ITPUJIOXKEHHUE I

KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHUA ITPOAYKT

[{unpobait 250 mg puamupanm tabnerku -

Ciprobay 250 mg film coated tablets O '1 O B P " !
nars K44 115 0% 09

2. KAYECTBEH A KOJIMMECTBEH CHhCTAB

Bceska Tabnerka cpabspxka 250 mg uunpoduioKcaliH KaTo XUAPOXIIOPH.

3a ITRJTHUA CIIUCHK Ha IOMOLIHUTE BellleCTBa, BIDKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ©®OPMA
OunMupaHa TabneTka.

Kpbrau, noutn 6enu Ao 6neno skbaresnkasH Tabnerku ¢ ornevataHo “CIP score 2507 ot exnara crpaHa
noroto Ha “BAYER” (kpbcTa) Ha apyrara crpaHa.

Tabnerkure morat na 6bAAT pa3fe/sHH Ha ABE paBHU [MOJIOBUHH,

4. KIHMHMYHH JAHHH

4,1 TepaneBTHYHH NOKA3ZAHHSA
dunmupannTe Tabnerku Hunpobait ca npenHazHavdeHH 3a JieUeHNEe Ha CieHATE HHDEKLMN (BXK. TOUKH 4.4
1 5.1).Jlpenu 3anouBate Ha JIeUeHHETO TpAOBa Aa ce OObpHE CNEUHATHO BHUMAaHUEe HA HajlMYHATa

HHGHPMALHA 32 PE3UCTEHTHOCT KBbM LHUIIPOQIIOKCALIHH.

Tpa6sa na ce uMa npeasua OGHLHATHOTO PHKOBOJCTRO 32 TIOAXO/ULLO U3IMOA3BaHE HA aHTHOAKTEpHAIIHH
CpeAcTBa.

Bv3pacmuu

. Mudekuyn Ha QOTHUTE JUXATEHH MTHTHINA ¢ 'paM-oTpUNaTe/IHU OaKTEpHH
- 000CTpAHE Ha XpOHHYHA 00CTPYKTUBHA OetoapoOHa OonecT
- OpOHXO-ITyIMOHATHH HH(DEKIIMH NP KUcTo3Ha $pubpo3a wiu npu OpoHXHeKTa3Ha 0oJiecT

- ITHEBMOHUSA

¢ XPpOHHMYHO CYIMYPAaTHBHO BB3IAIEHHE Ha CPEAHOTO YXO

. Octpa ex3aitepOalyis Ha XpOHUYEH CUHYHUT, 0COOEHO aKo € NMpUYHHEHA OT I paM-0TpHLIaTeTHH
OaxTepHu

. Hudekupm Ha MUKOYHUTE MBTHIHA

. ['OHOKOKOB YPETHT H LIEPBULIUT

. OpXHenuauIHMHIT, BKTIOYHATETHO ClIy4aH, IPHYUHEHH OT Neisseria gonorrhoeae n

J BrananureaHo 3ab0;1siBaHe Ha TA30BUTE OpPTraHH, NPUYHHEHO OT Neisseria gunorrho/ de,

[Ipu no-ropauTe HH(PEKUMU HA TEHUTATHUSA TPAKT, JOPH KOTATO C€ 3HAE HIIH € H?.Becmo,!ﬁeéca HpH‘IHHﬁHH
oT Neisseria gonorrhoeae € 0cob€HO BaXHO Aa Ce MOJY4H JIOKaJIHA HHGOpMallK 3a Hanﬁqnetro Ha'

L

ok -



PE3UCTEHTHOCT KbM LMNPOGUIOKCAliHH HAAa CeNOTBBPIU UYBCTBUTENHOCTTA B3 OCHOBA Ha HabopaTopHO
M3CJIC/IBAHE.

. HHdekiinu Ha cTOMalIHO-YpeBHUA TPaKT (T.H. AHApUsA HA METEUICCTBEHHUIIUTE)

. HuTpaabaomMyHaniy nHGpeKIHH

. Mudexipn Ha KoKaTa M MEKUTE THKAHH, TPUYMHEHU OT ['pamM-oTpHLIaTeNHH GakTepun
. ManMraeH BEHIIEH OTUT

¢ HNudexiiun Ha KOCTHTE K CTABHUTE

. Jleuenue Ha HHEKITMHU TIPU NALMEHTH C HEYTPOIICHUA

. [IpogmnaxTika Ha HHQEKLUM IPH TIAIHUEHTH ¢ HEYTPOINEHNS

. [IpopunakTika Ha HHBA3MBHH HHGEKUMHU, NpUMUHEeHH OT Neisseria meningitidis

. Huxanatopen anTpakc (MpodMnakTUKa ciel €eKCIO3MIKA B JIeUeHHeE)

lleya u ronowiu

* bpoHnxo-myiMOHaIHH HHQEKUMH NTPH KMCTO3HA (GHOpo3a, MpUuUHEHH OT Pseudomonas aeruginosa
* YcnoxkueHu HHQEKIMY Ha MHKOYHHTE IIbTHILNA K NHEIOHEPpHT

¢ HMuxanaropeH aHTpakc (BTOpUHHA NMPOPUIAKTHKA CJIE]T €KCTIO3HIHL U TeUSHHE)

[unpodaokcauyH MoxKe a ce U3MOoJ3Ba 33 IEUSHHE Ha TeXKKH HHOEKIUH IpU Jela M IOHOIIH, KOTaTo Ce
CYHTA, Y€ TOBa € HEOOXOAHUMO.

Jleyennero TpabBa Aa Obje 3aMI0OYHATO CaMO OT JIeKapu ¢ ONMT B JIEUEHHETO Ha KUCTO3Ha Ppubpo3a w/wim
TEKKH MHPEKUMH MPH ACLIA ¥ IOHOWIH (BXK. TOYKH 4.4 1 5.1).

4.2 M0o3HpoBKA H HAYHH HA NPHJIOKEHHE

HDBHPOBK&T& CC OMpEACid OT IMOKA3AHHATA, TCKCCTTAa U MACTOTO Ha HH(]J&KI.[HHT&, HYBCTBUTCJIHOCTTA HA
NPHYHHHUTCIIA KbM HHHPO(IJJ'IOKC&LIHH, 6'56pe‘lHﬂTﬂ (l)yHI(IIIdH Ha [MalHCHTA H TCJICCHOTO TCrio IpH ACua U
HOHOLIH.

IIpoab/HKHUTETHOCTTA HA IEYCHUETO 3aBUCH OT TEKECTTA HA 3a004ABaHETO, OT KIIHHUYHOTO NPOTHYAHE U
0aKTEepHONIOrMYHOTO pa3BUTHE,

JleueHuero Ha HH(CKIHMU, MPUIUHCHU OT onpeaeiieHH Oakrepuu (Hanp. Pseudomonas aeruginosa,
Acinetobacter unn Staphylococci) MOXe Aa H3UCKBA MO-BHCOKH A03H HHINPO(IOKCALHH U €JHOBPEMEHHOTO
[PUIIOXKEHHE HA APYTHd NOAXOAUM aHTUOAKTEpUATHY CPEACTRA.

Jleuennero Ha HAKOH HHekWH (Hanp. Br3nanurenHo 3adonABaHe Ha Ta30BHTE OpraHH,
HHTpaabJOMUHATHN MHEKUMH, HHOEKIMHA [IPU HEYTPONIEHWYHH NalMEHTH ¥ MHPEKIMH Ha KOCTUTE ™

CTaBHTE) MOXKE Ja H3UCKBA €THOBPEMEHHO MpUaraHe Ha APYrH NMOAXOAALIH ﬂHTHﬁaKTepHaHprépe J.ICTBa AR

3ABHCHMOCT OT CBOTBECTHHTC IaTOI'CHH.
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| Iloka3anus JAHeBHA 1032 B Ing O0ma npoAbL/IKATETHOCT HA
JiedeHHe (MOTEHMHAJIHO
BKJIIOYMBAIL0 HAYAJIHO
NAPEHTEPATHO JIETICHHE C
IHN PO} IOKCANHH)
WHpexuum Ha JOMHATE JUXATEHH ITHTHINA 500 mg aBa reTH 7 0o 14 aau
{ JHeBHO A0 750 mg mbeTH
OHEBHO
Hudeximy Ha OcTpo obocTpsHe Ha 500 mg nea mpTH 7 no 14 nuu
FOPHHUTE JIUXATENHU | XPOHUYECH CUHYHT AHesHO 10 750 mg nBa
ITHTHIA ITbTU JHEBHO
:
XPOHMYHO 500 mg npa mbTH 7 oo 14 gxu
CYIypPaTHBHO AHEeBHO 10 750 mg ABa
BB3ITAJICHHE HA ITTHU JHEBHO
CpPEIHOTO YXO
ManuraeH BHILIEH 750 mg nBa IpTH 28 mHU 1o 3 Mecena
OTHT (B 3aBHCUMOCT OT IOHEBHO
TEXKECTTA)
HHpexuyum Ha Heycno)xHeH LUCTUT 250 mg nea NbTH 3 aum
MUKOUHUTE [THTHULIA nueBHo a0 500 mg nea
MBTU AHEBHO
IIpu >)xeHH B MpeMEHOTIaY3a MOXe
na ce u3nossea 500 mg eAHOKpaTHa Ao3a
| Y CNoKHEH WUCTHT, 300 mg nsa nvTH | 7 nuM
HEYCIIOXKHEH JTHEBHO
nuenoHeppur
Y CI10KHEH 500 mg nBa MeTH MUHUMYM 10 qHH, MOXe a
nuenoHeqpur IHEBHO 210 750 mg ara O6B1e NPOaBIDKEHO A0 NoBeYe
ITbTH JHEBHO oT 21 J1HHM B HAKON 0COOEHH
cray4yad (Hanp. abclecH)
—_—_—e
[Ipocrarur 500 mg gBa meTH 2 — 4 cegMuuM (OCTBD) 110
AHeBHO 1o 750 mg nBa 4 — 6 ceaMuIn (XpOHHYEH)
IbTH JHEBHO
HHudeximu Ha ['OHOKOKOB ypeTpuT U 500 mg karo | neH (egHOKpaTHA A034)
FeHUTATHUA TPAKT | LEePBULIUT €IHOKpAaTHa 4034
OpxuenuaANAHMHT H 500 mg gBa OBTH Hai-Maiko 14 qHu
BBH3MNAJIUTE/IHU JHeBHO 10 750 mg aBa
3a00NABaHUSA HA IBTH JHEBHO
Ta30BUTE OpraHyu




IHokaszanun

Huapus, npydnHeHa oT
CTOMALIHO- bakTepyH, BKIL.
{ YpeBHWA TpakT U | Shigella spp. paznnunm
HHTpaabaoMHUHAI- | ot Shigella dysenteria
HH HH(EKLIHH THN 1K1 eMITMPHUYHO
JICYEHHE Ha IHapus Ha
TbTELICCTBCHULINTE

HNudekunn Ha

_,[[-Hapm, APHYHHEHA OT
Shigella dysenteriae
Tun 1

JAHeBHA 1032 B mg

300 mg nBa neTH
JHEBHO

500 mg nBa MbTH
IOHEBHO

Vibrio cholerae

Hnapws, npuIvHeHa OT |

TugonaHa Tpecka

Ob6ma npoas/LKETEJTHOCT Ha
JedeHrue (MOTEeHIHAJIHO
BKJIHYBALI0 HAYAJIHO
HAPEHTEPAJIHO JIeYeHHE C

UHIPOPJIOKCALHH)

| nen

5 OHM

300 mg nBa nbpTH
JHEBHO

500 mg aBa IMETH
JIHCBHO

HUHrpaabaoMuHaHU
MHQEKLHH, TPHYHHEHH
ot [ paM-oTpULIaTENHY
bakTepuu

Hudexuuu Ha KojKaTa H MEKUTE TEKAHK

e
HUndeximin Ha KOCTUTE 1 CTaBHTE

500 mg npa mbpTH
AHeBHO g0 750 mg nBa
ITbTH JHEBHO

500 mg apa nbTH
JAHeBHO A0 750 mg aga
BT JTHEBHO

3 oA

7 OHH

5 no 14 num

7 10 14 oHuU

500 mg aBa meTH
AHeBHO A0 750 mg nBa
ITbTH JHEBHO

JleueHne Ha HH(EKIHH HIH 32
NpodIIaKTHKA HA HHPEKIYH NMPH NallHeHTH
¢ TEXKKA HEYTPOICHHH.

