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F32S 1003 mog

1. HME HA JIEKAPCTBEHHS MPOAYKT
['abaramma 400 mg TBBpaH Kancysu

Gabagamma 400 mg capsules, hard

A KAYECTBEH U KOJIHMMECTBEH CHCTAB

Bceska TeBpna kancyna ceabpika 400 mg rabanentun (gabapentin).

IToMOWIHO BELIECTBO ¢ M3BECTHO NEHCTBHE
Beska Tebpaa kancyna ot 400 mg cbabpxka 90 mg nakrosa.

3a NB/IHKA CIHCHK HA MOMOIIHHTE BEILECTBA, BHXKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

Tebpaa kancyna

l'aGaramma 400 mg TBBPIM KanCyJIH: TBbPAA KENATHHOBA KAICYJIa C OPaHKeBO HENPO3PauyHoO
TAJIO H Kamnave.

4. KJIHMHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

Enunencus

I'aGaneHTHH € noka3sax 3a 106aBbYHA TEpanKA NPH JieYeHHe Ha NAapLHAIHH IPHCTHITH ChC WK Oe3
BTOpPHYHA IreHepaiu3aliis MPH Bb3PaCcTHH H JIella Ha BB3pacT 6 M moseye rofiMHy (Bx. Touka 5.1).

['abaneHTHH e NoKa3aH 3a MOHOTEpanHs 3a JieueHHe Ha MapLHAIH{ NPUCTBIH ChC WK 6e3 BTOpHYHA
reHepaiu3alis [P Bb3PacTHH M IOHOIIM Ha BB3pacT 12 ¥ noBeye roauHH.

JleueHHe Ha nepudepHa HeBpornaTHa Oonka

["abaneHTHH e noka3aH 3a JieyeHHe Ha nepudepHa HeBponaTHa Goska, kaTo GonesHeHa quabeTHa
HEBPOMIATHA H MOCTXEPIETHYHA HEBPAITHA NPH Bb3PacTHH.

4.2 Jl03HpOBKA H HAYHH HA NPHJIOKEHHE
O3HPOBKa

B Tabnuua 1 e onucana cxema Ha TUTpUpaHe 3a 3aTliOYBaHe Ha TepalMATa 3a BCHYKM MOKa3aHHMS,

KOATO C€ NPENOpbLYBA NMPH Bh3PAaCTHH M FOHOIIM Ha Bb3pacT 12 U noBeye roAuHH.

l'IpH Aela Ha Bb3pacT noa 12 FOAHWHH YKa3aHHWATa 3a JO3HpaHE ca Ipeacraee
noasarjaBMe rno-aojy B Ta3H TOYKA.

Tabnuua 1

Cxema Ha Jlozupane — Hauanno Tutpupane




Hen 1 Jlen 2 Jlen 3

300 mg BenHbK 300 mg nea mbTH 300 mg Tpu npTH
JHEBHO JHERHO JHEBHO

CrnHpaHe Ha JeveHHeTo ¢ rabanedTuH

B ¢LOTBeTCTBHE ¢ HAacTOAILATa KIMHHYHA NpaKTHKa, KOraTe €€ Halara npeKparsiBaHe Ha TepannsaTa
v l"aﬁaHCHTPIH, TOBa TpHGBa Ja €€ HanpaBu NOCTENEHHO, 3a NEpHOA Hail-Manko | CCOMHLIA,
HE3aBHUCHMOC OT NMOKAa3aHHETO.

Enunencus

[lo npuHUMD enunencHATa W3MCKBA JBArocpodHo neueHue. Jlo3upoekata ce onpenens ot
NEKYBANKA ICKAP, B CEOTBETCTBHE C WHAMBHIYATHATA MOHOCUMOCT H €()HKACHOCT.

B'bS’pGCMHH U FOROUWU

B xnuHHYHH npoyuBaHHs, €(PEKTHRHHMAT A030B BHTepBan € oT 900 mg no 3600 mg aHerHo.
Tepanuara Moske na ObAe 3anovHaTa ¢ THTPHpaHe Ha 103aTa, KaKTo € onicano B Tabmuua 1, unu
upe3 mpunarane Ha 300 mg Tpu nbTH Ha neH (TI1J) 8 Jlen 1. Cnea ToBa, BB3 OCHOBa Ha
WHIMBHAYAHHA OTFOBROP H TMOHOCHMOCTTA HAa TalMEHTa JHEBHATA /032 MOke JAa Obae
JOITBTHHTENHO YBENHYaBaHa Ha cThNKH 1o 300 mg/nen npez 2-3 aHK no MakcHManda no3a ot 3600
mg/aex. Ilp1 HHAHBHAYATHH NALUMEHTH MOXe Aa € TTOAXOAALIO Mo-0aBHO THTPHpAHe Ha J03aTa Ha
rabaneHTHH. MHHHMATHOTO BpeMe 3a JocTHraHe Ha jo3a ot 1800 mg/neH e enHa ceammuua, 3a
pocturade Ha 2400 mg/neH e obLIo 2 ceMHLIM, a 3a AocTHrane Ha 3600 mg/meH e 0buio 3 ceaMHLIM.
Hozn no 4800 mg/ nen ca ce noHacanu Ao0pe NoO BpeMe Ha IBATOCPOUHM OTBOPEHH KJIHHUYHH
npoyusanus. Ofmara qHeBHa ao3a Tpabea na Obae pa3jencHa Ha TPH €MHHYHH J03H, KaTo
MaKCHMAJIHHAT HHTEpBaN MEXIy A03MTe He TpaOBa na Haaeuiasa 12 uaca, 3a /la ¢e IPeACTBpATH
1104BaTa HA KOHBY/ICHH.

Heta na ev3pacm 6 u noéeve 200un

Hauannata noza tpadea aa Bapupa ot 10 10 15 mg/kg/nen u edekTHBHATA 1033 C€ A0OCTHra upes
BB3IXOOAIIO THTPHPAHE 33 IepHo oT NpubauauTento 3 nuu. EdexkTuBHaTa N03a Ha rabaneHTHH NpH
Jela Ha 6 U noBeye roauHHy ¢ 25 no 35 mg/kg/men. Josn po 50 mg/kg/neH ca nmoHacaHn n1o6pe B
ABJIFOCPOYHO KIHHHYHO MpoyysaHe, (O0mata AHepHa 7o3a Tpabea Ja Onoe pasieneHa B Tpu
¢IHHMYHH 103H, MAKCHMAJIHHAT HHTEPBAJl OT BPeMe MeXKIy A03WTe He TpAOBa Ja HaaBHIuapa 12
yaca.

He e HeoOX0onHMO MOHHTOpPHMpaHE Ha MJa3MEHHTE KOHUEHTpaLWM HAa TaameHTHH, 3a na ce
ONTHMHK3HpA TepanuaTa ¢ rabanenTiH. OcBeH ToBa raGaneHTHH MO J1a ce MpUiara B KoMOHHaLus
C OPYTH AHTHEMHAENTHYHH JIEKAPCTBEHM NPOAYKTH, 0€3 OMNaceHHs OTHOCHO NpOMAHA Ha
TIa3MEHHTE KOHLGHTpallMM Ha raGaleHTHH MM Ha CEpPYMHMTE KOHLICHTpaLMM Ha ApYrHTe
AHTHCMHIENTTHYHH JICKapCTBCHH TIPOAYKTH.

[lepudiepna HeeponarTHa Bonka

Bv3pacmuu

Tepanuata Moke Ja 3anovHe ¢ THTpHpaHe Ha 7103aTa, KakTo ¢ ondcaHo B Tabnuua vk
BB3MOXHOCT € HayaiaHara no3a Aa 6vae 900 mg/neH, npunarana pasaeneHa Ha TpH
Cneli TOBa Bb3 OCHOBA HA HHIWBHIYaNHHA OTIOBOP H MOHOCHMOCTTA Ha NIALIHEHTA 1034
Ob21e HOTIBLIHUTENHO YBEIHYABAHA HA CTBNKH OT 300 mg/neH npez 2-3 THH A0 MAKCHM i




no3ata Ha rabameHTHH. MMHMManHOTO BpeMe 3a JocTHraHe Ha noza ot 1800 mg/aen e eaHa
ceaMHLa, 32 JocTHrane Ha 2400 mg/nen e obmmo 2 ceaAMHLM, a 32 ZocTHraHe Ha 3600 mg/neH e obo
3 cegMHLK.

EdukacHocTTa M 6€30nacHOCTTa NIPH JeueHHe Ha nepudepHa HerponaTHa fonka, kato 6onka npu
AuabeTHa HEBPONATHA U MOCTXEPIIETHYHA HEBPAJITHA, HE CA H3CJIEABAHH B YCJIOBHATA HA KIIHHHYHH
NpOY4BaHUA C TNPOILDKHTEIHOCT Ha JIEYEHHETO Hal 5 Mecela. AKO MpH MALMEHTA ¢ Hajlara
MPUIOKEHHE 33 CPOK HAJ 5 MeceLa 3a JledeHue Ha nepudepHa HesponaTHa Gojka, NeKyBalllMAT
nexap TpsOBa 2 HANPABH OLEHKA HA KIMHHYHOTO ChCTOAHHE HA NMALMEHTA U Ja ONpefenH JIH e
HeoOX0IHMa JIONBJIHHTENHA TEpaNHi.

WHCTPYKIHK 33 BCHYKH 00TACTH Ha TEPANEBTHYHHTE NOKA3AHUA

[Tpn nmauneHTH ¢ BioweHO o0 3APAaBOCIOBHO CLCTOAHME, T.€. HHCKO TEJECHO TErno, ciel
OpraHHa TPaHCIIaHTalUMA H T.H., A03aTa TpaOea na ce TUTpHpa no-DaBHO, KATO Ce W3MOI3Ba NO-
HHCKATa KOHLEHTPALHMA HITH NO-ABIrH HHTEPBANH MEXAY MOBHILIABAHHATA HA AO3HPOBKATA.

