HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUS TPOAYKT
SIRTURO 20 mg tabneTku

SIRTURO 100 mg Tabnetku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

SIRTURO 20 mg TabieTkn
Bceska Tabnerka cpabpika OenaxuianH pymapaTt, ekBuBasnieHTHO Ha 20 mg OemaxunuH (bedaquiline).

SIRTURO 100 mg Tabnerku
Bceska Tabnerka cpabpika OenaxuianH pymapart, ekBuBaneHTHO Ha 100 mg 6enaxmmH (bedaquiline).

TlomMoIIHO BEIECTBO ¢ M3BECTHO ACUCTBHE

Besika 100 mg Tabnetka cpabpxka 145 mg nmakto3a (KaTo MOHOXHUAPAT).

3a IBJIHMSA CIIUCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

SIRTURO 20 mg tabnerku
Tabnerka

Heo0BuTa, Osi1a 10 mouTH Osiyia MpoAbiroBaTta Tadserka (12,0 mm nbipkuHa X 5,7 mm HmmMpuHa), ¢
JICIIUTEITHA YepTa OT IBETE CTPaHH, C BIIbOHATO penedHo o0o3HaueHue ,,2° u ,,0° OT eqHaTa CTpaHa 1
riajika oT JApyrara CTpaHa.

Tabnerkata Moxe 1a ObJie pa3zeieHa Ha PaBHH J03H.

SIRTURO 100 mg tabuerku
TabeTka

Heo0OButa, 0si1a 10 mouTH Osiya, KPBIJIa, TBOMHOM3ITbKHAIA TabNeTKa ¢ tuamMeTsp 11 mm u
BJUTbOHATH peieHU 03HaYeHus ,, 17 Hax ,,207 oT enHaTa cTpaHa, u ,,100” oT npyrara.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

SIRTURO e moka3zan 3a yrotpeba KaTo 4acT OT MOAXO/A1Ia KOMOMHpaHa CXeMa 3a JICUSHHE MPH
BB3PACTHH U MEAUATPUIHHU MAUCHTH (Ha BB3PACT OT 2 10 MO-MaJIKO OT 18 roguHu U ¢ TEerIo Haii-
Mmanko 7 kg) ¢ 6enoapobHa Tydepkynosa (TB), npuunnaena ot Mycobacterium tuberculosis, KoiTo e
pE3UCTEHTEH Hal-MaJIKO KbM prudaMnunyH u n3onnasua. TpsaodBa ja ce B3eMaT MpeBHl

O UIMATHUTE HACOKH 3a MTPaBHJIHA YIIOTpeOa Ha aHTHOAKTEPHAIIHU CPEACTBA.

4.2 Jlosnpomca W HAYUMH HA NMPUITOKEHUE

Jleaenuero cbe SIRTURO TpsiOBa a 3amodHe u Ja ce CJIeU OT JIeKap C ONHT B JiedeHneTo Ha TB,
npuuuHeHa ot M. tuberculosis, KOWTO € pE3UCTEHTEH Hall-MaKo KbM PU()AMITUIINH U U30HUA3H]I.
TpsiOBa na ce uMaT npeaBu pbkoBojcTBara Ha C30, KoraTo ce n30upa NoJAXo/ 1A KOMOMHUPaHa
cXema Ha JIeUeHue.



M3nomseaiite SIRTURO camMo B KOMOWHAITHS C APYTH JIEKAPCTBEHH IPOIYKTA, KbM KOUTO H301aThT
OT TMAIMeHTa € TIOKa3aJl IYyBCTBUTEIHOCT in Vifro WU € BepOATHO Ja Obae dyBcTBUTENEH. Hampasete
CIIpPaBKa ¢ KpaTKaTa XapaKTePUCTHUKA Ha JIEKAPCTBEHUTE TPOIYKTH, U3IOJI3BAaHN B KOMOWHAIIUS ChC
SIRTURO 3a TexHUTE KOHKPETHU MPEHOPHKU 32 JO3UPAHE.

IIpenoppuBa ce SIRTURO ga ce npuara upe3 nupekTHo Habirogasana Tepamnus (directly observed

therapy, DOT).

2031/1[2031«1

Bw3pacmuu nayuenmu

IIpenoprunrennara go3a SIRTURO npu Bbp3pacTHH nauneHTH (18 1 moBeve rouHN) € Moka3aHa B

Tabiauna 1.

Tabauua 1: Ilpenopbuurtenna no3a SIRTURO npu Bb3pacTHH NalueHTH

Honyaanus

IIpenopbka 3a npuJjaraHe

Ceamunu 1 no 2

Ceavunu 3 no 24

Br3pactau (18 u moBeue
TOJINHU)

400 mg nepopaiHO BeAHbXK
JHEBHO

200 mg nepopanHo TPU IbTH
ceIMUYHO?

Hait-manko 48 gaca Mexmy no3uTe

O61mmata npoabipkuTeaHocT Ha JedeHueTo ¢b¢ SIRTURO e 24 ceamunu. SIRTURO TtpsioBa na ce

npueMa ¢ XpaHa.

Heduamputmu nayuexnmu

IIpenopbunrennata go3a Ha SIRTURO npu Be3pacTHH NanMeHTH (Ha BB3PAcT OT 2 10 MO-MaJKo OT
18 ronuHM) ce OCHOBaBa HA TEJIECHOTO TEIJIO M € TI0Ka3aHa B Tabnuua 2.

Tab6smuna 2: [lpenoppunresnna go3a SIRTURO npu neguaTpuyHy nanueHTH (Ha Bb3pacT OT

2 TOIMHH 10 MO

18 rogunun)

TexecHo Terao

IIpenopbka 3a npujarate

Ceavunu 1 go 2

Ceamunu 3 no 24

[o-ronsimo mnm paBHo Ha 7 kg
no mox 10 kg

80 mg nepopaiHoO BeAHbK
JAHEBHO

40 mg nepopagHO TPU NBTH
CeAMUYHO"

ITo-rosngamo uiu paBHO HA
10 kg o mox 15 kg

120 mg nepopaigHo BeAHbK
AHEBHO

60 mg mepopaaHO TPU MBTH
CeIMUYHO?

ITo-ronxsmo wnm paBHO Ha

160 mg nepopaiHO BeIHBK

80 mg nepopanHo TPU IbTH

15 kg mo mox 20 kg JTHEBHO CeAMUYHO?
[To-ronsimo nnu paBHO Ha 200 mg mepopaaHO BeAHbK 100 mg nepopaiHo TPH NBTH
20 kg no mox 30 kg JTHEBHO ceAMHUYHO?

[To-ronsiMo MM PaBHO Ha
30kg

400 mg nepopajiHO BeAHBK
JAHEBHO

200 mg nepopajiHO TPH MBTH
CeIMHUYHO"

Haii-manko 48 gaca Mexay H03uTe

Oo6mmara npoabxuTenHocT Ha JedeHueTo cbe SIRTURO e 24 cepmuniu. SIRTURO TpsidBa na ce

IpHeMa ¢ XpaHa.

IIpoovicumennocm Ha ieueHuemo
Oo6mmara npoabpkuTenHocT Ha aedeHueTo cbe SIRTURO e 24 ceamunu. Korato e Heo0Xxoaumo
nederne cb¢ SIRTURO nosede oT 24 cenMuiiy, JISISHAETO MOXKE J1a MPOIBIDKA 10 40 ceaMuIy mpu
BB3pacTHH ¢ 1032 200 mg Tpu mbTH ceaMUYHO (BXK. Touku 4.8 u 5.1).




Iponycuamu dosu
[TammenTure Tpa6Ba na 6baat npenynpexnaBanu na npuemat SIRTURO TouHO KakTO € mpeanrcaHo
Y J1a TPEMUHAT ITBIHHS KypC Ha JICUCHHE.

AKO e TpoITycHaTa 03a Ipe3 IIbPBUTE ABE CEMUIIH OT JICUEHUETO, MAMEHTHTE He TPsiOBa 1a
KOMIIEHCHpAT MPOITyCHATaTa /1032, a Ia MPOABJIKAT JISISHHETO 10 oOnJYaifHaTa cxeMa Ha IMpuiarane.

AKo e npoIrycHaTa 7103a CJie/l Ha4aJIoTO Ha CEMMLA TPH, IIALIMEHTUTE TPpAOBa ja mpuemar
IPOIIyCHATaTa 1032 Bb3MOXKHO Hal-CKOPO H Jia IPOABJDKAT cXeMarta TpH IIbTU ceaMuyHo. O0maTa
no3a SIRTURO no Bpeme Ha 7-mIHEBHHS IEpHOA HE TPsiOBa 1a HAAXBBPIIS MPENOPbYUTEIHATA
ceaMHUYHa J103a (¢ Hail-Masiko 24 yaca MHTEpBAIl MEXAY IPHEMUTE).

Honynayus 6 cmapuecka 6v3pacm
Knunnunute nannu 3a ynorpebata Ha SIRTURO npu nauneHTH B cTapyecka Bb3pacT ca OrpaHUYCHU
(BX. TOuka 5.2).

Yeproopobno yspedcoane

He ce nanara xopurupane Ha go3ara Ha SIRTURO npu narnmeHTy ¢ 4epHOIPOOHO yBpeXkKIaHe B Jieka
i ymepeHa creneH (Bx. Touka 5.2). SIRTURO Tps6Ba na ce n3mon3Ba ¢ MOBUIICHO BHUIMAaHUE TTPU
MalMeHTH ¢ YepHOApOOHO YBpekaaHe B yMepeHa cremneH (Bxk. Touka 5.2). SIRTURO He e npoyuBan
NPY ALMEHTH ¢ YEPHOAPOOHO YBPEXKIaHE B TEKKA CTEIICH U HE CE PENopbhYBa MPHU Ta3H MOMyJIanusl.

bvopeuno yepescoarne

He ce nanara kopurupane Ha g03aTa IpH NalMEHTH C JIEKO HIH yMepPeHo 0b0peuHo yBpexaane. [Ipu
MAIMEeHTH C TeXKO 0BOpedHo yBpexxaane (KpeaTHHUHOB KinupbhHC <30 ml/min) wmu TepMuHaiHa
0B0peyHa HeOCTaTHYHOCT, HaJlaralla XeMouanu3a wim neputoneanna auanusa, SIRTURO TpsoBa
Jla ce Ipuiiara ¢ BHUMaHue (BX. To4ka 5.2).

Teouampuuna nonyrayus

BbezonacHoctTa 1 eukacHoctta Ha SIRTURO 1ipu jenia Ha Bb3pacT 1Mo 2 TOJIMHU WU C TETJIO MO
7 kg Bce ollie HE ca YCTaHOBEHHU.

JIumncsar maHHU.

SIRTURO moke aa ce BKJIIOYH B CXeMara 3a JIeUeHHe Ha Jella Ha Bb3pacT MO-ToJisIMa WU paBHA HA
2 TOJIMHY | TIO-TOJIEMH U C TETII0 Hal-Malko 7 kg ¢ moTBbpAeHa wim BepostHa OenoapodHa TB,
npuurHeHa ot M. tuberculosis, KOWTO € pe3uCcTEHTEH Hall-MaJIKO KbM pU(aMIMLUH U H30HUA3H,
JUarHOCTHUIIMPaHa Bb3 OCHOBA HA KJIMHWYHU MPU3HALM U CUMIITOMH Ha Oenoapobna TB, momxomsin
eMHJIEMUOJIOTHYEH KOHTEKCT M B CHbOTBETCTBHE C MEXKYHAPOJIHUTE/MECTHUTE PHKOBOACTBA (BXK.
Touka 4.1).

Hauwnn »Ha npuioxeHue

SIRTURO tpsi0Ba na ce nmpuema nepopaiiHo ¢ XpaHa, Thid KaTo MPUIIOKEHUETO C XpaHa MOBUIIIABA
nepopagHaTa OMOHAIMYHOCT IMOYTH ABYKPATHO (BX. TOYKa 5.2). MiMa euH HAaYMH Ha MPHIIOKEHUE HA
SIRTURO 100 mg TabieTku 1 YeTUpHU pa3aInyHH Bb3MOXKHOCTH 3a npuioxenne Ha SIRTURO 20 mg
tabnetku. [Ipu Bcexn HaunH Ha npuioxenue SIRTURO Tps6Ba na ce npuema ¢ xpana.

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

SIRTURO 20 mg mabremxu

Ipunosrcenue na 20 mg mabremxy npu nAYUEnmu, KOUmMo Mo2am 0d cbimam yeiu maoiemyu.
SIRTURO 20 mg TabieTku TpaOBa Jia ce TbJITAT C BOAA L WK Pa3AesieHH Ha IBE PAaBHU MOJIOBUHH
0 JIEMTENTHATA YepTa U J1a Ce MPHeMar C XpaHa.




Ipunoocenue na 20 mg mabiemku npu NAUUEHmMU, KOUmo He MO2am 04 2bmam yeau madjiemxu.
JAucneprupanu BbB BO/Ia M NPUWJIOKEHH ¢ HANTUTKA UJIM MeKa XpaHa

[Tpu manueHTH, KOUTO CE 3aTPYAHIBAT Ja I'bITAT 1eiau TabneTku, Tadetka SIRTURO 20 mg Moxe aa
ce Jucreprupa BbB BOJIa, IPEIU Ja ce MPUWIOKU C XpaHa. 3a 1a ¢e yJIeCHU MPUIOKEHHUETO,
JIUCTIepTHpaHaTa BbB BOJIa CMeC MOXKE TOTTBITHUTEITHO Ja C& CMECH ¢ HamuTKa (HaIp. Boja, MIICUeH
MPOAYKT, IOBJIKOB COK, TOPTOKAJIOB COK, COK OT YePBEHH OOPOBHHKY WMJIM ra3upaHa HAIMTKA) WA C
MeKa XpaHa (Hamnp. KUCEJIO MIISIKO, IOBJIKOBO IIOpE, Mope OT OaHAHU MM OBECCHA Kallla) KaKTo
clenBa:

. Jucnieprupaiite TabaeTKUTe BHB BoAa (MAKCUMATHO 5 TaONeTKH B 5 ml Boxa) B yaia.

o Pasmecete mo0pe chIBP)KUMOTO Ha Yalara, T0Kato TabJeTKUTE Ce TUCTIEPTUPAT HATBIHO, U
CJIe]l TOBa Be/IHATa TO MIPUEMETE TIpe3 yCTara ¢ XpaHa. 3a Jia ce YJIECHHU MePOPaTHOTO
MPUJIOKEHUE, JUCTICPTUPAHATa BBB BOJ]a CMEC MOXE JIOMBIHUTEIHO J1a CE CMECH C Hal-MaJlko
5 ml HanuTka vk 1 yacHa TBKUYKA MEKa XpaHa U clie]l TOBa BeJHara ChIbp)KHMOTO Ha JaliaTa
Jia ce IpreMe Tpe3 ycTara.

o AKko 3a oOmrara 103a ca HeOOXOIUMH TTOBEYE OT 5 TaOJIETKH, IIOBTOPETE TOPHUTE CTHIIKH Ha
MIPUTOTBSIHE C TIOXOASAIIUSA OPOi JONBIHUTEIIHU Ta0JIETKU J0 JOCTUraHe Ha jKeJlaHaTa J03a.
o VYBepere ce, ye B HaliaTa HIMa OCTaThIN OT TAOJETKHUTE, TPOMHUITE C HAMUTKA WK JoOaBeTe

olle MEKa XpaHa U BeJHara NpueMeTe ChbAbPKUMOTO Ha yallaTa Ipe3 ycrara.

Pa3TpoiieHn U cMeceHH ¢ MeKa XpaHa

SIRTURO 20 mg TabmeTky MOXe J1a Ce pa3TpoIaT U Jla ce CMECAT ¢ MeKa XpaHa (Harp. KUCEIo
MIISIKO, SIOBITKOBO ITIOPE, MIOpe OT OaHAHW MJIM OBECEeHa Kallla) HEMOCPEICTBEHO Mpeau yrnoTpebda u na
ce mpueMarT Ipe3 ycraTa. 3a Ja € CUTYPHO, Y€ B ChJa HAMa OCTaThIM OT TableTKuTe, 1o0aBeTe oIe
MEKa XpaHa U BelHara nmpueMeTe ChIbPKUMOTO.

Buxre Touka 6.6 3a nH(OpMaIs OTHOCHO MIPUIIOKEHUE IIPE3 COHJIA 32 XPaHEHE.

4.3 IIporuBomoOKa3zaHUA

CBpBX4YYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WJIM KbM HAKOE OT IIOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 Chnenuananu npeaynpesaeHus: U NpeANa3sH MePKH MPU ynoTpeda

JlunicBaT knuHUYHM AaHHY 32 yrorpedara Ha SIRTURO npu nedenue Ha:

o n3BbHOenonpooHa TB (Hamp. Ha 1eHTpaHa HEpPBHA CUCTEMa, KOCTHA)
o UH(EKINH, TPUINHEHN 0T MUKOOAKTepHAITHU BUIOBE, pa3iinuHu oT M. tuberculosis.
° nateHTHa uHpexys ¢ M. tuberculosis.

Jluncar knmuHUYHYU naHHU 3a yrnorpedata Ha SIRTURO karo yact 0T KOMOMHHUPaHU CXEMH,
NpUIaraHy 3a JIeueHHe Ha YyBCTBUTEIIHU KbM JiekapcTBa M. tuberculosis.

PesncTenTHOCT KEM O€IaXUITNH

KakTto ce nmpenoppuBa ot opunMaiHuTe PHKOBOJICTBA, KATO phKOBOACTBOTO Ha C30, OemaxmimH
TpsAOBa Jla ce U3I0JI3Ba CaMo B MOIXO/Is11a KOMOUHUpPaHa cXeMa 3a JiedeHne Ha Oenoapobna TB,
npuuuHeHa ot M. tuberculosis, KOWTO € pE3UCTESHTEH Hal-MaJIKO KbM pU(AMITUIIMH U U30HHA3HI, 3a
Jla Ce MPEeIOTBpaTH Pa3BUTUETO HA PE3UCTEHTHOCT KbM OeIaxuauH (BXK. Touka 4.2).

VaeipkaBane Ha QT-untepsana

SIRTURO moxe na yasmxu QT-untepsana. [Ipenn nHauanoro Ha nedennero cb¢ SIRTURO u none
BEAHBX MECEUHO CJIe]l 3all0UBaHe Ha JICYEHUETO TPsIOBa J1a ce HAIllPaBU eJIEKTPOKapArorpama 3a
npocnensBane Ha QTc-nnTepBana. CepyMHNATE HUBA HA KaJWid, KA U MarHe3ui TpsOBa 11a ce
M3CIIeIBAT B HAYAJIOTO U Jla € KOPUTHPAT, aKO ca a0HOPMHU. AKO C€ YCTaHOBH yabipkaBaHe Ha QT-
MHTEpBaja, TpsOBa Ja ce U3BBPIIBA MTOCIIEBAILO [IPOCIEAIBaHE HA ETEKTPOIUTUTE (BXK. TOUKH 4.5
u 4.8).



3anouBane Ha nedeHne cb¢c SIRTURO He ce mpemopbuBa MpH HNAIMEHTH ChC CICIHATE ChCTOSHHUS,
OCBCH aKo He OBJIe TPEICHEHO, Ue TMOI3UTE OT OSTaXINH MPEBUIIIABAT TOTCHIUATHUTE PUCKOBE:

o Chp/ICYHA HEJIOCTATHYHOCT

. QT-unaTepBan, kopurupat mo merona Ha Fridericia (QTcF), >450 ms (OTBBpACHO C MIOBTOPHA
EJIICKTPOKapIUOTpamMa)

JUYHA WK aMUIIHA aHaAMHE3a 3a BpoJieH yabmkeH QT-unrepnan

aHaMHe3a 3a ChIIECTBYBAIIl XUIIOTHPEOUTUZBM

aHaMHe3a 3a ChILECTBYBalla OpagHapuTMUs

aHamHe3a 3a torsade de pointes

XUTOKAJTUEMUSL.

Korato 6egaxunus ce npuiara eJHOBPEMEHHO C APYTH JIEKAPCTBEHH MPOAYKTH, KOUTO yIbIKAaBaT
QTc-unTepBana (BKIIOYUTETHO KI0(a3uMuH, AeTaMaHu] WU (IyOpOXHMHOIOHH), CE 0UYaKBa
aZuTHUBEH edeKT BbpXY yabihkaBaHeTo Ha QT-uHTepBana (Bxk. Touka 4.5). Moxe na ce oomucan
nedenne cbe SIRTURO cnex Gmaronpusitia onenka nonza/puck u ¢ EKI” MoruTOpUHT.

