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KPATKA XAPAKTEPHCTHUKA HA IIPOAYKTA

n* ft SIATENHA Al EHUs N0 JIEKAPCTBATA
HUME HA JJEKAPCTBEHUSA ITIPOJIYKT Koo SBPAKMERUCIILKS HE APOOYXMa - [Ipusomenys 1

Riamet® 20 mg/120 mg tablets
Puamet 20 mg/120 mg Tabnerkn

KAYECTBEH H KOJIMYMECTBEH ChCTAB

EnHa tabnetka cpanpxa 20 mg apremerep (artemether) u 120 mg nymedanrpun (lumetantrine).
3a IIbJIHKA CAHUCHK Ha MTOMOLIHWUTE BELIECTBA, BHKTE TOUKa 6.1,

JEKAPCTBEHA ®OPMA
Tabnerkn.

CBeTno XKBITH, OBanHK Tabnerku ¢ Haanue “NC” wammnosan ot efHaTa ctpaHa U “CG” ot
apyrara.

KJIHHNUYHH TAHHHU

TepaneBTHYHH NOKAZAHHA

Riamet e nokasaH 3a Je4YeHHE Ha OCTPa HeycllokHeHa Plasmodium falciparum manapusa ripu
BB3pACcTHH, aeua u 6ebeta ¢ TesrecHo Ter1o Haa S kg.

Ha ce 06bpHE BHUMaHKE HA OPHLMAITHUTE NPENOPBKH MO OTHOLIEHWE Ha NPAaBHIIHOTO
MPUJIOKEHWE HA @aHTHMAaJIapHAHH NEKapCTRa.

JAO3HpPOBKA H HAYHH HA NPHJIOKEHHE

Tabnerku 3a NEpOPATHO NPHIOKECHHE.

3a na ce noeumu abcopbumara, Riamet TpabBa jia ce npyeMa ¢ XpaHa WK MJIEYHA HanmuTKa (BXK.
Tovka 5.2). B cayyait, Ye NallMEHTHTE HE MOraT Aa npueMar xpaHa, Riamet tpabsa na ce
MPUITOKH, HO CHCTEMHATA SKCTIO3MLIMS Moe J1a Obae HamateHa. [TaluMeHTH, KOMTO NOBBPHAT B
paMKWTe Ha | Yac cjieq npUeMa Ha NpoayKTa TpsOBa Aa NOBTOPAT A03aTa,

3a npuIoskeHHe NpH Mankk Aeua niu Gebeta, TabneTkuTe MOraT a ce pasapodsT.

BoapacTHy 4 gena ¢ TesecHo Terno naa 35kg

3a naLUMeHTH Ha Bb3pacT =12 roauHy # 235 kg TenecHo Terio, neyeOHna Kype BKIIOUBA LIECT
JO3M OT 10 4eTHpH Tabnerku T.e. obwo 24 TabneTky, npuiiokeHH 3a nepyoa ot 60 yaca, KakTo

C/IEBA;
[Tupsara 103a OT YeTHPH TaGNETKH, NPUJIOKEHA NIPH MOCTABIHETO Ha AMArHo3aTa, Tpsdea aa ce

-l

Ieua n 6ebera ¢ TenecHo Terno ot 5 no 35kg
[TpenopbuBa ce pexxum ¢ mecT 103K ¢ 1 1o 3 TabneTky 3a 103a, B 3aBUICUMOCT
TErNo:




5 mo <15 kg tenecHo Terno: ITupeara A03a OT €Ha TabaeTka, NPUAOKEHA NPH NOCTABAHE HA

nMarHosara, TpabBa Ja ce mocaeasa Ot IeT A03H OT Nno eJHa TabsieTka npuioKeHy Ha 8, 24, 36,
48 n 60 yac.

15 no <25 kg Tenecuo Terno: [TbpBata ao3a ot ABe TabNETKH, TIPHUIIOKEHA TIPU I10CTABAHE HA

AunarHosara, TpaOBa Ja ce nocneapa oT feT 4034 OT Mo Ase TableTkn npuioxeHu Ha 8, 24, 36,
48 v 60 uac.

25 no <35 kg renecHo terno: [IepBaTa n03a OT TpH TabJIETKH, NPHIIOKEHA NPH TIOCTABAHE Ha

AMarHo3ara, TpabBa Aa ce MocjeBa OT neT JO3H OT No Tpu TabneTky npunoxkenn Ha 8, 24, 36,
48 u 60 yac.

[layineHTH B HanpeaHala Bb3pacT
Bunpeku, ye npu nauyedTH B HanpeaHala Bb3pacT He ¢a NPOBEXAAaHH Mpoy4BaHHA, HE Ca
HeOOX0ANMH CNICELMAIHK NTPEATNA3HU MEPKH WY KOPEKLIMK B NO3UPOBKATA.

brOpeuHo uan YepHOAPOOHO YBPEKIAHE

Heo6x0a1MMo e NOBUINIEHO BHHMAaHWE NIPK Npuaarade Ha Riamet py nauMenTH ¢ TeKKH
6u6peunu unn yepHoapobHK npobnaemu. I1pH Te3n NaLKHeHTH ce NPEnopbLYBa NPOBEXKAAHE Ha
EKI" » npocaensisaHe Ha CEPYMHHSA KaJTWH.

Hosu HHpEeKIIMH

JlaHHUTE OT OrpannueH Opoi NaLMeHTH B CHASMHUYHA MATapHHHHN 30HH T10Ka3BaT, Y€ HOBHTE
nudekurn Morat aa 6baat neKysans ¢ BTopu kype Riamet. Ilpyn aunca Ha AaHHK OT
NPOYyYBAHHUATA 33 KAPIMHOTEHHOCT M NIOPaJiH JIMIICA Ha KJIMHHYEH OITUT He MoraT jia Obaar
MpenopsYaHy NnoBeye OT ABa Kypca ¢ Riamet.

4.3 IIporuBONOKa3aHNA

Riamet € npOTHBOMNOKAa3aH NpH:

¢ |lalueHTH C H3BECTHA CBPBXYYBCTBATC/THOCT KbM AKTHBHOTO BCUISCTBO HJTH HAKOC OT
MOMOIIHUTE BCLLUCCTBA.

e IlauueHTH C TeXKa Maiapusa cbriiacHo AepunnLinuTe Ha C30.

o TlauWeHTH, KOMTO NPHEMAT JIEKAPCTBEHH NPOAYKTH, KOMTO ce MeTaboIM3upaT OT €H3HMA
CYP2D6 (nanp. (rekauHn/l, METONPOION, HMUNIPAMHH, AMUTPHITTHIKH, KIOMHIIPAMHH).

o Tlanmenture ¢ haMHIHa aHAMHE3a 32 BHE3aIHa CMBPT WM 3a BpoaeH yasmked QTc
uatepsan Ha EKI', win npy HatM4He Ha BCAKO APYTH KIIHHUYHO CHCTOAHME, KOCTO

yawkaea QT ¢ uHTepBana.

o [TauMeHTH, KOUTO MPUEMAT JACKAPCTBA, 32 KOHTO € N3BECTHO, ue yab/kasatr QTc vunrepsana.
Tesmn nekapersa BKIIOYBAT:

- AurdaputMuln ot kiacose LA u I
- HesponentHiln, aHTUAETIPECAHTH, —
- HakoH auTHOHOTHLM, BKIKHBALLK NPOAYKTH OT CIAEAHNTE KJACOBE. MAKpOJl
(BAYOPOXUHONOHH, HMHWAA301084 W TPHABOMORH AHTUMUKOTHYHN NPOAYKT
- HaxoH He-ceaupallli aHTHXHCTAMUHY (TepeHannt, acTemMuson);
- Llnzanpua,
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o [laumenTu ¢ aHaMHe3a 38 CHMIITOMaTHYHH CLPACYHH ApUTMHHU WITH ¢ KITHHHYHO 3Ha4yHma
GpaauKapays, Wi 3aCTOHHA ChPACUYHA HEAOCTATHHHOCT [PHAPYKEHA OT HAMAJIEHa NOMITeHA
¢hyHKLHA HA ISIBATA KaMepa.

