= T A )V RIgA K UlgGHLik
OEA RIE, ELISAIZEYE B LT-, ELISAIE, Mouse ELISA quantitatin kit[Bethyl
Laboratoriestl: CKIE) & ]1% AV v TYT o7, 967 /L NuncA .5 /7 L—h[Nalgen Nun
cInternationalft CKE) BI1DF T2 VIZU7F 1 pg, ROV IET V7 [BS
A; Sigmatl CRE) B1 1 g/mlDOPBSEHKA100 p IO, 4°CT—HE, [H)Eqb
BSEAT> T2, £ D%, Yei (50 mM Tris, 0.14 M NaCl, 0.05% &% Tween 20, p
H 8.0) T3 3X, UIFUiKERREL, K7 =/1120.15 M NaClK OV B E% BS
A% E 250 mM Tris-HCLAEME# (pH 8.0) 2200 p 1AL, IR TR 7 vy
7R ISET 2T, K7V EFRTRER AW EHE, U R AR (5
0 mM Tris, 0.15 M NaCl, 0.05E &% Tween 20, 1E &% BSA, pH 8.0) IZ Tl &I
AR 7z BRI IBEHR . SUTIMIEZ 100 11, BANREA O, EiR C2RFH)
PUSSHTz, A~ RgAY FIgGHuA X idlgC — HVEV FE~ A F L4 —E (Be
thyl Laboratories Inc. CKE) ) & %k Hifk &L THVY, TMB Micowell Peroxidase S
ubsatrate System[Kirkegaard & Perry Laboratoties. Inc. CKkE) 14 FVWVTRA X
JEEAT T, WUNT, A T2/112100 1102 M H SO [FIERBpkatSAL (HA) L]
BN B LIS EE IS B4 | 450 nmOW G E A SPECTRA MAX PLUS

3B4TRIE LTz, EEDT¥ DIEHERIE (FUR) LU T, FERBI 7 TR i Peig ik
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[0029]

O FIAL TN FTANRgAKR PMgGE AV, Lt RBRICL TR LEE
REL., ZhEORIEELZEEREICHWE,

FhEf1

(1) R RGBT 75> DL

[ADE =)V | LT —T 777 [ZE VoV T 7y —< 4k (B AR) B2 v, Zhd
BB CBIoAV TN RIGALD 7 F U L OIRA M E B S WA T 52 ik
DRED 75 R, —T 7 7T I ARICE U 7T B 5T L E R
([Z72BEOPBSIZIRHL | =i, 157 R D E BALEIZ KO — IR & LTz, TRV
TUIF L (HRU7F 0 8)0.2 pgltxtL, Ligh—o 707 U Rlika £ DY

FEET B0 (fEHMN) L 0.02, 0.1, 0.2, 1.0 TN2.0 u gDFBEITRDIOTML, A

NT oI AIF Y —TRA D%, BIRT3H M., BERAELT, £U7F U kEbE&
BRNZEIR TR AL F 2 —kL7z,

(2) v RS :

UIF L DRBEREICBWTCRIE VT U RERT 7T AL EHEOL ug/ul
WHRIT72 D IO ICPBS THAR DL . ZIVEEZBALB/cv VAD T BRI 5352812
FOWIEISRE LT, £ DAME W IHIE SR L RRD FIEIC TR ATV, 2K
G 2B DA~ T A0 SPESE K., il & A Z N E - 7
L, FiA 7N FIgAR DIgGDTE BTV Z,

(3) SR R DHE :

EFED BPEGEEEK  BhRRGESR K OV LT (BB L SEBR B15 12 FHR) oFiv
TN WIgAK MgGRiL -~ L ZELISATE &9 5 (£ OEFEITEERFISIZ i) &
2, TOFBERE CBRE) OfE RICESE, TADE =2V ) ELCOP—T 77T
VHRRBT I F AL DRERSE KO OISR OB RIS RS
RAEFL LT,

U IF NI E T2 —T 777 DEN0.2 u gl F (CLTFHEN—X Bt
F09°5) Tk, SR CHKCHEOTA L 7NV FigABEA BRI —T 777 B
IRFEL TN 72 (M1 R UKI2) , Ll ZOMKR—XBEDIgGREA BT —7
77T O BEIZHEI MBI AL T, £, P HUE, [gAK PlgGOREAITILIC
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[0030]

[0031]

[0032]

FHESeh o7 (X3),

W, X1~3I2BWTC, FUIF U RO~ A n=8~12, V-HJE = SD (FE AR
=) FBAREL, y—T 77T U BRINT7F 2 (0 ug) BEBITHT D BKHE,
+dp<0.08, ++/Ep<0.05, +++1%p<0.01, F7=, *1TH—T77720.1 p gV rF
R GRITHTT AR EKYE, p<O0.012Z N TR,

ZHUCHL, =T 77T OEP1.0052.0 ug(LLTFIER—X 3L £ T D) T
X, SR O EOHA Y 7NV FlgGREAE BB —T 7 77 BITIKTEL
BNz (M1 EOX2), T2, M DIgGRELEEL2.0 u gDV —T 777 % AV
ERECITA RIS NTZ (K3), ., ZOR N —RREDIgAPEL BiZiX, BRI
R—=XBED LU AT BRBEMIIM NS T RN — RO KRB RO
RO (MR TK2),

