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FaI3lELLe

. HUME HA JEKAPCTBEHHUS MPOIYKT i 6 X8I U1 -0&- 2075
Hunpodaas 10 mg/ml konuenTpar 3a HH(Y3HOHEH pa3TBoOp
Ciproflav 10 mg/ml concentrate for solution for infusion

2. KAYECTBEH H KOJIMYECTBEH CHCTAB
I ml or KOHUEHTpaTa 3a HH}Y3HOHEH pasTBop chabpika 10 mg uunpodaokcauut (ciprofloxacin).

3a MBJIHUAS CIUCHK HA MOMOLLHUTE BEIIIECTBA BUXKTE TOYyka 6.1].

3. JEKAPCTBEHA ®OPMA

KoHueHTpat 3a uHdy3nHoHeH pa3TBop

4. K/IUHUYHU NAHHHU
4.1 TepaneBTHYHH nNoka3aHus

Bb3pacTau

* HHpekunn Ha noMHUTE AUXATETHH MBTUILA, IbIKAL Ce Ha ["‘pam-oTpuuarensu Gakrepun

OcTpa ek3auepbaumns Ha XpOHHYHA 0GCTPYKTHBHA Oenoapobua Gonect

[Tpu ocTpara ex3auepbaims Ha XpoHHYHA 00CTpyKkTHBHA OenoapobHa 6ostecT Hunpodnas Tpsdsa na ce

H3MOJI3Ba CAMO KOraTo €€ CYMTa HENPUEMIIMBO H3I10JI3BAHETO Ha JPYTH aHTHOAKTepHAJIHU CPe/CTBa,

KOMTO OOMKHOBEHO C€ MpPEernopbYBAT NPH JIEYEHHETO Ha Ta3H HH(pEKUMS.

- bpOHXO-MyIMOHApHH MH(EKLMH MPH KHCTO3HA (pudpo3a nnu npu OpoHXHEKTa3MS.

- [THeBMOHUS

* XPOHHYEH rHOEH OTUTHC Meaua

¢ 3JI0Ka4eCTBEH BbHLUEH OTHUT

e Octpa ek3auepbauus Ha XPOHHYEH CHHY3HMT, OCOGEHO 4KO e NpUYMHeH oT [’ pam-oTpHuATENHM
OakTepuu

* YCN0KHEHH HH)EKUHMH Ha TMKOYHUTE MbTHLLA.

* Octbp nuenoHedppur

® bakrepuasieH npocTaTUT

* ['OHOKOKOB YPETpPHUT U LEPBHLINA, ABKALLH CE Ha BB3NPHEMYHUBOCT KbM Neisseria gonorrhoeae.

* OpXHenuauauMUT, BKIIOYHTETHO CyYau, IbIKALIH Ce Ha BB3IPUEMYHUBOCT KbM Neisseria

gonorrhoeae

* Bb3nanenue Ha Ta30BUTE OpraHu BKIIIOYHTETHO C1y4au, 1bJDKALIM C€ Ha BB3IPUEMYUBOCT KbM
Neisseria gonorrhoeae. U3scHABaHETO HA MECTHATA HH(]OpMaLIM 32 PE3UCTEHTHOCTTA KbM
UMNPOGIOKCALMH U MOACHTYPABAHE HA Bb3[PUEMUYHBOCTTA MOCPEACTBOM J1aDOpaTOpPHU TECTOBE € OT
KIIIOUOBO 3HaUCHHUE, 0COOEHO B CityyauTe, Korato Neisseria gonorrhoeae e [MOJI03MpPaH MJIH
MNOTBHPIICH NPUHHHUTEN HA FOPECTIOMEHATUTE HH(PEKLIMK HA TEeHUTATHUTE b THILA.

* MHpeKkunu Ha CTOMAIIHO-YPEBHHUS TPAKT (Hamp. QMapus Npu MbTyBaHe)

* BwTpekopeMHM HH(pEKLUH

* HMHpekunu Ha KoXKaTa U MEKUTE ThKaHH, NPeAU3BUKAHH OT | pamM-OTpHLIATE/IHU OakTepuu

* HH}pekunn Ha KOCTUTE U CTaBUTE e

* llunpodnokcauuy Moxke 1a ce U3Moa3Ba [pH JICHCHHE Ha MALUHUEHTH C HEYTPONEeHHs, KOraTo ¢e 19
HOA03Mpa, 4€ BUCOKaTa TeMNeparypa ce Ab/ukH Ha GakTepuanHa HHGEeKLHs. N TN,

* llpodunakTika Ha MHEKUIKM NPH MALMEHTH ¢ HEYTPOMEHHS [ S/ 20 s ) % E\
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o [IpodunakTHKa HA HHBa3HBHW WHQESKUMH, TIPUYHHEHH OT Neisseria meningitides
¢ HuxananuoHeH aHTpake (MpodHUNaKTHKA ClIel H3JaraHe aHTPAKCHHU CIIOPH U JICUYEHHE)

¢ HuxanalmoHeH aHTPAKC 33 peAyKLHS Ha NporpecusaTa Ha 3adoJiaBaHeTo C/iel] BOHIIBAHE Ha
aepo3oneH Bacillus anthracis.

Jdeua

-  BpoHxo-nynMoHapHHu uHpeKUUH, IBKALLK ce HA Pseudomonas aeruginosa NpH NALYEHTH C
KMCTO3HA QUbpo3a
- VYcnoxkHeHH HH(eKLMH Ha MUKOYHHTE MBTHILA U OCTHY NHENOHEDPHUT
-  HuxanaiMoHeH aHTpaKkce 3a peayKLHUsA Ha MpOrpecHsaTa Ha 3a00I4BaHEeTO cliel BANLIBAHE HA
aepo3oneH Bacillus anthracis.

Tpabba na ce cpobpazar opHUMANHUTE NPENOPBKH 3a NOZX0IAUATA yNIOTpeDa Ha

aHTHOAKTEpHATHH CPEACTBA.

4.2 o3upOBKA H HAYHH HA NMPHI0KEHHE

To3# JeKapCTBEH MPOAYKT € 3a BEHO3HO NPUIoKeEHHE U TpAOBa fa ce pasTBOpH peau ynotpeba.
[IpenopbUHTENHUTE A03H ca:

INoxkazannsn

JlHeBHA 40332 B mg

O01a NpoABLIKHTENHOCT HA
JAeYEeHHETO (BKJI.
npesKAOYBaHE HA
nePopaJiHO JeHeHHe
BB3MOKHO HAH-CKOPO)

MHbdekiyn Ha DO/THUTE TUXATEIHH IBTHLLA 400 mg nsa NbTH 7 1o 14 aHu
nHeBHO 10 400 mg
TPH ITHTH AHEBHO

WUudexuny va ropaure |Ocrpa ex3auepbanms Ha 400 mg aBa MbTH 7 00 14 aHu
OUXATEMHH ITHTHILA XPOHHYEH CUHY3HUT nHeBHO xo 400 mg
TPHU ITBTH AHEBHO

XPpOHHUEH T'HOEH OTUTHUC MEHA 400 mg aBa MbTU 7 1o 14 nqHu

AHeBHO 1o 400 mg
TPHU ITBTH AHEBHO

310Ka4eCTBEeH BbHLUIEH OTHT

400 mg TpH¥ NbTH
ITHEBHO

28 nHHM 00 3 Meceua

YcnokHeHH HHOEKIUH
Ha MHKOYHHTE MbTHUILA

Y CII0)KHEH M OCTED NNUENIOHEQPHT

400 mg nsa NbTHU
aHeBHO 1o 400 mg
TPH MbTH AHEBHO

7 1o 21 ogHH, MoOxe Ja Opae
MpOABIKEHO noBede o1 21 IHU
fIpH crneunpHyYHH
obcroarencTaa (kato abcuec)

bakTepuaneH npocraTut

400 mg npa NbxTH
auesHo g0 400 mg
TPH ITTH JJHEBHO

2 1o 4 ceaMuny (OCTHP)

HMudexuuu Ha
e HHTAJTHUA TPAKT

OpxXUEeMUIUAUMHAT H Bb3NIAICHHE
Ha Ta30BWTE OpraHuy, NpHYHHEHO
ot Neisseria gonorrhoae

400 mg nBa ITETH
aHeBHO a0 400 mg
TPH TBTH JHEBHO

Hati-mManko 14 guu

Hugekuun Ha
CTOMAILHO-YPEBHUSA
TpaKT U HHTPa-
a0IOMHHAITHH
MHPEKLIUH

Huapus, npuyHHEHa OT
OaxTepuanHu MaTOreHH, BKII.
Shigella spp. PasnuyHa ot
Shigella dysenteriae TH1 1 K
EMITHPUYHO JISYCHHE Ha TeXKa
ANApHA HA THTYBAHETO

400 mg oBa OBTH
IHEBHO

| neH

Huapus, npAudHeHa ot Shigella
dysenteriae Tin |

400 mg nsa MbTH
JIHEBHO




uapus, npuunHeHa ot Vibrio 400 mg Apa MbTH 3 OHH
cholerae IHEBHO
TudouaHa Tpecka 400 mg aBa NbTH 7 IHY
IOHEBHO

Uurpa-abaomusaniu uedexnun, | 400 mg nsa 0bTH 5 1o 14 gHK
OBJIKALIH ¢e Ha ['paM- gHeBHO Ao 400 mg
OTpHLUATENIHH BaKTeprH TPH BT JHEBHO

Mudexnuu Ha KOXKaTa ¥ MEKUTE ThKaHH 400 mg gpa IBTH 7 no 14 oHH

aueBHo a0 400 mg
TPH IIBTH JHEBHO

Hudekiny Ha KOCTHTE H CTABUTE

400 mg aBa ITbTH
aHeBHO Ao 400 mg
TPH ITHTH ZHEBHO

MAKC. 3 MeceLla

[MaupeHTH ¢ HEYTPONIEHKA W BUCOKA TEMIIEpaTypa, 3a
KOATO Ce MOAO3Hp4a, Y€ ce IBJDKH Ha OaKTepHalHa

HHJeKLH.

LHunpodnokcauuH Tpadea na 6nae npunarax 3a€aHo ©
MOAXOMAO aHTHOAKTEPHATHO CPEACTBO/a, B
CBOTBETCTBHE ¢ OPHMUMANTHUTE MPENOPbKH.

