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1. FME HA JJEKAPCTBEHUSA IIPO,II;YKT

e gé/hhh/’— J-yir‘,z
XEKCAJITHH 500 mg/mi nepopanuu xaiku, pasteop

HEXALGIN 500 mg/ml oral drops, solution e 17403 0

2. KAYECTBEH M1 KOJIMYECTBEH ChCTAB

I mi (20 xanxwu) nepopanuy kanku ceappka 500 mg metamuson Hatpuii 1 Hz0 (metamizole sodium 1
Hz0)

3a TRTHHEA CIMCHK HA MOMOIMHHTE BEINECTBA, BHKTE TOYKa 6.1.

3. JEKAPCTBEHA ®0OPMA

Tepopanym xamks, pa3TROp
BucTep #miT pasteop

4, KJIMHAHH TAHHHA
4.1 TepanepTHuRR NoKazaung

- Pa3MYHH CHCTOAHMA, CBIPOBO/ICHH C BHCOKa TEMITepaTypa, HENIOBIHARAMIA Ce OT OPYTO JieYeHHe

- CHIIHH OCTPH WM XpOHH4HH Gonku (Hanp. rmaBoGonue, 35600011, HEBPAITHY, HEBPHTH, MHATITHH,
MHIPEHA # MHTPEHO3HHM CHMITTOMH, MEHCTPYaTHH GOJKM, CHIPOROXKAAIIA Tepanud Ha 60MKa npu
OHKONOrnuuM 3aGonssamms)

- KOMHKH (Hanp. Os0pedHd Him KITHYHM KOTUKMK)

- OCTpa H cWIHa OONKA ClIe]] HAPAHABAHE WM XMPYPrUvHA HHTPBSHLMS, KOTaTO APYTH
AHATICTHIM <4 HeeEKTUBHM MM NIPOTHBOWOKA3aHY (HAIID. TPABMH, W3rapsAHus,
MOCTONEPATHBHA BONKH)

4.2 Jo3apoBKa H HAYHH HA NPHIOKEEHE

gOSHQOBKﬂ

Hosata 3aBHCH OT cA/1aTa Ha HonKaTa WM CTENICHTA Ha TOBHINABAHE HA TEMITEPATYPATE U
HHIMBYYaHATA Yy BCTBHTENHOCT KbM XEKCAJITHH. Ot ocobena Baxnoct e na ce u3lupa Haii-
HHMCKATA J1033, KOHTponupaiia Gonmkara ¥ TeMneparypara.

1ipn nena u wonomn or 10 no 14 roguan MeraMuson HaTpuil Tpabea 1a ce faga ot 8 1o 16 mg/kg
TEJISCHO TEFTIO eIMHKYHA 103a. [IpH BucOKa TeMnepaTypa 103a o1 10 mg/kg TenecHo Terio € Haki-
0010 ROCTATHYHA.

BrnapacTan u 10R0108 0T 15 roamuua Bb3pact (Han 53 kg) moxke qa npuemar a0 1000 mg 3a
€UHHYHA f033. AKO e(peKTHT € HE3aNOBOIHTE/ICH, CROTBETHATA eMHMYHA 1032 MOXeE A2 ¢e aBa 10 4
NBTH JHEBHO Ipe3 HHTepsann ot 6-8 4aca.

EdextrhT Mose Ja ce ouaxBa 30 1o 60 MUHYTH cliel NepopanHoTO PHIOKEHUE,

Cneguara AOC3HPOBREYHA Tabmuna CHIBPKA NTPCTHOPBUHTENHUTS CAMHHYHE JO3H H Ma
JHEBHH NO3H, B 3aBHCHMOCT OT TETNOTO HNH BR3PACTTA:




Tenecuo rerno Ennsa<na 1038 Makcamaiana AHEBHA 1038
kg BB3pacT Opoii kankn mg Opoii kankn mg
31-45 10-12 rogunu 10-30 250-750 40-120 1000-3000
46-53 13-14 ropunn 15-35 375-875 60-140 1500-3500
>53 >15 roguHH 20-40 500-1000 80-160 2000-4000

Crennanay nonyIauHy

Ilayuenmu 6 cmapyecka ev3pacm, 6ROUERO 0BWO CHCMORHUE U NAYUEHMU € HADYULEH KDEQMUHUHOE
KAUPBHC

[Ip# naumMeHTH B cTapyecka BB3PAcT, BIOMICHO 000 CBCTOAHHE H MALMEHTH ¢ HAPYIEH
KpeaTHHHHOB KIIMPBHC A03aTa TpabBa a Ce HaMaiM, ThH KATO eKCKPeLHATa HA Pa3naJHATe IPOLYKTH
Ha XEKCAJII'HH Mmoxe n1a e 3abarena.

Hapyuwenu 6v0peuna u wepnodpobua ynxyuu

TBH KaTo CKOpPOCTTA HA ETMMMHUpAHE ¢ MOHWXEHa [P HapylWwena 6b0pedna 1 yeproapoGHa
(yHKUMS, MHOTOKPATHHTE BUCOKH 1034 Tpa0Ba aa ce n3bsreat. [Ipy KpaTKOCPOUHO NPHIGKEHUE HE €
HeoOXoaHMMa pemyKuMa Ha fo3ata. KeM mHeniHa qata HIMa ZOCTATHYHO OIHT ¢ MPOALDKHTE/IHATA
ymoTpefa Ha METaMH30JT IIpH NALMEHTH C TEXKO YepHOApobHO U Gipeyno yepeskaane.

Hauxx Ba npuioxkenne
XEKCAJH'HH nepopaiHy Kark ce IPHEMAT ¢ MAIIKO TeYHOCT.

IIpoAL/EKETETHOCT HA NPHJIOKEHHE

Meramupzon Moxe aa ce punara ot 3 10 5 aHu.

HpOI.[’BJ‘DKHTGJIHOCTTa Ha NPpHIOKCHHAS 3aBHCH OT BHJIA M TEXKECTTA HA 3a00/IBAHETO W CE onpenens oT
niexap. [Ip# no-npoIHDKHTETHA TePania ¢ METaAMK30J1 ¢€ H3HCKBA PEJORHO MOHHTOPHPAHE HA
KpPBBHATA KapTHHA, BKI. AUdepeHIMATHA KPLBHA KapTHHA.