(4) NgAPEAE 1735 NgA K NgGRPEAE | ~ DI Z AA v F DS IE :
FHRUTZRERIT, U7 F U ERE(0.2 )b, V=777 (ADE—20) DY
VIREDEE(0~2.0 pg) LOMBEATHLDT, LRDOUMZ AT 1L, ADE—7
NHDOV B &/ WU 7T BOE R (LLTIV/AIERFET2) LT RD
YR ORFES I

(@) V/ABKILOLL T DL&, IgABEEASZ;

(b) V/ABKIL.0& 2 HLE, IgAKR NGO & B FEAESNT; KT

(c) TTgAFEAE 1B TIgA K NG EEA | ~DEIMZ A F 1T, V/ABKI LA IEIZH
BERFESIE,

W, EFEV/ARHTOVEIZIZ, ADE—Z A F OV RE B (EE) ARV
o LU AEPSRDADE — IV DIERLGT DO BH  90E EBLL L3V fE
B THOOT, AW EEKETS ECOERKV/AORTIIL, VIEELTIVIBE
BIZT TR IREE VVIREEZ G ) . XITADE — )0 & (k& &) 26 1
TEDLHWIENT,

FhEf2
(V) eNBUiY—T 7 7 Z N R DA
FEEIS%BLL b DEMUSP-COH ZhFHK (FLF13E7520) DA H~7F R, FGIPCCPV
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[0033]

HLKRLLIVVVVVVLIVVVIVGALLMGL[Greiner Bio-Onetk (K72) 238 5% 1% 1: 3¢
ALz, ThAEZ X7 8EELTI0 mg/mil72d L5 CMERTEWR (7 uakvb /=5
J—NVEREN2: LT TRAOREIR) ICRREL . ARSP-CREEIKEL T, iR
hBATADE—2V (A LeMNUfith—7 772N OB HEL T,

(2) B HLADE — 27 L DR EL:

filith—7 725 Rl TOBEBLOEREELE TN L —7 772 hoiffiik
. Takei®>? 5 (Biol.Pharm.Bull., 1996, 19, 1247-1253) {2k04To7=, Bl'H. dipalmi
toylphosphatidylcholine [ R G#iZE (H A%) Bi]. phosphatidylglycerol & V352
MR%75:25:10 (&) ICTREAL T, VU IRE ELL TI10 mg/mlDEREIZRDEINT
CMIEAWK (Zaakiv b/ AF ) — NV ORBEHH 21 OIRAWR) \[CRRE L, TR
R L Lz,

BRROSP-CERBILIC . FIAEDON 7 VA aBiR(TFA) ZRINEA LS 28R
L7z, IRWT, SP-CREDIEE RS H OV BB & B T2 % (w/w) £725 15 SP-CHfif
W LFRDOIRE S BRI E TINE A D%, —F) —2 /R — 4 — % VN T40
CTHELE, ZEVIEE10 mg/ml&2dE91Z, 10%=F /—/ )VIRIZ FAREL | 4
5COKIBHFTL53 M, IWEDRFIL T2, TN EHRETBRO® . A To#LEe M
P —T 7 I HZ UM AERRADE —27 V) LLT-30-4°CTHRIFLTZ,

(3) R & HEET 757 DFRHL:

Eifkd N TOHEMRADE — 2113, Vo BRE 30 mg/ml&/2d KO ITPBSITIRAL | =
TR 153 T DM BRI K0 B — 2RIk UTe, ZHUCSEBRBI 1 TR 75 (
FLREET)0.2 uglcxl, EREDATY—T 7750 b, 3% BEHEH RO
Yo ba— LT —T 777 2 (FEHEH LIZFEE) &, VTR B EIC#EL T2.0
1 glZRRBIDTHML . RNVT w7 AIF Y —TRA D%, BRI T35, BEEK
IR 7z, NIRRT 7 F 3 SR IR, A2 Fa—h LT, UIF
Y ORBREEZBWUL, VIF VAT IF 0.1 wg/ u BRI EHICPBST
FRLUCTHWE,

(4) v AL :
EHEBI 1 DOFHREFRRICL THBALB/cv U ARG L, 2K S 208 % D&~
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[0034]

[0035]

[0036]

[0037]

[0038]

AHD EREREEIR . i Bep il X N LIE & £ e R B FRBIL ., Loy
FlgAKk RigGD E Bz,
(5) SR R DHE :

FHEH 1 OFRHEREL THA L 7 V= FIgA Kk MlgGiL -~V ZELISACRE &
TR, TOFBEREOEFITE & RE HFU 7 F 12813 BTADE —
IV EUT, BPS-CEE A D ANLEMiith—7 772 M (G HADE —27)L) A3k
TR0 R O USRS E OB RIT T B L 2 RA T L 7=,

