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- ,furill r*r t^I t':.9rlt ;ult ;-,",- Periodic Safety Update Report : PSUR

, JjLlt dF"ir-.-ill ,-iL - Summary of Medicinal Product Characteristics :SMPC
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.i,1" Ull t:;&ll r-i ,q..,-t G+-, tJ aiU! , .,ll^.ri 1J+-rlCl 4ril3Jl tit rG-i.,*ll a.ljl+ -&

.USFDA Ti Erd.a GMP irkii & rLt. dkjll A1-Il CL:^ll Lli^,-ll O-l! Oi

. 6r^:, ll a+-,-ll &ll"LJl dbl rP 6;r1.-a cl.Vt *:t 4t;;J crlrl4.,i ;* 6r-113 O:S Oi

cTD ll .jLJ 4ilL^ ,.,F Ci (Jlc, 1Jill i.-.:ll 6Slss -jFl.li- e rjt]Jt ol*) L;xl *uiJl Jl*;-l J

.,=l ,/dlilJLfljilYl ,,,iril-.ri,-oll 6Jlj-rJl 1Li^j FsL"Jl dl;l-l,rlc;-,pill fr.dl-r./-l ,pri.Jt

.a**t:^Jl a-..oll 6;l_,1_l .grl;:^ir-ll _,p1-= Jl

ir-,+Jl eUt:Jl +U,fi-Y L."jJt^ll ,Fli-e]l Jl a!t,:]'t+ Module 3ll d,"*ti.-9 dJ-:ll ,-irL J

: ya.ir,sr.ol ;3'ie 4irLi:Y L.jlL"tt .#EJll 3.4

4iL-Yl 6J+,ll ib+i -)l 
j & 6J q*E+ i,ilJ 3,2 r$l cg, { 3 cp-r ) dl-:. J,^:Jl" i-,1-.1r 6;LI-l -1

.(a-lJJl !' Ld-6 dt^ e's ) iJL:ll ; '+ll i*'l;r f-': 6o t; "'' j\
l

.6-:+c arU! a*,J +r-,i Jt .itr c!e-r. e:+,ll LJ.l.",-.,,i ,,,1L -2
11

.yr.,..i a-6i,:i a:;s ajl--i *.,ro g16r\.& ,l CPP 6Ja..i -3d ]4 *''1" 
li

!r ,1 \ t.l

l.ill .jJ^ll

.sil3Jl '^-t=j."^ll i:Llr flU -4

anl-t^ O:s Oi ,r& 1$Jl a-.:ll L:l:s yt-- c+ cHJt otly L-,l)-ll crQ,Jl Jl;=l -5

:iJ- till e)tJl d d1_: dJlJl ,-jld Afiy A*,lJJl

.(ds;it + :i) i.L,.^ll ;:+,11 O' tal::-". f+ d. iliri kiiUl rl;Jl 1,tiJl ;r*Jl c-ds l.)l -

dis-llt d Wl-;I rl;Jl ;34Jt3 (&1*,d!$ - .i-r+^i) iil6.1,]l r.=i (dJ+,"ilf + :i) ab."^ll ; qsll cnts lrl -

dis-^ll u+ 1.6sr-:l .'{:J#l; (Prf s al^F l) ry, :-=i 1;6;t .+ -:i) al+,,*ll 6r,i'll d-6ts lll -
.r.6.l1i d a.[*ilJ.;,J'-r dltill rljJl qo),1' 11 a;r,:]t C:s Ci & -*yt

[tu.:



I
. A+L:\,l 63+'ll c!+-::lj:;'. .* ri E^ Yl YJ,,-i 4rel--ayl 6J+ll dJ+Jl ;ly Jr,.; ) 4jl't-l' a

: iitt J.e fur 6.il-ill ,,,Jt- dlqirl Lj&.tt LljtSJll 3.5

,. ' 1< Jl 3i 3r;i-.-Jl) iSJ-ill di-JSJ r*,1 l ( 4 cts-* ) .+t-:t dls lJ*,t.,i ourJ,- ,.l--^:x 6Jt-i*,1 -1

aS_1-,ill dy> L6l)i.l Jl-- #) a,!.-.ll asJpill ul:,.re3 -,1 - "'eS;lt 
4SJU asJ"ilt sly.rc-e 1.-t -(*Jlt

