INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Symtuza 800 mg/150 mg/200 mg/10 mg punmupanu TadbaeTKu
Symtuza 675 mg/150 mg/200 mg/10 mg punmupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Symtuza 800 mg/150 mg/200 mg/10 mg ¢unmupanu TabaeTKn

Bceska Tabnerka cpabpika 800 mg napyHaBup (darunavir) (kato eranonar), 150 mg koouuucrat
(cobicistat), 200 mg emTpunuTadbun (emtricitabine) u 10 mg Tenodosup anapenamun (tenofovir
alafenamide) (karo pymapar).

Symtuza 675 mg/150 mg/200 mg/10 mg dbunMupanu TabIETKU

Bcsika Tabnerka cpabpika 675 mg mapyHaBup (darunavir) (kato eranoinar), 150 mg koOurcraTt
(cobicistat), 200 mg emTpuiiuTabun (emtricitabine) u 10 mg teHodoBup anadenamuz (tenofovir
alafenamide) (karo dpymapar).

3a IBJIHUSA CIIMCHK HA ITOMOIIHUTE BEIECTBA BHKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmvupana TabneTka (TabiueTka).

Symtuza 800 mg/150 mg/200 mg/10 mg dbunmupanu TabIETKH

KbnTa 0o xxbaTeHHKaBo-KadaBa TabneTka ¢ popma Ha Karcyia, ¢ pasmepu 22 mm x 11 mm, ¢
BIUTLOHATO penedHo o3HayeHue “8121” ot ennaTa crpana u “JG” oT apyrara cTpaHa.

Symtuza 675 mg/150 mg/200 mg/10 mg dbriMupanu TaOJIeTKH

CuHKaBO-CHBa JI0 CMBa TabJieTKa ¢ oBajgHa GopMa, ¢ IeIUTeNHa depTa, ¢ pazMepn 22 mm x 11 mm, ¢
BINIBOHATO penedHO o3HaueHue “6121” ot ennara crpana u “JG” oT gpyraTa cTpaHa.

JenurenHaTta yepTa € caMo 3a YJIECHsBaHE Ha CUyIIBAHETO C LIeJ [0-JIECHO I'bJITAHE, a HE 3a pa3/eiisiHe
Ha paBHHU J03U.

4. KJIWMHUYHU JAHHU

4.1 TepaneBTHYHHU MOKA3AHUS

Symtuza e okasaH 3a JeueHne Ha MHQeKIus ¢ YoBemku nMyHoaeduimres pupyc tun 1 (HIV-1) npu
BB3PACTHH U MEAUATPUYHHU MAUCHTH HA BB3pacT 6 U MOBeUYe TOJUHHM C TEJIECHO TETJI0 Hai-Mallko

25 kg.

Ynorpebara Ha Symtuza TpsOBa Ja ce onpeaess OT U3CieABaHe Ha TeHoThIa (BX. Touku 4.2, 4.4 u
5.1).

4.2 I[o3np0131<a U HAYUMH HA MPUJTOKECHUEC

Tepanusra TpsiOBa 11a ce 3ao4He OT JieKap ¢ onuT B JeyeHneTo Ha HIV-1 undekuus.



gO?»H[}OBKa

Bwspacmuu u neduampuunu nayuenmu ¢ meano Hav-maiko 40 kg

Tlayuenmu, nenexysanu ooceza ¢ anmupemposupycra mepanus (Antiretroviral Therapy, ART)
[Ipenopbuutenyara q03a e eana tabdjiaerka ot 800 mg mapynasup/150 mg koouimcrat/200 mg
emTpuriuTadbun/10 mg TeHopoBup anadeHaMHI BEAHBXK THEBHO C XpaHa.

Tayuenmu, nexysanu npeou mosa ¢ ART

Cxemara Ha JiedeHue ¢ eqHa tabdierka ot 800 mg napyHasup/150 mg kobuicrar/200 mg
emtpuuuTadbun/10 mg renodoBup anageHaMul BeIHBK JHEBHO C XpaHa MOXe Ja Ce U3I0JI3Ba IPH
NAIMEHTH C MPEIUIIHA eKCIIO3HULUS HA aHTUPETPOBUPYCHH JIEKAPCTBEHHU NMPOAYKTH, HO O€3
PE3UCTEHTHOCT KbM JIapyHaBUP, CBbp3aHa ¢ MyTaiuu (darunavir resistance associated mutations,
DRV-RAMs)*, u kouto uMat miazmena HIV-1 PHK < 100 000 konust/ml u 6poii Ha CD4+ knetku
> 100 kietku x 1081 (Bx. Touka 5.1).

* DRV-RAMs: V111, V321, L33F, 147V, I50V, 154M, 154L, T74P, L76V, 184V, L89V.

Teouampuunu nayuenmu Ha evb3pacm 6 u noseye 200unu ¢ mea2io Hau-manko 25 kg 0o noo 40 kg

Tayuenmu, nenexysanu ooceea ¢ ART
[IpenopbunTenHara cxema Ha MpUIIaraHe € exHa Tadnerka ot 675 mg napyHasup/150 mg
kobummcrar/200 mg emtpuuuTadun/10 mg reHodoBUp anadeHaMu] BEAHBX JHEBHO C XpaHa.

Tlayuenmu, nexysanu npeou moea ¢ ART

[IpueMbT BeAHBK AHEBHO C XpaHa Ha eHa Tadnetka 675 mg napyHasup/150 mg kobunucrat/200 mg
emtpunutadbun/10 mg reHodoBup anadeHaMur MoXKe Jia ce U3I0I3Ba MPH MAIMEHTH C MPETUIITHA
€KCIIO3UITUS HA aHTUPETPOBUPYCHH JIGKAPCTBEHH MPOILYKTH, HO 0€3 pe3UCTEHTHOCT KbM JIapyHAaBUD,
cBbp3ana ¢ myraruu (DRV-RAMs*), u kouro nmat mmazmena HIV-1 PHK < 100 000 xonust/ml u
opoii na CD4+ kietku > 100 kinetku x 10%/1 (Bxk. Touka 5.1).

* DRV-RAMs: V111, V321, L33F, 147V, I50V, 154M, I54L, T74P, L76V, 184V, L89V.

Cveem npu nponycuamu 003u

AKO ce mpoIrycHe 703a 0T Symtuza B paMKuTe Ha 12 Jaca OT BpeMeTo, 110 KOETO OOMKHOBEHO Ce
npueMa, MaueHTUTe TPsIOBa Ja ce MHCTPYKTHUPAT Ja MpHeMaT IpeIcanara 103a ¢ XpaHa Bb3MOXKHO
Hall-CKOpO. AKO ITPOITyCKaHETO Ha J|03aTa Ce YCTAHOBU CIIe/ IMoBeve OoT 12 Jaca OT BpeMeTo, 1o KOETO
OOMKHOBEHO ce TIpreMa, TS He TpsiOBa J1a ce IpreMa U MalieHThT TPSOBa Ja MPOAb/DKY ¢ OOMJaiiHaTa
CXeMa Ha MpHuJIaraHe.

B cnyuaii ye maneHT MoBbpHE B paMKHTE Ha 1 Wac ciex mprema Ha Symtuza , Bh3MOXKHO Hai-CKOPO
TpsiOBa Ja ce B3eMe Apyra J103a ¢ XpaHa. AKO MAIMeHT OBBPHE Clie]l ToBeYe OT 1 Jac oT nprema Ha
Jo3aTa, MalMeHThT He TPAOBa /1a B3eMa Jpyra J103a 10 cleBaliaTa Jo3a 1o oonyaifHara cxema.

CrenmanHy nomyJianuu

Cmapuecka 6v3pacm

ToBa nexapcTBO TpsiOBa Aa ce Ipujara ¢ IOBUILIEHO BHUMAaHKUE NP MalMeHTH Haj 65-roauiiHa
BB3pacT (BK. TOUkH 4.4 1 5.2).

Yeprodpobno yepesicoane

He e HeoOxommumo kopurupane Ha go3ara npu nauentu ¢ jeko (Child -Pugh kinac A) unm ymepeHo
(Child -Pugh xnac B) yepHOAPOOGHO yBpekaaHe, HO TOBa JISKAPCTBO TPSOBA Aa ce N3MOJ3BA C
MIOBUIIIEHO BHUMAHUE MPH TE3H MAIIMEHTH, Thil KaTo TApyHABUP U KOOUIIUCTAT ce METa0OIM3UPAT OT
yepHOApoOHaTa cuctema (BX. Touka 5.2).

ToBa JlekapcTBO He TPSIOBa J]a ce M3II0JI3Ba NIPH MAIUEHTH C TEKKO YepHOAPOOHO YBpexkaaHe (BXK.
touku 4.3, 4.4 u 5.2).

bvbpeuno yspescoane
He e HeoOxoMMo KopUrHpaHe Ha J103aTa MPH MAMEHTH ChC CKOPOCT Ha TIIOMEPYITHA QIIITpaIHs
(eGFR) > 30 ml/min.



Toga nekapcTBO He TpsiOBa 1a ce 3amousa npu narueHT ¢ ¢GFR < 30 ml/min, Thit KaTo MUTICBAT
JaHHU (BXK. Touku 5.1 u 5.2).

Toii TpsiOBa na ce npeycranoBu mpu nauueHTu ¢ eGFR, kosTo cnagre nog 30 ml/min mo Bpeme Ha
nedeHue (BK. Touku 5.1 u 5.2).

bpemennocm u cned pascoane

JleuenneTo ¢ [apyHaBUP/KOOUIUCTAT (JIBE OT ChCTABKHUTE HAa Symtuza) 1o BpeMe Ha OpeMEeHHOCT BOJIU
JI0 HUCKa eKCTIO3UINA Ha napyHaBup (Bxk. Touku 4.4 u 5.2). 3aTtoBa Tepanus cbC Symtuza He TpsiOBa
Jla ce 3aroyBa 10 BpeMe Ha OPeMEHHOCT, a )KEHH, 3a0peMEeHENH N0 BpeMe Ha Teparius ¢ Ta3u
koMOuHanus ¢ pukcupanu 1o3u (fixed-dose combination, FDC), Tpsi6Ba na npemuHaT Ha
aJTepHATUBHA CXeMa Ha JiedeHue (BX. Touku 4.4 u 4.6).

Tleouampuuna nonyrayus

be3onacHocTTa U e(hUKacHOCTTa HA AapyHABHP/KOOUIMCTAT/eMTpUIIUTAOWH/TeHO()OBHUp anadeHaMu
FDC He ca ycTaHOBEHU IpH Jienia Ha Bb3pacT oT 3 70 < 6 roqunau uim ¢ tero < 25 kg . Jluncear
JTaHHH.

HapynaBup/kobumcratr/eMmtpunuradun/TeHogosup anadpenamua FDC He TpsiOBa aa ce npuiara npu
Jieria Ha BB3pacT MO 3 TOIMHU Mopaayl ChboOpakeHHs 3a 0€30I1aCHOCT, CBbP3aHH C TOKCUYHOCT
CMBPTHOCT, HAOJIF0JaBaHH NP IOBEHHJIHU ILTBXOBE, TPETHPAHU C JapyHaBHp, Ha Bb3pacT 110 23 10 26
IHY (BXK. ToukH 4.4 u 5.3).

Hauux Ha npusioxeHue
Symtuza Tps6Ba a ce mpreMa rmepopaiHo BEIHBXK THEBHO ¢ XpaHa (BXX. Touka 5.2). TabnmeTkara He
TpsOBa Ja ce pa3TpoIasa.

Bwspacmuu u neouampuunu nayuenmu ¢ meeno navi-manxo 40 kg

[Ipu nauyeHTH, KOUTO HE MOTaT Aa NperabTHAT Isu1a Tadbnetka 800 mg/150 mg/200 mg/10 mg, s
MOXe€ J]a ce pa3Aeiy Ha JBE ¢ TIOMOLITa Ha HOX4e 3a TabjeTku. Besika gacT TpsiOBa 1a ce ripTHe
BeJ[HAra Cliejl pa3efiiHeToO, 3a /1a Ce TapaHTHUpa MPUEMbBT Ha I[sjlaTa J103a.

THeouampuunu nayuenmu na v3pacm 6 u nogeue 200uHu ¢ meano Ha-uaiko 25 kg 0o noo 40 kg
[Ipu manmeHTH, KOUTO HE MOTAaT Ja MPErIbTHAT Iis1a TadieTka 675 mg/150 mg/200 mg/10 mg,
TabJeTKara ¢ JeJMTEeHA YepTa MOXKe Jia ce pa3fielii ¢ phlie Ha JBe YacTu. Besika gacT TpsOBa na ce
[IIBTHE BeJlHAara cjell pa3fessiHeTo, 3a JIa ce TapaHTHpa MPUEeMbT Ha IsulaTa J103a.

4.3 IIpoTuBONMOKA3AHUA

CBpPBXYYBCTBUTEIHOCT KbM aKTHBHUTE BELIECTBA MJIM KbM HIKOE OT TIOMOIIHHUTE BEILECTBA,
n30poeHu B Touka 6.1.

[amuenTu ¢ Texko (Child-Pugh knac C) uepHoapoOHO yBpekaaHe.

EnnoBpemMeHHOTO npuItokeHHe cbe chiHu UHIyKTopu Ha CYP3 A KaTo m30poeHuTe Mo-A0Iy
JIEKapCTBEHHU NMPOIYKTH MOPaaX Bb3MOXKHOCTTA 32 3ary0a Ha TepaneBTU4eH edekT (BK. Touka 4.5):
- kapOamazenuH, peHoOapOuTal, PEeHUTONH

- pudaMIuIH

- JIOTIMHABUP/PUTOHABUD

- XKBIT KaHTapuoH (Hypericum perforatum)

EnHOBpeMEHHOTO NMPUIIOKEHHE C JIEKAPCTBEHUTE MPOALYKTH U30POCHU MO0y TOpaan
BB3MOKHOCTTA 332 CEPHO3HU H/WITH )KMBOTO3aCTpaIllaBallld HeXKeTIaHW peakiun (Bk. Touka 4.5):
- andy3o3uH

- aMUO/JIapOH, IPOHENAPOH, MBAOpaIMH, XUHUJINH, PAHOJIA3UH



- KOJIXMIIMH, KOTaTO C€ MU3I0JI3Ba TIPH IMAIMEHTH ¢ ObOPETHO W/WITH YePHOIPOOHO YBPEKITaHE
(Bx. Touka 4.5)

- pudaMIuIH

- MPOU3BOIHH HA €PrOANKAIIONIUTE (HATIP. IUXUAPOSPrOTAMUH, €PrOMETPHH, €PrOTaAMUH,
METHJICPTOHOBHH )

- JATIOKCETHH

- JOMIIEPUAOH

- HAJIOKCET O

- MMAMO3HU/I, KBETHAIIMH, CEPTUHIOJ, JTypPa3uI0H (BXK. Touka 4.5)

- enbacBUp/Tpa3onpeBUp

- TpHa3ojaM, MUa30JaM, IPIIIOKEH ePOPATHO (32 MPEYNPEKISHUATA TPH MAPSHTEPATHO
MIpUJIarad MUIa30J1aM BXK. TOUKa 4.5)

- CrIIeHa( I - KOTaTo ce U3II0JI3BA 32 JIeUeHNE Ha OeoipoOHa apTepraliHa XUIIEPTOHHUS,
aBaHa(uI

- CHMBACTaTHH, JIOBACTATHH U JIOMUTANU (BX. Touka 4.5)

- TUKarpesop

4.4 Chenuananu npeaynpesaeHus U NpeAnasHu MepKH NPU ynoTpeda

ITanmenTn, sekyBanu ¢ ART

Symtuza He TpsOBa 1a ce U3MOJI3BA MPU MANUEHTH, JICKYBaHU MIPEIU TOBA C eaHa win mosedue DRV-
RAMs (Bx. Touka 5.1) wm ¢ HIV-1 PHK > 100,000 konust/ml vmi 6poii Ha CD4+ kiteTku

<100 xnerku x 10%/1.

BpemenHocT
Jledenueto ¢ napynaBup/koourpcrar 800/150 mg mo BpeMe Ha BTOPHUS U TPETHSI TPUMECTHD BOIHU 10

HICKa €KCIO3HLUS Ha JapyHaBUP, C HamMalsiBaHe HUBaTa Ha Crin ¢ 0K0I0 90% (BXK. Touka 5.2).
HuBoTo Ha KOOHLIMCTAT HAMAJISAIBA U € BB3MOXKHO Jia He ObJIe MOCTUTHATA AOCTaThbuHA CTEIEH Ha
NOTEHIMpPaHe. 3HAYUTEIHO OHI)KEHATa eKCIIO3UIIMA Ha JapyHaBUP MOXeE Aa J0BeJe 10
BUPYCOJIOTUYEH HEycIeX U MMOBULICH PUCK OT npenaBane Ha HIV undexuusra ot maiikara Ha A€TETO.
3aroBa Tepanus cbc Symtuza He TpsiOBa Jia ce 3a104Ba o BpeMe Ha OpeMEeHHOCT, a KCEHU,
3a0peMeHeNH 10 BpeMe Ha Tepanus cbC Symtuza, TpsOBa 1a MPEeMUHAT Ha alTepHATHBHA CXEMa Ha
nedenue (BXK. Touku 4.2 u 4.6).

IMarmenTn, xonadexrupauu ¢ HIV u ¢ Bupyca gHa xenatut B win C
ITammentute ¢ XporndeH xenatut B win C, JeKyBaHU C aHTHPETPOBUPYCHA TEPAITHs, Ca C TIOBUIICH
PHCK OT TEXKKH U TIOTCHITUATHO JICTATHU YSPHOAPOOHH HEXKEIIAHU PEaKIUu.

be3omnacHocTTa 1 erkacHOCTTa Ha Symtuza npu namueHTH, konHdexktupanu ¢ HIV-1 u ¢ Bupyca Ha
xernatut C (HCV), He ca ycranoBenu. TenogoBup anadeHamMu[ € akTHBEH CpeIly BUpyca Ha
xernatut B (HBV).

B cnyuaii Ha cpIIBTCTBAINA AaHTUBUPYCHA Tepanws 3a xenmatuT C, MOJISI HallpaBeTe CIPaBKa ChC
cpoTBeTHaTa KpaTka XapakTepucTHka Ha IPOAYKTA 32 TE3H JIEKAPCTBEHU IPOAYKTH.

[IpeycranoBsBaHETO Ha TepanusaTa Che Symtuza npu nanueHTH, konapextupanu ¢ HIV u HBV,
MOXe J1a ObJie CBBP3aHO C TeXKKH OCTPH eK3alepbanun Ha xenatuTa. [lanuenTuTe, KOMHQEKTUPaAHHU C
HIV u HBV, xouto npeycranoBsaT Symtuza, TpsiOBa 1a ObAaT NPOCIeAsBAHA BHIMATEIHO KAKTO
KJIMHUYHO, TaKa U JJAOOPaTOPHO, B IIPOIbJDKEHUE Ha HAali-MaJIKO HIKOJIKO Mecela Clle]] CIUpaHe Ha
JedyeHneTo. AKO € MOAXO0IAII0, MoXe Ja ObJe He0OXOIUMO J1a ce 3alloYHe Tepanus 3a Xernatur B.
[Ipu naupeHTHTE € HANIPEIHAIO YEPHOIPOOHO 3200 IsIBaHEe MM LUPO3a HE CE NPENophUBa
IPEYCTaHOBSIBaHE HA JICUCHUETO, Thil KATO 00OCTPSHETO HA XEMATHUTA CJIe JEUEHHETO MOXe J1a
JI0BeJIe 10 YePHOAPOOHA TEeKOMITEHCAITHSL.

Symtuza ne TpsiOBa 1a ce mpuiara CbIIbTCTBAILO C JIEKAPCTBEHH NPOLYKTH, ChABPKAIIU TeHO(OBUD
JIU30IIpOoKCcHI (Hanp. pymapar, ¢pocdar win CyKIUHAT), JJaMUBYIMH WU aaeQOBUP AUMTUBOKCHUIL,
W3II0NI3BaHM 32 JeueHue Ha HBV undexius.



MuToxoHapHaTHa TUCHYHKIHS

JokazaHo e in vitro u in vivo, 4e HyKJICO3UTHUTE 1 HYKJICOTHUIHUTE aHAJI031 MIPEIU3BUKBAT Pa3inyHa
CTETICH HA MUTOXOH/IPHAITHO YBpexkaane. Mima choOIIeHus 32 MUTOXOHAPHATHA JUCHYHKITUS TIPH
HIV orpunaTenHu kbpMadera, ¢ €KCIIO3UIIHS i1 utero W/ TIOCTHATAITHO Ha HYKJICO3UIHU aHAIO3H.
OcHOBHUTE CHOOITaBAHN HEXKEIIAH! PEAKITUN Ca XEMAaTOJIOTHYHN HAPYIIICHUS (aHEMHUsI, HEYTPOIICHHS)
1 MEeTa0OJIMTHY HAPYIICHUS (XUTIEpIaKTaTeMHus, XuTiepauna3emus). Te3u cr0uTHs 4ecto ca
npexonHu. ChoOmaBaT ce HIKOM HEBPOJIOTHYHN HAPYIIECHHS ¢ KbCHO Ha4aJIo (TIOBUIIIEH MyCKYJICH
TOHYC, KOHBYJICHH, a0HOPMHO TIOBeIeHHe). J[aii HEBPOJIOTUIHUTE HAPYIICHUS ca TIPEXOTHY HITH
TpaifHH TTIOHACTOSIIEM € HEU3BECTHO. BCSAKO jieTe, ¢ eKCIO3UIMs in utero Ha HyKJICO3UIHH U
HYKJICOTHIHU aHano3u, gopu HIV otpuniatennu nena, TpsoBa na ObAaT KIMHAYHO U JIAOOPATOPHO
NpocIieIIBaHu U TPSIOBa Jia ce N3CIEBAT HAITBJIHO 33 €BEHTYaIHa MUTOXOHApHATHA TUCHYHKIINS B
CITydYaif Ha ChOTBETHH NPU3HAIM WIIK CUMITTOMH. T€31 HaXOJKH He 3acsraT aKTyaTHUTE HAIIMOHATHU
MIPETIOPHKHU 3a yIoTpeda Ha aHTUPETPOBUPYCHA Teparus MpH OPEeMEHHH JKEeHH 32 TIPEA0TBpaTIBaHe Ha
BEPTUKAJIHOTO IIpenaBane Ha HIV.

Crapuecka Bb3pact

Tbit kaTo MMa orpaHnyeHa nHGoOpMaIHs 3a yrorpedaTa Ha Symtuza NpH MalUEHTH Ha Bb3PacT 65 u
noBeve TOJMHU, HEOOXOJUMO € TIOBUIIIEHO BHUMAHHUE, KOETO C€ Hajlara mopajy rmo-rojsMara 4ecTora
Ha HaMaJieHa YepHOIPoOHa (QYHKIUS U Ha CHITRTCTBAIO 3a00JIIBaHE WK ApyTa Tepanus (BxK.

Touku 4.2 1 5.2).

XenaToTOKCUYIHOCT

Cro0mmaBa ce 3a XernaTuT (Hamp. OCThP XCMATUT, TUTOIUTUYCH XETAaTUT), MPEIU3BUKAH OT JICUCHUECTO
¢ napyHaBup/putoHaBup. [1o BpeMe Ha nporpamara 3a KIMHHYHO pa3padoTBaHe Ha
napynasup/puronaBup (N = 3 063) xematur ce crobmasa mpu 0,5% oT manueHTUTe, MOITy4aBaIln
KOMOWHHpaHa aHTUPETPOBUPYCHA TEpaIns ¢ napyHaBup/puToHaBup. [lanmenture ¢ Beye
CBINECTBYBAIA YePHOAPOOHA MUCHYHKIUS, BKIFOUUTEITHO XpOHHYEH XenaTut B nnu C, ca u31oxeHn
Ha MMOBHIIICH PUCK OT OTKJIIOHEHUS Ha YePHOIPOOHATA (DYHKIIHS, BKIIFOYNTEITHO TEXKKH U MTOTCHIIHATHO
JIETAJTHU YEPHOAPOOHU HEXKEIIaH! peaklvi. B ciyyall Ha ChIIbTCTBAIlA aHTHBUPYCHA TEpaIus 3a
xenatut B wim C, MOJIs HallpaBeTe CIpaBKa ChC ChOTBETHATA MPOITyKTOBA MHGOPMAIIHS Ha Te3U
JIEKapCTBEHU IIPOJYKTH.

TpsbBa 1a ce HaPaBAT MOAXOIAIIH Ja00paTOPHHU U3CIIEABAHUS, TIPEIH JIa CE 3aII0OYHE TePAIHs ChC
Symtuza, kaTo marueHTUTe TPSAOBA J1a Ce MPOCIICAABAT U 10 BpeMe Ha JieueHueTo. TpsaoBa 1a ce uma
npeasu/ 3acuieHo npocieassane Ha AST/ALT npu nanyeHTy ¢ MoAIeKal] XpOHHUEH XCIaTHT,
[IUPO3a WIY TIPU NAIMEeHTH C IOBUIIICHHE Ha TPaHCAMUHA3UTE MIPENIU JICYSHHETO, 0COOCHO TI0 BpeMe
Ha I'BPBUTE HIKOJIKO MECeLa Ha JIeueHue cbCc Symtuza.

AKo0 ¥Ma TaHHHM 32 HOBA WJIM BJIOIIABAINA CE YSPHOAPOOHA TUCHYHKIHS (BKIFOUUTEITHO KIMHIYHO
3HAYMMO MOBHIIICHUE HA YEPHOIPOOHUTE SH3UMHU H/WIIK CUMIITOMU KaTO yMOpPa, aHOPEKCHsI, TaJICHE,
JKBJITCHHUIIA, THBMHA YpUHA, YYBCTBUTEIIHOCT HA YESPHUS P00, XeraToMerains) Mpy MalueHTH,
u3MnoJa3BaIy Symtuza, TpsiOBa ja ce uMa MpeBH] He3a0aBHO MPEKbCBAHE WM NIPEYCTAHOBSIBAHE Ha
JeYeHUETO (BXK. Touka 5.3).

HedpoTtokcuuHocT

[lonyyenu ca MOCTMAapKETUHTOBH CHOOLIECHHS 32 clydan Ha ObOpevHO yBpeXJaHe, BKIIOUYUTEITHO
ocTpa ObOpeYHa HEAOCTaTHYHOCT U MPOKCHMaiHa ObOpedHa TyOynonaTus, pH ynorpeda Ha
ChIbpKany TeHo(hoBup anadeHamMua NpoaykTH. He Morke 1a ce M3KIIOUM MOTEHINAICH PUCK OT
HE(PPOTOKCHYHOCT, IPOU3THYALL OT XPOHUYHA €KCIIO3HULIUS Ha HUCKH HUBA Ha TEHO(OBHUP MOPaaAn
npuiIokeHue Ha TeHopoBup anadenamun (Bx. Touka 5.3). [IpenopbuBa ce 6p0peuHata GyHKIUS qa
ce OLICHsBA MPH BCHYKH MALMEHTH IPEIN WK TIPH 3aII0YBaHE Ha JICYCHNE Che Symtuza, KakTo H Ja ce
npocIie/isABa 10 BpeMe Ha JICUSHHETO NIPY BCHYKH MAIMEHTH ChIIIACHO KIIMHUYHATA TpakTHka. [Ipn
NalMeHTH, KOUTO MOKa3BaT KIIMHUYHO 3HAYMMO HaMaieHne Ha Ob0pedyHaTa QyHKIMS WU JaHHHU 32
npokcuManHa 6b0peuHa TyOysonarus, TpsiOBa 1a ce OOMUCIIN IpeKpaTsiBaHe Ha Symtuza.




brOpeuHo yBpekaane

Jloka3zaHo e, 4e KOOHMIMCTAT IIOHMKaBa U3YHUCIICHHS KPEaTHHUHOB KIMPBHC TTOpaIi MHXHOMpaHe Ha
TyOyJHaTa cekpeuus Ha KpeaTHHHHA. To31 eeKT BbpXy cepyMHHS KPeaTHHHH, BOACII 10
MOHW)KaBaHe Ha M3YUCICHNS KPEeaTHHUHOB KIMPBHC, TPIOBa J1a ce MMa IpeABU, KoraTto Symtuza ce
npuiara Ha ManyueHTH, IPU KOUTO U3YUCICHUAT KPEaTHHUHOB KIMPBHHC € U3I0JI3BaH 32 OIpe/ieNsiHe
Ha HSKOM acIeKTH Ha JICYEHHETO, BKIFOUUTEIHO KOPUTHPaHe Ha JO3UTE Ha €JHOBPEMEHHO
NpUIaraHuTe JeKapCTBEHHU MPOAYKTH. 3a moBeue nHpopmanms BixTe KpaTkara xapakTepucTuka Ha
MPOJIyKTa Ha KOOUITUCTAT.

[aIueHTH ChC ChIILTCTBAINM 3a00JIABAHNS

Yeproopobno yspedcoane

bezonacHoctTa 1 epukacHoctta Ha FDC napynaBup/koOHIKCTaT/@MTPUIIUTAOMH/TeHO(DOBUP
anad)eHaMUI WY HETOBUTE KOMIIOHCHTH HE Ca YCTAHOBEHHU IPH MALUECHTH C TEKKH MOJUICKAIIN
yepHOIpoOHH HapyeHus. [lopaau ToBa, Symtuza e mpoTHBOIIOKA3aH MPHU MAIUEHTH C TEKKO
4epHOAPOoOHO yBpexaane. [lopanyu moBuileHHE Ha TNIA3MEHUTE KOHIICHTPAITUHA Ha CBOOOTHUSI
JapyHaBup, Symtuza TpsiOBa Jia ce U3M0JI3Ba BHUMATEITHO IPH MAIIMEHTH C JIEKO WA YMEPEHO
4epHOAPOOHO yBpexkaaHe (Bxk. Touku 4.2, 4.3 u 5.2).

Iayuenmu c xemoghunus

Nma choOieHus 3a 3aCHIeHO KbPBEHE, BKJIIOYUTEIHO CIIOHTAHHU KOXKHU XEMaTOMHU M XeMapTpo3a
npu nauueHTy ¢ xemoduusa tun A u B, nexysanu ¢ HIV Pls. Ilpu HAKOM manueHT € npuiarad
nonbiaauTeneH ¢pakrop VI B mosede ot mosioBrMHATA ChOOIICHH ciy4aH, jJeucHuero ¢ HIV Pls e
NPOIBIDKCHO WK € TTOJHOBEHO, aKo € OmiIo npekbeHaTo. [Ipeanonara ce chiecTByBaHETO Ha
MIPUYUHHO-CIIEACTBEHA BPb3Ka, BEIIPEKU Y€ MEXaHU3MbT Ha JACHCTBUE He € siceH. [lopann ToBa,
NalueHTuTe ¢ XeMouius TpsiOBa 1a ca yBeIOMEHH 33 BEPOSITHOCTTA OT 3aCHIICHO KbPBEHE.

TeKKH KOXKHU PEeaKUK

[o Bpeme Ha mporpaMaTa 3a KJIMHUYHO pa3paboTBane Ha napyHaBup/putoHasup (N = 3 063) Texku
KOKHH PEaKIny, KOUTO MOJKE J]a Ce ChITBTCTBAT C TPECKa W/ MOBUILICHNE HA TPAaHCAMHHA3HTE, CE
cpobmasar npu 0,4% ot narmenture. Pagxo (< 0,1%) ce crobmana 3a DRESS (Drug Rash with
Eosinophilia and Systemic Symptoms/iaekapcTBeH 0OpHB ¢ €03MHO(HUINA U CUCTEMHH CUMIITOMH) U
CHHAPOM Ha Stevens-Johnson, a Mo BpemMe Ha TOCTMapKETHHIOBHSI ONUT ce ChOOIaBa 3a TOKCHYHA
enuaepMallHa HEKpoJIM3a U OcTpa FeHepalu3upaHa eK3aHTeMaTo3Ha IIycTyso3a. [IpunoxenueTo Ha
Symtuza TpsiOBa J1a ce IpeycTaHOBH He3a0aBHO, aKO CE PAa3BHAT MPHU3HALM MM CUMIITOMU Ha TEXKU
KOXKHU peakiuu. Te MoKe Jla BKJIIOYBAT, HO HE CE OTPaHMYaBaT J0 TeXbK 00PUB W 0OpHB
HPHUIPYKEH OT TpecKa, 0010 HePa3IoI0KEHNE, yMOpa, OOJIKH B MyCKYJIUTE HJIH CTaBUTE, MEXYPH,
JIe3UH B YCTHATA KYXMHA, KOHIOHKTHBUT, XETIATUT W/ UK €03HHO(DHIIHSL.

Aneprus KkpM cyadoHaMUIA
JapyHaBup chabpika cynpoHaMuHa rpyma. Symtuza TpsOBa Ja ce U3MO0JI3Ba C MOBUIIICHO BHUMAHUE
NP TAIUEHTH ¢ U3BECTHA aJiepTHs KbM CyJI(OHAMHUTH.

Terno u MeTabOINTHH MTOKA3aTeNn

ITo Bpeme Ha aHTHPETPOBUPYCHA TEpaAIUs MOXKE []a HACTHIIM MMOBUIIIABAHE HA TETJIOTO U HA HUBATA Ha
JUTHINTE | TIIF0KO3aTa B KpbBTa. TakuBa MpOMEHH Morar fja Ob1aT OTYaCTH CBBP3aHU C KOHTPOJIA Ha
3a00JISIBAHETO Y HAYHMHA HA KUBOT. 32 JIMMUANTE B HAKOH CIIyYal UMa JJAaHHU 32 e()eKT OT JICUCHHUETO,
JTIOKATO 3a Ha/JAJIABAHETO Ha TETJIO HAMa COJIMJHU AOKA3aTEICTBA, KOUTO Ja [0 CBbP3BAT C HAKAKBO
KOHKPETHO JICUCHUE. 3a TIpOCIe/siBaHe Ha IMTUINTE ¥ TIIF0K03aTa B KPBBTA TPsIOBa J1a Ce HAalpaBu
CIIpaBKa ¢ yTBBPJCHUTE yKa3aHus 3a edeHue Ha HIV. Jlunmuaaure HapymeHns TpsoBa 1a ce JIeKyBat
KaKTO € KIIMHUYHO MOJXOIIIO.

Ocreonekposa
Borpeku ge ce cunTa, 4e €THONIOTHATa € MHOTOo(akTopHA (BKIIFOUATEITHO yoTpeda Ha

KOPTHUKOCTEPOUIH, KOHCYMAIIHsI Ha aJIKOXOJ, TeXKa MIMYHOCYIPECHS, TI0-BUCOK MHAEKC Ha TeJIeCHa
Maca), cy4ad Ha OCTEOHEeKpo3a ce choOIIaBaT Hail-Beue Ipy MaueHTy ¢ HanpenHano HIV
3a00JIIBaHEe W/MIIN IPOABIDKUTETHA €KCIIO3UINS Ha KOMOMHUPaHa aHTHPETPOBUPYCHA TEPAITHS
(combination antiretroviral therapy, CART). [launentute TpsaOBa fa ce ChBETBAT Aa THPCAT



METUITHHCKA TTOMOIII, aKO TI0JTydaT OOJKH B CTABUTE, CKOBAHOCT Ha CTABHUTE WJIH 3aTPYIHEHO
JIBIDKCHHE.

Br3nanuTeneH cMHIPOM Ha UMYHHA pekoHCTHTYIH (Immune reconstitution inflammatory syndrome,
IRIS)

IIpu HIV urdextupanu namuenTy, nekyBaau ¢ CART, ce crobmasa 3a IRIS. I1pu HIV undextupanu
MAIUCHTH C TEXBK UMYHEH Je(UIUT 110 BpeMe Ha 3armouBaHe Ha CART Moke Ja Bb3HUKHE
BB3MAIUTETHA PEAKIH CIIPSIMO OE3CHMIITOMHH WJIM OCTaThYHU OTOPTIOHUCTHYHU IMTATOTEHHU H 1A Ce
CTHTHE JI0 CEPHO3HU KIIMHHUYHU CHhCTOSIHUS WM BJIOIIaBaHe Ha cuMntomute. OOMKHOBEHO TaKMBa
peakuuu ce HaOtoJaBaT B PAMKUTE Ha ITBPBUTE CEIMUIIM WK Mecer oT 3anouBane Ha CART.
CBHOTBETHUTE MPUMEPHU BKITFOYBAT IUTOMETAIOBUPYCEH PETUHUT, TeHEPAIM3UPAHH /WK (DOKaTHH
MUKOOAKTepHuaTHU HHPEKIINN ¥ THEBMOHUS, MPUINHEHA OT Preumocystis jirovecii (Tipeay N3BECTCH
Kato Pneumocystis carinii). Bcuuku Bh3NANIUTEHA CUMIITOMH TPSOBa J1a ce OIICHSBAT U J1a Ce
3aroyvHe JieueHne, Korato ¢ HeooxoanMo. OCBEH TOBa, B KIIMHUYHHUTE U3MUTBAHUS C JapyHABUD,
IpujiaraH ¢JIHOBPEMEHHO C HHMCKa J103a pUTOHABUP, € HaOJIF01aBaHO peakTUBUpaHe Ha herpes simplex
u herpes zoster.

Cro01mraBa ce ChIo U 32 aBTOUMYHHH HapylieHus (kaTo 6onect Ha Graves 1 aBTOUMYHEH XETIaTHT),
HacThIBaM B ycaoBusTa Ha IRIS. Cpob1eHoTo BpeMe 10 HadaaoTo odade Bapupa moBeue u Te3u
CHOUTHS MOXKE JIa HACTBIIST MHOTO MECEIH CJIS/ 3all0UBaHe Ha JICYSHUETO (BXK. ToUKa 4.8).

OnopTOHUCTHYHY HHDEKIINN

[TanmenTrre, momydaBamy Symtuza win HIKaKBa Jpyra aHTHPETPOBUPYCHA TEPAITUs, MOXKE Jja
MPOABIDKAT J1a Pa3BUBAT OMOPTIOHUCTHYHYN HH(EKIMK U IpyrH ycioxkaeHus Ha HIV undeknus n
Mopajy ToBa TPSAOBA J]a OCTAHAT MO CTPUKTHO KJIMHUYHO HAOIIOJCHHUE OT JICKapH C OITUT B
JICYCHUETO Ha TAIUEHTH Che 3a00siBanus, CBhp3anu ¢ HIV.

B3aumoneicTBus ¢ JIeKapCTBEHH MPOIYKTH

Eonospemenno npunooicenue na opyeu nexapcmeenu npooyKkmu

Symtuza e moka3aH 3a yrmorpeda KaTo IsUTOCTHA cxeMa Ha Jiedenue Ha HIV-1 undexnns u He TpsiOBa
Jla ce Ipujiara ¢ Ipyru aHTUPETPOBUPYCHH MPOAYKTH (BK. Touka 4.5). Symtuza He TpsiOBa 11a ce
mpujiara ChbITbTCTBAINO C JCKAPCTBEHH MPOYKTH, HAJaramy (GapMakOKHHETHYHO MOJICUIIBAHE C
PUTOHABUP WM KOOUIHMCTAT. Symtuza He TpsOBa Jia ce IMpHUiiara ChI'bTCTBAIIO C JICKAPCTBEHU
MPOAYKTH, ChIbPKAIIU TCHOPOBHP AU30NpPOKCHI (KaTo (ymapaT, GocdaT uiu CyKIHUHAT),
JAMUBYJIUH WU a71ehOBUP TUMTMBOKCHUII, U3MOJI3BaHN 3a JieueHne Ha HBV unHpekmms.

IlequaTpuuna IomyJaanus

HamansiBane Ha kocTHaTa MuHepaiHa mrbTHOCT (KMII >4%) Ha rppOHaYHMS CTHIIO U HA ISUIOTO TSIIO
0e3 riaBara (total body less head, TBLH) e na0OmroqaBaHo npy HalMEHTH HAa Bb3pacT MEXIy 3 u <12
TOJMHU, KOUTO ca MOIy4aBalid IPOAYKTH, ChABbPKAILIN TeHO(GOBUp anadeHaMu, B MPOIbIDKEHIE Ha
48 cenmuny (B Touka 4.8). Iparocpoununte epext ot npomenute B KMII BbpXy pactsmure KOCTH,
BKJIIOUUTEIIHO PUCKBT OT paKTypH, ca HesicHU. [IpenopbuBa ce My ITUANCLUIIMHAPEH ITOAXO0/ 32
oTIpeJieIIsiHe Ha MOAXOSIIOTO HAOI0IEHHE TI0 BpeMe Ha JICUSHHETO.

TloMoIIHH BeliecTsa
To3u neKkapcTBEH NPOAYKT ChIbpKa 1Mo Majako oT 1 mmol HaTpuii (23 mg) Ha TabjeTKa, T.€. MOXKE J1a
Ce KaXke, 4e MPAKTHUYCSCKU HE ChIIbPiKa HATPUIA.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU MPOAYKTH U APYrd (popMH HA B3anMoelicTBUE

He ca npoBexxaanu nmpoyuBaHus 3a B3auMOJEHCTBHS cbC Symtuza. B3aumoneiicTBusATa, yCTaHOBEHHU B
NPOYYBAHUSATA C OT/IEITHUTE KOMIIOHEHTH Ha Symtuza, T.e. ¢ JapyHaBup (B KOMOMHAIIHS C HACKA J103a
PUTOHABHUP), KOOMIIUCTAT, EMTPUIIUTAOWH MM TEHOPOBUP asiad)eHaAMUI, OTIPECTISIT
B3aMMO/ICHCTBUATA, KOUTO MOKE 1a BE3HUKHAT ChC Symtuza.

Symtuza chabspika mo-maiko ot 1 mmol Hatpuii (23 mg) Ha TabyeTka, T.e. MOXKeE Jla C€ KaXe, ue
MPAKTHYECKU HE ChABPIKA HATPHI.



JlapyHaBHp ¥ KOOUIIMCTAT

HapynaBup e naxuburop Ha CYP3A, cnabd uaxuburop nva CYP2D6 n unxuburop na P-gp. Bn3
OCHOBaTa Ha MEXaHW3Ma CH Ha jaeicTBue kobunmcrat ¢ maxuouTop Ha CYP3A u cirab naxuburop Ha
CYP2D6. Kobumucrar naxubdupa tpancnopTepure p-rimkonpotent (P-gp), BCRP, MATE]L,
OATP1B1 u OATP1B3. He ce ouakBa kobunmcrat na naxuoupa CYP1A2, CYP2B6, CYP2CS,
CYP2C9 uu CYP2C19. He ce ouakBa kobuiucrar aa uaayuupa CYP1A2, CYP3A4, CYP2C9,
CYP2C19, UGT1A1 unu P-gp (MDR1).

EnHoBpeMeHHOTO MpuiIokeHHe Ha Symtuza C JeKapCTBEHU NMPOAYKTH, METa00IN3UPaHH TJIaBHO OT
CYP3A wnu tpancnioptupanu ot P-gp, BCRP, MATE1, OATP1B1 u OATP1B3, moxxe na noBene 1o
MOBHUIIIEHA CHCTEMHA €KCIIO3HULIMS Ha TAKHBA JIEKAPCTBEHH MIPOAYKTH, KOETO OM MOTJIO Jja MOBUIIH WIIN
YIBIDKH TEXHUS TepaneBTUYEH eEeKT U HeKETaHNUTe peakuuu (BK. Touka 4.3 nin Tabiunara mno-
JIOJTY).

Symtuza He TpsiOBa 1a ce KOMOMHMPA C JIEKAPCTBEHU NPOLYKTH, KIUPBHHCHT HA KOUTO € CHITHO
3aBucuM OT CYP3A ¥ npu KOUTO MMOBHUINIEHATa CUCTEMHA €KCITO3UIIMSI € CBhP3aHa ChC CEPHO3HU U/HITH
JKUBOTO3acCTpallaBally CbOUTHA (TECEH TepaneBTHUEH HHJIEKC).

EnHOBpeMeHHOTO pUIIOKEHHE Ha Symtuza ¢ JeKapCTBEHU MPOTYyKTH, KOUTO UMAT aKTUBEH(H)
MeTabonuT(u), oopazysan(u) upe3 CYP3A, Morxe 1a 1oBe/ie 10 MOHMKEHU IJIa3MEHH KOHIIEHTPAITUU
Ha Te3W aKTHBHU MeTa0OJUTH, KOETO MOXE J1a JOBE/Ie 10 3ary0a Ha TepaneBTHYHUSA UM edekT. Te3u
B3aUMOJICHCTBUS Ca OMUCAHK B TA0IHIIATa HA B3aMMOJICHCTBUATA TIO-/I0NTY.

JapyHaBup u kobuructar ce MetadbommzupaTt oT CYP3A. Moxke J1a ce 04akBa, 4e JICKapCTBEHU
MPOIYKTH, KOUTO HHAyLHpaT akTuBHOCTTa HAa CYP3A, MoraT 1a moBUIIaT KIMpBHCA HA TapYHABUP U
KOOHUIIMCTAT, KOETO BOJIU 10 MOHW)KEHH IJIa3MEHU KOHLCHTPALMK Ha JapyHAaBUP U KOOMLMCTAT (HAMp.
edaBupeHIl, kapbaMasenus, GeHuTouH, peHobapouTan, pudamnuumH, pudaneHTud, pudadyTHH,
JKBIIT KAHTAPUOH) (BXK. TOUKa 4.3 1 TabnHIiaTa Ha B3aMMOICHCTBUSATA TT0-JI0ITY).

EnHOBpeMeHHOTO npuiiokeHue Ha Symtuza ¢ ApyTH JICKAPCTBEHH MPOAYKTU, KOUTO MHXUOUpPAT
CYP3A, Moxe 1a HaMalu KJIIMpbhHCA HA JapyHAaBUP M KOOUIIMCTAT M MOKE JIa JOBEIC JI0 MOBUIIICHU
TUTa3MEeHH KOHIEHTPAINH Ha TapyHaBUP U KOOUIMCTAT (HAmp. a30J10BU aHTHMHUKOTHYHHU CPEICTBA
KaTo KJIOTpUMa3oii). Te3n B3auMOICHCTBUS ca OTNIMCAHU B Ta0JIMIIaTa Ha B3aUMOJICHCTBUSATA MTO-JI0JTY.

3a pa3nmKa OoT puTOHaBUp, KoounucTtaT He € mHAykTop HAa CYP1A2, CYP2B6, CYP2CS, CYP2C9,
CYP2C19 uwmn UGT1A1. Ilpu mpemMuHaBaHe OT pUTOHABHP KaTo (hapMaKOKMHETHUICH CHXaHCEP KbM
Ta3u cxeMa Ha JIeYeHHe ¢ KOOUIHCTaT, € He00X0IMMO TIOBUIIIEHO BHUMaHHE MPe3 IbPBUTE JIBE
CEIMUIIM Ha JICUCHHE ChC Symtuza, 0COOCHO aKO JIO3WUTE Ha ChITBTCTBAINO MPUIATAHUTE JIEKAPCTBEHU
MIPOAYKTH Ca TUTPUPAHU WM KOPUTUPAHH IO BpeMe Ha yrmoTrpedaTa Ha PUTOHABUP.

EmTpuriurabun
[Ipoy4Banus in vitro v KIMHUYHATE TPOYYBAHUS HA (DapMAKOKHHETUYHHUTE B3aUMOJICHCTBHS

MOKa3BaT, ye MoTeHIHanbT 3a CYP-Menmuupanu B3anMOACHCTBIS, BKIIFOUBAIIN EMTPHITUTAONH C
JIPYTH JICKAPCTBEHH MPOIYKTH, € HUCHK.

EmtpuunTabun He MHXHOMpa peakuusaTa Ha roKypoHupane Ha Hecnienuduuen UGT cyOcerpar in
vitro. EAHOBPEMEHHOTO NPHIIOKEHHE HA EMTPUIUTAONH C JIEKApCTBEHH IPOIYKTH, KOUTO CE
SJIMMUHHPAT Ype3 aKTUBHA TyOYJIHa CEKpelys, MOXKe 1a TIOBUILIN KOHLIEHTPALMUTE Ha EMTPULUTa0UH
W/WIIK Ha eTHOBPEMEHHO NpHJIaraHusl JeKapCTBEH NPOAYKT. JlekapCcTBEeHUTE NPOLYKTH, KOUTO
NOHWXKaBaT ObOpeyHaTa QyHKIHS, MOXKE Jia TIOBUINAT KOHIICHTPAIIUTE HA EMTPUIIUTAOHH.

TenodoBup amabenamu

Tenodosup anadpenamus ce Tpancnoptupa ot P-rimmkonporens (P-gp) u ot npotenHa Ha
PE3UCTEHTHOCT KBbM paka Ha repaata (BCRP). JlekapcTBeHHUTE TPOIYKTH, KOUTO CHITHO TTOBJIHSIBAT
aktuBHOCTTa Ha P-gp u BCRP, Moxe na noBenar qo nmpomeHu B abcopOiusaTa Ha TeHO(HOBUP




anmadenamuy. O4akBa ce JIeKapCTBEHH MPOJIYKTH, KOUTO UHIYIUPAT aKTUBHOCTTA Ha P-gp (Hamp.
pudavmunmH, pudadyTHH, KapoamazenuH, GeHobapouTa), 1a MOHKAT abCopOIHATa Ha TEHOHOBHUP
anmadeHaMu;1, BOACIIO J0 IOHMKCHHE Ha TUIa3MeHaTa KOHIICHTpaIls Ha TeHO(OBHUp anadeHaAMUI.
ToBa Moe aa JoBe/ie 10 3ary0da Ha TeparneBTh4eH e(heKT Ha TeHOQOBHD anadeHaMHu] U pa3BUTHUE HA
pesucteHTHOCT. OYakBa ce eTHOBPEMEHHOTO MPIIIOKEHNE Ha TeHO(DOBUp anadeHaMus1 ¢ Ipyru
JIEKapCTBEHU MPOJYKTH, KOUTO HHXUOUpAT P-gp (Hamp. KOOUIUCTAT, pUTOHABUD, IIUKIOCIIOPHH), a
MOBHIIY a0COpOIMSITA U TTa3MeHaTa KOHIIEHTpaIus Ha TeHo(oBup anadenamua. He e u3BectHo nanmu
€THOBPEMEHHOTO MPUJIOKEHHE Ha TeHO(OoBHD anadeHamu]] 1 THXUOUTOPH Ha KCAaHTHUH OKCHJIa3aTa
(Hamp. peOykcocTaT) MOXKE J1a MOBMIIIK CHCTEMHATa EKCITO3UIUS Ha TEHO(OBUD.

Tenodosup anadpenamuy ve e uaxuourop Ha CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 i
CYP2D6 in vitro. Toii He e uaxudurop Ha CYP3A4 in vivo. Tenodosup anadeHamu e cyocTpar Ha

OATPI1B1 u OATP1B3 in vitro. Paznpenenenneto Ha TeHOQOBUP anadeHaMUA B OPraHU3Ma MOXe Ja
0b1e noBnusHO oT aktuBHOCTTa HAa OATP1B1 1 OATP1B3.

Tabnuia Ha B3aUMOJIENCTBUATA

OuvakBaHUTE B3aMMOACHCTBUS MEXTy Symtuza ¢ MOTEHI[UAIHO ChIIBTCTBAIIO MpUIaraHu
JIEKapCTBEHU MIPOIYKTH ca m30poeHu B Tabmuria 1 1mo-moiry 1 ce OCHOBaBaT Ha IIPOYYBAHMSI,
NPOBEJICHH ¢ KOMIIOHEHTUTE Ha Symtuza KaTo OT/ICIHU CPEJICTBA WM B KOMOWHAIIHS, HITH Ca
MOTCHITUATHN B3aUMOJICHCTBUS, KOUTO MOKE J1a Bh3HUKHAT.

KnvandHaM M3nUTBaHMS 3a B3aMMOJEICTBHE C KOMITOHEHTUTE Ha Symtuza ca IpoBeXIaHU CaMo MPHU

BB3PACTHHU.

[IpodunbT Ha B3auMoO/IeiicTBUE Ha TapyHABUP 3aBUCH OT TOBA JIAJIH Ca W3IMOJI3BaHH PUTOHABUP WU
KoOuIcTaT karo (hapMakOKHHETHUEH enxancep. [lopanu ToBa, MoXe Jja ©Ma Pa3iudHU [IPETOPHKH 32
€HOBpEMEHHAaTa yrnoTpeda Ha JapyHaBUp € APYTH JIeKapcTBa. 3a JOMBIHUTEIHA HH(POPMALUS BIKTE
uH(QOpMaIUITa 3a IPEINICBAaHEe HA 1apyHABUD.

CHUCHKBT ¢ NpUMEPH Ha B3aUMOACHCTBHS HO-10y HE € H3UepIIaTelieH U CIIeI0BaTeNIHO TpsIOBa 1a ce
HaIpaBH CIIPaBKa C MPOAYKTOBaTa HH(GOPMALIUS HA BCEKH JIEKAPCTBEH MPOAYKT, KOMTO ce Impuiiara
€IHOBPEMEHHO Chc Symtuza, 3a nHQopMalus, CBbp3aHa ¢ bTA Ha METa0O0IM3UPaHe, TbTHIATA Ha
B3aUMOJICHCTBHUE, TOTCHIIMATHIUTE PUCKOBE U CIICIIM(DUIHUTE JCHCTBHSI, KOUTO TPsIOBa Ja ce
MpeapUeMaT o OTHOLLIEHNE HA €THOBPEMEHHOTO NMPHIIOKEHHUE.

Ta6auna 1: BzanmojaeiicTBus MexX1y OTeTHUTE KOMIIOHEHTH Ha Symtuza u Apyru
JIEKAPCTBEHU MPOJAYKTH

B3AVMMOJIEMCTBHUSA U ITPENNOPHKU 3A IOSUPAHE C IPYTH JIEKAPCTBEHM MPOJIYKTH

IIpuMepu Ha JeKapCTBEHH
NMPOAYKTH 10 TePaNeBTUYHH
o0JacTn

B3aumoaeiicTBue

IIpenopbKku 0THOCHO
€THOBPEMEHHOTO NMPHUJIOKEHHE

AJIOA AJIPEHOPEHENITOPHU AHTAT'OHUCTH

choOpakeHHUs ce OYaKBa
DRV/COBI na nmosummm
IUIA3MEHUTE KOHICHTPAIMU Ha
anpeHTaHNI.

Andyzo3un B®3 ocHOBa Ha TeOpETHYHH ChoprcTBaIIaTa yioTpeda Ha
CHOOpaXKEHUs Ce OYaKBa Symtuza ¢ andy3o3uH e
DRV/COBI na nosummn MPOTHBOTIOKAa3aHa (BXK.
KOHIICHTPALMUTE Ha alI(y303uH Touka 4.3).
(unxubupane Ha CYP3A4)
AHECTETHIIM
Andenranun B®3 ocHOBa Ha TeOpETHYHH CrobprcTBamaTa ynorpeda che

Symtuza Moxe J1a HaJIOXKH
MOHIKCHUE Ha JI03aTa Ha
aleHTaHU ¥ U3UCKBA
NpoCye/siBaHe 32 PUCKOBE OT
NPOIBIDKUTENHA WA KbCHA
pecipaTopHa JAenpecHs.
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AHTHALIUJIHU CPEJICTBA

AJyMHUHHEB/MarHe3uen
XUIPOKCU
Kanuues kapooHar

B®3 ocHoBa Ha TCOPCTUIHU
C"I)06pa)KCHI/IH HC CC O4YakKBart
MECXaHHUCTHYHHU B3aI/IMO[[eI7[CTBI/I${.

Symtuza u aHTHATITHI
CpecTBa MOXE Ja Ce U3IOJI3BAT
€JIHOBPEMEHHO 0e3 KOpUTHpaHe
Ha J03aTa.

AHTUCTEHOKAPIHU/AHTUAPUTMUYHU CPEJICTBA

Juszomupamun B®3 ocHOBa Ha TeOpETHYHH Heo0x0auMo € MoBHUIIIEHO
drnekanHuT CHOOpaKEHUS Ce OYaKBa BHUMAaHHUE U CE MPEIOPHYBA MO
Mekcunetns DRV/COBI na nosummn BB3MOXHOCT MPOCIIE/IIBAaHE Ha
IIpomaderon IJIa3MEHUTE KOHIICHTPAIMA Ha KOHIIEHTPAIUATA TIPH TE3U
JlunokauH (3a CHCTEMHO TE3W aHTHAPUTMHUYHU CPEICTBA. aHTUAPUTMUYIHH CPEJICTBA,
MIPIIIOKEHUE) (maxubupane Ha CYP3A) KOTaTo ce Mpuiarat
€IHOBPEMEHHO ChC Symtuza.
AmMuOIapoH EnHOBpeMEHHOTO MPUIIOKEHHE
Hponenapon Ha aMUOJIAPOH, JPOHEAAPOH,
WBabpaauu UBaOpavH, XUHUUH WIH
XUHUIUH paHonas3uH U Symtuza e
Panonazun MPOTHBOIOKA3aHO (BXK.
Touka 4.3).
Jluroxcux B®3 ocHOBa Ha TeOpETHYHH [IpemopbuBa ce MbPBOHAYATHO
CchoOpakeHNUs ce OYaKBa Jla ce MmpuIiara Bb3MOXKHO Hai-
DRV/COBI ga nosuru HHUCKATa 1033 JJUTOKCHH TPH
IJIa3MEHUTE KOHIICHTPAIMA Ha MAIIEeHTH, JEKYBaHHU ChC
JIATOKCHH. Symtuza. [lo3ata Ha TUTOKCUH
(naxuOupane Ha P-rimkonporenH) | TpsAOBa BHUMATETHO Ja ce
TUTPHPA, 32 J1a Ce TOTYIH
KeJaHHus KIIMHIICH e()eKT, KaTo
ce OIIeHsIBa O0IIOTO KIHHHUYHO
CBHCTOSIHME Ha MallMeHTa.
AHTUBUOTHUIN
Knaputpomunux B®3 ocHOBa Ha TeOpETHYHH Heo0xoauMo € BHIMaHHUeE,

CHOOpaXKEHUS Ce OYaKBa
KJIAPUTPOMHMIIMH 1A TIOBUILN
IUTa3MEHUTE KOHIICHTPAIlUH Ha
JApyHABHP W/WIHA KOOUIUCTAT.
(maxubupane Ha CYP3A)
Konuenrpanuure Ha
KJIAPUTPOMHMIINH MOJKE J1a Ce
MIOBHIIAT NIPH €HOBPEMEHHO
npwitoxxenne ¢ DRV/COBI.
(unxubupane Ha CYP3A)

KOTaTo KJIapUTPOMMIUH Ce
KoMOMHHUpa cbCc Symtuza.

[Tpu manuenTn ¢ 6BEOpEIHO
yBpexaaHe Tps0OBa 1a ce
HamnpaBu cripaBka ¢ Kparkara
XapaKTepUCTHKa Ha MIPOAyKTa Ha
KJIAPUTPOMHUIIUH 32
MPEMoPhUUTEITHATA 1034,

AHTUKOATYJIAHTH/ UHXUBUTOPU HA TPOMBOIMTHATA AT'PETAIIUA

AnwukcabaH
PuBapokcaban

B®b3 ocHOBa Ha TeopeTHYHU
CbhOOpaXEeHUs, €ITHOBPEMEHHOTO
NpWIIOKeHUe Ha Symtuza ¢ Te3n
AQHTHKOATYJIAHTH MOJKE J1a OBUIIN
KOHLIEHTPAI[MHUTE Ha
aHTHKOATyJIAHTHTE (MHXUOMpaHe
Ha CYP3A w/umm
P-rmuxomnpoTenn)

EnHOBpeMEHHOTO NPUIIOKEHHE
Ha Symtuza ¢ TUpeKTHH
NepopajHy aHTHKOAryJIaHTH,
(DOAC), xowuro ce
metabossupar ot CYP3A4 u ce
TpaHcropTHpart oT P-gp, He ce
[IpenopbuBa, Thil KATO TOBA
MOXe€ Ja I0BEJE 0 MOBHIICH
PHCK OT KbPBEHE.
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JlaburatpaH eTekcuiar
Enoxcaban

nmaburarpan erekcunar (150 mg):
JapyHaBUP/KOOUIIMCTAT

800/150 mg enuHUYHAI03A:
naburarpan AUC 1 164%

nmaburatpal Cmax T 164%

JapyHaBUP/KOOUIIMCTAT
800/150 mg BeIHBK THEBHO:
naburarpan AUC 1 88%
nmaburatpal Cmax T 99%

Heobxoaumo e KITMHUYHO
HAOJIIOICHUE W HAMAJIsIBaHE HA
nosara, korato DOAC,
TpaHcnopTupaH ot P-gp, HO
Hemetabomzupan or CYP3A4,
BKITIOUHMTEITHO Ta0UraTpan
eTEeKCHJIaT U efoKcabdaH, ce
TpujIara eqHOBPEMEHHO ChC
Symtuza.

Tuxkarpesnop Bb3 OCHOBA Ha TEOPETHYHHU EnHnoBpeMeHHOTO MpUIIOKEHHE
ChOOpaKEHNs, ETHOBPEMEHHOTO Ha Symtuza ¢ THKarpesnop e
npunoxerne #za DRV/COBI ¢ NMPOTHBOTIOKA3AHO (BAK.
THKArpesop Mose Ja MOBUIIN TouKa 4.3).

KOHICHTPAI[MHUTE Ha THKArPeJIop.
(uaxubupane Ha CYP3A n/unn
P-rnukomnporent).

Kionunorpen B3 0CHOBA Ha TEOPETHUHH EnHoBpeMEHHOTO NpUIOKEHUE
CLOOpaKEHHs, €IHOBPEMEHHOTO Ha Symtuza u KJIOnuzorpen He
npHToKeHHe Ha Symtuza ¢ ce npenopsusa. [Ipenopsusa ce
KJIONUJOTPEN Ce 0YaKBa A3 ymoTpe0ara Ha ApyTH
HOHIDKH TIa3MeHATa MHXUOUTOPH Ha TPOMOOLMTHATA
KOHIIEHTPALUS HA AKTUBHUS arperauus, KOuTo He ce
MeTaBOMHT Ha KIOMHAOTPer, MOBJIMSIBAT OT MHXUOMpaHe Win
KOETO MOYXeE Ja HaMalll unaykius #a CYP (wanp.
AHTHUTPOMGOLMTHATA MY npacyrpen) (Bx. Touka 4.3).
AKTHBHOCT.

Bapdapun B®3 ocHOBa Ha TeopeTUYHU IIpenopbuBa ce ga ce
cpobpaxenust, DRV/COBI moxe IIPOCIEAsBa MEXKAYHAPOJHOTO
Jla TPOMEHH TUIa3MEHUTE HOPMaJIM3UPAHO CHOTHOILICHHE
KOHLICHTPALK Ha Bap(hapuH. (INR), xoraro BapdapuH ce

npuiiara eJHOBPEMEHHO ChC
Symtuza.
AHTHUKOHBYJICAHTH

Kap6amazenun Bb3 ocHOBa Ha TeopeTHYHU EnnoBpeMeHHOTO NpUIIOKEHHE

denobapOuTar CchOOpaKeHNUs Ce OYaKBa TE3U Ha Symtuza u Te3u

®denuronH AHTUKOHBYJICAHTH Ja TIOHMXKAT AQHTUKOHBYJICAHTH €
IUIA3MEHNTE KOHIIEHTPAIUN Ha MIPOTHUBOIIOKA3aHO (BXK.
JApyHABHP W/WIHA KOOUITUCTAT Touka 4.3).

W/ TeHopoBHp amadeHaMu/I.
(menyknus Ha CYP3A w/wnu
P-gp).

Oxckapbazenux EnHOBpeMEeHHOTO IPHIIOKEHHE
Ha Symtuza ¢ OKcKapOa3enuH He
ce npenopwuBa. TpsoBa na ce
MMarT MpeaBH]l AITEPHATHBHU
AHTUKOHBYJICAHTH.

Knonazenam B53 ocHOBa Ha TeopeTHYHU [IpenopbuBa ce KIMHUYHO

cho0pakeHUs ce oYakBa Symtuza
Jla IOBUIIIK KOHIIEHTPALMKUTE Ha
KJIOHa3emaMm.

(naxubupane Ha CYP3A)

npocieasBane, korato Symtuza
ce mpuiara eTHOBPEMEHHO C
KJIOHa3emam.
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AHTHUJAENPECAHTH

Bunkosu nodasku
Kbt kanTapuoH

B®b3 ocHOBa Ha TeopeTHYHU
CHOOPaXKEHUsSI CE 0UaKBA KBJITHST
KaHTapHOH J1a TIOHIXU
IUIa3MEHUTE KOHIIEHTPAIUU Ha
JlapyHaBHp W/WIIH KOOUIMCTAT
n/umu TeHoQoBup anadeHaMuI.
(mamyxus Ha CYP3A w/unu

P-gp)

ENHOBpEMEHHOTO MPHUIIOKEHHE
HA JXBJIT KAHTAPHOH U Symtuza e
MPOTHBOIOKA3aHO (BXK.

Touka 4.3).

ITapokceTun
Ceptpanun

AMUTPUNTUIINH
Jesunpamun
Nmunpamun
Hoprpuntunun
Tpazonon

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHNUs ce OYaKBa
DRYV/COBI na nosumm
IUTa3MEHUTE KOHIICHTPAIlUH Ha
Te3W aHTHUICTIPECAHTH.
(uaxubupane Ha CYP2D6 n/nnn
CYP3A)

[Ipenumau [aHHU C JapyHABUD,
TIOJICUIIEH C PUTOHABHUD, 00aue
MOKa3BaT MOHWKCHUE Ha
IUTa3MEHUTE KOHIICHTPAIIUH Ha
TE3W aHTUICTIPECAaHTH (HEU3BECTCH
MEXaHHW3bM); TOBA MOXeE J1a ObJIe
crenu(UIHO 32 PUTOHABHP.

Bb3 ocHOBa Ha TeOopeTHYHU
CHOOpaXKEHUsI Ce 0UaKBa
DRV/COBI na nosummn
IUIA3MEHUTE KOHIIEHTPAIUU Ha
TE3U aHTHUCTPECAHTH.
(uaxubupane Ha CYP2D6 n/nnn
CYP3A)

AKO Te3u aHTUETIPECAaHTH
TpsIOBa J1a Ce M3MOJ3BAT ChC
Symtuza ce npenopsuBa
KIIMHUYHO TPOCIICIBaHE, KAaTO
MOXe€ JIa Ce HaJOXHU KOPUTHpaHE
HAa J103aTa Ha aHTH]ICIIPECAHTA.

AHTUJUABETHHU CPEACTBA

Methopmun

B®3 ocHOBa Ha TeOpETHYHH
choOpaKkeHHUs ce 0OYaKBa

HpenoquBa CC€ BHUMATCIIHO
KIIMHUYHO IPOCICAABAaHC U

DRV/COBI ga nmosummm KOpHUTHpaHe Ha J03aTa Ha
IUTa3MEHUTE KOHIICHTPAIlUH Ha MeT(GOPMHH IPH MALNEeHTH,
MeTHOPMHUH. KOHUTO MpHeMart Symtuza.
(naxubupane Ha MATE1)
AHTHEMETHUIA
Homnepuaon He e npoyueno. EnnoBpeMeHHOTO MpUIIOKEHHE

Ha JIOMIIEPUJOH CbC Symtuza e
IIPOTUBOMOKA3aHO.

AHTUMHUKOTHUYHHU CPEJACTBA

Knorpumason
DIryKOHA3011
UtpakoHaszon

N3aBykonazon
ITo3akonazon

Bopuxkonason

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
DRV/COBI na nosummn
IUIa3MEHUTE KOHIIEHTPAIMU Ha
Te3U aHTUMHUKOTHYHHU CPEJICTBA, a
IUIa3MEHNTE KOHICHTPAIIMY Ha
apyHAaBHP, KOOUITUCTAT /TN
TeHO(OBHp amadeHaMuI MOKe /1a
ce OBHIIAT OT AaHTUMUKOTHYHUTE
CpencTBa.

(maxubupane Ha CYP3A n/unun
P-gp)

KoHIeHTpauuTe Ha BOPHKOHA30
MOXe [1a Ce TOBHILIAT HITH
MOHMKAT PH €THOBPEMEHHO
npuitoxkenne ¢ DRV/COBI.

Heo0xoauMo € BHUMaHUE U ce
MPENoPhUBA KIIMHUYHO
MPOCIICsIBAHE.

Koraro € Heo6xoaumo
€HOBPEMEHHO MPHIIOKEHHE,
JMHCBHATA J103a Ha UTPAKOHA30JT
He Tps0Ba 1a HAAXBBPIIA

200 mg.

Bopukonazon He TpsOBa J1a ce
KOMOWHHpA cbec Symtuza, OCBeH
aKo OIICHKATa Ha
CHOTHOIICHUETO MOJ3a/PUCK HE
ornpap/aBa ynorpedarta Ha
BOPUKOHA30JI.
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AHTUIIOJATPO3HU JIEKAPCTBA

Komxumun

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
DRYV/COBI na nosurm
IUIa3MEHUTE KOHIIEHTPAIUU Ha
KOJIXUIIMH.

(uaxubupane Ha CYP3A n/wim Ha
P-rimmkomnpoTrenH)

AKO e He00XO0IMO JIeUEHHUE ChC
Symtuza ce npenopbuBa
HaMaJleHHe Ha J103aTa Ha
KOJIXWIMH WJIM IPEKbCBaHE Ha
JICYEHUETO C KOJIXHIUH MPU
MAlMEeHTH ¢ HopMasiHa ObOpeyHa
WA 9epHOAPOOHA (DyHKITHS.
KoMOuHamusaTa Ha KOJIXUIUH U
Symtuza e mpoTHBONOKa3aHa
IIPH MMAIUEHTH ¢ OBOPETHO WITH
4epHOAPOOHO yBpexkIaHe (BK.
Touka 4.3).

AHTUMAJIAPUIHUA CPEJICTBA

Aptemertep/JlymedanTpun

B53 ocHOBa Ha TeopeTHYHU
CHOOpaXKEHUS Ce OYaKBa
DRV/COBI na nosummn
IUTa3MEHUTE KOHIICHTPAIIUH Ha
JymMedaHTpHH.

Symtuza u
apremerep/iiyMeaHTpUH MOXKe
Jla ce U3I0JI3BaT 0e3 KOpUrupaHe
Ha no3ata. [Topanun
TIOBUILICHUETO HA EKCIO3UIHATA

(uaxubupane Ha CYP3A) Ha JymedaHTpuH obaue,
KoMOWHAaImATa TpsiOBa 1a ce
U3I10J13Ba BHUMATEIHO.
AHTUMUKOBAKTEPUAJIHA CPEJACTBA

Pudammumnma

Bb3 ocHOBa Ha TeopeTHYHU
choOpakeHNUs ce OYaKBa
pU(aMITUIMH 12 TOHWKH
IUTa3MEHUTE KOHIICHTPAIlUH Ha
JApyHABHP W/ KOOUITUCTAT
n/umu TeHodoBup anadeHaMuI.
(menyknus Ha CYP3A w/wnu

P-gp)

KoMOunanusita Ha pudaMmumnmH
u Symtuza € IpOTHBOIIOKa3aHa
(Bk. Touka 4.3).
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Pugabyrun
Pudanentnn

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaKEHUS CE€ OYaKBA TE3H
aHTHUMUKOOAKTEPHATHU CPEICTBA
Jla TIOHIDKAT TIa3MECHUTE
KOHIICHTPAIIUH Ha TapyHABHP
W/WA KOOUIMCTAT W/ AIH
TeHO(oBUp anadeHaMuI.
(mamykus Ha CYP3A w/unu

P-gp)

EnHOBpeMEeHHOTO NpHIIOKEHHUE
Ha Symtuza ¢ pudadbyTuH u
pHudaneHTHH He ce NpernopbyBa.
AKko e He00X0IMMO
KOMOMHHUPAHETO UM,
NpenopbUMTETHATA 1032 Ha
pudadytun e 150 mg 3 mpTH
CEIMHYHO B ONIPEACICHHU JHA
(mampumep
MOHEJICTHUK-CPSAA-TIETHK).
Heo6xoanmo e mo-cTpuKTHO
IpociesiBaHe 3a HeXKeJTaH!
peakLum, CBbP3aHu ¢
pudabyTrH, BKIIOYUTEIHO
HEYTPOIICHHUS U YBEUT, IOpaIn
OYaKBaHO MOBHUIIICHHUE Ha
EKCIo3ULUATa Ha pruadyTHH.
JIOIIBIHUTEIHOTO HaMaJleHUE Ha
no3ara Ha pudaOyTHH He €
npoyusaHo. Tps6Ba 1a ce
TIOMHH, Y€ TIPUIIOKEHHUETO JIBa
I'BTH ceAMUYHO Ha 150 mg Moxe
Jla He OCHUTYPH ONITUMaJTHA
eKcro3unus Ha pudadyTHH, KaTo
TOBa BOJIM 10 PHCK OT
PE3HCTEHTHOCT KbM
pudaMIuIMH 1 HeyCIIeX Ha
nedenuneto. TpsaOBa ga ce B3emar
TpeaBua OpHUIHATHUTE
yKa3aHus 3a HOAXOISIIO0
JieYyeHne Ha TyOepKyJ03a rnpu
HIV un(exTupanyu namueHTy.

Ta3u npenopbKa € pa3indHa OT
JTapyHaBHp, HOACUICH C
puronasup. Koncynrupaiire ce c
KparkaTa xapakreprcTiKa Ha
NPOJYKTa Ha JapyHaBHP 32
JIOI'BJIHUTEIIHH TT0IPOOHOCTH.

AHTHUHEOIIJIACTUYHU CPEIACTBA

Hazatuan6
Hunotnan6
Bunbnactun
Bunkpuctun

EBeponumyc
Hpunorekan

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
DRV/COBI na nosumm
[UTa3MEHUTE KOHIICHTPAIlUH Ha

TE3U AaHTUHCOIUTACTUYHHU CPEICTBA.

(maxubupane Ha CYP3A)

KoHuenrpanuunTe Ha Te3u
JIEKAPCTBEHHM TPOAYKTH MOXKeE J1a
ce MOBHIIAT, KOraTo Ce IMpHIarat
€IHOBPEMEHHO ChC Symtuza,
KOETO BOJIH J0 MOTEHINAN 32
MIOBHIIICH OO HEXKETaH!
CHOUTHSI, OOMKHOBEHO CBBP3aHU
C TEe3H JICKAPCTBEHH NPOTYKTH.
Heobxoaumo e BHIMaHKe
KOraTo ce KOMOWHHpA €THO OT
TE3U aHTHHEOIUIACTUYHH
cpeacTsa cbe Symtuza.

