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Mifg & FE (PAP) \3H—7 7 7 8 ¥ s DL F 72130 AR (2R X0 il
NalEN % & L CORMSWENIHFRIEDERARD Y — 7 7 7 & &+ HIRIE SR
TR T D REOBRIETH 5o 19584 Rosen, 1960 4E M2 & > TS S N7 Hi
WHiBETH %o 19944F, Dranoff 5. GM-CSF #{zF/KiH~ 7 AT PAP il
DIFEER ity L TRk, GM-CSF ¥ 7 FIVRERE DR & & 2 5Tz,
19994F |2 Nakata 5 &, HEZEME PAP (H QM PAP) i & il TH GM-
CSF HA1H CHADHFAE X ZE /. L. 2009 4F Sakagam, Trapnel 5 id. ¥ VP
GM-CSF #ifk % 3 5- L PAP E 7V Z1ERK L 720 20044F. Arai 5. 20054F
Tazawa & (X H CREM PAP 12 K8 H 2k rhGM-CSF (Molgramostim) W A
& A, 20104F Tazawa 51339 A H O PAP (23t L CREREH 3K
rhGM-CSF (Sargramostim ) BA DR & a2 il L 720

JEAG7 @ E Tld, PR2LAR L2 & B T B sa IR FE 26 7R 225 70 B ©
PAP LY EIFC&7z, Feaid, EINERERZ A v b7 — 27 Z IR0 L ZERERRIR
B OWIGEEIT> T &7z, HIZPAP BH L RIEHE. QOL ] Ld72& PAP il
SR AR, 20104F HAK PAP B R0 5EE L7z 20154E7 H 205 HUE
TEPAP &S RVEPAP R EBIRICIRE SN2 B ICE o 720 BEKDPETIE
rhGM-CSF (Salgramostim. Molgramostim) % A\ 72 &5k D # 4 A3 & LT
Who
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Kurt von Neergard £, 1929 1ZFax %R L. ilir—77 2% v M w9
A BTG EYE DAL &R R L7278, 254EM e HEREN L 2 L3 h o7,
1950 4E4X12 Pattle. Clements. Avery & Mead &AW AERZARY, W LAY
e FRIEEERSREZ RO —7 7 7 & ~ b OWfgEE R Sz, fiitt—7 7 2
7 v MOFERSTIZDPPC 2 &) YIRETH HA, T AREH OISR S 1.
King 512X o CTT7 REHEDPO THER SN 2O 1973FETH 5, B, 4
73 SP-A (surfactant protein A) EFFATWAEIE TH D, SP-A IZHT LW
Wotfseix, ) Y IRE & OMENER &l 1T AR 2 a2 L72ifges o T,
SP-AI¥—7 72 % > M) YIREORBEEGEIZED > T D 2 EATRES
720 19854 White 5A5cDNA 70— 72§56 &, ZOa1=—7 ki
. Thbb, AT—FURNAL VLI F U R v RFOCRL T
DWETER BT BT EWGrotzce v ) —AfEEL2F 2 (MBL) ERIL7 7 3
=12 L TWABDT, SP-A b HERHEEREZ AT 5 2 EATRE S L, WigEhs
#ke L7z, Crouch 512X o C2HHOBKMEY —7 72 ¥ » M&EIE (SP-D)
WHRWEZEN, 320EAELEONETH S 37—~ (collagen) IS & L
7 F v (lectin) FAL VA2 FFT 2T &hb, INHO&EAEEIL Y F ¥
(collectin) EFHEND X H 127> 72,

AHHETIE, WY —7 725 Y bOBTTHL AL 7 F 222V T, EARRH
L7 F v ELTOWMRDOEREMH T 5. 512, L7 F U IdMIcEEIC58H
LCWaH, MEed S, sk L T gl s, BrtkaL 7 7
YOIz BERE DRI ST 5o
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[IFUHIC] WEE—ETIEBIFRL S AELRVBEOHAETH . BUEHEM
FiA (B3 AR — )b, Ny F—F— V&) L BN O RGNS T TEOE
Ty RIS 2 0~ 10 u D B AR F- 23 5GE O I RO MBI £ 1) . RREHA
IR SN D FPBESND, FHORIZ, MEEEIAT 5088 L 0 WHoRAE
= (MR AE ) izl B 2 By (Al & ivy—772% 2 o
KERIPIFIER] 2597 T2 25, AL, FHRICE D, [EANTH R
TAEROT3HRRE L 2 WHIIENIZB WY, Tahlitr—77 27 % >~ b O5wns
HIUX, WHROHEZ L o T, MlBNORY 2 RETELH] 2/RL2bD
Thbo

(&) BT TS X 2R OFHEIC &0 Fx O S8 — 12 80) 5 KiE
PWIETZALI 0§ IO A FHE L IilaNOGRZL 2R L. g
WO —7 77 % v MEEGHZALZEHRT 23 & o T, KR o F4 O 5iE)
HaeZDORE S 2T 5. FEBEOFHHEIZIX Maple & Excel i L7z,
[BR] WROBEIZ. 227420 WKL TOMRREROY—7 7275 » M
FEDsE < R7zAL. B OPEE 2 BB 525, & D ITEWHERUL, Mg AL~o
SIS LB =7 727 5 v MEHDEWEE & I L WO T, Bk
R BVEIbrS 72,

(#B] +0 %l — 772 % ¥ NywnE 2854, KBERONEO X )12, %
LHCIER LW < 0 HOPES RN OMA THERICE E LnwFErsbr o7z,
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EADRIEDEECXH T DT —T 7 I 52 ~D
1’Eﬁﬁ FHELFETAE UTcRERIICEDSER

O/BE 12, 5 s ?, 25 k?
UNEEAREMR DOMS/\DR, Y)VEVERKE KB

FI LB TEME & Rk 155, Fetal lung liquid RPHliKIEE OLGEN T OB
SRS 2 HIYT, BMAE LA &0 2RO B ORI 2 L7,
F 7o, WA B OSGEIZEA L Bl i A 1E L7,

[ k] Bl 2id. modified natural surfactant (MNS, 7 #flitr—7 727 %
M) S IRE T SP-B & SP-C %5 1.1% &F ) D4R AR E0E (30 mg/mé )
EhtEEEH] (DD 0811 5 5 4 * ¥ ) O A&HIKAET (3%) 2 H\ iz . I A
& (NEE = 0.72mm) & H\W7-BllE LAE TR ORI RN 2 WE L7z Z
DO, 1 HOWED R, T AE D FiillJE % 1 2 TEN ORI % WA o
TEHEICE CTRESE) 2 JEX ML C2H B A HI%E L7z Tl —
770y Y MR LTz R RARE (R 27 H) 2 BV TR L, S0E
12 0.1 m¢ DR A 1A Ll & R & 5 L 72,

[#R] MNS OEE#HS 1L, 1 HA24.8 + 1.5mN/m (mean * SD, n=11) T
Horzh 2IHEICIE55+22mN/m & 1RIHOF 1/4 1T L7z (P <0.01),
PRI OFEmEIL 1M HA24.4 £ 0.5mN/m (n=11) T, 2[H b FHFOETH -
720 BliER A CAE D@ Z R $ % low inflection point D IE, MNS A
J&HF (n=7) ®~ 20 emH, 0 12, FEFNEASGT (n=7) TlE~30cmH,0 & E\e
HTH-o7- (P <0.01)

[BELER] THENEBET 2EOBE L, HEOPLETH, HREICT
W TEV, L7225 T MNS 43HGR Tl BAIENOWIA—HIK T35 &
TS FANEIEN SR T o TR A TR L. RERIAR KT T 5, —H, H
PERANIEAERE 2 E S 20T, BMENZ#E L THREENIEDL S 2\,
Do E LT MFOB A6, fitr—7 727 % v NI, JENOBEDOE
MEBIR 2550, SGEREZIEES 2 L ffm S N7z
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BHo®R AmiREEREICHIT S IiEH GM-CSF IgG
=R DERARNER | FERIE S cERIECEE T D%

Owiffi &V, WE BUERY, Sk Y. B A2, K B,
Kig i, AN BEE YL IR BT WER R,
HiH W2V BT A AR R
DENERAS RS - FUILE—RRL P EAERAY BEHREL
DI EERR ISR

FE] miEht GM-CSF PR : B O Eile & HE (APAP) I2B\WTH
lHTH 505, MOV FE AMERMEBIZBWTIEINE THHITHET STV,
F 72, P GM-CSF PUAIEEE 1X APAP OEEFE & IFBIH L 2\ 2 & 23y
ENTWVED, ThEDEERFERIZOWTINE THHTHET ST ey,
(k] fEwH53%. BMEH125%, Fraf F—v AHEE60%. APAP
# 25 2 DIMEHL GM-CSF 1gG i % ELISA £ TlIE L 21T 720 720
1870 A DL iR TR 2 1B 2 72 APAP B 13441235\ THL GM-CSF 1gG i
FEDREHE, Tk & DOBEIZOWTIRE 2172 720 71X APAPJRZ DO #iPH %
CT TAa7{bL. CT A2 7 DAL CUEER & IELEEREI 5 TGS L 72,
[#R] MiHH GM-CSF IgG 2813 APAP B# CHEBIC LA LTBY, fEE
EOFBNCBE L TH y b4 7194 AU (NZRIHAT) |2 TRREE, FEFREE100% T
Hotzo Bl FNVIA F—T ATIHERE L B L TR THY) . APAP
EOMINCBELTH v b F 7ME326 AU (2 TEEE100%. HFEREEI0% TH - 720
APAP YGEERFIIIECGERE & i L CIiEPT GM-CSF 1gG ORI TH
D (p=0.008). # > b 714163 AU TIEES0%. FEEEE100% TH > 720 F
DHRAE AR TEIE AL D72 (p=0.048)
[E=] IiEPT GM-CSF fitfkid, EMLHLVaAf F—2 ABETORE LA L
TWBDS, MEIEDOIEA W L s, Fith v b+ 7EDSIERIE & %
ZAbMb, TNEH =7 A WVFEERCTEL SN FERME & Tl L T2 (i
PURIRBENOIREAE 4.6 ug/m0) o — )5 IR OFGER T v b 4 78138055
BIMEE %2 o, WA 26.7 ug/ml TdH - 72,

VB2 5 APAP I2B W THL GM-CSF IgG fitfkizid, EEMEIGFET S 2
EATRIBEN D,



08 Exogenous Expression Of Lysophosphatidylcholine
Acyltransferase 1 Protect Alveolar Type Il Cells From
Oxidant-induced Cell Injury

(OOsanai Kazuhiro, Nishiki Kazuaki, Nakase Keisuke, Nojiri Masashi,
Katoh Ryo, Shinomiya Shohei, Higashino Mari, Takahara Yutaka,
Saitoh Masatoshi, Kojima Koji, Fujimoto Yuki, Nakagawa Ken,
Oikawa Taku, Muzuno Shiro, Toga Hirohisa

Kanazawa Medical University, Respiratory Medicine

Lysophosphatidylcholine (LPC) is a potent cytotoxic mediator in many
kinds of cell injuries. There are several reports that LPC increase in the lung
tissue in several kinds of acute lung injury. However, the role of LPCATI1 in
lung injuries is poorly clarified. Recombinant adenovirus bearing cDNA of
lacZ (Ad-lacZ) or LPCATI1 (Ad-LPCAT1) were constructed in HEK?293
cells. Alveolar type II (ATII) cells were isolated from Sprague-Dawley rats,
infected with Ad-lacZ or Ad-LPCAT]I, and cultured on EHS gel containing
KGF with [*H]-choline. Cells were treated with H,0, (0 to 1 mM) for 1 hr.
One-dimensional thin layer chromatography was performed to separate [*H]-
phosphatidylcholine and [PH]-LPC. Real time PCR was performed with Tag-
man method. Western blot clearly showed presence of rLPCAT1 protein in
HEK239 cells infected with Ad-LPCAT1. Microsomal fractions showed re-
markably enhanced transfer activity of [**C]-palmitoyl CoA to palmitoyl LPC
resulting in synthesis of [*C]dipalmitoyl phosphatidylcholine. Under treat-
ment of H,0, Ad-LPCATI1-infected ATII cells showed lower [*H]-LPC
amount and lower dead cell percent compared with non-infected or Ad-
lacZ-infected ATII cells. The H,0O,-treated ATII cells had lower amount of
mRNA of LPCATI1 and Ad-LPCAT1-infected ATII cells had significantly
higher amount of mRNA of LPCATI1. These results suggest that oxidant
burden increase cellular LPC and cell death in ATII cells and that exogenous

LPCAT]I1 gene delivery exert protective effect in the oxidant stress.
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F YD LY VEEHERRS (Npt2b) RIEY D A%
AU RhRa i e EDRREEET

Ok B V2Y | g sl BA mky,
McCormack Francis X. ¥
DELIRERIAS B EBEE,
DARERIARSE 0RES - 7 L)L — RIS EE,
¥ University of Cincinnati, Division of Pulmonary, Critical Care &
Sleep Medicine

FtifafeaiE (PAM) (SBRENIC ) S/ V> 7 DA & 49 2 Fr e tafh ik
BIEOMVMEEETH V) . JFRIE TR ERZ L (AECT) 12835+ bYW

) VERBEE AR (Npt2b) DEETFRE TH L I EAHL NI ENTVE, T
N TIZK 70081 PAM ERF (5 HAFEK 10061) 258 SCTHB D o el
(ZHEERER T B A%, #ATT 2 LRI E % 2 L, fEEmBERERL —HBoiit
xR EBAED L 2 ABERMBRIEREIT Ve A3 LR Npt2b K~ 7
AZAEEL . BNO Npt2b I2DOWTEIE§ 5 L 412, RIETIV~ T A% vz
PAM iBHEIZOWTIRES L 72,

IEHMIZ BT Npt2b 13 AECTAFRMICEIL TBY . F~ 7 ATIEESIZ
KIAL T 720 ANEHES CT I IS SR, & SRR % T 41k
IZRRO BNz T L ROMM A A R BERREA SRR S v, PAM JES &[]
FDOPFT R T o 72 Npt2b KIEHi O E il ki (BALF) T3V YR, 7
Vo LD RN T, Surfactant protein D (SP-D) oW DHh D41 hH A
YOLERERDIZ, —JITHETD SP-D O L7 2 4E# - IWERGEMEIZRD.,
RIGAR T RO RS E SN2 L6 MCP-1 & RICiR~—F— & LTD
FAMREL Z 2 5N b, $722NF TIZ PAM BHETOHE %2 \AH%, Npt2b
RIEfiti> BALF 3 X OMiliB#fifih @ Saturated Phosphatidylcholine MR |5
RO JARIR~Y 707 7 = VN BALF HIZEHALNLZ LD 5, A
B L 7R FERR O~ 7 10 7 7 — DRRRERE DR & bE 2 DN L5 HD
MRIECTH %o F 72K ¥ B TEI RSB OMITEIN B X OTWEOUE
RO b, SHREWERZ Ex R L7 LT, K Y &x w7z PAM iGEDH]
fFFEN s,
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