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a) 5 TALT SEQ ID N° 1 (AL E 1 Bz SRk . 20Tk 547 T SEQ ID N° 1
IR E 99 2 173 B FERR R T AT — NI R SRR B M 2 B IR 7 51 AT 2220 90 % 2
SERR R — M1 N Rk s 0

b) 5 ik AT SEQ ID N° 1 FIALE 401 £ 406 KIS FEERYEIE A AT — 4N
FIEFRFRIL & E T SEQ ID N° 1 (A7 494 R IR IE N LM T4 HAT £ /0 90 % 2
TR A — M C AR ik,

Hrp

- BTk N R Ik B E BB PR ¢ Rum ik, s

— TR N A S SRR BT IR C 2R i I ik 1) 9% 7 ) 4 B AH 42

2. BURIEESR 1 B e &4, oA Bk N oRum ik B SEQ IDN® 1 & ZE IR 74
1-99.1-137.1-160 1 1-173,

3. BUMIEESK 188 2 PFE— I g e i &4, Jerp irid ¢ Kumfikit B SEQ ID N° 1
(M FRR 1) 401-494 FI1 406-494,

4. BORE SR 1 &2 3 P AF— I S e e A5, b BT i N R s JHRORT C A s K 43 3] FH
SEQ ID N° 1 &R 1-173 F1 401-494 2%

5. BUMIESKR 1 & 3 P F— I o e e M-S0, Hrh BT il N A s PR C A S K 43 31l FH
SEQ ID N° 1 [ ZEEMRF4 1-160 Fl 406-494 20 %

6. BOFESK 1 2 3 fAF— I S e e A5, b BTid N R s AT C A S K 43 7l FH
SEQ ID N° 1 W2 LR v41 1-137 Fil 406-494 4 o

7. BCREISR 1 & 6 AT S e e 5400, e rp Tad N A IR TR C R o ik
ik HH NH,~G1ly—Ala—Ala-G1y—COOH JJK 341 ZH R iy o T ) B8 B 1) 422 EL AR 4% o

8. BUFE SR 1 & 7 P AE— I e e A&, Sorp Brid A2 T SEQ 1D N° 1 f &
488 Kb IR R A I R 4 22 S TR B 8k

9. BUFIEESR 1 £ 7 AT TR S e e e &4, Horh BTidb & 47E N Rimtd & 8iA
P 2z B e 2k

10. —FhGAEY), Frik A -G AR E K 1 2 9 PE— I S e 59
DL K —Fhel 2 P 2540l 8 32 (KRB o

11, —Fh e /R A4, Arid ey R M40 S )6 S RO SR 1 22 9 FR T — T S s e
TP LS — PP 2 Fhhi .

12. — R A69), Frid iz A5 as B E KR 1 29 P FE— IR Sz e &)
DL K —Fh s 2 Rl o

13, BUOMIELSR 11 () G2 JR M2 S sl SO LK 12 IR v AL -S4, e midk S iz A6 711
WEAS S Pk —Fh el 2 R R A iEde.

14, BOMEKR 1 &2 9 AR S e e A& 4, Ik &9t HAE 259 .

15, ACMESKR 1 &2 9 A F— I S e e AL & ) H T hilis 25 4 & i i

16. —FPRZIR, TR L R 4 A BOR) B SR 1 22 9 AT — T S A Fk &40 o

17, —FhE A AR, Pr’ s ik bS48 AP BN E K 16 KR .

18, —Pife T4 L, ik 40 i 4% Je s AL A AR B R 16 (R R% BR B e e Bl AL A AR
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ETFHEEEOFL RBEFLANR RS

A AR YIEL

[0001] AR BN R AEA NBBh Wi S A/ B o 5 2

[0002]  EAARMUE, A< BB A nT FH T 4 9% T 1t 40 & 0 % v 206 W 0 B G e Ve Ak 5
Y.

[0003] kB 5

[0004] 24 HAMME R R e AL DA — N EEEHIR.

[0005]  HEAkHUf, 0 HERALAR A RIS e 7 IR b, A A ml v 5 5w W | NI v 72
ARt

[0006]  Hifieh 25 HA VF 2 W E & -F 7 B IRFE o T RORS 5% 1 386 TR B AR (1) s 18 U] 1 2
HAR VT A2, I AE VT 247 AN PRI B PR R It NS5 7 A g 3588 4 8% A T2 ol e 92 7 0 P 58—
[0007]  phAh, — LB G OARIE A7 A0 R W R I e R 4, R LR A, £ — A5
SRR R A0 9% e B5OTE 328 v R RS AL 11 9 % (McGhee, J.R. %% A . The mucosal immune
system :from fundamental concepts tovaccine development ( KhifiE oy 2240 : MIEREHYE
SREE TR ). Vaccine1992, 10 :75-88) .

[0008]  Gj4t, it ik A R ER A 1A B IR HAT LR A 4 B S N B IR )

[0009]  IXFKHH, L LAAER A5 3 (40 & py i f2 sl HARRY g 42 ) sk iy, Aok
BERE AT BEAEAS [RIRS A A 1 N B 25 o5 5 B0 S A 1R A, R SRASAROR I 2 A

[0010]  PRARREE RGP B B LA 1 ) Ko 2 DL A AL 40 R = (3)
BAWITE XSO R (1) RERIECRT / 8055 8T X BT Bo IR 1 e 2 J5L ok 1) e g2 472 711
WEY

[0011] A0 A G0 8 Ve FRAE M b AH 22 10K, (H B R b0 5 0 A v - 40 o 2 U v
(AR EE 1) AR AR DL R SRR B B R

[0012]  BPASEAA F51) R 4 (AL 3 Big (1) B o .25, (RS AT & 5 iR A R RIE A, 3X 2 BN
T el viete. Fik, 15203 BAE NP A 20775 H A A R .

[0013] 4% R Ho e A 1 3 i AT AT S b 1 o SCTEC 5 g 1 e e I 25 1) 9001 (1) 40 i
MLHIFL 5 AL .

[0014] X —XF P RGN AN, Ok AATTREWT 500 T A8 098 758 FH 18 o e e
5o

[0015]  HAKMUYF, toll #5244 (TLR) A B) T-WH LB 14 PN IR 510 TR P fe P2 R 3t 7 P 97 2% [
HFEES . T TLR 2 2 M 2 R4 R R A K, R el a8 5l R ek,
[0016] AW R I AEM IS SE , TLR R R AR T A AH 7 X (MAMP) [ R S7 482
o TLR BI456 715 T L 25 T 0 IR A0 AR 9 (1) 56 R T B P3RS 1 S e ) R R R AR R 7o
4, TLR W35 SRR 7 17 4, b R 1R e e PR 5 | B3 2 5 S8 R U E 75 R )
Z LR R4 (PYN) o BE4F, TLR BE(E S 2 2tk fesz i (W TNFoy) 173 i %
TR 53 I A M KR S 4l e (DC) 1Y Dy R A o
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[0017]  [Klk, TLR BN A RERI T V2 R e M 1 08 6 Sz N 25, T HL RIS T PR 1)
PR YT P G P8 I 5 TR A A A B 3 )

[0018]  JLEFIXHeyB 74 M HIVE T, (B H T MAMP 5 45 5 250, 3XARAE T AAMI5S I T & e At
MAMP ¥ P4 e [7] T2 5504 FH BIRT 240 o BRI 4 70 TR 2808 i H A A0S R o, X2 PR L A
P N ) — AN KB A

[0019] 4B A (2 4B IR A I E T ER) & T TLRS 3E4k 1R 71
MUREBN T o

[0020] =k H B 15 3 ¥ 1] K (Salmonella enterica Serovar Typhimurium,
(S. Typhimurium)) [¥] F1iC $f-E 8 F2H KM EL M — DhRE. Sz MR TLRG (55 # 3 AT
FUI L

[0021] ‘&2 B A AR A K) & 494 NIRRT R A . RIS FIRIE AR um “ R 577X
SOE T TLRS WAL AN ] 2D (1) &5 13k .

[0022]  ¥FEHE A FLIC R G5 A8 5% T TLRS 15 5 4 AR LN & /G . RN
“TETIARIX, R — 2R SR AN BB A ARSI AN R KA R . 5 AR, 40
R ] AR DRk R R PR I T R

[0023]  CLIESEHFRAKAY (L. v.) VESTHERE O RRC 2 8 N, 25 N R R A (U
TNFa 8 1L-6) [17=4H1 DC G4k R KA

[0024]  BLAL, $EE 8 IR RE S | AR IR RE 5 Pk (1) S R MR PR B AL o 50, b 57 4t e
ZAFIRG I BE a4k PR FAE CXCL8 (IL-8) il CCL20 #1774k, CXCL8 (IL-8) F1 CCL20 i 1
a3 BRI PMN 1 DC,

[0025]  AN[RIVEE ILHAE T HEE AR A AR 4 B ORI S s e 77, Hepe i (1) s
A/ B PEBUAR N R (11) AR AR B AL 25 I H0R K Th R Th2 4 e V%%
[0026]  Fh T B 25 [ (1 B A A B AFURE R 5 2% A2 50035 1 e AT IR T 98 i G A Rt s e
e e QUATE SN KE S S

[0027]  {HJ&, KZH TR EE ARERN A RE A TIEME NN A, FR2E ST
JIT AR 2% 1 SRS

[0028]  [¥I#ff, LN HE B S A V5 2L EE K RIVER , B 502 9k 28 T i, 200 [
A IHUETE R 2 G2 B IR

[0020] b4, K201 O A0 BB A7 1 20 S e Ve 00 75 282 S5 AR B I B 1, DUEE 24 14
P25 T B BE 5 | LB AR Fe e NV o I AN SR A 75 RIS 52 24 E B SRS S IE ¥ B
S APUR R B R AN I e R )

[0030] PRIk, T EEXAEMIAT AL G4, AT T AR S e Ve 5m), e 2 H 5 0/ B o
XIHUE PRI e N 2, 5|3 B IR SO & 5 AT KA & RERIEA .

[0031] A A, iX L85 LA PDIE R BE 8 ) St 5 8B AR PR VR G st Re 5 | R e N 2
[0032] Ak BH T2 5 HY BB AR 1K 75 B HOU I nT AR 7= S R A A R i (o
SRR RE T ) BHT I e UL G

[0033] & EHMIA

[0034]  MIEAKE], ORI T ATERIE T SEQ ID N° 1 R\ RAG T 1 IR H &
R8T 2R IR AL A ) 2 IR MR AR P e 7 R 2k, I AE A S IR SISt g mh g AT U0
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[0035] AR AR BH , I I S B AR T4 A4 JU L 200 HORG A TR M 5 10 A 2 i
I A SR RAER

[0036] A% BH (1) AT B 94T B #E B 85 1940 S 4 BRI G G mT FH AR G e 42 55040 5, A ) b
FH LA A/ G R 6 G i B 25

[0037] AU BH IR BOXFE 1) S e e A &4, LAy

[0038] &) HiEah A2 1 SEQ 1D N° 1 [ALE 1 WaEERERE. &L T AAL T SEQ 1D
N 1AL E 99 & 173 (2 FE R IEIE A (AT — A 1 R IR R A (W R R T4 B 2 /D
90 % 2 F= MR [F]— PRI N Ko fik 0

[0039]  b) SHEAG T3k EA7 T SEQ ID N° 1 A7 & 401 F 406 (K2 FEMyRFE T AT —
(K2 LRI L & BT SEQ ID N° 1 (A7 E 494 IS Rk Ik i & e 41 B 5270 90 %
AR A —YER ¢ Kumfk,

[o040]  Hiob .

[0041] - Jrik N AR ui kAl C Ak B A%, 8i#H

[0042]  — JTiR N A wig RN C AR s e i () I e () 422 EL AR 4%

[0043] A B 1) S 2 A AL S ) R DU S 3t 77 2 4E F SCIRGIR AT P40 Ui B o

[0044]  ARBHIAW KA S bE3CH (B FSCHiR ) pre L e e &Ll & —
FhEl 2 P25 m] B 2 BRI A &4 -

[0045] R4 A K 25 G W A5 30 e U g e R & UL e — ek 2 Fih
PR

[0046] BTk 2549 A& WL A3 R A Sz IR LA 4 (RIS A8 5 RSB X BT R 1) S M.
L (B FAEYUARAL G ) BE A A (RIS RS st 5| F g
& LAY BRIBT R AL G ) o

[0047]  ARHE A B — ANRIL S T 52, il G2 S M 46 ) BT il 9z A R A 5 A
5T — R 2 PP R A B I A R B Pk S e e R S

[0048] AN BHIE¥S R it AR 2549 1) b3 B ) e e A AL &4 Rl 2 FH LS 5
F/ BIETERG A TS 2 ) o

[0049] A< BHIEW KA R B S e Ve AL & W0 T & X R0 2941 & 16 FH I 1% 2
WAEW I T 5 R/ BGaRE AH#HEE 5 A MO — R B B PR S e N (T
HORTEE R RS T Ja ERG B X &= g | F / BIE58 ) o

[0050]  ARBHIGHS K (1) gmhd UL BB A I S e R % IR, (11) B R A
HRITIRAZ IR I E A, (111) FYali WA iR % IR 8 i B 2 2R (11 T 40
[0051]  Fff Kl fajik

[0052] ] 1. 2R m] A% DX I 8 B B 1 R P A A SO B

[0053] (A) EHMERAN BN -HUE.

[0054]  EYAAYEFEEEE F1iC &5/ A Pymol (http://www. pymol. org) £/ E IR
Ho FEsARH, R X (1-170 A1 400-494) 'BEIT B o - BEE, B kS 5 MBI 4
Rt AAA 89-96 ( ) X T TLRb 15 'S4 S L AW /D). FLiC “HHn AR Ziib I 2
H B 45KF1 B M4

[0055] ¥ FH Swiss #& A (http://www. expasy. org/spdbv/) Tl ] T F1iCA 5, 00, F
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F11C 174000 RUBREE T s F11C 004000 R FLIC y 174s00 73 AR 7S HE ] AR DR PRTS 3 1 2R R 58 42 B3R
%o

[0056]  JXf T+ F1iC, jo-5505 7N 12 R 2R 1 280 85 IR 1A A2 B A6 26 ) /NI 7R o FLAC 7400 A
F1iC 191 55 73 MIAEBRRATICAL B GAAG LA LELE $23k

[0057] (B, C) F11C ¥ St MLV FRIAE S Bk

[0058] A 3% ML A AE K7 45 T FH CEA Jc il (¥ §F B B (AT 9IRS 9 B J5 0EAT TFA i
PRAIE 2 JEHRAFH  AE ELISA HifE 2 MG ) F1iC, F1iC 00000~ F1iC o 10125 A1 F1iC o ru sg00
SRAK 2R, B) PLFLIC MIERA RN, (C) HT F1iC, 000 MIFH HIAZ RV
P,

[0059] St @& PE (Mann—Whitney I p > 0. 05) HE S KR

[o060] & 2. IR T AR X [ #E R A 1 b R RRG RS 98 v

[0061] (A, B) EA1#E-E& AN L RZ4EmiE1l .

[0062] AN E & a1 e A f%@ & & H FliC, F11C 0049007 F11C 41913507 F11C 4 174400 214
F11C s 1r4-s00/s0-06+ EATE E IV FEFATHE A o 5 A HREFHA 14 CCL20-1uc ] Caco—Rumbo 4H iy
TEAL 6 /NI, TR FRBERS TEUT —ALB FHAEAT FLIC AP 2 ¢ 5 KIS T (A) » %% BEAS-2B
AE B R AR 16 ANEE, ARSI BV TL-8 KT g5 AR 2 M RAZ s
K= B) .

[0063]  (C-D) ik 2 (Y 6 £ R B 516 Rk 25 B I3 o

[0064] 4 520 #F 8k (1 BB R IR BRI (T g M) 1. n. &5 TREEE /DR (0 =
3-5) o 2 /NI, FHSEI gRT-PCR 5 42 fifi Hh ¥ CCL20 4§ ¢ M mRNA /KF (C) o ¥7E S5 757/
I, % BAL ( FEEAE ) A (04 ) BUREI & CCL20 3K (D) .

[0065]  7F Mann-Whitney A% P HAE G T~ B EME (p > 0.05) .

[0066] 3. HA W AR DR R R S A AR

[0067]  7E% 1 KA 21 RAGHEE A (OVA) + HEBEABEILHZR (C1)i.n. HiE/ DR,
(h=28),

[0068]  7EZF 35 K, fEIMIE (A) A1 BAL(B) il OVA ¢t TG 2.

[0069] M5 BAL HH¥) OVA 55 TgA IIRAEZ (C) o

[0070]  &5RAREE 2 MM 1 4. 7E Mann—Whitney WGP E S22 EENE (o
> 0.05) .

[0071] &l 4. G258 n AR X B A R A PR MR

[0072]  FEZE 1 RAIEE 21 RAUMEER (VA + $iIEHRASESL#HZ (C) s LPSi.n. f
ZE/N (n=8) .

[0073]  7EZf 35 K, fEMIE (A) FIBAL(B) HillE F1iC K70 TeG . 45 FARE 2 4k
SEEER ) L A,

[0074]  7F Mann-Whitney i3 i 2 i il2= B &% (p > 0.05).

[0075] & 5. ¥EEE& R HEBUAXS TLRS 58 I AEH

[0076]  7E%5 1 JAMH L v g $EBEE F1iC M CFA J T 492 NMRI /ML, SR G 7658 3.5.7 Ji
F1iC Fl TFA INsm b . FERRIAAE T, 280U A UR 3 2 o AR 75 sl 2 Bl AR A 3 3t sl gk
ATAbEE . SEEOTESS 9 JEIEAT .
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[0077]  (A) HEEE&E AR B Mg KR4 TLRS HhAEPE

[0078]  H 5 50% v/v FliC ARy (25 0RE ) silsflmnyg (FREREE ) &E R
FBHEA FLIC, H & HIRIEM Y CCL20-1uc #) Caco—Rumbo | Bz 4 i % 4L 6 /Mo & 55t
FMEEYE, FFH—4LBIH 100ng/mIFLiC SRAFHIME . 25 RAK 3 MALSEE ) 1 A4S
[0079] (B, C) ¥ Bt e Itk Ho 2% MY AR Y TLRS A Ry

[0080] 45BN (n = 3) FRAKNTES PBS (B EFE) B 0. Tug(KEA:) B lng
B FLICC 0 ) o« 2 /DI eI, @i ELTSA 152 CCL20 (B) F11 CXCL2 (C) 1Y
WRAZ

[0081] (D) e Mid PG 1.

[0082]  #5zh) (BRI n = 3) WK A3 H % A R B0 1) 6 2 R e 1 LV AR
FUMIE, 1/ T R S 4L HE B 5 DRIk N AR B . @ I ELTSA W &2 X 5 2 /N IfyE
TR R AR

[0083] I Mann—Whitney IR E L2 &M (b > 0.05),

[0084] &l 6. HEED I FLiC HFLiC, jpu 00 5 P75 IR L35 1

[0085] 25 /N (n=3-B)i.n. HiE AR &M H B & A FLICCRE A JHE) 8L
F1iC 174100 (22 HE ) o 6 /BT S, A ELTSA 5% BAL 1) CCL20 (A) FT CXCL2 (B) MK
[0086]  {E Mann—Whitney UiRIE g 4il2# 8 (o > 0.05).

