KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. . HME HA JJEKAPCTBEHHA ITPONAYKT

Hpo Cna3z Komruieke 400 mg/60 mg/40 mg npax 3a nepopaieH pa3TBop B calle
Dro Spaz Complex 400 mg/60 mg/40 mg powder for oral solution in sachet

2. KAYECTBEH H KOJJMYECTBEH ChCTAB

AKTHBHH BELLIECTBA B €AHO caule:

Meramu3on Hatpuii MoHoxuapaT (Metamizole sodium monohydrate) 400 mg
Kodenn (Caffeine) 60 mg
JporasepuHo xuapoxnopua {Drotaverine hydrochloride) 40 mg

IMoMolHH BelllecTBa C H3BECTHO AeHCTBUE: 3axapo3a 2,07 g B eqHa ao3sa.

3a ITBJIHUA CIHCHK HAa MOMOLIHKTE BELIECTRA, BHXKTE TouKa 6.1,

3. JIEKAPCTBEHA ®OPMA

NSTTLAHWTENHA ATEHLIMS NO NEKAPCTBATA
KDBITWR XRDMETNOOUCTIUKE He .

10189319
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[Tpax 3a nepopalieH pa3TBOP B calle.,
Kuat Pos. e

BnHIuEeH BH — CBETAOXKIIT Mpax ¢ MUPHC Ha yepela.

4. KJIMHWYHH JAHHHA

4.1. TepaneBTHUHH NOKAIAHHA

Hpo Cna3 KoMruiekc ce mpriara nmpH B3pacTHU M FOHOIIH Hal 15 roauHM 3a KPaTKOCPOYHO JICUCHHE
Ha CWIHO M3pa3eHo rnasobonne, peppakTepHO Ha JieYeHHE C APYTH AHAINETHLM, BKIIOYMTETHO IEKO
JO CpeHO H3pa3eHa MMIPEHa.

Hpo Cna3s KoMmiuiekc e npeana3sHaveH 3a ynorpedba npH BL3pacTHH M IOHOHIM Haf 15 roauHy 3a
CUMATOMATHYHO JIEYEHUE HA:

* ONKA C BHCOKA HHTEH3HBHOCT OT PalIMYEH NPOU3XOX;

* 60nKM, CBBP3aHH ¢ KOHTPAKTHWIHH ChCTOSHHA HA ITIAAKATA MyCKYJIaTypa!

- MMKOYHO-NoJIoBaTa cUcTeMa (OBOpeuHa KoTHKa, ZUCMEHOpEd ),

- XpAHOCMMUJIATE/IEH TPAKT (MPEBHH KOJIMKH, CHHAPOM Ha pa3sApa3HEHHUTE Yepsa),

- KITBYHHM ITHTHIIA (XOJELIMCTHT, BB3NAJeHHE HA MIHYHHTE ITHTHILA),

XOraTo yrnorpedara Ha JpyrH JJIeKapCTBa € NPOTHBONOKAa3aHa WM HeePeKTHBHA.

4.2. Jlo3upoBka H HAYIHH Ha NPHJIOKECHHE

03 BKa

Buvipacmuu u wonowu nao 15 2oounu:
EnnokparHa no3a 1 caure. B 3aBUCHMOCT OT HHTEH3HTETA Ha O0IKATA H NOCTUTHATHA KOH
Hesd, A03aTa Moxe Aa Objie NOBTOpEHa cnel HHTepBan oT 8 yaca. MakcHManHa AHEBHA 10§

Cneyuainu nonyaayuu
IHonynayua 6 cmapuecka évb3pacm, u3mowieHu nayuesmu u nayueHmu ¢ HamManer Kpea

KAUPBHC



Josara TpaOBa Aa ce HAMAH NPH MaOUEHTH B CTAPYECKA BB3PACT, PH H3TOILECHH NALWEHTH H TIPH
NALMEHTH ¢ HaMaJIeH KPEaTHHHHOB KIMPBHC, Thil KaTO €JIAMHHHPAHETO HAa MeTaOONMUTHUTE NPOAYKTH
HAa METaMH30J1 MOXKe JIa ¢ YIb/DKH.

Ueprodpobuo unu 6vbpeuno yepexcoane

Toii kaTO CKOPOCTTA Ha €IMMHHHPaHE € HaMajieHa, korato OnOpeuHara wiu YepHoApoOHaTa GpyHKLHMA
e HapylleHa, MHOrOKpaTHM BHCOKH 1034 TpabBa 1a ce n3bsrear. He ce Hanara HamajisBaHe Ha 103ata,
KOTaTo-Ce MPUIIAra caMo 3a KpaTko Bpeme. KbM JHelIHa nata HaMa JOCTAThYHO OIMHT.C
IBIATOCPOYHATA YIOTpeOa HA METAMH30JT MPH MAUKEHTH ¢ TEXKO YepHOAPOOHO H 6BOpedHO

yBpeKJaHe.

0 €JIHOCT Ha MPUIOXKEHHE
To3n nexkapcTBEH NPOAYKT € MPEAHA3HAYEH 32 KPATKOCPOUHO MPHIOKEHHE.

HauuH Ha DpPHIOXKEHHE |
CraObpXKaHHETO Ha eTHO Callle Ce Pa3TBaps B ualna ¢ JOCTATHYHO KOJIMYECTBO BOAA, pa3Obpkpa ce

ao6pe A0 nmomy4yaBaHe Ha XOMOICHEH pa3TBOp, KOKTO Ce MpHeMa Ipe3 yCTara. .
[Tpuema ce He3aBHCHMO OT BPEMETO Ha XpaHEeHE.

4.3. IIporaBonoxazaHus

¢ CBPBXYYBCTBHTEJIHOCT KbM aKTHBHUTE WM HIKOE OT MOMOIIHUTE BEIIEeCTBa, H30poeHH B T. 6.1;
» CBPBXUYYBCTBHTEJIHOCT KbM JPYTH JIEKAPCTBA OT Ipyrara Ha MMPa3OJIOHHTE WM MTHPa3010AHHHTE
(benaszon, mpormdeHazoH, pennnbyrasoH, OKCHPEHA30H);
+ AHAMHECTHHHU JaHHH 33 PEaKLMH Ha CBPBXUYBCTBUTENHOCT KhM aHANNETHIIH, AHTHIMPCTAL HIH
- HCIIBC; |
o TexXKH 6B0OpedHH H YepHOAPOOHH 3ab0NaBaHHS;
o TMENTHYHA A3Ba H aHaMHE3a 3a racTPO-HHTECTUHAIHA XeMOoparus,
» HapyLIeHA MHEJOMAHA QYHKLMA (Hanp. Cel JICUeHHe C umocm'rmm) WIH 3&60.1111]331-1!‘111 Ha
XeMOTIOCTHYHATA CHCTEMA,;
e TeHETHYEH Ae(MIMT Ha [IIOK030-6- Q)m@amexmporeﬂasa (C'Lmecmyna PHCK OT XeMOJIH34);
« oOcTpa YepHOApoOHa nopdHpHs (CHIECTBYBa PHCK OT OCTBP NPHCTHII);
* TPETH TPUMECTHP HA OPEMEHHOCTTA,
e Jella M XOHOINM Ha BB3pacT noA 16 roaunu.
« JaHHM 32 arpaHyJIOLKTO3a, MPEAN3BHKAHA OT METAMH30, APYTH IHPA30JIOHH HWIH
NMUPA30IHMAUHH B aHAMHE3aT4,
« . yBpeneHa (GyHKIMA Ha KOCTHHS MO3BK HIH 3a00/1MBaHHA HA XEMOTIOETUYHATA CHCTEMA.