[unpodgnokcauus TpaOBa Aa ce KoMOHHHpa
C APYTH NOAXOOAIIM aHTHOAKTEpHATIHH
CPEACTBA B CHOTBETCTBHE C OULIHANTHOTO
PBKOBOACTBO.

500 mg nBa MeTH
AHEeBHO 10 750 mg nBa
TBTH AHEBHO

IMpodunaxkTka Ha HHBa3UBHA HHQEKIIMH C
Neisseria meningitidis

HuxanaTtopeH aHTpaKc — 3a BTOpH4YHA
NpodHUIaAKTHKA CIIEM] SKCTIO3UILMA, KaKTO U 3a
JeYeHHE Ha L2, KOUTO MOTaT Aa ¢e
NEKYBAT Ype3 MepOpaTHO MPHIOKECHUE,

} KOTaTo TOBA € KIMHHYHO MTOKa3aHo.
[IpnnaraneTo Ha IeKapcTBOTO TpAOBa Aa
3a[I04YHE KOJIKOTO € Bb3MOKHO HO-CKOPO

)

CIca NMOAO3HPAaH HJIH IMTOTBBPACH KOHTAKT.

ﬂega U IOHOWLU

500 mg xaTo
€HOKpPATHA 1034

I R I

500 mg apa mbTH
JIHEBHO

MAKCHMAJTHO 3 Mecella

JleueHueTto TpadBa aa
IIPOABILKH Mpe3 LeJiud
NEpHUO Ha HEYTPONEHUATA

i 1eH (enHoOKpaTHa 103a)

60 neHa cnep MOTBBPKIABAHE
Ha eKCITO3HIMA Ha
Bacillus anthracis




IToxazanus

JAHeBRHA 1032 B mg

OO0 a
NpPOABL/KHTETHOCT HA
Jledenne (NOTEHIHATHO
BKJIFOYBAL0 HAYAJITHO
NapeHTEePATIHO JIeueHHue
¢ HHOpOPIOKCALIME)

Kucrosna pubpo3a 20 mg/Kg TenecHo Terjo ABa ITbTH AHEBHO 10 no 14 auu
1o makcumyM 750 mg Ha gosa.
YcnoxHeHn HHGEKIAY Ha 10 mg/kg TenecHO Terno ABa IMTH AHEBHO 10 1o 21 nHHU

MUAKOYHHUTE ITBTHLLIA U
NHETOHEDPUT

1o 20 mg/kg TenecHO Tero ABa MbTH
JHEBHO N0 MakcuMyM 730 mg Ha J03a.

HHxanatopeH aHTpakc — 3a
BTOpPHYHA NPOGdUTAKTHKA Cle]
€KCIO3ULIMA, KAKTO U 3a JieueHHe
Ha JINLa, KOUTO MOrar Ja Ce
JIEKYBAT 4pe3 MepopaiHoO
NpUAOKEeHHe, KOraTo TOBa €
KIMHHUYHO IOKa3aHo.
[IpunaraHeTo Ha NEKapCTBOTO
TpsaOBa Aa 3anmOvHEe KOJKOTO €
BB3MOXKHO MO-CKOPO Cle]
NoJ03HpPaH WK MOTBbPACH
KOHTaKT.

10 mg/kg TenecHO Terno ABa MbTH JHEBHO
ao 15 mg/kg TenecHo Terno Aea MeTH
JHEBHO A0 makcumyM 500 mg Ha go3a.

60 neHa cnexn
MOTBBPKAABAHE HA
eKCMO3HLHA Ha
Bacillus anthracis

JApyru Texxu nHpeKIU

20 mg/kg TenecHO TErno ABa MHTH AHEBHO A0
MakcuMyM 750 mg Ha no3a.

B 3aBHCHMOCT OT
Buaa Ha uHQexmmmuTe

I epuampuunu nayuenmu

["epuaTpuyH¥TE MAIHEHTH TPAOBA Aa NOJYYaBaT BBE3MOXHO J103a, noadpaHa CIiope] TEXeCTTa Ha
HH(pEKIMATA H KPEaTHHUHOBHSA KJIIMPBHC Ha Mal[MeHTa.

bvbpeuno u ueprodpobuo yepedcoane

Hpenop'bt{menﬂu Ha4YaJIHA H NOAABPKAIIN JO3H IIPH ITIAHHUCHTH C© HAPYILUCHA 6']5:6})6111-!& (l)y}IKHHH:

KpeaTHHHHOB KJIHPBHC Cepymen IIepopanna xo3a
[mL/min/ 1,73m?] KpeaATHHHH [mg]
e - mol;L r— . —
> 60 <124 Buxkre obuyaiiHuTE
AO3H.
30-60 124 no 168 250 - 500 mg Ha
) BCekH 12 h
<30 > 169 250 — 500 mg na
_ Bceku 24 h T
[TanpenTH Ha xeMoaMAIH3Aa > 169 250 - 500 mg Hg'z‘;:-'*‘: R A
Bcekut 24 h (cnéa- -~ -
AMAIN3a N E_ Co
[TanmeHTH Ha NMEPUTOHEATHA > 169 250-500 mgHa

AHaIH3a

Bcekm24h 0 v o




He ¢e Hanara xopurupaHe Ha J03aTa NPH NalMeHTH ¢ HapylieHa yepHoApoOHa QyHKLHS.

Hsama npoy4BaHus 3a NpuIarale NMpH Ieua ¢ yepeaeHa 66pedHa w/min yepHoapoOHa GyHKUMH.

Havun na RPUTONCEHUE

Tabnerkure TpadBa aa ce reiTAT ¢ TEYHOCTH O€3 a ce AbBYAT. Morar fa ce nprieMa ¢ HId 0e3 xpaHa. AKO
ce IPUEMAT Ha Mpa3eH CTOMAaX, pe30opOuusTa Ha aKTHBHOTO BEIIECTBO cTaBa Mo-0bp30. Kanusar, chabpxai
C€ B HOpMAJIHUTE XpaHU, HE NMOBAUABA 3HAYMMO abcopOiumara. TabneTkure munpodaokcalyH He TpadBa 1a
ce MpUeMaT caMoO ¢ MIICYHH NPOAYKTH (Hanp. NpsICHO MIIAKO, KUCENIO MITAKO) UM 00oraTeHu Ha MUHEPATH
IUIOAOBH COKOBE (Hanp. 000raTeH Ha KM NOPTOKAJOB ¢OK) (BXK. Touka 4.5).

[Ipy TeXXKKH ciTy4daH WIH ITPHU HEBB3MOKHOCT Ha MallieHTa Aa norjisiua Tablierkn (Hanp. npy NalUeHTH Ha
CHTCpaJIHO XpaHEeHe) c€ TpenopbyBa Tepanuara aa Obe 3amovyHaTta ¢ HHTpaseHo3Ha dopma Ha Llunpobaii.

CHEH HHTPABCHO3HOTO IIPHJIOKCHHC, JICHCHHCTO MOKC Aa ITPOABJDBKH MNICPOPAIIHO.

AKO cTe npomycHaM aa npueMete eaHa ao3a L{unpobaii, Tpabea fa 1 npuemere Bb3IMOKHO Hali-6bp30. He
B3EMaiiTe ABOIHA 4034, 32 1a KOMIIEHCUpATe NponycHarara A03a.

4.3 IIporHBONOKA3AHHA

¢ (BpPBXYYBCTBUTEIHOCT KbM aKTHUBHOTO BELIECTBO, KBM APYTH XMHOMOHU WIH KBbM HAKOE OT
MOMOIIHHUTE BEILECTBa (BXK. TO4YKa 6.1).

e EnHOBpeMeHHO IIpUiaraHe Ha UMIpo(dIOKCAUHH W TH3aHKWANH (BX. TOYKA 4.5).
44 CpoenuaJHH NpelynpexiaceHHs H NpeanasHH MepKH NPH ynoTpebda
Teoicku unghexyuu u cmecenu unpexyuu ¢ I pam-nonodicumenny u anaepobru namozeny
[{unpodnokcaunH He € MOAXOIAL 33 JICYCHUE HA TE€KKH U CMECEHM HMH(EKUUM, KOUTO OMXa MOITH Ja Ce

AbJDKaT Ha ['paM-mionoKuTerHU Wi aHaepoOHU natoreHu. [lpu nmopoOHu wHbexuuM LHMNpodIOKCALMH
TpAOBa Jla ce mpuwiara €JHOBPEMEHHO ¢ APYTH NOAXOAALIN aHTUOAKTEPHAIHU CPeACTBA.

Cmpenmoxoxosu un@exyuu (exmoyumento CTPENTOKOKOBA HHEEMOHUR)
Hunpobait He ce npenopHUBa 3a JIeYESHNEe Ha CTPEITTOKOKOBH HH(ECKLHH NTOpaJM HEAOCTAThYHA €(PUKACHOCT.

Hngpexyuu na eenumannus mpaxm

OpxMenuauaAMMUAT M BBINATUTENHO 3a00JIIBaHE Ha TA30BMTE OPraHd Morar Jaa ce IPUYUHAT OT
GIIyOpOXMHONOH-pe3ucTeHTHa Neisseria gonorrhoeae. llunpodunoxcauuH Tpsaba Ja ce [Mpuiara
E€IHOBPEMEHHO C JpPYro I[OAXOAALIO AaHTHOAKTepHAaIHO CPeACTBO, OCBEH aK0o MOXE Ja ce H3KIOUH
uunpodIoKcaliH pe3ucTeHTHa Neisseria gonorrhoeae. AKO He CE€ MOCTHUTHE KIIMHUYHO nozodpenne cuex 3-
JHEBHO JieueHue, TepanusTa TpadBa na ce IPEOLEHH.