CerpreTBaIna yrnorpeba Ha
€BEPOJIMMYC MM UPUHOTEKAH U
Symtuza He ce nmpenopbyBa.
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AHTUIICUXOTUIHW/HEBPOJIEITUIIA

[epdenaznn B®3 ocHOBa Ha TeopeTUYHU [TpenoppuBa ce KIMHUYHO
Pucnepunon CHOOpaXEHUsI Ce 0UaKBa IpoclieisBaHe, Korato Symtuza
Tuopunasun DRV/COBI na nosuim ce Ipujara eJHOBPEMEHHO ¢
IUIa3MEHUTE KOHIIEHTPAIUU Ha nepeHa3uH, PUCTICPUIO0H TN
T€3U HEBPOJICITUIIH. Ttuopunasut. [Ipu tesu
(uaxubupane Ha CYP3A, HEBPOJIENITHLY TPSOBA 1a ce MMa
CYP2D6 w/unm Ha P-gp) IIpeBU]l HAMAJIIBAHE HA J03aTa
Ha HEBPOJIETITHKA CIIE]T
€IHOBPEMEHHO MPIJIOKEHUE ChC
Symtuza.
Jlypazunon KomOunnanmsaTa Ha Typa3uaoH,
IMumosun MTUMO3H/I, KBETHAIIMH HIIH
Ksetnanun CepTUHJION U Symtuza e
Ceptunpon MIPOTUBOMNOKA3aHa (BXK.
Touka 4.3).
B-BJJOKEPU
Kapsenunon B®3 ocHOBa Ha TeopeTUYHU IIpenopbuBa ce KIMHUIHO
Metonposnon CHOOpaXKEHUsI Ce 0UaKBa IpoclieisBaHe, Korato Symtuza
Tumonon DRV/COBI na moBumm ce mpuyiara eJJHOBPEMEHHO C

IUIA3MEHUTE KOHICHTPAIMU Ha
Te3u OeTa-0JI0KepH.
(maxubupane Ha CYP2D6)

OeTta-0JtoKepH, KaTo TpsIOBa J1a ce
MOMHCIIH 32 MO-HUCKA /1032 Ha
Oera-0Ji0Kepa.

BJIOKEPHN HA KAJIMMEBUTE KAHAJIN

AmutounuH Bb3 ocHOBa Ha TEOPETHYHU ITpenopbuBa ce KIMHUIHO
Junrnazem choOpakeHHUs ce OYaKBa npocieasBane, korato Symtuza
Denogunuu DRV/COBI ga nosurm ce mpuyIara eJJHOBPEMEHHO C
Hukapaunua IUTa3MEHUTE KOHIICHTPAIIUH Ha TE3H JICKAPCTBEHU MPOYKTH.
Hudenunun Te3u OJIOKEePH Ha KAJ[UCBUTE
Bepamamuin KaHaJIH.
(unxubupane Ha CYP3A)

KOPTUKOCTEPOUIU

Koptukocrepounmy, B®3 ocHOBa Ha TeOpETHYHH CeprcTBaIIATa YIOTPEOa HA

METa0OIM3UPAHH IPSTUMHO Upe3
CYP3A (BKIIIOYUTEIIHO
OerameTaszoH, OyIe30HU,
(hIyTHKa30H, MOMETAa30H,
TPEIHU30H, TPUAMITITHOJIOH)

CHOOpaXKEHUs Ce OYaKBa
DRV/COBI na nosummn
[Ta3MEHUTE KOHIICHTPAIlMH Ha
TE31 KOPTUKOCTEPOUIH.
(maxubupane Ha CYP3A)

Symtuza 1 KOPTUKOCTEPOUIN
(BCHYKM MBTHIIA HA BHBEXKIAHE),
KOHUTO C€ METabOIM3HpaT upes3
CYP3A, Moxe 1a MOBUIIIHA PUCKa
OT pa3BUTHE HA CUCTEMHH
e(eKTn Ha KOPTUKOCTEPOUIUTE,
BKJIFOUUTEIHO CHHAPOM Ha
Cushing 1 HanOBOpeuHa
Cymnpecus.

He ce npenopsuBa
€/IHOBPEMEHHO NpUJIaraHe ¢
KOPTHKOCTEPOHIH, KOUTO CE
Metabommsupat upe3 CYP3A,
OCBEH aKO MOTECHI[MATHATA 034
3a TaIeHTa He IPEBHIIaBa
pHUCKa, B KOUTO citydai
TIAIIeHTUTE TPsIOBa 1 ce
HaOIr0AaBaT 3a CUCTEMHH
KOPTHKOCTEPOUIHU €(DEKTH.

TpsbBa na ce oOMuCITH
yrnoTpedara Ha aNTepHATHBHH
KOPTHUKOCTEPOHIH, KOUTO Ca IMO-
cnabo 3asucumu ot CYP3A
MeTabon3Ma, Hatp.
OeKJIOMETa30H, 0COOEHO 3a
JIBJITOCPOYHA YIIOTpeoda.
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JekcameTa3oH (3a CUCTEMHO
MPUITO0KEHUE)

B®b3 ocHOBa Ha TeopeTHYHU
CHOOpaXEHUsI Ce 0UaKBa
JIEKCaMETa30H (32 CUCTEMHO
NIPWIIOKEHUE), J1a TOHKU
IUIa3MEHUTE KOHIIEHTPAIUU Ha
JlapyHaBHp W/WIIM KOOUIHCTAT.
(manykius Ha CYP3A)

JlexcameTa3oH 3a CHCTEMHO
NIPWIIOKEHUE TPsIOBa 1a ce
U3M0J13Ba BHUMATEHO, KOTaTo
ce KoMOMHMpa cbe Symtuza.

AHTATOHHUCTHU HA EHAOTEJIMHOBUTE PEHEINITOPH

bosenran

Bb3 ocHOBa Ha TeopeTHYHU

choOpakeHus ce 0YakBa OO3CHTaH

Jla TOHKH TUTa3MEHUTE
KOHLIECHTPALMH Ha AapyHABUD
1/WIA KOOHUITHCTAT.

(mamykus Ha CYP3A)

OuakBa ce Symtuza 1a noBUIIN
IUIa3MEHNTE KOHIIEHTPAIMU Ha
003eHTaH.

(unxubupane Ha CYP3A)

EnHOBpeMEeHHO NPUIIOKEHUE HA
Symtuza u 603eHTaH He ce
penopb4Ba.

NPOU3BOJHHU HA EPTOAJIKAJIOUJIUTE

Harp. B®b3 ocHOBa Ha TeopeTHYHU EnHOBpeMEeHHOTO NpHIIOKEHHUE
JuxunpoeproraMux cpobpaxenust, DRV/COBI moxe Ha Symtuza ¥ IpOU3BOJHU Ha
Epromerpun J1a TIOBHUIIN EKCIIO3UITNATA Ha €proaJKaIONINTe €
Eproramun MIPOU3BOTHUTE HA MIPOTHBOIOKA3aHO (BXK.
MeTuieproHoBIH €PTOoAKAJIONIUTE. Touka 4.3).
AHTUBUPYCHHU CPEJICTBA C JJUPEKTHO JIENCTBUE CPEIIY BUPYCA HA XEITATUT C
(HCV)
Huxubumopu na NS3-44
EnbacBup/rpazomnpeBup BB3 ocHOBa Ha TEOPETUIHH CrITbTCTBAIIATA YIIOTpeOa HA

crobOpaskeHnst Symtuza MoXe J1a
MOBHIIN €KCIIO3ULUATa Ha
rpa3oIpeBup.

(uaxubupane Ha OATP1B u
CYP3A)

Symtuza ¢
enbacBHUp/Tpa3onpeBup €
MPOTHBOIOKA3aHa (BK.
Touka 4.3).

I'nexanpeBup/nubpeHTa3BUp

B®3 ocHOBa Ha TeOpETHYHH
crobpaxkenuss DRV/COBI moxe
Jla TIOBUIIN CKCIIO3UIUATA Ha
TIICKANPEBUD U MHOPEHTA3BUP.
(P-gp, BCRP u/mm OATP1B1/3
nHXHOUpaHe)

He ce nmpenopwuBa Symtuza na
ce IpuIiara eJHOBPEMEHHO C
ryeKanpeBup/muopeHTa3Bup.

JHaknaracsup
Jlenqunaceup
Codocoysup

Bb3 ocHOBa Ha TeopeTHYHU
CchOOpaKeHNUs HE Ce OYaKBaT
B3aMMOJIEHCTBHA OT KIMHUIHO
3HaYCHUE.

Symtuza u copocOyBup,
co¢ocOyBUp/TIEAUITACBHP HITH
JIAKJIATACBUP MOTAT Jia ce
M3II0JI3BAT €THOBPEMEHHO 0e3
KOpHUTHpaHEe Ha J103aTa

PacTuTennu npoaykTn

XKbar kaurapuon (Hypericum
perforatum)

Bb3 ocHOBa Ha TeOpEeTUUHU
CHOOPAKEHUS, KBIT KAHTAPUOH
MO>K€ 3HAUUTEJHO J1a TOHIKHU
excriosunuute Ha DRV/COBI
(uanyxums Ha CYP3A4) u Ha
TAF.

(mamyK1Ms Ha P-gp)

CeprcTBaIIATa YIOTPEOa HA
Symtuza ¢ Te3u JeKapcTBa €
MPOTHBOMOKA3aHa (BK.

Touka 4.3).
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NHXUBUTOPU HA HMG CO-A PEJYKTA3ATA

ATopBacTaTHH
®diryBacTaTHH
IMutaBacraTun
IIpaBacraTun
PozyBacraTun

JloBacTaTnu
CuMBacTaTud

Atopsactarus (10 mg BeaHbK
JIHEBHO):

atopBactaTua AUC 1 290%
aTopBacTaTHH Cmax T 319%
artopBacTaTUH Cmin ND

Posysacratun (10 mg BexHBK
JIHEBHO):

po3yBactatud AUC 1 93%
posyBacTaTiH Cmax T 277%
po3yBactaTuH Cmin ND

Bb3 ocHOBa Ha TeopeTHYHU
chOoOpakeHNUs ce 0OYaKBa
DRV/COBI na nosummn
IUTa3MEHUTE KOHIICHTPAIIUH Ha
(ryBacTaTUH, MUTABACTATHH,
MPaBaCTaTHH, JIOBACTATHH U
CHUMBACTaTHH.

(maxubupane Ha CYP3A n/unu Ha
TpaHCTIOPTA)

CerpTeTBaIaTa ynorpedara Ha
nuxuburop Ha HMG CoA
penykraszara u Symtuza MOXxe J1a
MOBUILY IJIa3MEHHTE
KOHLIEHTPALMH Ha
JIMITU/IOTIOHNKaBaIOTO
CPEICTBO, KOETO MOXKE 1a
JOBEJIE IO HEeXKENaH!U PeaKLin
KaTO MHOIIATHSL.

Koraro e Heo6xoaumo
NPUIOKEHHE Ha HHXUOUTOPH Ha
HMG CoA penyxra3zara u
Symtuza ce npernopbyBa aa ce
3all0vHe ¢ Hali-HUCKATa /1033 U
Jla ce TUTpHpa 10 >KeIaHus
KJIMHUYEH eeKT, KaTo ce
npociessBa 6e30MacHOCTTa.

CrITbTCTBAIIATA YIIOTpeOa HA
Symtuza ¢ nmoBacTaTuH u
CHUMBAaCTATHH €
MIPOTHUBOTIOKa3aHa (BXK.

Touka 4.3).

JIPYTH JIMITAJIOMOJIAPHIINPAIIA CPEJCTBA

JlomuTanug

Bb3 ocHOBa Ha TeopeTHYHU
ChOOpaXKEeHUs ce oyakBa Symtuza
Jla TIOBUILIM €KCIIO3UIUSITA Ha
JIOMUTAIU]] IPU €THOBPEMEHHO

EQHOBPEMEHHOTO MPHIIOKEHHE €
MIPOTHBOIOKA3aHO (BXK.
Touka 4.3)

NIPUIIOKEHHE.
(unxubupane Ha CYP3A)
AHTAT'OHUCTH HA H>-PEHEIITOPUTE
Humernaua B®3 ocHOBa Ha TeOpeTHIHN Symtuza mosxe fa ce mpuiara
damoTHINH CHOOPaXEHUSI HE CE OUaKBAT €IHOBPEMEHHO C aHTArOHUCTH
Huzatunun MEXaHUCTHYHH B3aUMOJEICTBHE. na Hap-peuenrropure 6e3
PanuTnauu KOpUTMpaHe Ha J103ata.
NMYHOCYIIPECOPHU
Huxocniopun B®b3 ocHOBa Ha TeopeTHYHU ITpu eqHoBpeMeHHO
Cuponumyc CHOOpaXEHUsI Ce 0UaKBa NIPUWIIOKEHUE Che Symtuza
Taxponumyc DRV/COBI na nosuim TpsiOBa Ja ce mpocJe/siBa
IUIa3MEHUTE KOHIIEHTPAIUU Ha KOHLIEHTpAaLHsITa Ha
T€3U UMYHOCYTIPECOPH. HMYyHOCYIIpecopa.
(maxubupane Ha CYP3A)
OuakBa ce eTHOBPEMEHHOTO
MPWIOKEHNE Ha NUKJIOCIIOPHH /1a
MOBUIIY TIJTa3MEHHTE
KOHIICHTPAIH Ha TEHO(OBHP
amageHaMmu/I.
(uaxubupane Ha P-gp)
EBeponumyc CerpTeTBamara ynorpeba Ha

eBeponumyc U Symtuza He ce
penopbyBa.
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NHXAJIATOPHU BETA ATOHUCTH

Canmerepon

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
DRYV/COBI na nosurm
IUTa3MEHUTE KOHIICHTPAIIUH Ha
CaJIMETepoIL.

(uaxubupane Ha CYP3A)

CerpTeTBamara ynorpeba Ha
canmMerepod 1 Symtuza He ce
npenopbuBa. KomOuHamusra
MOXe€ Ja JIOBEJIE 10 IMOBHIICH
PHCK OT ChbPAEYHO-CHJIOBU
HEKeJlaHW CHOUTHS Ha
CalMeTepOJ], BKIIIOUUTEITHO
ynbiokaBane Ha QT uHTEpBaa,
chplieOreHe U CHHYCOBa
TaxXHUKapIus.

HAPKOTNYHU AHAJITETUIIU/JIEYEHHUE HA OITMOWJHA 3ABUCUMOCT

Bynpenopdun/Hamokcon Bb3 ocHOBa Ha TeopeTHYHU IIpu eqHOBpEMEHHO MpUiaraHe
crobpakenusi, DRV/COBI moxe c¢ve Symtuza Moxe n1a He ObJie
J1a TIOBUIIHN TIA3MEHHTE HE00X0IMMO KOpUTHpaHEe Ha
KOHLIEHTPALMK Ha OynpeHophHH Ji03ata Ha OynpeHop¢uH, HO ce
n/un HopOynpeHophUH. IpenopbuBa BHUMATEIIHO
KJIMHUYHO TPOCTICIABAHE 3a
MPHU3HAIK Ha OTTHATHA
TOKCHUYHOCT.
Meranon Bb3 ocHOBa Ha TeopeTHYHU He ce ouakBa kopurvupane Ha
crobpakenusi, DRV/COBI moxe o3aTa Ha METaI0H, KOraTo ce
J1a TIOBUILHN TIa3MEHHUTE 3a1mo4YBa eTHOBPEMEHHO
KOHIIEHTPAIIMH HAa METaI0H. MIPUIOKEHNE ChC Symtuza.
[IpenopbuBa ce KIMHUYHO
[pu gapyHaBuUp, MOACUIICH C MPOCIICASBaHE, THH KaTO MPH
PHUTOHABHp, € HAOJI0IaBaHO C1ab0 | HAKOM NAalMeHTH MOXeE aa Obje
MMOHM)KCHUE HA TUIA3MCHUTE HEOOX0ANMO KOPUTHpaHe Ha
KOHIICHTPAI[UH HA METaI0H. TOJIbPIKAIIA TEePaTTHSL.
Koncynrupaiite ce ¢ Kpatkara
XapaKTepUCTHKa Ha MPOIyKTa Ha
ApyHABHP 32 JOMBIHUTEITHH
OIPOOHOCTH.
deHTaHuI Bb3 ocHOBa Ha TeopeTHYHU IIpenopbuBa ce KIMHUYHO
OKCHKOJIOH crobpakenusi, DRV/COBI moxe npociensBane, korato Symtuza
Tpamamon J1a TIOBUILHN TIa3MEHHUTE ce Tpuiara e THOBPEMEHHO C

KOHIIGHTPALMH Ha Te3H
AQHAJTeTHIIH.

(uaxubupane Ha CYP2D6 n/nnn
Ha CYP3A)

TC3H aHAJII'CTHIIN.

KOHTPAIIEITUBU HA BA3ATA HA ECTPOI'EHH

JIpOCIIUPEHOH eTHHHIECTPANOI
(3 mg/0,02 mg BeAHBX JHEBHO)

Etunun ectpaauon

Hoperunapon

npocnupenoH AUC 1 58%
npoctpeHOH Crax T 15%
npoctiapeHOH Cin ND

eturnn ecrpamuon AUC 4 30%
eTuHuN ecTpamuon Cmax ¥ 14%
eTuHWI ecTpamruoll Cpin ND

Bb3 ocHOBa Ha TeOpeTHYHU
crobpakenusi, DRV/COBI moxe
J1a TIPOMEHH IUTa3MEHUTE
KOHIICHTPAIlM! HAa HOPETHHIPOH.

[TpenopwuBaT ce anTepHaTUBHA
WIN IOTIBITHUTEITHH
KOHTPALENITUBHA MEPKH, KOTaTo
KOHTpAleNTHBY Ha 0azaTa Ha
€CTPOTEHH Ce IpuaraT
€IHOBPEMEHHO ChC Symtuza.
[ManmenTkuTEe, H3MOI3BAIIN
€CTPOTeHH KaTo
XOPMOHO3aMECTHUTENIHA TepaIus,
Tpsi0Ba /1a ce MpociesBaT
KIIMHUYHO 3a IMpU3Haly Ha
€CTPOTEHOB JIe(hUITHT.

Koraro Symtuza ce npunara
€/IHOBPEMEHHO C MPOAYKTH,
ChIbpIKaIH JPOCIHPEHOH, Ce
NPEnopbYBa KIMHUYHO
IpOCTIEsIBaHE MOPaIH
MOTEHINAT 33 XUICPKATHEMHUSL.
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OININMOUJHU AHTATOHUCTHU

Hamokceron

He e mpoyueHo.

EnHOBpeMEHHOTO NPHUIIOKEHHE
Ha Symtuza 1 HaJIOKCEron e
IIPOTUBOMOKA3aHO.

NHXUBUTOPHU HA ®OCOPOIMNECTEPA3ATA THII 5 (PDE-5)

3a neyeHHe Ha CPEKTIITHA

JTUCOYHKIUS
Cunpenadun
Tananagwn
Bapnenagwn

ABanadun

B®3 ocHOBa Ha TeOpETHYHH
CHOOpaXKEHUS Ce OYaKBa
DRV/COBI na nosummn
IUTa3MEHUTE KOHIICHTPAIIUH Ha
Te3u naxuoutropu Ha PDE-5.
(maxubupane Ha CYP3A)

Tps6Ba na ce BHUMaBa Ipu
CBIIBTCTBALIATA YIIOTpeOa Ha
nuxuburopu Ha PDE-5 cbe
Symtuza 3a neyenue Ha
epeKTHIHA AUCPyHKINI. AKO
MMa NOKa3aHMs 3a ChITBTCTBAIA
ynotpeba Ha Symtuza cbC
cuiaeHad I, BapaeHa(QI Win
Taganadi, ce IpernoprIBa
cunaeHadmI B €qUHNUYHA 7034,
HEHaJIXBBpIAIa 25 mg 3a

48 yaca, BapeHa U B
CAMHNYHA 103a, HCHAAXBbPJIsAIIa
2,5 mg 3a 72 yaca, uiu
Tajanadua B eAMHUYHA /1032, HE
Haaxeepisima 10 mg 3a 72 ygaca.

KoMOuHanmsiTa Ha aBaHADWIT U
Symtuza e mpoTHBONOKa3aHa
(BXk. Touka 4.3).

3a eyenne Ha O6enmonpodHa

apTepuaiHa XUICPTOHUS
Cunpenadun
Tananagwn

Bb3 ocHOBa Ha TeopeTHYHU
crobpakenus ce ouakBDRV/COBI
Jla TIOBUIIY IIJIa3MEHHUTE
KOHLIEHTPALH HA TE3H
nuxuburopu Ha PDE-5.
(uaxubupane Ha CYP3A)

be3onacha 1 eekTHBHA 11032 HA
cueHadun 3a JIedeHUe Ha
OenonpoOHa apTepraiHa
XHUIIEPTOHHUS TIPH €THOBPEMEHHO
MPUIOKEHUE Che Symtuza He e
ycranoBeHa. ChIlecTByBa
MOBUIIICH MOTEHITHAT 33
HEKEJIaHU ChOUTHS, CBBP3aHH
ChC crIeHa( I (BKIIOYUTEITHO
3pHUTEIHH HAPYIICHHS,
XHUIIOTOHUSI, TIPOABIDKUTEIIHA
epekiys U curkon). [Topamu
TOBa €THOBPEMEHHOTO
MpUIOKEeHUE Ha Symtuza u
cuiiaeHa I 3a JICYCHUE Ha
6eoapoOHa apTepraiHa
XUIIEPTOHUS € IMPOTUBOIIOKA3aHO
(BX. Touka 4.3).

EXHOBPEMEHHOTO MPHIIOKCHHE
Ha Taganmadmi cbc Symtuza 3a
JieueHne Ha OenmopodHa
apTepua Ha XHIICPTOHUS HE Ce
[IPEIoPhYBa.

NHXUBUTOPHU HA ITPOTOHHATA ITOMITA

Jexcman3omnpas3on B®3 ocHOBaA Ha TeOpeTHYHH Symtuza moxe aa ce mpmiara
Ezomemnpason CHOOpakeHUs, HE Ce OYaKBaT €IHOBPEMEHHO C HHXHOUTOPH Ha
Jlanzomnpason MEXaHUCTUYHU B3aUMOJICHCTBHUS. MPOTOHHATA IoMIa Oe3
Owmernpazon KOpHUTUpaHe Ha J03ata.
ITanTonpazon

Pabenpason
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CEJATUBHU/CBHOTBOPHHU CPEACTBA

Bycnupon

Kiopazenar

Huazenam

Ecrazonam

®diypasenam

Muna3zonam (3a HapeHTepaTHO
MIPIIIOKECHUE)

oammaeM

Muzazosam (3a nepopasHo
TIPHIIOKCHUE)
Tpuazonam

B®3 ocHOBa Ha TeOpETHYHH
ChOOpaXKEHUS Ce OYaKBa
DRV/COBI na nosummn
IUTa3MEHUTE KOHIICHTPAIIUH Ha
TE3U CeaTHBHU/ChHOTBOPHH
CpelncTBa.

(maxubupane Ha CYP3A)

[IpemopbuBa ce KIMHUIHO
MpOCIIeAsBaHe, KOrato Symtuza
ce Mmpuiiara ¢JIHOBPEMEHHO C
TE3U CeTaTHBHU/CHHOTBOPHH
CpencTBa u TpsiOBa ja ce
IIOMHMCIIH 3a [O-HUCKA 103a Ha
CeIaTUBHOTO/CHHOTBOPHOTO
CPEACTRBO.

Symtuza TpsOBa na ce n3moi3Ba
BHUMATEITHO NP eHOBPEMEHHO
HapeHTepaIHO MPUIIOKEHHE Ha
MUJ1a3051aM.

Axo Symtuza ce npuiara
€/IHOBPEMEHHO C MapeHTepaieH
MUJ1a3051aM, ToBa TpsiOBa Ja ce
NIPaBY B HHTEH3UBHO OT/EJICHHE
WK TIPU TIOI00HH YCIIOBHS,
KOHMTO OCUTYPSIBAT CTPUKTHO
KJIMHUYHO TPOCIIE/IIBaHe U
MOJIXO/ISIIO JICUCHHE B CITydaid
Ha pecrUpaTopHa JAenpecus
W/WITY IPOIBIDKUTEITHO
ceaupane. TpsiOBa na ce
TIOMUCIIH 332 KOPUTHPAHE Ha
J103aTa Ha MHUJ1a30J1aM, 0COOEHO
aKo ce mpuJiara IoBeye ot
eIMHUYHA /1032 MUJIA30J1aM.

EnnoBpemMeHHOTO nepopaiHo
MIPUIOKECHNE Ha MHUIa30J1aM HITH
TpHas3oixaM u Symtuza e
MIPOTHUBOTIOKA3aHO (BXK.

Touka 4.3).

JIEYEHUE HA TPEKIEBPEME

HHA EAKYJAIIUA

JlanmokceTun

He e npoyueno.

EnHOBpPEMEHHOTO IPHIOKEHHUE
Ha Symtuza ¢ JallOKCETHUH €
IIPOTUBOMOKA3aHO.

YPOJIOI'NMYHHU JIEKAPCTBEHHU INTPOAYKTH

®de3oTepoauH
Commdenanux

He e mpoyueno.

Jla ce npuiiara ¢ MoBHUILICHO
BHuUMaHue. [la ce mpocnenssa 3a
HEXKEJIAHU PEaKIUH I10
OTHOIIICHHE Ha (PE30TCPOTUH U
compenanuH. Moxe na e
HEOOXOAMMO ITOHMXKaBaHE Ha
no3ara Ha (he30TepOIIH U
coyeHaInH.

4.6 dDepTUauTeT, OPEMEHHOCT U KbPMeHe

bpemennoct

JlurceaT WM UMa OTpaHHUYCHH JaHHU (32 H3X0/1a Ha mo-Manko oT 300 ciaydas Ha OpEMEHHOCT) OT
ynorpebaTta Ha Symtuza mpu 6peMeHHH xeHu. Herossiv o0eM qaHHM 3a OpeMEHHH KeHHM (3a U3X0za
ot 300 mo 1 000 cirydast Ha OpEMEHHOCT) He IMOKa3BaT MaipopMaTHBHA WK (eTaaHa/HeOHATaIHA
TOKCHYHOCT Ha JJapyHABUP, KOOUIIUCTAT WK TeHohoBUp anadheHamu. ['omsam oOeM TaHHH 32
OpeMeHHH xeHH (3a uzxoaa oT Haj 1 000 ciaydast Ha OpEMEHHOCT) He MOKa3BaT Majn(opMaTHBHA WK
(heraiHa/HEOHATAIHA TOKCUYHOCT, CBbP3aHa ¢ EMTPUIIUTAONH.
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[IpoyuBaHusTa IPH )KUBOTHU HE TIOKA3BAT MPEKH WIIH HETIPEKH BPETHH €(EKTH HA JTAPYyHABUP WIIH
EMTPHUITNTaONH, CBBEP3aHU C PEPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). [IpoyuBanusTa npu
JKUBOTHU HE MOKAa3BaT MPEKU WM HEMPEKH BpeHH e(heKTH Ha KOOUIIMCTAT WIIU TEHO(POBHP
anmadeHaMu/l, CBbp3aHu C PEMPOAYKTUBHA TOKCHYHOCT (BXK. TOUKa 5.3).

JledenueTo ¢ napyHaBUpP/KOOHIMCTAT (JIBE OT ChCTABKUTE Ha Symtuza) [0 BpeMe Ha OpEeMEHHOCT BOIH
JI0 HUCKa EKCIO3UIMSI Ha TapyHaBup (BXK. TOUKa 5.2), KOETO MOXKe J1a ObJie CBhP3aHO C MOBUIIECH PUCK
OT HeycCIleX Ha JICYeHHETO U MOBHIIIEH PUCK OT npenaBane Ha HIV Ha mereTto. 3aToBa nedeHue che
Symtuza nHe Tps0Ba Ja ce 3an04Ba Mo BpeMe Ha OPEeMEHHOCT, a XKeHH, 3a0peMeHeNH 1Mo BpeMe Ha
tepanust ¢ Tazu FDC, TpsiOBa a mpeMyHaT Ha ajlTepHATHBHA CXeMa Ha JieueHue (BX. Touku 4.2 u 4.4).

Kspmene
EmTpuriutabun ce ekckpetupa B KbpMarta. Bb3 0ocHOBa Ha MyOJIMKYBaHU JIaHHU TCHO(DOBHP

anmadeHaMu]] ce eKCKpEeTHpa B KbpMaTa B MaJIKU KOJIMYeCTBa. M34nciIeHo e, Ye OTHOCUTETHATA 71032
npu kbpMmaueTa (relative infant dose, RID) e oz 0,1% ot no3ara, kopurupana cropeji TerJioTo Ha
Maiikata. He e n3BecTHO Janu TapyHaBUp WM KOOUIIMCTAT Ce EKCKPEeTUpaT B KbpMarta. [IpoyuBaHusiTa
MIPH KUBOTHU TIOKa3BaT, Y€ JapyHaBUPHU, KOOUITUCTAT CE EKCKPETUpAT B MIIIKOTO. [IpoyuBanus nmpu
IUTHXOBE MTOKA3BAT, Y€ IAPYHABUP C€ EKCKPETHPA B MIIIKOTO M IIPY BHCOKU HUBA

(1 000 mg/kg/nHeBHO) BOIU 10 TOKCUYHOCT B IOTOMCTBOTO.

[lopanu nmoTeHIMana 3a HEXKENAH! PEaKLUH MIPH ECTECTBEHO XPaHEHUTE KbpMadeTa, )KEeHUTe TpAOBa
Jla ce MHCTPYKTHUPAT J1a He KbpPMST, aKo MoIy4yaBar Symtuza.

3a na ce nzberne npenasane Ha HIV Ha kppMaueTo, ce npenoprusa xenu, napexrupanu ¢ HIV, na ne
KBPMSIT.

DepTUInTET
Jlurceat qaHHM OTHOCHO €(peKTa Ha JapyHaBUP, KOOUIIUCTAT, EMTPULIUTAOUH WU TEHO(DOBHP

anadeHamMuz BbpXy GepTunnTera mnpu xopa. Hama edekr Bppxy undrocBaneTo win GpepTuinTera npu
KUBOTHH (BK. Touka 5.3). Bp3 ocHOBa Ha mpoy4BaHus MPH KUBOTHH, HE ce 0uakBa eekT Ha Symtuza
BBPXY PEeNPOIYKTUBHOCTTA WK (PEPTHIUTETA.

4.7 EdexTH BbpPXYy CIOCOOHOCTTA 3a mogupaHe U padoTa ¢ MAIIMHH

Symtuza moBnusiBa B MaJika CTENeH CIIOCOOHOCTTA 3a modupaHe u paboTa ¢ MamuHu. [TaineHTuTe
TpsiOBa J1a ca MHPOPMHUPAHH, Y€ KOraTo ce JIEKyBaT ChCc Symtuza, MOXKe Jia Bb3HHKHE 3aMasHOCT (BXK.
Touka 4.8).

4.8 Hexenanu JekapcTBeHH peaKIUU

O606uienne Ha npoduna Ha 6e30MacHOCT

O6muaT mpodnia Ha 6€30MacHOCT Ha Symtuza ce OCHOBaBa Ha JJaHHHU OT €HO PaHIOMHU3UPAHO,
JIBOMHOCIIAIO, CPABHUTEIHO KIMHUYHO u3nuTBaHe dasa 2, GS-US-299-0102 (N= 103 na gapyHasup/
kobumcrat/eMmrpunutadun/Tenodposup anadpeHamun [D/C/F/TAF]), nanau ot 2 KIMHUYHA
nanutBanus paza 3 TMC114FD2HTX3001 (AMBER, N= 362 na D/C/F/TAF) u TMC114IFD3013
(EMERALD, N= 763 na D/C/F/TAF), u Ha BCHUKH HaJIMYHU JaHHU OT KIMHUYHUTE U3MUTBAHMS U
MOCTMaPKETHHTOBOTO HAOJIOICHIE HA HETOBUTE KOMIOHEHTH. Thif KaTo Symtuza chbpxa
JapyHAaBUD, KOOUIIUCTAT, EMTPUIIMTAOUH ¥ TeHOGDOBUD anadeHaAMHUI, MOXKE J]a CE OUAKBAT
HEXKENaHUTE PEaKI[UH, CBbP3aHU C BCIKO OT OTJEITHUTE CheIMHEHHS.

Haii-yectute (> 5%) HexeNnaHu peakiuu, ChOOIIaABAHU MPH HEJIEKYBAHHU JI0Cera MalueHTH B
npoyusaneTo ¢aza 2 (GS-US-299-0102) u daza 3 (AMBER, TMC114FD2HTX3001, ananu3 Ha
Cenmuria 96), ca auapus (22,6%), rnmaBoboinue (13,1%), oopus (12,7%), ragene (9,7%), ymopa (8,0%)
1 KopeMHa Oorka (5,8%).

22



Haii-uecture (> 5%) HexxenaHu peakiuy, CbOOIaBaHH MPH MMOTHCHATH, JIEKyBaHH MIPEIN TOBA
nanueraTd (EMERALD Ilpoyusane TMC1141FD3013, ananu3 Ha Cenmuna 96), ca quapus (10,5%),
rimaBooonwue (10,4%), aptpanrus (7,7%), kopemna 6omxka (7,5%), ymopa (5,9%) u o6pus (5,1%).

CIuChHK Ha HEXKEJTaHUTE PeaKIUU B TAOJIMYCH BUJT
Hexenanute peakmun ca n3dpoenu mo cuctemo-opraneH kiac (COK) u kaTeropus mo 4ecTora B

Tabmuua 2. Kateropunre mo yectora ca onpeaesieHd KakTo ciiefpa: MHOro uectu (> 1/10), yectu
(> 1/100 mo < 1/10), meuectu (> 1/1 000 go < 1/100), peaxu (> 1/10 000 go < 1/1 000) u ¢ Heu3BeCTHA
yecToTa (0T HATMYHHUTE JaHHU HE MOXE J1a OBbIe HalpaBeHa OICHKA).

Taoanma 2

Cucremo-opraden kiaac no MedDRA He:xenana peakuus
Kateropus yecrora

Hapywenus na kpvema u qumgnama cucmema

YCCTHU | AHCMM

Hapywenusi na umynnama cucmema

YECTH (MexapcTBeHa) CBPBXUYBCTBUTEITHOCT

HEYeCTH BB3MATUTEIICH CUHAPOM IPU UMYyHHO
BBH3CTAHOBSIBAHE

Hapywenusi na memabonusma u xpanenemo

4eCTH 3axapeH auabeT, aHOpeKCHs,
XUTEPXOICCTEPOTICMUS,

MOBHUIIEHIIATIOIPOTENHHU C HUCKA TUTBTHOCT,
XUTEPTPUTITALIEPUAEMUS, XUIICPITUITAICMIIS,

JUCITATTAJICMHST

HEYECTH XUIMEPTITAKEMUSI

Hcuxuunu napywenus

YeCTH | sipku chHMmA

Hapywenus na nepgnama cucmema

MHOTO YECTH riraBobonme

YeCTH 3aMastHOCT

Cmomawmno-upesHu HapyuleHus

MHOT'O YECTH Japust

4eCTH MOBPBIIIAHE, TaJicHe, KOpeMHa 00JIKa, pa3IyBaHe
Ha KOopeMa, JTUCIIETICHS, METCOPH3bM

HEYeCTH OCTBP NMAHKPEATHUT, OBUIICHU TAHKPEATUIHU
SH3UMU

Xenamobunuapnu napywenus

4ecTH TIOBHUIIIEHU YEPHOIPOOHU EH3UMHU

HEYECTH OCTBP XCNATUT", IUTOJIUTUYCH XEIATUT®

Hapywenus na koscama u nookojiCHama mvKau

MHOTO YECTH 00pyWB (BKIIFOUUTEITHO MaKyJIapeH, MaKyJIo-
nanyJjaapeH, mamyJiapeH, epuTeMaTo3eH, ChpOsI]
00puB, TCHEpaTU3UpaH OOPHB U aJlepTHUCH
JIEPMaTHT)

4eCTH CBHPOCK, ypTHUKAPHUS

HEYECTH aHruoeaeM
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JIEKapCTBEHA PEAKITHSI C €O3UHODUITNS U
CHCTEMHM CHMIITOMU®, CHHIPOM Ha Stevens-
Johnson®

penKu

C HCU3BCCTHA 4YE€CTOTa TOKCHUYHA €ruacpMaiHa Heronmaa, ocTpa

reHepaIi3ipana eK3aHTeMaTo3Ha MmycTyo3a’

HapymeHwZ HA MYCKYJIHO-CKeJlemurama cucmema u CbeOUHUMETIHAMA MbKAH

4eCTH apTpaITHsi, MUAITUS
HEYeCTH OCTEOHEKpPO3a
Hapywenus na 6v0peyume u nuxounume nomuuya

peaKku | KpHCTaaHa HedporaTus *

Hapywenus na ev3npouzeooumennama cucmema u 2vpoama

HEYECTH | THHEKOMACTHS"

Obwu HapywieHus u eghexmu Ha MACMOMO HA NPUTOJCEHUE

| actenns, ymopa

4ecTH
Hscneosanus
yecTu | MIOBHIIIEH KPEATHHUH B KPHBTA

JIOIbIIHUTEIHY HEXENIaHU PeaKIny, HaOJII0JaBaH! CaMo ¢ JapyHaBUP/PUTOHABHD B APYTH KIMHUYHHU H3ITHTBAHUS
WM TIPU TOCTMAPKETUHIOBHS OIIUT

Y mexenana peakuus, yCTaHOBEHa B IOCTMapKETUHIOBY yciioBHA. Cropes yka3aHUsATa OTHOCHO KpaTKaTa XapaKTepUCTUKA
Ha npoaykTa (n3ganue 2, M. centemBpu 2009 r.) yecToTaTa Ha Ta3H HEXKeJaHA PEaKIUsl B IOCTMAPKETHHTOBH YCIIOBUS €
olpejie/IcHa ¢ U3Noa3BaHe Ha ,,IIpaBunoro Ha 3.

