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1. UME HA JIEKAPCTBEHMA TIPOJIYKT . | cormepuemuaramestms puorente

[{nnposios 750 mg dpuiMupaHn TaGIeTKy conpy oUW RDE s Lo 0% W
Ciprolon® 750 mg film-coated tablets |
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Beaka duaMmupana Tabierka !_Ianonon 750 mg cpappka 873 mg LlunpodioKcatuHOB
xuapoxiaopun, Moaoxuzxpar (Ciprofloxacin hydrochloride monohydrate), exBuBajeHTHHE Ha
750 mg Huanpodnokcamun (Ciprofloxacin).

3a IITHHS CHIUCHK HA IOMOIBHHUTE BENIeCcTBa, BHXKTE TOUKa 6.1.

3. IEKAPCITBEHA ®OPMA
duivupaHa TabieTka

4. KIMHAYHA JAHHHN

4.1. TepaneBTUYHHU NIOKA3aAHHA

dwimupauure Tabserkn unposioH 750 mg ca nIpegHa3HaUYeHH 34 JiEUeHHe Ha CJIeHHTE

undeknnu (BX. TOUYKH 4.4 ¥ 5.1). [Ipenu samouBaHe Ha JiedeHHeTo Tp:AOBa jia ce 00BpHE
COeNMa/HO BHHAMAHWE Ha HaJAYHaTa HHPpoOpMAaUA 33 PE3HUCTEeHTHOCT KBM
IUNPOdIOKCAIIAH.

TpabBa fa ce WMa TpeaBHZ OPHNHAIHOTO PBHKOBOJCTBO 32 HOAXOAAING M3NON3BAHE HA
aHTHOAKTEpUAJIHY CPE/CTBA.

Bs3pacmHu

e HMudeKuun Ha JOJHATE AUXaTe/IHH IhTHINA ¢ ['paM-OTpHUATEIHE baKTepHH
- oBocTpsiHe Ha XpOHHYHA 00CTPYKTHBHA 6esionpobHa bosrect

—  OpOHXO-TyIMOHAJIHH MH(MEKOHN IPH KHCTO3HA dubpo3a win npyu OPOHXMEKTa3HA
bosect
- ITHEBMOHHA

¢ XPpPOHUYHO CYIlypaTHBHO Bb3NaJIeHHe Ha CPEAHOTO YXO

e Ocrpa ex3zanepbanus HA XPOHHYEH CHHYHT, OCOOEHO ako € IOPWUIHHEHA OT 'pam-
OTpHIIATeTHH OaKTepHHU

¢ HWudexnun Ha TUKOUHHTE ITHTHINA

¢ T'OHOKOKOB YPETPHT ¥ IIE€PBUIIAT

. Opmemmmﬁmm, BKJTIOUMTETHO CIydan, IpuuuHeHu ot Neisseria gonorrhoeae

e BLamaIATENHO 3a6o/IgBaHe Ha TA30BHTE OpPraHH, IpAUHHEHo ot Neisseria gonorrhoeae

e IIpu no-ropuATe HHGEKIHA HA TEHUTATHHSA TPAKT, AOPH KOTaTO Ce 3HAE MK € H3BECTHO,
ye ca nmpuunHerH ot Neisseria gonorrhoeae e ocoGeHO BAXHO /ia ce NOJIydH JIOKAIHA
nHdopManyA 3a HAUIHIHETO HA Pe3HCTEHTHOCT KbM HOpPOdIOKCAIIUH | [1a ce TOTBbPAHX
qYBCTBUTEIHOCTTA Bb3 OCHOBA Ha JIaOOPATOPHO H3CTIE/IBAHE.

e HHudbdexnuy Ha CTOMAIIHO-YPEBHUA TPAKT (T.H. AHAPHA HA THTENIeCTBEHHIIUTE)
¢ HHTpaaGaoMHUHAIHNA EHOQECKIHHA

o UndeKxnyd Ha KOXATa M MEKATE ThKaHH, NPUYUHEHH OT ['paM-OTPHIIATEIHI DaKTepHH
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e Hudexnun Ha KOCTATE ¥ CTABHATE
¢ Jledenne HA HH(MEKIUHA [IPHA NAIHEHATH C HEYTPONIEHUA
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o TIpodHaakTHKa HAa TAKHBA NPH NANUCHTH C HeyTPOIICHAA

o IIpodwiakTHKa Ha HHBa3HBHH nHEKIUH, TPHIMHEHH OT Neisseria meningitides
e HHuxanaTopeH aHTPAKC (mpodpHIaKTHKA CJIE/l eKCIIO3HIMA H JieueHue)

/Jleua u woHOoWU

e BpoHXO-IyIMOHAIHH uH(pEKIHHA IPH KHCTO3HA dubpo3a, NpAIHHEHH OT Pseudomonas
aeruginosa

o VeaoskHeHH MH(PEKIHH Ha MTAKOYHHUTE ThTHINA H nueJIoHePpHUT

o HuxanaTopes anTpakc (MpopHIAKTHKA CICL eKCIO3UIHA | JIeUeHHE)

[{unpodIoKCalliH MOke Jia C€ W3M0J13Ba 34 JiedeHHe Ha TEXKKH uHbexuun TpH fena H
JOHOMNIH, KOraTo TOBa ce CIHTa, Y€ € HeobXoAHuMO.

JlequeuneTo TpAOBa A Gpae 3amo4YHaTO CaMo OT JieKapH ¢ ONUT B JIEUEHHETO Ha KHCTO3HaA
dubpo3a u/WIH TEXKH uudeKudy OpH Jiena | 10RO (B3K. TOUKH 4.4 1 5.1).

4.2. Jl03MpOBKA M HATHH HA yrorpeda

JlosupoBKara ce onpenend or TOKAZAHHUATA, TEXeCTTa ¥ MICTOTO Ha nHOEKIHATA,
qyBCTBHUTEJIHOCTTA HA NpUYHHATEIA KbM manpodaoxcanuH, OnbpeTHaTa dyHKuMA HA
malUeHTa ¥ TeJIECHOTO TETI0 IpH /ielia 1 IOHOMHIH.

[1poAB/DKHTETHOCTTA HA NeYeHHeTO 3aBHCH OT TEKECTTa Ha 3260J1ABaHETO, OT KINHHIHOTO
mpoTHYaHe H GaxTepHOJIOTHIHOTO Pa3SBUTHC.

Jleyennero Ha HHpexuuH, NPHIHHCHH oT onpefieyiecHH OaKTepHH (maup. Pseudomonas
aeruginosa, Acinetobacter HIH Staphylococci) Mmoxe [ A3WCKBA TIO-BHCOKH JIO3H
nunpodIokcauud  H eITHOBPEMEHHOTO npwiokenue  Ha Apyra  TOAXOAAIHA
aHTHOAKTEepHAJTHN CPEACTBA.

JlegqeaneTo HA HIAKOM MHQEKIHH (manp. BH3NAJTHTENHO aafbosIiBaHe Ha Ta30BUTE OpraHH,
wHTpaabJOMHUHAIHA nHOpEeKIHH, uHeKMH NPpH HeyTpOIeHHYHH NalHeHTH u rHdexnrE HA
«OCTHTE M CTaBHTE) MOXKe Ja N3ACKBA €AHOBpEMEHHO IpHJaraHe Ha APYTH DOAXOAANIH
AHTAGAKTEPUANHH CPEJICTBA B 3aBHCAMOCT OT CHOTBETHUTE NIATOTCHH.

Bw3pacmtu
TloxazanHus JlHeBHA A03A B O6ma
mg HPOABIKHTE/THOCT
Ha JIed€eHMC
(noTEeHIMAIHO
BEJIIOUYBRHL0
HAYAAHO
napeHTEPAIHO
JIedeHHMe €
nunpodyIoKCAIHH)
500 mg /B
IFETH HEBHO JIO
WNadexnyH Ha AOTHATE auxaTestHA IbTHIA 750 mg B 7 0O 14 JHA
II'bTH THEBHO
500 Mg ABa
Nudexnun HAa TOPHATE Ocrpo obocTpsAHE HA | TIHTH JHEBHO J10 2 710 14 ZAHE
AUXaTeJTHH IbTHIA XpPOHUYEH CHHYHT 750 Mg ABA
ITLTA AHEBHO | . or. o
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[loxa3aHHMA JineBHA O3A B O0ma
mg NPOALLKHTEIHOCT
Ha JJeYcHHe
(noreRIUAJIHO
BIAWYBAINRO
HAYAITHO
NAPEHTEPATHO
JIedeHHe ¢
mMIpodIOKCATHH)
XPpOHHYHO 500 mg /iBa
THUBHO I'ETH AHEBHO O
cCynypa AH I 7 10 14 JTHH
BB30AJIEHEUE HA 750 g ABa
CPEHOTO YXO ITHTH JHEBHO
MaJIMreeH BpHIIIEH
750 Mg AB8a
28 0 3 Mecera
oruT (B 3aBACAMOCT L TH QHEBHO IBA 10 3 11
OT TEXKEeCTTAa)
Hadexnpu Ha THKOIHATE HeycnoxxHeH DHECTHT 250 mg ABa
ITHTHINA 'LTH MHEBHO JIO 3 HH
500 mg ABa
I'bTH NIHEBHO
[IpH KeHHU B IPeMEHONAY3a MOXKE J1d CC
H3II0A3BA 500 Mg efHOKPaTHA K034
JKHeH HUCTHUT
oomenmentt, | soomgma | 7um
HEYCI I'bTH AHEBHO
nuenoHepHT
MHAHUMYM 10 JHY,
500 mg ABa MoKe a Obe
YcenoxkHaeH ITHTH JHEBHO JO POXL/DKEHO AO
MACJIOHES(PPHT 760 mg ABA nopede OT 21 IHH B
IrhTH JHEBHO onpeResieHH CIy9an
(mamp. abcrecH)
miioniegnﬂo 8O 2 10 4 CEAMUTL
IIpocraTHT 750 mg 18a (ocTbp) 0 4 10 6 )
cemMHUIH (XpOHHYECH
I'bTH JHEBHO (
T'OHOKOKOB YPETPHT H 500 (?IK% ::HT;’ 1 sieH (emHOKpaTHA
HUTAJTHHA
HUHpexiiny Ha re TPaKT HepBH €H 1032)
It AO3a
OpxuenuiniiMHUT A 500 mg ABa
BL3NAJINTETHA ITbTH JHEBHO KO ni-MAJIKO 14 JHH
3aboABaHYUA HA 750 mg /iBa
Ta30BATE OPraHHA ITETH XHEBHO
R R
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Hoxazasusa /IHeBHA K038 B O6ma
mg upo ocT
HAa JICHCHHC
(moreHmMANHO
BERJIIOYBAIIO
HaYaJIHO
NAPEHTEPATHO
JICJEeHHEe C
DEIPOPIOKCANHH)
NH(}peKINH Ha CTOMAIITHO- napusa, npu9HHEHa
YpEeBHHUA TPAKT H oT, BKJ. Shigella spp.,
HHTpaabAOMHHAJIHA HH 3AYHY OT Shigella
HTpaabA dexnum | pa ; g 500 mg 1Ba
dysenteria TAan 1 n 1 eH
ITETH AHEBHO
EMITAPUIHO JIeYeHHE
Ha AAapHsA Ha
ITETENNIECTBEHUIIUTE
Juapus, IpAYAHEHA
i 00 m
ot Shigella O 8 /A5 5 JHH
. ITBTH JAHEBHO
dysenteriae Ty 1
IAaapus, IpA9HHEHA 500 mg ABa p—
or Vibrio cholerae ITHTH AHEBHO
TudoumHa Tpecka 500 mg ABa - HH
ITHTH THEBHO
gﬂﬂéc?aaﬁnomamm 500 mg B2
RELEH, I'BTU THEBHO A0
nprraunery ot Ipam- 7501:;g e 5 O 14 JIHH
OTPHIATCIHHA ITHTH THEBHO
bakTepun
500 mg JiBa
I'bTH JHEBHO JI0
N HpeknHAN Ha KOXKATa H MEKHTE TbKaHH 750 mg 1Ba 7 A0 14 THHU
ITETH AHEBHO
500 Ing ABa
ITHTH AHEBHO [0 MaKCHAMAaJTHO 3
HHpeKIUH Ha KOCTHTE A CTABHTE 750 g B3 Mecena
I'BTH THEBHO
Jleuenne Ha HHQEKIAH WK 3a TPOPHAAKTHKA HA 500 mg ABa Jleuennero TpaGBa Aa
HH(EHIH IPH MAIlHEHTH C TEXKKAa HEYTPOUCHHA ITETH IHEBHO [0 IPOTWIKH IPe3
Iunpodsokcanux TpabBa fa ce KOMOHHMPA C IPYTH 750 mg /IBa [eJIAs IepHOJ Ha
moAXoAAnY aHTHOaKTepHaIHN CPEACTBA B COTBETCTBHEC | AHEBHO HEYTDOIEHHATA
O(HIHASIHOTO PBKOBOJCTBO.
S 00 Mg KaTo
IpoduiakTika Ha AHBA3HBHH HHGpeKn A ¢ Netsseria sezm oxgama 1 AeH (eAHOKpaTHA
meningitidis no3a 03a)
sHxanaTopeH aHTPaKC — 32 BTOPHYHA ITPOMHIAKTHKA
cIe]] eKCIIO3HITHA, KAKTO ¥ 3a JIcYeHHe Ha JINNA, KOUTO |
MOTaT [ja ce JIEKYBaT dpe3 NepOPASTHO NPHWIOKEHHE, 500 mg ia ’| ;10
KOTaTo € KJIMHHYHO NT0Ka3aHo. IIpanaranero Ha ITbTH AHEBHO | .

