KPATKA XAPAKTEPHCTHKA HA IIPOIYKTA

IBUNIN
UBYHUH
v A
1. UME HA JIEKAPCTBEHMS IIPOJYKT <. .oPc.. ..
/- g/ (R,
[bunin 200 mg film-coated tablet quTAﬁ’{j@-%~ ------ ’ v !

VIoyuun 200 mg dbunmupaHa tabnetka
2. KAYECTBEH 1 KOTMTHMYECTBEH CHCTAB
Beska dpunmupana tabnetka cpabpxa 200 mg ubynpoden.

3a I'BJIHUSA CIIMCHK HA MOMOILHHTE BELISCTBA, BHOKTE TOUKA 6. 1.

3. JEKAPCTBEHA ©OPMA
QunMUpaH TaOIeTKH.

200 mg TabneTku:
bestH, ORANHHU, ABOMHO-H3NBKHATH QHIMHMPAHU TabneTKY, ¢ Ae/UTe/HA YepTa OT eIHATa CTpaHa.

TabneTxkaTta MmoXe na Oblic pa3jieneHa Ha JBe PABHH MOJIOBHHH.

4. KJIHUHHWUYHH JAHHN

4.1 TepaneBTHYHH NOKA3AHUS

Jleka 0o ymepeHa 60ka, Hanp. npu raasodornue, BKIIIOYHTEIHO MUTPEHO3HO r1apodonue, 3560607,
[TbpBHYHA AUCMEHOPEA.

DeOPHITHY CBCTOAHHA.

4,2 [Jo3uposka H HAUHH HA OPHIIOKEHHe

HexxenmauuTte NekapCTBeHH PeakUUU MOraT A4 ¢€ HaMajlaT 40 MHHUMYM, KaTo ce H3M0I3Ba Haf-HucKaTa
e(DEKTHRHA 1034 B [IPOABIDKEHUE HA HaW-KPATKUA MepHod, He0DOX0ANM 33 OBNIAIABAHE HA CUMIITOMMTE {BUXK
T. 4.4). To3u nekapCcTBEH [IPOAYKT € NpeIHa3HauYeH 3a KpaTkoTpaliHa ynorpeba, He noBeye OT 7 JHH.
HeobOxonuma € KOHCYATALNS © JleKap, B CTyYai ye CHMOTOMHTE IIPOABIKABAT WM C€ BJloIaBar.

Jlo3aTa Ha HOyripodeH 3aBUCH OT BB3pacTTa H TeNECHOTO TErNO Ha MAllHEHTa.
Tabnetrkata TpsaOBa fa ce npHeMa ¢ yalia BOJA IO BPEME WITH C/I€ XpaHeHe,

Jeka 00 ymepena 6oaKka u hebpusriu cocmoanun

Bripacmnu u wonowu nao 12 eoounu (240 kg):

200-400 mg kaTO eAHOKPATHA 032 WK 3-4 TETH JHEBHO Ipe3 HHTEPBA 0T 4 110 6 4Haca.
MUT peHO3HO 171a8000JHe € 400 mg eqHOKPATHO, MpH HeoOXxooumocT 400 mg npes uHTep
MaxkcumariHata IHEBHA 1034 He TpAOBa na Haaeumara [ 200 mg.




Heya na evspacm 6-12 eo0unu(>20 kg):

Jleuia Ha 6-9 roquun (20-29 kg): 200 mg 1-3 0bTH IREBHO Mpe3 HHTePBa1 OT 4 10 6 uaca.
MakcumanHaTa gHeBHa no3a He Tpadea Ja Hagsuiasa 600 mg.

Heua Ha 10-12 roannau (30-40 kg): 200 mg 1-4 meTH OHEBHO Npe3 HHTEpPBad oT 4 A0 6 yaca.
Maxkcumasninata AHeBHa n103a He Tpadpa aa Hagsuinasa 800 mg.

Ihvpeuuna oucmenopesn
Bw3pacmuu u Oesouxu Hao 12 2o0unu:

200-400 mg 1-3 neTH AHEBHO Mpe3 HHTepBat 0T 4 10 6 yaca. MakcHMaTHaTa JHeBHA 03a He TpAOBa na
Hagsuizara 1200 mg,

Hayuenmu ¢ nanpeonaia ev3pacm

Hecrepouauute npotueorbinauredn cpeacTsa (HCIIBC) TpgbOea na ce npusiarat ¢ MOBHUIIEHO BHUMAaHHE
[IPH NALKWEHTH B HAMPEIHAMA BB3PACT, KOUTO Ca MO-CKAOHHH /1a PAsBUAT HEXKe/JaHH NeKapCTBEHH PEaKiMK 1
[MPH KOUTO UM TMOBHILIEH PUCK OT NMOTEHLUHUANHO (aTaleH CTOMAIIHO-YPEBEH KPbBOUINHB, YIIIEPAlHA WIH
nepdopauus (BIK T. 4.4). Ako e HeoOX0IHMO NeYeHHe, TPAOBa Aa C¢ H3MOI3Ba HAH-HUCKATA 1034 B
MPOABIKEHHE HA HAl-KPATKHA MepHoI, HeOOXOAUM 3a OBNAAABAHE HA CUMITTOMHTE. JleueHuneTo Tpsadpa aa

ce Mojnara peJIoBHO Ha MpeoleHKa H 1a ObAe MpeyCTAHOBEHO, aK0 He ¢& HadmoAana MoA0OpeHHE W
HACTHIYH HEMOHOCUMOCT KbM J€KApCTBOTO.

Yepeoena ovopeuna yuxyus

IIpH MaLMEHTH ¢ NEKO J0 yMepeHo yBpeskaaHe Ha Gp6pednata GyHKIHA, 103aTa TpsiOBa f2 ObIe BB3MOKHO
Hali-HUCKA U [1a Ce NPHJIATA 3a BE3IMOMXHO Hall-KpaTKUd NepHOI, HEOOXOANM 3a OBJIANsBAHS HA CUMITTOMHTE,
KATO CHUIEBPEMEHHO € HeoOX0MMO Jia ce cnenn ObpbpeuraTa PyHKIMA (3a MALUMEHTH ¢ TERKO yBpe/leHa
6u0peuna QyHKLMA BIK T. 4.3).

Yepeoena ueproopobra Qynkyiun

I1pu MalMeRTH ¢ KO [0 YMEPEHO YBpeKIaHe Ha YepHoapoOHaTa Pyukas, fosara Tpatea 1a Opae
BE3MOMKHO HAM-HHACKA U JIa Ce MPHIAra 3a Bh3MOXKHO Hall-KpaTKUs NEPHOA, HEOOXOOHM 32 OBIIA/SBAHE HA
CUMIITOMHTE, KATO ChHIIEBPEMEHHO € HEOOXOIUMO JIa e CIIeAM YepHOApoOHATA QYHKIMSA (3a MALHUEHTH C
TEKKO yBpeaeHa YepHoapoOHa QyHKIMA BIK T. 4.3).

4,3 IIporuBOonoKa3zaHHA

VIGYyHHH e TIPOTHBOMOKA3aH [PU NAILIHEHTH CBC:

- CBPBXUYBCTBUTETHOCT KbM aKTHBHOTO BELUECTBO WIH KBM HAKOE OT ITOMOIUHMTE BEIISCTBA Ha
%{83%:0%03

- [pe IULIHH PEAKLIMH Ha CBBPXYYBCTBUTENHOCT (HATIPUMED aCTMa, PHHHT, YPTHKaPUS WK aHTHOE1EM)
K'bM aueTHICATMIMIOBa KucenHa wiu apyru HCIIBC

- AHAMHE3a 33 CTOMAUIHO-4PEBEH KPBBOHIMMB WIH nepdopaliya BB BPB3KA € MpeReCcTBalla TCpanus ¢
HCIIBC

- AKTHBHA METTHYHA A3BA/KPBBOH3IHB WiIK aHAMHE3a 32 [IOBTapALIa Ce TIENTHYHA I3Ba/KPLBOU3IIMB (1BA
WY TIOBEYE M3ABEHH €MMHM30/1a Ha A0Ka3aHa ynuepauHa Wi KbpBeHe)

- Te)XKKa YepHoApoOHa WK TexKKa OBOpedHa HEIOCTATRHHOCT

- TeXKa ChpAedHa HEIOCTATHYHOCT HITH KOpOHapHa 00necT Ha ChpLeTo

- oc/AeJHOTO TpUMecedre OT OPeMEHHOCTTA (BIDK T. 4.6)

. 1HAYUTENHA AexuapaTanusa (MpHUMHEHA OT OBPBLLAHe, IHAPUS WIH HEA0CTATEHEH MPHEM Ha
TEHHOCTH )

- tiepebpoBacKyIapHHA WIH APYFH aKTHBHH KPBhBOHU3/IHBH

- HApYHIEHUS B XeMOTI0e3aTa ¢ HEU3BECTEH TPOH3XON

- neia rnoj 6 roaMiuHa Bh3pacT.

