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Vortaxmodc 

5mg. IOmg, 15mg. & 20mg vort, oxcunc 

Fl1m-co;'Ucd Ulblets 

t. Na me M i ll e 1I1 .... lid nlll l 'rodllc l 

Vortaxmode.'i mg film-<:03.too tablets 

VOf\a~mode I 0 mg Ii Im-coalcd lIIobk:ls 

Voru~mode IS mg ti1m-cool~'<J table.s 

Votta.xmode 20 ms film -cooK'dlabk ts 

2. Q"alicui\"(' ud qU"nljlalj'Tf'~Oii"'~ 
/- ........ 

VOf\a~mode 5 m, film-c9(ucd \II '-

1"1 Revi_:Dr.MoeRN W~ 
2nd Revisor: Dr M.I f.(lel 
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\)r r\( nn"-~ 

1\ ( .flU Folel 

rr"",· 
I:ach fdm-cooloo lab!.:t coma/lis 6 !i5S m~;, ..orn 'etHlC hydrohrl)lnal<: eq"lL\ ... ~le~1 m S mc 
vo" ,ox~t L OO , 

Vona.\modc 10 mll.lilm=eoalCd t3l'll£!S 

loach film-cooled tablet c ql\l<lVlsl2 7. mg \onlO{<:tIllC hydrobrom,deeqUlwk'm 10 10 mg 
'·Or1l0.~ctlllC \ \... 

"trw." '--Vonaxmode! ' Ill !! film..;;" ed yb!cls 
""" ,~-' .,. 

l:.ach lilm<oolcd labk:1 con!al!~..Ill@, ' OOIOXCIIIlC hydromo.mdc equ'llaien! to IS mg 
yOftlo.\etine 

Vorta.~mode 20 rna film -(Ull~'ill:d>lcl~ 

l, ach filnl-Co.ltlxl latJtct conlJ lIlS 2S 42 mg V\Kuoxcunc hydrobrol11 ldc cqlllVatclit 1020 mg 
VOI1IO~"'lIne 

!'Of the futl IIsl ofcxelpm1!s.5« "''ellon 6 I 

J . I'harmaccu lk.1 fomt 

!' Ihn~ted tablel 

Vl'ltaXmodc S ma film-COOlcd tat:>kt. 

Yellow . round . bICOIl''ex non scored fillll-C03l00 labkts. 

Vortaxmosie 10 O1a film~oa lcd laNelS 

PInk . round , bleon"cx lion scored tilm-coalOO tablets 

VQ!1a.~mode! S rna film -coall:!!! tahleli 
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Mcdicalln ... n s Ad""""tration 

Groen . ruund . bIConva non scored film-coatcd !ablc:l$ 

V<Ul,,-xmOOe 20 mil tilm={Q;],led tahlets 

I'urp ie. round . bICon vex non scorl'(l 1;lm-<:ooloo t.1blets 

... Oillk" ll)a"kula~ 

" . 1 Tlwnpl'utif ;ndK~ tions 

lry Revi",,·Dr.Men~ WaoeI 
2nd RevisOf' Or M~i fad .. 
Acrord i"610: [Me 

VOll:lXmode IS Indicated for the trcallllCl'll ormaJOC depressIve l'P'sOOcs In adult s 

4.2 I'owlogy Mnd mcl~od ofadm;II islnt t io n -Thc Slanll'lgand n-con"fTIendcd dose of Vortaxmodc IS 10 mg ,·ortlO.'l~IIlC ooce dally In ooullsles:! 
than 6S years of agc 

Dqx:ndmg 00 mdlvldual patl~'flt response . the dose may be tncreased 10 a maximum of20 mg 
YonlO.~Clmc ol'lCcdallyor decreased to a mInimum ofS O1g \"orI10XCiIJlC oncc dal ly 

Allcrlhcdepn'SSI '"Cs)mptOmsrcsol~~caSt 6monlhs IS recommended few 
coosolld3l10l'l orthr;:antIOCp<eSSive n:~ '\ 

'l'watmnll d,g ot\l tnWII()!) ~ . F .r").<!'\ ",. 
l"nllcnls trc,~tcd Wllh Vortaxmodo.' CM abrupl )' Slop luk' . g the I1lCI,hcmal prodllct "1lhout Ih.-: need 

for • gradual n:duct100 In dose 0 
SPa<lal rg'Iul3llOns .. 

£lduiY IXIf;ems \\ - . ~ •. 
n..: IoWCSI dfect l1lC: dose of5~"lO.lo."Clll'C OOC1!.d:ll1.'.i.:0IlId always be 1lS<.>d as 'he sianing 
dusc In paltefll5 ?; 6S yurs orage ~ :td.;r~ .a:,~';n:3hng p.ll"'n1S ?: 65 years orage With 
dOSl..'S hIgher Ih:ln 10 Ing yonlO:<CIl1tc o~ wtllch dat:l arc hmlled (see SCl: UOO 4 4) 

C)'/<X'itrome N JO m/rrbr/Ors 

DeJ)(.'fldmg on Ind lvldualp<llienl ((.'Spon 5-C. a lo\\c< dO$C of \'OllloxC!mc llIay be cOItsldel'ell if a 
sirong CY P21l6 1nhlb11or (e.g. buproplon, qUln,dme. tlumell ne,p<lfO.xellttc) is ado:k.>d 10 
Vona.xmoOe 1re:llntCnt (see seetlon 4 S) 

q 'l(Khrome N JO IItdw:ers 

Derx:ndm8 on ind lvldual p<lu"'fll response, a dose adjustment of VortloxCllIIC may be cons idered If a 
broad cylochrome 1'450 Indurer (c g. . nfampiein. clutamazcpine, pOC'fl}10m) IS added to 
Vona.xmo<le treaunerM (!iee S<.'Ct IOO 4 S) 

f'aedunm: popNlOllon 

The safety a nd efficacy OfYOll loxellttc '" ch ildren aged 7 10 I I years ha,'C not I),xn l:S!abhshcd No 
dUl a arc ayailable (St.>;: seclion 4 4) Vortaxmodc should not be used 11\ udulescents aged 12 to 17 
years "ilh major depRSSive dlSOrder(MDD) Ilttausc efftcacy has not bi.."('11 demonslrruoo The 
snfcty of"orttoxcunc In adoiescenlS aged 1210 17 years 15 descnbcd '" SCd.1OO 4 4. 4 8 and 5 1 
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nISCOl'lIl1I.l,ltJOO of VOf1'O~etllll' should be eons"k'r(d in patu'nts with S)'rnplOmaIlC h)'Jl(lOalrncmla 
~nd appropriate medical ,ntervC11l1on $hOllld be HlSll1uted. --~l rdrlaSIS has been r • .'ported m assoclallon " 'llh usc o{antldcprcssants, Incloo lng Vonloxeune This 
mrdnatlC cffect has the potcnual 10 nanow tile eye angle ll."Sulung In Increased Intraocular pressure 
and 3rlgk:-<:lo,;ufe glaucoma, Cauuon 15 advised "hcn prescnhlng Vonloxctme 10 1"1tletliS "'1111 
.ncrea'ied mtmocular Jlf'CSsurc, or th~ al nsk ofacUie nllrrow-angle glaucoma 

~ 

(lata on the use of VQrllOXcline 111 eldcrly IlallCnlS ","h major dcprcssi\'c epISodes arc hmlled 
Therefore, cautIOn should be ~cre' .... '<1 "hen lreaung p3l1enlS ?: 65 years of age "llh doses hlghi.'1 
lilan 10 mg von,oxctll,<: once d~lly (sec secuons 4 2. 4.8 and 5 2) 

Bcml or hemll" ,mmlrODCn\ 

G,,',m lhal subJocts With rma' or hcpallC ImPlurment are "ulflClllbie and given lhat the data on the 
use "f",,",o.~ct'"c In Ihc$c subpoplo\latiOns arc limncd , C311110n shoold be ex~'1elsed whl.l1trcatllig 

II~p:Il 'ClIIS (sccsocllon42:lI1d~.2) :: '" 

V9ltaxmode tQ n!!\iDS Srxhum /r- ~ " 
l 'h.smcdicul3l productcontams ~than I mmol sodiummmg1~ that .s 10 sa)' 
esSt'n lially'sodium-free' ; -, 

4 .5 In lcnocl'on .... itl! o lhH rlrt:d icil!lIi pnxtuClS Mnd oibrr for ms of i nlfnelion 

..... '- -VOmOU'IlflC IS e~lcnslvcly mct*,"scd In tI:ic hVQ",1Jf1I1\3r1ly Ihrough OXtd/Mlon c"talysed by 
CYI'2D6 and to a minor C~te "l CYP34.~~YI'2C9 (sec seCt 1011 5 2) 

l'OIeoll3' for (llhcr mediCina l prOOucts to a(l'ocl ~'onIOX(lmt; 

Irm'f'rSlW", IrQ/r-se/ect"" , MAO/s 

Due IQ Ihe u sk ofSerOionm Syndrome, vonloxctulC is cO!llrallldical~-d In all)' combln~II OO wot h 
1fTC\'C'Illblc 11OO-se!ecllw MAOls VortlOulirle must not be Inluated for al 1= 14 days "fler 
d,sconlln uallon ofu c.-Itmi:m wllh an meversible oon-sck:\:IIV1.' MAOI. Vonlo~cllnc muSi be 
dlSCOOllnt>Od for at 1rn:l1 14 da)'s before staitmg treatment wllh an Irre\'CfSlbic non-selecll"e MAOI 
(see SCCIiOO 4.3) 

Htr.·uJrbl",. Sd"'NI\'" MAO-A rnillbrtor (modob"'mr~) 

The com binalloo of vonlOxctlllC With a reversib lc and sek'CI ,,'c MAO-A mhibitOl, such as 
modobcmide. IS etmtlllindIC3100 (see $O..'C\lon 4 .3) Iflhe oombm31ion proves necessary, the added 
medICinal p roduci should be wwn ""lIh minimum d053gc and under close clinical moniluring for 
Serotonin Syndrome (sec seeUOfl 4.4) 

Rtr.·usrble. IIlNl-UltCl"'e MAOI (Imc:olid) 

, 
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The combination of,'ortlO.~eI,ne with a weak reverSible and non-sd«ti"c MAO!, ~h lIS the 
antiblO)\lc IlflCzohd, I. COl]\"'~lndlcat(d (see seclion 4.3). If the COmbln31Uln proves necessary, the 
added medlc,nal proouct should be glWn With minllnum dQ5.8g1! and WldCI cl~ dmICal mlll1llonng 
for S;.'1otomn Syndrome(scc secllon 4 .4) 

I~iblt. gl«r,,·t AfAO-B inhibitor (Jelegillflt. rasag,lint) 

Although a lowe. IISI.: ofSerotlll11n SYrldRJfTle 1$ c .\po..-.;ted wllh se lective MAO-I} mhlbllOl'S than 
With MA().A onhlbltors. the OOmbllJ:lHIlI1 ofvortloxe\1ne with 11Ie\'ef'5Ib1e MAO-I} lI1hlbllors, such 
IS selcgihnc or rasagilmc should be administered with caUHOO Close monllorin& for Serotooln 
S)oorome IS I1C«'SSIII) Ifused conoomllantly (sec sealOl1 4 4) 

SerOlQ/li'rgi c mroit;,nal producu 

Co·adm\m st"'~I,,)n of medicinal produ~1S \\,\h SCfoloncrglc cf'foct (c g .• Iramado!, sumatrlp\an and 
oth~, trlp13ns) m:ly lead 10 Serolonin S)oorome (sec SIX\IOO 4 4). 

