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Kpumka xapakmepucinmuka na npodyxma - Hpunomxenue 1

1. UME HA JIEKAPCTBEHHNA NPOAYKT

[Tunposion 250 mg puamMupanu Tabnerkn
Ciprolon® 250 mg film-coated tablets

KEM PV oisert rear s 8 ideiireasisersarsnsmesanramnrarassiases
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Beska dusmupana Tabnerka LunposioH 250 mg ChABPXKA 291 mg Hnnpo@noxcaﬁﬁnoa
xuapoxiopus, Mmoroxugpar (Ciprofloxacin hydrochloride monohydrate), ekBuBasIeHTHH Ha
250 mg Lunpodnokcamus (Ciprofloxacin).

3a ORIHHA CIIHCHK Ha IIOMOIIHUTE BellleCTBa, BIKTe TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana TabseTka

4. KINMHUYHUA JAHHU

4.1. TepaneBTHIHH NOKA3aHHA

dumupanure Tabserku 1UOposioH 250 Mg ca NpeJHA3HAYE€HH 3a JIeUeHHe Ha CJIeAHHTE
uH@eKnua (BX. TOUKH 4.4 U 5.1). [Ipean 3anovuBaHe Ha JIEUEHHETO TpsabBa Aa ce oObpHE
CIeIIHAJIHO BHMMaHHEe Ha HaJIHdHaTa UHQPOpPMAIHA 34  PE3HCTEHTHOCT KBbM

IHIPOPIIOKCALIHH.

TpsabBa fa ce uMa mpeaBHj oPHIHATHOTO PBKOBOACTBO 32 NOAXOAAINO H3INOJI3BaHe Ha
aHTHOAKTEepHUa/IHU CPEACTBA.

Bw3pacmHu

e Hudexnuu Ha AOMHHUTE AUXATETHH ITBTHINA ¢ I'paM-OTpHIIATE/IHH bakTepHu
~ obocTpsAHe Ha XpoHUUYHA o6cTpyKTHBHA GestoapobHa bonect
— GpOHXO-NYJIMOHAJHH HH(EKHNH NpH KHcTo3Ha ¢pubposa win npy OpoHXHEKTa3HA
Gosect
— THEBMOHUA

¢ XPpOHHYHO CYyIIypaTHBHO Bbh3NAJIEHNUE Ha CPEAHOTO yXO

e Ocrpa eksanepbanua Ha XPOHHYEH CHHYHT, OCO0€HO axko € IpHYHHEHa OT I'pam-
OTPHLATEJHH DaKTEepHH

¢ HHdekuun Ha MTHKOYHHUTE IPTHLIA

e T'OHOKOKOB YpeTPHT H UE€PBHALUT

e OpxHenuAHMMHT, BKITIOUMTEIHO C/IyJaH, IpHYHHeHH oT Neisseria gonorrhoeae

e BhamanuTesHO 3a60/iiBaHe HA TA30BHTEe OPTaHH, MpHUHHEHO OT Neisseria gonorrhoeae

¢ [Ipu no-ropHKTEe MHGEKIUHA Ha FTeHUTATHHSA TPAKT, IOPH KOraTo Cce 3Hae WIH € H3BECTHO,
ye ca nmpuuuHeHH OT Neisseria gonorrhoeae e 0cODEHO BRXKHO /ia ce NOJYYH JIOKA/THA
urahoOpMaIHA 3a HATHIKHETO Ha Pe3HCTEHTHOCT KbM IUIPOQJIOKCAIIMH H /ia e IIOTBLP/AH

YyBCTBHTE/IHOCTTA Bb3 OCHOBA Ha J1abOPAaTOPHO H3CjIe/IBaHe.
e Undexiuy Ha CTOMALIHO-IPEBHHA TPAKT (T.H. AHAPUA HA IbTEIIeCTBEHUIIUTE)

e HHTpaabaoMHuHa/IHN HH(EKIHN e
o Hndeknyu Ha KOXKAaTa ¥ MEKHTE ThKaHW, NPHYWHEHH OT I'paM-oTpupATETHY OaKTepE
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e MasIRTHEeH BbHIUEH OTHT
e HMH(pexkunu Ha KOCTHTE H CTABHTE
o Jleuenue Ha HHQPEKIHHK NMPU NALHEHTH C HEYTPOIICHHA
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e IIpodunakThka Ha TAKHBA HPYU NAllHEHTH C HEYTPOIIEH U
e IIpodunaxkTHka Ha HHBa3HBHH HH(}pEKIMH, NnpHuIHHeHn oT Neisseria meningitides
e HWnuxanaropeH aHTpakc (MpoWIakTHKA Cjiel, eKCOO3UIHA H JieueHne)

Zleua u woHowiu
¢ Bporxo-ny/;IMOHAJIHA MH(EKIHH OpH Kucro3Ha ¢ubposa, npuanHern ot Pseudomonas
aeruginosa

e VcnoxHeHH HHOEKIIHH Ha MHKOYHUTE ITHTULIA H THEJIOHEPPUT

o HUnxanaropeH aHTpaxc (mpodHIaKTHKA C/Ie/l €KCIIO3UIHA U JIEYeHHE )

Hunpodnokcalldd MOXKe Ja ce H3MOJI3Ba 3a JieYeHHe Ha TeXKKW HHQEKIUH NpH Aena U
IOHOIIIM, XOTATO TOBA CE CUHUTA, Ye € HeoOXoAuMOo.

JledeHneTo TpsA6GBa ga ObAe 3alOYHATO CAMO OT JIEKAPH C OIMT B JIEYEHHETO HAa KHCTO3HA
¢hu6po3a H/WIN TeXKH HHPEKIHUH IIPH Aelia ¥ I0HONIH (BXK. TOYKH 4.4 H 5.1).

4.2. 103MpOBKAa M HAYMH Ha ynorpeba
Jlo3upoBKaTa ce ONpeAeJA OT NOKA3AaHHATA, TEXeCTTa H MACTOTO HAa HHQEKNHATa,

qyBCTBHTEJIHOCTTA Ha TPHYHHWUTEIA KbM LHNpodJiokcanuH, OnOpeuHara ¢yHKIusA Ha
HalMedTa U TeJIECHOTO TEIJIO [IPH Aela K IOHOIIH.

[IpOoaBIKHTETHOCTTa HA JIEYEHUETO 3aBHCH OT TEXKeCTTa Ha 3a001ABaHeTo, OT KIMHUYHOTO
npoTudade U 6aKkTepHOoIOrHYHOTO Pa3BUTHE.

JleuenneTo Ha HHGbEKUHH, NTPUYHHEHH OT omnpenesieHn OGaxrepuu (Hanp. Pseudomonas
aeruginosa, Acinetobacter wim Staphylococct) Moxe Ja W3HCKBA TIO-BHCOKH [I03H
DUnpodUIOKCAlMH H  €IHOBPEMEHHOTO  NPWIOXKEeHWe Ha  JApYyrH  NOAXOJAINH
aHTHOAKTEPUAJIHH CPE/ICTBA.

Jledennero Ha HAKOH HMHGMeKIUH (HAmp. Bb3NaJIHTENHO 3aboJisIBaHE Ha TAa30BHTE OPTaHH,
HHTPaabOMHHA/IHE HHPEKIWH, HHDEKIMH IPH HeYyTPONIeHMYHH MAHEHTH 1 HHQEKIHH Ha
KOCTHTE H CTABHTE) MOXKe [a HM3HCKBA €AHOBPEMEHHO MpWjaraHe Ha APYTrH NOAXOAAIN
aHTHOAKTEPHATHH CPEJCTBA B 3aBHCHMOCT OT ChOTBETHHTE IIATOTCHH.

Bs3pacmuu
IMoxazanus /IlHeBHA n0o3a B O6ma
mg NPOXBIKUTESAHOCT
HA JIeUdeHue
(noTEeHIUAIHO
BKJIIOYBAHIO
HAYAJIHO
NapEeHTEPATITHO
JedeHHe ¢
MHIPOdIOKCAITHH)
500 mg asd "~ “a
IIbTH ,I[HE‘HHD'I(U
Un WY Ha AOJIHUTE AUXATEJTHHU ITbTHIIA L RO 14 THHA
lTLTH ,uHﬁBHO ' |
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[Toxazanns IseBHA O34 B Ooma
mg OPOABAKHATCAHOCT
HA JCUCHHE
(morennmuaTHO
BRJAIOYBAINO
HAYANHO
napeHTePaIHO
JIeEIdeHHEe C
MMOPOPIAOKCATHH )
500 g IBa
UH(peknu Ha rOpHUTE Octpo obocrpsane Ha I'bTH JHEBHO /10 7 10 14 JEH
AUXaTeJHH IIbTHINA XpOHUYEH CHHYUT 750 mg ABa a
II'bTH JHEBHO
XPpOHHYHO 500 mg aABa
CYIIYPATHBHO ITHTH JTHEBHO [0
Bb3IaJICHHE Ha 750 Mg Ba 7 A0 14 AHu
CPEAHOTO VX0 ITHTH JHEBHO
Ma/IMrdeH BpHIICH
750 Mg ABa
OTHT (B 3aBHCHMOCT ITBTH THEBHO 28 IHU 0 3 Mecena
OT TEKEeCTTa)
HHupeknuy Ha MUKOYHHTE Heyc1oKHEH UCTHT 250 mg /iBa
I'bTH JTHEBHO JI0
ITHhTHINA I it 3 A
500 mg ABa

I'bTH ZHEBHO

IIpn xeHn B IipeMeHoIIay3a MOXKE la ce
H3NI0JI3Ba 500 INg €IHOKPpaTHA A03d

YcenoxHeH QUCTHT,

500 mg ABa
HEeyCJI0)KHEeH [TBTH THEBHO 7 THH
ITHEeJIOHeQPUT
MHHHMYM 10 JHH,
500 mg ABa MOKe na 6pae
YonoxHaeH ITHTH AHEBHO L0 NPOIBKEHO A0
nmueJoHedppuT 750 Mg ABa [oBede OT 21 JHM B
ITbTH JHEBHO OHpe/leJIeHH CJIyHdan
(manp. aberecn)
500 mg /iba 2 O 4 ceAMHIH
I'bTH JHEBHO A0
[TpocraTut 750 Mg 1B (ocTBp) 10 4 K0 6
H
ITHTH JHEBHO cezvuIH (XpOHH4EH)
00 Mg KaTo
'OHOKOXOB YPETpHT H 5 1 7ieH (efHOKpaTHAa
KT oKpaTHa
Nudekyu Ha TeHHTAJIHAA TPa I enH,uoga 7032)
OpxuenuuiUMUT B 500mgaBa -
BBb3NAJINTEIHA ITHTH JIHEBHO JO, foo e
25 F . Ha~-MaJIKO L H
3abo1BaHuA HA 750 mgasa ..p oo 0 e M Ax
TA30BHTE OPTraHH ITbTH JHEBHO




