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(HE] BH  WIHH FLT3 {5530 P& MO0 Il 5 AR SR A0 (eDCs) X Attt 5 (ALL)
T SR S0 R TR 15 1 S i S LR . A3k SPF 9 CSTBL/6 /INER 30 BB LA - #1045
IEHE XTI . ALLZH , FLT3L BigbFRA | SkAth 5 JE #isk B4 A1 DMSO XJ B2, 73145 F FLT3L,
SR AL S d J5 R LPS SIE P AL ALLEERL, 6 h J 24 h J5 258/ ELE BURZHEH, R
JH AL AR K CD11e + CD1b + XUFF 4 4t Ml be 534N fiff eDCs By %kcit, Kl fili ¢DCs () MHC Il
Je CD80 3k LU BITFH it <DCs (SRR L 3 ELISA A6 1L-6 . TNF-or DAY THS 580 S L A3 B 5
B BT i/ R ST L (LWW/BW) PR K IR EE s B2 4 HE Y 047 20 2005 B K A V7 Jifi
DR EE ;s L R DN il MPO I PR PEAN e PR AR I 33 5 qRT-PCR A 4% 5% R T-bet Jz GATA-3
mRNA [R5 LWHIFN I ME T 40 Thi/Th2 WAL ; ELISA £l IFN-y % 114 ik 1T Thl/
Th2 4071, &R M cDCs T4 TR ARE 4 = 0 B+ ALL i )5 6 h (P <0.05),
FLT3L Fi4b 21 2 2 14 i <DCs AR BARLRE (P <0.05), b9 il 5 S8 AE S 1o I = il 453 473
[ EFAf MPO {44 | T-bet/ GATA-3 [{235 L7 Al IFN-y ACE# B2 LA (P <0.05) o Skfhd e il
AE TR AN DCs BYREFM AR (P <0.05), T VR 58 AE 52 0 I g i 452 403, (] bk il
MPO ik . T-bet/GATA-3 FZIA LLGIFIATT IFN-y 7R3 8 2% T (P <0.05) . £5iE  fili cDCs ]l
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SE S AR A

(RG] SR &R SRR s FLT3 (5 S5m 8 RAESNL; PR i Th
SIS 5 AR AL

BEETH: EFRAMRBERES (81400054) ; VLJp48 BRI A4 (BK 20140122)

The control effects of FLT3 signaling-dependent pulmonary conventional dendritic cells on the
initiation of acute lung inflammation response to lipopolysaccharide induced acute lung injury in mice
Dong Liang, He Hongli, Liu Jun, Liu Ling, Yang Yi, Qiu Haibo

Department of Critical Care Medicine, Affiliated Wuxi People’ s Hospital of Nanjing Medical University, Wuxi
214023, China (Dong L) ; Department of Critical Care Medicine, Nanjing Zhongda Hospital of Southeast
University , Nanjing 210009, China (He HL, Liuw J, Liuw L, Yang Y, Qiu HB)

Corresponding author: Qiu Haibo, Email. haibog2000@ 163. com

[ Abstract] Objective To clarify the role of FLT3 signaling-dependent pulmonary conventional
dendritic cells (¢DCs) in the pathogenesis of lipopolysaccharide (LPS) -induced acute lung injury ( ALI) ,
and as well as the modulation effects of ¢cDCs in vivo on the inflammatory responses to acute lung injury.
Methods  Thirty C57BL/6 male mice were divided into normal control group, LPS group, FLT3L
pretreatment group, lestaurtinib, (a high efficient and specific blocker in FLT3 signal pathway) pretreatment
group and vehicle (DMSD) control group. FLT3L and lestaurtinib were administrated subcutaneously for 5
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days. Murine model of ALI was subsequently established by intra-tracheal application of LPS and lung
specimens were harvested 6 h or 24 h later. The accumulation and maturation of pulmonary c¢DCs were
assessed by flow cytometry. IL-6 and TNF-a were quantified to evaluate lung inflammation. Lung injury was
estimated by lung wet weight/body weight ratio ( LWW/BW ) and histopathological assessment. Lung
myeloperoxidase ( MPO) activity was measured to evaluate neutrophil infiltration. Transcription factors T-
bet/GATA-3 mRNA ratio was determined to estimate balance of Thl1/Th2 response. IFN-y and IL-4 were
quantified to evaluate Thl-specific and Th2-specific cytokine production respectively. Results  The
accumulation and maturation of pulmonary c¢DCs peaked at 6h after LPS challenge. FLT3L pretreatment
significantly stimulated the accumulation and maturation of pulmonary ¢DCs (P < 0.05), leading to
markedly deterioration of LWW/BW and lung histopathological changes. Meanwhile lung MPO activity and
T-bet/GATA-3 mRNA ratio were elevated (P <0.05). Furthermore, the production of IL-6, TNF-a and
TFN-vy was markedly increased by FLT3L pretreatment ( P <0.05). In contrast, lestaurtinib pretreatment
markedly inhibited the accumulation and maturation of pulmonary ¢DCs (P <0.05), leading to significant
improvement of LWW/BW and lung histopathological changes. Meanwhile lung MPO activity and T-bet/
GATA-3 mRNA ratio were decreased (P < 0.05). Furthermore lestaurtinib efficiently suppressed the
production of IL-6, TNF-a and IFN-y (P <0.05). Conclusion This study thus demonstrated that FLT3
signaling-dependent pulmonary ¢DCs could control the initiation of acute lung inflammation response to LPS-
induced ALI through the regulation of neutrophil infiltration and balance of Th1/Th2 response.

[Key words] Acute lung injury; Conventional dendritic cells; FLT3 signaling; Inflammation;
Neutrophils infiltration; T-helper-cell response; Pathogenesis
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Ja S AL, A BT RSk b H T s e 4sE
HRAE G, Z80% ALL 9347 IREE . RS A5
FH] ALL L BFEAE it KU 94 ( conventional
dendritic cells, ¢DCs) HYIRAEFTHEILS, (HHH#
ALL FUBI 98 E FORE A ELARAILAR] 1 AR T 4800 v
L2 D 1) I R AR i RN The B 95 s g 1 2K A7 AT BE T
ALL FUBI R E 19 AR R J vh R 454 2 00 S AR
FAYY, i eDCs A 5% i Hh v ok 40 O Y R Ak, i
B Al i T 400 (Th) TR
(Th1/Th2) MRS . DR IL2E s ALL B 77
TENf cDCs [ ERAEFNEAL, T3 2 52 me v ok 41 i
(33 A1 Thl/Th2 SEAF AT 2 5 5 sh AR5 ALL
I GNE SV o ASWESEAE FLT3 55 e ] 455 i
cDCs PYEICE A AR HER I, #RZ i cDCs X} ALI
FLIGI AN SN 43 S RN AIL

1 HES

1.1 KEHMREERRF
SPF 4% 4-6 Jily CSTBL/6 MEtE/NR 30 H (dba
FREFREB LR R0 IEZH (LPS) |

Aldrich /3 #]) . FLT3-ligand ({#[E Miltenyi Biotec 2%
al), KA e (£ LC laboratory) o L& JE .
BTN R S B B AR L 46 B IR 9O R (FITC)
FRichy CD1le Jz[RIBUXTRR . i (APC) Fr
ICHY CD8O K [a] B XS B, I BB/ BLBR S BBt 14
LI (PE) ARiCrY MHC class IR [R) R XTHE
ZHPER-MLR-AETTIS. 5 (Percp-Cy5.5) FricH)
CD11b J[a] BUXS BR, R BT /DS BB o R it ] 47 14
CD16/32 (ZE[H eBioscience 2N F]) o 13 22 AL ) il
(MPO) PRI & (P E st A LA
WFFEIT) o RNA il a0 & . Sl 2t & KA il
HER (qRT-PCR) A 77 & ( H A Takara 23
A])o TL-6, TNF-a, IFN-y K TL-4 (%) 55K G 95 % FfT
% (ELISA) KiliAm)e (b EEsRRE A Py
ni A PRAT]) o
1.2 WY E. REREBES
F/NERBENL (REFLECTE) 0 S 4. IEW
MR (A4H), ALLAH (B4H), FLT3L Bt
(CH), KAt/ (lestaurtinib, FLT3 {55114 25
RS RHMWTA)) FIALFEZL (D 2H) DA K& DMSO Xf
MRZH (E 1) o ALL 41/NEURRIFE o % i S A v U
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DA R A LT ) TE AR 2 mg/mL
f¥) LPS 2 mg/kg 37 LPS-ALL B8 1F 4 it BE 21
/IS BRI 1) S TE P T A SRR AR R 7K . FLT3L 33
SEBRA/NET A B 15 FLT3L 10 pe/d, $R4ES
d JE & i LPS-ALL #5574 S5 Je W4k B4/ BT
PLEC R ISR A JE 40 mg/ (kg - d), F72E5 d
Je 52 LPS-ALL A5, Sl Je LL 10% DMSO 1y
FEE. DMSO X MR 21 7 DL B T 3 0 S5 5 1) 10%
DMSO, 2L 5 d J5 & il LPS-ALL B, 35 45 s )
JG 6 h 124 h DIk abse /N, B SR Al 4 21
FJEFREIC T BN, SRR B A 1 i it
TH AT 45 Il S B A A AN, & I i e
NS T KT 95% o A7 il 2 23 DL DRl 4 VR
JaE T -80 CLRAFEH .

1.3 KMIERR T

13,1 JaRan AR ARG cDCs 1550 S i AR
il B 2% 20 9RO 4T A 1 x 10°/mL,
A A BA TE B PTR FITC-CD11c, Percp-Cy5. 5-
CD11b, PE-MHC I & APC-CD80, 285 e i
30 min, PBS ZZ Wiyl vE v )G LA 1% £ 5 Wk &
FE, ACHEDEIRAE, 24 h N BT, SAEA %
FENE P ) R X6 BRAE . AR DA =0 40 if . FASCanto
(FHE BD 2 w]) #EATRM, R Cellquest i {F
(£ E BD 2~ dl) RIS B4 M, DL CDlle +
CD11b + XA PE 200 A o Jifi A% 4 R 7 4 L S i
fili DCs (%R, L MHC T + 5%, CD8O + 2 ff 4
YL il CD11ce + CD11b + X PH 4B 19 B 49 He
Wit DCs 14 BEARR I

1.3.2  ELISA JEA0 i R AEA 1K A il
i A L ZUST 3K, A 45 R A FLAE 450 nm b
JERE, K U AR E 2R o B 3 SRl 41 2 16,
TNF-a, TFN-y K IL4 [9HRJE

1.3.3 JiliZK o K fifi 2 40 B2 A 33 it ot o
B/ARFE L (LWW/BW)  J e i K it B
Jili 1 2R 10% vk B [ e JE bl F, 4T HE 4
s, mfEE (400 x ) N TFSE il B 4 F
(LIS)-"™

1.3.4 L@y MPO 35 1E B il Hh i+l %
PN, KA AEAALE 460 nm LEIRSGRE, KHE
THAKIHE MPO 3G MPO 3 (U/g fitidl
21) = (FEARGE 460 nm WG — 25 0 RS 460
nm G ) /i SUF R x 11,31

1.3.5 qRT-PCR #ili%% 5 F T-bet L4 &% GATA-3

PyFRIE BCE T Il ZH 2R, 4R IBUE RNA S 5%
2 ¢DNA, 3@ 3¢ ABI Prism 7300 752 5 PCR X
(3RE ABLAH]) #EATY 4. SR 2 k35 T-
bet F1 GATA-3 mRNA fyAHRf 21K, PEHL B-actin
NIENZS N PCR ARSI P54 (1)
/INER T-bet: forward, 5°-ACC ACC TGT TGT GGT
CCA AG-3’ DS J reverse, 5’-CAC CAA GAC CAC
ATC CAC AA-37; (2) /M GATA-3. forward, 5°-
ACC GGG TTC GGA TGT AAG TC-3’ L) J& reverse,
5’-AGG CAT TGC AAA GGT AGT GC-3’; (3) /MR
B-actin: forward, 5’ -CCT CTA TGC CAA CAC AGT
GC-3"LL M reverse, 5’ -GTA CTC CTG CTT GCT GAT
CC3' . bk B e T Boactin mRNA < JF JE 7 K
IE, FFEX X BRI RN K AT R AL B
1.4 StZEHE

I SPSS 16,0 55 2% 40P 3475 - 49
o FHRVEHEUSH £ bR (F2o) Fo i
VORR FLIRAL ¢ KB, J7 AN HF (ANOVA)
Mann- Whitney U 555 #E17 20 4 . 41 6] B 406 L 44,
HERSR A X K%, DL P <0.05 2R A 41T

M2
?‘;%LXO

2 #R
2.1 ficDCs WY& FARTSTE ALl BAE/E6 h
LB HE

50 h i, ALL S 6 h fifi cDCs i fifi 24>
ALY & o3 F R E B, [W e il eDCs i) MHC
I 73 F AR 0 h i 3 0. SR ALL A 5
24 h, Jifi <DCs i B2 40 ML 9 E 43 b S il eDCs
MHC T 43 F 2R 5 )E 6 h i AR, ALL A
)5 6 h Z1fili ¢DCs ) CD8O 4313k 5 0 h Hudk
Z BTG 22 L, (B ALL A5 24 hfili ¢DCs 14
CD80 /7 FHRIA B MG 6 h XM, WK 1,
2.2 FLT3 {55i@ExtAh cDCs BEMMK Fh

KRR IR

ALI i )5 6 h, FLT3L WiAb PRALfifi DCs (% il
AL ALY B 43 b Sl eDCs MHC 11 431 2238
B ALL 41 18 Tt . 55 DMSO Xf 41 thAs, %
by A25 J& T Ak B A 2 O8I T A LA fili DCss 5 il B A
KAL) 45 L B il eDCs MHC T 23 F i3k, 4R
M 4% 55 4 21 fili cDCs CD8O0 43 F 1 #3514 22 S T 5¢
TR, Wk,
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2.5 A 180
170 _
. 4 160 £
?21.5 150 &
i (B
2 10
g 1 4130 5
(&)
e 120 &
110
0 0
0h 6h 24h
FEASE i e ] A

150 h H#,"P <0.05; 56 h s, P <0.05

B 1 ALLHBUE0 h, 6 h K24 h fiii cDCs %ttt . MHC I & CD80 #
KBS
Fig1 Dynamic changes of accumulation and expression of MHC [ and

CD8O0 of ¢cDCs at 0 h, 6 h, 24 h after ALI

2.3 i cDCs Xffti TNF-a F01 IL-6 H5% 1% 9850

ALL ZH {55 6 h fili TNF-o F1 IL-6 [ 3635500}
MR W23 fn . FLT3L fi kb B B0 fili eDCs 45 it
SEFE AN I i AT ik — 2B A il TNF-o F1 1L-6 1)
FKiko SR, KM e b B S BRI cDCs
Bt Ja D A ) P  2E R PR Al TNF-o £ 1L-6
ks, k2,

2.4 i cDCs ThAE Ik 7 Xof Fii 28 47 9% 22 5% 457 70 Aifi 7k
B g 22 Wi

SIER T RALE R, ALL 4L/ U e e T
12 0 AT R T S AR A B R AR AL, SRR ) S RE A i
R, 7S I 9 R 45 A ER, H LIS A
LWW/BW JRE0 HE 2 i 2 14 =5 . FLT3L fii b 3 m]
N _EAR R A, H LIS Fil LWW/BW
ratio W — M THE . 5 DMSO X R4 L, ok
o Je T Ak B AT I 2 vl i 2H 20 B O 1 R B
H LIS 71 LWW/BW AR el 3%, W2, #%£3.

R1 KLRAIS 6 hiff cDCs IS IGAFRE LLAL (% £5)
Table 1 Comparison of accumulation and maturation of ¢DCs

in the lung tissue between groups (x +s)

Sl il DCs $it (%) MHCII 3k (%) CD80 Eik (%)

A2l 1.11 £0. 08 9.85 +0.87 1.85 +0.45
B4 2.23 £0. 16" 55.30 8. 42 2.50 £1.02
(OF:) 4.98 +1.96" 71.52 £6. 75" 2.18 £0. 85
D 1.44 £0.11°¢ 37.54 £5.86° 1.33 £1. 10
E 4 2.19 £0.27 51.39 +6. 88 2.25 £1.25

e A QURIERE XA, B 41 ALL4L; C 24128 FLT3L Hikb s
45 D AR EHAL#IZ ; E 412 DMSO XfHR4L; 5 A 41k
$,°P <0.05; 5 BALILEE, P <0.05; 5 E 44, P <0.05

R2 KLAUNES 6 h il IR P T BE A TE LA (% =)

Table 2 Comparison of concentration and activity of lung inflammatory factors between groups (x £s)

S IL-6 (pg/mg) TNF-a (pg/mg) MPO (U/g) IFN-y (pg/mg ) IL4 (pg/mg)
A4l 125.20 +14.23 360. 65 £21.59 2.78 £0.25 0. 65 0. 05 412.50 +18.25
B4l 270. 94 +18.28° 482.67 +19. 39° 5.71 £0. 41° 50.20 3. 55° 390. 90 +10. 88
CH 334,22 +£25.67" 590. 20 +20. 86" 8.58 +0. 87" 65.80 = 6. 23" 420. 85 9. 56
D 223.15 £19. 11° 439.95 £27.71°¢ 4.43 +0.29° 38.72 +5.85¢ 385. 88 +22.39
E 4 296. 06 +19. 44 607. 34 +41.79 6.36 +0.28 60.24 £4.98 370. 62 +21.99

T A GURIER XML B 4 ALLZL; C 410y FLT3L Bidb M4l ; D 409k e Bk M4 ; E 410 DMSO X I4l; 5 A 4104 P <

0.05; 5 B4IH#E,"P<0.05; 5E 4%, P<0.05

A IEEXTHEA; B: ALL4H; C: FLT3L WiALM4; D: kAl
BIEHALIRA ; E: DMSO X B4

B2 AL 6 h il SURIRBG LA (HE x400)
Fig 2 Pathological changes in the lung tissue of each group (HE x400)

2.5 fifi cDCs xffifi MPO &4 #2 0T
AL Z{fii MPO { 4 5 1F % X B4 W 35 T i o
FLT3L Fil 4b # AT 3k — 25 3% Jn il MPO 3% %, 5
DMSO % HRZH b, >Rt 2 Je 1ot b 21 AT S 25 000 i i
MPO 1 3EHE, W32,
2.6 fifi cDCs 314 R E F T-bet/GATA-3 mRNA
FRi% bb I B B2 01
3 3 A I 5 SR PR F- T-bet/ GATA-3 mRNA [y 3%
KEC ] DA R e fili DCs % Thl/Th2 S B #4155 5%
Mt ALT 25 T-bet mRNA F 23k HotF HA 4 ik 3 T
5, FLT3L fiAb#a] gk — 48 0 T-bet mRNA [ 3
iKo 55 DMSO Xf HRZH b, > At 2 Je wil kb 3 v &
FH0H] T-bet mRNA {3k, H45 5L 2 GATA3
mRNA ik I 25 5 LG 24 5 Lo ALL 41 T-bet/
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GATA-3 mRNA ik L %) B2 10 2 B A, T
FLT3L i kb 8 0] F — 25 38 il T-bet/ GATA-3 mRNA
PR 5 22 A R kAR Je AL #n] B 2 R AR
T-bet/GATA-3 mRNA k], WE4,

£33 KBRS 6 h LWW/BW F1 LIS b4 (x +s)
Table 3  Comparison of LWW/BW and LIS between groups (x +5)

LA LWW/BW (% ) LIS 343
A 0.65 +0. 05 3.65 +0. 81
B4 0.81 +0.07° 10. 92 +0. 70
C 4l 0.95 £0. 06" 13.55 £1. 01"
D2 0.73 0. 04¢ 6.88 +0. 54°
E 4 0.83 0. 05 11.48 £0.65

VE: AURIERXTIRAL; B 40 ALL41; C 41°% FLT3L fisb Bt
A5 DAk R WAL BE4L; E 4105 DMSO Xt HE4]; 5 A 4tk
B ,'P<0.05; 5B4lLE,"P<0.05; 5 E 4L, P <0.05

T4 BTG 6 h T-bet % GATA-3 mRNA ik /K-
NI (% £s)
Table 4 Comparison of T-bet mRNA, GATA-3 mRNA and T-
bet/GATA-3 mRNA ratio between groups (x %)

. T-bet mRNA  GATA-3 mRNA .

LA Beactin D) (5 Bractin HAR) T-bet/GATA-3 mRNA
A4 1.00 £0. 15 0.98 +0. 18 1.10 +0. 08
BZ4  2.8510.33" 1.34+0.33 2.15 £0. 15"
C4l  3.98x0.45" 1.05 0. 15 5.98 0. 94"
D4 2.55+0.30° 1.10 £0.22 1.96 0. 10°
E4 3.40 £0.40 1.28 +0.25 3.88 0. 40

e AURIER ATIRZL; B 4108 ALL4; C 41k FLT3L FiAb B
A5 DAk e WAL BEAL; E 4125 DMSO X fi4l; 5 A 4tk
B,°P<0.05; 5 B4lLE,"P<0.05; 5 E 4%, P <0.05

2.7 i cDCs f Th1/Th2 Y40 i [ F F & A9 22

A 3o 0 240 e PR ¥~ TRN-y 1 TL-4 1) 3835 DA
Wi eDCs XF Thl/Th2 #Y28 Md K - 5 1 5% i)
ALI 4] IFN-y {3880 R4l & 2 &, FLT3L i
AE B AT — 2L TEN-y (Y JE . 5 DMSO X B2
FLie, SRefths e WA BE AT i 2 4 IFN-y [k,
HASLIH L4 B EIF E RIS R L, W
%2,

3 it

H AT R ALL (2R 52 HLAAR SIS 2% 325 1) 9 A
FORE, Tl eDCs 78 ALT % g B i 7 B H %5
ZREE . W E SR W] ALL A 0 A7 7
cDCs fHe o 4 RO o AR B SE HE— 25 3iE
fiii cDCs [t 3R 55 RS AE ALL JA52)E 6 h Bl ik
Fw5Ud, TfE ALL SRS 24 h ili cDCs 19 B4 Fl g,
AT BB R TR, EIRERER oDCs £

FAE ALLEGH F B B R RS . SR,
Jifi TNF-o F1 IL-6 (7K A 227 e, 30 S 35 1 fii
TRRAE RN o P, ARWFFELE RARR I DCs 25
JE Bl T ALL R R AE KUV

AWK IR, Ml cDCs [HR 5 58 46 F a2 ]
S8 S0 ) 8 98 A S g A il A3 40 A R, ot 40 4 Al
cDCs 114 2R AR A 20 P I8 225l A8 M 3505 & SR 52 o i f
PGRREE . FaRZE LRl cDCs BERZ IR ALL [
T3 G E S5 g I 153 4 A

H ATXTF il e DCs 9] 20 fili 358 4 S5 1 il 453 443
PIBLEI AT RS . ARFFR 25 R W], IR FLT3 {5
5 A S A Al cDCs 1 SR AE MR BVRE B, 4k
TS 2 Bk T 40HE Thl/Th2 B i R fl G &k
FIBT R/ Je AN PR 7 F- g 1 el A%, i BR A F 5
CLATER FLT3 {553 FT T 20 i i 34 i F s AL of:
SO DA B S 45 SR 4R R T 3 PR i Thl/
Th2 #8081V 250 1) V-1 S S5 2219 Thl/Th2 2 i A1
() 7= Ml e DCs 845 ALL F 10 i35 2 A A1 il 463 43
() T ZEHLAH o

AT 4 IR R PR FLT3 {5538 8% ] g 3%
ST cDCs 1) 58 45 R B BVRE B, F T AT 5% i) fi
MPO 75V, $27Rl ¢DCs ] LA PR v 20 it
F14 352 11 DT 52 ) AL R 55 52 N7 43473 o

ALL B HALEAE i Thl/Th2 %9 20 it DA 73 2K 1
R BE KO 1A N IR R, BOAR A5 SE 00 4 i Je
24 h IFN-y FiE 19 22 5 5 A Y A9 5% 5% K T-bet 11y
AL —3, PR EACEAIHE AR . BRIERSRY
T, WIS Z8 % ) DCs [ IR ke iy T
ZR AR S BT I A U T /DR 24 WY IR O o
HfRAE ALL LS 24 h WS 204K A9 Thl B 40 g
g, (A5 IFN-y AN[F], BEARMAE 24 h 45
T L4 Fik I 27 LG EE X, HHEE
HKEHIK K T IFN-y 7K. REAEFE R0, N
THRARSNFTCE MBI AT A8 800 Thl A G0 I
FRE LS, I HIRES T il Y S B il b S 1)
Th2 RGeS BTSRRI ALL FL 31 it 2 4 4%
75 1 T4 7K S e 2 3 [ A ) B AL

AL, fili eDCs Al3@ 3t FLT3 {55 3l ff
S S e R 240 L 1 95 R Thl/Th2 7 4328 ;2
NP, T S AN ALL FUHA 5 S A4
i LR ALL ARG <DCs 1195505 Ak 2 R 52
T T 52 ) i 08 8 RE S5 1o 1T B Sk ALL Bl 45 12 43 1)
JEL%
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