BEERTIE. ALY —T 772 NRAV VT B EREDIgAFEA BT, itha
ra— VDY —T 7 0T ARET I F B EBHOENLIZER — L VUVZETHEIS
BsEN Tz, fREC. ADE =2 VIERINT 79 O TR IS isd o 72 1gGREE
b (K4),

M, KA~6IZ8W T, LIdIgAPEA &, MIXIgGIEEA R, VI/F U EERDO~T A
$n=4, FIE +SD R Z) . ARAKEEL, ADE — I VRN 7 F R 584
X HH B, +13p<0.01, Fz, ++Fp<0.05%ENEIRT,

IiBediE Tk, ATV —T7 772 MREAUVIF U B 5HEOIgCEA BRI, Bitt=ay
M=V DY =T 7 7T ARGV I F L R EHOZNLRARICE RICHBSh T, £
7o\ IgAPEAE IR INEN 208, ZDREA BIZIZADE — 7 VIRIRINT 75 $e 5-RED
FNEOBTHEBZERZ RO 2D o7z, L L, ZOIGAFEAE BIZIE, —T 777
BAVIF U EEROZNEDRIZBWTOA B ERALNRD -0 T, AT
—I 77 NERUIF U DIgAEEFHEREIL, Btta ba— OV —T 777
BAETIF U DEUTERIL WA LS 7= (IK5)

MHTIE, ALY —T7 72 NEAU I F & EREDIgCEA BT, Bttal e
—NDY—T 70T AREV 7F R EHOENLIZER —L~VVCETHEICH
sz (X6),

U LORERICESE, ALARY—7 772 NI, VROV —T 777 L[F
BRI R R ORI E O 60 OFFERER H T DL ES T,

F 3
1. #&p
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[0039]

[0040]

[0041]

[0042]

[0043]

ANTLhith—7 7272 MUA| : Surfacten (ST X =2V = VT 77—~ 4L KB AL,

AV TINZ RSV NI IF L 1 A =a—F—7 /55/2004(H3N2), A/ ==—H LK
=7/20/99(HINL), B/ L#§/361/20021%% 1€ FUH R A KBRS0 A wpimar 42
SIOAFL,

B —7 772 NRBIEER : DPPC (dipalmitoylphosphatidylcholine) i Yt i
RS2 LSigmathhh, E-PG (egg-phosphatidylglycerol) ixAvantifk72\ VL Sig
matt:A>5, PA (palmitic acid) IZFOGMIZERASHADATF L,

BT F LT TAT =B IO R EDPDAF L, BB, AT FR
ix. SP-B(1-25) (%1% 5-21) . SP-B(20-60) (A3%E 5-22) . SP-B(64-80) (A& 5
23) . SP-B(1-60) (Fi %13 5-24) . SP-C(1-19) (AL 313K 5-25) | MR BEETRMRER L T
BAZER2WLIFSE T DB B 7*F FKL-4 (BL5% 75-26) . SP-CL(7-28) (AR 313EF7-27)
. SP-C33 (ALF% 5-28) . SP-C(FFI) (A% 5-29) . SP-C(KLS) (Ft511% 5-30) TH 2

FoRPERI OV IEERIES > :BCA™ Protein Assay KitiZPIERCE#:D 5, U
VIRECT AN 2 — 3R S DA L T2,

2. Jik
1) AHADE — 2L DA%

BT F R LR TR LTz, 72720 BRAME S 7 F RIZTFAIZ5-2
0 mg/ml DB ITIEFR LTz, Taadiv b AZ ) —)A2:1, v/v) (CM) {BIRIZ IR RL
72DPPC, e-PGB L UPANEEIRAM(75:25:10;w/w/w) (LA T STEIEEIR AW LV
) ETFA TR G AT F R (VA JEHE (PL) (2% L T0.6-2.0% (F&/V) ) IZHINIE
B LT, ZORA WA BT RS CHMERE Lz, ZO%E®IZ10% 5/ —/NL K
YR E N Z . N-NaOH/KIRIE CpHE6-TICHHEE L 7294 . 42-45°C., 3-1053 DR
VERL 77, W1, 1-10 mg PL/mlDEEEIZL, 1-5 mg PLFYS B2 ZhE oL
\ BRI T, BN B R e b b A ADY — 7 VA A A IR IR
LT, V7T EOREARBIER L,

BARRIZIZ, LT OADE =2V (B —7 77 2 b & RADE — 2V ST) &AE
L7z,
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[0044]

(DA HLADE —27 L SSF-14 DR &L

AT FRSP-B(1-26)%0.27 mgZr B L, TFAIZS mg/mlDIRFEIZHEMEL T2, CM
BIRKICHER LT3R EIR A WA TFA TR A AT FRIZIBEIR G H DY
FEEIZXLT0.6% (F&/V) DIRBIITHINL | € DIRA KA T I Me ks TPl 1[5
Lz, TOHEIZI0%=F ) — VKB AN Z . N-NaOHAKE#E CTpHA6-TIZ 3/
U721, 42-45°C T3 I OMIBAERL 7=, . Vo R EEEL L T2 mg /mL
IZL. 1-5 mgPLARYS B30, 1.5 mLE~AZuF a— 7T 1EL ., HASHEEL T, SS
F-14% 8L 7=,

(2) A HADE —2 )L SSF-28, SSF-30, SSF-24, SSF-43D %!

