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Heyportan 300 mg TBLpay Kancy. Kpama xapaKmepucmuxa Ha npogyxma - ITpuAckene 1
T! m; TTH
Neurontin 300 mg hard capsules Kom Pz, Me........ 20000 T Lo [ 1 {

Heyponrun 400 mg TBBpIH KaIcyH Paspewene Ne S LA( W\Jf 2304 -3 ¢
Neurontin 400 mg hard capsules
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2. KAYECTBEH H KONTHYECTBEH ChCTAB

Heyporruu 300 mg TBbpau Kancynu
Besxa Teepaa Kancyna ceaepka 300 mg raGaneHTHH (gabapentin).

Heyponruu 400 mg TBBpaM Kalicymn
Bceaxa Tespaa kancyna ceabpika 400 mg raGanentus (gabapenting.,

IloMoniny BelecTBa ¢ M3BECTHO JICHCTRHE:
Beska TREpAA Kancyna ot 300 mg cuaspxa 42,75 mg naxToza (KaTo MOHOXHApAT).
Bcsxa TBepaa Kancyna ot 400 mg chaepiKa 57 mg nakTo3a (KaTo MOHOXMAPAT).

3a TLIHMA CIIHCHK HA ITOMOMIHUTE BEIleCTBA BEXKCTE TOUKA 6.1,

3. JEKAPCTBEHA ®OPMA
TrEpHa xancyna

Heyportan 300 mg T8Bpau kancynd: KbiTa, Helpo3padHa, TBBPAa JKETATHHORA Karcyna OT IBS
9aCTH ¢ HagmucH ,Neurontin 300 mg* u ,,PD*, ceabpxama 64n 2o nowTd 61 mpax.

Heypontnn 400 mg TBBpaH KancylTH: OpamkeBa, HeMmpo3pavHa, TBEPa KEATHHOBA Kancy/ia oT qBe
9acTH ¢ HagnmucH , Neurontin 400 mg* u ,,PD¥, chrppxama 641 A0 noarH 641 mpax.

4, KJIHHUYHHA JAHHH

4.1 TepaneBTHYHH NOKAIAHASA

Enmnencra

HeyporTu# € mokasaH 3a [o6aBB4HA TepaNHs MPH JicuyeHHe Ha TAPIHATIHH IPHCTHIIH CBC M (e3
BTOPHYHA reHEepaaH3aLMA IIPH BE3PACTHH H A€NA Ha Bb3pacT 6 ¥ MoBede roguHH (B, ToYka 3.1).

HeyponTus ¢ noxasa# 3a MOHOTEpANAA 32 JICYCHHE Ha NapIIHATHH IPHCTHITH ChC HIH §€3 BTOpHIHA
reHepaTH3alkA PH BE3PACTHH H IOHOMIM Ha Bb3pacT 12 U oBeye rofMHH.

JleucHue Ha nepAdepHa Hepponaraa Goxa

HEBPOIIATHA H [NOCTXCPIICTHYHA HEBPANTHA ITPH BB3PACTHH.




4.2 J03MpOBKa H HATHH HA MPHJIOKeHHe
O3HDOBKa

B rabmmra 1 ¢ onMcaHa cxeMa Ha THTPHpaHe 32 32[I09BaHE Ha TePallMATa 3a BCHYKA II0Ka3aHHsA, KOATO
Ce NPENopRYBa [IPH BBL3PACTHH H KOHOIIH HA Bb3pacT 12 ¥ moBeue roaMHM.

Ilpn nena Ha BE3PACT Hoj 12 rOAHHH YKA3aHANTA 33 [O3HUPAHE €4 MpeCTABEHH B OTACIHO
NOJ3arNaBUe MO-I0NY B TA3M TOUKA.

Tabnemia 1

CXEMA 3A TO3HUPAHE — HAYAJIHO THTPUPAHE

Hen 1 Jen2 Jen 3

300 mg BegHLK THEBHO 300 mg nBa MLTH JHEBHO 300 Ing TPH ITETH JHEBHO

Coupane Ha neyenneTo ¢ rabaneaTHH

B crhoTBETCTBHE ¢ HACTOAIIATA KIHMHWIHA MPAKTHKA, KOT4TO C¢ HajJara NPEKpaTABAHE HA TEPAIHATA ¢
rabaneHTHH, TORa TPA0BA I Ce HANPARH [IOCTENMEHHO 38 NEPHOA OT HaH-Manko 1 ceaMuua,
HE3aBHCHMO OT [IOKA3AHHETO.

Enmnnencua

Ilo TIPHHITHIT CITHICTICHATA H3HCKBA JBIITOCPOYHO JICUCHHE. ,[[osnponxa’ra CC oNperend OT NeKYBAIAA
JeKap B ChOTBETCTBHE ¢ HHITHBHIYATHATA TOHOCHMOCT H e(l)HKaCHOCT.

Bw3pacmuu u jonouuu

B xnunHYRY npoy4ysaHud edCKTHBHMAT 10308 uHTepBaI € o1 900 no 3600 mg xaerHo. Tepamiara
Moxe Ja Objie 3an0YHaTa ¢ THTPHPAHE Ha J03aTa, KaKTO € OIIMCaHO B TabmHna 1, WK Ype3 Npumarane
Ha 300 mg Tpu reTH Ha AeH (TII) B ned 1. Cnent TORa BB3 OCHORE Ha HHIMBHAYAMHHA OTrOBOP H
IOHOCHMOCTTA Ha [TANHEHTa THEBHATA 4033 MOXE A2 (54€ HONBIHNTE/THO YBCIHYABAHA HA CTHIIKH HO
300 mg/nen npes 2-3 OHu A0 MARKCHMANTHA A03a oT 3600 mg/Aed. [Ipx HHAHBUTYATHH DAIHEHTH MOXE
Jia € NOXOLmIo N0-DaBHO THTPHPaHe Ha 1034Ta Ha rabarneHTHH. MHHHMATHOTO BPEME 33 JOCTHIAHE
Ha 7o3a oT 1800 mg/nen e enua ceamuua, 3a focturade Ha 2400 mg/nen e obuIo 2 cEeAMHIM, a 33
JAocturane Ha 3600 mg/pen e ofuio 3 cepmuuu. Mozu xo 4800 mg/newn ca ce nonacanu aolpe npu
JBATOCPOYHH OTBOPEHH KIHHHYHH NpoyuBasud. O6mara AHeBHa fo3a TpAGBa na Obae pasaeneHa Ha
TpH ¢AHHHYHH JO3H, KATO MAKCHMATHUAT HHTEPBAI MEXIY JO3KTe He TpAORa Na Hajsumaga 12 daca,
3a Ja Ce MPEROTBPATH MOABA HA KOHBYJICHH.,

Jeya na sv3pacm 6 u noseve 200unt

Hawannata nosa tpatea na saprpa ot 10 ao 15 mg/kg/nen u edexTHeraTa 7032 CE JOCTHI2 Upe3
BB3XOALIIO THTpHPaHE 3a ieprol oT npubnuzarendo 3 auu. EdexTHrHaTa 1033 Ha radaneHTHH Py
Aena Ha 6 W nopede roauHy € oT 235 10 35 mg/kg/aer. JosH xo 50 mg/kg/nex ca moHaciiH Jobpe B
ABLITOCPOUHO KIHHHYHO OpoyusaHe. (0mara AHeBHa qo3a Tpabea oa O6e pasjieneHa B TpH
SIAMHHYHH JO3H, MAKCHMAIHHAT HETCPBAl OT BpeMe MeX Iy J03uTe He TpAOBa Aa HaJBHIIaBa 12 Haca.

He e neobxopuMo MOHHTOpHpaHE HA [NTa3MEHKTE KOHIIEHTPAlMK Ha rabaneHTHH, 3a Ja ce
ONTHMU3INPA TepanuaTa ¢ rabanerTun. Ccrel Toba rabancHTHH MoXe A3 C¢ NpHnara B kombuHanua ¢
JAPYTH QHTHENHNETHYHH IeKapCTBEHH MPOAYKTH, (€3 OnmaceH!s OTHOCHO MPOMAHA Ha INa3MEHHTE
KOHLEHTPALMH Ha rabaneHTHA WM HA CepyMHHTE KOHLIEHTPALMHA Ha IPYTHTE aHTHEIHICITHIHK

TEKapCTBEHH NIPOAYKTH.




IepuadepHa nepponaTra Gonka
Bw3pacmuu

Tepanuara Moxe Aa 3allouHe ¢ THTPHpaHe Ha /103aTa, KAKTO € OmHcaHo B Tabauna 1. dpyra
BB3MOXKHOCT € HauanHaTa xo2a 1a Geae 900 mg/nen, npunarana pasjenena y#a Tpu pasay gosu. Cnen
TOBa BE3 OCHOBA Ha HEAWBHIYAIHHS OTIOBOD H MIOHCCHMOCTTA HA MAaI{HEHTa A03aTa MoXe Ja Gbae
JONBIHHTERHO YBEIHYAaRAHA Ha cThkH oT 300 mg/aen npes 2-3 qHK 00 MaKCHMANIHA 033 OT

3600 mg/zmen. [1pH HHAHBAZYAIHH MANHEHTH MOXE Ja € TOAXONAMO Mo-6aBH0 THTPHPAHE Ha 103aTa
Ha rafanenTHA. MHEMMANHOTO BpeMe 3a IOCTHTaHe Ha 0323 oT 1800 mg/nen ¢ enHa cenMuIla, 3a
nocTHrane Ha 2400 mg/nen e o6wmo 2 cefMARY, a 3a KocTUraHe Ha 3600 mg/neH ¢ o6mo 3 cemMHLH.

