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KPATKA XAPAKTEPUCTUKA HA WY KPAePUcTuka Ha npodynma - Npunoxes.e 1
NoH e 454, 089y 0]

Kum PY ...

1. HME HA JIEKAPCTBEHHA INIPOAYKT
ANAFRANIL® 10 mg coated tablets / AHAOPAHWI® 10 mg 008
ANAFRANIL® 25 mg coated tablets / AHA®PAHMII® 25 mg 06BuTH TabneTxu

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

JlekapcTBEHOTO BEWIECTRBO € 3-x510po-5-[3-(muMerwnamuHo)-iponk] 10,1 1-guxuapo-5 H-
nubens[b,flazenn xuapoxnopun (clomipramine hydrochloride).

Bcsaxa o6BuTta Tabnerka chabpka 10 mg win 25 mg knoMunpaMuH Xuapoxnopui (clomipramine
hydrochloride).

32 MBJIHNAA CIIACHK Ha MOMOIIHHTE BEIIECTBA BUXTE ToYKa 6.1.

3. JEKAPCTBEHA ®0OPMA
O6BuTH TabnerkH ot 10 mg

O6BwuTH TabneTkn OT 25 mg

4. KJIMHHYHHU JAHHHU
4.1 TepaneBTHYHE NOKA3ZAHHSA
Bu3pacTHn

JleueHue Ha AETIPECHBHU CHCTOSHHUA C Pa3HOOOPa3HA €THONOTHS U CUMIITOMATHKA, KATO Halp..

e  JIENPECHBEH €NHU30L - JIEK, YMEPEHO TEXCbK H TEXKDK, C M 6€3 NCHXOTHUHH CHMITTOMH; NPH
PEKYPEHTHH AeTpecud Wiy SHNoaApHO adeKTHBHO pasCTPOACTBO;

e jaenpecud NMpH WM3oppeHHs U WH30adEKTHBHO Pa3sCTPOHCTEO.

O6cecHBHO-KOMITY/ICHBHO pascTpoicTBO, GOoGHM M NaHWYECKO pa3cTPOACTBO. KaTaruekcus, CBbp3ana
HAPKOJICNCHS.

Jena u nogpacTBaiiH

Ipu Aena ¥ NOAPACTBAIM HAMA TOCTATHYHO J0KA3aTeNCTRA 32 6€30MacHOCTTa U e(pHMKACHOCTTA Ha
ANAFRANIL npy niedeHKe Ha ACTIPECHBHHU CHCTOAHMS, POOHUH M KaTAIIIEKCHA, CBBP3aHa ¢
napkosencus. ITopany Tasu NpyiKHa HE Ce MpPENophHBa ynorpebara Ha ANAFRANIL nipu neua n
noapacteai (0-17 rofuiina BB3pacT) NpH Te3H HHAHKAITWH (By>x TOuKa 4.4. CienanHu
npeAynpexACHNs ¥ NpeAna3sHi MepKH 3a ynoTpeda).

4.2 Jlo3HpoBKa H HAYHH HA NMPHJIOXKEHHAE

B cnyuaii Ha XHIoKaaueMus, T4 TpAGBa 1a ce KOpUrHpa, Mpeay fa ¢e 3ano4He JIEHCHHETO ¢
ANAFRANIL (Bux Touka 4.4. Crieqnanay NpeaynpeXACHHA U NPEANa3sHU MCPKH 32 ynortpeba).

JI03HPOBKATa M HAYMHBT Ha NproxkeHue TpadBa Aa ObAaT aqanTHpaHu Criopell CCTOSHHETO Ha
oTae;THMA TratmenT. LlenTa e na ce nocTurie onTuMaineH eeKT ¢ Bb3MOKHO HaH-HHCKH I03HUPOBKH,
KOWTO MPH HEOOXOAMMOCT BHHMATENHO Jia CE MOBHILABAT, 0COOEHO NPY NAlMEHTH B HANpPEe/HANA BL3PAcT
WITH YIPH TIOJPACTBRANIK, KOWTO Haif-uecTO NOKA3BaT MO-CHIIEH TEPANEeBTHHEH OTITOBOP KBbM A2 ‘t« RANIL,
B CPABHEHHE C MALMEHTUTE B MEXIMHHUTE Bb3PACTOBH IPYIIH. N S R
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KaTto mpeanasxa Mapka Cpelly Br3MOXHO yab/bkaane Ha QTc nHTepsana v CepOTOHMHEPFHYHA
TOKCHYHOCT, C€ MPENOPHYBA IIPHABPIKAHE KbM TIPETIOPBUBAHUTE /1031 ANAFRANIL, Karo BCAKO
yBEJMYEHHWE Ha 103aTa € HeoOX0AUMO Jia C& W3BbPLIBA ITPH MOBHILIEHO BHUMAHHE, akp Ce NpHIIaraT

-

/IHOBPEMEHHO JIEKApCTBa, KOUTO yab/DkaBar QT HHTepBana iH Apyry CepPOTOHWHEPrHYHY fIEKApCTBa =



(BIDK TouKa 4.4 CnelpanHu npeaynpexaeHus | npena3sHi MEpKH 3a yrnotpeba u 4.5 JlekapCTBeHH 1
JPYTH B3aNMOJACHCTBUA).

Henpecus, 06ceCHBHO-KOMNYJACHBHO PA3CTPOHCTBO B ¢oOHH

TepanuaTa 3anousa ¢ 1 o6eura Tabnetka oT 25 mg, 2-3 MbTH AHEBHO. Jl03MPOBKATA CE NOBHINABA
[IOCTEMEHHO, HAMP. ¢ 25 mg Npe3 HAKOJKO JHH (B 3aBUCUMOCT OT IOHOCHMOCTTA KbM JICKapCTBCHHA
MPORYKT) 10 4-6 06BHTH TabNeTKH OT 25 mg OHEBHO B Kpas Ha ITLpBaTa CeMHULA OT JiedeHHeTO. 11pH
TEKKH CITy4aH JO3MPOBKaTa MOXe Aa Obae nopumena g0 makcumyM 250 mg auesHo. IIpn HacThnBaKe
Ha M3paseHo TIoJoOpeHHe, IO3MPOBKATA MOXKE JIa CE alallTHpa JI0 MOXbPKALIO HHBO OT 2-4 obBHTH
TabneTku ot 25 mg.

IManu4ecxn pascTpoiicTBa B aropagobus

Tepanusta 3anousa ¢ 1 o6BuTa Tabnerka ot 10 mg anepHO. COpe/ MOHOCHMMOCTTA KbM JICKapCTBCHHA
NPOAYKT AO3HPOBKATA MOXKE Aa CE NIOBMIIH JI0 MOCTHraHe Ha HEOOXONMUS edekT. JlHeBHaTa /103MPOBKA
ce pa3uuaBa 3a OTJACHHUTE MALKEeHTH H BapHpa B Hana3oHa MLy 25 u 100 mg. [Ipu HeobOxoauMoCT
O3MpOBKaTa MOXeE Aa Opje nosruweHa Ao 150 mg auesHo. llpenopsusa ce NEUEHHETO Aa HE C6
NpeycTaHOBSIBa MMHUMYM 6 Mecella, KaTo Mpe3 TO3U NEPHO NOAABbPIKAIIaTa A03HPOBKA TIOCTETNICHHO CC
HaMaIsBa.

KatanjiekcHs, DpRAPYABallla HAPKOJICNCHs
ITuesHa ao03a 25-75 mg,

ITanHeHTH B HANIPEARAJIA BL3PACT

Tepanusra 3anousa ¢ 10 mg quesHo. IlocTeneHHO 103aTa CE MOBHIIABA 10 ONITHMAIIHO HHBO OT 30-50
mg AHEBHO, KOeTO TpAOBa Na Gb/e MOCTHIHATO 3a okouo 10 M W CICA TOBA 12 ObJie NOAAbPKAHO J0
IpeyCcTAHOBABAHE Ha JICUCHHETO,

4.3 IIpoTHBONOKA3AHHA

H3BecTHA CBPBbXYYBCTBHTEHOCT KbM KIOMHIIPAMAH WITH HAKOE OT MOMOLIHHTE BELICCTEA, UITH
KpPBCTOCAHA YYBCTBUTETHOCT KbM TPULIMKIIMYHHA aHTHACNPECAHTH OT nubeH3a3ennMHOBAaTa rpyna.

ANAFRANIL He Tpa6Ba Jja ce npuJiara HATO B KOMOMHAIIHA, HUTO B PAMKHTE Ha 14 nuU npeau WM clel
neverne ¢ MAO-UHXHOHTOP (BXK. TOuKa 4.5 JlekapCTBEHH U APYTH B3aHMOACHCTBHA). [TpoTnBONOKa3aHo
e M YCTIOPEJHOTO JIEYEHHE ChC CENIEKTUBHH, 0OpaTHMH MAOQO-A HHXHOHTOPH KaTO MOKIIOOEMHN,

[Ipecen HHGpAPKT HA MHOKap/a.