¢ [lanmeHTH C HapyYLUCHHE B CJICKTPOJIUTHHA banaHC Hanp. XUIMnoKainnueMHsa HJIN
XHITOMAIHE3IHCMHAL.

CnenHansu npeaynpexaeHns 1 NPeANa3sHH MEPKH NPH ynorpeda

Riamet He TpabBa na ce mpujara nNo BpeMe Ha MbPBHUA TPHMECTHP OT OPEMEHHOCTTA B C/Ty4aH, B

KOWUTO € Rh3MOXHO 14 C& NPUIOXKAT APYFH NOAXOIAMIIM H ePEKTHBHA AHTHMAIAPHLIM (BXK. TOYKA
4.6).

Riamet He e OLEHABAH 3a JICUCHHE Ha TEXKKA Malaphs, BKIIOUYHTETHO ClTy4yau Ha uepeOpanHa
Mastapys WK JIPYry TeXKKKH nposeH kaTo 6enoapobeH 0Tok WiH 6b0peyHa HEA0CTaThYHOCT,

IMopaan orpanyyYeHHTE JaHHH 3a 6e30MacHOCT M eukacHoCT, Riamet ne Tpsabsa na ce npunara
€/IHOBPEMEHHO ¢ JIPYT aHTHManapuyeH NpoaykKT (BK. TOYKa 4.5) OCBEH, aKO He CHLIECTBYBA
ApYyra TepaneBTH4Ha alTepHATHBA.

AKO ChCTOSHHETO Ha MALMEHTa ce BJIOIIX Ha ¢oHa Ha npuema Ha Riamet, Ge3 3abapsne Tpadsa
Ja Ce 3aMovHe aNTepHATHBHO NeueHHe Ha ManapuaTa. B nonobnuu ciyyan, ce npenopbysa
npocneassane Ha EKI' n npeanpueMane Ha IEHCTBUSA 32 KOPEKLHUA HA CACKTPOJIMTHHTE
HapyLUECHUS.

IBbJArKAT €TMMHHALHOHEH TMOJTY)KUBOT Ha nymegaHTprH TpadBa j1a ce B3eMe NpeliBUJ, aKo Ce
[pu/ara XHHUH NPH NaLMEHTH, TeKyBaHK npean Tosa ¢ Riamet.

AKO XMHHHSBT CE Npuiara BegHara cnes Riamet, ce npenopbyBa CTPUKTHO NPOCAEASsBAHE Ha
EKI" (Bx. TOuKa 4.5).

Axo Riamet ce npunara ciea mefloquine, ce npenopb»vBa CTPUKTHO NMPOCICANBAHE Ha NTpHEMa
Ha xpaHa (Bx. TouKa 4.3).

[Ipy nauMeHTH, TeKyBaHy npefy Toea ¢ xanohaHTpuH, Riamet He TpabBa fa ce npunara no-paHo
OT €AMH Mecell ¢Jie]] MOCeHNS NTPHEM Ha Xano(aHTpHH.

Riamet He e MOKa3aH U HE € OLCHABAH TIPH JIEYSHUE Ha Manapus NpH4nHeHa ot P. vivax, P.
malariae vnn P. ovale, BBIIPEKK Y€ B KIIMHWYHHUTE NMPOYYBAHHA HAKOH OT NALIKEHTUTE B
HaualoTO KMAT KouHdekumsa ¢ P. falciparum v P. vivax. Riamet e epeKTHBEH Cpeuly KPLBHHTE
craaun Ha Plasmodium vivax, HO He € aKTHUBEH cpeiy XxunHo3zonture. [lopaan Tosa,
[IOC/IEABALLIO JICYEHUE ¢ primaquine MOXe 1a C€ MPHJI0XKH 32 NOCTUraHe Ha XHIMHO30MTHA

epaJauKaLus.

Riamet #He € r0Ka3an v He € MPOYUBaH 3a ApojuiakTUKa,

Kakro npu Apyry aHTUManapuiiiu sekapersa (Hanp. XanohaHTpHH, XHHUH ¥ XHHUAKH), Riamet
mMoxke 1a yabsimxn QT uHTepBana.

B KAMHUYHHM MPOYMBAHWA MPU BL3PACTHU/NOAPACTBALLH, Py 8 naumeHTH (0,8%) noayvasaiun
Riamet e HaOonasano yiabnkasane Ha QTcB nHrepsana >500 msec v npy 3 nareHTH (0,4%)
yibskasade Ha QTcF untepsana >500 msec. Yawmkasane Ha Q¢ nnrepaana >30 msec €
HaGJiroaasaHo npy 36% OT NAUMEHTHTE,

B knuHuuHW npoyusanus npu Bebera/neua, npw 3 nauvendTy (0,2%) e nadnionasaio
yabokasane Ha QTeB untepsana >500 msec. He € nmano naupentn ¢ QTek >500 n
Y avmkasane Ha QTc nHTepsana >30 msec ce HabmonaBa npH 34% OT aeuara ¢ Ten
5-10 kg, 31% ot geuara ¢ TeaecHo terno 10-15 kg n 24% ot xenara ¢ TEIECHO TET
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[IpenopbyBa ce NMOBHIIEHO BHUMaHHe, korato Riamet ce KoMOHHMpa ¢ JiekapcTea, NMoKasBauly
pa3IMYHM Ha4MHH Ha UHXUOHUpaHe, HHAYKIMA WiK KoHkypHpaHe ¢ CYP3A4 bii karo
TepaneBTU4HUSA ePEeKT HA HAKOM JIeKapcTBa MOXe Jia Obae npoMeHeH (BK. Touka 4.5 v 5.2).

[TanMeHTH, KOMTO UMAT 3aTPYAHEHH TIpH NPHEMa Ha XpaHa Mo BpeMe Ha JieYeHneTo Tpa0dBa na
6bAAT CTPUKTHO NPOCJIC/SBAHM, Tl KaTO PHCKa OT PEUMAHB Ha 0oJIecTTa MOXKE 1a € NO-FOoMAM.

[Ipenopbusa ce NOBHILEHO BHHMaHHe, Korato Riamet ce fipuiara npH nalHeHTH ¢ TEXKH
6L6peuHy, uepHOAPOOHH U ChpaeYHH NMpobieMH (BX. ToYKa 4.2).

B3aumoaeicTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H ApYrd ¢opmn HA B3aHMO/IEHCTBHE

B3aumoIeficTBHE ¢ ApYrH aHTHManapyuy (Bx. Touka 4.4)

IMpoyubaHe 3a TeKapCcTBEHH B3auMozieHcTRH ¢ Riamet npu Mbike BKIIIOUBA NPHIOKEHHE HA 6-
N030B PHWKKM 3a 60 uaca npu 3apaey 106poBoLM, KOHTO € 3ano4yHaT 12 yaca criest
NpUKIoUBade Ha 3-1030B pexxuM Ha mefloquine unu nnauebo. ILasMeHNTe KOHUEHTPALNM Ha
mefloquine ot MomeHTa Ha npubasaHe Ha Riamet He ce NoBNUABAT B CPABHEHHE C IpyMnara,
kosiTo nosryuasa mefloquine nmocneasax ot ruianebo.

