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(57) Abstract: A pharmaceutical composition for treating diseases related to inflammation or injury such as ARDS, comprising; (a) an
active material derived from human somatic cells, the active ingredient being an extracellular vesicle produced by human somatic cells;
and (b) a pharmaceutically acceptable carrier. The somatic cells are selected from human tissue, bone marrow and/or blood-derived stem
cells, etc. The dosage form of the pharmaceutical composition is selected from an atomized inhalation agent, eye drops and nasal drops.
The pharmaceutical composition has storage stability and high dispersibility superior to those of a living cell formulation. A method
for preparing an extracellular vesicle, comprising steps of culturing human somatic cells, removing cells from a culture system, mixing
a culture solution with polyethylene glycol to form an extracellular vesicle modified by PEG, centrifuging, resuspending, etc. The
formulation of the extracellular vesicle can be used for preparing a medicament for preventing and/or treating inflammations or injuries.
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VR, Pk i PE oy o NI AR ML AR 0 A0 B A ZE S RN (b)) 255 BTG EAR, Prid ik dn i
A NAE H AN/ SRR I T4 RS, Prid 2 WA & W2k A 2GR ARG i 2
il Bk 2 Y5 ) B A D0 T R R R B DR A AR MR W . — b AR MBS B B T vk, B
FIRNBIRA N NFTRIR R LR KR TRRS R 4 IR G 8 A PEGIE 1 10 40 ML I AP 383,
O EEHDE. Pridkdn s B i ar H Tl T A/ sae T KA. BRI 2.
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B NG HIATAE FO 40 B RS M BV I AR A BB R)  flv R FE

ARG
AR IR B DR 25408, BRI Fi N PR AR AT A O 4 BB S h 2 ) B AL T
NGRS 2 R N

EREAR

2 IR FIB 22 51T (acute respiratory distress syndrome, ARDS) A2 fG
NI s i E) 5 DL IR, e SO @t R A B R Lol PRI 7K s AR 20 HIAE A0 75 ZEAT LG
B

ARDS fei WLl 98 . WCIAE. B A S e E A, £ het A ARERY
i B 10%. RS ERLTERIE 7 —ibd, BERSHH R,
FABIRIL 30-40%. FESREAEETHZ) 20 761 ARDS, EEBEFET-R A 38. 5%, 1 H.
EEERJU TR, IXMROLIFEE H B eE .

SN (acute Tung injury, ALT) R ARDS FA %A R AR EL LU, &
LR RS M40 . ALT / ARDS R BEILAM /2 22 Fh SR AN B (E VR ZnfE . mg ek
o7 200 Y6 R b E 200 T 552 ) A S ) I 508 288 R e S AR 288 3 e 87 2 475 Y S0 v b B2 A it vt
B ML P R P  He 3E B BRI Ay I i o A a2 1 1 vy 1T ) v i
B E R K I R BT R, PR I TR BT A 4R Ak . o B AR B 8RR DR TR
BEAR, I P 20 G 0 R 0B AL L B R i 32 . I R SRS A R I AR5 RN P i 3B T
[ PRI SRR, S X 2R Wom BUI g IR RS, eI R 2 B IIRe = .

ARDS HJiZWe 2T L SRR IR RS W bn e . B 55 A T B 5t St e R 4
AN . B TSR A 1 E BRI 97 ARDS 1735 538 B K U5 iRl i oA 72
HERBE HAr, OYVEZ ARDS SBEAENE TRIG, ZE DheM /sl A0 45 5 it E
USTEgk g, ARSRITT T 7 I B EEE ARDS B HTIR S, TEIG BT 5T A 34 0 F5 A1 /B
T ThGe, CLRZ AT e B A VRTT BRI R, LA ARG5S 7 1 SR I 4005 R S AR AL o

WA W TR IT SRR BB £5- G R B 77V B TR T 98 E B8 RE 22 10628 VG
STk, O TIRYT ARDS BUBFTL. SR, H ATPURIGIT 20 &5 R [E B . Atk
or 200 J 5 1tk 2 (1 B A AR )RR AR TS R L VTSR © =3 REWTIE, LA R AT
X SO Mt T 7 2 B SR T & M AR AN B B2 AR BB — B AL RS, #ARRE W BRI
SET R o R RO HUCE SRR e S 7 (RO PR 7) B SCHREMEVR T
A FH o 2 WL PRI SR 7 ) I R 3 1k 3 R B BN R, A s BAE T Ze s, At
IXEYEIT ISR 2 ARDS VRIT I R BT B, Bk HAT, ARDS MG WIGITTIE, WA RERE:
RAETEE, WA RRRRIRAE S B I A 4E S5 28 B D Re il T LA RS ph &5 7 T J5
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2019 FEJERAN 2020 4F,  7E F [ R A% B R E B PR B (SARS—CoV—-2) 8Lt
48, 5l ELERE T 2 AN 2 IR B 55 AE (ARDS) 450 &%) SARS-CoV-2 &5 mb R 5
SEEAENT 2 A0 ARDS,  H AT v TG R B PR B AR TT o X R G P e

SO T NRR AR, FER BRI HATT Z9YB TR JEIRE . £FXF SARS-CoV-2 %55
PRI EE G EERIF RN ARDS 2550 R R m 254, DA 2 1B A A0 B8 B I R
sk, BAE KR

gr LRrid, ARGEGBVIHEEI KSR, K5 L& ] KA = IIG T ARDS
I o

KHAAE
AR H R IR At — MR, RFE. AT A P2 HGT ARDS S50
HIZ54

FEARRPRIE—Jrm, et 7 —MAMUAEY, RZMAEwEH (@) AK
PRAR AT A TR PRV, Pk B3 PR B O N A2 B P 7= AL O AR B S AR 830, A (b)
2527 LAl s p B

e — kBl rh, prikmZs A & M 25 AL &4 .

25— DLk B, Friki “Fegmifn” fa prik K25 AL & A& A 15 A I A S EZm .

R — Ok, Pridehanit B N A AALZ. H BN/ BRI+
MM, AR, SRR, BUHALE

R — kb, PrikiZs il amrr Rt 8 A BRI, BRI (n
RTHIRD

R —Ouik B, Prik 25l YRk B T4l FZAAGT . IR,
LN

25— fuikBls, FridfZimA A A LU Rtk

(P1) BT mZmMHI R RAFAE Tk, eiktts, Pk B ORAF B8 AR H IR AN / BRI
N (-196°C % 25°C, BAEM-100CE 0°C) BEATRAF: PR B “ 00 T3 40 i il 77 ) O
FFRENE” fR PR 25L& VIR B PR OL T AR IR 26 AR D S s A R AR E 1k A

(P2) W7y @t B, PR 25L& & K BRES SIFRI Cn DA 2 46 7K
FEHIRIFRN) 72 0-25°CIH A 6-24 /N, S EER, HARIRAT UL ZRY)AN
U .

TR — LG, IR 2L SR T8RRI Z A HER AL

FE S — Rk fI . ik 25 H Yot T35 B N ALRIEAr . IRBREERE., IR
gEfE. PLRIEL, CJFE. S, LBIPIRGE. TRPIIE. BE. . s s

RS — kG,  FridZMAS Yot M Tk B M ARMIE. M8 A .
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i 1 B A, i 2 B b AN, A ERRYNAE . RiAn e . IR
PECREANAE. T WMENfE. 4R, ML, & Erggn i &R
g, HAA,

T — el e, Bk -1 GH) 4BME3E B R4 A HE 7 4023 SRR Y 1Al 78 o T4
M. APRATZHZURIE P M VE - R AR . AR T AR TRSRIE Il 78 i amiE . A
B NIB SRR TR TN ARG B SRR T AN ARG 3 =F R
P E A, AR IR R B AAZ A . AR A R G TR . N
R TR T4 . AR BESRIR BRI 78 TR . A\ A4 B R 3SR IR B A R 48
L AR TR ZH 2RV B SRR AR LR ZH 2RV Y CD4 B T k2 gmiE. A
P MR ORISR /MR . B A

TE 5 — IR A, B il pry2m a6 4 b 3 e 4% ph i S5 XUy - B R 5 4 BB T I I 4
KIENL,

TE S — G F, Bk 9K BRI EARTE 30-1000 49K 2 [H]

T — ki, Bk Mgk EE A G A AR BAA R D Re R MR
IR (miRNA) o /PAZBERZIZ (sRNA) o EZWBL Y DNA v Bt $5 e BERLIE (t-RNA) « ATV
MmN 7. AR A A .

TE S —RIEG F, FriR el RS e A TiE B N 4L nlE A R A
P BEEAD T AEWE TS T ALK T B (TGF B) L T4 2E K A1 (HGF) .
M A A A K R (VEGE) . R EIIEA KK ¥ (KGF) . H4a2-10(IL-10) .
HAA -1 B BN (IL-1B A)  BiHAE.

T — AL Bl o, T A T 3 M G PR 4 DR 1 2 B I B N AR 4 B T 7= A R ] ¥
MRS A A T

TE S —RIEF s BTl ) T v PR A0 B A - G4 B ARIRES NS TR RN AR An i
SOy WA T PR A TS TR AR B IR T FH AN 3 DR A 1A N B A 4T T T R 7= 2B A PR 4T
N7, BHAE.

e — kg, Fridm s s e kRIS T & H: CD9. CD63. (D81
FITSG101; ARIABFLANFRIAE [ CANK.

TE S — R G F, BT A 2n B A 320 ) B AR L 4 50-500nm.

TER—REGF, TR EA AR ER.

