KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA
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Llunpunon 200 mg/100 ml nudy3snonen pasrsop o 00 @ -? puaa @ 6
Llunpunona 400 mg/200 ml undy3HoHeH pa3TBop | \bM e, P" o/ }/,Z Cf ?4:9 o 57

Ciprinol 200 mg/100 ml solution for infusion . FAE-T _11 7 IJQM‘E ;’

Ciprinol 400 mg/200 ml solution for infusion |

2 KAYECTBEH H KOJIHMECTBEH CbCTAB

100 ml ot uudy3monnus pasreop (1 dpaakon) cbabpikar 200 mg unnpodnokcauu (ciprofloxacin)
KaTo LMnpodIoKcalMHOB NaKkTar (ciprofloxacin lactate).

200 ml ot uHdpy3nonuus paszreop (1 paakon) cbabvpxkar 400 mg uunpoduiokcaumH (ciprofloxacin)
KaTo LMNpodI0KCaUMHOB nakTar (ciprofloxacin lactate).

| ml oT MH(Y3HOHHUA Pa3TBOP ChABbPXKA 2 ME LMNPO(IOKCALMH KATO LMUMPO(IOKCALIUHOB JIaKTaT,

[ToMOLLIHO BELIIECTBO C U3BECTHO AE€HCTBHUE:

LinnpuHon [lunpunron 400 mg/200
200 mg/100 ml m| uHdy3HOHEH
MH(Y3HOHEH pa3TBOp | pa3TBoOp

Hatpuit 351,03 mg 702,07 mg

34 NbJIHUSA CMTHUCHK NMOMOLIIHUTE BellleCcTBa, BUWKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

UHbdy3HOHEH pa3TBOP: OUCTBP, KBJITO-3€JIEH.

4. KJIMHUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHUSA

LiunpuHoa HHGY3HOHHHU Pa3TBOPH Ca MNOKA3aHH 3a JICYEHHE Ha CJIEAHHUTE HHPEKLMH (BHXK TOUKH 4.4 U
5.1). CneuunasiHO BHUMaHHE clle/1Ba Aa ce 00bpHEe Ha HAJIMYHATA HH(OpPMALIMS 33 PE3UCTEHTHOCT KbM
UMNPOGIOKCAUMH MPEAH HAYAJIOTO Ha JIEYEHHUETO.

Tpsadea aa ce uma npeaBua OPULIHATIHOTO PbKOBO/ICTBO 3a MOAXOASALI0 H3M0/I3BaHE Ha
aHTUOAKTEepHaAIHHU CPE/ICTBA.

Bwi3pacmnu
- UHbeKUHH Ha JOTHUTE AUXATEHW MbTHULIA, MTPUUYHMHEHH OT | pam-oTpHLaTe/IHK OaKTEpUH
- ek3auepbauus Ha XpOHHYHA OOCTPYKTHUBHA OenoapoOHa Dosect
[Tpu obocTpsiHe HA XpOHUYHA 0OCTPYKTUBHA OenoapoOHa OonecT uMnpoguIoKcaluH
TpAOBa J1a ce U3MOoJI3Ba CaMO KOraTo Ce CYMTa 3a HEMOAXOo/s11a ynorpedara Ha ApyrH
aHTUOAKTEPUAIHU CPeICTBA, KOUTO OOMYAHHO Ce MPenopbYBaAT 3a JICYEHHE Ha TE3H
UHPEKUHUH.
- uHbekuus Ha OpoHxuTe u Oenuns Apod npu KUCTO3HA HPUOPO3a UITH OO}
- MHEBMOHHUS
- XpPOHHYEH CYNOPAaTUBEH OTUT
- OcTpa ek3auepOaius Ha XpOHHYEH CUHY3HT, 0COOEHO aKO TOH € NMPUYHHEH ¢
OTpULATEIHH DaKTepHH




- HUHdexurn Ha NHKOYHWTE NBTHLIA
- OCTbp NHEenoHedpuUT
- YCNOXHEeHH HHPEKUMH HA MUKOYHMTE MbTHLUA
- DakrtepmalneH NpocTaTHT
- HHdekund Ha NONOBUTE NbTHLIA
- OPXHENHAHMMT, BKIIIOYHTEHO CAY4aH, IPHYUHEHH OT HYBCTBHTEIIHH
Neisseria gonorrhoeae
- Bb3MANEHHA B MANKHA Ta3, BKAKOYUTETHO CNy4ad MPUUUHEHH OT UYBCTBHTETHH
Neisseria gonorrhoeae
- HHdexkuun Ha cTOMALHO-YpPEBHUR TPAKT (HANp. NbTHHUYECKA RHAPHA)
- ADaOMUHANHN HHDEKLHH
- MHdekuuy Ha KoKaTa U MEKHTE TbKaHU, NpHUXHEeHY OT [ pamM-oTpuuaTenHu dakTepHm
- 310Ka4ECTBEH BbHIUEH OTHT
- HUHdexunr Ha KOCTHUTE M CTABHTE
- BauwisaHe Ha aHTpake (NpodHIIAKTHKA CNEA HINaraHe H JIEYEHHE).
Llunpodnokcaumnt Moxe Aa ce npujiara B NEYEHHETO HA NALUUEHTH C HEYTPOTIEHHA € TPECKA, 3a KOATO
ce npeanoiara, 4e € NpuuMHeHa oT GaKTepHaiHa HHPEKLHUA.

Qeya U OHOUWLU

- BpoHxo-nynmonanHu HHdekunH, NpUHUHEHH OT Pseudomonas aeruginosa, NpH NaLHEHTH C
KACTO3Ha Pubpo3a

- YCNOXKHEHH YPHHAPHH HHPEKUHN H OCTBP NMHENOHEPPHT

- Banuwisane Ha adTpakc (npodunakTyka ciiell H3naraHe H J1eUEHHe).

Linnpodnokcatni Moxe ChiliO 4a C€ H3NOA3BA H 34 JICUEHHUE HA TEXKKH HHOEKUHH NpH Aela H
FOHOLUY, KOrato ce CUMTa, 4€ TOBa € HeoOXOaJUMO.

JleuenuneTo TpadBa aa ce 3anouHe CaMoO OT NEKAPH, KOUTO UMAT ONUT B JICUEHUETO HA KUCTO3HA
¢ Hbpo3a WM Texku UHPEeKUHHU NPU Aeua K OHOLIH (BX. ToukH 4.4 1 5.1).

4.2 [JJ03HpPOBKA H HAYHH HA NPHJIOKEHHE

HosupoBka

Hozara ce onpeaens OT HHAUKALMATA, TEAKECTTA U MACTOTO Ha HHPEKUUATE, YYBCTBUTEIHOCTTE KbM
UMNPoGAOKCAUNH HA MPUYHHUTENS (UTE) H OT ChCTOAHHETO Ha OBLOpEeUHaTa QYHKUHA Ha NMAaUHEHTA.
[Ipu aeua M IOHOWIK AO3UPOBKATA CE ONpeAesia Ha TEAECHO TErno.

[TpoABLIKUTENTHOCTTA HA JIEUEHUETO 3ABUCH OT TEKECTTA Ha 3a00/1BAHETO M OT KIIHHUYHHR H
OaKTepHOIOrHYHHUR KYpC.

Clien mbpBOHAYATHO MHTPABEHO3HO JIEUSHUE, NTECYEHHETO MOXKE 14 NpeMHHE KbM NEPOPANTHO NiEHEHHE
¢ TabNeTKH, aKo € KIIMHHYHO NOKA3aHO U CNEA NpeueHka Ha iekaps. [V nevyenue tpadsa na 6bae
MOCAEeABAHO OT NEPOPATHO NCUECHUE KOJIKOTO MOXE NO CKOPO.

[lpu TexKd ciyyau, WM aKO NALMEHTHT HE € B CbCTOSAHWE a2 B3EMA TaOJETKH (HanpHMEp, MatMeHTH
Ha MNapeHTEPAIHO XPAHEHE), CE NPENOPHUBA Ja CE 3aMOYHE ACYEHHE ¢ HHTPABEHO3EH
LMNPOdJOKCAUMH 0 MPEMUHABAHE KbM NEPOPATTHO NPHNOKEHHUE KOraTO € Bb3MOXKHO.

JleyeHneTo Ha HH(PEKLIMK, NPHYKHHEHH OT onpeaenaeHu daxrepuu (Hanp. Pseudomonas aeruginosa,
Acinetobacter wiu Staphylococci) MOXe 1a H3UCKBA NO-BHUCOKH A03H H €AHOBPEMEHHO NPHIIOKEHHE H
Ha ApPYTrH NOAXOAS1UY aHTHOAKTEPHANHK CpeICTBA.

MHOPEKUHH MPU HEYTPONEHHUYHH MALMEHTH W HHPEKUMK HA KOCTU U CTaBH) MOXKe
e 1HOBPEMEHHO MPHJIOKEHHE U HA APYTH NOAXOAALUH aHTHOAKTEPUANIHH CPEACTB
YyBCTBMTEJTHOCTTA HA MATOTEHHUTE NPUUYHHHUTENM.



Bvipacmuiu

IMoxazanue

JAHeBHA X032 B mg

Obma npoAbL/DKHTETHOCT
HA JIEYCHHETO
(BB3MOXKHOCT 32 3aN04YBaHE
HA NLPBOHAYATHO
NApeHTEPATHO JTEeYEHHE ¢

CYNOpaTUBEH OTHT

auesHO 10 400 mg
TPH ITBTH IHEBHO

RHNPOPNOKCAIHH)
HHdexunu Ha nonHuTe anxatenHun nbtviea | 400 mg aBa nuTH 7 0o 14 pHu
aHesHO a0 400 mg
TPH NBTH AHEBHO
HHdekuuu Ha OcTpa ek3auepdbauuns | 400 mg aga NbTH 7 10 14 ann
FOPHU AUXATEHH Ha XpOHHYHH aHesHo 10 400 mg
MbTHLLA CHHY3UTH TPH 'bTH AHEBHO
XPpOHHYEH 400 mg aBa NbTH 7 no 14 aHu

3noKavecTBeH
BLHIUEH OTHT

400 mg Tpu nbTH
OHEBHO

28 nuv no 3 Meceua

Y prHapHH
HH}pEKUHH (BXK.
Touka 4.4)

Y C/I0XKHEHH
HHPEKUUH Ha
NUKOUYHUTE MbTHLLA M
OCTBP NHENOHEPPHUT

400 mg nsa nbTH
aHeBHO a0 400 mg
TPH NbTH JHEBHO

7 no 21 aHK, KaTo MOXKe aa
6bae U NO-NpOaABNKHUTENHO
OT 2] AHU NPH HAKOHX
cneurnduyHu obcTOATENCTBA
(kaTo Hanp. abuecu)

OaKkTepHH

bakTepuaneH 400 mg aga NbTH 2 no 4 ceamMuuH (OCTBP)
NpOCTaTHT AHeBHO (KaTo abuecH)
Hrdexunu Ha OpxuenuaeMuT H 400 mg nBa mbTH noyve 14 aHu
YPOTreHUTATHUS Bb3MATEHHUE HA aHeBHO A0 400 mg
TPaKT MaJIKHA Ta3, TPH MBTH AHEBHO
NPUYMHEHH OT
4YyBCTBHUTENHA
Neisseria gonorrhoeae
CromaiuHo-4upesdyd | Jinapus npuuuneHna or | 400 mg nsa nuTH | nen
H OakTepHalHH aT€HTH | AHEBHO
WHTpaabaoMuHaIHK | BKA. Shigella spp.
HHpEKLUU pasnHyHu oT Shigella
dysenteriae Tun | v
EMITHPHYHO JICYEHHE
HA TeXKKa MbTHHYECKA
AHapHA
Huapus npuurHeda ot | 400 mg nsa mbTH 5 AHM
Shigella dysteriae TN | AHeBHO
l
Huapus npuurHeHa ot | 400 mg a8a mbTH 3 aHu
Vibrio cholerae AHEBHO
TudounaHa Tpecka 400 mg aBa NuTH 7 AHU
AHEBHO
HrTpaabaoMuHanHu 400 mg aBa mbTH 5 no 14 oHM
MH(EKLIHMY, aHeBHo 10 400 mg
MPpHYUHEHH OT [ pam- | TPU NBTH AHEBHO
OTPHLIATEIHH




HUHpeKkunH Ha KOXKa ¥ MEKH TbKaHH, 400 mg aBa MbTH 7 po 14 nuu
npuuuHeHH ot ['pam-oTpuuaTtenty 6akrtepyn | aHesHo a0 400 mg
TPH MbTH JAHEBHO
HUndekunn Ha KOCTH U CTaBH 400 mg nBa NbTH MakcruMyM 10 3 Meceua
axesHo 10 400 mg
TPH MBTH AHEBHO

[TauneHTH ¢ HEYTPONEHHA ¢ Tpecka, 3a KoaTo | 400 mg nsa nbTH Jleuennero Tpadea na
ce npeanoJiara, 4e € APpUHUHEHE OT aHesHO A0 400 mg NPOABIKU NPE3 UETHA
OakTepHanHa nHekuus LiunpodnokcaunH TPH MbTH JAHEBHO NepHo/ Ha HEYTPONEHHATA.

TpadBa Aa ce npunara €AHOBPEMEHHO C
noaxoasi( 1) anTudakTepuanHu CpeacTsa
CbIMIACHO OQULIHATHHTE NPENOPBHKH.

BauiuBaHe Ha aHTpake, npodunakruka cnea | 400 mg nsa nbTH 60 aHU OT NOTBBLPIKAECHHUETO
€KCMO3MLMA U NOCeABALLO IEHEHHE 32 XOpa, | AHEBHO 3a eKcno3uuma ¢ Bacillus
KOUTO MOraT Aa ObaaT Ha NepopasiHo anthracis

JIEYEHHE KOraTo € KIIHHUYHO YMECTHO.
[IpuemaHeTO Ha NekapcTBOTO TPAbBa A
3aro4He KOJKOTO MOYKE NMO-CKOPO cnen
MOTBbPIKAABAHE HA EKCIO3MLIMATA.