400 mg aBa NbTH
aHeBHO no 400 mg
TPU NBTH JHEBHO

JleyeHueto TpAOBa Aa
MPONBIDKY MPE3 LETTUA [IEPHOA
Ha HEYTPOIEHUA

MuExanal#oHeH aHTpake (NMpopHIaKTHKA CJIe/l HU3JlaraHe

HA AHTPAKCHH CIIOPU H JIEYCHHE)

[IprnoxeHHeTO Ha IEKapCTBOTO A 3alovHE Bb3MOXKHO
Hall-CKOpoO cne noAo3MpaHarTa Wiv NOTBbPICHA

EKCITO3HILINA.

JHEBHO

400 mg apa IIbTH

60 AHH OT NOTBEPKACHHUETO

ITeouampuuna nonyrayus

[Toxka3aHHH

JAHeBHA 1032 B mg

O6ma NpoabLAKHTETHOCT HA
JiedeHHeTo (BKJ. NPEeBKJIIOYBAHE
Ha NEPOPAJIHO Je4HeHHe
Bb3MOKHO HAH-CKOpO)

BpOHXO-ITyIMOHAPHH HH(EKLINH, 10 mg/kg TenecHo Terao Tpu BT 10 no 14 onu
IBIKALM ¢e Pseudomonas NHEeBHO ¢ Maxcumansa go3a 400 mg

aeruginosa Npy NALUECHTH C

kucTO3Ha PHudposa

VcinoxxHEHH UHPEKLHH Ha 6 mg/kg TeecHo TEINO TPH MBTH 10 mo 21 arU

YpHHApPHUA TPaKT ¥ OCTHP
NMUEOHEPPUT.

aHeBHO g0 10 mg/kg TeNecHO TETIo
TpH ITHTH AHEBHO C MAKCHMAaJIHa 1033
400 mg.

HuxanayoHeH aHTpake
Mpo¢uiakTHKa CJIed H3naraHe Ha
aAHTPAKCHHU CIIOPH - 32 JINLA,
M3KHCKBAIIH NApEeTEPaTHO JIEYEHHE,
[TprnoXkeHHEeTO Ha NEeKapCTBOTO Ja
3aMI0YHe BE3MOXHO Hal-CKOpo ClIen
noJo3rMpaHaTa WiH NoTBbpACHA
€KCITO3HIIMA.

10 mg/kg TenecHo Terno apa MeTH
AHEeBHO A0 15 mg/Kg TeyecHo Terno

IBa IT5TH JHEBHO ¢ MAKCHMaTHa 0324
400 mg,

60 OHHM OT NOTBBPKACHUETO 33
excrno3nuua Ha Bacillus anthracis

TIpyrH TEXKKH MHPEKUMH

10 mg/kg TenecHO TErno TpH MbTH
nHeBHO ¢ MakcHManHa ao3a 400 mg.

CH0O0TBEeTHO Ha BBIA Ha
HH}EeKIINATA.




Hayuenmu 8 cmapuecka éw3pacm
[TanmeHTHTE B CTapiecka Bh3pacT TpAOBa Aa Monydasar n03a, MoadpaHa ChOTBETHO Ha TEXECTTa Ha
NHPEKUHATA H KPEATHHHHOBHA UM KIHPBHC.

Iayuenmu ¢ yepederna bubpeuna wuru 4epHoopobHa QyHKYUA
[IpenopbuHTENHA HAYANTHA H MOLIBPKALLA 1032 MPH NAaLUMEHTH ¢ yBpeneHa 6p0peuna gyHkuua.

KpeaTHHHHOB KJIHPBHC CepyMeH KpeaTHHHH HuTpaBeHO3HA 1034
[mV/min/1,73 m?) [rmol/l] [mg]
> 60 < 124 Bx. o6uuaitHaTa JO3UPOBKaA
30-60 124 no 168 200 —-400 mgnaBceku 12 h
<30 > 169 200 — 400 mg na Bceku 24 h
[TanxpeHTH Ha XeMOaHaNH3a > 169 200 — 400 mg na Bceku 24 h
(cnen auanusa)
[TauMeHTH Ha NepHTOHEATHA JHANIN3a > 169 200 - 400 mg Ha Bcekd 24 h

Tpu nauxenTH ¢ yBpeaeHa yepHonpoOHa QyHKIHS He C€ M3UCKBA aanTHpaHe Ha n03aTa.

Jlo3upaHeTo 1pH Aclia ¢ yepeaeHa 6b0peyHa w/uny yepHoapoOHa ¢yHKUHNA HE € IPOYUECHO.

Meroa Ha NPHIOKEHHE

To3u MeIHLKMHCKH NPOAYKT € B KOHUEHTpHpaHa 10308a opma. Toil TpA0Ba aa ce pa3rBopu
HETIOCPEACTBEHO TIPS NPWIOKEHUETO KaTo HHTpABeHO3Ha HHY3uA (BX. TOUKA 6.6).

[IpUroTBEHUAT pa3TBOP TPAOBA Aa ce mpwiara kaTo 6aBHa MHTPaBEHO3HA HHPY3HA 32 0KOJNO 60 MUHYTH.
3a na ce u3berue HUCKOM(OPT H BEHO3HO ApasHEeHEe NPOAYKTHT TpADBa Ja ce BbBENE B Io/iiMa BEHa.

4.3 HporuBONOKA3aHHA

[Tunpo¢nas He TpabBa Aa ce H3MON3BA:

- B cnyuyail Ha CBPBXYYBCTBHTEIHOCT KbM UMIIPOQUIOKCALMH HIH APYTH XHHOJIOHH, KAKTO H KbM
HAKOH OT ChCTAaBKUTE Ha NIPOAYKTA

- Ilpu GpeMesHOCT H KbBPMEHE

- ExnHospeMEHHO C TH3aHWIMH, Opaar PHCK OT NMOBHIIABAHE HA CEPYMHHUTE HUBA HA TU32HWAWH W
KITHHUYHO 3HAYHMHTE CTPAHUYHH €(PEKTH — XUTIOTEH3HA H CHHIIMBOCT.

4.4 CneudajJHH NpelynpeXaAeHnsl ¥ Npeana3Hd MepKH NpyH ynorpeba

YnorpebaTa Ha unrnpodnokcauyH Tpadsa Ja ce u3dbarsa npu NalHeHTH, KOUTO €a HMAK CEPUO3HH
He)XeJIAHHW peakLMM B MHHAJIOTO MpH yrmoTpeba Ha NposyKTH, ChABPKALIY XMHOJIOHHW HIH
bI1yopoXHHOMOHHM (BX. TouKa 4.8). JleueHHETO Ha T€3H MAUMEHTH ¢ LUNpodIokcally TpadBa na ce
3a1104Ba CaMo TIPH JIMTICa Ha ANTEPHATHBHH Bb3MOXHOCTH 34 ICUEHHE U CN¢Jl BHUMATE/THA OLICHKA Ha

CBLOTHOLIEHHETO NON3a/pHCK (BXK. CBIIO To4Ka 4.3).

[Teduampuuna nonynayus

Vrorpefata Ha (MNpo¢IOKCALMH ITPH Aela H I0HOLIK Tps6Ba Aa creasa HATHYHHTE OQMUUHANHH
npenopbKu. JledueHue ¢ munpodiokcalldt TpsaOBa Aa ce 3aro4Ba caMo OT JICKapH, ONIHTHH B IEYEHHETO
Ha kucTHIHa GNOpo3a WHITH TeXKKH HHPEKUHH TTPH Aela H IOHOIUH.

[TokazaHo €, uye HHNIpodIIOKCAIIHH MOXKe 11a ITPHYMHHK apTponaTHa Ha roJIeMUTE HOCELIH CTaBH Ha
’KMBOTHH C He3aBbpilieH pacTex. JJaHHH 3a 6€30MacHOCT OT paHAOMU3IHPaHO, NIBOHHOCIANO N3CAECABAHE
BEPXY ynorpebara Ha UMTpO(IOKCALMH MpH Aela (uunpoduiokcaunH: n = 335, cpenHa Bb3pacT =

6,3 roZMHY; IEKApPCTBa 3a CpaBHeHHe: n = 349, cpenHa BB3pacT = 6,2 rOAWHY; BR3PAacTOB HHTEpBaT = |




Ha IeKapCTBEHO-CBBP3aHa apTPOINaTHs, NpocieneH cien 1 roauxa e 6un 9,0% and 5,7%.
[ToBMIIABAHETO Ha CJIYYaH Ha [1oA03HpaHara, CBbp3aHa ¢ IEKapCTBOTO apTPOIaTHA ClIE BpEME HE € CBC
CTATHCTHYECKH 3HAYMMa pas3iinKa Mex Iy rpynute. JleueHue Tpa0Ba 1a ce 3aro4sa caMo cien
BHUMATE/HA NpelieHKa Ha ChOTHOLIEHHETO MOMN3a/PHCK, MOpadl Bh3MOXHH HEXEIAHH peakLny,
CBBP3aHHM CBC CTABUTE W/HIH 3a00MKaNAIIaTa I'M ThKaH (BX. TOUka 4.8).

L{unpodioKkcallMH MOXeE Aa Ce W3MOJ3Ba NPH Jelia K NOAPacTBAllY NPH NE€UYECHHE Ha H30CTPeHA
AWXaTelHa HeOCTATBYHOCT MPH KHCTHUHA Grbpo3a, mpuduHeHa oT Pseudomonas aeruginosa
(NpenopbLYHTENHO NPY Aela Mexay 5 ¥ 17 roiuHK). A CBILO TaKa K 3a JICYCHUC Ha uHdananus Ha
aHTpakc. B Te3u ciayyau Ie4eHUeTo ¢ UMIpodaoKCalHH MOKa3sa NpeBHINABaHe Ha Bb3MOXXHUA PUCK.

[IpH ApYrH ¥HAMKALMH HE Ce IPENopbUB2a H3M03BAaHETO HA LMNpodoKCalMe NPH Aeua U
OAPACTBALIH B EPHOAA Ha pacTesxk. YCTaHOBEHa € HE HAITBITHO M3fACHEHA BPB3Ka MEx[y ynorpedara
Ha UMNPOMIOKCALIMH U CTABHH M XPYLISUTHY YBpeXaHus, HabnoaaBasH Npy NaUMeHTH nox |8 roauHy,
JIeKyBaHM OT KUCTHYHA ¢pubposa. HeraTuBHNAT eeKT Ha rupasHUTe HHXMOUTOPH BBPXY CTaBHHA
XpYLUAT Ha HE3peNTH HHAWBHIH HE € IOKA3aH IPH H3CNCABaHUA BbPXY )KHBOTHHU.

