MXT/T-EE/BG-20040595

Q MERCK SHARP & DOHME

KPATKA
XAPAKTEPUCTUKA

MAXALT®
(rizatriptan benzoate, MSD)



MERCK SHARP & DOHME IDEA INC.”

Tbproeeko npefcrasutencTso - Codns
byn. “EBnoru lNeoprues® 51, Cogug 1000
ten.. (02) 963 1076, 65 84 30

dakc: (02) 9631174

unnan na MERCK & CO., ING., Whitehouse Station, N.J., U.S.A.

MXT/T-EE/BG-20040595




MXT/T-EE/BG-20040595

MUHWCTEPCTBO HA 30PABEONASBAHETO

Npunoenmerney \-03 08, 4-O8 09
paspewenue 3aynovpeda QL A Bh

KpaTka Xapakrepucrika Ha npoayKTa

1. Teproecko uMe Ha NeKapcTBEHNS] MPOOYKT

MAXALT® 5 mg Tablets 654 / 12.70.04 -
{MAKCAJIT 5 wmr) Tabnetkn

MAXALT®! 10 mg Tablets ‘

(MAKCAT 10 mr) Tabnetkn

2. KonuyecrBel M Ka4YeCTBEH CLETAB
Bcaka npecobBana tabnetka oT 5 Mr ceabpka S wr rizatriptan (koeTo oTroesapsa Ha 7,285 mr

BeHsoaT).
Beaka npecosaHa Tabnetka ot 10 mr cbabpxa 10 mr rizatriptan (koeto otrosaps Ha 14,53 wr

HbeHsoar).

3. NekapcTeena thopma

MAXALT ce npegnara kato npecosaHy TabneTiu 3a opanHo NPUNOXeHWe.

4. KnuHWYHu fakiu
4.1. NMokaskua

fleveHue Ha ocTpUA MUIPEHO3EH NMPUCTBI C UITKY Bes aypa.

4.2. [ozupopka 1 HaYyWH Ha ynotpeba

Qb

MAXALT ne Tpabea ga ce wanon3ea 3a npodunaxkTika.
TabneTkuTe Ce NOMBLIAT Ueny ¢ Te4HOoCT.

Bbapacmru Had 18-200uiliHa eb3pacm

NpenopbyeadaTta go3a e 10 mr. KNUHWYHWAT ONUT NOKaaea, Ye Npn Ta3u [o3a ce NocTura
Haii-nebbp KuHMYeH edexkrT.

HauanoTto Ha gelicTBUETO Ha npenapara (HaMmanaBaHe MM n3YesBade Ha rnasobonueTo)
MOXE 43 HACTBLMKU B bpBUTE 30 MUHYTY CNieS npuema Mmy.

Mosmopua doaa: Mexay oTaenHuTe npuemi Tpsabea Aa wma nore 2 Yaca. 3a 24 yaca He
TpsbBa ga ce s3emar noeeue ot 30 Mr.

e Ipu 8b30OHCEAaHe Ha enasobonuemo e pamMkume Ha 24 waca: AKO cnej oTasyyasaHe Ha
NbpBKA NPUCTHR MaBoGONMETO ce BHE3BBPHE, MOXE Aa Ce B3SMAaT AONBLIHUTENHN HO3N KaTo
ce cbONgaBaT cNnoMeHaTUTe NPenopPbKUX.

* 3anasena mapxa ua MERCK & CQ, INC., Whitehouse Station, N.J.,, U.S.A.
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e fpu nufca Ha omaosop. EdeKTMBHOCTTA Ha NOSTORHATA G033 NPW NeYeHWEe Ha MPHUCTB,
KOWTO HE ce @ MOBMUAN OT MLPBUS MPYEeM, He & NPOYYRaHa B KOHTPOIMpaHN onvTx.

KnuknyHnTe npoyusanusi covat, He BONHUTE, KOMTO HE C& NOBMMABAT NPW 841H NPUCTHA,
MOTaT Aa Ce NOBAWAAT ApW cheneall,

Makap 1 no-manko edexTuBHK, cbliectayBat U Tabnetiv oT 5 Mr. Te moraT ga Gbaar
MOOXOAALUM 32 HAKOW KaTEropuy NauKueHTy, HanpuMep Te3n, KOUTO ce NeKkyBart ¢ NponpaHonor.

MNayuenmume, Kourmo ce fekysam ¢ nfAponpadonon. Tlpu BonHuTe Ha nevyeHwe ¢
nponpaHonon TpAORa Aa ce U3nonasaT TabneTkuTe OT 5 Mr, KaTto MaKkcWManHaTa fosa sa 24 vaca

e 3 Tabnetku. (Bx MlekapcTeeHn M ARYTY B3auMOAcRCTBUS B3auMOAeRcTBNE. )

Ynompeba npu geduampuysy nautiesmu
Heua (nod 12 20duwHa ex3pacm)

Hama vanuunmn gannn aa ynotpebata Ha rizatriptan npw geua nog 12 roanwHa ebapact.
MNMopagu ToBa He ce npenopkYyBa ynoTpebaTa my B 7a3W Bb3pacToBa rpyna.

Modpacmeatyy (12-17 208uwHa eb3pacm)

B epuo nnaueBo-KoHTponupaHo npoyusaHe, edexmsnocTTa Ha MAXALT Tabnetin
{bmg) He e Ouna ycranoeeHa. HexenanwTe nekapcTeeHn peakuun AoKNagBasy B TOBA KIMHUYHO
npoydsade ca GUnn CXOBQHW 10 XapakTep ¢ TeaW, JOKNaABaHn OT KAWHWYHUTE MSNUTBEHUS NPy
Bb3pacTHy. Yporpebara Ha MAXALT Tabnetn He ce npenoptyea ApW NALMEHTY NoA 18 roguhy.