T — el ,  FH A= B i 20 B A o 3 B 40 e 0 5 LA SR IR 20 5 -

(a) MN IR Z B 1200 B 2040 T 3RS RO 4 1 5

(b) NABHA B Eaiih )G, B GMP Seih s i/ MERTBRE, fliixebsm
JeL X 5 5 TSR AR 20 A 5

(c) 7E GMP sLIR =i R m S B . FrE st gnis . Fre WS ReEmh
FZHERZIR miRNA F S N TSRS O 20 ;
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(d) 7F GMP SEHS 25 4 1 Rk 35 57 2 A B AL 31 I SR A5 B 4 1

TE R — kg, Bk i 42 7= B il 20 i I 4 S8 ) Am i 5 AR am B L A% AR
RECA 1-10 IRFIAEARATIE .

TE R — g A, Bk i B 1 25 7= ik 40 B 5 A 38 v 0 20 P 0 35 R 28 2 [R5 B 1Y
Y. & FE R A .

fEn—RER A, RN BEEAREERNgRE. R EH TN
(knock—down) . JE[NE (knock—out) . B HA G

TE S —RIEG s BT i 25 7= i i 20 B N A/ 3 v oy 20 i A 2 TRUAL 35 AR 400

FE Sy — g, i B4 20 Ty B 17 SRR ) 1) 58 5 1 CREL) 40 L G 48 = ISR U
M FE A, BHAA

FE Sy — g, ik i B 7 SRR BA) 1) 78 S5 1 (R 4 i 2 J8 LA T 77 SRS 1Y -
WNTEITRHEFEEFRER. ZEMEFREBR. Sk Sma /o i (1)
S P= i PN AR HE R S M el ot R B R, S RRRE R bk kA . SRR T
ARUTEAEWT, BT ABARER T RN R4 2 A E GMP L=, 205,
Al SEFEALEE, AR e R BT AN, RO AR PR (e )

TE o — kBl A, Bk A4 e W 2L 2SR s ) 11 78 53 T (#ED A2 7R GMP A== s
B0E, IR A S T 2R I RO SR A B AR HER . AR
SERMARED I CD73 FHME. CDI0 FHME . CD105 FHIEANAR B 73 32 K2y 98%, CD34 FH%:
/CD45 BHYEAT HLA-DR BHEERIZRRE 5 70 22/ 2000 FFAPLA s sk R AT A& s &
R AR IARHERT . P1-P6 ACHE Y 18] 78 B (R Zm P .

TE S — IR G F, Bk AR I 0] 78 5t () 4m e >y P3-P4 AR HE i 1) 7 5+ (FH) 4
g

A — ik pl . Frd R 40 R AE-196°C £-80°C (fE#h, -196°C £-1357C)
AR AT 0 =36 AN CcfE#b 0-24 D H 88 0. 5-24 4> 7)) B S 7 21 23 Sk 5 f 1]
FER T (D) 4n e

TE 7 — Pkl Bk BN A A4 20 R i A= 140 40 e R A7 S0 % ] 75 A 9 12 4 o [
T, HAEE T ZEHE DR

(1) 3 3T B A Tk (9 A RT3 5% EliteGro ) o MEM JERlEE %, 7
HyperFlask ¥ e gt s, %IR58 37121°C, 540.5% CO., EAMMRLA A 80
+10%, FRAEFRFE B TRAL BEG SR B AT 35 7%, 3590k 372 1°C, 510, 5%C0,, 3
F% 36-72 /NI

(2) UWEEAT M35 77 I, AT Z B LA R & B (PEG) YU 50 A

TEn— ik fld, Bk B 23 50 or B ECG 5 ¢ B PEG JTlE, BHEDE: fEH
PEG3000-PEG9000 HJ PEG, H PBS Ei & Ny 8%—30%K ] PEG, it yERRHE (fuH 0. 22 um HY
TSI 5, HEB—2 sl (4 11 AL I B G R Rk, B
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F ACHEIEF . 4°C, 3,000-5000g &5:L» 30-60 738, 2= LiF. IMATIA K PBS
HEPLE, 4°C, 100000-120000g HEE# 250 60-120 7080, 72 L1E, MAEGESS
FULINIETR, ERPUE, MRS A AGE AT A ) 20 [ 5 4 b 3 9 2 w3 e v 1k 20 L A
T

TE S — G F, AR A= T 2R MM/ g, BAALL N EYbs %
fiE: CD9 FHTE: (HP CD9 ") . CD63 FHPE. CDSL FHTE. TSG101 FHTE . FiT CANX [ 14,

e — g, kA T2 RAA LU R 7R GMP SEie = %4, RAIR
PR AR it AL = R

FE S — g, R MG R AE = R 1 AN = R s on ] BAor B9 2 M40
T RTSRASH 800-1200m] 5 FREE, A4y EERAS 2-5 X 10" AN AN BRI, $ R
—ANEN 2-5X 10" MBSV AT R R BT 8, — NP E o, —
AN AR = AT LU R 100-250 AN AR R . 83, 100 A= R o,
— MR AEFE R ATIA ] 10000-25000 AfH A B, I 5-6 K.

TEn— ik pld, ik pAr= T2RR A 7 BRI m s/ aeia., nliE ik
TS TR RN 7 55 € 2 1 B8 PEG ZZBREURR € RiAt (/T 3 T0K) ISRk PR, A
MEATE-196°C 2 -20°CHRAF &M TRIARE M, LLRAEE WK A 1) & o 8k

TEn—Egd, Frd e anie s g, iR vE PR B A T R 5 £ B PEG A2
BERISRAKREF, A El TS SR R FE R N TIHB. BEUREW
H, TTHI RS AN . T IRWE . S AN B 1 77

e — ikl Brd 2S5 mt TR IR ARRE,  JF B Rk i 4m i nl 4%
L Zm s shaEi.

e — R p Tt ARRHE LA SV AFZABNF

e — g, AR A2 & Ot F ARG B 16 77 I e 14 i
105, BRI T RE PRI, B A FH T PR 9 B (0 SARS—CoV J 5 SARS—CoV—2
i) G 5| B I .

TE o — ik B, Bk R 25 4G40 2 i 10 2EL 23 SR 1) HE 400 e R s 2 = St TR )
[F) 78 53 T~ 40 BT AR I A S RN m] S PR 0 I R 1 5 4505 AL ANV R 25 B S AR RN
o

TE S — IR BT, BRI Z5W AW T35 7 0 5 51 RS R0 o

TES— G F, Bk EEE E 4L JFUERTE. SARS R TR, SARS AR
T 2. MERS b tRym R/

TE R — ik flh, Bk A -G (AR ) 3697 9k 3 1 U I 4
i, BIEFARNIGTT, TR 2 FE L 2ok M 5 2808 8 7 OB TR v Y e AR
IR EE AR F R gafadntn . Wi m e 8 B RuRk Th 2, DL
1737 B I Dy B8 A0 A i o
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FEAR AR 071, #2408 7 —Priml S e s gia i vk, adab k.

(S1) I NRM2nE Can e s 1Al 58 51+ CHH) 4B ) , A s 21 Bl e #VE & B2 (n
75-90%) ;

(S2) fEEG=A4 EV AT, SREEam R4 — B |l T, Hrdr, ik
[ T1 I8N 24-T2 /NI, D 30-60 /INH

(S3) MEEFHR R LRGN, MIiMor B35 5 aRE SN R B35 720, B “ 4%
852 729 (conditioned medium)” ;

(S4) ¥ PriR B &3 73 W (conditioned medium) 5% 7, — 8 (PEG) #4TIR &, ¥
WCEE—IRAY), FFiCE —BRA T2, MR & PEG BRI 4 /380, Hodr, iy
A T2 N 6-60 /N, BUEER 12-48 /N

(S5) X E— SR —REYHATE L, FRFTRIE PEG A& )20 f 5 4 3%
WITE, 32 LiG, 3R154 PEG M6 i) 20 I8 /M 38 1 U s

(S6) X} L —PRIRMB A PEG BN IR/ B yiie T B, MNINEE
—HEERAW;

(S7) X FHE—HBIRAGVIATE L, {EATRRIE PEG B4 MR 7N B E I e ,
Hrrk b, PA3L PEG &1 R 40 M I AN FEITITIE ;

(S8) Xt L — A AHIE PEG BN/ B E T BT H A, sk
A 2= FH ) 20 i B o 6 ) 771 (R PEG-EVs—factors Hil5f) .

FE S — i E Ik 7 i 4

(S9) 4 7T 1= FH ) 20 i B2 o S | 77 (Bl R L) 5242 BT ERiR &, A
1M1 24 H 5

FE S — R, Ind 77 b A5 ik B 25 Y 2 A M s AR NI VS
A BT

TEA R RIS =071, 34t 7 —Fh A B s 7 Sl ), Firid B 4 e JEE A a1 7
& AR R BH 38 — 77 1 Ik B 7 V1) 5 BT

TE 3 — IR A, i i o) 20 8 4 b 3 v sl ) A 4% o HE o 0L 01 2 I S R AL B8 T J
I K FE

TE S — G F, Bk 9K BRI EARTE 30-1000 49K 2 [H]

T — ki, Frid Mgk Ea A &G A AR AR D Re R Mk
IR (miRNA) o /NMZBEZIR (sRNA) « AEZMAS Y DNA Jr BE . FRIs % BEA% IR (C-RNA) . AT
MmN 7. AR A A .

TE S —RIEG F, FriR el RS e A TiE B N 4L nlE A R A
P BEEAS T AEWE ST ALK T B (TGF B) L T4 2E KA1 (HGF) .
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M A A A K R (VEGE) . R EIIEA KK ¥ (KGF) . H4a2-10(IL-10) .
FAA 21 B 25 HA (IL-1 B A) « BHA S

TE 53— IR A, B il B m 5 1 i PR 40 B IR 2 BT I N A &0 g ol 7= 2 ) R
MRS A A T

TE S —RIEF s BTl ) T v PR A0 B A - G4 B ARIRES NS TR RN AR An i
5543 WA TP AL S R AN BB IR T~ FH AN 3 DR A °) N B A 4 M T Rk 7= 2 )i P 4T T
N7, BHAE.

e — kg, Fridm s s e kRIS T & H: CD9. CD63. (D81
FITSG101; ARIABFLANFRIAE [ CANK.