INMoxazanusa J{HeBHA NO3a B O01ma
mg OPOABLEKHNTETHOCT
HA JeYeHHe
(moTennmuanHo
BEJIIOYBAITO
HAYATHO
ODaApEeHTEPATHO
JICIeHHE C
IHIOPOPVIOKCALHH)
N H(peKIun Ha CTOMAIITHO- JAnuapus, IpHYHHEHA
YpeBHHA TPaKT H oT, BKJI. Shigella spp.,
HHTPAaONOMHHAITHH AH %1 3JIMYHH oT Shi
HTpaabn dexin pa ; Shigella 500 mg
dysenteria THI 1 1 Asd 1 AeH
'bTH JHEBHO
EMIIHPUYHO JIeYeHUE
Ha JHAPHA HA
IIbTENIECTBEHAUTE
Jluapus, npuYuHEeHa
ot Shigella 11'51? Timgeizao 5 THH
dysenteriae TH1I 1 AR
Huapusa, npuYnHeHa 500 mg ABa o
or Vibrio cholerae ITHTH IHEBHO 3 H
Tudonana Tpecka 500 mg 21Ba - THH
ITETH JHEBHO A
II;IHHTpa(I)e 36;:{0MHH&JIHH 500 mg /182
K, ITETH JHEBHO RO
IpUYAHEHH OoT I'pam- 750 m 5 io 14 AHHA
OTPHIATCIHA I'bTH nﬁenﬂo
baxrepun
500 mg /Ba
ITETH JHEBHO J0
HEDeKIINHY Ha KOXKATA 1 MEKHUTE ThKaHU 01 "
¢e 750 mg 1Ba 7 0O 14 OH
ITHTH JHEBHO
500 mg nBa
ITbTH JHEBHO JO MaKCHMAIHO 3
KIIMH HA KOCTHTE H CTaBUTE
Hage 4 T 750 mg ABa Mecena
II'bTH JHEBHO
JleueHye Ha HHMDEKIITHN WIH 3a NpoQHIaKTHKa Ha
uH(QEHOHUK ITPH NANHEHTH ¢ TeXKKa HeyTpOneHUs 500 Mg /iBa Jleqennero Tp:6Ba f1a
I'bTH JHEBHO O IPOILEM IIpe3
[Munmpodgokcanuu TpAGBa Aa ce koMOAHHAPA C APYTH ~50 mg 1Ba e THS IEDHON Ha
NOAXOAAINN aHTHOAKTEPHAJIHM CPEZICTBA B ChOTBETCTBHE C 8 A i PHOA
ITETH JHEBHO HEYTPOICHHATA
O(HUITHATHOTO PBKOBOJCTBO.
: : o0 m
[MpopunakTnka Ha HHBA3ABHU UH(peKIUH ¢ Neisseria Sennoxlgj::;;) 1 zieH (eAHOKparTHA
meningitidis 1032 7103a)
HNHxanaTopeH aHTPaKC -~ 3a BTOPHYHA NIPOPUIAKTHKA . 5
cJie/l EKCNNO3HNNA, KAKTO H 32 JICYCHHUE Ha JINIa, KONTO © o1 60 AfHA CIen
MOTAT Aa Ce JIEKYBaT Ype3 NepopaHO IPHIOKEHHE, 500mgABa | HOTBHPK] ABaHe Ha
KOTraTo € KIIMHAYHO NNokasaHo. [Ipunaranero Ha II'LTH IHEBHO. | eKCDO3UIBMA Ha
JIEKAPCTBOTO TPsibBa Zja 3alI0MHE ,KOJIKOTO € Bb3MOKHO

HO-CKOPO CJIeJl MOAO3HPAH MJIH HOTBLPAEH KOHTAKT.

‘Bacillus-anithracis

e
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IloxazaHnusn JlHeBHA 1038 B O6ma
mg NPOXBIAHTEAHOCT
H& JCOACHHE
(morenumanHo
BIJIIOUBAIINO
HAYAJIHO
napeHTepaIHo
JIedeHHEe ¢
IKHIOPOPVIOKCATIMH )
20 mg/kg
TEJIECHO TEerJ1o
Ba ITTH
Kucrosna oubposa &
b JTHEBHO X0 10 ZI0 14 AHH
MaKCHMYM 750
mg Ha J03a
10 mg/kg
TEJIECHO TEIJIO
JiBa ITbTH
H
YenoxHeHH HH(EeKITHH Ha IHKOYHUTE IThTHINA U H'E:Hf;g 0 m;;?o I
TUeI0OHePPHT 5 - a .
TEIJIO IBa II'bTH
IHEBHO IO
MAaKCHMYM 750
mg Ha J03a
10 mg/kg
TEJIECHO TErJIO
HNHxanaTopeH aHTPaKC — 3a BTOPAYHA PO HIAKTHKA TRTH
cJIel] eKCIIO3MI U, KAKTO H 3a JIeUyeHHe Ha JHUIA, KOUTO ,I[HHEEBiHO 10 15 60 neHa cyen
MOTAT J1a Ce JIEKYBaT Ype3 NepOpaJIHO IIPIJIOKEHHUE, mg kg TesecHO NOTBBPKAaBaHe Ha
KOTaTo € KJIMHAYHO IoKa3aHo. IIpuiaranero Ha 'reiuo I N E€KCIO3UIINA Ha
JIEKapCTBOTO TPAOBA Z1a 3aII0YHE KOJIKOTO € Bb3MOXKHO 110- J.{Hemﬂﬁoﬂ 10 Bacillus anthracis
CKOPO ¢JIef IOAO3UPpaH HWIH NOTBBPAEH KOHTAKT,
PO ¢JIe HOA03HP P MaKCHMYM 500
mg Ha JA03a
20 mg/kg
TEJIECHO TErJIO
ITbTH B 3aBHCHMOCT OT
JIpyru Texxkn nadeKnun ABa
JTHEBHO 1O BHZIA HA HH(PEKITUUTE
MAKCHMYM 750
mg Ha 2103a

I'epuampuvnu nayuenmiu

['epHaTpuuHHTE NAIHEHTH TPAORA Aa NoJydyaBaT N03a, noabpaHa cnopel TeXKecTra Ha
HHQPEKNUATA U KPeaTHHHHOBUA KJIHPHHC Ha NTAIHEHTA.

Bsbpeuno u weprodpobro yepescoare
c N -'*F."é_a“ .
[IpenopbUNTENIHE HAaYa/IHH H NOAABPKAINK O3H NPH NalHeHTH ¢ HapylleHa: 6pOpedna




Cepymen

KpeaTHHHHOB KJIHDPBHC I1 pPaiH
[ImL/min/ 1,73mz2] pearimas v [mg]a o
’ [nmol/L]
> 60 < 124 Buxre 0OMUYaMHUTE O3
30 — 60 124 710 168 250 — 500 mg Ha BcekHn 12 h
<30 > 169 250 — 500 mg Ha BCEKH 24 h
250 — 500 mg Ha Bceku 24 h
ITaitHeHTH HA XeMOOHANIH3Aa > 169 (cnten muasmasa)
IlanuerTH Ha NIEepUTOHEATHA > 169 250 ~ 500 Mg Ha BCEKH 24 h

AHAIIHN 34

He ce Hanara kopurapaHe Ha 103aTa IPH [IallHEHTH ¢ HapyllleHa YepHOAPoGHa GyHKIHs.

Hama mpoydBaHMA 3a MpujaraHe OpH Jiella ¢ yBpefieHa OnOpeuHa H/uaH 4YepHOAPOGHA
(hYHKIHM.

Havun Ha npuaoxcerue

TabnerkuTe TpsA6Ba Aa ce I'BITAT ¢ TEYHOCT 6€3 Ja ce ABBUAT. Morar Aa ce IpHeMaT C Wik 6e3
XpaHa. AKO ce IpHeMaT Ha Opas3eH CTOMAax, pe30opOuHATa Ha aKTHBHOTO BEIHECTBO CTaBa IIo-
6pp30. KanuuaAT, chaAbpKall ce B HOPMAJIHATE XPAHH, He MOBIHABA 3HAYHMO abcopOIMATA.

Tabnerkure uHIpodIOKcaliiH He TpAGBa /a ce MpHEMAT CaMO C MJIEJHH NpOAYKTH (Hamp.
IPACHO MJIAKO, KHCEJI0O MJIAKO) HIH oforareHM Ha MHHEpPAJIH IUIOJIOBH COKOBe (HAmp.

oboraTeH Ha KaJil{Hi HOPTOKAJIOB COK) (BXK. TOUKA 4.5).

IIpu TeXKH CJTy4aH WIH OPH HEBb3MOXKHOCT Ha anHeHTa Jia IoTTbila Tabnerky (Hanp. npu

DallHeHTH Ha €HTEepaJIHO XpaHeHe) ce NpenopbhbyBa TepalmHATa Aa Obphe 3amovHaTa C
HHTpaBeHO3Ha ¢opMa Ha LlunmpoduiokcanuH Xukma. C/iefi HHTPABEHO3HOTO NMPHJIOKEHHE,

JIE4EHHETO MOXKe Jia TPOAB/IKH HepPOPATHO.

4.3. IIpoTHBONIOKA3ZAHHA

e CBPBXUYBCTBHTEJHOCT KbM aKTHBHOTO BeIECTBO, KbM APYTH XMHOJOHHU HWIH KM HIKOE
OT IIOMOIIHUTE BelllecTsa (BXK. TOYKA 6.1).

e EAHOBpEeMeHHO MpH/IaraHe Ha UHNPOPIOKCAIHH U TH3AHUAKH (BXK. TOYKA 4.5).

4.4. CrienMa/IHH OpeAYNPeKACHUA M IIPEANA3HA MEPKH IIPH ynoTpea
Texcku un@eryuu u cmeceru undexuuu ¢ -nNoAo}HcUMeN U U aHaepodbHu namoz2enu

[unpodiiokcallMl He € MOAXOAAIN 3a JedeHHe Ha TeXKH HHPEKIHUH U HHOEKIHH, KOUTO
Ouxa MOI/IH Jia ce IWIKAT Ha ['paM-no/I0KATETHH WIH aHaepoOHH naToreHd. [Ipu noxobHK

HHQpEKIHH UHNpodUIoKcalidH TpAGBa a ce mpHjara €JHOBPEMEHHO C ZPYTH NOAXOSINHA
aHTHOaKTEepHA/IHU CPEACTBA.

Cmpenmoxoxosu ungexyuu (gxnovumento Cmpenmoxoxoeda NHEEMOHUA )

[{anposion He ce OpenophbYBa 3a JiedeHHE Ha C'l‘pelITOKOKOBH 'H'H._
HeJOCTAThYHa ePHKACHOCT. A T

Hu UU HAQ 2eHUMQIHUR mMpaxm

OpxuenuHARMHAT B BB3NATHTETHO 3a00/iABaHe HA TA30BHTE opraHH Morar ,ua ce HthmHﬂT
OT QUIyOPOXHHOJIOH-pe3ucTeHTHa Neisseria gonorrhoeae. 1lunpodyiokcanue Tpaﬁna fa ce
npujiara €JHOBPEMEHHO C APYIO NOAXOAAINO AHTHOAKTEPHANIHO' cpezr,mo, MBGH AKO MOXKe

-
-~



I
e

i N

AR e

L A i &

vV e LT

Do et M.

