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— = A R B & 77 AR A

[0001]  AHIEEHIE S K 200910223409. 9., HiE H A 2004 4F 11 A 16 H RKHLA—
ZH B T B R R EL A 48 7 VAT I T A 0 2 R O TR 0 E R o

R G
[0002] A B Ko — it el IR HL ) 28 7 V2 A AE T8 VA T T A0 TR L LR I TR I 25 )
ML o

BEEA

[0003]  HLE LR EVIARLT T AW —F B AEYNE RN 31 2 0K, — i 20-60 4>
QAR AL, 57 F 2 AE 2000-7000D /oo BHAE B 27 iz 2 F o+ A A s R R i
JOR ERVRI 7B A B A AR R B AR s 25 S P R AT TR . 4 b fEF 2 3 (TG
HoZ R ED AR F ORI T I 200 2 FhHuE Ik, X SR ARA DO 41 56 5
AT SRR AR TR R R AR A A E . IR AR I, e A
IR B EOR] B8 T B0 BB IR 0 , DR IR RE PUE A K CUR AR B O ELRERH (-5
P gREiR 4L

[0004]  FitiAE X LB K — R S5 R F m 2 G5 A ST AN RN, A VF 2 90 A X 28 B
R B 5 R4 N D) BEEAT A9, A IRAE B AU (R BOK BREE R, 40 F A ) o — B35 5 JOR B
PEBRVIAH R o J3 AN I 45 FEAR W T B RO 2 e e IR 6 ) 5 28 1 A 15 40 7 40 i J 92 U 1T 3%
W 2 (NakajimaY. etal., J.Biol. Chem, 262 :1665-1669 ;ZasloffM. Nature, 2002,415 ;
389-395) o PR AR BT o> o — B3R 45 M B Ry 2 TR b 2 IE Fr 2 R 11 L
e SRR PTE TS R 2 Ik (Broth W.B. etal. ,Antimicrobial Agents Chemotherapy,
2001,45 :1894-1895 ;HongS. Y. etal. , Peptides, 2001,22 :1669-1674) ,

[0005]  SE[EEH] 6, 316, 594 A TF T RIRFUBEIK parasinl, & —F0 7 B9 M £ 7 43 85 1
IR, A2 H i £ 78 3 S A5 A I R B ib A 0 NAR e b BRI 2 7 A2t — e LA R s P e
VERRIZIE, BT o — SBEEHLE L, 20 784 2000. 4Da, 1 19 N FEEvk I 40 5%, FEA) ol -
Lys Gly Arg Gly Lys Gln Gly Gly Lys Val Arg Ala Lys Ala Lys Thr Arg Ser Ser./&
RN ) Parasin T XA R I AR A R0 I5P0R S 1, A0 HE 5 22 B 1 A
AR = D= N T E S S o 1 S g 1 A A Y/ R S S S By P P (P
TRATT S50 T A0 A BRI B PR AR, AR A ARAME N FH T K, (E & Parasin TREAWR A
I, " RSB AH G 1R 741 e D B R F 77 1 I R B AT 18D o

[0006]  FrLAA K AR I AT Parasin T FRAl ek, 459 3148 GG 1 S8 9 i) 25 T R
B BT IR, RIAT LT BT S AR

XRAE
[0007] AR WG BRI BOAR R L2 — et — A HT Rk
[0008] A W AR I B ] il — e R it — BT RIK Al 46 7 ik

3



CN 102391370 B OB B 9/11 §i

[0009] AT W BRI BRI L2 =2 2 JT BTk 5t i IR R o
[0010] A< I ¥ 5 AR FE X AR I - AME L 22 8 J5 A RAE Parasin 1 741 A

BE 37 AN A P 2 IR R Y L AR ) S R » T FN A 7K U A R T P A LE P Ay 28 S TR AT
BRHEAT 1P A1), X FE I SR R B M IS o s . S OB R TR R LR 12 467741,
R B IR IRAIE B AR s P ORI AR o TV I R PRI A A AL, AR A A B TR

I 40 IG5 T
A BB AL (¥ BT BT R AE X AR BT B IR IR PP 470 L S5 46 20 B RO Btk Ve o5 i
EATRE— R AN FHIH A 4 0 GRV, AT

[0011]

[0012] GKV-1:Lys Gly Ala Arg Lys Gly Ala Lys Arg Gln Gly Gly Lys Lys Val Ala
Arg Lys Ala Leu Lys Arg Ala Gly Lys

[0013] GKV-2:Lys Gly Gly Arg Lys Gly Ala Lys Arg Gln Gly Gly Lys Lys Leu Ala
Arg Lys Ala Leu Lys Arg Ala Gly Arg

