UINHENHATENHA ATEHUNA NO AEXKAPCTBATA .|
KDArmna XapakmepuCTIKe Ha rpopmrm Mpusomenve 1

KPATKA XAPAKTEPHC T RPN ANP O ANV ICTA v oo o/erreerermeasterraresreirvscnnn,

1. HME HA JIEKAPCTBEHHSA [TPOAYKT

Llunpodnokcauun Ankanoua 250 mg dpunmMupaHy Tabnerxu
Ciprofloxacin Alkaloid 250 mg film-coated tablets
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Hunpodmokcauun AnkanoundS00 mg pUnMHpaHu TabneTKH
Ciprofloxacin Alkaloid 500 mg film-coated tablets
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2. KAYECTBEH H KOJIHYECTBEH ChbCTAB

Llunpodnokcauus Ankatona 250 mg: Beaka ¢pmwimupaHa Tabnetka cpabpka 291,5 mg (ciprofloxacin
hydrochloride monchydrate) uunpodnokcantiHoB XHAPOXIOPHA MOHOXHAPAT, CHOTBETCTBALL Ha 250 mg
LUNPOIOKCALHH.

[unpodrokcauun Ankatoun 500 mg: Beska duMupana Tabnetka ceabpxa 583 mg (ciprofloxacin
hydrochloride monohydrate) punpodnokcauHOB XMAPOXIOPHI MOHOXHAPAT, CHOTBETCTBALL Ha 500 mg
unpodIoKcalyH.
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3a nLHUA CIHCHK Ha MOMOILHMWTE BelllecTBa, BHKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®©OPMA
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Lunpognokcaund Ankanoun 250 mg punMupasy tabnerky npeacrapnasar Oeau 10 Oneao KbJTH Ha
LBST, MPOABITOBATH, ABOMHO H3MbKHATH QHIMHPAHH TAONETKH. b

HunpodnokcaunH Ankanons 500 mg punmupanu tabnerku npeacrasngapar oOesiu 10 ONeRo KBATH HA
UBAT, IPOABIATOBATH, ABOHHO H3MBKHANK GHIMHPaHHU TabNETKH ¢ AETUTETHA YEPTA OT EHATA CTPAHA. .|
HenutenHara yepra € caMo 3a YJIECHABaHE Ha CUYIBAHETO C LEN [MO-NECHO MONJIbLIAHE, a HE 3a pasaciigHe
Ha PaBHH OO3H.

4. KIAHHYHHA JAHHH
4.1 TepaneBTHHH NOKA3IAHHA
Llnnpodnokcaund dpunmupanu tabaerku ot 250 mg u ot 500 mg e npeaHazHa4yeH 3a JiedeHHUE Ha

cneaHuTe HHPEeKunH (Bxk. Touka 4.4. 1 5.1). Ilpean 3ano4uBaHe Ha TEparuia € HEOOXOAUMO € Na ce 0ObPHE
CMeL{HATHO BHUMaHKe Ha HHQPOPMALIMATA OTHOCHO PE3UCTEHTHOCTTA KbM LUANPOGIOKCALIHH. ]

Bwipacmnu

e HHdekumnu Ha JONHHTE AUXATENHM MTHLIA, NPeAU3IBMKAHH OT rpaM-OTPHLATENHH DAKTEPHH.
e [Ex3aunepbaums Ha XxpoHU4HA 0OCTpYKTUBHA BenoapobHa 6onecrt. [1pu ex3auepdauus Ha XpOHUYHA
obcrpykTuBHa 6enoapobna 6donect Llunpodnoxkcaunn Ankanous Tpadea aa ce :




R T S N AL R — -

[ -

—

- I:"""‘“:.i_l

ST e s,

0OHuaHO Cce MpenophYBarT 3a JieUeHHe Ha Te3u UH(EKLUH; OPOHXO-ITYIMOHAIHH UHOEKLIMU IpH

MYKOBHCLUKHI03a WIH OPOHXUEKTA3HHY;

o [Ipunobura B 00mecTBOTO NHEBMOHHA. B nipuaodurara B 00ILECTBOTO MHEBMOHHS
[{nnpodnokcauns Ankanoua Tpadsa na ce H3MoJI3Ba caMO KOraTo ¢ CUMTA 3a HEMoaxoadiia
ynoTpebara Ha IpYrd aHTHOAKTEPHAIHYN CPEACTBa, KOUTO 0OHUaNMHO Ce NPENOpPhYBAT 32 JICUEHHE Ha |
Te3u HHGEKIMH,

e XpPOHUYHO CYNYPATUBHO BH3NAJICHUE HA CPEOIHOTO YXO
e QOcrpa ek3auepbauus Ha XPOHHUHEH CHHYHT, OCOOEHO aKo € NMpelu3BHKaH OT rpaM-OTpHLIATENHH

fakrepuu
e HeycnoxHeH ocTbp nUcTHT. TIpH HeycnoxkHeH ocThp UMCTHT Linnpodnokcalumy Ankailown Tpadsa
[ia ce H3NOJI3BA CaMO KOTaTo Ce CYMTA 3a HenmoAaXoAdla yrnorpedara Ha Apyrd aHTHOAKTEPHATTHU

cpefcTBa, KOWTO oOHYaliHo ce MpenopbYBAT 32 JieueHHE HA Te3U HHpEKLMH.
- OCTBp MHENOHEDPHT
-  YcnoXxHeHH HHGEKLIMA Ha MHKOYHUTE bTHIA
- bakrepuanen npocraTur
-  HWudexuun Ha MONoOBHTE METHILA

- TOHOKOKOB YPETPHT M LIEPBULIMT, NPHYHHEHH OT 4YBCTBUTENHA Neisseria gonorrhoeae

- OPXHEMAIWAAMUT, BKIOYHUTEAHO CYYAUTE, KOraTo € NPEeAU3BHKaH OT YYBCTBHTEIHA KbM

uunpognoxcauud Neisseria gonorrhoeae :
- Ta30Ba Bb3NAIHTEIHA 00AECT, BKIIIOUHTENHO CIY4aNTe, KOraTo ¢a NpeaAu3BUKaHHu OT qyncrﬂwrenﬂa!
KbM nunpodnokcauun Neisseria gonorrhoeae *

[Tpn ropecnOMEHATHTE FEHUTANHHY HHPEKLIHH, KOFAaTO € YCTAHOBEHO WM CE IpEeAnonara, 4e ca 4
npeau3BUKanu oT Neisseria gonorrhoeae, € OT UKITIOUYUTENHO 3HAYEHHE Ja C€ NOJTYYH JIOKATHA !
HHopMallKA 33 pasnpOCTPAHEHHETO HA LUIPOGIOKCALHH-PEIUCTEHTHI LIAMOBE H YYBCTBHTENHOCTTA ,uaq,
ce NOTBBPAH Ype3 N1adOpaTOpHHU TECTOBE. 8
MHdekunn Ha CTOMAIIHO-YPEBHHSA TPaKT (HAMPUMEDP JUApPHA NPU ITBTYBAHE)
HuTpaabaoMHUHANTHU HHPEKIMH
HudeKkLMY Ha KOXKATA U MEKHTE ThKaHH, IPEAH3BHKAHM OT rpaM-oTpHUaTesTH bakrepuu
3n0Ka4YeCTBEH BBHLLUCH OTUT
HUH}ekmMr Ha KOCTHUTE U CTaBUTE
[MpodunakTika Ha MHBA3UBHH HH(EKLUH, NPHYHHEHH OT Neisseria meningitidis
HuxanaropeH aHTpakc (IOCTEKCNO3MUMOHHA NMPOMHTaKTHKa H ICUEHHE)
LinnpodaokcaluH MO¥e 1a C& W3NOJI3Ba MPU JEUEHUETO HA HEYTPONEHUYHU NMALMEHTH C MOBHIIIEHA _,
TeMnepaTypa, KOraTo ce rnpeanonara 4e npHuMHara € daxrepranya uHpekums.

,

.. o an.
- .
-l e

e ey i
vk LN e, O - ’ n

wo.oa e
A g e . o=
_I..ﬁﬁ'q-ﬂ:‘n et

. -
Pl - - -
#T.-... - -‘._.p—ﬂ

1 A g oy

S T

- - . - .
“ " . - f e m e s . .
L T U R L P - S

=

.

Heuya u onowu

=
& ' m A

¢ BpoHxo-nyJIMOHATHU HHEKUHH, TPUHHHEHH OT Pseudomonas aeruginosa, NpH NALMEHTH C
KUCTO3Ha prubpo3a

o YcnoxHeHH HHEKLIMH HA MMKOYHHUTE ITTULLA U OCTBP MHEIOHEPPHUT

o HuxanaropeH aHTpakc (MOCTEKCIIO3UIIMOHHA NPOJUIAKTHKA H TIEHEHHE)

LInnpodnokcallil MoXe CHILO A2 Ce NpUiiara MpH JICUSHUE Ha TEXKU HHPEKLHHM NPH Aelia H

[OJpacTBAaLlM, KOraTo TOBa C€ CUUTA 32 HATOXKHUTEITHO.

JleueHneTo TpAOBa Ia ce MpOBEXAA OT JieKapy, KOUTO €a C OIHT B SIEUeHHETO Ha MyKOBHCLIMKO3a HfHJIHi

TEXKH HHPEKUUH NTPH fela U noapacTBauy (Bx. Touka 4.4 u 5.1).
Tpabpa na ce uma npeasua oPULUHATHOTO PHLKOBOACTBO 32 MOAXOANALIO H3MON3BAHE HA ﬂHTHﬁH.RTEpHﬂJIHH

CPEACTBa.
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4.2 Jo3MpOBKa H HAYIHH HA NPHJIOKEHHE
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Ho3upoeka

Jlo3HpoBKaTa ce onpeAcnsa OT HHAHKALIMHTE, TEXKECTTA U MACTOTO HA MHPEKLIMATA, YYBCTBUTEIHOCTTA Hay:
NPUYVHHUTENA KBM LIMNPOPNIOKCALMH, ChCTOAHHETO Ha OLOpevHara pyHKLIMA HA MALMEHTA, a npy Jeua M |

NOApacTBAlllX M OT TENECHATA Maca.
[TpoaBNKHTENHOCTTA HA NEYEHHUETO 3aBUCH OT TEKECTTA Ha 3a00IABAHETO M OT KIIMHHUYHHUSA U
baKTepMOMOrHYHHA CTAaTYC.
JleueHneTo HA MHPEKLIUM, NPSAM3BHKAHKM OT KOHKpeTHHN Oaktepuu (Hanp. Pseudomonas aeruginosa,

Acinetobacter unu Staphylococci), MoXe a H3HCKBa NO-BHCOKH 4034 MNpodnoxkcauui 0 KoOMOHHHpaH
NPUIOKEHHE C APYrH aHTHOAKTEpHATHH CpPEICTBA.

JleueHueTo Ha HAKOH UHPEKUMH (HATID. BH3NAJCHUA B MAITKUS Ta3, HHTPa-adaOMHHATHA HHPEKLMH,
UHQEKLMN [IPA HEYTPONEHUYHH MAUMEHTH U HHPEKLIMM HA KOCTUTE M CTaBUTE) MOXKE 14 H3HUCKBA
CAHOBPEMEHHOTO NPUNOKEHHUE M HA APYTH NOAXOAALLHM aHTUOAKTEPHUANTHH CPEXCTBA B 3aBUCHMOCT OT

MPUYHUHSIBAILUTE areHTH.

—

Bwapacmuu
Obma npoaAbLIKHTETHOCT
HA JleYeHHeTo
(MOTEeHUHANHO BKIKYEHO
Haaukanun JAHeBHA 70332 B mg HHHUHAJTHO
NapPeHTEPANHO
NPHJI0KEHHE HA
HHNPOPIOKCALIHH)
HHudexuyu Ha
NONMHUTE JUXATENHH
MbTHINA 500 no 750 mg nBa MbTH AHEBHO 7 1o 14 nuu
Ocrtpa ek3auepbauma | 500 a0 750 mg asa 7 10 14 1HM
XPOHHYEH CUHYUT NBTH AHEBHO
XPOHHYHO
CYNyPaTUuBHO
Hudekuyu Ha ropHuTE BLAMATEHHE HA 500 no 750 mg nBa 7 10 14 1HA

AUXaTETHHU ITBTHULA

CPEIHOTO YXO

ITbTH AHEBHO

ManuraeHd BeHIISH
OTHUT

750 mg nBa NbTH
OIHEBHO

28 nuu mo 3 Mecela

Nudekuun Ha
NUKOYHUTE ITHTHILA
(BK. TOUKa 4.4)

HeycnoxxHeH UHCTUT

250 ao 500 mg nBa
ITTH AHEBHO

3 OHH

[lpu xeHU B IpeMeHonay3a MOXKeE 1a C€ MPHI0KH
eIHOKpaTHa no3a oT 500 mg

YCcnoXHeH LKCTHT,
OCTBD NMHENOHEPPUT

500 mg nBa nbTH
OHEBHO

7 IHA

500 mg asa mbTH

Hati-manko 10 gHu, moxe
712 C€ NMPOABJIKH U MOBEYE
OT 21 AHU NTPU HAKOH
CreHHanHM QbCIOoATENnCTBA

YCAoXHEH

AHeBHO 00 750 mg
[TUENOHEQPUT

ABa IbTH OHEBHO
baktepuancH 500 mg aBa nvTH
NPOCTATHT AHeBHO no 750 mg
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O611a NnpoABIKHTENHOCT
HA JIeYeHHETO
(MOTEHUHAJNIHO BKIIOYEHO
Huaukauun JIHeBHA 1032 B mg HHHIHAJTHO
NapeHTePaAIHO
NPHAGKEHHE HA
HOPOPIOKCALIHH)

IBa ITbTH JHECBHO

["OHOKOKOB ypEeTpUT
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U LEPBULIUT ¥
MPUYHHEHH OT 500 mg karo
] neH (eAHOKpATHA J103a) "

4yBCTBHTENHA e/IHOKpaTHa 1032 p
Neisseria g
 gonorrhoeae

EnuauauMoopxuT H
Bb3NANKECHUE B
MaJIKHS Ta3
BKJIIOYHUTENHO
CIIy4auTe, KOraTo ¢
Npean3BUKAH OT
YYBCTBUTENHA KbM
ANPOMIOKCALIMH
Neisseria
gonorrhoeae

[TonoBu HHQpEKWH
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500 mg nBa meTH
nHeBHO Ao 750 mg | Hall-manko 14 aHu
[1Ba IBTH JHEBHO

Hnapus,
IpeaIU3BUKaHA OT
OakTepHaHU
MATOrNE€HH, BKII.
Shigella spp.,
pasnuuHu ot Shigella
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500 mg oBa nbTH

dysenteriae TMII | K | neH
JAHEBHO
EMITHPUYHO NeYEHHUE
HA TEXKa Jdapus
MpH ITbTYBaHE
Huapus,
Npeau3BUKAHA OT 500 mg nBa MuTH 5 TH ;
Shigella dysenteriae | nHEBHO §
CToMaIIHO-YPEBHH o | :
HH(PCKLHH Y :'
¢' Hﬂapnﬂa .
HHTpaabnOMHHATHH 500 mg nBa meTH &
I NpeAH3IBHKAHA OT THEBHO 3 AHH
Vibrio cholerae s
500 mg npa mbTH i
Tud 5 4 7 IHH |
ITHEBHO ’
HuTpa-abaoMuHANHH g
J
HHPEKLHH, 300 mg nBa MbTH :
NPUYUHEHH OT rpaM- | AHEBHO A0 750 mg | S no 14 auH B
OTPULIATENHM ABa ITbTH AHEBHO |
bakTepun 3
Muadexuun Ha koxxara | 500 mg aBa nwTH AHeBHO Ao 750 mg npa !
!
H MEKWUTE TbKaHU ITETH JHEBHO -
!

