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KPATKA XAPAKTEPHCTHKA HA IIPOJIYKTA 3 5/}7 ’7}7/@0?42 s

1. HUME HA JEKAPCTBEHUSA ITPOAYKT

I'a6arasmma 600 mg ¢puamMupany TabieTkH

(Gabagamma 600 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Beaxa punmupana rabnetka ot 600 mg chabpxa 600 mg rabanenrun (gabapentin).

HOMOUIHO BEWIECTBO ¢ U3BECTHO NeliCTRHE:
Beska FaGaramma 600 mg ¢mnmupana tabnerka ceaspska 0,64 mg JTEUMTHE OT COEBO Maco.

3a mBJIHHA COHCEK HA MOMOIHMTE BeUIeCTRA BIDKTE TOUKa 6.1,

3 JEKAPCTBEHA ®OPMA

Punmupana rabnerka

["aGaramma 600 mg duiMupann Tabnerku ca Genu, npoxearosatu GUIMHpPaHH TaBleTKH ¢ penedHo
noro {(600) Ha eqyara cTpaHa.

4. KJIHHHYHH JAHHU

4.1 TepanesTHYRH NOKAZARNSR

Emunencus

labaneHTHH e MokazaH 3a 10GAaBBYHA TEpanMA MpH EeYeHUE HA NMAapUManiH TPHCTHIH CbC HIH Ge3
BTOPH4Ha €HepaNu3atii NPH Bh3PAaCcTHH H JeLla Ha Be3pacT 6 M moBeue roddHM (XK. Touka 5.1).

TalaneHTHH € MOKa3aH KaToO MOHOTEpamus NPH JCYEHWe HAa NapUManHy MpPHCTHOM ChC MM Ges
BTOPHYHA reHepaJH3aliua NpH BE3PACTHH H IOHOWIH HA Bb3pacT 12 W NOBeYe roqHHH,

Jleuenwe Ha nepudepHa HeeponaTtHa Gonka

I"abanenTuH e rokasaH 3a neuexue Ha nepudiepua HewponatHa Goska, kato GoseiHeHa nMHabeTHa
HEBPOMATHA W NOCTXEPNIETHYHA HEBPAITUs IPH BB3PACTHH.

4.2 [o3ApOBKA H HAYHH HA NPHIOKEHHe

ﬂoangosxa




Tabnuua 1
Cxema na Jlosupane — Hauanuo TutpupaHe
Jen 1 Len 2 Hen 3
300 mg pemHbxk auerHo | 300 mg apa mmeTe aueeHo | 300 mg TPH ITBTH SHEBHO

CnHpane Ha nedMeHHETO ¢ rabaneHTHH

B cBoTBeTCTBME ¢ HacTOAINATA KTWHHYHA MPaKTHKA, KOTATO C€ HAJIArA [IPEKPATABAHE Ha TEparuaTa ¢
raGaneHTHH, TOBA TpAGBa Ja ce HAlpaBH MOCTENEHHO, 33 MEPHOA Hal-Manko 1 cenMHMIIA, HE3aBHCHMO
OT MOKA3aHHETO.

Enwiencus

ITo TNPHHIHI CIMIICNICHATA H3HCKBA JBJTOCPOYHO JCYEHHE. HO?:H])OBK&T& Cce onpeacnd oT NEKYBaluHUg
Aekap B CROTBCTCTEHE C HHAHBHIYANTHATA NOHOCHMOCT H EK}JHK&CHOCT.

Buapacmuu u wonouiu

B xavnnunK npoyuranns, ¢hexTuBHAAT no308 uHTepBan ¢ Sun 900 mg auesHo no 3600 mg aHesHO.
TepanusTa moxe na 6B1¢ 3ano4HaTa ¢ THTPHPaHEe HA JO34Ta, KAKTO € onucado B Tabauua 1 wiu upes
npunarade Ha 300 mg Tpu meTH Ha aeH (TI1M]) 8 Jen 1. Crnen Tora, BB3 OCHOBa HA HHAMBHIYATHHSA
OTrOEOP H MOHOCHMOCTTA Ha TALMEHTA, /1033Ta MOXKe 1a GBbJe ROMBIHHTEHO YBETHYABAHA Ha CTHIKH
no 300 mg/nen npes 2-3 AHM g0 MakcHMaTHa no3a ot 3600 mg/nen. [Ipy HHAHBHAYANHH NAUKEHTH
MOXE 12 € MoAXOoAsmo no-0aBHO THTPHpaHe Ha J03aTa Ha rabameHTHH. MHHMMAIIHOTO Bpeme 3a
AocTHrave Ha no3a ot 1800 mg/nen ¢ enna ceaMuua, 3a nocrurane Ha 2400 mg/nen e obuio 2
CeAMHLIM, 4 33 AocTHraHe Ha 3600 mg/neH e obwo 3 cenmuum. Jozu no 4800 mg/neH ca ce noHacany
naoOpe NpH ABITOCPOYHH OTBOPEHH KIMHWYHH Mpoyusauus. OBmarta AHeBHa n03a Tpabea ma Obae
pasjeneHa Ha TPH EJAHHMYHM JIO3H, KATO MAaKCHMAIHHAT HHTEpBan MEXAY JO3MTe He TpAGBa Ja
HaJIBHINaBa 12 Yaca, 3a na ce MpeJOTBPaTH TIOABATa HA KOHBY/ICHH.

Heya na svapacm 6 u nosene 200unu

Havannara mosa tpabpa na papupa ot 10 go 15 mg/kg/nen u edextBHaTa M03a Ce JOCTHTa 4pes
BB3XOAAIIO THTPHpaHe 3a Nepuon ot npudmsurenHo 3 auu. EdexTusHaTa no3a Ha raGanenTuH npu
neua Ha 6 u noBe4e roauHH ¢ 25 no 35 mg/kg/nen. Jo3u no 50 mg/kg/nen ca nonacsHu aoGpe B
ABIATOCPOYHO KIHHM4HO Tpoyusane. OOmara aHerHa no3a Tpsbea Ja Obae pasnencHa B TpH
€JIHHHYHH N03H, MAKCHMAIIHHAT HHTEPBAN 0T BpeMe Mexkay Jo3ute He Tpabea na Haneumaea 12 4aca.

He ¢ Heobxoaumo MOHHTOpHpaHe Ha IUIa3MEHHTE KOHLEHTpaUMM Ha rabaneHTHH, 32 Ja ce
ONTHMHU3UPA TepanuaTa ¢ rabanewtuH. OcBeH ToBa rabaneHTHH MOXKeE 1A Ce NMpuIara B KOMCHHALHA ¢
JOpyrd aHTHETTHIEMTHYHH JICKAPCTBEHH MPOAYKTH, 6e3 omaceHHs OTHOCHO MPOMAHA HA MJa3MEHHTE
KOHLEHTPAMH Ha rafaneHTHH WIH CEPYMHMTE KOHISHTPALMM Ha JPYTWTEe aHTHENWICIITHYHN
JIEKAPCTBEHH NPOAYKTH.

[eputepna nesponaTHa Goka

Bw3pacmuu

Tepanuara MoXe la 3amOyHe ¢ THTPHpaHe HA N03aTa, KaKTO ¢ omMcano B Tabnwua [, Jpyra
BBE3MOKHOCT € HauanHaTa 1032 ita 6sae 900 mg/aeH, npinarana pazgeneHa Ha TpH PaBH
TOB&, Bb3 OCHOBA HA MHIMBHAYATHHA OTTOBOP M MOHOCHMOCTTA Ha MAlWEHTa, 1034
DOMBJHUTENHO YBeNHYaBaHA Ha cThnkH OT 300 mg/neH npes 2-3 auu A0 Makce
mg/Aen. ITpn HHANBUIYAHH HAMEHTH MOXeE J1a € HO-MOAXOAAIO No-HaBRHO T
rabanenTaH. MHHMMANTHOTO BpeMe 3a JocTurade Ha fo3a ot 1800 mg/men ¢
nocrurane Ha 2400 mg/nen e o6mo 2 ceqMHILH, a 33 focTHrake Ha 3600 mg/nen e‘sp
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EduxacHoctra u GezonacHocTra npH NevyeHue Ha nepudepHa HepornarTHa Gonka, Karo Gomka mpH
nHabeTHa HEBPONATHA M MOCTXEPIETHYHATA HEBPAIIHA HE €& H3CNEARAHH B YCJOBHATE HA KIHHWYHH
NpOYYBaHHA C NPONBDKMTENIHOCT HA JIEUEHHETO Hal 5 Mecela. AKO TIpH MalleHTa ¢ HATara
NPWIOKEHHE 32 CPOK Hajl 5 Mecella 3a NeveHHe Ha neprdepHa HeBponarHa Gonka, ICKyBaLIHAT JIeKap
Tpa0Ba Aa HanpaB¥ OLEHKA HA KIMHWYHOTO ChCTORHHE Ha MAllMEHTa M 3 ONPEeNeTH Jand e
HeoOXoMMa TONBITHATENHA Tepanus.