4.4. CnenHallHH NpexynpexieHus H NPEANAZHE MEPKH NPR ynurpeﬁa

J10 38

JleyeHHeETO ¢ METAMM30/1 MOXE J1a IPEANIBKKA arpaHyJAOUMTO3a, KOSTO MOXE Aa JIOBEAE IO NETAICH
m3xoJ (BXK. Touxa 4.8). ArpaHynoIiTo3a MoXe Ia Bh3HWKHE JOpH KOraTo NpH IpeAHinHa ynorpeda

HA METaMH30J HE € HMAIO YCAOKHEHUSA. |
3BHKAHATA OT METAMM3IOJI 1o 33 € oc¢ THYHA HEXKEJIAHA pe . He e

3aBHCHMA OT 403aTa H MOXKE 14 Bb3HHKHE 110 BCAKO BpEME B XOa HA TECUYECHHETO, JTIOPH MAJIKO CJICA
NPCYCTAHOBABAHETO HA JICUCHHULTO.

Ha naumentrTe Tpabpa Aa 6paaT JaneHH yKa3aHHd Na IPEYCTAHOBAT JICYCHHETO W XA NOTHPCAT
He3a0aBHO JIEKapCKa MOMOIN, KO C¢ MOABAT CUMITTOMH, ITPEANIONaraiiy arpanyJoLnTo3a (Hanp.
BHCOKA TeMIIepaTypa, BTPHCAHE, BB3MANCHO Ibpa0 U Goe3HeHH IIPOMEHH B JIMTaBHLIWTE, ocoﬁeﬂo B

YCTaTa, HOCA H T'bPIOTO WIH B 00JIacTTa HAa ICHUTANTMWTE MK AHYCA).
AKO MeTaMM30J1 C€ NPUEMA 32 BHCOKA TEMIIEpATYpa, HAKOM CUMITTOMM Ha pa3BHBalIa ce/ -

arpaHyJIOLIATO3a MOTAT A& OCTAaHAT He3abens3aHu. AHAJIOTMYHO, IPH NAIHEHTH, KOHT( ™ary
nevyeHue ¢ aHTHOHO CHMITTOMHTE CBIINO MOTAT Aa OBAaT MaCKHPAHH, /jk:t( NSRS
AKO ce MOABAT IPH3HALIM 1 CHMITTOMH, MPEANOIAraliy arpaHyJIonHTo3a, Tpsbsa He _;'

HAMPABH [TBJIHA KPBBHA KAPTHHA (BKMIOUHMTENHO AudepeHpano Gpoete) U JeucHuey AL




NPEKPATH JI0 HITH3AHETO HA pe3yiTaTHTe. AKO IHATHO3ATA CE NIOTBBPAM, JEYEHHETO HE Tpabsa na ce
Bb300HOBABA (BXK. TOuKa 4.3).

H OT a4 Ha aTa U XEMONMOCTHYHATA CHCTCMA

[lpeau npunoxeHueTo Ha MpoAyKTa TpAOBa Ja 6bae cHeTa noaApoOHa aHaMHe3a, KATO MpPH JHLIATA C
MOBHIIEH PUCK OT aHA(GUIAKTHYHH K APYTH HMYHOJIOTMYHH peaKiiHH, CBbp3aHH C MpHUeMa Ha
anHanrerui win HCIIBC, nexkapcTBoTO cllefiBa fa ce nMpuiara npH ToOYHa OLIEHKAa Ha ChOTHOLIEHHETO
MOI38/PUCK. -

PHCKBT OT TeXKH aHaQITAKTOHIHH PEaKIIMH € MO-BHCOK 1PH:

+ [AauHeHTH ¢ acTMa, CBbP3aHa ¢ NMPHEM Ha AHAIINCTHULIA HIH ITPH TAaKHBa C H3BECTHA HCITOHOCHMOCT

KbM aHAJNETHIIH, MPOABABALLA CE€ C PEAKIIHH OT THIIA YPTHKAPHA-GHTHOEIEM;

s NALMEHTH C OPOHXHAIHA acTMA, OCOOEHO MpHIpPYXKEHA ¢ pHHOCHHYHT H Ha3a/IHA TMOJIMNO3a;

¢ JIMLIA, CTPANALIH OT XPOHHYHA YPTHKapus,

o JIHLA C HEMOHOCHMOCT KbM OLIBETHTENH (HANp. TAPTPa3HH), KOHCEpBAHTH (Hanp. 6eH3oaTH);

e JIALA C HEMOHOCHMOCT KBbM AIKOXO0J (AHAMHECTHYHHW JaHHH 3a MOSBA HA CBI30TCYEHHE, KHXaHE H
HHTEH3HBHO 3ajYepBABAHE HA JIMLIETO MPH KOHCYMALWA M HA MaJIKH KOJTHYECTBA AJIKOXOJIHH
HanWTKH). Takapa HEMOHOCHMOCT KBbM aJKOX0J Moxe Aa Obae nokasare: 3a NpeaullicH
HEAMArHOCTHIIHPAH AHAIITETUYHO CBBP3aH aCTMA-CHHIPOM;

Flpk nauMesTH ¢ NOBHLIEH PHCK OT aHAMHIAKTHYHH peakLiHH € BeoOXOAHMO CTPOTO MOHHTOPHpaHe
HA Te3M MALMEHTH H €BEHTYA/IHO OCHIYyPABaHe Ha MEPKH 34 CTIeLTHa MOMOIL.

ITpH naiMeHTH, MPHEMAINHA AHTUOHOTHIIM, KITHHHIHHTE MPOABH Ha arpaHyJIOUMTO3aTa (IOBHILIEHA
TeMNEPaTYpa, BTPHCAHE, BB3TIAJIMTE/IHH B 60/Ie3HEHH H3IMEHEHHA MO JIMTaBHIIATA HA YCTHATa H HOCHA
KyXHHa, FbPJIOTO, FeHHTAJIMHTE, aHyCa, BIOIIaBaHE Ha OOOTO ChbCTOSHHE, 3HAYHTEIHO MOBHIICHH
croiinoctit Ha CYE, HamaneH Opoii win THnicRanM rpaHy/IOLMTH) MoraT aa 6eaar c1abo H3paseHHn.

XHNoToHHA., UMPKYJATOPEH KOJanc ¥ ApYrd HapylneHHs OT CTpaHa Ha ChpAEYHO-CHAOBATA CHCTEMA
MeTaMH301 MOXKE J1a MPeTU3BUKA XHIIOTCH3HBHH PEaK1MH, KOMTO MOraT Ja OBb4aT M 1030-38BHCHMH

(Bx. T. 4.8.). BeposTHOCTTA 33 TAXHATA MOYBA € I0-BHCOKA [PHU NapeHTEPAIHO NpIoxKeHHe. [lopanu
ChABPKAHHETO M Ha IPOTABEPHH, NPOAYKTHT ClIC/ABa Ja e NpHiara ¢ 0Co0eHO BHHMAaHHE MpH
MALMEHTH ¢ XMITOTOHMA.

[MpemmecTpamaTa XHNOTOHHA, ASXHAPATALMA, XHIIEPITHPEKCHA, HECTAOWIHA KPLBHE LIMPKY/IALAS U
HAYATHA LIMPKYJIATOPHA HEIOCTATHYHOCT (HAIP. MHOXKECTBEHA TPaBMA, ChpACYEH HHPAPKT) HIHCKBAT
NOBHILIEHO BHHMAHHE H KOHTPOJIHPAHE HA CHCTOSHHETO, Thil KATO PHCKBT OT PA3BHTHE HA XHITOTOHUA
ciiel MpUEeM Ha METAMH30J1 B TE3H CITYyYaH € NO-BHCOK.

3a HaMaNdBaHe Ha PUCKA OT XMNOTEH3UBHH peakiMy e HeoOXOAMMO Aa BNA3aT B ChoOpaskeHHe
NpeBaHTHBHH MEPKM, HaNp. CTa0WIH3HpaHe Ha LIAPKYNalMATa.

MeTamuson TpaOBa Aa Oblie M3NON3BAH BHUMATENHO H NPH KOHTPOIHPAHE HA XeMOAHHAMUYHHTE
NOKA3aTe/H [IPH NALMEHTHTE, MPH KOMTO NOHIMKEHHETO HA KPbBHOTO HAJIATaHe TpAOBa Aa 6bae
ofiesaTenHo H36erHATO, HaNp. TAKMBA C TEXKKH KOPOHApHH 3a0019BaHHA WIH BUCOKOCTENEHHA CTEHO3a
Ha MO3BYHHTE CHJAOBE.