[lecouampuvuna nonyiayus

Ilokazanun JneBHA 3033 B mg O01ma npoAL/HKHTETHOCT HA
JeYEHHETO (BhIMOMKHOCT 32
3aM0YBAHE HA NbPBOHAYAIHO
NAPEHTEPATHO JIeYEeHHE C
NHOPOPIOKCANHH)

Bponxo-0enoapobuu 10 mg/kg TpH MbTH AHEBHO 10 no 14 num

HHEKLHHU NPH KHCTO3HA KaTO MAKCHMa/jlHaTa 403a €

dubposa 400 mg Ha npuem.

VCIOXHEHH YPHHAPHH 6 mg/kg Tpu nbTH AHeBHO 10 | 10 oo 2] qHK

UHPEKUHH U OCThP 10 mg/kg TpH NbTH AHERHO

nuesoHehpUT KaTO MaKCHMMallHaTa a03a e

400 mg Ha npHem.

BaouiusaHe Ha aHTpakc, 10 mg/kg n1Ba MbTH AHEBHO 60 aHM OT NOTBRBLPIKAABAHE HA

npodHUJIaKTUKA clien no 15 mg/kg nsa muTH excnosuuuaTa ¢ Bacillus anthracis.

€KCMO3HLHUA U NOCAeABaLIO JHEBHO KaTO MaKCHManHaTa

NeYeHHE 3a X0pa, KOUTO no3a e 400 mg Ha npuem.

Morar ga 6bJar Ha

NepopanHo NEUYEHHKE KOTraTo €

KJIMHUYHO YMECTHO.

[preMaHeTo HA NEKAPCTBOTO

TpsaOBa Aa 3aN0YHE KOJIKOTO

MOXE NO-CKOPO Clejl

MOTBLPXKAaBaHe Ha

€KCMO3HLIHATA.

Hpyru TexXKn HHpeKUUH 10 mg/kg TpM MbTH AHEBHO Cnopen suaa Ha HHexuUATa

KaTO MaKCMMallHaTa Jo3a €
400 mg Ha nmpHem.

Cmapuecka gv3pacm
[MauueHTHTE B cTapuecka Bb3pacT TpAOBa Aa nonyvaBat 103a, CbOOpa3cHa ¢ TEXEC
H KpEATUHUHOBHUA KJTHPBLHC HA NalIMEHTA.

Hayuenmu ¢ 6vbpeuro u weprodpobHo yepedcoane




[IpenopbUMTENHH HaYaHH H NOAABLPXKALLH A03H 33 NAUMEHTH C YBpeaeHa ObOpeyHa GyHKUNA:

KpeaTHEHROB KIHPBLHC Cepymen Mepopoana xo3a
[mV/min/1,73m?] KpeaTHHHH [mg]

[umeol/]]
> 60 <124 Bux obunuaknara no3uposka.
30 - 60 124 — 168 200-400 mg Ha 12 vaca
<30 >169 200-400 mg na 24 4aca
[TauveHTH Ha XEMOAHAIM3A >169 200-400 mg Ha 24 yaca (cnea

AHanu3aTa)

[TauneHTH Ha NepuTOHEaNHa >169 200-400 mg ua 24 yaca
AKATU3A

[Tpy naureHTU ¢ HapylieHa YepHOoAPOOHA PYHKLUMSA HE CE Hanara KOpHrupase Ha n03arta.
JTo3upaHeTo NnpH aeua ¢ HapyuweHa Ob0peyHa W/HnH yepHoApoOHa PyHKLHA HE € OHTO0 NPOoyUBaHO.
Hauun na npuioocerue

LiunpuHon TpaGBa na Obae npoBepasaH BU3yalHo npeaud ynorpeda. Toi He TpabBa na ce n3nonssea,
aKO € MBTEH.

LlnnpodnokcaunH Tpabsa ga ce npunara KaTo HHTpaseHo3Ha HHY3ua. [Ipn aeua, nudysusarae ¢
NPOABLMKUTENHOCT 60 MHHYTH.

[1pH BBL3pACTHH NAUKUEHTH, BpeMETO 3a MHy3ua € 60 MuuyTH 32 Liunpunon 400 mg v 30 MUHYTH 3a
Lunpuuon 200 mg. basHaTta HH(Y3MA B ronama BeHa, Lie Hamalny AUCKOM(OPTa Ha NaLHEHTA H PHCKA

OT Apa3HEHE Ha BEHHTE.
Mubdy3MOHHHAT pa3TBOP MOXKE Aa C€ BIIMBA JHPEKTHO MM CNEM, CMECBAHE C APYIH CbBMECTHMH

HHDY3INOHHH pa3TBOPH (BX. ToUKa 6.2).
4.3 IIpoTHBONOKA3AHMA

- CBp'I:-K'-IyBCTHHTEﬂHGCT KbM aKTHBHOTO BELICCTBO, KbM JAPYI'H XHHOMTOHH HIIH KbM HAKOC OT

MOMOILHHUTE BeleCTBa, H30poeHn B Touka 6.1.
- EnHOBpEMEHHO NMPHACKEHHUE HA LIMNPOGAOKCAUHH H TH3aHHIHH (BX. TOYka 4.5).

4.4 CHelHAJHH NpeyNpPeKICHHR H NPeANAIHH MEPKH NpH ynotpeda

Ynotpebara Ha uunpoduiokcaurH TpaOBa na ce u30Area npy NaUMEeHTH, KOUTO Ca UMAIU CEPHO3HH
HEXKEIaHH peakUHK B MUHANIOTO NpH ynoTtpeda Ha NMPOAYKTH, ChAbPXKALLH XWHOMOHH HITH
dnyopoxuHonouu (Bx. Touka 4.8). JledeHHETO Ha Te3H NALMEHTH ¢ LMNPOPAOKCaUHH TpAGBa aa ce
3aM04Ba CaMo [IPH JIMINCa Ha ANTEPHATHBHH Bb3MOXKHOCTH 32 JICYCHHE U Cllell BHUMATENHA OLIEHKA Ha
CbhOTHOLLEHHETO NOA3a/PUCK (BXK. CbLLO TOUKA 4.3).

Teocku unghexyuu u cmecenu undexyuu ¢ I'pam-noroxcumennu u anaepobuu hamozenu
LinnpodnokcauuH MOHOTEpanus He € NOAXOAAUL 38 NEYCHUE HA TEXKKH HHPEKLUMH U HHPEKLIMH, KOHUTO
MOTaT Aa Ce AbKAT Ha ['paM-nosioxuTeIHu Wik aHaepobHu naroreHy. [1pu Takusa nHpexumy
uunpodaokcalmMH TpabBa Aa ce npuiiara €AHOBPEMEHHO ¢ APYry NoaxoaaLy aHTubakrepuantu
areHTH.

Cmpenmoxoxosu ungexyuu (exriouumenno Streptococcus pneumoniae)
LinnpodnokcaliMH He ce npenopbiBa 3a JICYEHHE HA CTPEMTOKOKOBH HHREKLMH NOpaiu TUNCA He
ePHUKACHOCT.

Hugbexyuu na norogume nvmuiya
OpxuenuaeMUT H Bb3NalieHde Ha Mankug Ta3, MoraT Aa ObaaT NnpuuMHEHH OT QUIYC ﬁ
pe3UCTEHTHH HU30J1aTH Ha Neisseria gonorrhoeae. 3a OpXUENHAEMHT H TA30Ba Bb3NYTHTE)]
EMITHPHYHO BKJIFOUBAHE Ha LKMNpodIIOKCauMH, TpsOBa na ce oOMHCnA caMo B KOMO Nl




anTHOaKTepHaneH areHt (Hanp. uedanocnopuH), OCBEH ako UMNPOpaOKCaLHH-YCTOHYHBA
Neisseria gonorrhoeae Mmoxe na 6ble U3KITIOYEHA. AKO KIHHUYHOTO NOAOOPEHHE HE € NOCTHTHATO
cnen 3 AHKM OT NeUYEHHETO, Tepanuara TpaOBa Ja ce npepasriena.

Huerxyuu na nuxounume nomuiya

Pe3uCcTEHTHOCTTA KbM (DIIyOpOXHHONOHU Ha Escherichia coli - HAR-4ECTHAT NATOreH, NPeU3BHKBALI
HHPEKLMK HA MHKOYHHTE NbTULLA, Bapypa B Lueaus Esponeiickn cbro3. TIpenopbyusa ce, NEKapUre,
rpeAnUCBally NEKAPCTBOTO, 4a B3eMaT MOoA BHUMAHUE YCTAHOBEHWUTE JTIOKAIHH JaHHH 32
pe3UCTEHTHOCT Ha Escherichia coli kbM (pOPOXHHOJIOHH.

Humpaaboomunainu ungexyuu
CobllecTBYBAT OrpaHHUYEHH AAHHH 3a €(PUKACHOCTTA Ha LMNPOQIIOKCALUHMH NPH JICYEHHUE HA TTOCT-
XHPYPrUiHa BHTPELIHO-KOPEMHH HH(EKLHY.

Ilvmuuyecka duapuwsi
[Tpu n360pBLT Ha uMNpodIOKCaLUUH cneaBa Aa ce B3eMe NOoA BHUMaHHE HHPOPMALIMATA 34
PE3UCTEHTHOCT KbM UMNPOdUIOKCaLHH HAa NATOrEHUTE B CTPAHUTE, KOUTO C€ NMOCELIaBar.

Hugbexyuu na xocmume u cmagume
LlunpodgnokcauuH TpadBa na ce u3non3ea B KOMOHHALIHA ¢ ADYTH AHTUHMHKPOOHH areHTH, B
3aBUCUMOCT OT pe3yATaTHTE OT MUKPOOHOIIOTHYHHATE TECTOBE.

Huxarupane na anmpaxe

YnorpebaTa npu xopa, ce OCHOBABA HA iN-Vilro NAHHH 38 YYBCTBUTENHOCT H Ha €KCMEePHMEHTATHH
IaHHH [TPHY KHBOTHH, a CHLLIO TaKa HA OrpaHHuYeHH NaHHH NpH xopaTa. JlekyBawure nekapu Tpadea na
C€ OTHACAT N0 HALHOHANHHA W/HITH MEXKAYHAPOAEH KOHCEHCYC MO OTHOLUEHHE JICYEHHETO Ha
aMTpakca.

[leouampuuna nonyaayus

H3rnonssaHeTo Ha uMNpodIOKCcaUMH Apy A€Ua U IOHOWIM, TPpA0Ba Aa cleABa HAMYHKUTE opHULHANHY
npenopbkH. JleueHueto ¢ uunpodiokcauuH TpaOBa Aa ce 3aMOYHE Camo OT JIEKApH, KOUTO HMAT OMUT
B 1e4eHHETO Ha KHCTO3HATa Pudpo3a u/WiK TEXKN HHGEKLHH MPH AELA H FOHOLLM,

UrnpodgokcalluH € noka3an, Y€ NpUYMHABA apTPONaTHA HAa HOCELLHTE CTABH MNPH HEAOHOCEHH
KUBOTHH. JIaHHHTe 3a 0€30MaCHOCT OT PAHAOMUIUPAHO ABOHHO-CIAMNO NPOYYBAHE 33 MPHAOKEHHETO
Ha uunpodaokcaury npuy aeua (uunpodaokcaurH: n=335, cpeana Bb3pacT = 6,3 roAxHHY; 3a
cpaBHeHHe: n=349, cpeaHa Bb3pacT = 6,2 roarHy; 8b3pactosa rpaduua = | 1o |7 roannu) paskpu, ¢
NoJ03UPaHa 4€CTOTa, CBbP3aHa ca NeKapCTBOTO, Pa3BUTHETO Ha apTponarus (3adenexxuMu KNHHUYHY
NMPU3HALIM U CUMIITOMU OT cTpaHa Ha cTtasute) oT Jlen +42 ot 7,2% u 4,6%. PecnekTusHo, cayvanTe
Ha apTpoMnaTui, CBbLP3aHa C JeKapcTBOTO | roanHa caea npuema My ca 9,0% u 5,7%. [losuinapaneTo
Ha MOAO3HPAHKTE CIYHAH Ha apTpoNaTvd cnel OnpeacieHo BpeMe OT MNPUEMA HA JIEKAPCTBOTO HE €
CTATHCTHYECKH 3HAYHMMO MEXAY ABeTe rpyny. JleueHdero Tpabea na 3anovHe cnej BHUMATEHA
[peLieHKa Ha CbOTHOLIECHHUETO MON3a/pUCK NOPaAH Bb3MOXKHH HEXEAaHH peaKLHH OT CTpaHa Ha
CTABHTE W/ WM CHEAUHUTENHATA ThKaH.

Bpouxo-6enodpobrnu unghexyuu npu xucmosna pubposa
B KIHMHWUYHHUTE U3NHTBAHUA CA BKIKOUYEHH JEUA W FOHOLIM Ha BB3PAcT oT 5-17 roauuu. [lo-
OrpaHHuY€HH JaHHHW UMa MNPU NEYCHUETO HA AELA HA BB3PACT MexXay | ¥ 5 roaMiuHa Bb3pacT.

Veaoocnenu unghexyuu Ha nUKOYHUME Nomutiya u ueioHeppum
JleyeHHe Ha MHPEKUHMH Ha MHKOYHUTE NbTHLLA ¢ LunpodiokcauuH TpadBa Aa ce uMma npe
KOraTo ApYro JeueHHe He MOXe /1a ce npuioke ¢ TpabBa aa ce OCHOBaBa Ha pe3yaTaT
MHKPOOHONOrH4HUTE TECTOBE.

B x1HHHYHHTE HAMHTBAHHMA Ca BKJIIOYEHH AELIA U KOHOLWIM Ha BB3pacT OT 1-17 roauH

Hpyveu cneyuuunu mesicku uHexyuu




[Npunara ce ¥ Npy APYTH TEXKH HHPEKLUMUH, B CHOTBETCTBHUE C OPHLHATHHUTE NPENOPBKH, C1ER
BHHMATEHA OLIEHKA MOM3a/PUCK, KOTAaTO APYro JI€YEHHUE HE MOXKE Ja CE npuiara Wik chel Heycnex Ha
KOHBEHUHOHA/IHATA TEpanH1a U KOrato MUKpobronorn4HuTe TeCTos€e onpasaaear ynorpedara Ha
LUHIPOdIOKCALIKH.