[0087] & 7. SRZREE TR X FIHEEE I F1iC, 1m0 MRS TEALRE ST HIELAE

[o088]  HENKA 2 T ARZE M BEE D FLICCRETTHE) BUFLIC, 170 ( TLTTHE) o 2
/NS S F ELTSA )52 13 A i) CCL20 (A) it CXCL2 (B) MM

[0089]  {F Mann-Whitney 15+l E Zivt = &M (p > 0.05).

[0090] 8. &M EE ALk 2Rk ] AR X R HER EX (1) SDS PAGE 43 #f7 .

[0091] 8 %Eéﬂﬁéﬂq l:]—].-CA174—400‘ 1::]-j-CAIGI—ALOS‘ FlicA138—405 $D 1:::l:'LCAIOO—405 ﬁﬁ%%gﬁﬁ
Yutt J5 18] SDS PAGE HLVK R HE )Y

[0092] & 9. #-hE2H sk J 88 W AR X (P8 B g 1 1R S e BN o AT o

[00903] & 9 S EAH M F1iC, 1ru100-F1iC 161405~ F11C s 135408 A F11C 4 0005 TEFHPT FLiC
HUR G 5 1 E S BN I VK R

[0094] & 10. &P E4H 1) S 8 W] 42 X8R 8 O CCL20 AL PR+ I AR s 5
[0095] £ 2 (1) B 87 6 4 B S R T VA8 T R o

[0096] ¥ EEZHH¥E B A EE A EY (0w g &) WENS TR (b=
2) o TEGT RGN, SR MIEFE A & CCL20 KT .

[0097] & 11. &-Fh 40 1) O 8 v] 22 X 8 8 6 CXCL2 AL PR I AR ) 5
[0098] 85 2 I B 87 6 4 B S R T I 8 1 R o

[0099] K EEZHME-EH AIEHEE AMAHEEY (0w g &) WENS TR (b=
2) o TEST ST /NN, SR IMIBEFE A & CXCL2 WKL o

[0100] & 12, FEAL F1iC, jpus0 X TEFXI2R H HIV TR gp140 HUIR K Az 7 FIEH .
[0101] 7B 1 RAIEE 21 KA gp140(Gurg) + MiEEH (Ingi.n BB (n=16).
[0102]  7E%8 35 K, MEIMIE (S0LFRFS ) F BAL (075 ) H I gpP140 R 5t TeG %
fEo g 2 DMPALSEE TP 1A
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[0103] P 13. FLiCAER @A HLFLiC y 1raseo 7D B FLBE PRI S SE A FEAL b ) 2Bk 1
IR 280nm (A 1% &

[0104] K& 14. 1E F1iC fEREWA L FLiC, ru a0 N B TE DR K S SR FNEEAS B )20
ACAE I T A B 1 5 R S i B VK A AT

[0105] 14 2R CAnlE 13 WP oR ) 75 2% D5 4 (55 1¥) SDSPAGE HLUK ) i
Fo

[0106]  REHFIA

[0107]  R4EA K B, COUESEH BUAL G W RETS T 1A PR L G e A2 5005 1, 48045 2208 BT ik B
LA 1Y) 5 HERR DR — AR 25 T B, 0] LUE SRR 2 608 A R R TR (1) F 03 2

[0108] 5| Ay H I, A0 IR SEAS KR B IRE U R S 70 S N 25 7/ S R BE R 15
SLAREVEFIPE T A B BT e B2 e R4k 6 A TR L R 6% Jin i 4 L FRIORY i 6 38 25 o
[0109] & L E BHAS & BH 1) AT 8B 2R (A AT AR I e e e L S0 B TLRS A S Rk Az
BT, H B A A RS TEAE 2 A T (R 2 B S I AN oA 58 1 S R A E A
[0110] &b, ASCS ) P & g5 R Bon, iR B AT AE R G A
N EA BURER, B, 2l BN IRARS T E 2 T RENy Bk SS 51 R B R A
R S DU B2 MR N LT BV ITE VR (BAL) [¥IRE

[o111] DL g5 SRR, AR BT ik B 6 1 VAT AR I S e Ve R4k S 4y T A S g3 V25 1)
AT, TCIRE T35 TR 2 N2

[o112]  [AIL, 51N B FE, i b &9 e B &8 () MR EA A al H+
I T 52 AR R P PR R G0 08 Y 25 1 7 1 BE 7 e, B e B A AE (L) Rk
JEPE LA AWy s o] T RS SR E T | R BT R BT B (T R R S e N2

[0113]  H AR, WA SO S B - s, AR BN ORI BRI 2, TLRG 5 55 5
e X ZE AL, B A B BRI ) FLiCy yrago HEEBER 1 CHIR B WARZEIDTT IR ATCC14028 Hf
FHE A FLIC KT SEQ IDN® 1 MWALE 174 A7 E 400 KA BT EATEK) fE
SRR P b 1 S e M, H =2 AT 2 2 14 SR RAEH

[0114] AR NIEWHE, FLIC, npo MEEE D B T/ £ FIPE £11C 5 57 PR I RE
7, R B S8 A R

[0115] 4k, AR O R IL, SHFAE B ER AAHEL, F1iC, 100 HEEE AWM GG 55
S A R OR IS5 TR B PEAN 32 5200

[0116] A EAESE, AR B A A X P EE A (AR F1iC 4 61-205 1 F1iC o 155 405
TEW ) AR T G e A2 ) o

[0117] AR B ez ek

[o118]  IXLESRINAT A A B AT LA TE N A 5 F11C, j74s00~ FL1iC 4 16105 T F11C 4 155 405
B R VR RV P SRR R R K R

[0119]  ATIR MK SR MAS SCSEHE B A FT 1) FLAC s 1rgs00s FLIC s 161405 R FLiC 155 405 HEE R
AR IR TR R AMKES) SEQ 1D N° 1 AIFEFZ K i dib AR 45 /317 52 X, BATIIN AT B
HATF AR 18) TLRS IO T )k T =X

[0120] A% BH PRI AT R M0 RO FE 1) S e e A &4, LA

[0121]  a) HAEW T4 T SEQ ID N° 1A HE | iz ZE ikt # kT B A7 T SEQ 1D

9



CON 102203252 A WO B 7/33 T

N 1AL E 99 &8 173 [ 2 LRk 25 B ARAT — AN R 2 FE BR AR BE 1) 2 2 1R 17 41 (K N R I i
F

[0122] b)) HERME T EM T SEQ ID N° 1 I E 401 & 406 )2 LRk 5L b 14
— RIS RIE AT SEQ 1D N° 1 IR 494 MR ZERRIEIE IR 751 C K
Jik,

[0123] A .

[0124] - PTik C Rk EHER 2 N Rmlik, 803

[0125] = BTik N R AR C A v JPR I et H (1) ) 98 e [ 422 ELAHZE$%

[0126]  TA]id “ A0 57 S ALTEEAR AR AR AR Ui B A AR R IR, B A A H8 7 B 8 (R AL L B
B DR 7 B AT AL AP AE, (I AHERR— ek 2 Pl Ath iR A 3850 2D 3R B
Ao B EA TR A A AE BN I -

[0127] AU B4 G AE A S ] L] B 3 ifc o8 “ e e i 547 s HE B SR A AT 2R
ik,

[0128]  Fif “ Sy Ve inlfb &4 2 AR A Ak B R BE O AT AR I A 45 7 28 B3 )
AT SR/ B R X B ) S B N 2

[0129] ‘BIRETERNIE T A BT I G B 58 0 e a2 B I e e M e .25 1) o
(K19 5t o

[0130] LA ST AT iER, BT IR e e e RIS W AT S — Fh a2 Mt Jm A 2y ml e 52 R
H—EH TG Rz  EHE Y.

[0131] BRI SEQ ID N° 1 WK 7 1) SR ¥R T B )3 € b 1] [ & ATCC14028 & & 81
F1iC( &35 AAL20871) .

[0132] 2 k% ‘T ah T 4 N K 22 (SEQ 1D N° 1 HRER) ZEHE
SER , 12 T 20 I 1 5 0t 40 v 1 A M b 1 FR R IR 2 R KR DI B, 3XAE R SO R
[0133] A, A B i #E B 2R A AT AR N R o IORH C K3 JIK 5 SEQID N° 1 [1AH M1
TR F Yy B 220 90 % H 2 o m e g [ — k.

[0134]  [A]—PERIHEIR S W T i 2 [F]— PR A AR AN 52 2 1 o

[0135] AXEE, A EMHNAERTFI Y E5SHAER I HA 2/ 90%.91%.
92%.93%.94% .95 % 69% .97 % .98 % .99 % 8k 99. 5 % Z FE R [F]— PEIT, W] ATIA H )2 5%
& 1755 BTk 225 A 1R 7 41 BA 90 %6 B8 1 [R]— 1k

[0136]  ff e 2 FE IR 7 41 2 TR R — 14 1 40 30 HH T e A B L) B B4 7 1) g AT L
XTo I, T ECEE B T, WIAE S — RS 2 KR A1) P K — A e A1) sl R I AR A A7)
g N B DU S A o, Hon] ZARAE RIJE 740

[0137] i T wAELLER H 1, I A CLUSTAL W(RRA 1. 82) HILL RS HER MM A2 5
& 52 (4 ) — P T 433 < (1) CPU MODE = ClustalWmp ; (2) ALTGNMENT = ¢full) ; (3) OUTPUT
FORMAT = {alnw/numbers) ; (4) OUTPUT ORDER = (aligned) ; (5) COLORALIGNMENT = {no) ;
(6)KTUP (word size) = {default) ; (7)WINDOW LENGTH = {default) ;(8)SCORE TYPE =
{percent); (9) TOPDIAG = {default); (10) PAIRGAP = {default); (11) PHYLOGENETIC TREE/
TREE TYPE = {none); (12)MATRIX = {default); (13) GAP OPEN = {default); (14)END GAPS
= (default) ; (15)GAP EXTENSION = {default) ; (16) GAPDISTANCES = (default) ;(17)

10
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TREE TYPE = {cladogram) I (18) TREE GRAP DISTANCES = ¢hide).

[0138]  ELAAMIUE, N IRME, T AEABIR AR BH 1) 8E B 2 AT AR IR RS P s LR
VE B/ E R

[0139]  SXFPME AU HE 7R A A B I A TR “ S e A RIS )7 B0 M B T AR IR B &
LB 2 1 S 0 TR AT B AR EF, 5 1 & TLRS A1 5 IRk B A S0P o, iy X BT A (B35 0 4
e RAIER

[0140]  JhAN, ADEE S Bl o LA BRI 7 B2 B A & W 10 #E B 2R AT AR K, B RG] G
i 22 IR BRIK AL A4 K R BT 7o

[0141]  IXLECEB N> T B BATAE T 75 RE S I 1 S8 A PR o o X PSR FEAE A
R E X

[0142] /N SR RE AT 9] W1ish Jo RAR G IR B IR 57 B e, DL B NAERAR R AR & 5
BRI AN D BRI I S5 A A5 T o T, 0 2 R e A A R A R e 2 R IR~ B o
[0143] [FkAXERE, 52F5ME _LIKEA 2D 90 % H LR F— LM — 2 IR i
MR —2 I L5 ZSF N E 2 HEA S — M2 M2 ERE S, B P prida it
BRzSikE (1) —PEENERREN, (1) —PDREANRER AL ((11) —PEE
AREERIIN, 8 F (). Gi) A GiD) PERAAE.

[0144]  — Rk, A B DRI 5 X FE R 2 1K, K5 25 M Z IR — A4 8%

AN IR B R B N, Lk 5 2 1 2 RAHE B 1.2.3.4.5.6.7.8.9 8L 10 M2
FERRE e, F1 /8 1.2.3.4.5.6.7.8.9 B 10 N IERE LA / 88 1.2.3.4.5.6.7.8.9 5 10
AN EEIRIS N o

[0145]  AGUIHEL AN G F1E SRR E £14 G5 /) o A6 i Dl e AH 24 1) 22 2 IR SR AR 1 2
TR .

[o146] 1 bJTIR, AR BHEEE R AT AR IR C R IR N R JIA n] L0422, A R M i
JIRBEILY T FE o

[0147]  FE— Ak ST b, Ak B HE B dr AT AR IR BTl N A s JPRCRH C A v TR I8
1ok T I ) A LI

[0148] MO [HIRRAEIEBE A& TR LA AR DTS, A S R 24 500 5 5%
JR T RN

[0149]  [RJRSFELIL Hh b d i IR B AT — D M 2 IR FR A i, HLAE AR U B #EB 8 AT 2B IR
1) N A i e )R C AR ity e 41 2 [ oA . IR, FEPRIE O SE ity = vh, bR A 1 &2
20 NME T IREE B R R R, P R ERIE B 20 PRAAEIKR. £ NEIIER LT
ZE,i% 1 F 20 MEFEEREEH Gly.AlaPro.Asn.Gln. Cys.Lys. H-Z S{tikih, 7] b5 5E
NH,~G1ly-Ala—Ala—G1y—COOH J5 4144 J% o

[o150]  thr] Be ARk E Sk, il anbe a3k o I Ml pr F 4 S m] 4 AT AT Al S7 AR BRSP4k 22
A1 R IEEE | pi 2 ONGNH2 R FESEHUAR . ) — R SRR R IRk 2 28 & — Ik Al o
[0151]  ACSUUIEL A N G3 BN I L () [ 5%, H. ] 16 965 3 1 1) 9 B, 0 HOR MR 40 th B2 % 42
FE— B N A S KA C AR o iRk ik £

[0152]  BEAb, A7 F SEQ ID N° 1 FUZZEFRALE 488 1) C AR /741 I R A Tk ik A 1) 1l
B 2 2 FRARFEAUAC
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[0153] 5| A TRAEHREF IR A K IR AT AR XA E B RIR I T
oAb B AP A It ZE A1 18 (Legionnelapneumophila) [#EE 2 H T, A TLRS
Wod M . PTAEA SR VETR) TLRS S0 M IO A B A 5 | N SLAR I & e, DAtk — PR id A< & B
[ §EE 2R I RT A IK

[0154] A% BH (1R 85 AT AR IR R D0 S it 7y 48

[0155]  ARABALIERISEHE T &, F BRI A KTS) SEQ 1D N° 1 FIZ5 [E R i AR 4514,
AR I G B AR A I N AR S KA R bk B SEQID N° 1 [ ZEIRIT4) 1-99.1-137,
1-160 F1 1-173.

[o156]  HAkhif, HEEE E F1iC I = 4E45 18 Bon, N R im &5 ) Bl AL 7E 34> o iRJE,
XL o BRERE B MR R B REM B M. (REPXLE QAR (—28) #y
76 N AR b ml 2 LLAR#E TLRS RIS M (AR &2 AR TLRS sleE M ) , B SEQ ID N° 1
(MR ILRE T4 1-99 AR 2 4 o B8HE,SEQ ID N° 1 S IERRIT4) 1-137 &1 [T 3 4 «a
W2 JE, M SEQ ID N° 1 HZIEMRFA 1-173 B FLiC, 7u 0 HEBH H PARAERI N R IS5 1) o
[0157]  FESEARIERISEHE 7 S, S e Fb & P C Rum ik B SEQ 1D N° 1 &
BT 401-494 F1 406-494,

[o158]  HAKMUF, #ERE T FLIC (M =4EE5 M WoR, C R Im S5 M B 415 2 M B 55 A
BT o METET . [REFFXEE TR (—28) 7 N R ] 2 LURFRR TLRS HE0E
M BRI S 25 TLRS JIBGETE ) :SEQ ID N° 1 IZFEMR T4 401-494 & F1iC,y ramsoo
MBS ATPAALERTA), 1 SEQ ID N° 1 [ EERRIT ) 406-494 {5 A A C K — 2% o
WEJE

[0150]  7EIELLPNE (1) S 77 Z8 T, AN I B e e e Rk & A N A s R HROXORE () 28 2 8 1
VAR, S R E A T2 T SEQ ID N° 1 [ArE 1 NS BeER 3L, 41k T47 T SEQ
ID N° 1[5k B PUR AL E I RIS IR IR IE A0 E 137.138.139.140.141.142.143.144., 145,
146.147.148.149.150.151.152.153.154.155.156.157.158.,159.160.161.162.163.164.
165.166.167.168,169.170.171.172 1 173,

[0160]  FEIELCPLLE 1) S Ty Z2 b, ANk BH S e AR S C A v TR HHOX A (1) 2 2 1R 7
I R, ZA R RE T T SEQ 1D N° 1 [k @67 E 401.402.403.404.405 F1 406
IR B R IR RS, Z0E T4 T SEQ ID N° 1 AL E 494 Ik R Bk FE .

[0161]  FEIXLCPLIL St 77 S — AN AR TT 1, AR B e e e AL S W) B BT ik N A v JIACR
BTk C AR i ik R b it B IR NIL-Gly-Ala—Ala—G1y—COOH [A) B& &5 B AH %R (HIE bk
RIIFPE) 174-400) 51 HAZ T SEQ 1D N° 1 (47 & 488 [\ R ABhM R IA FHh bl 22 2 Rk
B,

[0162] bl Ik Fofr o e Ve FRIA G 40 (1) 7 461 1 S Ttk 7 3 i AN SC S it ) B s ELAE R S
Eiiéﬁj%jﬁﬁg FlicA1747400‘ FliCA1617405 ﬂsﬂ FliCA138*405°

[0163]  7E X — ALty %Erh, H B S e RS0 10 Prdk N R ORI C R o JiK 43+ 73l i SEQ
ID N° 1 2 2641 1-173 R 401-494 k.

[0164]  TEF— Sty Zrh, H B S RS0 10 Prdk N 2R IR C 2R o Ik 43 73l H SEQ
ID N° 1 2 26/ 7741 1-160 F1 406-494 2 k.

[0165]  7E X — ALt Jy Z&rh, B B G e R A0 10 Bk N 2R IR C 2R o IR 43 731 i SEQ

12
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ID N° 1 2 26/ 741 1-137 1 406-494 2 k.

[0166]  7E—LL5ji 7y Z2 b, AN R BH ) S e A S04k S A AR L N R o A 2 B9 1) PR 2 IR Tk
55, U X AL ST 4 B A8 i A S AL A AR

[o167] R H:A B B GRS W0 Ik N AR iR ¢ Rkl SEQID N° 1 2 iR
JEA) 1-173 F1 401-494 2 R0 S 7 28 v, A BH 1) 6 a0 AT ZE IR Er ik ok 7 AN IR A7
B 174 (B IR AL E 400 B> 2 R4 2 R T4 SEQ 1D N° 1 . A
KRR S KPP AR U BB A AR “FLIC 5 r4s00” B “FLIC, 170 MEEE A0

[0168] AR — AN 1) Sl 77 58, AU BH G e Ve FAL A W 0 T i N R s Ik AN P ik € K
g A A B IR NH,~Gly-Ala~Ala—G1ly—COOH [F) b7 8% B AT ERE ( BE ek 2k (1 5]
174-400) 1ff HAZ T SEQ ID N° 1 HIA7'E 488 KR AW ik FEA F M ik 22 BRI B
[0169]  IXFEIRIGHIA R WEFR R AN AN 271 NMEIER T, K Z Py F4 T
SEQ ID N° 2.