[0014] GKV-3 :Lys Gly Gly Arg Lys Gly Ala Lys Arg Gln Gly Gly Lys Lys Leu Ala
Arg Lys Ala Leu Lys

[0015] GKV—4 :Lys Gly Val Arg Lys Gly Ala Lys Arg Gln Gly Cys Lys Lys Leu Ala
Arg Lys Ala Leu Lys

[0016] GKV-5:Lys Gly Ala Arg Arg Gly Ala Lys Arg Gly Gly Lys Lys Leu Ala Arg
Lys Ala Leu Lys

[0017] GKV-6 :Lys Gly Ala Arg Arg Leu Ala Lys Arg Ser Gly Lys Lys Val Ala Arg
Lys Ala Gly Arg

[0018] GKV-7 :Lys Phe Ala Arg Arg Leu Ala Lys Arg Leu Gly Lys Lys Val Ala Arg
Lys Leu Gly Arg

[0019] GKV-8 :Lys Phe Leu Arg Arg Leu Ile Lys Arg Leu Val Lys Lys Val Leu Arg
Lys Leu Gly Arg

[0020] GKV-9 :Lys Ala Ala Lys Lys Ala Ala Lys Arg Ala Ala Lys Lys Ala Thr Arg
[0021]  GKV-10 :Lys Ala Leu Lys Lys Ala Leu Lys Arg Ala Leu Lys Lys Ala Leu Arg
[0022] GKV-11 :Lys Gly Leu Lys Lys Gly Leu Lys Arg Gly Leu Lys Lys Gly Leu Arg
[0023] GKV-12 :Lys Ala Thr Lys Lys Ala Leu Lys ArgAla Gly Lys Lys Ala Thr Arg
[0024] AU BB B — 2 Buw Ik, L4 5 ¥ mT DU AR AL 5732, AT LUK B IR i 9

T JE ER] v B A b, AR5 AR FE Al SRR S5 3015 . P Rk g pRonT U ok sl B
()7l 1 2 40 B mT DL DR A ., 08 D A v A T 2R AR R S, 1 At et mT DL I
1240 M ELRE R0 R 40 B R R 40 R LAl DAt B A5 a6 IO 0 BT T
[0025]  h TIRAWFRA KR HIZ R A Him iR K45 5 hae X &R, FIHEENH &R
GEW) o\ ) LTI Ploneer 2 KA B 45 A 2 BH A T B — A0 B IORIAE A 6 R 1) 0 B
Jiks AT

[0026] ] H 96 L i ¥ £ Wl 2 Bk B9 5% B3 % (In Yup Park etc;FEBS Letters ;
437 (1998) 258-262) LT 4e & B i R AR PLE Ik GramicidinS, parasinl, magaininll & X}
R AT R TR PRSI o 5 SR BH A U BH BT TR IR R R R 35 R 5 T BT IR =R R AR B IR ) )
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[E=RErgé

[0027]  HUwI IRAE Ry 20 1 B R B A ml BEAE T e S LR 5 A PR 20 e, R A P ik
IR I 7 AR AR AR M b 27 LA 40 M A AV JE T o Py A0 bl ik e 75 4 20 40 e A
BT 0 FOR A B R v, A R IR REAL 2L 40 e 0 M 208 R AR B
DL LA OD,g0 LA 52 B MR AR/ o DR ASR T ASEI 1 B0 R OGS AR 040 5 I 35
M S50 B, S0 JORV I A AR AR AR, UE SEAS R B0 T IR PR B R /) o

[0028] b4, MOXRAL WIS B KEAT S vk P Gtk etk e IE RIS IR & MR o 3L
BEAT BB /s 1 B SR I e < o € i 2 TR R 1 AR Y ke, S T i JORORT < 2
2 BRI B NI A

[0020] AR BIERAL— BT AN Lok & B BT RIIK o m] 7 (R A R A A 23 il 26 B0
G TT BT IK (R 25 IR e JE 22804 b, SRS HE N B PR IE R AR o ST TR 4 PR
P 2 PR e BB e BT R s M, IO IR DT IR S5k 8 e S (H
X KA M AT a3 TR o I R 0Bt RO <8 80 €5 A1 267 BRIl S PRI AN R P A/
Bl SR PRI IS T 0. 25mg/ke 75, MUAEIAF 100 % A% 012, MAE 0 % K (%]
EERERR AT R B T 4. Ong/ke FIEA REIE R 10096 ()R I, R AK
0V JEROK < 5 €00 T 2 TR S T A AT IR 2 1 % T AR, DRI A A T v JOR w2 P i) 2
VAT 22 R T T A 2 B P o L B e 5 RS R [ 25420 o

M4 %1152 FA
[0030] W& 1 /2Pimd Ik GKV-4 [ i &l .