Hucrpykipm 3a seruxy o6NacTy Ha TEpaneBTHYHUTE TOKA3AHAS

Ipn nanvenTs ¢ BromeHo o6mo 3NPaBOCIOBHO CECTOAHHE, T.€. HUCKO TENECHO TErI0, CeNl OpraHHa
TPaHCITAHTAUMA H T.H., Ao3arta Tpabea na ce TUTpHpa mo-0aBHO, KAaTO Ce H3NOM3Ba MO-HUCKATA
KOHLIEHTPALINA HIH NO-ABJIIH MHTEPBATH MKy NIOBULIABAHMATA HA JO3HPOBKATA.

Crapuecka BL3pacT (Hag 65 roAHHK)

Ilpu naunenTH B cTapyecKa PH3PACT MOSKE N Ce HANOKH KOPEKLHMA Ha 103aTa, Mopany orciiabrane Ha
6hOpeunata Qynxums ¢ Bp3pactra (k. Tabnuua 2). TlpM naumenTuTe B Crapuecka BH3pacT €
BB3MOMKHO [10- HECTO A C€ OABAT COMHONEHTHOCT, NEpU(EPEH OTOK U aCTEHHMA.

brbpeuno yepexnane

Kopekums va ro3ata ce npenops4sa IpH NAUMEHTH ¢ koMNpOMeTHpana 616peuna ByHKIN, KakTo e
onucaHo B TaGoHuA 2 W/HTM Py NIALKEHTH Ha XeMoAManusa. ["abanentun 100 mg kancynu Moxe na
Cé HM3MON3BA 33 CMa3BaHe Ha TMperopbkUTe OTHOCHO J03aTa MNpH naluentd ¢ OuGpeuna
HEZAOCTaTHLUHOCT.

Tabnuna 2
_Ho3upane Ha lNaGanewTus npu BrapacTtiu Cnopen butpeunara Oynkimsa
Kpeatuiunos ximpsHe (ml/min) OOu1a nrerHa 103a* (mg/neH)
>80 900 - 3600
50-79 600 - 1800
30-49 1 300 - 900
15-29 | 1505- 600
<15® 150°- 300

" Obuiata AHeBHa 1032 TPAOBA 1A Ce MPIITATA PAEiCHA B TPH DABHH €AMHHYHM 103M. Pemyumpanure
D02 ¢e U3NONI3BAT NPH MalueHTH ¢ 6E0peuHo yBpexknane (KpeaTHHHHOB KIMpBHC < 79 mi/min).

® lueenara nosa ot 150 mg aa ce npunara 300 mg npe3 aek.

? Tlpu MalKeHTH © KPeaTHHWHOB KIMpPBHC <15 ml/min, aneBmara jgosa Tpabea Ja ce HamamH
IPONOPUHOHANIHO Ha KPEATMHHMHOBHA KIHMPEHC (HAlP. NALMEHTH C KPEATHHMHOR KHpLHC 7,5 mi/min
TpsiOBa Ja noyyaBaT MONOBMHATA OT THEBHATA 1033, KOATO MOMYHABAT TMALMEHTUTE ¢ KPEATHHWHOB
KupbHE 15 mbmin).

Ynotpeba OpH NalHeHTH HA XeMOAHATH3a

Ilpy aHypuuHH MAUMEHTH Ha XCMOIHAAH3A, KOMTO HHKOTZ HE Ca NIOMyyYaBanu ra0aneHTHH, ce
npenopruBa HatoBapeamia jdosa oT 300400 mg, cnen topa ce mpuemar ot 200 no 300 mg
rabaneHTvs, ciea BeekH 4 uaca xeMoauanusa B guute Ges xeMopuanmsa we Tpabea na ce npwiara
JeueHue ¢ rabarneHTHH,

[ipn naumentre ¢ yBpenena Op0pevsa QyYHKUHMA HAa XeMOOWATH3A, NOATBPIKAWATE 7032 Ha
rabaneHTHH TpaGea Aa e cwo0pazena ¢ NpenopbkuTe 3a AO3MpaHe, npejcTaseHy B TabGnuna 2. B
DONBIHEHHE KBM MNOATBKANIATa [J03a ce [Penophruea AOMBIHHMTENHO cied BcekH 4 waca
XeMoaHanH3a na ce npuemar ot 200 10 300 mg rabGanenTHH.

HaunH Ha npuigxkenne
3a nepopasnHo NpHIOKEHHE, .
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4.3 IIpoTHBomOKA3AHHA

CBPBLXYYBCTBMTENHOCT KBEM AKTHBHOTO BELIECTBO, cOf, (PBCTHUM HIM HAKOE OT TNOMOLIHHTE
BelmecTsa, M30poeHH B Touka 6.1,

44 Cpeunaans NpeXyNpexAcHAR H NPEANAINH MEPKA NPH YROTpeba

JlekapcTeeH obpue ¢ _eosusHodunaus M cucTemHH cumnaroMi (Drug Rash with Eosinophilia and

Systemic Symptoms (DRESS))

IIpu nayveHTHTE, MPHEMAUTH AHTHENWIENTHYHH JICKAPCTRA, BKIIOUUTENHO rabaneHTrE, ce crobmasa
38 TEXKKH, KHMBOTO3ACTpallaBaliii, CHCTEMHH PEAKUHH HA CBPBLXMYBCTBHTENHOCT, KATO NEKAPCTBEH
ofpus ¢ cosuHOpWINA H cucremun cummrom (Drug Rash with Eosinophilia and Systemic
Symptoms (DRESS)) (B%. Touka 4.8)

Baxt0 e na ce otlenexu, ue paHHMTE CHMITOMH Ha CBPBXYyBCTBMTENHOCT, KATO Tpecka HIIW
nvmdaneHonaTun, MOTaT fia ce Habmonasar H Ge3 Hamuume Ha BHAuM ofpus. [lpu nosea Ha Taxuea
NIPH3HAIH HITH CHMITOMHE, ChCTORHHETO HA NAlHEHTa TpabBa A2 ce OueHH HezabasHo. [lpueMsT Ha
rabaneHTHH TpaGpa fa Oene APEKpaTeH, ako HE MOXE /14 C€ YCTAHOBH AITEPHATHBHA €THONOrHS Ha
TIOCOYCHUTE NpPH3IHaIH HIIH CHMIITOMH.

Anadunakcus

Fabarenrdd Moxe Ja NMpeAH3BHKA aHagmnakcus. TIpH3HALATE M CHMITTOMHMTE B JIORJIABAHUTE
CITyuad BKIIOYBAT 3aTPYIHEHO THUINAHE, MOAYBAHE Ha YCTHHMTE, I'BPIOTO M €3WKa, H XMIIOTOHMA, M
H3MCKBAT CHEHIHO JIeUeHHE.

ITaumenTute Tpabea na GbAAT MHCTPYKTHpaHM Ja CMpaT mpueMa Ha raamneHTHH M Ja MOTBPCAT

HezabaBHa nexapcKa NMoMoul, aKo MOYYBCTBAT MPU3HALM WIH CHMNTOMH HA aHA(HIaKcys (BXK. TOMKA
4.8}.

CyHUMIIHA HACAIHS WIH [IOREIEHHE

CrobwmapaHy ca CyMLHIHA HISALMA U TIOBE/ICHHE TIPH MANHEHTH, JIEKYBAHH ¢ AHTHETIMIETTTHUHH
CPECTea 3a HAKOJIKO NOKa3aHMs. MeTa-aHa/ln3 Ha paHIOMM3HPaHH, THIane00-KOHTPOIUpPaHU
NPOYIBaHHA HA AHTHENWIENTHYHH JIEKaPCTBEHH CPEICTRA ChILO NOKA3RA JIEKO MOBHINABate HA PUCKA
OT CYWIIHAHA H/lealius | NoBeeHye. MeXaHH3MET Ha TO3H pHCk € HeussecTed. Ciryyam Ha CyHLMHA
uAealls ¥ NoBeleHHe Ca Hab/IoNaBaHN NO BPEME Ha IOCTMAPKETHHIOBHSA OIHT [PH [IALHEHTH,
NeKyBaHu ¢ rabanenTHH (Bx. Touka 4.8).

Haypewrute (M nMUATA, KOMTO ce FpWXAT 3a T4X) TpaGBa na 6BOAT MOCHBETBAHM A2 NOTLPCAT
MEAHMIMHCKA MOMOLI MPH MOABA HA MPH3HALM HA CYHMLUHIHA MACAaLHUA WNH MoBeacHue. Tlarmenture
Tpadea Na Opaar HabmonaBaHH 33 TIPU3HAUY HA CYMUMIHA MACAUMS H MOBeICHUA, H [a ce 06MUCTH
NOAXO/WINO nedyenue. B cmydall Ha CcyunMIHa Hiearus WIH TOBeacHHE TpaGsa na ce obmucnu
CNHpaHe Ha JIEYEHHETO C rabaneHTHH.