4.3, NpoTruBonokazaHus

CBpbXHYBCTBUTENHOCT KbM rizatriptan unv HAKos OT CbCTABKUTE Ha npenapara.

EgHobpemeHHa yriotpeba Ha MoHoamuHookcuaasky (MAQ) uHxmBuTOpY Wik nanonasaxe
B CPOK OT [Be ceamMiLM chnea npexpaTtapaHe Ha rieveHneto ¢ MAQ uxxmbutop.

Aonmbarutenyu NPOTUBONOKa3aHNA, XOWTC Ce OCHOBaBaT Ha chapmakoanHamuyHuTE
CBONCTBA Ha CbhefAMHEeHUATA OT TO3U KNac!

HexoHTponupaHa aprepnanta XwnepToHus.

YcranoeeHa ucxemudHa OonecT Ha ChpUeTo, B TOBA YUCTIO CTEHOKapAus, anamHesa 3a
WHDEAPKT Ha MUOKapha Wnu SOKYMeHTApaHa Tuxa nexemws, oDeKTUBHN W cyDeKTUBHN CUMITTOMMN
Ha MBC unu axrvea Ha Prinzmetal.

4.4, CreuvanHy NPOTUBRONOKA3aHNG M cnelnariiv npenvnpexaeHns 3a yrnoTpeba

MAXALT He TpsGea ga ce ynorpebasa npu 6oHK, NpU KOUTO AUarHo3aTa MUrpeHa He e
noctaseHa curypHo. MAXALT ne TpsGsa faa ce wsnonasa npu GosiHu ¢ GasunapHa wnn
XEMUTINIErMYHE MUrpeHza.

MAXALT He Tpefea aa ce WsnoMsBa 3a neueHWe Ha “aTunuyHo” rmasobonue, T.e.
rnGasobonre, KOBTO MOKE 2 & CBbP3aHo ¢ APYrK ceprosHn aabonsbaHns (Hanpumep MosbYeH
WHCYOT WKW PYNTYpa Ha aHeBpuaMa), NpK KOUTO BASOKOHCTPUKLMATA Ha MO3BHHUTE CBACBE MOXe
Ad e ohnacHa.

O Sserieetyvedig

Vima chobluerus 33 peaky criydan Ha Cepuo3HW KOPOHapHK MHUWASHTY npu nanonasa{-ie )
Ha Tasu rpyna nekapcrtea, BrnoumtenHo MAXALT (s HexenaHn nekapcrsenn peaxuww) I'lpmu .
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SonnuTte ¢ puck oT UBC (HanpuMep xunepTonvuM, Anabetuun,nyliauu n dhammunio obpemMeHenn
¢ MBC) npeAn 3anouBade Ha NeveHweTo © npenapata Tpabsa Aa ce uma Npensui nacnegsaHe
Ha cbpgevHara dyHkuma. Mpyu naupedTn ¢ gokasada UBC MAXALT He Tpabea aa ce uanonaea.
{Bx [MNpoTuaonokasaHun)

EavospemenHe ¢ MAXALT He Tpabea pa ce ynotpe@asaT Apyrd aroBMcT Ha
ceporonuHosuTe 1B/1D peuentopu {Hanpumep cymaTpunTaH).

He ce npenopbuea npunaraneto Ha MAXALT v npenapatit oT rpynara Ha eprotaMmuHa
(HanpuMep eproTaMuH, AUXVMAPOSproTaMuk UNKW MeTnceprina) Npes MHTepsan no-kee oT 6 vaca.
Bunpekn ue Npu KnMHWKo-chapmakonormuuuTe npoydsanus, obxsawawm 16 3gpasy Mbxe
TpeTupanu c rizatriptan 1 napeHTepaned eprotamuH, He e HabniogasBaH aguTUBEH Ba3oCNacTUieH
echexT, Takuea eeKTi ca TEOPETUHHO BE3MOKHU,

KonuyecTBoTe Ha naktosara B eaHa TabneTka (30,25 Mr 8 TabneTkute o1 5 MF u 60,50 mr
B Tean ot 10 Mr) BepoATHO He e [JOoCTaTbyHO, 33 A2 NpefusBika NPOABW Ha NaKTo3Ha
HEeNOHOCUMOCT.

4.,5. NekapcTBeEN W APYIY B3aMMONENCTEUA

MoHoamurooxcudassy  udxubumopu:  rizatriptan  ce  pasrpamga OCHOBHO  OT
moHoammuHookcuaasa A (MAO-A). MNnasmeduTe KOHUEHTpauWy Ha rizatriptan M HEroBus akTMBeH
N-moHopesmeTunos MeTabonwT ce yeeRudasaT npW  SAHOBPEMEHHOTO TIPUAOKEHWE Ha
cenextupes obpatnm MAQO-A uHxuBurop. CxomeH wan no-cunen edekt ce ovakea npu
chUeTaBaHe C HecenekTuMBHW, HeobpaTumu MAQO umxubutopu. Tpw nauueHTUTe, KOUTO Ce
nexysat ¢ MAO wuuxubutopn, ynorpebata Ha MAXALT e npotusonokasana. (Bx
MpoTUBONOKa3aHNS.)

Bermna-6noxkepu: TNasmeHuTe KoHUeHTpauuu Ha rizatriptan moraT 4a@ HapacHaT npu
eQHOBPEMEHHOTO W3NON3BaHe Ha nponpaHonon. TosBa HapacTBaHe BEPOSTHO €& Hb/KY Ha
B3aMMOASRCTBME MeXZy A[BaTa MeaWKameHTa npy NbPBOHAYanHoTo UM NpemuHaBaHe npea
yepHus poB, Tbit KATO KAKTO MPONPaHONONET, Taka U rizatriptan ce meTabormmanpaT 0CHOBHO OT
MAO-A. Mpu GonHWTE, KOWUTO nonyyaeaT nponpaHonon, gosata Ha MAXALT e 5 wr. (Bx
JosupoBka u HauuH Ha ynotpeba.) He e ycraHOBEHO (QapMaKOKMHETUUHO BaaumMoaeicTene
Mexpy rizatriptan u apyv Gera-Briokepy KaTo HaZoRon unM meronponon. Bb3 ocHosa Ha
JaHHUTE OT NpoyyBaHmsl in vitro, ¢ TUMONON W aTEeHONON He Ce OvaKBaT (hapMaKoKUHETUHH
BIEVUMOAERCTBIUA.

4.6. GpeMeHHOCT ¥ KbPMEHe

Vnompeba o epeme Ha BpeMeHHocmma

Hama wmHnIsy hasHK 2a wanonssaneTo Ha rizatriptan npn Gpemennu.

MpK NpoydYyBaHua Ha TOKCUUHW edhekT BbpXYy PAsBUTUETO W Bb3NPOUIBENIAHETO NPH
NABXOBE W 33l He ca YCTaHOBeHU CBbpaaHy C npenapaTta yBpexaanus uav mancgopmauum y
nnoga. He ca YCTSHOBEHW ¥ KakBUTO W Ga € HEXeNaHy eeiaTn BbLpxy PenpoAyKTMBHUTE
noKasaTenu B paHHUTE WK KbCHU CPOKOBE Ha BPEeMEeHHOCTTa, Uik B Neproaa Ha Kepmere. Tpy
Te3u uscrnensaHnsa ca Guny NOocTUFHATA BUCOKM KOHLEHTPaUMK Ha npenapata B KppBTa Ha
MalikaTa, B ThKaHWTe Ha Nnoda U B KbpmMara. T
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Toil KaTO NpoyyBaHMATa HA  TOKCUYHWTE edlekTh BbpxXy pasBuTuetc U
BBL3NPOU3BEKOAHETO NPW MUBOTHK HE BUHarK MoOrat Aa MNpefABugar peakunute npuw Xopa,
MAXALT Tpabea ga ce Manof13sa no peme Ha BpeMeHHOCTTa camMo B cniydait Ha KpaitHa HyKGa.

Ynompeba 1o epeme Ha KbpMeHe

Mpu NpoydBaHns NPK MALX0BE Ca YCTAHOBEHW MHOTO BMGCOKW KOHLIEHTpauuy Ha rizatriptan
B KbpMa&Ta, HO Heenanw edekTn He ca Habmogasauw. lNpu xopa HAMa JaHRK o TO3W BBLIPOC.

Tovil KaTo npoy4yBanuaTa Ha BB3NPOU3BEXLaHETO APU XKUBOTHW HE BUHarKW morat ga
nNpegewasT peakuwuTe npu xopa, MAXALT Tpabea pa ce npunara ¢ ocofieHo BHUMaHWE npu
HEHW, KOUTO KbPMAT.

4.7. Edhekth BLpXY cnocobHOCTTa 3a wodupate U paboTa ¢ MaWMBN

MurpenaTta unu neveHwetTo Ha Mmurpeda ¢ MAXALT moKe npw HAKOW HatlMeHTH fa
ApeaM3BMKa CBHAKBOCT. [MpW Hakow nauvenTw, nekysaun ¢ MAXALT wvma cuobleHus u 3a
samaieaxe. [No Tasn npwyuHa Bonuwre Tpabea Aa HanpaBaT NpelieHKa Ha cnocobHOCTMTE CK1 3a
MaBLPLUBaHE Ha CHOXHU 32a41 RO BPEME Ha MUrPeHO3eH NPUCTBN U crie npuem Ha MAXALT.

4.8. Hexenany nekapcTBEHM PeakLliny

MAXALT e nacnessad B KOHTPOAMPAHKM KNUHWYHW NpoyYBaHia, obxsatuallii nosgye oT
3600 GonKu 3a cpoKk 4o eaHa roguHa. Hali-vectute cTpaHuyHW edekTn ca bunu samaitsaHe,
CBHNMBOCT U aCTEeHOSAMHAMMS,

Hpyr1 Hexenanw peakuwy, Habriogasabk npy GONHW, npuemann efHa unn nosede
tabnetm or 5 unu 10 mr MAXALT no speme Ha Kpatku (ecToTa nog wnu pasHa Ha 1% u no-
BUCOKA OT Tasy npu nnaueBo) unu NpoALMXUTENHW (YECcToTa paBHa uny Had 1%) KMMHUUHK
npoy4BaHWs, BKIHOUBAT, C HamanaBaila YecToTa No OPraHHv cuctemul B uemus op2aHusbM -
Gonkn B ropaute WM Kopema, Cobpleuyrocbdosa cucmema - cbpuebnede, Taxukapawus;
acmpousmecmunaneHs mpaxkm - TafaeHe, nospbliaHe, cyxoTa B YCTaTa, Anapus, Aucnencus,
waxpa, OnopHodsuzamernieH anapam - GOnKM BLB BpaTa, CKOBEHOCT, YYBCTBO Ha TeXecT B
onpepeneHa obnacy, YyBCTBO Ha cTAraHe B onpegeneHa obnact, myckynHa cnaboct; Hepena
cucmema - rnasobonve, Napecreauy, HamaneHa YMCTBEHa OCTPOTa, DeacbHWE, XUMECTEanus,
TpeMOop, aTakcks, HepBHa HanperHaTocT, CBeTOBLPTEX, AesopueHTauyns; fJuxamenHa cucmema -
thapurreaneH guckomdopT, 3aayx; Koxa - aavepessate, copbex, nsnorsasane; CemusHu opaaHu
- 3aMbrneHo speHne; fuKoUHOMNoNoea cucmeMa - TONNY BLITHN.

B peaxn cnywam {go 0,1% ot OonHWTe) ca HACTLMNBaNM CUHKON W apTepuanHa
XUTIEPTOHUSA.

CrpannuHuTe edekty npy Tabnetkute 3a cmydeHe MAXALT RPD ca cblyuTe kato Tesn
npu TabneTkuTe.

Onur cned nyckaHe Ha nexkapcTBeHMs NpoAYKT Ha nasapa

CreaHuTe AOMBMHUTENHY HexKenaHii NekapcTeesy peakumy ca Gunn goknagsaHn MHoTo
PAOKO X MOBEYETO Ca [OKNafgBaHu Npu nauueHTy ¢ puckoBu dakropu 3a UBC: muokapgHa
WCXEMUA WA WHDAPKT; MO3BLYHOCHA0BN WHUNMASHTH.

CregHuTe HeXenasy NekapcTBEH peakumy Chlllo ca Bunv JoknaasaHu:

Cspbxyyscmeumens+ocir. AHruoegem (Hanp. OTOK NO JMUETo, NogyeBaHe Ha e3uks,
thapuxreaneH OTOK), XpuroBe, ypTukapus, ofpuB, ToKCUYHE enugepmanHa HeKponusa,
OnopHodeuzamenen anapam: 6onxa B nuueto; CemusHu opeaku. W3BPATER BKYC.
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4.9, [pego3npane

Hoaa ot 40 mr rizatriptan (kato earokpaTHa fo3a UAN Ha Ba NpMema NPes No-Marnko ot 2
yaca) ce nobecoxa Aobpe npn Hag 300 nauwenTy. Haf-vecto HabritogasanutTe CTpaHWUYHY
edexty 6axa samaiiBaHe 1 CbHAUBOCT.

Mpy kNMHUKO-hapMaKkonorMuHo NpoydeaHe, npu koeTo Ha 12 gyww e gageH rizatriptan 8
oblya kymynartueHa gosa 80 mr (gaeaHa B pamimte Ha 4 yaca), Npu geama gyl ce Habngaea
cuHKon wwau Bpaaukapgua. Tpy efUBEWAT WMHAWBUL, XeHa Ha 29 roauHW BBbIHMKHaxa
noepsliade, Bpaavkapaus U samansHocT Tpu vaca cned npuem Ha 80 mr rizatriptan (s3etv B
pamkuTe Ha gBa vaca). Egnd vyac cnefy HayanoTo Ha Apyrute cUMITOMK e Habnopaaear AV 610K
Ill cTeneH, NoBANARALL Ce OT aTponyH. TpK BTOpUs - MBX Ha 25 roanHK, HenocpencTBEHo cnen
BHoriesHeHa BEHENYHKUMUA HAcTbNuxa npexoaHa 3aMasHoCT, CUMHKON, UBKOHTUHEHLUMA ¥ CUCTOMHA
nayza, npoavmkuna 5 cekylan (yeranoeeda ¢ EKI). BenenynkunaTa e HanpaseHa [Ba vyaca cnef
npuema Ha oblwa gosa 80 wmr rizatriptan (5agenn 3a 4 vyaca).

Kato ce uma npegeng dhapmakonorusta Ha rizatriptan, npw npeposupade moraT ha ce
ouyaksaT apTepuanHa  XUnepToHWA  WhKM ApYrW  CepMOosSHW  CMMpTOMM  OT  CTpaHa Ha
cbprevHockgoBaTa cuctema. [ipu GonHWTe, Npy KoUTOo ce nogosnpa npegosvparne Ha MAXALT
TpsaBea Aa ce NpUCTbIM KbM CYMCTEBAHE Ha CTOMaLHOUPEBHWA TpakT (HanpuMmep CTOMALUHE
NpoMMBKa, MIOCTIEABaHA OT NPUEM Ha aKTuBeH Bbrnel). KnuHnaHoto n EKT nabmopeuue Tpabea
/i3 NPoObIKK NoHe 12 Yaca, Aopy ¥ NpY Wnca Ha KNUHWYHN TTPOABA.

EdexTtT Ha XeMo- W nNepuToHeanHaTa gWaiu3a BbpxXy CepyMmHaTa KoHUeHTpauus Ha
rizatriptan He e n3BecTeH.

Mpubnuautentara opania LDy Ha rizatriptan e 700 Mr/kr Npu MUk 1 2227 ME/KT npy
nabxose. [pubnusuTenHara BeHoaHa LDgy Ha rizatriptan e cwotBeTHo 89 mr/kr u 141 mr/kr npu
MULLIKK U NITbXOBE, CBOTBETHO.

5. dapmakonorMyHM CBOWCTEA

5.1. ®apmakognHaMHUUEM CBOHCTBA

Mexamugbm Ha Jeflcmsue

Rizatriptan e MOLLEH, aKTUBEH NPy OParHO MPUNOXEHNE CEPOTOHMHOB AroHUCT, 3a KOWTO
€ [OKa3aHo [OoCpefcTBOM TEeCcTORE 3a CBbp3BaHe Ha W30TOMHO-Mapkupad nuraHg
(hyHKUMOHARHW hapMakorioryii Bruonscneasanis, e AefCTBa CENEKTMBHO Ha CEPOTOHUHOBATE
1B u 1D {5-HTg 1 5-HT;p) peuentopn. Rizatriptan He npuTexasa KNWHUYHO 3HAYWMO AeHicTBUE
Bupxy 5-HT2 n 5-HT3 peuentophute cyGTunose, HUTO BbpXy anda u GeTa-agpeHepruiHuTe,
JOOMAaMUHOBUTE, XMCTaMUHOBUTE, MyCKapnHOBUTE Wik GeH30[MasenuHoBUTE peLenTopy.

Rizatriptan pgefictea Ha kpaHuo-Backymaphute 5-HTp peuentopn ¥ npegussuksa
CENEKTWBHE Ba3OKCHCTPUKLIMS Ha excTpauepebpansyre, UHTPaKkpaHhaniy apTepun, 3a KouTo ce
CMATa, Ye ce QUNaTUparT No BpeMe Ha MuIpeHo3eH npucton. Ipuema ce, ue sasogunarauvsTa Ha
Tesy apTepus v CTUMYNaumsTa Ha TPUeMMHanHUTe CeHsopHM AbTuwa Ha Gonxarta ca Hait-
BEKHUTE MeEXaHWaMy B naToreHesara Ha murpeHarta. [lpu aHecTesupamy kydyera, rizatriptan
HaManaBa CeneKTWBHO KPbBOTOKA B KapoTUAHWTE apTepuu W Okassa MHoro no-cnab edekt Ha
UMPKyNaumaTa B kopoHapHuTe W GenogpobHuTe apTepuasiHi CbhlioBe.

Rizatriptan cbljo Taka noTucka YepenHuUTe CEH3OPHW MbTULiE, KaTo nNOBAMABA™:..
nepudpepHUTe ¥ LUEHTPanHWTe 3a8pbKHK 5-HTp peuentopy, KOUTO Ca Hanuye B OKOHHELH!‘/I?ITEI;J-jal <
KA

A
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TPUreMUHANHUTe HepeM Ha XopaTa W MueoTHUTe. [lpn cTUMynauvs Tesw TpureMmuHanHm
oKoHYaHMs oceobowpaeaT nentuan (HanpuMmep cybcraduma P, nentud CBbp3aH C reHa Ha
KaNUWTOHWHE M HEBPOKUHWH A), KOWTO NPEAV3BUKBAT Ba30AWNATAUUS U BbananuTenta peakivs
OKONo Kp‘bBOHOCHb‘lTe CbAcCBE B JYYBCTBUTENHWTE TBKaHW, W KOUTO npenasBaTt HouuuenTUBHNTE
CUMHanNW ¥bmM UeHTpanHara HepsHa cucTema, Ilpn XMBOTHU akTUBMPAHeTO Ha TpuremMuHanHnTe 5S-
HTp peuentopy o7 rizatriptan npenovepatapa ocsoboxAaBaHeTo Ha Tesu AenTuau, W No To3n
HadlH HamanaBa BasogunartauudaTa Ha YyBCTBUTENHWTE KPBBOHOCHW CBOOCBE, Hamanaesa
BbaNaneHWeTo Ha TBBbPAATA MO3bYUHa obBMBKA W NOTUCKA USHTParnHoTo fpefaBaHe Ha
GonkoBuTe UMNYSICH. Tesn AelcTBus MOoraT Cblo Taka Aa JonpuHecaT 3a KhiuHuuHaTa
edeKTUBHOCT Ha rizatriptan npu oceoboxaBare na MupeHosHaTta Gonka.

Rizatriptan npwtexaBa cnab 4YacTUYeH arcHUCTWYEH KOHCTPUKTOPEH edekT BbpXy
M30NUPaHKM YOBELUKU KOPOHAaPHW apTepui in vitro. Tasu Haxoka e B CboTBETCTBME C NUNcaTa Ha
aKTUBHOCT NO OTHOWEeHWe Ha 5-HT,, peuentopure, 3a KOWTO ¢e 3Hae, 4e Megunpar
KOHCTPHMKLIMATA Ha TE3W ChAoBe.

PapmakoguHaMMuHMK edekTi

EdexmmBroctra Ha Tabnetkute MAXALT B neueHueTo Ha oOCTpUTE MUIDEHO3HM
NPMCTBAN € A0Ka3aKa B YETUPY MHOrOLEHTPOBM, KOHTPONNPaHW ¢ nnauebo Npoy4BaHis, B KOUTO
ca Ounu Bmoueny nosede oT 2000 Gonuw, nonyyapany MAXALT Tabnetkn ot 5 nnu 10 Mr s
npoabiKeHne Ha Ao eaHa roauxa. ObnekyaBaHeTo Ha rnaeobonueTo e HacTbnBanc owle B
nepeuTe 30 MUHYTM Cfiej NPUEMaHeTo Ha npenapata U NpOLEeHTHT Ha noBnussaHe (T.e.
HaMansBaHe OT YMEpeHo CUMHO UMK cunHo rnascbonue kbM cnabo unn BLOGLIE Ao nunca Ha
rnaBsoBonMeTo) Ha BTOPUA Yac cries TpetupadeTo e 6un 67-77% ¢ Tabnetkure oT 10 mr, 80-63%
npu Tabnetkute or 5 Mr v 23-40% npu Anauebo. Benpekn ve npu GonHuTe, KOUTO He ca Ce
MOBAWSNK cnef nbpeus npuem Ha MAXALT, He e gaBada BTOpa [o3a NO BpeMe Ha Cblyws
NPUCTBA, NPW TSX € CBbLIECTRYBana Bb3MOXHOCT 3a TNOBNWABAHe npW Ccregsaly NPUCTBR.
MAXALT e samanun GyHKUNOHanHWTEe cMyuwleHust npu GonHuTe M e obnekuvn rageHero,
dhoTothobuata v doHocobUATa, CBBP3aHU © MUIPEHO3HMs NpucTbn. MAXALT chljo Taka e
NoACBPUN NPoECHOHANHOTO 1 COLUMANHOTO (DYHKUMOHMPaHe ¥ € Hamanun HanperHartocTia u
TPEBOXHOCTTA B NOCheaBalLuTe 24 yaca ciief npucThna.

C Tabnetkure ot 10 wmr obnekdasaHeto e s3anousanc no-6bp3o u Gonkara u
chyHKLMOHANHNTE CMYLUEHWS Ca U34e3BanK MpY NoBeYe NaUMeHTH, J0KaTO No-marnxko BornHn ca ce
HYKOGenM OT aHanreTWk WWin aHTUeMeTWK, OTKONKoTo ¢ Tabnetkure or 5 wmr. buno e
ycTaHoBeHO, Ye AosaTa 2,5 Mr He e edexTuBHAE.

EdhekTyBHOCTTA HE Ce € BivsAena oT HanWireTo Ha aypa, oT pacara Ha nayueHTure,
nora WM Bb3PacTTa, HUTO OT ©FHOBPEMEeHHOTO W3NON3BgHe Ha OpanHu KOHTpauenTvBK vnv
oBuuaiiinte cpeacTeEa 3a npodunakIvka Ha wmurpeHara (kato Geva-Gnokepy, xanuwesw
AHTATOHUCTH,  CENEeKTWBHM  MHXWOMTOpPM HAa  GCEepoTOHWHOBATA  [oMNa,  TPULUMKAWYHK
AHTUASNPECAHTH WITK BaANPOSRa KNCenNuHE).

B ngse pJBOMbBIHATENHW MHOMOUEHTPOBK, PaIHAOMWNINPAHW, nnaweGo-koHTpoNnpaHn

npoyysakns, srmioyeaiy 1038 naumeHTkn Ha rizatriptan, ediekyuBHOCTTa He €& e BNMsiena oT
BpB3KaTa C MEHGCTPYaUNATA.

5.2. PapMaKOKMHETMYHW CBOUCTEA

Abcopbuusa
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Cnep opanHo npunoxewne rizatriptan ce abcopbupa 6bpso ¥ nbiHo. CpepHara
OWOHaNMMYHOCT Ha TabneTkute e oKono 40-45% W CpegHy NMUKCBM NNa3MeHW KoHueHTpauwu
(Cmax) ce nocturat npudmvanTtento cneg 1-1,5 vaca (Tpa). Mpuemaneto Ha TabneTka rizatriptan
c GoraTa Ha MasHUHW 3aKycka He Hamansea, Ho neko sabassm pesopbumATa Ha npenapata. B
KMiHNYHUTE npoyysanua MAXALT e npunaras Bes coobpaansade ¢ XpaHeHeTo.

Paanpedenetue

Rizatriptan ce cebpsEa C NnasMeHWTe NpoTeuHu MunmManHio (14%). OGemwT Ha
paanpegeneHue e npubnuanrento 140 nurpa npu muxete u 110 nuTpa npy XXeHure,

[NpoyysauuaTa NpW nnNbxoBe couyar, Ye rizatriptan npemuHasa KpbBHO-MOIBYHAETA
Oapwepa B OrpaHuyeHa cTeneH.

EuompaHcchopMmalus

Rizatriptan ocHoBHo ce mMmetabonuanpa u4pes OKUCAMTENHO AeaMuHyupaHe oT
MonoamuHookenzasa A (MAO-A) Ao earo NpousBOOHO HA MHBOMOUETHATa KMCEMWHA, KOETO He &
chapmakonoryyHo  aktusHo.  N-monodesmethyl-rizatriptan, metabonut ¢ dhapmakonornyHa
SKTMBHOCT MO oTHOoLWeHMe Ha 5-HTygnp peuenTopa, cxofHa C Tasy Ha rizatriptan, ce obpasysa B
fo-manka CTeneH, HO He JonpuHacs cbliecTeeHo 32 (hapmakogurHamuyHOTO AelcTBUE Ha
rizatiptan.  [nasmennte  koHueHTpauuw Ha  N-monodesmethyl-rizatriptan  ckcTaenssar
npuGrantento 14% OT Tesd Ha ObPEOHAYANHOTC ChefjWHenwe, W ABETe BellecTea Ge
enuMMHUPAT © eaHakea ckopoct. OBpasyear ce n APy MeTabonuTi C No-Manko 3HayeHue, Kato
N-oKCU, B-XUBPOKCKH CheANHeHke U cyrnidiaTpaH KoHoraT Ha 8-xuapoken metabonuta. Hukoil ot
Tean meraBonuti He e bapmakonormyHo aktueeH, Cres opanHo npuaokeHue Ha rizatriptan,
Mapiupad ¢ “C, rizatriptan cwcraenapa 17% o7 oflyara uupkynupaila nnasmeHa
pPaAnoaKTUBHOCT.

EnumunupaHne

MnasMeHuaT NOAYKUBOT Ha rizatriptan npn mbxe ¥ xeHu e cpepHo 2-3 vaca. Cnep
BEHO3HO NpUnoxeHue Ao 60 MKk Mpy MBXe dhapMakokMHeTMKaTa Ha rizatriptan e nuxeiina, a
MpY XEeHW - NOMTW NuHeiliHa. TINasMeHusT KNWPBHG Ha rizatriptan e cpeaxo okono 1000-1500
MA/MUH npy Mbxe W 900-1100 mn/mub npu sxeHn, 6‘b6pE'—lHMHT WpBbHC e okorno 20-30% ot
obwua. Crien opaneH npuem Ha rizatriptan, maprupas c "G, okono 80% oOT aKTMBHOCTTa c&
eKkckpeTupa ¢ ypuHata n okono 10% - ¢ uanpaxHeHusaTa. TOBa nokasea, ve metabonutute ce
EKCKPETUPaT npeaAuMHo npes 6ubpeanure.

Crnep opanHo npunoxenue HWa 2,5 go 10 mr rizatriptan, dapmakokuHeTukata My ce
NOAYNHABE Ha MPaKTUIECKU uHeitHa sasucumocT. MNopasn edexra Ha MbPBC NPEMUHABaHE Npes
yepHua ApoB, okono 14% oT npueTaTa rpes ycTarta A03a Ce eKckpeTapar npea GbOpeuute
HenpomeHeny, a 51% - kato nHgonaueTater MeTabonuT.

Mpw TpukpaTHo npunarake Ha 10 mr MAXALT npes 2 yaca B YETMPU TIOCNEA0BATENHN
AHW, TNasmMeHaTa KoRUeHTpaunsa Ha rizatriptan HapactHa B pamkure Ha AeHsi B CbOTBETCTBUE C
ANasMeHua My NOAYXMECT, HO HE HacTkNBa Kymynatus oT egquHusa 8o BPYIvs LeH.

OcobeHocmy npy omdenyume nauueHmu

o Tpy MbxkeTe nnowiTa nog kpmsata (AUC) Ha rizatriptan (10 mr Ha fgeH) e Buna ¢
oKkono 25% no-ManKa, OTRONKOTO NPK xeHute, Cmax - ¢ 11% no-Hucka, a Tmax e HaCT'b[lBaBO"""
NPUBANZNTENHO MO CHLOTO Bpeme. Teaw fBHU (apMaKOKOHETUYHY pasiuums ca Ges KJ'IWHM IHO" “:f\ ~
aHaveHue. o ‘“_,;f'_,,“'"ﬂ..,‘"j.. \
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Bnapacmutl xopa: YCTAHOBEHWTE NAaaMeHn KOHUEHTPauuu Npy Bb3pacTHU Xopa (Ha
BB3pacT mexgy 65 1 77 r.) He c& paanyyaBaT oT Tesn Npu Mnaau.

Yeprodpobra nedocmamuyrocm. Cnen npwnoxenne npy GO0MHW c© vepHonpoGHO
yBpeXaaHe B pesyntaT Ha neka [0 yMepeHa JepHoppofHa UMpo3a C ankoxonHa reHesa,
NRasMeHUTe KOHLIeHTPaUMy Ha rizatriptan ca Gunu cxogHU G Te3n Npy MIaaM MBHKE U KeHM.

Bubpeuna HedocmambyHocm: MNpu Gonuw ¢ 6u6peyda HEROCTATEHYHOCT (KPeaTUHWHOB
xnupBHC 10 - 60 Ma/mun1,73 M2) AUC Ha rizatriptan He ce e pasnu4aBana 3HauMmo oT Task npu
anpaew. [pu nauuenTn Ha xemogmanusa AUC wa rizatriptan e Guna c okono 44% no-ronsma,
oTkonkoTo npw GonHu cbc 3anaseHa OwBpevuna dyHkums. Makcumansara RIa3MeHa
koHUeHTpauMa Ha rizatriptan npn GonHW BLB BCUMKM CTagvK Ha XBH & Buna cxogHa C Tasw npw

3fpasit.

5.3. NipeAKAIMHMYHMW AaHHW 33 6e20NacHoCT

ToKkcuuHUAT NoTeHuwar Ha rizatriptan e uscrneasak 8 nopeanula OT NPOyYBaHWA Ha
TOKCWMHOGTTa NIPM MHOMOKPATHC OPaiHO NPUNOKEHWE NPU KydeTa W NITbXOBe, NpoabXuik 40
eAHa rOAWHa, M BBLPXY MWUIKM, C NPoAbkuTenHoct Ao 14 cegmuum. He ca ycraHoBew
HEXKeNaHW Haxogky, KouTo Aa He nossonssart npunaraHeto Ha MAXALT B TepaneBTU4HU [O3K
npw xopa.

KanueporeHsvaT noTeHunan Ha rizatriptan e ©wn wacnegead B fpoydBaHe BLPXY
nbxoBe, Npogwesikuno 106 ceamut U B NpoyuBaHe BbBPXY MUWKW C NPOARMKUTENHOCT 100
cegMuLy Npw opandn aosu Ao 125 mr/kr/aen (625 sy Mo-BUCOKM OT Tesu Npu xopa - 10 Mrunu
0,2 mr/kr). Tesy A03WM ca OCUIYPWITM EKCHOSWLIMOHHW MHTepeamm (GhoTHOWeHMs Ha AUC),
npeBALIaBalLKM CUCTEMHaTa SKCo3uUKA NpK Xopa npy TepanesTuqHa nosa 10 mr (0,2 mrixr), oo
600 meT npu NifbXoeete W 400 NBTH NPY MUWKKTE. HUTO NPK MULLKMTE, HUTO MPY MILX0BETES Ca
YCTaHOBEHM [JaHHU 338 KaHLeporeHHOCT NPy NOBYLIEHUTE AO3U Ha rizatriptan.

Rizatriptan, metaBonuTHO akTVBUPaH UNK HEe, HE & NOoKasan HUTO FEeHOTOKCUYHOCT, HNTO
MYTareHHOGT, HUTO KMacTOreHHOCT MpW Hukoe in vitro wnm in vivo nacnegsaHe Ha reHeTyHaTa
TOKCMMHOCT: MUKpOGHa MyTaresHocT, in vitro uscnenBaHe 3a xpomosomHu abepalmu, in vitro
nacnefpaHe 3a MyTareHHOCT NpK V-79 KNeTBYHY NuHUK, in vilro ankanHa enyuus/uscnefsaHe Ha
XEnaTouNT Ha MbX U in vivo u3cneapaHe Ha XpoMosoMHK abepaliii B KOCTEH MOIbK OT MULLKA.

