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Kparka XapakTepuCTHKA HA DPOAYVKTA

1. HME HA JEKAPCTBEHUSA ITPOAVKT

MAXALT® 5 mg Tablets
(MAKCAJIT 5 mr) TaGnetku

MAXALT®" 10 mg Tablets
(MAKCAIJIT 10 mr) Tabnerkni

2. KAUECTBEH ¥ KOJJMYECTBEH CbCTAB
Besixa mpecosana TabneTka or 5 Mr ¢habpka 5 Mr rizatriptan (koeTo oTroBapsa Ha 7,265 Mr

O¢H30aT).
Beaka npecoana tabnetka ot 10 mr ceabpaxa 10 Mr rizatriptan (koeto otroBaps Ha 14,53 mr .
OeH3oaT).

3. JJEKAPCTBEHA ®OPMA

MAXALT ce npepnara karo npecoBaHu TabJIETKH 3a OPaJIHO IPHIOKEHUE.

4. KJIMHUYHU JAHHHU

4.1. TepaneBTHYHH MOKAZHHA

JleueHHe Ha OCTPHS MHUIPEHO3EH NIPUCTHI ¢ WiK 6€3 aypa.

4.2. To3HpOBKA ¥ HAYUHA HA NPHIOKEHRE
Ob6wu

MAXALT se TpaGpa Aa ce W3no/3Ba 3a poPuNaKkTHKA.
TabneTkuTe ce NOrabLIAT LENH C TEYHOCT.

Bwapacmnu nag 18-200uuina gu3pacm

[TpenopbusanaTa no3a € 10 mr. KIHHUYHHAAT ONMT [I0KA3B4a, Y€ MPH Ta3H 1034 Ce MOCTUra
Hah-n00pp KnMHNUEH edekT.

Hauganoro Ha geficTBHETO Ha npenapara (HaMaasBaHe WM H34e3BaHe Ha rinaBoOOJIHETO)
MO3KE Ja HACTHLIH B MhpBUTE 30 MUHYTH Cile] TpUEMa MY.

loemopna 0osza: Mexay otaenHure rnpueMu TpsOBa a UMa rmoHe 2 yaca. 3a 24 yaca de
TpabBa Aa ce B3eMar nopeye ot 30 Mr.

! 3anazena Mapka na MERCK & CO., INC., Whitehouse Station, N.J., U.S.A.
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* npu 8v30bHOBABAHE HA 2Aasoboruemo 8 pamkume Ha 24 yaca: AKO ciell OT3BY4YaBaHE Ha
MBPBUSA NIPUCTBHIT IMTABOOOITHETO C€ BH3BBPHE, MOXKE Ja C€ B3¢MAT JOMBIHUTEIHH JO3H KATO Ce
cpONI01aBaT CIOMEHATUTE NPENOPBKH.

o npu aunca Ha omzoeop: EQeKTUBHOCTTa Ha MOBTOPHATA 11034 IPH JICHEHHE HA MPUCTBI, KOHTO
HE Ce € MOBIHA OT IHPBUS NIPUEM, HE € MPOYYBaHA B KOHTPOJIMPAHK OITUTH.

KnuHuuHHATEe npoyyuBaHHs codvar, ue OoJHUTe, KOMTO HE Cce IIOBNMABAT MPH €IUH
IPHCTHIL, MOTAT [a CE€ MOBJIUAAT NPH CICABAlL,

Makap 1 mo-Manko e(PeKTHBHH, ChllecTBYBaT M TabseTku oT 5 Mr. Te morar aa Ovaar
MOAXOASIIN 38 HAKOH KaTerOpHH MALMEHTH, HaIIPUMEP TE3H, KOUTO CE€ JIEKYBAT ¢ MPONPaHOJIOL.

Ilayuenmume, xoumo ce jnexysam c¢ nponpanoaon: llpu OOMHHTE Ha JedeHHE C
NporipaHo;Io TpAOBa Aa ce u3non3sar TabjaeTkMTe OT 5 Mr, KaTo MakcHMasHaTa Ao3a 3a 24 qaca

e 3 tabneTky (B JlekapcTBEHU U APYIH B3aUMOJCHCTBHA).

Ynompeba npu neduampuynu nayuenmu

Heya (moo 12 zoouwna ev3pacm)

Hama HamM4YHM JaHHM 3a ynotpedara Ha rizatriptan npH acua rnoj 12 roauiiHa Be3pacT.
[Topanu TOBa He ce mpenopbkYBa ynorpedara My B Ta3H Bb3pacTOBa rpyna.

IToopacmeawu (12-17 zo0uwna ev3pacm)

B enno nmaneGo-xkoHTpomHpaHo npoyysaHe, edektuBHocTTa Ha MAXALT Tabnetku
(5mg) He e Ouna ycraHoBeHa. HexxenaHuTe JIeKapCTBEHM peaklMH JOKIaABaHH B TOBA KJIHHHYHO
Npoy4yBaHe ca GMITH CXOAHHM IO XapaKTep ¢ Te3H, JOKIaJBaHH OT KIMHHYHWUTE HU3IMTBAHMSA ITPH
Bb3pacTHH. Ynorpebara Ha MAXALT TtabnerkH He ce mpernopwuBa NpH NAaMeHTH moj 18

I'OAHUHH.

4.3. [IpoTHBONOKA3AHHSA

CBpPBXYYBCTBUTEIIHOCT KBbM rizafriptan WIM HAKOSA OT CECTABKHMTE Ha Mpernapara,

EnHoBpeMeHHa yrotpeba Ha MOHoaMMHOOKcHpaasHH (MAQO) uuxuburopn Wi
M3TI013BaHE B CPOK OT JBE CEIMHUIH ciiell pekpaTaBaHe Ha JedeHuero ¢ MAQO nnxuburop.

JloMbIHUTENIHY TNIPOTUBOMOKA3AHHUA, KOHMTO CE€ OCHOBaB4T Ha (bapMaKOTWHAMHYHHTE
CBOHMCTBA HA CHEeIHHEHUATA OT TO3H KJIAC:

HekonTponupaHa apTepHaiHa XHIIEPTOHUA.

YcraHoBeHa MCXeMHYHA OOJIeCT Ha ChPIUETO, B TOBA YMCIO CTEHOKAap/us, aHaMHe3a 3a
HHGOAPKT Ha MHOKApAa WIH JOKYMEHTHPAaHA THXA HCXeMHs, OOEKTHBHH U CyOEKTHBHH CHMITOMH
na UBC w1y auruda Ha Prinzmetal.