MpeawecrsamoTo aeyeHre ¢ mefloquine HAMa ePEKT BbPXY NNA3MEHHTE KOHUCHTPALMH Ha
apTeMeTep WK BbPXY OTHOLICHHETO apTeMeTep/ IMXHAPOaPTEMHCHH, HO HIMA 3HAYHMO
HaMagBaHe HA MIa3MeHKHTe HIBA Ha TyMe(hanTPHH , BEPOATHO NOpaji No-HHCKa abcopOuums
[IBJIKALLA C€ BTOPHYHO Ha HHAyuHpaHoTo oT mefloquine HamanseaHe Ha XTbYHATA NPOYKIKA.
[MaumeHTHTE TPAOBA a C€ HACHp4aBaT [a C& XPaHAT NpH NpHeMa Ha JICKapCTBOTO, 32 /1A
KOMIIEHCUPAT HaMalgBaHETO HAa OHOHATHYHOCTTA.

[TpoyuBaHe 3a JIEKAPCTBEHU B3aUMOACHCTBHA NP 3/1paBK MbXkKe 10OpOBOINLM MOKa3Ba, ue
M7a3MEHHTE KOHLIEHTPALKMH Ha TyMe(aHTpHH H quinine He Ce TOBJIMABAT, KOTaTo i.v. quinine
(10 mg/kg BW nipe3 2 4) ce npunara rnocieA0BaTeHO 2 4 e MOC/IeAHATa (ecra) ao3a Ha
Riamet (Taka 4e A2 ce MOCTHIHAT KOHKYPEHTHH NIa3MEHH TTHKOBH HHBA Ha TyMEQaHTPHH ¢
quinine). TlnasMeHUTE KOHLIEHTPALIHK HA apTEMETEP U IMXHAPOAPTEMHCHH (dihydroartemisinin)
(DHA) u3raexjat no-Hucku. B Tosa npoy4yraHe, npUIokKEeHHETO Ha Riamet Ha 14 nvua Hama
edpekt BLpxy QTc rurepBana. CamMocToATENHATA HHGY3Hs Ha quinine Npw 14 npyrn nuua
NPYYHHABA NPEXOAHO yabmkaBaHe Ha QTc HHTEpBana, KOETO € ChbBMECTUMO C M3BECTHATA
KapAMOTOKCHYHOCT Ha XHMHUHA. To3m edekT ¢ cnabo, HO 3HAUYMMO NO-U3PA3CH, KOraTo
nHdY3NATA ¢ XHHHH ce NpoBex/a ciela Riamet A0NbIHATEHO NpH 14 SHua. Hzraexna, e
MPUCHLIHSA PHCK 32 yas/bkaaHe Ha QTc, cBbp3aH ¢ 1.v. IPUIIONKEH XHHHH C€ yCHIBA OT
npeALeCTBaIlO NpUnoxeHue Ha Riamet.

Bsaumozeiicteue ¢ naxuburopu Ha CYP450 3A4 (keTokoHa30)1)

H apremerep, U aymedaHTpuH ce MeTabo/IM3UPaT NPEJHMHO OT CH3HMA CYP3A4 v
TEpaNeBTHYHH KOHLIEHTPALUK He MHXUOUpAT TO3U eH3HM. EHOBPEMEHHOTO NPUNOKCHHE Ha
KeTOKOHa304 ¢ Riamet BoM 0 yMepeHO H3pa3eHo nokawpaHe (< 2-IbTH) Ha eKCNo3NUMATA
cnpsimo aptemeTep, DHA n nymedanTpun npu 31pasu nuua. Tosa NOKauBaHe HA CKCMIO3HLKATA
KbM KOMOMHALMATA OT aHTHMANAPULIM HE € CBBHP3aHO C NOBMIIEHA Y€CTOTA Ha HEXKEIaHH
peakLMM WK IPOMEHH B €JIEKTPOKapAHorpadckuTe MmapaMeTpH. B3 OCHOBA Ha TOBA NMPOY'BaHE,
ce CUMTA, 4e He HeODXOOMMO KOPHIHpaHe Ha 1o3aTa Ha Riamet npu nauuentn ¢ falciparum
Masiapys, KOraTo ce Npuaara eJHOBpeMeHHO ¢ ketoconazole wiH Apyry MOLUHA HHXUOUTOPH Ha
CYP3AA4.

BiaumoneiicTehe ¢ ensumute CYP4350

JlokaTo npoy4BaHUATA in Vitro ¢ apTeEMETEP B TEPaneBTHYHNA KOHUECHTPAUNH HE NO
THAYHWMH B3aUMOJeicTBHA ¢ eHsumuTe cytochrome P450, apreMU3MHUHWTE UMAT
CIIOCOGHOCT J1a MHAYLMpaT obpasyBaHeTo Ha uuToxpomuus ensumM CYP2CI9, u
1 Ha CYP3A4. Bp3MOXHO € Ta3u W30SH3UMHA HHAYKUHA 1A FIOB/HsAE TEParcBTH
NEKapCTBaTa, KOUTO OCHOBHO C& METADOIM3HPAT OT TE3H €HINMH,
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VcraHoBeHo e, ue nyMedauTpu in vitro waxnbupa CYP2D6. Toea Moxe a1a € OT 0C0DeHO
KIIMHUYHO 3HAYE€HHE 3a BELIECTBA ¢ MAILK TEPANIEBTUUEH HHAEKC. ENTHOBPMEHHOTO NPHNOKECHHE
Ha Riamet ¢ fekapcTBa, KONTO ce MeTabOTU3HUPAT OT TO3H H30E€H3HM € NMPOTHBOINOKA3AHO.
[TpoyusanusaTa in vitro nokazear, 4ye MaTabonH3Ma Ha TyMedaHTPHUH ce UHXUOUpa oT
XaJIoQaHTPUH H XMHHA,

B3aumoielcTBYE ¢ IPOTEa3HU HHXHOUTOPH aHTHU-PETPOBHPYCHH NMPOJYKTH

[Topagy pasnHuHWTE ILTHINA HA WHXWOWpaHe, MHAYKUMS WIH KOHKypupaHe 3a CYP3A4 c
MHXUMOUpAIA NpoTea3uTe AaHTH-PETPOBUPYCHH TNPOAYKTH, TNPHUNOKEHHETO Ha TaKHBa
JIEKAPCTBEHU TMPOJAYKTH, 0COGEHO KOMOMHALMKM OT TAX, €AHOBPEMEHHO ¢ Riamet, W3NCKBa
KJIHHUYHO HaOI0IeHHE W NPOCNSAABAHE HA KIIMHUYHUSA OTTOBOD /HEXKEMAHUTE PeaKinHy.

Hpyry B3anMOAEHCTBUA

ITpunoxenuero Ha Riamet € NPOTHBONOKA3aHO NMPH NALMEHTH, MPHEMALLH NPOJYKTH, 32 KOHUTO €
W3BECTHO, Y€ yabokapaT QT unreprana (Bx. TouKa 4.3).

Ilpu nanyeHTH NPOBEXKAAIM NPEAUIECTBAMIO JieveHHe ¢ XanogaHTpuH, Riamet Tpsabsa ga ce
MPWITONH NOHE €JMH MECELl CIIEAl MOCNIEAHHA IPHEM Ha Xalo(aHTPHH.

