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B2*F,'6($,2*12F!7,*C,*1!(<$,H,$?12F!42+,$,H&!48(1&! 4RABNERY+GQ!98'&&!,C&*$,F,&C!

6,62%$24&!48&4%,C&+!142++&++ *11(1<2*+&*+#+162%,F!;&'&!I$&+$&CIF2'1$8&HBIBSRL! (1,

KDT-! (*$,R:ZL-! (*C! (*$,R)J"! b! 6G7+Q! G! 72#*C! 48(1&! ;(+! C&$&<$&C! ;,$8! (*! YO:R

<2*06#1($&C!(*$,R3K]!(*$,72C2Q!9" 4/, <($&!B&(+# &BE&*$+I2F ! (7+2'7 (*<&IH(/#&¥($IL CI*6

: $81+$(*C('CIC&H, ($,2*+!:8'&!'&42'SREMB6,+2! (<, Cl+&VHE*<&! (I, 16&*$ 2F 1 +&/&<$&C!

48(1&1</2*&+!(*C8#6(*| BIKLMQ!98&!4'8&C,<$!62$, FIWINX=! +!+82;* *'&C1/&$$& +-! (*C!

,H1<2"&/($&C!$2!1$8&!(6,*2!(<,C!12*IBIKLM!O72/CPQ!98&! BIKLM! 8#6(*! +&V#&*<&! ,+! F'26!

X&*&D(*@'0GDNcMT AQKPQ!



H.;5)015*0,)',4";,.21'#/AJ679""

98&!12',1,*(/14&4$, C&I+&VHE*<&+I2FI$8&I8&(H?!(*CY,18$!1<8(,*IF'(6&;2' @+2F!16=<JH3SKDT!
&'&I (HS26($,<(//?1 +#T+$, $HS&C!; $8!8#6(*1 F'(68;2' @D, 2E#6,*($&! (*(/7+,+Q! 98&!

(1, 168*$! 2F1$8&! (6,*2! (<,Cl+&VH&*<&+ 2F1 4('&*$(/! =<JH3SKDTIH&'+#+! Y #=<JH3SKDT!
148241 ¥ 1#&1ZQ198&19ZMNBHE(*+&++1+<2'&! 64'2H&CIF'26! TZQ]'$2!KAMQAC! (*CISAQT!
$21[ZQCLIF218&(H?I(*CY,18$I<8(,*+-I'&+48&<$, H&I?QIO8&IB#6(*11&'6/,*&+I2FIY#=<JH3SKDT!
(&HXY\I(*CHXAKQ!

mH_M61B9 1 EVKLLESGGGLVKPGGSLKLSCAASGFTFSSYAMSWVRQTPEKRLEWVATISSGGTYTYYPDSVKGRFTISRDNAKNTLYLQMSSLRSED 90

EV+L+ESGGGLV+PGGSL+LSCAASGFTFSSYAMSWVRQ P K LEWVATISSGGTYTYYPDSVKGRFTISRDN+KNTLYLQM+SLR+ED
hH_M61B9 1 EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVATISSGGTYTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAED 90
mH_M61B9 91 TAMYYCARFRNGAYWGQGTLVTVSA 115

TA+YYCARFRNGAYWGQGTLVTVS+
hH_M61B9 91 TAVYYCARFRNGAYWGQGTLVTVSS 115
mL_M61B9 2 MTQTPALMAASPGEKVTITCSVSSSISSSNLHWYQQKSETSPKPWIYGTSNLASGVPVRFSGSGSGTSYSLTISSMEAEDAATYYCQQWS 91

MTQ+P+ ++AS G++VTITCSVSSSISSSNLHWYQQK +PKPWIYGTSNLASGVP RFSGSGSGT Y+LTISS++ ED ATYYCQQWS
hL_M61B9 4 MTQSPSSLSASVGDRVTITCSVSSSISSSNLHWYQQKPGKAPKPWIYGTSNLASGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCQQWS 93
mL_M61B9 92 NYPLTFGAGTKLELK 106

NYPLTFG GTK+E+K
hL_M61B9 94 NYPLTFGQGTKVEIK 108

AO@.+1' KBBO@);1)* +12.3* 4' :.21' #/AJ679"' L;M' 5)-' :HN' 5@50)2*
H.#/AJ679"'L?M'5)-"?HNB !