JIEKapCTBOTO TpsAOBa Aa 3ano4He ,KOJIKOTO € Bb3MOKHO
I0-CKOPO CJIef] TOAO3HPaH WIN NOTBBEPAECH KOHTAKT.

S
I
1o




L. .
R

- .
.:-. )
S L
O L A T
R et
-t EC e
Ter . . IJ- I-.h
A oo . o . :

eua u woHowu
[Hoxkazanua JAnenaa fos3a B O6ma
mg NPOXL/KHTETHOCT
HAa JICYCHHE
(moTeHOMATHO
BERJIANYBAINTO
HAYYAJITHO
NapeHTepaITHO
JACIACHMNE C
nuapoduIokcanm)
20 mg/kg
TEJIECHO TErJIO
JIBA ITbTH
Kucrosna ¢pubposa AHEBHO 10 10 JI0 14 HK
MaKCHMYM 750
mg Ha A03a
10 mg/kg
TEJECHO TEr/0
JIBA I'TBTH
JAHEBHO 10 20
Yonoxaenn mHEKOUA Ha IHKOYHATE TBTHINA | mg/kg TeNecHD 10 710 21 THHE
HeNOHEPPAT TETJIO ABa ITBTH
AHEBHO JO
MaKCHMYM 750
mg Ha 034
10 mg/kg
TeNeCHO TETJIO
WHxanaTopeH aHTPaKC — 3a BTOPHYHa NPOQHJIAKTAKA BA IIBTH
cJiell eKCO3HIHA, KAKTO U 3a JiedeHHe Ha JIANA, KOHTO JTHEBHO 70 15 60 neHa cien
MOTAT Jia ce JIEKYBaT 4pe3 NepopaaHo NPHIOXKEHHAE, mg/kg TeecHo HOTBbDKAaBaHEe Ha
KOraTo € KIHHHYHO NOKa3aHo. IIpunaraneTo Ha TerNo 1B THTH ex?nosnun}frga_
JIEKapCTBOTO TPAOBA /12 3a109HE KOJIKOTO € Bh3MOXKHO I10- THEBHO JI0 Bacillus anthracis
CKOPO ¢Ji€}| HORO3UPaH WIH NOTBHP/I€H KOHTAKT. MAKCHMYM 500
Ing Ha A03a
20 mg/kg
TEJIECHO TEIJIO
Ba ITbTH B 3aBHCHMOCT OT
Jipyru TexKH HHpEeKIHH MHEBHO KO BHJIA HA HH(PEKIUHUTE
MaKCHMyM 750
mg Ha 1034
T'epuampuxHu nayuenmu

[epraTpMYHHMTEe NMAOHEHTH TpAOBa Aa mosydaBaT /03a, noabpaHa CHOOpes TeXecTra Ha
HH(EKIUATA H KPeaTHHHHOBHSA KJINPBHC Ha MAllHEHTA.

Bwbpeuno u uepHoopobHO yepexcoaHe
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KpeaTHHHHOB KJIHPBHC Cepymen Ilepopanna no3a
. KpeaTuHHH
[mL/min/ 1,73m2] [mg]
[rmol/L]
> 60 <124 Bixre oOH9arHUTE N03H1
30 — 60 124 1o 168 250 — 500 mg Ha Bceku 12 h
<30 > 169 250 — 500 Mg Ha BCEKH 24 h
[lagueHTH Ha XeMOJHAIH3A > 169 250 — 500 Mg Ha BeekH 24 h
(coex Auamu3a)

I1

alMeHTH Ha NIepHTOHEeAHA > 169 250 — 500 Mg Ha BeekH 24 h

KUATU3A

He ce Halara KOPHTHpaHe Ha [103aTa IPH NAIMeHTH C HapylieHa YepHoAPpobHA QyHKIAA.

Hama npoydBaHMA 3a OpWiIaraHe IpH Jella ¢ yBpeAeHa ObOpedHa H/HiIH qepHOApoOHA
GyHKUUH.

Havunu Ha npuaoiicertie

TabieTkuTe TPAGBA Ja e MHITAT C TEYHOCT 0e3 z1a ce bBYaT. Morart /ia ce IpHeMaTt ¢ WiH Hes
xpaHa. AKO ce IPHeMaT Ha IPa3seH CTOMax, pe30pbuuATa Ha AKTHBHOTO BEIIECTBO CTABA IIO-
6bp30. KAIMUAT, CHABPIKAII, ce B HOPMAJIHATE XPaHH, HE MOBAUABA 3HAYHMO abcopbIusiTa.
Tabnerkute HAMpodIOKCallHH He TpAOBA la ce MPHEMAT CaMO C MJICYHH IPOAYKTH (Hamp.
IPACHO MJIAKO, KHCEJIO MJIAKO) WJIH O0DOraTeHH HAa MHHEPAIH IUIOJIOBH COKOBE (Hamp.
oboraTeH Ha KAJIOHIH TOPTOKAJIOB COK) (BXK. TOUKA 4.5).

IIpH TeKKH CTyuad WIH NPH HEBE3MOXKHOCT Ha MallHeHTa Aia MOT/IBbINA tabsnerku (Hanp. OpH
NaIMEeHTH Ha EHTepaJIHO XpaHeHe) ce MpemnopbyBa TepamuATa [a Opje 3amoyHara ¢
unTpaBeHo3Ha ¢opma Ha IlunpoduiokcaunH XHKMA. C/ile, HHTPABEHO3HOTO NPHJIOKEHHUE,
JIEYeHHETO MOXKe Ja MPOABIKH NePOPATTHO.

4.3. IIpOTHBONMOKA3ZAHHA
e CBPBXUYBCTBHTE/IHOCT KbM AKTHBHOTO BEIIECTBO, KbM ADYTH XMHOIOHH HJIH KbM HAKOE
OT IIOMOIIHHATE BelecTsa (BXK. TOUKa 6.1).

o EanoBpeMeHHO npHjaraHe Ha ANPOdJIOKCALMH U TH3aHHIMH (BXK. TOYKA 4.5).

4.4. Crienma/Hu HPeAYNPEeKASHHA H NPEANA3HH MEPKH IIPH ynorpeoda
Texcku undexyuu u cmecenu undexyuu c I pam-nosoxcumennu u anaepobHu namozeHu

[{unpodJIoKcalliH He € MOAXOAAI] 3a JieleHne Ha TeHKKH AHPeKnun H UHPEKITHH, KOUTO
6Hxa MOIUIM /1A ce AB/DKAT Ha ['paM-TI0JIOKATe/IHA WIH aHAePOOHH NATOrEHH. ITpu noaob6HU
uHpeKIHH DUIpOo¢dIOKCAUUH Tpa6Ba Aa ce NpWsiara €IHOBPEMEHHO C JpYrd HOAXONAINH
aHTUOAKTepHAIHH CPEACTBA.

Cmpenmokoxosu uHPexyuu (8KXNOHUIMEAHO Cmpenmoxoxosea nHeeMoHUs)

[[uNposioH He Ce MpenopbyBa 33 JieYeHHe Ha CTPEITOKOKOBH HHGEKUUH, OopajH
HeIOCTATHYHA e(PUKACHOCT.

Huderxuyuu Ha 2eHUMAaAHUR mpaxm P LET TSN

OpXHENUHAMMHET H Bb3NATHTEHO 3a60/151BaHE HA TA30BHTE OopraHu #0raT A2 ce Ipi

ot ¢UIyOpOXHHOJIOH-pe3rcTeHTHa Neisseria gonorrhoeae. Llunpodioxkcanus
froowmr Pooo T

nee
u,

NpwWiara eJHOBPEMEHHO C PYTO TIO/IXOASAIMIO aHTHOAKTEPHATHO CPEACTRQ, OCBEE - aKG
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Jla ce H3KII09H MHOpoduioKcalliH-pe3ncTeHTHA Neisseria gonorrhoeae. AKo He ce IOCTHTHE
KJIMHAYHO NOoA00peHHe ciel, 3-AHEBHO JieueHHe, TepanuATa TPAOBa ia ce MpeolieHH.