[0170]  Z k% T ah T 2 N K Pl i (SEQ ID N° 2 R ER ) ZERSHE— 12
SEIR , 12 P 2 I 108 5 0 40 v i R A M P T R R R R SR MK VBRI AE T SO R
[01711  fEH A H BRI A P IR N R ¢ Rk i SEQID N° 1 &L
JEH) 1-160 F 406494 20 s ¥ Sl 7 S b, AR B B 2R ST AR IR R B R T N R B AL
B 161 IR LA B 405 WA AR H) M= B 74 SEQ 1D N° 1 4. IhA
RHEEE B IRPIIEA UL AR “FLIC, 60057 BR “FLiC, 141005 MBS0

[0172] R — A0 A% I S8 77 58, AR W e e Ve AR & W0 I BT iR N R s IR A I 3 € R
i K R T F IR 1 NH,~Gly—Ala—Ala—G1y—COOH [a) B& 4k F AR ZE 3 (BB #e ik 25 18 7 471
161-405) 51ff HAZ T SEQ ID N° 1 FIAL'E 488 KR AW ik F ik 42 G R v FE B
[0173]  IXFEIRTGFAIA K BB R ARTAMIE 253 DNEFER T, iz kP o A4 T
SEQ ID N° 25,

[0174] 2 k% ‘5 AL 0h T 5 4 N oK A 2R (SEQ 1D N° 25 PR E/R) ZJEHSE — A2
SEIR , 12 P 20 R 108 5 0t 40 v i A e P 1 TR R 2 IR SR KR VIR, X AE T SR
[0175]  {EH A H BB eI A 0 PR N AR ¢ Rk SEQID N° 1 &4
JEH) 1-137 F1 406-494 20 i ¥ Sl 75 G b, AR B B 2 VAT AR IR R B R T NIRRT
B 138 R E AL E 405 IR @R R A M E E R 74 SEQ 1D N° 1 4. thA
R IR S IR PILEA UL B AR “F11C, 550057 B “FLIC, 155005 MBS0

[0176]  ARAE— AU 1 Sl 77 48, AR BH G e Ve FIAL A D 0 I iR N R s IR AN P ik € K
i K R HE T F IR NH,~Gly—Ala—Ala—G1y—COOH [A) g4k F AR 24 (BB #e sk 2 185 %)
138-405) 1ff HAZ T SEQ ID N° 1 HIAL'E 488 KR AR R FEA FH ik 22 G R v Ik B
[0177]  IXFEIRIGRIA K BB R AT AME 230 NMEIER T, P ZI P E4a T
SEQ ID N° 26,

[0178] 2 k% ‘5 L 0f T B 4 N oRum AR 2R (SEQ 1D N° 26 PR /R ) ZJAHE — &
SER , 12 P 2 I 1 5 0 40 v R A M P 1 R R R R KR VI B, I AE T SO R R
[0179] TR H B S A W0 PR N R iR ¢ Rk i SEQID N° 1 fZ & FR
JEH) 1-99 1 406-494 20 i S0t 77 22, AR B #EB SR AT AR IR BB 2R T N R R A B
100 Ef 22 FE R AL B 405 [R5 20 SR P A M 28 51 /741 SEQ ID N° 1 . Ak

13
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WG R B IR AIAEA UL B A5 UK “FLiC 4 1000057 B “FLiC 4 100-105 HEBHH 7

[0180] AR — AN 1) S 77 48, AR BH G e Ve AL A W 0 BT iR N R i IR A P ik € K
i K R i IR NH,~Gly—Ala—Ala—G1y—COOH [a) B& 4k F AR 3 (BB #e ik 25 16 7 471
100-405) ;1 HAZ T SEQ 1D N° 1 ({7 & 488 MR A WEIIEIEA P Hiph 22 S IR R FE & ¥t
[0181]  SXAFIRIF AU A K B B8 AT AE IR 192 NIRRT 4, Az P o7 £+
SEQ ID N° 27,

[0182] £ k& ‘T f T Fe 4 N oRum A 2R (SEQ 1D N° 27 HRBI/R) ZJFHIE — 44
SEMR , 12 T 2R 10 5 0t 40 v i R A e P T R R s R SR KRR VI BR , X AE T SR R
[0183] A% BH 1 S e AR 1) Rk

[0184] A< BH (1§ B 28 AT AR K0T B I a8t A% TRE SR 1 EE AL 40 e & 7, B3 FH A ATk
FOR N GA BAL 2E BB AR KA B V5 BTl — P B

[0185] 1. JEITEHANML AL

[0186] A< BHAHEE B AR A M Tl EALvE R E A=, Frid EHA N C g T
b IR R R 7)) HLRE LIRS AAE 52 2 T 1 4t Mo o A 2880 26 A% TR

[0187]  #mhd Ak BH I #E-E 25 AT 2B K 1 7 41

[o188] Pk (KP4 S ] FH S DNA A8 F ARk 7= 2

[0189] A7 Z Bl FH TR FIAE M DNA J3 4 (1) 75 3 R A b RN 2 B, ELF iR B2 75 34:
(R B A ARG AN 52 T4

[0190]  “EELHER " H AR KRG U e miEAE N PCR %5747 ( HAKZ DL CurrentProtocols in
Molecular Biology, 2007, John Wiley and Sons, Inc., 5 8 I 15 % ),

[0191] Pk A HERE Y. (PCR) JLH W H T2 MR PRI o PCR AR PAE A
A] B2 2 HURIAG 5 6T T AR DNA JEATAS M AN T REAL IS o I F6 9 1 4 548 B3l O Bk
AN

[0192]  IXUEHARBIUILE SEQ 1D N° 3 fHFAAY £11C F[R iEAT, iZFE R4 B B 4wt
SEQ ID N° 1 RoxH#FE 8 IR AL FEVD T TG ATCC14028 Bk

[0193] 7F — P LiE R =Ll 77 &b, @ ok PCR 5 4% ( A {& % W CurrentProtocols in
Molecular Biology, 2007, John Wiley and Sons, Inc., s 8 =M 15 & ) {#f iR f1iC I&
PRI 2 LA BE 0 [R]85 43, PCR 15780 2 FTAR 415 o4 AR & BH TR 4= 1R B 75 N A i J 72 771 € R
Uit J7 A TR 1) 638 5 | D SR AT

[0194] M40, 2 +54A SEQ ID N° 3 HIBTIREF 4B £11C L1 pBR322 fi5 A2 Uk, fE5L B
SR 3TN, U 510 R T PCR B A -

[0195]  —SEQ ID N° 4 F1SEQ ID N° 5,435l FH SEQ 1D N° 1 B LR /74) 1-99 Fil
401-494 24 Bt N R IR C Rk

[0196] —SEQ ID N° 4 F1SEQ ID N° 6,435l T H SEQ 1D N° 1 WL /T4 1-99 Fil
406-494 ZH I N AR AT C 2RIk 5

[0197]  -SEQ ID N° 7HISEQ ID N° 5,4r 7T H SEQ 1D N° 1 W2 LM F41 1-137 Fil
401-494 28 Bt N R o IR FN C Rk

[0198]  —SEQ ID N° 7HISEQ ID N° 6,4r 7T H SEQ ID N° 1 Wz LR F41 1-137 Fil
406-494 2T N R IR C Rk
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[0199]  —SEQ ID N° 8FISEQ ID N° 5,437 F T-HI SEQ ID N° 1 IR F41) 1-160 H
401-494 2T N Ko IR C Rk

[0200] -SEQ ID N° 87FMSEQ ID N° 6,437 F T-HI SEQ ID N° 1 (2R 741) 1-160 Al
406-494 ZH B N R o fikFN ¢ Rk

[0201]  -SEQ ID N° 9FISEQ ID N° 5,70 AIH T H SEQ 1D N° | (2L 74 1-173 i
401-494 ZH G N R IRl ¢ Rk s

[0202] —SEQ ID N° 9FISEQ ID N° 6,437 T H SEQ ID N° 1 R/ 74 1-173 Fl
406-494 ZH B N AR kRN ¢ Rk

[0203]  Jgf SEQ ID N° 1 {7 & 488 MR ABLIEAL pl 22 22, 19 4nm] LA R 514 SEQ 1D
N° 10 I SEQ ID N° 11 34T 5 Sk,

[0204] H{E¥EEE A EANKM 1-99.1-137.1-160 BY 1-173 5 401-494 8L 406-494 A4S
YA N NH,~Gly-Ala—Ala—G1ly—COOH $323k, AT ¥ LA K DNA J5741) GGTGCAGCTGGA Vs INAE S |4 )
) SEQ ID N° 5 F1 SEQID N° 6 15" Auiig, = AE H 40 HIFR A P41 SEQ 1D N° 12 [ “F- $%
SL—401” FIF4) SEQ ID N° 13 [ “F- $3k -406” (1514

[0205] & & T AEA R HER R AT A IR FLIC 1 7as00 FIDNA PRI 4R 4 41 SEQ 1D 14,
[0206]  I&& T A K HEEE OATANK FLIC, 60 LRGN 4741 SEQ 1D 28,
[0207]  I&EE T/ AR K WHEERE AATANK FLIC, 550 RIIZIRI A1 4741 SEQ 1D 29,
[0208]  I&EE T AR K HE RS AATANK FLIC, w05 FITZIRII G0 4 741 SEQ ID 30,
[0209] W] S B A R AT

[0210]  WPREASCA T gahd B 5B S AT A2 IR AZ IR s 21 4 N 21 m] 2 il 28 A b DLk
ATwilE (DNA (9715 ) B TRiIA.

[0211] B FPg RIS T 2 FFERAFE o 2PN 48 401 Ay JBORE « FORE 5 B JOURE B3R B 1 PR T 2K
AL 2 PR IS S LR e AR AN BB R T o — e, FH A T N TE () A DNA
NI TE 2 1R R 1 A DI BRI 2

[0212] Bk d 7l AR EA IR TE 5500 CAnR PR e B b iG ) Ehl s —
P2 PR R R 3G 08 oo A B R SR R R A ) — E B .

[0213] A IXLCL Jp i — 35 B2 3 15 0 2R A 2 SR FH B AR N 2 R0 [ b v i
[0214]  HEHEBE ARTERANT B EL 4, Hrl/E 8 5 5982 R4 £ 1k
A2 Z IR 2 IKRT A5 5 KA i 7R Rl B 1 BRI N R o LA R e PR DD B s 2
1 i A= == A | 1y k= AN S b e Il b 2 i WANE S R N e T TR SRR E AN
DNA {73 15 5 JFAURT ik B ] ik M Be 5 & 3= B 1pp BRI a3 11 AT
SIFIR AL LG 5 5. A T BERE U, 15 5 e A1 nT ) s R AR T 2741 (A
¥ REE B (Saccharomyces) fli & 4ifzREE (Kluyveromyces) W a R T-RI 54, o3&
TERE LR 5,010, 182 Srhfiid ) , B IRIEBEIRIEE T T /741 . A L& BRE (C. albicans)
HIBEVE R BEAT 34 (EP 362, 179,1990 44 H 4 HAAR ), 835 1990 4F 11 H 15 H A
[¥] WO 90/13646 AN T fEMILBIWHNLRIED, WALE S A H TR S E
BTNk B A [R) SR 5 R A0 b () 53 Wk 22 IR RS 5 e 51 LA RO 5 73 WA i3 I A0 IR 3 W o
[0215]  ZRIK B ve B B AR & A A % B AR Be A8 78— 8 2 AN 108 7 E 40 e &2 )

15
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RIRZIRIT A o 18T 2 Fh 40 B IR RERI 25 IR IX 8 7 U122 2 SN SR B JSURE pBR322 1 &2 il
RS G T RZEHCE KPR B, 2. mu. JFUR S S0E & T I RE, S P S i (SV40. 298
e « VSV 8 BPY) R FH T/ FLah A 4i i o ve e 844

[0216]  FRIAFAMM FOlE B AR T 2 O A BRI, AR AT FEbRId . LAY K B PR L A
Fitd RA LU N IIRER R AR « () B P PR ER (FlE Y EER HER T
MM B VYR E ) B, (b) XPE IR LANE , 838 (o) R R 24 A nT 13 2
(RO EEE F2), WA T B 5 it D— DA 2R Vi e g () 5 1R o

[0217] X TWFLBN A M 5 G0 (1) AT B BEFRIC I 1, 2 IR LE A 1S e %5 2 A BE ) W
Wt B 0 #EE 2 AT AR IR R BRI 40 I ) mT 1 6% id, 4n DHER SSOMH3 . ~AsR BT 2R
71 DHFR I, & 4 75 = 40 B 2 6 = DHFR 35 14 1) CHO i fi 22, HeA% [ Urlaub %5 A ., Proc.
Natl. Acad. Sci. USA, 77 :4216 (1980) P iHE4T il £ FN4 188 . 33 F T RE A0 36 B0 025 (R S e B
Jiuki YRp7 HAEAERS trp 1 3E[Al. Stinchcomb 2 A ., Nature, 282 :39 (1979) ;Kingsman 2§
N ., Gene,7 :141(1979) ;Tschemper 25 A\, Gene, 10 :157 (1980) ., trpl =R A= 70 (A5
fig b 2R K [ e ) [ RESSAS Bk (9] 41 ATCC No. 44076 B PEPA-1) $24L % F4kR1. Jones,
Genetics,85:12(1977) »

[0218]  FRIKFMAH ve [ 250 (A T8 0 A W] R AR b B 1) 9 65 8 B 21 D AT AR IR RZ TR 17 )
LITe T mRNA & B B 3§ AR5 BB 7R B 48R K R 3 -2 A 5. & TR
MAEYE EW A AR B - WEBLIEE A FLRE S 3 R4 (Chang %6 A ., Nature, 275 ;
615 (1978) ;Goeddel 25 A . ,Nature, 281 :544 (1979) ) , W PEREGRG . (L /R (trp) BB T &
%% (Goeddel, Nucleic Acids Res. ,8 :4057 (1980) ;EP 36, 776) , 2% & 88 U1 tac J53)
+ (deBoer %5 A\ ., Proc. Natl. Acad. Sci. USA, 80 :21-25(1983)) . H T 40 R4 115 5+
g A AT R R B g bt H R 2 A AT A KK DNA 1) Shine-Dalgarno (S.D.) J¥#41),
[0219]  I&H T RHE 3= 093 30 2 i B 68 F T LU R BB S 30+ <3 B H IR UK
(Hitzeman 2§ A ., J.Biol. Chem. ,255 :2073(1980)) 5% . fth ¥ B% fi% B (Hess 26 A .,
J. Adv. Enzyme Reg.,7 :149(1968) ;Holland, Biochemistry, 17 :4900 (1978)) , Ul 4 % i
H VR —3— B IR U S B e A I R 22 B ot TR SR AR Al 2 —6— R TR S A
3— WA TR H YRH T 70 A7 T AT P T T T2 A e A A 1t R T 2 e e A I ) DB
[0220]  HARIEEREE B F——E 018 T BA %R 2 A KA I BIML & ] 353
A F——2 M T LU A 37 X5 FE A 2. A itz CL IR IR . 5 A A
AR P AR SR £ 11 H I —3— BEIR I SR L Je 07 52 22 2 BRI SUBE (R R FH 1T
T TR IR A TS 37175 EP 73, 657 s f— A

[0221]  H KIZIRAEHFLA1E 3= 40 M rh BRI 38 S 1 52 2 LU JE B 146 < A
BUWZREWE. SErE (K 2,211,504,1980 4 7 H 5 HaAm ) JwE (WRHEE 2) .
ARSI R E SRR B I B RO SR R L SRR SO B R EE 40 (SVA40)
[RIBEERI A SRAF IS B+ 5 U LB R 3+, Bl sl 8 B 8 8 F B B R BB 3 F
MIBEE B+, AR XM 87 518 AR GHE

[0222]  JE LA HG 98 e A4 N BN R, RGBS SR I EAZ AR g S H R R A
FTA R DNA R 56 5% 0 H 58 -2 DNA B AR A oA, 185 A8 25 10 %2 300bp, HAEH T8
FFUIE A3 . OAmE2k BmMILshaER (BREa . s Eai g5 E
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a - REEAREZ) MR H) . (B, BH S0 H R B %40 s s 3g e 1. 611
BFEEE ISR G (late side) L) SV40 3581 (bp100-270) | 41 o #5545 50
TR T AR R AU S 2208 B RN R SR . R BR T RT AR T 4R H
(12 IKICF A 57 B 37 A B B e B A, (AL AL TAER T B 8711 57 A7 8.