He ca ycTaHoBeHW HeONaronpuaTHW eheKTn BbpXy hepTunuTeTa Uik penpoayKTUBHUTE
Bb3MOXHOCTY, HUTO TOKCUUHOGT ¥ Mancopmauui ¥ nrioaa npu MBXKY K KEHCKK TbXose (0cBeH
neKo HaMaseHo TENecHoO Terno NpU No-BUCOKW goai) TPETUpaHW ¢ opanel rizatriptan go 100 n
CBOTBETHO 250 Mk aHesHo {500 v 1250 AbTH noseye OTF no3ata npy xopa 10 mrunm 0,2 Mr/kn).
OcBeH TOBA He Ca YCTAHOBEHW OTpULaTenHK edeKTy BbpXy penpoaykTuehuTe cnocofHocTh B
paHHUTE cpokoBe Ha BpeMeHHOCTTa U NO BpeMe Ha nakTauus. Teau 403W OCUIYPABET ekcrosuums
Hag 900 NbTW MO-BUCOKA OT CUCTEMHaTa SKCMOo3uLs NP) XOpa, KOETO & W34MCNEHO Bb3 OCHOBA
Ha CbOTHOWeHWETO Ha AUC Ha nnasmeHuTe HuBa NpW >KEHCKM NITbXOBE M Tesn npu Xopa,
Tpetupadu ¢ aoaa 10 wmr (0,2 mifkr). MpenaparteT NpeMiHara B 3HaYMTENHW KOonkYecTBa npes
nnatleHTaprata Gapuepa, KoeTo ce A0Kasea OT HusaTa BbB (eTanHarTa Kpbs - 20-40% ot Tesn B
maliumHaTa, MpenaparsT ce eKcKpeTpa u B Kbpmata, KbAeTo HUBaTa HafBuaBsaT S-KpaTHo uan
noBeuye HYBaTa B NMasmarta Ha mafkaTa. Bbopexu sucokaTa eKCRO3WUWA HA Maitkata, nnofa u
HOBOPOAEHOTO, YCTAHOBEHM npW Te3ay NpOy4RaHws, He ca Habmwopasaby HebnaronpusTHL
BbageficTeus Ha  rizatriptan  BBPXY  NPEXMBAEMOCTTA,  PAIBUTMETO,  NOBEASHUSTOX ™ I,
BBL3NPOU3BOACTEBOTC MNK XUCTOROIVATA Ha TECTUCUTE B MHPBO, KAaKTO 1 BLB BTOPO noxong'[-m%--

PR
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He ca HabniogaEaHn CMYLLEHUst B PE3BUTUETO WU TOKCWMYHOCT WAk mandopmanun B
nnoga npy GpemeHHN 3afiun (eAVMHCTBEHO NeKe HamaneHue Ha TenecHOTC TErno npy no-BHUCOoKK
003N}, TpeTupakn ¢ opaned rizatriptan no 50 mrfkr (250 etk fo-BUCOKa A03a OT TEpanesThYHaTa
nosa npyu xopa - 10 mr vnu 0,2 mr/kr). Ha cdoHa Ha Tesw [03W Ce NOCTUra BUGOKO KUBO Ha
Apenapata B MalluMHaTa KpbB Karo eKCNoLKU3NATa Bb3 0CHOBA Ha ChoTHOLUeRneTo Ha AUC e 475
MbTY MO-BUCOKA, OTKOMKOTO Tasu npu xopa npw gosa 10 mr (0,2 wrfkr). 3HauwtenHoto
npemMuHasaHe Ha Npenaparta npes nnauedTara BoAn A0 HWBa BbB deTanuute ThKaHn 42-49% oT
Te3n B MaiumHaTa nnama.

He ca ycraHoBeHu HeDnaronpuaATHY echeKT BbPXY passnTUETO Ha NNoja ApW NbXoBe 1
zaliyn, TpeTUpaHu [io BpeMe Ha BpemeHHOCTTa UMu NakTaumsiTa ¢ rizatriptan s osn, MHOroKpaTHO
HagBMiLEBallM TepanesTUYHNTE 403K Npu YoBeKa., 3HauMTenHOTo npemuHaBaHe Ha rizatriptan
fipes hnaleHTaTa e JOKYMeHTUPaHO B3 OCHOBA Ha NNasMeHnTe Y ThKaHHWUTE HUBa y Anofa.,

6.DapmaueBTHYHN AaHHN

6.1.CnuckK Ha NOMOLIHKNTE BEWECTBA W TEXHUTE KONTWYeCcTBa

Bbe BCAKa NpecoeaHa TabreTka ce CbAbpKaT cnepHuTe HeakTBHW cbeTaeki: Lactose
Monohydrate Ph.Eur 30.25/60.5 mg/tab., Microcrystalline Cellulose Ph.Eur 47.5/95.0 mg/tab.,
Pregelatinazed Starch BP 8.5/19.0 mg/tab., Ferric Oxide (Red) E 172 0.0095/0.019 mg/tab.u
Magnesium Stearate Ph.Eur 0.475/0.95 mgftab.

6.2. DUIMKO-XMMNYBM HECHLBMECTUMOCTH

He ca n3BecTHu.

6.3. Cpox Ha rogHocT
36 mecela

6.4. Cneuuarnkmn yenosusa Ha chXpaHehue
CexpaHsisa ce npu craliha TeMnepatypa,

6.5. Aanku 33 onakoBKara

MAXALT TabneTu oT 10 mg ce npegnara B anymuHuesy 6nuctepn nio 2 Tabnetn (16nmcTep x 2
Tab.) v 6 Tabnety {2 Gnuctepa x 3 1ab.), onaxosaky B KApTOHEHA KyTHS.
MAXALT Tabnetn ot 5 mg ce npesnara 8 anymunuesy 6nvctepn no 2 tabnetn (16nuctep x 2
Tab.} v 6 Tabnety (2 6Gnuctepa x 3 Tab.), ONakoBaHK B KAPTOHeHA KyTUs.

6.6. Mpenopbky nNpy ynorpeba

Hama

l_ Ume u agpec Ha npurexarens Ha pazpeitieHneTo 3a !I’IOTE&GG

Merck Sharp & Dohme IDEA Inc.,
Schaifhausersirasse 136,
8152 Glattbrugg, Switzerland

8. PeructpallmoHeH HOMep B permcTbpa no un. 28 3NAXM
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5 mg 9900194
10 mg 9900195

9. Oava Ha nLpPBO paspelliedune 3a ynorpeba Ha NekapcTBeHUA NPOAYKT

12.K0nmn.1999

1. DaTta na nocnegHa peBM3Nsa Ha TeKeTa
Mecey MapT 2004 roauHa.
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