1 ,J--r i,,-!ti. , . 'rl- Ji C+J s+).c , -,-,1- ll 9lS lrl L* +:-: - t':l+Xt f-,Yl - (crS-ftt aStU

: A l-"+ +A-* { .... .-iitdl i-, -,J$-rll obJ- 3l -;js.ll 2\LyA*rU^ ,.,.r1- 3i

. cJ:.iJl ,fJt-, ,rJl , . 'i< Jl 31 3-9i..*ll ,Ja*t Ji Oc 6J q.a -l

.'Yr*i 6i^- t-+..;il1 4SI^ asJ*tll ,-* C+o r.d+-1fr --

."r-5-;.,ft aS.lL aSJ"Xll dF,,J +r+: -li .lJr.d JI-.;s i1c 6; q.a -(:

.4li--,1 :l;Jl ,,t\-ll OyL; e.al3 ,-5-9_.F -.3

.i*,lJill l-J \ir-,: JL-:,L ,F-, L.ill 6itjl oJi JSS ,.!l-ll c)5*,: ,.,1L -2

;.j,-ll i,s..-11 S:l;:;ti- 
"+ 

&lJf ,lF) a^-,1$f ciQ,Jl _lL' -! k# l-+/+:+:^ll al..rlk^ll et-iJ:-,l -3
La;lc 63r-: r!)Lill i-"l- iar:'- c]!-r+ll OrS Oi ',' i j l.aS . {*,1-1Jl 

a 
ri "ll LiLll ,nLt- O-rS: Oi .-lc,

.dLlL ill-l$ 41r.16 J;c t+-,*l A+J-t^ll c.LrlJl

: ,* t- #':x d++J ;;t-r;l -4

.Yr-i aii.--i al;s ajl,:i j,- e{+ 6r1-d -i

.( Ft 6Jl ;-rt6 ,y; elJr :Sl e- dL ."s ) o+$ 6i:J clJ,b, &)ti O. dfi Y ;r.l i-:,:.lt

cl e ill rJ,- 6JrL,: YJ.:i i!5.--l €.;&ll r.lrri'.)J Ct - '.ul-ll Oi d+:1 ;.rr' ill iiJ-l -li q-.- 4i$J
i.iiJ1 ,t, ,J 1i-,,*ll

. i.i:-tt ..)li ;-i a;iJl aaJl g 6;11-: )J,:i a!i. '. tl,j)l ;a,,!l-ll _;li d+il;r1aj

e+ Y_l-f A-6i.; LilJl ''li,is 4ii, ll iaJl LJF" 6;rL^a 4"6lrill *;sll3 atj3S^lt a-ilS r,e-N.+5j 6r1a-i -e 
.

. ai'-ll EJlj3Jl ;rra^,=s k4*rrsi

. q+:Ul or tt,;yl i-r-,: ur-J"-it a+j$l q,,31 arfg {* r.l -U-r. -C

l-ri:-. ta.l. JS ,J cj3lsll : ds;lt e:E -.F: y t<+ ,:+rLll di+*,j i Cl CIJ+l1 ot^-"i 6*;:: ful! -t

-cf

{F-,,-rll

l
-(J



',;;t-sJl ,-l "# 
d+I-llt+ fl;iJYl ,,,iJi :+l'-ll sJljCl -,,;'ll-a^ ,.ur -!GsL,*ll d+ti ,rlc ;;riJl ft- dL- *

.q-,:Jl 4..,-ll L:lls g;-rJ ;"ui,-.

4i1,,.-!l 6J+,Jl c!+-.3:U;:,. r,+ Jl 6^ Yl YJ,-i 4rs1*:)l 6J+-X d,1;*'lll tl-p Jr^.; Y 4-1i't^lt B

: iilt J.e OJJ 6*i:Jll ,,.it^ g).s*,,31Lj$^tt #tiJll 3.5

,.,1< Jl jl 3r3,:--Jl) ASJ,-1,11 c!S3 -t t ( 4,-!-t-* ) qr+Llt ;* a;*,l-,i ot-rJ'- ,Jr.o-G]j ;j;*,1 -1

aSJ-.ill d1r, l+)tsl dt- .,-i) 4.*1-:.ll aS eill gl3:e3 
-,1 - "'-r'i;ll 

4Sll- rSJ-Xll (Jljic, 3t -(,*JJt
1iL-ra*,lj.,rrl-Ji C+J,r;)c,JJI-ll ulsli! Ep+s: -gthsll f*,Yl -(cr53t <tU