4.4 CreuHaJHH NpelyNpexICHUSA H NPeINa3HH MEPKH NpH ynoTpeda

EnuoepemenHara ynorpe6a da UGynun ¢ HCIIBC, BRTIOUHTENHO CEIEKTHBHH HHXHOHTOPH
HHKJIOOKCHIeHa3a-2 TpsaOpa 1a ce n3darea.




bonHuTe OT acT™ma TpaAdBa a ce KOHCYATHPAT ¢ JIeKap [PesH Aa npuemMaT HOyrnpoder (BHK no-gony).

HesKenannTe 1ekapeTBEHH peakliHy MOFAT Ja C€ CBEeJAT 10 MHHHUMYM, 4KO C€ U3MIOI384 Hal-HHCKATA
ePEKTHBHA 034 B MPOIB/DKEHHE Ha BH3MOXKHO Hal-KpaTKHA CPOK, HEOGXOAHM 3a OBAAASBAHE Ha
CHMITTOMHTE (BIDK T. 4.2. U raCTpOHHTECTHHATHUTE U CBEPACYHOCHAOBH PUCKOBE TI0-10MY ). [TausieHTuTe,

NIeKYBaHH MPOXB/DKHTETHO BPEME ¢ HECTEPOUAHH [IPOTHBOBB3NATHUTEIHY CPeICTBA TPAORA 1a ¢& W3CIIeIBaT
PEeIOBHO 3@ NOABATA HA HEXKENAHU PEAKLIHH.

HOyHHH ce nprmara camo c/1ef OLUeHKA HA CBOTHOLIEHHETO NON3a-PHCK B CIEIHUTE CYVYau:

- CUCTEMEH yTyC epureMaronec (SLE) unu apyru apTonuMyHH#R 3ab0519BaHuA;

- BPOACHO HAapyLIEHHe Ha METabO0AN3MA Ha TIOPOHPHH (HAIPUMED OCTPa UHTEPMHTEHTHA NOPGhHPHA);
- npe3 MbPBOTO ¥ BTOPO TpUMeceuHe Ha OpeMEHHOCTTA;

- KbPMEHE.

Heobxoaumo € crneuyianio BHUMAHUE B CHEJIHUTE CITyHau: |

- racTPOMHTECTHHAIHA 3a00/I9BaHNS, B TOBa YUCIO XPOHHYHHU BBINAITMTE/IHH HHTECTHHAIIHH -
3abosigBaHuA (yIUepaTuBeH Konut, 6osect Ha Kpon);

- CBhpAEYHA HeJOCTATHYHOCT ¥ XHMEPTEH3HA,

- HamaneHa OvbpevHa GyHKLMA,

- yBpeaeHa uepHoapobHa ¢yHKIus;

- HapyLIE€Ha KoaryJauuda Ha KphBTa, |

- aepryy, CEHHA XpeMa, XPOHHUYEH OTOK Ha HOCHATA JIMCABHLIA, aCHOMAHN, XPOHHUYHA 0OCTPYKTHBHA
Genoapobua Gonect uau OpoHxHaTHa acTMa;

- BeIHATA CMe CEPHO3HA XUPYPryU4Ha MHTEePBEHIIHS,

Lacmpounmecmunaniio KepeeHe, Vayepayus u neppopayus

3a raCTpOUHTECTHHATHO KBPBEHE, YUEpalnd WK ep(opaling ¢ Bb3IMOKEH (aTaTCH HIXOA c€ chobasa
IIpH YIoTpeda Ha BCHUKH HECTEPOUIHH NPOTUBORB3NAIIMTEINY CPEACTBA HO BCAKO BPEME HA JIEUSHUETO, Che
Wi Oe3 MpexynpeanTenHd CHMITOMI WM aHAMHE3a 334 CEPUO3HU FACTPOHHTECTUHATTHY HHIMACHTH B
MHUHAJIOTO.

PHCKBT OT TaCTpOUHTECTHHATHO KbpBEHE, yAllCpallka Wil Nepdopalivs e 3aCHIBa IIPH YBEIHYaBaHEe
aosute Ha HCIIBC npu nanMeHTH ¢ aHAMHE3a 3a 938eHa 00/1ecT, 0CODEHO ako € ChIIPOBOAECHA OT
YCIIOKHEHHS KATO XeMOpAarug HiH nepgopanyd (BHK T. 4.3), KAKTO H IPH MALMEHTH B HANPEOHANA BB3PACT.
Takura nauueHTH TpA0BA a 3all0OYHAT JCUSHUETO ¢ HAl-HUCKaTa HATMYHA 1034,

3a KOMOKMHHpPaHa TEPATTHS ChC 3ALUTHH CPeACTBA (HAIpHMepP MU3OTIPOCTO WITH UHXHOUTOPU Ha POTOHHA
nomra) TpA0Ba fga ce MOMHCAHN KAKTO NPH Te3H HAllMeHTH, TAKA U [IPH NALUEHTH, KOUTO TTONY4YaBaT
eIHOBPEMEHHO allETHICANULWIOBA KUCETHHA B HICKU TO3H WM NIPYTH JIEKAPCTBA, KOMTO MOraT a 3aCHAAT
racTPOHHTECTUHANHHS PHUCK (BHXK MO-T0TY H T. 4.5).

[TauueHTHTE C aHAMHE3a 33 FaCTPOHHTECTHHATHE TOKCHYHOCT, ¢CODEHO aKO Ca B HAMPEAHANIA BB3PacT,
TpabBa Aa cHOBIIABAT 3a BCHUKHM HeOOHYaiHH KOPEMHH CHMNTOMY (ITO-CeLUANHO 38 TRCTPOHHTECTHHAHO
KbpPBEHE), OCODEHO B HAUAHNS CTAOHN Ha NEUESHHETO.

HeoOxoaumo e moBHIIEHO BHUMAHHE NPH MaLHSHTH, KOUTO ¢e ICKYBAT €ZHOBPEMEHHO ¢ JIEKAPCTBA, KOHUTO
MOTaT Ja [IOBUINAT PUCKA OT YALEpalUMs Wid KbPBEHE — OPaiH{ KOPTHKOCTEPOUAH, aHTUKQAIYiaHTH —
BAPQApPUH HIIH XETIAPHH, CETIEKTHBHH HHXUOATOPH Ha oOpPaTHUA 3aXBAT HA CEPOTOHMHA HIIH
AHTUTPOMOOLMTHH CPEeICTBA KAaTO aLeTHICATHIIHIOBA KHCENHHA (BIDK T.4.5).

AKO HaCTBITH FaCTPOHHTECTHHAIIHO KbPBEHE UIIH YIILlepalius IIpH NalyeHTH, JiekyBanu ¢ MOyHuH,
JieYeHUeTo TPAOBa a Obae MpeyCTaHOBEHO.

NALMEHTH C aHAMHE3a 3a FTaCTPOUHTESCTHHANHO 3a00aBaHe (ynuepaTHBEH KOIHT, O0IeCTTA
KaTO CBCTOSHUETO UM Moxke 1a ce obocTpu (BrK T.4.8).



Hayuenmu 6 Hanpednaia gvapacn

TTaunenTuTe B HaripeHana BB3PACT NIO-YECTO MONyYaBaT HeXKelaHu peakiuy csbp3add ¢ HCITBC, ocofeno
FACTPOHHTCCTHHATHO KbPBEHE H Hepdopaliis ¢ BE3IMMKeEH daTaneH H3xoa (Bik T.4.2).

CBpOeuHOCDO061 U MOZBYHOCHO081 eeKmi

HeoOxoauMo e moaxoasimo MOHUTOPHPAHE H KOHCY/ITALMK 3a TTAUMEHTH ¢ aHaAMHEe?a 34 XRIEPTEH3HUS W/ MU
JICKa N0 yMEPEeHa 3aCTOMHA CBPACYHA HEIOCTATHYHOCT, ThH KaTO ¢& ChOCIABAT C/TYYAH HA 3ANbPIKAHE HA
TEUHOCTH, XHIIEPTEH3HA H €A€M BBLB Bph3ka ¢ Tepanus ¢ HCIIBC.

KoIHHU4HN H3NUTBAHHUA W €[THACMUONOTHYHH TaHHH [IOKA3BAT, ye ynorpebarta Ha HOynpoder, 0cofeHo BbB
BHCOKH JO3H (2400 mg KHEBHO) M 32 TIPOIB/LKUTENECH MEPHOR, MOKE [1a € CBBP3aHa ¢ EKO MOBUIIEH PUCK
CT apTEPHAIIHH TPOMOOTHYHH ChOUTHSA (HalpuMep HHGpAPKT Ha MUOKapaa Wik uRCyIT). KaTto ugso,
CIHOEMHONIOTHYHHUTE NPOYYBAHUA HE MOKA3BAT, Ye HOynpodeH B HHCKU A03U (Hanp. < 1200 mg) ce cBbpsBa
¢ NOBHIICH PHCK OT HH(QAPKT Ha MUOKapaa.

HauueHTH ¢ HEOBNASHA XUIIEPTOHMS, 3aCTOHHA ChpleYHa HEIOCTATHYHOCT, MOTBbPACHa HCXeMHYHA
boJect Ha CBpLETO, NepHbepHa aprepuanta 6oNecT H/WMH MO3bUHO-Cha0Ba GonecT Tpadra na 6baat
JNIeKyBaHH ¢ HOyNpodeH caMo criell BHUMATENIHA IpelieHKa. Takara npetieHka Tpadea la ce Hanpasu ¥ ipe/s
HaYaJIOTO Ha JBATOCPOYHO JIEYeHHE Ha NMALMEeHTH ¢ PUCKOBH (DaKTOPH 3a KapAHOBACKY/IapHH CHOUTHS
(HarpuUMep XHITEPTOHHMA, 3aXapeH AvabeT u TIOTIOHOITYIIIEHE ),

KooreHu peaxyuu

CepHO3HH KOXKHH PEeaKUMH, HAKOH OT KOUTO ¢ (haTtajeH H3X0[, B TOBA YUCIIO €KC(POTHATHBEH JSPMATHT,
CHHIpOM Ha Stevens-Johnson U TOKCHYHA €MTHAEPMATHA HEKPONH3A Ca AOKIAMBAHK MHOTO PAIKO BbB BPB3Ka
¢ ynorpedata Ha HCTIBC (Bux 1. 4.8). [TauueHtuTe M3raex/ia ca ¢ MOBUILEH PHCK OT TaKUBa PeaKLUU B
HA4ya/I0TO Ha Teparugra, Kalo peakUMUTe HACTBIIBAT B TIOBEUETO CJyYal [Pe3 HbpBUsA MECEU Ha JICUEHHUETO.
[TpuemsT Ha MOyHnH Tpabsa na 6b1e nNpeyCcTadOBEH NPU MHPBATA MTOABA HA KOXKHA PEAKLIAA, JIe3UH M0
NUTaBHLIATA KW APYTH NPH3HAUM HA CBPBXHYBCTBUTENHOCT.

Eexm evpxy bvbpeyume

Hoynpoden Moxke Na MPEeAU3BUKA 3a4bpyKAHE Ha HATPUM, KAMUN ¥ TEUHOCTH NPH [TALMEHTH, KOUTO He ca
CTPaA’aNy B MHHAJIOTO OT ObOpevHu HapyIleHUs Hopaau Heropud edekT Bepxy 660peunara nepdysusa. Tosa
MOKe [a MIPUYHHY OTOK HJIH JaXke Ja DOBEHE MO ChP/CUHA HeJOCTATHUHOCT HITH XHIACPTOHUA NIPH NaliMeHTH
¢ TAKOBA IPEAPAIONONKEHHE.

KakTo u npu apyrute HCIIBC, apoabmxuTe 1HOTO NpUIOKeHUe Ha HOynpodeH ITpH XKHBOTHY BOIH JO
ObOpeuna mamuIapHa HeKpo3a U APYTH NaTONOTHUHH IIPOMEHH, cBBP3aHu ¢ OpOpenure. [lpu xopa ce
chOOILABA 32 OCTHP HHTEPCTHIIHAJIEH HEDPUT C XEMATYPHA, IPOTEHHYPHA H ITOHAKOra HeQPOTHYEH
cuaapoM. Habnionapanu ca 4 ciiy4dad Ha Obp0peyHa TOKCHYHOCT MPH MALHEHTH, TIPH KOUTO
POCTArTTAHAHHUTE UrpasT KOMIICHCATOPHA posid 3a noaabpkane Ha OpOpevHata nepdysns. [Ipu Tesu
naumenty npynaradero Ha HCIIBC moxe na nosele 1o 10303aBACHMO HaMasleHO 0oOpa3yBane Ha
MPOCTArJIAHMHA U Ha BTOPO MACTO, B HBOpeuHns KPBBOTOK, KOETO MOKE [a Npean3BuKa sBHa OpOpeynHa
nexomrtercart. Ianventure ¢ Hali-roaaM puCK OT TaKaBa peaklM ca TE3U ¢ HapylieHa 0v0peyHa
(GYHKUUA, ChPASYHA HEIOCTAThYHOCT, HApYIlieHAa YepHOAPOOHA QyHKIUIM, NAaUEHTH IPUEMAaLIH THYPETUUN
1 ACE uHxuOHUTOpPH, H NALIMEHTH B HanpexHama se3pact. Cnen kato nedennero ¢ HCTIBC Obae
MPEYCTAaHOBEHO, NNALHEHTHTE ¢€ BPBINAT KbM CECTOAHUETO CH OT NPEOH JICUECHHETO.

Lpveu npednaznu Mepxu
BB3MOKHO € TIpeIn3BAKBAHE Ha OPOHXOCNA3ZBM, YPTHKAPHA WIH aHTHOSAEM IIPH NALMEHTH, CTPALaiK OT
WY ¢ aHaMHe3a 3a OpOoHXHATHA aCTMA, XPOHUYEH PHHHT, CHHY3UT, NOJUM B HOCA, ANSHONIH WK aJIepriH.

Ubynpoden mMoxke ga NpUKpHe MPHUIHAIMTE Y CHMIITOMHUTE Ha HHOEKIUA (MOBUIIEHA TEMIEPa m
MoAyBaHe). . £




OCODEHO Ha KOMOUHHPAH NPHEM Ha PAa3THYHH AHANNeTHUHY CYBCTAHLIMY, MOKE 114 Npel3BHKA MMOCTOAHHO
yBpexaaHe Ha Op0penmte U puck ot 6BOpeuHa HeAOCTATHUHOCT (AHANTETHYHA HedponaTuHa).

ITo Bpeme Ha neuedne ¢ ubynpode ca HaBTIOAABAHNK CIYYAH CBC CUMITOMH HA ACENITHYEH MEHMHIHT KATO
CXBALIAHE Ha BPATA, IaBOOOITHE, TaAeHE, NOBPBLIaHe, GeOPHIMTET UIIH Te30PHEHTALIUS [IPH NALHEHTH CBC

CRLHICCTBYBALIN ABTOMMYHHH HAapyIIeHHA (CHCTEMEH TYITYC €PUTEMATOALC, CMEeCeHa CheMHHHTE THOTBKANHA
OQIIECT).

Hbynpoden Moxe BpeMEeHHO Ja HHXHOMpa TPOMOOLMTHATA arperalts K 4a yIbDkH BPEMETO Ha KbpBEHe.
ETo 33110, MALMEHTHTE ¢ HAPYIIeHHS B KOATyMAlHATA HAH HA JIEYeHHe C AHTHKOATY.IaHTH TPAOBA
BHHMaTenHo aa 6paat HabmogasaHu.

Ilpu nmpoasmkrTenHo Neyerue ¢ ubyripodeH ¢ HeOSXOAHMO PEIOBHO MOHHTOPHPAHE Ha yepHOAPOOHaTA
OpOpeyHaTa GyHKUMH, KAKTO B Ha KPBBHATA KAPTHHA, 0COGEHO NPH BUCOKOPHCKOBH NALIHEHTH.

TpabBa ma ce u30ATBa KOHCYMANUHA Ha AMKOXOT, Thil kaTo ToM 3acunBa crpanuuHnTe edexty Ha HCTIRC,
0CODEHO KOraTo Ce YBPEXKAA TACTPOMHTECTHHAIIHHA TPAKT IWIH EHTPAIHATA HEPBHA CHCTEMA.

[TauueHTuTe Ha HOYNpoder Tpabsa Aa CHOOIMABAT Ha eKaps, ako sabeilexaT IPH3HALK H CUMITOMH Ha
FaCTPOUHTECTHHANHA YILEPALHA WIH KBPBEHE, 3aMBIVICHO BHXKIAHE HITH IPYTH CUMIITOMH, CBBP3aHH C
OUHTE, KOXKeH OOPUB, MOBHIIABAHE HA TEIECHOTO TEIVIO HIIH €lIeM.

4.5 BsanMopelicrBae ¢ ApYrH JIeKAPCTBEHH NPOAYKTH H ApYrA GopMHu Ha BlaumoielicTBHe

Eonospemennama ynompeba na ubynpoden u crednume sewjecmaa mpanea 0a ce uznazea;
AyemuacQIuyIo8a KUCeAUHA 6 HUCKH 003w EXCTIEPUMEHTATHHE JaHHU 110Ka3BaT, 4e ubynpodeH unxubupa
e(eKTa Ha aUeTHICATHLIMIOBATA KUCEIHHA B HHCKU D03 BLPXY TPOMOOUUTHATA arperauns nipu
eIHOBpPEMeHHa ynotpeda. OrpaHUYeHUTe TaHHH, 00ade, 1 HECUTYPHATA eKCTPANOALMA HA TaHHHTE eX Vivo
B KJIHHHUYHA CUTYALMA [TOKA3BAT, Y€ HE MOTAT Aa C€ MPABAT TRBPAH 3aKJAOUYEHHS OTHOCHO PE0BHATA
yriorpeda Ha HOynpodeH U HIMa KIHHUYHO 3HaUYUM eeKT NMpu ceobonHaTta ynorpeba Ha udynpoded (BHxK

T.5.1). .

Lpveu necmepoudru npomusosr3naiumennu cpedcmea: B pe3yntar Ha CHHEPTHYHM C(PEKTH,

e THOBPEMEHHOTO MIPH/JIAraHe HA HAKOJIKO HeCTePOHAHU NPOTHBOBB3NAIUTEIHU CPEACTBA MOKE Aa TTOBULIH
pPHCKa OT racTPOMHTECTHHAIHH S3BH U KPBBOUINKMBU. []0 Ta3K NpHUMHA, eIHOBPEMEHHOTO NPHIOKEHHIE Ha
nbynpoded ¢ apyru HCIIBC 1padea na ce u3barsa (Bmxk 1.4.4).

Anwmurxoazyaanmu: HecTepOUAHUTE IIPOTUBOBBLINAIIMTEIHYA CPEOCTBA MOTaT A 3aCHIAT ePerra Ha
AHTUKOATYIAHTUTE KaTo Bapdapud uau XenapHH (Brk T.4.4). B cimy4ait Ha e AHOBPEMEHHO NPUIOKEHHE Ce
PEropsYBa Aa € MOHUTOPHPA CECTOSHUETO HA KOoaryaal#Hs.

Turaonuoun: HecTeponIHUTE MPOTUBOBBANANUTENHH CPEACTRA He TPAOBA Ja ce KOMOMHHUPAT ¢ THKJIONHANH
NMOpaty PUCK OT aJHTUBCH SPEKT NMPU UHXHOUPaHe Ha TpOMOOLIMTHATA PYHKLHA.

Memompexcam: HectepouIHHTE NMPOTHBOBBINATHTENHU CPEACTBa OJIOKUpaT TYOynapHATa CeKpeLivs Ha
METOTPEKCAT U MOTAT A4 HACTBIMAT HAKOH MeTaDOIUTHH B3auMOJEHCTBHA B PE3V/ITaT HA HAMaleH!s
KIMPBHC Ha MeToTpekcat. Hpunoxeruero Ha MOyHnH 24 4aca npeau WiH Cied IIpKiaraHe Ha METOTPEKCAaT
MOXKeE [1a [OBele A0 TIOBHLIEHA KOHLUEHTPALUS HA METOTPEKCAT M 10 3aCH/IBAHE HA TOKCHYHUTE MY edeKTH.
ETo 3amo tpabsa Ja ce u30sarea eAHOBpeMeHHATA yrioTpeda HAa HECTEPOHIHU NPOTHROBBINAIHTEIHY
CPEeaCTBA U METOTPEKCAT BhB BHCOKH 103H. OCBEH TOBA, TpA0OBa Ja e B3eMe 1101 BHUMAHHE [TOTEHUHATHISA
PUCK OT B3auUMO/IEHCTBHE C HUCKH A03H METOTpeKcar, 0co0eHo NpH MatHeHTH ¢ yBpeaeHa OnOpeuHa
gynKuHs. [Ipu koMOuHupaHo neueHue TpabBa na ce MOHUTOpUpa OBOpeyuHaTa GyHKLM.

Hoynpoghen (noooono HA OPyzu HECMEPOUOHU HPONIUEOEBINATUMETHU CPEOCMER) MPA
HPUIAZA ¢ BHUMAHUE 8 KOMOUHQUUA CBC CTCOHIUIME eHiecnen:

Mownobesmuo: 3acunpa edexta Ha UOynpodeH.



Denumoun, sumuii: ETHOBPEMEHHOTO NMpHioxkeHUe Ha UOYHHH ¢ QEHUTOUH WIH JTUTHEBH JeKaPCTBEHHU
MPOAYKTH MOXKE A2 MIOBHILIH CEPYMHATA KOHIECHTpaLMa Ha rmocaeaduTe. HeobxoauMo e aa ce ¢neau

CEPYMHATA KOHLCHTPALMS HA INTUH K Ce NPEeNnophyBa 14 Ce C/I€IH HHBOTO HA CEPYMHATA KOHLEHTPALIMA HA
$PeHUTOUH,

Copoeunu enukosuou (nanpumep oueorcun): HecTepouanuTe NPOTHROBBINAAHTENHM CPEACTBA MOTAT 4
ODOCTPAT ChpAeYHATA HEAOCTATHYHOCT, Aa MOoHILKAT GFR U 1a MOBHIIAT NAA3MEHATA KOULEHTPALIHS Ha
CBpACHHMTE TIFOKO3UAH. [ipenopbuBa ce MOHUTOpHpaHE HA CEPYMHUS JUTOKCHH.

Huvpemuyu u anmuxunepmensusnu cpeocmeaa: Nuypetrunte 1 ACE-HHXHOUTOpHTE MOTAT 7a MOBUIUAT
HEQPOTOKCHHHOCTTA HA HECTEPOUAHHTE MPOTHBOBBL3NAMHTEIHY cpeacTea. HecTeponaHuTe
MPOTHBOBB3MAIUTE/IHH CPEACTBA MOTAT 12 HAMANAT edeKTa Ha JUYPETHUUTE W AHTHXUMIEPTEHIHBHHTE
cpenctBa, BrmoYHTENTHO ACE-nuxubutopu 1 6eta-6noxepu. Tpu nauuenTy ¢ HamaneHa x0peuHa
QyHKUHA (HaIpHMEp AeXHAPaTHpaHH TaUHEHTH WK TIAIIMEHTH B HANIpeIHaIa BPL3pacT ¢ HaMajleHa
OBOpeuta (PyHKIA), €IHOBPeMeHHOTO Npuamkenue Ha ACE nuxubutop ¥ anTaroHUCT Ha aurnotensus Il ¢
NeKapCcTBEH MPOXYKT - HHXUOHUTOP Ha LMKIOOKCHI €HAa3a, MOXKE Ja MIOBee A0 MO-HATATBHLUHO YBPEXKIAHE Ha
OBOpeyHaTa QyHKLUMA ¥ Ceq TOBA 00 ocTpa 0u0peuHa HeAOCTaTEUHOCT, Tora 0OUKHOBEHO ¢ 0bpaTuMo. ETo
3aU10, TPAOBa Ja C€ BHUMABA ¢ TAKMBA KOMOHMHALMH, 0COOEHO NPU NALUeHTH B HATIPEAHAIA BB3PACT.
[TauneHTuTe TpsabBa A2 € UHCTPYKTHPAT 44 MOEMAT AOCTATHYHO TEHHOCTH W CTOMHOCTUTE Ha OnOpedHara

- GYHKUHA TpadBa peIOBHO [1a Ce CNEeAAT BeAHAra ¢jie/i HaYajaoTo Ha KOMOMHHPAHATA Tepanus.

EnHOBpeMeHHOTO NpunoxeHue Ha MIOyHHH U Kanul-cbXpaHsBaitiy My peTHud und ACE-HHXHOMTOPH MOKe

- na AoBene Ao xurnepkaineMus. HeoOXoaMMo € BHEMATETHO 14 ¢€ MOHUTOPHPA HUBOTO Ha KaTuil.

Kanmonpun: JanHu 0T TIpOyYBaHHUA NIOKA3BAT, Ye HOYNPOEH NTPOTHROACACTBA Ha e()eKTa Ha KaNTONpPH 3a
MOBHIUIIEHA EKCKPELHA Ha HATPHH, |

Awunocnuxozudu: Hecteponarure NpOTUBOBB3NANUTENHY CPeACTBA MOraT Aa 3a0aBAT SIIWMHUHHPAHETO HA
AMUHOTTTHKO3HAM | A2 YBeJIMYaT TAXHATA TOKCHYHOCT, -

CenexmusHl uHxubumopu Ha obpamuus 3axeam xa cepomoruna (SSRI): TOBUIWIEH PUCK OT
rACTPOHHTECTHHATHO KbpBEHE (BIDK T.4.4).

Huxrocnopun: PucksT 0T O60peyvHO YBpEeXKIaHEe, IPUIMHEHO OT LHBKIIOCIIOPHH, ¢€ 3aCiIBa OT
eJHOBPEMEHHOTO MpHJaraHe Ha HAKOU HECTEPOHAHH NPOTUBOBBINANHUTENHH CPeACTBA. To3H eQEKT He MOXKe
[a ce H3KIIOYY | 38 KOMOHHALMATA OT HHMKJIOCTIOPHH U HOYHpOdeH.

Xorecmupamun: EXHOBPEMEHHOTO JIEUeHHE C XONeCTHPaMKH ¥ OynpodeH BOAH X0 YABMLKEHa H HAMAJIeHA
(25%) abcopbuua Ha ubynpoden. JlekapcTReHNATE NPOAYKTH TPAOGBA a Ce NPHIATAT NPE3 HHTEPBAN OT Hakl-
MaJKO €IHH 4Yac.

Taxpoauyyc: TIOBUIIESH PUCK OT HEPPOTOKCHYHOCT.

3u006youn: Mima naHHH 3a NOBHILEH PHCK OT XeMapTpo3a U xeMaToM npd HIV-11omoxKHTe;THH XeMOPHTHLH,
KOUTO €3 Ha KOMOHHHPAHO JIeYeHHUe Che 3UAOBYNUH U ubynpoden. Ilpu enrnospeMenHaTa ynorpeba Ha
JUAOBYIHH U HECTEPOUIHH NPOTHBOBE3MAIHTEHH CPeICTBa MOXKE da ce Habmio1asa NOBULLUEH PHCK OT
X€MATOTOKCHYHOCT. [IpenophUBa ce U3CIEABAHE HA KPBBTa 1-2 CEAMULIM Cie] Ha4aUTloTO Ha
¢IHOBPEMEHHOTO MPHIIOKEHUE,

Pumonasup: Moxe a2 NMOBULIH TJIA3MEHHUTE KOHLEHTPALIMH H& HECTEPOUIHUTE NIPOTHBOBLINANNTENHH
CpelcTRa. S

Mughenpucmon: AKO HECTEPOHUIHUTE MPOTHBOBL3IIATHTENHH CpeACTBa ce npriarat 3-12 1
[TPHITOXKEHHETO Ha MUDEMPHUCTOH, T€ MOTAT Aa HAMAMAT epeKTa Ha MUPEPUCTOH.




IHpodeneyuo wiu cynpunnupazon: Moxe na 3a6apy SIHMUHHPAHETO Ha nbynpoded. Hamasnsipa ce
YPHUKO3Y PUYHOTO JeHCTBHE Ha Te3H BElU[eCTBRA.

Xunoronosu anmubromuyy. ITaAITHEHTH, KOUTO OPHEMAT HECTEPOFIHH NPOTHBOBIMATUTENH CpeCTBa U
XHHOMOHH Ca H3JIOKEHH Ha MOBHLIEH PUCK OT KOHBYJICHH,

Cyadonunypetinu cpedcmsa: HecTeponaHAITE NPOTHBOBB3NATHTENHH CpencTBa MoraT 13 NOBUILAT
XHIIOTJIMKEMUYHHS ePeKT Ha Cynonutypelinite cpeactsa. [IpH eqHOBpeMEHHO NPIIOKEHHE Ce
MPENOPHBA Aa C€ MOHHTOPHPAT HWBATa HA KPEBHATA 33Xap.

Kopmurocmepouou: TIoBALIEH PUCK OT raCTPOMHTECTHHANHA YiLEPALHs WK KbPBEHE (BUK T. 4.4).

Anmumpomooyumuu azpecanmu (Hanpumep Kronudoepea u mursaonuoun): IoBULIABAT pUCKA OT
FACTPOHHTECTHHAIHO KBPBEHE (BHXK T. 4.4)

Aaxoxon, bucgoconamu u oxcnenmugbunun (newmoxcughurun): Morat 1a ripeu3BHKaT
FaCTPOHHTECTHHANHN HEXEaHU JICKAPCTBEHH PCAKUHH H PUCK OT KBPBEHE U yLISpaLIus.

FBaxrogen: TlouineHa TOKCHUHOCT Ha 6axiiodeH.

4.6 bpemeHHOCT H KbpMeHe

bpexiennocm

bIOKHpPaHeTO Ha HPOCTArTAHAHHOBUS CUHTE3 MOXKE 1a UMa HeXeTaH edhekT BepXy OpeMeHHOCTTa W HITH
eMOPHOHATHOTO/QEeTATHO pa3BUTHE. [IaHHH OT eNMUASMHOIOTUYHH TTPOYUYBAHHS TOKA3BAT MOBHMUIEH PUCK OT
CITOHTaHEeH a0opT, CHILO TAKa ChpACYHH ManPOpMALUH U FracTPOLUM3KC clied ynoTpeda Ha HHXUOUTOP Ha
IPOCTATAHAMHOBHS CHHTE3 B HAYAIOTO HA OpeMeHHOCTTa. ADCOTIOTHHAT PHCK OT CbPASHHOCHAOBA
MaJIpOpMaLIHs CE 3acHIIBA OT NO-Majiko oT 1% no npubnuzurenHo 1.5%. Puckbwr ce yeenuuaga ¢
NO3HPOBKATA ¥ NPOOBIDKHTEIHOCTTA HA JledeHHeTO. [IpH )KUBOTHH, NMPHIIOKEHHETO HA HHXHOUTOP HA
MPOCTArJAHAWHOBHSA CUHTE3 BOOM 110 3aryda Ha riaoja Npeau ¥ cael UMIUIadiTanus U eMOpuo/deranna
CMBPTHOCT, OCBEH TOBA CE€ CHOOILABA 3@ HApacTBall Opol Ha pasIHUYHHN MaIpOPMaALIHK, BRITIOUUTENHO K
ChPACYHOCHAOBH, MPU >KUBOTHH, HA KOHTO € TIPKIIarad HHXMOUTOP Ha NpOoCTarNadAHHOBHS CHHTES 10 BpEMeE
Ha opraHoreHesa. [Ipes nepBOTO H BTOPO TPUMeceUuHe 0T OpeMeHHocTTa, FIOYHHUH He TpsaOBa na ce npunara,
OCBEH IIPY ACHH MEAUIHHCKH NoKazaHug. Axo MOyHHH ce u3ronsea o1 xeHa, KoATO e OnHUTBa Ja
3abpeMeHee WY npes MbPBOTO ¥ BTOPOTO TpUMeceure Ha OpeMeHHOCTTa, Z03UPOBKATa TpsbBa Aa Obae
BB3IMOXKHO Hal-HUCKA, & NPOABDKHTETHOCTTA Ha JICYEHHETO — BB3MOKHO HANH-KPATKO.

ITpe3 TpeTOTO TpHUMeceyre Ha OpeMeHHOCTTA BCHUKK HHXUOHTOPH Ha [IPOCTarJaHAUHOBUS CHHTES MOoraT Aa
M3JIOXKAT TUIOHAA Ha CJICIHUTE PHUCKOBE;

- KAPAHO-MYyJIMOHAPHA TOKCHYHOCT {C MPEeXKASBpEMEHHO 3aTBapsHe Ha ductus arteriosus u nyJIMOHApHA
XMITePTOHHN );

- yBpexkaaHe Ha Op0peunaTa QyHKUNS, KOETO MOXKe Ja IporpecHpa 10 O0u0peyuna HEAOCTATHYHOCT ¢ QJIHIO-
XUAPAMHUO3HC,

a MaiiKaTa ¥ HOBOPOZAEHOTO, B Kpad Ha OpeMeHHOCTT4d, HA PUCK OT!

- BB3MOXKHO YAB/DKABAHE Ha BPEMETO Ha KBPBEHE — AHTHAIPETAHTeH e(PeKT, KOHTO MOXKe 1a HACTBIMU JaXe
IpY MHOrO HUCKH JI03H. |

- DIIOKMpAHE HA KOHTPAaKUMHUTS HA MATKAaTa, KOETO BOAH 40 3a0aREHO WITH YABIDKSHO PaskiaHe.
CnenoatenHo, IGYHHH € IpOTHBOIOKA3aH TIO BpeMe Ha MOCIEHOTO TpUMEeceure Ha BpeMeHHOCTTA.

Kvpuene
HoynpodeH ce exckpeTHpa B KBPMaTa, HO [IPH TePAreBTHYHH JO3H 10 BpeMe Ha KPaTKOCPOIHO JIeUeHHE
PHCKBT OT €EKT BbPXY KbpMaueTo H3IIekKIa MAIKO BEPOSTEH. AKO BCE [1aK € NPEANHCAHO NO-

APOABL/LKUTENHO JIeYEeHHE, TPADBA 114 ce MOMMCAN 33 PaHHO OTOMBaHe Ha KbPMadeTo.

Depnuinumenm



-

CBILIECTBYBAT JaHHH, Y€ JCKAPCTBEHHTE TPOLYKTH, KOHTO HHXHOHPAT UHKIOOKCHI'EHA3a / 1poCTarIaHIu-
HOBAaTa CHHTE32 MOTAT Aa NPHUYHHAT YBpeKAaHe Ha GepTIIHTETa KaTo Bb3AeHCTBAT HeSMaronpHITHO BBPXY
OBYyJalMATa. ToBa € oOpaTUMO NpH NMPEeYCTAHOBABAHE Ha JICYEHHETO.,

4.7  EdexTH BBPXY cnocobHOCTTA 33 1odupave H padora ¢ MAMIMHA

OO0UKHOBEHO HOYNIPOQEH He MOBAUABA CIIOCOOHOCTTA 3a mopHpaHe U padorta ¢ Mawrian, Y Bce nax, THil
KaTo B FOJIEMH HO3M MOTaT fa ce HalJIro1aBaT HeXEIaHu PeaklMi KaTo yMOpa, CHHIHBOCT, CRETORBPTEK (34
HEero ¢e ¢ho0MIaBa YeCcTO) U 3PUTEIHH CMYIUEHHS (HeYECTO), B OTASIHM CIYYaH T€ MOIAT 42 NOBIHAAT
criocofHOCTTA 3a wodupane 1 paboTa ¢ Mawinuy, To3i edeKT e 3acHIBa OT €AHOBPEMEHHATA KOHCY MALIHA
Ha afaKOXOoJl.

4.8 HekenaHu JEKaAPCTBeHH peaKIHH

Ha#i-qecTure HeXKeNaHM peakLiiM ca TACTPOUHTECTUHANIHHTE CMYIIEHMA. HabmonasaTt ¢e: nenrtu4Ha 138a,
nepQopanya WY FraCTPOMHTECTHHATHO KhpBeHe, MOHAKOra ¢ (paTajleH u3Xoa ¥ 0cODEHO npu NaumeHTH B
HampeaHaaa Bs3pact (Bink T. 4.4). MMa cho01uenns 3a rajieHe, NOBPLILAde, AHapus, (PraryaeHums, |
KOHCTHNALHMA, DUCTeNCH, KopeMHa Q0MNKa, MEIeHa, XeMareMesa, YIUEPAaTHBEH CTOMATUT, OOOCTPEH KOMUT U
GosecT Ha KpoH (Biok T. 4.4). B no-peaku cinydau ce HadM0aBa MaCTPHT.

Hexxenauurte peaxiyu ca B [I0BEULTO CiIyHad A0303aBUCHMH, OCOOEHO PHCKBT OT TACTPOHHTECTHHAITHO
KbpBEHE 3aBHCH OT JO3UPOBKATA U MPOABIMKUTEIHOCTTa HA TeUEHHETo. 3a APYTH PUCKOBH (QAaKTOPU BHXK T.
4.4,

JIaHHU OT KIUHUHHH U eNUAeMHONOTHUHH H3TIHTBAaHK TTOKa3BaT, ue yrorpebara Ha HOynpoder, ocobeHo B
rojieMu a034 (2400 mg IHEBHO) H MPH NPOXBLKUTENHO JIEUEHHE, C& CBBP3Ba € JICKO MOBUIICH PUCK OT
apTepUasHy TPOMOOTHMHY CHOUTHA (HanpUMep MUOKApAeH HHMAPKT WiIH HHCYIIT) (BHMK T. 4.4).

BB BPE3KA C TEUEHHETO ¢ HECTEPOMIHH POTHBORB3NATIMTENHY CPEJCcTBA MMa CHOOIIEHHA 38 OTOK,
XHMEPTOHUA U CHPIACYHA HEAOCTATHUYHOCT.

HeskenmaHuTe peakliH He ¢a TOJAKOBA YeCTH (IpH MakcuManxa nosa 1200 mg JHeBHO.

Hexenanure NEKAPCTBEHH peakiiy ¢e IPYNHPAT B 3aBUCHMOCT OT 9eCTOTaTa 110 CASAHUA HA4YHH!
Muoro yecti (=1/10)

YecrH (=1/100 po <1/10)

Heuectu (=1/1,000 no <1/100)

Peaxu (=1/10,000 po <1/1,000)

Meuoro peaxu (<1/10,000), ¢ HeuspecTHa YecTOTa (He MOXE Ja €€ MPELeHH OT HATHYHHUTE TaHHH).

JTapopamopru u3c1e08anua

Pedrut: MOBULIEHHM HHUBA HA 430T B KPBbBHATA ypes, HA CEPYMHHTE TPAHCAMUHA3M U alTKAJIHA
dbocdarasa, MOHWKEHH CTOMHOCTH HA XeMOTOOMH U XeMAaTOKPHT, OJI0KHPaHE Ha
TPOMOOLIMTHATA arperatis, yOAb/KEHO BPEME HA KBPBEHE, HAMAJIEHO HHBO HA CEPYMHUA
KaUMi, MOBUIIEHHE HA CePYMHATA KOHLIEHTPALHA Ha NIMKOYHATA KUCETHHA.

CopoeuHu HUpyIerun
Mroco pedxu: TANIHTALMY, CHPASYHA HETOCTATEMHOCT, MUOKApAeH HHbApKT, ocThp fenoapodeH OTOK,

OTOK.

Hapywenua na kpvema u 1um@nama cucmema
Mno20 pedxu. HapyLIEHHA B XeMOIIoe3aTa (aHeMu4, IEBKOIICHHA, TPOMOOLMTOIICHUA. JTIaHLHT
arpaHyJouMTo3a). ITbpBUTE CHMIITOMH HIIH MPHU3HALIK MOTIaT 43 BKIHOYBAT!
CBHCTOAHHUS, BB3MANEHUE HA I'BPJIOTO, ITOBBPXHOCTHY S3BU B YCTHATA KYXU!
CFPUICHOOOOHH CHMITTOMHU, TEXKKA YMOPa, KBPBEHE OT HOCA U KOXKaTa.




Hapyuwienua na Hepenama cucmema

Yecmii:

Mnozo peorxu.

rnapobo/ue, ChHIANBOCT, CBETOBBPTEN, YMOpa, aXKUTaLus, 3aMaipane, Ge3caue,
PA3APAZHAMOCT

ACCTITHYCH MCHHHIHUT

Ouniu HapyteHA

Hevecmi:
Peoru:

3PUTENIHA CMYILEHHS
TOKCHYHA aMOIHOonug

Hapywenua na ywume u aa6upunma

Mruo20 pedku:

THHHTYC

HAuxamennu, zpeOnu 4 MeQuacCmuH MY HAPYILEHUA

Heuwecmu:

PHHUT, OPOAXOCIIAZBM

LacmpounmecmunaInu HapywieHuA

Mruoco vecmi:

Yecmu:

Heuecnny:
Mnoco peoxu:

FaCTPOUHTECTHHAIHH HApYLIEHHS KaTO CTOMAUIHH KUCETHHM, AHCTIETNICHSA, KopeMHa Boaka 1
rafeHe, MOBPLUIAHE, QraTyHeHUNs, THAPHSE, KOHCTHINAL[NSA

racTPOHHTECTHHANHH 3B, MOHAKOra ¢ KbpBeHe U nepdoparus (Bx T. 4.4), ckputa
Kp®BO3aryda, KoaTo MO;Ke 114 10Beie 10 aHeMHUS, MelleHa, XeMAaTeMesa, yNlUepaTHBEH
CTOMATHT, KOJIUT, 0OOCTPAHE Ha YPEBHA HEMPOXOAUMOCT, VCIIOKHEHHS OT JHBCPTHUKYIIM Ha
AebenoTo yepro (Aepdopaums, QUCTYAR): . |

FaCTPHT .

€30(ariT, MAaHKPEATHT, HHTECTHHAITHU CTPUKTYPH (YPEBHU CTECHEHH )

Hapyrenus na 6vpeyume 4 RuKoYHume nomun

Heuecmi

Munozo peoxu:

IT0fiBa HA €JeM, OCOOEHO MPH NMALKEHTH C APTepHATHA XHTEPTOHUA HiId OppeqHa
HEIOCTATBYHOCT, HEQPOTHYEH CHHAPOM, HHTEPCTHLHANEH HEQPHUT, KOATO MOXKe Aa €
CBBLP3aH ¢ OLOpedHa HeAOCTATBYHOCT

OBOpeyHa ManuiapHa HeKpO3a Mpy OPOABIKUTENHA yrioTpeda (B T. 4.4)

Hapyuienua na koxcama i ROOKONCHAGMA MbKall

Hevecmu:
Mhrnozo peoxu:

dhOTOCCH3UOMNH3ALINA

TEXKHA POPMH HA KOXKHU peakUny (epHTeMa MyaTUPOpME, eKCPOTHATUBEH IePMATUT,
OYII03HH PEAKUUHK BKIOUYKTEIHO CHHAPOMA Ha CTUBBHC-/DKOHCEH U TOKCHYHA
elHAepMarTHa HEKPOIU3a, aoNeliuA, HeKPOTH3NpAaLl hacLuT

Cvoo08u Hapyuienus

Mnozo peoru:

XUNEPTOHHA

Hapyuierua Ha uMyHHama cucmemd

Fevecmu:

Peoxu:
Muoeo pedru.

peakUHH Ha CBPBXYYBCTBUTEIHOCT — YPTUKAPHS, ChpOex, Mypriypa U eK3aHTeMa, KaKToO U
ACTMATHYHH [TPUCTBITH ([TOHAKOTA ¢ XHUIIOTOHEA )

CHHPOM Ha MYITYC ePUTEMATOLEC

TEXKKH peaklH{ Ha CBPLXUYBCTBHTEIHOCT. CHMIOTOMUTE MOTaT i BKAKUBAT: JIMLEB OTOK,
HaOBOBaHE Ha €3MKa, BhTPELIHO JapHHTealHO HAO0B0BaHe ChC CBUBAHE HA IMXATEIHUTE
IBTHIIA, JUCOHES, TAXMKAPAUS, MOHIDKABaHE HA KPBBROTO HAATAHE OO0 CTETIEH Ha
KHBOTO3ACTPALIABALL UIOK

S
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4.9 Ilpexosupase

Cuvnmoitu

[ToBeueTo MaLMEHTH, KOUTO Ca HOrBIHATM KIHHAYHO 3HAUUMH KOTMYECTRA HECTEPOUIHH
MPOTABOBBANAMUTEIHM CPEICTBA, TTOIYUABAT CAMO FaaeHe, NORPbLLAHE, OOIKK B eIUIACTPHYMA HiH [10-
PAAKO AHapHa. BB3MOXKHO € 1a HACTBIT ¥ THHUTYC, T1aBodo/He, 3aMaiBaHe, CBETORBPTEAK H
FACTPOWHTECTHHATHO KBPBeHE. [Ipu no-cepro3Ho oTpaBsiHe ¢& HaOMI0AARA TOKCHMHOCT B UEHTPATHATA
HEPBHA CHCTEMA, KOATO €& U3pa3sgBa B CHH/IUBOCT, MOHAKOTa SKCHTALMS H S30PHEHTALIHA HIH KOMA,
[ToHsAKOra NauMeHTUTE U3NajgaT B KOHBYJICHH. [IpH Jetara Moxe J1a ¢e HaOmonapa MHOKITOHYC ¢ KpaMITH.
[Ipu cepro3HO OTpaBsHe MOXKE [1a HACTHIIM MeTalOAUTHA alrao3a U NpoTpoMOUHOBOTO Bpesme /IINR Moxe
[a Ce YOBIIKH, BEPOSTHO IOPAAH AeHCTBHETO HA LHUPKYJIHPALNTE KPBBOCECHPBALLN (akTOpH. Bu3MoKHH ca
ocTpa ObOpedHa HEZOCTATEYHOCT, YEPHOAPOOHO YBPEKIAHE, XUTTOTOHHS, MOTHUCKAHE HA AULIAHETO
LMaHo3a. [Ipy acTMaTULUTE € BBE3MOXKHO O0OCTPAHE Ha acTMATa.

- Jevenue S

Jlegenuero Tps6sa na 6b1e CUMIITOMATHYHO M HOANBPIKALIO, KATO BKIKYBA 101 IDPIKAHETO HA YHCTH

. AUXATETHH ITBTUILA M MOHUTOPHPAHE HA ChPASUHHTE H KH3HEHH MOKa3aTeN M A0 cTabNIH3HpaKe Ha
nauventa. [Ipenoppupa ce u3npa3BaHe Ha CTOMAaxa WIH MepOPATHO TIPHIOKEHHE HA AKTHBCH BBIJIEH B CPOK
OT eI1IH Yac, aKO MauUMeHTET € NorbiaHal nosede o 400 mg/ kg TestecHo Terno. Ako MOyHuH Bede e
abcopGupas, € HeoOXOIHMO MpUIAraHe Ha ANIKATHH cyOCTaHIMH, 32 Ja C€ yCKOPH CKCKPeLHsITa Ha
KMceuHENA ubynpoden B ypuHata, [IpH HaTMUHe Ha YeCTH UMM MPOABIDKHTETHI KOHBYJICHH, Te Tpa0Ba Ia
ce JIeKyBaT ¢ MHTPABEHO3HO MPHIIOKEH JUa3enaM Wi jJopasenaM. B ¢Ty4ai Ha acT™a fa ce U3oa3sar
GponxoaunaTaTopy. He cbiecTByBa CHCUUPHUUCH AHTHIOT,

5. OAPMAKOJOIHYHU CBOUCTBA

5.1 PapMakoFUHAMUYHH CBOHCTBA

dapMakoTepaneBTAYHa Tpyna: HecTepouIHM NPOTUBOBB3NATUTENHH M aHTHPCBMATHYHH ICKAPCTBCHH
TIPOAYKTH, NPOU3BOAHY HA OPOMHOHOBATA KHCENHHA, ATC xog: MO1AEOQ]

U6ynpodeH e HeCTEPOHIHO, NPOTHBOBB3NATUTEIHO CPEICTBO, KOETO MPUTEXKABA RPOTHBOBB3IATHTEIHO,
AHANTETHYHO ¥ AHTUITUPETHHHO JeicTBre. JKHBOTHHCKH MOJIENH 3a DONKa 1 Bh3MAICHAE MOKA3BaT, He
n6ynpodeH ebekTuBHO HHXUOHPA CHHTe3a Ha IpocTarnananHuTe. [pH xopa, nbynpoder obiaexvaba
Gonxara NPHYUHEHA OT BB3NANICHUE HIIH CBBP3aHa ¢ HETO, OTOK M ITOBHINEHA TEMIIEPATYpa. Hoynpoden uma
WEXUGUTOPEH 6QeKT BEPXY MPOCTArNAHIHHOBHS CHHTE3 KATO MHXHOUPA aKTHBHOCTTA Ha [IUKIIO-
oxcureHazata. OcseH ToBa, uGynpoded uma uaxubuTopeH edext BEpxy ADP (ajseHo3un andochar) Wi
KoJlareH-CTHMyIHpaHa TPOMOOLIUTHA arperaius.

EKCHepHMEHTATHH AaHHH MOKA3BaT, e uoynpoden mMoxe na O010kHpa e(ekTa Ha aCIIMPHH B HUCKH I03H
BbPXY TPOMOOLIMTHATA arperaius, KOrato ce IpuiaraT eIHOBPEeMEHHO. B e1HO TpoyuBaHe, TIPH KOCTO
eqHOKpaTHa no3a HOynpoden 400 mg e fpunokera 1 yac npean vk 30 MAHYTH CJTE TIPUIIATaHE HA

alle THACATHMIIMIOBA KHCETHHA ¢ He3abarHO ocBoboxaarane (81 mg). ce Habmonaera HaMaIeH €EKT Ha
aLEeTHICATHLIIOBATA KHCEUHA BEPXY 00pazyBaHero Ha TpoMOOKcaH MM TpOMOOLIMTHATA arperalus.
OrpaHHYEHUTE NAHHH U HECUTYPHOCTTA OTHOCHO eKCTPANoNalluATA Ha JAHHH eX VIVO KbM KIHHHUYHA
CUTYaLiHs TOKA3BAT, Y€ He MOTAT A& Ce MPaBsAT TBBPIM 3aKTF0USHUS 32 PeJoBHATA yroTpeba Ha Oy IpoQeH,
Y de KIMHHUYHO 3HAYUM edeKT e MaJko BeposteH npy cBoboaHaTa ynorpeda Ha HOypogdeH.

"y

¥ AKTHBHOTO HalAraHe, NEPHOAHYHHTE KOHTPAKIMH HA MATKATA H KONMUYECTBOTO NMPOCTArNIAHA
0cBOBMKIABAT B KphBoobpatennero. C Te3n npoMeHH ce 06acHaBa 00/IEKYaBAHETO HA MEHC
Gonku. UByrnpodex Gaokupa 6b0peyuHus IPOCTarIaHAMHOB CHHTE3, KOSTO MOXKE Ja JOBEAC

HEAOCTATBYHOCT, 3abpXKaHe Ha TEUHOCTH U ChpASYHA HEMOCTAaTEHHOCT IIPH PUCKOBH HalH
4.3).
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IIpocTariaBAMHAHTE Ca CBBP3aHU C OBYJIALMATA M 3aTOBA yNoTpebara Ha [leKapCTBEHH HPOLYKTH, KOHTO
- . - : : : |
ONIOKHpAT NPOCTArTAHAHHOBHA CHHTE3 MOTAT A MOBNUAAT (PEePTIIHTETa Ha eHHTe (BIK T. 4.4, 4.6 1 5.3).

5.2 QPapMaKOKHHETHUYHHU CBONCTBA

Abcopbyus

Hoynpoded ce adcoplupa OBp30 OT raCTPOMHTECTHHATHHS TPAKT, MAKCUMATHHTE CEPYMHI KOHLEHTPALWH
HaCTHMBAT 1-2 yaca cied NPUIOKEHHE,

Pasnpeoeaenue

Hoynpoden ce pasnpenens 6bp30 B LIeJHA oprann3eM. CBBEP3BAHETO ¢ MUIA3MEHHTE [TPOTEHHH € B OKOJIO
99%.

Memaboaiizem
HOynpodeH ce meTabonuzupa B YepHUs Apod (XHAPOKCHAUpaHe, kKapboKCcHIHpaHe).

Emuvunupane
ETHMHHRLHOHHHUAT AOMYKHBOT € TpubIu3uTenHo 2.5 9aca nNpH 34pasH HHAWBHAH. PApMAaKOJIOTHYHO
HEAKTHBHHTE MeTabOINTH ce eKCKpeTHpaT OcHOBHO (90% ) mpe3 Op0peliuTe, HO CBHILO H NPE3 AKIIBUKATA.

5.3 IlpeaxaauavHA JaHHHA 32 6€30012CHOCT

Tait kato HOYMpodeH e N06pe MO3HAT M UIMPOKO U3ION3BAH, MPEIKTHHIYHATE JaHHH 32 0e30MaCHOCT ca
AOKYMEHTHPAHH. |

CyGXpOHHYHATA ¥ XPOHHHHA TOKCHYHOCT Ha HOYNIpod)eH € MOKa3aHa IiIaBHO B NPOYYBAHUSA C XKMBOTHH KaTo
YBPSHKAAHE Ha XPAHOCMUIATENHHUA TPAKT H A3BH.

TectoReTe 1n Vitro u in vivo He NMoKa3BaT KNHHUYHO 3HAYMMH MPH3HALH Ha MYTAreHeH ItOTeHLUHAT Ha
noynpoder. He ca HabmonaBaH! KAPLUMHOTEHHH €QEKTH MIPH MHIIKY H [LTHXOBE.

Moynpoded nuxyHOupa OBy NauMATa Ipy 3aiUM M YBpeX1a HMIUTAHTALMATA IIPH Pa3THYHH XHUBOTHHCKH
BUIOBE (3AMUM, IBX0BE U MuWKH). IIpH penpoIyKTUBHH TeCTOBE, MPOBEACHY ¢ IUIBXOBE U 3aHLH,
nbynpodeH IpeMUHaga Ipe3 IialleHTara. Korato ce H3Mon3saT TOKCHYHH 33 MaHKaTa JO3H, TIO-HeCTO ¢e
nabronasar MaagopManiy (T.e. BEHTPHKYJIapeH CenTaleH TeQeKT).

6. GAPMAIIEBTUYHU JAHHU

6.1 CHRCHbK Ha NIOMOIIHHATE BEIIeCTBA
Aopo na mabaemxamq

MHKpPOKPHUCTATHA HeayI03a

CuaiHes THOKCHI, KONMOHAEH 0e3BOIeH
XHAPOKCHIIPOTTHIILIEN Y1034

Hatpues naypuncyngar

KpockapMmeno3a HaTpHii

Tank

Tabaenna obsuexa (Opadry (6s.1) 06828499)
XUnpomersosa

Maxkporo 400

Tutanor auoxeun (E171)

6.2 HecbBMeCTHMOCTH

Henpumoxumo
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6.3 Cpoxk Ha roaHocTt
2 roauHy
6.4 Cnenouajany ycJIOBUA HA ChXPaHeHHe

To3u JICKAPCTBCH MPOAYKT HE HU3UCKB& CHELHAJIHH YCIIOBHA HA CBXPAHCHHKE.

6.5 JladHH 32 ONNAKOBKATA

Henpospauyun dnuctepHd onakosky ot PVC/AL
[Ipo3paunu 6nuctepru onakoepku oT PVC/A
TabneTHN KOHTEHHEpPH ¢ Kanayka 0T NOAHIPOIIHIIEH,

Pazmep Ha onaxoekume:

bnuctepu:

6, 10, 12, 20, 24, 30 u 50 dunmupanu tabneTku
TabneTHH KOHTECHHEPK:

10, 20, 30 u 50 duwrmupanu TadbIeTKH

He BCcHYKHM BHAOBE ONAKOBKH MOTraT a ObAaT ImycHaTu B npoJaxkda.

6.6 CrnenHAJIHW NpeANA3RY MePKH ITPH HIXBBPJAHE B padoTa
Hsama crieuasiHu H3HCKBAHHS

7. IHNPUTEXATEJI HA PASPEIHNIEHHUHETO 3A YIIOTPEDBA
Alchemzia Ltd.
5th floor, 86 Jermyn Street

London SWI1Y 6AW
BeaukobpuraHHd

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

9. IATA HA TBPBO PA3SPEIIABAHE/TIOAHOBABAHE HA PA3PEINEHUETO 3A
YHOTPEBA

10. JATA HA AKTYAJII3HUPAHE HA TERCTA

MapT, 2009 T.
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