4.3 Hporusonokaszanus

- CBPBXYYBCTBUTEIIHOCT KEM AKTHBHOTO BEIIECTBO MITH APYTH ITMPA3OIOHH MITH MHPA3QTHAHHE
(ToBa BKIIOHBA CBINO MAIHEHTH, PEArHpPAIH ¢ arpaHyIoLMTo3a e yroTpeba Ha ToBa
BeINEecTBO), KAKTO ¥ KbM HAKOE OT NOMOLIHHUTE BEIECTBA

~  MAUWEHTH ¢ YCTAHOBEHA AHAJITETHYHA ACTMA WITH aHANTeTHYHA HENOHOCHMOCT THN YPTHKAPHSI—
AHTHOEIEM, T.€. TALMEHTH, pearHpalll ¢ OPOHXOCHAZEM HWIH JPYTH aHAQHIAKTOMIHH peaKkiuu
(manp. ypTHKapHs, PHHAT, aHTHOSAEM) KBM CANTHIMIATH, MApaLleTaMO) WK APYTH HEOTIHOUIHH
aHAJITETHUM KaTo auKnoderak, HOyNpodeH, HHAOMETALIMH Wil HANPOKCEH.

- HapyuleHa MHeJIOHIHa (YHKIHA (Hanp. ciiefl JIeUeHHe ¢ LHTOCTATHIN) WM 3a60/19BaHns Ha
XEMONIOETHYHATA CHCTEMA

- TIALKCHTH ¢ BpOJeHa IIoK030—6~pocdaT nexunporesasta HeJOCTATHUHOCT {PUCK OT XEMONU3A)

- DaUMeHTH ¢ OCTPa MHTEPMUTEHTHaA YepHOAPOOHA NophHpUs (PHCK OT NPHCTHI Ha MOpQUpHs)

- TpeTH TPHUMECTBD Ha OpeMeHHOCTTa (BK.ToUKA 4.6)

4.4 Crnenmannu npegynpexaenus d NpeINa3nd MepKd npu ynorpeda

XEKCAJII'MH cpaspixa 1mpasonoHOBOTC IIPOA3BOAHO METAMH30J, IPH KOETO MaKap H
Ja € HaIMLIE PHCK OT XKHMBOTO3a8CTPAIABAI LIOK Y arpaHyIoLMTo3a (Biok Touka 4.8).

IaupeHTH, TPOABABALIY aHAQHIAKTHYHE POAKIIUY KbM METAMH20.I, Ca U3IOMKEHH Ha P
KBbM JIPyTH HEHADKOTHYHH aHANTeTHIH.




TattireHTH, MPOABABAINH aHA()HIAKTHYHHE WM JPYrd HMYHONOTHYHH PEAKLHE KBM METaMM30M (HAnp.
arpaHyiouHTO3a), Ca HITOKEHH Ha PHCK OT CHILATA PEaKIIHd KbM APYTH MHPA30I0HH 1
HHPA30AHAHAY.

HaisreHTHTE, KOHTO HMAT AHAQHIAKTHYHA PEaKUHa KbM IPYTH NHPA30NOHH M IHPazoNHIMHH Wi
HEHAPKOTHYHY aHAITCTHLH HIH JpYra HMYHOJIOTHYHO MeIHHPAHA PeaKIA, CHILO HMAT BHCOK PHCK
Aa pearupar noJobHO Ha METaMH3OI,

ArpaHynionmTo3a
ITpu nosrara Ha HeyTporeHnA (< 1,500 Heyrpodunw/mm®), nevennero Tps6pa 1a ce NpeycTAHOBY ¥
Aa ce MOHHTOPHDA Mb/aHATa KPBBHA KAPTHHA 10 HERHOTO HOpMalH3BpaHe.

Ha matmenTHTe Tpsa6ea Aa ce 004CHH, 3¢ IIPH HOABA Ha CIICAHATE NPH3HALHM H CHMITTOMH, JIE4EHHETO
¢ MeTaMM3071 TPAGRA a Ce ApeKpaTH He3a0aBHO H Aa C€ KOHCYATHPAT ¢ JIEKAp: HEOUaKBAHO
BlOINaBaHe Ha 06INOTO CECTOAHME (KaTo MOBHIICHA TEMIEPATYDA, CTYAEHH TPBIIKH, BB3IAJIEHO
FBPJIO, TPYAHOCTH [IPH NMpPErThIAHETO), HEOTHIYMABAKE HWIH TIOBTOPHR OABA HA BHCOKATa
TeMIIEPATYPa, KaKTo 1 G0/Ie3HEHH IPOMEHH 10 JIHIABHUHTE, 0COGEHO B YCTATa, HOCA HWiIH FBPIOTO,
WIH TI0 TeHHTAITHHTE, WK aHyca. Yiorpe0ara Ha MeTaMH30JT TpabBa Jig ce NpeKpaTH He3abaBHO M J1a
CE Hanpaeu H3cneJBaHe HA KPhBHATA KapTHHA (BKII. Audieperunanto fpoene). Jleuenrero tpabea aa
Ce MPEYCTAaHOBH MPEAH 1a Ce M0Ay4aT pe3y/TaTHTe oT 1abopaTopHHTE TeCToBe (BXK. TOUKa 4.8).

Tpomborinronenns

AKO ce TIOABAT NPH3HALM HA TPOMOOLMTONEHHA, KATO MOBHINEH PHCK OT KbpPBEHE H NETEXHH 10
KOXKATa M JuraBuumTe (RK. TOuKa 4.8), MPHIOKeHHETO Ha METAMHE30/T TpA0Ba A2 Ce npexpaTH
He3a6aBHO M Ja ce MOHUTOPHPA ITBITHATA KPBBHA KapTHHA (Biu1. nudepeHuuanto 6poene). Jlewenuero
TpslBa fa ce MPEYCTAHOBH NPEIH Ja Ce MONyYaT PE3YNTATUTE OT 1abOpATOPHHTE TECTOBE.

INasuMTONEHMSA

AKO BB3HMKHAT IPM3HAUM Ha IAHIMTONCHNMSA, YTIOTpefaTa Ha MeTaMu30N TpabBa Aa ce npexpatd
He3a6aBHO ¥ Opos Ha KPHBHUTE KIETKM Aa C& IPOCASAM IO Bb3CTAHOBIBAHETO MM IO HOPMATHH
cro¥inocTH (8xk. TouKa 4.8). Beudaxy nanpenTH Tpa6sa 1a 6b4aT NOCEBETBAHY 12 TIOTBPCHT JEKAPCKE
oMo, B cny4ail Ha TOABa Ha [IPHIHALY WIK CUMITOMH Ha KPbBHA THCKpa3HA (Harmp. o6iHo
HepasnojoxeHHe, MH(pexLs, mopsppxaHe Ha BHCOKA TEMIIEPATYPA, XeMATOMH, KbpPBeHE, OAeXHOCT).

AHabHnaKTHYHI/ aHADHIAKTOMIHN PeaKIHy

Ipu naGopa Ha HAUMH Ha NPIUICXKEHYE TPAGBa Ja ce UMa NPeABHI, Ye TAPEHTEPATHOTO NPHIOKEHHE
€ CBBP3aHO C TIO-BUCOK PHUCK OT aHadHNAKTHIHH ¥ aHAGHIAKTOMIHH PEaKIHH.