HM3nonsBaHeTo Ha UMNPOGUIOKCALUMH NPH CNEeUHPHYHH TEXKH HHPEKLUN, Pa3IHYHH OT Te3H,
CMOMEHATH MO-rope, He € OUI0 OLIEHABAHO MO BPEME Ha KJIHHUMHH U3MTUTBAHHA H KIIHHUYHHA ONUT €
orpanuueH. CneaoBaTeHO Ce NpenopbUBa NPEANa3lIUBOCT MPH JIEYEHHE Ha NALHEHTHTE C TE3H

HHGEKLIMH.

Cepvxuyscmeumeanocm

CBpbXUYBCTBUTEIHOCT M ANIEPTHYHY PEAKLIHH, BKIIOYHTENHO aHA(PHNAKCHA H aHapHAAKTOWAHH
peakuMHH, MOFaT Aa HACTBMAT BC/IEACTBHE HA €AUHHYHA N03a (BX. Touka 4.8) W morat aa Ovaat
’>KMBOTO-3acTpalllaBallid. AKO TakaBa peakLus Ce NMOABU, MPHEMAHETO Ha UMNPOQIOKCaLHH ciefBa 1a
Ce CNpPE M € 3aQb/IKHUTENHO Aa € NPOBEaE aA€KBATHO JIeUEHHE.

CopOoeuHocs008U U MOIbYHO-CHOOBY eghexmiu

Cooburasa ce 3a cjiy4ad Ha CHHAPOM Ha Kounis Apy NnauMeHTH, neKyBaHu ¢ LiMnpuHon (BxK. Touka
4.8). CunapomsT Ha Kounis ce onpeaens xare BTOPUYHM CHPACYHOCHIOBH CUMITTOMY HA aJISpruyHa
peaklMA WK peaklysi Ha CBPbXUYBCTBHTEAHOCT, CBbP3aHH C KOHCTPHKLIMA HAa KOPOHAPHUTE apTEPHH,
MOTEHUMATHO BOAELLA 10 MUOKAPAEH HH(APKT.

[Ipoovascume.IHu, uHeATUOUIUPANYU U NOMEHYUATHO HEODPAMUMYU CEPUOIHU HENCEIARU 1eKAPCMBECHY
peaxyuu

CboOlaBa ce 3a MHOTO PEAKH CIyYaH Ha NPOAB/HKUTENHH (NPOABL/KABALH MECELU UITU FOJHHH),
HHBATHAM3HPALIH H NOTEHLHATHO HeoDpaTHMH CEPHO3HH HEXKENAHH JIEKAPCTBEHH peaKLny,
33CATrallH Pa3/IH4YHH, NOHAKOra MHOIo CUCTEMH B OpraHu3imMa (MyCKyJIHO-CKENETHA, HEPBHA CHCTEMA,
[ICUXHKA H CETUBHH OpPraHy) NpH NaLMeHTH, NOJy4aBallld XHHOMNOHH M (PNYOPOXHHONIOHH,
HE3aBUCUMO OT THAXHATA Bb3PACT M BEYE CbLUECTBYBAIUMTE pUCKOBU hakTopu. LiunpodnokcaunH
TpabBa na ce cnpe He3abaBHO NPH MBPBHTE MPU3HALH HITH CHMINTOMHA Ha BCAKA CEPHO3HA HEXKEaHa
peaKUus KaTo naudeHTuTe TpsabBa a ce MOCHBETBAT 4 C€ CBbPKAT C TEXHHUS JIEKAp, NpeanuHca
JIeKapCcTBOTO, 32 ChBET.

Myckyano-cxenremnu cucmema

[To npuHuKn uunpodriokcaluH He TpsaOBa Ja ce U3N0N3Ba NPY NAUWEHTH C aHaMHeE3a 3a 3a00onsaBaHe
Ha CYXOXKHIMETO/HAPYUIEHHA, CBbP3aHH C NTEYEHHE C XHHONOHH. Bhipeku ToBa, B MHOIO pellkv
cnyuaH, cnea MUKpOOHONONrMYHO OKa3BaHE HAa MPHYUHUTENSR W OLIEHKA H&2 CbOTHOWIEHHETO
pucK/nosnsa, udnpoduokcalli MOXe Ja ce NpealHCBa Ha Te3W NAaLMEHTH 3a JIEYEHHE Ha HAKOH TEXKKH
uHpeKLUUH, OcOOEHO B Clyuaid Ha Heycrnex Ha CTaHJapTHATA TEpanus WK npu dakrepdaiHa
PE3UCTEHTHOCT, KOTraTO MUKPOOHONOrHYHHUTE JaHHHY MOraT [a OMpaBAasT H3NON3BAHETO Ha
uMNpodIOKCaLMH.

Tenounum u paiksCeane Ha CYXONCURUE

TeHAWHHUT U pPa3KbCBAHE HA CYXOXUIIHE (MTO-CNELIMATHO aXHJIECOBO CyXOKMIIHe, HO Oe3 na ce
orpaHW4aBa caMo A0 HEro), NOHAKOra JABYCTPaHHO, MOXKE [1a CE MOaY4H oule B pamxHTe Ha 48 yaca or
3aMO4YBaHE HA NEUEHHETO ¢ XHHOAOHH H (PIYOPOXHHONOHHK KATO MMa ChOOLLEHHS 3a TaKHBA, Pa3BUIIH
ce JOPYH J0 HAKOAKO Mecela cNe/l NpeKpaTaBaHe Ha iedeHueTo (BiK. Touka 4.8). PUCKBT OT TEHAUHUT
W pa3KbCBAHE HA CYXOXKHITHE CE MOBULIABA NPH MO-Bb3PACTHH NALMEHTH, NALIUEHTH ¢ OBOpeuHo
YBpPEKIaHe, NAUMEHTH C TPAHCMAAHTHPAH CONUAEH OPraH U TaKUBA, NEKYBAHH ChIbTCTBALUO C
KopTukocTepouau. 1o Tazu npuuMHa CLMBTCTBAIATA YNoTpeda Ha KOpTUKOCTEpOMAH TpAOBa 1a ce
130area.

[Tpy MbpBHUA NPU3HAK HA TCHAUHHUT (Hanp. 001E3HEHO NONYBAHE, BL3NANCHHE) JICYSHHETO C
uunpodiokcaurdH TpsOBa Aa ce NpekpaTH U Aa ce oOMHCIK ANTEpPHATHBHO JeucHuUe. Jget
kpaiinuk(un) Tpabsa ga 6bae(aT) nekyBaH(M) no noaxoddaLl HauMH (Hanp. o0e3aBH;
[a ce U3Moi3IBaT KOPTHKOCTEPOUAM, AKO Ce NOABAT MPU3HALUM HA TeHAUHONATHR. [/ &
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Liunpodnokcaunn TpabBa aa ce H3NOA3Ba NPEANa3NUBO MPH NALUUEHTH ¢ MHAaCTEHHA IPaBHC, TbH KaTo
MOKE a4 HACTBIHK BAOLIABAHE HA CUMNTOMHUTE {BX. Touka 4.8).

Aneepuzma u Qucexayus Ha aopmama u Pecypeumayus/He0ocmamvHHOCm Hd ChpOEYHUme Kianu
EnnaeMHONOrHYHITE NPOYYBAaHHUA NOKA3BAT MOBHLIEH PHCK OT AaHEBPH3MA W JHCEKALIMA Ha aOpTaTa,
OCODEHO MpH NALKMEHTH B CTAPYECKA BBH3PACT, KAKTO M OT PErypruTauHs Ha aopTHaTa U MUTpajiHara
Knana cneq npuem Ha payopoxvHoNoHH. CbhobleHu ca cayuan Ha aHeBpu3Ma M aMceKkauus Ha
aopTaTa, MOHAKOra yCI0XKHEHH Nopagd pa3KbeBaHe ( BKNOYHUTENHO € IETANEH H3X0) H
pErypruTaurs/HeJOCTATLYHOCT HA HAKOM OT ChPACYHHTE KNAMH MpH NatHEHTH, NpHeMally
$bAYOPOXHHONOHH (BXK. TOUYKa 4.8).
3aToBa QAYOPOXHHONOHUTE TPAOBA Aa ¢e H3NOA3BAT CaMO /€ BHUMATE/IHAa OLEHKA Ha
CHOTHOLLUEHHETO NOJI3a/PUCK U CleR pasrieXAaHE Ha ApYTH TEpaneBTUHHHN BB3IMOXKHOCTH NpH
NaLUeEHTH C NOJOXKHTENHA (PaMKIHA aHAMHE3a 32 AHEBPH3Ma WKW BPOAEHO 3a00nsiBaHe Ha
CbPACHHHTE KJ1amnu, MW NP MauWeHTH, AMArHOCTHLUMPaHA ¢ MPeAWECcTBAILa RHEBPHU3MA H/HITH
AHCEKaLMd HA aopTaTa UK 3aboNgBaHe Ha CbPACYHHUTE KNAMH, WIIH MPH HAIMYHME HA APYTH PUCKOBH
dakropu unu 3abonapaHus, npeapasnonaraiy
® KaKTO KbM aHEBPW3Ma M AKMCEKALIMS HA a0pTaTa M 3a perypruTauua/HeAoCTaTbHHOCT Ha
CbpJAEUHHTE KNamnu (Hanp. HapylleHHA HA CbEeIWHHTEIHATA ThKaH, Hanp. cuHApomM Ha Marfan
unu cuHapoM Ha Ehlers-Danlos, cuuapom Ha Turner, Sosect na Behcet, xuneprouns,
pPEeBMATOUAEH APTPHT, HITH AOMBbIHHTENHO
® pH aHEBPU3MA U JHCEKALMS HA aOpTaTa (Hanp. CbAOBY HapyLLIEHHSA, Hanp. apTepHUT Ha
Takayasu, ruraHTOKIETHYEH APTEPHHUT, U1K U3BECTHA ATEPOCKIEPO3a HITH CHHAPOM Ha
Sjégren), WK JONLAHKTETHO
® pH PErypruTalus/HeAOCTATLHHOCT Ha ChPaEYHWTE KNanu (Hanp. HHpEKLHOo3eH
CHIAOKAPOHT).
PHCKBT OT aHeBpr3Ma W AWCEKALMs HAa a0pTaTa U TAXHOTO Pa3KbCBAHE MOXKE CbILO Aa Ce NOBULLUH MPH
NaUHEHTH, JIEKYBAHU €AHOBPEMEHHO CbC CHCTEMHH KOPTHKOCTEPOUIH.
B chayuaii Ha BHe3anHa 00nka B KopeMma, FpbAHHUA KOLW WIHW rbpda nauveHTyTe TpadbBa na 6baar
NOCHbBETBAHU Ja C¢ KOHCYITUPAT He3abaBHO C IEKAp B CICILIHO OTAC/ICHHE.
[MauneHTuTe TpadBa xa ObAAT NOCHLBETBAHU Ja NOTHLPCAT He3abaBHO MEAMLIMHCKA MMOMOLY B C/Ty4ai Ha
OCTpa AMCNHeEA, N0ABa Ha chpuLeOueHe (MaNUTaLYK) WIK Pa3BUTHE HA OTOK Ha KOpPEMa WK AOJHHUTE
KparHHULIH.

Domouyecmeumennocm

[ lunpodaokcauuH NpHUYHHABA peaKLHH Ha POTOUYBCTBUTENHOCT. [lauueHTHTE, NpuMaLum
uMnpogrokcaumnH Tpadea na ObaaT cbBeTBaHHU Aa M30SrBaT NPIKOTO H3IJ1AraHE Ha CHJTHO CITbHLIE HITH
UV obabuBaHe no BpeMe Ha JieweHHeTo (BkK. TouKa 4.8).

3pumenHu HApYWieHus
AKO 3pEHHETO CE€ YBPEAHU WIM HAaCTBIAT KAKBUTO H 14 € edeKTH BbpXy ouuTe, TpAOBa BeaHara aa ce

NpoBeAe KOHCYNTALMUA ¢ OPTANMONOT.

[lenmpanna nepsna cucmema

HU3secTHO €, 4e XHHONOHUTE MOraT Ja NpeaH3BHKAT rbPUOBE WAH Aa MOHKXKAT CbPUOBUS Npar.
JloknaaBaHH ca OuNM M ciTydaH Ha enwienTUYeH craryc. Llunmpogaoxcaunn tpadea aa ce u3nonsea
npeana3iuBo Npu naudeHTy ¢ HapyieHus Ha LIHC, kouto morat na 6baat npeapasnonokest KoM
rbpUOBE. AKO Ce NOABAT MbPUOBE, NPHUEMAHETO HA LMNPOQIIOKCALHH CNeABa ka ObAE MpeyCcTaHOBEHO
(BkK. TOuka 4.8).

[lcuxuynu peaxyuu
[lcuXH4YHH peaxuUMH MOrart a c€ MOABAT OUIE C/IEA MbPBOTO NPHIOKEHHE Ha LHUNPpOd
pelKH CNy4au, AEPeCUATa WK NCUXO3U MOraT Aa NPOrpecHpaT A0 HAEH/MHCIIH, KO
Y [a JOBeAaT J0 ONUT 3a caMoyOUHCTBO WIIH U3BbPLIBAHE HA CaMOyOHHACTBO.

AKO Ce€ NOABAT ACNpecHs, NICHXOTHYHH PEaKLIHH, MUC/TH WIH NOBEACHHUE, CBBP3aHH
caMoybuiicTBo, unnpodnokcaurn TpsOBa Ja ce NPEyCTaHOBH.