[0223] AT EZAYME LM (FERE JE . B I AEY s N Reki#k B HAh £ 4 i
VAN ) RIS & A Ll # AR mRNA Frdb T 10740 o X Pl 347 18
WIS E EAZ A B EE DNA B cDNA ) 57 AREBRIIRX M{E/RIE H 37 AREHIEIX . iXLeX
S AEGRD H A R A AT AR mRNA (AR BI040 P R S N R IR ER AL B B
HER X B o

[0224] 4 ILA RIS & g H T EEEAUE M A Mu s 72 & il B M EE B B AT R
JRE 7 1 B AR A T E AN MOAE Gething 28 A ., Nature, 293 :620—625 (1981) ;Mantei 25 A .,
Nature, 281 :40-46 (1979) ;EP117,060 F1EP 117, 058 P ik,

[0225]  f5 E4N R IEPERNEL AL

[0226] {47 = 40 % G BCHE A A SO0 ¥ -8 B VAT AR KR A2 0BT iR 1 R IR Rk Bl e [
PR, FRAEH I E IR R B AT 8 9% B R A 75 e AT S S LME R = 8 3 1
EREHAL T BCE Y B gn i BT 7 T AU R R

[0227]  HiAR A G FFUATIE 2 (15250 ok RE B BE S 7R 450, Wk 9338 VL . pH 2%, — %
1M 5 FH A58 40 B 35 529 1 A 7= 2R e KA B9 JR B 7 2 F S B R AT 7E Mammalian Cell
Biotechnology :A PracticalApproach, M. Butler #i%E (IRL Press,1991) H14:%,

[0228] Yy )70 AN S ANTE R, 4 CaPO, Ab BRI HLF L. Hk T B 78 3=
YN M, B A0 PO TR0 40 B PR AR AT o Y SRS 85 b 2237: (41 Sambrook 55
N CHAERLE ) e ) B dzg Lk, 8 R T 0% AR P i i s HL A 2 A R R I e
W B B (1 40 Lo MR 3B AT B (Agrobacterium tumefaciens) &Yk H T 3L AL 4 41
MR AK,, 201 Shaw 25 A ., Gene 23 :315(1983) H1 1989 4F 6 H 29 H AAG WO 89/05859
FRETIR . X T RCE X PR B EE U FLA 40 M, 7T SR A Graham il van der Eb, Virology,
52 :456-457 (1978) PR FIBERRAS UTIEE. WL A s 3= R A A& A — R 7T
ERE L H No. 4, 399, 216 H A RIR . [IEEEEP ALK /&% Van Solingen %

J. Bact. , 130 :946 (1977) Hl Hsiao Z£ A ., Proc. Natl. Acad. Sci. (USA),76 :3829 (1979) i
IR V0T o 4B, AT 45 HA (KB DNA 51N BI040 i mp 18 36, Ik ot 5 L el 28 L 4
BRI DR AR PR e B A i i il G B RS 7 (WA 2R &% (polybrene) B SEIR ) . A
KEGFH T A I AR AR, Z 0L Keown % A ., Methods in Enzymology, 185 :
527-537 (1990) Fl Mansour 2 A . , Nature, 336 :348-352 (1988) ,

[0220] 3@ ] T 0 B8 1A A SC 2 A () DNA (07 = 40 o 0, 16 T % A= 400 400 e L 5% R4
B iy S5 IR B A% AR A A

[0230] A (1) S A% A ) L FR AR AN PR T S0 A0 B, 1o 25 E Bk B 2 PG PH MR 40 v, 491 G i
- ® L (Enterobacteriaceae) , W K& (E. coli) . A &P KW B & LA 2 I 3K
5, I oK AT B K12 MM294 B Kk (ATCC31, 446) 5 K #F % X1776 (ATCC 31, 537) 5 K #F
B W3110 HFE (ATCC27, 325) ;1 K5772 (ATCC 53, 635) o Hifth 438 1 J5 k% ZE 4 1 3= 40 £,
A AR A5 IR JE (Escherichia) (4140 K& ) it % J8 (Enterobacter) .
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B3I B 8 (Brwinia) \ 5o 8 0 IR E B (Klebsiella) . &2 JE W J& (Proteus) VP[] IK
J& (Salmonella) (7 fur b )5 %€ ¥b 1] IK & (Salmonella typhimurium)). ¥ & K W J&
(Serratia) (UK RVPE GH (Serratia marcescans)) FHERH K@ (Shigella) PAAAT
PR A 2 AT B (B. subtilis) AU ARATE (B. Ticheniformis) (140 1989 4F 4 J
12 HAAGKI DD 266, 710 H 2 T I HACEF AT R 41P) S HEAT R (Pseudomonas) 414
LA BT B (P. aeruginosa) FIBEZE W JE (Streptomyces) o IXEBH 1~ 7 ] 14 ) T A F R
pallEiie

[0231]  [RAGZEVDT TR E A SINAL EAR (FLIC £13B) W47~ iR &k AT A K M & R A E
1307 , PR IX 28 Jr iz s =40 A /- WA EAT#E B 2R 1 (ProcNatl Acad Sci USA. 2001 598 :
13722-7) o {H2, M B A IEE T 1 IR R W FTIEC T B RE” . HBRTE,
PR SINAL B~ 2B B B B8R A R A I e 0 111 Br i R A sy BT f1iC
Ja BT R 655 () 5 B B KK s B e AT A9 RE e AR IR PR SINAL oK & 7wl B
AT,

[0232]  BRIFK W3110 tH2AHAGVER, A E 2 EA DNA J= W) & I 5@ 18 R k. ik
Hb, %48 E 40 4 WA A KRR R E D . a0, T RT BERR W3 110 BEAT &4 LAE Sn bl 1%
T T2 IR S BB BEER H  ARIs AR 5 , IR R e 2 R B RE AT R W3110 TRAR 1A2,
HBA5EFEFE A tonA s KIGHFE W3110 BPE 9E4, H HA IR tonA ptr3 s Kight
P& W3110 B PR 27CT7 (ATCC 55, 244) , HLHA 58 B tonA ptr3 phoA E15 (argF-lac) 169
degP ompT kan. sup. r ; KJ##T B W3110 B kL 37D6, H B 5 ¥ IL A A tona ptr3 phoA
E15 (argF-lac) 169 degP ompT rbs7 ilvG kan. sup.r ; KIZFT B W3110 B £K 40B4, H A
HAIERIAE DM degP B 28 53 74F 1 B Pk 37D6 ; Fl H A S22 1) J& i £ A1 8 160 K AT i
R, AFFT 1990 4 8 H 7 H AR B £ R5E 4, 946, 783 5o KT i 1R #k MG1655.
MG1655 A fimA-H B MKS12. 55k £1iD FIH A £imA-H [f) MG1655 1 #F tH o 5 241 # B & (11
AR AR B AR RVE I R AR (Nat Biotechnol. 2005 ; (4) :475-81) » B, 7R41
S 7200 PCR B AL R 56 6l s MY A2 18 A 1) o

[0233] & T IR AR 2 A SAZSR A 0 22 DR B R B B 2 S A HE R B AT AR IR 2K
PR A8 b T Bk IA s .

[0234] [V /% £} (Saccharomyces cerevisiae) f& & HIIIKEE & EWM 4. K
fih £, $5 5€ 3 24 5 % BF (Schizosaccharomyces pombe) (Beach Fll Nurse, Nature, 290 :
14019817 ;1985 £ 5 H 2 FH /AL EP 139, 383) ; Fu & i )8 (Kluyveromyces) 1 1
( 2 [H £ F) No. 4, 943, 529 ;Fleer 25 A\ ., Bio/Technology,9 :968-975(1991)) , {1 ¥ & 7.
& 4 B BF (K. lactis) (MW98-8C, CBS683, CBS4574 ;Louvencourt % A ., J.Bacteriol.,
737019831) . ifi BE 7% & 4k B BF (K. fragilis) (ATCC 12, 424) . & hn F) W 75 & 4k i
(K. bulgaricus) (ATCC 16, 045) . K. wickeramii (ATCC 24, 178) . K. waltii (ATCC 56, 500) .
K. drosophilarum (ATCC 36, 906 ;Van den Berg 2% A ., Bio/Technology,8 :135(1990)) .
K. thermotolerans Fil & v #f 75 & 4i 8% £} (K. marxianus) ; W % ¥ &F )& (yarrowia) (EP
402, 226) ; [ Hy #8 B R # (Pichia pastoris) (EP 183,070 ;Sreekrishna 2§ A .,
J. BasicMicrobiol. , 28 :265-278[1988]) ;R pl#HEjE (Candida) ; G ARZE: (Trichoderma
reesia) (EP 244, 234) ; ¥ k& Ik Mz (Neurospora crassa) (Case Z& A ., Proc. Natl.
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Acad. Sci. USA, 76 :5259-5263[1979]1) ; ¥F HE. ¥ £} J& (Schwanniomyces) U194 Jj ¥ HE I £F
(Schwanniomyces occidentalis) (1990 4 10 H 31 H /AT EP 394, 538) ; FH 22 R H. 1 ,
kB B (Neurospora) « i 47 4 & (Penicillium) \Z %145 )& (Tolypocladium) (1991 4F
1 H 10 A4 WO 91/00357) Fl il 45 i & (Aspergillus) 1 Wi S H14% (A. nidulans)
(Ballance ¢ A ., Biochem. Biophys. Res. Commun. , 112 :284-289[1983] ;Tilburn 2§ A .,
Gene, 26 :205-221[1983] ;Yelton Z£ A . ,Proc. Natl. Acad. Sci. USA,81 :1470-1474[1984])
T2 (A.niger) (Kelly #1 Hynes, EMBO J.,4 :475-479[1985]) , FA3EE R MEEREE &
TARH, BFEEART LT & B8 AE P EAKKEEE: DO REE (Hansenula)
i 22 %% BFJ& (Candida) \ vo #)) 3o %% BF J& (Kloeckera) \ Y2 /R W% £ J& (Pichia) \ % B} 4 J&
(Saccharomyces) ER#AEEBEJE (Torulopsis) FHZLEEREJE (Rhodotorula) » X EEREH 7~
5 1 BAR TR R 41 R 7T LE C. Anthony, The Biochemistry of Methylotrophs, 269 (1982)
.

[0235]  1&H] T-R&4ad B M HEEE ORT AR IR 7S 40 0hT A 240049 i
AN B RE B R A (SR S2 RNk S19) UL RN L. A F R FLah i Ta
T4 A ) 7R fE R A B ORSE (CHO) 4 AT COS 4R . SERARIY] TR ik SV40 4%
LIRS CV1 4l & (COS-7,ATCC CRL 1651) ;s ARG'E AR (293 40 sl W v o LL7E
B FE AR 293 4, Graham 25 A ., J. Gen. Virol., 36 :59 (1977)) ;7 [E G il N &
ZH M /-DHFR (CHO, Urlaub Fl1 Chasin, Proc. Nat1l. Acad. Sci. USA, 77 :4216 (1980) ) ;/) [ ZE+E
F 20 H (TM4,Mather,Biol. Reprod. , 23 :243-251(1980) ) ; Afidiiig (W138,ATCC CCL 75) ;
ABH4 (Hep G2, HB 8065) A1/ B FLAR IR (MMT 060562, ATCC CCL51) o T 4 E4H
JHL RIS A WA T8 A A AR ST B BV R Y o

[0236]  Zlifk H (1#EE & ARTA IR — Mk

[0237] W] A FRIESONTE 40 Mo A 1o & Aol 2 B EER 2 A AT AR AR

[0238] WA L G, W] A0 A 2575 VR (94 TRITON-—X. T™. 100) sl il i
A2 VI ER & BRI R K o

[0230] NV H] T3 iAahd B I HEE & AT AE K B RZ R 0 40 Mo ml 38 i 2 P B sl AL 2 F B
AT IR, WA R — FRVRAR A R 75 AL BE AU 1 B 40 i SR A1)

[0240]  WREFE LM EH LM E ABEZ KA H K2 k. LLUN P24 18 4l b 27 4R
K ACB T AHAE BT 80 B s SEEUTHE s SO HPLC 57 — 4k At b B3P B A8 et i
(UnDEAE) FHFATEHT s M5 4E sSDS-PAGE ;T BRELYTUE +AF 9] 4N Sephadex G-75 FAT#E
W uE s H A PR PG £ 0 (W 1e0) sHH SR EAHE G BNl ERE D
AR IR AL AR LT K

[0241] W] SR H % i A B4k 77 2%, 3K 8 7 1 A ARSI A AR, A8 45 i Deutscher,
Methods in Enzymology, 182 (1990) ;Scopes, ProteinPurification :Principles and
Practice (Springer—Verlag :New York, 1982) " AH iR . FTik £ 4aiih 5 B w115t
FIT BT AE 7 3 32 R PR BRI LA 7 A R 2 AT AR R

[0242]  {E— MR SEHE 77 220, HEBE A AT AE RN 20 LA 280 T T IR T SINAL (£11C
£13B) W) EIBEW A4k, IX AR St 2

[0243]  HARHLYF, KD RINAE Luria—Bertani (LB) W 3TCHIFE FAEK 6-18 /M.
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¥ B Wt g, 3 60 % B R (Sigma Aldrich, 2618 ) M, B0 RIWITE W) 5, %
fi#tF 20mM Tris/HCl pH7.5, 8RJ51ENT. 10K RIEAT R EE 0 A Ab B L BH 25 1A # F0 ]
~FHEBH)JEH#T (Bio—RadLaboratories, [ ;GE Healthcare, ¥dll ), 385 A Rk T3 — 1
aith. HJa, HEZREE B A (Pierce, EH ) AFTR AN TG 2 W (LPS) o A% % & %
(Associates of Cape Cod Inc.,ZEH), M H &4y LPSHE/NT 30pg LPS/ 1 g B4 i £ 45
Ho

[0244]  JH il s A M 4L B (8B B A RT AR

[0245]  7E 53 AR S 5 G2, AT I8 I AR S e SR R A T S B AT 43 B, SR Al R A4Sk
AR 1 #E B S AT AR IR

[0246] Pl S A E AT M AL Ol e A AE L E BT B bk ASCHTIE “PdlE
BEA” IiARIRRES SRR BE AL S GETT A X MHIEE A (EREA K HIK S
[RIFR LR G E n] AR X B ) Pk

[0247]  fLiktth, HLéEEE O PUA H R w FEHURLL N, AN P EE PN
[0248] AR AR BH CLUE 5K, 38 1ok 78 A U3 B A5 550 Ak 24 T () A6 FH B 2R T AR X 1) 2
1 FLiC 174 g00 AI5 /N BRIXAS IR J7 2K 3R1F I PUHE B R A DUk, BRI R AR HE B 25 b A
ASCN T BT ] —Fh R S 8 n] AR X (1 8F B2

[0249] K] Ik, 7E 9 % 25 FU2 B 2560 (1) e 00 1k 10 St 7 b, IR M B 5 Bt
FLiCy 7sms00 I/ B ST DA

[0250]  PIraR P ik i) S e S A0 JE AT FE A W] 2 i 4%

[0251] - 7F Econo-Pac A &% [ & (#732-2022 Affi-gel ;Bio—Rad) F 4 4k & A $it
F1iC o 1rgms0 HEBEDTAR AN B A o

[0252] - PRI AEAL BT F1iC 0 7us0e B ICFEDUA (L RIFRA “B23C57) TRz AL 3L
Y SRR N- FR BRI BE W L F5 4L 1) Sepharose™ @ik REAE (#17-0716-01 Hitrap NHSJiF4L
[*] HP, GEHeal thcare) , 7= A #EE a7 AR S PSS AAE . (RIBEIKCR Ay 98 % o

[0253]  4NAR ST TR, b EE R AT R R PR S A A 15 R A s R e 1 R AR
B A 5RMGFEA T BT & 1 Al B B P 2 BRAEER B AL 23 40 B TR ATt AT DI A
SCHT S FF AT ] —Fh Bl 2 68 m] A8 X (1) 6 87 1 SR AR A A B 19 At B8 1 i sk R
EARH T BT

[0254] DL R Hd —Fh A Al 85 6 85 1 30A SCHT A T BT A] — P il 2R ] A% X1
HEMITE

[0255] - #i15 H B BAGFEVD T HE SINAL BRI M3 75 & i B R A LS
B, JEIL 0. 22 wm i, 45 G2 (T5mMTris-HCT pH8) 1 @ 1 ik, BAERI LIRI#EE
EASLRE RTINS

[0256] -4, H 1520 CV(AEIARR ) (45 A SR Pz i B 8 L ke e MRS AL
[0257]  —#AJ5, FH 3CV IBEME 22 iy (100mM H 282 —HC1, 0. 5M NaCl, pH2. 7) $EME & F 5,
BRASLEITH 500w L Tris 1. 5M pH8. 9 FAl, DLgE G KNk ) 2 85 TR 1 pH.

[0258] - 4RJ&, H 10CV (K45 G S BCR AL 42, IFHH 0. 02% B ZALHIAE 4°CH IRGE
[0250] ML AT EEAEE 13 h BoR, LR H T (1) 78 280nm AL IR G (0.D.) iz
(S ITHERIZR4C ) R (11) SR, B 13 A AT S0 N T MR HE IR A3t
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1y O B W SR R S TR) BT i R S AR RPN S i M B R A S E g — 0 (2
LB 14 FCL R Bk ) o RS MR i 73 71 4

[0260] -1'5 - EAMEATHI Su LAEA (Bug) =MIALE=9000g

[0261] -2 5 - HBAT J5 N EAERIFEAAS R 20 0 L

[0262] -3 5 - MAEPEGRIFRIN 201 L

[0263] -4 ‘5 - MAEPEGAFRIN 20 L

[0264] 5.6 Fl1 7 5 — {ELEME G MR & MU AF 20 20w L i E~ 900 1 g

[0265] -8 5 — AEFFHITF RN 201 L

[o266] & 14 /n 18R A RENE R A xS A A2 I 13 isifiim 1 2 81EHR
g3 i AR EE A BEEEAT o

[0267] 2. {L2EHT

[0268]  FEHLLESIE Ty Zrh, AR U BH ) DR T 8 A 2 TR e ) o B AR AT B o

[02691 I 4n, w] H [ AH £ AR, 41 Stewart 25 A ., Solid-Phase PeptideSynthesis (W.
H. Freeman Co. :San Francisco, Calif., (1969) ;Merrifield, J.Am. Chem. Soc. ,85 :
2149-2154(1963) ;Fields GB, Noble RL ;1990 ;Int. J.Pept.Protein Res. ;Vol. 35 :
161-214) Pt A0S [E AHEE A, 38 1 BRIk G ek ™ 2E H B o S AT A K.

[0270] W] HF TiAEsuEE A ML RUEAT RSN R B TS . B3lE A WA Applied
Biosystems k& i (Foster City, Calif.) 4= wiii B 5E K.

[0271]  H BIBREIA A 53 0] 53 AT A 556 1, FF AL 2 BB 77 VAT 45 LU A4
K H k.

[0272] A3 AR HEEE AT A S

[0273] AR S —A Hbra2 B8 AUt e SRS P LU A CRe i) — ek
Z My B2 RERI A G, [ & 25 A &) .

