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1. HME HA JIEKAPCTBEHHA TIPOAYKT
I'abaramma 400 mg TEbpIu Kancyim

Gabagamma 400 mg capsules, hard

2, KAYECTBEH H KOMTHYECTBEH CBbCTAB

Besxa Teppaa kancyna cxabpaa 400 mg rabanentan (gabapentin).

TNoMOmHO BellIECTBO ¢ HIBECTHO AckCTRKE:
Beska tebpna Kancyna ot 400 mg chaspxa 90 mg nakTosa.

3a MBJIHHA CAHCHK HA NOMOIIHATE BEINECTEA, BHXTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tebpra kancyna

I'abaramma 400 mg TRbPAY Kancyau: TEBPAA KENATHHOBA KAICY/IA C OPAHXKEBO HEMPO3PaYHO TANO K Kamade.
4. KJIHUHHYHH JAHHH

4.1 TepameBTHYHH NOKA3AHAH

Enunencus

I'abarieHTHH € MoKa3saH 3a A00aBBYHA Tepanua Npd fJevyeHHe Ha MAPUHATHH MPHCTBIH C¢bC HAH (e3 BTOpHYHA
FEHSpANH3aIYA, IPH BH3PAaCTHH H Aella Ha BB3pacT 6 U moBeye roJHHH (BX Touxa 5.1).

labaneHTHH € TOKa3aH 3a MOHOTEpAanHs 3a Jic4eHHE HA TMApHMaAHH MPHCTBIIH ChC HIM 6Ge3 BTOpHHHA
reHepaNH3alKd IPH Bh3PacTHH H KOHOIIM Ha 12 H noBede OJHHH.

Jleuenne Ha neprdepra Herponaraa 6oaka

[abanenTnn e nokasaH 3a JeyeHHe Ha nephdepua HeBponarna Gonka, kato GonesHena nuabeTHa HEBPOTATHA H
MOCTXEPIETHIHE HEBPAITHS [IPH Bb3PACTHH.

4.2 J03HpOBKa H HAYHA HA NPHIOKERHE

EOL’M pCBKA

B Tabnana 1 e onucana cXeMa Ha TUTPHpaHE 3a 3aMO4YBAHE HA TEPANMATA 33 BCHYKH NOKA3aHUA, KOATO Ce
NpenopbyuBa NPH Bb3PaCTHH H IOHOLIH HA BL3pacT 12 U moBe4e roJHHH.
ITpu neua na Bp3pact nox 12 TOAWHA YKa3aHHATA 3a JO3MPAHE ca NPEJCTABEHH B OTAEH
Ta3sH TOYKaA.




Tabnuna }

Cxema Ha Jlosupane — Hauanuno Turpupane

Hen 1 Hen 2 Jen 3

300 mg BenWLX THEBHO 300 mg apa nbTH AHepHo | 300 mg TPH THTH AHEBHO

Cnupane Ha gedennero ¢ rabarenTiy

B cnhoTBeTCTBHE C HacCTOAMATa KTHHHYHA IPAKTHKA, KOTaTO CC HAJIAra [IpeKpaTaBaHe Ha TepanHiaTa ¢ raﬁaﬂeHTHH,
TOBa Tps(ina Jla C& HaNpaBH NMOCTSNCHHO, 32 CPHOA Hali-Manko 1 CEIMHALA, HE3aBHCHMO OT ITOKa3aHHETO.

Emnnencus

[1o NpaHUEAN enHAENCHATA H3UCKBA ABITOCPOUHO JievdeHHe. JI03HPOBKATA Ce ONpEeeNd OT JAEKyBAIMs JNeKap, B
CHOTBETCTBHE C HHIIMBHYaHAT4 NOHOCHMOCT U €(DHKACHOCT.

Bw3pacmnu u ronouu

B knHAMYHE MpoyYBaHHA, eQeKTHBHUAT N030B HATepBat € 6un 900 mg nuesno Ao 3600 mg adesHo. Tepanmuara
MO3Xe fla Ob/e 3anoyHaTa ¢ THTPHpPAHE Ha 103aTa, KaKTo € onrcaHo B TaGmana 1, win upes npunarade Ha 300 mg
TpH oeTH Ha AeH (TI1M) 8 Ilen 1. Cnea toa, Bb3 0CHOBA Ha HHAHBHAYaNHUA OTFOBOP B IOHOCHMOCTTA Ha MALMEHTA
AHEBHATA NI03a MOXe J1a 6B/ie NOMLAHUTENHO YBENHYABAHA HA CTBIIKH No 300 mg/neH npe3 2-3 AHU 10 MAKCHMANHA
Ao3a ot 3600 mg/nen. [lpyn nHAMBAAYANTHH NAUMEHTH MOXE [a € MOAXOASIIO Mo-6aBHO THTPUPAHE HA J03aTa Ha
rabanenTiHH. MHHEMATHOTO BpeMe 2a OCTHTaHe Ha 03a ot 1800 mg/nen e enHa cenqMALa, 32 AocTUraHe Ha 2400
mg/aeH e ob1o ABe CeMHIY, a 33 JocTHraHe Ha 3600 mg/nen e 06wmo Tpy ceamuuy. Josu ao 4800 mg/ xen ca ce
NOHacasiu JoOpe 1o BpeMe Ha ILATOCPOYHH OTBOPEHH KIMHHYHM npoyusanus. OGmara aHesHa 103a TpsGea na
Obae pasneneHa Ha TPH €NMHHYHHM JI03H, KATO MAKCHMANHHAT MHTEPBAT MEXKIy A03HTe He TpaOBa Ja HajBHIIABA
12 gaca, 3a na ce NpeNOTEPATH NOABATA HA KOHBYJICHH.

AHeya na evipacm 6 u noseye zodunt

Hawannara nosa tpaGea na sapupa or 10 go 15 mg/kg/aen u edeKTHBHATA 11034 C& JOCTHIE Ype3 BBIXOAALLO
TUTPHpPaHE 32 IEPHOJ OT IPpHONU3KTeNHO 3 AHH. EdexTHBHATA 1033 HA rabaneHTHH IPH Ae11a Ha 6 H IOBeYe N'OAUHH
e 25 no 35 mg/kg/nen. losu no 50 mg/kg/nen ca nonacauu noGpe B ALATOCPOYHO KIHHHYHO Mpoy4saHe, Obmara
AHEBHA K032 TpAbBA fa Ob/ie paslelieHa B TPH €AMHAYHHA 03, MAKCHMAJTHHAT HHTEPBAT OT BPEME MEXY JO3HTE
He TpabBa 1a HanBHmasa 12 gaca.

He e HeobxoauMo MOHHMTOPHpaHE Ha IUIa3MEeHHTE KOHLEHTPALMA Ha raGaneHTHH, 3a Aa ce ONTHMH3KPA TepanHaTa
¢ rabanenTuH. OcBeH ToBa ralaleHTHH MoXe Ja C€ NMpHaara B KOMOHHALHS ¢ JPYrH AHTHETHIENTHUHH
JIeKapCTBEHH NMPOAYKTH, (€3 ONaceHus OTHOCHO NMPOMSAHA HA IUIA3MEHHTE KOHIECHTPAIHH Ha ralaneHTHH HIH Ha
CEPYMHHTE KOHLEHTPALNK HAa APYTHTE AHTHEMHICHTHYHH ICKAPCTESHH NPOAYKTH.

[Tepudepna HeBponarna Gonka

Buwspacmuu

Tepannata Moxe 1a 3aNM09HE C THTPUpAHE HA J03aTa, KaKkTO € onucaHo B Tabnuua 1. Hpyra Bh3IMOXKHOCT €

HHAHBHIYATHHA OTTOBOP H IMOHOCHMOCTTA HA MALHEHTA A03aTa MOXe jJa Onae JOmE
cTenku o1 300 mg/nexn npes 2-3 1HH a0 MakcuMmanHa no3a ot 3600 mg/nen. [pn nexph

I3 € NOXOAAWO No-6aBHO THTPHpAHE Ha J03aTa Ha rafaneHTHH. MHHHMANHOTO Bp ny. ‘ fite ha, 2034 oT
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1800 mg/nen e exHa ceamuua, 3a JocTHrane Ha 2400 mg/nen e obio 2 ceMHIH, a 3a JocTHrane Ha 3600 mg/nen
e 0010 3 ceamuiy.

EduxacnocTra u Ge3onacHocTTa mpH nedeHde Ha nepudepHa HeppomarHa Gonka, kato Gonka npu nuaGerna
HEBpONIATHA H TOCTXEPNIETHYHA HEBPAJITHA, HE C€a W3CICABAHM B YCIOBHATA Ha KIHHHYHH NMPOYYBAHHA C
NPOABIKHTENHOCT Ha JIEYeHUETO HAA 5 Mecena. AKO NpH MAlHeHTa Ce Hanara NPAJIoKEHHE 34 CPOK Han 5 Mecena
3a neqeHHe Ha nepHdepHa HespomarHa GonKa, NeKyBAUAT Nexap TpaBa Ja HANPABR ONEHKA HA KJIHHHYHOTO
CHCTOAHHE HA MAlMEHTa H /a3 ONPeReNd JaTH € HeoGXoAMMa HONLIHHTENHA TEepants.

HHCTPYKIIHHA 33 BCHYKH O0NACTH Ha TepaNeBTHYHHTE NOKA3AHAS

IIpy malMeRTH ¢ BiOWEHO o0WO 30pPABOCAOBHC CHCTOSHME, T.6. HMCKO TENECHO TErmo, Clen OpraHHa
TPAHCILAAHTALHA U T.H., f03aTa TpA0Ba fia ce THTPHpa Mo-0aBHO, KATO C& H3MOJI3Ba MO-HHCKATA KOHIIEHTPAIHA HAH
[O-ABJITH HHTEPBATH MEky TOBHIIABAHHATA HA JO3HPOBKATA.

Crapyecka BE3pacT (Hai 65 rouam)

I[Ipy nanMeHTH B CTapYECKa BB3PACT MOXKE /I C& HAMMKH KOPEKIHA Ha f03aTa MoPajd HaManaBaHe Ha Onbpeunara
dynkumns ¢ Br3pactTa (R, Tabmuua 2). Tlpu mauveHTHTE B CTAPYecKa BB3PACT € BHIMOXKHO TO-9ECTO Aa ce
NOABABAT COMHOJEHTHOCT, nepudepeH OTOK H ACTEHHA.

Brbpedno yBpexnaHe

Kopexuns Ha 103ata ce npenopbyea npH NAHEHTH ¢ KOMIPOMETHpana Gu0peyHa (yHKIMS, KAKTO e OITHCAHO B
Tabnuua 2, v /HNH NpH NAUHEHTH Ha Xemoauanusa. [abanenTuH 100 mg kancynu Moxe 1a ce H3101384 3a CNa3BaHe
Ha NPENOPBKUTE OTHOCHO 03aTa NPH NaUMeHTH ¢ OBOpevHa HEAOCTATBYHOCT.

TaGnuua 2
JO3HPAHE HA TABAIEHTHH TIPH BBL3PACTHH B CITOPEJ] BBEPEUHATA & VYHKIIUA

KpeaTtnuanHoB K1upeHC {(ml/min) Q6ina fueBHa Ao3a® (mg/nex)
>80 900 — 3600

50-79 600 — 1800

30 -49 300 - 900

15-29 150° — 600

< 15® 1505300

*Obimara areBHa N03a TpaOBa Ja ce npuiara pasfielleHa B TPH PaBHH €JMHHYHM Ao3u. Peayuupanute 1o3u ce
H3MOI3BAT NPH NAUHEHTH ¢ 6B0peyHo yBpexnane (KpeaTHHHHOB KAUPBHC < 79 ml/min),
SIlHeBHaTa 1032 oT 150 mg ja ce npunara karo 300 mg mpes AeH.
"[Ipn naumeHTH C KpeaTHHMHOB KIHPBHC <15 ml/min nHeBHaTa n03a TpAGBa Ja ce HAMATH TIPOTIOPIAOHATHO
Ha KPeaTHHHWHOBHA KIMPBHC (Hamp. HALMEHTH ¢ KPEaTHHHHOB KIMpBRHC 7,5 ml/min TpaGea ma nonydasaT
NIOJICBUHATA OT AHEBHATA 11034, KOATO MOy1aBaT IAIMEHTHTE ¢ KPEaTHHHHOB KIAPEAC 15 ml/min).

Yoo a IPH DAlHEHTH Ha XeMOJHAJIH3a

Ilpy aHypHYHHM NAUMEHTH HA XEMOAWATM3a, KOMTO HHKOra He ¢a MOJydYaBald rabaneHTHH, ce Mpenophysa
HaToBapBama x03a o1 300 no 400 mg, cien Tora ce mpuemat 200 go 300 mg raGaneHTHH ciex BcekH 4 4aca
xeMonnamu3a. B anute 6e3 xemonuanusa He Tpalra [a ce NpHiara neveHue ¢ rabaneHTHH.

IIpn nauvenTHTe ¢ ypenena OnOpeuHa GyHKIHA HA XeMOAHAIHN3A, MOAABPAKALIATA /103 H; 4&7

e chobpa3ena ¢ PenopLKHTE 32 o3upane, npeacrapeH B Tabanna 2. B qomsiHenne kb (i

TIpenopbYBa AOIBIHATENHO Cllell BCeKH 4 yaca XeMoAHANH3a Aa ce npHeMat ot 200 a0 3 '
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Hauun Ha npunoxkexue
3a nepopanHo NpHIOKEHHE.

l'abanenTuH Moxe Ja ce NMpHiara ckc wim Ge3 XpaHa W Kancyniata TpabBa Aa ce MOMTbINA LA ¢ AOCTATHYHO
KONMUYECTBO TEYHOCT (HAMp. ¢ Yalla Boja).

43 flpoTuBOnOKA3aARAA
CBPBXYYBCTBHTETHOCT KBM AKTHBHOTO BELIECTEO HIIH KBM HAKOE OT MOMOM{HUTE BEMECTRA, N30poeHH B Touka 6.1.

4.4 Crenunaann npeaynpexkAeHER B NPEANA3HE MEPKH NpH ynoTpeda

Texkn koxHY Hexxenahy peakumy {Severe Cutaneous Adverse Reactions, SCARs)

Texxn koxHH Hexenann peaxuuy (SCARs), pxmoudTennHo cuHIpoM Ha Stevens-Johnson (Stevens-Johnson
Syndrome, SJS), TokcHuHa enunepManna Hexpomm3a (Toxic Epidermal Necrolysis, TEN) u nekapcTseH oOpHB
€034HOGHIMA u cucTemHH cumnToMd (Drug Rash with Eosinophilia and Systemic Symptoms, DRESS), xouto
MOXe JIa ¢a XXHBOTO3acTpallaBamM HIIK ¢ JieTaneH H3Xojl, ca choOlIeHH BbB BPh3Ka ¢ JICHSHHETO C TabaneHTHH.
I[Ipn npeanucrasero nauueHTRTE TpsbBa A2 Gnaar HHGOPMHpAHH 32 NPH3HALMTE H CHMOTOMHTE M Ja ObaaT
HabmofaBaHy ¢ MOBHIIEHO BHHMAHHE 33 KOKHM peakunn. [Ipy nosBa Ha NpH3HALK ¥ CHMIITOMHE, MTOKa3aTeNHH 32
TE3H PeaKkUHH, mpHeMbT Ha rabaneHTHH Tpa6Ba HeszaGaBHO fAa chpe u A3 ce OGMHCIH ANTEPHATHRHO NeYeHHE
(criopea HeoOXogUMOCTTA),

Axko npu ynotpebara Ha rabaneHTHH IAIMEHTBT € pa3BHI cepro3Ha peakuus kato SIS, TEN umu DRESS,
JledeHHeTO ¢ rafaneHTHH NpH TO3H NALHEHT HUKOra He TpA0Ba Aa ce MoAHOBABA.

AHajunakcus

I'abanenTun Moxe na npenuseHka anadunakcus, IIpu3HAUNTE M CHMATOMMTE B IOKNAABAHHTE CIyYaH BKIIOYBAT
3aTPYAHCHO ANINAHE, NOAYBAHE HA YCTHHTE, TBPINIOTO H €3HKA, H XHIIOTOHHA, H H3UCKBAT CNICUIHO JICUCHHC,
MNaunenTaTe TpAGRa Na OBAAT HHCTPYKTHPAHK Aa COpPAT PHEMA Ha rabanenTHH B He3abaBHO Ja TOTHPCAT
JeKapCcKa MOMOIL, aKO NOYYBCTBAT IPH3HALN WIH CHMITOMH Ha aHadmnakcua (Bx. Touka 4.8).

CyYHuHIHA HAEanHs ¥ NOBeieHHe

Crobiapann ca CyMIHAHA MACALHS U NOBEACHHE NIpH MAUHESHTY, TeKYBaHH C aHTHEMMHNSTTHIHH CPSACTRA 3a
HAKOJIKO NoKa3anus. MeTa-aHanus Ha paHAOMH3HpaHH 11a1e00-KOHTPOIHPaHH TIPOYYBaHHA Ha
AHTHEMMHENTHYHH NEKAPCTBCHH CPEACTRA CHINO MOKA3BA JISKO NOBHLIABANE HA PHCKA OT CYHLIVAHA HASauHs H
noBeaeHHe. MexaHH3MBT Ha TO3M PHCK e HensBecTeH. CITy¥an HAa CyHIHIHA HIEALHS U NOBEJEHHE ca
Ha0mo/aBaHH [0 BpEME Ha IOCTMAPKETHHIOBHA ONUT NPH NAIMEHTH, JISKYBaHH ¢ rabaneHTuH (BXK. Touka 4.8).

TNauueHTHTE (M THUATA, KOUTO CE TPHXAT 3a TAX) TpAGBA 1a GhAAT OCHBETBAHH N NIOTHPCAT MEAULUMHCKA TOMOILL
TIPH MOSBA HA MPH3HAIH Ha CYMIUIHA HAealUHA uid Moeeaenne. [lamueHTnre TpadRra na 6enat Habmopagany 3a
TPHIHALM Ha CYHLWIHA HACALHA H NMOBEJSHHS M Oa ce ODMHCIH noaxoasumo nedenue. B cnyuali Ha cymmana
Hleauus WM nope/eHHe TpAGBa fa ce oOMHCIH CIMpaHe Ha IEYeHHETO ¢ rabaneHTHH.

OcThp NaHKPEATHT
AKO NaNHEHTHT PAa3BHE OCTHP NAHKPEATHT 110 BpeMe Ha eveHHe ¢ rabaneHTHH, TpsOBa fa ce 0OMHCIIH CIIMpPAaHe HA
JIEYEHHETO C rabaneHTHH (BX. Touka 4.8),

I'epuope
Benpekn, ue HiMa IOKA3aTeNICTBA 32 HOBA [TOSBa HA rbPYORE NPY Tepanu ¢ rabaneuTuk
Ha AHTHXOHBYIICAHTHTE NPH AUKESHTH ¢ SMANENICHA MOKE 14 OTKIIIOYH ,,CTATYC CIIHIIe
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KakTo npu ApyrH aHTHEMUIENTHIHA NeKapCTREH: NPONYKTH, IIPH JiedenHe ¢ raGaneHTHH NpH HIKOH MalHeHTH
MOXE J12 C& IOBHINY YECTOTATA HA FHPYOBETE HITH J14 ¢e TIOSBAT HOB THII I'bPUOBE.

