NNPUJIOKEHMUE 1

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUS ITPOAYKT

Circadin 2 mg TabyieTku ¢ yABIKEHO 0CBOOOKIaBaHEe

2. KAYECTBEH U KOJIMYECTBEH CBHbCTAB

Bceska TabneTka ¢ yapkKeHO 0cBOOOKIaBaHEe ChABPKa 2 mg MenaToHuH (melatonin).
[TomMoOIIIHO BEMIECTBO C U3BECTHO JACHCTBHUE: BCsIKAa TableTKa ¢ yABIDKEHO 0CBOOOKIaBaHEe ChAbPKA
80 mg makTo3a MOHOXHUIpPAT.

3a IBJIHUS CIIUCEHK HA IIOMOIITHHUTC BEUICCTBA BMIKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabyeTka ¢ yaBIKEHO 0CBOOOXKIaBaHE

benu 1o mouTn Genu, KpbIITH, IBOWHO W3MbKHAIIA TaOJIETKH

4. KINMHNUYHUAU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUSA

Circadin e mokaszaH 3a MOHOTEpaMus MPU KPaTKOTPAKWHO JIeUeHHEe Ha TbPBUYHO O€3ChHUE,
XapaKTEPU3HUPALLIO CE € JIOLIO KAYECTBO Ha ChHS MPU NAUUEHTH HA Bb3pacT 55 wiu Hax 55 roauHu.

4.2 Jl03MpOBKAa M HAYMH HA NMPHUJIOKEHHE

2 !O3I/I[ZOBKa

[IpenopbuBaHaTa g03a € 2 mg €IMH T AHEBHO, 1-2 yaca npeau JsAraHe u cien xpaHeHe. Ta3u
JIO3UPOBKA MOJKE J1a ¢€ MPOIBIKHU 10 TPUHAIECET CEIMHUIIN.

Ileouampuuna nonynayus

besomacunoctra n eukacHoctTa Ha Circadin mpu nena Ha Bb3pact 0 1o 18 roauHm Bce omie He ca
YCTaHOBEHH.

Hpyru nexapcTBeHn (opMi/BUI0BE TAOIETKH C PA3JIMYHO KOJMYECTBO Ha aKTHBHOTO BEILIECTBO MOXKE
Ada Ca MOo-ImoAXoA4a1IHr 3a MPUJIIOKCHUC B TAa3U MOITyJIallHA. Hanwunaure IIOHACTOAIIEM JAaHHU Ca
OMHucaHu B Touka 5.1.

bvbpeuno yepesicoane

Hsama npoyuBanus 3a epexra Ha pa3NIUIHUTE CTEIICHH HA OBOPEUHO YBpEKIAaHE BHPXY
(apMaKOKMHETHKATa Ha MeIaTOHNH. MenaroHuH Tpsi0Ba /1a ce mpuiara ¢ NOBHIIEHO BHUMAaHUE TIPH
TaKWBa MAICHTH.

YeproOpobHo yepescoare

Hsima omut ot ynorpebata Ha Circadin pu manueHTH ¢ 4epHOIPOOHO yBpexnane. [IyonukyBanu
JlaHHH TTOKa3BaT MOJYEPTAHO MOBUIIICHN HIBA Ha EHIOTCHEH MEJIATOHUH MPe3 JTHEBHUTE YaCOBE,
I'bJDKAIIN C€ Ha MIOHIKEH KITUPBHC P MAIMEHTH ¢ YepHOApoOHO yBpexknane. [lopanu ToBa, He ce
npenopbuBa ynorpebdara Ha Circadin npu nanueHTH ¢ 4epHOAPOOHO yBpeXKIaHe.



Hauwun Ha npuiioxeHue

HepopanHo MPHUIIOKCHUC. TabmeTkuTe TpH6Ba Ja CCI'bJITAaT OCJIH, 3a Ja CC 3ala3u CIIOCOOHOCTTA 3a
YABIKCHO OCB060)KI[aBaH€. He Tp}I6Ba Ja C€ M3IM0JI3BAa CHYIIBAHC WJIN CABBKBAHC 3a YJICCHABAHC HA
HOorjiIbIIaHCTO.

4.3 IIporuBomokazaHus

CBpBXUYyBCTBUTEIHOCT KbM aKTMBHOTO(UTE) BEIIECTBO(a) MIIM HAKOE OT MOMOIIHUTE BEILIECTBA,
n30poeHu B Touka 6.1.

4.4 CroeuuajHM npeaynpeskKaeHusi U Npeana3Hd MePKH MpH ynorTpeda

Circadin Moxe 1a npuuuHH chHIUBOCT. [lopanu ToBa, TO3M NPOAYKT TpsAOBa Aa ce U3MOJI3Ba C
MOBHIIIEHO BHUMAaHHE, aKO MM BEPOATHOCT ChHIMBOCTTA J1a OBbJIE CBbp3aHa C PUCK 3a 0€30MacHOCTTA.

Hsama xnmuHnuHM qanHu 3a ynoTpebda Ha Circadin mpu xopa ¢ aBToMMYHHH 3a00isiBanus. [lopaau
TOBAa, He ce mpenopbyBa ynorpedara Ha Circadin npu NanMeHTH ¢ aBTOMMYHHH 3a00JIIBaHUSI.

Circadin cpappika nakrosa. [lanueHTH ¢ peku HacIeJCTBEHU MPOOIEeMH KaTO rajlaKTO3Ha
HermoHocumocT, LAPP rakraseH nepuIuT Win rIoK030-TajlakTo3Ha MarabcopOmus, He TpsAOBa 1a
nmpueMat TOBa JIEKapCTBO.

4.5 B3anmojeilcTBHe ¢ IPYTH JeKAPCTBEHH NMPOAYKTH M APyru ¢opmu Ha B3auMojAeiicTBHe

[TpoyuBaHus 3a B3aUMOJEHCTBUATA ca MPOBEKIAHU CAMO NPHU Bb3PACTHH.

dapMaKOKHHESTHYHHN B3aUMOJICHCTBHUS

. Hab6ntonasa ce, ue menatonud uanyuupa CYP3A in vitro npu KOHIICHTpAIUK HAJl
TepaneBTUYHUTE. KIIMHNYHOTO 3HaU€HHE HAa TOBA OTKPUTHUE HE € U3BECTO. AKO HACTBIIH
UHAYKIYS, TOBAa MOXeE J1a I0BEJlE 10 HaMaJleHa IIa3MEHa KOHLIEHTPalKs Ha ChIIbTCTBAIIO
NPUWIOKEHUTE JIE€KapCTBEHHU NPOIYKTH.

. MenaTtonun He unayuupa easumure CYP1 A in vitro npu KOHUEHTpauy HaJ T€paneBTUYHUTE.
[Topagu ToBa € MaJIKO BEPOSITHO B3aUMOJCUCTBHUITA MEKAY MEIATOHUH U IPYTH aKTUBHH
BEI[ECTBA, KaTO CIE/CTBHE OT edekra Ha MeJdaToHuH BbpXy ensumute CYP1 A, na Obaar
3HAYUTEIIHH.

. MeTabonu3MbT Ha MeTaTOHUH € Meauupan rinasHo oT ensumute CYPIA. [lopaau ToBa ca
Bb3MOKHHU B3aUMOJEHCTBUSA MEXKY MEJIaTOHUH U IPYTY aKTUBHU BELECTBA KATO CJIEICTBHE OT
Texaus epekrt Brpxy enzumute CYPLA.

o TpsbBa a ce MposIBY MOBHUILIEHO BHUMAHKE TIPH MAIEHTH Ha ()ITyBOKCAMHH, KOWTO TTOBHIIaBA
HUBaTa Ha MenaToHuH, (cbC 17-mbTu no-sucoka AUC u 12-mbTu no-Bucoka cepyMHa Ci.y),
Yype3 NOATHCKAHE Ha HETOBHS MeTaboNM3M OT CTpaHa Ha xenatanaus uutoxpom P450 (CYP)
n3o3uMu CYP1A2 u CYP2C19. KomOunamusTa TpsiOBa ga ce u30srBa.

. Tps16Ba 1a ce mposSBY MOBUIIIEHO BHUMAaHUE MPH MAIMSHTH Ha 5- Wi 8-MeToKcuricopanet (5 u
8-MOP), xoiiTo moBHUINIaBa HUBOTO HA MEIATOHHH, Ype3 MOATUCKAHE HA HETOBUS METa0O0IN3M.
. TpsbBa na ce mposiBY MOBHUIIEHO BHUMAaHKE IPH NarnpieHT! Ha cumetuauH, CY P2D unaxubutop,
KOMTO IMOBHUIIIaBa IUIa3MEHOTO HUBO Ha MEJIATOHWH, Upe3 MOATUCKAHE HA HETOBHS METa0OJIH3M.
. [lymeneTo Ha Urapyu MOXe J1a HaMaly HUBOTO Ha MeNaTOHUH, mopaay naaykuus Ha CYP1A2.
. TpsabBa 1a ce NposiBU NOBUIIEHO BHUMAHKE NPU MALMEHTH Ha €CTPOTEHU (HaIp.

KOHTPALENITUBHYU WIN XOPMOHO3aMECTUTEIHA Teparus ), KOUTO IMOBUIIABAT HUBOTO Ha
MEIIATOHHH, Ype3 MoATHCKaHe Ha HeroBus Metabonm3Mm upe3 CYP1A1 u CYP1A2.