BIEEEAN

[0031] S 1 B B IR AR BT AR A 27 p il % S 73 B 4l

[0032] % L ik & % ] £ GKV-1 3| GKV-12, [A] B} ] & GramicidinS, parasinl Fil
magaininll YE A X,

[0033]  GramicidinS [JJF4)

[0034] Val Orn Leu Phe Pro Val Orn Leu Phe Pro

[0035]  Parasinl [])¥41)

[0036] Lys Gly Arg Gly Lys Gln Gly Gly Lys Val Arg Ala Lys Ala Lys Thr Arg Ser
Ser

[0037] magaininIT [KIJF4 :

[0038] Gly Ile Gly Lys Phe Leu His Ser Ala Lys Lys Phe Gly Lys Ala Phe Val Gly
Glu

[0039] Ile MetAsn Ser

[0040] A< S it 451) SR I AH AL 27 V2 & 1, T I ASCES Ol 55 1B . J AR & 4 o ) 2B 7
Pioneer Z RGN A B2 IRE IS sk FERY TFA B YT, F B AE4liAk, 4k Ja i 2 ik
W g . RGP RUT -

[0041] T P ARAIHI% (LARI#E 0. Immol H) GKV-1 4] )

[0042]  DARFTA il &5t B IR Baln) 3 e 138 | M H A R G A 7

5
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[0043]  Hil4& ) GKV-1 £ ikP51 4

[0044] N-Lys Gly Val Arg Lys Gly Ala Lys Arg Gln Gly Cys Lys Lys Leu Ala Arg
Lys Ala Leu Lys—C

[0045] il 4% M\ C ¥ B N Im B N HEAT, & A H shiwdl. 5 5EFKE 0. Immol HIZE & T 28
— AN FERREN Arg BB IR (I T-26 BN AW R G A7) ), 364, 1] 20 %6 WRiE — A 2% At
RS R4, — TR P BEIIE WE, 9— 27 4t (Fmoc) DR I 5 2 SRR A Tk — 1.
ffg (DCC) , FEFEZRIF =M (HOBt) / — S N JE ZFEfik (DIPEA) , ¥R o OV MRAEAT EARMME &
SR 30 438, — F AR M RE S pE A2 L B ORGP BB G SO D IR E B A& SR (R ERAE
AN, pioneer £ k& MAHRIERRR )

[o046] i+ 5 2 Ik a0 N A IRETY] -

[0047]  HUR S Jm AR I B RUBIVI (88 % =9 LR, 5% KM}, 5% /K, 2% =5+
SERERE ), IR 2 /N, SEUE, SR A I 10 AR T K LB, 4000 # /43
B0 10 7350, AR UTVE I =R T4

[0048] 2. HUpdik4lifk

[0049] FRE—EETEEMZIKET 0. 1% =R, FE AP R A8 (Ve
WA 80% LA 0. 1% LR ) , WEVETIE

[0050]  SEjitifs] 2 HUwR Tk GKV—4 FER7E K aH B b ik

[0051] 5 S5 vk & B4 4 T B IR A GKV—4 5 [, 4 30 50 % 3] pGEX-4T1 #ifk | (I B
Amersham Pharmcia Biotech 2A#]) ), %R 5 &40 KA B IM109, 28 1PTG % S % 15 GST-GK
V-4 @G EE, B Rt B DI S S5 PUR K GKV-4.,

[0052]  SEEf AL ) ATP, IPTG, T, 2 ZERZEF R VNG « T,DNA 4%, Klenow i\ BRIt
P U Ry Sl T B A0 381k BIOLAB 23 w) 7= ity 1 R RIS A ¥ A2 T A w) 7 i, SR %
HIR A B E T AV TRREARIRS A PR A7) G . HiBEsT Ut &% T SIGMA A 7).
[0053] 755 DNA 73 B 24K PCR 4 15 L BEA  JSORERE A0 18 T2 B P B e 557y 1 oe
FEPRAE L IR T, YN INAG & SR g 1 (1 e B SRR M) AT o R IR IM109 B5 37 4E
VAR BRIE] AT LB BrgREE

[0054] SR HH KA B O 52 1D 26 0 1 B2 D3 DL B B 1R K GKV—-4 ZE PRI DNA J741), Jy 41
o FEHURIK GKV-4 FERI 57 Jii 5 ANBEIAL £ BamHI (GGATCC) , £ 37 it il b 2% 1 R %5 45 1
(TAG) , PTG i B RIS 2 2 72bp

[0055] i id DNA & X B R & MAZAZ H IR A Wro H5EH] PCR OTVAR RT3 . it
—XF514) :5” ~CCTAGGTTTCCACA-3" H1 5" ~GATGAAGTTTCG-3" o PCR [ 4cF 4 F :94°C, 30
) 545°C, 45 75 572°C, 30 # 5 W 30 MG . PCR J M 5 #4127 Wi 281k K1 enow BT 5 F
BamH L B, U1 4 97 28 R ORI CBURETED R P 23 R G R P ) 15 pGEX-4TL
BARH) BamHT A1 Smal FXUEED) F W4 55 AL K & M09, ek 1 id Smal BE) %
EN L. AL AL PTG 35 $ 3K A GST-GKV-4 Bl &8 . #iA 80 H GST sEA L4 5
SRk I B D) B 5 19 B H0E K GKV-4, HARERE S B S B Ui i

[0056]  GKV—4 &4

[0057] Lys Gly Val Arg Lys Gly Ala Lys Arg Gln Gly Cys Lys Lys Leu Ala Arg Lys
Ala Leu Lys
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[0058]  ZwhH GKV-4 IR TR T4 -

[0059]  AAAGGTGTTCGTAAAGGCGCCAAACGCCAGGGTTGCAAGAAACTTGCCCGTAAGGCTTTGAAG
[0060]  SEJitifs] 3 HUER Tk GKV—4 HE K26 B BEAN i rp () 26 34

[0061]  ASEjitifg] A I i) ATP, PTG, T, 2 ZER% H RN  T,DNA SR, Klenow B PR il
PPy VB ER R 7 i BH SN2 8 BIOLAB 23 w7 i, BIBRRICGR & oA B A T A=) 7= i, 558
AR A B TA TREHARIRSS A R A T & . B Egsy P15 & W T SIGMA A
[0062] ¥ it A g i B i Bk 1t GKV-4 JE A, 28 5 BamH1 i U] 5 4 i5 GST 1) DNA J 471 i%
F, Jo Fs 2L 0% $2 2 UKL pBluescriptSKIT (8 B 3£ [ Stratagene A w) ) W, # 4L Kl i
DH5 a (I H DK A7 B P DR o0 ) 5 B2 BUTURE £85I 31 BH e 20 1E 4 s, kL 42 i
EcoRT, Xhol BV )5 &EH 2 pP1CI ik (W HZEE Invitrogen Ar] ) H, JG kb e K L)
AR KM71 (335 E Tnvitrogen 2w ), FEEG FRIEHES EH GST-GKV-4,

[0063] < DNA [153 B5 \ 44L (PCR § MG (B  BORI R A 20 L B Rl G855 7 1 o
BEERAE IR T, WIAT S w5 9 & 10 o B SE IR TR BT o B IRIREBER AR KM71 3557
PEWAARER A BUGY By 755, RS TR IARIG 88 11 GST-GKV—4 B i BF B R 55 5% 7E BMMY
BEFRHE, R 24 DA EE R LR 1%

[0064] K FH M B BT i 52 1) 2505 1~ 1 1T G A L 0 B K GKV—4 J% GST ) DNA 741, #EHL
B IK GKV=4 LR 57 v 5| ABEYIAL & BamHT (GGATCC) , £E 37 i il b £ (B 2501~ (TAG) M
EcoRT WgIA7 fi (GAATCC) , P15 M i 25 IRl I B 2l 78bp, [RIIN7E GKV—4 5 K i Bt 84w bd GST
[¥) DNA J#41), [RIIS7E GST 1) DNA JP1 57 s il T —A Xho BgYIAL A

[0065]  GKV-4 #% #F B2 H Wr i) i 4% - 38 ik DNA & i A B 82 A 1k g 15 GKV—4 #% 1 1R A
Wro 4R 5 F PCR J7 6 X 26 Rl 34T 9 4. W v — X 51 4 5° ~CCTAGGTTTCCACA-3, Al
5, ~CTTAAGGATGAAGTTTCG-3" » PCR R N 4&A-UT T :94°C, 30 # ;45°C, 45 #» ;72°C, 30 b 5
N 35 AMEFR

[0066]  #hd GST ] DNA J&H1 I 4 s it — XI5 |4

[0067] 5’ —~CTCGAGATGTCCCCTATACTAGGTT-3’

[0068] 5’ —~CAGTGCTACGCCGGCGAG—3’

[00691 HILL 5|49 38 pGEX-4T1 &1k, PCR WU :94°C, 30 #b ;45°C, 45 #b 5
72°C,60 b s )N 30 M

[0070]  H 3Gy B 5 BURL I IESE F GKV-4 1K) PCR 438 v Wr 223 Klenow M1 f5 H BamHI
I EcoRT fg VI, B0 A Wi B I fa (FIRR R v 2 RO S E Ui ) S5 9wb5 GST
[¥) DNA 4 388 155 371 ) BamlT F1 Xho T Eg 4 [F1i B 3% 42 /5 55 pBluescriptSKIT [ Xhol Fl EcoRI
B DTS BB o R WA KT DH, ., Bk 2 Pt Vi B 3 B 1) 2508 Jm » 1k
— BN E R IE A ER . $EEUTCRIZ: Xhol Fl EcoRT EEVI R/ A EX, 55 pPICY 1)
Xhol il EcoRI BV iEHL A L pl K 18 )Tk pP1CO9-gst—GKV—4, A KAt i D, . G4 E R
BFRDUEI LS 7. HOCERIRIER 73 (Clare JJ, ete. , Gene, 1991, 105 :205-212) il
PRI RE KMT1 (A2 2540 L, F0F Sacl HREF DI 2o AL A TR pP1CI-gst—GKV-4 £
HL AL G ON B2 A 40 L, B AEAL 454 R 1. BKY, 22. 5uF. 4 HLEL AV R BEST B i i T YPD
AR, 30 CHEFEIR S , Bt b ek il & 28 1 IR BH 1 S

[0071]  #E4k 120t RS SR A GST-GKV-4 &8 A . Bia 8 A GST EaFE4itb 54

7
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I BV 513 BIHURIK GKV-4, BAREAE 2 BRI & R Ui

[0072]  GST-GKV-4 @& A F4

[0073] Leu Glu Met Ser Pro Ile Leu Gly Tyr Trp Lys Ile Lys Gly Leu Val Gln Pro
Thr Arg Leu Leu Leu

[0074] Glu Tyr Leu Glu Glu Lys Tyr Glu Glu His Leu Tyr Glu Arg Asp Glu Gly Asp
Lys Trp Arg Asn Lys

[0075] Lys Phe Glu Leu Gly Leu Glu Phe Pro Asn Leu Pro Tyr Tyr Ile Asp Gly Asp
Val Lys Leu The Gln

[0076] Ser Met Ala Ile Ile Arg Tyr Ile Ala Asp Lys His Asn Met Leu Gly Gly Cys
Pro Lys Glu Arg Ala

[0077] Glu Tle Ser Met Leu Glu Gly Ala Val Leu Asp Tle Arg Tyr Gly Val Ser Arg
Ile Ala Tyr Ser Lys

[0078] Asp Phe Glu The Leu Lys Val Asp Phe Leu Ser Lys Leu Pro Glu Met Leu Lys
Met Phe Glu Asp Arg

[0079] Leu Cys His Lys The Tyr Leu Asn Gly Asp His Val The His Pro Asp Phe Met
Leu Tyr Asp Ala Leu

[0080] Asp Val Val Leu Tyr Met Asp Pro Met Cys Leu Asp Ala Phe Pro Lys Leu Val
Cys Phe Lys Lys Arg

[0081] Tle Glu Ala Ile Pro Gln Ile Asp Lys Tyr Leu Lys Ser Ser Lys Tyr Ile Ala
Trp Pro Leu Gln Gly

[0082] Trp Gln Ala The Phe Gly Gly Gly Asp His Pro Pro Lys Ser Asp Leu Val Pro
Arg Gly Ser

[0083] Lys Gly Val Arg Lys Gly Ala Lys Arg Gln Gly Cys Lys Lys Leu Ala Arg Lys
Ala Leu Lys

[0084]  GST-GK V-4 & 1FBRfF4) -

[0085]  CTCGAGATGTCCCCTATACTAGGTTATTGGAAAATTAAGGGCCTTGTGC

[0086]  AACCCACTCGACTTCTTTTGGAATATCTTGAAGAAAAATATGAAGAGC

[0087]  ATTTGTATGAGCGCGATGAAGGTGATAAATGGCGAAACAAAAAGTTTG

[0088]  AATTGGGTTTGGAGTTTCCCAATCTTCCTTATTATATTGATGGTGATGTT

[0089]  AAATTAACACAGTCTATGGCCATCATACGTTATATAGCTGACAAGCACA

[0090]  ACATGTTGGGTGGTTGTCCAAAAGAGCGTGCAGAGATTTCAATGCTTG

[0091]  AAGGAGCGGTTTTGGATATTAGATACGGTGTTTCGAGAATTGCATATAG

[0092]  TAAAGACTTTGAAACTCTCAAAGTTGATTTTCTTAGCAAGCTACCTGAA

[0093]  ATGCTGAAAATGTTCGAAGATCGTTTATGTCATAAAACATATTTAAATGG

[0094]  TGATCATGTAACCCATCCTGACTTCATGTTGTATGACGCTCTTGATGTTG

[0095]  TTTTATACATGGACCCAATGTGCCTGGATGCGTTCCCAAAATTAGTTTGT

[0096]  TTTAAAAAACGTATTGAAGCTATCCCACAAATTGATAAGTACTTGAAATC

[0097]  CAGCAAGTATATAGCATGGCCTTTGCAGGGCTGGCAAGCCACGTTTGGT

[0098]

GGTGGCGACCATCCTCCAAAATCGGATCTGGTTCCGCGTAAAGGTGTTC

8
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[0099]  GTAAAGGCGCCAAACGCCAGGGTTGCAAGAAACTTGCCCGTAAGGCTT

[0100]  TGAAGTAGGAATTC

[o101]  SIZjadsl] 4 HUp Ik %

[0102]  fnPd 1 froR, Hil4 BIPT B Ik GKV-4 280l it 40 M7, GKV—4 78 U B BoR 2 1 i
K 2324, 00 HZIFAVEE IS A 2324, 00 1F B 4% 19 22 BRI A ¥t 16 GKV-4 HT
(L7 e S kTN Y K

[0103] U Kk GKV-1, GKV-2 K A & B 28 FF (19 H & 5t B K, R AR 1 B K GramicidinS,
parasinl Al magaininIT 7] L% GKV-4 $ B Ak IR 2% 75 714 o

[0104]  SEJiAA] 5 o B IR RT3 TR Pk A U

[0105] DL SE st 48] 4 J37 A FH %0 45 ol B o D) - b 1 A= 4 o) S O

[0106] % FH 96 FLAR XS L b IR 1 o3~ W7 3 P AT RS0 3 P 8] A 4 22 V5 A B 1) Bt i Ik
GramicidinS(S), parasinl (I) 1 magaininIT (IT) YE&XtHRE, IF H B AH AL 2% & B 6 A
KA 12 50K GKV-1 B GKV-12, S & 1 A B i M

[0107] & LA T 2D BRI AT I i B0 bt JOR 10 % e v ik

[0108] RS o5, FEAN R 37 CHEFR I AL, PR T8 LB IE 7R3k rh, 37°CH R 4, WMok
BT R B A 10°-10°CFU/m1, 3% 8451 100u] BVREER T 96 LA, B 2 IKLL— 52 LU A%
B Ja, BAL N 10ul, 4 96 FLARE T 37 CEE IR AL, BEAR ORI ODgyo L (In Yup Park
etc ;FEBS Letters ;437 (1998) 258-262) . Faril &5 L WK 1.

[0109] &3 B i IR B 4H 1 ) AR S (ODgyo) 5 AN T BRI IR 40 17 1100 AR A IR B 1 ALK
T90 % I 3BT B AR B B A e /N BT UR S (i NPBRTIR S (MLC) s A b 2 ) 4 o A
[ B AR TR ) o

[0110] 3K 1 JLAMHT BN AS [F1 40 B BP0 e s PR d /NI RTR FE (ug/ml) LR

[0111]



CN 102391370 B OB B 8/11 Fi

EXRKHENE FEERHAEE HH

€00 9T DONDBE 32t Bt B (B ek
0SHIaB e
107E9DIMOBE a2
pE9 "1 SHES RENETE
100 870N S el 3t
6608DDLVEH 1>
LT DOWO B SR EREIC
600 SDONDEE A & MR EN B N
POTOTOONDEE NI M
€20 TOOLVE R0 (T
9¢ L6DDLY Fa R Y R

s 6 24 24 12 24 -100 >100 48 »100 >100 >100
I 12 12 24 12 24 24 24 24 48 48 48
I 12 -100 48 24 48 48 24 48 -100 >100 >100
vi 3 3 6 3 3 1.5 075 15 6 12 12
V2 6 3 3 3 3 12 12 6 24 24 24
V3 3 1.5 6 12 6 1.5 3 12 24 48 48
V4 15 075 15 075 04 3 3 1.5 6 12 12
Vs 3 3 1.5 6 6 6 12 12 24 >100 >100
Ve 6 6 12 6 3 12 12 1.5 12 48 48
vioo12 3 6 6 43 12 12 15 48 48 48
V& 1.5 3 12 04 6 12 12 24 >100 >100
Vo 075 6 24 1.5 12 6 12 48 48 48
vie 12 24 12 12 12 6 48 6 6
vit 3 6 075 6 12 12 1.5 12 24 48
viz 6 12 12 075 12 1.5 6 3 3

W W &\ W W

[o112] B3R (IR de /NS BT R R AR B/, AR Bk e ) i, I\ B3R AT LI Y, AR B
HIHTE K MIC B GramicidinS, parasinl Fl magaininI T 3578 )N, 4 il 2 % o 2% G BH 1o
[RIZACER s AR 7 BH BRI B DR D BT B ) R OR o T4 LU I = 25 BB IR

[0113]  SLjfs] 6 HLE KD RE 5% R4 PRACAT AR I 3% R s T A

[0114]  Veil& Pl E K ThREZE R 304k GK—20 £72E4, & vk W3e | v H A R 48
A7) (Applied Biosystems)pioneer Z K& MU ERVETEM . & Wit o @ gt ([R5
JEAF) 1) Ja s R T AT A I B NPV R RE SR B PRSI [R) S 4] 4, A A5 R WK 20 B
& GKV=2 R FH T -

[0115]  GKV-2 :

[0116]

|

Lys Gly Gly Arg Lys Gly Ala Lys Arg Gin Gly Gly Lys Lys Leu Ala Arg Lys Ala Leu Lys Arg Ala Gly Arg

10
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[0117] 3% 2 PURE K GKV-2 ThBESE RPN AN R 40 B ) e /DT IRE. (MILC)
[0118]

TR IR e DB

Sk T (ug/ml)
GKV-2
£ S EHEIRE OMCC26003 0.75
= FHEAT B DB430 1.5
% 2/ FFFUFF BT CMCC63202 6
Ei EETYIRE S1. 634 3
B FETUERET CMCC28001 6
3 KHaFFEE ATCC8099 6
- Jife #¢ 5 76 101 B BAT CMCC46117 6
;; IR FEYP TR CMCC50094 12
# S FRAFET CMCC10104 6
]
= F SR E ATCC10231 24
H 163 VB 1% 5k ATCCO736 24

[0119]  SEjififsl] 3 AARAMES 3% Ao )

[0120] ALt 5 A TG00 30 B BRORE A R 2 40 e 75 oA s I M, I FH AR AR 24306 il
(FIFLEE K GramicidinS, parasinl il magaininIT {E &% A% FH A0 WAL E T 1E 45 AL
[0121] 1 JPR I IIL 335 1 PG 00 A6 B

[0122] 4 % [¥) 35T f6F 21 40 Jf 2 VR A8 414nm N I 20 3 (A B BOR M I 1. AN 2040 i 4
PBS (PBS :35mM i 2 2% i ¥ /0. 15MNaCl, PH7. 0) ¥k, BL 100ul ] 8 % A Z1 40 e By T 96
LB, BEALH IO 100u] HUBE KGR, 37°C— /i J5 5, 1500rpm B50 5 738, #8% 100ul |
T THH 96 FLAR A, T8 BEAR ORI 414nm R W, B PEXT IE T PBS, BHMEXT A 0. 1%
TritonX-100, A&l H k& 2

[0123] 3R 3 TLAhL i TR I PRSI &5 2R

[0124]

11
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TUB BRI WILE (%)
(ug/mD GramicidinS parasinl magaininll GKV-1 GKV-3
12.5 0.6 0 0 0 0
25 3.1 0 0 0 0
50 24.6 0 0.9 0 0
100 100 0.03 3.3 0.03 0.05
200 100 0.3 11.5 0.5 04
500 100 6.0 40.0 8.0 6.0

[0125] 3K 2 " e R PRI I AR A /) , TR SR T BT JOAC 1100 L 25 e )

[0126]  SEjtifsl] 7 B ik Py SR IR

[0127] 2% S 490 FH DA 900 Be ot JOK % 2 40 |0 25 M, 9 P I A Ak 2235 A R B B Ik
GramicidinS, parasinl Fl magaininTT 1 Jy 5 B, 52 A % BH AL BT R Ik GKV-1, GKV-2
1 GKV-4 15

[0128]  SRH B/ 60 H, MEMES 2, /A 33. 5+0. 25g, B ki Img/ke &, & H
—PIEL T RANFE /D AR, WS KFIE TR RN SC56 45 RK W, s &l
PR IK 7 K5, BT R IGSER . 47 KW, 60 JU/NA R AT EN. IEBTR KT
BEER .

[0120]  SJitifsi] 8 HLERT IR 7 vy B 22 0T /) Bl <0 2o (5 7] 257 o o J B 2R 1 1) 255 SR 1) L
[0130] A FH B2 BH /) 11 bR 1) <5 0 €00 ) 20 B BT S ek SR U s 1Y, S S P IR

[0131] & o5 (6 2 BRI CMCC26003 B T3 5% ¥ BRI 2 11 /NF I iES A v L, 235
B . RE K 32. 6+0. 25g [/ BB IS )5 10°-107 f735 4 e, A Ab B4 B 3
AN R IKE S PT B IR GKV-1 T GKV-3 ( B T 0. 1 2T+ 5% A7 ekl BALES ), 78 10
SPhEES. RN ES T ER (T ERERNRE FAAREETEMR AT, AR
N TR RS TAALERE) .

[0132] 3K 4 PURJIK GKV—1 GKV—3 Fl 5y 25 2 00 4 o (5 3 25 Bk B S MR I e/ 1 VBRS040
A

[0133]

12
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FE (mgkg) HEIZE (%)
HE Ik GK V-1 PiEAk GKV-3  FHHER
EEdinean) ko 54 RS
0 0
0.125 38 42
0.25 100 100
0.5 100 100 0
1.0 100 100 40
2.0 80
4.0 100
8.0 100

[0134] 40K 3 Jrow, Rk 45 0. 25mg/ke, HUREIKEE 100 % fRIPIEG Nl T ER
1E 4.0 250 /kg BT A 100% AR FrA AT BAEAS] 24 /N EARZET .

[0135]  ZSEE M8 Sl s , HU B MAOGS FH v S50 i ) 40 T 7)) /0 B S e AR R % K < 5 19 7
2R BR B 0 R

13
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[0001]
IR

<110> BB & LB AT R A BRA R
<120>—Fh47t Bk J Ho bl 4 7 VA R
<130>

<160>12

<170>Patent In Version2.1

<210>1
<211>25
<212>PRT
213> AN T

<220>
. <221>CHAIN

<400>1
Lys Gly Ala Arg Lys Gly Ala Lys Arg Gln Gly Gly Lys Lys Val
5 10 15
Ala Arg Lys Ala Leu Lys Arg Ala Gly Lys
20 25

<210>2
<211>25
<212>PRT

<213> N LJF#%)

<220>
<221>CHAIN

<400>2
Lys Gly Gly Arg Lys Gly Ala Lys Arg Gln Gly Gly Lys Lys Leu
5 10 15
Ala Arg Lys Ala Leu Lys Arg Ala Gly Arg
20 25

<210>3
<211>21

<212>PRT
Q13> AT

<220>
<221>CHAIN

<400>3

14
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2/4 ;T

[0002]

[0003]

Lys Gly Gly Arg Lys Gly Ala Lys Arg Gln Gly Gly Lys Lys Leu
5 10 15
Ala Arg Lys Ala Leu Lys
20

<210>4
<211>21
<212>PRT

<213> N5

<220>
<221>CHAIN

<400>4
Lys Gly Val Arg Lys Gly Ala Lys Arg Gln Gly Cys Lys Lys Leu
5 10 15
Ala Arg Lys Ala Leu Lys
20

<210>5
<211>20
<212>PRT
213> ALF7

<220>
<221>CHAIN

<400>5
Lys Gly Ala Arg Arg Gly Ala Lys Arg Gly Gly Lys Lys Leu Ala
5 10 15
Arg Lys Ala Leu Lys
20

<210>6
<211>20
<212>PRT

213> A LFF)

<220>
<221>CHAIN

<400>6
Lys Gly Ala Arg Arg Leu Ala Lys Arg Ser Gly Lys Lys Val Ala
5 10 15
Arg Lys Ala Gly Arg
20

<210>7

<211>20
<212>PRT

15
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<213> AT 51

<220>
<221>CHAIN

<400>7
Lys Phe Ala Arg Arg Leu Ala Lys Arg Leu Gly Lys Lys Val Ala
5 10 15
Arg Lys Leu Gly Arg
20

<210>8
<211>20
<212>PRT

213> AN T3

<220>
<221>CHAIN

<400>8
Lys Phe Leu Arg Arg Leu Ile Lys Arg Leu Val Lys Lys Val Leu
5 10 15
Arg Lys Leu Gly Arg
20

<210>9
<211>16
<212>PRT
213> ANTRF)

<220>
<221>CHAIN

<400>9

Lys Ala Ala Lys Lys Ala Ala Lys Arg Ala Ala Lys Lys Ala Thr
5 10 15

Arg

<210>10
<211>16
<212>PRT
L213> AR5

<220>
<221>CHAIN

<400>10
Lys Ala Leu Lys Lys Ala Leu Lys Arg Ala Leu Lys Lys Ala Leu

5 10 15
Arg

[0004]

16
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<210>11
<211>16
<212>PRT

213> AN TF%)

<220>
<221>CHAIN

<400>11

Lys Gly Leu Lys Lys Gly Leu Lys Arg Gly Leu Lys Lys Gly Leu
5 10 15

Arg

<210>12
<211>16
<212>PRT

213> N T FF)

<220>
<221>CHAIN

<400>12

Lys Ala Thr Lys Lys Ala Leu Lys Arg Ala Gly Lys Lys Ala Thr
5 10 15

Arg

17
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