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[0001]

[0002]

[0003]

[0004]

oM =
FADEM : RNARE(LA
i 3 %
AFRIE. RNAZELKIET 2.
BRIl

DNA, RNAMREDEFEROZKBOMITICE Y., EHROEBREELS
UL RBREBET 2 &N TE D, EHRBEROKEEIE. MR, 8& &
R, DR EDEFBROARNOHET I ENTE S, RFEr Xl 11
X, RERLEEE (skin surface |ipids;SSL)IC
RNAARESEFNTHY, ZSSLAXRNAEZEFDOBEFICAVWD I ENT
XL EMNBEINTWVWS,

EHEAROKEBOFTE. RNAIZ, DNALLERLTARRETHY D
TNPTV, IS5, RNAJBEBRTHDYRXILT7—F (RNase
) E MREERCHEBFZ T TR . EBRLEDOFKR. RUREFRICHA
KFET S, RNADHHCEFDOBEICENTIE, RNaseFENLR
NARRETDIENEETHD, RNaselldBRNADDREEINZ 3
=®HiTid, —M&IC. RNas elBEFINAVSNS, RNasefAERIEL
T, 7= viEREDAF O Y 15, SHEBREDRNa s e HESE
MEETZYVNNIE, XIFZFOHEBLZELRENMTOLONT WS,

(BFErxmt 1) EFELRAAHRE2018,70083195F
FRIPOBE

—EEMEICEWNT, FFERIL, EREERE. A7y, ALATO-—
WIRFI, ROCKNYTIULT)EO—LHSAZELYBRINDDRL
EHET1RBEZBAINDET S, RNARELFZIRHET 2,

BIDERPREICEWNT, AFERFIX, TRRNAIC, BEHEEHRE. X771
Y. ALZATFA—IIRATIV, RCMNYTILNT) O LaBELY
BIRINZDRCEB 1 REEERT 222280, RNARELRGEZRMH
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[0005]

[0006]

[0007]

5,

BIDOEFEFEICEWT, AFEBIX. RNARZELDLOHOD, WEREASIHES.
Z2O9F7Ly. ALZATA=IVIRATIV, RGN 72T )20—ILH5R
ELYBRINZDRCEE 1 BOFERAERET 2,

BIOEBHEBICHSWNT, AFKBEIE. RNARELKIOEEICHIT S, M
FEffEg. RO 7Ly, ALRFO—LIZAFI, ROMN)TILTYO—
IWHOBRZELYBRINZ DAL 1REOFEAZRHET 2,

B 1 D & 7 A

[E1IZRAEICE 2RNAZREI, A:RNase ABFETFTORISHMEYIC
LBZRNAZE, B:RNase 7THEETFTCOREREMICLEZRNALR
Eib. 4 ZOWRENSOREHEDICOVWTOT—4 (KiE+) 217,

Ctrl:avho—JL (RisEMEUPRNases L) . +/— : Kfg
HMEMHY AL,

[K2]TLCoBIC L YRHI W kiEHMEYES, SQ: XUV F7L Y, CE

:ALRAFO—IVIRTFI, WE : Oy PRI RFI. TAG: NYUTFTIL
J)to—. FA : %BERERE. Chol : OLXFTO—,
[B3]1RNas e FETFCORBHMEDNBEDIICLZRNAREL, Ct r | :
Oy hO—JL (REEHMEESRUORNas ek l) . A~D : FEEHEY
B2A~DRM — : REEHMEMES 2L,

(R4 RZREEHRAEER S ICEDRNAZREL, Ct r |1 : O bO—JL (RN
ADH) . — : REEEHEEKS2L (RNA+RNAasedDH) ,
FEBA D 72 5 BA

APRMERTEAINALLTORIXE. FRHTFX. RCZOMDTIT
Wlx., ZOEEAERPHEFICEVWTESEZE LTERINS,

AEBMEEICH TS TRNA] . TARERNARU2ARERNA, HIZE
. mRNA, tRNA, rRNA, small RNA (2l micr
oRNA (miRNA), small interfering RNA (
siRNA), PIWI—interacting RNA (piRNA)
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Z). long intergenic non—coding (linc
) RNA, %887 %,

[0008] YAKRRXRILF7—+¥ (RNase) ld. £FKICEETZ2RNADEERTH
%5, RNaseld MERCHEBETZTTLAT. BRAEOEFEBRICEEE
hTsY., BR. K EIFODR, EREMZSUCRIEFRICESEET S,
ZIRREEDORNas e RHINhTWS, #TH, RNase A (EC
3. 1. 27. 5) & G HOMRBRICILKFAINTEALIVRYKRXY
L7—ETHY. FEILRELRBERTHS, RNase AIFRIWICYELRE
HAOEEIN. ZOH®. ZRLEYELSEIHEERRNa s e NREI N
THY, ThdiZRNase A superfamil y&LTHEINT
W23, ErRNase A superfamilyld., RNase 1~8
NoRB8DDYA ThEH BYA TOEBRIIEFRNTORREBIER
%5, 2D35B, RNase 71, HELZEUCELERMEBICSVWTRIRT S
EPEShTHsY (Int J Mol Sci. 2016 Aug; 1
7 (8) :1278) . HRAACEREEORE. XiZThoERL B
BAENLT, £45HAXRNADRNa s e FERORREARYED,

[0009] AEBMAZICHWVT. THEI &k, BICRELRWRY, AB. ®RE. E
K. £G. @LOCICTR. REBRRCEOMORGEDOHBZSUHEROKR
MTH 5,

[0010] ABRHZBICSWVWT, [KERLEE (skin surface |ip
ids;SSL) | &k REORLICEETZEAMESEWVWL., KiEE
EiEh3dZEbHb, —MBIC. SSLIZ. HEICHDREEFESEDNDBEL
LAMINRBNEEICESR. HERAEE I BVBOHR THERLILE
ELTW3,

[0011] AFHBIX. RNaseZFETFTTORNADRE/LICENARNAZELH
ZRMT 2, ARAORNAZELFIZ. RNaseZBHEL. RNase
ICEBRNASREIHIL, RNaseFEFTRNAZRELI®S, &
FAFBORNAZELFIE, EFEBEROERM (BIAIESSL) FORNA



WO 2022/009873 4 PCT/JP2021/025441

[0012]

