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1. UME HA JEKAPCTBEHMUA NTPOAYKT | Kpamka xapax,
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E9RE 11018

[lunpo6aii 500 mg dunmupanu TabneTkH
Ciprobay 500 mg film-coated tablets
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2. KAYECTBEH U KOJTHYECTBEH CbCTAB
Beska punmupana Tabnerka chabpka S00 mg uunpoduiokcauuH (KaTo XUAPOXJIOpUN).

3a MbJIHUA CITMCHK HA MOMOIIHUTE BelleCTBa, BHXKTE To4ka 6.1.

J. JIEKAPCTBEHA ®OPMA

®unmupaHa tabseTka.

[Tpoasnrosaru, noutH 6enu 1o 61en0 xbiaTreHukasu TabneTku ¢ ornevyarado “CIP score 500” oT eqHara
crpaHa u jjorotro Ha “BAYER” (kpbcTa) Ha apyrara crpaHa.

Tabnerkara MOXe aa ObJ1€ pa3aciieHa Ha IBE€ PaBHH [103H.

4. KJAUHHUYHH JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHSA

Llunpo6aii 500 mg ¢puiMupaHu TabneTKu ca npeAHa3HA4Y€HH 3a JICYEHHUE Ha CJIeAHUTE MHPEKLUMH (BXK. TOUYKH
4.4 u 5.1). I'lpenn 3ano4BaHe Ha JieueHHETO TpAOBaA J1a ce 00BbpHE CneLraHO BHUMAaHHE Ha HAJIMYHATa
HHpopMaLKs 3a PE3UCTEHTHOCT KbM LIMIIPOQIIOKCALIHH.

Tpsabsa na ce uMa npeaBUa OPULIMATHOTO PHKOBOICTBO 3a NMOAXOAALLO H3MOI3BaHE HA aHTHOAKTEpUATHH
CpencTsa.

Bb3pacTHH
© Mudexunn Ha JONHUATE QUXATETHM MbTHILA ¢ [ paM-oTpULIaTeIHU OaKkTepuH
- o0ocTpsHe HAa XpOHHUYHa 00CTpYKTHBHA OesoapodbHa 6osiect. [1pu obocTpsHE HA XpOHUYHA
obcTpykTHBHaA 6enoapobHa 6onect Liunpobaii TpabBa na ce u3nos3Ba caMo KOraTo ce CYMTa 3a
HenoaxoAslla ynorpedara Ha Apyrd aHTHOAKTEpUATHH CPECTBa, KOUTO OOHYaNHO ce
Mpenopb4Bar 3a Jie4eHHUe Ha Te3U HHPEKLIUH.
- OpOHX0-MYJIMOHATHA HH(pEKLXH NMPpU KUCTO3HA PUOpo3a win npu OpoHXHEKTa3us
- [MHEBMOHMS
« XPpOHUYHO CYyNypaTUBHO Bb3MAJICHHE HA CPEAHOTO YXO
& OcTtpa ex3auepbaius Ha XpOHHYEH CUHY3HT, OCOOCHO aKo € NMpuYMHEeHa oT [ paM-0TpULIaTETHH
OaKkTepHH
® HMudexuuu Ha NHKOYHUTE ITbTHULLA

- HeycnoxHeH ocTbp LMCTUT. [Ipu HeycnoxHeH ocTbp UMCTHT Llunpobait Tpsabsa na ce usnosnssa
caMO KOraTo Ce CYMTa 3a Henoaxojsua ynorpedara Ha Apyrd aHTHOaKTEpHAIHU CPECTBa,
KOMTO 00M4aiHO ce MpenopbuBaT 3a JICYEHHE HA Te3H HHPEKLIHH.

- OcTbp NHENOHEPPUT

- YcnoxHeHH HHPEeKUMH Ha MMKOYHHUTE MbTHILLA

- bakTtepHaieH npoCcTaTUT




° Uudexuuyn Ha FreHUTATHKUA TPaKT
- FOHOKOKOB YPETPHT ¥ LIEPBHLMT, MPHIHHEHH OT YyBCTBHTENIHA KbM LIMITPOQIIOKCALINH
Neisseria gonorrhoeae
- OPXHENHAMAHMHT, BKIIOYHTEIHO CIyYaH, MPHYMHEHH OT JYBCTBHTEIHA KbM LIHITPOQIOKCALIMH
Neisseria gonorrhoeae
- TA30Ba BL3NAIUTENHA O0IECT, BKIIOUYHTEAHO CINYYaH, MPHYHHEHH OT 9YBCTBHTC/IHA KbM
uunpodokcalumH Neisseria gonorrhoeae

° HudeKunM Ha CTOMAIIHO-YPEBHMA TPakKT (T.H. IHAPUA HA [THTCHIECTBEHHLIUTE)
. HurpaabaoMuHanHy UHPEKUHH

. HHeKLHA HA KOXKATA H MEKHTE ThbKaHHK, MPHYHHEHH OT ['pamM-oTpHIaTe/IHH 6akTepHH

* ManurseH BbHIIEH OTHT

. HNH}pEKUHH HA KOCTHTE H CTABUTE

o [IpodunaxTika Ha HHBA3MBHH WH(EKIHH, NPHIMHEHH OT Neisseria meningitidis
° HMHxanaTopeH aHTpakc (NMoCTeKCNO3HIMOHHA MPOPUIAKTHKA U JICHEHHE )

[{umpodyiokcalliH MOXe Aa ObJie H3MOM3BaAH NPH JIEYSHHETO HA HEYTPONICHHYHH NMALIMEHTH C NOBALICHA
TEMIIEPATYPa, KOTaTo Ce MpeAnoaara 4ye NpuivHara e bakrepHanHa HHpeKLus.

€na H KOHOILIH

¢ BpoHXO-ImyNIMOHAIKH HH(EKLUH, NPHYHHEHN OT Pseudomonas aeruginosa, IpH NALMEHTH C

krcTo3Ha pubposa
¢ Ycn0XHEeHH HHEKIHH Ha IMKOYHHTE IThTHIIA # OCTHP MHENOHEPPHT
. HuxanaropeH aHTpaxc (NOCTEKCMO3HLHOHHA MPOJHIAKTHKA 1 JICHEHHE)

[{urrpodurokcallMH MOXKE Jia C& H3MO3BA 3a JICYCHHE HAa TEXKKH HHQEKIMH NpH A€lA H IOHOIIH, KOTaTo Ce
CYMTA, M€ TOBa € Heo0X0aHuMoO.

JleuenueTo 1p26Ba Aa GhAe 3aM0YHATO CAMO OT JIEKApH C OIMT B JICUEHMETO Ha KHCTO3HA GHHOpO3a n/Kin
TeXKH HHEKLHMH TIPH [ella H I0HOMH {BXK. To4kH 4.4 u 5.1).

4.2 Jo3EpoBKA H HAYHH HA NPH/I0KEHHAE

O3UPOBKa
Jlo3UpoBKaTa ce onpeaea OT MOKa3aHUATa, TEXECTTa H MACTOTO Ha HHOEKLMATA, TyBCTBHTEIIHOCTTa Ha

NMPHYHHHUTENA KbM LMTIpodioKcaituH, 6x6pedrara GyHKIME Ha NALMEHTa H TEJICCHOTO TEIJIO MPH eLa B
IOHOLIIH.

[MpoALDKHTENHOCTTA Ha ISYEHHETO 3aBUCH OT TEXECTTa Ha 3a00N4BaHeTo, OT KNIHHHYHOTO MPOTHYAHE
GaKkTEepHONOTHYHOTO PA3BUTHE.

JieueHueTo Ha HHOEKIHH, MPHYHHEHH OT ONpeAc/ieHH GakTepuu (Hamnp. Pseudomonas aeruginosa,
Acinetobacter wnn Staphylococci), MoXe 1a H3UCKBa N0-BHCOKH XO3H HRNPOQIIOKCAUHH K 6AHOBPEMECHHOTO
NMPUWIOKEHHE HA APYTH NOAXOAAIIM aHTHOaKTePHAIHH CpeACTBa.




Jleuenuero Ha HAKOH HHpeKIMHE (HATIP. TA30BA Bh3NANUTENHA 6oNecT, HHTPpaabAoOMHUHATHH HHOEKLIUH,
MH(EKLMM NP HEYTPONECHUYHH MAIHEHTH H HHOEKIIMHA Ha KOCTHTE H CTABHTE) MOXKE 1a H3UCKBA
eHOBPEMEHHO NpWIaraHe Ha APYTH NMOAXOAAUIM AaHTHOAKTEPHANIHK CPEICTRA B 3ABHCHMOCT OT CHOTBETHHTE

NaTorcHM.

Bv3pacmuu

Iloxazanna

I/In-cbexuim Ha JOJHHMTE AUXATENHY IbTHILEA |

HWHdekiuHn Ha
FOPHHTE JHXATCITHH
ITLTHINA

Undexumu Ha
| TMKOYHMTE ITHTHINA
(BX. TOYUKA 4.4)

- HeycnoxHeH CETBP

BHCTHT

JneBHA 1038 B mg O6ma npoABRJIXHTEJIHOCT HA
JevcHHe (DOTeHNHAJIHO
BK/JIIOYBAINO HAYAIHO
NAPERTEPANHO JICTIEHHE C
NBEOpOPIAOKCANHH)
500 mg nBa mpTH . 7 no 14 gum
1HeBHO fo 750 mg apa
METH JHEBHO '
Octpo 060CTpaAHE Ha 500 mg ABa IMbTH | 7 1o 14 1Hu
| XpoHHueH CHHY3MT nHeBHO 0 750 mg aBa
IThTH AHEBHO
XPpOHHYHO 500 mg nBa MLTH 7 no 14 guu
CYNypaTHBHO AHEeBHO Ao 750 mg aBa ,
BbL3MAJIICHUE Ha NbTH JHEBHO
CPEOHOTO YXO
| i
| ManHrHeH BbHIIEH 750 mg nBa mbTH 28 nHu po 3 Mecelia
OTHT JTHEBHO |
|

250 mg ABa METH | Imm

aHesHe 1o S00 mg nBa
ITbTH JHCBHO

[TpH KeHU B MIPEMEHOMNAY3a MOXKE
na ce m3nomisa 500 mg eqHOKpaTHA J03a

HHdJexmm_Ha
| reHMTANHWA TPAKT

| YcaoxHeH LMCTHT, 300 mg aBa meTH 7 IHH
OcTbp muenoHePpHT JAHEBHO '
! — - - ———.——I— -
YcnoxHen 500 mg aBa meTH MHHEMYM 10 aHn, MOXe Ja
MHENOHEPPHUT | aHeBHO no 750 mg xpa | O®Bae NpoALTKEHO A0 MOBEYE
[IBTH JHEBHO oT 21 AHH B HIKOH OCOOCHHU
ciykan (Hanp. abcuecH)
bakrepnaneH 500 mg nsa MLTH 2 — 4 cegMuLUH (OCTBP) A0
IMPOCTATHUT aHesHo 10 750 mg nBa | 4- 6 cenMHULK (XPOHUYEH)
METH JHEBHO
["OHOKOKOB YPETPHT 4 500 mg xaro 1 neH (eaHokpartHa n03a)
LEPBHLHT, NPHYUHCHH eHOKPATHA 1038
OT YYBCTBHTECIIHA
Neisseria gonorrhoeae




Hoxaszanng JdneBna noza B mg O6ma npoaLIKHETENHOCT HA
NedeHHe (IOTeHNHANHO
BKJAI09BAINO HAYAIHO
DapeHTePANHO JIEYCHHE ¢
NEROpOoPAOKCALIHH)
OpxuemnuauauMHT 1 500 mg aBa MbTH Hali-Manko 14 aHU F
TA30Ba Bb3MNATUTE/THA aHeBHO 10 750 mg nea
bonect, BKIHYHTEIHO ITTH AHEBHO
CIyvau, MpUUMHEHH
OT YYBCTBHTEIHA
Neisseria gonorrhoeae |
HNudexumnn Ha Hwnapus, npuiHHeHa oT 500 mg nea MLTH 1 nen
CTOMALIIHO- OakTepHH, BKA. AHEBHO
IPEeBHUSA TPAKT U Shigella spp. paznn4nu
unTpaabnomunan- | ot Shigella dysenteria
HK HHpEKLHH THII 14 EMITIPHYHO
NeYCHHUE Ha NHapHA Ha
TETCLICCTBEHULIUTE
Huapus, npHYHHEHA OT 500 mg pBa TBETH 5 IHH
Shigella dysenteriae HHEBHO
T™I ]
| Huapus, rq::w:{:mieﬁa“:"r-_1 500 mg agpa rLTH | 3 nHu
Vibrio cholerae ITHEBHO
TudonaHa Tpecka 500 mg ABa NbTH 7 ouu
N | AJAHCBHO —_— -
HurpaabroMUHATHH 500 mg aBa mMeTH S5 po 14 pun
HHMEKIMH, MPHUMHEHH | AHeBHO Ao 750 mg ABa
oT [ paM-OTPHUATEIHH I[TETH AHEBHO
Sakrepun
— — — M— — ]
HudekLpy Ha KOXKATA  MEKHTE ThKaHH, 500 mg aBa bTH 7 0o 14 nuHu
npHuHHeHH oT [ paM-oTpHLaTENHH OaKTepHH AREBHO 00 750 mg Apa |
ITbTH JHEBHO
Hudeximm Ha KOCTHTE H CTABHTE 500 mg aBa meTH MaKCHMaIHO 3 Mecella
AHEeBHO Ao 750 mg nsa
|7 ITbTH AHEBHO
— . -
HeyrporneHuyHHy MalMEeHTH ¢ MOBHIICHA 500 mg ABa meTH Jleuennero TpaOBa aa
TeMIepaTypa, KOraTo c¢ Mpeanonara ye nHeBHO no 750 mg aga [ NMPOSBDKH MPEe3 LEIHA NEPUOA
NpUYHHaTa € faxTepHaHa HHPEKLIHS. TbTH AHEBHO Ha HEYTPONCHHATA
[H{unpodnokcaumx Tpabpa Aa ce KOMOHHHKPa
¢ APYTH HOAXOAAH aHTHGAKTEpHATHH |
CpeACTBA B ChOTBETCTBHE ¢ OPUIMATHOTO
PBLKOBOACTEO.
[IpodrnaxTika Ha HHBA3HBHH HH(EKLMH C 500 mg xaro 1 neH (eaHOKpaTHa 1034)
Neisseria meningitidis eJHOKPATHA 4034
_— — N | —
HMHxanaTopeH aHTpaKe — 3a 500 mg apa rbTH 60 nena cnejn NOTBLPXKABaHE
NOCTEKCTIO3HIMOHHA MPOdHNAKTHKA, KAKTO H JIHEBHO Ha €KCHO3MIHS -

34 JIeYCHNAE HA JIMLA, KOHTO MOrar jha ce Bacillus
NMeKYBAT 4pe3 [1epopaIHO NMPDHIOKCHHE / T



Noxazanug JineBHA 2034 B mg O6ma npoABLJKHTETHOCT HA
l JcqacHHe (OTeHNHAAHO
BIUTIOYBAIIO HAYAJIHO
NAPEHTEPANHO JICIECHHE €
nanpodAoOKCcalHH)

KOI'aTO TOBA € KIHHMIHO NOKAa3aHO.
[TpunaraHeTo Ha 1eKapCcTBOTO TpAOBa fa ,
3104 HE KOJIKOTO € Bh3MOXHO MO-CKOPO '

CJICH HO,[[D.?EE HWIH [10T B‘BE,H.BH KOHTAKT.