MeTamu3on TpaOBa Aa ce npiiara ¢ BHHMAHHE NPH NalMeHTH CbC ChPAEYHO-Ch0BH 3abonaBanus,
KATO TeXKH pHThMHH HapyueHns, UBC, ocobeHo npeceH MuOKapaeH HH)apKT, 3acToMHHA ChbpIeuHa
HEAOCTATHYHOCT (Te3H 3a00/ABaAHMA H3HCKBAT NEPUOAHYEH NEKAPCKH KOHTPON).

JlekapCTBEHO HHAYLHMPAHO YepHOAPOOHO YBpexXaaHe

C1ob1ieHH ca CIIy4aH Ha OCTBP XENaTHT, NPeOUMHO OT XENaToLETyIapeH THI, ITPH MAaLMeHTH,
JIEKYBaHH C METAMM301, C HAYAO OT HAKOJIKO JHHM A0 HAKOMKO MECeLla CIe]l 3al04BaHE Ha JICHCHHUETO.
[TpH3HaLMTEe U CHMITTOMHTE BKJIIOYBAT MTOBHILEHH YEPHOAPOOHH €H3UMH B CEpyMa Che
KBITCHHIIA, YECTO B KOHTEKCTa Ha APYTH PEaKLIMH Ha CBPBXUYBCTBHTETHOCT KbM Jiel
KOXeH O0OpHB, KphBHH JHCKPA3HH, NOBHILECHA TEMNEPATYpa ¥ €03HHOGWINA) HIH /4
XapaKTEpHCTHKH HA aBTOMMYHeH xenatut. [ToBeueTo nalMeHTH ca c¢ BEICTAHOB
NPEKPATABAHE HA JICYEHHETO C METAMH30JI; BHITPEKH TOBA B OTAEJIHH CyYaH HMa

nporpecHs 0 0cTpa YepHoApoOHa HEAOCTATHYHOCT, Hanaralla 4epHOApoOHa TPaHO




MeXaHH3MBbT Ha HHIYUHPAHOTO OT METAMH30J1 YePHOAPOOHO YBpE)XKIaHe HE € U3ACHEH HAMMBJIHO, HO
JAHHHTE NMOKA3BaT MMYHO-AJIEPrUUEH MEXAHHIBM.

[TaunerTHTE TpaOBa Na OBAAT HHCTPYKTHPAHH JA C€ CBBPXKAT ChC CBOA JIEKAP B ClIy4ail Ha NojBa Ha
'CHMITTOMH, MpeAnoaarauti 4epHoApoOHO yBpexaaHe. [1pu TaxyBa nauneHTH ynorpebara Ha
METAMH301 TPAOBA Ja ce MPEYCTAHOBH-H Ja ce OLIeHH YepHOApoOHaTa dhyHKLHA.

MeTam#u3on He TpAOBa Ja ce BbBEX/1a MOBTOPHO NPH MALMEHTH ¢ €NU30/ Ha YePHOAPOOHO YBpeXKaaHe
M0 BpeMe Ha JieueHHe ¢ METAMH30]1, IIPK KOUTO He € YCTAHOBEHA Jpyra NMpHUHHA 38 HePHOAPOOHOTO

yBpexXIaHe.

TexXKH KOXKHH peakiivH

Texkyn koxu# nexenanu peakuuu (SCARS), Bmounrenso CHHAPOM Ha Stevens-Johnson (SJS),
TOKCHYHA eniaepManta Hekpoiu3a (TEN) 1 nexapcTBeHa peaxiiusi ¢ €03UHO(WINA H CHCTEMHH
cumMnroMH (DRESS), kouTo MoraT Aa 6bAaT *»HBOTO3aCTPALIABAIINH HIH JIETAIHH, ca ChOoOIaBAHM
Npy JIeYSHHE C METAMHU30J1.

[TaumenTure TpadBa Aa 6bAaT HHGOPMHpPAHH 3a IPU3HALMTE H CHMIITOMUTE H Aa ObaaT HabmonaBaHH
¢ NOBHIIEHO BHHMAHHE 38 KOKHHU PEaKLHH.

AKO ce NOoSBST MPH3HALA H CUMITTOMH, KOMTO NMPEAIONaraT Te3y peaklil, Metamu3on TpabBa aa
61pae cnpaH He3abaBHO M HHKOra He Tpsabea na Obae npuiaraH OTHOBO (BXK. To4Ka 4.3).

[MTaumerTiTe TpaOBa Na OBAAT 3aMO3HATH ¢ PH3HALIMTE H CHMITTOMHTE HA Te3H
*KHBOTO3ACTPALIABALIM KOXKHH peakKiMH H 1a ObaT MpocieIABaHY 38 TAKMBA IIPH NO-TIPOAB/IDKHTENTHO
NeYeHHE.

IpoayxTeT ce mpwiara ¢ BHHMaHHE NPH NAalIMEHTH ¢ yBpeAcHa 6bOpeuna 1 yepHoapobHa QpyHKLMA
(nNpH BB3IPACTHH NMALMEHTH €KCKPELIMATA HA METAMH30]1 OT OPraHu3Ma Moxe Ja Obze 3abasena).

[Tpu penoBHO npreMane Ha o6ezbonasamm npoayKTH, 0COOSHO TAKHBA CHABPKALIM PA3IHYHH
NIEKAPCTBEHN KOMOMHALIMM, MOXe JIa HACTLIIH yBpexxJaHe Ha On0pennTe, B HIKOH CIydaH A0
pazeuTHE Ha OBOpedHa HeAOCTATHYHOCT (T.H. aHaNreTHYHa HegponaTus). [Tpogwprokurennoro
npuiarase Ha Npoaykra nmpy 6onnu ¢ 6u0pedHH YBpeX1aHHA H3HCKBA BHHMAaHHE.

INpu nedyeHHe ¢ TO3H MPOAYKT € HEOOXOAMMO /13 CE HMA NMPEABH], HE € BLIMOXHO MOBIHMABAHE HA
NCHXOMDH3HUOJIOTHYHOTO CHCTOSIHHE HA MALIHEHTHTE MPH €AHOBPEMEHEH NPHEM Ha aIKOXO0N H

nexapcrTsa, noruckaimM ¢pyHxumsTa Ha HHC.

[Topaau chbobpKaHUETO HA KOPEHH B IEKEPCTBOTO MOXKeE ia ce Habmonasa 6e3cEHME, HEPBHOCT H
nopHileHa Adypesa. [1o TasH npyyYHHA JOITWIHHTEHUAT MpHEM HAa KodeHH C Kade, WOKoIAN H vak
Tpabsa 1a 6bac choOpa3eH ¢ pa3Mepa Ha MpHEMaHaTAa 1034 OT JIEKAPCTBOTO.

Heo6xoauMo € crneianHo BHUMaHHE TIPH NallMEHTH, KOHTO ¢a TPEBOXKHH, Bb30YAeHH, HMAT TPEMOD,
apTepHaHa XMNEPTOHUS WK cTpaaat oT 6eachbHue. JIeueHHeTo ciieBa ia ce IPEKpaTH, ako ce
NOABAT NAANMTALMH HIH TAXHKApAMA.

B13MOXKHO € Ja ce MOABY KM /Ia C€ BAOIUH HATMMHO r1aBo0OIHE ClIek NMPOIbIDKHTEIIHO JICUCHHE
(noBede oT > 3 Mecena) MPH W3MOJI3BAHE HA AHAJITCTHIIM Mpe3 ACH WIH no-yecto. Tosa FaBobonue He
TpAOBa Na ce JIEKYBa ¢ YBEJIHHABAHE HA J03aTa, a € HeOOXOAUMO IEYECHHETO Aa C€ IPEKPATH Clek

KOHCYJITaL[HA C JIEKap.

[Tpu nprem Ha METAMH30/1 BB BUCOKH 103H, YPHHATA MOXE Ja Ce OLIBETH B YEPBEHO, NOPaaH
NOBHLIEHA €KCKPELMA Ha pyOAa3OHOBA KMCE/IHHA.