Humpa-abdomurnanvu undexuyuu

iMa orpaHMueHH JaHHH 3a e(pHKACHOCTTa Ha LHMNOPOQUIOKCALIMH IIPH JIEYEHHEeTO Ha
OCTXHPYPrUHYHHN HHTPa-a0IOMHHATHA HHPEKIHH.

uapus Ha nemewecmsaenuyume

[Ipu mn36opa Ha munpodsoKkcalMH TpAOGBa Ja ce MMa HOpeABHA HWHEPOPMAIHATA 3a
PE3MCTEHTHOCTTa KbM IHIPOJJIOKCALINH HAa CHOTBETHHTE IATOI'CHH B IOCETEHUTE CTPAHH.

Hudexuuu Ha xocmume u crmasume

I {unpodiokcanun TpAGBa Aa ce M3MO/3Ba B KOMOHHALNA ¢ APYTH aHTHMUKPOOHM CPE/CTBa
B 3aBHCHMOCT OT PE3YJITATHTE OT MEKPOOHOJIOTHYHHTE H3C/ACABAHUA.

HnxaramopeH aumpaxc

M3no/n3BaHeTo IPH XOpa Ce OCHOBAaBA HA [JAaHHHTe 3a WYYBCTBHTENHOCTTA in-vilro M
eKCIIepHMEHTA/IHM JIaHHM NPH JXABOTHH 3ae/IHO C OTrPaHMYEeHH JAHHH TIpH XOpa.
JleKyBainuTe JeKkapH Tpa0Ba fa ce ChoOpasAT ¢ HAIMOHIHWTE H/HIM MEeXIyHapOIHH
KOHCEHCYCHH JIOKYMEHTH 10 OTHOIIEHHE Ha JIeYCHHETO Ha aHTPaKC.

ﬂega u oHouwtu

[Ipu ynotpebara Ha IHNPO(MIIOKCALMH IPH /elia U IOHOMIN TpsbBa /ia cra3Ba HAJIHYHOTO
oUIMATHO PHKOBOACTBO. JleyeHHeTo ¢ nUNpodiokcaluH TpAOBa ia ce 3amovusa camo OT
JIeKapHy, KOMTO HMAT ONUT NPH JiedeHHe Ha KHCTO3Ha $puOposa H/WIK TeXKH MHPEKIHH TIPA
7lela ¥ IOHOIIIH.

VeTaHOBEHO €, e NUIPOGUIOKcAalMH IPe/IH3BUKBA APTPONAaTHA Ha HOCeIMTe TejleCHaTa Maca
CTAaBH NPH He3peJsid KUBOTHH. JlaHHHUTE 32 6e30MacHOCT OT PaHAOMHU3HPAHO, IBOMHO-CIIANIO
npoy4BaHe 3a IPHIAraHeTO Ha MUIPOQJIOKCAIIHH MPH Aena (rpyna Ha nunpod IoKcaluH: n=
935, cpedHa Bb3pacT = 6,3 rOAMHH; KOHTPOJIHA rpyma: n = 349, CpelHa Bb3paACT = 6,2
TOAVHH; BH3PACTOB HANa30H = 1 0 17 TOIWHH ) NOKA3BaT YeCTOTa Ha BEpOATHO CBbp3aHa ¢
JleKapcTBoTO aprponatusi (ycraHOBeHAa Ha 0asa KIMHAYHM CHMIOTOMH H OIUIAKBAHHA,
CBBP3aHH CBC CTABHTE) JI0 A€H +42 OT 7,2 % U 4,6 %. CHLOTBETHO 4ecToTaTa Ha CBbp3aHaTa C
JIeKapCTBOTO apTponaTvs c¢Jiefi €NHOTOAMIIHO HpOCeNsBaHe ¢ 6wna 9,0 % u 5,7 %.
VBeJHUeHHeTO Ha YECTOTaTa Ha BEPOSTHO CBbp3aHaTa C JIEKAapCTBOTO apTponaThd HE cE €
pas/IHyaBa CTATHCTHYECKH 3HAYHMO MEX/y rpynuTe. Jleuenuero TpsaOBa Ja ce 3aOYBa CaMo
cJlel BHHMATEJIHA OLEHKa Ha CHOTHOIIEHWETO MHOJI3a/PHCK, MOpaZH BePOATHOCTTa OT
He)KeJIAHU PeaKIHH, CEbP3aHH ChC CTaBUTE H/H/IH OKOJIHUTE ThKaHH.

BponxonyAmoxHaniu Ungexyuu npu KUcCmosHd @dubposa

B KiMHMYHHTE TPOYYBaHHMs ca 6mwinu oOXBaHATH Aella U IOHOMIM Ha BB3PACT MEXAY 5-17
roguHK. ChHIIECTBYBA NO-OrPAHAYEH OIIMT IPH JIEYEHHAETO HA Ziena Ha Bb3pacT MEXIy 1H 5
roMHH. |

YVeaodcHeHu uH@exyuu Ha nuxg4Hume nsmuwia u nueaoHedpum
Jledenue ¢ TUOPOGUIOKCAIIVH NPH HHPEKIHHA Ha NTUKOYHHTE MHTHINA TpAOBa _;m_pgghgﬁmncnn,

-t et

KOraTo He MOXKe [a ce IPIJIOKH APYro JiedeHue u Tpsdbpa za ce 6aaﬁp§;_;{§ Pae3y ITATH
MHKPOOHOJIOTHUHHTE H3CJIe/IBaHHUA. e G
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Jpyra TeXKH HHQEKIHH ChIJIACHO O(PHIHAIHOTO PBKOBOACTBO WM Cj€/l BHHMATE/HO
OIlcHABAaHe HA CHOTHOIIEHHETO 1107134/ PHCK, KOTaTO He MOXKe Jia ce H3M0JI3Ba APYTO JICueHue
WIH CJed, HeycleX Ha KOHBEHIHMOHA/IHATA TEpamHUA M KOraTo pe3yJTaTHTe OT
MMKpPOOHOJIOTHYHHTE H3CJIe/[BaHUA TNOAKPENAT H3NOJA3BAaHETO Ha IHMOPOMIIOKCALHH.
M3nosn3BaHeTo Ha LUNPOQJIOKCAIIAH TPH ONpeiesieHH TeXKH HH(QEKIHH, Pa3jIiYHH OT
oTOe/IA3aHUTE TIO-TOpe He € OIEHEHO B KJIHHHYHHM NPOYyYBAHUA ¥ KIMHHYHHAT OMMT €

orpaHudeH. [1o Tasn NpuYHHA ce NPenopbYBa NOBHIIEHO BHHMAHHE PH JIEICHHE HA TAKHBA
NalfHEHTH.

CspexuyecmasumetHocm

CBDBbXUYBCTBHTEIHOCT H  QJIEPTHYHHA  PeaKldH, BKIIOYHMTEHO agauiakcua |
aHa(PHIAKTOHAHYA PeaKI{HH MOraT Ja ce MOABAT cJief €/THOKpaTHa 1032 (Bk. TOUKa 4.8) 1
MOTAT [Ia Ca >KMBOTO3acTpamaBama. IIpy TMOABA HA TaKapa Deakuusi IMUOPOQJIOKCALHH
TpaGBa 1A ce IPEKPaTH H e HeOOXOAUMO afleKBaTHO MEJMIIHHCKO JIEHCHHE.

MuycxyaHo-ckeaemnama cucinema

[To mpaswio DUNpodJIoKcanuH He TPAGBaA /a ce NMpHJara NpH NAHEHTH ¢ AHAMHECTHHHH
nanHu 3a 3a60/ABaHMsA/HADYIIEHAs Ha CYXOXXHIHATA, CBbP3AHH C JIEUCHHE C XUHOJIOHH.
Boupeku TOBa INPH MHOTO PeAKH Ciaydaw CIen MHKPOOHOJIOTHYHO [AOKa3BaHe Ha
eTHOJIOTHYHMA HNPHYHHUTESI H IpelneHka Ha CHOTHOIICHHETO noyi3a/pucK € BH3MOXHO
OpeAnncBaHeTo Ha HHNPOQIOKCAlHH Ha TAKHBA MANHEHTH 34 JIEHCHHE HA ONpeacsieHyd
Te)xku MH(pEKOHH, oco0eHO B CyyadWTe Ha HEyCHeX Ha CraH/apTHaTa TEPAllAR WIH
HaxrepHasHa pe3UCTeHTHOCT, KOTaTo MHKpOGHOJIOTHYHHTE JAHHH NOAKPENAT H3N0I3BAHETO

Ha HIpo¢/IOKCAIlAH.

TeHJIUHAT WIH pa3skKbCBaHEe HAa CYXOXXHJIHE (ocobeHo AXHIIECOBOTO CyXOXKWINE), TOHAKOTa
BYCTPAaHHO MOe Jia ce pasBHe NPH NpHIaraHe Ha uunpo¢IIOKCALliH, OLIE CJIEA, ITbPBHTE 48
uaca Ha JiedeHre. PHCKHT 3a IATOJIOTHYHO 3acAraHe Ha CyXO)XKWIHATa MOXE /ia € [10-BUCOK
IpM DaMeHTH B cTapdecka Bb3pacT WIH IIPH [AHEeHTH, eJHOBPEMEHHO JIEKyBaHH C
KOPTHKOCTEPOHH (Bx. Touka 4.8). Jleuenwero c nunpodokcanyl TpAOGBa Aa opae
IpeyCTAHOBEHO TPH BCEKH CHMITOM Ha tenanHAT (Hamp. O6o0Jle3HEH OTOK, BB3NAJICHHE).
Tps6Ba Aa ce OCHIYpH MOKOH Ha 3acerHaTHA kpaiinuk. [{unpodnokcanuu TpsbBa fa ce
HAIIOJI3BA C NOBHINEHO BHAMAaHHE IPH NAlMEeHTH C MHACTCHHA I'PaBHC (BK. TO4YKa 4.8).

domoryscmeumetHocm

VeraHoBeHO €, 4e nunpodioKcaliHH TPHYMHABA peEaKIMy Ha $OTOUYBCTBHTETHOCT.
[lanueHTHTE, KOKTO NpHEMAT HHOPOQJIOKCALHH TpabBa Aa GbAAT NOCHBETBAHA /i n30ATBaT
IMPEKTHO HaJlaraHe Ha CWIHA CTbHUEBA CBETHHA, KAKTO H Ha YATPaBHO/ETOBO ODIbUBaHEe

1o BpeMe Ha JiedeHAeTo (BXK. TOUKa 4.8).

eHm HA HepeHa cucrmemda

VaBecTHO €, 4e XHHOJIOHHTE HPOBOKMpAT rbpuoBe HJIH MOHMKabaT npara 3a nogBa Ha
repuose. Lunpodioxcalul TpaGBa /ia ce U3MOJI3BA C MOBHIIEHO BEUMAHHE IIPH NALHEHTH C
napymenus Ha ITHC, KOHTO €BEHTyalTHO Ca NpeApas3noioKeHd KbM rbpuoBe. JledeHHeTo ¢
punpoduiokcaiud TpAGBa Aa ObAe IpEeyCTaHOBEHO H ne3abaBHo TpAOGBa /a ce MOTBHPCH
KOHCY/ITallUA C JieKkap NpH NOoABa Ha IbpPHOBE (B:x. ToUKa 4.8). Bp3MOXKHa € MOosABaTa Ha
[ICHXHYHH peakndH cjiefl ITbpBOTO NpHIaraHe Ha punpodiokcallud. B peflkH CIyvaH e
BBH3MOXKHO JIeITPecHATa HIIH IICHX03aTa Jia Nporpecupar Ao camoaacrpam%?fmgeneﬂne.

B Te3n cyryuaM JIEYCHHETO € HHIpOPAOKCALTHH TpsiOBa /ia ce HPBKPaTH;.:;'?’f \\
Cyryuan Ha NOJAMHEBpoNaTHs (Bb3 OCHOBA HA HEBPOJIOTHIHH CHMIITOMH ¥aTo 60J1Ka; fa

!

CceTHBHHM HapyIieHHs WM MyCKY/IHa c/1abocT, CAaMOCTOATEHO WIH B KomOuHanus) ca; .
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NOKJaZBaHM TPpH MalHEeHTH, NoJyvyasam| ounpoduiokcanud. Ilpunaranero Ha
nunpodIIOKCAIlHH TpAOBa Jila ce MpeKpaTH IIPH NAlHeHTH ChC CHMITOMH Ha HEBPOIATHA,

BnIouBama 6oJika, napeHe, NapecTe3wd, H3TPPOBaHe H/WIH c/1abOCT 3a Jja ce IPEeAOTBPATH
pasBHTHE Ha HeoGpaTIMO chcTosHME(BXK. TOYKA 4.8).

CopdevHu HapyuieHus

Thit kaTo mANPOdIIOKCAIIMH € CBHP3aH ChC CIyuaH Ha yawDkaBaHe Ha QT mHTepBana (BXK.
Touxka 4.8), TpAOBa Aa ce mpwiara BHAMATeJIHO NPH JieYEHHE Ha NAalHeHTH C PHCK OT
apuTMuda THI torsades de pointes.

CmomawHo-4YpesHa cucmemda

[TosiBaTa Ha TEXKKA ¥ NEePCHCTHpAINA AMADHA TI0 BpeMe HWIH cJie/l JICYEHHETO (BKIIOUHTEHO
1O HAKOJKO CEMHIA CJIe] JICdEHHETO) MoXKe Jia IOKa3Ba KOJIUT, CBBp3aH ¢ aHTHOMOTHK
(>3XMBOTO3aCTpallaBalI0 CHCTOAHHE C Bh3MOXKeH (aTasieH H3XOZ), KOMTO Halara He3abaBHO
seueHne (Bxk. Touka 4.8). IIpH TakHBa CJIyuad JIEYEHHMETO ¢ LUIPOGUIOKCAIlHH TpsabBa
me3abaBHO na GbIe HpeKpaTeHO H Zia ce 3anodHe MOAXOsINa TepanudA. Ipuiaranero Ha
AHTUIIEPUCTAITHYHH JIEKaPCTBa € IPOTHBOMOKA3aHO B TAKHBA CIyiaH.

Bsbpeyna u nuxouna cucmemda

VMma choOleHHs 3a KPHCTAJIYpHA, CBbp3aHa C H3O0JI3BAHETO Ha nunpodroKcalay (BXK.

tTouka 4.8). IlanHeHTHTe, MOJyYaBalld UHIPOGUIOKCALHH, TpsabBa aAa Gbaar nobpe
XMApPaTHPAHH H TPAGBa Aa ce H36ArBa mpeKkaJeHo AIKaIu3HpaHe Ha ypHHATA.

XenamobuauapHa cucmema

MMa cpobmeHHs 3a ciaydaHm Ha 4depHoZpoOHa Hekpo3a H JKHBOTO3acTpallaBailtia
yepHOApPOOHA HENOCTATHYHOCT NPH JICUeHHE C nunpodIoKcanuH (BX. TOYKA 4.8).
Jleuenmero TpAGBa Aa Opfle NpEeKpaTeHO IPH IOABA HAa KAKBHUTO H /ia omwno Oenesn M
CHMIITOME HA YepHOAPoOHO 3abonABane (KaTo aHOPEXCHsA, HKTEP, ThMHA ypHHATA, cppbex

1 GOJIe3HEeHOCT Ha KOpeMa).

Jepuyum Ha 2110Kx030-6-docam dexudpozenasa

CpobImaBaHd ca XEMOJIMTHYHH PEAKIHH IPH NPWIAraHeTo Ha NUOPOPIIOKCAIIHH TPH
IauMeHTH ¢ AeUIMT Ha TIIOK030-6-¢ocdaT Aexuaporenasa. [unpoduioxcauud TpsadBa fa
ce u36sTBA IPH TE3W MANMEHTH, OCBEH aKko MOTEeHNHMATIHATa N0JI3a IPEBHINABA Bb3MOXKHHS
puck. B To3u oIydall MOTEHIHMA[HATA MOABA HA XEMOJMTHHHA peaknus TpAOBa za ce

MOHMTOpHPA.

PezucmenmHocm

[Io BpeMe WIH ¢Jiefl Kypca Ha JiedeHHe € munpodUIOKCANMH MOKe JIa ce H30oupar OaKTepuH,
KOWTO HOKA3BaT PE3HCTEHTHOCT KbM IHITPOQJIOKCAHH ChC HIIH 6e3 KWIHMHHMYHO H35BEHA
cynepundexnua. Moxe Ja HMa ocoBeH PHCK OT pasBHTHE Ha NMIPOQJIOKCAIMH-
pe3ucTeHTHU GakrepHM NpH yAWDKaBaHe Ha BPEMETO Hd JIeUeHHe HW KOraTo ce JIEKyBaT
HO30KOMManHY WHOQEKIHH W/WIM HHQEeKIHH, NOpHIHHEHA OT Staphylococcus u

Pseudomonas. |

Lumoxpom P450

Hunpoduiokcaiys nExuOupa CYP1A2 ¥ 10 TO3H HATHH MOKC /1d fioBefie 0 NOBHHIABaHe Ha
CepyMHHTE KOHIIEHTpAllHH Ha €JHOBPEMEHHO NpHJIAraHu BellecTBa, Kmm_m;mg ce
MeTaGWIN3HpaT OT TO3H eH3HM (Hamp. TEOQWINH, KIO3alHH, pONMHAPUO, maaﬁmﬂ)

A

EZAHOBPEMEHHOTO NpWIarane Ha DUIPO(IOKCANHH M TH3AHAAMH € npammnom?}xfif o
Ta3y TpHYHHAa NaNWeHTATe, TNpHEMAIlld TaKHBA  BEIIECTBA| - @/IHOBPEMEHHU. |/ C

munpodJIoKCcaliiH, TpAOBa Aa GBAAT BHMMATEHO MOHMTOPHpPaHH 34 KTHHHYHA CHMIITOMH
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Ha Ipefio3UpaHe H MOXKe /ia Ce HAJIOKH onpe/ie/IiHe HA CePyMHHTE MM KOHIEHTpaiHy (Hamp.
Ha TeoHIHH) (BXK. TOUKA 4.5).

Memompexcam

He ce mpenopbuBa €JHOBPEMEHHOTO MPWIaraHe Ha HIPOQUIOKCAIMH B MeTOTpeKcaT (BK.
TOYKA 4.5).

Hosauseane Ha 1abopamopHu u3credsaHus

AKTHBHOCTTa in vitro Ha punpodokcanun cpemy Mycobacterium tuberculosis moxke fAa

noBene 0 (aTMABO OTPHIATEIHM MHKDOGHOJIOrMYHH PE3YJ/ITaTH Ha MPOOH OT NallAEHTH,
KOHKTO IO HACTOAINEM MpHEeMaT HHIPOPIOKCAIIHH.

4.5. BsauMoaelcTBHEe ¢ APYrM JIEKADCTBEHM IPOAYKTH H JPYIH dbopmMmu Ha
B3aMMOAECHCTBHE

Bauanue Ha dpy2au Aexapcmea 66pxy uunpodaoxcayum:
Obpasyearie HA XeAQMHU KOMNAEKCU

EZHOBPEMEHHOTO IpHIaraHe Ha NANPOQIOKCAlNH (mepopajsiHO) 1 MHOTOBAJIEHTHH KaTHOH-
ChIBPXKAIIA JIeKapcTBa M MHHEpaJIHH J00aBKH (Hamp. Kanauui, MarHe3uH, aJyMHAHHH,
'Kena30), bocdaT-cBbp3Bamy noamMepd (Hamp. ceBesiamep), Cykpaigar Wid aHTHALH/HHA
cpeficTBa, cWIHO OydepHpaHn JIeKapCTBa (manp. TabJIeTKH AWJAHO3WH), KOUTO ChAbpPXAT
MaTHe3ui, ATyMHAHHE WIH KaJlIuH HaMasiABaT aGcopOuusaTa Ha Huopodiokcanuy. 110 Ta3H
pHYHHA IANTPOPIIOKCALHH Tps6GBa /ia ce MpUIara Wik 1-2 9aca Ipe/iu WK HOHE 4 Haca cJien
Te3n POAYKTH. ToBa orpaHHMYeHHe He ce OTHACA 32 aHTHALH/HA cpefcTBa OT rpynara Ha Hoe-
peLienTopHATE DJIOKEPH.

Xpana u maeynu npodykmu

KaauaT, ChAbpIKalll ce B XpaHHTE, He OBJINABA SHAYHMO abcopbumaTa. Tpabsa obaue f1a ce
1365ArBa €HIOBPEMEHHHUAT MPHEM caMO Ha MJIEYHH TDOAYKTH HjlH oboraTreHd Ha MUHEPAJIH
HanuTKH (Hanmp. IPACHO MJIAKO, KHCENO MIIAKO, 00OraTeH Ha KIIHH NOPTOKAIOB COK)

zaegHo ¢ OAnpodJOKCauWH, 3amloTo Te Morar Jia HaMaial abcopbnusATa Ha
nUIpo(dIOKCAITHH.

IIpobenuyud

[TpoGeHRIHA MOBAHABA 6pOpeunaTa CexpelnHsa Ha nunpodnokcanue. EfHOBpeMeHHOTO
npujaraHe Ha npoOeHAIH], H nunpodUIOKcalliH BOJAH /IO NOBHOIABAHE HA CepyMHATA
KOHIEHTpAaluA Ha AN POQIIOKCAIIHH.