Crapuyecka Bb3pacT (Han 65 ToauHH)

[NpH NaiMeHTH B CTAPUECKA BB3PACT MOXKE Ja C€ HaNOKH KOpEKLHA Ha J03aTa nopajax otcnabBaHe
Ha ObOpeunHaTa dyHkIMA ¢ Bb3pacTTa (BX. Tabmuua 2). Tlpy mauseHTHTE B CTApUecKa Bb3PACT €
BB3MOXKHO [10-U€CTO /1A CE MOABABAT COMHONIEHTHOCT, NepHdiepeH OTOK H aCTEHHA.

buOpedHo yBpexaaHe

Kopekusa Ha 103aTa ¢e NpenophuBa NpH NallMeHTH ¢ KOMNpoMeTHpaHa 6b0peuHa hyHKLMSA, KaKTo
e onmrcaHo B TabaMiia 2, M /WK NPH NaLMeHTH Ha XxeMoauanu3a. ['abanentun 100 mg kancynu Moxe
Aa Cce HM3MON3BA 33 CMAa3BaHe HA MPEMOpPHKHTE OTHOCHO J103aTa MpH MauMeHTH ¢ ObbpevHa
HeAOCTAThYHOCT.

Tabnnua 2
JIO3UPAHE HA T'ABATIEHTHH NPH BB3PACTHH B CIIOPEJ]] BLBPEHHATA @YHKLVA

Kpeatunnnop kaupsHe (ml/min) O61a aHeRHa Ao3a® (mg/neH)
> 80 900 — 3600

50-79 600 - 1800

30-49 300 - 900

15-29 150° — 600

<15° 1505 300

*O0wara THeBHa fdo3a TpibBa Oa c€ TpHiIara pasjieieHa B TPH DaBHH €IWHHYHH [03H.
PeayLupaHHTe 4034 CE H3MON3BAT NPH NanMeHTH ¢ OB0peuHo yBpexaaHe (KpeaTHHHHOB KIHPBHC
<79 ml/min).

8 TnesHaTa no3a ot 150 mg na ce npuiara kato 300 mg npes zmex.

"[Ip1 MALKEHTH ¢ KpeaTHHHHOB KIHPHHC <15 ml/min nHeBHaTa go3a Tpabea jna ce Hamanu
OPONOPIIHOHANIHO HA KPEaTWHMHOBHA KJTHPBHC (HAMp. MAlUMEHTH C KPEaTMHHHOB KIHPLHC 7,5
ml/min TpabBa na monyyaBaT NONOBHHATA OT AHEBHATA A03a, KOATO MNOJNYYaBAT NALMEHTHTE C
KPEaTHHHHOB KNHpPBHC 15 ml/min).

YHO! peﬁa OpH NallAEHTH Ha XEMOAHATH3A

Hpu aHypH4HH NIAlHEHTH Ha XEMOOHAIIH34a, KOHTO HHKOra He ca noJiydyaBalH rabane
npenopbupa Hatopapeawa go3a ot 300 no 400 mg, ciex tosa ce mpuemar 200 o
rabaneHTHH, cnel Beekd 4 yaca xeMoIuHanisa. B nrute Ge3 xemonuanisa He TpaGea aa ©
JledeHHe ¢ rabanedTHH.



flpn nmauuenTure ¢ yBpenena OuOpeuHa (YHKLHA Ha XeMOIWAIH3a, MOAABpXKALNATA 10332 HA-
rabaneHTHH TpAOGBa Ja ¢ choOpa3eHa ¢ MpenopbKHTE 33 A03HpaHe, npeacTtabeHH B Tabauua 2. B
JONBJIHEHHE KBM MNOAABPKALLATA 033 CE NPENopb4Ba JONBIHHTENHO cleA BeekH 4 vaca
xeMonanusa aa ce npuemar ot 200 no 300 mg raGanenTus.

HauyxH Ha OpHncKeHHe

3a Nepopa;THO NPHIOKEHHE.

TabaneHTHH MOKe a ce TIpHIara Che MIH O€3 XpaHa W Kancynata TpAOBa Aa ce MoTasLa LANa ¢
JOCTATBYHO KOJIMYECTBO TEYHOCT (Hamp. ¢ Yallla Bojia).

4.3 IIpoTHBODOKAAHHAA

CEPBXUYYBCTBUTENHOCT KBM &KTHBHOTO BEIIECTBO WJIH KBM HSKOE OT MOMOLIHHTE BELIECTEA,
130poeHH B TouKa 6.1.

4.4 Cnennaagn npeIynpexieHus H NPeANA3HH MEPKH OpH ynoTpeba

Texkn KOxKHH HekeIaHH peakuuH (Severe Cutaneous Adverse Reactions, SCARs)

TexKH KOXHH Hexenany peakiti (SCARs), BkmounTenHo cHHApoM Ha Stevens-Johnson (Stevens-
Johnson Syndrome, SJS), TokcHuHa enHaepmanta Hekponusa (Toxic Epidermal Necrolysis, TEN)
H JTeKapcTBeH OOpHE ¢ eo3HHOPUNHA H cHcTeMHH cumntoMu (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS), kouT0O MO:Ke Aa ¢a JKHBOTO3ACTPALIABAILH HIH C JIETANCH H3XOI, ¢a
cho0lIeHH BBB BpB3Ka ¢ JIeUcHHETO ¢ radaneHTHH. [Ipn mpeanucBaHeTo MauMeHTHTe TpAORa 1a
Obmar uHGOPMHPAHH 33 MPH3HALIHTE W CHMITOMHTE W Aa ObjarT HabmiomaBaHH ¢ TOBHUICHO
BHHMaHHWE 32 KOXHH peaklHd. [IpH rofBa Ha NpH3HAUW H CHMIITOMM, MOKA3aTENHH 3a Te3H
peakuuM, npHemMbT Ha rabanedTHH TpaOBa HezabaBHO 1a cope M Ja ce OOMHCIH alTepHATHBHO
Jevenne {cnopen HeoOXOAMMOCTTA).

Axo npn ynorpebara na radanenTuH NaUMeHTLT € pa3BHA cepHosHa peakuns kato SJS, TEN win
DRESS, neuennero ¢ rabaneHTHH NpH TO3H NaLMEHT HUKOra He TpAGBa Na ce NOAHOBABA.

AHagunakcua

['abanenTH Moxe aa npeau3puka aHaduiakcua. [IpusHauMTe M CUMITOMHTE B NOKIAABAHHTE
CITyyad BIJTIOYBAT 33aTPYJHEHO AHLIAHE, OAYBAHE HA YCTHHUTE, bPIOTO M €3HKA M XMIIOTOHHA H
HIUCKBAT CNCLIHO JICYSHHE.

[TaumenTuTe Tpa6Ba na 6bAAT HHCTPYKTHPAHM J1a CNIpaT NpHeMa Ha rafaneHTHH H He3abaBHO Ja
MOTHLPCAT IEKAPCKA MOMOLL, aKO NTOYYBCTBAT NPU3IHALA WK CHMITTOMH Ha aHa(HIakcHs (BXK.
Touka 4.8).

Cyuuuana njieains ¥ noBeneHue

CboOuiaBaHH ca CYHLHIHA HIEALHA W NOBENCHHE NPH MALMEHTH, IEKYBaHH ¢ AHTHETTHIICTITHYHA
CpeCTBa 3a HAKOJIKO MMoKazaHua. MeTa-aHanu3 Ha paHAOMH3HpaHH NaLebo-KOHTPONTHPaHH
NPOYUBaHHA Ha AHTHEMMNENITHYHH IEKAPCTREHH CPEACTBA ChILO MOKa3Ea NEKO NOBHIIABAHE Ha
pHCKa OT CYMUMHA HAealns U noseAeHHe. MexaHu3MbT Ha TO3H pHCK e Heuspecred. Cny4au Ha
CYHMILIHIHA HACAUMA W TIOREACHHE ca HabNIoiaBaHU N0 BPEME HA NOCTMAPKETHHIOBUA ONMT APH
NauneHTH, NEKYBaHH ¢ rabaneHTHH (Bx. Touka 4.8).

IMauneHTHTE (M JTHLIATA, KOMTO CE€ TPWKAT 3a TAX) TpAGea na ObaaT nocbBeTBaHH ja
MEIMIMHCKE TIOMOLL [PH MOABA HA MPH2HALM HA CYHUMHA Haealuus win noseneHue. [lay
TpabBa aa 6baaT HAONIOAABAHH 33 NPU3HALM HA CYHLMAHA WICAUNA H NIOBEICHHI H 118 ¢
noaxoaauo jeyenne. B ciyuail Ha CYHUMAHA HAEALHS WIH NOBeleHHe TpAOBa 1a ce
COHMpaHe Ha JIeYEHHETO ¢ rabaneHTHH,




OcTbp NAHKPEATHT
AKO NAUMEHTHET PasBHE OCTHLD MAHKPEATHT TIO0 BpEME Ha JeueHHe ¢ rabaneHTH, Tpabea fa ce
00MHCIM CnMpaHe Ha JIeYeHHETO ¢ rabaneHTHH (Bx. Touka 4.8).

[bpuone
BbnpexkH, 4e HAMa [0Ka3aTENCTBA 33 HOBA NMOABA HA bpPYOBE NpH TepanMsa ¢ rabaneHTHH,

BHE3ANHOTO NIPEKbCBAHE HA AHTHKOHBYJICAHTUTE MpPH MALMEHTH C EMIJIENCHA MOXKE Ja OTKIHOUYH
,CTATYC eNHJlenTHKYc™ (Bxk. Touka 4.2).