Kodenn Moxe na noenuse pe3yITATHTE OT TECTOBE C H3MOI3BAHE HA AJEHO3HH WIH AHNHPHIAAMOI,
nopany KoeTo TOBa JEKApCTBO He TPAOBa Aa ce npueMa Hal-Manko 12 yaca nmpeau recra.

[poayxteT chabppka 2,07 g 3axap B eaHa 103a, KoeTo TpsabBa 1a ce HMa MPEABHA Npy/AigN
3axapeH quaber. / §

4.5. BaanmopaelcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOpPMHE HA E

Meramuson



dapMaKOKHHETHUHO B3aHMOACHCTBHE — HHAYLHPAHE HA JIEKapCTBO-METab0MU3HpallK CH3HMM:

MeTramMu301 MOXKe 8 HHAYLIMPA JICKAPCTBO-MEeTaCoIM3Hpamy eH3umH, snounTenHo CYP2B6
CYP3A4.

EQHOBPEMEHHOTO NPUIOKEHHE Ha MeTaMu3oa ¢ OynponuoH, e¢aBHpEHLL, METAIOH, BaAMpoaT,
LIMKJIOCTIOPHH, TAKPOIHMYC HWIH CEPTPAIKH MOXeE Aa JOBE/E A0 HAMaIABaHE Ha ILTA3MEHHTE
KOHLIEHTPALIMK HA Te3H JIEKAPCTRA C MOTEHLMANHO HAMaJISBaHe HA KIMHHYHATA edHkacHocT. [lopaau
TOBA C€ MPENopbYBa NOBKIICHO BHUMAHHE NMPH €JHOBPEMEHHO MPIIOXKEHHe HA METAMM3ON;
KITHHHYHHAT OTTOBOP W/WIM HHBATA HA JIEKAPCTBATA TPAOBa J1a ce MPOCJICAABAT MO MOJXOANIN HAYHH.

PUCKEBT OT Pa3sBHTHE Ha PEakiiMM Ha CBPBXYYBCTBHTEHOCT € NO-BHCOK NPH €XHOBPEMEHEH NPHEM ¢

ApyrH aHaareTHUM H avTHIMpeTHLH, HCIIBC 4 nexapcTsa, ChabpkalllH aUeTHICATTHIUIOBA
KHMCENTHHA.

Meramuzon Moxke Jia B3aumozelicTsa B a JoBeae 0 NPOMAHa B eheKTa Ha KAITTOIPW H
TPHAMTEPEH.

Moxke a NOBHINH NHTHEBATA TOKCHYHOCT, NOPAIAH NMOBHIIABAHE HA JIMTHEBHTE HHBA B KPLBTA MPH
€THOBPEMEHEH TIPHEM.

CollecTByBa pHCK OT MOTHCKAHE HA XEMOIOE3aTa MPH €AHOBPEMEHHO TIPHIIOKEHHE C APYTH

JIEKapCTBa ¢ XEMOTOKGHYHO AeliCTBHE, HANP. TAKHBA CHIHPKALIY 3/1aTC, MPOTHBOPAKOBH NMPOAYKTH,
MeTOTpeKcaT, XIopamGpeHHKon H Jp.

MeTamuz0n MOXe fia 10BeAiE A0 NOBUIIABAHE AKTHBHOCTTA HA KyMAPHHOBHTE AHTHKOAry/aHTH U
HHUCKOMOJICKYJIHMS XeTIapHH H JIO yAbJDKaBaHe BPpeMETO Ha KBPBCHE, KOETO HANAra MOHHTOPHpaHe Ha
1abopaTOpHHTE NOKa3aTe/IM Ha KOary JIalusTa.

EmnoBpemerHara yrnorpeba ¢ XJIOpIpoMasHH MoXe Aa JOBeIe A0 PHCK OT TEXKKa XHIIOTEPMH.
KoHcymatmaTa Ha aJIkOXO0J 110 BpeMe Ha JieueHHe ¢ MeTaMi30n Tpabea aa 6bae orpaHHdaBaHa.

MeTramu3on Moxe aa nopese 10 NOBUILIABAHE IUTA3MEHHUTE KOHIICHTPaUHH Ha XJIOPOKBHH,

" AHATeTHYHOTO JeHCTBHE C€ MOTEHLHMPa OT HEBPOJICNTHLIH H TPRHKBHIIH3ATOPH, CEIRTHBHH CPEACTBA
M TPAHKBWIM3ATOPH. TPHLMKIMYHWTE aHTHACTIPECAHTH, OPAITHATE KOHTPALICITTHBH ¥ aJIOITyPHHOJT
NOTeHLMpAT eeKTHTE HA METAMM30]1, opaax 3a0aBaHe HA HeropaTa 6uoTpaHchopMaliHi.

Hemnm edexTH MoraT a2 63T HaMaleHH OT HHAYKTOPH Ha MUKPO3OMANHHTE YePHOAPOOHH
¢H3UMH KaTo 6apburypati, peHUnOyTa3oH, INyYTETHMHMI, H IP.

MeTaMHz01 MOXe Ja MOHIKH eeKTa Ha HUCKA 1038 aLeTWICATHLIWIOBA KUCEJIMHA BbPXY
TpOMOOLIMTHATA arperauus npH egHoBpeMenHa ynorpeba. CnegosaTenHo Ta3u koMOHHaLHA TpaOBa
[1a Ce MPHJIAra BHHMATENHO NMPH MAMEHTH, MPHEMALIK HUCKH 1031 ALETWICATHIIWIOBA KHCE/THHA 32
KapIHONPOTEKLIMA.

EnnoBpemenHara ynorpeba Ha METaMH30J1 ¢ NEPOPATHH AHTHAHAOETHH CPEICTBA OT IpyTiaTa Ha
cyndoHITYpeHHATE MPOM3BOJIHA YBENIHYABA PHCKA OT XHNIOrnukeMus. CnejoBaTesIHO, HUBATA HA
KphBHATa 3axap TpA6sa na ce HabmoJaBaT No-4eCcTo U MPpH HEOOXOAMMOCT Aa C€ HAMANH A03aTa Ha
aHTHANAGETHHTE CpEeaCTRa.

Xpanara MOXe Ja JOBEE A0 HE3HAMWMH ITPOMEHH B KHHETHKATA Ha aKTHBHHA MeTabonur
4-meTHnaMuHOAHITMPHH (4-MAA), KOHTO HE ca KITHHHYHO 3HAYMMH.

EqHOBpeMEHHOTO NMPHWIOKEHHE ChC CHMMATHKOMHMETHLIH MO Ja NMpeIH3BHKa MPEBL30YKIaHe Ha

LIHC.
Kodenn

CraspxkaHHeTO Ha KOo¢eHH B NpOoAyKTa HaManaBa AeHcTBHETO Ha GapOuTypaTHTe
OeH30AMa3eIUHNTE.,

[Ipn xoMOMHMpaHO NpHeMaHe Ha ONpeAieSieH BUA AaHTHOHOTHIIH, KaTO HHXHOHTOPH K
(XHHOJIOHH), MOXKe Aa ce 3a0aBH EJIMMHHHPAHETO Ha KO()eHH H HEroBUs MeTaboTHy



Opa/IHHTE KOHTPALIENTTHBHH CPEACTBA MOHIKABAT YePHOAPoOHIA MeTabonn3bM Ha KOdEHH, a Tok oT
CBOS CTPAHA MOBHINABA NNIA3MEHHUTE KOHUEHTPALIMH Ha LIMMETH/IMH, ETUHHHIECTPAIHON,
HIPO(IOKCALHH, CHOKCALHH, BEpanaMH/l, MEKCHIIETHH H AUCY/I(HpaM.

He ce npenopbuBa eHOBPEMEHHO npnnoxceﬂﬁe cbe cTuMynanTH Ha ITHC, MAO-suxuuTopu 1
JIEKAPCTBA WIM HAMMMTKH, ChABPXKALIH KOQPEHH HJIH METHIKCAHTHHH.

