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Tocfldora (funrnrat do dlmstll)l mfiuurl nol ds roducerul ln rrllnlmum 0 rlsaululdo npnrlflo a_roucooncofntopntror nr.uritp*it.lrog*r,rrvo rr"LMp) - r*EUrrrofsrltou rs lu oxtl ndoron mon ltonzn iir giin ti*ru p$ron ri rntn m*ntulu I

Stimnto profosionist din domsnlul e[n[tEfll,

Do comun acord cu Agentra European[ n Medisamsnrului (EMA) gl Agenlln
Naflonalfi a Medicamsntului gi a Di'opozttivrtor-lvtroioutr, oo,,1prnT* Biogerr Icleo
dsroflte s[ v[ aduo[ la ounoqtinl[ nolio rnasrirt ar irauo*re ln rriinimum n rissuluide nparilie n lsuooonsefotopaUet rnultifooal-o progreslv,ri iiHapl asoolsrll
tratamentului cu Toofidsrn:

Rozumnt5

Recomandfim lunroa ut'mfitoarolor mfisurl penh'u rsducerrua rl;irsului do apnrlfle n
LMP:

r lnaintoa tnoeperil trntanrentului ou Tsofidoru

o noigurafi.v[ o[ osto ofeotuot[ o hemoleuoograrm[ r:omplotlt (lnolusiv
lhmfoolte);

o trebulo s[ fle disponibll[ o oxamlnaro ds IRM ds refi:rrhrfil (roallzatlt, clc

rogulfi,ln ulthnels 3 luni)i
o lnformnfl pnolenfll cu prlviro ln riecul do apnrltirp n [,,|]vlF gi ou priviro la

simptomelo clirrlce poslbile pe 00rs trebule sll l$ urfi:rltl'oascfi, preoum Bi

asuprs mHsurllor oaro trobuio lunte, dacfi npnr nqente sitnptottto,

Dup[ lnceporen tratarnontulul su Toofidsra:
o monitorizall hemolouoogrilnn completfi, lnclusil' lim:lilcitole, ln intsrvnlo

de troi luniii' o dln cauza rlsoului posibil cresout do aparilie a LMP, )luatl ln oonsidernre

tntroruporea tratnmsntulul ou Teofi{ora pentru Frasior:rtii ln cnro numarul

de lirniboito ssto mal mio do 0,$xlOe/l gi caro porslutiil mal mult do 6 luni
(adlofi llmfopenio sovor[ prolunglt[);

o daofl fatnmintul osto oprit din onuzn lirnfopenir:ili, tt nnitoriznfi pncienlil

p0n[ o0ncl valouroa limfocltolor revlns lq normnl, '

Alto obsorvalli:
Rofinefi c[ LMP poato np[r'ea dosr ln prezenfn iufecfl,riri cu vlrltsul John,

Cuirnirighnnr (virusul JC), Dac[ ss ofbptuoaufl testnrqllr pentru doteotnrsn

' virusului JC, trobule nvut tn vedoro faptr,rl olt nu a folt[ shrdint[ lnfluonfn



tratafi cu Teafidora, D0 as0m6nsn, trobuio_rolinui rirl:rtul c[ un razultat:nogatlv al tsstului pentru. antiaorfll unu+cv (rrn prrozonla urrei vnlorlnormalo a num[rului os tirnrrrjiif iu i*orra* porrrltrffi, unoi infocfliultorloaro cu vlrusul JC,

r DaoE' se continu[ tratamentul ln paolonlii cu liurfcrpeflio srvor[ prolungitfi, serocomahdn ylrtlea atorrt[ ppntry d;tilililsimpronrruror r:rp LMp:o infoflnafl drn. nou paotenltt ii'il;;;;ir..oorc iu tnl;rijeso ou privrro Iarisoul do aporifis a Ltvtp tn prerlnto-raoioritor de risc rpi rearnintifi.lo onrosunt srmptomsro oHnics probooo anro trobut, i,,rrurtt*,r" 
'"

o monltorisafl pnclenfll peirtru tosntlfiqaroa sornne,tor ql sirnptomolor saupontru aparilia unol nol dlsfunolli nourologlou (oi, u*;;rei;r, o disfuncfiemotorlo, ninrptomo cognlttvc gou puit ioil, n*ii il ffir; fE;ui];LMP 
ry*-,:Yea slrnptome similiro 0u'aslo lilu rr,.,lerozJ ,tirilielq

deoarecs arnbelo eunt afeoliunl de*rrslrnizante;o avofi tn vodore necosltaton sfeatuHrii ds examini[ri ]l,rLM ultorionro, oa
parte a urm6ririi ntente a slmptornelor do LMP, ftr conforrfiltnts pg
rocomand[rllo nnfionale gl loonle.

r La oriasro paoient la care so suspootoaz[ apari[ia Ll\rlp, opriti irneclint
trntanrentul cu Tocfidera Hi ofootuafl invostigafiils nooes{rro.

Inforruufll rupllmontnro roforltonro rn problonrn do rlgurnnflt

Toofidsra osto un modlcamont autorlznt pontru trntnmonful poorionfift:n nclglll su solsrozll
multlpllt, formn rogtlrent.romlrlvtl, Modloamontul Toofldorn po0t6 crruzr lrllrfopeirlol t1 sruUiit;
ollttlco s'n oonstntqt, ln oursul trfltomontulul, o oc[dor60 cg nproxlnnatlv 3070 n nunrlrului do
llnrtbolto fnflt do volorllo lnlflato,

LMI' osto o lnfoo[lo oportunlstfl rnrll, dnr grnvll, osuzntlt dc vlrusul Jolrrr,,Cunnlnglrnm (vlnrsul
JC),_cnro poots fi lotalfl sru ponto ptovocn dlzabllltltl gr&vo, LMP punto f, oauzattl do o ssooloro
ds fnstori, Footorli de rloc ponftu dozvoltsron LMP tn pr0z6nl* vh'usuhli JC inolud un ulstont
l$unitnr doflcltar oou sllblt, putf,ncl lnoludo gl fnotorl do rlsc gcnotlal tnu d,r, mcdiu.

ln optombrlc 2014, n fost rnportot un 0Bz lctal do LMP ln un pnchnt din ctrr:lrul unui stlldlu extlns
po tormon lung, cnrq n fost trntnt cu ftimnrot do dlmotll tlnrp do 4 nnl gl jumlltnto, Itnolontul rr
prozontnt o limfoponlo scvortl prolungitl (>3 anl pl junrlttnto) tln tiul;pul trntnnrontului ou
'l'oolldorn, Acost caz confirmnt do LMP n fost prlnrul raportet psntru Teoli,rlern, P0ntl tn preisnt,
tttto dou[ onzurl oonflrtnoto dup[ pun0r00 po plullt n nredlsnmantrrluli Tas]'ldorn nu forrt rnportnte
In SUA gl Oormanla ln 2015t, nmbolo lo poalonfi do sex mnsoulin (cr,r v0rstn de 64 de nril,
roopoctlv 59 do anl) caro fusosortl trntnfl cu Toslldoro tinrp do 2 srrl, rospectiiv uproximntlv I nn ryl

,ium[tnto, Dinguostioul do LMP n survonit dupl < 1 nn gijumltate, r,copcoiiv lu nproxlmotlv I un
do lo dobuttrl llnr{oponlol ssvcrs prolunglto firunr[rul do limfocitu S ( sxloeit cu o ec[doro
nmxlmtt do 0,3x100/i, rospectlv < d,sxlo%), Nlclunul dlntro ocl tro* pnokinll nu fusosorfl trntali
nntorlor cu ntcdicnntonto osoolato ou rlscul do npnriflo n LMl,, Toli lrnclcrrriii nu fost soropozltlvl
ln nntloorpl anti.JCV lrr rnornontul dingnootlcttrli cu l,Mp,
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t'(oonfirrrnto p0rr[ rn dnta do r0 ostombrlo 20rs)

*tI It rnportnror do roncfllndvouo

fit .liltlll,lxl ,lrutf,fli?ll*lilii.".ec1il ndvorao auspootnro, nsoorr ro c.y acrrntnrsrroron

il,;;,HlilTt"a"li;;r;"(i,,*ilil,ili:"?;;rif,,ff,T[!l*1;[lf:i;ilfi lf; T;liiiliilifi 
't

ilifffi i**Nt,,ithi,Hd,'ilq,,;ff,''*,r,fJ*liiffi 
,*;,iiffi 

,,Jfu 

'f,tffi 
I

Contru.l Nntlonnt do Furmncovlgllonfll
Str, Avlator S[nltoscu nr, 49, Sodior i]"
0l 1478 Bucurogtl, Rorn0nla
ftrx:*4 021 3ld 3497
tolr + 4 0757 117 2Sg
a-mulll ndt(@anm,ro

Totodnt[, roncllllo odvorso. suspectnto ro pot rnportn gl c[tro roprozontan[n I,pcnttt n clefln6torululoutorlzatlol do punoro po plnl[,'rn u*nlltoa'rslo aiito,iii*tliot,

Modlron Phnrmn SRL
Avantgurdo Offico Bullding
Bd, Isncu do l.lunodoara nr, S4B, otqj 6
0 I I ?45.lluourostl, Rom0nla
Toh +40 3l 7t0 40 35
Fux: +40 3l 710 40 32
E.ntail : lril(rrtil0dl cnldlrnodl soncqqr&

(oordonntolo da conlucl ole Dellnlltorulul tto ttutorh,olle do panera prv plolttl
Dnts.lo do conlnot pontru obllnorcn do lnformnlll ouplimontaro so gfrr,si,o ir:r lnfornrnliilo clonpro
modlpnmont (RCP gl proopeot) la ndroro httpr//www,ort$,rluropn,ou6mu/,
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Info,rmnill rovlzulto dornrq.modtcnmsnt (morllflcf,rllqlu$lLmnnq[,tp4g[1, lttqfp utdtno)

Itln RCP

4,4 Atonllonflrl pl procnufll tpoclulo psntru utllltnro

ln oadrul studlllor sllnloo, la subloofll trutnfl ou Toofldor$ 0u hst obs*r:vnto moclltlolri nlo
rozultntelor tostolor do laborator ronnlo gl hopntlco (vozlpot, 4,8). Impllonfllilo cllnico nlo aosstor
modl{iottrl nu ount ounooouto, ISvnlulrl olo {tncglol ronalo (do oxonr!lu, oruntlnins, ozotul urois
snnguln gl sumanrl do . urlnfl) 9l olo funoflol hopatloo (do oxodrplu, ll'OO gl TOP) sunt
rocontnndnto Inalnto do lnooporsn trntamontutul, dupl 3 ryl 6lunl dri tratrrnrsnt ii, ultuilor, ln
flcsnre 6 p0n[ ln l2 lunl gl dncn osto indlcat dln punot do vodoro qlinic,

Pnclontll.t{Stntl orf Tscfl{lorn not doqvoltn llmfoxlllg-IgYsn[-$ttoluqtfllll (vozl pot, 4,8),
'[eofldcru nu a fost studlnt la pnclonfll cu riumni$o llmfoslt6lnlC prmilst,:nt fli, do nicon, ooio

nccosnrl prudonf[ ln trnturon aoostot pnolonfl, lnalnto do a lnlflh tratnnr,Dntli ou Tocfidsrn,

tp[11lg efccmntl o homolsucogratul oomplot[ $nro,Ilt lnolutlll nunp[rul.,tlo,lltiltOqltqbDqsfi

Dupl[ tncop0r0r trutnrtrontulul, ln lloortro 3 lunl trobultt ofirctuntll ,rr ltontolottcogramll
oornplotl cnro tll lnclutllt numltrul do llrnfoolto, $o vn lun tn tlunrltl,rrruro poslbllltltorr
lntroruporll trntnmontulul cu Tocfldort ln pnclonfll cu un numllr tlrt llrrrrfoalto {0,f x l0'/l
g|lro pornlntll nrnl mult do 6 lunl, Rnportul trpnollclu/rlns nl ttcorlltul tt'tltulnontul trobulo

rolnnjhnt dupll rlkcufll ou pnclontul, ln coltoxtul ln cnro rrunt dllnporrrlhllrr 1l rtlto upfluul

tornpoutlco, [nstorll cllnlcl,-ovnlunron tontslor do luborntor ql oxnntcnclrl r rlo ltnnghtloll pot

fl lnpluto ln nconntll roovnlunro, I)nclt eo contlnull trutnmontull ln lrludn unul numllr
poglrtont nl llmfocltolor < 0,5x10eil, s0 rocomnntllt urmllrlron ;rrnolon lrrrlul cu mttl multll
ntonflo (vozl fl tubtocflunan roforltonro ln LMI|).

Nurrrllrul tlo lhnfoclto trohulo urrrllrlt pllnlt ln rovonlron ln vrtlorlll0 normttlu, llu.Un

rovonlrgn ln vnlorllo norrnnlo ql ln nhlontu nltor opflunl ultornntlvo ds lrrntumont' doclallltt

prlvlntl rolunron tru ronunlurou In Toolidorn dunn lntroruporofl il;rntnlt'uttntulul trotrulo rlt

tlbll It ltrtzlt nrgumsnto cllnlco,

Irrrrrulltloq nrln roronnnt[ mnurtotloll flRM\

Loucoontofqlnpntlg rrultlfocnllt nroar$il1y,[JLMP)
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Cnzurllo de LMP nu S,[[rut.ln rrtlmlnlrtrfirm $lg$q$llthrn r{ dt1 ltlts,,E*$lg$SElg+S$
iult o,,1,,M ll-pn=to, o4{gpllg

ivt rurul J$. cn ro,.pu tttr,fl, l'tttllll-lttI
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U0FtgcnUzn,4l$ltflltlttlutnvp' LMF n0qto $nllron Iumnl,lLnr$rontn,;;pnol hfostll au vlturul

'lc,,BncX 
r0 $fo+tlrolzrt,toltnlsq notntrq ttors,qrnnoq vtruiql[rtrE'Grir:rffi

Trrtnmontlrl nntorlor tu modlcnrno[tglErunorpnrorlvlr illu lrnunpuoilt,iulutonrp

,rl uu r{1 F tol trntnm rrngd!4_su
Tocfl4orn ln gfScoro,n nnelongllor rlo ln llto gflUEfl morllllpntonryfu.,U;ptn tii ti,rrtrtnr,trr*riltg
Toofl0oo0, Nu . to ounBtttt.g, oonttlltutln .illfi[in,rlontolnf .l,,trifgt4]ri1rydlv0-{rfiilnhrariitrt
fl4torlor lq dor,vol,tttron LMll lr,nnolontll trntntl olr,Tptfldorq, tl1n trqqlrrrru nqoklilJllirr d0 h

rorlucsrll rlnquJqfdo ronctlvnro ilFM.

ln studtilo do fnz[ III plncobo controlnto, tnoldonlo lnfoollilor (60% fnln rlu 58rl/u) 9i n lnfccllilot
grnvo (2% fnll do ZVoi a, fost slmllsrl ln pnctonlll ttntnli ott Tosflder,n, rosl:rcctlv poclonlll.oorc nu

irlmlt'nlncobo, Nu s foat obsorvatl o ciogtoro'ulnoldontol lnfoollllor gliwo ln pnolonlll ctl.r.rl1 '

humnrio llnrfoslto <0,8 x 100/l snu <0,5 r l0e/1, ln ouruill trntonrontului uu Tccfldoru,ln ondrtrl

rtrOtiio1. ollnloo plooobo oontrolats pontru $M, valonrcn modlo n nttrnllrttlrt rl tlo llnrfooito o so[zut

dgpfi un nn cu nproxlmotlv S07o fuf[ do voloqioe lnltlnlfi,.duptl onro n ttlntltn oonstnntfl (vozi pot,

+'dl,vntou'onmodloonpm[rululdbllrnfooltoor!m11tnllrnlto.norntolo..]:lW

a

Tp$flg$rn nonto fl ndmlnhtrntr,llLqonornl. lmodlnt (lunlt lil,El'fgpql;on trntnmeltulul cu

lrJtotr[qtrlltrntr ou naotnt do ulntlnnrnonr

I$!!lii

rM
,m l'',q Pntn'Lrl!,g ; I ltlltllltr

Dnolt pocicntul doivolt[ o infocllo grnvtt, trobulo lrrntl tn considernire lntr:r;rttpcres trtltnmcntulul

*r io.ftdorn, lnr tnointo do rolunroa-trotnmontului trobulo stl so fustt e reo'i'nltltll'e o bonoflqlllor t1t

rtrri,iitoi Poriintii ooro prlmosc Tscfidorn trobulo lnstrultl sll rnltortoze ntnclloulul nlnrrrtomolo clu

ilirfii;;'i,;;l;,riii ;" inf*dt grovo nu trsbule uH lnccaptt trntnnientul orr Tocfldcro cloo0t dttptt

rozolvaron lnfocf iol/infocflllor'
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ln studllls olinloo placobo oonffolato, mqtorltatoqpaoionfllor (p98'l/o) atr nvut vnlorl normulo ulq

tlmfooltolor tnslntb do lnlfloroo trotomontulul, ti urmn trntsmentulul ou Toofldero,. vulooroa

medlo o numfiyul do llmfoilto o eoluut ln prlrnul on, dup[ c[ro B rlurlu sonntnntl, In modlo,

ssfidorou numflrulul do llmfoolto a fogt do nproxlmatlv 30% thll do vlrlonron rlo Io tuomontul

inlllal, Valonrsa urodlo gl oop modlan[ a num[rulul do llmfoolto nu rlttters in llnrlts normnlo, Un

nuinUr do llfirfoslto <O,SirtO0/l n fort obsorvat la <t% dln$o paolonfll oal'll^au prlmlt placobo Bl ln

OynOtntrr pnotonfll trritall ou Toofidom, Un numllr do llmfoolto <0,Zxti)e/l n fost obsorvat ln I
paolont tratut ou'Toofldtra gl la nlclunul dlntro paolonJll ciro^.n3 plrinrlt plncobo, Inoldontn

iiifJqdfor (jfoa fop cto 60%) 9t a lnfootlllor grovo'(2% frat[ do 211/o) a tirst timilnrfl la pagl.onltl

c*o iu prtiott plnoobo, roepiodlv psqlsnilt trniall ou'Tostidorn, Nu a ftrrirt obsorvnttl o lnoidonfl

4',8 Boncfll ttdvomo

Tulburlrl hornatolo glp,C

lunlqlo trnttmont,

aroscst[.a llfootlllor ii r r,it*ftrror grilt h pnilonlll ol un numllr do |hnfoclto <0,8x100/l snur

*oJiio?t, lvti, n nnttrut lrl.inrlrul nror,gqi$lJr[ol llqfononll llpyo.rq.ltl nr.ltht*,tll{CIlv+nl+li&{0,5x10'/1, IrMP n nnllrut lq.anrlr l[y$q.lW
g[i,nrostI[anumltrr;rluldrloozlno.[Ilohtprlrnolo2