[0013]

[0014]

[0015]

ERELIE D,

SSLiCk. MYTYATYEO—IL (TAG) . AU F7LY, OLAFT
O—Jb. ALRFO—ITZTI (CE) . HE&EAEAEE (FA) | BBRAERT
ATV EDKRLABIEEERSPEEND, AFEBEEILX., SSLAIC. RNA
DREICEMBEOPZEINTWEIEERE L, BROERIICTT
EHY. SSLADEERSOFTRAITLY, CE. TAG, RUFAK
. RNaselckadRNASEAEIE L,

LM >T. AFERIK. FA, R97L >, CE. RUTAGH LG ZE
SURBRINBDABLCEH TFEERNARELCD/OIFERT S &ICET
%, REAMIZICHEWT. RNAD TREL] &id. RNas eFILL D08
AT NIRREBTRNAZMIE T2 &5 WD, FA, 2U7L v, CE
. RUTAGIE, RNAICHTZRNaseDEFEEEET B LT, £
AEDER (FIZIESSL) RE¥DRNas e FETIBETFTCRNAD
DEEIEIL. RNAZZELIES, LN >T. FEAICLDIRNAR
Tl D—RERRIZ. RNas eflBE. XIFRNADRNFEITHYRF2,

AEBETRNAZELDEOHICAVWSLNZF AL, FICREI NGV,
FELUSITEHBBTHY . TLEFFE LGB THY. LYK
F UL IGEHETHENERBTH D, BF ADHERE (KRR 1. FICRES
NV, FELKIET12~22, JYFFELLIE14~18TH%, FA
OFFELWHIELTIE, SVRMNLA VBB, /SILS MLA VR, AL A VER
ERBFO5ND, ARBFTHVWLNDF A, ERIKBFLERDIERLF
BNEEE T 2 EHEFBROVINIANATEXIEWI A 2FEU EDHEAED
HTHhNIEEV, ZHF AR HEINOSHEINAEZEDOTH>THLL. Xid
IEZMICERINEEDTH>TH LWL, HDWE, HIROEBERSEE (5
ZWE ILERLAVEBE (Sigma Aldrich)) 2E¥32E
£ TE%, ZF AR, BOBEBTH--THLIWL, ZEBEOHIELTIE. Y
U LBRENETFOND,

AFRBETHVWLONEFADEIZ. RNAZELOEALISIE., IHRRNA
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[0016]

[0017]

[0018]

[0019]

D1Tughizy, FELIEO0. 005mgllt, FYUTFFELLIEO. 5m
gLETHY., D, HELLIFTOOmglh T, LYHFFLLIEF50mg
UTTHB, BIZIE HRRNAD T ngdhHicy, FELIEO0. 0056~
1T00mg, £YBFFLLIXO. 05mg~50mgXiEbmg~100m
g. ILICHFFELLIFO. 5~50mgTHs,
AFEBATRNARELCDLEDICAWVWONDI RV T L VIE. RENSHES
NEEDTH>TEHELL, XIFEEMICERINEZEDTH>TEHELL, H
BWE, MROZRIT7LY (BIAE RO9T7LY (Sigma Aldri
ch)) 2ERYT2IEHTES,
ARBETHVWLNZRITL VORI, RNARELDOERRNSIE. HER
RNADT ugdhzy., i7FL<IF0. O5mgllb, LYUBFFEFLIEEmM
gLETHY., D, HELLIFTOOmglh T, LYHFFLLIEF50mg
UTTHB, BIZIE HRRNAD T ngdhHicy, FELIEO0. 0056~
1T00mg, £YBFFLLIXO. 05mg~50mgXiEbmg~100m
g. ILICHFFELLIFO. 5~50mgTHs,
AFEBATRNARELRLDLEDICAWVWONSCER, AL RTA—ILERER
BROIATINTHB, CEZMEKT DEMERIDIE. FHICREI NGV,
FELSIZEHEMETHY ., TFFELIEAEMEHRETHY., LYK
F U IRERTEMNEMRERTH S, BHBROEK (REH) & HICRES
NRWDS, FFELLIE12~22, &YFFELLIE14~18TH5, BB
BOFELWIE LTI, SURAMNLS VB /SIS ML VR FLAY
BENETFOLND, ZCER. REN OHEINABDTH>THLL, X
FIEZERICERINEZBEDTH>THLL, HDWE, TIROCE (FIAIEL
.Cholesteryl palmitoleate;D—161 (O]
bracht Serdary Research Laborator.i
es) ) ZEATZIELTES,
AEFATHVWSONECEDEIEZ. RNAZELOBEALISIE. HERNA
D1 pughtzy, FELLIF0., 05mgllk, FYUBFFLLLIE5mglltE
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[0020]

[0021]

[0022]

THY, DD, FELLIFT00mgllT, LYBFFELLLIEE50OmMgLRT
Hd, BIZE. FRRNADT ugdhy, FFELIFO0. 005~100
mg. LYTFFL<IFO. O5mg~50mgXiEbmg~100mg. X
SICIFFELLIE0. 5~50mgTHd,

AEBETRNAZELCDLEHICAVWLONZTAGIK, Bigh o Ink
EDTH>THLL, XREEMITERINAEEDTH>TEHELWL, HDBW
id. MIROTAG (BIAE. M)FLAY (BEET7AILMKAHE) ) 2&
AT22&HTES, ZTAGIE, BOEETH->THLW, REOHIEL
T T RUDLEBGEDNEFOND, ZTAGILEENDT7UILER,
IKREI WD, FE L IFEHBHBRETHY . FLEFF L IEREM
BEIBEATHY., JYFFXLLRERFREMERBETHS, ZT7VILED
R (RFH) . BIBEEIhAWS, HFLIE12~22, LYKFFE
LLIE14~18TH%, 7VILEOFELWHELTIF. 9—F 35Tt
JANE Q= AFHTE/ANE, FLAIAILVEFEIETFONS, &XTA
GICEZFNZEADT7VIER, EWIRALTH>THER>TVWTHE LWL
o FARBTHWLNETAGIE, BA57VIEMKEETSTAGD
HAEDHETH>TH L,