Humpa-aboomunannuy unexyuu
Wma orpannuyeHMAaHHHN 32 epHKaCHOCTTa HA LUIIPOPIOKCALMH NPHICYCHUETO Ha IOCTXUPYPIHYHH HHTpa-
abOMUHANHY HHPEKLIMMU.

g HADUA HQ nbheidecmeeruiyunie

[Ipn n3bopa Ha uunpodokcauuH TpadBa Aa ce HMMa NMpeABHA MHPOpMaUMATa 3a pBBHCTeHIHGGTTa K’LM

lIHl'lqu]J'[DKCa].IHH Ha CbOTBCTHHUTC [1ATOI'CHH B [IOCCTCHUTC CTPAHH. / ({ |

Huchexyuu na xocmume u cmaeume ;’ _! -=it

[{unpognokcauuH TpAOBa Ja c€ W3NOJ3Ba B KOMOMHAUMA € APYrd aHTUMUKPOOHH CpeL[CTBH B 3aBHcHM0c:T.’ L

OT pC3YIJITATHTC OT MHKPDﬁHOHOl‘H‘IHHTe H3CACABAHHA.



Huxanamopen anmpaxc
H3non3BaHeTo Npu XOpa ¢e OCHOBABA HAa JAHHHUTE 33 YyBCTBUTEIHOCTTA in-vifro U eKCIIEPUMEHTATHN JaHHU

MpH KMBOTHH 3a€[HO C OrpaHHYeHM JAHHH NIpH Xopa. JIekyBauyre jnekapu TpaOBa Ja ce ¢HOOpasdaT ¢
HALMOHAIHUTE W/HWIM MEXIyHapOAHN KOHCEHCYCHH IOKYMEHTH MO OTHOIICHHE Ha JISYEHHETO HA AHTpaKC.

euya u wonowy

[Ipu ynotpedaTa Ha uMnpodIoKcalMH NpH fela | IOHOIIH TPAGBA 1a ce Cra3Ba HANMMYHOTOO(HLHATHO
PEKOBOACTBO. JleyeHueTo ¢ munpoduokcauud Tpabea Aa ce 3ano4uBa caMo OT JEKAPH, KOWTO UMAT OIUT
NpHICYEHHE Ha KUCTO3HA PUOPO3a 1/ WK TEXKKH HHPEKLMM MpH Ielia ¥ FOHOLLY.

Y CTaHOBEHO €, Ye LMMPOQIOKCALMH NPEH3BUKBA apTPONATHs Ha HOCEIUMUTE TEIECHATA MAca CTaBH IIPH
HE3pe/H XXHBOTHU. [laHHuTe 33 6€30MMacCHOCTTA OT €AHO PaHAOMUIMPAHO, TBOHHO-CIANO IPOYYBAHE 32
MPHIOKEHHETO Ha Lunpodokcalut npu Aeua (rpyna Ha nunpodgokcauus: n = 335, cpeaHa Bb3pacT =
6,3 roguHH; KOHTpONHa rpyna : n = 349, cpeana Bu3pact = 6,2 roanHu; quamnasol = 1 go 17 roguam)
MOKAa3BaT Y€CTOTa Ha BEPOATHO CBbp3aHa ¢ JIEKAPCTBOTO apTponaTHs (YCTaAHOBEHA Ha 6a3a KITMHUYHH
CHMIITOMH H ONJIAKBaHHs, CBBP3aHU ChC CTaBUTE) 10 AeH +42 oT 7,2 % u 4,6 %. CHLOTBETHO YeCcTOTaTa Ha
CBBP3aHaTa C JIEKapCTBOTO apTponaTus cael eJHOroQULLHO npociaensaBaHe e ouna 9,0 % u 5,7 %.
YBETHYCHHETO Ha YECTOTATA HA BEPOATHO CBBP3aHATA C JIEKAPCTBOTO apTPOIIATHA HE CE Pa3INdyaBa
CTATHCTHYECKH 3HAYMMO MexKOy rpynure. Jleuenunero TpabBa aa ce 3anoyBa caMo cjie]l BHUMATEIHA
IpelieHKa Ha ChOTHOIICHHETO MM0JI3a/PHCK NOPaH BEPOATHOCTTA OT HEWKETAHH peaklMH, CBbP3aHH ChC
CTaBUTE W/WJIH OKOJIHUTE ThKaHH.

bponxo-nyrmonannu unghexyuu npu xucmuvna gubposa
B xiuHHYHMTE MpOYYBaHHA ca 0OXBaHATH Aelia M IOHOWIM Ha BB3pacT Mexay 5 u 17 rogunu. CrlecTByBa
MO-OTPaHM4€H OIUT IPH JIEYEHHUETO Ha ACLA Ha BB3pacT Mexay 1 u 5.

Yenoocnenu ungpexyuu na nuxounume nemuwya u nuenonedpum

JleyeHre ¢ UMpopITOKCALIMH NPH HH(PEKUMH HA MUKOYHHTE TTHILA TPAOBA 1a ¢e OOMHCIIH, KOTaTo He
MOJKe J1a Ce MPHIOXKH ApYro JISUCHHUE ¥ TpsAOBa Ja ce Oa3upa Ha pe3yJITaTHTE OT MHKPOOHOIOrHYHUTE
M3CeABAHHUA.

B KIMHHHYHUTE NMPOYYBaHHA Ca BKIIIOYEHH JeLa M FOHOLIY Ha Bb3pacT Mexay S u 17 roauHu.

Jpyeu cneyudpuunu mexcku ungexyuu

HApyru Texxkn MHGEKUMHA ChriiacHO OPULUMATHOTO PEKOBOJCTRO HITH ClIe]l BHUMATE/IHO OLICHABAHE HA
CHOTHOLIEHHETO TON3a/pUCK, KOraTo He Mojke J1a C€ M3MOI3Ba APYro JIeUeHHE WU ClIel HEYCIIeX Ha
KOHBEHLMOHAJIHATA TEeparysa M KOrato pe3yJsiTaTure 0T MUKPOOHONIOTHYHHTE M3CIIeBAHUA IOAKPENAT
U3NOM3BAHETO HA LMITPOQIIOKCALIMH.

HMsnoirseaneTo Ha NUNPO(AOKCALIMH MPH OTIpeie/IEHH TEXKH HHQEKINH, pa3TH4YHH OT 0TOeNS3aHeTO Mo-
rope He € OLUEHEHO B KIHHUYHY NPOY4YBaHHs U KIMHUYHHUAT OTUT € orpaHuveH. [To Tasu npuuuHa ce
NpernopbYBa NOBULUIEHO BHUMAHME MPH JICYEHHE Ha TAKMBA TIALIMEHTH.

Cepvxuyecmeumenocm
CBpPBXYYBCTBHTEIHOCT M aJIEPTUYHHU peakiiiy, BKIIOUHTETHO aHadwIakces H aHADHIAKTOMIHH PEaKIUY

MOTaT Ja ce MOABAT Ce/l €AHOKpaTHA A03a (BK. Touka 4.8) u MoraT aa ca )KMBOTo3acTpamapamy. ITpu
M0sBAa HA TaKaBa peakiys LUnpodIoKkcauyH TpAOBa Ja ce IPeKpaTu U € HeoOXOAUMO aJeKBAaTHO
MEIULHMHCKO JieUeHHue.

Mycxynrno-cxenemuama cucmema

IIo [paBnuJIO HHHPO(bﬂOKcauHH HEC TpﬂﬁBa Aa CC [ipyiara I1ipH rnaiyiCHTH ¢ aHAMHCCTHUYHHU JaHHH 33.

PeOKH CiTy4ad cliel MUKpOOHOIOTHIHO ,[[OKaaBaHe Ha €TUOIOr UM HUA anqHHHTeJI H npeuemcg/ﬁa* -
CBHOTHOWICHHETO M0/133/PUCK € BH3MOXKHO MPEANMUCBAHETO HA LUMITPO(IOKCALHH Ha TaKKWBa HALIH
JIEYCHUE Ha OMpeeTICHH TeXKH HHPpeKLHH, 0cOOSHO B CIIyHaHWTe Ha HEYCIIEX Ha CTAHJapTH HELT&]J&HHH HJIH

fakTepuanHa pE3UCTEHTHOCT, KOraTo MHKPOOHOJIOTHYHHTE JaHHH MOAKPEIAT H3ITOM3BAHETE! Ha L
LIMITPOQIIOKCALIHH. Nk



TeHAUHHT UITH Pa3KbCBAHE HA CYXO0XKWIHE (0COOCHO AXWIECOBOTO CYXOKUINE), MTOHAKOTa ABYCTPAHHO,
MOJKe Jia C€ Pa3BHe IIpY IIpyUjIarase Ha Lnpo¢gnoKCalyH oLle clied MbpBHUTE 48 yaca Ha JieyeHue. PUCKLT 3a
NaToAOTHYHO 3aCATAHE HA CYXOMKIIHATA MOXKE 14 € MO-BUCOK IIPY MTALIMEHTH B CTAPYECKA Bb3PacT UK MpH
NalHeHTH, €AHOBPEMEHHO JIEKYBAHH C KOPTHKOCTEPOUAH (BXK. TOUKa 4.8).

JleueHueTo ¢ unpoduiokcauyH TpsaOBa fa Obae npeyCTaHOBEHO NPH BCEKH CUMIITOM Ha TEHAMHUT (Harp.
Oosle3HeH oToK, Bh3naneHue). Tpabpa ga ce ocurypu nokoit Ha 3acerHaThs KpaliHUK.

Ilunpodnokcaiun TpadBa 1a ce W3NOA3BA ¢ NIOBHIIEHO BHHMAHKWE NPH MALMEHTH ¢ MHACTEHHA IPABHC (BXK.
TOuKa 4.8).

Domouygcmasumennocm

YcTaHOBEHO e, ve LUNpOguUIOKCALMH NMPHYMHABA peakliMi Ha OTOYYBCTBHTEIHOCT. [laliueHTHTe, KOUTO
npueMar HunpodaIoKCcalH TpAOBa Ja ObAaT MOCHBETBAHU Aa M30ATBAT AUPEKTHO M3JIaraHe Ha CHiIHA
CTEHUEBA CBET/INHA, KAKTO YU Ha YITPAaBUOJIETOBO OOJIbYBAaHE IO BpeME Ha JiIeueHHeTo (BxK. Touka 4.8).

Llenmpanna nepena cucmema

A3BecTHO €, Y€ XMHOMIOHHTE MPOBOKUpAT M’bPHOBE WM [TOHWKABAT TIpara 3a [oABa Ha I'bPYOBE.
[IunpoduokcauyH Tpa6Ba fa ce U3MON3Ba ¢ MOBUIIIEHO BHUMAaHKUE TIPU NallieHTH ¢ Hapyiiuerus Ha [THC,
KOHTO €BEHTYAJTHO Ca NMPeapa3NoyioKeHH KBM IbpuoBe. JIeueHueTo ¢ uunpodnokcayd Tpgabsa na 6nae
NpeyCcTaHOBEHO U He3abhaBHO TpAOBa Ja ce MOThPCH KOHCYATALMSA € JIEKap MPH N0ABa Ha rbpUoBe (BiK.
To4uKa 4.8). Bp3Mo)KHa € rosBaTa Ha ICUXMYHY peakLMH ciell MbPBOTO NpUIaraHe Ha HUnpodaokcalvi. B
PEAKH ClIy4HaH € Bb3MOXKHO ACNPECHUATa UM [ICHX03aTa J1a IIPOrpecUparT 0 caMO3acTpallaBallo NOBEICHHE.
B Te3u ciyyau jieueHueTo ¢ nunpodrokcaund TpaOBa Ja ce peyCcTaHOBH.

Cnydad Ha NonUHEBpONaTHA (B3 OCHOBA Ha HEBPOJIOTHYHH CUMIITOMHU Karo §onka, mapeHe, CETUBHH
HAPYLUCHHS MM MYCKYJIHA cJ1abOCT, CAaMOCTOSTETHO WIIK B KOMOMHALMA) ¢a JOKIAABAHW MPH NALIHEHTH,
[oJTy4apallyl nunpoduiokcaiiy. Ilpunaranero Ha LUNpodIOKCaIMH TpAOBA Aa ce MpeKpaTH MMPH MalHeHTH
CHC CUMIOTOMM Ha HEBpOMaTHs, BICIIOUYBAIIA O0/IKa, MapeHe, napecTe3un, H3TPbIIBaHe W/WIHCIa0oCT, 3a A
C€ NPEAOTBPATH Pa3BUTUE HA HEOOPATHMO CHCTOAHNE(BXK. TOUKa 4.8).

Copoeunu HapyuieHus
Toit kaTo LUNIpodIOKCALMH € CBBP3aH ChC CTyvau Ha yab/pkaBaHe Ha QT uHTepBana (BXK. Touka 4.8),
TpaOBa Aa ce mpunara BHUMATEIHO MPH JICYSCHUE Ha IALIMCHTH C PUCK OT apUTMHA THI torsades de pointes.

Cmomawno-upesna cucmema

[TosBaTa Ha T€XKKa M MEPCUCTHpALLIA JUAPHA [10 BpeEME WM ciiell JeYeHHETO (BKIIOUHTETHO A0 HAKOIKO
CCAMMLIM CIIEX IEYCHHETO) MOXKE A4 MOKa3Ba KOJIUT, CBBP3aH ¢ aHTUOMOTHK (3KMBOTO3acTpallaBalio
ChCTOSHUE C BB3MOXKEH (daTajieH U3X0[), KOUTO Hajara He3abaBHO JieueHHe (Bxk. Touka 4.8). Ilpu Ttakupa
CJIydad JISUSHHETO ¢ uMnpognokcauuH Tpadbea HezabaBHO Aa ObJe MpeyCTaHOBEHO U J1a C€ 3al04He
noaxoasauia repanui. Ilpunaranero Ha aHTUNEPUCTANITHYHH JIEKAPCTRA € MPOTUBOIIOKA3aHO B TAKUBA

CJIyYaH.

bvbpeuna u noxkouna cucmema

MMa crobuieHns 3a KpucTanypus, CBbpP3aHa ¢ M3OOI3BAHETO HA HUNpodIokcauyH (BxK. Touka 4.8).
[TaumenTuTe, NorydaBawiv LUNpoOGIOKcalvH, TpAOBa Aa 6baaT aAobpe xuapaTupanu U TpadBa aa ce u3bsaraa
MpeKaAJIeHO ATKAIM3UPAHE HA YPHUHATA.

Xenamobunuapua cucmema

Hma cpobLIeHnsa 3a cirydan Ha YepHOAPOOHA HEKpO3a, JOCTHIAIH [0 )KHBOTO3acTpalllaBaila YepHoaApoOHa
HeAOCTaTh4YHOCT IPH JeHYeHHE ¢ LUNpodaokcauuH (BXK. Touka 4.8). Jleuenuero Tpadea aa Obpae
[IpeyCTaHOBEHO MPH IMOABA Ha KAKBUTO M Aa Ouno Oene3n u CMMOTOMH Ha 4YepHOAPoOHO 3abonsBaHe (K&TD

aHOpEKCHS, NKTEP, ThMHA YpHHa, ChpOex wim D01e3HEHOCT Ha KOpeMa). = -
Leduyum na 2aroxo30-6-ocham dexuopozenasa RN
Crob1aBaHy caXeMOJUTHYHHA PEaKLMK NPH NMPUJIAraHeTo Ha LHMPOQIIOKCALIHH MpH nauuel—rqéi ¢ nEthuﬂT

Ha I0Kk030-6-Qgocdar gexunporeHasa. Liunpodaokcaiuy Tpsadsa aAa cenzbArsa mpH Te3M nah’ﬂeﬁm ﬂcBeH o
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aKo IMOTeHUMATHATA 110132 NPEBHILABA BE3MOXKHUA PUCK. B TO3M ciyyail moTeHUManHaTa 1osasa Ha
XeMOJIMTUYHA peakuus TpAOBa 1a CEMOHUTOPHpA.

Pezucmenmuocm

[Io BpeMe WK cnel KypcaHa JISueHHE ¢ IMNpOQIOKCalMH MOXKE Ja C€ U30JIMpaT OaKTepHH, KOUTO NOKA3BAT
PE3UCTEHTHOCT KbM LMNPO(MIOKCAUMH CHC WIH 6e3 KITHHU4YHO H3ABeHa cynepuHdekiua. Moxe na nMa
0C00CH PUCK OT pa3BUTHE Ha LUMIIPOJUIOKCALIMH-PE3NCTCHTHHA OaKTepHH MPH YABIDKABAaHE HA BPEMETO Ha
JIEYCHUE ¥ KOraTo ce JIEKYBAT HO30KOMHAIHH MHPEKLUUU WWIH UHDEeKIMU, MPUIHHEHHOT Staphylococcus W
Pseudomonas.

Liumoxpom P450

Lunpognoxkcaumy uaxudupa CYP1 A2 1 1o TO3H Ha4HMH MOXe J1a I0Bele 10 NOBUILIABAHE CEPYMHHTE
KOHLICHTpAalUY Ha €JHOBPEMEHHO MPUIaraHy BELIECTBa, KOUTO CHIIO ¢e MeTaDWIH3HpaT OT TO3U €H3UM
(Hamp. TeoPUNIMH, KAO3alliH, POITUHUPHO, TU3aHUIUH). EAHOBpeMEHHOTO IpU/iaraHe Ha LUMITpoIOKCALIHH
M TU3aHUJUH € NpOTHBONOKa3aHo. [1o Tazu nmpHYHMHA MALMEHTUTE, IIpUeMAalLlld TARKHUBA BellleCTBa
CAHOBPEMEHHOC LIMIIPpOdUIOKCALIMH, TpAOBA Ja Ob1aT BHUMATE/THO MOHUTOPHPAHH 34 KIIMHUYHH CUMIITOMH
Ha TIPEAO3MPAHE U MOXKE Jla C€ HAMOXKH OTIpeieNidHe Ha CePYMHUTE UM KOHUEHTPALMM (Hamp, Ha TeO(QUIIH)
(B, TOUKa 4.5).

Memompexcam
He ce npenopbyBa ¢AHOBPEMEHHOTO MpIWIAraHe Ha 1UNPOdIIOKCAlIMH U METOTPEKCAT (BXK. TO4YKa 4.5).

Ioenuseane na 1abopamopHy uzcae08anus

AKTHBHOCTTA in vitro Ha uunpoduokcauus cpewy Mycobacterium tuberculosis Mmoxe aa nosene a0
$aNmyBo OTPULIATEITHA MUKPOOHONOrHYHM PE3yNnTaTH Ha Npodu Ha MALMEHTH, KOUTO NMOHACTOALIIEM
npueMaT HUNPOdIOKCaLUH.,

4.5 B3auMoaelcTBHE ¢ IPYI'H JJEKAPCTBEHH NPOAYKTH H APYrH OpMH HA B3aHMOAEHCTBHE

Bruanue na opyeu meduxamenmu 6bpxy yunpo@droxcayu.

Qbpazysane Ha XeAaAMHU KOMIIEKCU

ETHOBpEMEHHOTO NMpHJIaraHe Ha LUIIPO(IOKCALHH (TIEPOPATTHO) H MOJHBAICHTHH KaTHOH-CHABPKALIH
JIeKapCTBa H MUHEPAIHH fo0aBKH (Hamp. Kallui, MarHe3uii, alyMHHHIL, XKena30), ¢pocdar-cBbp3Baluy
NoAUMepH (HaIIp. ceBesiaMep), CYKpaadar WK aHTHallIHM CPeACTBa, cuiHO Oy(depUpaHu nekapcTsa (Hanp.
TaONneTKy AMAaHO3MH), KOHTO ChOBbPXKAT MarHe3ui, amyMHHHH WM KaJlliui HaMangBaT abcopbumsara Ha
wunpoduokcalH. o Tasu npuarHa upmpodnokcanuyH TpA0Ba Aa ce npuiiara uiau 1-2 yaca npenu WiM NoHe
4 yaca cnep Tesu MpoayKTH. TOBa OrpaHHYEHNE HE CE€ OTHACH 3a aHTHALlHHM CpPeJCTBA OT rpyrnara Ha
H2-peuerrropuurte 6nokepu.

AXpana u mMaeunu npooykmu

Kaniusar, ceabppkal ¢e B HOpMaJIHMTE XpaHH, He TOBNMABA 3HaunMMo abcopOuusaTa. Tpadbsa obaye na ce
M305rRa €JHOBPEMECHHHUAT MPHEM Ha MJIEYHH NMPOAYKTH WK 000raTeHH Ha MUHEpaIN HAIIUTKU (HaImp.
NPACHO MJITKO, KHCENO MIIAKQ, 000oraTeH Ha KaJllMi MOPTOKAJOB COK) 3a€JHO ¢ LIAMPOMIIOKCAUHH, 3aL10TO
Te MOTAaT Ja HaMaasaT abcopdiiuaTa Ha HHNPOGIOKCALIHH.