Mopaju orpaHuueHu AaHHM 3a GesonacHocT M edukacHoct, Riamet ne TpsabBa na ce npunara
eAHOBPEMEHHO C APYTrY aHTHMAJIAPHYHH MPOAYKTH.

B nombiHEHHe, MOpaaM crocoOHOCTTA Ha HAKOW aHTHMMATapHYHK NPOAYKTH aa yAbkaBaTr QT
WHTEPBANa, Ce MpenopbyYBa NPUIOKEHHeTo Ha Riamet rpu nayHeHTH, NMPH KOHTO BCE OLIE MOXKE
74 ¥MMa JONOBUMHK KOHLIEHTPAUMWH OT T€3M NPOAYKTH B IJiasMaTa OT NPeIIieCTBALIOTO JICHCHHE,
Jla CTaBa ¢ NOBUILECHO BHHMaHHUE.

bpeMeRHOCT H KbpMENE

bpeMeHHOCT

TlaHHUTe 32 APUIOKEHHETO HA apTeMeTep H JiyMedaHTpHH npy OpeMEHHH XKEHH ca
HeJOCTATHYHH. BB3 OCHOBA HA JAHHHMTE NPH XKUBOTHH, ce oYaksa Riamet Aa npeau3BHvKa
CEPHO3HH BPOJICHH JeEKTH, KOTATO CE MPHJIara Mpe3s MbpBHs TPUMECTbP Ha OPEMEHHOCTTA (BXK.
ToukH 4.4 ¥ 5.3). PenpoayKkTHBHUTE NPOYHBAHHA C apTEMETEP MOKa3BaT AaHHH 33
MOCTHMITIAHTALMOHHH aBOPTH ¥ TEPATOrEHHOCT NPH TUTLXOBE M 3aiuy. OcTananure
MPOMU3BOAHY Ha arteminisin ChIO €a NOKA3alK TEPATOreHEH NOTEHIINAN C MOBHILICH PHCK 1O
BpeMe Ha peHHaTa SpemeHHoCT (BK. Touka 5.3). JleuenueTo ¢ Riamet He Tpsbea na ce npunara
npe3 MLPBUA TPUMECTEP OT OPEMEHHOCTTA MPH HAJTMYHU APYFH NOAXOAALIH H e(PEKTHBHH
AHTHMANAPHITHA NMPOXYKTH (BX. ToYKa 4.4). BbNPeKH TOBA, JICHCHHETO HE TpabBa na ce
NPOYCTAHOBABA B KUBOTO3aCTPALIABALLY CUTYaLlHH, KOraTO HAMA HAIUYHH IpYTH e(PEeKTHBHHU
AHTUMANAPHYHH JIEKapCTBEHH NPORYKTH. [1o BepMe Ha BTOPHA M TPETHA TPHMECTBP OT
GpeMEeHHOCTTa JieueHHETO TpAGBaA xa ce 00CHKAA CaMO KOraTo O4aKBaHHTE NON3H 3 MaKkKaTa
HaZBMIIIABAT PUCKA 32 IUI0AA.

KbpMmeHe

JlaHHWTE OT NPOYYBaHHA TIPH XXHUBOTHH NPEATONaraT eKCKpEeTHpaHe B KbpMaTa, HO HAMa 1aHHH
33 eKCKPELIMATa B KbpMaTa rpy xopa. JKenure, npuemaiy Riamet e Tpsbea na KupMAT NO
BpeMe Ha nepuoja Ha iedenueTo. [lopany Apirus noayKHBOT Ha €JIMMUHHPAHC Ha
symedadTpud (4 10 6 AHK), C& IPENOPBLYBA KbPMEHETO 1a HE Ce Bb30OHOBABA NOHE €/1Ha
ceMHULA Che MocJIeiHaTa fo3a Ha Riamet, 0CBeH ako MOTEHIIMATHUTE [OA3HM 33 MaHKaTa !
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[ETEeTO HAaJBHMILABAT PUCKOBETE OT JieueHHe ¢ Riamet, TR
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MAWHUHA.

Hexe1any JEKAPCTBEHH PeaKUHH

[IpoduasT Ha Oe3onacHocT Ha Riamet € oueHed npy 20 KIMHUYHU NPOYYBaHHA TNPH TOBEYE OT
3 500 naumeHTH.

Hesxenannte peakLiMu ca noapeaeHH no 4ectota cwvriacHo MedDRA xoHBeHUMSTA 32 HECTOTA;
Muoro decty (=1/10)

Yectu (>1/100 oo <1/10)

Heuectut (>1/1 000 no <1/100)

Penxu (>1/10 000 no <1/1 000)

Mmuoro peaku (<1/10 000)

C Hew3BecTHa uecToTa (UECTOTATA HE MOXeE Ja Obe onpeneneHa OT HUIMYHITE JaHHH)

Ta6nuna 1 Uecrora HA HeKeNAHHTE peakiink npecmerHata npn 1 810 su3pacTHH B
noApacTBamu Hajx 12 roHHH, KOHTO ca nojayuapain Riamet B KITHHHYHH

NpOYYBAHHA

CbpaeuHu HapynieHH
MHOTO 4eCTH: flaanurauum
HecT: Yabixer QT wHTEpBAI

Hapyuienus na HEpBHATA CHCTEMA

MHOro HeCTH: ["nasobonue, 3aMagHoCT
Yecru: HapylzeHue Ha ChHA. NApPeCTe3ni
Heuecetu Arakcus, xurroectesuu, Clonus, COMHOJEHTHOCT.

PecnupaTopHu, rPphAHH H MEIHACTHHATRHA HAPYHICUHSH
Yectu: Kautnuisa

CroMamiHO-4PEeBHH HAPYLIECH HH
MHoro vecTtHu: KopeMHa §0/1Kxa. aHOPEKCH3)
Hapyienua Ha KoxKata # NOAKOKHATA THhKaH
Hectu: CoplOex, 0Opus
Hapywennsa Ha MYCKYJ/JIHO-CKEAETHATA CHCTEMA H CheAHHATC/IHATA ThRaH

YecT: ApTpairuy, MHANTHA
Hapymienun #a MeTadONN3Ma R XPAHEHETO
MHOro HecTu: AHOpEKCHA
OO0 HApYHIeHHS | ePeKTH HA MACTOTO HA NPHIMKECHHE
MHoro uvecTu: AcTeHus, ymopa
Hectn: HapyweHue Ha noxoakaTta

Hapyimcans Ha *MYHRHATA CHCTEMA
Heuectn: CBPBXUYBCTBUTEIHOCT

XenaTo-OnaHapHy HapyHieHns
Heuectu: Y BeIHUEHHUE Ha HEPHOAPOOHATE (PYHKUMOHAIHH TECTOBE
[Hcuxuuny Hapymenus

MHOTO HeCTH: HapyuieHus Ha chHA

HeeTH: bes3cwHue
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Tatnuna 2 Yecrora Ha HeKEeNAHUTE peakunH npecmeTHaTa npu 1 788 dedera u nena xo
12 roanHn, KORTO ca noay4dyapaad Riamet B KARHWYAY NPOYIBAHKHSA