KaxTo 11ps Apyr# aHTHENHAENTHYHH NEKAPCTBEHH NPOAYKTH, OMHUTHTE Aa Ce OTTErIAT €AHOBPEMEHHO TIPHIAraHH
AHTHETTHIENITHYHH JIEKapCTBa MpH JedcHHe HA pedpakrepHH [AaOHCHTH, TNpPHSMAlIH NOBe4e OT €IHH
AHTHENHIENITHYEH JIE€KAPCTREH POAYKT, C e 2 ¢€ TIOCTHIHE MOHOTEPANHA ¢ raCaneHTHH, ¢a ¢ HHCKA 1ecToTa Ha
ycmex.

Cwmarta ce, ye rabanenTnH He € edeKTHBEH Cpellly ITbPBHYHH NeHEPATH3UPAHH 'bPYOBE, KATO HanpumMep abcakc, i
TpH HAKOW MAUHEHTH MOXE Ja BIOWIIM Te3H repuose. IMopanu ToBa € HeoOXOOHMO MOBHINEHO BHAMAaHHE NpH
H3M0J13BaHe HA rabaneHTHH NPH NAHEHTH CBC CMECEHH bpPYOBE, BKIIOYNTENHO aBCaHCH.

Jleyennero ¢ rabanenTnn e CRBP3aHO ChC 3aMAAHOCT H COMHOJIEHTHOCT, KOHTO Ouxa MOrH Ja YBCIHYAT 110ABATA
Ha MHUHACHTHO HapaHspaHe (naaane). Mima cmmo noctMapketnHroeH cboOmenus 3a obnpkBaHe, 3aryba Ha
Ch3HAHHE H YMCTBEHO YBpEkaaue. 3aToBa nanneHTHTe TpAGBA a GBIAT NOCHBETRAHH A MOAXONCAAT C NOBHLISHO
BHHMaHNE, IOKATO HE CBHKHAT ¢ NOTCHUHATIHHTE eheKTH Ha JIEKAPCTBEHH NIPOAYKT.

HOBpeMeHHa ynotpeba ¢ onvouam u apyr genpecadtd Ha LJHC
TlauenTa, NpH KOUTO ce M3HCKBA €IHOBPEMEHHO JIEUEHHE C JETIPECAHTH a NeHTpanHara Hepeua cucrema (L[HC),
BKJIIOYHMTENTHO ONIHOHAH, TpabBa Aa 6baar HabmoaapanH BHUMATENHO 32 MpH3HanM Ha notuckaHe ua [[HC, kato
COMHOJIEHTHOCT, C&JIalliA H pecnHparapHa genpecui. [lanmeHTHTE, KOHTO NPHEMAT €THOBPEMEHHO rafaneHTHH H
MophHH, MONKE 12 DA3BHAT TOBHINEHM KOHIEHTpauMn Ha rabanentan. Jlozata ma ralaneHTHH MM
CAHOBPEMERHOTO NeucHnue ¢ neppecanty pa LIHC, prmovytenno onnouas, Tpabea Aa Obhe noqxoaaie HAMAaTEHa
(Bk. TOo'Ka 4.5).

[Ipenophaea ¢¢ NOBHINEHO BHHMAHNE NIPH MpeANHCBaHe HA rabaneHTHH eJHOBPEMEHHO ¢ OMHONAH NOPAIH PHCK
ot notickane Ha [{THC. B nonynaunonHo-6azupano, o6cepBallHOMHO NpOY4YBaHE, THN CIy4ai~KOHTPONAAa NpH
MALMEHTH, H3NON3BAllH OMHOMAM, ENHOBPEMEHHOTO NPEANUCBAHE HA OMHOMAH M rafaneHTHH ce CBBP3IBA C
MOBHIICH PHCK OT CMBPT, CBbP3aHa ¢ OITHOU], B CPABHEHHE C MPEANTHCAHHE HA CAMOCTOATENHE YIIOTpe6a Ha OMHOHA

(kOpHTHpaHO ChOTHOLICHHE Ha waHcosete [aOR), 1,49 [95% CI, 1,18 zo 1,88, p<0,001]).)

Pecrparopsa aetipecus

laGaneHTHH € CBBP3aH C TEXKKA PECNUpPATOpHa Henpecds. [TanMeHTH ¢ HapymieHa pecrmupatopha (yHKIus,
PECIHPATOPHO HIIH HEBPOJIOrHYHO 3abonaBane, G0peuHo yBpexkaane, eAHOBPeMEeHHa yioTpeda Ha AeTpecaHTH Ha
[HC H manpenTn B cTapyecka BB3PacT MOXeE J1a ¢d HIIOKEHH Ha [[0-TONAM PHCK OT H3NMTBAHE HA Ta3H TEXKA
HexenaHa peakuys. BE3MOXHO e a ce HANOKH ananTHpaHe Ha JO3AaTA MPH Te3H NalMeHTH.

Crapyecka Br3pact (Haj 65 rogvu)

He ca npopexaaHy CHCTEMATHMHH NPOyYBaHHA ¢ rabaneHTHH NpH NAMEHTH Ha Bb3PACT 65 W MoBede roauuu. B
IBOHHOCIANO TPOYYBAaHE C MAlHEHTH © HeBpOMnmarHa Oolnka ce ¥CTaHOBABA H3BSCTHO [MOBHINABAHE Ha MPOLCHTA HA
Bb3HHKBAHE Ha COMHOJICHTHOCT, MepHdeper OTOK H ACTEHHN NMpH NAlHEHTH Ha BHE3pACT 65 W noseve rofHHH, B
CPaBHEHHE C NO-MIIAJHTE NaUHeHTH. C M3KIOYEeHHe HA TE3H DPe3yJITATH, KIHHHYHHTE H3CIECHBAHHA B Ta3W
BB3PAcTORA IPYNa He NIOKA3BAT pasiideH NpodHn Ha HeXKEnaHUTe CHOUTHA, B CpaBHeHHE ¢ HabmoiapaHH TPH N0~
MAATUTE MALHCHTH.

Ieavarpaytia nonynanAs
EdexTaTe 0T ABArOCpOYHATA TEpaNHs (NoBe4e OT 36 CeAMHIH) ¢ rabameHTHH BEPXY YYEHETO
H pasBHTHETO TIPH Aelia M I0HOIOH He ¢a nobpe npoyueny. [lomsute 0T apnrocpouna tepan
BHUMATEJIHO CHPAMO MOTSHLINAIHUTE PHCKOBE.




Henpanunna ynotpeGa, noTennpnan 3a snoynorpeba i 3apicHMOCT

TabaneHTHH MOMXe A2 MPEAH3BHKA JEKAPCTBEHA 3aBHCHMOCT, KOATO MOXE /13 c€ MOABH NIPH TEPANEBTHYHH I03H.
CrobuiaBany ca ciydan Ha 310ynoTpeba ¥ Hempasunna ynorpeba. INaumeHTH ¢ aHamHesa 3a 3noynotpeba c
BEIIECTBA MOKE 4 €A C MO-BACOK PHCK OT HeNMpaBWiIHa ynotpeba, anoynorpeda H 3aBHCHMOCT OT rabaleHTHH H e
HeoBXonuMo NoBHINEHO BHAMAaKKe npH ynotpebara Ha rafanenTHH npH Takuea nauMedtd. [pean npeanuceaHe
Ha rafaneHTyH PHCKBT OT HENMpaBHIHA yrnoTpela, anoynoTpe6a HIH 3aBHCAMOCT TIpH nalueHTa TpAGBa aa Obje
BHHMATEJIHO ON¢HEeH.

Tlauventute, nexyBanu ¢ rabanenTun, Tpadea Aa GBAaT HaOmoOJAaBAHHM 32 CHMIITOMH HA HEDpaBIHA yrnoTpeba,
3noynotpeba HIH 3aBUCHMOCT OT rabaneHTHH KaTo pa3BMBAaHE HA TOJEpaHe, HeOGXOAMMOCT OT NOBHILABAHE HA
A03aT4 H NIOBeJICHHE Ha HACOYEHO ThPCeHe HA IEKapCTBOTO.

CHMITOMH Ha OTHEMaHE

Habnionasann ca CHMNTOMH Ha OTHEMaHe CNeA MPEKPATABAHE Ha KPATKOCPOMHO M JBIIOCDOMHO JIEYEHHE C
rabanenTHH. CHMITOMH Ha OTHEMaHEe MOTAT Ja ¢e TIOABAT CKOpO Cfiell IpeKpaTaBaHe, OGUKHOBEHO B PAMKHTE Ha
48 vaca. Hali-qecto choOIaBaHHTE CHMIITOMH BKJIOYBAT TPEBOXKHOCT, GeichHue, rafeHe, Gomka, w3noTABane,
TpEMOP, l".l'IﬂB()ﬁO.lIHe, JACOPCCHA, HECCTECTBCHO YCOCIIAHE, 3aMaAHOCT H o610 HEPAa3MOTOKCHHS, INosBara Ha
CHMNTOMH Ha OTHEMaHE CNEN NpeKpaTABaHe Ha NpHeMa Ha TabaneHTHH MOXe Aa € MOKA3aTENHa 3a JIEKapCTBEeHa
3aBMCHMOCT (Bk. Touka 4.8). [TaumenTet Tpabea aa 6bae MHGOPMHPAH 3a TOBA B HAYANOTO HA JICYEHHETO. AKO
nedeHHETo ¢ rabameHTHH TpabBa na GbAe MpexpaTteHO, ce TpenopnYBa TOBA J1a CE HANPABH ITOCTENEHHO B
MpOIB/IKEHHE Ha Hali-Manxo | ceMALa, HE3ABHCHMO OT IOXa3aHHETO (BK. Touka 4.2).

JaboparopEy wacneapauus

Morar na 6bnar oTaeTeHH GaNHBO MONOKKUTETHH PE3yITATH TIPH NONYKOIHYECTBEHO ONpeAensHe Ha obi GenTbk
B ypuHaTa ¢ TecT-lenta. [lopaan ToBa ce npemoppyBa MOTBBPKAaBaHE HA MONONKHTESHHA PE3YNTAT C METOMH,
OCHOBAaBAIIH C€ HA NPYr AHANHTHYEH NPHHLHN, KaTo HanpaMep OHyperoBa npoba, TypOMAMMETDHYHH HIH
OLIBETHTECIAHH METOAH, HIIH H3NOI3BAHE Ha AITCPHATHBHHUTE METOAN OT CAMOTO Havyalo.

I'abaraMma TEBP/IH KaNCyJIM ChObPXa JaKTO3a.
[TayuenTH C pefKH HACHENCTBEHH MPOGAEMH HA HETMOHOCHMOCT KbM ranakTosd, MBJeH JaKTaseH Ne(HUMT WK
TIIOKO30-TaNakTo3Ha ManabcopOiui, He TpabBa 1a NPHEMAT TOBA JIEKapCTBO.

4.5 BsaumoaeiicTeHe ¢ NpyrA AekapeTBeHn NPOLYKTH ¥ APYrH GopMA Ha B3anMopaelicTRe

HMa croHTaHHM H JHTEpPaTypHH CbOGINEHHS 33 PECHHPATOpPHA JACIPECHA, CERALHA H CMBPT, CRBPIaHH C
rafanenTHH, KOraTo ce NpHIara eAHOBPEMEHHO ¢ Aenpecanth Ha LJHC, BxmountenHo onHouay. B HIXOH OT Te3n
CbO6EHHs ABTOPHTE OOPBIIAT CrIeLHAIHO BHUMaHHE HA KOMOHHAMATA HA rafaneHTHH ¢ OMHOMAH NPH NALHEHTH
B Hez0bpo oBIIO CBCTOSHHE, NALMEHTH B CTAPYECKA BL3PACT, NALHEHTH ¢ TEXKO MOLTEKALI0 PECTIHPATOPHO
SEGOJ'IHB&HC, MAHCHTH, NpPHSMAaIlH MHOMKECTBO JIEKapCTEa, KAKTO H IIPH NAIMECHTH CbC CHHIPOM HAa 3.110yn0'rpe6a [
BEleCTRa.

B npoyusane, Bkmousanio 3apaeu aoGposomum (N=12), npr npunarase Ha 60 mg mopduH kancyna ¢
KOHTPOJIMPAaHO OCBOGOXK/1aBaHe 2 waca NpelH npuaaraneto Ha 600 mg Kancyna rabaneHTHH, CpeiHaTa IO 1o
kpugata (AUC) Ha rabaneHTuH ce e yenuuuna ¢ 44 % copsamo rabanenTu, npunoxer 6e3 mopdun. [lopamn Tosa
NAIIHEHTHTE, TIPH KOHTO €€ Hajara eJHOBPEMEHHO IlledeHHe ¢ ONHOHad, TpAdBa Ja GbpaaT BHUMATENHO
HabMonasany 3a NpU3HAUM Ha moTHckane Ha LIHC, KaTo COMHONEHTHOCT, CeAauua M PECTIHPATOPHA NENpechs,
KaTo TpabBa CHOTBETHO N2 C& HAMATH [103aTa HA raGaneHTHH WM Ha OMHOMIMTE.

He ca ycTanoBeHH B3auMOAeHCTBHA Mexny rabanentud u denobapburan, denutony,

kapbaMazenun.,




®apMaKcKHHETHKATA Ha rafaneHTuH Ciie] AOCTHIaHe Ha CTAIIHOHAPHO ChCTOSHHE IIPY 3PABH XOpa e nojofHa Ha
Ta3H MPH NALUEHTH C SNHACHICHA, NONYYABAITH Te3H AHTHEMHNENTHYHH TIPOAYKTH.

EnnoBpeMeHHHAT NpHeM Ha rabaneHTHH ¢ Nepopaiay KOHTPALENTHBH, ChABPKAINA HOPETHHAPOH WHIH ETHHIHN
€CTpagyon, He NOBIUARA HapMAKOKMHETHKATA B CTALMOHAPHO CHCTOAHHE HA HUTO €AHA OT CHCTABKHUTE.

EnnoBpeMeHHAAT mpueM Ha rafaneHTHH ¢ aHTHAIMAH, CBABPXKALIM amyMHHHH W Marsesdif, HamamsBa
OnonanyyHocTTa Ha rabanestHH 1m0 24 %. [IpenopwuBa ce rabaneHTHH aa ce NpHEMa Hall-paHO JBa Yaca cief
MpHeM HA aHTHALM]L.

IMpobeHenns ne npoMens 6b0pevHaTa eKCKpelUs Ha rabaneHTHH.

Ilpr enHoBpeMeHEH TpHeM Ha rabaneHTHH H NMMETHOHH e Habmopamaso cnabo HamaneHke Ha GuOpedunara
€KCKpellnd Ha rabaneHTHH, KOETO He Ce 0YaKBa 13 HMa KAMHHIHO 3HAYEHHE,

4.6 ®epTRANTET, GPEMERHOCT H KEpMEHE
bpemennoct
Pucw cevpsan ¢ enunencus u 00wjo ¢ anmuenurenmuNHUMe AeKAPCMBEN RPOSYKMU

PackbT OT BpoaeHH Aedexts € 2 — 3 MbTH IO-BHCOK B TIOKONEHHETO HA MAHKH, JICKYBAHH ¢ aHTHENHICITHYEH
JEeKApPCTBEeH NpoRYKT. Hali-uecTo chobiiaBaly ca 3aeloka yCTHA, ChPIEYHO-CBHAOBH MandopMaliH U AedekTH Ha
HepBHaTa TpbOa. BL3MoXkHO € MonuTepanuaTa ¢ AHTUENHIENTHYHH JIEKAPCTBEHH IPOJYKTH [ € CBLP3aHa C Fo-
BHCOK PHCK OT BPOACHH Mai(opMaliy, OTKOIKOTO MOHOTEPANHATA, IOPajH KOETO € BaXKHO B IPAKTHKATa Ja ce
OpHnara MoHOTEepalHtA, BHHAarH KOTaTo HMa TaKapa Bh3MOXKHOCT.

}Kemrre, 33 KOHTO HMa BEPOATHOCT Aa 3a€p€MCHeﬂT HIH HMAT NETEPOOEH IIOTCHNHAT, TpﬂﬁBa Ad C€ MOCHEBETBAT OT
CHEHANHCT H KOraTo XeHATa ITaHupa Aa 3abpeMeHee - Ja ce npepasliicAa HeoOX0AHMOCTTA OT AaHTHENTHIIeNTHYHA
Tepanuy. He Tpa6ea sa ce npeanpuema pA3ko NpexpaTaBaHe Ha AHTHENHIENTHYHATA Tepanu, Thit KaTo TOBa MOXKe
Ja ToBejie N0 NOsBa Ha I'bPYOBE, MopaaH eeKT Ha OTHEMaHe Ha JTeYeHHETo, KOHTO GHXa MOTJIH A faJaT CEPHORHO
OTpaXxeHue BBPXY Malikara u nerero. Pagko ce naGmoznaea 3a0apeHO pasBHTHE OPH AS1A HA MAAKH C EITHICIICHA.
He e sn3MoxHO 12 ce pasrpaHHum jans 3a6aBeHOTO Pa3BHTHE € MPHIHHEHO OT TEHETHUHH, COUMANHU (aKTopH,
CTHIIETICHATA Ha MalikaTa WIH OT AHTHENHICNITHIHOTO JCUEHHE,

Puck, cewpsan ¢ 2abanenmun

I'abaneHTHH NpeMHHaBa B IIAUEHTATA.

JIATICRAT MIIH MM OrpaHMYEHH JaHHH OT ynotpe6ara Ha rabaneHTHH NpH GpeMeHHH KEHH.
IIpoy4BaHHATa NPH HKHUBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BX. Touka 5.3). [TOTEHUIHATHHAT PHCK MPK
Xo0pa He ¢ H3BecTeH. ['abanenTuH He TpA0Ba Aa ce npunara no speMe Ha GpeMEHHOCT, OCBEH aKO MOTEHLHATHATa
TI0J13a 33 MafKaTa KaTeropH4HO HaJIBHIIABa MOTSHIHANHHEA PHCK 3 IUIOJA.

He € BR3IMOXHO Na ce HANpaBH OKOHYATENHO 3AKMIOYEHHE JANH JIEYSHHETO ¢ rabaneHTHH € Npu4HHA 3a
NOBHIIABAHE HA PHCKa OT BPOACHH ManhopMalMH, ako ce MmpHeMa Mo BpeMe Ha OpeMeHHOCT, IO

3abonsBaHe OT eNHNENICHA H eTHOBPEMEHHO [PUIAraHATE AHTHETHNETI THYHH TEKAPCTBEHA
cbolinennTe OpeMERHOCTH.




CpofiaBa ce 3a HEOHATANIEH CHHIPOM HAa OTHEMAHE IPY HOBOPOEHH C inl utero ekcnosdika Ha rabameHTHH.
EnHoppeMeHHaTa eKCIIOHIMA HA rabaNeHTHH H OMHOMAH MO BpeMe Ha GPEMEHHOCT MOXE 3 MOBHUINA PHCKA OT
HEOHATICH CHHAPOM Ha oTHeMaHe. HoBopoaenuTe Tpa6Ba 1a ce NpocneAsBaT BRHMATENHO.

KopMmene

T'abaneHTHn ce ekckpetdpa B kbpMmarta. Ilopagu ToBa, ue eeKTHT BBPXYy KBPMAueTO € HeH3BecTeH, TpsabBa
BHHMATENHO Ja C€ NPELEHH PRIAraHeTo Ha ieKapCTBeHHs NPOAYKT NpH KbpMeuy Matiky. ["abanentin tpabea na
Ce H3M0JI3Ba NPH KbpMELIH MaiKH, CaMO ako MON3aTa KAaTerOpHYHO HAJBHUIABA PHCKA.

QepruHTET
HsiMa edekT Bupxy depTHHTeTa IPK NPOYYBAHKATA BEPXY XKHBOTHH (BX. TO4Ka 5.3),

4.7 Edextn pbpxy cnocobnocTTa 32 modHpare # paboTa ¢ MAINHAH

["aGaneHTHH NOBNMABA B IeKa HIIM YMEepeHa cTenen cnocobrocTTa 3a modupane u pabota ¢ Mamunu. Mabanextun
BIMAC BLPXY LEHTPANHATA HEPBHA CHCTEMA M MOXKE 1A NPUYHHH CHHIHBOCT, 3aMafdHOCT H IPYTH CBHP3aHH
ceMnToMd. opH H Za ca caMo C JieKa WX YMEpPEHa CTEler, Te3H HEKENaHH peaKuHH MOXE 42 Ca NOTeHUHATHO
OIaCHH 3a NALHeHTH TipH mohHpane WK paboTa ¢ MamiHHU. ToBa € BaNHAHO 0cO0eHO B HAYANOTO HA IEYEHHETO H
C/IeA MOBHIIABAHE HA O34TA.

4.8 HexXe JaHH JexapeTBEHHA peaKIHH

Hexenanure nekapCTBEHH peakuwH, HaBMIONABaHHA N0 BpeMe HA KIMHMYHHTE APOYYBAHMA, MPOBEIEHH TPH
eNUNencHA (IoMbIBANA W MOHOTEpallus) U HewponaTHa GojKa, ca mpeAcTaBeHH 8 OOL CIMCHK MO-AONY,
rPYTMpPaHH No BHA H YecToTa: (Muoro 9ectd (2 1/10); wectu (= 1/100 no <1/10); uewectn (>1/1, 000 go <1/100);
peaku (>1/10, 000 mo <1/1, 000); muoro pexku (<1/10, 000). Korato e HabmonaBaHa HEXeNaHA PEAKIHUA C
Pa3sAYHH YECTOTH MPH PaTHYHATE KIHHHYHH MPOYYBAHHA, T4 € 3aNHCAHA C HaH-BHCOKATA OTpa3eHa YeCToTa.

JOBIHUTENIHH HEXENAHH PEAKIHH, AOKNAJBAHM MO BPeMeé Ha MOCTMADKETHHTOBHA ONWT, ¢A BKIHOYEHH ¢
HEU3BECTHA YeCTOTA {OT HANHYHUTE JaHHK HE MOKe Ja Gb/lc HanpaBeHa OueHKa), NPEACTABEHH C KYPCHB B CIIHCBKA
Mo-A01Ty.

[IpH BCAKO rPyNHpaHe B 3aBHCHMOCT OT YECTOTATA, HEXKENAHHTE IEKAPCTBEHH PEakiiy ce H3OPOABAT B HHIXOAALI
pell No OTHOMIEHHE HA TAXHATA CePHOZHOCT.

Cacremo-opranen Kiac Hexenana nexapcTBeHa peakmus

Hndeknun u nadecTanun

MHoro gecta BHpYyCHa HH(EKIHS

Yecrn TIHEBMOHHS, pecIHPAaTOpHA HH(eKLHA, HH(EKIIHA Ha MHKOYHHTE MBTHINA,
OTHTHC MeIla

HapyuieERY Ha KPLBTA H TAMQHATA cHCTEMA

Yectn JIEBKONIEHHS

C Hen3BecTHa 4ecToTa mpomboyumonenus

Hapymienns na EMYMHATA CHCTeMa

Heuecrn ANeprHYHH Peakint (Hanp. YpPTHKApHA)




C HeH3BecTHa YecToTa

CUHOPOM HA CEPLXYYECMBUMERHOCT (CUCMEMHA PEAKYUA C NDOMENAUSH
CUMRIMOMY, KOUMO MO2am 04 SKicHean mpeckd, 00pua, Xenamum,
Aumpadenonamus, eOFUROMDUIUR, KAKMO NOHAKO2A OPY2U CUMNIROMU),
anadunaxcus (exc. mouxa 4.4)

Hapyuieasn Ha MeTaGoIH3IMa B XpaHeHETO

YecTH AHOPEKCHA, MMOBHILICH aneTHT
Heuecrn XunepriukeMus (Hail-uecto Habmoznapana np NaNMeHTH ¢ Ouaber)
Penkn XUnornukeMps {(Hafi-yecto HabmoaaBaHa npy MauHeHTH ¢ AHabeT)

 HeH3BeCTHA 4YE€CTOTA

XUNOHAMPUEMUA

Hcaxuyin Hapymenan

Yectn BpaxieOHOCT, OOBbPKBaHE H eMOLHOHAIHA JAOHIHOCT, AeNpecHs,
TPEBOKHOCT, HEPBHOCT, a0HOPMHO MHCIIEHE
Heuwectn Bb30yma

C HeH3BECTHA YeCTOTa

XATOWURAYUY, CYURNONA udeayun, TeKAPCMBeena 3a8UCUMOCTR

HapymeHHA HA HePBHATA CHCTEMa

Muoro 4ecTH

COMHOJICHTHOCT, 3aMasHOCT, ATAKCHA

Yectu KOHBYIICHH, XHTIEPKHHE3HH, JHIAPTPHA, AMHE3HA, TpeMop, Oe3chHHE,
rnaBoboiHe, yCeIAHNA KaTO IAPECTE3 A, XHIIECTE3HA, HapyIleHa
KOOpAHHAINSA, HHCTArbM, 3ACHISHH, TOHWKEHH HITH JINTCBAIIH pediekcu

Heuectn XHIOKHHE3HS, YMCTBEHO YBpEK aHe

Penku 3aryba Ha Ch3HaRHE

C HeH3BecTHA YecToTa

Opyau Osu2amenni HAPVIHERUA (Hanp. Xopeoamemosd, OUCKUHEIUS,
oucmonus)

HapyuieHnsa aa ognTe

YecTH

3PHTENHH HapylIIeHHA KaTo aMﬁJIHOI'IHﬂ, AHUNAOCTIHA

Hapyumenns na yxoto n 1a6Hprnra

Yectn CBETOBBPTENK
C HeH3BecTHA YECTOTA muHumye
ChpaevHn HApYIIeHAS

Heusectn NANNHTANHH

CuaoBa Hapymenns

Yectn

XHIEPTOHHA, Ba30AHNATALIHA

PecnBpaTopBH, rpLAHHE H MeJHACTRHAJIHN HapyBIeRHS

Yectn

F—-—-.._"\\

AucnHed, OPOHXHUT, (PapHHTHT, KAINAHUIA, PUHUT /[5 / R \1




Penrn

pecnupaTopHa AenpecHs

CToOMAIIHO-YpPEeBHH HADPYIHEHRA

Yectn NOBPHIIAHE, raJcHe, 3b0HH aHOMANHH, THHTHBHT, AHapHA, KopeMua 6onka,
JIMCTIENICHA, 3a1TeK, CYXOTa B YCTaTa HiIH bpIoTo, GaTyIeHnHA

Hegectn aucarns

C nen3pecrna yecToTa Hauxpeanmum

XenaTo0HAHApHHA HApYWIEeHHS

C HeHsBecTHA 3eCTOTA

XERQMUM, HCHLIMERNYQ

Hapymennn HA KOXKATA H HOIKOXKHATA THKAH

Yecti

TTHICE €JeM, TYPIypa, 4eCTO ONHCBaNa KATO HATLPTRAHE B PEIYNTAT HA
¢u3nYecka TpaBMa, 0OpHB, IPYPHTYC, AKHE

C HeM3BeCTHA YecTOTA

cundpom Ha Stevens-Johnson, moxcuuna enucepMaTia HeKpoausa,
anzucedem, epumema Myanugopme, aroneyus, rexapcmeen o6pug ¢
COSUROMUNUA U CUCMEMHU CUMNIMOMI (8ic. movra 4.4)

Hapymenml Ha MYCKY/THO-CKEJCTHATa CACTEMA H CHCARNATCAHATA ThKaR

Yecn

apTpanrus, MHaIrHA, Gonka B rbp0a, MyCKYJIHO TIOTpENBaHe

C HeH3BECTHA YECTOTA

PAGOOMUOAUIA, MUOKTOHYC

Hapymwienns na 0n0penure H NHKOYHATE NHLTHIIA

C HeH3BeCTHA 4ecTOTa

ocmpa 6vOpeyna HePOCMAMBYHOCI, UHKORIMUNEH YW

Hapymemm HA BBLINPOH3BOAHTEMHATA CHCTEMA H I'LPAATA

YectH

HMIIOTEHTHOCT

C HeHM3BECTHA 4ECTOTa

Xuhepmpous Ha 2bpOama, SUHEKOMACIMUS, CEXCYATHA SucgiynKkyus
{8xaionNUmenHo NPOMeHU 8 MUOUOOMO, HADVILEHUR HA EAKYAAYUAMA U
GHOP2AIMURL)

O6mn Bapymenns B epeKTH Ra MACTOTO HA NPHIGKEHHE

Muoro qecth yMopa, Tpecka

Yectu nepudrepes eaeM, HapylleHa NOXOAKA, aCTeHHA, Oonka, 0bme
HepasNoNokeHHe, [PANONOA00eR CHHApOM

Heuwectn TCHEPAIH3IHPAH €M

C HeH3BeCTHa YecToTa

peaxyuu Ha omuemarie®, pvona boaxa. Ceobuasa ce 3a cRyHau Ha
GHE3aNHA, HeODACHUMA CMBDM, KAMO NPUNURHO-CREOCMEERA 8PB3KA C
ReYenuemo ¢ 2a6anenmun He e YCIMano8eRd.

Hiacneneanns

Yectn

TErIo




Heuectu MOBHUIEHH CTOHHOCTH Ha YepHoApoOHuTe PyHKuMoHanHy TecToe CTOT
(ACAT), CI'TIT (AJIAT) u Ounnpybun

C Hem3BECTHA 9€CTOTA nosuwend Kpeamiun ¢OC¢)OK' UHA3A 8 KPbema

TpasMH, 0TPRBARHY H BETEPBEHUHH,
BBL3HHKHANHE B PE3YATAT HA YCAOKHEHAS

YecTn HHLMAEHTHO Hapangpane, dpakrypa, abpasna

Heuectn najgaue

* Habmoaapand ca CHMOTOMH HA OTHEMaHe C/e[ NPEKpaTaBaHe Ha KPATKOCPOYHO H OBATOCPOHHO ACYEHHE C
raGaneHTHH. CHMITOMH Ha OTHEMaHe MOTaT Ja ce MOABAT CKOPO ciiel Npexpardsane, 00HKHOBEHO B PAMKMTE Ha
48 wyaca. Haif-uecTo chobliaBaHHTE CHMITOMH BKMIOYBAT TPEBOKHOCT, 6E3ChHEE, rafcHe, Gonka, H3MOTABAHE,
TPEMOP, r1aBoboHe, NeNpecHs, HEECTECTBEHO YCellaHe, 3aMasHOCT ¥ 00110 HepasnonoxenHe (BK. Touka 4.4),
IlosBaTa Ha CHMIITOMM Ha OTHEMAHE CJIeZ NpeKpaTABaHe HA MpHeMa HA rabamneHTHH MOXe Ja € MOKa3aTeaHa 3a
JEKapCTBEHA 3aBHCHMOCT (BK. Touka 4.8). TlauwentsT Tpabsa jga 6ba¢ uH¢OpMMpaH 3a TOBa B HAYAIOTO Ha
JeHeHHeTo. AKo NledeHueTo ¢ rafamenTun Tpabsa na Onie npekpareHo, ce MPenopbyEa TOBa A4 CE HANPABH
NOCTENEHHO B NPOAWDKEHME HA Hall-Manko 1 ceAMHIA, HE3aBHCHMO OT TTOKa3aHneTo (BXK. To'ka 4.2).

[lo BpeMe Ha nedennero ¢ rabaneHTHH ce CHOOMaBa 33 Crydal Ra OCThp NMAHKpeaTHT. Bppakata ¢ rabaneHTHH e
HescHa (BX. T0uUKa 4.4).

IIpu MauHeHTH HA XeMOJMANH3a, NOopasH TepMuHANIHA OBLOpeyHa HENOCTATHYHOCT Ce CHOOIABA 32 MHONIATHA C
NOBHINEHH HHBA HA KPeaTHHKHHA3ATA.

3a uHeKIMH HA PeCTTHPATOPHATE MBTHILE, OTHTHC MEAHA, IHPYOBe H GPOHXHT Ce choOInaBa CaMo B KIHHAYHHTE
NpOy4BaHHA NpH Ziclia. B xIHHHYHHTE Npoy4BaHHs TIPH Acla JONBIHHTENHO ¢e chobImaBa 9ecTo H 33 arpecHBHO
TNIOBe/ICHHE H XHNIEPKAAEIHH.

Crobiapade Ha HOAO3HPAHH HEKEIAHN PEAKIHH
CrobmapaneTo Ha MOJO3HPAHH HEKENAHH PeaKlHH clie]l paspellasaHe 3a ynoTpeba Ha JexapCTBEHHA MPOAYKT €

BaxcHo. ToBa No3BoIsBa Na NPOTBIDKH HAGIIOAEHHETO HA CHOTHOMEHHETO MOI3A/PHCK 32 JIEKAPCTBEHHA NIPOAYKT.
OT MeAHUMHCKHTE CTIEIMANHCTH Ce U3KHCKBA Aa ChoGmaBaT BCSKA [TOA03HPAHA HEXeENaHa peakLus pes:
HsnmenauTeIHA areHIAs MO JeKapeTraTa, yi. ,,Jamsn [pyes” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcaiir:
www.bda.bg.

4.9 IMpeno3npade

Ocrpa, X%#4BOTO3aCTpaNAaBAIla TOKCHYHOCT [IPH TIpeo3upane ¢ rabaneHTud B 103H 10 49 g He e HabMmonasana.
CuMnTOMATE Ha MpeAo3upane ca Guin: 3aMasHOCT, ABOHHO BUK/AHE, HEACHA peY, CHHIIMBOCT, 3ary0a Ha CB3HaHuUe,
neTaprus ¥ Nieka qHapus. BeHuke manMeHTH ca ce€ BB3ICTAHOBWIH HATBIHO ClieZ] MIOAKBpXAMa TEparmus.
Hamanenara abcopbuma Ha rabanenTus mpH mpueM Ha MO-BACOKM JO3H MOXKE Ja OrpanHyH aGcopOumsTa npu
Npeao3Hpane, KaTo Mo TaKbe HAYHH c¢ HAMANABA TOKCHYHOCTTA NIPH NIPEAosHpane.

[Tpenosnapanero ¢ rabanenTHH, 0coGeHo B koMGunamms ¢ apyru notuckamu [{HC nexapcteend npoaykTh, Moxe
A3 JOBEDE JJO XOMA.

Bonpeku, ge rabaneHTHH Moke Ja 6bAe OTCTpaHeH OT UMPKYNALMATA ¢ XEMOAHANIN3A, HAFiy JOKa3ba,
4e ToBa OOMKHOBEHO He ¢ Heobxomumo. Brnpexd ToBa ofave, NPH MALMEHTH C TEKKE ABptss
XeMoaHMalH3aTa Moxe Ja Obae nokasaua.

L



TNepopanHarta AeTansa J03a Ha raGaneHTHH He € 6UNa YCTaHOBEHa NPH MHIUKH M IUTHXOBE, KOHTO C¢a MONYYHIH
Jo3u no-erucoxd ot 8000 mg/kg. TIpH3BauuTe Ha OCTPA TOKCHYMHOCT HpH KHBOTHH Ca BKIIOYBANH: ATAKCHA,
3aTpyIOHEHO JHIIAHE, NT03a, HAMANEHA AKTHBHOCT WK Bb30yAa.

5, PAPMAKOJOTHYHH CBOHCTBA

5.1 GapMaKOIHHAMHASHEA CBOHCTBA

DapMakorepanebrayHa rpyna: JIpyru Antuenunentanu
ATC won: NO3AX12

MexaHn3sM Ha feficTBHE

['abaneHTHR NlecHO MpeMAHAaBa B MOIBKA H IIPEAOTBPATABA NPANATEIH IIPH PEAHLA KUBOTHHCKH MOJIENH Ha
enunencud. Fabanentan Re nputexasa aguunter kbM GABAA nan GABAB penentopute, HETO IPOMEHS
Merabonnsma Ha GABA. He ce cebp3Ba C ApYTH HEBPOTPAHCMHTEPHH PELENTOPH B MOZbKa M He B3anMofeiicTBa
C HaTpHeBnTe KaHan. I'aGanenTHH ce cBRp3Ba ¢ BUcoK admuuTer ¢ 025 (anda-2-nenta) cybeanHHIaTa HA
BOJTAX-3ABHCHMHTE KANLHEBH KAHAIH H ¢e mpealioNara, ye cBbp3BaneTo ¢ «2d cybeqMHHIaTa MOXKe I3 Hrpae
pons B NPOTHBOTEPYOBHTE e(heKTH Ha rabaneHTHH npH XHBOTHH. CKPHHHPAHETO HA [ONIAM 00eM JaHHH He
NpeATionara ApyTra NPHOCTHA 33 MeIMKaMeHTA CTPYKTYPa, pasiiiHa ot 026,

Jaunnte ot peauria NpeAKNHHIYHHE MOAENH IOKA3BaT, Ye (GapMAKOIOTHYNATA AKTHBHOCT Ha rabaneHTu Moxe
Ja ce MeJIHKPa TIOCPeIICTROM MOHIDKaBaHe Ha OCBOOOXKAABAHETO Ha Bb30YIHH HEBPOTPAHCMHATEPH B YAaCTH OT
OEeHTpanHaTa HEPBHa CHCTEMA, Ipes cBbpiBaHe ¢ ¢23. Ta3n aKTHBHOCT MOXe Ja NOJKPENA IPOTHROIEPUOBOTO
AeiicraHe Ha rabanenThH. [IpeacTon Aa ce H3ACHH 3HAYMMOCTTE Ha TOBA AelicTBHE Ha rabaneHTHH MO OTHOLICHHE
Ha NIPOTHBOT'EPYOBHTE eeXTH NPH XOpa.

TabanenTHH nokaipa ePpHKACHOCT H TIPH peanLa IPSAKIMHAYHH )KHBOTHHCKH GokoBH Mojenu. [pennonara ce,
ye ceuupUYIHOTO CBBP3BANE HA radaeHTHH 020 cyOeAHHKEATA BOAA A0 HAKOKO PastHyHA ASHCTBHA, KOHTO
MOXKe /13 ¢a OTTOBOPHH 34 aHATETHHHOTO JelicTBue MPH >KUBOTHHCKH MOAEHH. AHANTETHYHOTO AelicTBHE Ha
rabaneHTHH MOXe J1a IPOH3XOAIA OT IPBOHAYHUN MOZBK, KAKTO U OT MO-BHCINK MO3BYHH LIEHTPOBE, Upes
BIGHMONIEHCTBHA C HU3XOAALIMTE, HHXHOHpani GonKaTa IhTHILA. 3HAYEHHETO HA T3 NPEAKIHHHYHH CBOHCTBA
33 KIHHHYHOTO AeticTBHe MNpH X0pa e HeHIBECTHO.

Knunnuna eprKacHoCT H 6e30MACHOCT

KnurnaHo npoyysaHe KaTo JOITHIBAIIA TEpaNHs 32 MaPUHAIHA NPHCTHIH MPH NEAHATPHYHH NAIHEHTH, YHATO
BL3pacT Bapupa OT 3 A0 12 roauHH, e NOKA3aN0 YKCICHA, HO HE CTATHCTHYECKH 3HAYMMA pasndka B 50 % gecrota
Ha OTTOBOPHAMTE B MOJI3a HA TPynara Ha raanmeHTHH B cpaBHEHHe ¢ muanebo. JIOMBIHUTENHH aHANH3N CHexX
3aBBPUIBAHE HA NIPOYYBAHETO Ha YECTOTHTE HA OTrOBOPHIIMTE YUACTHHIH N0 BE3PAcT HE NOKA3BAT CTATHCTHUCCKY
3HAYMM e)eKT Ha BB3PACTTa, KaTO HEMPEKbCHATA M KATO JHXOTOMHA BeJHYMHA (BB3PACTOBH IpynH 3-5 u 6-12
rogunu). JJaHHHTE OT TO3H NOMBIHUTENEH aHANKS Clie/l 3aBbPUIBAHE Ha IPOYUBAHETO CA NPEACTABEHH B Cle/IHATA
TaOMHIE:

Ortropop (2 50% ¢ nopeOpenne) Mo neveHHe 1 BB3pacT
MITT*nomynanua
Bb3pacTora kareropus [raueto I'abanenTHH
< 6rofHINHA BBh3PacT 4/21 (19,0%) 4/17 (23,5%)
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6 no 12-roaMinHa BE3pacT 17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - MoauduunpaHaTa momynauus ¢ HAMEPEHHE 3@ JeUeHHe € nepHHIpana
KaTO BCHUKH MANMEHTH, PAHAOMH3HPAHA Ha POYYBAHUA MEIUKAMEHT, KOHTO Ca HMANH NOIHM 3 ONICHKA AHEBHHIH
Ha MPHCTHOMTE, IPEAOCTABEHN 32 28 THH, KAKTO HA H3XOJHO HHBO, TAKA U B ABOHHOCHANATA hasa.

5.2 PDapMakOKHHETHYHH CBOlHCTBA
AbBcopbuna

BopxoBute IUlasMeHH KOHISHTpaLui Ha rafanenTus ce HabmonapaT B paMKHTe Ha 2-3 daca clieAl nepopaneH
npueM. bHoHaNHYHOCTTA Ha rabaneHTHH (YacT oT abcopSupaHara A03a) NOKa3ea TEHACHIUA KbM HaMATABAHE C
[OBHINABaHE Ha jo3ara. AGconroTHaTa GuonanuynocT Ha karncyna ot 300 mg e npubnusntento 60%. Xpauara,
BKJl. ¢ BHCOKO ChABP)Kauue¢ HA Ma3HHHH, He OKa3Ba KIHHHYHO 3Ha4MM edeKT Bppxy (apMakOKHHETHKAaTa Ha
rabanenTun.

(apMakOKMHETHKATA Ha rabaleHTHH He ce MOBIMABA OT MOBTAPAIN ce TMpHEM. BBOpekn we, MIasMeHHTE
KOHUEHTPalK Ha rabaneHTHH B KTHHIMHH NIpOYuBaHHs ca 61 o06HKHOBeHO Mexy 2 pg /ml u 20 pg /ml, Taknea
KOHUCHTPALNH He ca 1ToKasaTeNHH 3a $e30macHOCTTa K epuKacHOCTTA.

DapMakoKHHETHUHHTE NapaMeTpH ca aanens B Tabnmma 3.

Tabnauna 3:

O6obimenue Ha cpegunTe cToliHocTH (%CV) Ha apMaKOKHHETHYHNTE NIaPAMETPH Ha rabaneHTHH B CTALMOHAPHO
ChCTOAHHE CIIEA IPHEM Ha BCekd 8 vaca

dapMaKOKHHETHYEH 300 mg 400 mg 800 mg
NapaMeTsp N=7) (N=14) (N=14)
Cpenna %CV Cpenna WCV CpenHa %CV

Cunax (pg /ml) 4,02 (24 5,74 (38) 8,71 {29
tasax (h) 2,7 (18) 2,1 (54) 1,6 (76)
Tin (h) 5,2 (12) 10,8 (89) 10,6 41)
AUC (0-8) 248 (24) 34,5 (34) 514 27
pgehr/ml)

Ae% (%) HH HH 472 (25) 344 37

Conax = MakCHMaTHa NIa3MEHA KOHIEHTPALHS (IPH CTALIHOHAPHC ChCTOSHHE
tmax = BpeMe g0 gocterase Ha Coppx

T1»2 = INomy>kHBOT Ha €IMMHHHpaHe

AUC(0-8) = [Inom nox xpuBaTa Ha MAa3MeRaTa KOHUSHTPALMA H BPEMETO B CTALMOHAPHO CECTOAHHE 34 BpeMe
ot 0 1o 8 uaca cnen Aozara

Ae% = IpoueHT 0T n03aTa, eKCKpeTHpaHaTa B HeNPOMEHeH BUA B ypHHATa 32 Bpeme ot 0 1o 8 yaca cnen
Jo3ata

HH = He e manuuno

Pas eleHne
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[abaneHTHH He ce CBLP3BA ¢ IJIa3MEHHTE TNPOTEHHM M HEroBMaT obeM Ha pasmpenenexue 57,7 autpa. Ilpu
NMAalHCHTH C eNHICTICHA, KOHUEHTPalHHTS Ha T‘aGal'leHTPIH B r'p'bﬁﬂaqﬂo-mon'-ma'ra TEYHOCT €a l'IpHﬁJIFBHTe.IIHO
20% OT CLOTBETHHTE CTALIMOHAPHH MUHKMAIHHE MJa3MEHH KOHLEeHTpaukn, [abanenTHH ce OTKPHBA B KbpMaTa Ha
KBPMEIIIH JKCHH.

Buorpancdopmanng

Hama naHmm 32 MeTabonn3eM Ha rabaneHTHH Npe Xopa. [abaneHTHH He HHAYHHpPA YEPHONPOOHH OKCHAATHH
€H3UMH ChC CMeCEeHa (PYHKLMA, OTTOBOPHH 32 JIEKApCTBEHHA METaboH3BM.

EnumpHipane

[abaneHTHH ce eNMMHHIPA HEMPOMEHEH CaMo 4pes GOpedna ekcKkpelua.
IToxy XMBOTET Ha eneMHHHpaHe Ha rabaNeHTHH He 3aBHCH OT A03aTa H € OKONO 5 a0 7 vaca.

[Tpu naumenTH B CTapyecka BBL3PACT H NPH TANMEHTH ¢ HapylleHa 6b0peuna GYHKUHA, MIA3MEHAAT KIUPEHC Ha
rabanenTnH e HamManeH. KoHcTanTaTa Ha CkopoOCTTa HA €TAMHHHPAHE, IIA3MEHAST KITHPBHHC H 6B0peuHns KIHpBHC
Ha rafanenTHH ¢a nPaBOTIPONOPLHOHATIHH HA KPEaTHHHHOBHA KITHPBHC,

T'abanenTnn mMoXe aa Obae OTCTpaHeH oT miasmara ¢ xeMoananksa. [lpenopeyBa ce KOpHrHpaHe Ha 103aTa MPH
NAHEHTH ¢ KOMIIpoMeTHpaHa 656peyna QyHKIAa HiH MalHeHTH Ha XeMOAANH3a (BXK. Touka 4.2.)

PapmakoKyHETHKATa HA rabaneHTyH NPH feua e onpeaeieHa npd 50 3apabi HHAMBUH HA BB3pacT Mexay 1 mecen
Ao 12 romuun. Karo usne nnasMerHTe KOHUEHTpaUHH Ha raGameHTHH npu Jella Ha Bs3pacT Hajl 5 rofuHH ca
noA00HH Ha Te3H NIPH BL3PacTHH, NpH A03upaHe mg/kg.

Bve dapMakokHHETHYHO NpoyyBaue npu 24 31paBH NEAHATPHYHH WHAHBHAM Ha Bb3pacT Mexnay | mecen u 48
MECena ¢a yeTaHoBeRu npubmirsnrenno 30% no-nucka ekcnosuuns {AUC), no-aHcka Cmux M TO-BHCOK KIHPBHC 33
TEINIECHO Terno, B CpaBHEHWE ¢ HATHYHHTE ChOOMmEHH JAHHH 34 JIena Ha I0BedYe OT 5 roAMHH.

JInueiinoct / HenuyetiHoCT

buonanu+HocTTa Ha rabaneHTHH (dacT or aGcopGupaHara [03a) HAMAIABA C yBe/lHYaBaHe Ha A03aTd, KOETO
Npu/iaBa HENMHEEH XapakTep Ha GapMaKOKHHETHYHHTE MApaMeTpH, BKIIOYBALIA MApaMeThpa 3a GHoHATHYHOCT
(F), nanp. Ae%, CL/F, Vd/F. ®apMakokrHeTHKATa Ha eMMHHHPaHe (PApMAKOKHHETHYHH NAPAMETPH, KOHTO He
sionouBat F kare CLr 1 T1/2) naii-nobpe ce onvucea upe3 nrHeiiHa papmakoxuHernka. CralioHapHHTE TIa3MEHH
KOHIIEHTpaIMH HA rabaneHTHH MoraT Jla Ce IIPeABH/IAT OT JaHHHTE CIIE] SAHOKPATHA A03a.

53 IIpexkHARYHA JAHHH 3a Ge30macHOCT
Kanneporesnoct

[abaneHTHH ¢ fIPHIIAraH B XpaHATA Ha MMIOKH B 403 oT 200, 600 u 2000 mg/kg/neH n Ha NTLX0BE B A03H oT 250,
1000 u 2000 mg/kg/nen B nponmakenne Ha 2 roaMAK. CTATHCTHYECKH 3HAYHMO MOBHIDABAHE HA YeCToTara Ha
AHHAPHOKIETPYHH TYMOPH Ha MaHKpeaca € 0HNo yCTaHOBEHO ¢aMo MPH MEXKHUTE IUTHLXOBE TIpH Hai-BHCOKATa
A03a. MakcHMamHUTe MIAa3sMEHH KOHLUEHTPALHH Ha JEKapcTBOTO NPH IUILXOBe 3a Ao3ata oT 2000 mg/kg/nex ca
6unn 10 whTH NO-BHCOKH, OTKONKOTO TUIA3MEHHTE KOHIEHTPALMH B YOBEIIKHA OPraHu3bM npit fo3a 3600 mg/new.
AUMHAPHOKAETHUHMTE TYMOPH Ha NaHKpeaca NpH MBXKHTE IUTHXOBE Ca ¢ HHCKA CTEleH CT H He
TIOBTHABAT TIPEKHBACMOCTTA, HE METACTA3sHPaT WIH KHBAIWPAT B OKOJHHUTE THKAaHW TE3H,
HabnionaBank NpH KOHTPOIHHTE XXMBOTHH. Bph3kaTa Ha Te3W NMaHKpeacHH AUMHAP ‘
MBKKHTE TIIBXOBE C KAHLICPOTEHHHA PHCK 34 YOBEKa € HEfCHA.
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MyTarenennocr

I'abaneHTHH He MOKa3Ba I€HOTOKCHYEH MOTeHUMal. [abaneHTHH He € MYTarcHeH in vifro UpH CTaHAAPTHHTE
TECTOBe ¢ GaKTepHATHH KISTKH HIH KAeTKH oT Gozalinunm, abanenTHH He NpeIH3BHKA CTPYKTYPHH XPOMO3OMHHE
abepanuy B KIeTKH OT So3altHULK HHTO in vitro, HMTO in vivo, W He NpeAU3BHKA GOPMHPAHE Ha MUMKPOHYKIEYCH B
KOCTHHA MOIBK HA XaMCTEepH.

Hapyinenns nHa epTHINTETA

He ca wabnronapanu Hexenany epekTH BrpXy GepTHIMTETa H PENPOAYKTHRHATA CNOCOBHOCT MPH MABXO0BE B A03H
10 2000 mg/kg (MpHOTHIMTENHO NeT BTH MOBEYE OT MAKCHMAIIHATA JIHEBHA 1034 3 X0pa, ONpeeeHa 3a eHHIIA
TellecHa NOBBPXHOCT B mg/m?),

TepatorenHocT

l'abaneHTHH He yBelTHYaBa 4ECTOTATA HA MAN(OPMALIMKUTE B CPABHEHHE € KOHTPONHTE B MOTOMCTBOTO HA MHIIKH,
TUTBXORE MY 3afii¥ NPpH o3u ¢hoTeeTHO 50, 30 1 25 meTH, NO-BHCOKH OT NHERHATA 034 TIPH uoBeka ot 3600 mg
(CHOTBETHO YETHPH, MET I OCEM ITHTH NOBEYE OT JHEBHATA /1034 NPH YOBEK, H3MEPEHa B mg/m?).

['abanenTun nprunHsBa 3abasdHe Ha oCH(MKALMATA HA Yeperna, NMPEILIeHATE, KOCTHTE Ha NPeJHATE H 3a/IHHTE
KpafiHM1I4 TPH IPH3a4YH, KOSTO € TOKa3aTeNHO 33 peTapianud Ha pacTexa Ha deryca. Te3n edexTH ce nosessat,
Koraro OpeMEHHH MHIIKK NOJIy4aBaT NepopaaHo no3d oT 1000 wiu 3000 mg/kg/aeH B mepHoia Ha OpraHoreHezaTa
H Ha IIBX0Be ~ 103K OT 2000 mg/kg npeau u No BpeMe Ha repHOAa Ha uMdTOCBaHE U NMpe3 LANaTa GpeMEHHOCT.
Tesu Ko3n ca npu6Gan3uTENHO 1 10 5 MBTH MO-BHCOKM OT fJo3aTa pH Xopa ot 3600 mg, Hamepena 3a mg/m’.

He ca 3abenssanu edekTH Npn GpeMeHHH MHIOKHM, HA KOMTO € AaeaHa jqozata ot 500 mg/kg/mzen (oxono Yot
ZHEBHaTa 1032 3a Xopa 3a mg/m?),

VBenuyaBaHe Ha YECTOTAaTa Ha XHApPOYpeTep H/WiH xHAponedposa e HalmoaaBaHa npH IUTBXOBE, Ha KOHTO €
hasaHa p03a o1 2000 mg/kg/nen B mpoyusate BEpxy ¢eprunnTera H o0mara penpoaykuus, 1500 mg/kg/nen B
npoy9saHe 3a TepaToreHHOCTT H 500, 1000 u 2000 mg/kg/neH B mepHHATANHO W NIOCTHATANHO NpPOYYBAHE.
3HaYeHneTO HA TE3M PE3YNTATH HE € HIICHEHO, HO Te ca GHIM CBhp3aHM che 3abaBeHo paiputhe. Tesm no3u ca
CBIO NPHOMH3UTENHO | N0 5 MHTH MO-BHCOKH OT YoBewIKara A03a ot 3600 mg B mg/m?.

B Teparonord4Ho npoy4rane 1py 3alilli yBeTM4EHHE Ha YECTOTAaTa HA MOCTHMILIAHTALIMOHHATa 3ary0a Ha ILU1oja €
HACTBIHIIO NpH OpeMEHHH AeHCKH, npHemany ao3u ot 60, 300 u 1500 mg/kg/aeH no BpeMe Ha OpraHOreHesata.
Tesu nosu ca oxono 0,3 10 8 MbTH NO-BHCOKH OT HEBHATa 4033 NpH Xopa oT 3600 mg B mg/m?. [panuunTe Ha
Ge30nacHOCT ca orpaHHYeHH, 3a 1A ce U3KIIIOYH PHCK OT OoAOGHH eeKTH NPH Xopa.

6. PAPMANIEBTHYHHA JAHHH

6.1 ChHcLK H3 IOMONIEHTE BENI¢CTRA

Crvovpacanue Ha kancyaama.
JlaxToza

Ilapernuno HANIECTE
Tanx

Kancynma obsugra.
Kenatun

Turanos aokcun (E 171)
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HKeneseH oxcuz, xuat (E172)
Kenezen oxcuz, dyepsen (E172).

6.2 HecpBMecTAMOCTH

Henpunoxumo.

6.3 Cpok Ha rogmocT

3 roauan

6.4 CrienraJjing ycJIOBHS Ha ChLXpaHeHAe

Ja ce cpxpandgsa Iipu TeMnepartypa nog 25°C,
Jla ce CEXpaHBa B OPHIHHAIHATA ONIAKOBKA.

6.5 BHI H CHOILPXKAHKE HA ONAKOBKATA

baucrep or PVC/anymunnii ¢ no 10 6poa TBspAM Kancynn.
OnakoBkH x 50 # X 100 TBEpAN Kancyu.

He scMUKH BHIOBE 0nakoBKH Morat Aa GbIaT mycHaTH B npoaaxGa.

6.6 CoennajnH Npeana3Hy MepKH NpPH H3XBLPJIARE B paboTa

Hama cnenipaneas n3HcKBaHn.

7. ITPATEXATEJI HA PA3PEIIIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Bblingen

Fepmanus

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

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

E-mail: info@woerwagpharma.com

8. HOMEP HA PAIPEIIEHHETO 3A YIIOTPEBA
20060713

9. JAATA HA I'bPBO PA3PEINTABAHE/ NOJHOBABAHE HA PAPELIEHHUETO 3A
YIOTPEBA

Hara Ha mepBo pazpemenne: 08 dexemspn 2006 r.

Hara Ha nocneaHo noanoessane: 12 SAuyapu 2012 r.

10. JATA HA AKTYAIH3IUPAHE HA TEKCTA
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