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Matrix Metalloproteinase-14 Inhibits the Activity of Bst-2 via
Their Cytoplasmic Domains Dependent Interaction
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Abstract : Bst-2(bone marrow stromal cell antigen 2)is a type Il membrane protein and acts as a tetherin to inhibit viri-
on releasing from infectious cells. Membrane type-1 matrix metalloproteinase (MT1-MMP )is a protease and plays a piv-
otal role in cellular growth and migration by activating proMMP-2 into active MMP2. In this study, we explored the mo-
lecular mechanism of MT1-MMP inhibiting the activity of Bst-2. From experimental data,it’s elaborated that MT1-MMP
inhibited the tetherin activity of Bst-2 via the interaction within, and the cytoplasmic domains of both Bst-2 and MT1-
MMP play critical roles in the interaction. Furthermore , we found that that N-terminal domain of Bst-2 is not only impor-
tant in relating to the activity of Bst-2 itself, but important for inhibiting the activities of MT1-MMP and MT1-MMP/
proMMP2/MMP2 pathway. These findings suggest that MT1-MMP is a novel inhibitor of Bst-2 in MT1-MMP expressed
cell lines and indicate that both N-terminal domain of Bst-2 and C-terminal domain of MT1-MMP are crucial in their ac-
tivity down-regulation.
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DX ZE P 3 (N- A Z5 R 3 76 Bst-2 SR8 T M BRI LA K Bst-2 5 Vpu A EAE I A9 i A o 31 28 e F 2L
AIVE R B T I 2 B B T RE AL, Bst-2 18 1T D5 Ho Al — S0 85 o ok A A P i 8 LAl 2 A
AW EE YRR R

B4 )R A A iE-14(MT1-MMP, LAY MMP14) /& —Fh T B 1, 7EAR 22 A4 BRI B 2 ) F vh ke A
AR A A BE TR MT1-MMP B £ Z )R8 [ B 80 o 300G proMMP2 ik 1M [ i 41 i
JE BRI L O 1y, A4 1 R I B IR B 1 VAR R 1 BB R SR SR AR A AR RO B A iR
YA RENS AR MT1-MMP 119375 1 Sfe B8 A 5L Jo il o3 1 T3k B AR M A 1 AR e RS 19 H 9 5 T e ki s 5
TR MT1-MMP 1% g P X 2544 35 ( C— A ot 235 F 3 ) s R 490 ¥ J B2 A S ml e ) g €2 i e, 94
MT1-MMP {EPER R EZA 3 — 2 PRI 7 A I /E R, 4o TIMP2 [ TIMP3 46 — &l i 78
290 0[5 R 4 B 2 ) ) 2 AR i s R RS L s U@ R MT1-MMP 356 R A 2 1 ok i s L 1
U Wnt-B-catenin-Tcf4 {5518 0T LAY ST MT1-MMP J K ) ik,

A 2% Bst-2 Al MT1-MMP Z [8] (YAH B OC R , Z FT 8 i B 2 Bst-2 @48 5 MT1-MMP AH B A5 H gt 4 il
MT1-MMP 3% , ifif 72 B4 /R o, MTI-MMP Y C— A i e 3 G B A 4 D AP sg b — 2B R0 T
MT1-MMP it R A6l Bst-2 3 P A Y0 2# DI RE 0 2 F- L] . SEEREE SR, MT1-MMP A 0] L5 Bst-2
AHEAE T, i ELAA o XA AR, MT1-MMP $0 ] T Bst-2 A93GPEFIIEE . 76 MT1-MMP 1 Bst-2 A9 AHE
FER Y, AU MT1-MMP (%) C—2K 3t 25 #4358 O 5T DX AR SC 8, 17 . Bst-2 19 L5 X (N— A i 45 #4350 tha 4 oy
A AATEEE . AN, 8 K B Bst-2 () N-2R 52 3k 78 Bst-2 S| MT1-MMP 5 25 A1) B8 (1) 1 A2 o i
HEEMEA .