1 - '_I | I "o

Ja ce U3KIIOUH IunpodiokcaliuH-pe3ucTedTHa Neisseria gonorrhoeae. AKo He ¢e MOCTHTHE
KIMHAYHO NOAOOpeHue cies 3-THEBHO JieueHne, TepanusTa TpA6Ba 1a ce IpeoLeHH .

Humpa-abdomunannu urdexyuu

Mma orpaHwmueHM JAaHHH 3a e(pHKacHOCTTa Ha HUNPOUIOKCAIMH NpH JIedeHHeTO Ha
IIOCTXHDYPIrHYHH HHTPa-aba0OMHUHAUTHN HHPEKIHH.

ﬂHﬂQHﬁ HdA nosmeuiecrnaseHuyume

Ilpn wm3bopa Ha nmnpodsiokcanmH TpaGBa fAa ce HMa npeABuz, uHGOpMaUMATA 3a
PEe3HCTeHTHOCTTa KbM LHIPOQUIOKCANHH Ha CHOTBETHUTE IATOTCHH B MOCETEHHUTE CTPAHH.

Hudexyuu Ha xocmume u cmasume

ITumpodiokcanuH TpAOBA fla ce M3I0a3Ba B KOMOHMHAIMS ¢ APYTH aHTHMHKPOOHH cpejCcTBa
B 3aBHCHMOCT OT Pe3yJITaTHTE OT MUKPOOHOJIOTHUYHHTE H3CJIeBaHUA.

HHuxanamopen aumpaxc

M3nonsBaHeTO HpH XOpa Ce OCHOBaBa Ha JAHHHTE 3a YYBCTBUTEJIHOCTTA in-vitro H
CKCIIEDUMEHTA/IHA JaHHH IIPH JKWBOTHH 3ae/ilHO C OrpaHMYeHH JaHHM IPH Xopa.
JlexyBarquTe jieKapu TpAOBa na ce ChOOPA3AT C HAMOHATHHTE HM/WIH MEXAYHAPOLHM
KOHCEHCYCHH JJOKYMEHTH TI0 OTHOIIICHHE Ha JIeY€HNEeTO Ha AaHTPaKC.

Zleua i 1w0oHOWU

IIpn ynmorpebara Ha munpodwiokcaliiH IpH [ella ¥ IOHOOIM TPpsAOBa [ila cma3Ba HAIMUHOTO
OHIHAIHO PBHKOBOACTBO. JleueHneTo ¢ nunpodiokcanus TpabBa Aa ce 3amoyBa camo OT
JieKapH, KOUTO UMAT OITHUT INPH JieYeHHe Ha KHCTO3Ha puOpo3a H/MnH TeXXKM NHPEKIUH IPH
Jena v I0HOIH.

YcTaHOBEHO €, 9¢ MUIPOQIOKCAIIUH NPeAN3BHKBA apPTPONIaTHA Ha HOCEIIUTE TejlecHATa Maca
CTaBH IIPH HE3peJiH )XUBOTHH. [JaHHHTe 3a 6€30IacHOCT OT PAHAOMHM3HPAHO, ABOHHO-CIIATIO
MpOyYBaHe 3a MPHJIaraHEeTO Ha HUNPOGWVIOKCALIHH IIPH Aena (rpyna Ha qUnpodIoKCaluH: N=
335, cpeAHa BB3pacT = 6,3 TOZAMHH; KOHTPOJHA Ipyna: n = 349, CpefHa BB3pPacT = 6,2
FOAMHY; Bb3PACTOB INANA30H = 1 4O 17 T'OAMHH) II0Ka3BaT YeCTOTa Ha BEPOSATHO CBBP3aHA C
JIEKapCTBOTO aprponaTtuda (ycraHoBeHa Ha 6a3a KIMHHYHM CHMMITOMHM M OIUIAKBAHUA,
CBbP3aHH ChC CTABHTE) 10 ACH +42 0T 7,2 % u 4,6 %. ChoTBeTHO UecToTaTa Ha CBHP3aHATA C
JIEKapCTBOTO apTponaTHA el €AHOTOAHWIIHO NpociensBaHe € Owia 9,0 % u 5,7 %.
YBEJIHUEHHETO Ha vecToTaTa Ha BEPOATHO CBBp3aHaTa C JIEKAPCTBOTO apTPOIATHsA He ce e
pazjiMuaBa CTATHCTHYECKH 3HAYUMO MeXXay rpynure. Jleuenuero TpaoBa ia ce 3anouBa camMo
cjiel BHHMaTeJIHAa OIleHKa Ha CHOTHOIICHHETO II0/13a/pHCK, HOpagHd BEPOATHOCTTA OT
HE)KeJIaHH pPeaKIIuH, CBbP3aHH ChC CTABUTE K/ WIN OKOJHUTE ThKAHH.

bponxonyamonaanu undexyun npu xucmosna gubposa

B KIMHHYHHTE NMpOyuYBaHHMA ca OMJIH OOXBaHATH Jella M IOHOWIM HAa BbH3PACT MEXAY 5-17
roauay. ChlIecTBYBA MO-OTPaHMYEH OIIMT IIPH JIEYEHHEeTO Ha Jiella Ha Bb3PacT MeXIy 1 U 5
TO/IUHH.

YenoxcHenu undexuyuu Ha nuxkouHume novmuwia u nueaoxHedipum

Jledenue ¢ nunpodnokcanuH Npyu HHPEKIUH Ha ITHKOYHUTE n'bmrﬂa Tpﬂﬁna na ce oOMuCITH,
KOTaTO He MOJXe Jia ce IIPWIOXKH ZPYTo JiedeHne H TpAOBa Ja cer 6&3@& Ha pesyma'rme OT
MHKPOOHOJIOTHIHHATE H3CJIeABAHHA. J

B XWIMHHYHHUTE IPOYYBAHMA CA BKIIOYEHH Jlela ¥ IOHOIIH Ha B'bapac'r Me}lcpy 5 H 17 I“OJ."I;HHH

Zpyzu onpedeaenu mexcku uHdexyuu




/IpyTH TeXKH HH(pEKIHH CBHIVIACHO O(PHIHATHOTO DPBHKOBOACTBO HIIN cies, BHHMATEHO
OLlCHsABAHE Ha CHOTHOILICHHETO 1107132/ PHCK, KOTaTO He MOJXKE Aa Ce H3IOJI3BA APYTO JeueHHe
WIH CIe[l HEyCnmeX Ha KOHBEHIHOHA/IHATA TepanHsd M KOTaTO pe3YJITATHTE OT
MHKPOOHOJIOTHYHHTE H3CJI€ABAHHA TMOAKPENAT M3IOJI3BAHEeTO Ha ITHIPO(IIOKCAITHH.,
HM3nonsBanero Ha HUNPOQUIOKCALMH NpPH OIIPpENIE/IEHN TEXKH WH(EKUHH, PA3JIHYHH OT
OTOE/IA3aHUTE TO-TOPE HE € OLEHEHO B KIMHWUYHH OPOYYBAHHA U KIWHHYHUAT ONHUT €
orpaHuyeH. [Io Tasu NpUYHHA ce MpeNnopHYBa NOBHINEHO BHAMAaHHE [IPH JIe4EeHHe Ha TaKuBa
[IAllHCHTH.

Cepouxuyscmeumentocm

CBPbXYYBCTBHTEIHOCT M ANEPIHYHH DEAKOHH, BKIIOYHTEIHO aHapuIakcua H
aHA(HITAKTOMAHH PEaKIHu MOTaT [ia ce HOABAT CJIei eHOKpaTHA 403a (BXK. TOIKA 4.8) n
MoraT Nia ca >KMBOTO3acTpallaBam. IIpu nmosBa Ha TakaBa peakmusi IHUIPO(DIIOKCALAH
TpsbBa /la ce mpeKpaTH ¥ € HeoOXOAMMO aZIeKBATHO MEAHIIMHCKO JICUCHHE.

Muyckyano-ckeaemuama cucmema

[lo mpaswio nunpodnokcanun He TpaAGBa fa ce NpUJIara NPy MAIHEHTH ¢ AHAMHECTHUHM
JaHHH 32 3a00nsBaHMsA/HApyIIEHHUA HAa CyXOXKHIHATA, CRBP3aHH C JICYCHHE ¢ XHHOJIOHH.
Brhpexkun TOBA IPH MHOTO DpeJKH ©Iyd9aH cjlef MHKPOOHOJOIMYHO NOKA3BaHE Ha
€THOJIOTHYHHA NPHYHHHTE] H TpelleHKa Ha CHOTHONIEHWEeTO TOJI3a/PHCK € Bb3MOXKHO
IPEIMHCBAHETO HAa NMOPO(/IOKCAHH Ha TAKHBA NAMEHTH 3a JiedeHHe Ha OIpe/esieHH
TeXKH HHQpeKIuH, ocobeHO B ciayJaMTe Ha Heyclex Ha CraHZAapTHaTa TepAla WJIH
OakTepHa/IHA PE3MCTEHTHOCT, KOTaTO MUKPOOHOJIOrMIHMTE JaHHH IIOAKPEIIAT U3II0N3BAHETO

Ha HUIIPO@PIIOKCaIIHH.

TeHaAMHUT UK pa3KbCBaHe HA CyXoXXmuwine (ocofeHo AXHIECOBOTO CYXOXXIJIHE), TIOHAKOTA
ABYCTPaHHO MOXe /ia Ce pa3BHe IPH NpWIaraHe Ha HIPO¢JIOKCAKH, OMe cJIef I'bPBATE 48
Jaca Ha JjieyeHHe. PUCKBT 3a MATOJIOTHYHO 3acATaHe Ha CYXOXKIIHATA MOXKE A4 € [IO-BHCOK
IpH NalMEHTH B CTapyecka BB3PAacT WM NpPH NanHeHTH, €AHOBPEMEHHO JIEKYBAHH C
KOpTHKOCcTeponAu (BXK. TOuka 4.8). JleueHwero ¢ nunpodsokcanus TpaAbGBa na Obae
NIPEYCTAHOBEHO NPDH BCEKH CHMITOM HAa TEHAMHHT (Hanp. 60Jie3HEH OTOK, Bb3NAJICHHE).
Tpabsa na ce ocurypu moko# Ha 3acersarhs Kpaiuuk. Ilumpodiokcauus TpsaGsa fa ce
U3I10/13Ba C NIOBHINICHO BHUMAaHKe NPH NAIHEHTH ¢ MAACTEHHA rpaBHC (BXK. TOUKA 4.8).

domouyecmeumenHocm

YcraHOBeHO e, 4Ye UMNPOQUIOKCAMH DPHYHHABA DPEAKIHMH Ha (POTOUYBCTBHUTEIHOCT.
llanimeHTHTE, KOUTO MMPHEMAT IUIPOPIIOKCALNH TpaGBa Aa GBAAT MOCHBETBAHM 3 H3OATBAT

AUPEKTHO H3JlaTaHe Ha CHJIHA CTPHYEBA CBETJINHA, KAKTO H HA YJ/ITPABHOJIETOBO OGIbUBAHE
10 BpeMe Ha JIeUeHHETO (BiK. TOUKa 4.8).

ﬂeummua HEPBHA cucmema

M3BeCTHO €, 4Ye XHHOJNIOHWTE NPOBOKHPAT I'BPYOBE IWIH MOHHKABAT IIpara 3a mosABa Ha
rbpuoBe. LinnpodurokcanuH TpsAGBa fa ce H3MOJ3BA ¢ OBUIIIEHO BHUMAaHHe IPH UALUEHTH C
HapymeHna Ha LIHC, KOHTO eBeHTYyasIHO ca mpeapasIonoKeHn KbM I'bpuoBe. Jleuenuero c
nunpoQJokcanud TpAGBa Aa ObAe npeycraHoBeHO W HesaGaBHO TpabBa ;A ce noTHpeH
KOHCYJITalusA C JIeKap IPH NosBa Ha I'bpuoBe (BX. Touka 4.8).”BE3aMokia € mosBara Ha
OCHXWIHH DeakllH cJle[, 'bPBOTO NMpWwiaraHe Ha munpoduiokcanme. B penxu, &ygam e

BE3MOXHO /IENIpeCHATa WM MCUX03aTa 2]a IPOrpecHpar A0 CaMO3acTpallaBamo. NOBe/ICHHE.
B Te3H ciyyau JiedeHHEeTo ¢ DUIpOdUIOKCalHH TpsabBa Aa ce npekpata. . J_{,IB;EI"‘

Ciyqan Ha nomaHeBponaTHs (B3 OCHOBA Ha HEBPOJIOTHYHH CHMITOMMY KaTo Gostka, mapene,
CETHBHH HAapyNICHHA WIH MYCKyJHa CJ1abOCT, CaMOCTOATeHO WIH B -KOMOHHamus) ca
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JOKNAZBAHH @pH NaOHeHTH, MNoJydasald uunpoduiokcanud. [IpunaraHero Ha
DEOPOQIIOKCAIHH TpAOBa a ce mMpeKpaTH IPH NAllMeHTH ChC CHMITTOMH Ha HEBPOIATHA,
BKJIIOYBaina 6oska, napeHe, nmapecre3ny, U3TpHIBaHe H/WIH cnabocT 3a Aa ce nNpefoTBpaTH
pasBUTHE Ha HeoOPATHMO CheTOsTHME(BXK. TOUKa 4.8).

CepOevnu HapyuieHun

TpH KaTO BHUNpPOQIOKCALMH € CBBP3aH ChC CJIydad Ha yaAb/kaBaHe Ha QT uuTepBana (B:kK.
TOYKa 4.8), TpsibBa za ce npunara BHHMATEJHO INPH JIEYeHHE Ha MAlHEHTH C PHCK OT
apuTMHs THN torsades de pointes.

CTHOM&IHHO-‘IPEBH& CUCmMemMda

[TosiBaTa Ha TeXKKa H NEePCHCTHPANIA JHAPHA 110 BpeMe WIH cle]], JiIeueHHeTO (BKIIOIUTETHO
710 HAKOJAKO CeIMHIH CJIeh, JIEYeHHeTO) MOXe Ja IIOKa3Ba KOJHT, CBHp3aH ¢ aHTHOHOTHK
(>xEBOTO3acTpaIIaBAMO ChCTOAHHE C Bb3MOKEH (paTasieH U3X0J), KOUTO Hajara He3zabaBHO
JledueHHe (BX. ToOdKa 4.8). IIpH TakuBa ciay4dyadn JiedeHHETO ¢ nanpodokcannH TpsadBa
He3abaBHO Za OBae MpekpaTeHO H Ja ce 3allO4YHe MOoAXoAAlia Tepanusa. [IpwaaraHero Ha
AHTHIIEPHCTAJITHYHH JIEKAPCTBA € IPOTHBONIOKA3aHO B TAKHBA CIydaH.

Bwbpeuna u nuxouna cucmema

HMMa croOmeHHs 3a KPHCTAJAypHA, CBbpP3aHA ¢ H3NOJ3BaHETO Ha IHUIOpPodhIAOKcalluH (BK.

Touka 4.8). [lanmenTure, monydaBamu nDUOpoduiokcanuH, TpaAbBa za Opmar nobpe
XHApaTHpaHH U TpAOBa Z1a ce H30ArBa NpeKaJIeHO ATKAIM3APaHe HA yPHHATA.

Xenamobuauapha cucmemda

MiMa cpoOmeHHs 3a Iydad Ha 4depHOApoOHa HEKpo3a H JKHBOTO3acTpallaBalla
4epHOAPOOHA HENOCTATBUYHOCT NPH JiedeHHe ¢ IunpoduoKcanuH (BXK. Touka 4.8).
Jleduennero TpaGBa za Gb/e MpeKpaTeHO NPH II0ABa Ha KAKBHTO H Ja O6mio GesesH H
CHMITOMH Ha JYepHOApoOHO 3abossBaHe (KaTO aHOpeKCHs, HKTEp, ThMHA ypUHaTa, ChpOex
1w 60JIe3HEHOCT Ha KOpeMa).

Heduyum na 2110x030-6-docham dexudpoeenasa

CpobmaBaHl ca XeMOJHUTHYHH peakIWH OpH NpPWIaraHeTo Ha HHUIPOQJIOKCAIMH NPH
NanHeHTH ¢ AedHIUT Ha III0K030-6-gocdar aexunporeHasa. [lunpodiokcauun Tpadsa ga
ce U30sArsa MpH Te3H NAIHEHTH, OCBEH aKO HOTEHIMaJHaTa II0/13a NPEeBANIaBa Bb3MOKHHA
puck. B To3M iyuaii MOTeHOHMaJHATA IOSBA HAa XEMOJMTHYHA peakums TpaAGBa na ce

MOHHTOPHPA.

Pe3zucmenmyocm

[1Io BpeMe WiH e[ Kypca Ha JiedeHHe ¢ THNPOdIOKCAHH MOKe 7la ce H30/IMpaT OaKkTepHH,
KOHTO IOKa3BaT PE3HCTEHTHOCT KbM HUNPOGJIOKCAIEH cbC WIH 6e3 KIMHMYHO H3SBEHA
cynepuHgexnuda. Moxke Ja HMa OCODEH DHCK OT pasBHTHE Ha NHNPOGJIOKCAIHH-
pe3UCTeHTHH OakTepuH OpH yAB/DKABaHE Ha BPEMETO HA JIeUeHHe H KOraTro ce JICKyBaT
HO30KOMHAJIHM HHbeknuu u/winm uHpEeKnHun, npuIuHeHH oT Staphylococcus wu
Pseudomonas.

LIHHpO(bJIOKcauHH uaxub6upa CYP1A2 ¥ 10 TO3H Ha9YHH Moﬁcé na neaene Jxo MIOBHIIABAHE Ha
CEepYMHHTE KOHUEHTpPAllHH Ha €JHOBPEMEHHO upm:aram:r BeIleCTBA, . KOUTO CBINO Ce
MeTaGH/IM3HpaT OT TO3H €H3HM (Hamp. TeobWIHH, KIO3AIHH, pOHHHHPHOJI, TH3aHUAUH).
EnnoBpeMeHHOTO NpHiaraHe Ha IHIPOMIOKCAIIHH H THSﬂHHI[HH e up@mnonoxaaaﬂo. [Io
Ta3¥M NOpPHYMHA [AOHEHTHTE, NpPHEMalld TaK¥Ba Bemema enﬂonpemenﬂo C

nunpodIoKcanul, TpabBa na 6bJaT BHHMATETHO Monnmpnpamr 3a mm{mnn CHAMIITOMH

-
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Ha Npefo3upaHe H MOXKe [a ce HaJIOXKH oIlpeAe/sIHe HAa CEpYMHHTe UM KOHIeHTpaliu (Hamp.
Ha TeodwinH) (BK. TOIKA 4.5).

Memompexcam

He ce npenoppyBa €JHOBPEMEHHOTO NMpWiIarane Ha munpodiokcalilid U METOTpeKcaT (BiK.
TOYKA 4.5).

Hoesauseane Ha AabopamopHu uscaedeanusn

AXTHBHOCTTA in vitro Ha munpoduoxcanuH cpemy Mycobacterium tuberculosis moxe na
noBeze 00 GaJIHBO OTPRIATEIHA MHAKPOOHONOTHYHHE Pe3yJTaTH Ha NpOOH OT NMAIHEHTH,
KOHTO 1O HACTOAIHEM MpHEeMaT AN POQPIOKCAIIHH.

4.5. BaaumoaeHcTBHEe ¢ APYrH JIEKAPDCTBEHHM IPOAYKTH H APYTH (GOpMH Ha
B3aMMO/€HCTBHE

Bausnue na dpy2u aexapcemaea 8spxy yunpodAoKCauuM.:

Obpa3sysare Ha xenamHu KOMNACKCU

EAHOBpPEMEHHOTO IpHJIaraHe Ha mUnpodaokcanyH (IepOpasiHO) H MHOTOBAJIEHTHH KATHOH-
ChABPIKAINM JIEKAPCTBA M MHHepaiHH o6aBkH (Hanp. Kaullud, MarHe3uH, ayMUHHH,
’KeJ1a30), docdar-cBpp3Baliy NoJAMMEPH (Hanp. ceBejiamMep), cykpaipaT WIA aHTHAUAHHA
cpeAcTBa, cHiHO OydepupaHm JiekapcrBa (Hamp. TabieTKM AWAAHO3HH), KOHUTO ChAbPIKAT
MarHe3Hil, alyMUHHI WIH KaJIIAH HaMaiaBaT abcopbuuara Ha manpodguiokcanui. 11o Ta3u
IpHYHHA nunpodIoKcandH TPAGBa Aa ce MpHJlara Wil 1-2 Jaca peau WIH NOHe 4 Yaca C/Ie/,
Tesn mpoAykTH. ToBa orpaHMUYeHHe He ce OTHACA 3a aHTHAIMIHH CPEACTBA OT rpynara Ha Ho-
penienTopHHTE OJ1I0KEpH.

Xpana u maeunu npodyxmu

KaIUAT, ChABPIKAIL, CE B XpaHUTE, He MOBINABA 3Ha4HMO abcopOuusra. Tpabsa obaue aa ce
u36ArBa eHIOBPEMEHHHAT NPHEM CAMO Ha MJI€YHH OPOAYKTH WIH 0DOraTeHd Ha MHHEPaIH
HanuTKH (Hanp. NpACHO MJISKO, KHCEJI0 MJIAKO, oboraTeH Ha KaJlHH IOPTOKA/IOB COK)

saeqHo ¢ OuOpodNOKCalMH, 3al[OTO Te MoraT Ja HaMaiaT abcopbnusAra Ha
IHITPOPIIOKCAIIHH.

[poberuyud

[TpobeHunmy moBauABa GpOpedHara cekpelus Ha UnpoduiokcanuH. EAHOBPEMEHHOTO
NMpHiarane Ha NpOOEHHIHA M IHNPOGUIOKCAllMH BOAH ZI0 NOBHINABaHE HAa CEePyMHATa

KOHIIEHTpaHsA Ha HHUIPOPIOKCAIHH.

Edexmu Ha yunpodaoxcayun espxy Opyau 1exapcmeeiy npooyxmu.
Tuzanudun

TH3aHMAKH He TpAOGBa Ja ce MpHJIara eXHOBPEMEHHO ¢ mHOpoduiokcanuH (BX. TOYKa 4.3).
[Ipn enqHo XIHHUYHO TPOyYBaHE BbPXy 3/ApaBH HHIHWBHAM € YCTAHOBCHO MOBHIIABAHE HA
cepyMHaTa KOHIIeHTpalHs Ha TH3aHUHH (mosumabBane Ha Cmax: 7 ITBTH, HHTEPBA: 4 A0 21
meTH; yBesmdapane Ha AUC: 10 mbTH, HHTEpBaa 6 10 24 ObTH) NPH €THOBPEMEHHO
npunarafe ¢ uunpoduokcanus. [ToBumeHara cepyMHa KOHIIEHTpan¥f Ha TH3AHWAWH €
CBBP3aHa ChC 3aCHJIEH XHIIOTEH3HBEH H CEIATHBEH e(eKT.

-------

Memompexcam

Bp6peunnar TyOy/eH TPAaHCHOPT HA METOTPeKcar MOXEe Ja - ObAe: TOTHCHAT IIDH
e[HOBPEMEHHO [pWwiaraHe Ha HUIPOQJIOKCAIAH, KOETO HOTCHHHATHO BOJAH: 10 MOBHIIEHN
[JIla3MEHM HHBAa Ha METOTPEKCAaT H MOBHIIEH PHCK OT TOKCHYHM PEakiiMH, CBbP3aHH C

meToTpeKcar. EHOBpeMEeHHOTO H3I0/13BaHe He ce MPeNnophusa (BXK. TOUKA 4-4).
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Teoduru+

EAHOBPpEMEHHOTO NpWIaraHe Ha LHNpodUIOKCauMH H TeO(PWIHMH MOXKe Ja JAoBeAe JO
He)XeJIaHO MMOBHINABaHe Ha CEPYMHATa KOHIUEHTpalMA Ha TeoQWIHH. TOBa MOXKe [ia JOBEAE
0O HEXXeJIaHH Peakliy, CRbP3aHH ¢ TeOPWIHH, KOHTO B PelXH CJIydaH € Bb3MOXKHO Jia ca
"KHBOTO3acTpalnaBamu win ¢arandd. [1o BpeMe Ha eJHOBpeMeHHaTa ynorpeda CepyMHHTE
KOHLIEHTPpAllUH Ha TeodHIHHA TPAOBA Ja ce NpOBEPABAaT H aKo € HeoOXOAMMO Z1o3aTa /ia ce

penyiHpa (BxK. TOYKA 4.4).
pyeau xcanmuroeu npou3eo0Hu

[Ipy eAHOBPEMEHHOTO IpW/araHe Ha HUNPOGUIOKCAHH H KOMEHH HJIM MEeHTOKCH(DMWIHH
(oxcuneHTHDWINH) MMa cpboOmIEHHs1 3a NOBHMINEHH CEPYMHH KOHIIEHTPAallHM HA TE3H
KCAHTHHOBH NPOHU3BOIHH.

PeHUMouH

EAHOBpEMEHHOTO TpWIaraHe Ha NUNpo@JIOKCAalHH H (EHHTOHH MOXKe Ja JOBeAe [0
[OBMINEHH MJIA TIOHH)KEHH CEPYMHH HHBA Ha (DEHHUTOHH, MOPaZH KOETO Ce MpenopbhuBa
MOHHUTOPHPAHE Ha JIEKAPCTBEHHUTE HHBA.

Iepopanrru aumuxogayaanHmu

EnHoBpeMeHHOTO NpWwiaraHe Ha LHNpoduIokcanuH ¢ BapdapHH MOXe Aa JoBeAe [0
NOBHIIABaHe Ha aHTHKoaryJaHTEHTEe My edexktH. MMa crobmenHss 3a MHOro cjydyad Ha
IOBHINIEHA AHTMKOATYJIAHTHA AaKTHBHOCT NPH DNAOHEeHTH, NpPHEMAIllH aHTHOHOTHIH,
BKJIIOYATETHO (JIYOPOXMHOJIOHH. PHCKBT MOXKe [a Bapupa B 3aBHCHMOCT OT OCHOBHOTO
3afosifBaHe, BB3pacTTa H oOOmMA craTyc Ha M[alMeHTa, Taka 4Ye TNPHHOCHT Ha
dnyopoxusnonionuTe 3a yBenmuaBane Ha INR (mexayHapogHO HOpMaJH3HpaHO
CHOTHOIIIEHNE) € TPYAHO Za ce oneHH. [IpenopbuBa ce decto MoHMTOpUpaHe Ha INR mo
BpeMe H HEMNOCPEICTBEHO i€, e€XHOBPEMEHHOTO NpHWiaraHe Ha KNHIPOQIIOKCAIHH C
NepOpaIHO AHTHKOATYJIAHTHO CPEACTBO.

Ponunupon

[Ipy KIHHHYHO IPOYYBaHE € YCTaHOBEHO, Y€ €ITHOBPEMEHHOTO IIpUiaraHe Ha POITHHUPOJ H
nunpodNoKcanyH, yMepeH HHxuOuTop Ha n3oeH3uma CYP450 1A2, BOAY 0 NOBUIIaBaHe Ha
Cmax H AUC Ha ponHHHPOJI CBOTBETHO C 60 % H 84 %. [IpenopruBa ce MOHHTOpHpaHe Ha
He)KeJIaHUTE PeaKiii, CBbP3aHU ¢ POIHHHPOJ H CHOTBETHO KOPUTpaHe Ha 03aTa 10 BpeMe
¥ HETIOCPECTBEHO CJIef eAHOBPeMEHHOTO IpHIaraHe ¢ MHIPOGIOKCAINH. (BX. TOYKA 4.4).

KnosanuH

Criez1 eTHOBPEMEHHO IIpWIaraHe Ha 250 mg IMNPO(IOKCAIHH ¢ K/I03a0HH B ITPOB/DKEHHE
Ha 7 AHH, CCPYMHHUTE KOHLIEHTPALHH Ha KJI03al¥H H N-Ze3sMEeTWIKJIO3alHH ca NOBHIIEHH

CHLOTBETHO ¢ 290 % u 31 %. IlpemoppuBa ce KJIHMHHYHO TpOCIEAsABAaHE H CHOTBETHO
KOPHTHPaHe Ha J03aTa Ha KIO3alNHH IO BpeMe H HENOCPEZICTBEHO CJIefi EAHOBDEMEHHOTO

mpwIarase ¢ DUIPoIOKCAINH (BK. TOUKA 4.4).

4.6 BpeMeHHOCT H KbpM€EHe
bpeMeHHOCT

HanuauuTe aHHY 3a OpWiaraHe Ha HUNPOQUIOKCAIIHH ODH 6peMEHHH maHH ‘He TIOKa3BarT
MasipopMaiiud Wwid ¢ero/HeoHaTaJIHA TOKCHYHOCT HA LUIpodIOKcallHH. HpquBaHnaTa
IpH >KHBOTHHU He NOKA3BAT AUPEKTHH HJIHA HHANPEKTHH ynpenmamﬂ ecbem 10 OTHOIIEHHE
Ha pelpOAYKTHBHATa TOKCHYHOCT. IIpH Mjlaii B IpH HEPOACHH JKHBOTHH C emnoanunﬂ Ha
XHHOJIOHH ca HaO/onaBaHU e(pPeKTH BbPXY He3penHnA Xpylma, IIOpa,Il;H TOBa H& que na ce
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MN3KII09H BB3MOXKHOCITA JIEKAPCTBOTO Jla IPHYUHHA VBPEKAAHWA Ha CTaBHHSA XPYyIIAJ IpH
He3aBbPIIII PA3BHTHETO CH YOBENIKH OPraHu3bpM/ peryc (BK. TOUKa 5.3.).

Kato mnpeanmasHa MApKa € 3a MOpeAnodHTaHe Ja ce Hn30Arsa H3MOJA3BAHETO HA
IHnpdAOKCAIIHH IO BpeMe Ha OpeMeHHOCT.

KspMmene

[TunpodrioxcanMH ce eKCKpeTHpa B KbpMmaTa. [lopazis NOTEHIHATHAAT PHCK OT YBpEXKAAHe
Ha CTAaBHHA XPYyIIAI THIPo¢ IOKCaliH He TpsAOBa Ja ce H3M0/13Ba IO BpeMe Ha KbpPMeEHe.

4.7 EdexTH BBHpXY criocoOHOCTTA 3a Mo HpaHe H paboTa ¢ MAaIlIMHH

[Topagy HeBpOJOrHYHHTE CH e(eKTH OHUIIPOPJIOKCAIMH MOXE Aa NOBIHAEe BPEMeTO 3a
peakuusa. [To Tasym nmpuunHa cnocobHOCTTAa 3a mMopHpaHe H paboTa ¢ MalIHHHA MOXKe [a €
HapyieHa. ToBa Baxki 0cobOeHO IpH XOMOHHUPpaHe ¢ aJIKOXOJI.

4.8. HexxeJiaHM JIeKapCTBEHH PeaKIluH
Haii-gyecTo chOOHIABAHHTE HeXKeJIaHH JieKapcTBeHn peakiinu (HJIP) ca rafeHe n Anapns.

[To-nony ca mpencraBeHd daHeuTe 3a HJIP 3a LIHITposioH OT KIHMHHYHHTE IPOYYBAaHMSA H
NOCTMapKeTHHIOBOTO HabimoaeHHe (IepopajiHa, HHTPABEHO3HA H CEKBEHIHAIHA Tepamus),
NoZijpeicHd MO 4YecToTa. AHAJIM3BT HA 4YecroraTra BIIIOYBA JAAHHHTE 3a II€EPOPAIHO H
HHTPaBEHO3HO MPWIOKEHHE Ha HUIPO(MJIOKCALIHH.

Cucremo- Yectn HeuecTn PeaxH Muoro peaxu C HeH3BecTHa
OpraHHa >1/100 >1/1000 g0 >1/10000 Ao <1/10000 uecrora (or
Kiacu(pHuKaIua 10 <1/100 <1/1000 meq]nl::e
<1/10 MOKe Xa Obhxe
HapaBeHa
OMCHKA)
Huadexnumn B MuxoTHIHH Cebp3an ¢
uH(peCTAHH cynepuH(QEeKOHHE | aHTROROTHK
KOJAT (MHOFO
PAAKO C
BBb3MOKEH
daTanen ®3xXoxa)
(Bx. TOUKA 4.4)
Hapymenns Ha Eosunoduins JleBkonieHHA XeMOJIMTAIHA AaHEMHA A
KpPbBTa H AHEMHAA ArpaHyonaTosa
Aaum@pHaTa Heyrponenns ITannuroneHnd
CHCTEMA JleBkOomETO34 (>;xmBOTO3aCTpamaBa-
Tpombonouro- ma)
NeHHSA IloTHCcKaHne HA KOCTHHA
TpombonaTeMus | MO3BK
(;xmBOTO3acTpamana-
o)
HapymeHusa Ha AJsleprud=a AHadprnakTHgHA
HMMYHHATA peaxya peakmus
CHCTEMA AneprudeH otok / | AHAHIAKTAY eH HIOK
aHTHoOeAeMa (mnnomaac'rpamaﬂam)
(Bx. TOIKA 4 4}
Pealcu,HH PR
Hammﬁanamn B
cemrMHa ﬁonecr
Hapymenus Ha ABOpekcns XHUnepraaKeMus
MeTaboJH3IMA H
XpaHEHETO
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Cucremo- YecTn HeugectH PeaxH M#Boro peaxu C HeH3BeCcTHA
OpPraHHa =1/100 >1/1000 J10 >1/10000 [0 <1/10000 uecrora (or
KracHpHKanu 70 <1/100 <1/1000 HW"::“
<1/i0 Moxxe aa Opae
HampaBeHa
OIlEHKA)
IICHXHYHH IIcmxomoTopHa O6rppkBaHe u IIcHXOTHYHE peaKIAn
HAPYIICHHA XHOEPAKTHBHOCT/ | ZAe30pHEHTANMA (BX. TOUKA 4.4)
BB30yAa Peakniua Ha
be3noKoORCTBO
Apxu crERIA
Henpecus
XaAlnquHAAH
HapymeHus HA Cnarobonne Ilap-m Murpena [leprdepna
HEPpBHATA 3aMaaHOCT AHA3CCTE3HHA Hapymena HEBPOIATHS
CHCTEMA Hapymern®s 5a Xunoecreand KOOPAHHAIHSA (BK. TOUKA
ChbHA Tpemop Hapymenuna Ha 4.4)
Hapymenns Ha IIprnagbom (Bx. | moxopxaTa
BKycCa TOYKA 4.4) Hapymenns Ha
CeeToRBpTEXK oboRAHMETO
Xunepecreans
HHaTpakpaHnraana
XHOEPTOHUA
HapymeHnusa Ha HapymeHnns Ha Hapymenns Ha
OHTE 3PEHHUETO IBETOYCEHIAHETO
HapymeHnun Ha TrHHATYC Kamepna
VYXOTO H 3aryba Ha ciyxa / ApUTMHA,
nabupuHTA YBpEXKAAHE HA yABKABaAHE
CIyXa Ha QT
AHTEPBaJIa,
torsades de
pomntes®
Cupaeunn Taxaxapaun
HAPpYIIECHHA
CnaoBn Bazopunatanus | Bacyymmr
HapylIeHUs XunoroHnsd
Caaxon
PeCcnHpaTOpHM, Hucnaes (BKIL
IDHAHH H aCTMATHIHH
MeAHACTHHANHH CHCTOAHNA)
HAPYIICHHA
Cromamuo- lTanene | IloBphimane [TaHKpeaTHT
IpeBHH Hnaapra | CTOMaIIHO-
HapyIIeHHA YypeBHa H
KopeMHa DoJjika
Huacnencus
I'azoge
Xenato- opnmenn Yeproapobuo YepuozapoOHa HEKPO3a
OHIIHaApHH TPAHCAMMHASE YBpEXAAHe (MHOrO pARKO
HapyHIeHHMs [loBMImeH Xo/IeCTaTHICH IPOTPECHPAHT a 10
6rpyCHH HKTED Hmnomcmamamma
Xenarur yepHOApobEA . |
HEIIOC'I'EITB‘IH(}CT) (mx. 1
TOUKA 4.4)
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CacremMo- Yectn HeuecTH Peaxm Mmnoro peaxm C senasecrHa
OpraHHa >1/100 >1/1000 A0 >1/10000 210 <1/10000 gecrora (oT
KJAACH(PHKAAA RO <1/100 <1/1000 Hm'““;’:
<1/10 MOMe 1a Opae
HADpPABCHA
OICHKA)
HapymeHnusn Ha Obpus Peaxnau Ha [eTexun
KOMKATA M Crpbex ¢oTo- Eprrema mysaradopme
NOAKOKHATA YprHEKapHa YYBCTBHTEIHOCT EpuTeMa HOAO3YM
THKAH (BXK. TOUKA 4.4) CuEApOM Ha Stevens-
Johnson (moreHAaHO
YKHBOTO3aCTpAaIIaBaI)
TOKcHuHa
enHIepMAaTHA
HEKPOJIn3a
(moTeHOUaANHO
AKMBOTO3acTpalIaBama)
Hapymenun Ha MyckyaHo- Muanrua Myckynna cinabocr
MYCKYJAHO- cKeJieTHa DoJIKa AprpHT TenpuauT
CKEJICTHAaTA (manp. 60sxa B ITopamen PaskbcBane Ha
CUCTEMA H KpaNHHUIHTE, MYCKYJIEH TOHYC B | CYXOXXHana (IpefEMHO
Che/{HHHTEJIH- 60s1xa B repha, KpaMIIA Ha AXHJIECOBOTO
TA THhKAH 6oJsIka B I'bpAATE) cyxoxxmane) (BxK. ToUKa
ApTpanras 4.4)
ObocTpsane HA
CHMIOTOMHTE Ha
MHACTEHHA IPAaBAC (BXK.
TOYKA 4.4)
Hapymenusa Ha YBpexaane HA b16pegna
OnOpenuTe M 616penmTe HEAOCTATHYHOCT
NHKOYHHTE Xematypus
I'LETHINA Kpucraiaypns
(BX. TOYKA 4.4)
Tybynoumarepcra-
IIHAJICH HE(PPHAT
O6mn Acrenns OTok
HApPYIIICHMSA K IloBamena Hanorasane
edexrn Ha TeMIepaTypa (xumepxmapo3a)
MACTOTO HA
 NPAJIOIKEHHE
Hacaensaamsn IToprmena AODHOpDMHH
anKaHa oTpOoTpOMOMHOBH
docdaraza B HHBA
KPBBTa IlosuineHa
aMIIa3a

* Tead peaknyy ca ChOOIMABAHHA O BpeMe Ha NOCTMAPKETHHIOBHA IEPHO/ H ¢a HAOMIOAaBaHH NPEAMMHO CPE/

HanmHEeHTHTE C JOITWIHATE/IHHA PHCKOBH dakTopH 3a yawnkasade QT warepBana (BXK. TOUKA 4.4).

INeduampuunu nayuenmu

[IpeacraBeHaTa o-rope 4eCTOTa Ha apTpoNaTHA ¢e OTHACA 33 JaHHHUTE OT NPOYIBaHHA NPH
pL3pacTHH. Crobinasa ce, 9e MpH ela apTPpONaTUATa ce cpela 9ecTo (B;mmxa 4 4)

4.9 IIpemosupaHe R T
HMa cpobimeHre 32 efHHHUYCH CJIydai Ha Npefo3dpaHe oT 12 g, Icoem [ ,zmneno HO JIEKH
CHMOTOMH Ha HHTOKCHKau|sA. iMa chobIleHre 3a eAMHAYEH CTy9ad Ha OCTpO npenoanpane
OT 16 g, KOeTo e I0BeJIo A0 ocTpa 6pOpeuna HeAOCTaTHEYHOCT. | )
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CuMnromMuTe Ha OpeNo3WpaHe BKJIOYBAT: 3aMasHOCT, TPEMOp, IJIaBOOOJsiHe, yMOpa,
NPHNAABIH, XaJIONHHAIHH, O0OBpKBaHe, abnoMmuHaneH auckom@opr, OGnbpedno #
4epHOAPOOHO YBpeXJlaHe, KaKTO H KPHCTJIYPHA H XeMaTypus. ViMa cbhoOmieHus 3a
obpaTama 6p0OpedHa TOKCHYHOCT.

OCBeH pyTHHHHTE CIIEIIHH MEPKH c€ OpenopbiBa MOHHUTOPHpaHe Ha ObpOpeunaTta GyHKIHA,
BKJ/IIOUBAINO oOnpeAensHe Ha pH Ha ypHHATA H ako ce Hajlara OOAKHCIABAHE 3a
npopuiIakTHKa Ha Kpuctanypud. [lanwenture Tpabsa aa ca nobpe xHApaTHpaHH.

CaM0 MaJIKO KO/IH4eCTBO HHOpoduiokcanuH (<10 %) ce eITAMHHUPA Ype3 XeMOZHAIN3A WIH
OepHTOHEASIHA JHATIHA3A.

5. PAPMAKOJIOTHYHMH CBOVICTBA
5.1 PapMaAKOAHHAMMYHM CBOHCTBA

dapMakorepaneBTHYHA rpyna: OiyopoXHHOJIOHOBH aHTHOakTepuananu cpeacrsa, ATC xoa:
JO1MAO2

MexaHiuzsm Ha dellcmaiue:

bakTepUITMHOTO [OEHCTBHE HAa NHOPOQUIOKCANHH, KaTo Ha (DIYOPOXHHOJIOHOBO
aHTUOAKTEpHA/IHO CPEZICTBO, Ce€ OChIIeCTBABA 4Ype3 HHXWOHpaHe Ha JABaTa THUIAa
tonon3omepasa II (JIHK-rupaza) m Ttomom3omepasa IV, kouto ca HeoGXomumMu 3a
PEIUTHKAIMATA, TPAHCKPHIIHATA, penapHpaHeTo H pekoMbOuHanmmATa Ha OaxTepuanHara
JAHK.

Cvomnowenue PK/PD:

EdukacHocTra 3aBHCH OCHOBHO OT ChOTHOIIEHHETO MEX/ly MAKCHMAJIHATA KOHIEHTpAallusA B

cepyMa (Cmax) # MHHHMA/IHATA HHXHOHpama xoHneHTpanus (MUK) na nunpodnokcanus 3a
faxrepuasHAs NAaTOTeH H CHOTHOIEHHETO MeXx Ay IutomTa noa kpusata (AUC) u MUK.

Mexanuszsm HA pesucmenHmHocmma.

In vitro pe3sucTEeHTHOCT KbM IHMIPOQJIOKCAHH MOXKe /1a Obae npuaobuTa 4pe3 moeraneH
Iponec Ha TapreTHH JJoKaTHH Myranuy Ha JIHK rmpasa 1 rononsomepasa II. CreneHnTa HA
KPBCTOCaHa PE3HCTEHTHOCT MEXAY IHIPOQUIOKCALIME H APYTH (QJIYOPOXHHOJIOHM B Pe3yJITaT
Ha TOBa € BaphabwiHa. EAMHAYHHATE MyTalldH MOTaT Aa He [OBemarT [0 KJINHAYHA
PE3UCTEHTHOCT, HO MHOXXECTBEHHTEe MyTallul OOMKHOBEHO BOMAT [0 KIAHHYHA
PE€3UCTEHTHOCT KbM MHOTO WM BCHYUKH aKTHBHH BeNleCTBa OT TO3H KJIacC.

MexaHH3MHATE HA PE3UCTEHTHOCT 4Ype3 HeOpONYyCKJIHBOCT M/WIM 3acArammy e@uIyKcHaTa
[IOMHa Ha aKTHBHATa ChCTaBKAa MOraT Aa MMAaT pa3/imdeH e(eKT BBPXY UYBCTBHTEJIHOCTTA
KbM (IIyODOXMHOJIOHH, KOETO 3aBHCH OT (PUBUKOXMMHYHHTE CBOMCTBA Ha pa3zIHYHHTE
AKTHBHH BEIIECTBA B TO3H KJ1ac H aQHHHATET HA TPAHCHOPTHHTE CUCTEMH KBM BCAKO OTAETHO
aKTHBHO BemecTBO. Bcuuku mn vitro MexaHM3MH Ha PEe3HCTEHTHOCT OOWMKHOBEHO ce
HabnoAaBaT B KINHAYHATA IPAKTHKA.

MexaHu3MH Ha Pe3HCTEHTHOCT, KOHTO HHAKTHBHPAT [PYTH AaHTHOHOTHIIM, XaTO
IPOIMYCKJIMBOCT Ha Oapmepure (decro npu Pseudomonas aeruginosa) 1 MexaHHW3MH Ha

e(JIyKC, MOTaT Ja IPOMEHAT YyBCTBHTE/IHOCTTA KbM NRIPOGIOKCAIIHH.
Hma cpobmennsa 3a IIa3MHi-Me/IHHpaHa Pe3UCTEHTHOCT, KOAUPpaHa 9pe3 gnr-reHu.

Cnexmsp Ha anmubaxmepuanria aKmueHoCcm.

CllegHUTe rPAHAYHHE CTOMHOCTH Pa3fie)ifaT YYBCTBHUTEIHHTE IAMOBE OT maméﬂe‘re ¢ yMepeHa
UYBCTBUTEJIHOCT U NOCJIEAHUTE OT PE3HCTEHTHUTE INAMOBeE: L R

IIpenopexu Ha EUCAST
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MHKpOOpranuspM YHyBCTBHTEJICH Pesucrenren
Enterobacteria S <0,5 mg/L R >1mg/L
Pseudomonas S < 0,5 mg/L R > 1 mg/L

Muxpoopranm3bM YyBCcTBHTEICH Pe3ucreHTeH
Acinetobacter S < 1mg/L R >1mg/L
Staphylococcus spp.! S <1mg/L R > 1mg/L
Haemophilus influenzae n S < 0.5 me/L R > 0.2 me/L
Moraxella catarrhalis 5 me/ 5 me/
Neisseria gonorrhoeae S < 0,03 mg/L R > 0,06 mg/L
Neisseria meningitides S < 0,03 mg/L R > 0,06 mg/L
I'paHMYHM CTOHHOCTH, KOHTO S < 0,5 mg/L R > 1mg/L
He ca CBBP3aHH C ompeaesieH
BUI*

- Staphylococcus spp. — rpaHAYHHTE CTOHHOCTH 33 UUNPOGJIOKCALMH €A CBBP3aHH C
Tepanusa BbB BHCOKH JI03H.

* I'paHM9IHHTE CTOMHOCTH, KOHTO HE €A CBBP3aHH C ONpE/AeJIeH BHJ, Ca ONpelelHH
OCHOBHO Ha 6a3a nannuTe 32 PK/PD u ca He3aBHCHMM OT pasnpenenenuero Ha MUK
3a ordenHHATe IMaMoBe. (JlefiBa f1a ce HM3MOJI3BAT CaMO 3a IIaMOBe, 3a KOHTO HAMA
olpenie/icHa HHANBHAYAJIHA TDAHWYHA CTOMHOCT, HO HE H 3a IIaMOBe, IIPH KOUTO HE ce
IpenoprYBa H3CJIeBaHe Ha YYBCTBHTE/IHOCTTA.

PasnpocrpaneHHeTo Ha NpHAOOHTAaTA PE3UCTEHTHOCT MOXKeE Zla BapHpa criope]] reorpadckoro
pasnosyio’keHHe H BbB BPEMETO 34 ONpeZieJIeHH BHAOBE MHKPOOPTaHH3MH H € 3KeJIaTeJTHO Jia
CEé H3MOJI3BAT MECTHH ZIaHHH 3a PEe3HCTEeHTHOCTTa, OCODEHO, KOraro ce JIEKYBaT TEKKH
HHGpeKIMH. AKO e HeoOxonuMo, TpsAOBa Ja ce MOTHPCH €KCIEPTHO CTAHOBHMINE B CJIyYaMTe,
KOraTO pasmpOCTPAHEHHETO Ha JIOKAJHATa PEe3SHCTEHTHOCT € TaKaBa, 4e Cce MOCTABA IOJ
BBIPOC NPHIOKHMOCTTA Ha CPeACTBOTO 3a IOHE RAKOH THIIOBE HH(PEKITHH.

'pynupane Ha pejieBaHTHHTE BHAOBE MHKPOOPTaHH3MH B 3aBHCHMOCT OT YyBCTBHTE/IHOCTA
UM KbM Dunpoduiokcanus (3a Streptococcus spp. BK. TOUKA 4.4).

CTAHZAPTHO YYBCTBUTE/IHH MHIKPOOPTAHU3MHA

AepobHu I'paM-DONOKATETHH MUKDOOPraHH3MHA

Bacillus anthracis (1)

Aepobuun I'paM-oTpHIIaTEIHH MEKDOOPraHH3MH
Aeromonas spp.

Brucella spp.
Citrobacter koseri

Francisella tularensis L T
Haemophilus ducreyi AT NI
Haemophilius influenzae* A |
Legionella spp.

Moraxella catarrhalis*

Neisseria meningitidis

Pasteurella spp.
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Salmonella spp.*
Shigella spp.*
Vibrio spp.
Yersinia pestis

AHaepOOHH MAKDOODPraHHA3MH
Mobiluncus

Apyra MAKPOOPraHH3MH
Chlamydia trachomatis ($)

Chlamydia pneumoniae ($)
Mpycoplasma hominis ($)
Mycoplasma pneumoniae ($)

MHKPOOPI'AHHU3MM, IIPH KOUTO ITPUJOBUTATA PESUCTEHTHOCT
MOKE JA E ITPOBJ/IEM

Aepobnu I'paM-IOJIOKHTEJHH MAKPOOPTraHA3MH

Enterococcus faecalis ($)
Staphylococcus spp. (2)

AepobHu I'paM-OTpHIIATE/THN. MUKPOOPTaHA3MH
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™

AHaepoOHH MHKDOOPraHH3MH
Peptostreptococcus spp.
Propionibacterium acnes

AOKA3AHO PESGUCTEHTHHA MUKPOOPTAHU3IMMH

AepobHu 'paM-IOA0XKHATETHH MEKPOOPraHHU3MH

Actinomyces R
Enteroccus faectum S e T
Listeria monocytogenes T -

Aepobuu I'pamM-OTDHIATEIHE MH rAHA3MH
Stenotrophomonas maltophilia

AHaepoOHY MUKDOOPTraHA3MH
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C usxmouenue Ha HanucaHume no cope

Apyryu MEKDOOPTraHHU3MH
Mycoplasma
Ureaplasma urealitycum

¥  KimnngHaTa e(PHKACHOCT € JoXa3aHa 3a YYBCTBHTE/THUTE A30JIaTH IIPH YCTAaHOBEHH
KJIMHHYHH [IOKa3aHHA

*  YecroTa Ha pe3HCTEHTHOCT 2 50 % B €/IHA W/IH NOBeYe cTpaHu-wieHKH Ha EC

($):EcrecTBeHa MeXXZIHHHA YYBCTBHTEIHOCT OPH OTCHCTBHE HA NPHIOOHTH MeXaHU3MU Ha
Pe3UCTEHTHOCT

(1): IIpoyuBaHHATa ca IPOBEACHH IIPH €KCIIEPHMEHTATHO NPeU3BUKaHH HHDEKIUY IIPH
YKMBOTHH Upe3 HHXaJIHpaHe Ha cnopH Ha Bacillus anthracis; Tesn npoyasanusa nokassar,
Ye 3aTI0YBAHETO HA AHTHOHOTUYHOTO JIEdEHHE CKOPO CJIe] EKCHO3AIHATA IPeIa3Ba OT
noABaTa Ha 3ab0JIABaHETO, AKO JIeYeHHETO € OMJI0 HaCOYEeHO KbM HaMaJsiAaBaHe Opos Ha
CIIOPUTE B OpraHu3Ma noji UHQEKIHO3HATA /103a. [ penopbrYBaHOTO U3NO3BAHE IIPH
XOpa ce OCHOBaBa HPeAHMHO HA In vilro YyBCTBUTEITHOCTTA M HA €KCIIEPHMEHTATHUTE
JlaHHH [IPH >XUBOTHH 3aeHO C OTPaHHYEeHHTe JaHHHU TpH xopa. [IpueMa ce, 9e npu
Bb3PACTHH ABYMECEUHHAT KyPC Ha JIeUeHHE C [IepopaieH MUIPodJIOKCAIIHH B ZI03a 500
Mg ABa I'bTH HA JieH ¢ epMKaceH 3a Ipe/ina3BaHe OT aHTPaKCHA HHQEKIHA IIPH Xopa.
JlekyBaiure JeKapH TpsaOBa Aa HAMPABAT CHPaBKa ¢ HAITHOHAJIHATE U/ WJTH
MEXKAYHAPOAHUTE KORCEHCYCHH JJOKYMEHTH IO OTHOHICHHE JIEUeHHETO Ha aHTPAKC.

(2): MeTHIIWIRH-PE3ACTEHTHHAT S. @ureus MHOTO YECTO €KCOpecHpa eJTHOBPpEMERHA
PE3HCTEHTHOCT KbM (PJIYOPOXMHOJIOHH. UecToTaTa HA PE3MCTEHTHOCT KBM METHITH/INH €
OKOJIO 20 10 50 % cpell BCHYKH BHZI0BE CTaQHIIOKOKH U € OOHKHOBEHO MO-BHCOKA IIPH

HO30KOMHAJIHATE H30JIATH.

5.2 PapMaKOKHMHETHYHHM CBOHCTBA
Abcopbyusn

Crien, mepopa/IHO NPHJIOXKEHWE HAa €AHOKPAaTHH JO3H OT 250 mg, 500 mg U 750 mg
uunpoduiokcanH Tabsetku, nunpoduiokcanvH ce abcopbupa 6Bpp30 M E€KCTEH3UBHO B
rojifiMa CTE€NeH OCHOBHO B TBHKOTO 4Ye€pPBO, KaTO JOCTHra MAaKCHMaJIHH CEepyMHU
KOHIICHTPAIHH ¢Jief] 1-2 Jaca.

EAHOKpaTHHTe Z03H B HHTEPBaJa 100 — 750 Mg BOAAT AO 3aBHCHMH OT AO3aTa MaKCHMaJIHH
cepyMHH KOHIeHTpamuH (Cmax) Mexay 0,56 u 3,7 mg/L. CepyMHHTe KOHUEHTpanUU
HAPACTBAT NPONOPILHOHAIHO C JIO3HTE A0 1000 mg.

ASco/moTHaATA OHOHATUYHOCT € OKO0JI0 70 — 80 %.

YcTaHOBEHO e, 4e J103a OT 500 mg, IpHeMaHa NepoOpaIHO Ha BCEKH 12 yaca, BOAH A0 ILJIOI
o/ KpHBaTa Ha cepyMHa KOHIeHTpanus - Bpeme (AUC), exBuBajIeHTHA Ha Ta3H, IOJIydYeHa
cJIef, HHTPaBReHO3Ha HH(PY3HA Ha 400 mg IHOPOQUIOKCAUH 33 60 MUHYTH Ha BCEKH 12 YacCa.

Paanpedenenue

CBbp3BaHETO Ha OHHMNPOJUIOKCAUMH C IUJIa3MEHHTe NPOTEHHH € HHCKO (20-30 %).
[TunpodiokcaliiH ce HaMHpa B IJIa3MaTa OCHOBHO B HeHOHHM3HpaHa ¢opMa U HMa IojisiM
craiuoHapeH ofeM Ha pasnpeneneHde or 2 — 3 L/kg rTesecro Tero. I_Inupmbnoxcaunﬂ
JOCTHTAa BHCOKH KOHIIEHTDAllHH B DAz IHIHH THKAaHH KaTo Oemdf “APO “{enuTenaNHa
TEYHOCT, aJIBeoJIapHH Makpodard, OHOINCHYHA THKaH), cnﬂycme, BMII&.HHTEJIHHTe OTHHIIA
(Be3HKy/IapHA TEYHOCT OT KAHTADHAHMC) H YDOTEHHTAJIHHSA TDAKT (yppma, ‘[IpOCTATa,
eHAOMETPHYM ), KbIETO Ce JOCTHIaT 00N KOHLEHTPALHAH, HanBHmaBamH Te3H B IIJIaSMaTa

- f

Memaboau3zsm
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YCTaHOBEHH ca HUCKH KOHLEHTPAIMH Ha 9eTHPH MeTaboJiTa, KOHTO ca HieHTH(HIHPAHH
Karo:  JeseTwieHenunpodiokcaumH (M 1), cyadomummpodsiokcanma (M 2),
okconunpodokcatud (M 3) 1 dopmmnmunpodaoxcamua (M 4). MeraGoauTHre HMaT
aHTHMHUKPOOHA aKTHBHOCT In-vilro, BO N0-cjIaba B cpaBHEHHeE C U3XOAHOTO BEIIeCTBO.

3Hae ce, ye DHIpodIokcannH € ymepeH HHXHOHTOD Ha CYP 450 1A2 H30-€H3HMHTE.

Eaumunupane

LfunpodokcalivH ce eKCKpeTHpa JI0 roJiAMa CTelleH HelpoMeHeH npe3 GpOpelnTe U B 110~
MaJKa cTeneH — ¢ ¢exkammure. CepyMHHAT €JIHMHHAOAOHEH MOJYXKHBOT NPH JIHNA C
HopMasiHa OB0peuHa QyHKIHA € NpuOIH3UTETHO 4-7 Jaca.

L Ekcx_pe_;mm_ﬁa ul«rnpoﬁinoicaumi (_% OT A03aTa)
IlepopaHo nNpuaoKeHue |
Yimna PeraanH

IHHIIPO(EJIOI{C&HHH ] i 44,7 | 25,0 ]

Merabonmtn (M1-Mg) 11,3 7,5

BEOpevTHHAT KIMPHHC € Mexay 180-300 mL/kg/h, a ofmusaT Tenecen WIMPBHC € Mexay
480-600 mL/kg/h. TumpoduiokcanH ce nmoaiara, KakTo Ha [JioMepy/IHa (UITpALHsA, TaKa
U Ha TyOynapHa cexpendsa. Texxkure HapymeHus Ha Ob6pedHaTa GVHKIMA BOOAT 0

YABJKEH NOJIYKUBOT Ha HANPO(PJIOKCAIHH [0 12 yaca.

N3BbHOBOPEYHHUAT KIMPBHHC Ha DANPOQUIOKCADUH CE OCHIIECTBABA OCHOBHO Upe3 aKTHBHA
CeKpellds B YepBaTa H MeTaOO/IM3HpaHe. 1 % OT Z103aTa ce eKCKPEeTHpa Ipe3 JUTHYHHA ITHT. B
AUTHYKATA MUNPOQUIOKCAIIMH € BbB BHCOKH KOHIEHTPAIHH.

ITeduampuynu nayuexnmu
/laHHHTE OTHOCHO (PapMaKOKHHETHKAaTa IPH NeHATPHYHH MAIlHCHTH Ca OrPAHHYEHH.

[1pu egHO mMpoyuBaHe NpH Aela Cmax # AUC He ca 3aBHCesIH OT Bb3pacTTa (HaJ eNHOTOAMITHA
BB3pacT). He e HabmozaBano sHauumo moBHmaBaHe Ha Cmax B AUC cien MHOTOKPaTHO
npunaraHe (10 mg/kg TpH IbTH Ha AeH).

[Ipa 10 pena ¢ TexpKk cencHC Cmax € OHna 6,1 mg/L (mHTepBan 4,6 — 8,3 mg/L) cnex
€IHOYacoBa HHTPABEHO3HA HH(PY3HA Ha /1033 10 mg/Kkg NpH Aena Ha BH3PACT ITOA 1 TOAWHA B
cpaBHeHHe ¢ 7,2 mg/L (auTepsan 4,7 — 11,8 mg/L npu fena Ha BH3pacT MeXAy 1 ¥ 5 rOAUHH.
Cronnocrure Ha AUC 3a CHOTBETHHTE BH3PAaCTOBH IPYNH ca GHIH CHOTBETHO 17,4 mg*h/L
(urrepBan 11,8 — 32,0 mg*h/L) u 16,5 mg*h/L (vurepBan 11,0 — 23,8 mg*h/L).

Te3n CTOMHOCTH ca B rPaHHUMTE HAa CHhOOMABAHATE NPH BH3PACTHH NPH IPHIATAHE HA
TepanesTHYHH fAo3d. Ha 0aza Ha mnomynanuoHHHA ¢QapMaKkOKMHETHYEH aHAJH3 IpH
NEeAUATPHIHH NAIHEHTH C Pa3/IAYHHA HHQPEKUHH, IPOTHO3HHAT CPEAEH MOJIY)XHBOT IPH Aena
€ OKOJIO 4-5 Jaca, a OHOHAIMYHOCTTa Ha IepOpATHATA CyCIIEH3HA BapHupa OT 50 10 80 %.

5.3 IIpeAxIMHHYHM AaHHH 3a 6e30IacCHOCT P
HewmnrannTe Zannn He MOKa3BaT 0coGEH PHCK 3a Xoparta Ha 6asa fa ROHBEROUOHATHATE
U3NUTBAHHA 32 TOKCHYHOCT NPH €AHOKPATHO NMPHJIAraHEe, TOKCHYHGCT HPH MHOIOKPATHO
[IpUiaraHe, kKaHIepOTeHeH NOTeHIUA WIH PeNPOAYKTHBHA TOKCHYHOCT. ' & |
[TonobHO Ha MHOTO JPYTH XHHOMIOHH, HHIPOGUIOKCANHH € (POTOTOKCHYEH NPH KHBOTHH NPH
KIMHAYHO PeJIeBAaHTHH HABA HAa eKCHO3MnMA. JlanHHTe . 33  (OTOMYTAareHHoCT/
(OTOKAHIIEPOTEHHOCT OT eKCHEPHMEHTH OPH KHBOTHH IOKa3BaT c/1a6 GoroMyrarenen win
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(doroTyMoporeneH edekT Ha HUOPOdUIOKCAHA in-vitro. Tosu e(deKT e CHIIOCTaABHM C TO3H HA
APYrH THPa3HH HHXAOHTOPM.

IloHOCHMOCT IO OTHOIIEHHE HA CTABHTE:

Kakro € cpobmeno 3a ApYyrM TIHpasHH HHXHOUTODH, IHIPOQJIOKCAIMH NPHYHHABA
YBPEKJAHE HA TOJIEMUTE HOCEHIM CTABH IPH JKHBOTHH C He3aBbpIIeH pacTex. CTeledTa Ha

poydBaHeé NpH MJIaJHu KydeTa OT Nnopoja OMArmI DHNPOGUIOKCAIIMH € JOBEJ /IO TEeKKH
UIPOMEHH B CTABHTE IIpH NpAIaraHe Ha TePaNeBTHYHH /IO3H B IPOABDKEHHE Ha 2 CEMHIIH,
KOHUTO Bee ollle ce Hab/ioaaRaT ¥ ¢Jief] 5 Mecela.

6. PAPMAIIEBTHYHHA TAHHHA
6.1 Couchk HA MOMOIMHMTE BEIIeCTBA

Beaka ¢punmupana tabierka I{lunponon coabpka MHKPOKDHCTaJIHa LeJIyJI03a, HAPEBHYHO
HHINECTE, XHAPOreHH3HPaHO PACTHTETHO MAcji0, HATPHEB HHUIIECTEH TJIMKOJIAT, KOJIOHAEH
CHWIHIHEB JTHOKCH], MarHe3HeB CTeapaT, Taik, TUTaHOB auokcuz (E 171), mommerwien
[JIHKO/, XHUNPOMEJNIO3a, CHMETHKOH, HOJHAKpPWIATHA [AHCIEDPCHS (cbmosuMep Ha
METAaKpHJIOBA KHCETHHA — eTIIAKPHJIAT).

6.2 HecnBMecTMMOCTH
HenpunoxuMo

6.3 Cpok Ha rogHOCT
5 FOOUHH

6.4 Cnenmnanuam ycjaoBHMA ChXpaHEHHE
Jla ce cbxpanaBa nozx 25°C!

6.5 /laHHM 3a OIIAKOBKATA

PVC/ Al Giucrepu ¢ 10 punmupanu TabieTkH B KapTOHEHA KyTHS C JIUCTOBKA 34 NAI[HEHTA.
l'osleMHuHa Ha OnIaKOBKaTa X 10 TaGNeTKH.

6.6 CrrenmanHu NpeAnasHA MEPKH IPH M3XBHIVIAHE U pabora

Hsama comenuaniy u3zncKkBaHud.

HensnonspaHuaAT TPOYKT WM OTHAABYHATE MATEPHAH OT HETO TpAOBa fa ce H3XBHLPJAT B
CBHOTBETCTBHE C MECTHHTE H3HUCKBaHMA.

7. HPUTEMATEJI HA PABPENNIEHUETO 3A YIIOTPEEA
Hme: 1I0EUBBpcHTH Memukan Pucspu OO0/
< Anpec: 1330 Co¢ms, x.K. “KpacHa mosnsna”, 6;1.132, Bx.A, an.7

(® Crpana Boarapus
® Tenedon: 02929 0608
= Pakc: 02 929 06 08

1 e=-mail: pro.manager@unimr.com
8. HOMEP HA PA3SPEIIIEHUETO 3A YIIOTPEEA

9. IATA HA ITbPBO PA3PEIIABAHE/[IOJIHOBABAHE HA PASPEINEHHETO
3A YIIOTPEBA _ e

10. IATA HA AKTYAJIU3BUPAHE HA TEKCTA R T
FleKeMBpI, 2008 . it 24
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