Humoxpom P450

HunpodnokcauuH uHxubupa uutoxpom CYP1A2 n ToBa MoXxe 1a NPUIMHH NOBULIEHH CEPYMHH
KOHLIEHTPALMM Ha ETHOBPEMEHHO IIPHIOKEHH OPYrH CyOcTaHMH, MeTabOIM3HPaHH 4pe3 TO3H CH3UM
(Hanp. TeoWITHH, KI03aNHH, ONaH3aNKHH, PONHHUPON, TH3AHUUH, NYTIOKCETHH, aroMenaTHH).
ENHOBpEMEHHOTO MPIIOXEHHE HA LIMNPOMIOKCALMH U TH3AHUJHH € IPOTHBOMNOKA3aHO.
Cre/loBaTeNHO, NALWEHTUTE, MPUEMALIM Te3H CyGCTaHLMK eAHOBPEMEHHO ¢ LNMpoduIokcauuH, Tpadsa
na 6bIaT BHUMATENO NPOCeasBaHU 32 KIWHHUYHM NPH3HAUM Ha Npeo3upaHe 1 MOXE [a CE HaJIOKH
onpefessHe Ha CEpYMHHTE KOHUEHTpauuu (Hanp. Ha TeodunuH) (BX. Touka 4.5).

lacmpournmecmunaien mpaxkm

TexKH Cly4au Ha NceBaoMeMBpaHo3eH KOJUT ca ChboOLeHH Mo BpeMe Ha JIEYeHHE ¢ LIMNPOQIOKCALIMH.
Texka M nepcHCTHpALla JHapHs 110 BpEMe MU Cliell IEYEHHETO Moxe Aa OBbe HHAMKALMA 33
CUBOTO3aCTpaIIABAal ceBIoMeMOpaHo3eH komuT. [ToaXoasuM TepaneBTHHHN MEpKH TpAOBa Ja ce
B3eMart, ako ce noTespay undexuns ¢ Clostridium difficile. Tlpu nexure cry4yan 0OHKHOBEHO €
JOCTATBYHO A CE CIIPE JEeKAPCTBEHHMAT NPOAYKT. AHTHOAKTEpHANHA TEPanHa MOXe Aa e HeoOXxonuMa
NoHsAKoTa (Hanp. MPHUAOKEHHE Ha NlepopaneH BaHKOMHLMH). MHXHOMTOpH Ha nepucTanTHKara Ca
MPOTHBONOKA3aHH.

X 0/1eCTATHYHA XKBITEHULA U TIPEXOIHO NOBHLIABAHE HA aKTHBHOCTTA HAa aMHHOTpaHcdepasure H
ankamHata docdarasa Morar Aa ce HabnoaaBaT IPY MALMEHTH ¢ YePHOAPOOHA HENOCTATBYHOCT.

Hucenuxemun

KakTo rpH BCHYKH XHHOJIOHH, ¥Ma ChOOINEHHNA 3a HApYIUCHN B HHBaTa Ha KpbBHaTa 3axap,
BKTIOYBALIY, KAKTO XHUMOT/IMKEMHS, TaKa H XUMEPrIHKeMHs (Bx. Touka 4.8), 0OMKHOBEHO NpH
nuabeTHLH, Ha KOMTO ¢e MpHJiara CbIIBTCTRALIA TEpalks ¢ NepopajiHA XUIIOTIUKEMHYHHN CPEaCTBa
(Hanp. rnubeHKnaMua) Wiy ¢ HKHCYJIHH. CroOllaBaHH ca Ciy4an Ha XHIOITIMKEMHYHA KoMa.
[IpenoppyBa ce BHUMATEIHO MPOC/IEAABAHE Ha INTI0K034aTa B KPBBTA MPH NMALUEHTH C nuader.

Hepana cucmema

[Ipu NauMeHTH CbC CYCMEKTHH WITH AMAarHOCTULMpaHH 3a00Ns1BaHus Ha LHHC, uunpodnokcaurH Tpadbsa
la ce Mpwiara BHUMaTeHO U caMO0 ako TepaneBTHYHATA 110/132 HAJBHIIABA NOTEHUMATHHA PUCK. Topa
ocoBeHOo ce OTHACH 32 MallMeHTH ¢ HampeaHan cTaaui Ha LepebpanHa aTepoCKepo3a, enmuiencus,
HUCBHK TIpar Ha MpUNaabild, aHaMHE3a 3a NPUIaXbLUH M CTPYKTYPHH U3BMEHEHHA HA MO3BKA.

X MHOJIOHWTE MOTaT Aa NpeaU3BHKAT cBpeXcTUMynaups Ha LIHC cbec cuMnToMH, BKIKOYBAILH TPEMOP,
BB36YyNa, 06BPKBaHE, 3ary6a Ha Ch3HAHKE U XATIOUMHALMH. AKO C€ MOABAT HAKOH OT U3OPOEHHTE

CHMITTOMH, JISKAPCTBEHUAT MPOAYKT TpAOBa Aia ce CNpe BeAHara 1 Aa ce 3ano4He MoAX0s1la Tepanua.
[IpunagbLM, MHTPaKPaHHAIHA XUITEPTEH3HMA H NICHX03H ¢a HabnoJaBaHK NPH NALKCHTH, 1€




cnes efHOKpaTHA [03a OT LIMNPpodIOKCALHH M B PEAKH ClTydald MOTaT Aa NMporpecHpar cebeyppexaaio
niosedeHre. B Te3n cnyvau nunpodnoxcaurH TpabBa Aa ce cripe He3abaBHO.

Ilepugpepna neaponamus

Crofulaba ce 3a ClIy4al Ha CeH30pHAa WM CEH30MOTOPHA MMOJIMEEBPONATHs, BOJACILH A0 MapecTe3nH,
XMIOECTE3 s, JU3ECTE3Us HIH cnabocT NpH MalHeHTH, IPHEMAILH XHHOIOHHA K (pIYOPOXHHOJIOHH.
[TaiueHTHTE, KOWTO NpHeMaT Lunpodiokcaluyn, TpAOBa Aa 6b1aT MOCHLBETBAHH A3 HHPOPMUpPAT CBOS
nexap, npely Ia MPONBLIKAT JIEYEHHETO, aKO Ce MOABAT CHMITTOMHU Ha HEBpomnaTus, Kato bonka,
ycelllaHe 3a napeHe, MpaBydKaHe, U3TpbnBaHe wid ciabocT, 3a na ¢e NpeAoTBpaTH pa3BHUTHETO Ha
NOTEHLIHATHO HeoOpaTuMo 3abonaBaHe. (BXx. To4Ka 4.8).

Cepuxyyscmaumenrocm

TexKky aNepru4HU peakliiH ca HaGnoapaHH NPpH MALMEHTH JIEKYBAaHH C XHHONOHH. AHaQHUIaKCHA H
aHaWIAKTOWAHY PEaKLIMM MOTAT B MHOTO pPEIKH CIIyYau Jia ce pa3BHUAT 10 XXUBOTO3ACTPAILABALLl LLIOK.
Te3u peakuuu, MoHAKora HabNOAABAHU ClIel THPBHUA NPUEM, CE MOABABAT 3a€HO C LHPKYJIaTOPEH
Konarnc, 3aryba Ha Chb3HaHHe, U3TPbIIBaHe, MOAYBAHE HA JIMUETO U PBUETE, AUCIIHESA, YPTHKAPHA H
cppbex. CamMo Malka YacT OT MMALMEHTHUTE Ca ¢ aHaMHe3a 3a aleprud. TeXKHUTe anepruuyHy peakiiu
H3HMCKBAT He3a0aBHO JieUeHHe, BIJTFOYBALIO IPUNOKEHHE Ha EMUHEQPUH U IPYTH )KHBOTOMOAAbPXKALIH
MEPKH, KATO MMOJABAHE HA KMCIOPOA, HHTPaBEHO3HH BIMBAHUS, AHTUXUCTAMHHH, KOPTHKOCTEPOUIH H
BBH3AYIIHA BEHTHIALHA NIPH HyXKOa.

TIpoovaocumennu, UHBARUOUIUPAWYY U ROMEHYUATHO HECOPAMUMU CEPUOIHU HEXNCENAHU NEKAPCMBERY
pearyuu

CoobiiaBa ce 3a MHOT'O PEIOKH Caydad Ha NPOABLKUTENHH (TpoaABIXaBaili MeCeL{H WITH FoJWKH),
WHBATHAN3IMPAIIN H MOTEHUMANHO HeoOpaTHMH CEPHO3HY HEXEIIAHU JIEKapCTBEHH PEaKLIMH, 3acarally
Pa3I4HH, MOHAKOra MHOI'0 CHCTEMH B OpraHu3Ma (MYCKY/IHO-CKElIeTHa, HCPBHA CHCTEMA, NCUXHKA U
CETHBHHM OPraHH) MPH NAUHEHTH, NTOTyYaBalli XMHOMIOHH U ¢pyOopOXVHONOHH, HE3AaBUCUMO OT TAXHATA
BL3PacT H BeYe CHINECTBYBAILUTE puckoBH ¢axTopu. Lunpodnokcauut Tpsdpa oa ce cnpe He3adaBHO
MpY MbPBUTE NMPH3HALK WIM CUMITOMM Ha BCAKA CEPHO3HA HEXXElaHa peakLUMs KaTo MalHeHTHTE TpabBa
Ia Ce ITOCHBETBAT Ja CE CBBPXKAT ¢ TEXHHA JIeKap, NMpeAnucal JIeKapCTBOTO, 33 ChBET.

Peaxyuu Ha MACMOMO Ra UHICEXMUDAHE

JloxanHu peakuHH ca HaOMoNaBaHy e MHTPABESHO3HO NPHIIOKeHUe Ha nunpodiokcauuy. Tesn
PeaKklHM ¢e MOABABAT N10-YECTO KOraTo MHPY3MATA NMpoaAbKaBa 30 MUHYTH WIH TO-MATKO X CTHXBAT
CKOpO CJle] MpeKpaTABaHeTo H. AKO TAKMBA pPeakLHH ce MOABAT [IpH nociaeasali HHPY3HHM, Te He ca
NPOTHBOMOKA3aHH, JOKATO MOKATHUTE CUMITTOMHU HE C€ MOBTOPAT HITH HE CTAHAT IMO-TEHKKH.

