\’l Amsterdom UMC

University Medical Centers

"#$%$&$" (') (*+&,$-(*.&+//'0,'&.$"+1.1(
S"("HBI%&ZE/L()(&H. (%2 Do, +3$"(%+,.$.,

45(65(7'#.29(:5(5(<5(=, . >++,89(65(45(?$*89(@5(A5(2. (B DS (E,+ FAAS(G, "$HO(AS(G5(J+" (BIE.&

8G*1&.,2+* L<79 L"$J.,1$&M) G*1&.,2+*9 2.0+,&*."& ') NO.P,QE+&#/RM&*1&.,2+* O.P,'1H$."H.9<.$%.,R2,..) D9 G*1&.,2+*9 &#.
O.&#.,/+"21“G*1&.,2+* L<79 B,$TL"$J.,1$&.$&*1&.,2+* :.0+,&*."& ') <[ HP/+, 7./[ =$/'RM+"2 **P"['/RM9 G*1&.,2+* O.P,'1H$."H.9..
="[/++" 8889 G*1&.,2+*9 &#. O.&#.,/+"21 10,'&.'1 458 =+ H./"+9 40+$" 4&FH#E&RBF/.01$!"1&.//$"R." O.2.,/+"2 NAAIOQS. O.&#.,/+"21
AW+ 2+*  1"1&$&PK. V$)4HS."H.1B."&., ), O.P,"IHS$."H.AL"$J.,1$&M G*1&.,2+*9 G*1&.,2+*9 &#.0.&#.,/[+"215

"&,"2PH&$" <.&#21

| BH# W2 %,4$%+,$. N===Q1*2. PO) "2&#/$+ HIL#e @) - E—
b )8 M H™ HE.2 IS+ ESRHEP'HES"0,8.$"1 N6ZE1Q® N N

1P00',&.2 %M-& +H./IP/+,*+&$- NAT<@,&.$"1 +'2 +1& HM&SH | | e
2 3..& | / PN?$&(*8%)&*+> | Q3CP "C2HCDI=

| 6#. ===$12%$1,P0&.3".0$/.016#$12$1,PO&S 1+ 11 H$+& WS &H# — ~ _ S
13+&2 -0,11$" ') *+&$- *.&+/[0,&.$"+1.19 [[M*1 &#+& TSt 2C2 | KroasTHSA

2.R+2. A< +"2 6ZE1
I "A#3%P&SREL H'P/2 %. + "J./

&, +&*."& ),

2,PR3.151&+"&

C

0%$/.01M
| E,J$*$"+ M2+&+1#W1 &#+&']).] <<E $"#$%$&H+1
2$1.+13'2$)M$"R )).H&B"6VA2."& *2./1
| :$,H&)).H&T) &#.<<E $"#3%$&',. "& M.&"W"

J3RRS

"C2HCDI=

"#$%8& &($)* &+, #()&-%0)#$S.&/H0)$#1 1#0)($* 1$%0+$22358+"84&)*/$*+$555 &) R &) BBTBE.
D.1P/&1

<<E1(+"2($")/+**+&$"'(*+,>.,.1($"H,.+1.(+)&.,[\B" +"2(
608 1&$*P/+&$"($"(#P*+"().&+/(+1&,'HM&.1

" 1"#$% |"r 4% I"#$ Occludin
N _ . .
o 34' 2.0'
= O 0- 2.. I o % =
3 ] v o 1 . 7 3
= L Y wd
o o U 3 V.= 0.. & ° ° O c 1.5-
O o3 .2 Q.. 'O $3H —el— & n O
o o /. Vv =< A ° o
QX Yoo 2 O x Y . . L 0 T °y
& 1l ~ < LS I + I %5 1.0- —
0 ™ >~ oo 0 ) - O 00 °
Y © Q@ 11 T o ® N *
M~ ~ & n - 0 < = ®
od S — A /A * QI 234 Z®©
5S 6 o » 3 1 TE ™
o ®h < Vv e * +
3 ) ™ U 2
- ” 0 - - 232 . . 0.0 r '
s 0!+ we) B+, e %&  '()*+(, - #9! j01# " EM Ctrl IL-1! TNF-"
!!n# % !||# I||#$%&IO I |"#
m 20 Il 3 0- ] I
L I " S @) 5
Y, O 4 & 1-4 ° a. >
Yo 1 - Nl { A g
y— y T Lo "
oS N 3 Q & 3 34
3 w3 B # 01 &0 6 =
3Q 0 Q0 0 SEN g N _e_
0 od < Y AR I {
~ © &SV 2- (RVAR A AR - 0 324
A LR < 3 I V. <
g gg o g Q 1 & & v 53 1- e A
3 - L - - 3 6]
y , i o2 25 S 24
$%&( )+t - T $%&( )+ -+ " "$%6&  ()* ! +#) " ® c o -
*4 |- ol 234" Tl %&(0&*  +-.!  j01- "

0&-T/#:; @P*+" ).&+ +1& 'HM&N"\KI QW.,. 1&$*P/+&AVS&EAAE" ', 608 ), Cf )/I'W.2 %M Ci# $"HP%+&IN$&H P&
HM&'>$"SI'H,.+1.2 *DOG .-0,.11$" W+19%1.,J.2 ), ()9(+ , 9-./09112 ) +"2 (3 +)&.,\B" 1&$*P/+&$¥"2 NG +)&.,60\3
_1&$*PHEBI'H, +1.2 -0,11$" ') <<E SW+1%1.,J.2 +)&,\B" +"2 608 18&$*P/+&S), CH5456"%!%6%&N086!97
20 16™ /<=19%%"7>? /%7 @WBODE

O&-T/#<; 6. "2'&#.IS+ H.II$". #7<AT: F N'\l 3 QW+11&$*P/+& IVS&HB" +"2 608 ), CI#5*DOG .-0,.11$" ') ["+
'HH/P2." IBN?@BQW+D2'W",.RP/+&.2%MB" 18&$*P/+&8A456"%!%6Y&FHG6I92(;; 16™ /<=1%"7>?/%7 @RBTIDFE

"H,.+1.2(0.,* +%$/S&N( ."2'&#./$+ H.I/I+M.,

IECBUS(2PH.1608 3%"2PH.2J.,.-0,.11$"
V(<<E1l +"2 +2#.1%$" *'/.HP/.1

WSEKEB® +"2(608 18&$*P/+&SYoP&("&(WSEH(GT<

$:®

A"2'&#.1$+M.//* . 25P*

G1&,'HM& "2$&$".2(*.2$P*

— (o))
m D n
0.- | o & )1 MMP2 MMP9 ICAM1 < I"#$%
I
H
L o 3 1.5- 2.5 2.0 Q % *k
To Rt )/ < Vv i = = o I <
D : o0 )
> 5 © % T L€~ 2 £ 1.5 < <
0 2 | Y 0w O 1.0- » o 0w > ®Q
<5 ) —— M X 0 o O o 1.54 29 Sdo)
NV X X s = *% 5+ 5 + T o b
o o N X O X O T x o 1.0 A W
N -/ - (PR} sk ** (D] 00 ING) % **
NR2 = B N N 1.0 I N A (1
- O ./ 4 o & < = 5. < = | < = o
o ® Z c U Z® I Z© ol ® *%
< ¥ £ ¥ £ X £ 05 A
°° E 5 E 505 E 5 T2
o o o N
o0
y n h n ! " 1 5 5 c ~
"#$%  &'()!  *+( Ctrl IL-11  TNF- "#$%  &'()! "#$% &R  *+,( @ 0.0 0.0 0.0 &
r=ren — " TNFo, - + + + + TNFo, - + + + + TNFo - + + + + 101 o ++,++++++H+++-+H+ -
~E$&+ FE$&+ = MMP-inh (uM) - - 1 10 50 IPR-79 (uM) - - 1 10 50  IPR-179 (uM) - - 1 10 50  234,%56+7839++ ++++++++ Ot bttt Y8+ ++-

0&-7/#=; GOO+,."8&0.,* +%$/S&ME+00D Vh&H, PRI *"/+M., ') #7<AT": FH.J/IN\] QN+F.+1P,.2 +)&. Gt $"HP%+&$"
WHEHME'>$" §" "2'&#./$+] *2$P* NGQR +1&,'HME"2$&$" 2 *.2$P* NG7<=Q,* +1& 'HM&IRS$*P/+& WA

' 60V 5:$, H&NB" ', 608 1&$*P/+&$$"H,.+1.20.,*.+%$/S8WNH#S 608 G7< ,.2PH.2 0.,*.+%$/$&8MG 6@ @as™ /
<=196"7? /%7 @ABODOFE

/""H/IP1$™1

alJ.,+/9 &#.1. )$"2$"RH™)$,* &#+8), F")/+*+&' M HM&'>$".$"H,.+1. &#. 0., *.+%S/S&N) ."2'&#./$+/

0&-7/#> #T<AT: F HJILN"\FQW.,. 1&$*P/+&IN$EBOB +'2 1$*P/&+""PL/IME, +&.2 WSEH<E B"#$%SSEBUS+&
2%)).,."& H"H."& +&$"1), CI#5*DOG -0,.11$" ') H(I1 F+"2 -(I1 FW.,. $"H,.+1.2+)&.,608 1&$*P/+&B'EBUS
& +&*"& 2.H,+1.2 112 ,9112 J9{11 F+"2 HI1 F -0,.11$" H*0+,2 & 608 1&$*P/+&BU56"%!%6%E5686!97
2(:; 16™ /<=19%"7>?/%7 @BIDK AABOIHDFE

YP&P,.(4&P2%.1
OACM/cytokines

*IIII/+M. 1 5 hCMEC/D3

’ MMP-inhibitor | .
G22%$&$"+98¥H MLPRR. 1&#+&1&,'HM&L.H,.&.2 }+H&' . F$R#&%6. %." )SHSY!, %+,,$.$"&.R,$8A2IH+&$"R v Wi & L B
), &#.$*0"&+"H.") +1& 'HM&H!" $!%&==*2./1 9&#PR#',. 1&P2$4."..2.2 5 AR . L 4 | 1Rl |

| . = I 1 | 'F

GIB" +'2 60B_+, >"W" & $"2PH.-0,.11$" +"2 +H&$I+&J"<<E1 9+"2 <<E1 H+"2.R,+2. ===+"2 | |'\ — - [ wes |
AT<H*0™."&1 B"#$%SEHEL *$R#&2PH. HM&'>$H"2PH.2==2$1,P0& B’ e— - AR R
E,./$*$"+ M2+&+" &#.").] <<E B"#$%$EECBUS2. *"18, +&.1 &H+GESRHGH+]. +%." )SHSH)).H&™ NEMEC/DS » o
&#. ===5 @'W.J.,9*,. .-0.$*"&1 +,. ".2.2 & H™M$,* &#. /$">%.&W.." <<E1 +"2 ,.2PH.2 human fetal
0.,*.+%$/$&MW &#.%2.] ===5 astrocytes

20@+*A8#.-#'#+)(B 6#. ,. 1.+ H# [+2$'R& &#.1. ,.1P/&1#+1 ,.H.$J.2
P"23"R),"*  &#. P&H#A0S/.0IMW'P"2+&$"90, T.H&"P*%., 8]3IK5 6#.
AP,0.+" L"$"el 4.J."&# Y +*W'> E/R,+**. NYHBCdAd3Cd8RP"2.,

R+"&+R,.*"& CdcCd
A+ HA+H2 S

" fldC8dC ME!6GDgABAP,'0.+"
"£]IChh8 NA7<A:©

J+&3$" 0,'R,+**.

L"$"el @' $["




