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KPATKA XAPAKTEPUCTHKA HA TPOOAYKTA
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1. HME HA JIEKAPCTBEHHS ITIPOAYKT
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HYMOTOIT® S 10 mg/50 m! vidy3HoHeH pasTBOp -
HUMOTOII® S 30 mg dpuiMupanu TabieTku ' O '1 ObP

NIMOTOP® S 10 mg/50 ml solution for infusion . R A
NIMOTOP® S 30 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH ChCTAB

Humomon S un@y3uonen pazmeop:

1 ¢nakoH ¢ HHPY3HOHEH pa3TBOp ChabpKa 10 mg HUMoauMuH (nimodipine) B 50 ml ankoxonex
pPa3TBOpPHTEN.

Humomon S duwmupanu mabremxu.

1 drunmupana Tabnerka ceabpika 30 mg HUMOAMIINH (nimodipine).

3a MBIHHA CIINCHK Ha NOMOIIHUTE BELIECTRA, BHXKTE To4Ka 6.1,

3. JIEKAPCTBEHA ®OPMA

Humomon S unghyzuonen pazmeop:

HHQy3HOHEH pa3TBOp
[1po3padeH, XKbITCHHUKAB pa3TBOP.

Humomon S guamupany mabremxu:

DunMHpaHu TabneTku

Kpbriy, xbiTH, OUKOHBEKCHU QRIMHpPaHH TabneTky, obo3HaueHu ¢ “Bayer Cross” oT eaHara cTpaHa
n “SK” ot Apyrara.

4. K/IHAHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA
Humomon S ungpyzuonen pazsmeop:

3a npeBeHIMA U JIEUEHHE HA HCXEMHYHH HEBPOJIOTHYHH Ae(pHLMTH NIopaay LiepebpaneH Ba30CnasbM
BCJIECTBHE HA aHEBpPH3MaJIEH CyOapaxHoMAaneH KPbBOUIIIHB. |

Humomon S punmupanu mabnemxu.

3a npeBeHUHA U JICHEHHE HA HICXEMHYHH HEBPOJIOrHYHY AedHUHMTH nopaaM uepebparieH Ba3ocnassm
BCJIE/ICTBHE Ha aHEBpU3Ma/ieH cybapaxHOHIAICH KPaBOU3/IUB ciiel HHy3usa Ha Humoron S
HH(Y3IHOHEH pPasTBOP.

4.2 {o3upoBKa H HAYNH HA OPHIOKEHHE

Ho3uposxa .
/;
Humomon S unghyauonen pazmeop: ) "y N\

B Hauanoro Ha neuenueTo 1 mg/uac HumoaunuH (= 5 ml Humoron S undy3zuoHeH p
MpoAb/uKeHHe Ha 2 vaca (okono 15 pg/kg TenecHo terno/yac). Ilpn nobpa nonocu
H3pa3eHO MOHIDKABAaHE Ha KPBBHOTO HAJIAraHe clied 2 yaca J03aTa ce YBeslHyasa o ( i
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HumoaunuH (= 10 ml Humoron S uHdy3HoHEH pazrsop/yac) (oxosto 30 pg/kg TenecHo Terno/yac).
[TaumenTn ¢ TenecHo Terno noA 70 kg unn HecTabNnHO KpBBHO HanjsraHe TpA0Ba a 3aMoYHAT C 034
ot 0.5 mg/yac anMoaunuH (= 2.5 ml Humoron S HHdy3HOHEH pa3TBOp/Uac).

Kankoso npunoxkeHne B CHCTEMA

[IpscHo npuroTeeH paspeleH pa3teop oT HuMoron § (1 ml Hamoron S ungy3uonex pasrsop H 19 ml
pa3Teop Ha Ringer), 3aToruieH 10 TejiecHa TeMIlepaTypa MOske J1a ce [TOCTaBH KalKoBO B CHCTEMA IO
BpeMe Ha XHpyprudecka uHrepeHLud. PaspeneHusr pasrsop or HuMoron S Tp#6Ba Aa ce usrion3sa
He3abaBHO cie/l NPUTOTBAHETO MY.

Humomon S dunmupanu mabremxu

IIpenoprunTenHara npoleaypa ¢ npuwioxeHHeTo Ha Humoron S uHdy3noHeH pa3Teop B
NpoaAb/DKeHHe Ha S - 14 auu, mocneapaHo OT JHEBHa Ao3a ot 6 X 2 Humoton S punmupanu tabnerku
(6 x 60 mg HUMOIMITHH).

[Tpu nauMeHTH ¢ N3IBEHH HEXXEJIAaHHW PeaKLMH, A03aTa TpaOBa Aa Obae HaManleHa HITH JIEYEHHETO Ja
OBte npekpaTeHo.

[Tpn maMeHTH ¢ TEKKO yBpeaeHa 6x0peuHa win yepHoaApobra ¢yHKUMA, ocobeHo ¢ LMpo3a Ha
YEPHHA APOoD, IEKAPCTBEHHUTE PEAKLIHK ¥ HEXKEIAHHTE JICKApCTBCHH PEAKUMHK (Hanp. MOHIKECHO
KPBBHO HaJIAraHe) MOrar Jia ca rno- u3paseHu. B nogobuu cnyvau, nosara tpabea na 6vae HamaneHa u
npH HeoOXOMMMOCT Aa C€ OOMHCIH eBEHTYATHOTO NPEKpaTABaHE Ha JIEYEHUETO.

[Ipy naiyeHTH Ha CHOPOBOXEALNO JCYEHHE C IEKapCTBEHH NPOAYKTH, ACHCTBAIUY BBPXY
uuToxpoMHata P450 3A4 cucremara (BXK. To4Ka 4.5) MOXKE A2 Ce HajlOXKH KOPHTHpaHe Ha 1o3aTa.

Buo u npodvaycumenrnocm Ha npunodicenue

Humomon S ungyzuonen pazmeop

[MauyenTH, IpU KOUTO HATOBapBaHe Ha KPBBOOOPALISHHETO HE € KEeNaTeTHO, MOTaT Aa NMomyyat
HiumoTon S upes LeHTpaneH KaTeTbp €3 NpHAOKEHHE HA JOMBIHHTECH HHDY3HOHEH pasTBoOp.
Humoron S HH}Y3HOHEH pasTBOp ce pHiara Mox ¢dopMaTa Ha HENMPEeKbCHATa HHTPABEHO3HA HHQY3HA
g Gaiinaca upe3s LieHTpaJieH KaTeThP ¢ NOMOLITa Ha HH(Y3HOHHA noMna. JInHuHUTe ca CBBp3aHu
[TOMEXIY CH Upe3 TPHITbTEH CHMPATEICH KpaH.

Humoron S nudy3HoHeH paTsop He TpA6Ba na Ob/e cMECBaH ¢ ApyrH ICKapCTBEHH MPOIYKTH HITH Ja
ce 106aBd KbM HHPYIMOHHH CaKOBe WK OYTWIKH.

[ToaxoaAwy cybcTaHUHMH 32 eAHOBpEeMEHHA HHOY3H ca: rmoko3a 5%, GHU3HONOrHYEH COojleB pasTBop,
flaKTaTeH pa3TBOp Ha PrHrep, fakraTeH pa3TBop Ha PAHrep ¢ MarHesun, pa3TBop Ha AeKCTpaH 40,
nonu(Q-2-xuapokcHeTin) ckopbana 6%, .qoBeluky atOyMuH 3% HiIH KPEB. EKCIIEpHMEHTAITHUTE
[TAHHH MOKA3BaT, Y€ MAaHHTOJ CBIIO MOXKE Aa CE NPUIIAra B ¢QHOBpeMEHA HH(Y3HA 3a nepuoi 10 24
yaca. CroTHomeHHeTro Ha HumoTton S MHGY3HOHEH pa3TBOP KbM €IHOBPEMEHHO H3NOI3BAHAA
HH(Y3HOHEH pa3TBOp TpAOBa 1a Obae

1:4,

[TpenoprunTenHo ¢ npunoxkeruero Ha HamoTon S madysHoHeH pa3TBOp Aa MPOXB/LKH [10 BPEMe Ha
aHecTe3us, XHpypriuecka onepauus HiH aHrHorpadus.

[Tpodunaktyua yrorpebda:
HHTpaBeHO3HOTO JIeueHHe He TpAOBa Ja 3aro4Ba MO-KbCHO OT 4 IHU ClIel KPBBOM3/IMB U TpAbBa fa
[POABIIKH Tpe3 LieJIMs ASPHOA HA MOBHALIEHA OTIACHOCT OT Ba3ocnashM, T.e. o 10-14 auu cnen

cybapaxHOUJATHAA KpaBOH3/IUB. -
[TpH NPUKTIOYBAHE HA JIEYSHUETO ¢ UH(DY3HS € NPENOPHYUTENHO NALHEHTHT Aa MPOJBIKH T
1a npuema 6 x 60 mg HUMOIMITMH JHEBHO NEPOPAITHO 1IPe3 HHTEPBANH OT 4 yaca B NposRA
JIHH,

TepanesTruHa ynoTpeda: \



Jleuennero Ha CHIECTBYBAUIH HCXEMHYHH HEBPOJIOrHYHH JePULIHTH, MPHUYUHEHH OT Ba30CNa3bM
BCIICACTBHE Ha CyOapaXHOHAAIHUA KPaBOH3ITHB, TPAOBa Aa 3aN0uHe BE3IMOXKHO Hali-paHo M Aa
NPOAB/DKH IIOHE 5, HO He mnoseue oT 14 aHHu.

[IpenopruHUTENHO € TO3H pexxnM Aa Obae mocae/iBad 0T OpasHO NpHiIokKeHHE Ha 6 X 60 mg
HUMOJIUITMH JHEBHO MPe3 HHTEPBaNH OT 4 Yaca B IIPOIBI/DKEeHNE HA 7 qHM.

AKO IpH TePaneBTHYHOTO WIH NMpOo(QHIAKTHYHOTO NpiUlokeHHe Ha HumoTon S HHGY3HOHEH pa3TBOp,
M3TOYHUKHT Ha KPBBOH3IUBA CE€ JIEKYBA XHPYPIrHYHO, TO HHTPABEHO3HOTO JeueHneTo ¢ HuMoron S
HHQY3HOHEH pa3TBOp TpAOBa Aa 6pJe NPOAB/DKCHO Hal-Manko 5 OHH cjie/l onepalysaTa.

Humomon S purmupanu mabnemxu.

[Tpunoxenuero Ha HuMmoron S ¢punmupanu TabieTku ce nperoprsyRa 3a NEpHO OT OKOMO 7 IHH clien
kpas Ha 5-14 ngHeBHa uH(QY3HOHHA Tepanusa ¢ HuMoton S undy3uonen pasreop. Karo o,
dunMupaHuTe TabneTky TpAOBa Ja CE MOMIBINAT LEH H ¢ MHOTO TSYHOCTH (32 NPEANOYHTAHE Yalna
BOJIa), 6e3 3HaUYCHHE OT BPEMETO 3a XpaHeHe. IHTepBansT MeXIy NOCNeAOBATEHUTE JO3M He TpabBa
na 6sae mo-kparek oT 4 yaca. CokeT oT rperndpyT Tpadaa na ce u3dbarsa (BxK. Touka 4.5).

4.3 IlpoTHBONOKA3aAHHA

Humoton S He Tpabea ga 6b/e NpHeMaH NMPH H3BECTHA CBPBXUYBCTBHTEIHOCT KbM aKTHBHOTO
BELIECTBO HUMOIMIIMH WIH HAKOA OT OPYTHTE ChCTABKH,

Humomon S pumupanu mabremxis:

Humoron S dunmupasu tabnetku He TpsidBa na 0BAaT mpHeMaHH eIHOBPEMEHHO ¢ pHpaMNULMH HITH
anTHenurernTviy ¢peHobapbuToH, PeHuTONH 1 KapbamasennH, Thil KaTo Te3u JleKapcTBa MOraT
3HAYHTENHO 1A MOoHWKAT edukacHocTra HA HuMorton S dunmupaun tabnetky (Bxk. Touka 4.5).

44 Cnendajna npeynpeKacHAd B OpeANAZHH MEPKH NpH ynorpebda

Bonpexu 4e ynorpe6ata Ha Humoron S He ce cBbp3Ba C MOBHILEHO BLTPEYEpPENHO HaIAraHe,
BHUMAaTE/HO HaOMoJeHHE ce MpenophyBa B TE31 CITYYau WIM B ¢/IyYald Ha NOBHIIEHO ChABPKAHHE Ha
TEYHOCTU B MO3BYHATa THKAH (reHepalTu3upaH MO3BYEH OTOK).

[ToBuuieHo BHUMaHKHE C€ NPENOpBHYBa NPH MALMEHTH ¢ HUCKO KPBbBHO HANATAHE (CHCTOIMYHO KPBBHO
Hanarade nmoa 100 mmHg).

Humomon S undhyzuonen pazmeop

CrielHaJIHO BHUMATEJTHO MEAHLIMHCKO HabmoaeHne e HeoOX0auMo, ako e HeoOXoauMo Ja ce
xoMbunupa HumoTton S MH(GY3HOHEH pa3TBOP H APYTH aHTHXUIIEPTEH3INBHHU NPOAYKTH (BK. TOYKA
4.5).

BuOpeunara GyHKLMA MOXKE Ja Ce BIOIUH, aKO MOTCHIMAIHO HePOTOKCHYHH JiekapcTBa (Hanp.
aMHHOTJTUKO3HUIH, LedaToCIOpUHY, PpY3eMHIN) C€ TIpHIAraT €{HOBPEMEHHO, ChILO H MPH MalHeHTH,
yHaTO GpOpeuna GyHKUHA € Beue yBpeacHa. brOpeutHara GyHKLUA TpaGBa A3 c€ MOHHTOPHpA
BHMMATEMHO B T€3H CIIyUaH, KAaTO IPYU eBEeHTYAIHOTO H BiioLaBaHe TpaOBa aAa ce obmMuciu
NpeKkpaTaBaHe YCTAHOBABAHE Ha JTEUEHHETO (BXK. CBUIO TOUKA 4.3).

Thil KaTO AKTUBHOTO BellecTBO Ha HuMoTOon S HHQY3HOHEH PasTBOP € JEKO UYBCTBHTEIHO KBM

CBET/IMHA, TPAOBa fa ce H30ArBa W3IaraHeTo My Ha JHPEKTHA CIbHYEBA CBET/IMHA. Brnpexu Toea

TpsOBa [ja ce B3eMaT CIELMAIHY 3aLlUTHH MEPKH B Mpoab/pkeHHe Ha 10 vaca, ako Humoton S ce

H3MON3Ba NPH UG Y3HA CITBHYEBA WITH U3KyCTBEHA CBET/IMHA. AKO H3/IaraHeTo Ha JUpEeKTHa CIpHYesa

CBETNHHA He MOXke Aa Ovae u3bernaro, TpAOBa Ja ce B3eMaT ITOAXOAAINN MEpPKH (HaIp, 3aLXTa Ha

HH(}Y3HOHHATA NOMIA U IKHUMTE ¢ NMOKPHTHS, NPE3 KOUTO CBETAWHATA HE MOKE A IPEMHHE e
4

H3MON3BAHE Ha OLBETEHN MHOY3IHOHHH JTHHHH),

IlpenynpexacHHs |
To3u nexapcTBeH NpoayKT ¢habpka 23,7 obeMHH %o ankoxon. punoxennero Ha 1
ornipeneneHa B Touka JJozuposka (250 ml uHQy3uOHEH pa3TBOp) O3HA4aBa, e Malue




kKoHCcymHpar fio 50 g ankoxon. HeobxoauMo € BHUMaHKE KbM MAallHCHTH, CTPaJallii OT ANKOXONH3bM,
NaLMEHTH C YBpEACH aJIKOXOJIeH METabOMH3EM, 110 BpeMe Ha OpEMEHHOCT H KbpMEHE, Aelia H BUCOKO-
PHCKOBH I'PYITH KaTO MalLMeHTH ¢ YepHoApoOHO 3abonasane wiu enwiencus. EdQexrure Ha aApyru

JIeKapcTBEHHM NPOXYKTH MOTAT Ja Ce YBPEAAT WM 3acHiaT. CriocOGHOCTTa Ha MALMEHTa a pearipa
koraro mogupa Wi paboT ¢ MalIMHKH MOXe [a Obae yBpeAeHa.

Humomon S guimupanu mabaemxu
Humoaunuu ce Metabonusupa upes unroxpom P450 3A4 cuctema. Jlpyrd akTHBHM CHCTAaBKH, 3a
KOHUTO € H3BECTHO, Y€ BIMAAT HA Ta3H eH3UMHA CUCTEMa, MOraT Aa POMEHSAT ITbPBUYHUA
META00TH3BM WK €KCKpELMsA Ha HUMOIUITHHE (BX. TouKa 4.5). HanpuMmep niia3aMeHHTe HHBA Ha
HHMOAMITMH MOTaT Aa 6haT IOBUIIEHY OT C/ICIHUTE TeKAPCTBEHH MPOXYKTH, 32 KOUTO € H3BECTHO, Ne
ca HHXHOKHTOpH Ha Ta3y €H3UMHa CHCTEMA:

-  MaxkponuaHy aHTHOMOTHLM (HANp. EPUTPOMHLHH)

- HIV nekapctsa, mporeasHu WHXUOUTOPH (HAIIp. PUTOHABHP)

-  Hmunasosnoss nmpoTusors6HdHY npenapaty (Hamp. KETOKOHa301)

- AHtuzenpecaHTd: HeazoAoH H (UTyOKCETHH

- XuHynpHCTHH/ gaiQONpHCTHH

- IumetuauH

- BannopoeBa kucennna
Axo Humoton S ¢unmMupanu TabAETKH Ce nMpuUeMar eJHOBPEMEHHO ¢ HAKOH OT ropecrioMeHaTure
JIEKapCTBEHH NPOAYKTH, KPbBHOTO HaJATaHe Ha MAalMEeHTa TpAOBa Aa 6b4¢ MOHMTOPHPAHO U aKo €
HeoOxoaMMO fa ce oOMHUCIH HaMaaBaHe Ha fo3ara HuMoron S.

Heua u nodpacmeauu
HsMma noctaTeyHO TaHHH BEB BpB3Ka ¢ ynorpebarta Ha Humorton S npu fienia ¥ nMoapacTBallly,
NOHACTOALLIEM JIEUEHHETO C TOBA JIEKAPCTBO HE € NPEeNnopbUHTE/IHO IPH Ta3H BE3PacToOBA Ipyna.

4.5 B3anmogelcTBHE C APYrH JeKAPCTBeHH NPOAYKTH H APYTH (POPMH Ha B3aHMOAeHcTBHE
Jexapcmeeru npodykmu, enusewju 6bpxy KUMOOUNUH

DITyOKCETHH

EnnoBpeMenHa yroTpe6a Ha HUMOAUMKH H aHTHACTIPECAHTHT (ITyOKCETHH BOAM 10 MPHOITHU3UTENHO
50% no-BHCOKa KOHLEHTpALMA Ha HUMOHITHH B f1a3MaTa, [itazMenaTa KOHLUEHTpalus Ha
(bITyoKCceTHH e u3paseHo MOHIDKEHA, TOKATO AKTUBHHAT METabomMT HOpQITyOKCETHH OCTaBa
HEMPOMEHEH.

HopTpunTHiIHH

EnxospeMeHHara ynorpeba Ha HUMOIUITHH M HOPTPHIITIVIHH BOAH [0 JICKO MOHIKCHUE Ha
KOHLIEHTPALMATA Ha HUMOJIMITHH B IUTa3MaTa, AOKATO Ia3MeHaTa KOHLIEHTPaurA Ha HOPTPUIITHIHH
OCTaBa HEMpPOMEHEHA,

Eexmu Ha HuMOOUNUK 6bpxy Opy2u NeKapCmeeHu RPOJyKmu.

AHTHXUNEPTECH3IUBHH CPEJICTRA
HuMoIHITHH MOsKe 1a 3aCHIH edeKTa OT MOHIKABAHE HA KPBBHOTO HaNAraHe Ha €THOBPEMCHHO
[IpHUNaraHy aHTUXHIIEPTEH3UBHH MPOIYKTH: |

- AHYPETHLH

-  p-6nokepu

-  ACE nHXUOHTOpH

-  Al-peuentopHH aHTarOHHCTH

- JApYrH KaJlueBU aHTarOHHUCTH

-  g-peuenTtopHH BnokepH

- PDES naxuburop




- anda-meTHIIONA
AKO eJHOBPEMEHHOTO JIeYEHHE C €IMH OT TE3H JICKAPCTBEHH NMPOAYKTH HE MOXKe fa ce H3berHe,
NAUUEHTHT TPAOBa Aa ce 6bae noa 0cobeHo BHUMATENHO HabmoaeHHe.,

EAHOBpEMEHHOTO HHTPABEHOZHO NMPHIOKEHHE Ha HUMOIUIIHH ¢ B-6/10Kep e CBBp3aHO ¢ BEPOATHOCTTa
OT B3aHMHO HHTeH3H(HIIMPaHe Ha OTPULATEIHOTO HHOTPOMHO AeficTBHUE, BAPHpaIO B0
OEKOMIEHCHpaHa ChApeYHa HEOOCTAThUHOCT.

3UAOBYIHH
[Tpy exciepyMeHTAMHH MPOYYBAHUA ¢ MAKNMYHH, €HOBPEMEHHOTO HHTPABEHO3HO NPHIIO)KEHHE Ha

3HA0OBYAHH H HHMOAHIIHH BOAH A0 NOBHIICHH INIa3MCHH HHABA Ha 3UBONYBHH, J10KATO 00eMEBT Ha
pasnpeaeneHUe H KTIWBPHLHCHT Ca 3HAYHUTEC/THO ITOHHAKCHH.

Humomon S undyzuonen pazmeop

IToTeHUMaNTHO HeGPOTOKCHYHH BELIECTBA
EQHOBpeMEHHOTO feUeHHe ¢ MOTEHUHATHO HE(PPOTOKCHYHH JIeKapcTBa (Hanp. aMHHOITMKO3H/IH,
nedanocrnopuHy, GypozeMHa) MoXe Ja BIOMH ObOpeuHaTa PyHKIHA (BXK. TOUKA 4.4).

BemecTnsa, HECHBMECTHMM C ANKOXON
[Topaay M3MON3BAHETO Ha ATIKOXOJT KATO pa3TBOPHTEN, BEPOATHOCTTA OT B3aHMOACHCTBHA C

NeKapcTBa, HECHBBMECTHMH € TKOXOJ TpA0Ba fa ¢ce MMa npeABUA (BXK. ChIO TOYKa 4.4).

Humomon S puwimvupanu mabremsu

Jexapcmeenu npodykmu, koumo gaussm ebpxy HUMOOUNUH:

HumonumuH ce Mmetabonusupa upes uutoxpoM P450 3A4 cucrema, K0OATO ce HaMHpa B YpeBHATA
AUraByUa ¥ YepHus apod. CnenoBaTenHo, €MHOBPEMEHHOTO M3MO/I3BAHE Ha JEKAPCTBEHH NMPOIYKTH,
KOWTO HHAYLIHPAT WIH MOTUCKAT Ta3H CHCTEMA, MOXKE [a NOB/HAe €PeKTHT HA MbpBO NPeMUHABaHE
WK KJIHBPBHCHT HA IEPOPATHO MPHIIOKEHUA HUMOIUIIHH,

O6XBaTHT H NPOAB/DKUTEIHOCTTA HA B3aUMOAEHCTBUATa TpgDBa Na ce UMAT NpeABH, aKO Ce IUTaHHpa
ycnopeaHo npunoxenne Ha Humoron S punmupann Tabnerku cbe C/ICOHNUTE JEKapCTBEHH MIPOTYKTH.

JlexapcTREHH NPOAYKTH, KOMTO MHAYLMpPAT UMTOoXpoM P450 3A4 cucteMa
-  Pudamrmiuy

OMNMUTHLT ¢ APYTH KAILMEBH AHTATOHUCTH MPEAIToNnara, 4e MeTaboIHTHOTO pasrpaxaaHe Ha
HHMOJHIIMH BEPOATHO we Obae yCKOpeHO OT PHOAMITMUHH H CACAOBATEHO 0 3HAYUTENHO
HAMaJIABaHe Ha Herosata edpukacHocT. CneoBaresiHo, ynorpebata Ha HUMOJHIIMH B KOMOMHALIMA C
pudaMITMIMH € TpOTHBOINOKAa3aHa.

AHTHENWJIENTHYHY MpoayKTy (Hanp. deHoOapburoH. heHUTOUH, KapbamasernuH)

BHOHANIMYHOCTTA HA MEPOPAaHO NMpHIAraHHA HUIMOAMITHH € 3HAYMTEIHO MIOHIDKEHA 0T NPEAIIeCcTBALIO
[POALDKHUTENHO JIeUeHUe € aHTHENHAECNTHYHH (eHO02pONTOH, PEeHHTONH MM KapbaMasenuH.
EasospeMeHHoTO NpHioxkeHue Ha Humoron S ¢punmupaHu TabieTKH ¢ Te3W AHTHENWIEITTHYHH
NEKapCTBa € NpPOTHBOIIOKA3aHO.

JlekapcTBEHH MPOAYKTH, KOUTO MHXHOUpar uMroxpoMHarta P450 3A4 cucrema:

EAHOBPEMEHHOTO NPWIOXKEHNHE Ha HHMOJHITHH H CJIEHHTE JIEKAPCTBEHH NPOMYKTH MOXE Ja A0BENE
10 MOBUIICHH TUIa3MEHY HABA HA HUMoAUMNHKH. Cne10BATENHO, KPBBHOTO HANMATAHE Ha MALHeHTa
TpaGBa 12 6 MOHHUTOPHUPAHO U aKO € HeobX0AMMO N03UPOBKATA HA HUMOJHITHH KOPHIHpaHa (BX.

TO'YKka 4.4):

- Makponuanu aHTHOHOTHIM (HANp. €PUTPOMHUINH; MAKPOAHIHHUAT aHTHOHOTH
a3UTPOMULIMH OT OPYra CTpaHa He MpHTexaBa ¢BoACTBOTO A2 uHXHbupa CYL

- HIV nekapcrBa, NIpoTeasHi HHXUMOUTOPYU (Hamp. pUTOHABHUD)
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-  HMHAa3010BH aHTHIEOMYHM npenapaTH (Hanp. KeTOKOHA301)
-  Hedazonon

He ca mposeaeHH opHUHMATHH U3NHTBAHHA 32 YCTAHOBABAHE B3aMMOCHCTBIATA MEXIY HUMOIHITHHE 1
TOPEeCAOMEHATHTE JICKAPCTBEHHU NPOAYKTH, HO € U3BECTHO, Y€ AKTUBHUTE CHCTABKM HA TO3M KJI1ac
BEIECTBA Ca edeKTHBHE MHXHOHTOPH Ha LHTOXpOoM P450 3A4 cuctema. TTopanu ToBa € HEBB3IMOXKHO
Aa C€ OTXBBP/IM PHCKA TaKHBa AKTHBHH BEILECTBA A MIPHYHUHAT H3Pa3eHO, KIMHHYECKH 3HAYUMO
NOBHMIICHHUE Ha IUVIA3MEHHTE KOHLUEHTPAUMH Ha HUMOIHUITHH (BXK. TOUKa 4.4).

-  XHHYNPUCTHH/JandONpHCTHH
- M HH

- Bannopoesa KHCenHHA

Biaumooeiicmeun ¢ xpanu u nanumxu

Humomon S drwwmupanu mabremxu

CoksT OT rpefingpyTt nHxubHpa uuroxpom P450 3A4 cucrema. 3aGaBeHuaT MeTaboIHIBLM Ha THPBO
MpeMHHABaHe H 3a0aBEHaTa eKCKPELMA MOTAT Ja MOBHINAT HHBOTO HA HUMOLHITHH B KPEETA U fla
YABJDKAT MPOABJDKUTETHOCTTA Ha AEHCTBHETO MY, KOHTO OT CBOS CTPaHa MOTAT Aa 3acHIAT
aHTHXuMNepTeH3suBHHUA edexT. To3u edexT npoasipkaBa Hali-Manko YETHPH AHHU CREA NOCNeHATA
KOHCYMALIUA Ha COK OT rpeiingpyT.CreA0BaTeTHO KOHCYMalUATa HA rpeindpyT WK NHEHETO Ha COK
OT rpelindpyT Tpabsa aa ce u30ArBa nNpu NMpoBeXKAaHe HA JIEUCHHE ¢ HUMOJHUIIHH.,

4.6 DbpeMeHHOCT H KbpMeHe

bpeMeHHOCT

Hsma ungopmauys oT NpOBEASHH KOHTPOIHPaHH KITHHHYHH NIPOYUBaHKA ¢ GpeMeHHH xeHu. [lopamy
Tosa Humoron S Tpa6Ba na ce uznonspa npu 6peMeHHOCT CaMo Cliel] BHHMATEIHO OLICHABAHE Ha
MMOJI3UTE H NOTEHIIHAIHMTE PUCKOBE, MPOM3THYALIH OT TEKECTTa Ha KIIHHHYHATA KApTHHA.

KbpMeHe
Humoaumue 1 Herosute MeTabo/IMTH ce OTKPUBAT B MaifUHHOTO MJISKO B KOHUIEHTPALMH CXOOHH C

Te3H B [U1a3MaTa Ha MatikaTa. C/ie10BaTe/THO MaikuTe Tps6Ba fa NpeKpaTaAT Ja KbPMAT 110 BpeMe Ha
NIeYeHHUE.

Humomon S gpwimupanu mabaemxu:

In vitro oruioxiaHe

B MHIMBUIYATHH CITy4YaHd Ha In Vitro OIUIOXKJaHe, KATIMEBHTE AHTArOHHUCTH Ce CBBP3BAT C 0OpaTHMH
OHOXHMHYHH NPOMEHH B ITIABaTa Ha CIIEPMATO30HANTE, KOETO MOXe Aa JOBEE A0 YBPEKIaHe Ha
bYHKUHATA HA CriepMaTa.

4.7 EdexkTn BLpXY cnocobHocTTa 3a modHpane H padoTa ¢ MAIIAHA

[1o npuxuun HuMorton S Moxe 1a yBpeau crnocodHocTTa Aa ce mwodupa WiH paboTH ¢ MaluuHy
NOpagn Bb3MOKHOCT OT CBETOBBPTEK.

4.8 Hexenann JJeKapcTBeHH PEAKIHHA

CHEI[HHTB HEXCJIAHH JICKAPCTBCHH PCakKliHH Ca NOK/NaABaHH B KJIMHHYHH IIPOYYBaHHUA, B KOUTO
HHIMOIOUITHH € H3IT0/I3BaH 34 MTOKAa3aHHUA, NPEACTABREHH B TOYKA 4.1 (IIHEIL[EGG-KGHTPOIIHP&HH

npoyuBaHusa: HUMoAMIHH N=703, nmnauedo N=692; HekoHTponMpaHH Npoy4YBaHHA: HUMOAUITHH N=
2496; ctatyc: 31.08.2005).
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CrnenHvTe HEXeNaHH NeKapCTBEHH PEAKIUH CBILIO MOTAaT Ja ce NOoABAT npH yrorpeba Ha Humoron S
MH(}Y3IHOHEH PA3TBOP:
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4.9 Ilpepo3npane

a) CHUMINITOMH H3 HHTOKCHUKALMA

OcTpoTo Mpeao3upaHe MOXKe JOBEE [0 NO-U3PAa3CHH HeXKeNlaHHW JIEKapCTBEHU PEAaKLIHK KaTO TEXKa
XUIOTOHHA, TAXUKapaHA WK Opaaukapaus. B nonbaHeHue, nepopaHOTO [MPHIIOKEHHE MOXKe Na Obae
MOCIeABAHO OT CTOMALIHO-4PEBHH HAPYIIEHHSA H FajicHe.

0) JleueHne Ha UHTOKCHKAL{HA
B criyuait Ha ocTpo npegosupane, nedenuero ¢ HuMoron S tpaOsa HezabasHO a ce npekpaT. AKo
BELLIECTBOTO € TIPHETO NMEPOPATHO, CCUIHHTE TePANEBTHYHN MEPKH BKJIFOYBAT CTOMAIIHA [IPQ

NOMBIHMTENEH NIPHEM Ha BBIVIEH. AKO MMa H3Pa3€HO NIOHIKAaBaHe HAa KPBBHOTO HAIATAHE/ Q\q&wﬁﬂﬂﬁ%\
i RPTRENG

e

Wik HopenuHepyH (HOPAIPEHATHH) € MOTAT Jia C¢ MPUJIOKAT HHTpaBeHO3HO. Tbif xar
crieipuyeH aHTUAOT MOCAEABALIOTO JIeYEHHE Ha APYTH HeXeTaHH peakLtiH TpsAOBa Ag
criope]l Hail-U3sBEHUTE CHMIITOMH. k




5, GOAPMAKOJJOIHMYHU CBONCTBA

5.1 ®apmaxogRHAMHAYHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: LiepeGpanen TepaneBTiHueH areHT, 6;10Kep Ha KANLMEBUTE KAHAIH

ATC kox: CO8C A06

HuMOQMNHH € KaILHEB AHTATOHUCT, KOHTO NPHHAIIEKH KbM KITaca Ha 1,4-IUXHAPONIMPHAKHHHUTE.
[Topanu Bucoxara cH IHMOGHIHOCT, BELIECTBOTO JIECHO NMPEMHHABA Npe3 KPHBHO-MO3bYHATA
Gapuepa. l'IpH M3MKTBAHMS C XKUBOTHH, HUMOJHIHH CE CBBP3Ba C BHCOK aMHUTET H CNeHHIHOCT ¢
L-tun Ca®* kananu ¥ 1o TO3H HAYHH NMOTHCKa TpaHcMeMOpanHus Ca?* noTok HacoueH HaBBTPE.
ITpeanonara ce, 4¢ HUIMOIHUITHH MOAOOPABa CTAOWIHOCTTa U QYHKIMOHATHATA CIIOCOGHOCT MpH
NaTONOTHYHH CHCTOSHUA, CBBP3aHH C MOBHIUEH NPUTOK Ha Ca®” HOHM KbM HEpBHHMTE KIETKH (Harp.
MO3b4Ha HcxeMus). [lopaau Tora, ynorpebaTta Ha HUMOAKMITHH 3HAYUTETHO HAMAIABA HCXEMHYHOTO
HEBPOJOIM4YHO YBpeXKAaH MPH NALMEHTH CBC CyDapaxHOUIaNEeH KPBhBOMINUB H CMBPTHOCTTA €
3HAYUTETHO HAMAICHa OT HUMOAHITHH.

3.2 <(dapMakoKHHETHYHH CBOiicTBa

Abcopbnmusn:
AKTHUBHOTO BEIIECTBO HUMOZHIHH ce abcopOupa HaNBJIHO, KOraTo ce [IPHEMa NIEPOPATHO.

HenpoMeHeHOTO aKTHBHO BELIECTBO M HEMOBHUTE METaOOJIMTH Ha MBPBO NMPEMHAHaBaHe MOTAT A4 ¢
OTKpHAT B iLtasmata o 10-15 MuHyTH cien norneulane Ha Tabnerkara. Cel MHOTOKPAaTHO
nepopaiHo npunoxeHue (3 x 30 mg AHeBHO) MUKOBHTE IU1a3MeHH KoHileHTparuu (Cmax) ca 7,3—
43,2 ng/ml npu mauueHTH B HaTNpe/HaNa BB3PACT, KaTO T€3H KOHLIEHTpaUHH ce nocturar cnex 0,6—1,6
4aca (tma)- [IpH Mnanu xopa, ¢ien npHeM Ha eIHOKpaTHa 103a oT 30 mg unu 60 mg ca uaMepeHy
CpEQHH ITHKOBH IU1a3MeHH KOHLEeHTpauuu ot 16+8 ng/ml u 31x12 ng/ml. ITuxkosarta nnasmesa
KOHLIEHTpaliMs 4 rowra noa kpusata (AUC) ce noBHInapaTt npornopLlHOHaIHO Ha A03aTa 0O Haii-
BHCOKAaTa TecTBaHa no3a (90 mg).

HenpexscHatu uHOy3uu ot 0,03 mg/kg/h BoaaT 1o cpeann nnasMeHy KOHUEHTPALMH B YCIOBYSA Ha
yCTOHYMBO pasHOBecHe OT 17,6 — 26,6 ng/ml. Cnen uHTpaBeHO3HH 0OTYCHH HHKEKUMH, TUTA3MEHHTE
KOHLIEHTPAllM{ HA HHMOJMITHH Ce MOHWKABAT ABY(]A3HO ¢ eNHMHUHALIMOHEH TTOTYKUBOT CHOTBETHO OT
5-10 min ¥ okono 60 min. O6eMBT Ha pasnpenenenue (V,, cnopea Moaena ¢ ABa OTAeNA) IpH

HHTPaBeHO3HO NpuwiokeHHe e u3uucieH 0,9 — 1,6 kg tenecHo rermo. O61uaT (cHCTEMEH) KITHPBHC €
0,6 -1,9 I/h/kg.

Cerp3Basie ¢ IPOTCHHN H pa3npeaeieHHe
Humoaunu € cepp3a 1o 97-99% ¢ mnasmennre nporeuHy. JJokazaHo e, 4e€ HUIMOJHNHWH NPEMHHABA

npe3 MIaueHTaTa [IpH W3NUTBAHMUA C XXUBOTHH. Brnipexu nurncara Ha JaHHK OT NpOYYBaHUA NPH XOpa

B TOBa OTHOLLIEHHE, MOXKE 1a Ce MPEATNOJIONKH, Y€ HUMOUIKH LIe IPEMUHE H MPe3 YOBSHIKATa

aneHTa. IIpy H3nuTBanug ¢ rIbXose ce HabIIoAaBAT 3HAUYHUTETHO NO-BUCOKH KOHLIEHTPALMH Ha
HUMOJMITHH WKW HeroBHTe MeTabONUTH B KbPMATA HA JKEHCKHTE HHOHBHAH OTKOJIKOTO B [UTa3MaTta.

[Ipu xopa ca ycTaHOBEHH CXOJHH KOHLUIEHTPALUH HAa HUMOZHUIIMH B KbpMaTa M I1J1a3Mara.

Crnex opanHO U UHTPaBEHO3HO NPUIOKEHHUE HUMOJHUITHH MOKE Aa ObJc OTKPHT B LepeOpOCIHHANHATA
TE€YHOCT B KOHLIEHTPALMH, CHOTBETCTBALIU NpUbIu3uTenHo 0,5% OoT u3MepeHUTe I1a3MeHH
KOHLIEHTpaLUH. Te CLOTBTCTBAT NPHOIHINTEHO Ha CBOOOAHATA KOHLICHTPALIMA B ILIA3MATa. ===

MeTtaboanr3bM, OTACIAHE H EKCKPENHSA
HumoaunuH ce otnens MetabonutHo upe3 uutoxpoMm P450 3A4 cucteMa, rinaBHO upe3

AeXHAPOreHHpaHe Ha AMXUAPONMUPHAKHOBHA NPBCTEH U OKUCTUTENHO €CTEPHO Pasrps
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CrneaBaiy BaXXHH MeTaOOMMTHU €Taryd ca OKHCIUTETHOTO €CTEPHOTO pasrpaXiaHe, XHAPOKCHIHpaHe
Ha 2- H 6-METHIOBM Py M MIIOKYPOHHPaHE KaTo KOHIOTaTHA peakiius. TpHTe mbpBHYHH
MeTabonuTa B [1a3MaTa UMAT WK CAMO TEPANeBTHYHO He3HAYHTENIHA OCTAThYHA AKTHRHOCT, WK
HHKaKBa TaKkaBa.

EdexTr BEpXy YepHOAPOOHHTE €H3UMH Ype3 HHAYKLMA HiH HHXHOHpaHe He ca u3BecTHH. IIpu xopa,
npubnusurenHo 50% oT MeTaGonUTHTE ce eKCKpeTHpaT mpe3 6x6peunTe, 30% oT TAX NMpe3s AUThYKATA.
KunernkaTta Ha €THMHHHPAHE € JINHEAHA. EMMMHHAIHOHHHAT NOMYKHBOT Ha HHMOAMITHH Bapupa
mexay 1,1-1,7 vaca. KpaliHuat eTMMUHAIMOHEH NOTY>KHBOT 0T 5-10 yaca HAMa BpB3Ka ¢
YCTAHOBABAHETO Ha HHTEpBasla Ha JO3HpaHe.
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Cpentu MiasMEHH KOHLEHTPaLMM Ha HUMOAMIHH CNEA TNepopanHo mpuioxeHHe Ha 30 mg nop

¢opmaTa Ha Tabnerxka M cnea MHTpaBeHO3Ha MHOY3ua Ha 0,015 mg/kg 3a 1 wac (n=24, nuua B
HalpeaHana Bb3pacT HHAUBUIN)

bBHOHRIRTHOCT

INopaau npoabmkUTENHHA METaOOIUIEM Ha MBPBO NpeMiuHaBaHe (0koj1o 85-95%), abcomoTHara
dnoHanmu4yHOCT € 5-15%.

5.3 IlpeaxknuuAYHA JaHHH 32 6e30MACHOCT

IlpeqsIHHHYHUTE AaHHHM OT KOHBEHLIMOHAJIHH NPOY4BaHUA 33 TOKCHYHOCT CNell SHOKPAaTHU U
MHOT'OKpPAaTHH JO3H, PENPOAYKTHBHA TOKCHYHOCT, FeHOTOKCHYHOCT M KaHLEPOTSHEeH MOTEHLHAN He
[IOKA3BaT KAKbBTO H Ja € 0COOEH PUCK MpPH XOpara.

[1pn 6pemennn wexose, 003 oT 30 mg/kg/NHEBHO H noBeue BOAAT A0 3abaBeH pacTex U Terno. Ilpu
ao3u ot 100 mg/kg/nueBro emOpronure ymupar. He ca goxnagsanu teparorennn edexru. Iipu 3aiinu
He ce HaOmofaBa eMOPUOTOKCHYHOCT H TEPATOreHHOCT NMpH Ao3u Ao 10 mg/kg/nHeBHo. B npoyysane
Ha MepHU- U NOCTHATATHA TOKCHYHOCT MpPH IUTBXO0BE, A03H 0T 10 mg/kg/nHEeBHO B MOBeye NPHUUHHABAT
MOBHUICHA CMBPTHOCT U 3abaBeHO (PHM3MUECKO pa3BUTHE. Te3d JaHHHU HE ca MOTBBPAEHH OT APYrH
NPOBEACHU NPOYYBAHHA.

6. DPAPMAINEBTHUYHH JAHHH

6.1 Chnuchx HA NOMOUIHHTE BeIleCcTsa

Humomon § undhyzuonen pasmeop.

Eranon 96%, makporon 400, HatpueB uurpat auxuapar (0.1 g B 50 ml uady3roHeH pasreop,
ekBuBanieHTeH Ha 0.4 mmol Na; 0.5 g 8 250 ml nudy3noHeH pasreop, ekBuBaIeHTEH Ha 2 mmol Na),
0e3B0JHA JIMMOHEHa KUCEJIMHA, BOJA 33 MIDKEKLIHH.

Humomon S gpurmuparnu mabaemxu
MHUKpOKpHCTaNHA LEenyNo3a, LapeBUYHO HHIIECTE, MOBHAOH 25, KPOCMOBUIOH, MarHe3MeB cTeapar,

XUIPOAOKCHIIpONHA MeTraLemynosa, makporon 4000, turauues (IV) oxcun (E 171), xeneseH okcun,
KeT (E 172).

6.2 HecbBMEeCTHMOCTH

Humomon S undyzuonen pazmeop

HumoaunuH, akTHBHOTO BelecTBo Ha Humoton S, ce abcopbupa ot nomusuHwxnopua (PVO).
Caenosarento Humoron S uHY3HOHEH pa3TBOP MOXKE a C€ U3MONI3Ba CaMO ¢ HH(PY3HOHHH MOMITH ¢
MHQY3ROHHH JIMHKH OT nonueTwieH (PE).

Humoron S MH}py3HOHEH pa3TBOp HE TPAOBa 1a ce CMeCBa ¢ APYTH JICKAPCTBEHH NPOAYKTH WIH 1A ce
npu®aBg KbM HHPY3HOHHH CAKOBE WIH OYTHIIKH.

6.3 Cpok Ha rogaoCT

Humomon S undhyzuonen pazmsop
4 roauHU

Humomon § ¢purmupanu mabaemxu.
3 FrOAUHU

6.4 Cpoenuajaun ycJIOBHSI HA CBXPAHEHHE
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Humomon S unghyzuonen pazmeo
CroxpansBaiite NpOAyKTa B KAPTOHEHATA OIMaKOBKa.
3a HHpOpMaLHA OTHOCHO CICIHMATHUTE YCJIOBHA 3a NMPEeATIa3BaHe OT CBET/IHHA, BK. TO4Ka 4.4,

Humoron S HH}pY3HOHEH pa3TBOP € MPO3PadeH, XBITEHUKAB pa3TBOp. ONakoHH ¢ MBTHO HIH C

MPOMEHEHO ChAbpKaHHe He TpAOBa Aa ce uanonsear. Hewsnonspauusar pasrsop Tpabea na ce
H3XBBPJIS

Humomon S duamupanu mabremxu
Hama cnenyanuy ycnous 3a cexpatHenue Ha Humoron S dunmupanu tabnetkm.

6.5 [aunv 332 OHAKOBKATA

Humomon S unghysuonen pazmeop
Kapronena omaxoeka ¢ 50 ml ¢naxoH oT kagsaBo CTpiiIO (CTBKIO THN 2) ¢ T'yMeHa 3alyliaaka,
OLBETEHA Kara4ika ¢ pe3ba u uHdy3uoHHa nuHus (PE)

Onakosxu: 1 ¢pnakoH u 1 nHdy3nonHa nmmuena; 5 prnakoHa U 5 HHQY3HOHHH JTMHHY,

Humomon S dumupanu mabnemxu

KaproHeHa onakorka ¢ Omuctepn ot PP/anymunuero gonmo
OnakoBkH, ceabpkamy 30 u 100 dunMupanu Tadnerkn

He BcuukH BHAOBE OMAaKOBKH MOrar Aa OpaaT mycHaTd B npofaxkoda.
6.6 ChneunaaHA NpeAna3sHA MEPKH IPH H3XBLPJSHE

Heu3non3saHMAT NpOAYKT UIH OTNAABYHHTE MaTepHAIH OT Hero TpaAdBa Ja ce H3XBBPIAT B
CLOTBETCTBHE ¢ MECTHHUTE H3MCKBaHMAL.

7. IIPHTEXATEJI HA PAPEHIEHUETO 3A YIIOTPEDBA
Bayer Schering Pharma AG

13342 Berlin
['epmanus

8. HOMEPA HA PASPEHIEHHUETO 3A YIIOTPEBA

Humoton S mudv3HOHEH pazTBOpP: [1-1339/27.12.2007
Humorton S dunmupany Tabnerky: [1-1338/27.12.2007

9. JATA HA ITHPBO PAPEITABAHE/TIOAHOB/BAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

HIaTta Ha mbpBO paspewasaHe: 25.02.1985
Jlara Ha nociaeqHoTo nogHoBABaHe: 27.12.2007

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2009