Ipodvajcumeanu, uHeaAIUOUIUDAIYYU U NOMEHYUATHO HEODPAMUMY CePUOIHU HEJCETaRU JeKAPCMBEeHY
peaxyuy

Cbobuiaea ¢e 3a MHOTO peIKH CTy4Yan Ha MPOABLIKHTEIHH (MPOAB/IKABALUM MECEUH WIH FOJHHH),
MHBATHIN3IHPALLK H MOTEHLHATHO HEOOPAaTHMU CEPHO3HH HEXKENAHH JIEKAPCTBEHH PEAKLIMH,
3aCArALLM Pa3/UYHK, TOHAKOra MHOTO CHCTEMH B OpraHu3Ma (MyCKY/IHO-CKE/IE€THA, HEPBHA CHCTEMA,
NCUXHKA U CETHUBHHU OpraHu) Npy NailHeHTH, NOJYUABALIH XHHOAOHU H (PNYOPOXHHOJIOHM,
HE3aBUCHMO OT TAXHATA BB3PAacT U BEYE ChLUECTBYBALUUTE PHCKOBH dakTopu. Llunpodroxcaumu
TpAOBa aa ¢ce cnpe He3abaBHO NPH NbPBWTE NPU3HALHK WIH CHMNTOMH Ha BCAKA CEPHO3HA HEXKENaHa
peakL1a KaTo NauMeHTUTE TpabBa Aa ce MOCHLBETBAT Aa CE CBbPIKAT C TEXHHUA JeKap, npeanncan
NeKapCcTBOTO, 3a CbhBET.

I egug&epna Hespondmius
CroOwasa ce 3a CliydaHd Ha CCH30pHa WiH CCH30MOTOPHA MOJIMHEBPOTIATHA, BOACLLH 10 NApECTC3HH,

XMUINOECTE3UA, IU3ECTEIUS MM CNA0OCT MPU NAUUEHTH, NPUEMALIH XHHOROHH U (PAYOPOXHHOJIOHH.
[MTaunenture, kKOUTO NpueMat uMnpodaokcauuH, Tpadea aa 6baaT NOCHLBETBAHU Aa HHPOPMUPAT CBOA
neKap, Npeau 12 NMPoab/AKaT JIeHeHHETO, aKO Ce MOABAT CUMITOMHU Ha HeBpONaTHs, KaTo 6onka,
ycellaHe 3a napeHe, MpaByUKaHe, M3TpbNBaHe HaH cinabocT, 3a A2 ce MPEAOTBPATH Pa3BUTUETO Ha
noTeHuHanHo Heobparumo 3abonasane. (B:K. Touka 4.8).

Covpoeyunu HapyuieHusa

Tpabea na ce BHUMaBa NpH H3NON3BaHE HA QPIYOPOXHHOAOHH, BKIOUYHTENHO UHNPOPAOKCALKH, TPH

MauHEeHTH C H3BECTHH PUCKOBH QaKTOPH 3a yabxkasaHe Ha QT uHTepeana, kaTo Hanpumep:

- BpoaeH yabked QT cuHapom

- EnHoepeMenna ynortpeda Ha nekapceTsa, 3a KOMTO ¢ 3Hae, ue yabmkasar QT uHTepeana (Hanp.
knac 1A m 11l aHTHapUTMHYHH CpeacTBa, TPHUHKIHYHH AHTHAENPECAHTH, MAKPOJIUAH,
AHTUIICHXOTHLIN)

- HexopurupaHn enextponuteH aucOanasc (Hanp. XMNnoKaJlHeMHus, XMHNOMarHe3HeMms )

- CopaeyHo 3abonasane (Hanp. cbpaeyHa HEAOCTATBLYHOCT, HH(APKT HA MHOKAPAA,
Opaauvkapaus)

[lauveHTH B CTapvecKa Bb3PACT M XKEHHU Morart ja 6baaT no-yyBCTBUMTE/IHH KBM JIEKAPCTBA

yabmkasaluy QT-uxrepsana. Toea Tpadea aa 6bje B3eTO NOA BHUMAHHE NPH H3NOA3BAHETO HA

(GAYOPXUHOIOHH, BKIIFOYUTENHO LUMMPORIOKCALIUH, MPH TE3U NOIYNALHMHU. (BXK. TOUKA 4.2 NaLMUEHTH B

CTap4ecKa Bb3pacT, Touka 4.3, Touka 4.8, Touka 4.9).

Huceauxemusn

KakTo npu BCHHKH XWHOJIOHH, HMa ChOOLLIEHHS 3a HapYLIEHUS B HYBATA HA KPbBHATA 3axXap,
BIIIOYBALUH, KAKTO XUINOMIHKEMUA, TaKa H XUNIEPIAMKEMHUA (BXK. Touka 4.8), 0OUKHOBEHO npH
nuadeTHLM B CTapuecka Bb3pacT, Ha KOUTO Ce MpUnara CbnbTCTRALLA TEPANUA C NEPOPATHH
XUINOTJIMKEMHYHH cpeAcTBa (Hanp. raubeHknamMua) win ¢ HHCYNMH. ChoOLaBaHH ca ciy4yaun Ha
xunorimkemuyHa koma. [IpenopbuBa ce BHUMATENHO NpOCcAeAIBaHE Ha INOKO3aTa B KPbBTA NpH
NaLMEeHTH ¢ aMader.

Hapywenus na cmomawno-ypeenama cucmema

[TosBaTa Ha TeKka W NEPCHCTHpaALLA AHAPUA N0 BpEMe UK cnel JedeHue (BKIIOUHTENHO HAKOJIKO
CEAMMLM CIEA NIEUEHHE) MOXKE Aa 03HAYABA KOJUT, CBBHP3aH C MpUeMa Ha aHTUOMOTHK (KHBOTO-
3aCTpallaBaLio ChCTOAHHUE C Bb3MOXKEH daTaleH M3X0a) U U3HCKBA He3abaBHO NeveHue (BXK. TOUKA
4.8). B Takuea ciyuau, NpHEMaHETO Ha UMNPO(NOKCaUUH clieaBa He3abaBHO Aa ce MpeKpaTH U Ja ce
3arnoyHe Noaxoadila Tepanus. JlekapcTsa, HAaMaNABRALUN NEPHCTANTHKATA Ca NPOTUBONOKA3AHH B Ta3H
CHTYyaLMs.

Hapywenun na 6v6peyume u nukouynama cucmema
MUma cboblueHns 3a kpucTanypHs, CBbp3aHa ¢ M3MOA3BAHETO Ha uHNpodIOKCaLUH
[Manuentute, nony4asain uMnpodrokcauuH Tpadea aa ObaaT ao0pe xuapaTHpaH
H304TBa NMPEKOMEPHO ANTKANH3UPAHE HA YPHHATA.

Vepeacoane na Ovbpeunama yuxyus




Toit KaTo UHNPOGIOKCALIMH 10 FOAMA CTETNEH Ce eKCKPEeTUPa HernpoMeHeH upes On0peuure,
HeoOXoAKMa € KOpeKLiMg Ha 103aTa NPy NaUHEeHTH ¢ HapyLueHa ObbpeuHa PyHKUMSA, KAKTO € ONHCAaHO
B TOuka 4.2, 3a Aa ce u3berHe ysenwyapaHe Ha HEXE/NaHUTE NEKAPCTBEHH PEAKLIMK Nopaau
HATPYNBAaHE H3 LHUMPOMIOKCALMH.

Hapywenus Ha xenamobuuapnama cucmeua

Cny4aun Ha 4epHOAPOOHA HEKPO3a W XKHBOTO-3aCcTpailasalla YepHoapobHa HeAOCTATbYHOCT ¢a
NOKNA[BaHK NPH NeyeHrne ¢ uunpodaokcaunH (Bxk. Touka 4.8). B cnyyail Ha npyu3HaLX U CHMATOMH
Ha YepHOAPOOHO 3a0onaBaHe (KaTO HANPUMEDP AHOPEKCHS, KBATEHHLIA, ThMHA YPUHA, CHPOEXK HIH
Bone3HeH KOpeM), NeueHHETO TpadBa fa e NpeKpaTH.

lroxo3zo-6-hocham dexudpoecenazer Oehuyum

XeMONUTHYHH peakiyu ¢a Ounu JoKNaaABAHU NPH NEHEHHUETO C UMMPOMIOKCALIMH HA MALMEHTH C
raoko30-6-¢pocdar gexuaporenaser aepuuut. Llunpodnokcauun Tpadra aa ce u3dbArea npu Te3un
MauMEHTH, OCBEH aKO NOTEHLIMANHATA MO/M3a HaJBHIIABa Bb3MOXKHHA pyUcK. B To3u cnyuaid, Tpsbea na
ce caelM 3a NMOoTEHUHaNHA NoABa Ha XeMOJH3a.

Pezucmenmuocm

[To BpeMe nnu ¢cnea Kypc Ha AeueHHe ¢ uunpoduiokcaunH, MoraT na 6paar n301upaHu DakTepuy,
KOWTO Cca PE3HCTEHTHH KbM UMITPOGIOKCAUMH, ¢ UK 0€3 KIHHHUHO TPOsABEHa CynepHH(EKLA.
B13MOXKHO € na uma onpeaeneH puck npy H30opa nopaau HalrMure Ha LUNPOPAOKCALUH-
PE3UCTEHTHH DAKTEPHUH NO BpeMe HA MPOABIKUTENHO NIEYEHHE H NPH JIEUEHHE HA BBTPEOONHHYHH
HH}pEKLHH WHIH HHPEKUHH, NPpHUHHEHH OT Staphylococcus n Pseudomonas BUAOBE.

Lumoxpom P45()

LlunpodnokcaunH nuxudbupa CYPI A2 u no 1031 HAYHH MOXKE 1a NPEeAH3BUKA MOBHLUIEHA CEPYMHA
KOHUEHTpAaLUHUs Ha eAHOBPEMEHHO MPUIAraHH ¢ HErO BELLECTBA, KOUTO MeTabou3vupar upes3 To3M
eH3uM (Hanp. TeodhuaHH, KNO3aMUH, ONaH3anHH, PONUHUPON, TH3AHWINH, IYNOKCETHH, aroMeNaTHH).
[lopagu TOBa, NALUMEHTHTE, KOWTO MPHEMAT TE3H BELLECTBA €AHOBPEMEHHO C LUNMPOIOKCAUMH Cl1eBa
na ObaaT npochieasBaHyd BHUMATENHO 33 KIMHUYHM NIPH3HALM HA NPeA03HUpaHe, KAKTO U MOXKe Aa ce
HaN0XH ONpeACNAHE Ha CEPYMHHUTE UM KOHUEHTpaUHH (Hanp. Ha TeoPuinH) (BXK. Touka 4.5).
EAHOBPEMEHHOTO NPHIOKEHHE HA UMNPOQPIOKCALIMH H TU3AHHAHWH € NPOTHBONOKA3HO.

Memompexcam
EnHoBpeMeHHa ynotpeda Ha uunpodnokcaliMH ¢ METOTPEKCAT HE Ce MpenopnyBa (BxK. Touka 4.5).

Jlabopamopnu mecmoge

[Ipu onpeaensiHe in-vitro Ha aKTUBHOCTTA Ha UUnpodaoKcauuH cpewy Mycobacterium tuberculosis
MOXKe Ja ¢€ nosay4yaTt QanllMBHY OTpHUaTENHH GaKTEPUONOrHYHH pe3yNTaTH B NpoOU OT NauKEHTH,
KOHUTO B MOMEHTA NPUEMAT UUNPOGIOKCALIUH.

Peaxyuu Ha cmpana Ha MACMOMO HA NPUAONCEHUE

3a peakuUuH, Ha MACTOTO Ha NPHITOKEHHE ca OUNTM AOKNAABAHH MPU UHTPABEHO3HO NPUIIOKEHHE Ha
uunpogaokcaunH. Te3u peakunH ¢a No-4e€CTU, ako HHPY3UATa ce npunara 3a 30 MUHYTH HIIH No-
KpaTko BpeMe. Te MoraT Aa ce NpoaBAT KATO MeCTHH KOXKHH peakLuy, KOUTO U3UE3BaT CKOPO ¢liel
npUKAOUBaHe Ha HHGY3uA. [locneapalo HHTPABEHOZHO NPHIIOIKEHHE HE € MPOTHBONMOKA3AHO, OCBEH
aKO peaKuMaTa He CE NOBTOPU Wik C€ BJIOLUM.

Baosicnu npedynpedicoenus 3a noMowHume geutecmed
Llunpunon 200 mg/100 ml undy3uones pasrsop cbabpxa 351,03 mg HaTpuit Ha dnakoH (3,51 mg Ha
ml) ekBuBaieHTHO Ha 17,55% oT1 npenopbuanus o1 C30 MakcUMalieH IHEBEH NPUEM OT 2
BBL3PACTEH.

Liunpuxon 400 mg/200 ml uady3smonex paszreop cuawpxa 702,07 mg HaTpumit Ha da
ml) ekpusaneHTHO Ha 35,1% oTr npenopbuaHusa or C30 MakcuManeH JHEBEH MPUE
Bb3PACTEH.




MakcumanHaTa 4HeBHa 403a OT TO3M NPOAYKT € eKBHBaeHTHA Ha 105,3% oT npenopburTeIHNUS
MakcUMasicH AHeBeH npuem Ha C30 ot 2 g HaTpui Ha Bb3pacTeH.

[lunprHoN ce curTa 3a NPOAYKT C BHCOKO ChAbPXKAHHUE HA HATPHH.

Tosa TpaGBa na ce UMa B NPEABU NMPH NALMEHTH HA AMETA C HUCKO ChABbPIKAHUE HA HATPHIA.

4.5 B3anmogeificTBHe ¢ APYIH JJeKAPCTBEHH MPOAYKTH H APYrH GOPMH HA B3aUMoaeHCcTBHE

Edhexmu na Opyzume aexapcmsa 6bpxy yunpo@aokcayu.

Jexapcmea, 3a koumo e uzgecmno, ye yovixcasam Q1 unmepsaia

Liunpodnokcaumn, nogoGHo Ha apyruTe GayOpOXHHONOHHM, TPAOBa Aa Ce H3NON3Ba ¢ NOBHUIEHO
BHHUMAHHUE NPH NALKUEHTH, NPUEMALLIH IEKAPCTBRAE, 3a KOMTO € H3BECTHO, Y€ yabaxkasaT QT uHreprana
(Hanp. knac IA u Il anTHapUTMHYHKU CpeacTBa, TPHUMKIHYHH AHTHIETIPECAHTH, MaKpOIUAH,
AHTUNCHXOTHLUH ) {BXK. TOuUKa 4.4).