EduxacnocTra ¥ 6£30MaCHOCTTa NPH JeYeHNE Ha nepudepHa HesponaTHa Gonka, kKaTo Boka npH
JuabeTHA HEBPOTIATHA M MOCTXCPIETHIHA HEBPAITHA, HE €2 H3CICIBAHA B YCIOBHATA HA KIIHHIIHH
NpoyYBaHHA C NPOALMKHTEIHOCT Ha TEYEHAETO HAZL 5 Mecena, AKo MPH HallHEHTa CE Hanara
[PHIOKEHHE 32 CPOK HA/J 5 MECeUa 3a JieueHHe Ha nepHdepHa HeBponaTHa 60JIKa, ISKYBAIUAIT ICKAp
Tpa6Ba A2 HanpasH ONEHKA Ha KIIMAHYHOTO ChCTOAHHE Ha [AITHEHTA H /1a ONPEACIIH JAH €
HeoGXO0MHMA NOITERHATEIHA TEpamKs.

HUncipykimy 3a BoHakd 061aCTH HA TEPaUCETHIHATE IOKA3AHUA

Ipu manuenTH ¢ BIOHICHO 06MIO 3APABOCIORHO CHCTOAHAE, T.€. HHCKO TEIIECHO TErNI0, CJIC/l OpraHHa
TPaHCIUIAHTAINA H T.H., 03aTa TpabBa Ja ce THTPHPa N0-GaBHO, KATO Ce MANQI3Ba II0-HHCKATa
KOHUEHTPAUHA MNH IT0~-ThJTH HHTEpRANHA MOXKIY NNOBHINABAHHATA Ha NO3HPOBKATA.

Crapyecka Bp3pacT (Hax 65 roauumn)

le‘[ NAIHCHTH B CTAPYECKaA BB3PACT MOKE Jia CC HAIOMXH KOPCKIIHA Ha J03aTa nopanA orcnabeane Ha
610peunaTa pyHKUHA ¢ BE3pacTTa (BkK. Tabnmia 2). [Tpy nalMEHTHTE B CTAPYECKA BB3PACT €
BBIMOKHO [TO-9€CTO Aa C¢ NOABABAT COMHOJIEHTHOCT, nepnd)epen OTOK H ACTCHHMA.

BuOpeusio yepexnane

Kopexums na qosaTa ce NpenophuBa IpH NALUEHTH ¢ KOMIIPOMeTHpaHa Gu6pedna GyHKIHA, KaKTO €
onucaHo B Tabmina 2, H/AIH IpH NAanHeATH Ha XeMOQHATH34a,

Tabmuna 2

HJOINPAHE HA TABAITEHTHH ITPY BB3PACTHHU CTIOPE[] BLEPEYHATA OVHKITUA
Kpearunuror kndperc (ml/min) Obiua aHeBHa Jo3a* (Mg/AeH)

280 900 - 3600

50-79 600 — 1800

30-49 300 - 900

15-29 1508 - 600

<i5® 1505 - 300

*06maTa mACBHA 033 TpAbEa fa ce nprnara pasjeNieHa B TPH paBHH eIHAUIHY 003K, PelynHpanuTe Jo3H ce
H3HOJI3BAT IIPH NALMCHTH ¢ GEOpeuno yBpexkaane (KpeaTHHRHOR KMpLHC <79 ml/min).

5/Tuesnara nosa ot 150 mg na ce npumara kato 300 mg npes nex.

“TIpy NaIHENTH ¢ KPEAaTHHHHOR KIHPEHC <15 ml/min AHeanata no3a TpAOBa Ja ce HAMANH NPONOPLHMOHATHO Ha
KPEaTHHHHOBHS KIHPBHC (HaNp. HAUHCHTH ¢ KPEATHHWHOB KAMpBAC 7,5 ml/min tpaGaa Aa moiydasaT
TIOJOBUHATA OT JHCBHATA J034, KOATO [I0IYHaBaT NAMEHTHIE ¢ KPEaTHHHHOB KIMPEHC 15 ml/min).

Ynorpeba npu malHenTH HA XEMOAHATH3S

IIpy aHYpHYIHH HaIMEHTH HA XEMOAMAIH3A, KOHTO HHKOra He Ca NoNy4asaiy rabanenT
NpenophyBa HATORApBama xo3a oT 300 o 400 mg, cnen Tosa ce mpueMat ot 200 1o 3
ra0anenTHH, ciieA BCeKH 4 daca xeMoauanu3a. B nuute Ge3 xemonuanuza He TpadBa 1
seyeHue ¢ rabanesThH.



Ilpu manueHTHTE ¢ YEpeneHa 610pedna ¢yHKIMA HA XeMOJHAINEA IOJXBPKAIIATA 4034 Ha
rabanenTuH TpaGBa Ja ¢ cr0Opa3eHa ¢ MPEnoPhKATE 33 JO3HPAHe, IPEACTAaReHH B Tabnala 2. B
JOBLIHEHHE KBM IIOUTbPXKAIIATA 033 Ce IPENOpH4Ba AOIBIHATENHO CAE] BCEKH 4 9aca
XeMopuanusa fa ce mpuemat ot 200 o 300 mg rafanenTAH.

HauuH Ha npHIOKCHHE

32 nepopanHo NPRIOKEHNE.

T'abanenTun Moxke Aa ce pUnara cbe WaH O6e3 xpaHa u KancynaTa Tps6Ba Aa ce MOTTRIA 1A ¢
JAOCTATBYHO KOAHYECTRO TEUHOCT (HAIIp, ¢ Yalla BOJA).

4.3 IIpoTHBONOKA3AHAR

CBP’BX‘IyBCTBHTBJIHOCT KBbM AKTHBHOTO BEMECTBO HIH KBM HAKOE OT IMOMOIIHHTE BEICCTRA,
H30poeHH B TouKa 6.1,

4.4 CrienuaiaH npelympexiaeHns 4 PeAnaA3Ny MePKH OPH yrnoTpeba

Jlexapcrren 06puB ¢ eosunodMIHI M CcHCTCMHH cummTome (Drug Rash with Eosinophilia and
Systemic S toms, DRESS

Tlpy naiMenTHTe, IPHEMaNIH BHTHETHIEHTIHYHY JEKAPCTBA, BRIIOTHTENHO radanesTiH, ce Chobilasa
33 TEXKH, HHBOTO3ACTPAIIABANIA CHCTEMHH PEAKIMM HA CEPEXTYBCTBHTEIHOCT, KATO JTCKAPCTEEH
00pus ¢ eoznrod A 1 crcTeMum cummrromi (Drug Rash with Eosinophilia and Systemic Symptoms,
DRESS) (B#. Touka 4.8).

BakHo e ga ce 010CIeKH, Y€ PAHHUTE CHMIITOMH Ha CBPBXUYBCTBHTCIIHOCT, KATO TPECKA HITH
mAM$aneHonaTHa, MOraT A3 ce Habnioxasat  6e3 namrune Ha Bugum o0pHB. [Ipn nosBa Ha TaKHBA
IIPH3HALKM H CHMITTOMH ChCTOAHHETQ HA MTAllHEHTa Ipaﬁaa Ja ce ONeHH HG3363.BHO. HPHBM‘BT H3
rabaneuTrH TpabBa ga 65b1¢ MPeKpaTex, axo He MOKE /12 C€ YCTAHOBH ANTCPHATHBHA €THONIOTHA Ha
MOCOYSHHTS NPH3HAIIH HIIH CHMITTOMH.

Anabnnaxcua

T'abanenTH MoXe a Npean3ByKa aHadunakchs. IIpH3HaLHTe H CHMIOTOMHTE B JOKITaNBaHHTE
CIydaH BKNHOYBAT 3aTPYOHCHO AWIIAHE, IOAYBAHE Ha YCTHHTE, TBPIOTO H €3HKA H XHIIOTOHHA H
H3IACKBAT CIICIIHO Jederue. [lanmeHTHTE TpadEa Ja OBIAT HHCTPYKTHPAHH A3 CIIPAaT IpHeMa Ha
rafanenTHH A He320aBHO Na MOTHPCAT JICKapcKa [IOMOI, aKo TIOYYBCTBAT NPH3HAIM HIIM CUMATOMM
Ha aHaHmaKcHA (Bk. Touka 4.8).

CyHIHAHa HAEAHS H NOBEICHHE

CrpoOmaBaHy ca CyHIHIHA WACALHA W TIOBEAEHHE [IPY MALMEHTH, JTEKYBatH ¢ aHTHEITHIENTHIHH
CPEACTBR 32 HAKOJKO TIOKa3aHHA, MeTa-aHalH3 Ha paHOOMH3HPaHH MIAe60-KOHTPOIMpPAHH
NpoyYBaHHA HA aHTHCITHICITHIHH JIGKAPCTBEHH CPE/ICTRA CBHIIO IICKA3Ba KO [TOBMIIABAHE HA DHCKA
OT CYMUIHHA HeaNHA K nopeAcHHe. MeXaHH3IMBT HA TO3K PHCK € HeH3BecTeH. CllydaH Ha CYHLIMAHA
HIealua ¥ NOBeACHNE ca Habmofasany o BpeMe Ha [TIOCTMAPKETHHTOBHY OITHT IIPH MAITHEHTH,
Jexypanu ¢ rabanentun (Bx. To4xa 4.8).