Ileduampuuna nonynayus

MMoxazaHug JAneBna 1032 B Mg Obma
APOALKHTEIHOCT HA
JedenHe (NOTeHIHAJIHO
BKJAYBANIO HAYAIHO
NAPEeHTEPATHO JeHEHNE

¢ RHRPOGIOKCAHHH)

Kucrosna ¢ubposa 20 mg/kg TenecHo Terno xsa MbTH JHEBHO 10 no 14 aum
Io MakcHMyM 750 mg Ha no3a.

YcnoxHeRy MHPEKLUHH Ha 10 mg/kg TenecHO Terno fBa NbTH AHCBHO 10 no 21 aum

NHKOYHHTE MTHINE K OCTED no 20 mg/kg TenecHo TErno Asa MbTH

MHEIIOHSPPUT JTHEBHO 710 MAaKkcMMyM 750 mg Ha ao3a.

HMHxanaTopeH aHTpaKke — 34 10 mg/kg TenecHoO TErno nsa MbTH JHEBHO f 60 aena cnen

NMOCTEKCNO3HUHOHHA no 15 mg/kg TenecHo Terno ABa NbLTH NOTBBPXKAABAHE Ha

NnpoHIAaKTHKA, KaKTO H 32 IHEBHO g0 MakcuMyM 500 mg Ha nosa. CKCIIO3HIHA Ha

nedYeHue Ha JHUA, KOHTO MOrar Bacillus anthracis

Ja Ce JIEKYBaT 4pe3 NEPOPATHO

NPAICKEHHE, KOraTo TOBa €
KITKHHYMHO TTOKA3aHo.
[TpunaraneTo Ha NEKapCTBOTO
TpAOBa 4 3aMOYHE KOIKOTO €
BB3IMOKHO MMO-CKOPO ClIeA
NOJO3HpaH WIH MOTBbPAEH
KOHTAKT.

HpyTn Texkn HHdexkumuy 20 mg/kg TenecHO Teryo A8a ITBTH AHEBHO A0 B 3aBHCHMOCT OT
MakcumMyMm 750 mg Ha no3a. BHIA HA HHPEKLIHHTE

Ilayuenwmu e cmapuecxa ev3pacm

[TaimeHTHTE B CTAPYECKA BB3pacT TpAORa a MIyvasar A03a, noadpada cnopel TexkecTra Ha HHPEKIHATa K
KPEeaTUHMHOBHA KJIHPBHC Ha NalMeHTa.




ITayuenmu ¢ 6vbpeuno u weproopobro yepeacoane

[IpenopbYATETHH HAYANHE H NOAABPKAIIH 03 ITPH MAUMEHTH ¢ HapynmieHa 6p0peuHa QyHKIHA:

KpeaTHHRHOB KJHPLHC Cepymen [lepopanna no3a
[mL/min/1,73m?| KPeATHHHH [mg]
[umol/L]
> 60 <124 BroxTe oOnuaiHuTe
. ) 03K,
30-60 124 po 168 250 - 500 mg Ha
L _ BCeKH 12 h
<30 > 169 250 - 500 mg Ha
. BCEKH 24 h
[TaLeHTH HAa XeMOAMANTH3A > 169 250 — 500 mg na
Bcekd 24 h (cnen
AMANH33) _
[TampeHTH HA NEPUTOHEANHA > 169 250 - 500 mg na
AHANW3a BcexkH 24 h

He ce granara KOpMripaHe Ha J03aTa [IPH NAUMEHTH ¢ HapyLICHa YepHOApoOHa PyHKLMA.
Hsama npoy4BsaHiA 3a MpWIaraHe np# Aeta ¢ yspeaeHa 6p6peqna w/nin 9epHoApoOHa QYHKIMH.

Ha4HH Ha DpHIoKEeHHE

TabaeTkHTe TPAGBA Na ce rBITAT ¢ TEHHOCTH, 6€3 na ce rbpuaT. Morar Aa ce npHeMar ¢ HaH 6e3 xpaHa. Ako
ce MpUeMaT Ha Ipa3eH CTOMaX, aKTHBHOTO BemecTBo ce abcopbupa mo-6np3o. Tabnerkure

PO IOKCALIMH MOXKE /13 CE MPHEMAT N0 BPEME Ha XPaHEHHN, ChIbPXANIX MICTHH ITPOAYKTH HIIH
oforaTeHH Ha MHHepanu HAMHTKH. O0ade TabieTkiTe LMNPO¢NOKCaLIHH He TpAOBa Aa ce Ipuiarar
eHOBPEMEHHO ¢ MJIEYHH ITPOXYKTH {Hamp. MPACHO MIAKO, KHCENIO MIAKO) UK 0borareHH Ka MHHEpanH
HanHUTKH (Hamp. oboraTeH Ha KaNLMii NOPTOKaNoOB COK), KOTaTo T€3H MPOAYKTH HIIH HAMHTKH C& NpHeMaT
CaMOCTOSTENHO OTENHO OT XpaHeHuaTa. CnenosaTenHo TabneTkure nuirpodiokcalluH TpadBa na ce
npHIaraT Wik 1-2 4aca npeau, Wiy Hak-Manko 4 Jaca cJiel MACYHH ITPOAYKTH WIH 000raTeHn Ha MHHEpaIH
HAIIMTKH, KOTATO Te3H MIPOAYKTH H HANKMTKH CE MPUEMAT CAMOCTOATEIHO OTACNHO OT XPAHCHHUATA, KAKTO CE

OpenophyYBa 3a IEKapCTBa, ChABPXKAIMM Kanuuii (Bx. Touka 4.5, naparpad XpaHa H MJICUHH NPOAYKTH).

[IpH TeXKH CITy9aH HWIX MPH HEBb3MOKHOCT Ha HAUMEHTA Ja NOrTbIla TadneTKH (HAMp. NpH NalHeHTH Ha
EHTEPAIHO XPAaHEHE )} Ce MPenophBa JeYSHHETO 1 3all0YHE ¢ HHTPaBEeHO3¢H HHNPOQUIOKCALIHH, IOKATO €
BBh3MOXHO NPEMHUHABAHETO KBbM MEPOPATTHO ITPHIOXKEHHE.

TabneTkuTe uMNpodnoKkcaluH He TpAbBa Aa ce CMAaYKBAT H CICJ0BATENHO HE Ca MOAXOAAINH 32 ICUYCHHE HA
BL3PACTHH H JeLa, KOUTO He MOTAT Aa normbiuar TabneTky. [IpH TesH nauMeHTH MOXKe Ia Ce H3M0A3Ba ApyTa
nexapcTBeHa popMa (nepopanta CyCreH3 A).

Axo OBbAe npomycHaTa A03a, T4 TpAbBa aa 6ba¢ MpHeTa Mo BCAKO BpeMe, HO He NMOo-KBbCHO OT 6 yaca npeau
CneABallAaTa IaHMpaHa fo3a. AKO OCTasat No-Majiko oT 6 yaca npeau caeasaliara A03a, MponycHaraTa
j03a He Tpa0dBa Aa ce npHeMa H JcueHWeTo TpadBa Aa [POABDKH, KaKTO € MPCANKCaHO, ChC CleABalllaTa
IUTaHupaHa ao3a. He Tpabsa na ce npueMa ABoiiHA 1034, 332 13 C& KOMITEHCHPA NPOITyCHATATa 1034.

4.3 IIpoTHBONOKA3AHRKNA

e CBPBXYYBCTBUTCIHOCT KbM @KTHBHOTO BEILIECTBO, KbM APYTH XHHONOHH WIH KbM HAKOE OT
NOMOIIHHTE BEHIECTRa, M30poeHH B TO4Ka 6.1,

e EAHOBpeMEHHO NMPUIOKeHME Ha LMNPOhIOKCAllMH H TH3aHHAMH (BXK. To'ka 4.5).




4.4 Crnensainy NpeiyNpekIcHES H NPeANA3HE MEPKH PR ynorpeda

Ynorpefata Ha nunpodaokcanuH Tpabpa qa ce W30Arsa Mpy NABCHTH, KOUTO €8 HMAJIH CCPHO3HU
HeXeNaHy peakiiii B MHHAJIOTO NPH yToTpe6a Ha POAYKTH, ChEBPKALUH XHHOJIIOHH HITH (IyOPOXHHONOHH
(BX. Touka 4.8). JleueHHETO Ha TE3H NALMEHTH ¢ LHMIpoIoKcallHH TpabBa Aa ce 3ano9YBa caMo NpH JIKMca
HA ATTEPHATHBHH BB3MOXKHOCTH 3a JIEYEHHE H CJIe]l BHHMATETHA OLICHKA Ha CHOTHOLIEHHETO NOJI3a/PHCK

(BX. CBINO TOYKA 4.3).

Texckn uHGeKHH H cMeceHH HHekimH ¢ ["paM-NONOKUTENHH U AHACPOOHH NATOTeHH
MoHoTepanua ¢ RUIPOGIOKCALMH HE € MOAXOAAIA 32 JICHEHHE HA TEKKM M CMeCEHH MH(EeKUMH, KOHUTO

6uxa MOITIH Aa ce TH/DKAT Ha ['paM-TonoXuTeJHH MnM aHaepoOHH naroreHH. [Ipn mogoOHM HHQEKUHH
LHNpogIOKCALIMHE TpAOBa Aa ce mpunara eAHOBPEMEHHO ¢ APYTH NOAXOASMH aHTHOAKTEpHAITHY CPEACTBA.

CrpenToxokoBH HHMEKLWH (BKAIOUMTENHO Sfreptococcus pneumoniae)

Hunpodokcallui He Ce MpenophyBa 33 JICHEHHE HA CTPENTOKOKOBY HHQEKUMH MOpanH HEAOCTAThIHA
epHKaCHOCT.

Hudpexiiy Ha NFeHUTAIHHA TPAKT

"OHOKOKOB YPETPHT, LIEPBHLIMT, OPXHEMAAHANMHT M Ta30Ba Bb3NANKTENHA OOIECT MOTaT A8 CE MPUMUHAT OT
M30/1aTH HA PEe3UCTeHTHA Ha PuyopoxuHonoH Neisseria gonorrhoeae.

[To TazH mpududHA LMIpodnokcanuH TpaGBa Ha ce nmpwiara 3a JICYCHHE HA NOHOKOKOB YPCTPHT HIH
LEPBULIAT CaMO aKo MOXE a Ce H3KTIOMH Pe3HCTeHTHa Ha uMnpoduokcainH Neisseria gonorrhoeae.

[TpH OpXHEMMAWAMMHT W Ta30Ba Bh3nanurenHa GonecT eMNMpHYCH LMIPOQIOKCALMH MOXE a ce uma
npeaBHA B KOMOHHALIMA ¢ APYro MOMXOAALIO AHTHOAKTEPHATHO CPEACTBO (HAND. UeaTOCTIOPHH), OCBEH aKO
MOKE Ja CC W3KIIOYH PE3UCTEHTHAa Ha uMnpoduokcaiMH Neisseria gonorrhoege. AXO He c€ TIOCTHIHE
KIMHUYHO NMoAoOpeHne ciel 3-AHEBHO JeUeHHE, TepanuaTa TpaOBa 1a ce MpeoLeHH.

Hudexkuny Ha NUKOYHWTE NTHTHINA

PeancredTHOCTTa KBbM QUIYOPOXHHONOHK Ha Escherichia coli, Hali-4ecTHTe NaTOr€HH, NPHYHHABAILN
vHpEKLUHN Ha MUKOUHKTE IThTHINA, Bapupa B Lienud EBponeicku cbio03. [IpenopbunuTeNiHO € NpeaMcBallnTe
JIEKapH Aa B3eMAaT NPEeABHA PasIpOCTPaHEHHETO Ha JIOKANHATA PE3UCTEHTHOCT Ha Escherichia coli kbM
GONYOPOXHHONOHH.

Ouakpa ce eHOKPaTHATa 1032 HMIMPOQIIOKCALMH, KOATO MOXE JIa C& H3MON3BA NMPH HEYCIIOKHEH LIMCTHUT MPH
’KEeHH B MpeAMEHOoNay3a, 1a ¢ CBbp3aHa ¢ No-HHCKa ePUKACHOCT, OTKOJKOTO MPH NO-ro/iiMa
MPOTKDKHTE/IHOCT HA JedeHnero. Tosa bl TpAbBa Aa ce B3eMe MPEABKIL, ThH KATO HMA OTHOLICHHUE KbM
YBEHUABAIOTO Ce HHBO Ha Pe3NCTEHTHOCT Ha Escherichia coli KbM XHHOIOHH.

Hurpa-abaoMuHaniu HHdpekuuu

MMa orpaHudeHH JaHHH 33 ePUKAacHOCTTa Ha UHMIpOdIOKCcallH NPH JIEYEHNETO Ha TIOCTXHPYPrHIHH HHTpa-
ab1oOMHHANHH HH}EKLHA,

Jnapus Ha MHTEINECTBEHHIIUTE
Mpu u3bopa Ha mnpognokcauMy Tpabsa aa ce WMa NpeABHA HHOOPMALMATA 32 PE3UCTEHTHOCTTa KbM
IHNPOMIIOKCALMH HA CHOTBETHHTE IATOTCHH B MOCETCHHTE CTPAHH.

Hudexumy Ha KOCTHTE ¥ CTABHTE
Lunpodnokcauut TpaOBa a ce u3non3sa B KOMOMHAUUA ¢ APYTH aHTHMHKPOOHH CPEACTBA B 3aBHCHMOCT OT

pPe3yITATHTE OT MEKPOOHOIOTHUHHTE H3C/IEABAHNA.

HuxanaTopeH aHTpaxc
HanoasBaHeTo IIPH X0pa Ce OCHOBaBA Ha JAHHHTE 38 TyBCTBHTEIIHOCTTA in-vifro H eKCIICPHMEHTANHH JaHHH

PH XHBOTHH 38¢JHO C OTPEHMYEHH JAHHM NpH xopa. Jlexysamure nexapu Tpabsa na ce chobpasfT C
HALHOHAMHHWTE WM MEKIYHAPOAHH KOHCEHCYCHH JOKYMEHTH 1O OTHOUICHHE HA NEYE€HHETO HA




IleguaTpyyHa NOITYJIGLHA
[Ip# ynorpebaTa Ha UHIPOdIOKCALMH NPH ASLia M IOHOIRHK TPA6Ba Na ce Cnassa HATWIHOTO OPHLMANHO

pBKOBOACTBO. JleueHHneTo ¢ LMITpodIOKCaLHH TPAOBA Aa ce 3anoyvBa caMo OT JICKapH, KOUTO MMAT OMHT C
nedeHHe Ha KHCTO3HA GHOpo3a H/HIM TeXKH MideKIMK Mpy Aeua H IOHOLIH.

VCTaHOBEHO €, 1Me LMIMPOdNOKCALMH NMPEeaU3BHKBA APTPONAaTHA Ha HOCEHIIHTE TE/IECHATA Maca CTaBH NPH
HE3pEJiH KUBOTHH. JIaHHHTE 3a 6€30MacHOCTTa OT €IHO PAHAOMH3IHPAHO, IBOHHO-CRANO NIPOYUBaHe 3a
MPUIOAKEHHETO Ha LMNPOodIOKCALMH NMPH Aelia (rpyna Ha LHIIPpo(oKCalMH: n=333, CpeHa Bh3pact =
6,3 ronHHK; KOHTPOJHA rpyna: n=349, cpeiHa Bb3pacT = 6,2 FO/IMHH; BH3PAcTOB AHaNa3oH = 1 1o

17 roAMHH) MOKA3BAT YECTOTA HA NOA03PEHME 33 CBLP3aHa C JIEKapCTBOTO aprponaris (YCTaHOBeHa Ha Oaza
KIMHHYHH CUMITTOMH H OIUI8KBAHHA, CBBP3aHH CHC CTaBUTE) 10 AcH +42 o1 7,2 % u 4,6 %. CroTBETHO
YecTOTATA Ha CBBLP3AHATA C IEKapCTBOTO apTPOINaThd ClIER EAHOTOAMIIHO NMpochaeaapaHe € Ouna 9,0 % u
5,7 %. YBenH4YCHHUETO HA YECTOTATa Ha MOA03PEHHE 38 CBbP3aHa ¢ JIEKapCTBOTO aPTPONATHA HE CE
paiM4Yasa CTaTHCTHYCCKH 3HAYAMO Mexay rpynure. Jleuenuero Tpabsa aa ce 3ano4sa CaMo Cliell
BHMMATEHa MMPELIEHKA Ha ChOTHOINEHUETO NONI33a/PHCK NOPaAM BEPOATHOCTTA OT HEXENAaHH PCAKLIMH,
CBBLP3aHH CHC CTABMTE W/HIH OKOJIHMTE ThKaHH (BK. TOUXa 4.8).

Bponxo-nyamonanuu ungpexyuu npu xucmosna gpubposa
B KIMHUYHHTE NPOYYBaHKS ¢a 0OXBaHATH A€la H IOHOUIH Ha BB3pacT Mexay 5 H 17 roanHu. CeinecTByBa
MO-OFpaHK4eH OIMT MPU JIEYEHHETO Ha N2 Ha Bb3PacT MeXay | H 5 rOAHHH.

Venoacnenu ungbexyuu Ha nUKOMHUME NoMULA U nueroHedpum

NeueHne ¢ UMNPODIOKCALMH NPH HHBEKLHHA HA MMKOYHHUTE THTHINA TPpAOBa a ce OOMHCIH, KOraTo He
MOXe JIa € ITPHUJIOKH JIPYTO JiedeHH e, H TO TpA6Ba ja ce Ha3upa Ha pe3yNTaTHTE OT MHKPOOHOIOrHYHUTE
M3CIIEOBaHHA.

B kNHHUYHATE MPOYYBAHHA €A BKIIOYEHHM Aela H IOHOIIH HAa Bh3pacT MEXAY 1 B 17 roanHH.

Hpyzu cneyughuunu medxcku undexyuu

JIpYrH TeXKH HHOEKIIHNA ChriacH0 OPHIMAIHOTO PHKOBOACTBO HIH CJIE/l BHMMATEJIHO OLICHABAHE Ha
CHLOTHOIIEHUETO TION3A/PHCK, KOTATO HE MOXeE 2 ¢€ M3NOJI3Ba APYIo JICYCHHE WIN CNIE] HEYCNEX Ha
KOHBCHIIMOHATHATA TEPANHA ¥ KOraTo PE3yNTATHTE OT MHKPOOHONOTHIHHTE H3CIEABAHHA NOAKPENAT
H3MO3BAHETO HA LMIPOQIOKCAIUH.

H3ron3BarHeTo Ha HHOpoduIoKcaliuH NpH cnelbHaHr TeXKH HHEKIHH, pa3iiHiHy OT 0TOCNA3aHHATE 10~
rope, He € OLIEHEHO B KIMHHYHH MMPOy4BaAHMA H KJIHHWYHHAT OTIMT € orpaHkdeH. [1o TasH MpHyHHA ce
[penopp4sa NOBHLICHO BHUMAHHUE NPH fieYeHHE Ha TAKHBA MAUHEHTH.

CBPBXIYBCTBUTEAHOCT
CBpbXYYBCTBUTERHOCT H ANEPrHIHU PEAKIHH, BIUTIOYHMTENHO aHaGHNaKCHI H aHAQHNAKTOKAHH PeaKumy,

MOTaT J1a Ce MOABAT CJIE] €AHOKpaTHA No03a (BiK. Touka 4.8) ¥ MoraT fa ca XMsoTo3acTpaluasaium. 1ipn
nosABa Ha TAKABA peaklua wunpodnokcaumH Tpa6Ba fa ce MPEKPaTH H € HEOOX0AMMO aCKBaTHO
MEAHLIHHCKO JICYEHHE.

MpoAWDKHTENHH, HHBATHAH3HPALIH W [IOTEHIIHANTHO HEOOPATHMH CEPHO3HH HEKENAHH JIEKAPCTBCHH

DEaKIIMH
CroburaBa ce 3a MHOTO Pe/IKH CTy4aH Ha MPOABLJDKHTENHH ([TPOABDKABANIH MECELH HIIH MNOJHHH),

HHBAIMIH3IMPAIIH H MOTEHUMKAIHO HEOOPATHMH CEPUO3HH HEKENIaHH JIEKAPCTBEHH PEaKlMH, 3acATalliu
Pa3IHYHH, MOHAKOra MHOTO CHCTEMH B OpraHuiMa (MyCKYJIHO-CKEJICTHE, HEPBHA CHCTEMA, NICHXHKA B
CETHBHH OpPraHy) NpH NALMEHTH, NOTyaBalilH XMHHOIIOHH H QIyOPOXHHOJIOHH, HE3ABHCHMO OT TAXHATA
Bh3PAcT M Bede CHLIECTBYBALIMTE PHCKOBH daxTopH. LinnpodroxcawnH Tpabea aa ce cnpe He3abaBRO NpH
ITBPBHTE MPHU3HAL WK CHMITTOMH Ha BCAKA CEPHO3HA HEXKeJIaHa PCakilii KaTo faliHeHTHTe TpAdBa na ce
MOCHLBETBAT Ja C€ CBBKAT ¢ TEXHMUA JIEKap, MPEAINHCan JICKapCTBOTO, 32 ChBET.

TeHAUHHT M pA3KHCBAHE HA CYXOXKHITHE
[To nparuno munpoduiokcaluH He TpA6Ba Ja ce MpAiara Npy NakMeHTH ¢ aHAMHECTHYHH JaHHH




ChOTHOLIEHHETO TOI38/PHCK € PE3MONKHO MPEATMCBAHETO Ha LHIIPOQNOKCAIHH HAa TAKHBA NAIIHEHTH 32
NIEYEHHe Ha ONpeeNeHH TEXKKH HH(EKIHH, 0COOCHO B CTyUanTe HAa HEYCIIEX HA CTAHJAPTHATA Tepallkia Wi
OakTepuanda pe3HCTEHTHOCT, KOIaTO MUKPOOHONOTrHIHHTE JaHHH NOAKPENAT W3NOI3BAHETO HA
uHnpodhIoKCaLlUH.

TeHAMHUT 4 Pa3KBCBAHE HA CYXOXKHIHE (MO-CMIELHATHO aXHIIECOBO CYXOXHIIHE, HO Oe3 aa ce orpaHn4aBa
caMo J0 HETO), NOHAKOra IByCTPAHHO, MOXE JIa ¢ NOIYYH ollle B paMKHTE Ha 48 Jaca OT 3anoyBaHe Ha
JICYEHUETO ¢ XHHOJIIOHHE H QUTYOPOXHHOJIOHH KaTO MMa choOLIeHHA 33 TaKHBA, Pa3BHIIH C& IOPH A0 HAKOJKO
MeceHa ciell MPEKPaTaBase Ha Jie4eHHeTo (BX. To9Ka 4.8). PHCKBT OT TCHAMHAT H pa3skbCBaHe HA
CYXOXIIHE Ce TIOBHINABA MPH NO-Bb3PaCTHH MALIMEHTH, NAKCHTH ¢ Ob0pedHO yBpeicIaHe, MALHEHTH C
TPAHCIUTAHTHPAH COTMAEH OpPraH H TAKMBA, NIEKyBaHH ChITBTCTBALIO ¢ KOPTHKOCTEpOMAH. T]o TasH npHuMHa
CHITBTCTBAILATA YNOoTpe0a Ha KOPTHKOCTEpOHAM TpabBa Aa ce U3bArsa.

[TpH nbpBHA MPH3HAK HA TEHAMHHUT (HAIp. 6ONE3HEHO NOAYBAHE, BL3MNANCHHE) JIEUEHHETO C
MIpogaoKcaLHH TPA6Ba Aa ce MPEKPaTH K a c¢ OGMUCITH aNTEPHATHBHO JicYeH e, 3aCerHaTHAT(Te)
kpalinuk(uu) Tpa6pa na Obae(aT) nexyBaH(4) 0o NOAXOAAL HauuH (Hamp. obe3apkBaxe). He Tpabea ga ce
H3MOJM3BAT KOPTHKOCTEPOHIH, aKO C€ MOABAT MPU3HALM HA TCHAHHONATHA.

€HTH C MHACTCHHA A

Liunpodnokcauus Tpa6sa Aa ce H3NOI3BA C NOBHILIEHO BHKMaHKE IPH NaLHEHTH ¢ MHACTEHHA IPABHC,
3aI0TO CHMITTOMMTE MOXE Aa ce 060CTpAT (BXK. Touka 4.8).

AHEBDH3MA ¥ JHCCKAIHA HA A0PTATA H PErYPrHTALHA/HEAOCTATHIHOCT HA ChPASYHHTE KNy

EnuaeMMonOrdSHHTE MPOYYBAHMA [TOKA3BAT MOBHIICH PHCK OT aHEBPH3Ma M JHCEKALMA Ha aopTaTa,
oco0eHO ITPH MAIHEHTH B CTAPUECKA BL3PacT, KAKTO H OT PErypruTalid Ha a0pTHaTa M MUTPAITHATa Kiamna
cnex npeeM Ha guryopoxuaonoHH. CrobieHn ca Crydan Ha aHeBpA3Ma H JUCEKALMA Ha aopTaTa, NOHAKOora
yC/IOKHEHH NOPAJH pas3kheBane (BKIIOMHTESNHO € NETATEH H3X0R) U PETyPruTalHia/ HeAOCTATHYHOCT Ha
HAKOM OT CHP/JCIHHTE KIAMH MPH NailMeHTH, MpHeManH QuryopoXHHOIOHH (BXK. Touka 4.8).
3aTroBa QIYOPOXHHONOHUTE TPAOBA J1a € M3TIOM3BAT CaMO CJi¢l BHUMATE/IHA OLICHKa Ha ChOTHOBICHHETO
NOJI3A/PHCK ¥ ClieA pasTiiekAaHe Ha APYTH TepaneBTHIHH Bb3MOXHOCTH MPH NALKEHTH C NOJOXHUTENHA
dbaMwiIHa aHAMHE3a 33 AHEBPH3MA WIH BpoAcHO 3abo/1BaHe HAa ChPAEYHUTE KNAITH, WIN [TPH NMALMEHTH,
NMArHOCTHIIMPAKH C MPEIIECTRAIA aHEBpH3Ma H/IHTH NUCEKALHA Ha aoprara HitH 3a0o/1aBaHe Ha
CHPACYHMTE KAMH, WIH IIPH HAMMYHE Ha ApYTH PHCKOBH GakToph KK 3a00/14BaHKA, Tpeapa3nonaraiy
¢ KaKTO 33 aHEeBPH3Ma, TaKa M 3a ANCEKalMA Ha a0pTaTa ¥ 3a perypraralia/He0CTaThYHOCT Ha
ChPACYHHMTE KIaNH (Hanp. HApYIeHUs HA ChEIMHHTEIIHATA ThKaH, HaNp. CHHApoM Ha Marfan win
cuHapoM Ha Ehlers-Danlos, curapom wa Turner, onecr Ha Behcet, Xuneprouus, pesMaTonzieH
APTPHT) WIHK JOITHAHUTETHO
® TNpH aHEBPU3MA M AMCEKALMA Ha aopTara (Hanp. ChJAOBH HApYHICHHA, Hanp. apTrepuuT Ha Takayasu,
FATAHTOKIETbYEH APTEPHHT, HIIM H3BECTHA aTepOCKIIEPO3a WIH CHHIPOM Ha Sjdgren), wiu
JNOMBJIHATEIHO
® IIPH PerypryTalyiA/HeAOCTATHYHOCT HA ChPACYHMTE KIIANH (HAMpP. HHOEKITMO3ICH EHA0KAPIMT).
PHCKBT OT aHEBPH3IMA M JHCEKALMA HA a0PTaTa ¥ TAXHOTO Pa3KhCBAHE MOXKE ChILIO A2 CE MOBUIIH NPH
NaLHEeHTH, JIEKYBaHH €AHOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOHAM.,
B cnyyvali Ha BHe3anHa 60Jka B KOpeMa, IPhAHMA KOII MK repba naliueHTHTe TpAbBa Aa 6naatT
IOCHBETBAHH f1a C€ KOHCYJTHpAT He3abaBHO ¢ nexap B CIICMIHO OTIEIEHHE.
[MauuenTHTe TPa6Ba Aa 6BAAT MOCHBETBAHM /12 MOTHPCAT He3abaBHO MEHIIMHCKA ITOMOII B CITy4YaH Ha OCTpa
JHCTIHEd, NToABa Ha ChplicOMeHe (ManmUTali) WM pa3BUTHE HA OTOK HA KOPEMA WIH JONHHATE KpaiHHIIM,

3pUTEAHN HAPYIICHHA
AKO 3PERMETO C€ HAPYTITH WK Ce MPOABAT KAKBHTO U Ja 610 nocieauuy 3a ounte, TpAOBRa fa ce

KOHCY/ITHpaTe He3abaBHO CbC CIEUHAMCT MO O4HH OONECTH.

QOOTOYYBCTBHTEITHOCT
YCeTaHOBEHO €, 4 LHMpodIoKCcalMH MPHYMHIBA PeakiMy HAa QOTOYYBCTBHTENHOCT. I1al{HEHTHTE, KOHTO

npueMaT nunpoduiokcaiud TpabBa Aa 6bAaT NOCHBCTBAHH Ja H30ArBaT AMPEKTHO U3JIaraHe Ha CHAHA
CTbHYEBA CBET/IMHA, KAKTO H Ha YJITPABHOJETORO 00IrLUBaHe 11O BpeMe Ha JICYCHHETO (BX. ToUka 4.8).
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['bpUOBe

HzpecTHO €, e HHNpoduIokcaliMH, KaKTO ApYTH XHHOJIOHH, [TPOBOKHPa M'bPUOBE WIH MTOHWKABA Mpara 3a
nossa Ha repyose. CrobLiasa ce 3a cTywad Ha emwienTH4eH craryc. Liunpoduaokcanus Tpabsa aa ce
M3IONI3BA C MOBHIICHO BHHMaHKE MpH nauMenTH ¢ HapyimeHus Ha [ITHC, kouro eBeHTYanHo ca
MpeApa3oNoXeHH KbM rbpdobe. [Ipu nossa Ha rbpYOBE TEHEHHETO ¢ UMITPOGUIOKCALMH TPAOBa na Obae
npeycTaHoBeHO (BX. ToUKa 4.8).

[TepudepHa HEBpONATHS

Crob1aBa ce 3a CIy4a Ha CEH30PHA MM CEH3OMOTOPHA MOMTHHEBPONAaTHA, BOICLIH A0 NAPECTE3HH,
XHII0ECTE3Hs, THIECTE3H WM CAabOCT NMPH MALHEHTH, MPHEMANIH XHHOJIOHH H (uTyOPOXHHOIOHH.
[ManueHTHTE, KOUTO NpUEMAT LMTpodIoKcaLHH, TpAOBa fa GBAAT NOCHBETBAHM Ja HHGOpMHpPAT CBOA JIEKap,
Npeau 1a MPOTBDKAT IEYEHHETO, aKO CE MOABRIT CHMITTOMH Ha HEBpOMNAaTHA, Kato Dolka, ycellaHe 3a
napeHe, MpaByikaHe, H3TPhIBaHe WM CiabocT, 3a Na ce MPeAOTBPATH Pa3BUTHETO HA NMOTEHLUHATHO
neoGparuMo 3abonssaHe. (Bx. Touka 4.8)

[IcuxH4aHH peaxiiuy
B13MOXKHA € NOABATA HA [ICHXMYHHU PEAKiIMH JOPH Clie ThpPBO MPUIAraHe Ha LMITPOGIOKCalMH. B peaku

CITy4aH € Bb3MOXHO JENPECHATa WIH ICHX03aTa JIa POTPecHpaT KO CYHLMAHN HaMEpEHHS/MHCITH,
MpEepacTBAaIM B OIHTH 33 CAMOYOHACTBO WIH H3BBPIIBAHE HA CAMOYOHACTBO. AKO Ce NOABAT ACIpecH,

MCHXOTHYHM PEAKLIMH, MUCHH WIHA NTOBEACHKE, CBBP3aHH ChC CAMOYOHHCTBO, JIEHEHHETO ¢
uunpodnokcal#H TpaOBa f1a ce mpeyCTAHOBH.

CepAeyHH HADYIICHUSA
Tpa6ea ra ce BEHMaBa ¢ ynotpe6aTa Ha QIIyOPOXHHONOHH, BKIIOUHTENHO LHMPOGIOKCALIMH, IPY NAI{UEHTH

C H3BECTHH PHCKOBH (aKkTopH 3a yawnkasaHe Ha QT HHTEpBANa, Karo HaNpHMEp:
® CHHIApPOM Ha BpolcHMA yAWDKEH QT HHTEpBa
® enHOBpEMEHHa yroTpeda Ha JIeKapCTBa, 3a KOHTO € M3BECTHO, Ye yamnkasar QT uHTeppana (Hamp.
AHTHAPHTMHYHM CpeACTBA Kiac LA H I11, TPHIMKNHYHHY aHTHACTIPECAHTH, MAKPONUIH,
AHTHIICHXOTHIH)
® HEKODHIMpaH ENeKTPONUTEH Auchanatc (Hanp. XMNOKANHEMHUS, XHNOMarHe3HeMus )
e chpAeYHO 3abonsBaHe (HaNp. ChpAeYHAa HEAOCTATHYHOCT, MHOKap/eH HHGapKT, OpagukapaHs)

[TaumeHTHTE B CTEPYECKA BB3PACT M KEHHUTE MOXe Ja ObAaT No-4yBCTBHTENHY KbM JIEKapCTBa, Y IbJIKaBallHX
QTc uurepsana. [To Ta3u npudyHa TpA6Ba Aa ce B3eMaT MEPKH IIPH H3MNOI3BAHETO Ha QUTyOPOXHHONOHH,

BKJIIOYMTENHO LHTPOQIOKCALIHH, ITPH TE3H MOMYIaliHH.

(Bx. To4uka 4.2 TalHeHTH B cTapYecKka BPh3pacT, Touka 4.5, Toukxa 4.8, Totuka 4.9),

B,HCFJIHKBMHH

KakTo npH BCHUKH XMHOJIOHH, Ce¢ ChoOIaBa 3a HapYIEHHA B HHBATa HA KPbBHATA 3aXap, BKIIOYBAIIH, KAKTO
XUMOrNMMKEMHS, TAKa K XHUNEepriaukeMus (BxX. Touka 4.8), 00HKHOBEHO MPH BL3PACTHH AHAOETHIH, HA KOHTO
€ IPUNara CLIFTCTRALIA TePanyA ¢ NePOpaAIHH XMNOTTHKEMHUYHH CPEACTRa (Hamp. FMHOCHKIaMKA) WIH ¢
HHcynHH. Cho0maBaHM ca clilyyau Ha XHUMOrMKkeMHYHa KoMa. [1penopriBa ce BHHMATEHO NIpOCneaABaHe
HA IJIIOKO3aTa B KPBBTa NMPH NAaLMeHTH ¢ auaber.

CroManmHzo-9peBHA CHCTEMA
[TosBaTa Ha TEXKa H NEPCHCTHPAILA AHAPHA 110 BPEME KIIH e/ JIEYCHHETO ( BKIMIOYHTETHO 0 HAKOJIKO

CeMMLIY CJIe] JTISYCHHMETO) MOXKE A3 MOKA3BA KOJIMT, CBhP3aH ¢ AHTUOMOTHK (XKHBOTO3ACTPAIIIABAILO
ChCTOSHHME C BE3IMOXKEH daTaneH w3xoa), Ko#ro u3nckea HezabaBHO neyeHue (Bxk. Touka 4.8). IIpu TakHpa
CJYdaH JIeYeHHETO ¢ uMnpodaokcaums Tpatea Hesa6asHo Aa O6bae NpeycTaHOBEHO H Aa CE 3amovHe
noaxongma repanus. [[pwnaranero Ha aHTHIIEPHCTANTHYHH JIEKAPCTBa € TPOTHBONOKA3aHO B TAKHBA

CITyqaH.

Bsbpevuna U MMKOY4HA CHCTEMa
Hma cpofmenus 3a KPECTATYPHA, CBBP3aHa ¢ H3MONI3BAHEeTO Ha HMIpodIoKcalivH (BX. ToUKa

NpeKaIeHO ATKATH3IKPaHe HA YPHHATA.
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YepeneHa 6p6peuHa GpyHKUWSA
[Toxexe LUnpodIOKCallHH OCHOBHO C€ eKCKPETHPa HenpoMeHeH upes 6p6peunTe, € HeobXxoanMa KopeKLus
Ha [03aTAa ITpH NalHEHTH C YBpeAcHa 610pevna pyHKIMA, KakTO € ONHCAHO B To4Ka 4.2, 3a na ce u3berxe

yBE/HYCHHE HA HEXKEAHHMTE JIEKAPCTBEHH PEAKIHM MOPalH KyMyTHPaHE Ha IIMIPOPIOKCALMH.

XenarobunyMapHa cHCTEMa

HMma choBmeHHs 3a cityua Ha YepHoApoOHa HEXPO3a # HKHBOTO3ACTPAINABAIA YePHOAPOOHA
HEAOCTATHYHOCT NPH edeHHe ¢ unpodnokcanyH (Bx. To4ka 4.8). Jleuennero Tpabsa 1a Onae
MpeyCTAHOBEHO MPH MOABa HA KAKBHTO ¥ Aa 6110 Gene3d H CHMITOMH Ha YepHORPoOHO 3abonsBane (KaTo
aHOPEKCHS, KBIITEHRIIA, ThMHA YPHHA, ChpOeik WK OONe3HEH KOPEM).

Hedwrumt Ha rnoko3o-6-gochar ne reHasa

Cho0I1aBaHM ¢a XEMOJIHTHIHH PEAKLHH MMPH NPWIATAHETO Ha UHBPOQIOKCAIMH MPH NAUMEHTH C ACHHIAT
Ha rmoxo30-6-¢pocdar nexuaporenasa. [umpoduioxcauuH Tpadsa aa ce n3d4rsa Npy T€3H NALMEHTH, OCBEH
aKo MOTeHIMANHATA 0132 MPEBHINaBa BH3MOXKHHA PHCK. B TO3H ciTyyaid NoTeHUMAIHATA N0OKBA Ha
XeMONHTHIHA peakuMsa Tpabsa f1a ce MOHUTOpHpA.

Pe3UCTEeHTHOCT

[To BpeMe WK cliell Kypca Ha IeUeHHe ¢ HUMPOPIOKCALMH MOXKE 1a CE H30JTHpAT OAKTEPHH, KOMTO MOKA3BaT
PE3MCTEHTHOCT KBM LIMMPO(IOKCAIIHH Che N 6e3 KIHHHYHO H3sBeHa cynepuHdekima. Moke qa nMa
0coOEeH PHCK OT Pa3BHTHE Ha LIHMPOQIIOKCALHH-PEIHCTEHTHH OAKTepHH NPH YAR/DKABAHE Ha BPEMETO Ha
NICUYEHHE ¥ KOTATO C€ JEKYBAT HO30KOMHAUITHH HH)EKIMH WHITH HHPEKIHH, TPHIMHEHH OT BHIOBE
Staphylococcus n Pseudomonas.

Intoxpom P450
Liunpodnoxcanut uHxubrpa CYP1A2 v 1o 1031 HA9HH MOXKE /1a AOBEAE A0 NOBHILIABAHE CEPYMHUTE

KOHLICHTPallMH Ha €IHOBPEMEHHO MPWIAraH| BEHICCTBE, KOMTO €& METAGOIH3IMPAT OT TO3H €H3IUM (Hamp.
Teo(HIMH, KTO3ANMKH, OJIAH3ANKH, PONUHHAPOJ, TH3AHMANH, AYJIOKCETHH, aroMenaryH). Ilo Tazu mpuunHa
nalEeHTH, MPHEMAlll} TAKMBA BEIECTBA EAHOBPEMECHHO ¢ LIKXMPOGNOKCcalMH, TpAbBa Aa ObOaT BHHMATENIHO
Ha6oAaBaHH 33 KTHHWYHH APH3HALHM HA IPeO3HpaHe H MOXeE a Ce HANOXH ONpeaeigRe Ha CepyMHHTe
MM KOHLIEHTpalHH (Hanp. Ha TeoduanH) (BK. Touka 4.5). EnHoBpeMEHHOTO MpUIAraHe Ha UMMpodroKcalMH

H TH3AHHAHUH € TPOTHBONOKA3AHO.

MeTtoTpekcar
He ce npernopbuBa e[HOBPEMEHHOTO NMPHJIaraHe Ha HUNPOQIOKCAMH H METOTPEKCAT (BXK. TOYKa 4.5).

[MornugBaHe Ha NabopaTOpHU WIcNeABAHHA
AKTHUBHOCTTA in vitro Ha tMInpodJiokcaiiH cpeinry Mycobacterium tuberculosis MoXe fa noBe/ie a0

danuKBo OTpPULATENHH OAKTEPHONIOrHYHH PE3YITATH B NPOOH HA MAILMEHTH, KOWTO NOHACTOAIICM PHEMAT
HNpOGIOKCALIHH.

4,5 BaaumoaeilicTBHE ¢ APYIH JIEKAPCTBCHH NPOAYKTH H APYrH GOPMH HA BIaHMoAcHCTBHE

&]!HHHHE Ha ApYI'H MCAHKAMCHTH BBPX OK .

Jlexapcmea, 3a koumo e uzsecmno, e yowixcagam ()1 uwmepeana
LlunpodnoxcaimH, KakTo ApyrH (UIyOpOXHHONOHH, TpA0Ba na ce H3M0/I3Ba BHUMATEIHO ITPH MALHCHTHY,

NOJIy4aBaliy JIEKaPCTRA, 33 KOMTO € H3BECTHO, Y€ YADKapaT QT HHTepBaNa (Hanp. AHTHAPHTMHYHH
cpenctpa wiac A u 111, TpAIMKIAYHN aRTHAEIPECaHTH, MAKPOIH/IH, AHTHNICHXOTHLA) (BX. Touka 4.4).

Obpa3ysane HA XeAamHuyu KOMNAexcu
EAHOBPEMEHHOTO NPHIIAraHE HA LMITPOGIIOKCAHH (I1EpOPAITHO) H NOIMBAAEHTHH KATHOH-ChABPXKaIIlH

NEKapCTBa M MHHEPATHH A00ABKH (Hanp. Kammit, MarHesuii, amyMHHHH, ena30), docdar-crrp3BanM
nonaMepH (Hanp. CepenaMep WK NTaHTAHOB KapOoHaT), cykpanar Uiy aHTHAIIHIHH Cpe o5 TTHe
6ydepupann texapcTea (Hamp. TabneTky AMIAHO3HH), KOHTO ChIBPNAT MArHe3HH, amyMaHRive Vo qr.fn
HaManssat abcopOuuaTa Ha unpodiokcauHH. [1o Ta3u MpHYMHA UMITPOPAOKCALIHH T % 4—'-'%
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i-2 uaca npeay HAK NOHE 4 yaca cneq Te3u MPOAYKTH. ToBa OrpaHH4YEHHE HE C€ OTHACA 32 AHTHALMAHM
cpencTBa, MpHHAMIEXKAIH KbM Kiac H2-penerrropan 6moxeps.

Xpana u miaeunu npooyxmu

KanuusaT, cABPXKAIL C& B HOPMAIHHTE XpaHH, HE NOBIHABA 3HAYMMO abcopbomsaTa Ha UWHIPOQIOKCAIIHH
(NepoOpaIHO).

CrnegoBatenHo Tabaerkure LHNpodJIOKCALIMH MOraT Ja ce ITPHEMAT 10 BpeME Ha XpaHeHHSA, CBIbpiKalllA
MJIEYHH TIPOAYKTH WM oforaTeHu Ha MyuHepanu HanutkH. Obade TabaeTkure UMNPOGIOKCALMH, IPHIATAHH
e JHOBPEMEHHO ¢ MJIEYHH MPOAYKTH WK 060rareHy Ha MUHEPATH HAITMTKA (HaNp. MPACHO MIIAKO, KHCENOo
MIISKO, 060raTeH Ha Kaniit nopToKanos COK), KOraro Te3d MPoRYKTH WIM HAlIKTKH Ce NpHeMar
CAMOCTOATEIHO OTAEIHO OT XPaHEHHATA, MOTAT B3 HaManAT abcopOumaTa Ha DUIPOGIIOKCALIHH.

[Topaau ToBa TpaGBa Aa ce H30ArBa AHOBPEMEHHMAT MPHEM Ha MIEYHH IPOAYKTH HiIH 00OraTeHH Ha
MHHEPATH HANMTKH, NPHEMAHH CAMOCTOATENHO OT/JE/IHO OT XPaHEHHATA, ¢ TabNeTKUTE HMNPOGIOKCALMH K
tabnerkure nunpodroxcaurH Tpaba na ce npwiarat wim 1-2 yaca npeau, Wiy Haik-Maiko 4 Jaca ciefl
MJEYIHH NMPOAYKTH WIK 000raTeHH Ha MHHEPANH HANWTKH, KOraTo Te3H MPOAYKTH K HAITWHTKH CE NPHCMAT
CAMOCTONTETHO OTAENHO OT XpAaHEHHATA, KAKTO Ce [TPeNIoPhYBa 3a JIEKapCcTha, ChABPKAILM KaXLui (BXK.
Touka 4.2).

Buxre ceiio naparpaga no-rope O0pasyBaHe Ha XSJIaTHH KOMIUICKCH.

IIpobenu
[MpoSenuia nopnuasa 6EOpedHaTa CeKpels Ha HNPOPIOKCalHH. ENHOBPEMEHHOTO NMPUIOKCHHS Ha
NpobeHHIMA H UHTPOIIOKCALIHH BOAK A0 NOBHINABAHE HA CEPYMHATA KOHLICHTPALMA Ha WHNMPOQIOKCALMH,

Memoxaonpamuo

MeroknonpaMuz yckopaba abcopbiuara Ha urpodiokcali (nepopaneH), KOETo BOAH OO0 ChbKPATeHO
BpEME 32 AOCTHIaHe HA MaKCHMaNHH IU1a3Menn KoHLeHTpauuH. He ce Habmonasa edexr BBpXy
OMOHATHYHOCTTA HA LHIPO(IOKCALIMH.

Omenpa3son
EHOBpEMEHHOTO NPIICKEHHE Ha LIMIIPOQUIOKCALIMH H JIEKaPCTBA, ChABPKALLH OMENpa3osl, BOAH IO JICKO

Hamasienre Ha Cmax ¥ AUC Ha iummpod oK CalKH.

Edbextu Ha uvapoduiokcanut BbpXy APYTH JEKAPCTBEHH NMPOXYKTH:

Tuzanuour

TuraHWAMH He TpAOBa f1a ce mpuiara eJHOBPEMEHHO ¢ LMNTPOIOKCAIHMH (BXK. Touka 4.3). [Ipu eano
KAHHHYHO MpOYYBaHe BLPXY 3/iDABH HHAMBHAM € YCTAHOBEHO MOBHUIIABAHE HA CEpyMHATa KOHLIEHTpaLK¥A Ha
TH3aHWAMH (HapacTBaHe Ha Cmax: 7 mbTH, UHTepsan: 4 1o 21 mbTH; yennyasaHe Ha AUC: 10 muTh,
MHTEPBA: 6 40 24 ITETH) NMPH €AHOBPEMEHHO Mprnarane ¢ uxnpodgokcairH. IloBHIIeHaTa cepyMHa
KOHLICHTPALMA Ha TH3AHHIHH € CBBhP3aHa ChC 3aCHICH XMNOTEH3HBEH ¥ CEATHBEH e(deKT.

Memompexcam

B16peunusaT TyOyneH TPARHCMIOPT HA METOTPEKCaT MOXeE 13 Ob/ie MOTHCHAT NPH € AHOBPEMEHHO MPHIAraHe
Ha LHIPOdIOKCcALHH, KOSTO NOTCHUHAIHO BOAM A0 MNOBHLICHH MJIA3MEHH HHBA HA METOTPEKCAT U MOBHIIICH
PMCK OT TOKCHYHM PEaxiiHy, CBbP2aHH ¢ METOTpeKCaT. ETHOBPEMEHHOTO H3MONIBAHE HE CC MPENnopbYBa
(px. TO9Ka 4.4).

Teodurun

EnHoBpeMEHHOTO NMpHIAraHe Ha LMITPOGUIOKCALIMH H TEOQHIHH MOXE Ja AOBEJE N0 HEXENAaHO [T0BHIIABAHE
Ha CEpYMHATa KOHLCHTpaLMa Ha TeouH. ToBa MOXKe Ja JOBEAE A0 HEXKeETaHH PEAKLIMH, CBLP3aHH C
TeoWIHH, KOHTO B PEIKH CITyday € Bb3MOXHO Ja c2 XXHBOTO3acTpalllapamy Wi ¢ataran. [Ipu
enHoBpeMeHa yroTpeba Tpa0bBa Aa ce NpoBEPABAT CEPYMHUTE KOHUEHTPALMH Ha TCO(PHIHH H, aKO €
HeobxoAHMO, A03aTa MY [a ce peayumpa (Bx. Touka 4.4).

Lpyeu Kxcanmunogu npou3eooHu
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Denumour

EaHoBpeMeHHOTO NpHIAraHe Ha WHIPOIOKCalHH H (PEHHTOHH MOXE Aa AOBEAE A0 MOBHILIEHH HIIH
NOHWXEHH CEPYMHH HHBA H3 (JEHHTOHH, MOPAAH KOETO CC NPENOPphIBa MOHHTOPHPAHE Ha IEKAPCTBCHHTE
HHBA.

ﬂ UKAocCnopun

Habmonaea ce npexoaHo NoBUmeEHHe Ha KOHUCHTPaALHATa HA CEPYMHHA KPEaTHHHH, KOIraTo
HTIPOgIOKCALIMH M JIEKAPCTBA, ChABPKAINH [HKIOCIIOPUH, C€ NPHJIaraT eqHospeMeHHo. [lopann Tosa
gyecTo (B3 ITBTH CEAMHYHO) Ce Haara Aa ce KOHTPONUPAT KOHLICHTPALMHTE HA CEpPYMHMA KPEaTHHHH NpH
TE3H MaIHEHTH.

Aumazonucmu na eumamun K
EnxoBpeMEHHOTO NpHIIAraHe Ha UMITPOMIOKCALMH ¢ aHTANOHHCT HA BHTAMHH K Moxe na nosene A0

NOBHILIABAHE HA AHTHKOAI'YJIAHTHHTE MY edekTH. PUCKBT MOXe 1a BapHpa B 3aBUCHMOCT OT OCHOBHOTO
sabonaBaHe, BB3pacTTa H OOLIHA CTATYC Ha MALMEHTA, TRKA Ye NPHHOCHT HA LMNpodIoKcalyH 3a
ypenuyanane Ha INR (MexIyHapoHO HOPMAIH3HPAHO CLOTHOIIEHNE) € TPYAHO Aa ce oueHH. INR tpadea
4YecTO Aa ¢c€ MOHHMTOPHpA IO BPeMe H HENIOCPEACTBEHO CIEH AHOBPEMEHHOTO NMPHIOKEHHE HA
LnpodIOKCALMH ¢ aHTAroHKCT Ha BUTaMHH K (nanp. BapdapuH, aleHoxyMaposn, GeHIPOKYMOH KT

GnyBHAKOH).

ynoxcemun

B xIMHWYHH MPOYYBAHKA € J0KA3aHO, Y€ eHOBPEMEHHATa ynoTpeda Ha AyTOKCETHH ¢ MOIIHH HHXHOHTOPH
Ha CYP450 1 A2 u30eH3MM, KaTo (PIryBOKCAMHKH, MOXe aa nopeae no nopuwasade Ha AUC u Cmax Ha
IyJIOKCETHH. BBIIPeKH 1e He ca HATMYHH KIHMHHYHH JaHHH 38 BE3MOXHO B3aHMOACHCTBHE C
LHIIpoIOKCALMH, NOAOOHH eeKTH MOXeE /12 Ce OYaKBaT IIPH ETHOBPEMEHHO NMPWIOKEHHE (BXK. TOUKA 4.4).

Ponunupon

[Ipu exHO KNHHHYHO MPOYYBAHE € YCTAHOBEHO, Y€ €JHOBPEMEHHOTO NIPHIIAaraHe Ha POITHHHUPON H
LMITPOGIOKCALIMH, YMepeH HHXHOHTOp Ha m3oeH3uM CYP450 1A2, poan no nopumasaHe Ha Cuex 1 AUC 32
POIHHHPON CHOTBETHO ¢ 60 % u 84 %. [Ipenoppusa ce MOHHTOPHPAHE HA HEXEJIAHHTC PEaKkUMH, CBbP3aHH ¢
POIMHHHPO ¥ CHOTBETHO KOPHUrHpaHe Ha /103aTa 1o BpeMe H HENOCPEACTBEHO Cliell €AHOBPEMEHHOTO

npwiaraHe ¢ uMnmpodaokcanus (BX. Touka 4.4).

Judoxaus

JokazaHo e nIpH 34paBu Z0OPOBOJILH, Y€ €AHOBPEMEHHATA YNoTpeda Ha IEKAPCTBa, ChAbPXKALIY NHAOKaHH,
¢ munpodokcaiH, ymeped HHxubuTop Ha CYP450 1A2 H30eH3HM, HaMa/IABA KITHPBHCA Ha
MHTPABECHO3HHA THAOKaNH ¢ 22 %. BBapexu ue IeYeHHETO ¢ THA0KAHH CE ROHACH 100pe, BB3IMOXKHO

B3aMMOAEHCTBHE ¢ LHIIPOdUIOKCaliMH, CBHP3aHO ¢ HEeXEJIAHH PeaKIHH, MOXeE Aa CE MPOSBH NPH
e IHOBPEMEHHO NPHIIOKEHHE,

Knozanus
Cnep eHOBpeMEHHO Npuiarase Ha 250 mg HIIPOPNOKCALMH C KJIO3AINHH B ITPOABIDKEHHE HA 7 THH

CepYMHHUTE KOHICHTPAIIMH Ha KI03anHH H N-IeMEeTWIKIO3alHH €a NOBHIUEHH CHOTBETHO € 29 % 1 31 %.
[Ipenopb4Ba ¢e KIMHAYHO NIPOCNEAABaHe H CHOTBCTHO KOPHTHpaHe Ha 103aTa Ha KJIO3amnHH [0 BpeMe H
HEMOCPEACTBEHO CIIE/l EAHOBPEMEHHOTO MpUarate ¢ LHNpopAOKCalHH (BX. ToUKa 4.4).

Cundenagun

Cmax # AUC Ha cineHadun ¢ca ¢€ yBeJIMYWIHM NPHONU3HTEIHO ABYKPATHO [P 31paBH J0OPOBONIH chel
nepopajiHa fxo3a ot 50 mg, aaneHa egnospeMeHHo ¢ 500 mg mwunpodnokcaimy. [1o Tasu npuuKHa TpAGEa Na
ce BHHMaBa, KOraTo Ce NPeANHCEa HNpodnoKcauuy AHOBPEMEHHO ChC CHINEHA(WI, OTUHTANHKH
BB3IMOXKHHMTE PHCKOBE U MOJI3H.

Azomenamun
B KIHHHYHH NMPOYYBAHUA € AOKA3aHO, e (IYBOKCAMHH, kKaro mMolleH HHXxuburop na CYP450 ] A
M30eH3KM, NoAYePTAHO HHXHOHpa MeTaboNu3Ma Ha arOMENaTHH, KOEeTO BoAM A0 60-kpat Y SETTHAAHIE 2

?
eKCNO3MLUATA Ha aroMeNIaTHH, BaIOpexkH e He ca HaMWYHH KIHHHYHH JaHHH 32 BE3MORO RSUMORCH, 75356
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¢ uHnpodnokcaiu, yMmepeH yHxuOuTop na CYP450 1A2, nonobuu edexTH MOXKE Aa ce 04YaKBaT lpH
eTHOBPEMEHHO NpunokeHue (BX "irroxpoM P450" B To1ka 4.4).

3oanudem
EnHoBpeMEeHHOTO MpHUIarane Ha UMNPOGUIOKCalH MOXe 1a MOBHIIH HHBOTO HA 30JMHAEM B KPBBTa,

eIHOBpEMEHHATA ynorpeda He ce npenopbYBa.

4.6 eprHanTeT, bpeMEeRBOCT H KbpMEHE

bpeMeHHOCT
HanuaauTe JaHHH 38 IPWIATAHETO HA LHNPOGNOKCAIMH NpH OpeMEHHM KEHH HE NOKa3BaT MaT(popMaliHH

wiH deTo/HeOHaTATHA TOKCHYHOCT Ha uBnpodnokcaiH. 11poyyBaHHATa NPH XHBOTHH HE 1lOKassat
JAPEKTHH WIH HHAHPEKTHH YBpEKIallH e(exTH N0 OTHOLIEHHE Ha PEMPOAYKTHBHATE TOKCHYHOCT. [1pK
MU H ITPY HEPOJACHH KUBOTHH C €KCMO3ULIMA HA XHHOJIOHH ca HabmonaBaHH eQEeKTH BLPXY HE3peNus
XPYIIA, IOPAAY TOBA HE MOXE /1a CE M3KIIOUH BE3MOXKHOCTTA ICKAPCTBOTO A NMPHYHHH YBpeXKIaHUs Ha
CTABHUA XPYIOU1 MPH HE3aBbPLUKA PA3BUTHETO CH YOBEIIKM OPraHM3bM/PeTycC (BK. TOUKa 5.3).

Karo mpeana3Ha MApKa e 3a MPeAnoYMTaHe Aa ce H30Arsa M3MoN3BaHETO Ha HHTTPOGIOKCALIHH N0 BPpEME Ha
OpeMeHHOCT.

KnpMeHe
HunpodnokcalHH ce eKCKpeTHpa B KbpMaTa. ITopaiyd NOTeHHANHHA PHCK OT YBPECKIAaHC HA CTaBHHA
XPYIHAI HMIpodIokcanyH He TpaOBa Aa ce H3MOoI3Ba N0 BpeMe Ha KbpPMEHE.

4.7 EdexTn Bupxy cuocofRocTTa 33 modupane u pabora ¢ Mamung

INopagy HEBPONOTHUHHTE CH e(heKTH UHITpodNOKCaLHH MOXKE /1a TIOB/IHAE BPEMETO 3 peakiiua. [lo Tasu
NMpHYHHE cNOcOOHOCTTA 3a mogupaHe H paboTa ¢ MAIHHK MOXe 1A € HapyIneHa.

4.8 Hexenann neKapcTBeHR peaKkKllHA
Haif-uyecTo cpobilaBanuTe HeXeaHu nekapeTseHd peakuyu (HJIP) ca ragene n puapus.
[Mo-nony ca npencraseHd pnadumre 3a HJIP 3a Liunpobalt oT KNIHHMYHHTE MNpOYYBAHHA H TOCT-

MapkeTHHrosoto HabmopeHHe (nepopaiHa, MHTPaBCHO3HA H CEKBEHLMANTHA TEpammA), MOAPEACHH MO
yecTOTa. AHANW3BT HAa 4YECTOTATA BKMOYBA JAAHHMTE 38 NEPOPAJHO M HHTPABEHO3HO TNPHIOKEHHE Ha

HHNPOPNOKCALIMH.

CuereMo-opragna Yecrn HegecTn Pemcn
KAACHP RS >1/100 mo =1/1000 o | 21/10 000 no
<1/10 <1/100 <1/1 000
Hujgexuun H MHKOTHIHH
HR(pecTaAllHA NEPHHEPEKITHH | o
HapymeHus Ha Eosppopunus | Jlesxonenus XeMONHTHIHA
KPLBTA M | AHeMmuA aHeMUA
namMPpHaTa CHCTEMA HeyrponeHus | ArpaHyJIoLHTO3
JleskoumnTO32 | a q
TpomBouuTone |IlaHmuroneHus
HHA {(xuBOTO3aCTpA- l
TpomGonvremMs | maBamia)
| IloTHCcKaHe Ha
KOCTHHA MO3BK
()XHROTO3aCcTpAa-
_ [ABAIIo)
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{Cacremo-opranus | Yecrn Penxu Mnoro peaxkn | C BenssecTHa
KAscHHKAUHN >1/100 no - 21710000 no <1/10 000 yecToTs (0T
<1/10 <1/1 000 HAIHIAATE
FAHHE He MOXe
Aa Gaae
HARPABCHA
OICHKA
Hapymienns Ha | Aneprigsa AHaHIAKTHIH
AMYHHATR CHCTEMA peakius a peaKiHA
AnepruaeH Anadunaxkrade
OTOK / H 10K (KHBOTO-
aHTHOEAEM 3aCTPAIIARAIL)
(BK. TOUKa 4.4)
Peakiun,
HAoA0OABALIM
{ _ . —— | cepymna Gosect _
HapymieHHs HA CHHApOM Ha
eHIOKPHHHATS HEaIeKBATHA
CHCTEMA CeKpeLHa Ha
e —— e ° - St s — - A
Hapymenuns na Hamanen X UnNepriimkeMus XHNOrauKeMud
meTabonnimMa K aneTHT K NMPpHEM | X HNIOTTHKeMUR Ha KoMa (BX.
XpaHeHeTo | Ha XpaHa (sx TOuKa 4.4) TOuKa 4.4)
IenxasHH IIcyxomoropua | O0ppkasocT# | IICHXOTHYHM MaHus, BKIL.
| sapymennn* | XHIICPAKTHBHOC | IC30PHEHTALMS | PeaKLyH | xunoMaHus
T/ pB30Yyna Peaxiua Ha (MOTeHLHATHO
| Oe3nokoicTBO | KYJIMHHHMpaNIH B
AOHOpMHH CYHUMIHH
| ChHHMIIA HaMEpeHHA/ MHC
Aenpecus JIA HIH ONHUTH 38
| (noTeHuManHo | caMoyOMCTBO M |
KYJIMUHMPAILA B | H3BLpIIBAHE Ha
CYHLIMTHH caMoyOHCTRO)
HaMepeHRA/MHC | (BX. Touka 4.4) |
I NH WIH ONMTH 38
CaMOyOHCTBO M '
H3BBLPIIBAHE HA
caMOoyOucCTBO)
(BXx. TOUKz 4.4) !
) X amOLHHALMH _ _
| HapymeHHs Ha ['nasobonue I[Tapa- u Murpena [epudepna
| HepBHATA CHCTEMA* 3aMasHOCT HH3ECTE3IHH Hapywiena HEBPOTATUA U
Hapyimenus Ha | XMIioecTe3us KOOpAMHALHA MOJIHHEBPONATH
ChHA Tpemop Hapymenus Ha |3 (BX. TOYKa
Hapymeuns Ha | [Ipunaxsum MOXOAKATA 4.4)
BKYyca (BKUI. Hapymenms Ha

r-ﬁ.apymennﬂ HA
oyuTe*
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| TOUKa 4.4) | @ XHTIEpTOHHS H

enUNenTHYeH | ODOHAHHETO
craryc) (BX. UHTpaKpaHHAIH |

CeetoBepprex | pseudotumor
cerebri

Hapywenna Ha | Hapymenus Ha
3PEHHETO (HAMp. | BETOYCCIIAHET




>1/10 000 no
<1/1 000
Hapyinennsa na Tururyc
YXOTO H 3aryba Ha
na6apunTa* Cryxa/yBpekfaH
L _ _ _ ¢ Ha cnyxa
Coupaeann Taxvxapaua
HApYLUCHHRA**
|
CoaoBy Bazoaunaraiius
HApYILUCHHA*™* XHNOTOHNS
_ | Cauxon
PecnupaTopHH, , HucnHes (BKI
rpLAHH M acTMaTHIHH
MEIHACTHHAIHH CHCTOSHMA )
HADYIICHHSA
| CromamHo-4pesHH | [aaeHe [TospbimaHe
HApYyIIeHUS JAnapus CromMamHo- BHTHOUOTHK
qpEBHa H KOJIAT (MHOTO
KopeMHa f0sika | pAAKO C
HAcnencus BBE3MOXKEH
| Fasose daranen H3xon)

I —_— _{(ex Toukadd) | I
XenaTo-0mnnapHn ITosumeHn Yeproapobuo I'-[epH{}IIPOGHB

HApYIleHHS { TPAHCAMMHATH

| IlopuineH

OHmpyOHH

KamepHa 1
apUTMHA H
torsades de
pointes
(crodmanaHu
npeAAMHO IPA
MALMEHTH C
PHCKOBH

QT nuTepBana),
EKT ¢ yabixeH

QT uuTepBaN
(Bxk. TOuKa 4.4 B

| yBpexkaane
XonecraTuueH

HKTEp
XemnaTur

Hekpo3a (MHOro
pAAKO
nporpecHpama
A0 KHBOTO~
3acTpawapala
9epHOAPOOHA
HEAOCTATEYHOCT
) (BXK. TOUKA
4.4)
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CacremMo-oprasna Yectr HegecTn
kAscuGHKANNS >1/100 no >1/1 000 mo
<1/10 <1/100

Pepun - MHOFO peaxH
2>1/10 000 xo <1/10 000
<1/1 000

Hapymeuss Ha Obpus Peaxipuu Ha [NeTexun
KOXKATA U Copbex ¢oTouyBCTBH- | EpHTeMa reHepaninpaHa
NOAKOKHATA THKAH YpTukaphs TEMHOCT (BX. | MyATHGQOpME | eK3aHTeMaTO3Ha
TOYKA 4.4) EpuremMa MyCTYyNI03a
HON03YM (AGEP)
CHHApOM Ha JlexapcTBeHa
| CTumbHC- peaKiHs ¢
| JDKOHCBH €O3HMHOPUNHA U |
(DOTEHLIHANTHO | CHCTEMHH
XHUBOTO34CTPA- | CHMITTOMM —
IIABALI) DRESS
| TokcHaHa
enMaepManHa
HEKpOTH3a
| (NOTERIMHANHO
| dKHBOTO3ACTpa-
asaiia) e
Hapymienns Ha MyckynHo- Mpanrus Mycxkynna
MYCKYJ/IRO- | ckenetrHa Gonxa | ApTpHT cnabocr
CKEIETHATA (vanp. Gonka B INossmen TenguHuT
CHCTCMR H KpaiiHuuuTe, |MYCKYJICH TOHYC PazkbcBaHe Ha
CHLEAHHHUTEAHATA Gonka B repba, |H KpaMnH CYXOKIIHA
ThKaH™ 6OJIKA B (npeauMHO Ha
g con
ApTparis (BXK. TOUKa 4.4)
OboctpaHe Ha
CHMITTOMMTE Ha
MHACTCHHUA
IpaBuc (BX.
| 1 TO4K2 4.4) _ J
HapymeHHs HA Vepexnane Ha | brOpeuna
6n6penuTe u 0n6penuTe HEIOCTATBIHOCT
NHKOYHHTE I XeMaTypHus
DLETHINA ' Kpucranypus
|. | (Bk. TOUKa 4.4)
[ TyOyno-uHTep-
CTHUHAJICH
_ __ | megpur ~
O0mu HapylIeHHN l AcCTeHHA { OTok
H eeKTH HA [loBHeHa (| H3noTaBake
MACTOTO HA TeMneparypa | (xumepxuaposa)
npHokeHHne* _ _
Hicaensanus [TosumieHa [loBumreHa YBEIHUEHO
aJIKaiHa | aMHNasa MEX Ty HApOJHO
(pocaraza B HOpPMATH3IHPAHO
KPBBTA CHOTHOLICHHE
(Tip# NAIMEHTH,
I
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*Cp0o0IaBa ce 38 MHOTO pPelKH ClIyYyaH Ha MPOXb/DKHTENHM (O MEeCeUH WIH IOAMHH), HHBANMAW3HPAINH U
NOTEHLHMATHO HeOOpaTHMH CEPHO3HH IEKAPCTBEHU PEaKiMM, 3aCATalliH HAKOJKO, MIOHAKOra MHOTO CHCTEMO-
OpPraHHH KJIaCOBe H CeTUBa (BKIIOYKTENHO PEakLiHHd KaTO TEHIWHMT, Pa3KbCBAHE Ha CYXOXKWINE, apTPanru,
fonka B KpaliHHIMTE, HApyIIEHHE HA MOXOAKATa, HEBPONATHH, CEbP33HH C NMAPECTE3HH H HEBPANTHS, YMOPA,
NCUXHATPHYHH CUMMTOMH (BK/IIOUMTENHO HApPYLICHMA HA CBHA, TPEBOXKHOCT, NPUCTBNY HA NaHMKa,
AeTpecus ¥ MHUCIIH 3a camoyOuiicTBO), HapylIeHHe HA MAMETTa U KOHLICHTPAaIMATA, 1 YBPEeXKRaHe Ha CIIyXa,
3IPEHHETO, BKyca M O0OHAHHETO) BbB BPB3Ka ¢ ymorpebaTa Ha XHHOJIOHH M (PIYOPOXHHOJIOHH, B HAKOH
clydad, HE3aBHCHMO OT Be4e ChILIECTBYBALIHTE PUCKOBH (AKTOPH (BXK. ToUKa 4.4).

**[Ip4 DAUMEHTHTE, MpUeMallH (IIyOPOXHHOIIOHH, ¢ ChOOIICHH Cy4aH HA aHEBPH3Ma M AWCEKalMd Ha
aopTara, MOHAKOra YCNOXKHEHM TNOpafd pa3’kbCeBaHe (BKIIOUHTENHO €  fleTaAleH H3XOA) M
perypruTaiHa/HeAOCTATLYHOCT HA HAKOHU OT ChpACYHHTE KiiarmH (BX. Touka 4.4).

[lenuaTpU4YHa NOMYJIALIUA
[MpeacraseHaTa Mo-rope M€CTOTa Ha apTponatia (apTpalirys, apTPUT) ¢€ OTHACK 33 AaHHHUTE OT NMPOYYBaHMA

npH Bb3pacTHH. ChobliaBa ce, Ye MpH Aclia ApTPONATHATA CE Cpelia Mo-4ecTo (BXK. Touka 4.4).

CrobulaBaHe Ha NONOIWPAHH HEXETAHH PEAKIIHH
CrobiasaHeTo Ha MOJO3HPaHH HeXeTaHH Peakivy clell paspeliaBaHe 3a ynorpeda Ha nexapcTBeHus

NPOAYKT € BaKHO. TOBa No3BOJIABA A NPOXRIKH HAOMIOACHHETO HA CHOTHOIISHHETO IT0I3A/PHCK 32
NeKapCTBEHUA NPOAYKT. OT MEAHLIMHCKHTE CIIELIMATHCTH C€ H3HCKBA J1a choOmasat BCAKa NMoao3xpaHa
HEXENaHa peakiug upes

UsnpnHUTENHA areHLIMA 10 IeKapCTBaTa

yn. ,JamsaH ['pyeB” Ne 8

1303 Codusa, bunrapus

Ten.: +359 2 8903417
yeOcaliT: www.bda.bg

4.9 [Ipenozupane

HMa crnobmenne 33 efUHMYEH cirydaii Ha npejo3upane oT 12 g, KoeTo € A0BENO AC JIEKH CUMITTOMH Ha
uHTOKCHuKaws. Ma crobinenne 3a eqMHMYeH cnyyaii Ha oCTpO npeao3npase ot 16 g, koero € 10Beso 0
octpa 6E6peuHa HEAOCTATBHHOCT.

CHMITOMHTE Ha MpeAo3HpaHe BKIIOUBAT: 3aMasHOCT, TPEMOp, rNaBobonue, yMopa, NPHIALbLH,
XAMIOUMHALHMHK, 00bpKaHocT, abnoMHHaNeH AHcKoMpopT, 6bOpeuno 4 depHoApoOHO yBpeXKIaHe, KaKTo U
KPHCTATYpHA ¥ Xematypus. Mma crobmenus 3a obparima 610pedHa TOKCHIHOCT.

OcCBeH PYTMHHMTE CNICIIHK MEPKH, Hallp. H3MTpa3BaHe Ha CTOMaxa, MoCHeIBaH0 OT MEIMIIMHCKH BBIJIEH, Ce
Npenops4YBa MOHATOpHpaHe Ha 6pOpeaHaTa QyHKUMS, BKIIOYBAINO onpeaensHe Ha pH Ha ypuHaTa H, ako ce
Hajara, NOAKHC/IABaHE 3a MPOPUIAKTHKA HA KpUucTanypui. [laumerTyure TpabRa Ja ca 106pe XuapaTHpaHH.
Kanumii wix Marsesuil ChabpkamuTe aHTHALKAM MOraT TCOPETHYHO Aa HaManaT abcopOLMITa Ha

nunpogIOKCaluH NpH npeaosupare. CaMo MaIko KoIM4ecTBO LunpodaokcamH (<10 %) ce ennMuHMpa
ype3 XeMOAHANH3A HITH [TEPUTOHEANTHA HANH3A.

INpu cnyyadt Ha mpenosdpaHe TpAGBa Aa c€ MPUIOKH CHMITOMaTHYHO JledeHue. Tpabra na ce Habntonasa
EKI" nopaau BE3MOMKHOCTTA 3a yawpkasane Ha QT uHTepBana.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 apmakolAHAMHAYHAH cBOHCTBA

dapMmakoTepanepTyHa rpyna: @ayopoxuHonouy, ATC kox: JOIMAQO2
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MexaHH3bM Ha JelicTByE:

BakTepHIMAHUAT edexT Ha numpodnoxkcauuH, Kato ¢GayopoXHHOIOHOBO AaHTHOAKTEPHANIHO CPEACTBO, Ce
OCBILECTBABA Ype3 HHXHOUpaHe Ha ABata THNa TonnsoMepasa Il (IHK-rupasa) u TonouszoMepasa IV, kouTo
ca HEODXONUMHM 33 PefUTMKALMATA, TPAHCKPHIIIMATA, PENapypaHeTo ¥ pekoMOHHaAIMATA HA DakTepHanHaTa

HHK.

CrotHolnenue dapMakokHHETHKA/GapMaKOTHHAMHKA:

EduKacROCTTa 3aBHCH OCHOBHO OT CHOTHOLICHHETO MEXIY MaKCHMAIHATa KOHUEHTPAHA B cepyMa (Cmax) H

MHHUMAaNHaTa HEXHOUpaina konueHTpamua (MHK) Ha nunpoduokcaliuy 3a SakTepHaIHHA NaTOMeH U
CHOTHOLICHHETO MEXAY Iutoinra nox kpusara (AUC) u MHK.

Mexanu3sM Ha pe3HCTEHTHOCT.

In vitro pe3UCTEHTHOCT KbM LMIPOGUIOKCALIMH MOXKe 12 Obae NpHacOHTa Ipe3 MOCTANeH NpoLec Ha
TapreTHH nokanay MytauuH Ha JIHK rupasa u rononsomepasa [V, CteneHTa Ha KphCTOCAHa PE3HCTEHTHOCT
MENCITY LIMAPO(IIOKCALIME U APYTH (ITyOpOXHHOJIIOHH B PE3YJITAT HA TOBA € BapHaOWiHA. EAMHUYHH MyTaunH
MOTRAT JIa He AOBEIaT A0 KIHHHYHA PE3UCTEHTHOCT, HO MHOXECTBEHHTE MyTallud OOHMKHOBEHO BOAAT A0
KNHHHYHA PE3HCTEHTHOCT KbM MHOINO WIH BCHYKH aKTHBHH BCIIECTBA OT TO3H Kilac.

MeXaHH3MHTE Ha PE3HCTEHTHOCT YPe3 HENPOIYCKIMBOCT H/WIH 3acAranid eurykCcHara nomna Ha aKTHBHATa
ChCTaBKa MOAT Aa HMAT pa3fiHiyeH e(eKT BbPXY YyBCTBHTEIHOCTTa KbM (PIIyOPOXHHONIOHH, KOETO 3aBHCH OT
(PU3IMKOXHMUYHHTE CBOMCTBA Ha Pa3IMHATE aKTHBHH CHCTABKM B TO3H KITac H aQUHHTETa Ha
TPAHCTIOPTHHTE CHCTEMH KBM BCAKE OT/AEIHA aKTHBHA CHCTABKA. BCHUKH in vifro MEXaHHU3IMU Ha
PE3UCTEHTHOCT OOHKHOBEHO ce HabMoAaBaT B KITHHHYHM H30N1aTH. MeXaHU3MH Ha Pe3HCTEHTHOCT, KOMTO
MHAKTHBHPAT JIPYI'H aHTHOMOTHLIM, KATO IPOITYCKJIMBOCT Ha GapuepuTe (decto npu Pseudomonas
aeruginosa) U MeEXaHH3MH Ha eTyKC MOraT ia MPOMEHAT 1yYBCTBUTENHOCTTA KbM LHITPOQIIOKCALIMH.

HMa crnoblmeHns 3a [miasMua-MeIRNpaHa pE3HCTEHTHOCT, KOAHPAHa Ype3 qnr-reHy.

CnexThp Ha aHTHOAKTEpHANHA aKTUBHOCT:

CneauuTe rpaHHYHU CTOMHOCTH pa3fensT YyBCTBHTE/IHHTE MAMOBE OT INaMOBETE C YMEPEHA
4YBCTBHTEIHOCT H PE3UCTEHTHUTE LLIAMOBE:

IIpenopoxu na EUCAST
MHKpOOpPraHHIMH UyBCTBETE/IHH Pe3BCTEHTHH
Enterobacteriaceae S < 0,25 mg/L R > 0,5 mg/L
Salmonella spp. S < 0,06 mg/L R > 0,06 mg/L
Pseudomonas spp. S <0,5 mg/L R > 0,5 mg/L
Acinetobacter spp. S<1mg/lL _ R>1mg/L
| Staphylococcus spp.! : S <1 mg/L R>1mg/lL
Haemophilus influenzae 5§ <0,06 mg/L . R > 0,06 mg/L
Moraxella catarrhalis ! - $<0,125 mg/L R > 0,125 mg/L
Neisseria gonorrhoeae _ 550,03 mg/L R > 0,06 mg/L
Neisseria meningitides | - $<0,03 mg/L, R > 0,03 mg/L
I"'paHAYHM CTOHHOCTH, KOHTO HE S £0,25 mg/L R > 0,5 mg/L
ca CBbp3aHH C OMNpeaesieH BHA *

1. Staphylococcus spp. — TpPaHHHHTE {:Toﬁﬂmn 3a IMTIPOMIOKCAIMH Ca CBhP3aHU C TEPANUS
BbB BUCOKH JI03H.

* ['paHM9IHHMTE CTOHHOCTH, KOUTO HE CA CBBP3aHH C ONPEACNEH BU], Ca ONPEAE/IeHH OCHOBHO
Ha Oa3za nanuuTe 3a PK/PD ¥ He 3arucaT ot pasnpeaenchuero Ha MUK 3a otaoennure
punoBe. CleaBa 18 Ce U3MOMI3BAT ¢caMO 33 BHAOBE, 32 KOUTO HAMA ONpeeneHa
HHIMBHIYA/IHA FPAHMYHA CTOHHOCT, HO HE Y 334 BHAORE, ITPH KOKUTO HE C€ NMPETIophYB
H3CJIeIBAHE HA YYBCTBHUTENHOCTTA.
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Pa3snpocTpaHEeHHETO Ha NPUACOHTATA PE3UCTEHTHOCT MOXE Jla BAPHPA CIIOPE reorpagCcKoTo pa3noNoKeHne
¥ BLB BPEMETO 33 ONIpPE/ie/ieHH BHIOBE MUKPOOPIaHM3MH H € XKeJIaTesIHO [ia C€ H3MOM3BAT MECTHH JaHHH 32
PE3HCTEHTHOCTTA, 0CODEHO KOTaTo ce JIeKyBaT TeKKH HHeKmH. Ao € HeoOxoaHMo, TPAOBA J1a Ce NOTHPCH
EKCIEPTHO CTAHOBMILE B CIIy4aHTE, KOT’TO Pa3npoCTPAHEHHETO Ha JIOKANTHATa PE3HCTEHTHOCT € Takasa, He
e MOCTABA IO/ BHIPOC MPHWICKHMOCTTA Ha CPEACTBOTO 33 IOHE HAKOHM THMOBE HHMEKIMH.

[pyrnHpaHe Ha pefleBAHTHUTE MHKPOOPraHH3MH B 3aBHCHMOCT OT YyBCTBHTEITHOCTA HM KbM

_ iunpodokcauHH (3a Streptococcus Spp. Bk. Touka 4.4)
OBHKHOBEHO YYBCTBUTEJHR MHKPOOPIAHHU3IMHU
A HH ['paM-TIONIOKHTEITHH M raHW3IMH
Bacillus anthracis (1)

Aepobuu 'paM-0TpHLATEITHE MEKPOOPraHKuIMH
Aeromonas spp.

Brucella spp.

Citrobacter koseri

Francisella tularensis

Haemophilus ducreyi

Haemophilius influenzae®

Legionella spp.

Moraxella catarrhalis*

Neisseria meningitidis

Pasteurella spp.

Salmonella spp. *

Shigella spp.*

Vibrio spp.