Kodeun nonobpsasa abcopbiumsra Ha canuipuiati u Hakon HCIIBC.

KodenH BBB BHCOKH JO3M MOHIDKABA CTENEHTa Ha GHoTpaHc(opMalma Ha TeopHINH H YCUIBa
HEroBus egeKT. |

Hakou MycKyJIHH PEaKCAHTH KaTo MAPOLIATAMMA HHXKOHPAT B 3HAYMTENTHA CTENEH
6uorpancopmalmsaTa Ha KOPEHH, NOPAIH KOETO €IHOBPEMEHHOTO NPUIOKEHHE HA T€3H MPOXYKTH €
3abpaHeHo.

HukoTHH yBeanuaBa KIHPbHCA HA KOQEHH.

HHOB XJIO

dochornecTepasHuTE HHXHOHTOPH KATO NAnaBepHH HAMANABAT edeKTa Ha JIEBOAONA.
EaHoBpeMEHHOTO MpWIOKEHHE Ha APOTABEPHH C JIEBOAONA HAMAIABA e(PeKTa HA MOCCIHHA, KATO
PHTHAHOCTTA M TPETNICPEHETO MOTAT Jla C€ BIAOLIAT.

4.6. PeprraBRTET, GpeMEeHBOCT H KBPMEHE

BpeMeHHOCT | _
HanuuHu ca caMoO orpaHH4eHH JaHHH 3a ynotpe6ara Ha MeTaMH30]1 NpH OPEMEHHH XKEHH.

B33 ocHOBA HA MYOIHKYBaHUTE JAHHKM OT OPEMEHHM XXEHH C eKCIIO3HIMS Ha METAMHU301 NIPE3 ITbPBHUA
TpUMeECTRP (n = 568), He ca yCTaHOBEHH TEPAaTOreHHH WIH eMOpHOTOKCHYHH edeKkTH. B oTnenHu
CITy4aH, KOTaTo He CBLIECTBYBAT APYrH Bb3MOXHOCTH 38 JIeUeHHE, MPHIAraHeTO HA eAMHHYHH J03H
METAMHK30J MOXe J1a ce JOIyCHE NMpe3 MbpPBHA U BTOpHS TpuMecThp. [1o mpuHLMN He ce nmpenopbusa
NMPWIAraHEeTO HA METAMM30J1 IIpe3 ITbPBHS H BTOPUA TPHUMECTHP. YNorpedaTa 1o BpeMe Ha TPeTHS
TPHMECTEP € CEBp3aHa ¢ PeToTOKCHIROCT (OB0petHO yBpexkaHe H KOHCTPHKLHMA HA NYKTYC
apTEPHO3YC) H CIIEAOBATEHO yNoTpebaTa Ha METAMH30J1 € MPOTHBONOKA3aHA 110 BPEME HA TPETHA
TpUMecThp Ha OpemeHHoCTTa (BXK. TOUKa 4.3). [Ipu cayuaiiHo npwiarane Ha METAMH3O0J 1O BpEME Ha
TPETHA TPHMECTHP AMHHOTHYHATA TEYHOCT H ZYKTYC apTepHO3yC TpabBa Aa ce KOHTPOHPAT, Ypes
yIITPa3BYK H exokapavorpadus.

MeTamMu30n NpeMHHABa NIpe3 MalleHrapHaTa Gapuepa.

TIpy UBOTHKM METAMH30J1 HHAYLMPA PEMPOAYKTHBHA TOKCHIHOCT, HO HE H TEPATON¢HHOCT (BX. TOYKA
5.3).

Hpo Cnas KoMrutekc He TpaGBa Aa ce Npuiara ape3 ITbPBH H TPETH TPUMECTHP Ha OpeMEHHOCTTa, ThHH
KaTo: |

e METaMM30J MPEeMHHABA IUTaueHTapHaTa Gapyepa M JTHNCBAT JaHHH OT KOHTPOJIMpaHH KIHHHYHH
M3NHWTBAHMUA TIPH X0Pa;

e JIMIICBAT AAHHH OT KOHTPOJIMPAHH KITHHHYHH H3NMHTBAHHUA 32 ePEeKTHTE Ha IPOTABEPUH BLPXY
GpeMEHHOCTTA, IUIOAA H HOBOPOAEHOTO; TEOPETHHHO HE MOXKE /ia C¢ HIKTIOUYH CTHMYJIHpaHe Ha

paXJAaHeTO OT CTPAaHA Ha APOTABEPHH;
e TPUEMBT Ha KodeuH NMOBHINABA PHCKA OT CIIOHTaHEH aboprT.

KnpMeHe
[TpoayKTHTE OT PA3rpaXKAAHETO HA METAMMK3OM NMPEMHUHABAT B KbPMATa B 3HAUHTENTHH KOJIHYECTBA H

He MOXKe Ja ce H3KJIOYH PHCK 3a KbpMaueTo, [lopaam ToBa MHOrokparHaTa ynotpeba Ha MOTAMIRIAR
no BpeMe Ha KbpMeHe TpadBa na ce u3bsarsa. B cirydail Ha enHOKpaTHO NPHWIOKEHHE e
Ha MalikuTe ce npenopnyBa Ja ChbOHPaT M U3XBBPJIAT KbPMATA B IIPOABL/DKEHHE Ha 4y 4

A CUEeT
MPHIAraHeTo Ha J03aTAa. - . Y/




KodeHH 1 HeroBuTe META0ONIMTH CE€ MATBLYBAT ¢ MAIYHHOTO MIIIKO M MOTAT A2 AOBEJAT AC IPOMEHH
(HepBHOCT, O€3CHHNE) B NOBEACHHETO HA KHPMAUETO.

DepTUNHTET
HsaMa naHHH 3a HapyIleHHs Ha (pepTHIHTETA.

4.7. EdexTn snpxy cnocobHocTTA 32 modHpaHe H paboTa ¢ MATIHHH

[Tpunoxkennero Ha dpo Crniaz KoMnexe B o0HyaiiHuTe TepaneBTHUHH A03H HE MOB/IUABA
cnocobHOCTTA 3a odupaHe B paboTa ¢ MALLIHHM.

[Tpensui HAKOH OT BE3IMOXKHHTE HEXKENAHH JIEKAPCTBEHH pEaKLIHH (3aMalBaHe, CHHIIHBOCT,
rnaBoGoNIHe, CBETORBPTEXK), MPOABDKHTEIHHAT MPHEM MOXE 1a JIOBEAE A0 HAMAIABAHE HA
cnocoOHOCTTA 38 KOHLICHTpaLUMA Ha BHUMAHHETO, NOpaaH KOETO IMpM NMoABa Ha NoAoOHa
CHMITTOMATHKA € HeOOXOIHMO MPEyCTAHOBABAHE HA LWOGHHUPAHETO M JeHHOCTHTE, CBBP3aHH ¢
yHpaBJiCHHE HA MaLIIHHU.

4.8. HexenaHH NeKAPCTBEHH PEAKNHH

CnenHara TepMHHOJIOTHA € OH/Ia H3N0/13BaHA MPH KIACH(HLIMPAHETO Ha HeXeJTAHUTE PeaKLHH 1o
OTHOLIIEHKE HA TAXHATa YeCTOTa: MHOTO ¥ecTH (>1/10), uectn (>1/100 ao <1/10), Hewectu (>1/1000
no <1/100), peaxu (>1/10000 go <1/1000), mHoro peaxu (<1/10000), ¢ Hen3BecTHA UeCTOTA
(uecToTaTa He MOXe Aa Obae onpee/icHa OT HATMYHHTE AaHHH).

MedDRA SOC Hexe1aHa TEKAPCTBEHA PEAKIHS
Meramu3on

HapymeHHns BHa KPLBTA H JAMGQHATA

CRCTEMA

Peaxku - JleexoneHus

MHoro peaku ArpaHynouuTo3a, TpoMOOLIMTONEHHS

OBHKHOBEHO ¢€ Kacae 338 HMYHOIOTHYHO
o0ycIOBEHH peaklMH. Te MOoraT aa ce pa3sBHAT U
NpH NALMEHTH, MPKH KOWTO MPH MPEeOHLIHO
M3NOJI3BAHE HA METaMH30/1 He ca HabmonasaH!
noAOOHM YCIOXKHEHHA. PHCKBT HapacTea B
OTACIHH CITy4aM MPH MIPUEM Ha METaMM30M Haa 7
IOHH.