. .". JoIm's "-orl 

Conoomllam usc of antidepressantS wllh sc~OIICrglc ellect and hcrbill rcmcd ,cs conlalnl ng 51 
John's won (lIfT)t:rI(:um petjiirofUltl) may result In a higher IllCidentt ofad..erse reaclioos uICludlng 
Serotonin Syndronoc (see sec~.! 

Mt"rcmal produm l~r~'J':tJw'M:~'c/llir~d 
AlilldcprcssanlS .... Itli str~<igl~ erto!t\.flR,lowcr the se izure threshold C~ulion I~ advlSOO when 
concomnantly usmg OIher medicina l pcOO'tI;lS CalXlbicoflowenng lhe sellun: thr<'Shoid Ie It. 
ant idepressants (tr lcycJ l c~SSKI~. SNRls), ;""urole~ICs (phenothl.,mncs. \hlox~" l henes and 
bul}10phcnonc:s), mefloqulrtC, buprGplon. tr.wadolJ (see 5CClion 4 4), 

ECT (eleNrOCO'n'ltJsIl" '''crop}) 

Therc IS 110 cliniCal c~J"..1or~nc\l "'lh cOr>Curr~'CJ1 adm,"ls~rall()11 ofvortloxClmc and Eel, therefore 
cautlOn lSadvlsab!i! · \. _ 

'(" -
CI'I'2D6 mlribiwrs -.............:,;.... 

The eXpOSur<, 10 "ort,OSellnc mcreased 2 3-fokl for arc~ under the curyc (AUC) ..... hen H)fl 'OM'llnc 
10 mglday was cu--adm<",SI<::red 'lith buprOPIOO (a strong CYI'2D6 inh ibllor I SO mg twicc dally) 
for 14 days m hcalthysubJccls Co-adnllntSlration rc!>UIIOO m a h.gher incidence of3lh-erse 
reaClions ..... hen buproplon ..... as added 10 "ortioxetinc than when vortloxetinc was added 10 
bupropron Depcndmgon IndlVldu;ll patient response, a lower dCIS(' ofvon1O){etlile may be 
considcroo If Slrong CY"21)(:. IIlhib,tor (e g.. bupropion. qu.nldinc. Auoxetll1e. parox~1me) IS added 
to "onioxetinc: Ircalmml (5CC secuon 4 .2) 

Cl'I'JM in/"bifors and CI'I';C9 • CI'P2CI9 inlribifors 

When Von,OXellnc was co-oommlSteroo followmg 6 days of kelocona:wlc 400 mglda)'(a 
CYI'lA41S and P-gl}'i:oprotCln Ulhlbilor) or following (:. days offlllCOflAlOle 200 mgfday (a 
CYP2C9. CYI'2CI9, and CYI'JA415 inhlbilor) in heallhy 5ub,eciS, 0 I ,l -fold and 1.5-foklIRCn'85C, 
rCSpecli,...,iy. in "orlio~ctine AUC "as observed. Nodose adJustmcllt il; ncOOcd 

• 
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No mhlbl1Q1)' en"ect of 40 mg ' ''lgIe-dose omeprn:role (CYP2C19 Inhib ilOr) "'"35 observed OIl the 
multIple-dose phannacok ",,,ues ofvOrtlo~eltllc In hcnllhy SUbjects 

IIIuroctiOl.s '" CYP]D6,>n01" meloboiisers 

CO·adll1lfl1st~lon of slIong InhlllllOrs ofCVI'JA4 (such as itr.lcol\al.oI . ...... nconazole. 
clJfltliromyctn. IchthrOlllycm, rocfa7.Odonc. cOllI""plan and m:my of the IIIV protease ,nhibitors) 
BOO InhibI tors ofCVP2C9 (weh [IS flucollal.ole and allllodarone) to CY 1'206 poor rnClaboliscrs (sec 
sectlOll 5 2) has nOl been 1Il\"l:stlgated specIfIcally, butll IS anticIpated that it \\,11 lead 10 a mote 
marh'" increased <l.xposure OfVortlO~ctlllC 111 these patients as compared 10 the moocflIle effect 
descnbed above 

DependIng on Ind,vIdual palienl resron5C ..... Io"'.,...~ ofvortlo~cti ne may be consldcred if a 
stroog II1hlbllOl""ofCYI'JA4 I:. CVI'~ ~:ld'l\t.nt$~ In CYI'2[)6 poor rrn:tabuhSCIS. 

C)"I<x:hrome 1'4 50 IIIdllC(!r$ ~ ~ 
When a smgk: dose of 20 mg vorliO}(ctlnc "";1$ cO-adml lcred follow 'nl 10 days ofnfampocln 
600 m&lday (a broad inducer ofeyl' lil:IZ}'TI1('S) in ~alth subjects, ~ 72% decrease In AUC of 
"OI1lo:<ehnc was I)~ ..... "d i)1.'1X'nding on IIIdlvldual p:!Ilt)l1 respon5e, II dose adjustment lTL3y be 
consldcrl-d If a broad cytochrollle P-\5O IlJ~uccr (c \I., nfa,mp,c,n, carball13ZCpmc. phcnylOm) (S 
addl.-d 10 \'orllO~Cltne Ucauncnl (SO: kcll004.2) 

Alcohol ":\: \.. ._ 

NodTccl on Ihe pharm:lcoklnellCS ~~'iiO:O:l'ltne 'or~th:tnol and no SlgmflC3nt 1Inp.1l1ment, rclatl\'t: 
to placebo. In cogrlltivc functIOn w .. rc ooS;:t\"t'I:n,1i .. n vortlo:<etinc In a sIIIgle dose of20 mg or 40 
mg ""as co-admlnlSlered \\ ' th a Single dose ofelhanol (0 6 glkg) In hcallhysubjCCIs Ikm't:VCr. 
alcohol mmkc IS tiD< advlsabk dunng antldcprcs\.1t1t tr>:almcnt. 

AcelylsallQ"ilc U('id 

No err...,;:1 ofmuhlp!e dOS\."S ofacctylsallC)'hc aCId I SO mg/day on the muluple-dose 
phafmacOl;lrocll CS of \·ortIOXC:llI1C "'''s obs .. : ..... :d In healthy subjects 

1'00tnt131 fill vort , o~cl ln c to a[~" olllel mcdlculall'wduCIS 

AmICOl'Ku/(mu ",,4 tn"'p/(JIclet ,...,d",naI producu 

No s lgni licllfll eff~'CIs. ,'/:'l:lIiw 10 placebo, '\\"ere obser\'ed In INR. proIhr(lmbm or plasma R..JS
warfann values follo\\ ,ng co-admmlSlr:mon of muillple doses of\'ortlo~elirle mlh SlaNe doses of 
warfarin III healthy subjects. AIS/), no SIgnIficant mhlbliOlY effect. relallve to pl(>CCbo. on platele1 
aggregation or pharm:lcol""oC(ItliQfllCct)lsahcyloc acid or $IIhcylic acid was obsen"Cd ","hen 
acelylsaltcyhe aCId 150 mgiday was c()-adnIllH>lcrcd following mult iple doses ofvortio~ct lnc 

adminlslrallon In healthy subJ!lClS Ilowl:''t:r, caullOn should be c.~erclsed ","hen \-ortloxCllne ,s 
combined wilh oml ant lcoogular\ls or anllpialcicl moolcinal produCl.'l we to II potentIal inc~ased 
fISk ofbicedinglillriootable toa phannacodynamlc tnleracl ion (sa: section 4 4). 

Cy/(x:hrQme 1'45f} JltbSIf(Jlt4 

, 
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In l'IIro. von,o:<etme dod IIOt show any relevant potCTltla1 for mhibiuO/I or Induction ofcytochrome 
1'4.50 ISQ1:ymes (see sectIon 5.2). 

FollOWing multIple do!i<"S of '·ortll)~et",e. 1M) InhlbtlOf)' effect "'"lIS obsen"Cd In healthy subjects for 
the cyl(IGhromc 1'4.50 IS<UY,"CS CYI'2C19 (OIl"ICpra7.l)lc. dt:lI.cpam). CVI'3A415 (eihmyl e~tradiol. 
m,duo/am). C"1'2116 (buprupion). CY P2C9 (tolbutamloc. S· ... ,ufsnn). CVI' I 1\2 (caffelnc) or 
CYP2D6 (dcxtrometJ,orpl!an). 

No pharmacodynamIC 1Il .... 'nldIOOS \\'CfC obsen"Cd No s'gmflCllnt Impairment, relatIve 10 placebo. in 
cognlllve function was ob$ervcd for VOI110XL111lt followmg c()-adllllntstrallon wnh 3 sIngle 10 mg 
dose of dlllZCpaln No SlgJ1lricani e ffcel$, rclatl\'C to placebo. were observed 111 the 1c''t:ls of 5('X 

honnones follOWIng co-adminlstr.ltlon Ofl'OfllQxctlllC w,th a comboned oral oontr.ICcpllVC (C1hlnyl 
eSiradlol30 )l&lIc~onorgestrell.50 )lg). 

UIJ.·um. tryptophan 

No clinically relevant dfcct ",as observed dunng steady·state lithIum e.l(f)OSure follo""ng co
admlnlstrallon WIth multll'lcdqses ofvOI"tJQ.\;ct'rIe m healthy suh,ects. However, thell: have been 
reports of enhanced cffc"(ls when a~tldcpr'<JSSa~ WIth scrOlonergic effect ha~e bl:cn gll'en togclhcr 
with hthium or u)"ptoph:vt . j,hcn:fore, c~' ~~ usc of\'ortlo.\:CI' ne wuh lhese medK"lnal 
products should be undcru.(en wil b caution. ' 

Ittler!tre...:e .... tth IInntdrug rruru 

Thcr<l ha''t: been reports offalse positive reSlIllf In Ul lnc L"1\7.yme Immunoassays for mcthadooe in 
pallents ",ho have ~ ,orfiO.(ctlrIC. CDUUO/\ should t.: c.>.o:~I~d In the mterpm.auon ofpus,tl\'(' 
urine drug scn.-en ~uly. a~ CQIIflrmal iOll, by an altemaliv ... analytIcal te<:hniquc (e g. , 
chromatograpillc mc~)~~ COftSIderlx1 

~.6 Ffnil ily, pff"gnMlK"y Hnd IlKl~lioo 

Pregnancy 

"l"II.:re are Illnll.xl dala f'O/lllh!,: U5e ofvOOln.\C\lnt III pregnant women. 

~ followtng s)mptOl1l$ lTL3y OCCW" In the newborn arte, m:uclTL3l USC ofa scror:onergoc mcdlCnllll 
produci in the later stages Qfpregnancy resptr~tory d,stress , cyanosis. apnoea, 5Clrur.'S. 
tempcralulll insUlbl lil~ . feedingdlllkulty. \'OI1lltlng, h~pogl)'Cacmla, hypertonIa. hypoloma, 
hypcrrenexill. treml:..JIllCflnt'SS. IrritablhlY. letharg) . constant cryon&. somnolence and dlffoculty 
sleeping. These symptoOls could be duc 10 enher dl scorl\mUallOn cffects or excess scrotonerglC 
actl'·"Y· In the rn.'IJonry of Instances, such comphcalloos t.:gan ,mmediately or soon (<24 hours) 
Ilrterdelivery. 

Eptdcmiological data SIIsgeSI that lhe uS(" ofSSRls m p«'gn:sncy, panicularty m late pregnancy. 
may increase the risk ofpcl'; l ~~"'1 pulmonary h)·pcrt.",slon In the newborn (PI'IIN) . Al though no 
SrudlCS have investIgated the 1ISSOC1lIlJOO ofPl'l lN w"h \"Olilo:<ctine treatment, Ihis pot ....... tial rlSl;. 
cannot be ruled oultakmg IntO IlCcountlhe re lated IT\I..'Chanlsm ofaetiorl (mc=se in sc roton", 
ooncentlll\JOOS) , 
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VortlO~ct"'c should only be OOm",isIC,ed to pregnam "'(Imen If the CltpeCled bc"",filS outweIgh the 
potential nsk co the foetus 

Obser''atJona! <.!.Ma have provided t:'·idcncc ofan illCl'eascd risk {less than 2-fold)0-r'~stpanwn' 
haemorrhage fi)llowlng exposure to an SSR' or SNIU withIn ~p!O!Ith P-.!..1Of to b"thf Although no 
snJ(hes have InWSlIgaled an assQC,allon bcm"CCn "ortio.'(CI ll1C treatment and postpartum 
hacmorrh3ge. ,here is a poteml31 risk. ,aklng nliO 3Q;OUnt the related mechanism of actIon (See 
SlXuon44) 

BrCjl,~l·foxd",& 

II IS c.\p<Xt<.'d Ihat VOl"tlo~etlllC .... ,11 be <,~e~led "'10 hUrl\Jn mIll 

A nsk 10 the breaslf~'Cd"'g child Cil MOt be e.~cludcd 

A deciSIOn must be made whcthc'to d,S\:ol1unuc bfl:ast-fcedlng or lod,sconll"uclabstalll from 
VOrt loxctlnc treatm(;n\ talmg intoaccountlho:: benefit ofbreast-fcedmg for the chI ld and the benefit 
ofthcraP)' for the: worllan 

llIll!ill: .' '. Human case reports WIth m~'dlcmal products rmm thti rela1ed [lI)aTinacologocal class of 
a nlldcpn.'S~n\S (SSIUs ) ha ... ~ st\(m."Jl an dli.'C1m.weriii qUliJ*, IS re" ~'f5 ible [mpaCl on human 
fenll lt)' has 1101 been ob5erved so far ./ ' \ 

4.7 .; ITt("I~ on I bilit y to drivt Inti u Sf! mMchines 
V()[ta~Jl\O<k has no or IlCghgiblc In n~l:Il.:t.J. the abill!y 10 drlvc anll use machlllCs Ilowe,·cr. as 
ad,-erse rcaCl,ons such as dll ZlIlC$:5 have been ,cponcd. paloc:ms should exerclK caution when 
dmlng or opo:lat lng 1\:IL'I,dous l11achJn~"fY. cspo.. .. dally whcn stalling tre::'1tnlenl "lIh ,on lOX Cline or 
"ileol chang"'g the dose. '-

~-
4.S I ftd"loinbl .. rlT<'C1S 

Summary of tlls: safely pro file 

The most COO""0" adverse reactIOn was nausea 

Tabulated loS! ,, [ adverse ,eaClions 

Ad,·c= n:aCllons arc listed below using the rollowlng conVCIlllon ''e1)' commo n e lIlO), common 
~1I100 10 <1110), uncommon ( ~ I I I .OOO 10 < lI loo); rare (~ 1 /l0,()(X) to <111 .000K very mle 
« 1110.000). not ll1O\\"I1 (cannOl be eslilnalcd from the ava"able d:ita). 

The loS! IS based on information rrom chnlCaltnais ano;! ptlSI-mar~eting apenence 

~ ORGAN C lASS ----+I'REQU B\'CY ADVERSE REACTION 

Reproducll''(: 'yslem anoUkeasl drsonSm NO! krio"'ll l'OSIll'\fl.UD1 hxomOO~' 
Immune syslem diS(Jfdcl$ Not ~I1OWllo Anaphylacue reaction 

~sm 3nd nutruion disorders NOIl:oo"n 0 1I)'jlOI13traeml3 

, 

(en",,1 Admini<uation fOO' Phaffn;oceutic,,1 Q'e "Wonl Date: 16/3/2022 lry Rm>Of .V'.Mtnnll W~ 
~ AdnMniu,~tion of s<:",ntWoc: Refe.ence Ind Medialln..,,,s 2nd Rm_: 0. Mai fidei 

Medica l In",,,. Admi .... ""tion AcCOfd .... to: EMC 

P~hlalric dIsorders Common 

!NO! known' 
Not kll()\Ooll • 

N<:I'fOU5 SYSlem dl5OfdCl!; Common 

Not 1;no\\l1 0 

Eye disorders R,re 

Vascular dlSOfders Uncommon 

Not known' 

GasuOInIe5ttn.1' dlsnrdus Very common ___ ";:OImmon 
--'.. , ....... , .. 

Skill amI subcuwneO\ls lls~uc dl " "'\ 0,,\';'0Il , , , 
U, "IOn 
Not 'lno"-,,o 

/ ,. _ .,\\ 
\.'\: ........ _ 7 ' . 

o Based on posl-mark<.1mg c~':":';_ 

Pssn[luO!J ofsdeqal ad\"CIK rqtt!om 

No_ 

Abnonnal drums 

!lI5onmla 

Agitation, 3g&reSS100 (so: SOCIlon 
4.4) 

D=~ 
I 
SerO!onm Synd.ome 

Mydnasis (whIch may lead to aCUIe 
narrowangk gl3ucomll - see SCClion 
4.4) 

F1ushmg 

Haemorrhage (includIng cootusion_ 
ecchymosIS. eplSlitX I$, 
gastrollltesllllal or vaginal bleedmg) 

N_ 

DWThoea. 
ConShpatlon. 
VO'Tllung 

Pruri tus. oncludlng pruflluS ,...,.,"", 
NIght s\I..:alS 

Angioedema . 
UrtICaria 
R,~ 

Nausea was USUJll y n" ld or modcrJIC and occufl'C\l \lithin the first twO "wls of trcatmCllt The 
reactlOl1$ were: usua lly tranSlenl ano;! did not generally lead 10 cessallon ofthernp)' GastrointeslJnal 
ad\'e1"iC I'CllCliOlIS, such as n"usC<\. OCCUlTed more frcqucmly in WOf11Cl1 than mel) 

Eldrrfy patiellls 

FOI" doses ~ LO mg vortloJ<eline once daily. the ,,·ithdraw3' rate from the studies was hlg.her in 
[lIltients ~ged ~S years 

" 
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For dose~ of20 mg vort,OXClIllC OtICe dally. the m~ldenccs ofnausca a!ld conslipall<Jll were hIgher 
m pall~'n1S aged ~5 years (42% and IW .. rtspecm"ly) Ihan In pa\1enlS aged <65 years (27% and 
40/ .. r~'SpCctlvc lY)(SL":: section 4 4 ) 

Sex,,,,1 dysfunclion 

In cli llleal slIKhcs. sexual dysfUllCuon "'a5 MSesS<.'<I uSIng the Arl1.Ona Sexual E.~pCflcnce Sale 
(ASEX) Doses of 510 15 mgslto"<:d no d,llerellcc to placebo Ilo""vcr. the 20 mg dose of 
vortloxellne was 35SOClated wnh rut Increase m Sl:.\ual dys funclloll (TIOS D) 

Class t1Jecr 

Ep,do..'lTlIo!oglcal 51OOu:s. mamly conducted 1M patrcnts SO years ofagc and older. show an increased 
" sk ofOOne fraclU"'s III pJ llmlS.r-::eivlfl~ II ~1(lnal product from related ph:urn;I(:Qlogica l 
c lasses ofantldcprcssolnh (SSR I~.I1T TC~I ).'llri: ~h~1Mism belllnd Ih,s nsk IS unknown, and Il lS 
not kno"'n If thiS risk is also retil:jll'f for:s::. line. 

i'oet/wlril'pm1Ularion , / f 
A IOml of308 adolescCllt patients ;tged 12 10 17 Y With major dcp rcss i\ll disorder (MOD) were 
tn:ated With von,oxetTl'le In a double-blind. placcbo-controUed study In general, the ad,'CTl;C 
react Ion protile of"ortloxC\lIIc ," .adoJcsccllls.was similar to thai seen fo' adu lts except for hIgher 
:~~;'<:e$ r'LVOrttlll III adol~e~t: [ban '" adult!l fOr abdomlilal ():l In-related e"mts and sUlcl(\a1 

, 
ReflOWn!; of ~u~~tcd ad'''' t''!KVC".tC110ll1 

Reporting suspected adverse reactlOll!fifter aUlhorlSill1on of the mediCinal product IS nnpo.-tanl II 
allo,,"s oonl1l1ucd mQIlltoflng of tile bencfitlns~ bcalancc of the medICi nal product I-Icalthcart' 
profeSSIonals are asked 10 report any suspected adverse reacllons v,a 

'l'h r .:gyptill n l'h ~rlnllcovigj l~ llCr Crnttr: 

Address 21 Abd EI Aziz Al Saud Snce!, Et·Manral , Carro. Egypt. ArKll'O 3o.~ 11451 
TclcphorlC (-1-2 ) 02 25354 100. E~tel1>IOtl \ 303 
fax +202 -23610497 
Email DY, fQllowupq<.'d.acg'p~ 
Or :I.r tll Ilhll r'lla PV Email. pvt<V-!£U!-Mwna_W<T! 

4.9 o.·t rdose 
Ingest ion ofvortioxetine In dmlCal tnals m the dose range of 40 mg to 75 mg has caused an 
aggfll\'31101l of the follo .... lIlg ad"L'tSC rC:lClions nausea. postural dutJncss. diarmoea, abdominal 
discomfon. gentfllhsed pruritus. somnolence and flushing, 

J'ost-marl;cting experience mainly concems .'ortio.~etine overdoses of up to 80 mg. In the majority 
of eases. no symptoms Of mild symptoms were n.;ported. The mOSt frequentl y reponed symptoms 
were nausea and vomiting_ 

" 
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Th~'fe IS Ilinited expr.,,<5lcc WIth VortlOXCIIJlC overdoses above 80 mg I'ollo"ing dosages several 
fold h,gher than the lher:lpcl&rc dose range. events of5eI1:Un: and 5efl)tonln syndrome 113,·c been 
reponed 

Management of overdose should COllSlSt oflreatlngcllnt<.:al ilym jXoms and relevant monitonng. 
~kdl(:a l follow",p 'n a specialIsed C'I1vironrne11l IS Il'Q)f11mcndtlll 

S. 1'h a nn~eolo!;:;CM I ProlM' r111'S 

5. 1 l'harrnacodynMnl ic IlrOIM'r1ies 
Pharmacotherapeut IC group PsydloonalejXlcs. Other anndepre<!sant$ 

MechanISm of !CliO!! 

The mechanism ofoction ofvortjo.~ctinc 15 thought 10 be rela ted 10 lUi direct modull!!<JIl of 
scrotorlC'fgrc nxcpcor actl~lty and mhlbollon ofthi' scn.rtonm (5-1rt) transporter Noncllnical dma 
indiC3IC that Hlrtiox(.1iroc is a $-In" 5-I IT,. and s.ln,o receptor antagonISt. 5- IIT,u receptor 
partial agonl'lt. 5- 1 1T,~ receptor agonist and mhlbnor of the 5-I IT transp<mcr, leadIng \0 modulal,on 
ofncurotransmlsslon In 5Cveral S}'SIctru, lllCloomg pn:'domlnarJtl y the serotonin but probably al so 
tOO norepInephrine , dopamine, histamine. aCClyJchoJlne, GABA and glu18mate systems TlllS 
multJlnodai acllvny IS coosidcrod ~ponSlble for the antidepressant and ar1.~iol}1Ic-Hc effects and 
the Impro.-ernent of Cogn 'tlV<l ry.o]Ct!1~C~fQj~g and memory observed WIth "OnlOXC! 'OC In animal 
stl,Jlj oe:s. f lowe,,,r, the P!'«1S(:..(C)Il1I11)uI1t.l!'i or ihe.lnd IVodua( targets to 11K: ob;enll!d 
pharmacod)' ltaml~ pfl)r,l~ t"l:patiiS wiClCaflantl\C3UUon should be apphed when cxtrJpoIattng anl1ml 
data dlreaJ)' to man. '\' 

In humans, tWO poSitron emiss10n tOmogfilp/l)"PET) studle5 have been rooducted using 5·l fT 
mmsporler ligands ("e-MADAM or I'C_DAS!)) to quantlry the 5-IIT tnlll5porte r occupancy In the 
brain across different d05C Ie\'el~ The 1TIo!3I1 5-IIT transpo.-ter occl.lflJllcy In the r~ntldt1 was 
aflll!o'~1I1131ely 50% at 5 ~day. 65% al 10 IJ..'i(.day and Increaso..'<Ito above 80% 3120 mglday. 

Absor~mn "-
5.2 I' ham,acokindif SIW'rt~ 

VOr1IO."lIne IS slo"I)'. but we I ~ bsofbc:J afkr oral admlnl$trnhon and Ihe peak plaSrnl 
concentrallon IS reached ,,"11hlll 7 to 11 hours FoU()\\'lng muklple dooms of S. 10. or 20 mglday. 
mcan C_, villues of 9 to JJ nglmt " 'Cfe observed The ~bsolutc blO:l\'ailnbility IS 1SV._ No effect 
of food on the ph;Inmcof(tnetlCli "''a5 oI:Isc:n..:d (sa: section 01 .2) 

Dt~ribution 

The mean volume of dismbution (V .. ) 1$ 2.600 L, mdt<.:ntmg c.~tenSlve c:<t rav!lSCular dismbution 
VOrtiO~Cllne is highly bound 10 plasma prolems{98 to m'.) and the binding appears to be 
independent of"ortKIXCiIflC plasma cOIICt'nlratioos 

BiQI!iI05f Q rmutiO!] 

Vortloxetine IS e.~{(:nslvdy m .. 1abolrSt!d ,n the liver . primarily through O.~idallon clItalysed by 
CVP2D6 and to I minor extent CVP3A4I5 and CVP2C9, and SI.lbsaj UCf1t glucufl)QleacKi 
COIlJugallon 

" 



(en!,~ Adrrunist'itOon for PnarlTlitC~uti<~ care Appro .... 1 I);,le: 16/3/2022 
Genef~ Adminlm"t!on of Scientific Ref~",nce ~nd Me<licall~r'\ . 

Medicallnse,t. Adminism01ion 

I ..... Revisor:Or,Menna Wie! 
2nd Re...isor: Or Mal l~deI 
Acmrding to: EM<: 

No mhibl1O<y or Ind uci ng effee! ofvorllO,,;ctmc "'as observed In the drug-iJrug Interaclion st lKl ies 
for Ihe Cyr I~l)"TTlC5 CYI'IA2, C YP2A6. CYP2B6, CYI'2C8, CYI'2C9, C YI'2CI9, C YP2D6, 
CYI'2EI, or CYI'3A4/5 (sec section 4 5) Vortio,,;ctlllC IS a poor P-gp wbstrnteaoo IIlIHblior 

The major metabollic of vOrlioxl1onc IS pharmacologica lly Inact ,ve 

£lIm1l1311011 

The mean elimination half_hfe and oral clearance nre 66 hotlf5 and 3) 1.110. fCSfICC!J\'c ly 
ArPrOKllnatcly 2/3 of the lIlaClIW "OrliOXCllnc metabolites are excrl100 In the urIne and 
appro~nnatcly 1/3 m lhe faeces Only negligible amounts Of"ortlosetme afe eltcrcted in the faece$. 
Steady-stme plasma conccntr::ltlOl1s arc achlC"ed III approxlma!eI~ 2 wcds. 

I ~I\C!I nt" ([1911-'1 OCanw 

The plLarmaco!;mcllcs arc IIncllf a nd tI me Indcpendcnl In the dose range soudied (2.5 !0 60 mg/day). 

In acClirdance with !he half-life , the accun;lu l ~IOI) injia.is 5 10 6 huscd on AUCIO-.! .... (ollowing 

"."",""",or,,o20 m,"'Y __ "\' <" 
~l!Xlal proull\!1(>ns 

Eltkrly 

In elderly hea lihy subJ~'Cts (aged ::!65 yca". _20), th e eKpClsurc 10 von lOXCllnr,: mcrc3SCd up 10 
2~ K ... and AUC)cOInp,Ill,"d !O YllUng. healthy coolfol s oojoCCts (aged ~5 years) alier multtpic: 
doses of 10 mg/da) The lowe.', efTectm: dose of5 mg )'ori10':O:ClIIlC once dally shollid al\\"ays bo: 
used as Ihe soanmg dose tn palllTO\Sl. 6'h~ars (sa: socItOn 4 2) 1l0000'e\"C:r. caUllon should be 
e~cKI$<.'d when prcscnbtng toeldcrly piI\K:nts1t! dosq higher than 10 mg >"onlo,,;et,"c once dally 
(S<.'C 5/XtlOO 4 4) 

lIe,wl''''/)(f,mll.'fl1 

follOWing a ~",gle dose of 10 mg vonloKe\ln~. re nal tmp.mmenl C>!lm:lted usmg the Cockcroft
Gaul! fonnula (mold. moderate, Of !\C'\-l:fe, n"'8 per group) caused modest c.~posure Inc~ (up to 
30%). cornpari."d 10 h~"llhy malch~"<I contrOls !11 paltems wtlh l'fld-slagc rC"'l1 disease, only a sonall 
frac1ion o f >'OrllO.xehne was lost d .. ong dIalysIS (AUC and C_ "'ere 13% and 2PAolowcr. 
rcsp.'CIl\cly; n"'8 ) follOWing a smglc 10 mg dnse of\'Ortlosctme No d ose ""Justmcm IS needed 
based 00 fl.'I131 fuoc" on (ste secllon 4 2 and 4 4) 

IIt'pall( "'If""''''''''' 
The pharmacoklnellCS In subJCCIS (N" 6-8) wuh mild, modcmte, or scve re hepauc tmpalrmo.'f11 
(Ch,Id. I'ugh Cntcri:a A, B, Of C, respccuvdy) ","CrccOOlpared to healthy volunteers TIle changes '" 
AUC "ere less lha n 1000. lowcr '" subjeCts wllh mtld or modernte hepatic Imlllirmem, nnd lWo 
hIgher In lOOSe "'Ih se\ 'erc hcpatic Impairment. The ch;mgcs In Crnax \\'Cre less than 25% Io" 'er in 
all groops. No dose adjustment IS ncedcd based on hepalic functloo (sec sectIon 4 2 and 4 4) 

CYPID6 gene t)1)1!s 

" 

(entril Admil'\iWlt;on lor P~"",ceuticil ''' ,e Approval OiI!e: 16/3/2022 lry Revisor:Dr.Mt: n r'lllWiJd 
GeMf~ Adm",milti"" 01 Scientific Refe~nc~ ind Me<lallfIS"ttS 2nd ReviJQr. Dr Mai f""'" 

MediQlln<ertsAdmir>i>I'iltion Accordinglo: EMe 

Tile p lasma COI,cenlrallOn o/"vonto:o:ctinc ",as ap proKlmately 1"'0 limes hlg,tw:. in CYI'2D6 poor 
metabo/IS\:fS than on ~tensI\e metabollSCfS. Co-admlnr.>lration of wong CYP3A4!2C9 mhiblwrsto 
CYI'2D6 poor m<1.abolosers could ~ntially result on h lghcr e.\lX>Sure (see section 4.5) 

In cyr 2D6 uhra-r::lpld metaboltscrs, the plasma conccmratioo of\,ortioxettne 10 mglday were 
bdl'o""-"I1lhOSor obIamcd to O<:tl'ftSI\'e mctabohsers at 5 mg/day and 10 mgfday 

Ikpcnding on Ind t\'ldwl pallen! respollS<', a dose adjustment may be considered (see section 4.2) 

Paediatric f>optliailoll 

~tm3Cokllleucs Of\'(Ir110~~11ne tn parolat,..: patlerns Wtth major dqlR'SS,ve dl$onJcf foll(M'mg 
onl admlntstnlhoo of5 to 20 mg once daily was characlenzed uSing populat ion IllQ(\ehnganal}'ses 
based on data flOm a pharmacokn':lIc study (7-11 years) 3I1d an efficacy and safety Siudy (12-11 
years) Thc pharmaco!;mellcs Of VOfllosctinc m pa.ediauic pIItl.."'I1ts was similar 10 that observed in 
adull pllllenlS. -

-~ -->.;:, 
6. "h~r'naCrUtKa l ~rtku la~ \ 

6. 1 L~t of utipiCllt5 

T~ blet CO n' 

M~!\nitol 

MlcroaystalltllCc:dlukl!.:e pI! 10) 
S<ldlum stareh gJyOOIIll~.(lyJlC A) 

Aerosil200 

HydroxYplopykd lulO§e £1 5 

Magncslum s\Cal1l1e 

Ta bid CO~ lin," 

Ins13coal EMil ()"C:1l0\\ ~oIor)(I'or S mg) 

Illlol;lCOllI EMil (pInk rolor)(For 10 mg) 

InSlacoal EMB (green color) ( For 15 mg) 

In5tacoat 10M3 (pulpk oolor) ( I'or 20 mg) 

6.1 1It("O mpa!ibilitie 

Not applicabic 

6.3 Shel(liIe 
2 yeaf5 

" 
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