Jleaenueto cbc SIRTURO TpsibBa na 6b1e MpeycTaHOBEHO, aKO MAIIMEHTHT Pa3BUeE:
o KIIMHUYHO 3HaYMMa KaMCpHa apuTMu,
. QTcF-unreppan >500 ms (MOTBBPACHO C MOBTOPHA EICKTPOKapIUOrpama).

AKO HaCTBITU CHHKOII, TPsIOBa J1a ce HalpaBH eJIEKTPOKapANOTpaMa, 3a Jia C€ YCTaHOBU BCSIKO
yabinkaBane Ha QT-unrepBana.

YepuoapobHa 6€30I1aCHOCT

B knmuHMYHM Ipoy4BaHUs [IPU BB3PACTHU U ITEAUATPUYHH MALUEHTH, IPOBEACHH IO BpeMe Ha
npunoxxenuero Ha SIRTURO ¢ ocHOBHaTa TepaneBTHYHA cXeMa, ca HaOJII0aBaHu MOBUILEHN
CTOHHOCTH Ha TpaHCaAMHUHA3UTE, MPUIPYKEHH OT 0011 OMIMpYOHH >2 MHTH HAJl TOPHATA MPaHMIA Ha
HopMaTa (Bx. Touka 4.8). [larrentuTe TpsOBa J1a ce POCIIeAsIBaT B TCUYCHUE Ha JICUSOHMsI KYPC, Thit
KaTO MOBUIICHUITA HA YEPHOAPOOHNUTE EH3UMH Ce MOSIBSIBAT OaBHO U MOCTENICHHO HApacTBar npe3 24-
te cenmuli. [IpocnensBaiite cumnromute u iaboparopuute uscineasanus (ACAT, AJIAT, ankanna
docharaza u OuTMpPyOrH) HAa U3XOHO HUBO, ©KEMECEUHO 110 BpeMe Ha JICUCHUETO U MPH
HeoOxoauMocT. Ako croitHocTTa Ha ACAT mim AJIAT Hagsumm ropHara rpaHuiia Ha HopMara S-
KpaTHO, TepareBTHYHATa cxeMa TpsaoBa Ja ce npepasriena u npueMbT Ha SIRTURO n/unu ocHOBHUST
XeMaTOTOKCUYCH JIEKAPCTBEH MPOAYKT TPsiOBa Jia ObJie MPeyCTaHOBEH.

ITo Bpeme Ha neuenuero cbc SIRTURO Tpsi6Ba aa ce n3bsrea ynorpebdara Ha APYTH XENATOTOKCUYHU
JIEKapCTBEHU NMPOJYKTH U AJIKOXOJI, 0COOCHO MPY MALMEHTH C HaMaJIeH YepHOIPOOEH pe3epsB.

IleqpnaTpyyHy MallUEHTH

[pwu ronomw ¢ terno Mexay 30 u 40 kg ce oyakBa cpegHaTa eKCIO3HIuUs J1a ObJie MO-BUCOKA B
CpaBHEHHE C Bb3PACTHH MaMeHTH (BX. Touka 5.2). ToBa Moxe /1a Ob7€ CBBP3aHO C MTOBUIIIEH PUCK OT
yabmkasane Ha QT win XenaToTOKCHYHOCT.

B3aI/IMOIIeI>'ICTBI/I$[ C APYI'H JICKAPCTBCHHU IPOAYKTH

Huoyxkmopu na CYP3A44

benaxunun ce merabonusupa or CYP3A4. Ennospemennoro npunoxkenue Ha SIRTURO ¢ ymepenu
nn MottHu HHAYKTOpH Ha CYP3 A4 nmonmkaBa 1ra3MeHUTE KOHIIEHTPAIINA Ha OCMaxMINH U MOXKE J1a
Hamaiu tepaneBTuuHus edext Ha SIRTURO. 3aToBa TpsiOBa na ce n30srea eTHOBPEMEHHOTO
npunoxkenue Ha SIRTURO u cucteMHO U3M013BaHN YMEPEHH WIIM MOIHU HHAYKTOpH Ha CYP3A4
Kato edaBupeHIl ¥ pudaMuIHu (T.e. pudaMIuiuH, pudaneHTHH 1 pudadyTuH) (BXK. Touka 4.5).



JIaKTO3Ha HEMOHOCUMOCT 1 JaKTa3Ha HEAOCTAThYHOCT

SIRTURO 100 mg mabremku

SIRTURO 100 mg TabneTku chabpiKa JIakTo3a MOHOXUApAT. [laliueHTH ¢ peJKu HacIeICTBEHU
HapYIICHUS KaTO TraJlakTO3Ha HEITOHOCUMOCT, ITBJICH JIAKTa3eH Je(UIUT WK TIIFOKO30-TaTaKTO3Ha
Maabcopbums He TpsoBa qa mpuematr SIRTURO 100 mg Tabnetkw.

4.5 B3auMmoaeiicTBHE ¢ IPYTd JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE
EnumunnpaneTo Ha OeJaxiIiH He € HaIrbJIHO XapakTepusupano in vivo. CYP3A4 e ocuosausar CYP
W30€H3UM, Y4acTBall in vitro B MeTaboIM3Ma Ha OelaXuivH 1 00pa3yBaHeTo Ha MeTaboInTa
N-mononesmermn (M2). Exckpernusita Ha OeJaxviIiH ¢ yprHATa € He3HauuTenHa. benaxumua u M2 He

ca Cy6CTpaTI/I NI I/IHXI/I6I/ITOpI/I Ha P-I‘J'H/IKOHpOTGI/IHa.

Nunykropu na CYP3A4

B npoyuBaHe 3a B3auMO/ICHCTBUATA HA SAMHUYHA 1032 OeTaXWIMH U pU(aMIHLIUH BEHBXK JTHEBHO
(MoteH HHAYKTOP) TpH 37paBu Bh3pacTHH, ekcrozunuaTa (AUC) Ha OeaxWIIiH ce € TIOHKHIIA C
52% [90% CI (-57; -46)]. Tpii kKaTo € BH3MOKHO TEPAIEBTUYHUAT eeKT Ha OeTaxiInH 1a Hamalee
NopaJy MOHWKaBaHEe Ha CHCTEMHATa EKCIIO3HIIUS, TPIOBa Ja ce n30srBa eTHOBPEMEHHOTO
NPUIOKEHUE Ha OeaXMIMH U CUCTEMHO M3MOJI3BaHN YMEpEHH WM MOIIHU nHaykTopu Ha CYP3A4
(mamp. edaBupeHtl, eTpaBUpHH, pUPAMHULIIAHY, BKIFOUUTEIHO pUGaMIUINH, pudaneHTHH 1
pudadbyTHH, kKapdaMasenuH, PECHUTONH, )XbIT KAaHTAPHOH [ Hypericum perforatumy)).

B npoyusanero daza Il exHoBpemMeHHOTO NpritokeHne Ha cnadus uaaykrop Ha CYP3 A4 HeBupanux
u SIRTURO, kato gacT oT KOMOMHHpaHa Tepanwus B MpoAbbkeHne Ha 10 40 ceIMUIN Tpu TallneHTH
¢ xoundekiusa ¢ XMB, Bomu 10 Jieko moHMWKaBaHe Ha cpenHaTa ekcro3uius (AUC) Ha OegaxuivH B
cpaBHEHHUE ¢ nmoarpynara 6e3 kouHpekus ¢ XMB. Tazu pa3nuka B eKCIo3uIysaTa 00aue He €
CBBbp3aHa C IOHIKaBaHEe Ha TepaneBTUYHUS epekT. 3aToBa pH €AHOBPEMEHHO MPUIIOKEHHE Ha
SIRTURO csc cnabu uaaykropu Ha CYP3A4 He ce Hanara Kopurapase Ha J1o3ara.

Nuxuburopu Ha CYP3A4

EnnoBpemennoro npunoxenue Ha SIRTURO u nnxuburopu Ha CYP3 A4 HAMa KIMHUYHO 3HAYUM
edeKT BppXy eKcro3uiusaTa Ha oegaxuint. 3aTtoa e 1mo3BojieHo SIRTURO u nnxuburopu Ha
CYP3A4 na ce mpunaraT eTHOBPEMEHHO U HE CE€ Hajara KOpurupaHe Ha J03aTa.

KpatkocpouHOTO e1HOBpEeMEHHO NPUIIOKEHHE Ha OeJaXMIIMH M KETOKOHA30JI (MOIIIEH HHXUOUTOp Ha
CYP3A4) npu 3apaBu Bb3pacTHH noBuiiasa cpeanata excrozunus (AUC) Ha 6egakunus ¢ 22% [90%
CI (12; 32)]. [Ipu 31paBu Bb3pacTHH €THOBPEMEHHOTO MPUIIOKEHHE HA APYT MOIIEH HHXUOUTOP Ha
CYP3A4 — kIapuTpOMHUIIMH, ¢ SAMHUYHA /1032 OCAaXUIIMH B MPOIbIDKEHUE HA 10 IHU TOBHUIIaBa
cpennata ekcriozuius (AUC) Ha 6egaxunms ¢ 14% [90% CI (9; 19)]. Ilo-scHo u3paseH edekT BbpXy
OelaxuiIMH MOJXKe J1a ce HaOJtoJaBa o BpeMe Ha IPOIbJDKUTENTHO €IHOBPEMEHHO NPUIIOKEHHE Ha
naxuoutopu Ha CYP3A4.

B npoyusaneto ¢asza Il xearocpounoro ceBMectHO npunoxenue Ha SIRTURO, kato gact ot
KOMOWHMpaHa Teparnus 1 JONUHABUP/PUTOHABHD MPH NaneHTH ¢ KouHpeknus ¢ X1B, Boau 10 neko
MTOBUIIIABAaHE Ha CpeIHATA eKCITO3UIINS Ha OeMaxuiInH Ha ceaMuIia 24 B CpaBHEHUE C TOATpynaTa 0e3
xkonH(pekuus ¢ XMB. He ce Hanara kopurupase Ha fo3aTta.

B otkputoTo m3nurBane daza [Ib gpiarocpodHOTO €AHOBPEMEHHO MPUIIOKEHUE HA KIT0(Qa3uMUH 1
SIRTURO, karo gacT OT KOMOMHUpaHa Tepanus 3a IepHoA A0 24 ceMUIH, HE OKa3Ba BIHSIHUE BHPXY
EKCIO3ULUATA Ha OeJaXWIINH.



JIpyru IpOTUBOTYOEPKYIO3HH JIEKAPCTBEHH IIPOIYKTH

Kpartkocpounoto ennoBpemenHo npunoxkenne Ha SIRTUROwu u3oHMa3uy/nupasnHaMu Ipu 3ApaBy
BB3PACTHU HE TIPEIN3BUKBA KIIMHHYHO 3HAYMMH IIpoMeHH B ekcriosunmsaTa (AUC) Ha OegaxuinH,
M30HUA3U WK TupasuHaMu. He ce Hajara kopurupane Ha jJ03aTa Ha W30HUA3HU/I WA TUPa3HHAMU]]
10 BpeMe Ha eAHOBpeMEHHOTO UM mpuitoxkeHue cs¢ SIRTURO.

B mnane6o-koHTpoNIMpaHo KIMHAYHO IPOyYBaHe, MPOBEACHO NpH Bh3pacTHU ¢ TB, He ce HabmogaBa
3HAYUTEITHO MOBIIMsABaHE Ha (DapMaKOKMHETHUKATA Ha eTaMOyTOJ, KAHAMUIUH, TUPa3HHAMU]I,

o(JIOKCAlIUH WX LIUKIIOCEPUH MPH eAHOBPEeMEHHOTO UM npuiioxkenne cs¢ SIRTURO.

JIekapcTBeHU NPOAYKTH, VIbIDKaBAIIU QT-I/IHTCDBaﬂa

B mposeneno otkputo ®aza IIb n3nurBane npu Bp3pacTHU ce€ HAOIIOaBaT aJUTHBHA yBEIINICHHS Ha
QTcF npu 17 Bb3pacTHU MALIMEHTH, IPU KOUTO HA CeAMHULIA 24 €THOBPEMEHHO € IPUIIOKEH
kiodaszumuH (cpeaHa npomsiHa ot pedepertaus QTcF 31,9 ms B cpaBHenue ¢ 12,3 ms npu NaiMeHTH,
MIPH KOUTO HE € MPHIIOKEH eTHOBPEMEHHO KI0(ha3uMuH ).

B npoyuBaneto ®a3a III ce HabmoaaBa anutrBHO yBenuueHue Ha QTcF mpu komOuHMpaHe Ha
kiodazumuH u eBoduiokcaiul ¢b¢ SIRTURO (Bxk. Touku 4.4 u 4.8).

B IIpOy4BaHC 3a B3aHMOHCﬁCTBHﬂTa Ha 6CII3XI/IJ'II/IH 1 KETOKOHA30JI ITPpU 3IpaBU BB3PAaCTHU IO-T'OJISIM
edekt Bbpxy QTcF ce HabmoaBa ciiel MHOTOKPATHO MIpHUJIaraHe Ha OeIaxWiIMH U KETOKOHA30J1 B
KOMOWHAIINS, OTKOJKOTO CIIeJI MHOTOKPATHO TPUJIaraHe caMo Ha eJMHUS WM CaMO Ha IPYTus
JIEKapCTBEH MPOAYKT (BXK. TOUkH 4.4 u 4.8).

IlegpnaTpuyHa monyJiarus

IIpoyuBaHus 3a B3aUMOJEUCTBUSTA €A IPOBEXKIAHHU CaMO IPU Bb3PACTHHU.

4.6 @eprTuanrTeT, )peMEHHOCT U KbpMeHe

BpemenHoct

Nma orpanndenu gannu 3a ynorpedata Ha SIRTURO npu 6pemennn xenu. [IpoyuBanusra npu
JKUBOTHH HE MTOKa3BaT MPEKH WM HENPEKH BpeHU e(DEeKTH, CBBP3aHU C PEMPOTyKTHBHA TOKCHYHOCT
(Bk. Touka 5.3).

Kato npeanasna mspka, TpsoBa fa ce n3osraa ynorpebara Ha SIRTURO no Bpeme Ha OpeMeHHOCT,
OCBEH aKo I110J13aTa OT TepalusTa He HaJIXBbpPJIs PUCKOBETE.

Kopmene

benaxunmun ce ekckpeTHpa B KbpMaTa. B nmureparypara ca nmyOJIMKyBaHU OrpaHHYCH Opol ChOOIIEHUSI
3a M0-BUCOKM KOHIEHTPALMK Ha OeaxWiIiH B KbpMaTa, OTKOJIKOTO B IJIa3Mara Ha Maiikara. [Ipu exHo
KbpMaue eIMHINYHA TPOM3BOJIHA TJIa3MEHa KOHLIEHTpaLus Ha OeJaxwiinH e Onna nogobHa Ha
TUTa3MeHaTa KOHIISHTpaIus Py Maiikara; Maikara e UMajia BUCOKa KOHIIEHTpaIus Ha OeJJaXUJInH B
KbpMaTa ChC ChOTHOIIIEHHE KbpMa/miazma 14:1. ToBa € B ChOTBETCTBUE C JAHHHUTE OT MPOYYBAHUS
NP JKUBOTHH (BX. Touka 5.3). Hanuunara nadopmanus mokassa, ye CUCTEMHATa eKCIIO3UIHS IPU
KbpMadeTa MOKe JIa JIOCTUTHE HUBA, MOJJOOHH Ha Te3H, HAaOIr0IaBaHH NIPU KbPMAaUKH, JIEKYBaHH C
OenmaxwimH. KNTMHUYHATE MOCIEeIUIH OT Ta3H €KCIIO3UIHS He ca U3BeCTHH. JKeHuTe, JIEKyBaHHU C
OenaxuiuH, He TPsIOBa J1a KbPMSIT.



DepTunurer

Jlunicear nanHM 3a edekra Ha OCAAXMINH BbPXY (epTUIIHTETa PHU Xopa. [Ipu KEHCKHU TUIBXOBE
TPETHPAHETO ¢ OeNaxwinH HIMa e()eKT BbPXY YH(PTOCBAHETO WU (PEPTUIIUTETA, HO TPH MBKKHUTE C&
HaOIrogaBaT HAKOM eeKTH (BXK. TOUKa 5.3).

4.7 EdexTn BpXy crniocod0HOCTTA 32 oupaHe u padoTa ¢ MAIINHA

Benmaxunma MoXe 1a MOBIMIE B MaJIKa CTETICH CITOCOOHOCTTA 3a modupaHe u padoTta ¢ MammHA. [Ipn
HSIKOM MalMeHTH, MpreMalny OeJaxuiiiH ce ChoOIaBa 3aMasiHOCT U TpsIOBa 1a ce UMa MpeABH IPH
OIICHSIBAHE Ha CIIOCOOHOCTTA Ha MAIMEHTa J1a o upa Win Aa padoTu ¢ MaluHu (BXK. Touka 4.8).

4.8 Hexenanu JeKapcTBEeHH peaKIHU

O060061eHMEe Ha poduia Ha OE€30IIaCHOCT

Hexenanure peakiyu kbM SIRTURO ca uaentudunupanu ot qanau Ha @aza [Ib knmuHuYHMA
MpOoy4YBaHus (KOHTpONHpaHu U HekoHTponupanu, C208 u C209) npu 335 BB3pacTHU NAIMEHTH,
nexkyBanu cb¢ SIRTURO B npoabmxenue Ha 8 ceamunu unu 24 ceamui. He ca yctaHOBeHH HOBU
He)KeJIaHU peaKkIii B aKTUBHO KOHTpoiupaHoTo npoyuBane Pasza Il ¢ yuactuero Ha 354 manuenry,
nexyBanu ¢b¢ SIRTURO B npoabmxenue Ha 40 cenvuniy win 28 cenMuiiy. B Te3u npoyduBanus
narerTute npuemMatr SIRTURO B koMOWHAIMS ¢ ApyTH aHTUMHUKOOAKTEpUAITHU CPEICTBA.

Hati-uecture Hexxenanu peakiuu (>10,0% oT manueHTHTE), CHOOIICHU 10 BPEME Ha JICYCHUETO ChC
SIRTURO B otkputo Paza III mpoyusane ca ynbinkasane Ha QT-unrtepsana (61% B rpynara Ha
SIRTURO copsimo 56% B koHTposHaTa rpyna), raaese (54% cupsmo 63%), nospseiiane (54%
cpsiMo 62%), aptpairust (45% cnpsimo 33%), NOBHIIICHH CTOMHOCTH Ha TpaHcamuHasute (30%
cpsimMo 29%), 3amasiHocT (18% crpsimo 21%) u rimaBo6onue (17% crnpsimo 18%). Hanpaeete cnipaBka
C KpaTKaTa XapaKTepUCTHKA Ha JICKApPCTBEHUTE MPOAYKTH, U3noi3BaHu B komOuHaus cbc SIRTURO
3a CbOTBETHUTE M HEXKEIIAaHH PEaKIINH.

TabauyeH CIUCHK HA HEXKEITAHUTE JICKAPCTBCHU PCAKIIMH

Hexenanu peaknnu kM SIRTURO, kouTo ca Ha 6a3ara Ha CbOOIIEHU TaHHH OT OIICHKATa 32
6e3onacHoct BB Paza Il u daza Il u3nurBanus npu Be3pacTHU NauueHTH, JiekyBanu cs¢ SIRTURO,
ca MpeJCTaBeH! B Ta0nuLaTa mo-101y.

Hexenanure peaknnu ca n3dpoenu mo cucremo-opranet kinac (COK) u gecrota. UectoTHUTE
KaTeropud ca neuHUpaHu KakTo cienBa: MHOro dectd (>1/10), uectu (>1/100 o <1/10) u HeyecTn
(>1/1000 no <1/100).