OcTobp naHkpeaTHT
AKO MAUMECHTET Pa3BHE OCTBD NMAHKPEATHT M0 BpeMe HA jledeHue ¢ rafaneHTHH, Tpsbmea Ja ce

ofmucu cnupane HA neveHueTo ¢ rafaneHTHl (BX. Touka 4.8).

I'spuoee
Bonpexy, Ue HAMa JOKA3ATENCTBA 33 HOBA MOARA HA rBPHOBE NPH Tepanua ¢ rabaneHTHH, BHE3ANHOTO

enunentukyc” (mk. Touxa 4.2).

KakTo npH ApyTH aHTHENHMIENTHYHY IEKAPCTBEHH MPOIYKTH, NIPH JevdeHHe ¢ raba
IIALMEHTH MOXKE [ia C€ NMOBMUIH Y€CTOTATA Ha I'PUOBETE WIH JIA C€ NOABAT HOB TUM




Kakro npH Apyrn aHTHEMANENTHIHHE JIEKAPCTBEHH NPOAYKTH, OIMTHTE A4 C& OTTErJHT SAHOBPEMEHHO
MpUNAraHH AHTHEMHIICITHYHH JIEKApCTBA TMPH JieueHHe Ha pedpakrepHd NaUMeHTH, [PHEMALIH
MOBEYe OT eMH AHTHCMHICNTHYCH NeKAPCTBEH MpPOAYKT, C HeNl A4 Ce& MOCTHIHE MOHOTEpala ¢
rabaneHTyH, ca ¢ HUCKA 4ecToTa Ha ycrex,

Cwmsta ce, ue rabaneHTHH He € e()EKTHBEH NPH ITBPBUYHH N€HEPATHIUPAHH I'bPHOBE, KATO HANPHMED
alcac ¥ MpH HAKOM NALMEHTH MOXKE Aa BJIOINM Te3u rbpyoBe, [lopaau ToBa e HEOOXOAMMO
MOBHIIEHO BHHMAHHE TP H3NON3BaHe Ha rabaneHTHH MpPH MAUMEHTH CBC CMECEHH [HPYOBE,
BKIIOYHTENHO abCcaHcH,

JleuerreTo ¢ rabaneHTHH € CBBP3AHO CBHC 3aMASHOCT W COMHOJNEHTHOCT, KOMTO GMXa MOrIH aa
YBE/IHYAT I0ABATA HA WHLIMACHTHO HapaHaBaHe (Maaate). HMa chiuo nocT-MapKeTHHIOBH CHOGIICHHA
3a 00bpKBare, 3aryba Ha ch3HaHHe M YMCTBEHO yBpexaaHe. 3aToBa nanWeHture Tpsbpa Aa Guaar
NOCHRETBaHH A MOAXMKIAT C MOBHIIEHO BHUMAHHE, A0KATO HE CBHKHAT ¢ NMOTEHUHANHHTE edeKTH Ha
JeKapCTBEHUSA NPOYKT.

Eanospemensa ynorpefa ¢ onHoMaM v apyru Aenpecanty na HHC

IlanMenTH, Opy KOWTO c€ M3WCKBA eJHOBPEMEHHO JieYeHHE ¢ NEeMPECaHTH HA LEHTpanHaTa HepBHa
cucrema (LTHC), srirounrenno onuwomnnw, Tpabea na 6haat HabmomaBaHH BHEMATENHO 32 MPH3HALM
Ha notuckane Ha [{HC, xato COMHONEHTHOCT, ceqauMa M pecnHparopua aempecus. IlanweHTyTe,
KOHTO TPHEMAT €JHOBPEMEHHO rabarneHTHH M MOPGhMH, MOXE /13 Pa3BHAT MOBKIICHH KOHLIEHTPAUMH
Ha rabanenThH. [lozaTta nHa rabafieHTHWH WIH eJIHOBPEMEHHOTO J¢ueHWe ¢ AempecaHtd Ha L[HC,
BKJIFOUMTETHO OMMMOHIM TPAOBa na ObJe MOAXOAAIO HaMaleHa (B, Touka. 4.5).

Tipenopeyba ce NMOBHIIEHO BHUMAHWE NMPH NPEANMCBAHE Ha rabaniéHTHH eJHOBPEMEHHO ¢ ONMHOMIN
Tiopaau puck ot noTHokawe Ha LIHC. B romynaumonno-6a3npano, ofcepBalMOHHO MpOy4BaHe, THI
ci1y4al-KOHTPORA NpH NALMEHTH, H3MON3BALIY ONMOMIM, eJHOBPEMEHHOTO NPENHCBAHE HA OMMOHIH
B rabaneHTVH ce CBBp3Ba C TIOBHINEH DPHCK OT CMEPT, CBBP3aHa C OMNWOWA, B CpPaBHEHHE C
npeanMcaHue Ha camoctostenHa ymortpeba Ha ONMOWA (KOPUIMPaHO CHOTHOINEHWE HA IIZHCOBETE
[aOR], 1,49 [95% CI, 1,18 ac 1,88, p<0,001]).

Pecniupartopua aenpecus

I'abaneHTHH e cBBp3aH C TeXKA PECUHPATOpHA Nenpecus. [IanMeHTH C HapyuleHa pecrHpaTOpHa
GyHKuma, pecnmpaTopHO MIM HeBponoruuHo 3aGonspade, GBOpeuHO yBpeKnaHe, eNHOBpPEMEHHA
ynotpeba Ha genpecanty Ha I{HC W naumeHTH B cTapuecka Bb3pacT MOXE A4 ca HNIOKEHH HA MO-
POAM PUCK OT M3NMMTBAHE HA Ta3H TEXKKA HEXENAHA peakuna. Be3MoKHO € 1a ce HAJIOKH afanTHpaHe
Ha J103aTa NIPH T€3H MAIHEHTH.

Crapuecka Bh3pacT (Han 65-roAHHK)

He ca nposeskiann cHcTeMaTHYHH POYYBaHHA ¢ rabAfteHTHH MPH NALUHCHTH HA Bh3pacT 65 rogHH:d H
nosede. B JBOHHO-CIANO mMpoydBaHE ¢ NAIMEHTH ¢ HEBponaTHAa GONKa Ce YCTAHOBRARA W3IBECTHO
NOBHIABAHE HA TIPOLEHTa HA BH3HMKBAHE HAa COMHONEHTHOCT, NEpHOEPeH OTOK M ACTEHHS IIpH
MaUHeHTH Ha BB3pacT 65 M TOBeYe IOJWHM, B CPABHEHHE ¢ ro-muaaure nauwert. C H3KTOueHHe Ha
TEIH PEe3YIITATH, KIMHUMHHTE H3CNEIBAHHA B Ta3H BB3PAcTOBA IPYNa He MOKA3BAT PazIMUeH Mpodui
Ha HEKETAHHTE ChOMTHA, B CPABHEHHE ¢ HAGMONABAHNS MPH NO~MJIAIMTE MAIIHEHTH.

HeauaTpuuna nomynaues

Edextire or amarocpoudaTa tepanus (nosede ot 36 ceaMuup) ¢ rabameHTH
MHTEIMIeHTHOCTTa W Pa3sBMTHETO TpH Jella M IOHOWHM He ca aobpe mpoy,
ABITOCPOUHE TepanHa TpROBA fa ce NPEUEHAT BHHMATSIHO CIPAMO NOTEHIMATH

3noynorpeda ¥ 3aBMCHMOCT




B 6asata ¢ nocT-MapkeTHHrOBH NAHHM ca NOKIANBAHH CIyvad Ha 3moynotpefa ¥ 3aBHCHMMOCT.
BruMatenHo oneHsBaliTe MalHeHTHTE ¢ aHAMHe3a 3a 37oynoTpeda ¢ NeKapcTea U M Habmonasaiire
33 ¢BEHTYAJIHM TNPH3HALM Ha 3noyriotpeba ¢ rabameHTHH, HanpuMep TIOBENEHHE HA ThPCEHe HA
JICKApCTBOTO, ECKANALIMSA HA 103aT4a, PA3BUTHE Ha HOHOCHMOCT.

Jlaboparopum w3cneneanus

Morat na 0saar oryeTeru QamuHBo NOMOKHTENHH PEIYATATH TIPH NONYKOJHYECTBEHO ONpeaesHe
Ha o0m Oentbk B ypuHaTa ¢ Tecr-iewta. [lopagm TOBa ce mpenopbuBa TOTBBPKIABAHE HA
TIOJIOKMTENTHHA PE3yNTal ¢ METONH, OCHOBABAIUH CE HA APYT AHANMTHYECH NPHUHLMI, KATO HAUPHMED
buyperosa npoba, TypOMAMMETPHYHH WIM OLBETHTE/IHH METONM, WIH MH3NOJ3BAHE Ha
ANTCPHATHBHHTE METOAYH OT CaAaMOTC HAYANO.

