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Studies on the facts of the loss of MMP3 on tumoroid formation and the integrity of extracellular
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MMP3 is a proteolytic enzyme, as well as a transcriptional factor that plays a crucial role in tumor
progression (Eguchi et al. 2008; Okusha et al. 2018; 2020). However, the roles of MMP3 within
EVs had not unveiled before our study. Recently, our research group has generated MMP3-KO cells
by CRISPR/Cas9 system from rapidly metastatic murine cancer cell line LUuM1 with a parental
cancer cell line Colon26 (aka CT26) (Okusha et al. 2020). In the current study, | found that MMP3
was abundantly detected in the high-metastatic cancer cells, their non-EV fluids, and EVs, although
not in/from MMP3-KO cells. Thus, hereby | newly explored (i) the oncogenic role of MMP3 on the
in vitro tumoroid formation and on their EVs integrity under the 3D culture system, (ii) the
tumorigenic potential of MMP3-rich versus MMP3-null EVs, and (iii) the EVs-mediated molecular
transfer of MMP3 into the MMP3-KO tumoroids under the 3D culture system.




MXEERROEE

HIEEE 1L, AR RSB RRICB T, ~ M) 7 AaxZur s A F—83% KB LG4 LT/
A R &R AR ROMAAS N DORHEAHT 21TV, ZORERZ AR E & T,

MRS MEE, MOl 2= —2a U ERIZRIANTX T L L CGEFEREZED TS, £72, v b
VI AxAAEarasAF—E3 (MMP3)lL, BNADOEITREBICEE R&EE 2 RT3 T050,
MMP3 & s N Ol 525 E D 5 120 MK O BEEIZ 59 5 DO 0NEH SN2 7 o TR o 72, KAFSE
TlE, MMP3E s T2 fE L, M S 7o a3 3 U 7o MR Na o b ks KON AV TT ) A RTER~D
BT,

MMP3EAR F-AEE ML 2 O EE AV AT ) A RO ERZIT T8 2 A, AT A FIEBIZETH
BlIONEL Ioole, TOFNT 74 NI, ST E 72 1IMMP3E R 1S F Sk o ffash Ma 2 0 z 72 &

KRG F R oSt MaE, AT A R ERBICRE L., ZhboZ &iX, MMP32HIusk
/IMEZEST LTS AT 7 A FERERET 5 2 L A2RT, S HIC, @il U7 a2 539 2 #i
He A 07 U, SO s NEZ BRI L, ZOA AT A RICEI L& 25, S Eieamast Maix
FNTT ) A RORES ETREL, COIVv—H—OHEBELHMSEDL Z LRSS Niz, £72, MMP3EIE 1%
HEHAAE B SR ORI MEE, XRRIZHARD LA A RIZIRBE LIZ WD ERR S, flash/Masrusz 5
L 72MMP3IZ X 2 BB (e E RS 23 9] 3D TR & 8T e o 72,

IO ORISR, EMER LS E > THRZRMA L FikmmaRit T2 b0 B, \%E%% 4
b5, Ml/E Y2 E LT 2 FERDN O SN D AIEEZB DT, G LONE, AT X 5%
WAFZRERITHEWT L, AimsO3Lt () IET 200 L HE L,