Heza6GaBHOTO npekparaBaHe NMpyUeMa Ha
JIEKAPCTBOTO € 3aABDKUTEIHO B TE3H CTyvaH H He
caensa na 6bae ornaraHo A0 NnoJsyvyaBaHe Ha
pe3yNTaTHTE OT 1abopaTopHHUTE H3C/ICABAHHUS, OT
rieaHa TouKa H3GArBaHe HA HEOYAKBAHO
BJIOLLIABAHE Ha OOINOTO CHCTOAHME.

HapymeHss Ha HMYHHATA CHCTEMA

Penxy AHadunakTHyHH ¥ aHaQUNAKTOHIHH peakLMH

MHoro peaxu AHalreTH4yHa acTMa, aHTHOeIEM, JUCMHed,
OpoHXxocna3bsM, aCTMATHYEH [IPUCTHIT, APHTMHA,
XUIIOTOHUA

C Heu3sBecTHa 4ecTOTa AHaWIaKTHYEH LIOK

Cobpaeunu HapymeaHs

HeuecTn XHNOTOHMSA

3HayKMMa, B HAKOH CJTy4YaH KPHTHYHA, _
XHMIIOTEH3UBHA PCAKLMA MOXKE Ja ce :/r‘ P eBg
- NpPH NALMEHTH C H3Pa3cHa XHNEPNHPIRQDS
KIHHWYHH NMPHU3HAILA Ha CBPBXYYE
C HeH3BECTHA YECTOTa Taxukapaus, nannuraluH




HapymeBRs HA KOXKATA H NOAKOKHATA
ThKaH
Heuectn

Penxu

MHoro peaxu

C "HeusBecTHa 4YecToTa

O6pus, copbex

MakynonamynoseH eK3aHTeM, ypTHKapus, Cspbex,
¢pHTEMA, MypITypa '
TeXKH KOXKHH HEXEMaHH peaKkiii, BKIIOYHTETHO

CHHApOM Ha Stevens-Johnson (SJS), TokcHYHa
enuaepManta Hekpoansa (TEN) n nexapcTeeHa
peaknms ¢ €O3HHO(HIHA H CHCTEMHHM CHMITTOMH
(DRESS) ca cpofinaBaH¥ BEB Bph3Ka C JICUCHHETO
C METAMH301 (BXK. TouKa 4.4).

[TpexomepHo H3noTABane, JIekapcTBEHa peakius C
€03HHOQW/IHA U cHcTeMHH cHMIrTomMH (DRESS)

Hapymenns Bs 6n0pennre n
HHKOYHETE NLTHIMA
MHoro peaxku

OcTtpu HapymeHus Ha OnOpeuHaTa PpyHkums

(MpOTeHHYPHA, OTUTYPHS, AHYPHA A0 OCTpa
6B0peuHa HegOCTATHYHOCT), OCTBP

HHTePCTHLHANCH HehpHT
Hapymenns BHa yxoT0 H Ja6EpEETA |
C HeusBecTHa 1ecTOTa 3amasHOCT
PecnupaTopHE, rpbAHE B
MEAHACTHHA/IHA HAPYIIeHAS
MHoro pemml Bporxocna3zsm

CTOMRIIHO-YPEBHN HAPYIIEHHSA
C HeM3BECTHA 4eCTOTa .

3ary0a Ha aneTwT, raacHe, NOBpPBIIAHE

Xenato-Omnnapan papymenns
C HensBecTHa vecToTa

Xonecrasa

JlekapcTBeHO HHAYLIHPAHO YEPHOAPOOHO
YBpexXaaHe, BKAOUHTETHO OCThP XENaTHT,
’KBIITEHHLIA, TOBHIICHHA YEPHOAPOOHH CH3UMH (BXK,
touka 4.4)

O6mu HapymeHnS B eeKTH BA
MSACTOTO Ha NpHNOKEHHE

C Heu3BeCTHA YeCTOTa

1

YMopa, oLBeT#BaHE Ha YPHHATa B YEPBEHO
(ipean3BHKaAHO OOHKHOBEHO OT HATHYHETO Ha
HHCKHM KOHLICHTPALMH OT Oe3BpeaHHA MeTabonuT
py6a3oHOBa KHMCeJIMHA)

Kogenn

Hapymenus Ba HepBHATA CHCTeMa*
HeuectH

Hepsuoct, nopuimnexa ss36y1MMocT, 3amaiisane,
pa3ApazHHTENHOCT, TPEBOXKHOCT, TPEMOP

Cohpaeunn Hapymennus
Muoro peaxu

[lannuTawmm, TaxuKapaus, NOBHILICHHE HA
ApTEPHATHOTO HaJlATaHe

CTOMAIIRO-4YpeBHN HAPYIICHHS
MHOro peikH

["afneHe, NOBpLINAHE

JpoTaBepHHOB XHAPOXJIOPHA

CToMaIIHO-9PEeBHH HAPYII¢HAS
Penxwm

["afeHe, KOHCTHIIAIMSA

HapymeHndad HA HePBHATA CHCTEMA
Penku

['naBobonmne, 3aMagHOCT, Oe3CHHNE




CopaeHR HAPYIIEHAN

Penxu IManmaraly, XUIMOTOHHA

HapyimenHS HA AMYHHATA CHCTEMA |

Penku AJNepriyHy peaklMH (aHrHOEIEM, YPTHKapHA,
obpus, crpbex

* B ciryqaure, KOTETO MPENOpPbYAHATA HEBHA 1038 € CHIIPOBOACHA C MPHEM Ha KO(eHH,
MPOHM3XOXALL OT APYTH H3TOYHHIIH, MPUEMBT HA MO-BHCOKH 03 KOQEHH MOXKe Ja NpeAH3BHKA
HeXENaHH peakUHH KaTo BeschHre, 6e3noKOHCTBO, TPEBOXKHOCT, Pa3Ipa3sHHTENIHOCT, rnaBobonue,

NaATHTALMHA H TACTPO-HHTECTHHAIHH HApYINCHHA.

CpofiiaBaHe Ha NOAO3IUPAHU HEXKETIAHH PeaKIMH
Cpo0imaBaneTo Ha NOAO3HPAHHN HEXKENIAHH PeaKiMH Clie]l pa3peluaBaHe 3a ynorpeda Ha JIeKapCTBEHHA

NPOAYKT € BaXkHo, ToBa NO3BOMNABA Aa NMPOAHDKH HAGRIOAEHHETO Ha CHOTHOLIEHHETO NOM3a/PUCK 34
NeXapCTBeHHS MPOAYKT. OT MeIHLIMHCKHTE CIIELIHATMCTH CE€ H3MCKBA Aa ChoOLIABAT BCAKa
NoAo3upaHa HeXeTaHa peaKkLMs Jpes:

HamrenHuTeNHA areHUHA MO JIEKapcTBaTa

yi. ,,Jdamsan I'pyes* Ne 8
1303 Codus
Ten.: + 359 2 8903417

yebcalir: www.bda.bg
4.9. Ipenoizmpane

Cumnmomu

IMpu npeao3upaHe KIHHWYHATA KaPTHHA CE Blajiee OT CHMITTOMHTE HA HHTOKCHKALMA C METaMH30J,
KOATO Ce IMPOABABRA C raCTPO-HHTECTHHAIIHM CHMITTOMH: TajicHe, NOBpbillaHe, ENHracTpaaHa U
KopeMHa 60JKa, HapyilleHHd Ha O6x0peuHaTa ¢pyHkums 10 octpa Os6peuHa HeAOCTATHYHOCT, MPOABH
ot cTpaHa Ha LTHC (cBeToBbpTexK, CHHIHBOCT, Je30PHEHTALIHA, MbPUOBE WIH KOMA), XHNOTOHHA 0

LMPKY/IATOPEH WIOK, TAXHKAPIHA.

BucokH 2031 KO(EeHH MOTaT J1a MPeAM3BUKAT ENHracTpanHa Oonka, NoBpblliaHe, YCHICHa AHypesa,
TAXMKAPAUA WIH apHTMHA, Oe3cbHMe, Oe3nokoiicTBo, BB30Ya, TPEBOAKHOCT, HEPBHOCT, TPEMOP,
KOHBYJICHH.

[peno3upaHeTo ¢ APOTABEPHH MOXKeE A4 MPeJU3BUKA PUTHMHH H MPOBOAHH ChPAEYHH HAPYLICHHH,
BKJI. ITBJIEH OeapeH 6N10K, BoAeL A0 ChPAEUEH apecT, KOWTO B HAKOH C/Tyuad MOXXe fa UMa (aTasicH
W3XOA.

Tepanesmuvwnu mepxu

He e u3BecteH cneumduuer antuaor. [Ipunarar ce cHuMnroMaTHuHM CpeACTBa, BKI. Oera-
aHTATOHHCTH ¢ orien H30ArBaHe Ha KApAHOTOKCHYHH e(peKTH, KAKTO ¥ TAKMBA LS/ HaMANsdBaHe
Ha pe3opbLuara (MpHeM Ha MEOMIIMHCKH BBIVIEH) H YCKOPsABAHE HA €THMHHHPAHETO HA METAMM3O]T H

kodeHMH OT OpraHH3Ma (XeMoaHanu3a, xeMonepdysus, xeMoHTpaLFs).

5. ®APMAKOJOI'HYHH CBOMCTBA

5.1. PapMakoaARHAMHEYHA CBOHCTEBA

dapMmakoTepaneBTHUHA rpyna: Jpyru aHanreTvuy H aHTHIHPETHLIM, NMMPA30JIOHH. MeTaMu30]
koMOuHalH, H3kmoupamy ncuxonenTiuM, ATC xoa: NO2BBS2

Mexauu3bsM Ha nelcTBHE
MeTaMH30] NpeIH3BHKBa aHANTE3Hs OCHOBHO OT nepH(epeH THI, KATO MOTHCKA CHYET

€HAOreHHH anroreHH. [lopnuaBa npara Ha RE30YIHMOCT B TAIAMYCA K MPOBEKAAHE



nHxubupaiiku nMknookcHreHasara. CuMTa ce, 4e LICHTPaTHO-AHAINETHYHOTO My JeHCTBHE Ce ObJDKH
Ha HHXHOUpPaHeTO Ha aJeHIIATLMKIIa3aTa WK OnokHpaHe Ha HHQIyKca Ha KaILHeBH HOHH B
Houmtenropute. Hma naHHH, e Toi ycuiBa oTACIAHETO Ha B-HAOP(HHH, ATaKyBa MpOLIECHTE Ha
OKHMCITUTEIHOTO (hocopunypaHe B MUTOXOHAPUHTE, MOTHCKA MPOAYKLIMATA HA XHCTAMHH, CEPOTOHHH,
OpaZMKHHMH H APYTH OHOMOrHYHO aKTHBHH BELLECTBA.

Ko¢enn npuHaIeXKH KbM rpynaTa Ha MeTHWIKCAHTHHHTE, cTHMYAMpa LIHC u npeacrarnsaa
KOHKYPEHTEH HHXHOHTOD Ha eH3HMa gocdoaHecTepasa.

JpoTaBepHH NpeACTaBIABa H30OXHHOAOHOBO NPOH3BOAHO. OKa3Ba CBOA CMa3MOJIMTHYCH ¢EKT upes
nHxubupaHe Ha eH3uma docdoaunecrepasa [V (O/JIE IV), koero Boau A0 NOBUIIEHHE KOHLIEHTPAaLMATA
Ha UAMQ, B CEICTBHE HA KOETO ce nocTHra nuxubupaHe Ha enznmMa MLCK (kunaza,
tdochopunHpalna MHO3HHOBUTE JIEKH BEPHIH) H CHLOTBETHO peJiakcallis Ha [VIafKkaTa MyCKy/aTypa.
EmzumeT, Koo xuaponusnpa LAM® B rnaakara MycKynaTypa Ha ¢hpuero M chaosete € OJIE III,
nopajaH KOETO APOTABCPHH HE OKA3BA 3HAYHMH e(eKTH BbpPXY ChpPIEHHO-CHIOBATA CHCTEMA.

dapmakoanHaMHuHK edexTH

MeTtaMH30N NpUTEKaBa CHIHO H3Pa3eH aHANETHYEH H AHTHITHPETHYEH e(PEeKT H YMEPEHO
NPOTHBOBBINATHTENHO AeHCTBHE. B eKCnepHMEHTAIHH YCAOBHA HEFOBHTE €(eKTH IPEBHIIABAT MO
CHJIA Te3H Ha alleTWICATTMIIUIOBATA KHCEJIHHA, MHHAOMETALIMH, mapaneTamoin. Meramuszon okassa
cnasMonuTH4YeH ePeKT BLpXY IJIafKaTa MYCKYJaTypa Ha MaTKaTa, >KTHYKATA, KTBYHUTE H MAKOYHHUTE

ITbTHI1ILA.

OcHOBHMAT epexT Ha KodeHH ¢ CTHMYNHpaHe Ha HEpBHATa CHcTeMa. CUHTa ce, 4e MPH HAKOH
CHCTOSHMA Ha Oonka Toit MMa M aupexTeH aHanarernydeH edekt. Kodeun noreHimpa aeiicreuero Ha
METaMHM30J1, KATO Y/IECHABA MPOHMKBAHETO My B MO3b4YHaTa ThKaH. [lopanu cnneprmm CH
neficTBME ¢ aHANIMETHLIMTH, TOH YecTo ce npuiara B KOMOHHALMHE C TAX.

JporaBepHH 0Ka3Ba H3pa3eH CNasMONHTHYEH eeKT BhpXY FaJKaTa MyCKY/aTypa IpH Ca3MH ¢
HEBpAaJieH U ¢ MyCKYJIeH MpoU3X0[, KONTO no-u3pa3eH or To3H Ha nanasepuH. HezaBucHMO OT THIIA Ha
ABTOHOMHATA MHEPBALIUA, APOTABEPHH OKA3BA e(DeKT BbpXY INIAKATa MYCKYJIaTypa Ha CTOMAIIHO-
YpeBHUA TPAKT, AUTHUHHTE IThTHILA, YPOreHHTANHATA U BaCKyJIApHATA CUCTEMA. Y BEIMYABA
KpBBOOOPBIICHHETO Ha ThKAHWTE MOpaax Ba30JWIATATHBHUA CH e(eKT.

5.2. PapMaAKOKHHETHYHH CBOHCTBA

Abcopbuus

Cnen nepopajiHO NPWIOKEHHE, METaMH301 ¢e pe3opObupa OBp30 H MBLIHO, KATO BEAHATA HAITKJIHO C€
XHAPOSH3IUpa A0 apMaKoIOrHYHO aKTHBHHA MeTabonuT 4-MeTHI-aMHHO-aHTHITHPHH (MAA),
OHOHANHYHOCTTA Ha KO#HTO € nouth 90%.

EnHOBpeMEHHOTO NMPHJIOKEHHE C XpaHa HAMA peleBaHTeH e(DeKT BEPXY CKOPOCTTA M CTENEHTA Ha
pe3opOLus.

Cnen nepopaneH npueM Ha 10 mg kodenH, MAXCHMAJIHH TUTA3MEHH KOHLIEHTPALIHH C€ JOCTHraT B
vuHTepBasia Mekay 30 MuHyTa B 27 yac. Bpemero Ha nosyxuBor € npubansurenHo 5 yaca.

Hpotasepun ce abcopbupa 6bp30 H ITHIHO CIIeA NEPOPANTHO NpHIOKeHHe. MakcHmanHa niiasmeHa
KOHLIGHTpaLua ce aoctHra 45 — 60 MHHYTH.

Pasnpenenenune
CTreneHTa Ha CBBP3BAHE C IU1a3MEHHTE MPOTCHHHU 38 MCTUPHTE META00/IUTa HA METAMM30/1 € KakTo

cnenpa: 4-mMetun-aMuHO-aHTUNHpHH (MAA) - 57,6%, 4-amuHo-aHTHIHpHH (AA) — 47,9%,
4-bopmMun-aMuHO-aHTUNIHPHH (PAA) - 17,8%, 4-alleTHA-aMHHO-aHTHIMPHH (AAA) — 14, 0%:

Kodenn noctura MmHOro 66p30 A0 MO3BUHHUTE CTPYKTYpH. HuBaTa B UepeOpocnuHe 7
nogoOHU Ha Te3u B ruasMara. [Ipu aetia He ce yCTaHOBSBA CBBP3BAHE C TUIA3MEH!
AOKATO IPH BB3PACTHH CTEIIEHTA Ha CBbp3BaHe € oKono 36%. Ilpemunasa npes
H3Th4Ba B MAHYHHOTO MJIIAKO.



JpoTaBepHH ce CBBP3Ba B 3HAMHTEJIHA CTENICH C IUIa3MEHHTE NPOTEHHH - 95 — 98%. Tosa ce oTHacs
ocobeHo 3a anbymMuHHaTa (ppakumsa H raMarnobynuH. |

bu M
Knunyranara e(peKTHBHOCT ce XBJDKH OCHOBHO HAa MAA, xoiiTo BnocneacTBUe ce METaAOOIH3HpA B

yepHHa Apod 10 DAA u AA. AA OT CBOA CTpaHa ce T104,1ara Ha allCTHIMPaHe, B PE3yJITaT Ha KOETo Ce
obpasysa AAA.

brorpaHchopMaliaTa Ha KOJEerH ce H3BbPIIBA B YEPHHA ApoO, Ype3 OKMCACHHE H IEMETHIHPAHe.

JporaBepuH ce MeTabonusupa B uepHHA Jpod, KATO € HaMLe edeKT HA IThPBO NMpeMuHaBaHe. B
HETTPOMEHEH BUA A0 KPLBOOOpaLIEeHHETO AOCTHraT 65% OT mpueTaTa A034.

EnnMunupase |
BcHuknTe weTHpH MeTaboTuTa Ha METAMH30/ Ce HAMHUpPAT B LiepeOpocIMHAIHATE TEHHOCT U Ce

EKCKPETUPAT ¢ MAYMHOTO MIIAkO. MerabonuriTe ce HTbYBAT OCHOBHO C YPHHATA, KaTo 38 QAA H
AAA 1034 nokazare € okono 60%. |

Kodens ce ekckpeTHpa ¢ ypuHaTa noj opMaTta Ha pa3IU4MHH KCARTHHOBH AEPHBATH.

JpoTaBepHH Ce EKCKpeTHpa OCHOBHO NozA $opmara Ha MeTabonuT — okono 50% ¢ ypuHara u
npubnusuTeaHo 30% c dexanuure. B ypuHaTa He ce OTKpHBa HENPOMEHEH ApoTaBepHH. B nopsabka
Ha 72 4aca ce e/JIMMHHHpA HAITLIHO OT oprauH3Ma. [InasmMeHusaT nomyxueor ¢ 8 — 10 vaca.

53. IIpeaxkJHRHYHH JAHHHN 38 GesomacHOCT

CpenHaTa JIETAIHA 1033 HA METAMH30J1, BEBEACH HHTpanepuToHeanHo € 3,437 mg/kg, a cnex opanso
npunokenue - HaA 5000 mg/kg. CpaBHEH ¢ aueTHWICATHLIOBATA KHCE/IHHA, METAMH3OJI € MHOIO To-
MaJIKO TOKCHUCH. - '
JlasuHuTe OT H3CcAeABAHKA, NMPOBECHH 3a ONpeaeNsHe Ha HEroBaTa noAoCTpa H XpOHHYHA TOKCHYHOCT,
C HEKOMKOKPATHO MO-BHCOKH JIO3H OT TE3H IIPHIAraHy B TEpaneBTHYHATA MMPAKTHKA, MOKA3BAT, 4e
METAMH30J1 H¢ BOJH 0 NPOMAHA B NOBEACHHETO HA ONMMTHHTE )KHBOTHH, KAKTO U A0 HAKOH KTHHHKO-
nabopaTopHH H MOPQONOrHYHH IMPOMEHH.

MeTamMH301, NPWIOXKEH B EKCMIEPUMEHTANIHH YCIOBHA K B A03H, GJIH3KH 10 TEPaneBTHYHHTE NPH XOpa,
He NMpOoABABa eMOPHOTOKCHUYHO M TEPATOTEHHO ACHCTBHE.

KodeunH Hapymapa XxpoOMO3OMHOTO Pa3BUTHE B PACTHTE/IHH KIETKH H KJIETHYHH KYJITYPH OT
603aliHuuM, B K1eTEUHE KyATYPH NPOsBABA H MYTarcHHA AKTHBHOCT, KATO BEPOATHO C€ HAMECBA B
npouecuTe Ha JJHK cunresa. [Ipemunasa npes ruialieHTaTa M A0CTHra y IioJa ChlHTe
KOHLIEHTPALIMH, KaKTO B MaluMHuA opraHu3eM. [IpH npesHillaBaHe Ha J03aTa Ca AOKJIAABAHH
CFIOHTAHHH abOopTH, MBPTBOPAXKIAHHMS WIH NPEKACBPEMHHO paxaase. BLB BUCOKH N0O3H, NpHIAraH B
EKCIePMMEHTAIHH YCIIOBHA € MOKa3al TepaToreHeH MOTeHLHAN.

HanwaHuTe HEKIMHMYHHU aHHH 33 JPOTAaBEPHH HE TNIOKA3BaT OCOOEHH PHCKOBE 3a XOpaTa — HAMA
ARHHH 38 NeHOTOKCHYEH NOTEHLHaAA, He 0ka3Ba HeOiaronupaTHi edexT BbpXy (epTHIHTETA,
eMOPHOHANHOTO ¥ PETANHO pa3BHUTHE.

Hsama faHHH 38 NOTEHLIMPAHE HA TOKCHYHMTE eeKTH MEXIY METAMK3OM, KOPEHH H APOTABEPHH.

6. Q@APMAIEBTUYHH JAHHHA

6.1. CnHCbHK HR NOMOIIHHTE BEIIECTBA

3axaposa
beranexc




[Tonoxcamep 188

Acnapram (E951)
Harpues muxnamar (E952)

Auecyndam kammit (E950) .

Apowmat yepenra (CMEC Ha apOMATHH BEUIECTBA M IVHOKO33)
Konouner 6e3BoeH CHIHLIMEB AHOKCHA

6.2. HecbBMeCTEMOCTH

He ca u3BecTHH.

6.3. Cpox na rognocr

2 rOANHH.

6.4. CnenmaIHR ycJ0BHA HA ChXPAHEHHE

Jla ce cpxpaHsaBa nipH TeMneparypa noza 25 °C. .

6.5. Baam ChHIBPKAHHE HA ONAKOBKATA

I1pax 3a nepopaneH pasrsop 3,1 g B cale o1 XapTHA/ATyMUHHHA/TIONIHETHIIEH.
EnHa onakoBka csabpka 10 6pos camera.

6.6. Cpenmajnnm npeana3HH MePKH NPH W3XBLpauRe H paboTa

He ca u3BecTHM.

7. TMPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
Tesa ®apma EAJ]

ya. ,.Jlio6a Beamaxosa® Ne 9, rp. Codua 1407

Bwrapus

8. HOMEP HA PASPEHIEHHETO 3A YHOTPEBA

Per. Ne 20190239

9. JIATA HA IThPBO PA3PENIABAHE/MONHOBSABAHE HA PA3PEIMEHHETO 3A
YIIOTPEBA '

JaTa Ha nbpBO paspeuapane: 24.10.2019
Hata Ha nocneano nogHosssaHe: 16.10.2024

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA




