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MEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Epidyolex 100 mg/ml técipo didivua

2.  MOIOTIKH KAI MTOXOTIKH XYNOEXH
Ka6e ml ndéopov dreddpatog mepiéyet 100 mg kavvafidtoine.

"Exdoyo pe yvootn épbon:

Ka6e ml Stodvpatog mepiéyet:

79 mg avodpng aboavoing

736 mg e&evyeviopévou oncapelaion
0,0003 mg BeviuAkng aAKoOANg

Mo tov T p1n KatdAoyo Tav exdoywVv, BA. Tapdypapo 6.1.

3.  ®APMAKOTEXNIKH MOP®H
[T6c1po ddAvpa

Awyég, dxpopo £m¢ Kitpvo dtdAvua

4. KAINIKEX IAHPO®OPIEX
4.1 OgpamevTikég evoeitelg

To Epidyolex gvdeikvotar yuo ypnorn g exikovpikn Oepomeio kpicemv cuoyeTilOUEVOV UE TO
ovvdpopo Lennox-Gastaut (LGS) 1 o ovvdpopo Dravet (DS) o€ cuvdvacpo pe khoPaldun yio
acBeveic nNlkiog 2 etdv Ko dvo.

To Epidyolex gvdeikvutar yio xpiomn mg exkovpikn Oepaneio kpicewv cvoyetilopevov pe v oldon
okAfpouvon (TSC) ywo acBeveic niikiog 2 etdv kot dve.

4.2  Aocoloyio Kol TpOmTOC yopynons

To Epidyolex 6o mpémetl va Eexva ko va emPAEneTon amd 1Tpovg e gumeipio otn Oepaneia tng
emunyiog.

Aocoloyia

To o LGS ka1 to DS

H ocvvietdpevn apyikn d0om g kavvafidtoang eivon 2,5 mg/kg Aappavopeva 600 opéc v nuépa
(5 mg/kg/Mmuépa) yo. pio efdopdda. Metd amd pio efdoudda, n 66on Oa wpénet va avénbei oe o
doon cuvtipnong S mg/kg dvo popég v nuépa (10 mg/kg/muépa). Me Baon tnv atopikn KAVIKY
AVTOTOKPLOT Kol avoyn, Kabe 06om umopel va avéndel epaitépm oe efdopadiaio frpata twv

2,5 mg/kg yopnyoduevmv 600 popéc Ty nuépa. (5 mg/kg/muépa) émg pa PEYIGTN GUVIGTOUEVT SO
10 mg/kg dvo popéc v nuépa (20 mg/kg/muépa).



Toyov avénoeig e d0ong mépov Tov 10 mg/kg/Mmuépa, £0¢ T UEYIGTI GUVIGTOUEVT dOCT| TOV
20 mg/kg/muépa, Oo Tpémel va yivovton Aapupavovoc vwdyn 1o e£0ToUIKELUEVO OPELOG KOl KivOuvo
K0l L€ TPOGKOAANON GTO TANPEG TPOYPaUUa TapakorovOnong (BA. mapdypago 4.4).

Tio v TSC

H ocvvietdpevn apyikn d0on g kavvafidtorng eivan 2,5 mg/kg Aappavopeva 600 popéc v nuépa
(5 mg/kg/Mmpépa) yo pia fdopdda. Metd and pia efdoudda, n d6on Ba mpénet va avénbei oe o
doon 5 mg/kg dvo popéc v nuépa (10 mg/kg/muépa) kKot Ba tpémetl va a&loroynOei n KAvikn
AVTOTOKPLoT Kol ovoyn. Me BAcn TNV atopik] KAVIKN avTamoKplon Kal avoyn, kabe d6on uropei va
avéndel mepattépm oe efdopadiaio fuata tov 2,5 mg/kg yopnyoduevemv 00 POPEC TNV NUEPA

(5 mg/kg/Mmpépa) £o¢ o péyiotn cvviotmdpevn 06on 12,5 mg/kg 0o popég v nuépa

(25 mg/kg/muépa).

Toyov avénoeig g doomg mépav Tov 10 mg/kg/muépa, £0¢ T PEYIOTN GLVIGTAONEVT dOCT TOV
25 mg/kg/mpépa, Ba mpémetl va yivovtor AapPdvovtog vmoyn 1o e£0TOUIKELUEVO OPELOG KOl KIVOUVO
Kol [L€ TPOGKOAAN G GTO TANPEG TPOYpaUUa TapoKoAovOnong (BA. mapdypapo 4.4).

O1 ovotdoelg docoroyiag yuo to LGS, 1o DS kot v TSC cuvoyilovtol atov mopakdtm Tivoko.:

Iivakoeg 1: Xvotdosig 6006010Yi0g

LGS kai DS | TSC
Apyixn d6om — mpmTn gfdopdda 2,5 mg/kg AapPovoueva 600 popég tnv nuépa
(5 mg/kg/muépa)
Agbtepn efdopada Adon cuvtipnong
5 mg/kg dvo popéc v 5 mg/kg dvo popéc v

nuépa (10 mg/kgmpépoa) nuépa (10 mg/kgmpépoa)
[eportépm Tithomoinom avaioyo pe gfdouadiaio fripota Tov 2,5 mg/kg yopnyoduevov 600
v mepintoon (Prpota @opéc v Nuépa (5 mg/kg/Mmuépa)
TPocaHENCTG)
Méyiotn cuvict®dpevn d6om 10 mg/kg dbo popég v 12,5 mg/kg dvo popéc v

nuépa (20 mg/kg/muépa) nuépa (25 mg/kgmuépa)

Ka6¢ kovti Epidyolex mapéyeton pe:

- Avo ovpryyeg 1 ml dwwPabcpéveg ava 0,05 ml (kabe dafaduon 0,05 ml avrictoyel o€ 5 mg
Kavvaidtoan)

- Avo ovpryyeg 5 ml dwwPabcpéveg ava 0,1 ml (kébe SwpdaOon 0,1 ml avrictoryei oe 10 mg
Kavvaiotoan)

Edv n vmoAoyilopevn d6on eivan 100 mg (1 ml) 7 pukpdtepn, Bo Tpénet va ypnoiponoteitol n
uikpoTepn ovpryyo, tov 1 ml yio yoprynomn omd oTOUATOC,

Edv n vmoAoylduevn d0om givar peyarvtepn omd 100 mg (1 ml), Oa wpénet va, ypnoiponoteital n
peyoAuTepn cvptyya T@v S ml yio yoprynon ord GTOLOTOC.

H vmoroyillopevn 66om Ba mpémel va oTpoyyvAomoleital otny TANGIEcTEPN dStoffadiom.

Awoxorn

Edv 1 kavvafididoin tpénet va dtakomei, 1 6001 O mpénet va pelmbel otadiokd. Xe kKAvikég doKIuég,
1N dtokomn ¢ KavvaPiotdAng enttedynke peidvovtag tn 066m Kot mepimov 10% v nuépa yia,

10 nuépeg. [To apyn i mo ypryopn ¢Oivovsa TITAOTOINGT) EVOEXETAL VO ATTOLTEITOL, OTTMG EVOEiKVLTOL
KAWVIKG, KOTE TNV KPIoT) TOL GLVTAYOYPUPOVVTOC LUTPOV.

Hopdinyn docewv
e TePINTOOT TOPAAEWYTG LOG 1] TEPIGGOTEPMV OGEWDY, Ol OOGEIS TOL TAPUAEIPONKaV dev Oa Tpémet
va avarmAnpadvovtotl. H docoroyia Ba mpémet va cuveyileton pe o vdpyov Bepamevtikd oynua. Xe




TEPIMTOON TOUPAAEWYNC SOCEWDV TEPICCOTEPMV ATO 7 NUEPDV, Bl TPETEL VO, TPAYLATOTOIEITOL
enavatitAomoino” £mg t Bepamevtikn d6om.

Ewwoi tAnbvopoi

Hlixiwouévor

2116 KMVIKEG SOKIUES Yo TNV KavvaPidtoAn ot Oepaneio Tov LGS, tov DS kot tng TSC dev
cupmepNEONnKe enapkns opBuds achevdv nAkiog dve Tov 55 eTdV OOTE Vo TPOGIoptoTel EQV
avtomoKpivovTon S1apopeTIKd amd ToVg VedTEPOLS acbeveig 1 OxL.

I'evikd, n emAoyn g d6oNG Yo Evay NAKIOUEVO acBevr Ba Tpémel va ival TposekTikn, apyiloviag
6LVNBMG 6TO KAT® AKPO TOL HOGOAOYIKOL £DPOVG, AdpPAvovTag £TGL VTTOYT TNV LYNAOTEPN
GLYVOTNTO UELOUEVTIC NTOTIKNAG, VEPPIKNG N KOPIIOKNE AetTovpying Kot cuvvoonpdtntag 1 GAANG
Tavtdypovng Bepameiag (BA. Tapaypdpovg 4.4, 6To TUNUA TEPT NTATOKVTTAPIKNG PAAPNG, Kot 5.2).

Negpikn dvolertovpyio

H kovvafididoin umopei va yopnynbdei oe aceveig pe fmia, pétpia 1 fopid veppikn dvcietltovpyia,
yopic Tpocapuoyn g d6ons (PA. mapdypapo 5.2). Aev vapyel epnelpia o€ acOevels e veppikn
vO60 TeEAKOD 0TadioV. Agv gtval YvoTO £V 1 KOVVOPIOIOAT OTOUAKPOVETOL LLE TNV OLULOSIGAVGN).

Hrartixn dvolertovpyio
H xavvaPidioin dev amaitel mpocappoyn g 60omg oe acbevei pe o nratiky SucAettovpyio
(Child-Pugh A).

®a mpénet va divetal mpoooyn oe acbeveic pe pétpia (Child-Pugh B) 1 Bapid nratikn duciettovpyio
(Child-Pugh C). Ze acbeveig pe pétpra 1 Papid nratikr Suciettovpyio cuvieTaTon YApUNAdTEPT
apykn doo1. H tithonoinomn g 06onc Oa mpémetl va de&ayetol 6nmg Tapovctdletal ovaAlVTIKA GTOV
TOPOKATO TIVOKO.

Hivaxoeg 2: Hpocappoyéc Tng 600mg o€ ac0eveic pe pérpro M faprd nratiki dveiertovpyiao

Hrotwkn Apykn] 00on Adon ocovtiipnong | Asvtepn Méywot Méywotn
dvclettovpyio ELOONAOG | GUVIGTAOUEV | GLVIGTAOUEVY
I'e LGS, DS kon | I'e LGS and DS 1 060 o6om
TSC I'e TSC
I'e LGS I'a TSC
kol DS
Métpra 1,25 mg/kg 2,5 mg/kg 5 mg/kg 6,25 mg/kg
00 QopEC TNV 300 QopEC TV NUEPQ 300 Qopéc | 600 Popéc TV
nuépa (5 mg/kgmpépa) ™V Npépa nuépa
(2,5 mg/kg/muépa) (10 mg/kg/ | (12,5 mg/kg/
nuéPa) nuépa)
Bapa 0,5 mg/kg 1 mg/kg 2 mg/kg 2,5 mg/kg
00 QopEc TNV 300 QopEc TNV NUEPA 500 Qopéc | 600 Popég TNV
nuépa (2 mg/kg/muépor) ™mv nuépa nuépa
(1 mg/kg/Mmuépa) (4 mg/kg/ (5 mg/kg/
nuépa)* nuépa)*

*H yopfiynon vyniotepwv d06emv TG Kavvaidtodng umopel va eEetaotel og evoeyoevo oe aobeveic
ue Paptd nmatikn ducAettovpyio, OTAV TO SLVNTIKA OQEAT VITEPTEPOVYV TV KIVOLVMV.

Houdrozpiog winQvouog

Me LGS kot DS

Agv vTapyel oYETIKN YPNOT TNG KOVVaPLO10ANG o€ modid nhkiog Kato towv 6 pnvav. H acedieio kot
1 GTOTEAEGUOTIKOTITO TNG KAVVOPIOIOANG € Todd NAKIOG 0md 6 UNvaV EmG 2 €TMV dEV £Y0VV AKOLLA
Texkunplwbei. Agv vdpyovv dabBéotpa dedopéva.



Me TSC

Agv vrapyel GYETIKN ¥pNoN TS KavvaPiotdoing oe madid nAkiog kétw tov 1 unvog. H acedieia kKo n
ATTOTELEGULATIKOTNTO TNG KOVVOPLOIOANG o€ Ttodid nAkiog amd 1 unvoc £og 2 eTdv dev £XOVV aKOUA
tekunproel. Ta Tapovta dwbéoiua dedopéva yio acbeveig nikiog 1 €oc 2 €TOV TePypaPOvINL GTNV
Tapdypaeo 5.1, aArd dev pumopel va yivel chotaon yio ) docoroyia.

Llpooapuoyss e 00aNs GAAWY YOPUAKEVTIKWY TPOIOVIWY YOPHYODUEVWDY TE COVODAGUO UE THV

Koo S1010An

"Evag wtpdc pe gpmepia otn Beponeio acOevav mov Aappdvouy tantdypova avTIETANTTIKG GapLLoo
(AE®) B mpémet vo aloloynoeL TNV avayKn Yio TPOSAPUOYEG TNG 6O0TG TG KavvaPididAng 1§ Tov
GUYYOPNYOVLEVOL QOPIOKEVTIKOD TPOTOVTOG (1] TPOIOVTIMV) Yo TN SLOXEIPIoT] SVVNTIKOV
QOPUAKEVTIKAV aAANAemOpdcemVy (BA. mapaypdpovg 4.4 kat 4.5).

Tpomroc yopnynong

Amo otouarog yprion

H tpo@n| evdéyetan va avénoet ta eminedo Tng KovvaidtoAng Kat, GUVETMS, avto Ha Tpémel va
AopPdvetal e GUVETT TPOTO gite LE ElTE YWOPIG TPOPT], CUUTEPIAAUPAVOUEVTG LOG KETOYOVIKNG
Swzpoong. Edv Aapfaveror pe tpoen], Ba mpémetl ) Tpoen vt va givol Tapdpolas cuoTaoTg Kabe
©opa, eav avtod ivar duvatov (BA. Tapdypago 5.2).

4.3 Avrevoeiteag

YrepevaioOnoio 6t dpacTiki ovcia 1| 6€ KATOL0 amd To EKO0Y0 TOV OVOPEPOVTOL GTNV
TapAypoo 6.1.

Acbeveig pe avénoelg TV TPAVGAUVOoHY VYNAOTEPEG amtd TO 3TAAGLO TOVL VM 0PioL TOL
ovotoroykod (ULN) kot e yorepuOpivng vymAdtepec amd to 2mAdoto tov ULN (BA.
Tapdypoeo 4.4).

4.4 E0wkég TPOoEO0TOU|GELS KOl TPOPUAGEELS KOTA TN Yp1jon

Hrotokvtropwkn BAGLN

H koavvaPiotoin pnopet va mpokariécsel oyeTlOUEVES Le T 000N ALENCELS TV NTOTIKOV
TPpOVoOVOS®V (TNG apvoTpavopepdong e aiavivng [ALT] 1/kot Tng aptvotpovopepdong Tov
acmoptikod [AST]) (BA. mapdypago 4.8). Ot avénoeic cuvimg Tapove1alovTal TOVg TPOTOLE 60
univeg g évapéne g Bepaneiog. Qotd660, VINPENY TEPITTOGELS TOV TOPATNPHONKAY EMG KOl

18 unveg petd v évapén g Bepaneiag, Wwitepa o aoheveig mov Adpfovay tavtdypova PaAmpoixod
0&v.

Xe KMVIKEG OOKIHES, 1) TAelOVOTNTO TV ovénoewv g ALT mapatnpnbnke oe acbeveig mov AdpPovay
Tatdypova Parnpoixd 0&H. H tavtdypovn ypron khoPaldung avénce emiong t ouyvotnta
EUPAVIOTS AVENCEDV TV TPUVOUUIVOCDV, OV Kol € HKPOTEPO Pabud amd 0,t1 To PaAmpoikd 0&D.
Edv mapovcioctodv avéncelc tov tpavoapivacmy, Oo tpénel va eEetaotel 1o vog OEVO
TPOCAPUOYNG TNG 0060MG 1 S10K0TNG TOL PAATPOiKOV 0EEOC 1] TPOGUPHOYNG TG 0OCGNC TNG
Khopalaunc.

Yroympnon tov avNcEmV TV TPOVOAIIVOcOV Topatnpnonke e Tn Slokon| g kavvafidtoAng i
ueimon g kavvaBidtoAng /Kot Tov cuyxop yobuevov Boinpoikol o&éog ota 600 Tpita TEPITOV TMV
MEPUTTDOCEWDYV. XTO £VOL TPITO TEPITOV TOV TEPMTMCEMV, Ol ALENGELS TWV TPUVSUULVOGHY VITOYMDPTCOV
Katd T cvvexLouevn Bepaneio pe TNV kavvaiotoan, yopig peioon g do6ong.

Ot acBeveic pe enimeda avapopds Tpaveapvacov vyniotepo tov ULN glyov vymiotepa TocooTd
ALENCEDV TOV TPOVSOUIVOCOV KATA TN Ay Kavvafididan. Xe opiopévoug acevels, pia
GLVEPYIGTIKN Opdom TS cuyyopnyov e Bepaneiag pe BaAmpoikd 0&D, Adym avEnpévev
TPOVOOLVOC®V KATO TNV €EETAOT] 0VAPOPAG, Eixe MG EmaKOAOVO0 VYNAOTEPT EXIKIVIVVOTITA Y10
ALENGELS TOV TPOVOOULVOCDV.



e o pn ereyyduevn perétn oe acbeveic pe drapopetikn EvOeiEn mov dev apopovoe ETANYia,

2 nukiwpévol acbeveic Tapovoiacay avENCELS TNG AAKOAKNAG POCPATACNS VO TOL 2TANGIOL TOL
ULN ocg cuvdvacud pe avénoelg tov tpaveapvacov. Ot avENcelg vmoydpnoay LETE, Tn S10KO0mH TG
KavvaBiotoAne.

HopaxolotOnon

I'eviké, ovénoelg tov Tpaveapvacov peyaivtepes Tov 3riaciov tov ULN mapovsio avénpévng
xorepuBpivng yopls evariaxtiky e&nynon etvar onpavtikog deiktng mpodPreyms Paplég nmoTikng
PAGpnc. H mpodiun aviyvevon avénuévev Tpoveapivacmy EVOEXETOL VO, LEIMGEL TOV Kivouvo GoPapng
éxPaong. Ot acBeveic mov katd TNV a&lOAOYNCT VOEOPAS £XOVV AVENUEVE ETITEDD TPOVOUUIVACDV
dvo tov 3mhaciov tov ULN 1 avénoeig g yorepuBpivig dvo tov 2mlaciov tov ULN Ba mpémet va
a&loloyovvtol TP omd TV ekkiviomn tng Bepameiag pe v KavvoaPiotoin.

IIpwv and v évapén g Bepameiog pe v Kavvofidtorn, tpocsdiopicte To eTiNESD TPOAVSAUVACHY
(ALT xou AST) kon oAkn|g yorepvBpivng otov opd.

Taxtikn mwoporxolovbnon:

Ta enineda Tpavoapvac®y Kot OAMKNG xoAepvBpiving otov opd Ba mpémetl va Tpocsdiopilovtal 6Tov

1 unqva, otovg 3 URVeES Kal 6TOVG 6 UAVEG LETA TNV ekKivnom tng Bepameiog pe TV KavvoPiotoAn Ko
TEPLOOIKA GTN GUVEXELD 1 OTWC EVOEIKVLTOL KAVIKAL.

Metd and adlhayég g doomg TG Kavvapidtding ave tov 10 mg/kgmuépa f odhayég (ahiayn g
d001g 1 TPOGHNKEG) GE PUPLOKEVTIKA TPOIOVTA T OTTOI0L EIVOL YVOGTO OTL £(0VV ENTTMOGT GTO IO,
aLTO TO oYU TapakoiovOnong Ba tpémel va apyilet amd v apyn.

Evrotikomomuévny waparxolovOnon:

e aoBeveig pe avayvopiopéveg avénoelg g ALT 1 g AST katd v e&€tacn avapopdg Kol e
acBeveic o1 omoiol Aappdvovv Baimpoikd o0 Ba mpénet va mpocdiopiloviat Ta eninedo
TPOVOOULVAG®Y TOL 0poD Kot OAKNG yoAepuOpivig otic 2 gfdouddeg, otov 1 ufva, ctoug 2 unveg,
GTOVG 3 UAVEC Kol 6TOVG 6 UAVEC LETA TNV eKKivnom tng Oepameiag pe v KavvoPidtorn, Kot ot
ouvEyeln TePLodkd 1 OGS evdeikvuTal KAMvikd. Metd and arlayég Tng d0omg TG KovvaPidtoAng avem
tov 10 mg/kg/Mmuépa 1 addayés (aArayn tng 060MG 1| TPOGONKES) GE PAPLOKELTIKA TPOIOVTO TO, OTTOio
glval yvootd 0Tl £Y0VV ENIMTOOT 6TO NTTOP, CLTO TO GYNUa TapaKoAovONoNC O Tpémetl va apyilel amod
™mv apyn.

Edv évag acOevic ovamtdéel kKAvikd onueio 1] GOUTTOUATO, TTOV DITOSEIKVYOVY NTATIKN
dvodettovpyia, Oo TPETEL VoL LETPOVTOL AUEGO OL TPAVSAUIVAGES KoL 1] OAIKT XOAEpLOPivY TOV 0pOD
Ko m Bepaneio pe TV KavvaPidtoAn va S10KOTTETOL TPOS®PVA 1 LOVILO, KOTd TtepinTtmon. H
KkavvaidtoAn Oa wpémel va dtokdnteTol oe 0c0eveic Pe AVENGEIS TOV ETTESWDV TV TPUVOUUIVOCHY
ueyotepec tov 3mhaciov Tov ULN kot tov emmédmv tng xoAepubpivng peyaddtepeg tov 2nAaciov
tov ULN. Z¢ acBeveig pe dtatnpodueveg anéENCEIS TOV TPOVOUUIVOCMY HEYOADTEPES TOV STAAGIOL TOV
ULN, n Bepancia Oo mpénet eniong va dtaxomtetar. Ot 0cOeveig e TopaTETAPEVEG QVENGELS TOV
TPOVOOULVAG®Y TOV 0po¥ Oa tpémel vo aloloyovvral yio dAlec duvatég attiec. Oa mpémet va,
a&loloyeitat To evieOUEVO TPOGAPUOYNG TNG OOCTG TUYXOV GLYXOPTYOVUEVAOV PUPHOKEVTIKOV
TPOTOVTOV TTOL eival YvoTd 0TL ennpedalovy to Nrap (1., PaArpoikd o0&y kot kKAoBaldun) (BA.
mopaypapo 4.5).

YrvnAio Kot KOTOGTOAN

H xavvopiotoAn propei va Tpokolésel DIVA Kot KATOGTOAN, 01 omoieg eppavilovior cuvnbéotepol
vopig ot Bepaneio kKot evoéyeton va pewwbodv pe cuveyllopevn Bepancia. H cuyvotmta eppdviong
Ntav vyMAoTEPN 6T0LG acbeveig Tov AduPavay Tovtdypova KhoBaldun (PA. mapaypdeovg 4.5 Kot
4.8). AMa kotaotortikd Tov KNZ, copmeptiapfovopévng g aAkooAns, Lmopohv vo eVicyOGouV TV
VITVNALD KO TV KOTOGTOAT.



Avénuévn ocvyvotnta Kploewv

Onwg kot pe dA o AED, katd tn didpkeia tng Oepomeiag pe v KavvoPididdin evoéyetal va,
mapoTnenoel pia KAViIKd cuvaeng anénon g cuyvoTNTOS TOV KPIGEMV, 1) OTO10 EVOEXETAL VO,
ATOLTNGEL TPOGAPLOYN TNG dO0TG TNG KavvaPidtding 1/kat tuydv cuyyopnyovueveov AED, 1 dtoukomm
™G Kavvafidtong, eav 1 ox€om 0pEL0VC-KvOHvoL etvarl apvnTikY|. XTig KAVIKEG doKIUES Pdomg 3 Tov
dtepeguvovv 1o LGS, 10 DS kat v TSC, 1 mopatnpndeica cuyvotnto EMANTTIKNG KATAGTOONG TOV
TOPOUOLD, LETAED TOV ORAd®V TNG KAVVABIOIOANG KOl TOV EIKOVIKOD QOPIAKOL.

AVTOKTOVIKT] CUUTEPLPOPE KOl WOEATUOC

AVTOKTOVIKY] GOUTEPLPOPA KAt 1OEAGHOG Exovv avapepBel oe acBeveic mov Adpupavav AE® ce apketég
evoeigelc. Mia PeTd - avAALGT] TOYOOTOINUEVAV, EAEYYOLEVOV UE EIKOVIKO PAPUAKO SOKIU®DY pue AED
Katédelse pikpn odéNom g EXKIVOLVOTNTOG Y10 CVTOKTOVIKT CLUUTEPLPOPA Kot 1eaoud. O
UNYOVIGHOG TOL KvdOvou avto dev gival yvmotdg kat ta dtabécia dedopéva dev amokAeiovy
duvatotnTo aVENUEVIG EMKIVOLVOTNTOG Y10 TNV KOVVOPLOIOAN.

Ot acBeveic Ba mpémet va TapakoiovBodvTat yio onpeiol AVTOKTOVIKNG CUUTEPIPOPAS KOt 1OEAGUOD
Kol Oa wpémel va eEetdileTon To gvdeydpevo KatdAAnAng Bepaneioc. O1 acbevelg Kot ol ppovTioTég
acOevav Oa mpémel va cupfoviedovial va ovalnTovy TPk GUUPOVAT GE TEPITT®ON EUPAVIONS
OTO1OVONTOTE GNUEIDV AVTOKTOVIKNG CUUTEPLPOPUS KOl 1OEAGLOD.

Mewwpévo couotikd Bapog

H kavvaPididin pnopet va mpokarécetl andieia fapovg 1 petmpévn avénon tov Bapovug (BA.
mapdypoaeo 4.8). Ze acBeveig pe LGS, DS kot TSC, avtd dvnke va oyetiletor pe m d6om. Le pHepikég
TEPIMTMOGELG, TO HEIOUEVO COUATIKO BApog avapépbnke mg avemBountn evépyeta (PA. [Tivoka 3). H
pelmpévn 6peén kot 1 omdAEL PApovg EVOEXETAL VAL 0ONYGOVV G ELOPPE LElUEVT abEnoT ToV
vyoug. Tuydv cuveyrg andieia fapovc/amovcio avénong tov Pépovs Ba Tpémel va eAéyyeTon
TePLodIKa, mote vo aloroyndel edv 1 Oepameio pe v kavvaPidiodn Oo tpénel vo cuveEYIOTEL

2NGOUELNLO GTO GKEVOGLLAL

AVT0 TO PUPUOKEVTIKO TPOIOV TTEPLEYEL EEEVYEVIGUEVO OTGAUEANLO TO OTTOI0 UTOPEL GTLAVIN VL
TPOKAAEGEL GOPUPEG OAAEPYIKES OVTIOPACELS.

Bevlolkn 0AkoOAN 6T0 GKEVAGLLOL

Av106 10 PappakevTikd Tpoidv mepiéyetl 0,0003 mg/ml BeviuAkng aAKOOANG TOL AVTIGTOLYOVV GE
0,0026 mg ava uéyiotn 66com tov Epidyolex (Epidyolex 12,5 mg/kg avd 66om (TSC) yia évav eviiika
copotikov Bapovg 70 kg).

H Bevloiikn aAkoOAn pmopei vo TpoKaAEGEL OAAEPYIKES OVTIOPACELS.

IIAnBvouoi mov dev Eyovv ueietnbel

210 mpoypappa KAVikng avantuéng yio tnv TSC dev copnepidnednkay acheveig pe KAvikd
ONUOVTIKT KOPOLYYEWKT) SUGAELTOLPYICL.

4.5 Aliemopacels pe GAho QUPUIKEVTIKG TPOIOVTO KOl GALES HOPPEG AAANAETIOPAOTG

Enaymyeic tov CYP3A4 1 tov CYP2C19

O 1oyvpdc enaywykoc tov CYP3A4/2C9 apdyovtag prpapmikivn (600 mg yopryodueva pio popd
™V NUEPQ) LEIMGE TIG CLYKEVIPDOGEIC TAAGLOTOG TG KAVVAPLOIOANG Kot TNG 7-0dpo&u-Kavvaitotding
(7-OH-CBD, gvog evepyol petafolitn g kavvapidtoing) katd nepimov 30% kat 60% avtictoya.
Allot woyvpot enaywyeig tov CYP3A4 r/xot tov CYP2C19, 6nmg ) xapPapalenivn, n
ev{aAovTapion, n Wrotdvr, To VIEPIKO, GTAV GUYYOPNYOOVTAL LE TNV KAVVAPLOIOAT, EVOEYETUL EMTIONG



VO TPOKAAEGOVV LEIMOT TOV CLYKEVIPDOGE®V TG Kavvafiotding kot tng 7-OH-CBD oto mAdopo
KATA TOPOLOL0 TOGO0TO. AVTEG O1 AAAAYEG EVOEYETOL VO £XOVV (O UTOTEAEC O, LLEIMOT TG
ATOTELEGLATIKOTNTOG TNG KAVVAidtoAng. Evoéyetatl va amatteiton Tpocapproyn tng 006oloyiag.

Avaotolieic tov UGT

H xavvapioioin anoterei vidotpopa yio to UGT1A7, UGT1A9 kot UGT2B7. Aev €yovv
mpaypotomoinfel enionpeg HeAETeC AAANAETIOPACEDY UETAED QUPUAK®V LE TNV KavVaPLdtOAn o€
cuvdovooud pe avaoctoreis twv UGT. Zvvendg, Ba mpémel va emdetkvieTal Tpocoyr, OTov
GLYYOPNYOVVTOL PAPLOKA TOV Eival Yv®oTol avactoieic avtdv Tov UGT. Evdéyetar va amatteitot
peimon g 6001 TS KavvaPiotding /Kot Tov avacToAéa, OTAV YOpNYEiTaL GE GUVILAGUO.

Tavtdypovec Oepomeicc ue AED

H pappoaxoxivntikt g kavvaidtoing eivor chvOetn Kot evogyetor va Tpokorel aAANAETOPACELS e
T1G TavToOYpoves Bepaneieg AED. H kavvafididoin i/ n tovtdypovn Bepancia AED Ba npénet,
GUVETMG, VO TPOooapuolovTal Kot TNV TUKTIKY TPtk eniPAeyn kot o acOevig Ba mpénet va
mapokolovdeitar otV Yoo avemBounteg evépyeteg Tov papudkov. Emumiéov, Oa npémel va e€etdaleton
TO EVOEYOLEVO TOPAKOLOVONGNG TOV GUYKEVIPDOGEWDY GTO TAUGLLOL.

To dvvapukd yio. aAAnAemdpdoeic petald apudkwov pe dAla cuyyopnyovpuevo AED éxer a&loloynOei
o€ vyieig eBelovtég Ko acBeveic pe emAnyia yio v kKAofalaun, to BaAmpoikd o0&y kot )
oTpmevioAn. [lapoio mov dev Exovv mpaypotonomel emionueg peAéteg OAANAETIOPAGEDY UETAED
ooapuaxkav yio dAia AE®, n poawvutoivy kot 1 Aapotpryivny avtipetorilovral pe Baon dedouéva in
vitro.

Kiopaloun

Otov 1 kavvapidtoin coyyopnyeitat pe khoPalaun, coppaivouv aueidpopes K aiiniemdpdoelc.
Me Baon wo peiétn og vyieic ebelovtég, 0tav 1 N-arouebvimpévn khoPaldun (évag evepydg
petaforitg g khoPaldunc) cvvovaletor pe TV KavvoPiotddn, uropody va ELeavicTovy ovénuéva
(3mhdoa €wg 4mAdoin) eminedd g, mOavmg pecorafovueva omd avactoin Tov CYP2C19, yopic
emidpaon ota enineda e kKhoPaldung. Emmiéov, vanpte avEnpévn éxbeon oty 7-OH-CBD, ywa v
omoia 1 TepoyN KaT® amd v kapmdAn (AUC) oto mhdopa avéndnke katd 47% (BA.

TAPAYPoPo 5.2). AVENUEVO GLGTNUOTIKG ETITESN CVTOV T®V OPACTIKAOV OLGLMDY EVOEXETAL VO,

001 YNOOLY GE BLENUEVES PUPUOKOAOYIKEG OPACELS KOl OE AENOT TV AVETIBVUNTOV EVEPYEIDV TV
oapudkav. H tantdypovn yprion g KavvaPiotding kot khoPaldung avéavet tn cuyvotnta
EUPAVIOTG VIIVNAOG Kol KATUGTOANG G€ GUYKPLON UE TO EIKOVIKO apuako (PA. mapaypdpovg 4.4 kot
4.8). Edv mapovclootel vivniia 1| KOTOGTOAN, OTAV pE TNV KavvoPiotdin cuyyopnyeitar khofalaun,
Oa mpémel va e€etdletan To evogyouevo peimong g 66ong e kKAofalaunc.

Borpoiro ol

H tavtoypovn ypnon g KovvaPiotoing kot BaAmpoikod 0EE0C avEaver T GuxvOTNTA EPPAVIONS
avénoemv TV evidpmv Tpavoapvac®v (BA. mapdypago 4.4). O unyaviopog avTng g
aAANAeTiOpoonG TOPAUEVEL AYVEOOTOG. EAV Topouclastouy KAMVIKE o UavTIKEC 0LENGELS TV
TPOVOALLVOC®V, 1] KavVABIdtOAn /KL To cuyyopnyovuevo Bairpoikd o0& Ba mpénet va peiwbovv 1
va S10KOToVV 6€ OA0VG Tovg acbeveic, £mg 6Tov mapatnpN el ATOKUTACTAON T®V HLENCEDY TV
Tpovoapvac®mv (PA. tapdypaeo 4.4). Agv vadpyovv enapkn dedopuéva yio TV aloldynon Tov
KIvOHVOL NG GLYYOPNYNOTS AAAMV NTOTOTOEIKDY POPUUKEVTIKOV TPOIOVIMY Kol TNG KOVVABIOOANC
(BA. mapdypago 4.4).

H tavtoypovn ypnon g kovvoPiotoing kot PaAmpoikod 0EE0C avéaver T GuXVOTNTA ELPAVIONS
dudppotag kat Ta suuPavTa petopévng opeéng. O unyaviopog avuTng e oAANAETidpacng gival
dyvootog.

2TIPITEVIOAN
Otov 1 kavvaPidtoAn GuvOLACTNKE e CTIPITEVIOAT O Lo, SOKIUT o€ VYieig e0ghovtég, vnpée
avENo” TV EMTEd®V TNG oTIPWEVTOANG KaTd 28% Yo TN LEYIGTN LETPOVUEVT] GUYKEVIPWOOT) GTO



AAo o (Crax) Kot 55% y1a v AUC. Ze acbevels, mot660, 1 enidpacn Nrov pukpdtepn, e adEnon
TOV eMRES®V oTPEVTIOING Katd 17% 611 Crax kKot katd 30% otnv AUC. H kuvikn onpovtikdtnto
AVTOV TOV OTOTELEGUATOV Oev £xel peretnBel. O acbevnig Ba Tpémel va mapaxorovbeital ateva yio
AVETOOUNTES EVEPYELES TOV POPUAKOV.

Dorvoroivy

H éxbeon oty eawvvtoivn evoéyeton va givatl avénuévn, 6Tav cuyyopnyeital pe Ty KovvaBiotoan,
KkaBdg n eovutoivn petaforileTar og peydho Babud péocw tov CYP2CY, to omoio avactéAreton amod
Vv KavvaPiotoAn in vitro. Aev €xovv mpaypoatonoindel enionpeg KAMVIKEG LEAETES TOV HlEPELVOLV
avTv TV oAAnAenidpaon. H pawvvutoivn éxel otevd Bepamevtikd dciktn. 'Etol, 0 cuvdvacuog g
KavvaBidtoAng pe eoatvotoivn Bo mpénet vo EEKVA e TPOCOYN KOl EAV TPOKLYOLV {NTHLOTO OVOYNC,
Ba mpémel va e€etdletan To evogyOpEvo pelmong TG dOOTG TG POLVLTOTVIC.

Aapotpryivy

H Aapotpryivn amoterel vrootpoua ya ta évivpua UGT, cvunepiiappavopévov tov UGT2B7 mov
avaoTéEALETOL amd TV KavvoPidtddn in vitro. Aev £xovv mpaypatomoindel enionpeg KAMVIKEG LEAETEG
7OV OlEPEVVOVV AT TNV aAANAeidpaot). Ta enineda Aapotpryiving evoéxetat va givar avénuéva, 6tav
GLYYOpNYELTAL HE TNV KOVVOPIOIOAT.

Avaotoleig tov atoyov ¢ pamauvkivis oto, Oniaotikd (mTOR) i avootoAeis s koAoivevpivyg

Agv &govv TpaypotononOel pelétec OAANAETIOPACEDY LETAED PUPUAK®V EIOIKA Y10 TOVG OVOGTOAEIG
tov mTOR (7). eBepOALOVC) 1) TOVG AVAGTOAEIS TG KAAGIVELPIVIG (T.). TAKPOALLOVS). AdY®
SVVNTIKNG OAANAETIOPAOTC TOV UTOPEL VO 00NYNOEL G OVENUEVES GUYKEVIPAOOELS TOV AVOGTOAEDV
tov mTOR/avactoAémv Tng KaAGveELPIvNG 6TO TAGGHA, GVTA To APk B Tpémetl va
cuyyopnyovvToL pe Tpocoyn kot Ba wpénel va eEetdleTan To EvdEXOLEVO TapaKOAOVONOTG TOV
emumédov TV avactoréwv Tov mTOR/tg Kahowvevpivng oto aipa.

Avvopukd emidpacnc TS KavvaBidtdAne 6e AL QOPULOKEVTIKG TPOIOVTQ

Yroorpauoro twv CYPIA2, CYP2B6, CYP2CS, CYP2CY9, CYP2C19, UGTIA9 xou UGT2B7
Agdopéva in vivo amd yoprynomn kavvaPidtoang oe otabeponomuévn katdotaon (750 mg 600 popég
v Nuépa), 6tav cuyxopnyndnke pe o epana 60om kapeivng (200 mg), evog evaicntov
vrootpdpatog tov CYPIA2, katéder&ov avénpévn €kBeomn oty kapeivn katd 15% vy 1 Crax Kot
Kkatd 95% vy v AUC og ovykpion pe 6tav 1 Kapeivn xopnyndnke udvn me. Avtd ta dedopéva
VTOSEKVOOLV OTL 1| KovvaPidtodn anoterel acBevi avactoréa tov CYP1A2. Iapduoteg
ePLopPIopéves avénoelg g éxbeomng evosyetal va Tapatnpnbodv pe dAla evaicHnta vIOGTPOHOTA
tov CYP1A2 (m.y. Ogo@uAiivn N} Tilavidivn). H KAk onpacio avtd@v tov evpnudtov dev Exet
ueAetnOei. O acbevic Oo Tpémel vo mopakorovdeital 6Teva yio avemBounTeg EVEPYELES TOV
POPULAKOL.

Agdopéva in vitro TpoPAETOVY QUPUOKEVTIKEC OAANAETIOPAGELS UE Ta VITooTpmpota Tov CYP2B6
(m.y. Bovmpomiovn, epafipévln), TG YAVKOVPOVIKNG TPOVepEPACNS TNG S'-01pwcpoovpidivng 1A9
(UGT1A9) (m.y. dSupAovvilddn, tpomo@odn, eowvoeifpdrn) ko g UGT2B7 (.. yepeiBpoliin,
popeivn, Aopalemaun), 6tav cuyyopnyovvol ue v KovvoPidtdoan. Ilpofiénetar emiong 6t 1
ovyyopnynon g kavvaidtoAng Tpokaiel KAVIKG GUAVTIKEG OAANAETIOPACELG LE TO VTTOGTPMLLOTOL
tov CYP2C8 (pemayiwion) ko tov CYP2C9 (m.y. Bappapivn).

Agdopéva in vitro katédel&av OtL 1 kavvoaPiotoin avactéilel to CYP2C19, yeyovdg to omoio umopei
VO TPOKOAEGEL QLENUEVES GUYKEVTIPMOGELS GTO TAGGLO QOPUAK®OV ToL peTaforiovtal amd avtd To
160éviupo, 6mwg g KhoPaldung kot tng openpaloing. o cuyyopnyobueva QapUAKEVTIKG TPOTOVTA.
7ov givon evaicOnrta vrootpoduate tov CYP2C19 1 éxovv 61evo Bepamentivd deiktr, Oo mpémnel va
eEetdleton To gvdeydpevo peimong tng d6omncC.

Ab6y® TG TOAVIG avacTOANG TG EVEDUATIKNG dpactnploTnTas, Ha mpénet va eEetaleton 10
evdegyouevo peimong g 06ong Tv vrootpoudtov tov UGT1A9, UGT2B7, CYP2C8 ka1 CYP2C9,
OTMG EVOETKVUTOL KAMVIKA, €V EUQOVIOTOOV AVETIOOUNTES EVEPYELEC, OTAV GLYYOPTYOOVTOL UE TNV
KavvaBiotoan. Ady® tov duvapKod TO60 Emoy®yNg 660 Kol avacTOANG TG EVEVUATIKNAG



dpaotnproTnTas, Oa mpémel va eEeTAlETOL TO EVOEXOUEVO TPOGAUPLOYNG TG OO0TC TOV VITOCTPOLATOV
twv CYPIA2 kot CYP2B6, 6mwg evdeikvotor KAVIKA.

A&ioAoynon in vitro ¢ ailnieriopaons ue evivua UGT

Agdopéva in vitro vTodeKVOOLV OTL 1) KAVVAPIOIOAT ATOTEAEL AVAGTPEWLLO OVOGTOAEN TNG
dpaoctmpromtos v UGTIA9 kor UGT2B7 o khMvikd cuvageig cuykevipdoels. O petafolritng
7-kapPoéu-kavvapidtorn (7-COOH-CBD) amote)el emiong avactoléa Tng 0paoTnPLOTNTOS TOV
pecolofeitor amd to UGT1AL, UGT1A4 koau UGT1AG6 in vitro. Evééyeton va amotteiton peioon g
3001G TOV VIOGTPOUATOV, OTOV 1] KavvaPiotoAn cuyyopnyeital pe vrootpdpata avtdv tov UGT.

A1Bavoln oto okevacuo,

Ka6e ml tov Epidyolex mepiéyet 79 mg abavorng, wov givar icodvovaun pe 10% v/v avodpng
a18avoing, dnradn £mg 691,3 mg abavorng ava péylet epdmaé o6on tov Epidyolex (12,5 mg/kg)
v évav eviilka copatikod Bapovg 70 kg (9,9 mg abavoing/kg). ['a évav evialika copotikoy
Bapovg 70 kg, avtd etvar 1codvvapo pe 17 ml prdpagn 7 ml kpaciod avé 66om).

4.6 TovipétnTo, KNG KOL Yorovyia
Kbnon

AwtiBevton povo meplopiopéva dedoUéva amod T xp1on TS KavvaPiotdAng o€ EYKVEG YUVOIKEC.
Meréteg oe {oa katédei&ov avamapaywykn toéikotnta (BA. Topdypago 5.3).

Q¢ mponTikd PéTpo, 1 Kovvafidtodn dev Ba mpémetl va ypnoipomoteital Katd tn StdpKeLd TG
KONONG, EKTOG EAV TO SOLVNTIKO OPELOG Y10l T UNTEPO VIEPTEPEL GAPMG TOV SLVITIKOV KIVOUVOL Y10, TO

£uppvo.

Onioopodg

Agv datiBevtotl Khvikd dedopéva yiao TV mopovsio. Tng KavvafidioAng | Tov LETABOATOV TG GTO
avBpodmvo Yaia, Tic emdpaoels 6to OnAalov Ppépog N TIg EMMTOCELS OTNV TAPAYWOYT YOAQKTOG.

Meréteg oe {ma katédei&ov Toéucoroyikég petaPoréc og Onddlovta (doa, dtav otnv untépa,
yopnynOnke xovvafidrodn (BAEne mapdypago 5.3).

Agv vTapyovv HEAETEG OTOV AVOPOTO GYETIKA UE TNV OEKKPLON TNE KAVVAPLOIOANG 6T0 avOpOTIVO
yYoAo. Aedouévou 0Tt 1 KavvaPiotoAn deouevetal o€ ueyddo Pabud oe TpmTeiveg Kal LOAAOV TEPVAEL
elebBepa amd To TAAoUA GTO YAAX, MG UETPO TPOPLAAENGS, 0 ONAACHOG Ba TPEMEL VoL S1UKOTTETOL KOTA
T dudpketo g Oepomeiog.

Tovipdémra

Agv vapyovv dabéciua dedopéva otov AvOpwmo o Gyéom e TV EMOPUCT] TNG KAVVABIdtoANg ot
YOVILOTNTOL

Me and otopatog 66on émg 150 mg/kg/Mmuépa. kavvaidtoang, oev mapatnpndnke enidpacn oty
AVOTOPOYOYTIKT TKAVOTNTO PCEVIKGV | ONAvkdv empdmv (PA. mapdypoeo 5.3).

4.7 Emopacels otny IKavOoTnTo 001 Y1N01NG KOl Y(ELPLCROV U)oV TOV
H xovvaPiotoin €xel onpovtikn exidpact oTny iavoTnTe 0d1NyNoNg Kot YEPIGUOD UNYovNUAT®V,
10T pmopel va Tpokaiécel viviniio Kot KotaotoAn (BA. Tapdypapo 4.4). O acBeveic Oa npémel va

GSLUPOVAEVLOVTOL VO LNV 001YOVV KOt VoL L xelpilovtan pnyoviioto, £0¢ 0TOV amoKTGOVY ETUPKN
gumepio, OOTE VO, EKTIUGOLY AV eMNPEALEL OVGLEVOG TIC IKOVOTNTEG TOVS (PA. Tapdypago 4.8).

10



4.8 AvemOounTeg evépyereg

20VOWYT] TOV TTPOPIA OGOAAELOC

O avemBounteg evépyeleg mov ovagépbnkav pe v KavvoPidtdin 610 cuVIGTOLEVO g0pog ddcemv 10

£€m¢ 25 mg/kg/mpépa mapotiBevion TopaKaT®.

O1 o ovyvég avemBOunTeg evépyeleg etvar vivnda, petopévn dpeén, ddppota, Topesio, KOTOOM Ko

éuetoc.

H mo ovyvn artia dokonng tng Oepomeiog nTov avénon T@v Tpovoapvacmy.

Kotdhloyoc ovemBountmv evEPYELOV GE LOPON TVOKO,

O avemBOunteg evépyeteg mov avaeépbnkav pe tnv KavvaPiotorn oe eAEYYOUEVES [LE ELKOVIKO
QAPLOKO KAVIKEG OOKIUES TOPATIBEVTOL GTOV TAPUKATM TIVOKA avE KaTyopio opyavikon

GLOTNHOTOG KOl GLYVOTNTO.

O katnyopieg ocvyvotntog opifoviat g e€Ng: ToAd cuyveés (= 1/10), cuyvég (= 1/100 émg < 1/10), oyt
ovyvéc (> 1/1.000 émg < 1/100). Evtog kdbe opddag cuyvotntog, ol avemiOuNTeg EVEPYELES
TaPoLG1AlovTal LE GEPA HEOVUEVNS GOPapdTNTaC.

Mivaxkoeg 3: Kataioyog avemBOUNTOV EVEPYELDV GE HOPPT] TIVOKA

Koatnyopia/opyaviké cootnpa oyvoétnTa AvemOopnteg evépyereg amd KAvikég
doKiuég

AoDEELS KO TOPUAGTTOGELS Xuyvég [Tvevpovia®, ovporoipmén
Awtapayés Tov petofortopon kot e | oAb cuyvég Opeén peiopévn
Bpéyng
YPoyrorpucég droTapoyés Yuyvég Evepebiotomra, embetikdma
Awtapayég Tov veupikov cvotiuatog | [oAd cuyvég Yrvniio®

Yuyvég AnBapyoc, kpion
Awotapoyéc TOV aVOTVEVGTIKOD 2uyvEG Byxog
GLOTHIOTOG, TOL MoK Kot TOL
uecobmpaxiov
Alotapay£c ToV YOOTPEVTEPIKOD [ToAd Guyvéc Aldppota, EUETOC

2UyVEC Navtia
AwTopay£ ToL NTOTOG Kot TOV Xuyvég Avénuévn AST, avénuévn ALT, avénuévn
YOANQOP®V GGT
AlTopayEc TOV HEPLITOC KoL TOV Suyvég E&avonua
VTOJOPLOV 16TV
Ievikég datapoyég Kol KOTOGTAGELG [ToAvd cuyvéc [Mvpetia, kKOToN
g 050V yopfynong
TTapaxivikég eetdoelg Xoyveég Touotikd Bapog petwuévo

*Quadomoimpuévol opot: Ilveopovia: [Mvevpovia, mvevpovia RSV, pokomiacpatikn Tvevpovia,
adEVOTIKN TVELLOVia, UK TTvevpovia, Tvevpovio amd avappdenon” Yavniia: Yavniic, KOTOGTOAN.

TIeprypoon emieyuévmv ovemfuunt®y EVEPYELDV

Hrazoxvtropiks BAGSy

H xavvapiotdoin puropei va tpokarécel oyetiloueveg pe ) 06on avénoelg tov ALT kor AST (BA.

Tapdypoeo 4.4).

e eleyyouevec peréteg yia to LGS, 1o DS (6mov Aaufavovray 10 1 20 mg/kg/muépa) kor v TSC
(6mov Aapfavovtay 25 mg/kg/muépa), n cvxvotnta epedviong avénoewv s ALT dve tov 3thaciov
tov ULN ftav 12% otovg acbeveic mov AdpuPavay Bepamneio pe v Kavvopiotodn, GUYKPIVOUEVO LE
< 1% og aoBeveic mov AdpPavay EIKOVIKO QAPLLOKO.
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Avyotepor amd 10 1% 10V acbevdv mov Aapfavay Bepaneio pe Tnv KovvaPioloin eiyov eninedo ALT 1
AST vynmAotepa tov 20mhaciov tov ULN. 'Eyovv vdpéet mepimtdoelc ot omoieg o1 avENoelg tmv
TPOVOOLVOCMY GUGYETIOTNKAY LE Voonieia o€ acbeveig mov Adpupavay KavvoPidtoin.

THopayovieg kivodvoo yia nratoxvtrapikn pAoSH
2vyyopnynon Palmpoikod oléog kar klofalouns, 0oan e kovvafioioAng Kai avEHUEVES TPAVOaUIVOTES
KOTA TV ECETACN OVOPOPOS

2vyyopnynon Balrpoikod oféoc kot klofalounc

e aoBeveig mov AdpPovay Oepameio pe v kavvafidtoin kot Adppovay d6ceig 10, 20 ko

25 mg/kg/muépa, N cuyvotnta epeaviong avéncemv g ALT peyolvtepov tov 3mhaciov tov ULN
Ntav 23% oe acBeveig mov AdpPavoy tavtdypova 1660 BoAmpoikd o&L 0660 Kot KAoPalaun, 19% oe
acBeveic mov Adppavay tavtoypova Baimpoikd o&d (yopic kKhopalaun), 3% ce acbeveig Tov
Adppavay tavtoypova kKhopalaun (xopic Parmpoikd 0&v) kot 3% oe acbeveic mov dev AauPoavoy
KOvEVO, Ao To, VO PAPLLAKAL.

ddon

Avénoeig e ALT peyardtepeg tov 3nhaciov tov ULN avaeépnkav oto 15% tov acbevav mov
Adppavay kavvafidtoan 20 1§ 25 mg/kg/muépa cvykpvopevo pe 1o 3% otovg acbeveig mov Adpupavoy
kavvafidtoan 10 mg/kg/Mmuépa.

v eheyyouevn puerém v v TSC, o kivovvog avéncemv g ALT ftav vynAdtepog 6€ 00GELG
vynAoTEPES TV 25 mg/kg/muépa.

Avénuéves tpavoouivaoeg katd v eCEToon avopopas

e eleyyopeves dokipuég (PA. mapdypago 5.1) oe acbeveic mov Adpupavay kavvaPiotoan 20 1

25 mg/kg/mpépa, N cvyvotra epeoviopevoy katd ) Oepaneio avénoewv e ALT peyaivtépov tov
3miaciov Tov ULN ftav 29% (80% tov acBevav avtadv Adppavav Boinpoikd o&d), 6tav n ALT ntov
vynAotepn tov ULN katd v e€étaon avagopds, cuykpvouevn pe 12% (89% tov acbevav avtov
Adppavay Baimpoixd 0&0), 6tav n ALT ftav evtdg Tov ucetoloyikod vpous Katd tnv eEétaon
avapopds. Zvvorkd to 5% tev acbevav (6hot avtoi ot acbeveic AMappavay Paimpoikd 0&0) Tov
Adppavay kavvapiotoan 10 mg/kg/muépa mapovsiocay avénoelg e ALT peyaridtepeg tov 3mAaciov
tov ULN, 6tav n ALT rjrav vynidtepn tov ULN katd v e&€taon avapopds, cuykpvopevo pe 3%
(6Aot avtoi ot acBeveic Aappavav BaAirpoikd o&y), 6tav n ALT ftov evidg Tov pUGIOA0YIKOD EDPOVG
Katd TV e&€tooT avapopdc.

Yavnlio kou kortaoroln

e eleyyopevec dokipé pe v KavvoPiotoin oto LGS, 1o DS kot v TSC €yovv mapoatnpndel
ouuPdvto vIVNALNG Kot KoTooToANS (cvumepiiapfoavopévon tov Anbapyov) (PA. Tapdypapo 4.4),
cvpmeptAapfavopévouv Tov 29% tmv acbevav mov Adppavav Bepaneio pe v kavvafidtorn (30% tov
acOevav mov AduPovay kavvafidorn 20 1 25 mg/kgmuépa kot 27% v acbevav Tov Adupoavoy
Kavvapiotoan 10 mg/kg/muépa). Avtég ot avemBounteg evépyeieg TopatnpnOnKoay pe vynAdtepn
oLYVOTNTA EULPAVIONG G 00GELG Gve TV 25 mg/kg/muépa oty eleyyopevn perétn yuo v TSC. To
TOGOGTO VIIVNAOG Kol KATOOTOANG (cvumepiapfoavopévou tov Andapyov) tav vynidtepo o
acOeveic mov Adppavay tavtoypova kKhofalaun (43% otovg acbeveic mov Aaupavay Beponeio pe v
Kavvaiotoan kot Adppovay kKhofalaun, oe ocbykpion pe 14% otovg acbeveic mov AdpPovay Oepameio
pe v KavvoPiotoin kou dev AdpPavay khoBaldun).

Kpioeig

v eheyyouevn dokiun o acbeveic pe TSC, og dooelc v twv 25 mg/kg/muépa tapatnpnonke pa
avENUEVN cLYVOTNTO AVETIOOUNTO®V GUUPBAVIOV TOV GUGYETIGTNKOV LE EMOEIVOOT TOV KPIoEMV.
[Mapdtt dev Tekunpddnke capég potifo, Ta avemBounta coppdavra aviuatontpiioy avénuévn
oLYVOTNTA 1 £VTOCT TOV KPIGE®OVY 1 VEOLG TUTTOVS Kpiong. H cuyvomrta tov avemBduntov coppdviov
oV cvoyetioNKav Le emdeivoon Tov kpicewv Ntav 11% ywo tovg aobeveic mov AdpPovay
Kavvafidtoan 25 mg/kg/muépa kot 18% yia tovg acbeveic mov Adpfovav 366€1g kavvoPidioing
peyodotepec omd 25 mg/kg/muépa, og ovykpion pe 9% otovg acbeveic mov Adpupavay eucoviko

QapLOKO.
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Meiwuévo owpotixo [apog

H xoavvapidioin propei va tpokarécel andigia, fdpouvg N petmpévn avénon tov Bapovug (BA.
mapdypoeo 4.4). e acbeveig pe LGS, DS kot TSC, 1 peiwon tov Bapovg pdvnke vo oyetileton pe
doon, pe 21% tov acBevav mov Adupavay kavvapiotdin 20 1 25 mg/kg/muépa va eppaviovv peimon
oV Papovg > 5%, cuykpvopevo pe 7% tov aclevadv mov Adppovay kavvapidoin 10 mg/kg/muépa.
e HEPIKEG TEPIMTMGELG, TO UELOWUEVO COUATIKO PBApoc avapépbnke wg avemBountn evépyeta (BA.
[Tivaka 3 mapondve). H peiopévn 6peén kou n andiea fapovg evdéyetal va Exovv wg enakdiovbo
ehoppd petopévn adEnor tov HYoug.

Awapporo.

H kavvaBioidin propet va mpokarécel oyetilopevn pe ) 86om didppota. Xe eEAeyyOUEVESG OOKIUEG GTO
LGS xat to DS, n ouyvétra g didppotag frav 13% ctovg acbeveig mov Adupavoy KovvaPiotoan
10 mg/kg/muépa kar 21% otovg acbeveic mov Aapupavay kKavvoapidotoin 20 mg/kg/muépa, oe cuykpion
pe 10% otovg acBeveig mov AdpPavay gikovikd eappaxo. e po greyyouevn dokun oty TSC, n
ouyvortnta g dtbppotag Nrav 31% otovg acbeveic mov AauPovav kKavvafidtoin 25 mg/kgmuépa ko
56% otovg acbeveic mov AdpPavay d6celg KovvaPidtoing peyarvtepeg and 25 mg/kgmuépa, o
ovykplon pe 25% otovg achevelg mov AdpPoavay guoviko gépLokxo.

2116 KMVIKEG BOKIUES, 1) TPMTN EKONAMGCT TNG SIAPPOLOC CUELOVITOV KOTA KOVOVA GTIC TPDTES

6 ePdopddeg g Bepameiog pe kavvaPidtoan. H didpeon didpketa e didpporag nroav 8 nuépeg. H
duppoa 001 ynoe oe peiwon g doons KavvaPidtoing oto 10% twv acbevav, og Tpocwpvi dlokonn
g 060M¢ 6710 1% TV acbevav kot o€ poviun dtokonr 6to 2% TV actevov.

Awuoroloyixés avoualies

H kovvaPioidin propet va TpoKaleécel LEIDGELS TNG OLLOGOOPIVIG KL TOV opoToKpiTn. X aobeveig
ue LGS, DS ka1 TSC, n péomn peimomn g aplocQoipivng omd T HETPNOT avapopdis £0¢ TO TEAOG TNG
Oepamneiog tav —0,36 g/dl otovg acbeveig mov AauPavay kovvofidoin 10, 20 1 25 mg/kg/muépa.
[Mapatnpndnke eniong pa avtictoyn peiwon tov aipotokpitn, pe péon petafoin -1,3% otovg
acOeveic mov Adppovay Kavvaiotoan.

Eikoot entd to1g exatod (27%) twv acbevav mov AapPovay kavvafidtoin ko eiyav LGS kot DS ko
38% tov acBevodv mov AdpPavav kKovvaPiotoin (25 mg/kg/muepa) ko elyav TSC avéntvéay véa
gpyootnplokd optlopuevn avatpio katd tn diaprela g LEAETC (optlouevn ®C PLGIOAOYIKN
GLYKEVTPMGT] OLLOGPUPIVIG KATA TNV a&LOAOYNOT OVOPOPAC, LE OVOPEPOLEVT] TIUN YOUNAOTEPT TOV
KAT® 0piov TOL PVGLOAOYIKOD GE HETOYEVEGTEPO YPOVIKO GTLUELD).

Avénoeig ¢ kpeoTvivyg

H xovvapidioin pmopet va mpokarécel avéncelg g kpeatviviig Tov opod. O pnyovicpog dev £xet
TPoodoploTel akopa. Te eEleyyoueveg Leléteg o€ vyieic evilikeg kat o€ acbeveic ue LGS, DS kot
TSC, mapatnpndnke avénon g kpeatviviig Tov opov katd 10% mepimov evtdc 2 gfdopddmv omd v
évapén g Aqung kavvafidtodn. H adénon ntav avaostpéyiun otoug vyteig evilikeg. H
avaotpeyindtnta dgv agloloynonke og pekéteg yuo to LGS, to DS i tqv TSC.

Avopopd THavorloyoOUEVOV avETIOOUNTWOV EVEPYELDY

H avagopd mboavoroyoduevoy avemBOuntmy evepyeimy HETd amd T yopnynon adelog kKukAopopiag
TOV QAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Exttpénet tn cuveyn mapoakolobOnon e oxéong
0PEAOVC—KIVOVVOL TOV PAPUAKEVLTIKOD TPOIOVTOC. Znteital and Tovg ExayyeAlaTieg vyelog va
AVOQEPOVY OTOLEGONTOTE TOAVOAOYOVUEVES OVETOOUNTES EVEPYELEG LECH TOV EBVIKOD GUGTILOTOG
avaeopdg mov avaypdeetotl oto [Hopdptnua V.
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4.9 Ynaegpoocoroyia

ZOUMTAOUOTO

H epmepio pe d6ce1g peyardtepeg tng cvuvioTdpevg Bepamevtikig 600mG etvan Teplopiopévn. 'Hma
£m¢ pétpla dtgppota Kot vvniia £xovv avapepbel og vYElg EviAikeg cuppEeTEYOVTES TTOL Aoy pia
epamaé d6om 6.000 mg' avtd 1odvvapEl e 60om ave Tov 85 mg/kg Yo évav eviAlka COUATIKOD
Bapovg 70 kg. Avtég o1 avemBOunteg EVEPYELES VTOXDPNCAY LUETA TNV OAOKANP®GT TNG LEAETNG.

Awyeipton tng vTeEPS0cOAOYInC

Xe mepintwon vrepdocoroyiog, o acheviig Ba mpémel va mapakorlovbeitan Kot va yopnyeiton
KATOAANAN cvpmTopatiky Oepaneio, copmepthapavouévng g mopakolovnone tov (OTiK®V
onueiov.

5. DAPMAKOAOI'IKEX IAIOTHTEX

51 ®@oppokodVVOPIKEG LOLOTITES

DoppokobepamenTIKy KATNYOPIio: OVIIETANTTIKG, OAAN OVTIETANTTIKG, Kodkdc ATC: NO3AX24

Mnyovicoc dpaong

O axp1Peig pnyoaviopol pe Tovg omoiovg 1 KavvaPidtoAn aokel TG CTAGUOAVTIKES OPAGELS TNG GTOV
dvBpomo sivarl dyvootot. H kavvapidtoin dev ackel tnv omacoAvTiky dpdon g HECH
aAAnAemidopoong pe vwodoyeig kovvaPiotoine. H kovvafidiodn petmvel T veupmvikn
VIEPSIEYEPCILOTNTO LEG® POOLUGTC TOL EVOOKLTTOPIKOD AGPESTION HECH TV KAVOALDY GLLEVYUEVOD
pe mpateivn G vodoyéa 55 (GPRSS) kot petafotikod duvapkov vrodoyéa foaviirogiddv 1
(TRPV-1), kaBd¢ kot pOOuon g pesorlafoduevng amd Ty adeVosivi) onUatoddTnong HEcm
OVOGTOANG TNG KVTTOPIKNG TPOGANYNG AdEVOGIVIG LEGH TOV eELGOPPOTNTIKOD UETAPOPED
vovkAgoodiov 1 (ENT-1).

Dapuokodvvalkic emOpUcELS

e aoBeveig, vpioTatatl SuvNTIKA TPOGOETIKY GTAGUOAVTIKY] Opdom omd TNV apeidpoun
QOPUOKOKIVITIKT 0AANAETIOpaon HeTa&Dd Tng KavvafidtoAng Kat e kKhofaldunc, n omoio empépet
AVENCELS TOV KUKAOPOPOLVTOV ETITESDV TOV AVTIGTOL®V OpacTIKOV petafoAttdv tovg, 7-OH-CBD
(mepinov 1,5mhdora) koar N-CLB (nepinov 3nhdoia) (BA. mapaypaeovg 4.5, 5.1 ko 5.2).

KAwikn omoteheopotikotnTo,

Emixovpixn Osporeio. oe ooOeveis pe abvopouo Lennox-Gastaut (LGS)

H omoteleocuatikdmmra ¢ KavvaidtdAng yia v entkovptkn Oepomeio kpicemv cuoyeTilOUEV®V UE
70 cvvdpopo Lennox-Gastaut (LGS) a&loroynOnke g d0V0O TUYOLOTOUNUEVEG, SITAG TVQAES,
eleyyopeves e eIKOVIKO pappoko peréteg mapdiiniov opddwv (GWPCARE3 kot GWPCARE4).
Kabe perétn amotelobvtay amod pa mepiodo avaeopds 4 efdopddmv, o mepiodo TitAomoinong

2 gfodopadmv kat po mepiodo cuvtnpnong 12 efoonddwv. H péon nhikio tov minbuouov g uehétmg
nrav 15 étn kot mocootd 94% Adppave 2 | mepioadtepa cuyyopnyovpeve AED (cAED) katd
duapketa g dokiung. Ta cuyvdtepa ypnoyomolovpeve GAED (> 25% twv acbevav) kat 6Tig 600
dokipég nTav 1o Parnpoikd oD, 1 Khofalaun, n Aopotpryivi, N AEPETIPAKETAUN KoL 1] POLOLVOLION.
[Tepimov 50% twv acBevov Adppavay tavtoypova kKhopfalaun. H mieliovotnta tov acbevodv mov dev
Adppavav KhoBalaun eixe mponyovpévmg AdPet kal ot cuvéyela dakdyel Oepameia pe kKhoPaldun.

To mpwtedoV KOTOANKTIKO onleio Tav 1 TocooTIoio LETAPOAN Od TNV TN AVAPOPAS GE OOTOTIKES

Kpioelg avd 28 nuépeg kaTd T dldpKeLn TIC TEPLOSOL Bepameiag yio TNV Opdda TNG KOVVAPIOOANG GE
GUYKPIOT LE TNV OLASA TOV EIKOVIKOD Pappakov. Ot aotaTiké KpIGES 0pioTNKAY MG OTOVIKES,
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TOVIKEC 1 TOVIKOKAOVIKEG KPIGELS TOov 001 ynoav 1 Ba umopodcay va, eiyov 001YNGEL G€ TTAOGN 1
TPOVUATIGHO. Baoikd deutepedovia KATUANKTIKG OTELN ) TOV TO TOGOGTO 0oOEVDV e PEION TNG
GLYVOTNTOG TOV ACTATIKOV KPioe®V Katd tovidyiotov 50%, 1 mocooTtioio LETOPOAN TG OAKNG
GLYVOTNTOG KPIGEDV A0 TNV T OVAPOPAG KO 1) YEVIKT EVTOTWOOT) GUUUETEYOVTA/PPOVTIOTY] Y10 T
petafoirn amnd v tekevtaio eniokeyn (I'EMX/®D).

Avolioelg vToopadmy dievepyndnkay yio ToAAov¢ Tapdyoviee, copmepiiapfovouévav tov cAED.
Ta aroteAéopata e avdAvons vroopddwy aclevov mov Adpfovay Bepaneia pe kKhoPaldun o
ovykpion pe aobeveic mov AdpPovay Bepaneio yopig KhoPalapn, vaédelEay 6Tl vepicTaTal
EVOATMOUEVOVGO, GTATIOTIKT] 0fefaidTTa avapopIkd e To BepamenTikd amoTELESUO TG KAVVABIOIOANG
o€ acbeveig mov dev Aappdvovy kKhoBaldun. e avtdv Tov TANOLGUO, 1) ATOTEAEGUATIKOTNTO, OEV EXEL
TekuUnpuoEt.

O ITivaxag 4 cuvoyilel 10 TP®TEHOV KATAANKTIKO GNUEID TNG TOGOOTINNNG PEIMONC TOV AGTATIKMV
Kpice®V amd TV TN ovapopds Kot To Pactkd deuTeEPEHOV HETPO TOV TOGOGTOV TV 0GHEVAOVY L
tovAdyotov 50% peiwon g cuyvOTNTIS ACTATIKAOV KPloewV, KoM Kol OTOTEAEGHATA TG
avaALGNC VTOOUGd®Y Yo avTd Ta péTpa EKPacng og acBeveic Tov AauPavay Bepomeio pe TavTOYPOVT

xopnynon kiopalaung.

Mivaxkoeg 4: IlpoTtevov kKo Baoiké dguTepevov néTpo Ekfaocng avramokpivopevov > 50% ko
ovaAiven vroopddmv otig peréteg Yo to LGS

Ymnoopdoo
Xvvolro N ne N
Khofaldapn
AXTATIKEYX KPIZEIZ ANA 28 HMEPEX
Iocootiaia peioon amwd TNV Tipn avapopdc”
GWPCARE3 Ewc. pdppaxo 17,2% 76 22,7% 37
10 mg/kg/mp. 37,2% 73 45,6% 37
20 mg/kg/mp. 41,9% 76 64,3% 36
GWPCARE4 Ew. pdppoko 21,8% 85 30,7% 42
20 mg/kg/mp. 43,9% 86 62,4% 42
Al0Qopa. 1| T0606TINI0, HEIMGT] 6E GUYKPLON PE TO EIKOVIKG @dppako (95% CI), tiuq pb
GWPCARE3 10 mg/kg/mp. 19,2 29,6%
(7,7,31,2) (2,4%, 49,2%)
p=0,0016 p = 0,0355"
20 mg/kg/mp. 21,6 53,8%
(6,7, 34,8) (35,7%, 66,8%)
p = 0,0047 p <0,00017
GWPCARE4 20 mg/kg/mp. 17,2 45,7%
(4,1, 30,3) (27,0%, 59,6%)
p=0,0135 p <0,0001"
>50% MEIQXH TON AXTATIKQN KPIZEQN (ANAAYXH ANTAITIOKPINOMENQN)
1060676 AVTOTOKPIVOREVOVY KaTd > 50%, Tipn p°
GWPCARE3 Ew. odppoxo 14,5% 76 21,6% 37
10 mg/kg/mp. 35,6% 73 40,5% 37
p =0,0030 p = 0,0584"
20 mg/kg/mp. 39,5% 76 55,6% 36
p = 0,0006 p =0,0021"
GWPCARE4 Ew. odppoxo 23,5% 85 28,6% 42
20 mg/kg/mp. 44,2% 86 54,8% 42
p =0,0043 p =0,0140"

CI = dibompa gumiotocvuvng 95%
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*Ta dedopéva Yio Tov GLVOAIKO TANBVOUO TapovotdlovTal ™G SLAIEST TocooTINiN Helmwon amd TNV
T avagopds. Ta dedopéva yio Tnv vroopdda pe kKAofaldun mapovsidloviol mg TtocooTioio peimon
Ao TNV TN OVAQOPAG VTOAOYICUEV UE OVAALGT CPVITIKNG SIOVOUIKTG TOAVOPOUNOTG.

P Ta cuvorikd Sedopévo mapovstaloviotl mg EKTIUMUEVN S1decT dl0popd Kot T p amd ELeyY0
aBpoiopartog dratdEemv Tov Wilcoxon. Ta dedopéva yia v vwoopdoa pe khoBaldun éxovv
VTOAOYIOTEL LE AVAAVOT] OPVNTIKTG SIWVULIKNG TAALVOPOUTONG.

" OVOHOGTIKT TN P.

% H cvvolkh tun p Bacileton o éheyyo Cochran-Mantel-Haenszel- Ot ovopoaoticéc Tipég p yio tnv
vroopdda pe kKhopalaun Pacifovrol oe avdAvcn AoyloTIK)G TAAMVIPOUNGTC.

Eminpoobero devtepebovra uétpo éxfaonc otny vrooudda acbevayv mov Adupfovay Bepomeio ue
ovyyopnyoouevy klofoloun

H xoavvaPidioAn cucyetiotnke e adEnon ToL TOGOGTOD TV 0GHEVOVY OV TapOLGIaGHY VYNAOTEPT M
ion pe 75% peimon e cuXVOTNTOG OCTATIKMV KPIGEDY KOTA TNV TEPiodo g Oepamneing oe Kabe
doxyn (11% 10 mg/kg/muépa kavvapidtorn, 31% Ewc 36% 20 mg/kg/mpépa kavvaPidtonn, 3% wg
7% eoviKd @apraKo).

e kdBe doxkyun, ot acBeveig mov Adppavay Kavvopididin Ttapovciocay peyolvtepn didpeon
mocooTloia Helmon TV cLVOMKAV KpicE®MV GE GUYKPION LE TO glKovikd eappako (53%

10 mg/kg/muépa, 64% Emg 66% 20 mg/kgmuépa, 25% yia kdbe opdda €1KoVIKOD PAPHOKOOD
p = 0,0025 yio To 10 mg/kg/muépa ko p < 0,0001 yio kéBe opdda 20 mg/kg/muépa Evavtt Tov
EIKOVIKOD QUPULAKOV).

Meyalitepec PEATIDGELG TNS GUVOAIKNG KOTAGTAONC, OTm¢ LETpNOnKe pe T fabuoroyio yevikng
EVIVTIOONG Y10, TN LETAPOAN KT TNV TEAEVLTOIN ETIGKEYT, AVOPEPHNKAV A0 TOVG PPOVTICTES KOl
Tovg aoBeveic Le appdTepeg Tig 800ELg TG kKavvaPidtorng (76% 10 mg/kg/mpépa, 80% yio ke opdda
20 mg/kg/muépa, 31% g 46% e ikoviko papuoko p = 0,0005 ya ta 10 mg/kg/Mmuépa. kot

p <0,0001 ot 0,0003 yia To 20 mg/kg/muépa EVavTL TOV EIKOVIKOD QAPUAKOD).

& GUYKPLON UE TO EIKOVIKO QPAPLOKO, 1) KAVVOPIOIOAT GUGYETIOTNKE e avENGN TOL aplOpod TV
NUEPDV Y®PIG aoTATIKN Kpion kaTd T didpkela TG Oepomeiog o kdbe dokiun, 1Godvvaun pe
3.3 nuépeg ava 28 nuépeg (10 mg/kg/mpépa) ko 5,5 €wg 7,6 nuépeg ava 28 nuépeg (20 mg/kg/muépa).

Emixovpixn Ospancio oe ao0eveic ue ovvopouo Dravet

H amotereopatikdma g KavvaPiotoAng yio v entkovpikn Bepaneio Kpioemv GUoYETILOUEVOV LE
10 oOvdpopo Dravet (DS) a&orloyndnke og 600 TuyoOTOMUEVES, SUTAG TVQAES, EAEYYOLEVES UE
EKOVIKO Pappoko perétec mapdriiniov ouddwv (GWPCARE?2 kot GWPCARETL). Kafe peiém
ATOTEAOVVTAV OO Lo TEPI0S0 ovapopdc 4 efoopnadmv, pia tepiodo TrtAomoinong 2 fSouddmv Kot
pa epiodo cvvtipnong 12 efdopddwv. H péon nikio tov minbououov g pekétng ntav ta 9 £n Kot
1060070 94% AduPave 2 N tepiocodtepa cAED katd tn didpkela tng dokung. Ta cuyvotepa,
ypnoonotovpeve cAED (> 25% tov acBevav) kat 6Tig 600 doKLéS Tav To Bodmpoikd o0&,
KhoPaldun, n otpimeviodn kot 1 Aefetipaketdun. Iepitov 65% v acbevav Adpfoavay tavtdypova
KhoPaldun. H mieiovotnta t@v acbevav mov dev Adpfovay khoPaldun eiyxe mponyovuévmg Adfet Kot
o™ ovvéyeln dtakoyet Oepameio pe kKhopalaun.

To npwTeEvOV KATAANKTIKO GNUEL0 TAV 1 LETAPOAT GTI GLYVOTNTO CTOCUMIK®V KPIGEDY KOTA TN
duapkela g mePtodov Oepameiog (amd v nuépa 1 £o¢ 10 Téhog ¢ a&lohoynoIUNg TEPLOOOV) O
ovykpion pe v Tl avaeopds (GWPCARE?) kot ) mocootioio, LeTafoAN amd TNV T ovapopic
OTOCHMIKOV KPIoemV avd 28 nuépec Katd tn didpkela g meptodov Oepaneiog (GWPCAREL) ya
TIG OLAOEG TNE KAVVOPLOIOANG GE GUYKPIOT LE TOV EIKOVIKOD Qapuikov. Ot 6ToCUOIIKES KPIGELS
0pioTNKOY MG 01 ATOVIKEG, TOVIKEG, KAOVIKEG KOl TOVIKOKAOVIKEG Kpioelc. Baoikd devtepevovia
KatoAnktikd onpeio yio v GWPCARE2 ftov 10 1060016 060gvav e peimon tng cuyvotntag Tov
OTOCHMIKOV KPIGEMV KOTA TOLAAYIGTOV 50%, 1 HETABOAT TNG OMKNG GLUYVOTNTOG KPIGEWDVY KoL 1|
YEVIKT EVTUTMOGN TOV GPOVTIOTH Y10 TN LETOPOAN amd TNV tedevtaia eniokeyn (CEM®). To Bacukd
devtepevov onueio yio v GWPCAREI fjtav 10 10060616 060evav e peimon TG cuyvoTnTog
OTOCUMIKMOV KPIGEDV KOTA TOVAGYIeTOV 50%.
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AvaAdcelg vTooddmV dlevepyRONKay yio ToAAOVG Tapdyovtes, cuumepthapfovopéveoy v cAED.
To aroteléopata T ovaAvong vVToopddwy achevav mov Aapupavay Bepaneia pe KAhoPaldun o
ovykpion pe aobeveic mov AdpPovay Oepameio yopig KhoPaldun, vaédei&oy 6Tl veicTUTOL
EVOATOIEVOVGO, GTATIOTIKT] 0fefaidtTnTa ovapopIKd L To BepamenTikd amoTELEGHA TNG KAVVOBIOIOANG
o€ acbeveig mov dev Aappdvouv KhoPaldun. Xe avtdv Tov TANOLGUO, 1) AToTEAEGUATIKOTNTA OEV EXEL
TekUNPLoOEL.

O Iivaxag 5 cuvoyilel 1o TpmTEHOV KATAANKTIKO ONUEID TNG TOGOGTINING PEIMONS TOV CTACUMOIK®OV
Kpice®V amd TV TN ovapopds Kot To Pacikd deuTeEPEHOV HETPO TOV TOGOGTOV TV 0GHEVAOVY L
TovAdyiotov 50% peimon Trng cuyvOTNTAG CTOCUMIIKOV KPIoE®MV, KOOMDS Kol OTOTELECLOTA TG
avaALGNC VTOOUAdWY Yo avTd T pETpa EKPacng o€ acbeveic mTov Aapupavay Bepameia pe TovLTOYXPOVN

xopriynon kiopaldung.

ivaxkoeg S: IpoTtevov ko Baocikd dgvtepevov néTpo Ekfacng avramokpivopevov > 50% ko
avaAvon VTOoRAd @V 6TIg peréTeg Yo To DS

Ymnoopdoo
2 vvoio N pe N
Khofaldapn
TIMAZMOQAIKEY KPIZEIX ANA 28 HMEPEX
IHocooTioia peioon amwd TNV TIUN ava@opac”
GWPCARE2 Ew. odppoxo 26,9% 65 37,6% 41
10 mg/kg/mp. 48,7% 66 60,9% 45
20 mg/kg/mp. 45,7% 67 56,8% 40
GWPCAREI1 Ew. pdppako 13,3% 59 18,9% 38
20 mg/kg/mp. 38,9% 61 53,6% 40
Al0Qopa, 1| T0606TINL0, HEIMGT] 6E GUYKPLON PE TO EIKOVIKG @dppaxo (95% CI), tipq p?
GWPCARE2 10 mg/kg/mp. 29,8% 37,4%
(8,4%, 46,2%) (13,9%, 54,5%)
p = 10,0095 p = 0,0042"
20 mg/kg/Mmp. 25,7% 30,8%
(2,9%, 43,2%) (3,6%, 50,4%)
p = 0,0299 p = 0,0297"
GWPCAREI 20 mg/kg/Mmp. 22,8 42,8%
(5.4, 41,1) (17,4%, 60,4%)
p=0,0123 p = 0,00327
>50% MEIQXH TON XITAXMQAIKOQN KPIZEQN (ANAAYXH ANTAITIOKPINOMENQN)
060676 avTamoKpIVOpEVOVY Kot > 50%, Tiun p°
GWPCARE2 Ew. pdppako 26,2% 65 36,6% 41
10 mg/kg/mp. 43,9% 66 55,6% 45
p=0,0332 p = 0,0623"
20 mg/kg/Mmp. 49,3% 67 62,5% 40
p = 0,0069 p =0,0130"
GWPCAREI Ew. pappoko 27,1% 59 23,7% 38
20 mg/kg/Mmp. 42,6% 61 47,5% 40
p=0,0784 p = 0,03827

Cl = dibompa gpmotocvuvng 95%

* Tt pedétn GWPCAREI, ta cuvolkd dedouéva mapovotdlovtal mg dldpect) mocootioio Leimon
amo v T ovagopdc. Ta dedopéva yuo ) perétn GWPCARE2 ko yio tnv vmoouddo, pe
KhoPaldun Tapovcidlovtal ®g ToGooTIi0 LEI®MOT amd TV TN AVOQOPAS VTOAOYIGHEVT e AVAALOT
OPVNTIKNAG OLOVOLUIKNG TOAVOPOUNGTG.

P oot perétm GWPCAREL, 1o 6uvolikd 3ed0uéve Tapovctdloviol og eKTIAUEVT S1Gueon
Slopopd Kot Tiun p amd Eleyyo abpoicpatog dwataéemv tov Wilcoxon. Ta dedopéva yio tn pHeAén
GWPCARE2 kot yio tnv vroopddo pe kKAopalaun £€xovv VIOAOYIGTEL e AVAAVOT) OPVNTIKNG
SLOVOLUKN G TOAVOPOUNOTG.

" OVOLOGTIKN TN P.

% H cvvolxf tun p Bacileton o reyyo Cochran-Mantel-Haenszel- Ot ovopootikéc TIHéG p Yo THV
vrooudda pe kKhoBalaun Paciloviol og avaAvon AOYIGTIKNG TOAVOPOUNOTC.
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Eminpoobera devtepebovro uetpo. Exfoonc atny vmoouddo o.glevav wov Loufovoy Gspomeio. e
ovyyopnyoduevn Kiofolduy

H xoavvaPidioAn cucyetiotnke e avénon Tov Toc0G6ToD TV achevdv mov tapovsiocay VYNAdGTEPT I
ton pe 75% peimon g cuXVOTNTOG CTAGUMIIK®V KPIGE®Y KOTA TNV TtEPiodo g Oepaneing oe Kabe
doxyn (36% 10 mg/kg/muépa kavvaPidtorn, 25% ya kébe opdda 20 mg/kg/muépa kavvaidtorng,
10% ¢wg 13% eikovikd @apoKo).

e kdOe doxkyun, ot acBeveic mov Adppavayv KavvoPididin tapovsiocay LeyoldTePT TOGOGTIOLN
LEIMOT TOV GUVOAMK®OV KPICEMV G€ GUYKPLOT LE TO EKOVIKO Qappoko (66% 10 mg/kg/muépa, 54%
£€m¢ 58% 20 mg/kg/muépa, 27% g 41% swovikd pappaxo’ p = 0,0003 yio ta 10 mg/kg/muépa ko
p =0,0341 ko 0,0211 ywa a0 20 mg/kg/muépa Evavtt Tov EIKOVIKOD GapUdKov).

Meyarbtepeg BEATIOGEIS TNG GUVOMKNG KATAGTACNGS, OTIMG LeTpRONKE pe T Pabporoyia yevikng
EVIVTIMOGNG Y10, TN UETAPOAN KaTd TV TeEAevTain EXIGKEYT, AvVaEEPONKAY OO TOVG PPOVTICTES Kol
Tovg aoBeveic Le appdtepeg Tig 000elg TG kavvaPidtorng (73% 10 mg/kg/mpépa, 62% eng 77%

20 mg/kg/muépa, 30% Emg 41% eucovikd edapuaxo’ p = 0,0009 yia ta 10 mg/kg/muépa ko p = 0,0018
xat 0,0136 yuo o 20 mg/kg/Mmuépa EvavTt Tov EIKOVIKOD GapUAKOD).

& GUYKPLON UE TO EIKOVIKO QPAPLOKO, 1] KAVVOPIOIOAT] GUGYETIOTNKE LE aDENGN TOL PO TV
NUEPDV Y®PIG OTOCUMIIKT Kpion KT TN ddpkela TG Oepaneiog o€ kb dokiun, 160d0vauN Ue
2,7 nuépec avd 28 nuépeg (10 mg/kg/Mmpépa) kon 1,3 mg 2,2 nuépeg ava 28 nuépes (20 mg/kg/muépa).

Evilixog minBoouog

O mAnBvopog acBevov pe DS otig pedétec GWPCARE2 kot GWPCARE! anotelovvtay katd Kuplo
Adyo and TodlaTpikovg acbevelg pe povo S evidikoug aobeveig, ol omoiotl NTav nAkiog 18 etmv
(1,6%) ka1, cvvendc, GLAAEXOM KAV TEPLOPIOLLEVE SEGOUEVA Y10 TNV ACOALELN KOL TIV
OTOTELEGUATIKOTNTO 0TOV EVAALKO TANOLGUO pe DS.

Avraroxpion oty doon

Agdopévov 611 dev vanpée ouvenng avtomokpion petabd tov 10 mg/kgmuépa Kot Tov

20 mg/kgmpépa otic peréteg yio to LGS xon DS, 1 xavvaPiodin Oa mpémet va tithomoteitan apytkd
0TN GLVICTAOUEVT 800N cuvtipnong tov 10 mg/kgmuépa (PA. mapdypoeo 4.2). e HELOVOUEVOVG
acOeveic, umopei va e€etaotel 10 evogyOUEVO TITAOTOINONG £0G Lol uéytot doom 20 mg/kg/Mmuépa. pe
Baon ™ oyéon opérovg-kivdvvou (PA. mapdypapo 4.2).

Agdopéva avOlKTNS EMGNLUOVENC

YvvolMkd oTig dVo Tuyalomopuéves perétes yia To LGS, 10 99,5% tov acBevav (N = 366) mov
0AOKANPOOY TIG LEAETEC EVTOYONKOY GTN LOKPOYPOVIO GUUTANPOUATIKT LEAETT) OVOIKTIG
gmonuavons, (GWPCARES). Xty vrooudda tov aclevav ue LGS mov éafav Oepameio pe
ovyyopnyovuevn kKAoBaldun yuo 37 éwg 48 efdopddeg (N = 168), n didpeon mtocootiaio peimon g
GLYVOTNTOG OCTATIKMV KPIGEDV amd TNV TN avaeopdg ftav 71% katd tig efdopddeg 1-12 (N = 168),
7oV dlatnpnOnke mg Tig efdopddeg 37-48, e d1auecT TOGOGTIAIN LEIDOT TG GLYVOTNTAS ACTATIKOY
Kpiogwv amd v Tiur| avoeopdsg 62%.

YVvolkd 6TIG dV0 TUYaOTTONUEVES PeAETES Yo To DS, 10 97,7% twv acbevav (N = 315) mov
olokApwoay Tig peréteg eviayOnkav otmv GWPCARES. Ztnv voopdda tov acevav pe DS wov
élaPav Bepaneio pe cuyyopnyovuevn khoBaldun yia 37 éwc 48 efdouddeg (N = 147), n didpeon
TOGOOTIOHN LEIMOT TNG CLYVOTNTUG CTUCUMOIKOV KPIGE®V 0d TNV TIUN avopopic NTov 64% KoTd TIG
gPdoudoeg 1-12 (N = 147), mwov datnpndnke mg Tig efdopddeg 37-48, e didueon mocootiaio peimon
NG GLYVOTNTOG CTOCUMIIKAOV KPIGEMV 0O TNV TN avopopds 58%.

Emixovpixn Oeporeio oe aobeveic ue olaon oxlnpoven (TSC)

H amotelecuatikdmta g KavvaPiotding (25 ko 50 mg/kg/muépa) yio tnv entkovpikn Oepameia
kpicewv cvoyetilopevov pe v TSC alloloynOnke G€ Lo TUYOLOTONUEVT), OUTAGL TUPAN, EAEYYOLEV
HE EIKOVIKO QAapuUaKO HeAETN TapdAlnAwy opddwv (GWPCAREG). H pedétn amotedodviay and pua
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mePiodo avapopds 4 fdopddmv, ta tepiodo titAomoinong 4 efdouddwv Kat po tepiodo cLVTHPNONG
12 gBdopdowv (tepiodog Bepameiog ko KOplag a&lordynong 16 gfdouddwv).

H péon nikia tov mAnBucpod g pelétne nrav 14 £t kot 6Aot o1 aceveig mAnv evoc Aaupavay Eva
N mepiocdtepa cvyyopnyovueva AED (cAED) katd ) dibpketa g perémne. Ta cuyvotepa
ypnowonotovpeva CAED (> 25% tov acBevdv) tav 1o Baimpoikd o0& (45%), n Pryaumatpivn
(33%), n AePetipaxetaun (29%) ko n kKAoPalaun (27%).

To mpwtevov kKataAnktko onpeio frav N petaforn otov apBpd tewv cvoyetidpevov pe v TSC
Kpicewv Katd TN dtdpkeln ¢ Teptddov Bepameiog (GuvtipnoN Kal TITAOTOINGT]) GE GUYKPLOT UE TNV
TN OVOQOPAG Y10 TIV ORAdA TNG KAVVOPISIOANG GE GUYKPIOT] LE TOV EIKOVIKOD PAPUAKOL. ¢
ovoyetilopeveg pe v TSC kpioeig opioTnray 01 EGTIOKEG KIVITIKES KPIGEIS Y®PIG EKTTOGN TNG
ouveidnong 1 Tov aebncewV, 01 EGTIONKEG KPIGEIS e EKTTMOT] TG GLVEIONONC 1| TV acdnce®V, o1
€0TIOKEC KPIOELG TTOL EEMOGOVTUL GE AUPOTEPOTAEVPES YEVIKEVUEVEG GTOCUDOIKES KPIGELS KOl OL
YEVIKELUEVEG KPIGELS (TOVIKOKAOVIKES, TOVIKES, KAOVIKEG 1] 0TOVIKES Kpioels). Baocwd devtepedovta
KOTOANKTIKA onpeio fTav To TocooTd aohevaVY e HElmON TNG GLYVOTNTOS TOV CLGYETILOUEVOVY L
v TSC kpicemv katd Tovddyiotov 50%, 1 yeViK| EVTOTMOOT CUUUETEXOVTIO/QPOVTICTH Y1l TN
HeTafoAn oty teAevTaio eTicKEYN Kol 1 TOGOGTIoi0 LETAPOAN TNG OMKNG GLYVOTNTOG KpioemV amd
TNV TN 0VAQOPAS.

KotadeiyOnke 611 n kavvafiddoin tov 50 mg/kg/Mmuépa €xel TapoOUo10 EMITESO PEIMOTG TOV KpioemV
pe ta 25 mg/kg/mpépa. Qotdc0, avT 1 0061 CLGYETIOTNKE He LENUEVO TOGOGTO avemBoUNTOV
EVEPYELDV GE GUYKPIoT HE Ta 25 mg/kg/Muépa Kot KOTG CUVETELD 1] LEYLIGT GLUVIGTAOUEVN dOGT Eival
ta 25 mg/kg/muépa.

O ITivaxag 6 cuvoyilel 10 TP®TEHOV KATAANKTIKO GNUEID TNG TOGOOTINNG PEI®ONG TV
ocvoyetilopevav pe v TSC kpioemv and v T avoeopas kot To Pacikd dguTepedlov HETPO TOL
TOGOGTOV T®V AcBevav e Tovddyiotov 50% peiwon g cuyvoTNTAS TV GUGYETILOUEVOV UUE TV
TSC xpicewv ya ) péyotn cuvictdpevrn doon twv 25 mg/kg/muépa.

Iivaxkoeg 6: IlpoTevov Kot Baciké dgvTepevov nETPo ékPacng avramokpivopevoyv > 50% otn
perétn TSC (cvvoikidg TAnBuopog achevaov)

Meléty GWPCAREG6
Kavvafionoin Ewoviké ¢appoko
25 mg/kgmpépa (n=176)

(n=175)

Hlpwtevov katainktiko onueio — [locootiaio uciwen 6Ty GoYVOTHTA TOV GVGYETICOUEVOY UE TNV
TSC kpiceawv”

Kpiceig cvoyetilopeves pue tyy TSC
% peioong amd Ty Tipn 48,6% 26,5%
avaPpopag

Hocooniaia ucsiwon oe ovypion us
TO EIKOVIKO QAPUOIKO

30,1%
95% CI 13,9%, 43,3%
Ty p 0,0009

Baacixo ocvrepevov katainktiné onueio — > 50% MEIQXH TQN cvoyetilopevay ue tyy TSC
kpicey (ANAAYEXH ANTAIIOKPINOMENSQN)

[Hocootd acBevav pe peiwon = 50% | 36% 22,4%

0,0692

Ty p”

CI = didompa gumietocvuvng 95%.
*Ta dedopéva yia ) perétn GWPCARE6 tapovsialovtal ¢ mocooTtiaio peimon amd v Tiun
avAQOPES VTOAOYIGIEV LE OVAALGT OPVTTIKNG SIOVUUKNIE TAAVOPOUNCT|G.
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PH cvvolkr Tipn p Pasiletar og éheyyo Cochran Mantel Haenszel.

Avaliboelc vroouddwv ue kou ywpic Gepameio ue kAofaloun

2 perétn GWPCARESG, 10 22,7% tov acBevav pe TSC oty opdda tov 25 mg/kg/muépa kat to
32,9% otnv opdda Tov EKOVIKOL QoppaKkoL Adupavay tavtoyxpova khopalaun. Ta anoteléopata g
avdAvong vmoopddwv avapopkd pe T xpnomn kKroPaldung KatédelEov mpocOeTIKES CTAGUOAVTIKES
dpdoelg g kavvafidtoang mapovcio kKAoBalaung.

2nv vroopdda TV acbevdv mov Adupavav Bepaneio pe cuyyopnyodpevn kioPalaun, ot acbeveig
7ov AdpPovay kavvapidtorn 25 mg/kg/muépa tapovciocay peimon kotd 61,1% amd v Tun
avaeopdg atn cuyvotnTa TV cuoyetilopevoy pe v TSC kpicewv o GUYKPIoN PE HelmoT KaTd
27,1% oty opdda Tov EIKOVIKOD (GOPUAKOV, HE BACT] OVOAVGOT OPVITIKNG OLOVULIKNG
TOAVOPOUNOTG. e GVUYKPIOT LE TO EIKOVIKO PAPUOKO, 1) KAVVABIOIOAT GUOYETIOTNKE e PelmoT KATd
46,6% (ovopoaotikn Ty p = 0,0025) tov cvoyetilopevav pe v TSC kpicewv (95% CI: 20,0%,
64,4%).

2y vroopdda TV acbevav Tov Aaupavay Bepaneia ywpig cuyyopnyoduevn Khopalaun, ot acbeveig
ov AdpPavay kavvafidtoin 25 mg/kg/muépa mapovoiacay peimon kotd 44,4% omd v TN
avaeopdg atn cuyvotnta TV cuoyetiopevov pe v TSC kpicewv og GUYKpIoN e pelmon Katd
26,2% GtV OpLdda TOL EIKOVIKOD QUPUAKOD, LE BACT] OVOADGT OPVNTIKAG SIOVOMIKNAG
TOAVOPOUNOTG. e GVUYKPLOT LE TO EIKOVIKO PAPUOKO, 1) KAVVABIOIOAT GUOYETIGTNKE e peimoT KaTd
24,7% (ovopaotikn Tiun p = 0,0242) tov cvoyetilopevav pe v TSC kpioewv (95% CL: 3,7%,
41,1%).

EminpoocOsto dsvtepedovia uétpo Exfoanc yio thy kovvalidioin 25 me/ke/muépa (cvvolixoc tinBvouoc
000evarv)

H xovvafididoin cveyetiomnke pe avénon tov 1o606Tobd TV cuupeteyoviov (16,0%) mov
mapovsiocay vynAoTepN 1 ton pe peimon katd 75% g ovyvotros Tv cvoyetilopevey pe v TSC
kploewv katd v mepiodo ¢ Bepoaneiog o€ GuYKPIoT He TNV Opdda Tov gkovikov gappdkov (0%).

Ot acBeveic mov AMapupavay KavvaPidtdin Tapovciacay LeyoADTEPT TOCOGTINN0 UEIDMCT TV
ouvorkav Kpioewv (48,1%) o cuYKpLoN e TO £1KOVIKO Qappako (26,9%).

A7 TOVG PPOVTIGTES Kal TOVG acbeveic avapépOnkav Babporoyieg yevikng evivmmong Yo, T
petapoin xatd v televtaio eniokeyn. To 68,6% twv acbevdv oty opdda e Kavvafidtoing
évavtt Tov 39,5% oty opdda Tov gKoviKoD eapudkov Tapovcioce Peltimaon.

Y& GUYKPLON UE TO EIKOVIKO QAPLOKO, 1) KAVVAPIOIOAT GUGYETIOTNKE e avENGT TOL aplOpoD TV
nuepmv yopig cvoyetilopevn pe v TSC kpion katd T didpkeln TG TEPLOdOL Depameiag, 1G0dVVAUN
pe 2,82 nuépec ava 28 nuépec.

H enidpaon g kavvafidtoAng otoug Ppe@ikond/emAnmTikod 6TacoNe Tov cuoyetilovtal te v
TSC dev et a&roroynbei TAnpwc.

A€d0EVO OVOIKTNG EMGNUAVONG

Am6 tovg 201 acBeveic mov oloxhinpwocay tn perétn GWPCARESG, 1o 99,0% (199 acbeveig)
EVTAYOMKAV 0TI GUUTANPOUOTIKT LEAETN AVOIKTHG EMICTLOVOTC. ZTI GUUTANPOUOTIKT LEAETT
QVOIKTNG EMICNUOVONG, 1) OLAUEST] TOGOOTIOIN LEIDMOT TNG GLYVOTNTOG T®V GUGYETILOUEVOV UE TNV
TSC kpicewv amd TV Tiun avapopds Nrav 61% katd tig efdouddec 1-12 (N = 199), mov dwortnpnOnke
£€m¢ T1G efoopadec 3748, pe d1aecT TOGOaTIONN PEIDOT) TG CLYVOTNTOG T®V GUGYETILOUEVOV UE TNV
TSC kpicewv 68% amd v TN avapopds.

Koatdypnon
€ o LEAET TOV SUVOLIKOD KATAYPM oG oToV dvBpmmo, ofeia yoprynon e KavvaPiotoAng o un

eEAPTNUEVOVE, EVIIAIKOVG YPTOTEG OLGLDY CVOYVYNG O BEPUTEVTIKEC KOl VITEPOEPATEVTIKEG OOCELG
EMNYE WKPEG ATOKPIGELS O€ OETIKA VITOKEWEVIKA PETPO OGS 1] «OPECKELD TTPOG TNV ovcioy (Drug
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Liking) kou 1 «emavaAnyn Ayng ovoiacy (Take Drug Again). Xe cOykpion pe T Spovaivoan
(ovvBetikn THC) ko v oAmpaloAdpn, 1 KovvopiotoAn xet YoUnAd duvapuko Kotdypnong.

HodraTpukde TANvoudS

O Evponaikdc Opyaviopog @apudkmv Exet ddcel avaforn amd Ty vroxpé®aot VITOoPoANG TV
OTTOTELEGUATOV TOV UEAETMV UE TNV KAVVOPIOIOAT GE pia 1] TEPIOCOTEPEG VITOKATIYOPIES TOV
madlaTpkol mAnbuopov oty Bgpaneia kpicewv mov cvoyetiloviat pe to DS, to LGS kot v TSC.
(BA. mapbrypago 4.2 yio mTANpo@opieg GYETIKA e TNV TOUSLOTPLKN YPNoN)-

H perétn GWPCARESG, mov 51e&nyOn ot acBeveic pe TSC, mepihapfove 8 moudud nAtkiog petald 1
Kol 2 etV amd Oleg TG opddes Oepamneiag. [Tapdtt Ta dedopéva eivar mepropiopéva, To Bepamevticd
ATOTELEGILOL KOIL 1] OVOYT] TTOV TTOp ot e Onicay NTay TapoUold (e EKEVO TOL TapaTnpOnKay oe
acBeveic nlikiag 2 etV Kot dvod, ®GTOGO, 1 OTOTEAEGLOTIKOTITO, 1] AOPAAELN KOl 1] PUPLOKOKIVITIKN
og modd nhkiog < 2 et@v dev €yovv texpunpumbet (PA. mapdypopo 4.2).

5.2 @oppokoKivnTIKES 1O10TNTES

Amoppoonon

H kovvopfidioin epoaviletol Tayémg 6To TAACUA LE XPOVO EMG TN HEYIOT CLYKEVIPWOGT] GTO TACGLOL
2,5-5 dpec oe otabepomompévrn KatdoTooT).

O1 GUYKEVTPDOGELG OTOOEPOTONUEVIC KATAGTAONG GTO TAAGLLO ETITVYYXAVOVTOL EVTOC 2-4 MUEPDV
yopnynong 6vo popég v Nuépa pe Pacmn tig cuykevtpmoels Tpo g xoPNYNoNS (Ciouen). H ToyElD
emitevén g otabepomompévng KaTAoTaoNG OXETILETOL LE TO TOAVPACIKO TPOPIA 0TOBOANG TOV
QOPUAKOV, GTO 07010 1| TEMKT ATOPOAT AVTITPOCOTEVEL £VO. LKPO OV KAAGHO TG KAOapong Tov
POPUAKOL.

e peréteg pe vyteic ebedovtéc, N ouyyopnynon g kovvapidtoing (750 1 1.500 mg) pe yedua
VYNAGOV Mmapdv/0eppidikod Tepieyopévon avénae Tov puiud Kat Ty EKToon TG amoppoOPnoNg
(5mhacioce T Crax kot 4mhacioce v AUC) kot pelowoe ) cuvolikn petafintomra g ékbeong oe
GUYKPLON LE TN YOPNYNON o€ Katdotaon vnoteiag ot vylelg eBelovtéc. Ilapodio mov 1 emidpaon eivar
ENOQPOC UIKPOTEPT] Y10 YEV A YOUNADY AMTapdv/Oeppidikol mepieyopuévov, n avénon g ékbeong
e&akoAov0el va etvar onpavtiky| (4-tAdoia yio ™ Cimax, 3-mAdota yio v AUC). EmmAéov, n Ay
KavvaiotoAng pe ayedadivo yaia avénoe tnv £kBeon kotd tepimov 3 popég ol T Cmax KoL 2,5 QOpES
v v AUC. H Mym kovvafidiodng pe owvomvevua eniong advénoe tnv £kbeon otnv kovvafiotoan,
ue v AUC avénuévn kot 63%.

ZTIC TUYOLOTOMNUEVES ELEYYOUEVEC OOKIUEC, DEV DTINPYE TEPLOPLGLOG Y10 TN YPOVIKT) COUTTOGN TNG
d0om¢ Kavvafidtoang oe oyéon Le TIG dpeg TV yevpatov. Koatadsiydnke eniong oe acbeveig 0t Eva
yebpo VYNNG TeplekTikdTTag o€ Mmapd av&dvel ) Prodiadecipndtnta TG KavvaPiotoang (3TAdoia).
Avt 1 avénon MTav pETpla OTaV M YEVUATIKN KATAGTAGN eV NTAV TANP®G YVOGTH, SnAadn advéEnon
G oxeTIkNG Prodrabecipudmrag katd 2,2 popéc.

IIpokeévovu va glayiotomomBei n petafAntotnta g Prodobecipudtntag g Kavvopididing o kibe
acOevn, 1 yopNynon g KavvaPiotoAng Oa Tpémel vo, TUTOTOLEITOL AVAPOPIKE UE TN ANYT TPOPNC,
GUUTEPTAAUPAVOUEVIC LIOIG KETOYOVIKNG OLATPOPNC (YEV IO VYNANG TTEPIEKTIKOTNTOC GE ATOPA),
dnAadn to Epidyolex Oa mpémet va AapPdvetor pe cuvenn tpomo, gite avtodg TepAapPivel Tpoen gite
oyt Eav happdvetar pe tpoen, Oa mpémet n tpoen avth va eivar Tapdpolag cvotaong Kabs opd, ebv
avTo gival SuvoTov.

Koatavoun

In vitro, > 94% 1tng kovvafidtoing Kot Tov petafoltdv e edong I nrav deopevpévo oe TpwTeiveg
TOV TAAGUOTOG, LLE TPOTIUNGCLOKT OEGUEVCT] GTNV AVOPMTIVI AEVK®UATIVY TOV 0p0D.
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O @avopeEVOG OYKOG KATUVOLNG LETE TN YOPNYNOT ad GTOUATOS NTAV VYNAOS o€ VYlelg eBelovTég
ot 20.963 1 ém¢ 42.849 1 kot vYNAOTEPOG OO TO GLVOAIKO VEPO TOV GMOOTOC, VITOOEIKVOOVTAG EVPEI
KOTOVOUN TNE KOvVOPLOIOANG.

Buloupgtooynuatiopndc Kot omwoSoAn

O ypovog nuImng TG KovvaPidtoing 6to TAacpa fTay 56—61 dpeg petd and yopnynon dVo eopég
mv nuépa v 7 nuépeg og vyeig eBedovtéc.

Merofloliouog

H xoavvapioioin petafolrileton ektevag amd to Nrap péow tov eviopwnv CYP450 kot UGT. Ot kidpieg
woopoppés CYP4A50 nov givar vrevbuveg yia tov petaforiond eaong I g koavvafidrdoing eivar o
CYP2C19 ka1 CYP3A4. Ot copopeéc UGT mov givor vrevbuveg yia tnv oulevén edong I g
kavvafidtoang eivar oo UGT1A7, UGT1A9 kot UGT2B7.

Meléteg o€ vyieic GLUUETEXOVTES KATESELEAV OTL OV LINPENY ONUOVTIKES O10POPES otV £kbeon
TAAGLLATOG OTNV KOVVABIOtOAT oTovg evilduecovg Kot vreptoyeis petaforiotéc CYP2C19 oe
GUYKPION UE TOVG EKTEVEIC LETUPOMOTEG,

O petaforiteg eaong I mov mposdiopictnray o€ dokipacies in vitro frav ot 7-COOH-CBD,
7-OH-CBD kot 6-OH-CBD (évog eLdocmv KokAOQop®Y HETOPOAITNG).

Metd and yopnynon ToALATAGY d0cEmV e TNV Kovvaidtorn, o petafolritng 7-OH-CBD (mov eivan
gvePYOG G€ EVOL TTPOKAIVIKO LOVTELO KPIoT|G) KUKAOPOPEL GTO avOP®TIVO TAUCUO GE GUYKEVIPAOOCELS
YOLNAOTEPEG AVTAV TOV UNTPIKOV PAPLAKOV, KavvaPdtorng, (~ 40% g ékbeonc otnv CBD) pe
Baon v AUC.

Anéxrpion

H mhacopatikn kaBapon g kavvapidtoing petd ond o epdnaé d6on 1.500 mg kavvaidtoing eivat
nepinmov 1.111 V/dpa. H xavvafidiodn kabaipeitor kupimg pécm PeTafoAoon 6To NTap Kol 6T XoAN
Kol OmEKKPIVETAL 6TO KOTPOVO, LLE TN VEQPIKN KABOPOT TOV UNTPIKOV POPUAKOV Vo 0TOTEAEL EAOGGOV
povomdrt.

H kovvafidioin dev alMAnAemidpd e Tovg KOPLOLE VEQPIKODE Kol NTATIKODS LETOPOPEIC LUE TPOTO TOV
givar mBavd va £yl oG amoTEAEG L0 GUVOPEIG IAANAETIOPACELS LETAED PAPUAK®V.

CpoppkdTnTo

H Crax koar 1 AUC ¢ kovvaPidtoing etvat oyeddv avaroyess g 86ong oto Bepameutikd e0pog 60omg
(10-25 mg/kg/mpépa). Metd and epdmas d6on, 1 ékbeon oto ebpog 750-6.000 mg avédvetar pe TpOTO
AYOTEPO A0 AVOAOYLKO TPOG TN dOGN, VTOSEIKVOOVTAG OTL 1] AToppOPNGT TG KavVaPLdtdANg
gvdéyetan va, givar kopéoiun. H yopnynon molhamlov docemv o acbeveic e TSC vaédeiée emiong 0tL
N amoppdenon etvar Kopéoiun o€ 006elg dvo Tov 25 mg/kg/muépa.

DapUoKOKIVNTIKN GE E01KEC OUAdEC acOeEvVDV

Eridpaon ¢ nlikiog, tov fépovg, Tov pvAov, THS PLIARG

ITAnBvouioxéc avaAdGELS PUPUOKOKIVITIKNG KATESEIEMY OTL OEV LITAPYOVY KAVIKG GUVAPELG
EMOPACELS TNG NAIKIOG, TOL COUATIKOV BAPOVE, TOL VA0V 1) TNG PLANG otV £kBeon otV
KavvoBiotoAn.

Hliouévor
H pappaxoxivntikn g kavvaidtoing oev €xet peretndel oe dtopa nAkiog > 74 etdv.

Houdiazpixoi ao00eveic
H poppaxoxivntikn g kavvaidtoing oev €xet peretndel oe moudiatpicong aobeveig niwkiog
<2 g1V

"Evag pukpdg apBpdc acbevav nhikiag < 2 etdv, pe aviektiki ot Bepaneio eminyio (kabhg Kot pe
TSC, LGS ka1 DS), ektédnrov oty kovvafidtodn e KAVIKEG dOKIUEG KOl GE VO TPOYPOLLLLO

dtevpopévng TpocPaonc.
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Negppixn ovoieitovpyio

Metd amd yopnynon epamas 06ong g kavvafidtoing 200 mg oe acbeveig pe N, pétpia 1 fopld
veppikn ducAettovpyia, dev mapatnpnonkay emdpdcels 6t Cmax | oty AUC g kavvapidiong oe
ovyKpion pe aoBeveic e PuGLOAoYIKN VeQPIKN Aettovpyia. Aev peletnOnkav acBeveic e veppikn
v660 teEAIK0D oTadiov.

Hromirn dvolertovpyio

Metd amd yopnynon epdmos 06ong g kavvaPidtoing 200 mg 6e GUUUETEYOVTES LLE NTTLOL NTTOTIKY|
dvodettovpyia, dev TapatnpRONKay eTOPACEIS 6TIG KBEGEIS 0TV KavVAPLOOAN 1| 6TOVG UETAPOAITES
mg.

O1 CUUUETEYOVTEC e HETPLO Kot Paptd NIaTIKY SUGAEITOVPYIO ELPAVIGHY VYNAOTEPEG GUYKEVIPDGELG
TAAoUATOG TNG KavvoPidtoAng (mepimov 2,5-5,2 popég vymrotepn AUC og GOYKpPLoN LE TOVG VYIEIG
GUUUETEYOVTEG e QLGLOAOYIKN NIaTikY Agttovpyic). H kavvafidiodn Oa mpénel va ypnoipomoteiton pe
mpocoyn o€ aobeveic pe pétpla N Papid nratiky duchertovpyio. Xe acOeveic pe pérpla 1 fopld
Nmatikn dSucAeltovpyio cuVIeTATOL Yo UNAGTEPT Pk dooT. H Tithomoinon g do6ong Ba mpémet va
SeEdryetan OTWG TAPOLGIALETOL AVOAVTIKG GTNV TAPAYPopo 4.2.

DopuoKoKVNTIKEC/ QAP LOKOOVVOUKES GYEGELC

210 LGS

e aoBeveig pe LGS, n mAinbvouiokn povielomoinon eopuokokivntikn-eoppokodvvapiky (OK/OA)
VIESEIEE TV TOPOVGTa L0 OYXEGT G EKOECTG-OTOTELEGLATIKOTNTOGS Y10 TV TOOVOTNTA ETITEVLENG
peimong g ovyxvoTNToG AcTUTIKAOV Kpicemv = 50% o610 gVpog docewv H kavvapididin tov
dokpdomke (0 [ewovikd eappako], 10 kot 20 mg/kg/Mmuépa). Ymp&e onpavtikn etk cueyétion
peta&d g e€ayopevng AUC ¢ kavvaPidtoing kot tng mhavotntag omdkpiong > 50%. H avdivon
TOV TOGOGTOV OVTOTOKPIVOUEVAOV KATEGEIEE GUGYETION OT GYE0T £KOEGTC—OVTATOKPIONG Y10 TOV
gvepyd petaforitn g kavvapidtoing (7-OH-CBD). H avaivon OK/DA katédeiée emiong 01t ot
GLOTNUATIKEG EKOETEL oV KavvaPIOlOAT cuoyeTioTnKaY HE oplopéve avemifdunto coppdvta Kot
ovykekpéva ovénpévn ALT, AST, dwappora, konwon, GGT, avopetia, eEdvOnua kot vevniio (BA.
mapdypoeo 4.8). H khofalaun (yopiom avdivcn) NTov onpavTiKy GUUUETABANT, 1| oToin
npokaiece v avénon g mbavomrag yio GGT, peimwon g mbavotntag yio avopelio kot abvénon
g TOAVOTNTAS Y10 LITVNALQL.

v TSC

Xe acBeveig pe TSC, dev vrapyet oyéon ékbeonc-avtandkpiong pe Paon to KaTaAnKTiKa onueio
QTTOTEAEGUATIKOTNTOC, KaOMG o1 d0aelg Tov a&toroyndnkav Bpickovial 6to vynAd onueio TG oyxéong
doomc-avtamdkpione. Q261dc0, dmotodnke uia oyéon £k0eonC-avTamTOKPIoNG Y10 TOV UETABOAITN
7-OH CBD oc¢ oyéon pe v avénon g AST. Agv tpocdiopictnkav daleg oxéoelg PK/DA pe ta
KaTOANKTIKG onpeio acedielog yio tnv CBD 1 toug petaforiteg g,

MeMETEC QUPUUKEVTIKAOV OAMAETIOPACEWV

A&10Adynon in Vitro twv @opuokevTIKOY 0AANAETIOPaoEDY

H xavvapioidoin aroterei vidotpopa yio ta CYP3A4, CYP2C19, UGT1A7, UGT1A9 xar UGT2B7.
Agdopéva in Vitro vTodEIKVOOLV OTL 1] KAVVABIOIOAT OTOTEAEL AVOGTOAEN TNG dPACTNPIOTNTOS TOV
CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19, UGT1A9 xon UGT2B7 o¢ kKAvikd cuvoeeic
ovykevipmoelc. O petaporitng 7-kappoéu-kavvapidtoin (7-COOH-CBD) amotelel avaotoréa tng
dpactnprotntog mov pecorafeitor and o UGT1AL, UGT1A4 kar UGT1A6 in vitro o€ kKAvikd
ouvaQeic ouykevipaoels (PA. mapdypapo 4.5).

Agv umopel va amokAeloTel  avacToA TG pecorafodpevne and v P-gp ekponic amnd v
KavvafidtoAn oto €viepo.
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H xavvoPioioin emdyet v ékppoocn mRNA tov CYP1A2 kow CYP2B6 6e kKAvikd cuvoeeic

GLYKEVTPMOELG.

H xavvapioioin kot o petafoiritng 7-OH-CBD dev aAANAemIdpOUV [LE TOVE KOPLOVG LETAPOPEIG
VEQPIKNG N NTOTIKNG TPOGANYNS Kal, GUVERMG, Ogv etvarl mhavd va 0dnNyovv 6€ cuvapelg
aAAniemdpaoelg petaly eapudkov: OAT1, OAT3, OCT1, OCT2, MATE1L, MATE2-K, OATP1BI
kot OATP1B3. H xoavvafidioAn dev anotedlel vIOGTPOLUO 1] OVOCTOAEN TOV LETOPOPEDV EYKEPUAIKNG
mpocinyng OATP1A2 ka1t OATP2B1. H xavvapidioin kain 7-OH-CBD dev amotedovv
VIOGTPAOUATO 1] OVAGTOAELS TV petapopémv ekpong P-gp/MDR1, BCRP 1} BSEP og kAvikd
ouvaQeic ouykevipooelg mAdouatog. O petaforitng 7-COOH-CBD amotelel vidoTpmpLo. TOV
P-gp/MDRI1 kot d1a0étet duvapukd avactoing twv BCRP, OATP1B3 ka1 OAT3.

A&oAoynon in Vivo 1wV gapuokevTiKmy oAAnAETIOpaoE@Y
Melérec papuoxevtikwy aliniemopdoewy ue AE®

Ot duvatég aAnAiemidpdoetg petald e kavvaPiotding (750 mg dvo popéc v Nuépa o€ LYLElg
eBehovtég ko 20 mg/kg/muépa oe acbeveic) kot dAhov AED peietiniov e HeEAETEG PAUPLOKEVTIKOV
aAAnAemidpaoemv o€ vylelg eBelovtéc kot aobeveic kot o€ po TANOLVGUIOKT avaAvoT
(QOPUOKOKIVITIKYG TV CUYKEVIPMOGEDY TOL PUPUAKOV GTO TAAGHO OO EAEYYOUEVES LLE ELKOVIKO
oapuaxo peréteg g Bepaneiog acbevaov pe LGS.

O ocvvdvacpog ¢ KavvaPiotoang pe kKhopalaun tpokaiece avénon g £kbeong otov evepyod
petaforitn N-amopedviiwpévn kKhopalaun, yopis enidpacn ota enineda g kKAopalauns. Ilapodio
7ov 1 €kbeon oty kavvaidtoAn dev emnpedoTnKe dlaitepa amd T ¥pNnon g kKAoPaldung, ta
emineda evog evepyon petafoiritn, g 7-OH-CBD, avénfnkay and avtdv Tov GUVILAGHO. ZVVETMG,
EVOEYETOL VO, ATOLTOVVTOL TPOGOPLOYES TNG 000N G TG KavvaidtoAng 1 tng khoBaldunc. Ot
aAANAETIOPACELS GLVOWILOVTOL GTOV TOPUKAT® TIVOKOL.

ivaxkog 7: @oppokevTIKES AMAETIOPACELS NETUED TS KAVVAPLOLOANG KL GUYYOPYOOUEV®V

OVTIEMANATIKOV QUpUIK®OV

voyyopnyoopevo | Eriopacn tov AE® otnv Eridopaocn g kavvafiotoing 6to

AE®D Kavvofiotoin AE®

KAoBalaun Kopia enidpoon ota enimeda Koapia enidpaon ota enimeda g
KovvoBLotoAng. KhoPaddunc.
AMnAentidpaon pe omotédeoua ovénon | AAANAETIOpOOT |LE ATOTEAEG O,
g ékBeomg atov evepyd petafolrit avénon g ékbeomng otV

7-OH-CBD ot pehéteg og YE »,

N-amopeBviopévn kKAoPaldun Kotd
nepimov 3 popéc.?

BaAmpoikd o0&

Kopia enidpaon oty CBD 1 6t0U0¢
petaforitec g,

Kopia enidpaon oty ékbeon og
Baimpoikd o0&y 1 oty ékbeom otov
(QEPOLEVO (OC NTOTOTOEIKO
UETAPOAITN 2-TPOTVLAO-4-TLEVTAVIKO
o0&y (4-ev-VPA).

ZTPUTEVTOAN

Koapia enidpoon ota enimeda
KOvVoPLotoAng.

AMNAentidpaon pe omotéAeoua Peimon
(ko 30% mepimov) TV Cmax kKot AUC
ToV gvepyov petaforitn 7-OH-CBD o¢
ueAéteg mov de&aydnkav o YE* wan
o€ aobeveig pe emnyia.

AMnAentidpaon pe omoTéAEoUA
avénon katd 28% mepinov G Crmax
Kot avénon 55% g AUC og
perémn oe YE* kau avénoeig 17%
611 Cmax Kot 30% otnv AUC o¢
aoBeveic.

*néoeg avénoeig 47% g AUC kot 73% g Crax.
P ue Béom TG Crmax kot AUC.
" YE=vyeic efehovtéc.
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5.3 IIpoxivika dgdopéva Yo TNV 0oQaAEL0

Merarrolryéveon

O1 peréteg yovoto&kdtnrag oev aviyvevsav HeTaALaE0YOVO 1) KAAGTOYOVO dpdoT).

Avoamopoyoyikn ToEikotnTa,

Agv mopatnpndnikoy avemBOUNTES EVEPYEIEG OTNV AVATAPAYOYIKT] IKOVOTNTO OPCEVIKAOV 1] ONAvKOV
MUV o dooelg £o¢ 250 mg/kgMmuépa (tepimov 34mAacio TG LEYIGTNG CUVIGTOUEVTG OOGNG Y10l
Tov dvBpomo (maximum recommended human dose, MRHD), 25 mg/kg/muépa,).

H perém euPpoixng avantoéng (embryo-foetal development, EFD) mov npaypatonomdnke oe
KovvéMa a&lordynoe dooelg 50, 80 1 125 mg/kg/muépa. To eminedo d6ong 125 mg/kg/muépa ennye
pelopéva epPpuiKd copatikd Bapr kot avénuéves eUPpuikés SopKES d10pOPOTOGELS
ovoyeTLOueveS pe ToEotnTa Yo T pntépa. Ot ekBécelg TAAGHOTOS TNG UNTEPUS GE KAVVABIOIOAN
070 eninedo ywpic mapaTnpobueVEG avemBOunTEG evépyeleg (no observed adverse effect level,
NOAEL) yw v gpPpoikn to&ikdtnta yio Tnv avantoén oto KOUVEALD NTaV YOUNAOTEPES amd QVTEG
Tov avBpdmov og docoroyia 25 mg/kg/muépa.

e emipveg, N pedét EFD a&loloynoe 66ceig 0, 75, 150 7 250 mg/kg/muépa. Epppuikn Bvnoypdmra
mapoTnpOnKe oty vynAn doo, Ywpig oxeTICOUEVES e TN Bepomeio EMMTAOCELS GTNV ATDOAELN
EUPLTEVOTG 0T YoOUNAN 1 6N pecaio 06on. To NOAEL cvoyetiotnke pe exbéoeig (AUC) TAdopotog
g UNTéPag mepimov InAdoieg tng mpoPremopevng éxbeong otov avOpwmo ce SocoAoYia

25 mg/kg/mpépa.

Mia, Tpo- Kol LETOYEVVNTIKY HEAETN avATTUENG TTpayLoToTToONKe Gg emipveg o€ 60celg (75, 150 7
250 mg/kg/muépa. tovg amoyovovg tapatnpnonke, g d6celg > 150 mg/kg/Mmuépa, pelwpévn
avanTuén, KaBLGTEPNUEVT] YEVETNOLO MPIULOVST), CUUTEPLPOPIKEG LETAPOAEG (LELOUEVN
dpacTNPIOTNTO) KOl AVETLOVUNTEG EVEPYELEG GTNV AVATTLEN TOV YEVVITIKMY 0PYOAVOV TOV 0PCEVIKMDV
(pixpot 6pyelg otovg eviihkeg amoyovoug) kot otn yovipdtmra. To NOAEL cvoyetiotnke pe ekbéoeic
TAACULATOG TNG UNTEPUG 08 KavvaPidtoan mepinov STAdcieg avthg otov dvBpmmo og docoroyia

25 mg/kg/mpépa.

TolwdtnTo Yo To VEoPd

e veapong emipveg, yopnynon kevvafiotoang yio 10 efdouddeg (vmoddpieg 06celg 0 ) 15 mg/kg katd
TIG petayevvnTikég nuépeg [MI'H] 4-6 akoiovBovuevn amd yopnynon oxd atopotoc 0, 100, 150 1y

250 mg/kg katd tig MI'H 7-77) enépepe avénpévo copatikd fapoc, kabuotepnuévn yeverioo
OPILOVEN TOV OPCEVIKAOV, VEDPOGVUTEPIPOPIKES EMOPAGELS, AVENUEVT] OOTIKT TUKVOTITO Ko
KEVOTOTOINGN T®V NTATOKLTTAP®V. Agv Tekunpudinke 66om ympic enidpacr. H yauniotepn od6on mov
TPOKAAEGE TOEIKOTNTA Y10 TNV avanTuén o€ veapovg emipeg (15 mg/kg vrodopimg/100 mg/kg and
o0ToNaTOG) cvuoyetiotnke e ekbéoelg (AUC) og kavvaPiotoan nepinov 8mhdacieg g éxbeong oe
avOpmmovg ota 25 mg/kg/muépa.

e o GAAN peAén, xopnyndnke kovvoPidiodn og veapoig enipveg katd tig MI'H 4-21 (og vodopia
éveon) ko katd 1ig MI'H 22-50 (wg evdopréPra éveon). Texunpuwbnke NOAEL 15 mg/kg/muépa.

Koatdypnon

Meléteg oe (o, oyeTIlOUEVEG LUE TNV KOTAYPNON, KOTOSEIKVOOUV OTL 1] KAVVABIOIOAT OV TPOKOAEL
GUUTEPIPOPIKES OTTOKPIGEIC TAUPOUOLES TOV KOVVAPIVOEDDV, GUUTEPIAAUPAVOUEVTC TG YEVIKEVOTG G
N-zetpaddpokavvaPivorn (THC) oe pio perétn didkpiong eopudxonv. H kavvapidiodn eniong dev
odnyei og awtoyopnynon oto {ma, VTOdEKVOoVTAG OTL OgV £xEl EMPPAPELTIKEG OPACELC.
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6. @®APMAKEYTIKEX MAHPO®OPIEX

6.1 Kotaloyog ekdoymv

E&evyeviopévo oncapéraio

Avvopn afavorn

Yovkparoln (E955)

BeAltiotid yevong yopoképaco (ppdovia) (mepiéyxov PeviuAkr aikooin)

6.2 Aocvppoarétnreg

Agv gpapudletat.

6.3 Awdpkero {ong

2 ypoévia.

Xpnon evtog 12 efoopddmv amd o TPMTO AVOLYHO TNG PLAANG.

6.4 Idwitepeg mpoPuAdtelg Katd T QUAAEN TOL TPOIOVTOG

To pappokevtikd ovtd TPoidv dev anattel Wwitepes cuvOKeg POAAENC.

6.5 @Von Kol 6VOTUTIKE TOV TEPLEKTN

Keypuumapodypopn yvdiwvn eidin (tomov III) pe mopo aceaieiog yro moidid Kot onAmTKo
napofioaconc (moAvmponvAévio). H @idAn eivarl cuckevaouévn og kovti pe dvo Pabdpovounuéveg
ovptyyeg 5 ml kot dvo 1 ml yuo yopriynon and otopatog (Euporo and HDPE kot kdAvdpog amd
TOAVTTPOTTLAEVIO) Kot 300 Tposappoyels erding (LDPE). Ot cVpryyeg 5 ml etvon Stofabuicpéves ava
0,1 ml ko o1 oVpryyeg 1 ml avé 0,05 ml.

6.6 Iowitepeg TpoPuLALELS ambppPLYNG KOL AALOGS YEIPLONOG

Kd&0e aypnoyomointo @oppokentikd Tpoidv 1 DTOAEWLUN TPETEL VO OTOPPITTETAL GOUPDVO, HUE TIG
KOTO TOTOVG IoYVOVGES OYETIKES SLOTAEELS.

7. KATOXOX THX AAEIAX KYKAO®OPIAX

GW Pharma (International) B.V.,

Databankweg 26

3821 AL Amersfoort,
OALavdio

8. APIOMOZXZ( OI) AAEIAY KYKAO®OPIAX

EU/1/19/1389/001

9. HMEPOMHNIA INPQTHY E'KPIXHX/ANANEQYHYX THX AAEIAX

Huepopnvia mpdng €ykpiong: 19 Zenteuppiov 2019

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY
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Aentopepeic TANPoQopieg Yo TO TOPOV QOPLOKEVTIKO TPOioV gival S100EG1EG GTOV SIKTLAKO TOTTO
tov Evporaikod Opyovicpov Oapudkwv: http:// www.ema.europa.eu.
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IHAPAPTHMA 11

IMAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOZXZ(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

‘Ovoua kor d1evfvven tov(tev) TopaokevaoTN(®V) oL ivor vTevHuvoc(ol) yio TNV OTOOEGUEVCT) TV
ToPTIdV

GW Pharma (International) B.V., Databankweg 26
3821 AL Amersfoort, OAlavdia

B. OPOI'H NEPIOPIXMOI XXETIKA ME TH ATAOGEXH KAI TH XPHXH

DoppokeuTikd TPOIOV Yol TO 0TTOI0 OmaLTEITAL TEPLOPIGUEVT 1aTPIKT| cuvTayT| (PA. mapdptnua L
[epiinym tov Xapoktnpiotikdv tov [Ipoidvtog, mapdypagog 4.2).

I AAAOI OPOI KAI ATAITHXZEIX THE AAEIAX KYKAO®OPIAX
o Ex0¢oe1g meprodiknig mapakorovdnong g acpdirerag (PSURS)

Ot amartnoelg yio v vroPoirn towv PSURS yuo 10 gv Adym @apuaxevtiko mpoiov opilovton
GTOV KOTAAOYO LE TIG Nuepounvieg avaeopag g Evaong (katdhoyog EURD) mov mapatifeton
otV mapdypago 7, tov apBpov 107y, g odnyiag 2001/83/EK kot k&0 emakoiovdng
EMKALPOTOINGNE OTIMG OMLLOGIEVETAL GTNV EVPMTOIKT SIKTVOKT TOAT] Y10, TO, PAPUAKO.

O Kdroyog Adelag Kvkiopopiag (KAK) Ba vrofdaiier v mpdtn PSUR yia 10 mpoidv péoa oe
6 pveg amd TV £yKpion.

A.  OPOI'H HEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHZH TOY ®PAPMAKEYTIKOY ITPOIONTOX

o Yyéo10 owayeipiong Kivovvov (XAK)

O Kdaroyoc Adetog Kvkhopopiag (KAK) Ba dieEaydyet Tig anattovpeves dpacTnptoTnTes Kot
TOPEUPAGELS PUPHOKOETOYPVTVIIONG OT(¢ Tapovoildlovtal 6to cuppovndév ZAK wov
mapovstaleTar otny evotnta 1.8.2 g ddetag kKukAoopiag Kot 0molecdNToTe EMakOA0VOEG
gykekpipéveg avabempnoeig tov TAK.

‘Eva ematportompévo LAK Oa wpénel va katotedei:
e Metd and aitnpa tov Evponaikov Opyoavicpod Qapudxmv,
e OnotedNTOTE TPOTMOTOLEITAL TO GVOTN A SLaYEIPIONG KIVODVOV, E101KE MG OTOTEAEG LA AW
VE®V TAPOGOPIDV TOV UTOPOVV VOl EMPEPOLY CTUAVTIKN GAANYT OTH GYECT] 0PEAOVC-KIVOHVOL
N ®©G ATOTEAEG LA TNG EMITEVENG EVOG GNLLOVTIKOD OPOGTLLOV ((PUPLOKOETAYPOTVION 1)
glayliotomoinon Kvoévvov).
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IHAPAPTHMA 111

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Epidyolex 100 mg/ml técipo didivpuo
KavvaBiotoan

‘ 2. YXYNOEXH XE APAXTIKH( EX) OYXIA( EY)

Kd&0e ml mooipov drahvpatog mepiéyet 100 mg kavvaPiotoAng.

‘ 3. KATAAOTI'OX EKAOXQN

Iepiéyet e€evyeviopuévo onoapéito, aBoavorn Kot GLETUTIKG PEATIOTIKOD YEOONG (OUUKEPAGO
(ppdovia) (mepiéxov PevivAiky] aAkoOAn).

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

[Toc1po drdlopa

Mia gréAn 100 ml

Avo cOpiryyec 1 ml yia yopRynon amd GTOUNTOC UE TPOSUPUOYEN PLAANG
Avo cOpiyyec 5 ml yio yopnynon amd GTOHATOS LE TPOSAPUOYEN PLAANG

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 PUALO 0INYIDOV XPNONG, TPV ATO T YPT|ON.

Ao otoUaTOC YpNoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEITEI NA ®YAAXXETAI E OEXZH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvrdooetal o€ 0Eon, v onoia dev PAETOLY Kot dev Tpooeyyilovy Ta Tandid.

7. AAAH(EX) EIAIKH(EX) IPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EX)
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8. HMEPOMHNIA AHEZHX

AHEH

Amoppiyte T un ypnooronuévn mocodtnta 12 efdouddeg LETA TO TPMOTO AVOLYLLA.
Huepounvia mpdtov avolypatog:
/ /

9. EIAIKEYX XYNOHKEYX OYAAEHX

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN ATTIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATOQN ITIOY NIPOEPXONTAI AIIO AYTA, EOOXON ANTAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

GW Pharma (International) B.V., Databankweg 26
3821AL Amersfoort, OAlovdio

12. APIOMOX( OI) AAETIAYX KYKAO®OPIAX

EU/1/19/1389/001

13. APIOMOX ITAPTIAAX

[oprtioa

‘ 14. TENIKH KATATAEH I'TA TH ATAOGEXH

| 15. OAHTIEEZ XPHEHZ

‘ 16. NAHPO®OPIEX XE BRAILLE

epidyolex

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUU®TOS KddKAS (2D) mTov pépet Tov TepIAN@BEVTo LOVOSIKO aVOyVOPIGTIKO KOOLKO.
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18. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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ENAEIZEIX I1OY IIPEIIEI NA ANAI'PA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

OIAAH

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Epidyolex 100 mg/ml oo didivpa
KavvoPLotoAn

| 2. ILYNOEXIH LE APAXTIKH(EX)OYEZIA(EX)

Ka6e ml ndéoipov dreddpatog nepiéyet 100 mg kavvafidtoine.

| 3.  KATAAOIOX EKAOXON

[epiéyet e€evyeviopévo onoopéiano, alBavorn Kot GLGTATIKA PEATIOTIKOV YEHONG ULUUKEPAGO
(ppdovra) (mepi€yov PevivAikr aikooAn).

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

100 ml

| 5.  TPOMNOX KAI OAOX(OI) XOPHTHZHE

AwBaote T0 PUALO 0INYIOV XPAONG, TPV ATTO TN PN ON.

Ao otopaTOC YpNoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPENEI NA ®YAAXXIETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZETTIZOYN TA ITAIAIA

Na euidcoetal o€ 0éom, TV onoia dev PAETOLY Ko dev Tpooeyyilovy Ta Tondid.

‘ 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH
Amoppiyte T un ypnoLoroinuévn mrocodtnta 12 efdouddeg PHETA TO TPAOTO AVOLYLLA.
Huepopnvia mpdtov avolypatog:

/ /

9. EIAIKEYX YYNOHKEYX OYAAEHX
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10.

JIAIAITEPEX IIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATOQN ITOY NIPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

GW Pharma (International) B.V., Databankweg 26,
3821AL Amersfoort, OALovdio

12.

APIOMOZ( OI) AAEIAYX KYKAO®OPIAX

EU/1/19/1389/001

13.

APIOMOZX MMAPTIAAY, X TOIXEIA AOTH KAI KQAIKOI IIPOIONTOX

[oprtioa

| 14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHT'TEX XPHXHX

| 16.

IHHAHPO®OPIEX XE BRAILLE

17.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX

KQAIKAY (2D)

18.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO

TON ANOPQIIO
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B. ®YAAO OAHI'TQN XPHXHX
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@viro oonYLOv ypiong: IIinpoopics Yo Tov a.60gvi)

Epidyolex 100 mg/ml nécipo didrivpa
KavvaBiotoan

AP aoTE TPOGEKTIKA OLOKANPO TO QUAAO 0ONYLOV YP1IOTGS TPV £6EIC 1] 0 0cOeV|G apyicETE VO,
TALPVETE 0VTO TO PAPLAKO, 10T TEPLLAUPAVEL ONUAVTIIKES TANPOPOPIES Y10 GAS 1] TOV 0oOEVI].

- ®vidEte avTo TO EOALO 0dNYIBY YpronG. Towg ypelaotel va to daPdcete Eavda.

- Edav éyete mepartépw amopiec, pOTAOTE TOV Y1OTPO 1) TOV QOPLAKOTOLO GOG.

- H ovvtayn yia avtd 1o odppoko xopnynnke amokAeloTikd yio 6oG. Agv TPEMEL VO ODGETE TO
@apuoko o€ GAAovc. Mmopel va Toug TPOKAAEGEL PAAPT, KOO KOl OTOV TO, GUUTTOUATO TG
ac0Eveldg Toug eivar 010 pe ta S1Kd Gag,.

- Ed&v mapomnpricete kamowo avemBOUnTn evEpYEL, EVIUEPDOTE TOV Y1OTPS 1) TOV PUPLOKOTOLO
cag. Avtd 1oyvet kot yuo KaOe mbovi avemBOUNTN EVEPYELN TOV OEV OVAPEPETOL GTO TTAPOV PUAAO
oonymv ypnone. Biéne mapdypapo 4.

T Tepréyer o mapév VAL 00N YLOV

T etvon To Epidyolex kot wota givot ) gpron Tov.

T npénet ecgig N 0 aoBevi|g va yvaopilete mpwv ) ANy tov Epidyolex.
Iag eoeig ) 0 acbeving Tpémer va mapete To Epidyolex.

[MBovEg avemBOunteg evépyetec.

[og va puidcoete 1o Epidyolex.

[epreydpeva g cuokeLAGING Kot AOTEG TANPOPOpPIES.

AN

1. Th givan To Epidyolex kou wora gival n yp1on Tov

To Epidyolex mepiéyet kavvafidtorn, Eva eapuoko mov umopei va ypnopomombei yio ) Oegpaneio g
emANyiog, pog mdbnong pe v omoio Kaveig £yl kpicelg 1| Topo&vopove.

To Epidyolex ypnoyomoteitoan oe cuvdvacuo pe khoPaldun 1 pe khoPaldpn kot GAAo oVTIETANTTUCE
oapuaka yio ™ Bepoameio Tov Kpicemv mwov gpeavilovial o 600 ordviec TabNoel;, mov ovoudlovral
ovvdpopo Dravet kot ovvopopo Lennox-Gastaut. Mropel va ypnoiponom0et og eviiikes, eprfoug kot
1018 NAKIOG TOLAGYIGTOV 2 ETAOV.

To Epidyolex ypnoyomoteitat niong o€ GuvOLOOUO UE AAAL OVTIETIANTTIKG QOPUOKOL Y10 TT|
Oepaneio TV kpicewv Tov epPAviovToLl G Lo YEVETIKY dl0Tapoy, TOV ovopdaletatl o{mong
oxAnpuven (TSC). Mropei va ypnoyomoindei oe eviiikee, epnoug kat maldid nAKiog ToOLAGYIGTOV
2 eT®V.

2. T wpéner gogic 1| 0 acOevig va yvopilete Tpv T My Tov Epidyolex

Mnyv napete 10 Epidyolex

- o€ mepPInT®on aAlepyiog otV KovvafidloAn 1 6€ 0To1odmoTe GAAO OO TO. GVGTUTIKE CVTOV
TOL POPUAKOL (OVOPEPOVTOL GTNV TTAPAYPAPO 6).

- €4V 0 Y10TpOG GO TPOGIIOPICEL OTL EYETE OPIGUEVEG UT| PLGTIOAOYIKES OULUOTOAOYIKES OOKLUAGIES
NTOATIKNG AgLTovpyiag.

IIposgidomou|oelg kKan TPoPLAGEELS

AmevBuvleite oTov Y10TpOd N TOV POPUAKOTOO GOC, TPty mipete T0 Epidyolex 1 kotd t didpkeia g

Oepamneiog, edv:

- €yete M elyote NTOTIKA TpoPANUoTa, KaODS 0 YIoTpOg oG EVOEXETAL VO YPELNGTEL VO AAAAEEL TN
d0oo1 tov Epidyolex 1 va amogoacicetl 6T To Epidyolex dev eival katdAANLo yio e60C.
O Y10TpOg 00G EVOEYETAL VO TPAYLLOTOTOIGEL OUATOAOYIKEG EEETACELG, TPOKEWEVOL VO EAEYEEL
TO GUKMOTL GOG, TPLV OPYICETE VO, TOIPVETE VT TO QPAPLOKO KOL KATH TN SLAPKELD TNG
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Oepaneioag, kabng to Epidyolex pmopei va mpokarécet nrotikd tpofAnuarta. Edv to cukdTtt Gog
dev Aertovpyel cwotd, evogyeTaL Vo YpelaoTel va dtakomel 1 Bepomeio Gog.

TapOTNPNOETE AoVVHOI0TEG UETAPOAEG TNG S1AOECT|G 1 TNG CUUTEPLPOPAS GOC 1| EYETE CKEYELC
OLTOTPAVUOTIGHOV 1 avToKToViag. Emkotveviiote pe Tov ywotpo cog 1 petofeite o€ Eva
voookopegio apéoms (PA. mapdypapo 4).

to Epidyolex pnopei va cog épet vevniio. Mnv odnyeite, un yepilecste unyavipota kot pn
GUULETEYETE GE OPOCTNPLOTNTES TOV ATALTOVV EYPIYOPCT KOl AETTO EAEYY0, OT®G 1 TOdNANGia,
£€m¢ 0ToL Yvopilete ndg cog ennpedlel to Epidyolex.

otapotnoete andtopa va maipvete Epidyolex.

Edv o1 xpiceic coc cupfaivouv cuyvotepa 1 v Topovcidcete Papid kpion, eved Aapupdvere to
Epidyolex. Emkowvoviiete pe Tov y1otpo 60g 1] pETAPEiTe 6€ £va VOGOKONEID dpéc®G.
TAPOLGLAcETE amMAELD Bapovg 1) dev umopeite va mdpete Papog. O yoTpdg cas Ba
mapokolovdei To fapoc oag kot 8o a&loloynoet to dv Ba Tpémel va cuveyiotel ) Bepomeio pe
7o Epidyolex.

Howowd xon £pnpor
To Epidyolex dev cuviotdton yio yp1ion o€ Tondid MAKIoG KATo TV 2 ETOV.

Alro pappoxa ko Epidyolex

Evnuepmote tov yiatpd 1| T0V QopUOKOTOL0 GaG, GV TaipveTe, £xete mPOGOATA TAPEL 1] Uopel va
mhpete dAla pappoko. H Aqym tov Epidyolex pe optopéva Ao pappoka eVOEXETOL VO TPOKAAEGEL
avemBOUNTEG EVEPYELES, VO EXNPEAGEL TOV TPOTO LLE TOV 0010 AEITOVPYOLV T AN PAPLLOKO 1) VO
EMNPEACEL TOV TPOTTO UE TOV 0moio Aettovpyei To Epidyolex. Mnv apyicete Kot unv GTOUOTNCETE Vo
TaipveTe AAAO PAPUOKO, XOPIC VO EVIUEPDGETE TOV YITPO 1) TOV QPOPLOKOTOLO GOGC.

Evnuepaote tov yruatpd cag, edv maipvete Kamowo and to akdAovdo pappraka, Kabmg evosyetal va
ATOTEITOL TPOGAPLOYT TNG O0OCNG COG:

Ao eappaka yo TNy emAnyia, 6mwog kapPapalenivn, kKAofalaun, Aapotpryivn, Aopalemaun,
QOVVTOTVN, GTIPUTEVTOAT Kal BoAmpoiko o0&, Tov ¥pnoiLomolovvTal yio T Oepaneia Tov
Kpioewv

GAAo pappaka Tov ypnoiporolovvrat yio ™ Bepaneio tng TSC, cvumepiiapfavouévov tov
€PEPOMIOVE KOl TOV TUKPOALOVE

QApLOKa TTOV XPNoLLoTotovVTOL Yl T Ogpameio g TaAvdpounong 0EEoc (Kaovpa 1 avaywyn
0&€0q), 0mmg 1 opempaloin

protdvn (€va pAapuoKo OV ¥PMCLULoTolEiTal Yo T Ogpameia OYK®V 6TO ENVEPPIOIO)

popeivn 1 dStpAovviCain (péppoKa Tov ¥pNCLoTOoVVTAL Y10 T Bepameia Tov TOVoL)
epafipévin (éva eappako mov ypnoipomoteitol yia tn Oepoaneio Tov HIV/AIDS)

OgouALivn (va papuaKo OV ypnoipoToteital yio T Oepameia Tov acOpotoc)

Ka@eivn (éva eapuako yia Bpéen mov ypetdlovtol fondela oy avamvon)

TPOTOPOAT (v avolsONTIKO TOL YPNCUYLOTOLEITAL Y10l ATOLE TOV VTOPAALOVTOL GE YEPOVPYIKY|
eméuPocn)

ocPactativn, eavo@iPpdtn, yeuePpoliln (eaproKa Tov ¥PNCLOTOIOVVTAL Y10, T UEIMCT TNG
Y0ANoTEPOING/TOV MTdimV)

evforovtapidn (éva eappako yio tn Oepaneio Tov KopKivov TOL TPOGTATY)

Bovmpomidvn (éva eapuaKo Yo TNV VTOCTNPIEN TNE SLOKOTNG TOV KUTVIGLOTOC ) Y10, T
Bepaneio g mayvoapkiag)

vrepweo (Hypericum perforatum) (€va QopUOKEVTIKO TPOIOV QUTIKTG TPOEAEVGTG TTOV
y¥pNoonoteital yuo T Oepameio Tov NTIOL Ayyovc)

QApULOKa TTOV ¥pNoLuomotovVTaL Yia T Oepameia Pakmmplakdv AodEemy, OTMS 1| PLPCUTIKIVN,
N KAapBpopvkivn kot 1 gpudpopvkivn

To Epidyolex pg tpogi

ITavtote va maipvete to Epidyolex cOppova pe Tic 00Myieg TOL Y1ATPOL GOG KOl LE GUVETT TPOTO Eite
e €lTE YOPIC TPOPT, CUUTEPIAAUPBOVOUEV®VY TOV YEVUATOV VYNAGY MTapdV (0TS P0G KETOYOVIKNG
dwzpoenq). Edv maipvete to Epidyolex pe tpogn, Oa mpénet va Aapupdavetat, edv givor duvatdv,
TOPOLO10G TOTOG YEVILATOG (.Y, LE TAPOUOL0 TEPIEKTIKOTNTA G€ MTapd) KABe opd. (BAEme emiong
mapdypoeo 3, Iog va mapete to Epidyolex).
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Kinon, Oniaopdég kot yovipotnra

Edv elote éyxvoc, vouilete 0t1 pmopel va giote £ykvog 1 oyedidlete va amoktnoete motdi, {ntnote
GUUPBOVAN TOL YIATPOV 1] TOV PUPLOKOTOIOD GAG, TPV TAPETE AVTO TO PAPLOKO. AEV TPETEL VO TAPETE
7o Epidyolex evd giote £yK00¢, EKTOG €AV 0 Y1UTPOS OMOPUGIGEL OTL TOL OPEAT] VTIEPTEPOVY TOV
SVVNTIK®V KIVOOVDV.

Agv mpénet va OnAdlete evo maipvete to Epidyolex, kabmg to Epidyolex givar mbavd va Bpioketan
GTO UNTPIKO YoAa.

0onynon Ko YEPLOPOS PNYAVILATOV

Yv{ntnote e 1oV YuTpd GG GYETIKA LE TNV 001 yNoT, TN ¥PNOT MNYOVNLATOV 1] OTOV Todtd
TPOYUOTOTOLOVV OPOCTNPLOTNTEG OTIMG N TodnAacio 1 Ao afAnuata, kabhg evoéyetat va
aloBavleite 1| 0 acBeviig va arcBavBel vvniio petd ™ AMyn awTov TOL EOPUAKOL.

Agv Ba mpémel va odnyeite, va yepilecte UNYovVIIOTO 1] VO GUUUETEXETE GE dPACTIPLOTITEG TOL
ATOLTOOV EYPNYOPOT| Kot AETTO EXEYYO, £mG OTOL givar BEParo OTL M IKAVOTNTA GG VO TPUY LOTOTOLEITE
TETOLEC OPACTNPLOTNTEG OEV EMNPEALETAL.

To Epidyolex wep1éyer onoapéiaro, aikooin (a10avorn), cvotaTikd BeATIOTIKOD YEVONG
yopoképaco (ppaovia) (mepréyov Pevivikn aikodrn).

To Epidyolex nepiéyel egvyevicuévo onoapérato, To onoio VOEXETAL GTAVI VI TPOKAAEGEL GOPAPES
AAAEPYIKEG OVTIOPAGELG.

Kd&8e ml tov Epidyolex mepiéyxet 79 mg aboavoing, mov givor 1codvvaun pe 10% v/v avodprg
a18avoing, dnradn g 691,3 mg abavorng ava péylet epamoé o6on tov Epidyolex (12,5 mg/kg)
v évay eviilko copatikod Bapovg 70 kg (9,9 mg abavoing/kg). ['a Evav eviiiko copatikon
Bapovg 70 kg, avtd etvar 1codvvapo pe 17 ythootoitpa (ml) umopog 1 7 ml kpasiov avd doon.

Av106 10 Papuaxo wepEyet 0,0003 mg/ml PevlvAiiknig alkooAng mov aviietoryovv og 0,0026 mg ava
péyiotn oo tov Epidyolex (Epidyolex 12,5 mg/kg avd 66om yio évav eviAika GoUOTIKoD BApoug
70 kg).

H Bevluiikn aricodin umopel va Tpokarécel OAAEPYIKES OVTIOPAGELG.

3. g gogic 1} 0 acBeviig Tpéner va wapete To Epidyolex

[Tévtote va maipveTe TO GAPHOKO AVTO AVCTNPE COUPMOVA LE TIG 001 YIES TOV YloTpoy cog. Edv €xete
apPIPoAiES, pOTAGTE TOV YATPO 1] TOV QPOPLOKOTOLO GOC.

To Epidyolex givar éva moéoo didhvpa (§va vypd mpog Kotanoon). O yaTpog Kot 0 GopUOKOTOLOC
oag Oa ocag movv moco (toca ml) Epidyolex va maipvete kdbe nuépa, Toceg Popég Tnv nuépa Ha
TPETEL VO, TO TOUPVETE Kol TOLo, cVPLYya o mpémel va ypnoiponoleite yio t 06on cag (1 ml /) 5 ml).

O y10tpdg oag Ba vTodoyicel T dOOM GG AVAAOYA LLE TO COUATIKO 60G Bdpog. Evdéyetar va apyicete
HE o xopnAn 06om v onoia o y1atpdg oag o av&dvel otadiakd pe tov xpovo. Enucotvoviote pe
TOV Y1Tpd oag, edv dev elote PEPatog yio T 866N cag 1 €6v vouilete 4TL 1 606N GOg EVOEYOUEVOC VO
TPENEL VO, aALGEEL.

H Ay tov Epidyolex pe tpo@1| pmopei vo, av€NGEL TNV TOGOTNTU TOL QUPUAKOD TOV ATOPPOPATAL
amo Tov opyovicud cag. Oa mpénel vo tpoomabeite, Katd To duvatdv, va aipvete to Epidyolex pe
GUVETY| TPOTO €iTE UE ElTE YOPIC TPOPT KOl GOUPOVE, e TNV KOONUEPIVI] GOG povTiva, £TCL BGTE VA
£xete TV 1010 0paom kdbe popd. Edv naipvete to Epidyolex pe tpogn, 0o npémet va Aapupdvetat, av
givat dSuvatov, TapOHo10¢ TOTTOC YEOUATOC (TT.Y. L€ TOPOUOLY TTEPIEKTIKOTNTO 0 AMmapd) kKGOe @opd.

Evnuepaote tov yrotpd oag, edv €xeTE NIATIKA TPOPANUATO, S10TL EVOEXETAL O YIOTPOS GOG VO TPETEL
Vo TPOGapUOGEL TN 066N Ca.

Mn peuwvete T 860N Kot U SIOKOTTETE TN ANYN GLTOL TOL PAPUAKOD, EKTOG EAV GO TO TTEL O YLOTPOG
o0,
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Odnyiec yuo v and otduatoc ypnon tov Epidyolex

H ovokevacio mepiéyet ta akdiovba €idn
. 14N néo1pov dreavpartog Epidyolex

. "Evav mhaotikd odxo mov mepiéyetl 600 ovpryyeg 1 ml yio yopynomn omd GTOUATOC Kol Evav
TPOCAPLOYED PLOANG

. "Evav mhaotikd 6dxo mov mepiéyel 600 oiptyyes S ml yio yopynomn omd GTOUATOS Kol EvVOv
TPOGAPLOYED PLOANG

Mia gpedpikn cvptyya KaBe peyéBoug Tapéyetol 6T CLGKELAGIA Y10 TV TEPIMTOOT TOV 1 TPDT
KataoTpopet 1 yobdet.

2Xx ouplyyec 5 ml
A(loscr:‘lpllwug Kal.
yia xopiiynon

uné::épmu; 1 T[pOO'apIJ.OVéaq
O& TMTAQOTLKO GAKO

TipocuppoyEa giahng

Ado oOpryyeg
, 1ml
(D UMO Vi yopriynon
amd oTdpareg
pe

OSNYLWV XPNONG  [resmsioraasine

2x ouplyyec 1 ml
Kol 1 mpocapuoyEag
O€& TTAQLOTLKO OAKO

Ouain
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1.  Avoi&te 10V 00KO OV TEPLEYEL TN CWOTH GUPLYYA YO YOPTYNOT OtO GTOUATOC Y10, VO LLETPNCETE
1 0061 GOC.

e Edvn o6on oag givar 1 ml (100 mg) 1) Aydtepo, Oo Tpémel Vo YPTCLOTOCETE TN UIKPOTEPT
ovptyya 1 ml.

e Edvn d6on cag givar vyniotepn and 1 ml (100 mg), Bo mpémel va YpNGLOTOMGETE T
peyoivtepn cHpryya S ml.

e Edvn 06on cag givar vyniotepn and 5 ml (500 mg), Oo Tpémel va ¥pNGIUOTOINGETE T
peyodutepn cvptyya S ml meplocoTEPEG Ao i POPEG. TE QLT TNV TEPITTOOT), KATAYPAPETE
TPOCEKTIKG TOGES POPES Yepicate T cvptyya (1.y. Saypdoovtag kdbe d6on 5 ml,
avtioToya), £T01 MCTE VA TAPETE TN COGTH dOOT).

Eivol onpoavtikd vo ¢pnoilomoGeTe T GOGTH GUPLYYO Y10 XOPNYNOT| otd GTOLOTOG Y10 VO LETPTCETE
T 660m coc. O yatpog 1 0 PapuaKoTolds 6og Bo Gag EVIIEPMGOVV TTOLA GUPLYYO VO YPNCLOTOLEITE,
avéioyo pe tn 8001 oL £xEl GuvTayoypapnEt.

ZOUQOVA LE TIG 001 YIEG TOV YITPOD 1] TOV PUPLOKOTOI0D, O GAKOG TOV TEPLEYEL TIG AALEG CVPIYYEC
Kol ToV TPocapuroyéa Ba Tpémel va amoppinTeTal 0md T GLGKEVAGIN, EKTOG EAV O YILTPOS 1) O
(OPUOKOTOLOG GOG GG TTOLV VO, KPOTHGETE KAl TIG 000 GUPLYYES £MG TNV TEAELTAIN GOG dOOT).

Zopryya 1 ml i Zopryya 5 ml

3 g — ]
0.3 3 2—=

it 25 =

0.5 k 3—=

0.6 . 3_5é
e 3 o TR

2. Ao@apéote TO TOUN 0CQOAEING Y10l
018 TG PréAng méfovtag To o
TPOG TO, KAT® EVA GTPEPETE TO TAOLO
0p1oTEPOGTPOPQL.
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ITiéote Tov TpoGAPLOYED PLAANG
otafepd 6TOV AL TNG PLIANC Kal
BeParmbeite 611 £xel erc0yOel TANpwG. O
TPOGUPLOYENS Uopel va Pyet Kot va
TPOKAAEGEL TVIYLLO, EQv dev €xel elcayDel
TANPOG.

Ewaydyete v dxpn g cwotig
GUPLYYOS YL XOPTYNOT ad GTOUATOG
TANPOG GTOV TPOCAPUOYED, TNG PLOANG
KoLl L€ TN GVPLYYO Yio YOPYNON O
GTOUATOG TOTOBETNLLEVT, AVOCTPEYTE TN
QLaAN.

Tpapnére apyd o EuPoro g cvpLyyag,
£T61 DGTE O AMALTOVUEVOG OYKOG
(apBpog ml) drwdvpatog va
avappoendei otn cHpryyo.
EvBuypappiote to dkpo tov guPforov pe
™ S1ypAUIoT] TOV AVTIGTOLKEL OTOV
omonToOEVO GYKO, OTMG POIVETOL GTO
OTEVOVTL GYNLLOL.

Edv vrapyet pucaiida aépa ot
o0pLYYa, EKTIECTE TO VYPO TOW GTN
QLAAT, EVD KPUTATE TN LOAN
OVESTPOUUEV KOl ETOVAAIPETE TO
Prua 5, émg dtov PHyEL | PuGAAda.

T'vpiote ) 1aAN 0pOlo Ko apaipéote
TPOGEKTIKA T CLPLYYO Y10 YOPYNoN
omd GTOLUTOG OO TOV TPOGUPUOYEQ.

g sy Y
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TomoBetnoTe TNV AKPT TNG GVPLYYOG Yo
YOPNYNOM OO GTOUATOC GTNV EGMOTEPIKT]|
TAEVPE TOV LLAYOVAOL KO TTEGTE ATOAN
70 éuPoro, Yo vo eEAeVBEPDOETE TO
oappaxo. Mnv mélete to uPoro pe
dvvapn Kot pnv katevBovere 10 PAPLAKO
TPOG TO MIG® LEPOG TOL GTOUOTOG 1| TOV
Aopo.

Edv n d6on eivan peyodvtepn amod 5 ml,
enovolafete To Pripota 4 £0c 7, Yo va
YOPNYNOETE TNV EVATOUEVOLGA dOOT),
YPTOCLOTOIDVTOG T GVpLyya S ml yio
xopnynon ond cTOUOTOC.

EovaPd®oTe To TOUN 0oQOAEiNG Yo
018 GOLYTE 6T PLAAN, OTPEPOVTOS TO
nopa de€lootpopa. Agv yperdletor va
QPOIPECETE TOV TPOGAPLOYEN PLAANG,
KkaOdg To TOUA TOPLaleEl TV amd
avtov.

I'epiote éva eArtlavt pe (eotd
camovvovepo kot kabapiote T cOpryya
Y100 YOPNYNoM OO GTOUATOC
ovopPPOE®OVTOG VEPO KoL EKTELOVTAG TO
pe xpfon Tov epPforov.
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10. Aeopéote 10 UPolro amd Tov KOAVOPO
™G oVPLYYoS Kot EemADveTe Kat o 000
UEPM Ue TpEYOLUEVO VEPO Ppvomg. Mnv
tonofeteite T cOPIYYQ Y10 YOPIYyNON
a0 GTOUOTOC GE TAVVTTPLO TATMV.

Twaé&te to vepod Kat omd To dVO PEPT] KoL
0T OTE TA VO GTEYVAOGOVY GTOV 0£P0l,
£€m¢ TV emopevn ypnon. BePawwbeite 611
1N GVPLYYA Y10 XOpNYNoN ond GTOUOTOG
glvar tedeimg oteyvn Tpv omd TV \
EMOUEVN XPIIOT" SLOPOPETIKA, ECV g

€106A0€L 6T PLAAN VEPO, EVOEYETAL VO
KGAVEL TO OLAAVLOL VO POIVETOL VEPEADIEG.

Edv to duvpa €xet yiver vepelmdec, ! ll
avTo dev emMpedlel T0 TOGO KOAA
Aertovpyel. Xvveyiote va xprolLonoteite
TO (PAPLOKO KOVOVIKA.

Edv napete | 0 a60eviig oag maper peyarvtepn 06on Epidyolex amd tnv kavoviki)

Edv evdéyetan va mpate peyorvtepn doon Epidyolex amd tnv kavoviky, evuepmoTte Evay yiotpd 1
QOPUOKOTOLO QUECHC, 1| EXIKOIVOVIGTE LE TO TUNLO ETELYOVIMV TEPICTUTIKDOV TOV TANGIEGTEPOV
vocokopeiov Kol TapeTe T0 PappoKo pall cog.

Ta onpueio AMqyng peyoivtepng doong Epidyolex amd v Kavovikn avapévetat va teptiappdvouy
duappota Kot vavnAia.

Eadv Eeyboete va mapete 1 0 060eviic oo Egyaoer va taper To Epidyolex

Edv Eeydoete va mhpete pia d6oM, Unv mépete Sumhn OGN Yol VO AVOTAPOGETE TN dOGT TOV
Eeyaoate. [1apte tnv emduevn d0o1 TNV KAVOVIKN oag opa. Eav mapaieiyete moAléc dooelg,
ou{NTNOTE UE TOV YIUTPO GOC GYETIKA UE TO TTOLd £Vl 1] OGTH dOGT TOV TPEMEL VAL TAPETE.

Edv otapatiioete va maipvere 1] 0 ao0eviic oag otapatiost va naipvel 1o Epidyolex

Mn pewwoete ™ 0601 Kol Un oTopoTnoete va taipvete 1o Epidyolex, ympic va puAncete Tpdta pe tov
ywTpd coc. O yutpog cog Oo cog e€nynoetl TG va, 6TapoToETe otadtakd va waipvete to Epidyolex.
Edv éxete meplocOtEpEG EPOTICELG GYETIKA LLE TT] YPTOT] AVTOV TOV QUPLAKOV, POTNOTE TOV Y10TPO 1)
TOV PUPHOKOTOL0 GOG.

4. IIBavéc avemOOpnTES EVEPYELEG

Onwg 6o Ta eAppoKa, ETGL KOL 0VTO TO PAPUAKO UTOPEL VO, TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
ka1 0gv Tapovoldlovtal 6 GAOVG TOVG avVEPOTOLG,.

O1 ax6AovBeg avemBounteg evépyeiec O uropodoay va givar Told cofapéc:

- YymAd nroticd Eviopa (ENCELS TV TPAVGAUIVOCHOV) TUPUTIPOVUEVO, GE LULUTOAOYIKEG
g€etdoelg, To omoia o umopel va eivan onpeio nratikng PAAPNG, £xovv avapepbei o aobeveig
mov AduPovav Epidyolex.

- Ta dtopa mov Taipvouy owTd TO PAPHOKO UTOPEL VO oKEPTOVTAL VO, BAGWYOLV TOV £0LTO TOVG
va ovtoktovicovy. Edv éxete 1€1016¢ GKEWYEIC OTOLOONTOTE GTLY T, EXIKOIVOVI|OTE LE TOV
YTpd coC.

Me avt6 T0 PAPUAKO, EVOEYETAL VO TAPOVCIACETE TIG kO oLOEeG avemBOuNTEG eVEpYeleg: Evnuepmote
ToV yutp9, eav epeavilere kamoto and ta akdiovda:
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IHoA0 cvyvéc avemBounteg evépyseieg (evogyetar va ennpedoovy teptocotepa and 1 ota 10 dtopa):

- aicOnon vvniiog
- duappoia

- pelmpévn opeén

- TVPETOG

- EUETOC

- aicOnpa kovpaong
Yoyvég avemBOunTeg evépyereg (evogyetat va exnpedoovy meptocotepa and 1 ota 100 dtopa):

- ALULOTOAOYIKES EEETAGELC TTOV OgiyVoUV AVENGELS TOV EMTEI®Y OPICUEVOV NTATIKOV EVEOUMV
- Kkpioelg

- dvcBupia (svepediotdtnTol, EMBETIKOTNTA)

- eEavonpua

- ENdenym evépyelog

- Pixas

- mvevpovia

- ATOAELD BAPOVG

- Téo™M Yo EPETO

- Aolpwén g ovpoPodpoL 060V

Ava@opd avemOOunTOV gvEPYELOV

Edv mapotnpricete Kdmoo avemBOpunTn evépyeia, EVIUEPMDOTE TOV YATPO 1] TOV POPLAKOTOLO GUGC.
A0 1oyvet Kot Yo kéBe mbavr avemBountn evépyela Tov Ogv avagEPETAL 6TO TAPHV GUALO 0dNYIDV
yphone. Mropeite emiong va avapépete avembounteg evépyeleg anevbeing, LEC® TOL EBVIKOV
GLGTIIOTOG OVAPOPAS TTOL avaypapeTol 6to Tlapdptnua V. Mécwm tng avapopdc avertdountov
gvepYEL®V pmopeite va fondfoete 0T GLALOYTN TEPIGTOTEP®V TANPOPOPLAV CYETIKA UE TNV ACPAAELD
TOV TTOPOVTOS POPLAKOV.

5. g va puidoocete To Epidyolex

To @dppoko ovtd TPETEL VO UAACCETAL GE PEPT] TOV OgV TO PAETOVV Kot Ogv TO POAVOLVY Ta TOLIAL.

Na pun xpnoiponoteite avtd 10 APUOKO UETE TNV Nuepounvio, AnENS mov avaeépetat ot eLaAn. H
nuepopnvio ANENG sivat 1 tekevtaio NUEPE, TOV UAVOL TTOL AVOPEPETAL EKEL.

Edv éyete d1dhvpa mov Topapével 6T LA yia Teplocdtepo amd 12 efdopuddes petd to TpdTO
Gvoryud g, dev TPEMEL VaL TO YPTOLUOTOLOETE.

Av16 T0 Qappako dev amartel Wiaitepeg cvvONKes POAUENS.

Mnv metdite @ApHLOKO GTO VEPD TNG ATOYETELONG N OTA OKlAK(A aroppippata. Potmote tov
(QOPUOKOTOLO GOG Y0l TO MG VO TETAEETE TO. PAPLOKO TTOL OEV YpNoIpoToleite . Avtd Ba Pondnoet
GTNV TPOCTAGIN TOL TEPIPAAAOVTOC.

6. Ieprerdpevo TG GVGKEVAGINS KOl AOUTEG TANPOPOPIES

Tvngpréyer o Epidyolex
- Hdpaotikn ovoia etvar n kavvafidiodn. Kabe ml ndécipov dwoidpotog nepieyel 100 mg
KavvafiotoAng.
- Ta @ ho cvotatikd sivol eEgvyeviopévo onoapéiatlo, dvodpn oBavorn, covkpaidln Kot
Beitiotuco yebhong yapoképaco (ppaovia) (mepiéyov BeviuAkn oAkoOAn)
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Epoavien tov Epidyolex kot wepieydpeva mng 6uokevaciog

To Epidyolex givar dtowyéc, dypopo £o¢ kitpivo mocipo dtdAvpa. Alatibetol oe @roAn mov Sobétet
OO acPaAEiog Yo, Todtd, pali pe 600 mavopoldtumeg cvuptyyeg S ml 7 1 ml yuo yopriynom omd
GTOUATOG KO OVO TPOGUPUOYEIS PLAANG YO TN XPNOT OLTOV TV cupiyywv. Ot cuptyyeg S ml givan

SwPabucpéves ava 0,1 ml ko ot cVpryyeg 1 ml avé 0,05 ml.

Karoyog Adgrag Kvkhogopiag

GW Pharma (International) B.V.,

Databankweg 26, 3821 AL Amersfoort, OAhavdia

E-mail: medicalinfo@gwpharm.com

Hopockevaotig

GW Pharma (International) B.V.,

Databankweg 26, 3821 AL Amersfoort, Olhavdia

E-mail: medicalinfo@gwpharm.com

I'o omoladnmote TANPOPOPia. GYETIKE LUE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEITTE VO
amevbuvleite oTov TomIKO OvTITPOowTO Tov Katoyov g Adstog Kuhopopiog:

Belgié/Belgique/Belgien
Tél/Tel: +31(0)337981015

Lietuva
Tel: +31(0)337981015

Boarapus
Ten.: +31(0)337981015

Luxembourg/Luxemburg
Tél/Tel: +31(0)337981015

Ceska republika
Tel: +31(0)337981015

Magyarorszag
Tel.: +31(0)337981015

Danmark
TIf: +45 69918419

Malta
Tel: +31(0)337981015

Deutschland
Tel: +49(0)3022957821

Nederland
Tel: +31(0)337981015

Eesti
Tel: +31(0)337981015

Norge
TIf: +31(0)337981015

E)MGd0
Tnh: +31(0)337981015

Osterreich
Tel: +31(0)337981015

Espafia
GW Pharma Spain, S.L.
Tel: +34-914197379

Polska
Tel.: +31(0)337981015

France
Tél: +33(0)170755854

Portugal
Tel: +31(0)337981015

Hrvatska
Tel: +31(0)337981015

Romania
Tel: +31(0)337981015

Ireland
Tel: +31(0)337981015

Slovenija
Tel: +31(0)337981015
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island Slovenska republika

Simi: +31(0)337981015 Tel: +31(0)337981015

Italia Suomi/Finland

GW Pharma Italy S.R.L. Puh/Tel: +31(0)337981015

Tel: +39(0)687501801

Kvnpog Sverige

TnA: +31(0)337981015 Tel: +46 406688521

Latvija United Kingdom (Northern Ireland)
Tel: +31(0)337981015 Tel: +44(0)1223 238170

To wapdv UAA0 00N YOV Yp1ioNS avaOe®pPONKE YI0. TEAEVTUIO POPE GTIS

AlLreg N YEG TANPOQOPLAOV

Aentouepeic TANPOQOPIES Y10 TO PAPLOKO aVTO ival S1BEGIILES GTOV SIKTLOKO TOTO Tov Evpmmaikod
Opyaviopod @apudxov: http:// www.ema.europa.eu. Ymipyovv eniong chvosouot pe GAAES
16TOCEAIDEG IOV APOPOVV oTdvieg achéveleg kot Oepamneies.
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IHAPAPTHMA 1V

IHHOPIXMATA XXETIKA ME TO AITHMA I'TA ENOX ETOYX ITPOXTAXIA EMIIOPIAX
MOY NAPOYZIAXTHKAN AIIO TON EYPQITAIKO OPTANIEMO ®APMAKON

49



Hopiopato wov TapovsiaoTnkey aré Tov Evporaiké Opyoviepnoé @appdkmv yao:

e gvOGg £TOVG TPOOTUGIA EPTOPLOG

H CHMP enave&étace ta dedopéva mov vréPare o KAToY0g TS adeing kKukhopopiog, Aapfavovtog
VIOYT TIG datdEels tov apBpov 14 mapdypagog 11 tov kavoviopov (EK) apf. 726/2004 ko Bempel

Ot 1M véa BepamevTiKy EVOEIEN EMPEPEL GNUAVTIKO KMVIKO OQELOG GUYKPITIKE LE TIC VPICTALEVES
Oepaneiec, Omwg eneényeitan tepartépw omv Evponaikn Anudcia ‘Exbeon A&ordynong.
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