HauuerTHTe (M MHIaTa, KOWTO CC TPHIKAT 32 TAX) TpAOBa na OBJAT MOCHBETBAHH Ja IOTEPCAT
MeHIHHCKa [IOMOM] HPY MOABAa Ha MPH3HAIY Ha CYHIIMIHA HICAIHA WA IT0BEcHHE. [lamue
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CIMpaHe Ha TeYeHHETO ¢ rabaneHTHH.



Octep DankpearHT

AKO NAlIHEHTDT Pa3RUE OCTED NAHKPEATHT IO BPEMe Ha JIgYeHNE C rabanenrud, TpaGea 1a ce
OOMHC/TH CIIMpaHe Ha Ne4EHHETO ¢ raGaneHTHH (BXK. TO9Ka 4.8).

I'epuoge

Bmtpem e HAMA NOKA2aTENCTRa 3a HOBA NOsiBa HA T'bPUOBE MPH TEPAITHA ¢ raﬁanemn, BHE3A[MHOTO
OpPeKECBaHE Ha AHTHKOHBYIICAHTHTS IIPH IIAMHCHTH C CITHIICTICHA MOXKe 4 OTKIIICUYH »CTATYC
EMUIENTHKYC™ (B, TOUKA 4.2),

Kaxro mpy npyru anTHenHENTHYHY JICK3PCTBECHH IPOAYKTH, TIPH JIeYeHHe ¢ rabaneHTHH IpH HAKOH
NALACHTH MOXE Aa ¢ MOBHIIK YECTOTATA Ha I'bPYOBETE WIH JIa CE TIOSBAT HOB THII I'bPIORE.

KakTo 11px ApyTyt aHTHEIMNEITHYHY NeKapCTBEHH POXYKTH, OHTHTE /1A C& OTTEIIAT €OHOBPEMEHHO
OpHIIaraHA AHTHEHTIENTHYHY JIEKAPCTBA [IPH JIEYCHHE HA pedypakTEpHH NANHEHTY, IPHEMAIH
TI0BE4e OT E1IMH AHTHEMHJICNTHYEH IPOIYKT, € 116N A3 Ce NOCTHTHE MOHOTEPANHA ¢ rabaneHTHH, ¢a ¢
HHCKa 9eCTOTa Ha yCIex.

CumaTta ce, 1e rabanenTny He ¢ edexTHBEH Cpeily IIBPBHYHH TEHEPANH3HPAHH THPUOBE, KaTo
HanpuMep abcanc, ¥ Npu HIAKOH TIAIAEHTH MOXKE A BIIONIH TE3H repaose. [Topanu Toea e
HeobX0HMO NOBHIEHO BHUMAHHE NPH H3I0M3BAHE Ha rabaNeHTHH OPH NAHEHTH CBC CMECEHH
THPYORE, BKIIIOUNTENHO abcaHcH.

JledeHHCTO ¢ rabaneHTHH € CBBP3AHO CHC 3AMATHOCT H COMHOJCHTHOCT, KOMTO GHXa MOT/IH /12
YBEIIMHAT N0ABATA HA MHIMACHTHO HapanaBane (IiagaHe). FiMa CBINO H HOCTMapKETHHTOBH
cbODMIEHHA 32 06bpKBane, 3ary6a Ha CE3HAHME M YMCTBEHO YBpexaaHe. 3aTOBA MALHEHTHTE TpabBa
7ia 6B)aT HOCHBETBAHH 3 IONXOKIAT ¢ NOBHIIEHO BHIMAHAC, ZOKATO HE CBHKHAT € HOTEHIMATHHTE
e(heKTH Ha JIeTIeHHETO.

EpHospeMeHHa ynorpeba ¢ onHonau u Ipyry fenpecant Ha ITHC

TlanHeHTATE, IPH KOHTO C& H3HCKBA SIHOBPEMCHHO JICISHHE C JEMpecaHTH HA IEHTPAIHATA HEPBHA
cucrema (ITHC), skmounrento onmmonzay, Tpabea ga 6baaT HabmoIaBaHy BHUMATEIHO 38 TIPH3HALA
Ha noTrckane Ha [IHC, karo comuonenTHOCT, cenauma U pecnupaTopHa aenpecus. Iammenture,
KOHTO NPUEMAT CIHOBPEMEHHO radaneHTHH H MOPGHH, MOXKC 2 PAIBHAT [OBHILICHH KOHIEHTPAIHN
Ha raGaneHTHH. Jlo3aTa HA TaGalICHTHA MM EJHOBPEMENHOTO IEYCHHE C JenpecanTty Ha [THC,
BKIIOUHTEITHO OTTHOWAHM, TPSORa JNa GbAe NOAXOAMLO HaManeHa (BXK. TouKa 4.5).

IlpenopwBa ce MORHIIEHO BHMMAaHWE TPY NPEIIHCBARE HA TabaNeHTHH €HOBPEMEHHO ¢ OIHMOMIH
opajH pHeK OT noTuckare Ha IIHC. B nonynanuouno-GasHpano, 06cepBaHORHO MPOy4BAHE, THII
CIyqaii-KOHTPOIA TP MALMEHTH, H3ION3BAIIH ONHOKTHY, SAHOBPEMEHHOTO NPEANUCEaHe HA ONTAOHIN
H rabaneHTHH Ce CEBP3BA C [OBHUIEH PHCK OT CMBPT, CBBP3aHa ¢ ONHOMI, B CpaBHCHHE C
[PEANHCAHHE Ha CaMOCTOATenHA ynorpefa Ha OmHowa (KOPHTMPaHO ChOTHOLICHHE HA IHAHCOBETE
[aOR], 1,49 [95% CI, 1,18 no 1,88, p< 0,001]).

Pecnuparopha aenpecun

T'aGaneHTHH € CBLP3aH ¢ TEKKA PECTIMPATOpHA Aerpechs. [TanneHTH ¢ HapyIUeHa PECOHPATOPHA
(YHKIIEA, PECTTHDPATOPHO HITH HEBPONOrUGHO 3abonsgane, Gp0peuno yepexane, eNHOBpeMeHHA
ynotpe6a Ha nenpecanTu Ba ITHC 1 nanpenTH B cTapuecka BB3PACT MOKE 13 CA H3I0KEHH HA TI0-
TOJLIM PHCK OT H3MHTBaHE HA Ta3H TCXKKA HeXelaHa peakind. Bs3MOXHO ¢ aa ce HaNoXH aJaNTHpaHe
Ha J034Ta IPH TE3H MTAIHCSHTH,

Crapuecka Bb3pact (Hag 65 TOJTHHH)




He ca npopexaasi CHCTEMHH NIPOYYBAHKA ¢ rabaneHTHH IPY HAaUHEHTH Ha B3pacT 65 i moseue
rofauHH. B neoiiHocnino npoygaBane ¢ nanHeHTH ¢ HEBponaTHa GOJIKa Ce YCTAHOBABA H3BECTHO
HOBHINABAHE Ha MPOLIEHTa Ha BE3HHKBAHE HA COMHONEHTHOCT, epH$pEPEH OTOK H aCTEHHA IIpH
MAlHEHTH Ha BH3PacT 65 U noBede TONHAN, B CPARHEHHE C [IO-MAaIATE NanyeHTH. C HIKAIOUSHAS Ha
TE3H Pe3yITaTH, KIHHHYHATE H3CHEABAHNA B Ta3H BB3PACTOBa IPYyIa HE IIOKA3BaT Pa3lTHYeH IPOQHI
H@ HEXENAHHUTE CHOHTHA, B CpaBHeHHe ¢ HaOIogaBaH s IPH [IO-MIaHTe NALHEHTH.

TlennaTpuvna nomynaigs

Edexture o1 gparocpodnara Tepanus (moseue o 36 ceqMHlK) ¢ raGaneHTHH BBPXY YYEHETO,
HHTCIIHIEHTHOCTTA H PA3BHTHETO TIPH Jena H IOHONIH He ¢a fobpe npoydeny. ITonsHre ot
ABITOCPOYHA TEPAHA TPAQEA Ja CE MpeueHaT BHUMATENHO CHpPAMO OTCHIMANHATE PUCKOBE.

3noynorpeda H 2aBACHMOCT

B faHHHTE OT MOCTMAPKETHHIOBHA NEPHOJ €4 IOKIaIBaHH CYJYaH Ha I0yNoTpeda X 3aBHCHMOCT.
BuumMatento onensbaiite NaMeHTHTE C aHAMEE3a 32 AMoynorpeba ¢ nekapcTea M 'H HabmonapaiTe
33 EBEHTYAITHH [IPH3HAIIH Ha 310ynorpeda ¢ rabaleHTHH, Halp. IOBEACHHE Ha TEPCEHE Ha
JIEKAPCTBOTO, ECKANAUMA Ha A03aTa, Pa3BHTHE HA MOHOCHMOCT.

JlafopaTopHH H3cTensanms

Morar ga 6paar oT9eTeHH (HaNIIHBO [IOIOKHTENHH PE3y/TATH IPH MOTYKOMMIECTBEHO ONPEJIENIHE
Ha 00m GenThK B ypHHaTa ¢ TecT-nenta. [Topasu ToBa ce NpenopbYBa MOTEEPKIABAHE HA
MOJIOMKHTENHIA PE3YIITAT ¢ METO/H, OCHOBABAIIH CE Ha APYT aHAIHTHYCH IPHHLHIL, KaTO HANpHMeEp
fuyperopa npo6a, TypOMIHMETPHYHH H/IH OUBETHTEIHH METOAH, HIlM H3MO3BAaHE HA ATTEPHATHBHHTE
METOOH OT CAMOTO HAYal1o.

TloMOnIHN BemecTBa ¢ M3RECTHO JAeHCTRHE

Heypoutun 300 mg 1 400 mg TespaM KancyM ChALPXA TaKT033. [lanHeHTH ¢ PeIKA HACKCACTREHH
npobneMH HA HENMOHOCHMOCT KbM rafiaKTo3a, ThjeH JAKTa3eH JehHIIAT HIIH IIIOKO30-TalaKTO3Ha
manabeopGimia, He TpaGra Aa NPHEMAT TOBa NCKAPCTRO.

HeyporTrna 300 mg u 400 mg TBEpAM KalcylH ¢bAbpxKa Mo-Malko ot 1 mmol ratpui (23 mg) Ha
xaricyna. TlanpeaTnTe Ba AveTa ¢ HUCKO CHIBDXANKE Ha HATPuii MoraT Aa Gnaat undopmupanmy, e
TO3H JIEKAPCTBEH NPOAYKT MPakTHIECKH HE ChABDKE HATPHI.

4.5 BianmojeficTBHe ¢ IPYTH JekapcTBeHH NPOXYKTH H IpYrH (opMH Ha B3aHMOAeHCTEHE

Wwma crionranny H AHTEpaTypHH CEOOIICHHA 33 PECIHPATOPHA JCIPECHS, CEOAIMA H CMBPT, CBEP3aHH
¢ rabaneHTHH, KOraTo ce MpHJara eAHOBpeMEHHO ¢ AenpecanTd Ha ITHC, sxirounTenno onnongn. B
HAKOH OT Te3u choOmenHs apTopHTe 00pbIIAT CHENHAN0 BHHMAHHE HA KOMOHHAUHATA Ha
ra0amleHTHR C OTMHOHIH NPH NALMCHTH B HEZ0OPo 060 chCTOAHAE, IANHMEHTH B CTAPYECKA BB3PAcT,
MALHEHTH ¢ TEKKO MOANEKAIUO PECIHMPATOPHO 3a00n4BaHE, ALHMEHTH, TPHEMALIH MHOKECTBO
JCKAPCTRA, KAKTO H IIPH NAlMEHTH CBC CHHAPOMH Ha 31oynoTpeda ¢ BelecTsa.

B npoyusane, sxmouBamo 3apasH xobposommu (N=12), npH npunaraHe Ha 60 mg Mopduna xancyna ¢
KOHTpOIMpano ocBoboxknaBane 2 yaca npeny npuiaradero Ha 600 mg xancyna raGaneHTHH CpeAHaTa
wiol og kpusara (AUC) Ha rabanesTus ce e ysenuamwia ¢ 44% cupaMo raGaneHTHH, Npuioxen 6e3
mopdun. [Topan ToBa nauMeHTHTE, IPH KOKTO CE HANAra eNHOBPEMCHHO Jle9eHHe ¢ ONHOHAK, TpA0Ba
Ja OBJaT BHUMATEIHO HaOmoTaBaHH 3a TIipU3HAanH Ha motHckade Ha I[HC, xato cOMHONEHTHOCT,
CeAalys H PECTIHPATOpHa Aenpects, KaTo TpAOBa CHOTBETHO [Ja ce HAMauTH Jl03aTa Ha rabanen
Ha OIHOHIHTE.

He ca ycTaHOBEHM B3aMMOMEiCTBHA Mex Ay rabaneHTHH 1 peroGapOuTan, PeHHTOHH, B
KHCENHHA WIH KapbaMaseryy.



{DapMaKOKHHETHKaTa Ha rabancHTHA cieq JOCTHIAHE HA CTAIHOHAPHO CHCTOAHHC IIPH 3ApaBH X0pa ¢
]10,11051—13 Ha Ta3H NpH NaliCHTH ¢ ENHIICTICHA, MONy4YaBaili TE3H AHTHENHJICITTHIHH IIPOOYKTH.

EnnospeMeHHHMAT npHEM Ha rabaleHTHH ¢ IepopailHi KOHTPALCITHBH, ChABPKAIH HOPETHHIPOH
H/HIIM €THHUI eCTPATHON, He NOBNHABA (apMAKOKHHETHKATA B CTAIMOHAPHO CHCTOAHHE Ha HATO €1HA
OT ChCTABKHTE.

ENHOBPEMEHHHAT NPHEM Ha rafalNerTH ¢ aHTHAIMIM, ChILPKAM AMYMHHHIE ATH MAarfHesfi,
HaMaJIABa GHOHAMIYHOCTTa HA rabanenTin A0 24%. Tlpenopbysa ce rabaneHTHH 113 Ce IpHeMa Hali-
PaHo /18a 9aca clIeq PHeMa Ha aHTHAI],

TIpoGeHermya He mpoMeHs GrOpeTHaTa eKCKPELHS Ha rabameHTHH.

Ipu enHOBpeMeHeH NpHeM Ha rabaneHTHH H LMMETHAMH ¢ HaOmoagaHo cnabo HaManeHHe Ha
{OBOpeyHaTa eKCKpelHA Ha raballeHTHH, KoeTo He C¢ 0YaKBa 13 HMa KIIHHHYHO 3HAYCHHE.

4.6 DepTunurer, (peMEeHHOCT H KEPMEHE

Bpemennocr

Puck, cavp3an ¢ enunencusma u obuo ¢ anmuenunenmuisiume 1eKapcmeeri npooykmu

PHCKET OT BpOZAcHH JeeKTH € 2-3 ThTH N0-BHCOK B NMOKOAECHHETO HA MAHKH, TIEKYBAHH C
AHTHEMIENTHYEH JEKapPCTREH NpoAyKT. Haki-uecTo cho0IaBany ¢a 3aelIKa YCTHA, ChP/SIHO-CHA0BH
mandopMalyH U qedekTH Ha HepBHaTa TPHOa. BE3MOMHO € MOMHTEPAIHMATA C AHTHETHIETITHIHH
NIEKapCTBEHH MPOAYKTH Ja € CRBpP3aHa C 10-BHCOK PHCK OT BPOJICHH ManopMalMH, 0TKO/IKOTO
MOHOTEPATIHATA, NOPAJH KOETO € BaXXHO B NIPAKTHKATA XA CE NPUNIAra MOHOTEpANiA BUHArH, KOTaTo
HMa TaKaBa BE3MOXKHOCT. JXeHHTe, 32 KOHTO HMA BCPOATHOCT 1a 3a0PEMCHEAT HIIH MMAT NCTEPOACH
NOTeHuHMaN, TpAGBa /1a ce HOCHBETRAT OT CTICHHMANHCT U AKO JKEHATA [UIAHHpa Jla 3a0peMenee — 1a ce
npepasriiena HeobX0IMMOCTTa OT aHTHeNIien Ty Ha Tepamna. He 1psGpa fa ce npeanpuemMa pasko
IpeKpaTABAHE Ha aHTHETIMNEITHIHATA Tepallis, Thil KaTo ToBa MOKE Ja JOEele O IofdBa HA IEpHOBE,
nopaad edext Ha oTHEMaHe Ha JISYCHHETO, KOHTO OHXa MOIMIH Ja JAajaT CEpHO3HO OTPAKCHHE BEPXY
maiikaTa u JeTeto. Paaxo ce Ha6monana 3a6aBeHO pa3BRUTHE IIPH Jie(a Ha MAHKH C eNMUNCNCHA. Hee
BBIMOKHO A3 ¢e pasrPagids Jaiy 2a0aBesoTo PAsEHTHS € NPHIMHCHO OT FEHSTHYHH, COUHANHE
(daxTopH, SMHICIICHATA Ha MAHKATA WIH OT AHTHENHICITHIHOTO JICYCHHE.

Pucrose, cevpsanu ¢ 2abanenmun

I'aGanenTiH NpeMHHABa B IUIATNICHTATA.

JluncBaT MM MMa OTPAHAYEHH JaHHH OT yroTpeGaTa Ha rafaneHTHH NpH OpeMeHHH XEHH.
IIpoy9IBaHUATA IPH KHBOTHH NOKA3BAT PEIPOLYKTHBHA TOKCHIHOCT (BXK. To'uka 5.3). [IoTCHIHANHHAT
PHCK TIpH XOpa e Heu3sBecTeH. I'abanenTun He TpaGsa Aa ce Npiara 0 BpeMe Ha 6peMeHHOCT, 0CBEH
aKO [OTeHIIHAIHATA 1032 33 MdHKaTa KaTerOpHIHO HalBHIIABa MOTEHIHATHAA PHCK 33 IINOLA.

He € BE3MOXKHO [1a €& HANPaBH OKOHYATE/HO 3aKMIOYEHAC NATH JeICHHETO ¢ rabalieHTHH € IPHINHA
3a [IOBHIIABAHE HA PHCKA OT BPO/JEHK MandopMaluH, ako ce npyema 1o BpeMe Ha GpeMeHHOCT,

NopajH camoTo 3260N1BaHe OT eMIIENCHA ¥ ¢AHOBPEMEHHO IPUIAraHHTe aHTHCIHIICITHYHH
NEKApCTBEHH NPOXYKTH TPH BCAKA OT ChoOLICHHTe HpeMEHHOCTH.

Kipmene

TabaneHTHH ce eKCKpeTHpa B KbpMaTa. Ilopaau ToBa, 9¢ €PeKTHT BLPXY KPMAUETO € HE
TpAGBa BHAMATENHO /13 CE NPELEHH NPHJIAraHETO KA NeKapCTBCHUA MPOIYKT PH KbpMEL]



labanenTun TpE6Ba a ce H3MOM3Ba NPH KBPMEIH MAHKH, CAMO 4KO TI0N3aTA KATETOPHIHO
HaJIBHINIABA PHCKA.

DeprunureT

Hsmva edexr HpXy depTrimTeTa NpH HPOYyIBEHHATA BEPXY XUBOTHH (BXK. To4Ka 5.3).
4.7 E¢extn sbpxy cnocobuocrra 3a modupane B pabora ¢ MamuHg

TabaneHTHH NOBIHABA B IEKa MM YMEPEHA CTEICH CI0COOHOCTT 3a modmpare u paboTa ¢ MalTHHY,
labaneRTHH BIHAC BHPXY UCHTpalHATa HEPBHA CHCTEMA H MOXKeE 2 IPHIMHM CHHIMBOCT, 3aMaiiBaHe
HIIH JIPYTH CBBP3aHH CHMITTOMH. Jlopu [1a ca caMo ¢ JIEKa HIIH YMepeHa CTeNeH, Te3H HeKETaHH
PCAKIMH MOXE 12 ¢a NOTCHIMANHO ONacHH 33 IAHEHTH Npu modnpane WK pabora ¢ mamuxn. Topa
€ BaJIMJHO 0COOCHO B HA9allOTO HA JIEYEHAETO HIIH ClI¢]] DOBHINABAHE HA JO3aTA.

4.8 Hexenann JieKApCTBEHH PeaKIHH

Hexenanwre IEKapCTBEHH PeaKIniH, HaGMIOZARAHH 10 BpEME Ha XIHHHYHHTE NPOYIBAHMA, [IPOBEACHHA [IPH
enuiencus (A0MLIBANIAa H MOHOTEPAINAS) H HEeBPOIaTHa GoJIKa, ca NpeAcTaBeHH B 061 CIHMCEK NO-T0TY,
FPYIHPAaHH 10 KIAC ¥ 9eCTOTa: MHOTO yecTH (>1/10), wectu (>1/100 no <1/10), vegeern (>1/1000 mo <1/100),
penxn (>1/10 000 no <1/1000), MBOrO peakH (<1/10 000).

Koraro e sabmonapana HexenaHa peakuua ¢ PA3IMYHA 9€CTOTA NPH PAITHIHATE KNUHHIHHA IPOYIBAHHS, TA €
34lIHCAHA ¢ Hali-BHCOKATa 0TPa3eHa YeCTOTa.

JOTBIHHTCTHA HekeTaHH PeakiiH, ROKIAABAHH 10 BpeMe Ha IOCTMAPKETHHTOBHA OIMHT, €4 BKIIOYCHH ¢
HEH3BCCTHA TCCTOTa {OT HATHYHATE HAHHH HE MOXC fa GbAc BanpaBeHa OlieHKa), IPEACTAaBEHN ¢ KYPCHB B
CIACHKA 1O-J0TTY.

Ilpu BesAKo rpyIHMpane B 3aBACHMOCT OT YeCTOTATa HEXCIAHMTE JIEKaPCTBEHH PeakiMu ¢¢ H30posBar B
HH3XO0 1 PEA 10 OTHOLUEHHE HAa TAXHATA CCPHO3HOCT.

CrcTemo-opranen Kaac Hexenana JexapCTBEHa peaKIAN

Hudexunn n nadecranux

Mmroroe yects BHpPYCHA HHeKuma

Hectn TTHEBMOHHA, peCTIPaTOpHa HHGEKIVA, HHPEKIHA Ha

MHKQOYHHTE NETHINA, OTHTHC MCITHAa

HapynieHns HA KPLBTS H
JUMBHATA cCHCTEMA

Yectn NEBKOIIEHAS

C HeW3BECTHA YECTOTA : mpomboimonenus

Hapymienns 1a HMYHHATA CHCTEMa

Heuectn ANeprUMHM peaKupy (HAp. YPTHKApHs)

C HensmecTHa 4ecToTa CUHOPOM HA CEPBXHYECMEUMENHOCT (CUHCMEMHA PeaKtjun

C IPOMEHTUBU CUMRITNOMIL, KOUMO MO2am O exuiousam
mpecka, o6pug, xenamum, HuMpaoeHoRamua,
CO3UNOPUNUA, Kakmo ROHAKO2A U OPY2u CUMNIROMIL),
anagunaxcun (exc. mouxa 4.4)

HapymeHus Ha MeTaboaHiMa B

XpaHeHeTo

Yectn aHOPEKCHA, MOBHINEH ANETHT

Heuecrn XHIEPIIHKeMAA (Hali-9ecTo HaGII0AaBaHa IpK NAlHEHTH
¢ nuaber)

Pesxu XUNorTHKeMiA {Hal-9ecTo HabmoNAaBaHa NpH Nalke:
nuaber) &

C HEH3BECTHA YECTOTa XUROHAMPUEMUA a

IIcHXHYHH HAPYIIEHHS 1&7

Yecrn BpaxaebHOCT, 0OEPKBaHE H EMOIMOHANHA JabH of’r,é



HeuectH
C HeH3BeCTHA 49€CToTA

JeTpecHs, TPeBOKHOCT, HEPBHOCT, a6HOPMHO MHCTICHE
pB30Yyma
CyuyuoHa udeayus, XarouyuHayuy

HapyureHHd HA HEPBHATA cHCTEMa
MHoro yectH
YecTn

HegecTH
Penxn
C HeH3BECTHA YECTOTA

COMHONEHTHOCT, 3aMAANOCT, ATAKCHA

KOHMBYJICHH, XHIICPKHHE3IHH, QU3aPTPHS, AMHC3HA,
TpeMop, Geacerue, rnasobonne, yeelaHAs KaTo
MapecTelns, XUIECTE3HA, HAPYIIEHa KOOpAHHAIINA,
HHCTArbM, 3aCHNICHH, IIOHIKSHHA HITH JIMIICRALIH
pedrckcH

XHIIOKHHE3HA, YMCTBEHO YBpEXKIAHE

3ary0a Ha ChIHAHWE

dpyau dsuzamennu Hapyuienus (HAnp. Xopeoamemosa,
DUCKUHEFUR, OUCIOHUA)

HapylmeHust Ha 09HTe

YectH SPUTENHM HAPYIECHHA KaTo aMOIHOnNs, JUILIONHA
Hapymenns Ha YXOTO B

nabupunra

YectH CBETOBBPTEK

C HEH3BECTHA MECTOTA MuUHUMmYc

Crpaeynr HapyIrenns

HeuecTH TAJITHTAIHH

Cb10BH HADYIICHES

YectH XHNSPTOHUA, BA30OHAATAIIHA

PecnapaTtopun, rpLaHEH H
MCAKACTHHAINE HAPpyHIeHRAd
HectH

Pemicu

AMCITHes, SpOHXHT, (PapHHATHT, KAILTHI2, PHHHT
pecIHpaTOpHa Jenpecus

CroMamHo-YpEBHH HAPYLIeHHH
Yectu

Hegectn
C HeHn3BecTHa YecToTa

TNIOBPBIIAHE, TaAcHe, 350HH aHOMANHH, THHIABHT, JHADHS,
KopeMHa 605Ka, IMCIIETICHA, 3aMeK, CYXO0Ta B YCTaTa WK
rBPIOTO, dhIaTyNEHIIHA

Jucdarns

nauKpeamum

XenmaroGHunapHH HAPYIIEHHS
C HEH3BECTHA 9ECTOTA

Xenamum, HCvAMeERuYa

Hapymenuna Ha KOKATA H
NOAKOKHATA ThKaH
Yecotu

C HeH3BCCTHA YeCTOTa

JMIIEB efIeM, TypITypa, 9ECTO ONMHCBAHA KaTO HATHPTBAHC
B pE3ynTaT Ha dHHUecKa TpaBMa, OOPHB, IPYPHUTYC, aKHE
cundpom na Stevens-Johnson, anzuoedem, epumema
Mynmudopme, anoneyun, rexapemeen obpue ¢
COFUHODURUA U CHCHEMNRIL CUMIMOMU (81C. movKa 4.4)

Hapymenna Ha MYCKY/JIHO-
CKE/eTHATA CHCTEMA |
CLEXMHUTETHATA THKAH
Yectn

C HeH3BECTHA 4ECTOTA

apTpaNTHi, MHAJITHA, 60nKa B I'bpba, MyCKY/THO
MOTPENBaHE
pabooMUONU3A, MUOKIOHYC

Hapymennn na 6nbpenure 1
NMAEKOYHHTe THTHILA
C HeH3BeCTHa YECTOTA

ocmpa Gvbpeuig HeOOCMAMbYHOC, UNKOWMUREHYUA

Hapyumienus Ha
nbanponssonm“eﬂﬂa'ra CHCTCMA H
rBEPAATA

Yectn

C HeH3BeCTHA YecToTa

HMOOTCHTHOCT
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OUCPHYHKYUR (BKIIOUUMENHO RPOMERU 8 TUBUOOMO,
RAPYWCKUR HA eAKYAAYUAMA ¥ GHOP2AZMUR)

Obmn papymenns u eQexrn Ha
MACTOTO Ha MPHIGKeHHE

MHuoro uectn yMOpa, Tpecka

Yectn nepuepen enem, HapyIIeRa [10XOAKA, acTeHHs, Gonka,
06110 HepasmoNnoKEHHe, rPHNIONOA06eH CHHAPOM

Heuectn TeHEePaIH3INpad eaeM

C HensBecTHa uecTOTa Pearyuu Ha omnemMane (Hati-4ecmo MpesoNCHOCM,

beacvhue, zadene, Bonka, usnomagane), 2pvona bonxa.
Crobujasa ce 3a cayyau Ha eresanna, HeobACHUMA
CMBPRY, KAMO NPULUHHO-CAEOCMEEHAMA 8PBIKA OM
AEUBHUEMO C 206aneHmMun He e YemaHosena,

Hicneppanuna

Yectn Hamancn 6poii Genst KPbBHH KIISTKH (IeBKONUTH),
MOKa4BaHe Ha TENECHOTO TETI0

Hewectn NOBHIIEHH CTOHHOCTH Ha YePHOAPOOHHTE QyHKIHOHANHH
Tectose CI'OT (ACAT), CI'TIT (AJIAT) u 6unupy6us

C HeH3BECTHA YECTOTA nosuuieHq xpeamun ocPoxunasza ¢ Kprema

Hapanasanng, oTpassauus u

HHTepBEeHIHH, Bb3HHKHAIN B

Pe3yJITAT HA YCHOKHEHUS

Yecrn HHIHACHTHO HapaHABaHE, ppakTypa, abpasuda

Hegecrn nagaHe

Tlo Bpeme Ba nevennero ¢ rabanenTuy ce crobmasa 3a CITy4aH Ha OCTHP MAHKpeaTHT, Bphikarta ¢
rabancHTHH e HesicHa (Bx. Touka 4.4),

ITpu naumesTH Ha XeMoxHaIM3a, TOpasH TEPMHHATHA OBOPEUNa HEAOCTATHYHOCT, C& CHODIARS 3a
MHOMATHA C NOBUIICHH HHBA HA KPEATHHKHMHAZATA.

32 HHQEKIMH Ha PECITHPATOPHUTE ITHTHINA, OTHTHC MezEa, ThpuoBe H OPOHXHT ce cho0IaBa CaMo B
KIIMHITHATE NPOYYBaRHiA MPH IeN2. B KITHHHIHUTE NPOyYBAHUA IIPH AClA AOMBLIHHTEIHO C&
CHODIIABA YECTO 32 ATPECHBHO NOBEICHHE H XHIIEPKMHEIHH.

Cnobmapane Ha MONO3HPAHY HEXENAHH peaKIHH

Cro0masaneTo Ha MOO3HPAHH HEXENaHH peakiMy cnef paspeniagane 3a ynorpeba Ha JexapcTBEHHA
ApOAYKT ¢ BaxHO, ToBa N03BONABA Ja MPOXBIKH HAOIOACHHETO HA CHOTHOMIECHHETO 1on3a/pHCK 3a
JCKAPCTBCHRA MPOJIYKT. OT MEMHMIIMHCKHTE CTICIMATHCTH C¢ HIUCKBA 1a ChOBIIABAT Begka
HOAO3HpAHA HEXENAHA peaKiya Ype3 M3nb/HUYeNHA areHIUs 10 IeKapCTBaTa, Vi ,, JlaMsu I'pyer”
Ne 8, 1303 Codus, Ten.: +359 2 8903 417, yebeaiir: www.bda.bg.

4.9 Ilpenosupane

OcTpa, XHBOTO3aCTPANIARAIE TOKCHIHOCT TPH OpenosHpaHe Ha rabaneHTHH B 1031 10 49 g He €
Habmonapata. CHMITOMUTE Ha TpeRo3Hpane ca OMIM: 3aMadHOCT, JBOMHO BIDKIAHE, HEACHA PEY,
CBHIIMBOCT, 3ary0a Ha Ch3HAHWE, NETapTAs U JeKa JHapHa. BCHUKM NMALMEHTH ca ce BL3CTAHORHIH
HAIThIHO CACA NoxAbpxkama Tepanua. Hamanenara abcopOima Ha raGanenTns IpH npueM Ha no-
BHCOKH 03H MOXE 1a OrpaHH4H abcopOunaTa NpH npego3npade, KaTo 0 TAKEE HAYHH Ce HAMAIABA
TOKCHIHOCTTA TIPH [IpeH03HpaHe.,

Ipexosupanero na rabanenTy, ocobeno B KOMGHRAIHS ¢ apyru notuckany ITHC nexapers
TPOXYKTH, MOXKE 1@ TOBEAE KO KOMa.

"




Bonpeku e rabanenTan Moxe Aa 6b1¢ OTCTPaHEH OT HUPKYIAHATA C XEMOAHAIH3A, HATHYHHAT
OIHT NOKA43Ba, Y€ TOBa 0OMKHOBCHO He e HeoOXonumo, Bepekd Toea ofade PH NAITHEHTH C TEXKO
61L.6peuHo yBpekIaHe XeMOAHANH3ATA MOXE /a ObJie MoKa3aHa.

Ilepopanuara geranua Ao3a Ha rabanenTyH He € Ouia yTouHeHa NPH MIAIIKY ¥ INTHXOBE, KOMTO ca
NOTy<iIH J03H 10 8000 mg/kg. IIpHIRanMTe Ha 0CTP2 TOKCHYHOCT IPH XHBOTHH ¢a BKJIFOUBAITH:
aTaKcHd, 3ATPYAHEHO JUIIAHE, NT033, HAMANEHA aKTHBHOCT HIH BB30ya.

5. ®APMAKOJIOT HYHH CBOHICTBA
5.1 PapMakeIHHAMHYHHE CBOHCTBA
®apMaxoTCpaneBTHIHa Ipylla: ANTHCIHNEITHYIHH NekapeTsa, ATC ko NO3AX12

MexaHu3eM Ha neiicrBue

T'aGarneHTHH JIECHO NPeMHUHABA B MO3BKA K IPEZIOTBPATABA HIPHNATLLUH NPH PEAULA KHBOTHHCKH
Mozxerd Ha enunencud. [abanenTun ne npuTexkasa abuuuTeT KEM GABAA 11 GABAB
peuenropyTe, HUTO MpoMeHa MeTaGomiama Ha GABA. He ce crep3Ba ¢ ApYrH HEBPOTPaHCMHTEPHH
pelenTopy B MO3BKA H He B3aHMOJciicTsa ¢ HATpHeBHTe XKaHAmi, ['abancHTHH ce CBBP3Ba C RHCOK
apuanTeT C 028 (anda-2-genTa) cyGeAMHMLEATA HA BONTIOK-3ABHCHMHATE KATIKEBH KaHAIM H CE
Ipe/inonara, 4e CRBP3BAHETO ¢ 028 cybeUHHLATa MOXKE Aa HIPAe POIA B IPOTHBOTEPYOBHTE €EKTH
Ha rabaneHTHH IpH XHBOTHA. CKPHHMPAHETO Ha ronsM obeM JaHHH He MPeAoara ApyTa IpHueiHa
3a MEMKAMEHTa CTPYKTYDPa, pasIHuna oT a2d.

[lanuuTe OT peARNa NPCAKIVHATHYE MOLCIHH TIOKa3IBaT, ge hapMaKoNOTHUHATA AKTARBHOCT Ha
rabameHTHH MOXE Jla ce MEIHUPA MOCPECTBOM NOHIDKABAHE HA OCBOGOKAABAHETO Ha BB30YAHH
HEBPOTPAHCMHTEPH B YaCTH OT LIEHTPAHATA HEPBHA CHCTEMA, Ipe3 cBbpaRane ¢ a2, Tasu akTHBHOCT
MOXE Jia TOJKPENS MPOTHBOIBPIOBOTO AciicTRHE Ha raGarncHTHH. IIpeAcTON fa ce U3ACHH
3HAYHMOCTTa HA TOBA AeHCTBHE Ha rabanedTHH Mo OTHOINEHHE HA I[IPpOTHBOCTBPYOBHTE CCIJCKTH IIPH
xopa,

l'abanenTHH NMOKa3pa eh)HKACHOCT ¥ IIPH PEAHIIA NPeKIHHHYHH )KHBOTHHCKH GONKOBH MOJIEIH.
[Mpeanonara ce, 4e cnenH$HIHOTO CRBP2BAHE Ha raGarenTHH ¢ 028 cyGeIHHHIATA BOJH A0 HAKOIKO
PasIHyHu AeHCTBHA, KOHTO MOKE A3 ¢4 OTTOBOPHH 34 aHAJATSTHYHOTO ASHCTBHE NIPH HHBOTHHCKH
MonenH. AHAITeTHYHOTO JIEHCTBHE Ha rabaneHTHH MOXe 1a POA3X0XKIa OT IpeOHaYHHA MO3EK,
KAKTO H 0T [I0-BHCIIK MOZLYHY UEHTPOBE, Ypes BIaUMOREHCTBHS ¢ HUIXOAAIINTE, HAXuOHpaly
6oaxara TETHINA. 3HAYEHHETO HA TE3H NPEIKIHHHYHH CBOHCTBA 33 KIIMHMYHOTO ACHCTBYE IIPH X0pa €
HEH3BECTHO.

Knunuuna eduxacraocT u He3onacHocT

Kimmunyso npoyyBate kaTo AOMBIBALNA TEPANHA 32 NAPLMATIHH NPHCTENM OPH NERHATPHYHH
NAIHEHTH, 4UATO BB3PACT BapHpa OT 3 fo 12 roiiam, e moKa3auo YHCACHA, HO HE CTATHCTHYECKH
3HauMma pasnmka B 50% JecToTa Ha OTrOBOPHIKTE B [0/132 HA TPYNATa Ha rabaneHTHH B CPABHEHHE C
nnauebo. JIOMBIHATEIHH aHAIH3H cllef 3aBBPIIBAHE Ha NPOYYBAHETO HA YECTOTHTE Ha OTFOBOPHIIHTE
YHACTHHIIH 110 BH3PACT HE MOKA3BAT CTATHCTHYECKH 3HAYMM e(eKT Ha Bh3pacTTa KATO HENPEKECHATA
H KaTO IMXOTOMHA BENMIMHA (BB3pacToey rpynu 3-5 u 6-12 ropunu). JanswTte 0T TO3M
AOTBAHHTENECH 2HANK3 CIIE/ 33BBPIIBaHE HA IPOYUBAHETO €A NIPEJCTABSHH B CleHaTa TabIHIa:

Otrosop {(=50% ¢ nonoGpenwe) o JIedeRHe H BB3DACT,
MITT* nonynamus
Brapacrora IInane6o I'abanenTin P-Croiinoct
KaTecropus
<b6-romemira pu3pact | 4/21 (19,0%) 4/17 (23,5%) 0,7362
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6 no 12-romumma 17/99 (17,2%) 20/96 (20,8%) 0,5144
BE3pAcT

*Modified Intent to Treat Population — MoaugHIpanaTa DONYJIAIHA ¢ HAMEPEHHE 32 JCYCHUE ¢ JepHAHpana
KATO BCHYKH NALMEHTH, PAHAOMHIMDAHM Ha TpOYUBAHHA MEQMKAMCHT, KOHTO ¢a HMalli TOJHH 3a ONCHKA
JTHEBHHIA HA NPHCTHINTE, MPeXOCTaBeHH 3a 28 HA, KAKTO Ha H3XOZHO HHBO, TAKA H B OeoitHOCHAnaTa Qasa.

5.2 @apMAKOKYHETHIHH CBOHCTBA

Abcopbuus

BBpXoBHTE TUIA3MEHH KOHLEHTPALHH Ha rabaneHTHH c¢ HaOMoAaBar B PAMKHTE HA 2--3 yvaca cnen
nepopaen npueM. BHOHamIHOCTTa Aa raGanenTHH (YacT oT abcopOupanara 1032) MOKa3Ba
TeHAeHIMA KbM HAMAIABAHE ¢ TOBHIIABAHE HA A03aTa. AGCOMOTHATA GHOHAIMYHOCT Ha Kancyna or
300 mg e oxono 60%. XpaHarta, BKII. C BHCOKO ChABPKAHHE HA MASHHHE, HE OKa3Ba KJIHHHTHO
3Ha4iM edexT BEpXy $apMaKOKHHETHKATA HA Fa0aneHTHH.

DapMaKOKHHETHKATA Ha rabaneHTHH He Ce TIOBMMSEA OT NOBTAPAIN ce npHeM. Brnpexu e
IJTa3MEHHTE KOHIEHTPAIHN Ha raGaneHTHH B KIHHIMHY IPOY4BaHRA ca 61iH 0GHKHOBEHO MEXIY

2 pug/ml 1 20 pg/ml, TakMBa KOHLEHTPAIHH He ca MOKa3aTeNHH 32 OE30MaCHOCTTa HIIH ehHKacHOCTTA.
DapMaKOKHHETHIHHTS TTapaMeTpH ¢a NafeHH B Tabnuna 3.

Tabnuma 3

OGobinenne Ha cpeanute croinocTH (%CV) Ha GapMaKOXMHETHIHUTE NapaMETpH Ha rabaneHTHH B
CTALMOHAPHO CHCTOAHHE CICA MPHIAraHe Ha BCCKH 8 vaca

Dapmakoxuneraen 300 mg 400 mg 800 mg
NIAPAMETED {(N=T7) {(N=14) (N=14)

Cpemsa %CV  Cpemma  %CV  Cpemua  %CV
Coax (ng/ml) 4,02 (24) 5,74 (38 87 (29)
toax () 2,7 (18) 2,1 (54) 16 (76)
T1/2 (h) 5,2 (12 10,8 89 106 (41)
AUC (0-8) 248 (24) 34,5 (34) 514 ey)
ugeh/ml)
Ae% (%) HH HH 472 (25) 344 37

Croax = MaKCHMANHA IDIA3MEA KOHIEHTPAITHA NPY CTALHOHAPHO ChCTOARNE

tmax = BpeMe 10 noctrrane Ha Crax

T1/2 = [ToxyX#MBOT Ha CATUMUHHPAHE

AUC(0-8) = TLnomy nog kpypaTa Ha IAa3MEHaTa ROHUSHTPANEA H BPEMETO B CTALHOHADHO
CECTOAHHE 3a BpeMe oT () o 8 gaca ciefl qo3ata

Ae% = TIponenT OT [03aTa, eKCKPETHpAHA B HENPOMEHEH BHIT B YPHHATa 34 Bpemce oT 0 1o
8 yaca cnen aosaTa

HH = He e Bamm'1H0

PasnpenencHue

TaaneHTHH He e CBbP3Ba C IIa3MEHHUTE NIPOTEHHH H HETOBUAT 056eM Ha pasIpE/ICICHHE ©

57,7 murpa. TIpn naluuenTH ¢ enuIencys KOHUEHTPAHATE Ha rabaneHTHH B rpbOHOUHO-MO3BYHATA
TEYHOCT ¢a IpuOIH3HTeNHO 20% OT CHOTBETHHTE CTALlHOHAPHN MHHHMATHH Ia3MEHH
KOHICHTpaIHH. [aban¢HTHH ¢ OTKPHBA B KbPMaTa Ha KBPMCIIH XeHH.

BuorpaHcdopmanus

Hsama manuy 3a MeraGoH3sM Ha rafaneHTHH MpH Xopa. ['aballcHTHH He HHIYUHpPa YepHO,
OKCHJA3HM EH3HMHM ChC CMECEHa (YHKI(HSs, OTTOROPHH 33 JIeKapCTREHHA META0ONH3EM.
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Emnvunupane

I'abanenTHE ce eTHMHHApa HETPOMEREH caMo dpes GLGpedHa EKCEKpeIiHa.
HomyxuBoTET Ha e/MHMEEEpase HA TaGaneHTHH He 3aBMCH OT J03aTa H € OKOMo 5 10 7 Uaca.

Ilpn naumesTH B CTapyecKa BB3PACT M IPH MALMEHTH ¢ HApyIleHa GrOpeuna GyHKIHA YUIASMEHHAT
KIHPEHC Ha rabalieHTHH ¢ HamaneH. KoHCTAHTATa Ha CKOPOCTTa Ha ETMMUHHUpARE, [Ta3MEHHAT
KIHPBHC ¥ GHOPETHUST KIHPBHC HAa raGaneHTHH Ca NPaBONPOTIOPLHOHAIHY HA KPEaTHHHHOBHS

KIHPHHC.

TabanerTHH MOXe Aa Gb/ie OTCTpaHEH OT IUIA3MaTa ¢ XeMOAHAIH3a, Hpenoprusa ce KOPHTHpaHE HA
A03aTa NpH HallHEeHTH ¢ KOMIpoMeTHpaHa Gp0peana QyHKUMA WIH NanHEeHTH Ha XeMOoaHaNH3a (BK.
To4Ka 4.2),

dapmakoxuHeTHKaTa Ha rabANCHTHH Py Jielia e onpeaenera npn 50 3ApaBH HHAMBH/IH Ha BEIPACT OT
1 Mecen ae 12 roguum. Karo 0ano nia3sMeHuTe KORIEHTPAIHH HA raGalleHTHH IIpH AE1A HA BB3PacT
HAJ 5 FOJMHH <a 0106HH Ha Te3H NPK BL3PACTHH NpH A03upane B mg/kg.