4.5 BaanmoneiicTBHe ¢ APYru JeK4PCTBeHH NPOXYKTH R APYru GopmMn Ha B3anmoneiicTene

Hwma cioHTaHHK H MMTEpaTYPHH CHOOIICHHS 33 PECITHPATOPHA ACNPECHA, CeAALMA H CMBPT, CBHP3aHH
¢ rabaneHTyH, KOraTo ce MPHIAra egHOBPEMEHHO ¢ nenpecanTd Ha I[HC, pmoynTenuo onwonxu. B
HAKOH OT Te3H ChoOLIEHHS aRTOpHTE OOPBILAT COEUMATHO BHHMaHHME Ha KOMOMHAUMSTA Ha
rabaneHTHH ¢ OMUOHIH [PH MAUHEHTH B ReaoGpo 0610 ChCTOAHNE, TAUMEHTH B CTApYecka BBIPacT,
(JauMeHTH € TEKKO NOLIEKAINO PeCNHpaTopHO 3abonsABaHe, MALMEHTH, NPHEMAIIM MHOKECTBO
JIeKapCTea, KAKTO H X NAIMEHTH ChC CHHAPOMH Ha 3oynotpeba ¢ BemecTsa.

B npoyurane, snousamo sapaeu no6posonim (N=12), npu npynarase Ha 60 mg mophun kancyna ¢
KOHTPOJHpaHO oCBoOOXIaBaHe 2 4daca mpead npunmaraHeto Ha 600 mg xacmyna raGamenTun,
cpeanara rnow nog kpupata (AUC) nHa rabanentn ce e yeenwumna ¢ 44% capamo raGaneHTHH,
npunoxeH 6e3 mopdun. [lopanu ToBa MateHTHTe, NPH KOMTO CE Halara eAHOBPEMEHHO NEYEeHHE C
onuouaH, Tpabea na ObaaT BHMMAaTenHo HaGMOAABAHH 3a TpM3HalWl Ha noTuckane Ha IIHC, kato
COMHOJIEHTHOCT, CeJlaliig K PECTIHPATOPHA AeTIpecHs, KaTo TpAOBa CHOTBETHO A2 C& HaMAalli 103aTa Ha
rabaneHTHH Wiu Ha OTHOMOMTE.

He ca ycranorenu p3auMopeficTMs Mexay rabaneHtud W ¢enobGapOurran, (eHHTOMH, BanmpoeBa
KHCEAHMHA WIH kapbamasernuH.

GapMakoKHHeTHKAaTa Ha rabaneHTHH cnejl JOCTHTaHe Ha CTAlMOHAPHO CHCTOSHHME MPH 3IPABH X0pa €
noao0Ha Ha Ta3H NpM MALKEHTH C eNHIENCHS, NOTyYaBaIlY T€3H AHTHETTWIEITHYHA NPOIYKTH.

EnHOBpeMEHHHAT npyeM Ha raballeHTHH ¢ TEPOPATHM KOHTPALETITHEM, ChIbP AUl HOPETHHAPOH
H/HNM eTHHHUIECTPAIHON HE MOBNMABA (PapMAKOKMHETHKATA B CTALIHOHAPHO CLCTOSHME HA HUTO enHa
OT CBCTABKHTE.

EanospemennusT npueM Ha rabaneHTUH ¢ aHTHALAAM, CHIBPX ALK ATYMMHAHA H MarHe:Hil, HaManaBa
BuonannunocTra Ha rabanenTnn o 24%. IpenopruBa ce rabanenTun Qa ce MpueMa Hal-paHo /1Ba
Haca cjed MpueM Ha aHTHAaLHL.

IMpoberenua He npoMens GOpeuHaTa eKCKpelUns Ha rabaneHTHH.

[lpu enHoBpemenen npuem Ha raaneHTHH M UMMETHOWH € HabmogapaHo cnabo HamaneHHe Ha
On6peunara ekckpelnd Ha raGaNeHTHH, KOETO HE Ce OYAKBA 1 MMA KITHHKYHO 3HAYEHHE.

4.6 @epraanrter, GpeMEHROCT H KupMeHe

bpemennoct




PuCKBT OT BpogeHd nedekTH e 2-3 UBTH NO-BHCOK B TOKOJIGHHETO HA MAiKH, JEKYBaHH ¢
aHTHETIMNENTHYEH JleKapeTeeH npoaykT. Hali-uecto choblnasanu ca 3aelka ycTHA, ChPAEYHO-CHIOBH
mandopmarie # gedekrd Ha HepBHaTa Tprba. BBIMOKHO € MONHTEpanusTa ¢ AHTHEITHASIITHHHH
JEKApCTBEHM NPOAYKTH 12 € CBBpP38HA ¢ MO-BHCOK PHCK OT BpojeHH MandopMauyH OTKOJIKOTO
MOHOTEepaNnKATa, MOPajiu KOETO € BaKHO B NPAKTHKATA [a ¢e MpHilara MOHOTEpANHs BHHATH, KOraTo
HMa TAKaBa ERIMOKHOCT.

Kenure, 32 KOHTO HMa BEPOATHOCT Ja 330peMEHEAT HITM UMAT JETepONeH noTeHuMan, Tpadsa na ce
NOCBBETBAT OT CHEHMATHCT W KOTATO JKeHaTa IUIaHHpa Ja z2abpeMeHee, A2 ce mpepasriena
HeobX0AHMOCTTa OT aHTHeMIenTHYHa Tepanus. He Tpabsa na ce npelnpHema pasko NPEKpaTIpaHe
Ha aHTHETIAIENTHYHATA Tepanus, Thil KaTo TOBa MoXe J1a IOBEJE 0 MOsABa HA THPUOBE, KOMTO 6HMXa
MOTIIH fa Jalat CepPHO3HO OTpaKeHWe BHpXY Malikata m pgereto. Panko ce nabniopama 3aGaeeHo
pasBHTHE NpH Aeua Ha MadkH ¢ enwiencui. He e BR3MOXKHO Aa ce pa3rpaHMud JanH 3abaseHoTo
Pa3BUTHE € MNPHYHHEHO OT TEHETHYHH, COHMANHH (PaKrTopH, eNMAENCHATA HA Malikata MMM Ha
AHTHETIHJICITHYHOTO JIEUEHHE.

Puck, cppp3an ¢ rabanenTud

[abaneHTHH NpeMHUHABA B IUIALICHTATA.
JIMmCcBaT Wik MMa orpaHyUYeHH AaHHH OT ynotpebaTa Ha rafancHTHH NpH OpeMEeHHH SKEHH.

HpoyysanmaTa npu KUBOTHE FOKA3ZBAT PENPOLYKTHBHA TOKCHYHOCT {BX. TouKa 5.3). [ToTeHUManHUAT
PHCK [IpH Xopa He € u3BecTed. I'abaneHTHH He TpaOBa na ce npuiara no Bpeme Ha GpeMEHHOCT, OCBEH
aKO MOTCHLIMATIHATA TIOJI3a 34 MAHKATA KATETOPHYHO HaABHIIABA NOTeHIHATHHA PHCK 34 IWIOJA.

He e BB3MOXHO /12 Ce HANPABH OKOHYATEITHO 3aKIIOMEHHE JAJIH JICYSHHETO ¢ rafaleHTuH € NpHYHHA
32 [OBHIIABAHE HA PUCKA OT BPOACHH Mati(OPMALMH, 8KO C€ MpHEeMa Mo BpeMe Ha OGPEeMEHHOCT,
nopamu camoTo 3ab0nsBaHe OT eNWICNCHA H ENHOBPEMEHHO IPH/IATAHWTE AHTHEMMICTHYHK
NEKAPCTBSHH MPOIYKTH, TIPM BCAKA OT ChOOIIEHNTe GPEMEHHOCTH.

KupMene

labanenTus ce exckperHpa B Kbpmara. [lopamu ToBa, Ye edeKTBT BLPXY KBPMA4eTO € HEHIBECTEH,
TpsaOBa BHHMATENHO 12 ce MPELEHH NMPWIAraHeTo Ha rabaneHTHH npy KppMemy matiku. abaneHTun
Tpa0Ba fJa ce M3MON3BAa TPH KbpMEINM MAalKu, CAMO aKO MON3MTE KATETOPHYHO HAABHILIABAT
PHCKOBeTE.

Gepranurer

Hsama edekt BupXy GepTHNNTETA MPH NMPOY4BAHHATA BEPXY KHBOTHHM (BXK Touka 5.3).

4.7 EdexTn BbpxXy cnocoGHOCTTA 32 modupane u pafora ¢ MAMIMHA

l'aGaneHTHH NoBNMMARA B JleKa HIK YMepeHa CTeneH crocofHOCTTA 3a Iodupane H paboTa ¢ MALIHHH.
[aGaneHTHH BIMAE BEPXY UEHTPAIHATA HEPBHA CHCTEMA M MOXKE A IPHUHHHU CHLHITHBOCT, 3aMatiBaHe
M APYTH CBbpP3aHH CHMATOMH. JIOPH M fa ca caMo ¢ JieKa HJIH YMEpEeHa CTeNeH, Te3H HexenaHh
PeaKkUHH MOXKe JIa Ca MOTEHLUMAIHO OMACHH 3a NAlMEHTH NpH odHpake Win padora ¢ MainHuu. Tosa

€ BATUAHO 0CO0EHO B Ha4YaA0TO HA JEYCHHETO H CJICI MOBHLIABAHC HA 103AaTa.

4.8 Hexelaun 1eKapcTBEeHH PeAKLIHH
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Hexenanure nexkapcTBeHH PpeakLiH, HabmoJaBaHH N0 BpeMe HA KIHHHYH
MPORCAEHH OPH SOWIENCHA (JONBL/IBAINA 4 MOHOTEpAallka) M HeBpomaTHa Gonxa,
00U CHHCEK 110-107Ty, IPYNIHPaHH MO KITac U 4ecToTa:

Mmuoro uectu (>1/10)

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



Heuectn (>1/1,000 no <1/100)
Pemic (>1/10,000 no <1/1,000)
Mproro peaku (<1/10,000).

Koratro € HaGmonaBana HexenaHa peaxuyf ¢ pasAHYHH HECTOTH NpH PasIMYHHTE KIMHHYHH
NpPOYYBAHHA, T € 3aMHCana ¢ Hail-BHCOKATA OTPa3eHa YecToTa.

JombnauTenny HeXeNlaHu JIEKAPCTBEHH DPEAKIMH, NOKIANBAHM OT NOCT-MAPKETHHTOBHA ONMT ca
BIJIIOYEHH C HEH3BECTHA 4eCTOTAa (OT HAIHYHWTE NaHHH He MoKe 1a OnAe HanpaseHa OleHKa),

TIpEACTABCHH C KYPCHUB B CTIMCHEA TI0-A001Y.

le'l BCAKO I'PYNHPAHE B 3aBUCHMOCT OT 4YeCTOTATA, HEXKEJTAHHUTE JIEKapCTBCHH DCAKIIMH Ce H36POHB3T
B HUIXO/AIL pea 10 OTHOIICHHE Ha TAXHATA CEPHO3ZHOCT.

Cueremo-opranen kiaac

Hemenann JMEeKAPCTBEHAH PpeAKIHH

HUndexnnn v nudecranun
MpHoro yecTn

Yecti

BHPYCHA HH(eKuus

NHEBMOHHA, PECTIMPATOPHA HHEKUHA,
UHGEKUHA HAa MHKOUHWTE MbTHILA, OTHTHC
MEIHA

Hapymienus Ha RKpbBTA H THMPHATA

CHCTEM2
YectH JEBKONIECHHA
C Hem3pecTHA vecToTa mpomboyumonenus

Hapymennus na H4MyHHaTA CHCTEMa
Heuectn

C HeH3BECTHA vecToTa

aJIePry4HA PCAKIHH (HAMp. YPTHKAPHA)

CUHOPOM HQ COPBXUVBCIMGUMETHOCH
{cucmemna peayis ¢ BPOMENINBU CUMPRIOMI,
Koumo mo2am 0a eKumoqeam mpecka, 06pus,
xenamum, IM@OaoeHonamus, eosUROPUINA,
KaKmo noHAKo2a Opy2u RPUsRAayy u
cumnmomu); anagrunaxcus (exe. mouxa 4.4)

Hapymennst Ha MeTa00,TH3IMA H XpaHeHeTo

Yectu AHOPEKCHA, TIOBHILEH aneTHT

Heuectn XMIepriavKeMHs (Hai-JecTo HabnomaBaHa npH
TIALMEHTH ¢ auader)

Penku XMIOrJIHKEMHAA (Hali-uecTo HabmOgapana npu

MALMEHTH ¢ AHaber)

C HeW3BECTHA YeCTOTa

XUROHGmMpUueMus

YlcHXHUYHR HAPYIHICHHA

Heet

Heuectit

TabIHOCT, AENPECHS, TPEBOKHO
aGHOPMHO MHCNIEHE {

BB30YIa




C HeH3BeCcTHA 4ecTOTa

XANOYHHAYUY, CYUYHORG Hdeanus

Hapymenus na HepBHATA CHCTEMa

MHoro yecTu

Yectn

Hevectn
Peaxu

C HEH3IBECTHA YECTOTA

COMHOJICHTHOCT, 3aMaAHOCT, aTaKCHS

KOHBYJICHH, XHITePKHHE3HH, TH3aPTPHH,
aMHezud, Tpemop, Ge3csHne, raasotonue,
YCELIAHHMA KaTO NapecTesus, XHNecTe3 s,
HAPYIHEHA KOOPAHHALMA, HUCTATBM, 3ACHIICHM,
NIOHMXKEHH KITH JTATICBAIIH pediieKcu
XHITOKHHE3HA, YMCTBEHO yBpexJaHe

3aryba Ha Ch3HAHHE

opyau OsuAMeHN HAPYIMEHUS (HanD.
Xopeoamemoza, OUCKUHEIUA, OUCMOHUS).

Hapymennsa Ha ouHTe

Yectn

3pUTETHE CMYIIEHHA KATO aMOTHOMEA,
JHTLIOTIMA.

Hapymenng Ha yXoTO H Ja6upHHTA

Yectn CBETORBPTENK
C HenzBecTHa uecTOTA munumyc
Crpaewnd sapymenns

MATMHTALHH

Heuectu

CnoBH HApYIIEHRA

YecTH

XHOCPTOHHA, BazoAHnaTallsg

PecniupaTopus, rpbAHH H METHACTMHAJTHA
HADYIEeHHAS

Yectn

Penxn

OHCTIHed, OpOHXHT, (PapHHTHT, KALTHLA,
PHHHT

peCnUpaToOpHA JiepecHs

CromaliHO-ypeBHM HApYHIeHHS
Yectu

C Hen3BEeCTHA YECTOTA

NOBPBIIANE, rajcHe, 3R0HH aHOMAJTHH,
THHIUBHT, THApHSA, kKopeMHa Gonka,
JHUCHENCHE, 3aneK, CyX0Ta B YCTATA MM
IBPNOTO, QUIaTyIeHIUA

RAHKPENUM

XenaToOHIHApHN HAPYIICHEA
C HewsBecTHa YecToTa

Xenamum, ¥CoaAmenuya

Hapyurenus Ha xoxata H HOAKOKNATA
TbhKaH

Heetn

C Hen3BeCTHA YECTOTA

JIHLIEB eQIEM, Iypriypa (HecTo OTHCBYHRITG . |

oOpHB, IPYPHTYC, akHe

CUHOpOM HA Stevens-.]ohnson,;
epumema myamudhopme, anon




nexapcmeen 06pus ¢ eo3unoduIUA U cucmemHu
cumnmomu (6ic. mouka 4.4)

HapymeHnns Ha MYCKYIHO-CKeJIETHATA
CHCTEMA B Ch¢AHHHTEIHATA THKAH

YecTn

C Heu3BECTHA 4ECTOTA

apTpanrnasg, MEaNrds, 607KH B ropda, MyCKYIHO
NOTpEneaHe

PABOOMUOAUIA, MUOKAOHVC

Hapymenna na 6n0penure H NHkoauuTe
WbLTHINA

C HeH3BeCTHA YecTOTa

ocmpa 6v6penna nedocmantyunocn,
UHKONMUHEHYUA

Hapymen HA HA BRIMTPOA3IBORATE/ THATA
CHCTEeMA H I'bpaarTa

Yectn

C HeuzBeCcTHA 4eCTOTA

HMIIOTEHTHOCT

Xunepmpoua na 2upoama, 2UHEKOMACMUR,
CeKCYanta OUCHYHKYUR (BKAIOUUMENHO
npomeny 8 AUGUOOMO, HAPYWEHUA RO
EAKVIAUUAMA U GHODZAZMUR)

O6mu Hapymenns # eeKTH HA MICTOTO Ra
OPRIOKEHHE

Muoro yecTH

Yectn

Hevyect

C HenzBECTHA YecTOTA

¥YMOpa, TpeCKa

nepHbepeH eaeM, HapylIeHa MOXoKa,
acTeHnd, 6onka, 06110 HEPasMONOKEHHE,
TPHITOTION00EH CHHIPOM

reHEpaIn3npat ¢1eM

Peaxyuy na ontnemane (Haii-uecmo
mpesodicHocm, 6e3cvhue, 2adene, Hoaxu,
uznomseane), epvona 6oaxa. Cvobyasa ce 3a
CAYHQU HQ BHE3aNHA, HEODACHUMA CMBpM,
KAMO NPUYHRHO-CAEOCINEENA 6Pb3KA C
TEYCHUCMO C 200aNeHMUH He € YCMaHOGeH .

Hicaeapanns

Yeern

Hevectn

C HeM3BECTHA YECTOTA

HaManeH Gpo#i 6enu KpEBHK
KIETKH(JIEBKOLIMTH), TOKAuBaHe HA TENECHOTO
Terjio

MOBHIIEHH CTOHHOCTH HA 4€PHOAPOOHMTE
bynxuuonanun recrose CTOT(ACAT),
CI'TIT(AJIAT) u OwtupyGun

nosuutena kpeamun Gocgorunaza & kpe

TpaBMH, OTPaBRHHA H HATEPBEHIRH,
BL3IHHKHAJIE B PE3YJITAT HA YCJIOKHEHHS

Yectn
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| Heuectu | nanane ]

Io BpeMe Ha nedeHMeTO ¢ rafaneHTHH ce chobllaBa 3a CJy4ad Ha OCTBp NaHKpeaTHT. Bpuakara ¢
rabaneHsTHH e HeACHa (B To4Ka 4.4).

Tlpy mauMeHTH HAa XeMOAMANH3a, MOopanH TepMUHANHA fr6peuna HeAOCTATLIHOCT ¢& ChobmaBa 32
MHONATHS C MOBHINEHHN HHBA HA KPeATUHKAHA3ZATA.

3a HHQEKIMH HA PECTUPATOPHATE MBTHINA, OTHTHC MEMWA, THPHOBE U GPOHXHT ce cbobinaBa camo B
KNMHIYHMTE NPOYHYBAHHA NpH fAeua. B KiHHMYAMTE NPOY4BaHHS NPH Nela AONBIHHTENHO ce
cHLOOLIABA YECTO M 32 arpecUBHO MOBENECHHE H XUNEPKUHEIHH.

B MuOrO PEAKH CIIyvaH NeLHUTHH OT COCBO MAacNo MOXe A MpeNH3BHKa aJICPrHYHH peakiiui.

CrpofInaBaHe Ha NONO3HPAHM HEEAaHH PEAKIIHH

Cpo61aBaHeTo HA TTOAO3HPAHH HEKENAHH PEaKLMH Clie/l pa3peliaBaHe 32 yroTpeba Ha TeKapCTBEHHA
NPOIYKT € Bakro. TOBa M0380NABa la MPOXBDKH HabIIIOICHHETO Ha CHOTHOLIEHHETO NO/133/pHCK 32
JeKapcTBeHus TPONyKT. OT MeIMUMHCKMTE CNCHMANMCTH @ W3MCKRa fa ChOGIaBaT BCAKa
TIOZ[03MpaHa HeXENaHa peakus upes UambaHuTeNHa areHLEA 10 JIeKapCTRaTa, yi. ~damse [pyer” Ne
8, 1303 Codus, Tex.: +359 2 8903417, yeGeaiit: www.bda.bg.

49 TIlpeaozupane

Ocrpa, >KMBOTO3ACTPAIIABAIlA TOKCHYHOCT IpH Mpeaosupane ¢ rafaneHTHH A0 49 g He e
naGmonapana. CHMOTOMWTE Ha HpeNo3upane ca GWIH 3aMasHOCT, ABOHHO BIOKAaHe, HEACHA pe,
CHHIIHBOCT, 3aryfa Ha Ch3HAHWe, JIETAPTHA W JeKa Juapus. Bewtku MALMEHTH Ca Cé BB3CTaHOBMIH
HAITBIHO CNieA MOAAbpAKama Tepanus. Hamanedara abcopGuua Ha rabaneHTHH HPH IPHEM HA rI0-
BHCOKH [O3H MOXE 1 OrpaHuud aGcopOimsaTa Npy npeaosHpate, KaTo N0 TAKBB HAYWH Ce HAMansBa
TOKCHUHOCTTA MPH MpPeI03HpaHe.

Tpegosupadero ¢ rabaneHTHH, 0COGEHO B KOMOMHALMS C OPYTH NOTHCKAIIW ITHC nexapcTBeHH
TIPOIYKTH, MOXeE Aa A0BE/IE 0 KOMA.

Brrpek, ve rabaneHTrs MoXe Ja Ob/ie OTCTPaHEH OT BPKYNAlMATA YPe3 XeMOANANH3A, HANHTHUAT
OTIHT NOKa3Ba, e TOBA OGHKHOBEHO He € HeobXxomuMo. BEnpexu Tora 00ave, NP MAUMEHTH C TEMKO
GBOpeuHo YBpekIaHe XEMOIMaNu3aTa Moke 1a b€ Nokasana.

Tepopanuara JeTansa nosa Ha raamenTwH He Ouna yTodkeHa NPH MHULIKK H MUIBXOBE, KOHTO Ca

nomy4uny Aosd mo-srucokd or 8000 mg/kg. Ilpu3nauuTe Ha OCTpa TOKCHYHOCT IpH JKHBOTHH Ca
BIJTIOYBAIM aTAKCHs, 3aTPYAHEHO JMILAHE, TT03a, HAMA/ICHA AKTMBHOCT MNH B30y Aa.

5. @®APMAKOJOIWYIHU CRBOYCTBA
5.1 @apmakoIuHaMHYHH CBOHCTBA

dapmakoTepanepTHuHa rpyna: JIpyru anTuemtentuty, ATC xoa: T~J 03AX12

MexannaeM Ha JeHCTBHS
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MonenH Ha emmnencua. IaGaneHTuH He npurexasa aduuurer KbM GABHNAZ nn BA
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PeLIeNTOPH B MOIBKA M HE BIAHMONEHCTBA C HATPUEBUTE KaHATM. TaGaneHTHH ce, CBEPABAC. BHCOK

a¢unuter ¢ 028 (anpa-2-nenta) cyGeNUHWLATA HA BONTAK-3ABHCHMUTE Kanuﬂéggr,gauaﬁn M C

< - ) B
A

o gttt
oty

1"



NIPEANONIAra, Y€ CBBP3BAHETO ¢ 028 cybeauHNLIATa MOXKe Aa Urpae pons B IPOTHBOTEPHOBHTE eEKTH
Ha rabaneHTHH Npu KuBOTHY. CKPHHAPAHETO Ha MOIAM o6eM JAHHM He MPeaNoNara Apyra NpUIienHa
33 MEIMKaMeHTa CTPYKTYpa, pa3iiyHa ot 025,

Hannute 0T pelHla NpPeSKIHHHYHH MOIEAH TMOKa3Bar, 4Ye (apMaKoNorHyHaTa aKTHBHOCT Ha
rabaneHTHH MOXe Ja ce MeJHHpa MOCPEACTBOM MOHMKABaHe HA OCBOGOKIABAHETO HAa BBHIOYIHH
HEBPOTPAHCMHTEPH B YACTH OT LIEHTPAIHATA HEPBHA CHCTEMA, upe3 CBbp3BaHe ¢ ¢25. Tazu aKTHRHOCT
MOXE 12 nOAKpens TMpOTHBOIbPYOBOTO AeiicTBue Ha rabanentun. IlpescToM na ce H3ACHH
3HAYHMOCTTA HA TOBA JeHCTBHE Ha TabanmeHTMH MO OTHOLIEHHE HA MPOTHBOCBPYOBHUTE edeKTH NpH
Xopa.

T'abanenTun nokasea e(PMKACHOCT M TNPH PeAMUA TIPETKIHHHUHM KHBOTMHCKE GONKOBH MOJISNH.
IIpenmonara ce, e crnemAduUYHOTO CBEp3BaHe Ha rabanenTvH a2 cyGeaMuubaTa BOMH A0 HAKONKO
PaMIHYHA JEHCTBHA, KOMTO MOXeE A ¢a OTTOBOPHH 34 AHANTETUYHOTO AECTBHE IPH JKUBOTHHCKM
MOJIENTH. AHANTeTHYHOTO JIeiCTBME HA rabaneHTHH MOXE 4 MPOM3X0KAA OT FPLOHAYHHA MO3BK,
KaKTo H OT MO-BHCHIM MO3BYHH LEHTPOBE, Ype3 B3aUMOLEHCTBHA ¢ HHM3XOAAINMTE, HHXHOHpaUH
DonkaTa MeTHUA. 3HAYEHHETO HA Te3H NPEIKITMHIMHK CBOHCTBA 3a KIIMHHYHOTO AEHCTBHE ApH Xopa e
HEM3BECTHO.

Knusuina eukacHocT M 6e301macHoCT

KnuHu4HO npoyyBaHe Karo NONBIBAIA TEPANHA 33 MAPLMANHM MPHCTHIH NPHU MEXHATPHUHE
NalyeHTH, YMATO BH3pAacT BapHpa oT 3 o 12 ronuHH, e MOKAa3alo YMCICHA, HO HE CTATHCTHYECKH
3HayBMa pasikKa B 50% 4ecToTa Ha OTrOROPWIHTE B TION3a Ha rpyaTa Ha rabaneHTHH B CpaBHEHHE C
n1aueo. JIoMbIHHTEHE aHANH3H CTE] 3aBbPLIBAHE HA NMPOYYBAHETO HA YECTOTUTE HA OTTOBOPHIIHTE
YYaCTHHLH TIO BB3PACT He MOKASRAT CTATUCTHYECKH 3HAUHM eheKT Ha BB3PacTTa, KATO HEMpeKbCHATA
¥ KaTO JIMXOTOMHA BEJIHYMHA (BB3pacToORH TpynH 3-5 ¢ 6-12 roauun),

Hanuute OT TO3M JONWBIHHTENEH AHANHZ Chel 3ABBPINBAHE HA HPOYYBAHETO €4 NMPEACTABCHH B
cienHara Tabama;

Orroeop (=50% ITonoGpenn) no Jleuenue n Bespact
MITT" nonynauus

BeapacroBa kateropus Inaueto I"abanenTun P-cToiHOCT
< 6 TOAMITHA BL3PACT 4/21 (19, 0%) 4/17 (23,5%) 0,7362
6 1o 12 romuina Be3pact | 17/99 {17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population (Moan¢HuHpauaTa nouy/jauus ¢ HAMEPEHHE 33 JICUCHHE) €
nevAMpana, KaTo BCHYKH NaUMeHTH, PAHAOMM3HPAHH Ha NPOYYBAHHS MEIMKAMEHT, KOMTO Ca HMATH
TO/IHH 33 OHeHKa AHEBHHLM Ha OPUCTBIIHTE, NPeJOCTABERH 3a 28 THM, K2KTO Ha HIXOAHO HHBO, TAKA H
B ABOHHO--cnanara (pasa.

5.1 ®PapMakoKHHETHYHH CBOHCTBA

Abcopbums

BupxoBuTe nMnaiMeHH KOHUEHTPALMH HAa rabaneHTHH ce HabmojaBat B paMkuTe Ha 2-3 yaca cref
nepopajieH npueM. buoHanmuHocTTa na rabanewrnH (4act or abcopOupaHara 103a) TIOKa3Ba
TeHJCHIMA KBM HAMANABAHE ¢ MOBHIIABAHE Ha A03aTa. AGCOmMOTHATA GMOHAIMYHOCT HA Kancyna OT
300 mg e npuGnusnresHo 60%. XpanaTa, BKIIOMHTENHO C BMCOKO ChIbPKAHHE HA MA3HHHH, HE
OKa3Ba KJIHHWYHO 3HAYMM e(eKT BBpXYy (JapMaKOKMHETHKATA Ha rabaneHTHH.

(Dapmax()kﬂﬂemxam Ha rabanmeHTHH He C¢e TNOBIMABRA OT MeoBTApALLl CE TP

MIa3MEeHHTE KOHUCHTpallHH Ha rabaneHTHH B KJIHHHYHE NPOYUBaHus ¢a GWIH 0
ng/ml u 20 pg/ml, Takusa KOHLUEHTPaLMH HE ¢a TIOKA3ATENHH 3a €30MaCHOCTTA
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dapMakoKHHETHYHHUTE NAPAMETPY ca NajeHu B Tabmma 3.

Tabmmua 3

Ob6o6wenue Ha cpenuure croliHocT (%CV Ha papMAKOKMHETHYHHUTE APAMETPH Ha rabaneHTHY B
CTalIHOHAPHO CHCTOSHWE ClIEH MPHEM Ha BCEKH OceM Haca

®apmakoxureTHyeH | 300 mg 400 mg 800 mg
MapaMeTEp (N=T) (N=14) (N=14)

Cpeana %CV Cpenra %CV Cpenna %CV
Crnsx (pg/ml) 4,02 (24) 5,74 {38) 8,71 (29)
tmax (hr) 2,7 18) 2,1 (54) 1,6 76)
T (Br) 5,2 12) 10,8 {89) 10,6 41)
AUC g9 24,8 (24) 34,5 (34) 51,4 27N

| pg-hr/ml

Ae%(%) HH HH 47,2 (25) 34,4 (37

Cuax = Makcumania niaaMeHa KOHUCHTPALUS NP CTAIMOHAPHO CHCTOSHHE

tmax = BpeMe 0o gocturane Ha Cpax

T2 = IomyxHBOT HA €AUMHHKPAHE

AUC (0-8) = [lnom noxa kpyBaTa Ha IUIA3MEHATA KOHLIEHTPAIIMA M BPEMETO B CTALMOHAPHO CHCTOSHHE
3a speme ot 0 1o 8 yaca cnen nosara

Ae%(%) = TlponeHT OT n03aTa, eKCKPETHPAHATA HENPOMEHEH BY B ypHHaTa 3a Bpeme oT {) 1o 8 uaca
cren 103aTa.

HH= He e sammuno

Paznpenenenue

TabanenTHH He ce cBBP3BA ¢ MNA3MeHMTe NPOTEHHH M HETOBMST ofeM Ha pasupenenehue € 57,7
nurpa. llp MalMeHTH C eIWICTICHS, KOHLEHTpanuWTe Ha rabaneHTHH B TPBOHAYHO-MOIBLYHATA
TeYHOCT ca npubmmsutenuo 20% OT CHOTBETHHTE CTAUMOHAPHH MMHHMAIHH  [DIA3MEHH
KOHLeHTpauuH. FabaneNTHH ce OTKPHEA B KbPMATA HA KEPMEIIH JKeHH,

BuoTpanchopmaums

Hsama nansy 3a mMetaGonmsbm Ha rafanmeHTdd npu Xopa. ['abaneHTHH He MHIYUHMpa UYepHOAPOOHH
OKCHAA3HU €H3HMH ChC CMeCeHa (yHKIIHA, OTTOBOPHH 3a EKAPCTBEHHA MeTabONHIBM.

EnnMunupane

I'abaneHTHH ce eMMHHHPA HENPOMEHEH caMo 4pe3 H1Opedla eKCKpenHs.
[onyXHBOTHT Ha eNHMHHUPaHe Ha ralaneHTHH He 3aBHCH OT J03aTa H € OKOMo 5 o 7 yaca.

IIpu manyeHTH B CTapyecka BH3PACT M TP NALHEHTH ¢ HApylieHa 6uOpeuHa GYHKIMS, MIa3sMeHHST
KIMPBHC Ha rafaneHTHH € HamajieH. KOHCTAHTAaTa HA CKOPOCTTa HA EIHMWHMpAHe, MIa3MEHHAT
KIHPBHC K GBOPEUHHAT KIMPEBHC ca IPABONPONOPIHOHATHH HA KPEATHHHHOBHS KIIMPHHC.

['aGanenTnH MOxe na 6B/1¢ OTCTpaHEH OT fUIAIMATa © XeMoaHanH3a. [lpenoppusa ce KopHTHPaHe Ha
J03aTa NpH MALKEHTH C KOMITpoMeTHpaHa OpOpedHa (yHKUMA WM nalMeHTH HA XeMOJWanH3a (BiK.
Touka 4.2).

®apmakokuHeTHkata Ha ['aGanenTvH npy neua e ompexeneHa npy S0 3apaBH MHIHB
mexay 1 mecen a0 12 ropuau. Kato msno, nna3MeHHTe KOHLERTPAMM HA TabaneHT
BB3PACT HAN 5 TOAMHHM ¢a NOAO0HH Ha TE3H NPH BL3PACTHH, NpH Jo3Hpane mg/kg.  /f 3



Bue dapmakokHHeTHYHO MpoyukaHe NMpH 24 3ApaBH NMEJHATPHYEN WHIMBHIM Ha BB3DACT MEKIy |
Mecell H 48 Meceua ca ycTtaHOBeHHM npuGmmznTenHo 30% no-Hecka excriozummus (AUC), mo-HucKa
Chax ¥ N0-BHCOK KIHPBHC 32 TEIECHO TETNIO, B CPaBHEHHE ¢ HATHUYHHTE ChoOIIEHH NaHHM 33 Jela Ha
MOBEYE OT 5 roquHy.

JIMHeHocT/HENWHEHHOCT

BuosanuuHocTTa Ha rabaneHTHH (dacT oT abcopOHpaHaTa no3a) HamasABa ¢ yBENHYABAHE Ha JI03ATA,
KOSTO NPHIABA HEJIMHEEH XapaKTep Ha (PAPMAKOKHHETHYHHTE NAPAMETPH, BXIIIOYBALIM NAPAMETHPA 3a
6uonamaunoct (F) wanp. Ae%, CL/F, Vd/F. DapMakoxuHeTHKaTa Ha eIHMMHHHpaHe
(papMakOKHHETHYHH NTapaMeTpH, KOMTO He Britousar F, kato CLr u Ti»), Haii-106pe ce omucea upe3
AuHeHHa (papMakoxvuneTvka. CTallHOHapHHTeE TUIa3MeHM KOHLEHTPAHH Ha rabaleHTHH Morar fa ce
NPEeIBHIAT OT JaHHHUTE CIEA €NHOKPATHA 1034,

5.3 IpeaxanAHTHA TaHMH 3a GezonacHocT

KapuuboreHHoOCT

labanedTnH e NpUiaraH B XpaHaTa Ha MHMLIKH B J03H 0T 200, 600, u 2000 mg/kg/neH 1 Ha ILTEXOBE B
nosu or 250, 1000 1 2000 mg/kg/nen B npoawkenre Ha 2 roavHH. CTAaTHCTHYECKH 3HAYMMO
MOBHINABaHE HA YECTOTATA HA AUHHAPHOKIETRYHH TYMOPH HA MaHKpeaca G0 YCTAHOBEHO CaMoO MPH
MBKKWTE [UIBXOBE [pPH HAi-BHCOKATa 103a. MakCHMaNHHTE mnnasMedd KOHUEHTPAIMH Ha
JIEKapCTBOTO NIPH IUTBXOBE, 3a jo3aTa ot 2000 mg/kg new ca Ounu 10 ThTH NO-BHCOKH, OTKOJIKOTO
TIIa3MEHUTE KOHUEHTPAUHWH B YOBCINKHA OPraHM3BM MpH go3a 3600 mg/aeH. AUMHAPHOKIETHYHHTE
TYMOPH Ha MaHKpeaca NPH MBXKHTC TUTLXOBE Ca ¢ HUCKA CTETNEH Ha MATMIHEHOCT H He MOBJIHABAT
NPEKUBIEMOCTTA, HE METACTAZHPAT MM HHBA3HpaT B OKOJHHMTE THKAHH, H ca NoAoOHM Ha TE3H,
Hab/ONaBaHH TIDH KOHTPOJIHHTE JKHBOTHH. BpE3kaTa Ha Te3M NAHKPEacHW ALMHAPHOKIETHYHW
TYMOPH TIPH MBXKKH IUTEXOBE ¢ KAPUWHOTeHHHA PHCK 34 HOBEKA € HeaCHA.

MyTtarensoct
['afaneHTHH He TOKa3Ra TEHOTOKCHYEH MOTeHLMan. [alanmeHTHH He € MylareHeH in Vifro npu

CTAaHAAPTHUTE TECTOBE ¢ OakrepualHM KIETKM WIH KIETKW or GosaiiuuuM. labaneHTHH He
OpeAU2BMKa CTPYKTYPHH XPOMO30MHH abepaliii B KJICTKH OT $03aliHULN HUTO in vitro. HUTO in vivo u
HE [IPeH3BUKa HOPMHpPAHE HA MUKPOHYKIEYCH B KOCTHHA MO3EK Ha XAMCTEPH.

Hapyinenuns Ha dhepruaurera

He ca wabmonasany Hexenanu edekTH BBpXY (epTHNMTETa H PENpOAYKTHBHATA CTOCOBHOCT NMpH
eXose B 103K 10 2000 mg/kg (MpuOIMIUTENHO 1ET TBTH NOBEYE OT MAKCHMAJIHATA AHSBHA 10234 3a
X0pa, OfpeAeieHa 3a ¢IMHHLA TelecHa NOBBPXHOCT B mg/m?).

TepaTorennoct

labaneHTun He yBeMMuaBa HECTOTaTa HA ManOpPMAlIMMTE, B CPABHEHME C KOMTPOIHTE, B
TIOTOMCTBOTO Ha MHIUKH, TUTBXOBE WITH 3aifii npu A02H ¢hoTBeTHO 50, 30 n 25 nETH, NO-BUCOKH OT
JHeBHATA N03a npH 4oBeka oT 3600 mg, (ChOTBETHO YETUPH, MET MM OCEM ITHTH NMOBEYE OT THEBHATA
/1032 TIpH Y0BEKa, H3MepeHa B mg/m?),

l'aGanentun npuunHsBa 3a6aBAHe Ha OCH(OUKALKATA HA Yepena, NPelUIeHUTe, KOCTHTE Ha PeIHHTE W
3aIHATe KpaHHHLM TTPH TpH3aYy, KOETO € MOKA3ATENHO 3a peTaphaliiii Ha pacTexa Ha deryca. Tesu
eekTH ce MOABABAT, Korato OpeMeHHM MHIIKM TIONYYaBaT MEpopalHH no3d ot 1000 wwm 3000
mg/kg/nen B Nepuona Ha opraHorexe3aTa M Ha ILTbXoBe - 503M ot 2000 mg/kg npeny u o
nepyona Ha YMpTocBaHe u npes uanata Gpemetoct. Te3n no3u ca NPUGIH3HTENHO |
BHCOKH OT J103aTa NpH Xopa ot 3600 mg usmepeHa 3a mg/m?,

He ca 3abemssanu edextn npH GpeMeHHM MHILKH, HA KOMTO € AaBaHA J03aTa
(oxon0 ¥; OT AHeBHaTa K034 3a Xopa 3a mg/m?),




YBenHuaBaHe Ha 4ecTOTaTa Ha XHApOypetep w/wm xuaporedposa e HabmonasaHa npH IUTBXOBE, Ha
KOHTO € napaxa nosa ot 2000 mg/kg/nen B npoyuBane Bbpxy deprunuteTa W obmara penpoayKuHs,
1500 mg/kg/nen B npoyupane 3a TeparoreHHoct u 500, 1000, n 2000 mg/kg/neH B MEPHHATATHO K
MOCTHATAIIHO MPOyYBaHe. 3HAUCHHETO HA TE3H PE3Y/ITATH He € UIACHEHO, HO Te ca Gunu CBBP3aHH Che
320aBEHO Pa3BUTHE.

Tesn no3u ca npubnusurenno ot 1 10 5 TBTH MO-BHCOKH OT YOBELIKATA 7034 OT 3600 mg B mg/m?,

B TeparoforHyHo Npoy4BaHe NpH 3alli yBelIHUEHHE HA 4ECTOTATa HA MOCT-HMILIAHTALHOHHATA
3ary0a Ha IUI0[la € HACTBITIIO MPH OPEMEHHH XKEHCKH, puemany Ao03H ot 60, 300 u 1500 mg/kg/nen
o BpeMe Ha opraHoreHesara. Tesu 1n03H ca oxono 0,3 10 8 nbTH MO-BUCOKM OT JHEBHATA 103 IIPH
xopa or 3600 mg & mg/m®. I'paunupTe Ha Ge30NACHOCT Ca OTPAHM4EHH, 34 14 C& HIKIIOUH PHCK OT
nono6nn edexTH npu Xopa.

6. DAPMAIIEBTHYHH JAHHHU

6.1 Chnuchk BHa NOMONIHNTE BeTECTEA

Aapo va Tabnerkara:
Makporon 4000

IlpexenaTHHH3HPAHO UAPSBHYHG HHLIIECTE
KononneH 6e3BoneH cunvumes THOKCH/
Marnezues cTeapat

Q@unmMHpano NoKpHTHE:
Tlonu{BMHUIOR) aKOXON

Turanos guokcua (E171)

Tank

JIeUWTHH OT coeBO Maclo

Kcanranosa ryma

6.2 HecbBMecTaMoOCTH

Henpunoskumo.

6.3 Cpok Ha roanocr

3 ronMHH

6.4 CpenmannH ycIOBHA HA CHXPAHEHHE

To3H NexapcTBeH NPOAYKT HE H3HCKBA CNELMATHH YCIOBHA Ha ChXpPaHEHWE.

6.5 Buan chaLPKaAHAE HA ONAKOBKATA

bauctep ot PVC/amymuuuil.
l'onemurnu Ha onakosku: 20, 50, 100, 200 ¢unmupanu Tabnerku.

He BCHUKH BRIOBE OMAKOBKM MOraT Aa 6BIaT MyCHATH B ipoaaxGa.
6.6. Crenuanun MEpKH NPH AIXBLPAHHE

HaMa cnenHaniy H3HCKBaHHL.

7. TIPATEXXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

15




Wérwag Pharma GmbH & Co. KG

Flugfeld-Allee 24

71034 Boblingen

Tepmanun

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA

20090057

9. 1ATA HA ITBPBO PAZPEINABAHETIOAHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JlaTa Ha mepBo paspewapate: 23 @espyapu 2009 r.

Jara Ha nocnenHo nonHossisane: 30 FOmm 2014 r,

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

06/2022
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