1 SRR ik

1.1 {HpEIEFEFNGE L

AAIEFE T 40k 22 MDCK F1 HT1080 (¥ M3 [ ATCC HrLo 3K ). MDCK 4l 1% 57 7 DMEM K%
FeH  DMEM 3555555 10% FBS .2 mM L-#¥ Z M Fl 50 units/mL H5 55 2 /8 JE VI AR . A ¢ HT1080 2 i
G IR LS WLSCHR [ 20-21 ], Je 2 AIEAE Y 5% CO./95%78 SR FR4H h 37 CHE 3% .

20 5 e S B SN A L R A A B ) B SR AR R 7R L, SR I R YL R Lipofectamine
2000 F HE T Ud BH A5 F A4 LA 119 3R 38 TR A Y 240 B, R G 5 DR 76 200 B P B A I AN o ek 32 528 (e 37
) H 9 Invitrogen 23 A ).

1.2 R B 2

FeiRJFORL peDNA3.1(+)/MT1-MMP il pcDNA3.1(+)/HA-Bst-2 AL H 2 [ AT ARAF . 28748
1AL B TR peDNA3.1(+)/MT1-MMP/AC(MT1-MMP ) C—7K 3 4% ke 35 Bk 2 9 2544 ) Fl peDNA3.1(+)/HA-
Bst-2/ANT (Bst-2 1 N—AR i 45 F B il 2 58 A5 44 ) J& AR 40 W K377 £ ONE-STEP MUTAGENESISI i B 45
VEMIERRY . ARSORYE HIV S5 7e b pNL4A-3 I [ 38 F NTH A9 3 BRI 5T o0, SR 5 SR a7 op)
IR FEATTHE [ Vpu B S R SR A TR pNL4-3/AVpu.

Poik : BT MT1-MMP g BEHLIR  Sabi HA F5%5 2 st BEHUIR Rt Bst-2 2 s BEPLIA I A 2 H
Santa Cruz Biotechnology /A A ; Pt B-actin 2 5@ BEHTIAN H 3£ [E Cell Signaling Technology /A A 5 a2 5
Pt Alexa Fluor®) 488 4L il IgG Fl Alexa Fluor® 594 FHi % IgG ¥ H 3£ [E Invitrogen 24 F] . H g I
DUUER I & H 3£ [ Promega A ], LI H T 1 BT HE R o« (IFN-o) 1 H 3£ [ Sigma-Aldrich 28 &, JF7E
SES A AR 2 000 U/mL. HAAL 235 - Sigma-Aldrich 24 #] .

1.3 BARZSCI& . Western—blot 0 508 270 5E

RSS2 56 K MDCK A HT1080 4 ffidie 3 x 10°/4LIEF7E 12 FLAR K532 %5 B A0 & Sk (4n [
FIR ) YL I . B 24 b 5 B SR B 5%FBS 1Y DMEM ; fi51) 24 h, WUE RS R 5L 05 FiEHT
SDS-PAGE #E e v ok (BERE HP TS INA 1 mg/mL BB ) 22 SR 5, B HL 9K 5 B9 IS FH Coomassie Blue 7E
37 CY A, i a5 MR 4 IR

Western-blot Gy HTTHE (co-1P) « 41 MRS 3510 BG4 Yo AHOC TR Can B i ) FERR SR 1E & MMP 4
il 5 GM6001 ) DMEM 3557 He 48 h J5 , AR 40 Mt L 250 , % 4t A I 0 284 A (34 %A 50 mM Tris-
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HCI,pH 7.5,150 mM NaCl, 0.25% /i S IHFR £ , 0.1%NP-40 IR & & A BHIHI 7)) (L, EiEHT Western-
blot S25 . Hoyse FLUTIE 250 : AR A A 500 J |, 4% B A e LT 0E i) G Ul W 5 A0 B A0 ML TTTVE . Western-blot
F G g2 L TUE S0 vh i B AA S44% 1 v s 67T
1.4 RT-PCT#1qPCR

H# MDCK F1 HT1080 £ Jfd # R K /s B R R AT 4% L S99, 48 h Jr W AR 4B A, 44 B RT 125 & (A A hin
£ K Life Technologies 23 7] ) Ut BH M2 41 i1 & RNA,2 mg & RNA AT RT 3256 (s St e iR AW & F
50 mM Tris-HCI, pH 8.3,30 mM KCl,8 mM MgCl,, 10 mM DTT, 100 ng oligo(dT)12-18, 40 #.{;; RNAase
R, 1 omM SRR R — R AR T 8 B B BB 200 i 9 o 3 SR ). 0 SR RN A& R 25 C 10
min, 42 C 45 min, 95 °C 5 min. HEFARF RT 779 H T PCR, PCR 514 : Bst-2 1E 3L4% 5'-CCT GCT CGG
CTT TTC GCT TGA ACA T-3', )% X 4 5'-CGG AGG GAG GCT CTG GAG GGA GAC-3; B-actin iF ¥ 5
5'-GGA CTT CGA GCA AGA GAT GG-3', [z 4% 5'-AGC ACT GTG TTG GCG TAC AG-3". PCR /¥ 1%
(B R A FELTK 53 BT

qPCR 5256 [A) ke BRI ) S i I A5 e B2 40 e i RNA FE3EFT RT W, SR J5 7 & ¢DNA, BUZ & oD-
NA 7£ ABI PRISM 7 500 Real-Time PCR System S5 &40 I i#F47 qPCR KN . K0 AE & FH Y 96 fL AR itk
17, BFL 20 uL WK R (%54 10 pL Power SYBR Green PCR master mix, 1 pL ¥ 5 pwmol/L B qPCR
SIMLL K 1wl & %550 cDNA Bt ). r H qPCR 51453 5 )2 : Bst-2 (1E X4 5'-CTG CAA CCA CAC TGT
GAT G-3', JZ X 4% 5'-ACG CGT CCT GAA GCT TAT G-3'), GAPDH ( )z X %% 5'-GTC CAC TGG CGT CTT
CAC CA-3", )% 5% 5'-GTG GCA GTG ATG GCA TGG AC-3"). GAPDH £ N2 & & E RNA 1 Bst-2 1)
RNA £, BE B Bst-2 (955 838K
1.5 A= #ARHPEK

MDCK F1 HT1080 A MI7E 6 FLAR th 3% 32 O 5% G Al SRk Bk (W ez ). % 9% 24 b = TH AR
AR M IF R A S 2L (1 x 10°) 5 500 L T AU e (VW B2 R 2.5 mg/mL) IR A IR A WA 24 fLARIF & T
37 °C 0.5 h, i VR A 20 B RS I TR 5 ) B 1 SR IR ) 5 SRS L TEBCIR Y 1 insg it DMEM 58 4 35 F2 501 &
FHFER PR FR B KA — R G FR 3L . — W25, AN e Do e m 4 A A D L B A i 7 A T TR
OUFE SR N ST HA R AR E D BR S5 SRk [ 23 1.
1.6 ZHRERE KL

S5 MDCK H1 HT1080 Z0 M35 7275 6 FLAR i i I 5% S AR G Bk CAn BT BT 75 ), 4 40 L0 22 90%
B, RS W 3k (Tip Sk )W LR Rl 126 LR — 25080 A9 25 1 KR, P PBS P — IR (e HRIR
gl TR R A0 ) s SRS PRI AR IR IR AR ST 57,60 h J5 , AE AR T A IEE RS E A 25 1 X S ) 4
Ji . BARERAES 5 SR (23 ).
1.7 RERAHELRE

MDCK F1 HT1080 4 2 7E A T4 32 3% A 1% 6 FLAR i 2 -4 Yo A S 33k ok (Can & s ) , 7
A GM6E001 #Hi ) iy KE SR B b 55 3% 48 h Ji , BRI FRILIF AT PBS Ve 3 v BAE K94, SR )5 H 4%
22 5% W B[] 72 20 M0 20 min, B F PBS ¥k 3 6 J5 JH 0.1%Triton X-100 %5 5 min; 2R 5 FH & 3% - 1175 1Y
PBS 15 28 B 0.2 pg/mL B4 MT1-MMP FIHT HA BIHUIR 4 CHE & 1%, PBS Weid J5 98 —Ht
Alexa Fluor®) 488 3Tl IgG 1 Alexa Fluor®) 594 4% 1eC W5 H . fa ¥ F & DAPT B9 & Al 55
WA TP A E IO R AR SR S B e A i Rk 5 e T A R
1.8 REEMER

AH TR ECE ) MDCK AT HT180 4 M 28 T 6 LA e , 7 YAl e B TR (N B 7w ). 7 Y+ 48 h
J& , L HIV-1 p24 HUJFEAFAR ELISA 3207 65 I g 5 57 5 A A0 M 240 0 h R 2R A 7C 2R 1 p24 & i . FHIG 9%
FErp ST p24 FETE SRR T 1 p24 % CRLAR 5 % 58 b 9 AR 70 28 1R 48 M 24 A 1 vh AR e 2R
FD I E S EEOR A REREUE O . BB R S R (24 1.
1.9 Sit=ath

SHREE RIS 3 E LR G T AE R X SEIR A5 R ¢ K s SR 2E p<0.05 A ST L .
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2 FRa R

2.1 7EMDCK 1 HT1080 ZifaH , Bst-2 FI R iE K HiFMHH MT1-MMP # $l 891557

MDCK Al HT1080 41 g 2 Fh7E 6 LA I IFN-o ZbFH, 24 h J5 , W £ 40 g % RT-PCR 1 Western-
blot SZ4G 43 HT . 45K W], TLIETE mRNA KV JE7E 8 1 BUKF-, Bst-2 75 MDCK 40 h & AR , A2
B TFN-o 17533838 5 i 7E HT1080 i rh, Bst-2 WA 55 A K 235, 2 IFN-o A FR)S |, Bst-2 [ I8 7K
KA, VEIIFE HT1080 4l rf , Bst-2 BYZIA AT LA IFN-o 755 (& 1A . 1B).

MDCK F1 HT1080 41 i % Ye dn &l 1C A1 1D Fros &R, 45 5 /R, 55 3 pNL4A-3/AVpu JFOKE 1 2
e 9 EE HIV-1 K FEE [ p24 BRI 0 it Yo 33K 1% Bst-2 Frfi il (MDCK 4 jg ) DL S g TFN-a 15 5
FIRHY Bst-2 FrAM I (HT1080 2 AL ) , il FLase F i il /6 HH S ok e YL SRR 9 MT1-MMP Jirisfi 4% (4n &1 1C
FID B ). X Ee2s B0, MT1-MMP 7] U] Bst-2 16 P, gm0 5% Bst-2 305 27 WUk B0 A= 1) 2
g .

MDCK B HT1080 c MDCK D HT1080
* * sk
IFN-o - + IFN-o - + g 40 " D
%‘)g 30 2330
172} j=E)
o Em - D e
QR Qe
NLA3/AVD NLA3/AVD
o - ~ _ pNL4- pu + + + pNLA4- pu + + +
IFN-o .:'.(]\-.'- TFN-oc " Bst-2 - + + IFN-o0 - + +
WB: Bst-2 [0 WB: Bst-2 [ MTI-MMP - -+ MTI-MMP - -+
5 WB: Bst-2 [ —— WB: Bst-2 s S

wB: MT1-MMP [0 wB: MT1-MMP e
WB: Beactin W WB: poctin M WVBMTIVIME S WD MTLMVP - -
WB: B-actin -—— WB: B-actin (G-
A B, Bst-2 f£ MDCK Fl HT1080 AT (1 3517 50 ( S IFN-o0 i%553) ;C.D, MT1-MMP i i
Bst-2 A=W PEFN D BE (HIV-1 R HTIR p24 BEUIE L), #p<0.01,##p<0.05
A B, Expression of Bst-2 in MDCK and HT1080 cells(with and without IFN-o. treatment ) ;
C.D, Activity inhibition of Bst-2 by MT1-MMP in MDCK and HT1080 cells. #p<0.01, **p<0.05
1 MDCK #1 HT1080 ZBAf1 s Bst-2 AR 1518 50 B B & M4 MT1-MMP I 5l B9 45 57
Fig.1 Expression of Bst-2 and its activity inhibition by MT1-MMP in MDCK and HT1080 cells

2.2 MTI1-MMP B3R IEFH R0 Bst-2 B F FI Rk K F
AN LR AE 6 FLAR P I Ye Al 56 33k FORE (18] 2) LA B A TFN-o ZbFRAHSE AN, 48 h 5, Y05 41 it £l
RT-PCR .qPCR Fl Western-blot 7387 . 45 R 7w, o1& N IEME Bst-2 (4045 IFN-o 5 T K351 Bst-2) i &
QL RIR ANV Bst-2, 75 mRNA 7K-F-FEE FI K YR 32 20 33K 1) MT1-MMP 5200 (4011 2A F1 2B Jir
7N s BEA  qPCR 45 AR B, TEie & IR Bst-2 38 55 YL SRR Bst-2, HFE K PR AS 32 1 ik

MT1-MMP B350 (A& 2C 1 2D FrR ).
A MDCK B HT1080

@}
w)

MDCK HT1080
pcDNA3.I(+) + - - pcDNA3.I(+) + - - -
Bst2 - + + MTI-MMP - + - + B 16 w820
MTI-MMP - - + IFN-o. = = + + 2 %10 2716
Mm = m =
WB: Bst-2 WB: Bst-2 | pcDNA3I(H) + - - peDNA3I(H) + - - -
P A ; Bst2 - 4+ 4 MTI-MMP -  + -  +
WB: B-actin WB: B-actin - MTLMMP i N [FN-o — N N N

A B4 H, Bst-2 FEF K RT-PCR il western-blot 55 ;C. D, 40, Bst-2 3L F H£ 3L (1) qPCR &5
A .B,RT-PCR and western-blot assay of the expression of Bst-2 gene in cells; C.D,qPCR assay of the expression of Bst-2 gene in cells
B2 MDCK #1HT1080 45, MT1-MMP 34 Bst-2 £ [F 3% 1% 155 954 11
Fig.2 Effect of MT1-MMP on the expression of Bst-2 gene in MDCK and HT1080 cells
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Bt g, A SR TR A S - 14 1 Bst=2 J8d 3 SA R SR E AR T Bst=2 192 W3 1

25 R ARW], MT1-MMP FEAFEM Bst-2 HE PR 135 (445 mRNA ZK-F-F1EE H UK ) 5 iX W7, MT1-
MMP | Bst-2 3% P FA 2= DI RE AN E 1 PP ] Bst-2 J PR 9 280 S
2.3 MTI1-MMP 5 Bst-2 18 B {F f - 7£ 40 B 2L 78 fiL

g7 MT1-MMP 5 Bst-2 2Z [a] (94H EAEFH , MDCK 1 HT1080 44270 T 6 FLAR o I 45 e A ¢ i
R 3A 3B), 4 48 h J5 , OB 41 A A fe 28 FETTTE (co-1P ) Al Western-blot 4347 . 255 7w , 7E 55 % Bst-2
JFF TFN- ZbBE ¥ HT1080 4L, A anti-HA URIEAT co-IP JFREIME ST, %A 5 Input — W
MT1-MMP, ifii Fi| 1gG 8 co-1P FIrfs 9 & & W A A ] MT1-MMP (94775 (B 3A) s 2, 7] anti-MT1-
MMP HUARIETT co-IP GBI E S W, 5 A 5 Input —301 HA-Bst-2(5 1gG M HLEL). [RIEE , 7 Heb%
Yt Bst-2 Al MT1-MMP fi MDCK 40 i+, 76 i anti-HA 50 F anti-MT1-MMP $iAAR M co-1P F 52 A9 & &
Yy WA A IR E] T MT1-MMP 857 HA-Bst-2 (4351 5 AHM A9 Input F1 TG X REAH HL#) (& 3B). 45
Vi, MT1-MMP 5 Bst-2 Z [ fEE A BEAE

T 28 MT1-MMP 1 Bst-2 2Z [8] /A BLAE A, SR G002 5 GO 3 3R A8 S50 a0F— 25 B0IE
P2 (e 40 M P 352 067 . MDCK A1 HT 1080 4 Fh 76 B A 535 A 1Y 6 FLAR Had 0 4% e 3638 i
W YA FRAE S A GM6001 JRI IR SR 3 48 h )5, W5 3R L i p 8% 35 3 FR IR Se g AR
T3 FSCHRL 18 T i i 0 AR AR T 3% A AR AT A B K b R AT 55 B R X R M B DAPL ()
BRI TR A L SO R A S AR R A O IR A E I TSI R L S A R R L T
HT1080 4 i, % Ju 235 1 BST-2 5 P UEYE MT1-MMP 7840 it PN G % o 437, I = 547 7E T 40 v
ANSEAR BN [, M #5Y% Bst-2 B4R, MT1-MMP = 50E A7 7E 40 M - . [W4AE, 78 MDCK 40 i, 20
FEY Bst-2 BUH MT1-MMP AL, b 323K 0 Bst-2 1 MT1-MMP 3= 25 (7 AR 40 B |, i Y 5% 4L MT1-

MMP F1 Bst-2 fsf, MT1-MMP £ Bst-2 W5 v - 32 2 52 67 2 40 i 5z b (& 3C).
A HT1080
Input IgG 1P  Input IgG IP

C

DAPI HA-Bst-2 MTI-MMP Merge

HA-Bst-2 + + + + o+ 4+

IP: HA IP: MT1-MMP
ovir il R . W 15 A
p: HA [ ' ".IP: MT1-MMP

IB: HA 7% IB: MT1-MMP
B MDCK

Input IgG IP  Input IgG IP MT1-MMP

HA-Bst-2 + + + + o+ o+
MTI-MMP + + + + o+ o+

pcDNA3.1(+)

HA-Bst-2

pcDNA3.1(+)

IP: HA HA-Bst-2

IB: MT1-MMP

IP: HA
IB: HA

IP: MT1-MMP MTI1-MMP
IB: MT1-MMP HA-Bst-2

A B, 2L MT1-MMP 5 Bst-2 AHEAE I co-1P SR C.D, 4HiEH MT1-MMP Fil
Bst-2 M@ 7 (I S DOL O IR R Sl gn g 2R
A B, co-IP results of the interaction between MT1-MMP and Bst-2;C D, Immunostaining
confocal microscopy assay of the co-localization of MT1-MMP and Bst-2 in cells
3 MDCK 1 HT1080 £+ MT1-MMP 5 Bst-2 i E1E i 5 £ E
Fig.3 MTI1-MMP interacted and co-localized with Bst-2 in HT1080 and MDCK cells