Bpoaen cunapoM Ha yabmpked QT-HHTepBall.,

4.4 Crennajiss npeXynpexACHAN B OPeANa3HH MEPKH IPH yHOTpeda

CamoyOHHECTBO/CYHIIHAHR MHEC/IH HJIH KIAHHYHO BIOMABAHE

Jlenpecuara e CBbp3aHa C NOBHUIEH PUCK OT CYHLIMAHH MUCITH, CAMOHAPAHABAHE H camoyOHHCTBO
(cHOUTHA, CBBP3aHH ChC caMOyOuiicTBO). To3M pHCK CHIECTBYBA AO [OCTHraHE HA 3HAUMMa PpEMHCHA.
Til kKaTo MOAOOPEHHE MOJKE [1a He HACTHITH Pe3 TbPBUTE HAKOJIKO CCIMULM WIH NTOBEYE OT HAtaRoTO
Ha JIEYEHHETO, MALMEeHTHTE TPAOBa Aa 6baT oA CTPOro HabMoACHHE 10 M0ABATA MY. KJMHAYHHAT OIUT
COYH, Ye PHCKET OT CaMOyOHHCTBO MOJKE Ia HApacHe Mpes PaHHUTE TAlll HA BB3CTAHOBHUTETHUA MIEPHOL.
Tipyru ncuxwunm 3a6onsanua npu kouto Anafranil ce npeanucea, CbI0 MOrarT /13 ObAaT CBBP3aHU C
NOBULIEH PUCK OT CHOMTHSA, CBBP3aHH CBC camMOybuiicTBo. OCBEH TaBa TE3u zafonsBanmua Morat Ja Obpaat
CHYETAHH C FOMAMO ACIIPECUMBHO pa3cTpoHCTBO. [IpH SicsieHHe Ha MALMEHTH € JAPYTH [ICHXUYHH
HapyuIeHHs Tpsa6Ba fa GbaaT chOMoAaBaHH CHILMTE NPEANA3HA MEPKH, KAKTO NPH NEYCHUE HA.TIALFCHTH
¢ FOMIAMO JIENPECUBHO Pa3CTPOHCTBO e
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U3BecTHO e, ue MalMeHTH ¢ aHaMHe3a 3a CLOHMTHA, CBBP3aHH ChbC caMOyOHHCTBO, uagi"ﬁbaﬁgﬁ_ﬁﬁiﬂ*ﬁi ST
3HAYMTE/IHA CTETNEeH CYWLIMAHHN HealH, IIped 3ario4BaHe Ha JICYEHHETO, ca W3/I0MEkY, Ha MIO-BHCOK .
PHCK OT CYMLMAHH MHCITH WIH OIATH 33 CaMOyOUHCTBO U TpaGBa f1a 6baar BHUMATeiHO HAOIOAaBAHH . |
Mo BpeMe Ha JieueHHeTo. MeTa-aHayn3 Ha r1ale00-KOHTPOTHPAHH KIIMHAYIHH H3MUTBAMUA HA- |

AHTHAETIPECAHTH TIPY BE3PACTHH NALMEHTH C TICHXHYHM Pa3CTPOHCTBA I10Ka3Ba MOBMIIEH PUCKOT -~ -



CYHIIHAHO NOBEJIeHHE NPH NALMEHTH MO/ 25-TO/INIIHA Bb3PACT, JIEKYBaHH C aHTHACNPECAHTH B
CpaBHEHHE C ruiaiedo.

JlekapcTBeHaTa Tepanua Tpa6Ba fa ce ChITBTCTBA CBC CTPOro HaOMaeHHe Ha nNalMeHTHTE, B YaCTHOCT Ha
Te3H, KOMTO Ca U3JIOKEHH Ha BICOK PHCK, 0CODEHO B HAYa/IHHTE €TANH Ha JICUSHHETO M Cle)]l POMEHH B
nosure. [TaienTyre (W nonaralyTe rpwxky 3a TAX) Tpabea aa 6paat npeaynpeacHi OTHOCHO
HeobxoMUMOCTTa OT HaOJII0AEHHE 3a BCEKH NPU3HAK Ha KIMHUYHO BJIOIIABAHE, CYHLUOHO MMOBECACHHE HWIH
MHCJTH ¥ HeoOHWYaifHM NIPOMEHHM B MOBEIEHUETO, KAKTO H A3 NOTHPCAT He3abaBHO KOHCYATAaLMA C JiEKap,
aKO TAKMBa CUMITTOMM CBHUIECTBYBAT.

Tpabea aa ce B3eMe NMpeABH/] BE3MOKHOCTTA 3a IPOMAHA Ha IO3UPOBKATa, BKIOYUTETHO BH3MOXKHOCTTA
33 [IPEKPATABAHE Ha JIEYEHHETO, NIPH TALHEHTH, NIPH KOUTO NPOMECHHTE Ca TEXKKH, BHE3ANHH B HAHAIOTO
WIH He c¢a GMJTM 4acT OT HacTOALLIUTE CHMIITOMH (BHXK b0 JIpeycTaHoBiABaHE Ha TeparnuATa B TOUKa
4.4. CrieLaHU TIPEAYIPEXKICHUS H MPEATIa3HH MEPKH 33 ynoTpelda).

ANAFRANIL tpa6Ba na 6b/ie MpeanKcaH B HA-MAIKOTO BB3MOXHO KOJTHYECTBO TaONETKH C 1ien jia ce
u36erne npegosnpade u snoynorpeda. CrinecTByBaT AaHHH, Y€ NIPUNOKEHHETO Ha ANAFRANIL ce
CBBLP3Ba C NMO-MAJIKO CMBPTHH Cy4aH BCIEACTBHE NMPEAO3UPaHE, B CPABHEHHE C IPYTH aHTH/ICNPECAHTH.

Nlena u noapacreamu (0-17 roaamaa BL3PacT)

ANAFRANIL ne TpaOpa aa ce M3M0J13Ba 3a JICYEHHE HA JENPECHBHH CHCTOAHNA, (¢obuu n KaTanneKkcus,
CBBP3aHa ¢ HAapKOJIETICHA NpH Aeua noA 18 roaumna Be3pacT (Brk Touka 4.1 TepanesTHYHM [IOKa3aHHA).

AHTHJICTIPECAHTHTE TIOBHIIABAT PHCKA OT CYMIMIHO MOBCACHHEC (OTIUTH ¥ MMCIIH 32 caMOyOHICTBO) M
BpaXkaeOHOCT (OCHOBHO arpecus, OrNO3ULAOHHO MOBEACHHC H r'HAB), KOUTO ca HaOroAaBaHH MO-4ECTO B
KIMHAMHMTE NPOYYBAHMA IpH Jena M IOAPacTBallM, JIEKYBaHH C AHTHACIPECAHTH CIpAMO TE3H,
nexkyBaHu ¢ nnauedo. AKo BHIPECKH TOBA, HA 6a3a KIMHHYHHTE HYXKAHW CE B3EME PEeLISHHE 32 MPOBEKIAHE
Ha JIeueHHe, MALMEHTHT TpAOBa BHHMATEHO Ja Obae HalbmoAaBaH 33 NOABA Ha CYHUHIHW CHMITTOMH.
OcBeH TOBA, JABJITOCPOYHHTE JAaHHM 3a 0€30MacHOCTTa MpY ACUA M MOAPacTBalllM MO OTHOUICHWE Ha
pacTexa, Chb3PABaHETO ¥ KOTHUTHBHO-NIOBEICHYECKOTO Pa3sBUTHE Ca HEAOCTATHHHH.

CeMeiicTBaTa M IPWKEILATE CE 32 MEAHATPHYHH M BB3PAaCTHH NMALMEHTH, JICKYBaHH C aHTHACIIPECAHTH
KaKTO MOpafy NCHXHaTPHYHU, TaKa M MOpajd He-TICHXMATPHUHW NOKa3aHH4, TpabBa na 6bAaT HaMpeK
OTHOCHO HEOGXOIMMOCTTA OT Hab/IOAEH!E Ha MALMEHTHTE 3a MOSBa HA NMCHXHATPHYHH CHMITOMH (BHXK
Touka 4.8 HexkenaHW NEKapCTBEHH PeakuuM) H CYMUHJAIATET M Ja ChOOIIAT He3abaBHO MOsABaTa Ha
TAKMBA CUMITTOMH Ha 3/IpaBHHTE CIICLIMANIUCTH.

NApyrn NCHXHATPHYAH epeKTH

MHOro NalMEeHTH ¢ IaHWYECKO Pa3CTPOMCTBO M3ITUTBAT IO-H3Pa3cHH CHMNTOMH Ha TPCBOXHOCT B
rauanoTo Ha TeparmuaTa ¢ ANAFRANIL (six Touka 4.2 /lo3upoBka H HauHH Ha NPHIIOKEHHE).

ToBa MapagoKCaTHO HAYAIHO MOBHLIIABAHE HA TPEBOXKHOCTTA € HAH-H3PA3eHO Npe3 MEPBHUTE HAKOIKO AHH
OT JICUEHHETO ¥ B IIOBEUETO CJIyYad OT3BYHaBa B pAMKHWTE Ha JIB¢ CCAMHLIH.

[Tpy nauseHTH ¢ WH30(PEeHNs, NPHEMAIM TPULMKITHIHM AHTHAETIPCCAHTH TIOHAKOra ¢ HabmoaaBaHo
aKTHBHpAHE Ha MCHX03aTa.

Cb06LABA CE M 33 XHIOMAHHWHHMA WIH MAHMIHH €IIM301 N0 BpeMe Ha JienpecBHaTa (asa npy NALMeHTH
¢ GUNoNApHH ad)eKTUBHH Pa3CTPOHCTBA, KOUTO NpUEMAT TPHLHKIHYHH aHTHACTIPCCAHTH.

[Ipu nogoGHH cltydaH MOKE Aa ¢e HaMOKH A¢ C€ pelylipa N03MPOBKaTa Ha ANAFRANIL nnu pa ce
MpPeyCTAHOBH HAITBJIHO MPHI0KEHHETO My H [a C& NPWIOXKH aHTHIICHXOTHYEH JICKapCTBEH TIPOAYKT.
Criefl OT3By4aBaHe Ha NOJOCHH €MM30AHN NIPH HEOOXOANMOCT MOXKE 1a €€ 3aMO"HE OTHOBO JISHCHHC ¢
Hucku no3uporki ANAFRANIL.