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKIInu

Obpus

OOpuBBT € YecTa HeXKeJlaHa peakys Ipy MalUueHTH, JIeKyBaHu ¢ fapyHaBup. OOpUBBT € IpeauMHO
JIEK JI0 YMEPEH, YECTO Bb3HUKBAILl B PAMKHUTE Ha IbPBUTE YETHPHU CEAMUIM Ha JICUCHHE U OT3BYy4aBall]
IIPH IPOAB/KaBaHEe Ha MPUIIOKEHUETO (BXK. Touka 4.4). B kinuHnuHuTe n3nuTBanus dasa 2/3 3a
JICYCHUE Ha HEeJIeKyBaHU Jiocera namueHTt 12,7% (59/465) ot manmeHTHTe, momy4aBamy Symtuza, ca
noiyunian oOpuB (moBeueTo creneH 1), 1,5% (7/465) oT manueHTUTE ca npeycTaHOBUIIN JICYEHUETO
nopaJii 0OpuB, OT KOUTO €JIMH MOPaJX OOPUB M CBPHXUYBCTBUTEIHOCT. B KIIMHUYHOTO U3NUTBaHE
¢aza 3 npu notucHaty, nexyBanu npeau Tosa nauneHtd (EMERALD Ilpoyusane TMC1141FD3013)
5,1% (39/763) ot mauumenTuTe, MoJIyYaBaly Symtuza, ca IoJIy4rniId oOOpuB (ITOBEYETO CTereH 1),
HUKOU HE € MPEyCTaHOBHJI JICUCHHETO OPaIi OOpHB.

Memaborumnu noxazamenu
TernoTo u HUBaTa HA JIMIUIUTE U TIIIOKO3aTa B KPbBTa MOJKE JIa C€ TIOBUILIAT 10 BpeMe Ha
aHTHPETPOBUpPYCHATA Tepamnus (BX. Touka 4.4).

B ximHnYHOTO M3nmuTBaHe (paza 3 Ha Symtuza npu HeJIEKyBaHH AOCEra MaIllMeHTH ce HaOIIr01aBaT
MOBUILIEHUS CIIPSAMO U3XOTHUTE CTOMHOCTH Ha JIMITUIHUTE MMOKA3aTeIM Ha TJIaJHO 001 X0JIECTEPOJI,
JTUPEKTEH XOJIECTEPOII B JIMITONMPOTEUHH ¢ HHUCKA TUTbTHOCT (LDL) 1 numonpoTenHu ¢ BUCOKa
mwrbTHOCT (HDL) 1 Tpurmumiepunu va Cenmuna 48 u 96 (k. Tabmuna 3). MeananaTta Ha
MOBUILIEHUETO CIPSMO U3XOJIHO HUBO € mo-rojsima B rpynara ¢ D/C/F/TAF B cpaBHeHue ¢ TpynaTa ¢
DRV/koourucrar (COBI) +F/Trenodosup nuzonpokcun pymapat (TDF) na Cenmuia 48.

Taoanma 3

Memana na IloBumaBane HAa MeIMAHATA OT U3XO0AHO HUBO HA
JlunuaeH moka3zartes W3XOIHO HHBO Cenmuna 48 Ceamuna 48 Ceamuna 96*

D/C/F/TAF D/C + F/TDF D/C/F/TAF

OO0 x0MIECTEPOIT 422 0,74 0,27 0,88
(mmol/l)
LDL xomnectepon 2,49 0,45 0,13 0,56
(mmol/l)
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HDL xonectepon 1,08 0,12 0,04 0,13
(mmol/l)
Tpurnutepuam 1,09 0,28 0,16 0,33
(mmol/l)

p <0,001 3a Bcuukure 4 nunuaau nokasatens npu cpasusisane Ha D/C/F/TAF cnpsimo D/C + F/TDF na Cenmuna 48
*  Hsama maHHHU 3a CPaBHHUTEIHOTO JekapcTBo ciex Cenmuiia 48

Hapywenus na mycxynino-ckeremuama cucmema
[ToBuiena kpeatun dochoknnaza (CPK), Muanrus, MUO3UT U PSIKO pabIOMHUOIM3a CE€ ChOOIABAT
npu ynorpedara Ha HIV nporeaznn naxuburopu, ocooeno B kombunammsa ¢ NRTIs.

Ocmeonexposa

Cro0ImaBar ce ciyvan Ha OCTEOHEKpo3a, 0cOOEHO MPH MAIMEHTH ¢ 0ONMOW3BECTHN PUCKOBH (DaKTOPH,
HanpeaHano HIV 3abonsiBane wnu npoabmkutenna excrio3unus Ha CART. UecroTara e Hen3BecTHa
(Bx. Touka 4.4).

Bwsnanumenen cunopom npu uMyHHO 8b3CINAHOBABAHE

[Tpu HIV undexkTupany naiyueHTy ¢ TeXbK uMyHeH aeduuut mno Bpemeto Ha CART moxke na
BB3HUKHE BH3MAIUTEIHA PEaKIUs KbM O€3CUMIITOMHH WM PE3HUyaTHA ONMOPTIOHUCTHYHN WH(EKINH.
Cpo01maBat ce chIllo aBTOUMYHHH HapyueHus (kato 6onectra Ha Graves 1 aBTOUMYHEH XEIaTHT).
Cpo01maBaHoTO BpeMe 10 HayanoTo obaue Bapupa MHOTO U T€3U ChOUTHUS MOXKE /12 Bb3HUKHAT MHOTO
MeCeIIH CJIe]T 3all0YBaHe Ha JICUeHUETo (BXK. Touka 4.4).

Kwvpesene npu nayuenmu ¢ xemoghunusa
Nma cho0iieHns 3a TOBUIIIEHO CIIOHTaHHO KbPBEHE MPH MAIUEHTH ¢ XeMO(HIIHS, TOTydaBalln
AHTUPETPOBUPYCHHU NMPOTEa3HU HHXUOUTOPH (BXK. TOUKa 4.4).

Tonudxicasane Ha uzuUCIeHUs KPEAMUHUHO8 KIUPBHC

KoOumucraT nmopuiasa cepyMHUsI KpEaTUHUH MOpa i HHXUOUpaHe Ha TyOyJIHaTa CeKpelus Ha
KpeaTHHHIHA, 0e3 1a 3acara ObOpedyHaTa riiomMepyiHa (GyHKIHs, OIIEHeHa, HalpuMep, ¢ TOMOIITa Ha
Hucratur C (Cyst C) kaTo Mapkep 3a GUITpanys.

B knmuanyHOTO M3nMTBaHe da3a 3 Ha Symtuza npu HeNEKyBaHU JIOCEra MalyueHTH TOBUILICHHUS Ha
CepyMHUS KpeaTHHUH U noHmwkeHns: Ha e€GFRcg HacThIBAT npy mbpBaTa OIEHKA B X012 HA JICYEHHETO
(Cenmuna 2) u octaBat ctabuiHu 10 96 ceamuim. Ha Cenmuna 48 mpoMeHUTE CPSIMO U3XOIHO HUBO
ca no-mainku rpu D/C/F/TAF otkonkoro npu D/C+F/TDF. Menuanara Ha npoMsinata Ha e€GFRcg

e -5,5 ml/min npu D/C/F/TAF u -12,0 ml/min npu D/C+F/TDF (p < 0.001). Koraro ce u3nomnssa Cyst
C kaTto Mapkep 3a GuaTpays, MeJruaHaTa Ha IPOMEHNUTE Ha U3UUCIIeHaTa CKOPOCT Ha TNIOMEPYJIHA
¢dunrpanus, uzunrciena ¢ nomomira Ha popmynara CKD-EPI (eGFRckp-epi cysic ), €2 CBOTBETHO

4,0 ml/min/1.73 m? u 1,6 ml/min/1.73 m? (p = 0,001). Ha Cexmuua 96 meananarta Ha NpoMsHaTa Ha
eGFRcg € -5,2 ml/min npu D/C/F/TAF. Karo ce u3nomssa Cyst C karo Mapkep Ha puiaTpanusra,
MeJraHaTa Ha IPOMsHATa Ha M3YHCIeHaTa CKOPOCT Ha IJIOMepyiTHa (GuiTpamus, N34nucieHa ¢
nomomira Ha popmynara CKD-EPI (eGFRckp-epi cyst ) (N = 22), e +4,4 ml/min/1,73 m* npu
D/C/F/TAF.

IleauaTpuyHa nomymnaus

Besonacnoctra Ha Symtuza (kato nekapcteena popma FDC) npu neguatpuyHy NalueHTH He €
M3CleBaHa NPy MeANaTPUIHU MAaeHTH. be3omacHoCcTTa Ha KOMIIOHEHTHTE My 00ade € OLeHEeHa MPH
FOHOIITM Ha BB3pacT oT 12 1o nox 18 roguau u ¢ Terino Hail-manko 40 kg B KIIMHMYHOTO TIPOyYBaHE
TMC114-C230 (N = 12) 3a gapyHaBHp C pUTOHABUP U B KIIMHUYHOTO TIpoyuBaHe GS-US-292-0106
(N =50) 3a FDC, cpabpskalia enBuTerpaBup, KOOUIHUCTAT, EMTPULUTAONH U TeHO(DoBHp anadeHamun.

be3zonacHocTTa HAa KOMIIOHEHTUTE Ha Symtuza e olleHeHa U P OTpaHuueH Opoii Jielia Ha Bb3PacT OT
6 1o < 12 roauHu ¢ Tero ot Hait-mManko 25 kg no < 40 kg B knmuanyHoTo npoyusane GS-US-216-
0128 (N =9, ¢ 24-cenmuuHO TpociesIBaHe) ¢ AapyHaBup, noacuieH ¢ koouuuctat (DRV/COBI), ¢
emtputiutTadbun/TeHodosup anadpenamus (F/TAF). laHHUTE OT T€3u MPOYUYBaHHUs IIOKA3BaT, Ye
o0t npodut Ha 6e30MacHOCT Ha KOMIIOHEHTHTE Ha Symtuza npu neinaTpuaHy MallueHTH Ha
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BB3pacT 6 110 < 18 roguHu ¢ Terino Haii-Manko 25 kg choTBeTCTBa Ha MpodwiIa, HAOIOaBaH IpH
BB3pacTHATA MOMyJaIus (BX. Touka 5.1).

[Ipu mequaTpuvHM NAIMEHTH, MTOJTyYaBaId IPYTH MPOAYKTH, ChIbpKaIly TeHOGOBHD anadeHaMUI, B
MpoIbDKeHNE Ha 48 ceaMuIy, ca HabmogaBaHu HamayieHns Ha bM/] Ha rppOHAYHUS CTHIO U HA
TBLH >4 % (Bx. Touka 4.4).

Jpyru cnenuanHu monyianuu

Iayuenmu, koungexmupanu c supyca na xenamum B u/unu xenamum C

Nma orpannvena nnpopmanus 3a ynorpedara Ha KOMIOHEHTUTE Ha Symtuza IpH MaeHTH,
KoMH(eKkTUpaHu ¢ BUpyca Ha xenatut B n/wmm C.

Cpen 1 968 nexyBaHu npeayu TOBa NAMEHTH, IOJTyYaBallly JapyHABUDP €IHOBPEMEHHO C PUTOHABUD
600/100 mg nBa mbTH JHEBHO, 236 mauueHTu ca konHpekTupanu ¢ xenatut B wm C. [pu
€/THOBPEMEHHO WHQEKTUPAHUTE NAIMEHTH BEPOSITHOCTTA J1a UMAT TIOBUIIIEHHE Ha YePHOAPOOHHUTE
TpaHCaMHMHA3W Ha U3XOJIHO HUBO H B X0J1a HA JICYCHUETO € TIO-TOJIsMa OTKOJIKOTO TPH OOJTHUTE Oe3
XpOHUYEH BUpPYCEH XenaTut. bezonacHoctra Ha eMTpuIUTaOMH U TeHo(hoBHD anadeHamus B
KOMOMHAIIMS C eJIBUTETPABUP U KOOUIIUCTAT KaTO KOMOMHUpPaHa TabjieTKa ¢ GUKCUPAHH J03H €
olieHeHa nipyu npubm3uTenHo 70 nanuenty, kouHpektrpann ¢ HIV/HBV, nonyuasamu nedenue 3a
HIV B enno otkpuro xkimHnyHO m3nutBaHe (GS-US-292-1249). B3 ocHOBa Ha TO3U OrpaHUYEH ONUT
npouIbT Ha 6E30MaCHOCT Ha eMTPULIUTA0MH/TeHO(OBHP anadeHaMu PH MALUEHTH ¢ KOUH(PEKIH
¢ HIV/HBV e nono6en na npoduina npu mamuenty ¢ MonouHndexmus ¢ HIV-1 (Bxk. Touka 4.4).

Cnol1aBane Ha OJO3UPAHU HEXKEJAHU PEAKIIUH

CpoOmraBaHeTo Ha TOI03UPAHH HEXKETIAaHN PEaKIUH CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
HPOIYKT € BayKHO. ToBa MO3BOJISIBA /1a IPOABIDKN HAOIIOICHUETO Ha CHOTHOLIEHHETO TT0JI13a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICHUATIICTH C€ U3UCKBA J]a ChOOIaBaT BCSIKa
NOJ03MpaHa HeXellaHa Peakysl Ype3 HallMOHAIHA CHCTEMa 3a ChOOILaBaHe B

V3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8

1303 Cocus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

4.9 Ilpeno3upane

OnuThT C OCTPO MPEAO3UPaHE ChC Symtuza MpU Xopa € OTpaHHueH.
AKO HACTBITU MPE03UPaHe, MAIMeHTHT TPSIOBA Ja ce HaOIr01aBa 3a MPU3HAIM HA TOKCUYHOCT (BXK.
Touka 4.8).

Hsma cnenmdurden antuaot npu npeno3upade cbe Symtuza. JIedeHneTo Ha Npe03upaHeTo ce ChCTOU
OT OOIIH TOIBPIKAIIN MEPKH, BKIIFOUBAIIH NIPOCIIe/IBAaHE HA KU3HEHUTE MIOKa3aTelln, KaKTO U
HaOJI0/IeHNE Ha KIIMHUYHOTO ChCTOSTHUE Ha TAIMEHTa.

Tbit kaTo napyHaBUP U KOOUIMCTAT Ce CBHP3BAT C IJIa3MEHHUTE IMPOTEUHU BHB BUCOKA CTETIEH, MAJIKO
BEPOATHO € Te Jla CE OTCTPAHAT B 3HAUUTEIHA CTETICH Ype3 XeMOANaIn3a WK IepUTOHEeaIHa TUajIn3a.
EmTpunnTabun Mosxe 1a ce OTCTpaHM Ype3 XeMOAHANN3a, KOATO OTCTpaHsBa npubmausutenno 30% ot
J03aTa Ha eMTPULMTA0NH 32 IIEPHOA Ha Juajiu3a OT 3 Jaca, 3aroyHajia B paMKuTe Ha 1,5 gaca ot
NPUIOKEHUETO HA eMTpUIINTaOuH. TeHo(hOBHp ce OTCTpaHsBa ePEKTUBHO Ype3 XEMOAUAIIN3A C
KOe(UILMEHT Ha eKCTPaKLKs OT npubau3uTenHo 54%. He e n3BecTHO nanu eMTpULIUTaOMH WK
TeHO(OBHP MOTaT Jja c€ OTCTPAHAT Ype3 NePUTOHEATHA AUAIN3A.
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5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapmakoguHAMHYHH CBONCTBA

dapmakoTepaneBTHYHA rpyHa: AHTHBUPYCHH CPEJICTBA 38 CUCTEMHO TIPUIIOKEHHE, aHTHBHPYCHH
cpenctra 3a jeuenue Ha HIV undexius, komounaiuu, ATC xox: JOSAR22

MexaHu3bM Ha IeUCTBHE

JapyHaBup € HHXHOUTOp Ha AMMEpHU3AIUATA ¥ Ha KaTalIuTHIHaTa akTuBHOCT Ha HIV-1 mporeasara
(Kp or 4,5 x 107'*M). Toii cenekTUBHO MHXUOUPa paslienBaHeTo Ha Koaupanute Gag-Pol
nonunpotenny Ha HIV B nHpekTHpaHuTe OT BUpyca KIETKH, KaTO 110 TO3W HAUKH MPEI0TBPaTsBa
o0pasyBaHeTo Ha 3penn HH(EKITMO3HN YaCcTUIIN Ha BUpYyCa.

Kobumucrat e unxubutop Ha noacemeiictBoto CYP3A nHa nutoxpom P450. Muxubupanero Ha
CYP3A-menunpanus MeTabOIN3bM OT KOOUIIMCTAT TIOBHINIABA CHCTEMHATA €KCIIO3UIINAS Ha CyOCTpaTH
Ha CYP3A karo napyHaBHp, YMSITO OMOHATMYHOCT € OTpaHIUYEHA U MTONYKHUBOTHT € CKBCEH TIOPajIH
CYP3A-3aBucum MeTabOIH3bM.

EMTpuiuTaOuH € HyKJI€0o3uAeH HHXUOUTOp Ha oOpaTtHaTa TpaHckpunTasa (NRTI) u Hykieo3uaeH
aHaJor Ha 2’-ne30KcuuuTuaAnH. EMTpunntadus ce ¢pochopunupa oT KISTHYHUTE EH3UMH KaTo
oOpasyBa emTpunutadun Tpudocdar. EMtpunuradbun tpudocdar naxubupa pernukanusara Ha HIV
NOCpeICTBOM WHKOpHopupane BbB BupycHata JIHK upe3 obOparnata tpanckpuntasza (RT) va HIV,
KoeTo Boau a0 npexbeBane Ha JIHK Bepurara.

TenodoBup anadeHaMua € HyKICOTHACH HHXHOUTOp Ha oOpaTHarta Tpanckpunrasa (NtRTI) u
(hochoHOaMHIATHO TPEJICKAPCTBO HA TCHO(POBUP (aHAJIOT Ha 2’-/1e30KCHaIecHO3uH MOHOdOoChaT).
TenodoBup anadeHamMua MPOHUKBA B KJIETKUTE U TOPAAH NOBUIIEHA IUIa3MeHa CTaOUIIHOCT U
BBTPEKJIETHYHO aKTUBHUPAHE ITOCPEICTBOM XUAPOIN3a OT KaTeNCHuH A, TeHo(hoBHp aiadeHamus 1o-
e(EKTHBHO OT TEHO(POBUP AU30MPOKCHI KOHIICHTPUPA TEHOPOBUDP B MOHOHYKIICAPHHUTE KIIETKH OT
nepudepHara kpsB (PBMC) (Bximountenno numdountute u Apyru HIV tapretHu kinetku) u B
Mmakpodarute. Briocneacreue TeHoposup ce Gocopuinrpa BETPEKIETHYHO A0 (PapMaKoIOTHIHO
aKTUBHHSA MeTabonuT TeHohoBup nudocdar. Tenodorup nudochar naxnbupa perummkanusta Ha HIV
mocpencTBoM uHKoprnopupane BbB BupycHaTta JJHK upe3 HIV RT, koeTo Boau 10 mpekbcBaHE Ha
JHK Bepurara.

AHTHUBUPYCHA aKTUBHOCT i1 Vitro
JapyHaBup, eMTpUIIUTaOWH U TeHO(OBUP amadeHaMU/I TOKA3BaT AJIUNTUBHU 10 CHHEPTUYHH
AHTUBUPYCHH €(DEKTH B KICTHYHU KYJITYypHU IPH IPOYUBAHHUATA C KOMOWHAIIHS OT JIBE JICKapCTBA.

JlapyHaBup moka3Ba akTUBHOCT CpEITy JIAOOPaTOPHU IaMOBE M KIMHUYHY n3onatu Ha HIV-1 u
naboparopuu mamose Ha HIV-2 npu octpo nndextupann T-xnerbunu auHuy, yoBemwku PBMCs u
YOBEIIKA MOHOIIMTH/MaKkpodaru cbe cToiiHocTH Ha Meauanata Ha ECso, Bapupamm ot 1,2 10 8,5 nM
(0,7 mo 5,0 ng/ml). lapyHaBup moka3Ba aHTHBHPYCHA aKTUBHOCT [# Vitro Cpelly IHPOK MaHe OT
HIV-1rpyna M (A, B, C, D, E, F, G) u rpyna O mbpBUYHH U30J1aTU ChC cTOWHOCTH Ha ECso,
Bapupamm oT < 0,1 1o 4,3 nM. Tesu croitrocT Ha ECso ca gocta mox 50% ot quamasoHa Ha
KOHIICHTpAITUATA 3a KIEThYHA TOKCHIHOCT OT 87 UM mo > 100 uM.

Kobumucrat He nputexasa u3MepuMa aHTUBUPYCHaA akTUBHOCT cpemty HIV-1 1 He e aHTaroHucT Ha
AQHTUBHUPYCHUS e(DeKT Ha JapyHABUP, EMTPULUTAONH WIN TCHO(POBUP.

AHTHBHpYCHATa aKTHBHOCT Ha EMTPHLUTAOUH cpelly 1abopaTOpHU U KIMHWYHHU n3onati Ha HIV-1 e
OIlIeHEeHa Ha JTUMQOOIaCTOUIHH KIICThUHU JTMHUH, KieTbuHa JuHust MAGI CCRS u PBMCs.
Croitaoctute Ha ECso 3a emTpunintadus ca B rpanuiute ot 0,0013 mo 0,64 uM. EMTpuniurabun
MOKa3Ba aHTUBHUPYCHA aKTUBHOCT B KJIEThYHU KynTypu cpenty HIV-1 noartunose A, B, C, D, E,Fu G
(croitnoctute Ha ECso Bapupat ot 0,007 mo 0,075 uM) u nokasBa mam-crenupuiHa akTUBHOCT
cpemry HIV-2 (ctotinoctute Ha ECso Bapupat ot 0,007 1o 1,5 uM).
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AHTHBHpYCHATa aKTHBHOCT Ha TEHO(QOBUP asadeHaMu Cpery JabopaTOpHHU U KJIMHUYHYU M30JIaTH Ha
HIV-1 nmoarun B e oneHena Ha muMmdobaacTonuy KieTbuan Juaur, PBMCs, mppBUYHN
MoHouuTHH/Makpogarau kineTkd 1 CD4+-T mumdountu. CrofiHoctute Ha ECso 32 TeHODOBUD
anadenamug ca B rpanunute ot 2,0 1o 14,7 nM. Tenodosup anadenamu moxazsa aHTUBHPYCHA
aKTHBHOCT B KJICTHYHH KynTypH cperry Bcudkud HIV-1 rpynu (M, N u O), BRIFOUATEITHO ITOATHIIOBE
A, B, C,D,E, F u G (croitHoctute Ha ECso Bapupar ot 0,10 1o 12,0 nM) u nmoka3sa mmam-
cneun¢uuHa aktTuBHOCT cpeury HIV-2 (croiiHoctute Ha ECso Bapupar ot 0,91 10 2,63 nM).

PesucreHTHOCT

CenexuusTa in vitro Ha BUpYyC, pE3UCTEHTEH Ha JapyHaBup, oT 1uB T HIV-1, e mpoabmkurenna

(> 3 rogunn). CenekTUpaHUTe BUPYCH HE MOTAT Aa PacTaT NpH HATHYHE Ha KOHIEHTPAIUU Ha
napynasup Hag 400 nM. Bupycute, cenekTupaHy IPH T€3H YCIOBHS M IMOKA3BaIl HaMaJIeHa
YYBCTBHUTEIHOCT KbM JapyHaBup (rpanuuu: 23-50 meTH), UMaT 2 10 4 aMHHOKHCEIMHHY CyOCTUTYLINN
B IipoTea3Hust red. HamaneHata 4yBCTBUTETHOCT KbM IapyHABHUD HA CEJICKTHPAHUTE BUPYCH B
€KCIIEpUMEHTa He MOXKE J1a ce 005CHHU C [0sIBaTa Ha Te3U MyTallUU B [IpoTeasara.

In vivo, MmyTauuuTe, CBbp3aHu C pe3ucTeHTHOCTTa KbM napynasup (V111, V321, L33F, 147V, I50V,
I54L wimm M, T74P, L76V, 184V u L89V) B HIV-1 niporeasara, ca mosry4eHu OT TaHHUA OT
KJIMHAYHOTO M3MUTBAaHE NPU MAMEeHTH, ieKyBaHu ¢ ART, BcHuku 0T KOUTO ca OWIK JIEKyBaHH C
npoTea3eH HHXUOHUTOP.

Hamanenara 4yBCTBUTETHOCT KbM eMTpPUIIMTAONH € cBbp3aHa ¢ M184V/I myrtanuu B HIV-1 RT.

HIV-1 u3onaru c HamaneHa 4yBCTBUTEIHOCT KbM TeHOQOBUP anadenamua excupecupat K65R
mytanus B HIV-1 RT. Ocsen ToBa, K70E myTarnus e HabmogaBana spemenno B HIV-1 RT. HIV-1
n3onatu ¢ K65R Myranus uMaT HICKOCTENICHHA HaMalleHa YyBCTBHTEIIHOCT KbM abakaBup,
eMTpUINUTaOWH, TCHOGOBUD U TAMUBYAHH.

Hacmvnuna pesucmenmuocm npu HIV-1 unghexmupanu, nenexysanu ooceza u 6upycoiocuiHo
HOMUCHAMU NAYUEHMU

3a 96 cenqmui Ha JieueHue B npoyuBanusTa ¢aza 3 TMC114FD2HTX3001 (AMBER) npu
HenekyBaHu pocera nanneHTd 1 TMC1141FD3013 (EMERALD) nipu BUpYyCOJIOTHYHO MMOTHCHATH,
JIeKyBaHU MPe TOBA NAIUEHTH, U3CIIeIBAaHE 32 PE3UCTCHTHOCT € U3BBPIICHO Ha MPOOU OT MallUeHTH
C BUPYCOJIOTHYEH HeycHeX, onpeneneH no npotokona (PDVF), kouto umar HIV-1 PHK

>400 konms/ml mo Bpeme Ha Heyclexa WK B O-KbCHUTE BpeMeBH TOYKH. HacThrimnara
PE3UCTEHTHOCT B IpynHTe cbe Symtuza e noka3ana Ha Tabnuna 4. Hama HaOmojaBaHy MyTaluy,
cBbp3anu ¢ pe3ucteHTHOCT KbM DRV, mepBrunam PI wmu TDF/TAF myratum.

Tabauua 4: Hacrbnuia pe3ucteHTHOCT B KianHuYHUTe u3nuTBaHusi AMBER u EMERALD (Ceamuna 96)

YyacTHUIH ¢ Yyactaunu ¢ >1 HacTpnuiaa RAM, n

PDVF, (%)
YyacTHu oueHenn 3a  Ilporeasa Oo0partHa
YyacTHu 14 ¢ Pe3UCTEHTHO TPaHCKPHUINITa3a
I'pyna na 1, PDVF, CT, IIbpBUYHU TDF/
IIpoyuBaHe JieyeHue n n (%) n (%) PI/DRV TAF FTC
1
TMC114FD2HTX3001 Symtuza 362 15 4,1) 9 (2,5 0 0 (M1841/VY?
TMC1141FD3013 Symtuza 763 24 (3,1) 4 (0,5) 0 0 0
O0mo daza 3 Symtuza 1125 3935 13 (1,2) 0 0 1(0,1)

a

Ha6monasana na Cenvuria 36 M184M/1/V, npunasamia pesuctenTHocT kbM FTC. To3n yuactank nma K103N Myrtanust npu
CKpHUHUpaHeTo, nokaspaia npegaaesa NNRTI pesucrenTHOCT.

DRYV = napynasup; FTC = emtpunuradun; PDVF = Bupyconoruden Heycnex, onpesielieH B mpotokona; PI = mporeazen
naxuouTop; RAM = myTtanms, cBep3aHa ¢ pesucreHtHocT; TDF = tenodosup ausonpokcun ¢pymapar; TAF = renodosup
anmadeHaMuI
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Kpvcmocana pesucmenmuocm npu HIV-1 ungpexmupanu, nenekyeanu u upycoro2utiHo nomucHamu
nayuenmu

Bupyc, pesucrenten Ha emtpuuuTadus, ¢ M184M/I/V myTauust uMa KpbCTOCaHa PE3UCTEHTHOCT KbM
JaMUBYIMH, HO 3ama3Ba YyBCTBUTEIHOCT KbM abaKaBHp, CTABYANH, TCHOGOBHUD U 3UTOBYIHH.

Knvanynu gpanau
Henexysanu doceza nayuenmu ¢ HIV-1

B nBoitHOCIAMOTO KIMHUYHO mpoyuBane ¢aza 3 TMC114FD2HTX3001 (AMBER) HenekyBanu
Jtocera MalyeHTH ca paHIOMI3UPaHHU 3a TojTydaBane Ha Symtuza (N = 362) uinu KoMOMHHPAHO
JeYeHue ¢ KOMOMHAIMSA OT (PUKCHPAHH J03U JapyHAaBUP M KOOUIMCTAT U KOMOMHAIMS OT PUKCHpaHU
o34 eMTpunuTabul u TeHodoup auzonpokcun pymapar (F/TDF) (N = 363) Beaubx JHEBHO.
BupyconoruuHusT 0TroBop € onpezeicH kato < 50 konusa/ml npu u3no3BaHe Ha moaxoaa snapshot
anroputhbM (Bk. Tabmuia 5).

MenuanaTta Ha Bb3pacTTa mpu o01mo 725 naruenTu € 34 ronunu (rpanuiu 18-71), 88,3% ca mbixke,
83,2% ca ot Osinara paca, 11,1% ca uepHokoxu, 1,5% ca ot asuarcku npousxoj. CpeaHara u3xoHa
croriHocT Ha asMeHaTta HIV-1 PHK u meananara Ha nzxomuust Opoit CD4+ kieTku € CbOTBETHO
4,48 logo xommus/ml (SD = 0,61) u 453 x 10° knerku/l (rpanunu 38 — 1 456 x 10° knerxwu/l).

Tadonauma 5: Bupycosoruunu pesyaratu B AMBER na Cenvmuna 48 u 96 (snapshot aaroputbm Ha
FDA)
Cenmuua 48 Cenmuua 96*
Symtuza DRV/COBI Symtuza
N =362 +F/TDF N=362
N =363
Bupycosaoruuesn orroop, %
HIV-1 PHK <50 xonus/ml 91,4% 88,4% 85,1%
Pa3znuka B 1euenuero® 2,7 (95% CI: -1,6; 7,1) -
BupycosioruueH Heycnex’ 4,4% 3,3% 5,5%
HIV-1 PHK >50 xonust/ml 2,5% 2,5% 1,7%
BupycomnoruueH HeycrieX, BOJCII 10 0,3% 0 1,4%"
MIPEYCTaHOBSIBAHE
M3nuTBaHOTO JIEKapCTBO € MPEyCTaHOBEHO 1,7% 0,8% 2,5%
Mopajy APYTy IPHYUHU U OCIIEIHATA
HaynmgHa cToitHocT HAa HIV-1 PHK e
>50 konms/ml
Jlurnca Ha BUPYCOJIOTHYHU JaHHH" 4,1% 8,3% 9,4%
[Tpuuunu
Knuan4HOTO M3NHUTBaHE € MPEeyCTaHOBEHO 2.2% 4,4% 2.2%
MOpaJIi HeXKEJIAHO CHOUTHE HITH CMBPT
M3nuTBaHOTO E€KapCTBO € MPEYyCTaHOBEHO 1,1% 2,5% 5,8%
Mopaay IPyrd IPUYHHU U MOCIICHATA
HanuyHa ctoiHocT Ha HIV-1 PHK e
>50 xomwms/ml
JlunceaT naHHu MO BpeMe Ha Mpo3opela, HO 0,8% 1,4% 1,4%
YYaCTHETO B U3MUTBAHETO MPOABIDKABA
Bupyconoruuen orrosop (HIV-1-PHK <50
konusi/ml; snapshot ananus) no moarpynmu,
n/N (%)
Bn3pact
<50 roguan 299/326 (91,7%) | 293/331 (88,5%) | 276/326 (84,7%)
>50 roguHU 32/36 (88,9%) 28/32 (87,5%) 32/36 (88,9%)
ITon
Mnxe 292/318 (91,8%) | 289/322 (89,8%) | 270/318 (84,9%)
Kenun 39/44 (88,6%) 32/41 (78,0%) 38/44 (86,4%)
Paca
YepHOKOKHU 34/40 (85,0%) 34/40 (85,0%) 28/40 (70,0%)
HeuepHokoxu 281/305 (92,1%) | 275/309 (89,0%) | 266/305 (87,2%)
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H3xoneHn BupyceH ToBap
<100 000 xonwus/ml 278/303 (91,7%) | 265/293 (90,4%) | 260/303 (85,8%)
>100 000 xonus/ml 53/59 (89,8%) 56/70 (80,0%) 48/59 (81,4%)
H3xonen 6poii CD4+ kieTku
<200 xnerkn/mm? 16/22 (72,7%) 25/29 (86,2%) 16/22 (72,7%)
>200 KIeTkr/mm- 315/340 (92,6%) | 296/334 (88,6%) | 292/340 (85,9%)
Cpeana npomsina Ha oposi CD4+ kJjieTkuTe oT 188,7 173,8 228,8
H3X0JIHOTO HMBO

?  Bw3 ocHoBa Ha MH TecT, KOpUTHpaH 110 CTPATH, KBIETO (aKTOPHTE 3a cTpaTH(UIMpane ca Huso Ha HIV-1 PHK

(<100 000 mmm > 100 000 xorms/ml) u CD4+ xiretkn (< 200 wim >200 xiretkn/pl).

Bximrousa ywactaunu ¢ HIV-1 PHK > 50 xomms/ml B mpo3opena Ha Ceamuna 48/96; nuna, KOUTO ca IpeyCTaHOBHIIN
Y4YacTHETO CH PaHO ITOpaJiH JIUIIca WK 3ary0ba Ha eUKacHOCT CIIope]| OIleHKaTa Ha M3CIeA0BaTels; JINIa, KOUTO ca
NIPEYCTaHOBHIIM YIaCTUETO CH IIOpagy IPHUHHY, pa3INdHy OT Hexenano ceourne (HC), cMbpT wim nunca mim
3ary0a Ha e()UKacCHOCT U 10 BpeMeTo Ha npeycraHoBsBaHe ca umanu HIV-1 PHK > 50 xonmst/ml.

IIpo3open Ha Ceamuua 48: Jlen 295 — Jlen 378; npozopen Ha Cenmunia 96: [en 631 — Jlen 714.

Ilet yyacTHHLIM ca IPEYCTaHOBUIIM YYaCTHETO CH B IPOYYBAHETO MOPaIy IPUIMHH, CBBP3aHU C e(PUKACHOCTTA,
CHIOpe] OIICHKAaTa Ha U3clieioBarelis (peIleHre Ha Jiekapsi), 0T KOuTo 3 ca ¢ mocuenHa croitnoct Ha HIV-1 PHK <50
Konust/ml 1Mo Bpeme Ha JICYEHUETO.

Hsama nannu 3a cpaBHUTENHOTO JiekapeTBo cien Cenmunia 48.

IIpomenu 6 usMepsanuama Ha KOCMHAMa MUHEPAIHA NIbHHOCH

B npoyusaneto ¢aza 3 TMC114FD2HTX3001 npu HenekyBaHu gocera nanueHTH Symtuza ce
CBBP3Ba ¢ JIUIICA WX MTO-MAJIKO HaMaJIsIBaHe Ha KOCTHaTa MUHEpaiaHa rrsTHOCT (BMD) B cpaBHEHUE C
(DRV/COBI+F/TDF), uzmepeno upe3 DXA aHanu3 Ha OeApoTo (MPOLIEHTHA TPOMsAHA Ha CpeaHaTa
CTOMHOCT Ha Hai-Mankute kBaapatu: 0,17% cop. -2,69%, p < 0,001) u Ha mymOaIHMs OTAET HA
rppOHauHUs cTHIO (IPOLIEHTHA MPOMSIHA Ha cpeaHaTa CTOMHOCT Ha Hail-MankuTe kBaapaTa: -0,68%
cmp. -2,38%, p=0,004) cien 48 cenmurm Ha neuerue. Cien 96 cenMuiy Ha IedeHne chc Symtuza
nporeHThT (95% Cl) Ha mpoMsiHaTa CIpsiMO U3X0AHO HIBO Ha BMD B o6nactra Ha Taza u
rpeOHauHUs CTHIO € choTBeTHO: -0,26 (-0,96; 0,45) % u -0,93 (-1,82; -0,05) %.

IIpomenu 6 usmepsanusma na OvopeuHama GyHKyus

B mpoy4BaHus pH HENEKYBaHHU J0cera MaleHTH Symtuza ce CBbp3Ba ¢ Mo-ciiabo Bh3CHCTBIE
BBPXY MPOTHO3HATA CKOPOCT Ha riIoMepyiHa ¢uinTpanus mo meroaa Ha Cockeroft-Gault B cpaBHeHne
¢ koHtpojHara rpyna (DRV/COBI+F/TDF).