[0274] AR BHIE WD S AL E A UL BH A5 B o U S e e AL G4 LA S — P el 22 Bt I i) 4
P E A

[0275]  “Hy AR A7 — B45 T 21838 Bish W), 1 B8 5 R AT L rh BT A 25 16 ik — e
BUZ MR IR M S N 2

[0276] AR BHIEWE S AL A UL 45 B o SCI S e e R AL G4 LA K — P el 22 Bl iR ) 9%
HMAED.-

[0277] AT A GY)— B25 T2 % Bish ), F 68 5 ] in Tl A= Py AR 3
PE G A, B BEA A ORI 52 i3 BB T 52 i L

[0278] S r Al -AWm] H T 17 (b B 260 90 08 N 2R 1T 4 H A R i 1 s BEAR O
[0279] G A

[0280] 1 b JTIR, ARTE “ G Bee )7 25 G e Itk 41 G4 s w40 N, AR I8 i
EI 0  FE K BIG SR B I R R e T e N 2 R o A FH R4 o

[0281] A, G5 e )3 P 98/ WEAT ORAP 1t G 28 P it 1) S e IR B sl b IR 4

[0282]  HiJR

[0283] A 2 Fpdy s nl FHAE e 22 Ji otk 8 28 1y e 8 i 2 284 (04 - 0 8ol 3R i B st o 49
IEE IR K3 B 7 A B S A AL R 7 7 20 R R R EA PR &k BRI
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P B A RS PR B AR WA G GRS ZEAZ R B AR A g 4 i mT R il 2% < (1) AT THAEAS
b | S e N I S SR R AL A, 8 (1) AT H Va7 9 BRUR G R 2 1

[0284]  [A[UIL, RPREAC KR B HEE 82 AT AR S 2 B pUR AT 415, LU A2 n] F THEAM A
Hh | B % I 1) B 95 S M A ) B T

[0285] AN AN 5125 e LB B TR T HAR I SR OL PR, HL 23 RN e
S FHBTR B3 B TR AR FLAR IR 2 P ol ) o2 A5 A

[0286]  ANGTIHEL AN 57238 23 BRAE 1 52 A2 15 D0 164 A S W 1) e A R e M i e el A3t
Wil prik — Mk 2 i

[0287] AU B RS IERH , 24 B I $EE 8 AT A IR EE bR U 1ok B 12 A
NIRRT I R M A TR B R S AT A IR AR TR 2 1R AT
[0288] 3B BT AT FH AU A B 22 A 77 VA i) 2% o AT A R AR s 2 SN R B 20 77 7%, 161
UILE 20 R % BE B TRAT B4 sl LB A 40 e o 4 B8 M o, e s A AT B 52 S M 22 IR AR
K, iR 77 v iR T Sambrook 28 A ., Molecular Cloning :A Laboratory Manual,
Cold SpringHarbor Laboratory,New York(1992) FlAnsubel Z£ A\ . ,Current Protocolsin
Molecular Biology, John Wiley and Sons, Baltimore, MD (1998) , O IhHhofE . KL T
Z Fhgmbs R B EE 4l B AR A S S AR R 2R T DR R BE R, I AR v o R FH BB o
B, CAES M AR /18 ERAE P RE ST RpE R EER PR HbsAg E LT
I P FRAL K W R 32 e R A A KA 140 7 B2 AL Epstein—Barr i 5 KB
B TR DL IR 40 it S, I 0 PAAEAL AT T2 i

[0289] AUk BH I B B AT AR JDRIE ok B o 1 39 98 0 L ZH P i 1) 5 82 N 25 1) TLRS A 3
[RPR I 2R G 5 S S Rk S e A

[0290] T3 Vi B0 B S i 4 R 3R B A AT R, dn— A B2 AN HAT 0 BRI A A4
B AR H — A AN I ) B A AR SN 1 5 40 I, AR5 BT A R e Ve AT VR T I
R E A

[0201] G if i 7> 1

[0202] A Z R iy 7] 54 K R HEE S ORTAERAL G AT, LSRR A (1)
T PE N o PIT it TSR BRI SR B vk v Al 1B B8 5 A Uk WA BT 3 -6 B A AT AR IREAT 215 1
PR IR

[0293] {521, Ay MG 5 S Rk G o N 2, PR AS e I I HE B BR B AT AR IR T — A B 1 o
TN 5 I B G 2 R 0 03 AT AL, il o — i S 5 1R 7 43 -9 LAt ) PAMP B0
CLAN M BE R 5 [ S0 R M S N5 B IR ST X I8 3 2 5 PAMP VAN BRI AR toll FEK
TR R AN [) 8 573 R P o

[0204]  WHFIXZE PAMP HEAT 415 LAXT RES 30 &l 4L ER 135 19 tol 1 FEZARRIRF e A5
AT HIFR . 40, AKX SIS PAMP UEAT 414 LARIFRRE TS 3 Th B Th2 Gz A4 I 40 i bl 13
[0205] ] Al 2 B P BE A€ 10 A4 VR I 4 A 3 1R A N 5 R A e Y O 1 B AR R BT
WEEAMTERATAS . B, w4 740 7 LIS Thl Al Th2 Sz NPT . A
QI AN T3 2% 0138 ey Ay AR R HDR G A 78 R FH T 3R43 e 8 N5 IR 28 038 IR 3
A B 5 o
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[0206] A% B HEE s AT A IR 25 7

[0207] A% B HEE B AT AR BICRE B “ S SR 1t 7 by — el 2 b 7y 1 b R sl Atk G
PET 4T, Il S e SR M R AR 5 | R S e A P A A

[0208]  FM KRS — Bl 2 P4y 120G A5 — S IR AR S B 2 3 T 2B PR ) o B e
TG G BB VAT IR BRI S A (R AR FERDIR I B K 2 BT 1EAT I B[R] I AT IRVR YT o AR 4
SR AN 53 AT 3 A DA A 6 T4 5 2 R LR S P T 5 A e S M ) B T 0 M i AR,
RN 22 B, 7R3 97 IR 77 B0 838 PR OLaEAT B, HOnT AR 4 28 38 XA T 1 RN
AT HRIH GV &

[0290] A Ay i Vi Ho Bz Ve 1), A S WY ) 3 2 R AT AR DR RT T G R AR 99 I PR (v
AL BCE AL PR ) 1 G055 R P 98D G0 8 I 2 BT i R DL R I & 2D B A fR A S g
JIT 5 HR) G S A 2 SRR va 2 P KA A5 AT TS 92 A A 5 B 2 R BRSS AL A (s A
I 2 N R 2 30 AR ) A B D2k, R m] 38 o 70 BEAR A0 2R 1) S e e ( rkh e e
PE ), BCE I T | R E I 40 i PR -3 R A U 4 i AT 1) S R R

[0300] A& BH P #E B & AT AE SR 74 TLRS R Gk 5 50 R e B &, 1X HLBAK
M & SR B IR 25 T 5 [ TLRS /i 3 BRI R 2

[0301]  E AR, i N IRE 3R BH , A% BH I I o AT AR IR B s R A 3R 1, X P
PEREAE N 50 SRR DT 42 5 N MORE IR N2 o

[0302] SR A P I 5 A ok A A 1 B 2 N 2SR K IR B s R e e A o BRI, AR
BB SR AT AR — Frek 2 Mat R AL G T R TR R S i N B A 2L
P i I 2H S ) OB

[0303]  HrJR A/ BRI 70 1 5 AR WIHEE S AT AR A S, A AEAS ST 2 KN £
ol PR A B 2 25 0 2 VR U AT IR

[0304] {1, P AEIXFE ISR h PR X B AL B R O R AR s i A v H
A Sz J3 e, HAZzh WA w5 4 SUOH T N R R0 () A [R] R ad 42 n] - IR M gk AT
TPz o

[0305]  HJg AT/ B A RE R N 1 5 AR K B HE R S A AT AE IR 4L A, T ) G ad ik il
5 i 5 W E R D VRO S 5T 0 5 56 B SO BORE 5 AR B i 5T
(Goldenthal,KL Z& A . AID Res HumRetroviruses,9 :S45-9 (1993)) +%H i /7 L HEATIRES o
[0306]  AHUIHEL AR N 2 58 W A PR A/ B i o 7 5 AR HHERE AT E
JOR B ELAAR 2 2 B 72 0 M BB JR G0 « S RE IR AR T e PR 4l R R T AE R S s R
TETT R A8 TR R R T 2

[0307]  FH T35 F S0 0 N IR A i B Ao e SR PR 2 Wy sl v, W] b 299 mT B 32 R A o i
VE RSB TFLE T o

[0308]  SX AP B 52 A B n] g9 an 7K« TR 2 v B K | AR B Eh K sl A AR B 2% pp £
K B oAt B BT, W = el H e Cantioiash ) sOnTyE S ALEE . 2590 mT 2 1)
I FUE W] A P FAR BRI, Bl & 1 2 RSO PR 5 RS (0 Quil A)
TR R — B & 1 S R 5

[0300] R ICKFEFXTRETS T TLRS /i ORI N2 AL &4, 25 tH 58 2 1) F TR 25 ml 42
2 A o ) A8 R 25 T A R BH B B B B RT AR R 0T
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[0310] A B (1) 5 3 SR M4 S sl % T Tl i 2 RO Rgs T LURIB e N 2. o, 1%
eGP YT o> R B B R L IR E Y LA PN MR P B I P IS P R P 3445
[0311]  ARGUE AN 53 23 HTE WA 58 FH T A% R B 0 25 1 A AR R ity L A o) 550) B 0 2
[0312]  {EAKR BRI — ML Sl 77 S b, T AEME FL 3 if T s s ke iy 82 b 7 2
AL FE AR FH AR B 9% 0, 2% 0 LR SR R B (iR By s E L s B
W 51 SERIE ) KL T .

[0313]  SuisfiXig At n] H T [R5 RN R 0 e BV 5 F 4 B Sl % o A 2 P B ml LA A
LA 285 226 Al 57 381 5 s R A 4L 2R

[0314] S KIRARAE ML R AL AT O0VE , ERA AR % BH BB 2R I AT B IRAERG I X == b 2
AN AR T, ZIEH A B E N 2B R EER

[0315]  fER:Fh 7 S, A R IE RS R R AR5 T 0, JE M AR R B 2h T, i
P IEHARYE WK iz / nsi e e i B A BYCRE H 45 T 20K, AN PRIk = IREEIR » &4
FEARYE &P S0 E .

[0316]  $Fl 7 S m] Jy Pk ORI 7 58, BE MR A 7 48, Ho e 1 (IR S 7 2 ad it
Kt (B SN ) 2457, s e f sl B oM emes 7, RZ IR .

[0317] il

[0318] il 4% 254 il B A W) 1 7 T LA v T A 23 5 B AR AT I 1 — P Bl 2 Bl il )
W S5 A AR P IR

[0319] M & 40T il 25 00 46 5 1tk 1 70 55 VR A8 BBOR A 11 [T AR 28 AR B8P = 1) 50 s
MR B B &5 G A, SR EH DB R 5 IE .

[0320]  FH T T IREE T3 1t s 23 ERD A8 AR ) 280 B, 458 2400 T 0 52 TR L 1) B L) s R TR R
T BESREFFARR TR o B T 35 1 Rl 3 2 A AR TR BRI W] 5 A AR AT sl FH P g MEARORE 51D, 49
K B A ) B R LA, W0 S S T VR R SR LR TR TR E K F R R TG
7S N0 R S - N W QS R 7 NTTIFS I/ F o 1 I 020 U I 7 N 97 o011 N 1 1 B2 2 1 e
JRVET ) 3 U ORI 28 £ K L R I 1) P T BRI, AR EAN TR &4

[0321]  BR TIEHERRER 2 4b, DR A 438 v AL B e 70 an g 5] SLAL TR TR ) FH ik
TSR 2 (R R FRBH JE7)

[0322]  VRAEFRIHIFIER T & A W8 R 2 A o] &8 BT, a0 QA A = L 58
A S BRI K L BLRE B G B0 AT 4 R IR AR I TR R R I DL A
TR EY .

[0323] it H BB TE LS T B A Kk B 25 4 A W) BRI T AR S #e FER4 , 0 mT 18 ok v ok
F A5 — PP e 2 Bl Gl ) AR RO R R B AR CRLREG) G m] R i BB 4 R R R
BUKIR E ) TR Gk A%, HLAEZIE R J [ A4 i 70 AR R R, AT B e M1 E 4
PEA RS A VS T R 2Y o AR B RS 6 T B 45 T 1 050 A0 5 5 AR Ak 0 38 FH 13k
PATRTBH 18 A2 751 A 28 L LB 0 BRI R 751 YA A ) s 3571 o

[0324] &S T BMINE TIAKRHZWMAEWE EEME RS S LA A — Rl £
P25 ] ¥z 52 1 G W S8 5 K BAE K R, BLRR ) 2 BT TR a3 B LR B mT 7R I
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FH I ) S DG TR R 3 S ) B8 43 B R0 I B ) G mT 3 A e Al A ) G ) L AL 5
TG 52 7 ) MLV 558 R o B AV 7 B A 71

[0325] W] N FH T4k BH 25900 20 A W ) 3 16 KRR K B0 AR 1 748K L S £ T
B CAnH N R R GRS ) AE I G VR A9 R i d e v A RCRT VRS A
MURE TR L WE . ] 49 G sdl b A8 A e k) G N Bt g 08 a4 6 P 7 (0K K/ (FE 3 HR
TR B8 ) 5 TR Ik A FH 2 T % 1 0, S A R 3 =4 R Bl 1k o

[0326]  IXLLZH AT S A e FIUNEIE I  FUAL IR B . B e AL S A
BB, WRER RN . oAb, TR B N R AE IR WO (4 S A AR T R R A B i, S
PRAT v 5 259 T ) SR

[0327]  m]3g IR RIS TR T AV BRAR R S (InBRINATHE - 28 SBEIRATHE ) T II4
FERLJO, )25 T SRR . ARYETE M 5 A B R B ARCR I 2R
VDRI S, ] 45 Y PR R RORE B T o FLA AL ] B R SR A ) TR B (R BRI )
MEE (BRIEF ) o ARUCRT v 5 il 0t P g ek PR e o R AT 5 B A 2 2 25 R I B A4 8k
FUHP SR 2% o AT VE A RE AT 45 i ok A B R B D RS L DRI T RR B

[0328]  l5FInT AR T AR AL, B3 DL 2 B B A28 (B ane /N ) #2448, Bl 7Ed%R
T2 T ORAT » 75 H AT T ZEIN N TG AR B A A 56 7K o AT AN IR S A () 8 Bk A
SOORE A 501 B ST o) 28 v S S VR B o

[0329]  HiJsu RIS e AL TR B AE A R B A ) B P 25 1 1R 3R a2, 288 et o) 24 40
BEARN AT A K, Hrp 2 B2 LN R R BRI HUR, BR3P ek
Rl SRE NN NN R /P IR T WS S22 i e o

[0330]  7E—AMUE R SEHETT S, AR I B A S et & —Mhel 2 Fpig B DU N A
3 R ) WA 2 371 W 7K B 6 ) Pl g 0 P A R0 42 I B2 A LS 1) dilt s pH 428
INU Bl ISE Srcdask coniillbiil e 00 -nii| N Y W At bl i /B

[0331] AU BH (1) B 205 W03 T A & 2 T 52 4800k o PRI Sl B e T oAt e 4 T 16
SE B PUR AT TR T VA T BRIk (DG E A g R ) . SR AT 8
(RN TRD AN 2082 1 o 72 VR T I B (R O eh, W anfE I 2 P AT I Bk . B, 2™ i)
38 T A AR

[0332]  I& M EAR ] B AR H AR TR Bk ERK G2 il B IR 22 b 3h /K L 2 b Ak
B HEY AR TR RS (MEM) iy HEPES [#) MEM, %655,

[0333] e, A% BH (1) v 406 W0 mT 2 AN [R]85 IR IR B2 AR5, Sl B vk T4k
FIFFT RS R, WEMIHEAL0.02% (EE) £420% (Ex) MEHEN, Bk FH
Aty 73 0PI R BRI R

[0334] A& IR BRI ) A FEEAN R TA 2 ) s FLAL R s S S AL B R 42 spH i
T, SR AL AN B BR AR 2 TS M, U Tween. RTM. 80 ( 5B 1l 44 % fi§ 80, W] M Sigma
Chemical Co. (St.Louis, Mo.) T3k ) SJRBUIA siscom A5 s & R HIHE K, 2 g B e —
PR s 550, Ay e e Bl A e S B R R R T AL A s SRR S0 4N v AN L EE, gy
BT B 40 MO BE SR L) s AT A, anJa /MR RAT B (Corynebacterium parvum) ;JEJE
NEAT B (Propionibacterium acne) ;2F7r AT (Mycobacterium bovis) , 4 14
(Bovine Calmette Guerin, BCG) ;/FEskahWieaiits e s WA B RURAR ), WERPEE
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FEELEER N, N- B ke N, N =W (- RO ) - Nl (ibie ) s Bt g ot A
TR )\ IR L (DDA, T M Kodak 2y H] (Rochester, N.Y.)) T3S s MM E&
ARG . AR, B S A AR S AR R B R B e e A i Quil A VRS

[0335] &3 ) Ae 7 0 R 491 B0, A5 ELAS PR T JREOBE  BH IR 2 1 R L T A 1 B 1 B B
NZ- Jlz 8 NZ— JHiz AS o FLACTI 9] A0 A8 E AN R 07 400 e R ¥« A6 A el ofn G At m] i 5
VB S P 2 AL W (AR AT ARER  JC B

[0336]  HT-AJ BN B I, X S FLE AR SCHRFR A “ IR AR 8 T 5 IR I Sz 44511
A AT R B, 2 S B A S H Rho  GTP BSOS F AL, TR A S50 ) FiAE 414 L
BV R LR ) B IR RVR Ge 5 N BE P A e e A ) h K B o IR AR
) 3= B AR N T B A S 70w R, RS I e R R B 1) e b
JUA RAREH 1.

[0337]  HERIBG S FHIAT LALLZY 0. 0001% (HE&E ) £2490. 1% (HE&E) FA0E MR
HEW . BT3B R F 7 550, XSG DL 8B B S nT A . M BBy
FEFVEFES] am L ALER AR AL AR BR AN « 251y L 2 TP R R ORI BRI oK 4

[0338] i I BT () Bl LA S 7R P82 v 46 ) 0 6 DA R A O B Y MGt 1 22 P AL 5 4
T KT 8 T3 7 R AR AU 30 AR N (R T ) B 25 2 T E 1 o

[0339] 244 BARE AN K B e AL -Gl 0 an O ks 5 B s es 1 B DU At
77 5T, HARSEE I R IR 1245 7, 1245 THURYI BTN RN 45 7 AHELZE T BN A LUE 245
T LASE R I B BTG S S

[0340]  HELAR Y% B 2H S0 B 0 8 O TR OB mh i s B e Rh 0 1 A &, R
Y A R R AL S ) R B T O BRI 2 0,01k g 22 500 1 g ( AR F
501 g 4500 1 ) ARG E ( FEILTE 6 Jronigi R ) .

[0341] 204 P I EARHT IS 0TI 5 2 R Wi kg TSt S 3 I 28 T 7 TR AS R B S e A A &
Wi, AT AR BN Py N R 25 ) b o 0 TR O % TR S ) B RGR DAY
A HARRE O o

[0342]  — MR &, A BH 9% w40 A (R s ok R B st CR2 R UL SRS
RN B ) SN SN BOE IR T . AR B TR 4 T I ik Bk TR
VAR B ) (co—formulant) o 14, SRR A G & A B TR, BRI DIREE N2
DI NPl v (SRS ANV N 0 L AUEI € oy L & 0 < 11 R P s (W e 7 O R
Mo &, F 25U R OIRGTE A A2 Pk, Bf -G8l 2 VLA S
NIRRT .