BTRCEFARRIT, A7 FRSP-B(1-60)% FV VTSSF-28%, SP-B(20-60)% FV T
SSF-30%, SP-B(64-80) % IV N TSSF—24%, SP-C(1-19)%& AV TSSF-43%2 F N2
L7z,

(3) B EADE — 27 )L SSF-44/>5SSF-48 D Hl

HiFLE RRRIZ, KL-4% FV\TSSF-45, SP-CL(7-27)% FV CTSSF-44, SP-C33%
VNTSSF-46, SP-C(FFD)%Z VN TSSF-47, SP-C(KLS)%Z VN TSSF-48%E L C A Lai
w7,

(4)SP-BLSP-CZEH T2 A HADE — 27 )L SSF-41 D %L

A AT FRSP-B(64-80)33 L UNSP-C(1 — 35)%& 43 HLL . TFAIZ5 mg/mLOIEEIC
R LT-, SEIEEIRA YA TFACIRIEL 1= A~ 7 F NICSEIREIR A DOV iR
UL T0.6%FEMTIRDIDITHIMN LIz, Z D&, BiFCERIERDBRIEZTTY, SSF-
41% R8T,

2) ADE—Z A TNTARADE — 2NV U 7F L LOFE SR
(DADE—I N —T 5775 R (ADE—Z L ST) LU 7T DGR

ADE—Z7)L 2 0.5 mg/mLIS L UVackkf£0.05 mg/mL, FHHDHIZ10:1, K&
0.4 mLAr— V CIRBHRBR 21T o7,

STIZ30 mg/mLIREIZRDIDITAEMBIIKEZMAE T 12 7L, B EE T,
WNT, ZOREBIKT u L2y~ RV T Fa—T7 IR0, SHICAEHRERKE . 38
2 uLEMZ., Digital SONIFIER 250D (Branson) % FAV T, JK# T 145, #EHL
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[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

Bz, WOT, UI7F UERIR (A ==2— BV R=7/20/99(HIN1), 1.78mgProt/mL
Y&211 p LINZ. K T3S MBS RAR LT, Z0%., SIRI2FEKEL. DR
3043 21T, $BeMIT3-5 [ DERERFIL -,

ZDADE—I NV ST-U I F B4 W% High Speed Refrigated micro centrifuge (Tom
y MX-301)%f# AL T, 4-5°C, 20,000 X g, 1553 iz LTz, o EiED5H25 1
LAYBIL, UoF o BEZ N~ B &ELTBCA™ Protein Assay Kit CHIELTZ,

ZDWEDADE —IVST~DIBDOU I F o (A/=a2—a—7 A/ =a—HLR=T B
F OB/ L) DREAFIT60-70% Th o7z,

(2)SP-BWi v &5 3B A ADE — 2 VLU 7 F L DiERRER

ATRC(DDADE — 2L STORDVIZ, A HADE — 2 )L SSF-14, SSF-30, SSF-24%
Wi, £72, VIFUNIA/ =a— IV R=T 2 Wi,

B HADE — 7 VIR E (VR CT ANT o — (FoyG#HiZE, 433—36201) & AV CHI
LIV IR E#S) 2.5 mg/mLB LT 7 F R 1E0.05 mg/mL, THHDHIE50:1
IEEO0.4 mLAZ— /LT, BiFE(DICEC TG RBRE1T o7,

FERER IR UIZ, SSF-14~DU 7 F L DfEEH1360%55 Th-7275, SSF-24
BIUSSF-30DHE AT, 90%LL L TH o7z,

(3)SP-CHi i &5 T D EADE — I Ve I F L OFEAHER

SSF-43LU7F > (A/=a— BV R=T) OFEERERELZ,

B HRADE —Z VIR EE (VB #57) 0.5 mg/mLEB LT Z7F > # #£0.05 mg/mL,
ZHHOkIE10: 1, #E0.4 mLAY—/ L C, Hift(ICHEL THEARBREZITo7,

FERER AR, UZF U DSSF-43~DFEARITHIB0% ThoTz,

(DA HRADE —27 )V SSF-28L K FEDY 7 F L DFEA B

A HCPADE — 2V ELUTSSF-28%, V7 F L ELTA/=a—H L RF=7/20/99(HIN
D, A/==—3—2/55/2004(H3N2) LB L OB/ L#§/361/2002%F AL, W& DS
ABRHIT o1,

ZORER, £ITRT I, SSF-28~DETIF L DFEAHRIZ60% LI ETHoT-

o

(DB BLADE — 2 )L SSF-447>5SSF-48L T 7 F > DGR HBR
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A HADE — 2L LT, SSF-45, SSF-44, SSF-46, SSF-4733 L UNSSF-48%ffi L
. BT ERIRICRE AR AT 72,
[0052] 2R TEINZ, ENENARI —T 77X MADUIF L OFEAFIZ60%LL E
Th-olz,
[0053] [F1]

£1 ERERTFLrEEHTHEMADE—IILE
AVITNI I IFoDESEER

S ADE—S )L RIFE EaEE (%)
SSF-14 SP-B(1-25) 57.0
SSF-30 SP-B(20-60) 91.3
SSF-24 SP-B(64-80) 91.3

] SP-B(64-80)
SSF-41 SSP-GL1-35) 85.1

[0054] [Z&2]

%2 SRRTFFEEHRTHERADE—VIILE
AVITINIHFDOFoOESHE

BRADE—2L  RTFF RAE O
SSF-43 SP-C(1-19) 18.9
SSF-45 KL-4 64.8
SSF-44 SP-CL(7-28) 12.8
SSF-46 SP-C33 16.2
SSF-47 SP-C(FFD) 86.9
SSF-48 SP-C(KLS) 66.3

[0055] [Z3]

#=3 EEBAVINIFIHF L
B HRADE —4 JLSSF-28 D #ES R ER

AINIVY | ERADE—2 ~IFR ez %)

20F )1
A/=a-—-3—7 64.4
A/=a—hALEZ=7 SSF-28 SP-B(1-60) 83.0

B/ L 87.9
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[0056] S2htfi4

SRR L AR T BRI Lo TRERENR DY, v T ART v D BRI IX
D Peyer’s patchesiZAH Y FBUL 7 SHRR D S BAFIEL TWBMN, BRD S EREREIC
ZHUTH Y T2V 7SR RN T o Tv AR Ty bR BKENRT 752 D
EEERPENCEEZOEEH TUTEDLITF AR\, EhDERE, HREHH DY /X
FARRIT, WHKAR, 77 AR DV SRk DR D Waldeyer’s ring A3 UL 72U /%
FERE T ZOMRRIC B ERIL 72V S A R 0B LT ¥ Th D, £ TwY
ATELNIZADE — 2 L O BA T, ENTORBREE LB REREL T
=7 #E AV TADE—I VB RERGEEL T, IRBR COADE —I VO 5. & | 55
%, BIfER O EIT o7,

D RBB IOk
(D)X=T7%

BESLIAB DI =7 #:1-20 A it (1K E:2.2-6.6 Kg) 2z, 7X@ H YT
BREVANVA, B, wERE, 22BOMRE TRE OENEOMHID LA
1HE3ILAE AL,
2T ANVAF

A/==2—HVR=T/20/99HINDD ATV M E# ALz,

Y —T 77 NS

ZHETTN TP DBEA L —T 7757 M (ADE— 2L ST) BV,
DERTEBIOVIRERIEX v

BCA™ Protein Assay KitiZPIERCEA:DS, VM IRE CT ANT = — |3 F0EHIEED D
AL,

2) 7k
(DBEFE TV, MR R 1

DT OBERE, BRI, SRR IRE T CIT o7, IMBrEEZ FE 3572012, |
Ho TI=T FOREZREL . RIb—/V (FIEREE () ) LR A L1 (T AT T 28
K (R) ) DIBABREUC T o Tz, BRI EHIRIA LT o7z, BEERKORIUT.,
A D BN AR E T2 DR W Eto 72 | 2 mIDO AR AKIZRLT
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[0057]

[0058]

[0059]

BOELoT2, BB O—BIELHNTHIDRERZ W 21TV BN ORIER S
D AL,

PR, PRIR., I3 1 EREL ., BRI H 258 HL Tiid LT,
QFUR R EAPLARAE DRI E

<A DT R RESTLIRAE ORI E T HEC TIT ot 17 FlgA, IgG2ikFifk
& =B R PR L (ELISA) TTT o7z,
3)AER

AV TNTEYA/ =2 — IV R=T/20/99HINDD ATV MiJE %A, ADE—27 /1S
TIZREASE. ZhE100 p l0AEFEEKICREL , 8 ORI ARE CRE DM
W=7 (NIBSR) IR B GLT, U7 F UK T DR RBIUE (1gA, 1gG) DFEA
BEREL,

B 53 01E e 50 ATA % (2RI E L RIRE D 7 1k T —AZ — B 5 E2ITV, 0% 2
BERBICHEE®K T U, PURE R, 0.3 ng/Kg. 1.5ug/Kg. 4.5 ug/Kg. 15 g/
Kg. 30 u g/KgD BRI DOV TIT o7z, FLitiDRIE 1L, R HT ORI 005 5% A 5
T OO BRI L | 25 5 R ATl 572 DI MWK T DR PEAE B A I E
L7z,

FORER, ATV 7 N FHUR BAMA0.3-30 1 g/ KeF ER KR 5L TH
V7T B EHIO SRR E MK T DIgA, IgGIEEAFEAEZEZTR\ >, T3
ST THH R ZREGBH AR B (FUR R 2 BY1gG, 1gA T40HE L, ENTET
BN B LTIz, ZORTY MU TN YRR, 7V 0 heLTE
DEEHDOIfFEDADE —IVSTEN R, M4 E G SRR LR R 57
B, BPERE CIXRHCIgAR BBUIRAS, ML CrIRrCIgGRE BB, 5 L7
P E(0.3-30 mg/KIMKFL TEMTHFES I, FAITHUR E4.5 1 g~30 u g/K
g B TR G- L2 PR BT TEL T200~800FT il 1o £ CHUR A BT IT 5 E
S, ADE—I NV STORRD TEHRIIRT ¥ 2 MR DFE S, 72388, 22T
BUET DU 7 F R ROUADIgAGUAT , [gGHUAM &I, U7 F 4R 5-FiD B ERS
R MR 7 F A HUREBOGL TRTRIEMBE DO T2 BAEL LT, B E S A
WUIDU 7 F AR G HIDOMEI 22D EL .. £DOFRFUEL > THUF RIIgA
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[0060]

[0061]

[0062]

[0063]

. IgGHLi i & L7z,

SRR T OFUREEAIZ BT, IgAFLAM 2 gGHUAA D 5 — 8% Hi<IgARS
BN EEAESN TV, RBTURBRITKTF LT IgATUIARA, [eGHUAT AR )
[CIIREREI RN 2D 0Tz, BPEHIR T OWPUADPEEL, FIEHR 5 CIdiEg
BT, TR~ ECERREAMNE R U, B, SRR T DlgGIzB W\ T,
APV MU TNV E TR BICH T — A5 — 55 TR VR B bR 10/5 088
% Rz,

— 77, M T OFRPEAIT BT, [gGHUAM B IgATLAM O 1-1.6/5% &< 1L
HIZB T, [gGAMBILICHEEIN QW Lb FIERE THO o Hiikb 100
2005 ETHMERL,, 7 —RF—RETEDOHUMMEILILG, IsATHIZED
IZAFIZHIIN U T, A7V b7V FHUR B G, MR DIgGIzHBWThH
T ARE— B #BITARN 2R3 OH K 10fF DA Rz,

2B WTHOBRIKIZEBW T, BEEORAESSEL TRAEMEM ORI ITEI 22
SNenoTe,

PEZE ORI W REME

ZOFEMNARBIADE =2V 1k, =B OUIF o AU, e/ AR, TLF L,
AL ORI, MBS LD R 2B 555\ IEREE FTHRICT 5, £L T, AD
B2V E (V) 2R ME . FI20E, P E (A) EOBOEELV/AZH
B HZLITXY, TADY —2)V | OFUREA T EMREL i T& 2, Bl TADE—
VX V/ADBKILEL T TIRIgABEA R B e rI DRI EL . VAR 1EZE X
HIIHET HLIgAKR PlgCEAEZFHEET D, HL, BNZEOU I F R (1
5 mg/Kg L) ZREBBMETHEEIT. VAR DL T HBREDIgAL £
B DlgGiiiciFEsND, - T, ADE =2V, BE KEET 7F | 7L v
F—DIRERA FHRIEDOR BB DRVBBDNLT VY — ik DFE LU
TIESARTHY, VI F o RTLAF —IBRE RO EIRM - BEK K EEKED
PEES B CIE - R C& 5,
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FHRO#EIF

[1] Wi —o 725 T uT A B, EDOW R UZEOERERE RO A 7
FR (AR oRIINGDREB 1RO Z U NIE | RN/ X EIith—7 772k
Ta7ALC, ZOW I R OZIVEDOHEREREE IR DA AT FR (B b
XN REGIEDZ L I E | WNIIREE (CH) 0BT 273 1
DISEPLRBEE I THHHURIEY (AD) B — 2T, BE AR FHE T 5 &
OPUREE TR, Bl i IR AESEEZ LTIV BONBREET 75 2BV T,
bRt — 2 O E R (V) & ERETUR O ERE & (A) LOEEHV/AMKI 1% #
ZBIOMBEIN TSI EERAE T D, [gALIgCO PR DEA LT E T DREED
TF,

[2] FARELICR&OE =2V & (V) EHUREE (A) EOEEILV/ABRILLLTIZRS LD
TESNTWDZLE R T2, [gATUAIE £ RINICHE T OREY 757,

[8]  FERELCERMOARED, BIIFE 52, 7, 8, 10~19, 21~24, 26, KTU30IZFL
WOET I BRFN DS /XI55 R UL 2ITFBRO MR 7 F 2,

[4] AR IR DOBEED, FLFF 54, 6. 9, 20, 25, KU 27~30iZ5C#lD4T I
JBRRLSN DS L T DIeHFEREAL, 2 TBICFLH ORI 75,

[6]  FERELITRBMOCHN, BRI 7F NIV PP INIMNARAT 7 F PNl
RAT 7 F NIRRT 7 FINTVa— v TRAT7F I NA =) IRA
TrFONTE ) —NVT IV RAT 7 F VU, TV, JVAF U, 7V IF
MR AT TUR, ROF VAL TROFIRE PO/ D76 KL ~ADW T NN FEH
DT 752,