: ,,r! 1-+ +ir-* { .... .illCl C-,r - .JSJI c,r}J- e-t -lJ"t ll 2 ALy A,-ii. ' . '.rl' 3l

dl,ill ,rJl-..rJll ,.'i<Jl 3i 1l-9i,-Jl r,a+i.Ji gc Lls,a -l

.Yr*i ,-!i o r'-+i.Jt 4SlU ASJ*lll cr eU.u r-;+:fi -*

"r5;lt 
4slt- isJ*lll di+J +r+: _ri dJ+-,I )l j e 6_2 c.-a -d.r

.d*.*.,: :l;r"ll t..+J=! cl:L-l C'-z\ #:-,,S -C:

.a-,lJill f-J +:*i JL$l+.SyLill Giti"jJl 4+i JS$,.ul-ll g].s-^.,3,.,lL

a-i,-ll a-...-ll isl:s;1..o^ j dlJlJl ol*) L;)Jl 6l+ll JIG:I k+ f4 L.Jri-"ll sti-ti^ll eG-rj-,l

!:, ...b

dLfu ai;)J 4Ii16 J;c. t+J-!l 'Ul] Jl cil-JtJl

: .* t i6;ll di+J 6Jl-l.-bl -4

.lr-i iii. i a-:;s ajl^-i ;'61 irlai -i

tlr.,]d 'e4*,.,r1-ll ;i c.r-,,]l Lti"tl $ja+Jl aJ^^.,JJl eLpJl ;ri-6r.:"3i ;_,pt^-i-ir'ir -?JL

.( i=lt g$l ;rt4.l a ^" dlli -,Sl e- r}- o.s ) o+:U .oj.i 6lJr- &X O' cJ, y i:^l f;,r Jl

.tle ill g,^ 6;rt-.- Y:-i iii. i fJ-,tll ,lr:.:.,,;[l CL:,.,.r1-ll Ol ,.:r$1 ;.rr. -ill &- _l _li a+--- {i$J -&
L:.r Jl rl+ ,ss a;,i,-ll !.^.,j1

. L.l:.tt .lr (.5-i a;i,-ll 4(-.jl il" 6_;rt: )-r-i a-6i. '" tt,-x)l ;o,.ul-!l -ilr c{::6rtaj -&

,.+ Y3,--i a-6i--.t i,jli"tt rt ,# 4i,-ll :a -.ll g* 6;:1-: 4"nlrill a;ill, oU-rS^lt alfs g:J tlsj 6rta-l -e 
.

. a+l'-ll sJljll _.,)iL- 
'd 

k/llil

. +:Llt ,=.i 3t,;Yli$ -E-)--1!::-Jl qJ.JlaA!:t:,i.1l ,l^ -rui: -C

a.-^Jii^ t-€! dS,=,s d3t.r:ll -: cl+;lt e:U -F. el L# '-'rl-U dJ+-l i dl Ol$ill o1^-i ;^;:: int! -t

t *Jl- g3r..o: .j)Ell AL- {4r'- o!3.;"ll et:Si Oi , -, iJ t-"S . t-,|-;rlJ f$^ll , ; l;!l qj.rlJ.^ O:S: Oi .rtt
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ir:.-

6;ii el e 
iil ;'- ;*;l 6 d+ r;Jiill r i, lo61!!i ir +, rcrl-li, u,,-oi cJS -p--:-,.f1 ,J+*,j r.rJ-r.J,,, iJ

cj<-ll cDi cjl "<r.,,Yl dr JL q5.s3 ,yJ,.-l +"+lt cjl-<r.,,y 4pL:l :<*i O 4k- ,rf+J r rJrli 
-,,1,-i/cj+**,rff

a.1

Llt^ll &1fu11+ iiii*.,1-o oJ,rrii., c3c,;;.grJl ,;;rJl diJ--,I .rlrrl ,_,ll l6Jt*j-,L aj_djl cIS_: f*+ -1

. (i+il-X a--l+ 4.4 $Jl ,d 6J-6r"ll sl 4.2 .+ll ce-, )