6,31/.35+",-13" 4'H.#/AJ679":'5@50)2*&E9OP"-,;50) 9’
9&*I<(*C,C($&!<264/&NE&+!:&'&127$(,*&CIF'26!$8&IB/#+:21ZQN>8 7 1+& HE QISIIEI$&!(

‘&t CHEHI2*I$8&I4'&C <$&CI<264/&N&+:&'&I(*(I2U&CI#+ *11$8&1:'2C, 1 ?H-QDG&IHE!
62+$!/, @&/ A42+&! [I#+$($,*11$8&! *$&'(<$, H&! &4, $24&) '&+ CHEISBIBBL(FE 1D!
(<,CH&VHE*<&),C&*$,F &CH#H+ *11$88&148(1&RC, +4/(?14&4$,C&!; (+1H&' F,&@800, 1#'&1] (PQ:
+2F$: (‘&) (+1H+&CIS2IH, +#(/, ULISBE! &+ CHE&+IF2#*CI2*I$8&I< 2+ (LI SBE (LB
<2C&I1&*&'($&CIF'26!:'2C,1?10J,1#'&1]7PQ!

GB,*21(<,Cl'&+ CH&I<2*$! THS, 25+ (*C1 *$&'(<$,2*1$74&+): &' &I&N(6,*&CI$2 1 ERA $(+C!
FB&'62I&<HI(1 *$&!(<$, 2+ +$B($!<(*1,64'2H&IC, +<2H&'?2Q1J'26!$8& ! +HRIZ EEREI&!
&+$,6($&C(142++,7/8! *$&'62/&<H/(1'&+,CH&! *$&'(<$, 2417 (+&C12* HIBRAE2H $&+Q!

>&1,C&*$,F,&CI8?C'21&*I72+C+12FI$8&!IRYeGI$?4&I0C2*2'($26!11(*C!(<<&4$2'($26!GP!



#+ *11$8&!I F2//2;,¥11 C,+$(*<&! (*C! (*1/&! <' $& e GP! g' |Qc! h-*OIRYeGP! il TAQ!
G$26R-1#RH-1 (*C! 82C'24827, 4H#$% )+,% -#HH&$&!(<$,2%+] ;&'&! (*(/2ULC! #+,*11 $8&!

<&*$'2,Ck<&*$'2,CI(*CI7&$;&&*18&(H?!($26+1<" $&',(1;,$8! (16(N,646!C, +$(*<&I2FISQMhQ!

(
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AO@.+1' DB-13' 5)-' 5;0)," 5/0-' +120-.12" >5+*0/0>5*0)@" ,4' 0)*1+5/*0,)' ,4'
H.#/AJ679"' 5@50)2* -,;50)' 9' ,4' &E9OPB ! GP! G#$26($,<! 6(+@,*1! 2F! *2*RBIO!



'&1,2%+! 2F1 $8&! (*$,72C?! 62C&! *! B/#+:'21 ZQN +! (44/,&C! $2! 4'&C,<$! $8&! *$&'(<$,2*!
<22'C,*($&! 2F! YH=<JH3SKDT! (1(,*+$! C26(,*! KI 2F! BIKLM! <2*F2'6($,2+(/! +$H<$# &+
18*&'($&C!F'26!D,2E#6,*($&!LQQ!98&! YR<8(,* (*CIER<S(,*IH(,(7/&!C26(,*+! (&1+82;*!
(+17H8&I(*CI&CY, 7TT2*+-1'&+48&<$, H&I?QI98&!IC26(,*IKIS('1&S$!, +!C&4, <$BCTHQL'&S&

QP! 98&!:'2C, 17! >&7! +&H&'! ;(+! #+&C! $2! &/#<,C($&! $8&! 62/&<#/('! *$&'(GRR*! 2F! $
+&/&<$&C1<264/&NIF'26!$8&! B/#+:'21 ZQN 2#$4#$Q! D(+&C12*1$8&!:262/1 <2CRU (#$26/($,<(//
18*&'($&C! 72!1:'2C, 12-1$8&1 <#<, (/1 + C&R<8(,*!'&+,C#&+! 2* B0+ 2F! Y#=<JH3SKDT! (*C!
C26(,*IKIO<2*+,+$ *112FI$8&IWIEX=184,$24&P! ($!$8&!7,*C, 11 *$&'F (B ¢ KR/ &
(*CI'&C-1'&+48<$,H&/?Q198&14'&C,<$&C!7,*C,*11(FR, 4 BRUSMKD!

53=202"4'@1)1+5*1-'H.#/AJ679":"2*+./* +1'
98&! 2',1,*(/! 6=<JH3SKDT! (*C! $8&! 4'&C,<$&C! Y#=<JH3SKDT! +$'#<$#'&+! #+ *1!

D,2E#6,%($&! ;&'&! <264('&C! 0J,1#'&! L(PQ! 98&! (*(/?ULCBRRFRVH#('&! C&H,($,2*!
003=IP!;(+1"QMc[!hQ!98&!BI0+2F! Y#=<JH3SKDT!&'&!, C&*$,F,&Cl#+ *11:7) 1B/(++,F?!
2*1$88&!Y=<JH3SKDT!I+$#<$#&10J, 1#&IL7TPQ!98&!62+$!/, @ &/?!<264/&NI2F! Y #=<JH3SKDT!
(*CIC26(,*| KI 2FI BIKLM! ;(+! +&/&<$&C! F'26! B/#+:'2! ZQMN 7(+&C! 2+ $8&! &4,$24&m! $8($! , +-!
WIEX=!;(+1'&$', &H&C! F'26! $8&! 48(1&! 4&4%,C&! (*(17+,+Q! 98&! 62/&<#/B| 2*bRFK
Y#=<JH3SKDT!(1(,*+$!$8&!&4,$24&!'&+,C,*1! *IC26(,*|KI 2FI BIKLM!; (+! (*(/2U&C#t+,*1!
2C,17Q!!

(!
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Chain Sequence Sle:n:;::: CDR Cluster
L DIQOMTQSPSSLSASVGDRVTITC [1 - 23] frame -
L SVSSSISSSNLH [24 - 34] Ll Lil=12=1
L WYQQKPGKAPKPWI [35 - 48] frame -
L YGTSNLAS [49 - 56] L2 L2-8-1
L GVPSRFSGSGSGTDYTLTISSLQPEDFATYYC [57 - 88] frame -
L QOWSNYPLT [89 - 97] L3 L3-9-cis7-1
L FGQGTKVEIKR [98 - 108] frame -
H EVQLVESGGGLVQPGGSLRLSC [1 - 22] frame =
H AASGFTFSSYAMS [23 - 35] H1 H1-13-1
H WVRQAPGKGLEWVA [36 - 49] frame -
H TISSGGTYTY [50 - 58] H2 H2-10-2
H YPDSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYC [59 - 92] frame -
H ARFRNGAY [93 - 102] H3 H3-8-1
H WGQGTLVTVSS [103 - 113] | frame = |

AO@.+1' OB+./*+53' [,;>5+02,)" ,4' >5+1)*53' #/AJ679" L@,3-' +0<<,)N' J1+2.2"
H.#/AJ679"'L<3.1'+0<<,)N'5)-'0-1)*040/5*0,)' 5)-'/3.2*1+0) @' ,4' H.#/AJ6 79"
&EY%2BB&I<2*F2'6($, 2% (/1+$ H<$H#'&+1;&'&I27$(,*&CIF'26!$8&!D, 2E#6,*($&ILQN (*$,72C?!
8H#6(*,U($,2*14'2<&++Q198&!I<(/<#/($&C!03=117&$;&&} K14 #*&CI($2614(,'+!, +1"QMc['h
O(<2++(INKKCI4(, +IKQMLP!(+1481$88&! 3($<83(@& I F#+<$,2*1 *1$8&I AB=J!B8,6& (lKQKC!
+2F$;('&!;,$8!$8&!"&&C/&6(*R>#*+<8!(/12',$86nDEa=A3RSZQ8&! (6,*2!(<,C+!2F!
&(<8!BI0!,*$&'(<$,*1!;,$8!$8&!18&4,$24&12*IC26(,*IKI2FBIKLM!('&!C&4,<$& CSSBEIYL.

I* :0/831J13' 0)*1+;,31/.35+' 0)*1+5/%0,)2' 0)' *?1' H.#/AJ679":8&E9OP" <0)-0)@"

2%+ [* +1'

08, +! ($26,+$,<! 4, <$#'&! 2F! $8&! +$H<$# (/! (+H&BTFP(<<2'C(*<&! ;,$8! $8&! &4,$24&!
B(44,¥LI(*(/2+,+1'&+#/$+QI08&I+$ #<$# &I2F1$8&! <264/ & RISB(SEBRE 21&+172*C, *1!

(ClHSY )+ % -H#H & SE (<$, 2%+ (& @&?) ¥1$8,+1 4'2$& *RA2$&,* (++2<,($,2+Q! 98&! <'#<, (/!
+ C&R<8(,*1'&+,C#&+! 2* BIO+! 2F! Y#=<JH3SKDT! (*C! C26(,* K! O<264 &N 2F!
8&4,$24&P!($!$8&17,*C *11+#F(<&!('&!(7&/I&C!,*1J, 1#'&1cQ1J'261$8&!<264/&N-FZ-15¢S-I(
5c[!, ¥ Y#=<JH3SKDT!BIO!YZ!IF2'6&C!87C'21&* 72*C+1;,$81C26(, *IKI2FIBIKLMQ!J2!
Y#=<JH3SKDT-!BIO! YK-1Y]-I G]J-| (*C1ITc! *$&'(<$&C!;,$8! C26(,* K 2F BIKLM! ($! (!

[2*1&'1C, +$(*<BHHSY0)+, %o-#H &' (<$,2*+Q!!



wa

AO@.+1' RB$26,<R/&H&/ 27+&'H($,2*! 2F! (6,%2! (<,C! '&+,CH&+! 4('$,<,4($,*1! *I $8&!
Y#=<JH3SKDTRBIKLM! 4'&C,<$&C! 7,*C,*1! +$H#<$#&Q! .&?! '&+,CH#&+! 2*1 BIO+! 2F!
Y#=<JH3SKDT!(*C!IC26(,*IKI2F!BIKLM!($!$8&!7,*C,*11+#'F(<&!('&!8,18/,18$&C! *11'&&*!
(*CI2'(*1&-1'8+48<$,H&I?Q!

DF>+1220,)',4'+1/,;<0)5)*>+ *10)'H.#/AJ679":"
98&!Y#=<JH3SKDTI4'2$&,*!:(+1&N4'&++&&N1H "01"#%0AB%0P'a’, 1(6,!D!OIW]P!

(*C! 4# F,&CI'#! (FF,*$?! <8'26($21'(487Q! 988&! '&+#/$+! '&H&(/&C! $8($! $8&! 4#',F,&C!
Y#=<JH3SKDT! 4'2$&,* <2*$(,;*,*1! (I Y,+SN! $(1! :(+ +#<<&++F#//?! 4'2CH<&CQ! 988&/!
'&<267 *(*$14'2$&,*1($! (44'2N,6($8&/21 ZS! @I(!;(+! CE&$ELFETE R:GXW!0J, 1#'&!S(P!

(*CI>&+$&™*1,66#*27/2$3$,*1!0J,1#'&!S7TPQ!
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1 2 3
250 kbDa ——
72kDa ——
28 kDa ——
S —— HuScFvM61B9
; (26 kDa)
17 kDa ——

AO@.+1'MBL*1/%0,)' ,4' >.+0401-' H.#/AJ679" I"# #E#8SIGD'5)-' T12*1+)' <3,*
5)53=202BP! 98&! <#C&! 4'2$&,*+ &N$'(<$&C! F'26! 7(<$&', (! (*C! $8&! 4#' F,&C!'&<267 *(*$!
4238, &' &I+HT%E&<$&CI$2IKCOI=I=R: GXWI(*(/2+,+QIB'HC&Y?+($&14'2$& FHOYH&IKP-!
48118 4288, *+ O/(*&! ZP-! (*C! 4#' F,&C! Y#=<JH3SKDT! O/(*&! P! (&! +82;*Q! 98&! 4'2$&,*!
7(*C+1:&'&IH, +#(/,ULCI$8'2#18!: GXWID/#&I+$(, SPLQER. *+1:&'&1+&4(($&CI7?1=1=R

[GXW-1 $'(*+F&"&C! 2*$21 (1 :\IJ! 6&67'(*&-! (*C! +#7+&VH#&*$/?1 427&C!;,$8! (* YO:R

<2061 ($&C! (B ARS(L! (*$,72C?10C, [#$, 24 K MAPQI98&I'&(<$, 2% (+] C&H&/24&Cl#+,*11(!
<88.6,/#6,*&+<&*$I+#T+$'($8ICRS&<S, 2*1+ 7+ $&BEQIBHCE!?+($&14' 2 S CA UL RREP-!

4'2$& *+10/(*&ZP-1(*CI4# ,F,&C!Y#=<JH3SKDT!O/(*&!]P!('&!+82:*Q!

"0)-0)@'5440)0*=",4'H.#/AJ679""

98&!'&+#/$+!C&62*+$'($&C! $8($! YH=<IHISKDT! +#<<&++F#//?1 72#*C! $2! ,$+! $('1&$-! BIKLM-!



:8,<8!(+1,6627,/,ULCI2*1$8&!:'2$&, *IXI7,2+&*+2'1$, 4($]MiBQIO8&!7, *C, * 1 IgFRCY, P-1
($ILQ[MIPIKQZLHHDB&(*Ip!=IP-1: (+1(++8&++&CI7 (+&CI2*I$8&I(++2<, ($,2*I(*CIC, ++2<,($,2*!

<2*+$(*$+1#+,*11$8&1a<P&P!. Z!1+?+3$&6Q!

E1*1+:0)5%0,)",4'H.#/AJ679"'<0)-0)@'5/*0J0*="

98&!7,*C,*11(<$,H,$?12F!$8&!4#' F ,&ClY#=<JH3SKDT!$2!BIKLM!;(+!,*H&+$,1($&CQ!98&!al!
H(/#&+! ($!LcM*6!,&'&! ¥ <'&(+&C!*1<2*<&*$'($,2*RC&A&*C&*$! 6(**&'1 O, 1#' &I M(PQ! 98, +
'&+H$! +#11&+$&C! $8($! 4#',F,&C! Y#=<IJH3SKDT! ;(+! +#<<&++F#/[?! 72#*C! $2! ,$+! $('1&$-

BIKLMQ!!

()20<0*0,)'<0)-0)@'5)53=202',4'H.#/AJ679":'5)-'5)*08&EIOP";|<2’
)*8,7,$,241 7 *C *1! (<$,H,$?! :(+! C&$&'6,*&C! #+,*1! *8,7,$,2*1 WE)=GQ! 98&! 62#+&! (*$,R

BIKLM!6G7+!@S RKDT!(*C!3SRKWTP!,*8,7,$&C!$8&!7,*C,*11 2F!4#' F,&C! Y#=<JH3SKDT!
$2!1,6627,/,U&C!BIKLMO1! f<2*<&*$'($,2*RC&A&*C&*$!6(**&'1OJ, 1#'&!M7PQ!98&+&! C($(!
C&62*+$'($&C!$8($! Y#=<IH3SKDT-I3SRKDT-! (*C!3SRKWT!;&'&! 72#*C!$2! BIKLM! ($! $8&!

+(6&12'1<2%$, 1#2#+184,$248&Q!

0615/+0J0*=" 4'H.#/AJ679"* '&EQOP") #.>$9'/1332"
J12;1 <2$268$',<! ((2+,+ (+] 4&'F2'6&C! $2! &H(H($&! $8&! F#*<$,2*(BA<RMH,

Y#=<JH3SKDTI(1(,*+$!BIKLMI2*I1=#49K1<&//+Q198&!IY#=<JHISKDT!;(+1+$2*1/217 2#*C!
$21BIKLM!2*1$8&! <&//I+#'F (<& 2F!=#49K10J, 1# &IM<P-1<264((7/&!$2!$8($"Ma! $+14('&

3S RKDT!6G7!0J,1#&!MCPQ!Y2;&H&'-1$8&!'&/($,H&! F/#2'&+<&*<&! *C&NI2FI Y#=<JH3SKDT
(*CI3SRKDTI!6G7!;(+ILA(*CITT-I'&+4&<$,H&/?Q!!

(
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< ! ! 1lef

AO@.+1'RB),+15/*0J0*=' 4'H.#/AJ679":B  |BP!98&!6,<'2$,$&14/($&+!:&'&!<2($&C!
 $8!BIKLMO1-! (*C! Y#=<JH3SKDT!;(+| +#7+&VHE*$/?! (CCE&C! (B! H(', 24+ <2*<&H$'($,2*
$21(*(/?U&I$8&!7,*C *11(<$,H, $?12F Y #=<IH3SKDTQ!Y#=<JH3SKDT!:(+!C&$&<$&C!7?!YO:R



<2*0o#1($&C! (BARS(L!6G7Q! DZM!;(+1#+&C! (+! (*1,"&I&H(*$! (*$,72C 7 < XBIDERD
WE)=G!;&//+!:&'&! <2($&C!:,$8! BIKLMO1-! (*C! 62#+&! (*$,RBIKLM! 6G7+!:&' &! #+&C! $2!
*8,7,$! $8&! 7,*C,*11 2F! Y#=<JH3SKDT! $2! $8&! $('1&$Q! 98&! +,1*(/! ;(+! C&$&'6,*&C! #+,*1!
Y0:R<2*%#1($&C! (B RP(LI6G7-1(*CI$8&I (7+2'7(*<&!; (+16&(+# &Cl#t+,*11(16,<'2$,$&'!
4/($&!'&(C&'QI98&! C($(! //#+$'($&! $',4/,<($&! &NA&' ,6&*$+! (*C! (*I@ER(FT ! =IP-!
(*(/2U&C!72!(14(, &CI$R$&+$!0qq! 41 "Q K P Q!)66#* 2F/#2' & +<&*<&! (*(/7+,+ FRI$8&!'&(<$,H,
2F! Y#=<JH3SKDTI® (*C! CP! $2! BIKLM! 2*1 =#49K! <&//+Q! :WR<2*%#1 (¥ KB, R

(*$,72C?1 2'l GI&N(! J/#2' cS[! <2*%#1($&C! 12($R(*$,R62#+&! )1X! OYSEP! ;(+! #+&C! (+!
+&<2*C('?!(*$,72C,&+-!'&+48<$,H&/?Q!98&! 4&'<&*$(1&! 2F! 42+,$,H&! QN FE/PA' & +&*$S
$8&I6&(*IF/#2'&+<&*<&! *$&* BB TH (/#&Q!

E02/.220,)'
98&19ZN 8H#B(**&++! +<2'&+IF2'1$8&!8&(H?! (*C!/,18$!<8(,*+ 2F! Y #=<JH3SKDT! *<'&(+&C!

2H&1$82+&12FI$8&IA('&$(/1+&VHE*<&QIG+!(1;&(@!<2"&/($,2*1 7&$;& 821G BRARN +<
$8&(48#$,<I(*$,72C, &+I(*CI$8&, I(H(,/(7/&!,664#+21&* < FHCHIC(S(+#11&+$&CI$S(S!
$8&!,66#*218* <,$?12F1 YH=<JH3SKDT!;(+!'&CH<&C! (*C!<2#/C1 42$8&*$, (//?! C&<'&(+&! $8&/!
<8(*<&I2F!Y#=<JH3SKDT!,66#*218&* <,$?! *I8H#6(*+QI A+ *1I$B&IOZNBHE(**&++1+<2'&-]
<264/, <($&C!(*C!$,6&R<2*+#6'52b!" BNAE' 68&*$+F2'l 66#+21&*,<,$?14'8&C,<$, 2+ 2F!
Y#=<JH3SKDT!;&'&*2$!'&VH#, &Q!!!

:8(1&IC,+4/(?1<267 *($2',('4&4%$,C&Y, 7'(", &+I8(H&I T &&* 1+ #<<&++F#/|? R GIFF &C!
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