IIpobenuyuo

[Tpobennuna nosnusea ebpxy 6ubpeuHara cexpeumns Ha uMnpodaokcauuH. EAHOBpEMEHHOTO
NpUICKEHHE Ha NPOOEHULMA Y UHNIPOPAOKCALIMH YREINYaBA CEPYMHUTE KOHUEHTPALIUM Ha
LM NPOQIOKCaLHH.

Memoraonpavuo

MeTtoknonpamia yckopasa abcopObumata Ha uunpodaokcaumH (nepopalieH), KOeTo BOAU A0 M0~
KPaTKO BpeMeE 3a J0CTHIAHE HA MAKCUMANTHUTE M1a3sMeHU KonueHTpauuu. He ce Habnionaea edekr
BBPXY OHOHANTHYHOCTTA HA LHIMPOGhNOKCALIMH.

Omenpazon
EAHOBpEMEHHOTO npuaaraHe Ha UHNPOoPIOKCALHH U OMENPA30/ ChAbPXKALUH JIeKAPCTBEHH NMPOAYKTH
BOAHW A0 JieKO peayurpaHe Ha Chac H AUC Ha unnpodJiokcauuH.

Edexmu na yunpoghroxcayun evpxy opy2u aexapcmsen RPoOyKmu.

Tuzanudun

Tu3zaHHaWH He TpabOBa aa ce npuaara 3aeaHo ¢ uunpodokcauuH (Bx. Touka 4.3). B eaHO KIHHHYHO
H3MHTBAaHE ¢bC 3paBy 100POBO/ILM €A OTYETCHH NOBHUILIABAHE Ha CEPYMHATATa KOHLUEHTPALUs Ha
TU3aHUAHH (Crax yBeNWUeHHe: 7-kpaTHO, 00xBaT: 4 Ao 21 nvtu; AUC yBennuenue: 10 mbTH, 0O6xBart:
oT 6 10 24-KpaTHO), KOraTo ce npuiara e1HOBpEMEHHO ¢ uunpodnokcauunH. [losuwmasaHeTo Ha
CEPpYMHUTE KOHUEHTPALUMH HA TU3AHHAUH € CRBP3aHO ChC 3aCH/IEH XHMOTEHIHWBEH U CedaTHBEH eheKT.

Memompexcam

PeHanHuaT TyOyAeH TpaHCNOPT HA METOTPEKCAT MOXKE Aa Obae NOTUCHAT NPH €AHOBPEMEHHO
NPHIOKEHHE C LMNPOMIOKCALUMH U NOTEHUHANHO BOAH A0 MOBMLUABAHE HA NNA3MEHUTE HHBA Ha
METOTPEKCAT M NMOBHLLEH PUCK OT METOTPEKCAT-CBBbP3aHU TOKCHYHU PeakunH. EaHoBpeMHHA
ynotpeba He ce npenopbyBa (BX. TouKa 4.4).

Teogpunun

EAHOBPEMEHHOTO NPUNOKEHHE HA UMNPOPIOKCALMH U TEODHIMH MOXKE Aa A0BEAE A0 HEXKEIAHO
NOBHULLIABAHE HA CEPYMHATa KOHLUEHTpaUusa Ha TeopuivH. ToBa MOXKE 1a JOBEAE A0 TEOPHIIHH-
WHAYUHPaHH HEXKENAHU pEaKLLHM, KOUTO MOraT paaKo MOrar 1a 0bAaT )KHBOTO-3aCTPALABALLH HIH
¢atanuu. [lo BpeMe Ha kOMOWHaLKA, CepYMHUTE KOHLEHTPaUUK Ha TeodhunnH Tpabea ga Obaar
NpoBEPABaHU H Na Ce peayuUpa A03ata Ha TeodUNKMH NpH HeOOXOOHUMOCT (BXK. TOuKa 4.4).

Apyeu xcanmunosu npou3eoonu
[Ipy eHOBPEMEHHO MPUNOKEHHE HA UMNPOPIIOKCALUHMH U KODEHH HAY MEHTOKCHPUITH
(OKCNEHTUPHIIHH) HMA CLOOLICHHUS 33 MOBULUABAHE HA CEPYMHHUTE KOHLUEHTPALMH HE
KCAaHTHHOBU MPOHU3BOIHH.




QDexumoun

EfHOBPEMEHHO NMPHIIOKEHHE Ha UMITpOodAOKCaUMH U PEHUTOUH MOXKE Aa JOBEAE A0 YBEIHMHABAHE UK
HaMa/siBaHe Ha CEPYMHHTE HUBA HA (PEHUTOUH, TaKa Ye Ce NpenopbUBa NpocieasBaHe Ha
NEKAPCTBEHUTE HUBA.

L{uxrocnopun

[IpexoaHo NosUiIaBaHe HA KOHUEHTPALIMATA HA CEPYMHUA KpeaTHWHHUH ce HaboaaBa koraro ca Ounu
NPHNOKEHH EAHOBPEMEHHO LHNPOPIOKCALKMH H LHKJIOCNOPHH ChAbPXAUIH IEKAPCTBEHU NPOAYKTH.
[Topaau ToBa YecTo (ABa NBTH CEAMUHHO) € HEOOXOAUMO 1a C€ KOHTPOAUPAT CEPYMHUTE
KOHUEHTPALMH HA KPEATHHHH NPH TE3N MAUUEHTH.

Anmazonucmu Ha eumaviun K

EaHOBpEMEHHO NpUROKEHHE HA LUUTPOQUIOKCALMH ¢ aHTArOHUCTH Ha BUTaMMH K Moxe na 3acuiu
HErOBUTE AHTUKOArynaHTHH eekti. MMa MHOro ¢cbo0l1eHHA 33 noBHUIaBaHE Ha NepopanHaTa
aHTHKOAryJaHTHa aKTHBHOCT MPH NAUUEHTH, NPHEMalld aHTHOAKTEPHANIHH areHTH, BKITIOUHTEHO
pyopxuHonMoHH. PUCKBT MOXe aa ce pa3nvyaBa B 3aBUCMMOCT OT BMAa HA HHEKLHMATA, Bb3pacTTa H
O0OLIOTO CHCTOAHUE HA NALMEHTA, TAKa Y€ pONSATa HA UMNPOPIOKCAUUH 3a noBuiuasaHe Ha INR
(MeXAYHaApPOAHO HOPMATHU3UPAHO CHOTHOLUEHHE) € TPYAHO MOXKe aa ce npeuecHH. [lpenopbunTtenHo e
INR na ce HabnrogaBa 4eCcTo MO BPpEME HA M MAIIKO Cllell EAHOBPEMEHHOTO NPUIOKEHHE Ha
UMNpo¢AOKCaUMH ¢ aHTAaroHUCTH Ha BUTamuH K (Hanp. BapdapuH, alleHokymMapon, GeHnpoKyMoH
WK Gy UHOAHOH).

Lyvioxcemun

B KAMHWYHH NpOyYBaHHA € 10Ka3aHO, Y€ €AHOBPEMEHHATA YrioTpeda Ha JYJOKCETHH C MOLLHH
uHxMoHuTOpH Ha CYP450 1A2 n3oen3nm, kato QpyBOKCAMHH, MOXKE 1a N0OBEAE A0 YBENHYaBaHe Ha
AUC u Cax Ha aynokceTHH. Bunpeky ve HAMa A0CTaTb4¥HO KIIMHHYHM JaHHH 33 Bb3MOXHO
B3aMMOAEHACTBUE C UUNPOGUIOKCALUH, NOJ0OHH eeKTH MOoraT Ja ce o4aKksa Npy €IHOBPEMEHHOTO
npunoxeHue (Bxk. Touka 4.4).

Ponunupo.n

JoKa3aHO € B KIIMHHYHO [POYUYBaHE, Y€ EAHOBPEMEHHOTO NPHUIIOKEHHE HA PONIMHHAPOI H
LUHNpogaokcauuH, ymepeH HHXHOUTOp Ha CYP450 1A2 u3oeH3um, Boau a0 noBHLIABAHE HA Crax U
AUC na ponununpon ot 60% u 84%, croTBeTHO. MOHHTOPHHI Ha PONUHHPOJI- CBbP3aHUTE HEXKeTaHH
NEKApCTBEHN PEaKLUMHK U KOPEKLHA Ha 103aTa B 3aBUCHMOCT OT Cly4as Ce MpenopbyBa No BpeMe Ha U
MATKO ¢hel €AHOBPEMEHHOTO Npujarade ¢ urnpodaokcauut (Bx. Touka 4.4).

JTuooxaun

Toea € 6UN0 AEMOHCTPUPAHO NpPH 3ApaBH HHAWBHAH, Y€ eIHOBpeMEeHHATA ynoTpeda Ha NTHAOKaHH
ChAbPIKALLH JIEKAPCTBEHH NPOAYKTH ¢ UMNpodIoKcaurH, ymeper uaxuburop Ha CYP450 1 A2
H30€H3HM, HAMaNABa KJIUPbHCA HA UHTPABEHO3HUA JTHAOKAUH C 22%. BblipekH, 4€ neyeHUeTo ¢
MUAOKaWH CE NOHACA 100pe, Bb3IMOXHO € Bb3HHKBAHE HA HEWKEIAHH PEAKUWH B pe3y/iaTaT Ha
B3aUMOAEHCTBHETO ¢ UMNPOGIOKCALMH MPH €AHOBPEMEHHO MPUNOKEHHE.

Krozanun

Cnen eqHoBpeMeHHO npuioxeHHue Ha 250 mg uMnpodIOKCaUKH € KJ03aMHKH B NIPOABL/KEHHE HA 7
AHH, CEPYMHUTE KOHLEHTPALMK HA KJ103anuH U N-Ae3METHJTKI03aMuH ce yBenu4iana ¢ 29% u 31%,
CbOTBETHO. [Ipenoprusa ce KNIWHUYHO HABMKOAECHHE W NOAXOAALIO KOPUTHpaHe Ha 103aTa Ha
KNO3anydH Mo BpeMe U CKOPO CNea eAHOBPEMEHHOTO MPUNOKEHHE ¢ uHnpodaokcaulH (Bx. Touka 4.4).

Cundenagun
Cmax H AUC Ha cunaenadgun ca ce ypesinuund 61430 ABa bTH NPH 31paBK HHAWBUAHW CNES

nepopainHa ao3a ot 50 mg npuera eanospemerno ¢ S00 mg unnpodnoxkcaumt. [Nopa 1// % ’70,%\
M3MCKBA MOBHLIEHO BHHMAaHHE [PH NPEANMCBAHETO HA LMMPODIOKCAUNH €AHOBPEMGH IR
cHiiaeHad 1, KaTo TpAOBa Aa ce Ce B3EMaT MpeaBU PHCKOBETE H MOA3UTE.

Acomenamun




B xIMHMYHH NPOYUYBaHHUA € NOKa3aHO, Ye (TYBOKCAMHH, KaTo cuiieH HHXnOHuTOp Ha CYP450 1 A2
M30E€H3UM, NOAYEPTAHO HHXHOUpA MeTabonW3Ma Ha arOMENaTHH, KOeTo BOAU A0 60-kpaTHO
MOBULLIEHHUE HA EKCMO3HLIMATA HA aroMenaTHH. Bbnpekn 4e HAMA KITHHHYHH NaHHH 32 Bb3MOXKHO
B3aMMOAEUCTBHE ¢ UUNPOdOKCaLUH, yMepeH HHxHOuTop Ha CYP450 1 A2, Moxe na ce ouakear
noaoGHy eheKTH NPH €JHOBPEMEHHOTO UM MpUIoxkenue (BxK. "uutoxpom P450" B Touka ,,Cneunantu
npeaynpexaeHus U Npeana3Hi MepKu nmpu ynorpeda”).

JoanuoeM
EaHoBpeMEHHOTO NpuiOkKEHHUE Ha HUNPOPIOKCALUHH MOXKE Aa NOBHIUIM KPBBHHTE HUBA HA 30NHAEM,

eAHOBpeMeHHaTa ynotpeba He ce npenopbusa.

4.6 DepruanTtert, OpeMEHHOCT H KbpMeEHe

bpemennocm

HanuuHute AaHHU 38 NPUIOKEHHETO HA UMNPOGUIOKCALUMH NPH OpEeMEHHH XKEHH, HE MOKA3BAT
pa3BuTHe Ha MandopMaLKMK UK Ha QeTo/HeOHaTaNHA TOKCHUHOCT Ha LMnpodaokcaumH. I1poyusanus
NPy >KHBOTHH He MOKa3BaT AUPEKTHHA WM WHIAMPEKTHU YBPEXAaLllH €PEKTH N0 OTHOWEHHE HA
penpoayKTHBHAaTa TOKCHYHOCT. [1pu Maay Y HEAOHOCEHH XHBOTHH, TPETHPAHH C XHHONIOHH, €
HabMoAaBaAHO YBPEXKAAHE HAa XpYLIAAA, KATO 10 TO3K HaUHH, HE MOXKE 14 C€ HIKNKOUH, Ye
NEKapCTBOTO MOXE /12 NPHYHHH YBPEXKAAaHE HA CTABHHA XPpYLUAA B YOBELUKHA OPraHH3bM MNpy
HeJoHOCEHM Aeua/mnoa (Bk. Touka 5.3).

KaTto npeanazHa Mapka, 3a npeanoyuTaHe € Aa ce H30ArBa U3NnoJ3BaHETO HA UHNPODIOKCALHH MO
BpeMe Ha OpeMEHHOCT.

Kvpuene
LlunpodnokcauunH ce ekckperHpat B kbpMata. [lopaay noTeHUHAIHNA PHCK OT CTABHH YBpEiKAaHH3,
uunpodokcauuH He TpabBa aa ce H3INOJ3Ba 10 BPEME HA KbPMEHE.

4.7 EdexTH BLpXY cnoco0HocTTA 32 modHpaHe H padoTa ¢ MAMIHAH

[fopanu cBoUTE HEBPONOTHYHH €(PEKTH, LHNPOGIOKCALUHH MOXE 1 OKaXe BIHAHHE BbPXY BPEMETO
3a pearvpane. [1o To31 HaunH, cnocobHocTTa 32 WogHupaHe UM paboTa ¢ MALLIMHK MOXE 1a Obae

HapyuUICHA.