Jlexysanu npedu moea nayuenmu ¢ HIV-1

Kinuuanunoto usnuteane paza 3 TMC114IFD3013 (EMERALD) oniensisa edukacHocTTa Ha Symtuza
npu BupyconoruaHo notucHatu (HIV-1 PHK nog 50 xormst/ml) nanmenty, nadpexrupanu ¢ HIV-1.
[TanueHTHTE Ca BUPYCONOTMYHO IOTUCHATH B IPOABIDKEHUE HA HAl-MaJIKo 2 Mecella ¥ UMaT
noBuirenue Ha BupycHust ToBap Haja 50 HIV-1 PHK komms/ml He moBeue oT BeAHBK Npe3 ToAnHATA,
MIpe/IIIecTBaIla BKIIIOYBAHETO B M3NUTBAHETO. [103B0JIEHO € BKIIIOYBAHETO B IIPOYYBAHETO HA
MAUEHTH ¢ PEeIUIIeH HEeyCIeX IpH JieueHne ¢ KosATo U Ja € ARV cxema Ha JiedueHne, HeChaAbpxKala
napyHaBup. [lanmeHTHTE HAMAT aHAMHE3a 32 BUPYCOJIOTHYEH HEYyCIeX PU CXeMH Ha JIeUeHUe Ha
0azara Ha mapyHaBHp H HIMaT RAMS KbM apyHaBUp NPH HAJTHYHE HA HCTOPUIECKU TEHOTHITH.
[TamuenTure ca Omnm Ha crabmiHa ARV cxema Ha jedeHue (B IpOabDKEHUE Ha HAl-MaJIKO

6 Meceria), ChCTOSINA Ce OT MOJICUIICH MTPOTea3eH HHXUOUTOP [MITU TapyHABUP BEIHBK THEBHO, WITH
aTazaHaBHp (M JBaTa MOACUICHU C PUTOHABUP WM KOOUIMCTAT) WU JIONIMHABUP C PUTOHABHP ],
koMOuHupan ¢ emtpunutadud 1 TDF. Te win ca npemuHanu kbM Jedenne cse Symtuza (N = 763),
WM Ca TIPOIBJDKUIIN CBOsITa cxema Ha nedenue (N = 378) (panmomusupanu 2:1).

MenuanaTta Ha Bb3pacTTa Ha nanueHtute € 46 rogunan (rpanunu 19-78), 82% ca mbxke, 75,5% ca ot
Osutata paca, 20,9% ca yepHOKOXH, a 2,3% ca OT a3uaTcku mpousxoj. MeauaHnaTta Ha U3XOHUS Opoit
CD4+ xetku € 628 x 10° knetkn/mm? (rpanuiu 111-1 921 x 10° knetku/mm?). Bupycosoruunure
pe3ynratu Ha Ceqmuna 48 u 96 B kmmananoTO M3nutBane EMERALD ca nanenu B Tabnwma 6.

Tabiuna 6: Bupyconormunu pesynaratu Ha Cenmuna 48 u 96 B kinnnyHoTo m3nureaie EMERALD

Cenqvuna 48 Ceamuna 96*
Symtuza bPI+F/TDF Symtuza
N =763 N =378 N =763

KyMyJiaTHBEH BHPYCOJIOTHYEH pedayH 1, onpesieieH o NpoTokoJa®, %
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YYaCTHCTO B M3IMUTBAHCTO IIPOAbJIKAaBa

YecroTa Ha BUPYCOJIOTHYCH pedayH[, onpeaeacH 2,5% 2,1% 3,1%
10 IPOTOKOJIA
(95% CI)° (1,5;3,9) 0,9;4.1) (2,0;4,6)
Pasnuka B npouieHTHTE 0,4 (95% CI: -1,5; 2,2) -
Pesysitatn no snapshot anropurem Ha FDA
HIV-1 PHK <50 xonusa/ml 94,9% 93,7% 90,7%
Bupycosioruyen Heycmex”® 0,8% 0,5% 1,2%
Pasnuka B neyeHusra” 0,3 (95% CI: -0,7; 1,2) -
HIV-1 PHK >50 xomms/ml 0,5% 0,5% 0,7%°
Bupyconoruden Heycrex — BOJAEII 10 0 0 0
IIPEYCTaHOBSIBaHE
BupyconoruueH Heycnex — MpeyCcTaHOBEH 0,3% 0 0,5%
Mopajiv Apyra MpUYHHa, KaToO MOCICAHATA
HayimyHa ctoiiHocT ¢ HIV-1 PHK >50 komus/ml
Jiunca Ha BUPYCOJIOTHYHM TAHHH 4,3% 5,8% 8,1%
[Ipuunnu
[IpeycraHoBeH mopaay HEXEJIAHO CHOUTHE HITH 1,4% 1,1% 2,4%
CMBPT
[IpeycTaHOBEH OPAAU APYTH IPUIHHHI 2,5% 4,2% 5,0%
JlurncBaT naHHM MO BpeMe Ha Mpo30peria, HO 0,4% 0,5% 0,8%

KyMmyJaTuBeH BUPYCOJIOTHYEH pedayH], onpe/iesieH o NPOTOKoJIa, 0 noArpynu, %

Bn3pact
<50 roguHA
>50 roguHu

13/507 (2,6%)
6/256 (2,3%)

7/252 (2,8%)
1/126 (0,8%)

18/507 (3,6%)
6/256 (2,3%)

Tloa
Mmpxe
Kenn

14/623 (2,2%)
5/140 (3,6%)

7313 (2,2%)
1/65 (1,5%)

20/623 (3,2%)
4/140 (2,9%)

Paca
UepHOKOXHU
HeuepHokoxu

6/155 (3,9%)
13/597 (2,2%)

1/82 (1,2%)
7/293 (2,4%)

7/155 (4,5%)
17/597 (2,8%)

Ipeaumen ARV Heycmex
0
>1

16/647 (2,5%)
3/116 (2,6%)

8/325 (2,5%)
0/53 (0%)

19/647 (2,9%)
5/116 (4,3%)

2 nocnenosarentn u3mepanus Ha HIV-1 PHK > 50 konus/ml unu B ciy4ait Ha npeycranoBsBane win B Ceamuna

48/96 no xakBaro u fa e npuuuHa, (exHokparto) HIV-1 PHK > 50 konust/ml Ha U3X01HO HUBO (BKJIFOYEHO).

JByctpanen Exact Clopper-Pearson 95% CI.

Bximrouenn yuactHunm, kouto uMar > 50 korust/ml B mpo3opera Ha Ceqmuna 48/96; nuia, KOUTO ca IpeyCTaHOBIIH

Y4YacTHETO CH PaHO ITOpaJiH JINIIca WK 3ary0a Ha erKacHOCT CIIope]] OIleHKaTa Ha H3CIeN0BaTels; JINIa, KOUTO ca
NPEyCTaHOBHUJIM YYaCTUETO CH MOpaau MPUYMHU, Pa3indHu oT Hexxenano croutne (HC), cMbpT mitu numca unn
3aryba Ha eUKacHOCT ¥ [0 BPEMETO Ha MPEYCTAHOBSIBAaHE ca MMaJM BUPYCHA CTOoiHOCT > 50 xorms/ml.

rtv).

Ilenuarpuyna nomnyianus

Hsma nanHu 3a cpaBHUTETHOTO JiekapceTBo cien Cenmuna 48.

IIpo3open na Ceamuua 48: Jlen 295 — Jlen 378; npozopen Ha Cenmuna 96: [len 631 — Jlen 714.

Hayuenmu na ev3pacm om 12 0o < 18 200unu ¢ meeno navi-manko 40 kg
VYnorpebara Ha Symtuza npH MalydeHTH B IOHOIIECKa Bh3pact, HellekyBanu ¢ ART, ot 12 rogunu 10
< 18 ronunu u ¢ Terno Hai-manko 40 kg ce moakpens oT ABe KIMHUYHK U3nuTBanus npu HIV-1

undexrtupanu neauatpudau namueHTn (TMC114-C230 u GS-US-292-0106). 3a noBeue noApoOHOCTH
BI)KTe MH(OpMAIIKATA 32 IPEANMCBAHE Ha JapyHABUP U eMTpUIUTaOuH/TeHoQoBHp anadeHamu.

B3 ocroBa nHa MH Tect, xopurupan o bPI npu ckpuaupanero (ATV ¢ rtv wmu COBI, DRV c rtv umn COBI, LPV ¢

ITpu Te3u yyacTHUIM ca HAOIIOaBaHU CIICIHUTE CTOMHOCTH Ha BUpYCHMA ToBap Ha Ceamuna 96: 54 xonus/ml, 78
kormsi/ml, 111 xorus/ml, 152 xorus/ml u 210 xorwmst/ml.

IIpoBeneHo e enHo OTKpHUTO KIMHUYHO m3nuTBane daza 2 (TMC114-C230) 3a orieHka Ha

(hapMakoknHeTHKaTa, 0€30MaCHOCTTa, IOHOCHMOCTTA U e(PUKACHOCTTA Ha JJApYHABHP C HUCKA J103a
puronasup npu 12 neauatpuunu HIV-1 nndextupann naunenty, HeinekyBanu ¢ ART, Ha Bb3pact 12
1o nof 18 ronunu u ¢ Terno Haii-manko 40 kg. Te3u nanueHTy noay4yasar 1apyHaBUP/pUTOHABUD
800/100 mg BeqHEXK THEBHO B KOMOWHAIINS C APYTH aHTHUPETPOBUPYCHHU CPENICTBA. BUPYCOIOTHIHUST




OTIOBOp € ONPEJICNICH KaTo NOHMWXeHUE Ha BUpycHuUs ToBap Ha HIV-1 PHK B miazmara ot Haii-MaJiko
1,0 logio cripssiMo u3X0IHOTO HUBO (BK. Tadnmma 7).

Tab6umna 7: BupycoJsioruyen pesyarar npu neaexkyeanu ¢ ART ronomn Ha Cexvuna 48
(TLOVR aaroputbm)
TMC114-C230
Pesynraru na Cenmuna 48 JapyHaBUp/pUTOHABUP
(N=12)
HIV-1 PHK < 50 xonust/ml® 83,3% (10)
Mennana Ha mpoMsHaTa Ha nporieHTHa Ha CD4+ cripsimo 14
W3XOAHO HUBO
Cpenna npomsiaa B Opost Ha CD4+ KiIeTKH cripsiMO H3XO0JHO 221
HuBo °
> 1,0 logio MOHMKEHNE CIIPSIMO U3XOJHO HUBO HA BUPYCHHUS 100%
TOBAp B IUIa3MaTa

a

6

[Ipunucana croiinoct cnopex anropursmMa TLOVR.

Ipu nunara, He3aBBPIUIMIN IPOYUBAHETO, CE OTOEN3Ba HEYCIEX: IIPH MALEHTH, KOUTO ca MPEeKbCHANIN
IIPEXIEBPEMEHHO, IpOMsAHATa ¢ paBHa Ha (.

B npoyusaneto GS-US-292-0106 eduracHocTTa, Oe30macHOCTTa U (PapMaKOKHHETHKATa Ha
eMTpUIUTaOuH U TeHOPOBUp anadeHaMu/ ca OLICHEH! B €THO OTKPHUTO MPOYYBAHE, IPH KOETO

50 undextupanu ¢ HIV-1, HenekyBaHU g0cera IOHOIIH MMOJIyYaBaT eMTPUIIUTA0UH B TeHO(OBUP
anmadenamu (10 mg) ¢ enBUTErpaBUP U KOOMIIMCTAT KATO KOMOMHHpaHa TabJIeTKa ¢ PUKCUPAHH JT03H.
[TanuenTrTe UMaT MeMaHa Ha Bb3pacTTa oT 15 roaunau (nuanasoH: 12-17), karo 56% ca xenu, 12%
ca OT a3MaTCKu mponsxom, a 88% ca yepHoOkoxku. Ha n3xoaHO HUBO MeanaHaTa Ha miazmenara HIV-1
PHK e 4,7 logio xonust/ml, meauanara Ha 6post Ha CD4+ kietku € 456 xierkn/mm?® (quanason:

95-1 110), a mequanara Ha CD4+ % e 23% (muanazon: 7-45%). Kato 1smo, 22% umat uzxomHu
croitHocTr Ha razMeHa HIV-1 PHK > 100 000 konus/ml. Ha 48 cenmuna 92% (46/50) mocturar
HIV-1 PHK < 50 xonust/ml, mogo0HO Ha CTENIEHTa Ha OTIOBOP B IPOYYBAHHUATA C HEJICKYBaHH,
undexrupanu ¢ HIV-1 Bp3pactau. CpeaHOTO MOBHUIIEHUE CIIPSIMO M3XOJHOTO HUBO Ha Opost Ha CD4+
xietku Ha Cenmuna 48 e 224 knetku/mm?. He ce ycTaHOBSIBA HACTBIIBAHE HA PE3UCTEHTHOCT KbM
E/C/F/TAF (enButerpaBup/ko0uiucrat/eMmtpunntadut/reHodosup anadpenamun) 1o Ceamuiia 48.

Tayuenmu na év3pacm om 6 0o < 12 200unu ¢ meano Haii-maako 25 kg 0o < 40 kg

VYnorpebara Ha Symtuza mpu Aena Ha Bb3pact ot 6 10 < 12 ronuHu ¢ Terao Hai-manko 25 kg no

<40 kg ce moakpers ot oTkpuTo mpoyuBane GS-US-216-0128, B koeTo papMaKOKHHETHKATA,
0e30MacHOCTTa M aHTUBUPYCHATA aKTUBHOCT Ha JIAPYHABUP U KOOUIUCTAT (TIpUIIaraHy KaTo
CaMOCTOSTEITHHU CPEJICTBA) B KOMOMHAIMS C EMTPUIIMTA0NH/TeHODOBUp anadeHaMU]T Ca OIEHSHH MTPH
9 nexyBaHH MPEIy TOBA, BUPYCOJIOTMYHO MOTHCHATH MEIUaTPUYHN HalueHTy, napexkrupanu ¢ HIV-1
(Koxopra 2 noarpyna DRV/COBI+F/TAF FDC). Benuku nanmentr umat HIV-1 PHK < 50 xonust/ml
Ha M3XOJHO HUBO, a MeJMaHaTa Ha u3Xxoauus 6poit CD4+ kiuetku e 929 kierkn/mm? (quanason: 584 —
1232 knerku/mm?). B TaGnuna 8 ca mpeacTaBeHd BUPYCOJIOTMYHKUTE PE3yJITaTH IIPH Jela B

Koxopra 2.

Tabsmnna 8: BupycoJsiornyen pesysarar npu JekyBanu ¢ ART, BUpPyco/I0THYHO IOTHCHATH
aena (Koxopra 2 moarpyna DRV/COBI+F/TAF FDC?) na Cenmuua 24 (Jlanau Ha
FDA)
GS-US-216-0128
Pesynratu na Cenmuna 24 Koxopta 2 monrpyna DRV/COBI+F/TAF FDC
N=9)
HIV 1 PHK < 50 xonmst/ml 100 % (9)
Menuana Ha nponeHTHaTa npomsiHa Ha CD4+ 0,60%
CHPSIMO U3XOJHOTO HUBO
Mennana Ha ipomsHaTta B 6post Ha CD4+ 72 xnetkn/mm?
KJIETKHTE CTIPSIMO U3XOJHOTO HUBO

# DRV (mo3a 600 mg Tabnerka win tadnetku 600 mg+75 mg, ocHoBaHa Ha TenecHoTo Terno), COBI (150 mg), F/TAF

FDC (200/25 mg)
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5.2 ®apmakoKMHETHYHH CBOWCTBA

Crie npuIIoXKeHUE Ha €IMHUYHA J103a CJIe]] XpaHeHe npH 3apasu ydacTHAH (N = 96)
OMOCKBUBAJICHTHOCT € YCTAHOBEHA 3a BCHYKU KOMIIOHEHTH Ha Symtuza

800 mg/150 mg/200 mg/10 mg B cpaBHeHue ¢ napyHasup 800 mg, koounmcraT 150 mg u
emTpunuTabus/TeHodoBup anapenamug 200 mg/10 mg, npuiiaraHu eTHOBPEMEHHO KaTo OTACIHH
JekapcTBeHH hopmu. YCcTaHOBEHA € OMOSKBUBAJICHTHOCT CBINO Taka MEXIy Symtuza

675 mg/150 mg/200 mg/10 mg FDC u napynasup 675 mg, koburmcrar 150 mg u
emtpunutabun/renodorup anadpenamun 200 mg/10 mg, npuiaraHd eTHOBPEMEHHO KaTo OTJCITHH
JekapcTBeHu Gopmu 1pu 3apaBu yyacTHUIM (N=32) cies XxpaHeHe.

AOcopbums
AbcomoTHaTa OMOHANMYHOCT Ha eHUHIYHA 71032 0T 600 mg mapyHaBHp CaAMOCTOATEITHO €

npudmmsuTenHo 37% u ce nopuiasa 0 npudauznTenHo 82% npu naamaue Ha 100 mg aBa mbTH
THEBHO puTOHaBHUp. AOcomoTHaTa OnoHanmIHOCT Ha eMTpunuTabun 200 mg karcynu e 93%.

Bceuuky koMIoHEHTH OBP30 ce abcopOupar cie/; IepopaHO NMPUIOKEHHE Ha Symtuza MpH 3paBu
y4acTHHUIM. MaKCUMaITHU IJIa3MEHU KOHIICHTPALMU Ha JapyHaBHpP, KOOUIMCTAT, EMTPULIUTAOMH 1
TeHodoBUp anadeHaMHu]] Ce JOCTUTAT ChOTBETHO ciien 4,00, 4,00, 2,00 u 1,50 gaca cnen
MPHUIIOKEHUETO. BUOHAMYHOCTTAa HA KOMITOHEHTHTE Ha Symtuza He ce MOBJIHsIBA, KOTaTo ce mpuiaraTt
MepopaHO KaTo pa3zaesieHa TabjieTka B CpaBHEHHUE C IsIaTa TabieTKa.

Excno3unusita Ha JapyHaBUp M KOOMIUCTAT, NPUIOKEHH KaTo Symtuza, € cboTBeTHO ¢ 30-45% u
16-29% mo-HKHCKa Ha TJIaJHO B cpaBHEHME ciell XxpaHeHe. [Ipu eMTpuiiutabuH Cuax € 1,26 IbTH 110-
BHCOKa Ha IIaHO, a IJIOIITa 0/ KprBarta Iuta3MeHa koHuenrpanus/speme (AUC) e cpaBHUMa Ha
ragHo u cnen xpaneHe. [lpu renodosup anapenamun Crax € 1,82 mbTH no-BHCOKa Ha TaagHO, a AUC
e 20% mo-HHCKa A0 cpaBHMMA Ha TJ1aJHO U Cle]] XpaHeHe. Symtuza TabneTku Tps0Ba 1a ce mpuemar ¢
XpaHa. BuabeT Ha XpaHaTa He OBJIMsABA €KCIIO3ULUATA Ha Symtuza.

PasnpeneneHue

Jlapynasup

JapyHaBup ce cBbp3Ba C IIa3MEHUTE MPOTENHH MpHOIM3uTETHO 95%. JlapyHaBup ce cBbp3Ba
MPEIMMHO C TUIA3MEHUS 0l1-KUCEIT TITUKOPOTEHH.

Crieqt MHTPaBEHO3HO MPHIOKEHNE 00EMBT Ha Pa3Ipe/iesieHHe Ha TapyHaBHP CAMOCTOSTEITHO €
88,1 £59,0 1 (cpenno = SD) u ce noBummasa 0 131 + 49,9 | (cpenno + SD) npu Hanmywe Ha 100 mg
PUTOHABHD J[BA IHTH JHEBHO.

Kobuyucmam
KobOwummcrat ce cBbp3Ba ¢ YOBEUIKUTE IIa3MEHH MPOTEUHH OT 97% 110 98% U CpeIHOTO CHOTHOIICHHE
Ha KOHIICHTpanysiATa B Ijia3MaTa CIipsMO TOBa B KPBBTa € HpI/I6HI/I3I/ITeHHO 2.

Evmpuyumabun

CBBp3BAaHETO HA EMTPHUITUTAONH C YOBEIIKUTE IJIA3MEHU MTPOTECHUHH i1 Vitro € < 4% u He 3aBUCH OT
KoHIeHTpaluiaTa B rpanunure ot 0,02-200 p/ml. [Ipu MakcuMamHaTa mia3MeHa KOHIICHTpaLys
CPEeIHOTO CHOTHOIIICHUE Ha KOHIICHTPAIUATA TUIa3Ma/KpbB € npubiausutento 1,0, a cpeqHoTo
CHOTHOIIIEHHUE HA KOHIIEHTPAIUsATA IUa3Ma/criepMa e npuoausutenHo 4,0.

Tenogosup anagenamud

CBbp3BaHETO Ha TEHO(POBUP C YOBEUIKHUTE TUIA3MEHU MPOTEUHU in vitro € < 0,7% u He 3aBUCH OT
KoHIeHTpalusTa B rpanumure ot 0,01-25 w/ml. Ceep3BaneTo Ha TeHO(GOBUP aapeHaAMHU]T C
YOBCIIKHUTE IJIa3MEHU MIPOTEHHH ex Vivo B TIPOOH, ChOpaHH 0 BpeMe Ha KIMHUYHUTE U3MTUTBAHMS, €
npubnuzurenaso 80%.
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buoTpanchopmarms

Jlapynasup

OnutH in vitro ¢ 40BeIIKH YepHOApoOHN MuKpo3omu (HLMs) noka3sar, 4e qapyHaBUp IPEThPIIsBa
MPEeIMMHO OKCHIaTUBEH MeTa0oIn3bM. JlapyHaBup ce MeTaboym3upa B rojisiMa CTEIeH OT
gepHoapoObHaTa CYP cucreMa u mouTy M3KIIOUATETHO OT m30eH3uM CYP3A4. EnHo KIMHIYIHO
msnutBaHe ¢ [*C]-gapyHaBup npH 31paBu y4aCTHHIIM MOKA3Ba, Y€ MO-TOJIAMATA YacT OT
PaAroOaKTUBHOCTTA B IUIa3MaTa ciie eauHndHa 1o03a oT 400/100 mg napyHaBHp C pUTOHABUD CE
J'BJDKY Ha OCHOBHOTO aKTHBHO BemiecTBo. Haii-manko 3 okcngaTuBHM MeTaOOMNTa HA JapyHABHD ca
YCTaHOBEHH IPpH Xopa. BcuuknTe moka3BaT akTUBHOCT, KOSITO € Hai-Maiko 10 mbTH MO-HHACKA OT
aKTHBHOCTTA Ha JapyHaBHp cpeury aus tumn HIV.

Kobuyucmam

Kobumucrat ce metabonusupa nocpeacTBoM okcuaupane, meaunpano or CYP3A (mmo-rossimaTa 4acT)
u ot CYP2D6 (mmo-mankata 4acT), ¥ He PeThPIIsiBa rMoKypoHupane. Ciie nepoparHo NpUIIoKEHHE
Ha ["*C]-ko6unucTar 99% OT paJMOaKTMBHOCTTA B ILIA3MaTa Ce IbIKK Ha HEIPOMEHEH KOOMIIUCTAT.
Hucku auBa Ha MeTaboIuTH ca HAOMIOAaBaHU B yprHaTa U GexanuuTe u Te He ponpuHacsaT 3a CYP3A
MHXUOUTOpPHATA aKTUBHOCT HA KOOMLIKCTAT.

Evmpuyumabun

[IpoyuBanus in vitro mokaspart, ye eMTpuuTaduH He nHXHOupa yoBemwkute CYP ensumu. Cuen
npunoxenue Ha ['*C]-eMTpunuTabuH 1s1aTa 1032 Ha EMTPHIMTA0UH CE OTKPUBA B ypHHATA
(mpubnmzurenno 86%) u ¢pexanumre (mpudbmamsutento 14%). Tpuramecet mporeHTa oT J03ata ce
OTKpHWBAT B YpHUHATA KAaTO TPH Mpe/roiiaraeMu Metadonuta. buorpancdopmanusra Ha eMTpULIUTAOUH
BKJIIOYBA OKCHIHMpaHE Ha THOJIOBATa Ipyna, KaTo ce 00pasyBat 3’-Cyn(OKCHIHN JHacTepeoMepr
(mpubnmsurenno 9% ot n03arta), U KOHIOTHPaHe ¢ TIIOKYPOHOBA KHCEIMHA, KaTo ce 00paszyBa
2’-O-rmokyponu (npubnmsurento 4% ot po3ata). He ce yctaHoBsiBaT Apyri METa0OIHUTH.

Tenoghosup anaghenamud

MeTabomM3MbT € OCHOBHHUST ITBT HA EIMMHUHHPaHE Ha TeHO(OBHp amadeHamMu mpu xopa, KoeTo
npezacrasisisa > 80% ot nepopanHara no3a. [IpoyuBanus in vitro noka3sat, 4e TeHO(QOBUP
anadeHamuz ce mertabonusmupa 10 TeHopoBup (0cHOBEH MeTabonut) oT Karencud A B PBMCs
(BrimrounTenHo muMormty u apyru HIV TapretHu kieTkn) u B Makpodarure u ot
kapOokcuiecrepasa-1 B xenatonurure. [n vivo TeHodoBHp anadeHamu]] ce XUAPOIU3Upa B KICTKUTE,
KaTo ce 00pa3yBa TeHO(OBHUDP (OCHOBEH METabO0NIUT), KOUTO ce Ghochopuiiupa 10 aKTUBHHUS META00IUT
TeHodoBHp TUdOChaT.

In vitro TenodoBup anadenamun He ce Mmetadonusupa or CYP1A2, CYP2C8, CYP2C9, CYP2C19
wi CYP2D6. Tenodosup anadenamun ce merabonusupa B MuanmainHa crerneH oT CYP3A4. Cnen
€/IHOBPEMEHHO MpUIIoKeHne ¢ ymepenus HHAykTop Ha CYP3A edaBupeHiIl, eKcrio3unusiTa Ha
TeHo(oBHp anadeHamMu] He ce NOoBIHsIBa 3HaunMo. Ciex mpuiokeHue Ha TeHo(hoBUp anadeHamMu[g
['*C]-panmroakTMBHOCTTA B IJIa3Mara MOKa3Ba 3aBUCHM OT BPEMETO TIPOQHMII, KaTo TEHODHOBUP
anadeHamMuz e mpeodalaBaioTo CheMHEHNE B IBPBUTE HAKOJIKO Yaca, a MUKOYHATA KUCEINHA —
pe3 OCTaHAJIMs IEPUO.

Enumunupane

Jlapynasup

Cnen nosa ot 400/100 mg ['*C]-napynaBup ¢ puronasup npubnusureno 79,5% u 13,9% ot
npunokenata no03a [“C]-1apyHaBup ce OTKpUBAT CHOTBETHO BbB (peKanuute u B ypuHata. Ha
HENPOMEHEHHUS JapyHaBHp ce naaat npudmmsurenso 41,2% u 7,7% ot npunoxkeHara 103a ChOTBETHO
BbB (PEKaJIMHUTE U B yPHHATA.

HHTpaBeHO3HUAT KIIUPHHC HA mapyHaBup (150 mg) caMoCTOATETHO U NTPU HAIWMYIHE Ha HACKA 1032

(100 mg) putoHaBup e cboTBeTHO 32,8 1/h 1 5,9 I/h. Menuanara Ha TepMHUHAIHMS [1a3MCH
MOy KHUBOT Ha TApyHABUP CJIE MpUIokeHue Ha Symtuza e 5,5 yaca.
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Kobuyucmam

Cnen nepopanuo npunoxenue Ha [*C]-xkobuumcrar 86% u 8,2% 0T 103aTa ce OTKPUBAT CHOTBETHO
BBB (heKaTUNUTE U B yprHaTa. MeananaTa Ha TSpPMUHAIHUS TUIa3MEH MOJY)KUBOT HA KOOUITUCTAT CIIe]
npuiokeHue Ha Symtuza e 3,6 Jaca.

Evmpuyumabun

EmTpunnTaOuH ce eKcKpeTrpa OCHOBHO Ipe3 ObOpenuTe, KaTo usjara 103a ce OTKpUBa B ypUHATa
(npubam3urenHo 86%) u pekanuure (npudbmusuTenHo 14%). TpuHaneceT NpoleHTa OT J103aTa Ha
eMTPHUIIUTA0WH ce OTKPHUBAT B ypUHATa 101 opMara Ha TpH MeTabonuta. CHCTEMHUSAT KIIMPBHHC HA
emtpuuuTadut e cpeano 307 ml/min. Crex nepopaliHo NpWIOKeHHE Ha Symtuza MeJuaHaTa Ha
TEPMUHATHHS SIMMHUHALUOHEH MOTYKUBOT Ha eMTpuiuTadbuH e 17,2 gaca.

Tenogosup anagenamud

TenodoBup anadeHaMus ce eTMMUHHEPA TTIABHO TIOCPEACTBOM METAa00IM3UpaHe 10 TEHO(POBUD.
Koraro ce mpusara karo Symtuza, MeJiaHaTa Ha TEPMUHATHHS €JIMMHUHAIMOHEH TIOJTYKUBOT Ha
teHodoBup anapeHamun e 0,3 yaca. TenodoBUp ce eIMMUHUPA OT OpraHu3Ma npe3 ObOpenuTe
NOCPEICTBOM INIOMEpYJIHA GUATpanys U akTUBHA TyOyinHa cekperus. TeHodoBUp UMa MeIUaHa Ha
TUTa3MeH MOTYKUBOT OT MpuOIm3uTenHo 32 yaca. brOpeunara ekckpelysi Ha HHTaKTHUSL TeHO(QOBUP
anadeHaMu € BTOPOCTEINICHEH BT, KaTo oA 1% OT j03aTa ce enMMUHHApa B ypUHATA.
dapMakoIOrHyHO aKTUBHUAT MEeTa00auT, TeHO(hoBUp audocdat, nMa noxyxuBot ot 150-180 vaca B
PBMCs.

CrenuaaHy nonyJaauuu

Ileouampuuna nonynayus

HanmuanTe hapMakOKMHETHYHU JaHHU 32 Pa3INYHUTE KOMIIOHEHTH HAa Symtuza oKa3BaT, 4e
€KCIIO3ULUATA MEKAY Bb3PACTHH U IeJUaTPUIHU IALIMEHTU Ha Bb3pacT 6 U II0BeYe TOJUHHU C TEIJI0
Haif-Manko 25 kg e cpaBHHMA.

Cmapuecka 6v3pacm
Wma orpannvena nnpopmanus otHocHo ®K Ha gapyHaBHp IpH XOpa B cTapyecka Bb3pacT
(= 65 ronuHM) KakTo 3a Symtuza, Taka ¥ 3a OTACITHUTE My KOMIIOHEHTH.

[omynanuonausT GpapmMakoknHeTn4eH ananu3 npu HIV uHbekTupanu nanueHT nokassa, e
(hapMakOKMHETHKATa Ha JapyHABHpP HE CE Pa3InuaBa 3HAYUTEIHO B U3CJICABAHNUTE BH3PAaCTOBU
rpanuny (18 go 75 ronunan), npu HIV undexrupanu nampent (N = 12, pp3pact > 65 ronunn) (BxK.
Touka 4.4).

He ca yctanoBeHM KIIMHUYHO 3HAYMMH (PapMaKOKMHETUYHH Pa3IMKH, IbJDKALIM Ce HA Bb3pacTTa, Ipu
KOOWIMCTAT, EMTPUIMTAOWH WK TeHO(POBUDP anadeHaMul BbB Bb3PACTOBHTE TPaHUIN < 65 TOANHHU.

Tlon

[MonynanroHHUT HhapMaKOKMHETUYCH aHAJIN3 [TOKA3Ba MAJIKO M0-BUCOKA €KCIIO3UIIUS Ha JapyHaBUD
(16,8%) npu HIV-1 undexTupaHuTe )XEHU B CpaBHEHHE ¢ MBxKeTe. Ta3u pasziuka He € KITMHHUYHO
3HaYMMa.

He ca ycraHoBeHN KIIMHUYHO 3HAYMMH (apMaKOKUHETHYHH Pa3JIMKH, IBIDKAIIN CE Ha 1MoJia, pU
KOOHIMCTAT, eMTPUIUTAONH WK TeHO(OBUP anadeHaMUI.

bvopeuno yspeoscoane
Symtuza He e u3cieBaH Npy MaUeHTH ¢ OLO0pedHo yBpexaane. FiMa papMakoOKUHETHYHU TaHHHU 32
(oTmemHUTE) KOMIIOHEHTH Ha Symtuza.

gag yHaeup

Pesynratute ot nipoyuBane 3a 6ananc Ha macure ¢ ['*C]-mapyHaBup ¢ pUTOHABHD TIOKA3BAT, Y€
npubIU3UTEIHO 7,7% OT MpHUIIOKEHATa []03a JapyHaBUp C€ EKCKpETHpa B ypHUHATa B HEIPOMEHEH BUI.

35



Bbnpexn e napyHaBup He € IPOYYBaH MPH MAMEHTH ¢ OBOPEYHO yBpEKIaHe, MOMyJTallHOHHNAAT
(hapMaKOKMHETHYEH aHAJIM3 OKa3Ba, 4e (papMaKOKMHETHKATa Ha JapyHaBHp HE Ce MOBJIHABA 3HAUNMO
npu HIV undextupanu nauuentu ¢ ymepeno 060peuno yBpexnane (eGFRcg mexny 30-60 ml/min,
N =20) (Bx. Touku 4.2 u 4.4).

Kobuyucmam
EnnHo xnuHMYHO M3NMMTBaHE HA (hapMaKOKMHETHUKATa Ha KOOHMIIUCTAT € TIPOBEICHO MPHU

HeuHdpextupanu ¢ HIV-1 nuua ¢ texxko 660peuno yBpexaane (€GFRcg mox 30 ml/min). He ca
HaOJIF0/IaBaHK 3HAYMMU PA3JIMKU BbB (DapMaKOKHHETUKATA Ha KOOUIICTAT MEXKTY JIUIA C TEHKKO
O0BOpeUHO yBpEKIaHE U 3IPABH JINI[A, KOCTO ChOTBETCTBA HA HUCKHUA OBOPEUCH KIMPBHC Ha
KOOHIIUCTAT.

Evmpuyumabun

CpenHata CHCTEMHA CKCIIO3HIINS Ha EMTPHIIUTAOWH € TI0-BHCOKA MPH MAIUEHTH C TEXKKO OBOpeUHO
yBpexaane (€GFRcg < 30 ml/min) (33,7 mcgeh/ml) OTKOJIKOTO IIpH JIKiia ¢ HOpMajiHa ObOpeuHa
dynkius (11,8 megeh/ml).

Tenoghosup anaghenamud

B npoyuBanusTa Ha TeHOGOBHD anadeHamu| He ca HaOII0IaBaHH KJIMHUYHO 3HAYNMH PA3JIUKU BbB
(hapmakoKkMHETHKATa Ha TeHO(OBUP anaeHaMuU ] WK TCHOPOBHUP MEKIY 3/[PABH JIMIA U MTAIIUCHTH C
Texko 0p0peuno yBpexaane (eGFRcg > 15, Ho < 30 ml/min). JIuncBaT papMakoKUHETUYHY JTAHHU 32
teHodoBup anadeHamu npu namueHTH ¢ eGFReg < 15 ml/min.

Yeproodpobno yspedcoane
Symtuza He e u3cieBaH NpH MAUCHTH ¢ YePHOIPOOHO yBpexkaane. MiMa papMakOKHHETHYHH TaHHH
3a (OTAETHNUTE) KOMIIOHEHTH Ha Symtuza.

4Zag yHaeup

JapyHaBup ce MeTaboIM31upa U eTMMUHUPA OCHOBHO IIpe3 YepHUs 1pod. B eHO KIMHUYHO
M3MUTBaHE ¢ MHOTOKPAaTHO NpUIIOKeHHE Ha AapyHaBup/putonasup (600/100 mg) nea mbTH AHEBHO, €
JIOKa3aHo, Y€ OOIIUTE TUIa3MEHH KOHIIEHTpaluy Ha gapyHasup npu juua c jgeko (Child-Pugh kmac A,
N = 8) u ymepeno (Child-Pugh xnac B, N = 8) ueproapoOHO yBpexKaaHe ca CPaBHUMH ChC
CTOMHOCTHTE IIpH 3/1paBy Juia. KoHIeHTpanuuTe Ha HECBBP3aH JapyHaBHp o0ade ca MpUOIH3UTETHO
croTBeTHO ¢ 55% (Child-Pugh xnac A) u cbe 100% (Child-Pugh xnac B) mo-Bucoxu. Kimmananoro
3HAaYCHUE Ha TOBA MMOBUIIICHUE € HEM3BECTHO. E(eKThT Ha TEKKO YepHOAPOOHO YBPEKAaHE BHPXY
(hapMakOKMHETHKATa Ha JapYHABHP HE € Mpoy4BaH (BXK. Touku 4.2, 4.3 u 4.4).

Kobuyucmam
KobGumucrat ce MmeTabonm3upa v eTMMIHIpPA OCHOBHO TIpe3 YepHus apo0. [IpoBeeHO € KITHHUIHO

W3MUTBaHe Ha (hapMaKOKMHETHKATA HA KOOUIMCTAT Npu HenHpekTupanu ¢ HIV-1 nuna ¢ ymepeHo
yepHoapoOHO yBpexaane (Child-Pugh xnac B). He ca HaOnromaBany KIMHHYHO 3HAYMMHE Pa3JIMKH BHB
(hapMakOKHMHETHKATa Ha KOOUIMCTAT MEX/TY JIUIA C YMEPEHO YBpEeKAaHe u 31paBH juna. EdexTsT Ha
TexKo yepHoapooHO yBpeskaane (Child-Pugh kinac C) Bbpxy hapMakOKMHETHKATa Ha KOOUIIMCTAT HE
€ TIPOyYBaH.

Evmpuyumabun

®dapMaKOKMHETHKATa Ha EMTPUIIMTA0OUH HE € MPOyYBaHa IPH MAIMEHTH C YSPHOAPOOHO yBpEK/IaHE.
EmTpuriutabun obave He ce MeTaboIM3upa B 3HAUMMa CTETIECH OT YSPHOAPOOHUTE SH3UMU, TaKa ue
e(DeKTHT OT YepHOIPOOHOTO YBPEKIAHE TPIOBA /1a ObIC OTPaHIYCH.

Tenogosup aragenamuo

He ca na0monaBany KIIMHIYHO 3HAYMMHU IIPOMEHU BB (papMakOKHHETHKaTa Ha TCHO(QOBHP MpH
HALUEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO yBpexknane. EQeKkThT Ha TeXKKO 4epHOIPOOHO yBpeKIaHe
(Child-Pugh knac C) Bepxy apMakoKHHETHKaTa Ha TeHOPOBUD anadeHaMua HE € TIPOyYIBaH.
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Kounghexyus c supyca na xenamum B u/unu xenamum C
dapMaKOKMHETUYHNUTE JAHHH OT KIMHUYHUTE M3ITUTBAHMS Ca HEJOCTATh4HH, 32 []a CE ONPEAEIH
edexThT Ha HH(peKuus ¢ Bupyca Ha xenaTtut B w/unun C BbpXy GpapMakOKHHETHKATa Ha
JapyHaBUp,KOOUIMCTAT, eMTPULIUTA0NH WK TeHo(hoBHp anadenamun (BxK. Touk 4.4 u 4.8).

bpemennocm u cned pasicoane
Jleuenneto ¢ napynasup/koourcrat 800/150 mg BenHBK IHEBHO 1O BpeMe OpEMEHHOCT BOAM 10
HHCKA eKCIO3HIUS Ha napyHaBup (Bxk. Tadmuia 9). [Ipu xxeHu, mpuemany JapyHaBup/KOOUITUCTAT
npe3 BTOPHS TPUMECTBP OT OPEMEHHOCTTA, CPEHNUTE WHTPA-WHANBUIYATHH CTOWHOCTH Ha OOIIHS
napyHaBUpP Cmax, AUC 21 1 Ciin ca cb0TBeTHO 49%, 56% 1 92% 1no-HUCKH, B CPaBHEHHE C TE3U CIE]
paXIaHETO; IO BpEME Ha TPETUSI TPUMECTHP Ha OpeMEHHOCTTa, CTOWHOCTHTE Ha OOLIUS JapyHABUD
Crax, AUCi2n 11 Cin ca cb0TBeTHO 37%, 50% 1 89% 10O-HHUCKY B CpaBHEHHE C TE€3H CJIE] PaXKTaHETO.
HecBbp3anara gpakius chblo 3HaYNTETHO HAMANSABA, BKJIIOYUTEIHO U IOHIKEHHE Ha HUBATa HA Crin
¢ okoiio 90%. OcHOBHaTa NpUYMHA 32 TE3W HUCKHU €KCIIO3ULIUH € ChIIECTBECHO MOHIKABAHE Ha
€KCIIO3ULUATA Ha KOOUIMCTAT BCIEICTBUE Ha €H3UMHA UHIYKLUS, CBbp3aHa ¢ OpeMEHHOCTTa (BXK. 110-

JIOJTY).

Taoauna 9

CJIea PAXKIAHETO

DapMaKOKHHETHYHHM Pe3yJITATH Ha o0LIsl JapYHABHP cjlel NPUJI0KeHHe HA
napyHasup/kooumucraTt 800/150 mg BeiHBbK THEBHO, KATO YaCT OT AHTHPETPOBMPYCHA cXeMa,
10 BpeMe Ha BTOPHSI TPHMeCThP Ha OPeMEeHHOCTTA, Ha TPeTHsI TPUMeCThP Ha OpeMeHHOCTTA

PDapMaKOKHHETHKA Bropu TpuMecThbp Ha | TpeTu TpUMecTHp Ha Caen paxknane
Ha 001IUs JapyHABHP OpeMeHHOCTTA OpeMeHHOCTTA (6-12 cexmuuu
(cpenno £ SD) (n=7) (n=6) (n=6)
Cinax, ng/ml 4340+£1616 4910+ 970 79182199
AUCo4n, ng.h/ml 47293+ 19 058 4799149 879 99 613 + 34 862
Chnin, ng/ml 168 £ 149 184 +£99 1538+1344

Ekcro3uiusata Ha KOOUITUCTAT € MO-HKUCKA 10 BpeMe Ha OpEMEHHOCT, KOETO MOTEHIIUAIHO BOIH 10
0-cj1a00 OT ONTHUMAIHOTO MOTCHIIMPaHEe Ha JapyHaBup. IIpe3 BTOpus TpUMECTBP OT OPEMEHHOCTTA
croiiHOCTUTE Ha KOOMIHUCTAT Chax, AUC24n B Cinin ca cb0TBETHO 50%, 63% 1 83% mo-HUCKHU B
CpaBHEHHME C TE3H Cle] pakaaneto. [Ipe3 TpeTust TPUMECThP OT OPEMEHHOCTTA CTOHHOCTUTE Ha
KOOHUTTUCTAT Crnax, AUC24n 1 Cinin ca cOTBETHO 27%, 49% 1 83% T0-HUCKH B CpaBHEHHE C TE3H CIIC]

PaXKOaHETO.

JluricBaT hapMakKOKUHETUYHU JJAHHU 32 EMTPUIIUTA0HH U TeHO(DOBHD anadeHaMH]I 110 BpeMe Ha

OpeMEeHHOCT.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

ﬂa[QYHaBI/I[Z

HeknmuHUYHNTE NaHHY 32 TapyHABUP HE MMOKa3BaT OCOOCH PHCK 3a XOpa Ha 0a3aTa Ha
KOHBCHITUOHATHUTE (hapMaKOJIOTHYHH TPOYIBaHUsI 32 0€30MaCHOCT, TOKCHYHOCT TIPU MHOTOKPATHO
MpuJIaraHe, TeHOTOKCUYHOCT, KAaHIIEPOreHEeH MoTeHual. JlapyHaBup He OKa3Ba BIUSHUE BbPXY
(hepTHIIUTETA WK PAHHOTO eMOpHOHAITHO pa3BuThe u DRV He mokaspa TepaToreHeH MOTeHIIUAT IIPH
HUBA Ha €KCIIO3WIH 110/ HUBATa MPH MPENopbhunTeNIHaTa KIMHUYHA 1032 33 X0Pa.

[Ipu 10BEeHUITHH TUTBXOBE, OTYy4aBaIlIX AapyHaBUpP 40 AHU 23-26 (€KBUBAJIEHTHO HA ITO-MAJKO OT 2-
TOJIUIITHA BB3PacT IPU X0Pa), IPH HIKOW )KHUBOTHHU € HaOJI0JaBaHa MOBUIIIEHA CMBPTHOCT C
KOHBYJICHH. Te€31 HaXOJKH C€ OTAAaBaT Ha HE3PSJIOCTTa HA YEPHOAPOOHNTE €H3UMHU U Ha KPHBHO-
Mo3b4HaTa Oapuepa. [lopanu HECUTypHOCT OTHOCHO CTEIIEHTa Ha Pa3BUTHE HA KPbBHO-MO3bUHATA
Oapuepa 1 4epHOIPOOHUTE CH3UMHU IPU YoBeKa Symtuza He TpsiOBa a ce U3MOJ3Ba MPH NeAUaTPUIHI
MAIMEeHTH T0J] 3-TOAMIITHA BB3PacT.
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KobGumucrar
HeknuHu4HUTE TaHHU HE TIOKa3BaT OCOOCH PUCK 3a X0opa Ha 0a3aTa Ha KOHBEHI[MOHAITHUTE

MPOYYBAHUS 32 TOKCUYHOCT MTPU MHOTOKPATHO MpUJIaraHe, FeHOTOKCHUYHOCT U PENPOIYKTUBHA
TOKCUYHOCT U TOKCHYHOCT 3a pa3ButueTo. He ca HaOmrogaBanu TepaToreHHH e(heKTH IPHU TUThXOBE U
32l IPY IPOYYBAHUATA 32 TOKCHYHOCT 32 pa3BUTHETO. [IpH mIbXxoBe Bb3HUKBAT IPOMEHH B
ocuuKanyaTa Ha TPHOHAYHUS CTHJIO ¥ CTEPHATHUTE CErMEHTH Ha (DEeTyCUTe IpH /103, KOSITO
MpeAN3BUKBA 3HAYUTEIHA TOKCUYHOCT 3a MaikaTa.

[IpoyuBanus Ipy 3alIU ex Vivo U TIPU Ky4eTa in vivo NoKa3Bar, 4e KOOUIMCTAT NMa HUCHK OTSHITAI
3a ynbibkaBaHe Ha QT-uHTepBana 1 MoXe JieKo Aa yabbku PR uHTepBana u qa Hamanu
JeBoKaMepHata (GyHKLMS NP CPEAHN KOHLUEHTpaUuu Hail-Masko 10 MbTH MO-BUCOKH OT €KCTIO3ULHS
IIpH MpenopbhYUTENHATA JHEBHA 1032 0T 150 mg mpu xopa.

Exno npparocpodHo npoyyBaHe 3a KaHIEPOr€HHOCT Ha KOOMLIMCTAT MPH IUTBXOBE MOKa3Ba
TYMOPOTEHEH NTOTEHIIUAI, CTIeIM(UYCH 3a TO3H BUJ, 32 KOWTO ce CUMTa, Y€ HE € OT 3HAUeHHE 3a
xopata. EnHo 1barocpoyHO MpoyyBaHe Ha KaHIIEPOT€HHOCTTA IPU MUILKY HE MOKa3Ba KaHIIEPOr€HEeH
NOTCHIUAL.

EmTpurmmrabun
HeknmuHuYHNTE NaHHYU 32 eMTPUIIMTAOMH HE MOKa3BaT 0COOCH PHCK 3a Xopa Ha 0a3aTa Ha

KOHBCHIIMOHAJTHUTC (bapMaKOJ'IOFI/I‘lHI/I MMpoOy4YBaHUA 3a 6630HaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPAaTHO
ImpujaraHe, TCHOTOKCUYHOCT, KAaHICPOI'€HCH IMOTCHIU A, PEIIPOAYKTHBHA TOKCUYHOCT U TOKCUYHOCT
3a Pa3BUTUCTO.

EMTpI/IHI/ITa6I/IH IMOKa3Ba HUCHK KAaHIOCPOT'CHECH IMMOTCHIIMAJI IIPU MUIIKU U INTBXOBEC.

TenodoBup anabeHaMug

HexuHUYHUTE TPOYYBaHUS HA TeHO(OBUP amapeHaMUT TP ITHXOBE M KyUeTa MOKa3BaT, uye KOCTHTE
1 OBOpennTe ca OCHOBHHUTE TAPTETHN OPTraHH HA TOKCHYHOCT. TOKCHYHOCT 32 KOCTUTE € HaOII0jaBaHa
noj popMaTa Ha HaMaJieHa KOCTHA MUHEpaJTHa MTTHOCT MPH TUTHXOBE M Ky4eTa IMPU SKCIO3UIH Ha
TeHO(OBHP HAN-MaJIKO YETUPH ITHTU MO-BUCOKH OT OYAKBAHUTE CJIe]| MPHIOKEHHE HAa Symtuza.
HabmromaBana e MEHUMAaTHA WHQUITPAIHS Ha XUCTHOIIUTH B OYMTE MPH KydeTa MPH SKCIIO3UIHU Ha
TeHo(oBUp anadeHaMu ¥ TEHO(POBUP CHOTBETHO MPHUOIM3UTEIHO 15 1 40 MbTH MO-BUCOKHU OT
OYaKBAHWTE CJIe] PUIIOKEHHE Ha Symtuza.

TenodoBup anadeHaMu1 He € MyTareHeH WK KJIACTOTEHEH B KOHBEHIIMOHAITHUTE H3CIIeIBAHMS 32
T€HOTOKCUYHOCT.

[Topanu mo-HKUCKaTa SKCIO3MIINS Ha TEHO(DOBHP TPH TUIHXOBE M MHUIIKH CJIS IPHIOKEHUE Ha
TeHo(OBUp anadeHaMu]] B CpaBHEHHE ¢ TEHO(MOBUP JAU30MPOKCHI, TPOYyYBAHUATA 32 KAHIIEPOTCHHOCT
Y €JIHO MPOYYBaHE Ha MEePHU-ITOCTHATAIIHO PA3BUTHUE TIPH ILTHXOBE Ca MPOBEACHH CaMO C TCHO(DOBHP
nusonpokcuil. He ce ycraHOBsIBa 0cOOEH pUCK 3a XOpa Ha 0a3aTa Ha KOHBEHIIMOHAIHUTE MPOYYBAHUS
Ha KaHIIEPOTCHHUS MMOTEHITNAI, PEIPOAYKTHBHATA TOKCHYHOCT M TOKCUYHOCTTA 332 PA3BUTHETO.
[Ipoy4uBaHusTa 32 penPOAYKTUBHA TOKCHYHOCT TPH ILTHXOBE U 3alIIH HE ITOKA3BaT BIHUSIHUE BHPXY
yndrocBaneTo, peprunurera, OpeMEHHOCTTA HIIH MapaMeTpuTe Ha Tuoa. TeHopoBUp AU30MPOKCHIT
o0aye HaMaJsIBa MHJEKCa Ha )KM3HECTIOCOOHOCT U TETJIOTO HAa MAJIKUTE B €/1HO NMPOYYBaHE Ha
MIEpU-TIOCTHATATHATA TOKCUYHOCT TIPH JJO3H, TOKCHYHH 32 MalKHTE.

6. DPAPMAIIEBTUYHU JAHHU
6.1 ChoucbK Ha NIOMOIIHHUTE BelIECTBA

Symtuza 800 mg/150 mg/200 mg/10 mg TabueTKu

Anpo Ha Tabnerka
Hemynosa, mukpokpuctanna (E460(i))
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Kpockapmenosa natpuii (E468)
Marne3sues creapat (E572)
CununueB quoKcHI, kKonoueH 0e3BojeH (ES51)

PUIMOBO IOKPUTHE

Maxkporon 4 000

[TonMBUHMITOB ANKOXO0J (YACTUYHO XUPOTH3UPAH )
Tank (ES53b)

TurtanoB nuokcun (E171)

Kenezen oxcun, xbat (E172)

Symtuza 675 mg/150 mg/200 mg/10 mg TabaeTku

Anpo Ha TabneTka

Ilemynoza, Mukpokpuctairaa (E460(i))
Kpockapmenosa natpuii (E468)

Marunesues creapart (E572)

CunuiueB quokcHI, kojaouaeH 6e3oaeH (E551)

DUIMOBO MOKPUTHE

Maxkporoin 3 350 (moTUeTHIICH TITHKON)
TTonn(BUHMWIOB aTK0X01) (YJACTHYHO XUIPOTU3UPAH )
Tank (E553b)

TuranoB nuokcua (E171)

Kenesen okcun, uepen (E172)

6.2 HecbBmMecTMoOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

Symtuza 800 mg/150 mg/200 mg/10 mg dbunmupanu TabaeTKU

3 roguH"
Cren bpBO OTBapsHE: 6 CEAMUIIH

Symtuza 675 mg/150 mg/200 mg/10 mg duiMupanu TaOJIEeTKH
3 roguHu

Crnen mbpBO OTBapsiHe: 6 CEAMUIII
6.4 CroenuajJH4 yCJI0OBHUS HA ChXPaHEHHUE

Symtuza 800 mg/150 mg/200 mg/10 mg duiMupanu TaOJIETKH
[a ce cpxpanssa mox 30°C.

Ja ce cpxpaHsiBa B OpUTHHATTHATA OTIAKOBKA CHC CYIINTEN B OyTHIIKaTa, 3a Ja ce TMpeArna3saT
tabnetkute oT Bnara. ChbXxpaHsBaiiTe OyTHIKaTa IUIBTHO 3aTBOPEHA.

Symtuza 675 mg/150 mg/200 mg/10 mg ¢unmupanu TabaeTKN
Ja ce cexpanssa mox 25°C.
Cren mbpBOTO OTBapsiHe Ha OyTunkara: [la ce cexpansia nog 25°C.

[a ce cpxpaHsiBa B OpUTHHATIHATA OTIAKOBKA ChC CYIIMTENS B OyTHIIKATa, 3a Ja Ce MpPeAa3siT
TabyeTkuTe OT Biara. ChxpaHsBaiiTe OyTHUIKaTa ITBTHO 3aTBOPEHA.
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6.5 Buau chabp:kaHue HA ONTAKOBKATAa

Symtuza 800 mg/150 mg/200 mg/10 mg dbuiMupanu TaOIeTKH

bsuta OyTtriika oT monueTmiieH ¢ Bucoka mIbTHOCT (HDPE) cbe cymmuTen ot cunmmkaren (B OTIEITHO
TUTMKYE WK KyTus) ¢ nonmnpornwienosa (PP), 3amurena oT fema 3anmyniainka, ¢ HHAYKIIHOHHO
3areyaTBaHe.

Besika OyTtrika cpabppika 30 TabIIeTK.
OnakoBKH, ChIbPKAIIN €JIHA WK TPU OYTHIIKY.

He Bcuukn BHIOBEC OIMAKOBKH MOrIaT Ja 6T>Z[aT IIyCHATU Ha I1a3apa.

Symtuza 675 mg/150 mg/200 mg/10 mg duiMupanu TaOJIETKH

bsuta Oytriika oT monmeTHiieH ¢ Bucoka mibTHOCT (HDPE) ¢be cymmTen cumukaren (B OTAEITHO
TUTMKYE WA KOHTelHepue) ¢ monunpomnwieHosa (PP), 3ammrena ot aena 3amymaika, ¢ WHIYKIIHOHHO
3areyaTBaHe.

Besika OyTtriika cpabpika 30 TabiIeTK.
OnakoBKa OT e1Ha Oy THIIKA.

6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHe U padoTa

Hewunsnons3BanusT neKkapcTBeH NPOLYKT WIM OTHaIbUYHUTE MaTEPUAIIM OT HETro TPsiOBa J1a c€ U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Symtuza 800 mg/150 mg/200 mg/10 mg drmimMupanu TabIeTKu

EU/1/17/1225/001 — 30 dunmupanu TabiaeTku
EU/1/17/1225/002 - 90 ¢unmupanu tadnerku (3 x 30)

Symtuza 675 mg/150 mg/200 mg/10 mg ¢unMupanu TabIeTKH

EU/1/17/1225/003 — 30 dunmupanu TabiaeTku

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pazpewmanane: 21 centemBpu 2017 r.
Jlata Ha nmocieaHo nogHOBsABaHe: 24 Mait 2022 T.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

09/2026
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[Monpobna nHpopManys 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponeiickaTta
areHIus 1o JIeKapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHHUE 11

HPOU3BOJUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOKXJIABAHE
HA ITAPTU N

YCJIOBUA NJIN OTPAHUYEHNUS 3A TOCTABKA U YIIOTPEBA

APYT'U YCJOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA WK OT'PAHUYEHNUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA IMTPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTU/ M

Hme n agpecC Ha HDOI/IBBOI[I/ITCJ'IH(I/ITC), OTFOBODCH(HI/I) 3a 0CB060)KZ[aBaHe Ha MapTUuauTe

Symtuza 800 mg/150 mg/200 mg/10 mg
Janssen-Cilag SpA

Via C. Janssen, Borgo San Michele
04100

Latina

Hranus

Symtuza 675 mg/150 mg/200 mg/10 mg
Janssen Pharmaceutica, NV
Turnhoutseweg 30

B-2340 Beerse

benrus

b. YCJIOBHUA NWIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT CE OTITyCKa [0 OTPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpatka xapakTeprcTika Ha POAyKTa, TOUKa 4.2).

B. JAPYI'M YCJIOBUA N U3NCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJau3npanu aokiaanau 3a desonacuoct (ITA/IB)

M3uckpanusTa 3a nogasane Ha ITAJIb 3a To3u JeKapCTBEH MPOAYKT Ca MOCOYEHU B CIIUCHKA C
pedepentnute natu Ha Eppornetickus ¢bto3 (EURD cruchk), npeasuzacH B wi. 1078, at. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyaJIN3al[lH, ITyOJIUKYBaHH Ha €BPOICHCKHS
yeOropTain 3a JeKapcTBa.

I'. YCJI0OBUsSA NI OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilinan 3a ynpasJjienue Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemenuero 3a ynorpeda (IIPY) TpsOBa na n3BbpuIBa M3NCKBaHUTE IEHHOCTH U
NeHCTBHS, CBBP3aHU C TIPOCIICAsIBaHE Ha JIEKapCTBEHATa O€30IacHOCT, TOcOYeHH B ogo0peHus [1VP,
npencraBeH B Monyn 1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo U Py BCUYKH CIICIBAIIH
chIlacyBaHU akTyanuzanuu Ha [TYP.

Axryanusupas [IYP tpa6Ba na ce monasa:

. 1o uckaHe Ha EBponelickaTa areHIus 1o JeKapcTBara;

o BUHArd, KOraTo ce M3MEHsI CUCTeMaTa 3a yIpaBJIeHUE Ha pUCcKa, 0COOCHO B pe3yiTaT Ha
NoJy4yaBaHe Ha HOBa HH(POPMALHUS, KOSTO MOXKE /1a IOBeIEe 10 3HAYMMHU IPOMEHH B
CHOTHOIIEHHUETO T10J13a/pHUCK, HIIH CJIe]T IOCTUI'aHe Ha Ba)KEH eTall (BbB Bph3Ka C MPOCIIEASIBaHE
Ha JIeKapCTBEHaTa Oe30MacHOCT WU CBEXKJIaHE Ha PUCKA IO MHHUMYM).
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INPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA

BBHIIHA KAPTOHEHA KYTHUSA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Symtuza 800 mg/150 mg/200 mg/10 mg dbunmupanu TabaeTKH
JlapyHaBUP/KOOUIIMCTAT/EMTPULIMTA0ONH/TeHO(DOBHD alladeHAMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika punmvupana Tabnetka chabpxa 800 mg mapynaBup (kato eranonar), 150 mg kobunmcrar,
200 mg emtpuuuTadus u 10 mg renodosup anadenamun (kato pymapar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

®dunmMupana TadaeTKa

30 ¢unmupanu TabIETKH
90 ¢unmupanu TadeTKy (3 OyTHIKH, BCska chabpikaima 30 TabineTkn)
Bytunkure He TpsAOBa 1a ce pa3pOCTPaHIBAT MOOTICIHO.

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIaA.

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
[a He ce m3non3Ba cien 6 CeIMUI OT MBPBOTO OTBAapsHE HA OyTHIIKATA.
Jara Ha oTBapsiHe:
JaTa Ha U3XBbpIsSHE:
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‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
[a ce cpxpansiBa B OpUrHHAIHATa OTIAKOBKA, 32 Ja ce MpeAnas3u ot Biara. CbxpaHsBaiite OyTunkara
IUTBTHO 3aTBOPEHA.

10. CIHENUAJHHU INIPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1225/001 - 30 dhunmupaHu TabICTKA
EU/1/17/1225/002 - 90 ¢unmupanu Tadnerku (3 x 30)

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

symtuza 800 mg/150 mg/200 mg/10 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKIIOYCH YHUKAIECH HACHTU(DHUKATOP.

‘ 18. VYHUKAJIEH HIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbIABPKA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHJIIKATA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Symtuza 800 mg/150 mg/200 mg/10 mg TabaeTku
JlapyHaBUP/KOOUIIMCTAT/EMTPULIMTA0ONH/TeHO(DOBHD alladeHAMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika punmvupana Tabnetka chabpxa 800 mg mapynaBup (kato eranonar), 150 mg kobunmcrar,
200 mg emtpuuuTadus u 10 mg renodosup anadenamun (kato pymapar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 dummupanu TabaeTKH
90 dhunmupanu TabseTky (3 OyTHIKH, BCsKa Chabpxama 30 TadieTkn)
ByTtunkute He TpsiOBa 11a ce pa3npoCTpaHsABaT MOOTAEIHO.

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIMA) HA BBBEXKJIAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
[a ce cpxpansiBa B OpUrHHAIHATa OTIAKOBKA, 32 Ja ce MpeAnas3u ot Biara. CbxpaHsBaiite OyTunkara
IUTBTHO 3aTBOPEHA.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

HUME U AJIPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/17/1225/001 - 30 ¢punmupanu TabaeTKu
EU/1/17/1225/002 - 90 ¢unmupanu tadnerku (3 x 30)

13.

IMAPTUJIEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

| 17.

YHUKAJIEH UAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

| 18.

YHUKAJIEH WIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA KYTHUSA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Symtuza 675 mg/150 mg/200 mg/10 mg dunmupanu TabaeTKH
JlapyHaBUP/KOOUIIMCTAT/EMTPULIMTA0ONH/TeHO(DOBHD alladeHAMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika punmvupana TabneTka chabpxka 675 mg mapyHaBup (kato eranonar), 150 mg kobunmcrar,
200 mg emtpuuuTadus u 10 mg renodosup anadenamun (kato pymapar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

®dunmMupana TadaeTKa

30 ¢unmupanu TabIETKH

‘ 5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIIA) HA BBBEKJAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
[a He ce m3non3Ba cien 6 CeIMUI OT MBPBOTO OTBapsHE HA OyTHIIKATA.
[ata Ha oTBapsHe:
Jarta Ha U3XBBHIISHE:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpanssa mox 25°C.
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Cren mppBOTO OTBapsiHe Ha OyTmikata: Jla ce chxpanssa mox 25°C.
Jla ce cpxpaHsiBa B OpUTHHAIHATA ONAKOBKA, 3a J1a ce Mpernas3u ot Biara. CbxpaHsBaiite OyThikara
TUTBTHO 3aTBOPECHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1225/003 - 30 ¢punmupanu TabaeTKH

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

symtuza 675 mg/150 mg/200 mg/10 mg

‘ 17. YHUKAJIEH WIEHTUH®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 6apKoJI ¢ BKIIOUCH YHUKAICH HICHTU(DUKATOP.

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbIABPKA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHJIIKATA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Symtuza 675 mg/150 mg/200 mg/10 mg TabaeTku
JlapyHaBUP/KOOUIIMCTAT/EMTPULIMTA0ONH/TeHO(DOBHD alladeHAMUT

2. OBSABSJABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcsika Tabnerka chabpika 675 mg mapyHaBup (kato etaHonat), 150 mg koburucrat, 200 mg
emtpunuTabud u 10 mg Tenodosup anapenamun (karo Gymapar).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TabneTkn

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

IIpenu ynotpeba npouerere IMCTOBKATA.
[lepopanno mpunoxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

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

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onmen mo:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpansBa mox 25°C.
Ja ce cpxpansiBa B OpUrHHAIHATa OTIAKOBKA, 32 Ja ce MpeAnas3u ot Biara. CbxpaHsBaiite OyTunkara
IUTBTHO 3aTBOPEHA.
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10.

CIHEHUAJIHU TPEAITASHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1225/003 - 30 dhunmupaHu TaOJIETKA

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMA 3A YIIOTPEBA

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

YHUKAJIEH UAEHTUOUKATOP — JJIAHHU 3A YETEHE OT XOPA
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Bb. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

Symtuza 800 mg/150 mg/200 mg/10 mg punamupanu TadJeTKH
JapyHaBUpP/KOOUIIUCTAT/eMTPULUTa0NH/TeHODOBUD anadeHaMua
(darunavir/cobicistat/emtricitabine/tenofovir alafenamide)

IIpouyeTeTe BHUMATEIHO LSLJIATA JIUCTOBKA, MPEIM 12 3al04YHeTe 1A IPUeMaTe TOBA JIeKAPCTBO,

Thil KaTO T4 ChAbPKa BaxHa 3a Bac undgopmanms.

- 3amazere Ta3u JIMCTOBKA. MOJKe /1a ce HaJIOXKH JIa sl MPOYETETE OTHOBO.

- AKO UMare HIKaKBH JIOMBIHUTEIIHHA BBIIPOCH, IonuTaiiTe Bamus ekap, papmareBt nim
MEIUIMHCKA CEecTpa.

- ToBa nekapcTBo € npeanucaHo JuuHo Ha Bac. He ro nmpeoTrcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, He3aBUCHMO Y€ TIPU3HAIIMTE Ha TIXHOTO 3a00JsIBaHe ca ChIUTe KaTo Bammure.

- AKO TIONTyYnTe HAKAKBU HEXEJIAaHU peakluy, yBeraoMeTe Bamus ekap, papmarneBt wim
METUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HEXKEJIaHHU PEaKIINH, HEOMCaH! B
Ta3u JUCTOBKA. BiwkTe Touka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

Kakso npexcrasisaBa Symtuza U 3a KakBo c€ U3I0/13Ba
Kakgo Tps0Ba na 3Haere, npeau ga npuemere Symtuza

Kaxk na npuemare Symtuza

BB3M0XHU HEXKEaHU PEaKLUU

Kak na cexpansiBate Symtuza

ChbabpprkaHye Ha ONIaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

A

1. Kakso npeacrasiasiBa Symtuza u 3a KakBo ce M3I0J13Ba
Symtuza 800 mg napynaBup/150 mg koouuucrar/200 mg emrpuuutadun/10 mg renodposup
anadeHaMu]] € aHTHUPETPOBUPYCHO JIEKAPCTBO, U3IIOJI3BAHO 32 JICUSHHE Ha HH(PEKITHSI ¢ YOBEIIKH

nmyHogedunuteH Bupyc 1 (XUB-1) mpu Bp3pacTaH U ena ¢ terno Hai-manko 40 kg.

Symtuza chabpKa 4eTUPU aKTUBHU BEIlECTBA:

. napyHaBup, anTu- XV B ekapcTBo, M3BECTHO KaTO MPOTEa3eH HHXUOUTOP

o KOOWIIMCTAT, MOJICHIIBA ICHCTBUETO (€HXaHCEP) Ha JapyHaBUD

o emTpuruTabuH, antu-XMB nekapcTBo, M3BECTHO KAaTO HYKJICO3UACH HHXUOUTOP HA O0paTHaTa
TPaHCKPHIITAa3a

. teHodoBup anadeHamun, antu-XMB nexapcTBo, M3BECTHO KAaTO HYKJICOTHIEH HHXHOUTOP Ha

oOpaTHaTa TpaHCKpPHUINTA3a

Jlewenneto che Symtuza HamansBa XVB-1 B oprann3ma u ToBa I1ie I0J00pH ChCTOSTHUETO Ha
uMyHHaTta Bu cuctema (ectecTBeHaTa 3amura Ha Bamusi oprann3sM) U e HaMalld PUCKa OT
pasBuTHe Ha 3a0oisiBaHus, cBbp3anu ¢ XMB nndexnusara, Ho Symtuza He Moxe aa u3nexkyBa XVB
uHpEKIUATA.

2. Kakso Tpsi0Ba 1a 3HaeTe, peau Aa npuemMere Symtuza

He npuemaiite Symtuza

- aKo CTe ajlepru4Hu (CBPbXUyBCTBUTEIHH) KbM JapyHaBHpP, KOOMLIMCTAT, EMTPULIUTAONH,
TeHo(hoBHp anadeHamMu]] WM KbM HAKOS OT OCTaHAJIUTE ChCTaBKH HAa Symtuza (M30poeHH B
TO4Ka 6).

- aKO MMaTe TeKKHM MpodJaeMu ¢ yepHus aApo6. [Tonuraiite Bamus nekap, ako He cTe CUTYpHH
3a TeXeCTTa Ha YepHOoApoOHOTO BH 3a00isaBane. Moxxe 1a ObIaT HEOOXOIUMH HIKOU
JOMBIHUTEITHHA U3CIIeIBAHUS.

VYBenoMere Bamus nekap 3a BCHUKH JIEKApCTBA, KOUTO NpUEMATe, BKIIOYUTETHO 32 TE3H, KOUTO CE

npueMar npe3 ycrata, HHXalnupar ce, HHKEKTHPAT Ce WK Ce pUIarat BbpXy KoxKaTa.
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He xom0nHupaiiTe Symtuza ¢ HUKoOe OT CJIeTHUTE JIeKAPCTBA
AKo mprieMaTe HIKOM OT TsIX, MoMoJieTe Baims iekap 1a rv CMEHH ¢ JPYTo JIEKAPCTRO.

JlekapcTBoO

le/llll/lﬂa 3a MpueMa Ha JICKApCTBOTO

Angyzozun

3a JICHCHHC Ha YBCJIMYCHA ITpOoCTaTa

Amuooapon, OpoHedapoH, ueadbpaduH, XuHUOUH
UIU PAHONA3UH

3a JICUCHUE Ha HIKOU ChPACUHU HAPYLICHUS
(Hanp. HapyIICH ChpPJCUCH PUTHM)

Kapbamaszenun, cpenobapbuman u ¢penumoun

3a IpeJI0TBpATIBAHE HA I'bPUOBE

Konxuyun (axo mmate mpobdaeMu ¢
OBOpenuTe/4epHUs TPob)

3a JICUCHHE Ha mmoJarpa

Kombunupan npodykm nonunasup/pumonasup

antu-XHWB nexapcTBo

Pugpamnuyun

3a JICYCHUE HA HAKOU HH(DEKIIMU KaTo
TyOepKyI03a

Tumo3suo, 1ypasudon, keemuanum I
CepmuHOOn

3a JICUCHHUE Ha TICUXUYHHU 3a00JIIBaHUs

Epeo anxanouou xaro epecomamun,
OUXUOpoepeoOmMamun, epeomempun 1
MEMuUIepeOHOBUH

3a JICUCHHC Ha MUTPCHO3HO raaBo0oIIHe

Kvam kawmapuown (Hypericum perforatum)

pacTuTeTesIeH MPOIYKT, U3MOJI3BaH MPH
JienpecHs

Enbaceup/epazonpesup

3a JeueHue Ha uHbekius ¢ xenatut C

ﬂoeacmamuﬁ, CUMBACAMUH U IOMUMANUO

3a IMOHM’KAaBaHC HUBATA HA XOJICCTCPOJIa

Tpuazonram v muoazonam ((IprEeMaH npe3
ycTaTa)

noMara Bu fia 3acnuTe n/umu obiek4aBa
TPEBOXKHOCTTA

Cunoenagun 3a JICYCHUE Ha CHPACYHO U 0eJI0IpoOHO
HapyIICHUE, HapeueHo OenoIpoOHa apTepuaiHa
XUNepToHus. MiMa 1 Apyro mpuiioskeHue Ha
cuperadwr. Mois BiKTe Touka ,,Jlpyru
JeKapcTBa U Symtuza®.

Asanagun 3a JICYCHUE HA EPEKTHITHA TUCHYHKIIHS

Tukazpenop rmomara 3a CIIpaHe Ha CIENBAHETO Ha
TPOMOOLIMTHUTE MIPH JICUEHUE HA MAIEeHTH C
nmpeKapaH HHPapKT

Hanokcezon 3a JICYCHHUE Ha 3aIeK, TPEIU3BUKAH OT OIIHOUIH

Manoxcemun 3a JICUCHHUE Ha MPESKICBPEMEHHA CAKYJIaIHsI

Jomnepuoon 3a JIeYeHHE Ha TaJIeHe U MMOBPBIIaHe

IIpenynpesxxaeHus: U Mpeana3sHu MEPKH

T OBOPCTC C Bamms JICKap, (l)apMa]_ICBT WM MCOULIMHCKA CeCTpa, IMpCaun Aa IMpUeMeTe Syrntuza.

Xopara, KOUTo nmpremar Symtuza, Bce OIlIe MOTaT J1a pa3BUAT MHPEKINHU WIN IPpyTH 3a00IIBaHus,
cBbp3anu ¢ XMB nndexnusara. TpsaoBa penoBHO na mocemasate Bamms nexap.

Xopara, KOUTO nmprematr Symtuza, MOJKe J1a oJTydaT KoxeH o0puB. HedecTo oOpuBBT MOKeE 11a CTaHe
TEXbK WU MOTEHIIMATHO )KUBOTO3acTpamasail. MoJs, cBbpxkeTe ce ¢ Bammus nekap, korato

HOJTY4YHUTE OOPHB.

Axo npuemMare Symtuza MNPOABJIZKHUTCIHO BPEMC UMa BEPOATHOCT Ja MOJIYUHUTEC 6’L6pe‘lHI/I HpO6J'I€MI/I.
FOBOpeTe ¢ Bamus JICKap, Mpeaun na rnmpuemMeTe Symtuza. KaxxeTe He3abaBHO Ha Bamms JICKap, ako

HEIIO OT CJIEAHUTE ce oTHacs 10 Bac.

. aKo CTe UMaJIi MPodJIeMH ¢ YepHHUsl P00, BKIIOYUTENHO nHeKus ¢ xenatut B wim C.
Bammst nexap Moske ja IpeleH: TeXecTTa Ha YuepHoApoOHOTO BH 3aboinsaBane, mpean 1a penu

Jaly MOXKeTe Jia mpuemMare Symtuza.
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o aKko umare uHQekIus ¢ xenatut B, yepHonpooHuTe By npobiemu Moxke Ja ce BIIONIAT, ClIe
KaTo crpere nmpuemMa Ha Symtuza. BaxxHo e 1a He crimpaTte nmprueMa Ha Symtuza, 6e3 mppBo 1a
roopute ¢ Bammms nexap.

. aKo nMate ObOpPETHO 3a00JIIBAHE WITH aKO CTE€ UMAJIH Pe3yJITaTH OT U3CIEABAHUS, KOUTO
MOKa3Bat MpodJeMu ¢ O0bOpenuTe MpeAN WK 10 BpeMe HA JIedeHHeTo. 32 1a POBEPH
0b0OpeunaTa Bu dykius npeau 3amouBane U 0 BpeMe Ha JISYSHUETOo Che Symtuza, Bammst
JIeKap MOKe Jia Ha3HA4YH KPhBHU M3CIIeABaHM. Bammsr gexap 1ie npemneny ganu Symtuza e
MOJXO/IAIIOTO JIeKapcTBO 32 Bac.