Cucremo-opraneH Kiac Kareropus yecrora® HP

(COK)

Hapyuienusi Ha HepBHATa MHoro dJectn I'maBoGosne, 3aMastHOCT

cucTeMa

CToMalIHO-YpeBHU MHoro uectu l'agene, noBpblIaHe

HApPYIIEHUA Uectn Hmapus

XenaToOuaIHAPHU Mmuoro yectu IToBumieHu CTOMHOCTH Ha

HApYLIEeHUs TpaHcaMUHa3HTE *®

Hapymennss Ha MyCKYJIHO- MHoro yectu Aptpanrus

CKeJIeTHATA CHCTEeMA U YecTtun Muanrus

CheIMHUTEJTHATA ThKaH

N3caenBanus Mpmuoro yectu Yaemwken QT-untepBan” Ha
€JIeKTpoKapauorpama




UYecrora, nonyuena ot Paza III npoyusane STREAM, Eran 2, 40-ceaMu4HO, U3LSUI0 IEPOPATHO JICUCHUE ChC
SIRTURO, neBoduiokcanuH, kioGasuMuH, eTaMOyTOJ ¥ MHPa3HHAMHUI, JOIIBIIHEHO C BUCOKHU JI03U U30HUA3U U
MIPOTHOHAMHU/I IIpe3 MbpBHUTE 16 ceqMuIy (MHTCH3UBHA (aza).

TepMUHBT ,,IOBUILIEHU CTOHHOCTU HA TpaHCAMUHA3UTe” BKIIIOYBA NoBuUllleHa cToiiHOCT Ha ACAT, nosumieHa
croifHoCT Ha AJIAT, moBHIIeHa CTORHOCT HA YEPHOPOOHNUTE €H3UMH, abHOPMHA YepHOAPOOHA (QyHKIHNS,
XHIIepTpaHCaMHUHA3eMUs U OBUIIEHH CTOMHOCTH Ha TpaHCAaMUHA3UTE (BIDKTE TOUKATa IO-/I0IIY).

INoBumenuTe cToifHOCTH Ha TpaHCaMMHa3UTe B KoHTponupaHoTo Pasa IIb npoyusane ca yectn (6,9% B rpymnara Ha
SIRTURO u 1% B xoHTpoOJIHATa TPpyHa Ha IIIare6o).

VY npmkaBanero Ha QT-unTepBana B mpoyuBaneTto Paza IIb e uecto (2,9% B rpymara Ha SIRTURO u 3,8% B
KOHTpOJIHATa rpyma Ha mane6o).

Onucanue Ha I/I36DaHI/I HCXKCIaHH JICKAPCTBCHH PCAKITNNA

Yovnocasane na QT-unmepsana

B knmuanynnte n3nutBanus Ha SIRTURO npu Be3pactau nanuentu ¢ TB o01mio ce HabmogaBa jJeko
(<10 ms) moummasane Ha QTcF mo Bpeme Ha JeUeHHETO, KOETO Ce ABKM Ha M2 — OCHOBHUSIT
MeTabonut Ha OemaxminH. B koMOuHanms ¢ Apyru nekapcTBa, yabikasamu QT-unaTepBana (Hamp.
KII0(a3uMuH, AeTaMaHuI WK (IyOpPOXHWHOJIOHN) ce HabIf0JaBa He TTOBeYe OT aIUTUBHO yIbIDKaBaHE
Ha QTc-uaTepBana (Bxk. Touka 4.5).

B nposenenoro konTponmpano Pasza IIb mpoyusane (C208) ca HabmoqaBaHY CPETHU YBEIHMUSHUS
cripsiMo u3xoauute croiHoct Ha QTCF cien mbpBOTO M3CIeABaHE B paMKUTE Ha JeueHuneTo (9,9 ms
Ha Cenmuna 1 3a SIRTURO u 3,5 ms 3a mutane6o). Haii-ronsimoTo cpento yBenudyenue (Ha

Cenmura 18) Ha QTcF npe3 24-te ceqmunn Ha nedenue cbe SIRTURO e 15,7 ms B cpaBHeHHe ¢

6,2 ms B rpymnara Ha miane6o. Cien kpas Ha neuennero cb¢ SIRTURO QTcF nocrenenHo ce ckbesiBa
U cpellHaTa CTOMHOCT € CXO/IHA C Ta3M B rpymnaTa Ha miane6o 1o Ceamuna 60 oT mpoydBaHETO (BK.
Touka 4.4).

B otkpuroro npoyuBane ®aza IIb (C209), kpaero nanueHTr 6€3 aJTepHATHBA 3a JICUEHHE ca
MOJTy4aBaIy JPYTH JIEKapCTBEHH MPOAYKTH, yab/kaBamy QT-uHTepBana, n3Moa3BaHu 3a JICUEHHE Ha
6enoapoOHa TB, BitounTtenHo kinopazumuH, erHoBpeMenHara ynorpeda Ha SIRTURO e nosena no
JOMBIHUTENHO yabibkaBaHe Ha QT-unrepBana. Cpen nanuentute, npuemaniu SIRTURO 6e3 npyr
JIEKapCTBEH MPOIYKT, yabipkaBamn] QT-uHTepBana, HiMa TakuBa ¢ yabpkaBane Ha QTcF-untepBan
Haja 480 ms, a Ipy MALMEHTH, KOUTO IIPUEMAT Hali-MaJIKO IBa JPYTH JIEKAPCTBEHH MTPOIYKTA,
yabipkaBauy QT-uHTepBana, uMa euH ¢ yabpkaBane Ha QTcF-untepsana Hag 500 ms.

B xonTponupanoto ®a3a IIl mpoyuBaHe, B KOETO KakToO rpymnara Ha 40-ceIMUYHO JICYEHUE ChC
SIRTURO, Taka 1 akTUBHATa KOHTPOJIa [10Jy4yaBat KinodpasuMHuH 1 (IIyOpPOXHHOJIOH, CpeaHaTa
croitHocT Ha QTCF mocTeneHHo ce MOBHINIaBa CIIPSIMO U3XOHOTO HUBO mpe3 mbpBute 10 10

14 cenMuIy, KOTaTo JIOCTUTA IJIaTO U Ce HAOJI0/1aBa aJIuTUBHO yabbkaBane Ha QT-unreppana. Haii-
roJIIMOTO cpefHo yabnkaBaHe Ha QTcF cnpsaMo uzxonHoTo HUBO € 34,5 ms 3a rpynaTa Ha JIeUeHHeE,
chabspkaiio SIRTURO, u 29,9 ms 3a kouTponHara rpymna Ha jgedenue 6e3 SIRTURO. B xona Ha
JIe9eHneTo cpeqHoTo yabmkaBane Ha QTcF e ¢ <10 ms mo-rossiMo B rpymnara Ha JIeUeHue,
ceappkamo SIRTURO, B cpaBHeHune ¢ koHTponata. Cieq NPUKIIOYBaHE HA JIEYEHUETO ce HaltogaBa
crabuneH crajg Ha cpeanara ctoiHocT Ha QTcF. CroiiHoctn Ha QTcF >500 ms ce HabmogaBaT npu
5,2% OT manueHTHTe B Tpynara Ha gedenue, cpabpkamio SIRTURO, B cpaBaenune cbe 7,4% B
KOHTposHaTa rpyna Ha jedenue 6e3 SIRTURO (Bx. Touku 4.4 u 4.5).

Toguwenu cmotiHocmu Ha MPAHCAMUHAZUME

B npoyusane C208 (Etan 1 u 2) moBumaBaHe Ha CTOWHOCTUTE HAa TPAaHCAMHUHA3UTE MUHUMYM 3 IIBTH
HaJl TOpHaTa TpaHuIa Ha HopMaTa ce HabJroaBa no-4ecto B rpynara Ha jgedenue cs¢ SIRTURO
(11/101 [10,9%] cnpsimo 6/104 [5,8%]) B rpynata Ha rtane6o. B rpynara Ha SIRTURO noseuero ot
TE3H YBEIWUYCHHS ca BH3HUKHAIN B X0/1a Ha 24-Te CeIMUITN Ha JIeueHue U ca oopatumu. [1o Bpeme Ha
¢azata Ha jJeueHue B u3nuTBaHeTo B Etan 2 Ha npoyuBane C208, ca qoknasBaHU MOBUIIEHU
TpancamuHaszu npu 7/78 (9,0%) ot nauuenture B rpynata Ha nedeHne cb¢ SIRTURO, B cpaBHeHHME C
1/80 (1,3%) B rpynara Ha miame0o.

10



B mpoyuBanero STREAM ETtan 2 noBuiieHu TpancamuHasu ca otdeTenu npu 63/211 (29,9%)
nanuenTy B rpymara Ha 40-cemmuano nedenne cbe SIRTURO crpsimo 59/202 (29,2%) narmientr B
rpynara Ha 40-ceIM1U0 JICUeHUE ¢ aKTUBHA KOHTPOJIA.

Ilennarpuyna momyJianus

Onenkara Ha 6€30acHOCTTa Ha OeJaXWIIMH ce OCHOBaBa Ha aHanu3ute Ha Ceamuna 120 npu
MAIMEeHTH Ha BB3PacT OT 12 rOAuHH 10 MO-MaJKo OT 18 TOAMHM U OT 5 TOAMHHM A0 MO-MaJIKO OT

12 ronuHA, KakTo ¥ aHam3a Ha Ceamuna 24 npu ManydeHTH Ha BB3pacT OT 2 TOIWHHU J0 TTO-MaJIKO OT
5 roguHM OT 45 neAUaTpUYHY NMAlMEHTH Ha Bb3PACT MO-TOJIIMA WIIM paBHA HAa 2 TOAMHU C TOTBBpIECHA
wu BepositHa Oenoapoona TB, npuunneHa ot M. tuberculosis, KOWTO € pe3UCTEHTCH HAl-MaIKO KbM
pudaMIUINH, B TEKYIIO, OTKPUTO, MYITHKOXOPTHO KIIMHUYHO M3MHUTBAaHE C €IHO pamo (BXK.

Touka 5.1).

Kato msi1o, HsIMa TaHHY 32 HAKAKBU Pa3JIMKH B Ipo¢IiIa Ha 6€30IacHOCT IPH I0HOIIHN Ha BB3PacT OT
14 no nox 18 romquam (N=15) B cpaBHeHue ¢ HaOIrOaBaHUs IpH Bh3pacTHUTE. He ce crobmiaBar
CMBPTHHU CITy4Yad M0 BpeMe Ha MPOYUBAHETO.

[Ipu meawaTpuyHu MaeHTH Ha BB3pacT ot 5 1o mox 11 roguau (N=15) Hail-uyecTuTe HEKENaHN
peakIuy ca CBbP3aHU C MOBUIICHUE Ha YepHOApoOHUTEe eH3umu (5/15, 33%), choOIIeH! KaTo
nopuienue Ha ALT/AST u xenaToToOKCHYHOCT. XeMaTOTOKCUYHOCTTA BOJIU J0 NIPEyCTaHOBSIBAHE Ha
SIRTURO mpu tpuma manuenTn. [lopumenneTo Ha 4epHOIPOOHUTE EH3UMU € 00paTHMO CIe
npeycraHoBsiBaHe Ha SIRTURO u ocHoBHara cxema Ha jeuenne. He ce cbo01aBaT cMbpTHH CITydan
10 BpeMe Ha IIPOYYBAHETO.

[Ipu meauaTpyHM MAMEHTH HA BB3PAcT OT 2 10 MO-MaKo OT 5 ronuau (N=15) Haii-yecTaTta
HEXeNnaHa peakuus e nmoppbiane npu 3/15 (20%) nauuentu. Y apmkaBane Ha QT uHTepBana u
apTpairus ce cho0IIaBaT MpH MO eIWH MAIMEHT 32 BCsAKa OT Te3u peakuuu. [lpu te3u 15 neanatpudnm
NalMEHTH He ce ChoOIaBaT CMBPTHHU cliydad 1o BpeMme Ha jieueHneTo cbe SIRTURO (ananus Ha
Cenmuria 24).

Crpo011aBaHe Ha HOAO3UPAHU HEXKEJIAHN PEAKIIU

CpoOm1aBaHeTo Ha MOI03UPAHH HEXKEJIaH! PEaKIUK CIIe]] pa3pelaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
NPOAYKT € BaykHO. ToBa 1o3BoIIsABa A2 NPOIBIDKH HAOIIOACHUETO Ha ChOTHOIICHUETO OJI3a/PHUCK 3a
JIeKapCcTBEHUS NMPOAYKT. OT MEAULIMHCKUTE CIICUATIICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
HOI03MpaHa HeXXeJIaHa PeaKIlys upe3 Hal[OHaIHA CUCTEMa 3a ChOoOIaBaHe B

W3nmpnHATENHA areHnus 10 JIeKapcTBaTa

yi. ,,JlamsH I'pyes* Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

[lo Bpeme Ha KIMHUYHUTE U3MUTBaHUS HE ce ChOOIIaBa 3a Cyyad Ha MpeJHaMEepeHO WU CITy4aiHO
octpo npeno3upane ¢ SIRTURO. B mpoyuBane, mposeaeHo cpen 44 3npaBu Bb3pacTHH, KOUTO ca
npuenu equangHa 103a SIRTURO ot 800 mg, HexenaHuTe JeKapCTBEHN PEaKInU ca ChIIOCTaBUMHU C
Te3u, HabroaBaHy B KIMHUYHY npoyuBanus cb¢ SIRTURO B npenopbuurennara 1o3a (Bx.

Touka 4.8).

JIuncea onut B eueHneTo Ha octpo npenosupane cbe SIRTURO. B cinyuail Ha npegHamepeHo nin
CIIydaiiHO peio3upaHe TpsiOBa Aa ce mpeAnprueMaT o0 MEPKHU 32 MOATbp)KaHe HA OCHOBHHUTE
KU3HEHH (DYHKIIMH, BKIIFOUUTEIIHO ciie/ieHe Ha xu3HeHuTe nokasatenu u EKT™ (QT-unrepsan). [o-
HATaTBITHOTO JIEYeHUE TPAOBA J]a ObJie KAKTO € KIMHUYHO NIOKa3aHO WIIM KaKTO Ce MPenopbhyBa OT
HaIlMOHAJHUS TOKCUKOJIOTHYEH LICHTHP, KbAETO NMa TaKbB. T KaTo OeIaXxuiINH Ce CBbP3Ba BHB
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BHCOKa CTETIeH C TIPOTEHHUTE, MAITKO BEPOSTHO € JMAIN3aTa JIa OTCTPAHU 3HAYUTEITHO KOJIMIECTBO
OemaxuauH OT T1azMara. TpsoBa ga ce 0OMHUCIIH KITMHAIHO HAOIOACHHUE.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoguHAMUYHH CBONCTBA

®dapmMakoTepaneBTHYHA TPyIa: aHTHMUKOOAKTEpUATHN CPEICTBA 3a JieueHue Ha Tyoepkyino3a, ATC
kon: JO4AKO5

MexaHn3bM Ha IEWCTBUE

Benaxunun e nuapunxuHonuH. begaxunn naxubupa cnenupuuHo Mukobakrepuannata ATD
(aneHo3uH 5'-tpudocdar) cuaTa3za — CHIECTBEH SH3UM 3a TCHEPUPAHETO Ha CHEPTHS TIpH M.
tuberculosis. 'uxubupanero Ha AT®-cuATa3ara Boau 10 OakTepunuIHu e(peKTH KaKTo 3a JAETAIINTE
ce, Taka U 3a HeJIEJSIIUTE ¢e TYOSPKYI03HU OallMIIH.

dapmakoguHAMUYHA €(DEKTH

Benaxunun e akTHBEH cpelly KOMIUIEKCHH mamoBe Ha M. tuberculosis c MUHMMaTHA HHXHOUpAINa
kounentparyst (MIC) B quamazona <0,008 no 0,25 mg/l. 3a meTabomuta N-moHOAe3MeTIII (M2) He ce
CMATAa, Y€ MMa 3HAYUTCIICH IIPUHOC 3a KJIMHUYHATa C(I)I/IKaCHOCT peaABU I MO-HUCKATa My CpE€aHa
excriosuiys (23% 10 31%) npu xopa u mo-caadoTo My aHTUMHKOOAKTEpUATHO AeHCTBHE (3 10 6 MbTH
MO-HKUCKO) B CPABHEHHUE C U3XOJHOTO CheTUHEHUE.

BbTpekneTpbuHOTO OaKTEpUIIMIHO ASHCTBHE Ha OCaXWIINH MPH IbPBUYHU IIEPUTOHEATHH MaKkpodaru
U TIpu Makpogaromnogo0Ha KIeTh4HA JIMHHS € TI0-CUITHO U3Pa3eHO OT U3BBHKIETHYHOTO MY JICHCTBHE.
benaxunia e 6akTepHUIHIEH U Cpelly JaTeHTHHU (HeAesHn ce) TyOepKyno3Hu Oammnu. B Mmozxen ¢
MHUIIIKH Ha TyOepKyJI03Ha HH(EKIUA OeJaXUIMH € IEMOHCTPUPA OaKTEPULIUIAHO U CTEPUIU3UPAIIO0
JICUCTBHE.

Benaxmimn e 6aKTepUOCTATHYHO CPEACTBO 3@ MHOTO HE-TYOEPKYJIO3HH MUKOOAKTEpHATHN BHIOBE.
Mycobacterium xenopi, Mycobacterium novocastrense, Mycobacterium shimoidei, Mycobacterium

ﬂavescens n HC—MI/IKO6aKTepI/IaJ'IHI/IT6 BHUJOBC CC CUUTAT 3a NPUCHIIO PE3UCTCHTHU HA 66[[3,XI/IJ'II/IH.

Bpn3ka d)aDMaKOKI/IHeTI/IKa-CbaDMaKO JVUHaAMHKa

B KOHIIEHTpaMOHHMS AWANa30H, JOCTUTHAT C TEPANeBTUYHA /1032, IPY MAaLMEHTUTE He ce HaOoaaBa
B3aUMOBPB3Ka MEXy (hapMaKOKHHETHKATa 1 (hapMakoIMHAMUKATA.

MexaHu3Mu Ha PE3UCTCHTHOCT

[IpunobutnTe MEXaHU3MH Ha PE3UCTEHTHOCT, KonTo mosnusBaT MIC Ha 6eaxuiiH, BKIIOYBAT
MyTauuu B afpE rena, koiiro konupa nenesara AT® cunrasza u B Rv0678 rena, koito perynupa
excnpecusTa Ha edurykcHata nomna MmpS5-MmpL5. Taprer-6a3upannte MyTanuu, reHepUpaHy Ipu
MPEIKINHIYHN TPOyYBaHUS BOAAT OT 8 110 133 xpatHo yBennuenune Ha MIC Ha 6enaxniinH, KaTo
pesynrature Ha MIC Bapupat ot 0,25 10 4 mg/l. Ediykc-6a3upanuTe MyTaluy ca HaOJII01aBaHu B
MPEIKINHUYHY U KIMHUYHYU u30aaTh. Te BogsaT ot 2 1o 8 kpaTtHo nosuiasane Ha MIC Ha
OemaxuiuH, B pe3yartat Ha koero MIC Ha Oegaxunus Bapupa ot 0,25 1o 0,5 mg/l. [To-ronsmara yact
OT M30JIATUTE, KOUTO ca (EHOTHUITHO PE3UCTEHTHH KbM O€aXUiINH, Ca C KPBCTOCAHA PE3UCTEHTHOCT
KbM Ki1o(pazumut. M3onaTure, KOUTO ca pE3UCTEHTHU KbM KII0(a3uMHH, BCE MK MOXKE J1a ca
YYBCTBHUTEIHU KbM O€TaXUIIUH.

BmmstaueTo Ha BucokuTe n3xoaau HuBa Ha MIC Ha OenaxwinmH, HaTuIreTo Ha Rv(0678 6a3upanu
MYTalli{ Ha U3XOJIHO HUBO W/WJIU HA MOBUIIEHUTE MOCT-U3X0AHH cToiiHOCTH HA MIC Ha Oenaxunun
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BBPXY MUKPOOHOJIOTHYHHTE PE3YNITATH HE € SICHO TIOpaay HICKAaTa YeCTOTa Ha TaKMBa CIy4au B
KITMHUYHU N3MTUTBAHMS.