AEPETHWOLNDZTAGOEIZ. RNAZELOEAHNSIE. WRRN
ADT ugdhlc¥, FFELLLIKEO0, O5mgllhk, LUFFLLIES5mgll
ETHY., Do, WELLIFETOOmglATF, FUFFLLIEF50mgllF
THd, BIAIEE. HRRNADT wgdhy, FFLIF0. 005~10
Omg. £YFFELLIF0. 05mg~50mgNXiE5b5mg~100mg.
ILICFFELLIEO0. 5~50mgTH3B,

AEBPATIE. FA, ZU9F7L Y, CE. RUTAGHLRZELYRBIRX
nNabRdEs 14, FELCIEFA, R970L Y, RUCENLRBE
FYBRINZDACEE 1A, JYBFFLLEFARY/ XIERITL
Ve, ILIKEFF LK FAZERT %, . AERICBEWVWT., FA, X
g97LYv, CE. RUTAGODY B 2ULEHAELEZIFE, FEL
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[0023]

[0024]

[0025]

CRFARY/ XIFRIVT7LV%E, JYBFEFLRFAZDREHFERT
Z0OHEN, ERBICBWTHERTIEXNDOEIRE. LR L AZSKSOERE
DEFFERN TEERETNIE L,

—RERRICBWT, AEBIE, FA, 297L Y, CE. RUTAGHLA
DEIYBRINZDGLLES 1 BZEUNDET 2. RNARELF %R
#HT 5, BIO—BRICBEWT, AFEFIZ. RNAZELFIOHEICE TS,
FA, 270L>v, CE, RUTAGHLARZELYRERINZI DA< ED
1TEOERZRET 5, BIO—BRICEWT, AFEBEIE. TRRNAICKHE
BHRORNAZENRFZERT 22228, RNARELRFEEZRHT 3,

—EHFEICEWT., AFEBORNAZRENLFIL, FA, 227L v, C
E. RUTAGHLAZEHLYBIRINGDBLEE1EILLZEDTH
Y155, BIO—EmBERBICEVWT, AFEBRADORNARELFIE. FA, X7
7Ly, CE. RUTAGHLAZELYBRINZDGCEHT1EEZED
HRmTHYED, ZHERMOEKNAFE LTIE. FA, 297L Y, C
E. XETAGOWT A EDVLGL EHEET 2 mEHEKRY. § A IFHEY.
Y. MEMSICHET ZMEERNSET SN, FF L IIENEEOR
RHES’ZEIF O, &EEMHTDOFA, X9 7L, CE. RUTAGOD
SHER. LRUAHKRRNAKCKHT 2HEHAENERTEZETHNIELL
o WRRNAICARBORNARZRELFZERT 2FEIIFICREINT,
BIZIEHRRNAZEOHABMICRNAZELF ZRNXIFBEETESFET
HNIE L,

FELWERERREICBWVWT. REETREGRRNAE, EHEREHH
ORNATHY., XFEBAORNAZELFIZ. EHRBEEABFORNADR
ELFITH D, ZEFERARIE. EEILDRE. DB XIFHEINALRN
AZSUHBTHANIE L. FIZIE £EEHNSREX LM, M ' (
MKR%E) . #R. 2B (BRE) . AB. KERVEEROEBE OB
GF. SSLE) . ALhEIfFond, REFHEABICAKBEORNAR
EeFZEATNELY, FIAIE. ZEFBRRERSERE (FI 2 IEERXIE



WO 2022/009873 8 PCT/JP2021/025441

[0026]

[0027]

) DIFE. SIRBEAFKBEORNALELFEESTEIEAIFEL
We FBIZE, BEFERERNISERF (B2 EHIEXIZHER) 0Fa. &
BUAEZEREARBEORNARELEEREET 22 8. XIEEANEAH
BADREH & HICHIRT 2 2 EAIFE LW,

FELWERBERICBWT, BEFHEHARIESSLTHS, SSLIL.
KELICSSLAETZMEBE. flaide bXILIEE MEZLE A SEELY
NiS%, SSLOAEIRMINZREOEAE LTI, 8. B &, K& FE
ZOFRDIERDIADEENETF SN S, HREOEENSDS SLOFE
BICIE. EEANSDS SLOEIRXIFREICAVWLONTWEHLPEFE%
HEBT22ENTES, FFEL<IE. SSLRINMSEM., SSLEEEEM
 XIEEEHNSSSLECTYRETREEZFERTSHIENTES, SSL
IRINMERM X IES S LIEBEMFRME LTIE. SSLICEMEEETZ2HRMT
HNEBICREINT, FIAERY 7Ol Y. SRULTEFrBFLNE, &
ENSDS SLOREIMFIED L YA & LTE. HISIYKK. HIS
BRY 74 INLEDY— MNAREMASSLARINIEZHE, HS AR, 57—
TEASSLABEIEDIAE. RN—FI. R LAR=FICLYSSL
HEZTYEELTENT 2HE REIBFSNE, SSLOBREMHEHLE
I, BAEORWAKEFTHOEEHALS S LIRINMERMERWVWTE
W, —F, SSLRINMERMAKBHEDBWBEPLKIEEZEATWDS &,
SSLOREMNHEEINDLOFFEL <AV, SSLIRINMRERMIE, FEL
FIREETHWS Z EDTFE LU,

—REFEICEWTIE, BBRENSDBELS SLICKEBEDRNARE
EFNZRMT %, —HBITIE, SSLZLURLASSLIRIMERMIES S L
BEEMRMICARPBORNARELF ZRNT %, BO—ERIEEICSEWNT
&, AFEBEDRNARELFIL, HBREDOKE LORIGERER LEEICHRM
Ihd, —BITIE. HREOKELICKEBORNALZECEEZH4E (FIX
EBHEXIEATL—) LTSSLERAEL. 20D%. RNARERFIEED
ICSSLAERBINY %, BIO—HITIE. AEBORNARELFZELSSL
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[0028]

[0029]

[0030]

IRINMEZRM X IE S S L EBURM EHBREDORBE LICEMIE, SSL%M
INgBEEEHICESSLICRNAZRELEIZRNT D,
AEBEORNAZERF EBEA L cEERAERENSDORNADBIURIE.
BEOEFBARAEBNSDORNADEUFIRICHK > TERTNIEI WV, HIX
£, EAEBEEERICELAZTRORNABREAZRLABWVWDLIENTES,
AFPEOHIRWERTES LT, UTOYE. BiEAE AR AiE%%
ISICAPMEICHTT 5, BL. AERRINLOEBEREICRE S A
W,
(1) GEB#EERSER. RV 7L Y. ALRFTO—IIRTI, RN T
JVEO—IHLRBZHEIYBRINDIDLRCEH 1 EEZBEINDTET 5.
RN AZREH,
(2] RSB L ATO—IVIRATIVEENRT DEMEHSN. FELIRE
SHASRAEE IS A EEFIAEANER. L YT E L ITESEAREMAERETH D, (1
) SBEDRNAREIH,
(3] RSBV ATO—ILIRTIVEENRT DM OERN, FFL
<IZ12~22, JYBFFLLIE14~18TH3B. (1] X (2] £
D RN AREH,
(4) I NYZINT)EO—ILIZEENZTVILEDN, FFLLIFEHE
FERFER R IS FRAAASAREE R, LY IFE L RESEFHMBHEBETHS.
(1] ~ (3) oWwFhh 1 EHZHORNARELH,
(B) RIEBENY 7N T U EO—ILICEEFNE 7 VIILEDOHEHRD, IFFELL
12~22, JYPFFLLIR14~18TH%, (1] ~ (4] OWTh
A1 IEGEHDOR N ARELH,
(6] BUECHEEASEREE Y. 7 L < ISESERERBE SIS A AEFNASRER. L V1T
F U IXEHETHEMERETHD. (1) ~ (5] owFhh 1BEEHOR
N AZRELF,
(7) RUGCHEBERSRABERDEHRDN., FFELIF12~22, JFYFHFLLIET
4~18THs. (1] ~ (6] owFhh 1EIZEHDORNARELH,
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(8] & L<IE. RNasedHFHETIRIETTORNASENF D/
IERINSE. (1) ~ (7] owdhh 1IEEHDORNARZE/LE,

(9] FELLIE. RNaseDEHZBEETHLOICERINS, (1]
~ (7)) OWIFh 1IEZREDORNALELH,

(10) 57FEL<IE RNas eHEFXIFRNADENGFITHSD., (1
] ~ (7] owgFhh1IHEEEHDORNAZRELHL
(11) RIEER N a s e A%,

FEL<IERNase A superfamilyilB¥2RNaseT
HY.

SJUFFEFLLIERNase AXIEFRNase 7ThH3s,

(8] ~ [10] owghh1IHZEHDRNAREIH
(12) gIEdRNARD,

FELIBEFBRABFORNATHY,

SJYFFLLIIERERLEEBEFORNATH S,

(1) ~ [(11])] owFhd1IHZEHDORNAREH,

(13] FELLIE. WBRELGSOBEL RIERERLEBEISRMIN S,
 XIEERADOEE EORIGBRERLEBEICRMINS. (12) EHOR
N AZELH,

(14) fIBRIV 7L UYHBRERNAICH LTUTOETERINS, (1
] ~ (13) ovwgFhh 1 EZHORNARELH :

HERRNADT ugdhcy, FELLIFO. O5mgllE, LYFFLL
omgllbl BOFFELLIFTOOMgUT, FUFHELLLIE50mgld
o XU

HERRNADT ughrcy, FFLIEO0. 056~100mg. LYFE
L<IEO, 0Emg~50mgXiEbmg~100mg., ISICFFELLIX
5~50mg,

(15]) RUEBIALATA—LIRATADHKRNAILH L TUTOETHER
Ihad,. (1]~ (14) OowWThh 1IELRHDORNALRELH :
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[0031]

HERRNADT ugdhcy, FELLIFO. O5mgllE, LYFFLL
omgllbl BOFFELLIFTOOMgUT, FUFHELLLIE50mgld
o XU

HERRNADT ughrcy, FFLIEO0. 056~100mg. LYFE
L<IEO, 0Emg~50mgXiEbmg~100mg., ISICFFELLIX
5~50mg,

(16) RIEB MY TN TIEO—LDBHFKRNAILH L TUTOETHER
Ihad,. (1]~ (15]) OWThHh1IELBHDORNALRELH :

HERRNADT ugdhcy, FELLIFO. O5mgllE, LYFFLL
omgllbl BOFFELLIFTOOMgUT, FUFHELLLIE50mgld
o XU

HERRNADT ughrcy, FFLIEO0. 056~100mg. LYFE
L<IEO, 0Emg~50mgXiEbmg~100mg., ISICFFELLIX
5~50mg,

(17) AUsCERtREREE SRR NAICKH L TUTOETERINS, (1
] ~ (16) owFhh 1 EZHDORNALRELH :

HERRNADT ughrcy, FEFLIFO0. 005mgllE, LYFFL
<IF0. 5mgllE, MOBFFELLIFTOOmgUT., LYBFHELLIFSO0
m g LR, X,

HRRNADT wgdhzy, FELLIF0. 005~100mg. LUHF
FLLIFO0. 05mg~50mgXiEbmg~100mg. TLHICHFFELL
(0. 5~50mg,

(18] FF LI, RUCEREERER. R/ 7LY, ALATO-IVIRT
e MIFZINT)EO-IDLRBZEELIYBRINDGDLGCEL 1EZS
HEEEYEEE TS, (1] ~ (17) OVWThH 1IEEHORNAZR
EALH,

(19) HKRRNAIIL, (1) ~ [18) OLWFhMT1EHITHORNARE
tH%=EAT D220, RNARELAE
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[0032]

(20]) @FE LI RIEBERNAZELEDN, RNasePfHE., XIERNas

e "FEETIRETTORNASBINGIZEE. (1 9) EBHOAZE
(21) RNARELRFIOESICH T, HREEHE. X770y, aAL R
TA—LIZAFTI. RN TZINT ) 20— oR38LYBIRINS
WY & 1 EDER,

(22] RNARENDLOHD, HEEiERE. X770y, JLAFO-I
IZATI, ROMNYTZILT)EO-IDSRBELYBIRINZ DAL E
t 1 EDOFER,

(23) RIEBALVATO—INIRTIVEERKT DAEREEERD A, FE L IE
BESHAERE ISR, L YIFE L ITEHETREMEHREB TH S, [
21) XiF (22) 2HOFEMA,

(24) RIEBALVATO—INIRTIVEEKT 2B OHEKRN, FF
L<iE12~22, SYFFLLLIKXT14~18THB, [(21]) ~ (23]
oOWgFhh 1 HEEHOFEA,

(28] RIRBMNY 7L TYEO-ICEENZTUVILEDN, FELLIEE
SERSEF B R X SRR AAEAE. L YT E L IFEHETHMNAHBETH D

(21]) ~ (24) owFhh 1 IHEHOER,

(26]) RIRRMNYTZILTYEO-IICEENZTVILEDERN, 7L
<IF12~22, SYFFELLKIR14~18TH%B, [(21) ~ [(25] D
Wghh 1 EHEEHOER,

(2 7) pUECERERERAEED. I F U < IZEHEEB XX MR, &Y
FE L IXEHARMEBERETHS. (21) ~ [(26) OVWThh 1IHRE
BHOFEA,

(2 8) RIGCEERERSARBRDEHREAY, FELKIE12~22, LYFFLLIF
14~18THs. [(21] ~ [(27] OWThhr 1IEEHDOER,

(29]) wFELIE BIEERNAZELEDN, RNas el BEETIRIETT
DORNADBINENICEIBZRNARELTHSD,. (21) ~ [28) owFh
A1 IEECEHOER,



WO 2022/009873 13 PCT/JP2021/025441

(30] HFELLKIE, AIEBRNAZRED., RNaselHEICLDRNAR
EETHB., [(21]) ~ (28] owFhh 1 IEIZEHODFER,

(31] FFELLIE, AIEBRNAZRED, RNasefHE. XIEFRNas
e NEETIRIETTCORNASENFASL. (21) ~ (28] OV
nh 1 IREEEOERA,

(32] AIZEER N a s e A%,

FEL<IERNase A superfamilyilB¥2RNaseT
hlY.

SJUFFEFLLIERNase AXIEFRNase 7ThH3s,

(29) ~ [(31] owFhh1IHEHODER,

(3 3] RIEER N ADY,

FELIBEFBRABFORNATHY,

SJYFFLLIIERERLEEBEFORNATH S,

(21) ~ (32] owFhhr 1IHEEDER,

(34]) FF L& pUCEREERER. A/ 70>, ALATO-IVIRT
We ROMUYTZLNT)E2O-IDLRBZPEELYBRINZDRCEE 18
D WERREDNSDBE L LRIEERBERLEEBEISRMINS D, XITHEREDKE
B LORIGERERLEEICRMEINS, (3 3] EB&HOEM,

(35) RIEBRIV 7L UYHHKRNAICH L TUTOETERINS, (2
1] ~ (34] owgFhh 1 HZEOER :

HRRNADT wgdhzy, FELLLIFEO., O05mgllE, LYHFFHELL
EEmglll, MOFFELIFTO0O0OmgllT, LYUHFFELLIEE0mgll
o XU

HERRNADT ughrcy, FFLIEO0. 056~100mg. LYFE
L<IEO, 0Emg~50mgXiEbmg~100mg., ISICFFELLIX
5~50mg,

(36]) RUIEBILATA—LIRATANHKRRNAILH L TUTOETHER
Ihad. [(21] ~ [(35) owWFhh 1 IFEHOER :
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[0033]

HRRNADT wgdhzy, FELLLIFEO., O05mgllE, LYHFFHELL
omgllbl BOFFELLIFTOOMgUT, FUFHELLLIE50mgld
o XU

HERRNADT ughrcy, FFLIEO0. 056~100mg. LYFE
L<IEO, 0Emg~50mgXiEbmg~100mg., ISICFFELLIX
5~50mg,

(37) RIBBMITILTIEO—LDBHEKRNAILH L TUTOETHER
Ihad,. [(21] ~ [(36) oWThh 1IEEHOER :

HRRNADT wgdhzy, FELLLIFEO., O05mgllE, LYHFFHELL
omgllbl BOFFELLIFTOOMgUT, FUFHELLLIE50mgld
o XU

HERRNADT ughrcy, FFLIEO0. 056~100mg. LYFE
L<IEO, 0Emg~50mgXiEbmg~100mg., ISICFFELLIX
5~50mg,

(3 8) FUECERERERFEE DR R NAICKH L TUTOETERINS. (2
1] ~(37]) owgFhhr 1 HZEOER :

HERRNADT ughrcy, FEFLIFO0. 005mgllE, LYFFL
<I£0. BmgllE, MOWFFELLKIETO0OO0OmgAT, LWUBFFELLLIEE0
m g LR, X,

HRRNADT wgdhzy, FELLIF0. 005~100mg. LUHF
FLLKIEO0. O5mg~50mgXiEFbmg~100mg., ISHICFFLL
(0. 5~50mg,

(39]) FFE L&, AUCEREREER. R/ 7L Y, ALATO-INVIRT
We ROMUYTZLNT)E2O-IDLRBZPEELYBRINZDRCEE 18
HAEUHEERINAERING, (21]) ~ [(38) oWwIFnh 1IEZHD
&/,
=it

IR, Rl E DT AFIRE I SICFEEMICERAT 20, AFEBRIFI NI
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[0034]

[0035]

REINZED TR,
EREM 1T EEORNARELEME

1) KRsHEY DR

EMNERE4 ZOBRENSHIALEIY T4J)LL (5. OcmX8, Ocm
AANTVT T 4L AT —R) TREZHR L, REZHRILE
HASIY T 4N LENFITHEIL, DDW/ t—-Butyl Meth
yl Ether (1:4 v/ /v)®K Wako) RTEREIFY—
IKEWEBEAL, 3, 000 rpmT1O9EEDLE, EB (t—Buty
| Methyl| EtherfE) ZEILT50C, ERARAIATTHA
Welri L. REEHMENETL,

2) REEMMHEYIO RN AREALE T

Human Epidermal Keratinocytes, neo
natal (HEKn) (Cascade Biologics) »5RN
easy mini kit (QIAGEN) ZHVWTHEOZA MIILIC
Mo THHELEZRNAZHEBRRNAE LTHWE:, RNasellld,. 7R
Nase A (BEL7A4/NLMMHE) XiFeE hRNase 7 (Recom
binant human RNASE 7 protein;NOVUS
) AW/, 10mM Tris—HCI (pH8. 0) #&fte L THER
LEMEBRRNARR (&KEBE20ug /mL) & 1) THELALREH
EW1 uL & Z2RBE L (RIERMEYRRERE 2%V v) . ERTI12EY
Zh—vavlilk, =/, REREMIERMOBIRRN ABRRICIE, KASH
H#EEEDND1OmM Tris—HCI (pH8. 0) #RB&L%L, B85
N - R HYRINISUSIERMOMWERR N AJFRIC, RNase AXIERN
ase TEZEHEET g,/ mMLTHML (RIGESOuL) . ERTI15
AXIE309ME (RNase 7ZFMLAEBEIRIETI0ONE) #HEL K,
RibEICTrizol LS (Invitrogen) /Chlorofo
rmZMATHFY hOTOMINVICRWRNAZDBEEL., 1V 70O/ =)L
BRICEYRNAZBUR LA, O¥ hO—L&E LT, REEMHMENRTRN a
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[0036]

[0037]

s eERMDY Y T EBEL. HOY Y TN ERKDITETRNA ZER
L. EIIXL7Z=RNA%AZ, Agilent 4200 TapeStat.i
on system (Agilent technologies) IlT
High Sensitivity RNA Screen Tape (A
gilent technologies) RKUUHigh Sensit.i
vity RNA ScreenTape Sample buffer (
Agilent technologies) ZHAVWTESXEL -,
RNADESKEMRZH 1 ICRY . RIEMHMORMICLY RNase A
XiERNase 7IC&BZRNAQENSIIFIINIZZ &AL, REENMRNa s
eAMEZMEEL. RNAZZELT 2EREZET 2D TINL,
EEf 2 EEEKRS D RN AREEEFTE
1) 870 b5 74— (TLC) L& 2 EEEMEMOLE
EfEGI1D1) THRELREMENEmgE, Chloroform/
methanol (2:1 v/ /v) 50uLIliBRELL, BoNIBERE
HPTLCYL—h (Glass HPTLC Silica gel 6
Oplates;10X20cm, Merck) ICPZPTS4 0Lk, V7L
VARE LT, BEOREHEMRVEEEREZRCHPTLC L —MC
TT54 Lk, KERBEICTRAAKEHe xane diethyl e
ther acetic acid (70:30:1 v,/v/v) Z#FW
ToBLi, 7L— b2, H#5RDvS—Z2RAVWT) 77 LY 2B EHER
ERPYRIT, V77 LY ZBOTL—MIT 0%MERE 8% ") VERA
BEZXTL—1%, 180 CTINEMBALTARY hERHE L, BEER
ELTEE, OLRFO—-ILITRXFII [CE] &L TCholesteryl
palmitate (sigma, C6072). 9y RAITATIL [W
E]l]&LTCLauryl palmitoleate (santa cru
z biotechnology, sc—280908). NYyF7¥ILTY
+O—J)L [TAG] &LTCTriolein (sigma, T7140) .
EEtASEEEE (FA] &L TPalmitoleic acid (sigma
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, P9417), 207L> [SQ] (sigma, $S3626) . kU]
LZ5O0—J) [Chol]l (sigma, C8667) AW,

[0038] TLCOHERZE2ICRT, AV7L>Y (SQ) . ALRATA—ILIRT
JV (CE) . MYUTZYLTY)EO—I (TAG) . HEEAsEEE (FA) . 3
LZ2FA—=J)L (Cho | ) BREDRARY HBREINA, F/HBEEARKRY
MIEIhAr o2, Ty I RAIXFI (WE) B98I hiZ EHHE
BINf,

[0039] 2) RRAsHEMESD D8

D77 LYAB7L—MDRARY NESRLT, HIHBO L — D5,
SQ. CERUWEZZTESD (A) . TAGZ2UESD (B) . FA%ZE
CESY (C) . RTCho | Z28TE4%S (D) OMFEE (M25R) 2HhE L
Y, Chloroform/methanol (2:1 v,/ v) 8mLIC
BEL. Vo —Yavltk, BohkEBE®RE3, 000 r pmT5 R
L. EFZENL. 50 CTERLEL. REEMEYES%E,

[0040] 3) RAsEMESD DR N A RE(LEMETAE

2) THRLREREYMESDLEADMSO (15ul) IKHRRELL,
EiEf 1 D2) EEKROFIET, ZREMEYESDORNAZREEME %5
ffil7. WEBRRNABK (RRBRE20u g/ mL) &RBRET ZKAEEHMEY
BoE LT, RIEERERRVENE2EBTIET OFRLEHFRAR
EEAL. B2DOBREREBELI% (v v) THMLZ, RNasell
iZ. EFRNase 7 (Recombinant human RNASE

7 protein;NOVUS) #HWE, RNaseDRIKREIFT
g/ mbL, AIBEFEIEX 3 O & L,

[0041] RASHHEYMESBEETFCRNas eMEBLAERNADESKENEER3 IS
=9, SQ. CERUWEZZCESD (A) . TAGZZLESD (B) . &
VPFAZSUES (C) TRNALSEBAMGEI XN,

[0042] EHEHI3 FEEDR N AR ELEHMEETM

Ef 1 ERROFIET, HEEBHREERSDORNARELEEH RN



WO 2022/009873 18 PCT/JP2021/025441

. HIEBKEEXKSsE LT, X970 [SQ] (Squalene; s
igma, S3626)., ALZARFO—IITRXFI [CE] (Choles
teryl palmitoleate;Olbracht Serdar
y Research Laboratories, D—161)., 7v%
AIZATI [WE] (Behenyl palmitoleate; Nu
Chek Prep, WE—-1368). N7 TYEO—-IL [TAG
] (Glyceryl tripalmitolate;sigma, T5
888) . ek ([FA] (Palmitoleic acid;si
gma, P9417), ROl RXR5FO—J)I [Chol] (Cholest
erol ;sigma, C8667) #BW-, BEEODEKEREIX1XIZ
100mg,/ mL (CE,. WERTChollZTmg,/ mLD&) & L7,
WRRNAIE, A1 THHLEZRNA (RKBE20ug./mL) &M
W/, RNasellld,. ErNRNase 7 (Recombinant hu
man RNASE 7 protein;NOVUS) #HW/A, RNa
seDEMBBER T g/ mL, WBEHEIE3 09BE&E Lk, £/, RNA
PEEOEEE LTHONE, RNAZKICEDZ 20 0BELUEDORNA
DEEA., Agilent 4200 TapeStation syst
emZAWTERKEIRNSEE L,

[0043] RWT. BERFERHRDERDZ TAGRUF ADRNAZELFM AR
o TAGRUFAIIIFK, MN)T72LT7YEO0—IL [TAG 16:1] (G
lyceryl tripalmitolate;sigma, T5888
). MUY YEO—) [TAG 18:1] (Glycery !l t
rioleate;sigma, T7140). C145=EMHEE [(FA
14:1] Myristoleic acid;sigma, M3525
). C1 6E=EEE (FA 16:1] (Palmitoleic ac
id;sigma, P9417).,. RU'C 1 8&fghsfg [FA 18 : 1
] (Oleic acid;sigma, O1008) #AW\WE, REED
BIEEIZF100mg, / mLELE, RNasellid. ENRNase 7 (
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Recombinant human RNASE 7 protein;
NOVUS) #FHW/, RNaseDREEEIFT ng /mL, JIEFREIE
30aMEE L,

[0044] M4 AICRTEBY, SQ. CE. TAG, RUFAICEY RNADED
WElxI iz, FLHA4BILRTESY., RERICEZLEET 32— B EEMilE
BEAERSER THBC 14 (ZYRMLAVEE) . C16 (VST RL A VER)
. RUC18 (AL a4 VEE) OWITht RNASEIDGIEEEZE L TW,
Fre. C16 (SIWIPLALE) XEC18 (FLAILE) O—MFEF
DT7VNEEFTZTAGOWTNERNADBINEEEEE L TW,
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[55KIA1]

[553K1R2]

[553KIR3]

[55K1R4]

[E53KIR5]

[E53KIR6]

[553KIR7]

5 KIR8]

[553KIR9]

&a R D&

SMHRRNAIC, BRI, X700y, JLZAFTO—ILIRFTIL
RN TZONLT)EO-IDILRDZEFLYBERINZ DG ED
1152 AT 2588, RNARELLSK

RISC RSB DEER M1 2~2 2 TH B, EKIE 1 THOFi%,

AIEEILRATO-IIRATINEERT DEHEBOHERN 1 2~2 2
THhd. BKE1XIF2EEHDEE

RIEEMNY 7T EO-ICEEFND T VIIEDERN1 2~2
2THD. BXRET1T~30VWThHh 1 HIEEHDEE,

RNasehBEETIRIEFTCORIEHKRRNADHEEINET 2
. BERE1~400WTh 1 IHEROAZE,

BiicRNasefRNase A superfamil yIllBEYT
5RNaseTHd. FRKESRZBEHDE .

AR RN ANEFBEEABRFDORNATH D, FKE1~60
WwWghh 1 HEEHDAE,

AUECIERERSAAER. X/ 7L Y, QAL ATO—IIRFTI, RUMY
ToNT)Ea—IhoRBZELYBRINSGDACES 1ED. ]
BRIAD S 0BE L -RIECREREBBEICRNI NS D, XISHEBREDK
B LORIGERERLEEICRMINSG, BFXE1I~70WFhMH1IE
ERHEODH*,

FIZER 7L UABIENERNAICK LT, ZHRRNADT ug
H1=Y 0. 05~100mgATOETERINZ D,

RIEEILRATO—IIRATIHRIENERNAICH LT, EZNER
NAD1ug#Hh~Y0. 06~100mglTOETERINSH,

RIEEN )72 T ) EO—ILHRIEENERNAICH LT, ENER
NAD1ug#Hh~Y0. 06~100mglTOETERINSH,
X,

BB ASFABR A RIS R R NAICH LT, IRKRNAD 1 ug
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[55K1R10]

[55KIR11]

[55K1R12]

[55K1R13]

[55K1R14]

[553KIR15]

[55KIR16]

[E5KIR17]

FERIR18]

EERIR19]

H1zt)0. 005~100mgUATFTOETHERINS,
ERE1~80WTFnh 1 BEHDFE,
AIEERRRNACK LT, EHERE. X770y, JLARFTO—
WIRFI, RGN TZILT)2O-IHSAZELYBRIND
P EH 1 BZ2E2UHEBEERI ZER T 2280, BRET ~
QDWIFh 1 IERBEDF
RNAZRELKIOREICH TS, WEisHE. R77L>y, IL R
TAO—LWIZAFTI, RCM)FZILT) 20— 558k Y REIR
Iz Da &b 1 BORER,
RNAZZELDLOHD, EHAERE. X770y, JLAFO-)
IRAFI, RN TZIULT)Ea—hbiRdEELYEBRINZ D
< EH1FEDFER,

RIS B ASABR DEER M1 2~2 2 TH B, FEKIE1 1 X1 21H
DfE,

AIEEILRATO-IIRATINEERT DEHEBOHERN 1 2~2 2
THd, BRE11~1300WThh 1 BZEHOER,

RIEEMNY 7T EO-ICEEFND T VIIEDERN1 2~2
2THD. FRE11~1400WFThd 1 BIZHOHEA,
BIEBERNAZENDN. RNaseAFETIERIETFTTCORNADY
FEIC L BDRNALRELTHS, FKRKEI1~1500VWFThHN1IR
ELEDFEH,

BiicRNasefRNase A superfamil yIllBEYT
5RNaseThH?d. BFKE1 6IBHDFER,
BIEERNADNEABEABNFDORNATH S, FXKET1~170
Wghh 1 EHEEHOER,
AUECIERERSAAER. X/ 7L Y, QAL ATO—IIRFTI, RUMY
ToNT)Ea—IhoRBZELYBRINSGDACES 1ED. ]
BRIAD S 0BE L -RIECREREBBEICRNI NS D, XISHEBREDK
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[553K1R20]

[55K1R21]

[55K1R22]

[55K1R23]

[55K1R24]

EERIR25]

ERIH26]

[55K1R27]

BLORERERLBEICRMING, FKRKE1T1~180VnWTnh

1 IREEHOFER,

FIZZAZ 7L VD RIEERKERNAICK LT, ZNRRNAD T ug
H1=Y 0. 05~100mgATOETERINZ D,

RIEEILRATO—IIRATIHRIENERNAICH LT, EZNER
NAD1ug#Hh~Y0. 06~100mglTOETERINSH,

AIEE MY 72U T) EO—ILARIEHRRNAICKE LT, EZREKR
NAD1ug#Hh~Y0. 06~100mglTOETERINSH,
X,

BB ASFABR A RIS R R NAICH LT, IRKRNAD 1 ug
H1zt)0. 005~100mgUATFTOETHERINS,
FERE11~1900WTFhh 1 HEHOHERA,

FELIE, AIGEEREREIEE. RV 7Ly, JLATO—ILIRT
W, ROKMDTZILT) 20— oRZBEEIYBRINDEDLGL E
1 RE2SUHBEERMIERINS, BEXE11~2000nWTIns
1 IREEHOFER,

GEBRRERSER. ROV 7L Y. ALRAFTO—IIRTI, RGKNY T
WT)EO—IDLRBELYBRINSGDAGCED 1 BEZEWIHRSD
£33, RNARELA,

RIS RSB DEER M 1 2~2 2 TdH B, EKRIE2 252HODORN
AREALEL

AIEEILRATO-IIRATINEERT DEHEBOHERN 1 2~2 2
THd. BFKE22XIF2 3EBHDRNAREE

RIEEMNY 7T EO-ICEEFND T VIIEDERN1 2~2
2THD, BRE22~2400\WIFnH 1 HEHODORNAREH,

BIEERNADNEABEABNFDORNATH S, FKE22~250
Wghh 1 BEEHDORNAREH,

RNasehBETIEBETFTTCORNANBNEHDEDICERAIN
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3. @wKE22~260\WTIhh 1 HEEHDRNAZEHL
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Ctri = + ol + ﬁgé Ctr; 2 4+ 4 3 + &gg

FA
Chol
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[E43]

+RNase?

1x 0.33x 0.11x
Cil - ABCDABGCD ABGC D HiEs

n =3 Mesan x 88 =6 Mean £ SE

ot () CE  WE TAG FA Chol B

FAt4:1
FA1G 1

+RiNase?

F

TAGI8

+RiNase?
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Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

Document 1: SAHA, Ranajay et al., “Lipid vesicles chaperone an encapsulated RNA aptamer”, nature
communications, 2018, vol. 9, no. 2313, pp. 1-11, Abstract, Methods

Claims are classified into the following four inventions.

(Invention 1)

Document 1 discloses the review of the effect on the folding of RNA by the encapsulation of RNA, and indicates
that RNA is encapsulated in a vesicle containing myristoleic acid, thereby stabilizing RNA (Abstract, Methods).

Therefore, parts relating to a free fatty acid of the invention in claim 1 of the present application and claim 2 lack
novelty in light of document 1, and thus do not have a special technical feature.

In addition, parts relating to a free fatty acid of the invention in claims 5-6 lack novelty in light of document 1
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Next, a special technical feature was found in parts relating to a free fatty acid of the invention in claim 7.

Therefore, the parts relating to a free fatty acid of the inventions in claims 1-2 and 5-7 are classified as invention
1.

In addition, the parts relating to a free fatty acid of the inventions in claims 8-13, 16-23 and 26-27 are also
classified as invention 1.

(Invention 2)

Parts relating to squalene of the inventions in claims 1, 5-12, 16-22, and 26-27 cannot be said to have a special
technical feature identical or corresponding to the parts relating to a free fatty acid of the invention in claim 7
classified as invention 1.

In addition, the parts relating to squalene of the inventions in claims 1, 5-12, 16-22, and 26-27 are not dependent
on the parts relating to a free fatty acid of the invention in claim 7.

Further, the parts relating to squalene of the inventions in claims 1, 5-12, 16-22, and 26-27 are not substantially
identical or equivalent to any of the inventions classified as invention 1.

Therefore, the parts relating to squalene of the inventions in claims 1, 5-12, 16-22, and 26-27 cannot be classified
as invention 1, and are thus classified as invention 2.

(Invention 3)

Parts relating to cholesterol ester of the inventions in claims 1, 3, 5-12, 14, 16-22, 24, and 26-27 cannot be said to
have a special technical feature identical or corresponding to the parts relating to a free fatty acid of the invention in
claim 7 classified as invention 1 and the parts relating to squalene of the invention in claim 1 calssified as invention
2.

Parts relating to cholesterol ester of the inventions in claims 1, 3, 5-12, 14, 16-22, 24, and 26-27 are not dependent
on either the parts relating to a free fatty acid of the invention in claim 7 classified as invention 1 or the parts relating
to squalene of the invention in claim 1 calssified as invention 2.

Further, the parts relating to cholesterol ester of the inventions in claims 1, 3, 5-12, 14, 16-22, 24, and 26-27 are
not substantially identical or equivalent to any of the inventions classified as either invention 1 or 2.

Therefore, the parts relating to cholesterol ester of the inventions in claims 1, 3, 5-12, 14, 16-22, 24, and 26-27
cannot be classified as either invention 1 or 2, and are thus classified as invention 3.

(Invention 4)

Parts relating to triacylglycerol of the inventions in claims 1, 4-12, 15-22, and 25-27 cannot be said to have a
special technical feature identical or corresponding to the parts relating to a free fatty acid of the invention in claim
7 classified as invention 1, the parts relating to squalene of the invention in claim 1 calssified as invention 2, and the
parts relating to cholesterol ester of the invention in claim 1 classified as invention 3.

In addition, the parts relating to triacylglycerol of the inventions in claims 1, 4-12, 15-22, and 25-27 are not
dependent on any one of the parts relating to a free fatty acid of the invention in claim 7 classified as invention 1, the
parts relating to squalene of the invention in claim 1 calssified as invention 2, or the parts relating to cholesterol ester
of the invention in claim 1 classified as invention 3.

Further, the parts relating to triacylglycerol of the inventions in claims 1, 4-12, 15-22, and 25-27 are not
substantially identical or equivalent to any of the inventions classified as any one of inventions 1-3.
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Therefore, the parts relating to triacylglycerol of the inventions in claims 1, 4-12, 15-22, and 25-27 cannot be
classified as any one of inventions 1-3, and are thus classified as invention 4.

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. || No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
q yp y pp q y P
to the invention first mentioned in the claims; it is covered by claims Nos.: (1) Claims 1-2, 4-7 and 9-23,26

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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