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(57) Abstract: Provided are: a method for blocking the
biosynthesis of an outer membrane protein (OMP),
which is a protein required for the survival of bacteria,
by inhibiting the formation of a YaeT complex in an
outer membrane of a gram-negative bacterium; and a
substance for use in the method, for the purpose of dras-
tically solving the problem of the acquisition of multi-
drug resistance of a gram-negative bacterum. Specitical-
ly disclosed is an anti-gram-negative bacteria agent
which is characterized by being capable of inhibiting the
formation of' a YaeT complex to thereby exhibit a bacte-
ricidal activity, a proliferation-inhibiting activity and/or
a drug excretion-inhibiting activity on gram-negative
bacteria. The agent is preferably a peptide molecule
comprising an amino acid sequence composed of at least
LTLR or a peptide molecule comprising an amino acid
sequence composed of at least FIRL.
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[0001]

[0002]

[0003]

[0004]

Bl =

RBEDEH 77 LEEEA

B 55

AFERIE, T LEEERRED T ARICEDGERICET S, &LV
HMICE, I LEEEEDNEICEET DY a e TESKROBEERET S
CEIT&Y, VI LREEICHT SREEM, BBAEER. RU/XIFE
B HBEEERZRIBET S LD TEHEFICET 5.

BrBiR

ZHEIMEDZIIER (Pseudomonas aeruginosa) %
FoRRNGBE— /NI —_ (Acinetobacter bauman
ni i) Z0J7LEEEIRABREENTIEERNFTHY . REAVET
LE-BEZERGRECES LOIGHEEN DS, ChoDEEZHIMIEE R
THOICBREEDRBIHE L XKELMBELEGE>TS, J5 LREEIER
BEMREEWSIZDODEZHFEATHEY . MEMENEN/ERT H-HITE
 EVERI S LEMEOEMGREEEZER L THIRNEICEIEY S
BENH D, £EIHN, EXEHER, HNEOZBEDET. FHOEL, E
Bl AR Y I L AERDHELE EICE>THEVEDDEMNMET L, ZH
MEFERTHILDEEZLNTND,
BREEOZFIMEERICKECERLTVIOMNZHHERLTTH S,
CORYTIE, EREICA S -EHE T RILF—ZFE > THEEBMITHANIC
Bk, TS, BRBERLTEEIADT 7 —IZHEEIN, Thid
DHFT, HRAGREREHHTEIENMONTINVERND (resist
ance nodulation division) 273 —DR>7
(E3FEHEOY Tay O SEEEINTLS, BREREICITEHDORNDER
DITNFEETEN., TOSETEERRYTEMe x AB—0p r MIRU T
THb,

AFEAEZL, BEFEOMe x AB—0Op r MRV FIZEB L., HZH|
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[0005]

[0006]

[0007]

[0008]

PHARY TEBHT S5 T1=y b THEO0Op r MDT =/ BERSIZHET
52 EIT&Y. REFOEFBHEAR Y THEEZEEL. MEFIDOEN 1R
TEHEAEEREL. BRVREXTIEFABVICHZERERY ) —=0 T
THAEEREL: WFHX1) . LALEASL, EMERIIICEWTER
NEFTEHE, AERAEDHMENKRONSEREMELH o 1=,

—F. BEECKBEELEEZEL T T LEEROMAINEATHEY., B—
NLLTAaTAY MNEDAEMRTH2 VN0 HE) EEHICY ae THEA
EOABETHACENMONDIZEY GERFHXE 1) . A% Yae THAR
KOIFBEELBASINATEZTLS GEHFHEXHE2) . YaeTIE, Y fg
L. YfiO, NI pBRUSmMmpALZADDKREIVINVBEELEEENKE
BT d L2k, MEZV/INVE (OMP) DEERZER>TWS., &
LMEZ AL, Yae TORSABREZBREINEEFHFHA L TEELOM
PONEADEEEELT D ENTEEIEEZLND,

ST HA XK

e SR

ikl  ERAREW02007.0913958/80T7Ly b
FE4FEF SR

k] Seokhee Kim%E, Science, Vol. 31

7, pp. 961—964 (2007)
ERHHFXE2: Rajeev Misra, ACS Chemical B
iology, Vol. 2, pp. 649—651 (2007)

FRAOHME
RAMNBRL XS LT HRE

AFERE, LEOFRFICHEATHRIALEDOTHY ., I3 LREREDSNE
[CHBITEY ae TEAKRDOEHZEZEETT S CLICKY., BOAEFICHELS
B2 V08 (OMP) DHIEZENT 5 ERVED-HDERIEREL
TS LEEEOZHIMIEEOMBERAMICHARTSIEEBNET
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[0009]

[0010]

[0011]

%o
FETRRTH-OOFE

FOTKFEHRIX., Yae TEEKROBHEBRETET A LICKY T Z LRY
HITH T HREEM, BERSFER. AU/ REEFFLBASERZRIET
HILEBEBETHMY T LIEEERIEZRHET S,
FEADZR

FFERICEINE, EROMEVEOEETRY/ XIFFEFETF T, VT4
[EEEDY a e TEARBHZEEL., ZNICE YT T LERERISHT 5%
EER. BEREEA. RO/ XEEXBFLEEFTERNIRIES NSO, 5
B2 NV EDERICK BHLHRIMIELDRBENBEMIBREIN D,
EAfETOY S R L

(K115 LIEEEEONERVABELEVICY a e TERARENEZ VIV EE
DEZREHRATIEARTHS GEHHFXH 1AM S5IH) .

[R2]F2DT S LEEEDY f gLD, YaeTEDHEEIHEDT = / EEEC
HELETOIITHS,

[RBIIELZDY S LIEREEDY f | ODKREFEBDOT = / BEH LT 5 E
THb,

[B4ILTLREIVLTLR—NH, DPAO1KIZHIT IRERADEE
KEEERLEIZ7THD.

[BA5]LTLR—NH, (5 mM) OFEFLVIEFETFTDnal B
BDOF LXIZHT HEZMEDELDT S T7THD.

[B6]LTLR—NH, (5 mM) OFEBLUVFEEFTOnalB
BOAZTIIHT HRZEDELRDT T TITHA,

[B7]JFIRL—NH, (1. 5 mM) OEESLVEFETFTTONa
| BEDOF L XIZHT HBRZMHDELLDI T TTHS.
[RBIAREBRETIL (ElH7) [THT2HMERELLETRT IS T7THD.
[ROIAEERETIL (REH7) [CHTH1 2HHEOAEONRETITE
BETHb.
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[0012]

[0013]

[0014]

[0015]

[E10]AEEEETIL (EEFI7) [CHEIT42 4RHEEOAKRONRERT
EETHD,

[EIABREEETIL (EEHI7) ICETABEKAITELLERTISTT
Hb,

[R12]BHXETIL (EHEHIS) ITETHIMEHRELERT IS ITHS,
[R13]FHAXETIL (EHEHIS) IZETHIMEHRELERT IS ITHS,
RAZERT 51-ODRRE

EFRELEESIC, REHAORY T LEEEAIL. Yae TRERDOEEE
BETDI&IC&Y, VI LRERICHT 2ZEHA. HBEEEERA. RU
S RIGERISFHBEERERIEBET S L ERH-ET S,

ARRICHEITD [T LEEEE] RAAER. —RICAVDLNTVSER
THEAINS, B, JSLEBIZEVWTYURZLNAA LY MZ&DE
EARBINSMEORMTHS, RERNGET T LRERELE LT, XIEE
(Escherichia col i), HILERTE, Ya—FEFR,
ANJANRGER—ZFDTATANITIVTRUELT /NI TIYVTHREEND,
EZICBEELTHET S L, BEELTIE. MRBROEETEEET HKE
B, 1 VI7ILVIVHFELGE, BRBROBEZEETSIABEE. STEUR
ERELGE. HIELRROBFELZELET SN 2—-EQY, FIL bR
IWEGRENFEFON, MEL LT, BREXE. 147 AE., HKENEF
oY (7

T LEEEIZETASY ae TEHERIEZ, BREIVNVETHSIYae TIC
. YFfgL, YfiO, NI pBRUSMpA#LDADDYKREINIEMN
EELTHBENTWS, BT, Yae THAKAOMPODESHETS
F=OIZE, Y FgLRUYY f i ONMEETHIEMARALEINATEY., Th
5NDYae TADEEEMAETTDLICKYOMPIFESHINAGRNT &I
5%,

2T, AEBADE—DEHKIE, YaeTEY fglLENESEBEETD
CEERHMETIMT T LEERRITH S,
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[0016]

[0017]

[0018]

[0019]

