KPATKA XAPAKTEPUCTHKA HA MTPOAYKTA

1. UME HA JIEKAPCTBEHUA MTPOAYKT

Tureunkaun Pompapm 50 mg npax 3a uHdy3noHeH pasrsop
Tigecycline Rompharm 50 mg powder for solution for infusion

2. KAYECTBEH U KOJIHYMECTBEH CLCTAB

Bceekn nakon chabpika 50 mg THreuukanu (tigecycline).
Cnen pexonctutyupane 1 ml cbabpxka 10 mg THreLMKIHH.

3a NBAHUSA CIMCHK HA MOMOUIHUTE BELLECTBA BHKTe Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA

[Tpax 3a undpy3nonen pasteop (npax 3a uadysus).
Opankes npax.

W3NbJIHUTENHA Al EHLUNS 10 SIEKAPCTBATA

Kpamxa xapakmepucmuka Ha moogykma - MNpuaoxerue 1

KuMm Pea. N: 0200202‘7(731/ ...................

Clienl peKOHCTHTYHpaHe, PA3TBOPBT € GHCTBP, KBITO-OPAHIKEB HA LIBAT, C pH 4,5-5,5.

4. KJHHUYHH JAHHH

4.1 TepaneBTHUYHM NOKA3aHHUA

TureuMKIMH € nokazaH MpH BBL3PACTHH K €A HA Bb3pacT 8 rovHKM M NoBeye 3a IeYeHHe Ha CJICAHUTE

vHpexuun (Bxk. Toukn 4.4 1 5.1);

. YCNnoKHEHH KOXKHN W MeKOTbKaHHM uHdexurn (YKMTH), ¢ u3kmouenue Ha HHEKTHPaHO

AnabeTHo cTbnano (BxK. Touka 4.4);
° Ycenosxkuenu nuTpaadaoMunanim undexunn (YUAM).

Tureumknuu TpaGsa na Gbae npunarad camo B CilyuanTe, KOraTo Apyru afTepHATHBHE aHTHGHOTHILM He

ca noaxoasawm (Bx. toukn 4.4, 4.8 u 5.1).

TpsGea na ce umar npeasu opULHATHUTE HACOKH 3a IPAaBUIHA ynorpe6a Ha aHTUDaKTepHANHHTE

CpencTsa.
4.2 [l03MpoBKa H HAYHH HA NPHJIOKEHHE

BO'SHQOBKE[

Buspacmuu

[Tpenopbusanara 003a 3a BL3pacTHy € HAYaIHa 103a oT 100 mg, nocneasana ot 50 mg Ha BCekH 12 yaca

3a 5 1o 14 num.

KITHWHUYHWA OTFOBOP Ha nalyeHTa.




Heya u wuowmu (na gv3pacm om 8 do 17 200unu)
Tureunxnnn Tpabsa Na ce W3NON3Ba CAMO 33 IEYEHHME HA NALMEHTH Ha Bb3pacT § ¥ moBeve roaMHy cnen
KOHCYNTaUKA C IEKAP CBC CHOTBETEH ONUT B IEHEHHETO HA HH(EKLHOIHY 3a60NARaHHA.

Heua na Bp3pact ot 8 20 <12 roannu: 1,2 mg/kg THrELMKAHH Ha BoekK 12 daca HHTPABEHO3HO 10
MakcumManHa go3a 50 mg Ha Bceku 12 yaca B npofnmkense Ha S 10 14 auu.

lOHoww Ha BB3pacT ot 12 1o <18 ronunu: 50 mg THreUMKNMH Ha Beekn 12 yaca B NpOAbIKEHHE
Ha 5 no 14 ann.

Cmapuecka gv3pacm
He e HeoGxonnma npomana Ha JO3MPOBKATA NPH NALMEHTH B CTAPYECKa BB3pacT {Bx. Touka 5.2).

Heprodpobro yepesxcdane
He ce Hanara kopurnpane Ha 103aTa Mpu MALKEHTH C IEKO 110 yMEPEHO uyepHoapobHo yspexknane (Child-
Pugh A u Child-Pugh B).

Ipy nauneHTHTE (BKAIOUHTENHO MENHATPHYHHTE MALMEHTH) C TEXKO yepHoapobHo yepexnane (xnac C
no Child Pugh) nosara Ha Tureumknun Tpabea aa ce Hamany ¢ 50%. Jlosara NpH BL3pacTHY TpsOBa aa ce
Hamanu 10 25 mg Ha Beekn 12 yaca cied Hatoeapeawara Ao3a ot 100 mg. TlaukeRTHTE © TeRKO
4eproapodHO yBpexaane (knac C no Child Pugh) Tpsfsa na ce NeKyBaT ¢ NOBUIIEHO BHUMAHHE M 12 ce
CNEAM Kax T€ pearupar Ha JIeYeHHETO (BX. TO4Kn 4.4 1 5.2).

Bvbpeuna yepexcoane
He e neobxonnma xopekius Ha 103aTa NpH nauueHTH ¢ GuGpeuno YBpe#OaHe WIN NPH ITALUKEHTH Ha
Xemoauanusa (Bk. Touka 5.2).

Heduampuyna nonyrayus

BesonacnocTTa u epmkacHOCTTa Ha TUTELMKITHA Pomdapm npH Aeua Ha BB3pacT Noa 8 roaHHM He ca
YCTaHOBEHH. JInrceat fannn. Tureunkaun Pomoapm e Tpadea aa ce Npunara npH Aeua Ha Bb3pacT noj,
8 roAMHU ROPAaH OUBETABAHE HA 3BOMTE (BXK. TOUKH 4.4 1 S, 1).

HauuH Ha npunoxenne

Tureunknuy ce npunara camo upes HHTpaBeHO3HA HHODYINA 32 30 a0 60 MHHYTH (BXK. TOukH 4.4 1 6.6).
3a peanouMTaHe € NPU NEANATPHYHM NAUMEHTH THIELMKINH A3 6bae NPUIATaH ¢ NPOABMKHTENHOCT Ha
utdysuara oT 60 MUHYTH (BK. Touka 4.4).

3a yKa3zaHns OTHOCHO Pa3TBAPAHETO H PA3PERKIAHETO HA JIEKAPCTBEHHA NIPOAYKT NPean NPHNOKEHHE
BIDKTE TOUKA 0.6,

4.3 MNpoeTHBonoKasanun

CBpbXYYBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO MITH KBM HAKOE OT ROMOLLUHKTE BELIECTBA, H30POSHN B
TOukKa 6.1.

lMauneHTHTE CBC CRPBXYYBCTBUTENHOCT KbM TETPALMKINHOBH aHTHOHOTHIM MOraT aa UMaT
CBPBXUYYBCTBUTENHOCT KbM THIELILKIHH.

4.4 Cneuuaanu npenynpexaenys H NpeanasHu MepKH npH ynorpeGa

Ilpy KNMHUYHKUTE NPOY'BAHHS 32 YCIOKHEHN MHGBEKUUH HA KOKATA M MEKHTE ThKaHH (
yenoxxenn unrpaaGaomunantu nudexunn (YUAH), undextupano anabetro cron
NHEBMOHHA W NPOYYBAHHATA NPH PE3HCTEHTHH MATOreHH € HAONIOaBaHa No-BUCO
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MALKEHTH, NIEKYBAHH ¢ THNELUMKIHH, B CPABHEHHE C JIEKAPCTBEHH MPOAYKTH, H3TION3BAHH 33 CPaBHEHME.
MpuunHKTe 3a TE3M HAXOAKK OCTABAT HEUIBECTHH, HO HE MOXE Ja C& H3KNIOUAT NO-HUCKA ePHKACHOCT U
Ge30nacHOCT B CpaBHEHHE C NEKAPCTBEHUTE NPOLYKTH, M3MON3BAHH 33 CPABHEHHE B IPOYYBAHETO.

Cynepundexuns

I1pn knunnynvTe npoyysanns npu nauuenTi ¢ YHAH, napyweHoTo 3a3npaBsBsane Ha ONepaTHBHATA
paHa e cBLP3aHO CbC Cynepurdexuna. MaumenT, npu KoHTO ce NPOABABA HAPYIUEHO 3a3paBaBaHe, TpabBa
na Obae Habnoaasax 33 HanH4Ke Ha cynepruHdexuns (k. Touka 4.8).

[launenTyre, KOMTO pazBUBAT CynepUHPEKLMM ¥ B YACTHOCT HO30KOMHMANAHA THEBMOHNA, HAH-YECTO ce
acoLMHpaT ¢ No-nolla Nporuosa. lNauuenTrTe TpaGea fa ce MOHHTOPHPAT BHHMATEHO 3a Pa3BHTHETO Ha
cynepHHdekuun. AKo cliel 3ano4BaHe Ha NevyeHHeTo ¢ Tureunkind PombapM ce yCTaHOBH OPHMLLE Ha
HHGeKunaTa, pasnuuno ot YKMTH unu YUAH, Tpatea na ce 06MHCTH NPHIAraHETO Ha ANTEPHATHBHA
aHTHOaKTepHANIHA TEPANHA, KOATO € C A0Ka3aHa ePUKACHOCT NPH NEYSHHETO HA KOHKPETHATA
HHpeKUUA(H).

AHadunakcus

TTpyn THrenmknuH ce cbobWwaea 3a aHapUNAKTHYHW/AaHAYUNAKTOMAHN PEaKUHH, KOHTO ¢a NOTEHLHUANHO
KHBOTO3acTpalasalu (Bx. TOukH 4.3 1 4.8).

YepHoapoGHa HeAOCTATEYHOCT
[py naunenTn, neKyBaH! C THIELIHK/INH, ce CboOILABAT Cy4aH Ha YBpexXIaHe Ha yepHus apo0b,

MPEAWMHO XONECTATHYHO, BKIIOUMTENHO M ClTyHaH Ha YepHOLPOOHA HENOCTATLYHOCT ¢ (aTaneH H3xon.
Benpekn ge yepHoOpoGHa HEAOCTATBYHOCT MOXKE 1a BLIHUKHE NPH TALKEHTH, JIEKYBAHH C THICLMKINH,
nopajH chLIECTBYBawK 3a001ABAHMA WIN CHIBTCTBALLH JIEKAPCTBEHH IPOAYKTH, Tpabsa aa ce uMa
Nnpeasui H BB3MOXKHO YHacTHE Ha THIELHUKIHH (BXK. Touka 4.8),

TeTpauMKnHHOBY AHTHONOTHIM
niumaumuknHOBHTE aHTHOHOTHLIM Ca CXOAHM [0 CTPYKTYpaA C TETPALMKIHHOBHTE AHTHOHOTHLA.

TUreunknHH MOXe Ra NPEIU3IBHKA HEXKENAHW PEaKUMH, NOJOGHH Ha TETPALIMKAHHOBHTE aHTHGHOTHLIM.
Te3n peakuny MoraT na BKMNOUBAT HOTOUYBCTBUTENHOCT, NCEBAOTYMOP HA MO3bKA, NAHKPEATHT U
aHTHaHa0oJIHO NEACTBHE, KORTO BOAM 0 MOBHLIEHA YPEA B KPLBTA, a30TEMM, aLMA03a ¥
xunephocdaremus (Bx. Touka 4.8).

MankpeaTnr
OcTbp NankpeaTHT, KOHTO MOke Aa Obae CEpPHO3EH, € Bb3HUKHAN (YECTOTA: HEYECTH) BbB Bpb3Ka ¢

NIE4YEHHE C THIELIMKAIKH (BkK. TOuKa 4.8). JTnarsosara ocTbp naHkpeaTut TPAGBA A3 Ce HMa NpeaBHA Npy
NAUNEHTH, NPHEMALLY THIEUNKIHH, KOWTO PA3BUAT KIIMHHYKK CUMIITOMM, NPU3HALM MW NaGOPaTopHH
aHOMAITHH, MPEANOAAralll OCTbP NaHKpeaTHT. [loseueTo oT cboOIUEHHTE Cllyyan ¢e pa3BUBAT e Halli-
MAJIKO elHa CeAMHLA OT JiedeHHeTo. Crobmasa ce 3a clyyan Npy NaleHTH Ge3 U3BECTHH PUCKOBH
QakTopy 3a naHkpearur. [TaunenTHTe OGHKHOBEHO ce MOZOGPABAT Clefl CTHPAHETO HA THIELUKINH.
TpaGea na ce oGMUCIH NpeKPaTABaHE HA IEUEHHETO C THTELHKIHMH B CITyYaHTe, B KOHTO C& NOK03Mpa 3a
Pa3BMTHE Ha NAHKPEaTHT.

Koarynonatusa
Tureunknnu Moxe aa yawmkH kakto nporpoMbuHosoTo epeme (PT), Taka u AKTHBHPAHOTO NApUMATTHO

TpomGonnactuHoso Bpeme (aPTT). OckeH ToBa ce cho0iuasa 3a xAnodubpuHoreHeMns npu ynorpebara
Ha THreUKANA. TTopany ToBa kKoarynaUMOHH!TE NapaMeTPH Ha KpbBTa, kato PT unu apyry noaxonauu
AHTHKOATYNaUWOHHY H3CNeaBaHKA, BKI. GUOPUHOreH B KphBTa, TPAGBa a ce CAeaAT MpeaH 3anoYBaHe Ha
AEYCHNUE ¢ THIELIMKNIHH H PEAORHO NO BpeMe Ha nevenneTo. [penopbusa ce ocobeHo BHUMaHKE npu

TeX KO GOJHH NAUMEHTH ¥ TAKMBA, KOUTO CA HA JEYEHUE C AHTHKOArYNaHTH(BK. TOYKa 4.5).

Hoanexainy 3ab6onasaHus




OnuTbT ¢ ynotpebaTa Ha THFELMKIIHH 32 JIeYeHHE HA HHPEKLMH TIPH TTAUMEHTH C TEXKH NOANEKAILHN
3a60NABaHKMA € OrpaHUyeH.

MMpy knunnunn npoyusanms ¢ YKMTH Hali-uecTusT THI Hudekumus npu JIEKYBAHWTE C THIEeLIMKITNH
naumMeHTy e uenyaut (58,6%), cneapal ot ronemu abeueck (24,9%). He ca BKIIOMEHH MalMeHTHTE C
TEXKO NOANIEKALLO 3a00NIABAHE, KATO TE3H, KOMTO €A KMYHOKOMNPOMETHPAHK, 1ALUEHTHTE C HHPEKLHH
Ha IEKYOHTA/IHK A3BH W11 NALMEHTHTE C MHOEKLMH, H3MCKBALLK NOBeYe OT 14 AHM Neyenne (Hanmp.
HEKPOTH3NpaLll pacuuuT). BKnioueHH ca orpanHyeH Gpoii nauHeHTH ¢ koMopGHaHN GakTopU KaTo AuabeT
(25,8%), nepudpepha cvaora Gonecr (10,4%), MHTpaBeHO3HA 310yNOTPe6a ¢ HAPKOTHUHM BEILECTRA
(4,0%) n HIV undexuns (1,2%). Cbiuo Taka TMRCBA JOCTATBYHO ONMUT C JIEYEHHETO Ha NALKEHTH ChC
CbAbTCTBALA GakTepHeMna (3,4%). 3aToBa e HeOOX0AMMO NOBHILIEHO BHHMAHHE NpH NeyeHHe Ha TAKHUBa
NAUMEHTH. Pe3yTaTiTe OT €AHO rOMAMO NPOYUBAHE NPH NALMEHTH C HHPEKTHPAHO AHAGETHO CTHOATO
NOKA3BAT, Y€ THIELHKINH € [10-MAIKO €PEKTHBEH OT NPOAYKTA, C KOATO C& CPABHSABA, CEAOBATENHO
THIELMK/ITHH He ce NpenopbtBa 3a ynoTpeba rpH Te3d nauMeHTH (8. Touka 4.1).

Mpy knunnunn npoyusannsa ¢ YUAH Hall-uecTHAT THN HHQEKLHA NIPH NEKYBAHUTE C THIELMKIHH
NAUHEHTH € YCIOKHEHHAT aneHANUNT (50,3%), cnenBaH OT APYTH HE TOAKOBA YSCTH AUACHO3M, KATO
YCNOXKHeH XoneuncTHt (9,6%), nepdopauns Ha uepso (9,6%), nurpaabnoMuHaneH abeuec (8,7%),
nepgopatius Ha CTOMALIHA UM AyoneHanHa 1382 (8,3%), NepHTOHUT (6,2%) M YCITOKHEH AHBEPTHKYUT
(6%). OT Te3u naunenTH 77,8% NMaT XMPYPriYeCckH YCTAHOBEH NEPUTOHNT. UMa OTpaHHu4eH Opof
NALMEHTH C TEKKH NOANEKAWM 3a00NABAHNS, KATO HANPAMEP UMYHOKOMIPOMETHPAHH MALMEHTH ¢
APACHE II ckopose >15 (3,3%) UIH ¢ XMPYPrHYECKH YCTAHOBEHH MHOKECTBEHH HHTPaabaoMHHATHY
abeuech (11,4%). JInncea AOCTATHYHO ONMT € NEUEHHETO Ha NALNEHTHTE CbC CHIBLTCTRALIA Gaxtepremus
(5,6%). 3aToBa € HEOGXONMMO MOBULLIEHO BHUMAHHE TIPH I€YEHHE HA TAKHBA NALMEHTH.

KomOunnpanara antnGaxtepuansa Tepanus TpaGBa Aa ce MMa NpPeIBHI BUHACH, KOFATO THrEUHKIHH
TpROBa 1 ce NpuiIoKH Ha TexKo Gonuu naunentd ¢ YHAU |, 813HHKHATH BTOPHYHO Clies KNHHHYHO
M3ABEHA NepopaLyng Ha YepBO, HITH NAlHEHTH C HAYANEH CETNICHC UTH CENTHYEH LOK (BX. Touka 4.8).

He e 2CHO ycTanoBeH eexTa Ha XonecTasara BbpXy GapMakOKMHETHKATA HA THreLMKkIuH. Ha €KCKpEeLna,
Upes kNbUKaTa ce nanat npudnuzurento 50% ot ofLaTa eKCKpPeUMA Ha TUrELMKAWH. 3aTOBa NALKEHTHTE
¢ HATWYHA XONecTa3a TpAGBa Aa ce MpOCNENABAT BHUMATENHO.

{1pyn nouTy BeHUkn aHTHGAKTEpPHANHU CPEACTBA Ce CbOBILABA 3a NCEBIOMEMOPAHO3EH KOJIHT, KORTO MOKe
0a € ¢ pa3nMyuHa TeXKECT — OF AIEK [0 KNBOTO3ACTPAILABALL. 3aTOBA € BAXKHO Ta3M AHArHO3a Aa Ce UMa
NPeABHA NpY NALMEHTHTE, KOUTO PA3BUBAT ANAPUA TI0 BPEME HA WU Clle] MPUIOKEHHETO HA KOETO U 213 €
aHTHOaKTEPHANHO CPeacTso (BK. Touka 4.8).

Ynorpebarta Ha THrELMKNMH MOXE Aa N0BEAE 10 CBPBXPacTeX HA HCUYBCTBUTETHH MUKPOOPTaHU3MH,
BKIOYMTENHO bOu. MNauvenTuTe TpaGBa aa ce NpocneassaT BHHMATENHO MO BPEME Ha TepanuaTa (px.
TOuKa 4.8).

Pe3ynraTHTe OT NPOYYBAHHATA NPH NIBXOBE C THFEUNKITHH TTOKA3BAT NpOMAHA B UBETA Ha KOCTHTE.
THreuHknIUH MOXe 1a € CBLP3aH ¢ TpalHa NpOMAHa B LBeTa Ha 3L6HTe TIPH XOparTa, ako ¢e H3NOoM3Ba 1o
BpPEMeE Ha pa3sBHTHETC Ha 3u0MTE (BXK. TOYKA 4.8).

[Menuarpryda nonynauus

Knunnuunar onut ot ynotpeGarta Ha THrEUMK/IHH 32 NeveHHe HA HHGEKUNH NIPH NEAHATPHYHH TALHEHTH
Ha BB3PAcT 8 FOAMHH WK MO-BL3PACTHH € MHOTO OrpaHnyeH (Bx. Touku 4.8 u 5.1). Crienosartento

painonara ¢ anTepHaT#BHa aHTHGHKTepHa.HHa TEpANua,
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laneHeTo W NOBPBLIAHETO Ca MHOTO YECTH HeXENaHH PEaKLIMM NPH AeLa 1 FOHOLLH (BXK. TouKa 4.8),
Tpa6Ba na ce BHMMaBa 32 BL3IMOXKHA NeXHApaTaLUA. 3a npeanoyuTate e NPy NEANATPUHHH NALIUEHTH
THTELHMKIIMH 213 Ce TIpUNAara ¢ NpoAbKHTETHOCT Ha WHYy3HaTa oT 60 MUHYTH,

Hecro ce cvobinasa 3a kopemna Gonka npu Aeua, KAKBBTO € CAYNAST U [PU Bb3pacTHHTe. KopemHara
Gonka Moxe na € NoKa3aTenHa 3a naHkpeatut. [py pa3sUTHE Ha NAHKPEATHT IEYEHHETO C THICUMKIUH
TpaGBa na ce npexparu.

[Tpeau 3ano4BaHe Ha IEHEHHETO C TUTELMKIIHH H PEJOBHO NO BPEME Ha JeyeHHeTo TpAGEa aa ce
MOHHMTOPHPAT YePHOAPOOGHHTE PYHKUMOHANHH NOKAIATENH, KOATYNALMOHHUTE NAPAMETPH,
XEMATONOTHYHATE NapaMETPH, AMHJIA3aTa H HMa3aTa.

Tureunknuu Pomgpapm we TpaGea na ce u3nonssa npu Aeua non 8§ rOAMIIKA BB3PACT NOPAmM JIUNCA HA
AaHHK 32 6e30NaCHOCT K ePMKACHOCT B Ta3H BBHIPACTOBA FPYNa W NOPAAM TOBA, U THrELIMKIMH MOXe 13 e
CBBP3aH ¢ TpafiHa NpoMAHa B UBeTa Ha 3b0HTe (BK. ToukH 4.2 1 4.8).

4.5 B3aumoneiicTaue ¢ Apyry JekapcTBeHH NPOAYKTH H APYri GopMH Ha B3auMoaelcTBHe
[MpoyuBarys 3a B3anMoOAEHCTBUATA ¢a NPOBEKIAHH CAMO NPH BL3PAaCcTHY.

CHBMECTHOTO NPUNOKEHNE Ha TUrELUUKINH W Bapdapun (25 mg eaMHUYHA 1032) Ha 3ApAaBH MLA BOAM 10
NOHKKEHKE HA KNUPLHCA HA R-Bapdapun n S-eapdapin cvotBeTHO ¢ 40% W 23% M A0 MOBHILEHHE HA
AUC ¢ 68% 1 29%. MexaHH3MbT Ha TOBA B3aUMONEHCTBME BCE OLlE He € H3ACHeH. HannunuTe nannu ne
NPERNONArar, 4e TOBa B3IaHMOAEHCTBHE MOXE 13 NOBEAE A0 3HauuMH nipomenn B INR. Trii xato ofave
THIEUHKNHH MOXKE 1a yABJDKH KAKTO NpOTPOMOHHOBOTO BpeMe (PT), Taka W aKTHBMPAHOTO NApUHANHO
TpoMGonnacTHHOBO Bpeme (aPTT), CLOTBETHHTE KOATYTALUMOHHH TECTOBE TPAGBA Aa Ce CNeONT
BHUMATENHO, KOraTo TUrEUMKINH Ce NpUNara 3aefiHo C aHTUKoarynauTH (Bx. Touxa 4.4). Bapdapun ne
NOBMHABA (papMAKCKHHETHYHNS NPODHI HA THICLIMKITHH.

Tureunxnuu He ce MeTabonH3Mpa B 3HAYWTENHA CTeneH. 3aTOBA He C& OYAKBA KIMPBHCHT HA TUIEUMKIHH
na ce NOBAUAE OT AKTHBHMTE BELIECTBA, KOHTO MHXUGHPAT HIIH HHAYLHMPAT AKTHBHOCTTA Ha H30GopMHTEe
Ha CYPA450. In vitro THTEUHKIINH HE € HUTO KOHKYPEHTEH UHXHOWTOP, HUTO HeoGpaTUM HHXHOUTOp Ha
CYP450 enzumuTe (B3%. Touxa 5.2).

THreuMkauH B NpenoppYBanarTa 103a He MOBANABA CKOPOCTTA H CTENEHTa Ha aGCopGUHMATA MK KIHPbHCA
Ha aurokchy (0,5 mg, nocnenganu ot 0,25 mg IHEBHO), KOraTo Ce NPUAATa HA 3APaBH Bb3PACTHH.
HHroKCHH He NOBAUABA PApMAKOKMHETHUHMA NPOdHN HA TUrEUMKINH. 3aTOBA He e HeoGXoauMa
NpoMsAHa HA NO3HPOBKATA, KOTaTO THIELHIUTHH CE MPHIIAra ¢ ANFOKCHH,

B in vitro npoyusanuna He e HaONI0AABAH AHTArOHH3BM MEHKIY THIEUMKINH W APYTH Y€CTO U3MON3BAHH
Khaacoee aHTHONOTHUM.

EnnoBpeMEHHOTO NpuoXerHe Ha aHTHGHOTHLM C IEPOPATHH KOHTPAUENTHBH MOXE A2 HAMPABH
NepOPANHHTE KOHTPALIENTHRU NO-MaNKo epeKTHBHH,

CLNBTCTBALLOTO NPUAOKEHHE HA HHXMOHTOPH HA THIELMITAH 1 KANUMHEBPHH, KATO TAKPONHMYC HIH
UHKOCNOPHH, MOXE 12 NOBERE RO NOBHILABAHE HA MAHUMAIHHTE CEPYMHH KOHUEHTPAUHK HA
HHXMOMTOPHTE Ha KanuHHespuH. [Topany ToRa CepyMHUTE KOHLEHTPAUHH Ha HHXHGHTOPA Ha
Kanu¥HEeBpHH TpalBa 1a ce TPOC/EAABAT N0 BPEME Ha IEYEHHETO C THIELIMKHH, 3a 1a ce niberne
NEXaPCTBEHa TOKCHUHOCT.,

B3 ocHoBa Ha in vitro npoy4Bane THreumnknnn e P-gp cy6erpar. EanospeMeHHOTO Npuno
CyGCTpaTh (Hanp. KETOKOHA30N MK LMKNOCIOPHH) UM P-gp nHayKkTOpH (Hanp. pHpam




nosAusie Ha hapMaKOKHHETHKATa Ha THPELMKNMH (BXK. Touka 5.2).

4.6 DepTHAHTET, GPEMEHHOCT H KbPMEHe

bpeMennoct

Jlunceat UM uMa OrpaHudeHn AaHHH 33 YNOTPe6aTa Ha THIEUMKIUH 11PH GPEMEHHH JKEHMU.
TIpoy4BaHuaTa NpH XKHBOTHH NOKA3BAT PENPOIYKTHBHA TOKCHUHOCT (BX. TOUKA 5.3). lMoTeHunanHuaT
PHCK NPY XOpa HE € U3BeCTeH. KaKTo € M3BECTHO 3a TeTPALUKIAMHOBUTE AHTUOHOTHIIM, THIELMK/TUH MOYKE
Aa npennseuka TpaitHu aedekTy Ha 3u6HMTe (NOTLMHABAHE H AedeKTH Ha eMaiiaa) H 3a6aBsHe Ha
NPOLECHTE Ha oCH(HKALMA NPH DETYCH, NOANOKEHH HA EKCNOZHUMA in ufero TO BPEME Ha BTOPaTa
NONOBHHA OT GPEMEHHOCTTA, U NPH Aela NOA 8-FOAUIIHA BE3PAcT MOPALH HATPYIIBAHE B THKAHHTE C
MHTEH3MBHA OOMAHA Ha Kanuw# W 0GpasyBaHe Ha KaNIUMEBY XeNATHH KOMIAEKCH (BX. TouKa 4.4),
TureunknyH e TpaGea Aa ce W3MoN3Ba NpH GPeMERHOCT, OCBEH aKO KNMHUMHOTO CLCTOSHHE Ha KeHaTa
H3HCKBA 1e4YeHHE C THISLHKITHH,

Ktpmetie

He e u3BeCTHO ANy THreLMKAHH/ MeTaGoNuTHTE ce €KCKPETHpAT B YoBeIIKaTa kbpMa. Hannuaute
(apMaKoAMHAMMUHH/TOKCHKONOMMYHH JaHHH NPH WHBOTHH TOKA3BAT €KCKpeLMs Ha
THrEeLMKIMH/MeTabONMUTHTE B MIAKOTO (BX. Touka 5.3). He mMoxe na ce H3kmoun PHCK 33
HOBOpOAeHHTe/kbpMateTata, TpabGea na ce B3eMe peleHue 1anK 4a ce NpeycTaHoBH KBPMEHETO M Ja
Ce NpeycTaHOBH/HE C¢ NMPUIIOKHK TEPATTHATA C THIELMKITUH, KAaTO CE B3EMAT NPEABHA MoM3aTa oT
KBPMEHETO 33 ISTETO M NON3ATa OT TEPANMATA 33 KeHaTa.

PeprHauTeT
B3 ocrosa Ha naunKTe oT AUC € ycTaHOBEHO, Ye THIeLMKAHH He MOBIHABA PERPORYKTHBHHTE

CMOCOOHOCTH MM (hepTHNHTETA NPH NITLXOBE MPH eKCNO3HUMK R0 4,7 MbTH M0-BUCOKH OT JHEBHATA 11034
npu xopa. [Tpu xeHCkH TIBXOBE, B3 0CHOBA Ha NanHKTe oT AUC, He ca yCTaHOBEHH NeKAPCTBEHO-
CBbP3aHK ehekTH BbpXy AHYHHUNTE WIH NEPHONA HA PA3rOHBAHE NPH EKCNOIULMH 10 4,7 TbTH No-
BHCOKH OT JHEBHATa 1032 NpM Xopa.

4,7 Edexrn 81pxy cnocobHocTTa 33 wodnpane 1 pabora ¢ Mamuuu

Moake n1a HACTBIIM 3aMASHOCT W TOEA MOXE 1a HMa edexT BbpXY wWodHpaHeTo u paboTaTa ¢ MalllMHU {Bi.
TO4YKa 4.8).

4.8 Hexenann jleKapCcTEEHH PeaKIHH

Pestome na npodmna ua GesonacHocT

O6wmst 6poit na nauventure ¢ YKMTH n YUAMU, nekyBaHu ¢ TUreUMKIHH BbB thaza 3 1 4 KINHKHYHK
nmpoy4BaHus, e 2,393,

TTpH KNMHUUHNTE NPOYYBAHNA HAM-HECTHTE HEKENAHH PEaKUMH, BL3HMKBALIH 10 BPEME HA MEYESHHETO C
JIeKApCTBEHUA NPOJYKT, ca 00paTHMO ranexe (21%) u nospwitane (13%), KOUTO OGHKHOBEHO Bb3HMKBAT
pauo (Ha [-2 AeH OT EYEHHETO) H NO NPABMIO CA NEKH MITH YMEPEHH 110 TEXKECT.

Hexenanure peakuuu, 3a kouTo ce cho0114aBa NPK THIELMKNWH, BKIKYUTENHO OT KIHHHYHH npoy4BaHus
W NOCTMAPKETHHIOBHA OTHUT, CA NpeACTaBeHH B Tabnuuata no-a00y,

L HLyr
Sl

TabnuueH cnuchk Ha HexenanuTe PEAKUNWH



CepyMa H NoBHILEHA
ZLNAHHH
AMUHOTpaHchepa3a B
cepyma,
XHIepEunupyGuHeMHn

HuepHHa Apob,
npeauMHO
XONECTATHYHO

Cucremeo- Muoro Yecrn Heuyectn Peaxn C
OpPraHeH KJa¢ YeCTH 21/100 a0 <1/10  |>1/1 000 o <1/100 =>1/10 000 HEeH3BecTHa
=1/10 a0 4ecToTa (0T
<1/1 000 HAJIHYHHTE
JAHHH HE MO3Ke
na Grae
HaTnpaBeHa
OUEHKA)
HMndekunn CETICHC/CENTHYEH LIOK,
MHpecTaLnmn MHEBMOHMA,abcuech,
MHGbe KU
Hapyiienus na [y ALJIKEHO aKTHBHPAHO TPOMOOUNTONEHKA, XHTTOPUEPUHOTEHEMHA
KPLBTA H napuxanHzo NOBHLUEHO
nuMdHarTa TPOMGONIACTHHOBO  MEKIYHAPOAHO
CHCTEMa BPEME, YABMKEHO HOpMaNH3KUpaHo
npoTpoMGKHOBO Bpeme pTHOWEHKE (INR)
Hapyuienus na HaHNaKTHYHK/
MMYHHaTa HadunaxkTouzHU
crcTeMa peakumn* (B,
ToukH 4.3 1 4.4)
HapyLlieHus na XHNOTNHKeM U,
meTabonuiMa u KUMONPOTEHHEMHA
XpaHeHeTo
Hapyuienus BaMasHOCT
Ha HepBHATa
cucTeMa
CaoBM bnebur tpombodnebut
HapyIlUeHHs
CTomaltHo- rageHe, KopeMha Gonka, OCTbP NAHKPEATUT
YPEBHH NOBPLLULAHE, IHCNENCHA, AHOPEKCHA [ BXK. Touka 4.4)
HapyILeHH Tnapus
Xenatobunuapuu MOBHIIEHA acnapTaT  pKbATEHHUA, uepHoApoGHA
Hapy1eHHs AaMHHOTpaHchepasa 8 [yBpexaaHe Ha HEN0CTATLYHOCT*

BX. TOuka 4.4)




Hapywenus na cuplexk, obpus EXHKH KOMKHH
KoXkara u aKUnH,
NOAKOKHATA KNIOYMTENHO
ThKaH HHIPOM Ha

Stevens- Johnson*

06wy HapyieHna HapyLIeHO BL3NANECHHE HA

H eexTH Ha Ba3lpaBABaHE HA PaHH, MACTOTO Ha

MACTOTO Ha PeaKUMA Ha MACTOTO HaMHKEKTHpaHe,

NpUNoXKEeHHE HHMEKTHpaHe, GoNKka Ha MACTOTO

rnasobonue Ha HHMXEKTHpaHE,

OTOK HA MACTOTO Ha
HHMEKTHPaHE,
Kpnebut Ha MacToTo
H4 NHXXEKTHpaHe

M3cnensanus MOBUIIECHA aMHa3a B

cepyma, MoBHLIeHa
YpeA B KPLETA

*HJIP, uaeHTrHIMpany NPy NOCTMAPKETHHIOBHA OMUT

Onucanne Ha M3GPaHH HEXENAHH peakuuy

Peaxyuu npu knacose aumubuomuyy

NceBnomMemOpano3eH KOIUT, KOWTO MOXe Ja BAPHPA 10 TEXECT OT NieK A0 AHBOTO3ACTpalaBall (BX.
Touka 4.4),

CepbXpacTex Ha HEUYBCTBHTENHH MHKPOOPTAHM3MH, BKIIOUHTENHO [bOH (BX. Touxa 4.4),

Peaxuuu Hpu mempayukruH oG AHMUOUOM UL U

FAMuANUMKIMHOBHTE AHTHOHOTHLIM Ca CXOAHM MO CTPYKTYPa C TETPALMKNHHOBUTE aHTHGHOTHLN.
Hexkenannte peakiun NpH TETPAUMIUTUHOBH aRTHOMOTHUM MOMKE 1 BKIIOYBAT (POTOMYBCTBHTENHOCT,
TICEBAOTYMOP HAa MO3bKA, MAHKPEATHT W aHTHAHAGONHO NEACTBHE, KOETO BOAH A0 NMOBUILEHA ypes B
KPhBTa, a30TeMHA, aLuHA03a N xunepdocdaremus (Bx. Touka 4.4).

THreunMkanH MOXeE 1a ¢ aCoLMMPa ¢ NOCTOAHHA NPOMAHA HA UBETA HA 3LGHUTE, AKO ¢e M3MON3BA Mo Bpeme
Ha Pa3BUTHETO Ha 3B0HTe (BX. TOUKA 4.4).

Io Bpeme Ha dasa 3 u 4 knunnyHn YKMTH n YUAH npoyuBauus no-4ecto ce cbobiiaga 3a CEBp3aHH C
WHGEKUHATA CEPUO3HH HEXeNIaHH PEaKLIMK MPH NaUHEHTH, IEKYBaHH ¢ THreLMKIEH (7,1%), B CpaBHEHHE
€ IEKapCTBEHW NPOLYKTH, H3TNION3BAHK 3a cpaBHeHHe (5,3%). HabnonaBanu ca focTopepHH pasiukH npH
CENCHC/CENTHYEH LIOK NPH THIeLMKNHH (2,2%) CNpaMo NEKapCTBEHHTE NPONYKTH, HINON3BaHH 3a
cpaBHenue (1,1%).

3a abropmun cToliHoctn Ha ACAT u AJIAT npu nauuenTH, NeKyBaHH ¢ THrEUHKIHH, ¢ CHOGILABA NO-
HECTO B NOCTTEPANEBTUMHUA NEPHO, B CPABHEHNE C NALMEHTHTE, NONIOIKEHH HA IEYEHHUE C IEKAPCTBEHH

NPOAYKTH, U3NON3BAHH 334 CpPaBHEHME, NpX KOXUTO TOBA Ce HaCmoaaBa no-4ecTo 1o BpEME H
NEYCHHE.




BB BcHukk npoyusaHus 818 daza 3 u 4 (YKMTH u YUAH) cmbpt e HacTbnuna npu 2,4% (54/2216) ot
NAUHEHTHUTE, NPHEMANIH THIELMKINH, 1 1,7% (37/2206) oT mauneHTHTE, NONAY4ABATH AKTHBHH
NeKapCTBEHH NPOAYKTH, H3NON3BAHH 38 CPABHEHNE,

MNenvarpuuna nonynauus

HanuuHu ¢a MHOTO OrpaHH4eHH AaHHH OT ABe (PapMAaKOKWHETHUHH NPOY4BaHUA (Bx. Touka 5.2). To
BpeMe Ha TE3H NpoyuBaHus He ca HabnonaBaHK HOBY MM HEOUAKBAHHW NaHHK 3a Ge30NacHOCTTa Ha
THFELIMKIHH.

B ycnoBusTa na oTKpuTO lapMakOKHHETUYHO NPOYYBaHE C EAHOKPATHA OBMIIABAILA CE 1033, €
r3cnenBaHa Ge30MacHOCTTa Ha THIEUNKIIHH NpH 25 felia Ha BE3pacT oT 8 0 16 rofMHK, KOUTO HACKOPO
¢a ce Bb3CTAHOBUH OT HHpexumu, MpodnnkT Ha HexenaHnTe peakuni HA THIEUMKIMH TIPH Te3n 25
YHaCTHHLH KaTO LSO ChOTBETCTBA HA TO3W IPH Bb3PACTHHTE,

Be30macHOCTTa Ha THIMELMKIIMH € W3CNEABAHA M B YCIOBUATA Ha OTKPHTO (apMaKOKUHETHYHO npoy4BaHe
€ MHOIOKPATHH NOBHLIABALLM ¢€ 103K NpH 38 feua Ha Bb3pacT ot 8 10 11 roanun ¢ YKMTH (n=15),
YHAH (n=24) pnu npupobuta B 0GWIHOCTTA NHEBMOHHA (n=19). IpodHabT Ha HexenauuTe peakumy Ha
THTEUHKIHH NPH Te3H 58 YYaCTHHLIM KaTo LANO CHOTBETCTBA HA TO3M NPH BL3PACTHHTE, C H3KNIOYeHHe Ha
raaeHeto (48,3%), nospbluaneTo (46,6%) 1 NoBwweHaTa Mnasa B cepyMa (6,9%), 32 KOUTO
Hab/II01aBAHHTE YECTOTH MPH AELAa €A NO-BUCOKH, OTKONKOTO [pH BB3PACTHH.

Cboﬁgaaaﬂe HA NGAO3NPpaHH HENKENAHH PEAKILIHUH

CrobiasaneTo Ha NONO3MPAHN HEKENTAHN Peak UMM Clej paspelaBaHe 3a yroTpeba Ha NexapeTeeHUs
MPOAYKT € BaxHO. ToRa NO3BONABA A2 NPOABIKH HAGAIOAEHHETO HA CHOTHOLLEHHETO NOM3A/PHCK 32
NeKApCTBEHUA NPOAYKT. OT MEAHLMHCKHUTE CNIEUMATHCTH Ce H3MCKBA Aa CbOOUIABAT BCAka NOAO3MPaHa
He)XKenaHa peakumns ypes:

M3nbinnTenka areHuMA no nekapereara

ya. ,JamaH ['pyes™ Ne 8

1303 Cogun

Ten.: +359 2 8903417

yebcaitT: www.bda.bg

4.9 [penosupane

Jluncea cneunanna nHpOpMaLKA 3a NeveHHE ha Npeto3upaneTo. MHTpaBeHO3HOTO [IPUNOKEHHE Ha
TUrELIMKANH B €AHHKYHa 1032 0T 300 mg 3a 60 min npu 3apaeK 0GpOBOILM BOAK 10 NOBHUILEHA YECTOTA
Ha raieHeTo U NOBpPbLIAHETO. THrEUNKAMH HE CE OTCTPaHABA B 3HAYHTEINHA CTENEH YPE3 XEMOAHANK3A.
5. PAPMAKOJIOTHYHH CBONCTBA

5.1 PapMaKoIHHAMHYHE CROIICTBA

dapmakoTepanesTHyHa rpyna: AHTHOaKTepHaNHK JIEKApCTBEHH NPOAYKTH 33 CHCTEMHO APHNOKEHHE,
Tetpaunknuny, ATC kon: JD1AA12.

MexaunibM Ha neiicTene

THreLMKINH KaTO MIHLIMNLMKAHHOB AHTMEHOTHK MHXMOHPA TPAHCNALMATA Ha BenThImTE npu GakTepuu
4upe3 cebp3Bane ¢ 308 cyGeamnuuara Ha pubo3oMUTE M GAOKKHPAHE HA HABMTHIAHETO HA AMMHQ-

OCTAaTLUH B YABMXKABAILM C€ NENTHIHHN BEPHIH.




Ilo npaBuno Tureunknuu ce npuema 3a GakrepuoctaThyed. [py 4 NLTH NO-BMCOKA OT MMHMMATHATA
HHXHGHpawa koHueHTpauns (MHUK) ce HaGnionasa nonmxeHHe ¢ 2 NOTAPUTMHYHK EOMHULM B Bpos Ha
KONOHHHTE NpH THrEUMKANH cpely Enterococcus spp., Staphylococcus aureus v Escherichia coli.

MexaHH3IbM Ha Pe3NCTEHTHOCT

Tureunknun e B chCTOSHKE Na NPEONONEE ABATA OCHOBHH MEXAHN3IMA HA PE3UCTEHTHOCT KM
TETPaLKKNHA, puO0O30MHATA MPOTekuma H edaykca. JJokasaHa € KPhCTOCAHA PEIUCTEHTHOCT MEXAY
THFELMKNHH W MUHOLIMKIMH-PE3UCTEHTHH H30NaTH cpeRr Enterobacteriaceae, Rbakawa ce Ha ednykcHure
NOMIK 32 MHOXECTBEHA JIeKapCTBEHa pe3ucTeHTHOCT (MJIP). Jluncea TapreTHo GazupaHa KpecTocata
PE3IUCTEHTHOCT MEXAY THIELMKIHH H NOBSYETO KNAacoBe aHTHOHOTHUM.

THreuUKIMH € MOAATIIHE Ha XPOMO3OMHO-KOAHPAHHTE NMOMITH 33 eIYKC KbM MHOKECTBO NeKapcTBa Ha
Proteeae n Pseudomonas aeruginosa. Tlatorenute oT ceMelicTBo Proteeae (Proteus spp., Providenciaspp.
H Morganella spp.) no npaBuiO ca NO-MANKO YYBCTBHTEIHH KbM THIGUMKTHH OTKONKOTO OCTAHANHTE
Npeactasutenn Ha Enferobacteriaceae. TlonnxeHaTa 4yBCTBHTENHOCT B ABETE IPYNU CC NPUIHCEA HA
CBPBXEKCMPECHATA Ha HecneLndHaHaTa AcrAB edutykcHa nomna za MHOKECTBO nexapcerea. [TonuxeHaTa
UYBCTBHTENHOCT NPH Acinetobacter baumannii ce npynHucBa Ha cBpbXekcnpecuaTa Ha AdeABC
ednyxcHara nomna.

l"gannquu CTONHOCTH 33 M3NHTBAHE 3a HYBCTBHYENHOCT

Tonkysarennute kputepun 3a MUK (Muanmanna nuxubupaia KOHUEHTPALKMA) 33 H3NHTBAHE Ha
H4YBCTBHTENHOCTTA Ca yCTAHOBEHH OT EBPONEHCKMA KOMHTET 32 U3CNEXBAHE HA AaHTUMUKPOOHATA
ayscTBUTENHOCT (EUCAST) 3a THreumxinn 1 ca n3bpoenu Tyk:
https://www.ema.europa.eu/documents/other!minimum—inhibitory—concentration—mic-breakpoints_en.xlsx

YyBCTBUTENHOCT

Hecrorara Ha npunoGHTaTa PE3NCTEHTHOCT MOXeE 4a BAPHPA Ha NeorpadicKH MPHHLIKN H BLB BpEMETO 32
13GpaHH BUAOBE M € NPENOPLYHTENHA NIOKANHA MHPOPMALIMS 33 PE3UCTEHTHOCTTA, 0COGEHO KOraTo ce
NEKYBaT TeXKH MHpekunu. Ako € HeobX0auMo, TPAGBa Na C& ThPCH EKCNEPTEH ChBET, KOTaTo NOKATHATA
MeCTOTa HA PE3HCTEHTHOCTTA € TAKABA, Y€ HINOJIBAHETC HA CPEACTROTO MPH MOHE HAKOH THNOBE
HHEKLMH € Noa BLITPOC.

IMarToren

O0u4afiHD YYBCTBHTETHH BHOOBE

["pam-no3uTUBHH aepobu

Enterococcus spp.t

Staphylococcus aureus*

Staphylococcus epidermidis

Staphylococcus haemolyticus

Streptococcus agalactiae*

"pyna Streptococcus anginosus* (skniousa S. anginosus, S. intermedius u S. constellatus)
Streptococcus pyogenes*

Ctpentokoky ot rpyna Viridans

I"pam-HeraTBHH agpobu
Citrobacter freundii *
Citrobacter koseri
Escherichia coli*
Klebsiella oxytoca®
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A Haepobn

Clostridium perfringenst
Peptostreptococcus spp.T
Prevotetla ppm.

Buaose, 33 KOHTO NPHACGHTATA PE3UCTENTHOCT MoXe A € npobiem
I"pam-HeraTHBHH aepobu
Acinetobacter baumannii
Burkholderia cepacia
Enterobacter aerogenes
\Enterobacter cloacae*
IKlebsiella pneumoniae™
Morganella morganii

\Proteus spp.

\Providencia spp.

Serratic marcescens
Stenotrophomonas maltophilia

A HaepoOn
["pyna Bacterovides fragilist

MHKPOOPTraHHIMH € YHACAEEHA PE3HCTEHTHOCT

["pam-HeraTHBHH aepobu

\Pseudomonas aeruginosa

*03HauaBa BMIOBE, CPEILY KOMTO CE CUNTA, Y€ AKTHBHOCTTA € 3a10BOHTENHO NoKasaHa ApY KIHHHYHHTE
[pOYU4BaHHA.

T Bx. Touka 5.1, Ilpazosu cmotinocmu no-rope.

EnexTpodmzionorus Ha chplETO

He e ycTaHoBeH 3haunm edekT Ha eMHWYHA HHTPaBEHO3HA 1033 THREUHKIMH 50 mg na 200 mgenpxy
QTc nuTepBana B ycnoBusTa Ha paHAOMHU3MPaHO, MaLeGo- 1 AKTHBHO-KOHTPONNPAHO, YSTHPHPAMEHHO,
KpbeTocaHo 3ansnboueHo npoyysane Ha QTc npu 46 30paBy yyacTHHLM.

[MeauarpuuHa momynauus

B ycnoensta Ha OTKPHTO MpOYYBAHE ¢ MROTOKPATHH NOBHILABALLMN CE JO3H npu 39 Jeua Ha BL3pacT ot §
2o 11 roannu ¢ YHAH unn YKMTH e npunoken tureuminus (0,75, 1 unum 1,25 mg/kg). Benukn
NZUHEHTH Ca NONY4ABANY TUIEUMKIIHH HHTPABEHO3HO B NPOABLIKEHNE HA MUHMMYM 3 MOC/IE0BaTENHH
OHW 10 MAKCHMYM 14 nocnenosatenHu IHH, € ONUMA 1a GbAAT NPeXBbPIEHH HA MEpPOpaneH aHTHOHOTHK
Ha 1eH 4 Y No-KbCHO,

KAHHHYHOTO M3NekyBaHe e oLeHsBaHo Mexxay 10 u 21 aHu Crea NpHIaraHe Ha NocieqHaTa J03a OT
nevennero. Kparko oGoGLueHHe Ha pesyNTaTHTeE 32 KTHHUYHHMTE OTTOBOPH B moaMduLIMpaHara intent-to
treat (mITT) nonynaums, e npencraseno B cneaxara Tabniuua.

Kaunnyuno ninexysane, mITT nonyaaunsn
0,75 mg/kg 1 mg/kg 1,25 mg/kg |
[NokazaHue n/N (%) /N (%) n/N (%)
YHAH 6/6 (100,0) 3/6 (50,0) 10/12 (83,3)
YKMTH 3/4 (75,0) 57 (711,4) 2/4 (50,0)
O6uwo 9/10 (90,0) 8/13 (62,0) 12/16 (75,0)

MpeacTaeHuTe NO-rope ZaHHY 3a ePUKACHOCT TpAGBa fa GbAaT MPHEMaHK TIPEANA3THBO, THil
TOBA NpOyuBaHe e GUNO pa3pelIeHo eNHOBPEMEHHO IPUNAraHe HA APYTH aHTHOHOTHUM, B &J‘lﬁ
TpsOBa [a ce B3EME NPEABHA U NO-MATKUAT Gpoil NauHeHTH.



5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbumna

TureuKnuH ce npuara MHTPABEHO3HO Y 3aTOBA MMa 100% GHOHANHYHOCT.

Pasnpenenenye
CBbp3BaHeTO HA THMELUMKAHH i Vitro KbM IU1a3MeHuTe GeNThUM Bapupa OT npubnusutento 71% 1089%

NpH KOHUEHTPAUHHTE, HabonaBany B KTMHUUKKTE npoyusanus (0,1 go 1,0 pg/ml).
QapMakOKHHETHYHNUTE MPOYYBAHNS IPH HHBOTHH M XOPa NOKA3BAT, Ye THIELMKIMH JIECHO Ce pasnpeaens
B TbKAHHTE.

ITpn nabxose, nonyyasawn eAMHHYHA MK MEOTOKPATHY 031 OT '“C-TUreUMKNHH, PALMOAKTHEHOCTTA €
no06pe pasnpeaenena B NOBEYETO ThKAHH, KATO Hall-BUCOKaTa 0BILA EKCTIO3HLIMA Ce HAGMIoNaBa B KOCTHHA
MO3BK, CIIOHYEHHTE XKNE3H, LLIMTOBUHATA %Ule3a, crie3xaTa H 6x6peunTe. Tlpu xopa cTauHOHapHUAT 06em
Ha pa3npeaeneHe Ha TUreLMkaxnH e cpeano 500 go 7001 (7 no 9 Vkg), koeto noka3ea, ue THLELHKINH Ce
pasnpenens B rofaMa CTeneH U3BbH NNasMeHus o6eM ¥ Ce KOHLEHTPHPA B ThKaHHTe.

Jluncear AaHHK Q¥ THTELMKIMH MOXE 12 NPEMHHE KPHBHO-MOIbYHATa GapHepa IpH Xopa.

[Ipy KNMHUYKO-(YAPMAKONOrHYHHTE MPOYYBAHKA, HIMON3BAIN TEPANEBTHYHA CXEMA HA QOSUPOBKA OT
100 mg, nocnensany ot 50 mg Ha Bcekn 12 waca, pasHoBecHaTa C,,, KOHUEHTPAUHA HA TUICUMKIHH B
cepyma e 8664233 ng/ml 32 30 MunyTHHTE HHGY3MH K 634297 ng/ml 32 60 MUHYTHUTE HHPY3UH.
Craunonapnara AUCO-12h e 2349+850 ngeh/ml.

EuoTpancgopmauus

Cpeano ce m3uMcnsea, e no-manko or 20% OT THreLHKAHH Ce MeTabonn3npaT npenu ekckpeuuara. [pu
3ApaBi N0OPOBOIILM OT MBKKH NON CNER MPUAGIKEHHE Ha '*C-THrEUMKIHH HENPOMEHEHHAT THIELWMKINH €
OCHOBHUAT '“C-MapKupaH MaTepyan, OTAENEH B YPHHATA W dexannuTe, HO Ce OTKPHBAT CBHILO EUH
FAOKYPOHWA, eAWH N-aueTnn MeTabonuT M eQuH enMMep Ha THrEUHKIMHA.

In vitro Npoy4BaHuATa BbPXY YOBEWKH YePHOAPOGHH MUKPO3OMH NMOKA3BAT, Y€ THrELMKIIHH He
nHxubupa metabonusma, MEANHPaH OT KOHTO M Aa e OT cneauuTe 6 uMTOXpoM P450 (CYP) n3othopmu:
A2, 2C8, 2C9, 2C19, 2D6 1 3A4 upe3 KOHKYpeHTHO MHXHGHpaHe. OCBEH TOBa THFELMKIHMH He NOKa3Ba
HAJT®H-3aencHMOCT npu unxubupauneto na CYP2C9, CYP2C19, CYP2D6u CYP3A, koero npeanonara
nunca Ha nhxndupaune Ha Tes CYP eH3nMu Ha GazaTa Ha MexakH3Ma Ha AeHCTBHeE.

EnuMuHnpane

Oraengneto Ha oblwaTa paaHoakTHBHOCT BbE BEKATHHTE M YPHHATA Cllejl NPUIIOKEHHETO Ha
"“C-TureLknuH nokasea, ue 59% ot go3ara ce €/IMMUHHPA Ype3 eKCKpellna ¢ knbukaTa/pekannnre, a
33% ce exckpetupa B ypnHaTa. KaTo LSO OCHOBHHAT LT Ha ENMMUHUPAHE 33 THIELMKITMH € HTbYHATA
EKCKPELHs HA HEPOMEHEHHA TUIeUHKIHH. [ oKy poHHpaHeTo M 6L6peyHaTa exckpeLa Ha
HENPOMEHEHUA THTELIHKTHH ¢a BTOPOCTENEHHH NBTHILA.

OBUmAT KTMPBLHC HA THTEUNKANH € 24 V/h cnel MHTPaBEHO3HA HH(Y3Ms. BLOPEUHNAT KIMPBHC e
npnGan3nutento 13% ot o6wma kiupeHc. THreUMKNHH NOKA3Ba NONUEKCNOHEHTHO €/IMMHHHPAHE OT
CEpyMa CbC CPENCH TEPMITHAIEH NONYKHBOT HA €/IHMUHHPAHE CIIEA MHOTOKPATHH 103H OT 42 yaca,
BBIPEKH Y€ ChLUECTSYBA roNaMa BapHabHUAHOCT MEKAY OTACIHHTE HHIMBHIMN.

In vitro npoyusanns ¢ usnonssaxe Ha Caco-2 KNETKM NOKA3BAT, Y THrELUMKIMH He HuxubHpa TpaHcmopTa
Ha MFOKCHH, KOETO MPEAnonara Ye THreUHKIIWH He € KHXKOUTOpP Ha P-rnvikonporenta (B
vitro AHPOPMALHA CbOTBETCTRA C AMNCATa HA eeKT Ha THreLHKITHH BBPXY KNUPbHCA
OTOeNs3aHa B NPOYYBAHETO 3a NEKAPCTBEHH B3ANMONEHCTBHUS in vivo, ONMCAHO NO-TO
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TureuuknnH e cybeTpat Ha P-gp, Bb3 OCHOBA Ha in vitro NPOyYBaHe ¢ N3NON3BAHE HA KNETbYHA IMHKA,
CepbXekcnpecupatia P-gp. IToTeHUHATHHAT IpHHOC Ha P-gp-MeAHHpalHis TPaHCMOpT KM
PasnpeaeneHneTo Ha TUTEUMKIIHH in vivo He € yCTaHoBeH. EnHoBpeMeHHOTO npunoxenne wa P-gp
MHXHOHTOPH (HANp. KETOKOHA30 NI UMKIOCNOPHH) HAK P-gp nHaykTOpH (Hanp. prdaMBULHH) MOKe
na noBIHAE Ha PapMAKOKMHETUKATA HA THICUMKIIHH.

Cneuvanyy nonynaunu

Yeprodpobro yapexciarie

DapMakOKMHETHYHOTO pa3npeneneHHe Ha THICUHKIUH Clie[l eAHOKPATHO MPHIOKEHHE HE CE NIPOMeHs
NPy NALMEHTH C JIEKO YepHOAPOGHO yBpekaaHe. CHCTEMHHAT KAMPBHC HA THTELMKITHH 00aye € MoHIKeH
CBOTBETHO ¢ 25% H 55% 1 NONYXHBOTHT HA THIELMKIIMH € YABIDKEH CbOTBETHO ¢ 23% 1 43% npu
NMALMEHTHTE C YMEPEHO MU TeXKKO YepHoapobHO yspexaane (knac B u C no Child Pugh) (Bx. Touka
4.2).

Lvbpeyno yapexcoare

PapMakOKHHETHYHOTO PasMpe/ieNIeHe Ha THT€UMKIHH Cllell AHOKPATHO PHIIOXKEHHE HE Ce NIPOMERH
NpH NALHEHTH ¢ GBOPEUHA HEAOCTATEYHOCT (KPEaTHHHHOB KNUpbHE <30 ml/min, n=6). ITpu Texko
616peuno yspexnane AUC e ¢ 30% mno-BHcoka OTKONKOTO MpH AMUA ¢ HOpMasiHa Gh6pedna GyHKUMS
(Bx. ToukKa 4.2),

Cmapyecka av3pacm
He ce nabmonasat o6ium pa3ninuns BbB apMakOKHHETHKATa MEX/Y 3ApPaBH JHLA B CTapyecka Bb3pacT H
no-maan xopa (Bx. Touka 4.2),

fleduampuyna nonyaawun

PapMakOKUHeTHKaTa Ha THTELMKNNH € W3C/ENBaHa NpH ABe Npoy4BaHus. B nuproTo npoyusane ca
BK/IKOYEHH JeLIa Ha Bb3pacT 8-16 roauuu (n=24), xONTo ca nosyyaBany eJHOKPATHA 1033 THTeLMKNHH
(0,5, 1, wiu 2 mg/kg no makcumanHa A03a cboTBeTHO 50 mg, 100 mg u 150 mg), npunoxeHa
MHTPaBEHO3HO 32 30 MUHYTH. BTOpOTO Npoyusane e npoBeREHO 1Py [1€11a HA Bb3PACT OT 8§ 10

I'l roguHK, KOHTO ca NoNyYaBANM MHOTOKPATHH 1031 THreunkann (0,75, 1, uin 1,25 mg/kg no
MaKcHManHa no3a ot 50 mg) Ha Beeku 12 vaca, NPUNOKEHH MHTPABEHO3HO 3a 30 MunyTu. TTpy Tesu
NpOY4BaHUs HE € NpUNaraHa HaToBapeaila 1103a. PapMakOKNHETHUHHTE NapamMeTpH ca obobluenu B
Tabnuuara no-gony:

flo3a Hopmaausnpana ao 1 mg/kg cpeana + cranaapTno otkioHenne Tigecycline Crax H AUCHpH
eua
Bb3pact (roanHK) N Crux (ng/ml) AUC (ng*h/mD)*
ExHokpaTHa n03a
811 i 3881 + 6637 4034 + 2874
12-16 16 8508 £ 11433 7026 + 4088
MHorokpaTHa A03a
8§11 42 [ 1911 + 3032 | 2404 + 1000
* enHokpatHa 3032 AUCQ-w0, MHOFOKpaTHa no3a AUC)-12h

lMpuuennara AUCQ-12h npyn Bb3pacTHy cie NpenopbuMTeINaTa HATOBAPBAlLA 1033 0T 100 mg n 50 mg
Ha Bcekun 12 yaca, e 6una npubausurento 2500 ngeh/mi.

KoBapnaTa Ha KNMPBHCA HAa THIELMKNRH NPH eLaTa Ha Bb3pacT 8 roRMHH | No-BL3pacT
CXeMH Ha fo3upaHe 1o 1,2 mg/kg THTELMKIHH Ha BCekH 12 uaca (10 MAKCHMAaNHA 1035/



12 yaca) npu neua Ha Bb3pact oT 8 10 <12 roaunu 1 no 50 mg Ha BcexH 12 4aca npH IOHOWH Ha Bb3PacT
OT 12 no <18 roaunu, ule NMar 3a pe3ynTaT eKCNOSHLIUK, CPABHUMH € OHE3H, KOHTO Ce Habnoasar npu
BB3PACTHH, JieKyBaHH ¢ 0floOpeHaTa cxeMa Ha npunaraHe.

{lpu HAKONKO feua B paMKHTE Ha Te3M IPOYUBAHUA Ca HAGNIONABAHH CTORHOCTH HA Cangx, NO-BHCOKH
OTKOIKOTO NIPH BLIPACTHH NAUMEHTH. Ce0BaTENHO TPAGBA 1a Ce BHMMABA N0 OTHOLUEHHE HA CKOPOCTTa
Ha MHQY3HA HA TUTEUHKIHH NPH AELA M IOHOLIK.

ITon
HAMa KIHHWYHO 3HAUMMH PA3NUKH B KTHPBHCA HA TUIELMK/IHH MEXIY MBKe H xkenn. M3uncnero e,ue
AUC e ¢ 20% no-ronama npH xKeHH OTKOAKOTO MPH MbikKe.

Paca
HsMa HHKaKBH PA3IMKK B KITHPBHCA HA THIELUMKIHH Bb3 OCHOBA Ha pacara.

Tezno

KnupsHewT, npensuncneHust 3a Ternoto knupbHe # AUC ne ce pa3ninyaBaT 3HAYUTETHO MEXAY
NAUMEHTHTE C Pa3INYHO TENECHO TErNO, BKNIOYHTENHO NPY TeaH, Texamu >125 kg, AUC e ¢ 24% no-
Marka NpH NalMEHTUTE, Texal > 125 kg. JIunceaT aaHuy 3a nauneHTHTe, Texawu 140 kg W noseue.

5.3 Mpeakaunu4nyu nannn 3a 6ezonachHoct

Tlpy npoy4BanATa 32 TOKCHUHOCT NPY MHOFOKPATHO NPHIOKEHHE Ha TLTBXOBE H KyueTa ca
HaBn:0naBaHN HaManaBaHe U aTPodHA Ha AUMBHUTE BbINK, CEIKATA H THUMYCA, IOHHIKEHH CPUTPOLITH,
PETHKYTIOUHNTH, NEBKOUMTH H TPOMOOLMTH NPH XHIOUENYNAPUTET HAa KOCTHHA MOIbK W HEXeNaHH
peakuui oT GBOPEeLUTE H CTOMALIHO-4PEBHHS TPAKT NPH €KCNO3ULMA HA THIeLMKTHH OT ChOTBETHO & M
10 nuTH Han AHeBHaTa no3a 3a xopa Bb3 0cHOBa Ha AUC NPH NIBLXOBE ¥ KyYeTa.

JlBe cenqMuLM CNen NPUAOKEHHETO Ce YCTAHOBARA, Ye Te3H npomeny ca oGpaTnMu.

Habntonasano e olipeTsABaHe Ha KOCTHTE MPH ILTBXOBE, KOETO He & 06paTHMO 0 ABE CEAMMUM cnea
RPUNOKEHHETO.

Pe3yJNiTaTiTe OT NpOyYBaHMATA NIPH XKHBOTHH NOKA3BAT, Ye TUIELMKITHH TIpeMHHABA NTPe3 NITALEHTATA M ce
OTKpWBA B ThKaHWTe Ha ¢eTyca. T1pu npoyuBaHuaTa 3a penpoayKTHEHA TOKCHYHOCT C TUIELIHKNHH Ce
HaGNI01aBa MOHIKEHO TErNO Ha deTycuTe NIpY TUTBXO0BE M 3aiUM (CbC CBBLp3aHo 3a0aBAHE HA
ocudukaunsTa). THPGUMKIMH He € TepaTOreHeH NP TUIBEX0BE KK 3aiun. B3 ocHOBa Ha faHHuUTE OT
AUC € yCTaHOBEHO, Ye TUICUMKIHH HE NOBNWABA PENPOAYKTHBHUTE CIOCOBHOCTH MK deprunnTera npu
[UIbX0BE NpH EKCMO3ULMH 110 4,7 TBTH NO-BHCOKH OT IHEBHATA 203a NPH Xopa. TTpH keHCKy wTbXoBe,
Bb3 0CHOBA Ha nakHuTe oT AUC, He ca yCTaHOBEHH NIEKAPCTBEHO-CBBP3any eeKkTH BBLPXY AHUHNLIMTE
WIN NICPHO/A HA PA3TOHBAHE MPH €KCMOIUUNH 10 4,7 TBTH NO-BHCOKM OT AHEBHATA 11032 MPH xopa.

Pe3ynTaTHTe OT NPoy4YBaHUATA NPH XKHBOTHH ¢ H3MON3BAHE Ha *C-mapKupaH THreUMKIHH NoKa3Bar, 4e
THTELMKIHH CE EKCKPETHPA B rofIAMa CTENEH 4pe3 KbpMaTa Ha NaKTHPaly mTbXose. ChriacHo
OrpaHuW4eHara nepopania GHOHATHHHOCT HA THIELMKAHH CHCTEMHATA €KCIO3HLNA HA THrELMKITHH €
Mafka Ui TUNICBA HANBIHO NPH KbPMAYETa B PE3YATAT Ha EKCTIO3HLINS Ype3 MaluMHATA KbpMa.

He ca H3BBLPLIBAHH NOMXHBOTHN Opoy4BaAHHMA NPH XHUBOTHU 33 OLIEHKA HA KapUHHOM¢HHNWA NOTEeHLHan Ha
THTELHKNWH, HO KPaTKOCPOYHHTE NpOYYBAHHA 38 FTEHOTOKCHYHOCT HA THIEelHKIHH ¢A HETaTHEHH,

BOIIyCHOTO HHTPABEHO3HO NPHJIOKEHHE HA THUMELMKIHH ce CBBP3Ba ¢ XHCTAMHHOB OTroBOp IpH

NpOy“BAHMATA C KMBOTHH. Te3n edekTH ce Habnioaasat npy ekcno3uuuy ot 14 n 3 nury u
A03a 3a Xopa B3 0cHOBa Ha AUC cboTBeTHO npu MbXoBe K Kyuera.
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He ca HaGnronapany nokasarencrea 3a (I)OTO‘-IYBCTBHTCIIHOCT NPH IINBXOBE CMEA IPHN0KEHHE Ha
TUM¢UHKIHH.

6. PTAPMAUEBTHYHH JAHHH

6.1 CnNuchbK HA TOMOLIIHHTE BeWecTBa

JlaxTo3a MoHOXHApAT
XnopoBoaopoHa KHCenitHa (3a kopekLus Ha pH)

6.2 HeckBMecTHMOCTH

Tureunknun e TpAGBa fa ce NpuIara eAHOBPEMEHHO NPE3 CHLLUATA TPHITETHA CHCTEMA C: aMpOTEPHLMH
b, amdorepuumn B iununen komnnexc, uasenam, €30Menpason, OMeNpason M HHTPAaBEHO3HH Pa3TBOPH,
kOouTO GUXa MOrnK Aa N0BEAAT N0 YBenuueHue Ha pH nap 7.

To3u nexkapcTBeH NpoayKT He TpAGBa Ba ce CMECBA C APYTH NEKAPCTBEHH MPOJYKTH, ¢ H3KIIOUEHHEe Ha
NOCoYeHHTe B TOYKa 6.6,

6.3 Cpox Ha rogHoct
2 roanHH,

Cnen pekOHCTHTYMpaHe M pa3pekaaHe B CaK MM APYT MOAXOAALL MHGY3HOHEH KOHTERHED (Hamp.
CTeKAeHa OyTHAKa), THrELUMKIHH TpaGaa Na ce H3non3ea HesabaBHo.

6.4 CneunanHy yc10BHS Ha ChbXPaHEHHE

Ja ce cbxpansapa noa 25°C.
3a yenoBusaTa Ha CbXPAaHEHHE CAeN PEKOHCTUTYHPAHE HA NEKAPCTBEHUA NPOAYKT BHKTE TOUKA 6.3

6.5 Bra ¥ cpaBpxaAHME HA ONaKoBKATA

[1pax, Hanb/HeH 8 npo3paueH, Ge3UBETeH CTEKNAEH PAAKOH THN |, 3aTBOPEH ¢ THBMHO CHBa,
CHIIMKOHU3NpaHa, OpoMOyTUIOBa ryMeHa 3anylanka, anyMMHHesa o0kartka ¢ GAn10, WIacTMacoBO
OTYYNBALLO CE KANAYE.

Tureuuxknun Pomdapm Moxe aa ce 0r1akosa, KakTo cneapa:

- eNH $AKOH Ce ONaKkOBA B KAPTOHEHA KYTHS 3a€IHO C IMCTOBKATA, WK

- necet duiakona (aee PVC/PET/PE Bnoxky, chabpxkaluy no 5 ¢akoHa) ce OMakoBaT B KapTOHEHa KyTHA
32€AHO C INCTOBKATa.

He Benyky BuaORE onakosxy Morar aa 6baaT nycHatu B npoax6a.
6.6 Cneunananu npeanasHn MepKu NpH H3XEbpAsHe n paGora

TpaxbT TpatGBa f1a ce pekOHCTHTYHpa ¢ 5,3 ml HHKEKLHOHEH pasTBOp Ha HaTpHee xnopua 9 mg/ml
(0,9%), unxexuHOHEH pa3TBOp Ha rtoko3a 50 mg/ml (5%) ntn PUHIep NaKTAT MHKEKLMOHEH pasTEop,
3a 1a Ce NOCTHIHE KOHLEHTPauMs Ha THreunkauH oT 10 mg/ml. @rakoHbT TpsGea aa ce 3aBbLpTH
BHWUMATEAHO, AOKATO NEKAPCTBEHUAT NPORYKT c¢ pasTBopu. Cea ToBa 5 ml oT NPUroTBeHM,
TpAGBA He3abaBHO Aa Ce M3TErNAT OT $N1aKOHA i [a ce A0GABAT KbM CaK 33 HHTPABEHO3H
100 ml unn apyr noaxoasw nhgysnoHeH KonTelHep (Hanp. cThkieHa GyTHNKa).
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3a nosa ot 100 mg Aa ce peKOHCTHTYHPAT ABa (AKOHA B CaK 3a HHTPaBeHO3Ha HHy3us ot 100 mi wnu
ApYT NOAXOAAWL MH(Y3HOHEH KOHTEHHED (Hanp. cThkieHa GyTunka). 3abenexka: GRakoHbT chabpka 6%
Haj n03aTa. 3aToBa 5 ml OT NPHUIOTBEHHA Pa3TBOP Ca eKBMBANEHTHH Ha S0 mg OT aKTHBHOTO BELECTRO.
Mpuroreenust pasTeop TpaGsa na Obae GHCTBD H KBITO-OPAHKEB HA LIBAT M aKO HE €, PA3TBOPLT TPSGEA
Aa ce M3XBbPAH. [TapenTtepantuTe npoaykTH TpA6Ba Na ce NPOBEPABAT BUSYAITHO 32 YACTHUH M IIPOMSHA B
uBeTa (Hanp. 3e/eH WIK YepeH) Npeln NPHIOKEHHE.

Ha ce n3non3ear camo GucTpH pa3TBopH, CBOBOLHHM OT BUIMMH YaCTHUM.

Turewukany Tpabsa fa ce npuara MHTPABEHO3HO YPe3 CAMOCTOATENHA TMHMS MJTH TPUITTHA CHCTEMA.
AKO Ce M3N0N3Ba CbIIATA MHTPABEHO3HA JIMHKA 32 NOCAEABAIIA MHDY3IHR HA HAKONKO aKTUBHH BEILECTBA,
/inHnATa TpAGBa 1a ¢e NPOMUe NPefn H cnel MHGy3HATA Ha TUTELMKIMH HIH C HHXEKLIMOHEH pasTBop Ha
HaTpues xnopia 9 mg/ml (0,9%), nnu ¢ HHKEKLMOHeH pasTBOp Ha rmoko3a SO mg/ml (5%).
HHuxextupaHeTo Tpabea na ce Hanpasu ¢ HHY3HOHEH PA3TBOP, CLBMECTHM C THIEUHMKIIHH 1 KOHTO M I3 e
ApyT(n) NekapcTBeH(M) NpoaykT(H) npes Tazu obwa TMHUA(BX. Touka 6.2).

To3m NiexapcTBEH NPOLYKT € CaMo 3a SAHOKPATHA YNOTPe6a; HEM3NON3BAHUAT JIEKAPCTBEH NPOAYKT HAK
OTNAAbYHHTE MAaTEPUANH OT Hero TpAGBa Na ce H3XBLPAAT B ChOTBETCTBHE C MECTHHTE M3HCKBAHMUA.

CHBMECTHMHTE MHTPABEHOIHH PA3TBOPH BKAKYBAT: MHMKEKUHOHEH PAa3TBOP HA HATpPHEB XNOPHI

9 mg/ml (0,9%), nrkekunonen pa3TBop Ha rwoko3a SO mg/ml (5%) u PHHTep NaKTAT MHKEKLMOHEH

pa3TBOp.

[py npunarane upes TPUNBTHA CHCTEMA CHBMECTHMOCTTA HA THIELIMKITHH, PEKOHCTHTYHpaH B

HHXCKUNMOHEH Pa3TBOP Ha HATpUeB XJ10puA 0,9%, € f0Ka3aHa CbC CISAHUTE JIEKAPCTBEHN NPOAYKTH HITH

Pa3spenuTENH: BMHKALIMH, 106y TaMHH, A0NAMUH XHAPOXNOPHIL, FéHTAMHLIMH, Xanonepuaon, Puurep

naKraT pasTBOP, THAOKAHH XMAPOXIOPUA, MeTOKI0OnpaMuA, MopduH, HopenuHedpuh,

nunepaunnun/rasobakram (cberas ¢ EDTA), kanues xnopua, nponodon, paHHTHANE XHAPOXNOPHL,

TeODUNHH U TOGpaMHUMH.

7. NMPUTEXATEJ HA PA3PELLUEHHETO 3A YNNOTPEEBA

Rompharm Company S.R.L.

Eroilor Street, no. 1A, Otopeni 075100, lifov County, PymbHus

8. HOMEP(A) HA PAZPELIIEHHETO 3A YIIOTPEBA

20220034

9. AATA HA TbPBO PAZPEIMABAHE/TMIOJHOBABAHE HA PA3PEIIEHHETO 3A
YNOTPEBA

Jara Ha nbpBO paspelnapane:

02.2022

Hata Ha nocneaHo NoaHOBSBaHE:

10. JAATA HA AKTYAJIU3HPAHE HA TEKCTA

0412026