4.4. CuenHaIHN npeavIpexiAeHHs H NPeANAa3HH MEePKH HpH ynorpeba

MAXALT He TpabBa na ce ynorpedsaBa npu 60IHH, IPH KOUTO JHArHO3aTa MHIPEHA HE €
nocraseHa curypHo. MAXALT mue TpsabBa na ce usnonsea npu OonHu ¢ OasunapHa WM
XeMUIIIErHYHAa MHIPEHA.
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MAXALT Hne TtpsabBa ma ce H3Mon3Ba 3a JIeUeHHe Ha “aTHNMMYHO” riiapodosue, T.€.
rnaBo0OIUe, KOETO MOXKE Ja € CBbP3aHO ¢ APYTd CepHO3HH 3a00o/aBaHUA (HarpUuMeEp MO3bYCH
MHCYNT W/IM pPyNTypa Ha aHeBpH3Ma), NPH KOHUTO BA30KOHCTPUKLMATA HAa MO3ZBYHUTE CHAOBE
MOXKE /12 € OacHa.

Hma cpolineHus 3a peaky Cydad Ha CePHO3HU KOPOHAPHU MHLIMASHTH NP U3MN0JI3BaHE
Ha Ta3sd rpyna jgekapcrsa, BkmounTeHo MAXALT (pwx Hexenanu nekapcTBeHH peakuMH).
IIpu Gonuute ¢ puck or MBC (Hanpumep XuneproHALM, AWaOeTHLM,Iyma4Yd M (PaMHIHO
obpemenenn ¢ UBC) nipeau 3anodpaHe Ha JICUSHUETO ¢ Mpemnapara TpaOBa Aa ce #¥Ma npeiBui
U3cJieIBaHe Ha ¢hbpjaeyHaTa QyHkiua. [Ipu nmaumentn ¢ aokazana UBC MAXALT He TpadOra aa
ce uanoasea. (Bx [IporuBonokasanmus)

Ennopemenno ¢ MAXALT He Tpabsa aa ce ynotpeOsSpaT Opyrd aroHMCTH Ha
cepotoHMHOBUTE 1 B/1D penienTopu (HarmpuMep CyMaTpUIITaH ).

He ce npenopruBa npunaraneto Ha MAXALT u nipenapatd ot rpynara Ha eproTaMHiHa
(HarpuMep €proTaMHH, AUXHAPOSProTaMHH UM METHUCEPrU) NMpe3 UHTepBall No-Kbe OT 6 yaca.
Brnpexu uYe npu KAMHHKO-PApMaKOJIOTHYHHUTE Npoy4uBaHusa, obxsamamy 16 3apaBH MBxe
TPETHPAHH C rizatriptan ¥ napeHTepajcH eproTaMuH, He € HaOMoAaBaH AAUTUBEH Ba30CNACTHUEH
eekT, TakKMBa €(PEKTH Ca TCOPETUYHO BB3MOXHHY.

ITo BpeMe Ha KOMOMHHMpAHO NpUeMaHe HA CEJIeKTUBHH HHXUOUTOpH Ha 0oOpaTHOTO
saxpamtade Ha ceporoHuMH (SSRIs)/ wuuxuOutopu Ha oOpaTHOTO 3axBamlaHe Ha
cepotoHuHHOpenmuHedpun (SNRIs) u Tpumranu ca OWnM AOKIaABaHHM CIYyYad Ha XKHBOTO-
3acTpallaBal] CePOTOHMHOB CHHAPOM. AKO € KIHHHYHO HAJIOXKUTE/HA ChBMECTHATA TEpalHsa Ha
MAXALT c»c SSRI (HanpuMmep sertraline, escitalopram oxalate u fluoxetine) vnum ¢sc SNRI
(manpumep venlafaxine, duloxetine) ce mpenopbuBa BHUMATEIHO HabmopnaBaHe Ha IMallUEHTa,
ocobeHO MpH 3anovBaHe Ha JIEYSHHETO W NpM YBe/W4YaBaHe Ha no3arta. CUMOTOMHTE Ha
CEPOTOHUHOBUA CHHAPOM MOTAT Ja BKIIOYBAT MPOMEHH B MCHXHYHOTO CBECTOAHUE (HAIPUMEP
Bb30ya, XaJLMHALIMH, KOMA), ABTOHOMHA HeCTaOMNHOCT (HanpuMep TaXukKapaud, HecTabUIHO
KPbBHO HAaJlsiraHe, XUIEPTEPpMHUs), HEBPO-MYCKYJHH HapylleHHs (HampuMmep CBPBX pedreKcH,
HEKOOPAMHHPAHOCT) W/WIKH racTpOMHTECTHHAIHH CHMNTOMU (HanpuMep rajcHe, MOBpPBIIAHE,
auapust). (Buk 4.5, JlekapCTBeHH W ApYTrd B3aUMOACHCTBHSA)

KonuuectBoTo Ha nakTo3aTa B eHa TabneTka (30,25 Mr B Tabnetkure ot 5 Mr u 60,50 Mr

B Te3n ot 10 MF) BEPOATHO HE € A0CTaThHHO, 3a Aa IIpEAHU3BHKA IIpOABH Ha JIaKTO3Ha
HEIIOHOCHMOLT.

4.5. BzanmopeiicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYTrH GOpMH HA B3aHMoOEHCTBHE

Monoamunooxcudaznu  unxubumopu: rizatriptan ce pasrpaxkaa OCHOBHO OT
MOHOaMHHOOKcHaa3za A (MAO-A). IlnazMeHHTe KOHLEHTpaLMM Ha rizatriptan M HeroBus
akTUBEH N-MOHOAE3METHIOB METAOOTUT ¢€ YBEIMYABAT NPH €OHOBPEMEHHOTO MPHIIOKEHUE HA
cesiektTuBeH ofbpatuM MAO-A wuHxubutop. CxomeH unM no-CHIeH ¢(EKT ¢e O4akBa IIPH
CBUETABAHE ¢ HECENEKTUBHH, HeoOpatuMu MAQ uuxuburopu. Ilpy naupeHTHTE, KOMTO C€
nexkysar ¢. MAO wuHxuduropu, ynorpebata Ha MAXALT e mnporusonokasana. (Bx
IIporuBonoka3anus.) ——
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B3aMMO/ICUCTBHE MEXTY ABATa MeJMKAMEHTa TNPH MBPBOHAYMAIHOTO WM IIPEMHHABAaHE IIpe3
yepHHS Apol, Thil KaTo KakTo MPOrpaHONONbT, TaKa | rizatriptan ce MeTabonIM3HpaT OCHOBHO OT
MAQO-A. Ilpn Gomuure, KOMTO noJlyuaBaT nponpaHoioi, ao3ara Ha MAXALT e 5 mr. (Bx
Jlo3upoBka M HaukMH Ha ynotpe6a.) He e ycranoseno §apMaKOKMHETHYHO B3aMMOIEHCTBHE
MeXay rizatriptan u apyrn 6era-Gnokepd KaTo HAmONONM WM MeTOMponoi. Bb3 oCHOBa Ha
[aHHUTE OT MPOYydYBaHMA in Vitro, ¢ THMOJION M aTEHOJIOA HE C€ OYaKBaT (HAapMAKOKHHETHYHH
B3aUMOJICHCTBHS.

CenexmueHu uHxubumopu na obpamuomo 3axeaujane HA cepomonur/ unxubumopu na
06PAMHOMO 3aX6QUYANE HA CePOMOHURNOpenuHeppun U cepomonunoé cunopom: 1o BpeMe Ha
KOMOMHMPAHO NPHEMaHe HA CENIEKTHBHU MHXHOMTOPH Ha OOpaTHOTO 3axBallidHE¢ HA CEPOTOHMH
(SSRIs)/ mHxubUTOpPH Ha OGpPATHOTO 3aXBallaHE Ha CEpoTOHHHHopenuneppuH (SNRIs) u
TPUNTAHH ca GWIM JOK/IANBaHM CIy4ad Ha KHBOTO-3aCTpalliaBalll CEPOTOHHHOB CHHIPOM {BHX
4.4, CnellMaHY TIPOTHBOMOKA3aHHA M CIICLIMANIHY TIPSAYTIPEKICHMS 33 YNOoTpeDa).

4.6. BpeMeHHOCT H KbpMeHe

Ynompeba no epeme na bpemenuocmma

Hsma xTUHUYHM AaHHHM 34 W3NO0JI3BAHETO HA rizatriptan np OpeMeHHH.

[IpK mpoyuYBaHHA HA TOKCHYHHM €(PEKTH BBPXY PA3BHTHETO M BB3NPOMU3BEKIAHETO NpH
MIbXOBE H 3aild He Ca YCTAHOBEHH CBBLP3aHM C Npenapara YBpeXKAaHHA WiIH Mandopmalliy y
wioga. He ca ycTaHOBEHM M KAaKBHUTO M Ja € HEXeNaHM e(eKTH BBbpXy PenpOAyKTHBHHTE
[oKa3aTeNH B PaHHHTE WM KbCHY CPOKOBE Ha GPEMEHHOCTTa, WM B nEpHosa Ha KbpMeHe. 1lpu
Te3W U3CIEIBAaHAS ca OWIM NMOCTHrHATH BUCOKH KOHLEHTpallMd Ha Nipenaparta B KpbBTa Ha
MalKara, B ThKAaHUTE Ha IU10Ja U B KbpMaTa.

Teii Karo Mpoy4YBaHMATA HA TOKCHUHUTE €GEeKTH BbPXY pa3sBHTHETO H
BB3MPOM3BEKAAHETO MPH KUBOTHH HE BHHArM MOraT Ja NPeABHUAAT PEeakUMUTE IpH XOpa,

MAXALT Tps6Ba aa ce U3Mo3Ba 110 BpeMe Ha GpeMeHHOCTTa CaMo B CITy4ai Ha KpaHHa HyxX/a.

Vnompeba no epeme HQ KbpMeHe

Ilpn npoyyBaHdA MPH [UTBXOBE €A YCTAHOBEHH MHOrO BHUCOKM KOHLCHTpAlMU Ha
rizatriptan B KXbpMara, HO Hexenanu eexTd He ca HabmonasanH. [lpy xopa HAMa AaHHH IO TO3N

BEIIPOC.

ToHH KaTo MPOyYBAHHATA HA BB3IIPOM3BEXAAHETO NPH XHUBOTHMA HE BUHard Morar aa
npeasHAAT peakudute mpu xopa, MAXALT tpafsa aa ce mpunara ¢ 0coOeHO BHHMaHHE TIpH
KEHH, KOUTO KbPMAT.

4.7, EQEKTH BLDXY CIOCOOHOCTTA 34 IIIOQHEHHE H ERGOTR C MRIIHHH

MurpeHaTa WiH Jieuehdero Ha MUrpeHa ¢ MAXALT moxe npu HAKOM NalMEHTH Na
npeausBUKa ChHIMBOCT. Tpy Hakou nammeHTtd, nekyBaHn ¢ MAXALT wuma cvoOmeHns  3a
samaiiBane. [1o Ta3u npHunHa GosHKTE TPAOBA @ HANPaBSAT MPELECHKA Ha CMOCOOHOCTHTE CH 3a
M3BHPLIBAHE HA CJIOXKHM 3a1a4H [10 BpeMe Ha MUTPSHO3eH NPHCTBI U IS NMPHEM.HA

4.8. Hexxenaty JJeKAPCTBEHH PEAKIHH
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MAXALT e u3cneaBaH B KOHTPOJIMPaHH KIIMHUYHH ITpOyYBaHWs, 0OXBalllaliK NOBEYE OT
3600 6onHu 3a cpok oo eaHa roauHa. Hail-yecTuTe cTpaHU4YHH epeKTH ca OWnu 3aMmaiiBaHe,
ChHIAMBOCT H ACTCHOAANHAMMSL.

Hpyru HexenaHw peakuud, HabmogaBaHu npH OONHM, NMPUEMAIH €HAa WIH MOBEeUe
tabneTku oT 5w 10 mr MAXALT no BpeMe Ha kpaTkH (decTOTa moj WM paBHa Ha 1% u no-
BMCOKA OT Ta3M IpH mnranebo) Wid NpoaABIXKHUTENHU (YecToTa paBHA MAM Hax 1%) KNIMHHYHM
NpOYy4YBaHUWsA, BKAIOYBAT, ¢ HaMaJiBallla 4YeCTOTa MO OpraHHU cUCTEMH: B yerusn opeanuzem -
Oonxku B repaure Wil KopeMma; CwvpldevHocwv0o6a cucmema - cbpuedMeHe, TaxuKapaud;
Facmpounmecmunanes mpaxm - rajeHe, NoBpblIaHe, CyXOTa B ycraTa, AMapus, NUCIENCH,
xaxna, Onopvodsucamenen anapam - OONKM BbB BpaTd, CKOBAHOCT, YYBCTBO HA TEHKECT B
onpeaciacHa obnacT, YYBCTBO Ha CTAraHe B onpeaeneHa obnact, MyckymnHa cnaboct, Hepsna
cucmema - rnaBoDoOnMe, NapecTe3MH, HAMAIEHA YMCTBEHA OCTpPOTa, O€3ChHHE, XUIEeCTe3MA,
TPEMOP, aTaKkcHsa, HEPBHA HANPErHaTOCT, CBETOBBPTEXK, ACIOPHEHTAUHA; Juxamenna cucmema -
(apuHreaneH oUCKOMopT, 3aayx; Kooica - 3avepBsBaHe, Chpbex, HanotaBane, Cemugrnu opeanu
- 3aMBIIICHO 3peHue; [luxounononoea cucmema - TOTUIH BRITHH.

B peaku caywsaw (Ao (,1% or Oonnure) ca HAcTBIIBaIM CHHKON M apTepHAaliHa
XHUITEPTOHHA.

Crpannunure edektu npd Tabnetkure 3a cMydeHe MAXALT RPD ca chbuure KaTo Te3u
npH TabneTkuTe.

Onur cnej IMycKaHE HA JeKAPCTBEHUS NPOAYKT Ha nas3apa
Crneanure AOIBIHUTENHH HEXEJAHH JIEKAPCTBEHH peaklMH ca OWIH JoKIaaBaHH MHOTO

PSAAKO U HOBEYETO ¢a HOKJIANBAHM NpPH mMauuedTd ¢ puckosd ¢akropu 3a UBC: muokapaua
UCXEMHA UM UHPAPKT; MO3BYHOCHAOBH HHIIUIEHTH.
CnegHuTte HeXeTaHH JIEKAPCTBEHU PEAKIIUH CHIIC ca OWJIM DOKNAABAHU:
Cepvxuyecmeumennocm: AHrHoedeM (HamNp. OTOK MO JIMLETO, MOAyBaHe Ha e3MKa,
(apuHreaseH OTOK), XpUIIOBE, YPTHKapusA, OOPHB, TOKCHYHA eNUMAEpMaliHa HEeKpOJIM3a;
Onopnooguzamenen anapam: 60yika B nuueto; Cemugnu op2anu: U3BpaTeH BKYC.

Hepena cucmema: CepoTOHUHOB CHHAPOM, [IPUNIALBK

4.9, IIpegoznapane

Ho3a ot 40 Mr rizatriptan (kaTo eTHOKpaTHA /1032 WIK HA JBa IMpUEeMa Mpe3 HO-MalKo OT
2 4aca) ce moHecoxa gobpe npu Haja 300 naumentu. Hall-uecto HaGmoaaBaHWTe CTPAHMUBU
edexrn Osxa 3aMaiiBaHe H CBHIIHBOCT.

[Ipu xnnHMKO-hapMaKOIOrHYHO TIPOYUBAHE, NP KoeTo HA 12 gyuin ¢ ganes rizatriptan B
obira kymynatusHa gosa 80 Mr (faBaHa B paMKuTe Ha 4 4aca), IIpy ABaMa AyIUH ce Habmoaapa
cuHkon w/wnu Opaaukapaung. Ilpu eauHWAT WHAMBHA, XeHA Ha 29 roauHM BBL3HMKHAXa
NOBPBILAHE, OpajMKapaHd H AMAAHOCT TPU Yaca cield npuem Ha 80 Mr rizatriptan (B3eT B
paMkuTe Ha ABa yaca). EauH 4ac ciea Havalnoro Ha Apyrure CHMIITOMH € Habmonasan AV 610k
Il cTenen, MOBIUABAIL Ce OT aTpoiMH. IIpy BTOpHS - MBX Ha 25 rOJMHM, HEMOCPECTB
Gone3HeHa BEHEMYHKI(MS HACTHIMXA NPexOAHa 3aMasHOCT, CHHKOIL, UHKOHTHHEH
ray3a, NpoRAbkmWia 5 cekyHau (ycranoeera ¢ EKI). BeHenyHKuMsTa ¢ Hanpase
npreMd Ha 0011a nosa 80 wmr rizatriptan (naaenu 3a 4 yaca).

N e T
v I + P
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Karo ce uMa npeasua ¢apMakoJioTMfiTa HA rizatriptan, NIpH Npeao3UpaHe MOraT Ja ce
O4YaKBaT apTepHalHa XWOCPTOHMA WJIM [JpYrH CEpHO3HH CHUMITOMH OT CTpaHa Ha
ceppaedHoCchaoBaTa cuctema. [lpu Oonnure, npu KOUTO ce noao3upa npenosupaHe Ha MAXALT
TpabBa Aa ce NMPHCTENH KBM OHHMCTBAHE HAa CTOMAINHOYPEBHHMS TPAKT (HANpUMEp CTOMAIlHa
[IPOMMBKA, 11OC/IEABAHA OT IIPHEM Ha akTHBeH BuIIeH). Knnuuynoro ¥ EKI™ Habmoaenue Tpsabsa
na MpoABJDKM roHe 12 yaca, AOpU U IPH JIMICa HA KIWHHYHHU MPOSBH.

EdexkThT Ha XeMO- U ICPUTOHEATHATA AMAIM3A BbPXY CEPYMHATA KOHIEHTpalMi Ha
rizatriptan He € H3BECTEH.

ITpubnusurenuara opanHa LDs, Ha rizatriptan e 700 Mr/kr npu MUIIKH B 2227 MI/Kr npu
mbxoBe. [Ipubavsurendara BenosHa LDsy Ha rizatriptan e ceorBeTHO 89 MI/Kr M 141 Mr/kr nmpu
MHIIKH H IUTBXOBE, ChOTBETHO.

5. PAPMAKOJOTrHYHHU CBOUCTBA

5.1. @apmMakoIHHAMHAYEH CBOHCTBA

Mexanuzsm HQ Oelicmaie

Rizatriptan ¢ MOIEH, aKTHBEH NPH OPAIHO NPHIOKEHUE CEPOTOHHHOB arOHUCT, 33 KOHTO
e JOKa3aHO IOCPeJACTBOM TECTOBE 3a CBBP3BaHE¢ HA H30TONHO-MapKHpaH JiMrana M
GyHKUMOHATHH hapMaKoIOTHYHY OHOM3CIIEIBAHMS, Y€ eCTBA CENEKTHBHO HA CEPOTOHHHOBHTE
1B u 1D (5-HT s u 5-HTp) peuentopu. Rizatriptan He npuTexasa KIMHUYHO 3HAYMMO NCHCTBHE
ebpxy 5-HT2 u 5-HT3 peuenropHHTe cyGTHMOBE, HATO BhpXy antda u OeTa-aJpeHeprHiHHTE,
NOMaMKHHOBHTE, XUCTAMUHOBHTE, MyCKapPHHOBHUTE HIH O€H30IMa3CITMHOBHTE PELIEIITOPH.

Rizatriptan geiictBa Ha KpaHuo-BacKynapHure 35-HT;g peuentopu M npeansBHKBa
CeNIeKTHBHA Ba30KOHCTPHKIIHA Ha eKcTpalepeOpaiHuTe, HHTpaKpaHUATHU apTepHH, 3a KOUTO C€
CMATA, Ye CE JAMIATHpAT [0 BpeMe Ha MUTpEHO3¢eH NpucThn. IIpueMa ce, ue BasoamMnaTanuara Ha
Te3d apTepHH M CTUMYyJlalMsTa Ha TPUreMHHAIHHTE CEH30pHM IbTHINA Ha Ooskara ca Hau-
BAKHMTE MEXaHW3MH B NATOreHe3ara Ha MurpeHara. [Ipu aHecTe3MpaHM KyueTa, rizatriptan
HAMAJIARA CEJIEKTHBHO KPBBOTOKA B KAPDOTHAHMTE apTepHUH H OKa3Ba MHOro no-ciab edexr Ha
LHHMPKYIALHATA B KOPOHAPHUTE U 0€/10pOOHMTE apTepHalHKi CbAOBE.

Rizatriptan cblIO0 Taka MOTHCKA YePENMHUTE CEH3OPHH IMBTUINA, KATO TOB/IHABA
nepupepHUTE M LIEHTPATTHUTE 3aJIPBXKHU 5-HT,p peuenTopH, KOMTO ¢a HAJIMIIC B OKOHYAaHHUATA Ha
TPHIrEMHUHAIHUTE HEPBH HA XOopaTa W JKHBOTHHTe. llpn CTUMynauus Te3W TPHréMUHaIHU
OKOHYAaHHMA ocBOBoOXnaBar mnenmruau (Hanpumep cybcranumsa P, mentupa cBbp3aH ¢ reHa Ha
KAJIIUTOHWHA M HEBPOKHHHH A), KOMTO NPEAX3BHKBAT Ba30HIATALMA Y B3NAMUTE/IHA PCAKINA
OKOJIO KPBHBOHOCHHTE CBJIOBE B UyBCTBHTE/JHUTE ThKAHH, H KOMTO NMpeAaBaT HOUWLCIITHBHHUTE
CHrHaJM KbM lICHTpaiHaTa HepBHA cHcTeMa. IIpH KHBOTHM aKTHBUpPAaHETO Ha TPUICMHMHAIHHTE
5-HT)p peuerrropu OT rizatriptan npeaoTBpaTaABa 0CBOOOKAABAHETO HA TE3H NENTUIH, U 10 TO3H
HAYHH HaMaJIfBa Ba30AWIATALIMATA HA YYBCTBHTEJIHHTE KPBBOHOCHH CBAOBE, HaMajiABa
BB3MANIeHUETO HA TRHPAATa MO3bYHA OOBHBKA W MOTUCKA LIEHTPAHOTO NpeaaBaHe Ha OOJKOBHTE
pMmyscd. Te3n HeficTBHS MOTaT ChUIO Taka fAa JOTPUHEcaT 3a KIMHWYHATa ©pEeKTHBHOCT Ha
rizatriptan ripa 0CcBOGOXKAaBaHEe Ha MHTPEHO3HaTa DoJIKa.

Rizatriptan mnputexapa cinaG 4YacTHYEeH arOHHCTHYEH KOHCTPUKTOPEH €(QEKT BBbpXY
H30TMPAHH YOBEUIKM KOPOHAPHM apTepHy In vitro. Ta3u Haxollka € B ChOTBETC -
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aKTHBHOCT 1O OTHomeHHe Ha 5-HT;a PCLUCIITOPHATC, 3a KOHTO C€ 3Hac, HC MCIHHPAT
KOHCTPHKLIMATA HAa TC3U CBAOBC.

dapmakoanaamuaunn edeKTH

EdexrusHoctra Ha Tabnerkure MAXALT B neueHMETO Ha OCTPHTE MHMIPEHO3HHM
NPUCTBIIM € AOKA3aHa B YETHPU MHOIOLIGHTPOBH, KOHTpONHpaHu ¢ rutaiebo npoyduBaHHs, B
KOUTO ca Omim BmodeHu noeeue oT 2000 6onun, nonyyaBani MAXALT Ttabnerku ot 5 wim 10
MI' B IPOABIKEHHUE HA OO0 eAHa roauHa. ObnexyMaBaHeTo HA riaBo0OMHETO € HACTHIIBAIO OLUE B
nepBuTe 30 MHHYTH cCJe MpPUEMAHETO Ha IMperiapata M IPOLSHTHT HA MNOBIHABaHe (T.e.
HaMajsgBaHe OT YMEPEHO CHJIHO MIIM CWIHO riiaBobonue KbM ciabo WiIH PpOOIIE OO0 JIMIICA Ha
rnaBofOOMIUETO) HA BTOPHUA Hac ciell TpeTupaHero € 6un 67-77% ¢ tabnerkure or 10 Mr, 60-63%
npy tabnerkure ot 5 Mr U 23-40% npu nnauedo. Brripekn de ripu GomHMTE, KOUTO HE ca ce
MOBNMANHU ciael mepBusa npueM Ha MAXALT, He ¢ naBaHa BTOpa J03a IO BPEME Ha CHUIUA
MPUCTBI, MPU TAX € CBHIIECTBYBAIA BB3MOXKHOCT 3a TOBJHABAHE IpH cCJieJABall, MPHCTHII.
MAXALT ¢ namanun (QyHKUMOHANIHMTE CMYLIEHUA TpU OONHUTE U € OONeKYMsI raJeHeTo,
dorodobusara u doHodoOUATa, cBbp3aHu ¢ MUrpeHo3Hus npucten. MAXALT chrino Taka e
nogodpuit NMpopeCUOHATTHOTO U COLUHAITHOTO (PYHKUMOHMpPAHE H € HaMaJlil HaIlperHaTocTTa M
TPEBOXKHOCTTA B MOCNeABaLuTe 24 qyaca cire nNprcThIIA.

C Ttabnerkure or 10 Mr obnexkdaBaHeTro e 3amouBao mo-Obp30 M Oonkara M
(byHKLMOHATHATE CMYIIEHUS Ca M34YEe3BaAJIM TIPH MTOBeYe NalMEHTH, JOKATO I10-MAJIKO OO/HU ca ce
HY>KAAC/IM OT AHANIeTHK MW/WJIKM aHTHEMETHK, OTKOJAKOTO ¢ TabneTkure oT 5 Mr. buwio e
YCTAHOBEHO, Y€ J103aTa 2,5 MI' He € eeKTHBHA.

EdexTuBHOCTTa HE CcE € BAMAea OT HAJIMYMETO Ha aypa, OT pAacara Ha MalMeHTHTE, [10J1a
WIH BB3PACTTA, HUTO OT CIHOBPEMEHHOTO H3MOJ3BAHE HA OpajHU KOHTPALICITUBH HITH
oOMUaliHUTE cpeacTBa 3a nNpoHIaKTHKAa Ha MUrpeHata (kKato Oeta-6i0KepH, KalieBH
AHTarOHUCTH, CENICKTHBHM HWHXMOMTOPH HAa CEpOTOHMHOBATA TMOMIMNA, TPULMKIAYHH
AHTHUIETIPECAHTHU WK Ba/HIPOeBa KUCEJIMHA).

B nBe ponbiIHUTETHH MHOTOUCHTPOBHU, PaHAOMH3IHPAaHHU, HJI&L[EﬁO-KOHTpOHHp&HH

Npoy4YBaHus, BIIIOUBAINHU 1038 mauMeHTKH Ha rizatriptan, e(€KTHBHOCTTA HE €€ € BIHAEHA OT
BpPB3KaTa ¢ MEHCTPYALHATA.

S.2. PapMaKOKHHETHYHHN CBOHCTBA

Abcopbyus

Cnen opaiHo npuioxeHde rizatriptan ce abcopbupa OBp30 M meaHo. CpeaHara
OMOHANUYHOCT Ha Tabnerkure e oxono 40-45% u cpelHH NHKOBH IUIA3MEHH KOHLEHTPalLHH
(Cmax) ce nocTurat npuoauzuTenHo cnea 1-1,5 yaca (Ty,,). [IpHemManero Ha TabneTka rizatriptan
¢ fdorara Ha Ma3HWHM 3aKyCKa He HamansaBa, HO Neko 3abamsa pezopOuuaTra Ha npemapara. B
knuHuyHuTe NpoyuyBaHud MAXALT e npunarad 6e3 crobpasaBaHe ¢ XpaHEHETO.

Pasnpedenenue.

‘Rizatriptan  ce cBBbp3Ba € IUIA3MEHMTE MPOTEHHH MHHMMAIHO (1
 pasnpenenenue e npubnuzuresino 140 nurpa npu mexere U 110 murpa npu xe
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[IpoyusaHuaTa 0pH IUTBXOBE codYaT, 4e rizatriptan npeMUHABA KPBBHO-MO3BYHATA
Gapuepa B orpaHAYEHA CTEMEH.

buompancopmayus

Rizatriptan ocHOBHO c¢e MeTabomM3upa yYpe3 OKUCIHTEIHO JeaMHHUpaHe OT
mMoHoamMuHookcuaaza A (MAQO-A) A0 eaqHO NPOM3BOAHO Ha HHIOJOLETHATE KHCEIMHA, KOETO He
¢ fapmaxosIOTHMHO akTMBHO. N-monodesmethyl-rizatriptan, Metabonur ¢ ¢apMakonora4sa
aKTHUBHOCT 110 oTHowenne Ha 5-HT g/p peluernropa, cxoHa ¢ Ta3u Ha rizatriptan, ce oOpa3yBa B
MO-MajIka cTereH, HO He [NONpMHAcAd ChIUECTBEHO 33 (apMaxkoivHaMU4HOTO AcHCTBHE Ha
rizatriptan. [L1asMeHHTe KOHIEHTpallud Ha N-monodesmethyl-rizatriptan cpcraBasBaTt
npubin3uresHo 14% OT TE3M Ha NBEPBOHAYAIHOTO CHheAMHEHHE, W [IBECTC BEINCCTBA C¢
eTHMHMHHUDAT ¢ efHaKkBa ckopocT. ObpazyBar ce ¥ Jpyru MeTaboJTUTH ¢ NO-MAaJIKO 3Ha4eHHe, KaTo
N-oKkcHa, 6-XHAPOKCH CheAWHEHUE U CyhaTHpaH KOHIOraT Ha 6-xuapokcH metabonura. HukoH
OT TE3H MeTA00MUTH He € dapMakonorudHe axrtuseH. Cnen Opanno NMPUIOKEHKHE Ha rizatriptan,
MapkHpan ¢ 'C, rizatriptan chcTaBisea 17% oT ofmata uUMpKynMpamia IUTa3sMeHa
pagHOaKTHBHOCT.

Eaumunupane

[L1a3sMEHHAT TOMYKMBOT Ha rizatriptan mpu MbKe W KeHH e cpenHo 2-3 vaca. Crnen
BEHO3HO NpWIOKEHHe 10 60 MKI/KT NMpu MBxke (apMaKOKHHETHKATa Ha rizatriptan e nuHeHHa, a
pH JKEHH - TIOYTH JiuHeiHa. Ina3sMeHusaT KIMpBHC Ha rizatriptan ¢ cpenuo okono 1000-1500
MJI/MMH 1ipH MBxke H 900-1100 mMa/MuH ripH sxeHH; 6B6peuHHaT KtMpbHC ¢ okono 20-30% ot
obmms. Cnen opalieH mpueM Ha rizatriptan, MapkupaH ¢ “"C, okono 80% OT aKTHBHOCTTa Ce€
eKCKpeTHpa ¢ ypHHATa u okono 10% - ¢ u3npakHeHuaTa, ToBa NoKasga, e METabOIMTHTE Ce

eKCKpeTHpaT NpeAMMHO npe3 Oropermre.

Cnen opanHO HpuiaokeHue Ha 2,5 mo 10 mr rizatriptan, ¢apMakOKWHETHKATa My Ce€
MOYMHSIBA HA MPAKTHYECKH JUMHeHHa 3aBucHMOCT. [Topaan edekra Ha MbPBO NPEMHHaBAHE NpPe3
yepHua Apob, oxonmo 14% or mpuerara mpe3 ycrata 4033 C€ €KCKPETHpaT IMpes oBOpeuuTe
HENIpOMeHeHH, a S1% - xaro uHpoNaueTaTeH MeTabonuT.

ITpu TpukpatHo npunarane Ha 10 Mr MAXALT npe3 2 yaca B YSTHPH TOCJIEA0BATE/IHH
IOHH, IUIa3MeHaTa KOHIeHTpallMs Ha rizatriptan HapacHa B PAMKHUTE Ha JNCHA B CBOTBETCTBHE C
MIa3MeHMs MYy MOJTY)KHBOT, HO HE HACTbIIBA KyMYJ1allMa OT €AUHUA 10 ApYTHUs AEH.

Ocobenocmu npu omoenume nNAyueHmy

Hon: TIpu mexete niomyra nog kpusata (AUC) Ha rizatriptan (10 Mr Ha gen) e Ouna ¢
OKOJIO 25% NO-MaIKa, OTKOJIKOTO NMpH xeHure, Cmax - ¢ 11% no-uHucka, a Tmax € HaCTENBAJIO
NpHGIN3UTENHO TIO CHIIOTO BpeMe. Te3n ABHH (apMakOKOHETHHHH pasinu4vuiA ca Oe3 KIHHUYHO

JHA4YCHHC.

Bu3pacmuu xopa: YCTaHOBEHUTe ILIA3MEHH KOHLICHTPALMH NpH BB3PacTHH Xopa (Ha
BB3PACT MEXAY 65 u 77 r.) He ce pa3IN4aBaT OT Te3H NpH MJIAJIH.

Yepnodpobra wnedocmamvunocm: Caex mnpwiokenue npyd_QONHH ¢ YepHOOpOOHO
i
VBPEKIAHE B PE3YATAT HA JIeKa A0 YMepeHa qepﬂonpﬁﬁﬂ xonHa reHesa,
IUTA3MEHHTE KOHIICHTPALIMK Ha rizatriptan ¢a OWIM CXOHH C TGS R 7R U JKEHH.
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bvbpeuna neoocmamvynocm: Ilpy OonHu ¢ O6bOpedHa HEAOCTATHUHOCT (KPEATHHWHOB
KipBHC 10 - 60 Mm/mMun/1,73 M*) AUC Ha rizatriptan He ce € pasiuyapaa 3HAYHMO OT TA3W NPH
3apaBd. Ilpu naumentn Ha Xemoauwanusza AUC Ha rizatriptan ¢ 6una ¢ okono 44% no-ronaMma,
OTKOJIKOTO Tipu OOnNHH cbCc 3anaszeHa Obbpeuyna OyHkuus. MakcumanHata ruia3meHa
KOHLEHTpalMA Ha rizatriptan npy 0ojiHM BbB BCHUKH ctaauM Ha XBH e Ouiia cxoiHa ¢ Tasu npH
3/paBH.,

S.3. IlpeaKJIAHAYHE JAHHEH 33 0€30IACHOCT

ToxcmunuaT noTeHuman Ha rizatriptan € M3CNEABaH B MOpeIMIA OT TIPOYYBaHHS Ha
TOKCHYHOCTTA NPU MHOTOKPATHO OPAIHO NMPUAOXKEHHE NMPU Ky4eTa U IUTBXOBE, NPOABIKHIU A0
eqHa roAMHA, W BBPXY MHUIKM, ¢ MOpOABKHTEAHOCT A0 14 ceamuuu. He ca ycTaHoBeHM
HeXeJIaHW HaxoAxH, KOUTO Ja He no3Boissar npunaraHeto Ha MAXALT B TepanesTU4HH 103U
IpH XOpa.

KaHueporeHHYAT MOTeHLMal Ha rizatriptan e OMn H3coeABad B MPOYYBAHE BBPXY
TUTbX0Be, NpoALJLKWIO 106 ceaMUUM U B NMPOy4BaHe BBPXY MHIIKH ¢ MpOoAbLKHTEeHOCT 100
CEIMULIU TIPH OpaTHH 03U A0 125 Mr/Kr/AcH (625 MbTH NO-BHCOKM OT TEe3H IpH Xopa - 10 mr
win 0,2 Mr/kr). Tesn K034 ca OCUrypuAM €KCIIO3ULHOHHM HHTepBanH (choTHomeHus Ha AUC),
[peBHIABAINH CHCTEMHATA EKCTIO3HMIIMA TIPH XOpa npH TepanerTHuHa no3a 10 Mr (0,2 Mr/kr), ao
600 meTH npu rwrexosete U 400 nbTH npy MUILKUATE. HATO NpH MULMIKUTE, HUTO MPH IUIHXOBETE
ca YCTAHOBEHH JaHHU 324 KAHUEPOTeHHOCT [IPpH NOBUIIEHUTE A03M Ha rizatriptan.

Rizatriptan, MeTabOIUTHO aKTHBHUPAH WK He, HE € MOKAa3aJl HHTO NF€HOTOKCHYHOCT, HUTO
MYTAF€HHOCT, HUTO KJIACTONEHHOCT MPU HUKOE in vitro WM in vivo H3ciaeJBaHe Ha reHeTHIHaTa
TOKCHYHOCT; MMKpOOHa MYTareHHOCT, in Vitro u3cieaBaHe 3a XpoMo3oMHH abepalu, in vitro
M3CJIEABAHE 32 MYTATCHHOCT NpH V-79 KNETBYHH JIMHKH, In VIIro ajxajiHa eTyUUa/H3c/IeABaHE Ha
XE€MaTOUMTH HA NABX KW IN VIVO H3CNEABAHE HA XpPOMO3OMHHU abepaly B KOCTEH MO3BK OT
MHILIKA.

He ca ycranopeHm HebGnaronpusTHH e(QeXTH BBPXY (QEepPTHIHTETA WIH PENPOLyKTHBHUTE
BB3MOKHOCTH, HUTO TOKCHYHOCT M MaldopManuy y 1iioAa NPH MBXKKH M JKEHCKH ILTBXOBE
(OCBEH JIEKO HaMaJICHO TEECHO TErJIO MPH MO-BUCOKHW A03HM) TPETHPAHHU ¢ OpalieH rizatriptan Ao
100 v crorBeTHO 250 Mr/kr aaeBHO (500 1 1250 nmeTH noeeue oT Ao3ara npu xopa 10 mr wm 0,2
Mr/kr). OCBEH TOBA HE Ca YCTAHOBEHHM OTPHLATENHH €(QeKTH BBPXY PerpOXYKTHBHHTE
cIOCOOHOCTH B paHHUTE CPOKOBe Ha OpeMEHHOCTTa M MO BpeMe Ha Jaktauma., Tesu 103w
OCUTYPABAT eKCrio3uLus Haa 900 mbTH NO-BUCOKA OT CUCTEMHATA €KCIO3MLMA MPH X0pa, KOETO €
H3YMCJIEHO BB3 OCHOBA Ha ChOTHOUIEHUETO Ha AUC Ha nna3sMeHHTe HHBA MpHU KECHCKH TUIBXOBE U
T€3H HpH xopa, Tperupanu ¢ aoza 10 mr (0,2 mr/kr). I[IpenaparbT npeMHHAaBa B 3HAYMTESIHH
KOJIMMECTBA MPe3 MaaleHTapHara Gapuepa, KOeTo ¢e A0Ka3Ba OT HHBAaTa BBB (€TANHATA KPDLB -
20-40% ot Te3u B MaifyuHata. [lpenaparsT ce ekckpeTMpa U B KbpMaTa, KbAETO HHBATA
HaJBHI[ABAT 5-KpaTHO HJAM [OBe4Ye HHBATA B NNa3MaTa Ha Maiikara. Bbhpexu BucokaTa
EKCTO3UIMA Ha MaliKkaTa, MI04a W HOBOPOJAEHOTO, YCTAHOBEHMU MpPH Te3d IMPOYUBAHHUA, HE Ca
HabmonaBany HeOJaronpUATHU BB3AEHCTBHA Ha rizafriptan BBpXY TNPEXHBAESMOCTTA,
Pa3BUTHETO, MOBEACHUETO, BR3INPOU3BOJACTBOTO WINH XHCTOJIOTHATA HA TECTHCUTE B ITBPBO, KAKI(
H BBB BTOPO MOKOJIEHHE. . - -

b

He ca walmonaBaHu cMyIUEHMA B Pa3’BMTHETO WIIM TOKCHYHOCT WIH M
1043 NpH OpeMeHHH 3ailId (eIMHCTBEHO IEKO HAMalleHHe Ha TEJIECHOTO TErJIo j
1034), TpeTHpaHW ¢ opaneH rizatriptan go 50 mr/kr (250 mBpTH  MO-BuC
TepaneBTHYHATA A03a Npu Xopa - 10 mr win 0,2 mr/kr). Ha ¢ona Ha Te3u o
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BHCOKO HHBO Ha Ipernapara B MaWuWHaTa KpPbB KATO €KCMOLM3UATa B3 OCHORA HA
croTHOIeHUeTO Ha AUC € 475 mpTH N0-BUCOKA, OTKOIKOTO Ta3M IpH xopa npu ao3a 10 mr (0,2
MI/KT). 3HAYUTEIHOTO IPEMHHABAaHE Ha TIpernapara upe3 IUlalleHTaTa BOAW OO0 HUBA BLB
deranuute ThKalu 42-49% OT Te3u B MaYHHAaTa 1UIa3Ma.

He ca ycranoBeHH HeOaronpuaTHH edeKTH BbPXY Pa3sBUTUETO HA TWIOMA NPH TUTHXOBE H
3afiliM, TPETHPAHM MO BpeMe Ha OpeMeHHOCTTa HIH JIAKTAUMATA ¢ rizatriptan B J03H,
MHOTOKpaTHO HaJBHUIIABALIH TepaNeBTHYHHUTE JO3H NMPH YOBeKa. JHAUMTETHOTO NTPEMHHABAHE Ha
rizatriptan npe3 mwialeHTaTa € JOKYMEHTHPAHO Bb3 OCHOBA HA MNNa3MEHHTE H TbKaHHATE HUBA Y
TLI0JA.

6. PAPMANEBTHYHHU JAHHH

6.1, CnHCHK HA NOMONIAMTE BEUIECTBA

BIzB’_, BCHKA - npéE:ohaHa TabNeTKa Ce ChabPXKaT CICIHUTE HEAKTHBHH ChCTaBKH: Lactose
Monchydrate Ph.Eur 30.25/60.5 mg/tab., Microcrystalline Cellulose Ph.Eur 47.5/95.0 mg/tab.,
Pregelatinazed Starch BP 9.5/19.0 mg/tab., Ferric Oxide (Red) E 172 0.0095/0.019 mg/tab.u
Magnesium Stearate Ph.Eur 0.475/0.95 mg/tab.

6.2. HecLBMééTHMuc‘rg d

He ¢a usBecTHHM.

6.3. Cpok Ha TOIHOCT
36 Mecena

6.4. CoellBaJIBH VCI0OBHA HA CHXPAHEHHE
CeXxpaHsBa Ce P CTaliHa TeMMepaTypa.

6.5. /lanHH 32 ONAKOBKATA

MAXALT tabnetku ot 10 mg ce npemnara 8 atyMuHHeBH GakictepH o 2 tabnetks (16mucTep X
2 Tab.) u 6 Tabnerku (2 GmcTepa x 3 Tab.), ONaKoBaHM B KAPTOHEHA Ky THA.

MAXALT tabnetks oT 5 mg ce npeanara B afyMHHueBH 6nuctepy 1o 2 tabnerku (16nmcTep X 2
1ab.) n 6 Tabnerkm (2 Gaucrepa x 3 Tab.), ONAKOBAaHH B KAPTOHEHA Ky THA.

6.6. CnenHaInR npeaAna3Hy MEPKH NPHE K3XBLPASHE H padora
Hama

7. IPUTEXATEJL HA PA3ZPEINEHHUETO 3A YIIOTPEBA

Mepk 1lapn u Joym buirapus EOOJ

bysi. "H. Banuapos™ Ne 55

EKCTIO 2000, er. 1, u3TouHo kpuio, cexropu b1 u b2,
Coous, bearapus
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3. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

5 mg 9900194
10 mg 9900195
9. JATA HA ITBPBO PA3ZPEHIABAHE/MIQOJHOBSABAHE HA PA3PEUHIEHHUETO 3A
YIIOTPEBA

12 FOm1999

10. JATA HA AKTYAJIUIAIIAA HA TEKCTA

Meceil rouu 2007 roguHa.

12