. di++*,jll sr:i r ilo dr4 c^.{ l.duit-l cJL- u+_l -tii a-r.rJt^ll otig.xll ;tjri,-Jl 6_1L r,,,y1 i*,l-rr ?+ _2

.(4.4 sl 43 s+ll cp_r ) 
'Yr--i 4+.J-t^ll 6:U JJ jJL"^!l dl+.,nll 1lr;i t il o #ri3 f+ _3

i*,tJJt &+ -H# :l"lcl 5i; , ;l Jl .,Jr el !:-)- .gf 'o*: & ,+, , j..i.,*ll ili+;ill r.rrri r il o ct":$ -4
d$rl Lrbjil 4-*t-,1 6.l.l; r;3Jt ll L. J.

Laf ril "Jl ,y ,€t As-dll eui:*,! 6r-c jt-- .r-s3 ;r-rl-l i-*.i: iLlS Lr_rJt^ll dr)L<r ,,,y1 ds lJi.{ -5
.d5-rll 1';9-*".rlJ .U{: . :,\Jl i*,|t. f+ 6ti ar.rt^ll

4J1^i tJ$il gFg" *I"i ftu"l]l .+ 4ii'-ll crle rll r3r; LJj.aJJ L.jt^ll cryr .<r .,yl i,ilS orqri*l .r. -6
ajl:+c. a-iK Cl.& u-as:!,1^ d*+J ++, e*,J Oii-lr) 'Yr--i Cij+-"jll q+jJ 6ri_s^ll f,*,jl \.rr.,1t

.( +ti" tt

.c.,l:-,,..1,, i;.u1i.sJL- dJ+J +r+i;rk i :,^:r:,.*lt Cr4 ir-j +riill tJ-J 6ir ;L6l a}-,t J'; _7

"as-rill ;l-:'rc, -,1 - "'+i;:ll 
4slt- isJ,.lll rJl &3 jt -("+utl ,.,i(Jl 3i 8r-F.".ll) rsJ,j,Jl dS: e-l )

- qrrY '';, ^ll dil^ill - (sJll r*,Yl - <J')t+:lt r*Yl- (L,,.++:Jjll 4sL asJF.lll Lp larx:t d1.- u+) i.i^- ll
r i' i-li ,"r+yl:+ri ;ty5qFjlJrll _l-=:,.*lf OtsCJ l-*+r=:-i,"6lJjl 6y:ll -6J.,.ll ;- J!+,ll
,JLD !l '-l,o +J ri ;r-:"-Jt {*=.:ll crtl-LJl cr:.! d$..;. J*,^ t oarA J,^:sj-,^ll rJLs ll! +bj -

: ,-ll t4 i-iiJ^ OF Oi& { .... .-iiUl it -,JS_II cp_r- e-,1 - qrt:,L1,.,yt _ r &uo

. d:*tll €_.rL ,=Jlt lis^ll 3l grF.".ll Ljra;ij 6 Z1q,-a -i(. t -.Yj)-t di' " ,-pS;lt 45JU ASJ,XJ! ,Ulo dJ*il1 .s_,rL 
";.;3s: 

-r-r
. ,.:-1.^,, X ,*+J +r+, _tt_p *t _li dJ+J Jl-.;s d;c 6J e,a _rr

. 
"r-*i_;llqSI^ 

aS_,,X11 dJ+J !,r1 -rlj [p 5 r_r- -ti
. o+S +_rJl^ll J^:.rl., U *,r_:1^-l e*;13 ,ts_ _:_.F _e

cD|s er1 Utul F "+"t: .rl3Jl pe.:*Jl q.1i ,",ii ;{$, -C(h.r=r.J1..#)ail-Jl JL5Jl
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clti idt*.* 4.3.1

. yr*i a_6"l, i +:;s aiL-i J &+ i.:ta.$ 3l Cpp 6)kj-l
.ai-ill irtJl d*Jl di^,_lJ +j+- GMp 6rW d,c. ,e,-.-z

r:LrJJl 
'i!aG:J "'+'-/l 

4slt- isJ.ill g.,-li=" .a.- gJ-rQ PSUR Jl crLl;-:l et.6-,rr ,,Jfiill ,J,oiL-3
rr'c' - i*,lJJl 6JG - i*,rJJr ,,Jc, -i 'iJr - o;-t ._l a;.s+_l J":=r^., x g:l-...:rr e-yt: aJurr 4!i*t-,\,r

cJ3ts p Cl JJJI - i*,lJJl 6:" J>i -,,-b-i. , Jl d,r^ a-f+.ll c.,l'-_ill s". 3i u-L-i.-Jl lrl:ts ggsl G*eJ,"ll

. :*,lJJt a.-)l,i _ t+r, r^:-l,,!Jl

..,jlJJl ';=i-Jl;,3.,5 !til.:6 r.in _{

.,,jl-lJl J,.:r:.,, U (SMPC) i3lr- 4li-L 6J,ij_s

.r.i,.. .,d.,D +.rt&l (SMPC) ifu- lI-L 3J,L_6

.q-+rJl crt-rlIr:-oll eujj_,| _7

.ilJJl L:lrll crl-rl,ti" ctig-l-6

[),I 4.3.2

.(i) .rlll etjii-,L 3.3 iJiill os;ryl3Jl ll*+-,jll!:jl -;;,

La;t J+,5s cJ3ls^, &,,ul-tl jf dr$ Lir Jl $;4+r,-.lr 4+^^,,jr ot6-:Jr ;o air. . ri ;-,J.- di,s3 -,*r
'( -r'tt edl srl+.i i-i. dlli 

-,sr e- ,J,. r* ) o+:u Gi\J crr,,!, c,x .p cJfi y ;u
.:l e rll ,i..;-lrL YJ,-.-i 4!i-.i crJ*iJl ,lrl1",).! Ct,-,_,_,1-ll gi ,-, ji,i,r, 1ll 4e$_l _:i 4+-.- 4S: _G

i.rr J1 :1, ; 4:ri*^ll !.^.,j1
i&J1 ''t, ,!fr 4!-ll ia^.ll u," 6-;:1.: yJ*-i t{1. i tldyr u^ :+Lll _}Ir c.,J:j 6:l(,1 _crr

3t; Y;,--i 4ii ' i i 'r'i Jl + rj qi,-ll i<-ll o,i ;Jrtra ,.+hilr erl-l eLt S.Jl eK gr* .+SJ ;rle ,i -e
. 4+j,-ll ;JljJl _.;pL.i- d k_*:r

. ,-,.rt-tl C tl,.iyl au,-.1,-r"-+ L_,-l]."ll U"lltGtf i"+ ..r +_,* _C

e+ L-.ji^ k- ds rf drl$ll *, cJs;lt ert -lsi e k*,.,.,1-1r dJ+-J i,Jr or+r *L^^,,[o,*-*: i;t! _a

.Ls_)^i,tl

ll_q+js LliJ+-,j ++jl L.jt ll #L:.Jl: 4.3.3
.Yr.-i aii. i a-:;:- a;t-i ; a;9;.ta; _i
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i.t .alt crtll-Jt .r.ri Yl ipl

i ;r."ir.tr

. YJ,^-i i-6 .. o es Cpp 6rt4.i _ I,', iir CPP ll dJjtS .Jt- # Yj .)t-i 6JJSLll 6ljte ,ill a;s! *L &U l:=:.* Jl Oi c,,l, L ;L.^-1 _2

dlli

,J.,l-^-uJ J,.-i.,*r u.d*i,'. du- 1*,ij 
-ra !-r-r- -- ffl ffi "tfn .i ;i -i

al-ll cl-Jl di-'-ll oA oi ,i ettr crn u -.r1.' -l e r=,+^ s :i 4sr+ d eu ,i *rj .-i ,iit*.rr
. . -al,--*ij '''iii cPP ll ;rle 'il;;.r.- lr 1J^^,,jr a-tL^rr Ji il=^-rl alLJr LJ^ ai!- ri ;ffi -5

Oi li+lS EMA Jl (5,L Ai.:L:ll crl p;si,, ll Ar-,:lLJ ,iL go dii y a.:^l i;iJt + # .}^:sj_*ll dsls ,
.d-l:-rU rt-=iYl ;lrL, r-[ j i:*;il g!3lsll O,s;

.a;-$Jl et-dtill eti"rt_l _6

...r:L: e;13 6:-f _l

- i+lEll cyLJl ,-ss G-l*Jl dli+J Gi$ Ji .,iI
.6r^1-Jl ar'rJl aJ-.-ll crt-tLJl -li WHO iJ^ltJl a.-.:Jl i..tr;^ c"i-:-r.,,& ,1+4lt *j-l , iari lj1_1

. Lr,rJt $ C 4!l$ :i *. tsJ , ;irl 3i 4.-Jsj ;fi ,.t_Z
crlcl;pYl ltj.jl e. CLl+*,jll crleL j Lii.ll J^:tr.,,.JtJ ail*:^ll cJ*rJJl i-il,. o a.. 

'ti-y l+ 
',1_S

/ 1,,"

Lr[
I

r+r1j /dJ+-"J

i.ltn
. ALill rl-s-X ,fCl .JSJill 

"+ -HJii.9i ot;,;J rrc r;s:-^ll di*+-j ;.U1 [.
>sl 6-u el-dil dL- cd3 , r;rrill/LlJ+sill .s_)L rJlS til yl.J,G-t* & .!.,: 6l ,t51e+ y.

crlcl-r;i dl-<i*l &+ ++ill 6-:16.1,;r' -1oi .&, .!-r*ill ,-'lL.''6g-'yJi )J,^-i diJ--,rll sr;.i r_,1! #s,.,iJi
.c)p":ll_l +r+iJl

.dlJi^l^ &&jil OtS dL i;fi"^tt {l_,,1+.-9 +:lr+. 4iL( &4 dE*, ll Gsj-Jl & .!.,: ,l>! e_r,,. .
ll'' i e+ Y: ,;;l:rJl Gl-l.,Jc d-.-Jl ,,,ij dll--.*ll J,.:=j*" ll J. 4Jlrll d.\r-:ll ,y,|i+l +l .:c. 3
i;;.) e''-a'='lI+ ijiJ* arJ-t^ll du-rll t' .^-J r-+ dlll: dj.-i11" a--ul 

r_,*,_,rll 6"r.r+ yl iiilJ,^ll ,*rLis

. L;)jl ;s3;ti]1
.eL:lYl *i-,e+.-3lr 6^ ta-r,.a-:-.* rL;.,'i ,tJ!r;SJ:ill ,_,lL & atl_+

.Y-j,.:i .,ilJ-:ll l:';+ll elr, ,rl'ul, ,tityt16;cj ;r. i tit_5

.qL;.1.1;;S: -g
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-G-i-" ll q.r1j / dJ+-l 6rle .i ..p L)j*.
q-,:Jl a=..oll L-tlts .,J YJ,-i i+:+ll 

"'-"till 
iSJt^ ;SJ^Xll qrj / ,J1r.,,1 ;l-p O- L) q.a-z

.Y:*l {j', . r!.r- CPP irk-S-3

.ql=lr 6J^n-5

4SJU aSJ,iJl dJlS cjt^ u+ ri+l=ill-t n+ Y 4ji 't-lr i+il1 A-s--Jl 6;lt: .,p1-.^,rl l'^:-1,,*Jl d+ti-6
,;J,,Mll a-.j-:^ll aSFl ,-'-r,ai JL./ dS36!t X;t1 Yr*i d+-. -l e_o e+ ;++ll 

",-rti;:Jl6JljJl 3L:- j _.:-il1 ,Jiil=l ,rlc i;:il1 d' dL ,rs3 c;qr;.Jl 
"-"r= 

ijl iSll- 
"+ 

Yr-i t+J aL..*ll

.t_,_l-ll 4...-11 L:lss.grJ ;r^i,-ll ;,r1i-Jt ol j dJlJll+ fljilYl ,,,.Ji d5,ll

:i,ltrilt rt_rtt pa.^ ;r*# Se L..d!.lt .!iti*tt 7.2

-:.--:*,"1t +.r+i / dJ+J Slta-i 6c dy,--/l

+,,s i.r^^,,-Jli+j'-Jl iLLll a.1c 6'!1-a yr-i aii.-^ i-ir.:- iltill ;rLll Ct-^tl +r+ll iJ.X GMP e.1+i-2

.L:,:^tt

.(3.2.S ,2.3.S iltill rl/.4iLl^ll) CTD ll #:\, ll cl:,.i1 GiJl r;u-3

.q-$-ll eLI}; ll eG$-l-4
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