FEARR RS VYT, $E0t 7 —MA R B3 — 7 ik 2 A &Y e s =7 i
vk AR AN ZEHE BRI A a, e AT T P A/ Ba T7 RAE B 7 ) 2
.

FE— Uk, Prid M AREL B TAL: RS SRR . AR RIE . B
BRI ERAE . B SR RNIESORE . B A

P i B 4L SRS, ShEMESDT . et BRI, Bl
HE

D

N
/]

Eﬁ PR, ik e 2 697 5 51 R R0 .
S — kg, kPR EL e N FUBESE. SARS mERJFEEE. SARS REMR
JEE 2. MERS IR F ik e

FEARRHRES T, R4 T —F PR/ B0ATT O SRR R,

IR o TR BRI G FH AR R A B — 7 TH TR P2 A, B =05 TH T 4T e
H%%%%/@%J/ljo

e — ek fld, AR RREE B N4l 8 E e 2 . A B SO . ]
B GL I SO . B B R R RE . B4 G

B — e, PR AR5k B R 4L Sl PG . BREES . AR
YyER . B A

S — R, Bk 25 A Ti697 SR 8 25 A1k

ARk, BT RIZY A S AR

ARk, Bk B2 IR TT e 5 i S A

e — Ml d, Frid R 25 it Z NG TT, Mk 2 BH L 20 8 45 %
i DA - BRI IR MRV P v B 1 VB N RIS, - R 2 B A

TR — ki, AT rx &2 A .
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RIFRE, AR VS T, AR B B B AR RFE AR T 3C (AR se i) o A
PR IE H S BARFIE Z T #8T A EAR AL, AT R BT Y B IE I AT 26 IRT0E
g, FEEAE——RA,

B P 5. B

& 1R T Western ENFEJZAN NTA # PEG YT 5 F0 8 T 125 00 2 AT B2 P 200 it s 71
R, Heh, B(A): M4y Marker; 1~4 7305125 8% PEG 6000, 12% PEG 6000,
16% PEG 6000, 20% PEG 6000 4385 H p 40 I /M 32 1 CD63 =ik & (JF) 4 (1 & L FE)
B (1B): M4 Marker; 14 haVMSCs; 2 I 4 B &0 75 B AN AN SRV I B 1 3R
ETEM; 3 A5 4 12 % PEG 6000 73 H U4l iR /MR R B Rk 1 s B/ (10)
NTA £l PEG 6000 1R TH B0 73 B9 HH 40 IR B /M B0 F-IR 2 s 8] (1D) = NTA A PEG
6000 FHAEEH B 0o 73 &5 H AR A SRV R A2 /s % p<O. 05,

Kl 2 WoR T AT e A B B A B AR A eV . R, B Hochest YR Zmpat;
Zrfh: PKH-67 bRic FIZAM RSP8I F5R: 100 wm.

Kl 3 R TIE 4°Cy —20°CHI-80°CEAF TNIA7 9 A HZm s Ah Fe v 44 &

Bl 4 foR TAE 4°Cy —20°CHI-80°C %A T AT 9 FA A i 7 2230 s S P A
) CD81 HIFRISTE ML

Bl 5 Won VIR E RN S, S R N AR SN RS . Hodr, B 5A N
-80°CIAF | AR 4R IR/ B AR A S LR UIRAS s B BB B Rl E i /N 5 40
JE ANV AR S R RS

Kl 6 fhon 1 R Rl /N S 4T B TR ARV R AR IR FE R RN

B 7 o 7 NS AE 7 18] 78 5 HH 40 I m i e A b e v 4] LPS 53 B dE TS fh . 2
, (D RERIEERMAIIEE NS B) RREHEMRMIBILE ST,
Control JXTHRAL, LPS Nl AR 2 M b BE BRI, LPS+Dex A ffis 2 BRIt ZE
KIAAEFEZH , LPS+haMPCs—Exo Jyfia 22 BEAN i 7 R] 78 St Zm i s o b e v ab A, 20 €5
SLRINE I BN (R R FET E RN fE) ; */X0. 05, A#A 50 wm.

&l 8 o 1 NS AR 7 18] 78 5 HH 40 I & 32V A | LPS 355 B R0 IR g ERE N 1 2
KERik. Hrr, (A). B)F(C) 73 mlern 7 SEm 2 tE & PCR il B 48 i 28 A [N 5
TNF-a . TL-1B I TL-6 HyFERFL K. Control AXTHRLL, LPS JyLajfd i b 22 ki
MIREVRANMZE, LPS+Dex AR Z MEFIH ZERKIAAGER, LPS+haMPCs—Exo JAHE 2 Hi Al
JE 7 (8] 78 B AH 40 R I AP FE AR BRZH s otex/X0. 001 6

9 o 1 NJS AR 7 1] 78 5 HH 40 L A SV | LPS 175 5 B MR 20 2 98 A DN %
e Hr, (A) LPS 3 E WA I N5 7R 78 5Lt 240 B s A v Ab B R AR n
&, (B) ELISA #ril] = WA B i) 2 SE K F IL-6 F1 TNF-a 7K. Control 24
TR, LPS NEfE AR Z MR AL BRI, LPS+Dex Mg 22 B I Hh 28 KA Ab 3

_8_
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41, LPS+haMPCs—Exo v 2 ¥ 0 B s 1] 78 53 AH 20 Mg JIsS 71 By b 3 4 5 #6/X0. 01,
*adk X0, 0016
& 10 ym s s geit . nliE A R 15 PEG S OIE Bk /K R s i 1
B 11 BoR T ARRIH—MoR BRI T 2% (WD HR S4 5 S8) .

FARSEHE T

ARG Z MR, B KRR, J RSN R T —K
AR ARDS BB BRI AR 2G5, BB 2G5S A ARG I SRR 2
MRS, B R ERRLAE I AN PEG B, DRAMN Al DARR s - K R A7
iy FLAE = F V7] (2R 2R K 85) B L 3 B Bk, Rl &Sl S AU T
ATy B T R B L R WP IRGE) S8 07,  AIMTPRSE S = b i 7 el
BRAFI 98+ ARDS S5 P05 HORECIR S 38 PR el DO 2 55 A 2 i S S IR PR AE IR RSB T2 3R
FEBLIERE 58K T AR B

R

5 R 98 B (Coronavirus, CoV) J& T &R & H (Nidovirales) 7 IR 5 2 £l
(Coronaviridae), &—MA IR IERE RNA fEE, HITAMLEo. B SKyIUJE.

H AT S Am g AR DR T, HCoV-229E Al HCoV-NL63 J& T o J& itk %,
HCoV-0C43. SARS—CoV. HCoV-HKUI. MERS-CoV Fll SARS—-CoV-2 ¥4y B J& iR 55 -

2003 AFH1 2012 S 53 IR R B R BUR bW B “HESL” SARS-CoV F “ HZRIFIR
LRAOAL” MERS-CoV ¥JJE T B WM. 2019 #F 4 JiK 1B Kk B HT 4 el IR i 45
(SARS—CoV-2) 5 SARS—CoV 154 S0%FIMLIYE. 5 MERS-CoV 15 40%HIAELLME, 8T B
& T IR EE -

YIRS R

1. 8] 78 1+ 40 B o b S8 b A= P 2 R Ao

MM IS eI (extracel lular vesicles, EVs)H =ANEERM, 735 A MRk
(Exosomes) « T FEVE Microvesicles) ME T /MA (Apoptotic bodies) . AT X =1
F BRI EVs #RRAE FUN o> 20, HEARTEHELE 30-2000nm.

AN AR — 18] 5 B2 B P ARAT AR B ELARTE 50-100 nm 1 EVs WK, &A1& 450
T T 4HHE (mesenchymal stem cells, MSCs)fE N H) 22 il g 2 7Y 52 70 s ) = E 4l
BEHR ) -

MSCs #hiifA (Exosomes) A& MSCs fiTA2 R EVs HH A —REAETE 50-100nm i FEl Y AT
BA TR )2 R EVs .

MBS — R s B E TR, HDhne TR AW s MR IR

_9_
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(miRNAs) FIEE ISR R HER . 7E MSCs SRIEHFIZMB AT, DA% 150 £24 miRNAs
850 ZAMAFHIE AR, WEEAEKRE, BRI &R, MSC ANB A S 5
THURRE . UL A (niR-155 F1 miR-146) . e & A=A I dpd 1 Jg
(miR-23b. miR-451. miR-223. miR-24. miR-125b. miR-31. miR-214 Fl miR-122) %%
AFEFIRIE SRS . MR ExoCarta FUBEEL, V&M MSCs AMBAFRILEE T 900 2R EE A
Ji. —LERFSUREY, MSC AMBAE A —eam N FAAEKIN 7, f0 TGFB 1. A4/
#-6(IL-6) . IL- 10 FATZRABA: K F T (HCF) 2%, XS T EghEsea BT % .
L% P9 B2 AR KR~ (VEGF) o 4l i #1354 i 4 J8 4 1T 175 771 (extracellular matrix
metalloproteinase inducer, EMMPRIN )Fl MMP-9 7E MSC AN G HGE, X =Hp
B OER IS AR R E R BEAE A, nI AR MM AL Ve B AE H R SR

2. [AJFE T 4M B I P BV AR S IR 3 B £ 00 AT

FEARR s T, Q2R T JUMR 7R ERSRIERAE BVs BUOMNU AR 2 5
Y IGRIAE AT . IE405h (Near—infrared, NIR) YebHAHASMeLLE, 2 ApI R K
BEARGLRL . Anin B TR E AR R ORI EVs B s 0 HE R A R ORISR e Hr 2
BE, UIRESAS B HIAER ISR O 1A

EA0 H LK BT A, 2 B RE S 5 , DT FRIC A MSC AMIAA AT LA 7 21T
HFS TR . 7R 2 B 105 (AKT) /NS R e, S5 4 BRI RRZLARLL, DID #51C#Y EVs 7E
AKT /N BFFHIE AR SR PR SR, IR TG SN MM AAACL T REA% U1 S B 07 B AL

ST AL, 22 B s 2 T A 0 A B SN AT S IR SR . EVs 2 RGT%
ARIED A R — AR BG4 30 5 Bh P, BVs TERTHR . R AR R o g bl
IATHT B AR R AT R AT AL BEE AT ERBT B TESR 2 1 A 6 /NI RTSER EVs.

3. IR 70 5T 9 20 RIS A SRV 1) S 1A Y5 R Pt 26 AT

WFFERE, AMA BT HE Y R 3 2 ThREME MHC JRE &%, VAR R 1% T 41
& A7 T SR

B HERIR YT MSCs FEL A 7 ib A E I 1] CD4 FHYE T 40 RIS FIRIE, Wb
REMPA T2, RIS TL -10 B Treg MIAERL, W Th17 488, w]G %k
/NI PULE 329K (cGVED) o

N Z e FUAMMSRIAE EVs 72 1 TRE BRI (T1D) FISEE 1 B S G55 11 3 &1 A0
JE 9% (BAU) # 2 rR B R B S e PR o BVs Al @I S H 3 R 58 2 40 i (APC) FvE
b, #l Th FH0HI Th17 AMER S, 3G 0GR /H| K5 IL-10 KFRIL,

NEHE MSCs Ahub ] AR BEES P T 40 B TR A A E 1 8 &0 & i A% 4m
(PBMCs) FiEMM A T IL- 10 F1 TGF- B 1, {255 A A G2 301 B F7 45

NJBFFE MCSs Sl B A miR-181c @it N TLR4 15 5@ B AE LA K B R IE



10

15

20

25

30

35

WO 2021/180237 PCT/CN2021/080869

B R HEHLRAE T

YR VRS RE B AR MSCs—EVs AT LIS 2 Jiiopk 72 58 i Y 1 & & ik 2 A e
RAPAHE T (INF-a, IL - 6, IL-1-B) FIZK-FREK, TA0HRmER 7 [L-10 /K-FTH e,
HAEE BRI R AR S ENEMERIERE, FOGER 7 EVs R
BE -

B AN AR IE MSCs 78T 214844/ JT R Ak sh Vs R /D S BT 545 AR B R S He
] DLcE B st e . JERT MSCs AMMMAT LR Z R TJEEE A (Con A) ¥
S C5TBL/6 /N BRI AT B ML T TN 2 IR R B A R A E R e a B K- B e, R
JHERE 980, BRI S Y /N BRUIMLTS FR R RAMBRIE ¥~ (TNF-a , TFN-v . IL -6, IL-18,
IL-1 B BY7K-F-, 0] 7 AT /N BRI A 48 8 /NS (inf lammasome) BTG o

W FEIE A — P LA B A P I G B 5 JES ) 4 B MR JORE R L IR Sl Ak
RN, (2 HEE R0 5 IR ML R R mm AT, TR i FH 11 MSCs
PIVGTT AR e TR S 4 B RIE MR . ISR, MSC-EVs 7EE 4L 85Uk &5 I yE 1Y
BT T R 2 T . FERRERRE R BB, FR k4R T HEWT MSCs-EVs VR
JTURER T S M AORE R N 28 BRI BE f R0 . 5 — TG IT IERE RO Te
fEH TL-1 B FilAbFE R MSCs 7= A2 1 EVs Y67 TG HIUAE O R4CR LG 0 FUAL B ) MSCs SR IS
EVs A W ERES.

IR, W5 T/ MSCs 152 EVs BeA Bt il ik EWR4RAE, {870 th o M2 7Y,
M2 B BRI R R . miR-146a 1E — R & /E I miRNA, 78 1L-1 B Tk 3
MSCs e H: EVs MRH & EH W FIG N, K EVs A3 miR-146a # AN EWEZHNE, 7] LA
i H Ak 9 M2 Y [Casado JG, et al. Frontiers in Veterinary Science. 2017;4:39]

4. FEPEN MSCs 7T 3G 1 20 B /M 3230 1) 77 3%

NTEGE R MSCs AR AL Mg 5 MSCs FUVRITI /1, —Fh & AT2R DNA
FIAS YD, ISR SRR G, AR RE MSCs HhEfife M e e KK R
e MAMEI T AT2R-MSCs (AT2R-MSCs) HIiEH . BE/G, TEARZHE (LPS) 175 S 2 MM
AR PR A ST AT2R-MSCs BIVETEIRIT R, F-PAh 7 MSCs im0 3t
. SiblEN, {FH AT2R JE AR A MSCs (MSC-ShAT2R) , LAHASE AT2R 7F MSCs 14k
EALRE ST BIE FH LR ARDS BTG /E

MISCs AN BT #5 IE FL TR T B miR-21-5p SRR ER /N BB I/ P ey P - APk
PR AR miR-21-5p 188 3 ¥ [ 4 2R A 5 PTEN F0 PDCD4, ek /b S8 A0 87 180355 S 4R T2

BORFIRF T KB, FBERIE miR-30b—3p FJ MSCs SRIEFIAMIAA, AT 0151 1L 375 e M B
I A3 (SAA3),

B AN g LG SRS R, AMIAMA miR-146a 3598 7 IL-1B fikk
HEMSC HIVGIT R, #—2D R T1L-1 B BB MSCs, A LA 11 MSCs miR-146a HIKIA,
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Ja T U AR AR ANIA . SRS, X — AN miR-146a ¥ i2 SIEWRA, S M2
efl, B FEUKTAE D BAFIE RGN K, FIATRFPE miRNA f33 RIE 1 MSCs
HIZNIBI, &R J& ARDS Y697 B — A 7 BEHE T Tl

SRR AR AT

ARDS JEHIFIRMR. 57K BRI, WIIAE . BU0G . SRR R A 75 R S R R 5 Y
Bl R A 5 15 51 RS A S A B R RORE SR N o 71 L R AR S N 5 RS I I S TR
A2, SEEENTAK

ARDS i AR T B =P BB ] SRS LT 4E R A 1]

FEB ], s SRR R AEIR S N, B4R B s pe bty , S &
8 E BB A0 L P R AR B VRS I, 28 IR . AL S0 BRI 5k
PERTIE IR G HEREIS Y, BRI E B R R R K e, e 1 (AT b dmfashae, &
REANSRER, BEBOE PR BT A SO0 1 B th 2 A T R A . A A P T
Mpp SRR . Hife ROVBIES SR, qoimani, 2 VA0 B R R 2l 24 i R R &
fle RAMMLIA

FERGIEN], A RGE I, A SOEIERIRIE, G T S, ik
FLAR AT S MR AR o 7 SO AL N 3 B ™ B 5 ), A AN B AR T A Y
FFHERE R SRR PR RORE . RAEBATE FHFES ARDS B UIARSCHIZAMRA 1=, 155, T
SRR . R SRR IEE, & ARDS L 4ERE I IR
BRI

FEMCAF4E R IATT, AR e IS v . AT2 2R3 A VE . ZHUmiE
FRRMEE NG S ATETE, A AT2 AIERIgAE, AT2 IEH I IR RS T K
Wb BB, S Am AR AN SR G A 4 A P R A AR i AR B R AR LA
AL, BRI 1 O 45 F A B8 e 22 B R 2R . T SR BLIRT JZ 334 (CT) 7T PAAE
ARDS HYLTYEIEFE I, Hal] 2 S08 1 A A2 B3 IR A K

5 ARDS AHIRH ™ BEAE PR & 51 K IPIRHLERAG TR 28 Sk L WU SER Sk e
E {1 RS

SRS BRI

ARG T — MR FE T4 (R4 M A TR0 S8 T T AELAm B, B s Tl SE T4 i
R RA 4 3 5 19 5 o 120 ) SR 4 P RS A 878

FEA R, SRS R s 2 AL T2 il o6 RO AR B R AN 3, B R o8 B
feor i, JF B PRG BB SR IER 1, AU E A IEE R EZ AR I
FIF IS U N IPIRIE) , 10 HLAEW K I  th KR IR e e,  HE A AR 21
P (S TapAs£)
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N TAETHM, BHEANRL VBRI E 10, W& 10 frox, ASRIERIZ IR SN
PN FIEPEAI T 5 PEG A R K R T

FE 5 — kG, RIZR & B T d § 73 B J5EA T 255 M an i A3, Ride
£ 50-150nm JEFE A . RSN ENE . I EAR N 755 PEG SCHRIE MR K PR T,
Rt /N 3 HWOK (02 1-3 FIOKEL 0. 5-3 HCK) , AR T AE M /i e 140
MLy . B X AR AN EEYE . Al TR R 75 PEG ACHAIE R R IR 1, 70l
SRR NI &9 BRI REC B 55 AN R IRV 95 S 4
AT Jr) OB 5L A Y W O] P 22 S 200 J 5 b i Al s PR R A I A . ELAE R TR
WA 5 B AR AN —E

FEA B, LR R) 58 52120 B SRl 2% A B A A e RO 2 i o ARSR PR A 1] FE 5
TR A (EFFEART) - AElR e 200, B m e T2anie. Had R
TR T AE A .

A S EALRARIF

AR IRIEIRA T — RIS G, PriRIZAEYIEH () AR AT A H
TRV, i B TR O N R Pl = AL O AR B R P 28 A (b) 2557 BT
SR

e — kBl rh, prikmZs A & M 25 AL &4 .

FEA R, DUk, Frik HvE P s b s vV s PR A T, XA
EVEANE N R T AR AN B b AN, — LR R VA RIS AR R Y R R AR AR
TSN 2 Hb e —EERT PRI PR A 5348 AT 4 PEG 21 o

FEAR R, — Rk 5l DLk O 25 M ] 7702 25 AL RN A1) 771

&k

AR R BHIESRAIL Y 1] % 20 B S A i 1) 7

— P LRI VR SR TR 78 40 A (CBLFs BB el se s+ (D 40, B Tl sE i
410 R 285 = B 1) S o T 4 ) 1R R R, Skl £ R BH I 2 R IR b 3

CARR W5 TR0 78 5 (RED) 4R o], — i Y (il £ T v e 5 2D 3R

(S1) REF=4m g (oo Mg s Il 78 5 1 (R 4R AR) » 487 0k B9 RI7E A FE (W 75-90%) 5

(S2) TEEATTE4 BV FIAAF T, 487 pnihranie—Ba () T1; HA, prig
) T1 N 24-72 /KT, B 30-60 /NS

(S3) MEEFHR R LRGN, MIiMor B35 5 aRE SN R B35 720, B “ 4%
B8z 29”7 (conditioned medium)” ;

(S4) Wk & A 3507 (conditioned medium) 5% 2 =% (PEG) #E4TIR A,
TEREE—IREGY, JHMCE—BH T2, MM RS PEG B AN i shaEie, Hr,
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FITIR ) T2 S8 N 6-60 /NEF, A fEHL 12-48 /N

(S5) Ft E— BB IR EWHAT B0, ARFTIRRIZ PEG &1 i 4T B I 4 3
WUTiE, JHFd i, R34 PEG &1 A 40 M s A M BRI T IE s

(S6) Xt L —HIRIRIFHIL PEG IR RN IL /N B T I T B, MR
—HEBIREGW;

(ST) X HE—HBIREWHATE L, RIS PEG &1 I 40 M AN FEIIITIE
HIrdk g, AL PEG B 4N IS B R PTIE s

(S8) Xt L —H R4 PEG (G40 B /N BEE iR it T A, NI
AR HH 40 I 2 3 5 77 (B PEG-EVs—factors il5) .

—FhRE MM GETE S4 3 S8 {1 T2 R4, T E 11 .

GMP 24 =40 MU IR SN BEVL I T2 A

— HyperFlask Zf 1) A LLA: P2 500ml et 35 35 4RI A 0, T4y
55X 10°—10X 10" 41 f i /32 0 0 &,

H AT S28s 2= P2 ge— AN A= i E BRI ] DLy s N 1) 3t 800-1200ml 254
B AN, P4 B 2-5X 10" HREAE AN, R —AE A 2-5X 10°
A, — AN T —HER R P2 R T LU R 100-250 AN AR A =

KUK EEMR S EHE:

(a) EEMBAA, CHRE SRR DA, —A HyperFlask 4
L) ATEAAERS 500-600ml S5 SR AR B RN EEVE,  FIIT A0 2-5 X107 ZEfE A
T . PL OMP SEIR a7, — DA RS TTr DLr @ NI ) AR
800-1200m1 ZAF3 FRIL AR NANE SN IRIT, FHTT A 25 44k 2-5 X 10" DA AP
IR =N 2-5X 107 R AR R &, — AR PR A T — R = & T LA
100-250 M NI &

(b) FasE TR : JoRE DMSO &% NAH T RIBIRBL, FEIRIE (-20°C) ARG (80
‘CE-196°C) AT T IRAF 36 D H BUEACHT 8], HAEZE YA Y A YL BTASE o

(0) kR FEZG AT L HYBAR, R R ARS8 A K P 2 T 4
RS ET 4°C, 24 /N VAL, A2 Miiie, BT 4.

(¢) AR HRIZMAEVAERKFEB TSI 08 DT 3 HOKRRISRAKRL T, &%
WIRAGE ), ] LR -5 H i RO 1 IIRGE, e NI E .

Nongs A RAARSHER], DA R . NE, IXEESAH T B AR R
BTN H T BRSIAS A BHRIYE R . B 21 S 9] R oAy B BAR S AR RO 88 v, TR 4R
WEEAE, 130 Sambrook 5N, 43 T oakE: 25 S T (New York: Cold Spring Harbor
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Laboratory Press, 1989) ik 254, BfEMHIiE) R s ik, EraE 54k
VR, I o P A B T LU A A L

Rk

HEWT TR FE T (R 4. X2 BB B8 /e, BEAF RSB, ag™
W SIS s K T O N I AL P e ot P N AL AR S PR g i R, e
BErr b e . s RET RUIBUENG, BT AR R T R RIR = SR H GMP
eI R, @, aift. BEGHAREE, PrRAsRIAE NI sE Bt AR, B AR A (h
(A1 f) o

B3
1. FBHREHLE
¥54 5% EliteGro 1 a MEM, T 4 C%4E, 120, 000g &L 6h,

2. PEG UTiEVEIR B4R/

F PBS | 12% PEG6000, FH 0.22 nm I3RS TIE)s, #M 1:1 AL InA
PSR, BT 4ACHRME)S, 4°C, 3,000 g B0 1 h, FE# EiE.
TANFUA R PBS B EDTNE, 4°C, 12,0000g E#E L 70 min, WE LiE, MAGES
e SRR NS S TR L SE N L P T

3. MFER AR TR R
HOE SR, FRFE 300 %, H ZetaView B il IR BLAR 70 A0 FIURL TR

4. BEERERWE

HE B RE AL, LA BCA ¥R E B AR L, N 5XSDS _EREZEM, 100°C N 5 min,
Yo lF B =R BT SDS SR MG IR IE AR, 100V FLyk 2 Ge kT B BRI, 250
mA, 90 min ¥ % PVDF B I H TBST S/l 5%t N 4= W1 s P A — 4 —
PR, B PYDF, H—HiE, 25l 8HMEEE D63, CD81. TSG101, ik
1 CANX, JEHMMN =3 E G, MRS &S .

S 1

B 4 R A BV ) 3 SRR R 2 (RS R B R %)

B 2X 10" AN g7 IR] 78 5 T-40 B (P4 AX) , R T& 5% EliteGro A a MEM FEAfi:
Fidkr, 1E HyperFlask 3Rl 7%, #a&MR 37°C, 5% CO..

MR B R RL G AL B2 80%, e, A AL L FRILAT R AR, KN
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37°C, 5%C0., }%F% 48h.
WEERE 7 175, 3,000g B0 15 4380 5B 3, 10000 g, 4°C&AF 0 30 404,
B, NS AN RE IR, LI “& 873 ” (conditioned

medium) »

SEHEH 2

4 P B 7 9L 1 ) %

TEARSEHEBI T, 3BT PEG JTiE iR 25 00y R 44 41 I I 1 3836

ﬁﬁ%‘tﬂf:

B SR g2 2 (5zhifi] 1), F 4°C, 120, 000g FBHE 0> 70 min &, AR PBS
HAE, FK 120,000g @ L 70 min 5, HEESSAWNFRESIE, 1S40
JL JE A1 33

PEG YTi€::

FH PBS BCIREE N 8%, 12%. 16%. F{ 20% PEG6000, 1 0.22 wm FIitjEsstys
s FER L1 ARFRLE I B Rb S B S fh s o 2t (] 1), BT 4CHRIRAE S

4°C, 3,000 g B0 1 /MES, 3725 BiF. IMATIA R PBS AL, 4°C, 120, 000g
R B 70 43R, Fidk b, NG ESBENE R ER TR, AN 5%
Ma

Yo s 2 8% PEG 6000, 12% PEG 6000, 16% PEG 6000, 20% PEG 6000 )4y
2 P m e s A B 4 FRAR R S B 1 R R, JEAT CD63 BEE

LR 1A s, 12% PEG 6000 A1 16% PEG 6000 43 25 H HI41 ff JIs 4 3233 i CD63
KiLEwm. F, R4, A 12% PEG 6000,

Ak, KAEA 12% PEG 6000 7385 200 m1 3557 5 A b0 20 i )52 4/ b 3 6 F0 R 1ok 29
02375 350 ml FEFRIL PR U4 RN /N 3T, $2 R R ARFR RN R 8 1 & HREEAT CANX,
TSG101 1 CD81 %552 F1 NTA #5300 .

R 1B ZE 1D fivn. SRR, T2 FARBULZF &AM Western 858,
PEG 6000 43 25 H 40 B IS AR 330 1) H 1) 8 1 2 A0 KT8 B vk 20 B9 Hh RO 4 s 4rb
TP,

NTA £5 7R, PEG 6000 43 85 H FIAN AR AN EEIE IR FEA 1. 35X 10" 4N AB s shaE
WL/ ml B FREE, O B P AT IR AN R IR E D 6. 8 X 107 M AR/ ml
Hrdk,

PEG 6000 77 &5 H AR /M 33 R 42 /MR 126, 612,09 nm, AR E 040 B H
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HIZm B i AN BV R A2 R /N 137, 843, 8 nm.
IX LSO ZE FHIERE,  12% PEG 6000 43 55 H AR 40 i 55 4 B8 v 7= & DU 2500 70 35
R E w2, B PEG 752 40 i Js 4 N v R A2 K/

SEHEf 3

FIET 25 40 o S5 B 4 Hu R AP 2B v

i FH PKH-67, °Kf PEG 6000 43 &5 H B 4M I A M 31k AT AR T o

& 2 AT LUK I, PEG 6000 43 25 H 1) 48 i N5 &/ 3 700 5 AN 52 M ol 21 24 40 5ok 4 e s &b
P IEAT R

SEEf 4
o4 P JE 4 1 L ) A e AN BRI 8
¥ B A s iR AR P I A h g, AR B SRR S oK B, 2 BB 4°CL -20
‘CHI-80°C, WAF 9 . 9 LG, ¥ET 3 ANIEFL A0 A AN FES 5L NTA KR AR <
PERE I E
NTA Al g5 SR anEl 3 MR 1 B
F 1 NTA P ERIRTH

Hfr: (10" 4OfaESMEI (particle) /ml)

IR 7 25 179

WK & 4°C -20°C -80°C
1.3 1.5 1.6 1.8
1.2 1. 4 1.5 1.8
1.2 1. 4 1.6 1.8

SRR, 3AANEIEE AT 9 A R AR RS 0 RYIKI AR
I AN BV A VR R D (B03) .

Western 2 BEIKAIZEE R iEoR, fE-20'CHI-80°CEAF T, 577 9 JA HIZm A i o 3¢
TERRE PR EY) CD8L 1 TSGLO01 #RRILFRE . 4CHRAM T, 17 3 AR AMMIES 5%
TERFr AR EY) TSG101 Be A ERIA, W 5 TG, ZbrEMRIRIEEFET
b (B 4)

TEEHHBE T, T-80CIH17 | FARAMIE/I L, 2 “FIE” (B 50 . 1EH
BERENSCUS, 24N RIAEIES R T, A8 “HRFEr” (B 5B), WA
wE T

TE-80°CIAT 1 IR 4TI NE /M 216 AN i B Rk /B 5 Al IS A M RV 8 NTA A
W, R INFLEM AN FEE AR AR (B 6A) FI R/ (] 6B) B B2 57

17—



10

15

20

25

WO 2021/180237

SR 5

PCT/CN2021/080869

B G H R4/ 2R R 40 B B - B 0 #5090 2 o 4 Y R T A

FEARSERGA A, 3o A 5 B 7 ik ) o BRI SN Y3 AT 4 B PR A U i 9

Fldh 1 SERERG FRELAGUR T (B PEXT D, 4°CRAF 4 A5

P 2:
FEib 3:
FEfh 4:
FEfb 5

BEXE 2 ANE VRSN R 7 RO I 45 R 0% 2 o

&2 AR T RIS R

TR IR R (BRI AR . 4°CIRAF 4 F;
PRSI R TR, W IRAT 4 T4
MRS IR T, 4 CORAF 4 A5
PRSI YR THY, —20°CORAF 4 5

PDGF-BB | MMP-2 EGF VEGF FGF HGF

(pg/ml) | (pg/ml) | (pg/ml) | (pg/ml) | (pg/ml) | (pg/ml)
BEA L | <1.96 | 339.41 | <1.50 | 5.24 | 10.09 | 3.63
BEM 2 1 9501. 00 | 26600.00 | 7.80 | 1243.00 | 28.59 | 49.74
BEM 3 | 34.92 [23195.00| 7.80 |1243.00| 28.59 | 49.74
BEM 4 | 91.91 [22960.00| 10.95 |2161.00| 53.15 | 87.98
BEM 5 | 94.00 |21276.00| 10.62 |2164.00| 53.96 | 92.82

ZERIRM, AR P AR ) 7 B AU A 2 25 ] A5 AR B AR A I A
= HIEVEARI R . FE-20°CHI-4C AT T ORAF 4 J, AREH 5 IR E TR IR 4T«

SEiEf 6

IR R B 1) 78 B8 AL 40 B I - BE VR # 1] LPS %52 E VG 4u iR vE 4L

T ARSI NI g s 18] 78 R 40 B s AR FE VI X g 22 b (LPS) 5 57N B Raw264. 7 B
M RAE, BAPRMEMN, ARSI, Bl LPS S 1% B WA & A R s
R, RGN N5 AR 18] 78 5T A 40 B IR 4 By X B AL KPR R . BRI R

B E VAL, Bl AR 25 A B R 2H (control), 0.1 ug/ml
LPS B AbFEZE, 0.1 wg/ml LPS F15 wg/ml HiZEKHF (Dex) JL[EAEHLA, PLK 0.1
wg/ml LPS FIE 43R FE iy AU AR s 18] 78 5 #H 40 I 2 b 230 (haMPCs—Exo) ZbBEAH .

] 12 FLIEE FER AN FLAINN 1 m] f Raw264. 7 20 B2 (1 X 10" 40/ FL) »
BT COMEERBEFRA IR (5% C0, 37 °C) 1 h, SRJG IR ER e AT 254 kb
HE, JRAE COMEIRIEFRAA R IE (5% CO,, 37 C) RS IE 4 /M. o, HUHEEFE
R, TEME DE T MEE /N Raw264. 7 EVEAAR LSS, FHAE 20 1%
Ve BE LG BT 3T 4p D S S T 204

1K 7 o, S5XEEA (control) HAALL, EAMAER LPS %% 4 /P E, IE

1s—
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TR E R ARG (2 28 0 7Y S 4R ) PRS2 80K (B 70, Bgit i R A EL
HwZ 0N (7)), IXFREH ORI ST 7R SNE) LPS 5 5 S MR 28 FE R

L5 LPS B A BRAIAR L, & LPS FIHbZE KA ALTE 4 /D J5, BB
BRI (B TA) , BLGETHor B R LTS A0 1) 5 4 B £k 2 2 ik (B 7B) .

[FFEHl, 22 LPS A AJS AR 7 (Al 78 BUAH 4 I A 38V A B 4 /N S, B ECREIE
Wik 40 Jf O BR SR 9a 2 (E 7A) , BLGE v o3 A R 30 0 A P 15 2 T e 2 =2 v ) (1)
7B) .

[Alk, Xzt BEREH, A JE MG W R 78 S A 40 B s A b REvE e e FI | LPS 75 S 1Y B g
AMIEAL, BEITEISS 1 0L 2ORETY B R ZE I K

S 7

Y5 HE 5 16 75 R AL 40 B R S BR W 3 ] LPS %5 B M40 AR & R R R R A K
_I|Z

FEA SR o, Dy 7R S N s AR 7 TA] 78 5T AH 40 R I A 2 X LPS 5 3 /N B
Raw264. 7 E MR 40N 2 0F S8 E A FIHIEH , SR FH SEI 21 € & PCR il H 3 22 R 0E
A B N B R IA K- o HEBARIRAE T AR R SC i) 1 ik, (HZGW) LB TR] y 24
/NS o S RNA FEEUTVR 3 2R RNA SR BUAGR & BH Bk AT, Ty sem) 28t & PCR
FEEI U)SR ) TaqMan 840 AT SRR R PO S 56 IR A (RIS RG I, 4% 2 5 idiidk A7 4
X BRI

R 8 s, SXTERAMIL, LPS BUpAbE 24 /NS, /MR Raw264. 7 B
41 I SORE A IR R RIA K BRI, SATMITE LPS R ZE KIS R AL EE 24 /NS
Jo, TNF-a ., IL-1B Al IL-6 A FRIK KT 41 2 2 AR (B 8AL. BT C) »

[FRE A, 22 LPS F0 NG 107 17) 78 BT A 20 I s A RV AL 38 24 /N S, TNF—a L\ IL-1 B
FTL-6 PIZER RL KPR AR B 2 B B AR, JR AR B 1 Hh ZE KA A3 I 7K F (& 8A
BFIC),

(Al k, Xzt BEREH, A JE MG Wi R 78 S A 4n B s A b v re e W 35 I LPS 2 B
W £ (12 4% 97 IR 122 IR A R IB /KT BB T 0 ) EL A ORE S

L 8

YR B 3 1) 78 o3 AL 40 B B A B i) LPS $5-F ELWR4H M {2 4% e Rl 7 RE T

FEASLHE Fr, 73— 2B ERIA ARG 17 1] 78 53 AHL 20 i st 1 3 Be 8 40 k| LPS 75
S/NE Raw264. 7 EVRANME S FE N, KA ELTSA V2R 74 B JORE R 17K F
HEAREAE TR S 2 ik, (B2 03RS (0] 24 /MBS SEEG T 222 ILIEL 94,
ELTSA ¥R 5 20 i 98 R DR - A E 4% IR F8 5 R INF- o FiT TL-6 1677 & e BH 533047
SR G AT S0 T
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LERRW, SXIRAMLIL, LPS ML 24 /NS, /N Raw264. 7 BN
TR 2 K F- TNF—a F1 TL-6 33 52 25 150 (18 9B) , SR8 LPS FH ZE K A 3L [F] b
24 /IS, TNF—a il T1L-6 7K-F- 28 5 3 B (] 9B) .

AR, 22 LPS FIN YR AR 5 18] 78 o1 tH A R i 7 v Ab 2 24 /N 5, TNF-a 1 TL-6
AT AR AR 5 38 PR A, TR T b ZE KA Kb HE S FI K (| 9B) o oA, AR T
IL~6 B4 SE AR B FLAE I et 25 28 40 I [ 1 R Py A 5
1 2 T 5

[Alk, R EEaRe, ARG W R 78 S A 4m B s A b v re e W 35 I LPS 8 B
Wik 47 Y (12 8 5 DR - BRI, 3 0 | LAV ORE S

S 9

FABNRICHR T EV ERBRIEAEW AT R

TEARSCHEBI T, BF 7N IR AR 7 18] 78 BRAL 4 I S bk 2 AL N G, 7R/ BRI 20 21
R o3 A0 1 L S AR BT [B] o SR S kR AN R R, R AT R IT

8 H PKH67 A 12 A AR AR W 7] 78 SR AH ZM B A h s (1 X 10° AN B AN EEIE /g) , B F
TLAREE 30 738 AR (N=3) 5, 73 ISR A JEH 2hy 4h, 6h, 8h,
12 h F0 24 h BfTE] AL, SRR AR DGR B AT PKHET Anic B SN ARFERR BRI 2 25
I AT OLEAT G, I 23 B HLAE AL BRI 508 Fp s B 1 U

Lt 10

FALBN EV IRIT B YA I RO S AR B it o 7 R

FEAR SR o, WG 0 1R 58 A 20 e A i Ak 2 S AR 5 YR T 22 24540
21 (PA) 5 B/ BUIR AT A Rk o 20 990 L PBS 35 /N BRI S I X TRZL, PA 3%
SN R AL, NJEHE W5 TR 78 o A AR i S AR ZZ ARG ST PA i/ U R 4L, EA
TN BB AT AR s b A T N U 2. BREHIS N 6 I 8-10 JE S H) C57BL/6 Bk
RUREPENE,  BIATT AL R N BN AR 234 1X10° M s /g 15
I 22 2 2R 15 4 /e, AT AN IR S AIRON . BEH AL 1 IR, J8:15 K. ZJA,
e B ML BA A FH T 0 R L 159 00 Y 0 o e 4 o R 200 B A7 0 . WACER IR
W MT Rk an i Ee A AR, BURARSRAE RER TKTIE . 34k, I
SE ML AR b Ay, X AL ST HE et RIS 2

SEHEH 11

FALIRN EV Y657 %7 60 B il A Atk i 438 e R R 7 8

FEASCHBI T, WP ERZ e A B 7 8] 78 T A S A A 22 5 AL RN VG 7 39T 2 e bR
Wi 28 (Novel Coronavirus Pneumonia, NCP) 5578l G 55 7Y g5 2 ) 22 4 1tk G 501k
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WEGA 30 BIERREEM NCP 5210, 72K, . m="15EAIeH. fr
HZAREBR LCU SRR IT b, A 45T AL AR 7 MSCs—Exo ¥RT , BRI 2-8 X 10°
MRS EENS/3ml, B 1 IR, S5 R DI 28 RAMIA R R BLIR A HI
PRSI TB], LUK SR LI, TCU PPEER S, 274 HLMOE SRR S TR AN SE T
A, WAL, EIEEER SOFA $¥7r, ARRAIEAR BRI AN SRR 2 8, BLR i
B WP TE AR PR el o T B IR 1R, o R 236 9T e AR IR S BEAT VPR . AR TEN
HpREEEQSE 1) ik 18-75 %, HLAR, HAANSERKE B BIMAIFEE R
B 2) RT-PCRASINZ FHMEBH S o M o s il R B 3) FFaERUMG
HMBH RS AEERARE RS 1) ARSI R B R LR
HoAtw 5 5RO A 855 2) e s A S B 29 R s 3) AT LG
Hr e EE T B R, CLRATIRES W 8 4) IR ] BOMO B AR & 8 U B
i 5) W], WALHECEERTRIZAFRES: 6) PIEIPAHARES SU R EER
REBH AR PAT 1207 SR 5

Wi

X SR F B LR A AERVE T, — S ] R B R A BT VA AR G T 4R e
(embryonic stem cells ,ESCs) Va¥7 #HA/MFEFHIZFET40M8 (induced pluripotent
stem cells , iPSCs) 6797 [HZEA T-4AfE (Mesenchymal stromal/stem cells, MSCs)
VEIT . M B AR (Pulmonary epithelial progenitor cells, EpPCs) Gy A1 K
tHZA M (Endothelial progenitor cells, EnPCs) VR¥T%5.

MSCs FETF A e 2 ) — T4 yrik. MSCs f&—Fhnl B 3 T FIBGHE i) 2 Rtk T
ZHME, BRREAEARSMIEI I IS, IR A -t 2 B4R (AT2 Z0J) F7% e . MSCs
ISR PAEFNHIFI MSC AR BIIFIE BRI TR, SHATTBMNIGTT ARDS, il % .
BEM L 18 1 SH ZE P i< (COPD) A [ 53 1 444 (TPF) S5 it i 28 1) 32 2 R 1A

TIHT TR, ARDS & —Fp e E Y IG IR SR S AE, 2 i b R B B aledh i 5l A2 iy,
A TR BT A IR 28 MM PR, S EOHAT M SR v . G O R i S [ B
R RMVEEF . WA —EWE. EF OISR, DU EFh ARG
7, QS ARAMBTT ATV 57 S5 VF 2 9 O L T-Y6 9T ARDS, (HIRA —FhZi4ae i 2 1K
ARDS FJAETZR,  ARDS HYSE TS HRAIIRYERFAE 34%—44%.

s JLIURG R AT FE 3R B, MSC R 5% 70 WA 2 g IR FI 20 g 4 M i 3 v ] A R 72
1097 ARDS F—FhHTHT . B RURIGIT B . ARDS M H & M H KRR R I RE, JUHZ
e = GBI PE R &G 5 . MSCs 697 ] CARH 1E K AT B s PR B 22 B (LPS) 15 T RO B E
PRI ARDS FIR A [Curley G F, et al. Critical Care Med. 2017, 45(2) :e202
- e212. ][Lee JW, et al. Stem Cell 2011, 29( 6):913-919.],

TENG Z BE75 2 1Y ARDS /NERBEAY, 225 Kyd 5 [A] MSCs 6 Y 2 L0 Iy 400 47 R 98 i
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SN o MSCs I 5% 43 3h FIl I A 25— 10 (IL-10) fRAG R 77 2, b FRepier 4 B 7 i Y
R, P I PR R S A = AR E A T TNF-a [Gupta N, et al. Journal of
Immunology 2007, 179, (3): 1855 - 1863. ] [Mei SHJ, et al. PLoS Medicine, 2007,
4(9) :e269. ],

AN, T A A T (KGF) o I P R AR 7~ (VEGE) 41 B 2B < [A]
T (HGF) F/=E, MSCs {1 AT 2 T4RRER) AL, BHIEP R4iMar AT, (et ARDS
WG b R B S [Lee JW, et al.Proceedings of the National Academy of
Sciences of the United States of America2009, 106(38):16357 - 16362. ] [Hu S,
et al.Stem Cell Research & Therapy2016, 7(1): 66.]. £ MSCs AbHEHIshpHERY,
RIEPHIAD, A, Ao, AR, @i nEnRgn i =4 % K+
IL-10, MSCs LMK PGE-2 K77 FOR AT B & S 2 M EEiEAE 5 ARDS 1228

22 F k4 B B8 MSCs Y597 ARDS BYH IR R RIS & 58 k. [J. G. Wilson JG, et
al. Lancet Respir. Med. 2015,3(1) :24 - 32. ] [Zheng G, et al. Respir. Res. 2014 ,
15(1) :39. 1. Wilson Z5IE KRBT F (NCTO1775774) 45, 7E 9 ] # & ARDS ¥4, H
VRER I e ) R S4B B MSCs (100 J3. 500 Ji. 1000 /5 cells /kg), B R IFHYTG
V. 9 BIHES T A5 B MSCs 167 B B3 Y R WL 20N [ s W AN & R 1l 1 751 7T
I T MR RIS ARG, — DMEEVLZ 0 r TT BRI 2014 5] 2018 4F7E
% [EHE T (NCT02097641) o ZIAIHZ: 60 & UL ARDS &, 43045 1 557 & [ Fh 7
W HE MSCs (1000 /5 cells/kg) BUZRIFNGST . AR MAR WK

TE oy — DL e S5 [ R e A4 B 1D 40 23R U5 H) MSCs ¥697 ARDS 9 T Wil R e
(NCT01902082) , ZAN 12 fFIR A ARDS B8, — R ik st [ Fh 44 Big 7 MSCs (100 75
cells /kg), {H AT-MSCs &7 I ANEE 3 BRI ARDS S M 2 PR A 1~ (IL-6 AT
IL-8) /K-, WASRERH ARDS BEHIIMLIGE, TURK R — ML HIBENEITH T

IR R, MSCs P24 B iE (extracel lular vesicles, EVs), {E3t/fig
5 W 200 6 A W e P, AT 9l s =2 T S R I T T 75 3 R 4 o 14 i 26 [Monsel A, et
al. Am J Respir Crit Care Med. 2015 ,192(3): 324 - 336. 1. M4k, MSCs F=AHuH
W, REOE ERNH] SORENT A B 4H T A K

S TS MSCs T 3 35 IRl R 430 05 R0 9RE S B2, i85 DARE 45 23 -2 HOiR) 77 3C
TR ET I BRI $e iy S 38 sh ) A0 el 14 I 28 FIAFIE 38« LPS 52 1) MSCs o TLR-4 )
Bod, 185 7 HRESE -2 B ih, THRES R -2 n] DLgE & dn e paka A, b2k,
IR AR SIX R A — S 2 o OB BT T 25 s TR0 B 1 28 1) S
A, Gupta 25 [Gupta N, et al. Thorax2012, 67 (6): 533 - 539] &I MSCs &1 TLR—4
P97 S E B 55 T e AT IR AR . TR, TS —FhiE AR B 2 T 4R VR T 7
5, AT BEVH BRI ER b A: 2 24 1 5 =2 QR M B ik

AR TR, (Al FE T AR 3 ) BB R 5 . T 40 IR e 2 P G
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JSTHEAERXME 7. TAMRIETT BERAR KA AL PR T 355 70 WA 40 B 1A -1 R 4k
B (extracellular vesicles, EVs)8i4hhiA (exosomes) oS H -

EVs & — R gk /NI SE R B3, LA 4N 5 40 B (R0 TR HR A Th g . MSCs R
JER EVs B g 1 AR K. /55085, mRNA. miRNA/siRNA 55405

TR 2 FIW FCIE YR I, MSC-EVs ] AR —Md i L aneiayr ik, SUA
[ MSCs JTiil b, BRI : 1) RN TR 2) B G i
3)EVs AJ LRI T P % MSCs, ] BLH AR N MSCs 35 F2 it B A i) F i (Gt 3% 75
B & Baitb g, o] DO R IGIRGGIE A = aid, =&, E TR
EPEHRN; 4) 7T A=A EVs REE S A A AT T 4R AT RSB, E AR TR
IRER R EVs, HTAFEBEEIT B 5) AN BIRIRE A MSC B42 (1840 um) 240
MREEAR 6 wm B 3-7 %, & TUURRRGIEL sidEtth . &k, GHER
M E RS . EVs Jy 50-500nm ELALIE Bl A B GOK IR S5 383, FE7KI i h o B i
5 B F IR 6) EVs BA IR U PR S MR e 1, WML RN VR Rt R 5 )
5215 7) K EVs OB SE R RE i R GRob TR, TR SR 2 M AE 32 B AW 3, 33t
M3k EVs #55 AE (5 SR B0 W41, LURIE EVs MR &G S E SN
YIAR AT RE . 8)EVs Al LIRS ER iR 250, WU — R RIRIZ 0% R 4
9) ZAFEF/INH T ZHRE T MSC ATAERI EVs BIYAYTIE /7. MSCs—EVs A 1] RefE Jy Ak 3k
ARDS FIAEYAR BTG TT HI7F]. MSCs—EVs 7E ARDS & & i F2 ARl -F- th e 5 o< B 1E H

ZIART IR I, MSC R MIEN (microvesicles, MVs) &S iEB#H Ik 251847
BAAWRITHHE . Zhu SFHFTAARE, EARTEASREERIMRG T, SRR
MSCs AT MVs AT LA/ 20 £ 4m B A0S 7K, I/ Itk i, AR Iy et 8 19 5o
FEE. MSC-MVs dRig /b T FR MR AN RN, BRI T S M JORE & (1 -2 TR E EDE
W (BAL) IR

VISCs J#T EVs /- FRIZRRAAR R SR UATT ALT A1 ERE4HAE . MSC-MVs HR & K&
PO A R -1, T E RN MSCs PG VR 5 R 1 3 e dl 3o v 5t & i 3% 7% 1
B Z -1 mRNA /-5 H] . MSCs #hiA (exosome) BT AT A KA T (HGF) , /DA
BN 80 1L-10 B ERRD TL-6 (724, B0 ok 7 LPS %S HI/NR
2 I 27 5 TR P I A i 1

MSCs-MVs TP 5 Iy i S B I i) s B 1, AT 98K TL-1 B . TNF-a Fll ITFN-y
Sof NI P R M BB i e s e o $0 CD44 RNl A 3R -1 siRNA FliALHE, wf
DAV R MSCs—MVs FXFMGITIEA, RUD CD-44 FfE AW Z-1 nRNA B8, 257
MSCs-MVs HIEEIGITHLE]. AT LB AL MSCs SRFE WVs TRERIFRIE, Mg N
HIGIr i 77

HEEARRPNIFIT, 8458 T LU ST .
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KA 1:—R& A NIRRT A MRS Y R 25150, 1285 o A
Yebf, SBUES, OTHANRER Rk LM R BB AT i, 3 FH T Fls Ave 77 - s A
S8 ORI

KA 2: KUATT 1 Frik i ANARAmpafr L fvE i, o, A3 EA R+ A4
g1, BER MESRIE TN AE . AH40 B RN % 40 i fir = AL O 4R B I A b 38 ¥ 5 mT VA PR Vs
PESRRE A T

KEATH 3: KEHIT 1 Ak 5ol ), Hrf, BREEARRT SN IR
T S

KA 4: KT 1 Frid (2Pl i e ther, Ha, S ERRTEF RS T
RAF —20°C LU ARAE —70°C LU MR SR AF T ORAF —135°C LU MEIR &A1 TARAF —196
CIRIE S T RAT, G e v BB T AR S0 & 6 1o 40 IR 170 9 AR AT
B[R]

KA 5: KEHIT 1 Ak 25l 7)o 8, Hodr, 78 0-25°C AT, #fE 6-24
NS, RIGEER, BICAIRAT LR ZLRRTTEY) -

REATR 62 = BHI 1 Fridk B 25051 77) 2 T N AR Bz bk LUAMR AR AL A8, Hoefr,
XEEFRA EFGEA R T IRER G, IREG LA, IR, DO, S, LPpiE., Frp
e, BipE. MENRMmpE. i 1 E e, e 2 B LA, Bk ST
f. FRPERIZNAE, MORNAE. SrEIE S, T ARENE. FERIE. R
g, IR KRR 2 44

REATR 72 K EHIT 1 ATk 2540 750, & T 0B FIIE T 25- L5 DR i 5500 8 R A 4%
i, Hr, ERERRTR S RE . 0mRGtERRE . HRH B . B
TP SN RORE L RIS B B

KA 8: KA 2 Tk AR, B8R ISR AT 24N AE . A 40 IR 52
gife, He, SREARF AARAE A SRIER R FE R AR N AL SRR )i
W R AHARR . N\ HE DR SRR B[R] 78 S5 T4 . AR5 P2 SRS ]
TR T, ARG A SRIR TR . N BRI i R 4. A& i
R EAMZ AN . AR BEH S R R 200 . AR SRS I 7 540
NAE BERIE R R FE BT 4008 . AR B R SURIE R A BRI . AR i 4 2RI
PSRN . AAR MR 2SR5 G CD4 B T 9k L2 . A AR I 90 2H 23 SRR A I /ISR

KA 9: KWL 2 ki MR E i sbgEye, H, G8EART
AR Xy T IR HE A BLEIE B 4K 3818, ELARTE 30-1000 K2 1Al &3 & /Y
ANFE R R B R E DI eI MZBEAZ IR (miRNA)  /MZBERZIEZ (sRNA) « dEgmAS Y
DNA Fr BE. I IR t-RNAL Al tEgaia e . AARKE . HAE AR,

KA 10: KUHIN 2 Frid g ARG IaAT A T s s e an e i 7, Hor, f45HE
ARFHAEERERENEEA RS T BEAS T EWESS T d2UVEKRE T



10

15

20

25

30

35

WO 2021/180237 PCT/CN2021/080869

B(TGF B ) TN KA T (HGF) ML P A A A K [ 7~ (VEGF) 58 52 M i A K [A] 7
(KGF) . H4HE/ 2 -10 (IL-10) v H4AMr 21 SRS (IL-1B A) .

KA 11: RHUATT 2 AR BT 10 i B A2 40 AT A B0 m] 3 1R s PR 4 I TR -
Hrb, BFEEARRT B B RRES TR ARG5S 0 Wb = A1 R 8 2 e
N AE R L =R

KA 12: REATH 2 AR EHIT 9 FriRk e iy 2838, 2, frRRisRE N
FrE) CDILCD63.CD81 Fl TSG101, ANk CANX . 40 i i /383 H B A28 1% 50-500nm.

REATH 13: I BT 2 Al BHI 8 Frid ) AL 23 B SR ISR T 240 A 4
AN e A, o, IXEeAmin] LA ASH S B B A kA, BX L am)ig
AT UL AR B B0 B A S, T4t GMP SZI 38 Bt /R B, X Lo A 1
FEJE TS, BUOXLEANETE GMP SLIS B 2t FrE B B . Fre e gl e FL %
T FEEM/MEZBERZIE miRNA B APTME, BOXSEAETE GMP SLIe % A i Rk 72 5%
P B TRALEE T A5

REATH 14: Jx BT 2 Al BHI 8 Frid i AL 23, B BRI ISR T 240 . 4
AN e A, o, X ERm Atk Dy B TRV TR SRS AR A A A SR IR )
[ElY g i

R 15 KHEAIN 2. KBTI 8. KHHIN 13, KT 14 TR AMKAL, &
WERM ML SRR 2N PR MBS gnfg, 3t — 2D ik B W SR i 18] 78 5+ (#H)
SHRE. REEL S B SRUR Y [R] 78 5T 40

KT 16: KHEATT 15 ik e — SR e Wikl i+ GED) g, Hor, &
I HERAER. ZBME R, SR sr i = KB 76 0 B 2 am i r= i g
FE AR R S o o R R IS, S g R Rl . SR RE T RN, B
T L RRS AN RAT W ARAT S REIE S 2 S 1 GMP s23R =, &0t BRURY
Sy, diidb. YEBE A HE IR 78 B AL AN A P i B A EE AR AR (R R RS D .

KA 17: BRI 15 FIRBHIT 16 BTk 33— 2D U0 i M B iy 4L 2R i R 78
FAHANAE, oA, X FRERE PR HE B 2SR IR P R 7T 5 (RHD A0 2 7R GMP A= =5
B0E, IR A S T 2R I RO SR A B AR HER . AR
SERMEAREY AN CD73 BHE. CDI0 FHE. CD105 FHIELHME 1 4> F ) 98%, CD34 BHE:.
CD45 FHYEA HLA-DR FH % FIZRME H 70 3/ T 2% . FFEPiAE 2R R AL TS K i & AR
VB AR R ARAERT . P1-P6 ACHEWTIAIFE BT (RH) 40, gk — ik oy P3-P4 A 7 1A]
FER T (D) 4n e

KA 18: & BRI 15-17 Ak it — 20 Uik O AE i 4L 4R 5 1) 78 5+ (FHD 40
H-196°C £-80 CIRKIR &4 T 7 0-36 DI, #E—P ik H-196'CE-135C, fif
17 0-24 S HHY.

KT 19: KT 2 FIR BTN 9-12 Frid BN AN B AT A= i 40 B S A/ 2830 K vl s
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M AN 1, Horr, HAPE T 2R

(1) 1B X Lo 2R AARAIH T4 5% EliteGro HJa MEM Jeflidsyaderd, 78
HyperFlask ¥3afirbss3E, #3540 37°C, 5% CO, E4AMEEA FEAE] 80%, FHH
FIRFSE ITRAL BERG FR B b AT 35 9%, 3598 %A1 9 37°C, 5%C0., 355+ 48 /N,

(2) UWEEAT M35 77 I, AT Z B LA R & B (PEG) YU 50 A

BRI 20; & UATR 19 Pk A0AE RS T2 (2) R T i 22 35 O IR & 58 2, — B2 PEG 37T
W, o, i PEG3000-PEG9000, I PBS B Jy 8%—30%HI PEG, JH 0.22 wm Ktk
AT, IR L1 RN B I S R R, BT ACERIRE S, 4
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