° CYP1A2 uaXxuOUTOpH, KATO XMUHOJIOHH, MOTAT JIa IOBEJAT JIO MOBUIIICHA SKCITO3HIINS Ha
MeJaTOHUH.
° CYP1A2 unaykropu KaTo kKapbamMa3enuH v pudaMIIUIMH, MOTaT J1a TOBEJAT 10 MOHIKEHA

ImI1a3MEeHa KOHUCHTpPAalusd Ha MCJIATOHWH.



o B nmureparypara nma oOMUPHU JaHHH OTHOCHO €(DeKTHTE Ha apCHEPTHYHU arOHUCTH/
AQHTarOHUCTH, ONTMATHA arOHUCTH/aHTarOHUCTH, AaHTHCTIPECAHTH, IPOCTATIAHINHOBH
UHXUOUTOpH, OEH30/1Ma3ETHHU, TPUNTO(GAH U ATKOXO0J BbPXY €HIOTCHHATa CEKpeIHs Ha
MenaToHuH. HsiMa npoy4BaHus 1aiy Te3M aKTHBHU BELIECTBA MMOBJIHABAT AMHAMHUYHHUTE WIIH
kuHetnyHU edektn Ha Circadin i 06paTHOTO.

dapMakoIMHAMHWYHN B3aNMOJICHCTBHS

. Ankoxoun He Tpsi6Ba aa ce npuema ¢ Circadin, 3amoTo HamansiBa egexruBHocTTa Ha Circadin o
OTHOIIICHUE HA CHHS.
. Circadin Moe Ja 3aCHIU CEJATUBHUTE CBOIMCTBA HA OEH30/IMA3CTTMHOBHUTE U

HeOEeH30/IMa3eTMHOBUTE XHUITHOTHUIU, KATO 3alleTIOH, 30JIMUAeM 1 30NUKIOH. [Ipu enHo
KIMHUYHO M3MMTBAHE UMa SICHO JJOKa3aTeJICTBO 3a MPEXOIHO (hapMaKkoJUHAMUIHO
B3aumoelicteue Mexny Circadin ¥ 30JImuIeM eUH Yac CJie] ¢AHOBPEMEHEH PUEM.
ChIbTCTBAILIOTO NPHUIIOKESHHE € JOBEIO /10 TIOBUIICHO HAPYIIICHNE HA BHUMAHUETO, TAMETTa U
KOOPIMHAIMATA, B CPAaBHEHHE C MPUJIATAaHETO CAMO Ha 30JIIHIIEM.

. Circadin e mpuiaran e JTHOBpPEMEHHO IPU NPOYYBAHHS C THOPHUIA3HH U MIMHITPAMUH, aKTUBHU
BEIIECTBA, KOUTO 3acsrat IICHTPATHATA HepBHA cucremMa. He ca ycTaHOBEHM KITMHUYHO 3HAYMMHU
(hapMaKOKMHETUIHH B3aUMOJICHCTBYSI B OT/ICIHATE ciiydan. HezaBucuMo oT TOBa,
eqHoBpeMeHHOTO npuiiarane Ha Circadin ¢ TSX € JIOBEJIO /10 3aCUJICHO YCelllaHe 3a CTIOKOHCTBHE
W 3aTpyJIHCHUE NP U3ITBIHCHNE HA 3aJ]a4UTe B CPABHEHHE CaMO C UMUIIPAMHH U 3aCHIICHO
ycelllaHe 3a “HaTe’kasna IrjaBa” B CpaBHEHUE CaMO C THOPHA3HH.

4.6 @epruaMTET, PEMEHHOCT H KbpPMEHe

bpemennoct
3a MeNnaToOHHH HAMa KIMHWYHHU JaHHU 32 €KCIO3UpaHu OpeMeHHOCTH. EkcriepuMeHnTanHuTe

NpOYYBaHUs MPH KUBOTHU HE MOKA3BaT MPSKO WU HEMPSKO BPEIIHO BB3JCHCTBUE BBPXY
OpeMEeHHOCTTa, eMOPHOHAITHOTO/ (e Ta IHO Pa3BUTHE, PAXKIAHETO MW MOCTHATATHOTO Pa3BUTHE (BXK.
touka 5.3). [Topamu nurnca Ha KTUHUYHY JaHHH, HE C€ IPENophyUBa yrnoTpedara npu OpeMeHHH KeHH
Y TIpY JKEHU, KOUTO Bb3HAMEPSBAT /1a 3a0pEeMEHEsT.

KspMeHe
EHI[OF@HHI/ISIT MCJIATOHHUH € YCTaHOBeH B K’bpMaTa. Hopa)m TOBa € BepOHTHO U CK30I'CHHUAT

MEJIATOHHUH JIa CE CeKpeTHpa B KbpMara. JlaHHU OT MOJIETN BbPXY JKMBOTHH, BKIIFOUBAIIU TPU3AYH,
OBIIE, €IbP pOraT JO0OUTHK U MPUMATH, TOKa3BaT IPEMUHABAHE HA MEJATOHUH OT MalKkaTa KbM
deTyca upes maneHTaTa Wik ¢ Misikoro. [lopanu Toa He ce mpenopbuBa KbpMEHE MPH KEHU, KOUTO
ca Ha JICUeHHE C MEeJIaTOHHH.

4.7 EdexTn BppXy cnoco0HOCTTa 32 IOGHpaHe U padoTa ¢ MAIUNHHU

Circadin moBiusBa B yMepeHa CTEIeH crmocoOHOCTTa 3a modupane u padora ¢ mamuau. Circadin
MOXe J]a IPUIUHH CHHIMBOCT, IOPaIX KOETO TO3H MPOIYKT TPsAOBa J1a ce U3I0JI3BA C TIOBHUIICHO
BHHMaHHE, aKO €(eKTHTE Ha CHHIMBOCT MOTAT Jia MPEACTaBIABAT PUCK 32 0€30M1acCHOCTTA.

4.8 HexenaHu JeKapcTBeHH peaKIuu

PesroMe Ha mpoduia 3a 6€30MacHOCT

[Tpu xnuHMYHN W3nUTBaHUs (Ipu Kouto oo6mo 1 931 mauuenTu ca npuemanu Circadin u 1 642
MaIMeHTH ca npueManu iane6o) 48,8% ot manuenture, norydasanu Circadin, ca cbo0mmIm
HEXXeJIaHa peakius, B cpaBHeHue ¢ 37,8%, mpuemary miane6o. [Ipu cpaBHeHne Ha fief1a TAIUeHTH ¢
HekenaHu peakuuu Ha 100 manueHT-ce MU, 1eIbT € MO-BUCOK MPH IIANe00, OTKOJIKOTO MPH
Circadin (5 743 — mnane6o c/y 3 013 — Circadin). Hali-uecTuTe HexenaHU peakuu ca riaBobosue,
Ha3o(apuHruT, 0osKa B rbp0a U apTparus, KOUTO ca yecTu cropen nepununusara Ha MedDRA,
KaKTO NpH rpynara, Jiekypana ¢ Circadin, Taka u npu rpynara, JieKyBaHa ¢ iane6o.




CouchbK Ha HEXKEJIAHUTE pPCaKkImu B T36J'II/IHa

CrnegHHUTE HEXEJIaHHW PEAKINHU ca ChOOIICHH PY KIMHUYHU U3IUTBAHUS U OT MOCT-MapKETHHIOBH
CTIOHTAHHU CHOOIICHHUS.
ITpu xkMuHUYHYU U3NUTBaHUA 0010 9,5% oT manuenture, noaydasamu Circadin ca cboOIIMIN

He)KeJaHa peakius, B cpaBHeHue ¢ 7,4% o1 nanuenTure, npueManiy mianedo. [To-nommy ca BkiIodeHH
CaMO OHE3!U HEeXeNTaHW PeakIiy, ChOOLIEH NPU KIMHUYHN U3MUTBAHHUSA, KOUTO Ca HACTBIIWIN IPH
MAaIMeHTH C YeCTOTa, paBHA WIM HAAXBBPJIAIIA Ta3u Mpu 1ianedo.

[Tpu Bcsiko TpymHpane B 3aBUCUMOCT OT YECTOTaTa , HEXKEJTAHUTE JIEKapCTBEHU PeaKIny ce n30posBat

B HU3XO A1 p€a 10 OTHOIICHUE HA TAXHAaTa CEPUO3HOCT.

Mmuoro wyectu (>1/10); Yectu (>1/100 no <1/10); Heuectu (>1/1 000 mo <1/100); Penxu (>1/10 000
1o <1/1 000); Muoro peaku (<1/10 000), C HenszBecTHa 4ecToTa (OT HATUYHUTE JaHHU HE MOXKE Ja
0'bJic HaTpaBeHa OIICHKA).

Cuctemo-oprania | Muoro | Yectu | HeusBectHn Peakn C Hen3BecTHaA
Kaacupuraumus YecTH yecToTa: (OT
HaJIMYHUATE
JTAaHHW HE MOXKE
na Obpne
HaIpaBeHa
OIICHKA)
Nudexiun u Xepriec 30cTep
uHpecTaIMu
Hapymenus Ha JleBkonenus,
KpBBTa U TpomObonuTOTICHUS
nuMpHATA CUCTEMA
Hapymienus Ha Peaxinga na
MMYHHAaTa cucrema CBPBXUYBCTBUTE
JIHOCT
Hapyuienus Ha XunepTpurimuepuaem
MeTadonu3Ma u us,
XpaHEHETO XumoxanueMus,
XunoHatpuemus
[Menxuann Pazgpasnutento | [Ipomennuso
HapyLIeHUs ct, HepBHOCT, | HacTpoeHue,
Hecnoxkotlicteuie, | ArpecuBHOCT,
Bescnuue, Bb30yna,
ITaTonornunu [lnaunusoct, IIposiBu
CHHHUILA, Ha cTpec, Hapymiena
Kommapwu, opueHranus, PanHO
TpeBoKHOCT CYTPEIIHO CHOYyXKIaHe,
IToBumeno nuOUIO,
[Totucuaro
HacTpOEHUE,
Jenpecust
Hapymenus Ha Murpena, CuHkor, 3acsraHe Ha
HEPBHATa CUCTEMA I'masoGoinue, namerTa, HapymeHo
Jleraprus, BHUMaHWe, ChCTOSHIE
IIcuxomMoTOpHA | HA MEYTATEITHOCT,
xurepaktuBHOC | CHHIpOM Ha
T, 3aMasHOCT, HECTIOKOWHUTE Kpaka,
ComHouieHTHOCT | JIomio kauecTBO Ha

CbH, HaPCCTe?:I/Ii[




Cucremo-oprania | Muoro | YUectun | Hem3BecTHH Peaxkn C Hen3BecTHA
riaacupuranus 4ecTH yecToTa: (OT
HAJTUYHHTE
JIAaHHU HE MOXKe
na One
HalpaBeHa
OILICHKA)
Hapymenus Ha Hamanena 3purenna
0YUTE OCTpOTa,
3aMBIIICHO BHXKIIAHE,
[ToBuiieHo cbA30-
OTJIETIsIHE
Hapyumienus Ha [To3uuroHeH
YXOTO U TaOUpHUHTa CBETOBBPTEK,
CBETOBBPTEK
Coepredanu CreHokapaus,
HapYIICHHS [MannuTanuu
CopoBu XunepToHUs lNopeuu BbaHU
HapyIICHUS
CroManrHo-4peBHI Kopewmna 6onka, | ['acTpoe3odareanna
HapyIICHUS l'opna xopemna | pedmykcHa 6omect,
Oonka, ['acTponHTECTUHATHI
Hucnencus, HapyLICHHUS,
Ynnepanuu B OOpa3yBaHe Ha
ycrara, CyxoTa | MeXypu Ha yCTHaTa
B yCTara, TWTaBuIa, Y repamnun
I'anene Ha e3HKa,
l'acTpounHTECTHHAIIHO
pas3CcTpoOuCTBO,
[ToBppiIaHe,
AOHOPMHHU 3ByLIU B
yeppara,
®nartyneHuus,
[ToBumeno
cIoHO00pa3yBaHe,
Xanutoza, Kopemen
JHUCKOMOOPT,
3abonsBaHe Ha
croMaxa, ['actpur
XenaTo-OunuapHu Xunepomnupy0o
HapYIICHHS WHEMUS
Hapymienus Ha Hepmatur, Exzema, Epurema, AHrnoenewm,
KOXaTta Homrxo notene, | JlepMatut Ha poiiere, | €1eM Ha ycTara,
MOJIKOKHATA ThKaH Coplex, [Icopuasuc, eJleM Ha e3hKa
O06pus, I'enepanusupan
I'enepanuzupan | o6puB, Cpp0s

cppOex, Cyxa
KOKa

00puB, 3a00sBaHe Ha
HOKTHTE,

Hapymenus Ha
MYCKYJIHO-
CKeJIeTHaTa
CHUCTEMA U
ChEUHUTEIHATA
ThKaH

bonka B
KpalHUIUTE

Aptpur, MyckyiHH
cna3mu, boika BeB
Bparta, Homuu
KpaMIIH,




Cucremo-oprania | Muoro | YUectun | Hem3BecTHH Peaxkn C Hen3BecTHA
riaacupuranus 4ecTH yecToTa: (OT
HaJIMYHUTE
JTaHHU HE MOKe
na 6bae
HampaBeHa
OILICHKA)
Hapymenus Ha I'mroko3ypus, TTommypus,
0BOpenuTe U [Iporeunypust | Xematypus,
MUKOYHHUTE IHTHULIA Hukrypus
Hapymienus na Cumnromu Ha | [Ipmanuzbm, l'anakropes
BB3IPOU3BOUTENH MEHoOTay3a [Tpocrarur
aTa cuctemMa u
rppaaTa
OO0mu HapymIeHUs Actenus, bomka | YMopa, bonka, Kaxma
u epexTu HA B I'bpJIUTE
MSCTOTO Ha
MPUIOKEHHE
N3cnenpanus AOGHOpPMHHU [ToBumenu
4yepHOAPOOHU YepPHOAPOOHY €H3UMH,
TECTOBRE, AOHOPMHHU KPBBHU
[loBumaBaHe Ha | €JIEKTPOJIUTH,
TETIOTO AOHOpMHHU

J1a00paToOpHU TECTOBE

CpoOlraBaHe Ha IOJO3UPAHU HEXETAHH pPEaKIMu

Cro011aBaneTo Ha MOO3UPAHH HEXKEJIAHU PEAKIINH CJIe]] pa3peliaBaHe 3a ynotpeda Ha JTeKapCTBEHUS
MPOAYKT € BakHO. ToBa MMO3BOJISBA JIa IPOABIDKHA HAOFOICHUETO HA CHbOTHONIIEHUETO MOJI3a/PUCK 32
JeKapcTBeHUs MPOAYKT. OT MEIUIMHCKUTE CIIENUATUCTH CE U3UCKBA Ja ChOOIIaBaT BCIKA
MoJ03WpaHa HeXellaHa PeakIus Ype3 HAllMOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHa B
IIpumoxenne V.

49 Ilpeno3upane

B noctmapkeruHroBus nepuo/ ca oy 4eHu ChOOILEHHS 3a HAKOJIKO cillydasi Ha npefos3upane. Haii-
YEeCTO ChOOIIABAHOTO HEXKEIAHO CHOUTHE € COMHOJIEHTHOCT. B moBeuero cityuau ca ieku 10 yMepeHH
no TexxecT. Circadin e mpuiiaras B IHEBHA J103a OT 5 Mg NPU KJIMHUYHU U3MUTBAHUA B IPOIBIIKEHHUE
Ha 12 Mecena 0e3 3HaunTEIHA MPOMSHA B €CTECTBOTO HAa CHOOIEHNTE HEXKEIaHU PEAKIUH.

B nurepatyparta nma cho0IIIeHHS 32 pUiiaraHe Ha JJHeBHH 1031 110 300 mg MenaToHuH, 0€3 1a ObaaT
NpeIU3BUKAHN KIMHUYHO 3HAYUMU HEKEJIaHH PEaKIHH.

B cayyaii Ha mpe1o3upaHe MOXKeE J1a C€ 0YaKBa CHbHIMBOCT. KIIMPBHCHT Ha aKTUBHOTO BEIIECTBO CE
oudakBa 10 12 yaca cinen norreuianeTo. He ce Hanara crienuaiHo JIeUeHue.

5. ®APMAKOJOI'MYHU CBOMCTBA

5.1

(I)apMaKOIII/IHaMH‘lHI/I cBoiicTBa

dapmakoTepaneBTUYHA Tpyna: [IcCuXoNenTuin, arOHUCTH Ha MEJIATOHUHOBUTE PEICTITOPH,
ATC xoxm: NOSCHO1

MenaToOHUHBT € €CTeCTBEH XOPMOH, 00pa3yBaH OT MMHEaHATA JKIe3a U € OJU3BK M0 CTPYKTypa Che
cepoToHrHA. DU3NOITOrNYHO, CEKPEIUATA Ha MEJIATOHUH HapacTBa CKOPO CIIe/ CMpavyaBaHe, T0CTUTa
CBOS BPBX MEXIy 2-4 yaca Mmpe3 HOIITa M HaMallsiBa Mpe3 BTopara MOJOBUHA Ha HOIITa. MeTaTOHUHBT



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

€ CBbP3aH C KOHTpPOJIa Ha HUPKAJHUTEC PUTMHU U IOJAABPIKAHEC HA UKbJIA ACH-HOIII. Toii e CBBpP3aH,
ChIIO TaKa, C XUITHOTHUYCH e(l)CKT U IIOBHUIIICHA Harjaca 3a CbH.

MexaHn3bpM Ha JEHCTBUE

Cwmsita ce, ye neiicteueTo Ha MenaToHuHa BepXxy MT1, MT2 u MT3 peuentopute nonpuHacs 3a
HETOBHTE TOI00PSBAIN CHHS KauecTBa, Thi KaTo Te3M peunentopu (mpeaumuo MT1 u MT2) ca
CBBP3aHU C peryjanusaTa Ha HUPKaJHUTE PUTMU U PEeTyIalusaTa Ha ChHS.

Ob6ocHoBKa 3a ynoTpeba

[Topanu ponsta Ha MeNaTOHWHA B PETYJAIMATa HA CHHS U [IUPKAJHUTE PUTMH, KAKTO U CBBP3aHOTO C
BB3pacTTa HaMaJCHHUE Ha SHIOTCHHOTO MY MPOU3BOJICTBO, MEJIATOHUHBT MOXe €(DEKTUBHO J1a
MO100pY Ka4eCTBOTO Ha ChHsI, 0COOCHO IPH MAIMECHTH C IbPBUYHO O0€3CHHHE, KOUTO ca Haj 55
TOJIMHHU.

Kinuanyna eduxacHOCT ¥ 6€3011aCHOCT

[Tpu KIMHUYHY U3NUTBAHUS, IPH KOUTO MAMEHTH ¢ IbPBUYHO Oe3chbHuE, ca noiaydasanu Circadin
2 mg BcsKa Beuep B NPOIBJDKEHHE HA 3 CeIMHIIM, Ca YCTAaHOBEHH MOJ0OpEHNUS TP JICKYyBaHUTE
MAIMeHTH, B CPAaBHEHUE C TUTane0o MpH JIATEHTHOCTTA Ha CHhHS (YyCTAaHOBEHO C OOCKTHBHU U
CyOCKTHBHHU CPEICTBA), CyOCKTUBHA OLICHKA Ha KAY€CTBOTO HA CHHS U JIHEBHO (yHKIIMOHHPAHE
(BB3CTaHOBUTEJICH ChH) 0€3 HapylIeHHEe Ha BHUMAHHUETO Mpe3 ACHS.

[Ipu nonucomuorpadcko m3nurBane (PSG) ¢ 2 ceqmuny run-in (€ AMHUYHO-CIISTIO JICUSHHE C
1ane6o), nocieBaHo 0T 3 ceMUYEH NEePHO/1 Ha JIeueHHUe (JIBOMHO-CIIAINO, MJ1a11e00 KOHTPOIUPaHo, ¢
napajeiHu Tpynu) U 3- ceAMUYEH NIEPUO/I Ha MPEKbCBaHe, JIATEHTHOCTTa Ha cbHA (SL) e Ouia
CKbCEHa ¢ 9 MUHYTH, B CpaBHEHHe ¢ Miane6o. He e nmano u3smMeHeHHs B apXUTEKTypaTa Ha ChHS U
HHUKaKbB ePeKT BbpXy npoabikurenHoctTa Ha REM cbhs ¢ Circadin. MI3MeHeHus B THEBHUTE
¢ynxumn He ca HacTemwin ¢ Circadin 2 mg.

[Tpu M3nMTBaHE PH MPUXOASAIIN TAIMEHTH C TPOIBIDKUTEITHOCT 2 CEIMHIM Ha run-in U3X0eH
nepuon ¢ manedo, paHa0MHU3UPaHO, ABOHHO-CIIAIO, IUTaned0 KOHTPOJIUPAHO, C MapaseIHi IPyIH
JI€YEHHUE 3a MEePHoJ OT 3 CeIMHUIM U 2 CEAMMUIM NEPHOJ HAa NIPEKbCBaHE ¢ I1anedo, AeIbT Ha
MAIMEeHTUTE, KOUTO Ca MOKa3aJIi KIMHHYHO 3HAYMMO MOI00pEeHHE M0 OTHOIICHHE HA Ka4eCTBO Ha
chHS U cyTpetHa 6oapoct e 47% B rpynata ¢ Circadin, B cpaBHenue ¢ 27% B rpynarta c miamne6o.
KaTo nombiHeHHe, Ka4eCTBOTO HA CHHS U CyTpeIIHaTa OOAPOCT 3HAUUTEIIHO Cca ce MOJOOPHUIIHN C
Circadin B cpaBHeHue ¢ Tutane6o. [[poMeHIMBHUTE Ha CHHSI TIOCTEIIEHHO Ca c€ BhPHAIN KbM U3XO0JHUTE
CTOMHOCTH 0€3 IMOCIIeIBAILO BIIOIIaBaHe, 0€3 3aCHIIBaHEe Ha HEXKETAaHUTE PEeaKIMy U 0e3 3acCHiIBaHe Ha
CUMITOMHTE Ha MPEKbCBAHE.

[Tpu BTOpO M3MUTBAHE MPHU NPHUX OJISIIY MAIMEHTH C IPOIBIKATSIHOCT HAa rUn-in U3X0IeH MeproJ ¢
iane6o 2 CeAMUIM U paHIOMU3HPAHO, IBOHHO-CIIAIIO, II1ale00 KOHTPOIUPAHO, C TApaJIeIHU IPYyTH
JIeYSHHE 32 IEPUOA OT 3 CEAMMUIIH, ACIbT HA MAIMEHTUTE, KOUTO Ca MOKa3ajdu KIMHUYHO 3HAYHMMO
nojo0OpeHre o OTHOIICHKE Ha KaYeCTBO Ha CHHS U cyTpenHa 6oapoct e 26% B rpynara ¢ Circadin, B
cpaBuenue ¢ 15% B rpymnara ¢ mare6o. Circadin e cKbcHil ChOOIIEHATa OT MAIUEHTUTE TaTEHTHOCT
Ha cbHA ¢ 24,3 MunyTH ¢/y 12,9 MunyTH ¢ uiane6o. Cho0IIEHOTO OT MAIMEHTUTE KAa9€CTBO Ha ChHHS,
Opoii Ha chOYXIaHus U cyTpenrHa 6oapoct ca 3HaunuMo nojgoopenu ¢ Circadin B cpaBHEHHE C

miane6o. KauecTBoTo Ha )UBOT € 3HaUunMO moJo6peHo ¢ Circadin 2 mg B cpaBHeHHe ¢ miane0o.

[Tpu e1HO TOTBIHUTETHO PAHIOMHU3UPAHO KITWHIYHO m3nuTBane (n=600) ca cpaBHEHN eeKTUTE HA
Circadin ¢ Te3u Ha Tuane6o 3a CpoK 110 mecT Mecena. [lanueHTuTe ca OMITM MOBTOPHO
paHzomMusMpaHu Ha 3-ta cenmuna. [IpoydyBaneTo e nokasano nogoOpeHue o OTHOLICHNE
JATEeHTHOCTTA M KAYeCTBOTO Ha ChHA U Ha CyTpelHara 601pocT, 0€3 CHUMITOMM Ha OTHEMaHe u 0e3
pebayn Ha Oe3chHUETO. [IpoyuBaHeTo € mokasaso, 4e nojsara, HabnronaBaHa cief 3 ceIMULH, Ce
HOJABPKA 32 CPOK 10 3 Mecena, HO He € OTroBapsjia Ha KOMIUIEKCHHS IbPBUYCH aHAIU3 Ha 6-us
Mmecen. Ha 3-tus mecer ce HabuogaBar 1OMBbJIHUTENHO 0KoJio 10% moBeue MoBIMSIN Ce B TpyMnara,
nekyBana c Circadin.



lleouampuuna nonynrayus

[Menuatpuyuno npoyuBane (n = 125) ¢ qo3u oT 2, 5 wiu 10 mg MeNaTOHHUH C YIBIKEHO
0CBOOOXK/1aBaHEe KaTO HIKOJKO MUHUTA0IeTKU Mo | mg (moaxoAsinara 3a Bb3pacTTa JIeKapCTBEHA
¢dbopma) ¢ MPOIBIKUTEIHOCT JIBE CEMUIIM HA BbBEKIAIIMS N3XO0A€H NIEPUOJI Ha I1anebo u
paHAOMM3UPAH, TBOHHOCIIAI, MIaLe00-KOHTPOJIUpPaH, ¢ MapajelHd IPyNH NePHO/] Ha JIEYEHUE OT
13 cenqmunu nmokassa nojodpenue Ha oomoTo BpeMe Ha ¢bH (TST) ciien 13-cenMUYHO TBOWHOCISTIO
JIeYCHHE; YYaCTHULIMTE CIIT OBEUYe NP aKTHBHO JiedeHue (508 MuHyTH) B cpaBHEHUE C mianedo
(488 MuHyTH).

HaOntonaBaHo e cb110 HaMaJieHre Ha JIATEHTHOCTTA Ha ChHS IIPU aKTUBHOTO JieueHue (61 MuUHyTH) B
cpaBHeHUe ¢ Tiane6o (77 MuHyTH) citell 13-ceIMUYHO JTBOWHOCIIATIO JiedeHne, 63 1a BOAHU J0 T0-
paHHO BpeMe Ha ChOYIKIaHe.

B nombnHeHue Ha TOBa MMa [0-MaJKO OTIIAJHAIM YUYACTHHULM B IpylaTa Ha aKTUBHO JI€YEHUE

(9 mamentw; 15,0%) B cpaBHenue ¢ rpynara Ha miane6o (21 mamuentu; 32,3%). Cro0miaBa ce 3a
HeXeJIaHU ChbOUTHS, CBbP3aHU C JICUEHUETO, IpH 85% OT NaLMeHTHUTE B rpyNaTa Ha aKTUBHO JI€YEHUE
u ipu 77% B rpymnara Ha tuianedo. Hapymennsta Ha HepBHaTa CUCTEMa ca M0-4eCTH B TpyTara Ha
aKTUBHO JeueHne npu 42% OT manueHTuTe B cpaBHeHUe ¢ 23% B rpymnara Ha miamne6o, KaTo
BOJICLIOTO HApYIIEHHE € CHHIMBOCT, a TIIAaBOOOIMETO € M0-YECTO B rpynaTa Ha aKTUBHO J€YEHHE.

5.2 ®apmMakOKHHETHYHM CBOMCTBA

AGcopOuus
AOcopOuusaTa Ha epopaHO MPUET MEIATOHHH € ITbJIHA PY Bb3PACTHH XOpa U MOJKE Ja Hamaliee 10

50% mpu xopa B cTapuecka Bh3pacT. KuHeTnkaTa Ha MEIaTOHUH € JWHEWHA B paMKUTE Ha 2-8 mg.

buonanmuHocTTa € OT mopsibka Ha 15%. Mma 3HauuTeneH eeKkT Ha MbpBO MPEMUHABAHE, C
MeTa0oJIM3bM MPH ITBPBO IIPEMHUHABAHE, OIICHABaH 0K0JI0 85%. T.« HacThIIBa cie 3 Yaca Ipu
chCcTOsIHME ciel] XpaHeHe. CkopocTTa Ha abcopOuus Ha MeJTaTOHUH U Cypay CIIE IEPOPATTHO
npwinoxenue Ha Circadin 2 mg ce Biusie ot XxpaHna. [IprchcTBreTo Ha xpaHa 3a0aBst abcopOIusITa Ha
MEJIATOHHH, UMAIo 3a pe3yaTar mo-kbcHa (Tmx=3,0 h cnpsamo T,,,,=0,75 h) u no-HuCKa nMUKOBa
TUIa3MeHa KOHICHTpaus IpH cbeTosiHue cinel] XpaHeHe (Cy=1020 pg/ml cipsmo C,p=1176 pg/ml).

Paznpenenenue
In vitro cCBEp3BaHETO HAa MEJIATOHMH C TUIA3MEHUTE MpoTenHu ¢ npudnmsutenno 60%. Circadin ce
CBBp3a IJIaBHO € an0yMuH, anda|-Kucea ITHKOMPOTEHH U JIMIMOMPOTEHH C BUCOKA MIBTHOCT.

Buorpancdhopmarms

ExcniepumenTtanau nanuau nokassart, ye n3oemumu CYP1 A1, CYP1 A2 u nait-Bepostao CYP2C19 ot
cuctemara Ha UTOXpom P450 ygactBar B oOMsiHaTa Ha MenaTOHUH. OCHOBHUAT METa0OIHUT €
6-cyndarokcu-menatonut (6-S-MT), koiiTo e HeakTuBeH. buoTpancdopmanusita ce U3BHPIIBA B
yepHus Apo0. Exckpenusara Ha metadoauTa € mbiaHa 12 yaca cief HorTblaHe.

Enumunupane
TepMUHATHUAT TOJIYKHUBOT (ty,) € 3,5-4 yaca. OTAENSHETO CTaBa Ype3 peHaTHA EKCKpelus Ha

MeTtabommTuTe, Kato 89% ca cyndaTHU U TITIOKOPOHUIHU KOHIOTATH Ha 6-XUIPOKCUMENIaTOHUH U 2%
ce OTAeNs KaTO MeJTaTOHHH (HeIPOMEHEHO aKTUBHO BEIIECTBO).

ITon
[Ipu xenure C,,,x € MOBUIIEHO 3-4 MBTH, B CpaBHEHHE ¢ MBXeTe. [leTkpaTHa paznuka B C,y €
Ha0JI0JaBaHa IPU Pa3IUYHU XOpa OT CHILHS MOJI.

He ca YCTaHOBCHHA (l)apMaKOJII/IHaMI/I‘IHI/I Ppa3JIMKu MCKAY MBKC U )KCHU, HC3aBUCUMO OT PA3JIMKUTC B
KPBbBHUTC HUBA.



Crenyaady oIy Jalin

Cmapuecka 6v3pacm

M3BecTHO €, ye MeTaboanu3MbT Ha MeJaTOHMHA HamaJjsiBa ¢ Bb3pacTTa. Ilpu paznuunu no3u, mno-
Bucoku AUC u C,,,x HUBa ca ChOOIIEHH MTPU TI0-Bb3PACTHU MAIMEHTH, CPABHEHH C TIO-MIIaJIH
MaIMeHTH, OTpa3sIBaIll MO-HUCKa OOMSIHAa HAa MEJATOHHUH B HampeaHana Bb3pacT. Cy,x HIBa 0KOJIO
500 pg/ml mpu Be3pactau (18-45) B cpaBrenue ¢ 1 200 pg/ml npu ctapu xopa (55-69); AUC nusa
oxoiio 3 000 pg*h/mL mpu Be3pactru B cpaBHenue ¢ 5 000 pg*h/mL npu HanpeaHana Bb3pacT.

bvopeuno yepeocoane

dupMeHu TaHHU TIOKa3BaT, Y€ MEJIIATOHUH HE KyMYyJIHpa cjeJl MHOTOKPAaTHO puiokeHue. ToBa
OTKPHUTHE € ChbBMECTUMO C KbCHS MOJY)KHBOT Ha MEIATOHHH IIPH XOpaTa.

HuBata, ycranoBeHu B KpbBTa Ha nanueHTu B 23:00 (2 yaca cien mpueM) ciael exXeIHEBHO
MPWIOKEHUE B MpOIBIKeHue Ha 1 u 3 ceamunn, ca cbotBeTHO 4114 £56,51 432,00 £ 83,2 pg/ml u
ca Mo j00HM Ha Te3H, yCTaHOBEHH IPH 3/IpaBH JOOPOBOJIIH, cJie]] eHOKpaTHa 1032 oT Circadin 2 mg.

YeproopobHo yspescoane

OOMsHATa Ha MEJIATOHWH C€ U3BBPIIBAa OCHOBHO B UYEPHUS APOO, MOpaIu KOETO YePHOAPOOHOTO
YBpeXKIaHe BOJU 0 MTO-BUCOKH HIUBA HA €HIOTCHHUS MEJIaTOHUH.

[TmazMenuTe HUBA HA MEJIATOHUH MPY MAIMEHTH ¢ IUPO3a Ca 3SHAYUTEITHO MMOBUIIICHHU TTPE3 JTHEBHUTE
yacoge. [laruenTuTe MMaT 3HaYUTETHO HaMaJieHa 00IIa eKCKPEIus Ha 6-XUIPOKCUMEaTOHUH B
CpaBHEHHUE C KOHTPOJIUTE.

5.3 IlpeakJVMHUYHH JaHHU 32 0€30MACHOCT

HexnuHu4yHUTE TaHHU HE MMOKa3BaT 0COOEH PUCK 3a XOpa Ha 6a3aTa HA KOHBEHLMOHAJHUTE
(bapMaKoJIOTHYHU POYYBaHHA 32 0€30MACHOCT, TOKCHYHOCT NMPU MHOTOKPATHO NpHJIaraHe,
T€HOTOKCUYHOCT, KAPIIMHOTEHEH MOTEHINAJ, PENPONYKTUBHA TOKCHYHOCT U TOKCHYHOCT 3a
Pa3BUTHETO.

[Ipn HEKTMHUYHUTE MPOYUYBAHUA CAMO MPU EKCIO3HIINH, 32 KOUTO CE€ CUHTA, Y€ Ca B JOCTATHhYHA
CTEIEH M0-T0JIEMH OT MaKCHMaJIHAaTa €KCIIO3HLIUS [IPU X0pa, ce HabntoaBar e(peKkTH, KOUTO NOKa3BaT
MaJIKO 3Ha4€HME 3a KIMHUYHATa ynorpeoa.

ITpoyuBaHeTo 3a KapLUHOT€HHOCT MIPH IUTHXOBE HE € Pa3KPUJIO KAKBBTO U Ja OMiIo eexT, KOWTo ou
MOTBJI J1a ObJIe CBOTHECEH IPH XO0pa.

[Tpu penpoyKTHBHA TOKCHKOJIOTHS, IEPOPATHOTO MPUIOKEHHE HA METTATOHUH MIPH OpeMEeHHH
YKEHCKHM MUIIKH, IITbX0BE WIM 3alll, HE € TPUINHWIO HEXKEJIAHN PEAKIUHU B TIOKOJICHUATA UM TI0
OTHOUICHHE Ha )KU3HEHOCT Ha (peTyca, CKeJIeTHU ¥ BUCIIEPATHU Ae(POpMaIii, ChOTHOIICHHE MEXKITY
MOJIOBETE, TETJIO TP PaXKIaHe, OCIEABAIOTO (PU3HUECKO, PYHKIMOHAIHO U MOJI0BO pa3BuTHe. JIek
e(eKT BbpXY MOCTHATATHUS PACTEXK U JKU3HEHOCT € YCTaHOBEH MPH IUTHXOBE CaMO IIPH MHOT'O BUCOKH
7031, eKBUBaJICHTHHN Ha npuOnu3uTenno 2000 mg/nHeBHO Mpu Xopa.

6. OAPMAIEBTUYHU JAHHU
6.1 Chnucbk Ha NOMOIIHHUTE BeleCTBA

AMoOHHEB MeTakpuiiat, cbrojaumep tum b
Kanuues xuaporendocdar nuxuapat
Jlakro3a MoHOXUApPAT

CununueB TUOKCU, KOJIOUEH, O€3BOICH
Tank

MarnesueB cTeapat
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6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHOCT

3 roauHU

64 CpoeuuanHu ycjaoBHsI HA CbXpaHeHHe

Ha e ce cpxpansBanan 25°C. [la ce chxpaHsiBa B OpUTHHAIHATA OMIAKOBKA, 3a Ja CE Mpe/na3u OT
CBETJIMHA.

6.5 Buau chrabpkaHHe HA ONMAKOBKATA

TabneTtkute ca onakoanu B Henpo3dpaunu PVC/PVDC 6nuctep IeHTH, MOKPUTH C alTyMHUHHAEBO
¢doxuo oT eqHaTa cTpana. OmakoBKaTa ce ChbCTOM OT €JHa OJIHCTep JIeHTa, Chabpxkama 7, 20 uiu
21 TabneTKy WK JaBe OUCTEp JISHTH, ChABpXKaiu 15 Tabnetku Besika (30 TabneTkn). bnucrepure ca
OTIAKOBAHM B KAPTOHEHU Ky THH.

He Bcu4km BUIOBE ONMAKOBKM MOTAT Aa ObJAT MyCHATH B IPOJax0a.

6.6 CheunnajHu NpeanasHN MePKHU NPH U3XBbPJIsSIHE

Hsma cnienmanau usnckBanust. Hem3nonsBaHuAT JIeKapcTBEH MPOAYKT WM OTIAAbUHUTE MaTepUaIH
OT Hero Tps0Ba Jja ce U3XBBPJIAT B ChOTBETCTBUE C MECTHUTE MU3UCKBAHUS.

7. HOPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

RAD Neurim Pharmaceuticals EEC SARL

4 rue de Marivaux

75002 Paris

®paHuus

e-mail: regulatory@neurim.com

8.  HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/07/392/001

EU/1/07/392/002

EU/1/07/392/003
EU/1/07/392/004

9. JATA HA IIBPBO PASPEIIABAHE/IIOJHOBSABAHE HA PABPEIIEHUETO 3A
YIOOTPEBA

[ata Ha nppBO pazpemanane: 29 oHu 2007
Jara Ha mocnenroTo momgHoBsBaHe: 20 ampun 2012

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

{1 mecen I'TTT}

11



[TonpoOna nH(pOpMaIKs 3a TO3H JIEKaPCTBSH MPOIAYKT € IMpeocTaBeHa Ha yebcaiita Ha EBporeiickara
areHIus 1o JekapcTraTa http:/www.ema.europa.ecu
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HPUJIOKEHMUE 11

TPOW3BOUTEJ (M), OTTOBOPEH(HM) 3A
OCBOBOKJIABAHE HA TAPTHIN

YCJIOBUSA NJIK OT'PAHUYEHUSA 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUSA U UBUCKBAHUS HA PASPELLIEHUETO 3A
YINIOTPEBA

YCJIOBHUSA NJIK OT'PAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA TPOAYKT
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A. MNPOU3BOJUTEJIM), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA TAPTUAN

HNmMme u agpec Ha npoun3Boautesi(uTe), OTTOBOpeH(HU) 32 0CBOOOXKIaBaHEe Ha HAPTUINUTE

Temmler Pharma GmbH & Co. KG
Temmlerstrasse 2

35039 Marburg

I'epmanus

Iberfar Industria Farmacé&utica S.A.
Estrada Consiglieri Pedroso 123
Queluz De Baixo

Barcarena

2734-501

ITopryranns

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

Alcala de Henares

Madrid, 28805

Ucnanus

[TewaTHaTa TMCTOBKA Ha JIEKAPCTBEHMS MPOIYKT TPsAOBa 1a ChAbPKa UMETO U aJpeca Ha
MPOU3BOIUTEINS], OTTOBOPEH 32 0CBOO0XKIABaHETO HA ChOTBETHATA MAPTHIA.

b. YCJIOBUSA NJIX OT'PAHUYEHUS 3A TJOCTABKA U YIIOTPEBA

HCKapCTBCHI/IHT MMPOAYKT CC OTIIYCKaA I10 JICKAPCKO MPCANNCaHHNC.

B. JPYI'M YCJIOBUA U U3BUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Ieproanynu aKTyaJIM3HPAHH AOKJAIH 32 0€30I1aCHOCT

[MpuTexaTenaT Ha pa3pelIeHHeTo 3a ynoTpeda TpsaOBa Ja mojaaBa NEPUOJAUYHU aKTyATU3UPAHH
JIOKJaau 3a 0€301acHOCT 32 TO3U NPOJIYKT ChIVIACHO U3MCKBAHUATA, IOCOUYEHHU B CIIMCHKA C
pedepentaute natu Ha EBponeiickus cpro3 (EURD crucwk), npensuaeH B ui. 1078, an. 7 oT
Hupexrusa 2001/83/EO u nmyOnukyBaH Ha eBpoOIeCKus yeOmopTan 3a JiekapcTBa.

. YCJIOBUsA NJIN OTPAHUYEHUA 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JJEKAPCTBEHUA TPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[TPY TpsbBa 1a U3BBpIIBA U3UCKBAHUTE JCHHOCTHU U ACHUCTBUSA, CBBP3aHH C POCIEIBaHE Ha
neKkapcTBeHaTa 0e3onacHoCT, mocoueHu B ooopenus [IYP, npeacraBen B Moayn 1.8.2 Ha
Paspemennero 3a ynorpe0a, KakTo ¥ MPU BCUYKHU CIIEBaIY ChrilacyBaHH akTyanu3anuu Ha [TYP.

Axryanmsupan [IYP tpsiOBa na ce monasa:

. 10 NCKaHe Ha EBporneiickaTa areHuus Mo JeKapcTBara;

. BUHATU, KOTaTO C€ U3MEHs CUCTEMATa 3a yIpaBIeHUE Ha PUCKA, OCOOEHO B pe3yJTaT Ha
MoJiydyaBaHe Ha HOBa MHPOPMALHUs, KOSTO MOKE Ja AOBeJe A0 3HAYUMHU IPOMEHU B
CBHOTHOLICHUETO M10JI33/PUCK, UJIH CJIeJ] JOCTUIaHE Ha BaXKEH eTall (BbB BpB3Ka C IpOCiie/siBaHe
Ha JIeKapCcTBeHaTa 0€30MacHOCT WM CBEX/JaHE Ha PUCKA JO MUHUMYM).

14



Axo nogaBaneto Ha [TAJIb u akryanusupanero Ha [IYP cpBnagat, Te Moxe 1a ce nmogajgat
€HOBPEMEHHO.
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NPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JJA CbABPXKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

| 1. HWME HA JIEKAPCTBEHUSA NPOAYKT

Circadin 2 mg TabJICTKH C YABIKEHO 0CBOOOKIaBaHE
MenaToHUH (melatonin)

| 2.  OBSIBIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika Tabnerka chabpxka 2 mg MeIaTOHUH.

3. CHHUCBK HA IOMOIIIHUTE BEHIECTBA

C’BI[’Bp)Ka JIaKTO3a MOHOXHUApPAT
HpoqueTe JIJMCTOBKATAa 3a AOIIBJIHUTCIIHA I/IHq)OpMaHI/IH

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TabneTku ¢ yABIKEHO 0CBOOOKIaBaHE
20 tabieTku

21 TabaeTKu

30 TabneTku

7 TabJIeTKH

5. HAYHNH HA TPUJIATAHE 1 ITBbT(MII{A) HA BBBE/K/IAHE

[Ipenn ynorpeba mpoyerere TUCTOBKATA.
[Iepopanno npmoXEeHMUE.

6. CIIEHNUAJIHO HPEAYHPEXIEHUWE, YE JJEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT HOI'VIEJA U TOCET'A HA JIEIA

I[a C€ CbXpaHsiBa Ha MACTO, HEAOCTBHITHO 3a ACIA.

| 7. JAPYrM CHEUMAJIHU NPEJYNPEXIEHUS, AKO E HEOBXOJIUMO

| 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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| 9. CHEIMAJIHA YCJOBUA HA CbXPAHEHHUE

[a He ce cpxpansBanan 25°C. la ce cbXpaHsaBa B OpUTMHAIHATA ONAKOBKA, 32 Ja C€ Mpenasu OT
CBETJIMHA.

10. CIEHMAJTHUIPEIANA3ZHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU NJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJPEC HA TIPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

RAD Neurim Pharmaceuticals EEC SARL
4 rue de Marivaux

75002 Paris

®paHuusa

e-mail: regulatory@neurim.com

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/07/392/001 21 TtabaeTku
EU/1/07/392/002 20 TabiueTku
EU/1/07/392/003 30 tabieTku
EU/1/07/392/004 7 tabaerku

13. ITAPTHUJAEH HOMEP

[Maptuna Ne

14. HAYMH HA OTHHYCKAHE

JIlekapCTBEHUAT MPOAYKT CE€ OTIyCKa IO JIEKapCKO MPEANUCAHUE.

| 15. YKA3AHMUA 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAJIOBA A3BYKA

Circadin 2 mg

| 17. YHUKAJIEH HIEHTUO®UKATOP — IBYN3MEPEH BAPKO/{

JIByn3mepen 0apko.1 ¢ BKIIOUYECH YHUKAJICH UACHTH()HUKATOP.
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| 18. YHUKAJIEH HWIEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:

20



MHUHUMYM JAHHU, KOUTO TPABBA A CBbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP JIEHTA

| 1. HWME HA JEKAPCTBEHUS NPOJIYKT

Circadin 2 mg TabJieTKu C yABIKEHO 0CBOOOKIaBaHE
MenaToHHuH (melatonin)

| 2. HWME HA IPUTEXATEJISA HA PABPEHIEHUETO 3A YIIOTPEBA

RAD Neurim Pharmaceuticals EEC SARL

| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

TI'onen no:

[4. TIAPTMJIEH HOMEP

Lot:

5. JPYIO
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b. JUCTOBKA
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JIucroBka: nHpopmManus 3a naMeHTa

Circadin 2 mg Ta0JIeTKH ¢ yIbJIKEHO 0CBO0OKIaBaHe
Menaronus (Melatonin)

IIpoyeTeTe BHMMATEJHO ISJIATA JUCTOBKA, MPEIH 1A 3aMI0YHETE 1a IpUeMaTe TOBA JIEKAPCTBO,

ThH KaTO T CbABbPaKa BaskHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKA. MOXe 1a ce HAJIOXKH Ja 51 IpOYeTeTe OTHOBO.

- AKO MMaTe HAKAKBY JIOMIBITHUTEITHU BBIPOCH, TonMTaliTe Bamus nekap win hapmanesr.

- ToBa nexapcTBoO € npeanucano JudHo Ha Bac. He ro mpeorcrenBaiite Ha qpyru xopa. To Mmoxe
Jla UM HaBpe1, He3aBUCHMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JI1BaHe ca ChIIUTE KaTo BamuTe.

- AKO ToJNy4YuTe HAKAKBU HE)KeJIaHU JIEKApCTBEHU peakluu, yBegomere Bamus gexkap unu
¢dapmarieBT. ToBa BKITIOYBA U BCHYKU BH3MOXKHU HEXKEJIAHU PEAKIIMU, HEOTIMCAaHH B Ta3n
nucToBKa. BumxTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA:

1. Kaxkso npeacraBnsBa Circadin u 3a KakBO ce M3T0JI3Ba

2. Kakso Tps6Ba aa 3Haere, npenu aa npuemere Circadin

3. Kak na mpuemare Circadin

4. BB3MOXHU HEXKETaHU pEaKuu

5. Kak na cexpansiBate Circadin

6. ChbabprKaHue Ha ONAKOBKATa U AOMBIHUTEIHA UH(POpMaLus
1. Kakso npexncraBassa Circadin u 3a kakBo ce U3M0J13Ba

AxtuBHOTO BemecTBo Ha Circadin, MeraToHHH, TPUHAIIC)KH KbM rpyIiaTa Ha €CTECTBEHUTE XOPMOHH,
MPOM3BEXKIAHU OT TIIOTO.

Circadin ce u3moJyi3Ba CaMOCTOSTEIHO MTPU KPATKOTPAWHO JICUSHNE HAa ITBPBUYHO OE3CHHUE

(OCTOSIHHA TPYTHOCT NPH 3aCTIIMBAHE HITM MPOIBIKABAHE HAa CHHS, HIIX JIOIIO KA4eCTBO HA CHHS ), TIPU
MAalMeHTH Ha Bb3pacT 55 n Hax 55 roaunu. "IIspBUUHO™ 03HAUYaBa, 4e HIMa OIpeesieHa IpUIrHa 3a
0e3CHHUETO, BKIIOUMTEIIHO MEMIIMHCKA, ICUXUYHA WIM CBhP3aHa ChC Cpe/laTa Ha KUBOT NPUUYUHA.

2. Kaxso TpsioBa na 3naere, npeau n1a npuemete Circadin

He npuemaiite Circadin
- aKo CTE aJICPTUYHHN KbM MEJIATOHHH WIM KbM HSIKOS OT OCTAHAJIUTE ChCTABKU Ha TOBA
JIEKapCTBO (M30pPOEHU B TOUKA 6).

IIpenynpe:kaeHus: U NpeANa3sHu MePKH
I'oBopete ¢ Bamus nekap, npenu aa npuemere Circadin.

- Axko umare nipobremu ¢ yepHust 1pod win 6b0penute. He ca mpoBexxnanu npoydBaHus
oTHOCHO ynoTpebata Ha Circadin mpu xopa ¢ 4epHOApOOHU Hiau ObOpedHH 3a00IIBaHUS.
Tpsab6Ba na ropopute ¢ Banms nexap npeau aa npuemete Circadin, T kKaTo ynorpedaTta My He
ce TPeTopbhUBa.

- Axko nexapsT Bu e ka3an, ye uMaTe HEIOHOCUMOCT KbM HSKOU 3aXapHu.

- Axo Bu ¢ xazaHo, 4e UMaTe aBTOMMYHHO 3a00JisiBaHe (KOTaTo TSAIOTO € “aTaKyBaHO  OT
coOcTBeHaTa c IMYyHHa cuctema). He ca mpoBeknanu mpoy4BaHHus OTHOCHO yrnoTpebaTa Ha
Circadin mpu xopa ¢ aBTouMyHHHU 3a0o0msBanus. [lopaau ToBa, TpsiOBa ga roBopute ¢ Bamus
nexap npenu na npuemere Circadin, Thi kKaTo ynorpedara My He ce Ipernopbh4Ba.

- Circadin Mmo>ke 1a Bu Hakapa n1a ce wyBcTBaTe ChHIMB. Tps0Ba /1a BHUMaBaTe, ako ChHINBOCTTA
Bu Biiusie 1 Moe J1a HApYLIM CIOCOOHOCTTA J1a U3BBbPLIBATE IEHHOCTH KaTo o(pUpaHe.
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- [Iymenero Mosxe na Hamanu edextuBHocTTa Ha Circadin, Thi KaTO ChABPIKAHUETO HA
TIOTIOHEBUS UM MOXE J1a TIOBHILU Pa3rpa)kJaHeTO Ha MeJIaTOHUHA B YEPHUS IPO0.

Jeua u roHomIM

He naBaiiTe ToBa jekapcTBO Ha jena noj 18 roauHu, Thi KaTo He € U3MUTBAHO U ePEKTUTE MY HE ca
u3BeCTHU. J[pyru ekapcTBa, ChAbPKAIIN MEJIATOHNH, MOJKE J1a Ca MO-TMOAXO AN 3a PUIIOKEHHE
MIpY Jielia Ha BB3pacT oT 2 1o 18 rogunu — nonuraiite Bamus nekap win GapmareBT 3a ChBET.

Jpyru gexapctBa u Circadin

Undopmupaiite Bamus nexkap win ¢papManeBT, ako IpHeMaTe, HACKOPO CT€ MPUEMalTd WIH €
BB3MO’KHO J1a IIpUEMETe IPYTH JeKapcTBa. Tes3u JekapcTBa BKIKYBAT:

- @dnyBoKCaMUH (M3M10JI3BaH 3a J€YSHHE Ha ACTPECHs WIH 0OCECUBHO KOMITYJICHBHO
Pa3CcTpONCTBO), ICOpalieHn (M3MOI3BaH 3a JEeUeHHE Ha KOKHU NMPOOJIeMH, KaTo Hatp.
TICOPHUA3UC), IUMETUANH (M3MOI3BaH 32 JICIEHUE HA CTOMAIIIHU MTPOOJIEMH, KaTO HAIp. SI3BH),
XUHOJIOHH M pr(aMIUIKH (M3MOI3BaHM 3a JIeYeHUE Ha OaKTepUaTTHU HH(EKINH), €CTPOTeHH
(M3M0I3BaHN B KOHTPALENTUBHU CPEACTBA MM XOPMOHAITHO 3aMECTUTEIIHO JICUCHHE) U
kapOamMa3zenuH (M3M0JI3BAH 34 JICUCHUE Ha CTHIICTICHS).

- AJpeHEepriYHU arOHUCTH/aHTArOHUCTH (KaTO HSIKOM BUIOBE JIEKAPCTBA, U3IOJI3BAHH 32
KOHTPOJI Ha KPBBHOTO HaJIsiTaHE Ype3 CBUBAHE Ha KPHBOHOCHUTE ChJIOBE, 33 OTIYIIBaHE HA
HOCa, JIEKapCTBA MOHMKABAIM KPbBHOTO HAJIATaHE), ONMMATHU arOHUCTH/aHTAarOHUCTH (KaTo
HSIKOM JIEKapCTBa, M3I0JI3BAHN 32 JICUCHHE Ha HAPKOMaHMs ), IPOCTArJIaHINHOBU UHXUOUTOPHU
(kaTo HECTEPOUHU MPOTHBOBB3MAITUTETHH JIEKAPCTBA), aHTUACTIPECAHTH, TPUNITODAH U
AITKOXOJI.

- Benzonnazennnu u He-0€H30IMa3eTMHOBH XUIMMTHOTUIH (TIPUCTTUBATEITHH JIE€KapCTBA KaTO
3aJICIUIOH, 30JIHMIEM H 30IHKIOH)

- Tuopunasus (3a TedeHne Ha Mu30PpeHns) 1 UMUIIPAMHUH (32 JIeUeHHUEe Ha JICTIPECHS).

Circadin ¢ XxpaHa, HAIUTKHU W AJKOX0JI
[Mpuemaiire Circadin ciex xpaneHe. He nmiite ankoxol npeau, o BpeMe U ciej| pueMane Ha
Circadin, Tp# kaTo TOM HamansBa epekruBHocTTa Ha Circadin.

BpemenHoOCT M KbpMeHe

He npuemaiite Circadin, ako cTe OpemMeHHa, cMsTaTe, 4e MOXKe J1a CTe OpeMeHHa, IIaHupaTe
OpemenHocT win kbpmurte. [locbBerBaiite ce ¢ Bamms nekap wiu ¢papmanesT npeau ynotpedara Ha
TOBA JIEKapPCTBO.

lo¢gupane u padoTa ¢ MAIIMHHU

Circadin MoXe 1a NPUYMHYU CHHIUBOCT. AKO MMaTe TaKUBa OIUIaKBaHUs, He TPsOBa Ja modupare win
Ja paboTuTe ¢ MalIuHU. AKO CT€ MOCTOSHHO CHHIIMB, TPsOBA Ja ce MOCHhBETBATE C JeKapsl.
Circadin cbabpaa JaKTO3a MOHOXHAPAT

Circadin cpapprka 1akTo3a MOHOXHAPAT. Ako Bammsar nekap Bu e xa3an, 4e uMare HEMOHOCHMOCT
KbM HSKOM 3aXapH, CBbPIKETE Ce C JIeKaps Mpean Ja IpUEeMeTe TOBa JIEKapCTBO.

3. Kak na mpuemare Circadin

Bunaru npuemaiite ToBa ekapcTBO TOYHO KakTo By e kazan Bammsar nexap wim ¢papmaneBT. Ao He
CTe CHTYpHH B HEIlO, onuTaiiTe Bamus nekap unu dpapmariesnt.

[Tpenoppunrennata go3a € exna trabnerka (2 mg) Circadin 1HEBHO, pueTa NMpe3 ycrara cliel
XpaHeHne, 1-2 yacanpeu asrane. Ta3u 103MpOBKa MOXKeE J1a C€ MPOIBJIKH 10 TPHHAJECET CEMUIIH.

I'merHeTE TabNeTKaTa 1su1a. Tadnerkure Circadin He TpsiOBa J1a ce TPONIAT WU PEXAT HA MOJOBUHA.
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AKo cTe mpueJid moBeyve 0T HeoOxoaumaTa no3a Circadin
AKo ciy4daifHO cTe IpHeNd NoBeYe OT HE0OXOIUMOTO JIEKAPCTBO, CBBpIKETE ce He3abaBHO ¢ Bamus
nexap unu hapManesT.

[TpuemaneTo Ha Mmo-royisiMa OT NPeNnopbYBAHATA JHEBHA /103, MOXKe 1a Bu Hakapa Jja ce moyyBcTBaTe
CBHHIIUB.

Ako cTe mponycHaau aa npueMete Circadin
AKO cTe IponyCHa1 J1a IpUeMeTe Tabierkara, B3eMeTe Apyra BeJHara cjiejl KaTo c€ CETUTE Npeln
CBHH WIM MOYaKaiTe 1a CTaHe BpeMe 3a Clie/[Balara J103a, e/ KOeTO MPOABIIKETE KaKTO MPEIH.

He B3emaliite nBoitHa J1034a, 3a 1a KOMIICHCHUPATC MPOIyCHaTaTa J034.

Ako cte cipesu npuema Ha Circadin

He ca n3BecTHM HUKAKBU BPEIHH PEAKIMU MPH MPEKbCBAHE MM MIPEKIAEBPEMEHHO CIIUPaHe Ha
neuenneto. He e m3BectHo ynorpebata Ha Circadin 1a Bo/u 710 TPOSIBH HA CITUPAHE CIIE/ 3aBbPIIBAHE
Ha JICYCHUETO.

AKO MaTe HAKaKBH JIOTBJIHUTEIHHA BBIIPOCH, CBBP3aHH € yIIoTpedara Ha TOBA JIEKapCTBO, TONHUTAITE
Bamus nexap win papmarenr.

4. Bb3MOKHM HeKeJlaHW peaKmuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja MMPCAN3BUKA HEIKCIIAHU PCAKIIUH, BBIIPCKH 4€ HEC
BCCKHU I'M IIOJTyYaBa.

AKO NOJIy4YUTe HAKOS OT CJIEJJHUTE CEPHUO3HU HEXKEJIAaHU PEeaKLUy, CIPeTe NpueMa Ha JIEKapCTBOTO U
ce cBbpikeTe He3a0aBHO ¢ Bammus nexap.

Heuectn (Morat na 3acernat g0 1 va 100 yoBeka)
. Bonka B repaute

Penaxu: (Morat na 3acersat g0 1 Ha 1 000 yoBeka)

3ary6a Ha Ch3HAHUE WU NPUMIATBK

CunHa 60y1Ka B I'bpJUTE, IOPATU CTEHOKAPIUS

CoprieOucHe

Hemnpecus

YBpeneHo 3peHue

3aMBIIICHO 3pCHIE

Hapymena opruenranus

CBeTOBBPTEX (UYBCTBO Ha 3aMasHOCT WJIM ~BUEHE HA CBAT”)
Hanuuue Ha yepBeHU KpBbBHU KIETKU B ypuHaTa

Hamanen Opoii 6enu KpbBHU KISTKU B KPBBTA

Hamanen 6poii TpoMOOLMTH B KPBBTA, KOETO 3aCHIIBA PUCKA 32 KbPBEHE U HACUHSIBAHE
IIcopuasuc

AKO U3NHUTBATE HAKOS OT CJIETHUTE HE-CEPUO3HU HEXeJIaHU PEeaKIu, CBhpxKeTe ce ¢ Bamus nexap
W/WIIH IOTHPCETE METUITMHCKH ChBET.

Heuvectn: (Mmorat ga 3acersat no 1 ma 100 goBeka)
PazgpasHuTEHOCT, HEPBHOCT, HECTIOKOHCTBHE, O€3CHHIE, CTPAHHU CHHUIIA, KOTIIMAPH, TPEBOKHOCT,
MUTPEHa, TT1aBoOone, JeTaprus (YMOPSEMOCT, JIUTICa Ha EHePTHs), HECTIOKOHUCTBHE, CBBP3aHO C

IMOBHUIICHA AKTUBHOCT, 3aMadHOCT, YMOPACMOCT, BUCOKO KPbBHO HAJIATAHC, TOPpHAa KOPpEMHaA 6OJ'IKa,
HapyHmIeHO XpaHOCMUJIAHE, A3BU B yCTaTa, CyX0Ta B yCTaTa, raiIcHC, IPOMCHHU B CbCTaBa Ha KPbBTA,
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KOWTO MOTaT 1a IPUYMHST [OKBITIBAaHE Ha KOKAaTa WA Ha OUNTE , Bb3IMaJEHUE HA KOXkKAaTa , HOLHO
noTeHe, chpOex, 00puUB, cyxa Koxa, 00JIka B KpallHUIIUTE, IPOSIBM HA MEHOTIay3a, YyBCTBO Ha
c1abocT, OTAENAHE Ha [VII0KO3a B ypUHATA, IPEKOMEPHO OT/EIISIHE HAa IPOTEUHU B ypUHATA, aOHOpMHA
yepHOApoOHa (QyHKIMS U IOBUIIaBaHE HA TETJIOTO.

Peaku: (Morat na 3acersat 10 1 Ha 1 000 yoBeka)

Xeprmec 30cTep, MOBHIIEHO HUBO HA MAaCTHUTE MOJIEKYJIM B KPHBTA, HUCKU HIBA HA CEPYMHHS KaJIIIUi
B KpBbBTA, HUCKM HUBA HA HATPHS B KPHBTA, MPOMEHINBO HACTPOCHHE, arpECUBHOCT, B30y 1a,
TUTAYIINBOCT, TIPOSIBU HA CTPEC, PAaHHO CYTPEIIHO CHOYIKIaHe, MOBHUIIEHO CEKCYaJHO BICUCHHE,
MOTHCHATO HACTPOCHHE, 3acsAraHe HA TaMeTTa, HAPYIIeHO BHUMaHHE, ChCTOSHHE HA MEYTATEITHOCT,
CHHJIPOM Ha HECIIOKOWHHTE KpaKa, JIOIIO Ka4eCTBO Ha CHHsI, YyYBCTBO HA M3TPBIIBAHE, HACKI3CHH OYH,
3aMasHOCT B U3IPABEHO WIIH CEIHAIO TI0JI0KEHHE, TOPEIU BbJIHU, KUCSIMHEH pedIIyKC, CTOMAITHH
HapyIIeHus, oOpasyBaHe Ha MEXypH B yCTaTa, I3BU Ha €31Ka, CTOMAILIHO Pa3CTPOMCTBO, MOBPBIIAHE,
CTPaHHU 3BYLIM B 4YepBaTa, ra30Be, MOBUIIEHO 00pa3yBaHe HA CJIIOHKA, JIOII JbX, KOpEMEH
nuckoMdopT, 3a00IsIBaHEe Ha CTOMAaxa, Bb3MAICHUE Ha CTOMAIIIHATA JINTABHILIA, €K3eMa, KOJKEeH 00pUB,
JIepMaTuT Ha PHIETEe, ChpOSIT 00pUB, 3a00JIBaHE HA HOKTUTE, apTPUT, MYCKYJIHH CTIa3MH, 00JIKa BbB
BparTa, HOLHH CNa3MH, YABIDKEHA ePEKIHs, KOSITO MOXe J1a ObJie 00JIe3HeHa, Bb3MaJeHHE Ha
MPOCTAaTHATA XKJIe3a, YMOPSAEMOCT, OOJIKa, KaXK/1a, OTACISHE Ha TOJIAMO KOJMYECTBO ypHHa,
ypHUHHpaHEe Tpe3 HOIITA, IIOBUIICHA YePHOAPOOHN €H3UMH, a0HOPMHH KPHBHH €JIEKTPOJIUTH U
aOHOpPMHM JTaOOPATOPHH TECTOBE.

C HeM3BeCTHa yecTOTA: (OT HAaJIMYHUTEC JaHHU HC MOXEC 11a 61:-2[6 HarpaBCHa OHGHKa)

Peakuuy Ha CBpBX4yBCTBUTEIHOCT, IOJyBaHE Ha yCTaTa WU €3HKa, IOJyBaHE Ha KOXaTa U
HEOOMYatHO OT/IeNISTHEe HAa KbpMa.

CpoOmaBaHe Ha He:KeJJAHU pPeaKIUU

AKo ToTy4YnTe HAKAKBH HEXKEITAH! JICKAPCTBESHH PEaKITNK, yBenoMeTe Bams nekap wiu hapmaresr.
ToBa BK/TI0OUBA BCHUKU BH3MOKHH HEOIMCAHU B Ta3H JIMCTOBKA HEXKEITaHU peaknu. MoKeTe ChIIOo aa
ChOOIINTE HEXKEJIAHN PEaKIIMK JUPSKTHO YpEe3 HAIlMOHAJIIHATA CHCTEMa 33 ChOOIaBaHe, TOCOYCHA B
[Ipunoxxenue V. Kato cho0maBare HexkeNaH peaKiiy, MOXKETE Ja JaJeTe CBOS MPUHOC 32
MoJTydaBaHe Ha NoBede HHPOPMAIUsI OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKAPCTRBO.

5. Kak na cpxpansBate Circadin
Jla ce cbxpaHsBa Ha MSICTO, HEJOCTBIIHO 3a ACIA.

He u3non3saiite ToBa JICKapCTBO CJICA CpOKa HAa TOAHOCT, oTOens3an BbpPXY KapTOHCHATA OIIAaKOBKaAa
(CJ'IC,ZI Iogen ,I[OZ). CpOK’bT Ha roAHOCT OTroBaps Ha NOCJICAHHA ACH OT MOCOYCHUA MECCLI.

Ja He ce cpxpansBaHan 25°C. Jla ce chxpaHsBa B OpUTrMHAJIHATa OTIAKOBKA, 3a Ja C€ MpeAnas3u OT
CBETJIMHA.

He u3xBbpIrsiiTe nekapcTBaTa B KaHAJIM3aLKATAa WIM B KOHTEHHEPA 3a JOMAIIHU OTIAIBIIH.
[TonwmraiiTe Bamms ¢papManeBT Kak 1a U3XBBPIIATE JIEKapCTBaTa, KOUTO BeUe HE M3MoJ3BaTe. Te3n
MEPKH 1€ CIIOMOTHAT 3a OIIa3BaHE HA OKOJHATa Cpela.

6. ChpabpxkaHne HA OIAKOBKATA U JONIBJIHUATEIHA HHGOPMaus

Kakso csabpxa Circadin

- AxtuBHOTO(MTE) BenecTBO(2) e(ca): MenaroHuH. Besika Tabnerka ¢ y IbIbkeHO 0CBOOOKIaBaHe
ChIBpKa 2 mg METATOHHH.

- Jlpyrure chCTaBKH ca: aMOHHEB METaKpHuiaT chronumep Tun b, kanmues xunporengpocoar,
JaKT03a MOHOXHPAT, KOJIOUACH, 0€3BOICH CHIINIIUEB THOKCH/, TAJIK 1 MAarHE3WeB CTeapar.
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Kak m3raexaa Circadin 1 kKakBo ¢hbAbpika 0MaKOBKATa

Circadin 2 mg TabneTku ¢ yIBIKEHO 0CBOOOXKIaBaHE Ce Mpeiara KaTo Oeur 10 MOYTH OeJn, KPbIJIH,
JIBOWHO M3MbKHAIH TabneTku. Besika kapToHeHa oMakoBKa ChIbpika eJiHa OymcTep ieHTa ¢ 7, 20 unu
21 TabneTku WU B KAPTOHEHA OMIAKOBKA, ChJIbpKaIla JiBe OnucTep JIeHTH ¢ 15 TabneTku Beska
(xapToHeHa omnakoBka ¢ 30 Tabnerkn). He Bcuuku BU0BE OMAKOBKH MOTAT Jia O'bAaT MyCHATH B
nmpoaaxoa.

IIpuTexaTes HA pa3pelieHHETO 32 YNoTpeda U MPOM3BOINTE:

IIpuTexaTen Ha pa3pelICHUETO 3a VHOTDC6aI

RAD Neurim Pharmaceuticals EEC SARL
4 rue de Marivaux

75002 Paris

OpaHuus

e-mail: regulatory@neurim.com

IlpousBoauren:

CtpaHu, OTTOBOPHH 32 0CBOOOXnaBaHe Ha naptuaure B EUII:

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

[TopTyranus

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

Alcala de Henares

Madrid, 28805

Ucnanus
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3a mombIHATETHA HHQOPMALUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE C€ C JTOKATHHUS
MpEeICTaBUTEI HA TIPUTEKATEIS Ha pa3pelIeHUeTo 3a ynorpeda:

Belgié/Belgique/Belgien

Takeda Belgium

Tél/Tel: +32 2 464 06 11

e-mail: medinfoEMEA @takeda.com

Bboarapus

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: +45 46 77 11 11

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

E)\doa

TAKEDA EAAAX A.E.

TnA: +30 210 6387800

e-mail: medinfoEMEA @takeda.com

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

France

BIOCODEX

Tél: +33 (0)1 41 24 30 00
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

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 bv

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 Pitter GmbH & Co. KG

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

Portugal
Italfarmaco, Produtos Farmacéuticos, Lda.
Tel. +351 214 342 530

e-mail: geral@itf-farma.pt

Romania

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

Italia

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

Kvzmpog
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: +358 20 746 5000

Sverige

Takeda Pharma AB

Tel: +46 8 731 28 00

e-mail: medinfoEMEA @takeda.com

United Kingdom (Northern Ireland)
RAD Neurim Pharmaceuticals EEC SARL
Tel: +33 185149776 (FR)

e-mail: neurim@neurim.com

Jata Ha nocjeaHo npepa3srJjexaane Ha gucrtoBkata {mecen I'TTT}.

dpyru usrounuuu Ha uHgopmMauus

[Toapo6na napopMarMs 3a TOBa JIEKapCcTBO € Mpe0CcTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus
1o JiekapcTpaTa: http://www.ema.europa.eu
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