BB apmaxokHHEeTHYHO npoyuBaHe npu 24 3ApaBH NeIHATPUYHM HHIHBHIH Ha BB3PACT Mexny |
Mecell ¥ 48 Mmecela ca ycTaHOBEHH mpu6nmsurento 30% mo-Hucka ekcmosuuus (AUC), mo-Hucka
Comax ¥ HO-BHCOK KIIHPBHC 33 TENECHO TEINO B CPABHEHHE ¢ HANMHIHHTE CHOOIICHHM JAHHH 3a Jela Ha
IOBEYE OT 5 TOMHHH,

Jlunelinoct/HenuueinocT

buoHanmmaHOCTTA Ha rabaneHTHH (4acT oT alcopOHpanaTa 103a) HAMAIABA ¢ YBCIMYABAHE HA [034T4,
KOCTO IIPHAABa HEMTMHEeH XapakTep Ha (apMaKOKMHETHYHHTE NnapameTpH, BEIIOUBAIUH [apaMeTspa
ouonamewnoct (F), mamp. Ae%, CL/F, VdF. (PapMakOKMHETHKATA HA eIUMUHHpaHE
(bapmaxoxuneTHYHH mapaMeTpH, KouTo He BKmouBar F, kato CLr 1 T1/2) Ha#-zo0pe ce OMHCBa Ipe3
muHeHHa (papmakoKuHeTHKa. CTALHOHAPHUTE IIa3MeHH KOHIEHTPALMH Ha rabaleHTHH Morar ja ce
NPCABHINT OT JAHHWTES CNeHd ¢HOKpATHA #4034,

53 IIpeAKTHHEYHH A2HHH 33 (e30NMaCHOCT

Kaprmxorennoct

T'abaneHTHH ¢ IPHIAraH Ha MMIUKH B 1ozu ot 200, 600 u 2000 mg/kg/neH U Ha LUTHXOBE B ZI03H OT
250, 1000 1 2000 mg/kg/nen B npogbmKense Ha 2 roguuy. CTATHCTHYECKH 3HAYHMO IIOBHILABAHE HA
Y€CTOTATA Ha allHHAPHOK/IETHIHY TYMODH Ha aHKpeaca ¢ GHII0 YCTAHOBCHO CaMO APH MBKKHTE
IUTBXOBE [IpH HaH-BHCOKaTa 1033, MaKkcHMaIHUTE Na3MeHH KOHLEHTpaLHH Ha JCKApCTROTO NIPH
ITBX0BeE 32 fo3ara oT 2000 mg/kg/nen ca 6wiu 10 TETH NO-BHCOKH, OTKOTKOTO [U1a3MEHHTE
KOHIEHTPAUHH B YOBENIKHA OPTaHH3BM TTpH A03a 3600 mg/neH. AUHHAPHOKNETEYHHTE TYMOPH Ha
NIAHKPEaca NpH MBAKKHTE IUTHXOBE €a C HUCKA CTENCH HA MANHTHEHOCT, HE NOBJIHABAT
NPEKHBASMOCTTA, HE METACTAZHPAT IUTH MHBAZHDAT B OKOJHHTE TEKAHH M CA IIOA00HH Ha TE3H,
HAGIONaBaHK NPH KOHTPOIIHUTE XHEOTHH, BpL3KaTa Ha Te3H MAHKPEACHH AIMHAPHOKAETHYHH
TYMOPH NPH MBXKHTE NTEX0BE C KAPIMHOTEHHHA PHCK 34 HOBEKA € HEeAcHa,

MyTareHHoCT

l'abanesTrH He Moka3pa reHOTOKCHYEH NOTeHIWAN, [afaneHTHH HE € MyTareHeH in Vitro IpH
CTaHJAPTHHTE TECTOBE C GAKTePHANHE KISTKH HIY KNETKH OT Gozaiivmy. [abanentun He

MPCIH3BHKRA CTPYKTYPHH XPOMO3OMHH abepalliii B KICTKH OT So3aliHMIH HUTO iR Vitre, HUTO j
H HE NMPEMHM3BHKEA QOPMHPAHE HA MAKPOHYKIIEYCH B KOCTHRS MOJLK Ha XAMCTEPH.
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Hapymenwns na $eprammrera

He ca sabmonasanu nexenanu edexTd BhpXy hepTHAHTETa HITH PENPOAYKTHBHATA CIIOCOGHOCT MpH
ILTEXOBE B 103H Jio 2000 mg/kg (mpuban3HTEIHO NET IThTH TOBEYE OT MAKCHMANHATA THEBHA J032 32
Xopa, onpefieNieHa 3a elMHHIA TeaecHa IOBLPXHOCT B mg/m?),

Teparorennocr

l'aGanenTun He yBenHMyaBa 4ecTOTATd Ha MAT(OPMAIHHTE, B CPABHEHHE C KOHTPOIHTE B IOTOMCTBOTO
H3 MHINKH, IUTEXOBE HJIK 3aHIH TIpH J03H CEOTRETHO 50, 30 H 25 IHTH MO-BHCOKH OT JHEBHATA 1034
NpH YoBeka ot 3600 mg (CHOTBETHO ISTHPH, NIET MK OCEM ITHTH TTOBEYE OT JHEBHATA 1032 NPH YOBEK,
H3MepeHa B mg/m?).

T'abancHTHH NpHYHHABA 3a6aBAHE HA OCHPHKAIMATA Ha gepena, MpeuUIeHuTe, KOCTHTE Ha TIPCAHMTE H
3a/[HATE KPaHHHIH [IPH IPH3aul, KOSTO & [I0KA3ATENHO 32 peTapAallud Ha pacTexa Ha deryca. Tesu
e(eKTH ce NoABABAT, KOraTo GpeMeHHH MHIIKK NOMY4aBAT IEpOPATHO A03H oT 1000 mwm

3000 mg/kg/nen B meprona Ha OPraHOTeHE3aTa H Ha TUTBXOBE — 1030 oT 2000 mg/kg npe/d 1 o
BpEME Ha MEPHONA Ha Wi TOCBaHE H NPE3 1ANaTa GpeMeHHOCT. Te3n 2o3u ca npuémusurenHo 1 1o

5 TBTH MO-BHCOKH OT [03aTa IpH xopa oT 3600 mg, uamepeHa B mg/m?.

He ca 3abenssany yppexaaHua npn G6peMeHHY MUITKH, Ha KOMTO € JaBaHa jo3ata ot 500 mg/kg/nen
(oxono ¥; or nHeBHaTa 1032 3a Xopa B mg/m?),

YBenuyasane Ha 9eCTOTATA HA XHAPOYPETEP HILTH XuApoHedpo3a e HabmoaaBana NPy IUTEXOBE, HA
KOMTO ¢ 1aBaHa 2032 ot 2000 mg/kg/nen B npoywBaHe BhpXy hepTHaMTETa M 06IMATa pENPOAYKIMA,
1500 mg/kg/nen B npoyuBane 3a Teparorennoct u 500, 1000 1 2000 mg/kg/nen B MEPHHATATHO H
TMIOCTHATAIHO TIPOYYBaHE. 3HAYEHHETO Ha TE3H PE3Y/ITATH He € M3ACHEHO, HO Te ¢a OHIIM CBLP3aHH ChC
3a0apeno paspurre. Te3n K034 CHIO ca NpUOMM3UTENHO OT | 10 5 TBTH I10-BHCOKH OT YOBELIKATA
no3a ot 3600 mg B mg/m?,

B Teparonornano npoy4saHe NpH 3aiil yEeIHYEHHE HA YECTOTATA HA HOCTHMILIAHTALHOHHATA
3aryfa Ha mIoaa e HacTHIIO IpH GPEMEHHH JKeHCKH, TIpHeMalH 4031 0T 60, 300 u 1500 mg/kg/nen
IO BpEMC Ha OpraHorcHesara. Tesd /103H ca okono 0,3 1o 8 IsTH NO-BHCOKH OT [JHEBHATA 1033 IIPH
xopa or 3600 mg & mg/m* I'paHnumTe Ha 6€30MACHOCT Ca OTPAHUTEHH, 34 A C& H3K/IKOTH PHCK OT
noaoSHu edeKTH IIPH Xopa.

6. GAPMAIIEBTHYHHA JAHHHA

6.1 COon¢BK Ha TOMOIIHHTE BellleCTRA

Heypontun 300 mg 1B5pau kancynn

JlakTo3a MOHOXHApPAT
Hapesrano mHmecTe

Tamx

Kancyana ofieusra:

Kenarun

Hatpues naypunacyngar
Tutanor anokcux (E171)
XKenesen oxcug, xsir (E172)

Heypontun 400 mg TeEpry Kancyau

JlaxTo3a MOHOXHIPAT
ITapeBuyno HUIMECTE
Tanx

Kancynna ofeusxa:
Kematuu
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Harpuep naypuncyndar

Turanor anokcua (E171)

Kenesen oxcun, xwnr (E172)

Kenezen okcua, gepren (E172)

6.2 HechEMeCTHMOCTH

Henpunoxwumo,

6.3 Cpok na rognoct

3 roguan

6.4 Crnenuanyu ycioBHA Ha ChXpaHeHHe
Ja ce cexpansBa npu temneparypa nog 30°C.
6.5 Buj H ChIbPKAHHE HA OTMAKOBKATA

PVC/PVDC/ anymusnern GIHCTEPH, NIOCTABEHH B KAPTOHEHA KYTHA,

Heyponrun 300 mg tespan kancynn — x 50, x 100
Heypouruu 400 mg 1enpmu xanmcyms — x 50, x 100

He BeuwdkH BHIOBE ONakoBKH Morat Aa GBaT MycHATH Ha nasapa.
6.6 Crnengannu npeana3Hy MepKH NPH H3XBHLPAAHe U paboTa

Hama crienmanny s3HcKRaHng,

7. TIIPHTEXKATE HA PASPELIEHHETO 3A YIIOTPEBA

Upjohn EESV

Rivium Westlaan 142

2909 LD Capelle aan den Issel

Hupepnauaus

8. HOMEP(A) HA PAIPEIIEHHETO 3A YIIOTPEBA

Heyponrun 300 mg ebpm xancynu - 20000710

HeyponTtun 400 mg Tspau kancynw - 20000711

9. JATA HA I'BPBO PASPEIIABAHE/IIOJHOBSABAHE HA PA3PEHIEHHETO 3A
YIIOTPEBA

Hara Ha mepBo paspemrarane: 17 Hoemppr 2000 I

Hara Ha nocnenso nogHossgane: 9 asryer 2011 r.

10. JATA HA AKTYAJIM3APAHE HA TEKCTA
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