Edexmu na yunpo@Aoxcayun | gupXY OpY2U AeKaPCMEeHU NPOOYKIMIL:
TusaHuduH

Tu3aHUAUH He TpAOBa Aa ce MpHIara €AHOBPEMEHHO C mumpoduiokcanu (BX. TodKa 4.3).
[Ipu egHO KIHHHYHO NPOYyYBaHE BHPXY 3[paBH MHAHBHJAM € YCTAaHOBEHO NOBHINABAHC Ha
cepyMHaTa KOHIEHTpanya Ha TH3aHHHH (moBumaBaHe Ha Cmax: 7 I'HTH, HHTEPBAIL: 4 IO 21
I'bTH; YBEJIMYaBaHe Ha AUC: 10 mhTH, UHTEepBaI 6 A0 24 I'bTH) NPH €AHOBPEMEHHO
priarafe ¢ IUNpo@JIOKCAlHH. [ToBHIIeHAaTa CepyMHa KOHIICHTpAalHsA Ha TH3aHHIHH €
CBBP3aHa ChC 3aCHWICH XUIIOTEH3UBEH H CEATHBEH eexT.

Memompexcam ez
e e
Br6peyHnar TyOyJleH TpPAHCOOPT HA METOTPEKCAT MOMC na Obae mordcHar, ﬁg;

e _1“._.---"""

eHOBPEMEHHO TIpWiaraHe Ha ENpodJIOKCAIlHH, KOETO NOTCHIHAIHO ﬁo,a,ﬁ;iomgage ¥

nasMEeHM HHBA HA METOTPEKCAT M TOBHINEH PHCK OT TOKCHYHH :
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Teopunrumr

EQHOBPEMEHHOTO TNpUaraHe Ha HUIOpo¢UIOKCAllHH M TeOQHIHH MOXKe [a JoBele JAO
HeXXeJIaHO MOBHIIABAHE HA CEpYMHATa KOHIEHTpaluA Ha TeopuanH. ToBa Moxe fia foBene
N0 HeXKeJIaHH PEeaKIHH, CBbP3aHH ¢ TEOQWIHH, KOUTO B PEJIKH CJIyyaH € BB3MOXKHO Jia ca
’KMBOTO3acTpamaBamy Hin ¢araaHu. [To Bpeme Ha eAHOBpPEMEHHATa ynorpeba cepyMHHATe
KOHIIEHTpan¥y Ha Teo(pHIHHA TPAOBa Aa ce MpOBEpABAT H aKoO € HeoDXOAMMO 03aTa Jia ce
penynupa (BXK. TOUKA 4.4).

Apyau xcanmuHosu npou3e00HU

IIpH efHOBPEMEHHOTO NpHaraHe Ha HHNPOQIOKCANHH H KO(EeHH WIH NEHTOKCH(PWIHH
(okcuneHTHQWIHH) HMa ChoOlleHHs 3a NOBHUINEHHW CEPYMHH KOHUEHTpanW#d Ha Te3H
KCAHTHHOBH NPOU3BOJHH.

DeHUMOoUH

EJHOBPEMEHHOTO IpWIAarane Ha IHNPOQUIOKCAHH H (eHATOMH MoOXe Ja JAoBeae [0
[IOBHINEHY WIH TOHWKeHH CepyMHH HWBAa Ha (EHHTOHWH, IOPaZli KOETO ce NIpenophiba
MOHWTOPHPaHE Ha JIEKAaDCTBEHHTE HABA.

IIepopaanu anmuxoazyaanimu

EHOBPEMEHHOTO NpWIAraHe Ha IHIPOQJIOKCAlUH C Bappapue MOXKe Jia AoBeAe A0
HOBAINABAHEe HA AHTAKOAryJlaHTHHTe My edekTH. MMa cbhoOmeHHs 32 MHOTO CIydad Ha

[OBHINEHAa AHTHKOATYJAHTHA AaKTHBHOCT UPH NaOHEHTH, NPHEMAIH AHTHOHOTHIIH,
BKJTIOYHTEHO (DJIyOPOXHHOJIOHH. PHCKBT MOXKe Jia BapHpa B 3aBHCHMOCT OT OCHOBHOTO
saboJisiBaHe, BH3pacTTa H OOmHMA CTAaTyC Ha UDAalAeHTa, Taka 4Ye IpHHOCHT Hd
dIyOpOXMHOJIOHHTE 3a YyBEJHYaBaHe Ha INR (MexayHapogHO HOPMAIM3HPAHO
CHOTHOIIIEHHE) € TPYAHO A3 ce ONEHM. [Ipenopp4yBa ce 4eCTO MOHHTODHMpaHe Ha INR 1o
BpeMe W HEeIOCPE/ICTBeHO Cell €AHOBPEMEHHOTO mpiarage Ha [HNpoduiokcallHd ¢
nepopaIHO aHTHKOATYJIAHTHO CPEZICTBO.

Ponunupon

[Ipu KIHHWYIHO NPOYYBaHe € YCTAHOBCHO, 1€ eHOBPEMEHHOTO NpWJarane Ha ponHHHPOJI H
nunpodIIoKcaniH, yMepeH naxubuTop Ha n3oeH3AMa CYP450 1A2, BOAH A0 NOBUINABAHE Ha
Cionx 1 AUC HA POITHHHPOJ CHOTBETHO C 60 % H 84 %. IIperoppusa ce MOHHTOpHpPaHE Ha
HeXKeJIaHUTE PeaKI[AH, CBbP3aHH C POITHHHPOJ H CHOTBETHO KOpHIHpaHe Ha A03aTa 10 BpeMe
¥ HETIOCPEACTBEHO ¢Jie/l IHOBPEMEHHOTO IPHJIATAHE C mupoduIoKcalMH. (BXK. TOUKA 4.4).

KnosanuM

Csiepn efHOBPEMEHHO NpHJIaraHe Ha 250 mg pumpodIOKCAMH C KJIO3allUH B TPOIB/DKEHHE
Ha 7 JXHHW, CCPyMHHTE KOHLEHTPallUH Ha KJIO3allMH H N-Ie3MeTH/IK/I03aliH Ca TTOBHIIEeHH

chroTBeTHO ¢ 20 % u 31 %. IIpemoppuBa ce KIMHHIHO npocjensaBaHe U CbOTBETHO
KOpHTHpaHe Ha /103aTa Ha KJIO3alHH IO BpeMe H HEeNOCPEACTBEHO cJie]l €{HOBPEMEHHOTO
npHarase ¢ HIPoQIIOKCAIHH (BK. TOUKA 4.4).

4.6 BpeMeHHOCT H KbpDME€HE

BpeMeHHOCT
HaraarTe AAaHEHW 3a OpHjarafe Ha ANPOQUIOKCAlHH ITPH GpeMeHHH >KeHH He IOKa3BaT
mandopManui WIH (pero/HeoHaTasHa TOKCHUIHOCT Ha punpodokcamyH. LI AHHATA

.
R 4} =
P W B

. ‘. yr 2,
IpH JKMBOTHH He TOKA3BaT JMPEKTHH WIM HHAMPEKTHH YBPEXIallH edbexT IO OTHOITEHME.
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Ha PenpoAyKTHBHATA TOKCHIHOCT. [Ipu MIaau ¥ IIPH HEPOACHU ’KMBOTHH/C EKCHOIMMEA HA

~MHOJIOHH ca HabmoaaBaHH edeKTH BbPXy He3pens XpyIal, HopaiH TOBA HeMOXKe Za.ce’, - . |



M3KJIIOYH BH3MOXKHOCTTA JIEKAPCTBOTO Ja NPUUYMHH YBPEXK/JAaHUA HAa CTABHUA XPyIiAJ IPH
He3aBbPIIWJI Pa3BHTHETO CH YOBEIIKH Opranu3bpM/deryc (Bk. Touka 5.3.).

Kato mnpeanasHa MspKa € 3a @peanovyHTaHe [a ce H30Arsa H3MOJ3BaHETO HA
nUIpodIOKCaIlHH 10 BpeMe Ha OpeMeHHOCT.

Knpmene

[luopodiokcandH ce eKCKpeTHpa B KbpMata. [lopagy noTeHIHaIHUAT PHCK OT YBpEXK/AaHe
Ha CTABHHA XPYyLIAU IHNPOodUIOKcalMH He TPAOBA Aa ce U3NO0J3Ba 10 BpeMe Ha KbPMEHE.

4.7 EdekTn BEpPXY cIOCOGHOCTTA 3a MopHupane 1 padoTa ¢ MATIHHHA

[lopafiy HEBpOJOTHYHUTE cH edekTH NUIpOdUIOKCAalHH MOXKE Na NOBIHAe BpeMeTo 3a
peaknmA. [10 TasH ONpPHYHHA CIIOCOOHOCTTA 32 IMOpHpaHe H paboTa ¢ MallHHHU MOKe Jia €
napymeHa. ToBa Baxx# ocobeHO Tpx KOMOHHHEPaHe ¢ AIKOXOJL.

4.8. HeskeJIaHH JIEKaAPCTBEHH PEAKIUH
Haii-uecto chobmaBanuTe HeXXeslaHH JekaperBeHH peaknuu (HJIP) ca ragere u [napus.

[To-mony ca NpeACTABEHH NAHHHTE 34 HJIP 3a L1anoposioH OT KJI
[IOCTMAPKETHHI'OBOTO HabGmozenne (iepopaiHa, HHTPABEHO3HA H

HHUYHUATE IIPOyYBaHHA N
CEeKBEHI[HA/IHA TEpalus),

mopefieHH IO YeCcTOTa. AHANM3BT Ha YecToTara B/OYBA JAHHATE 32 NEPOPATHO |
MHTPABEHO3HO IPWIOXKEHHE HA HIPO(dJIOKCALKH.

Cucremo- YecTH HeuecTH Penxu MHOro peaAKH C Hem3BECTHA
opraHHa >1/100 >1/1000 210 >1/10000 J0 <1/10000 secrora (or
KIacH(pHKanus 1o <1/100 <1/1000 ““"'“‘““l;:e
<1/10 M“mm m“ Gae
HAINMPpABEHA
OLEeHKA)
NadexnHH H MuKOTHYHH Cebp3aH C
nndecranm cymepHHGpEKIHE | AHTHOHOTHK
KOJIAT (MHOTO
PAIKO C
BB3MOKEH
¢paTaneH A3XOA)
(BX. TOUKA 4.4)
HapymeHHs Ha Eosunodums JIleBKONIEHHA XeMOINTHYHA aHEMHA
KpHBTa H AHeMHA Arpany/IonmHTO3a
aamdcHATA HeyrponeHHA [HagmuroneHHA
CHCTEMA JleBkoOoHTO3a (3xEBOTO3aCTpaMIABA-
TpombonuTo- ma)
eHAs [ToTCcKaHE HA KOCTHHA
TpomOonmuTeMHAn | MO3BK
(;x@BOTO3aCTpANIABA-
o)
HapymeHHA HA AJlepragaHa AnadHIaKTHIHA
HMYHHATA pEaKIiua peaKIinA
CHCTCMA Anepruden orok / | AHa(QWIAKTHY €H IOK
aHTHOEAEMA (3XKHBOTO3aCTpaMIABaI)
(BX. TOUKA 4.4)
PeaknuH, B R
pamopoGsBamm T T T A g
cepymna Gomeer Uy L |
HapymeHus Ha ABOPEKCHS! XHnepronKeMAs i

MeTabomnaMa ¥
XpaHeHeTo
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Cucremo- YecTH HeuecTn Peaxn M=oro peaxu C HenaBecTHA
opramHa =21/100 >1/1000 no >1/10000 10 <1/10000 uecrora (or
wiacnpukanua | jo <1/100 <1/1000 HAMTHHTE
<1/10 AAHHH HE
moke na Opae
HAUpaBeHA
Oi1leHKAa)
IlcuxyuaHH IIcHXoMOTOpHa O6bpkBaHe B [McHXOTHIHHA peaKIH
HApPYIICHHA XHNEPAKTABHOCT/ | Ae30pHEHTAIHA (BK. TOUKA 4.4)
BB30YAA Peaknusa Ha
Oe3N0KONCTBO
SApx\ crHALGA
Jlenmpecun
XaMonuHaHH
HapymeHMa HA I'narobonue Hap-nu MurpeHa Ilepugepna
HepBHATA JaMaaHOCT AH3ECTC3HH Hapymera HEBPONATHA
CHCTCMA Hapymenus Ha Xunoecresns KOOPANHAIHA (BXK. TOYKa
ChH Tpemop HapymeHHnA Ha 4.4)
HapymeHns Ha Mpanagpaos (BX. | HOXOAKaTa
BKyCa TOUKA 4.4) HapymieHus Ha
CBETOPBPTEXK oboHAHHETO
Xunepecresnn
HaTpakpaHHATHA
XHIOEePTOHNA
HapymenHa HA HapymeHHs HA Hapymenud Ha
OuUMTe 3pEHHETO NBETOYCEMAHETO
HapyuieHMA HA THEHATYC KamepHa
YXOTO ¥ 3aryba Ha cayxa / apHTMHA,
JA0OHMPHHTA yBpexKaHe Ha yaB/DKABaHE
CTyXa Ha QT
HHTEpPBANA,
torsades de
pointes*
CppaedunH TaxmxapAas
HAPpYIICHHSA
CraoBH Bazopmnaranis | BacKyjadT
HAapYIICHHA XHIOTOHHA
Caaxon
PecnHpPATOPHH, JTncoaes (BKIL.
I'PHIHH H aCTMAaTH4YHH
MeIHACTHHAJIHH CHCTOSAHAA)
HApPYIICHHA
CromamHo- Tanene | IloBppmane [TanKpeaTHT
gypeBHH Nuapusa | CroManI=o-
HApYIIeHHA 9peBHA H
rxopemBa DoJIKa
JIncnencus
lazoBe
Xenaro- ToBHImEHH YepHOAPOOHO YeprOAPOOHA HEKPO3a
GuwanapHH TpaHCAMAHAZH yBpexXAaHe (MBOTO PASKO
HAPYIMICHHSA [MopHIDeH XonecraTH4eH nporpecdpain a /0
HKTEP JHABOTO3ACTpANIABAILA
Gmapy0HH Xenarar yepHOAPOOHA o
HeAoCTaThYHOCT) (BXK. L~ f
TO9KA 4.4) PLdl ST
IJ,"; : e Rx K
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Cucremo- YecTH Heuecnt Penxu MHoro peaxmu C mrensBeCTHA
OprasHa >1/100 >1/1000 JI0 >1/10000 0 <1/10000 aecroTa (oT
kaacupHKamUA 710 <1/100 <1/1000 AL
<1/10 NAHHH He
MoxKe na Obpae
HAampaneHa
ONEeHKA)
HapymieHHA Ha Ob6pusB PeaknuH Ha [TeTexun
KOKATA H Copbex doTo- Eputema mysragopme
NMOAKOKHATA Yprukapus qyBCTBHTEIHOCT EpmreMa BOZ03yM
ThKaH (BK. TOYKA 4.4) Cuappom Ha Stevens-
Johnson (moTreHOHAIRO
KHBOTO3aCTPAIIABAIIL)
ToxkcHIHA
enuepMaiHa
HEKPOJIH3a
(moTeRIMAIHO
)KHBOTO3aCTPANIaBala)
HapymenHa Ha MycKynHO- Muanrus MyckymHa cnabocT
MYCKYJIHO- CKeJIeTHA ApTpHT TeRAHHHAT
CKEJICTHATA (wanp. 6051Kka B IToBHIIEH PaskbCcBaHe HA
cHCTEMA H KpaWHHATHTE, MYCKYJICH TOHYC B | CYXOXXHJIAA (npeaMMHO
CHEAUMHHTETH- Hosxa B rppba, KpaMoy Ha AXWIECOBOTO
TA THKAH 6oJ1Ka B THPAATE) cyxoxxmnne) (BK. TOUKa
ApTpanras 4.4)
ObocTpAHE Ha
CHMITTOMHATE Ha
MHACTEeHHUs rpaBHC (BXK.
TOYKA 4.4)
HapymeHdsa HA VBpexaaHe Ha BrOpeqHa
onOpenuTe H orOpenaTe HEJOCTATHIHOCT
NHKOYHHTE XemaTypHa
IhTHIIA Kpucranypas
(B>K. TOUKA 4.4)
TybynonHTEPCTA-
nHanes HedpHT
O6mu AcTeHAA Otox
HAPYIICHHS H IlopunieHa HanoTsaBate
e(deKTH HA TeMIuepaTypa (xunepxaapo3a)
MAECTOTO HA
NPHIOKEHHE
UacaeaBaHHA IMosunieHa AbHOpDMHH
aNTKaTHA npoTpoMOHHOBH
¢ocdarasa B HHBA
KPBBTA [TosHINEHA
aMHsIa3a

* Tesd peaKIMy ¢a ChoOMapaH 1o Bpe
nanUeHTHTE ¢ ROIIHATETHA PACKOBH ¢daxTOpH 3a yEIKABAH

[Heduampuvnu nayuewmu

[IpeacraBeHara No-TOpe 1€CTOTa Ha apTpo
phapacTHH. Chobmasa ce, e IpH Aena apTpo

4.9 Ilpeposupane

Jima cpobmienne 3a eAHHHUIEH cJIyda Ha Nnpenos <
~UMIOTOMH Ha HHTOKCHKanus. FiMa choOmenne 3a eInHATCH CTyda Ha

oT 16 g, KOeTO € I0BEJIO /10 0CTpa pOpeuHa HEIOCTaThbYHOCT.

Me Ha HOCTMaPKeTHHIOBHS NEPHOJ H €A gatiogaBaHd NPEAMMHO CPEX
e QT maTeppaa (BX. TOTKA 4.4).

aTHA ce OTHAcA 3a JaHHHUTE OT Mpoy4YBaHuA IpPH
[aTHATA ce cpelna 9ecTo (BK. TOIKa 4.4).
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7 UniMR

CHMIOTOMHMTE HA @pelo3HpaHe BKJIIOYBAT: 3aMasgHOCT, TpeMOp, IjaBobosue, ymopa,
NpUNagbld, XaTONWHAUHM, ODBPKBaHE, abooMuHaneH guckomdopr, OBOpeuHo H

uepHOAPOOHO YBpeXjaHe, KaKTO H KpHCTAIypus Hu Xxemarypus. Mma choOIIenuna 3a
obpaTMa ObOpevHa TOKCHIHOCT.

OcBeH PyTHHHHTE CIENIHH MEPKH ce MpenophiBa MOHATOPUDaHe Ha OpOpeunara GyHKIUA,
BKIIOUBAINO onpeaensHe Ha pH Ha ypHHara M ako Ce Hajara IOAKUC/IABAHE 34
npodrIakTaKa Ha KpucTanypua. [lanuenTure TpAdBa f1a ca noope XHapaTHpaHH.

CaMo M@IKO KOJHYecTBO nunpoduiokcamul (<10 %) ce eJAMUHHPA Ype3 XeMOJHaIH3a WIH
epHTOHEATHA JUATA3A.

5. ®APMAKOJJIOTHYHH CBOMCTBA
5.1 PapMakoOAMHAMHYHMN CBOMCTBA

dapmakoTepaneBTHIHa rpyna: ®JIyopOXHHOIOHOBH apTHOaKTepHaHu cpencTBa, ATC kxox:
JO1MAO2

MexanuszsMm Ha deldcmeue:

BaxTepunMAHOTO AelcTBHE Ha UUNpodUIOKCalyH, KaTo Ha GITYOPOXHHOJIOHOBO
aHTHOAKTEPHA/THO CPEACTBO, Ce OCBIIeCTBABA 4pe3 uaxuOHpaHe Ha /JABaTa THIA
tronon3zomepaza 1l (JHK-rupaza) u TONOH3OMEDPa3a IV, xouTO ca HeoOXoAMMH 3a
peIUIMKALUATA, TPAaHCKPHIIHUATA, PENapHpaHeTO H pekoMOmHanuATa Ha OakTepHasTHATa
JTHK.

Coeomnuowedue PK/PD:

EduxacHOCTTa 3aBACH OCHOBHO OT CHOTHOIIEHHETO MENY MAKCHMA/THATA KOHIIEHTpAllMA B

cepyma (Cmax) ¥ MAHHMAJIHATA HHXHONpaINa KOHIECHTPAIHS (MUK) sa muopodIoKcalliH 32
faKTepHaTHHA IATOreH H CHOTHOMIEHHETO MKy IUIONITa NOJL KpuBata (AUC) u MUK.

MexaHu3sM HA pe3ucmeHImHocmina.

In vitro pe3sHCTEeHTHOCT KBM UIpoPIOKCAIMH MOXKe /ia 6pae TpuAOONTa Ype3 moeraneH
npollec Ha TapreTHH JIOKAJIHK MyTalluH Ha MTHK rupasa u tonousomepasa [I. CreneHTa Ha
KPBCTOCAHA PE3UCTEHTHOCT MEXKY nUnpodJICKCAIMH B IPYTH (UIyOPOXHHOJIOHH B PE3YJITAT
Ha ToBa e BapHaOWwiHa. EAWHMYHMHTE MyTalMH MOraT JAa HE NOBEAAT N0 KJIHHUYHA
DE3HCTEHTHOCT, HO MHOMECTBEHMTE MyTalluH OOMKHOBEHO BOIAT [0 KIHHHUYHA
PE3HCTEHTHOCT KbM MHOTO HJIH BCHYKH aKTHBHH BEIIECTBA OT TO3H KJ1acC.

MexaHH3MHTEe Ha PE3MCTEeHTHOCT Ype3 HEeNPONyCKIMBOCT /Wi 3acAaramy equIyKCHaTa
noMIIa HA aKTHBHATA CbCTaBKa MOraT Jja MMaT pasjldavicH e(peKT BBPXY YyBCTBHTEJIHOCTTA
kbM (PJIYODOXHHOJIOHH, KOETO 3aBHCH OT bU3UKOXHMHUYHHUTE CBOMCTBA HAa Da3iHIHUTE
AKTMBHH BeIleCTBa B TO3H K1ac A aHHUTET HA TPAHCIIOPTHHTE CUCTEMH KbM BCAKO OTASIHO
AKTMBHO BeIeCTBO. BCHUKHM in vilro MeXaHW3MH Ha PEe3HUCTEHTHOCT OOMKHOBEHO C€
paGyozaBaT B KJIMHUYHATA IPAKTHKA.

MexaHU3MH Ha PE3HCTEHTHOCT, KOHTO MHAKTHBHpAT JApyrH AHTHOMOTHIIH, KAaTO
nponyckiuBocT Ha Oapuepure (UecTo IpH Pseudomonas aeruginosa) 1 MEXaHM3MH Ha
edpIIyKc, MOraT Aia HPOMEHAT YyBCTBUTETHOCTTA KbM nHnpodaAOKCcaHH.

VMa chODIennd 3a Ia3MHA-MeANNpaHa Pe3NCTEHTHOCT, KOAWPpaHa Ype3 I-ret.

Cnexmusp Ha aimubaxmepuaina GKmueHOCI.
CylefHATE TPAHAYHH CTOHHOCTH Pa3/e/ifT JyBCTBUTE/THHTE IIAMOBE OT INAMOBETE T yMEPEHa
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MuaKpOOpraHmu3bM YyBCTBHMTEJICH | Pe3ucreHTEeH
Enterobacteria S <0,5 mg/L R > 1mg/L
Pseudomonas S < 0,5 mg/L R > 1mg/L
Acinetobacter S <1mg/L R > 1 mg/L
Staphylococcus spp.? S <1mg/L R > 1mg/L
Haemophilus influenzae u 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
I'paHAYHA CTOMHOCTH, KOHTO S < 0,5 mg/L. R > 1mg/L
He ca CBbP3aHU ¢ oIpelesieH
BHA*

1. Staphylococcus spp. — TPAaHAYHHTE CTOHHOCTH 3 nAnpodIOKCAIHH €A CBBbP3aHH C
Tepanus BbB BUCOKH JO3H.

* 'paHAYHHUTE CTOMHOCTH, KOHTO HE Ca CBbp3aHH C Ompe/ieJiEH BHJ, Ca OIPEAe/THH
oCcHOBHO Ha 6a3a panaute 3a PK/PD u ca He3aBUCHMH OT Pa3npeZic/IEHAETO Ha MHK
3a oTZesHnTe mamose. CiieABa Zia ce M3NOJI3BAT CaMO 3a MIAMOBE, 34 KOUTO HAMA
onpejie/ieHa NHAABAAYa/THA TPAHATHA cTOHHOCT, HO He M 3a IaMOBE, IIPA KOUTO HE Ce
npenopbuBa U3cje/iBaHe Ha YyBCTBUTETHOCTTA.

PaznpocTpaHeHHeTo Ha MPHAOOATaTa Pe3HCTEHTHOCT MOKeE /1a Bapupa conopef, reorpadcxkoTo
pasNoJIoKEeHHE ¥ BbB BPEMETO 32 Olpe/ieJIeHH BUJI0BE MHKPOOPTAHU3MH H € KeJIATEJIHO JIa
ce MBIOJ3BAT MECTHH AAHHH 3a DEe3HCTEHTHOCTTa, OCODEHO, KOraTo ce JICKyBaT TEHKH

HHPEeKNWHA. AKO e HeOOXOAHMO, TpsbBa fia ce MOTHPCH €KCHEePTHO CTAHOBHINE B CIIyHAWTE,
KOTAaTO PA3NpOCTPaHEHHEeTO Ha JIOKAJIHATA PESHCTEHTHOCT € TaKaba, ye ce MOCcTasA MOoJ

BBHIIPOC IPHJIOKAMOCTTA Ha CPEAICTBOTO 32 NOHE HAKOW THIIOBE HHQEKIUH.

['pynupaHe Ha peJIeBAaHTHATE BHAOBE MUKpPOOPTaHH3MH B 3aBHCHMOCT OT YyBCTBHTEJIHOCTA
1M KbM nunpodokcanu (3a Streptococcus spp. BX. TOUKa 4.4).

Aepo6uu I'paM-N0JI0XKHATETHA MHAKPOOPTaHASMH
Bacillus anthracis (1)

Aepobuu 'paM-oTpHIATETHH MBKDOOPTraHH3MH

Aeromonas spp.

Brucella spp.

Citrobacter koser1i

Francisella tularensis P
Haemophilus ducreyi L T N
Haemophilius influenzae™ S T |
Legionella spp. e e
Moraxella catarrhalis* R
Neisseria meningitidis NN L
Pasteurella spp.

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

AHae HU MH TaHU3MU
Mobiluncus

Apyra MAKpOOPraHH3MH
Chlamydia trachomatis ($)

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

MHKPOOPTAHH3MMH, ITPA KOHUTO INTPUJOBUTATA PESUCTEHTHOCT
MOZKE A E ITPOBJ/IEM

Aepobnu I'paM-HOJOKHTE/THE MAKDOOPraHR3MH
Enterococcus faecalis ($)

Staphylococcus spp. (2)

Aepobuu I'paM-oTpHIIaTEITHA MAKPDOOPraHW3MH
Acinetobacter baumannii+

Burkholderia cepacia+*
Campylobacter spp.+*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae*
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae™
Morganella morganit™
Neisseria gonorrhoeae™
Proteus mirabilis*
Proteus vulgaris*®
Providencia spp.
Pseudomonas aeruginosa*®
Pseudomonas fluorescens
Serratia marcescens™

AHaepoOHM MHKDOOPraHH3MH
Peptostreptococcus spp-

Propionibacterium acnes

TOKA3AHO PE3SUCTEHTHH MUKPOOPI'AHH3MHA

AepoOHH -IOJIOKUTETHA MHA raHu3MH
Actinomyces LT
Enteroccus faecium TR R
Listeria monocylogenes T N
.-"'d_r" S 4 . '. e . :
£ i Fo T A .. III'\ i Hﬂ
Aepobuu ['paM-OTPHTIATE/IHH | raHH3MH G e
Stenotrophomonas maltophilia e T LS
AnaepoOHH MHKDOOPraHHU3MH W N T
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C uskaoueHue Ha Hanucarume no 20pe

JIpyru MUKPOOPraHH3MHA
Mycoplasma
Ureaplasma urealitycum

KnraugHaTa epHKACHOCT € J0Ka3aHa 3a 9YBCTBHTE/IHUTE H30J1aTH NIPH YCTAHOBEHH
KJIMHAIHU NOKa3aHUA

+  YecTOTa HA PE3HCTEHTHOCT = 50 % B efHa WIH [I0Bede CTpaHu-YwWiIeHKH Ha EC

($):EcrecTBeHa MEXIHMHHA 9yBCTBHTETHOCT IPH OTCHCTBHE Ha IIPHAOOHTH MEXaHM3MH Ha
PE3UCTEHTHOCT

(1): [TpoyuBaHHATA Ca IPOBEACHH NPH eKCIEPHMEHTATHO NPEAN3BUKAHH HH(PEKIHUH TIPH
’KHBOTHH Upe3 HHXa/JIMpaHe Ha cnopu Ha Bacillus anthracis; Te3n npoyuBanus mokassar,
ye 3aIoUBaHETO Ha AHTHOHOTHYIHOTO JIEYEHHE CKOPO CJieZ EKCNO3UIMATA NPEeANa3Ba OT
mosiBaTa Ha 3a60/sIBaHeTOo, aKOo JIeUeHHeTo € 6MJI0 HacOYEeHO KbM HaMalIsaBaHe Opos Ha
CIIOPHUTE B OPraHU3Ma noz HHPEKIHO3HATA 1032. [1penopb94BaHoTO H3NO/I3BAHE IPH
Xopa ce OCHOBaBa NMPEJHMHO Ha in vitro YyBCTBUTETHOCTTA ¥ Ha €KCIEPHMEHTATHATE
JAHHH IIPH )KHBOTHH 3a€/HO ¢ OTpaHAYeHHATe JaHHHA 0pH xopa. I1prema ce, ue nmpu
BB3PACTHH ABYMECEUYHHUAT KypC Ha JIedeHHE ¢ IepopajIeH [UNPOpIIOKCANAH B 1033 500
mg ABa ITbTH Ha JieH € epHKACeH 3a IpeAna3BaHe OT aHTPAKCHA uHGEeKIUA IPH Xopa.
Jlexypalare Jiekapd TpAGBa a RaPAaBAT CPAaBKa C HAITHOHATHUTE u/WIn
Me>KAyHAPOAHNTE KOHCEHCYCHH JIOKYMEHTH 10 OTHOIICHHE JICIEHHETO Ha aHTPAKC.

(2): MeTHIWINH-PE3HCTEHTHHAT S. aureus MHOTO YECTO eKCPeCHpa e/IHOBPEMEHHA
PE3HCTEHTHOCT KbM (hIyOPOXHHOJIOHH. 1ecTOTaTa Ha Ppe3UCTEHTHOCT KbM METHIWINH €
OKOJIO 20 10 50 % cpeji BCHUKH BH/IOBe CTAQHIOKOKH H € OOMKHOBEHO N0-BHCOKA NPH
HO30KOMHAJTHUTE H30JIaTH.

5.2 dapMaKOKHHETHYHH CBOMCTBA
Abcopbuyus

Csiex mepopajHO MPWIOKEHHE Ha €HOKPaTHH JI03d OT 250 mg, 500 g H 750 mg
UNpodIOKcanuH TabneTkH, NUIPOQUIOKCANAH Ce abGcopOupa OBp30 H E€KCTCH3HBHO B
rojsIMa CTeNeH OCHOBHO B TBHHKOTO UE€pBO, KaTo JAOCTHra MakKCHMajHH CEpyMHH
KOHIEHTPAIMHU cJie]] 1-2 Jaca.

EnHoXpaTHHTE A03H B HHTEpBAJA 100 — 750 Mg BOAAT 10 3aBHCHMH OT J103aTa MaKCHMaIHHA
cepyMHH KoHIeHTpauuH (Cmax) MeXay 0,56 H 3,7 mg/L. CepymMHHTE KOHLEHTpAIHH
HapacTBaT MPONOPIHOHAIHO ¢ IO3HTE 10 1000 Ig.

AGCOIOTHATA GHOHAIMIHOCT € OKO0JIO 70 — 80 %.

YCTaHOBEHO e, Ue Zl03a OT 500 mg, IpHEeMaHa NepopajHO Ha BCEKH 12 Haca, BOAK 10 1101
oz KpHBaTa Ha cepyMHa KOHIEHTpallusd - BpeMe (AUC), exBHBaJICHTHa Ha Ta3H, NOJTyJeHa
cJleJ] MHTPaBeHO3HA HH(Y3HA Ha 400 Mg NHIPOQUIOKCAIIHH 32 60 MHHYTH Ha BCEKH 12 Jaca.

Pasnpedenenue

CBpp3BaHETO Ha IHIPOPUIOKCAUWH C IUJIA3MEHWUTE IPOTEHMHH € HHCKO (20-30 %).
[{unpodoKcaHH ce HaMHpa B IJIa3MaTa OCHOBHO B Helogru3upaHa ¢opMa H UMa IOJIAM
cTanMoHapeH obeM Ha pasmpeziejieHHe OT 2 — 3 L/kg TesmecHo Terno. HUnpo@ioKcanuH
AOCTUra BHCOKH KOHIEHTPAlMM B Da3jIHYHH THKaHH KaTo Henua npob (enuresmaaHa
TEYHOCT, ABEOJIAPHA Makpodard, GHONCAYHA ThKaH), CHHYCHTE, Bb3llaINTe/THITE OrHHINA
(Be3sMKy/IapHA TEYHOCT OT KAHTADHAWMC) ¥ YPOTEHWTAJIHHA TPAKT (ypuna; " ifpoctrara,
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YeTaHOBeHH ca HHCKHM KOHIIEHTPAIHH Ha YeTHPHU MeTabOoJIMTa, KOUTO ca MAeHTH(hHUIMpaHU
KaTo: JAeserwiacHenmunmpoduiokcampe (M 1), cyndonunpoduiokcanun (M 2),
oxcouunpodiokcanud (M 3) u ¢opmuwimunpodaokcanms (M 4). Merabosmrure HMar
AHTHMHMKPOOHA aKTHBHOCT in-vitro, HO No-c1aba B cpaBHEHHE C U3XOAHOTO BEILIECTBO.

3Hae ce, ue nuUNpodaoKcauH e ymepen HEXubuTOp Ha CYP 450 1A2 H30-eH3HMHTE.

Eaumunupane

[Innpodokcanu ce eKCKpeTHpa JI0 To/iiMa cTeneH HellpOMeHeH mpe3 ObbpenuTe H B 0O-
Majka cremeH — ¢ (dexanmure. CepyMHHUAT €IHMHUHAIHOHEH MNOJYKMBOT IIDH JIMHA C
HOpMaJIHa OBOpeuHa QyHKIHA € TPUOIM3UTETHO 4-7 Yaca.

l?lccupelifm Ha Eunpocbngxcam (% or mpo3ara)
_-I Ilepopa/HO IPHJIOKECHHE

~ Ypuna PDexraJIuu
].[H]Il'pO&)JIOKC?]IHH Y ] 25,0
IMe'raﬁoJm'm (M1-M4) J 11,3 759

BEOpedHUAT KAMPBHC € MexkAy 180-300 mL/kg/h, a oOIHAT TeseceH KIUPBHHC € MEeXAY
480-600 mL/kg/h. Ilunpoduiokcalus ce HoIara, KakTo Ha IJIoMepy/iHa GHITpalHsA, TaKa
u Ha TyOynapHa cekpeuus. TexkuTe HapynmieHusa Ha OpOpedHara QyHKIHA BOMAT A0
yAB/IKEH MOJIY>KHBOT Ha ITAOPOdIIOKCcalnH A0 12 Yaca.

M3BbHOBOPETHAAT KIHPHHC Ha MHUIPOGUIOKCAUMH ce OCHIIECTBABA OCHOBHO Ype€3 aKTHBHA
ceKpellds B 4epBaTa u Merabosm3upane. 1 9% OT /103aTa Ce eKCKpeTHpa mpe3 *IbYHHA BT, B
WOITHYKATA MANPOGUIOKCAAH € BbB BHCOKH KOHOEHTPALHH.

I[HeduampuyHu ngyueHmu
JIaHHKTE OTHOCHO (papMaKOKHHETHKATA IPH MeHATPHYHH MTAUHEHTH Ca OrpaHHICHH.

[Ipu eaHo npoyduBaHe NpH Aena Cmax H AUC He ca 3aBHCeJIH OT Bb3pacTTa (HaJ ¢AHOTOHIHA
gp3pact). He e HaOyiofaBaHO 3HAYHMO MMOBHIIABAHE HA Cmax B AUC ey MHOIMOKpaTHO
upwiaraie (10 mg/kg Tpu ITbTH HA AEH).

IIpu 10 gena ¢ TexbK cencHc Cmax € Omya 6,1 mg/L (unTepBan 4,6 — 8,3 mg/L) cuen
eHOYACOBA HHTPaBeHO3Ha HH(}Y3HA Ha 1032 10 mg/kg mpH iena Ha BB3PacT Mo/, 1 ToAHHA B
cpaBHeH¥e ¢ 7,2 mg/L (urTepBan 4,7 — 11,8 mg/L npH iena Ha Bb3pacT MeXAy 1 H 5 TOAWHH.
CroiigocraTe Ha AUC 3a CHOTBETHHTE Bb3DAcCTOBH IPYIH ca OHJIM CHOTBETHO 17,4 mg*h/L
(unTepBai 11,8 — 32,0 mg*h/L) u 16,5 mg*h/L (aaTeppai 11,0 — 23,8 mg*h/L).

Tesd CTONHOCTH ca B TPaHHIHTE HA ChOOINABAHWTE IMPH BH3PACTHH NPH NpHJIAraHE HA
TepanepTHuHu A03u. Ha 0Oasa Ha NOMyJANAOHHHA dapmakOKHHeTHYeH aHaJH3 IIpH
IIeTHATPUYHH TAIHEHTH ¢ PATHIHK HHQEKIHH, TPOrHO3HUAT CPE/IEH Oy KUBOT NIPH geua
e OKOJIO 4-5 4aca, a GHOHAJIMYHOCTTA Ha €pOpaIHaTa CyCIIEH3HA BapHpa OT 50 10 80 %.

5.3 [IpeaxIHMHUIHH JAaHHH 38 0e30MmMacHOCT
Hek/IMHHUHUTE JAHHKA He [MOKa3BaT 0coOeH PHCK 3a XopaTa Ha 6a3a Ha KOHBEHIHOHATHATE
W3OMTBaHHA 3a TOKCHYHOCT NPH €AHOKPATHO NPHJIATAHE, mxcaqnogg;ﬁﬁwﬁ. MHOTQKPATHO
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IpHaarase, KaHIEPOTeHEeH NOTeHI AT HAN penpoOiyKTHBHA TOI(CH‘IHQQI“;{;;%&:7"::,,:«-
[logo6HO Ha MHOTO APYTH XHHOJIOHH, HHIPOQUIOKCAIIHH € (bommkcqqeﬂﬁf’ el IPH SKHBC
KIMHAYHO DEJeBAHTHH HHBA Ha eKCHO3HuMA. JlaHHWTE ga- | hoToMyTare

(hOTOKAHIIEPOTEHHOCT OT EKCIIEPMMEHTH MPH XMBOTHH NOKa3BaT uﬁﬁ_, GTOMyTareHe,
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dororymoporeren edexr Ha nunpodiokcanrH in-vitro. To3u egexT e ChIOCTABHM € TO3H HA
APYTA THPa3HH HHXUOUTODH.

[ToOHOCHMOCT TI0 OTHOIIEHHE Ha CTABHTE:

KakTo e chobImeHo 3a JpYrH THpa3HM HWHXHOMTOPH, IHIOPOQPJIOKCANHH HPpHYHHABA
yBpex/laHe Ha ToJIeMHTe HOCENIH CTaBH IPH XHBOTHH C HE3aBBPIIEH PACTEeX. CreneHTa Ha
yBpexkJaHe Ha XpyIala BapHpa COOpel], BB3PacTTa, XHMBOTHHCKHA BHA H [103aTa;
YBPEXJaHETO MOXKE Ja Ce HAMaIM aKO CTaBUTE He Ce€ HaTOBapBaT. [TpoyuBarusATa IpH 3pEeIA
JKMBOTHA (ILUTbXOBe, KydeTa) He MOKasBaT AAHHH 3a yBpeXJaHe Ha xpymsaure. Ilpu
npoy4yBaHe IpU MJIafH KydeTa OT MOpoAa Ouire NUIPOGUIOKCAIIMH € JIOBEA JI0 TEeXKH
OpOMEHM B CTaBHTE IPH MpHJarade Ha TEPaNeBTHYHH [03¥ B NPOAWDKEHHE Ha 2 CE/IMHIH,
KOHMTO Bce onle ce HabsioaasarT 4 ¢JIen 5 Mecela.

6. PAPMAIIEBTHYHUMA JAHHU
6.1 CnMCcHK HA NIOMOIHMUTE BEIECTBA

Beska duniMupana taGrerka 1{HNpOsiOH ChABPXKA MUKPOKPHCTAIHA [IEJTyJ103a, IJapEBHYHO
HHUIIIECTe, XUAPOTeHU3HPAHO PACTHTEJTHO MAcJIo, HATPHEB HUINECTCH IJIMKOJAT, KOJOH/ICH
CHJIMIIMEB JIHOKCHJI, MarHe3HeB cTeapar, TAIK, THTAHOB AHOKCH]L (E 171), TOJIAETHJIEH
[JINKOJI, XWIPOMEJ03a, CHMETHKOH, IIO/IMaKpWilaTHa [AHCHEPCHA (cpmositHMEp Ha
METAKPWIOBA KMCEIMHA — €THJIAKPWIAT).

6.2 HeChbBMECTHMOCTH
HenpuioKuMO

6.3 Cpox Ha rogHOCT
5 FOJITHHH

6.4 CnenmMajJHM YCJIOBHA CBXPAaHCHHC
Jla ce cpxpansasa noz, 25°C!

6.5 /laHHM 34 ONMAKOBKaTAa
PVC/ Al 6aucrepn ¢ 10 pryiMHIpan TaGsieTkn B KapTOHEHA KyTHs ¢ JINCTOBKA 32 NAlHEHTA.
TosleMHUHA HAa OIAKOBKATa X 10 TaOJIETKH.

6.6 CnenMaJHM NPEANa3sHH MEPKH NPH H3XBBPJIAHE 1 pabora

Hama cnenia/iHyd H3UCKBaHAA.

Hen3noi3BaHMAT MPOAYKT WIH OTHAABIHHATE MATEPHAIH OT HETO TpAOBa Ja ce H3XBBPJIAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHHAA.

-, IIPATEXXATE/I HA PAZPEINIEHMUETO 3A YIIOTPEDA
Ume I0OamespcuT Meanxaa Pucspa OO
= AJpec: 1330 Codmus, x.K. “Kpacha nossaHa”, 01.132, BX.A, aIl.7

P Crpana  bmirapus
® Tenedon: 02929 06 08

o Paxc: 02 9209 06 08
1 e-mail: pro.manager@unimr.com

8. HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA
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9. JATA HA ITbPBO PABPEIIABAHE/TIOAHOBABAHE HA PASPEIIEHIETO
10. IATA HA AKTYAJIN3UPAHE HA TEKCTA NEN B
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