CORROERERRT ALY, ARAEHE, BB I LERED
YfgLDYae T ~DHEESHEOT =/ BEFEZLEL (R288) . 5
EICRESA TV EEZHEE L. H2(2801 T, OATHEALZEENS
EBIZRESNE7I/BEREEZRLTVSEN, ChboDHRT TA] TRLE
DT = /BRI ERICLTHRRAGRTF FRFEERL. TOERAEHE
BLT=,

FOMRR, TE/BES TLTLRI 28TRTF FoFERAVES
YaeTEY fgLEDBELHEAL, TNOoDREETAMEETESLC
EERH LTz, #-T, AKBAOHRYT 7 LEEERIE, LG <CELLTLR
Mo ET R/ BENIEZEEORTFRETHLIONHFELL,

RIZ, REBADEZDERELT, YaeTEY i OLDFEZMEET
HTEICEBL-, BEITILIZEEEDY f i ODT =/ BEERSIELHELT-

DHEITHD. BEICRFESINEBEHOFT, 73 /8FES TFIRLH
Pl 2HTARTIFEDFMN, YaeTEYFfiOLDHEEAERAL., Fh
LDR/EEZRMIBEETELILERH LIz, HBRTFFAFE, 73/
BAFRS| TFIRLHP) £TEEFH<TYH, TO—MOT7 =/ BLERS TF
IRL] XRIFTIRLH] #ZBATLNEEMTHS LRSI, #
ST, AEAOHY 7 LREERERIL, PHECEBLFIRLIXIETIRLHADS
573/ BEINEELCARTF EAFELL, BT, PHECELFIRLH
PWNSKET S/ BEINEZELCRITFRETHLIDMNIFELL,

Tz, LBEORTF RRFIE, EZEHIATOTH LWL, HIZIE RT

FAFDCKRIHET S FMELI-3DIE. RIEHDORTF RSFITHELT
BEERAMERICMLET 5, AFHAFZL, CREDHEEFTAT I FEICK
STHBHEINI-HICEZBENAL LEERTIEELNEZZI TS,

LWLAENS, BIZEERTF FOFONKIHEE T 2FILE LIz B DI,

DREEAMET LT,

#oT. AEBADMY S LEMEFRIL, FIXZORTF KFOFDOCKRIFEET
SFELIZEDTHIDATFFELL,
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[0020]

[0021]

[0022]

[0023]

[0024]

[0025]

AEBAITEWTEMNELTWSYaeTEY fgLRUY fi OLDHEE
ERBMIISEDONEENEDORICH IR TS XLIZFEET S (B158)
o HOT, AEHADESR| (RTF FHF) M4 EH SIERARBGLIZENLET 571
HICIE, HMEZBBT HILENH D,

BICKRBHDES, ERNGRETANEERIESEH-HITE. SMED
BiEEERALSELERERFIEETIDMNFELL,

NEDZ B ZAM LS EIERZATIERE LTI, HICBRESNSD
DTEFGEVD, HREZEERZE T AMAERINETFoN S, BEMBIZE,
RYSFIUB, aYRAFUETHD,

—A. CRIHET I FELIZRTF FAFDEES., ER L& SITCXEiR
DEEFMNEHRELTLEDT, ThESTHREZERTELEEZAOND,
ERIZ, R SXLUBTEGL, BREEEREZH-LVVERITH ST X
LA F L (BZV2LE) ZRKERELEGEICLEDEFTEDETHE
Bant,

b, AFEHEDT = FERTF FAFERWVSIGE. BEEERAEET S
MERIZRERFRS LG TE, BRTFFAFINEEZEBRLTYae T
BEERTBEMLIZEZEL, NMNEX2 VRV EDEERERET BN D,
#oT, BIZIE. BEERAERLLOVRERZRBRE LGEICE,. &
HEKEADT 2 FERTF FOFOERIZK > TEMNHESEIE L., ZORRRES
[CHLEYRBRZHRELGY, RENREZTHLEEZAOND,

F2o T, AEADGE=DERKRET, XEAORT Z LEHEER (B RE
i) &, AR (BEEERAOEEICESHN) E28FT I L#EHME
5. VILEMEERREDARRETH D,

BEEEREEEEVERE LTE, BISRESIAT, #EIL—HRIC
FERAINTLLILDONERATEDS, fIZE, E770XKR) DRAEFITH
577X IFEFVLFE, JIAOX/ OVRRAERITH LA
JaxgLy, 070X YL vE TR/ 5V RRAERITH ST

SUE, DILNARRLZRIMERTHS A ORRLENEF LN D,
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[0026]

[0027]

[0028]

[0029]

& Tt 451

UTICERBIZZE FCAFKAZRICHEMICHRAT 0, AEHAE A LD
EEHIRE SN D LD TITALY,

UTICSRIEBAZFICENT, FILEEE BRBREXXITIKEGE) OEF
HOBEAZIRDBEY THDB,

37 CT—MEBEL-EDO—HEILy L aGMHBMIZHEMLT, AL
BETEEZHKTS, BOEE (600 nmTORAE) 0. 7?70. 8IC
FELEE, ZOREBREMHIERICMZATI 00?720 OfFFRMLI-EREH
HL, ERICHT 5,

&6 0?80 UL ERTFFEDRREMATREMITIOO L LITLT
BREITCTHEBLENAL—ERME (M) BET L, HEEER. Bk%
PBSARTHERL., FOFERREMHEX T L— MBEE, 37°CT—H
EEIT D, BEIL—MIAZOOZ—DHEHD U T EHIETEER
RO DB,

(el 1)

FEDEBERT, RUZTFLUB (polymyxin B) (BKREE
(0. 4ug/mL) (CORETIREIEDEFICEENEL) ZHRML
T, RIEHE (PAO1#) #HEHE LTz, COF, SLHITRTFFLTLR (
A =R LA Z—OA4 D 0—FILFX_UDESNEH D47 2/ BBRE
MNoEBERTFR) #BADERETMALEHTEREL, ThEhOEH
TT. REFOLEREHMEHEL., RIFFEFMLEVE EOEFHITHA
T RTFREMZE>TERBNED LS ICEILTINFAELS, R
4 (A) OYUZTITRLT,

0. 4ug/ mMLORYIFLUBHFAETT, BREEOERFEL, RTF
FLTLRDBEEKRFEMIZHEILL, 2. 5mMOLTLRZEZMZTERELS:
BEICE., RIEEOEFREILZFZFO0%ICTHE 1=,

(LLBA5l 1)

EHEF1IZENT, RTFFRFLTLRDABZEDT7I/ B (R) #5714



WO 2010/147145 8 PCT/JP2010/060207

[0030]

[0031]

SUB (E) ITBRLERTFRLTLEZARKL., EEH 1 EREHT,
2. 5mMMOLTLEZMATERROELZRAEL-. TOHER, RIER
DEFEORDIEESINGN o=, > T, EilEhl 1 THESII-REE
RIE7 /8BS (LTLR) ICHENTHLIENTEEINT:,

(LLBXA5l 2 )

EEF1IZENT, RTFRLTLROT7 2/ BEENES VALLELEER
JFRLRTLZAML, EHEF1 EREHT. 2. 5mM DLRTL%E
MATERRDELLZAE L, TORR, BKEEOEFEORDIHES
niEMoTz, - T, EHEHI 1 THESN-REERIE7 S /8RS (LT
LR) [CHENATHL LN TE ST,

(el 2)

EhEfl 1 TERALEZPAO 1K (REWK) OREEICKZ T, BRI RENRK
(P. aeruginosa 24, 42, 83, 888&U92) ., na
| B #% (EFIHHARY T THAIMe x AB—Op r MEEREL, 5ES
FIMEL AL >7=#K) . RUn f x Ck (EFIHHEARL T THSEMe x EF —
Op r NZEHEL, BESFIMMEL L o14k) TRV, ThbITHwHTSL
TLROERZRAELz, COEBRTIEpo |l ymyx in BORKERERE
#0. 2ug/mLL, SMMOLTLRZAMLTEBERNDEILZFART-
o TOHRETROER1ITTET,

[%&1]
W& EHEE(%)
B aeruginoss 24 0
Paeruginosa 42 43
Paeruginosa 83 Q
B aeruginosa 88 25

Paeruginosa 92

nall3 8]

nfxC 1




WO 2010/147145 9 PCT/JP2010/060207

[0032]

[0033]

[0034]

[0035]

[0036]

EFEENRLEN OT-EESEHK (P. aeruginosad2#) T

HoTH, TOEFEIFPUTTHY., Wb L25ERITEH/RTH S n a
| BN f x CKRIZBVWTHREDEFERIEZFEIELOTHY . AHRADRT
FEOZHMEEICH L TELENTHS I ARSI NI,

(EHEHI 3)

FREEOMDYICKEE (ATCC25922) AL\, EiEH 2 LR
DAEZETo1z. TOHRE. KBEOEFTRITHN1%BEVSIHERLB LN
o CHNIZEYLTLRE, BRIEFEDALGLOTKBEEEL Y 7 LESRESK
[CEERT B EMNTEEINT,

(LLBXA5l 2 )

TSI/ XKEET7EFIELIEZLTLRESERL., ZOERAEAR, =it
Bl1ERUEHTT, LTLREZEFIMELTLRIZEA THREBEOAER
REARz, TOHER, £EFEORPVEREEINT, 7EFILETEHILT
MY o LREEEENELET LI EARENT,

(el 4)

HILRFOERFEEZT I FELELTLREZARL., 20EAZAR:, E
EH1ERUEHTT, BAEENDT7IFELTLREZMAT, REFDE
BREOEILERE L1z, TOHEEZR4 (B) ITRT., P FEITE-TL
TLROEEMNEMLIZFEZRLTEY ., DILRFIRFEDT = FEERT
FROREERAELDICEDFEEDBRICHLES TS EMNALNEL ST

RN EBBREIKGHEIZH L THHE LN,

(LLB45I 3 )

LTLRDORSEZEZ-EZFICHERICEDLSITHET INETARD=H
2. ALARFORFEET I RIELETLREKULREZFNFNRARL, %
DEEERE LIz, EWEH4 ERBOEHTT, ST RELEZTLRHHL
(FLRZ1OmMMMDEREEMAZ T, RIEEICHT SERAZER . TORHRR.
BHOEGFEOFVER OGN T,
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[0037]

[0038]

[0039]

[0040]

(EHEH15)

mAEFIE LT, BEEEREZEITHRYIXFIUBIIRAT, #770%Y
DU (OFLX) REZXMLAFL (AZT) #ERALERT, EiEhl 4
ERIRDERZT o=, BRZRSRUVUREIZRT, OF LXX[EAZTD
WFhERAW=RTH, 72 FERTFFSF (LTLR) ZHMLIEE
. ACHERIREICE T 5 ZHITEM. (Na | B) OREEDEFELRM
LEEWMEEICHE L THRERIZIET LTz, Blb, AKBEDO7 2 FMERTF Ko
FlE, SMEZER L TIEMIEICEZEL, BERBIELIZIENTEIAT
o DT, AFKHADT = FIERTF FAFIE. PR LA FLEORERD
MREMLSELERAZRT L EMNER SN,

(EHEH16)

RITIFEDFELT, YeaTEYFiOLDEEEHEETAFIRL (
Yf2B1) AL, BESE (na | B) TEHEH 1 EEABEOERETo1-
. WRERT7ITRY,

YeaTeYfiOLDHWEEMEETHIRNTF FIFEEIZENT-IRIT S
LIZHEERERT LRI NI,

AREBADIMY T LIEEERO—FITHAIRTFFFIRLERVZEDT I K
EMERAVTUTOEMEREERL -,

(el 7)

BIERBRECLKSIVHXAREEETILERAV-EER

BAABBRVYF (2 k g. ) OABRFRIBITEZE DT TEZHITERE
B (MDRP) ##E35LICKYEREBREIE, VHXELUTD3
B (5T D) ITHIT, EEO6RMENSEHICROERDRREHBL
f=o MERIEIMD R PHEFER 6 BEfE, 1 2FFfdl, 1 8@ 3EITo 7=,

E1H . EEEEK (v bto—)

B2 A0xYF U OFLX RIRE (2UEY FRIRZO. 3%, X
HIEK)

E3H OFLXRIBELS50OmMNDF I RL/-EEBIEKDERR
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[0041] BB 1 2BME% (SERBAMA 6 BEfE%) RUEBTRK 2 4BH%E (SR
BgA 1 8 BFfEER) (2, BFICOVWTEHKZAE Lz, BIEAEEROAY T
Hb,

RIECAREERL, 5mLOEEREKEMATTYSHTHAEL, NA
CEXEMICEEL, 2 4RMRICEKENIV ML, BREEB8DI S
(2T,

[0042] EBMRK 1 2BEfE% (SERBAMA 6 BEREH) | BB 1 8% (SR
b1 2 BFfER) RWEBMR 2 4 BFE#% (RERFE 1 8 &) (. D
AEXREORAZHEL., ROAETHBRERAITERE LT,

AREEMEZMICHEEREZ 1 2RRICHEIL, FRRBRICKITHEADH
mE, EBAEY 1. EABL . 0IT&VYHEIEL. BREAICET BEKRR
a7 (1 2RBOEEHE) 2HET 5,

BEEER 1 2HERRV 2 4ARHEEOSHORKIIE TLAREONEGREH
ORUR10ITRL, EEBKE 1 28ENS 2 4BFROBRKRAI70DEIL
#K1 1123 T,

[0043] [E8~11ITRLI-ERMNSHLALELIIC, HREDREFTHDOFL
XE®/RELEE2HTIE, BBEVRE 1 2BHOBRTEIY FO—ILE (
E1H) SYEHEISEMLTOIDIZH L, XEBADS S LEEER (F I
RL) #RBEELEEIHTIE 1 2BMRICETERIBERICSELLTEY
 AEBAORY T LEEREIFEIMEICEN TS, £, BERXI7IIEN
T, AKHADQT T LEERERIZB LS LI-EI3HTIE, OFLXDAE
BELEF2HICHELTRADEENREL, TOUMRILXENI LohH
%o

[0044] (ZE7EHI8)

RIFERRICL ST VRAMEKETILEAL-EER

Balb /CYJX (7—88ln, ) OKEIC. 10’CFU/TIVAD
RIEE (PAO1#) ZMEASETMAETILIVRELZ, YVRELUT
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<Subject of search>

Claim 1:

Claim 1 relates to an “anti-gram-negative bacteria agent” which is
defined by a desired property “characterized by inhibiting the formation
of a YaeT complex to exhibit a bactericidal activity on gram-negative
bacteria, aproliferation-inhibitingactivityongram-negativebacteria,
and/or a drug excretion-inhibiting activity”. Claim 1 includes all of
the compounds having the property. However, just some of the compounds,
which are effective when used in combination with other antibiotics,
aredisclosedinthemeaningwithin PCTArticle 5. Therefore, withrespect
toeven just some compounds whicharedisclosed specifically, it isunclear
as to whether or not the compounds have an “anti-gram-negative bacteria”
activity. Therefore, it cannot be considered that claim 1 is supported
by the disclosure of the description in the meaning within PCT Article
6.

Further, with regard to an “anti-gram-negative bacteria agent” which
isdefinedbyadesiredproperty “characterizedbyinhibitingthe formation
of a YaeT complex to exhibit a bactericidal activity on gram-negative
bacteria, aproliferation-inhibitingactivityongram-negativebacteria,
and/or a drug excretion-inhibiting activity”, even though the common
technical knowledge at the time of filing the present application is
taken into consideration, it is impossible to specify the scope of the
compound having the property. Consequently, claiml does not comply with
the requirement of clarity under PCT Article 6, either.

Claims 2 and 4:
See the statements relating to claim 1.

Claims 3, 5 and 7:

In claims 3 and 5-7, just a part of the amino acid sequences of the
peptide molecules is specified. However, those peptide molecules which
aredisclosedinthemeaningwithin PCTArticle5areonlypeptidemolecules
each having an amino acid sequence LTLR, FIRL, IRLH or FIRLHP, and it
isnotmentionedabout amatter that apeptidehavinganylengthiseffective
as long as the peptide contains the above-mentioned sequence, or it cannot
be considered that there is such a common technical knowledge that a
peptide having any length is effective as long as the peptide contains
the above-mentioned sequence. Therefore, it cannot be considered that
these claims are supported by the disclosure of the description in the
meaning within PCT Article 6.

Claim 8:

As stated above, the anti-gram-negative bacteria agent described in
claims 1-7 which are referred in claim 8 is not supported by the disclosure
of the description in the meaning within PCT Article 6 and does not comply
with the requirement of clarity under PCT Article 6. Similar comments
apply to claim 8 which refers to these claims.

(continued to next sheet)

Form PCT/ISA/210 (extra sheet) (July 2009)
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Such being the case, the search was carried out on the relationship
between YaeT, YfglL (although there is found an expression "TfgL" in claim
2, the search was carried out under the understanding that the expression
is an typographical error and is correctly to be read as "YfgL" in the
light of the statements in the description) or YfiO and a bactericidal
activity on gram—-negative bacteria, a proliferation-inhibitingactivity
on gram-negative bacteria and/or a drug excretion activity, and was also
carried out on an anti-gram-negative bacteria agent comprising a peptide
having an amino acid sequence comprising LTLR, FIRL, IRLH or FIRLHP as
an active ingredient.
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