Tenounum u paskvceane Ha CYXONCURUe

TeHIUHUT U pa3KbCBaAHE HA CYXOXKHIHE (TTO-CIIELIHAIHO aXUNeCOBO CYXOXKHINE, HO Oe3 na ce
OrpaHH4aBa CaMoO A0 HEro), MOHAKOTa ABYCTPaHHO, MOXE Aa CE TOJy4H Olle B PaMKHTE Ha 48 yaca oT
3aMoyYBaHe Ha JEYSHHUETO ¢ XHHOJIOHH H QIIYOPOXMHOAOHM KaTO UMa ChODIEHKA 33 TAKHUBA, Pa3BUIIH Ce
JOPH O HAKOJKO MECELa CNel MpEeKpaTaBaHe Ha JIEYEHHETO. PUCKET OT TCHAWHHT H pa3kbCBaHE Ha
CYXOXHITHE C€ MMOBHILIABA MPH 10-BL3PaCcTHHU MALMEHTH, NalMeHTH ¢ 650peYHo yBpexXaHe, MallHeHTH C
TPAHCIUTAHTHPAH COJIHIEH Opraf v TaKUBa, NeKyBaHHU CBITBTCTBAIIO C XKOPTUKOCTEpOoHaH. [1o Tasu
MpUYKHHA CHITBTCTBALIATA yroTpeba Ha xopTHkocTepouan TpsOBa na ce n3bAarea.

[Ipy epBHA MPU3HAK HA TeHAUHUT (Hanp. 60Ne3HEeHO NoAYyBaHe, BL3NalCHHE) JISUEHHETO C
nunpoduiokcauuH TpabBa Aa ce MpekpaTH U Aa ce 0OMHCIY alTEpHATHBHO NeveHHe. 3aCerHaTUAT(TE)
kpaifHuk(uM) TpaOBa na 6bae(at) nekyBar(H) N0 NOAXOAALL HauKH (Hanp. obe3nsuxsane). He TpadBa
Ia ce N3M0JI3BaT KOPTUKOCTEPOUAH, aKO C€ MOABAT NPU3HALY Ha TEHAHHOIIATHA.

Koorca u npudamvyume u

OnyopoOXHHONOHUTE NPEeNU3BUKBAT peaklUy Ha GOTOUyBCTBUATENHOCT, [laliueHTHTe, MpUEeMaLlH
unrnpodsokcalMH TpadBa ga u3bArBaT UPEKTHO M3NAraHe Ha CWIHA CIBbHYEBA CBETIIMHA Wik UV-nbuu.
Tepanuara TpsabBa aa ce crpe npu ¢poToceHCHOWTU3aLKA (peakuus Ha KoXaTa, NoAo0Ha Ha CIIbHYEBO
W3rapsHe). L




Spumennu cMYWenun
Ipu HapylWeHHe B 3pEHUETO WX JPYTH QEKTH B OHTE, BEAHAra TpAOBa fa ce MOThPCH KOHCYNTALHA
ChC CIIELMATHCT - OQTaJIMOJIOT.

CopoeuHo-Cb008a CUCTIEMT

AHEBpM3Ma U JAHCEeKaLMd Ha aopTaTa M PerypruTauys/HEAOCTaTbYHOCT HA ChPACHHUTE KNAlH.
EnuaeMUONOrHYHH [IPOY4YBaHMA NOKA3BaT NOBHIIEH PUCK OT a0PTHA aHCBpU3MA K IHCCKALNA, 0c00EHO
pu TMALMEeHTH B CTapYecka BB3PAcT, KAKTO U OT perypruTauus Ha a0pTHAaTa ¥ MUTpAITHATA KITAIH Clel
npueM Ha HnyopoxHHONOHH. CHOOLIEHH ca CITyyan Ha aHEBPH3Ma M IUCekalys Ha aopTaTa, [IOHAKOra
yCAIOHEHH NIOPAlH PasKbCBaHe (BKITIOUHTENHO C JIETANECH U3X0A) H perypruTalmis/He0CTATBYHOCT Ha
HAKOHM OT CHPAEYHHTE KJallM PY MALUEeHTH, TpUEMalIH GIyOpOXHHOIOHH (BK. TOUIKa 4.8.).

CrienoBartenHo, GIyopoXHHONIOHUTE TP2OBa 1@ ¢€ H3MON3BAT CNel BHHMATENHA NPENCHKA Ha
CHLOTHOIIEHUETO MON3a/PHCK M CEN KaTo Ce B3eMaT NpeABH APYyry TEPANCBTHYHH BE3MOXKHOCTH IIpH
HALUHEHTY ¢ TIONOXUTETHA GaMITHA aHaMHe3a 33 aHEBPHUYHH 3a00/1ABaHUA WIM BPOAEHO 3a00/ABaHE Ha
ChpAEYHUTE KIAMK WM NIPH MalMEHTH, JUAarHOCTHLIMPaHH C MpeAIECTBAINA AHEBpH3MA Ha aopTara
WM 20pTHA JKCeKauus, WiM 3abonaBaHe Ha ChPAEYHHTE KIIany, WK NMPH ChIIECTBYBAHE HA NPYTH
pHCKOBH GaKTOpH WiIH ChCTOAHUA, Npeapa3snoarally
- KaKTO KbM aHEBpH3Ma ¥ JHCEKallls Ha a0pTaTa Taka  KbM PErypruranusa Ha CbpACHHHUTE
K/any (HapyIUeHHs Ha CheJIMHUTENHATA ThKaH, Hanp. CHHAPOM Ha MapdaH wiu CHHIAPOM
Ha Enepc Jlanunoc, curapom Ha TepHBD, Gonect Ha bexver, XUNEPTOHNA, PEBMATONACH
APTPUT) WIHN JONBIHUTENHO
- NpY aHEBpH3Ma W JHMceKalHs Ha aoprara (Hanp. ChJ0BHA HApYILICHHUs KaTo apTepHUT Ha
Takascy, THTAHTOKIETbYEH APTEPHUT, WIH U3BECTHA aTEPOCKIIEPO3a, MM CHHAPOM Ha
ChorpeH), Win JOITBIHHTENIHO
- TP perypruTanusa/Ha CbpACUHHTE KJIany (Hanp. HHpEKLHOo3eH €HIOKAPAUT).

PuUCKBT OT aHEBPH3Ma H IUCEKALlMA Ha A0pTaTa M TAXHOTO Pa3KbCBAHEMONKE CBIIO & CC NOBHIIIH TIPH
MaiMeHTH, JeKyBaHU IHOBPEMEHHO ChC CUCTEMHU KOPTUKOCTEPOH M.

B ciyuaif Ha BHe3anHa GOJKa B KOpeMa, FbpAKTe WIK rbpda, MalHeHTHTE TpabBa na ObLAaT
nocesBeTBaHU He3abaBHO Ja ce oOBpHAT KBM JIEKAp B CNICIIHO OTACNCHHE.

[MaumenTure TpaOBa A2 6BAAT NOCHBETBAHH a NOTHPCAT He3a0aBHO MEIHIIMHCKA MOMOL B cny4an
Ha OCTpa AUCITHEA, MOsABa Ha ChplUebueHe (MaNIUTaluKH) UK Pa3BUTHE HA OTOK HAa KOpEMa UK
TOJTHUTE KpalHEUIIY.

Honwasumenuu Oannu

Liunpodnas, KOHUEHTPAT 3a Pa3TBOP 3a HHPY3HUA MOXKE [a Ce Pa3pexIa B 0,9% pa3TBOp Ha HAaTPHEB
XJIOpH WiH 5% pasTBop Ha rmoko3a. ChALPXKAHUETO HA HATPHA B Pa3TBOPUTENA TpAOBa Aa ce MMa
npedBujl, KOTaTo Ce TpecMaTa o61LHOTO ChABPKAHKE HA HATPHHA B MPUTOTBEHHA PasTBOP HA MPOAYKTA,
3a no-noapoGHa vHpOpManKsa OTHOCHO HATPHEBOTO ChABPKAHKE B Pa3TBOPA, U3MNON3BaH 32
paspexxJaHe Ha MPoIyKTa, OTHECETE C€ /10 KPaTKaTa My XapaKTepUCTHKa.

4.5 BsaumopelicTBHe ¢ APYIH JeKapCTBEHH MPOAYKTH H ApYrH ¢opMH HA B3aHMOAEHCTBHE

e EIHOBPEMEHHOTO MpPWIOKEHHE HAa OMENPA30l H UHNPOYIOKCAUNH NPSAN3BHKBA JICKO
noumwxkerne Ha Cuax # AUC Ha LUNIpOQNOKCALIMH.

¢ llunpodokcallH NOTHCKa MeTaboNu3Ma Ha TEOQUIIHH M MOXE J1a I0BE/E 10 NOBULIABAHE HA
Teo(HTHHOBUTE HUBA C PUCK OT CEPUO3HH HEXEIaHH peakUMH. TexKH HeXenaHu peakunH ca
CchOOUIEHH, BI/TIOUHTETHO ChPASYEH apecT, KOHBYJICHH, CTaTyC €NMICNTHKYC H AHXATENHA
HEROCTATHYHOCT. BBNpexy ue TakuBa CUMIITOMH €4 HaOMIOAaBaHK M IPU CAMOCTORTENHO
MPUIOKEHHE HA TeOPITHH, HE MOKE [a Ce U3KIIOUYM PO/IATA Ha nunpodIokcauuH 3a
[OBHINABAHE HA PHCKA OT NOABATA MM, Thil XKaTo TOH MoTHCKa MeTabon3mMa Ha TeOHIMH H
TaKa BOAM 1O MOBHILABAHE HA HETOBHTE HUBA. BBIIPEKH TOBA, aKO Ce HaNara eAHOBPEMCHHO
NPUIOKEHHE Ha TeopuNMH H IMITPOQIOKCALMH, TPAOBA fa C¢ MOHUTOPHUPAT cew HHBA
Ha TeodwIHH 1 Aa ce n3bepe MogxondInarTa 103MpOBKa. e
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e MHacnegsaHus NpH XXUBOTHU [OKa3BAT, 4€ €AHOBPEMEHHOTO MPHUIIOXEHNE HA HUnpogdIoKcaly
1 HSKOH HECTEPOMIHM NPOTHBOBB3NAIMTEIHH CpencTBa (Harp. beHOydeH, HO He U
ALETIICATHIIIOBA KUCEIMHA) MOTAT [1a JOBeJaT 0 KOHBYICHY. He e U3BECTHO AANH TOBA
B3aHMOJEHCTBUE C€ TIOABABA ITPH XOpa.

e EIHOBpeMEHHOTO NMpPWIOKEHHE Ha HHIPOGIOKCALMH H LIMKIOCTIOPHH MOXKE l1a IOBEAE O
[peXoHO NOBHILABAHE HA CEPYMHHA KpeaTHHUH. 1lopanw ToBa Ce Npenopbiba MOHATOPHPAHE
HA CEPYMHHTE KPEaTHHHHOBH HHBA 2 MHTH CEIMHYHO.

o XHHOJOHHTE YCHIBAT aHTHKOAry1aHTHHA edekT Ha BapbapuH (¥ moTeHLUUpAT ApYTH OPAIHH
AHTHKOAryJaHTH).