PHCKBT OT BEIMOMKHE TEXKH aRadHIAKTHYHN PEaKIMH KbM METAMW30/1 € 3HAYMMTENHO [TOBMIIEH PH
CIICAHATE IPYITH NALMEHTH:

~ MAIMEHTH CHC CHHAPOM HA AHANTETWYHA aCTMA WIH QHANTETUYHA HETIOHOCHMOCT OT THII
YPTHKAapHi-aursoeaemM (Bix Touka 4.3)

- NauweHTH ¢ 6pOHXMANTHA aCTMa, 0COOEHO ¢ €AHOBPEMEHHO MPUCHCTBALL PUHOCHHY3HT ¥ HASATHE
TIOJTUITA

- TIALUMEHTH C XPOHHMYHA YPTHKAPHSA

- TAIMEHTH ¢ HENOHOCHMMOCT KbM OUBETHTENH (HANp. TAPTPa3HH) WK KOHCEPBAHTH
(nanp.Genzoaru)

- [AHMEeHTH ¢ aJIKOX0JIHA HEMOHOCHMOCT. TaKuBa MAMEHTH pearupaT AOpH Ha MaJIKH KONHYECTRA
ATKOXO0]T CHC CHMITIOMH KATO KHXAHE, CHI3CHE M CIUTHO 3auepBARaHe Ha IMieTo. Takasa
ANKOXO0JIHa HEMOHOCHMOCT MOsKE Ja Ob/Ie JOKA3ATENCTBO 38 HEAMATHOCTHLIMPAH CHHJL
aHANTETH4HA acTMa (BIK Touka 4.3).

AHa(QHIAKTHYCH 0K MOKE 12 BEIHHKHE NPEAMMHO TPH YYBCTBITENHH NALMEHTH.
Ia ce 0ObpHE CTIeLMaNHO BHHMAHNAE TIPH NALMEHTH ¢ ACTMA KM ATOMMA.



Tlpenn NpuIokKeHHS Ha METAMM30J1, TALMEHTHT TPAORa Aa 6bA¢ cTapareHo pasnutad. [pu nauueHTs
¢ MOBHINCH PUCK OT AaHAQMIAKTOHIHH PeaKi(HH, METAMH30/ MOKE A C€ H3NO/I3BA CaMO Clel
BHHMATENHA OLICHKA HA CHOTHOLICHHETO MON3a-PHCK. AKO METEMH30N ¢e IPHIAra B TAKHBA Cliydaw,
NanpeHTHT TpAbpa a e N0 BHEMATENHO MeIHIMHCKO HabMoaeH e | 1a MMa MOCHTYPEHa CTIeIHA
NIOMOL.

Temkn KoxHH peakuy
Texxn koxHu Hexenany peakitud (SCARSs), BrliouutenHo cuHapoM Ha Stevens-Johnson (SJS),

TOKCHYHA emuaepMaita Hekpoauza (TEN) u AekapcTBEHa peakitii ¢ €03HHOMUIHA H CHCTEMEY
cuMirroMu (DRESS), konto morat na 6bAaT KHBOTO3ACTPAWIABAINY WIH IETANTHH, ca ¢hob1apanm
[PH JICYEHHE ¢ METaMH30]1.

TanuenTrTe TpabBa Na OBAAT HHOOPMHPAHH 38 IPUSHALATE M CUMITTOMHTE M Aa Gbaar HabmosasaHu
¢ [TOBHIIEHO BHHMAHHE 32 KOKHH PeakiuyH,

AKO ¢€ MOABAT NPH3HAIM K CHMIITOMM, KOMTO MPeAIO/IaraT TE3H PeaKiHy, METaMH30n TpabBa Ja
&v1¢e crpAH He3abaBHO H HHKOra He TPAOBa Ja ObAe IpUIaral OTHOBO (Bx. Tovxa 4.3).

H3onvpaHH peakiliy Ha XMIIOTOHHA

MeTamuzon Moxe 1a TPOBOKUPA XUMOTOHWYHE peakimu (Bibk Toyka 4.8), Teau peakuuy Moxe 1a
3aBHCHT OT fo3ara. TAXHATA NOABA MOXKE 1A Ce OYaKBa NPEAMMHO ITPH TIAPEHTEPATHO, OTKONKOTO MpH
€HTepaTHO NIPHIIOKEHKE.

PHCKBT OT TaKHBa peakiiiy € [TOBHLIEH CHUIO TIPH:

- DauMeHTH ¢ IPEAXOJHO ChINEeCTBYBAIA XHIOTOHHA, 00eMeH NeUIMT WIH JeXuapaTaLus,
HecTabiHO KpEBOOSPBILCHNE HITH HaHajieH MPKYAATOPEH KoJanc (NALMeHTH ¢ HH(apKT Ha
MHO0Kapa WK IONUTpaBMa)

-  TALHEHTH ¢ XHNEePIHPeKCHs

BHuMaTeRsa JHarHo3a ¥ CTPOrO MOHHTOPMpPAHE Ca HEOOXOAUMH IIPH Te3u NAUHEHTH. 3a 1a ¢ce
peayuHpa pucKa OT XHIOTOHHTHY PEaKHMH MOXe 14 C€ NPWIOKaT NPoWIaKTHIHN MepKH (Hanp,
LHHPKYJATOPHO CTaCHIIN3HpaHe).

IIpH mateHTH, NPY KOUTO 3aTb/IKHTETHO TPa6Ba Ja ce W3IGATBa MOHIKaBaHe HA KPBBHOTO HANATAHE,
KaKTO M NPH MAUMEHTH C TEKKO KOPOHAPHO ChPAEYHO 3a001ARAHE MH 3HAUKMTEIHA CTeHO3a Ha
MOIBYHHMTE ¢BJI0BE, METAMH3ON MOMKE Na GbJie pHiarak camMo clI¢A BHHMATETHO MOHUTOPUPAHE Ha
XEMOIMHAMMYHHTE apaMeTpH.

JlekapcTseHo MHIYIHpaHo YepHonpobHo yBpeRnaHe
Cro0mienH ca cyyaH Ha OCTBD XENATHT, HPEIUMHO OT XeNIATOLEITYIapeH THII, IPH NALMEHTH,

JIEKYBaHY ¢ METAMH301, ¢ Ha4aio OT HAKOAKO JHU 0 HAKOAKO MECela Ciel] 3a04Bale Ha JIEHEHHETO,
[NpusnauyTe ¥ CUMIOTOMUTE BKNIOYBAT NOBUIICHA YEPHOAPOOHH €H3UMM B CEPYMA CBC WITH Ge3
AKBITEHHLIA, YECTO B KOHTEKCTA HA KPYTH PeakilMi Ha CBPBLXYYBCTBHTEIHOCT KbM JIEKapCTBOTO (HAND.
KOXeH 0OpHB, KpbBHH NUCKPA3HH, [TOBHMILEHA TEMIIEPATY P W e03HHODMIHA) HIH MPHAPYKERH OT
XapakTepUCTHKY HA aBTOMMYHEH XenatuT. [Topevero nanmeHTH ca ce BL3CTAHOBMIH YIPH
IIPEKpAaTABAaHE Ha JEUYCHHCTO ¢ METAMH20N, BEIIPCKH TOBA B OTHEJIHH Ciy4aH HMA C'I:OGLLIGHI’IH 3a
TIPOTPECHS IO OCTPA YepHOIpobHA HEZOCTATBYHOCT, HANTATAINA YePHOAPOOHA TPaHCIINAHTALIHA.