I'paHUYHM CTOMHOCTH 3a M3MNUTBAHE 34 YYBCTBUTECIHOCT

ToeakyBatennute kputepnuun 3a MIC (MuHIMAaTHA HHXHOWpAIa KOHIIEHTPAIIKs ) 32 U3UTBaHE Ha
YyBCTBUTEIIHOCTTA Ca YCTAHOBEHH OT EBpoOIelCKkus KOMUTET 3a U3IMTBAHE Ha aHTHMHUKPOOHATA
yysctBuTeTHOCT (EUCAST) 3a GemaxmmH u ca M30pOCHU TYK:
https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xIsx

Obuuaiino yyecmeumenaHu 6udoee
Mycobacterium tuberculosis

Ilpunyunno peaucmenmuu Opzanu3mu
Mycobacterium xenopi

Mycobacterium novocastrense
Mycobacterium shimoidei
Mycobacterium flavescens
He-mukobakTepuaaIHy BUIOBE

Knnanuna edrkacHOCT M 0€30aCHOCT

®a3a IIb, mnanedo-KOHTPOIUPaHO, ABOHHOCIATIO, paHaoMusupano uznureane (C208) oueHsBa
aHTHOaKTEepHAITHOTO JeiicTBre, 6e3omacHocTTa 1 moHocuMocTTa Ha SIRTURO mpu
HOBOJMArHOCTUILIMPAHN BH3PACTHU MAIMEHTH C TIOJIOKUTEITHA ITOCSBKA Ha Xpadka 3a 6emonpooHa TB,
npuanHeHa ot M. tuberculosis, KOWTO € pe3UCTEHTEH HAll-MaJIKO KbM pHMaMIHUIUH U N30HUA3H],
BKJIFOUUTENTHO MAIlUEHTH C PE3UCTEHTHOCT KbM MH)KEKIIMOHHM CPE/ICTBA OT BTOpA JIMHUS WU
¢dnyopoxunosnonu. [lauuenture ca momyuaBanu SIRTURO (N = 79) unu miane6o (N = 81) B
NPOJBIDKCHUE HA 24 CEeIMUIIM U JIBETE TPYNH B KOMOWHAIMS C MTPEIIOYNTaHAa OCHOBHA CXeMa
(background regimen, BR) ¢ 5 nekapcTBa, cheTOAIIA CE€ OT ETHOHAMUJI, KAHAMHIIMH, TUPA3HHAMUI,
odnokcanus u nukiaocepun/repu3ngod. SIRTURO e npunaran karo 400 mg BeIHBK THEBHO Npe3
nepBuUTe 2 ceamuii U kato 200 mg 3 mbTU ceAMUYHO Ipe3 cieasamuTe 22 cenmuuu. Cnen 24-
CEIMUYHUS TIEPHOJT Ha U3MUTBaHE OCHOBHATA CXEMa € MPOABIDKHIIIA JI0 3aBbPIIBAHETO Ha 0010 18 10
24 mecemna neuenue. [locnennara oreHka e rposeneHa Ha cenmuiia 120. OcHoBHUTE nemMorpadcku
nanuu Ha ITT nonynanusita ca, kakto cineasa: 63,1% ca Mbxke, MeAaHa Ha Bb3pactTa 34 roauHH,
35% ca ot HerpouaHara paca, a 15% ca nosutusau 3a XVB. Kapuraius B enunus 0s1 1pod ce
HabronaBa npu 58% OT MalMeHTTe, U B 1Bata 6enu aqpoda npu 16%. [Ipu nanmentn B mITT
NOITyJIAIMATA C ITbJIHA XapaKTEPUCTHKA Ha PE3UCTEHTEH cTaTyc, 76% (85/112) ca undektupanu ¢ mam
Ha M. tuberculosis, pe3ucTeHTeH KbM puaMIuiiuH u n3oHua3um, u 24% (27/112) — ¢ mam Ha M.
tuberculosis, pe3UCTEHTEH CHI0 U KbM MHKEKLIIMOHHU CPEJICTBA OT BTOPA JIMHUS WIH
(I1yOpOXHHOJIOHHU.

Kputepusar 3a mppBUYEH U3X0]l € BPEMETO JI0 KOHBEPCHSI Ha MOCSIBKATa Ha Xpadka (T.e. UHTePBAIbT
Mmexny mepsus npuem Ha SIRTURO u nbpBata oT ABE MOCIEN0BATENHNA OTPUIATEIHN TOCEBKH OT
Xpavka B MHIMKATOPHU EMPYBETKH 3a PacTe Ha MUKoOakTepuu (mycobacteria growth indicator tube,
MGIT), B3etn npe3 MuHIMYM 25 nHN) 1o BpeMme Ha JedeHneTo cb¢ SIRTURO mnu mmane6o
(MennaHaTa Ha BpeMeTo /10 KOHBepcHs Ha nocsiBkarta e 83 quu 3a rpynara Ha SIRTURO, 125 nxu 3a
rpynara Ha mianebo (koedumuent Ha puck, 95% CI: 2,44 [1,57; 3,80]), p < 0,0001).

B rpynara Ha SIRTURO He ce HaOmronaBaT HUIKaKBH WIIM CaMO MAJIKH Pa3jIfKH BbB BPEMETO JI0
KOHBEPCHS Ha ITOCSBKATA U B IPOLICHTUTE HA KOHBEPCHS HA MOCSIBKATa MEKAY MallEHTUTE C I[aM Ha
M. tuberculosis, pe3ucTeHTeH KbM pU(aMIMLIMH U U30HUA3H, U TE3H ¢ 1aM Ha M. tuberculosis,
PE3UCTEHTEH CHIIO U KbM WHKEKIIMOHHH CPEJICTBA OT BTOPA JIMHHUS WIN (IIyOPOXUHOJIOHH.

IIpouenTsT Ha otroBopwin Ha Ceamuna 24 u Cenmuna 120 (T.e. mpuOIM3UTETHO 6 Mecena e/
CIIMpaHe Ha Is1aTa Teparus) ca npeacTaBeHu B Tabimma 3.
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Tabauna 3: CraTtyc Ha KoHBepcusi Ha mocsiBkaTa B C208

Cratyc Ha KOHBEpCHS Ha mlITT nonynanus
nocsiBkata, n (%) N SIRTURO/BR N [Tnae60/BR
OO1110 MaIMeHTH ¢ OTTrOBOP Ha 66 52 (78,8%) 66 38 (57,6%)
Cenmmua 24

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

tuberculosis, pe3UCTEHTECH KbM
pUDAMITHIMH ¥ H30HHUA3U

[TanmenTn ¢ mam Ha M. 15 11 (73,3%) 12 4 (33,3%)
tuberculosis, pe3UCTEHTEH KbM
pubaMITUIIMH 1 U30HHUA3H]I,
KaKTO M KbM WHXXEKITUOHHH
Cpe/ICTBa OT BTOpA JIMHHS WU

(ITyOpOXHHOJIOHU
O6m1o 6e3 orroBop™* Ha Ceamuua 66 14 (21,2%) 66 28 (42,4)
24
OO0110 MarMeHTH ¢ OTrOBOP Ha 66 41 (62,1%) 66 29 (43,9%)
Cemmuma 120

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

tuberculosis, pe3NCTEHTEH KbM
pudaMIUIMH ¥ N30HHA3UT

[MauuenTy ¢ mam Ha M. 15° 9 (60,0%) 12° 5(41,7%)
tuberculosis, pe3UCTEHTECH KbM
pudaMIUIMH ¥ U30HHA3U]I,
KaKTO M KbM HHXKCKIIHOHHU
CpeZICTBA OT BTOpA JIMHUS HITH

(bI1yOpOXHHOJIOHU
06110 6e3 orroBop® Ha Ceamuiia 66 25 (37,9%) 66 37 (56,1%)
120
Heycnewna xonsepcus 66 8(12,1%) 66 15 (22,7%)
Peyuoug" 66 6(9,1%) 66 10 (15,2%)
Ilpexpameno yuacmue, Ho ¢ 66 11(16,7%) 66 12 (18,2%)
KOHBepCus

HaL[I/IeHTI/ITe, TMOYHHAJIA 110 BPEME Ha UBINUTBAHETO WUJIN MPEKPATUIIU YHACTUETO CU B HETO, CE€ CUUTAT 3a MalUECHTH C
JIMTICBAILl OTTOBOP.

CrerneH Ha pe3UCTEHTHOCT Ha 0a3aTa Ha pe3yJITATHTE OT TECTOBETE 3a JIEKapCTBEHA YYBCTBUTEIHOCT B IIEHTpaIHA
nabopatopust He e 6ma Hanmune npu 20 nmarmenty ot mITT nomynarnusra (12 B rpynara Ha SIRTURO u 8 B rpynata
Ha rutane6o). Te3n manueHTy ca U3KIIIOUSHHN OT aHallM3a Ha ITOJrpyIaTa 3a CTeleH Ha Pe3UCTEHTHOCT Ha mamM M.
tuberculosis.

PesynTaTuTe 3a 4yBCTBUTEIHOCT OT LICHTpaIHa JIJaO0paTOpHs ca OWIIM HAJIMIIE 3a €MH JOITBIHUTENICH Mal[MeHT Ha
maiebo cien Mexxauuans ananu3 Ha Cenmunia 24.

3a HEJINTE HAa TPOYYBAHETO ,,peLII/I)lI/IB“ CC onpeaciId KaTO HATMYKE HA IMOJIOXKHUTEIHA ITOCABKA OT Xpa4dkKa CJIC UJIU 110
BpEME Ha JICYHCHUETO, IOCICABaIa NPEAX0JHA KOHBEPCHUA HA MOCABKATa OT XpaydkKa.

ITo Bpeme Ha npoyuBaneto 12,7% (10/79) oT manueHTHTE Ca MOYMHAIM B TPYIIaTa HA JICUEHUE ChC
SIRTURO (N=79) B cpaBHenue ¢ 3,7% (3/81) ot manuenture B rpynara Ha iane6o (N=81). Enun
CMBPTEH cly4yail € HacThIwI 1o Bpeme Ha npunaraneto Ha SIRTURO. MennanaTa Ha BpemMeTo 10
CMBPTTA NIPU OCTAaHATUTE AEBET NanueHTH € 344 quu cnen nocnenuus npueM Ha SIRTURO. B
rpynarta Ha nedenne cbc SIRTURO nHaif-yectata mpudnHa 3a CMBPT, CHOOIIEHA OT U3CJIEI0BATENS, €
TB (5 nanmentn). [IpuuuHATe 32 CMBPTTA IPH OCTAHAIHTE NAIMeHTH, JeKkyBaHu cb¢ SIRTURO, ca
paznuunu. [lo BpeMe Ha U3NMUTBAHETO HAMA JTAHHU 3a NIPEALIECTBAIO 3HAYUTEITHO yIbJIKaBaHe Ha
QTcF nnu KMMHUYHO 3HAYMMa apUTMUS IPU HATO €IUH OT MOYWHAINTE NaIeHTH.

WznurBane C209, oreHsBaio 0€30MacHOCTTa, IOHOCUMOCTTA U e(DUKACHOCTTA Ha 24-CEAMHUYHO
otkputo nedeHue cs¢ SIRTURO kato yacT oT MHAMBUAYaIU3UpaHa cXxeMa Ha JIeUeHHE MpH
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233 BB3pacTHU MAIMCHTH C TTOJIOKUTEITHA MTOCSBKA HAa Xpadka B paMKHUTE Ha 6 Mecela mpeau
ckpuHUHTa. ToBa M3NKUTBaHE BKIIOYBA MAIMEHTH C MaMoBe Ha M. tuberculosis OT BCUYKH TPU
KaTErOPUH PE3UCTCHTHOCT (PE3UCTEHTHH KbM pU(aMITUIIMH U U30HHUA3H]T, PE3UCTEHTHH KbM
WH)XCKI[MOHHU CPEJICTBA OT BTOPA JIMHUS WU (PIIyOPOXUHOJIOHH U CHILO TaKa PE3UCTCHTHH KbM
WHXKEKIIMOHHU CPEJICTBA OT BTOpA JIMHUS U (DIYOPOXUHOIIOHH).

[TepBUuHaTa KpaiiHa TOYKa 32 €(hPUKACHOCT € BPEMETO 0 KOHBEPCHS Ha TOCSBKaTa OT XpayKa 1o
BpeMe Ha yiedeHneTo ¢h¢ SIRTURO (Mennana 57 qaum 3a 205 ManueHTH ¢ AOCTATHYHO JAHHM).
KonBepcwust Ha mocsiBKata oT Xpauka € HabmogaBana mpu 163/205 (79,5%) naunentn Ha Ceqmua 24.
[IpouenTrre Ha koHBepcus Ha Ceamuia 24 ca Hali-Bucoku (87,1%; 81/93) npu manueHTH ¢ U30J1aTH
Ha M. tuberculosis, pe3UCTEHTHH caMO KbM puaMIULIH 1 u30HUa3u1, 77,3% (34/44) npu nauueHTH
¢ 6emoapodra TB, npuunHena ot M. tuberculosis, KOWTO € pE3UCTEHTCH KbM pUGDaAMITHIINH,
W30HUA3U/1, MHXKEKIIMOHHU CPEICTBA OT BTOPA JMHUS WK (IIyOPOXUHOJIOHH M Hah-HuCKa (54,1%;
20/37) npu mauuenTy ¢ u3onatu Ha M. tuberculosis, pe3UCTEHTHU KbM pH(aMIHLINH, H30HUA3UI,
WH)KEKIIMOHHU CPEJICTBA OT BTOpa IMHUS U (prryopoxuHononn. CTeneH Ha pe3nuCcTeHTHOCT Ha Oa3aTa
Ha pe3yNTaTUTe OT TECTOBETE 3a JIEKAPCTBEHA YYBCTBUTEITHOCT B IIEHTPAIHA JTa0opaTopwsl He € Onina
Hanuue npu 31 nauuent oT mITT nomynanusTa. Te3u manueHTH ca U3KIIOYEHH OT aHalIMu3a Ha
MOJTpyTaTa 3a CTeTIeH Ha Pe3UCTEHTHOCT Ha maM M. tuberculosis.

Ha Cenmuna 120, koHBepcHs Ha MOcsSBKaTa OT Xpadka ce Habmoaasa npu 148/205 (72,2%) ot
nanueHTute. [Iponenture Ha kouBepcus kbM Ceamuna 120 ca Haii-Brcoku (73,1%; 68/93) npu
NAlMEHTH C U30JIaTH Ha M. tuberculosis, pe3UCTEHTHH caMO KbM pudaMIMLuH U n3oHua3um, 70,5%
(31/44) npu nanuentu ¢ 6enoapooHa TB, npuunbena ot M. tuberculosis, KOWTO € PE3UCTEHTEH KbM
prdaMITUIIMH, H30HHA3H], TH)KEKIIUOHHH CPECTBA OT BTOpA JTMHUS MK (PIIyOPOXHUHOJIIOHU U Hali-
HHUCKH (62,2%; 23/37) npu mauuenTy ¢ uzonatu Ha M. tuberculosis, pe3UCTEHTHH KbM pU(aMIULIIH,
M30HHMA3W, HH)KEKIMOHHU CPEJICTBA OT BTOPA JIMHUS U (DITyOpPOXUHOIOHHU.

U mpu Ceamuna 24 u Ceamura 120 gyectorata Ha OTTOBOP € IMO-BUCOKA MPH MAILIUEHTH, YUATO
OCHOBHA CX€Ma BKJII0YBA 3 WJIM [OBEYE MOTEHIIMAIHO aKTUBHH BEILECTBA i7 Vitro.

B otkpuroro npoyusane C209 ca mounnanu 6,9% (16/233) ot nauuenture. Haii-uectara npuunna 3a
CMBPT, cboOI1IeHa OT uscinenosatens, ¢ TB (9 naunentn). Ocem OT AeBeTUMATa NALMEHTH, TOYXHAIN
ot TB, ca Gui 6e3 KOHBEpCHS WITH ca MOTyYMIN penuauB. [IpparHUTE 32 CMBPTTa IPU OCTaHAIUTE
MAIMEHTH ca Pa3IniHH.

STREAM Eran 2 e ®a3a III, 0oTkpHTO, MHOTOLIEHTPOBO, aKTHBHO-KOHTPOJIMPAHO, PAHAOMHU3UPAHO
W3MUTBaHE, IPOBEICHO 32 OlleHKa Ha eukacHocTTa u 6e3onacHoctTa HAa SIRTURO, npunaran
€THOBPEMEHHO C JIPYTH MEPOPATHH MMPOTHBOTYOEPKYIIO3HH JIEKapCTBa B MpoaAbDKeHHe Ha 40 ceqMuiu
npu nauueHTu ¢ 6enoapodHa TB (¢ monoxuTenHa MocsiBKa OT Xpadka), IPUUUHEHa OT M.
tuberculosis, KOUTO € PE3UCTEHTEH Hal-MaJIKO KbM pU(paMITUIH, ChC HIIH 03 PEe3NCTEHTHOCT
JOITBJIHUTCIIHO KbM U30HHA3U I/I/I/IJ'II/I HWHXCKIIMOHHU CPEACTBA OT BTOPA JIMHUA UIIU q)HyOpOXI/IHOJIOHI/I
(HO He U 1BETE).

HaHI/IeHTI/ITe Cca paHAOMU3WPAHU B €1HA OT YCTUPU I'PYIIN HA JICHCHUC!

. I'pyna A (N=32) — nedyeHneTo, IpuiIaraHo Ha MECTHO HUBO B CHOTBETCTBHUE C TEPANIEBTUIHOTO
ppKroBoAcTBO Ha C30 ot 2011 r. ¢ npenoppunTenHa npoabpkuTeTHOCT 20 Mecena
. I'pyna b (N=202) — 40-ceMHUYHO KOHTPOJIHO JICYCHUE C MOKCU(IIOKCAIINH I

neBo¢IOKcalyH, Ko(a3uMuH, eTaMOyTO, TUPa3UHAMUIL, TOITBIHEHO C WH)KEKLIHOHEH
KaHAMWIIMH, BUCOKH JI03U M30HHA3U]] ¥ TIPOTHOHAMMUJI TIpe3 MbpBHUTE 16 ceMUIM (MHTCH3HBHA
¢aza)

. I'pyna B (N=211) — 40-ceamMuuHo u3iisio nepopaino jiedenune cbe SIRTURO, neBoduokcariu,
KJI0(}ha3uMIH, €eTaMOyTOJ ¥ MMPa3WHAMU], JOIIBIIHEHO C BUCOKH JI03M U30HUA3U] U
NPOTHOHAMUJI TIpe3 ThpBHTE 16 cenMuIy (MHTEH3MBHA (a3a)

. I'pyna I' (N=143) — 28-cenmuuno snedyenue, cberaBeHo oT SIRTURO, neBodnokcarus,
KJI0(a3uMHUH U IUPa3UHAMU/, JOIIBIIHEHO C MHXEKIIMOHEH KaHAMULIMH U 110-BUCOKA 1032
W30HUA3U/ TIPe3 MbPBUTE 8§ ceMUIM (MHTEH3UBHA (a3a)
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SIRTURO ce mpunara karo 400 mg BeaHBXK JHEBHO mpe3 mbpBUTe 2 ceaqmuitd 1 200 mg 3 mbTH
ceamuyHO Tipe3 cinenBamnuTe 38 cenmuiy (B ['pymna B) wm 26 cenmuru (B ['pyma ). BB Beuukn
TPYIH ca pa3pelIeHH IPOMEHH B CXeMaTa Ha JICUESHUE IO MPEICHKa Ha u3cienoBareis. BxirouBanero
B ['pymu A u I e mpekpaTeHO npexaeBpeMeHHO TIOpaIy IPOMEHH B CTaHIapTa 3a jieueHue Ha TB.

[IppBHYHATA LIEJ1 € Ja ce OLIEH!U AajIH ACTbT Ha HALUEHTUTE ¢ OJaronpusTHH PE3yJITaTH IO
OTHOLIeHKE Ha eQukacHocTTa B ['pyna B e mo-uucek ot To3u B ['pyna b Ha Ceamuna 76. [TspBudHHAT
U3MEpUTENl Ha pe3yJiTara 3a €(UKacHOCT € AeNbT Ha MALUEHTUTE C ONaronpusaTeH U3X01 Ha

Cenmurra 76. braronpustausat nzxon Ha CemMuria 76 ce onpeaens KaTo 2 MOCISIHN MTOCIeIOBATEITHH
OTpHLIATEITHH MTOCEBKH U JIMIICa Ha HeOnaronpusteH u3xo. Hebnaronpusatauar usxon Ha Ceamuua 76
o0xBalla KIMHAYHO 3HAYMMHU POMEHH B JICYEHHUETO, CMBPTHOCT TI0 BCSIKaKBa MIPUIMHA, HAH-MaJIKO

1 OJIOKUTENHA OT MOCTIeIHUTE 2 TIOCEBKHU WM JIMIICA Ha PE3YJITaTH OT IIOCEBKU B IIPO30peria Ha
Cenmurna 76.

Ot ob6mara nmomymarws B mpoyuBaneTo (N=588) 59,9% ca mbxe, cpemHara Bp3pact € 32,7 ToauHH,
47,3% ca c asuarcku npousxon, 36,6% ca ot HerpouaHaTa paca, 16,2% ca oT eBpornenHara paca u
16,5% umat xounpekius ¢ XMB. [Toeuero manuenTy umat kasutarus (73,1%), a 55,3% ot
MalUEHTUTE UMAT MHOXKEeCTBO KaBuTauud. OT 543 mauyeHTy B IbpBUYHATA MOMYJIALKUA 32 OLEHKA Ha
epukacHoctta (MITT momynarws, onpeaeneHa KaTo MaueHTH ¢ TIOJIOKUTETHA TTOCSBKa 3a M.
tuberculosis Ipy CKPUHUHTA WIKM paHaoMu3anusta) npu 12,5% ot nanueHTuTe u3oinature Ha M.
tuberculosis ca pe3UCTCHTHU KbM PU(PAMIIMIIMH U UyBCTBUTEIHH KbM W30HHUA3M, 76,4% ca
PE3UCTEHTHU Hall-MaIKo KbM pru(aMITUINH U W30HUA3H, a 11% — KbM pUaMIHLIH, H30HUA3U U
WHXKCKITHOHHY CPEJICTBA OT BTOPA JIMHUS WU (PIIyOPOXHHOIOHH.