KakTo mpH ApyrH aHTHenwienTH4HH JIeKApcTBEHH MPOXYKTH, TPH NieueHHe ¢ rabaneHTHH npH
HAKOH MALMEHTH MOXE J1a C€ MOBHLUN 4eCTOTaTa Ha [HPUOBETE HIH JIa C€ [IOABAT HOB THUI I'bPHOBE.

Kakro npu apyrH AHTHEDHJIENTHYHH JIEKAPCTBEHH TIPOAYKTH, ONHTHTE Ja C€ OTTerNAT
€AHOBPEMEHHO NIPHIAraHN aHTHENWIENTHYHH JIEKapCTBA MPH JTEYEHHE Ha pepPaKTEPHH NIALMEHTH,
NpHeMalllyd MoBeYe OT €AHH AHTHENWIENTHYEH ACKAPCTBEH MPOAYKT, ¢ LEN 1a €€ MOCTHIHE
MOHOTEpanus ¢ rabaneHTHH, ¢a ¢ HUCKA YecToTa Ha YCneXx.

CmsaTa ce, ye rabanedTuH He ¢ edeKTHBEH cpellly MbPBHYHH I€HEPATH3MPaHH IbPUOBE, KATO
HanpuMep abcaHc, M NpH HAKOM TALMEHTH MOXeE 7a BJOIIM Te3H repuose. [lopagu ToBa e
HeoOXOJMMO MOBMILEHO BHHMAHHE TIPH H3TION3BaHE HA rabaneHTHH NpH MAUMEHTH CBC CMECERH
BPYOBE, BKJIKOUHTENHO a0CaHCH.

JleueHreTo ¢ rabaneHTHH € CRLP3aHO ChC 3aMAagHOCT M COMHOJIEHTHOCT, KOWTO OMXa MOMIH 1a
YBEJIHYAT NMOABA&TA HA WHLMAEHTHO HapaHssaHe (najase). MMa Cpllo W NMOCTMApKETHHIOBH
cbOBLIeHHA 3a 00 bpKBaHe, 3aryba Ha Ch3HAHKIE H YMCTBEHO YBpeKaaHe. 3aToBa MalHeHTUTE Tpabea
na OBaaT MOCHBETBAHH Ja NOAXOKAAT C MNOBHIUCHO BHHMAHKE, NOKATO HE CBHKHAT ¢
NOTEHIMATHHTE e(PEKTH Ha JIEUEHHETO.

EnHospeMeHHa ynioTpeda ¢ onuoMam I'd 1eNnpecaHTH Ha C

TTauMeHTH, MPH KOMTO C& H3UCKBA €HOBPEMEHHO JIEYCHHE C JISNPECAHTH HA UEHTPaIHAaTa HEPBHA
cucrema (LIHC), sBkmourTtenHo onnonam, Tpabea na 6paat HabarosagaHi BHUMATENHO 33 NPH3HALM
Ha nothckade Ha [IHC, xaTto cOMHONEHTHOCT, cefauia M pecnupaTopHa nenpecHa. [Taumenture,
KOMTO PYEMAT €AHOBPEMEHHO rabaneHTHH U MOPdHH, MOXKe 1a Pa3BHAT MNOBHILEHH KOHIIEHTPALIMH
Ha rabanentun. JJosata Ha rabaneHTHH WiH €AHOBPEMEHHOTO JiedeHHe ¢ AenpecaHTd Ha LIHC,
BKIIIOYHTEIIHO ONHOM/M, TpAOEa Aa Obje NoAX0AALLO HamaneHa {BXK. TouKa 4.5).

I[TpenopbuBa ce MOBHLIEHO BHHMAHKE IPH [IPEANMCBaHe Ha rabaneHTHH €/IHOBPEMEHHO C OMHOUAH
nopaaM puck ot notuckane Ha LIHC. B nonyiauuonno-6asHpano, 00cepBalMOHHO NPOYYBaHe, THI
CNMy4aii-KOHTPONIA TNPH MALMEHTH, H3NON3BALIH OMHOHIM, €INHOBPEMEHHOTO TPEANHCEAaHE Ha
OMUOHKIH K raDaneHTHH Cce CBBP3Ba ¢ MOBULIEH PHCK OT CMBPT, CBBP3aHa ¢ ONHOM], B CPaBHEHHUE C
NpeanHcaHie Ha caMocToATeNHa ynorpeba Ha OMHOHI (KOPHIHPAHO ChOTHOUICHHE HA UIAHCOBETE

[aOR], 1,49 [95% CI, 1,18 a0 1,88, p<0,001]).

Pecnuparopsa nefipecus

TabanentHH € CBBP3aH ¢ TexkKa pecniMpatopHa aenpecus. [launenTn ¢ HapylIcHa pecnspaTopHa
GyHKUMA, PeCMHPATOPHO WIH HERpPONOrH4HO 3abonasane, 6LOpevHO yBpeX/1aHe, €AHOBpEMEHHA
yrnotpeba Ha genpecanTi Ha 1IHC H naumeHTH B cTapyecKka BB3pacT MOXKE J1a Ca HITOWKEHH Ha Mo~

aJanTHpaHe Ha A03aTa MpH Te3H [MallHCHTH.

MuacTeHHd rpaBHC




I'abaneHTHH Tpadea aa ce H3N0A3Ba C MOBHLUEHO BHHMAHKE [PH ALHEHTH ¢ MHACTEHHA IPaBHC,
Thil KATO HMa NMOCTMAPKETHHIOBH ChOOIICHUS 32 CTyyan Ha 060CTpAHE Ha MMACTEHHS IPaBHC MpPH
ynotpeba Ha rabaneHTHH.

Crapyecka pp3pacT (Hag 65 roaMHH

He ca mpoBe:xaaHH CHCTEMHH NPOYYBaHMs ¢ rabaneHTHH NPH NALMEHTH HA BpapacT 65 u noseye
roaMHu. B nBoiHOCIANO npoyvBaHe ¢ MAlHEHTH ¢ HeBponaTHA 0ofKa ¢¢ YCTAHOBABA W3BECTHO
MOBMINABAHE HA MPOLEHTA HA Bb3HHKBAHE HA COMHONEHTHOCT, EpHQEPEH OTOK H acTeHHs MpH
NIaLHEHTH Ha BB3pacT 65 W MoBeve FOAHHH, B CPaBHEHHE C NO-MNaAWTe NalHeHTH. C H3KIKOUEHHEe
Ha TE3H Pe3y/ITaTH, KITHHHYHHUTE H3CNEABAHHMA B TasH BLIPACTOBA rpyna He MOKA3IRAT pa’iHyeH
npodin Ha HeXeNaHHTe CLOHTHA, B CPABHEHRHE C HAOMIONABAHKA NMPU M10-MIAAMTE NALHEHTH.

[TegpaTpHyHa Nonyaanmg

Edextire oT mparocpouHarta Tepanus (moBede oT 36 ceamHuuM) ¢ rabaneHTHH BBPXY YUYEHETO,
HHTENHIEHTHOCTTa H Pa3BHTHETO MpH Jellda W IOHOWH He ca aobpe npoydyeHH. Ilomsure or
IBITOCPOYHA Tepanud TpAOBa 1a ce MpEeLEHAT BHUMATENHO CIIPAMO NOTEHLIHAIHHTE PHCKOBE.

Henpaauﬂﬂa yno;peﬁa, NOTEHLHAN 33 3N0YTOT QCG& H 3aBUCHMOCT

TabaneHTHH MOXe J1a MPelH3BHKA JICKAPCTBEHA 3aBMCHMOCT, KOATO MOXE Ja C€ TNOABH IPH
TepaneBTHYHH N03H. ChollaraHu ca cayyan Ha anoynoTpe6a v Henpaeuwina ynotpeba. [launeHTH
C aHaMHe3a 3a 310ynoTpeda ¢ BeIeCTBa MOMKE Ja Cd ¢ MO-BHCOK PHCK OT HENpaBWIHa ynoTpeda,
3noynoTpeda v 3aBHCHMOCT OT ralaneHTHH H € HeoOXOIHMO MOBHILIEHO BHHMAaHHE NpH ynotpebara
1a rabaneHTHH NpH TaKHBa NauMeHTH. [Ipenu npeanuceate Ha rabaneHTHH PHCKBT OT HelpaBWIHa
ynotpeba, 3noynorpeda WK 3aBHCHMOCT MpH nauyeHTa Tpabea na Obae BHUMATENHO OLEHEH.

IMaumenTHTe, NEKYBaHH ¢ rabanesTHH, TpaOea aa 6baaT HaOMOAABAHM 34 NPU3HALIK H CHMIITOMH
Ha Henpaswina ynotpeba, anoynorpeba WIH 3aBHCHMOCT OT rabameHTWH KaTO pa3BUMBaHe Ha
TOsIEpaHe, HeOOXOAHMOCT OT MOBHINABAHE HA 103aTa H NMOBEAEHHE Ha HACOYEHO TBPCEHE HA
NEKapCTBOTO.