HMudexkupn Ha xkocrute | 500 mg asa nbTH nHeBHO Ao 750 mg nBa




O6ina NPOALIAKHTEJIHOCT
Ha JICUEHHETO
(NOTEeHUHAJHO BKAKWYEHO

TpsaOBa na ce npuaara
eqHOBPEMEHHO C
AOAXOOAILH
aHTHOaKTepUaNHH
areHTH B
CLOTBETCTBHUE HA
odHIIHATHATE

NPENnopbKH.

MbTH AHCBHO

Huankauun JAHeBHa 1038 B mg HHHIIHAJIHO
NapeHTEepaTIHO
NPHJIOKEHHE HA
UHNIPOPIROKCALMH)

H CTABHTE MbTH JHEBHO

HeyTponeHHYHH

MAUUCHTH C MOBHUILIEHA

TEMIIEPATYpPa KOATO Ce

NPETANOIIAra 4ye ce

IBJDKH Ha

bOakTepHanHa

UHQEKLHA. Tepanuara rps0Ba Aa

Hunpodnoxcauus 500 mg nBa meTH AHEBHO A0 750 mg nBa NPOALIXKHY MPe3 Henus

MeEpHOL HA HEYTPOIIEHHSA

[IpohunakThka Ha
HHBA3HBHY HH(PEKLIHH,
IIPHYKUHEHH OT
Neisseria meningitidis

500 mg xaro eqHOKpaTHa 1034

| neH (eaHoXpaTHA N03a)

HMuxanauuoHex
aHTpaKC,
MOCTEKCIIO3UIIMOHHA
npopurakTHKa U
JICYUEHHE 3a MALMEHTH,
KOHWTO MOraT aa
ApHeMaT MEAUKAMEHTA
NepopanHo, Koraro
TOBA € KIHHHUYHO
OfipaBAaHo
JleueHnero TpaOea Aa
3aMO4YHE BE3IMOXKHO
Haki-CKOpO cltel
mpeanonaracMa uiu
CHI'YpPHa €KCITO3H LU

500 mg npa mbTH JHEBHO

60 nHM cnen yCTAaHOBsABaHE
Ha eKCIO3MKIIHATA HA
Bacillus anthracis

ITeouampuuna nonyaayus

HHuauxkauun

AHeBHA 1032 B Ing

O6ma npoaBLIKHTENHOCT HA
JEHEHHETO (IIOTEHIIHHJ]HO
BKJIIOYEeHO HHHUH3A
NapeHTepPAaJTHO /
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06112 npoALDKHTEIHOCT HA
JEYEeHHETO (MMOTeHILHAJIHO

MHKOYHHTE ITETHILA H OCTHP
nuenoHeppur

IHEBHO C MTO3BONEHA
MAKCHMAaJTHA €JHOKpAaTHa
gpo3a 750 mg

HHANKALHH JAHeBHA 1032 B Mg BKJIIOYEHO HHHUILHAAHO
NapeHTePATHO NPHIOKEHHE HA
WHIIPOGIOKCALHH)
20 mg/kg TenecHa Maca aBa
BOJICHA
MykoBUACLIMI03A MBTH AHEBHO € NO3BOJ 10 10 14 zum
MaKCHMMalnHa eIHOKpaTHa
ao03a 750 mg
10 mg/kg TenecHa maca aBa
nsTH gHeBHO a0 20 mg/kg
YCIOKHEHH HHOCKLHH Ha TENeCHA Maca Apa [TbTH 10 no 21 aHK

HHxanaloHeH aHTpakc,
NOCTEKCIO3UIIUOHHA
npoguiIakTHKA U JICUEHHE
Ha MalUEeHTH, KOUTO MOTraT
na NpHeMaT MCIUKAMEHTA
NepopaiHO, KOraro TOBA €
KJIHHUYHO OINpaBaaHo
JleyeHueTo TpsaOBa 1a
3a[I04YHE BB3MOXHO Haf-
CKOpO CNea npeanosaracMa
WJIH CHI'YpHA €KCNIO3HLIHA

10 mg/kg TenecHa Maca ABa
NbTH AHeBHO OO 15 mg/kg
TENeCHa Maca Ba ITETH
IHEBHO C NO3BONEHA
MAKCHMAIHA €IHOKpAaTHA
no3a 500 mg

60 nHM cied yCTaHOBABAHE HA

ekcnosuMsaTa Ha Bacillus anthracis

Jpyrn T€XKU HHPEKLIHH

20 mg/kg TenecHa maca aBa
MBETH AHEBHO C NMO3BOJICHA
MAKCUMa/IHA €QHOKpaTHa
no3a 750 mg

B zaBMCHMMOCT OT BHJA Ha
WHpEKIUATA

Ilgyuenmu & cmapuecka 8b3pacm

[TauyeHTHTE B cTApYecKa Bh3pacT TpAOBa Aa nonyvyaBar 1033, noaA0paHa B 3aBUCHMOCT OT TEXECTTa Ha
HHOPEKLKATA H HHAHBHAYAAHNA KPCATHHHHOB KITUPBHC.

Iayuenmu ¢ 6vbpeuna u yeprodpobHa HedocmamuvpuHocm

[IpenopbyHTEIHH HAYATHH ¥ NOLIBPKAIIK JO3HU 3a MaleHTH ¢ yBpeaeHa On0peuHa pyHKUMA:

KpeaTHHHHOB KJIHPBLHC CepyMeH KpeaTHHHH Ilepopanna no3a

[ml/min/1.73 m?| [pmol/L] [mg|

> 60 <124 Bux obHuaiiHa 1034

30-60 124 no 168 250-500 mg Ha Bcekn 12 yaca

<30 > 169 250-500 mg Ha Bcexu 24 yaca

[MalueHTH HA XeMOTHaNM3a | _ 169 250-500 mg Ha Bcexu 24 vaca (cnen

AUanu3a)

[fauveHTH Ha > 169 250-500 mg 1a scexu 24 4aca

NEpUTOHEAIHA AHANTH3A

i ng
I1py mauMeHTH ¢ HapyllleHa YepHoApoOHa P YHKLHUSA HE € HEOOXOIUMO KOPUIHpE AN 3aT? %,

Jlo3upaxero npu Aelia ¢ HapylleHH 6L6pedHy W/ uny YepHOAPOOHN QYHKUMH Heff YFyMangiiipna
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HayuH Ha NpuioKeEHHE

TabneTkuTe Ce NPHEMAT ¢ TEYHOCT, De3 Ja ce CABBKBAT HE3aBUCHMO OT BPEMETO Ha XpPaHEHE. AKO ce
IPMEMAT Ha IIaJHO, AKTHBHATa cybcTanuua ce aGcopbupa no-6bp30. Tabnerkute UUNPOGIOKCALMH HE
O1Ba a ce MpUeMar ¢ MICYHH IPOAYKTH (HAMNp. MISKO, KHCESIO MISIKO) LM ¢ 060OraTeHu ¢ MUHEpAIH
MAOAOBH COKOBE (HAIp. MOPTOKANOB COK ¢ J00aBka Ha Kanumii) (Bk. Touka 4.5).

[Tpy TexkKH CIyvayd WIH aKO MaLUEHTHT He € B ChCTOSHHUE Aa nprueMa Tabnerkure (Hanp. NallUeHTH Ha
MapeHTEPANHO XpaHeHe) ce NPEeNnoppYBA TEPANMA C HHTPABEHO3HO BJIMBaHE Ha HUNPOPIIOKCALIHH, ﬂﬂKaTu
CTaHE Bb3MOXHO NPEMHHABAHETO KbM NEPOPATICH NPHEM.

4.3 IIpoTHBONMOKA3AHHA
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¢ CBpBEXYYBCTBUTENHOCT KbM AKTHBHOTO BEUIECTBO, KBM JPYTH XHHOJOHH WIH KbM HAKOE OT
MOMONIHUTE BEWICCTBA U30POEeHH B TO4Ka 6.1.
¢ EaHOBpeMEHHO MPUNOKEHHE HA LHMPOQIOKCAlMH U TH3aHUWIAHH (BXK. TOYKa 4.5).
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4.4 CoeunajHH NpeaynpexaeHHs B NPEeANA3HH MEPKH ApH ynorpeda

Ynorpebdara Ha LuunpodrokcaurH TpadBa 1a ce H30ATrBa NPH MALHEHTH, KOWTO €A HMAIIH CEPHO3HH
HEXEJIAHW peaKHK B MHHAJIOTO NPH yIIoTpeda Ha NMPOAYKTH, ChABPIKALH XHHOJOHH HITH
$nyopoxHHONOHHU (BX. TOo4uKa 4.8). JleueHneTo Ha Te3u NALKEHTH ¢ UHNpodroKcaluuH TpaOBa na ce
3a0YBa CaMo IIPH JIANCa Ha AlITEPHATUBHM BBE3IMOKHOCTH 34 JICUEHHE U CIEX BHUMATENHA OLICHKA Ha
CBOTHOLICHHUETO NON3a/pHCK (BXK. ChILO TOYKa 4.3).

S © oy

N

Anespuzma wunu OUCEKayUR Ha GopmMa U pecypeumayisi/HedoCmamvYHOCM HA CoPOCUHUME KN1anu
EmnaeMHUoIoriuHUTE NpoyUuBaHUS NOKA3BAT MIOBHUIIIEH PUCK OT aHEBpPH3Ma W JMCEKAllMA HA aopTaTa,
ocobeHo NpH NaLMEHTH B CTApYECKa BB3PacT, KakTO H OT PETYPruTaliia Ha aOpTHATA U MUTPATHATA
KJjiana ciel ynorpedba Ha QuiyOpOX#HOIOHH.
CroDLueHH ca cly4yan Ha aHEBpH3MA H OMCEKALIMA Ha a0opTaTa, NOHAKOTa YCIOXKHEHHU NOpaiu paancnaﬂe
(BKJIIOHHTENTHO C JIETATEH U3XOI) M PerypruTalns/HeJOCTATbYHOCT HA HAKOU OT CHPACUHHTE KIaNU MpH
NaluneHTy, NpUueMallii ¢ayOpoXHHOJOHH (BXk. TOUKa 4.8).
CnenosatenHo $yopOXHHONOHUTE TPAGBA 1a CE€ U3NO3BAT CaMo Cliel BHHMATEIHa OLIEHKa Ha ;
CBOTHOLIEHHETO MOJI33/PUCK H CIIEA pa3sNExAaHe Ha APYTd TEPANeBTHYHH Bb3MOXKHOCTH TPH NALIWEHTH *
C MonoxurenHa ¢paMuIHa aHaMHe3a 3a aHEBpU3Ma WM BpOAECHO 3a00oNABaNe Ha ChbPICUHHTE KAy, WIH
NPH NALKMEHTH, AHATHOCTHLIMPAHH C NPEIUICCTRALLA AHEBPH3MA W/UIIM AUCEKALIHA HA a0OpTaTa WK NpH |
3abonsABase Ha CHPACYHUTE KJIANH, WIH NPH HATHYHE HA APYTH PHCKOBH GaKTOpH WiM 3ab0n1s1BaHuA,
peapasnonaraum
-  KaKTO 3a aHEBpH3Ma, Taka M 3a AMCEKallMd Ha aopTaTa U 3a perypruralua/HeJoCTaThYHOCT Ha
ChPACYHHTE KJTany (Hanp. HapyIUeHUs Ha CbeAMHUTENHATA ThKaH, Hanp. CHHAPOM Ha Marfan
win cuHapoM Ha Ehlers-Danlos, cunapom Ha Turner, 6onect Ha Behcet, xunepronus,
PEBMaTOMIEH APTPUT) HAH JOMBAHHTETHO
-  TIPH aHEBPH3IMA W JUCEKALMA HA aopTaTra (Hanp. CbAOBH HApYIIEHWs, HANT. APTEPHUT Ha
Takayasu, ruraHTOKNeThYEH APTEPHUT, WIH U3BECTHA aTEpOCKIEPO3a WK CHHAPOM Ha Sjdgren,
WIH JOMBIAHUTETHO .
- TPU pErypruralya/Hea0CTaTbYHOCT Ha ChbPASYHMTE KITany (Hanp. HHPEeKIMO3eH eH0KAPANT).
PHCKBT OT aHEBpH3Ma H JHCEKALMA HA 20PTaTa ¥ TAXHOTO Pa3KbCBAHE MOXKE CBIIO A e MOBUINM NPH
MalHEHTH, JIEKYBAHH €AHOBPEMECHHO CbC CHCTEMHY KOPTHKOCTEPOHIH. LY
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[Ipu BHe3anHa OonKa B KOpeMa, pbAHNA KOLU MK rbpba nauueHTHTE TpabBa na Obaar
NMOCLBETBAHH Na CE€ KOHCYATHPAT HE3a04BHO C JieKap B CIIEUIHO OTAENEHHE.
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[TaimenTuTe TpAOBA Aa ObAAT MOCHBETBAHU Na MOTHLPCAT He3abaBHO MEAKLIMHCKA NIOMOIL B CTy4aH Ha
OCTpa AMCMHER, NOABA HA ChpledHeHe (NaINUTALMK) WM PA3BHTHE HAa OTOK Ha KOpeMa WIH AOJIHUTE
KpaHHHIH.

IIpodvascumennu, UHBARUOUUPAWY U ROMEHYUATHO HeoOpamuMy CEpUOIHU HENCENAHU ACKAPCMBEHY
peaKyuu

Cro611aBa ce 3a MHOIO peIKH ClyyYad Ha NPOIRDKATENHHU (TPOABIXKABALM MECELH WA FOJUHK),
WHBRJIHAM3HPAIIA H NOTCHUMUANTHO HEOOPAaTHMM CEPHO3HNA HEKENAHU NEKAPCTBEHH PEAKUHWH, 3acaram X
Pa3IHYHU, IOHAKOTa MHOTO CHCTEMH B OpPraHHu3Ma (MyCKYJIHO-CKENETHA, HEpBHA CHCTEMA, NCHXHKA U Jj
CETHBHH OpPraHH{) MpH NMaLHEHTH, MONy4YaBallyd XHHOJIOHN H GIYOPOXUHOJIOHH, HE3ABHCHUMO OT TAXHATA '
Bb3PACT ¥ BE4€ ChIHECTBYBALIHTE puckoBH daktopu. Liunpoduokcaunt Tpsdsa aa ce cnipe HezabaBHO .
MPH IILPBHUTE NPH3HALM WIH CHMITTOMH Ha BCAKA CEPUO3HA HEXETaHA PeaKLMA KaTo NallHeHTHTE TpAOBa ;;

Ja CE IMOCHLBETBAT Oa CC€ CBRPXKAT C TEXHHA JIEKAp, Npeanuncan nekapcrtesOToO, 3a ChBLT.
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Teocku unghexyuu u cmecenu un@exyuy ¢ 2pam-noaoNCUMenHy u aHaepobHu namozenu
MoHoTepanuaTa ¢ HUnpodIoKcalH He € NOAXOAANIA 3a JIEUEHHE HA TeKKH HHPEKLIHH H Ha HH(I)EI{IJ,HH,
3a KOHTO Ce NpeAnonara, 4e ca npeaAn3BHKaHHu OT rpaM-NoNoKUTETHH WIH aHaepobnu naroreny. Ipu
TakuBa HHekLuK nunpodnokcaitii TpadBa na ce npuiara KOMOMHUPAHO C ApYTH [1OAXOAALIH
aHTHUOAKTEPHUANHU areHTH.
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Cmpenmoxoxogu ungexyuu (exnoyumento Streptococcus pneumoniae)
LiunpodnokcauuH e ce MPenophuBa 3a JeueHHe Ha CTPENTOKOXOBH HHGEKLHH, Thil KaTO HE €
NOCTATBYHO €(PEeKTUBEH NPH THX. 4
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Hugexyuu na norogume nbmuya &
"OHOKOKOB YPETPHT, LEBUALINT, OPXHEMNIUIAHMHAT W BBINATUTENHH CBCTOAHNUSA B MAJTKMs Ta3z Morar n1a
ObJaT IPUYHHEHH OT H3071aTH Ha GIyOPOXHHONOH-PE3IUCTEHTHA Neisseria gonorrhoeae. llopany ToBa, :
uunpodiokcaiiuH TpAabBa na ce mpunara NpH JIe4EHUE Ha TOHOKOKOB YPETPUT WIH LIEPBHUUMT €IMHCTBEHQ!
KOTaTo MOXe Aa Oblie H3KIoUeHa uHbeKUHa ¢ UHnpodIoKCalH- pe3ucTenTHa Neisseria gonorrhoeae. ,.f
[Mpu OpxHENUANIHNMHT H BB3NATHTEIHHA ChCTOAHKA B MATIKHA Ta3, eMIUPUHCKH LMNPodIoKCaLHH Tpﬂﬁaa
1a ce MMpuiara eqUHCTBEHO B KOMOHMHALIMA € ApYT MOAXOAALN aHTHOaKTEpHaNneH areHT (Harp. §
LedarocnopyH), OCBEH aKO He € U3KTWYSHA LunpodaoKcaluuH-pe3ucTeHTHara Neisseria gonorrhoeae.
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AKO cllell TPH IHH JICHUEHHE He Ce MOCTUrHe KIHHUYHO nogodpeHure, TepanuaTa ce KOpUIrupa. .
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Anpexyuu Ha nuxoyHume nomuwia
Pesncrenuus Ha $nyopoXnHonoHn kM Escherichia coli — HalR-4eCTO CpelllaHHis MaTOreH NpH :
UHPEKIMMATE Ha MHKOYHKTE MBTHIIE ~ Ce pa3nuuana B Uenus Epponeiicku Crio3. [1lpeanuceaiumre 9
JIEKapH ca ChBETBAT Ja MMAT B IIPeABHJ JOKATHOTO NMpeobianaBaHe Ha pasHCTeHUMs Ha Escherichia coli

KBM (PITyOPOXHHONOHH, L
EquHHYHATA 0032 HA LUNPHQAOKCALIMH KOATO MOXe Aa Oblc Non3BaHa NPpH HEKOMINHIMPAH LINCTHT NpK:
’KEHH B [IEPHONA HA NPe-MEHOMay34a, 04aKksa ce Aa Obae aCoLMpPaH ¢ No-HUCKa eUKACHOCT OTKONKY ¢ nn-i"j*
I'BJIFO BpeMeTpacHe Ha fiedeHueTo. Oule noseue 64 TpabBano Ja ce B3eMe B IPEIBH] YBEJIHYEHOTO HUBO 3
Ha pe3ucTenuus Ha Escherichia coli xbM XUHOJIOHH.

Humpa-aboomunantiu ungexyuu ;

ChulecTBYBaT OrpaHUUuEHH JaHHHK 3a eeKTHBHOCTTA Ha LIMITpOQIIOKCALMH NTPH IEYEHAETO HA NOCT- @
XHUPYPTrHYHH MHTPa-addOoMHUHAIHH HHEKLWH. "
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Huapus npu nemyeaue




[Tpu u3bopa Ha nunpodnokcalH TpAOBa Ia ¢¢ B3MMA Npel BUA HHPOPMaLUATA OTHOCHO
PE3HCTEHTHOCTTA KBbM LHNPod0KCallHH NTPH CHOTBETHHTE npeobiiafaBalliy pErHOHATHH NaTOreHHH
HIAMOBE B MOCETCHHUTE CTPAHM,

Hupexyuu na xocmume y cmasume 3
L{unpodnokcauuu TpadBa Ja ce U3MOJ3Ba B KOMOHHALIMA ¢ IPYTH aHTUMUKPOOHH areéHTH B 3aBUCHMOCT 4

OT pe3yTara Ha MUKPOOHOIOrHYHOTO U3CIieIBAHE.

Huxanayuornen aumpaxc

H3non3BaHeTO NPH X0pa ¢& OCHOBABA HAa AAHHHUTE 34 YYBCTBHTEIHOCT /R Vitro U NPH KUBOTHHCKH
MOJIENTH, KAKTO W OT OrPaHHYEHUTE TaHHHU OT M3MOA3BAHETO MY NpH Xopa. JlekyBaluuTe nexkapHu TpaOBa
ce OTHeCaT KbM HALMOHANIHUTE H/WIH MEXIYHAPOAHUTE KOHCEHCYCHH JOKYMEHTH IO OTHOLIEHHUE
JICYEHHETO Ha aHTPAKC.
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[Teduampuuna nonyrayus

Hanon3saHero Ha WMNpodAOKCALIMH TIPH Aclia K MOAPACTBALLM ClIEABa HATHYHUTE OQHLIMATHH
npenopeKy. Jleuennero ¢ unnpodaokcaunH TpadBa Aa 3anoyusa caMo cJied CbOTBETHO Ha3HAYEHUE OT
JIEKapH € OITUT NPH TPETUPAHETO HA MYKOBHCLIM03a H/WIH TEXKA MHEKIIMH NP AeUa ¥ NOAPaCTBAIIH.
Onucano €, 4ye uunpodroKCallMH Npean3IBUKBA APTPONATHA B HOCEILMTE CTaBU NP MNAAH )XKHBOTHH.
HannuTe 3a 6e30MacHOCT NMpu cIy4yaifHo nogdpaHu ABOHHO ClleNH U3NUTBaHUA NTpH yroTpeda Ha
uunpodoKkcaurH npyu aeua (uunpodaokcaunH: n=335, cpenna Bb3pacT = 6.3 roanHH, nnauebo: n—349,
CpelHa BB3PacT = 6.2 NOIMHH, BBE3pacTOB HHTEPBAN = | 10 17 roaMHM), pa3kpyBaT ClIy4aM Ha Bepoﬂ'rﬂo
NEeKapCTBEHO-3aBUCHMa apTponaTud (pa3/inuHa OT CBbP3aHH CbC CTAaBUTE DOJIECTHH CHMITTOMR) 10 42-1 5
OeH NpH CbOTBETHO 7.2% U 4.6%. [Nossara Ha nexkapcTBEHO-00YCNOBEHA ApTPONATHA CIE eﬂﬂom,unumu;}
npocnensBaHe € CbOTBETHO 9.0% 1 5.7%. YBenHYEeHHETO HA CNYYANTE HA NTIEKAPCTBEHO 00YCNOBEHA
apTpONaTUs C BPEMETO HE € CTATUCTHUYECKH 3HAYMMO MEXIY IPYIIUTE.

JleyeHueTo TpabBa Aa 3anoyBa CIcl BHHMATENHA NPELIEHKA HA CbOTHOMIEHHETO 110133/ PHCK NMOPaaH
BB3MOKHHUTE CTPAHHYHH €(EeKTH, CBbP3aHH ChC CTABHTE H OKOJIHUTE THKAaHH (BX. TO4YKa 4.8).

bpouxo-nyamonanuu un@exyuu npu MyKosucyuoosa

B XNTHHHYHUTE H3NMHUTaHKA CA BKIOYBAHKU JcUa U NMOAPACTBALIM HA Bb3pacT Mexay 5 U 17 roaunu. Ilo-
OTPaHUYEH € OMUTHT MPK JIEUSHNE HA ella MexXay 1- M 5-rOOMIIHA BB3PacT.
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Yenooicnenu ungexyuu Ha nuKkoyxHume NbMuwa u nueaoxedpum

Jledenue Ha HHPEKLHH Ha MHKOYHKTE ITbTHHIA ¢ LIMIIPO¢IIOKCALMH c€ OOMHCNA B ClIyYaHTe, KOraro e
HEBB3MOXKHO NMPUIAraHeTO Ha JAPYro JE€YEHHE H C€ OCHOBABA HA PE3YJITATHTE OT MHKPODHUONOTHYHOTO
M3cneapane. B KIMHHYHUTE U3MATAHMA ¢A BKJIKYBAHU M Jiela, H MOApacTBallld Ha BB3PacT Mexay 1 U 17
FORYHH.
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Hpyau cneyuguunu mescku unpexyuu ;
HpYyTH TEXKHA HHPEKLIMH B CHOTBETCTBHE ¢ OQHUUMANTHHATE NPENOPBKH U CNEJl BHUMATEIHA NPELIEHKA Ha I
CLOTHOLUEHHETO MOJI3a/PUCK, KOTATO € HEBB3MOXKHO [1a C€ NIPUIIOKHU APYro MeUeHHE, UITH ClIEA HEYCTEX I
HA KOHBEHUMOHATHOTO JICYEHHE, WIIM KOraTO MUKPOOHOIOTHYHOTO H3CIEABAHE ONpaBaaBa yrnorpebara -
Ha UHIPOQIOKCALIAH.

Ynorpebara Ha LMIIPOQUIOKCAIIHH NPH CNEUH(PHYHH TEXKH HHPEKLHH, pa3TMYHH OT CIIOMEHATHTE 10
rope, He € MPOBEPEHA MPHU KIIMHWYHH WINUTBAHNA U KTUHUYHUAT ONKHT € OrpaHNYycH. 3aTOBA €
He0OX0oAMMO BHUIMAHHE, KOTATC HA TAXUBA MALHCHTH C€ NPEANIHCBA UHNPO(IOKCALIHH. 0:

Cepbxuygcmeumeanocm
CBpBXYYBCTBHUTETHOCT H AIEPriyHH PpeaKkLiMi, BKIKUYHTETHO aHapHUIaKCHa H aHa / : --nf
Morar Ja nocleaBaT eAMHHYHA 103a (BXK. TO4UKa 4.8) ¥ 1a ca >KMUBOTO-3aCTpallaBa
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TAKABA PEAKLIMA, TPUEMEBT HA UMAPOIIOKCALMH Ce MPEyCTAHOBABA BEHARA M CE€ THPCH KBaTU(HUKMpaHa
MEAMIIMHCKA NMOMOILIL, '

Tenournum u pasxvceaHe HA CYXONCURUE 3
LunmpodnokcaunH He 64Ba na ce npeAnKcBa Ha NALUEHTH C HCTOPHUA 3a 3a00NABaHNA HA CYXOXKHIMATA ;ﬂ
HJIH TAKKBA, BLb3HUKHAIU B PE3YJITAT HA NPUEM Ha XHHOJOHU. Bee nak B MHOTO peIKMTE ClTy4au, KOraro
pPeE3YATATHT OT MAKPOOHONOrMYHOTO H3C/IEABaHE M0 HaJlAra, U npy O1aronpuATHa rpeleHKa Ha
ChOTHOLICHHETO NO33a/PUCK, LUMPOdIOKCallMH MOXE a Ce NPEeAnHyIlIEe U Ha TAKMBA MAaLUEHTH 32

JIeYCHHE HA OIpeaeNieHU TeKKU HHPEKLHH, 0COOEHO NIPU HEYCIEX HA CTAHIApTHATA TEpalus WIH

HallH4YKe Ha OaKkTepHalHa pe3UCTEHTHOCT, KAKTO U KOTaTO MMKPOOHOIIOrMYHHMAT aHANN3 ONpaBaaBa

ynotpebara Ha LMIPOPIIOKCALIMH.

TeHIUHHUT K Pa3KbCBAHE HA CYXOXKWIHE (MO-CNEUHATHO aXHNECOBO CYXOXKHIHE, HO Oe3 na ce Drpaﬂuqasdi
CaMo J0 HEro), MOHAKOra AByCTPaHHO, MOXE Aa CC MONIY4YH OLile B paMKHTE Ha 48 yaca OT 3aloYBaHE Ha

JIEYEHHETO ¢ XMHOJIOHHU H pIyOpPOXHHONIOHH KaTo HMa ChOOLICHNA 33 TAKMBA, Pa3BUIU CE JOPH A0 f:
HAKOJIKO Mecela Clie NpeKpaTaBaHe Ha JICUEHHETO. PHCKBT OT TEHAWHUT U PA3KBCBAHE HA CYXOXKUITHE cﬁ?
[TOBHILIABA MPH MO-BB3PACTHH MALIMEHTH, NALUEHTH ¢ OBOpEeYHO YBpEXXAaHe, MALMEHTH C "'.Jii
TPaHCILTAHTHPAaH CONUIEH OpraH M TaKMBa, JIEKYBaHH CBHITBTCTBALLO ¢ KOPTAKOCTEPOUAH. [1o Tazu _h

MPUYHHA CbNIBTCTBALLATA YIIOTpeOa HA KOpPTHKOCTepOUIH TPpsAOBa aa ce n3dArea. 1

[Tpy nBppBHUA NPHU3HAK HA TCHAUHMUT (Hanp. 60JIE3HEHO NOAYBAHE, BL3NANECHHUE) IEUEHHETO C 2
uunpodokcauuH TpabBa Ia ce npekpaTH U Aa ce 0OMUCITH ANTEPHATHBHO JieueHue. 3aceryaruar(re) -
KpaiiHHuk(1H) TpaOBa na 6bae(ar) nekypad(M) no noaxoasil Ha4yvH (Hanp. o6e3nBukBaHe). He TpabBa ﬂa:
CE€ H3II0JI3BAT KOPTUKOCTEPOU M, AKO C€ NOABAT MpH3HALIM HAa TEHAWHOTIATHA.

Ilayuenmu c Muacmenus 2pasuc ¥
{unpodnokcanuH TpadBa f1a ce npuara BHUMATEIHO MPH NalUEHTH C MUACTEHHUA I'PABUC, 3aL0TO

CAMITTOMHTE MOTbT Aa Obaar obocTpeHH (BK. To4ka 4.8).

DPomouyecmeumennocm

Onucady ca peakLMi Ha QOTOUYBCTBUTEAHOCT npyu nunpodgaokcaumH. Iauuenrure, npueMaliu a4

nunpogpaokcaluy, Tpadea a2 ObaaT MOCbBETBAHK Ja U30ATBaT AUPEKTHATA CIBHYEBA CBETIMHA U 3

YITPABHONETOBOTO 0OIBUBAHE B X012 HA JIeUeHUETO (BXK. Touka 4.8). )
¢!

Llenmpanna nepsna cucmema

Llunpogaokcaund, NoaodHO HA APYTUTE XMHOIOHH, € M3BECTHO Y€ MOMKE XA POBOKHpa MPHNAABK WIH
A4 MOHUKAT Mpara 3a nojJy4aeaHe Ha npyunagbk. HabntoaaBaHKW ca cliyvyad Ha CTaTyC EMWIETHKYC.
LHunpodnokcaildH TpaOpa ga ce H3Moa3Ba ¢ MOBUINEHO BHUMaHHe MpH NAUMEHTH C HAPYLLIEHHUS B
LICHTpANHaTa HEPBHA CHCTEMA, ThI KATO TC MOTaT Na ca MpEeRIOCTaBKa 3a NMpHnaasK. B cnyyai Ha
MPUINaAbK NPUEMBT HA HUTpodoKCcallMH Ce NpeycTaHoBsABAa BeaHara (Bx. To4uka 4.8). [ [cuxuaTrpyuunu
PEAKLIMM MOraT A& Bb3HUKHAT M ¢/1€] NbpBUA NIPHEM Ha UMIpoduiokcaunH. B peaku cnydau nenpecuarat
WIH [CUX03aTa MOTaT Ja Nporpecupar 40 CYMUMAHH HACALUM U MUCNU, KYJIMHHMPALLM B OITUT 3a
camoyobuiicTBo Wiy camMoybuiicTeo. B TakHBa cliyyaud JeUeHHETO ¢ UMITPOIOKCALIUH Ce npeyc*raaoaﬂﬂa
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[lepuchbepra neaponamun

Cro0bi11aBa ce 3a CNy4ad Ha CEH30pHA WJIH CEH30MOTOpPHA MOJIMHEBPONATHS, BOACIIM 10 NMAapEeCTE3UH,
XMUTIOECTE3UA, AU3ECTEIUA WIH cnabocT Npy NaUMEHTH, NPHEMaLLH XHHOJIOHH H (GAYOPOXHUHONOHM.
[TannneHTHTE, KOUTO NPHEMAT uunpndmﬂxcaunu TpAOBa na OBIAT NOCHEBECTBAHM A4 HHd)opMHpa'r CBOA
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HeoOparuMo 3aﬁonﬂBaHe. (Bk. TO4Ka 4.8).
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Hapyvuwenus na 3penuemo
AKO Bb3HMKHE HapyIICHHE Ha 3pEHHETO WK HAKAKBH €(eKTH BBPXY OUUTE, He3abaBHO TpabOra fa ce
HanpaBy KOHCYJITalMA ¢ O TaIMOJIOT.

Crpoeuru Hapyuienus
HeoGxoauMO € MOBHIIEHO BHUMaHHE NMPH NpUnaraieTo Ha GayOpOXHHONOHH, BKIIOUYUTEHO H 3
LMNPOGIOKCALIMH, TPH MALMEHTH C U3BECTHHU PUCKOBH (aKTOpH 3a yanpkasaHe Ha QT uHTeppana karo: §i
- BPOJCH CHHIAPOM Ha yanikeH QT uHTepsan; i
- eIHOBPEMEHHO INPHAOKEHHE C 1eKapCTBa, 33 KOMTO € U3BECTHO, Ye yanxapaT QT HHTepBana :
(nanp. anrdaputMuuM knac IA u 11, TpHUMKNUYHN aHTHAENTPEeCaHTH, MAKPONTMIH, }
AHTUTICIXOTHLH). i

- HEKODWIrMpaH €NEeKTPOAUTEH AucOanaHc (Hanp. XUNOKATHEMHSA, XHITOMarHe3eMus );

- chpAcuHH 3a0ongaBanus (ChbpAeYHA HENOCTATHYHOCT, HH(APKT Ha MHOKapAa, Opaaukapavs),
[TauneHnTH B CTap4ecKka BB3PACT U KEHH €A NO-4YBCTBUTENHH KbM CPEICTBA, KOUTO YARbKasar QT
MHTEpBAaNa, opaay KOeTo ce W3HCKBa MOBHILEHO BHUMAHNE KOraTo NPH Ta3H NMOMYIALUHA NMaLUWeHTH ce
M3MoN3Ba LUnpodaokcalHH (Bx. Touka 4.2 [layuenmu e cmapyecka ev3pacm, 4.5, 4.8 1 4.9)

3

Hucenuxemus )
KaxTo npu BCUMKH XHHOIOHY, MMa chOOLIEHUA 3a HapylIIEHHs B HUBATA HA KPbBHATA 3axap, Bmmqﬂamm_‘}
KaKTO XUIMOMMIMKEMHs, TAKa M XUMEeprivkeMus (BxK. Touka 4.8), obukHOBEeHO NPpH AHabeTHLK, HA KOHTO Ce;
NpWIara ChIISTCTBAINA TEPANHA ¢ MEPOPATHH XHIOTTMKEMHYHH CPEACTBA (HANp. IMMOEHKIAMHIA) WK C - |
HHCYNHH, ChobllaBaHK ca clty4ad Ha XMNOrIKMKeMyyHa koMa. [IpenopbiBa ce BHHMATENHO
Mpoc/ieasBaHe HAa HUBOTO Ha IIKOKO3aTa B KPbBTA NPH IMALMEHTH C AHaAbeT. i

AXpanocMuiamenHa cucmemda X
[MosBaTa Ha TexKa ¥ IPOAB/KMTENHA JHAPHUSA TI0 BPEME WIH clej NeYeHre (BKIKUHTENTHO HAKOJIKO g
CEAMMIIM CEN JISYEHHE ) MOXKE [a 03HAYaBa KOJNUT, aCOLMUPaH ¢ aHTHOMOTHYHOTO Ne4eHHe ((kHBOTO-
3aCTpalllaBalll C BE3MOXEH (aTaneH W3Xo), H3uckBall He3abasHO neueHye (BxK. Touxka 4.8). B Takusa
Cy4yaHd NMpHeMbT Ha UMNPO¢UIOKCALIMH CE IPEYCTAHOBABA BEIHAra M C€ Ha3HayaBa noAxoaduia Tepanus. -
[Tpu Tazu cUTyaluMs aHTUNEPUCTANTHYHHUTE MEANKAMEHTH Ca NPOTUBONOKA3aHH.

T R

Evbpeyu u nuxoynu nemuwa
CrvoflaBaHo € 3a KpUCTanypus, CBbp3aHa ¢ ynoTpebara Ha nunpoduokcalH (Bx. Touka 4.8).

[NanuedTuTE, TeKYBaHH ¢ UMOPoGIIOKCaLlMH, TpaOBa fa ca 1o0pe xupaTupaHy H Aa ce W30Araa
MPEKOMEPHOTO aNKAIM3UPAHE HA YPHUHATA UM.
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Hapyvwena 6vbpeuna dyniyus hy
Toit kaTo LMNIPOdJIOKCALIMH B rOfisMa CTEMEH Ce eKCKpeTHpa HENPOMEHEH upe3 OB0pelnTe, HEOOXOIHME
e KOpEKLHA Ha AO3HPOBKATA NPH MAaLMEHTH ¢ HapylicHa 6b6peyHa PyHKLUMA, KAKTO € ONMCAHO B TOYKA
4.2, 3a 1a ce u3berdHe NOBHILICHATA Y€CTOTA Ha HEXENAHUTE JIEKAPCTBEHH PEAKLIMH BCIIEACTBHE

KYMYAHPAHETO HAa LMIIPUPIIOKCAUHH. +

Hepen Opob u ocnvuxa
Cro610aBaHo € 3a cly4aHd Ha YyepHOApoOHa HeKpo3a M XHBOTO3acTpaluaBalla YepHoapoOHa
HeNOCTATBYHOCT IIPU JIeUEHHE ¢ LMNpodaokcauun (Bk. To4uka 4.8). B cayyah Ha MosiBa HA HAKAKLB

CUMIITOM Ha YepPHOOPOOHO YBpEXAaHe (KaTOo aHOPEKCH, K BJITEHHLIA, MOTbMHABAHE HA YPHHATAE, R
MPYPHTYC, HEPA3NOJIOKEHNE B KOpeMHaTa 06J1acT), NeYSHHETO Ce MPEYCTaHOBMBA. )

[ mokozo-6-chocham-dexudpocenasen dehuyum




C1061maBaHo € 33 XeMOJIMTHYHH PEaKLIHK MPH NPHEM Ha UHNPOPROKCALHH OT MAUNWEHTH C ITIHOKO030-6- |
docdar-nexuaporeHaseH AcPuuMT. [IpH TaKKBa NALMEHTH JICYEHHETO C UMNPodIOKCAUMH TpA6GBa Aa ce
H30ATBa, OCBEH aKO MOTEHIMATTHATA I10JI132 OT JIEUSHHETO NPEBHILIABA MHOIOKPATHO BB3MOXHUA pUCK. B :
TAKWBA CJIYYaM ¢e CIICAH 3a Bb3MOXKHA TI0ABA HA XEMOJH3a. "

Pezucmenmuocm

Mo speme WAH cilen neuebeH Kype ¢ LMNpodnoKcalvH € Bb3MOXKHO A3 C€ H30JIMPaT LHIpPOQIOKCaLMH-
PE3HCTEHTHH GaKTEpHH, MPUIPY)KEHO WIH HE OT KIUHUYHO 3abenexxnuma cynepuHpexums. PUCKBT OT
CeJIeKLIHOHHUPaHe Ha LMITpo(IOKCAHH-PE3HCTEHTHH HakTepuu € 0COOEHO roJiaM MPH MPOABIKHTENHO
JleyeHHe U TIPH TPETRPaHe Ha BETPeOOIHHYHN HHPEKUNU W/ NIy HHPEKUNH, OPpeIU3BHKAHH OT
Staphyvlococcus v Pseudomonas.
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Liumoxpom P430

LnnpodnokcaurH uHxudbupa CYP1A2 4 o 17034 Ha4HH MOXKE ia MpeaH3BHKa MOBHILEHA CepyMHa
KOHLEHTPAlLMA Ha HAKOM JIEKapCTBa, NpUNaraHd eIHOBPEMEHHO M METaDONMU3NPaHH OT TO3M CH3UM
(Hanp. TeoWIKH, KJIO3AMKH, 0OJIAH3AAH, PONUHKUPOI, TH3AHUAWH, AYJOKCETHH, ArOMEIaTHH).
EQHOBpEMEHHOTO NpUIarale Ha HUNPo(IOKCALIMH W TH3aHKWAWH € NPOTKBOMNOKa3aHo. [lanueHTHTe,
NnpHeMallii eNHOBPEMEHHO TAKUBA JIEKAPCTBA, CE CIEIAT BHUMATENHO 32 NpOosABa HA CHMIITOMH Ha
npefo3upaHe KaTo MOXKE 1A C€ HAMIOKH M ONpeaensHe Ha CEpYMHHUTE KOHLIEHTpAUWH (Hanp. Ha
TeoPpHIHH) (BXK. TOHKA 4.5).
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Memompexcam
He ce npenoppyBa eaHoBpeMeHHATa ynoTpeda Ha uMnpodnokcallud ¥ METOTPEKCAT (BX. TOUKa 4.5).
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[losauseane na rabopamopnu mecmoge
AKTHBHOCTTA in vitro Ha uunpodoxcaliud cpeity Mycobacterium tuberculosis Moxe Ja nanae cba.nmﬂaq
OTpHLATeNIeH OaKTEpHONOTHYEH pe3yiITar np¥ NpobHW OT NalUMEHTH, NPHEMAIIH KbM MOMECHTE
LUNPOGNOKCALMH. °f

4.5 BianMoaeiicTBHE ¢ XPYrH JEKaPCTBEHH NPOAYKTH H APYTrH JOPMH Ha B3aHMOAeHCTBHE

Bruarniue QG Opyeu npooyKmi 6o Unpo@AROKCAUIH.
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Jexapemaenu npodyxmu, yovaxcasawu QT unmepeana

Linnpudnoxcaumt, nogobHo Ha ApyTUTe GIyOpPOKUHOIOHH, TpAOBA Aa ce U3NON3BA ¢ MOBULICHO
BHHMaHHE NP MALHEHTH, NPHEMALUH JIEKApCTBa, 32 KOUTO € U3BECTHO, e yawmkaear QT unarepsana
(nanpumep knac IA # [II aHTHAPUTMHULK, TPULIMKINYHU AHTHIETIPECAHTH, MAKPOJIHIH, AHTUIICHXOTHULIH)
(Bxk. TOUKa 4.4).
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Obpazyeare Ha XxearamHu KOMNAEKCU

EnHOBpeMEHHHAT NPHEM HA IMNpoduiokcaliy (TIpe3 ycrara) U MyJTHBANECHTHH KaTHOH-ChAbpXalliy
MEIHKAMEHTH U MHUHEpanHHU n00aBku (Kaniuii, Mardesn, any MHH#, xkena3o), pocdar CBEP3BALIH ‘
noauMepH {cepeNaMep HIH TaHTaHMEB KapOoOHaT), CyKpaldaT Wid aHTHALKMAHH CPEACTBA H CHIIHO 3
Oydepupany MeqrkaMeHTH (TabneTk AWAAHO3NH), ChABPKALLW MarHesui, anyMUHHUA WIH Kanuu#, q‘i
peqyumMpar abcopbumnaTta Ha uunpogaokcaurt. 3aTosa LMNpogNOKCALMH Ce npdeMa WK 1-2 qaca npenm
WK Hali-MaTKo 4 4aca cen NpueM Ha TakuBa cpeacTBa. OrpaHH4EHHETO HE CE OTHACA 33 AHTUALMIHU ¢
cpencTsa ot rpynata Ha H,-6nokepure. :

Xpana u MAeywHu npoodyKmu
KanuusT, cbAbpiKalll ce B XpaHaTa, He TIOBIIHABA ChllecTBeHO abcopbuuaTta. B A ' i
eHOBPEMEHHHAT NPHEM Ha MIEYHM TIPOAYKTH WIK 0DoraTeHH ¢ MHHEpPATH BT (TIDACHe AEMEEI0




MJISIKO, 000raTeH ¢ Kanuuid IopTOKANOB COK) 3aeAHO C UMNPOGUIOKCALMH ce U30ArBa, Thi KaTo MOXE 11a 4

ce Hamanu abcopbuuaTa My .
IIpobeneyuo _-
[Tpo6exHeuna nosnuaBa 6sOpeunara cekpelna Ha Iunpoduokcalmi. ETHOBpEMEHHHUST NPHEM Ha 3
npoGeHelna H UHNPOdIOKCALIHH ITOBHILABA CEPYMHHTE HUBA HA UMNPOGIOKCALIUH. ¢
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Memoxnonpamuo ]
MetoknonpamMul yckopasa abcopbLuaTa Ha LHNpoguIOKcauuH (MepopaHo) KOETO ChKpalllasa EPEME‘TG ;
3a IOCTUraHe Ha MaKCMMAaJIHA TUTa3MeHa KoHueHTpauua. He ce Habmionaa epekT Bupxy ﬁuuﬂaﬂuqnnma
Ha UMNPOQIOKCALIMH.
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Omenpason
ENHOBPEMEHHOTO APHAOKEHHE HA LMNPODIOKCAllMH H OMEIPa30 ChABMKALLM NPOAYKTH cnado
MOHH)XXaBa CTOMHOCTHTE HA Crax 1 AUC Ha uunpodioxcaumn.

Bausnue na yunpoaoxcallin 6spxy opyzu 1exapcmeeny npooyKmii:

Tuzanudur «
TusaHUOHH HE OMBA 112 ce NpHEMa 3aeHO ¢ LMIPOdIOKCAUUH (BK. TOUka 4.3). B KNTWHAYHO U3NHTBAHE "
CBC 31paBH MHIMBHAM € HaO/I01aBAHO NOBUIIEHHE HA CEPYMHATA KOHLIEHTpALMA HA TH3AHUIMH (Cnax !
MOBHIUABAHE : CPEIHO 7/-KPATHO B AMAana3oH oT 4 mo 21-xparHo; NOBHILIABAHE Ha ITOLKTA I[TO KpHBATa #
AUC: cpenno 10-xkpaTHO B Axana3od ot 6 0o 24-KpaTHO) IPU €JHOBPEMEHEH NIPHEM ¢ UMANPOPIOKCALIMH;
IloBHlIEHATA CEPYMHA KOHLEHTPALIUA Ha TH3aHHIMH C€ OB/DKH HA NOTEHLMpaHe HA XUMTOTEHIUBHUA U .
CeNaTHBHHA €(PEKT. g
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Memompexcam
BrOpeuHnaT TyOynapeH TpaHCIOpT Ha METOTpeKcaT MOXKeE Aa Obae MHXUOUpaH NPH €IHOBPEMEHHO t_ l:;?
NPHICKEHHE C IAMMPOQUIOKCALIMH, KOETO NOTEHIMAIHO 1A A0BEAE A0 MOBHMILICHH IUTa3MEHM HUBA Ha g
METOTPEKCAT M NOBHULLICH PUCK OT METOTPEKCAT-CBBP3aHH TOKCHYHU peakurd. EnHoBpeMeHHarTa
ynotpeba He ce npenopwuBa (Bx. To4ka 4.4), 3

Teopunun

EnroBpeMEHHOTO NpHAOKEHHE Ha HUNPOQUIOKCALKH U TEOPUIIHHE MOXKE Na NPEIU3BUKA HEXKETAHO
MOBHIIABAHE HA CepyYMHAara KOHLEHTpAaLHs Ha TeoWIHH. ToBa MOKe Aa JoBeae 10 TCOPHIIHH-
NpeAU3BUKAHM CTPAHUYHH edekTH, KOUTO paaKo MoraT Aa ObaaT )KUBOT03acTpaluaBallld Wik daTatHu.
3arosa npH KOMOMHMpaHe CepyMHaTa KOHLIEHTpauMs Ha Teodpunus ¢¢ Habnionasa v [o3ara Ha Teoq)mmﬂ
ce peayLMpa, ako € HeobxoauMo (BK. Touka 4.4).

-
r - Fem & =
e = - -

L .rl\-n--\.p-"-.i."..-_.".‘a.‘f:.-'

%

A
i
,'i
Hpyeu kcanmunosu npouseoQHy E
[1pyn enHOBpEMEHHO NpUeMaHe Ha UMNPOQPIOKCALUH K KOPEHH UTH NEHTOKCUPUIUH (OKCIEHTUPUNNH) e ,

CbOOLLIABAHO 33 MOBHILIEHH CEPYMHM KOHLIEHTPALMY HA TE3U KCAHTHHOBH MPOH3BOIHH.

Denumour

ERHOBpEMEHHMAT MPUEM HA LUIPOPNOKCALIMH U PEHUTOUH MOXE a TOBEAE A0 MOBULLICHO WU
HaManeHo CEpYMHO HMBO Ha (PEHUTOHH. 3aTOB4A CE NPENOPbUBA MOHUTOPHPAHE Ha IJIA3MEHUTE HUBA HA . |
MEOHKAMEHTHTE. ¥

ﬂ UKROCROPDUH

[1pu enHOBpeMeHHO NpHeMaHe Ha LMNPO¢IOKCAUMH ChABPKALLM NPOAYKTH ce Habiogasa NnpexogHo
MOBHILABAHE HA KOHUECHTPALIHUTE Ha KpeaTHHHH B cepyMa. Ipu Te3u nalMeHTH € HeoOX0AUMO .
CEPYMHHTE KOHLICHTPAllMK Ha KpeaTHHHH J1a Ce MPOCieNaBar 4ecTo (ABa NbTH CEAMUMHO). '

Aumazonucmu na sumamun K
E/THOBpEMEHHHUAT NPHEM HA UATIPOPIIOKCALNH C AHTATOHHUCTH Ha BUTaMHH K MOXe Ja yCHAH
aHTHMKOAryNaHTHUA edeKkT. PUCKBT e paznuueH B 3aBUCUMOCT OT HHPEKLUMATA, BB3P
ChCTOAHME HA MALMEHTA U € TPYIAHO A C€ YCTAHOBH KOHKPETHUAT NPHHOC HA QIryop
nosruiaBbaHeTo Ha INR (MexxanyHapoaHo HopMalKH3MpaHO OTHOWwEHUE). [Ipenopbus;




MoHuTopHupane Ha INR o Bpeme ¥ 3a KpaTKo HENOCPEINCTBEHO CKOPO CNell €1HOBPEMEHHO NPHEMAHE HA'3
LUNPOGIOKCALIHH C AHTAarOHUCTH HA BUTaMUH K (Hanp. Bapdapul, alleHOKyMapoa, (PEHNIPOKYMOH MK 8
$bayuHaHOH).

NMOKCEenuH

B kNHHWYHYU NPOYUBAHHA € JOKA3AHO, Y€ €AHOBPEMEHHOTO MPUNAraHe Ha QYNOKCETHH C MOLIHU
nHxubuTopu Ha CYP450 1 A2 u3oeHznma, kaTo (hJIYBOKCAMHH MOKe Ja JOBEAE A0 MoBHINABaHe HA AU l»};
¥ Cmax Ha NYNOKCETHH. Bbrpeky, Ye HAMa HAIMYHHY JaHHM 33 Bb3IMOXKHO B3aUMOIECHCTBHE C 3
LUnpouIoKcalMH noaocdbHu edekTH MOraT Xa ¢€ OYAKBaT [IPH €AHOBPEMEHHOTO HM TIPHITOKEHUE (BXK.
Touka 4.4).

Ponunupon

B KNMHHYHH W3NHTBAHUA € YCTAHOBEHO, Y€ ¢HOBPEMEHHATA ynoTpeda Ha pONHHHPO H
LIMNpodIOKCALUH, YMEPEH UHXHOUTOP HA H303uM CYP450 1A2, BoaM 5O NOBHILABAHE HA MaKCHmaJIHaT&*
KoHLeHTpaLns Cnax ¥ mu1oInTa nox Kpueata AUC Ha ponuHHpon cbe ¢bOTBETHO 60% u 84%. I1o BpeMe Hu
CKOPO ClIe]l EJHOBPEMEHHO TIpUEMaHe Ha uMNpodNOoKCallMH ¢ PONHHUPON Ce IIPpenopbuBa CIIEACHE 3a -’i;
MoABa HA PONUHUPON-CBbP3aHU CTPAaHUHYHHU e)EKTH M aKo € HeobXoanMo, Jo3aTa ¢ KOPUrupa (Bx. Toqxé

4.4).
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Jludoxaun

Ilpu 3apasu A100pOBONLM € YCTAHOBEHO, Y€ €AHOBPEMEHHO NMPWIOKEHHE HA IMAOKAHH-ChIbPXKallH
NPOAYKTH ¢ LMNPOQPIOKCALIMH, YMepeH HHXHOUTOP Ha H3oeH3uMa CYP450 1A2 Boaou Ko NOHHXaBaHe Ha
KJIHPBbHCA Ha HHTPABEHO3HO NPUIOKEHUA AHAOKAHH ¢ 22%. JIeyeHHeTo C IMI0KAHH € TOHECEHO ﬂﬂﬁpe,
HO BBL3MOXKHO B3aUMOIENUCTBUE ¢ UHMNPOQIOKCAIIMH, CBBP3aHO C MOSBAa Ha HEXENaHH JIEKapCTBEHH
peakiuy MOXe J1a ce HabnaaBa npyu ¢AHOBPEMEHHOTO UM NPHI0KEHHE.
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Knozanum

Cnea enHoBpeMeHEH npreM Ha 250 mg uunpodIoKcalMH ¢ KNO3alHH B NpoaIbiKEHHE Ha 7 IHK
CepYMHHTE KOHUEHTPALHH Ha KNO3arud U N-JTHCMETUNKIIO3ANNH Ca C& MOBUILMIN CBOTBETHO € 29% n
31%. IlpenopbuBa ce KAHHHYHO HAOMIOREHHE W MTOAXOAALLO KOPUIrHpaHe Ha A03aTa HA KITO3aITHH NpH
€OQHOBPEMEHEH MPUEM C LHUNpodIokcallvH (Bx. ToUka 4.4).
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Cundenadcun W
[1py 3npaBu 1o6poBoOALM crien nNepopanHo npuiarale Ha no3a ot 50 mg cuwiaeHad N eTHOBPEMEHHO C :
300 mg nunpodnoxcauus Cuax ¥ AUC Ha cungeHadua ce noBuiuaBaT NpHOIM3NTETHO ABYKPATHO. &f
H3nucsanero Ha cunacHadun 3aeaHo ¢ HUNMpodUIoKCaldH H3HCKBa BHHMaHKUE U MPELEHKA Ha i
CBHOTHOILEHHETO IOJ3a/PHCK. i
Azomenamun -
B x1MHMYHY TPOY4BAHHSA € YCTaHOBEHO, Y€ GyBOKCAMUH, KaTO CHJIEH HHXHOUTOP Ha W30€H3UMA )

CYP450 1A2, nonueprano uuxubupa metabonyama Ha aroMenarTit, KOETO BOAH 10 60-KpaTHO
MOBULIABAHE HA EKCMNIO3ULIMATA HA aroMenarydH. Benpek, 4e HAMa HaMHYHK KIWHHYHK JaHHH 33
Bh3MOXXHO B3aMMOZEHCTBHE ¢ Lunpodaokcalun, koiro e ymepen unxudurop Ha CYP450 1 A2, nnﬂnﬁuu
eeKTH MOraT 1a c€ O4aKBar NpPH e€IHOBPEMEHHO npunoxeHue (Bux ,,Lluroxpom P450“ B Touka
CreLManHn npeaynpexaeHns U Mpeanasiu Mepky npy ynorpeda).
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Joanudem
EAHOBpEMEHHOTO MPHNOKEHHE C LMITPOQIOKCAUHH MOXKE [1a NOBHINH KOHHEHTPALIHHTE Ha 30/IH/IEM B
KpBBTa U €AHOBPEMEHHATA yITOoTpeda HE ¢e NpenopbhyBa.
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4.6 @epTHANTET, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

HamauHuTe naHHuM OTHOCHO MpHeMa HA LUNpOQJIOoKCalMH OT OpEMEHHH JKEHHM HE TITOKa3BaT PHCK Of
mMandopMalii ¥ PETO/HEOHATATHA TOKCHYHOCT HA MEAHKaMeHTa. OnMTHUTE BBPXY XHBOTHH HE MOKA3BAE
IPEKU WIN KOCBEHH BPEIHH e(EeKTH 0 OTHOLUEHHUE HA PENPONYKTHBHATA TOKCMUYHOCT. [IpH ekcrio3nuusd Hf
XUHOJNIOHU HAa MIIQHM H HEPOIECHH Olle %HBOTHH ca HabNmoAaBaHW €PeKTH BLPXY HE3PANATa XpYyIULIHA THKaR
M 3aTOBa HE CE M3KIIIOYBA, Y& MEAMKAMEHTLT MOXKe /1a TPEAM3BHKA YBpEa Ha CTABHHUTE XPYLLUTH NPY Mnais
YOBEIIKM oOpraHMm3bM/Tuton (Bxk. Touka 5.3). 3a npeamoudTaHe € Aa ce u3barsa ymorpebara HA
LMNIPO(IOKCALMH N0 BpeMe Ha OpeMEeHHOCTTA. PE

LlunpodnokcalH ce ekckpeTipa B MailuMHoTO MiIAKo. [lopanu moTeHIHANHUAS PUCK OT YBpeaa Ha

Kbpmere -;’:zj.
CTaBHTE LMITpodIoKCalHH He OMBa Aa ce ynoTpedsABa B eproaa Ha KbPMEHE, :
Y

4.7 EdekTn BupXxy cnocobnocTTa 33 wodpupaHe H padoTa ¢ MALUHHH
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[lopanu HEBPOJIOrMUHHUTE CH ePeKTH LUNPOdIOKCALUH MOXKE J1a MOBJIMAE PEAKLIHOHHOTO Bpeme. Tosa
MOXE [a OKaxe HeONaronpHaTHO BAMAHHE BBPXY YMEHUATA 32 LodHpaHe U padoTa ¢ MalllMHH.

L, P
[ = L -, m= -
\‘..-.-ll."l.\- Wy s il -

4.8 Hexenanu JeKapCcTBEHH PEAKIIHH
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HexenaHHuTe 1eKapCTBEHHU peaklMHy ca nogpeaeHH no 4ectora: MHoro dectd (=1/10); yectn (> 1/100
<1/10); nedectn (= 1/1000 < 1/100); peaku (= 1/10000 < 1/1000); mHoro penku (< 1/10000), c
HEU3BECTHA 4ECTOTa (HE MOMKE a2 C€ YCTAHOBH OT HANMYHWTE AaHHH). Halt-duecTo croliuasanmure
HeXeJIaHM JIEKADCTBEHH PeaklMy ca rafeHe H auapus. HexenaHuTte nekapcTBEHH peakLMH, OTIHCAHH NpEK
KJIHHHYHHUTE H3ITHTAHHA N [TIOCTMApKETUHIOBOTO HAOMIOASHHE HA LUITPOQIOKCALUH (IEPOPAIEH [IPHEM, ﬁ
MHTPABEHO3HO MPHIAraHe, CeKBEHUHAIHA Tepanus }, Ca COPTHPAHH IO KaTeropHH U H30pOeHH No-a0ny.

3a aHaM3a Ha YeCcToTaTa ca M3MON3BaHH JaHHM, KaKTO OT NEpOopalHOTO, TAKA H OT HHTPABREHO3HOTO -"_;3'
NMPWIOKEHUE HA LIUNPODIOKCALIUH. |
Hughexyuu u ungpecmayuu

HeuecTH: MUKOTUYHM CynIepUHPEKLIMM.

Hapyuwienun na kpvema u aumgnama cucmema

Heuecru: eozanHoGunus.

Penku: 1eBKONEHHUA, aHEMHS, HEYTPOIICHHS, IEBKOLIMTO3a, TPOMOOLIMTONEHHUA, TPOMOOLIUTEMHS.
MHoro peaku: XeMOJIUTUYHA aHeMHS, arpaHyJIOLMTO34, AaHLMTONEHHA ((KHBOTO3aCTpalllaBallla) KDCTHO-
MO3BYHO MOATHCKAHE ((KMBOTO3aCTPAIIABALLIO ).

Hapywenus na umynnama cucmema

Penxu: anepruyHa peaxuus, alnepriueH eaeM/aHrHoeaeM.

Muoro penku: aHadpWIakTUYHA peakuHa, aHapHIakTHYEH WoK (GKMBOTO3acTpallaBai) (Bx. Touka 4.4),
noaoOHa Ha cepyMHa O0JIeCT peakLm4.

Hapyvuienus na MmemaboruamMa u xpaneHemo

Heuecru; Hamanes anerur

Penxy: xuneprinukeMus, XUnoraukeMus (Bx. Toyka 4.4).

C Hen3BecTHA 4ecToTa: XMNOrNHKEMHYHA KoMa (BX. Touka 4.4).

Hcwxuwnu napywernua™

HeuecTH: NCHXOMOTOPHA XHUIIEPPEAKTHBHOCT/BB30Yyaa

Penku: o0bpKkBaHe n AE30PHEHTHPAHOCT, TPEBOXKHOCT, HEOOHYAHHH CBHMILA, AcpecHd (BLSMDH{HG e ha
KYMHHHPA B CYHLIMAHU HIAEH/ TIOBEACHNE WK CYULIHIHH OTIUTH U H3BBLpLIBaHE Ha caMoY( :.
(Bx.TOUKA 4.4), XaTIOLHHALIUH.
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MHOro peakH: MCHXOTHYHH PpeKUHH (BB3MOXKHO € Ja KYMHHHAPA B CYHUHIHY HICH/ NOBEACHHAE WK
CYMUMIHN OMUTH U U3BLPLIBAHE HA caMOyDbuiicTBo) (BXK. Touka 4.4).

Hen3pecTHa 4eCTOTa: MAHUSA, XUITOMAHHA.

Hapyuienus na nepsiama cucmema®

Heuecru: rnaBobonue, 3aMasHOCT, pa3CTPOUCTBA HA CHHA, HAPYILEHHUA Ha BKyCaA. E
Penku: nap- ¥ AMCECTE3HA, XHUITOECTE3UA, TPEMOP, MPHUNATBUHY (BKIKOUHTEIHO CTATYC ENUIENTUKYC) (B}I{Q
ToYKa 4.4), BEPTHTO.
MHoOro peaky: MUrpeHa, HapylleHa KOOpAUHaLHs, HapyLUEHHA B [10X0IKAaTa, pa3CTPONCTBa B
00OHAHHETO, MOBHILIICHO BETPEYEPENHO HANMAMAHE U MCEBAOTYMOP Ha MO3bBKA. y
HeusBecTHa uecToTa: nepudepHa HeBpONaTHA U NOJMHEBPONATHA (BX. Touka 4.4). 4
Hapywenus na oyume™® i
Penku: HapylIeHO 3peHue (Hamnp. AXIUIONKA ). $
MHoro peaku: aedpopMalrs Ha LIBETHOTO BB3IIPHATHE. %
Hapywenua na yxomo u aabupunma* g
Penkn: urym B ywure, 3aryba Ha ciiyxa/yBpeleH CyX.

Cwvpodeurnu napyuwenus™*

PenkH: TaxHKapaus.

HeunsBecTHa yecToTa: kKaMepHa apuTMHuA, torsades de pointes (cCro01aBaHK NMPEAMMHO MPH MALHEHTH C
PHUCKOBH rakTopH 3a yabmkaBaHe Ha QT uaTepsana), yawmxed QT Ha EKI (Bx Touka 4.4 u 4.9).
Te3n CbCTOAHMA Ca ONMCAHK MPE3 ITIOCTMAPKETHHIOBUSA TIEPHOI U ¢a HabMOAaBaHH NMPEAUMHO NpU
NAUMEHTH ¢ HAJIHYME HA PUCK 3a yawDKaBaHe Ha QT (BX. Touka 4.4).

CvOosu napyuwenun™**

Penku: Bazoannarallda, XMIIOTEH3UA, CHHKOM.

MHOr0 peaxu: BaCKyJHT. ‘i
Pecnupamopnu, 2pvOHY U MEQUACMUHATHY HADYVILEHUS
Penxu: npucnHes (BKJIOUUTENTHO aCTMATHYE€H NPUCTHI). i}
Cmomauino-ypegHu HapyuieHus ;
YecTH: rancHe, AMapya.

HeyecTH: noBpbilaHe, FACTPOUHTECTHHATHM M KOPeMHY DONKY, AUCNIENCUs, pnaTyIeHLHA.

Penxu: cepp3ana ¢ aHTHOMOTHK AUAPUA (BKITHOYHUTENHO NMCEBAOMEMOPAaHO3eH KOJTUT) (MHOIO PAOKO C
BB3MOXKEH daTtaneH usxon) (BX. Touka 4.4).

MHoOro penku: NnaHKPEaTUT.

Xenamobunuaprhu Hapywexus

Hevectu: noBuiiieHHE Ha TPAHCAMUHA3HTE, NOBULIIEH GUNTUPYOUN.

Penku: yBpexxaaHe Ha YepHHA ApoD, XolecTaTHYHA KBJITECHHULA, XEMATHT.

MHoro peaku: uepHoApoOHa HeKpo3a (MHOTO PAAKO MpOrpecHpalla a0 XHBOTO3acTpallaBailia
yepHoaApoOHA HEAOCTATBYHOCT) (BXK. Touka 4.4).

Hapywenua na kodcama y nodkoNcHama muvKaH

Heuectu: 0OpuB, npypuTyC, YpTHKApHA.

Penku: peakLiMi Ha POTOUYBCTBUTEIHOCT (BXK. TOUKA 4.4). .
MHoro peaku: nerexun, epyrema MyaTudopme, eputema HOA03yM, cuHapoM HA CTusbH-DKOHCEH
(MOTEHLHAITHO KUBOTO3ACTPAILIABAIL), TOKCHYHA eNHASPMalIHA HEKPONTH3a {TOTEHLIHATHO i
KHBOTO3AaCTpalllaBaila). HenssecTHa 4eCToTa: OCTpa reHEpai3MpaHa eK3aHTeMaTo3Ha nycynosa (AGEP)
H IEKAPCTBEHA peaKlyA ¢ €03UHODIIHA 1 cUCTeMHH cuMIrtoMi (DRESS). 5
Hapyuenuws Ha MyCKYAHO-CKeIemHAMQa CUCMEMA U CbeQUHUMEAHAMA MbKaH * ’
Hevectu: myckynHockeneTHa 6onka (6onku no kpadHumTe, 601k B repba, 60NKM B IpbAHHUA KOII),
OOJIKH B CTABUTE.

Penku: MHAIIUs, apTPUT, HOBUIUEH MYCKYJIEH TOHYC H KpaMIH.

MHOro peaky: MyckyJiHa cinabocT, TEHIMHHT, CKBCBaHe Ha CYXOXWIHe (NpequMHO ax
CYXOXHnHue) (BkK. Touka 4.4), M30CTpAHE HA CHMIITOMUTE HA MMACTEHUA IPABHC (B2
Hapyvwenuss om cmpana na 6vbpeyume u nuxovHume nbmuiya
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Hedecrn: 66peyHo yBpeKIaHe.
Penkn: 0L0peuHa HEIOCTATBYHOCT, XeMATYPUE, KPUCTATYPHA (BX. TOUKA 4.4), TYOYNTOHHTEPCTHLHUAICH
HedpHT.

Hapywenua na endoxpunnagma cucmema

C HEH3BECTHA YECTOTA: CHHAPOM HA HE3JAEKBATHA CeKpeLiMs Ha aHTWAHYpeTHYeH XopMoH (SIADH).
Obwu napyuienus u eexmu Ha MICMOmo Ha npuaodcenue*

HeuecTu: acTteHus, Tpecka.

Penku: eneM, H3noTaBaHe (XHUIIEPXUAPO3a).

Hzcnedsanus

HeuecTH: noBHILIEHHE HA anKanHaTa ¢ocdara3a B KPbBTA.

Penku: , moBuiLIcHa aMIIasa.

C Hen3BeCTHA 4ECTOTA: [TOBULUCHH CTOMHOCTH HAa MEXAYHAPOAHOTO HOPMATH3IUPAHO ChOTHOLIEHHE
(INR) (npu naLiHeHTH HA Tepanus ¢ aHTarOHMCTU Ha BUTaMUH K).
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*Cpob1uasa ce 32 MHOIO peIkH CIIy4au Ha NMPOABKUTENHU (10 MECELM UIH TOAUHHN), HHBATUIM3UpaLlK 1
H MOTEHLUHAMTHO HEOOPaTUMH CEPHUO3HH IEKAPCTBEHH PEAKLIMY, 3aCArallil HAKOJIKO, ITIOHAKOra MHOTO _-}-
CHCTEMO-OPraHHM KJIaCOBE M CETHBA ( BKIIOMHTEIHO peaKLMH KaToO TEHOWHUT, Pa3KbCBaHEe Ha C}’XOH{HIIHE‘?i
aprpanrus, 60jKa B KpallHULNTE, HAPYLIEHHE Ha TIOXOAKATa, HEBPOIaTHH, CRBP3aHU C NapECTE3Us U g
HEBPAIrHA, YMOPA, NCHXUATPHYHH CHMITTOMH (BKJIFOUHTEIHO HAPYIUICHHSA HA ChHA, TPEBOXHOCT, MTaHHK
aTaKu, AENpPEeCHUS U CYMLMIAHH MHUCIIH), HapyILIEHHE HA MAMETTA M KOHLEHTPALMATA, ¥ YBPEXKIaHE Ha
ClIyXa, 3pEHHETO, BKYCA H OO0OHAHHETO) BEB BPh3Ka C ynorpebara Ha XMHOIOHH B QIYOPOXHHONOHH, B
HAKOH CITy9al, HE3aBUCUMO OT BEY€ ChIIECTBYBAIHMTE PUCKOBH akTOpH (BXK. TO4UKa 4.4).

¥
n

**[Ipu naupeHTHTE, MpUeMali¥ GIyopOXHHOMOHH, ¢a ChOOILEHH CNyYyan Ha aHEBPH3Ma M AMCEKallUA Ha _L'j
a0pTAaTa, IIOHAKOra YCNOXKHEHH MOPaiH pa3sKbeBaHe (BKIIIOYHTEIHO C JIETAIEH H3X0A) H X
aad

pPErYpruTalMsa/HEAOCTATHEUHOCT HA HAKOHW OT ChPAEYHUTE Ki1anu (Bxk. Touka 4.4). :]
f

[lennaTpuuHa nonynauus
CiyyauTe Ha apTponaTus, CIIOMEHATH [O-rope, c€ OTHACAT A0 U3NUTBAHHUA, IPOBEXIAHH C BB3PACTHH
nauuenTu. [lpu geua yecto ce crodluasa 3a aprponarhs. (BX. To4ka 4.4).

Cno01uaBaHeTo Ha MOAO3HPAHH HEKENAHN peakLMy Clell pa3pelnaBaHe 3a yrnorpeba Ha NeKapCTBEHUA
MPOAYKT € BaXHO. TOBa No3BONARA Ja MPOALIXU HAONMONEHUETO HA CBOTHOLUICHHETO NON3a/PHCK 34
NnexapecTBEHUs NPoAYKT. OT MEAULIMHCKHTE CNEUMATUCTH C€ U3HCKBA 13 ChOOIIABaT BCAKA MOJ03HpaHa >,
HEXENAHA PEaKUMs 4pes:
HsnvnHurenna Aredums no Jlekapcereara
yi. ,,JlamsaHd ['pyeB” Ne 8

1303 Codusn

Ten.: +35 928903417

yebcaiiT: www.bda.bg

1
CpobuiapaHe HA IOJO3MPAHN HEXKETAHW PeaKLIUM f!}
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C1o6iuero e, 4e npeaosupane ¢ 12 g Boay 40 eKd CHMITTOMH Ha TOKCHYHOCT. OCTpo npeaosupaHe ¢ 16 .
g BOIH J0 ocTpa OBOpeyHa HeNOCTATHLYHOCT. |
CuMNTOMHUTE Ha NpeAO3npaHe BKIIOUBAT 3aMasiHOCT, TPEMOP, rMaBobosine, yMOpa, NpUIIaabLM,
XaTIOLUHAIINHY, 00BPKBAHE, KOPEMHO HEPANOIOKEHHE, OROPEUHO H YEPHOAPOOHO YBPEXKIAHE, KAKTO B |
KpHcTanypus M xeMarypus. ChobiaBaHo e 3a obparuma 0LOpeuHa TOKCHYHOCT.
(OcBeH pYTHHHHTE CIICLUHA MEPKH, HAllp. UCIIpa3BaHe Ha CTOMaxa, MocieiBaHo OT
BLIJIEH, Ce Mpenoppysa HabnwoaeHue Ha ObOpeuHaTa PYHKUHSA, BKJIKOYRAILO U O
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ypHHATa U IOAKUCENIBaHETO i, 3a Ja ce npenoTepaTh kpucranypud. [lauuentnre Tpadsa na ce
noaaspkar Aoope xuapatupand. Kanuuil ¥ Marde3ui ChAbpKaIlMTE aHTAUMAH TEOPETUUHO MOTAT Ja
penyurpar abcopbumsara Ha UHNpogIOKCaUlH NPH NMpeao3upaHe.

Camo Manko konndectso nunpoduiokcauuH (<10%) ce enuMuunpa 9pes XeMoanaau3a Wiu
AEPUTOHEANHA JHATH3A.

B cny4ai Ha npeno3ypaHe ce NpoBeXaa CHMITOMATHYHO JIeYEHHE. 3aIb/DKHTEIHO C& MOHHTOpHpa EKF,
nOpaJu Bb3MOXKHOCTA 32 YAnKaBaHe Ha QT unrtepsana.
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5. GAPMAKOJOTHYHYU CBOMCTBA

5.1 dapmaxoJHHAMHYHH CBOHCTBA ¥

@apMakoTepanesTH4Ha rpyn: ¢payopoxuHonodu, ATC xkoqa: JOIMAQ2
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MexaHu3bsM Ha AEHCTBUE

KaxTto npy BCHYKH (IyOpPOXHHOIOHOBH aHTUBAKTEPHANTHU CpeaCTBa OakTepUUMAHUAT eEKT Ha
uHnpodIOKcalMH € pe3yaTar oT HHxHOuuuaTa Ha ronousomepasa 1l (JIHK rupasa) u Tonousomepaza IV,
HeobxoauMH 3a baktepuantara JIHK pennuxauna, TpaHCKPHNUMA, BH3CTAHOBABAHE ¥ PEKOMOKHAIIUA. :"a

b

PK/PD croTHouienue (PapmMakoKMHETUYHO/PapMaKOAHHAMHYHO ChOTHOIIEHUE )

]

EdexTHBHOCTTA 3aBHCH OCHOBHO OT BPB3KaTa MeXIy MaKCHMIHATa CEPYMHA KOHLEHTPAUMA Cnax) U
MHUHHUMAanHaTa UHXuOHpaula konuenTpauus (MIC) Ha uunpodnokcaunt 3a naneH GaKTepHaeH naTored .
¥ OTHOLLEHUETO MEXIY ruiolura noj kpusata (AUC) u MIC. i
MexaHH3BbM Ha PE3HCTEHTHOCT
Pe3ucreHTHOCTTA in vifro KbM uMOpoduIOKcallHH ce npuaocbHuBa Upe3 CTRIAIOBUAEH MPOLEC Ha 4
BB3HHKBaHE Ha MyTaluy, kakto B JIHK rupasara, Taka u B Tonousomepasa IV. Ctenenra Ha KpBLCTOCaAHA! *‘
PE3UCTEHTHOCT MEXKAY UHNpodIoKkcalMH U ApyrH GNYOPOXHHOIIOHH € pa3nHuHa. EAMHMYHHY MyTalliH
MOTat Ja He ZOoBeAaT A0 KNMHHUYHA PE3UCTEHTHOCT, HO MHOMKECTBEHH MYTaLUMM OOMKHOBEHO BOAAT OO
KIIMHHYHA PE3UCTEHTHOCT, KBM MHOTO MJIM KbM BCHYKH AKTHBHH CYOCTaHIIHH B JaASHHA Kac. 3
MexaHH3MHUTE 32 PEIUCTEHTHOCT KAaTO HEMPONYCKJIHBOCT W/HIH e(pIIyKC-TIOMIA 33 AKTHBHOTO BELIECTBO
MOXe Ja UMaT BapuabuneH epexT BEpXy 4yBCTBUTEIHOCTTA KbM (PIIYOPOXHMHOJIOHH, KOATO 3aBHUCH OT
(QUINKOXUMHYHHTE CBOKCTBA HAa PAa3NMYHUTE aKTHBHH CYOCTAHLIMK B knaca U apUHUTETA KbM .
TPAHCIIOPTHHTE CHCTEMH Ha BCAKO aKTHBHO BELLECTBO. BCHUKH MEXaHHU3MM Ha in vitro pe3UCTEHTHOCT ce
HabnoaaBaT 0ON4aiHO NPy KNMTHHHYHH H30J1aTH. MeXaHN3MHUTE Ha PE3HCTEHTHOCT, KOMTO HHAKTHBHUPAT
ApPYTI'd aHTHOHOTHIIH, KaTo OapHepy Ha NPOMNYCKNMBOCTTA (4ecCTo nipu Pseudomonas aeruginosa) U
eIyKC MeXaHU3MK, MOTAT J1a TTIOBJIMAAT YYBCTBUTENHOCTTA KbM LIHIIPOGIOKCALIMH. .
CroobuieHo e 3a IasMHA-MERHUPAaHA PE3HUCTEHRTHOCT, KOAHPaHa OT NI-reHH. ¥
CrnekThp Ha aHTHOAKTEPHUANTHA AKTHBHOCT

['panuuynuTe crofiHoCTH (breakpoints) pa3nensat 4yyBCTBUTEIHHTE LIIAMOBE OT LLIIAMOBETE C YMEpPEHA

YYBCTBHUTCNTHOCT U MTOCICOHHTE OT PE3UCTCHTHHTE 1LIAMOBE! ;

l'l"";-"il
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EUCAST npenopuvru

MHKPOOPraHH3MH YyBCTBHTEJIHOCT Pe3ncTeHTHOCT -
Enterobacteriaceae S <0.5 mg/L. R>1mg/L -
Pseudomonas spp. S <0.5 mg/L R>1mg/lL .
Acinetobacter Spp. S <1 mg/L R>1 mg/L

Staphylococcus spp.’ S <1mg/L R>1mg/lL ‘
Haemophilus influenzae n < .
Moraxella catarrhalis ><0.5 mg/L R>0.5meg/L

Neisseria gonorrhoeae S £0.03 mg/L R > 0.06 mg/L
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Neisseria meningitidis S <0.03 mg/L R > 0.06 mg/L

l];[:ﬂiﬂ'l:p?.aﬂﬂ COmpeaenet | ¢ o5 mor. R > 1 mg/L

1 Staphylococcus spp. — CTOMHOCTHTE C& OTHACAT 3a Teparus ¢ BUCOKM A03U LUITPOQIOKCALIHH.

* HECBBP3aHUTE C OMpeAelicH BHA CTOMHOCTH ca onpeaencHy OCHOBHO Ha ba3saTa Ha
¢apMakokuHeTHUHH/ papMakoguHaMn4Ry (PK/PD) nanuy ¥ ca He3aBUCHMMH OT Pa3nNpeieneHHeTo Ha -
MIC 3a ornennuTe BHaoBe. Te Morar fa ce M3nof3Bar CaMo NpH BHIOBE, 3@ KOHTO HE € JaAcHa BHIOBO :t
cneumndyynHa crofinoct (breakpoint) M He 3a Te3H, 3a KOHTO Ce MPENOPHLUBA U3CTEIBAHE HA 4y
YYBCTBUTEIHOCTTA. ;
[TpeobnanaBpaneTo Ha npuaodHUTA PE3UCTEHTHOCT 32 ONpPEeaesieHH BHAOBE MOXe 1a BApHPA B 3aBHCHMOCT .,
OT reorpa)CKHs pErHOH H BPEMETO, H € XKeJlaTeTHa HHPOPMHPAHOCT 33 HANTHYHATA MECTHA .;:q
PE3UCTEHTHOCT, 0COOEHO NpH JieueHHe Ha TeKKH HHPekiuun. Koraro e HeobxonuMo, ce ThPCH excnepmo
MHEHHE, 0c0OEHO KoraTo MecTHara rnpeodbnagapaila pe3suCTeHTHOCT € TakaBa, Ye H3NOA3BAHETO Ha aremq,
MPH HAKOW BHAOBRE HHOEKIHH € CHhMHUTEIHO. i;#
[pynupane Ha BUAOBETE B 3aBUCUMOCT OT YYBCTBHUTEJIHOCTTA UM KbM LMNpodnokcauuH (3a !i

Streptococcus BX To4ka 4.4) |

IIpeaMuO YYBCTBHTEHH BHAOBE
AepoOHHU rpaM-NoNoKHTENHH MUKpOOpralu3Mu: Bacillus anthracis (1) 5
AepofHu rpaM-OTPHIIATENHH MUKDOOPraHu3aMu: deromonas spp., Brucella spp., Citrobacter koseri, ;
Francisella tularensis, Haemophilus ducreyi; Haemophilus influenzae®, Legionella spp., Moraxella
catarrhalis* Neisseria meningitidis, Pasteurella spp., Salmonella spp. *, Shigella spp.*, Vibrio spp.,
Yersinia pestis.

ABHacpoOHU MUKpoOOprabvniIMiu: Mobiluncus

Hpyru mukpooprauuzmu: Chlamydia trachomatis (3), Chlamydia pneumonia (%), Mycoplasma hominis =
($), Mycoplasma prneumonia (3).
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Buiaose, 32 KOHTO NpHAOOHTATA PE3IUCTEHTHOCT MOJKE 13 NMpPeacTaBadABa npobiem B
AepoOHH rpaM-NoNOKHUTENHH MUKpOOprannimu: Enterococcus faecalis ($), Staphylococcus spp.* (2)
Aepo6Hy rpaM-oTpHUATeNHH MUKPOOprauusmu; Acinetobacter baumannii+, Burkholderia cepacia+ *, 0}
Campylobacter spp.+ *, Citrobacter freundii*, Enterobacter aerogenes, Enterobacter cloacae*, a.!
Escherichia coli*, Klebsiella oxytoca, Klebsiella pneumoniae*, Morganella morganii*, Neisseria ‘
gonorrhoeae*, Proteus mirabilis*, Proteus vulgaris*, Providencia spp., Pseudomonas aeruginosa®,
Pseudomonas fluorescens, Serratia marcescens®,

AHaepo6Hn MUKDOOpPraHW3MU: Peptostreptococcus spp., Propionibacterium acnes. .
EcTecTBeHO PE3HCTEHTHH OPraHH3MH ;
AepoGHH rpaM-TIoNOKUTETHH MHUKPOOPTaHu3MHU: Actinomyces, Enteroccus faecium, Listeria B
monocytogenes 3
AepoOHH rpaM-oTpHLIATETHH MUKPOOPTraHHW3MU; Stenotrophomonas maltophilia b
AHaepobOHH MUKpOOpraHu3My: C H3KAKYEHHE HA H3DPOEHUTE O-rope.
Hpyru mukpoopranusmu: Mycoplasma genitalium, Ureaplasma urealitycum g

* NEMOHCTpHpAaHa € KJIUHUYHA e)EKTUBHOCT NPH YYBCTBUTENIHH U30MaTH NPH YTBBPISHH KIMHUYHU

HHIHKAIHH -
+ CTeneH Ha pe3suCTeHTHOCT > 50% B eaHa WM noBeue cTtpaHy Ha EC.
($): ecrecrBeHa ymMepeHa YyBCTBHTETHOCT NMPH OTCHCTBUE Ha NMPHAOOHT MEXaHU3IBM HA PE3HCTEHTHOCT.