Copaedan HapyuieHus

YecTu: [TannuTanmu, yasmpked Q1 uaTepsan
Hapymenud Ha H¢PBHATA CHCTEMA

MHoOro uecTy: ["hasobonue

Yecru: JamasHoCT

HeuecTu:; Clonus

PecnapatopHn, rphbann # METHACTHRAIHH HADYHICHHS
Hectu: Kawaurna
CroMampo-YpeBHA HAPYECHHHA
MHOTO YeCTH: KopemHa 6oika. aHOpeKcHs
Yecrn: Hyapus, nospbuiane
HapymeHHs Ha KoKata # NOJAKOKHATA THKAH
YecTH: O0pus
HeuecTw: Copoex
Hapyuienns Ha MYCKYJIHO-CKEJeTHATA CHCTEMa B Che/IHHHTE/IRATA THKAH
Yectu: ApTpanrun, MUanius
Hapyurena 5#a MeTa00/1H3MAa H XPAHEHETO
MHOTO 4eCTH: AHOPEKCHS
O6mH HapymeHHs H eeKTH Ha MACTOTO HA RPHIOKEHHE
YecTn: AcTteHus, ymopa
Hapyurensns HAa HMYHHATA CHCTEMA
Peaku: CBPBXUYBCTBUTENHOCT
Xenaro-OnInapHy HAPYIICHHS
Heuectu: Y gejtmueHne Ha 4epHOAPOOHHTE (PYHKUMOHAIHNA TECTOBRE

IMeuxaunn Kapywenus

YecTu: HapylueHus Ha ChHs
Heuectu: bezcbhune
IIpenosupane

B cnyuan Ha owakBaHO Npeao3dpaHe TpAOBa Aa ce nmpuiara noAxoaaula CHMITOMAaTHYHA H
NOZLPIKALIA Tepanis, BKIIOUBaIa npocneassane Ha EKIT H cepyMHNa Kajinh.

GAPMAKOJIOI'MYHA CBOVUCTBA

PapmaKogHHAMHYHH CBOHCTBA

QapMakoTepanesTH4IHA rpyna: aHTHManaphiiiy, KpbBHH mnsoHToIMAH (ATC xox: POIBESZ)

PapMaKoANHAMHUYHN eheKTH

Riamet cbabpika DHKCHPAHO oTHOWIEHHE 1:6 HACTH CHOTBETHO apTEMETED U TymedaH
MSCTOTO Ha MPOTHBOMNAPa3MTHOTO ICHCTBHE Ha ChCTABKHUTE € XPAHUTENHATA BaKy
MaNapHIHHA Napa3suT, KBAETO Ce CYUTA, Ye T MOBJIMSBAT KOHBEPCHATA HA XEMA,  ah
nponyKT o6pazysaH npy MetaGonu3Ma Ha XeMOr/Io0WHa, B HETOKCHHEH XEeMO3H
MUrMeHT. CHUTa ce, Ye TyMedaHTPHH NOBIHABA NPOLIECA Ha MOIUMEPH3ALAS, JLKETD apTemMe ep-
06pa3yBa peaKTHBHH MeTaGOINTH KATO PE3YNTAT OT B3aUMOLCHCTBHE MEXKTY HETORHY ' ﬁs




NEPOKCHIEH MOCT U Xena30To B xema. Kakto apreMeTep, Taka U JIyMe(paHTPHH HMAT BTOPUYHO
AEHCTBHE, BKIIOYBALIO NOATHCKAHE Ha CHATE3a HAa HYKJICHHOBH KUCEITHHH M OENThIA B
MaJTapyAHNA [1apasHT.

AHTAMaNapUiiHATa aKTHBHOCT HA KOMOWHALUATA OT apTemeTep M JyMmedaHTpuH B Riamet € no-
roasiMa OTKOJIKOTO Ha BCAKA OT ChCTABKHUTE NMOOTAEIHO. B ABOAHO-CAANO CPaBHUTEIHO
npoyusare B Kutait (n=157), uectorata Ha n3nekysaHe 3a 28-a1m ¢ Riamet, npuiokeHH KaTo
4eTHPH A03H € 94% B cpaBHeHue ¢ 90% 3a nymedanTprH H 46% 3a apTeMETEp NPHIOKEHH KATO
MOHOTEpaITHs, OCHOBaHO Ha intent-to-treat (ITT) nomynauusara. Ilpy olicHABaHaTa NoMmynalmA,
yecToTaTa Ha M3neKyBaHe 3a 28-1um e 100% 3a Riamet, 8 cpaBHeHue ¢ 92 % 3a TymeQaHTpHH U
55% 3a apremeTep, NPHUIIOKEHH KATO MOHOTEpanys.

B obnactuTe, B KOMTO Ca YECTH MYJITHPEIUCTEHTHUTE LaMoBe Ha P. falciparum B MECTHOTO
HaceJIeHHe, CTENEHTA Ha W3JIeKyBaHe 3a 28-1HH ¢ WeCT 10308 pexXHM (npuitoxeH 3a 60-96 yaca)
ca 81% n 90% 3a Riamet cripamo 94% un 96% 3a mefloquine/artesunate, ocHosano Ha ITT
MoMynaLMsTa. 3a OLEHABAHATA MOMY/IalMs, YECTOTATa Ha H3eKyBane 3a 28-aHun e 97% u 95% 3a
Riamet u 100% 3a mefloquine/artesunate.

B 0TBOpEeHO, MHOTOLIEHTPOBO KIIHHHYHO TIpoyuBaHe npopeaeHo B Adpuka npu 310 neua ¢
TesecHO Terno >5kg - <25kg u nonmyyapany wect A03W Riamet criopea TEAECHOTO TETO,
CpelHATa YecToTa Ha napasuronornuno uanekypane (PCR xopurupano) € 93,9% 3a ITT
rnorynaunata u 96,7% ouensisaHara nomyJauus.

Flono6en npodmn Ha edukacHocT U GezonacHocT € HabiroaaBaH f1pU HE UMYHHM3HPAHH
NALMEHTH, JXHBEELIH B PErHOHM 6€3 Majlapus, HO 3apa3seHH NPH MbTYBAHE B CHACMHYHW PAHOHH.
B 0TBOPEHO KAMHWYHO NPOYUBaHE NMPY Bb3pacTHU (=103),. CTENCHTA HA U3ACKYBAHE C Riamet 3a
28-4HM C HIECT N030B pexuM € 96% (119/124) 3a cueHsasanara u 74,1% (120/162)3a 11T
nonysaunsTa. OCHOBHATA Pa3iMKa B UECTOTATA HA M3IEKYBaHe MEXULY oueHsBaHaTa U 11T
MoTyAaLMa, €€ Ab/DKH Ha 38 MauHeHTH, KOUTO Ca HIKNIOHEHH OT OLCHRBAHATE NOIlylaums
MOPALH C/IEAHHTE NPHUMHN: 33 MALMEHTH C HEBBIMOKHOCT 3a npoc/ienssane (19 oT Tax He ca
64TH OLICHEHW Ha el 7 1 14 o1 74X ca S1AK U3UKRCTEHH OT NAPa3UTH HA JCH 7, HO CHUKACHOCTTA
Ha neH 28 e 6uia HEM3BECTHA) H 5 NMAaLKMEeHTH Ca NPHUEMAITH €THOBPCMEHHO JCKapCTBa, KOUTO HC
ca pPa3pelIleHy OT NPOTOKONA. BCHUKH Te3K NMAIMEHTH e Pa3ielaHH KaTo HEYCNEUIHO
winexkysanu 8 11T anannia.

Jleua oT €BPONEHCKH MPON3XO0] HE €4 BKIIOYEHH B KIMHUYHUTE TIPOYUBAHHI.

B cpaBHMTEHM KIIMHKYHHM NPOy4BaHUs Riamet 04HCTBA raMETOLIMTHTE 34 N10-MANKO OT €aHa
ceIMHIA M €DEKTHT My € 110-Obp3 OT TO3M Ha HE-APTEMH3WHHHOBH aHTHMAJIapHLM.