Yersinia pestis

AHaepoOHH MEKDOOPraHHIMH
Mobiluncus

Jpyri MEKpOOPraHH3IMH
Chlamydia trachomatis (§)

Chlamydia pneumoniae (3)

Mycoplasma hominis ($)

Mycoplasma pneumoniae (3)

MHKPOOPIrAHHU3IMH, NPH KOUTO MPHAOBHTATA PESJUCTEHTHOCT MOXE
XA E NIPOBJIEM

Aepobuu [ paM-NIoA0KHTEIHHA M raHu3Muy

Enterococcus faecalis ($)

| Staphylococcus spp. *(2)

Aepobuu 'paM-oTpHIATETHH MUKPOOPTaHH3IMU
Acinetobacter baumarnii’

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
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Serratia marcescens™®

AHaepoGHY MHUKPOOPraHH3IMH
Peptostreptococcus spp.
Propionibacterium acnes

MHUKPOOPrAHH3IMHU C BLTPEUIHO INPHCBHIIA PEIHACTEHTHOCT

Aepobuu ['paM-nooxATETHH MHKPOOPraHH3IMH
Actinomyces

Enteroccus faecium
Listeria monocytogenes

Aepobuu 'paM-OTPHLIATETHY MUKPOOPIraHH3IMH
Stenotrophomonas maltophilia

AHaepoOHH MHKPOOPTaHW3IMHY
C u3KnioueHue Ha onucanume no-20pe

Hpyrs MUKPOOPraHu3IMK
Mycoplasma genitalium

Ureaplasma urealitycum

*  KiauHuyHaTa e(HKacCHOCT € J0Ka3aHa 3a YYBCTBHTE/IHHTE H30MaTH NpH onoOpeHHTE
KJTHHUMHM NOKA3aHHUA

*  YecToTa Ha pe3UCTeHTHOCT > 50 % B eaHa Wik nosede CTpaHH-wieHkn Ha EC

($): EcrecTBeHa yMepeHa YyBCTBHTEIHOCT [IPH OTCHCTBHE HA MPHACOHNTH MEXaHUIMH Ha
PE3HCTEHTHOCT

(1): TIpoy4YBaHHATA Ca MPOBEACHH NPH €KCIIEPUMEHTAHO NMPEAUIBUKAHH HHPEKIIMH NIPH
KHBOTHH 4Ype3 HHXanupaHe Ha cnopy Ha Bacillus anthracis; Te3u npoyusanus nokassar, ye
3aMI04YBAHETO HA AHTHOHOTHYHOTO JIEUEHHE CKOPO CNEN eKCIIO3HLIMATA Mpenas3sa oT
nosiBaTa Ha 3ab0/I4BaHeTO, aKo JIeUYeHHETo € OWI0 HAcCOUeHO KbM HaManssaHe Opod Ha
CMOpHTE B OpraHu3Ma oA Hagpexkuno3Hara 1o3a. [lpenopryBaHoOTO H3MOA3BAHE MIPH XOpa
e OCHOBaBa NMPEAMMHO HA {7 Vi{ro YyBCTBHTEIIHOCTTA H HA CKCIICPHMCHTATHHTE JaHHH IMTPH
HBOTHH 3a€JHO C OrpaHHUEeHHTE JaHHH NpH Xopa. [ IpueMa ce, 4e IpH Bb3IpacTHH
ABYMECEUHHAT KypC Ha JIedeHHe ¢ nepopaneH uunpodnokcalys B 1o3a 500 mg npa meTH
OHEBHO € e()HKACEH 3a Npeana3BaHe oT aHTpakcHa WHpeK1Ma npH xopa. JlexyBamure
NIEKApH MOTaT [a HATpaBAT CIIPABKE C HALIHOHAHHTE HW/HIIH MEXI[yHAPOLHHTE
KOHCEHCYCHH JOKYMEHTH NO OTHOILUEHHKE JICYEHHETO Ha aHTPaKC.

(2): MeTHUUAUH-PE3UCTEHTHMAT S, gureus MHOIO 9€CTO EKCITPECHPA €IHOBPEMCHHA
PE3HUCTEHTHOCT KbM (PIIyOPOXHHOJIOHH. HecToTara Ha pe3HCTEHTHOCT KBM METHLIWIHH €
okono 20 a0 50 % cpex BCHYKH BUAOBE CTA(PHUNOKOKH H € ODHKHOBEHO MO-BHCOKA TTPH
HO30KOMHATHUTE H30JIATH.

5.2 dDapmMaKOKHHEeTHYHH CBOHCTBA

Abcopbiiug

Cnen nepopasier NpyeM Ha eTHOKpaTHH 403H ot 250 mg, 500 mg # 750 mg ummnpodnoxcauyH non ¢popMara
Ha Tabnerxu, uunpodnokcalms ce abcopdupa 6Bp30 M B ro/sMa CTencH OCHOBHO B ThHKHTE Y€pBa, KaTo
NOCTHIa MAKCHMAJIHH CEpYMHH KOHLCHTpauuu cnen 1-2 yaca.

EnmHokparauTe A034 B HHTepBaia 100 — 750 mg BOAAT A0 3aBHCUMH OT 1103aTa MAKCHMAITHH CEpYMHH
KOHIEHTPALIMH (Cmax) MeXAY 0,56 1 3,7 mg/L.. CepyMHMTE KOHLIEHTPALMHY HAPACTRAT MPOMOPLIHOHAIHO C AO3HTE
o 1000 mg.

A6comoTHara OnoHanu4IHOoCT & okono 70 — 80 %.

YcTaHoseHo e, 4ye no3a ot 500 mg, npuemaHa nepopanHo Ha 12 yaca, BOAH A0 IUTOMW MOJ KP
cepyMHa KOHLIeHTpaLuA - BpeMe (AUC), expuBalicHTHA Ha Ta3H, NMOJYYEHA CJIe HHTPAaBeHO
400 mg uMnpodnoxcalHH 3a 60 MEHYTH Ha BCEKH 12 4aca.

23



Pasnpeaencuue

CBbp3BaHETO HA LIMMPOQUIOKCALIMH C IUIA3MEHHTE MPOTEHHK € HHCKO (20-30 %). IlnmpodiokcaumH ce
HaMHpa B IU1a3MaTa OCHOBHO B HeloHH3HpaHa GopMa H HMa rojiaM 00eM Ha pasnpeaciicHHe B CTAIlKOHAPHO
cberoanue ot 2 — 3 L/kg TenecHo Terno. LinpoduokcanMi AOCTHTA BHCOKH KOHLIEHTPAIMK B Pa3IHIHH
THKAHH KaTo Hanp. 641 Apob (enHUTenHanHa TeYHOCT, ATBEOapHH Makpodard, 6HOMCHYHA ThKaH),
CHHYCHTE, Bh3NATUTEIHHTE OTHUIIA (Be3UKYNapHa TEYHOCT OT KAHTAPHIHC) B YPO-TEeHHTAIHHUA TPaKT
(YpHH&, IPOCTaTa, EHJAOMETPHYM), KBIAETO C€ ROCTHraT OOINM KOHLIEHTPAIMH, HRABUINABALIM TE3H B
ILU1A3MATa.

buoTpanchopMalins

VCTaHOBEHHU €A HUCKH KOHIIEHTPALIMHM HA 9eTHPH MeTabonuTa, KOUTO Ca HICHTHOULIMPAHH KaTo:
neerwieHuunpodaoxcaunn (M1), cyndomunpodnokcaims (M2), oxcouunpodiokcauu (M3) 1
dopMunmpodaoxcaum (M4). MerabonuTHTe UMaT aHTHMUKPOOHA AKTHBHOCT in-vilfro, HO No-Cnaba B
CpaBHEHHE ¢ H3IXOAHOTO BEMECTRO. 3Hae ce, qe IMMpodIoRcalHH € yMepeH HHxuOuTop Ha CYP 450 1A2
W30-CH3UMHUTE.

EnuMHHHpaHe

LiunpodokcaliuH ce eKCKpeTHpa A0 MoIfMa CTENeH HEPOMEHEH Npe3 OBbOpeLKTe H B NO-MaNKa CTENeH — ¢
dexanuure. CepyMHHST eTMMHHALMIOHEH MONTYXHBOT MIPY JMLA ¢ HopMaiHa 656peana GyHkums e
npubnansnTeHo 4-7 yaca.

Exckpenns ga nunpogaoxcauns (% or 103a1a)

[lepopaino NpHIOKeHHE

YpHHA QexaIHy
LlunpoduiokcaliuH 44,7 25,0
Metabonuts (M)-Ms) 11,3 _ 71,9

Br6peurmsaT K1HpBhHC € Mexay 180-300 mL/kg/h, a obmmaT TeneceH KWIHpBHC € Mexny 480-600 mL/kg/h.
LiunpodnokcalidH ce noajara KakTo Ha rJioMepyJiHa GUATpaLvs, Taka H Ha TyOynapHa cekpelHa. TexKure
HapyIueHus Ha OhOpeunaTa pyHKLUMA BOOAT 4O YABIKEH MOTY)KHBOT Ha HunpodokcalmH 1o 12 daca.

U3BLHOB6peUHAAT KIMPHHC HA LHAMPO(IOKCAIMH Ce OCBIIECTBEBA OCHOBHO C aKTHBHA CEKpeLIMA B [UCpBaTa,
xakro u ¢ merabonuzupane. 1 % OT 403aTa C€ EKCKpeTHPa Npe3 ATHYHMA IThT. B xrbukaTa

LHITPO¢IOKCAIIHH € BbB BHCOKH KOHLICHTPALHH.

[lenyaTpHyuHH TALMEHTH

JlaHHUTE OTHOCHO (PApMAKOKHHETHKATA NPH NEAXATPHYHH MAalMEHTH Ca OrPaHNYEHH.

[1pu eano npoyusaxe npu Aena Crax B AUC He ca 3aBHCENIH OT BB3pacTTa (Haj ¢IHOroguiluHa Bh3pacT). He
e HabmopapaHo 3a6enexuMo nopuLIasase Ha Cue H AUC cnenx MHorokparto npunoxensue (10 mg'kg tpu
ITLTH HA JIEH).

IIpu 10 neua ¢ TexbK cencuc Cmx e 6mna 6,1 mg/L (uurepsan 4,6 — 8,3 mg/L) cnen eqnogacosa
HHTpaBeHOo3Ha HHQY3us Ha Ko3a 10 mg/kg npu meua Ha BB3pacT noa 1 roauua B cpasHeHne ¢ 7,2 mg/L
(uHTepnan 4,7 — 11,8 mg/L) npu Aeua Ha Bp3pacT Mexay | U 5 roaunn. CrofiHocTHre Ha AUC 34
CHOTBETHHTE Bb3PaCTOBH IpynH ca Ounu choreeTHo 17,4 mg*h/L (anrepsan 11,8 — 32,0 mg*h/L) u 16,5
mg*h/L (sxrepsan 11,0 - 23,8 mg*h/L).

Te3u cTOHHOCTH ca B I'PAaHHLMTE HA CHOOIIABAHUTE 34 BE3PACTHH [IPH NpUIaraHe Ha TepaneBTHIHH J03H. Ha

cycneH3us saprpa ot 50 no 80 %.
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53 llpeaxiuaHYHH JaHAH 32 6e30NACHOCT

HexknTHHHYHHATE JaHHH HE MOK23BaT 0COOCH PHCK 32 xopaTa Ha 6234 Ha KOHBCHIHOHAHHTE M3IIMTBAHHA 34
TOKCHYHOCT Ha €JHHMYHATA 1033, TOKCHYHOCT IIPH MHOTOKPATHO NpHJIaraHe, KaHLEPOr¢HEH NOTECHUHAN HIIH
PEIPOXYKTHBHA TOKCHYIHOCT.

[TonoOHO HAa MHOIO APYTH XMHOJOHH, LMNMpodnokcauyH ¢ GPOTOTOKCHYEH NPH XHUBOTHH NPH KIMHHYHO
3HAYHMH HUBA Ha ekcriosuims. JJanHuTe 3a GoTOMyTare HHOCT / POTOKAHLUEPOTeHHOCT 110KA3BaT ciad
¢oTomMyTareHeH H GOTOTYMOPOreHeH eexT Ha LUNPOGIOKCAIMH in Vitro H NPH eKCIIePHMEHTH ¢ XKHUBOTHH.
To3H edekT € CBNOCTaBHM ¢ TO3H Ha APYTH rHpa3Hd HHXHOUTOPH.

[1oHOCHMOCT 32 CTABUTE:

Kakro e ch0o00iapaHo 3a JPYTH THpa3HH HHXHOUTOPH, LMIIpodoKCalliH IIPHYHHABA YBpeXdaHe Ha
rOJIEMHTE HOCEUH CTABH ITPH XHBOTHH C He3apbplleH pacTex. CTereHTa Ha yBpexX1ase Ha Xpylliana Bap4pa
CNOpEX BH3PacTTa, HUBOTHHCKI BHA H 103aTa; YBPEXKIAHETO HA CTABHTE MOXKE 1A C€ HAMAIH, 2KO CTABHTE
He ce HaToBapBaT. [IpoyyBaHUATA NPH 3pesik )KHBOTHH (TUTBXOBE, Ky4YeTa) He [TOKa3Bar JaHHH 38 YBPeXIaHe
Ha xpyluanute. [1pu eaHo npoydBane BppXy MJIaaH KyUueTa oT nnopoaa Ouiiren uunpodrokcauus € A0Ben 10
TEXKH MPOMEHH B CTABHTE IIPH NPHNAraHe Ha TEPaneBTHYHH A03H B IIPOXLJDKEHHE Ha 2 CEIMHIIH, KOUTO BCE
olne ce Habmoaamar mu cien 5 Mecena.

6. ©®APMAIEBTHYHH JAHHH

6.1 Cnachk HA NOMOIMEBHATE BEIISCTRA

CohpuesHHa Ha Tabnerkara:
MUKPOKPHCTAIHA LNy n03a

KpocnoBHaoH

1japeBHYHO HHIIECTE

Marxesues cTeapar

CunuuyeB JUOKCHI, KONOHIeH 0e3BOeH

(OQ06BUBKA HA TabJieTKaTa:
XHIpoMenosa

Makporon 4000

Turanos quokcua (E171)

6.2 HechBMeCTAMOCTH

Henpunoxumo

6.3 Cpox na ronmocrt

5 roauHH

6.4 ChneunanHu YyCJIOBHS HA ChXPaHEHHE

To3H nexapCTBEH NPOLYKT HE H3HCKBA ClELHaNHH YCIOBHUA HA ChbXpaHEHHE.
6.5 BuA M CBALPXKAHHE HA ONAKOBKATA

EAMH OT CNEIHHTE IMbPBHYHH OIIAKOBRYHH MATCPHAIH € H3I10/13BAH.

[IpoapaueH Ge3userer win 6an Henpo3paueH 6ancrep ot PVC/PVDC/Aluminium
[Tpo3pauen Ge3uperex wik 64an Hermpo3spaueH 6aucrep or PP/Aluminium
Bnuncrep or Aluminium/Aluminium
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loneMHHa Ha onaxopkaTta; 6, 8, 10, 12, 14, 16, 20, 28, 50, 100, 160 wmu 500 TabneTku B ONAKOBKA.
He BCHYKH BHAOBE OTIAXOBKH MOrar ja {saT mycHaTH B mpoAaxda.
6.6 CopensalsH NpeAnRazHal MEPKH OPH HIXBLPASHE

HaMma crneuMaaid HINCKBAHMA.

7. TPHUTEXATEJA HA PASPEHIEHHUETO 3A YIIOTPEBA
Bayer AG

Kaiser-Wilhelm-Allee 1
51373 Leverkusen, ['epmaHus

8. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEDA

20010821

9. JIATA HA TBPBO PASPEINABAHE/MTOJAHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

JaTa Ha mbpBO paspewmasane: 02 oxromepH 1996 r.
JlaTa Ha NOCEAHO NOAHOBABAKE: 02 aBryct 2012 1.

10. JATA HA AKTYAJH3IHUPAHE HA TEKCTA

12/2024
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