B Tabnuua 4 e npeacraBeH AeqbT HA NALIMEHTHUTE ¢ OJaronpuaTeH WK HeOIAaronpusITeH U3X01 Ha
Cenmura 76 B uznmtBaneTo ®aza [II STREAM Eran 2. /lenbT Ha y9acTHUIUTE C OIarONPHUsITEH
u3xon Ha ceamuna 76 e 82,7% B rpyna C B cpaBHeHHe c¢be 71,1% B rpyna b. OcHoBHata nmpuumnHa 3a
He6ﬂaI‘OHpI/I$ITCH M3XO0I M B ABETC I'pYyIIU € YABJDKABAHC UIIN MOILI/I(l)I/IIH/IpaHC Ha npeanucanara cxema
Ha jedeHre. OrpaHMYEHHATA HA IPOYYBAHETO BKIIIOYBAT HETOBUS OTBOPEH AM3aiiH; IPOMEHHU B
Ha3HAYEHHUTE CXEMH Ha JICUEHHE ca pa3pelleHu B clyyail Ha HeycIeX Ha JICYEHHETO, PELUINB HIH
CEpUO3HA TOKCUYHOCT.
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Tabauna 4: IIspBuyen anaaus B STREAM Eran 2 (U3nurBane ®@a3a I1I)

mlITT nonynanus
SIRTURO? AKTHBHA
(N=196) KOHTpOJI1a®
(N=187)
Baaronpusten u3xoa Ha Ceamuua 76 162 (82,7) 133 (71,1)
n (%)
Hebaaronpusiten n3xon Ha Ceamumna 76 34 (17,3) 54 (28,9)
n (%)
[Tpuuwam 3a HeOMaronpusTeH n3xon 1o Cenmuia 76™
[TpoMsiHa WK yIbJKaBaHE HA JICYCHUETO 16 (8,2) 43 (23,0)
Be3 pesynraT OT HOCEBKH B Ipo3opena Ha 12 (6,1%) 73,7
Cenmmuma 76
Cwmppt 1o Cemmurnia 76 5(2,6) 2(1,1)
Haii-Manko enHa MOJIOKUTENIHA ITOCSIBKA OT 1 (0,5) 2(1,1)
nocnenuute 2 Ha Cenmuia 76

mITT = moxndunmpana intent-to-treat

% Tpyna B — 40-ceamuuna u3nsio nepopaisa cxeMa cbe SIRTURO, nepognokcanus, KnodpasuMuH, eTaMOyTos 1

TIpa3MHaMUI, TOITBJIHEHA C BUCOKH JO3HM N30HHA3U]I M IIPOTHOHAMHU ITpe3 IIbpBUTE 16 cenmuiy (MHTEH3UBHA (ha3a).
I'pyna b — 40-ceqMUYHO KOHTPOIHO JIeYeHHE ¢ MOKCH(DIOKCAIWH WM JIeBO(IOKCAHH, KI0(ha3uMuH, eTaMOyTo,
MUpa3HHaMU, JOITBIHEHO C MHKEKIIMOHeH KaHAMHUIIMH, BUCOKA /1033 M30HHA3K]] U IPOTHOHAMHUJT IIPe3 IbPBUTE

16 ceqmuiy (MHTEH3MBHA (a3a).

[NanmenTuTe ca KIacuGUIMPaHU CIIOPEN TBPBOTO CHOUTHE, TOBEJO 10 HeOmaronpusaTeH u3xod. OT MaueHTUTE C
HeOxaronpusaTeH u3xox Ha CeaMuna 76 B KOHTpOJIHATA TpyHa, IpH 29 MaMeHTH nMa MPOMSHA Ha HA3HAYEHOTO UM
nedenue, koeto e BIousaio SIRTURO kato yact ot cracuTtesnHa Tepamnusi.

UecToTata Ha CMBPTHUTE CIIy4aH € CXOJHA B Pa3IMYHUTE Tpynu Ha JedeHue 1o Ceamuna 132. B
rpynata Ha 40-ceqmuaHo nedeHune cbc SIRTURO ca nounnamu 11/211 (5,2%) nanuenTty; Haii-
yecTara IpUYrHa 32 CMBPT € cBhp3aHa ¢ TB (5 manuenTn). B rpymara Ha 40-ceIMUYHO JIeUeHHE C
aKTUBHATa KOHTpoJa ca mounHanu 8/202 (4,0%) nanueHT, BKIOYUTENHO 4 0T 29 MaleHTH, KOUTO
ca npuemanu SIRTURO kato gact ot cacutenHo jiedeHre. Haii-uectaTa mpudrHa 3a CMBpPT €
CBBbp3aHa ¢ pecnuparopHa natonorus. Kopurupanara pasnuka B fefla Ha JICTAJTHUTE HEXeJIaH!
cpOuTHA Mexxay rpynara Ha 40-cenmuuno jedenue cs¢ SIRTURO u rpynara na 40-ceaMmuvno
JieueHue ¢ akTuBHaTa KoHTpoia e 1,2% [95% CI (-2,8%; 5,2%)].

[lemaTpryna momyJIamus

dapmakokuHeTHKaTa, Oe3omacHocTTa ¥ moHocuMmoctTa Ha SIRTURO B koMOWHaIMS ¢ OCHOBHA CXeMa
Ha JIeYeHHE ca OleHIBaHM B KIMHINYHO m3nutBane C211, orkpuro m3nurBane ¢asa Il ¢ eqHo pamo u
HSIKOJIKO KOXOPTH IpH 45 ManyeHTH ¢ MOTBBPIeHa WK BepoaTHa Oenonpodna TB, npuunnena ot M.
tuberculosis, KOUTO € Pe3UCTCHTEH HA-MAJIKO KbM pUDaMITUIIUH.

Ileduampuunu nayuenmu (Ha ev3pacm om 12 0o nod 18 eoounu)

IleTHameceT marMEeHTH UMAT MEIMaHa Ha Bh3pacTTa 16 roguan (quana3oH: 14 go 17 roguHun), ¢ TErIo
ot 38 1o 75 kg, 80% ca ot sxeHcku 110, 53% ca uepHokoxu, 33% ca 6enu u 13% ca azuaTiy.
[NanuenTure e TpsabdBao Aa 3aBbpLIaT Hal-Mako 24 ceamuiy Ha nedeHune cbe SIRTURO, npunaran
B 71032 400 mg BeTHBK AHEBHO mpe3 mbpBUTe 2 cenmuiy u 200 mg 3 mbTH CEIMUYHO TPE3
cienBammTe 22 ceIMUIH MPH U3MoI3BaHe Ha Tabnetku oT 100 mg.

B nmoarpynara nauuentu ¢ nonoxurenia MGIT kyntypa 3a Genonpodna TB Ha n3xoaHo HUBO
JedeHneTo cbe cxema, BkmrouBama SIRTURO, Boau 1o mpeMuHaBaHe KbM OTpHUIATENIHA KYJATypa Mpu
87,5% (7/8 maumenTu, nomxoxasmu 3a MGIT kyntypa) Ha Cenmunia 24, KOETO ce MOIbpKA 10
Cenmuna 120.
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Heduampuunu nayuenmu (na v3pacm om 5 0o noo 12 2o00unu)

IleTHameceT marMeHTH UMAT MeIMaHa Ha Bh3pacTTa 7 TOAWHY (auamnaszoH: 5 mo 10 rogwHm), ¢ TETI0 OT
14 no 36 kg, 60% ca ot >xeHcku 1o, 60% ca yeprokoxu, 33% ca 6enu u 7% ca OT a3UaTCKU
npousxof. [TanuenTure e TpsAOBao a 3aBbpIIaT Haii-Manko 24 ceamuny Ha nedeHue cbe SIRTURO,
npuiarad B 103a 200 mg BeAHBXK THEBHO Mpe3 mbpBute 2 ceaqmunu 1 100 mg 3 mbTH ceaAMUYIHO TIpe3
cienBammTe 22 CeIMUI P U3MOI3BaHe Ha TabneTku oT 20 mg.

B moarpynara namuentu ¢ monoxureaHa MGIT kynrypa 3a 6enoapoona TB Ha W3X0IHO HEBO
JedeHneTo cbe cxema, BKmrouBama SIRTURO, Boau mo mpeMrHaBaHE KbM OTpHUIATENIHA KYJITYpa MpH
100% (3/3 manmentu, noaxomsniy 328 MGIT kynrypa) va Ceamuiia 24, KOETO c€ MOIIBPKA JI0
Cenmuna 120.

THeouampuunu nayuenmu (Ha sv3pacm om 2 200uHU 00 OO 5 200UHU)

[leTHameceTTe MAMEHTH UMAT MEAMaHa Ha Bb3pacTTa 3,8 roaunu (quanaszon: 2,0 no 4,9 rogunn), ¢
terno ot 10 mo 16 kg, 47% ca ot xeHcku mod, 27% ca 4epHOKOXH 1 73% ca OT a3maTCKu MPOU3XO/I.
[larmenTture e TpsOBao 12 3aBbpIIAT Hail-Manko 24 cenmuiy Ha JedeHre cb¢c SIRTURO, npunaran
B 11032 oT 80 10 120 mg BemHBk AHEBHO Mpe3 mbpBuUTe 2 cenmuin u oT 40 1o 60 mg BB3 OCHOBA Ha
TETNIOTO 3 MHTH CEAMUYHO TIpe3 cieBauTe 22 ceIMUIM MPH U3MoI3BaHe Ha TabneTku oT 20 mg.

[Tpu enuHcTBeHMs nanueHT ¢ nonoxkutenHa MGIT kynrypa 3a 6enoapooHa TB Ha M3X01HO HUBO
nedeHueTo che cxema, BkmouBamia SIRTURO, Bonu 10 nmpemMuHaBaHe KbM OTpUIIATEIHA KYITypa
(1/1 maumenTn, moxxosamu 3a MGIT xyntypa) Ha Ceamuria 24, KOeTo ce OJIbpKa 10
Cenmuna 120.

EBponeiickaTa areHIus 1o JieKkapcTBaTa oTjara 3aJbJPKEHHETO 3a IIPEIOCTaBsIHE Ha Pe3yITaTUTE OT
npoyuBanusita cb¢ SIRTURO B eqna wnm noBeye NOArpyny Ha MeauaTpUYHATa NOMyIalus Ipu
neueHue Ha M. tuberculosis, pe3UCTEHTEH Hali-MaJIKo KbM PU(PAMITUIIMH 1 W30HUA3U] (BXK. Touka 4.2
3a MHGOpPMAIMS OTHOCHO YHOTpeOa B NeJUaTPUsITa).

5.2 ®apmakoKMHETUYHH CBOWCTBA

DapMaKOKMHETHUYHHTE CBOWCTBA HA O€AaXMIIMH ca OLICHEHH IIPU 3ApaBH Bb3PACTHH U MALIMEHTH Ha
BB3pAcT 2 ¥ NoBede roanHu ¢ akTrBHa TB. Excriozunusta Ha OeaxuiIiH € Mo-HUCKA MTPH NAlUeHTUTE
¢ 6enonpobna TB, npuunnena ot M. tuberculosis, KOITO € pe3UCTEHTEH Hall-MaJIKO KbM pUpaMIIULIH
Y M30HHA3H]], OTKOJIKOTO IIPH 3/IPaBUTE BB3PACTHH.

[Tpu BB3pacTHM nareHTu ¢ oenoapodHa TB cinen neycenmuuen npuem Ha 400 mg GenaxmiinH
BEJHBXK JHEBHO cpeHnuTe CTOMHOCTH (SD) Ha Cmax 1 AUCo4n, ng-h/ml ca crorBeTHO 3060

(1124) ng/ml u 41510 (15064) ng-h/ml 3a 6enaxunun 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) croitHocTr Ha Cmax 1 AUC6sn, ng-h/ml ca crorBeTHO 1787 (666) ng/ml u 168376

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

AOGcopOrus

MakcumanauTe Tia3MeHH KOHIEHTPAINH (Ciax) OOMKHOBEHO C€ JIOCTHTAT OKOJIO 5 Yaca cliej
npmtoxeHue. Cnax ¥ TUIOIITA IO KpUBaTa Iia3MeHa kKonmentparusa-speme (AUC) ce yBenmngaBaT
MIPOTIOPITMOHATTHO 710 enuHrgIHa 1032 oT 700 mg u 400 mg BeIHBK THEBHO B MIPOIBIDKCHUE HA 14 THM.
[IpunokenneTo Ha OeAaXWIMH C XpaHa MOBHINIABA OTHOCUTEITHATA OMOHATTMYHOCT TIOYTH JBYKPATHO B
CpaBHEHHE C IPUJIOKECHUE Ha TIaaHo. 3aToBa OemaxuiInH TpsIOBa Ja ce mprueMa ¢ XpaHa, 3a J1a ce
MOBHIIIK TIEpOpaHaTa My OMOHATUIHOCT.

Pasnpenenenue

CBbp3BaHETO HA OCHAXWINH C INIA3MEHHUTE MPOTEHHH € >99,9% mpu BCUYKYU U3CJICIBAHN BUIOBE,
BKITFOUUTEITHO Xopa. CBP3BAHETO HA HETOBUS aKTUBEH MeTa0OIUT M2 ¢ TUIa3MEHUTE MPOTCHHU MPU
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xopa € MuHUMYM 99,8%. Ilpu xxuBoTHH OegaxminnH U M2 ce pa3npenensT MHUPOKO B IIOBEYETO
ThKaHH, HO Pa3npe/Ie]ICHUETO B MO3bKa € HUCKO.

buorpanchopMarug

CYP3A4 e ocroBamsT CYP n30eH3nM, ydacTaiy in vitro B MeTabonm3Ma Ha OeTaXuiIiH U
oOpa3yBaHeTo u MeTabonm3Ma Ha M2,

In vitro, benaxuivH He MHXUOWpA 3HAYNUTEITHO ACHCTBUETO HAa HUKOH oT m3cieasannte CYP450
emsumu (CYP1A2, CYP2A6, CYP2C8/9/10, CYP2C19, CYP2D6, CYP2E1L, CYP3A4, CYP3A4/5n
CYP4A), nuto unnynupa aeiictsuero Ha CYP1A2, CYP2C9 unu CYP2C109.

Bbenaxunun u M2 He ca cyoerparu Ha P-gp in vitro. benaxunun e cnad OCT1, OATP1B1 u OATP1B3
cyOctpar in vitro, nokaro M2 ue e. benaxunun ne e cyoctpar Ha MRP2 u BCRP in vitro. benaxunun
n M2 ne naxubupar tpancnoprepute P-gp, OATP1B1, OATP1B3, BCRP, OAT1, OAT3, OCT]1,
OCT2, MATE1 u MATE2 B KNIMHUYHO 3HAYMMHU KOHIICHTPAILNH in Vitro. In vitro mpoy4YBaHe IMOKa3Ba
NoTeHNnuana Ha oeaxuinH 3a naxuoupane Ha BCRP npu xoHLeHTpanyy, MOCTUTHATH B UuepBaTa ciej
nepopayiHo npuiokeHue. KilmHuyHaTa 3Ha4MMOCT HE € U3BECTHA.

Enumunupane

Ha 6a3aTta Ha NpeIKIMHUYHUTE TPOYYBAHUS TFOJSIMA YACT OT MPUIIOKEHATA J103a Ce SMMMHUHUPA Ype3
u3npaxxHeHusTa. Ekckpenusita Ha HempoMeHeH OenaxuiuH ¢ ypunara e < 0,001% ot no3ara B
KIMHAYHUTE IPOYUYBAHMUS, KOETO COUH, Ye ObOPEUHHUAT KIUPBHHC HA HEMPOMEHEHOTO aKTHBHO
BelIecTBo ¢ HezHauuTeneH. Cien nocturane Ha Cmax KOHIICHTPAIMUTE HA OCTAaXWIIMH e TIOHIKABAT
TpHUEKCIOHEHIIHATHO. CpeIHUAT MIa3MEH TOTYKUBOT Ha eNMMUHHUPaHE B TepMUHaHA (a3a u Ha
OemaxwiuH 1 Ha M2 e okoJo 5 Mecena (Bapupain ot 2 10 8 Mecena). Ta3u qbira ¢aza Ha TEPMHUHAITHO
eIIMMHUHUPAHE BEPOSATHO pediiekTupa B 0aBHOTO OCBOOOXKAaBaHe Ha OeqaxwivH U M2 ot
nepudepHUTE ThKAHH.

CrernyanHu MOIyJIalHi

Yeproopobno yspedxcoane

N3nuteane Ha SIRTURO ¢ enuHu4HA 1032 IPU 8 YYACTHUIIM C YMEPEHO YEPHOAPOOHO YBPEKIaHE
(Child-Pugh B) noka3sa, ue ekcrozunusata Ha 6emaxmind 1 M2 (AUCe7n) € ¢ 19% mo-Hucka B
CpaBHEHHME C Ta3u MPH 3[[paBu y4yacTHHIU. He ce Hajara kopurupaHne Ha J103aTa MpU MalUeHTH C JIEKO
WK YMEPEHO YepHOIPOOHO YBpexkaane. bepaxuiuH He e MpoydBaH MpHu MaIHEHTH C TEKKO
YepHOAPOOHO yBpexkaaHe (BXK. Touka 4.2).

bvopeuno yepescoane
SIRTURO e npoy4BaH OCHOBHO IpH MAIUCHTH ¢ HOpMajiHa ObOpeuHa GpyHkius. brOpeunara
eKCKpeIlus Ha HenmpoMeHeH OenaxmiuH ¢ HesHauntenHa (<0,001%).

[Tpu nonynanuoneH GpapMakOKWHETHYEH aHAIN3 Ha MAIMEHTH ¢ TYOepKyi03a, JEKYBaHH ChC
SIRTURO 200 mg Tpu IbTH CEAMUYHO, HSIMA JaHHH KPEATHHUHOBHAT KIUPBHC (auana3on: 40 no
227 ml/min) na noBnusiBa papMakOKMHETUUHUTE NTApaMeTPH Ha OelaXWiIKH. 3aTOBa HE CE OYaKBa
JIEKOTO WIIK YMepeHO OBOpPEeYHO yBpekaaHe Ja nMa KIIMHHYHO 3HAYNM e(eKT BhPXY eKCIIO3UIIUATA Ha
OenmaxwimH. Ho py manueHTy ¢ Te:kko 0b0pedHo yBpexaane (KpeaTHHUHOB KinpbhHC <30 ml/min)
WIN TePMHUHAIHA ObOpeYHa HEJOCTAaTHhYHOCT, HAJaralla XeMoInaan3a Wil epuTOHea IHa AUan3a,
KOHIICHTpAIMUTe Ha OeTaXMIMH MOXe Jia ce MTOBHIIAT B PE3yNTAT Ha U3MEHEHUE Ha abcopOImsITa,
pasnpeieNieHueTo 1 MeTaboJIM3Ma Ha aKkTHBHOTO BEIIECTBO, BTOPUYHO Ha ObOpeyHaTa TucyHKIHS.
Toit kKaTO OeaxHUIMH ce CBbP3Ba BbB BUCOKA CTETEH C IIA3MEHHUTE MMPOTEHHHU, MAJIKO BEPOSATHO € Ja
ObJe OTCTpaHEH B 3HAYUTEIHA CTEIIEH OT IUIa3MaTa Ype3 XeMOANANN3a UM MIEPUTOHEATHA JUaji3a.
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Teouampuunu nayuenmu

[Ipu meauaTpuvHM NAIMEHTH HA BB3pacT oT 2 1o mox 18 roaman ouakBaHata cpenna (90% wmHTEpBa
Ha MPOTrHO3MpaHe) mwiazMena excro3uuus Ha oegaxmnud (AUC esn) Ha Ceamuua 24 npu JieueHue ¢
NpenopbUYUTENHATA CXEMa Bb3 OCHOBA Ha TETJIOTO €:

o IIpu 7 kg mo mox 15 kg: 123 pg-h/ml (49,4 no 307 pg-h/ml)

o IIpm 15 kg no mox 30 kg: 152 pg-h/ml (54,3 no 313 pg-h/ml)

. Ipu 30 1o 40 kg: 229 ug-h/ml (68,0 no 484 ug-h/ml)

. IIpu termo mag 40 kg: 165 pg-h/ml (51,2 mo 350 pg-h/ml)

Cpennara nnazmena excrio3uius Ha Oenaxunnt (AUC s3n) Ha Cenqmuna 24 mpu Bb3pacTHU CE€ OYaKBa
na opae 127 pug-*h/ml (90% unTepBan Ha nporuosupane: 39,7 10 249 ug-h/ml).

®dapmakokuneTrkaTa Ha SIRTURO npu nenuaTpuyay naueHTy noj 2 TOAWHU Wik ¢ Terio nof 7 kg
HE € YCTaHOBEHa.

Hayuenmu 6 cmapuecka evspacm
[Tpu nonynanuoHeH hapMakOKMHETUYEH aHAIN3 Ha MAUEHTH ¢ TyOepKyIi03a, JIeKyBaH! ChC
SIRTURO, HAMa maHHU BB3pacTTa J1a MOBIHUIBA (apMaKOKMHETHKATA HA OCJaX IHH.

[Tpu meTMa nanueHTH Ha Bb3PacT OT 65 10 69 TOJMHM CUCTEMHATa CKCIIO3UIIMS Ha OSIaXUIIHH €
CXOJIHA C Ta3u IIPH IPYTUTE BH3PACTHH.

Paca

[Tpu momynanuoHeH hapMaKOKHHETHYCH aHAJIN3 HA TALMEHTH ¢ TyOepKyy03a, JICKYBaHU ChC
SIRTURO, nanauTe coUaT, 4e eKCIO3UIUATA Ha OETaXUIINH € TIO-HUCKA TIPH MalueHTH OT
HErpouHaTa paca, OTKOJIKOTO MPU MALMEHTH OT IPYTU PACOBH KaTeropuu. Ta3u mo-HHUCKa
EKCITO3UITUS Ha OeIaXMJIUH MTPH MaIMEHTH OT HErPOMTHATA paca He € CBhp3aHa C MO-HUCKa
e(hMKaCHOCT B KJIMHMYHHUTE MIPOYYBAHUS M HE CE Hajlara KOpUrupaHe Ha J103aTa.

Ilon
[Tpu momynanuoHeH GapMaKOKHMHETHYCH aHAJIN3 HA TALMEHTH ¢ TYOepKyyI03a, JICKYBaHHU ChC
SIRTURO, He ce HaOir01aBa KIMHAYHO 3HAYMMA PA3JIMKa B €KCIIO3UIUATA MEXKTY MBXKE U KESHH.

5.3 IlpeakJMHUYHU AAHHM 32 0€30MACHOCT

[TpoBeneHu ca MPOYYBAHUS 382 TOKCHYHOCT IPU )KUBOTHU C TIPUIIOKEHHE HA OCTaXUIINH B
NPOJBIDKCHUE Ha JI0 3 Mecella MPH MUIIKH, 10 6 Mecela pH ILThXO0BE U 10 9 Mecelna npu KyJera.
[Tnasmenara excriozunms Ha 6enaxwimH (AUC) npu mrbxoBe M KydeTa € CXo/JjHa ¢ Ha0Ilio1aBaHaTa
npu xopa. begaxumuH ce cBhp3Ba ¢ eeKTH BbPXY TAPreTHUTE OPTaHH, KOETO BKIIFOUBA MOHOIIUTHATA
¢aromutHa cucrema (MPS), ckenerHa Myckynarypa, uepeH Apo0, cToMax, MaHKpeac U ChpJcUeH
MYCKYJIL. Bcuuku te3un TOKCHUYHOCTH, C U3KJIFOUCHUC Ha e(beKTI/ITe BbpPXY MOHOIIMUTHATa q)aFOHI/ITHa
cuctema (MPS), ca npocnenenu kimHYHO. B MoHOUIMTHATA (paronmTHa cuctema (MPS) Ha Bcuuku
BHJIOBE € HAOJII0]aBaT HATOBAPCHHU C MUTMEHT W/UITK MIEHECTH Makpodaru B pa3nuMyHH THKaHHU,
ChOTBETCTRAIM Ha hochonunmmosza. 3HaueHneTo Ha GochonumI03aTa Py Xopa He € U3BECTHO.
TonsiMa yacT oT HaOMIOJaBAHUTE MTPOMEHH Ca BH3HUKHAIH CJIE] MPOABIKUTEIHO €KEIHEBHO
MpUJIarale | Mocje/Ball{ MOBHUIICHUS HA TUIA3MEHUTE U ThKAHHUTE KOHIIEHTPAIIMU HA aKTHBHOTO
BenrecTBo. Clie/l crivipane Ha JICYCHUETO BCHUYKH MPH3HAIM HA TOKCHYHOCT €a ITOKa3aJId YaCTHIHO JI0
J100pO Bh3CTaHOBSIBAHE.

B npoyuBaHe 3a KaHIIEPOI'€HHOCT IIPH IUTbX0BE O€IaXUINH BB BUCOKH 103U oT 20 mg/kg nHeBHO mpH
MBKKH HHAUBUAK U 10 mg/kg MHEBHO NpH )KEHCKH HE TPEAM3BUKBA MMOBUILIABAHE YECTOTaTa Ha
BB3HUKBAaHE HA TYMOPH, CBHP3aHO ¢ JieueHneTo. B cpaBHenue ¢ exkcriosunuure (AUC), HabmogaBaHu
npu narenTu ¢ 6enoapodna TB B m3nurBanus daza Il ¢ 6emaxmmn, ekciozunuute (AUC) mpu
IUThXOBE BbB BUCOKH JI03H Ca MOIO0HHU MPU MBKKUTE MHIUBUIH U JIBA ITbTH [10-BUCOKU IIPU
KCHCKHUTE 33 OelaxuiiuH, a 32 M2 — TpH IIbTH [T0-BUCOKH MPU MBKKHUTE M JIBA ITbTU MO-BUCOKH ITPH
JKEHCKUTE UHIBUJIH.
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In vitro 1 in vivo TeCTOBETE 32 TEHOTOKCUYHOCT TIOKa3BaT, Ye OeJaXWIIMH HAMA MyTarcHEH I
KJIACTOTCHEH e(DEeKT.

[Tpu npoyuBaHe BHPXY )KEHCKH ITbX0BE OeTaxHiIiH He € OKazal eeKT BbpXy ¢eprunurera. Tpu oT
24 MBXKH IUTbXa, TPETUPAHH C BUCOKH 103 OeIaXWINH, HE ca YCIENIH Ja Ch3AanaT IOKOJICHHUE B
npoy4BaHeTo 3a peprunuret. Ilpu Te3n )XKUBOTHHU ca YCTAaHOBEHU HOpMaJIHa CliepMaToreHesa u
HOPMAJIHO KOJIMYECTBO CIiepMaTo30uau B enuauaumure. Cien npunarade Ha OeaxuiinH 10 6 Mecena
HE Ca PEerUCTPUPAHH CTPYKTYPHH aHOMAJIMU B TECTUCHUTE U enuauauMuTe. Ilpu mipxoBe u 3aiiiy He
ce HabIoAaBaT 3HaYMMHU €eKTH, CBbP3aHu ¢ OeaXWInH, BbPXY IapaMeTpUTe Ha TOKCUYHOCT 32
pasButueTo. CpoTBeTHaTa mnazMena excno3uus (AUC) e 2 mbTH MO-BHCOKA MPH IUTXOBE B
CpaBHEHHUE C Ta3M IpH Xopa. B mpoBeneHo npoyyBaHe Ha Mpe- U MOCTHATAIHOTO pa3BUTHE TIPU
IUTBXOBE HE ce HaOIIomaBaT HeKellaH! peakiuy pu mia3Mena ekcro3uius (AUC) Ha maiikara,
CXOJ[Ha C Ta3M MPH XOpa, U EKCMO3UIMsI HA HOBOPOAECHUTE, 3 MMBTH MO-BUCOKA, OTKOJIKOTO NMPH
BB3pacTHH Xopa. JleueHneTo Ha Maiikara ¢ OelaXuirH, He3aBUCHUMO OT HUBOTO Ha J03aTa, HiIMa
BJIMSIHUE BHPXY IIOJIOBOTO Ch3PsIBaHE, HOBEACHYECKOTO Pa3BUTHE, CIOCOOHOCTTA 3a YU(TOCBAHE,
(bepTunuTEeTa I PEIIPOAYKTUBHUTE CIOCOOHOCTH Ha XKHUBOTHUTE OT mokosenue F1. B rpymnure,
TpPEeTUpPaHH C BUCOKH JI03H, ce HaOmo/1aBa crajl B TETJIOTO Ha HOBOPOJAEHHUTE Tpe3 Meproia Ha
JIaKTaLus ciell eKCIO3UIKs Ha OelaXMIIMH Upe3 MIIIKOTO, a He KaTo MOCIEANLA OT EKCIIO3ULUATA B
yTpobara. KoHtienTpanuunre Ha OeJaxviinH B MISIKOTO ¢a 6 10 12 TbTH MO-BUCOKH OT MaKCHMaTHATa
KOHIICHTpAaIHs, Ha0ltoJaBaHa B MaiiunHaTa mia3ma.

B enHO mpoy4BaHe Ha TOKCHYHOCTTA MPU FOBEHIJIHU ILTHXOBE HUBOTO 0€3 HaOJII0O1aBaHN HEXKEeIaHH
peakiuu (no observed adverse effect level, NOAEL) e 15 mg/kg/nen (MakcumanHa m03a

45 mg/kg/nen) npu HaOMOAeHUE HA TU(Y3HO BH3MAJICHUE U/WIH JCTSHEePAIUs Ha CKEJICTHUTE
MyCKyIH (00paTuMo), Ha XpaHOIPOBo/a (00paTHMO) U Ha e3uKa (00paTuMo), XurepTpodus Ha
yepHUA Apo0 (00paTUMO) ¥ KOPTHKOMEAyIapHa OBOpedHa MUHepanu3anus (Y1aCTHIHO
BB3CTAHOBSIBAHE MPH MBKKUTE U 0€3 Bb3CTAHOBSIBAHE TIPH KEHCKUTE B PAMKUTE HA 8 CEIMUIIN CIIE
kpas Ha ekcrio3unusta). NOAEL cvorBercTBa Ha mmasMena AUC24h 13,1 u 35,6 pg-h/ml 3a
oenaxunuH (~0,7 ot kmmAMYHATa 103a) ¥ 10,5 u 16,3 pg-h/ml 3a N-MoHOAEMETHIIOBUST META0OIUT Ha
6enaxmnuH (M2) CbOTBETHO IPY MBKKH U )KEHCKH KUBOTHH (~1,8 OT KIMHUYHATA 71034).

Orenka Ha pucka 3a okoiHara cpeaa (ERA)

OreHkaTa Ha pUCKa 3a OKOJIHATA cpejia MoKasa, ue OeJax i uMa MOTEHIHaN Ja ObJIe yCTOWYHB,
OroakyMyJHpalll 1 TOKCHYEH 3a OKOJIHAaTa cpesa (BX. Touka 6.6).

6. DAPMAIIEBTUYHHU JAHHU
6.1 ChoucbkK Ha NIOMOIIHHUTE BENIECTBA

SIRTURO 20 mg TabueTku
MukpokpucTaiHa Heiryio3a
Kpocnosunon

Cunuuues JUOKCH, KOJIOUIEH 0e3B0IeH
Xumpomenosa

ITommcop6at 20

Harpues creapun pymapar

SIRTURO 100 mg TabneTku

JlakTo3a MOHOXHIpPAT

IHapeBnuHo HUmIECTE

Xumpomenosa

ITommcop6at 20

MukpokpurcTanHa [eiryjio3a
Kpockapmenosza Hatpuit

CunuinmeB TUOKCH]I, KOJIOUIEH 0e3BOCH
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MarunesueB cTeapat

6.2 HecbBmecTuMoOCTH
Henpunoxumo

6.3 Cpok Ha roaHOCT

SIRTURO 20 mg tabneTrkn
- 3 roguHu

SIRTURO 100 mg tabneTku
- 3 roguHu

6.4 Chneuuananm ycjaoBHs HA CbXpaHeHUe

To3u nekapcTBEH NPOAYKT HE U3HCKBA CIICLUAIHY TEMIIEPATypHU YCIOBUS HA CbXpPaHEHUE.

SIRTURO 20 mg TabmeTkn
Ja ce cbxpaHsiBa B OpUI'MHAJIHATa ONAKOBKA, KOSITO Ja € IUIbTHO 3aTBOPEHA, 3a J1a Ce MPEANasu OT
CBETJIMHA U Biara. /la He ce u3Bakaa CyIuTes.

SIRTURO 100 mg Tabnetku
Ja ce cbxpaHsBa B OpUI'MHAJIHATa ONAKOBKA, 3a J1a C€ MPEANa3u OT CBETIINHA.

6.5 Buau chabp:kaHUe HA ONIAKOBKATA

SIRTURO 20 mg TabieTku

bsima matoBa OyTrika ot monuernieH ¢ Bucoka mrpTHOCT (HDPE) cbe 3amuTena ot nema
nonunponuieHosa (PP) 3amymanka ¢ HHAYKIIMOHHO 3armeyaTaHo aryMuHHeBo (osno. Besika OyTuika
chIbpka 60 TaONETKH U CYIIUTEN OT CHITUKArel.

SIRTURO 100 mg tabuerku
bsina HDPE 6yTuiika cbe 3amureHa ot jetia PP 3anyrianka ¢ MHIYKIIMOHHO 3alie4aTaHo alyMUHUECBO
¢dommo, cerbpxkama 188 TabneTky.

Kapronena onakoBka, chabpxaiia 4 n30yTBamiy ce OJUCTEPHH JIEHTH (ChABpPXKAIH 6 TabJIeTKH 3a
nenra). TabneTkuTe ca onakoBaHu B OHCTEPH OT (DOITHO alyMUHHIA/aTyMIUHUH.

He Bcuuku BUIOBE OMAKOBKH MOT'aT jJa ObJIAT MyCHATU B IPOAaK0a.
6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsIHE H padoTa
To3u nexkapcTBeH MPOAYKT MOXKE J1a TIPEICTABIIABA PUCK 32 OKOJTHATa cpefa (BK. Touka 5.3).

HewnsnonsBaHusT JeKapCcTBEH NPOAYKT WU OTHAABYHUTE MaTepHAII OT HEro Tpsi0Ba Ja ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHHUTE M3UCKBAHMS (BXK. TOUKa 5.3).

SIRTURO 20 mg TabieTku MOKe J1a ce IMpuiiara 1 mpe3 CoHAa 3a XpaHeHe (c pa3mep 8 Wiu mo-
roJisiMa) KaKkTo Cllef[Ba:

. Hucneprupaiite 5 unm mo-manko tabnetku B 50 ml Herazupana Boga u cMecere 100pe. Cmecta
TpsiOBa 1a Objae Os1a 10 OYTH Os11a, KaTO Ce OYaKBa HAJIUYME Ha BUIUMH YACTHIIM.

o [Ipunoxkere BegHara rnpe3 COHAATa 3a XpaHeHe.

o [ToBTOpETE C HOMBIHUTETHUTE TAOJIETKH 10 TOCTUTAHE Ha JKEJTaHaTa J103a.

. IIpomwuiiTe momwIHUTETHO ¢ 25 ml Bo/a, 32 1a € CUTYpPHO, Y€ HAMA OCTATHIIA OT TA0JIETKUTE B
MaTepHaJIUTe, U3MOI3aHH 33 IPUTOTBSIHETO, MJIM B COH/ATa 3a XpaHEHe.

. IIpuemaiite ¢ xpaHa.
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7. MNPUTEXATEJ 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

9. JATA HA ITBPBO PAZPEIIABAHE/IIO/ITHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Hata Ha mepBO pazpemasane: 5 mapt 2014 r.

Hata Ha nocnenno nonHoBsiBane: 21 HoemBpu 2023 T.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

06/2026

[MoxpoOHa uH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
arcHIMs 10 JieKapcTBaTa https://www.ema.europa.eu.
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HPUJIOKEHUE I1

MMPON3BOJUTEJL, OTTOBOPEH 3A OCBOBOXIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OT'PAHNYEHMUSA 3A BE3OITACHA 1 E@OEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A. NPOU3BOIUTEJL, 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

benrusa

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

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa [0 OrPaHUYEHO JeKapcko npeanucanue (Bx. [punoxenne I:
KpaTka xapakTepucTrka Ha IpoAyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSI U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokaanau 3a oezonacuoct (ITAIB)

Wzuckpanusra 3a mogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIHCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npeasuaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUYKH CJIeIBaIIl aKTyalln3alliH, ITyOIUKyBaHU HA €BPOTIEHCKUS
yeOmopTa 3a JeKapcTBa.

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

. Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[Mputexatensar Ha pa3peuieHrero 3a yrnorpeda ([IPY) Tpsabdsa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH 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 TMOJI3a/PUCK, WK CIIe/T IOCTUTaHe Ha BaKEH eTar (BB BPb3Ka ¢ IPOCIIe/sIBaHe
Ha JIeKapCTBeHATa OE30MACHOCT U CBEXJIaHe Ha PHCKA JI0 MUHUMYM).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA

26



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 tabmeTkn
OemaxIny

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika Tabnerka cpabpika OenaxminH Gymapart, eKBHBaJIeHTHO Ha 20 mg OemaxviTiH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

3a noBede HHPOPMALHSI 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 NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 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. JIa HE C€ U3BaXXAa CyLINUTEIA.
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKE Na MPEACTABJIIBA PUCK 3a OKOJIHATa Cpeaa. Hewusmnon3panusr
JICKApCTBCH NPOAYKT Tp}l6Ba ha C€ U3XBHPJIU B CbOTBETCTBUEC C MCCTHUTEC U3UCKBAHUS.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/901/003

13. MAPTHUIEH 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 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHU 3A HETEHE 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 tabmetkn
OemaxIny

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(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 TabyeTku

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

[Mpean ynorpeba npoveTeTe 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, KaTo T4 C€ AbPKU IIJIBTHO 3aTBOPEHA, 3a Jia CC IIPCAIIa3su
OT CBCTJIMHA U BJiara. I[a HE C€ U3BaX1a CYIIUTECIIA.
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKE [1a MPCACTABJIIBA PUCK 3a OKOJIHATa Cpeaa. Hewnsnon3pauust
JICKApCTBCH NPOAYKT Tpﬂ6Ba Ja C€ U3XBBHPJIU B CbOTBETCTBUC C MCCTHUTC U3MCKBAHUSA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/901/003

13. MAPTHUIEH 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 Tabnerkn
OemaxIny

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika Tabnerka cpabpika 6emaxuianH Gymapart, ekBuBasieHTHO Ha 100 mg OemaxmnmH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbpika JaKT03a MOHOXUAPAT.
3a nmoBeve nHGpOpPMAIIKsI BIXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

188 Tabnerku

S. 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 NPEAYHPEXIEHUS, 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. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MNPOAYKT MOXKEC [a MPCACTABJIIBa PUCK 3a OKOJIHATA Cpeaa. Hewusnon3panusr
JICKApCTBCH NPOAYKT Tp}l6Ba Aa €€ U3XBHPJIU B CbOTBECTCTBUC C MECTHUTC U3UCKBAHUA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/901/001

13. MAPTHUIEH 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 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHU 3A HETEHE 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 Tabnerkn
OemaxIny

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika Tabnerka cpabpika 6emaxuianH Gymapart, ekBuBasieHTHO Ha 100 mg OenaxmnmH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika JaKTO3a MOHOXHPAT.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

188 Tabnerkn

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 NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 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. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU 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 U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/901/001

13. MAPTHUIEH 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 Tabnerkn
OemaxIny

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika Tabnerka cpabpika 6emaxuianH Gymapart, ekBuBasieHTHO Ha 100 mg OenaxmnmH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChbIbpika JaKT03a MOHOXUAPAT.
3a nmoBeve nHGpOpPMAIIKsI BIXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

24 tabneTku

S. 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 NPEAYHPEXIEHUS, 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. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

To3u JICKApPCTBCH MPOAYKT MOXKE Na MPEACTABJIIBA PUCK 3a OKOJIHATa Cpeaa. Hewusnon3panusr
JICKApCTBCH NPOAYKT Tp}l6Ba Aa C€ U3XBBPJIU B CbOTBECTCTBUEC C MCCTHUTEC U3UCKBAHUA.