MexaHH3MBT Ha MHHIYLMPAHOTO OT METAMH30M YEPHOAPOGHO YBPEXAaHe He € H3ACHEH RATLIHO, HO
JAHHUTE TIOKA3BAT UMYHO-aNEePIHYeH MEXaHH3IbM.

ITanuenTrure TpabBa fa ObIaT HHCTPYKTHPAHH [ia C@ CBBPKAT ChC CBOA JIEKAp B Cy4ail Ha
CHMITOMH, NpeIToaaralliy 4epHoapobHo yepexaane. [ipu Taxuna NauHeHTH ynoTped
METaMH3011 TpAOBA A3 Ce TIPeYCTaHOBH M 1a ce OLeHH YepHoApoOHaTa GyHKIu.

Metamuzon He Tpabsa Na ce BHBEK/1a IOBTOPHO NPH MALKEHTH ¢ SMU30J HA YEPHO,
MO BPEMe Ha JISUECHHE ¢ METAMHU30M, IPH KOMTO HE € YCTaHOBEeHa [pyra NpHYMHA 38
YBpEXJaHe.



Meramuson Tpabea 1a Gbae NPUTaraH caMo ciiell BHUMATEHA OLEHKA Ha T10J13a-pHCK
CHOTHOLIEHHETO FNIPH NaliMeHTH ¢ Gr6pesiHe KK 9epHOIpOGHH HapyieH  (BHx TouKa 4.2).

Ilpy meua nox 10 roguey, METaMH30I MOKE @ Ce H3FOI3BA CaMO TIO JIEKAPCKA TIPeLieHKa,

20 xanks pasrsop (1 ml) caaspaxar 1,5 mmol (34,3 mg) Hatpuif (OCHOBHA CHCTARKA Ha
roTBapcKara/Tpanesnata com). ToBa KONMYECTBO e eKBHBANEHTHO Ha 1,7 % OT npenopsuuTenyms
MaKCHMAaieR AHEBEH XPAHWUTENICH NpyeM Ha HatpuH (2 g) 3a Bp3pacteH. Ja ce B3eMe npepus NpH
MalfHeHTH Ha XOHTPOIMpaHa Ha HaTpuii (Ge3conka) guera.

Tosyu nexapcTBEH NPOIYKT CHABPIKA MATKH KOAMHYECTBA £TAHON (AIKOX(MN), NO-MATKO OT 46 06.% Ha
1033, B CBCTABA Ha apomar. ETaHoN®T € anepred ¥ Moxe Ja NPUYUHH aNePrHuHM PeaKI{HH.

4.5 BzanmogelcTBHe ¢ APYTN JEKAPCTREAA NPOAYKTH ¥ Apyra PopME da B3anmoaeiicTene

DapMaKoKHHETHYHO B3aHMONEHCTRYE — HHIYLIMPAHE Ha JIEKapCTBO-META0ONMIHPALIH CHIAMM:
MeTamMi30n MOXKE 18 MHIYDUpa JIeKapeTBO-MeTabonmsupaiy ensumMs, sknounTrenno CYP2B6 u
CYP3A4.

EnvoBpeMeHHOTO NpHITOMKEHHE HA MeTamMu3o) ¢ Gynponuol, edaBupeHll, METAION, BA/IIPOAT,
UHKIOCNIOPHH, TAKPONHMYC HilH CEPTPATHH MOXKE 12 JOBeJE A0 HAMANABaHE Ha IUIa3MeHHTe
KOHUEHTPAUMH HE Te3H JEKapCTBa ¢ NIOTEHIHAITHO HAMAIABAHE HA KITMHHYHATA eduxacHOCT. [lopaau
TOBA C€ NMPENOPHYRA NOBHUICHO BHUMAHKE TIPH €XHOBPEMEHHO IPHIGKEHHS HA METAMM30J;
KUHHAYHUAT OTFOBOP H/WITV HUBATA Ha JIeKapcTBaTa TPsbBa fa ce HPOCNeRIBAT IO MOIXONAIN HAUMH.

Enpospemennara ynorpe6a Ha METaMH30/1 # XJIOPITPOMAIHHE MOXKE 112 NOBELE JO TEXKKA XUTIOTePMHS.

EnuoBpeMennaTa ynotpe6a Ha METaMH3071 H METOTPEKCAT MOXKE 12 YBEHUH XeMATOIOTHIHATA
TOKCHYHOCT Ha METOTPeKCaT, 0cob¢HO B ¢Tapuecka BL3pacT. ClielOBATENHO, Ta38 KOMOHHAIMA
TpabBa fAa ce uzbarsa.

Metamuzon moxe fa NOBWAKYU ePeKTa OT MPHEeMA Ha HRCKE 032 aNETHICATHLATOBA KUCEIMHE BPXY
TpoMBOUMTHATA arperanys npu eAHOBpeMeHHRa yriotpeba. CrenosatenHo, Ta3u KOMOHHALMA Tpabpa
J1a ce Mpuilara BHMMATETHO NPH MAIHECHTH, TPHEMAUIHM HICKA 1033 AlETWICANHIWIOBA KACETHHA 34
KapANOTPOTEKIIMA.

HagecTHO €, Ye BEMIECTRATA OT K/IACA HA MKPA3OIIOHUTe MOYXe 8 BIaUMOUEHCTRAT ¢ NepopanuuTe
AHTHKOATYJIaHTH, KAITTONPH, IWTHH, METOTPEKCAT ¥ TPHAMTEPEH, KAKTO H 12 NOB/IHABAT
e/HKaCHOCTTa Ha AHTUXUIEPTEHIMBHKUTE JICKAPCTBA W AHYpeTHUHTe, He e H3BecTHO JO KaKea cTeney
METAMH30] CHINO0 MOXKE 1A YUaCTBa B TAKHBA B3aHMOAEHCTBHA.

EdexT BppXY KPLBHITE H3CICABARHIN

{Ipu naiMeHTH JeKYBaHH ¢ METAMH30N € JOKJAABAHO 3a Bh3felicTaie BEPXY nafopaTopHUTe METOOH
34 M3CHAe/iBaHe, OCHOBAHH Ha NpHHIMNA Ha TpuHieposara peaxiin win TpHHRep-nogobHETE
peaxud# (1.6 HIMEPBaHe Ha CEPYMHHUTE HURA HA KpeaTHHUHA, Tpyranuepuanre, HDL xonecrepon u
MUKOYHA KHCENHHA).

4.6 Bpemennoct n KbpMene

bpementoct
Hma caMo orpaHHYeHN JaHHM OTHOCHO yrnotpefaTa HA METAMU30/ TPH OPEMEHHH KEHY

BpEME HA THPBHUA TPHMECTLP, HE ¢4 WICHTUOUUMPAHY HUKAKBH TEPATOTEHHH WITH

edexThn. B M30/14panK ciiyuad MoXe 13 € IPUEMITHBO PIIAraHeTO Ha CAMHMYHY &\
BpEME Ha ITLPBH W BTOPU TPHMECTSHP, KOraT0 HE Ca HATHMHM APYTH TEPANEBTH 1%
Bropeku ToBa, o npuHiMi, ynotpebata Ha METAMM30J TIO BPEME HA ITBPBM | BT RREErEg ) >
NpenoprLuuTeNHa. HInoa3eaHeTo no BpeMe Ha TPETHS TPHMECTHP CE CBbP3Ba ¢ GROTORGHIIONT 7 & /



(yBpexnane Ha HBGpelMTe M cTeCHABaNE Ha AYKTYC apTePHO3YC) M NIOPaaH TOBA HPHIATAHETO Ha
METAMH30]I € TIPOTHBONOKA3AHO [0 BpeMe Ha TPETHA TPUMECTED Ha GpeMeHHOCTTa (Brok Touka 4.3). B
CITy4ail HA HEBOJIHO NPHIAaTaHe Ha METaMU30J [IPe3 TPETHA TPUMECTED, BaMHHOTHYHATA TETHOCT H
AYKTYC apTepHO3yc TpAGBa Aa ce KOHTPOIHPAT Ype3 YITpa3ByK H eXoKapauorpadus.

MeraMuzon MpeMUHABA NIPE3 IUIalleHTapHaTa Gapuepa.

Ilpy XHBOTHH METaMUZO0] HHAYLMpPA PElIPOAYKTHBHA TOKCHYHOCT, HO He H TEPATOreHHOCT (BHX
TouKa 3.3).

Krpmene
MeTaboiHTHTE Ha METAMU3OJT MPEMHHABAT B KbPMATa B 3HAUMTE/IHM KOIHYECTBA H He MOTaT na 6naar

H3KTIIOUCHH Bh3MOKHH PHCKOBE 33 KbpMadeTo. [Topaau ToBa e HeoGxoauMo fia ce u3bsarea
ynotpefara Ha METAMH30! 110 BpeMe Ha KbPMEHE, 0COOEHO KOraTo € MHOroKpaTHo. B ciyJaii Ha
€AHOKPATHO MPHIQKEHHE HA METaMH301, MalikuTe TpaGea fla 6b0aT NOCHBETBAHH A4 CROUPAT H
H3XBBPIIAT KbPMATa B NPOABIIKEHHE Ha 48 uaca ciel mpHeMa.

4.7 Edexrn BLpXy cnocofHoCTTA 33 mohpHpane H pabora ¢ MAMIAHA

IpH npuiokeHHe HA MPENOPHUNTENHATA K038 HAMA H3BECTHH HAPYIIEHHA B KOHLEHTPALMATA H
peaxTHBHOCTTA. Kato npeamnazxa MapKa npy NpHeM Ha BHCOKH J03H Tpa6Ba na ce u3barea wodupane,
paboTa ¢ MaIIMHK WIH APYTH OHACHH JeHHOCTH, 0coBeHO clien NPHIOKEHHE Ha ATKOXOL.

4.8 Hexenaanm nexapcTBeHH peaknad

OlLieHKara Ha HEKEIAHHTE PeakiMi ¢€ OCHOBABA Ha CIeTHATA HHGOPMAITHA 3a YEeCTOTaTa:

MHoro uecTH = 1/10)

Yectu (= 1/100 mo < 1/10)
Heuectu (= 1/1 000 mo < 1/100)
Penku (= 1/10 000 mo < 1/1 000)
MHoro peaxu (< 1710 000)

C HemspecTHa yecToTAa (OT HANIMUHHTE JaHHM He Moke Na OhJe HanpapeHa OLEHKA)

Hapymennn Ha KDPLBTA H mmggna'ra CHCTEMA

Peoxu: Jlepkornenus

Mrnozo pedxu: ArpaHynonnTo3a, BRITIOYHTENHO City4aH ¢ dlaranet H3Xoa, TpoMBoUHTONe NS,

C Heuzgecmna wecrmoma. ANnacTUMHA aHEMW, NAHUHTOTICHHA, BRITIOMHTENHO ClydaH ¢ daraned
H3XO[I.

Tesn PeaKllHHd MOXKS Ja Rb3HMKHAT H AKO METaMH30J € NPHII0XKEH Ges Ja € HMAJIO YCAOKHEHHA B
aHaMHeE3aTa.

Hma JaHHH, Y€ PHCKBT OT arpadHyIoLUHTe3a MOXKE Na Ce NOBHULIH B OTAS/THH CJIy4al, KOraro
METAMM30J1 C& M3MOI3RA TIOBeYe OT 1 ceaMmuIia.

Tasu peakuusa He e 10303aBHCHMA H MOXE Ja BB3HHKHE N0 RCSKO BPEME Ha iedeHneTo. Te ce
UPOsBABAT ¢ MOBHILCHA TEMIIEPATY P4, BTPHCAHE, BB3NAIEHO 'BPJIO, 3aTPYAHECHO UpernbilaHe, KakTo ¥
BB3MAITHTENIHH [IPOMEHM Ha YCTHATA, HasanHaTa, (papuHIreaTHaTa, FTeHUTATHATA M aHAJTHATA JIMTABHLIH.
[Tpu maumeHTH, ipHeMaly aHTUOMOTHIIH, TE3M NPH3HALM Morar Ja Obaat cnabo uspaseHm.
JluMdHUTE BPBINH WIH clTe3KaTa OGHKHOBEHO ca HOPMAITHH W crabo yeenuaend. CYE e 3uaunTenHo
MOBHUIEHA, FPAHYJIOLIMTHTE Ca 3HAYMHTENIHO HAMAJIEHH WIH HabAHO JuncsaT. Karo usno ce
HafJI0/1aBaT HOPMATHY CTOHHOCTH 32 XeMOTrTO0HH, ePUTPOLIMTH H TPOMOOLIMTH, HO HE BUHAIH
Touka 4.4).

3a nmpeoonABaHE Ha CHCTOAHHETO € OT 3HAUEHHE He3a0aBHOTO NpeyCTAHOBSBAHE
He3a0aBHO J1a ¢e NPeKpaTH NPHIIOKEHHETO HA METAMH30M U He Tpa6Ba na ce vaka
pe3yJiTaTi oT 1abopaTOPHHTE TECTOBE, 4K0 OOIIOTO CHCTOAHHE C€ BJIOUIH HEOUAKE:



TEMIIEPaTypa He ¢¢ OBIaJs8a M PEIHIHBHPA, HIH HACTHIAT OONe3HEHH MYKO3HH MPOMEHH,
ocobeHo B 00aCTTa Ha yoTara, Hoca MM (apHHKca,

TumaunnTe NpU3HAIE Ha TPOMOOLMTONEHNS BKIIIOYBAT IOBHIIEH PHCK OT KBPBEHE U NETEXHH O
KOXaTa B JIMraBHINTE,

B cny4aif Ha naHUMTONIEHHS NedeHHeTO TPAORA 12 ce NpexpaTy He3a6aBHO U a Ce MpocIedH ITLIHATa
KPBBHA KapTHHA O HOpMATHIHPAHE HA CTOHHOCTHTE (BX. TOYKA 4.4).

Hapymesus Ha ARMYHHATA CHCTEMA
Peoxy: AHaQWIaKTOHIHU BTH aHa(WIAKTHYHE peaxiun®

Mhuozo peoxu. CHHIPOM Ha AHATITETHYHA ACTMA.
IIpH nauMeHTH ¢ aHaNreTHYHAa aCTMa, PEAKIIMUTE HA CBPBXUYBCTBHTENHOCT
OBHKHOBEHO ce MPoABABaT noj GopMaTa Ha ACMATHYHH NPHCTHITH,

C neussecmna vecmoma: ana(WiaKTHYeH LWOK*

*TakuBa peaklliM ce NPOABABAT 0COGEHO CIIEN APEHTEPATHO MPIIOKEHHE, TE MOTAT Aa Ghar
TEXKKH, JKHBOTO3aCTPALIABAIM WK JOPH daTanHu. Te MOraT ChIO Ha ¢€ PA3BHAT, JOPH ako
MeTaMm30:1 ¢ O npunaraH npeay Ges yclnoxHeHHe.

Takuea PeaKIl¥i MOTAT Aa € pa3BHAT BeaHara CIen HAPHITOKEHHE HITH HAKOJIKO 4aca Mo-KBCHO,
I'naBHo Ce pa3ssuBaT B MbPBUTE HACOBE ClIeA NpHaoxkeHHeTo. 1o-meKHTe peakinH ce IPoIBABaT C
THIIHYHHA IPH3HALIM OT CTPAHA HA KOXKATA M IMTaBHUMTE (Hafp. chpOek, 3aToIIaHe, 3a4epBaBaHe Ha
KOXaTa, YPTHKapHs H OTOK), IMCIIHEA H, NO-PAIKO, CTOMAIUHO-YPEBHY oIuTakpanna, Ilo-nexure
PeaKkuH MOTAT ja IPOrpecypar B NMo-TEKKH GOPMH ¢ TeHepalH3HpaHa YPTHKAPHS, TEXBK aHTHOeIEM
(chmo ¥ B 06nacTT2 Ha IAPHHKCA), TEXbK GPOHXOCHAZBM, aPHTMES, XMIIOTOHMA (TIOHAKOra IEPBRO
3aMOYBa KATO XHIIEPTOHHA), LIKPKYIATOPEH LIOK.

TekKkr KOXHH HexXeNaHN peaKiyi, BRITIOYHTEIHO CHHAPOM Ha Stevens-Johnson (8JS), TokcAuna
emvaepmanna Hexponusa (TEN) u nekapcTBeHa peakiyi ¢ e030HO(WIHA H CHCTEMHH CHMITTOMYM
(DRESS) ca cbobmaBaHH BEE BPL3Ka ¢ JIEHEHUETO ¢ METAMU30. (BXK. TouKa 4.4).

Axo ce nposBaT koxuu peakumy, XEKCAJITHH tpsbea na ce npekpard HesabapHo.

Chpaeuns HADPYIIEHES
C neuzgecmna vecmoma: cunapom na Koyuuc

ChaoBH HADYIIEHHA
Hevecmu: Tlo peme wim cnesl IPHITOKEHUE MOTAT 4 ¢6 HABNIOJABAT XHIIOTOHKYHH PEAKLMHU, KOHTO

¢a GapMaKkoIOTHYHO 00yCIOBEHH, H KOHTO HE Ca MPUAPYKEHH OT APYTH NMPH3HALM Ha
aH(UIaKTOHIHH HITH aHAQUNAKTHIHH peakiu. Takapa peakiys MOXe Aa NOBEIE 0 TEXKKA
XHIOTOHMA.

B 3aBHCMMOCT OT J103aTa, KPHTHYHO CIAIaHe HAa KPEBHOTO HAJISTAHE MOXKE 118 Bb3HWKHE B C/Tyyal Ha
XMIEPIHpEKcHs, 6€3 APYTH NPU3HAIM HA PEAKLIMU HA CBPBXYYBCTBHTEIHOCT.

CToMamno-4YpeBEH HAPYIIEHH
C nHeuzaecmua wecmoma: J(oKnafBaHH ca CTydaH Ha KBPBEHE OT XPAHOCMMIATENHHA TPAKT

XenaToGnIHAPHN HApYIIeHUS
C neuzsecmna wecmoma: JlekapcTBEHO HHIYIHPAHO YEPHOAPOGHO yBpEK/IaHe, BKIIOUYHTEIHO OCTB

XEMATHT, KBJITEHHLA, TIOBHLICHH YepHOAPOOHM exsimu (BxK. TouKa 4.4).

Hapymenns na 6n6pennre H BEKOYHATE NHTHILA

Mhuozo pedxu: Octpo BrnomapaHe Ha 6L0pedHaTa GYHKIHS ¢ Pa3sBHUTHE Ha MPOTEHHYP
KM aHYDPHA, WITH B MHOPO PeIKH cly4as ocTpa 6b6peyHa He0CTATEYHOCT; OCTHp U
HepHT.



Hapyimenus Ba Koxara H HOIK0:KHATA THKAH

Heuecmu: JloxannsupaH nekapcTBeH 00pus

Peoxy; OBpHB (HaTIp. MaKyJIONanyJI03Ha €K3aHTEMA)

Mhnozo pedwu: cunnpomu Ha Stevens-Johnson, TOKCHYHA enMAepMaTHa HEKPOK3a (TIPEKLCBANE HA
JEYEHHETO, BXK. TOUKA 4.4)

C neuszgecmua vecmoma: JlekapcTBeHa peakiya ¢ €03HHO(UNUA B CHCTEMHM cMNToMH (DRESS)

O0mse Hapyimienns i edbeKTH HA MACTOTO HA NPHIOKEUHE

Cpo0iuieHo € 3a 4epBEHO OlIBeTABaHE HA YPHHATA, KOETO MOXKE J1a € TIPEIU3BHKAHO OT HAIMYHETO, B
HHCKH KOHLISHTpaIMH Ha Ge3Bpefuus MeTaboNUT pyGasoHOBa KHCEIHHA.

Crobmapane Ha MONO3MPAHH HEXKENAHW PEAKIIHH

CpobliasaneTo Ha NONO3UPaHH HeXKETAHH PEAKLHH CJie]l paspeniaBake 3a ynotpea Ha JeKapcTBeHus
NPOAYKT € B&KHO. T0OBa MO3BOJIABA Na NPOABIDKH HAGIIOAEHHETO HA CHOTHOIIEHHETO MO/I3a/PHCK 34
NeKapCTBEHHA NpoAyKT. OT MEIULIMHCKATE CTIELMATMCTH Ce M3UCKBA 13 ChOOIIABAT BCAKA
HOMO3MPaHa HEXETaHa peaklus Ype3 HALMOHATHATA CHCTEMA 38 ¢hoGmasate KoM ManmsiHuTeHATA
areHuus 1o neKapcrsaTa, ya. ,.Jlaman I'pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yeGeaiir:

www.bda bg.

4.9 Hpeaoinpane

CuMnTOMH

ITpu ocTpo Mpeno3upaHe ca JOKIABAHY raficke, MOBpLINaHe, Gonka B abaoMHHaNHaTa 0671acT,
Hapymena 656peyHa dyHxums/ocTpa 6EOpeuHa HENOCTATEUHOCT (HATID. [IPOABEHA KATO
HHTEPCTHIHAICH HE(PHT) H TT0-PAIKO CUMITTOMH OT cTpana Ha [JTHC (3aMagsocT, CEHIMBOCT, KOMa,
I'BEPYOBE) M XMIIOTOHMA A0 WIOK, KAKTO ¥ TAXHKApPIHKA.

Cnen prIoKEHHE HA MHOTO BHCOKHM JI03H, €KCKPELMATa Ha py0a30HOBa KHCETHHA MOXKe JIa
NpeaK3BHKa YEPBEHO OLBETABAHE HA YPHHATA,

TepaneBTHYHYU MEPKH
Hsma cnempdsiven anTraoT 3a MeTaMu3ol.

AKO NIPHJIOKEHHETO Ha METAMHU30I1 € GHIIO CKOPO, MO-HATATHIYHATA CHCTEMHaA abeopbuma Moxe na
O'bZie OrpaHIIECHa Upes IILPBMYHA NeTOKCHKALIKA (HAMpP. CTOMAIIHA TIPOMUBKA) WM YPe3 CPEACTBa 3a
noHmKasave Ha abcopObumara (Hanp. akTHBeH BbrieH). OCHOBHMST MeTaGomuT (4-N-
METHIAMUHOAHTHTHPHH) MoxXe Aa Obe eMMMHHHPAH Ype3 XxeMoaHaTu3a, xeMOdHITpalHs,
xemonepdysHa WIH ITa3sMadHITpaLi.

JleyeHHeTo HA HHTOKCHKALIMATA, KAKTO ¥ MPEANA3BAHETO OT TEKKH YCIOKHEHHS MOXKE /1a W3HCKBA
001y H crietHPUIHH HHTEH3HBHH TPHAH,

5. ®APMAKOJOTHYHA CBOMCTBA

5.1 ©apMakoIHHAMHYHHE CBOHiCTBA

(apmakoTepaneBTHUHA Ipyna: AHANTETHLIM U aHTHITMPETHLIM, TTHPA30JIOHH
ATC xon: NO2ZBB02

MeTramuson e MMpazonoHORO TIPOH3BOAHO ¢ AHAITETHYHO, AHTHIMPETHYHO H CTIA3MOIUTHYHO
AciicTere. MexaHu3MBT Ha NEHCTBHE HE € HAIMBIHO H3ACHEH. HaKoH pe3ynTaTu OT TeCTOBE MOKA3BaT,
4€ METAMHK30JI 1 OCHOBHMAT MeTaGONHT (4-N-MeTHIIaMHHOAHTHITHPHH) BEPOATHO HMAT KAKTO
LIEHTpaJICH, Taka M nepudepeH MeXaHnu3IbM Ha AeHCTBHE.

5.2 (DapMaKoKHHETHYHE CBOICTBA

Criea nepopaHo MPHIOKEHHE METAMM30J C€ XMAPOAM3Npa HATBITHO 10 GapMako
edexTHBHISA 4-N-MeTHNaMHHOARTHIIHPHE (MAA). BroHanuuHocTTa Ha MAA e o




BHCOKA CIIE/ TIEPOPANIHO NPUWIOKESHHE, OTKOIKOTO Cllel NapeHTepanHo IPHIOKEHHE.
EI[HOB]JBMGHHOTO NPHIOKCHHE ¢ XpaHa HE NOBIWABA KHHETHKATa HA METaMM30I1.

KimnnuunaTa epuKacHOCT ce OCHOBABA IMIABHO HA MAA M B M3BeCTHA cTencH Ha meTabonuTa 4-
amMuHoaHTHIHMPHH (AA). AUC croiisocture 3a 4-aMMHOAHTHITUPHH ca 0Kono 25% or AUC
cToiiHocTHTE 3a 4-N-MeTHnaMHHOaHTHINPAH. MeraGoanTire 4-N-aleTunaMuHOaHTHITHPHH (AAA) H
4-N-popmunamunoanTHnupus (FAA) ca hapMakonoriyHo HeakTHEHH.

Tpabsa 1a ce UMa MpeABHN, Ye BCHYKM MeTalonuTH UMAT HelTHHelHa dapMakoknHeTnka. He e
H3BECTHO KTMHHYHOTO 3HaveHHe Ha ToBa gBienue, Ilpu xpaTkoTpalino NeueHHe HATPYNBAHETO HA
MeTabonHTH MMa MHHUMAITHO 3HAYCHHE.

Crop3BaHeTO ¢ UTA3MEHHTE MPOoTeHHH € 58% 3a 4-N-MeTwiamutoanTunapay, 48% 3a 4-
aMHHOanTHIHPKUH, 18% 33 4-N-popMunamMaHoaHTHNHPHH H 14% 32 4-N-aueTHIaMAHOAHTHITMPHH,

Crenl MHTPaBEHO3HO MPHWIOKEHUE TUIAZMEHHAT NONYKHBOT Ha METAMH30. € 0K0JI0 14 MHHYTH. OkosIo
96% ot panuoaxTHRHO Gela3aHa 1033 Ca OTKPHUTH B YPUHATA Clle] HHTPaBEHO3HO MPHIIOAKEHHE H
K00 6% BB QexanuuTe. Crel eMHOKPATHO TEPOPATHO npunoxeHue 85% ot merabonuTrTe
eKCKPETHPaHH ¢ ypHHaTa ca uieHTR(UUHpaHH KaTo 311% MAA, 613% AA, 26+8% AAA u 23+4%
FAA. BpOpeunHAT KIHPBHC C/IEK eJHOKpaTHa lepopaiita Zo3a or | g MeTaMu3on e 5+2 ml/min 3a
MAA, 38213 m!/min 3a AA, 61+8 ml/ min 3a AAA u 4915 m1/min 3a FAA. CEOTBETHHTE TLT1a3MeHH
noJTykueotTH ca 2,7+0,5 hza MAA, 3,7+1,3 h3a AA, 9,5+1,5h3a AAA w 11,241,5 haa FAA.

Ilpu neuenye Ha naumenTy B Hanpenuana Br3pact AUC e 2-3 ey yeenmseno. Criey eAHOKpaTHa
IIEpopanHa fo3a nomyxusora Ha MAA u FAA € noBuIIeH okoso 3 rsTd NpH MauMeHTH ¢
XeaToLMpo3a, JOKATO OMYKHBOTA Ha AA M AAA He ce NOBMIIABA B ¢hinaTta cTenen. [Ipy Teau
[TAlMEHTH He TpaOBa fa ce PHAaratT BHCOKH JO3H.

Hanu4ynwTe naHHM 3a NaLMEHTY ¢ HapyIieHa OB0peuna (GYHKLHMA MOKA3BaT MOHMKEHA CTENEH Ha
eIHMHHYpaHe Ha HakoH Metabonuti (AAA u FAA). Topagu Tasu npHduAa tpA6Ba na ce #3Garsar
BHCOKH JJO3M NIPH MAITUEHTH ¢ HapyuleHa OpOpeyuHa (yHKIHs.

5.3 [MpeaknuANYAE AAHEY 32 Ge30MaCHOCT

Hma npoyupaHust 3a CyGXpOHHYHA M XPOHHYHA TOKCHMHOCT TIPM Pa3IHYHH BHIOBE HKUBOTHY.
[nexoBe ca noyyasaty MeTamMu301 nepopaiHo ot 100 ao 900 mg/kg TenecHo Terio B NPOIbIDKEHHE
Ha 6 Mecetia. Ilpu Hait-Bucoxute nosu (900 mg/kg TenecHo rerno) ciea 13 ceaMm e HaBMOAaBAHO
MOBHIIABAHE HA PETHKYNONMTHTE U TeNluara Ha Heinz.

Kyuera ca Tperupany ¢ MeTaMn3oa B Ao3u ot 30-600 mg/kg TenecHo Terno 3a 6 Mecela.
J0303aBHCHME XEMOTKTHYHA aHeMAA K GyHKIHOHANHN G16pednu H YepHOAPOOHM IpoMEHH 3a
HaOmopnasany np4 1034 Han 300 mg/kg TenecHo Termo.

ITpoTuBOpeUMBH Pe3yITATH CA HATMYHH 32 METAMH20] B €JHAKEBH TECTOBH CHCTEMH IPH- il Vilro W in
vivo IpoyuBaHus.

TpoabakuTE/IHA MPOYHBAHHA MPH IITBX0BE HE I0KA3BaT TYMOporeHes norenuuan. B 2 or 3
TIPOIB/BKMTE/IHH POYYBAHUs ¢ MHIIKK TTPH BUCOKH JO3M € HAO/01aBana IIOBKHLIEHa YECTOTa Ha
4YepHOAPOOHH AZIEHOMH.

TIpoyusaHis 3a eMOPHOTOKCHYHOCT MPK NNILX0BE W 3aiily He NOKA3RAT TepaToreHeH edex

EmOpnonerannu edextn ce HabmomaBat Npu 3aiiiii npu a03u Haxa 100 mg/kg TenmecHo,
ITeX0Be EMOPHOJIETANHM e(eKTH RE3HHKBAT PH TOKCHYHM 3a Maiixata 103u. JlHeBH
mg/kg TenecHo Terao BOAAT 10 NPOABIDKATENHO PAXKIAHE W HAPYIUEHHS B POXHITHMA
TIOBUIIEHA CMEPTHOCT HA MalkaTa ¥ MiTaguTe JKHBOTHH,



TecTopere 3a PepTIITHOCT MOKa3BAT ¢JIa00 NOHKDKABAHE HA PLKALEMOCTTA MPH POAUTEACKOTO
NOKOJIEHHE TIpH AHEBHHM K03 Haa 250 mg/kg TenecHo Terno. Geprannoctta npu F) — nokoneHneTo ve
© HapyiIeHa.

MeTtabonuTire Ha METAMH30) NPEMUHABAT B MauKHOTO MIAKO. HiaMa HanMIHH NanHy 32 edexTure
BBLPXY KbpMadeTo,

6. DAPMAINEBTHYHHA JAHHHA

6.1 CHH¥chK 42 NOMOMMHKTE BellecTBa

Harpren auxunporengdocdar nuxuapar, fuHarpues bocdat 10ACKaXUIPaT, 3aXapHH HATPHIA,
JABYKOMITOHEHTEH TOpYHB apoMaTH3aTop (eceHuuA fifty fifty), npeuncrena sona

6.2 HechBMECTHMOCTH
He ca B3BecTHH.
6.3 Cpox Ha rognocr

CPpOK-®T Ha FOTHOCT € 4 TOAHHH,
PasTeopET € cTatineH 6 Meceua clie]l ITEPBOHAYANTHO OTBAPAHE HA OMAKOBKATA,

6.4 Cuennane ycJ0BHE HA ChbXPaHEeHHAE

HaMa cnetHaIHe YCOSHA HA CHXPaHEHHE.

6.5 JanHH 33 ONaKOBKATA

Bytunka ot xadaso creiio (rum II), ceabpxkaina 20 ml, 50 mi u 100 m] pastsop.
6.6 Crennajing npennaisy MepkH IpH H3XBbpianae 4 pafora
HewmznonssaauaT NPOIyKT WIH OTHATBYHHTEe MAaTEPHATH OT Hero TpAGBa Ja ce H3XBBPIAT B
CBHOTBCTCTBHE ¢ MECTHUTE U3HCKBAHHA.

7. NIPETEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEEA

Hexal AG

Industriestrasse 25, 83607 Holzkirchen,

Tepmanua

8. HOMEP(A) HA PAJPEINEHHETO 3A YIIOTPEBA

Per.No: 20050393

9. JATA HA TBPBO PASPEIDABAHE HA PAZPEINEHHETO 3A YIIOTPEE

Jlata Ha nppBO paspewasane; 15.07.2005
Jara Ha nogHoBsMBaue: 22.12.2010
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