HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JTIEKAPCTBEHUS ITPOAYKT
SIRTURO 20 mg tabneTku

SIRTURO 100 mg Tabnetku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

SIRTURO 20 mg Tabxerku
Bcsika Tabnerka cbhappika OenaxuinH Gpymapart, ekBuBaieHTHO Ha 20 mg Genaxumun (bedaquiline).

SIRTURO 100 mg TabneTkn
Bcesika Tabnerka cbhappika OenaxuinH Gpymapart, ekiuBaieHTHO Ha 100 mg 6enaxunun (bedaquiline).

IlomMoIIHO BEmEeCcTBO ¢ M3BECTHO ACUCTBHE

Beska 100 mg tabietka chabpxka 145 mg nakro3a (KaTo MOHOXHUIPAT).

3a IBIHUA CIINCHK HAa TOMOIIHUATE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

SIRTURO 20 mg tabuerku
Tabnerka

HeobBura, 6sma 10 mouTs Osiia mpoasiarosata tadiaerka (12,0 mm gemkuHa X 5,7 MM mupuHa), ¢
JICIIUTEITHA YepTa OT JIBETE CTPaHH, C BIIbOHATO penedHo o0o3HaueHue ,,2° u ,,0° oT eqHaTa CTpaHa u
riajika oT JApyrara CTpaHa.

Tabnerkara Mmoxxe 1a ObJie pa3/ielieHa Ha PaBHU JI03H.

SIRTURO 100 mg TabaeTku
TabeTka

Heo0OButa, 0si1a 10 mouTH Osiy1a, KPBIJIa, TBOMHOM3IIbKHAIIA TabNeTKa ¢ tuamMeTsp 11 mm u
BJUTbOHATH peieHU 03HaYeHus ,, 17 Hax ,,207 OT enHaTa cTpaHa, u ,,100” oT npyrara.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU NOKA3AHUS

SIRTURO e moka3zan 3a yrotpeda KaTto 4acT OT MOAXO/A1Ia KOMOMHYpaHa CXeMa 3a JICUeHHE MPH
BB3PACTHH U NEUATPUYHY NALMECHTH (Ha BB3PACT OT 5 10 MO-MaJIKO OT 18 TOAMHHM | C TErJIo Haii-
maiko 15 kg) ¢ 6enonpodHa Tyoepkynosa (TB), npuunaena ot Mycobacterium tuberculosis, koiito e
PE3UCTEHTEH Hail-MaKo KbM pudaMiuiiie U n3onuasu. TpsOBa qa ce B3eMar mpeBu/
o(hUIMaTHUTE HACOKH 32 MPaBHIHA yroTpeda Ha aHTHOAKTEPUAIHU CPE/ICTBA.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jleaenuero cbe SIRTURO TpsiOBa na 3amouHe u Ja ce CJIeU OT JIeKap ¢ OIHUT B JICYCHHETO Ha 1B,
npuurHeHa ot M. tuberculosis, koiiTo e pe3ucTeHTeH Hall-MaJIKO KbM PUGAMITHIINH U H30HHA3H/.
Tpsab6Ba ma ce mmat npeasun prkoBoacTeata Ha C30, koraTo ce n3dupa moaxoaaa KOMOMHUpaHa
cXema Ha JIeueHHe.



Wznomseaiite SIRTURO camo B KoMOMHAIIUS ¢ APYTH JIEKAPCTBEHHU MPOIYKTa, KbM KOMTO H30J1aThT
OT MaIMeHTa € MOKa3aJl YyBCTBUTEIHOCT IN Vitro mim e BeposiTHO 1a Objie uyBcTBUTENCH. Hampasere
CIIpPaBKa ¢ KpaTKaTa XapaKTePUCTHUKA Ha JIEKAPCTBEHUTE TPOIYKTH, U3IOJI3BAaHN B KOMOWHAIIUS ChC
SIRTURO 3a TexHUTE KOHKPETHU MPEHOPHKU 32 JO3UPAHE.

Ipemoprusa ce SIRTURO na ce mpuinara upes qupekTHo HabmogaBana tepamus (directly observed
therapy, DOT).

2031/1[2031«1

Bw3pacmuu nayuenmu

[penoppunrennara noza SIRTURO npu Be3pacTau narueHty (18 u moBeye roauHu) e mokazaHa B
tabnuna 1.

Taoauna 1: llpenoppuurtesina go3a SIRTURO npu Bb3pacTHH NaliueHTH

IMonmynanus IIpenopbka 3a npujiarase

Ceamunu 1 1o 2 Cenmunu 3 10 24
Bw3pactau (18 u moseue 400 mg mepopaTHO BeAHBK 200 mg nmepopaiHO TPH IBTH
TOJINHH) JAHEBHO CeIMUYHO"

% Haii-manko 48 yaca Mex Iy J03UTe

Oo6mara mpoabxuTenHocT Ha JedeHneTo cbe SIRTURO e 24 ceamumu. SIRTURO tpsidBa na ce
npreMa ¢ XpaHa.

Tleouampuunu nayuenmu

[Mpenopbunrtennara qo3a Ha SIRTURO nipu Be3pacTHHU naimeHTH (Ha Bb3pacT OT 5 70 M0-MajKo OT
18 roauHu) ce OCHOBaBa Ha TEJIECHOTO TETJIO U € [TOKa3aHa B Tabiuma 2.

Ta6muua 2: [penopbuntenna 103a SIRTURO npu nequarpuyan nauueHTH (Ha BB3pacT oT
5 roguuu 10 mox 18 roguuun)

Temnecno Terio IIpenopbka 3a npujarate

Ceavuuu 1 go 2 Ceamuiu 3 g0 24
[To-ronsiMo niu paBHO Ha 160 mg nepopaliHO BeAHBIK 80 mg nepopaiHO TP IBTH
15 kg mo mox 20 kg JTHEBHO CeMHUYHO?
[lo-ronsiMo miw paBHO Ha 200 mg niepopaTHO BeAHBK 100 mg nepopaiHO TPpU MBTH
20 kg o mox 30 kg JHEBHO ceAMMYHO?
[To-ronsimo niu paBHO Ha 400 mg nepopaiHO BeIHbK 200 mg nepopayiHO TpU MbTH
30 kg AHEBHO ceIMHYHO"

2 Haii-manko 48 yaca MEXIy J03UTE

Oo61mmara npoabpkuTeaHocT Ha jJedenneTo ¢be SIRTURO e 24 ceamunu. SIRTURO tpsioBa na ce
npreMa ¢ XpaHa.

Ipoovaicumennocm na neueHuemo

Oo6mmara npoabpkuTenHocT Ha nedeHueTo cbe SIRTURO e 24 ceamunu. Korato e Heo0xoaumo
nedenue cb¢ SIRTURO moBede ot 24 ceamuiiy, ISYSHUETO MOKE J1a TPOABIKU 10 40 ceqMuIy mpu
Bb3pacTHH ¢ 1032 200 MQ Tpu mbTH ceAMUYHO (BXK. Touku 4.8 u 5.1).

IIponycnamu 0o3u
[TanuenTure TpsaOBa aa Obaat npenynpexaasanu na npuemat SIRTURO TouHO KakTo € mpeanucaHo
Y Jla IPEMUHAT IIBJIHAS KypC Ha JICUCHHE.

AKoO e mportycHara J03a pe3 IbPBUTE JBE CSMUIIM OT JICUCHUETO, MAIIUEHTUTE HEe TPsOBa Ja
KOMIIEHCHpAT MPOITyCHATaTa /103a, a Ia MPOABJIKAT JISYEHHETO 110 oOnJaifHaTa cxeMa Ha MpularaHe.
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AKo e TIporrycHaTa /103a CJiell Ha4aloTo Ha CeIMHIIA TPH, ALMEHTUTE TPIOBa a IpreMaT
NpOITycHATaTa 1032 Bb3MOYKHO Hail-CKOPO U Jia MPOIBJDKAT CXeMaTa TP MbTU cenMuyHo. OOraTa
no3a SIRTURO no Bpeme Ha 7-mTHEBHHS IEpHOA HE TPsiOBa 1a HAAXBBPIIS MPENOPbYUTEIHATA
cenMuYHa 1032 (C Hail-manko 24 yaca HHTEpBAl MKy TIPHEMHTE).

Tonynayus 6 cmapuecka 6v3pacm
Knunnuanre nannu 3a ynotpedara Ha SIRTURO npu nanpeHTH B cTapuecka Bb3pacT ca OrpaHHICHU
(Bx. TOuka 5.2).

Yeproopobro yspedcoane

He ce nanara kopurupane Ha no3ara Ha SIRTURO npu nanmeHTH ¢ 4epHOpoOHO YBPEKIaHE B JIeKa
Wi ymepeHa creneH (Bxk. Touka 5.2). SIRTURO Ttps6Ba aa ce u3moin3sa ¢ MOBHIICHO BHUMAHUE MIPU
MAIMEHTH C YepHOAPOOHO YBpEKIaHe B yMepeHa cremneH (Bk. Touka 5.2). SIRTURO He e npoyuBan
TIPH MAIUEHTH C YePHOAPOOHO YBPEKAAHE B TEXKKA CTETICH U HE C€ IIPETIOphYIBa MIPH Ta3H MOITyJIAIHS.

bvopeuno yepescoarne

He ce nanara kopurupaHe Ha Jj03ata Ipy MalHEHTH C JIEKO WK yMepeHo 0b0pedHo yBpekaane. [Ipu
HAaUCHTH C T&KKO Ob0peuHo yBpexaane (kpeatuHuHOB KiaupbHC <30 mI/min) win tepmuHaiHa
O0BOpevHa HeOCTATHYHOCT, HaJlarala XxeMouaiu3a win nepuroneantna auanuza, SIRTURO TpsoBa
Jla ce mpuiiara ¢ BHUMaHue (BK. To4ka 5.2).

Ileouampuuna nonynayus

BbezonacHoctTa 1 eukacHoctta Ha SIRTURO nipu senia Ha BB3pacT Mo 5 roAMHU WITH ¢ TETJIO MO
15 kg Bce orie He ca yCTaHOBEHH.

JIumncsar maHHU.

SIRTURO moxe fa ce BKIIIOYH B cXeMara 3a JICUeHHE Ha JIella Ha Bb3PacT Mo-ToJisiMa WM PaBHA Ha
5 roMHM ¥ IO-TOJIEMH U ¢ Terjo Hai-maiko 15 Kg ¢ moTBbpaeHa wiu BepositHa 6eoapodHa TB,
npuunnaeHa ot M. tuberculosis, koiTo e pe3rcTeHTeH Hall-MalTko KbM pUGAMITHIIUH U H30HUA3H],
JUarHOCTHUIIMPaHa Bb3 OCHOBA HA KJIMHWYHU MPU3HALIM U CUMIITOMH Ha OenoapodHa TB, momxomsin
EMUAEMHUOJIOTHYCH KOHTEKCT U B ChOTBETCTBHE C MEKyHAPOIHUTES/MECTHUTE PHKOBOICTBA (BIK.
Touka 4.1).

Hauwun na OPHUITOKCHUC

SIRTURO Ttpsi6Ba 1a ce mpruema nepopaHo ¢ XpaHa, Thid KaTo MPHJIOKEHUETO ¢ XpaHa MOBUIIIaBa
nepopaiHara OMOHATMYHOCT MMOYTH IBYKPATHO (BXK. Touka 5.2). FiMa eivH HauuH Ha NPHIOKEHHE Ha
SIRTURO 100 mg TabneTku u 4eTUpH pa3indHu Bb3MOXKHOCTH 3a npunoxkenne Ha SIRTURO 20 mg
tabyietku. [Ipu Bcekn HauuH Ha npunoxeHue SIRTURO Tps6sa na ce npuema ¢ xpaHa.

SIRTURO 100 mg mabremxu
SIRTURO 100 mg Tabnerku TpsiOBa a ce IbiTaT LENH, ¢ BOJA U 1a CE IPUEMAT C XpaHa.

SIRTURO 20 mg mabremxu

Ipunoocenue na 20 Mg mabaemxu npu NAYUESHMU, KOUMO MO2am._0d 2bImam yeau madaemku.
SIRTURO 20 mg tabietku TpsOBa j1a ce r'bJITAT ¢ BOJA ISJIM WK Pa3ICCHN Ha 1BE PABHU MIOJOBHHU
10 JICJIUTEIIHATA YepTa U J1a CE IIPHEeMaT ¢ XpaHa.

Ipunoocenue na 20 mg mabiemku npu NAUUEHmMU, KOUmo _He MO2am 04 2bimam yeau madiemxu.
JucnieprupaHu BbB B0/1a U NPUJI0KEHH ¢ HANMATKA HJIM MEeKa XpaHa

[Ipu manmeHTH, KOUTO Ce 3aTPY/IHSABAT Jia T'RITAT 1enu Tadierky, Tabnerka SIRTURO 20 mg moxe na
ce IUCTIeprupa BbB BOJIA U J]a CE NMPHUIIOKH. 3a J1a CE YIISCHU MPUIOKESHUETO, TUCIIEPTUPAHATA BbB
BOJIa CMEC MOJKE JIOITBIHUTEHO JIa CE CMECH ¢ HamuTKa (HaIp. Boaa, MIeYeH MPOIYKT, SOBIKOB COK,
ITOPTOKAJIOB COK, COK OT YePBEHN OOPOBMHKH WIIH Ta3upaHa HAIMTKa) MK ¢ MeKa XpaHa (Harp.
KHCEJIO MIISIKO, SIOBJIKOBO THOPE, MOPEe OT OAaHAHU MK OBECEHA Kallla) KaKTo CJIC/IBa!




o Jucneprupaiite TabieTkuTe BbB Boja (MakcumainHo 5 Tabnetku B 5 ml Boga) B vara.

o Pa3smecere moOpe chbaABP)KUMOTO Ha Halara, J0Kato TabJeTKUTe ce TUCIIePrupaT HalbiIHoO, U
CJIe]] TOBa BEIHAra ro IpueMeTe Ipe3 ycTara ¢ XpaHa. 3a J1a ce yJIECHHU N1ePOPaTHOTO
IPUIOXKEHHUE, AUCIIEPTUpaHaTa BbB BOAA CMEC MOXKE JAOIIBIHUTENHO 1a CE CMECHU C Hall-MaJIKO
5 ml nanutka win 1 yacHa TBKUYKA MEKa XpaHa U CJIe]] TOBA BEJHAra ChIbPKUMOTO Ha Yalara
Jia ce IpreMe Tpe3 ycTara.

o Ako 3a o0rrara j103a ca HeOOXOIUMH MOBEYE OT 5 TaOJIETKH, TOBTOPETE TOPHUTE CTHIIKH Ha
HPUTOTBSHE C MOAXOISIIHS OPOi JOMBJIHUTEIHH TAOJICTKH 10 JOCTUTAHE Ha JKEJIaHaTa J03a.
o VBepere ce, Ue B yamiara HIMa OCTAThIH OT TAOJETKUTE, TPOMUITE C HAITUTKA MK J00aBeTe

OIIe MCKa XpaHa U Be€aHara npueMeTe CbAbPKMUMOTO Ha HalllaTa Impe3 yCcTaTa.

Pa3TpolieHu U cMeceHH ¢ MeKa XpaHa

SIRTURO 20 mg TabieTku MOKe [1a Ce Pa3TPOINaT 1 Ja CE CMECAT ¢ MeKa XpaHa (HaIp. KHCeIo
MIISIKO, SIOBJIKOBO TIOpE, MIOpe OT OaHaHH WM OBECCHA Kallla) HEeMOCPEICTBEHO Mpean ynoTpeba u 1a
ce mpueMarT npe3 ycraTa. 3a Ja € CUTYPHO, Y€ B ChJa HIMa OCTaThIM OT TaOJIETKHUTE, J00aBeTe OIle
MeKa XpaHa U BeJHara MpueMeTe ChIbPIKHUMOTO.

Buxre Touka 6.6 3a nH(OpMaIs OTHOCHO MPUIIOKEHUE MIPE3 COHJIA 32 XPaHEHE.
4.3 IIpoTuBOmOKAa3aHUSA

CBpPBXYIYBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MM KBM HAKOE OT IIOMOITHUTE BEIECTBA,
n30poeHu B Touka 6.1.

44 ChneuuajaHu npegynpe:kaeHus v NpeanasHu MEPKH NpH ynorpeda

JlunicBaT kMuHUYHK AaHHY 32 yriorpebara Ha SIRTURO npu nevenue Ha:

o u3BbHOET01poOHa TB (Hamp. Ha eHTpaiHa HEpBHA CHCTEMa, KOCTHA)

o UH(PEKINH, TPUYUHEHN OT MUKOOAKTEpUAIHU BUIOBE, pasnuynu ot M. tuberculosis.
. narentHa uHpekims ¢ M. tuberculosis.

Jlunicear knmuHNMYHU naHHY 3a yrnorpedata Ha SIRTURO karto yact oT KOMOMHUPaHH CXEMH,
HpHIaraHy 3a JICYCHNHE Ha YyBCTBUTEITHU KbM JiekapctBa M. tuberculosis.

Pe3HCTEeHTHOCT KbM OeIaxXUITNUH

KakTo ce npenopbsuBa oT o(hUIIHaTHATE PHKOBOJCTBA, KaTO phKOBOACTBOTO HA C30, OenaxumuH
TpsiOBa Jla ce U3I0JI3Ba CaMo B MOJIXO/IA1I1a KOMOMHMpPaHa CXeMa 3a JieueHue Ha OenopooHa TB,
npuurnaeHa ot M. tuberculosis, koiiTo e pe3ucTeHTeH Hall-MaJIKoO KbM PUGAMITHIIMH U H30HHA3K/I, 32
Jla Ce NPEIOTBPATH PA3BUTUETO HA PE3UCTEHTHOCT KbM OeqaxiinH (BXk. Touka 4.2).

Yaemkasane Ha QT-nHrepBana

SIRTURO moxe na ynbmxu QT-unrtepsaina. [Ipenu Hadanoto Ha edenneto cbe SIRTURO u none
BEJIHBK MECEYHO CJIeJl 3aI104YBaHe Ha JICYEHUETO TPsIOBa J1a ce HAaIlPpaBH €JIeKTPOKapAnorpama 3a
npocieassane Ha QTc-unrepBana. CepyMHUTE HUBA Ha KaJni, KM 1 MarHe3ui TpsiOBa z1a ce
U3CIIe/[BaT B HAYAJIOTO U J]a CE KOPUTHPAT, aKo ca aOHOPMHH. AKO ce YCTaHOBH ybibkaBaHe Ha QT-

MHTEpBaJa, TPsIOBa [a ce M3BBPIIBA MOCIEABAIIO POCIIEASBaHE HA eNeKTpouTHTe (BXK. ToukH 4.5
u 4.8).

3amouBane Ha euenne cbc SIRTURO He ce mpenopbyuBa MpH MAMeHTH ChC CIETHUTE ChCTOSHUS,
OCBEH aKo He 0bJie TPEIEHEeHO, Y€ MOI3UTE OT OeTaxIINH MPEBUIIABAT TOTEHIIHATHUTE PHCKOBE:
. ChbpAEYHA HEJOCTAaThYHOCT

. QT-untepsan, kopurupas 1o metoaa Ha Fridericia (QTcF), >450 ms (IOTBBbPACHO C MOBTOPHA
EIIeKTPOKapIUOTpaMa)
o JTUYHA Wi aMUITHA aHAMHE3a 3a BPoJieH yabmkeH QT-uHTepBat

L dHaMHE3a 3a ChIICCTBYBAIl XUTTOTUPCOUIUIBM



o aHaMHe3a 3a ChILIECTBYBAIa OpaJHapuTMHUS
o aHamHe3a 3a torsade de pointes
o XHUIOKATAEMHSI.

Koraro 6enaxuinmH ce mpmiara eTHOBpeMEHHO ¢ APYTH JIEKapCTBEHHU MPOTYKTH, KOUTO YIBIDKABaT
QTc-unTrepBana (BKIIOYUTETHO KI0(ha3UMUH, JeaMaHu]l Wi (IIyOPOXMHOJIOHH), CE OYaKBa
aJIMTHBEH eeKT BbPXY yAbKaBaHeTo Ha QT-uHTepBana (Bxk. Touka 4.5). Moxe 1a ce oOMuciu
nedenne ¢cb¢ SIRTURO cnen 6maronpusitia oneHka moji3a/puck u ¢ EKI' MOHUTOpHHT.

Jleaenuero cbe SIRTURO TpsiOBa 1a Ob/ie MpeyCcTaHOBEHO, aKO MAIIUEHTHT Pa3BUE:
o KJIMHAYHO 3HAYMMa KaMepHa apuTMHS,
o QTcF-unrepran >500 Ms (MOTBBbPACHO € OBTOPHA EICKTPOKAPAHOrpamMa).