Riamet € akTHBEH cpelly KpBBHHTE CTaAMK Ha Plasmodium vivax, HO HE € aKTHBEH Cpelly
XUITHO30HUTHTE (BIK. TOUKA 4.4).

Yanaxasane na QT/QTc unrepnana:
Bp3pacTHH M JcLa ¢ Manapus

3a undopmaLHs OTHOCHO pHCKa OT yab/kapaHe Ha QT/QTc nHTepBana Mpy NaUACHTH. BHUXKTE
TouKa 4.4

3/paBH BB3IPACTHU

B rapanenso npoyHsaHe Ha 31paBy Bbh3IPACTHH JOOPOBOJILIM BKIIXOUBALLO 151auedo rpyna Mo
MOKCH(IYKCALWH KOHTPOAHA rpyna (n=42 3a rpyna), MpHI0KEHHETO Ha ecT 2039 ﬁ% £, .
Riamet ce cebp3a ¢ yabukasane Ha QTcF unreppana. CpeaHnTe NPOMEHN OT O W)a-ﬂwm% AN
Ha 68, 72, 96 v 108 uac cjea mbpeaTa A03a ca CboTBeTHO 7,45, 7.29. 6,12 1 6.84/m¥ce, Mgy LN '
168 yac ¢iea IbPBaTa 1034, IPOMEHKTE 0T OCHOBHATA anHHg 32 QT¢cE nnreps: I&:}iF @: }"ﬂ’“,‘ |
pa3iv4aeat o1 HyJja, HsiMa TeHACHUMS BUTO 34 >3() msec yBEJMHEHHUE OT OCHO qug;gmg‘a
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HHTO 33 abconoTHO yeetnyeHue 10 >500 msec. MokCH@uIyKCatluH KOHTPOA'LT CC CBBP3BA ¢
ysennuende Ha QTcF unrepsana B cpasHeHue © mauebo 3a 12 yaca ciies eaMHUYHA 103a €
MaKCHMaslHa npomsaHa Ba | vac caea ao3a or 14,1 msec.

PapmMaKOKHHETHYHH CBOHCTBA

dapMaKOKHHETUUHHTE XapaKTEPUCTHKH Ha Riamet ca orpaHHYeHH rnopaau JIMncara Ha
MHTpaBEHO3HA (OpPMa M MHOTO BUCOKaTa MEXK/Y- H BETPE-HHAWBH/0BA BApPHAOMITHOCT Ha
[UIa3MEHUTE KOHUESHTPALIHA Ha apTeMETEP U NyME(PAHTPHH, ¥ MPOHU3BOAHUTE
dbapmakokMHeTH4HH napamerpu (AUC, Cmax).

Abcopbuus

Apremerep ce aGcopbupa CpaBHUTENTHO OBP30 W AUXUAPOAPTEMHCHHUH, AKTHBHHST META0OINT
Ha apTeMeTep. ce NOoABSBA OBP30 B CHCTEMHATA UMPKYAALMA KaTO JAOCTHIA ITHKOBH MIAa3MEHH
KOHLCHTPALIMM HA IBATA KOMIOHEHTa 3a OKoNO 2 yaca ciea npuema. Cpeano Cmax w AUC
CTOHHOCTH Ha apremerep ce Hamupar Mexcay 60,0-104 ng/ml u 146-338 ng-h/mi, npu Haxpanenm
3APABH BBIPACTHH chied eadHmdHa qo3a Riamet, 80 mg apremeTep/d80 mg nymedantpud,
Cpeano Cmax u AUC ¢TOUHOCTH HA IUXHAPOAPTEMUCHHUH ce HamMupaT Mexay 49,7-104 ng/m
n 169-308 ng-h/mi, ABcopOumsita Ha JIyMEPAHTPHH, KOWTO € CHITHO JINTIO(PHIHA CHCTABKA.
3an0uBsa cne nepuoa Ha 3abaeste o1 2 yaca. ¢ MHKOBU NNA3MEHH KOHUCHTpaUMK (CPEiHO
vexay 5.10-9,80 ng/mi) okouto 6-8 vaca cnea npuema. Cpeano AUC CTORHOCTHTE Ha
nymedaHTprn ca mexay 108 n 243 pg-h/ml. Xpanara nonobpsasa adcopOumsita Ha apTemerep v
nyMmedaHTpUH: TIpH 3apasy J00pOBOILIM Cliell NpreM Ha XpaHa OoraTta Ha Ma3HHUHM
OTHOCHTEHATA GHOHAIMYHOCT Ha apTeMeTep Ce€ YBEAUYABA NOBEUE OT JBa ITbTH, & Ta3H HA
nymedaHTPHH IDECTHAAECET IThTH B CPABHEHUE ¢ APUET Ha 1MaAHo Riamet.

M3BecTHO € CHILO TAKA, Y€ XpaHaTa nosuiuasa abcopbiysaTa Ha TyMe(daHTPHH TIPH NALKUEHTH C
MaJiapyd, HO B NO-MaJKa cTeneH (MpUOIH3UTENIHO ABa NBTH), HAR-BEPOATHO MOPAJH NO-HHCKOTO
MacTHO ChABLPIKAHWE HA XpaHaTa, MpueMaHa oT TexKko GonHuTe nalueHTH. JlaHHuTe 3a
BzauMOIeiCTBHE C XpaHa [10Ka3Bar, ue abcopOLmsaTa Ha iymedaHTPHH Ha MAajHo € MHOTO C/1aba
(npennonaraiku 100 % aGcopbums cnex xpana Gorata Ha MasHHHK, a0COPOKUPAHOTO KOTHUECTBO
Ha riagHo 61 Tpabeano aa e <10 % ot npuerara 503a). BbB Bph3ka ¢ TOBa MauMeHTHTE TPROBA
1a C€ HACHPUABAT [a MPUEMAaT APOAYKTa C HOpMaJIHA HETA, BeHara oM XapHaTa MOXE Jia
Obae npuemaHa.

PasnipenencHue

Kakro apremeTep, Taka W TyMe(aHTpUH in vifro ce CBbP3BAT 3[paBO C YOBELIKHTE NIA3MCHA
nporennu (95,4% u 99,7%, pecnekrHsHO). JIHXHAPOAPTEMHCHHHUH CHILO € CBbP3aH ¢ YOBCHIKUTE
CEPYMHH NMpoTeHHH (47-76%).

MeTabonau3iem

ApTteMeTep ce MeTabonn3npa 6bp30 ¥ eKCTeH3UBHO (ChiiecTBeH first-pass MeTaboIH3BM), KAKTO
in vitro Taka ¥ npyM xopa. MrUKpo3omuTe B YepHUs Apob MeTadoIN3HpaT apTeMeTep A0
GUOIOrHYHO aKTHBEH OCHOBEH METabO0MUT ANXHAPOAPTEMHCHAUH (AEMETUIINPAHE ), OCHOBHO
nocpeacteoMm uzoeHzuma CYP3A4/5. Tozn MeTaboNT ChILO Ce YCTAHOBSABA NPY XOpa in vivo.

JTMXUApOapTEMUCHHHH 1I0-HATATHK Ce Npeobpa3yBa B HEAKTHHH METabOUTH.

(Dapmamrmﬂemxa'ra HA apTeMETep PH Bb3PACTHY € 3aBHCHMa OT BpemeTto. Cren OBTOPHO
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CrorHowenueTo Ha jien 3/aen | AUC 3a apremerep ¢ mexay 0.19 1 6,44, 1 mej
34 AMxuApoapTeMucruaud. ToBa apeanoara, 4€ iMa HHAYKUMA HA €H3MMa OTI
meTaboanama Ha apremertep. Chobllasa ce, ve apTemMeTep N AUXHAPOapTEMHCH



dHAyLrpail edhekT Bppxy akTuBHOCTTa HA CYP3A4. KnHHHYHHTE HAHHK OTHOCHO MHAYKHHMATA
Ca CbBMECTHMHM C in Vifro 1aHHUTE, OTIMCAHU B TO4Ka 4.3.

JTymedanTpuH ce noanara Ha N-geSytunupane, ocHoBHO upes CYP3A4, 8 MukpozoMuTe Ha
uepHus Jpob npH Xopa. In vivo Npy KUBOTHH (KYUE€Ta U TUIBXOBE), C€ OCHLIECTBABA
MIIOKYPOHHpaHe-IHPEKTHO U clell OKCHAATHBHA OuoTpaHchopmanud. Hpu xopa, ekenosuumara
Ha AymedratTPHH HAPACTBA C MOBTOPHOTO Npuiarade Ha Riamet no BpeMe Ha 3 NHEBEH NEPUOL
HA JleueHHe. U CLOTBETHO BABHO EAMMUHHPAHE HA CheAUHEHHETO (BXK. Touka 5.2 Enumunupane).
CHCTeMHATA EKCTIO3ULIMG Ha MeTaboanTa aecOyTHA-NyMeQaHTPrH, HUHTO in vilro
aHTHIIApA3ZHTEH ePEKT € 5 10 8 ABTH MO-BHCOK OT TO3M HA JIYME(DAHTPHH. € NO-HUCHK 0T % oT
EKCIIO3ALMATA HA U3IXOAHOTO JEeKapeTBO, HAMA HANWYHM AaHHW cnednd YK 33 apprKaHekaTa
NONYNAUNs OTHOCHO AecOvTHA-NyMedanTpuH,. /1 vifro, nyMeGanTprk 3HAYUTEIHO UHXUONPA
akTHeHocTTa Ha CYP2D6 npu TepaneBTUMHH NNa3MeHn KOHUEHTpauuu (8x. Toukn 4.3 1 4.5).

EnuMUHHpaHe

Apremerep H AUXHAPOAPTEMUCHHUH OBP30 CE€ OUUCTBAT OT IU1a3MaTa C NONY-XKUBOT Ha
eNMMMHUHUpaHe 0ko0 2 uaca. JlymedaHTpuH ce enMMHUHMpa MHOTO DaBHO C TEPMHHAIIEH MOy~
YCUBOT OT 2-3 JTHM MpH 3pasH K06POBONLM U 4-6 IHY MALMEATH ¢ Gaiumnapyuym manapms.
Jlemorpad)cKUTE MOKA3aTeNH KaTo MO M TENECHO TERI0 HAMAT KIMHUYHO 3HA4YHM EPCKT BHPXY
dapMakokuHeTHKaTa Ha Riamet.

Ipu xopa HAMa AOCTHIIHK JaHHH 32 YpPUHHATa excKpeuus. [Ipy nbxose v KyueTa apTeMerep He
ce OTKPHBA HENPOMEHEH BLB (pelieca ¥ ypHHATa ropaan Obp3ns W MHTEH3MBEH first-pass
METabOoMH3IbM, HO HAKOJIKO MeTaboniTa (HEUASHTH(HLIMPAHH) e OTKPUBAT KakTo BLB delieca
Taka M B ypuHara. JlyMeaHTPUH ce ETHMMHHPA 4Pe3 XTbUKATA MPH TUTbXOBE U KY1ETa, C
OCHOBHA eKckpeums BbB (eueca. Cnen nepopasieH NpHeM KOJMUECTBEHOTO U KaUeCTBEHO
BB3CTAHOBABAHE HAa MeTabOTUTHTE B XKIbYKATA M (pelieca € peJaTHBHO HHCKO, 110-rojiAMa HacT OT
103aTa C€ Bh3CTAHOBABA KATO W3XOAEH MPOIYKT.

QapMakOKWHETHKA [IPH CNSLHATHH TPYITH NALUHEHTH

[Tpy neauaTpHYHU NaUMCHTH ¢ Manapus, cpeano Cmax (CV7%) 3a apremerep (HabmonasaHn cnen
mbpBa A03a Riamet) e 223 (139%). 198 (90%) n 174 ng/ml (83%) 3a rpynu ¢ TENECHO TEINO
CHLOTBETHO 5-<13, 15-<25 u 25-<35 kg, 8 cpasHerue ¢ 186 ng/ml (67%) npu Bb3pacTHy
nauueHTH ¢ Manapus. Acounupanuar cpeae Cmax 3a DHA ¢ 54,7 (108%). 79.8 (101%) n

65.3 ng/ml (36%), cvorserHo otHeceH kbm 101 ng/ml (57%) npu BB3PACTHH MALKHCHTA C
mastapus. AUC Ha mymebaHTpHH {CpeliHa nomynauus, nokputa ¢ wect 1034 Riamet) ¢ 577, 699
n 1150 pgeh/ml 3a nejMaTpUyHH NMALMEHTH C MAIAPUA 1IPW MPYTNIH € TEACCHO TErNo ChOTBETHO -
<15, 15-<25 n 25-<35 kg. cpasnenn ¢oc cpeaen AUC or 758 pgeh/ml (87%) npw BB3pacTHy
NALMEHTH ¢ Manaphs. BPeMETO Ha NOJY-KHBOT Ha apTemeTep U iymedaHTpyH Npy JIeua €
HCU3BECTHO.

He ca nposeskaany cretiMpuyHn HapMaKOKHHETHYHH NPOYYBAHHA TIPH NALMEHTH C
yepHOAPOOHA ¥ OBOpeYHa HeAOCTaTBYHOCT, NIPH A€La HH NPH NAIMCHTH B HanpeHasa
BB3PACT.

5.3 IlpeaxkTMHHYHH AaHHH 32 0e30MACHOCT

Obuia TOKCWYHOCT

(OCHOBHMTE NPOMEHH, HaONIOAABRAHY B NPOYHBAHUATA 32 TOKCHHHOCT OT HOBTAPA
CBBP3aHH C O4aKBAHOTO (JapMaKOJIOTHYHO AEHCTBHE BbPXY EPUTPOLUTHTE, Chil
peakTHBHA BTOPHYHA XEMOIIOE3A.
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MyTareHHOCT

He ce ycTaHOBABAT J@HHH 32 MYTAr€HHOCT TIPH in-vitro WM in-vivo TeCTOBE ¢ KOMOMHAUMATA
apremeTep: yMedaHTpHH (CheToAlIa ce oT | "acT apremerep:6 yacTH nymedaHTpHH). B TecT 3a
MHKpOsSApa ce Habno1aBa MHEIOTOKCHYHOCT MPH BCHYKH A030BH HUBa (500, 1000 v 2000
mg/kg), HO BB3CTAaHOBABAHETO € NOYTH IMHIHO 48 yaca cjiel npyeMa.,

KapUMHOr¢HHOCT

He ca npoeekaaHn NpOyYBaHHS 33 KAPLMHOTEHHOCT ¢ KOMOHHALIMATA ApTEMETEP:TyME(haHTPHH.