[0343] =459 ) B B Bk T I e Bi R 25 T a4 Ao oAl bR v R 2R
AR B, AR AU T8 AR 2 W AR 45 2 M 0 H R T X B B DR ) H 2 A IR 3 2 )
&, DIRENA 0 S B M4 7 725

[0344]  AUi B4 b O R BT AE , AR B SL—A> B Fn s L4574 IR 1 1 4% & B
R AW

[0345]  IXPfres T 07 AT BERRE So [, RI 257 Ak 22 B4 5 4 IO B R U 40 L, B AT
SEMIF BB RS I AN BT S S 40 M o R I 5 AR ARG TR DGR LA ZR bk 2 28 B i 2,
IXLEIRF RES 4G S e NG AR IR B ARG B X B 1Rl b R B4 A B b R i, LSRR b b
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R LR A A pk (BURJRE LB ) iy b IR F 0t - 7 9 EEL L 2 BT £ A
BRARIES . SR B A KR B A MU 9 26 HLAT % PR B 40 R T 4 i, 3K L8 4 s il
AT RO R PRI PR R SR AR ) S e B2

[0346]  fLikHh, KR % B & ity H VIR EE il | AR R TE B B RN R Ik RS
Ko

ST

[0347]  SEZjEf] 1 & ] A X A TR

[0348]  BARIHITTIE

[0349] EHMEEHEANAE

[0350]  RUE T RAGFEVD TR H ATCC14028 HfB &R (A F1iC (B35 AAL20871) KA HIE
"

[0351] i B &% 4 F1iC M F1iC 05005 W Z 1T T #& (Yoshioka 5 A, 1995. Flagellar
filament structure and cell motility of Salmonella typhimurium mutants lacking
part of the outer domain of flagellin (= ¥fTTK B — 57041 &5 F6) 50 11 fR A% 7€
YT BG T B HE R 42 S5 RN 41 2 B 1 ) . J. Bacteriol. 177 :1090-1093 ;Didierlaurent
2 A,2004. Flagellin Promotes Myeloid Differentiation Factor 88-Dependent
Development of Th2-TypeResponse ( #fE &5 [ RE{EUF Th2 Y R 2 1) fEAE 734 IR 1~ 88
# Pk & ). J. Immunol. 172 :6922-6930 ;Sierro 2 A,2001, Flagellin stimulation of
intestinal epithelial cells triggers CCL20-mediated migration of dendritic
cells (#E 5 A X iz b B2 40 MO B 51 & CCL20 47 3 B 41 3L #% ) . Proc. Natl.
Acad. Sci. USA 98 :13722-13727) MEAGFEVL T B AR SIN22 (£13B) Fil SJW46 43 21531,
o EZ W H Alexis Biochemicals (i) o

[0352] 4B F1iC 4 ruso0 P FLIC, 10 s FIAEEEY, EAE pBRI22 T AL IR HATHY A2 Y £11C R ]
SEQ ID N° 3 fpUkL b, Rz poRt B 5 1 a8 30T, 48 H BUT 5 18 PCR AL 1Y -
AGCACC attcagegtatccagace (SEQ ID N° 15)/ GCTGGT gctacaaccaccgaaaac (SEQ

ID N ° 16), M TCGAG atatcctgtaacagttgeagec (SEQ 1D N ° 17)/ ACTCGAG

gacggtacatccaaaactgeac (SEQ ID N° 18) ( Zmhdde 3k gt LI gHAR R ) »

[0353] & 7E HH F1iCypu 00 M UKL L BEAT 2 AR, LA 2 5 TLRS A I (1) 5% 2&
89-96 (QRVRELAV) #2k [ HE(E 5% SHEE R (DTVKVKAT) FRIAHMN S4B T3 14 1R
JHQ?I‘J F1iC A 174-400/89-96% ©

[0354] E FliCA174—400‘F1iCA191—352 F FliCA174—400/89—96* EF' ’ %}Eﬁﬂ”ﬁ 6 /[\ﬁ)%%ﬁtﬁﬁﬂigﬁﬁﬁ%ﬂz
e il 22 Z R

[0355] 1 JFrik A EEZH B A FE VD 11 G B SINAL (F1iC F13B) F b 35 ik 4l Ak, 8% 2 1 e
EBEH. B ITKREAE Luria-Bertani (LB) W H 37°CHiHE T AEK 18 Mk 4 BiF
Wit €, IF H 60 % B R 4% (Sigma Aldrich, SEE ) MM, 550 [0l T IE B4 T, 5 il
T 20mM Tris/HC1 pH7.5, %8 JGi& Ao T AK AT #2588 A AL AN B 1 A2 L =
#r (Bio—RadLaboratories, 3 ), xf th B AT #E— D W 2ifk. #&)a, H 2 Riw 3= B A
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(Pierce, Kk ), R A M ENEZHE (LPS) . =M ETE (Associates of Cape Cod
Inc. , L), W H AR LPS WFE/N T 30pgLPS/ u g EAMIEHE .

[0356]  HFR BN, Kl & &R A 0. 017 % JR 85 8§ —EDTA (Invitrogen, K [H ) 7£ 37°C
FARFE 1 /NI RLSE A K SRR B, ARG AE T0°C RN 1 /NI LUK I I . BRvE )
SDS-PAGE 73 Hr4g 15, I H F1iC e M2 e B U AT S ED 8 20 #r

[0357]1 A =Lis

[0358] WM NMRI /MBS (6-8 JE#Y ) MY H Charles River Laboratories SZi=E (=H ),
HAEL AT BN (BAB9107 537 B HL/R EL R PEAF 50 B ) A 4 357 76 e R 1) T8 T AR 11 152 it
W BT SEES AT A IRAT I VA AR R LA S A A

[0359]  CAHREATHEB L, 7055 | KL TSR 200 u 1 K58 4> 35 [RAA 7] (CFA) /PBS
AR HEEER A FLIC( w g FRHRVES ) , IFLESE 21,35 149 K7 FESAE 2001 1 [IATES
IR AL (IFA) /PBS LA EERE I FLIC (1w g BRRVEST ) o R4 63 K, ik 25 T/
S 200 1 1 HFE AT /PBS, P/ 8 o B8 RS N VRS Sme G EL B4l (CEVA SantéAnimale,
D) K/ BAGTE CLEEAT B AL 2R R 43 7

[0360] A FRAEAN B 50 A N B A SR 5T, 4 20w 1 (%) PBS+ R [T & N 45 T 42 BRI 1)
/N BRI T B 25g S AERE N 45T 1. dmg UL (Merial,vE[E ) H1 0. 3mg FEh7
(Bayer, [ ) #HAT.

[0361] 50 RN, /N AE 2 /NNFEAT AT ( LAEAT RNA FHIE PR R IEIE ) BAE 6
ANIFEAT RAE CLAIMR A e PR - R AR ) o

[0362]  MBEAT g, AR5 1 RAE 21 KA/ 1. n. 457 PBSE B LPS HIOME &
[ (OVA) (201 g, Sigma, VIT 54K, 61 ) + HEFRHENA (1ug . 725 35 RAEIVE M
VEVEWR (BAL) FIMLIE

[0363] g VPt HPAAE L 44 5922 I35 FUBEHLL IS 7E 56 °C R Ii#4 30 4380 LU #MA K o 7F
FHEEE AT 25 IEET L /N, B F K IR RO ISR RS (T 200 8 1 (1) PBS
) BV BB ). FE— eSS s SR T PBS MBS ERS, I ion. 4
5 LIRS R R

[0364] 7R/ NS Iml & 588 I REIPHIFIE S Y (cocktail) (Roche, i+ ) ) PBS
Ja R BAL, I B OPE

[0365]  WRCHEIMIEAEA, fE 2 T B, 2R 05 B0 7 3 M

[0366] it A 2ml MO B AT EEPREIF R T-PER 21238 R EGAF (Pierce, 32 ) )4k
IR, il e it s 2 . A FEARLE Tl fRAF T -80°C T

[0367] LR A B R BTAAR Y &S 1K 4

[0368]  FI ELTSA VPl ifiL i FH BAL FEACH ) OVA e S Mk i B A5 S PRI & 2.
[0369] & 1M & 2, # OVA (20w g/ L, T WEMR #h 42 1P 0. 2M pH 6.5 1) FIHEF &5 H
F1iC(100ng/ fL, T PBS 1) 7F MaxiSorp M7 (NalgeNunc Int.,26[H ) b 4°CHpk
B BT RS RS F PBS/ Tween20 0. 05 % PE%, S8 S5 H PBS/ FLFr 1 %6 7E 2530 T &)
iR EAN i

[0370] HFEAM RV FBERAEZEIR FIRE 1/, R G 86 EWEEAR ST/ 16
g% TgA PR (Southern Biotechnology Associates, 3E[E ). HRP &4 HIBE & 2 fl & (GE
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Healthcare, EH ) #13,3" ,5,5" PUHFFEEENIL (Becton Dickinson Bioscience, 3 [H )

FERAIRF . B H,S0, Z1E W, 4R 5 T 450nm A3 52 0D,

[0371]  TgG i 5 I 5E X, 4T OVA, 57245 0. 15 0D AW AR P 5% i REAS AR B2 A (805, 3o

T FLiC, A7 42 0.5 0D FIMR AR Y e A AR B B B188, I TG B 55 27 LG AT

RAGMLLEL . WA LAT B2 B B LT E R R

[0372]  Jll& BAL )5 TgA ZK-FH1 OVA K5 51 TeA /K-F, JFHH s/ Bl TgA (Sigma) 15
'JEI’JF/’E AT IH—4b. A/ R e PE TeA LuB] (LA OVA R 5k TgA 1 ng 31

/ug ki Tgh IR ) o

[0373]  4HAE PN 4 P ELTSA FUFERI R IA

[0374]  HIT &1 ELISA i5fl& (R&D Systems, & [ ) , P & MLVF « BAL. SIHT / sl o

W) EVE W ) /N BL CXCL2 1 CCL20 FA TL-8 (CXCL8) 7K F.

[0375]  H Nucleospin RNA T1 i&57)& (Macherey Nagel, fE[E ) M/ ERIHEEEL S RNA, IF

M High—Capacity cDNA Archive i&jf& (AppliedBiosystems, 3 ) HHT %K. FT1FH]

cDNA HHZE T SYBR Green HJ5EH} PCR(Applied Biosystems) HEATH 1.

[0376] ¥ 5 M 51 W & CGTCATCCATGGCGAACTG(SEQ ID N ° 19)/

GCTTCTTTGCAGCTCCTTCGT (SEQ ID N ° 20) (ACTB, % %4 B- Wl 3 &H H ).

TTTTGGGATGGAATTGGACAC (SEQ 1D N° 21) /TGCAGGTGAAGCCTTCAACC (SEQ ID N° 22) (CCL20)

F1 CCCTCAACGGAAGAACCAAA(SEQ ID N °  23) /CACATCAGGTACGATCCAGGC(SEQ ID N ° 24)
(CXCL2) » N2 By Pk (Sierro %% A,2001, Flagellin stimulation of intestinal

epithelial cells triggers CCL20-mediated migration of dendritic cells (HfiEdH

X b Rz 4 B R RE 5 | & CCL20 A I R4 fiL % ) . Proc. Natl. Acad. Sci. USA 98 :

13722-13727) , Bt (a) HFIFEEF ACTB 5 PCR G A M (Ct) (ACt) Al (b) AbFEZ

FIGTHRZLE A Ct A (A ACt), B AN mRNA KT (27259,

[0377] JET% I 5

[0378] AR TE N CCL20 J3 &)+ 45 il 1) 82 D't 32 Il 32 P 9 B0k A 08 % % Caco—2 N &5

7 R des 40 i &2 (Rumbo 26 A, 2004, Lymphotoxin betareceptor signaling induces the

chemokine CCL20 in intestinal epithelium (HKEFEZ B Z/E 54 FEE T P

R4 LA 7~ CCL20) . Gastroenterol. 127 :213-223) , P4 Caco—Rumbo 4l % .

[0379]  ¥4iXLE)iy b Hz 4 MU AE Dulbecco ik F) Eagle ¥ g3 ALK, i85 R4 MR 10%
G2F ME « 10mM HEPES AEA TR &5 IR 1X. 8% (100U/ml) FigE#EZE (100U/ml) K& (AT

FEILIREFE ) 0. Tmg/ml. G418 (Invitrogen) »

[0380] A SCAE b R4 5 BEAS-2B 7 Kaigh F12 BRI FREPUAT R 7%, %35 55

FE00 Caco—Rumbo 555 —FEAMIN, JEAM N 1mM TA A R AT RV i B 3= — S5 Bk ER 1 — AIR & 4
(Invitrogen) »

[0381] 4 41 Jifa FH E5 20 #1621 38K 6 /NI LAUEAT O R B2 , B I 16 /NI 2R a1

AR _IE T ELTSA.

[0382]  HIBright GloE O GEMEMETE (Promega, JH ) I 540 Mo f& B =G R BN

PEo X HE A B R AT ITE AR, AEX 6 (RLU) H—4b o BF A R B 2R A 11 B

FIETEIIE 48500 S TARSM R FHR S, RLU U3 —4k R A A 1 5 1 B RO R TR T 40 48
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[ (RLU g /RLU s ) / (RLU s /RLU sy ) 1 X 100,

[0383]  Zil2%k/4)y

[0384]  H] Mann—Whitney I3 Hrgiit &5, p < 0. 05 W HEREE. 4R LHE

A £ bR =R R, BRAE ST A TR

[0385] 45

[0386] 15 X[ 458 : ; W

[0387] L_l_li]*Bﬁkﬁii‘ﬁLTﬂﬁﬁﬂF%?’fJﬂE%EE/\? (Fhle a5 AW F11CAl74 00> 73 7 HH

336 ANAT 271 NEFERA ) (B 14)

[0388] T ot BE, FRANASE AT T 22 A R AE R B2 4K FLAC 0000000 JEAE BT IR &5 M 0 A
B4y B 2% (Yoshioka 25 A, 1995, Flagellar filament structureand cell motility

of Salmonella typhimurium mutants lacking part of theouter domain of

flagellin (SR Z HEF 8 A — &8 70 S0 &5 M U BUAT Z8 0 17) I T 1) =6 22 5 ) A0 4 i iz 3

). J. Bacteriol. 177 :1090-1093) (Fig. 1A) .

[0389]  {E Dy A A1 R A P 52 56 ) [ PR R B, R B8 I 99 TLRG {5 5 8 S R R AZ 51 A F

F1iC o rg00 T BB F11C s 1744007500650

[0390]  #%-ANHEEER 1 BT 25 74 2R BH , 14K 89-96 IR SF X I )G MR g e A e (I

1A) »

[0391]  BRT F1iCappu0m BAFN, 2 AR KA BENS 41 L 8E B 81 B R P B 40 B ()32 B 1, By

WREEFE EIEW

[0392]  JLO/, FRATIVEAL T HEHHEB R BN EPUR I o A, R A B2 1) 86 B 3 A

PRI AR L, FEHIRE FLAC BFTAC 17y g0 F A 57 PR 68 058 M7 8L ELTSA HEAT#R

o

[0393] 4[] 1B A 7, FATI L RIHT F11C MG R F11C AS 44 2 5 X EF AR F1ic g &

FHEL, AR AR 3 2 10 £,

[0394]  AHLLZ R, it A HARMEGE E, X F1iC 4 7ss00 BB 57 1 (588 S B2 MLVE 19

S SEPEESAR AL (B 1C) o

[0395]  iX4LZEILRIR, s A] AR X BiHER t B U 3 SRR .

[0396] )i, FRATVIK B o AL 70 a2 A PRI AT TLRS SR 7 o

[0397]  H] Caco—Rumbo #1& 4 KA - 57 40 it 5% BEAS—2B AT T 50 & Wi B 3 Afr o 28 i I

& Caco—Rumbo & Jid o {132 51 Z B v M M1 BEAS-2B 41 ML i) TL-8 3 Wb i, PEAL UG 1 ol (5

T4 LR~ CCL20 (AR “ IRV AL B AT 15 i 48 B e (2% LARC) ” F1 IL-8 [KJ3R1K, A

RN R HEE S /TLRS RIS T A AR R 40 A ) &

[0398] A&l 2A-B 171, F1iCyp0un0s F1iCy 101 AT FLIC 17y sqe HB A 25 250 40 B IS 77 o

F AN HEE H A A B R ECS0 1R BE 40 M 28 MRS A7 A2 4L, BV AN AT 3R B ng/mL 5l 22

(Smith Z£ A, 2003, Toll-like receptor brecognizes a conserved site on flagellin

protofilament formation andbacterial motility (Toll FES2/A5 REIRMIEEE R IRLZE

A B 2B P LR AR 5P A5 ) . Nat. Tmmunol. 4 :1247-1253) ,

[0399] 3 20 4 F th (A AR ME 58 A ORI T TLRS, PRIA F1AC 4 1740 s00/80 06+ AN REBETHOE F 52

Yo
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[0400]  FHAT H TLRS HRRAL /N BRI B 86 0 40 f idE— P AIESE T %) TLRS 15 ‘5% F I FF K
A oA H ﬁéﬂiﬁ% Eﬁﬂ{fﬁﬂiﬁ&ﬁ A)ﬂzﬁﬁ IL- 12p40 ( ﬁ%ﬂiJﬁT ) o

[0401] R ]l H i

[0402] %Fx_x_*&iﬂj%ﬁ 1$WﬁﬁnTEéH$@%§EIXT TLR5 E’J%U&

[0403]  Ayitk, KA qRT-PCR, A4 #EE 5 A 1. n. ALFEI /) BT P ) CCL20 AT CXCL2 ik
AT T ERE (K 20).

[0404] 7 2 /NP, PSP AR AR R 2R (9 B 20 R AR A AL B sl A S AL AL K sh A A
Lt B3 CCL20 mRNA 7K~F4 30 1% 55 .

