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Bekl (PKH-26) XFLO2BH T ety , F & (YRl (PKH-67) X 404k FIHL603EAT Y th o K 43 AL H
HL6073 A A IE 5 BIL02 LM T IL02; 2) #4734k I HL-60-GFP 43 B IN A IE % [ L02-Tomato
JAHTHIL02-Tomato, A 3L 5 A8 WA W42 704k FTHL6 0 X I T2 A LO2 4 i 1) # ik A O
) B A R AT A T R AR PR A B g A T B

[0101]  MCH7BL/6/INER B B8 70 B /N 2 T A% Th KL 4H i (PMN) , Rl RS i 2% BRTGF-B
FESASFNELNABLO2, FHA (i k) (PKH-26) XTLO21EAT Yt , i S o ek} (PKH-67) X
PMNAEAT G2t o K5 PMN A3 S BN IE H BILO2 S T IL02, ) FH 3 58 42 5 430 WL 2 PMNSKS R 1
FEYLO 24T D 4] A Mg 175 000, o) W /0N R b e s 200 P A o s A PR S5 9 o 4 B A T o o
[0102]  MIEH N K H & % B N\ iR 3R BUM R REAS , 43 85 Hh PRI A0, FH SR s ekl
(PKH-67) % He 347 et s 1) 04 25 2 s TGF-Bi% S A AT AR L0298 T, H 4t i ge k)
(PKH-26) ATLO23EAT Sty s MR 4E B D AR TS AL02, 1) LB A 5 4 S i 45 v
For 200 %o E TS LO2 A Bk A R 1) BN rb PR 0 R 30 e A A R R R B A B AT
B, LA Rt — B Ui B E B S 90 N AFAE A 1L 4 i A e S5 B

[0103]  (2) 45 S M 0 T A AR A e BT 9 H P 200 PR T 48 0 40 ) B e A

[0104] ARy SLLGAH 2> AL FTHL6 040 A , N 40 BRLO2 o K RS 25 3 B TGF-B 5 T A
FFNELEMILO2YE T2, F— A pHEUR M Ze bl -PHrodo Xt 4 AL (THLE 0GR 3EAT Yty , FH 43 0 Ji5E
Bl (PKH-67) XFLO23EAT YL ta o 85 43 AL IHLO04R Bl i N IE 5 FIL02 5 I T2 A9 L02 , a8 ik it =0 4m
HIAX 3 ArPHrodo 44 kL S5 PKH-6 7 44l XURH P53, 13k — 25 Ak v PR 40 B G R T2 L0210 i
TEH.

[0105]  (3) AP 4o 4 o Bl e o 2 H 441 i P 5 A M A

[0106] ARy SLUGAH FH 2> AL FTHL6 04 A , N4 BRLO2 o K IS 25 3 B TGF-B 5 T A
JH A 40 B LO2JA T2, 23 AL ATHLO O 4H f i N IE 3 FIL02 5 A T-AL02 45 7E30min-1h, B
L3E 7R BIE, M AL I dsDNASOD, ROSFRRETECIR 1Ot , Jee) BH v ek or 248 o At e e 5 b OGN 454
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HINHE 33— 5 1IE B A MR A R E R FE X T A R A T R

[0107] 2 SEEG i

[0108] (1) 741 M 7K FHIF 72 HH P s 4 ) 378 1 FFF 490 e 4D s e =

[0109] 5 FAmfI T

[0110]  H{2.5ng/ml R4 25 2 4L #E 12hEk 5ng /m1 TCF-BALEE 18hi% FLO2YET: . /N B 88
PMNF# $ Y

[0111] X /N B 52 22 SR A, B H JBE 3 R, FHHBSS A0 . 1% BSAMSE , S8 J5 4% ZH A s 0
& THBSS v, AR I i 40umid i 2% U8 J5 , K- 3mL HBSSHIK 248 i Jom 381 i S ) 46 1) 6 P
W (TS 3mLAINy coPrep K 3mLI 72 % Percoll) b o ¥ FEMEZ W F A2, 400rpm 250020
S AR HR [A) 2 R AEHBSSHR e v — IR M TG TR 28 TH/K B R4 4, e i ok | 2 T
HBSSH % IR .

(01121 A AP & i 1 4 L ) 42

(01131 FHA & it o P br 4 A Bk ) A B B, NN TG B 28 Rk B 25 20 40, Wi B i i o
R THBSSE R 7=t

[0114]  fRAMELIR L5

[0115] 1) fEEgetn

[0116] K102 ALt fEEGL R} (PKH-26) ety , K SR AP PR AE L /MU PMN - BCHL-60 FH 2%
Gk (PKH-67) HEAT Y 8 J5 I VR T i b, SRR AR B W 5 v P 4 i i N
TR B 17 D0 0 Bl N HR PR 4 AT T

[0117]  2) K4 5

[0118] AU A aif YT AR b O 2 R S 9 35 R T AR pLVX-TRES-ZsGreenl . pLVX-
IRES-tdTomatoZ 7. | 2 € IIHL-60-GFP5L02-Tomat o4 i . 5% 73 4L Y HL-60-GFP A AT
fIL02H, FH AL A AU BE W% R MR AR M B N PR T A 1) R e e Al N R PR A B A T
T4

(01191 (2) ¢ 57 1 0 T 5 b 1O AF FE m R 4 o %o 0 T 4 o ) 7 W 2

[0120]  JRAEAR 7

[0121]  FH2.5ng/mlMERS 7 2K AbEE 12hE5ng/m1 TGF-BALEE18hiE FLO2Y T, HT-HILO2
FPHrodo-red AT Yt , HL-60 FH L (A B Y} (PKH-67) HEAT Yo ta Jo NI 21 L0241 g o
37T°CHWEE 1h, R A f 73 BT 3CE S

(01221 (3) Hp A oher 200 i ol e Jo 5 v 4 L Py 25 9 7 2

[0123]  ROSH:

[0124]  FH2.5ug/ml WS 5 3 Wb FE 1 2h B 5ng /ml TGF-BALFHE 18hi% FLO2YT:, H4HL-60/N
ANTZIL02rR 37 Clig B 30min—1h, FIMi toSOXTMIR A4S £ ki AARROSH) 774 .