[Ipoy4Banyg 3a penpoAYKTHBHA TOKCHYHOCT

[TpoyuBaHHATa 33 PENPOAYKTHBHA TOKCHYHOCT NPOBEJCHH C KOMOHMHALMATA apTeMETEp:
nmymedaHTpHH MOKA3BaT MaiuMHa TOKCHYHOCT M NOBULIECHA YE€CTOTa Ha aDOPTH NpH TIIBXOBE
3aiiliM ChOTBETHO B /I03H >50 mg/kg/nen (choTBeTCTBAWM Ha NpubausuTenno 7Tmg/kg/nen
apremerep) v 175 mg/kg/nen (cvoteercrBaw Ha 25 mg/kg/nen apreMerep). Tesn edextu He ce
HabmoaaRaT NMPH NMO-HUCKUTE JIO3H.

CaMOCTOATENHHUAT yMe(aHTPUH He NPUYKMHABA OeJie3n Ha PeNPOAYKTHBHA WK TOKCHYHOCT Ha
pasauTHeTo B 103u 10 1000 mg/kg/nen npn nasxose u 3aHLIA.

B npoyuyBaHus 3a penpoAyKTHBHA TOKCHYHOCT NPOBEICHH C apTeMeTep, NPOU3BOJEH Ha
APTEMUCHH, ce HabmonaBa eMOpPHOTOKCHYHOCT NPH ILILX0BE K 3aluK. M3BecTHO ¢, ue
apTEMUCHHUHNTE (Hanp, apTecyHaT) ca eMOPHOTOKCHYHH.

ApTeMeTep BOAM 10 MOBUILEHA YeCTOTa HA aDOPTUTE M TEPATOTCHHOCT (XapaKTepH3Hpa Ce ¢
HUCKA YECTOTA HA CHPAEUHO-ChJOBUTE M CKEJIETHH MasihopMaLiiy) npH mrbxose npu 19,4 mg/kg
1 1py 3aiinm npu 30 mg/kg. MajiunHa TOKCHYHOCT ChILO ce Habmoaasa npy 3aiuu npy 30
mg/kg/nuu. TIpu no-HKUCKKTE 103H MpH 3aiLM He ca 3abena3Bat Apyry Hexenanu egekTu. He ca
npoBeAeHu Habmoaenns ¢ 103k 3 mg/kg/neH npu mrexose H 25 mg/Kg/neH npn 3aAuM.

EMOpPHOTOKCHYHOCTTA ciiel eMOPHOTOKCHYHY o3 apremetep or 20 mg/kg/nen npu nabxose,
BOJAT JO €KCIIO3HLIMA HAa apTEMETEP M IHXUAPOAPTEMECHHHH 1OJ00OHA Ha Ta3H MIPH X0pa.

ApTeCyHaT, CTPYKTYpHO 6,1M3Ka CbCTaBKa, ChLIO NPHYNHABA OKA4YBAHE YeCToTaTa Ha abopTHTe
1 TEPATOrEHHOCTTA (HUCKA YECTOTA Ha ChPAEHHO-CHAOBHTE U CKEJIETHUTE Mal(opMaliHK) NpH
nrbxoBe npu 6 mg/kg n npy Hali-HUCKaTa TeCTBaHa 032 NpH 3akuM 5 mg/kg/nen.

CrhpaeuHo-ch0Ba (PapMaKkoaorHs

B npoyuBaHHs 3a TOKCHYHOCT NpH Ky4era camo B 1031 >600 mg/kg/nen mMa U3BECTHH NaHHH 34
yabskaBane Ha QTc uuarepBana, NPy J03H MO-BUCOKH OT ONPEASIEHHTE 33 NMPOJIMXKCHHE TP
xopa. B in-vitro wacnensane Ha HERG xaHajuerata CTaOWIHO eKCTIpECHpaHH B HEK293
KIIETKUTE, JyMehaHTPUH W OCHOBHUAT MeTabonut ancOyTun-mymedaHTpHH 1oKa3BaT H3BECTCH
MHXUOHTOPEH NOTEHUHANn B €OWH OT CAEKTPHYECKHUTE TNMOTOLUHW, OTTOBOPHHU 3a CbpACHHATA
penonsapusauma. TO3H NOTEHLKAN € N10-C/1a0 OTKOJIKOTO Ha APYIHTE M3C/ISABAHA aHTHMAaNApHLH.
Or ovakpanute ICso HMBa, pela Ha cnocoGHOCTTa 3a HiokupaHe Ha HERG enekTpuyecku Tok €
xanodantpun (ICso = 0,04 uM) > xsopokeuH (2,5 pM) > mednokeud 2,6 pM) > aecOyrTun-
nymedantpud (5,5 pM) > nymedantpun (8,1 pM). Ilpu nuncara Ha nocaeaBalld KIHHUYHA Y
hapMaKOKHHETHUHH JaHHM KIMHHYHATA 3HAYMMOCT Ha TE3U JIaHHH € HEeACHa (BXK. TOYKH 43 w
4.4).

GAPMAIEBTHYHU JAHHHA

CnicbK Ha NOMOMHHTE BElEeCTBA
[Monucopbar 80, xunpomenosa, MUKPOKPHCTATHA LIEYJI03a, KOJOHICH CHANLL
HaTpUeBa KpoCcKapMeno3a v MarHe3ueB creapar.

HechbBMECTHMOCTH
He ¢ npunoxumo.



6.3

6.4

6.5

6.6

10,

Cpox Ha roanoct
2 TOOAVHH.

CoeinHa/IHH YC/IOBHA Ha ChXPAaHEHHE
Ha ue ce coxpanssa Hay 30° C.

JMaHHH 32 ONAKOBKATA

PVC/PE/PVDC/Anymunnesu bancrepu. Onakosku no 24 tabnerxy.

Hsama f0CTBHNHY cneW@UYHH ONTAKOBKH 3a JISHEHUETO Ha aeua U 6ebeta. 3a Tazu nomynaunms
MaLmeHTH TpaOBa Ja ce M3MOJI3Ba ONaKoBKaTa ¢ 24 TabyieTky ¥ Ha POAUTESTUTE WM TOMOILHHS
nepcoHas Tpabsa aa ce aaae HeoOXoauMaTa WH(popMauua (BX. Touka 6.6).

HucTpyknnu 3a ynorpeba, cbXpaHeHHe H H3XBBPJIAHE (AKO € NPHJI0KHMO)

3a neueHHeTO Ha Aeua u 6ebera TpsOBa Aa ce npeanucia onaxkoekara ¢ 24 tabnerku. Jlekaps u
(dapMaueBTa TpaOBa 1a MHCTPYKTHPAT POAUTENS WIH MTOMOLUHUA MEPCOHAJ 3a 103HPOBKATA 34
TAXHOTO JieTe ¥ KakbB Opoit TabneTky (B 3aBHCHMOCT OT TEJIECHOTO TEMVIO HA AETETO) 1ie OhAaT
HeoOXoAMMH 3a MBAHOTO JieueHMe. [lopaan ToOBa MOXkKe ja HE Ce U3MOJI3BA LifJIaTa ONAKOBKa.
Cnen ycnewmHo jieueHne, octapalinTe Tabnetky TpabBa aa ce W3XBLPJIAT WK 14 C€ BLPHAT Ha
(papMmaLeBTa.

INPUTEXATEJLI HA PASPEHIEHHUETO 3A YIIOTPEDBA
Novartis Pharma GmbH,

Roonstrasse 25, 90429 Nuernberg, I'epmanus

HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEDBA
20010737

JTATA HA ITHPBO PA3PEINABAHE/IIOJJHOBABAHE HA PAZPEIHEHUETO 3A

YIIOTPEBA
25.06.2001 r.

JATA HA AKTYA/IMNIUPAHE HA TEKCTA

25.09.2008 r.
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