(1): u3cneasaHUATa ca MPOBEXKJAHU B eKCNTEPHMEHTATHH UH(EKLIMH MPH XK HBOTHH CIEN HHxaﬂHpaHe Ha .

cnopu Ha Bacillus anthracis. Te3u u3cneaBaHusa pa3kpuBar, 4e 3ar04YBaHETO HA aHTHG QT
CKOpPO Clel €KCIIO3UIINATA MPENOTBpaTABa MosABaTa HA HONECT, KOraTo JEYEHHETO
6pos Ha copuTe B Opraiu3Ma noa HHekunoszHara no3a. IlpenopruBanara ynoTy
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OCHOBaB&, OCHOBHO Ha YYBCTBHTEITHOCTTA in Vilro N Ha €KCINEPUMEHTAIHH PE3YATATH ¢ )HUBOTHH, KaKTO

Ha orpaHMyeH 6poii NaHHU OT NPUNOKEHHE Ha Xopa. JIeYeHHe Ha BB3PACTHH B NPOABDKEHHE Ha B 3}
Meceua ¢ opajiieH uunpodaokcauny, gasad no 500 mg nBa MbTH AHEBHO, CE& CUUTa PEKTHBHO Aa ¥
npeloTBpaTH aHTPAaKCHa HHEKUHA Y Xopa. 3a NEYECHUETO HA aHTPAKC JIEKyBaILMAT JieKap TpiaOBa ra ce
KOHCYNTHpPA C HAMOHAITHHTE KITH MEXKAYHAPOIHUTE KOHCEHCYCHHM JOKYMEHTH OTHOCHO JICYUSHHETO Ha fi
aHTpaKc.
(2): METMIIMNHH-PE3HCTEHTHHTE S. aureus MHOIo 4€CTO NOKa3BaT KPbCTOCaHa PEIUCTEHTHOCT KbM 1%:
GryopoxuHOJOHH. CTeneHTa Ha PE3UCTEHTHOCT KbM METHLIMIHUH € okono 20 1o 50% n3Mexny BCUUKH o
BUJIOBE CTaGHIOKOKH B € 0OMKHOBEHO MO-BUCOKA NMPH BLTPeOONHUYHH H30/IATH. 4,

1

N
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Abcopbus
Cnen eqHoKpaTeH MpHeM Ipe3 yerara Ha fo3a oT 250 mg, 500 mg u 750 mg uunpodnokcaluH TﬂﬁﬂﬁTHH;

BELLEeCTBOTO ce abcopbupa OBP30 ¥ EKCTEH3HBHO, OCHOBHO NP3 TEHKUTE YE€pPBa KaTO MAaKCUMAaTHH
CepYMHH KOHLEHTPALMH ce JocTyrat ciea 1-2 yaca.

EnHokpatHy 1034 oT 100-750 mg BoAAT 10 A030-32BHCHMH MaKCHMANHH CEPYMHU KOHLIEHTPALMH (Cmu
mexay 0,56 u 3,7 mg/L. CepyMHHTE KOHUEHTPAUHUH CE€ NTOBHIIABAT, [TPONOPLHOHATHO, C MOBUIUIABAHE Hak
no3ute no 1000 mg. ;
AbconmioTHara 6MoHanu4HocT € 70-80%.
Ho3a ot 500 mg, napaHa npe3 ycrara Ha BCEKH 12 yaca, BOAU A0 IIOCTUraHe Ha INoul oA KpHuBara R
cepyMHa KoHUeHTpauMs-speMe (AUC), ekBUBaNeHTHA ¢ TAa3H, NOCTHIaHa ¢ BhTPEBEHO3HO BRIMBAHE Ha
400 mg unnpodnokcauuH 3a 60 MmuH. Ha Bceku 12 yaca.
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Pa3npeaeneHue
CBp3BaHeTo Ha nunpodguiokcalri ¢ denteuure € cnado (20-30%). Llunpodnokcalmu ce HaMHpa B

nnasMara NpeInMHO B HelloHW3HpaHa popma U uMa rosisiM 06eM Ha pasnpele/icHUE B PABHOBECHO

c¢beroanue ot 2-3 L/kg Tenecna maca. Llunpognokcauus 10CTUra BACOKU KOHLIEHTpaLKW# B peauLa _
TBKAHH KaTo 641 1pob (enuTeIHaIHA TEYHOCT, ANBEONapHA Makpodary, 6HONCHYHA ThKAH), CHHYCH,
BB3NATHTENIHH OFHHILA (TEYHOCT OT KOXKHH MEXypH, NPUUUHEHMU OT cantharides) U YpOTEHUTAIHUTE
MbTHINA (YPHHA, IPOCTATA, EHAOMETPHYM), KBAETO OOIIAT2 KOHUEHTPALMA IPEeBHILABa JOCTATHATATA .
[U1a3MeHa KOHLIEHTPILIKA. Ly

buotpancdopMalius

Cpo0I1IeHO € 32 HATNYHE Ha YeTUPH MeTab0onrTa B HUICKM KOHUEHTpauuH, UASHTUPULUPAHA KAKTO )14
cneasa: neserwieHuunpodaokcanud (M1), cyndpounnpodnokcauun (M2), okcoumnpodnokcaimt (M3) m
¢popmunuunpoprocauvi (M4). Merabonurure npuTexkaBaT aHTHMHKPOOHA aKTHBHOCT in vitro, HO B 1O~ .
HUCKA CTeTeH OT U3XOAHOTO CheAMHEHUE, 5
LInnpodnoxcauuH € yMepeH uHxHouTop Ha CYP 450 1A2 v3oeH3UMU.
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EnuMHUHHpaHe

LInnpodnokcalliH ce eKCKpeTHpa HEMPOMEHEH NPEIMMHO YPEe3 YPHHATA U B MO-MAJKa CTENEH — Ypes
bexanuuTe. CepyMHHUAT MOMY)KHBOT HA ETMMHHHPAHE NMPU UHAUBUAM ¢ HOpMaHa ObOpevHa GyHKLHS
obukHOBeHO e 4-7 yaca.

Exckpeupns Ha uunpodnokcaums (% ot nosara)

I1py npuem npe3 ycrara
YpuHa Dexannu
[iunpodaokcauuH 44.7 25.0
Merabonutn (M1 -M4 ) 11.3 7.5 -

Bv6peunuaT knupbHe € Mexay 180-300 ml/kg/h, a ToTanHMAT KNIMPBHC Ha opraHuaMa € mexcay 480-600
ml/kg/h. LiunpodnokcalurH ce NoAnara KakTo Ha riyMepy/iHa ¢unTpauus, Taka H Ha TyOyJIHA CeKpeuus.
Texxko yBpeaeHara 6b6pevHa GyHKUHS BOAU [0 YOBDKEH NOMYKHBOT Ha LMnpoduiokcauns no 12 1aca.
M3BBbHOBLOPEUHUAT KIAHPBHC HA UUNIPOQUIOKCAIMH € Pe3yNITaT Ha aKTHBHA TPaHC-MHTECTHHAIHA CEKPELIH;
1 MeTabonn3bM. 1% OT Jo3ara ce eKCKpeTHpa Ype3 ®Ib4HUTe nbTHla. L{unpodnokcalm ¢ce OTKpHBA B -
XJTbYKATA BbB BUCOKH KOHUCHTPALHH. |

Ileduampuuna nonynayus
PapMaKOXHHETUYHHUTE JaHHU NPH el Ca OrPaHHYEHH.




[Tpu H3cnemBaHe € yCTaHOBEHO, Y€ Cmax M MNowTa mof Kpusara (AUC) He 3aBUCAT OT Bb3pacTra (3a el

._1-

Han |-roguirHa Be3pact). He e 3abenn3ano chiliecTBEHO nosrll¢HHE Ha Cua H AUC npu MHOrOKpaTeH ﬁ
npureM (10 mg/kg Tpu NBTH IHERHO). 45

'll.--

N

[Mpu 10 gena ¢ TexbK cencuc Cmax € Onr1a 6.1 mg/L (ananasox 4.6-8.3 mg/L) cnea eaAHO4acoBo
BLTPEREHO3HO BIHBaHe Ha 10 mg/kg npu aeuata nox eaHa roanHa v 7.2 mg/L (auanasoH 4.7-11.8 mg/L
npu Aenara Mexay 1 ¥ 5 roguay, Inowra nox kpueara (AUC) 3a ChOTBETHUTE BB3PAacTOBU rpynu € 17.4
mg*h/L (auanazon 11.8-32.0 mg*h/L) u 16.5 mg*h/L (auanason 11.0-23.8 mg*h/L). 2
Te3n CTOMHOCTH c€ BMECTBAT B IHANAa30Ha, ChOOLIEH 3a BE3PACTHH NPU TEPANEBTHUHH 103H. B3 QCHOBE
Ha MOMyJalMoHeH (papMaKOKHHETHYEH aHANIM3 Ha MALIMEHTUTE B ICTCKA BL3pacT ¢ pa3iMyHU HHPEKIIMY - .
MpeANnoJaracMisaT CpeldeH NMOMyXHBOT NpH Aela € npubausuTenHo 4-5 vaca, KaTo OMOHATMYHOCTTA Ha
nepopanHara cycrneHsus Bapupa mexay 50 u 80%.
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5.3 MpeakanHHYHY JAHHY 33 0e30MacHOCT

HexJMHHYHHATE NaHHH HE MOKa3BaT OCOOEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHLMOHATHUTE &;
($hapMaKoJIOFHYHH NPOYYBAHUA 338 TOKCHYHOCT NPH €XHMHUYHO NpUIAraHe, TOKCHYHOCT NpH MHGWKP&TH&
npUnaraHe, KApUMHOTEHEH NOTCHLUKAN U PeNpOAYKTHBHA TOKCHYHOCT.
KakTo penuna apyra XMHOJIOHH, UHNPOGIOKCALIMH € POTOTOKCHYEH 33 )KHBOTHH NMPH KIHMHHYHO
pesieBaHTHH €KCMO3NLMOHHY HUBA. JlaHHMTE OT PoTOMYTareHHOCTTa/POTOKAHUCPOreHHOCTTA NOKa3BaT a;;
cnab doroMyrareHeH Wix GOTOTYMOPOreHeH eeKT Ha UMNpOQIOKCALMH in vitro U TIPpH KHUBOTHH. TO3H. “
edexT e cpaBHUM C edekTa Ha ApyrH UHXUOHUTOPH Ha rupasara. :
CraBHA NOHOCUMOCT:

KakTo € crobliaBaHo 3a Apyry MHXHOUTOPH Ha rHpa3ara, UMNpodIOKCalMH YBPEXAA roJIEMHTE Haceudi
CTaBH TNpH MIaay XHBOTHH. CTEenEHTa Ha YBpE€Na Ha Xpyllsna 3aBUCH OT BB3pacTTa, BHIOA W HO3AT
YBpeKIaHeTO MOXKE Ja Ce peayuHpa Ypes3 HaMalisiBaHe Ha TEXECTTa, HOCEHa OT CTaBarTa. H3GJIE,[[BEHHHT§3
HA 3peNy JKMBOTHH (ILTBXOBE, KYYETa) HE PasKPHBAT XPYILUAHH JIE3HMU. 11:-
[Ipn wW3cnenBaHHA BBPXY KydeTa LUMIPOQPIOKCAUMH € MNpEIU3BUKAT TEXKH CTABHU [POMEHHU npﬂ_
TEPaneBTHIHU A03M B IBYCEAMHUICH 1e4cOSH KYpC, KOHTO HE Ca OT3IBYUYAIH H Clef 5 Mecella. -

.-"1"_"-11""

L
a .
e 1

'I
|'

6. OAPMAUEBTHYHH JAHHHA
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6.1 CnHcbhbK HA MOMOIIHUTE BeIleCTRA

Tabnremno sdpo
I{apeBHYHO HHLLIECTE i
[lenyno3a, MUKpOKpPHCTAIIHA })
Marue3suen creapar "
KpocnoBnaoH

CunuuueB JTHOKCHI, KOJOMZeEH Oe3BoaeH _.
XKenaruH V]
Tabremnua o6suexa 4,
Xunpomenosa £
Makporon 4000 &
TuranoB auokcug (E171) *H

6.2 HecbBMECTHMOCTH
Henpunoxumo.

6.3 Cpox Ha roagHocrt




3 (Tpn) roouHU. Ja:
6.4 ChneuraiHH ycJIOBHS 32 ChLXpAHEHHE i

To3u nekapcTBeH NPOAYKT HE U3UCKBA CNICLMATHY YCIOBHSA 34 ChXPaHEHHE.

6.5 Buau cpabpkaHHEe HA OMAKOBKATA

Lvnpodnokcaiy Ankanona 250 mg: o

TaGnerkure ca onakoBaHH B 6nucrep (Al/PVC/PVDC), scexu Oaucrep cuanpxa 10 dunmMupaHy g}

tabnerku. KaproHeHara kyTHs ceabpxa 10 Tabnerku (1 6aucTep) U 1MCTOBKA 33 NAlKHEHTA.
unpodnokcauux Ankanona 500 mg:

Tabnerkure ca onakoeaiM B 6nucrep (AI/PVC/PVDC), Bceku 6aucrep ceabpxka 10 punmupasHu

Tabnerku. KaproHeHnara kytus ceaspxa 10 tabnerku (1 6aucTep) M NUCTOBKA 3a NallMEeHTA. f

6.6 CneuHalHH NpeanaiHie MepKH NMPH H3XBbLPAAHE H padoTa

HaMa crneliHanHH H3UCKBaAHHUA.
Heun3anonipaHUAT NPOAYKT WIH OTNAIBRYHUTE MATEPHAIH OT HEro TpabBa Ja ce U3XBBPIIAT B

CHOTBCTCTBHUE C MCCTHHTC H3IHCKBAHHA. .'

7. NNPHUTEXATEJ HA PAZPEUIEHHETO 3A YIIOTPEBA

"Ankanoun" EOOJ] §
6yn. Hukona M.Banuapos, Ne 51-A, er. 4, b
rp. Cogus 1407, brirapus :
Ten.: +359 2 80 81 081

umein : office@alkaloid.bg

8. HOMEP HA PAZPEHIEHHETO 3A YIIOTPEBA

Lunpodnokcauun Ankanoun 250 mg ¢punMupanu radsietTku - Ne 20000085
Llunpudnokcanvn Anxanoua 500 mg ¢gunmupanu tadbnerku - Ne 20000086

0. JATA HA INIBPBO PAIPEHIABAHE/MTIONHOBABAHE HA PA3PEILEHHUETO 3A

YNNOTPEBA
Hara Ha rnepBo paspemansane: 04.02.2000 r. }gr
JlaTta Ha nocneaHo nogHoBsABaHe: 12.05.2011 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA
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