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D RNAZ S TG o/ Rl 7 4 438 4 W o 5 fo/ B S5 AAE
ZX3IA

AwigERT2017F3A298 R EFEFHEHGRALMRA “IRNAK
F R T IR Fo/ 206 9T T 4 3G 2k MR Ao/ R AR 4G F B E A iF (FET
M AME]) BRI, AR ATAERELT AFALRTH T,

AR
AKRPRAFREREIRNA, EFEILA THG 5G4 4384 M
IR IE e/ B ER AR P IR

FEHEAK

FURIR VRS e IS AR K T WmMIE R B EF R ERG. AR
LEMBORAHFAEE) — R E R B LRIRE, LA EF AR BERNE 2
FIREECEFREMAT. WALV EREGTAENR. BRLALERR.
Byl ER . BE. PEME LA RRRRE I RGN LE, Mg H
Bith. @RI ERFR IR, S5, TEFIERR, FREFTHALLMH
BE. ki) —K%kAm. BAT, AHA (CIBIAHENL) 15 RIEA 4T
PG B R E T R,

4 KI5 IF T AR AR B RO (SR EAF T 440 ) , AR RAR A
ZER AR (TIIP) , AR MEFRY—KE, LA T RAKRT
RIhhe, RAAT %, HATHFRER (GRARBA) , BMEEREFM
HPG e E, EHFRARTE B, LML AL R R o R T R R
F¥ o, BEE 03 A A2 85,

Fif 41 YA 8 SR 0B AR AT e R IRAR, SRS R L F,
IEAAR L R &K, FRESARARELAREIFREAME, RE
Bt R R BRI, M GRS R K AL —, AELR, AR
REA, BA A SIS g e ikt ol IR, BAFRERAE,
WEME, SFEBFEHS50%.

B AT 4 4076 T B R U E . BRI R A L, R . B
Boie. AKALBRE. LFRGOERERLAEIER, MABELRSKE. WAEE
BRI R R RE TR ETREM T HIE, REEHERERK,
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2R F R R T LG E R, KBXABERARE. REEFRMUFRT ~
T HLE, BamBTfieidtfs, LEEHFFEOFERAL T, AAF]
ZRBAER, FFREBEMIRR LB EFAL, 7INERBRFILT 6B 23
% B E), KEZ ARG REE T o8 BRI E.

B T B Ao & RAIE R E, GBS T — B2 ESFARGERZ —,
RAR R WAL F 3, 1 REHANFZN LT RS S Y Fof 0857 5
%.

B b, SETHRTOE B E T TG 434,

A AME

RAANZTINREI, o3 RRREG—% sRNA %A@l A #ME
F A T EAAR R IK R R K, Fo/REDBER LA R B BT . K
FRA AR T AL,

E—AF @, ARARB—ITZHER, Las:

A) 4= SEQIDNO: 1. 2. 3. 4. 5. 6. 7. 8. 9. 10. 11. 12. 13. 14. 15.
16 F2 17 FAE—R AT =895 5], REEANFF);

B) 5 A) i/ 5BEAHZ ) 80%. 85%. 90%. 95%. 96%. 97%3 98% %)
— e 5, HEH B TG E57 T 40668
C) EPREMHTE A) i il &R p5, LEH A THEEIT 4444
) A%
D) & A) Fi =5 &Rm. k. BH—AREEZ M FTRFIGFF], £
BA B TR /6 57 AL eqee ;. &R
E) &1 A). B). C) & D) FI=F 7T ARSI TR, L EBAH A TR/
76 I7 AT AL B

EFH—FE, KREPRB—FEEEA, LOSREAANLEE—ANFH
Pk 6 % M H R

BEFZEZANFE, REPRE—FHWMEEY, LOSRKEAE—NFE
PR 6 % A% H B AE F =7 @ PT iR 69 A BR EUK

BT &, NE PR —FF TG Ao/ KRG I7 T Y38 & M gk JR o/ R 454
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M F R, LOEAOTREEGTEEARLPE —F @R S HTR.
F—F @R ER. FEAFTDATRGEHEEH. Fo/R A REREE AN
FARKRPIESFBROREF ., E—AFHRFRF, FHEFEELAR
PME RN FAERERE —F @R SALER. MR, KEPHLRER
FLEAARMGSZER. BUK. BHESYUR A REHLF, AREMNA
F b &R TR Fo/2R 06 57 4 4 38 & Mk R A/ R GG IEN B AR,

WO, AAEMES BN FE, RKERERAEN RMEEEAARRN A KL A
P ik % A BR 6K ) .

BEHNNFE, AEAARBHSALALE —F@TEZ TR F &,
H et SR/ RMEBRBIR ERERE TR S AHER, Fo/3 M R
B A YR 6 s e R A KK BR6) % L H R

B EE—AFE, REAEZVRBTHATEY —/NF@EGRE:
K BITH —A R EZ AN A X A E £ mRNA F2/R &G RAKFHRIL; Fo
|2RA BTG Fa/ 206 IT 4 Y38 A MR IE /R EGE AR, Ao/ RABAEGE EILA L —
GER B Tt S

B B 56 8H

A1#E2 2 EaixRXkE4 sSRNA (HIT sRNA) £ TGF-B1 #8049
MRC-5 4 #4ksm oA F 2 0-SMA. 4Fi5& & . COLIAl #= PAI-1 WA-4F 4
feAg & A B 69 mRNA R A KF6 kR, B 108 2 55738 TR 48h
#3 NC sRNA #= HIT sRNA, TGF-p1 4]k MRC-5 48h & % A48 % 3547 (A
Br#8 ) #= TGF-B1 &% MRC-5 3h /& 4% % NC sRNA #= HJT sRNA, TGF-B1 #|
e T2h mAR R 3547 (V69740 ) MLy sE £,

B3 £2H 6 273 4E TGF-B1 #14 MRC-5 4 L mpe A &, %2
WAL R sSRNA 347 £ K E4K a-SMA. Fi£%& & . COLIAL. PAI-1. TGF-B
& SMAD4 #] mRNA £ 35 KF, BAk, B 3 2H 6 4R A 27 HIT-sSRNA-m7.
HJT-sRNA-a2. HIT-sRNA-h3 #= ppe-miR-169¢ £ MRC-5 £ 44t 4 Jo AL A 44
T LEAARE A .

H728 9 27EEEREZHFN SIFLEMAER T, RO
41 &R SRNA ¥ THAKERDRZATE, ZEREDIARETRHYLSE, &
fi s B AT SR e 2 R

k¥, B 7 &9 HIT-sRNA-a2 A A& R E & S50 8T %,
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BB A D RARTH TR (B 7A); HIT-sRNA-h3 A K& KR EZ S
ey BT E, ANRENBARETNTHREIL (B 7B); ppe-miR-169¢ #
HIERGRELZ TR DR TE, AHRENAARENTHEREIL (B 7C),

B 8 & # HIT-sSRNA-m7 A1 R EEHF60 ) BRI AR F o916 A .

A9 RAEEEELF RGO 4 SAEA P, HIT-sSRNA-m7 A K%
FRAFLELA LT bR, MERARR . HEZ A A o-SMA KA. Bk, B 9A
AT RAEM b ZERR ST (ng/AEM); B 9B X7 RIFBEH RAFAF L
& (H&E #&); B 9C A TH#$eE . o-SMA. FiE%FE (fibronectin) #=
COL3Al #9 £ en b 4K, B 9D AT+ 5 B oC AR%F H 6 w44 K.

10 28 12 R+ RAFHRELAAZRGLER, 2Rk, B 10 2TH
% R FBIRA AR £HIE HITsRNA-m7 93 B; B 11 2R thdis
IRE A FH EI L HIT-sSRNA-a2 ¢9 %k B B 12 273 KA TEIRE AR &
I3 HIT-sRNA-h3 ¢9 ¥ 8 .,

B 13 £ 14 27 E4 % REFEE sRNA (HIT sRNA) £ TGF-P1 &l sd
MRC-5 4 b sm fRAR A F 4F a-SMA. i &G AT fibta X AR 69 & E &
R0 Rk R,

SR F T X,
T @ AL AR —F B, AR RAERT F XAt RE A A FR], &
T AL AT ARG T, HBEARLRGRYEE.

#B%, A4 siRNA, miRNA R HE %A ] RNA e X 5HAfZ
J~ RNA (sRNA ). FRdE4&s4580, EAL P, KiE “Js RNA (sRNA)” Z3%
.4 siRNA #» miRNA £ A #) &FF JE %45 RNA.,

FEARILF, s RNA TUAZIERKE, Bl R AR RAE A LBREL
8, RiE “dERARM” RIEBFHHRZHARARRRGAEL, XFREERFR
R AE R AW R 5 R ARG i B A8 ) 6 454 A/ 2 LB K, .

Kig “HFE” RIGEL/BENTHEFELIE L. ZRERR Y 69T
fARE, ETRAATFERHEL/BE, FHRIRTHREE LRI 4L,
B, BERB, TERMALEESLS,

Kk “FTRG697 HEAAR A R TEARWR G F G TR /657 4
YeAl, RETAVAE A Ll A LB TR /06 97 iR . bR D, X




WO 2018/176330 PCT/CN2017/078815

AR EZFREIFY RS AEZI, ATUEZERMRITELEE
R it —F B A

KB “I4)” RIRZHETALTEFEIFERE S —HH5RERRE T A
HIR,

KiE “@3”. “G487. “SF” 23, BT L EEEAN, BT
K AR A b S AR B . B3\, T AE BT 5 i 645 42 20 ..

E—ANFEP, KELPRE—FZHEHR, L6864
A) 4m SEQIDNO: 1. 2. 3. 4. 5. 6. 7. & 9. 10. 11. 12. 13. 14. 15.
16 #2 17 $4E—REF =84 55|, KL LANET|;

B) 5 A) i sBA % 80%. 81%. 82%. 83%. 84%. 85%. 86%. 87%-
88%. 89%. 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%3K 99%
Bl —Meg 5, HEA R T/ 974400687,

C) EEHREMNTE A) TR L4 F5], LB T4 44
] B

D) &1 A) Fi =525, k. BH—ANREZMMHTBRFIG ST, £
BB BTG G 4eiubqse B, 3K

E) & A). B). C) & D) FI=F A HRREIEMER, LELARA TR/
76 I7 AT AL B

BE—ANFEHRFER, STTFREAG ST, P A) FF=F7ik g SEQ
IDNO: 3. 10. 13 #= 16.

EH—NEHFEY, P SHEHBZ DNA X RNA, #42 RNA, 4%
HHLZ N RNA, Bk, PRk 2458 KE 4 10-50 NME 58, 12-40 MES
BR, f)4e 16-35 3 18-30 MEHBR; £ EAKM, LR ZHFBRKERN 10. 11.
12, 13. 14. 15. 16. 17. 18. 19. 20. 21. 22. 23. 24. 25. 26. 27. 28.
29. 30. 31. 32. 33. 34. 35. 36. 37. 38. 39. 40. 41. 42. 43. 44. 45.
46. 47. 48. 49 R 50 MAEEER .

BE—NBARKEHRFTEP, FFESHBERAE LR, Nk 2 E4,
BEH—NBERERFTER, TRAZEEBRLZIFRRY, 62 0RORBA
IHAREIAY.
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BF_FE, KREPARB—FEEEA, LOSREAANLEE—ANFE
Frik e % R, Blde, BARM, FTEAZBREBIRTTVAZ DNA, {2828 %4
F BV VA2 RNA, #)42 sRNA.

BHEEANAFE, REARB—FF Mo, LS —F@PHEe
BB BRBA F =7 @ F TR AL R BAR.

BE—ANFEEFET, PTRBYELME L FH IR HF] . BRH,
BT i& 5 9 6 S 4T 4e AR T AL B VA T AR —FP R E S FP: 8 KR E ol
BRFT Y. SALT 894, SALK AN, ME R, 424k, BwEBL. &
B AFRARAY; SEITEF o IREEBLR . FedrEg . TAREA; REAL
FH4eg . RT3, BN &y FAFE, ABRMKRMER. FHE. ACEI
FefliT R W,

EHEWFET, KEPIRAE—F TG Fo/ R 06 7 4 Y38 & M s fn/ R 455
N F %, LOFEOAEZNTZAEARLRE —F@TEN AR,
B F TR BAAR. BEANAFT ARG EWEEY . Fo/R A RPEEAARRN
FAERLRAMESBFRGHAN . E—ANEHRFEF, FEFEBLHR
MM BN FAERERAE —F B AN ZEERR., AN, KEPHLFRLEF
FTEHEWFT@MARGZHFTR. BAR, BYHESHARNBRBERLEA, ARE
18 T 48 H T I Fo/ 206 77 41 438 2k M IR A Ao/ R GG AR B M 0 3R,

BE—ANFEhFEP, TURKLANZZETER. BK. Stk s
Wy B w AL IERAREA (k@R ) Fo/REHEF, Bliofi ] mAEZ Y
A, BB Fe/RESEA, Bl R, BAF/REHER . E—RFR
T, REAEFABAREARZ (48, BN EH. X TEH. %
PRIZST. FHBRIEST. BERREST. BAFALEANES ), RAS —EELT, M4k
iAE B AR X 42,

EFH—ANEHFTEF, FRTFHIEA MR R/RGEAOMEL G, M. S
R, B BRI B MR R, R AL, THAE BT R A B R R
Fa/ R EFEEAE.

BE—ANBEARERFEF, PR HIEAE MR ARI/RGESIELE :

RA LI, QI BARI AR A AUk A i O K
QIEREN. TRBER, FaEfEE LR, 58885 MAEGER,
Frikshdmik . AEERE. FESERRELA. oEH, FZBH. 2 RE

6



WO 2018/176330 PCT/CN2017/078815

Mo R, BRpMER, QENLE. RERB AN E RALE; %L
MR RER, LIEHOHED. ERAHBIER. RAFREALZAE. BHES
e RE. BHHEFREANXGIRIRMA;, RE KRR, CIFEFLEER
PEAR K . ) B fn XA KA R Ak e E IR IE; IRR R
ﬁ%%%%&%,b%5?%iﬁﬁﬁ% KRB HELT R #ATH R GRE
fIE. ZALE . BILE . BAR LSRR AN R G IR, AR
A, CLIEIRB AR f 4 ém b0 G RARIE . E B AR K. A
K O RE AL MR K. SRIBM D MR Y. RAR A A Ak

B oo b SRR R, RS IURESE G BB A ] AT 4k B R
SRR RIEMHSIR, SIERERSILE; KRSHSILE, SiFhE Rk
SALAA . RS R B RS IR AR R RS LA, bR
TR ILRE; EMESIUE. FREESIUR; BOSEL T EAE TS IR,

FEMATEAA, GFT. AFTAREBRAE, R REFREL, B
PERFARAY; RRit MATEEAL, @3ERA MR AT, BL L. 1TE A
B ¥ RSk, GEFLRETR. hé R, FERFENL, aiEh
R A, WREAE T E. FFEESHeF BN, 9RE. RAETE; T
FARBMEATARAL; SRMATARAL, GIFRME MM S KB,

SHARAE R, PRERM; REIERAT & Oddi #HHIARER; MRtk
_‘ﬁ]_.

Ao P B IR AT S A MR R A/ R R, QG ME; KB ERA 4
ok MR SR/ REE AR, QIR DRE R AABaRAE. BREARK. B
FHEFR; B Rt B IRar 3 A Mk Rfe/R 48, AREFRE R, F45;
R W LT S A e B RIS AE, QAR 0RE . IR R BURIE.
545 JJE

PRET 238 2 i

R BE S5 Ao F- K5 IR BF 41 438 A& MR R Ao/ R LR OAE, HE IR AL W IRJE 41
Y3 Ak

BREIMG G 4T 2 38 A IR A Fe/ R EFAAE . A T IR TG AR 2 RIE

Hr R WA | R T HRA Y. Aol S, BHMEaikd
R Ao lT R KSR Ao
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BB 8 2 SRR R/ R IR, QAE T R L. Bk, AR
B

BB —NEHFEY, FTRFELOCIEGAH LE B8t L AR Hfo/RE
18] _E T e/ —AE M T B IR fALF) . B4R, PR B oM e 4
H) T vAik B VA T 64T — AP R B S AF: R E BB T 694, EALTT
ggan. BALK AN, HERAN. iR, B E. BRhE. FER,
R IEATE R do BB . R, T RS, REAAF T ER. RT A
. FERR kTR, AR FIHE. ACEl o iT R 2544,

BEFH—AZHRFTET, TRF EHOIENREREAARAN FAERLRAE —F
AT G SRR, b, RAPHEIRAER REMAIARA FETE S BHFR
8

BEFH—ANFE, REARBE—F B ERF %, LOEGHIE B0t
R AL AL S BEER. BAK. /MR Fo/ A RHEHA
IR A RE AR ZBEBRAHER . E—AFHhFEF, BTIERARX
7 RAH LEW R, Bk @Em .

EFH—ANF@E, REARBEHSE—FTaFTES TR S %, L&
3 A BRAYBRIMAZEEBAR LR IEKRE AR —F @ PTiE 6 % H B,

Y %)

VAT 524645 42 AW B A A A5 LB A U89 K B, EARAT R LT AHRR
B FFHE Ay 3t BT B AR A B RAR AP T8 1B 69 TR

1. 84X F AR

1.1 2% X RNA &R 5 shib

#r & 415 R 4 RNAFR AR EmiRNeasy Mini Kit (QTAGEN #217004)%|
B PLA AT

1 7TRNA# $2 IR
(1) &7 R%H7200ul, AmA1ml CTABE f#i&, FAeA20ul B-313k B, A
Z!J\E 7 o
(2) 65°C, 30min, HA8& K155 H7E.

8
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(3) 12,000rpm, 4°C, #:7min/s, IR800ul L&, AA380ulTEE, R4,
(4) 4°C, #E20min.

(5) 12,000rpm, 4°C, #-315min, IK8OOul L, AeA0.8MRRE AL, Bl
2Ry,

(6) #X E10min, 12,000rpm, 4°C, & 15min.

(7) B600u L&, AnA600ulFA4)53FREE, B4 /E-20 °CAX E20min,

(8) 12,000rpm, 4°C, #:10min, F_E#F/E75%CEERAITIT2K.

(9) FADEPC4A # it 69 H,OE fFFRNA.,

1.2 Adfr. JEFAR Y RNA HRBRAHETHF

(1) B 4mie ¥ hn X TRIzol H AR, TBAE 5047, LA EMB (5
FoNRALELL, 100mg ZRZEF AmA 1.0ml TRIzol Zffik, 4 R BHE,
12,000rpm, 4°C, &+ 10min, M RED R AL GILLLITIE ).

(2) 12,000rpm, 4°C, #+ 5min, FHILIKE.
(3 )#: 200ul/m] TRIzol 4 tb Bl e N BT, ¥k 584, £iR4KE 15min.
(4) 12,000rpm, 4°C, % 15min, BRI EEKM, £25—FFF.

(5)ERPR A, B L EARMWAF ENRN, £ 9/6 £iRKE 10min,
12,000rpm, 4 °C, %% 15min.

(6) BIREEKAE H—# EP &%, # 0.5ml /ml TRIzol Aw N3 R BEF iR
4, £RKXE 5-10min.

(7) 12,000tpm, 4°C, #: 10min, # L.

(8) Ao 1ml 75% B8, BAedkih B %, BFINE.

(9) 8000g, 4°C, &« 5min, AZF EF.

(10) FiR8E-F 5-10min, /A 50 ul DEPC 432 it #9 H,0 &% RNA # 4,

1.3 RT-qPCR ##)
1) % sRNA #4: %4 cDNA: ¥4 R XA & (High-Capacity ¢cDNA
Reverse Transcription Kits, Applied Biosystems, cat. no. 4368813), A X%

( Stem-loop #% ) F sRNA #4535 4 cDNA, #4F K% 4T 448 RNA (150
ng/ul) 10ul, 10X RT Buffer2.0ul, 25X dNTP Mix ( 100 mM ) 0.8ul, U6 RT 7]
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4 (10uM) 2.0ul, HIT-sSRNA-m7 RT 3|45 (10uM ) 2.0pl, MultiScribe™ i# 4
B 1.0ul, RNase #7#]#] 1.0ul, Nuclease-free H,O 1.2ul, BRES & :E, AN
PCR AR AL, B A&M4=TF: (1) 25°C, 10 min; (2) 37°C, 120 min; (3)

85°C, Smin; (4) 4C, LR E. BB REH N 20ul RNase Free dH,0,

ANEARIRZE 40ul. FTR 5|1 #0554 F

A U6RT: GTCGTATCCAGTGCAGGGTCCGAGGTATTCGCACTGGATACGACAAAAATATG;
HIT-sRNA-m7 RT: GTCGTATCCAGTGCACGCTCCGAGGTATTCGCACTGGATACGACGCTTACAA.,

2) ZF PCRy ¥R : qPCR R ALK Z EARAR 10ul, &45: SuL 2xSYBR
Green Master Mix, 0.5ul EE# 5|4 (10uM ), 0.5ul K& 3514 (10uM) , 1ul i#
3 %15 3|49 cDNA, 3ul RNase Free dH,O. 1%/ LightCycler 480 3 #% ¥ PCR
AL, PCR B &2 95°C, #4: 5min T M, 443 PCR ¥ ¥485R: (1)
95°C, 10s; (2) 55°C, 10s; (3) 72°C, 20s; ¥E#AT 40 MEIR; BB 40
°C #F4: 10s 5., ¥R ER 5| HFR @) 5| 43 b b w EHFT LA HFEAR
P8 Xt Febmk. PRSI A5 4T
AU6 F: GCGCGTCGTGAAGCGTTC;

A U6 R: GTGCAGGGTCCGAGGT;
HIJT-sRNA-m7 F: TCGCGCTGAGGTAGTAGGTT;
HJT-sRNA-m7 R: GTGCACGCTCCGAGGT.

3) F A 2-ACt i+ B ARsT £ iA &,

14 ZOAFRAKES BCA ERERZ

(1) FE35HKE, PBS L RFAMEA, AESHAE RIPA ZB%,
FBmle kB T2 B8+, EREZME 20min,

(2) FBCARA A5 B (50:1, viv) Zaid), Bu¥ BCA TA4E%.

(3) 4RI 25 wl FEALH] 69 BSA AFERFF MR, mAZ] 96 SLIK
¥, #3LF A 200 ul BCA TAE%, FAL5RSY,

(4) 37CHEE 30 min EAHEFRRTERKXE 2h,

(5) AEIHAE (Synergy 4 % ZheB5474L ) F 562 nm A2 A
RHE, ARIEATEE KA B e &G R
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(6) /A RIPA 2Rz ADHRRE, 1258 RRE—2,

1.5 X G % E P EHAR ( Western blot)

(1) $: RA 0% RESBER (TER) 5% REGRER (LE
IR, 15 IUARFAAoRE, B KEEREG LAETHE.

(2) #ouab3®: BA LA R SRR E 2 x loading beffer 7, 97C4& B
B 10 504 E B TR EAA.

(3) FHEIK: mAEKREFR, BRALLEE OV, HLH 2 LN F)
SBRE, RELEZE 120V 440k, HEEH2EAAXT 5B RAISRE
SRR B

(4) BEHE: BB (AHR) BH—IEK—8K—PVDF BE—kE4%—%&
8 (B 6P HATAE,; BRI BRTRE, FTREEANEBEELEE T4
CThAF; 28R 300mA, % 120 min.

(5) #M: #EL£EFF 3%BSA #H%& Y, £E44H 1h.

(6) —3iBFH: ¥4 M /56 PVDF RS Z BB, mASH —E
3%BSA #H & ( —FREARBIFAILIA ML), ARBEPERE, BHE 4CiT
REE .

(7) %BE: % PVDF 34, B TBST %lE 3 &, 45X 10 min.

(8) —IBE: #% TBST, ImASH —#é) 3%BSA HM%k, FiniE
FH 2 e,

(9) #&fZ: ¥ PVDF &I ¥, A TBST %L 3 %, £k 10 min.

(10) B%: B4 Western £ &%, FHB¥EHIFO B &% 4 FmTHEL
HSEAWH—M; AFESEENSHBEROL, TTFT X HEEBBEEPEL
10—20min, R/EMEFHiEk. THRERBEIK,

(11) 5547 ¥ # F A Quantity One #HATH A A4, Image J
HAT R BAESHT .

1.6 HAEZF SR SIFLEBERNES
I 6-8 Fl#h, ARE A 20-25g 49 CSTBL/6 R, HREERA TR 1A
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BRIE 100pL A& 32 KA B R EE R (3.5Uke), *TRLAL 100uL %
BENK, HERLFPRARERLTE, £ 21d HARD K. REMA THRM
REREGME, EM%Z 4%ZRTEAE G AN QLIE. Wk #ATHFAM-AFL
#& (H&E £ &), Hir= &k EARB AN, LR IEY R A 4F 440
AT RGN R E R ST LB MER T R .

1.7 RAFEBHRELRLR X H
5= Bt

AFERE B sl 293T; DMEM 3% 4~ & ( Dulbecco's Modified Eagle's

Medium ), Zex 10% (viv) f64fi% (FBS); &% (100Uml) 54 5%

( 100mg/ml ); # %X : RNAiMax ( Invitrogen ) #=f§ /it /R Lipofectamine 2000
(Invitrogen ); MK AFE#RE A E A4 psiCHECK2 (Promega C2081)

T Tk
(1) 24 10%FBS 4 DMEM 325k A 35569 293T @fitt, % 48 3LIRTP, &

LA 3x10* Amie, MEAEE A RNAiMax(Invitrogen)4% % 100nM 4§ NC
SRNA/sRNA.,

(2) 24h &, J Lipofectamine 2000 (Invitrogen)4%# psiCHECK2-3’-UTR 3,
psiCHECK2-3’-mUTR #) 4z,

(3) %M #/5 8h. 14h X 24h &% Dual-luciferase Assay System
(Promega E1910)#9 5 Mt ¥ 4% A 7 i34 i) 35 3 038 2

2. KB E
2.1 KRz RkEE sRNA

ABAE 1.1, #FXF EFmidt 6 CTAB 28k, A MFFEe Lz
RALL T AT AR AA A A P RIE RNA, BRI RE R, RNA
BB A ~20nt 49/ RNA K E (small RNA, sRNA). #ETFReKEF, 497
sTIE AR 4L E KA F) 6 RJE Oh #v 24h t9A M) odn, B = REBLUER
3k /R 49 RNA /& 12h.24h #= 48h /& )s R LA 48, VAR I A 412 R R R 69 RNA
J& 24h #9 A549 tmfeit 4758 R A (SE36, Illumina HiSeq2500). #iT4 4
12 8% 7%k, RBUATEHRBEEND BRI, ARRE A549 @it ]s RNA
hE: (1) AT A, s RAFLELRA AS49 ity xR R RNA; (2)

12
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R HARE N RA Rt FegerF A kB s RNA, @i Fd g, X9
ABINE I 3 FHAAMB LT RRF D RNA (LA 1), FRIELEAM
ey astF BB, ARKR G 4L A HIT-sSRNA-h1~3; 8 &#t A RIFLHL G4
A& B RNA (& 2), FARELE D SFEE T st F EHES, RAG
4 # HIT-sSRNA-m1~8; 2 &H#A AS549 fgfietgsrx R LK RNA, FAREL
F A549 iR AR F EHEAE, RRG 4 A HIT-sRNA-al~2 ( Lk 3). st
I, K BAAL ik 4% R P T 5 miRbase 4k & bt £ 49 4 50> RNA #47
B R (LE4).

£ 1 AfaPerzx X kB sSRNA 55| B4

SEQ ID NO 24k 21l KE
1 HJT-sRNA-h1 AUCCCCACUGCUAAAUUUGACU 22
2 HJT-sRNA-h2 GCUGGCCCGAUGGUAGUGGGUUAUC 25
3 HJT-sRNA-h3 UGGGGCUACGCCUGUCUGAGCGUCGCU 27

A2 PR LFRRE sSRNA 55| B4 4

SEQ ID NO £ AR Y2l KE
4 HJT-sRNA-m1 UGUCUCGUACCGUGAGUAAUAAUGCG 26
5 HJT-sRNA-m2 GCUGAGAUGAAGCACUGUAGCUC 23
6 HJT-sSRNA-m3 GUUAUUCAAGUAAUCCAGGAUAGGCU 26
7 HJT-sRNA-m4 UCUGAGGUAGUAGGUUGUAUGGUUAU 26
8 HJT-sRNA-m5 GUAUGUAAACAUCCUCGACUGGAAGCU 27
9 HJIT-sRNA-m6 GUUAUGAGGUAGUAGAUUGUAUAGU 25
10 HJIT-sRNA-m7 UGAGGUAGUAGGUUGUGUGGUUGUAAGC 28
11 HJT-sSRNA-m8 GACGGUCGUACCGUGAGUAAUAAUGCGA 28

£ 3 A549 mnp L& X kB sSRNA & %) B4

SEQID NO | %#k B9 KE

12 HJT-sRNA-al UAGCACCAUUGAAAUCAGU 19

13
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13 HJT-sRNA-a2 UAGCACCAUCCGAAAUCGGUA 21

£ 4 F KRBT E miRbase 38 2 ¢4 sSRNA & 5] B4 4

SEQIDNO | %#k Y2l KE
14 peu-miR2916 UGGGGACUCGAAGACGAUCAUAU 23
15 bdi-miR159b-3p.1 UUUGGAUUGAAGGGAGCUCUG 21
16 ppe-miR169c¢ CAGCCAAGGAUGACUUGCCGG 21
17 bdi-miR396b-5p  UCCACAGGCUUUCUUGAACUG 21

2.2 sRNA 8 FEHFEM

2.2.1 /& TGF-B1 #|3# MRC-5 4 44t mfaAER! o 5 ik I E 4 F R R IR 64
sRNA

TGF-B1 3ng/ml #1i% MRC-5 a2 48h (B 1) X 72h (B2 26) &, K
I RNA #d=, /A RT-PCR F EAMALMLARX A o-SMA. HEESG
( Fibronectin ). COL1Al. PAI-1. SMAD4 #= TGF-B # mRNA A8} & i& .

o-SMA. 4% % 4 (Fibronectin). COL1A1 #» PAI-1 Z wWAN4F 44048 %
A H. ALE R kR sRNA & 32 TGF-P1 #3849 MRC-5 4 4k m e g,
R ki v AL LA AR K K ) 69 mRNA K89 kA, Mdmst#AAL, R
IfiFe A549 28ft 44y RNA AT LA X0y ik, LR wB 1 22 B
T, BTG A5 57 64 M LRI T, % AP 40 F KRR 49 sRNA 39 4895 474 MRC-5
fm e 47 YA AE X A £ mRNA KPRk,

%4 HIT-sRNA-m7. HJT-sRNA-h3. HJT-sRNA-a2 vA% ppe-miR169c =
# sSRNA f 5| #4T/E 8L iE B, 4277 24h 453 NC sRNA #= HIT sRNA,
TGF-B1 A1 MRC-5 72h S RA8 X $8457. 45 dE 3-6 AT, 4 TGF-Bl #
B8 MRC-5 4 e tmoAE R b, _EiX vy sRNA 3 5H K EIK a-SMA. 474
&% . COL1Al. PAI-1. TGF-B A SMAD4 #] mRNA & XK,

KA T o5 R kB 49 SRNACHIT sRNA )& TGF-p1 #8449 MRC-5
SRR 3T o-SMA. &G AN TR X AR &G ALK
F. B 13 A 14 5878 T $A7 24h 45 4 NC sRNA #= HIT sRNA, TGF-B1
Rk MRC-5 72h EAEMAR X 4847 (BG4 ) K04 R. B 13 78 14 A7

14
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, P4 B KRR IR 4G SRNA ¥ 6695 47%4) MRC-5 @it b ¢F ibAn 2 A R A%
é}/ﬁﬂé—‘{—éﬁid&o £+ 5 SEQIDNO: 4. 5. 6. 8. 1045 HIT sRNA A &
ERIRTE TG M ES REAKTE, 5SEQIDNO: 3. 5. 6. 8. 10. 16. 17
st 5249 HIT sRNA T VATSIK a-SMA #%& & KA KE,

222 ZRRRIBEH sRNA EHREEH T 090 B SR + 894 A

BIBALE 1.6 R, EHREEH QBT RABA T, K Lk wH
415 K R R 49 sSRNA 8T 4F 440694k A . C5TBL/6T ' R A% i 4HE R E £ (BLM,
Nippon Kayaku, Tokyo, Japan)#|Z& 3.5U/kg [ VA /:L.'%P” =\ NC sRNA.
HJT-sRNA-m7. HJT-sRNA-a2. HJT-sRNA-h3 #= ppe-miR-169¢ #9 agomir ( 7k
M & 2K AR A PR3] 24 ), FE £ 8mg/kg, A E KR 100ul &
HER, BERERES TR, % 13 AAFH 16 AoAEEIEH NC sRNA.
HJT-sSRNA-m7. HJT-sRNA-a2. HJT-sRNA-h3 #= ppe-miR-169c #§ agomir,
* & 4mgkg. 4B 7-9 Fiw, KIPALI, SR @HaT R ERIEH sRNA
HRAATTREZFERDANATE, BHREDIKRETHROLYE, &
fi s B F A SRR

223 EAEBHRBERAE LA MNLIF X LR sSRNA Q3L B et

ARAEA L 1.7, AR RALBERE AR 2 LA L 7 X KR4 sSRNA +
LA g FeAF A E . 2B 10-12 A7, HIT-sRNA-m7 T i 13 # 8 ¥%) a-SMA.
ik F G F COL3AL k&R EFLF YLty 3h 4%, HIT-sRNA-a2 i@ HH%ed
COL1A1. COL3Al. TGF- B #= SMAD4 & X #3444k 69 2) 4% ; HIT-sSRNA-h3
il it H H%ed) COL1AL = COL3A1 k& B i bg3h bt
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R Al & R

1. —FF 42358, He4
A) 42 SEQIDNO: 1. 2. 3. 4. 5. 6. 7. 8. 9. 10. 11. 12. 13. 14. 15.
16 #2 17 $4E—REF =84 55|, KL LANET|;
B) 5 A) i/ 5BEAHZ ) 80%. 85%. 90%. 95%. 96%. 97%3 98% %)
— e 5, HEH B TG E57 G 40068
C) EPREMHTE A) i il &R p5, LEH A THEEIT 4444
) 58
D) & A) Fi =5 &Rm. k. BH—AREEZ M FTRFIGFF], £
BA B TR /6 57 AL eqee ;. &R
E) & A). B). C) & D) FI=F A ARREIE TR, LELARA TFTHG/
76 I7 AT AL B

2. BAER 1 TRy S 5F8, L+ A) Ffi=A%lit g SEQIDNO: 3.
10. 13 #= 16.

3. BAIER 1R 2 AN S G, 2 DNA X RNA, #]de% RNA,
ARk M )y RNA,

4. BAIBR 1 E23 PIE—RTRNGZEER, EVAESBFTRKES
12-40 M EBR, #]de 16-35 3% 18-30 Mz B8R .

5. RAIBER1 Z4PE—FRGEBER, LEFPMESBEFRE L4
BOREE, kT bk,

6. BRAIZR1EZS PE—RENGZHER, EPTESZEFTRIIER
R, BlheZ oMM REALBARRILNY,

7. —FHEBREBEAR, LA REKERFEZR1E 6 PE—RATAN ZHHF

@i o

8. —Hhutkuiiody, ROARFNEBRK 1 E 6 PIE—RITEN S
FER R A BANER 7 FT iR 6947 BRBAR,

9. RFIER 8 ATk eg /Mt tlodly, Hik @8 7 I FLT AL
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10. —FP TR A/ 08 J7 6F 4238 A MR i A/ R G A AR Frik, R OIEOH
BE BT RARARFER 1 £ 6 PR ZHEER. MAER T A
HEGEAR, RAIER 8 R 9 ATk a4 Moty . Fo/ A REEHEARA = AR
FBRK 1 £ 6 PAHA—RATE S M HBROYHE A

11 BRALER 10 BHE 895 ik, 2ooF BTk oF 438 4 Wk Ao/ R 5048k A :
M. ohd A%, BF. BRIE. B . R, AR A%, BTHA R4S
M R A e/ R AR AR

12. ARABR 10 R 11 ATRE Tk, S AT L 43 4 bk fo/ S 550
AR

FAB LR SR, CIEBA . LA AR A A & Fe i AOME AT K
CHERRM . ZRIRARI . B AR LA, 536 ARG RRA,
Fridshdhik f: mAEE., FSHRREFA. shFh, RWES. o RkE
EHFeDee k. REMARR, CHEMEH. BREMN A E KRR, %L
MR, GEESSHESD. ARBSER. RAFRFOLZLE. BHS
AT s BAHF R AKX GIHRER; REMER, CIEFLMNER
PEAR K . ) B fn XA KA R Ak e E IR IE; IRR R
FEAG AR, LELHEAEHORAE. RRERXT L. #FHREALR
fIE. ZILE. RILE . BAR L7 IR AR R G A3 R 0%, AR M R
F, CLIERZWI AL M AIE. MR EGRRE. A L. I
K. RO AR K SRS Y. RARMAR A 44k,

B b SRR R, OLIES PRI G BB Ae 8] A ik, B R
SRS, REMSILR, CIERAEMESILE; RS, 50 mit
SALAA . RS R B RS IR AR R RS LA, bR
TR SR, BRMSIE. FRE IR, BOSEREHE T IR,

PR, QL. AR TAERERFR; R KEFRENL; B
PERFAEEAL; Rt MEATERAL, GFERA MR BT, %L REgn. 115
B X, RSTHATAREI, QT RETH. héswm; FERTENL, GIH
WEEE &, WRAE T E. FFESLS S FEM. WKRE. AR%TE; T
FARRMIFREAL; SRBATERAL, QIFRM Aok RE;

ZHIRME R, MREARI; REIEA T &, Oddi #FYI AR, TRRse
_‘ﬁ]_.

?
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o P IR AT YIS A PSR R A/ R AAE, QIEFH R, R F IR
Bk MR R/ R IEAAAE, QIETIRER,. AAMOsRSs. BEK. B8
AHEF;, B M BBk MERM/RESIE, QEFRT X, FE5;
ARSI B AT Y38 A& MR R An/ R AR AR, BIEFH S, BRK . BRI,
545 JJE

JOLLT Y38 % IR IR

R B S5 Fo 5~ K5 BRBT 41 4 38 2 M & % o/ 2R 45 . HE B IRAL P BRE &
Y

BBEIME 5 41 38 % IR A/ R LA I P RIR T AR £ RIE;

R M R EI. ARamidgtE. BEMaLd
A J{F AT KA K Ao

Rk LT Y3 A VRS Ae /R ARAAE, SRR k. IR, EEMER
I

13. BRAIER 10 £ 12 PAE—RFEGF %k, LOIERAIE BT E
B 18] Fo/ 2R 2 6] _E 4~ Hofe/ SR —AE W6 5 SN LT iR

14. BAIEK 13 kb7, HFPE FH NG T bk vl Fe94E
fT—Fp R F S AP AR UK E BB T AN, AL 894, EARE A, ¥
ERM. kA, B L. itk IR, )%&#F%J ) o TR B B
M. FRepeZed [ WRIED; AN T Ek. RTE)3E; REH eiksT
B, VABRFBKALER. FIKE. ACEL fofbiT £ 34,

. AR E RS R, RO REENTZAEARFIELR 1 £ 6
chalﬁﬁﬁuﬁ ZAZER. BAIER 7 TR EAR. RAIER 8 & 9 ATiEH
B Mt SR W . Ao/ A R EAR A T ARFIER 1 £ 6 PIE—RPTE
% A5 BR AR

16. BRA|ER 15 TR ERF %k, LPBELIFBZARFTRER, #lioi
w3 .

17. ARMESEARN /IR = ARFEZR 1-6 PHE—FRATE S AZH R
AR A

18. —Fr4pH| —ARESANF M EALR R AN Tk, Lzt min
Rk,
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19. #&EBAER 1 £ 6 PE—AHEERERG T, LaH: &%
A/ SR B LR BERAIRR 1 £ 6 PERAFTLEN ZHHER, F/RAR
A SR R AERAIRR | £ 6 THERNLM S HHER.

19



PCT/CN2017/078815

WO 2018/176330

Hit&h

MRC-5

MRCS a-5MA

EA

WMRCS PART

5 COL1R1T

NRTA

%

H& &b

5

MRC

MRCS u-SMA

P

i

1

RC-E PAL

At

COLIAY

MRS

N

B 2

1/9



PCT/CN2017/078815

WO 2018/176330

W _ § \\”ﬁ«w W § % W _h§\\\\ w@

. w ﬁw«

wﬁwﬁﬁo
itadied

i I

2/9



PCT/CN2017/078815

WO 2018/176330

MIRC S o 8MA

o VN

. @@m@

TF VNAW B

Aok

MRC-& PAI

3
3
s

Y VNAW el

Y 3 [ w oo
R &t &= [

3

L
]

by,

%

3
&
A.N.H
..\\\w\

23

iesien
,,,,,,,,,,,,,,

W VNI o

o  TF VNAW [

o

MACE PALY

3/9



WO 2018/176330 PCT/CN2017/078815

HiEE
A
458 ¥
5&’
=
& A .
4R B0 b Ll oy 7 7
o A #* P
2w A Sy SR
- B \ LD |
| N =
g T T ﬁ\ T 1 T T TV T T T T T T T T T T
5} 5 10 15 bt} = 123486878 9101121313 181617181920
-4 R E AR
8
100 ad N
2 AN BN e NT
an- = U s HIT RN SRS
ﬁ £ Ll
o A %
i B & 1
204 @j
I:: T T T T 1 13 T T T T T T T T T T LI T T T T T T T T
s 5 2 the; 20 25 1234567 8 810111213 141516171B182D
c ES- 4 e R
160+ ¥
B - R-155
~ ™
% ::'ﬂ_ ‘ﬁ.—a\ -
&® & T ]
s € 2P N4 Tias
dB 404 SN # i
o B \\g N
2 ‘ 17 \
y ‘ ; . . | A3
¢ e 10 15 20 25 123456878 810t1121314151517181920

A e A

A 7

4/9



WO 2018/176330

HEATTH

hEig

100
i

oo

28+

28

T

T

e

Ex

H
e
b

24+

%1
/|

22

B

20+

k

I

I A o
I 7

Ve Bl ot %,ﬂg
Bt

l”W{*‘#

18

16

-
.
il
.
L g
k=33
==
-4

N

A 8

5/9

T T T T T T T T T T
AR LR R I AR E I L L P 1 R

PCT/CN2017/078815

SRS

PEAIIY | e




PCT/CN2017/078815

WO 2018/176330

o as onystd i efatlarng

x

171

Dodrn gl yo abennsg

Fiaoretin

T 1
73 %
£ k4

A9

¥ ¥
3 w7
= 144

\\v

1o
P

Yo Ve GRRE DT o wie

Hydraxyproline

BL88

Saline

Sahne

AXSEEES iahnnne

A

iy

fitsh
&

g
%

-]

ol

o fiuiry wifiBn o WG RO P

v



PCT/CN2017/078815

WO 2018/176330

Fibrooectin JUITR

LR
oA
=
g
3
Z .
e
W.
Z
M“
2

&-SMA JUTR

NE

N

T-SRNAWT

RN R

# w\\\\\\\\\\\

5

—

& wm s W G
- B~ - S - N
SRR O3 BERU
R IS A YR

................................

A v =2 [ L 9 ]

......

5

COL3AT 3UTR

: __ N
"

,\\\\\\\\\\\\\\\\\\\\

.....
o o o~ ¥y ~ -
e [~] =] @ @ =

A 10

7/9



1S4

-

3 ud
oo
%

A 11

H
H
H

W 1 . m | N\\\\\\\w

3
<

.......

o P

- P

LG T BARHBaY O PASYR DU}
SHATIE SIS SA0IEN

£
<
ur <
.
H

- N

o
P

[ -
a4 3eBau ) PIZEEICU] {1oau02 sanefisu o poiyeulou

*
z
b}
e
<
{1o.8u0D

A 12



WO 2018/176330 PCT/CN2017/078815

FibronecHin

o-SM&

GAPDH

A 13

NCTGF-f1Cirl 14 15 16 17 12 13 1 2 3

Fibronectin

a-SMA

GAPDM

A 14

9/9



INTERNATIONAL SEARCH REPORT

International application No.

PCT/CN2017/078815

A. CLASSIFICATION OF SUBJECT MATTER

CI12N 15/113 (2010.01) i; A61K 31/7105 (2006.01) i; A61P 17/02 (2006.01) i; A61P 11/00 (2006.01) i; A61P 9/10 (2006.01) 1i; A61P

13/00 (2006.01) i; C12N 15/63 (2006.01) i
According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

CI12N, A61K, A61P

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

CPEA, DWPL, JPABS, SIPOABS, VEN, CPRSABS, MOABS, CNABS, TWABS, CJFD, CSCD, SIPONPL USTXT, JPTXT, EPTXT,
WOTXT, CNTXT, CNKI, ISI Web of Science: srna, /) ma, Z[2E4L, auccccacugcuaaauuugacu, £ 5K;

GenBank + EMBL + DDBIJ + National Bio-sequence Database of Chinese Patent: search for SEQ ID NO: 1

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

sequence 76, and abstract

document

21 May 2014 (21.05.2014), see entire document

X CN 103627705 A (NANJING MEDICAL UNIVERSITY), 12 March 2014 (12.03.2014), see
A IWO 2015166060 A1 (FOND EDMUND MACH), 05 November 2015 (05.11.2015), see entire
A CN 104147022 A (SCIENTIFIC RESEARCH TRAINING CENTER FOR CHINESE

ASTRONAUTS), 19 November 2014 (19.11.2014), see entire document
A CN 103800698 A (CHENGDU UNIVERSITY OF TRADITIONAL CHINESE MEDICINE),

1,3-7, 19 (all in part)
1,3-16, 19 (all in part)
1,3-16, 19 (all in part)

1,3-16, 19 (all in part)

[ Further documents are listed in the continuation of Box C.

X See patent family annex.

* Special categories of cited documents:

“A” document defining the general state of the art which is not

considered to be of particular relevance

“E” earlier application or patent but published on or after the
international filing date

“L”  document which may throw doubts on priority claim(s) or
which is cited to establish the publication date of another
citation or other special reason (as specified)

“0” document referring to an oral disclosure, use, exhibition or

other means

“P” document published prior to the international filing date
but later than the priority date claimed

“T” later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory underlying the

invention

“X” document of particular relevance; the claimed invention
cannot be considered novel or cannot be considered to involve

an inventive step when the document is taken alone

“Y” document of particular relevance; the claimed invention
cannot be considered to involve an inventive step when the
document is combined with one or more other such
documents, such combination being obvious to a person

skilled in the art

“&” document member of the same patent family

Date of the actual completion of the international search

Date of mailing of the international search report

Haidian District, Beijing 100088, China
[Facsimile No. (86-10) 62019451

24 December 2017 05 January 2018
IName and mailing address of the ISA . )
State Intellectual Property Office of the P. R. China Authorized officer
No. 6, Xitucheng Road, Jimengiao WANG, Qiyang

Telephone No. (86-10) 62088409

Form PCT/ISA/210 (second sheet) (July 2009)




International application No.

INTERNATIONAL SEARCH REPORT
PCT/CN2017/078815

Box No.II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. X Claims Nos.: 10-16
because they relate to subject matter not required to be searched by this Authority, namely:

[1]  The subject matter of claims 10-14 is a method for preventing and/or treating a fibrotic proliferative disease and/or
syndrome, which belongs to a disease treatment method implemented on a human or animal body (PCT Rule 39.1(iv)).
Although the subject matter of claims 15 and 16 is a skin beauty and rejuvenation method, same actually relates to the
treatment of a skin disease, such as anti-fibrosis, and therefore also belongs to a disease treatment method implemented on a
human or animal body (PCT Rule 39.1(iv)). The examiner still carries out a search on claims 10-14 based on the subject
matter that might be reasonably expected, namely, “the use of a polynucleotide having the sequence represented by SEQ No: 1
in preparing a drug for preventing and/or treating a proliferative disease and/or syndrome”, and carries out a search on claims
15 and 16 based on the subject matter that might be reasonably expected, namely, “the use of a polynucleotide having the
sequence represented by SEQ No: 1 in preparing a drug for skin beauty and rejuvenation by means of anti-fibrosis”.

2. X Claims Nos.: 18
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:
[1]  The subject matter of claim 18 is “a method for inhibiting expression of one or more fibrosis-related genes”,
characterized by “comprising enabling a cell to be in contact with”; however, this step lacks an object with which the cell is in
contact. Therefore, claim 18 is unclear, so that no meaningful opinion can be formed.

3. 0 Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).
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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:

[1] Invention 1: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 1;

[2] Invention 2: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 2;

[3] Invention 3: claims 1-16 and 19 relate to part of SEQ ID NO: 3;

[4] Invention 4: claims 1, 3-16, 19 relate to part of SEQ ID NO: 4;

[5] Invention 5: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 5;

[6] Invention 6: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 6;

[7] Invention 7: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 7;

[8] Invention 8: claims 1, 3-16 and 19 relate to part of SEQ ID NO: §;

[9] Invention 9: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 9;

[10]Invention 10: claims 1-16 and 19 relate to part of SEQ ID NO: 10;

[11]Invention 11: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 11;

[12]Invention 12: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 12;

[13]Invention 13: claims 1-16 and 19 relate to part of SEQ ID NO: 13;

[14]Invention 14: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 14;

[15]Invention 15: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 15;

[16]Invention 16: claims 1-16 and 19 relate to part of SEQ ID NO: 16;

[17]Invention 17: claims 1, 3-16 and 19 relate to part of SEQ ID NO: 17;

[18]Invention 18: claim 17: an activator for the polynucleotide as claimed in any one of claims 1-6 is produced in an endogenous
activation body/cell.

[19] Although the polynucleotides represented by SEQ ID NOs: 1-17 are considered as having the ability to prevent/treat fibrosis, same
are not entitled to a significant structural unit necessary for a common characteristic or activity. Therefore, inventions 1-17 do not share]
a same or corresponding specific technical feature therebetween, and an activator activating the production of SEQ ID NOs: 1-17 and
these sequences also do not share a corresponding structural correlation therebetween. Therefore, invention 18 and inventions 1-17 also
do not share a same or corresponding specific technical feature therebetween. Therefore, the 18 inventions of the present application do
not share a corresponding specific technical feature therebetween, and thus lack unity of invention under PCT Rule 13.1.

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

2. [0 Asall searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. [0 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. [Q No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.: part relating to SE1 ID NO: 1 of claims 1, 3-16 and
19

Remark on protest [0 The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

[ 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.

[0 No protest accompanied the payment of additional search fees.
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