4.8 HexenaHH 1eKapCTBEHH PEAKIHH

Hait-yecTo cbhobliuaBaHuTe HexenaHH nekapcteedd peakuud (HJIP) ca rangene v guapus, nospbsuiaHe,
MpEeXoAHO NOBUIaBAHE HA TPaHCAMUHA3UTE, OOPUB U PEAKLIMM HA MACTOTO HAa NPUJIAraHe Ha
UH}Y3UHTE.

HJIP, noayyeHu OT KIHHUYHM APOY4BaHUA H OT HabalOAeHHWe, Cied NyCKaHe Ha Na3apa Ha
LHpo¢AOKCAUMH (NEPOpaNHA, HHTPABEHO3HA U CEKBEHUHANIHA TEPANHA) MPYNHPAHH MO KATCTOPHH Ha
YyecToTa, ca H30pOeHU No-a0/y. AHATM3BLT HA YECTOTATa B3eMa NoJ BHUMaHWE JaHHHUTE OT [ABETa
Ha4YHHA Ha NPHIOKEHUE, NEPOPATTHO H HHTPABEHO3HO, HA LUMIPOGIOKCALIHH.

Knacudnu- 4eCTH HEYeCTH peaKH MHoro peaku C HEM3BECTHA
uupane no > 1/100 > 1/1 000 go < > 1/10 000 no < < 1/10 000 4yecTOoTA (HE
OpraHHM o < 1/10 | 1/100 1/1 000 MOxe aa Obae
CHCTEMHU onpeneseHa ot
HaJTUYHUTE

Hudekunn n [bOUYHH

Napa3HTO3H CYTNEPHHPEKLIHH

HapyweHHS HA Eo3znHopunus JleBkoneHus XeMONUTHYHA
KPBBTA H AHEMHUS aHEMHS

HeyTtponeHus ArpaHyJIoUHTO3a




aumbnarta JleBKOUKWTO3] [MaruHTONEHUA
CHCTEMR Tpombo- (>KMBOTO-
IATONEHHUS 3acTpatasania)
TpomOoUHTEMHA [ToTuckaHe Ha
KOCTHHA MO3bK
(K HUBOTO-
3acTpauiapailla)
HapyuieHHs Ha Anepruyuu AHadunaKTHYHH
MMYHHATA peakuMH peaKUHH
cHcTEMA AnepruyeH oToK AHadunNaKTHYEH
/aHrnoenem WOK (3KMBOTO-
3acTpaiuapalil)
(BXK. TOuKa 4.4)
Peakunu nogodHu
Ha cepyMHa DonecT
Hapyuienns ua CuHApPOM Ha
€HAOKPHHHATA HeaaeKBaTHa
cHCTEMA CEKPELIHA Ha
AHTHAHYPETHY
eH XOPMOH
(SIADH)
Hapywenna Ha HamaneH anetut | XHNEprivkeMus Xuno-
MeTadoH3IMA H XHUMOTTHKEMHSA TMUKeMUYHa
XPAHEHETO (BX. TOUKa 4.4) koMa (BX.
To4Ka 4.4)
[Tenxuunu [TcnxomoTopHa OObpxBaHe H [IcuxHuHu peakuu | MaHus
HApYLUEHHA™* X HNEPaKTHB- Oe30pHEHTALINUA (noTeHUHaANHO XHITOMAHHA
HOCT/ peakuHH Ha 3aBbPLIBA ChC
0e3noKoNCTBO DEe3INOKOHCTBO CYHUUIHH Hacy /
[latonornuHu MHUC/TH HJIH OTIHTH 32
CbHMLIA caMoyOHWHCTBO U
Henpecns caMoyOMACTBO) (BXK.
{(NOTEHUHANHO TOYKa 4.4)
3a8BbPLIBA CbC
CYMUWIHH Kaeun /
MUCIIH KUJTH ONUTH
3a CaMOyOHIACTBO
H CaMOYOHiiCTBO)
(BX. TO4Ka 4.4)
XanuHHalur
HapyuieHus Ha ["nasobonue [lap- u Murpeuxa [lepudepua
HEepPBHATA O0vpkBaHe Husectesus Hapyuwexa HEeBpONaTHA,
cHcTema™™ 3amaiBaHe XUnoecre3us KOOpAWHALUHSTa [MOJIMHEBPO-
HapyweHHna Ha Tpemop HapyuieHa noxoaka | natud
ChHA [Ipunaabuwm (BKA. Hapywenua na (BX. TOYKA
Bkycosu CTUIENTHYEH 0DOHATETHUSA HEepPB 4.4)
Hapy LUEHNA CTATYC BXK. TOUKA XUMEPTOHHA H
4.4) MO3bUEH
Bepruro MCeBAOTYMOP
3pHTEeNHH 3pUTENHH 3puTenHa
HapylleHHs ™" Hapy WeHUA aedopMauus Ha
(Anmionus) LIBETOBETE
HapyweHHa Ha TuHuuTyC
yYX0TO H 3ary0ba Ha ciayxa /
nabupuura*® yBpeXaHe Ha
cnyxa
Cupaeusn Taxuxapaus

HapyILeHHa***




(croOdwapauu
NpeAXMHO MpH
NALHEHTH C
DUCKOBH
dakTopu 3a
QT
Yy AbMAKaBaHE),
EKI QT-
YABLIXKABAHE
(BX. TOYKa 4.4
H4.9)*
Cunapom Ha
Kounis
CnaoBH Basonunarauus Backynur
HApYLLIEHHRA™** XHUNOTOHHA
CHHKON
Pecnun-paTopHH, HucnHes
rpbLAHH H MeJHa- ( BIJIFOUMTETHO
CTHHAJTHH aCTMaTHYHO
HAPYUWIeHHHA CbCTOAHUE)
CromMamHo- "anene [Mospbliane Cabp3ad ¢ npHema | [laHkpeaTur
YpEeBHH Huapus [(acTpOMHTECTHH | HA AHTUOUOTHK
HapYIIEeHHS allHH U KOPEMHH | KOJIUT
00aKH (MHOrO PANKO C
Hucnencus BbIMOXKEH
MeTeopH3bM daraneH H3xon)
(BX. Touka 4.4)
Xenaro- [TopHinapade Ha | HepHoopoOHO YepHoapoOHa
OHAHApHM TPRHCAMHHA3NTE | yBpexaaHe HEKpo3a
HapYWEHHUA [loBuwasane Ha | XonecraTHuHa (MHOrO psIKo ce
bunupybun KbATEHH LA pa3aHBa 10
Xenarur *XHBOTO3aCcTpallaBa
la yepHoapodHa
HEJOCTATBLYHOCT)
(BX. TOuKa 4.4)
HapyuieHna Ha Obpue Peakuuu Ha [Tetexun OcTtpa
KOXATa H [TpypuTyc ¢oTouyBcTBUTENH | EpuTema reHepatnupa
NOAKOXKHHTE YpTukapus OcT (BXK. TOYKA MYITH(HOpME HA €K3aHTEMA-
ThKaHH 4.4) EpHTema HOJ03YM TO3HA
CuHapoM Ha mycTyn03a
Stevens- (AGEP),
Johnson NeKapCTBEHA
(NOTEeHUHaANHO peaKLuA ¢
KHBOTO3acTpallaBa | €O3UHOPU-NUA
1) H CHCTEMHH
TOKCHYHA CUMNTOMM
enuacpManHa (DRESS)
HEKpPOJ1K3a
(MOoTEeHUHANTHO
KHBOTO-
3aCTpalliaBalua)
HapyuieHHa Ha MyckynHockeneT | Muanrus MyckynHa ciaboct
MYCKYJIHO- Ha 6oJsika ApPTpHT TeHnoBariHuT
CKe/IETHATA (nanp.6osika B MoeuiueH pynTypa Ha
CHCTEMAa, KpafHHULIMTE, MYCKYJIEH TOHYC U | CYXOXWIHETO
KOCTHTE K bonka B rupoda, KpaMnu (npeaumMHO
CheIHHHTEIHATS Oonka B rbpaAUTE AXWIEecoBO
ThKaH™* ApTpanrus CYXOXUITUE) (BK.
TOuKka 4.4)

Oboctpane Ha




CHMITOMHU Ha
MHACTEHHS TPaBHC
(Bx.TO4KA 4.4)
HapywmeHHs Ha YBpexaane Ha buOpeuHa
OLOpeunte U ObOpeLHTE HEAOCTATHYHOCT
NMHKOUHHTE XEMATYPHA
NbLTHILE KPUCTANYPHUA (BXK.
To4ka 4.4)
Tybyno-
HHTEPCTHLHAJICH
HePpHT
O61n Peakuun | AcTeHus OToK
HAPYLUCHHA H Ha TpecKa HM3norsaBaHe
ePeKTH HA MACTOTO (XHnepxnaposa)
MACTOTO Ha Ha HHXKe-
NPHAOKEeHHe** KTHpaHe
H WHY-
3IHA
HU3cneaBaHHA [losuinasake B [ToBHlIEHa [ToBHLIaBaHe
KPbBTA Ha amuiaza Ha INR (npwu
anKanHara NaLHEeHTH,
¢ocdarasa NIEKYBaHH ¢
AHTArOHHUCTH
Ha BUTAMHH K)

* Tean cbOUTHA ca CHODLIEHH MO BpeMe Ha MOCTMAPKETUHIOBHUA MIEPHO H C€ HaDNIOAABAT NMPEAHMHO
cpe/l NaLMEHTH ¢ NOMBIHUTEHH PUCKOBH (pakTopH 3a QT yabkasane (BX. Touka 4.4).

** CrobulaBa ce 3a MHOIO PEAKH Clly4an Ha NPOIALKHTENHH (10 MECELH KN TOAHHMH),
HHBIHAH3INPALLH H AOTEHLHATHO HEOOpPaTHMHM CEPHO3HH NEKAPCTBEHH PeaKUHH, 3acATalll HAKOJKO,
OHAKOra MHOTO CHCTEMO-OPraHHHU K1acOBE U CETHRA ( BKJIKOUUTENHO PEaKLHK KaTo TEHAWHMUT,
pa3KhCBaHE HA CYXOXHITHE, apTpanrus, 6onka B KpadHHLIHMTE, HAPYLIEHHE HA MOXOAKATA, HEBPOMATHH,
CBBbP3aHM C NAPECTEIUK U HEBPAJITHA, YMOPA, NCUXHUATPUUHU CUMITTOMH ( BKITHOUHTEJIHO HAPYLLUECHHA
Ha CbHA, TPEBOXKHOCT, MIPHUCTBINM Ha NAHUKA, ACMPECHA U MUCJIH 32 CaMOYOUHCTBO), HApYUIEHHE Ha
NaMeTTa U KOHLEHTPALIMATAH YBPEXKIAHE Ha CyXa, 3PDEHHETO, BKYCa H OBOHAHHETO) BLB BPb3Ka C
ynotpedata Ha XHHONOHH H (PAYOPOXHHOIOHH, B HAKOM CAy4aH, HE3aBUCUMO OT BEUE
CBLLIECTBYBALLATE PUCKOBH (pakTopH (BK. Touka 4.4).

** [1pu nauMeHTHTE, NpUeMaLly (ayOpPOXHHOIOHH, Ca ChOOLIEHH C1y4Yad HA aHeBpU3Ma M JHUCEKaLlns
Ha aopTaTa, MOHAKOra YC/IOXKHEHH NOPaAH pa3KkbCeBaHe (BKIIOYHTENHO C JIETANEH U3X04) U
perypruraumusa/HeIOCTaThUYHOCT HA HAKOU OT ChPIAEUHHTE Kaanu (BX. Touka 4.4).

CneaHUTEe HEXENAHM peakLMy Ca ¢ N10-BUCOKA YECTOTA B KATETOpUATA HA NOArPYNHUTE HA NALHEHTUTE,
[MpUEMaLlH HHTPABEHO3HA MY CEKBEHLIHANHA (NPpeMHHaBaHe OT HHTPABEHO3HO Ha MEPOPANHO
NEYCHHE) TEpANHA:

YEeCTH MOBPBUIAHE, NPEXOHO MOBHLIABAHE HA TPAHCAMUHA3UTE, OOpUB
He4YeCcTH | TPOMOOLMTONEHHUS, TPOMOOLMTEMUA, OOBPKAHOCT H AC30PHEHTALIMA, XaNtOLUHHAUKH,
nap- ¥ AM3ecTe3us, NpHNaabuy, CBETOBBLPTEXK, BUIYAINHH CMYLILIEHHS, 3ary0a Ha ClyX,
TaXUKapAHA, BA30OAUNATALUA, XUITOTOHMA,

NPeXOAHO YSPHOAPOOHO YBPEXKAAHE, XONECTATHUYEH UKTEP, ObOpeUuHa HeJOCTATbYHOCT,
OTOK

peaKH NaHUMTONEHHA, KOCTHOMO3bYHA AETIPECHA, aHADHIAKTHYEH LUOK, MCUXOTHYHHU PEaKLIHH,
MHIpeHa, pa3CcTPOKCTBO HA OOOHATENEH HEPB, YBPEAEH CITYX, BACKYJIUT, MAHKPEATHUT,
YepHOApOOHA HEKPO3a, NETEXHH, Pa3KbCBAHE HA CYXOXKWIUETO




CrobL1aBaHe Ha NOX03UPAHU HEXKETAHHU PEaKItHH

Cbo0LaBaHeTO HA NOJO3UPAHH HEXEMAHH PpeakuuH ciel pa3peluaBaHe 3a ynorpeda Ha NexapCTBEHHS
MPOAYKT € BaXHO. TOBa No3BonABa Aa NpoAbLIKM HAO0NOIEHHETO HA CHOTHOWEHHETO NOM3a/PHCK 32
neKapcTBEHUA NpoayKT. OT MEAHLIMHCKHTE CNELHATHCTH C& M3UCKBA Ja ChoOLUaBaT BCAKA
MOJO3HPAHa HeXKelaHa peakuHrs 4ypes

M3nbnHWTENHA areHLMS NO JieKapcTBara

ya. ,.JlamsH ['pyes” Ne §

1303 Codus

Ten.; +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3unpane

Cumnromu

Hma chobiuenue 3a npego3vpale ¢ 12 g KOETO € A0BENO A0 JIEKH CUMITTOMH Ha TOKCHYHOCT. [1pu
OCTpO npeao3npaHe ¢ 16 g e cbobiueHo, ve € 108eno 10 ocTpa 6BOpeHHa HEAOCTATBHHOCT.
CHMNOTOMHTE Npy NPEAO3UPAHE Ca BUEHE HA CBAT, TPEMOP, NaBoOOAHE, OTNAAHANOCT, MNLPUOBE,
XanouvHaudu, oobpkBase, abaoMuHaneH auckomadopt, 6v0peuHa u uepHONpoOHA HEIOCTATLHHOCT,
KaKTO M KpHCTanypus H XxemaTypus. Mma cboblueHus 3a obpatima 6b0peuHa TOKCHUYHOCT.

JleyeHue

OcBeH PYTHHHWTE MEPKH NMPH CNELLIHK CIyUYau Hanp. Npead3BHKBaHe Ha NOBPbLIAHE, NOCAECABAHO OT
NPHEM HA MEAHLMHCKH BbIJIEH, CE MPENopbYBa Ja ce cnean 6bdpeunaTa PyHKUHA, BKIIOUHTENHO H
pH # KHCETMHHOCTTA Ha YPHHATA, aKo € HEOOX0AUMO, 32 fla ce NpeJOTBPaTH KPHCTANYPHA.
[MauneHTHTE TpaOBa na ca NoOpe XHMAPAaTHPAHH. AHTHALMAHHTE CPEACTBA, ChABPAKALLH KaNnUHi Wi
MarHe3nit Morar TeopeTHyHo Aa Hamanat abcopbumsta Ha unnpodIoKCaurH Npy NpeJo3HpaHE.
CaMo ManKo KOJIH4eCTBO OT uunpoduokcaunH (<10%) ce enumupHHpa 4Ype3 xeMoaHan3a Ui
nepuToHeanHa avanusa.

B cayuail Ha npeno3vpane, clieaBa aa ce npuiaara cuMmaromatudHo nededue. EKI MoHuTopupane
Tpa6ea na 6baaT npeanpueTo, NOPaar Bb3MOXKHOCTTA 3a yawnkasaHe Ha QT uxnrepsana.

5. ©®OAPMAKOJOI'MYHY CBOHCTBA

5.1 PapmakoaiHHAMHYHH CBOHCTBA
dapmakoTtepanesTHuHa rpyna: Oayopoxuuononu, ATC koa: JOIMAOD2

Mexanuzevm na deucmaue:

KaTo ¢payopoxuHONoHOR aHTHOAKTEpHAJIEH areHT, BAKTEPUATHOTO AEHCTBYE Ha LUNPODIOKCALMH €
pe3ynarar ot uHxubupaxe Ha asata Tuna Il Tonousomepasa (JHK-rupasza) u rononzomepasa 1V,
neobxoaumu 3a bakreprandara JAHK-pennukauus, TpaHckpunuus, eb3CTaHOBABAHE U
peKOMOHHALMA.

PK/PD g3aumoomuowenue:

EdukacHOCTTa 3aBUCH MAaBHO OT ChOTHOLLEHHETO MEXKIY MaKCUMAa/THaTa KOHUEHTpaiug B CepyMa
(Cmax) M MUHHUMaNHATa HHXWOUTOPHE KoHUeHTpauusa (MIC) Ha uunpodnokcaumH 3a Hakrepraniu
NaTOreHH U Bpb3KaTa Mexay nnoiura nog xpueara (AUC) u MIC.

Mexanuzvm na pesucmenmuocm:
In-vitro pe3ucTeHTHOCT KbM UMNPOQIOKCALHH MOXE Aa Obae npuaoduTa upes noerapéy

PE3HCTEHTHOCT MEXAY LUINPOPAOKCAUMH W ApYTH (AYOPOXHHOAOHU KATO pe3ynTar
EavHyWuHa MyTauuu, HE MOXE Ja A0Bee 10 KIMHUYHA PE3UCTEHTHOCT, HO MHOro0p



OOHKHOBEHO BOAAT 10 KIMHHYHA PE3NCTEHTHOCT KbM MHOIO HJIH BCHYKH aKTHBHH BCLICCTEA, B

PAMKHTE Ha KNaca.

MexaHH3MHTE 32 PE3UCTEHTHOCT, BKIKOUBALLM MPOMYCKIWBOCT MK €YKC IOMNA 33 aKTHBHOTO
BELUECTBO MOraT 1a UMAaT NPOMEHIHB e(EKT BLPXY YYBCTBHTEIHOCTTE KbM (1YOPXHHONIOHUTE, KOATO
3aBUCH OT (PUIMKOXUMHYHHKTE CBOWCTBA HA OTAETHUTE aKTUBHH BELUECTBA B PAMKHTE Ha Kjlaca H
a)MHUTETA HA TPAHCIOPTHHTE CUCTEMH 33 BCAKO aKTHBHO BELIECTBO. BCHYKK MexaHH3MH Ha
PE3UCTEHTHOCT ca HabnoaaBaHN Npu KIIHHHYHH W301aTH in-vitro. MexaHH3MHUTe HaA Pe3HCTEHTHOCT,
KOMTO [Ie3aKTHBHpAT JPYTrHTEe aHTHOMOTHUHW KaTo HHPHUATPAUHOHHH DapHepH (4ecTo NpH
Pseudomonas aeruginosa) U epykc MeXaHH3MHUTE MOraT Aa NOBIHAAT BbPXY YUYBCTBHUTE/HOCTTA KbM

LHNPOdAOKCALHH.

HMma crodueHus 3a nhazm HA-MEAHHPAHATA PE3UCTCHTHOCT, KOJAHPpaHa € QIIr-rcHy.

Cnexmvp Ha aHMubAKMepuaIHa AKMUSHOCM.

["'paHHUYHMK CTORHOCTH, KOUTO OTAECNAT YYBCTBUTEHH LLIAMOBE OT LLAMOBE C YMEPEHA YYBCTBHTEIHOCT
H NO-KbCHO OT PE3HCTEHTHH LIAMOBE:!

EUCAST Ilpenopvku

breakpoints™®

MuxkpoopraHuimu 4YBCTBHTE/IUH pPe3HCTEHTHH
Enterobacteria S £0,25 mg/i R >0,5 mg/l
Salmonella spp. S <0,06 mg/L R > 0,06 mg/L
Pseudomonas S £0,5 mg/l R > 0,5 mg/l
Acinetobacter S <1 mg/l R > 1 mg/l
Staphylococcus spp’ S <1 mg/l R>1 mg/]
Haemophilus influenzae S £0,06 mg/l R > 0,06 mg/]
Moraxella catarrhalis S <0,125 mg/L R>0,125 mg/L
Neisseria gonorrhoeae S <0,03 mg/ R > 0,06 mg/|
Neisseria meningitidis S 0,03 mg/ R > 0,03 mg/l
Non-species-related S <0,25 mg/ R>0,5mg/l

' Staphylococcus spp. ~ rpaHHYHUTE CTOMHOCTH 33 LUMNPOPIOKCALMH Ca CBbP3aHH C TEpAnMs ¢ BUCOKH

DO3H.

*["paHWYHUTE CTOMHOCTH, KOMTO HE Ca CBBLP3aHH C ONMpPEaEeH BH/ Ca ONpeae/ieHH riasHo Ha ba3a
¢hapMaKOKHHETHUHW/(papMaAKOAMHAMHUHYHH J3HHH U Ca HE3aBMCHMH OT pasnpejesieHUaTa Ha
MHUHUMATHATa HHXHOUTOpHA KoHUeHTpauusa (MIC) Ha KoHKpeTHUA BUA. Te ce n3non3sar eIHHCTBEHO
3a BUJOBE, 38 KOUTO HE € Onpeae/ieHa rpaHHYHA CTOMHOCT 3a KOHKPETEH BHA M HE C4a 3a T€3H BUAOBE,

NpH KOUTO HE CC NpENOpPbYBa U3NHWTBAHC 3a HYBCTBHTCIIHOCT.

PasnpocTpaHeHHeTO Ha NpUaoOHTa pe3UCTEHTHOCT MOXE J1a BapHpa reorpadcku 4 BbB BPEMETO 3a
onpeaesieHd BUOOBE W € XKEJAaTENHO 1a UMA MECTHA HHPOPMAaLIUA 32 PE3UCTEHTHOCTTA, OCOOEHO
KOTaToO C€ JIEKYBAT TEXKH HHPeKUUH. Ako e HeobxoanMo, TpaOBa Ja C€ TbPCH EKCIEPTEH ChBET,
KOraTO MECTHOTO Pa3NpOCTpPaHEHHe HA PE3UCTEHTHOCTTA € TAKOBA, Y€ M0J/13aTa OT areHTa MpH MNoHe
HAKOH BHIOBE WHPEKLHM € NOA BbIPOC.

['pyrnupaHe Ha CbOTBETHHUTE BUAOBE COPE] YYBCTBMTENHOCTTA KbM UMNPOdAOKCaLMH (32
Streptococcus species BXK. Touka 4.4)

OBUYAHWHO YYBCTBUTEJIHHU BUJOBE

Bacillus anthracis (1)

AepoOHH [ paM-no0J0KHTEIHE MHKPOOPraHH3IMH

Aeromonas spp.
Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi

AepoOnu I'paM-0TpRIATEIRH MEKPOOPTAHH3IMH




Haemophilus influenzae™
Legionella spp.
Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.
Salmonella spp.*
Shigelia spp.*

Vibrio spp.

Yersinia pestis

AHAepOOHH MHKPOOPTAHH3IMH
Mobiluncus

ApyYra MHKpOOpPraHH3MH
Chlamydia trachomatis ($)
Chlamydia pneumoniae (%)
Mycoplasma hominis ($)

Mycoplasma pneumoniae ($)
BUIOBE, 3A KOUTO INPUAOBHUTATA PESBUCTEHTHOCT MOXE JIA BbAE
NPOBJIEM

Aepobrn ['paM-noA0KHTENHE MHKPOOPTAaHH3IMH
Enterococcus faecalis ()
Staphylococcus spp.* (2)

AepoOHn I'paM-0TpHNATETHH MEKPOOPTaHHIMH
Acinetobacter baumannii+
Burkholderia cepacia+*
Campylobacter spp.+*
Citrobacter freundii®
Enterobacter aerogenes
Enterobacter cloacae*
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae*
Morganella morganii*
Neisseria gonorrhoeae™
Proteus mirabilis*

Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosa®
Pseudomonas fluorescens
Serratia marcescens™

AHARepOOHH MHKPOOPraHH3IMH
Peptostreptococcus spp.
Propionibacterium acnes

INMTPUCHIINO PESUCTEHTHH OPI AHU3IMH

Aepobun I'paM-NnoN0KHTEIRH MHKPOOPTraHHAIMH
Actinomyces

Enteroccus faecium

Listeria monocytogenes

Aepobun I'pamM-oTpHNATETHH MHKPOOPT2HHIMH
Stenotrophomonas maltophilia

AnaepoOHH MHKPOOPraHK3IMH
Excepted as listed above

JApyYra MEKpPOOPrasH3IMH
Mycoplasma genitalium
Ureaplasma urealitycum

* KnunnyHaTa eMKacHOCT € JoKa3aHa 33 NOAATIUBH H30/aTH B 0400pEHHTE KITHNYY:




+ PesucteHTHOCT vectoTa > 50% B eAHa UITH NOBeve AbPKABH-UNIEHKH Ha EC

($): EcTecTBeHO yMepeHO HYBCTBUTEIIHOCT NPH JIMNCA HA NPUAOOUTH MEXAHH3IMH Ha
PE3HUCTEHTHOCT

(1): [lpoyuBaHuaTa ca npoBeAEHH BbPXY EKCMEPHMEHTAHH XKHUBOTHH NPH MHDEKUHHU B PE3yATaT Ha
MHXanauuu Ha cnopy Ha Bacillus anthracis; Te31 Npoy4BaHW NOKa3BaT, Y€ aKO AHTHOHMOTHYHOTO
feyeHHe 3aMovHe BeaHara ciell eKCNo3MUMATA ce H3bArea pa3BUTHETO Ha OoNeCTTa, KaTo
NeYyeHHEeTOo Ce ChbCTOU B HAMaJIABAHE Ha OpoA Ha CNOpUTE B OPraHn3Ma noj 3apasHUTE A03H.
[IpenopbuaHaTa ynotpeba npu xopa, ce OCHOBaBa I1aBHO HAa in-vifro YyBCTBHTEIHOCT H
EKCNEePUMEHTANHHN JaHHHK ¢ XXHBOTHH, 3a€HO C OFPaHHYEHH NaHHHW NPH Xopara. [IsyMeceyHara
MPOABIXKUTENHOCT Ha JIEYEHUETO MPH Bb3PACTHH ¢ NMepopaieH UUNPOPIOKCALIHH CE H3BBPLLU B
cnegHure no3a, 500 mg nBa mbTH AHEBHO W C€ CYMUTAT 3a ePEKTHUBHU 32 NPEAOTBPATABAHE HA
aHTpaKcHa HH(eKUHA NpH YoBeka. JlekyBaluMAT nekap TpAOBa 1a ce OTHACA KbM HaUHOHAIHKA

W/ UNH MEXKAYHAPOAEH KOHCEHCYC MO OTHOWEHHE HA JICYEHHETO Ha aHTPAKC.

(2): MeTHUHNHH PE3UCTEHTHH S. aureus MHOIO YECTO MOKa3BaT KPLCTOCAHA PE3UCTEHTHOCT KbM
bnyOpPXHHOJIOHHTE.

CTeneHTa HA PE3HCTEHTHOCT KbM METHLUMNUH € okono 20 10 50% npu BCUUKHK BHAOBE
cTapHIOKOKH U OOMKHOBEHO € NO-BUCOKA NPH BbTPEOOTHHYHH H30J1aTH.