[0405]  BLAL, ZEIRTE T 6 /NI, 7T AN BAL A R 0 B CCL20 4 i IR 7 1 7= A (I
2D) o EXTHASEES T, F11Ca 174 s00/80 06+ TR ST TNV A0 00 B 88 O VA 15 S X PRI 1E
Fo X T CXCL2 &2 IR A A (R R 2R ) o

[0406]  IXLLZE IRAIESE T & Y AR 28 B BN Hh B 40 #E B 2 1 T 3

[0407] Sz, FEHE A AR X A BAT BRI R B 1 W os S R AR FLIC X SR AE 2 RS

JIRARE 58 P 5o

[0408] /] 5 LS s Ok BEAE 59

[0400] & T RAEFATHI E L 53 1 BRIV RV BT, AEREAT 1.n. SR JaWEST T A8 M35 A1 55 Wk
7R E RNV

[0410]  OMVEEEE (OVA) FAEBLASHLR, # H 5 s 5 25 Ml 6t kAT Bl i 8 S5 & L
Bz (CT) MEATHECH, AF A S bR AR AL 711 o

[0411] AU OVA A AR L, F11iC 5 OVA $L45 7 842 5 7 OVA itk TG mi
N (AEMLE A BAL g att, 737l 4 = 300 £ 41 100 %) (K] 3A-B) o

[0412]  Jh4h, 75 BAL 7 OVA F5 5 1 TeA N4 B 3R, H 4R FLIC BEARERG B AA 7 1)
JR BRI (B 30) o« ARV, FLiC FPE S CT IPER 4L,

[0413] 5 F1iC—Ff, BB F11iC, 00000~ FLiC 4 101 1 F11C, 70 s00 KBS N
R A B N IR N 25

[0414]  AHLLZ T, F1iCy1rss00/s0 06+ PSR FIBAL I M HEB R B Z Thak (B 3 RIS 1) .
[o415] Kl $fE 25 1 AR R AR X IR S0 I A I8 255 ) TLRS /13 IR SAZ R P oo AT
AR B %’\%ﬁ“%ﬁ Eﬁf‘aﬂimﬂﬁf r%r EI’H’E)EH SEAH T

[0416] 1] 6k : i i

[0417]  HiR Wﬁﬁ’]n’%}%%rﬁﬁﬂ/\ﬁzﬂﬁﬁﬁ%maﬁj‘% @%FFK M BEAE XS TLRS A5
() G2 1 IAEART T FIAVE S R e A8 R BT 45 TR DL T

[0418]  FRATTAIMLHE VAL 1. n. FIEXF FLIC KR PRI S D

[0419]  fnf7R, FLiC AEIMIE R BAL th 5|k T AU 1g6 N (K L MK 4) . MHELZF,
F1iC yg0s 00p FEIX I FPU AR A1 5] K I PTARAKT EL FLIC 51 R K 10 £, 45 F1iC, 19 55
FLiC, 17400 035 J7 AN EZ 2 50 B WLV

[0420] 2, #fE B G5 (0 DR 45 A SR H 5 B 45 A B E T e B R T Y. BRI,
F1iC 5 11550 AN FLIC y 17ygoo A2 FH T BT 1l BRI 55 FL A A0 RS P 0§ 6 22 1 RF S U I 2 i
(ERES SES s

[0421] MBS AFr R HEDUARE TR TLRS NS HIESH# S
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[0422] 4R ¥ B4 A CAIRE S | R B AT AT AR X B 2L BTN 2 o FRATIAS I, P dE
BEOPUARS RIS A1) TLRS R 2 o

[0423] PRk, HEEEEE F1iC Uil & (5§8h PBS 8435 76 CFA A I il I HEAH G Bt Jm 5
A (OVA)) X/ AT N s, SR 5 TFA BE47 R a9 . ELISA 43 Mrdom, $T F1icC
I3 o HRE S TG 3 > 10°, T ASTHRL A7 1% P A 200 s v A I 1 (10%) o

[0424] 1 EJTIR, 25 T4 M R 5~ CCL20 (R “ FHE RV A4 140 R0 1 755 0 40 B EXT 7, LARC) 5 A
W b e 40 o 22 2 B 1 /TLRS S8 M () e i 1 4 e

[0425]  PAILAE MEAS A HLAA 78 CCL20 J3 3% il F I8t AL A1) Caco—Rumbo 4H g, 1iE
BHHTFLIC MG Rt e AP A F1iC 1 TLR5 #ahiE M (Kl 5A) .

[0426]  4R)5G B BEAES %I B P RAE FLiC H S BT TLRS 15 5 # S ih FEH .
M, g5/ BREFAK PR S FLIC, SR FFT /N B A B 2 fv % (CCL20 it CXCL2 4i fu A+
AR ) (B 5B=C) »

[0427]  FERIHL G KB4, AHEL T PBS Heidy, F1iC Bai 5| & 7 CCL20 i CXCL2 [ iy
VISR

[0428]  AHELZ R, 7E F1iC B B, AR AT —Fh Bk #S A S w4 i R+ (R A2 e 18
RGP K AT B BN MG 8, I TS Ptk 2 54 5 e RN 2 2 18] 1) 55 %
FEOCHE, Wikl 5D s .

[0420] 2, FWUSGAF A5 (0] § 6 2 1 1 35 PR A0 A S0 R4 N S B mh IS 25 16 TLRS i)
TG

[0430]  fHXNS T F1iCy ypug00 JFAEUTIEL, JLARBE$F B 2 O e e R LA CRLFS Th PR DLAR AR
) ERIAE KT RE A0 R R HI S5, an iy TR B 4 BT 2 TF I

[0431] i€ T i.n. AR G| K TLRS 47 B 56 % 1 B8 P 5 B A3 00 . FL1iC
F1iC 174000 SN A5 & - Ry Héf EFO0. 11 g ?JE%?F eI PRI e (& 6) .
[0432]  Chitt, A F1iC X8 idEAT 1. n. 8 5 DL | R SR ZUI F1IC 5 S P RGIEE TeG N 25
(P35 L2 45, 000) , 285 H 0. 1w g FLIC BR F1iC 7y s HEBHE AT YE . W T BAL
RIS 98 40 1 ER - 1) A o

[0433]  GnfER& M BY PSR, H F1iC 8L F1iC, 7y 0 B 7 B3 T CCL20 4
(£E B3 G0 2% 1 /N BRI FLIC S 98 (19 /0 B P 4 Ik 4. 28+ 1. 98 %f 1. 0840. 54ng/ml il
2. 484 1. 22 %f 0. 9340. 48ng/m1)

[0434] Al PER Y kT ¥

[0435] Wlk*ﬁﬁﬁnﬁ@%“ R @stﬁﬂm«f%@em%m EF&%%E’O TLR5 i
S N B FIE R

[0436] 23 AT 5 RME G0 E 1K) 4 B 0, T ELTSA Wil & ) 1y vp (4 BRI 28 40 i 1R 1
CCL20 FT CXCL2 [4ERL (K 7).

[0437] AT FERHMEL R, 5B A FLiC AL, F1iC, 00 51 R A SR RAEH IBE
JIREEI 55 K29 100 £i% .

[0438] M 101 g F1iC, pus00 ENAHSAAITEL T 40 Mo Kl 1) A2 1, 7 TLRS AA F11C 4 174-s00/s0-06%
b R A GEAR AR AR R = 3 PE (X CCL20 1 &, 0. 854-0. 27 % 0. 024-0. 00ng/ml) -

[0439]  3X 5 F1iC 0000 M FLiC, 10055 S T AT EE, JG P ANIA] F11C —FEHS A 0 A0
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5l

[0440]  [A[UML, BRI AR X b FE L85 F P i (B8 Bk TR AT AR DX IR 3 28 75 1 P 5 )
M4 L TLRS RIS 75, (HA ARG B TLRS R A /o i 5 2, TATTHI 45 AR B, K
X N4 B X5 2 TR TLRS S Ak A2 B AS TR OB LA 428 1 A

[0441] S 2 3% [ F1iC, 150 s00sF1iC s 16105 B FLACy 1 sos R1ER AR W] 25 [X (1] #1825 [
[0442] 21 AR AR[X [ EEEIEE

[0443] @ L BEAT LA B SCHE] 1 T R — T v, EE A ™ AR 5 B i Ok BT AR X ) HE R 2R
H, R FliCA174—400\ F11Cy 161-405~ FliCA138—4O5 Al FliCA100—4050

[0444] K& 8 F 9 /Rt T Frd A 7= AR W 8 1 SR 0 Mt o

[0445] ¥ 8 W/R TAE AL A LTI SDS PAGE HELIK (K45 5, T ik 8 1 1S B AH R ()
AR FEVD T TR BT SINAL 405 40 fa (135 78 EiE s, /e TCA AT E B RpliE M2 R G
HYE4T SDS PAGE HiJK o

[0446] &9 Won T HPLFLIC 2 wBEHUALESS A AR A AT TR SINAL 41 B
MRy 77 HIE T B AT BB B BN E I A5 R, B S BN R e 2 AR TCA AT ER
JUTVE 0 R 34T .

[0447] BRSNS X (FHEE B F1iC, 17y 400s FLiC 161 05 A FL1PC, 156 405 IZE PTG T
[0448] 3k BEAT SEHAF) 1 o B4R i R 7 oRe S PR ELTSA B €, PR T F11C 4 170400~
F11C 16105 T F11C , a5-405 AT CCL20 F1 CXCL2 111175 S II4E H o

[0449]  fAj1i &2, 5 C3H/HeJ (TLR4 kB ) MR N TR 10w g (IR 26 T A7 E 174-400.
161-405 F1 138-405 HIA A ELLHIBE A

[0450] 2 /B i, SRAE MG AL A H AL PR DLAS 1EAT 40 B PRl 5~ = 11 ELTSA (CCL20 11 CXCL2) .
[0451] Bt A6 AT B 2 AT DR BR B UTUE FRATIEZ T I A VP T IR ) IS W (Kl 8
F9) o H T IXLCHH ST ReAE N B RV 4, BAMEA T TRA (5 5 8 S HRFA TN, R LPS
A] RE AR X LR ) P S Y. A, TRAME A T IR AL B IE B AR 0 A AR
TSN E A R .

[0452] &5 RAER] 10 (CCL20 K55 ) AT 11 (CXCL2 [T ) Hhon .

[0453] & 10 F1 11 Y &5 SR 42 78, 41 XS F11C, rumsee FT IR, T 4L #E B 81 A F11C, 151405 M
F1iCy 35005 A BEHAT RN 55 T

[0454]  GXHLEERELIR, FLiC, 16405 FH F1IC s 155 405 22 A RLP) TLRS BN, PIATAAR AR
eI &)

[0455]  SEJEfA] 3 :F1iC, 0y soo X TEIXT R H HIVL 5EE gp140 PR 11 5 V2 IS
H

[0456]  Huiz 7 EABLIR NS S DU A N (1) 43 B 55 STt 1 A Brads Al [R], 491 912 A AR T DA
T Ut B R AR .

[0457]  fiji 5 2, W R /3 AT RARHEE R A FLIC FIE AL F11C 174000 AT HIVL HLJR gp140 1)
PeFEPE NMRT /MR (n = 8) 7B 1 RORIAE 21 KA 20w 1 (5 gpl40(5u g/ H L) -
AEEEH FLIC BUFL1C, rus00 (L g/ K/ ) 1) PBS AT S N Az

[0458] 7R 35 KRR MG FISC S I EDE IR (BAL) FEAS, il it gp140 ¢ 51 ELTSA Wil
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TE PR .

[0459]  £5 ALK 12 thoRH, AN RF 5 R /D A, AR LT EIEL

[0460] KA 5 KANHIEAT ENEG T HIADER 2w « (G RS HIVL gpl40 ;
(i1) 25T 257 HIVL gpl40+F1iC, s s (111) =B 45T gp140+F1iC,

(04611  IMIEFEA BRI EAER] 12 2204385 DUHART S (SLLRFS ) KR, UENM
Y REVEREA I BRI FEAE B 12 B4 IR 5 LA T 5 7R

[0462] 2L IR, AU B oE SO Al 2R 8 ] AR X B 8 1 A R S A AL
EYA L

[0463] % | :EALHIE R A5 S 08 O BERURME o & %

[0464]
F A RIEH* # OVA IgG** # FIC IgG**
f ik BAL f ik BAL
FHE Ak | R AR | RHE AR | CRHME AR
PBS ND*** 00 [ND 00 |[ND 00 |[ND 0.0
OVA 24 08 (1.1 07 [ND 00 |ND 0.0
FliC + OVA 57 01 |39 05 |59 06 [3.0 07

FliCa204202 + OVA 5.5 09 (34 08 |33 08 (1.0 0.5

FliCa191352 + OVA 4.5 1.3 129 09 (2.2 0.3 {ND 0.0

FliCa174400 *FOVA 4.9 09 |27 09 2.0 0.1 0.1 0.2
TRP + OVA 3.4 1.2 |13 0.8 [ND 0.0 |ND 0.0
FliC/TRP + OVA 2.8 05 |11 0.6 |ND 00 (03 03

FliCp2p4202/TRP + OVA | 3.0 1.4 0.8 1.0 |ND 0.0 |ND 0.0
FliCpi91.352/TRP + OVA | 2.6 0.7 (0.8 09 [ND 0.0 [ND 0.0
FliCpi74.400/TRP + OVA | 2.6 0.4 1.1 0.9 [ND 0.0 |ND 0.0

[0465] /N (n = 8) 7E4 1 KA 21 K PBS.ENEE I (OVA) JOVA+ ¥EEE D / MiE
B AT A RER OVA+ AR AL PR HEB 8 (1 (TRP) 34T 1. n. S, 7225 35 K, fEMIFEAI
BAL FRiJU £ OVA S PE RN F1iC Rr7 M 1eG % .

[0466]  {F Mann—Whitney I PHIELH = B (b > 0.05) o =k F{A LA Logl0 (3%
B1%0) + brEfmZE (SD) FoRo FEIE AT BAL , R0 HK FR 23530 24 2 A1 0. 3 (1/100 I3 ke
FEF 1/2BAL #BEFE ) o

[0467]  sweiok “ND” AR “ARAETI 7,

[o468] 3% 2 /77

[0469]

SEQ ID N°

o
4

Lt LA
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25 Jik F1iC 161405
26 Jik F1iC 135405
27 Jik F1iC4 100-405
28 [ F1iC 4 161405
29 A F1iC y 135405
30 A FLiC s 100-205
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[0001]

CPCH1063836P

FF

il

R

<110>

<120>
<130>
<160>
<170>
<210>
211>
212>
<213>

<400>

Ala Gln Val Ile Asn

1

Leu Asn Lys Ser Gln

Ser Gly Leu Arg Ile

Tle Ala Asn Arg Phe

50

Arg Asn Ala Asn Asp

65

Leu Asn Glu Ile Asn

Institut National de la Santéet de la Recherche Méicale

(INSERM)

Novel immunoadjuvant compounds and use thereof

V882EU - INSERM

30

PatentIn version 3.3
1

494
PRT

B4y TKHE (Salmonella enterica)

1

5

20

35

55

70

85

40

Thr Asn Ser Leu

Ser Ala Leu Gly

25

Asn Ser Ala Lys

Thr Ala Asn Ile

Gly Ile Ser Ile

Asn Asn Leu Gln

Gln Ser Ala Asn Ser Thr Asn Ser Gln

[0002]

100

105

Ser Leu Leu Thr GIn Asn Asn

10

Thr Ala Ile Glu Arg Leu Ser

Asp Asp Ala Ala Gly Gln Ala

Lys Gly Leu Thr Gln Ala Ser

Ala Gln Thr Thr Glu Gly Ala

Arg Val Arg Glu Leu Ala Val

90

Ser Asp Leu Asp Ser Ile Gln

37

75

60

45

30

110

15

95

80
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Ala Glu Ile Thr Gln Arg Leu Asn Glu Ile Arg Val Ser Gly Gln
115 120
Thr Gln Phe Asn Gly Val Lys Val Leu Ala Asp Asn Thr Leu Thr
130 135
Ile Gln Val Gly Ala Asn Asp Gly Glu Thr Asp Ile Asp Leu Lys
145 150 160
Gln Ile Asn Ser Gln Thr Leu Gly Leu Asp Leu Asn Val Gln Gln
165 170 175
Lys Tyr Lys Val Ser Asp Thr Ala Ala Thr Thr Gly Tyr Ala Asp
180 185 190
Thr Thr Tle Ala Leu Asp Asn Ser Thr Phe Ala Ser Ala Thr Gly
195 200
Leu Gly Gly Thr Asp Gln Lys Ile Asp Gly Leu Lys Phe Asp Asp
210 215
Thr Thr Gly Lys Tyr Tyr Ala Lys Val Thr Thr Gly Gly Thr Gly
225 230 240
Lys Asp Gly Tyr Tyr Glu Val Ser Val Asp Thr Asn Gly Glu Val
245 250 255
Thr Leu Ala Gly Gly Ala Thr Ser Pro Leu Gly Gly Leu Pro Ala
260 265 270

[0003]

Thr Ala Thr Glu Asp

275

Thr Glu Ala Lys Ala

290

Val Lys Asn
280

Ala Leu Thr Ala

295

Val

Gln

Ala

Ala Asn Ala Asp Leu

Val Thr Gly Thr Ala

Ser Val Val Lys Met Ser Tyr Thr Asp Asn Asn Gly Lys Thr Ile Asp
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[0004]

305

Gly Gly Leu Ala Val
325

Asn Lys Asp Gly Ser
340

Asp Gly Thr Ser Lys
355

Lys Thr Glu Val Val
370

Ala Glu Gly His Asn
385

Ala Thr Thr Thr Glu
405

Gln Val Asp Thr Leu
420

Asn Ser Ala Ile Thr
435

Ala Arg Ser Arg Ile
450

Met Ser Arg Ala Gln
465

Gln Ala Asn Gln Val
485

210> 2
211> 271
212> PRT

310

315

320

Lys Val Gly Asp Asp Tyr Tyr Ser Ala Thr Gln

330

Ile Ser Ile Asn Thr Thr Lys Tyr Thr

345

350

Thr Ala Leu Asn Lys Leu Gly Gly Ala

360

365

Ser Ile Gly Gly Lys Thr Tyr Ala Ala

375

380

Phe Lys Ala Gln Pro Asp Leu Ala Glu

390

395

Asn Pro Leu Gln Lys Ile Asp Ala Ala

410

Arg Ser Asp Leu Gly Ala Val Gln Asn

425

430

Asn Leu Gly Asn Thr Val Asn Asn Leu

440

445

Glu Asp Ser Asp Tyr Ala Thr Glu Val

455

460

Ile Leu Gln Gln Ala Gly Thr Ser Val

470

Pro GIn Asn Val Leu Ser Leu Leu Arg

39

490

475

335

Ala Asp

Asp Gly

Ser Lys

Ala Ala

400

Leu Ala

415

Arg Phe

Thr Ser

Ser Asn

Leu Ala
480
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[0005]

213> BR¥WITKE (Salmonella enterica)

<400> 2
Ala Gln Val
1

Leu Asn Lys

Ser Gly Leu
35

Tle Ala Asn
50

Afg Asn Ala
65

Leu Asn Glu

Gln Ser Ala

Ala Glu Ile
115

Thr Gln Phe
130

Ile Gln Val
145

Gln Ile Asn

Gly Ala Thr

Ile Asn Thr Asn Ser Leu Ser Leu

Ser

20

Arg

Arg

Asn

Ile

Asn

100

Thr

Asn

Gly

Ser

Thr
180

5

Gln Ser

Ile Asn

Phe Thr

Asp Gly
70

Asn Asn
85

Ser Thr

Gln Arg

Gly Val

Ala Asn

150

Gln Thr
165

10

Ala Leu Gly Thr Ala

25

Ser Ala Lys Asp Asp

Ala Asn

55

Ile Ser

40

Ile Lys Gly

Ile Ala Gln
75

Asn Leu Gln Arg Val

90

Asn Ser Gln Ser Asp

105

Leu Asn Glu Ile Asp
120

Lys Val

135

Leu Ala Gln

Asp Gly Glu Thr Ile

155

Leu Gly Leu Asp Thr

170

Thr Glu Asn Pro Leu Gln Lys

185

40

Leu

Ile

Ala

Leu

60

Thr

Arg

Leu

Arg

Asp

140

Asp

Leu

Ile

Thr Gln Asn Asn
15

Glu Arg Leu Ser
30

Ala Gly Gln Ala
45

Thr Gln Ala Ser

Thr Glu Gly Ala
80

Glu Leu Ala Val
95

Asp Ser Ile Gln
110

Val Ser Gly Gln
125

Asn Thr Leu Thr

Ile Asp Leu Lys
160

Asn Gly Ala Ala
175

Asp Ala Ala Leu
190
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Ala Gln Val Asp Thr Leu Arg Ser Asp Leu Gly Ala Val Gln Asn Arg
195

Phe Asn Ser Ala Ile Thr

210

Ser Ala Arg Ser Arg Ile

225

Asn Met Ser Arg Ala Gln

Ala Gln Ala Asn Gln Val

210> 3
21
212>
213>

DNA
<400> 3

atggcacaag
tcccagteeg
gcgaaagacg
ctgactcagg
gcgetgaacg
aacagcacca
aacgaaatcg
gacaacaccc
aagcagatca
gtcagcgata

agtactttta

[0006]

1488

200

Asn Leu
215

Glu Asp

230

245

260

tcattaatac
ctctgggeac
atgcggeagg
ctteecgtaa
aaatcaacaa
actcccagtce
accgtgtate
tgaccatcca
actctcagac
cggctgecaac

aagcctegge

Ile Leu

Pro Gln

aaacagcctg

cgctatcgag

tcaggcgatt

cgctaacgac

caacctgcag

tgacctcgac

cggecagact

ggttiggtigee

cctgggtetg

tgttacagga

tactggtctt

Gly Asn Thr

Ser Asp Tyr
235

Gln Gln Ala
250

Ser Val Leu
265

BRYWITKE (Salmonella enterica)

tcgetgttga

cgtetgtett

gctaaccgtt

ggtatctcca

cgtgtgegtg

tccatccagg

cagttcaacg

aacgacggtg

gatacgctga

tatgccgata

ggtggtactg

41

205

Val Asn Asn Leu Thr

220

Ala Thr Glu Val Ser

240

Gly Thr Ser Val Leu

Ser Leu Leu
270

cccagaataa

ccggtetgeg

ttaccgcgaa

ttgegeagac

aactggeggt

ctgaaatcac

gcgtgaaagt

aaactatcga

atgtgcaaca

ctacgattgce

accagaaaat

255

Arg

cctgaacaaa

tatcaacagc

catcaaaggt

cactgaaggc

tcagtctget

ccagegectg

cctggegeag

tatcgatctg

aaaatataag

tttagacaat

tgatggcgat

60

120

180

240

300

360

420

480

040

600

660
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ttaaaatttg atgatacgac tggaaaatat tacgccaaag ttaccgttac ggggggaact 720
ggtaaagatg gctattatga agtttcegtt gataagacga acggtgaggt gactcttget 780
ggcggtgega cttecceget tacaggtgga ctacctgcga cagcaactga ggatgtgaaa 840
aatgtacaag ttgcaaatgc tgatttgaca gaggctaaag ccgecattgac agcagcaggt 900
gttaccggca cagcatctgt tgttaagatg tcttatactg ataataacgg taaaactatt 960
gatggtggtt tagcagttaa ggtaggcgat gattactatt ctgcaactca aaataaagat 1020
ggttccataa gtattaatac tacgaaatac actgcagatg acggtacatc caaaactgca 1080
ctaaacaaac tgggtggecge agacggcaaa accgaagttg tttctattgg tggtaaaact 1140
tacgctgecaa gtaaageega aggtcacaac tttaaagcac agectgatct ggeggaageg 1200
gctgectacaa ccaccgaaaa ccecgetgeag aaaattgatg ctgetttgge acaggttgac 1260
acgttacgtt ctgacctggg tgcggtacag aaccgtttca actccgetat taccaacctg 1320
ggcaacaccg taaacaacct gacttctgee cgtagecgta tcgaagattc cgactacgeg 1380
accgaagttt ccaacatgtc tcgegegeag attctgcage aggeeggtac cteegttetg 1440
gcgeaggega accaggttce gcaaaacgte ctctetttac tgegttaa 1488
<210> 4
211> 18
<212> DNA
213> AILF3)
<2207
223> 3lY
<400> 4

18

[0007]

agcagactga accgcecag

210> 6

<211> 19
<212>
213>

<220>
223>

<400> 5

DNA
ANLF5

514

42
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[0008]

gctacaacca ccgaaaacc

<210>
<21
212>
213>

<220>
(223>

<400>

6

19

DNA
ATLF5)

5149

6

aacccgectge agaaaattg

<210>
211>
212>
213>

<220>
223>

<400>

7

18

DNA
A5

514

7

caggactttc acgecgtt

<210>
211>
212>
213>

<220>
223>

<400>

cttcagatcg atatcgatag tttcac

<210>
211>
212>
213>

220>
<223>

<400>

8
26

DNA
AT P3|

519

8

9
18

DNA
A5

519

9

attcagcgta tccagacc

43

19

19

18

26

18



CON 102203252 A F 3 *x

8/17 I

<210>
211>
212>
(AR

<220>
223>

<400>

10

27

DNA
AR5

519

10

gttccgcaaa gegtectete tttactg

<210>
21>
212>
213>

<2205
<223>

<400>

11
27

DNA
ATFF3)

5140

11

cagtaaagag aggacgcttt gcggaac

<210>
211>
212>
213>

<220>
223>

<400>

12
31

DNA
ATRF5

519

12

ggtgcagetg gagctacaac caccgaaaac C

<210>
211>
212>
213>

<220>
223

<400>

13

31

DNA
A5

5149

13

ggtgcagetg gaaacccget gcagaaaatt g

<210>
[0009]

14

44

27

27

31

31
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[0010]

L2115
212>
213>

819
DNA

<400> 14

atggcacaag

tcccagteceg

gcgaaagacg

ctgactcagg

gegetgaacg

aacagcacca

aacgaaatcg

gacaacaccc

aagcagatca

accaccgaaa

tctgacctgg

gtaaacaacc

tccaacatgt

aaccaggtte

<2105

211>

<212>
<213>

15
24
DNA

<220>

223>

<400> 15

tcattaatac
ctetgggeac
atgcggecagg
cttcecegtaa
aaatcaacaa
actcccagte
accgtgtate
tgaccatcca
actctcagac
acccgetgea
gtgeggtaca
tgacttctge
ctcgegegea

cgcaaagcgt

ATLFF5)

5149

aaacagcctg

cgetategag

tcaggcgatt

cgctaacgac

caacctgcag

tgacctcgac

cggcecagact

ggttggtgcece

cctgggtctg

gaaaattigat

gaaccgttte

ccgtagecegt

gattctgecag

cctctettta

agcaccattc agcgtatcca gacc

<210>
21
<212>
213>

16
24

DNA
ATF3)

PR ¥PITGHE (Salmonella enterica)

tcgetgttga

cgtetgtett

gctaacegtt

ggtatctcca

cgtgtgegty

tccatecagg

cagtitcaacg

aacgacggtg

gatacgctga

getgettigg

aactccgcta

atcgaagatt

caggecggta

ctgegttaa

45

cccagaataa

ccggtetgeg

ttaccgcgaa

ttgegeagac

aactggeggt

ctgaaatcac

gcgtgaaagt

aaactatcga

atggtgctge

cacaggttga

ttaccaacct

ccgactacge

cctecgttet

cctgaacaaa

tatcaacagc

catcaaaggt

cactgaaggc

tcagtctget

ccagcegectg

cctggegeag

tatcgatctg

tggtgctaca

cacgttacgt

gggeaacace

gaccgaagtt

ggcgeagecg

60

120

180

240

300

360

420

480

540

600

660

720

780

819

24
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[0011]

<220>
223>

400>

3\

16

gctggtgeta caaccaccga aaac

210>
211>
212>
213>

<220>
223>

<400>

17
21

DNA
AR5l

519

17

tcgagatatc ctgtaacagt tgcagcce

210>
211>
212>
213>

<220>
223>

<400>

18

29

DNA
AR

519

18

actcgaggac ggtacatcca aaactgcac

210>
2115
<212>
213>

<220>
223>

<400>

19
19

DNA
ANLF3

5%

19

cgtcatccat ggegaactg

210>
<211>
212>
213>

<220>

20

21

DNA
AL

46

24

27

29

19
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[0012]

223> B9

<400>

20

gcttetttge agctectteg t

<210>
2115
<2125
213>

<220>
<223>

<400>

21

21

DNA
ANLF5

514

21

ttttgggatg gaattggaca ¢

<2105
211>
212>
<213>

220>
223>

<400>

22
20

DNA
A5

Elk7

22

tgcaggtgaa gccttcaacc

<210>
211>
212>
213>

<2205
<223>

<400>

23

20

DNA
ANLF3)

514

23

ccctcaacgg aagaaccaaa

<210>
211>
212>
213>

<220>
<2235

24
21

DNA
ALF3

519

47

21

21

20

20
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[0013]

<400> 24
cacatcaggt acgatccagg ¢

210> 25

<211> 253
<212> PRT
<213>

<400> 25
Ala Gln Val Ile Asn Thr

1 5

Leu Asn Lys Ser Gln Ser
20

Ser Gly Leu Arg Ile Asn
35

Ile Ala Asn Arg Phe Thr
50

Arg Asn Ala Asn Asp Gly
65 70

Leu Asn Glu Ile Asn Asn
85

Gln Ser Ala Asn Ser Thr
100

Ala Glu Ile Thr Gln Arg
115

Thr Gln Phe Asn Gly Val
130

Ile Gln Val Gly Ala Asn
145 150

Asn Ser Leu Ser
10

Ala Leu Gly Thr
25

Ser Ala Lys Asp
40

Ala Asn Ile Lys
55

Ile Ser Ile Ala

Asn Leu Gln Arg
90

Asn Ser Gln Ser
105

Leu Asn Glu Ile
120

Lys Val Leu Ala
135

Asp Gly Glu Thr

48

B YWITRKE (Salmonella enterica)

Leu Leu Thr Gln Asn Asn
15

Ala Ile Glu Arg Leu Ser
30

Asp Ala Ala Gly Gln Ala
45

Gly Leu Thr Gln Ala Ser
60

Gln Thr Thr Glu Gly Ala
75 80

Val Arg Glu Leu Ala Val
95

Asp Leu Asp Ser Ile Gln
110

Asp Arg Val Ser Gly Gln
125

Gln Asp Asn Thr Leu Thr
140

Ile Asp Ile Asp Leu Lys
155 160

21
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[0014]

Gly Ala Ala Gly Asn Pro Leu Gln Lys Ile Asp
165 170

Val Asp Thr Leu Arg Ser Asp Leu Gly Ala Val
180 185

Ser Ala Ile Thr Asn Leu Gly Asn Thr Val Asn
195 200

Arg Ser Arg Ile Glu Asp Ser Asp Tyr Ala Thr
210 215

Ser Arg Ala Gln Ile Leu Gln Gln Ala Gly Thr
225 230 235

Ala Asn Gln Val Pro Gln Ser Val Leu Ser Leu
245 250

<210> 26

<211> 230

<212> PRT

213> FRYITEKE (Salmonella enterica)

<400> 26
Ala Gln Val Ile Asn Thr Asn Ser Leu Ser Leu
1 5 10

“‘teuAsn Lys Ser-Gin-Ser-Ala-Leu-Gly Thr Ala
' 20 25

Ser Gly Leu Arg Ile Asn Ser Ala Lys Asp Asp
35 40

Ile Ala Asn Arg Phe Thr Ala Asn Ile Lys Gly
50 55

Arg Asn Ala Asn Asp Gly Ile Ser Ile Ala Gln
65 70 75

49

Ala

Gln

Asn

Glu

220

Ser

Leu

Leu

Ile

Ala

Leu

60

Thr

Ala Leu Ala Gln
175

Asn Arg Phe Asn
190

Leu Thr Ser Ala
205

Val Ser Asn Met

Val Leu Ala Gln
240

Arg

Thr Gln Asn Asn
15

Glu Arg Leu Ser
30

Ala Gly Gln Ala
45

Thr Gln Ala Ser

Thr Glu Gly Ala
80
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[0015]

Leu Asn Glu Ile

85

90

Asn Asn Asn Leu Gln Arg Val Arg Glu

Leu Ala Val
95

Gln Ser Ala Asn Ser Thr Asn Ser Gln Ser Asp Leu Asp Ser Ile Gln

Ala Glu Ile Thr

Thr Gln Phe Asn
130

Gln Lys Ile Asp

145

Leu Gly Ala Val

Asn Thr Val Asn

Asp Tyr Ala Thr

Gln Ala Gly Thr
210

100

115

135

150

165

180

195

215

Val Leu Ser Leu Leu Arg

225

<210>
<21
212>
213>

<400>

Ala Gln Val Ile Asn Thr Asn Ser Leu Ser Leu Leu Thr Gln Asn Asn

230

27
192
PRT

120

200

105

185

170

155

FaR¥PITRE (Salmonella enterica)

27

50

140

220

GIn Arg Leu Asn Glu Ile Asp Arg Val

125

Gly Val Lys Val Leu Gly Ala Ala Gly

Ala Ala Leu Ala Gln Val Asp Thr Leu

Gln Asn Arg Phe Asn Ser Ala Ile Thr

Asn Leu Thr Ser Ala Arg Ser Arg Ile

Glu Val Ser Asn Met Ser Arg Ala Gln

205

Ser Val Leu Ala Gln Ala Asn Gln Val

110

Ser Gly Gln

Asn Pro Leu

Arg Ser Asp
160

Asn Leu Gly
175

Glu Asp Ser
190

Ile Leu Gln

Pro Gln Ser
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[0016]

Leu Asn Lys Ser Gln Ser Ala Leu Gly Thr Ala Ile Glu Arg Leu Ser
20 25 30

Ser Gly Leu Arg Ile Asn Ser Ala Lys Asp Asp Ala Ala Gly Gln Ala
35 40 45

Ile Ala Asn Arg Phe Thr Ala Asn Ile Lys Gly Leu Thr Gln Ala Ser
50 55 60

Arg Asn Ala Asn Asp Gly Ile Ser Ile Ala Gln Thr Thr Glu Gly Ala
65 70 75 80

Leu Asn Glu Ile Asn Asn Asn Leu Gln Arg Val Arg Glu Leu Ala Val
85 90 95

Gln Ser Ala Gly Ala Ala Gly Asn Pro Leu Gln Lys Ile Asp Ala Ala
100 105 110

Leu Ala Gln Val Asp Thr Leu Arg Ser Asp Leu Gly Ala Val Gln Asn
115 120 125

Arg Phe Asn Ser Ala Ile Thr Asn Leu Gly Asn Thr Val Asn Asn Leu
130 135 140

Thr Ser Ala Arg Ser Arg Ile Glu Asp Ser Asp Tyr Ala Thr Glu Val
145 150 155 160

Ser Asn Met Ser Arg Ala Gln Ile Leu Gln Gln Ala Gly Thr Ser Val
165 170 175

Leu Ala Gln Ala Asn Gln Val Pro Gln Ser Val Leu Ser Leu Leu Arg
180 185 190

<210> 28
211> 765
<212> DNA

51
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[0017]

213> FRYTIEE (Salmonella enterica)

<400> 28

atggcacaag tcattaatac

tcecagtecg

gcgaaagacg

ctgactcagg

gcgetgaacg

aacagcacca actcccagte

aacgaaatcg
gacaacaccce
aaggglgcag
ttacgttctg
aacaccgtaa
gaagtttcca
caggcgaacc
210> 29

<211> 696
<212> DNA

213>

<400> 29
atggcacaag

tcecagtceg

gcgaaagacg

ctgactcagg

gcgetgaacg

aacagcacca

aacgaaatcg

ctctgggeac
atgcggeagg
cttcecgtaa

aaatcaacaa

accgtgtate
tgaccatcca
ctggaaaccc
acctgggtge
acaacctgac
acatgtcteg

aggttccgea

tcattaatac
ctctgggeac
atgcggecagg
cttceegtaa
aaatcaacaa
actcccecagte

accgtgtate

aaacagcctg

cgctatecgag

tcaggcgatt

cgctaacgac

caacctgeag

tgacctcgac

cggecagact

ggttggtgce

gctgecagaaa

ggtacagaac

ttctgeecgt

cgegeagatt

aagegtecte

aaacagcctg

cgctatecgag
tcaggcgatt
cgctaacgac
caacctgeag
tgacctcgac

cggeecagact

tecgetgttega

cgtetgtett

gctaaccgtt

gegtatctcca

cgtgtgegtg

tccatccagg

cagttcaacg

aacgacggtg

attgatgctg

cgtttcaact

agecgtateg

ctgcagcagg

tctttactge

BRIITEBE (Salmonella enterica)

tcgetgttga
cgtetgtett
gctaaccgtt
ggtatcteca
cgtgtegegts
tccatccagg

cagttcaacg

52

cccagaataa
ccggtetgeg
ttaccgcgaa
ttgegeagac
aactggeggt
ctgaaatcac
gegtgaaagt
aaactatcga
ctttggcaca
ccgetattac
aagattccga
ccggtaccetce

gttaa

cccagaataa
bcggtctgcg
ttaccgcgaa
ttgegeagac
aactggeggt
ctgaaatcac

gegtgaaagt

cctgaacaaa

tatcaacage

catcaaaggt

cactgaaggc

tcagtctget

ccagegeetg

cctggegeag

tatcgatctg

ggttgacacg

caacctgggc

ctacgcgacc

cgttctggeg

cctgaacaaa
tatcaacagc
catcaaaggt
cactgaaggc
tcagtctget
ccagecgecetg

cetgggtgea

60
120
180
240
300
360
420
480
540
600
660
720

765

60
120
180
240
300
360

420
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gctggaaacc cgctgcagaa aattgatget getttggeac

gacctgggtg cggtacagaa ccgtttcaac tccgctatta

aacaacctga cttctgcceg tagecgtatc gaagattccg

aacatgtctc gcgegcecagat tctgcagcag gecggtacct

caggttccge aaagegtect ctctttactg cgttaa

<210>
211>
212>
213>

30
582
DNA

<400> 30

atggcacaag

tcccagteceg

gCgaaagacg

ctgactcagg

gcgetgaacg

ggtgecagetg

cgttetgace

accgtaaaca

gtttccaaca

gcgaaccagsg

tcattaatac
ctctgggeac
atgcggceagg
cttceegtaa
aaatcaacaa
gaaacccgcet
tgggtgeget
acctgactte
tgtctegege

ttccgecaaag

aaacagccetg

cgctatcgag

tcaggcgatt

cgctaacgac

caacctgcag

gcagaaaatt

acagaaccgt

tgecegtage

gcagattctg

cgtectetet

BRIWITKE (Salmonella enterica)

tcgetgttga

cgtetgtett

gctaaccgtt

ggtatctcca

cgtgtgegtg

gatgetgett

ttcaactceg

cgtatcgaag

cagcaggccg

ttactgegtt

53

aggttgacac

ccaacctggg

actacgcgac

ccgttetgge

cccagaataa

ccggletgeg

ttaccgcgaa

ttgcgecagac

aactggeggt

tggcacaggt

ctattaccaa

attccgacta

gtacctcegt

aa

gttacgttct

caacaccgta

cgaagtttce

gcaggcgaac

cctgaacaaa

tatcaacagc

catcaaaggt

cactgaaggc

tcagtctget

tgacacgtta

cctgggecaac

cgcgaccgaa

tctggcgeag

480
540
600
660

696

60
120
180
240
300
360
420
480
540

582
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