DI B2 78 7B, MT1-MMP F1 Bst-2 7 20 i BB 9% AH BLVE T, 9 H AR B.A/E H 2 )5 BE 40 I 4% B
SE T BN AU . 45 4R R, MT1-MMP J&3 55 5 Bst-2 AHEAEFH I [5) A b 54 7% 39F A 40 5% 14 07
%A Bst-2 HTE A P24 TiRe
2.4 Bst-2 1) N-FK ik £ 4137 MT1-MMP #I %) Bst-2 & 1 #3T F2 g 16

TR Bst-2 19 N—SR 545 M 38 7E MT1-MMP # 6 Bst-2 3G MR A VE R A8 T Bst-2 1) N—2R i ikt
S R AR FE TR A peDNA3.1(+)/HA-Bst-2/ANT. ¥ MDCK F1 HT1080 £ Jitd 43 53 M 1 6 FLARR (WiZH ) Fl
10 em 485 35 ML 3 1%, AR5 F (8] 4 BT 78 43 500 ) TFN-oc A B0 200 it R L A 56 A 220K B0k . 48 h )5, 6 1L
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i F 0 R 55 5 T T EE B 52 56 A1 Western-blot SZ543H7, 10 em 15 5 LA 40 M4 5 T co-TP 5K
55 . SCER A5 R R, 7E MDCK Fl HT1080 PP A i b, i 7 AR 72 85 1 HIV-1 p24 BRI BB ik 1)
Bst-2 (£ IFN-o0 75 5 235 0 54 YL 238 19 Bst-2) T4l , (H AR A BE 8 58 AR 7K Bst-2/ANT Fr il il (1] 4A
1 4B) ; TG MT1-MMP Fl Bst-2/ANT A REHN I #E A 5T 1 HIV-1 p24 (R (E] 5) , 3R] Bst-2 (1)
N-R Ui G5 F A AE Bst-2 $0 5 75 URL RS fCh R E B4, ifii B AE MT1-MMP $l] Bst-2 36 e %5 ¢
AR

J T #E— 2 MT1-MMP 5 HA-Bst-2/ANT Z [A1J& 547 76 40 EAE 8 MDCK 404 Fi 7% 10 em
BEFE LA 3 B % Y MR S R (8] 4C) , 48 h IR AT IEIES T co-TP S5 . 45 R, ] anti-HA Bk T
co-IP JE1 R E ST , AEH S Input —3H) MT1-MMP (FH 1gG 5 co-1P YEBAYEXT IR ) s ;e 22, £ FH anti-
MT1-MMP HTEIELT co-1P PIF BB E A, WA K]S Input — 20 HA-Bst-2(H TG 8 co-1P E
BT HED (] 4C). S5 53R, Bk N- A5G 253k Bst-2 ANGES MT1-MMP A1 EAEH], R Bst-2 [ N-
KU EEFIIAE MT1-MMP 38 34 B AE A6 Bst-2 6 M it e b i 2 A o,

A

joe]

MDCK HT1080
40— 40 _ C

= = | | —

S5 30 S 30 MDCK

= O = O

= § 20 = § 20 Input IgG E Input I1gG E

s s MTI-MMP + + + + + + MTI-MMP

a. = 10 a = 10

1S3 0 I3 0 HA-Bst-2/ANT  + + + + + + HA-Bst-2/ANT
pNLA3/AVpu + + +  pNLA3AVpu + + + IP: HA - IP: MT1-MMP

Bst2 - + - FNeo - + - IB: MT1-MMP IB: HA

Bst-2/ANT - - + Bst-2/ANT - - +
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Fig.4 Critical role of N-terminal domain (NT domain ) of Bst-2 in the interaction between MT1-MMP and
Bst-2 in MDCK and HT1080 cells
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had no effect on the release of HIV-1 p24
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Fig.6 Effect of C—terminal domain of MT1-MMP on the activity of Bst-2 and the interaction between these two proteins
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Fig.7 Important role of N—terminal domain of Bst-2 on MT1-MMP activity and MT1-MMP promoted cell growth
and migration in MDCK and HT1080 cells
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