AKO HACTBITU CHHKOII, TPsIOBa J1a ce HANPaBH EICKTPOKAPANOTpaMa, 3a Jia Ce YCTAHOBU BCSIKO
yabokaBane Ha QT-uHTepBaa.

YepuoapobHa 6€30I1aCHOCT

B xnuHnyHN IMpoy4YBaHus IMPU BB3PAaCTHU U NICAUATPUYHU MMAUCHTHU, IIPOBCACHH 110 BPEMEC Ha
npunoxkeHuetro Ha SIRTURO ¢ ocHOBHATa TepaneBTHYHA cxeMa, ca HaOIro1aBaH! TIOBUIIICHH
CTOWHOCTH Ha TPaHCAMHUHA3UTE, MPUAPYKEHHU OT 001 OnnpyOrH >2 MhTH HAJl TOPHATA TPaHUIIA Ha
HopMara (Bxk. Touka 4.8). [lanmentute TpsiOBa 1a ce mpoCieaAsBaT B TeUCHHE Ha JIeueOHHS KypC, Thil
KaTO MOBUIICHUITA HA YEPHOAPOOHNUTE EH3UMH CE MOSIBSIBAT OAaBHO U MOCTEIICHHO HApacTBar npe3 24-
te cenmuit. [IpocnensBaiite cummnromure u nadoparopuute m3cnenasanust (ACAT, AJIAT, ankamxa
dochaTaza u OUIMPYOHH) HA U3XOHO HUBO, SKEMECEYHO M0 BpeMe Ha JEUCHHUETO U IIPU
HeoOxoauMocT. Ako croiiHocTTa Ha ACAT win AJIAT Hagsuim ropHara rpaHuiia Ha Hopmara 5-
KpaTHO, TepareBTHYHaTa cxema TpsiOBa jaa ce npepasriena u npueMbT Ha SIRTURO u/unm ocHOBHUST
XeMaTOTOKCUYCH JIEKAPCTBEH MPOAYKT TPsiOBa Jia ObJie MPeyCTaHOBEH.

ITo Bpeme nHa neuenunero cbe SIRTURO TpsidBa na ce n3bsrea ynorpedata Ha APYTH XEMATOTOKCHYHU
JIEKapCTBEHHU NMPOJYKTH U AJIKOX0JI, 0COOEHO MPHU MALMEHTH ¢ HaMaJIeH YepHOIPOOEH pe3eps.

IlenpnaTpyyHy MallUEHTH

ITpwu ronomm ¢ termo mexay 30 u 40 kg ce oyakBa cpeqHaTa eKCIIO3HMIKS a ObJIe MO-BUCOKA B
CpaBHEHHME C Bb3pacTHH manueHTH (BX. Touka 5.2). ToBa Moxe 1a ObJie CBBP3aHO C MOBHIIIEH PUCK OT
yabokaBane Ha QT WM XenaTOTOKCHYHOCT.

B3EWIMOILCI71CTBPI$I C APYI'H JICKAPCTBCHU NIPOAYKTH

Huoyxkmopu na CYP3A44

Bbenaxunun ce merabonuzupa ot CYP3A4. Ennospemennoro npunoxenue Ha SIRTURO ¢ ymepenn
i MotHu UHIYyKTOpH Ha CYP3A4 noHnkapa 1jia3MeHUTE KOHIICHTpAIMK Ha OSIaXUIMH U MOXE Ja
Hamanu tepaneBTnunus edekt Ha SIRTURO. 3aToBa TpsibBa 1a ce n30sirea eJHOBPEMEHHOTO
npuinoxxenue Ha SIRTURO u cucteMHO H3M0N3BaHN yMEpEeHU Wik Mol HHIykTopu Ha CYP3A4
kaTo edaBupeHI| U pudaMununu (T.e. pudammnuiyH, pudanenTud u pudadytuH) (BK. Touka 4.5).

JIaKTO3HAa HEMOHOCHMOCT U1 JJaKTa3Ha HEAOCTATHYHOCT

SIRTURO 100 mg mabaemxu

SIRTURO 100 mg TabneTku chabpKa JakTo3a MOHOXUApaT. [lanyenTn ¢ penku HacieaCTBEHH
HapyILIEHNS KaTO TJIAKTO3HA HETIOHOCUMOCT, IThJICH JIAKTa3€H Ae()UIMT WU [JIIOKO30-TaJaKTO3Ha
MaabcopOums He TpsaoBa ga npuematr SIRTURO 100 mg TabieTku.

4.5 BzaumopneicTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH U APYru (OpMHU HA B3auMoJelicTBHE

EnumuHHpaHeTo Ha OeIax e HE € HAaITbJIHO XapakTepusupano in vivo. CYP3A4 e ocuoausar CYP
M30€H3UM, ydacTBall in Vitro B MeTabomui3Ma Ha OelaXuiinH u 00pa3yBaHeTo Ha MeTaboIHTa



N-monoxmesmetwn (M2). Exckperusita Ha OeJaXviIMH ¢ ypUHATA € He3HaunTenHa. bemaxumua u M2 ve
ca cyOcTpaTi Wik HHXHOUTOPH Ha P-TIIMKOMpoTEenHA.

Nunykropu na CYP3A4

B mpoyuBane 3a B3anMOICHCTBUATA HA CIUHUYHA 1032 OeTaXMIHH ¥ pPU(GaMIHUIINH BETHBK THEBHO
(MoI1lIeH MHAYKTOP) TPH 3ApaBy Bh3pacTHH, ekcrosuimaTa (AUC) Ha GeaXuiiiH ce € MOHMWKHIA C
52% [90% CI (-57; -46)]. Twit KaTo € Bb3MOKHO TEPAIIEBTUUHHUAT e(eKT Ha OTaxXMINH 1a HaMmajee
MopaJiv MOHMKAaBaHE HAa CHCTEMHATA EKCIIO3HIIUS, TPIOBa Jla ce M305TBa €HOBPEMEHHOTO
MPUJIOKEHUE Ha OCTaXUJIMH U CUCTEMHO M3IOJI3BaHU YMEPEHU Wik MoliHU uHaykropu Ha CYP3A4
(namp. edaBupeHI, eTpaBUPUH, pruHaAMHUIIMHH, BKIIOUATETHO pUBaMIUIIH, pUhaeHTHH 1
pudabytun, kapdamasenuH, peHUTOnH, ) bIT KanTapuon [Hypericum perforatumy).

B mpoyuBaneto ¢asza Il enHoBpemeHHOTO puiokeHne Ha cinadust uHAykTop Ha CYP3 A4 HeBupanun
u SIRTURO, kaTo gacT oT KOMOMHUpaHA Tepanus B IpOoAb/DKeHUE Ha 10 40 ceIMHIH MTPH HAITUSHTH
¢ xourdexmust ¢ XVB, Bomu 1o neko moHmwkaBaHe Ha cpenHaTa ekcriozuims (AUC) Ha OemaxuinvH B
cpaBHEHHUE ¢ moarpynara 6e3 konHpekus ¢ XMB. Tazu pa3nuka B eKCIo3uIUsaTa 00aue He €
CBBp3aHa C TOHWKaBaHE Ha TeparneBTHYHUS eeKT. 3aToBa Mpu eTHOBPEMEHHO MPUIIOKEHIE Ha
SIRTURO cwc cnabu uanykropu Ha CYP3A4 He ce Hanmara kopurupaHe Ha J03ara.

Nuxuburopu Ha CYP3A4

Ennospemennoro npunoxkenre Ha SIRTURO u unxuburopu nHa CYP3A4 HsIMa KIMHUYHO 3HAYUM
e(heKT BbpXy eKCIo3uluiaTa Ha OegaxuinH. 3aToBa ¢ mo3BojeHo SIRTURO u unxuburopu Ha
CYP3A4 na ce npunaraT eTHOBPEMEHHO M HE Ce Hajlara KOpUrupaHe Ha J03aTa.

KpaTkocpoyHOTO €THOBPEMEHHO MPUIIOKECHUE Ha OSTaXWIMH U KETOKOHA30J1 (MOIIICH HHXUOUTOD Ha
CYP3A4) npu 3apaBu Bb3pacTHH noBuiiasa cpeanata excrozuiys (AUC) Ha 6enaxumus ¢ 22% [90%
CI (12; 32)]. IIpu 3apaBu Bb3pacTHU €AHOBPEMEHHOTO MIPUIIOKEHUE HA IPYT MOIIEH HHXUOUTOP Ha
CYP3A4 — kiapuTpoMUIIUH, ¢ €AMHAYHA J103a OSIaxWInH B porbibkeHre Ha 10 1Hu noBuiaBa
cpennara ekcriozunusi (AUC) Ha 6epaxunun ¢ 14% [90% CI (9; 19)]. Tlo-scHo u3paseH edekt BbpXy
OeaxWIMH MOJXKe J1a ce HaOJtogaBa o BpeMe Ha IPOIbJDKUTENTHO €IHOBPEMEHHO NPUIIOKEHHE Ha
naxubutopu Ha CYP3A4.

B npoyusaneto ¢asza Il nearocpounoro ceBMecTHO npunoxenue Ha SIRTURO, karo gact ot
KOMOWHHMpaHa Tepanus 1 JONMHAaBUP/PUTOHABUD MU NauueHTu ¢ kouHpekuus ¢ X1B, Boau 1o nexo
MOBHUIIIABaHE HA CPEeIHATA SKCIIO3UIHS Ha OeIaXWiIMH Ha ceIMUIla 24 B CpaBHEHHE C MOArpymnaTa 6e3
kouHpekiusa ¢ XMB. He ce nHanara kopurupase Ha J1o3aTta.

B otkpuroTo m3nutBane ¢asza lIb 1barocpouHOTO €IHOBPEMEHHO MPUIIOKEHHE Ha KITO()a3UMUH 1
SIRTURO, kaTo yacT 0T KOMOMHHPaHA TepaIus 3a Mepro 10 24 CeMHUIIM, HE OKa3Ba BIUSHHE BbPXY

CKCIIO3HUIMATA Ha 66}.‘[3XI/IJ’II/IH.

HDVFI/I HDOTI/IBOTV6CDKVII03HI/I JICKAPCTBCHHU IIPOAYKTH

Kparkocpounoro exnoBpemenHo npunokenne Ha SIRTUROu n3onuasun/nmupasnHaMu/] Ipy 30paBu
BB3PACTHH HE MPEIU3BUKBA KIMHHYHO 3HAYMMHK TIpoMeHH B excriosunusta (AUC) Ha OeraxuiiuH,
W30HMA3W]I WM THpa3uHaMul. He ce Hamara kopurupase Ha J103aTa Ha W30HUA3W/T WK TUPA3HHAMHET
10 BpeMe Ha eTHOBpeMEeHHOTO UM npuioxeHue cbe SIRTURO.

B mranie60-koHTpOIMpaHo KIMHAYHO TIPOYYBaHe, IPOBEJICHO MPH Bh3pacTHH ¢ 1B, He ce HabmronaBa
3HAYUTEIHO MOBIMsIBaHE HA (hapMaKOKMHETHKATA Ha eTaMOyTOJ, KaHAMULIMH, THPa3HHAMMU,
oIOKCallMH WK LIUKIIOCEPUH MPH €AHOBPEMEHHOTO UM npuiioxenue csc SIRTURO.



JIeKapCcTBeHU MPOAYKTH, YIbIDKABAIIH OT-I/IHTGDBaHa

B mposeneno otkpuro ®aza |1b uznuTBane npu B3pacTHH ce HAOIIOAABAT aTUTHBHHU YBEINICHUS HA
QTcF npu 17 Bb3pacTHU MAIUCHTH, ITPU KOUTO Ha ceaAMUIIA 24 ¢THOBPEMEHHO € MPUI0KEH
kiaohasumuH (cpenna npomsaa ot pedepentans QTcF 31,9 ms B cpaBuenue ¢ 12,3 MS npu MalUEHTH,
[PU KOMTO HE € MPUIIOKEH STHOBPEMEHHO KJI0(ha3UMUH).

B mpoyuBanero ®a3za 1l ce nHabmonaBa agutiBHO yBenuueHue Ha QTCF mpu komOuHMpane Ha
kinodasumuH u eBoduiokcaiud cb¢ SIRTURO (Bxk. Touku 4.4 u 4.8).

B mpoyuBane 3a B3anMoieiCcTBUATa HA OEAaXUIMH U KETOKOHA30JI IIPH 3[paBH BE3PACTHH MO-TOJISIM
edexT Brpxy QTCF ce HabnroaBa cie; MHOTOKpaTHO MpHJIarane Ha OeJJaXIMH B KETOKOHA30JI B
KOMOWHAIUs1, OTKOJIKOTO CJIel MHOTOKPaTHO TpUJIaraHe caMo Ha €AMHUS WM caMo Ha IPYTus
JIEKapCTBEH NPOIYKT (BXK. TOuku 4.4 u 4.8).

[lenqnaTpryHa MOMyJIaIus

[TpoyuBaHus 3a B3aMMOJCHCTBUATA Ca IPOBEKIAHN CaMO IIPU Bb3PACTHHU.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

BpemenHoct

Wma orpanndenu gannu 3a ynorpebata Ha SIRTURO npu 6pemennn xenu. [IpoyuBanusra npu
JKMBOTHH HE MOKA3BaT MPEKH WIIM HEMPEKH BPEIHU e(EeKTH, CBBP3aHU C PEIPOAYKTHBHA TOKCHIHOCT
(Bxk. Touka 5.3).

Kato npeanasna mspka, TpsoBa fa ce n3osrea ynorpedara Ha SIRTURO no Bpeme Ha OpeMeHHOCT,
OCBEH aKo T10J13aTa OT TepanusTa He HaIXBbPIs pUCKOBETE.

KespMmene

benaxunun ce ekckpeTnpa B KbpMaTa. B nmureparypara ca nmyOimkyBaHr orpaHUYeH Opol ChOOIIEHHs
3a O-BUCOKHM KOHIIEHTPALMK Ha OeaXxUiIiH B KbpMaTa, OTKOJKOTO B IJIa3Marta Ha Maiikara. [Ipu exHo
KbpMaye eIMHIYHA TPOM3BOJIHA TNIa3MeHa KOHIIEHTpAalUs Ha OeJaxiinH e Onina mojo0Ha Ha
IUTa3MeHaTa KOHLEHTpauus py Maiikara; Maiikata € IMajla BUCOKa KOHLEHTpauus Ha OeJaXWinH B
KbpMaTa CbC ChbOTHOLICHHE KbpMa/mazma 14:1. ToBa € B cbOTBETCTBUE C AAHHUTE OT MPOYYBAHUS
NIPY J)KUBOTHHU (BX. To4Ka 5.3). HanuuHara nH(popManus mokassa, 4e CHCTEMHATa eKCIIO3UIIHS IPU
KbpMaveTa MOKe JIa JIOCTUTHE HUBA, OJJOOHH Ha Te3H, HaOII0/IaBaHH NIPU KbPMAaUKH, JIEKYBaHH C
OenaxunuH. KnuHUYHNTE MOCIEIUIM OT Ta3K eKCIO3UIMS He ca u3BecTHU. JKeHunTe, IeKyBaHu C
OelaxuinH, He TpsIOBa J1a KbPMSIT.

DepTUnurter

JluricBaT nanHu 3a eexta Ha OeAaxUINH BbpXY QepTuinteTa npu xopa. [Ipr keHCKH TUTbX0BE
TPETUPAHETO ¢ OeAAXMIUH HAMA e(eKT BbpXY Y()TOCBAaHETO WK (PEPTHIUTETA, HO IPU MBXKHTE Ce
HaOJro1aBaT HAKOU e(eKkTH (BXK. Touka 5.3).

4.7 EdexTu BbpXy criocodHOCTTa 32 modupaHe U padoTa ¢ MAIIUHA
benaxunuu Moxe /1a MOBIHsAE B MaJIKa CTEIICH CIIOCOOHOCTTA 3a modupane u padora ¢ MamuHH. [Ipn

HSIKOM TIAIMEHTH, MpHeMaIy OeaxuiliH ce ChoOIaBa 3aMastHOCT U TpsIOBa Jia ce UMa NPEABH/T IPH
OLICHsIBaHE Ha CIIOCOOHOCTTA Ha MalueHTa Ja modupa win 1a paboTH ¢ MaIIHU (BX. Touka 4.8).



4.8 Hexenanu JeKapCTBEeHH peaKun

O0600menue Ha npoduiia Ha 6€30HaCHOCT

Hesxenanute peakunu kbM SIRTURO ca unentnduimpann ot ganau Ha ®asa |1b knamaHm
npoyuBaHus (KOHTposupanu U HekouTposmpanu, C208 u C209) nmpu 335 Bb3pacTHU MalMeHTH,
nexyBaHu ¢b¢ SIRTURO B mpoabmkenue Ha 8 ceqmuiy win 24 cenmunid. He ca yctaHOBEeHU HOBU
HEXEJaHU PeaKiiy B aKTUBHO KOHTposimpaHnoTto npoyusane ®aza 1l ¢ yuactrero Ha 354 maruenTH,
nexyBaau cb¢ SIRTURO B mpogpmkenne Ha 40 ceamurn wum 28 ceqmuiiy. B Te3n mpoydyBaHms
nanuenTute npueMaT SIRTURO B koMOuHaIMS ¢ APYTY aHTUMHKOOAKTEPHAIHU CPE/ICTBA.

Haii-uecture Hexenanu peakunu (>10,0% ot mamuenTuTe), CHOOMIEHH TI0 BPEME Ha ICUEHUETO ChC
SIRTURO B otkputo ®a3a Il mpoyusane ca yabmkaBane Ha QT-untepBana (61% B rpymnara Ha
SIRTURO cnpsimo 56% B koHTposHaTa rpyma), ragene (54% cnpsmo 63%), mopwiuane (54%
crpsamo 62%), aprpanrus (45% copsimo 33%), HoBHUIIEHH CTORHOCTH Ha TpancamuHasute (30%
crpsimo 29%), 3amasinoct (18% crpsimo 21%) u rimaBo6osme (17% cnpsimo 18%). HanpaBeTe cripaBka
C KpaTKaTa XapaKTepHCTHKa Ha JICKApPCTBEHUTE MPOAYKTH, U3M0I3BaHu B koMOuHaims cbe SIRTURO
3a ChOTBETHUTE UM HEXKEITAHU PEAKIIHH.

TabauyeH CIMCHK HA HEXETAHUTE JICKAPCTBCHHU PCAKIIMH

Hexenanu peakimu kM SIRTURO, xouto ca Ha 6a3ara Ha chOOIIEHN JaHHU OT OLIEHKAaTa 3a
6e3onacHoct BB Paza Il u @aza |l uznurBanus npu Be3pacTHH nanueHTH, JekyBanu cs¢ SIRTURO,
ca MpeJCcTaBeH! B TabnuaTa mo-1omy.

Hexenanute peakuu ca u3dpoenu mo cuctemo-opranet kiac (COK) u wectota. UecToTHUTE
KaTeropuu ca Je(h)MHUPaHU KaKTo cienBa: MHOro yectu (>1/10), yectu (>1/100 no <1/10) u HeyecTn
(>1/1000 oo <1/100).

CuctemMo-opraneH KJjiac Kareropus 4yecrora® HP

(COK)

Hapymenusi Ha HepBHaTa MHoro uectu I'maBoOonwme, 3amasHOCT

cHCTeMa

CToMalIHO-4YpeBHH MHoro yectu l"ageHe, noBpbIIaHe

HapylIeHUus Yectu Huapust

XenaroouauapHu MHoro uectu [ToBuiieHN CTOMHOCTH Ha

HApPYIICHHS TpancamuHazute >

Hapymenuss Ha MycKyJIHO- MHoro uectu ApTrpanrus

CKeJIeTHATA CHCTEMA U Yectn Muanrus

CheIUHUTEJHATA ThKAH

Hzcaenpanns MHoro yectu Ynemxen QT-unrepsan’ Ha
€JIeKTpOKapauorpaMa

Yecrota, nonydena ot Pasa III npoyusane STREAM, Eran 2, 40-cenMuyHO, U310 IEPOPATTHO JICUEHHE ChC
SIRTURO, neBodiokcanuH, kiohasuMuH, eTaMOyTOI U MHUPa3nHAMU, JOIBIHEHO C BUCOKHU JJO3U N30HHA3U/ U
HNPOTHOHAMHUJ TIpe3 MbpBHUTe 16 cenmuim (MHTEH3UBHA (a3a).

TepMUHBT ,,[IOBUILIEHU CTOMHOCTH Ha TpaHCaMUHa3UTe BKJIIOYBA MoBHUIIeHa cToiiHOCT Ha ACAT, nosuiieHa
croitHocT Ha AJIAT, noBuIIeHa CTOHHOCT Ha YePHOAPOOHHUTE SH3UMH, a0HOPMHA YePHOAPOOHA HYHKIIHS,
XHUIEPTPAHCAMIHA3EMUSI U TOBUIIEHN CTOMHOCTH HA TPaHCAMHUHA3UTE (BIDKTE TOUKATA IO-HOIY).

[ToBHIIIEHUTE CTOMHOCTH Ha TpaHCaMHHa3UTe B KOHTpospaHoto ®asa I1b npoyusane ca yectu (6,9% B rpymnara Ha
SIRTURO u 1% B KoHTpOJIHATA TpyMa Ha miane6o).

VnbmxaBanero Ha QT-unTepBaia B npoyuBanero Paza I1b e yecto (2,9% B rpynara Ha SIRTURO u 3,8% B
KOHTpOJIHATA TPyTia Ha rane6o).

Onmcanne Ha 30paHyu HEKEIaH! JIEKAPCTBEHN PEAKIIAU

Yowvacasane na QT-unmepesana
B xmmanyauTe m3nutBaans Ha SIRTURO npu Be3pacthu nanuenTn ¢ TB 0010 ce HabmoaBa 1eKo
(<10 ms) nosurraBane Ha QTCF mo BpeMe Ha Jle4eHHETO, KOETO C€ ABIDKH Ha M2 — OCHOBHHSAT



MeTaOoNHT Ha OemaxuiinH. B koMOuHaIMs ¢ ApyTrH JieKapcTBa, yabiikapaiu QT-unTepBaa (Hamp.
KJI0(ha3uMUH, JIeTaMaHuI Wik GIyOpOXHHOJIOHH) ce HablIro1aBa He TTOBEYE OT aIUTHBHO yIbKaBaHE
Ha QTc-untepBana (Bx. Touka 4.5).

B nposeneHoTo kouTposmpano Pasa I1b nmpoyusane (C208) ca HabmogaBaHU CPETHU YBEITHUCHUS
CrpsAMo u3xoauuTe cToitnoctr Ha QTCF cite mbpBOTO U3CIIEABAHE B paMKHTe Ha teuenuero (9,9 ms
Ha Cenmuna 1 3a SIRTURO u 3,5 ms 3a miane6o). Haii-rosisiMoto cpenHo yBenuueHue (Ha

Cenmuria 18) na QTCF mpes 24-te cenmuim Ha neuenne cb¢ SIRTURO e 15,7 ms B cpaBHeHHE ¢

6,2 ms B rpymnata Ha mianedo. Cnen kpas Ha nedenneto cbe SIRTURO QTCF nocreneHHo ce ckbesiBa
U CpeIHaTa CTOMHOCT € CXOJHA C Ta3M B rpynaTa Ha mianedo 10 Ceqmuna 60 oT npoydyBaHeTo (BXK.
Touka 4.4).

B otkputoTo npoyusane ®a3za llb (C209), kpaero nauueHTH 6€3 alTepHATHBA 3a JICUCHHE Ca
MOJTyYaBajy APYTH JEKapCTBEHU MPOAYKTH, yabibkaBamu QT-uHTepBana, H3M0JI3BaHu 3a JCUCHHE Ha
6emonpo6Ha TB, BkimtounTenHo kinoda3umuH, enHoBpeMenHata ynorpebda Ha SIRTURO e mosena g0
JOIBITHATENHO yabibkaBane Ha QT-unrepBana. Cpen nanmentute, npuemaniu SIRTURO 6e3 npyr
JIeKapCTBEH MPOIYKT, yabokaBam QT-uHTepBana, HaMa TakuBa ¢ ybibkaBane Ha QTCF-unTepBan
Hax 480 MS, a Ipy ManMeHTH, KOUTO MPHEMaT Haii-MaJIKo /1Ba JPYTH JIEKApCTBEHH NPOIYKTa,
yabmkaBaniy QT-uHTEpBana, nMa eavH ¢ yabbkaBane Ha QTCF-unrepBama nHax 500 ms.

B xonTtponupanoro ®asza Il nmpoyuBane, B koeTo KakTo rpynata Ha 40-ceqMUYHO JIeYeHUE ChC
SIRTURO, taka u akTHBHaTa KOHTpPOJIA TTOTydaBaT KI0pa3uMUH U (DIyOPOXHUHOJIOH, CpeHaTa
croitHocT Ha QTCF mocTeneHHo ce MoBHIIIaBa CIIPSIMO U3XOHOTO HUBO mpe3 mbpBuTe 10 10

14 cexmuliy, KOTaTo JOCTUTA TUIATO U CE HAOJII01aBa aIuTUBHO yabbkaBaHe Ha QT-unrepBana. Haii-
roJIIMOTO cpefHo yabnkaBaHe Ha QTcF cnpsamo u3xonHoTo HUBO € 34,5 ms 3a rpymnara Ha JICUeHue,
ceaspkamo SIRTURO, u 29,9 ms 3a koHTponHaTa rpymna Ha nedenue 6e3 SIRTURO. B xona Ha
nedeHuneTo cpeaHoro yabwkasane Ha QTCF e ¢ <10 ms mo-rojsiMo B rpymnaTa Ha JieueHHe,
ceappkaiio SIRTURO, B cpaBHeHue ¢ koHTponaTa. Ciiel] MPUKITIOYBaHE Ha JICYEHUETO ce Ha0JIto1aBa
crabuneH crajg Ha cpennara ctoiHocT Ha QTcF. CroitHoctn Ha QTcF >500 ms ce HabmogaBaT npu
5,2% oT manueHTHTe B rpymnara Ha jgedenue, chabpkaiio SIRTURO, B cpaBaenue cbe 7,4% B
KoHTposiHaTa rpyna Ha jeuerne 6e3 SIRTURO (Bx. Touku 4.4 u 4.5).

THosuwenu cmoiinocmu Ha MPAHCAMUHAZUME

B npoyusane C208 (Etamn 1 1 2) noBuiaBane Ha CTOWHOCTUTE Ha TPAHCAMUHA3UTE MUHHUMYM 3 ITbTH
HaJl TOpHaTa IpaHula Ha HopMaTa ce HabJroaBa 1mo-4ecto B rpymnara Ha jgedenue cs¢ SIRTURO
(11/101 [10,9%] cripsimo 6/104 [5,8%]) B rpymnara Ha miaie6o. B rpynara sa SIRTURO mosedeTo oT
TE3H YBEIWUYCHHS ca BH3HUKHAIU B X0/1a Ha 24-Te CeIMUITU Ha JieueHue U ca oopatumu. [lo Bpeme Ha
¢azara Ha usnutBane B Etan 2 Ha npoyuBane C208, ca 10K/1a/IBaHy OBUIIICHH TPAaHCAMUHA3U TIPU
7/78 (9,0%) ot maruenTuTe B rpynara Ha jieuerue cbe SIRTURO, B cpauenwue ¢ 1/80 (1,3%) B
rpymnara Ha rianeoo.

B npoyusanero STREAM ETtan 2 noBumienu tTpancaMuHasu ca otaetenu npu 63/211 (29,9%)
nanueHTy B rpynara Ha 40-ceamuuno aeyenne cb¢ SIRTURO copsmo 59/202 (29,2%) nanuenTtu B

rpymara Ha 40-ceIMUY0 JIeYeHNE C aKTHBHA KOHTPOJIA.

He)_H/IaTDI/I‘IHa nonyJianuvsa

Orienkara Ha 0€301T1aCHOCTTA Ha OeaXuIIMH ce OCHOBaBa Ha JaHHM oT 30 ImeAnaTpUYHH MAIMEeHTH Ha
BB3PACT MO-TOJISIMA WJTH PaBHA Ha 5 TOJMHU M MO-TOJIEMH C MIOTBBPJICHA WK BeposTHA 6etopodHa
TB, mpuunrena ot M. tuberculosis, xo#ito e pe3ncTeHTeH Hal-MaNKO KbM PU(DaMIHMIINH 1 H30HHA3HU]T
(Bx. Touka 5.1).

Karo 15110, HIMa 1aHHY 32 HAKAKBU Pa3lIMKU B Ipoduiia Ha 0€30IaCHOCT MPH FOHOIIX Ha BB3PACT OT
14 o mox 18 rogmuu (N=15) B cpaBHeHHE ¢ HaOIIOaBaHUS IIPH BH3PACTHHTE.

[pu nepnaTpuyHM MaMEeHTH Ha BB3pacT oT 5 o nox 11 roxuau (N=15) Haii-uecTuTe HEXKETaHU
peaKIniu ca CBbP3aHH C MMOBHIIEHNE Ha uepHoapoonuTe ersumu (5/15, 33%), chobIneHu KaTo
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noBuienne Ha ALT/AST u xemaToToKCHUHOCT. XeMaTOTOKCHYHOCTTa BOIM 10 IPEYCTAHOBSIBAHE Ha
SIRTURO npu Tpuma nanueHTH. [TOBUIIIEHHETO HA YSPHOAPOOHUTE EH3UMU € 00paTHMO CJIe
npeycranoBsiBane Ha SIRTURO u ocHoBHaTa cxeMa Ha jedeHue. He ca HaOo1aBaHu CMBPTHU
CIIydad 1o BpeMe Ha jedeHueTo Ha Te3u 15 mauuentu cbe SIRTURO.

Cpo011aBane Ha NOJA03UPAHU HEKEIAHU PEAKIIMHI

Cro0mIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISIBA J1a TIPOIBIKH HAOIOICHHETO Ha ChOTHOIICHUETO TIOJI3a/PHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATICTH CE U3MCKBA J]a ChOOIIABAT BCSIKA
MOIO3UPaHa HEXKEIaHa PEeaKIMs Ype3 HAITMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:

W3mbaHuTe IHa areHIns 10 JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 TIlpemo3mpane

ITo BpeMe Ha KIIMHUYHUTE U3MHUTBAHKS HEe ce ChOOIaBa 3a Cy4an Ha TPEHAMEPEHO HITH CITy4aiHO
octpo npeno3upane ¢ SIRTURO. B npoyusane, nmposeficHO cpef 44 31paBu Bb3paCTHH, KOUTO Ca
npuenu equanyaHa 1o3a SIRTURO ot 800 Mg, HexelnaHUTE JICKapCTBEHU PEAKIIUU Ca ChIIOCTABUMHU C
Te3H, HaOJ01aBaHu B KIMHUYHU 1poy4Banust ¢cb¢ SIRTURO B npenoppunTentara 103a (Bx.

Touka 4.8).

Jlumica onut B nedeHueTo Ha octpo npeno3upane cbe SIRTURO. B cnyuait Ha npegnamepeHo win
CIIydaiiHO mpeno3upane TpsAOBa Aa ce MpeAnprueMaT OO MEPKH 32 MOAIbpIKaHe HA OCHOBHHUTE
JKU3HEHU (QDYHKIIMH, BKITIOUHTETHO CiieeHe Ha xu3Henute nokazarenu u EKT (QT-unrepran). ITo-
HATaTBIITHOTO JIEYeHUE TPAOBA Ja ObJie KAKTO € KIMHUYHO NIOKAa3aHO WM KaKTO Ce MPenopbhyBa OT
HAIIMOHAJHUS TOKCUKOJIOTHYCH IICHTHP, KbECTO UMa TakbB. Thil KaTo OEaXHIIMH Ce CBhP3Ba BHB
BHCOKa CTETIeH C IPOTEHHUTE, MAJTKO BEPOSITHO € JHAIN3aTa JIa OTCTPAHU 3HAYUTEITHO KOJIMYECTBO
OemaxuivH OT 1ia3Mara. TpsOBa ja ce OOMHUCIIU KIIMHUYHO HaOJII0ICHHUE.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 ®apmakoguHAMUYHH CBOHiCTBA

dapmMakoTepaneBTUUHA TPyIa: aHTUMUKOOAKTEPUAIHN CPE/ICTBA 3a JIeUeHUe Ha TyOepkyso3a, ATC
kox: JO4AAKO5

MexaHu3bM Ha JIENCTBUE

benaxwmn e auapuixunonuH. benaxunua naxudupa cneunpuano MukodakTeprainata AT
(ameno3uH 5'-tpudocdar) cuHTa3a — CHIIECTBEH CH3UM 33 I'CHEPUPAHETO Ha eHeprus npu M.
tuberculosis. Muxubupanero Ha AT®-cuHTa3ara BoAM 10 OaKTEPUIMIHN €DEKTH KaKTO 3a JAETISIIUTE
ce, TaKa M 3a HeACISIIUTE ce TyOepKyJIO3HH OalluIu.

(DaDMaKOJII/IHaMI/I‘IHI/I ed)eKTI/I

BenaxuinuH e akTUBEH cpenry KoMmiuiekcHu mamose Ha M. tuberculosis ¢ munnmanna nHxuOMpana
konnenTparms (MIC) B auanasona <0,008 mo 0,25 mg/l. 3a metabomura N-monoae3merm (M2) e ce
CMsTa, Y€ MMa 3HAYUTEJICH MPUHOC 33 KIMHUYHATA €(PUKACHOCT MPEABH]I IIO-HUCKATa My Cpe/IHA
excrio3unus (23% mo 31%) npu xopa u 1mMo-ci1adboTo My aHTUMHUKOOAKTEpUAIHO AercTBrE (3 10 6 mbTH
H0-HHCKO) B CPAaBHEHHE C M3XOIHOTO CheIUHCHUE.

BbTpekneTsuHoTO OaKTEpULUAHO AeHCTBIE HA OeNaXWINH NP IbPBUYHU IEPUTOHEATHN Makpodaru
U IIpU Makpogaronogo0Ha KIeThYHA JIMHUS € TT0-CHITHO N3Pa3eHO OT N3BBHKIETHYHOTO MYy JICHCTBHE.
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Benaxuiut e GaKTepUIMICH U CPEIILy JIATEHTHH (HeIemsum ce) TyOepKyno3Hu Oammii. B mozer ¢
MHIITKHA Ha TyOepKyno3Ha HHPEKITH OeTaxuInH € IEMOHCTPUPaAT OaKTEPUITUAHO U CTCPHITU3UPAITIO
JICHICTBUE.

benaxunia e 6aKTepHOCTATHYHO CPEICTBO 32 MHOTO HE-TyOepPKYIIO3HH MUKOOAKTEPHATHHI BHIIOBE.
Mycobacterium xenopi, Mycobacterium novocastrense, Mycobacterium shimoidei, Mycobacterium

flavescens u He-MuKoOaKTEpUATHUTE BUIOBE CE CUMTAT 3a MPHUCHIIO PE3UCTCHTHU Ha OeTaXUIIUH.

Bpb3ka dhapmakoknHeTHKa-hapMakogHHAMUKA

B KOHIIEHTpallMOHHUS AMAIIa30H, TOCTUTHAT C TEPAIeBTUYHA 7103, TIPH MAIUCHTUTE HE ce Ha0Jr0/1aBa
B3aMMOBPB3Ka MEXKY (hapMaKOKHHETHKATa U (papMaKoIMHAMIKATA.

Mexann3Mu Ha Pe3UCTSHTHOCT

[IpumoOuTnTe MEXaHU3MH Ha PE3UCTEHTHOCT, KonTo nosnusBaT MIC Ha OemaxuivH, BKIIOYBAT
myTanmu B atpE rena, xoiito konupa nenesara AT® cunraza u B Rv0678 rena, koiTo perynupa
ekcrpecusara Ha epimykcrara momna MmpS5-MmpL5. TapreT-6azupannTte MyTalyn, TeHEPUPAHU TIPH
MPEIKINHIYHN TPOoyYBaHus BoasT OoT 8 mo 133 xpatHo yBennueHne Ha MIC Ha OemaxuimH, KaTo
pesyararure Ha MIC Bapupart ot 0,25 10 4 mg/l. Epnykc-6asupannte MyTaruu ca HabII01aBaHu B
MPEIKIUHUYHN ¥ KIMHUYHU u30iaT. Te BoasaT oT 2 1o 8 kpatHo nosuinaBane Ha MIC Ha
OemaxwinH, B pe3yiaraT Ha koeto MIC na 6emaxwumin Bapupa ot 0,25 1o 0,5 mg/l. TTo-romsmara gact
OT U30JIaTUTE, KOUTO ca (PEHOTUITHO PE3UCTEHTHU KbM OEJaXWIINH, Ca C KPhCTOCaHa PE3UCTEHTHOCT
KbM KitopazumuH. M3omature, KOUTO ca pE3UCTEHTHU KbM KIO(ha3UMIH, BCE MaK MOXKE J1a ca
YyBCTBUTEIHU KbM O€TaxXWIIHH.

Bnustuero Ha Bucokute u3xoauu HuBa Ha MIC Ha Oenmaxunus, Hannuueto Ha Rv0678 Gazupanu
MyTaIlMK Ha W3XO0AHO HUBO W/WITK Ha TIOBUIIIEHHTE TTOCT-U3X0AHHU cTorHocTH HAa MIC Ha O6emaxmmun
BBPXY MUKPOOHOIIOTHYHUTE PE3YJITATH HE € SICHO MOPaJy HUCKATa YeCTOTa HA TAKUBA CITy4Yau B
KJIMHAYHYU U3IUTBAHUS.

FDaHI/ILIHI/I CTOMHOCTH 3a U3IUTBAHE 3a YYBCTBUTCIIHOCT

Teakysarennure Kpurepuu 32 MIC (MUHMMaTHa HMHXUOUpaIa KOHIICHTpAIKs) 32 U3ITUTBaHE Ha
YyBCTBUTEIHOCTTA Ca YCTAaHOBEHHU OT EBpomeiickus KOMUTET 3a N3NHUTBaHE Ha aHTUMHUKPOOHATA
yyBcTBUTENHOCT (EUCAST) 32 GenaxuiuH 1 ca n30pOeHH TyK:
<https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xlsx

Obuuaitno yyecmeumennu 6uooge
Mycobacterium tuberculosis

Hpuuuunno pesucmernmuu Opeanu3imu
Mycobacterium xenopi

Mycobacterium novocastrense
Mycobacterium shimoidei
Mycobacterium flavescens
He-MI/IK06aKTepI/IaHHI/I BUIOBE

Kinnnnuna edukacHocT 1 6€300aCHOCT

®asza |Ib, mane60-koHTpoIMpaHo, ABOHHOCIANO, panaoMusupano ninureane (C208) orensisa
aHTHOAaKTEepHAIHOTO JeiicTBue, Oe3onacHoctTa 1 noHocumoctTa Ha SIRTURO npu
HOBOJIMATHOCTHUIMPAHN BB3PACTHU MAITMEHTH C ITOJIOXKHUTEITHA ITOCSBKA HAa Xpadka 3a 6emonpobOHa TB,
npuunHera ot M. tuberculosis, koiiTo € pe3ucTeHTeH Hali-MaIKO KbM pH(aMIMIUH U H30HUA3H]I,
BKJTFOYHMTEITHO MAIIMEHTH C PE3UCTEHTHOCT KbM MHKEKIIHOHHHU CPEJCTBA OT BTOPA JIMHUS WA
dyopoxunosonu. ITanuenrute ca momyuasand SIRTURO (N = 79) wam mane6o (N = 81) B
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NPOJBIDKCHUE HA 24 CEIMUIIM U JIBETE TPYNH B KOMOWHAIIWS C IPEIIIOYNTAHA OCHOBHA CXeMa
(background regimen, BR) ¢ 5 iekapcTBa, ChCTOSINA CE€ OT €ETHOHAMII, KAHAMHUIIMH, THPAa3HHAMHUI,
odnokcanun u uukiaocepun/repu3ugon. SIRTURO e npunaran kato 400 mg BeIHBK THEBHO Mpe3
mbpBUTE 2 ceamuiiy ¥ kato 200 mg 3 mbTH ceIMUYHO Tipe3 ciensanure 22 cenqmuiiy. Cnen 24-
CEIMUYHUS MTEPHOJT Ha U3MUTBAHE OCHOBHATA CXEMa € MPOABIDKHIIIA JIO 3aBBbPIIBAHETO Ha 00110 18 10
24 mecena euenue. IlocaeanaTa oreHka e mposezeHa Ha ceamuiia 120. OcHoBHuTE AeMorpadCcku
nmanau Ha | TT momynanusTa ca, kakto ciensa: 63,1% ca mbxke, MearaHa Ha Bb3pacTTa 34 ToAuHY,
35% ca ot HerpouaHara paca, a 15% ca nmosutusau 3a XVIB. KaBuraius B equaus 0s1 1pob ce
HaOmoaaBa npu 58% oT manueHTHTE, ¥ B ABaTa Oenu Apoda npu 16%. [Ipu mauuentu B mITT
MOMYJIAIUATA C IIbJIHA XapaKTEPUCTHKA Ha PE3UCTEHTEH cTaTyc, 6% (85/112) ca undektupanu ¢ mam
Ha M. tuberculosis, pe3ucrenten kbM pudamnuimy 1 u3oHua3u, u 24% (27/112) — ¢ mam Ha M.
tuberculosis, pesucrenTeHn ChINO M KBM HHKEKIIHOHHN CPEACTBA OT BTOPA JIMHHS TN
(bI1yOpOXHHOJIOHHU.

Kputepusar 3a nbpBrUYeH U3X0Jl € BPEMETO A0 KOHBEPCHs Ha IOCSIBKATa Ha Xpaydka (T.e. HHTEPBAIbT
mexay mepBus npueMm Ha SIRTURO u mppBara ot aBe nocienosarenan orpurarenan MGITmocssku
OT XpayKa, B3eTH Npe3 MUHUMYM 25 1HH) 110 BpeMme Ha jedeHuero cb¢ SIRTURO wim mane6o
(MennaHaTa Ha BpeMeTo /10 KOHBepcHs Ha mocsiBkarta e 83 quu 3a rpynara Ha SIRTURO, 125 nxu 3a
rpymnara Ha miaebo (koedurment Ha puck, 95% CI: 2,44 [1,57; 3,80]), p < 0,0001).

B rpynara Ha SIRTURO He ce HaOmogaBaT HUKaKBH WK CaMO MAJIKH Pa3iIMKH BbB BPEMETO JI0
KOHBEPCHSI Ha TIOCSIBKAaTa 1 B IPOLICHTUTE Ha KOHBEPCHS Ha IOCSBKATa MEXKTy MAMEHTHTE C I[aM Ha
M. tuberculosis, pe3rcTenTeH KbM pruhaMIMIIMH U H30HUA3KI, U Te3u ¢ mam Ha M. tuberculosis,
PE3UCTEHTEH ChIIO U KbM WHKEKLIMOHHH CPEJCTBA OT BTOPA JIMHHUA WIH (IIyOPOXUHOIOHH.

[IponienThT Ha oTroBopmn Ha Cenmunia 24 u Ceqmura 120 (T.e. mpubnm3uTeaHo 6 Mecerna cien
CIMpaHe Ha Is1aTa Tepanus) ca npeacraBenu B Tabmuma 3.

Ta6uuna 3: CtaTryc Ha KoHBepcus Ha nocsipkara B C208

Cratyc Ha KOHBepCcHUs Ha mlTT nonynanus
nocsiBkata, n (%) N SIRTURO/BR N [Tnane60/BR
001110 TManueHTH ¢ OTTOBOP Ha 66 52 (78,8%) 66 38 (57,6%)
Cenmura 24

IManpenTn ¢ mam Ha M. 39 32 (82,1%) 45 28 (62,2%)

tuberculosis, pesucrenTen KbM
prQaMITUIIMH 1 U30HHA3U
IMaupenTn ¢ mam Ha M. 15 11 (73,3%) 12 4 (33,3%)
tuberculosis, pe3ucTenTeH KbM
pUGbaMIUIMH U HU30HUA3U],
KaKTO ¥ KbM HHXEKIIHOHHU
CpeICTBa OT BTOpA JIMHHS HITH

(hIIyOpOXHUHOJIOHU
O6m1o 6e3 otroop** Ha Cenmunia 66 14 (21,2%) 66 28 (42,4)
24
OO0110 NauueHTy ¢ OTrOBOp Ha 66 41 (62,1%) 66 29 (43,9%)
Cenmuna 120

[Maumentr ¢ mam Ha M. 39° 27 (69,2%) 465¢ 20 (43,5%)

tuberculosis, pe3ucTenTeH KbM
prudaMIHIIH U H30HUA3U]T
[Maumentr ¢ mam Ha M. 15° 9 (60,0%) 12° 5 (41,7%)
tuberculosis, pesucrenTen KbM
pubaMIuIMH U U30HHA3HU,
KaKTO U KbM HH)XEKIIMOHHU
CpeICTBa OT BTOpPA JIMHUS WU
(bI1yOpPOXHUHOIOHH
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O6m10 6e3 otroBop? Ha Ceamuria 66 25 (37,9%) 66 37 (56,1%)
120
Heycnewmna xoneepcus 66 8 (12,1%) 66 15 (22,7%)
Peyuous" 66 6 (9,1%) 66 10 (15,2%)
Ipexpameno yuacmue, Ho ¢ 66 11 (16,7%) 66 12 (18,2%)
KOH8epCusl

HaI.II/IeHTI/ITe, TIOYWHAJIM IO BPEME HA U3NMUTBAHETO WJIN NPEKPATUIIN YIACTUETO CH B HEI'0, CE€ CUUTAT 3a MALUEHTHU C
JIMIICBAIl OTTOBOP.

CrernieH Ha pe3UCTEHTHOCT Ha 0a3aTa Ha pe3yNTaTHTe OT TECTOBETE 3a JIGKapCTBEHA YyBCTBUTEIHOCT B IEHTPAITHA
naboparopus He e 6una nanuie npu 20 matmenti ot MITT momysanusta (12 B rpynara Ha SIRTURO u 8 B rpynarta
Ha 11ane6o0). Te3u nanueHTy ca M3KIIYeHH OT aHAJIM3a Ha MOArPyYIaTa 3a CTENeH Ha PEe3UCTEHTHOCT Ha maM M.
tuberculosis.

PesynratuTe 3a 1yBCTBUTEIHOCT OT LIEHTPAJIHA JTabopaTtopusi ca OHIHM HANHUIIE 32 €UH AOMBIHUTENICH MAlUeHT Ha
mianedo cien MeXAUHHUs aHanu3 Ha Cenmuna 24,

3a LEJINTE Ha MPOYYBAHETO ,,peIII/IZ[I/IB“ C€ OpeLCiid KaTO HAJIMINE Ha IOJIOKHUTECIIHA ITOCSABKA OT XpayvKa CJICA WU 110
BpPEMEC Ha JICYCHHUETO, ITOCICABATIA IIPEAXO0JHAa KOHBEPCHUA HAa IIOCABKATa OT XpadkKa.

ITo Bpeme Ha npoyuBaneto 12,7% (10/79) oT nanueHTHTE ca MOYMHAIM B IpyIaTa Ha JICYEHHE ChC
SIRTURO (N=79) B cpaBuenue ¢ 3,7% (3/81) ot manuenture B rpynara Ha riare6o (N=81). Exun
CMBPTEH clly4aii € HacThIII 1o Bpeme Ha npuiaraneto Ha SIRTURO. MeauanaTa Ha BpemMeTo 10
CMBPTTA IPU OCTAHATUTE JeBeT nanueHTn e 344 qau cien nocnenuaus npueM Ha SIRTURO. B
rpynara Ha nedenne cbe SIRTURO naif-yectata mpudnHa 32 CMBPT, CHOOIIEHA OT U3CJIEI0BATEN, €
TB (5 manenTn). [IprurHUTE 32 CMBPTTA IIPU OCTAHAIUTE MAlEeHTH, JekyBanu cbe SIRTURO, ca
paznnunu. [1o BpeMe Ha M3MUTBAHETO HAMA TAHHHM 32 MPEAIISCTBAIIO 3HAYUTEITHO YAbKaBaHe Ha
QTcF i KTMHUYHO 3HAYMMa apUTMUS ITPU HATO €JMH OT MOYWHAJINTE MAIeHTH.

N3nuteane C209, oneHsBamo 6e30MacHOCTTa, IOHOCUMOCTTa M e(h)UKACHOCTTa Ha 24-CeIMUIHO
otkpuTo jeueHue cb¢ SIRTURO kaTo yacT OT MHAMBUAYAIU3UpPAHA CXEMA Ha JICUCHUE MIPU

233 BB3paCTHH MAIMEHTH C MTOJIOKHUTETHA TTOCSIBKA HA XpavKa B pAaMKUTE Ha 6 Mecella Mpen
ckpuHMHTA. TOBa M3MMTBAHE BKIIIOYBA MAMEHTH ¢ mamMoBe Ha M. tuberculosis ot Bcuuku Tpu
KaTCeropumn pe3uCTCHTHOCT (pe3I/ICTeHTHI/I KbM pI/I(l)aMHI/IHI/IH " U30HUAa3n, pEC3UCTCHTHU KbM
WH)KEKIIMOHHU CPEJICTBA OT BTOPA JIMHUS WU (PITyOPOXHHOIIOHH U CHIIO TaKa PE3UCTEHTHH KbM
MHKEKIIMOHHH CPEJICTBA OT BTOPA JIMHUS U (PIIYOPOXUHOJIOHH).

[TbpBUYHaTA KpaliHa TOYKa 32 e(h)UKACHOCT € BPEMETO JI0 KOHBEPCHS Ha TIOCSBKATa OT XpayKa Imo
Bpeme Ha seuerrneto cb¢ SIRTURO (meamnana 57 mau 3a 205 nmarnueHTy ¢ J0CTaThuHO JaHHH).
KonBepcus Ha mocsiBkata OT Xpauka e HabmogaBana nmpu 163/205 (79,5%) nanuentn va Ceqmuria 24.
IMporienture Ha kKoHBepcus Ha Cenmunia 24 ca Haii-Bucoku (87,1%; 81/93) npu naimeHTs ¢ H3071aTH
Ha M. tuberculosis, pe3ucreHTHH camMo KbM pubaMIUInH U u3ouuasun, 77,3% (34/44) npu nanueHTH
¢ 6enoapodua TB, npuunnena ot M. tuberculosis, koiiTo e pe3ucTeHTeH KbM pUBaMIHIINH,
M30HUA3W/I, MHKEKITMOHHN CPEICTBA OT BTOPA JTHMHUSA WK (DIyOPOXMHOIOHHN ¥ Ha-Hucka (54,1%);
20/37) npu naumenTty ¢ u3onatu Ha M. tuberculosis, pe3ucteHTHH KbM pUhaMIUINH, H30HHA3U],
WHKEKITHOHHY CPEICTBA OT BTOpa JTUHKS U (piryopoxuHononn. CTeleH Ha pe3UCTEHTHOCT Ha Oa3ara
Ha pe3yJITaTUTE OT TECTOBETE 3a JICKAPCTBEHA YYBCTBUTEIIHOCT B IICHTPAIHA JTabopaTopus He € Onia
nanuie npu 31 marentr ot MITT nonymnanusaTa. Te3n ManMeHTH ca U3KIIOUCHH OT aHaJk3a Ha
MOJIrpyraTa 3a CTENeH Ha pe3ucTeHTHOCT Ha mam M. tuberculosis.

Ha Cenmuna 120, koHBepcHsl Ha TOCSIBKaTa OT Xpauka ce HaOmoaasa npu 148/205 (72,2%) ot
nanueHTure. [Iponenture Ha kouBepcus kbM Ceamuna 120 ca Haii-Bucoku (73,1%; 68/93) npu
nanueHTH ¢ u3onatu Ha M. tuberculosis, pesucTentaun camo KpM pudamMiunuH 1 u3oauazu, 70,5%
(31/44) npu manmentn ¢ 6emoapodua TB, mpuunnena ot M. tuberculosis, koiiTo e pe3aucTeHTeH KbM
pudaMIUIKH, U30HHA3K], THKEKIUOHHH CPEACTBA OT BTOpa JIMHUSA WK (PIIyOPOXHUHOJIOHH U Hali-
HHCKH (62,2%; 23/37) npu naumenTty ¢ u3onatu Ha M. tuberculosis, pesucreHTHH KbM pUhaMITHINH,
W30HUA3WJI, MHXKEKIIMOHHU CPEJICTBA OT BTOPA JIMHUS B (IIyOPOXUHOJIOHH.

W pu Ceqmuria 24 u Ceamuna 120 yectoTata Ha OTTOBOP € MO-BUCOKA MPU HMAIIMECHTH, YUSATO
OCHOBHA CX€Ma BKJIIOYBA 3 WJIX [I0BEYE MOTCHI[MAIHO aKTUBHH BELIECTBA iN Vitro.
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B otkputoTo npoyusane C209 ca nounnanu 6,9% (16/233) ot nanmenTure. Hait-yecrara npuinHa 3a
CMBPT, ChoOIIIeHa OT u3cienosateis, € 1B (9 manuentn). OceM OT AeBeTHMATA MAIMEHTH, TIOYHHAIN
ot TB, ca Ounu 6€3 KOHBEpCHS WM ca TIOMYYHIIN peuuauB. [I[puuuHuTe 32 CMBPTTA IPU OCTAHAIUTE
MAIUCHTH Ca Pa3jIuyHU.

STREAM Eran 2 ¢ ®a3a 111, oTKpuTO, MHOTOIICHTPOBO, aKTHBHO-KOHTPOJIUPAHO, PAHIOMU3HPAHO
M3MUTBaHe, MPOBEICHO 32 OlleHKa Ha ehukacHocTTa 1 6e3onacHoctTa HAa SIRTURO, npunaran
€IHOBPEMEHHO C JPYTH NePOPATHH TPOTHBOTYOSPKYIIO3HH JeKapCcTBa B IpoabDKeHHe Ha 40 cemMuIu
IIpHY TanueHTn ¢ 6enoapobHa TB (¢ momokuTeaHa MOCIBKA OT XpadKa), IpHIuHeHa oT M.
tuberculosis, koiiTo ¢ pe3ucTeHTeH Hai-MaJIKO KbM pU(aMIUIHH, ChC HITH 0€3 PE3UCTEHTHOCT
JOIIBJIHUTETHO KbM M30HUA3U/] H/WIH UHKEKIIMOHHH CPEACTBA OT BTOpA JTMHUS HIH (DIyOpPOXHHOIOHU
(HO HE W ABETE).

ITanmuenTure ca paHaAOMU3HUPAHU B €1HA OT YCTHUPU I'PYyIIA HA JICUCHHUEC!

o I'pyna A (N=32) — nedeHueTo, npuiiaraHo Ha MECTHO HUBO B ChOTBETCTBUE C TEPATICBTHYHOTO
pbkoBoAcTBO Ha C30 ot 2011 r. ¢ npenoppuuTenHa npoabLKkuTeaHOCT 20 Mecena
o I'pyna b (N=202) — 40-ceAMUYHO KOHTPOJIHO JIeUCHHE ¢ MOKCH(DIOKCALIUH WITH

neBodIokcanyH, KI1o(GasuMuH, eTaMOyTOJ, MUPa3HHAMUI, TOMTBIHEHO C MHKEKIIMOHEH
KaHaMUIUH, BUCOKH JI03U M30HUA3U] M TPOTHOHAMUJL ITPe3 MbPBUTE 16 ceiMUIIM (MHTEH3UBHA
¢aza)

o I'pyma B (N=211) — 40-ceamuuno u3isiio nepopaino jeuenne ¢cbe SIRTURO, neBodhiokcariv,
KI0(a3uMUH, €TaMOyTOJI ¥ TUPAa3HHAMUI, TOITBIHEHO ¢ BUCOKH J03H N30HHA3UI 1
NPOTHOHAMUJ TIpe3 MbpBHTE 16 cenMuiy (MHTEH3MBHA (a3a)

o I'pyma I' (N=143) — 28-ceamuuno seuerune, cbetaBeHo oT SIRTURO, neBoduiokcaruy,
KHO(ba?)I/IMI/IH " mupasvuHaMu, JO0I'bJIHCHO C MHKCKIIMOHCH KaHAMHWIIMH U ITO-BUCOKA 103a
M30HHUA3U] TIpe3 MbpBUTE § ceaqMuIy (MHTeH3uBHA (haza)

SIRTURO ce npuiara karo 400 mg BeaHBX JHEBHO npe3 mbpBuTe 2 ceamund 1 200 mg 3 nbtu
cenMu4HO mipe3 cienpamnute 38 cenmunu (B I'pyna B) wim 26 cenqmuru (B I'pyna I'). BB Bcuuku
TPYIH ca pa3pelieHrd IPOMEHH B CXeMara Ha JIeueHHe I10 MperieHKa Ha u3cienoBarens. BxirouBanero
B ['pynu A u I' e mpekpareHo mpexaeBpeMeHHO MTOpa Iy IPOMEHHU B CTaHAApTa 3a JeueHue Ha | B.

ITppBUUHAaTa e € Ja ce OLIEHH JaJIU JeIbT Ha MalUeHTUTE C ONarONpusTHU Pe3yaTaT 110
OTHoOIIeHHE Ha eukacHocTTa B ['pyna B e mo-Huckk ot To3u B ['pyna b Ha Ceamuna 76. [TspBudHHSAT
MU3MEpUTEN Ha pe3yliTara 3a eUKacHOCT € ISNbT Ha MAIUCHTUTE C OJIaronpUsSTeH U3XO0/1 Ha

Cenmuua 76. baronpusitausaT nzxozn Ha Cenmuna 76 ce onpezness Kato 2 nociaeIHH M0CIeJ0BaTeTHH
OTpHIIATEITHH MTOCEBKH U JIMIICa Ha HeOnaronpusateH u3xoj. Hebnaronpustausat u3xon Ha Ceamurna 76
00xBaIa KIMHIYHO 3HAYUMH [TPOMEHH B JIEYEHNETO, CMBPTHOCT T10 BCSIKAKBa MPUYMHA, Hal-MaJIKO

1 nonoxuTenHa OT NOCJIEAHUTE 2 MMOCEBKU WIIH JIMIICA HA PE3YJITAaTH OT IIOCEBKH B IIPO30peLa Ha
Cenmuna 76.

Ot obmata nomymanus B mpoyuBaneTo (N=588) 59,9% ca mbke, cpemHara Bb3pacT € 32,7 ToIuHH,
47,3% ca ¢ azuarcku npousxo, 36,6% ca oT HerpouaHata paca, 16,2% ca ot eBporneuiHaTa paca u
16,5% umar koundekuus ¢ XMB. [TopeueTo naruentu umar kapuranus (73,1%), a 55,3% ot
MAIAEeHTUTE UMaT MHOXKECTBO KaBuTanuu. OT 543 manmMeHTH B M-PBUYHATA MTOITYJIAINS 3a OIlEHKA Ha
eukacHoctta (mITT nomynarus, onpezeneHa KaTo MalUeHTH ¢ MOJIOKUTEITHA TIOcsBKa 32 M.
tuberculosis pu ckpuruHra WK pangoMusanusTa) npu 12,5% ot nanuentute u3onatute Ha M.
tuberculosis ca pe3ucTeHTHH KbM pUGAMIHIINH U 1yBCTBUTEIHU KbM H30HUA3M/, 76,4% ca
PE3UCTCHTHU Hail-MaJIKO KbM pU(aMITUIIUH U N30HUA3M, a 11% — KbM pUdaMIuIIMH, H30HUA3U 1
WHXXEKIIMOHHU CPEJICTBA OT BTOPA JIMHUS WU (PIIyOPOXHHOIOHH.

B Tabuuiia 4 e npejicraBeH ACIbT Ha MALMEHTUTE C OJIaroNpHUATSH WM HEOJAronpUsTeH U3X0/1 Ha
Cenmuria 76 B uznutBaneto ®aza Il STREAM Eran 2. JlensT Ha y4acTHUIMTE C OIarONPUSITCH
n3xon Ha ceamuna 76 e 82,7% B rpymna C B cpaBHeHue cbe 71,1% B rpyna b. OcHoBHaTa mpuumnHa 3a
HEOIaronpHuATeH U3XO0 U B IBETE TPYIH € YAbJDKaBaHEe WM MOAUPHUITHPAHE HA MIPEANICaHaTa CXeMa
Ha JiedyeHre. OrpaHHYCHUSITA Ha MPOYYBAHETO BKJIFOUBAT HETOBHUS OTBOPEH JTU3aliH; IPOMCHH B
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Ha3HAYCHHUTE CXEMH Ha JICYCHHUE Ca pa3pelieHH B ClIydail Ha HeyCIeX Ha JICYCHHETO, PELUIUB HITH
CEepHO3HA TOKCHYHOCT.
Tadoauua 4: lIspBuyen anann3 B STREAM Eran 2 (M3nurBane ®a3a lll)

MITT nonyaauus
SIRTURO? AKTHBHA
(N=196) KOHTpPOJ12%
(N=187)
Baaronpusiten n3xon Ha Ceqmuna 76 162 (82,7) 133 (71,1)
n (%)
Heonaronpusiten uzxox na Ceqgmuna 76 34 (17,3) 54 (28,9)
n (%)
[Ipuunnu 3a HeOnaronpusTeH uzxon g0 Ceamuna 76™
IIpoMsiHA WK YABIDKABAHE HA JIEYEHUETO 16 (8,2) 43 (23,0)
be3 pesysiratu OT MOCEBKH B MPo30peria Ha 12 (6,1%) 7(3,7)
Ceamuna 76
Cwmbpt o Ceamunia 76 5 (2,6) 2(1,1)
Haii-Manko erHa MOJOXKHUTEIHA ITOCSBKA OT 1(0,5) 2(1,1)
nocnexaante 2 Ha Cenmuria 76

mITT = moauduimpana intent-to-treat

2 TI'pyna B — 40-cenmuuna usnsio nepopansa cxema cbe SIRTURO, neBodokcanys, knodasuMuH, eraMOyTos U
NHUPA3MHAMHE]I, JOITBIHEHA C BACOKHU JI03M M30HUA3H/] U IPOTHOHAMUI IIpe3 MbpBHUTE 16 cenmuii (MHTEH3UBHA (a3a).
I'pyna b — 40-ceqMUYHO KOHTPOJIHO JICYCHUE ¢ MOKCH(DIOKCAIIMH WM JIEBO(IIOKCAIMH, KI0()a3uMIH, eTaMOyToI,
HHUpa3HHAMH/I, TOIBJIHECHO C MH)XCKIHOHCH KaHAMMUIIMH, BUCOKA /1032 H30HHA3U/T U TPOTHOHAMH/I IIPE3 MbPBUTE

16 cenqmurm (MHTEH3UBHA (a3a).

TTanmenTrTe ca KnacupUIUpPaHU CIOPEX ITBPBOTO CHOUTHE, TOBENIO 10 HeOnaronpusTeH u3xo. OT naunueHTuTe ¢
HeOnaronpusTeH u3xox Ha Cenmuna 76 B KOHTpOJIHATA TPyTIa, IpH 29 ManueHTH KMa IIPOMsIHA Ha Ha3HAYEHOTO UM
nevenne, koeto e BrmouBano SIRTURO kaTo yacT oT criacuTeNnHa Tepamnws.

YecroTaTa HA CMBPTHHUTE CIy4aH € CXOJHA B pa3IMYHUATE Tpynu Ha nedeHue 1o Cenmuna 132. B
rpynata Ha 40-ceqmuaHo nedenue cbe SIRTURO ca nounnamu 11/211 (5,2%) nauuenTty; Haii-
YecTara Mpu4rHa 3a cMbpT € cBbp3ana ¢ 1B (5 manumentn). B rpynara Ha 40-ceIMUYHO JICUCHHUE C
aKTHBHATa KOHTpoa ca nounHamu 8/202 (4,0%) namueHTn, BKIOYATETHO 4 0T 29 NmaryenTH, KOUTOo
ca npuemanu SIRTURO kato wact ot cnacurenHo nedenre. Haif-uectata mpudnHa 3a CMBPT €
CBBbp3aHa ¢ pecnuparopHa natonorus. Kopurupanara pasinuka B Jelia Ha JISTATHATE HEXXeJaH!
crouTHs Mexay rpymara Ha 40-cenmuuno sedenne cbe SIRTURO u rpynara Ha 40-ceqMudaHO
JieYeHue ¢ akTUBHATa KoHTpona e 1,2% [95% Cl (-2,8%; 5,2%)].

IleqgnaTpyyHa monyJiarus

dapmMakokuHeTHKaTa, Oe3omacHocTTa ¥ moHocuMmoctTa Ha SIRTURO B koMOuHaIMs ¢ OCHOBHA cxema
Ha JIeueHHe ca OICHsBaHM B KIIMHNYHO u3nutBaHe C211, orkpuro m3nutane ¢aza Il ¢ enHo pamo u
HSIKOJIKO KOXOPTH Ipu 30 manueHTH ¢ MOTBbpAeHa WK BeposiTHa OenonpodHa TB, npuunHena ot M.
tuberculosis, koiiTo e pe3ucTeHTeH Hail-MaJIKo KbM pUPAMIHINH 1 H30HUA3H]L.

THeduampuunu nayuenmu (na v3pacm om 12 0o noo 18 coounu)

ITernagecer manueHTH UMaT MeIMaHa Ha Bh3pactTa 16 ronuuu (quama3oH: 14 no 17 roguHm), ¢ TErIo
ot 38 mo 75 kg, 80% ca ot xencku 1o, 53% ca ueprokoxu, 33% ca 6emu u 13% ca a3uatim.
[TanuenTrTe € TPAOBAIIO Ja 3aBbPIIAT Hal-Manko 24 ceamunu Ha Jeuenue cbe SIRTURO, npunaran
B 103a 400 mg BeaHbK AHEBHO npe3 mbpsute 2 ceamuuy u 200 Mg 3 mbTH ceIMUYHO Tpe3
crnenBammTe 22 CEIMUIM NP U3MOI3BaHe Ha Tabnetku ot 100 mg.

B noarpyIara mnaiqueHTU € MOJIOKUTECIIHA KYJITypa 3a 6en0z[po6Ha TB na HN3XO0JHO HUBO JICYCHUCETO

ChC CXeMa, BKJIIOYBaIla OeIaXWIMH, BOM JI0 IPEMUHABaHEe KbM OTpHUIIATENIHA Ky/ITypa npu 75,0%
(6/8 manmenTH, MOAXOASIIIM 32 MHKPOOHOIOTHYECKa orleHKa) Ha Ceamurna 24.
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Ieouampuunu nayuenmu (na ev3pacm om 5 00 noo 12 200unu)

IleTHaneceT MalMeHTH UMAT MeMaHa Ha Bb3pacTTa 7 roauHu (quamna3oH: 5 no 10 roguuun), ¢ TEI0 OT
14 1o 36 kg, 60% ca ot sxencku moi1, 60% ca yepHokoxu, 33% ca 6emu 1 7% ca OT a3HaTCKU
npousxof. [TanuenTure e TpsAOBao fa 3aBbpIaT Haii-Manko 24 cenmuny Ha nedenue cse SIRTURO,
mpuiaras B 103a 200 Mg BeaHbxK AHEBHO pe3 mbpBuTe 2 ceamunu 1 100 Mg 3 mbTH ceAMHYHO IIpe3
crenBaiiuTe 22 CeIMUIM MPH M3M0JI3BaHe Ha TabaeTku oT 20 mg.

B moarpymnara mamueHTH ¢ moJI0XKUTETHA Ky ITypa 3a 6emonpooHa TB Ha H3X0MHO HUBO JIEYEHUETO
ChC cXeMa, BKIIIOYBaIIa OelaXinH, BOAX 10 IpeMUHAaBaHe KbM OTpuIiaTenHa Kynrypa npu 100%
(3/3 manmeHTH, MOAXOASIIM 32 MUKPOOHOIOTHYHA olieHKa) Ha Cenmuna 24.

EBporeiickara areHiys 1o JiekapcTBara oTiara 3aIb/DKCHHETO 3a MIPEA0CTaBsIHEe Ha Pe3yITaTUTE OT
npoyuBanusita ck¢ SIRTURO B eqHa wiy moBeye MoArpyny Ha MeAuaTpuyHaTa NOMyJIalys Py
nedyenue Ha M. tuberculosis, pesucteHTeH Hail-MaIKo KbM pr(aMIUIMH 1 U30HHA3U (BXK. TOUKa 4.2
3a nH(MOpMAaIMs OTHOCHO YyHOTpeOa B ETUATPHUSTA).

5.2 ®apmakokuHeTHYHH CBOWCTBa

dapMaKOKMHETUYHHUTE CBOMCTBA HA OCIAaXMINH ca OIICHEHH IIPH 3APaBH Bb3PACTHH U MAI[HEHTH Ha
BB3pacT 5 M MMOBeUe TOAUHU C akTHBHA T B. Ekcrnio3uiusaTa Ha OeIaXWiIuH € MO-HUCKA TPY NAllMeHTUTE
¢ 6enmoapobna TB, mpuunsena ot M. tuberculosis, koiiTo e pe3ucTeHTeH Hali-MaJIKO KbM pUbaMITUIINH
1 M30HHA3H/], OTKOJIKOTO TIPH 3IPaBUTE Bh3PACTHH.

[Ipu BB3pacTHH namuenTyu ¢ OenoapodHa TB cnex nBycenmuden npuem Ha 400 mg GemaxmimH
BEIHBXK JHEBHO cpenHnuTe cTOMHOCTH (SD) Ha Cmax 1 AUCo4n, ng-h/ml ca crorBeTHO 3060

(1124) ng/ml n 41510 (15064) ng-h/ml 3a 6emaxumun u 326 (135) ng/ml u 7267 (3029) ng-h/ml 3a
Mmetabonuta M2. Cren 38-ceqmuuer nmpueM Ha 200 mg 6eJaXWInH TPU IbTH CEAMUYHO CPETHHUTE
(SD) croitrocTr Ha Cmax 1 AUC16en, ng-h/ml ca crotBeTHO 1787 (666) ng/ml u 168376

(74476) ng-h/ml 3a 6enaxunun u 246 (103) ng/ml u 39540 (17220) ng-h/ml 3a metaGonura M2.

AOGcopOuus

MakcumanauTe iasMeHd KOHIEHTPAIH (Cmax) OOMKHOBEHO C€ TIOCTHIAT OKOJIO 5 Yaca ciejl
npunokenne. Cmax M TUTOIITA TIOJ] KpHBaTa TiasMena KonneHrpanusa-speme (AUC) ce yBemnuaBaT
MPOTMOPITMOHAITHO 110 equHIYHA 1032 oT 7100 mg u 400 Mg BeAHBX THEBHO B MPOABIDKEeHUE HA 14 nHU.
[MpunoxkeHuero Ha OeMaXHUIMH C XpaHa MOBHIIABA OTHOCUTETHATAa OMOHAMYHOCT MOYTH JIBYKPATHO B
CpPaBHEHHUE C MPUIIOKEHUE HA TJIaZHO. 3aTOBa OelaXMIMH TPSOBA J1a ce mpUeMa C XpaHa, 3a Jia ce
MOBHIIIK TIEpOpATHATA MY OMOHAJTUYHOCT.

PaznipeneneHue

Cebp3BaHeTo Ha OeJaxwinH ¢ a3MeHuTe npotenHu e >99,9% npu Bcuuku U3ciieIBaHu BUIOBE,
BKIIIOUMTENTHO X0pa. CBBP3BAHETO Ha HETOBHA aKTUBEH MeTabonuT M2 ¢ mnasMeHnTe NpOTenHH MpH
xopa e munumyM 99,8%. IIpu xuBoTHH OenaxwimH 1 M2 ce pasnpenensT NIMPOKO B TOBEYETO
TBHKaHH, HO Pa3npeeICeHUETO B MO3bKa € HUCKO.

Buorpanchopmarus

CYP3A4 ¢ ocHosausiT CYP m3oeH3uM, yuacTsai in Vitro B MmerabonusMa Ha O€JaXWIIMH 1
o0Opa3yBaHeTo 1 MeTaboyn3ma Ha M2.

In vitro, OenaxuauH He MHXMOUPA 3HAUUTEITHO ACHCTBUETO Ha HUKOU oT u3cnensanure CYP450
ensumu (CYPL1A2, CYP2A6, CYP2C8/9/10, CYP2C19, CYP2D6, CYP2EL, CYP3A4, CYP3A4/5 u
CYP4A), nuto unayiupa aericteueto Ha CYPLA2, CYP2C9 unmu CYP2C19.

Benaxunun u M2 He ca cyOerpatu Ha P-gp in vitro. benaxunun e cnab OCT1, OATP1B1 u OATP1B3
cybcerpar in vitro, moxkaro M2 e e. bemaxunun e € cyberpar Ha MRP2 u BCRP in vitro. bepaxuima
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u M2 He naxubupar tpaucnoprepute P-gp, OATP1B1, OATP1B3, BCRP, OAT1, OAT3, OCT1,
OCT2, MATEL u MATE2 B KIMHUYHO 3HAYMMH KOHIIEHTpAIKH iN Vitro. In vitro mpoyusane mokassa
NoTeHIMana Ha Oelax e 3a nuxuoupane Ha BCRP npu KOHIIEHTpALWK, TIOCTUTHATH B YepBaTa Clie]l
nepopaiHo npuiokenre. KiMHUYHATA 3HAYMMOCT HE € U3BECTHA.

EnumMunupane

Ha 6a3aTta Ha npeIKIMHUYHUTE POYYBaHUS TOJISIMa YaCT OT MPUIIOKEHATA JI03a ce SMMMHUHUPA Ype3
usnpaxkHeHusTa. Exckpernusra Ha HenmpoMeHeH OexgaxwmmH ¢ ypuraata e < 0,001% ot go3ara B
KIIMHUYHUTE MPOYYBAHUS, KOCTO COYH, 4¢ ObOPEUHUSAT KIIMPHHC HA HEITPOMEHEHOTO aKTUBHO
BEIIECTBO € HezHauuTeneH. Crnen qocturane Ha Cmax KOHLIEHTPALIMUTE Ha OeTaXWIIMH Cce TIOHIKaBaT
TpHUeKcroHeHIIHATHO. CpeJHUAT MJIa3MEH TOTYKUBOT Ha eIIMMUHHpaHE B TepMUHANHA (a3a U Ha
OenaxwinH 1 Ha M2 e okoso 5 mecena (Bapupar ot 2 o 8 mecena). Taszu qbira ¢a3a Ha TS PMHHAITHO
eIIMMHUHUPAHE BEPOSATHO pediiekTupa B 0aBHOTO OCBOOOXKAaBaHe Ha OenaxwimH u M2 ot
nepudepHUTE THKAHM.

CrernuanHu NomyJIalin

YeproopobHo yspexcoane

N3nuteane Ha SIRTURO ¢ enunuyHa 1032 pu 8 y4acTHHUIM ¢ YMEPEHO YePHOAPOOHO YBPEKIAHE
(Child-Pugh B) mokassa, ge excriosuiusta Ha 6egaxunud u M2 (AUCe72n) € ¢ 19% mo-Hrcka B
CpaBHEHHE C Ta3u MPH 3[paBu y4uacTHHIU. He ce Hanara KopurupaHne Ha 7103aTa Mpy MalUeHTH C JEKO
WM YMEPEHO YepHOIPOOHO yBpekIaHe. benaxunuu He € mpoyyBaH MpU HalMEHTH C TEXKKO
4epPHOPOOHO yBpekKaaHe (BXK. ToUka 4.2).

bwvbpeuno yspescoane
SIRTURO e npoy4BaH 0OCHOBHO IpY MallMEHTH ¢ HOpMaiHa ObOpeuHa pyHkusa. bropeunarta
EKCKpeIus Ha HempOMeHeH OenaxuiuH ¢ HesHauntenna (<0,001%).

[Tpu monynanuoHeH hapMakOKMHETUYEH aHAIN3 Ha MAIUEHTH ¢ TyOepKyIi03a, JIeKyBaH! ChC
SIRTURO 200 mg Tpu bTH CEIMUYHO, HIMA JaHHH KPEATUHHHOBUAT KIUpbHC (nuana3on: 40 mo
227 ml/min) na moBnusiBa papMaKOKMHETHYHUTE MApaMeTpy Ha OIaxMIIMH. 3aTOBa HE CE OUaKBa
JIEKOTO WJIN yMepeHO OBOpEedHO yBpexk/IaHe Jla UMa KIMHIUYHO 3HAUUM e(eKT BbpPXY SKCIIO3HIHTA Ha
oenaxmwinH. Ho npu nanuenTH ¢ Tesxko 0b0pedHo yBpexaane (kpeaTHHUHOB KiupbHC <30 ml/min)
WY TepMHUHAITHA OBOpEeYHa HeIOCTaThUHOCT, HAJIArala XeMOoJHain3a WK IepuTOHealHa JHan3a,
KOHIICHTpAIMUTE Ha OeaX/WIIMH MOXKeE J1a ce TOBHIIAT B Pe3yJITaT Ha H3MEHEHHe Ha abcopOuusiTa,
pasnpeieieHueTo 1 MeTaboJIn3Ma Ha aKTHBHOTO BEIIECTBO, BTOPUYHO Ha ObOpeyHaTa quchyHKIHS.
Tbii kKaTO OEaxuiINH Ce CBbP3Ba BHB BHCOKA CTEIIEH C TNIA3MEHHUTE MPOTEHHHU, MAJIKO BEPOSATHO € Ja
Ob/ie OTCTpAaHEH B 3HAYUTEIIHA CTETICH OT IUIa3MaTa uype3 XeMOINaIi3a WM NePUTOHEeaTHa THaJH3a.

Ileouampuunu nayuenmu

[pu nequaTprUyHK MAIMEHTH Ha Bh3pacT oT 5 1o moj 18 roaunu u ¢ terno ot 15 kg 1o mo-manko ot
30 kg, cpennara mia3mena ekcriosuims Ha Oepaxmmt (AUCieen) Ha Cenmuna 24 ce ouakBa aa Obe
152 pg-h/ml (90% unrepsan Ha nporsosupane: 54,3 1o 313 pg-h/ml) npu nevenne ¢
npernopbyrTeNIHATA CXEMa Ha NpUIIaraHe Ha 0asara Ha TersioTo. [Ipu nenuaTpuyHu NanueHTy ¢ Terio
ot 30 o 40 kg, cpennara rmasmena excrosuiust Ha 6enaxunnt (AUC1esn) Ha Cenmuna 24 ce ovakpa
na 6b1e mo-Bucoka (cpemno: 229 pg-*h/ml; 90% uurepsan Ha nporuosupane: 68,0 o 484 pg-h/ml) B
CpaBHEHHE C Bb3PaCTHH NAlMCHTH. [Ipy NeMaTpUuHK MAIMEHTH Ha Bb3pacT OT 5 10 noj 18 roguuu u
¢ teryo no-roisiMo ot 40 Kg, cpenHara rutazmena excriosunus Ha OenaxuiiH (AUCiegn) Ha

Cenmurna 24 ce ovyaksa na 6b1e 165 pg-h/ml (90% unrepsan na nporuosupane: 51,2 10 350 pg-h/ml)
NIpY JIEYEHHUE C MPEeNophbUnTeNHaTa cXeMa Ha 0a3ara Ha Teryioto. Cpe/iHara Iia3MeHa eKCIIO3UIHs Ha
oemaxmwiH (AUC1esn) Ha Cenmunia 24 nipu Bb3pacTHH ce o4akBa ja o0b1e 127 pg-*h/ml (90%
UHTEepBaJl Ha nporHosupane: 39,7 no 249 pg-h/ml).

®dapmakokuneTrkaTa Ha SIRTURO npu nemuaTpudHy MaUEHTH 0 5 TOAWMHH WK € TETJIO IO
15 kg He e ycraHOBeHa.
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Tayuenmu 6 cmapuecka 6v3pacm
[Ipu nonynanuoHeH GpapMaKOKMHETHYCH aHAIM3 Ha MAIIMEHTH ¢ TyOepKyJ103a, JIeKYBaHU ChC
SIRTURO, HsMa naHHUM Bb3pacTTa Jia OBIUsIBA (hapMaKOKMHETHKATA HA OCaXIHH.

IIpu meTMa maIMeHTH Ha BB3pacT OT 65 1o 69 roAuHN CHCTEMHATa eKCIIO3HIIHS Ha OeIaXmiTiH €
CXOJIHA C Ta3W MPHU JPYTHTE BH3PACTHHU.

Paca

[Ipu monynanuoneH papMaKOKMHETHYEH aHAIN3 Ha MAIIMEHTH ¢ TyOepKy03a, JeKyBaHU ChC
SIRTURO, nannwute couart, 4ye €KCIO3UIUATA HA OCTAXUINH € TTO-HUCKA TPU TMAIIUCHTH OT
HETpOMJIHATA Paca, OTKOJIKOTO IPH MAIUESHTH OT JPYTU PACOBU KaTeropuu. Ta3u mo-HUCKa
eKCTIO3HITHS Ha OeqaXWiIiH IPH MAallMeHTH OT HerporaHaTa paca He € CBbhp3aHa ¢ MO-HHUCKa
e(hMKaCHOCT B KJIMHUYHUTE IPOYYBAHUS M HE CE Hajlara KOpUrupaHe Ha J103aTa.

Ilon
ITpu nonynannoHeH hapMakOKMHETHUEH aHAIN3 Ha MALMEHTH ¢ TyOepKyi03a, JIEKyBaH! ChC
SIRTURO, He ce Habm01aBa KITMHUYHO 3HAYMMA Pa3JifKa B EKCIO3UIMTA MEXKITY MBKE U KECHU.

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

HpOBCﬂeHI/I Ca Mpoy4BaHHud 3a TOKCUYHOCT IIPH )KUBOTHU C IPUIJIOKCHUC HaA 6eI[aXI/IJ'II/IH B
NPOIBDKEHUE Ha JI0 3 Mecela MpU MUIIKH, 10 6 Mecela IpH IUTbX0BE U 10 9 Mecela IpH Kydera.
ITnasmenara excriosuius Ha 6emaxunud (AUC) mpu mrbxoBe M KydeTa € CXO/Ha ¢ HabJio1aBaHara
npu xopa. benaxunun ce cBpp3Ba ¢ eeKTH BbPXY TapreTHUTE OPTaHH, KOETO BKIIFOUYBa MOHOLIMTHATA
¢aromurHa cucrtema (MPS), ckeneTHa MyCKyJIaTypa, 4epeH Japod, CToMax, aHKpeac U ChpaedeH
MYCKYJ1. BCHUKH T€31 TOKCHYHOCTH, ¢ U3KIIOYEeHHE Ha epeKTHTE BHPXY MOHOLIUTHATA (harouTHa
cucrema (MPS), ca npocnenenu kiuHnYHO. B MoHOUIMTHATA (arorurHa cuctema (MPS) Ha Bcuuku
BUJIOBE c€ Ha0JII0J]aBaT HATOBAPEHHU C MMUTMEHT W/WITK MEHECTH Makpo(daru B pa3IMyHH THKaHH,
CHOTBETCTBALIM Ha ochonmmnuao3a. 3HaueHHEeTo Ha (HochoIuITII03aTa IPU X0pa HE € U3BECTHO.
[onsiMa yacT OT HaOJII0IaBaHUTE IPOMEHH Ca Bb3HUKHAJIHM CJIS]T IIPOIBIDKUTEITHO SKETHEBHO
ImpujiaraHe 1 1rmocji€aABaiiy nmoBUIICHUA Ha IJIa3MECHUTE U TbKAHHUTE KOHILICHTpAllMU Ha aKTUBHOTO
BerecTBo. Crient criupaHe Ha JISYSHUETO BCHYKH MTPU3HALM Ha TOKCHYHOCT €a MOKa3aJld YaCTHYHO 10
J00pO BB3CTaHOBSIBAHE.

B npoyuBane 3a KaHIIEPOTEHHOCT MPH [UIBX0BE OelaXMiInH BbB BUCOKHU 03 oT 20 Mg/Kg 1HeBHO npH
MBXKKU HHIUBUAK U 10 MQ/Kg THEBHO MpH )KEHCKHU HE MPEIM3BUKBA MIOBUIIABAHE YECTOTATA HA
Bb3HUKBAHE Ha TYMOPH, CBbP3aHO ¢ jJedeHuero. B cpaBuenue ¢ excrniosunuure (AUC), HabmonaBaHu
npu nanueHTu ¢ 6enoapodHa TB B u3nutBanus ®aza 1 ¢ 6enaxmnmH, ekcriozunuure (AUC) mpu
IUTBXOBE BHB BUCOKH JIO3H Ca TIO00HH IIPH MBKKUTE HHIUBHIH U J1BA ITBTH MO-BHCOKH TPH
JKEHCKHTE 3a OelaxwinH, a 32 M2 — TpH IIbTH [T0-BUCOKH TIPU MBKKHUTE | JBA ITHTH ITO-BUCOKH MTPU
KECHCKUTE WH/IBUIH.

In vitro u in Vivo TecToBeTe 3a FeHOTOKCHYHOCT ITOKa3BaT, 4e OelaXUIIMH HsIMa MyTareHeH Win
KJIACTOTeHEH e(eKT.

[Ipu npoy4BaHe BHPXY *KEHCKH ILTBXOBE OSTaXMIIMH HE € OKa3all eeKT BbpXy deprunurera. Tpu oT
24 MBKKHU TUTbXA, TPETUPAHU C BUCOKH 03U OCIaXUJIMH, HE ¢a YCIIEH Jla Ch3/1a1aT OKOJICHHUE B
poyuYBaHeTo 3a hepTuauTeT. [Ipu Te3u )KUBOTHHU ca YCTAHOBEHH HOPMaJIHa CIiepMaTOreHes3a U
HOPMAJTHO KOJIMYECTBO CIIEpPMAaTo30u 11 B enuauaumute. Cries mpuiiarane Ha OeiaxmivH 10 6 mMecena
HE Ca PETUCTPUPAHU CTPYKTYPHHU aHOMAJIMHU B TECTUCUTE U enuauauMuTe. [Ipu mrbxoBe v 3aiilid He
ce HaOro1aBaT 3HaYMMHK €()EKTH, CBbP3aHu ¢ OeIaxWiInH, BbPXY MapaMeTPUTE Ha TOKCUIHOCT 3a
passutreTo. ChoTBeTHaTa MazMena excriosuims (AUC) e 2 mbTH MO-BHCOKA MPH TUTHXOBE B
CpaBHEHHUE C Ta3H IpH Xopa. B mpoBeieHo npoyyBaHe Ha Npe- U MOCTHATAITHOTO Pa3BUTHE TIPU
IUTBXOBE HE ce HaOIIFoaBaT HeXelaHu peakiuu rmpu mwiasmena excrosuiwst (AUC) Ha maiikara,
CXOJIHA C Ta3M MPH XOpa, U eKCIIO3UIIHS Ha HOBOPOJICHHUTE, 3 IIBTH MO-BUCOKA, OTKOJIKOTO TIPU
BB3pacTHU Xopa. JleueHneTo Ha MaiikaTa ¢ OelaXHiIuH, HE3aBUCUMO OT HUBOTO Ha J103aTa, HIMa
BJIMSIHUE BHPXY TIOJOBOTO Ch3PsIBAHE, IOBEACHYECKOTO Pa3BUTHE, CITOCOOHOCTTA 32 YU(PTOCBAHE,
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(bepTUIMTeTa WM PETIPOTYKTHBHUTE CIOCOOHOCTH Ha XKHUBOTHHUTE OT Mmokosienue F1. B rpymure,
TpPETHPaHH C BUCOKH JI03H, C€ HAOII0/1aBa CIaji B TETJIOTO HA HOBOPOACHHUTE Tpe3 Tieproia Ha
JIAKTAIUS CIIe] eKCITO3UIIMSI Ha OeTaXUIHH Ype3 MIISKOTO, a He KaTo MOCISIUIA OT €KCIIO3HIIUATA B
yTpobara. KoHnienTpanuure Ha OeJaXiInH B MIISIKOTO ¢a 6 10 12 TbTH MO-BUCOKH OT MaKCHMaTHATa
KOHIIEHTpaIusl, HabfojaBaHa B MaifurHATA TJT1a3Ma.

B eaHo npoyyBaHe Ha TOKCHYHOCTTA MPH FOBEHIIHH IUTHXOBE HUBOTO 0€3 HAOI01aBaHH HEXETaH!
peaxmuu (N0 observed adverse effect level, NOAEL) e 15 mg/kg/nen (Makcumaina mo3a

45 mg/kg/nen) npu Habr0AcHUE HA AU(DY3HO Bh3MalICHHE W/WIK IeTeHEPAIHs Ha CKEJICTHUTE
MycKysu (0OpaTMo), Ha XpaHoIpoBoia (00paTUMO) U Ha e3uka (00paTUMO), XUnepTpodus Ha
yepHHs Apo6 (06paTHMO) U KOPTUKOMEIyIapHa ObOpeuHa MuHepanu3arys (4acTHIHO
BBH3CTAHOBSIBAHE MIPU MBKKUTE U 0€3 Bh3CTAHOBSIBAHE TP KECHCKHUTE B PAMKHTE Ha 8 CEIMUIIN CIIe]T
kpas Ha ekcriosunusata). NOAEL crorBercTBa Ha mrazmena AUC24h 13,1 u 35,6 pg-h/ml 3a
oemaxunun (~0,7 ot kuHKuHaTa 1032) 1 10,5 u 16,3 pg-h/ml 3a N-MoHOIEMETHITOBHS META0OIHT Ha
6emaxunud (M2) chOTBETHO IIPH MBXKKH M JKEHCKH KUBOTHH (~1,8 OT KIIMHUYHATA 103a).

OreHka Ha pucka 3a okonHara cpeaa (ERA)

OueHkaTa Ha pHCKa 3a OKOJTHATa Cpefia MoKasa, ue OeIaxuInH NMa OTEHIUAN 1a ObJe YCTONUHB,
OunoaKkyMyJIHpall U TOKCHYEH 3a OKOJTHATa cpefia (Bxk. Touka 6.6).

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk Ha NIOMOIIHKUTE BelIeCTBA

SIRTURO 20 mg tabneTku
MUuKpoKpuCTaIHa LETyJ103a
Kpocnosunon

Cunuies THOKCHU], KOJIOUIEH 0e3BOAeH
Xunpomenosa

[omucopbar 20

Hatpues creapun pymapar

SIRTURO 100 mg TabaeTku

Jlakto3a MOHOXHIpAT

[{apeBn4HO HUILIECTE

Xunpomenosa

[omucopbar 20

MUuKpoKpuCTaIHa HETyJ103a
Kpockapmenosza Harpuii

CunuuueB TUOKCH, KOJIOUAEH 0e3Bo/ieH
Marnesues creapar

6.2 HecbBMecTUMOCTH
Henpunoxumo
6.3 Cpok Ha rogHocT

SIRTURO 20 mqg rabaerku
- 3 roaguHu

SIRTURO 100 mg taGueTku
- 3 roagunu
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6.4 CnenuaJHM yCJI0BUS HA ChbXpaHeHHUe
To3u ekapcTBEH MPOAYKT HE M3MCKBA CICIUATHN TEMIIePaTypHH YCIOBUS Ha ChXPaHCHHUE.

SIRTURO 20 mg tabnetku
Jla ce chXpaHsiBa B OpUTHHAIHATA OMAKOBKA, KOSITO Ja € IUITHO 3aTBOPEHA, 32 JIa Ce€ MPEANa3u OT
CBETJIMHA U Biara. [la He ce U3BaXKaa CYIIUTENS.

SIRTURO 100 mg tabneTku
Jla ce chxpaHsiBa B OpUTMHAJIHATa OMAKOBKA, 32 JIa Ce MPEANa3u OT CBETIIMHA.

6.5 Bwuau chabp:kaHHe HA ONAKOBKAaTa

SIRTURO 20 mg TabaeTku

Bsita maToBa OyTHiIKa OT moHeTHIICH ¢ Bucoka murbTHOCT (HDPE) che 3amuTena ot nerna
nonunponmieHosa (PP) 3amymmanka ¢ HHIYKIIMOHHO 3are4aTaHo amyMuHueBo (omnmo. Beska OyTtrinka
chIbpka 60 TaONETKH U CYIINTEN OT CHITMKArel.

SIRTURO 100 mg TabaeTku
bsina HDPE 6yTtuika cbe 3amureHa ot nena PP 3amyrnanka ¢ HHIYKIIMOHHO 3alle4aTaHo alyMUHUCBO
¢donuno, chabpikaina 188 TabmeTKu.

KaproHeHa omakoBka, chabpikaiia 4 n30yTBaliy ce OIMCTepHH JeHTH (ChabpiKaiy 6 TabneTku 3a
nenTa). TabneTkuTe ca OrakoBaHU B OJIUCTEPH OT (OO alTyMHUHHUIT/ay MAHH.

He Bcuuku BuIOBE ONAaKoOBKH Morat Aa ObAaT IMyCHATH B Ipoaaxoa.
6.6 ChnenmnaJnu mpeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa
To3u jekapcTBeH MPOAYKT MOXKE Jla MPECTaBIIsIBA PUCK 3a OKOJIHATA cpefa (BxK. Touka 5.3).

Hewnsnon3panust JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO TpHGBa Aa CC U3XBBPJIAT
B CBbOTBCTCTBUEC C MCCTHUTEC U3MCKBAHUA (B)K. TOYKa 53)

SIRTURO 20 mg tabieTki MOXe J1a ce Mpuiara u npe3 CoHja 3a xpaneHe (¢ pasmep 8 wiu mo-
roJisiMa) KakTo Clie/Ba;

o Hucneprupaiite 5 mwin mo-manko tadierku B 50 ml Herasupana Boga u cmecere qo6pe. Cmecta
TpsiOBa J1a ObJie Osiita 0 MoUTH Os1)1a, KATO C€ OYaKBa HaJMYUE HA BUIUMH YaCTHIIH.

o [Ipunoxere BexHara rmpe3 COHAaTa 3a XpaHeHe.

o [ToBTOpETE C JOIBIHUTEIHUTE TAOJIETKH JI0 IOCTHTaHE Ha XKeJlaHaTta J103a.

o [pomuiite nombiaauTEIHO ¢ 25 M| Bozia, 3a 1a € CUT'YpHO, Y€ HSIMa OCTaThIM OT TaOJIETKUTE B

MaTCepUuaiuTe, U3IMOJ3aHU 3a IIPUT'OTBAHETO, NJIKX B COH/JIaTa 3a XpaHCHE.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA
EU/1/13/901/001
EU/1/13/901/002
EU/1/13/901/003
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9. JATA HA ITbPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jlata Ha EpBO pazpemanane: 5 mapt 2014 T.
[Hara na nocneano nonHossBane: 20 nekempu 2022 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

06/2024

ITonpoOHa mH(pOpManKs 3a TO3H JeKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yebcaiiTa Ha EBpomneiickara
areHIus 1o JiekapcraTa https://www.ema.europa.eu.
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HPUJIOKEHUE I1

MMPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NI OT'PAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A.  TIIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC)., OTFOBODGH(HI/I) 3a OCBO60)KI[aBaH€ Ha NapTHUAUTC

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

b. YCJI0OBHUA NI OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT CE OTIIyCKa M0 OrpaHUuEHO JieKapcko npeanucanue (Bx. [Ipunoxenue
KpaTka xapakTepucTrka Ha IpoAyKTa, Touka 4.2).

B. JAPYI'N YCJIOBUS U UBUCKBAHUS HA PABPEILIEHUETO 3A YIIOTPEBA
o IMepuoanyHu aKTyaau3upaHu Jokaaau 3a 6ezonacHoct (ITAJIB)

Wzuckpanusra 3a mogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIHCHKA C
pedepentaute nati Ha EBponeiickus cvio3 (EURD cnucek), npensuaeH B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCHUKH CJIeIBAIIN aKTyalln3alliH, ITyOIUKyBaHU HA €BPONEHCKUS
yeOropTa 3a JeKapcTBa.

.  YCJI0BUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITIPOAYKT

. Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[Mpurexatesnst Ha paspemenneto 3a ynorpeba ([TPY) TpsOBa a u3BbpIlBa M3UCKBAHUTE ICHHOCTH U
JIECTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 0e301acHOCT, MocoueHH B 0700penus [1YP,
npencraBed B Moy 1.8.2 Ha Pa3penienneTo 3a ymoTtpeda, KakTo U IIPH BCUYKHU CIIEABAIIN
ChITacyBaHU akTyanusanuu Ha [TYP.

Axryanusupas [IYP tps6Ba na ce nonasa:

. 10 MCKaHe Ha EBpornelickara areHuus 10 JeKapCcTBaTa;

o BHHArM, KOTaTo ce M3MEHs cUCTeMaTa 3a yIpaBjieHHe Ha pUCcKa, 0COOEHO B pe3yiTaT Ha
NoJy4YaBaHe Ha HOBA MH(pOPMaLKs, KOSTO MOXKeE /1a I0BeJIEe 10 3HAYMMHU IPOMEHHU B
CHOTHOIIIEHUETO TOJI3a/PUCK, WK CIIET JIOCTUTaHE Ha BaKEH eTar (BbB BPb3Ka ¢ IPOCIIe/sIBaHe
Ha JIeKapCTBEHATa 0E30MaCHOCT WM CBEXK/IaHE Ha PHCKA JI0 MUHUMYM).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA

25



A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

SIRTURO 20 mg Tabnerku
OemaxIny

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika OenaxuinH pyMapat, ekBUuBaIeHTHO Ha 20 mg OemaxiuH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

3a noBeue HHGOPMALHSI BUXKTE JINCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 TabneTkn

5. HAYUH HA ITIPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTMHAJIHATA OIIAKOBKA, KaTO T4 C€ AbP7KU IIJIBTHO 3aTBOPCHA, 3a JIa CC IPCATIa3n
OT CBCTJIMHA U BJiara. lla HE C€ U3BaXXaa CyLINUTEIA.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKE Na MPEACTABJIIBA PUCK 3a OKOJIHATa Cpeaa. Hewusmnon3panusr
JICKApCTBCH NPOAYKT Tp}l6Ba Aa C€ U3XBBHPJIU B CbOTBETCTBUEC C MCCTHUTEC U3UCKBAHUS.

11. HUME UM AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/901/003

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

sirturo 20 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 6apKoJ1 ¢ BKIIFOYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

SIRTURO 20 mg Tabnerku
OemaxIny

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpika OenaxwinH Gymapar, eKBuBaJIeHTHO Ha 20 mg OemaxviTiH.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

60 TabneTku

5. HAYMH HA ITPUJIATAHE N ITbT(MIITA) HA BBBE/KJAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIIEHUAJIHO TPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

213 CC CbXpaHsBa B OpUTHHAJIHATaA OITAKOBKaA, KaToO T4 C€ AbPKU IIJIBTHO 3aTBOPEHA, 3a Jia CC IIPCAIIa3su
OT CBCTJIMHA U BJiara. I[a HE CC€ U3BaXJia CyIIuTEIIA.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKE [1a MPCACTABJIIBa PUCK 3a OKOJIHATA Cpeaa. Hewnsnon3pauust
JICKApCTBCH NPOAYKT TpﬂﬁBa Ja C€ U3XBBHPJIU B CHbOTBETCTBUC C MECCTHUTC NU3NMCKBAHUSA

11. HUME UM AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/901/003

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

SIRTURO 100 mg tabnetku
OemaxIny

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika OenaxuinH pymapart, ekBuBasieHTHO Ha 100 mg GenaxuimuH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbpika JaKT03a MOHOXUAPAT.
3a nmoBeve nHGpOpPMAIIKsI BIXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

188 TabneTku

5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TTOAHOCT

T'onen no:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla CC€ CbXpaHsBa B OpUTMHAJIHATa OIIaKOBKa, 3a Aa CC MpEArasu OT CBETIIUMHA.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKEC Na MPEACTABJIIBA PUCK 3a OKOJIHATA Cpeaa. Hewusnon3panusr
JICKApCTBCH NPOAYKT Tp}l6Ba Aa €€ U3XBHPJIU B CbOTBECTCTBUC C MECTHUTC U3UCKBAHUA

11. HUME UM AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/901/001

13. TAPTHUJAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

sirturo 100 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 6apKoJ1 ¢ BKIIFOYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

SIRTURO 100 mg tabnetku
OemaxIny

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpika 6emaxuianH Gymapart, ekBuBasieHTHO Ha 100 Mg OegaxmnmH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika JaKTO3a MOHOXHIIPAT.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

188 TadmeTku

5. HAYUH HA ITIPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTMHAJIHATA OIIAKOBKaA, 3a Aa CC MpPEANasu OT CBCTIIMHA.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKE Na MPEACTABJIIBA PUCK 3a OKOJIHATa Cpeaa. Hewusnon3panusr
JICKApCTBCH NPOAYKT Tp}l6Ba Aa €€ U3XBHPJIU B CbOTBECTCTBUC C MECTHUTC U3UCKBAHUA

11. HUME UM AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/901/001

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

SIRTURO 100 mg tabnetku
OemaxIny

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpika 6emaxuianH Gymapart, ekBuBasieHTHO Ha 100 Mg OegaxmnmH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbpika JaKT03a MOHOXUAPAT.
3a nmoBeve nHGpOpPMAIIKsI BIXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

24 tabneTku

5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TTOAHOCT

T'onen no:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla CC€ CbXpaHsBa B OpUTMHAJIHATa OIIaKOBKa, 3a Aa CC MpEArasu OT CBETIIUMHA.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKE Na MPEACTABJIIBA PUCK 3a OKOJIHATa Cpeaa. Hewusnon3panusr
JICKApCTBCH NPOAYKT Tp}l6Ba ha C€ U3XBBPJIU B CbOTBECTCTBUEC C MECCTHUTEC U3UCKBAHUS.

11. HUME UM AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/901/002

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

sirturo 100 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 6apKoJ1 ¢ BKIIFOYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

SIRTURO 100 mg tabnetku
OemaxIny

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot:

|5.  JPYro
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

SIRTURO 20 mg TadsieTkn
oenaxmwiuH (bedaquiline)

IIpoyereTe BHUMATEIHO LAJIATa JIMCTOBKA, IIPEIH 1A 3all0YHeTe a IpHeMaTe TOBA JIEKapcTBO,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, oNUTaiTe Bamus sexap, papmaneBT uin
MEIMLHHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeI, He3aBUCHMO Y€ IIPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chliuTe KaTo BamuTe.

- AKO NOJTyYuTe HAKaKBU HEXEJIaHU JIEKAPCTBEHM peaKklMy, yBegoMmere Bamms igexap,
(apmareBT WM MEAULMHCKA cecTpa. ToBa BKIIIOYBA U BCHUYKH B3MOYKHH HEXKEJIAaHHU PEaKILIUH,
HEOIIMCaHU B Ta3H JUCTOBKA. Brxre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakso mpencrasnasa SIRTURO u 3a kakBo ce u3nos3sa
Kakgro TpsiOBa na 3naere, npeau Aa npuemere SIRTURO
Kaxk ga npuemare SIRTURO

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpanssare SIRTURO

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Sk wnE

1. Kaxkso npeacraBasasa SIRTURO u 3a kakBo ce u3noj3Ba

SIRTURO chabprka akTHBHOTO BEIIECTBO O€aXMIIHH.

SIRTURO e Buj aHTHOMOTHK. AHTHOMOTHIIUTE Ca JIEKAPCTBa, KOUTO yOUBaT OaKTepUuTE-
NPUYUHUTEIN Ha OoJecTTa.

SIRTURO ce u3non3ea 3a iedeHne Ha TyOepKyI03a, 3acsraiia oenuTe Ipo0oBe, KoraTo 3a00sBaHETO
€ CIIPSIO JIa Ce MOBIUSBA HAH-MaJIKO OT pU(QAMITUIIMH U W30HUA3U/T, KOUTO CHIO Ca aHTHOMOTHIIH.
SIRTURO Ttpsi6Ba BUHArH /1a ce mpueMa 3aeHO ¢ IPYTH JISKapCcTBa 3a JIeueHNE Ha TyOepKyIo3a.
[Ipuara ce mpu Bb3pacTHH U Jena (Ha Bb3pacT 5 U moBeye roJHHH U C TerIIo He mo-Mainko ot 15 Kg).

2. Kakso Tps0Ba na 3Haere, npenu aa npuemere SIRTURO

He npuemaiite SIRTURO:

o aKo CTe aJIepTUYHH KbM O€aXWIINH WIH KbM HSIKOS OT OCTaHAJIUTE ChCTaBKU HA TOBA
nexapcTBo (u30poeHu B Touka 6). Ako ToBa ce oTHacs 3a Bac, He mpuemaiite SIRTURO. Axo
HE CTEe CUTYpHH, ToBopeTe ¢ Bamms nexap nnm dapmanesTt, npeau ga npuemere SIRTURO.

IIpenynpesxaeHust U NpeanasHu MEPKH

ToBopete ¢ Bamus snekap, papMarieBT WM MeJUIMHCKa cectpa, npean aa npuemere SIRTURO, ako:

o cTe nManu abHopMHa enekrpokapauorpama (EKI) Ha cbpuero nnu chpaedna HeAOCTaTbYHOCT;

o uMare JIM4Ha Wi (aMiiTHa aHaMHe3a 3a ChbpACYHO HapylIeHHe, HapeueHo ,,CHHAPOM Ha BPOJEH
yabmxen QT-unTtepBan’;

o npueMare JIPyTH JIEKapCcTBa, Thidl KATO HAKOW OT TSX MOJKE JIa YBEJINYAT PUCKA OT HEXKEJIaHH
peakuuu;

o uMare HaMmaneHa QyHKIMS Ha IIUTOBUIHATA Kie3a. ToBa MOXe Jja ce BUIH MPU U3CIIeABaHE Ha
KPBBTa;

o uMare 4epHOIPOoOHO 3a00IsBaHe UM PEIOBHO KOHCYMHpATE aJIKOXOJl;

o uMaTe HUCKO HHMBO Ha KaJiii B KpbBTa. ToBa MOke J1a ce BUAU NPH H3cTieIBaHE Ha KPHBTA,
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o nMare HH(EKLHUs ¢ YOBeIKM nMyHoaeduuteH Bupyc (XVB).

AKO HSIKOE OT TOpHUTE ce OTHAcs 3a Bac (wnmm ako He cTe curypHHu), roBopeTe ¢ Bamms iexap,
(hapMareBT WM MEIUIIMHCKA cecTpa, ipeau na npuemere SIRTURO.

Jeua v roHOIIN

Ouaksa ce nuBara Ha SIRTURO B xpBBTa 1pu 1oHo11H, ¢ Terio oT 30 mxo 40 Kg, na 6b1aT 0-BHCOKH
OT Te3U NpU Bbh3pacTHU. ToBa MOXke Ja ObJIe CBBP3aHO C MOBUIIEH PUCK OT OTKJIIOHCHHE, OTYCTCHO B
EKT Ha cbpiiero (HapeueHo yabiokaBane Ha QT-uHTepBaia) WK MOBHIICHH YePHOIPOOHH CH3UMH
(oTyeTeHu Tpy M3CIIEBAHE HAa KPBBTA). | '0BopeTe ¢ Bamms nexkap, papManeBT HITH METUITTHCKA
cectpa, npeau na npuemere SIRTURO.

He naBaiite ToBa JiekapCTBO Ha Jena moj 5 roguuu wiu ¢ terso mox 15 Kg, 3amoTo He e mpoydeHo
MIPH TE3U MAIUCHTH.

Apyru aexkapcrea u SIRTURO

HeiictBuero Ha SIRTURO moxe n1a ce moBnusie ot ApyTH iekapctBa. Mapopmupaiite Bamms nekap
i apmarieBT, ako preMaTe, HaCKOpo CTe MPpHUEMalli WIH € Bb3MOXKHO J1a TIpUeMeTe IPyTy
JIeKapCTBa.

[o-nony ca najgeHu MpUMEpH 3a JICKapCTBa, KOMTO MOXKE JIa C€ IPUEMAT OT MAIUEHTH ¢ OemoapooHa
Tybepkyno3a, mpuurtera ot M. tuberculosis, pesucTeHTen Hail-ManKo KbM PHU(OAMIUIAH 1
M30HHA3W, 1 KOUTO MOraT HoTeHnuaiaHo ga BzaunMoaencteat cs¢ SIRTURO:

JlekapcTBO (MMe Ha 3a xaKBo ce H3M0J13Ba
AKTHBHATA ChCTABKA)
pudamnunuH, pudaneHTHH, 3a JIeYeHHe Ha HAKOW HH(EKINH KaTo TyOepKy1o3a
pudaldyTun (aHTUMHKOOAKTEpUAITHH)
edaBUpeHIl, €TPaBUPHH 3a siedeHue Ha XV B uHdeknus (aHTHpeTpOBUPYCHH
HEHYKJICO3UIHU HHXUOUTOPH Ha oOpaTHATa TPaHCKPUITA3a)

kapOamasenuH, QEHUTONH 3a JIeYSHHE Ha eNWICIITHYHH NPUNaably (AHTUKOHBYJICAHTH)
XBJIT KauTapuon (Hypericum OMIIKOB TIPOAYKT 3a O0JIEKUYaBaHE HA TPEBOXKHOCT
perforatum)

SIRTURO c¢ ankoxoJ

He Tps6Ba na ynorpebsiBare ankoxod, qokaro npuemare SIRTURO.

BpeMeHHOCT 1 KbpMeHe

AKo cTe OpeMeHHa MM KbPMHUTE, CMSITATe, Y€ MOXKeE Jla CTe OpeMEeHHa WM [UIaHUpaTe OpEeMEHHOCT,
nochBeTBalTe ce ¢ Bamms nexap miu gapmaneBT npeau ynorpedaTta Ha TOBA JIEKapCTBO.
Hlopupane u padora ¢ MAlLIMHU

Moxe na mouyBctBarte 3amastHoct ciies npuema Ha SIRTURO. Ako ToBa ce cityun, He mogupaiite u
He paboTeTe ¢ MalTuHU.

3. Kak na npuemate SIRTURO

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e kazan Bamust nekap nim ¢papmaneBt. AKo He
CTE CUTYpHH B HEIlo, nonuraiire Bamus nexap v gapmarienT.

SIRTURO tpsi0Ba BuHAr# Aa ce npuema 3aeJHo ¢ APYTrH JeKapcTBa 3a JieueHUe Ha TyOepKyIio3a.
BammsT nexap e pemm Kou IpyrH JekapcTsa Tpsosa aa nmpuemate cs¢ SIRTURO.
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Yrorpeda npu geua (Ha 5 v moBeye roauHu 1 ¢ Terjo Mmexxkay 15 kg u 20 kg)

KakBo kojinuecTBO 12 npuemare
[Tpuemaiite SIRTURO 3a 24-ceamuyeH Kypc.
IIbpBUTE 2 ceqMum:

o npuemaiite 160 Mg BeAHBb:K THEBHO.

Ot Ceamuna 3 1o Ceqmuna 24:

o npuemaiite 80 My BeAHBK JHEBHO caMO 3 IHU OT BCSIKA CeIMULA.

. Mmexay Beeku mpueM Ha SIRTURO TpsiOBa a iMa WHTEpBaJI OT MUHUMYM 48 Jaca.

Hampumep, moxxe aa npuemare SIRTURO Bceku noHenenHuK, cpsiia U METHK OT
Cenmuua 3 HaTaTbK.

Ynorpeda npu rena (Ha S u moBedye roquHu u ¢ Terao mexay 20 kg u 30 kg)
KakBo K0/JH4€eCTBO J1a nmpuemMare

IMpuematite SIRTURO 3a 24-ceamuyeH Kypc.
IIbpBUTE 2 ceamuum:

o npuemaiite 200 Mg BeAHB:K THEBHO.

Ot Ceamuna 3 o Ceqmuua 24:

. npuemaiite 100 Mg BeIHBX THEBHO caMO 3 THH OT BCAKA CEAMUIIA.

o mexay Beeku mpueM Ha SIRTURO TtpsiOBa na nMa uHTEpBaI OT MEHUMYM 48 Yaca.

Hanpuwmep, moxe na npuemate SIRTURO Bceku NoHENETHUK, CPsiia U NETHK OT
CenMuriia 3 HaTaThBK.

VYnorpeda npu Bb3pacTHH U Jena (Ha Bb3pacT 5 roAMHH U MO-T0JIeMH U C TEIJI0 He M0-MaJIKO OT

30 kg)

KakBo koju4ecTBO 1a mpuemMare
ITpuemaiite SIRTURO 3a 24 ceamuueH Kypc.
IILpBUTE 2 ceaMuum:

. npuemaiite 400 Mgy BeAHBbK AHEBHO.

Ot Ceamuna 3 1o Ceqmuua 24:

° npuemaiite 200 My BeIHBXK JHEBHO caMO 3 THH OT BCAKA CEAMMIIA.

o mexay Beeku rmpueM Ha SIRTURO TtpsioBa na iMa wHTEpBaJI OT MUHUMYM 48 Yaca.

Hampumep, moxxe na npuemare SIRTURO Bceku noHenenHUK, Cpsiia U ETHK OT
CenMuriia 3 HaTaThHK.

Mosxe na Bu ce Hasou 1a IpOABIDKUTE IPUEMa Ha OCTaHAJIMTE JIEKApCTBa 3a TyOepKy103a Mo-ABbJIro
ot 6 mecena. [lonuraiite Bammus nekap nim dpapmariesT.

IIpueM Ha JekapcTBOTO

. Bunaru npuemaiite SIRTURO c xpana. [IpuemMbT Ha XpaHa € BaK€H 3a IIOCTUTaHE Ha
HEOoOXOMMHTE HIBA Ha JIEKAPCTBOTO BHB Bamus opraHusbMm.

AKO MO’KeTe 12 I'bJITATe TA0JIeTKH
. I'baTaiiTe TaOMETKUTE LIENH C BOJA — TAOJETKUTE MOJKE JIa CE I'bJITAT LM WM JIa CE Pa3aeysaT

HaIl0JIOBHHA.

AKO He MO:KeTe [1a I'bJITATe TA0JeTKHI

. Axo He moxere na rearare SIRTURO Ttabnerku, Bue moxere:
. Jla ru cMmecute ¢ Boaa: Cmecere 10 5 TaOJIETKH C €/IHA YaeHa JIbKWYKa BOJA, IOKATO Ce
CMECHT HAIIBJIHO.
o) I'meTHETE BegHara cMecTa Wi
o 3a no-necHo npueMane Ha SIRTURO moske na 1o06aBuTe mOHE OIe eHa
JOMBJTHUTENTHA YacHA JIRKUYKA BoJa (MM Apyra HAMKUTKA) WK MeKa XpaHa U Jia TH
CMECHTE.
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o) [Ipu cmecBaHeTO MOXE J1a M3MOI3BATE €IHA OT CICIHUTE HAITUTKH: BOJA, MIICUCH
MIPOYKT, SOBIKOB COK, TIOPTOKAJIOB COK, COK OT YSPBEHH OOPOBHHKH WIIH
rasupana HanuTka. [Ipu cMecBaHeTo MoKe Ja U3MO0I3BaTe CICTHUTE MEKU XPaHU:
KHCEJIO0 MIISIKO, IOBJIKOBO ITIOPE, MIOPe OT OaHAHM MJIM OBECCHA Kallla.

o) I'meTHETE cMecTa BemHara.
o) [ToBTOpETE C OIIIe TAOIETKH, JOKATO MMPHUEMETE IsUTaTa 103a.
o VYBepere ce, 4e B Chja HAMA OCTaThIU OT TaOJICTKUTE, IPOMHITE C OIIE MAJIKO OT

HaMUTKaTa Win 100aBeTe Ollle MEKa XpaHa M BeJHara riIbTHETE CMECTa.
Pa3rpomere TadJieTKHTE U I'H CMeceTe ¢ MeKa XpaHa: Moske J1a U3M0JI3BaTe MeKa XpaHa KaTo Harp.
KHCEJIO MIISIKO, SIOBJIKOBO TIIOpE, MIOPe OT OaHAHM MM OBeceHa Kamia. [ TbTHeTe cMecTa BeHara.
VYBepere ce, 4e B ChJla HAMa OCTAThLH OT TAOJETKUTE, T00ABETE Olle MEKa XpaHa M BeJIHAra riIbTHETEe
CMecCTa.
o Conpa 3a xpanene: SIRTURO 20 mg TabieTku Moke Aa ce J1aBa IIpe3 HAKOU
OTIpe/Ie/ICHH BUOBE COHJIU 3a XpaHeHe. [lonuTaiTe MEAUITUHCKHS CICIHATUCT 32
CTCIMATHN YKa3aHHs KaK MPaBUITHO Jia TpreMare TabJIeTKUTE TPe3 COH/IA 3a XpaHEHe.

AKo cte npuesu noseye oT Heodxoaumara go03a SIRTURO
Ak cte npuenu noBeue oT Heooxoanmara go3a SIRTURO, He3abaBHo nocerete jekap. Hocere ¢ Bac
OIIaKOBKaTa OT JIEKapCTBOTO.

Ako cte nponycHasu 1a npuemere SIRTURO

IIpe3 nbpBuTE 2 ceaMunm

. IIpeckoueTe nmpomycHaTara j03a U B3eMeTe Clie/iBalliaTa J103a ChIJIacHO oOuyaiiHaTa cxema.
o He B3emaliTe nBoiiHa 71033, 32 Jja KOMIIEHCHpATE IIPOIlyCHATaTa 103a.

Ot Ceamuna 3 HATATBK

. Bsemere nmpomycHaTaTa 1032 Bb3MOKHO Ha-CKOPO.

. Bp300HOBETE IpHeMa Ha TPH IBTH B CEAMMIIATA.

° VYBepere ce, ue ca U3MUHAIM Hail-Manko 24 yaca MeXQy NpueMa Ha NpoIlycHaTarTa 103a U
cieaBaIiara miaHupaHa Jg03a.

° He B3emaiiTe noBeue oT npeanucaHaTa ceAMUYHA J103a B 7-HEBHUS NIEPUO.

AXO CTe TPOIyCHAIIN [103a ¥ HEe CT€ CUT'YPHH KaKBO Jia MpaBUTe, roBopeTe ¢ Barms nekap win
(hapmarieBT.

Ako cte cipesn npuema Ha SIRTURO
He crimpaiite nmpuema Ha SIRTURO, 6e3 nbpBo ga 06chauTe ToBa ¢ Bamms iexap.

[MpomyckaHeTo Ha IO3M WITH HE3aBBbPIIBAHETO HA IIBJIHUS KypC HA TEPAMUATA MOXKE:

o Jla HanpaBy JieueHreTo By Hee(eKTHBHO M TyOEepKyJI03aTa MOXKE J1a C€ BIIOIIH, U;

o Jla YBEJIMYH IIaHca OaKTEpPUUTE J1a CTAHAT PE3UCTEHTHH KbM JIEKapCTBOTO. TOBa 03HA4aBa, e
Bamrero 3abonsBane moxe ma crane HenednMo cb¢ SIRTURO wnm npyru iekapctBa B Obere.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TOBa JIKAPCTBO, MONHUTANTe
Bammus nekap, papManeBT WM MEIUIMHCKA CECTpa.
4. Bb3MOKHU He:KeJIaHU peakunu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIIAHU PpEaKIIUH, BHIIPEKU Y€ HE
BCCKH I'l TIOJTy4aBa.

MHoro 4yectn (Moxe J1a 3acerHat nosede oT 1 Ha 10 gymm):

. otksonenue ot Hopmara B EKT', napeueno ,,ynbmkaane Ha QT-unrepsana”. HezabasHo
KakeTe Ha Barmwst nekap, ako cTe HOTy4Id IpUNaabK
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° MOBHUIIICHH CTOWHOCTH HA YEPHOIPOOHUTE SH3UMHU (CIOPE]T PE3yITATUTE OT KPHBHUTE
W3CIICIBAHNS)

raaBo0oIIre

craBHa 0OJIKa

3aMasHOCT

rajicHe WM TOBPBINAHE.

Yectu (Moxe aa 3acernar g0 1 Ha 10 gymm):

o Iuapust
o 00JKa WK 9yBCTBUTETHOCT HA MYCKYJIMTE, KOUTO HE Ca B Pe3yJITaT Ha (PU3NIECKO
HATOBapBaHE.

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKO TOITyunTe HIKaKBU HEXEJIaHH JICKApCTBEHU peakiyy, yBeaomere Bamus nekap, papmaneBT nim
MEIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUUKU Bb3MOXKHHU HEOIIMCAHU B TA3U JIMCTOBKA HEXEJIaHU
peaxkuuu. MoxeTe ChIIO J1a ChOOIIUTE HEXKEIAHN PEaKLUU TUPEKTHO Ype3 HALlOHATHATA CUCTEMA 32
ChOOIIaBaHE B:

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Cocpus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Kato cpoOmaBaTe HeXXeIaH! peakiuy, MOJKeTe Ja AaJeTe CBOs IPHUHOC 3a MOJIy4YaBaHe Ha IIOBEYe
nH(pOpMAIUS OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBate SIRTURO

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

He nsnon3BaiiTe TOBa JIEKapCTBO CJIE/ CPOKA Ha TOJTHOCT, OTOETSI3aH BhPXY KapTOHEHATa ONaKOBKa
cnen "T'omen 10:”. CpoOKBT Ha TOMHOCT OTTOBApS Ha MOCIETHUS JCH OT TOCOYCHUS MECETl.

ChXpaHsiBaiiTe B OpUTHHAIHATA OIMTAKOBKA, KaTo s IbP)KUTE TUTHTHO 3aTBOPEHA, 3a Jla Ce MPE/Ia3y OT
CBETIIMHA U Biara. Jla He u3BaxaaiTe CymmTens (TOpOUIKaTa ChIbpxkKa CPEACTBO, KOETO MOTIThIIA
BJIarara).

ToBa nekapcTBO MOXKE Jia MPEJICTABIISIBA PUCK 32 OKOJIHATa cpeaa. He u3xBbprsiiite nekapcTBaTa B
KaHaJM3alMsATa WK B KOHTEWHEpa 3a JoMaIliHu otrnaabiu. [lonuraiite Bammmst papmareBt kak ja

H3XBBPJIATE JICKApCTBATd, KOUTO BEYC HE U3IIOJI3BATC. Tes3n MCPKH 1IC CTIOMOIrHAT 3a OI1a3BaHC Ha
OKOJIHaTa cpela.

6. ChabpikaHue HA ONMAKOBKATA U JOMbJIHUTENHA HHopManus

Kaxkso cpabp:xa SIRTURO

. AKTHUBHOTO BelecTBO ¢ OenaxminH. Beska TabneTka chabpika Oeqaxuiud hymapar,
exkBuBaIeHTHO Ha 20 My OexaxIuH.
o Jpyrute cbCcTaBKH ca: MUKPOKPUCTAIHA 11€1yJ103a, KPOCIIOBUIOH, KOJIOUIEH O€3BOACH

CUITUIIMEB JHOKCH]I, XHIIPOMelo3a, noiucopodat 20, Harpues creapui pymapar.

Kak n3rae:xxga SIRTURO u kakBO ChbIbP#ka ONMAKOBKATA

HeoOBuTa, Osi1a 10 mouTH 0513, IPOIBIITOBaTa TabJIeTKa C JEMTENIHA YepTa OT ABETE CTPAaHH, C
BIUTLOHATO penedHo 00o3HaueHue ,,2° u,,0° OT eIHaTa CTpaHa U IJajKa OT Apyrara cTpaHa.
[TnactmacoBa OyTuiika, chabpxama 60 TabneTku.
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IIpuTeskaTes1 HA pa3pelieHHETO 32 YIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IpousBoguTesa

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a AONBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Buarapus

»JoKOHCBH & [IxoHChH bparapus” EOO/]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALada
Janssen-Cilag ®appaxevtikr A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com
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Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
Tel.: +48 22 237 60 00



France

Janssen-Cilag

Tél: 0800 25 50 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvmpog

Bapvépoc Xatinmovaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety_slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIEAHO Mpepasriie;kaane Ha JuctoBkara 06/2024

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBaTa: https://www.ema.europa.eu.
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

SIRTURO 100 mg TadaeTku
oenaxmwiuH (bedaquiline)

IIpoyereTe BHUMATEIHO LAJIATa JIMCTOBKA, IIPEIH 1A 3all0YHeTe a IpHeMaTe TOBA JIEKapcTBO,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NoNuTaiTe Bamms nekap, papmaneBT uin
MEJUIUHCKA CECTpa.

- Tosa sekapcTBO € npeanucaHo JnyHo Ha Bac. He ro mpeorcrenBaiite Ha npyru xopa. To moxe
Jla UM HaBpeIy, HE3aBUCUMO Y€ IPU3HAIMTE Ha TSXHOTO 3a00JisBaHe ca chluuTe KaTo Bamure.

- AKO NOJTyYnTe HAKaKBU HEXEJIaHU JIEKAPCTBEHM peaKklMy, yBegoMmere Bamms ngexap,
(apmareBT UM MEAULMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH Bb3MOKHH HEXKENaHU PEaKIINy,
HEOIIMCaHU B Ta3H JUCTOBKA. Brxre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakgo npencrasnssa SIRTURO u 3a kakBo ce u3noi3Ba
Kakgro TpsiOBa na 3naere, npeau Aa npuemere SIRTURO
Kak nma nmpuemare SIRTURO

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpanssare SIRTURO

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Sk wnE

1. Kaxso npeacrasasiba SIRTURO u 3a kakBo ce H3M0J13Ba

SIRTURO chabprka akTHBHOTO BEIIECTBO OCaXUJIHH.

SIRTURO e Buj aHTHOMOTHK. AHTHOMOTHIIUTE Ca JIEKAPCTBa, KOUTO yOUBaT OaKTepUuTE-
NPUYUHUTEIN Ha OoJecTTa.

SIRTURO ce u3non3Ba 3a iedeHne Ha TyOepKyI03a, 3acsraiia oenuTe qpodoBe, KoraTo 3a00sBaHETO
€ CIIPSIO JIa Ce MOBIUSBA HAH-MaJIKO OT pU(QAMITUIIMH U W30HUA3U/T, KOUTO CHIO Ca aHTHOMOTHIIH.
SIRTURO Ttpsi6Ba BHHArHM /1a ce mpueMa 3aefHO ¢ APYTH JISKapCcTBa 3a JIeUueHUe Ha TyOepKyno3a.
[Ipuara ce mpu Bb3pacTHH U Jena (Ha Bb3pacT 5 U moBeye roJHHH U C TerIIo He mo-Mainko ot 15 Kg).

2. Kakso Tpsn6Ba 1a 3HaeTe, npenau aa npuemere SIRTURO

He npuemaiite SIRTURO:

o aKo CTe aJIepTUYHH KbM O€aXWIINH WIH KbM HSIKOS OT OCTaHAJIUTE ChCTaBKU HA TOBA
JekapcTBo (M30poeHHu B Touka 6). Ako ToBa ce oTHacs 3a Bac, He mpuemaiite SIRTURO. Ako
HE CTEe CUTYpHH, ToBopeTe ¢ Bamms nexap nnm dapmanesTt, npeau ga npuemere SIRTURO.

IIpenynpesxaeHust U NpeanasHu MEPKH

loBopere ¢ Bamus nekap, papManeBT Wi MeUIMHCKa cectpa, npeaun aa npuemere SIRTURO, axo:

o cTe nManu abHopMHa enektpokapauorpama (EKI) Ha cbpriero nnu chpiiedna HeZOCTaTbYHOCT;

o uMare JIM4Ha Wi (aMiiiHa aHaMHe3a 3a ChbpACYHO HapylIeHUe, HapeueHo ,,CHHAPOM Ha BPOJAEH
yabker QT-uaTepBan”;

o npueMare JIPyTH JIEKapCcTBa, Thidl KATO HAKOW OT TSX MOJKE JIa YBEJINYAT PUCKA OT HEXKEJIaHH
peakuuu;

o uMare HaMmaneHa QyHKIMA Ha IIMUTOBHIHATA Kie3a. ToBa MoXe Jja ce BUIM IIPH M3CIICABaHE Ha
KPBBTA,

o uMare 4epHOIPOOHO 3a00IsIBaHe UM PEJOBHO KOHCYMHpPATE aJIkKOXOJ,

o uMaTe HUCKO HHMBO Ha KaJiii B KpbBTa. ToBa MOke J1a ce BUAU NPH H3cTieIBaHE Ha KPHBTA,
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o nMare HH(EKLHs ¢ YOBeIKH nMyHoaeduuteH Bupyc (XVB).

AKO HSIKOE OT TOpHUTE ce OTHAcs 3a Bac (wnmm ako He cTe curypHHu), roBopeTe ¢ Bamms iexap,
(hapMareBT WM MEIUIIMHCKA cecTpa, peau na npuemere SIRTURO.

Jeua v roHOIIN

Ouaksa ce nuBara Ha SIRTURO B xpwBTa mpu roxomH, ¢ tersio oT 30 mxo 40 Kg, na 6b1aT 0-BHCOKH
OT TE3H MpU BB3pacTHU. ToBa MOXKe Ja ObJIe CBBP3aHO C IMOBHIICH PUCK OT OTKJIOHEHHE, OTYETEHO B
EKT Ha chprieto (HapeueHn yabnkaBaHe Ha QT-uHTEpBaia) Win MOBUIICHH Y€PHOAPOOHN CH3UMHU
(oTyerenu mpu M3CIaeaBaHE HA KPBBTA). ['0BOpeTe ¢ Barms nekap, hapmareBT Wik MEIHUIIMHCKA
cectpa, npeau Aa npuemere SIRTURO.

He nmasaiite ToBa nekapcTBo Ha aena (o 5 rogunam win ¢ Tero mox 15 Kg). IlpuunHara 3a ToBa €, 4e
HE € MMPOYYCHO MPH TE3U MAIIUCHTH.

JApyru nekapera u SIRTURO

Heiicteuero Ha SIRTURO moxe na ce moBnuse ot Apyru JiekapcTBa. Mabopmupaiite Bamms nexap
i ¢apmareBT, ako IpreMaTe, HaCKOpO CTe MPUEMAaJIi WK € Bb3MOYKHO J1a TIPUEMETe JPyTH
JEeKapcTBa.

[o-nony ca najaeHu MpUMEpH 3a JICKapCTBa, KOMTO MOXKE JIa C€ IPUEMAT OT IMAIUEHTH ¢ OemoapooHa
Tybepkyno3a, mpuurtera ot M. tuberculosis, pesucTeHTen Hail-ManKo KbM PHU(OAMIUIAH 1
M30HHA3W, 1 KOUTO MOraT HoTeHnuaiaHo ga BzaunMoaencteat cs¢ SIRTURO:

JlekapcTBeH npoaykT (MMe Ha | 3a KAaKBO ce U3M0JI3Ba
AKTHBHATA CHCTABKA)
pudamnunuH, pudaneHTHH, 3a JIeYeHHe Ha HAKOW HH(EKINH KaTo TyOepKy1o3a
pudaldyTun (arTHMHKOOAKTEPUAITHH)
edaBUpeHIl, €TPaBUPHH 3a siedenne Ha XM B uHdeknus (aHTHpEeTpOBUPYCHH
HEHYKJICO3UIHM MHXUOMTOPU Ha 00paTHaTa TPAHCKPHIITA3a)

kapOamasenvH, QEeHUTONH 3a JIeYCHHE Ha eNWICITHYHHN NPUNaably (AHTUKOHBYJICAHTH)
XKwnt kaurapuon (Hypericum OMJIKOB ITPOAYKT 32 00JIEKYaBAHE HA TPEBOKHOCT
perforatum)

SIRTURO c¢ ankoxoJ

He Tps6Ba na ynorpebsiBare ankoxod, qokaro npuemare SIRTURO.

BpeMeHHOCT 1 KbpMeHe
AKo cTe OpeMeHHa MM KbPMHUTE, CMSITATe, Y€ MOXKeE Jla CTe OpeMEeHHa WM [UIaHUpaTe OpEeMEHHOCT,
HochBeTBalTe ce ¢ Bammst nexap minu hapmaneBT npeny ynorpedara Ha TOBa JIEKapCTBO.

Hlopupane u padora ¢ MAlLIMHU

Moske ga mouyBcTBare 3amasHocT cieq npuema Ha SIRTURO. Ako ToBa ce cityun, He modupaite u
He paboTeTe ¢ MalTuHU.

SIRTURO cbabp:ka nakTo3a

SIRTURO chabpixa ,,J1akto3a” (BUJ 3axap). AKO UMaTe HEITOHOCUMOCT KbM HSKOHU 3aXapH WU HE
MOJKETe Jla TH yCBOsIBaTe, TOBOpeTe ¢ Baus iekap npeu 1a mpueMeTe ToBa JeKapCTBO.

3. Kax na npuemate SIRTURO

Bunaru npuemaiite ToBa JIeKapCcTBO TOUHO KakTo Bu e ka3an BamusaT nekap uiau papmaineBt. AKo He
CTE CUTYpHHU B HEIo, nonuraiire Bammus nexap v gapmarienT.

SIRTURO tps0Ba BuHaru fa ce npuema 3aeJHo ¢ APYTH JeKapcTBa 3a JiedueHUe Ha TyOepKyio3a.
Bamusat exap 1e perim KoM Ipyru JiekapceTsa Tpssosa aa nmpuemate cbe SIRTURO.
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Yrorpeda npu geua (Ha 5 v moBeye roguHu 1 ¢ Terjo Mexkay 15 kg u 20 kg)

KakBo koJjiH4ecTBO 12 IpueMare
[puemaiire SIRTURO 3a 24-cenqmuueH Kypc.
IIbpBHUTE 2 ceaMum:

o npuemMaiite 160 Mg BeqHbK THEBHO.

Ot Ceamuna 3 1o Ceqmuua 24:

o npuemaiite 80 My BeAHBXK JHEBHO ¢aMo 3 IHH OT BCSIKA CeMHULIA.

o mexay Bceku mpueM Ha SIRTURO TpsOBa na nma uHTEpBa OT MUHUMYM 48 Yaca.

Hampumep, moxe mxa nmpuemarte SIRTURO Bcekn OHENETHUK, CPsiia U IETHK OT
Cenmuria 3 HaTaTHK.

Ynorpeda npu rena (Ha 5 1 moBedye roquHu u ¢ Terao mexay 20 kg u 30 kg)
KakBo Kko/JIM4ecTBO 1a mpuemMare

ITpuematite SIRTURO 3a 24-cenmuyeH Kypc.
IIbpBuTE 2 cenmuum:

o npuemaiite 200 Mg BeAHB:K THEBHO.

Ot Ceamuna 3 o Ceqmuua 24:

o npuemaiite 100 Mg BenHBX JTHEBHO caM0 3 THH OT BCAKA CEMUIIA.

o mexny Bceku nmpueMm Ha SIRTURO tps6Ba na mvma naTepBai oT MEUHUMYM 48 Jaca.

Hanpumep, moxe na mpuemate SIRTURO Bceku nmoHeenHuK, cpsiia ¥ METbK OT
Cenmunia 3 HaTaTHK.

Ynorpeda npu BH3pacTHHU ¥ JAela (Ha 5 U moBeye roAMHU U € TerJio He mo-Majiako ot 30 kg)
KakBo koju4ecTBO 1a mpuemMare

ITpuemaiite SIRTURO 3a 24 ceamuueH Kypc.
IILpBUTE 2 ceaMuum:

o npuemaiire 400 mg (4 radaerku ot o 100 MQ) BeIHbK THEBHO.

Ot Ceamuna 3 1o Ceqmuua 24:

o npuemaiire 200 mg (2 radaerku ot no 100 MQ) BeaHBK AHEBHO caMO 3 IHHU OT BCAKA
ceMHUIA.

o Mmexy Bceku nmpueMm Ha SIRTURO Ttps6Ba na nma naTepBan or MuHuMyM 48 vaca.

Hanpumep, moxe na npuemare SIRTURO Bcekn noHeAeNHUK, Cpsijia U IETHK OT
Cenmuua 3 HaTaTbK.

Moske na Bu ce Hanoxu 1a NpoABIKUTE PUEMa Ha OCTAaHAIMUTE JIEKapCTBa 3a TyOepKyi03a Mo-1bJTo
ot 6 mecena. [lonuraiite Bamms nekap nim dpapmaresT.

IIpuem Ha JieKapcTBOTO

o Bunaru npuemaiite SIRTURO c xpana. [IlpuembT Ha XpaHa € BaXKeH 3a IOCTUTaHE Ha
HEOOXOITMMHTE HUBA Ha JIEKAPCTBOTO BHB Baust opraHu3bM.
° I'piiTaliTe TAOJETKUATE LIEJIN C BOAA.

AKo cTe mpuesan nosede ot Heodxoaumara go3a SIRTURO
Ak cTe npuenu noBede ot Heooxoaumara jo3a SIRTURO, nezabasHo nocerere nekap. Hocere ¢ Bac
OIIaKOBKaTa OT JIEKapCTBOTO.

AKko cte nponycHanu 1a npuemere SIRTURO

Ipe3 nbpBuTE 2 ceaMUIH

o IIpeckoueTe mporrycHaTaTa 103a U B3eMETe ClIeBalaTa /103a ChIJIaCHO OOMJaiiHaTa cXxema.
. He B3emaiite nBOMHA /1032, 32 1a KOMIIEHCHpATE MPOITycHATaTa J103a.
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Ot Ceamuna 3 HATaTbK

. Bsemete mpomycHaTaTa 103a Bb3MOKHO Hai-CKOPO.

. Bb300HOBETE TpHeMa Ha TPH IIBTH B CEAMMIIATA.

o VBepere ce, yue ca U3MHUHANK Hail-Maiko 24 yaca MeXIy MpHeMa Ha MpoIlycHaTaTa J103a 1
cle/BamiaTa IaHupaHa 103a.

. He B3emaiiTe moBeue oT nmpeAnucaHara ceIMUYHA 103a B 7-THEBHUSA [IEPUOI.

AKO CTe MpOITyCHAJH JIa TIPUEMETe HE0OXOMMATa J103a U He CTE CUTYPHH KaKBO Ja IPaBUTE,
roBopete ¢ Bamms nekap wiu dpapManesnT.

Ako cte cripesn npuema Ha SIRTURO
He cnupariite npuema na SIRTURO, 6e3 mbpBo 1a 00chaure ToBa ¢ Barms jgekap.

[pormyckaHeTo Ha I03M WM HE3aBbPIIBAHETO HA ITBJIHKS KypC Ha TEPAIUsITa MOXKE:

. Jla HaTpaBH JieYeHHETO By HeeekTHBHO M TyOepKyio3aTa MOXKe Jia Ce BIIOLIH, U;

. Jla YBEIIMYH IIaHCa OaKTEepHUTE Jla CTAHAT PE3UCTCHTHHU KbM JIeKapcTBOTO. ToBa 03HauaBa, 4e
Bamrero 3abonsBane Moxxe na crane Heneunmo cbe SIRTURO unu apyru nekapcrsa B Obaele.

AKO UMaTe HSKaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIoTpebara Ha TOBA JISKApCTBO, TIOMHUTANTE
Bamms nexap, ¢papmaneBT Hil MEAUIIMHCKA CeCTpa.

4, Bb3MOKHH HeKeJTaHU peakuuu

Kakro Bcuukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jla MIPEAN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

MHoro yectn (Moxe 1a 3acerHar nosede ot 1 Ha 10 xymm):

. OTKJIOHEHHE OT HOpMaTa B eJIeKTpOKapuorpaMara, HapeueHo ,,yabnkaBade Ha QT-
uHTepBaia”. HezabaBHo kaxere Ha Bamus nekap, ako cTe MONTy4UIIN NPUIAIbK

. MTOBHIIIEHU CTOMHOCTH Ha YePHOPOOHUTE €H3UMH (CTIOpE]l Pe3yITaTUTE OT KPhBHUTE

W3CIICIBAHNS)

riaaBoOoJIre

craBHa 00JIKa

3aMasiHOCT

raJicHe WU MOBPBIIaHe.

Yectu (Moxe ma 3acerHar g0 1 Ha 10 gymm):
. Japust
. 00JIKa WK HAMIPEKCHUE B MYCKYJIUTE, KOUTO HE ca B pe3yTaT Ha (PU3UUECKO HATOBApBaHE.

Cpo0maBaHe Ha HeKeJAHH PeaKIHH

AKO NOJTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHM Peakluy, yBenoMeTe Bamms exap, GpapmareBT nim
MeIUIMHCKa cecTpa. ToBa BKIIFOYBA BCHYKH Bb3MOYKHU HEOITMCAHH B Ta3W JIMCTOBKA HEXXEIIAaHH
peakiuu. MoxeTe ChIIO JIa ChOOIINTE HEXKENIaH! PEaKIMU TUPEKTHO Ype3 HA[MOHATHATA CHCTEMa 32
CbOOLIaBaHE B:

V30bJIHUTEIHA areHIMs 110 JIeKapcTBara

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

Karo chobimaBare HexxellaH! peakiiy, MOXKETe Jla aJieTe CBOS IPUHOC 3a MOJTyYaBaHe Ha TIOBEYe
uH(OpMaLUsl OTHOCHO OE30ITacHOCTTA Ha TOBA JIEKAPCTBO.
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5. Kak n1a coxpansiBate SIRTURO
[a ce cpxpaHsiBa Ha MSICTO, HETOCTBITHO 32 JIela.

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa HA TOHOCT, OTOEINA3aH BhPXY KapTOHEHATa OMaKOBKA
cien "T'omen 10:”. CpOKBT Ha TOMHOCT OTTOBaps Ha MOCIICTHUS JCH OT ITOCOYCHHS MECETT.

SIRTURO pna ce chxpaHsiBa B OpUTHHAITHATA OMAKOBKA MIIH KYTHs, 32 Ja Ce MPE/IIa3Hu OT CBETIHHA.

To3u nexapcTBeH NPOAYKT MOXKE Jla MIPEICTaBIIsABa PUCK 3a OKOIHaTa cpeda. He u3xpopistiite
JIeKapcTBaTa B KaHAJM3AIMITa UK B KOHTEHHEpa 3a noMaiHu otnaabiu. [lonuTaiite Bamms
(hapMareBT Kak Ja H3XBBHPIATE JIEKapcTBaTa, KOUTO BEUe HE M3ITON3BaTe. 1Te3u MepKH I1e CIOMOTHAT
3a Ola3BaHe Ha OKOJHATa Cpena.

6. CpabpikaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHopMauus

Kakso cbabp:xa SIRTURO

o AKTUBHOTO BEIIECTBO €. OenaxminH. Besika TabneTka chabpxka OenaxuwimH Gpymapar,
ekBuBajeHTHO Ha 100 Mg OemaxuimH.

. Jpyrure cbecTaBKH ca: KoJonuieH 0€3BOJICH CHITHIININ, KPOCKapMesIo3a HaTpUl, XUIIPOMEI03a,

JIaKTO3a MOHOXH/pAT, MarHe3ueB cTeapar, HapeBUYHO HUIIECTE, MUKPOKPHCTAIHA IIeTyJ103,
nonucop6ar 20.

Kaxk m3ranexxna SIRTURO u kakBo ChbIbpika OMaKOBKaTa

HeoOBura, Osi1a 10 TOYTH Osi1a, KPBIJIA, IBOMHOU3ITbKHAJIA Ta0JIeTKa ¢ TuaMeTsp 11 mm u
BIUTEOHATH penedHU 03HadYeHus ,, 1~ Hax ,,207” oT eqHaTa cTpana u ,,100” ot apyrara.
[InactmacoBa OyTmika, chabpikaiia 188 Tabnerkn.

Kapronena onakoBka, chabpxaia 4 n30yTBamiy ce OJUCTEPHH JICHTH (ChABbpXKAIH 6 TabIeTKH 3a
JIEHTA).

He BcHuku BHIOBE OMAKOBKKM MOTAT Ja OBbJAT MyCHATH B Mpoaax0a.

IIpuTexkaTes Ha pa3pelleHHETO 32 yOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauren

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a AonbIHUTENTHA HHPOPMAITUS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpPEICTaBUTEN HAa PUTEKATENS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com lt@its.jnj.com

Bouarapus Luxembourg/Luxemburg
»JlKOHCBH & JlxoHCchH bearapus” EOO/] Janssen-Cilag NV

Temn.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jachbe.jnj.com
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Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E)\LGoa
Janssen-Cilag ®appoxevtiki A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: +353 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com
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Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety_slo@its.jnj.com

Slovenské republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com



Kvmpog
Bapvapoc Xattnmavayng Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa HA MOCJIEIHO Mpepasriie;kaane Ha JucToBkara 06/2024

[TonpoOHa nH(pOpManus 3a TOBa JIEKapCTBO € NPEeIOCTaBeHa Ha yeOcaiita Ha EBporneiickaTa areHIus

10 JiekapcTBaTa; https://www.ema.europa.eu.
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