[0125]  dsDNAKS

[0126]  FH2.5ug/ml WS 5 3 AbFE 1 2h55ng /m] TGF-BALFHE 18hi% FLO2IT:, H4HL-60/N
AATZHIL0291 37 CHiE & 30min—1h, fQuant—iT™PicoGreen™ dsDNAZ iRk 7 &A% I dsDNA
=4

[0127]  SOD&

[0128]  F2.5ng/mlVEM R Z AL 12hEk5ng/ml TGF-BALEE 18his FLO2YHT:, H4HL-6040

10
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AETHIL02H 37 C i & 30min—1h, B A AL (SOD) e 155 & kG MISODA 77 A
[0129]  3.SLIEG4E

[01301 (1) rfe o 4 o 5ot 0780 T FFF 400 B ) s s A

(01311 Sy I 50 R PR A B A 3 50 V75 A0 ) A e 5 AR SIZ 6 ) MR 25 3R BRTGF-B 5 3 A
FF4RBLO2YE TS , 2 J5 i N A PMN4H ffg 2HL-60, 4Tt JE 4k} (PKH-26) XTLO2:3E4T Jefz, F
R EGL R (PKH-67) XTHLO0EAT By 8 o Zr bR L HHL60 X IEHLO24HM 0 s B (B 11) - 44
1M > L0240 B I T, 2% Eubn i THLO0 41 f B A2 AR A FH 17 28 FE 41 i B3R FR 558 9 — A i iy
WAEAA (1)

[0132] | T-ATL AR b JA I PR 20 f B b 1 5 VG B, HE IR B ATLYR o e & 1
PERL YN B T BE AT A5 I BE JTBR 06 - 5 155 MR A B 4 G I, SR B T ATL 2 i b Mk 4
X E T-LO240 i A GE Sy B N R (B12) o B8 AR PRIl Hodh AT L0227 R Ua 4G
TATL S5 HH b A B0 TR T-LO2AH M T ATATT S (B13) o A EERUESE 1, /E N ZRATL
PIRAE A TP A7 AR R R rh R AT A5 R T AT 4 B T R R

[0133]  (2) Akl 0 1 400 e F w2 o 5

[0134] S8 A8 TZLO2 A 14 ks 20 a1 £ 5 R FHPHrodo (— FhpHBIUE M Je k) e fam st
FAR KR ARG , 5 IHL-60 77 Wk 8 T2 20 B A A oze X 5% IE 8 1 0 240 i el e 2 o
(E14. & 15, & 14 pkh6 7T NG A FRIC) o

[0135]  (3) A PHbor 4 Ao Bl e a2 v e 4 B P 25 4 91 i

[0136] 5 Hfd #PDNAZK -, SODROSHEAT A I A BN, FEHLO0AFME A T-L0240 M ik A2 +h, JLF- 6
Y1 i SR sk DNAYIE 2 (8116) &

[0137] S5 3T B G e JH 48 /INERASE AL , 75 44 A BT 9 F PHR 40 i ) i ik A

[0138]  RTHAWFFC 72N H & S BF % (ATL) Aol %2 21 b ok gl B B i A S 0 TS
T MO 375 ok P , X — SRR 4 51 SORE I N T B E BRI R AR AR Ay WAL fE/NR E
By G e I BT A A s 200 B P B 0 4 P 5 2) ZE/NBR AR R B AR P R 4 B s 1 T 4 B T B
TREA AR B 5 3) S PERL AT B 5 T A M B 1 00 S ATL 2 0 i IR 2 A 155 0t o 88 B o
For A0 BB BR VT AP, dE R SRS

[0139]  1.5246%t

[0140] (1) B/ RO T35 R B AR AR 2R G 70 AR B 2% AF T 1 78 v M0 40 B ot 98 T2 J1F 400 i 1)
AR H

(01411 AER3BF 7248 FHUR 4L © A5 HIC5TBL/6 /R, » W5 /N B RRIE )i, B8 BE S 910 ~Ly6G
1ASFITC.$t-F4/80PEAIAnnexinV, FH /IO Fil AR BAUSAE RGE WA B4 T ik
or 230 PR G 9 T A0 AR ) B AR S B Tmar i s 55 40 BR Y 80K 3547 50 BT, R FH 3D EE #4313t — SBAIE
B F PR 4 o R A P SR TE B PR T B 4

[0142]  (2) 7 57 Poar 20 e 5 B /N SRR TR, 7F 9 e e b 4 B BB A SR T AT 4R B T R Bk
k4

[0143] A4 F 5¢ K FH 9 R 7 347 F Mk 40 B R Bk < 1) SR R IR s v S BB Ly 6G
LASHL A FE 5 o R A 5 2) R AL R MR Al B v ik, RIZ A ME B R 24Kk (DTR) 1
Rosa26i DTR/NFRAEMrp8-Creist {1y 5t I BHH . 7ERIAMRP F 4 (£ 2 2R 4N i) HFHICre
FIB K AAEMRPRIA I H A DTRRIE . FH M5 B 35 A #ERosa26 1 DTR/Mrp8—Cre /)N i Al

11
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C57BL/6/NG LAE SMrp8 4l i FE k) o 1) FH 3k v b 41 B i /N SRABE D, 45 /0N BRUBR I /5
1) BXC57BL/6R 5 FERL R {175 , R FHEL i sailk @A MPUZ PR (anti-ANA) , FiE HLVLEY
EE (anti-a-SMA) , B ok 4 (anti-LKM) FE IgGHiA (total anti-1gG) Rkl H;2)
HYC57BL/6 B 515 24 5 14 AL 2R AT 41 2300 v, R FHHE S €4 ] TUNEL Ge 2, I %2/ B H- 44
MO T LU R G vt 5 R T 4B AR S B e MR A B R 5 3)  HUCHTBL/6/NBR S AR BRI
WEZH 23 AT 22300 F , FIACD11b JeDAPTHEAT S e Rt sy 8y, W48 /)N b I 2H 23 b )
YT 78 PEIR R 0 5 4) BUCSTBL/6 B -S4 Y BRI » 34T HFThRE A=A AS I, 43+ 4 Hh 14 bz 40 A
TRBA /N T DIREI 150 - 15 B A s 40 i S B A 5 00 O A B TS PR B L 15 3 B B
R B A

[0144]  (3) &7 B S NF s (ATL) BT , I 9 44 A v ek 40 PG e e £

[0145]  AREHTF 2 DK JTI G 8 H (ConA) JFasl.a—GalcerZE W11k i ATLFEAY,
B/ IS, 1) HUCHTBL/6 R S AL R 1 3% , FIFHEL isail ) SAPTzd s , i UL
W& B, S FORL A AR TG Rk 15 O, 3ok BRI R R Dl s 2) BLCH7BL/6FR S5 4!
BB I R 2H 23 AT A 2R L SR FHE. 4 ff J2 TUNEL B €8, W82/ 340 B 3 T 45 vl A M e
TS5 TN AR DS A kT B 5 3) BUCHTBL/6 5 S5 A Y R, A BT W 4L 2R HEAT DK% D)
Jr, FCas3%F St 10 U8 T 20 M A 1 o 40 g 58 1 2 1 B LA (NE) 5 57 PR b i 4 s 4
i, E-cadherinPufbric 40 AL . DAPTARIC A AZ . CD1 LbE R b S 4B, 04T S
DGR, WL A s 2T X R T AN B R AR DL ST B, e i R IR IR D . ) B
H B G2 T A 0 A7 A R PR A R B, DL SR PR SRR A 5 08 T I 4 S B R
[0146]  (4) Pk H B T 58 T AT 32 P 455 280 w1 w1 R 400 P, AF 90 HR PR R M PR ZEA TR S R
f1E H

[0147]  AER4> B 5T HUCHTBL/ 6 /)N BB BE R PR RLAH A, X 5 G e AR5 (ATL) Y/
AT BB K 5 Rescue) , 1) BlRescue/Ni BT MLYE , #FHEL i saif A& Pzt , i
WUENEE B, B ORL AR FLS T eGP AR SRR 1B s 2) BU Rescue/)NER B AR AL 2R3k AT 2H 211)
F s K FHHE S 8, Je TUNEL G2 €2, A2 /INER 200 R 08 T 175000 DA B B 115 1 1 400 A+ % ) o
oL 240 A5 R o B B e B R IR P A2 R 4 R T AR e e s A 1 i
[0148] 2,556 7k

[0149] (1) B/ XU T35 R B AR AR R G 70 AR B2 AF T W 70 v MK 40 B st 98 T2 JHF 400 i 1)
AR H

[0150] A& AL

[0151]  FE SR Al L/ 44 /)N BRI , FE38T i) £ B HiLy 66 1ASFITCHLA4 , HiF4/80 PEHLiAN
AnnexinVEFKES B /N R A o BSOS ET FHRORRIR /N XN AT R BIIE TR B Bk
(1) BT I A 34T e 60, B J 1) 60 P O RS B 2 TR g R0y, 5 i IR o o FH B/ B0k
TIER BSAE R AW T- 400 (Annexin V, 15 {0) ,Kupfferdiiffd (h1-F4/80, 41 1) Firh
PERLEIND (FTLy-6G 1A8, 4% €8) , A A ks 40 Al N 93 T T 4 B A 175 90, ) FH Tmar i s X6} i
P URLHEAT 23 B R SDRE DL B 4 .

[0152]  (2) 7 7 Poar 20 i 5 B /N SRR TR, 7 9 e ML 4 B BB A SR T AT 4R B T R 8k
k4

12
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[0153]  HUAAiFRR /N PMN

[0154]  HI500ugPi/N R Ly6GHiA (1A8clone) Y [H 1 X FE fifk (2A3clone) IR fE JEHT, &
A8hiEH — I IEE— H.

[0155]  JBd4&5 5 /) B PMNE R

[0156] gk EMETE R 2/ (DTR) (IRosa26i DTR/MNR EMrp8—CreififE iy 5t b EhH . 7
FIAMRPII AP (EZ R H 1) Cre KR ANAEMRPRIA AN S DTRRIA L AE3S A
i, HEWEE R (DT, 20ng/ &K, FF2E3K) AbFHRosa26iDTR/Mrp8—Cre N, FIC57BL/6 /)N R
PLi%s SMrpS 4l i & 4 .

[0157]  Elisat&@ill{ &Pi)R

[0158] 2 /N bR BRI 5, B /)N B 40 8T I 9 43 85 L3, R FHE 11 s aiak 510 & A W 0 4% Bt )R
(anti-ANA) , P HILBNEE F (anti-a—SMA) , FF B CRIAAR (anti-LKM) 18 TgGHifk (total
anti-1gG) .

[0159] ‘A 591

[01601 R /IN G BRI I » b oA 4 s s /I B 55 CHTBLL/ 6 /0 BT A it [ 5 AE 9T 1) 26 1)
4% PFAF , A1 i AR U], HEYe €6 S5 TUNEL e €2, BEUMREE #rDPSO  1E B ¢ ) S ok W 82 R 12 T
AT SR AL R PRI 2 AT, 9T A DURTFZH 230 B rp o ks 4 i A 98 T 4m
LB S A R R

[0161] VKGR e ke

[0162] /N BRBRIE S5 , B rh P L 40 B R /1N BRL 5 CHTBL/6 /N BRI A i 1E4T0CT A3, UK
YRIE VIR, oG 28 EE A0 3 IR W 28 MR B P (CD11bARic) S48 k% (DAPTHRID) , M4
NRZ2 /IR I ZHL 23 A 11 0 200 o 28 192 TR 1R

[0163]  FIiReA= At I

[0164] K /INERUBRIF J5 » BN BR AR FELIL, 45 ok B AE W0 R 2 J1EAT I DhRg B 46 A,
3BT R PR AT SR )N B Th e 45405 1

[0165]  (3) L H & S E P (ATL) BEAY, B Fe AR N v MR Al R Bl AR F ) SR
H (ConA) ¥/ B & S I (ATL) AR

[0166] W4 /INERURRTRE i , 205 /I8 BB ik PR 9 5 £ T) 3R 1A (ConA, 20mg /kg) 8 /NI i3k AT
Ja S .

[0167]  Fasli%-3 /N H & ey FFIEE R (ATL) 54

[0168]  Wg/INERUBRIEE i, B KR 540 . 25me /kg AT VA 1 fas 1, — F G BUFF HEAT 5 4525 . a-
Galcerifs /MR B & G FF I (AIL) A

[0169]  ¥fa—Galcer A& IKRZO. 2mg/mlVE AR T54H0.5% Tween20fJPBSHT , B T B EHE
AR B A VAAR BN R BRI, IR VRS a-Galcer, 2ug/ R 10K 5 BUFF, #HT J5 42525 .
[0170]  Elisat&illH &R

(01711 ¥/ RREIE 5 , BT IR B /N R, 5 C57BL/6 /N R A0 RN I 3T 40 BS 13 , M A Elisais
FEALMPIZUR (anti-ANA) ,~FEVINIZIE R (anti-a-SMA) , FFE kLA (anti-LKM) A1
& 1gG (total anti-1gG) , M) PRI ERATLE A 2 5 .

[0172] ‘A 59

[0173] ¥/ ERRRIE 5 , B AT IR Y /N R, 55 C5TBL/ 6/ B WEARE i 8] 58 78 5 1| 4% 1) 4% PFA

13
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W i AL Y) A HES £ S5 TUNEL 42 €2, BUARES HiDP8O IFE B %6 2 i W 22 /N B 41 B 97
TF O R Gt 5 T g AR O rh R i B . OKVR V) el

[0174] ¥ FHH i N\ 5% AR I 15 2 230RE i iE AT OCT R, UK R e Ul oL REER
ol B S IR T B A B (Cas 34 S tEFRICARC) « FR R 4B (NEHF = b)) R P41
(CDL1bHF S PEARIC) » WEE v PR 20 it 5o R T AR Al M s s Dl I G- B0, i R IR
T L.

[0175]  (4) K H B G 9% JFF M 92 s A5 28 v %) wh ko 40 B, A 7 PP P b 4R B AEA T g
f1E H

[0176] PRI ATLIE S /1N B A 10 A ks 248 P

[0177]  F {EHTIA J7 v HLCETBL/6 /1N Bl B HEPMN , AR 7R /N BRUBRIEE S5 FEPMN (2 X 10°/ ) 1y
HIEE e e SRF N B S % FHE IO s (ATL) AR /N BR o

[0178]  Elisafaill g &L

[0179] kS PMN 12h /5 , K /)N BROBR IR , H/IN BR A0 i I 543 59 13 FIHEL isa a5 &
RBTAZ PR (anti-ANA) , FIgUNLEIEE H (anti-a-SMA) , FFE Rk (anti-LKM) FlA&
TgGPifk (total anti—1gG) »

[0180]  fyutfu sl 5]

[0181]  Ef/hkiFSPMN 1205 , 44 /N BRBRIER , B /)N B TR IREASE ot [ 5 7E 9T ) 28 (14 % PRAAR
W HAT) F HE 3 €6 5 TUNEL B4 £5, BRAR TS H7DPSO IF B ¢ % & Ao Wi 22 /I B 4 B R T2 1y
LA e Bt 5 8 T 20 B AE DG R AR A

[0182]  3.SLif 4

[0183] (1) FEAEFH S5 AF T 1t 20 R G ) T2 JHF 2 A s 2

[0184] R HXUOE TR 5se (BT, ek, ook 40 i i ik S bty 6Ghuik (4 ) Frid,
KCs FHHTF4/80% 44 (41 (2) Aric, I T-4ME FIREC SR AV (A ) FRid) , Ly6GHuAAR S ¢ it 4
t (K15) , PL AR T 2 e (B16) AfA Fh ok i A 8 1 R 40 P P 358 - 3D 28 422 P45 B ik 4
7~ 1R 2 B R 7 A s 2

[0185]  (2) H P L 4 MR o /)N R ABE 2R v, v ko 4 AL R 8 A1 3 0 T P 2 PRV R R

[0186] X | FH BTk i ast A% Ty = misi Bk A har 4 O A2 75 52 M G 9 O B 4 B ) s B 3E AT A
T o AR R T A5 A AL 40 P e o 23R8 90 %6 LA B (E118) o ARSI BG4 A1 1 A ME L4 P e o LA
S5k BRAH /N BRI B RE A, 5 L ATHE G o 5 N R REREAC AR R0, %o FEZE /0N BROJA 12 44
JO A R A0 P 4 T A (B9, Fo, BT SR ORIE TR, At Sk R s R A
J, g (8 Sk Ron B R AR ) o MERL A BR S R T A AN E S b PR A A O (B
20) o SR, A SIS R ILAE PRI bR A AR, B 40 i 5 T 4 A G (B]20) , 3
UL T AR R ORI L) TSGR R A A R A AR AR T W R T R . 5 0 e
AHARLL , TP PERL 40 BB A5 AR o U 40 P P o B3 B 3 D (B120) o BRIk, 78 /N BRI

o, R PR 2 D R T O T A PR T R
(01871 (3) £E P It b 4 R R IE /S BB AL oy, A ZH 206 Y 08 A8 RO0E S o EL T D e 4 47
[0188] 5 oRALEE N HALL ALY , £ rb b 4 I Rbc B S AEE O I I 22 1) SO0E e L (I 21,

ZrOPICDTIbYIR G th) UL AT DIRERI B (RA RIR AR EEMAR RE L2
EVEREIN, SHLL R A ERRBLL 2 KT T ) (B122) o £ MRP8Cre/DTREE A Rtk /)N B A AH

14
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7] 45 5 (K123, Horbr, B 23A- 8 23C 7R Mrp8cre/DTR/NER K C57BL/6/NER A1 & I v 1y v ki
Y fL (F23A) R gnf  (B123B) e A% 4n i (K1230) (1 1H 4 ; K 23D- K 23E & 7”-Mrp8cre/
DTR/)N B A C57BL/6/N R A R IR Z M (AST, D) <IN R L & B (ALT,E) AT Thfe ot
g, B 23F - 230 7-Mrp8cre/DTR/INGR, J2C57BL/6 /NS AT REASH g v ki 21 g, (F) Al
W 40 B (G) 2 A H R S T BRI () ARG 4Rt 50 .

[0189]  (4) L 4 MR g /N BRI B Sy bidd AR

[0190] [ B f P22 95 I 80 o5 5 0 T 0 ROV R B i AH 58 o A SR 1) H 1R 2 0 SR P B ik
W2 A T T A s B R T SATLE A G . ST R AR LG A DU R T 16 H R kL 41 A
iR/ A6 RN B SR WP HTE LR P NEIE B S SRR FLE TgGhiA)
Hng2-3f5% (El124) o R, s PR A M s AR 8 O 20 B s B 3k T 80 S Puikn)
FEAE IR ULEH T AEATLGR Y, SRR TR PR Y S TE BR  T AH  RE

(01911 (5) H 5 S sZ 578 (ATL) A58 /) bR Ak P Fp AR 48 A7 A i A FH

[0192] AT GEALE /MRS 5IHR/NR 2VERF0, AL FH IS EREITE MF
TSN R IATLE o ) S H AR S , R A T 4 e S W B 19 m (120, [&125,
K250 AT KRR AT AR, A g kTR PR g, ek RRENR4IR , 5 bt
ARG (E26) , SULFRIET , 5P 4R A DGR A R 4n B i 2 8> (19 18125) Ak
ShERIE IR IS E A B T ek g A S R T AR SRR (E27) .
[0193]  Jig Jofi % HE Bk 22 & 82 (PtdSer) R TEBRIK R 55 . AL &I A H
AnnexinV7& fiPtdSer2= 520 R R 4H ML A T 00 PR T A B S B (B27) ,1X 3R B B NI
AR 201 T 1 300 35 T A B P R I P dSer s

[0194]  (6) Yk 5 B S G2 M s A 20 v () v PR 40 B, w AR 40 V5 o 900 JHF 4 i
[0195] Ny VAL ) S AR I B 5 R A R B e A dd ik Mk S R R A M H AR B 22 F A
S8 X Con AR AR /I KR B Mk R S 15 i MR AT B, YRR T R kLR B G T B AN ) T R
TEH (K28, Hrh BAAF Sk RR TR, B aFT kRomh R gl f, SRt a7 Sk Ros B 4
) FEREAR ) S AR AN R AR B S PUIAROKE (B 26) , FIRRII TG R A AT SRR IA
Fr & Al

[0196] iz it 451]4 P47 241 it 0% 1 P &4 e ) B e A PR A R B

(01971 iy HAAHF 58 A 3L A 14 L 40 e 36 5 e ' FH A V75 e 0 1 I 40 P A 4
B P 20 e AR A U 200 B P 40 DA R At B T2 40 B VR T U 4 ) A
AR 5 18] I e e 200 s 90 1 T 20 P P Al e LA R b

[0198]  1.s246%t

[01991 (1) 47K P ik 5 Hh P 200 R T 408 1 P 40 G ) B e i 9 12k

[0200] A 73 S5 fiff FH PR AZH 20 8 37 () A PMNZH fiid RHL-60.HL-60-GFP. & Wi 4H ifg
RAW264 .7 .RAW264 . 7-GFP . A FFE 4 eL02 . L02-Tomato P 4 id HUVEC.HUVEC-Tomato. |
F 40 fIHEK 293 \HEK293-Tomato 0> JJLZH EHCM . HCM-Tomato - i 55 B4 i . figs & B4 g —
Tomato. AXSLEG 1) | HMEMS 72 2 8L TGF-B 5 5 AHFAEZNBL02 P9 2 4B HUVEC . | )% 411 ity
HEK293 ..o UL4HBHCM fige 5 BRI T2, 73 ) ALt i el (PKH-26) %$L.02 HUVECHEK293 .
HCM . Jig 55 BAH L 3R 4T G €, 4R (B e k) (PKH-67) X 20 AL IHL603EAT 4 €1, 440 4k (THL60
A3 BN TE 3 IL02 A JH T L02 HUVEC  HEK293 . HOM- JBE 55 B2 Ffd , 1) FH H 508 £ 5k i W 8¢
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A3 ACTTHL60X I T-IL02 \HUVEC. HEK293 \HOM. 5 5 BZH 0 (1) 5 W 155 0, s 2) 1) FH Vvl 5 35 B
TGF-BE 3 AFFNE 4HL02-Tomato P & 4HRHUVEC-Tomato. b i 4 fuHEK293-Tomato . />
WL 40 HHCM-Tomato \ Ji# & B4l -Toma t ol T, ¥ 70 AL FIHL60-GFP 43 A I IE I L02—
Tomato X EAT-HIL02-Tomato HUVEC-Tomato HEK293-Tomato. HCM—Tomato . i & B4H il
Tomato , FJ FH H: 58 £ B U85 W 22 40 AL UL O A T AYL02 \HUVEC \HEK293 \HCM . g 5% B4 o
I WETE O 5 3) MERS B2 R B TGF-B 5 5 AN AEAIMILO2A T, AL i ek} (PKH-26) Xf1L02
HEAT YLt , S YR (PKH-67) XTRAW264 . 7347 Yutty, B RAW264 . 7N 1E % BIL02 J2
TZIL02, ) FH 56 A2 B B WL 22 RAW264 . 70 JE T A LO2 ) W 175 100 5 4) M2 14 55 3R B TGF-B
S AN L02-Tomato TS, KfRAW264 . 7-GFP I IEH HIL02-Tomato ST HIL02-
Tomato , A1 L 58 A2 B AU MUEERAW264 . TR T AL O2 PRI 75 WG 155 100, o 158) ) P 2 s 4411 B %ot 9%
T 40 R A b E B A s bk