¢ EQHOBPEMEHHOTO NPUIOKEHHE Ha HAKOHW XHHOJIOHH ( BKITIOUHTETHO nAnpohAOKCaLUH) U
CANGEHKIaMMA B PEIKM Cly4ad MOXKE Aa NPEAH3BUKA CHIHH(HKAHTHA XMIOTIIAKEMHUA.

o Tlpo6eHeuun peayuypa KIHPbHCA Ha HHUNPOGIOKCALHH H BOAX A0 NOBHILABAHE Ha CEPYMHHTE
MY HHBA.

¢ MeToKIonpamu noBuLIaea abcopbuHaTa Ha UMNPOdIOKCalHH, KOETO BOAH 10 HAMAIABAHE HA
BPEMETO 3a JOCTHIaHE Ha MaKCHMAalHU CEPYMHH HUBA (Cmax) 6€3 12 MOBIUABA HErQBaTa
6 HOHAITUYHOCT.

¢ EXHOBPEMEHHOTO NMPWIOKEHHE HA UKNPOGIIOKCAIHH U MEKCHICTHH MOXe Jla IOBC/IE 110
NOBHINEHH HUBA HA MEKCHJIETHH.

¢ EaHOBpEMEHHOTO MPHIOKEHNE C (eHUTOHH MOXe Ia IOBEE N0 yBEIWIABAHC HIH PEIYKINA Ha
KPbBHATE HUBA HA PEHHUTOHH.

o EIHOBPEMEHHOTO MPUIOKEHHE C ANA3eNaM TIOTHCKa MeTabonu3Ma Ha AnasenaM (NMOHMXEH
KJIMPBHC, YOBIDKEH [OMYKHBOT). [Topanu ToBa € HEOOXONHMO BHUMATENHO MOBUTOPUPAHE T1PH
MalMedTH oMyYaBaliy UUNpoIOKCaLMd U AHA3ENaM.

o PeHanHuAT TyGynapeH TPaHCIOPT Ha METOTPEKCAT MOXKE N C& NOTHCHE NPH €AHOBPEMEHHO
MPHICKEHHE ¢ LMNPOdIOKCaLIMH, KOSTO BOAU A0 NOBUIIABAHE HA CEPYMHHTC HHBA HA
MeToTpekcaT. ToBa MOXe J1a MOBUILH PHCKA OT METOTPEKCAT aCOLIMNPalH TOKCUIHH DEakLH.
[Topaau TOBa ce NPENOpbYBa BHUMATEIHO MOHHTOPUPAaHEe MPH NALMCHTH, MOTyHaBallii Te3H
IBE JICKapCTBa.

e [loBHIIABAHE Ha CEPYMHHUA TH3AHUAHH € HAO/IONAaBaHO NpH €AHOBPEMEHHA ynotpeda ¢
uunpoduokcauyH (CpenHo nosuuleHHe Ha Cmax: 7 MHTH, 00XBAT: 4 mo 21 mBTH; CPEAHO
nopueure Ha AUC: 10 mpth, o6xBat: 6 no 24 muTH). [loBHILIEHHTE HHBA HA TH3AHH/HH Ca
OpUYMHA 33 XUIIOTEH3UBHYU ¥ CeAaTHBHU €QekTH. TU3aHMIUH He TPAGBA Jla ¢e U3MOJ3BA 3aCHO
C UMNPOdIOKCALIUH.

e CbBMECTHaTa ynorpeba Ha nynokcerus ¢ uHxubutopu Ha CYP450 1A2 u3oen3nma KaTo
¢nysokcamus soau xo nosuuasaHe Ha AUC u Crax HA IYTIOKCETHH, Benpeky, 4e HaMa
HATMYHY KIMHHYHYE JaHHH 3@ BH3MOXHO TaKOBa B3aHMOAEHCTBHE C LUNPOGIoKcaLHH,
nonobHU eeKTH Morar Ja ce OHaKBaT MpH eIHOBPEMEHHO MPUIIOXKEHHCE.

e AroMenarTHH — B KJIWHAYHH NTPOYYBAHHA € MOKa3aHo, Y€ (PIYyBOKCAMUH, KaTO CHICH MHXHUOHTOP
na CYP450 1 A2 u3oeH3uMa, 3abenexxuMo NoBuABa MeTabonniMa Ha aroMeNaTiH, KOeTo J1aBa
KaTo pe3yaTat 60-KpaTHO MOBHIIEHHE HA EKCITO3HLMATA HA arOMENaTHH. Brnpexn ue HaMma
KJIMHUYHY JAHHM 33 BE3MOXKHO B3auMOAEHCTBHE C LUNPOQIOKCaLiH, KOHTO € YMEPEH
nHxuburop Ha CYP450 1A2, Morat aa 6bAaT 0O4akBaHH CXORHH edeKTH NpH eAHOBPEMEHHO
npunokenue (Bx. ‘L{uroxpom P450° B Tovuka ‘CrienHaniy MpexynpekaeHHA H MpEaniasHy
MEpKH 3a ymotpeda’).

e 3onnuaeM — eAHOBPEMEHHOTO NPWIOKEHHE Ha LMNPOGdJIOKCAMH MOXKE [1a TOBHILUM HHUBATa B
KpBBTA Ha 30JIMHAEM, NTIOPaJH TOBa EAHOBPEMEHHATA ynotpeda He ce NpenophrYBa.

4.6 BpeMeHHOCT U KEpMeéHe

Liinpodaokcauyt € NpOTUBONOKA3aH npu OpemeHHoCT. HAMa HanMYHY AaHHH OT NpOYy'BaHui 3a
Ge30MacHOCTTA HA LKNMpodnokcauyy py GpeMeHHHU xKeHH. HeraTuBHATE eeKTH Ha LUINpo¢noKcauyuH
BbPXY CTABHHSA XPYLUA [IPH HE3PEIM HHAWBHAK HE Ca MOTBEPACHH NPU H3CNCABAHMA BBPXY HKNUBOTHH.
TeparoreHny edextu (BpoaeHU 3a60/4BaHNA) HE Ca HAOMIONABAKH NPH EKCIIEPUMEHTAHH U3CTEBaHHA
BBPXY YKUBOTHH.

Lunpodnokcauus He Tpsadba Aa ce U3MOoI3Ba M0 BPEME HA KbPMEHE.




4.7 BansiHHe BLPXY cnocobHocTTa 32 WodupaHe H paboTa ¢ MAIIHHH

Flopy korato ce NpHeMa CTPHKTHO CIIOpeN JIEKapCKOTO NpeMUcaHue, NNponoKCaluH MOKe aa
NOBNMsE BHPXY CNOCOOHOCTTA 32 modurpane H pabotarta ¢ MawuHu. To3u edekT ce moTeHUMpa oT
AJKOXO.

4.8 Hexenanu JekapcTBeHM peaknun

HexenaHuTe peaklus ca paspefeneHd Copell Y4eCTOTATA Ha MOABATA HM:

Mmuoro decti (21/10), yecru (=1/100 po <1/10), Heuectu (>1/1 000 mo <1/100), peaxky (>1/10 000 mo
<1/1 000), maoro peaxu (<1/10 000), c Heu3BeCTHA YeCTOTa (YECTOTATA HE MOMKE [d CE OTIPENeNH OT
HAIMYHHTE JaHHH).

Cmomawrno-upesnu napyuwenus

- Yecru: ragexe, avapus

- HeuecTn: noBuilieHa akTHBHOCT Ha YEPHORPOGHUTE EH3UMH — AMUHOTpaHChepasy (AspAT, AIAT)
H ankanHa gocdarasza, aGHOPMHM M3CNEABaHUA Ha YepHHA APoD, MOBPBIIAHE, CTOMAILIHO
PasCTpOMCTBO, 3aryda Ha aneTut, ¢pnaTyneHuus, CHNUpYyOUHEMHA.

- Peaxu: reOnuHa HHGpEKUHA HA YCTATA, KBITEHALA, XOMeCTaTHYHA KBITEHHULIA, TUapHdA, CBbP3aHa C
aHTHOMOTHLY, BKII. NCeBAOMEMOPAHO3EH KOMHT (MHOTO PRIKO C BE3MOXEH (aTaneH u3xon) (Bx.
Touka 4.4),

- MHoro peaxH: reOuyHa MHGEKUMA HA XPAHOCMINATENHATA CHCTEMA, XEMATHT, YepHOApoGHA
HEeKpo3a (MHOTO psfIKO NporpecHpailia Ao xXHBOTO3acpalliapalia yepHoapoGHa HEJOCTATBYHOCT),
TEXBK HHBOTO3AaCTpaIlaBalll [CeBIOMEMOPaHO3€H KOHUT, MAHKPEATHT.

Heuxuunu napyuwienus*
- C HeH3BECTHa YeCTOTa: MaHHS, XUITOMaHHA.

Hapywenus na neparnama cucmema*®

- Heuectu: rnasobonue, ceetoBbprex, GeschHue, Bb36yaa, 06bpKBaHe

- Peaxu: xamounHaumH, oGIWIHO H3NOTABaHE, NAPECTE3NH, TPEBOXHOCT, HAPYLIEHHS HA CHHS
(KOLIMapH), AEMpeCHs, TPEMOP, KOHBYJICHH, OTCIabeHH CYXOXWIHH pednexcu

- MHOTO penIku: rpana Masi KOHBYJICHH, aOHOPMHA NOXOJKA, ICHX03a, HHTPAKPaHHAJTHA
XUTIEPTEH3HA, aTAKCHs, YCWICHH CYXOXHIHH pedIekCH, XHIIEPTOHNA, TPEMODP.

Hapywenua na ouume*
- Peaxu: 3puTesiHK HapyHeHus (HanpAMep AUMAONHA, IBOHHO BIDKAAHE)
- MHOro peaku: HapylLIeHHs Ha LBETHOTO 3pPEHHE

Covpoeunu u cv0o6u napywerua**

- Heuectu: rpombodnedbur

- Penxw: Taxukapaus, MUrpeHa, CHHKON, Ba30AMNATALNS (TOTUTHHEH CTPeC), XMMOTOHHUS
- MHOro peaku: BacKy/THT (HeTEXHH, XeMOparuuHu GynH, namyny, KpycTH)

Hapywenuws na yxomo u nabupunma*
- Penxu: wym™ B ylunTe, npexoaHa sary6a Ha cnyxa (0cOGEHO BbB BHCOKHTE HECTOTH)

Hapywenusa na xpvema u aumgrama cucmema
- HedecTu: eozmnonms, neBkOMeHUs.

- Peaxu: aHeMus, rpaHyIOLIMTONEHH, TEBKOLIUTO3d, HAPYLIEHO NPOTPOMOMHOBO BpeMe,
TPOMOOLIMTONEHUA, TPOMOOLIUTO3A.

MHoro penku: XeMONUTHYHA aHEMHUS, TIETEXUH (JIOKATHH MOIKOMHH KPBBOM3/IMBH ), AlJ1IACTHYHA
aHEMHA ((KHBOTO3aCTpaIUaBallla), arpaHyIOLHTO3d, KOCTHO-MO3BYHA AENPECHA
(*’kuBOTO3ACTpalLIABALLA).




Hapywenus H@ MyCKyAHO-CKeemHAmMa cucmema u cvedunumennama moxkan™

- Heuectu: craBHM HOTKH

-  Penku: MUANTHA, CTABHH OTOLH

- MHOro peakH: TeHAMHUT (0cobeHo Ha AXHIIECOBOTO CYXOXWIKE), YACTHYHA WIH IThJIHA PYIITYpa Ha
cyxoxine (0co6eHO Ha AXHIIECOBOTO CYXOXKHIIKE), BIOIIABAHE HA MHACTEHHA rPaBUC

Hapywenusa Ha xoscama u ROOKOXCHAMA MbKaH

- Yecrn: oOpus

- Heuectu: cunes cepbex, MakyJonanyaapeH oOpuB.

- Penku: dotoceHcubuin3anus

- MHOro pelkK: MeTeXuu, epureMa MyATHGOpME (MMHOP), EPHTEMA HOZLO3YM, CHHIPOM Ha CTUBBHC
TXOHCHH, TOKCHYHA eHUAEpMalHa HEKpPOH3a (CHHAPOM Ha JIMi), NTEPCHCTHPALIIN KOXHY
epyILHH.

. C HempecTHa yectota: JIPECC (JlekapcTseHa Peakuus ¢ Eosunodwinua 1 CucreMHu CHMNTOMH).

Hapywerun na cemugrume opeanu

-  HeuecTH: HapylleHHUs Ha BKyca

- Penkwu: 3ary0a Ha BKyca.

- MHoro peaxu: ondaxkTopsa AuchyHkuus, 3aryba Ha o6oHsHHe (0OuKHOBEHO obpaTuma crel
CIIMpARE Ha JICYEHUETO)

CapovxuyscmeumenHocm

- Peaxy: anepruyHM peakLMH, IEKapCTBEHA TPECKa, aHAQWIAKTOUAHH PEAKIIHH.

- Mmuoro pexku: oK (aHaMIaKTHYEH, ’MBOTO3aCTpalaBail), CHpoALl 0OpHB, CHMIITOMH, noaoOHH
Ha Te3U NPH CepyMHa OOJIECT.

Hapyuwienua Ha eHOOKPUHHAMA cucmema
- C Heu3BECTHA YECTOTA: CHHAPOM Ha HEaJeKBaTHA CEKpeLUs Ha aHTHAHYpeTH4eH XopMoH (SIADH).

Hapywenua na memabonusma u xpaneremo

- HeuecTH: oBUILIEHH KPbBHH KPEATHHUHOBH HHBA, MOBHIICHHU KPBBHH HHBA HA YPEA H a30T.
- Peaxu: oroun (neprdepHy, THUEBH), XHNIEPTITHKEMUA, XUITOTTTUKEMHS.

- MHOro peiK¥: MOBHILEHA aKTUBHOCT Ha aMMJIa3a/TMMa3a.

- C HeHW3BeCTHA YeCTOTA: XUIMOrTHKEMHUYHA KOMa (BX. Touka 4.4.).

Pecnupamopnu, 2pbOHU U MEOQUQCMUHQIHY HADYWEHUR
- Penxm: BeJOCTHT HA BB3AYX, JJAPHHICANICH OTOK.

Hapywernua na nuxosononoeama cucmema
. Penxu: ocTpa 66peuHa HEAOCTATBYHOCT, HapymeHa 6p0pedra QyHKIHMA, BarHHATHA MOHWIHA3a,

XeMaTypHs, KpUCTATY U, HHTEPCTHLHANEH HePHUT.

Obwju HapyweHua u echexmu Ha MECMOMO HA NpURONCEHUE™

- Heuectu: KopeMHa 6071ka, MMXO3H, acTeHus (06110 yceluane 3a cnabocTt, yMopa), peakLuy Ha
MACTOTO Ha MHXeKLHATA (HAp. OTOK, PEaXLIMH Ha CBPBXIYBCTBUTENHOCT, 60IKa).

- Peaxu; 60nka B kpaayumTe, 6onka B repla, rppaHa Oonka.

CrnegHuTe HeXENAaHH PEAKIMH ¢a HabMoJaBaHH No-Y€CTO MPH NMOArpyna NaudeHTH, noy1asalliy
uunpodoKcaldH HHTPaBEHO3HO WK KaTo NOCNENBalla Tepanms (MHTP2BEHO3HO e NNEePOPATTHO
NPHUICKEHHE):

- YecrH: MOBPBLIAHE, MPEXOAHO MOBHILEHKE HA TPAHCAMUHA3UTE, 0OpHB.

- Heuectu: TpomGouuTonenns, TpoMOoLMTO3a, 00bpKBaHE, RE30PHEHTALIHA, XATIOUHHALNHY,
[TApECTE3HUH, EMWIENCHA, CBETOBBPTEXK, HAPYLICHHA HA 3DCHHETO, 3aryba Ha ciyxa, TaXMKapaus,
BA30IM/IATALIMA, XHOTOHHUA, IPEXOAHO HapylueHHe Ha yepHoapoGHaTa yHKUNUA, KBITCHHLA,
O1nOpeuna HelOCTaTBYHOCT, OTOUH.




- PexnxH: anacTUyHa aHEMHs, KOCTHO-MO3BYHA AEMpecus, aHahUNaKTHUCH WOK, MCHXO03H, MUIPEHa,
HapyILEHHA Ha BKYyCa, IIyM B YIIWTE, BACKYIUT, MAHKPEATHT, yepHOApoOHa HEKPO3a, METEXHHY,

pYNTYpa Ha CYXOXHTHA.

* Cp06IMmARA CE 32 MHOTO PEAKH CTyYaH Ha NPOXBIDKUTEHH (10 MECELH WIH FOINHH),
MHBATMAN3HPAILM ¥ TIOTEHLMATHO HeoOpaTHMU CEPHO3HH IEKapCTBEHH PEAKIMH, 3acArallld HAKOJIKO,
NIOHAKOIa MHOTO CHCTEMO-OPraHHU KJIACOBE U CETHBA ( BKIIIOUHUTE/IHO PEAKLIHH KaTo TeHAUHHT,
pa3KbCBAHE Ha CYXOXWIHE, apTpairus, 6o/ka B KpalHALMTE, HApYLICHUE Ha NIOX0AkaTa, HEBPOTIATHH,
CBBP3aHM C IAPECTE3Ns] ¥ HEBPANIUsA, ASNPECHS, YMODA, NCUXHYHH CAMIITOMH (BKITIOUBALIY HapyLIeHUs
Ha ChHA, TPEBOXKHOCT, [TAHMK aTaKH, Aenpecyl U CYHLHIHH MHC/IH )}, HApyLLIEHUE Ha MaMeTrTa U
KOHLEHTPALUHUATA, HAPYLUEHUs Ha CbHA W yBpeX[JaHe Ha ClTyXa, 3peHHETO, BKyCa U 0DOHAHMETO) BHB
Bpb3Ka ¢ ynorpebara Ha XHHONOHHU ¥ (IyOPOXHHOIOHH, B HAKOM Clly'ay, HE3aBHCHMO OT BEHE
CHIIECTBYBAILNTE PUCKOBH HAKTOpH (BX. To4Ka 4.4).

** [[py MaUMEHTUTE, NPHeMaIl (IIyOpPOXHHONOHH, ¢a ChOOLIEHH CTy4ad Ha aHEBPU3MA H IHCCKALIN
Ha aopTaTa, MOHAKOrA YCIIOKHEHHU MOPaJid pasKbCBaHEe (BIUTIOUHTENHO ¢ (aTaneH U3Xoi) U
perypruTaLus/HeI0CTATbHHOCT Ha ChPACUHUTE KIIATH (BX. TOUKa 4.4.).

CrobapaHe Ha MOJO3UPAHU HEXETAHH Peaklin
Cp0o61UaBaHETO HA MOJ03MpaHH HEXKeNaHy peakldu ciej pa3peluabpaHe 3a yrorpeda Ha JeKkapCTBeH!A

NPOAYKT € BaxkHo. TOBa M03B0MABA Ia NPOLB/IKH HAOMIONSHHETO HA CHOTHOIICHHETO NoJ3a/pucKk 3a
NeKapcTBeHUA NpOAYKT. OT MEAMUMHCKUTE CIICLHAaNMCTH C€ N3HCKBA 1a cpo0lIaBaT BCAKA MOK03UpaHa
HeXeJIaHa peaKius ype3

M3neNHUTENHA areHLMA 10 IeKapcTBaTa

yi1. ,,JlamaH ['pyes” Ne 8

1303 Codun

Ten.: +35 928903417

yebcaliT: www.bda.bg

4.9 Ilpeao3npane

OrpanydeHa HHGPOpMALMA € HaJTHYHA 32 NPEIO3UPAHE HA nunpo@daoKcalMy pH HHTPABEHO3HA
HHbY3Ha npH Xopa. B cnyya#t Ha npeso3upaHe NauHeHTBT TpAOBa Ia ce MOHUTOPHPA U Ja C¢ NIPHIIoKaT
CHMITTOMATHYHH MepkH. CaMo Majika 4act OT UMIpodIOKCaLMH (TO-MaJKO OT 10%) ce enMMUHHUPAT
ype3 XeMOAHATH3a WIH NTEPUTOHEaTHA JHATH3a.

5. PAPMAKOJOI'MYHM CBOHCTBA
5.1 dapmakogHHAMHYHH CBORCTBA

dapMmakoTepaneBTHYHA Ipyna: XHHOJIOHOBH aHTHOAKTEPHAIHM CPEICTBA 32 CHCTEMHA ynotpeba,

¢GIyOPOXUHOJIOHH
ATC code: JOIM AQ2

LiunpodnOKCALMH € IHPOKOCIEKTEPEH XUMHOTEPAIEBTUYEH aT¢HT OT Fpyiata Ha dbnyopupanuTe

XMHOJIOHH.

MexaHu3MbT Ha JeficTBre Ha $IyOopOXUHONOHUTE BOOHM A0 notuckane Ha JIHK-rupasara (tum 11

TONOU30MEpasa) ¥ Tononsomepasa IV.

[MoTHcKaliKH Te3H eH3UMH, XUHOIOHMTE HapyliasaT JJHK cuHTe3ara U npeAu3BHKBAT KICTBYHA CMBPT.

[{unpodnokcalpH UMa 6aKTEPULHAHO KEACTBHE MO BPEME Ha Jar M CTallMOHApHATA ¢aza Ha

OakTepualeH pacTeX,

Basupaiiky ce Ha in-vitro Npoy4BaHus € MOTBBPACHA UYBCTBHTEIHOCT KBM uunpodIoKcaLMH 3a

CIIeJHMTE MUKPOOPraHH3MH .

Acinetobacter, Aeromonas, Bacillus anthracis, Brucella, Campylobacter, Chlamydia, Cirrfn/lgqererr?:_,

Corynebacterium, Edwardsiella, Enterobacter, Escherichia coli, Haemophilus, Hﬂﬁfﬁ%‘&ﬁg‘%jﬂ-;# Ty

Legionella, Listeria, Morganelia, Moraxella, Pasteurella, Plesiomonas, Providencia, at@{ﬂﬁ'@n‘xi; D\
N N T ‘
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MO3UTUBHH H HETaTUBHM waMoBse), Pseudomonas, Salmonella, Serratia, Shigella, Staphylococcus,
Vibrio, Yersinia.

bakTepuanHy IIAMOBE C MPOMEHAIIA CE CTENEH HA YYBCTBHTENHOCT KbM UMAPOGAOKCALIHH:
Alcaligenes, Enterococcus faecalis, Flavobacterium, Gardnerella, Mycoplasma hominis,
Mycobacterium tuberculosis, Mycobacterium fortuitum, Neisseria, Streptococcus agalactiae,
Streptococcus pyogenes, Streptococcus pneumoniae, Streptococcus viridans.

lilamoBe C BpoJA€HA Pe3UCTEHTOHCT:
Enterococcus faecium, Ureaplasma urealyticum, Nocardia asteroides.

C HAKOH M3KJIIOUCHHs aHaepoOHuTe GaKTepuM ca YMEpPEHo YyBCTBUTENHU (Peptococcus,
Peptostreptococcus) vy HedyBCTBHTENHYU (Bacteroides) xpM UHMNPpodIOKCALIHH.
LinnopognokcauuH He e epekTuBeH cpeity Treponema pallidum.

CTenenTa Ha pe3UCTEHTHOCT NI0Ka3BaHa OT ONpPEAEICHM MUKPOOPraHM3MH MOXE [ia BapUpa chobpasHo
reorpag)ckara JIOKaIH3aluua U BpeMeTo Ha u3onauusa. CeaoBarteHo e HeoOXONUMO Ja ¢e B3eMa NoJ
BHUMAaHKE MeCTHaTa HH(OpMALIHA 3a pe3HCTEHTHOCT, 0CO0EHO KOraTo €€ JIEKYBaT TEXKKH HHPEKLMH.
HudopMmaumsiTa B TO3M pa3aen AaBa caMo MPUOIH3UTEITHO PEKOBOACTBO 38 Bb3MOXKHOCTUTE KOTa
MUKPOOPraHU3IMUTE L€ OBbIAT YYBCTBUTEIHH KBM LHAPOQIIOKCALHH WIH He.

Pa3suTHETO HA PE3UCTEHTHOCT KBM LIMMPOdIoKcauMH € 6aBeH H MHOTOCTBIIANEH ITPOLIEC.

[Ina3zmMua-cebp3aHa pe3UCTEHTHOCT He ¢ Habnmoaapana. OT KAMHHMYHO 3HAYEHHE €, Ye
TIa3MUO-CHABPXKALIMTE OakTePHUH €4 HAITBJIHO YyBCTBHTENHHM KBM LMIIpodIoKcauuH. HaMa kprcrocaHa
PE3HCTEHTHOCT MEXIY UHNPOQIOKCALUH U DeTa-nakTaMH, aMUHOTJIUKO3UAM, TCTPALIMKIIHHH,
MaKpOJIWAH, MOTHIIENTUAH, CYTHOHAMHAK, TPHMETONPUM WK HETpodypaH nepuBaTh. Bee nax
KpBCTOCAHA PE3UCTEHTHOCT NMOHAKOra € HabtogaBasa npy OakTepud Npu rpynarta Ha TMpasHHATE
HHXUOUTOPH. Brrnpeku ToBa unnpoduiokcaluH MOHAKOra € ¢heKTHBEH cpellly OaKkTepHH, Pe3UCTEHTHU
Ha JIpyr'yd rdpa3Hu HHXUOUTOpH,

[Topanu X¥MHUYHATA CH CTPYKTYpa LKHNpodioxcaiivH € epeKTUBEH cpelly GakTepuH, Npoay LM pariu
OeTa-naKkramasa.

In-vitro TpuIOKEeHUETO Ha KOMOURALMATA OT UMNPOPIOKCALHH ¢ 6eTa-TakTaMi H AMHHOTJIHKO3UIH
BOIY 1O 2AWTHBHH MITH HEYTpaIHH €PekTH. CHHEpru4Ro aelcTaue e peflaTHBHO PAAKO, a
aHTarOHUCTHYHYU peakLMH ca MHOro penkH. Liunpodnokcauns Moxe aa ce H3non3pa B KOMOHHHpaHa
Tepanus ¢ ApYrd aHTHOAKTEpHaNHU areHTH IMPH JIeYeHKe Ha MHQEKIHH, APpUUHHEHH OT!

¢ Pseudomonas: ¢ a3NO0LUWIYH, HeTa3UAUM

e Streptococcus: ¢ a3NOLWINH, MEVIOLIMIIMH U ApYTH eQeKTUBHY Dera-nakTaMHH aHTHOHOTHIIM

e Staphylococcus: ¢ OeTa-1akTaMHU AHTHOHOTHLH, 0CO0EHO NEHHIIIHHY, H30KCA30MHHH 1
BAHKOMMIIUH,
¢ aHaepobu: ¢ KIMHIAMHLHH, METPOHUIAZOI.

5.2 PDapMaKOKHHETHYHH CBOHCTBA

Abcopbyus
PapMaKOKHHETHKATAa HA HHTPABEHO3HUA LUMITPOMIOKCALIHH MOXKE A C€ ONMILIE KATO TPMKOMIIOHEHTEH
OTBOPEH (papMaKOKHHETHUEH Moaea ¢ abcopOima ot mepBH NopsAnbK. PapMakoKMHETHKATA HA
LIMAPOPNOKCAUMH € TMHEAPHA J0 J03U OT nopaabka Ha 200 no 400 mg npunokeHu BeHo3Ho. 60—
MHHYTHa MHTPaBEHO3HA HHPY3HuA Ha 200 mg uunpodaokcauuH UK nepopaieH npueM Ha 250 mg
uunpodnokcalMH (K ABaTa [(pHEeMaHH Ha HHTEpBan oT |2 Yaca) oOpa3yBaT eKBMBaNEHTHA IO IO
KpHBaTa Ha cepyMHaTa koHUeHTpalua (AUC), Caen 60-MuHyTHa HHTpaBeHO3Ha HHPY3ua Ha 400 mg
nunpogaokcauns Ha 12 yaca AUC croitHocTHTe ca noAoOHH Ha T3 cliell NPWIoKeHHe Ha S
opajiHa a03a Ha 12 yaca. 60-MHHyTHa UHTpaBeHO3HA HHPY3HuA Ha 400 mg uunpodnoke
exByBaneHTHa Ha AUC npu 750 mg opanka no3a, nasada Ha 12 yaca.




Pasnpedenenue

CBBP3BaHETO Ha UMTNPOGIIOKCALMH € TUIA3MEHUTE IIPOTEHHH € 20-30%. Toii ce HaMHpa B TTazMaTa
npesuMHO B HelioHu3MpaHa dopMa M MMa 00eM Ha pasnpe/IeaHie OT 2-3 1/kg TenecHo Terno.
Lnmpodaas JOCTHIa BACOKH KOHLUEHTPALHK B MOBEYETO THKAHH H TEJIECHH TEHHOCTH, KBACTO ofuure

KOHUEHTPAaUHH HaJABHILIABAT TC3H B CCpyMa.

Memaboauzwvm

Unertudnumpanu ca 4 Merabonura Ha HANPOGIOKCALMH: AeCeTIIEHLMIIPOPI0KCALMH,
cyndouunpodroKcaLyH, OKCOUMIPOGIOKCALMH H dopmunuunpodaokcaud. BCHYKU Te HMAT
qacTUYHA, HO CHTHA(MDMKAHTHO HACKA aHTHGAKTepHaiHa aKTHBHOCT. MeTabonHTHTE ce eKCKpPETHpaT ¢
ypuHata (9,5% oT mpuioxkeHaTa 103a) H upes deueca (2,6%).

Enumunupane

[Tunpodnokcaly ce OTACNS MPeANMHO HEMPOMEHEH KAaKTO 4pes3 OpOpeLTe TaKa U B IO-MAIKa CTENEH
ekcTpapeHanHo. Cnen wHTpaBeHo3Ha HHpy3us 61,5% oT gosara c€ Hamupa B ypuHaTa ¥ 15,2% BBB
beueca. O6muAT KIHpHHC e Mexay 0,48-0,60 /h/kg, ¢ 6BOpetcH KITMPBHC MEXY 0,18-0,30 'h/kg.
M3pBbHOLOpEUHHS KIUPBHC Ha UMAOPOGIOKCALIMH CE ABJDKH IV1ABHO HA AKTHBHA TPRHCUHTECTHHAIHA
ceKpelus, KakTo K Ha MeTabonusauus. 1% OT go3ara ce OTAens 4pe3 XKIbHKaTa. LunpogarkCaLHH ce
HAMHpa B XJThYKATa BbB BUCOKH KOHLIEHTPALIUH,

1 {unpodroKcalMH MPEMUHABA NNaleHTapHaTa 6apuepa ¥ NPOHAKBA B MAHYHHOTO MIHIKO.

5.3 HpeakJHHUYHH JaHHH 33 0€30MaCHOCT

Hskonxo Npoy4BaHUa in vitro M in vivo BbpXY KapLMHOICHE3a W TCPATOr¢HE3a €a CBhP3atH ¢
uunpodnokcauuH. JIpe OT oceM in vitro Npoy4BaHHA JaBaT NO3UTHBHH pe3y.ITaTH. Mouse Lymphoma
Cell Forward Mutation Assay v Rat Hepatocyte Primary Culture DNA Repair Assay (USD). Boripek
TOBA, HEFATMBHH PE3YNTATH NPH YETUPHTE in Vivo NPOYUBAHHA. Bee Mmax uMNpodIIOKCALMH HAM
CMrHUGHKAHTEH MYTareHeH NMOTEHLUMAN, KAaKTO € MOTBBPACHO MPH ABATOTOAUIIHH POY4BAHWA BEPXY
MHILKH Y IUTBXOBE.

[Tpu ABArOCPOHHO ABE FOQHUIHO NPOYUBAHE BBPXY MHILKH H TUIbXOBE HE € YCTAHOBCH KAPLHHOTCHCH
MOTEHIAA WITH HHIYKLKE Ha TyMopu. LinnpoduiokcalliH ChUIO He MOBIUABA GEPTHIHOCTTA,
BLTPEYTPOGHOTO Pa3sBUTHE M MIOCTHATATHOTO Pa3BUTHE NPH MJIAH [UTHXOBE,

Hsima 1aHEM 32 eMOGPHOTOKCHYHO MM TepaTOTeHHO AEHCTBUE HA LMMPOGIOKCALIHH.

He ca ycranoseHM edeKTH BEPXY MEPHHATATHOTO H MTOCTHATAIIHOTO Pa3BUTHE NPH XKHBOTHH.
XHCTOJIOTHUYHHM U3CTIeaBaHUA He MoKa3Bat 0eNe3r Ha YBpeKAaHe Ha XpYlsina.

WU3scnenBasus BbPXY XHBOTHH, KAKTO CBC CTAPHTE THPa3HU HHXHOUTOPH (HATMIUKCOBA KHCE/IMHA), TaKa
U ¢ no-HOBHTe (HOPdIOKCALIMH) NOKA3BaT, Y€ Te3H CyOCTaHUNY NpeAH3BHKBAT XapaKTEPHH YBPEKIaHHA
Ha 6BOpEHTE, OYMTE U CTABHUA XPYILAN y HE3PENH KUBOTHH.

KpucranusauusaTa, HabmoaasaHa Npy poy4YBaHNA BbPXY XMBOTHH Ce NPOABABA NPH pH ycnosus no-
HHCKH OT TE€3H IPH YoBeKa. B cpaBHeHUe ¢ O6bp3aTa HHPY3Hs, pUCKBT OT NMPEUMITHTALMSA HA KPHCTATH €
no-auchK npy 6aBHa HHGY3HA. 3abenasado e, Ye MPELUNNUTALUATA HA KPHCTATH B PEHATHUTE TyOynH He
BOAM He3abaBHO U aBTOMAaTHYHO A0 6B0peuHo yBpekaane. 11pu mpoyuBaHUATa BbPXY KHUBOTHH,
616pedHo yBpexIaHe ce Habmoaasa caMo Ciiell 0CeM A03H ¢ KOPECTIOHNMpall BHCOKH HUBA HA
kpucTanypusa. brOpeuHo yBpexaaHe 0€3 HAMMYUE Ha KpUCTANYpHs HE € HabmoaasaHo. CnegopaTesiHO
6b6peuHoTO YBpexaaHe, HabnoxaBaHo MPH MPOYYBAHUATA BBPXY XKUBOTHY, TpsAOBa Ja ce pasriexia
KaTO THITHYHA BTOPHYHA BBH3MAIMTENHA PEakLUHA THIT YyXI0 TAI0, Ab/DKAINA € HAa NPCUMIINTALLMA Ha
KpUCTaIeH KOMIUIEXC OT UMIPOdIOKCalMH, MarHe3uH U MPOTEUH.

KaKTo M APyruTe XMHOIOHH UMNPOQIIOKCALHH NpeN3BUKBA YBPEXIAHE HA FOTIEMUTE HOCCIUHM CTaBH
NpH XUBOTHM B MepHOA Ha pacTex. CTenenTa Ha CTaBHOTO yBpEXAaHe Bap1pa Cropen Bb3pactTa, BUa
M 103aTa; YBPEXAAHETO MOXKE Na C& HaManu KaTo ce 0TOpeMeHAT cTapuTe. [1poyHBaHuA BBPXY 3pe/H
KHBOTHH {ILTBX, Ky4€) He MOKa3BaT JAHHH 33 yBPEXKAAHUA HA XPYIUANNTE, ABDKALLH CE HA
npodIOKCaLIHH.
[MpoyuBaHHA BBPXY TOKCHYHOCTTA NOKA3BAT, Y€ LMNPOGIIOKCALIMH HE € CBbP3aH C PHUCK.
karapaxra. ChIIO Taka LHUNpodAOKCaLHMH He BIUAE BbPXY MOP(ONOruiHaTa CTpy *
pe3yJITATUTE OT ENEKTPOPEeTHHOrpapUATa.




6 GOAPMAILEBTHYHH NAHHH

6.1 CnHcbk HA NOMOILIHMTE BEILECTBA

MneyHa KUcenUHa

Xnoposoaoponxa kucenrHa 10% (3a kopekuus Ha pH)
Bonaa 3a HHDKeKIUH

6.2 HecbBMECTHMOCTH

JIekapcTBEHUAT NPOAYKT He TpAOBa 1a ce cMecBa C APYTH JIEKapCTBEHHU MPOAYKTH, ¢ HIKIIKOYEHHE Ha
MOCOYEHUTE B TOUKA 6.6.

OcCBeH ako HE € NOTBBbpAEcHA CbBMECTUMOCTTA C APYrH Pa3TBOPH/JIEKapCTBa, HHOY3IHOHHHAT Pa3TBOP
TPpAOBa BUHArW Aa Ce MpHara OTAeNHO. BnauMuTe Npyu3Haly Ha HECBBMECTHMOCT Ca HAMp. yTasBaHe,
NOMBTHABAHE W MPOMAHA Ha LIBETA.

HecnaMecTHMOCT C€ NMOsABABA IIPH BCHYKK HH(PY3HOHHU Pa3TBOPH/IIEKAPCTBA, KOUTO ¢a QHINYESCKH UITH
XMMHYEeCKH HecTabunuu ripy pH Ha pasreopuTe (Hanp. NEHUUWIKHHY, XENIADUHOBH Pa3TBOPH ), ocobeHo
B KOMOHHALUA ¢ pasTBOPH, xopurupadn ao ankanso pH (pH Ha pasteopute Ha uunpodaokcauuy: 3,0-
4,5).

6.3 Cpoxk Ha roanocrt

3 roaAUHM

6.4 CrneunmnajHH YCJOBUS Ha ChbXpaHeHHe

Ha ce cbxpaHasa npH Temneparypa nog 25°C. Jla ce na3u ot cBeTniuHa. Ja He ce 3aMpasspa.

6.5 /laHHM 3a ONAKOBKATA

10 ammynu ne 10 ml.

be3suseTHH cThKIIeNH aMIynd B PVC KoHTeliHep, MOCTaBeHH B KapTOHEHA KYTHA.

5 ¢makona o 20 ml wn 10 ¢pnakona rmo 20 ml B kapToHeRa Ky THS.

Be3uBeTHH CTHKIEHH (IIRKOHH C TYMEHA 3anylllaaka ¥ alyMHHHAEBd Kanayka, [IOCTaBeHH B KapTOHEeHa
KYTHS.

6.6 CnennajHH NpeanasHH MePKH NPH H3XBLPJAAHe U pabora

To3u nekapcTBed NPOAYKT € KOHUSHTPUPAH pasTBop 3a HHGY3UA. [Ipean npunoxeHne NpoayKThT
Tpabsa na OBA¢ pa3TBOPEH U NPUIOKEH Ype3 HHTPABEHO3HA HHDY3HA.

3a pa3TBapsAHETO Ha NpoAykTa ce n3non3sa (0,9% pasTBop Ha HATPHUEB XIOPUA WK 5% MMIOKO3€EH
pasTBop.

[Tomxonsiuara no3a OT TO3M JIEKAPCTBEH NPOAYKT TpAOBa fa Obae palTBopeHa Taka, ye Bcekd 10 ml or
KOHILIEHTpaTa 3a HH(pY3HuA na 6sae pasTBopeH B 00eM He no-Mansk oT 50 ml (nonyyeHaTa KOHLEHTpaLNs
He TpabBa ga € no-Hucka ot 1 mg/ml), PasrBopsT ce npunara ypes 6aBHa HHTpaBeHO3HA Hch/nﬂ.aa

nepnof oT 60 MHHYTH, DUPEKTHO Clel pa3TBapaHeTo. baBHaTa HH(Y3HA B ronsaMa BeHa HWHBE“F ;
AuckoMpopTa Ha NAUKUCHTA M PEAYLIYPA PUCKA OT BEHO3HO Apa3HEHe., ,’f *..\;
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THii KATO IPOAYKTHT € YyBCTBUTEEH HA CBET/IMHA, (rakoHHTe TpAOBa a ce U3BAXKIAT OT KYyTHATA
HEMOCPENCTBEHO mpeay ynotpeba. Hakosko AHM eKCTIO3MUMA Ha THEBHA CBETIIMHA MOraT fia
KOMMpPOMETHpAT ePHKACHOCTTa Ha MIPOLYKTA.

MpeuunuTanma Moxe a ce Habmonasa npu CbXPaHEHHE PH HUCKK TEMMNEPATY pul. [opanu ToBa He ce
MpenopbuBa CbXPaHEHHETO Ha MPOAYKTa B XJIAWIHHK.

7. TIPHTEXATEJ HA PAZPELIEHUETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelpliaska 19, 83-200 Starogard Gdanski, lomia

§. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

PerncrpauuoreH Homep: 20060130

9. JIATA HA IIBPBO PA3PELIABAHE/TIOXHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

20.03.2006/11.11.2011

10. JATA HA AKTYAJIHU3IUPAHE HA TEKCTA