[1py naumeHTH ¢ MPeNMCTIO3HINA H NPH NALMEHTHTE B HaNpeaHana Be3pacT, TPHIHKIHYHUTO
AHTHZETIPECAHTH MOXE Jia POBOKMpaT (apMaKOreHHH NICHXO3H (Aeup), ocoBeHo npe3 Howra. Tesn
MPOSBH M34e3BAT B PAMKHTE Ha HAKOJIKO JAHH, CNe/l NPEyCTAHOBABAHE Ha TCpAITHATA C JICKaPCTBOEO-™ =ox
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CbpaeuHoCHA0BH HAPYIIEHHSA ST

ANAFRANIL Tpa6Ba fa ce npwiara ¢ NOBHIIEHO BHUMAHUE MPH NAlMSHTH ChC ChPICUHOCBROBH, .
ST ON S

3a60NIABAHMS M OCOBEHO IPH MALMEHTH ChC CHPACUHOCHA0BA HEJOCTATBUHOCT, IPOBOJHH HapyleHns. .
(Hanp. atprosenTpuKkynapeH 610k 1 go I c1.) win apuTMHH. [IpH Te3d MAUMEHTH H NIPH TIAIMCHTH B * .



HaNpeAHANIA BB3PAcT Ce Npernopb4yBa MOHHTOPHUpaHe Ha chpaeuHaTta pyHkuma u EKT.

ChInecTBYBa pPHCK OT yab/ikasaHe Ha QTc-uHTepBana u torsades de pointes, ocobeHo npH cymnpa-
TEpaNeBTHYHH A03H WIH CYIpa-TepaneBTHYHH IIa3MEHH KOHIEHTPAlMH Ha KIOMUIIPAMHUH, KOSTO CC
MpPOABABA B CIIyHaHTE HA €QHOBPEMEHHO JIEYEHHE ChC CEJIEKTHBHH HHXHOMTOPY Ha OOpATHHA 3aXBAT Ha
cepotonuH (SSRIs) u MHXHOHTOPH Ha OGpaTHHA 3aXBaT Ha CEPOTOHHMH M HopazpeHanuH (SNaRls).
[Topanu Ta3u npuyuHHa TpAOBa Oa ce W3dArsa eHOBPEMEHHO NPUIOKEHHE Ha JIEKApCTBA, KOHTO MOXKE Na
IIPHYMHAT HATPYNBaHe Ha KioMHUnpaMiH. ChIIo Taka TpA6Ba a ce H30ATBA M €AHOBPEMEHHO MpUJIaraHe
Ha JIEKApCTBa, KOMTO yabJokaBaT QTc-unreprana (Brk Touka 4.2. JI03MpOBKa H HAUMH HA NMPUIOXKEHHE U
4.5, JlekapcTBEHHM U APYTH B3aUMOJIEHCTBUs). YCTAHOBEHO €, Ye XHMIOKATTHEMUATA € PHCKOB (aKTOp 3a
yabkaBaHeTo Ha QTc- mHTepBana u torsades de pointes. Cie10BaTeIHO, XHIIOKATHEMHATA TpAOBa ja ce
KOpUrupa npeau sanousase Ha nedeHueTo ¢ ANAFRANIL (Bik Touka 4.2, Jlo3npoBKa M HAUMH Ha
npunoxeHne u 4.5. JlekapcTBEHU U IPYTH B3aHUMOJEHCTBHA ).

IpenopbyBa ce KOHTPOJI HAa KPBBHOTO HANATAHE NPEIM 3an0uBaHe Ha Jieyenne ¢ ANAF RANIL, nopaam
BB3MOXKHOCTTA NPU MALMEHTH ¢ OPTOCTATHYHA XHUIIOTOHHS WIH 1abHITHO KPBBOOOPALIEHHE 112 HACTBIH
NMOHHXKEHHUE HA KPBBHOTO HAJIATAHE.

CepoTOHNHOB CHHAPOM

[Topaau pHCK OT CEPOTOHMHEPIHYHA TOKCHYHOCT, € XKeJIaTe/IHO Jia CE CNeABaT NpernopbiyanuTe 03H.
B13MOIKHO € 71a Bh3HUKHE CEpOTOHHHOB CUHAPOM ChC CHMIITOMM KaTO: XUIICPNMPEKCHA, MHOKIIOHYC,
TPEBOXKHOCT, IIPUNATBLM, AETUPHYM K KOMa, KOraTo KIOMHIPaM¥H Ce Npuiara eHOBPEMEHHO ChC
CEpOTOHHHEPrYuHH JekapcTea kato SSRIs, SNaRls, TpHIMIINYHA aHTUACTIPECAHTU HITH JNHTUH (BHXK
touka 4.2. JIo3upOBKa ¥ HaYMH Ha npuIoxKeHue U 4.5 JlekapCTBeHH U APYTH B3auMoAecicTBHA ). [1penn
M cJie]] TeparHs ¢ (IyOKCeTHH ce Npenopb4sa NeprHoA oT 2-3 CeIMHIM 32 ITEJIHOTO MY €/IHNMHHHDPAHE OT
OpraHu3Mma.

I"'spuoBe

TpUUMKIHYHNTE aHTHAEIIPECAHTH HaMalABaT rbpYOBHA Npar H 3aT0BA ANAFRANIL TpsabBa ga ce
MpWIara H3KJIKOUUTENTHO BHUMATEIHO MPH MalMeHTH ¢ SIWIETNICUs U ¢ APYTH npe/ipasnoaralin akTopH
- Hamp. MO3BLYHH YBPEXaHHA C pa3HooOpa3Ha eTHONOrHA, €AHOBPEMEHHO MPUJIOKEHHC Ha
HEBPOJICIITHLM WM AHTHKOHBYJICAHTH (HATIp. HeH30HA3CINHM ), ANTKOXO0JTHA abcTHHEHINA. BeposTHO
MosBATa Ha IBPUOBE € JO303aBHCHMA M 3aTOBA Ce NpenopbiBa Jia He C& HaJBHLlIaBa NpenopbHiaHara ob1a

AHCBHA O034.

[Tono6HO Ha BCHYKH TPHLMKIHYHHA aHTHACTIPECAHTH, N0 BPEME Ha €IEKTPOKOHBYJICHBHA TCPAITHA,
ANAFRANIL Tpsafea na ce mpuiara camo roj BHUMaTeIeH MEANLIMHCKH KOHTPO/T.

AHTHX0JHHEPrHYHH ¢PpeKTH

Tlopaay aHTHXonaHepruynuTe ceotictea Ha ANAFRANIL, ToR TpaOBa a ce npujiara BHUMATE/IHO H
NpH NaLMEeHTH ¢ aHaMHe3a 3a TIOBHINCHO BETPEOYHO HANAraHe, 3aKPUTOBIbJIHA F/IayKOMa H NallHCHTH
ChC 3A7PHKKA Ha ypHHA (Hanp. npu 3aG0NsBaHKA Ha MPOCTATATA).

[IpH NauMEHTH ¢ KOHTAKTHH JICIH MOXE Jia C¢ YBPEAH KOPHCATIHUSA eIIUTEeN B pe3y/ITaT Ha HaMalCHATA
CeKpeLIa Ha CITB3HUTE XJIE3H M HATPYNBAHETO HA MYKOMJHH CEKPETH, ABJIKAIH CC Ha
AHTHXONMHEPTHYHKTE CBOMCTBA HA TPHLHKITHIHHTE AHTHACNPECAHTH.

CrnenHaJHR rpynd NanHEeHTH

[MoBHIICHO BHHMaHHE € HeOOX0IUMO TIpH NMPHIMKEHHE HA TPHUHIKIHYHH aHTHACTIPCCAHTH I1pH
MAIMEHTH ¢ TEXKO uepHOApoOHO 3a6onsBaHe U TYMOPH Ha HaaObOpeyuHaTa Meayna (Hanp.
dheoxpoMonMToM, HepobnacToM). ITpH noROGHH NAlMEHTH TE3U MEJMKAMCHTH MOXKE /12 IIPOBOKUPAT
XHIIEPTOHUYHH KPH3H.

[Mopazu BB3MOKHOCTTA 33 BB3HUKBAHE Ha KaPIHOTOKCHYHOCT € HEOOXOAMMO MOBHIICHO BHUMAKE HPH
MALMEHTH ¢ XMIIEPTHPEOUIN3BM HITH IIPH NAUMEHTH, NMPHEMALUH THPCOHIHHA Npenapatn - SRR TN

[Tpy nauMeHTH ¢ yepHOAPOOHO 3a00NABaHE ce NPEenopbyBa NEPHOJAUYHO MOHHUTOpPHpaHe Ha:." -
yepHOAPOOHHUTE EH3UMH. L A

[MToBMILIEHO BHUMAaHKE € HeoOXOoAHMO NIPH NMAUHEHTH ¢ XPOHHUYCH 3alleK. TpUUMKIHYHHTE: . .
AHTHIETIPECAHTH MOYKE Jd IPUUMHAT NApPAJTUTHYEH HileyC, 0COOCHO IMPH MALUEHTH B HaTipefHaia, -«
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BEb3pacT WJIH TaKHBa, IIPUKOBaHH NPpOABJLKHTCITHO BPEMC Ha JICHJIO.