[0201]  (2) 43 F7KF Tt 9w P 200 R T 408 T P 40 G ) B e e 9 12k

[0202]  AREB4ysE61) BUE® N5 B & G iF 98 9% NUEE , R B 28 DRLE A6 I L S RNASR
IETE I 5 2) F RS 25 2 B TGE-B 5 5 A R4 BRLO2JA T2, W IE % LO2 5 T-L023E 1T 2 A
O3 A, 23 A e RNAZRTA AR O 5 3) F MRS 55 R B TGF-Bi% 5 N JHIEAHMILO2 | A B 4 i
HUVEC. b 57 41 fHEK293 L Co UL 4 BRRHCM  J3 & BAm A 9 T2 , $2 B IE #5102 \HUVEC \HEK293 \HCM
fR &8 A5 1T-L02 HUVEC HEK293 \HCM . i & BN M ] cDNA, XFE-CAD. E-selectin.L-
selectin.Pecam.P-selectin.ICAM1.IL-1B.IL-8.INTA2.INTA6. INTBI1.INTB4.P-CAD%}E
DRI EAT 9% 6 58 TEPCR, X LU P2 S0, MRS 2L IR 3R8 AR A0 A% . o 18] B w0 40 6o 9 2 FHF 4
I P Al s S B 12

[0203] 2. SEE 5V

[0204] (1) 4 7K~ ik 5 Hh P 200 R T 408 1 40 ) B e i 9 12k

[0205]  fAc ARk S

[0206] 1) gLt

[0207] i FHVE 04 55 22 BR TGF-Bi% 5 A AR 4102 P9 B2 40 FUHUVEC, b FZ 4H i HEK293 . .0
FULZH BRHCM . JiR & BAT B A 1 J5 » FH AL ek} (PKH-26) X 3 3047 Ye o, B HL-605k B % 40 i
RAW264 . 7T HER (o i Gukl (PKH-67) BEAT 48 J5 0 Al NN T 4B, L 2R £ R s
e PRI AR A B B AR S N T AR A DL IR Rl N H MR A R AT R

[0208]  2) M4 R

[0209] A UREZH AT TAE © 4K H18 W 8 R B AR pLVX-TRES-ZsGreenl . pLVX-
IRES—-tdTomatoZ . | f4 5 HIHL-60-GFP .RAW264 . 7-GFP.L02-Tomato. HUVEC-Tomato.
HEK293-Tomato HCM-Tomato - JiE & B4 fi—Tomato . 304k, HIHL-60-GFPELRAW264 . 7-GFP4)
BT HIL02-Tomato HUVEC-Tomato. HEK293-Tomato HCM—Tomato . # & B4H il —
TomatoH , I 5 A2 WA BE WL S PR 4 A B30 15 5k &4 A s N 90 40 B 1 7 . 0l N
PRI BEAT 1140

[0210]  (2) 43 F7KF Ttk 5w P 200 R T 408 T P 40 G ) B e e 9 12k

(02111 JEPRLES F A il

[0212]  HUIEH N5 H & G 2805 A MAE, % A3 RS A 3 S RNAR IE 15 s I
WS F7 2 B TGF-Bi%s 3 AN JHNEAHMIL02Y4 -, 4 IR L02 5 M T-LO23dE 4T JEDRLE A il , 23 A
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H S RNAR L o

[0213] %y EEPCR

[0214]  $RHUIE¥1.02 . HUVEC.HEK293 \HOM. ik & BZH Al 5 M T-L02 \HUVEC. HEK293.HCM. Ji%:
S B MU cDNA, $fE-CAD.E-selectin.L-selectin.Pecam. P-selectin.ICAM1.IL-1B.IL-
8.INTA2.INTA6.INTBI.INTB4.P-CADZS: HE[R AT 5% & BPCR, B 9 2H S 06, Wi 82 KL Rl 3%
IEAALE DL o

[0215] 3,526 453

[0216] N T #RFTHL-60 72 75 AW o Ath 8 T2 40 i , XPHL-60 X8 T2 P9 B2 il HUVEC. Ay T 1
F AN MIHEK 293 () 75 W5 g 1 3EAT R o 5 5% BRAL AR EE , 3R & BIHL-60 i 1 S 40 i Fit) 75 e 1
F (B 14 18129) , i B A PR 40 B 8 T R B A i B A IR Bt o B B 2, ARSI Be )
AN JE A L 40 B B/ BB B R R AR AR 75 2] T AR R 25 R (B30, 20 B R s IR I
B, 55 TP PR 4 B R /N BROBT I D), FAN\SO-4T 6, NE-43 €1, DAPT - {21, N\ 1E % FTF4H.Z30) Fr
(F) 5H SR % AR T R Ch) /N PR AH A HL-60 A0 0 2 M 5 7 7102
YRR AR P S B 25 ) 3 5 %o L HL—6 0 F0 [ I ZH O RAW264 . 7R T FF 40 i )
FWERE 775 K URAWEZN B X T LO2 20 Mo 7% W B8 /73 Ik THL-60 (K130) , X —g5 3 5 ki
M AE S T 08 T S B b R 5 B 2

(02171 Szt {15 14 s 200 P 5 o 0 T A AR P 32 AL

[0218] i BAB 7T s B A 1A A 4 e 3 3t e A7 FH SR 7 B 90 T T 4 B, DR 4 7 R T AR
SERENE A 7y SIS B AR BRI R R 40 B LA AR R S AL R AT AR REIRIEIE RS
AT HAL , I AR R R — BB AR U g B B R R A S A TR AL
()45 5 28 5 DA S rbofor 248 o o Btk PRI B P o B 1 32 ML), 48 7= v ks 248 i ) 8
e — AT 4R MIE R0 B B G2 B AL FIVE T A AR

[0219]  1.s2E it

[0220] (1) Wit % R Ok 20 BRLIE % 22 ) O JHF A O 1) 15 5 38 i

[0221]  AREBHWHTCL) ME 5 S B I 28058 N B i os N\ 55 A1 i I 10 2 2R i 40
ZURE i 0 AT H LAY, FCas 3PUAARN: 7 A 10 8 T 40 i JMPOHT A& 7 VA i %
R AT W DAPTAR G A A% , HEAT S e ik e e thy , Mg v ok 4 B i B3 T2 A% 5 BEAT IE R 11
L 2) BUEH N S B B T i 989 N AL, SR A DRLES Fr R ) S RNAR IA 0 5 3) AR
P JE DR RS R &5 51, VRS 3 R BTG -Bi%5 S A AR 40 L0212, SR HE T i sa ki il &
LO24H M 5 1E 102 4 I1L-18.1L-6.IL-8 . IL-12.GM-CSF . IFN- vy .INF-a.IL-1a.IL-2.
IL-4 DA S IL-100) RE AR AR L 5 4) B IR 55 2R B TCF-Bi% 3 N JHIEAHMIL0278 T, $2HX
IEHLO25 R T-LO2/H cDNA, % E-CAD.E-selectin.L-selectin.Pecam. P-selectin.ICAMI.
IL-1B.IL-8.INTA2.INTA6.INTB1.INTB4.P-CADZE JE[K #3479 )t 5E & PCR, X LU P 4H 52565
WEL LR AR ARG L, T 51 PRI 72 2 0H T i 45 5 .

[0222]  (2) Fh ks 20 P d it = 9% R IR VAT % 2 0 T T 4 A Ak

[0223]  ZRER 50 W FC M EH B G I 98 N S s N i 55 RS IR Al 2 SR BUT 202K
FE i, 0P AT H L) F, 1) K FHERL €, WS R IR IG5 2) I CDL1bHuA ks F 1 Ax
0 2 PEGH 0 L CDASRATTAAR KR 57 P A5 0 Kk B 40 i  MPOPT AR 45 57 M A3 A 4 s 40 i LB -
cadherinHiAbRIC A ML  DAPTARICAMIAZ , E AT S S YL o, W52 58 192 T 1 O o i) B
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H RSB L R A IR RS & T R A A

[0224] (3) IL-1B.IL-6.IL-8.1L-12.E-CAD.E-selectin.L-selectin.Pecam.P-
selectin. TCAMI SR & 2 B s ks 2 Bt A6 s %) T B 440 B ) 2 il

[0225]  ZEAS R 434 A1 Sz 36 BF 72 Fofs B PR AL £ 28 22 37 1) A PMNZH it RHL-60. TL-187"
HL-60.1L-6/"HL-60.IL-8 ' HL-60.IL-12/ HL-60.SELE/ HL-60. SELP/ HL-60.SELL™ HL-
60.CDH1 /"HL-60.CDH3 " HL-60.PECAM/"HL-60. ICAM1 ™ HL-604HHE , FIME 4 55 2 5L TGF-B1%
SFFEAALO2UH TS, 1) L gkl (PKH-26) STLO2HE4T Yt , R4t 44k} (PKH-67)
STHL-60. IL-1B/ HL-60.1L-6 "/ HL-60.IL-8 /"HL-60.1L-12"/ HL-60.SELE "HL-60.
SELP™/"HL-60.SELL " HL-60.CDH1/ HL-60.CDH3 ™/ HL-60.PECAM /" HL-60. TCAM1~/ HL-60%H
A 34T e th K DL _EHL-6040 5 T-L02 L IEH L0248 RE 77, R LR £ BB W 42 5 Lk
BEHLO 0 P4 T A LO24H M i #5155 700 2) F pHAEURE A 44kl —PHrodo X HL—-60, IL-18~ "HL-60.
IL-6/"HL-60.IL-8/"HL-60. IL-127 HL-60.SELE HL-60.SELP~/ HL-60.SELL™ HL-60.
CDH1/"HL-60. CDH3™/ HL-60.PECAM/"HL-60.ICAML "/ HL-60ZH M i {7 L o, FH &3 o i ekl
(PKH-67) $FLO23EAT Je 8 . 4 HL-60. IL-18" HL-60.1L-6 ' HL-60.IL-8 " HL-60, IL-127"
HL-60.SELE " HL-60.SELP™/ "HL-60.SELL " HL-60.CDH1 /"HL-60. CDH3 HL-60.PECAM/ HL-
60 TCAM1 ™/ HL-60ZH M43 SN IE 5 (102 K TZHIL02 , it i s R HrPHrodo Ykl 5
PKH-67JL KL 8 B {4y , it — 20 b A R4 B X IR T L2 Bl g R FH o 18 B F R T-L 0241 g
UL TL-1BANTL-8 AW 5| P 20 B A5 5 B I 1R Bl s FH IR R B 5

[0226] 2. SEI )51k

[0227] (1) HhCokr 2 BRLIEF2 28 ) T JHF AR M ) 15 5 08 i

[0228] YKV R e ke

[0229] 4 JHFes s N 55 AR I TR0 LR i 5 B B S g% I 28 AR 4H 23R ik AT OCT A
L, UK JE ) A OG5 A B A AG I T 4R A (Cas 345 S EFRID) o R ks 40 i (MPO%
FHERRIL) A AZ DAPTRRID) , g ki g N {5 5 AT R L .

[0230] SR [RLES F Al

[0231]  HWIEH N B H B G i 98995 N A0 I, SR FH S RIS R UL S RNAR IA 1 1
[0232]  ELisadHjifi[Xl1-fiiik

[0233]  FHRENA B R B TGF-Bi% S AN AFAEAIMILO20A T, FH AR Z R JRELNM N T Elisady
Ml SR A T L0240 S5 IE H LO2AH M H TL-18 . TL-6. IL-8.IL-12. GM-CSF.IFN-y .
TNF-a, IL-1a\TL-2 TL-4LL & IL-10/ FRIEA 1 o

[0234] %% &EPCR

[0235] $REVIE®LO25 P T-LO2HIcDNA, XfE-CAD.E-selectin.L-selectin.Pecam. P-
selectin ICAMI.IL-1B.IL-8.INTA2.INTA6.INTB1.INTB4.P-CAD&S H:[R#EAT % E &
PCR, %o LU P 2H 5256, W 5 PR SR IB AR 1B O, e 51 Mok 20 B 7% 28 0 T A A X 4
5.

[0236]  (2) HhHokir 20 e d it = 9% 1R IR VAT % & 0 T 4 A Ak

[0237] A 54

[0238] 0K e s N e 55 A i 1R AL Z3RE i 55 B B S e i 98 IR AL 43R [ 8 658
1145 114 % PFAHR , A7 i A0, B 47) Fr , HEZL €4 5 TUNEL 4L £, BUAREZ HDPSO0  1F B %% ) b ks Wi 5%
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Hh P 20 L 28 1 IR T O

[0239] VK R e ke

[0240] ¢ JFFes s N g 55 AR I IR0 LR i 5 B B S0 T 28 AR 4H 23R ik AT OCT A
WL, VKR JE YDA WOt FE 5 AR B AU 43 A I ¢ PR 4 B (CDL1bARad) « IkEZ 4 A (CD45RAST
PR AR AT R PERLGT B (MPOSTTA R S AR ) « AR (B-cadkf 7 MEARIC) 40 k%
(DAPTHRIC) , W EE N ST MEZH 2 ) [ e 400 P 6 1k 92 A 10 o

[0241]  (3) TL-1BIL~6TL~8 TL—1 24 ¢4 £ o 3ok e oo 200 Ao ki s 00 1 400 PP o ) g
TN

[0242]  ARUEER A ATHI TA/ER 24 8 HL-60.1L-187 HL-60.1L-6 HL-60.IL-8 HL~
60.IL-127/ HL-60.SELE” HL-60.SELP~ "HL-60.SELL ™/ "HL-60. CDH1~/"HL-60.CDH3 "~ HL-60.
PECAM ™/ "HL-60. TCAM1 ™/ HL-604H i & .

[0243]  fEyufh

[0244]  FI| FHVERS 75 2 ol TGF-BiFE S AFFIE N ALO2E -, B T- I LO2 FH AT (i Gkl
(PKH-26) et , 4HL-60.I1L-18/ HL-60.IL-6/ HL-60.1L-8 /"HL-60. IL-127/"HL-60.
SELE/"HL-60.SELP/"HL-60.SELL ™/ HL-60.CDH1 /"HL-60. CDH3™/"HL-60.PECAM/ HL-60.
TCAM1 ™ "HL-60 FHZ i ekl (PKH-67) #E4T HetJa 20 BN AT T HIL02e , 3L 58 £2 B ik
NREEAN ) DR U ER FRTHLO 0 1 T2 AT LO2 40 B P 7 W 155 o

[0245]  JRAEAR ST

[0246]  FH2.5ug/mlMEPA 2 2K AL T 12h85ng/ml TGF-BALFE 18 SLO2IM TS, HT-HILO2
FiPHrodo-redi##{T 444 ,HL-60. IL-18" HL-60.IL-6 / HL-60. IL-8/ HL-60.IL-127/ HL-
60.SELE ™ HL-60.SELP"HL-60.SELL ™ "HL-60. CDH1/"HL-60.CDH3 ™/ HL-60.PECAM/ HL-60.
TCAM1 ™ "HL-60 &R s ekl (PKH-67) HE4T Het Jo 73 SN T2 L0240 g 37 C I & 1h,
R4 F3 O A5 AR H o

[0247]  3.52EG45 5

[0248]  AsE6 & LA PR AT RS SR T4k (B3 RS2, B3R A E R NIEH
LAY R, AR R B B R R 280 AT ZD) A NE-40 8, E-Cad~ 865, Tunel -4,
DAPI-#5 {f ; [K]32HMPO-41 {%,, Tune 1-4¢ 4, , DAPT-5 {2) . A T A 5| vh MR 4E T 7 &
P AR B S 5, RTLO2T T/ FE AR R DL AR 747 1 ik . P T LO2 4 TL-1
BLIL-6.IL-8LA K IL-12%k & 2 FiF (B33) o4 ,GM-CSF, IFN- v ,TNF-a, IL-1a,IL-2,
IL-4, L R IL-10TCE] RARE (K134) o

[0249] Dy 7 WAAAX LY i gn i 7 i 4 H S sdIRHL60 ) IL-1B. IL-6 IL-8LA J¢ TL-12%2
A, K I EL AW BE D o AR TL-1B52 4K, HL60 M R XA T-LO2 R MERE 775 IR TL-852 44, T
R ARA0 % 5 PR FARLE M R 732 A WTHL-60 72 M g )1 TC W ST 52 mi (&35) o BRItk , BRI T
LO24H I 73 A TL-1 BRI TL-8 & 5 i R4 i RN i 5B o (0 W AR ) SR 5 5 o

[0250] DA bsiGel SRR, A L0240 M 20 WA B TL-1BANTL-8S2 W 5l Hh PRI 4l B Al
SR JE I AR ) B S, IL-1BMIL-8 F AT RS & A S isiF R ik KREZ —.
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(57190 18 (% FAR) A (i)
B (E R A ()

HAT R E (TR AGE)

[FRI& B A

KRN

REAGER)
N3

BEX)

AR K R BRI 6T M/ STARS B B R R A
R, BTEHASE. ARA—ASEREHRT P AR EHZ 87T /R
Wik B B RBRMEFRNAWFNRAER , UREREBREATARNE
MR RR. 5—HE , ARERRMHT B F R RIETRHEIL I
FE, ARANARES N IR LIZHAET B & R R RESTHE
B, EWTERESRRMANBEERNER  EEEENHLMEH

ME TS,
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