5.2 DapMaKOKHHETHYHH CBOHCTBA

Abcopbyus

Cnen WHTpaBeHO3HA HH(Y3UA HA UHNPOMIOKCALIMH, B Kpas Ha HH(PY3Hs Ce JOCTHIaT CPeAHHUTE
MAKCHMATHY CEPYMHH KOHUEHTpauuy. PapMakokMHeTHka Ha LMNpodAOKCaLHH € JIMHEeiHHa Hal
no3oBus obxsar 10 400 mg, nprnoxeH HHTPABEHO3HO.

CpaBHeHHe Ha (apMAKOKHHETHYHHTE NapaMEeTPH NPU JO3HPOBbYEH PEXKHM Ba MbTH HA JeH H TPH
[IbTHU Ha AEH MOKa3Ba, Y€ HAMA JAHHM 3a HATPYMBAHE Ha NE€KAPCTBOTO- LMINPOQPIOKCALMH U HETOBUTE
MeTaDOIUTH.

60-MHHYTHA MHTpaBeHO3HA HHPY3Hg HA 200 mg uMNPOPIIOKCAUHH UK NEPOPAITHO MPHUIIOKEHHE HA
250 mg uunpodnokcalH, KaTo ¢ npuiara Ha BcekH |2 yaca, UMaT eKBUBAJICHTHA 1101 NOJ
KpuBaTa cepymMHa koHueHTpauus/ speme (AUC).

60-MHHYTHA HHTpPaBeHO3HA HHPY3HA 0T 400 mg ununpodrokcaumH Ha BCekH 12 yaca e
OuoekpupaneHTHa Ha 500 mg nepopanHa no3a Ha BcekH 12 yaca no oTHomeHue Ha AUC.,

400 mg uHTpaBeHO3HA R03a npuaaraiu Had 60 MHHYTH Ha Bceky 12 yaca Boau no Cmax cxoeH ¢
TO3M, HabnozasaH ¢ 750 mg nepopannHa noza.

60-MuHyTHA HHY3Ug OT 400 mg unnpodnoOKCalWH Ha BCeKH 8 Haca, Ca CKBHBAJIEHTHH MO OTHOWEHHUE
Ha AUC Ha 750 mg nepopaneH pexxuM AaBaHH Ha BCEKH |2 yaca.

Paznpeodenenue
Cebp3BaHeTO HAa UMNPOQIOKcaLMH ¢ NpoTedHH € HUcKa (20-30%). LinnpodgnokcauuH npuchcTBa B
1a3mara o roisiMa cTened B HeloHu3upaHa gopma v uma ronsm obem Ha pasnpeaenenue 2/3 L/kg.
[ [unpodaokcallMH AOCTUra BUCOKM KOHUEHTPALIMH B PA3NHYHU TbKAaHH, KaTo Hanpumep deauns apod
(eNUTENHUTE TEUHOCT, A/1IBEONAPHHTE MaKpodard, OHONICHYHHU TbKaH), CHHYCHTE, BL3MaNCHH JIE3UU
(KaHTapHHAa MEXYPHa TEYHOCT), KAKTO 4 YPOreHUTANHUS TPaKT (YpHHa, NpocTaTa, CHAOMETPHYM)
KbJETO 00LIaTa KOHUEHTPaLKA, NPEBHLIABA Ta3W, JOCTUIHATA B [U1a3MaTa.

buompancopmayus
HHCKHM KOHLEHTpaUWH Ha YeTHpH MeTabonuTa ca OMIU cbODUIEHH M ca OHIN HAEHT
neseTuneneurnpodnokcauut (M 1), cyndounnpodnokcaunt (M 2), okcouunpodn i

dopmuiuunpodpaokcauud (M 4). MetabonHTUTE NOKA3RAT iN-Vvitro aHTUMUKPOOHA ¥
Mo-HUCKA CTEMEH, OTKOSIKOTO Ta3W Ha U3XOAHOTO CHEAHUHEHHE.




3nae ce ye uunpodnokcauuH € ymepeH HHxuouTop Ha CYP450 1A2 n3o-ensuma.

Eaumunupane
L{nnpodnokcauyH 40 ronama CTeneH ce eKCKpeTUpa B HEMPOMEHEH BU 4pe3 ObOpeLunTe, KakTo 1 B
no-Malika cteneH upes deuveca.

Exckpenns na nunpodaokcanu (Yo o1 103aTa)

IlepopanHo NpUIOKEHHE

YpHHa Penec
L{vnpodokcaunH 61,5 15,2
Merabonutu (M,-My) 9.5 2,6

BrOpeunuaT Kinpbae e mexay 180-300 ml/kg/h, a obumsar knnpbuHe e mexxay 480-600 ml/kg/h.
LlunpodokcaurH ce noanara Ha raoMepyiHa gunTpauus W TyOyaHa cekpeums. CHIHO HapyllieHa
6bOpeuHa GyHKLKA BOAKM 10 NOBULIABAHE HA BPEMETO HA MONYHHBOT HA uMNpodoxcatrH a0 12
yaca.

M3BbpOBOpeyHn KIHPBHC Ha UMITPORIOKCALIMH C€ Ab/IKH OCHOBHO Ha aKTHBHATA TpaHC-
MHTECTHHANHA CeKpeLHs U MeTabOoTH3M.

1% oT n03aTa ce eKcKpeTHpa upe3 xhbukara. LilunpodnokcauuH ce HaMHpa B #1bYKaTa BbB BHCOKA
KOHLEHTpALHA.

ITeouampuvunu nayuenmu
dapMaKOKMHETHHHHTE AAHHH MPH NEAHATPHYUHH NALMEHTH, Ca OTPaAaHUYECHH.

B eaxo npoyusane npu aeua Cmax 1 AUC He 3aBucaT OT Bbh3pacTTa (Haa e€Ha roauilHa Bb3pacT). He
e HabI0AaBaHO 3HAYMTENHO NoBHLuaBaHe Ha Cuac M AUC cnen MHorokpatHo no3upaue (10 mg/kg
TPH MBTH AHEBHO).

[Tpu 10 geua ¢ Texbk cencuc Cmax € 6una 6,1 mg/l (ananasouna 4,6-8,3 mg/l) cnen 1-4acosa seHo3Ha
uudy3us Ha 10 mg/kg npu aeua Ha Bb3pacT No-Mayikk OT | roguHa B cpaBHeHue ¢ 7,2 mg/l (o1 4,7 -
11,8 mg/l) 3a neua Ha BB3pacT Mexcay | u 5 roauiuHa swv3pact. AUC croliHocTHUTE Ca OUnK

17,4 mg*h/L (ananazon 11.8-32.0 mg*h/1) u 16,5 mg*h/l (nmanazou 11.0-23.8 mg*h/l) 8B choTeeTHUTE
Bb3PacTOBH MPYIH.

Te3u cTOHHOCTH ca B rPaHUIIMTE, OTYETEHHU TIPH Bb3PACTHH B TEPANEBTHYHH A034. Bb3 0cHOBaA Ha
NoNyNaLHoHHUA (apMAKOKHHETUYEH aHANU3 HA NEIHATPHYHH MTALKHEHTH C PasNIUYHH HHPEKUHH,
peAnonaraeMoTo BpeMe Ha NOMY)KHBOT NpH Aenara e npuban3uTenHo 4-5 yaca n HHOHATHUHOCTTA
Ha niepopanHara cycnensua sapupa ot 30 go 80%.

5.3 IIpeakKIHHHYHH JAHHH 332 De30NaCHOCT

HexknuuuuHHTE AaHHU HE NMoKa3BaT 0coOeHH PUCKOBE 3a XopaTa Ha 6a3a Ha KOHBEHUHOHAITHHTE
NPOYy4BaHUs Ha €AHOKPATHA 103a TOKCHYHOCT, TOKCUYHOCT MPU MHOTOKPATHO MPHUIIOKEHHE,
KaHUEPOreHEH NOTEHUHAN UITH PENPOAYKTHBHA TOKCHYHOCT.

[Mopo6HO Ha peanLa ApYrH XHHOAOHH, LUNPOGAOCKCAUHH € POTOTOKCHUYEH MPH HKUBOTHHU MpH
KUTHHWYHO 3HaYWMH HHBA Ha ekcno3uids. JJaHHUTe 3a POTOMYTAreHHOCT / POTOKAPLUHHOIEHHOCT
nokassart citabu GoTOMyTareHHH UM POTOTYMOPOTEHHH €PEeKTH HA LMNPOGIOKCAUKUH B ONIUTHUTE in-
vitro v npH XUBOTHUTE. TO3M edhekT € O1N CpaBHUM € TO3U HA APYIUTE MMPa3HH HHXHOUTOPH.

CmagHa nOHOCUMOC.

KakTo ce choOLuaea 3a qpyrure ripasHi MHXHOUTOPH, UUNPOPIOKCALHH NMPHYHHABA Y _
rOJIEMHTE HOCELLM CTaBH MPH HELZOHOCEHH XUBOTHHU. CTENEHTA HA yBpexKIaHe Ha Xpy f 138 panipa 7
3aBUCMMOCT OT Bb3pacTTa, BUAA ¥ 103aTa; YPEXKIAHETO MOXKE Ja Ce HaMallH, upe3 NpeMaXBaHE'
HATOBAPBAHETO HA cTaBuTe. [IpoyyBaHUATA CBC 3PE/IU KUBOTHH (ILUTBXOBE, KYHETA) HE S | .
JI0KA3aTeNCTBA 32 YBPEXKAAHE Ha xpylusna. B eano npoyusate npy maaad Kyvera roH4eg, * %/}x#ﬁ.\é%’

b 1




LlHl'IpDCI)J'IDI{CﬂI.lIfIH [IPHYHHABA TCXKKH CTABHH [IPOMCHH B TCPAlNCBTHHYHH 4034, CJiI€A ABC CCAMHLUH Ha
JJEYCHHUCTO, KATO TE BCEC OLLKE CC Habnmoaasar v caea S Mecela.

6. PAPMAINEBTUYHHA JAHHH
6.1 ChnHchK HA NOMOLIHHTE BEN[ECTBA

HATPUEB JIAKTAT, pa3TBOP
HaTPHER XJIOPHA
KOHLECHTPHpPaHA COIHA KUCENHHA
BOAA 32 HHXEKLUHH

6.2 HecnrBMeCTHMOCTH
JlekapcTBOTO He TpAOBaA fa Ce€ cMecBa ¢ APYrHd JIEKapCTBa, OCBEH TE3M CMOMEHATH B TO4YKa 6.6.

OcBeH aKo HE € NOTEbPACHA CbBMECTUMOCTTA C APYrH Pa3TBOPW/NEKAPCTBA, HHQY3KOHHHUAT pa3TBOP
TpaOBa BHHArM Aa ce npuiara oTaeiHo. Buanmuyre npru3HauM Ha HECHLBMECTUMOCT Ca HAMp. yTasBaHe,
NOMLTHABAHE H NPOMAHA HA LIBETA.

HecbBMECTHMOCT Ce NOABABA NPH BCHUKW HH(Y3HOHHH Pa3TBOPH/NEKapcTBa, KOUTO ¢a (PH3HYECKH
WY XMMHYECKH HecTaOunHu npy pH Ha pazTBopuTe (Hanp. NEHULHWIHWHH, XENapHHOBH Pa3TBOPH),
ocobeHo B koMOUHaLIMA ¢ pa3TBOpPH, KOpUrupauu Ao ankanHo pH (pH Ha pasrBopuTe Ha
punpoduiokcaumnH: 3.9 — 4.5).

6.3 Cpox Ha roauocTt

5 roavHu

6.4 ChneyualHH YCJIOBHA HA CHXPAHEHHE

To3u nekapcTBEH NPOAYKT HE U3UCKBA CMELIMAIHH TEMNEPATYPHH YCIOBHUA HA ChXpaHEHHE.

Ila ce cbxpaHABa B OpHrHHanHaTa OMaKoOBKa, 3a Ja ce Mpeanasy 0T CBET/IMHA.
PazTtBopbT He TpaOBa na ce 3aMpazfba.

6.5 Baja HcbALpXKAHHEE HA ONAKOBKATA

dnakoH, ryMeHa 3anyiuanka, anymuHuera 3anyuwanka: 100 ml ungy3uoned pastesop 200 mg/100 ml,

B KYTHA.
dnakoH, ryMeHa 3anylianka, antyMyuHueea 3anyuanka: 200 ml vngysnoneH pasteop 400 mg/200 ml,

B KyTHS.

6.6 CrenHanrH NpeaANAIHE MEPKH NPH H3IXBLP.ISHE H paboTa

LinnpuHON HHPY3IHOHEH Pa3TBOP € CHBMECTHM C GU3IHONOIMUEH pa3TROP, pa3Teop Ha Pudrep, pasteop
Ha XapTMmaH (PunrepoB nakrar), 5% unu 10% rimoko3sed pazteop, 10% pasteop Ha dpykTo3a v 5%
ratoko3ex pa3teop ¢ 0,225% NaCl wnn 0,45% NaCl.

[1o MUKPODHH NPHYUHU, NPH CMECBAHE HA LUNPOGUIOKCALUKH HHOYIHOHEH pa3TBOp C A
CbBMECTHMH C HErQo MHGY3UOHHHU Pa3TBOPHU, TOH TpaOBa Aa ce NpuUiara HenoCPeaCTB
CMECBAHE.

7. TIPHTEXKATEJ HA PASPELIEHHETO 3A YIIOTPEBA
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8. HOMEP(A) HA PA3PEILEHHUETO 3A YIIOTPEBA

Per.Ne: 20000137 — 200 mg/100 ml
Per.Ne: 20040069 — 400 mg/200 ml

9. JATA HA MIBPBO PASPEUMIABAHENIOAHOBSABAHE HA PAZPELIHEHHETO 3A
YIIOTPEDBA

Jlata Ha nupeo paspewiapane: 05.06.2000 — 200 mg/100 ml v 16.02.2004 — 400 mg/200 ml
Hara Ha nocaeano noaHossaeade: 20.06.2011 — 200 mg/100 m! n 09.10.2009 - 400 mg/200 ml

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA