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/901/002

13. MAPTHUIEH 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 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHU 3A HETEHE 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 Tabnerkn
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.  JPYIO
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

SIRTURO 20 mg TadaeTkn
6enaxwnH (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

ALY

1. Kaxkso npeacraBiasasa SIRTURO u 3a kakBo ce u3noj3sa

SIRTURO cbhabpxa akTUBHOTO BEIIECTBO OCAaxXHIIKH.

SIRTURO e Buj aHTUOMOTHK. AHTHOUOTHUITUTE Ca JIEKAPCTBA, KOUTO yOUBAT OaKTEPUHTE-
NPUYMHHUTEIH Ha OoJiecTTa.

SIRTURO ce u3no:xnssa 3a jedeHre Ha TyOepKyJ103a, 3acaraiia oenure 1podoBe, Korato 3a00JIiBaHETO
€ CIIPSIO JIa Ce MOBIUSBA HAH-MaJIKO OT pU(QAMITUIIMH ¥ W30HUA3U/T, KOUTO CHIO Ca aHTHOMOTHIIH.
SIRTURO tpsi0Ba BuHAru Aa ce npuema 3aeJHo ¢ APYTH JeKapcTBa 3a JIedeHHe Ha TyOepKyJio3a.
[Ipunara ce npu Bb3pacTHU U Jena (Ha Bb3pacT 2 U MoBeue OJUHM U € TETJIO He Mo-Masko oT 7 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
nekapcTBo (u30poeHu B Touka 6). Ako ToBa ce oTHacs 3a Bac, He nmpuemaiite 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
yabmxeH QT-unTepBan’;

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

o uMare HaMmaneHa QyHKIMA Ha NIMTOBUIHATA Kie3a. ToBa MOXe Jja ce BUJH MIPU U3CIIeIBaHE Ha
KPBBTa;

o uMare 4epHOIPOoOHO 3a00IsBaHe UM PEIOBHO KOHCYMHpATE aJIKOXOJl;

o uMaTe HUCKO HHMBO Ha KaJiiii B KpbBTa. TOBa MOKe /1a ce BUAM IPU U3CIIeIBaHE 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 HuBata Ha SIRTURO B kpbBTa npu toHOMmIH, ¢ Terio ot 30 xo 40 kg, na 6p1aT MO-BUCOKH
OT Te3U NpU Bbh3pacTHU. ToBa MOXke Ja ObJIe CBBP3aHO C MOBUIIEH PUCK OT OTKJIIOHCHHE, OTYCTCHO B
EKTI Ha cpprieto (HapeueHo yabpkaBane Ha QT-nHTepBana) Wil MOBUIIEHN Y€PHOAPOOHN CHIUMHU
(oTyeTeHu Tpy M3CIIEBAHE HAa KPBBTA). | '0BopeTe ¢ Bamms nexkap, papManeBT HITH METUITTHCKA
cectpa, npeau na npuemere SIRTURO.

He naBaiite TOBa TIeKapcTBO HA Jieia O 2 TOAWHU WM C TETJIO oA 7 kg, 3aIoTo He € MPOydeHo MpH
TE3H MAIlUCHTH.

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.

ITo-mony ca JajeHu MPUMEPH 3a JICKapCTBa, KOMUTO MOXE Jla C€ MPHEeMaT OT MalueHTH ¢ 6eroapooHa
TyOepKyJ03a, IpUunHeHa oT M. tuberculosis, pe3UCTCHTEH Hali-MaJIKO KbM pU(paMIIUIIMH U
W30HHA3W]I, 1 KOUTO MOTaT MOTEeHITNANHO 1a B3anmoaeicTBar chc SIRTURO:

JlekapcTBo (MMe Ha 3a kaKBO ce U3M0JI3Ba
aKTUBHATA ChCTABKA)
pudammuyH, pudaneHTHH, 3a JIeYeHHe Ha HAKOW HH(EKINH KaTo TyOepKy1o3a
pudaldyTuH (aHTUMHKOOAKTEpUAIIHH)
edaBUpEHII, €TPaBUPHH 3a siedeHue Ha XV B uHdeknus (aHTHpeTpOBUPYCHH
HEHYKJICO3UIHU HHXUOUTOPH Ha oOpaTHATa TPaHCKPUITA3a)

KkapbamaszenuH, QeHUTONH 3a JIeYSHHE Ha eNWICIITHYHH NPUNaably (AHTUKOHBYJICAHTH)
XBIT KaHTapuoH (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,
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. Kaxk n1a 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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Ynorpeda npu gena (Ha 2 1 moBedve roguHu ¢ Teryo ot 7 kg 1o mox 10 kg)

KakBo ko1uyecTBO 12 ce npueMa
SIRTURO ce npuema 3a 24-ceqMudeH Kypc.
IIbpBUTE 2 ceqMum:

° npuemat ce 80 mg BeIHBK THEBHO.

Ot Cenmuna 3 1o Cenmuna 24:

o npuemart ce 40 mg BeAHBXK THEBHO €aMO 3 THM OT BCAKA CEAMMIIA.

. mexay Bceku nmpueMm Ha SIRTURO tps6Ba na mva nHTEpBai oT MUHUMYM 48 Jaca.

Hanpumep SIRTURO moxe aa ce mpuema BCEKU MOHENCTHUK, CPsiia U ETHK OT
Cenmuria 3 HaTaTHK.

Ynorpebda npu geua (Ha 2 u noBeye roguHu u ¢ Terso ot 10 kg no nmox 15 kg)
KakBo kosu4ecTBO /1a ce npueMa

SIRTURO ce nmpuema 3a 24-ceqMudeH Kypc.
IIbpBUTE 2 ceamuum:

. npuemMart ce 120 mg BeAHbK THEBHO.

Ot Cenmuna 3 1o Cenmuna 24:

. npuemMart ce 60 mg BeAHBXK THEBHO €aMO 3 THM OT BCAKA CeAMMIIA.

. mexay Beeku rmpueM Ha SIRTURO TpsiOBa a iMa WHTEpBaI OT MEHUMYM 48 Yaca.

Hanpumep SIRTURO moxe aa ce mpuema BCEKU MOHENETHUK, CPSIAA U NETHK OT
CenMuriia 3 HaTaThbK.

Ynorpebda npu aena (Ha 5 1 noBeye roAuHU U ¢ Terjo ot 15 kg no mox 20 kg)
KaxBo kou4yecTBO Aa ce mpueMa

SIRTURO ce npuema 3a 24-ceqMu4eH Kypc.
IILpBUTE 2 ceaMuum:

° npuemat ce 160 mg BeAHbXK THEBHO.

Ot Cenmuna 3 no Cenmuna 24:

. npuemMart ce 80 mg BEAHBK THEBHO €aMO 3 THM OT BCAKA CEAMMIIA.

. mexay Beeku rmpueM Ha SIRTURO TpsiOBa 1a iMa WHTEpBaJI OT MUHUMYM 48 Yaca.

Hampumep SIRTURO Moxxe na ce npreMa BCEKH MOHEAETHUK, CPsiia ¥ IETBK OT
CenmMurnia 3 HaTaThBK.

Ynorpebda npu xena (Ha S 1 moBe4ve roquHu U ¢ Terao ot 20 kg no mox 30 kg)
KakBo kosu4yecTBO Aa ce mpueMa

SIRTURO ce mpuema 3a 24-ceqMudeH Kypc.
IIbpBuTE 2 cenmuum:

. npuemMart ce 200 mg BeAHbK AHEBHO.

Ot Ceamuna 3 o Cenmuna 24:

. npuemMart ce 100 mg BeTHBK AHEBHO caMO 3 THH OT BCSIKA CeIMHULA.

. mexay Bcekd mpueM Ha SIRTURO TpsiOBa 1a uMa uHTEpBaJI OT MUHUMYM 48 daca.

Hampumep SIRTURO moxe ma ce mpruemMa BCEKH MOHENESTHUK, CPsIia U IETHK OT
CenmMuriia 3 HaTaThBK.

Ynorpeda npu Bb3pacTHH U Jiela (Ha Bb3PACT 5 rOANHHU U MO-T0JIEMH U C TEIJI0 He M0-MAaJIKO OT
30 kg)

KakBo xo1u4ecTBO Aa npuemMare

IIpuemaiite SIRTURO 3a 24 ceaqmudeH Kypc.
II'bpBuTe 2 cexmMuu:
. npuemaiite 400 mg BeAHbK THEBHO.
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Ot Cenmuna 3 1o Cenmuna 24:

° npuemaiite 200 mg BeAHBXK AHEBHO caMO 3 JIHM OT BCSIKA CeIMUIIA.

. mexay Bceku mpueM Ha SIRTURO TpsOBa na uMa HHTEpBaJI OT MUHUMYM 48 Yaca.
Hampumep, moxe ma mpuemate SIRTURO Bcekn OHENETHUK, CPsia U IETHK OT
Cenmuiia 3 HaTaThHK.

Mosxe na Bu ce HaJIoKu J1a MPOABIDKUTE TIPUeMa Ha OCTAaHAIUTE JIEKAPCTBA 32 TyOepKyo3a Mo-AbJIro
ot 6 mecerna. [loruratite Bamms nexap wimu dapmarieBT.

IIpuem Ha JieKapCcTBOTO

. Bunaru npuemaiitre SIRTURO c xpana. [IpuemMbT Ha XpaHa € BaK€H 3a IIOCTUTaHE Ha
HEoOXOIUMHTE HUBA Ha JIEKAPCTBOTO BbB Bamust opraHu3bM.

AKO MO’KeTe 1a I'bJITATe TA0JeTKH
. I'baTaiiTe TaONETKHUTE 1IENIN C BOJa — TA0JIETKUTE MOXKE JIa CE I'bJITAT LEIH WK Ja Ce Pa3lIeIsT

HaI0JIOBHUHA.

AKO He MO2KeTe [1a I'bJITATe TA0JeTKH

° Axo ue moxete ga reatate SIRTURO Ttabnerku, Bue moxere:
o Ja ru cmecute ¢ Boxa: CMmecere 10 5 TaOJCTKH ¢ €HA YaCHa JIbXHYKA BOJIA, JIOKATO €

CMECST HAITBJTHO.

o I'mpTHETE BeHAra cMecTa MU

o 3a no-necHo npueMane Ha SIRTURO moxe n1a 1006aBuTe MOHE OIIe eHa
JOITHTHATENTHA YaeHa JIbKIYKa Bo/Ia (MK IpyTra HAIMTKA) WM MeKa XpaHa ¥ [1a TH
CMecHTe.

o [Ipu cMecBaHETO MOYKeE J1a U3I0JI3BATE €IHA OT CJICAHUTE HAIIMTKH: BOJA, MJICUCH

MPOJYKT, AOBJIKOB COK, IOPTOKAJIOB COK, COK OT YepPBEHU OOPOBUHKH HITU
ra3upana HanuTka. [Ipu cMecBaHEeTO MOXKE J]a M3IOI3BATE CIETHUTE MEKH XpaHH:
KHCEJIO MIISIKO, SIOBJIKOBO TFOpE, MIOpe 0T OaHAHM WIIM OBECEHA Kalla.

o} I'nbTHETE cMecTa BeHara.
e} [ToBTOpETE C OIle TabNETKH, TOKATO MpHUEMeTe IsyIaTa 103a.
e} VYBepere ce, 4e B Cha HAMA OCTaThIHU OT TaOJETKUTE, IPOMHITE C OIIE MAJIKO OT

HaNMTKaTa WK J00aBeTe OIlle MEKa XpaHa W BEJHAra IITbTHETE CMeCTa.
PasTpomere Ta0IeTKHTE U TH CMeceTe ¢ MeKa XpaHa: Moxke /1a U3M0I3BaTe MeKa XpaHa KaTo Harp.
KHCEJIO MITSIKO, SIOBJIKOBO IMIOpE, MIOpe OT OaHAHW WIIH OBeceHa Kaiia. [ ThTHeTe CMecTa Be/IHara.
VYBepere ce, 4e B ChJ]a HIMa OCTAThIU OT TabJETKHUTE, 10OABETE Ollle MeKa XpaHa W BeJHAra TIIbTHETe
cMecra.
. Conpna 3a xpanene: SIRTURO 20 mg Ta0neTku MOXke Ja ce J1aBa Ipe3 HIKOU
OTpeJIeIICHH BUIOBE COHJTU 3a XpaHeHe. [lonuTaiTe MEAUIUHCKHS CIICIUATUCT 32
CICIMAIHYU YKa3aHHsI Kak MPaBUIIHO Jia TpueMare TabJIeTKUTE Tpe3 COHJIa 32 XpaHEHE.

AKo cTe ipuesan noseyve ot Heodxoanmara 103a SIRTURO
Ak cre npuenu noeue ot HeoOxoaumarta no3a SIRTURO, vezabaBHO nocetete nekap. Hocere ¢ Bac
OITaKOBKaTa OT JICKapCTBOTO.

Ako cte nponycHaym 1a npuemere SIRTURO
IIpe3 mbpBHUTE 2 cenMUIA

L Hpecxoque ImpoIrycHaTaTta J03a U B3EMETC ClICABalliaTa 1034 CbIrJIaCHO oOuuaitHaTa cxema.
L He B3emaiite HBOﬁHa 1034, 3a 1a KOMIICHCHUPATEC IIpOoIlyCHaTaTa J103a.

Ot Ceamuna 3 HATATBK

L Bzemere IpoIrycHaTaTa 103a Bb3MOXKHO Haﬁ—CKOpO.

L Bn3o6HOBeTe npuemMa Ha Tpu I'bTU B CCAMUIIATA.

L YBepeTe C€, 4€ Ca U3MHHAJIN Haii-majko 24 4Jaca MEXKAYy NprUE€Ma Ha MponycHaraTra 103a U
ciaeaBaliara rjaHrupaHa 103a.

L He B3emalite moBeue ot npeanunucanata C€AMUYIHa 103a B 7-I[HCBHI/I$I nepuon.

43



AXO CTe POMyCHAIH /1033 ¥ HEe CT€ CUT'YPHH KaKBO Jia MPaBUTe, rOBOpeTe ¢ Barms nekap win
(hapmarieBT.

Ako cte cuipesau npuema Ha SIRTURO
He crmmpatite npuema na SIRTURO, 6e3 mepBo 1a 06chauTe ToBa ¢ Bamms jgexap.

[IponyckaHeTo Ha 103K WM HE3aBLPIIBAHETO HA ITBITHUS KypC HA TEPAITHsATa MOXKE:

o Jla HarpaBH JieueHneTo Bu HeeeKTUBHO U TyOepKyJi03aTa MOXKE Jia Ce BJIOIIH, U;

o Jla YBEITMYH IIaHca OaKTEPUUTE J1a CTAHAT PE3UCTEHTHH KbM JIEKapCTBOTO. TOBa 03HAYaBa, 4e
Bamero 3abonsBane moxe na crane HeneanMo cb¢ SIRTURO nnm npyru nexapctsa B Obaere.

AKO UMare HIKaKBY JIOTBIHUTEIHA BBIIPOCH, CBhP3aHH C YIIOTpeOaTa Ha TOBA JICKAPCTBO, IOMUTANTE
Bamms nekap, papmareBT niiv MEJUITHHCKA CECTpa.

4. Bb3MOKHY HelKeJIaHU peakiuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAN3BUKA HEXKCIAHU PE€aKIIUH, BBIIPEKU Y€ HC
BCCKH T'U ITOJTy4aBa.

MHuoro 4yectu (MOXe 11a 3acerHat noseue ot 1 Ha 10 mymmm):

. otkioHenne ot HopMmaTa B EKI', HapeueHo ,,ynpmxaBane Ha QT-untepBana”. HezabaBHO
KaxeTe Ha Baius nekap, ako ¢Te IOJIy4HIIv IPUITAIbK

. TIOBUIIIEHU CTOMHOCTH Ha YEPHOJPOOHUTE SH3UMH (CIIOpe]l pe3yaTaTuTe OT KPhBHUTE

W3CIICIBAHNS)

ri1aBoOosme

cTaBHa 0OITKa

3aMastHOCT

raJicHe WY OBPbINAHE.

Yectu (Moxe n1a 3acersat no 1 Ha 10 gymm):

o Iuapus
o 00JIKa MM YyBCTBUTEITHOCT Ha MYCKYJINTE, KOUTO HE Ca B pe3yJTaT Ha (PU3NUECKO
HaTOBapBaHe.

Cho0maBaHe Ha HesKeJIAHH PeaKINu

AKXO TOTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHN Peakluy, yBeroMeTe Bamms ekap, GapmaneBT mim
MeIUIUHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH Bb3MOYKHU HEOITMCAHH B Ta3W JIMCTOBKA HEXKEJIAHH
peakuu. MoxeTe ChIIIO JIa ChOOIUTE HeXKENIaH! Peaklui JUPEKTHO Ype3 HAIlMOHAHA CHCcTeMa 32
ChOOIIaBaHe B

WzmbiHuTEIHA areHuys 1o JieKapcTBaTa

yi. ,,Jlamsa I'pyeB® Ne 8

1303 Codust

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo chobimaBare HexxeNlaH! peakiiuy, MOXKETe Jia aJieTe CBOS IPUHOC 3a MOJTyYaBaHe Ha TOBEYe
MH(OPMAIU OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak n1a coxpansaate SIRTURO
Ja ce cbxpaHsBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.

He usmnosn3Baiite TOBa JIEKapCTBO CJIE]] CPOKA HAa FOJHOCT, OTOE/IsI3aH BbPXY KapTOHEHATA OMaKOBKa
caen "T'onen go:”. CpoKbT Ha TOAHOCT OTrOBAaps Ha MOCIEIHUS JCH OT IOCOYCHUS MecCell.
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ToBa jexapcTBO HEe U3MCKBA CIEIHATHU TEMIIEPAaTypHH YCIOBHUS Ha ChXpaHEeHNE.

ChxpaHsBaiiTe B OpUTHHAITHATA OTIAKOBKA, KAaTO S IbPXKHUTE TUTHTHO 3aTBOPEHA, 3a JIa CE MPe.Ia3u OT
CBETJIMHA U Bara. J[a He u3BaxknaiTe cymutelns (TopOuvKaTa ChabpiKa CpeJCTBO, KOSTO MOTIThIA
BJIaraTa).

ToBa ekapcTBO MOXKE J]a IPEICTABIsABA PUCK 32 OKOJIHATA cpeaa. He u3xpopisiite nekapcTBarta B
KaHaJIM3aIuATa WIM B KOHTEHHepa 3a noMantau otnaasiu. [Tomuraiite Bamms dpapmareBT kak 1a
M3XBBPIISITE JIEKapCTBaTa, KOUTO Bede HE M3Mo3Bare. Te3n MEepKH Iie CIIoMOTrHaT 3a Ola3BaHe Ha
OKOJIHAaTa cpefa.

6. ChabpikaHue HA ONMAKOBKATA U JOMBJIHUTENHA HHOpManus

Kakpo cbabp:xa SIRTURO

o AKTHUBHOTO BEIIECTBO ¢ OenaxminH. Besika TabneTka chabpxka OenaxuiniH gymapar,
eKkBUBaJIeHTHO Ha 20 mg OeaxmiuH.

o Jpyrute cbCcTaBKH ca: MUKPOKPHUCTAIHA 11€1yJ103a, KPOCIIOBUIOH, KOJIOUJIEH O€3BOACH

CUJIMIIMEB JUOKCHUJI, XHUIPOME03a, moaucopoar 20, HaTpueB cTeapui Gymapar.

Kak m3rie:kna SIRTURO u kakBo ¢cbabpika ONIaKOBKATA

HeoOBura, 0si1a 10 IOYTH Osi1a, IPOABIrOBaTa TabJIeTKa C JCJIUTEIIHA YepTa OT JBETE CTPAHH, C
BIUTEOHATO penedHo obo3HayeHwue ,,2° u ,,0° OT eHaTa CTpaHa U TJIajKa OT Jpyrara cTpaHa.
[TmactmacoBa OyTmika, chabpikaia 60 TabIeTKu.

IpuTexaTes Ha pa3pelIeHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauren

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a AONMBIHKUTENTHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI
NPEICTABUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: 0800 93 377 Tel: +370 5 278 68 88
info_belux@its.jnj.com It@its.jnj.com

bbarapus Luxembourg/Luxemburg
»JPKOHCBH & JI>koHCBHH bbarapus” EOOJ Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: 800 29 504
jjsafety@its.jnj.com info_belux@its.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

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

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

E\rada

Janssen-Cilag ®oppokevtikiy Movonpocmnn

A.E.B.E.
TnA: +30 210 80 90 000

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

France

Janssen-Cilag

Tél: 0 800 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
jisafety@JNJCR.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@yvistor.is

Italia

Janssen-Cilag SpA

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

Kvnpog
Boapvépoc Xatinmavayng Atd
TnA: +357 22 207 700
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Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

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

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

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 1401 18 00
JNJ-SI-safety@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
Ttn: +46 8 626 50 00
jacse@its.jnj.com


medinfo-de@its.jnj.com

Latvija

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

lv@its.jnj.com

JlaTa Ha moc/1enHO mpepa3riexaane Ha gucroBkara 06/2026

ITonpoOHa mH(pOpManKs 3a TOBaA JIEKApCTBO € IpeocTaBeHa Ha yeOcaiita Ha EBporeiickaTa areHIus
IO JIeKapcTBara: https://www.ema.europa.eu.
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

SIRTURO 100 mg TadaeTkn
6enaxwnH (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 MMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NoNuTaiTe Bamms nekap, hapmaneBT win
MEIMLMHCKA 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,
HEOIMCaHU B Ta3H JUCTOBKA. Bukre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakso mpencrasnasa SIRTURO u 3a kakBo ce u3nosssa
Kakgro TpsiOBa aa 3naere, npenu aa npuemere SIRTURO
Kax ga npuemare SIRTURO

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpanssare SIRTURO

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

ALY

1. Kaxkso npeacraBasasa SIRTURO u 3a kakBo ce u3noJi3sa

SIRTURO cbhabpka akTUBHOTO BEIIECTBO O€AaXUIIKH.

SIRTURO e Buj aHTUOMOTHK. AHTHOUOTHUITUTE Ca JIEKAPCTBA, KOUTO yOUBAT OaKTEPUHTE-
NPUYMHHUTEIH Ha OoJiecTTa.

SIRTURO ce u3no:nssa 3a jedeHre Ha TyOEepKyJ103a, 3acaraiia oeauTe ApoOoBe, KOrato 3a00IsIBaHETO
€ CIIPSIO JIa Ce MOBIUSBA HAH-MaJIKO OT pU(QAMITUIIMH ¥ W30HUA3U/T, KOUTO CHIO Ca aHTHOMOTHIIH.
SIRTURO tpsi0Ba BHHAru Aa ce npuema 3aeJHo ¢ APYTH JeKapcTBa 3a JiedeHUe Ha TyOepKyIi03a.
[Ipunara ce npu Bb3pacTHU U Jena (Ha Bb3pacT 2 U MoBeue OJUHM U € TETJIO He Mo-Masko oT 7 kg).
3a gocTHraHe Ha MOAXOJIIATA 1032 MPH MAIMEeHTH ¢ Terso nox 15 kg TpsaoBa na ce u3monspa
SIRTURO 20 mg TabneTKH.

2. KakBo TpadBa na 3uaere, npeau aa npuemere SIRTURO

He npuemaiite SIRTURO:

o aKo CTe aJlepru4HU KbM OCHaxXMIUH WIK KbM HSIKOS OT OCTaHAJINTE ChCTaBKH Ha TOBA
JeKkapcTBO (M30poeHN B ToUuKa 6). AKO ToBa ce oTHacs 3a Bac, He mpuemaiite SIRTURO. Ako
HE CTEe CUTYpHH, ToBopeTe ¢ Bamms nexap nnm dapmanesT, npeau na npuemere SIRTURO.

Hpeuynpeﬁcneﬂuﬂ U NpeANmasHA MEPKHA

l'oBopete ¢ Bamus nekap, papManeBT Wi MeJUIUHCKa cectpa, npean aa npuemere SIRTURO, axo:

o cTe nManu abHopMHa enekrpokapauorpama (EKIY) Ha cbprieto nnm chplieuHa HEAOCTaTbYHOCT;

o uMare JIM4Ha Wi (aMuiTHa aHaMHe3a 3a ChbpACYHO HapylIeHUe, HapeueHo ,,CHHAPOM Ha BPOJAEH
yabmkeH QT-unTepBan’;

o npueMare JApyry JIeKapcTBa, Thid KaTO HAKOU OT TAX MOJKE JIa YBEJINYAT PUCKA OT HEXKEJIaHH
peaKIum;

o UMaTe HaMaseHa (GyHKIMS Ha IUTOBUAHATA jKiIe3a. ToBa MOXKe /1a ce BUIM IPH U3CIIeIBaHE Ha
KPBBTa;
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. UMaTe YSPHOAPOOHO 3a00JIBaHE WU PEAOBHO KOHCYMUPATE AITIKOXOJ;
. MMaTe HUCKO HUBO Ha KaJIMi B KpbBTA. ToBa MOXE J1a c€ BUJIU IIPU U3CJICIBAHE HA KPBHBTA;
o uMaTe UH(EKIUS C YOBLIIKH uMyHoaeduiuteH upyc (XMB).

AKO HSIKOE OT TOpPHUTE ce OTHacs 3a Bac (wnm ako He cTe curypHHu), roBopeTe ¢ Bamms jexap,
(dapmaneBT uIM MeAULMHCKa cecTpa, peau aa npuemete SIRTURO.

Jeua v roHOIIN

Ouaksa ce HuBata Ha SIRTURO B kpbBTa npu toHOMmIH, ¢ Terio ot 30 mxo 40 kg, na 6p1aT MO-BUCOKH
OT Te3U NpU Bbh3pacTHU. ToBa MOXke Ja ObJIe CBBP3aHO C ITOBUIIICH PUCK OT OTKJIIOHCHHE, OTYCTCHO B
EKT Ha cpprieto (HapeueHn yabinkaBane Ha QT-wHTepBaia) Wiy MOBUIIIEHA YePHOAPOOHN €H3UMHU
(oTueTeHu npu M3CIIEaBaHE HAa KPBBTA). | '0BopeTe ¢ Bamms nekap, papManeBT HITd METUITTHCKA
cectpa, npeau na npuemere SIRTURO.

He naBaiite TOBa 1eKapcTBO HAa Jienia O/ 2 TOAWHU WK C TETJIo oA 7 kg, 3amoTo He € MPOy4eHo Mpu
TE3U IMallUCHTU.

dpyru aexkapcrea u SIRTURO

Heiicteuero vHa SIRTURO moxe n1a ce moBnuse ot Apyry JiekapcTBa. MHbopmupaiite Bamms nexap
i ¢apmarieBT, ako IpreMaTe, HaCKOpO CTe MPUEMaJIi WK € Bb3MOYKHO J1a TIPUEMETe JPyTH
JIeKapCTBa.

ITo-mony ca JajeHu MpUMEPH 3a JICKapCTBa, KOMTO MOYXE J1a C€ MPHEeMAaT OT MaIueHTH ¢ 6eroapodHa
TyOepKyJ03a, IpuunHeHa ot M. tuberculosis, pe3UCTCHTEH Hali-MaJIKO KbM pU(GaMIUIIMH U
W30HHA3W]I, 1 KOUTO MOTaT MOTEeHIINANHO 1a B3anmoaeicTBar chc SIRTURO:

JlekapcTBeH NpoayKT (MMe Ha | 3a KAaKBO ce U3M0JI3Ba
aKTUBHATA ChCTABKA)
pudaMnuyH, pudaneHTHH, 3a JIeYeHre Ha HAKOU MH(EKINH KaTo TyOepKyJ03a
pudaldyTuH (aHTUMHKOOAKTEpUAIIHH)
edaBUpEHII, €TPaBUPHH 3a siedenne Ha XM B undeknus (aHTUpEeTpOBUPYCHH
HEHYKJICO3UIHU MHXUOUTOPH Ha oOpaTHaTa TPaHCKPUITA3a)

KkapbamaszenuH, QeHUTONH 3a JIeYCHHE Ha eNWICITHYHHU NPUNaably (AHTUKOHBYJICAHTH)
Xont xantapuon (Hypericum OMJIKOB MTPOAYKT 3a 00JIEKYaBAHE HA TPEBOKHOCT
perforatum)

SIRTURO c¢ ankoxoJ

He Tps6Ba na ynorpebsiBare ankoxod, qokaro npuemare SIRTURO.

BpeMeHHOCT 1 KbpMeHe
AKko cTe OpeMeHHa MM KbPMHUTE, CMSITATe, Y€ MOXKeE Jja CTe OpeMEeHHa MJIH IUIaHUpaTe OpEeMEHHOCT,
HOChBETBalTE ce ¢ Bammst nexap minn hapmaneBT npeny ynorpedara Ha TOBa JIEKapCTBO.

Ilodupane u padora ¢ MAlLIMHU

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

SIRTURO cbabp:xa JaKkTo3a

SIRTURO cpawpika ,,1akto3a” (BU 3axap). AKO IMaTe HETIOHOCUMOCT KbM HSIKOW 3aXapH WA He
MOJKETE J1a TH yCBOsIBaTE, FOBOpeTe ¢ Bamus siekap npeau na npueMeTe ToBa JIEKapCTBO.

3. Kak na npuemate SIRTURO

Bunarun npuemaiite ToBa JIEKapcTBO TOYHO KakTO Bu € ka3zan BammusT ekap niaum gpapmamneBT. AKO He
CTE CUTYpHHU B HElo, nonuraire Bammus nexap v gapmarienT.
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SIRTURO Ttpsi6Ba BUHAru aa ce mpueMa 3aeaHo ¢ APYTH JIeKapCcTBa 3a JeUCHUE Ha TyOepKyo3a.
BammsiT nexap e pemm Kou IpyrH JekapcTsa TpsoBa aa mpuemate cs¢c SIRTURO.

Ynorpebda npu gena (Ha S 1 noBeyve roguHu M ¢ Terso ot 15 kg n10 nox 20 kg)
KakBo kou4ecTBO /1a ce npueMa

SIRTURO ce npuema 3a 24-ceqMudeH Kypc.
IIbpBHUTE 2 ceaMum:

. npuemMar ce 160 mg BeAHBbK THEBHO.

Ot Cenmuna 3 1o Cenmuna 24:

o npuemat ce 80 mg BEAHBXK THEBHO €aMO 3 THM OT BCAKA CEAMMIIA.

. mexay Bceku nmpueMm Ha SIRTURO T1ps6Ba na mva nHTEpBai OT MUHUMYM 48 Jaca.

Hanpumep SIRTURO moxe aa ce mpuema BCEKU MOHENESTHUK, CPsiia U IETHK OT
Cenmuria 3 HaTaTHK.

Ynorpebda npu gena (Ha S u noBeve roguHu u ¢ Terso ot 20 kg 1o mox 30 kg)
KakBo kosuuecTBO 2 ce npueMa

SIRTURO ce npuema 3a 24-ceqMu4eH Kypc.
IIbpBUTE 2 ceqmuum:

. npuemMart ce 200 mg BeAHbK THEBHO.

Ot Cenmuna 3 1o Cenmuna 24:

. npuemart ce 100 mg BeTHBK AHEBHO caMO 3 IHHU OT BCSIKa ceIMHULA.

. mexay Beeku mpueM Ha SIRTURO TpsiOBa a iMa WHTEpBaI OT MUHUMYM 48 Yaca.

Hanpumep SIRTURO moxe aa ce mpuema BCEKU MOHENETHUK, CPSIAA U NETHK OT
CenMuriia 3 HaTaThbK.

Ynorpe6a npu Bb3pacTHHU U ela (HA 5 ¥ moBeyYe TOAMHM U C TerJsio He mo-mauako ot 30 kg)
KakBo xo1u4ecTBO 1a npuemare

ITpuemaiite SIRTURO 3a 24 ceamuueH Kypc.
IIbpBuTE 2 cenmuum:

° npuemaiite 400 mg BeAHbXK THEBHO.

Ot Cenmuna 3 no Cenmuna 24:

. npuemaiite 200 mg BeIHBX JTHEBHO caMO 3 THH OT BCAKA CeAMHUIIA.

. mexay Beeku rmpueM Ha SIRTURO TpsiOBa 1a iMa WHTEpBaJI OT MUHUMYM 48 Yaca.

Hampumep, moxxe na npuemare SIRTURO Bceku noHenenHMK, Cpsiia U METHK OT
CenmMuriia 3 HaTaThBK.

Moske na Bu ce Hanoxu 1a NpoABIKUTE IPUEMa Ha OCTaHAIMUTE JIEKapCTBa 3a TyOepKy03a Mo-1AbJTo
ot 6 mecena. [lonuraiite Bamms nekap wim dapManesT.

IIpuem Ha JieKapcTBOTO

. Bunaru npuemaiite SIRTURO c xpana. [IpuembT Ha XpaHa € BaKeH 3a TIOCTUTaHE Ha
HEOOXOTUMHTE HUBA Ha JIEKAPCTBOTO BHB Bamust opraHu3bpM.
. ['baraiiTe TabNEeTKUTE 1SN C BOJIA.

AKo cTe npueau noseye ot Heodoxoaumara go3a SIRTURO
Ako cte puenu nosede oT HeoOxoaumara go03a SIRTURO, ne3abaBHo mocetere siekap. Hocete ¢ Bac
OITaKOBKaTa OT JICKapCTBOTO.

AKxo cte nponycHagu 1a npueMmetre SIRTURO

IIpe3 mepBHTE 2 cenMunmn

o [Ipeckouete mpomycHaTaTa 1032 1 B3eMeTe CJISABalIaTa 103a ChbIIIacHO o0MUaiiHaTa cxema.
o He B3emaliTe nBoiiHa 034, 3a Jja KOMIIEHCHpATe MPOITyCHATaTa 103a.
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Ot Ceamuna 3 HATATLK

. Bsemere nmpormycHaTaTa 103a Bb3MOXHO Hail-CKOPO.

. Bb300HOBETE TpHeMa Ha TPH IIBTH B CEAMMIIATA.

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

. He B3emaiiTe noBeue 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 crmmpatite npuema na SIRTURO, 6e3 mbpBo 1a 006chauTe ToBa ¢ Bamms nekap.

[IpomyckaHeTo Ha A03M UM HE3aBHPIIBAHETO HA IIBJIHUA KypC Ha TepaIusiTa MOXe:

o Jla HampaBH JieueHneTo Bu HeeeKTHBHO U TyOepKyIio3aTa MOXKe Jja ce BIIOIIH, U;

o Jla YBETIMYH IIaHca OaKTepUHTE 1a CTAHAT PE3UCTEHTHH KbM JIEKapCcTBOTO. ToBa 03HA4aBa, e
Bamero 3a0oms1BaHe Moke aa crade Heneunmo ¢be SIRTURO wnum apyru nekapcTea B Obaelie.

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.

Mmuoro 4yectu (Moxe n1a 3acerHat nosede oT 1 Ha 10 gymm):

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

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

W3CIICIBAHNS)

riaBodonue

cTaBHa 0oOJIKa

3aMasHOCT

rajJieHe WU MOBPbIIAHE.

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

Cho01iaBaHe HA He:KeJIAHU peakunu

AKO NOJTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHM Peakluy, yBenoMeTe Bamms exap, GpapmareBT nim
MeIUIMHCKA cecTpa. ToBa BKIIFOYBA BCUUKH BH3MOXKHU HEOIMCAHH B Ta3H JINCTOBKA HEXKEJIaHH
peakiuu. MoxeTe ChIIO Jia ChOOIUTE HeXKENIaH! PEaKIui JUPEKTHO Ype3 HAIlMOHAHA CHCTeEMa 32
cboOLIaBaHe B

UzmeiHUTETHA areHIys 110 JIeKapcTBaTa

yi. ,,Jlamsa I'pyeB® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiT: www.bda.bg

Karo cpobiaBare HexxenaHu peakiy, MOXKETe Ja JaJleTe CBOS MPUHOC 3a MoJydaBaHe Ha TIOBEYe
MHQOpMAaIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKapCTBO.
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5. Kak 1a cbxpansiate SIRTURO
[a ce cpxpaHsiBa Ha MSICTO, HETOCTBITHO 32 JIela.

He u3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa HA TOHOCT, OTOEINA3aH BhPXY KapTOHEHATa OMTaKOBKA
cnen "T'onen 10:”. CpoKbT Ha TOAHOCT OTrOBAaps Ha MOCIEIHUS JCH OT MTOCOYCHUS MECEII.

ToBa nexapcTBO HE M3MCKBA CIEIMATHU TEMIIEPATypHH YCIOBHUS Ha ChXpaHEHHE

SIRTURO na ce chxpaHsiBa B OpUTMHATHATA OMAKOBKA WM KYTHS, 32 J]a CE MPEa3u OT CBETINHA.
To3u nexapcTBeH NPOAYKT MOXKE Jla MIPEICTaBIIsABa PUCK 3a OKOIHaTa cpeda. He u3xpopistiite
JIeKapCcTBaTa B KaHAM3AIMITa UK B KOHTEHHEpa 3a noMaiHu otnaabiu. [lonuTaiite Bamms
(hapMareBT Kak Ja M3XBBPIATE JIEKapcTBaTa, KOUTO BEUe HE M3ITON3BaTe. 1e3u MepKH I1e ClIOMOTHAT
3a OTma3BaHE Ha OKOJHATa Cpefa.

6. Cpabp:kaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHpopMauus

Kakso cpabp:xa SIRTURO

o AKTHBHOTO BEIIECTBO ¢: OenaxmivH. Beska Tabnerka chabpika OenaxuinH Gymapar,
exBuBaJieHTHO Ha 100 mg OemaxwmH.
. Jpyrure cbecTaBkH ca: KoJouieH 0€3BOJICH CHITHIININ, KPOCKapMesIo3a HaTpU, XUIIPOMEI03a,

JIaKT03a MOHOXHU/IPAT, MarHe3UeB CTeapaT, IAPEBUYHO HUIIIECTE, MUKPOKPHCTAITHA 11ETyJI03a,
nosiucopoar 20.

Kak m3rie:kna SIRTURO u kakBo cbIbpika ONIaKOBKATA

Heo0OBura, Osi1a 10 OYTH Osii1a, KPBIJIa, IBOMHOU3ITbKHAJIA Ta0JIeTKa ¢ uaMeTsp 11 mm u
BIUTEOHATH penedHU o3HadYeHus ,, 1" Hax ,,207” oT eqHaTa cTpana u ,,100” ot apyrara.
[InactmacoBa OyTmika, chabpikaiia 188 Tabnerku.

Kapronena onakoBka, chabpxaiia 4 n30yTBamiy ce OJUCTEPHH JICHTH (ChAbpXKAIM 6 TabJIeTKH 3a
JICHTA).

He Bcuuku BHIOBE ONTAaKOBKU MOTAT Aa OBJIAT ITyCHATH B IPOAAKOA.

IpuTexaTes Ha pa3pelIeHHETO 32 yOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaure

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: 0800 93 377 Tel: +370 5 278 68 88
info_belux@its.jnj.com It@its.jnj.com
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bbarapus

»KOHCBHH & JIkoHCHH brarapus” EOO/]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

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

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E\MGdo.

Janssen-Cilag ®oppoakevtikiy Movonpocmnn
A.EB.E.

TnA: +30 210 80 90 000

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

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

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

Ireland

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

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is
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Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: 800 29 504

info belux@its.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: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00

jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

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 Roméania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

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


medinfo-de@its.jnj.com

Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300
janssenita@its.jnj.com jacfi@its.jnj.com

Kvnpog Sverige

Bapvéapoc Xatinmavaynig Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00

jacse@its.jnj.com

Latvija

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

lv@its.jnj.com

JlaTta Ha mocjieqHO mpepa3rJjexaane Ha gucroBkara 06/2026

[HonpoOHa nH(OpMaIKs 3a TOBA JIEKAPCTBO € IpeA0CTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHus
o JexapcrTBara: https://www.ema.europa.eu.
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