Iipobenuyuo

-

Hpobenuima nopnusgea OrOpeuHara cekpeniua Ha uunpogokcanyH. EAHOBpeMEHHOTO TIp
npobeHAUA ¥ HHNpodIOKCaliH BOAM 0 NMOBULIABAHE HA CEPYMHATa KOHLIEHTPALHA Ha

Edexmu na yunpochroxcayun 6vpxy opyy 1ekapcmeeny npooyKmu.
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Tizanuoun

TuzannzauH He TpAOBa Ja ce NpuUara €AHOBPEMEHHO ¢ HunpoduiokcaluH (BXK. Touka 4.3). I1pu egHo
KJIHHHYHO MpOYYBaHe BbPXY 3/IpaBU HHAUBHAH € YCTAHOBEHO IMOBHIIIABAHE HA CEPYMHATa KOHUSHTPAIlUg Ha
THU3aHWJIMH (HapacTBaHe Ha Cmax: 7 mbTH, uHTepBan: 4 Ao 21 mbTH; yBenuuaBane Ha AUC: 10 meTH,
HHTEPBAI 6 10 24 MbTH) NpU €AHOBPEMEHHO NpuWiIaraHe ¢ nunpodriokcandH. [loBuineHara cepyMHa
KOHUEHTpallis Ha TH3aHWIHH € CBBP3aHa ChC 3aCWICH XMIIOTEH3UBEH U CeJaTUBEH €(dekT,

Memompexcam

BpOpeunuar TyOyneH TpaHCMOPT HA METOTPEKCaT MoXe Aa ObJie MOTUCHAT IIPH €AHOBPEMEHHO NMPUJIaraHe
Ha LUIPOQUIOKCALIMH, KOSTO NOTEHUHUAIHO BOJH [0 NOBUIIEHH IUIa3MEHH HHBA HA METOTPEKCAT U BOHIIICH
PUCK OT TOKCUYHHU PEaKIMU, CBBP3aHU ¢ METOTPEKCAT. EAHOBPEMEHHOTO U3IMOI3BAHE HE C€ IIPEHOPHYBA
(Bxk. TOUKA 4.4).

Teodunun

EnHOBpeMeHHOTO npuiaraHe Ha LUMNpogIoKCauuH M TeO(HIMH MOXKE [1a JOBE/E A0 HEXeIaHO NOBHIIABAHE
HA CEPYMHATa KOHLEHTpauus Ha TeodrTnH. ToBa MOXe Aa IOBelle 4O HEKEJTAaHW PEeaKLMH, CBbp3aHH C
TEOMWIUH, KATO B PEAKH CITy4an € BE3MOXKHO TEC3W HEXXEJIAHH pPeaKLHH Ja ca ;KUBOTO3acTpalllaBalllyd WK
¢daranuu. [Ipu egHoBpemMeHa ynorpeda TpsaOBa Aa ¢€ NPOBEPABAT CEPYMHUTE KOHIEHTpALIUK HA TeO(HIHHA
H, AKO € HeoOX0auMo, f03aTa My Aa ¢¢ peayuupa (Bx. Touka 4.4).

Apyeu xcanmunoeu npou3eo0Hy

[Tpn ennoBpeMenHoTO Npuiarade Ha LluunpoduokcaunH 1 KOPEUH WM NEHTOKCH(PMITAH
(oxcuneHTHOWIHH) UMa CHOOUIEHHS 332 MOBHIIEHH CEPYMHH KOHLEHTPAalHN HA T€3H KCAHTHHOBH
IIPOHU3BOIHH.

Denumour

EHHOBPBMGHHDT O IIpHaraHe Ha L[HHPG(bJIOKCElI.IHH H (lleHHTDHH MOZKC Ja JOBCIEC A0 NOBHUICHH HITH
INOHWXKCHH CCPYMHH HHBa Ha ¢GHHTOHH, ImopaaH KoCTO CC NPpClopbhtika MOHHTOPHPAHEC HAd JCKAPCTECHHTC
HHRBA.

Hepopanny anmuxoazyaanmu

E,E[HOBPEMEHHGTO [IpHIaraHe Ha lIHHpO(bHOKCBIIPIH C BaptbapHH MOXEC J1a A0BCAC OO NOBUIIABAHC HA
AHTHKOAl'YJIAHTHHUTC MY E(I)GKTH. HUma C'BDﬁHI&HI’lH 34 MHOro CJIy4dH H4d IIOBHUICHA AHTHKOAI'yJlaHTHa
AKTHBHOCT IIpH NNAUHUCHTH, IIPHCMAlLlH aHTPIﬁHOTHLIH, BEJIFOUHUTCITHO (bﬂ)’OpDXHHOHDHH. PUCKBT MOXKeE J1a
BapHpa B 3aBHCHUMOCT OT OCHOBHOTO 3360JIHBHHE, Bb3pacTTa U OO CTaTyC Ha NalliCHTa, TaKa "c
IIPHHOCHT Ha QJHYOPGXHHOJIDHHTE: 34 YBCIINMYABAHC Ha INR nmo BpCMC H HEIIOCPCACTBCHO CIC
CAHOBPCMCHHOTO IIpHIaraHe Ha lIHl'IpO(l)JIGKCﬂIIHH C NICPOPANHO aHTHKOAI'YJIAHTHO CPCACTRO.

Ponunupon

Ilpu eqHO KITHHUYHO MPOYYBAHE € YCTAHOBEHO, 4€ €IHOBPEMEHHOTO NIPWIAraHe Ha PONMMHHPOJI H
nvnpodIoKcaLyH, yMmepeH HHXUOUTOp Ha u3oeH3uma CYP450 A2, soau 1o mopMillaBaHe Ha cmﬂ_u_ggc
32 POITMHMPOJ CBOTBETHO ¢ 60 % 1 84 %. [IpenopbuBa ce MOHHTOPUPAHE HA HEXKENAHUTe PEAKHAH, - -
CBBP3aHH C POMMHUPO/ H ChOTBETHO KOPUIHMpPAaHe Ha J03aTa [0 BpeMe H HeIOCPEACTBEHO Ciigh - .
eJHOBPEMEHHOTO NMpHIaraHe ¢ HUNpodoxcauyH (Bx. ToUKa 4.4). .

Knozanun AR
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Cnen eaHoBpeMeHHO Npuarade Ha 250 mg LUNpo¢IOKCAlMH ¢ KII03aMKH B IPOABL/DKEHHE Ha 7 IHH
CEPYMHHUTE KOHLIEHTpALMM Ha KJI103aMH H N-Ae3MeTUWIKIIO3aNuH ¢a NOBHUIIIEHU CHLOTBETHO ¢ 29 % u 31 %.
IlpenopbuBa ce KIMHUYHO NPOCIIEAABaHE M CHOTBETHO KOPUIMPaHe Ha J03aTa HA KJIO3aIlHH 110 BpeMe K
HeNIOCPEACTBEHO CJIe, €HOBPEeMEHHOTO Mpuiarane ¢ Lunpodaokcalud (BxK. Touka 4.4).

4.6 DbpeMeHHOCT H KbpMeHe

bpemMeHHOCT
HanvvHuTe JaHHH 32 NPWIATaHETO Ha LIMNPO]IOKCAMH NTPH OpeMEHHH KEHH He MMOKasBaT MaipopMaL#u

uiH (heTo/HeOHaTaNnHa TOKCHYHOCT Ha LunpodnokcaiuH,. IIpoyusaHusTa Npy )KUBOTHH He NOKA3BAT
JAUPCKTHY WK UHAWPEKTHH YBPEKIALIH eQEeKTH IO OTHOIIEHNE HA PeNpPOIYKTHBHATA TOKCHYHOCT. [Ipn
MJTIAAN Y TIPH HEPOACHMKHBOTHH € €KCIIO3MIIMS Ha XHMHOJIOH U ca HabniofaBaHu e(heKTH BhpPXY He3penus
XPpYLIA, IOpaH TOBA HE MOXKE [Ja C€ M3KITIOUH BE3MOKHOCTTA JIEKAPCTBOTO A4 MPUYHHH YBPEKIAHHA HA
CTAaBHUA XPYLIA/ TIPH HE3aBBPLIN PA3BUTHETO CH YOBELIKM OpraHuzsM/derye (BxK. Touka 5.3). Kato
npeana3lHa MApKa € 3a NpeANoYHTaHe [a ¢€ H30ATBa U3II03BAHETO HAa LMNPOQUIOKCALMH 10 BpeMe Ha
OpeMeHHOCT.

KnpMeHe
[ lunpoduiokcaliiH ce eKCKpeTupa B KbpMarta. [lopaay noTeHIMaIHHA PUCK OT YBPEXKJaHe Ha CTaBHUA

Xpy1usa qUnpoduiokcalivd He TpaOBa Aa ce M3M0JI3Ba 110 BpeMe Ha KbpMeEHE.

4.7 EdexkTH BBpXY cnocoOHOCTTA 32 odupane H padoTa ¢ MALIMHA

Ilopaau HEBPOJOrHYHHATE CH €(PEKTH LUMPOQUIOKCALIMH MOXKE Aa MOBIMAE BpeMeTo 3a peakiud. I[To Tazu
npuymuHa cnocoOHOCTTa 3a [odupade U paboTa ¢ MallIMHU MOKe 1a € HapylueHa, ToBa Baxu 0coOeHO npH
KOMOWHHpaHE ¢ aJIKOXOJ.

4.8 Hexenann 1eKapcTBEeHH peakKmHu

Haii-uecto choO1aBaHuTe Hexenanm gekapcTeeHM peakuuH (HJIP) ca ragene u nuapus.

[lo-gosmy ca npexacrasenn nanaute 3a HJIP 3a Ilunpobail or KIMHMYHHTE TNpPOyYBaHHUA H IIOCT-
MapKeTHHIOBOTO HabmozeHue (mepopaiHa, UHTPABEHO3HA W CEKBEHUMAJHA Tepartud), [OAPEACHH IO

4eCToTd. AHAIM3BT Ha YECTOTATa BKIIOYBA JAaHHUTE 3a MEPOPAIHO W WHTPABEHO3HO IIPWIOXKEHWE Ha
UNpo¢IIOKCalUH.

CucreMo-opranua Yecrn HevecTH Peaxkn Mmuoro peakn | C HeH3BECTHA
KJIaCHPHKANHA >1/100 no >1/1000 oo >1/10000 no <1/10000 yecTOoTAa (0T
<1/10 <1/100 <1/1000 HAJHYHHTC
JAHHU HE MOXKE
na onnae
HAIIPABEHA
_ _ . OLICHKA)
Hudexnun 1 MHUKOTHYHH Cebp3aH ¢
HHpecTaAHK CyneprH(EKIHH | aHTHONOTHK
KOJIUT (MHOIO
PAIKO C
BB3MOXKEH
daraneH u3xona) e
_ l (Bx. Touka 4.4) k PN
Hapymienus na Eoznnodunua |JleBkoneHus XeMOJINTUYHA G R
KpPbLBTA H AHeMus aHeMHs ] P T
JUM(PHATA CHCTEMA HeyTpomneHus Arpauynoumoa{r 1 SRS |
JleBkoumnTo3a a
| TpombonuTone | [TaHuMTONEHUA
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CHCTEMO-0Opranua YecTr HevecTH Peakn Mpnuoro peakn | C Hen3BeCTHA
| K1acRpuKanun >1/100 no >1/1000 mo >1/10000 no <1/10000 qecToTa (0T
<1/10 <1/100 <1/1000 HAJTHYHHTE
' JTAHHH He MOKeE
| aa OBae
HallpaBeHa
___ . . . _ | ___ OlLeHKa)
HUA (>KMBOTO3aCTpa-
| | TpomGolmTemMy | masana)
I | 51 IloTckaHe Ha
KOCTHHS MO3BK
(>xHBOTO3aCTpa-
i [raBario _ .
| Hapymienusi na | Anepruvsa | AnadurakTuan
HMYHHATa CHCTEMA peakius a peakuus
' AneprudeH AHaHnaKTHYE
OTOK / H IIOK (?3kMBOTO-
aHTHOeIEMa 3aCTpallaBall)
(BX. Toyka 4.4)
| | Peaxuun,
I HanorobABaUIy
) l CepyMHa 0oJecT 1
HapyneHHs Ha AHOpEKCHA XAnepriiukeMu
mMeTaboaH3Ma M i1
XpPAHEHETO | 1
| TlcnxHuHK | \ [TcnxomotopHa | O6wspraocT v | [lcHxoTHYHH
HApYLIeHUs XUNEPAKTHBHOC | Ie30pHEHTAUMA | peaxuuu (BX.
T/ BR30Ya Peakuus Ha Touka 4.4)
0e3NOKOACTBO
Spk¥y cBbHHULLA
Henpecus
| I XaMOUMHAGHHA | .
HapymieHns Ha I I"'naBoboHE [Tapa- u MurpeHa
HepBHATA CHCTEMA 3aMasHOCT AA3ECTE3NH Hapyinena
HapymeHusg Ha | XumoecTe3ns KOOPAUHALHA
ChHA Tpemop Hapyiuenus Ha
| Hapyineuns Ha l [Ipunageuy I TOXOKaTa
| BKYyCa (k. Touka 4.4) | HapyiueHus Ha
CseToBBpTEK | OOOHAHUETO
| XurnepecTe3us
HMutpakpaHuaiH
a XHIIEePTOHUA )
HapyuieHust HA Hapymenud va | HapyiueHus Ha
OYHTE 3pEHHETO LIBETOYCELIAHET
I 1o
HapymeHus Ha ] THHHUTYC
yX0TO H JabupunTa 3aryba Ha
Cyxa/yBpexaaH
] € Ha ciIyxa
Copaeunn Taxuxapaus Kamepna
HapylIeHHs1 l apUTMUS,
YABIKABAHE Ha
| QT nteppana, . |
G|
Cointes* i
CLaoBH Basonunaranus | Backyaut oo b
HApYLIEHHs | XHIIOTOHHUA
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CucTeMo-opransa YecTn [ Heuectn Peakn Mpnuoro peaxku | C Heu3BeCTHA
KIacHbHKamua >1/100 oo >1/1000 go >1/10000 mo <1/10000 4ecTOTa (OT
| <1/10 <1/100 <1/1000 HA/THIHHTE
AAHHH He MOXe
ga Onpge
HalpaBeHa
| ouenka) |
PecnupaTopHH, HucnHes (BKI.
| TPBAHA H aCTMATHYHH
MeIHACTHHAJIHH ' CHCTOSHHUSA)
HApYLUIeHHNS
Cromamno-ypeBHH | I'anene [ToBprlIane ‘ Ilankpearur
' HAPYLICHUA | Mnapus CromalnHo-
YpeBHa U
| KopeMHa 00J1Ka '
Hucnencus
I"azoBe | _ ]
XenaTo-OMyrnapHu IToBHiUEHH Yepuoapobno | YepHoapoOua
HapyIUIeHHHA TpaHCaMUHa3H | yBpexaaHe Hekpo3a (MHOTO
[Toumien | NxTep pAAKO
| OGuIHpyOuH Xenartur nporpecHupama
10 )XHBOTO-
| | | 3acTpallaBana
qepHOApOoOHa
HEAOCTATHYHOCT
' |) (8. Touka
oy — wre— 4'4 —— P ——— ———— e
Hapyirenust Ha O0pus | Peaxuun Ha F [Terexuu
KOoXKaTa H | Copbex (¢oTouyBcTBH- | EpuiTeMa
AOAKOAKHATA THKAH Yprukapus TETHOCT (BXK. MYJITHDOpME
| | Touka 4.4) Eputema
' HOJIQ3YM
CuHZpOM Ha
‘ | Stevens-Johnson
| (IIOTEHIIHAJIHO
’KUBOTO3aCTpa-
[IaBalL)
Tokcn4dHa
| enuepMaHa
| | HEKPOJIH3a
(MOTEeHLUATHO
| YKUBOTO3acTpa-
| | maBama) . ]
HapymeHnns Ha MyckynHo- Muanrus MyckynHa
MYCKYJIHO- CKeJleTHa ApTpur cnabocT
CKEJeTHATA | Gonka (Hanp. [IoBumen TeHaAunuT
CHCTEMA H 60J1Ka B MYCKYJ/IeH TOHYC | PaskbCcBaHe Ha
| CheAHHUTEIHATA KpaifHaoute, | H KpaMIH CYXOKUTHA
TBKaH | 6onka B rep6a, (mpeMHO Ha
60/IKA B F AXHIECOBOTO VS |
| | (BPAHTE) CyXORMIME) [ St
ApTpanrus (Bx. Touka 4.4) / ; L e
ObocTtpaHe Ha !ﬁ TR e
‘ | cumnromure H2 | .0 0]
b e ]



CHeTemo-opranna YeceTh HeuecTn Peaxn Muoro peakn | C Hen3pecTHa
KJIaCHPHKANHS >1/100 no >1/1000 no >1/10000 no <1/10000 yecToTa (OT
| <1/10 <1/100 <1/1000 Ha,THYHHTe
' AAHHH HE MOXKe
aa Obae
| HANpPaBeH2
. . __ N . _ _ OLleHKA)
rpaBHC (BiK.
L . 1 . . Touka 4.4) _ _
| Hapymienus Ha YBpexaaHe Ha | brOpeuHa I
On0penuTe 1 | | 6OpernmTe HEAOCTATHYHOCT
NMHUKOYHHTE XeMmartypus
b THINA Kpucranypus
| (BX. Touka 4.4) '
| Tybynonnrtep-
CTHLHANEH
. HeQpuT ’ |
O0mu HapyIeHHSA AcTeHus Otok ]
| 4 edpexTH HA F | IToBH1IEHA H3norasase
MSCTOTO Ha TEMIIEpATypa (xunepxuapo3a)
NPHJIOKEHHE 1 i I L
Hicnenpanun | 4’ [Tosumiena AOHOpMHH
aAJIKaJTHa IPOTPOMOMHOBH
¢docdarasa B HHBA
KpBBTa IloBnieHa
L 1 avunasa | _ -
* Tesn peakiuy ca ¢hOOIABAaHM 10 BpPEME HAa MOCTMApKETUHIOBUSA NEPHOA U ca HabmoaaBaHU
NIPEAUMHO Cpell NMAalMeHTUTE C JOIBJHUTEIHU PUCKOBU (PaKkTOPH 3a yabDKaBaHe QT vHTepBana (BX.
TouKa 4.4)

IleQuampuyunu nayuenmu
[IpeacTaBeHaTa no-rope YECTOTa Ha apTPONaTHA ¢e OTHACA 3a JaHHHUTE OT NPOyYBaHUS IPH BB3PACTHH.
Coobmapa ce, 4e npH Aela apTponaTUATa ce cpellia no-4ecTo (BxK. Touka 4.4).

4.9 IIpenosupane

HNma croblueHue 3a eIMHUYEH cjy4aii Ha npefio3upane OT 12 g, KoeTo € JOBeno A0 JIEKH CUMITTOMH Ha
HHTOKCHKALUA. Uma chobllieHue 3a eAMHUYEH ClTydail Ha oCTpo nMpeno3upade oT 16 g, koeTo e A0BeNo A0
ocTpa 6pOpetHa HeIOCTAaTHYHOCT.

CUMnITOMHUTE Ha NpeAo3HUpaHe BKIOYBAT: 3aMasgHOCT, TPEMOP, Inmapodoiune, ymopa, NNpUunaabL,
XATIOLHHALIMY, 00 BPKaHOCT, abaoMUHaeH AnckoMdopT, 660peuro U yepHOAPOOHO YBpekaAaHe, KAKTO H
KpHCTaTypusa 4 xeMaTypusa. Uma cprobmenud 3a oOpatuma Ob0pedHa TOKCHYHOCT.

OcBeH pyTHHHHTE CNICLIHH MEPKH ¢€ MpernopbuBa MOHUTOpUpaHe Ha ObOpeuHaTa PYHKUMA, BKIKOYBALIO
onpeaensHe Ha pH Ha ypHHAaTa U, aKo ce Hajiara, MOJAKUC/IABAHE 3a NMPOPHIAKTHKA Ha KPUCTAITYPHA.
[TanmenTHTe TPOBa Aa ca noOpe XHUIpaTapaHHU.

CamMo MaTKo KonuuecTBO Hunpodaokcaurt (<10 %) ce eiuMuHmMpa Upe3 XeMOAHAIN32 WIIH NEPUTOHEATHA
IHanu3a.

2=t

5.  @®APMAKOJIOTHYHH CBOMCTBA e

5.1 @apMakoAHHAMHYHH CBOHCTBA e N
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Mexanuzvm na oedcmeue.:

bakrepuuuaHuaAT eext Ha LUNpodIIoKCalldH, KaTto (UIyOPXHHOJIOHOBO AHTHOAKTEPHAJIHO CPEACTBO, CE
OCBIIECTBABaA Ype3 HHXHOHpaHe Ha ABaTa Tuna tonmsomepasa Il (JIHK-rupaza) u TonouzomMepasa IV, kouto
ca HeoOXoAWMH 3a PEIUIMKAHUATA, TPAHCKPHIILUATA, perapHpaHeTo H pekoMOHHamHATa Ha DakTepHanHaTa

JTHK.
Cwomuowieriue PK/PD:

EduxacHocTTa 3aBHCH OCHOBHO OT CHOTHOIIEHHETO MEXKAY MaKCUMaNHaTa KOHUEeHTpauus B cepyMma (Cpu) U
MHHHMAaNHaTa nHxubupama koHueHtpauusa (MUK) Ha nunpodnokcanyy 3a 6akTepHainusg MaToreH u
CBOTHOLIEHHETO MexK Ty mnoira noa Kpusara (AUC) u MUK,

Mexanuzvm na pesucmenmuocmma:

In vitro pe3sucTEHTHOCT KM LMIPO(IOKCalMH MOXKe Aa Obae NpraoduTa Ype3 rmoeraneH npolec Ha
TapreTHH JoxaiHu Myrauvu Ha JIHK rupasa u TononzomMepasa IV. CreneHnrra Ha KpecTOCaHA
PE3UCTEHTHOCT MEXKAY LIUNPOoQIOKCALIMH U ApYTH (IYOPOXMHOJIOHM B pe3yJITaT Ha TOBa e BapHabOHJIHa.
EnMHUYHN MyTallii MOraT Ja He A0BedaT A0 KJIMHHYHA Pe3HCTEHTHOCT, HO MHOYKECTBEHHTE MYTallUH
OOMKHOBEHO BOAAT AO KJIMHUYHA PEIUCTEHTHOCT KbM MHOIO HJIM BCHYKH aKTHBHH BellieCTBA OT TO3H KJIac,
MexaHu3MHUTE HA PE3UCTEHTHOCT Ype3 HEMPOMYCKIMBOCT W/WIH 3acaramy eyiyKCHaTa NoMIia Ha aKTHBHATA
CHCTaBKa MOTAT a HMAT Pa3uyeH eQeKT BbPXY YYBCTBUTEIHOCTTa KBM (IIYOPOXMHONIOHH, KOETO 3aBUCH
OT (PU3UKOXUMHUIHHUTE CBOMCTBA Ha Pas3NMYHATE AKTHBHH CHCTABKH B TO3M KJac U aMHHTETA Ha
TPAHCIIOPTHHUTE CHCTEMH KBbM BCAKa OT/IC/THA aKTHBHA CHCTABKa B Kjaca. BCHUYKH in vitro MeXaHU3MH Ha
pe3UCTEHTHOCT OOMKHOBEHO ce HabnrofaBaT B KUIITMHHYHATA MpaKTHKa. MexaHH3MHU Ha pe3UCTeHTHOCT,
KOMTO HHAaKTUBUPAT APYTH aHTUOMOTHUIY, KaTo NPOMYCKINBOCT Ha Oapuepure (uecto nipu Pseudomonas
aeruginosa) 1 MEXaHN3MH Ha eduTyKc MOraT Aa MPOMEHAT YYBCTBUTETHOCTTa KbM LIHNPO¢IOKCALUH,

HMMa crobureHns 3a nnasMua-MeaMupaHa Pe3HCTEHTHOCT, KOMpaHa upes qnr-reHu.

Cnexmbp Ha aumubaxmepuaina aKkmugHocm,

CnegHure rpaHU4YHU CTOMHOCTH Pa3sAe/aT YyBCTBUTEIHUTE IIAMOBE OT HIAMOBETE C YMEPEHA
qYBCTBUTEJHOCT H PE3HCTEHTHHTE LIIAMORBE;

Ilpenopvxu na EUCAST

MHKpOOpraHH3IbM YyBCTBHTE/ ICH PEiHlCTEHTEH
Enterobacteria S <0,5mg/L R > 1 mg/L
Pseudomonas S £0,5 mg/L R>1mg/L
Acinetobacter S<1mg/L R > 1 mg/L
Staphylococcus spp.’ S<1mglL R>1mg/L
Haemophilus influenzae n S <0,5 mg/L R >0,5 mg/L
Moraxella catarrhalis
Neisseria gonorrhoeae S < 0,03 mg/L R > 0,06 mg/L
Neisseria meningitides S 0,03 mg/L R > 0,06 mg/L
['paHUYHH CTOMHOCTH, KOUTO HE S <0,5 mg/L R>1mg/L
ca CBBP3aHH ¢ ONpPEeAeICH BUA *

1. Staphylococcus spp. — rpaHHYIHUTE CTOHHOCTH 3a HUNPOPNOKCALIMH ¢a CBbP3aHH C Tepamnus
BBB BHCOKH JIO3H.

¥ I'paHMUHHMTE CTOMHOCTH, KOWTO HE Ca CBBP3aHH C OomnpeeSieH BIJ, ca OlPeeeHN ocHDB;fé’
Ha 6a3a nanuute 3a PK/PD u He 3apucar ot pasnpeneneHuero na MUK 3a OT,E[GJ'IHHTE;N L
mamose. Clle/1Ba Aa ce H3MO3BAT ¢aMo 3a LaMOBE, 3a KOUTO HIMa onpeleseHa ,{,‘
MHAMBHAYAJIHA IPaHUYIHA CTOHHOCT, HO HE M 3a L[aMOBE, MPU KOHTO HE CE npenopfbt}ma -

H3CJIeIBAHC Ha YYBCTBHTEMHOCTTA. e
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PasnpoctpaHeHneTo Ha npuaoOHTaTa PE3SHCTEHTHOCT MOXKeE 14 BapHpa cnope]| reorpad)ckoTo
Pa3MoJIoAKEHHE H BBB BPEMETO 32 ONIPEAE/IEHH BUAOBE MHKPOOPraHH3MH H € 3KeJIaTeNHO J1a ¢ H3MON3BAT
MECTHH JaHHH 32 PE3UCTEHTHOCTTA, 0COOEHO KOraTo ce JIEKYBAT TeXKKH MHPEKLVH. AKO € HEOOX0aNMO,
Tps0Ba a Ce MOTHLPCH EKCIIEPTHO CTAHOBUINE B CIIy4aHTe, KOraTo pasNpocTPaHEHUETO Ha JOKAIHATA
pe.?;ll;[GTEHTHDCT € TAKABAa, Y€ C€ TOCTABA MOX BLIIPOC NPUIIOKMMOCTTA Ha CPEICTBOTO 3a MOHE HAKOU THIIORE
UH(DEKLMH.

I'pynupane Ha pesieBAHTHHTE MUKPOOPraHU3MH B 3aBUCHMOCT OT YYBCTBHTEIHOCTA MM KBM
nunpodIokcaluH

CTAHIAPTHO HYBCTBUTEJIHH MUKPOOPT AHH3IMHU

Aepobuu I paM-1osioKUTETHH MUKPOOPTaHHU3MH
Bacillus anthracis (1)

AepobHu | pamM-oTpULIATETHH MHKPOOPTaHU3MH
Aeromonas spp.

Brucella spp.
Cimrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilius influenzae*
Legionella spp.
Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.
Salmonella spp. *
Shigella spp.*

Vibrio spp.

Yersinia pestis

AHaepoOHH MHKPOOPTaHU3MHU

Mobiluncus

I'H MUKDOOPraHU3MH
Chlamydia trachomatis ($)
Chlamydia pneumoniae (3)
Mycoplasma hominis (§)
Mycoplasma pneumoniae (3)

MHKPOOPI'AHHU3MH, ITPH KOUTO MMPUAOBUTATA PESUCTEHTHOCT MOXKE
HA E IIPOBJIEM

AepooHu ['pam-NoON0KUTEIHH MUKPOOPTaHH3MH
Enterococcus faecalis ($)
Staphylococcus spp. (2)

Aepobuu I paM-oTpulLIaTeTHH MUKPOOPTaHH3MH
Acinetobacter baumannii’

Burkholderia cepacia™*
Campylobacter spp.” *
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae™
Escherichia coli*
Klebsiella oxytoca o
Klebsiella pneumoniae* )
Morganella morganii* P SR
Neisseria gonorrhoeae™ // = T S
Proteus mirabilis™ Ff "' R
Proteus vulgaris* L
Providencia spp.
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Pseudomonas aeruginosa*
Pseudomonas fluorescens
Serratia marcescens*

AHaepoOHY MUKpPOOPraHU3MH
Peptostreptococcus spp.

Propionibacterium acnes

AJOKA3AHO PESBUCTEHTHHN MUKPOOPT AHHN3IMU

Aepobuu I paM-NIONOKUTENHN MHKPOOPTAHH3MHU

Actinomyces
Enteroccus faecium
Listeria monocytogenes

AepoOHH [ pam-oTpHLIaTeNHH MUKPOOPTaHH3MH

Stenotrophomonas maltophilia

AHaepoOHU MUKPOOPraHU3MHM
C uskmoueHue Ha ONUCaHume no-2ope

Hpyru MUKpoopraHu3MH
Ureaplasma urealitycum

¥ KinnHpyHata e(UKacHOCT € [0Ka3aHa 3a YYBCTBHTE/IHMTE H30/aTH NPH YCTAHOBEHH

KIMHHUYHH NOKA3aHHA

YecToTa Ha pe3ucTeHTHOCT 2> 50 % B eAHa WK MoBede cTpaHu-uieHKH Ha EC

(§): EcTecTBeHa yMepeHa UyBCTBHTEHOCT NPU OTCHCTBHE HA NMPUAOOUTH MEXAHU3MH Ha
PE3UCTEHTHOCT

(1): ITpoyuBaHHsATA Ca NPOBEACHH NIPH EKCIIEPUMEHTANHO NPeIU3BUKAHN MH(PEKLHH TIpH
’KHBOTHH 4pe3 HHXa/IMpaHe Ha criopH Ha Bacillus anthracis; Te3n npoyusaHHs nokasear, ue
3aMI0YBAHETO HA AHTHOMOTHYHOTO JIEHEHHE CKOPO CIIEM eKCTIO3MLMATA [IPEa3Ba oT
modpara Ha 3abossBaHeTo, ako NedeHHeTo € G0 HacOYeHO KbM HaMaliasaHe 6pos Ha
CHIOpHTE B OpraHusma noj uHgekuuosHara qo3a. [IpenopbusaHoTO M3N0NI3BaHE IPH X0pa
Ce OCHOBaBa NMPEAMMHO Ha in Vilro YyBCTBHTEIHOCTTA U Ha eKCNIEPUMEHTAJIHUTE HAHHH IIPH
’KHBOTHH 3a€/IHO C OrpaHHYEHHUTE NaHHu nipH Xopa.llpueMa ce, ue npu BB3pacTHH
ABYMECEYHHUAT KypC Ha JICUEHHE ¢ nepopasieH uunpoduiokcalyd B ao3a 500 mg nea mbTH
JAHEBHO € €(PUKACEH 3a Npeana3BaHe OT aHTpakcHa HHGEKIMA TIpH Xopa. JIekyBamure
JICKapy MOrarT Jla HallpaBAT CIIpaBKa C HALMOHANHUTE W/ WITH MEKIYHAPOHUTE
KOHCEHCYCHH JOKYMEHTH 110 OTHOWICHHE JICYEHHETO Ha aHTPaKC.

(2): MeTMIMIIMH-pE3UCTeHTHUAT S. aureus MHOTO YECTO eKCIPECHpa eJHOBpPEMEHHA
PE3HCTEHTHOCT KBM (UTyOPOXHHONOHM, HecToTaTa Ha pe3HCTEHTHOCT KBM METULIWIHH €
okoJ10 20 no 50 % cpen Bk BHAOBe cTaQUNOKOKHM M € OOHKHOBEHO IO-BUCOKA TIPH
HO30KOMHUAJTHUTE U30JIATH.

52 ®@apMaKOKHHETHYHH CBoOi#cTBA

Abcopbuyus

Cnen nepoparieH pHeM Ha €AHOKpaTHH J03H oT 250 mg, 500 mg 1 750 mg uunpodnokcaumx nox popmara
Ha TabneTky, uunpodnokcaus ce abcopbupa 6BP30 M EKCTEH3MBHO B roJIsIMa CTEINEH OCHOBHO B THHKOTO

YE€PBO, KATO JOCTUra MaKCUMATHU CEPYMHHU KOHUEHTpallku ciex 1-2 vaca.
EanoxpathiTe qo3u B unrepsana 100 — 750 mg BoasT 4o 3aBUCHMK OT 403aTa MAKCHMAIHH CEPYMHU

KOHLIEHTpALMH (Cpax) MeXKIY 0,56 u 3,7 mg/L.. CepyMHNTE KOHIICHTPALIMK HAPACTRAT TIPONIOPLIMOHAIHO C JO3UTE

no 1000 mg.
AOconoTHaTa SHOHATMYHOCT € okono 70 — 80 %.

YcraHoBeHo ¢, qe ao3a ot 500 mg, npuemaHa nepopaiHo Ha 12 yaca, BOIM /10 IUIOLL NOA KPUBATAHA. ,. . -~
cepyMHa KOHHeHTpaums - BpeMe (AUC), ekBUBaJICHTHA Ha Ta3H, NOJIyYEHA Ce] HHTpaBeHDB}-gﬁ‘_lyﬁtbya-ﬂﬂ HA

400 mg uunpoduokcauuH 3a 60 MUHYTH Ha Bcekn 12 yaca. [,
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Paznpedenenue

CBBp3BaHEeTO HAa UMNPOGIIOKCALIMH C TUIA3MEHHUTE MPOTEHHH € HHCKO (20-30 %) u cybcTaHLMATa Ce HaMupa
B IU1a3MaTa OCHOBHO B HEHOHW3HpaHa QopMa M MMa roNisiM CTallHOHAapeH 06eM Ha pasnpeaeseHue oT 2 —

3 L/kg TenecHo Terno. Lunpodokcauys A0cTHra BUCOKH KOHILIEHTPALMHE B Pa3MYHU THKAHH KaTO HAMP.
051 Apob (enMTeNMaNHa TEYHOCT, aJIBEONapHH Makpodary, GHOIICHYHA THKAH), CHHYCHTE, BB3NAUTETHUTE
OFHHUINA (BE3HKYNAapHA TEYHOCT OT KAHTAPHANC) WM YPOTeHHTANHKA TpakT (YpUHa, pocTaTa,
eHAOMETPHYM), KbAETO CE AOCTHUTaT OOIIH KOHIEHTPAIIMY, HAJBULIABALIM TE€3H B IJIa3MaTa.

Memabonizvm

YcTaHOBCHM Ca HUCKH KOHIICHTPAlMH Ha HeTHPH MeTabo/uTa, KOUTO ¢a MASHTHHLMPAHHU KaTo:
aesetuneHuunpodaokcauun (M1), cynpoununpodnoxcanun (M2), okcormnpodaokcauus (M3) u
hopmunnpodokcauut (M4)., MeraGonuTire uMaT aHTUMUKpPOGHA aKTUBHOCT in-Vvitro, HO no-ciaba B
CPaBHEHHE C U3XOAHOTO BELIECCTBO. 3Hae ¢, 4e UMNPOQIOKCALIHH € YMepeH HHXHOuTOp Ha CYP 450 1A2
H30-CH3MMMTE.

Emumunauis

Lunpodnokcaltid ce eKCKpeTHpa A0 rofisMa CTeNneH HeMPOMEHeH npe3 OL0pelrTe 1 B [0-MaNKa CTENeH — ¢
exammute. CepyMHUAT €NMMHHALMOHEH MOMYXXHBOT NPH JTHUA ¢ HOpMaJiHa 656peuHa GyHKIMA &
npuOJIN3HTENIHO 4-7 Yaca.

Exckpenns pa uunpoduioxcanus (% or nosara)

Ilepopaaso npuJIoKeHHE

Ypuna Dexkainu
LlunpodnokcauuH 44,7 25,0
Merabomurn (M;-M,) 11,3 7.5

BbOpeunust knpbHe € mexay 180-300 mL/kg/h, a o61msaT Tenecen ximpsHe € Mexay 480-600 mL/kg/h.
[lunpodaokcauyH ce nojnara KakTo Ha rjoMepyiaHa Gpuitpanus, Taka 1 Ha TyOyiapHa cekperms. TexxkHTe
HapyIIeHHs Ha OB0peunaTa QyHKIMA BOAAT A0 YABDKEH NOMYKHMBOT Ha Uunpodaokcarmu Ao 12 yaca.

M3BBbHOBOpEUHHAT KAMPBHC Ha LUMPOQIOKCALHH Ce OCBHIIECTBABA OCHOBHO C aKTHBHA CEKPELIHA B YEPBATA,
KaKTo U ¢ MeTabonusupane. | % or go3aTa ce eKCKpeTHpa Ipe3 ¥IThYHMA MET. B dIbukara
LIMOPOGIOKCAIIMH € BbB BUCOKH KOHIIEHTPALHH.

Ileduampuunu nayuenmu

JlaHHHTE OTHOCHO (hapMaKOKMHETHKATA ITPH MeJHaTPHYHH NTALMEHTH Ca OTPaHUYEHH.

[1py eano npoyueane npu gena C,x 1 AUC He ca 3aBHceNH OT BB3pacTTa (HaJx eIHOroJHIIHA Bh3pacT). He
e HabmoaasaHo 3abenexxnumo nopuiasane Ha Cp,, 1 AUC cien mrorokpatHo npuinoxenne (10 mg/kg Tpr
TBTH Ha JeH).

IIpu 10 gena ¢ Texpk cencue Cmax € 6una 6,1 mg/L (unrepsan 4,6 — 8,3 mg/L) cnex eanovacosa
WHTpaBeHO3Ha MHQY3MA Ha no3a 10 mg/kg npy neua Ha BE3pacT nox | ToHMHA B CpaBHEHHE ¢ 7,2 mg/L
(urTepBain 4,7 — 11,8 mg/L) npu geua Ha Bp3pact Mexkay 1 U 5 rogunn. CroitHoctute Ha AUC 34 . . -
CBOTBETHHTE BB3pPACTOBM rpynu ca Owinn cbotBeTHO 17,4 mg*h/L (uateppan 11,8 —32,0 mgﬂ’h/[]) H: 16 5 S

mg*h/L (uareppan 11,0 —- 23,8 mg*h/L). /iL B

Te3u CTOHHOCTH Ca B rpaHULIMTE Ha CbOOIABAHUTE 32 BH3PACTHH [pPH NMPHUIIATAHE HA TeppueBTHqHH ,E[D3H |
Ha 6a3zaTa Ha nonyJ1anuoHHus papMaKOKHHETHYCH aHAIM3 NPH NeAHaTPHYHH H&HHEHTH C paa.uﬂtlHH
MH(PEKLMM, NPOTHO3HUAT CpeIeH NOMY>XXHBOT NPH Jelia e okono 4-5 yaca, a 6H0HaanHUcrra Ha -
nepopajHara cycneHsus sapupa or 50 no 80 %.
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5.3 IlpeaknmHAYHE JAHHH 32 0e30MACHOCT

HeknMMHUYHHMTE JAHHHU HE MMOKAa3BaT O0COOCH PHCK 3a XopaTa Ha 0a3a Ha KOHBCHUHOHAITHUTE M3IIUTBAHU 32
TOKCHYHOCT Ha €IMHUYHATA 1034, TOKCHYHOCT [IPH MHOTOKPATHO MPUJIAraHEe, KAHLIEPOreHeH NOTeHLHA UIH
penpoIYKTHBHA TOKCHYHOCT.

ITopo6HO Ha MHOrO APYrH XMHOJIOHH, HUOPOMIIOKCAIIHH € (POTOTOKCHYCH MPH >KMBOTHH MPH KJIMHUYHO
PENECBAHTHH HUBA Ha eKCo3uLma. JlanHuTe 3a PoTOMyTareHHOCT / POTOKAHLEPOreHHOCT OT €KCIIEPHMEHTH
MpH >KHBOTHY MOKAa3BaT ¢jiad GoTomyrareHex edekt Ha uunpodnokcaly in vifro. To3n edexr e
CHIIOCTaBUM C TO3H Ha IPYTH rMpa3HH HHXUOHTOPH.

[IOHOCHMOCT 33 CTABHUTE;

KakTo € ¢r0011aBaHo 3a APyTH THpa3HH HHXHOMTOPH, LIAMPO(MIOKCALIMH MPUYHUHABA YBpEeXKIaHe Ha
roJIEMHTE HOCEIY CTaBH MPH >KUBOTHH C HE3aBbPIIEH pacTeX. CTeneHTa Ha YBpeKAaHe Ha Xpylliia
BapHpa CIopel BB3PAcTTa, XKUBOTHHCKUA BHJ H J103aTa; YBPEXKAAHETO Ha CTABUTE MOXKE Ja C€ HAMaJIH, aKo
CTaBHTE HE C€ HATOBAapBat. [IpoyuBaHHATA NIPH 3pEiIM )KMBOTHH (ITBXOBE, Ky4eTa) HE NOKA3BaT AAHHU 32
yBpeXaaHe Ha Xpyusanure. I1py eaHo NpoyyBaHe BbpXY MJagH Ky4eTa OT nopoaa OUHrea1 UMNpoiokcaluy
€ JIOBeJ A0 TEXKH NPOMEHH B CTABUTE NPH NPHIATAaHe HA TEPANeBTUYHU AO3U B MMPOABIDKEHHE HA

2 CeIMHIIM, KOMTO BCe ollle ce HabNoaaBaT U ciel 5 Mecena.

6. ®APMANEBTHYHHA JAHHH

6.1 Chnucenbk HA TOMOLIHATE BellecTRA

Sapo na Tabnerkara:

MUKpOKpHCTATHA UESITYJI03a
KpocnoBHaoH

[lapeBUYHO HHLLIECTE

Marue3ueB creapart

CunuimeB JUOKCHI, KONOUAEH Oe3BO/IeH

(DHUNIMOBO MOKPHUTHE:

Xumnpomenosa 15 ¢P

Maxporon 4000

Tutano auokcua (E171)

6.2 HecbBMEeCTHAMOCTH

Henpunoxumo.

6.3 Cpok na roguoct

5 POJAMHH.

6.4 CienHalHH YC/IOBHA HA CbXpaHeHHe

To3m nexapcTBeH NPOOYKT HE M3UCKBA OCOOEHM YCIIOBHA 34 ChXpaHeHUe.

6.5 JlaHHH 32 ONIAKOBKATA
f!"' Lo L L __ : I.'L.L,

EnuH oT cneHUTE ITBPBAMHM ONIAKOBBYHH MAaTEpUATH € U3II0JI3BaH: [ R I

Baucrep ot PVC/PVDC/Aluminium Vv

Baucrep ot PP/Aluminium T
baucrep ot Aluminium/Aluminium e e
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['onnemuna Ha onakoBkara: 6, 8, 10, 12, 14, 16, 20, 28, 50, 100, 160 uau 500 TabaeTku B OnaxoBKa.
He BCHYKM BH/IOBE OMAKOBKH MOTAT Ja 0bAaT MyCHATH B ripoaaxda.
6.6 Croenuajanu npeanasHH MePKH NPH AIXBLPJIAHE

Hama cneuyia iy H3KUCKBaHUA.

7. IIPATEXATEJI HA PASPEHNIEHHUETO 3A YIIOTPEDBA

Bayer Schering Pharma AG
13342 Berlin, ['epmanua

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

20010820

9. JHATA HA ITBPBO PA3ZPEINIABAHEITIOAHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEDBA

JlaTa Ha IBpBO paspelrasaHe 3a ynotpeba: 02.10.1996
JaTa Ha nogHOBABAaHE HAa paspemIeHHEeTO 3a ynoTpeba:  15.12.2008

10. JATA HA AKTYAJNIHU3IHUPAHE HA TEKCTA

14.04.2009 r. Gl ey
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