Ch0o01aBa ce 3a MOBHIICHA YECTOTA Ha 3bOHHA KapHec NPH AbJIFOCPOYHO JICYEHHE ¢ TPHLMKINYHA
AHTHACTIPECAHTH U 33 TOBA NPH NPOJB/DKUTEHO JIEYCHHE Ce NIPENOpPLYBAT PEAOBHH NPErICaH MpU
3p00IEKap.

Hama naHHM 3a POABIDKUTEHA 6e30NMacHOCT NpH LA H IOHOLIH, CBBP3aHH ¢ PacTexa, Ch3PABAHETO,

KOTHATHBHOTO H I[MNOBEACHUYCCKOTO PA3BUTHC.

bsa KpnBen pea

He3aBHCHMO Y€ CHINECTBYBAT JAHHH CaMO 3 HAKOJIKO H30JIHPAHH CJTy4as Ha MPOMEHH B OeNiiA KPBBEH

pen npu nedeHne ¢ ANAFRANIL, neobxoanmo € nepHoAHHO Aa C€ Mpocieaina nudepeHLMaNHA
KPbBHA KAPTHHA H /1a CE CJIC/N 32 NPH3HALM HA HHOEKLHA, KaTO BUCOKA TEMICPATYpa H BBR3NANCHO
rbpPJI0, 0COOEHO Npe3 ITbPBHTE HAKOJIKO MeCeLa OT JICYCHHETO U [IPH NPOABLDKHTEIHA TCPAITHA.

AHecTe3HA

[Ipenu oOma WM MECTHA aHECTE3Ms aHECTC3HOIIOTHT TpabBa Aa Obae WHGOPMHpaH, HE MALHEHTET

npueMa ANAFRANIL (Brx Touka 4.5 JlekapcTBEHH H IpYTH B3aMMOICHCTBHUSA).

IpexpaTaBane Aa TEPANHATA

BHe3aMHOTO NPEYCTAHOBABAHE Ha TepanuaTa TpaOea aa ce H30ATBa, MopaJy Bh3MOXKHOCTTA OT I0ABA Ha
HEXKEJIAHH PEAKLMH. AKO PEIICHHETO 1a C€ MPEKpaTH TCPanUsiTa © OLIIO B3ETO, TIPHEMBT Ha JIEKAPCTBOTO
Tpa6Ba Aa 6b1€ NpeyCTaHOBEH NPH MbPBA BH3MOXKHOCT, HO ChC 3HAHMETO, HE PA3KOTO MPEKBCBAHE BOH

10 HAKOH cuMnToMHM (BIDK TouKa 4.8 HexenaHu nekapcTBeHH peakliiy 3a ONUCAaHHE Ha PHCKa OT
npekparasaHe Ha TepanuaTa ¢ ANAFRANIL).

JlakTo3a H 3axapo3a

ANAFRANIL 06BKTH TabNeTKH ChABPIKAT JIAKTO3a U 3aXapo3a. [lauueHTHTe ¢ peAKH HaCHCACTBEHH
1a60IMBAHHS KATO HEMOHOCHMOCT KbM TUTaKTO3a, HENMOHOCHMOCT KbM (PPYKTO3a, TEXBK JIAKTa3CH
HnePHLIMT, Hsomamﬁa-saxapﬁ}eﬂ neULMT WK INIIOKO30-TANaKTO3Ha Manabcopoumsa He TpabBa Aa
npuemaT ANAFRANIL o6suTH TabNeTKH.

4.5 B3anmozeHcTBHE € APYIH JJeKAPCTBEHH NPOAYKTH H /IpYTH ¢bopmMn HaA B3aHMOLEHCTBHE
Bzaumoaeiicteua Ha papMaKoJAHAMHAYRO HHBO

Bnoxepu na aopenepzuinume He6poru

ANAFRANIL MoOKe a HaMalli HIH JOPU Ja HEYTPAITU3Hpa aHTUXHIICPTCHINBHUTC e(eKTH Ha
rBaHETHANH, GeTaHWIWH, Pe3epIvH, KIOHKIUH 1 anda-meTrigona. I1pu HEOOXOAUMOCT OT

e/IHOBPEMEHHO aHTHMXHMIIEPTEH3MEHO JICUeHHE, TPAGBA la PHITaraT aHTHXHNEPTEH3INBHHM MEHKAMCHTH

OT APYTH KJIacoBe (Hamp. JUYpPEeTHLH, Ba30IHNATATOPH HITH bera-0n0KepH).

Anmuxonunepzuunu azenmu

TPULMKITHYHUTE aHTHIETIPECAHTH MOXKE 1a IIOTCHLMPAT edheKTHTE HA TE3W MCAMKAMEHTH (Harp.
(eHoTHA3HHH, aHTUTIAPKHHCOHOBH CPE/ICTBA, AHTHXHCTAaMHHH, aTPOTIHH, OMNIEPHACH) BEPXY OUHTE,
[[HC, yepBaTa ¥ MHKOYHHAA MEXYD.

Henpecanmu na LHC

TpULMKIAYHATE AaHTHAETIPECAHTH MOXKE JIa TIOTCHLUpAT edeKTa Ha aJIKOXOJa ¥ Ha APYTH BELICCTBR,
notuckau [JTHC (Hanp. Gapburypary, GeHsoauasenuiy Wi oOIH AaHECTETHILIH).

Auypemuyu s

CouiprerealoTo Jieuenne Ha ANAFRANIL ¢ auypeTydiy MOXe Aa JOBEAE 10 XHHOK&HHEMHH,KdHTO )
[OBHIIABA pHCKa OT yabmkasane Ha QTc-unTepBana u torsades de pointes, K MOPAJH FA31 APHUMHA . -
XHUIIOKATHEMUATA TpAOBa Ka 6bae eKyBaHa Npean NPHI0KCHHETO Ha ANAFRANIL. (Bm TO4Ka 4.2. .

JIO3MPOBKa M HAUMH Ha npuioxkeHue U 4.4, CrielaiHl NPeIYNpeKACHHA 1 MpeAnasHy MepKu3a . =

ynorpeba).
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MAO-unxubumopu

Ha He ce npunara ANAFRANIL B npoas/DKHTENHOCT Ha MOHE 2 CEAMMLIM CIIEA NPeKpaTIBaHe Ha
neueHre ¢ MAQO-uHXxubuTopH (CHUIECTBYBA PUCK 3@ HACTHIIBAHE HA TEKKU HEXKEJIAHU peaKlIUH KaTo
XMINIEPTOHHYHA KpH3a, XUTICPIHPEKCHA M XapaKTEepHHUTE 3a CEPOTOHHHOBUSA CHHAPOM CHMITTOMM Harp,
MHOKJIOHYC, BB30YIHHU I'bpuoBe, enup U koma). ChIOTO ce OTHAcA M 3a npuioxeHneTo Ha MAQO-
urxuburop cnen neucHne ¢ ANAFRANIL. U B geata ciyuas 3anouysaHero Ha tepanus ¢ ANAFRANIL
WM MAQO-uaxuburop Tpabpa Aa cTaBa ¢ MaJIKd AO3UPOBKH, C MOCTENEHHO MOBULIICHHE K BHUMATETHO
MOHHTOpHpaHEe Ha etheKTHTe OT NIeueHHeTo (Brk To4uka 4.3. IlpoTHBOnOKa3zanus)

ColecTBYBAT JaHHH, npexnoaraiy, ye ANAFRANIL moxe na ce npuiara 1opu 24 4. cies
npwioxeHHe Ha 00paTiM MAO-A-HHXUOUTOP KaTO MOKIIOOEMH, HO ABYCEAMHYHHUSAT NEPHOA Ha ITLJIHO

eTMMHHUPAHE OT OpraHHW3Ma TpAOBa 1a ce cnazy, ako MAO-A-HHXHOHTOPDBT € NPHJIOKEH Cliek
ANAFRANIL

Cenexmueniu unxubumopu na oopamnus zaxeam na cepomonunt (SSRI)

EnnospeMenHoTo npuaokeHue Ha SSRI Moxke Aa npean3BHKa aAMTHBHH €EKTH BBPXY
CEPOTOHHHEPIHYHATA CHCTEMA.,

Cepomornurepzuvnu azenmu

BBb3MOXKHO € 1a BE3HHKHE CEpOTOHHHOB CHHIPOM, KOTaTO KJIOMHIIPAMHH C¢ IIPWIara ¢AHOBPEMEHHO ChC
CEPOTOHHHEPIHMYHH JIEKAPCTBA KATO CEICKTHBHU HHXHOMTOPH Ha 0OpaTHHA 3aXBaT HA CEPOTOHHH H
MHXHOHTOpH Ha OOpaTHHA 3aXBAT HAa CEPOTOHHMH ¥ HOPAAPEHATHH, TPHIMKJIMYHN AaHTHACNIPECAHTH HIIH
nuTHi (BrX Touka 4.2. JIo3upoBKa ¥ HAuMH Ha nprioxeHue U 4.4, Cnelyaniy npeynpeskacHus 1
fIpeANnasHy MepKH 3a ynotpeba). 3a (pIyokCeTHH ce npenoph4Ba NepuoA OT JBe A0 TpY CEAMHLH 3a
ITHJIHO €IMMHHHPAHE OT OPraHM3Ma W 4Yak CJie[ TOBa HHHLIMMpaHe Ha Teparvs.

Cumnamuxomumemuyu

ANAFRANIL Moxe Aa NOTEHIHpa ChpASHHOCHAOBHTE e(PeKTH Ha aJipeHaIMH, HOpaJApEHAIHH,
H3OTIPEHANMH, edeapuH B heHunedpHH (Harp. MECTHH aHECTETHLIH).

B3agmoaeicTBaA HA PAPMAKOKHHETHIHO HABO

ANAFRANIL (xJIOMHIIpaMHH) ce eJTMMHHHPA ITIaBHO 4Ype3 MeTaboIN3bM. | TaBHMAT MeTabOHTEH ITBT €
AEMETHIHpaHE A0 NOJIyYyaBaHe Ha aKTHBEH MeTab0IHT: N-1e3METWILMKIONPaMHH, MOCICABAH OT
XHAPOKCHITHPaHe 1 MO-HATATLIIHO KOHIOrHpaHe Ha N-2e3MeTHILMKIONPaMHH W HaYaJlHUA JICKapCTBeH
npoayKT. HakoJiko H3oeH3uMa oT GaMusiTa UHTOXpoM P450 yqacTBaT B ACMETHIINPAHETO, I1aBHO

CYP3A4, CYP2C19 u CYPIAZ.

EJIMMUHMPAHETO Ha aKTHBMTE METaGOTHTH CTaBa Ype3 XHAPOKCHIMpaHe H ce katanmusupa ot CYP2D6.
Ennospemento npunoxeHue ¢ uaxuburopy Ha CYP2D6 moxke na foseje 10 HapacTBaHE Ha
KOHLIEHTPALMATA HA AKTHBHHUTE METabOHTH, 10 TPH ITTH NPH MALMEHTH ¢ GeHOTHIT Ha ObP3u
MeTaonu3aTopy Ha NeGPH3OXUH/CTIAPTENIHH, KOHTO Ce NMPOABABAT KaTo 6aBHH METabOoJIH3aTOPH B TO3H
cnyqait. EnHoBpemenHoro nipunarane ¢ uaxuturopn Ha CYP1A2, CYP2C19 u CYP3A4 ce ovaksa fa
MOBMILYM KOHLIEHTPALMHTE Ha KIOMHIIPAMHH M 12 HAMaJIW KOHLIEHTpaUMUTe Ha N-
NE3METIITLIMKIIONPAMHH, KATO 110 TO3M HAUMH HE © 3aIb/DKUTENHO A ce 3acerte oduiara (apMaKonorus.

MAOQ-HEXUGUTOpHTE, KOUTO chio ca noteHTH CYP2D6 nunxubuTopH in vivo, Karo MOKIOOeMHS ca
NPOTHBONOKA3aHH 3a €AHOBPEMEHHA yNoTpeba ¢ KIOMHNpaMuH.(BIX TouKa 4.3 [IpoTHBONOKA3aHMA)

AHTHAPUTMUYHHATE JIEKAPCTBA, KATO XMHUAMH W NpONadeHOH, KOHTO Ca MIOTCHTHH HHXHOMTOPH Ha
CYP2D6, e 6uBa na ce npwiarat B KOMOMHALMs TPHLMKIIHYHH aHTHETIPECAHTH.

MHxHOHTOPHTE Ha OOPATHHS 3aXBAT Ha CEPOTOHMH, KOMTO ca CYP2D6 HHXHOUTOPH, KATO (IIyOKCETHH,
MapoKCETHH, cepTpaiuH, H aApyry Bkl CYPIA2 w CYP2C19 unxubutopu (Hamnp. cbnyaomaMHH) ChULO

i HH
o

CepyMHUTE HUBA Ha KJIOMHITPAMHH B steady-state HapacTBar npﬂﬁﬂmmeﬂﬂo 4 ITBETH an; __
eJlHOBPEMEHHO IIpHiarane Ha ¢uyBokcaMuH (N-Ae3METHILMKIIONPaMHH HaMalsaBa npuﬁnmmenﬂu 2
NBTH) BIOK TouKa 4.2. JIO3UpOBKa M HAYHH Ha npuioxenne u 4.4. CnenuaiHu npeﬂynpmeﬂm s S

peana3HH MepKH 3a yrnotpeba).

EAHOBpPEMEHHO NpWIaraHe ¢ HeBpOAENTHLM (Hanp. GeHOTHA3HHH) MOXKE 112 JIOBE/E J10 TIOBHILCHHE HA ~



[U1a3MEHUTE HUBA HA TPULMKIMYHH aHTHACHPECAHTH, NIOHUXEH IbPYOB Npar ¥ repuose. KomOHHanusTa
¢ THOPHIA3WH MOXE J1a IPEAN3BHKA TEXKKH CHpPASYHH apUTMHH,

EnHospeMeHHO nmpuiarase ¢ xucramut (Hy)-peuenTopHis aHTaroHHCT UMMETHANH (HHXMOMTOD Ha
HAKOJIKO P450 u3zoensuma, B ToBa ukcio CYP2D6 u CYP3A4), moXe Ja NOBHIIH [1a3MEHHUTE
KOHIIEHTPALMH Ha TPULIHKIHYHY aHTHACIPECAHTH, YUMATO 1032 € HeoOX0AuMO Ja ce HaMalH.

He e ycTaHOBEHO B3aHMOICHCTBHE MEXAY XPOHHYHO YNOTPeOABAHHUTE IEPOPATHA KOHTpauenTueH (15
unv 30 pg nHeBHO eTHMA ecTpaanon) H ANAFRANIL (25 mg axeBHo). He ¢ n3secTHa nHxuOMpaina
axTHBHOCT Ha ecrporeHuTe cpamo CYP2D6, rnaBHUAT €H3UM, AHr&XKUPaH B OCHILECTBABAHCTO Ha
KITMPBHCA HA KJIOMHMIIPAMHH, W IOPaH T34 NPHYHHA HE € 0YaKBa B3aUMOJEHCTBHE. Bpripexu ToBa, B
PENKH CITydYan NPH BUCOKH A03H ecTporeH (S0 pug AHEBHO) M TPHLMKIIMYHHA AHTHACTIDCCAHT HMHIIPAMUH
ce ¢chobIllaBa 3a MOBMINEH TepaneBTHYEeH OTTOBOP ¥ HEXEJaHH PeakUHH, HE € ACHa BPB3KaTa Ha TE3H
CIy4aH ¢ KIIOMHITPAMKH U ECTPOTEHH B [O-HUCKH A030BM HHTepBanu. [Ipenoprusa c€ MOHUTOPHPAHE HA
TepaneBTHYHHSA OTrOBOP Ha TPHIIMKIMYHUTE AHTHAENPECAHTH TIPH NO-BHCOKH A03H ecTporeHy (50 ug
IHEBHO);, MOXKe Ja € HeoOX0AUMO aJanTupaHe Ha 03aTa.

Metundenuaar (Hanp. Ritaline) ¢bi1o MOXe Aa NOBHIIK KOHUEHTPALMUTE Ha TPHLMKIHYHHTE
AHTHZIENIPECAHTH KaTo MOTEHUMATHO HHXHOHpa MeTaloH3Ma MM M MOJKE Aa C€ HAJIOXKH NOHIKCHHE Ha
HO3WTE HA TPUIIMKJIMYHUS aHTH/IETIPECAHT.

Hsixou TPULMKINYHH aHTHIEMPECAHTH MOXeE /@ MOTEHLMMPAT aHTHKOAry/JIaHTHUS eeKT Ha
KyMapHHOBHTE JIEKapcTBa, KaTo BaphapyH U 110 TO3H HAYMH 114 HHXMOHpAT MeTaboNn3Ma UM (CYP2C9).
Hsma napsy 3a cnocoOHOCTTa HA KJIOMHIIPAMHH J]a HHXHOMpa MeTa0o/IH3Ma Ha aHTHKOAryJIaHTHTE KaTo
papdapuH, BCE NaK ce NPENnopbvBa MOHHTOPHHT HA IUIA3MEHHS NIPOTPOMOHNH 3a TO3HM KJIAC ICKapCTBa.

EAHOBPEMEHHOTO NPHIOKEHHE C JIKAPCTBA HHAYKTOPH HA LMTOXpOM P450 ocobeHo Ha CYP3 A4,
CYP2C19 w/umu CYP1A2 moxe Aa yckopsaT MeTabonuama 1 moHwkat epukacHocTra Ha ANAFRANIL.

HUraykropute Ha CYP3A 1 CYP2C, karo pudaMnULMH WX aHTUKOHBYJ/ICAHTH (Hanp. bapbuTypary,
akpbamazenuH, penobapGuranl H GeHHTONH), MOXKE J]a MOHKWKAT KOKUEHTPAMUTE HA KITIOMHIIPAMHH.

Unnykropu Ha CYP1A2 (Hanp. HAKOTHH/KOMIOHEHTH Ha LINrapeHus NAM) TIOHIDKABAT IUI&3MEHHTE
KOHLIEHTPALlM{ Ha TPULMKIHYHUTE aHTHACNPECAHTH. 11pH TIOTIOHOIMTYIICIIMTE MMAUMEHTH TUIASMEHHTE
KOHLICHTPallMK Ha KIOMUIIpaMHH B steady-state 3a 2 ITbTH MO-HACKH B CPABHCHUE C HCMYIIAYH (HAMa
npomsida B N-Ie3MeTHILUKIONPaMHH).

KoMunpaMuH € ¢bio Taka in vitro (Kj=2.2 pM) H in vivo HHXHOHTOp Ha aKTHBHOCTTA Ha CYP2Dé6

(OKHC/IEHHE Ha CIIApPTEHH) K NOPaJiK Ta3M NPpUYHHA MOJKE /18 TTOBUIIH KOHLCHTPALMUTE Ha
€IHOBPEMEHHO [IPWIATAHUTE areHTH, YHATO KIMPBHC C€ OCHUIECTBABA HPE3 CYP2D6 npu Onp3ute

MeTaboNH3aTOopH.

4.6 bDpeMeHHOCT H KbpMeEHE

BpemenHocT

OnursT ot npuioxkenuero Ha ANAFRANIL no speMe Ha OpeMEHHOCT € OTPaHHHeH. CobuiecTByBaT
M30JIMPaHH CLOBILIEHHA 33 Bb3MOKHA BPB3KA MEXKAY NPHIIOKEHHETO HA TPHIMKNHYHH AaHTH/ICTIPECAHTH
1 HeGNaronpHATHH eeKTH BBpPXY IU10/1a (HApYUIEHHA B Pa3BUTHETO) M 3aTOBA NMPUJIOKEHHETO
ANAFRANIL no Bpeme Ha GpeMEHHOCT cliefiBa fa ce H36Arsa, OCBEH aKO OUaKBaHHAT SEKT OT
TepanuATa OnpagiaBa NOTEHUHAJHUA PUCK 32 MJI0JA.

HoBopoaeHn oT Maiiku, pHEMaiH TPHUMKIHYHH aHTHACTNIPECAHTH 10 MOMEHTA Ha PAXKNAHETO
MposBABAT CHMITOMH Ha OTHEMaHe KaTo AUCIHES, E€TaprU4HOCT, KOJIWKH, pasApasHHTCIIHOCT,
XUMOTOHHUA WM XUINEPTOHHKSA, TPEMOP HIIH KOHBYJICHH IO BPEME Ha ITbPBUTE HAKOJIKO aca WIH RN OT
JKABOTA cH. 3a na ce n3derHat noaoGHU npossu aosupoekata Ha ANAFRANIL nocreneHHO, Tp#ea.jia
ce HAMAJTH ¥ OKOHYATEJIHO Aa Ce CHpe Han-MaJKo 7 CeAMHLY NPeAH N3YUCICHHA TEPMUBME .~y * 1
GpeMeHHOCTTA. e T

Knpmene

[Mopaay IpeMHUHABaHE Ha JICKAPCTBEHOTO BEIIECTBO B KbPMATa, NPH KbPMEHC ANAERANH%_TPH‘SB&_
MOCTENEHHO J1a Ce CNpe WK KbPMEHETO J1a Obe NpeyCcTaHOBEHO. SR



4.7 EdexTn BLpXY cnocobHocTTa 32 modupane B padbora ¢ MAMIHHH

[Tamuenture, npuemamy ANAFRANIL, Tpsa68a na GbaaT npeaynpeieHH, Y€ MOXe Ja H3IUTAT eeKTH
KaTo 3aMBbIiIABAaHE Ha 3PEHHETO, CHIJIMBOCT M APYTH cuMiToMH ot cTpaHa Ha LTHC (Bx. Touka 4.8.
"HexxenaHu NEKapCTBEHM peakuu”) H B T€3U cilyyad Te He TpAGBa aa wodupar, fa paboTaT ¢ MalIHHH
WJIH J1a M3BBPLIBAT ASHHOCTH, HANarau(y NoBUILIEHAa KOHLEHTpAIlHA Ha BHHMAHHETO.

[TaupenTHTE CBHIIO TaKka TPAOBa Aa ObAaT nNpeAypeacHH, Y€ aaKOXOJIbT WK APYTH JIeKapcTBa MOXKe Ja
MOTEHLMUPAT Te3H eeKTH (BXK. TOUKa 4.5, JlekapcTBEHH H APYTH B3aUMOCHCTBHS ).

4.8 Hexenanu JeKapcTBeHH pPeaKINH

Hexenauure edekTH OGUKHOBEHO Ca JIEKH H NIPEXOAHH K OT3BY4YaBaT MPH MPOIBDKUATENIHO JICHECHHE HIH
MpH peAyKUMs Ha Jo3aTa. Te He BUHArH KOpENMpar ¢ IUIa3MEHUTE HUBA Ha JIEKAPCTBEHHA NMPOTYKT HIIH C
Ao3aTta My. YecTo € TPYAHO Aa ¢ OTTpaHuYaT HAKOH OT HEXEJIAHHTE eEKTH OT CHMITOMMTE Ha
AeTpecHs - Hallp. yMOpa, HapyIlieHHsA B ChHiA, Bb30y/1a, TPCBOXKHOCT, KOHCTHIALMA H CyXOTa B yCTarTa.

[Ipu HacTBIIBaHE Ha TE)KKH HEBPONOTHIHH WK NICHXMATPHYIHH HEXETaHH PEakLMH, JICUCHHETO
ANAFRANIL tpabea na ce npeycTaHOBH.

[TauueHTHTE B HaTIpeaHaNa BL3pacT ca 0cOOEHO YYBCTBUTEIHH KBM aHTUXOJIHHEPrMUHHTE,
HEBPOJIOTHYHHTE, NCHXHATPHYHHUTE U CHPAEYHOCHA0BHTE edexTH. CriocobHOCTTa HM 2 MeTabOoIH3HpaT
¥ eMMMHHHUPAT JIEKAPCTBA MOXKE 1a € MIOHMKEHA M TOBA 1a IOBEJIE 10 PHUCK OT NOBUIIABAHE HA
[UIa3MEHHTE HUBA NPH TEPANeBTUIHH JO3H.

HexxenanuTte peaxiMH ca FPYINUAPaHy B 3aBUCHMOCT OT YECTOTATa, MbPBO HaH-1eCTHTE, H3MOI3BAHKH
crexHaTa KiacubukaLus: MHOro yectu (> 1/10); uectu (= 1/100, <1/10); negectu (= 1/1 000, <1/100);
peaxu (= 1/10 000, <1/1 000); mHoro peaky (<1/10 000); BRTIOYHTERHO H30ANPAHHTE JOKNALH.

4.8.1. {enmpanna nepsna cucmema
Hcuxuunu napyuenus
MHoOTro 4ecTH: ChHIMBOCT, YMOpPa, HECIOKOHCTBHUE, MOBULICH aIllCTHT.

YecTu: 06BPKAHOCT, AE30PHEHTALIUA, XAMOUMHALNH (0COOSHO NPH MALMEHTH B HANpeAHaANIa BE3pacT H
npy nanuenTH ¢ 6onect Ha [TapkKHHCOH), TPEBOXKHH CHCTOAHMA, BE30Y/a, HAPYIUCHHA Ha CHHA, MaHu4,
XUIIOMaHHs, aFPECHBHOCT, TAMETOBH HapyIIECHH, AENEPCORANN3AIINA, B/IOIIaBAHE HA ICTIPECHATA,
HapyllleHa KOHLIEHTpaLusi, 0€3ChHHE, KOIMapH, Npo3sABaHe.

HeuecTH: akTHBHpaHe Ha NICUXOTUYHATa CHMIITOMATHKA.

C Heu3BeCTHA YeCTOTa: CYHLIMAHA HACALIHMA H CYHLUMOHO roBejeHue "
Hapyuwenua na nepenama cucmema

MHOr0 4€CTH: CBETOBBLPTENK, TPEMOP, IMaBOOONIHE, MHOKJIOHYC,
YecTH: JETHPHYM, FOBOPHH HAPYLICHHS, [apeCTE3HH, MYCKYJHa CaboCT, MyCKy/IEH XHNIEPTOHYC.
HeuecTH: KOHBYJICHH, aTaAKCMSL.

Muoro peaxn: [Tpomenu B EEI', xuneprmupekcHs, HEBPOJIENTHYEH MAJIAITHEH CHHIPOM

Aumuxonunepeuunu eghexmu

MHoro yecTH: CyXoTa B yCTaTa, H3TIOTABAHE, 3alieK, HapyLICHUs Ha 3pUTETHATA aKOMO/JALHA, 3aMBITICHO
3peHre, MUKIIMOHHU HapyIICHHA.

YecTH: TONNH BBIIHY, MHIpHa3a. T
MHoOro peakn: rmaykoma, 3abp)KaHe Ha YpHHa.

'MIMa ¢Bo61IeHH CTyHaH Ha CYMUMAHA MASAUMA U CYHLIHIHO MOBEICHHE MO BPeMe Ha -ﬂeqeﬂue c
KJIOMHITPaMHH WK CKOPO CJIeJl CIIUPaHE Ha JIEYEHHETO (BIK TOUKA 4.4). o -



4.8.2. Copoeunocrvooeu HapyeHun

YecTH: CHHYCOBA TaAXHKapAHA, IAJMHATALMH, oprocTaTHYHa Xunotouua, EKT™ npomenu 6e3 KMMHUUHO
3HadeHHe (Hanp. B ST 1 T) npH naupeHTH ¢ HOpMaleH CbpAcYEH CTaTYC.

Heuectu: aApHUTMHH, TTOBHIIIABAHE HAa KPbBHOTO HaJlAraHC.

MHoOTro peJKM: NpOBOAHHK HapylieHHa (Hanp. pasmmupasaHe Ha QRS xommnekca, yasmkeH QT uHTepBan,
usMeHeHus B PQ, 6510k B XJI0HOBeTe Ha CHoMa Ha XHc, torsades de pointes, 0coO€HO NMpH MaLHEHTH €
XHIIOKaJIHEMHA ).

4.8.3. Cmomaiuno-upesHit HApyte HUR

MHOro uecTu: rajiete.

Yectu: nospoinaHe, abAOMUHAIHY HAPYLICHUS, THapHs, aHOPEKCHA.
4.8.4. Xenamo-6unuapru HapyuieHun

Yectv: mNoOBHIIEHHE Ha 4YepHOApOOHWUTE TpaHCcaMHHa3H.
Muoro peaks: XenaTur Cb¢ WIH 6e3 XXBATEHHLA.

4.8.5. Hapywienua na Koxcama u noOKOMNCHAMA MvKAH

UYecTH: aJleprHYHH KOXKHH peakimy (0GpHBH, ypTHKapHia), POTOUYBCTBHTENHOCT, NpypHTyc. MHOrO
pelKH: OTOK (JIOKAJIEH MITH FeHEepaTM3UpaH), Kocomal.

4.8.6. HapywieHus Ha eHOOKDUHHAMA CUCIIEMAT

MHOro 4eCTH: HAJNaBaHe Ha TErfo, HapyLieH|s B TUOMA0TO H MOTCHTHOCTTA.
YecTH: raiakropes, yrojieMsBaHe Ha MbpIMTE.

MHOTo pe/IKH: HapylIeHa CeKpeLs Ha aHTHAHypeTHYeH xopMoH (SIADH).

4.8.7. Hapywenua na uMyniama cucmema

MHOTrO pefKu: allepruyeH alBeoHT (MHEBMOHHUT) ¢ WK 6€3 €03MHO(HIHS, CHCTEMHH
aHa(pUIaKTHYHW/ aHa(MUNAKTOHIHH PEAKIIMH, BKJI. XUIIOTOHHA.

4.8.8. Hapywienun na Kpoema u 1umMpnama cucmema

MHOTO pelKH: IEBKOEHHH, arpaHyJIoLTo3a, TPOMBOUHTONEHHS, €03HHOQHINA, Myprypa.

4.8.9. Cemuenu opzanu

YecTu: HapylIeHUs% BbB BKyCa, THHHTYC.

4.8.10. Cumnmomiu Ha@ OMmHEMaHE

[Tonskora cnel pA3Ko NpeyCcTaHOBABAHE HAa TCPANMATA MY Cie]l pelyKLHA Ha 103aTa MOXKE Ja Ce
MOSABAT: TajicHe, IOBPbIIAHE, aGIOMHHATHH GONKH, HapHs, HHCOMHHS, [1aBo0oNMe, HEPBHOCT U
TPEBOXKHOCT (BHK TOUKA 4.4. CneHaiH{ NpeAyNpeXAeHHS U NMPEANasHi MEPKH 3a ynorpeba).

4.9 Ilpenposzupane

[pu3HaLuTe ¥ cuMITTOMHUTE Ha npeosupaHe ¢ ANAFRANIL ca noao6uu Ha Te3u, CboOLIABaHH MPH
JIPYTH TPHLUMKIUYHN aHTHIEeNpecanTH. OCHOBHHTE YCHOKHEHHA €a CbP/ICYHH K HEBPOJIOrH1HH
HapyLuICHUS.

IMpu Hena cIy4aifHOTO MONTBLIAHE Ha BCAKO KOJNMMECTBO OT JIEKAPCTBEHMs NPOAYKT TPAOBA 1a €& CUMTA
33 MHOTO CEpPHO3€H HHIMAEHT C MOTEHIHAIECH (aTaleH H3XOA.

IIpA3HANH B CHMIITOMH

B NOBEYETO CITyuaH CHMITTOMUTE Ha NPEIO3NPaHe ce MOABABAT B PAMKHTE Ha 4 5. CleR NOT/SIRaneTo 3.

b S £y

OCTHraT MaKCHMATHATa CH TexkecT cien 24 u. Ilopaan 3abasena abcopOups Ha eKapCTEEHMI TIPOAYKT

(aHTHXOJIHHEPrHUeH e(eKT), ABIBI MOTYKHBOT H €HTEPOXETIAaTaNICH LMK, Hﬂﬂﬂ&HT'bf[}Eﬁiﬂﬁ}ﬁEH,ﬂ& e

PUCK B NPOABDKEHHE Ha 4 - 6 HH.

Moxe 1a ce HaOogaBaT CIeAHUTE NPH3HALM H CHMITTOMH:
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I{enmpanna nepena cucmema

CBHJIMBOCT, CTYNOp, KOMa, aTaKCHi, HECIIOKOHCTBUE, BB30yna, Xuneppedaekcus, MyCKyJTHa pUrHAHOCT
H XOpEeOaTeTHYHH ABMKEHHs, Thpuose. CBHINO TaKa € Bb3MOXKHO /1a ¢€ Habmoaaear ¥ CHMITOMH,
XapaKTEPHH 338 CEPOTOHHHOB CHHPOM (HAIp. XMIIEPIHPEKCUs, MHOKJIOHYC, HAEITUPHYM H KOMa)

Cepoeunocvoosa cucmema

XUNOTOHNUS, TAXMKAPAHS, APUTMHH, yab/kaBane Ha QT MHTEpBAIA H ADUTMHH, BIITIOYHTENHO torsades
de pointes, MPOBOAHM HAPYIIEHWs, IIOK, ChpP/IEYHa HEJOCTATPYHOCT; B MHOTO PEAKH CJTyqaH - ChpACHEH
apecT.

Moxe aa ce NOABAT M pecliMpaTopHa JUCIIHES, IMaHO34a, NOBPhILAHE, BUCOKA TEMIIEpaTypa, MUIPHA3a,
M3TOTABAHE U OJINTYpHUS WM aHYPHA.

Jleuenue
JIuncea cneuHHYeH aHTHAOT U KaTO LJIC JICYEHHETO € CHMNTOMATHYHO W NOAXBLPIKAIIO.

[pyn cbMHenHs 3a npenosupane Ha ANAFRANIL (ocobeno neua), naumeHTsT TpidBa fa Obac
XOCITHTATM3HPAH U HaOOAABAH IOCTOAHHO B MPOALILKEHHE HA NMOHE 72 4.

AKO MaLHEHTLT € B Ch3HAHKE, BB3MOXKHO Hal-61p30 HanpageTe CTOMALIIEH JTAaBOK WK NMpeAU3BHKANTEe
MoBpBbIlaHe. AKO NALMEHTET HE € B Ch3HAHHE, OCUI'YpeTe ANXATE/ICH BT UPE3 CHAOTpaxealHa TpBOa ¢
MAHIIET NPEH A2 3aN0YHETE 1aBaXKA W He NPEAN3BHKBANTE NOBpEINaHe. [lopaas aHTHXOMHHEPrTIHHS
edeKT Ha JIEKAPCTBEHHA MPOLYKT, H3IPa3BAHETO HA CTOMAXa MOXe Jia ce 3abaBH 1 3aTOBa
ropen3GpOEHHTE MEPKH Ce TIPETIOPHUBAT B PAMKHTE Ha MbPBUTE 12 4. HIIM XOPH MO-KBHCHO CIIEA
npeno3upaneto. IIpuiaraHeTo Ha aKTHBEH BBITICH MOXKE Ja CIOMOTHE 3a pefyLlipaHe Ha abcopbuunaTa
Ha JIEKAPCTBOTO.

JIeueHHETO HA CUMITTOMHUTE ¢€ OCHOBABa Ha CHBPEMEHHHTE METOAU 32 HHTCH3HBHHU I'DHXKU T1PH
MOCTOAHHO MOHUTOPUPAHE Ha ChpAe4HATa QYHKIMS, KPEBHOTa30BUAT GHAJIU3 H CIICKTPOJIMTHTE, a NPH
HeOOXOQUMOCT - CIIEITHY MEPKH KATO aHTUKOHBYJICHBHA Tepalisi, H3KYCTBCHO IHLIAHC U peaHHMallus.
[Mopajy HANTMMHETO HA JaHHH, Y€ QU3OCTUTMHHET MOXKE /1a IPHYMHH TEXKa Opaaukapaus, aCHCTOIHA W
PUNAABIHM, IPUIOKEHHETO MY HE Ce NIPENophHBa NpPH CITy4Yad Ha CBPBHXI03HPAHe Ha ANAFRANIL.
XeMoauany3aTa U IIepHTOHEANTHATa {HaIn3a ¢a Hee(PEeKTHBHH NOPaJH HHUCKUTE IUTa3SMEHH
KOHIIEHTpallMK Ha KJIOMHITPAMHH.

. GAPMAKOJOINYHU CBOUCTBA

5.1 dapMaKOAEHAMHAYHH CBOHCTBA

PapMaKOTEpANIEBTHYHA Ipyna

TpuunkInyueH antuaenpecant. MAXuOKUTOP Ha 0OpaTHHA TPaHCIIOPT HA HOpaxpeHalvHA H B TIO-ToNAMa
CTENeH Ha oBpaTHUA TPAHCTIOPT Ha CEPOTOHHHA (HECENEeKTUBEH HHXUONTOP Ha oOpaTHHA TPaHCNOPT Ha

moHoamuuH), ATC xon: NO6A A04.

MexaHn3bpM HA A€HCTBHE
[Ipeamonara ce, ue TepaneeTiiHaTa akTHBHOCT HA ANAFRANIL ce Oazupa Ha crocobHOCTTa MYy J1a

MHXHOHpa 0OpaTHHA HEBPOHAJIEH TPAHCIIOPT HAa HOpAAPEHATHHA U CEPOTOHHHA, ocBODOIEHH B
CHHAITUMHATA LENKa, KaTo HHXHOUpaHETO Ha o0paTHUA TPAHCMOPT Ha CEPOTOHMHA € M0-BaXKHOTO OT
TEe3U NSeHCTBHA.

B nombiHenre ANAFRANIL npHTexkapa W WWHPOK CMEKTBP Ha (apMaKkONOruyHH AEHCTBHA, KOHTO
BKITFOUBA O 1 -aApCHOIMTHYHH, aHTHXOJTMHEPTHYHH, 2HTHXUCTAMWHOBH Y aHTHCCPOTOHUHEPIrUYHH
(6noKHMpally CEPOTOHHHOBHTE PELENTOPH) CBOHCTBA.

PapmMakoAHHAMHYHN eQEKTH I
o U R r_ RN

ANAFRANIL Bb3aeiicTBa BHPXY ACHPECHBHUA CHHAPOM KaTO LAN0, 0COOCHO BBPXY THNRHHATE My . .
XapaKTePHCTUKH - ICHXOMOTOPHATA peTapJalui, MOTHCHATOTO HACTPOCHHE U TPEBOXHOETYA.© C T
KJTMHMYHOTO MOBJIHABaHE OGUKHOBEHO ce Habnofasa cen 2 - 3 CeAMMYHO JIeYeHne. | - -

ANAFRANIL nputexasa U crnietidduyes ehekT BbpXy 00CECHBHO-KOMITYICHBHOTO pa3CTPOHCTBO, KATO
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TO3H eeKT ce pasuyaBa OT aHTuaenpecuBHUA. [Ipu xpoHuyHa Gonka che Wik 6€3 COMaTHYHU
npuunHd ANAFRANIL aeiicrea BepodTHO upes NoANoMaraHe Ha CepoOTOHHHOBATA H
HOPAAPEHANIMHOBATA HEBPOTPAHCMHUCHS.

5.2 @apMakOKHHETHYHH CBOHCTBA

Abcopbunsa

Knomunpamux ce abcopbrpa HalrkIHO B FaCTPOMHTECTUHAIHHA TPakT. CucTeMHaTa OMOHATMYHOCT Ha
HENPOMEHEHHS KIIOMHUIIPaMHH ce penyumpa A0 50% ot xenaramuuar first pass edekt a0 obpaszyBaneTo

Ha aKTUBHHA MeTabomuT N-1e3MeTHIKIOMUNIpaMHH. BHOHATHYHOCTTAa HA KITOMHIIPAMHH He Ce 3acara
3HAYUMO NpH NpHeMaHe ¢ XpaHa, B Te3n cirydan Moxke Aa € Jieko 3a0aBeH0O HauanoTo Ha abcopOumaTa U

14 e YABIXKEHO BpEMETO A0 JOCTUraHE Ha ITMKOBH HUBA.,

[Tpu nepopasen ripueM Ha nocTosHHN JHeBHHU 4034 ANAFRANIL crabuinuTe ninasMeHH KOHLEHTpaLHH Ha
KJIOMHIIPAaMMH MOKA3BaT rojisiMa BapHaOWITHOCT MEX/TY OTACTHMATE nalyeHTH. JlosupoBka ot 75 mg AHEBHO
BOJM A0 CTaOHITHH MJIa3MEHH KOHLICHTPAUMH B fyana3oHa ot 20 a0 175 ng/ml.

CrabwiHuTe IU1a3MEHH KOHIICHTPALMM Ha aKTHBHUA METa0OJINT AC3METHIKIIOMHITIPAMHH NOKA3BaT ChIIO
noJoOHY BapHaLlMH, HO TIpH J03UpoBKa OT 75 mg anesHO Te ca 40-85% mo BHCOKH OT T€3H Ha
KIIOMHITPAMUH.

Pasnpeaenenue
97,6% OT KJIOMHIIPAMHH Ca CBBP3BAT C IUIa3MEHHTE MPOTEHHH, Y CTAHOBEHHAT 0OEM Ha pasnpeicneHHe e

okono 12 no 17 L/kg renecHo Terno. KoHueHTpaLunTe B TUKBOpa ¢a 0Koj1o 2% OT njia3MeHHTe
KoHLIeHTpalHH. KinoMunpaMHH NpeMHHaBa B KEpMaTa B KOHUEHTPALUH, MTOJOOHH Ha MIa3MeHUTE.

buorpancdopmanus

' aBHUAT MeTaboIMTEH BT HA KIOMUIIPaMHH € JIeMeTHAMpaHe 10 ofpasyBaHe Ha akTHBeH MeTabonmr
N- 1e3MeTHIKIOMHIPAMHH. N- A€3METHIKIIOMHIIPaMHHE MOXe Ja ce 0Opa3yBsa upe3s HAKOIKO P450
n3oeH3uMa, ocHorHO CYP3 A4, CYP2C19 u CYP1A2. KnomunpaMuH ¥ N- 163METHIKIOMHIIpAMHH CE€
XMAPOKCHUINPAT JO 8-XHAPOKCHKIONPaMHH H 8-XHAPOKCH- N- 1€3METHIKIOMHNPAMHH. AKTHBHOCTTA Ha
8-xuapokcumeTabonuTuTe He € JepUHHpaHa in vivo. KnoMHIIpaMMH ChINO C¢ XHUAPOKCWIAPA Ha BTOPO
MACTO ¥ N- Ae3METHWIKIIOMUTNTPaMHH MOXe IT0-HATaThK Aa Obae JeMeTHIHpaH 10
OUAE3METHIKIOMHIIPAMHH. 2- M 8- XMAPOKCUMETa0OJIMTHTE C€ €EKCKPETHPAT OCHOBHO Upes
FIIOKYpPOHHpaHe B ypHHaTa, ENMMMHMpaneTo Ha aKTHBHHTE METaboaMTH, KIIOMUNPAaMHH 1 N-
NE3METHTKJIOMHITPAMHH, KaTo 0O6pa3yBaHeTO Ha 2- U 8-XHAPOKCHKJIOMHUITPAMHH C€ KaTaIH3HPa OT
CYP2D6.

Enmmuannpane
KnoMunpamMuH ce eTMMMHHpa OT I1a3MaTa [IPH CPeieH KpaeH NOoTy>KMBOT ChoTBETHO 21 4. (o1 12 110

364) 1 AeIMETUIIKJIOMMITPAMHUH MPH CPEIeH KpaeH NMOJY>KHBOT 36 4.

OKo/10 JiBe TPETH OT eHOKpaTHATA 1032 KIIOMHIIPAMHH C€ €KCKpeTHpa BbB BHJl Ha BOAOPa3TBOPHMH
KOHIOTaTH B YPHHATA, a OKOJIO €/IHA TPeTa - B M3NpakHEHUATA. KoHuecTBaTa HeNMPOMEHeH
KIIOMHIIPAMUH 4 Je3METHIIKJIOMHUIIPAMHH, EKCKPETHUPAHH B YPHHATA, Ca ChOTBETHO O0K0/10 2% 1 0,5% oT

[MPpUI0KCHAaTa 403a.

Oco0eHOCTH NPH HAKOH IPYNH NANHEHTH
[Ipyu nanueHTH B HanpeAHAIa Bb3pacT IVTa3MEHHTE KOHLIEHTPAlMM Ha KJIOMUIIPaMUH NP BCAKA
NO3HPOBKA ¢4 BUHATH I0-BUCOKH OT TE3H IPH NO-MJIAJM MALIHEHTH NOPaH MOHHXEHHUs METabOIHTeH

kiMpbHe. He ca ycraHoBeHn edekTire Ha 4epHOAPOOHH WK 6hOpeydHn HapyIIeHHs BbpXy
dapMaKOKHHETHKATA HA KJIOMHIIPAMHH.
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Criopea chiuecTByBaIKTe ekcriepuMeHTIHY JaHHH ANAFRANIL HaAMa MyTareHHH, KaDUWHOTCHHH HITH -\
TEpaTOreHHU eEeKTH. | |

6. G®APMAIEBTHYHHU JAHHU



6.1 CnHuchK HA NOMOIIAHTE BEeIECTBA

'muuepun (85%, PH), nakro3a, Marue3ues creapar, LApeBHYHO HHIIECTE, CTEAPHHOBA KHCC/THHA,
XHAPOKCHITPOITMII METHJILIETY/I032, BUHWITPONHAOH/ BHHWIALETAT KOMOJIHMMEP, MUKPOKPHCT. LIJTyJ103a,
THUTAHUEB JUOKCHI, XBJIT 3KejleseH Anokcu, makporon 8000, nonuBHIOH, 3aXapo3a, TIK.

Tabnerxkure or 10 mg ChABPKAT CHIIO JKETATHH, & TE3U OT 25 Mg CHIHIINEB aepore.

6.2 HecnBMecTHMOCTH

He ca u3BecTHHU.

6.3. Cpox Ba rogsocTt

5 roauHH

6.4 CrennaJiAg ycJI0BHS HA ChXpPaReHHe
Ja ce masu oT Bjara. |
Jla ce cpxpaHaBa npu Temnepatypa nox 30°C.
Ha ce cbxpansiBa Ha MACTO, HEAOCTBITHO 32 Jelia.

6.5 /laHHR 32 ODAKOBKATA
Bnuctepu or PVC/PE/PVDC.
O6ButH Tabnetkn 10 mg x 30
O6BuTH Tabnerku 25 mg x 30

6.6 Ilpenophkn npu ynorpeda
Hsma crieupaniy npenopbkH 3a ynorpeoa.

7. IMIPUTEXATEJ HA PASPENIEHHUETO 3A YIIOTPEDBA

Novartis Pharma GmbH
Roonstrasse 25, 90429 Nuernberg, I'epmannd

8. HOMEP(A) HA PAPENIEHHUETO 3A YIIOTPEBA
Anafranil tabl. coat. 10 mg x 30: 20040054,
Anafranil tabl. coat. 25 mg x 30: 20040055

9, JIATA HA IThbPBO PASPEIIABAHE/TIOJHOBSBAHE HA PA3SPEIIEHHETO 3A

YIIOTPEDBA
14.08.1992 r.

10.  JATA HA AKTYAJIM3UPAHE HA TEKCTA
(epyapu 2009 TR
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