[6] BIRCOHUE (A) AMEYSRIR IR B RO RIE LB U R L F R Th DR
H1X 2T FE R DRERET 7 F

[7] ATREOPUR (A) BTV ATy TUNAT e h—7 | AIT VAT BHRGUR Th
BT LAF — O T BRI UTIR AL

(8] FERIELICEHEOE =2V E (V) EHUH R (A) O EERIV/ABKI1ITH LI L%, Ig
ABUE DRI IEA LIgA LlgCRPLIRIE A L DB O EBAAF LLTHWDZ LR
S G Y S L SER S 2 e
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5arelimited todipalmitoylphosphatidylcholine, phogsphatidyl glycerol
and palmitic acid, and no other compound is specifically recited in
the description. Thus, it is considered that these inventions are not
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Even though the common technical knowledge at the time of the filing
of the present application is taken into the consideration, the scope
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in the description.

Form PCT/ISA/210 (extra sheet) (April 2005)



[E R s EsHpEES PCT, JP2006,,315515
A, EHORBET L5805 (EEFTFS8E (1 PC) )
It.Cl. AB1K39/00(2006.01)i, A61P37/08(2006.01)1
B. FAEZ{TH-7275%

WRE 21T o TRy NRERE (EERFrF 28 (T PC) )
It.Cl.  A81K39/00, A61P37/08

B/ NEERIAOER CHBE R T o BicgEns b o
HAREZAFHRLR 1922—-19964
AAREARERFEAH 1971—20064
AARESEHSIREHRAH 1996—20064F
HARER I A RAH 1994—20064#
EfSEIEcHEALLEBETT— 4R (F—2_N—A0LH, WEICERL-HE
BIOSIS (STN), CAplus(STN), EMBASE (STN), MEDLINE (STN)
C. BE#ET 5 L5805 530k
2 gk BET 5
H 7 A —% LRSS RO OB T 5 & &1k, COET AFEFoR R PR OBIHOEZE
X JP 2002-521460 A (f—F —1L—VRZAZ > K, ALV AT 4F 22—k 1. 2, b—
TA— T AN TT LA = F 4= b~ b R_—, | T
Y 7 x=—), 2002.07.16, [H#FsEko#EmE], [0018] —[00 ]| 3. 4
391, 1] — [®6] & WO 2000/06198 A2 & FEP 1137435 A2
& US 2002-031543 Al
M CHOBEICLIRBFIEINTND, & T b7y ) BT AR AE SR,
* BlIREXEROHT I — O B O AFE ST 3k
TA] BICEEOH 5 TR TR < . — RIS KIEL R3 [T ERHEB UIMELE BBICARE SN TH - T
Ho m%&%ﬁ%é%®(iﬁ< FEAA O JF R X [T B
[E | EESHRE BRTOHEE 721385 TH 508, EREER OEBEO D5 HTH LD

PIBBIZAFRENTCHD
ML) BIEL R I RE T I T 2 SUB U O STH O 31T
AL <IXhossRa b 2/ s+ 572025 iT
5HCHR (A &A1)

TO) AL LDBR, M, BAREICE LT 5308k

(X | BHICEEOH AL ChH - T, Uik & TIE
OFRMENIHELHEME NN EEZ NS HD

(Y| BICBEEOH AT CTHhH - T, Ushrrk & ftho 1 2L
FOTHERE O, BEFICE S THETH LA
Lo TSR LNEEZ LNDAED

[P EREHFEBRTT, D oBEOTIROREM L 6HE &) A—7 2 77 2 U —3CHk
EEHE 5= T LzA EEHEHR S OREER
18. 10. 2006 31. 10. 2006
EEREMEE 04/ LTS T BFTHEE (RO HHE) 4C [ 3757
AAREREFFT (1 SAS]P) .
BfERKS100-8915 i NIRRT
HRATRARENE=THE 4% 35 EEEKE 03—3581—1101 H#HE 3452

HAPCT/ISA/210 (B2-—)

(200544 H)




E R R EpsHEES PCT,/JP2006,/,315515

C (ex) .  BHET 5 BN AH30H
51 SCk D BIET 5
J 7 Y — % FAXEA RUO—HORNPEEST 5 & Xk, FOBET LEHOERR R OHEHOE S
X IWAARDEN, J.F., et al., Alveolar macrophages, surfactant lipids, 1, 2, b—
and surfactant protein B regulate the induction of immune 7
Y responses via the airways., Am. J. Respir. Cell Mol. Biol., 2001, 3. 4
24, pp.452-458, Materials and Methods, Fig. 5-7, &5 455 EH A4#
550247 — 55 456 EUAHRES 74T
Y HAAGSMAN, H.P., et al., Surfactant-associated proteins: 3., 4
functions and structural variation., Comp. Biochem. Physiol. A,
2001, 129, pp.91-108, % 93 HAMHEE 11 47— 25 97 BAME 717,
Fig. 3,4
P X WO 2005/097182 Al (ESZRFEANTEE RS, 2005.10.20, Kiafag | 1 — 8
KRo#PH (773U —721)
T MUZUNO, D., et al., Modified pulmonary surfactant is a potent | 1 — &8

adjuvant that stimulates the mucosal 1gA production in response
to the influenza virus antigen., J. Immunol., 2006, 176,

pp. 1122-1130, Materials and Methods, Fig.1-5, &5 1124 H/AME
30T —%55 1125 EAMES 3517

