INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOJAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Circadin 2 mg TabIeTKH ¢ YABIDKEHO 0CBOOOKIaBaHE

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika TabneTka ¢ yabpinkeHO 0cBoOOKAaBaHE ChABpPKa 2 mg MenaToHuH (melatonin).
ITomorHO BemecTBO ¢ U3BECTHO JEHCTBHE: BCsKa TabIeTKa ¢ yABIDKEHO OCBOOOK/IaBaHEe ChIbpKa
80 mg makTo3a MOHOXHIPAT.

3a IIBJIHMS CIIMCHK Ha IIOMOIITHUTE BEUICCTBA BUXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabmeTka ¢ yIbIHKEHO 0CBOOOK1aBaHE

bemn no mourn Genn, KPBIIU, TBOWHO M3ITBKHATN TaOJETKN

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHU MOKA3AHUS

Circadin e rmoka3aH 3a MOHOTEpAI MPU KPATKOTPAWHO JIeUeHHE Ha ITBPBUYHO O0€3CHHHUE,
XapaKTEPU3UPALLO CE € JOIIO Ka4eCTBO Ha ChHsI IPU NALMEHTH HA Bb3pacT 55 Wi Hax 55 roMHU.

4.2 Jlo3upoOBKa M HAYMH HA MPUJIOKEHHE

20314[20131(3

HpenoquBaHaTa Jo3a e 2 mg €AUH I'bT JHCBHO, 1-2 qaca Mpeaun JisiraHe v CJIe XPpaHCHE. Tazu
J03UPOBKA MOXKE Jia C€ IPOABJIKK 10 TPUHAACCET CEAMUIIH.

Ieouampuuna nonynayus

bezomacuoctTa n epukacuoctTa Ha Circadin mpu gera aHa Bp3pact 0 1o 18 roauHu Bee ole He ca
YCTaHOBEHH.

Jpyru nekapcTBeHu GopMu/BHIIOBE TAOJIETKU C PAa3IMYHO KOJIMYECTBO HA AKTHBHOTO BEIIECTBO MOXKE
Jla ca MO-MOJIXO/IAIIN 32 MPHIIOKEHUE B Ta3u Momyamus. HamudaHuTe moHacTosImeM JaHHH ca
OmHCaHu B TOUKa 5.1.

bvopeuno yepescoane

Hsama npoyuBanmst 3a epexra Ha pa3THIHUTE CTENIEHH HAa OBOPEYHO YBpEKIaHE BHPXY
(hapMaKOKMHETHKATa Ha MeJIaTOHUH. MeNnaToOHUH Tps0Ba Jja ce mpuiiara ¢ NOBUIIEHO BHUMaHUE MTPH
TaKUBa MAlUCHTH.

Yeprodpobno yspesicoane

Hswma omut ot ynotpebara Ha Circadin nmpu nauueHTH ¢ 4epHOAPOOHO yBpexaaHe. [1lyonukyBanu
JIaHHHM TI0OKa3BaT I10{4EePTaHO MTOBUIICHN HUBA HA €HIOTCHEH MEJaTOHHUH Tpe3 THEBHHUTE YacoOBe,
IBJDKAIIN Ce Ha TIOHWKEH KIIMPBHC NPH MAIMeHTH ¢ YepHOAPOoOHO yBpexaane. [lopaan ToBa, He ce
npenopbuBa ynorpebdara Ha Circadin npu MaMeHTH ¢ YEPHOAPOOHO YBPEKIAHE.



Haupn Ha npuitoxxeHue

[Tepopanzo mpunoxenue. TadneTkure TpsAOBa 1a ce IBATAT LEH, 33 1a CE 3ala3u CIIOCOOHOCTTa 3a
yIBIKEHO 0cBoOOkaBaHe. He TpsiOBa a ce M3MoI3Ba cuynBaHe WIM CAbBKBAHE 32 YJICCHSIBAaHE Ha
HOTJTBIIAHETO.

4.3 IIpoTuBomoka3aHus

CBpPBXYYBCTBUTEITHOCT KbM aKTHBHOTO(UTE) BEIIECTBO(a) MITH HAKOE OT ITOMOIITHUTE BEIECTBA,
n30poeHu B Touka 6.1.

4.4 CroenuajaHu npexynpexaeHus U NpeANa3Hl MEePKH NPH ynoTpeda

Circadin MoxXe J1a MPUYKMHU CHHIUBOCT. [lopaau ToBa, TO3W MPOIYKT TPsIOBA J1a CE U3IIOJI3BA C
MOBUIIIEHO BHUMaHKE, aKO MMa BEPOSATHOCT CHHJIMBOCTTA J1a OBbJIe CBhP3aHa C PUCK 332 OE30MACHOCTTA.

Hsama xnuanyHN 1aHau 3a ynorpeba Ha Circadin mpu Xopa ¢ aBTOMMYHHU 3a6omnsBanusd. [lopaan
TOBa, HE Cce mpenopryBa ynorpebdara Ha Circadin npu manueHTH ¢ aBTOUMYHHHU 3200 IsIBaHMYSL.

Circadin cpappxa makTo3a. [lanuenTy ¢ peaKu HacIeICTBEHH MPOOIEMH KaTO rajJlakTo3Ha
HenoHocuMocTt, LAPP nakrazeH geuuuT v riroko30-rajiakTo3Ha ManadcopOIus, He TpsOBa Ja
IIpUeMaT TOBA JIEKapCTBO.

4.5 Bs3auMmopeiicTBHe ¢ IPYTHU JeKapCTBEHH MPOAYKTH U APYTrH (opMH Ha B3auMo/eiicTBHe

[Ipoy4dBaHus 3a B3aNMOIEHCTBHUATA Ca TPOBEXKJAHH CaMO TIPH Bh3PACTHH.

dapMaKOKHHETHYHU B3aUMOJAEHCTBUSI

. Habmonagra ce, ye menaronnn unnynupa CYP3A in vitro npu KOHICHTpAIMH HAJT
TepaneBTHYHUTE. KIIMHNYHOTO 3HaUeHne Ha TOBA OTKPUTHE HE € N3BECTO. AKO HACTBIIH
WHAYKLHMSA, TOBAa MOXeE JIa I0Be/e 0 HamaJleHa IIa3MeHa KOHIIEHTPAIUs Ha ChITbTCTBAIIO
MPUIOKEHUTE JICKAPCTBEHU MPOTYKTH.

o Menaronun He uHaynupa ensumute CYP1A in vitro npu KOHIICHTpAIIMK HaJl TEPAIIEBTUYHUTE.
Ilopaau ToBa € MaJIKO BEPOSTHO B3aUMOICHCTBUATA MEXK/Ty MEJIATOHWUH U JPYTH aKTUBHU
BEIIECTBA, KAaTO CIEACTBHE OT epekra Ha MenaToHUH BhpXy ensumure CYP1A, na 6paar
3HAYUTEIHH.

o MeTabomu3MbT Ha MENATOHKUH € Meauupan riaaBHo ot eHsumute CYP1A. Tlopanu ToBa ca
BB3MOXKHU B3aHMOJICHCTBUS MKy MEJIATOHWH U IPYTH aKTUBHU BEIIECTBA KaTO CIEICTBUE OT
Texaus epext Bppxy enzumute CYP1A.

. TpsOBa na ce IposIBY MOBUIIIEHO BHUMAHUE ITPU TAITUEHTH Ha (PIIyBOKCaMHUH, KOHTO ITOBUIITABA
HUBaTa Ha MeNaToHuH, (¢be 17-mbTH no-Bucoka AUC u 12-mbtu mo-Bucoka cepyMHa Cpax),
Ype3 MOJITUCKAHE Ha HETOBUS METa00JIM3M OT CTpaHa Ha xenaTtaimHus nuroxpom P450 (CYP)
nzozumu CYP1A2 u CYP2C19. KomOunamusita TpsioBa 1a ce n30sraa.

. Tps0Ba 1a ce MposSIBY MMOBUIIEHO BHUMAaHHE MPH MAIlMEHTH Ha 5- WK 8-MeTOKCUTIcopalieH (5 u
8-MOP), koiiTo noBuIIaBa HUBOTO Ha MEJIATOHHH, Ype3 MMOJTHCKaHE Ha HETOBUSI META0O0IIM3M.
. Tpsi0Ba aa ce MposiBY MOBHUIIICHO BHUMAHUE MPH MalueHTH Ha cumetuanH, CYP2D naxuburop,
KOMTO MOBHIIIaBA MJIA3MEHOTO HUBO HA MEJIaTOHUH, Ype3 TIOATUCKAHE Ha HETOBHS METa0OIH3M.
o [lymeneto Ha Hurapu Moxe Jja HaMajld HUBOTO HAa MEJIAaTOHMH, nopaau uHaykius Ha CYP1A2.
o Tpsi0Ba Aa ce MposBU MOBHUILIEHO BHUMAaHKE NPH MAIIMEHTH Ha CTPOTeHH (HaIp.

KOHTPALECNTHBHHU WX XOPMOHO3aMECTHTEIHA TePAIHUS ), KOUTO TOBUINIABAT HUBOTO HA
MeJIaTOHWH, Ype3 MOATHCKaHe Ha HeroBus Metabomm3M upe3 CYP1A1 u CYP1A2.

° CYP1A2 naxuburopu, KaTo XHHOJIOHH, MOTAT Ja TOBEAAT JI0 MIOBHINIEHA €KCITO3UIIAS Ha
MEJIaTOHUH.
° CYP1A2 unaykropu kaTo kapOaMasenuH ¥ pupaMIuiiH, MOTaT Ja JOBEIAT /10 MOHIKEHA

IJj1a3M€Ha KOHICHTpAalus Ha MCJIIATOHUH.



o B nureparyparta nma oOIIMPHHA AaHHK OTHOCHO €()EKTHUTE Ha aIpCHEPTHYHHA arOHUCTH/
AQHTaroOHHCTH, ONIMATHN arOHUCTH/aHTarOHUCTH, AaHTHICTIPECAHTH, MPOCTATJIAHANHOBU
UHXHOUTOPH, OCH30IMa3CTNHH, TPUNTO(AH U aTKOXOJ BhPXY €HIOTCHHATa CeKpeIrs Ha
MenaToHWH. HsiMa npoyduBaHus Jany Te3U aKTUBHH BEIECTBA MMOBIUSABAT JUHAMUYHHATE HITH
kuHeTnyHU edektu Ha Circadin uim o6paTHOTO.

dapmakoJMHAMUYHH B3aUMOJIEHCTBHUS

o Anxoxon He Tps6Ba na ce npuema c Circadin, 3amoTo HamamnsgBa epextuBHocTTa Ha Circadin mo
OTHOLIICHUE Ha CHHSI.
o Circadin Moxe Aa 3aCHJIM CEZaTUBHHUTE CBOMCTBA Ha OEH30IMa3eIMHOBUTE U

HeOEH30/IMa3eTMHOBUTE XUITHOTHUIIN, KATO 3aJICTJIOH, 30JIITHIEM H 30IHKIIOH. [Ipu exHo
KJIMHAYHO U3MUTBAHE MIMa SICHO JIOKA3aTEeJICTBO 32 MPEXOTHO (hapMaKoJMHAMHYHO
B3auMoelricteue Mexkay Circadin v 30/1MHIeM €IUH Yac Clie/l SAHOBPEMEHEH TIPUEM.
ChIIBTCTBAIOTO MPHUIIOKEHUE € JOBEJIO J0 MOBUIICHO HapylieHNe Ha BHUMAHUETO, TaMeTTa U
KOOPJIUHALIUATA, B CPABHEHHE C MPHJIAraHETO CaMO Ha 30JITHIEM.

o Circadin e nmpuiaran eqTHOBPEMEHHO IIPH NMPOYYBAHMUS C THOPUAA3UH U UMUIIPAMUH, aKTHUBHU
BEIIECTBA, KOUTO 3acsraT LIeHTpasHaTa HepBHA cucTeMa. He ca ycTaHOBEHM KIMHUYHO 3HAYMMHU
(hapMaKOKMHETHYHU B3aUMOJICHCTBHS B OT/ACITHHUTE Ciydan. He3aBucuMo oT ToBa,
enHOoBpeMeHHoTo npriarane Ha Circadin ¢ TSX € TOBEJO JI0 3aCUIICHO YCelllaHe 3a CIIOKOWCTBHE
W 3aTpyJHEHUE MPY M3ITBIHEHUE HA 33/]Ja4UTe B CPAaBHEHUE CaMO C MMUTIPAMUH U 3aCHIICHO
yCelIane 3a “Harexkaia riaBa’” B CpaBHEHHE CaMO C THOPUIA3HUH.

4.6 @DepTUANTET, OPEMEHHOCT H KbpMeHe

Bbpemennoct
3a MeNaTOHWH HsAMA KIMHUYHH JAHHU 33 eKCIIO3UpaHu OpeMeHHOCTH. ExcriepuMeHTaTHITe

MIPOYYBaHUS MPH JKUBOTHU HE ITOKA3BAT MPSIKO WM HENPSKO BPEIHO BB3JIEHCTBHE BHPXY
OpeMeHHOCTTa, eMOPHOHAIHOTO/(peTaTHO Pa3BUTHE, PaXKIAHETO WK IIOCTHATAIHOTO pa3BUTHE (BXK.
touka 5.3). [lopaau nurca Ha KTMHUYHYE JaHHU, HE C€ IPENophYBa yrnorpedara nNpu OPEMEHHH JKEHH
Y TIpY JKE€HH, KOUTO Bh3HaAMepsBar 1a 3a0peMeHesT.

Kopmene
EH}IOFCHHI/ISIT MCJIATOHHH € yCTaHOBeH B K’I)pMaTa. Hopazm TOBA € BepOHTHO 1 CK30I'CHHUAT

MCJIaTOHHMH [Ja C€ CEKPETHUpPA B KbpMarta. I[aHHI/I OT MOJICJIM BBPXY JKUBOTHHU, BKIIFOUBAIIX I'PU3avu,
OBLC, CAbp porat ,I[06I/IT'BK " IpuMaTy, NOKa3BaT NPEMHUHABAHC Ha MCJIAaTOHUH OT MalKaTa KbM
Q)eTyca Upe3 ItaneHTara Ui ¢ MIIIKOTO. Hopazm TOBA HE CC NIPCTIOPHUBA KbPMCHEC IIPU KEHU, KOUTO
Ca Ha JICUCHUEC C MCJIIaATOHHH.

4.7 EdexTu BbpXy cioco0HOCTTA 32 opupaHe u padoTa ¢ MAIIMHU

Circadin noBiusiBa B yMepeHa CTEIeH CIOCOOHOCTTA 3a modupane u padora ¢ MammHu. Circadin
MOJKe JIa IPUYMHH CHHIMBOCT, TOPaIH KOETO TO3H NPOJIYKT TPOBa Jia ce M3IO0JI3Ba C MOBUIICHO
BHUMaHHE, aKo e()eKTUTE Ha CHHIMBOCT MOTAT Jia [IPE/ICTABISIBAT PUCK 3a OE30MaCHOCTTA.

4.8 Hexenanm JekapcTBeHH peaKIMA

Pesrome Ha poduia 3a 6e30macHoCT

[pu xuHMYHY W3nuTBaHus (pu kouto odmmo 1 931 manuenTtu ca npuemanu Circadin u 1 642
MAIMEeHTH ca rpreMani mianebo) 48,8% ot maruentute, nomydasamm Circadin, ca cho0Immmm
He)KeTlaHa peakiivs, B cpaBHeHue ¢ 37,8%, mpuemarn miamnedo. [Ipu cpaBHeHne Ha Jena ManueHTH C
Hexenanu peakuuy Ha 100 manueHT-ceMuIy, NeTbT € MO-BUCOK MpH IIare60, OTKOIKOTO MPH
Circadin (5 743 — mnane6o c/y 3 013 — Circadin). Haii-uecture HexenaHU peakiuy ca riIaBo0oIHe,
Ha30(apuHTHT, O0JIKa B T'bp0OA U apTpaiTus, KOUTO ca yecTu criopen aedunumusata Ha MedDRA,
KaKTO TpH Tpymarta, jekyBana ¢ Circadin, Taka u pH rpyrara, JIeKyBaHa ¢ miaieoo.




CruchbK Ha HEXEJIAHUTE PEaKLHUK B TaOanIa

CreqHuTe HeXEaH! PEaKI|K ca ChOOIICHU TPU KIIMHIUYHH U3MUTBAHUS U OT MOCT-MapKETHHTOBU
CIIOHTaHHH CHOOIIEHHUS.

[Ipu kmHUYHM U3nUTBaHMUs 00110 9,5% OoT manuenTuTe, nonyyasamu Circadin ca choOIIMIH
He)KeTlaHa peakivs, B CpaBHeHue ¢ 7,4% OT maruenTuTe, nprueMantu miamnebo. [lo-momy ca BKiIroueHN
caMoO OHE3M HeXeJIaHU PEaKIUH, ChOOIIEHU IPY KIMHUYHH U3IIUTBAHHUS, KOUTO Ca HACTBIMIU IPU
MAIMEHTH C YECTOTa, PaBHA WM HAJIXBBPJIAIIA Ta3u IIPH IL1aneoo.

[Ipu Bcsiko TpymnmpaHe B 3aBHCHMOCT OT YECTOTATa , HeXEIaHUTE JIEKapCTBEHU Peaklny ce n30posBaT
B HU3XOJISII PEJI [0 OTHOIICHHUE HA TAXHATA CEPUO3HOCT.

Muoro yectu (>1/10); Yectu (>1/100 go <1/10); Hedectu (>1/1 000 mo <1/100); Peaxu (>1/10 000
1o <1/1 000); Muoro penku (<1/10 000), C HenzBecTHa yecToTa (OT HATUIHUTE JaHHU HE MOXKE Ja
ObJlc HAaIIpaBeHa OIICHKA).

Cucremo-oprania | Muoro | Yectu | Hem3BecTHHU Peaxu C HeusBecTHa
KJIacupuxanus YecTH yecToTa: (0T
HAJTHYHUTE
JIAHHU HE MOXKe
na Obme
HampaBeHa
OIICHKA)
Nudexun u Xeprrec 30cTep
nH(ecTauuu
Hapymenus na JleBkoneHus,
KpBbBTa U TpomboruToneHust
muMdHaTa cUucTeMa
Hapyuenus Ha Peaknus Ha
MMYHHaTa cucTemMa CBPBXUYBCTBUTE
JTHOCT
Hapyuienus Ha XunepTpuriuuepuieM
MeTaboau3Ma u usl,
XPaHEHETO Xunoxanuuemus,
XunoHarpuemus
[cuxuunu Pazgpaszuurenno | [Ipomennuso
HApYLICHUS ct, HepBHocr, HACTPOEHUE,
HecnoxkoiicTBue, | ArpecuBHOCT,
Bescnhue, Bb30yna,
ITatonoruunn ITnaunusoct, [IposiBu
CBHHUILA, Ha cTtpec, Hapymena
Kommapu, opueHrauus, Panno
TpeBoxxHOCT CyTpemHo chOyXIaHe,
[ToBumieno mubOKIO,
[Torucnaro
HAaCTPOCHHUE,
Henpecust
Hapymenus Ha Murpena, Cunkor, 3acsiraHe Ha
HEpBHATa cUCTEMa I'maBoGomnne, namerra, Hapymeno
Jleraprus, BHUMaHMe, ChCTOSHIE
IIcuxomoTOpHa | Ha MEYTATENIHOCT,
xunepaktuBHoc | CUHApPOM HA
T, 3aMasTHOCT, HECIIOKOMHUTE Kpaka,
ComuonentHoct | Jlomo kagecTBo Ha
cbHsl, [lapecresus




Cucremo-opranna | Muoro | Yectu | HeusBecTHu Peakn C Heu3BecTHa
KaacupuKanus YecTH yecToTa: (0T
HaJIMYHUTE
JTAaHHHU HE MOXKe
na obae
HalpaBeHa
OTICHKA)
Hapymenus Ha Hamanena 3putenna
ounTe oCTpoTa,
3aMBIIICHO BIDKIAHE,
IToBunieHo cbI30-
OTJIENISIHE
Hapymenus na Io3unonen
YXOTO ¥ TaOUpHUHTA CBETOBBPTEXK,
CBeToBBpTEXK
Cobpaeunu Crenokapausi,
HapylieHus [Tannuraruu
CpaoBu XHUNEPTOHHUS I'opemu BbIHU
HapyIIEeHUs
CroMantHo-4peBHU Kopemna 6omnka, | ['actpoe3odareanna
HapyIIeHUs I'opna xopemna | pediykcHa Ooecr,
Oonka, lacTpouHTECTUHATHH
Hucnerncus, HapyIICHUS,
Ynmepanuu B O6pa3yBaHe Ha
ycrara, CyxoTa | MeXypH Ha yCTHarTa
B yCTaTa, JIUraBuLa, YIUepanuu
T"anene Ha ¢3WKa,
l'acTpouHTECTHHAIIHO
Pa3CTpOUCTBO,
[loBpsbiuane,
AOGHOPMHH 3BYIIH B
YyepBara,
®natyneHuus,
[ToBumeno
CIIOHOOOpa3yBaHe,
Xanuto3a, Kopemen
TTUCKOMQOPT,
3abomnsBane Ha
cromaxa, ['actput
XenaTo-ounuapHu Xunepouwnupy0o
HapyIIeHUs WHEMUS
Hapyuenus Ha Hepmarur, Ex3ema, Eputema, AHruoenem,
KO)KaTa n Homxo notene, | JlepmaTuT Ha pblETE, | €1€M Ha ycTarta,
MOJIKO’KHATA ThKaH Copoex, Icopmasmuc, eJieM Ha e3uKa
O6pusB, I'enepanuzupan
I'enepanusupan | 00pus, Cbposii

cbpOex, Cyxa
KOXa

00puB, 3abosisiBaHe Ha
HOKTUTE,

Hapymenus na
MYCKYJTHO-
CKeJIeTHaTa
CHUCTEMa U
CbCIAUHUTCIIHATAa
ThKaH

bonka B
KpalHULUTE

Aptput, MyckyiaHu
cna3mu, bosika BbB
Bpata, Hourau
KpaMIIH,




Cucremo-opranna | Muoro | Yectu | HeusBecTHu Peakn C Heu3BecTHa
KJIacupuxauus 4yecTu yecToTa: (0T
HaJIUYHUTE
JTAHHU HE MOXKE
na obae
HalpaBeHa
OTICHKA)
Hapymenus Ha I'mroxo3ypus, ITonuypus,
OBOpenuTe u [Iporeunypus Xemarypus,
MUKOYHUTE MbTUILA Huktypus
Hapymenus Ha CumnToMu Ha IIpuanuszbm, T"anakTopes
BB3MPOU3BOUTEIH MeHoTIay3a IIpoctatur
ara cuctema u
rbpaaTa
OO0 HapyIIeHUs Acrenus, bonka | YMmopa, bonka, XKaxma
1 epeKTH Ha B I'bpIUTE
MACTOTO Ha
MIPIIOKCHIE
Wzcnensanus AGHOpMHH IloBumenu
YepHOIPOOHU YepHOIPOOHH EH3UMH,
TECTOBE, AOGHOPMHH KPBBHHU
[loBumaBane Ha | €JIEKTPOJIUTH,
TETJIOTO AGHOpMHHU
J1a00paTOPHU TECTOBE

CrpoO1iaBane Ha IMOJO3MPaHH HEKEIAHU PEaKIIUHU

Cro0I11aBaHeTo Ha TIO/I03UPAHU HEKEIIAHU PEaKIMU CIIe/ pa3peniaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
NPOJIYKT € BaykHO. ToBa MO3BOJISBA J1a TPOIBIKU HAOIIOJICHUETO Ha ChOTHOIICHUETO MOJI3a/PUCK 32
J'IeKapCTBeHI/ISI HpOJIYKT. OT MCOUIIMHCKUTEC CIICHUAJIIMNCTU CC N3UCKBA da C'bO6H.IaBaT BCsKa
MOJI03UpaHa HeXKENaHa peaKivs Ype3 HaIllMOHAIHA CUCTEMa 32 ChOOIIaBaHe, MOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

B noctmapkeTHHroBus MeproJ ca MOyYeH! ChOOIIEHHS 3a HAKOJIKO Ciydasi Ha rpeno3upane. Haii-
4eCTO ChOOIIABAHOTO HEKEIAHO ChOMTHE € COMHOJICHTHOCT. B 1oBeueTo cirydau ca JIeKH 10 yMepeHn
no texxect. Circadin e npuiaran B JHEBHA 7032 OT 5 Mg NPY KJIMHUYHH U3MUTBAHUS B TIPOABIKCHHE
Ha 12 Mecena 06e3 3HaYUTEIIHA IPOMSHA B €CTECTBOTO Ha CHOOIICHUTE HEXKEIIAHN PEAKIIH.

B nurepatypara uMa cro0IIeHHS 3a TIpUiarade Ha JHeBHH 103U 10 300 mg menaTtoHuH, 6e3 na Obaar
HpEeIU3BUKAHN KIMHUYHO 3HAYNMH HEXKEJIaH! PEaKIHH.

B cnyuait Ha ipego3upane Moke Aa c€ 09aKBa ChbHIMBOCT. KIMPBHCHT HA aKTUBHOTO BELIECTBO CE
ouaksa 70 12 yaca cien noriplianeTo. He ce Hanara crienuaiHo Jie4eHue.

5. DAPMAKOJIOI'MYHU CBOUCTBA

5.1 @®apmakoaMHAMUYHU CBOMCTBA

®dapmakoTepaneBTiyHa rpyna: IlcuxonenTuny, aroHUCTU Ha MEJIATOHUHOBUTE PELENITOPH,
ATC xoxn: NOSCHO1

MenaToHHHBT € eCTECTBEH XOPMOH, 00pa3yBaH OT MWHEATHATA JKJIe3a U € OJIU3BK 110 CTPYKTYpPa ChC
cepoToHnHa. DU3NOIOTUYHO, CEKPEIHSITa Ha METTATOHUH HapacTBa CKOPO CIIe] CMpadaBaHe, JOCTUTa
CBOsI BpBX MEXIy 2-4 "aca Ipe3 HOIITa U HaMallsBa Mpe3 BTopara MOoJI0BHHA Ha HOMITa. MeTaTOHUHBT



http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

€ CBBbP3aH C KOHTPOJIa Ha HUPKAJHUTC PUTMHU U IOAABPIKAHC Ha HUKDBJIA JCH-HOILI. Toii e CBbpP3aH,
ChbIIO0 TaKa, C XUITHOTHYCH G(I)GKT M MOBUIICHA HArjaca 3a ChbH.

MexaHu3bpM Ha IEUCTBUE

CwmsrTa ce, ye nelictBuero Ha MenatoHuHa Bbpxy MT1, MT2 u MT3 peuentopure gonpuHacs 3a
HETOBHTE MTOAOOPSIBAIIM CHHS KaueCTBa, Thil KaTo Te3| pernenTopH (mpeaumuao MT1 u MT2) ca
CBBP3aHH C peryjianyara Ha HUPKaJHUTE PUTMH U PETYJIaluiTa Ha ChHS.

O0ocHOBKA 3a yHnoTpeda

Hopaz[H pOHHTa Ha MCJIATOHHUHA B perynauHﬂTa Ha CBbHA U HI/IpKa):[HI/ITe pI/ITMI/I, KAaKTO U CB’bp3aHOTO C
B’L3paCTTa HaMaJICHHUEC HAa CHAOI'€CHHOTO My HpOI/I3BOI[CTBO, MCIIATOHHUHBT MOXKE eq)eKTI/IBHO aa
mo1Io0py Ka4eCTBOTO Ha ChHS, 0COOEHO IMPH MAaIUEHTH C TBPBUYHO 0€3CHHUE, KOUTO ca Haj 55
TOIUHH.

KnnandHa eukacHOCT 1 6€30MmacHOCT

IIpy KTUHUYIHE H3MUTBAHUS, IPH KOUTO MAIMEHTH ¢ TEPBUYHO Oe3chHUE, ca morydaBanu Circadin
2 mg BcsKa Beuep B IPOABIDKEHHE Ha 3 CEAMHUIIN, Ca yCTAaHOBEHH MOIOOPEHHS MTPH JIEKYBaHUTE
ManrueHTHU, B CPABHCHUEC C nnaueGo IIpU JJATCHTHOCTTA Ha CHhHA (yCTaHOBeHO Cc O6CKTI/IBHI/I )41
CyOEeKTHBHH CPEIICTBA), CYOSKTHBHA OIleHKa Ha KaUeCTBOTO HA CHHS M THEBHO (DYHKIIMOHUPAHE
(BB3CTaHOBUTEINEH ChH) 0€3 HapyIIeHHEe Ha BHUMAHHETO MPe3 JICHS.

[Ipu monmucomuorpadceko n3nursane (PSG) ¢ 2 cenmuiy run-in (€ AMHUYHO-CIIATIO JICUSHHUE C
m1are6o), MOCIeIBaHo OT 3 CeIMHUYEH IIEPHO Ha JICUCHHE (IBOMHO-CIIATIO, IIaned0 KOHTPOIUPAHO, C
mapaJie;THU TPYNH) U 3- CEAMUYCH MTePHO.T Ha IPEKbhCBaHE, JATEHTHOCTTA Ha ChHS (SL) e Oma
CKBbCEHA ¢ 9 MUHYTH, B cpaBHEeHHE ¢ 1uiane0o. He e nMano u3MeHeHus B apXUTEKTypaTa Ha ChHS U
HUKAKBB e(eKT BbpXy mpoabpkuTenHocTTa Ha REM cbas ¢ Circadin. MI3MeHeHUs B THEBHUTE
(hynaxun He ca HacTeH ¢ Circadin 2 mg.

[Tpu u3nuTBaHe PH NPUXOSIIH TALUESHTH C IPOIBDKUTEIHOCT 2 CEIMULIMA Ha Tun-in M3XoAeH
nepuoJ ¢ Tanedo, paHIOMU3UPAHO, IBOMHO-CIIAIO, TUIANe00 KOHTPOJIMPAHO, C MAPAICITHU TPYIH
JIeYeHHe 3a MepHo] OT 3 CEIMHUIM U 2 CEMHIIM NIEPHUO/I Ha MMPEKbCBaHe ¢ Tu1aebo, 1eTbT Ha
NalUeHTUTE, KOUTO Ca MOKa3aJii KIMHUYHO 3HAYUMO 10100pEHHUE 110 OTHOLIEHNE Ha Ka4eCTBO Ha
CBHs U cyTpemHa 6oapoct e 47% B rpynara ¢ Circadin, B cpaBHeHue ¢ 27% B rpymnarta c mianedo.
Karo nonbiHeHue, Ka4ecTBOTO Ha ChHS U CyTpemHaTa 00IpoCcT 3HAYUTEITHO Cca Ce MOJOOPHITH C
Circadin B cpaBHeHUe ¢ 1w1aie00. [[poMEeHIMBUTE HA ChHS IIOCTEIICHHO Ca CE BbPHAJIM KbM M3XOIHUTE
CTOMHOCTH 03 MOoCIe/BaIIO BiIOlIaBaHe, 0e3 3aCHIBaHE HA HEXKEITAHUTE PEaKIuy 1 0e3 3achiiBaHe Ha
CHUMIITOMUTE Ha MPEKbCBAHE.

[Ipu BTOpO M3NKUTBaHE NPU NPUXOSIIN TALUESHTH C TPOIBILKATEIHOCT HA Tun-in U3X0/eH MePUoJ C
rane0o 2 ceMHUIIY ¥ PAaHAOMHU3UPAHO, TBOWHO-CIISTIO, TUIAle00 KOHTPOIUPAHO, C MAPANICITHH TPYTIH
JICYeHHE 32 EPUOJT OT 3 CEIMHMILIM, JeNbT Ha MAIIMEHTHTE, KOUTO Ca MOKa3aJId KIIMHUYHO 3HAYUMO
noJo0peHne o OTHOIIEHHE Ha Ka4ecTBO Ha ChHSI U cyTpelHa Ooapoct e 26% B rpynara ¢ Circadin, B
cpaBHeHue ¢ 15% B rpymnara c mare6o. Circadin e ckbcnil chOOIIeHaTa OT MAUEHTUTE JTaTEHTHOCT
Ha ChHA ¢ 24,3 munyTH ¢/y 12,9 MunyTH C TU1ane6o0. ChOOIEHOTO OT MAIIMEHTHTE KAa4eCTBO Ha CHHS,
Opoit Ha CEOYKIaHUs U CyTpelIHa 00pocT ca 3HauuMo 1oji00penu ¢ Circadin B cpaBHEHHE ¢
iane6o. KauecTBoTo Ha %MBOT € 3HaunMMo noaobpeno ¢ Circadin 2 mg B cpaBHeHue ¢ m1aneoo.

IIpu eqHO AOIBIHUTETHO PAaHIOMHU3UPAHO KIMHUYIHO u3nuTBaHe (n=600) ca cpaBHEHU e(EeKTUTE HA
Circadin ¢ Te3u Ha mane0o 3a cpok 7o mect Mecena. [lanreHTuTe ca OUaM MOBTOPHO
pannomMu3upanu Ha 3-ta cenmuna. [IpoydBaneTo e mokasano mogoOpeHre Mo OTHOIICHHE
JIATEHTHOCTTA M KAYECTBOTO HAa CHHS U HA CyTpeIrHaTa 00/IpocT, 0e3 CHMIITOMH Ha OTHEMaHe 1 6e3
pebaynn Ha Oe3chHUETO. [IpoyuBaHeTo € mokas3alo, ye mossara, HabaroaBaHa ciiel] 3 CeAMUIY, Ce
MOJITBbPIKA 33 CPOK A0 3 Mecella, HO He € OTroBapsijia Ha KOMIUICKCHUS ITbPBUYCH aHAU3 Ha O-Us
Mmecer. Ha 3-tust Mecery ce HabmogaBat JOMBJIHATENHO 0Koyio 10% moBede MOBIHUSUIIH Ce B TpymaTa,
nekyBana ¢ Circadin.



Ileouampuuna nonynayus

[Menuarpuuno npoyuBane (n = 125) ¢ 1o3u oT 2, 5 wnu 10 mg MeNaToOHHH ¢ YIBIIKEHO
0CcBOOOKIaBaHE KaTO HAKOJIKO MUHUTAONETKH 1o | mg (MmoaxoasiiaTa 3a Bb3pacTTa JIeKapcTBeHa
($hopma) ¢ MPOABIKUTEIHOCT JIBE CEAMHLIM Ha BHBEKAAIINS U3XO0AEH NEPUo] Ha Tuianeto u
PaHIOMU3UPAH, ABOMHOCIIAI, IU1ale00-KOHTPOIUPaH, C MapaJIeIHU TPYIH [IEPUO] Ha JIEYEHHE OT

13 cemmuIn oka3Ba rmoaoopenue Ha 06moTo Bpeme Ha ¢bH (TST) cnex 13-cemMuaHO TBOHHOCIIATIO
JICYCHHE; YIACTHHUIINTE CITAT MTOBEYE MPH aKTUBHO JieueHue (508 MUHYTH) B CpaBHEHHE ¢ TIIare6o
(488 MuHyTH).

Hab6:mrogaBano € chIo HaMajJeHHE Ha JJATEHTHOCTTA Ha CHhHSI MPH aKTUBHOTO JiedeHue (61 MUHYTH) B
cpaBHeHue c miane6o (77 MuHyTH) cien 13-ceqMUIHO JBOMHOCIAIO JeUueHue, 0e3 1a BOAM 10 T0-
paHHO BpeMe Ha ChOYXKIaHe.

B momeHEeHME Ha TOBa MMa TIO-MAJIKO OTIAHATIHN YYaCTHUIIM B TpyIaTa Ha aKTHBHO JIEYCHHE

(9 maumenty; 15,0%) B cpaBHeHHe ¢ rpynara Ha miane6o (21 nauuentu; 32,3%). Cpobuiasa ce 3a
HEe)KeTIaHW ChOUTHS, CBBP3aHU C JICUSHUETO, TPH 85% OT MalMeHTUTe B TpyIaTa Ha akTUBHO JICUeHHE
u ipu 77% B rpynata Ha miane6o. Hapymennsara Ha HepBHaTa CHCTEMa ca IM0-YeCTH B TpyTara Ha
aKTHBHO JedeHue mpu 42% ot manueHTuTe B cpaBHeHUE ¢ 23% B Tpynara Ha miarne6o, KaTo
BOJICIIOTO HAPYIIEHHE € CHbHIIMBOCT, a INIABOOOJIHMETO € M0-YeCTO B TpyIaTa Ha aKTHBHO JICUEHHE.

5.2 ®apmakokMHETHYHHU CBOMCTBA

AOcopbuus
AGcopOrusaTa Ha IEPOPAIHO IPUET MEJATOHUH € IIbJIHA IIPU Bh3PACTHU X0pa M MOJKE Ja HamaJee 10

50% mpu xopa B cTapuecka Bh3pacT. KuHeTHkaTa Ha MEJIaTOHUH € TWHEHHA B paMKUTE Ha 2-8 mg.

buonannunoctra € oT nopsiabka Ha 15%. Vima 3HaunTesneH eekT Ha IbPBO IPEMHUHABAHE, C
MEeTa0OU3BM IPH ITBPBO IIPEMHUHABAHE, OIICHABAaH OKOJIO 85%. Tmax HaCTBIIBA ClIEN 3 Yaca IpH
cheTosiHUE cien XxpaHeHe. CKopocTTa Ha abcopOiust Ha MeTaTOHUH U Cayx CIICJ IEPOPATHO
npunoxxenue Ha Circadin 2 mg ce Biusie oT xpaHa. [IpucbcTBreTO Ha XpaHa 3a0aBs abcopOuusTa Ha
MEJIATOHHH, UMaIIo 32 pe3yaTart mo-KbCHa (Tmax=3,0 h cpaMo Tmax=0,75 h) u mo-HuCcKa NHIKOBa
IUIa3MEeHA KOHIICHTpAIUs pH CheTosiHUE ciell XpaHeHe (Cmax=1020 pg/ml cripsimo Ciax=1176 pg/ml).

Pasnpenenenue
In vitro CBBP3BaHETO Ha METIATOHHH C TUIA3MEHUTE POTEHHU ¢ mpuomm3uTenHo 60%. Circadin ce

CBBbp3a I'IaBHO C aH6YMI/IH, aII(I)a]-KI/ICCH TJIMKONPOTCHUH U JIMIIOIIPOTCHUH C BUCOKA IIJIBTHOCT.

Buorpanchopmarus

ExcniepuMenTanau nanau mokassat, ue uzoeHsumMu CYP1A1, CYP1A2 u nait-sepositno CYP2C19 ot
cucreMara Ha nuToxpom P450 yuactBat B 0OMsiHaTa Ha MestaToHUH. OCHOBHUSIT META0OJIHT €
6-cyndarokcu-mMenaronuH (6-S-MT), koliTo e HeakTHBeH. buoTpaHcopmanusara ce U3BbpIlBA B
yepHus 1po0. Ekckpernusata Ha MeTabonuTa € IbiiHa 12 4yaca cief| morIrbIaHe.

Envumunupane
TepMUHATHUAT MOTYXHUBOT (t1,) € 3,5-4 waca. OTAeNIHETO cTaBa Ype3 peHa Ha eKCKpeIus Ha

MeTabonuTuTe, Kato 89% ca cyndaTtHu U TITIOKOPOHUTHU KOHIOTAaTH Ha 6-XHIPOKCUMENaTOHUH U 2%
ce OT/eJs KaTO MENIAaTOHUH (HEIPOMEHEHO aKTHBHO BEIIECTBO).

Hon
IIpu xxernTe Chax € TOBHIIEHO 3-4 IBTH, B CpaBHEHHUE ¢ MBkeTe. [leTkpaTHa pa3nuka B Chax €
HaOIro1aBaHa Py Pa3InYHU X0pa OT CHIIUS MOl

He ca ycranoBenn papmaxomnHAMIYHU Pa3INKA MEXKIY MBKE U )KEHH, HE3aBUCHMO OT Pa3IMKHUTE B
KPHBHUTE HUBA.



CHC]_[I/IaJ'IHI/I nomyJjaanuu

Cmapuecka 6v3pacm

W3BecTHO e, ue MeTaboIM3MbT Ha MEIIATOHUHA HaMallsiBa ¢ Bb3pacTra. [Ipu pa3iaudHu 103H, Mo-
BUCOKH AUC 1 Cpnax HUBA ca CHOOIIIEHH TIPH MO-BB3PACTHHU MAIIMEHTH, CPABHEHH C ITO-MJIAIN
HalUEeHTH, OTPa3sIBaIlN ITO-HICKA OOMSHA Ha MEIaTOHHH B HampeaHana Bb3pacT. Cpax HUBA OKOJIO
500 pg/ml npu Bu3pactam (18-45) B cpaBHenue ¢ 1 200 pg/ml mpu crapu xopa (55-69); AUC auBa
okoo 3 000 pg*h/mL npu Be3pactHu B cpaBHenue ¢ 5 000 pg*h/mL npu HanpenHana Bb3pacT.

bvopeuno yspexcoane

®dupMeHn TaHHM TI0Ka3BaT, Ye MEJIATOHHH He KyMYJIHpa CJieZl MHOTOKpPaTHO NpuiioxkeHue. ToBa
OTKPHUTHE € CbBMECTHMO C KbCHUS MOTYKUBOT HA MEJIATOHHH TIPH X0para.

Husara, ycTanoBeHH B KpbBTa Ha marueHTd B 23:00 (2 gaca cienm mpreM) ciaea eKeTHEBHO
NpPUIIOKEHHE B IPobJbKeHHe Ha 1 u 3 cenmuny, ca cboTBeTHO 411,4 + 56,5 1 432,00 + 83,2 pg/ml u
ca MoJ00HM Ha TE3H, yCTAHOBEHH IIPH 31IpaBy JOOPOBOIIIH, clel eAHOKpaTHa 103a ot Circadin 2 mg.

Yeprodpobno yspesicoane

OOMsiHaTa Ha MEJIATOHHUH C€ U3BBPIIBA OCHOBHO B UEPHHUS APOO, TIOPAIU KOETO YSPHOAPOOHOTO
YBpEeXKIaHe BOJU JI0 TIO-BUCOKU HUBA HA CHJIOTCHHUS METATOHUH.

[Tna3meHnTe HUBA HA METATOHHMH IIPH MAIMEHTH C LIUPO3a Ca 3HAYUTEIIHO IMOBHUIICHHU MPe3 THEBHHUTE
yacore. [lalueHTHTe UMAT 3HAYUTEITHO HaMaJIeHa 00Ia eKCKPEIHs Ha 6-XUIPOKCUMEIIATOHUH B
CpaBHEHHE C KOHTPOJIHTE.

5.3 IlpeakJMHUYHHU JAHHHU 32 0€30MACHOCT

HexnmuHnuHuTe MaHHM HE TIOKAa3BaT OCOOCH PHICK 32 Xopa Ha 0a3aTa Ha KOHBEHIIMOHATHUTE
(hapMaKoOJIOTHYHYU TPOYIBAHMS 32 O€30MMaCHOCT, TOKCUIHOCT IMPU MHOTOKPATHO MpHIIaranHe,
T€HOTOKCUYHOCT, KapLIMHOTE€HEH MOTEHIIMAN, PEPOAYKTUBHA TOKCUYHOCT U TOKCUYHOCT 3a
Pa3BUTHETO.

HpI/I HCKIIMHUYHUTEC MPOYyUYBAHUA CaMO ITPU €KCIIO3UIINH, 3a KOUTO CC CUMUTA, Y€ Ca B JOCTAThbYHA
CTCIICH IIO-I'0JIEMU OT MaKCHUMaJiHaTa CKCIIO3UIU IPpH XOopa, C€ Ha6J'IIO,E[aBaT e(l)eKTI/I, KOHMTO IIOKa3BaT
MAaJIKO 3HA4YCHHUC 3a KIIMHUYHATa yHOTp66a.

[IpoyuBaHeTO 32 KAPIMHOI'CHHOCT MIPU IUTHXOBE HE € Pa3KPHIIO KAKBBTO U Jia OMII0 epeKT, KOUTO Ou
MOT'BJI 1a ObJIe CbOTHECEH TP XO0pa.

[Ipu penpoxyKTHBHA TOKCHKOJIOTHS, IEPOPATHOTO MPHUIOKEHUE HA MEITATOHUH ITPpH OpEMEHHH
JKEHCKU MUIIKH, IIIBXOBE UIIH 3ailiM, HE € MPUYMHUIIO HEXKETIaHU PEAKIH B MTOKOJIECHUSTA UM T10
OTHOLICHUE Ha )KU3HEHOCT Ha (peTyca, CKEIEeTHH U BUCLEPAIHU 1e(OpPMAaLUH, CbOTHOLLICHUE MEXKILY
HOJIOBETE, TEIJIO0 NIPU pakAaHe, MOCIeBaI0ToO (Gru3ndecko, PyHKIMOHAIHO U MOJ0BO pa3BuTHE. JIek
e(eKT BbpXY NOCTHATATHHUS PACTEXK U KU3HEHOCT € YCTAaHOBEH MPHU IIBXOBE CAMO ITPH MHOT'O BUCOKH
JI03H, EKBUBAJIEHTHH Ha mpuonu3nTenHo 2000 mg/mHeBHO TpH Xopa.

6. DAPMAIIEBTHNYHU JTAHHHA
6.1 Choucbk Ha NIOMOIIHHUTE BelleCTBA

AMOHHEB MeTakpuiaT, chroiaumep tur b
Kammues xuaporeradocdar quxuapar
JlakTo3a MOHOXHIPAT

CununueB TUOKCHI, KOJIOUICH, O€3BOJICH
Tanx

Maruesues creapar
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHocT

3 roguHU

6.4 CroeumajHM ycJ0BHS HA ChbXpPaHeHHUe

Ha ne ce cpxpansaBa Han 25°C. Jla ce chXxpaHsBa B OpUTHHATHATA OMAKOBKA, 32 JIa C€ MPeAnas3u OT
CBETJIMHA.

6.5 Buau chabpKaHMe HA ONMAKOBKATA

Tabmerkure ca omakoBanu B Henpo3pauau PVC/PVDC Gnuctep JIeHTH, TOKPHTH ¢ ATlyMUHHAEBO
(oo oT eqHarta cTpaHa. Besika omakoBKa ce ChCTOM OT €/1Ha OJucTep JeHTa, chabpkama 7, 20 min
21 TabneTku, ABEe OMUCTEp JIEHTH, Chabpkamy 15 tabnerku Beska (30 tTadnetkn) wiu 30 x 1 Tabnetkn
B TiepopupaH OIUCTEp ¢ SAUHUYIHHU JT03U. bircTepuTe ca omakoBaHHU B KAPTOHEHH KYTHU.

He Bcuuku BHI0BE OMAKOBKU MOTAT Aa OBJIAT MMyCHATH B IPOAaX0a.

6.6 CroeuunajHu npeanasHyu MepKU NP U3XBbPJIsiHE

Hsawma cnenmanau u3uckBanus. HeHM3Mon3BaHUAT JTEKApCTBEH MPOIYKT HUITH OTMAIbYHUTE MATCPHAIH
OT HEro TPsAOBA Ja Ce U3XBBPIIAT B CHOTBETCTBHE C MECTHUTE U3UCKBAHMSL.

7. HNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

RAD Neurim Pharmaceuticals EEC SARL

4 rue de Marivaux

75002 Paris

Dpanuus

e-mail: regulatory@neurim.com

8. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

EU/1/07/392/001

EU/1/07/392/002

EU/1/07/392/003

EU/1/07/392/004
EU/1/07/392/005

9. JATA HA ITbPBO PASPEINABAHE/IIOJHOBSBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[Hata Ha mppBo paszpemanane: 29 ouu 2007
Jara Ha nocneanoTo nmogHoBsBane: 20 ampui 2012

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

{4 mecen I'TTT}
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[Nonpobna nHpopManus 3a TO3M JeKapCcTBEH MPOAYKT € MpeAocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus 1o JiekapcTBara http:// www.ema.europa.eu
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INPHUJIOKEHHUE 11

MNPOU3BOJUTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXIABAHE HA ITAPTUIN

YCJIOBUS NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUS N UBNCKBAHUSA HA PASPEIIEHUETO 3A
YIHHOTPEBA

YCJIOBUS NJIK OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS TPOAYKT

13



A. TPOU3BOJUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA IIAPTUJU

Hme u agpec Ha npoussogureisi(ure), OTTOBOPEeH(HHU) 38 OCBOOOKIaBaHE HA NAPTHUIUTE

Temmler Pharma GmbH & Co. KG
Temmlerstrasse 2

35039 Marburg

I'epmanus

Iberfar Industria Farmacéutica S.A.
Estrada Consiglieri Pedroso 123
Queluz De Baixo

Barcarena

2734-501

ITopryranus

Rovi Pharma Industrial Services, S.A.
Via Complutense, 140

Alcala de Henares

Madrid, 28805

Ucnanns

IleyaTHaTa nUCTOBKA Ha JICKApCTBCHUA MPOAYKT TpH6Ba Aa CbAbpiKa UMCTO U aJipe€Ca Ha
IIPOU3BOJUTEIIA, OTTOBOPEH 3a OCBO60)KI[aBaHCTO Ha CbOTBE€THATa ImapTuaa.

b. YCJI0OBHYA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT IPOLYKT CE€ OTIIyCKa IO JIEKAPCKO NPEAIUCAHUE.

B. JAPYI'M YCJIOBUS U UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
o IleprnoguyHn aKTyaJM3upPaHu JOKJIATN 32 0€30MACHOCT

[IputexaTensaT Ha pa3pelIeHneTo 3a ynoTpeda TpsOBa Ja MogaBa NEPHOANIHH aKTyaIn3UPAHH
JOKJIa/I1 3a 0€30MacHOCT 32 TO3H MPOAYKT ChIIIaCHO U3UCKBAHMATA, TOCOYCHH B CIIUCHKA C
pedepentHuTe natu Ha EBponetickus cpro3 (EURD criucek), npensuaeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO u myOnmKkyBaH Ha eBpOTICHCKUS yeOIOpTalT 3a JIEKapCTBa.

I.  YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA 1 E@QEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. IInan 3a ynpasaenune Ha pucka (ITYP)

ITPY 1ps6Ba ga M3BBHPIIBA U3UCKBAHUTE JCHHOCTH U ICHCTBHS, CBBP3aHU C MIPOCIIEAIBaHe Ha
JieKapcTBeHaTa 6e301acHOCT, mocoueHu B oo0penus [1YP, npencrasen B Monyn 1.8.2 Ha
PaspenienueTo 3a ynotpeba, KakTo ¥ IIPU BCUYKH CIICABAIY ChIUIACYBaHM akTyanu3anuu Ha [TYP.

Axryanuzupa [1YP Tpa6Ba na ce nonasa:

° 10 uckaHe Ha EBpomnelickaTa areHius 1o JeKapcTBara;

° BUHArH, KOTATO C€ M3MEHs CHCTEMaTa 3a yIpaBJIeHHE Ha PUcKa, 0COOCHO B pe3yJiTaT Ha
MoJTyYyaBaHe Ha HOBa WH(GOPMAITHs, KOSATO MOXKE Ja JIOBEJIE 10 3HAYUMU POMEHU B
CHOTHOIIIEHUETO IT0JI33/PUCK, WITH CIIE/ JOCTUTaHEe Ha BaXKEH eTan (BbB BPB3Ka C MPOCieIsiBaHe
Ha JIeKapcTBeHaTa 0€301TacHOCT WITH CBEXIAHE Ha PUCKA JO0 MUHAMYM).
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Axo nogaBaneto Ha [TAJIb u aktyanusupanero Ha [IYP cbpBnagar, Te Moxe aa ce moaanat
€ITHOBPEMEHHO.
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JA CbJAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Circadin 2 mg TabJeTKH ¢ YABIKEHO 0CBOOOKIaBaHe
MeJaToHUH (melatonin)

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika Tabnerka chabppka 2 mg MeTaTOHUH.

3. CIIUCBK HA IOMOIIHUTE BEHIECTBA

Chbabpxa JaKT03a MOHOXUAPAT
[Ipouerere McTOBKATA 33 AOMIBJIHUTENHA HHPOPMALINS

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TabmeTku ¢ yIbIHKEHO 0CBOOOKTaBaHE
20 Tabierku

21 TabmeTkn

30 TabaeTKu

7 TabaeTKU

30 x 1 TabneTku

5. HAYYH HA TPUJIATAHE U ITbT(UIIIA) HA BBBEK/IAHE

IIpenu ynorpeba npodereTe JIUCTOBKATA.
IlepopanHo npuIoKeHHUE.

6. CIELUAJHO OPEXYIPEXJIEHUE, UE JEKAPCTBEHUSIT MPOJYKT TPSIEBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA U JOCETA HA JELIA

Ja ce cpxpansBa Ha MICTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHEHNUAJIHHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJI0OBUSA HA CbXPAHEHMUE

Ha He ce cpxpansBa Han 25°C. Jla ce chXpaHsiBa B OpUTMHAIHATa OMAKOBKA, 3a a C€ MPEeAnasu OT
CBETIIMHA.

10. CHELIUAJIHU NPEAITASHU MEPKU ITPU NU3XBBPJIISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NWJIN OTITAABYHHN MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA

11. HME U AJPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

RAD Neurim Pharmaceuticals EEC SARL
4 rue de Marivaux

75002 Paris

Opannus

e-mail: regulatory@neurim.com

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/07/392/001 21 TabneTkn
EU/1/07/392/002 20 TabneTkn
EU/1/07/392/003 30 tabieTkn
EU/1/07/392/004 7 tabieTkn
EU/1/07/392/005 30 x 1 TabmeTkn

13. NAPTUJIEH HOMEP

ITapTuna Ne

14. HAYUH HA OTITYCKAHE

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKA TI0 JIEKAPCKO MPEITHUCAHHE.

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAMJIOBA A3BBYKA

Circadin 2 mg

‘ 17. YHUKAJIEH HAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH UACHTH()HKATOP.
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18. YHUKAJIEH UIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHHU, KOUTO TPABBA A CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP JIEHTA

| 1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Circadin 2 mg Ta0bneTku ¢ yIbIKEHO OCBOOOXKIaBaHEe
MenaTtoHuH (melatonin)

| 2. NME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

RAD Neurim Pharmaceuticals EEC SARL

| 3. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

| 4. TIAPTHMJEH HOMEP

Lot:

5.  JIPYIO
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MUHHUMYM JAHHHU, KOUTO TPABBA A CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP C EAMHUYHU 103U

| 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Circadin 2 mg Ta0neTku ¢ yIBIKEHO 0CBOOOKIaBaHe
MenaToHuH (melatonin)

| 2. HNME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Neurim

[3. JIATA HA UI3THYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 4. IHAPTUJAEH HOMEP

Lot:

5.  JIPYIO
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b. JUCTOBKA
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JIncroBka: nuH(pOpMaLUA 32 IALHEHTA

Circadin 2 mg TadJieTKH ¢ yIBJZKEHO 0CBOOOKIaBaHe
Menaronun (Melatonin)

IIpoueTrere BHMMATEIHO IsJIaTa JIMCTOBKA, IPeIM 1A 3all0YHeTe 1a pueMaTe TOBa JIEKaApCTBO,

Thil KaTO T CbAbPa BaskHa 3a Bac undopmanus,

- 3anaszere Ta3u NTUCTOBKA. MoXe J1a ce HAJIOXKH J1a 51 IPOYETETE OTHOBO.

- AKO UMare HIKaKBH JONBIHUTEHN BBIPOCH, onuTaiite Bamms nekap nian gpapmarieBT.

- ToBa nekapcTBo € npennucado JuyHo Ha Bac. He ro npeorcrenBaiite Ha Apyru xopa. To Moxke
Jla IM HaBpeIly, HE3aBUCHMO Y€ TIPU3HAIUTE Ha TAXHOTO 3a00JIsIBaHEe ca ChIIUTE KaTo BamuTe.

- AKO MOTy4YuTe HIKAKBU HEXKEJIAaHU JIEKApCTBEHH peakluy, yBeaoMeTe Bamus nexap uiu
¢apmareBT. ToBa BKIIIOUBA M BCHYKH BH3MOXKHU HEXKEJIAaHH PEaKLUH, HEONMCAHH B Ta3H
nucToBKa. Bukre Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA:

Kaxso npencrasnsasa Circadin u 3a KaKBO C€ U3II0I3Ba
Kaxso Tpsi6Ba na 3Haere, npeau aa npuemete Circadin

Kak na npuemare Circadin

Bb3MOXKHM HEXETaHH PEaKIIUU

Kak ma cexpansBare Circadin

CT:»I[T:»p)KaHI/Ie Ha OIIaKOBKaTa U JOIIBJIHUTCJIIHA I/IH(bOpMaHI/ISI

AU S

1. Kaxkso npeacraBassa Circadin u 3a kakBo ce U3M0/13Ba

AXTUBHOTO BCIICCTBO HA Circadin, MCJIATOHWH, IPUHAAJICIKU KbM I'pyIliaTa Ha €CCTCCTBCHUTC XOPMOHH,
IMPOU3BCKIaHU OT TAJIOTO.

Circadin ce U3Moy3Ba CaMOCTOSTEIIHO MTPH KPATKOTPAIHO JICUCHHE HA ITPBUYHO O€3ChHUE
(TocTOsIHHA TPYIHOCT MIPH 3aCITUBAHE WIIH MPOJIbIDKABaHE HA CHHS, WITH JIOIIO KA4eCTBO HA CHHSA), IPH
MAIEeHTH Ha BB3pacT 55 u Hax 55 rogunu. “IIspBUYHO” 03HAYABa, Y€ HAMA OIpeIecHa MpUIrHa 32
0e3CHHUETO, BKIIIOUUTEITHO METUIIMHCKA, ICUXUYHA WU CBBhp3aHa ChC Cpe/iaTa Ha )KUBOT IIPUIHHA.

2. KaxBo TpsaoBa na 3Haete, npeau aa npuemete Circadin

He npuemaiite Circadin
- aKo CTe aJepruuHu KbM MEJaTOHWH MM KbM HSKOS OT OCTaHAJIUTE ChCTaBKH HA TOBA
JeKapcTBO (M30pOCHHU B TOUKA 0).

IpenynpesxaeHus U NPeINasHu MePKH
l'oBopete ¢ Bamms nekap, npeau aa npuemere Circadin.

- Axo nmare pobaemu ¢ gepHus 1pod nim 6p0pennte. He ca mpoBexxaany nmpoyyBaHUs
OTHOCHO ymoTpebara Ha Circadin mpu Xopa ¢ 4epHOAPOOHU WM OBOpEeYHH 3200 IABaHUS.
Tps6Ba na roBopute ¢ Bamms nexap npeau ga npuemere Circadin, Thi kKaTto ynotpedata My He
ce TpenopbhyBa.

- Axo nexapsT Bu e kazan, ye mMaTe HETIOHOCHMOCT KbM HSIKOW 3aXapH.

- Axo Bu e ka3zaHo, 4e ©MaTe aBTOMMYHHO 3a00JsBaHe (KOTraTo TSJIOTO € aTakyBaHO OT
coOcTBeHaTa cu IMyHHa cuctema). He ca mpoBexaaHu MpOyYBaHUs OTHOCHO yIroTpedara Ha
Circadin mpu Xopa ¢ aBTOUMyHHU 3a0ossBanms. [lopaau ToBa, TpssOBa ga roBopute ¢ Bammms
nekap npenu na npuemere Circadin, Thit KaTo yrnorpebaTa My HeE ce MpernopbyBa.

- Circadin moxe na Bu Hakapa na ce yyBcTBare cbHIMB. Tps0OBa 1a BHUMaBaTe, aKO ChHJINBOCTTA
Bu Bnmsie v Moyke 1a HapyIIy CIIOCOOHOCTTA J1a M3BBPIIBATE NEHHOCTH KaTo modupaHe.
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- HYI.LIGHCTO MOXKE Ja HaMaJIu G(I)GKTI/IBHOCTTa Ha Circadin, ThH KaTo ChABPIKAHUCTO HA
THIOTIOHCBHA JUM MOIXKE J1a TOBUIIH PAa3rpaXxaaHCTO HAa MCJIATOHWHA B UCPHUA I[p06.

Jlena v roHOIIIM

He naBaiite ToBa ekapcTBO Ha Jiena moA 18 roJuHu, Thi KaTo He € H3IMUTBAHO U e()eKTUTE MYy HE ca
W3BeCTHH. [[pyTH JlekapcTBa, ChABPIKAIINA MEJIATOHUH, MOXKE Jla ca IO-TIOIX OIS 3a TIPIIIOKCHHE
TIpH JIeTa Ha BB3pacT oT 2 1o 18 roamnam — nonwuraiite Bammus nexap uiu ¢papMareBT 3a ChBET.

Jpyru sexapcrBa u Circadin

Wndopmupaiite Bamms nekap ninn ¢papmaneBT, ako IpreMare, HaCKOpo CTe MPUEMalld WK €
BB3MOXKHO J1a IPUEMETE APYTH JIeKapcTBa. Te3u JIeKapcTBa BKIIOYBAT:

- ®dyBoKcaMHH (M3MOI3BaH 3a JICUSHHE Ha IENPECcHs MIIM 00CECHBHO KOMITYJICHBHO
Pa3CTpOICTBO), MCOpPaNCHH (M3IOI3BaH 3a JICYCHUE Ha KOXKHH MPOOJIEMH, KaTO HAIIp.
MICOPHUA3UC), MUMETHIUH (M3II0JI3BAH 3a JICUCHUE Ha CTOMAIIHU IPOOJIEMH, KaTo HAIIp. S3BH),
XHUHOJIOHHU ¥ pru(aMITUIIMH (M3II0I3BaHHM 3a JIeUCHNE Ha OaKTepHaTHH HH(PEKITHHN ), €CTPOTeHU
(M3M0JI3BaHU B KOHTPALICIITUBHHU CPEJICTBA HIIM XOPMOHAJIHO 3aMECTUTEIIHO JICUCHHE) U
kapOaMasenuH (M3M0JI3BaH 3a JICYCHUE Ha CITUJICTICHUS ).

- AJlpeHepruvHU aroHUCTH/aHTAarOHUCTH (KaToO HIKOM BUJIOBE JICKApCTBA, U3MOI3BAHH 3a
KOHTPOII Ha KPBBHOTO HaJIsITaHE Ype3 CBUBaHe HA KPHBOHOCHUTE CHAOBE, 3a OTIYIIBaHE Ha
HOCa, JIEKapCTBa TTOHIKABAIIK KPBBHOTO HAJISTAHE), ONMMATHA arOHUCTH/aHTarOHUCTH (KaTo
HSKOM JICKapPCTBa, U3IOJI3BAHH 32 JICUCHHE HA HAPKOMAHHS ), POCTArJIaHANHOBH HHXHUOUTOPU
(kKaTo HECTEPOUIHH MTPOTUBOBB3MAIUTEIHY JIEKAPCTBA), AHTUACTIPECAHTH, TPUNTO(DAH U
AITKOXOJI.

- benzoanazennan u He-0€H30IMa3eTMHOBY XUITHOTHUITH (ITPUCIIMBATEIHH JIEKAPCTBA KaTo
3aJICTIJIOH, 30JIMHUIEM U 30ITHUKIIOH )

- TuropuaasuH (3a jJeyeHne Ha MU30(PPEHHs) 1 UMHIIPAMUH (32 JIeYeHHE Ha JIeTIPECHsl).

Circadin ¢ xpaHa, HAIUTKH ¥ AJIKOXO0JI
IIpuematite Circadin cinex xpanene. He muiiTe alkoxoi1 ipean, 1o BpeMe U ClIen IprueMaHe Ha
Circadin, Tbit kaTo Toli HamasiBa epekTuBHOCTTA Ha Circadin.

BpemMenHocT U KbpMeHe

He npuewmaiite Circadin, ako cte OpeMeHHa, cMsTaTe, 4e MOXKe Jia CTe OpeMEeHHa, ITaHupaTe
OpemenHocT uin kppMuTe. [locbBeTBaiite ce ¢ Bamms nexkap unu hapManeBT npeau ymnorpedara Ha
TOBA JIEKAPCTBO.

lo¢pupane u padora ¢ MAIIUHU

Circadin MoXe 1a IpUYMHHU CHHIMBOCT. AKO UMaTe TaKMBa OIUIAKBAaHUs, He TPAOBa a modupaTte nin
J1a paboTHTE ¢ MAIUHU. AKO CT€ TIOCTOSITHHO CHHJIMB, TPSIOBa /1a C€ IIOCHBETBATE C JIEKapS.

Circadin cbabp:ka JJaKT032a MOHOXHAPAT

Circadin cpapprka 1aKTo3a MOHOXHIpAT. Ako Bamusar nekap Bu e ka3an, ue MaTe HEHOHOCUMOCT
KBbM HSIKOM 3aXapH, CBbpIKETE Ce C JIeKaps ey 1a MpUeMeTe TOBA JEKapCTBO.

3. Kaxk 1a npuemate Circadin

Bunaru npuemaiite ToBa JIeKapCcTBO TOYHO KakTo Bu e ka3an Bamusr nekap nim ¢papmaneBt. AKoO He
CTE CUTYpHHM B HElO, nonuTaire Bamms nexap uinu papmanesr.

[Ipenoppuntennata no3a e eana Tadnetka (2 mg) Circadin AHEBHO, pHETa Mpe3 ycTaTa cies
XpaHeHe, 1-2 yaca npeau ysarane. Ta3u JO3UPOBKA MOXKE Aa C€ MPOABIDKH 10 TPHHAZCCET CEAMUILIH.

I'mpTHETE TabneTkata msa. Tabnerkute Circadin He TpAOBa Ja ce TPOIIAT MIIHM peXaTr Ha MOJOBUHA.
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AKo cTe npueu nmoBeye oT HeoOxogumaTa n03a Circadin
AKO cIlydaifHO CTe MpHeNu TToBedYe OT HeOOXOIUMOTO JIEKapCTBO, CBBPIKETE ce He3abaBHO ¢ Bamus
nekap win (hapmarieBT.

HpI/IGMaHeTO Ha 1IO-rojisiMa OT NpCropbiBaHaTa AHECBHA 1034, MOXKE 1a Bu HaKapa fa €€ MMOYyBCTBATC
CBHJINB.

Ako cte nponycHaau 1a npuemete Circadin
AKO CTe pOITyCHAJIH! Ja TprueMeTe TabaeTKkara, B3eMeTe JIpyra BeHara Cliell KaTo Ce CETHTE MPeIu
CHH WJIM [TOYaKaWTe 1a CTaHE BpEeMe 3a CIIeBAIATa /1032, CJIe] KOETO MPOABIDKETE KaKTO MPEeIH.

He B3emalite HBOﬁHa [03a, 3a Ja KOMIICHCHUPATEC IIpOoIlyCHaTaTa J034a.

AKko cte cnipesu npuema Ha Circadin

He ca n3BecTHM HUKaKBH BPEIHU PEaKIUU MPU MPEKbCBAHE WITH MPEXKIEBPEMEHHO CITUPaHEe Ha
nedenneto. He e m3BectHO ymorpebaTa Ha Circadin 1a BOau 10 IPOSBH Ha CITUPaHE clie] 3aBhPIIBAHE
Ha JICUCHHUETO.

AKO MaTe HIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpedaTa Ha TOBa JIEKAPCTBO, TOMUTANTE
Bammmst nexap wim papmareBr.

4. Bb3MoKHM HEXKeJAHU peakuuu

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAN3BHUKA HCKCIIaHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I' I10JTy4aBa.

AKO TIOJTyYHTE HSIKOS OT CIICJAHUTE CEPUO3HU HEXKEIIAaHN PEaKIUH, CIIPETe IpHeMa Ha JIEKapCTBOTO U
ce cBbpiKeTe He3abaBHO ¢ Bamms nekap.

Heuectn (Morat na 3acernat a0 1 va 100 qoBeka)
° Bosika B repaute

Penxu: (Morat ma 3acernar g0 1 ma 1 000 JoBeka)

3ary0a Ha Ch3HAHUE WJIM IPUNIALBK

CunHa 00Jka B I'bpANTE, HOPaIU CTCHOKAPIHS

CoprebueHe

Henpecust

VBpexneHo 3peHne

3aMBIJIEHO 3peHne

Hapymena opuenTauus

CBeTOBBPTEX (4yBCTBO HA 3aMasHOCT HJIM ~’BHEHE Ha CBST)
Hanuune Ha yepBeHU KPBbBHU KJIETKU B YpHUHATa

Hawmanen 6poii 6enu KpbBHU KJIETKH B KPbBTa

Hamanen 6poii TpoMOOLUTH B KPBBTA, KOETO 3aCHJIBA PUCKA 33 KbPBEHE U HACHHSBAHE
[Icopuasuc

AXO M3IHUTBATE HAKOS OT CJICOHUTEC HC-CECPUO3HU HEIKCIIAHU PCAKIINU, CBBPIKETE CC C Bamus JICKap
W/WIH NOTBhPCETC MEANIIUHCKHU CHBCT.

Heuectn: (Morar na 3acersar a0 1 Ha 100 yoBeka)
Pa3npasHuTeNHOCT, HEPBHOCT, HECTIOKOWCTBHE, O€3CHHUE, CTPAHHH CHHMINA, KOIIMAPH, TPEBOXKHOCT,
MUTpEHa, T1aBodone, JeTaprust (yMOpsieMOoCT, JIMIICa Ha €Heprusl), HECTIOKOHCTBHE, CBBP3aHO C

IMOBUIICHA aKTUBHOCT, 3aMasdHOCT, YMOPACEMOCT, BUCOKO KPBBHO HAJIATAHEC, TOPHA KOPEMHaA 60J'IK.’:1,
HapyHmIeHO XpaHOCMUJIIAHE, SI3BU B yCTATa, CyX0OTa B yCTaTa, raIcCHC, IPOMCHU B CbCTaBa Ha KPBbBTA,
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KOHMTO MOTaT Ja NPUYMHSAT MOKBIATSIBAHE HA KOKaTa MM Ha OYHTE , BH3MaJICHUE Ha KOXKaTa , HOLTHO
HOTEeHE, ChpOEK, 00pHB, CyXa KOXa, 00JIKa B KpalHUIIMTE, IPOSIBM HA MEHOIIAy3a, YyBCTBO Ha
cJ1a00CT, OTAEISIHE Ha ITI0K03a B ypUHATa, IPEKOMEPHO OTJIEJIIHE Ha IPOTEUHU B ypuHaTa, aOHOpMHA
4epHOAPOOHa (GYHKLUS U TIOBUILIABAHE HA TETJIOTO.

Penxu: (Morat ma 3acernar g0 1 ma 1 000 goBeka)

Xeprec 30cTep, MOBUIIEHO HUBO HA MACTHUTE MOJIEKYJIM B KPBBTA, HUCKU HUBA HAa CEPYMHUS KaJuit
B KpbBTa, HUCKH HUBA Ha HATPUs B KPBBTA, IPOMEHJIMBO HACTPOECHHUE, arPECUBHOCT, B30y 4,
IUIAYIMBOCT, IIPOSIBU Ha CTPEC, PAHHO CYTPEIIHO ChOYK/AaHe, HOBUIIEHO CEKCYaJIHO BIICUECHHUE,
MOTHCHATO HAaCTPOEHUE, 3acsraHe Ha IaMeTTa, HapyllIeHO BHUMaHNe, CbCTOSIHUE Ha MEYTAaTeIHOCT,
CHHIPOM Ha HECIIOKOMHUTE KpaKa, JIOIIO Ka4eCTBO Ha ChHS, YyBCTBO Ha M3TPBIIBaHE, HACHI3EHH OUH,
3aMasHOCT B U3MPABEHO WM CEAHANIO MIOJOXKEHUE, TOPELIN BbJIHH, KUCETHHEH peIIyKC, CTOMAIHH
HapyIIeHus, o0pazyBaHe Ha MEXypH B ycTaTa, 3B Ha €3UKa, CTOMAIIIHO pa3cTPOICTBO, MOBPBIIAHE,
CTPaHHU 3BYLIM B YepBaTa, Ta30Be, IOBUIIEHO 00pa3yBaHe Ha CIIIOHKA, JOII AbX, KOpEMEH
nuckomMdoprt, 3a00BaHe HA CTOMaxa, Bb3MAJIEHHE Ha CTOMAIIIHATA JINT'aBUIIA, €K3eMa, KOXKEH 00puB,
JIEPMaTHUT Ha PBIETE, ChpOSI 00pHB, 3a00IBaHE HA HOKTHTE, apTPUT, MyCKYJIHU CITa3MH, OOJIKa BbB
BpaTa, HOLIHHM CIa3MH, YABIDKEHA epeKIHs, KOSITO MOKe Jia Obie 00Jie3HEeHa, Bh3NalleHHe Ha
IpocTaTHATA XkJIe3a, yMOPAEMOCT, O0JKa, JKax1a, OTAeIISIHE Ha [OJIsIMO KOJIMYECTBO YPHHA,
YpUHUPAHE Tpe3 HOIITA, MOBUIIEHN YePHOAPOOHHN €H3NUMH, aOHOPMHU KPBBHU €NIEKTPOJIUTH U
aOHOpPMHH JTaOOPAaTOPHH TECTOBE.

C Hen3BecTHA YecTOTAa: (OT HATMYHUTE JAaHHHW HE MOXKe J1a Ob/le HalIpaBeHa OIeHKa)

Peaknuu Ha CBpBXYYBCTBUTENHOCT, TIOJ{yBaHE Ha yCTaTa WIX €3UKa, TI0{yBaHe Ha KOXaTa
HeoOWJaltHO OTACIITHE Ha KbpMa.

C'bOGI]IaBaHe Ha HEXKECJIAHU PeaKIun

Axo MOJTYYUTEC HAKAKBU HCIKCJIaHU JICKAPCTBCHU PCAKIINM, YBCIOMETC Bammus JICKap ujin (bapMa]_[CBT.
ToBa BKIIIOUBA BCHYKH BH3MOKHU HEOITMCAHU B Ta3W JIMCTOBKA HEXKCIIAHU pCaKkoru. MoxeTte ChIIO aa
C’bO6HII/ITC HCXKCJIaHU pCaKIIMU JUPCKTHO YPE3 HAllMOHAJIHATA CUCTEMA 3a C’bO6IIIaBaHe, IIOCOYCHA B
H[ZI/IHO)KCHI/IG V. Karo C’bO6H_IaBaT€ HCXKCIJIaHU PCAKIIUH, MOXKCTEC Jd JAACTC CBOS IPHUHOC 3a
I[IOJIy4aBaHC HAa MOBECYC I/IH(I)OpMaI_II/IH OTHOCHO 0€30MacHOCTTa Ha TOBA JICKapCTBO.

5. Kaxk na coxpansBare Circadin

[a ce cpxpansiBa Ha MACTO, HEAOCTHITHO 32 JICTIA.

He u3non3BaiiTe TOBa JIEKapCTBO CJIC/ CPOKA HA TOJTHOCT, OTOENsI3aH BhPXY KapTOHEHATA OMaKOBKa
(cnen I'ogen 1o:). CpoKbT HA TOAHOCT OTTOBAPS HA MOCJIEIHUS JICH OT MTOCOYCHUS MECEII.

Ha ne ce cpxpansBa Han 25°C. Jla ce cbXpaHsiBa B OpUTHHAIHATa OMAKOBKA, 3a 1a C€ Mpeanas3 OT
CBETIIMHA.

He n3xBbpistiiTe 1ekapcTBaTa B KAHAIU3ALMATA WU B KOHTEHHEPA 3a JOMAIHHA OTIHaJbLH.
[lonmraiite Bamms dapmareBT Kak Ja U3XBBPIATE JIEeKapcTBaTa, KOUTO BeUe He u3nmonseare. Tesun
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.

6. CobabpikaHue HA ONMAKOBKATA M TOMbJIHUTETHA HH(POPMAIIHS

KakBo cbabp:xa Circadin

- AxTuBHOTO(MTE) BemecTBo(a) e(ca): MemaToHuH. Beska TadiieTka ¢ yABIKEHO 0CBOOOKIaBaHe
ChABPXKA 2 M MEIATOHHH.

- Jpyrure cbcTaBKU ca: aMOHUEB METAKpWIIAT ChIIOJIMMEp TN b, kanues xuaporendocdar,
JIAKTO3a MOHOXHIPAT, KOJIOH IEH, 0€3BO/ICH CIIINITUEB TUOKCHI, TAJIK M MarHe3neB cTeapar.
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Kaxk u3riexkna Circadin 1 KakBo cChIbpika 0ONIAKOBKATA

Circadin 2 mg TabIeTKH ¢ YABIDKEHO 0CBOOOKIABAHE CE Mpesiara KaTo Oesd 10 OYTH Oelu, KPbIJH,
JIBOITHO M3IbKHAIH Ta0seTku. Besika kapToHeHa omakoBKa ChIbpika eHa onucrep JieHra ¢ 7, 20 wim
21 Tabnerkwu, aBe OnmcTep JeHTH ¢ 15 TabmeTkn Besika (KapToHEeHa onakoBka ¢ 30 TalneTkn), Wit
Kato antepHaTuBa, 30 X 1 TabneTKH B iepdoprpaH OIUCTEP ¢ SANHUYHN J03H. He BCHUKHM BHIOBE
OTIaKOBKH MOTaT Jia ObJIaT MyCHATH B MPOax0a.

IpuTtexaTen Ha pa3pelIeHNETO 32 yNOTpeda U MPOU3BOANTEN:

IIputexaren Ha pa3peIIeHUETO 3a VHOTDGG&:

RAD Neurim Pharmaceuticals EEC SARL
4 rue de Marivaux

75002 Paris

®panHuys

e-mail: regulatory@neurim.com

IIpousBoauTen:

Crpanu, OTTOBOpHU 32 0cBOoOOknaBane Ha nmaptuaute B EUIIL:

Temmler Pharma GmbH & Co. KG
Temmlerstrasse 2

35039 Marburg

T'epmanus

Iberfar Industria Farmacéutica S.A.
Estrada Consiglieri Pedroso 123
Queluz De Baixo

Barcarena

2734-501

ITopryranus

Rovi Pharma Industrial Services, S.A.
Via Complutense, 140

Alcala de Henares

Madrid, 28805

Hcnanns
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3a JOIIBJIHUTCIIHA I/IH(bOpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPKETC CC C JIOKAJTHUA
IpeACTABUTECI HA MPUTCIKATEIIA HA PA3PCHICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien

Takeda Belgium NV

Tél/Tel: +32 2 464 06 11

e-mail: medinfoEMEA @takeda.com

Bbarapus

RAD Neurim Pharmaceuticals EEC SARL
Ten: +33 185149776 (FR)

e-mail: neurim@neurim.com

Ceska republika

RAD Neurim Pharmaceuticals EEC SARL
Tel +33 185149776 (FR)

e-mail: neurim@neurim.com

Danmark

Takeda Pharma A/S

TIf.: +4546 77 10 10

e-mail: medinfoEMEA@takeda.com

Deutschland

INFECTOPHARM Arzneimittel
und Consilium GmbH

Tel: +49 6252 957000

e-mail: kontakt@infectopharm.com

Eesti

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

EXAada

Takeda EAAAX AE.

TnA: +30 210 6387800

e-mail: medinfoEMEA @takeda.com

Espaiia
EXELTIS HEALTHCARE, S.L.
Tfno: +34 91 7711500

France

BIOCODEX

Tél: +33 (0)1 4124 3000
e-mail: medinfo@biocodex.com

Hrvatska

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com
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Lietuva

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

Luxembourg/Luxemburg

Takeda Belgium NV

Tél/Tel: +32 2 464 06 11 (BE)
e-mail: medinfoEMEA@takeda.com

Magyarorszag

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

Malta

RAD Neurim Pharmaceuticals EEC SARL
Tel +33 185149776 (FR)

e-mail: neurim@neurim.com

Nederland

Takeda Nederland B.V.

Tel: +31 20 203 5492

e-mail: medinfoEMEA @takeda.com

Norge

Takeda AS

TIf: +47 800 800 30

e-mail: medinfoEMEA @takeda.com

Osterreich

SANOVA PHARMA GesmbH
Tel.: +43 (01) 80104-0

e-mail: sanova.pharma@sanova.at

Polska

MEDICE Arzneimittel Piitter GmbH & Co. KG

Tel.: + 48-(0)22 642 2673
e-mail: office@medice.pl

Portugal

Italfarmaco, Produtos Farmacéuticos, Lda.
Tel. 4351 214 342 530

e-mail: geral@itf-farma.pt

Roménia

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com



Ireland

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

island

Vistor hf.

Simi: +354 535 7000

e-mail: medinfoEMEA @takeda.com

Italia

Fidia Farmaceutici S.p.A.
Tel: +39 049 8232222
e-mail: info@fidiapharma.it

Kvnpog

RAD Neurim Pharmaceuticals EEC SARL
TnA: +33 185149776 (FR)

e-mail: neurim@neurim.com

Latvija

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

Slovenija

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

Slovenska republika

RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

Suomi/Finland

Takeda Oy

Puh/Tel: 0800 774 051

e-mail: medinfoEMEA @takeda.com

Sverige

Takeda Pharma AB

Tel: 020 795 079

e-mail: medinfoEMEA @takeda.com

JlaTa Ha nmocyaeqHo mpepa3rJexaane Ha gucroBkaTta {Mecen I'TTT}.

JApyru u3touHunu Ha uHopmanus

Ho;[po6Ha I/IH(l)OpMaLII/IH 3a TOBA JICKAPCTBO € MPEAOCTAaBCHA HA ye6caﬁTa Ha EBpOHGﬁCKaTa arcHusA

o JekapcrBara: http://www.ema.europa.eu
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