CHMIOTOMH HAa OTHEMAaHE

Habmopaganu ca CHMOTOMH Ha OTHEMAaHe CNiel MPEKpaTABaHE WIH HAaMANABAHE HA JO3ATA HA
KPaTKOCPOHYHO H ABJIr0CPOHHO JieUeHHe ¢ rabarneHTHH (Bk. Touka 4.8). [Tauuentst Tpabea na Oune
vHGOpMHpaH 3a TOBA TNPH 3amoyBaHe Ha JieueHHero. Hali-yecto choOOI@BaHMTE CHUMIITOMH
BKJIIOYBAT TPEBOKHOCT, Oe3chHHe, rafeHe, 00IKa, HINOTABAHE, TPEMOp, rnaBobosine, aenpecus,
HEECTECTBEHO YCelaHe, 3aMasgHOCT H 0010 HepasnonokeHne. [logBata Ha CHMOTOMM HA OTHEMAHE
MOJKE 14 € N0KA3aTeNHa 3a IeKapCTBEHA 3aBHCHMOCT. AKo neveHneTo ¢ rabaneHTuH tpabsa na 6nae
NpeKpaTeHo WiH Ao3ara Aa ObAe HAMAIEHA, ¢€ NMPENOPhYBA TOBA Ja CE HAMPABH MOCTENEHHO B
NPOABIIKEHHE Ha Hali-Maiko | ceMHUIA, HE3aBHCHMO OT MOKA3aHHETO (BXK. Touka 4.2).

JlaGopatopHH H3cTelBaHKs

MoraT 1a 6baar oTueTeHH GaNLMBO NOTIMKWTETHH PE3YJITATH NPH NOJ1YKOIHHYECTBEHO ONpeaeIaHe
Ha o0 GenTbk B ypuHara c TecT-nedTa. [lopaan ToBa ce MpenopbyBa TOTELPHIaBaHE Ha
AOJIOKHTETHUS PE3YNTAT C METOAH, OCHOBABALLM C& HA JPYT AaHAJTHTHYEH NIPUHLMIL, KaTO HAMPUMED
OuyperoBa mnpoba, TypOMAMMETPHYHH MWAH OLBETHTENHH METOAM, WIH H3MON3BaHE
A/ITEPHATHBHHTE METOAH OT CAMOTO HAYANO.

HOMOEHH BCILICCTEA C H3BECTHO geiflcrnue:




['abaramma TRBpAM Kancyay cbabpxa naktosa. TauueHTn ¢ pefiku HacneacTBeHd npobneMy Ha
HEMOHOCHMOCT KbM [aJIakTo3a, ITh/IeH NaKTa3eH AeULMT HIH IIIFK030-ranakTo3Ha Manabcopbuus
He TpaOBa 1a NpHEMAT TOBA JIEKApPCTBO.

4.5 B3anMogeiicTBHe ¢ JpYrH JIEKAPCTBEHH TPOAYKTH H Apyrn  (opMH Ha
B3aHMOAcHCTBHE

Hma cnoHtannu u nureparypiu cboOLUEHHA 3a PeCNIHpaTOpHa IOEMpecHsd, celallid H CMBPT,
CBBP3aHH C rabaneHTHH, KOTaTo ce Mpuiara eqHoBpeMeHHo ¢ AenpecaHTH Ha LTHC, BriounTento
onuOKIH, B HAKOH OT Te3H CLOGIIEHHS ABTOPUTE OOPBLIAT CIIELMANIHO BHUMaHHE Ha KOMOHHaLMATa
Ha rabaneHTHH ¢ OMHOMIM NMPH MAlMEHTH B HeA00po oblo CHCTOAHME, NMALMEHTH B CTapyecKa
BB3PACT, MALMEHTH ¢ TEXKO TIOMISKAINO pecmupaTopHo 3a0onABaHe, MALMEHTH, NPHEMALIH
MHOMKECTRO JIEKAPCTBA, KAKTO H IIPH MALUMEHTH CbC CHHAPOM Ha 310ynoTpeba ¢ BelecTsa.

B npoyueaHe, BKIIOUBALLO 3apaed nobposonuy {(N=12), npu npunarane Ha 60 mg MopdHH kancyna
¢ KOHTPOJHpaHO ocBoOOKIaRaHe 2 uaca mpead npunaradeto Ha 600 mg kancyna rabaneHTuH,
cpennata o noj kpueara (AUC) Ha rabaneHTHH ce € yeenuunna ¢ 44 % cnpamo rabaneHTuH,
npunoxeH 6e3 Mopdud. [MopaaH TOBa MALMEHTHTE, TIPH KOHTO C€ Hajara eAHOBPEMEHHO JIEYEHHE
¢ OMHOMIK, TpaGBa 1a ObAaT BHHMAaTENHO HabmogaraHy 3a NpH3HaUK Ha notHckake Ha LIHC, kato
COMHOJIEHTHOCT, CealiHs H PECTIMPaTopHa AenpecHs, KaTo TpaOBa ChOTBETHO Aa C€ HAMaJTH Jo3aTa
Ha rabaneHTHH HIIH Ba ONIHOH[IMTE.

He ca ycTaHOBEHH B3aMMOJCHCTBHA MexTy rabaneHTHH U ¢eHoOapOuTai, GeHUTOHH, BANNpoEsa
KHCEMHHA HITH KapOamas3enuH,

d)apmalcomﬂe’r HKaTa Ha rabaneHTHH ce JOCTUraHe Ha CTallHOHAPHO CLCTOAHHE [IPH 3APABH XOpa
e noaobHa Ha TazH NpH NAaHEHTH © ENHICIICHA, TIOTYYaBalllH TC3H aHTHCITHIICNITHYRA [IPOJAYKTH.

EanoBpeMeHHHAT MpHEM Ha rabaneHTHH ¢ NEPOPaNHH KOHTPALIENITHRH, ChAbPIKALIY HOPETHHAPOH
W/HIM ETHHIN eCTpaguo, He NOBIHABA $apMaKOKHHETHKATa B CTAIlMOHAPHO CHCTOAHME HA HHTO
€/IHA OT CLCTABKMTE.

EAHOBpeMEHHUAT npveM Ha rabaneHTWH ¢ aHTHALMOM, CBABPAKAWIH ATyMHHHH H MAarHe3ui,
HaMansea SMoHATHYHOCTTA Ha rabaneHTHH Ao 24 %. [Ipenopbusa ce rabaneHTHH JAa ce MpHeMa
Hali-paHo ABa Jaca ciej NPHEM HAa AHTHAUMI,

MpobGeHeuua He npomena GrOpeuHaTa ekckpeLys Ha rabaneHTHH.

Ilpy eqHoBpeMeHeH npueM Ha rafaneHTHMH W UMMETHIMH e HabmoaaBaHo c1afo HaManeHwe Ha
6BuOpevHaTa eKCKpeLHs Ha rabaneHTHH, KOETO HE Ce O4aKBa Aa HMa KIMHHYHO 3HAYCHHE.

4.6 PepTHAATET, GpeMEeHHOCT H KbpPMeHe

Bpemenuoer

Puck cewpzan ¢ enuaencus u o6uwo ¢ anmuenurennmuunume aexapemea (AEJI)

CrielHanHg CHBETH OTHOCHO MOTEHIIHATTHHA PHCK 3a IJ10/a, MPHYHHEH KaKTO OT IbPHOBe, TAKa H OT
AHTHENHIENTHYHO JleueHHe, TpAGBa 1a ce aBaT Ha JKEHH C JETEPOJEH NOTEHLMAN H ocobeHo Ha
KEHHM, IUaHWpallH OpeMeHHOCT, W KeHHW, kouto ca Opemennn. Heobxoaumoctra o
AHTHEMHMENTHYHO NeveHHe TpaOBa Aa ce mpepasrnena, KOraro jkeHara IUIaHdpa ja 3abp
IpH xeHHW, NeKYBAHH 3a CMHIETICHS, He TpabBa na ce npeanpHeMa PA3KO NPEKpaT,
AHTHETMNETITHYHATA TEpanKd, Thi KaTo TOBa MOXe 1a AOBefe A0 MOABA HA I'bPHOBE, 110
Ha OTHEMaHE Ha NEUEHMETO, KOMTO MOTAT Aa HMAT CEPUO3HH NOC/EIHLH KaKTO 3a MaiK
3a Aeteto. CamocTosTenHaTa Tepanus Tpadea Aa ¢€ NPEANOYKTA BUHATH, KOTATO € Bhb3
Karo Tepanuata ¢ MHOecTBO AEJ] Moxe na Obae cpmp3aHa ¢ NO-BHCOK DHCK ©
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MaJ'ICIJOpMaI.lP]PI, OTKOJKOTO  CAMOCTOATEJIHATA Tepanud, B 33aBUCHMOCT OT H3NOA3BAHHUTE
AHTHETTHICIITHLH.

Pucroee, cevpzanu ¢ cabanenmun
I'aaneHTHH NpeMHHABa Npe3 MNALEHTATA.

Jannute or cKaHaMHABCKO 00CepBALMOHHO NpoyuBaHe Ha moBede oT 1 700 OpeMeHHOCTH,
H3NOMEHH Ha rabaneHTHH Npe3 NMbPEUA TPHMECTDLP, He IOKa3BaT N10-BHCOK PHCK OT FOJIEMH BPOAEHH
MaTOpMALIHH CPe/l TELATa, H3NIKEHH Ha rabaneHTHH, B CPaBHEHHE C JIELaTa, KOMTO He ca Onau
H3N0KEHH Ha Bb3ICHCTRHETO MY, W B CPaBHEHHE ¢ A€LIaTa HAI0KEHH Ha nperabanyH, NaMOTPUrHH
M nperabannH WK TaMOTPHTHH, [10 ChIlHA HAaYHH He € HalNIoARaH MOBHLIEH PHCK OT HAPYLUSHUA
HA HEBPONOMYHOTO Pa3sBUTHE MPH AeLa, H3MIOXKEHH Ha rabaneHT#HH 1o BpeMe Ha OpeMEHHOCT.

Mma orpaHMYeHH [OKa3aTEencTBA 32 NO-BHCOK PHCK OT HHCKO Terjio MNpH paxaaHe H
MPEXACBPEMEHHO PadKJaHe, HO HE W OT MBPTBO DP@XKAdHE, HECLOTBETCTBHA HAJONY CHPAMO
recTallAOHHATA BB3PACT, HHCHK pe3yNTaT mo Anrap Ha 5-ta MHHyTa H Mukpouedanus npu
HOBOPOIEHH OT XEHH, H3NOXKEHH Ha rabaneHTHH.

[MpoyuraHWATA NPH }KUBOTHH MOKA3BAT PENPOAYKTHEHA TOKCHYHOCT {BXK. Touka 5.3).

[abaneHTHH MOKe Aa C€ H3MON3BAa MO BpeME Ha ITbpPBHA TPUMECTLP Ha OpeMEHHOCTTaA, aKO €
KJIHHHYHO HEOOXOIHMO,

Cpobliapa ce 33 HEOHATaNeH CHHJIPOM Ha OTHEMaHe NPH HOBOPOACHH C in utero €KCIO3HLMA HA
rabanenTHH. EnHoBpeMeHHaTa eKCio3HIM Ha rabaneHTHH M ONHOWAH TIC BpeMe Ha OpeMeHHOCT
MOKe Ja NOBHIIK PHCKa OT HEOHATaNeH CHHApPOM Ha oTHemane. Hoeoponenure TpaGea na ce
npocieassaT BHHMATENHO.

Kbpmene

T'abaneHTHH ce eKckpeTHpa B KepMarta. [Topagu ToBa, Ye eexThT BBPXY KbPMaUeTo € HeH3BeCTeH,
TpaOBa BHUMATENHO JIa ¢ IPELICHH MPHNIaraHeTO Ha IEKAPCTBEHHA MPOAYKT NPH KbPMELIH MaiKH.
IlaGanenTHn Tpabea Aa ce H3MON3Ba NPH KBbpPMEIlM MaiKH, CaMO ako MNoa3aTa KaTeropH4HO
HAJBHIUARA PHCKA,

DepTHInHTeT

Hsama eexT BBpXy QepTHIHTETA MPH NPOYYBAHHATA BLPXY XHBOTHH {BXK. TO4ka 5.3).
4.7 EdexTn BLpXY cnocobHocTTa 32 mMothupane 4 pabora ¢ Mamwunu

IaGanenTHH MOBAKMABA B NEKa HIM yMepeHa cTeneH cnocobHocTTa 3a wodupaHe H pabora ¢
Mainie#, [abaneHTHH BITHAe BbPXY LIEHTPAHATA HEPBHA CHCTEMA M MO3Ke J1a NPHUIMHH CHHIHBOCT,
3amaliBaHe WIH APYTH CBLp3aHH cMMnToMH. JIopH M Aa ca camo ¢ ieKa WIH YMEPEHa CTENEH, Te3H
HeXKeNaHu peakLMH MOXe 1a ca [IOTEHUHAIHO ONAcHM 3a NALMeHTH NpH wodHpaHe WK pabora ¢
mamnHA. ToBa e Banuano ocobeHo B HAYanoTo Ha JICHEHHETO W CIE]] IOBHILIABAHE Ha 103aTa.

4.8 HexenaHn 1eKapCTBEHN PEAKIHH

Hexenanute nekapcTBeHH peakiliM, HaOMIOJaBaHH MO BPEME HA KJIHHHYHMTE NPOY4BaH
NpoBeAeHH NPY eNMWICTICHS (A0MBIBAIIA H MOHOTEpANHA) 1 HeBponaTHa 6onka, ca npeacT
B 00111 CITUCEK MO-A0TY, TPYTIHPAHH MO KIAC M YecToTa: (MHOro vectH = 1/10); uectn (
no <1/10); negecru (>1/1000 no <1/100); penku (>1/10 000 go <1/1000); MHoro peax
000).




Korato e nabnonapaHa HexeNnaHa peaklda ¢ PazIHYHa YECTOTA NPH PA3THYHHTE KIHHHYHH
NPOYUYBAHHA, TA € 3aMHCAHA C HAli-BUCOKATA OTPA3€Ha 4eCTOTa.

JlombHUTENIHH HeXXeNTaHH PEaKLHH, AOKIaJABaHW N0 BPEME Ha NOCTMAPKETHHIOBHA ONMT, ca
BIJTIOMEHH C HEW3BECTHA 4ecTOTa (OT HANMYHMTE IaHHH He Moske Ja ObJe HanmpaBeHa OLEHKa),

MpeacTaBeHH ¢ KYPCHB B CITHCH

Ka no-Joiy.

[IpH BCAKO CPYMHpaHe B 3aBMCHMOCT OT YECTOTATa, HEXEJIAHMTE JIEKApCTBEHH pEaKLUHH ce

H36p0ﬂBaT B HH3XO0A4lll pea 110

OTHOLICHHE HA TAXHATA CCPHO3HOCT.

CHceTeMo-0pranet Kiac

Hexenana NekapcTBeHa peakuus

Hudexuuu n andecrannn

MHoro uyecTH

BHpYCHa HH(pEKIUS

YecTH

MHEBMOHHA, PECIMPATOPHA UHGEKINA, HHPEKLHA Ha THKOYHHTE
MbTHLLA, OTHTHC MEOHA

Hapymenns Ha KPLETA H JH

MipHaTa CHCTEMA

Yectn

JIEBKOIICHHA

C Hen3BeCTHa 4eCToTa

mpomboyumonenusn

Hapymenns Ha HMYHHATa cHCTeMa

Heuectu

aneprudHH peakiliH (Hamp. ypTHKapus)

C HeM3BECTHA 4eCTOTa

CUHOPOM HA COPLXYYECMBUMETHOC (CUCMEMHA PEAKYUA C
RPOMEHAUBY CUMIIMOMY, KOUMO MO2am 0d 8KIIOMEAn mpeckd,
obpus, xenamum, IuMmpaceHonamus, eo3UROGWIUA, KaKmo
ROHAKO2A OpY2u cumnmomu), anadunaxcus (exc. mouka 4.4)

Hapymenna Ha MeTaGo/1H3Ma H XpaHeHeTo

YecTH 8HOPEKCHSA, NOBKILEH ANETHT
HeuectH

auaber)
Penxu

XHepriavkeMia (Haii-uecto HabMKOAaBaHA NPH NALHEHTH C

XHIOTTHKEeMHA (Haii-vyecTo HabnioaaBaHa Npy NALKEHTH ¢
nuaber)

XUROHamMpueMus

C HeH3BECTHA 4eCTOTA

TIcHXHYHKR A2pYIIEHHA

Yect

BpakieOHOCT, o0 bpKBaHe W EMOLMOHAIHA Na0HITHOCT, JenpecHs,
TPEBOKHOCT, HEPBHOCT, a6HOPMHO MMCIICHE

HeuecTH

BL30yna

C HeM3BeCTHA HeCToTa

Hapylnemm HA HEPBHATA CH

CYUYUONG UDeayin, XAMOYUHAYUY, AEKAPCMBERA 306UCUMOCT

cTEMA

MHuoro uectn

Yectn KOHBYJICHH, XHIIEPKUHE3HH, TH3APTPHS, AMHE3HA, TPEMOD,
6e3cbHMe, rnapobonme, ycelatud KaTo MapecTe3us, Xune
HAPYILEHA KOOPAHHALMA, HHCTArbM, 3aCHIICHH, MOHKKE
nunceauy pednekcu

COMHOJIEHTHOCT, 3aMasgHOCT, ATAKCHA

HeuectH

XHIMOKWHE3HA, YMCTBEHO YBPEKIAHE
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Penku 3ary0a Ha Cb3HaHHE

C HeH3BECTHA YECTOTA Opyau ogueamennu HAPYEHUA (HAND. X0peoamemosa,
QUCKune3Us, OUCMOHUR)

HapywieHnusi HA 09HTE

YectH IPUTETHH HApPYLIEHHA KaTO aMOTHOMKS, AUILIONIHA

HapyueHHS HA YXOTO H Ta0HpHHTA

Yectn CBETOBBPTEXK

C HeusBecTHa YyecTOTa munumyc

CobpieunH HapylIeHHs

Heuectn MANHTALIHH

CouaoBH HapyIeHns

Yectu XUIEPTOHHSA, Ba30AHNATALIHA

PecnHpATOPHR, TPBAHH H MEIHACTHHAJIHA HAPYIIEHHS

Yectu OMCIIHes, GPOHXUT, GapHHTUT, KAILTHLA, PHHHT

Peaku pecnUpaTopHa Jerpecua

CromMamuo-4peBHH HAPYIICHHSA

Yectn NOBPBIIAHE, rafeHe, 350HH AHOMANMH, IMHTHBHT, THApHA,
kopemHa Gonka, Aucnencys, 3aneK, CyxoTa B yeTaTa Wil
rbpAOTO, (raTyneHums

Heuecrn oucarus

C HeuzBecTHA YecToTa nauKpeamum

XenaTofHa1HapHH HAPYIIEHHS

C HeH3BeCTHA HECTOTA XeRAMmum, JXbIMeruya

HapymieHus Ha KO:KATA H NOAKOXKHATA ThKAN

Yectu JIHLIEB €1EM, a, YeCTO OMHCBAHA KATO HATHPTBAHE B
p
| pesynTar Ha ¢puzMuecka TpagMa, OOpHUB, NPYPHTYC, AKHE

-

C Heu3BecTHa 4ECTOTA cunopom na  Stevens-Johnson, moxcusHa  enudepMannHg
HEKpOTU3a, aHZuoedeM, epumema Myrmudopme, anoneyus,
aexapcmeer 06pue ¢ eo3UHOMIIUA U CUCTEMHU CUMIIMOM (8IC.
movka 4.4)

Hapymeﬂml HA MYCKY/IHO-CKEJIETHATA CHCTEMA H CHOTHHHTEJIHATA THKAH

YectH apTpanrus, Muanrus, Gonka B repba, MyCKYJIHO MOTPETIBAHE

C HeH3BECTHA YeCTOTa }patﬁda.uuoﬂwa, MUOKAGHYC, OBOCIPANE HO MUQCIMEHUA ZPABNC

Hapywenns Ha 060penATe ¥ NHKOYHATE NBTHIA

: B
C HeH3BECTHA 4ECTOTa -ocmpa Gubpeuna HedoCMaMmBYHOCM, UHKOHNMUHEHYUR / xS

HapyueHAs HA BL3NPOH3BOAHTE/IHATA CHCTEMA H MbpAaTa

Yectn HMIIOTEHTHOCT
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C HeH3BeCTHA YecTOTa Xunepmpoghun Ha Zepoama, ZUHEKOMACTIUA, CeKCYTHA
OUCGyHRYUR (BRIIOYUMETHO NPOMENY 8 TUDUODMO, HapYyUieHUR
Ha eRKYAQyUAMa u GHOPZMIIR)

O6mn HapymweHHs H eeKTH HA MECTOTO HA HPHIOKEHHE

MHoro uectn yMopa, Tpecka

YecTn nepudepeH eaem, HapyllleHa NOXOJKa, acTeHHs, Homka, obLIo
HepasToNIoKeHRe, rpunonoaobeH cUHAPOM

Heuectn reHEpaATH3NAPAH EAEM

C HeH3BECTHA YECTOTA peaxyuu na omuemarne™®, zppona borxa. Cvobwasa ce 3a chyqau

HA 8REIGNHA, HeobacHuUMA CMbPM, KAmMo npuuuuno—auec)cmaeua
SPB3KA C AEYEHNEMO C 2abanenmun ne € yocmanoeend.

Hacneasanun

Yecru HaManeH O6poi 6enH KPBBHH KIIETKH{IEBKOLIMTH), MOKAYBaHE HA
TeNecHOTO Tero

Heudectn MOBHIIEHH CTOHHOCTH Ha YepHOAPOOHHTE QYHKIHOHAIHH
tectoBe CT'OT (ACAT), CT'IIT (AJIAT) u 6unupybun

C HeM3BeCTHa YeCTOTA nosuiuena Kpeanm Qocoxunaza 6 Kpbema

HapausiBaHHA, OTPABRHHEE H YCXOKHEHHS, Bb3HHKHAJIE B Pe3y/ITAT HA HHTePBeHNHH

Yectu HHUMIEHTHO HapaHABaKe, QppakTypa, abpazns

Heuectn najgaHe

* Habmopaasanu ca CHMNTOMH Ha OTHEMaHe clie/l [IpeKpaTaBaHe MM HaMandBaHE Ha J034aTa Ha
KPAaTKOCPOYHO M ALJITOCPOYHO NleyeHHe ¢ rabaneHTHH. CHMIITOMM Ha OTHEMAHE MOTAT 1A C€ NIOABAT
CKOpO ClleA npeKkpaTaBaHe Wi HAMAJIABARE Ha 103aTa, OOHKHOBEHO B PaMKHTE Ha 48 daca,

[lo BpeMe Ha neuenueTo ¢ rabaneHTHH ce chO0MIABA 32 CTyuad Ha OCTHP MAHKPEaTHT. Bpb3Kara ¢
rabaneHTHH e HescHa (B, Touka 4.4).

[Ipu maumeHTH Ha XeMOAUATH3A, NOPaU TePMHHANTHA GBOpeYHa HEIOCTATHYHOCT ce ChobiiaBa 3a
MHONATHA ¢ TTOBHLUICHH HHBA HA KPCAaTHHKHHA3ATA.

3a KH(EKLMK HA peCNHPATOPHUTE ITBTHINA, OTUTHC MEJHa, IEPYOBE H GPOHXHT ce chobllaBa caMo
B KJIMHHYHATE NPOy4BaHus npv Aeua. B KnMMHYHMTE NPOYUBaHHA NMpH Aena AOTBIHHTEIHO Ce
cho0I1IaRa YECTO 3a arpecHBHO MOBEleHHE U XHITePKHHE3HH.

Cro0iaBaHe Ha NOAOIWPAHM HEXKENAHH PEAKIIHU

Crobwasanero Ha NOJO3MPAHHA HEKEMAHH PEAKUHHE CAell paspellaBaHe 3a ynotpeba Ha
JIEKApPCTBEHHA NMPOAYKT € BaxkHo. TOBa NO3BONIABA A3 MPOALIKH HaDMOAEHHETO Ha
CHLOTHOUIEHHETO TION3a/PHCK 33 JIEKAPCTBEHHA NpoaykT. OT MEAHLIAHCKHTE CIELUHAIACTH &
HINCKBA J1a chOOIIABAT BCAKA NOA03HPAHA HEXENaHa peakuus dpes: M3nbanuTensa arenuua no
NeKapcTBaTa, ya. ,,Jdaman [pyer” Ne 8, 1303 Codmn, Ten.: +359 2 8903417, yebeaiir:

www.bda.bg.

4.9 IlperosHpane

OcTpa, XHBOTO3ACTPALIARAIIA TOKCHHYHOCT NPH NMpeo3HpaHe ¢ rabaneHTHH B N03H 1
HaGmoaasada. CHMNITOMKTE Ha NPefO3UpaHe ca GWIH: 3aMasHOCT, IBOHHO BHIKIAHE,
CHHJIMBOCT, 2aryfa Ha Chb3HAHHE, JISTAPTHA M Jieka AHapus. BCHUKH mauueHTH ca ce Bb3
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HAITBIIHO ciied moanbpxaina tepanus. Hamanenara abeopbuma Ha rabaneHTHH nNpu npHeM Ha no-
BUCOKH J103H MOsKe Ja OTpaHHYH abcopbLmaTa npy npeao3HpaHe, KaTo Mo TAKBB HAYHH c€ HaMalABa
TOKCHYHOCTTA NPH DpPeA03HpaHe.

Ipeno3upaneTo Ha rabaneHTHH, ocobeHo B KoMbuHauua ¢ apyru noruckany ITHC nexapereenn
NpOTYKTH, MOXE 1a N0BEJE N0 KOMa.

Brnpeku, ye rabameHTHH Moke Aa ObJe OTCTPAHEH OT UHPKY/TALHATA ¢ XEMOTHANH3A, HATHYHHAT
OIIHT MOKa3B4, Y€ TOBa 0DHKHOBEHO He & HeoOXo1uMo. Brnpeku ToBa obade, Npy NalLHEHTH ¢ TEKKO
GBrOpedHO YBpEKIaHe XeMOHAIH3aTa MoXe Ja Obae nokaszaxa.

[Tepopannarta netanHa 103a Ha rafaneHTHH He ¢ OMNa YTOYHEeHa IPH MHMIDKH H TUTBXO0BE, KOMTO ca
nomyswnu 103u Ao 8000 mg/kg. IIpuaHaiMTe Ha OCTpa TOKCHYHOCT [IPH JKHBOTHH Ca BKTIOYBANIH:
4TAKCHA, 3ATPYAHCHO ANLIAHE, 1ITO34, HaMaleHa AKTHBHOCT WIH m;aﬁyna.

5. OAPMAKOJIOIrHUYHHU CBOHUCTBA

5.1 PapMAKOIHHAMHYHA CBOHCTBa

(DapMakoTepaneBTHYRa rpyna:; J[pyrH AHTHEITHNENITHIH
ATC kox: NO2BF01

MexaHH3EM Ha AeiicTBHE

I'aGareHTHH NECHO MPEMHHABA B MO3BKa H NPEJAOTBPATABA NPHNAABLIH TIPH PEAHLIA XHBOTHHCKH
MoJeH Ha emdnencus. [abaneHTHH He npuTexara apuautet kbM GABAA nnn GABAB
peuenTopuTe, HHTO nipoMeda MeTabonnaMa Ha GABA. He ce cBbp3Ba ¢ apyru
HEBPOTPAHCMHTEPHH PELIENITOPH B MOIBKA H HE B3aHMONEHCTBA C HATPHEBHTE KAHAIH.
TabanenTHH ce CBLP3Ba ¢ BUCOK adHHMTeT ¢ 020 (anda-2-nenra) cyOeqHHHIIATa HA BOITAXK-
JABMCHMHTE KANLMEBH KAHAIM H Ce MPEANONara, 4é CEbP3BaHeTo ¢ 020 cyOeqMHMIIATa MOXE Na
Wrpae pols B NPOTHBOrbPUOBHTE eeKTH Ha rabaneHTHH NpH KHUBOTHH. CKPHHHPAHETO Ha roNAM
ofeM JaHHM He Tpeanoara Apyra NPULUETHa 3a MeTMKaMeHTa CTPYKTYpa, pa3iiHiga oT o28.

JaHH#TE OT peanua NpeaKIHHUYHKE MOJIENH NOKAa3BaT, Ye apMaKoIorHinaTa akKTHBHOCT Ha
rabaneHTHH MOXe 13 ce MeHUpa NOCPEACTBOM TIOHWKABaHe Ha 0CBOOOHKAaBAHETO HA BB30YAHH
HEEPOTPAHCMHTEPH B H4CTH OT LUEHTPATTHATA HEPBHA CHCTEMA, Ype3 CBhp3RaHe ¢ ¢20. Tasn
AKTHBHOCT MOJXE Ja NOJAKpens NpoTHBOIbPUYOBOTO AciicTBUE Ha rabanenTuH, Ilpeacton aa ce
H3SCHH 3HAYHMOCTTA Ha TOBA AeACTBHe Ha ralaneHTHE N0 OTHOLIEHHE Ha MPOTHBOIbPUYOBMTE
eexTH MpH Xopa.

I'aGaneHTHH Noka3Ba ePHKACHOCT M NPH PeAHUA NPEIKTHHAYHA KHBOTHHCKE GONKOBH MOJIEITH.
Ipeanonara ce, ye cneuudHYHOTO CBBLP3BaHE Ha rabaneHTHH 26 cy0eAMHHLATA BOOH A0
HAKOJIKO PA3/IMYHK TeHCTBHA, KOUTO MOJKE 12 Ca OTTOBOPHH 3a aHAITETHYHOTO ACHCTBHE NPH
KHBOTHHCKH MOACTH. AHaNreTHYHOTO ﬂeﬁCTBHC Ha rabaneHTHH MOMe Ada NpOH3X0¥KAa OT
rpbOHAYHMA MO3BK, KAKTO M OT NO-BHCILH MOIbYHE LIEHTPOBE, Ype3 B3aHMOAEHCTBHA ¢
HH3XOIALIATE, HHXHORpaIUK GonkaTa NETHILA. 3HAYMEHHETO Ha TE3W NPEKIMHAYHYU CBOMCTBA 32
KIHHHYHOTO ﬂeﬁCTBHe [IpH Xopa € HEW3BECTHO.

Knunuyna edukacHocT ¥ Ge3onacHocT

KIIHHHYHO TIPOYYBAaHE KATO A0MbNBALLA TEPANMA 34 NAPUMAIHH NPHCTHIH NPH TIE
MAIHEHTH, YHATO BEIPACT Bapupa oT 3 10 12 roaxHH, € nokasano YHCIEHa, HO HE CTH
3HauMMa paziiuka B S0 % yecToTa Ha OTTOBOPHITHTE B MONI3a Ha TpynaTa Ha rabaneHTHH(B
¢ mnauebo. JIoNbAHKWTENIHH AHANIKM3K CIEA 3aBbPIIBAHE Ha NPOYYBAHETO HA

OTTOBOPHJINTE YYaCTHMLM MO BB3PACT HE MOKA3BAT CTATHCTHYECKH 3HAYMM edeKT
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KaTO HEMPEKbCHATA H KATO JMXOTOMHA BEJTMYHHA {Bb3PacTOBH rpynH 3-5 1 6-12 roxunn). Januure
OT TO3H AONBIHUTENECH aHANM3 C/e]l 3aBLpIUBAHE HA MPOYUYBAHETO €A NPEACTABCHH B ClaeaHaTa
TabMua:

Otrosop ( 2 50% ¢ nonoGpenue) 1o nedeHue H Bb3pacT
MITT*nomynaups
Bn3pacTora xareropms ITnaue6o T'aGaneHTHH P-CroiiHoct
< 6roAMiIHa BE3pacT 4/21 (19,0%) 4/17 (23,5%) 0,7362
6 10 12-roavHa ew3pact |17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - MoandHUMpanaTa notynauka ¢ HAMepeHHe 3a NedcHue
€ AeMHNpaHa KaTO BCHYKM MAaLKEHTH, PAHIOMH3HPAHH HA MPOYYBAHHA MEIWKAMEHT, KOHTO Ca
HMAITH IOJHH 33 OLEHKA JHCBHHKLM HA NPUCTBITMTE, NPEAOCTABEHH 33 28 JHH, KAKTO Ha H3X0JHO
HHBO, TAKA K B JBOHHOCAANATA (da3a.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbima

BbpXOBHTE IUTa3MEHH KOHLIEHTPALH Ha rabancHTHH ce HabMonaRaT B paMKHTe Ha 2-3 vaca cneq
nepopaneH npHeM. buoHanuyHoctTa Ha raGaneHTHH (vacT oT alcopOMpaHaTa 103a) MOKa3Ba
TEHACHLUA KbM HaMaldBaHe C MOBHLIABaHe Ha Ao3aTa. AGcomoTHaTa CHOHATHYHOCT Ha Kamncysa
oT 300 mg ¢ npubauzuTenso 60%. XpaHara, BKI. ¢ BHCOKO ChAbDKAHHE HA Ma3HHHH, HE OKa3Ba
KIMHHYHO 3HAYHM edeKT BbpXY dapMakoKHHEeTHKATa Ha rabaneHTHH.

($apMakoKHMHETHKATa HA rabaneHTHH He CE NMOBNHABA OT MOBTapsall ce npHem. Bonpekn ue,
MAa3MEHATE KOHLCHTPALMH Ha rabanenTyH B INIMHHYHA NPOYYBaHKUA ca 6inu 0OMKHOBEHO Mex Ty
2 ug /ml B 20 pg /ml, TE@KHBa KOHUEHTPALUHMH HE Ca [IOKA3aTeNHH 33 Oe30MmacHOCTTa MM
e(pHKacHOCTTA.

DapMaKOKHHETHYHATE NapaMeTpH ca naneHd B Tabnuua 3.

Tabnupa 3

O6o61enue Ha cpeaHuTe crofiHocTH (%CV) Ha dpapMakoKMHeTHYHUTE NapaMeTpy Ha
rafanenTuH B CTALIHOHAPHO CHCTOAHME CIIEN NIPHEM Ha BeekH 8 daca

(DapMakOKHHETHYEH 300 mg 400 mg 800 mg
NapaMeThp N=7 (N=14) (N=14)

Cpemna |%CV | CpenHa %CV | Cpenna %CV

Cnax (g /ml) 4,02 (24) 5,74 (38) 8,71 29)
tmax (h) 2,7 (18) 2,1 (54) 1,6 (76)
Tz (h) 52 (12) 10,8 (89) 10,6 (41)
AUC (0-8) 24,8 (24) 34,5 (34) 51,4 27
pgshr/ml)

Ae% (%) HH HH 47,2 (25) 34,4
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Cuax = MakcHManHa 11a3MeHa KOHLEHTpaLHA TIPH CTAUHOHAPHO ChCTOAHHE

tmax = Bpeme no pocturade Ha Cuax

Ti2 = [loMyXHBOT HA ENHMHHHpaHE

AUC(0-8) = [Lnoi, mox KpHBaTa Ha [UIa3MEHATa KOHLEHTPALMA H BPEMETO B CTALIMOHAPHO
cheToAHME 3a BpeMe oT 0 10 8 yaca cien gosata

Ae% = TlpouenT oT n03aTa, EKCKpeTHpaHaTa B HEMPOMEHEH BH/l B YPHHATa 3a Bpeme oT ()
1o 8 waca cnea posarta

HH = He e Hanuuno

Paznpenenenue

Ta6aneHTHH He ce CBBP3Ba ¢ IUIA3MEHHTE NMPOTEHHH M HEroBMAT 00eM Ha pasnpenencHue 57,7
nutpa. [pH nauMeHTH ¢ enMnencus, KOHLUEHTpauuuTe Ha rafaneHTHH B rpHOHAYHO-MO3BYHATA
TeyHOCT ca npHOmusuTenHo 20% OT CLOTBETHHTE CTALMOHAPHH MHHHMAIHH TIa3MEHH
koHUeHTpaluH. ["'abaneHTyH ce OTKpHBa B KbPMATa HAa KbPMELLH JKEeHH.

BuoTrpancthopmanug

Hsama nannu 3a MetaGonuseM Ha rabanenTus npu xopa. ['abaneHTHH He HHAYLHpa YepHOAPOOHH
OKCHIA3HH €H3HMH CbC cMeceHa (DYHKLHS, OTTOBOPHHM 32 NeKapcTBeRU MeTaboMH3bM.

Enumunupane

T'aGaneHTHH ce eTMMHHMPA HETIPOMEHEH caMo ype3 G1r0peuHa eKcKpenma.
[TonyKHBOTHT Ha €THMHHHpaHE Ha rabaneHTHH He 3aBHCH OT A03aTa M € 0Kono 5 Ao 7 vaca.

TTpy nauueHTH B CTapyecka BB3pacT A NPH NaLUMeHTH ¢ Hapyniena Ob0peuna QyHkuuna, NIasMEHUAT
KIHMPEHC Ha rabaneHTHH e HamaneH. KoHcTaHTaTa Ha CKOpOCTTa Ha €MHMHHHMDAHE, MIA3MEHUAT
KIMpeHe ¥ 6uOpeuHns KIMpBHC Ha rabaneHTHH ca NpPaBONMPONOPLHOHANHH Ha KPEATHHHHOBHA
KITHPLHC.

FabanenTHH Moxe Aa Oble OTCTpaHeH OT IU1a3MaTa ¢ XeMoaHainsa. [Ipenoprusa ce kopurupase
Ha /103aTa NPH MAHMEeHTH ¢ KoMNpoMeTHpaHa ObOpeyna QYHKIHA KWITH NALMEHTH Ba XeMOAHanu3a
(Bxk. TOuka 4.2.)

(dapMakoKHHETHKaTa HA rabaneHTHH NPH Jeua ¢ onpeleneHa npH 50 31paBy MHAMBHAH HA BE3PACT
ot 1 Meceu a0 12 rogunn. Karo nsno nnasMennre KOHOEHTpalUMH Ha rabaneHTHH NpH ACUA Ha
BB3PACT Ha] 5 TOAWEHM ca noao0HM Ha Tead NpH BL3PACTHH NpH Jo3upane B mg/kg.

BbE (hapMaKOKMHETHHIHO NMPOy4BaHe NPH 24 3ApaBH NETHATPHYHH HEIHBHAR HA BL3PacT MEXy |
mecell H 48 Meceua ca ycraHoBeHn npHOmusutento 30% no-Hucka excnoznuua (AUC), no-Hucka
Cinax ¥ IIO-BUCOK KAMPBHC 3@ TENIECHO TEIJIO, B CPABHEHHE C HAMHYHHTE ChOOLIEHH NaHHM 33 Aela
Ha MOBEYE OT 5 rOJMHH.

JInHeiiHoCT/HeTHHEHHOCT

BuonannyHocTTa Ha rabaneHTHH (4act ot abcopOupanara 1o02a) HaMalnABa ¢ YBEJHYaBaHE Ha
N03ata, KOETO TPHIaBa HEJIMHEEH XapakTep Ha (apMaKOKMHETHYHHTE [ApaMETPH, BKITIOYBAIIH
napamerspa 3a 6uonanuunoct (F), nanp. Ae%, CL/F, Vd/F. GapMakOKHHETHKATa Ha €THMH
(hapMaKkoKMHETHUHH miapaMeTpH, kouto He Bkmousar F kato CLr u T1/2) Haii-nobpe
upes JHHelHa ¢papMakokuHeTHKA. CTALMOHAPHUTE ILTA3MEHH KOHLIEHTpallHH Ha raban
N4 Ce MPeIBHAAT OT NaHHWTE CE] eHOKpaTHa 1034,

53 IpeaxaaEHYHA JaHHA 32 Ge3onacHocT
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KaprmHoreHHocT

["'abaneHTHH e mpunaraH B XpaHaTa Ha MHLIKH B 103 oT 200, 600 u 2000 mg/kg/nen U Ha IIbX0BE
B 1034 ot 250, 1000 u 2000 mg/kg/mes B npoasxeHue Ha 2 roaHHu. CTaTHCTHYECKH 3HAYHMO
NOBWLIIABAHE HA YECTOTATA HA ALIHHAPHOKIIETEYHH TYMOPH Ha NaHKpeaca e GHno YCTAHOBEHO CaMO
IIPH MBXKHTE IUTHXOBE NpH HaH-BHCOKATa 203a. MakcHMaliHHMTE MnasMEHH KOHLEHTpalMH Ha
NeKapcTBOTO NPH ILTBXOBe 3a no3ata oT 2000 mg/kg/neH ca 6umm 10 TbTH MO-BHCOKH, OTKOIKOTO
IU1a3MEHHTE KOHLEHTPALMHE B HOBELIKUA OPTaHH3BM NpK f03a 3600 mg/neH. AIHHAPHOKIETBYHHTE
TYMOPH Ha TIaHKPEAca MPH MBXKKHTE IUTbXOBE €a ¢ HHCKA CTeneH Ha MAIUTHEHOCT H He MOBJHABAT
NPEKUBAEMOCTTA, HE METACTA3HPAT WIH HHBA3HpaT B OKOJIHHTE TBKAHH M ca moaobHM Ha Teln,
HabnoaapaHH NMPH KOHTPOJIHKTE JKHBOTHU, Bpb3kara Ha Te3W MaHKpEacHH ALMHAPHOKNETBYHH
TYMOPH IIPH MBKKHTE [UTBXOBE ¢ KAHLEPOreHHHS PHCK 33 YOBEKA € HEACHA.

MyTareHHoCcT

Ta0aneHTHH He MOKa3Ba reHOTOKCHYeH morteHuuan. ['abanmeHTHH He e MyTareHeH in vifro npu
CTAaHIAPTHHTE TecToBe ¢ OaKTepHaNHM KIETKH WiH KieTkH ot GosalauuM. TI'abGaneHTHH He
OpeIU3BHKA CTPYKTYPHH XPOMO30MHH abepaliMM B KneTKM oT Oo3aliHMLM HUTO in vitro, HUTO in
Vivo, H He TIpeIn3BHKa GopMHpaHe Ha MHKPOHYKIIEYCH B KOCTHHA MO3BK Ha XaMCTepH.

Hapvinenus Ha depTHIHTETA

He ca Habmonapany HexenaHH eeKTH BepXy (DEPTHIHTETA M PeNPOIYKTHBHATA CNOCOGHOCT NIpH
mLxoBe B J03H 10 2000 mg/kg (MpUOTH3HTENHO NET MBTH NOBEYE OT MAKCHMMAIHATA AHEBHA 033
3a XOpa, onpe/ieNieHa 3a eMHHMLA TelecHa OBLPXHOCT B mg/m?).

TepaTtoreHHocT

labanedTHH He YBeJlMYaBa YECTOTaTa HAa MAaN(OpMALMHTE B CPaBHEHHE C KOHTDOJIWTE B
NOTOMCTBOTO HA MULLIKH, IUTHXOBE HIH 3aiLIH NpH 1031 ¢hoTBETHO 50, 30 M 25 MbTH, NO-BUCOKH OT
IHEBHaTa A03a npH HoBeka oT 3600 mg (ChOTBETHO YETHPH, NTET WIH OCEM ITHTH NOBEYE OT AHEBHATA
71032 TIPH 4OBEK, U3MepeHa B mg/m?),

[abameHTHH npHYHHABA 3a0aBsHe Ha OCHOMKALMATA Ha uepena, NPeIlIeHHMTE, KOCTHTE Ha
NIpEIHKTE H 33JHATE KPAHHALK NPH TPH3a4YH, KOETO € MOKA3ATEIHO 38 peTapaalMs Ha pacTexa Ha
detyca. Teau edexTn ce nossssaT, koraro OpeMeHHH MHIIKH MOTy4apaT nepopano ao3u ot 1000
uin 3000 mg/kg/nen B neproaa Ha opraHoreHezara H Ha ILUTBXoBe - Jo3H oT 2000 mg/kg npenu 1
0 BpeMe Ha neproaa Ha dndroceane U npes usanarta 6pemerHocT. TesH A03H ca npubnuznTtenno |
A0 5 TBTH MO-BHCOKM OT J03aTa NpH Xopa oT 3600 mg, uaMepena 3a mg/m?.

He ca zabens3zanu yepexxaaHus npu 6peMeHHH MRUIKH, Ha KOMTO € NaBaHa fjo3aTa ot 500 mg/kg/nen
(okono % OT AHEBHATA 1034 33 XOpa B mg/m?),

YBenuuapaHe Ha 4ECTOTATA HA XMAPOYpeTep W/HIAH XHapoHedpo3a € HaGIIOAABAHA NMPH ILTbXOBE,
Ha KoMTO € fAaBaHa n0za or 2000 mg/kg/meR B npoyuBaHe BBPXY (eprnuTeTa M obwara
penpoaykums, 1500 mg/kg/nen B npoyuBaHe 3a TeparorensHocT W 500, 1000 u 2000 mg/kg/nex B
MEPHHATANHO M NIOCTHATAIHO NMPoyuBaHe, 3HAUCHUETO Ha TE3H PE3yNTATH HE € H3ACHEHO, HO TE €A
G1IH cBLp3aHH ¢be 3a0aBeHo paseuTHe. Te3M 103 ca cbino npHGAH3HTENHO 1 30 5 OBTH MO-BHCOKH
OT YoBeLKaTa N03a oT 3600 mg B mg/m’.

B TepaTONOTHYHO NPOYHYBAHE NPH 3aHLM YBeNWYeHHe HA 4ECTOTAaTa Ha NMOCTHMIUIA
jaryfa Ha IUIOJA € HACTBNWIO npd OpeMEeHHM XKEHCKH, NpHeMaiH H03d oT 60, 4
mg/kg/neH no Bpeme Ha opraHoreHesara. Te3u no3u ca oxono 0,3 1o 8 NbTH N0-BHCOK)
[03a MpH Xopa oT 3600 mg B mg/m?. 'paHuumTe Ha GE30NACHOCT Ca OrPaHHYCHH, 34 ]
pHck oT noaobHH eheKTH NpH XOpa.
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6. OAPMAIIEBTHYHHA JAHHH
6.1 CoH¢LK HA NOMOIIHATE BelecTha

Crvovpacanue na kancyrama:
JlakToza

IlapeBH4HO HALLECTE

Tank

Kancyana obsuexa:

JKenatun

Turanos auokcun (E 171)
Kenezen okcua, A6aT (E172)
XKeneszen okeup, uepeen (E172).

6.2 HecsBMecTEMOCTH

Henpunoxumo.

6.3 Cpox Ha rogaocT

3 roguHu

6.4 CnennanHn ycJIOBHA Ha CbXpaHeHHE

Ja ce cbxpanspa npu Temneparypa noa 25°C.
Ja ce cbXpaHABa B OPUTHHAITHATA ONAKOBKA,

6.5 Bua B ¢cBALPRAHAE HA ONAKOBKATA

Bnucrep ot PVC/anymunnii ¢ mo 10 Gpos Tebpay xancynu.
Onaxosky X 50 u x 100 TBEpAH Kancynn.

He Beuukn BUIOBE ONAKOBKH MOTAT a 6baaT MycHaTH B npofaxkoda.
6.6 Creuna/IHH NpeaNna3sHA MepKH NpH H3XBLpjagHe/ H paboTa

Hsama cneyqanHn H3HCKBAHMAL.

7. ITPUTEXATEJI HA PASPEIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Boblingen

I'epmanng

Ten.: +49(0)7031/6204-0

Makc: +49(0)7031/6204-31

E-mail: info@woerwagpharma.com

8. HOMEP HA PAJPENIEHHETO 3A YIIOTPEBA
20060713
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9. JATA HA ITbPBO PA3PEINABAHE/ IIOJHOBSIBAHE HA PASPELIEHHETO
3A YIIOTPEBA

Jata Ha mepeo pazpemenne:; 08 Jexemepu 2006 r.
Jara na nocneauo nognopasane: 12 HHyapu 2012 r.

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

02/2026
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