HMIPCT/1SA/ 210 (B2 —0%%x) (200544H4)




[ B A s EHELES PCT,/ JP2006,315515

—

T OXGHZ DN T

FHROHEIPH 1 — 72RO FEME) EWOFRRHICL T, 2O LI BRHEEETDH
HHLIHILEMELE LELDICK L, PCTHLFOERICEBWTHRENTHNDHDIX, ¥
SNV NAIVEATyFoNal) s RATyF NI Ve — b L F DR TH
> T, FNESDIEWZONTIEL, BRMIICEE SN TEL T, PCTH65LDEKTDOH
MEOEMITEZRS bOEROLND,

F /7, BRLGLHRIC Lo Tk, HERFOHMEWEZE L TH, 0L ) RWEE AT HbH
WO Z BB TEROD . RO 1 — 7128 5%, P C TH 6 L0MMtto Bt
RNTWND,

S B, FEROEIPH 1 — 7B 2RO T 2 HEOMBEERIEITEEDO SR TTF K] L)
FLENC Lo Tk, HERF ORI EHRE2ZE L TH, 20 L) MEE 2 H T 57T Ko#iH %
FEETE WD | FEROEH 1 — 7 IR DRE, P C T 6 FOBfEEDEEZ RN T
5,
o T, AL, HMEOEHEHIZ BRI EEH SN T AIEEM U7 T Repkr &7
BT T TF AT DONTATH T2,

BAPCT I1SA 210 H—) (2005%4A)




[ A A s EpsHpELE PCT,/ JP2006,,315515

F UM FEROFHHO—FORAS TERVWEEDER (B 11— D20/X)

BEHESGFEIH (PCTI7%(2) (a)) OFEICEX Y, ZoEBEHEERS IR OHEHEIZ FEROHIFHO—HITDOWTE

Lo T,

1. W FEROEH 8 I, ZOEBTHAEEMBENAELZ T A LEE LRV BIBELILOTH D,
DFEY,

FHAR OEIPH 8 ITfR DX, BEEIBRT D HEEE A, B N OFEOTFH LI
W2 X ANLE K O RIS T A (PCTHELITE(Q) () () HOP C THHAIZ9. 1(v)),

2. 17 RO . ABRRREENEL T L2 LN TE LREE CHECES LML TV
ROEBREBROEIIRL bOTHL, DEY,

3. I #FkosuHE i, ERFROEH TH o TP C THHAIP. 4(a) D 2 R EHEILOHEEID
P& CRREE N TR0,

FIE EHOBE—MERRINL THWALEOER (F13—Y0 30F%)

WIS L H I Z OEBEHEIC U EORRR S 5 & Z OEERAEEIIE 2.

1. 17 HEAPSLERBINEE P T~ CHYHNICHfT Lo ¢, ZoEBGIEHRGIE, TS TORETTRER G
OEF DUV THER L7z,

2. I BIRREFEEZERTLE TR TATOREEREROHFICOVTIHET L LA TELOT, B
DR FER OIS 2R D270 T,

3. 1 HEABKERBINGEEFEEE —EOL UrBIBPICHN Lo ao¢, ZoEBRHESRS L. FTEEOM
3D & - T IROFER O OB DN TIERR LTz,

4. {7 HBEAPRKELRBINTHETFEEEZ BB RIS Ligho7z0 T, ZOEBEHERS L. 5RO O RN Gl
SN TV L IR LR OFEROHFAZ-DWVTIERL LT,

IBINFEE AL DO R FD AT Bﬁ@‘é EE

& BNREFERIR G, YT 556003, RER I TR oMM &I, HEEAND BRI TAb T,
I ﬁbu%ﬁﬁ%iﬁﬁﬂ@%ﬂﬁki\t Hﬂ?ﬁ)\b\%ﬁ SHSLTNN D o T hi, Fhas B LRSS v B SR L7 I
WD T,

U BIERETFERIOMMT 245 BB TR o T,

BAPCT /ISA/210 (F1=—0ki#E (2) ) (200544H)



	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - description
	Page 21 - description
	Page 22 - description
	Page 23 - description
	Page 24 - description
	Page 25 - description
	Page 26 - description
	Page 27 - description
	Page 28 - description
	Page 29 - description
	Page 30 - description
	Page 31 - description
	Page 32 - description
	Page 33 - description
	Page 34 - description
	Page 35 - description
	Page 36 - description
	Page 37 - claims
	Page 38 - drawings
	Page 39 - drawings
	Page 40 - drawings
	Page 41 - drawings
	Page 42 - drawings
	Page 43 - wo-search-report
	Page 44 - wo-search-report
	Page 45 - wo-search-report
	Page 46 - wo-search-report
	Page 47 - wo-search-report
	Page 48 - wo-search-report
	Page 49 - wo-search-report
	Page 50 - wo-search-report