. ako nMare auader. Symtuza MOXe J1a IOBUIITN HIUBATa Ha KPbBHATA 3axXap.

. aKo 3a0eIeKUTe HIKOW CUMNITOMM HAa UH(peKuus (Hanp. MOxyTH TUMGHU BB3IIU U TPECKa).
[Ipu maxon nanmentyu ¢ HanpeaHana XMB uH(ekusa, KOuTo ca IManu HeoOWYaitHN UHPEKITUU
nopaju oTciadeHa UMyHHa cucTeMa (OMIOPTIOHUCTUYHA HH(EKIHS ), TPU3HALIUTE U
CUMIITOMUTEC Ha BB3MNAJICHUC OT NPCAUITHU I/IH(i)eK]_[I/II/I MOKE€ Ja Bb3HHUKHAT CKOpPO, CJICO KaTo
3amovHere JiedeHneTo Ha XV B. Cuaura ce, 4e Te3u CUMIITOMHE ce ABJDKAT Ha IMoI00peHre Ha
WMYHHUS OTTOBOP Ha OpPTaHWU3Ma, 1aBalio Bh3MOXKHOCT Ha TSAJIOTO J1a ce OOpH ¢ MHGEKINH,
KOHMTO MOK€ Ja Ca CbIICCTBYBAIN 663 BUIUMHU CUMIITOMH.

o aKo 3a0eleKuTe CUMIITOMU KaTO MYCKYJTHa cllabocT, ciaabocT, 3armoyBaiia oT JJIaHUTE 1
CThITaJIaTa U MPUIBIKBAIIA CE HATOPE KbM TSIIOTO, ChplieOneHe, TperepeHe uin
XUINEPAKTUBHOCT, KakeTe He3a0aBHO Ha Bamus ekap. OcBeH OMOPTIOHUCTUYHUTE WH(DEKIINH,
MOJK€ J1a Bb3HUKHAT CHII0 U aBTOUMYHHHU HapylIeHus (KOraTo UIMyHHATa CHCTEMa aTaKyBa
3/IpaBa ThKaH Ha TAJIOTO), CJIE/ KaTo 3alloYHeTe Ja MpreMarte JiekapcTpa 3a jJeuenue Ha X1B
WH(EKIUATa TOPaIu MOA00pEeHNe Ha UMYHHHUS OTTOBOP. ABTOUMYHHHTE HAPYIIESHHS MOXKE Ja
ce TOSBAT MHOT'O MECEIH CJIe]l Ha4yaloTO Ha JIEYEHUETO.

o aKko nMmate XxeMo(uiIMsA. Symtuza Moke J1a IIOBUILY PUCKa OT KbPBEHE.
o aKo CTe aJlepru4Hu KbM cyJdoHaMuIU (HaIp. U3M0JI3BAHU 32 JIeUCHUE Ha HAKOU MH(EKuun).
. aKo 3a0eNeXnTe HAKAKBY MPO0JIeMHU ¢ MyCKYJIUTe HIH KocTuTe. Hsikon nauneHTy, 1eKyBaHu

¢ siekapcTBa npotuB XMB, Moxe J1a pa3BUIT KOCTHO 3a00JIsIBaHE, HAPESYCHO OCTCOHEKPO3a
(yBpekaaHe Ha KOCTHTE, PUYWHEHO OT JIMICa Ha KPBBOCHAOAsIBaHE HA KOCcTTa). BeposarHocTTa
OT OCTEOHEKPO3a MOXKe J1a ObJie IO-ToJIsIMa IPY MPOIBIDKUTENHO JedeHne Ha XVB, mpu mo-
TEXKO YBpEXJaHe HAa IMyHHATa CUCTEMa, HATHOPMEHO TETJIO MM yroTpeda Ha aTKoX0Jl WiH
JIEKapCTBa, HAPEUCHU KOPTUKOCTepouau. [Ipu3HanuTe Ha OCTEOHEKPO3a ca CKOBaHOCT Ha
cTaBuTe 1 00JKHU (0COOEHO Ha OePOTO, KOISTHOTO M paMOTO) U 3aTPYAHEHO JIBIKEHHE. AKO
3a0eNeKUTe HIKOU OT Te3H CUMIITOMH, KakeTe Ha Bamms nekap.

Crapuecka Bb3pact
Symtuza e u3n0a3BaH caMo MPU OrPaHUYCH OPOU MAIUEHTH Ha 65 WM [MOBeYe TOANHU. AKO criajiaTe
KBbM Ta3u Bb3pacToBa rpyma, MoJisi o0chleTe ¢ Bamus nexap nanu moxkeTe J1a u3noia3sare Symtuza.

Jeua v roHOIIN
Symtuza 800 mg napynasup/150 mg koounucrar/200 mg emrpunuTadnn/10 mg renopoBup
ajadeHamMua He TpsiOBa Ja ce MpuUJara npu aena c TerJio nox 40 kg.

Symtuza ce npeyiara u kato TabJIeTKU C JeTUTETHA YepTa, Chabpxamy 675 mg napynasup/150 mg
kobummctat/200 mg emrpuunTadbun/10 mg renodoBup anadenamun, 3a genua Ha Bb3pacT 6 U oBeue
TOJIMHU C Tero Hak-Mainko 25 kg u mox 40 kg (BKTe oTAenHaTa JIMCTOBKA 3a Symtuza

675 mg/150 mg/200 mg/10 mg ¢punmupanu TabIeTKN).

Apyru nexkapcrBa u Symtuza
WNudopmupaiite Bamms nexap wnm ¢apmaneBT, ako preMaTe, HACKOPO CTE MPHUEMaNTH WA €
BB3MOJKHO J1a [IPUEMATE APYTHU JIEKAPCTBa.

Hma HsKOM JIeKapcTBa, KOUTO He TpsidBa Ja ce KOMOMHMPAT cbe Symtuza. Te ca cnomeHatu no-rope
MOJ1 3arJIaBueTo ,,He koMOMHHpaiiTe Symtuza ¢ HAKOHU OT CJIeJHUTe JeKapcTBa®.

Symtuza He TpsiOBa J1a ce U3MOJI3BA C IPYTO aHTHBHPYCHO JIEKAPCTBO, KOETO ChbPrKa TOACHIIBAIIIO0
CPEeJCTBO, WK C JIPYTO aHTUBUPYCHO CPEJCTBO, KOSTO M3UCKBA MOICHIIBaHe. B HAKOM cityyan Moxe
Ja O6bJie He0OXOIMMO J1a ce MPOMEHH J103aTa Ha APYTruTe JiekapcTBa. [Topaau ToBa, BUHATH Ka3BalTe
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Ha Bamus nekap, ako npuemare aApyru aHTu-XHMB nekapcTBa 1 BHUMATENIHO ClIa3BaiTe yKa3aHUsITa
Ha Bammms jexap 0THOCHO JleKapcTBaTa, KOUTO MOXKeE J]a c€ KOMOMHHUPAT.

He Tps6Ba crmio aa nmpuemare Symtuza c iekapcTa, KOUTO ChIbpKAT TEHO(QOBUP AU3OMPOKCHIT
(mamp. mox popmara Ha pymapart, pochaT WK CYKIIMHAT), IAMUBYIUH WK ane(OBUD AUIMHUBOKCHI,
WU C JIEKapCTBa, KOUTO TPsIOBA Ja ce MOJICKIIBAT C PUTOHABHP HJIM KOOUIHCTAT.

Edexrure Ha Symtuza Moxe Jja ce HaMaJIsT, aKO TpHeMaTte HIKOEe OT cleTHUTE JiekapcTBa. Kaxere Ha
Bamms nekap, ako npuemare:

- bosenman (3a nedyeHre Ha MOBUIIIEHO KPBBHO HANATaHE B OEJI0APOOHOTO KPHBOOOpAIIEHHUE)

- Hexcamemaszon (MHXEKIMOHEH) (KOPTUKOCTEPOU])

- Pupanenmun, pugpabymun (3a nevueHue Ha OGaKTEpUATHA UHPEKIIIH)

- Oxcxapbazenun (3a MpeJOTBPATsIBaHE Ha I'bPUOBE).

Edekture Ha npyru nekapcTBa MOKE Jia ¢€ TOBJIUSAT, aKo IpueMaTe Symtuza, ¥ Bammsr gekap Moxe
Jla TIOXKeJ1ae J1a IPOBe/Ie HAKOM IOMBIHUTEIHA KPbBHY H3cieaBanus. Kaxere Ha Bamus nekap, ako
nmpuemare:

- Amnoounun, ounmuaszem, OUBONUPAMUO, PELOOUNUH, PLEKAUHUO, MEKCUNEMUH, HUKADOUNUH,
Hughedunun, nponagheron, 1mooxkaun, eepanamu (3a CbpACUHO 3a00JIABaHE), Thil KATO
NedeOHUAT eEeKT WM HEKESIAHUTE PEaKI[MK Ha TE3U JICKApCTBa MOXKE J1a ObJaT MOBHUIIICHU.

- bozenman (3a 1edeHne Ha BUCOKO KPBBHO HaJIsraHe B 0e10ApOoOHOTO KPhBOOOpAIIeHHE)

- Anuxcaban, dabuecampan emeKkcuiam, e00Kcadban, pueaporkcaban, eapgapun, kionudozpen (3a
HaMaJsIBaHe Ha ChCHPBAHETO HA KPHBTA), ThH KATO TEXHUAT JiedueOeH e(heKT MM HEXKEITAHUTE
PeaKIyu MOXe Ja e MTPOMCHSIT.

- Knonaszenam (3a nmpegoTBpaTsiBaHe Ha I'bPUYOBE).

- XopMOHAITHN KOHTpAIICTITHBY Ha 0a3ara Ha ecmpoceHu U XOPMOHO3aMECTHTEIHA TepaItusl.
Symtuza Moe 1a Hamanu TAaxHaTa eeKTHBHOCT. Korato ce u3moy3Bar 3a KOHTPOJI Ha
3a0peMEHSIBAHETO, TPETIOPHUYBAT CE HEXOPMOHAIHU METOJIM HA KOHTPAIICTIITHSL.

- Emununecmpaouon/opocnupenon. Symtuza Moke 1a IOBUILIN PUCKa OT MOBUIIIABaHE HA HUBATA
Ha KaJIU{ OT IPOCIHUPEHOH.

- Kopmuxocmepouou, exnrouumento bemamemason, 6y0e30HuO0, (hrymuka3oH, MOMemasoH,
npeonu3oH, mpuamyuroaon. Te3n ekapcTBa ce U3MOI3BaT 3a JIeueHHe Ha alepruy, acTMa,
BB3MAIUTETHH 3a00JIIBaHUS HA YepBaTa, Bb3MAIUTEIHHU 3a00JIIBaHUS HA KOXKaTa, OUUTE,
CTaBHUTE M MYCKYIIUTE, KAKTO ¥ JPYTH Bh3MAIUTEIHH 3200 siBaHus. Te3u JieKkapcTBa
OOMKHOBEHO Ce MpUEMaT Mpe3 ycTara, HHXAIUPAT Ce, MHKEKTUPAT CE WK CE HAHACAT BhPXY
KOkaTa. AKO He MOJKE Jla ce M3II0JI3BAT alITepHATUBH, Te TPSIOBa Jla ce U3MOI3BAT CaMO CIe[
MEIHITUHCKH TIPETIIe]T ¥ O] CTPOTo HAOMIoIeH!e OT Baims ekap 3a HexelaHu Peakiuu OT
KOPTHUKOCTEPOHIUTE.

- bynpenoppun/nanoxcon, memaoon (nekapcTpa 3a JieueHHE Ha OMTMOMTHA 3aBUCUMOCT)

- Canmemepon (JIEKapCTBO 3a JICUCHHE HAa aCTMa)

- Apmememep/nymepanmpur (KOMOMHUPAHO JICKAPCTBO 32 JICUCHHE HA MaJlapHsl)

- Jazamunu6b, upunomexan, HUIOMUHUO, 8UHOIGCUH, GuUHKpUcmuH (JIEKapCTBa 3a JICUCHUE Ha
paK)

- Cunoenagun, maoanagun, éapoenagun (3a epeKTHIIHA JUCHYHKITHS WK 32 JICUCHUE Ha
CHPJICYHO U 0EII0IPOOHO HApyIIIEHUE, HAPEUCHO OEI0pOOHa apTepraiTHa XUNICPTOHH)

- Inexanpesup/nudbpenmaseup (3a nedueHne Ha nHpeKIH ¢ Bupyca Ha xenatut C).

- Denmanun, okCuKoOoH, mpamaoos (3a JeueHUe Ha OONKa)

- Dezomepodun, conupenayun (3a JCUSHUE HA YPOJOTUYHN HAPYILICHUS ).

Bammsr siekap Moxe Jia rmoxesnae Ja MpoBeJie HIKOU JIOMIbIHUTEIHA KPBBHH U3CIIEIBAHUS U MOXKE J1a

ce HAJIOXKH JIa ce TIPOMEHH JI03aTa Ha JIPYTHTE JIEKApCTBA, Thi KATO TEXHUSAT JeueOeH e)eKT Hin

edexThT Ha Symtuza WK HeKeJaHUTE PEakMi MOXKe Ja Ce MOBIHIST, KOraTo ce KOMOMHUPAT.

Kaxere na Bamus nexap, ako npuemare:

- Jabueampan emexcunam, eookcaban, éapghapun (3a HaMajsiBaHe ChCUPBAHETO HA KPHBTA)

- Angpenmanun (MHKEKITMOHHO 00€300JISIBAIIO CPEICTBO ChC CHITHO M KPATKO JISHCTBHE, KOETO ce
W3II0JI3BA TIPU XUPYPTUIHH TIPOIIEAYPH)

- Kapseounon, memonponon, mumonon (3a CbpJACUHO 3a00JIIBaHE)
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- Huzcokcun (3a 1edeHre HA HAKOW ChPICYHN HAPYIICHUS)

- Knapumpomuyurn (aHTHOMOTHK )

- Knompumason, ¢pryxonason, uzagykonaszon, umpakouasoi, no3akoHaszon, (3a 1eueHue Ha
re0nuHN nHpEeKIn). Bopukonazon TpaOBa oa ce mprueMa caMo Ciie] MEAULUHCKA OLICHKA.

- Amopsacmamun, ¢nysacmamun, numasacmamum, npasacmamuH, posysacmamun (3a
HOHIKAaBaHe Ha HUBATa Ha XoJiecTepoia). PUCKBT OT yBpekaaHe Ha MyCKYyJIMTEe MOXe /1a Ob/e
NOBHUIIIEH. Bammst nekap 1ie npereny Kosg cxemMa 3a IOHIKEHHE Ha X0oJIecTepoia € Hal-1o0pa
BbB Bamara cienmduyana cutyanms.

- Pugpabymun (cpeury 6akTepraaTHi HHPEKITHN)

- Taoanaghun, cunoenaghun, sapoenagun (3a epeKTUIHA TUCHYHKUMUS WIH 33 TIOBUIIEHO KPHBHO
HaJTaHe B 0e0poOHOTO KPBBOOOpAIIICHHE)

- Amumpunmunun, oe3unpamun, UMUNPAMUH, HOPMPUNMULUH, NAPOKCEMUH, CEPMPATUH,
mpa300on (3a JIeYeHUE Ha JETPECHS U TPEBOXKHOCT)

- Iepgenasun, pucnepudon, muopudasun (JIeKapcTBa 3a MCUXUIHHU 3a00JIIBaHNS)

- Luxnocnopun, egeporumyc, maxkpoaumyc, cupoaumyc (3a MOTUCKaHE HA UMYHHATa CHCTEMA),
THI KaTo JICYCOHUAT €PEeKT MIIN HeXKETAHUTE PeaKIy Ha Te3H JIeKapcTBa MOXKe Ja Obaatr
MIOBUILICHU.

- Koaxuyun (aHTUIIOIATPO3HO CPEACTBO). AKO MMaTe MpoOJIeMH ¢ ObOPELIUTE WIH YePHHUS APOO,
BIKTE TOUKa ,,He komOuHupaiiTe Symtuza ¢ HKoOe 0T cJIeIHUTE JeKapcTBa“.

- Bycnupon, knopazenam, ouasenam, ecmaszonam, gypazenam, 30anuoem, Muod3oniam, Korato ce
M3M0JI3BaT KaTO MHKEKIIMOHHYU Ccpe/IcTBa (JIeKapCTBa 3a JICYEHHE Ha HapyIICHNUE Ha CHhHS WIH
TPEBOXKHOCT)

- Memdopmun (3a nedeHrie Ha TuadeT TUI 2 )

ToBa He € IBJICHHUAT CITUCHK Ha JiekapcTBara. Kaxere Ha Bamus jiekap 3a écuuku iekapcTBa, KOUTO
npremare.

BpeMeHHOCT U1 KbpMeHe
VYBenomere HezabaBHO Barmns nexap, ako cre OpeMeHHa WM IIaHupaTe OpeMeHHOCT. bpemeHHM
JKEHH He TpAOBa Ja mpueMaT Symtuza.

[lopanu moTeHIMana OT HeXXEeNaH! Peakyy MPU KbpMaveTa, )KeHUTe TpsiOBa 1a Obaat
WHCTPYKTHPAHU J1a HE KbpPMSIT, aKo IpuemMar Symtuza.

He ce npenopbuBa kbpMeHe NpH xeHU, KouTo ca XM B-momoxurennau, Thil kato XMB undekusaTa
MO3Ke Jla ce peaaae Ha 6e0eTo upes KbpMaTa. AKO KbpMUTE WIH IJIAaHUPATe J1a KbPMHTE, TPIOBa 1a
oOcwanTe TOBa ¢ Bamms nekap B3MOXKHO Hal-CKOPO.

Hlodupane u padbora ¢ MAIIMHKA

Symtuza mosxe ia mpeau3BrKa 3aMastHOCT. He paboTere ¢ MammHu 1 He modupaiTe, ako ce
YyBCTBaTe 3aMasHU CIe/ preM Ha Symtuza.

Symtuza cbabpka HATPHH

ToBa JlekapcTBO ChABPKA MO-MaIKO OT 1 mmol HaTpwii (23 mg) Ha TabneTKa, T.e. MOXKE J1a Ce Kaxe,
Ye MPaKTUICCKH HE ChIbpiKa HATPUU.

3. Kak n1a npuemate Symtuza

Bunaru npuemaiite ToBa JI€KapcTBO, TOYHO KakTo Bu e ka3an Bammwsat nekap wim papmaneBT. AKo He
CTE CUTYpHH B HEIlo, nonuraiire Bamus nexap v gapmanenT.

[IpenopbunTenHaTa 1032 32 Bb3PACTHH M Jela ¢ TerJio Hali-maiako 40 Kg e exna TabneTka Bceku
JIeH C XpaHa.
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Tpsa6Ba na mpuemaTte Symtuza BCEKH JeH U BUHATH ¢ XpaHa. Symtuza He MOXKe J1a TI0JIeHCcTBa, KaKTO
ce odakBa 6e3 xpaHa. TpsOBa 1a mprueMeTe HIKaKBa XpaHa WK Jieka 3aKycka 30 MUHYTH TIpean 11a
npueMere Symtuza. BunbsT Ha XpaHaTa HE € OT 3HaUCHHUE.

o TabneTkaTa He TpsAOBa J1a Ce pa3TpOIlaBa, a Ja ce Morirbiia msa. TabneTkara Moxe aa ce
MpreMa C HalnuTKa KaTo BO/Ia, MIIAKO WIIM HSKaKBa XpaHUTeNHa HanuTKa. [Ipuemaiite Symtuza
MPUOIM3UTETTHO B €HO U CHIIIO BPEME BCEKH JICH.

o AKO UMaTe 3aTpyIHEHHs P MPETIbIIAHEeTO HAa Symtuza, yBeaomere Bamus nexap.
TabneTkaTa MOXe J1a c€ pa3/iesiu ¢ IIOMOIITA Ha HOXK4Ye 3a TabneTku. Criet pa3iesisHeTo Ha
TabneTkara, IsuIaTa 103a (IBeTe MOJOBUHKH) TPSIOBA Jla ce MpHeMe BeHara ¢ HaluTKa KaTo
BOJIA MJIH MIISIKO.

OTCTpaHﬂBaHe Ha 3almuTeHaTa oT Aela 3anyuiajka

@ [TnacTtmMacoBaTa OyTHIIKa € 3aTBOPEHA ChC 3allIUTCHA OT JIella 3aImyIaika U
' D2~ TpsiOBa J1a ce OTBOPH KAaKTO CIICBA!
t . HatucHere mactmacoBara 3amyiianka Ha BUHT HAJIONY, 10KATO 5
@J 3aBbpTaTe B MOCOKA, 0OpaTHA Ha YaCOBHMUKOBATA CTPENIKA.
. MaxHeTe oTBUTaTa 3aMyliajiKa.

AKO cTe pHeJH oBedYe 0T HeodxoauMaTa 103a Symtuza
Cepprkere ce He3a0aBHO ¢ Bamms jexap wnm ¢ Haii-OJM3KOTO CIEIIHO OTAEIeHne 3a chBeT. Hocere
OyTuiKaTa ¢ TabJIETKUTE ChC ceOe CH, 3a 1a MOXKETE J1a MOKaKETE KaKBO CTE MPHEH.

AKO CTe MPOMyCHAJIH 12 IpuemMeTe Symtuza
BakHo e 1a He mpoITycKaTe 103a oT Symtuza.

AKO Bce IaK MpOIyCHETE /103a:

. AKko 3a0eJieskuTe B paMKHuTe Ha 12 yaca OT BpeMeTo, B KOETO OOMKHOBEHO IpHEMaTe
Symtuza, TpsOBa aa npueMeTe TabyieTkaTa He3abaBHO ¢ XpaHa. Ciie/l ToBa preMeTe
cleBalara 103a B 00N4aifHOTO BpeMe.

o Ako 3a0esie;kute 12 yaca WM moBeve Ciiejl BpEMETO, B KOETO OOMKHOBEHO MpHEMare
Symtuza, ToraBa He mpuemMainTe MPOIyCHATa 1034, B3EMETE CJICABALINTE JI03H C XpaHa B
obuyaitHoTO Bpeme. He B3emaiite JBOMHA /1032, 3a J1a KOMIICHCHPATe NPOIycHATAaTa 71034,

AKO MOBBpPHETE B PAMKHTE Ha | Yac cien npreMa Ha JISKapCcTBOTO, TPAOBa B3MOXKHO Hal-CKOPO Jia
B3eMETE JIpyra go3a Symtuza ¢ xpaHa. AKO MMOBBPHETE CJIe MoBeYe OT 1 yac oT mpuema Ha
JIEKapCTBOTO, HE TPsIOBa J1a B3eMare Apyra fo3a Symtuza 7o ciensamiara qo3a o oouyaiiHaTa cxema.

CawpikeTe ce ¢ Bamus nekap, ako He cTe CUI'YPHHU KakBO Aa MPaBUTE, aKO INPOITyCHETE 1032 MU
MOBBPHETE.

He cninpaiiTe npuema Ha Symtuza, 0e3 1a roBopute ¢ Bauius Jjiekap npeau ToBa
Jlexapctara cperry XMB morar qa Bu Hakapat 5ia ce uyBcTBaTe mo-noope. Jlopu, koraro ce
YyBCTBATE MO-100pe, He criupaiiTe npuema Ha Symtuza. ['oBopeTe ¢ Bamust jgekap npeau Tosa.

Koraro Bammre 3anacu or Symtuza 3amo4yHaT 1a HaMaJsiBaT, B3eMeTe Ollle OT Bamus jiekap win
(apmaneBT. ToBa € MHOrO Ba)KHO, 3aII0TO KOJMYECTBOTO HA BUPYyCa MOJKE 112 3all0YHE 1a ce
MOBUIIIABA, aKO JIEKAPCTBOTO CE€ CIIPE TOPH U 3a KpaTKo BpeMe. Ciel ToBa JICYSHUETO Ha
3a00JIIBAHETO MOXKE 1a CTaHE TO-TPYIHO.

Axo umarte uHdexuus exHoppemenno ¢ XUB u xenatut B, MHOTO € Ba)XKHO Jia HE CIIUpaTe NMpUeMa
Ha Symtuza, 6e3 qa roBopure ¢ Bamms jgexap npenu ToBa. Moke fa ce HaJIOXKH /1a Ce HaIpaBsIT
KPBBHHU U3CJIE/IBAHUA HAKOJIKO MECela CJIe]l CIUPAHE Ha JIEUeHUEeTo cbe Symtuza. [1pu Hsxou
MAIUCHTH C HAMPEIHAIO0 YePHOAPOOHO 3a00JIIBaHe WM IIMPO3a CIIUPAHETO HA JICUSHUETO MOXKE J1a
JTOBeJie 10 BIOIIaBaHE Ha XEeTMaTHuTa, KOeTO MOXKe Ja Ob/le )KMBOTO3acTPaIlaBalio.
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Kaxere He3a0aBHO Ha Bamus Jiekap 3a mosiBata Ha HOBU MJIM HEOOMYAWHN CUMITTOMH, CIIEJ] KaTo
CIIpeTe JICYCHHETO, 0COOCHO CUMIITOMH, KOUTO CBbP3BaTe ¢ MH(EKINS C XenaTur B.

AKO UMaTe HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpeOaTa Ha TOBA JICKAPCTBO, MTOMUTANTE
Bamms nekap, ¢hapManeBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHH HeKeJIaHu p€aKkuumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAN3BUKA HCIKCIAaHU PCAKIIUU, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

Kaxere Ha Bamms nekap, ako moJy4uTe HAKOH OT CJIHUTE HEKEJIAHH PEaKINU.

NwMa cpoOieHus 3a 4epHOAPOOHU MPOOIEMH, KOUTO MTOHSIKOTa MOXKE J1a ca TEeXKHU. BamusT nexap
TpsI0Ba Jla HAIIPaBH KPbBHHU M3CIICABAHMS, ITPEIU J1a 3alI0YHETE JICUCHUE ChC Symtuza. AKO UMaTe
XpoHHuHa HHPEKIus ¢ xenatuT B wiu C, Bamusar jiekap TpsOBa J1a M3BbPIIBA KPbBHUTE M3CIICABAHUS
II0-YECTO, 3aII0TO UMa MTOBHUIIIEHA BEPOSTHOCT OT PAa3BUTHE HA YepHOIPOOHHM mpobiiemu. ['oBopere ¢
Barmus jiekap OTHOCHO NMPHU3HALIMTE U CUMIITOMHUTE Ha YePHOAPOOHUTE mpodiemu. Te Moxe na
BKJIFOUBAT MOKBJITSIBAHE HA KOXKaTa WU OsJI0TO HA OYMTE, ThMHA ypHHA (C LBAT Ha 4Yaii), Oyeno
OLIBETCHH M3MPaKHEHUsI (M3X0XKAaHus), TajicHe, OBPBIAHE, 3ary0da Ha areTUT WK 00JIKa Wi 00JIKa
U HEMIPUATHO yCellaHe OTASICHO NoJ| pedpara.

Kosxxen obpuB mosxe na 3acerte noseue ot 1 Ha 10 manuenTy, noiay4asamu Symtuza. Beopeku ue
[IOBEYETO OOPHBH Ca JIEKH U M34e3BaT MAJIKO CJIe/l NPOABIDKaBaHE Ha JICYEHUETO, IIOHSIKOra OOPUBBT
MoXe Jja ObJie TeXBK MU MMOTEHIMATHO XXUBOTO3acTpaliasani. BaxxHo e 1a roopute ¢ Bamus nekap,
aKko mony4nte oOpuB. BammsT nekap e Bu mochBeTBa Kak Ja ce CpaBUTE CbC CHMITOMUTE HITH
nanu Symtuza TpsOBa 1a ce cIpe.

Jpyru TeXKYM HEeXeJIaHU peakiuy, Ha0oiaBalu pu 10 1 Ha 10 mamueHTH, ca 1uadeT, OBHUIICHH
HMBa Ha MacTUTE B KPHBTA U CUMIITOMH Ha WH(eEKINs. Bp3nanenne Ha maHkpeaca (TaHKPEaThT) ce
crobmana mipu A0 1 Ha 100 manuenTH.

MHoro yecTH HeXeaHu peakiuy (MoXe Jia 3acerHar nosede ot 1 Ha 10 gymm)
o riaBobosue

o Iuapus

. o0puB

UYectu HexxenaHu peakiuu (Moxe na 3acerHat no 1 Ha 10 gyrm)

. HUCHK Opol YepBEHM KPBBHH KJIETKHU (AaHEMUSI)

. aJICpTUIHY peaKIMK KaTo KOMPUBHA Tpecka (YpTHKapHs), ChpOek, HaMaJIeH alleTHT
(aHOpekcust)

) HeoOMWYaliHU CHHUINA

o MOBpBIIIaHe, 00JIKA WK TTOTyBaHE HA KOpeMa, HAPYIICHO XPaHOCMILIAHE, METCOPH3bM (Ta30B¢)

OTKJIOHEHHS B PE3YJITATUTE OT U3CJICABAHUS HAa KPBBTA, KATO HAKOW M3CIEABAHMS Ha
O0n0peruTe. BammsaT nekap me Bu ru o6scHmA.

3aMasHOCT

0oJKa B cTaBHUTE

MYCKYJTHa 00JIKa, MyCKYJIHU CIIa3MH HJIH c1abocT

ciaboct

yMopa

TIO3MBH 3a MOBPBIaHe (TaJCHE)

Heuectu Hexxenanu peaknuu (Moxe fa 3acerHat 1m0 1 Ha 100 mymm)

. TEXBK OTOK Ha KOXKaTa M IPYTH ThKaHU (HAl-4eCTO YCTHUTE WM OUUTE)

° CUMITOMH Ha WH(EKIHS WM Ha aBTOUMYHHU HapyIeHHus (Bh3MAIUTENeH CHHAPOM TpU
MMYHHO Bb3CTaHOBSIBAHE)
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. yBEJIMYaBaHE HA T'bPJIUTE

° OCTEOHEKpO3a (YBpPSKIaHe HA KOCTUTE, TPUYMHEHO OT JIMIICA Ha KPhBOCHAO/ISIBAHE HA KOCTTA)

. OTKJIOHCHHS B PE3yJTATUTE OT HSIKOW KPHBHU U3CIIEABAHUS HA MMaHKpeaca. Bammst nexap mie
Bu ru 00sicHu.

Penxu Hexxenanu peakuuu (Moske 11a 3acernat 1o 1 Ha 1 000 gymm)

. peaxius, HapedueHa DRESS [Texxbk 00puB, KOWTO MOXKeE /1a ce MPUAPY’KaBa OT TPecka, yMopa,
NOJyBaHE Ha JIUIIETO WX JIMM(PHHUTE Bb3JIH, HOBUIICHHE HA €O3MHOPHUINTE (BUJ Ol KPHBHH
KJIETKH), e)EKTH BbPXY YepHUs 1po0, ObOpenuTe win Oeaure Apo0oBe]

o TeXbK 0OpUB C MEXYpH U OelleHe Ha Ko)kaTa, 0COOEHO OKOJIO yCcTaTa, HOoCa, OUMTE U MOJIOBUTE
opranu (cuHApoM Ha CTUBBHC-/[PKOHCHH)
o 0B0OpeuHO 3a00J1ABaHE B CJICACTBHE Ha 00pa3yBaIUTE CE KPUCTAIU B ObOpEKa B pe3ynTaT OT

JICYCHUCTO C JapyHaBUp.

Hexenann PCaKiun C HCU3BCCTHA YECTOTA! 06pI/IB - MOXK€ Ja CTaHC TCXKBK HUJIK IIOTCHIIWAJIHO

JKUBOTO3acCTpaliaBaril:

L4 O6pI/IB C MEXypHu U OeJicHe Ha Ko)KaTa BBPXY IrojisiMa 4acT OT TSJIIOTO

o YCPBCH 06pI/IB, IMOKPHUT C MAJIKU U3IIBJIHCHU C THOH ITBIIKH, KOHTO MOXE Ja C€ pa3npoCcTpaHu 1o
[AJI0TO TAJIO, IOHAKOT'A C MOBUIIICHA TEMIIEpATypa

Hskoun HexxenaHu peakuu ca TUITMYHY 3a JiekapcTBaTa cpemry XVB, momoOnu Ha Symtuza. Te ca:

- MIOBHIIIaBaHE HA KPbBHATA 3aXap U BIIOLIABaHE Ha AuadeTa

- MYCKYJIHa 00JIKa, YyBCTBUTEIHOCT MU C1a00CT. B peaku ciiyvan Te3n MyCKyJTHH HapyIIeHHUs
ca CepUO3HU

- BB3MNAIUTENICH CHHAPOM IIPYU UIMYHHO Bb3CTaHOBsIBaHe. [Ipy HAKOM NallMEHTH C HAalpeAHaa
XUB nnpekuus (CIIMH) n anamHesa 3a onopTIOHUCTHYHA HHPEKIHs (HeoOndaitnn nadekuuy,
JBIDKAIIN ce Ha oTclabeHaTa UMyHHA CUCTEMa), IPU3HAIIUTE U CUMIITOMUTE Ha Bh3MaJIeHHE OT
MPETUITHA HHPEKITNU MOXKE J]a ce TIOSBSIT MAJIKO CJIe]] Ha4anoTo Ha JeueHneTo Ha XUB,
BKJIIOUUTENIHO CbC Symtuza. OcBEeH ONOPTIOHUCTUYHUTE HHPEKIINH, MOXKE Aa CE MOABAT ChIIO U
aBTOMMYHHH HapylleHHs (CbCTOSIHHE, KOETO Bb3HMKBA KOTaTO UMYHHATa CHCTEMa aTaKkyBa
3/IpaBa ThKaH B TSIIOTO), CJIEeN KaTo 3all0YHeTe TIpreMa Ha JIeKapcTBa 3a Jieuenne Ha XB
MHpEeKIUATa. ABTOUMYHHHUTE HapyIICHUs MOKE [1a HACTBIISIT MHOT'O MECELH CJIE] Ha4aloTo Ha
JICYEHHUETO.

AKo 3a0eJieskuTe HAKOU OT Te3U CUMITOMHU, Ka:keTe HAa Bamus Jexap.

[To Bpeme Ha neuyenuetro Ha XM B Moke 1a MOBUIINTE TETJIOTO CU M HUBATa HA KPHbBHUTE JIUIIUIU U
rioKo3ata. ToBa € CBbP3aHO OTYACTH C Bb3CTAHOBSIBAHETO HA 3/IpABETO M HauMHA BU Ha *KUBOT.
[ToBrnIaBaHETO HA JUIIMANUTE B KPBBTA IMOHSIKOra CE€ IBbJIKM HA caMuTe JiekapceTsa cpeiy XVB.
BammmsT nekap mie HaripaBy W3CIeIBaHAS 32 TE3W IPOMEHH.

Chob1aBaHe HA HeKeJIAHU peaKIuu

AKO NOJIyYuTe HAKaKBU HE)KEJIaHHU JICKAPCTBCHM PeaKivy, yBeanomere Barus nekap, hapMaieBT Win
MEIUIMHCKA cecTpa. ToBa BKIIFOYBA BCUYKH BH3MOXKHU HEOTIMCAHU B Ta3H JIUCTOBKA HEXEIIAaHU
peakiuu. MoxeTe ChIIO J1a ChOOIINTE HeXEIIaH! PEaKIUU TUPEKTHO Ype3 HallMOHATHA CHCTEMa 3a
cboOIIaBaHe B

W3mpaHUTETHA areHIus Mo JeKapcTBaTa

yi. ,,Jlamsu I'pyes* Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

Karo choOiaBaTe HeXeIaHU PEaKiui, MOJKETE J1a JaJIeTe CBOsS IPUHOC 3a MoJyYaBaHe Ha IIOBEUYE
nH(pOpMAIU OTHOCHO 0€30MMacCHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak na cexpansiBate Symtuza

ToBa JICKapCTBO TpSI6Ba Ia C€ CbXpaHsiBa Ha MACTO, HEAOCTHITHO 3a ACUA.

62


http://www.bda.bg/

He u3nosn3paiite ToBa I€KapcTBO ClIe]] CPOKA HA TOAHOCT, OTOEIIA3aH BbPXY KapTOHEHATa ONIaKOBKa U
BBbpXY OyTunkara ciuen ,,J ogen 10:“. CpoKbT Ha TOZHOCT OTTOBaps Ha MOCIETHUS ACH OT IIOCOYCHUS
Mecell.

[a ce cpxpanssa mox 30°C.
He u3non3Baiite ToBa ekapcTBO 6 CEAMUIM ClIE]] TBPBOTO OTBAapsiHE Ha OyTHIIKATA.

213 CC€ CbXpaHsBa B OpUTHHAJIHATa OITaKOBKa, 3a 1a CC IMPEAIIasu OT BJjIara. C’bXpaHﬂBaﬁTe
6yTI/I.HKaTa IJIBTHO 3aTBOPEHA.

He H3XBBpHHﬁTe JICKapCTBAaTa B KaHAJIM3aluATa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaaAbIIN.
[MommTaiite Bamms papmaneBT kak Ja H3XBBPIATE JEKapCcTBaTa, KOUTO BeUye He u3noin3Bate. Te3u
MEpPKH L€ CIIOMOTHAT 3a OIla3BaHE HA OKOJHATA Cpeaa.

6. Chbabp:kanue Ha OIAKOBKATA M JOITbJIHUTETHA MHpOpManus

KakBo cbabp:ka Symtuza

AKTHBHHUTE BEIIIECTBA Ca JapyHaBUp, KOOUIUCTAT, EMTPUIIMTAOMH U TeHO(GOoBUp anadenamu. Beska
(unmupana tabierka (Tabierka) chappka 800 mg napyHaBup (kato eranonar), 150 mg koounmcrar,
200 mg emtpunuraduH 1 10 mg TeHOpoBHp anadeHamuz (kaTo pymapar).

Jpyrure cbcTaBKHM ca

Aopo na mabremkama:

Snpoto Ha TabieTkaTa chIabpKa KonouaeH cununueB quokcun (ES51), kpockapmenosa HaTpuit
(E468), marnesues creapat (E572) u mukpokpucraina nerynosa (E460(i)) (Mons BuxTe Touka 2
“Symtuza cpabpka HaTpuit”).

Dunmogo nokpumue:
OUIMOBOTO MMOKPUTHE CHIBPIKA MAKPOTOII (TIOMETHIICH TITUKOII), TOJH(BUHIIIOB alTKOXO0JT) (YaCTHYHO
xunponusupan), Tank (ES53b), tutanos nuokena (E171) u xbar xenesen okcun (E172).

Kak u3riexaa Symtuza u KakBo ChABbP:Ka ONAKOBKAaTa
JKwnra no xxpiareHnkaBo-kadsBa ¢punMupana TabiueTka ¢ hopMa Ha Karcyna ¢ BITp0HaTO penedHO
o3nauenue “8121” or equara crpana u “ JG” ot apyrara crpaHa.

Symtuza ce npeanara B Oytwiku oT 30 TabimeTKu (ChC CYIIMTEN CHIIMKArel, KOHTO TpsOBa 11a ce
IbpKU B OyTUIIKATa, 3a Aa 3amuTaBa TabaeTkute). CYMHUTENAT OT CUIMKArell ce ChAbpKa B OTIIEIHO
caile Wiu KOHTeiHHepye 1 He TpsiOBa J1a ce MOriblia.

Symtuza TabneTku ce mpemara B ONakOBKH, ChIbPIKAIIH eIHa OYTHIIKA WA TPU OYTHIIKH 3a
OITaKOBKA.

He Bcuuku BHJOBE OMaKOBKH MOrar a ObAaT MyCHATH Ha masapa.

IIpuTtexaTes1 Ha pa3pelIecHHETO 32 yIOoTpeda
Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

IIpousBoauTen
Janssen-Cilag SpA, Via C. Janssen, Borgo San Michele, 04100 Latina, Utamus
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3a mombHATETHA WHPOPMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JTIOKATHHS
TIPEJICTABUTEN Ha MIPUTEXKATENS Ha Pa3penIeHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: 0800 93 377
info_belux@its.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH bearapus” EOO]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

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

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

Deutschland

Janssen-Cilag GmbH

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

Eesti

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

ee@its.jnj.com

EA0LGoa

Janssen-Cilag ®oppakevtiky 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 55 00 40 03
medisource@its.jnj.com

Hrvatska

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

Lietuva

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

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 Romania SRL
Tel: +40 21 207 1800
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Ireland

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

Island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@pvistor.is

Italia

Janssen-Cilag SpA

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

Kvnpog

Bapvapoc Xattnmavayng Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-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
Tfn: +46 8 626 50 00
jacse@its.jnj.com

Jara Ha mocyeqHo npepasriieskaade Ha JuctoBkara 09/2026

ITonpoOHa nHpOpMaIHs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
10 JIeKapceTBara: https://www.ema.europa.eu.
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JlncroBka: undopmanus 3a noTpeduTeNs

Symtuza 675 mg/150 mg/200 mg/10 mg ¢punmupanu TadjJeTKH
JapyHaBUpP/KOOUIIUCTAT/eMTPULUTa0NH/TeHODOBUD anadeHaMua
(darunavir/cobicistat/emtricitabine/tenofovir alafenamide)

IIpouyeTeTe BHUMATEIHO LSLJIATA JIUCTOBKA, MPEIM 12 3al04YHeTe 1A IPUeMaTe TOBA JIeKAPCTBO,
Thil KaTO T4 ChAbPKA BaxHa 3a Bac uiu Bamero nere nudpopmanus.

3amazere Ta3u JMcToBKa. Moke na ce Hajoxu Bue niu BameTo gere na s mpodereTe OTHOBO.
Axo Bue nnn Bamiero iete nMaTe HAKakBU JOIBJIHUTEIHH BBIIPOCH, MONUTalTe Bamuar win
Ha Bamero nere nekap, ¢papmManeBT UM MEAULUHCKA CECTPA.

ToBa nekapcTBO € npeanucaHo JuuHo Ha Bac wiu Ha Bamero aete. He ro npeoTcThiBaiiTe Ha
IOpyru xopa. To Moxke 1a UM HaBpeaW, HE3aBUCHMO Y€ MPU3HALIMTE Ha TSAXHOTO 3a00sIBaHe ca
chIIMTE KaTo Bammre win Ha Bamero gere.

AKO TIOJTyYHTe HAKAKBU HEXEJaHU peakluy, yBeaoMeTe Bamusat unu Ha Bameto nere nekap,
Q)apMaueBT HJIn MEAVIMHCKA CECTpa. ToBa BKII0OYBa M BCUYKH BB3MOKHU HEXKEJIaHU pCaKknuu,
HEONMCaHU B Ta3H JUCTOBKA. BrmxkTe Touka 4.

Wudopmanusra B Ta3u UCTOBKA € 32 Bac unu Barrero nere — HO B IMCTOBKaTa OOMKHOBEHO
11e u3MoJi3BaMe oOphIeHrne KbM Bac.

Kakso ChbAbpPiKa Ta3u JIUCTOBKA

A e

1.

Kakso npexcrasisasa Symtuza U 3a KakBo c€ U3I0/13Ba
Kakgo Tps0Ba na 3Haere, npeau ga nmpuemere Symtuza

Kaxk na npuemare Symtuza

BB3M0XHU HEXKETTaHU pPEeaKLUU

Kak na cexpansaBare Symtuza

ChbabppaHye Ha ONIaKOBKATa M JOIBIHUTEIIHA UH(OPMALIUS

KakBo npeacraBiasiBa Symtuza u 3a KakBoO ce H3M0JI3Ba

Symtuza 675 mg napynasup/150 mg xoounucrat/200 mg emrpunutadnn/10 mg renogosup
asadpeHaAMHU] € AaHTHPETPOBUPYCHO JIEKAPCTBO, M3MOJ3BAHO 32 JieueHHE Ha MH(EKIHS C YOBEIIKH
nmyHoaedunuteH Bupyc 1 (XUB-1) mpu gema Ha Bp3pacT 6 ¥ MOBeYe TOJUHH C TETJIO Hai-MaJKo
25 kg no nox 40 kg.

Symtuza cbabpxa YeTUPU aKTHBHU BELIECTBA!

napyHaBup, anTu-X VB 5ekapcTBO, M3BECTHO KaTO MPOTea3eH HHXUOUTOP

KOOMIIMCTAT, MOJICHIIBA JICHCTBUETO (€HXaHCEeP) Ha JapyHaBUP

emTpunuTabuH, antu-XMB nexkapcTBo, M3BECTHO KAaTO HYKJICO3UACH HHXUOUTOP HA OOpaTHaTa
TPaHCKPHIITa3a

teHodoBUp anadenamu, aHTH-X B exkapcTBO, M3BECTHO KaTO HYKJICOTHIACH HHXUOUTOP Ha
oOpaTHaTa TPAHCKPHIITA3a

Jlewenueto chc Symtuza Hamansia XVB-1 B oprann3ma u ToBa 11ie ToJ00pH ChCTOSHUETO Ha
uMyHHaTa Bu cuctema (ectecTBeHaTa 3auuTa Ha Baius oprannzbsM) U e Hamalll PUCKa OT
pasBuTHe Ha 3a0oisiBanus, cBbp3anu ¢ XMB nndexnuara, Ho Symtuza He Moxe aa u3nekyBa X1B
uHpEKIUsATA.

2.

KakBo Tpsi6Ba 1a 3HaeTe, npeau Aa npueMmere Symtuza

He npuemaiite Symtuza

aKo CTe aJlepru4Hu (CBPBbXUyBCTBUTEIHH) KbM JapyHABHUp, KOOUIIUCTAT, EMTPUIIUTAOWH,
TeHo(hoBHp anadeHamMu]] WM KbM HAKOS OT OCTAaHAJIUTE ChCTaBKH Ha Symtuza (M30poeHH B
TOYKa 6).
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- aKo UMaTe TeKKHU NMpodaemMu ¢ yepHus Apod. [Tlonuraiite Bamms ekap, ako He cTe CUTYpHH
3a TeXecTTa Ha YepHoApoOHOTO BH 3a001sBane. Moxke ga ObaaT HEOOXOAMMH HIKOH

JOIIBJIHUTCIIHN U3CJICABAHUAA.

YBenomere Barus nekap 3a BCHUKH J€KapCTBa, KOUTO MpUEeMAaTe, BKIFOUUTETHO 3a T€3U, KOUTO Ce
MpHeMar Tpe3 ycTaTa, HHXaJUpaT ce, MHHKEKTHpAT Ce WK Ce MpUIarat BbpXy Koxara.

He xomOuHupaiiTe Symtuza ¢ HUKOe OT CJIeJHUTE JIeKAPCTBa
AKo mpuemMate HSIKOH OT TAX, IToMoJIeTe Bamms jgexap 1a Tu CMEHH ¢ IPYyTo JIEKapCTBO.

JlekapcTBoO

IIpuunna 3a npueMa Ha JIEKAPCTBOTO

Angyzozun

3a JICYCHHMC Ha YBCJIMYCHA IMPOCTaTa

Amuodapon, Oporedapon, uabpaouH, XUHUOUH
WU PAHONAZUH

3a JICYCHUE Ha HSIKOW ChPJICUYHH HAPYIICHHUS
(Hanp. HAPYITIEH CHPACYCH PUTHM)

Kapbamaszenun, gpenobapouman u ¢henumoun

3a OIpCAOTBPATABAHC HA I'bPUYOBC

Konxuyun (axo umate mpoodiieMu ¢
ObOpenuTe/9epHUs IPOo0)

3a JICUCHHC Ha mmoJarpa

Kombunupan npodykm nonunasup/pumonasup

antu-XMB nekapcTBo

Pugpamnuyun

3a JICYCHHE Ha HAKOM MH(PEKIINU KaTo
TyOepKyo3a

Tlumosuo, 1ypazudon, keemuanux Nin
cepmunoo

3a JICUEHHE HA IICUXUYHU 3a00/IIBaHUs

Epeo ankanouou kato epeomamut,
OUXUOPOEP2OMAMUH, eP2OMETNPUH T
MEMULEPLOHOBUH

34 JICHCHHUEC HAa MUTPCHO3HO riaaBo0oIIHe

Koam kanmapuon (Hypericum perforatum)

pacTHUTETeNIeH POIYKT, U3MOI3BaH MPH
Jenpecus

Enbacsup/epazonpesup

3a JICYCHHUC Ha I/IH(I)CKLII/IH ¢ xematut C

ﬂoeacmamuﬁ, CUMBACMAMUH. U IOMUMANUO

3d MOHM’KABAaHC HUBATA HA XOJICCTCPOJIa

Tpuaszonam v mudasonam ((mpreMan mpe3
ycrara)

noMmara Bu ga 3acrimre w/nim oOJiekyaBa
TPEBOXKHOCTTA

Cunoenaghun 3a JIeYeHUE Ha ChPJIEYHO U 0enoapoOHO
HapyIIeHne, HapeueHo 0enoapodHa apTepraiHa
xunepTonus. Vima u qpyro npuiiokeHue Ha
cungenapui. Mons BixTe TOUKa ,,J{pyru
JekapcTBa U Symtuza®.

Asanagun 3a JICUCHHE HA ePEeKTHIIHA AUC(YHKINSI

Tuxazpenop romara 3a CIiipaHe Ha CJICTIBaHeTO Ha
TPOMOOLIMTHUTE TIPH JICUCHHE HA NAUEHTH C
npekapaH HHQapKT

Hanoxcezon 3a JICUCHHE HA 3aIeK, NPEIN3BUKAH OT ONMOUAN

Hanoxcemun 3a JICUCHHE Ha MPEXKICBPEMEHHA SAKYyIalns

Homnepuoon 3a JICYCHUE Ha TaIeHE W OBPBIIAHE

[pexynpe:xaeHns u npeanasHu MepKu

ToBopete ¢ Bamus nekap, hapManeBT WM MEJUIIMHCKA CECTpa, MPEH Ja IpueMere Symtuza.

Xopara, KouTo mpreMat Symtuza, BCe OIlIe MOTaT Jia pa3BUAT WHGEKIIUU W APYTH 3a00JIIBaHUS,
cebp3anu ¢ XMB undexiusarta. TpsoBa peoBHO 1a nocelapare Barus aekap.

Xopara, KOUTO IpueMat Symtuza, MOXKe J1a ToJIydaT KoxkeH oOpuB. HedecTo 0OpHBBT MOKE A2 CTaHe
TEXbK WM MOTSHIIMATHO KMBOTO3acTpamasaini. MoJs, CBbpxKeTe ce ¢ Bamms nekap, korato

MOJTy4nTE OOPUB.

Ako npuemMaTe Symtuza IpoIbIDKUTETHO BpeMe UMa BEPOSTHOCT J1a OJTy4YUTe ObOpEeUHH MPOOIEeMH.
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T'oBopete ¢ Bamms nekap, npenu ga mpueMere Symtuza. Kaxere He3abaBHO Ha Bamms nekap, ako

HEIIO OT CIIEAHHUTE ce OTHacs 10 Bac.

. aKo CTe UMaJId MPo0GJIeMH ¢ YePHHUSI P00, BKIIOUNTEIHO HHpekus ¢ xenaTut B umm C.
BamusT nekap Moxke Ja IPEIeH: TEKECTTa Ha YepHOApoOHOTO Bu 3a00sBane, pe/Iu 1a pemiu
JlaJTi MOYKETe Jla mpuemMare Symtuza.

o ako uMmare uHQekIus ¢ xenatut B, yepHoapoOHUTEe BU mpobiaemu Moke 1a ce BIIOIIAT, CIE]
KaTo crpere nmpuemMa Ha Symtuza. BaxxHo e ga He crimpaTe nmprueMa Ha Symtuza, 6e3 mppBo 1a
rosopure ¢ Bammus nekap.

o aKko uMmare 0bOpevHo 3a00/sIBaHe WK aKO CTe UMM PEe3yJITaTH OT U3CJIeIBaHMUs, KOUTO
MOKa3BaT MPodJeMu ¢ ObOpenHuTe TIPEAr WK [0 BpEME Ha JICUSHUETO. 3a J1a IPOBepHU
0b0OpeunaTa Bu (ykius npeau 3amovBaHe v 10 BpeMe Ha JICYSHHUETo Che Symtuza, Bammst
JIeKap MOJKe Jia Ha3HaYM KPhBHHU M3CIIeABaHM. BalusT gekap 1ie npereHy aaad Symtuza e
MOIXOJISTIIOTO JIeKapcTBo 32 Bac.

. ako uMare aumader. Symtuza MOXe J1a IOBUIITM HUBaTa Ha KphBHATA 3axap.

o aKo 3a0€JIeKUTE HIKOM CHMITOMH HA MHpeKuus (Hanp. MoayTH TUM(PHH Bb3JIU U TPECKa).
[Tpu Hsakou manmenTH ¢ HanpeaHana XMB ua}exms, KouTo ca UManu HeoOWYafHN UHPEKITUU
nopaju oTciadeHa UMyHHa cucTeMa (OTIOPTIOHUCTUYHA HH(EKITHUS ), TPU3HALIUTE U
CUMITOMHUTE Ha BB3MAICHNE OT MPEAUITHN HH)EKIIMA MOXKe J1a Bb3HUKHAT CKOPO, CIIe]] KaTo
3arnoyHeTe JedeHnero Ha XM B. Cunra ce, 4e Te3n CUMIITOMH ce AbJDKAT Ha IMoI00peHNe Ha
MMYHHHUSI OTTOBOP Ha OPraHu3Ma, J1aBallo Bh3MOXKHOCT Ha TSJIOTO J1a ce OOpH ¢ MH(EKIIUH,
KOUTO MOJKE JIa Ca ChIICCTBYBAIU 0€3 BUIAUMHU CUMIITOMH.,

o aKo 3a0eJIeKUTe CUMIITOMH KaTO MYCKYJIHA CJIa00CT, ¢1ab0CT, 3aroyBalia ot JUIaHUTE U
CThIIaJIaTa U MPUIBIKBAIIA CE HATOPE KbM TSIIOTO, ChpIeOneHe, TperepeHe min
XHIIEPaKTUBHOCT, KakeTe He3a0aBHO Ha Bamms nekap. OCBEH OMOPTIOHUCTUYHUTE HH(EKINH,
MOJK€ J1a Bb3HUKHAT CHI0 1 aBTOMMYHHH HapyIIeHHs (KOraTo UIMyHHATa CUCTEMa aTaKyBa
3/IpaBa ThKaH Ha TSJIOTO), CIIe/ KaTo 3all0YHeTe Ja preMarte JiekapcTsa 3a Jedenue Ha XV B
WH(EKIUATa TOPaay NoA00peHNe Ha UMYHHHUS OTTOBOP. ABTONMYHHHTE HapyIIEHUS MOXe J1a
Ce TOSIBIAT MHOT'O MECEIM CJIe]l HA4ajI0TO Ha JICYCHUETO.

. aKko umare xeMoguausa. Symtuza MOXKe Ja MOBUILIK PUCKA OT KbpPBEHE.
. aKo CTe aJIepru4Hu KbM cyadoHaMuau (HaIp. U3MON3BAHM 32 JICUCHHE Ha HIKOW UH(EKIINN).
. aKo 3a0eNeXnTe HAKaKBH MPOOJIeMH ¢ MyCKYJIUTe WM KocTuTe. Hikon nanueHTy, 1eKyBaH!

¢ nekapcTBa nmpotuB X1B, Moxe f1a pa3BHAT KOCTHO 3a00IsIBaHE, HAPEICHO OCTEOHEKPO3a
(YBpexnaHe Ha KOCTHUTE, IPUIMHEHO OT JIMIICAa Ha KPbBOCHAOAsIBaHe Ha KOCTTa). BepositHocTTa
OT OCTEOHEKpO3a MOKe J1a ObJie MO-rojsiMa IpU MPOABIDKUTETHO JeueHne Ha X1B, npu no-
TEXKO YBpEXJaHe Ha IMyHHATa CUCTEMa, HAIHOPMEHO TETJI0 WK yrnoTpebda Ha aqKoX0J WK
JIEKapCTBa, HAPEUSHU KOPTUKOCTepouau. [IpusHanuTe Ha OCTEOHEKpO3a ca CKOBAaHOCT Ha
ctaBute 1 601KH (0c00EHO Ha O0eAPOTO, KOJSHOTO H PAMOTO) M 3aTPYAHEHO ABIKECHUE. AKO
3a0eNeXuTe HIKOM OT Te3H CUMIITOMH, KaxkeTe Ha Bamms nekap.

Crapuecka Bb3pacT
Symtuza e u3noa3BaH camMo MPU OrPaHUYCH OPOU MaIUeHTH Ha 65 WM IMOBeYe TOAUHU. AKO criajiaTe
KbM Ta3u Bb3PacTOBa Ipyma, MoJisi o0chaeTe ¢ Bamms nekap manu mokeTe J1a H3Moia3BaTe Symtuza.

Jena u roHomu
ToBa JiekapcTBO He TPsiOBa /1a ce MPHUJIara NpM Aena mo-MaJKH OT 6 TOAMHH MJIH € TErJ10 IOA
25 kg.

Symtuza ce npennara u karo Tabaetku ot 800 mg/150 mg/200 mg/10 mg 3a neua c Terjao Hal-MajIKo
40 kg (BwxTe oTnenHaTa TMcTOBKa 32 Symtuza 800 mg/150 mg/200 mg/10 mg dpunmupanu
TaOJIETKN).

JApyru jqexapcTBa u Symtuza
WNndopmupaiite Bamms nekap nim ¢papMaieBT, ako nmpreMaTe, HaCKopo CTe MpUeMali HilH €
BB3MOJKHO J1a [IPUEMATE APYTHU JIEKapCTBa.

Wma Hsikou J1ekapcTBa, KOUTO He TPsiOBa 1a ce KOMOMHMPAT cbe Symtuza. Te ca cnoMeHaTu mo-rope
OJ1 3ary1aBueTo ,,He komOunupaiite Symtuza ¢ HAKOHU OT CJIEAHUTE JeKapcTBa“.
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Symtuza He TpsOBa 1a ce U3MOI3BA C JPYTO AaHTUBHUPYCHO JEKApCTBO, KOETO CHhIIBPIKa MOACHIIBAIIO

CPEACTBO, WIH C JPYr0 aHTUBUPYCHO CPEJICTBO, KOETO M3UCKBA MOJICHIBaHE. B HSKOU cilyyan Moxke
Jia Obe HEe0OXOAMMO JIa Ce POMEHHU JI03aTa Ha JpyTuTe JiekapcTea. [lopaau ToBa, BUHAry KasBaite
Ha Bamus nekap, ako npuemare aApyru aHTu-XHMB nexkapcTBa 1 BHUMATENHO ClIa3BaiiTe yKa3aHUsTa
Ha Bammms jgexap 0THOCHO JieKapcTBaTa, KOUTO MOXKe J]a c€ KOMOMHHUPAT.

He tpsi0Ba cbio na npuemaTe Symtuza ¢ JieKapcTBa, KOUTO ChAbPKAT TEHOPOBUP AU3O0IPOKCUI
(namp. oz opmara Ha dpymapar, pocdar wim cyKIMHAT), TAMABYAWH WK a1e()OBUP TUTTHBOKCHII,
WU C JIEKapCTBa, KOUTO TPsIOBa Ja ce MOJCHIIBAT C PUTOHABHP MJIM KOOUIMCTAT.

Edextrure Ha Symtuza Moxe Jja ce HaMaJIsIT, aKO ITpHeMarte HIKOEe OT cleTHUTE JiekapcTBa. Kaxere Ha
Bammus nekap, ako npuemare:

- bosenman (3a nedeHre Ha MOBUIIEHO KPBBHO HAJATAaHE B 0EIOAPOOHOTO KPHBOOOpAIICHHUE)

- Jlexcamemason (MHKEKITMOHEH) (KOPTHUKOCTEPOUT)

- Puganenmun, pugpabymun (3a nevueHre Ha OaKTEpUATHA UHPESKIIIH)

- Oxckapbazenun (3a IpeJOTBPATsIBaHE Ha I'bPUOBE).

Edekrure Ha qpyru ekapcTBa MOKe J1a Ce MOBJIUSAT, aKo puemate Symtuza, u Bammsr gekap Mmoxe
Jla TIoKeJiae Jia MPoBeJie HIKOW JIOMBJIHUTETHH KPbBHU H3ciensanus. Kaxere Ha Bamvs nekap, ako
npuemare:

- Amnoounun, ounmuazem, OUBONUPAMUO, PELOOUNUH, PLEKAUHUO, MEKCUNECMUH, HUKADOUNUH,
Hughedunun, nponagheron, 1udoxkauH, eepanamu (3a CbpACIHO 3a00IIABAHE), Thi KaTO
TedeOHUAT eEeKT WM HEKESIIAHUTE PEaKI[K Ha TE3U JICKApCTBa MOXKE J1a ObJaT MOBHUIIICHU.

- bozenman (3a neueHne Ha BUCOKO KPBHBHO HaJIsiraHe B OEI0APOOHOTO KPHBOOOPAIICHHUE )

- Anuxcaban, dabueampan emekcuiam, e00Kcaban, pueapoxkcaban, eapgapun, kionudozpen (3a
HaMallsiBaHe Ha ChCHPBAHETO HA KPBBTA), Thi KATO TEXHUAT JedeOeH e(heKT MK HeXKEITaHUTe
PEaKIMU MOXKE J1a CE TIPOMEHSIT.

- Knonaszenam (3a mpegoTBpaTsiBaHe Ha I'bPUYOBE).

- XOopMOHAITHU KOHTPAIICTITUBY Ha 0a3ara Ha ecmpoceHu U XOPMOHO3aMECTHTEITHA TePaItusl.
Symtuza Moe J1a Hamaiu TaxHaTa eheKTHBHOCT. Korato ce u3moi3Bar 3a KOHTPOJI Ha
3a0peMEHIBAHETO, MPEMIOPHYBAT CE HEXOPMOHAIHU METOIM HA KOHTPAIICTIIIHS.

- Emununecmpaouon/opocnupenon. Symtuza MoKe 1a IOBUILIN PUCKa OT MOBUIIABaHE HA HUBATa
Ha KaJIui OT JPOCIUPEHOH.

- Kopmuxocmepouou, sxnouumento bemamemason, 6y0e30Huo, hrymukazoH, MOMemasoH,
npeonu3oH, mpuamyuroaon. Te3n IekapcTBa ce U3MOI3BaT 3a JICUeHHe Ha alepruy, acTMa,
BB3MAINTEITHN 3a00JISIBAHUS HA YepBaTa, Bh3MATUTEIHN 3a00JIBaHMsI HA KOXKAaTa, OUUTe,
CTaBHTE M MYCKYIUTE, KAKTO ¥ JPYTH BH3MAIUTEIHH 3200 siBaHus. Te3u eKkapcTBa
OOMKHOBEHO Ce TIpHeMar Mpe3 ycrara, MHXaJIUpaT ce, MHKSKTUPAT Ce WU CE HaHACAT BbPXY
KOXarta. AKO He MOXKE JIa Ce U3MOJI3BAT AITEPHATHBY, T¢ TPSOBa Jia Ce U3MOI3BaT CaMo CIIe]T
MEHITUHCKH TIPETIie]T ¥ O] CTPOTo HAOMIoIeH!e OT Baims nekap 3a HexelaHH Peakiuu OT
KOPTUKOCTEPOUJIUTE.

- bynpenoppun/nanoxcon, memaoon (nekapcTpa 3a JiedueHHE Ha OMTMOMTHA 3aBUCUMOCT)

- Canmemepon (JIEKapCTBO 32 JICUCHHE HAa aCTMa)

- Apmememep/nymepanmpurn (KOMOMHHPAHO JIEKAPCTBO 32 JICUCHHE Ha MaJlapus)

- Hazamunu6b, upunomexat, HUTOMUHUO, UHOIACMUN, BUHKpUCMUH (JIEKapCTBa 3a JCUCHHUE Ha
pak)

- Cunoenaghun, maoanaghun, sapoenaghun (3a epeKTUIHA TUCHYHKIINA HIIK 3a JICUCHHUE Ha
CBPIEYHO U 0e10pOoOHO HapylIeHHEe, HapedeHO OeoApPOOHa apTepraIHa XUIIEPTOHHS)

- Iexanpesup/nubpenmaszeup (3a 1eueHue Ha nHpeKLus ¢ BUpyca Ha xenatur C).

- Denmanun, okKCUKoOoH, mpamado (3a JeueHUe Ha O0Ka)

- Dezomepooun, conugenayun (3a ICUCHUE HA YPOIOTUYHN HAPYLICHUS).

BammsiT nexap Moke Ja moxenae /ia IpoBe/ie HIKOW JOITBIHUTEIHA KPHBHU U3CICABAHUSI U MOXKE Ja
CE HaJIOXKH JIa Ce MMPOMEHH J103aTa Ha APYTUTE JISKAPCTBA, Thi KATO TEXHUAT JieueOeH ePEeKT HIH
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edeKThT Ha Symtuza Wik HeXKENaHUTE PEaKIKi MOXKe Ja Ce MOBIHUSISIT, KOTaTo ce KOMOMHUPAT.

Kaxere Ha Bammus nekap, ako npuemare:

- Jabueampan emexcunam, edokcaban, eapchapun (3a HaMaasBaHe ChCUPBAHETO HA KPHBTA)

- Angenmarnun (MHKEKIIMOHHO 00€300JIBAII0 CPEICTBO ChC CHITHO U KPATKO JICHCTBHE, KOSTO CE
W3M0J13Ba MIPH XUPYPTUYHH MPOIICTYPH)

- Kapseounon, memonponon, mumonon (3a Cbpae4HO 3a00JIIBaHE)

- Luzoxcun (3a nedeHne Ha HAKOU ChPJCYHHN HAPYILICHHs)

- Knapumpomuyun (aHTUOMOTHK)

- Knompumason, (hnykonaszon, uzagyKoHason, umpakoHaso, no3aKorasol, (3a JedeHue Ha
reOMYHN HHEKuun). Bopukonaszon TpsOBa J1a ce mprueMa caMo ciie]] MEIMIIMHCKA OLICHKA.

- Amopsacmamun, rysacmamun, nUMasacmamun, nPAeACMamuH, pozysacmamun (3a
MOHW)KaBaHe HA HUBaTa Ha XOJecTepoiia). PUCKBT OT yBpekjaHe Ha MYCKYIIUTE MOXe Jia ObJe
MOBHILICH. BamusT jekap mie npeteHu Kosi cxeMa 3a MOHWKEHUE Ha XoJiecTepoia € Hai-100pa
BBB Bamara cienmpuyna cutyanus.

- Pugabymun (cpery 6akTepuaniHu HHOEKIIH)

- Taoanragpun, cundenagun, éapoenagun (3a epeKTHIIHA TUCHYHKIIHMS WK 32 TOBUIIICHO KPHBHO
HaysAra"e B 0e10IpoOHOTO KPHBOOOPAIICHHUE)

- Amumpunmunun, 0e3unpamut, UMUNPAMUH, HOPMPUNIMUIUH, NAPOKCEMUH, CEPMPATUH,
mpazo0ox (3a JIe4eHNe Ha IeTpecus U TPEBOKHOCT)

- Ilepghenasun, pucnepuoon, muopudasun (JIeKapcTBa 3a ICUXUIHH 3200IIIBaHMU )

- Luxnocnopun, eseponumyc, makpoaumyc, cupoaumyc (3a IOTHCKaHE HA UMyHHATA CUCTEMA),
THH KaTo JICYCOHUAT €PEKT UM HEeXKEIIAHUTE PeaKI[MK Ha Te3H JIEKapCTBa MOXe J1a ObJaT
MOBHIIICHH.

- Konxuyun (aHTHITONATPO3HO CPENCTBO). AKO UMarte MmpodiieMu ¢ ObOpennTe Win 9epHus Jpoo,
BIDKTE TOUKa ,,He komOuHupaiiTe Symtuza ¢ HKo0e 0T CJIeIHUTE JeKapcTBa“.

- bycnupon, kiopazenam, ouazenam, ecmazonam, rypazenam, 30NuU0em, MUOA30IAM, KOTaTo ce
M3MON3BAT KaTO WHYKEKIIMOHHK CPEJICTBA (JIeKapCTBa 3a JICUCHUE HA HAPYIIICHHE HA ChHSI WK
TPEBOXKHOCT)

- Mem@opmun (3a neueHre HA TUa0ET TUI 2)

ToBa He e IBJICHUAT CIUCHK Ha JekapcTBaTa. Kaxkere Ha Bamus nexap 3a ¢cuuku ekapcTBa, KOUTO
rpuemare.

BpeMeHHOCT M KbpMeHe
VBenomere HezabaBHO Barmus nekap, ako cte OpeMeHHa WM IIaHupaTe OpeMeHHOCT. bpemeHHM
JKCHU He TpsAOBa Ja mpuemar Symtuza.

ITopanu moTeHIMAIa OT HEXKETIaH! PeaKIMK IMPH KbpMadeTa, )KeHUTE TPsOBa 1a Obaat
WHCTPYKTUPAHU J]a HE KBPMST, aKO IpremMar Symtuza.

He ce mpenoppuBa KbpMeHe TIpH JKeHH, KOUTO ca XV B-monoxurenan, Thit kaTo XWB nHbpeknmsITa
MOJXKeE Ja ce Tpesaie Ha 0e0eTo upe3 KbpMaTa. AKO KbpMUTE WM IJIAHUPATE J]a KbpMUTE, TpsiOBa Jia
oOchauTe TOBa ¢ Baius iekap Bb3MOXKHO HaH-CKOPO.

lodupane u padora ¢ MAaIIMHA

Symtuza Moxe ia mpeau3BrKa 3aMassHOCT. He paboTere ¢ MalmvHu u He mogupaiTe, ako ce
YyBCTBaTe 3aMasHU clel MpreM Ha Symtuza.

Symtuza cbabpka HATPHH

ToBa JlekapcTBO ChABPKA MO-MaIKO OT 1 mmol HaTpwmii (23 mg) Ha TabneTKa, T.€. MOXKE J1a Ce Kaxe,
Yye MPaKTUIEeCKH HE ChIAbp)Ka HATPUH.

3. Kaxk na npuemarte Symtuza

Bunaru npuemaiite ToBa JIeKapcTBO, TOUHO KakTo Bu e kazan Bammsr nekap win gpapmaneBT. AKO He
CTE CUTYpHH B HEIlO, nonuraire Bamus nexap i gapmanienT.
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IIpenoppunTenHaTa 1032 32 Jella HA Bb3pacT 6 U MoBeye roMHU € TerJio Hali-maJko 25 kg no
noa 40 kg e enna TabneTka BCEKH JIeH € XpaHa.

Tpsa6Ba na mpuemaTte Symtuza BCEKH J€H ¥ BUHATH ¢ XpaHa. Tpsa0Ba ma mpueMeTe HIKaKBa XpaHa WiId
neka 3aKycka 30 MUHYTH peau na mpuemMeTe Symtuza. BuabT Ha XpaHaTta He € OT 3HaUCHHE.

) TabneTkaTa He TpsOBa J1a Ce pa3TpPOIaBa, a Jja ce Morirkila msa. TabneTkara Moxe aa ce
nmpreMa C HaluTKa KaTo BOJa, MIISIKO MJTH HSIKAaKBa XpaHUTETHA HanuTKa. [Ipremaiite Symtuza
MPUOIU3UTEITHO B €THO M CHIO BPEME BCEKH JICH.

. AKO uMate 3aTpyJHeHHS IIPH MPETIbIaHeTo Ha Symtuza, yBemomere Barms jgekap.
TabneTkaTa ¢ AETUTENTHA YepTa MOXKE J1a Ce pa3jieliy ¢ pbhlle Ha 2 yacTu . JlenmuTenHaTa yepra e
camo, 3a Jia IOMOTHE Jia cuynuTe Tadierkarta. Cies pa3aeisaHeTo Ha Ta0JieTKaTa, 1s1aTa 103a
(mBeTe MONOBHHKY) TPOBA J1a Ce MpHEeMe BeHara.

OTCTpaHﬂBaHe Ha 3almuTeHaTa oT Aela 3anyuiajka

@ [TnacTmMacoBaTa OyTHIIKa € 3aTBOPEHA ChC 3allIUTCHA OT JIella 3amyIaika U
' D2 TpsiOBa J1a ce OTBOPH KAaKTO CIIEBA!
c . HatucHere macTmacoBara 3amynianka Ha BUHT HAJIONY, 10KATO 5
@) 3aBbpTaTe B MOCOKA, 0OpaTHA Ha YaCOBHUKOBATA CTPENIKA.
. MaxHeTe oTBUTaTa 3aMyllajiKa.

AKO cTe NpHeJH oBeYe 0T HeodxoAuMaTa 103a Symtuza
Cebprkere ce He3a0aBHO ¢ Bamms jexap mnm ¢ Haii-OJM3KOTO CIEIIHO OTAEIeHne 3a chBeT. Hocere
OyTuikata ¢ TabJeTKHUTE Che cebe CH, 3a Ja MOXKeTe Ja MOKaKeTe KaKBO CTE MPHEIIH.

AKO cTe MPONyCHAJIN 12 MpHeMeTe Symtuza
BaxHo e na He npomyckaTe 103a oT Symtuza.

AKO Bce IaK MpOIYyCHETE /103a:

. AKko 3a0eJieskuTe B paMKHuTe Ha 12 yaca OT BpeMeTo, B KOETO OOMKHOBEHO MpHEMaTe
Symtuza, TpsOBa ja npueMeTe TabyieTkaTa He3abaBHO ¢ XpaHa. Ciie/l ToBa preMeTe
cleJiBaIaTa j03a B 00N4aifHOTO BpeMe.

. Axo 3a0ese:kuTe 12 yaca HIIM TOBeYe CJIe]I BPEMETO, B KOSTO OOMKHOBEHO IIpUeMaTe
Symtuza, ToraBa He preMaiiTe MpPOIyCcHAaTAa /1033, B3EMETE CIIEBAIINTE 03U C XpaHa B
obuyaitHoTO Bpeme. He B3emaiite JBOMHA /1034, 3a JIa KOMIICHCHPATe MPOIyCcHATaTa 1034,

AKO MOBBpHETE B PaMKHTE Ha 1 4ac cjel mpreMa Ha JIEKapcTBOTO, TPSIOBa Bb3MOXKHO Hall-CKOPO 1a
B3eMeTe Apyra fo3a Symtuza ¢ XpaHa. AKO IOBbPHETE cJell ToBeue OT 1 yac OT npuemMa Ha
JIEKapCTBOTO, HE TPsIOBa J1a B3eMare Apyra f03a Symtuza 70 ciensamiara qo3a o oouyaiiHata cxema.

CawpikeTe ce ¢ Bamus nekap, ako He CTe CUI'YPHHU KakBO Aa MPaBUTE, aKO NPOITyCHETE 1032 MU
TIOBBPHETE.

He cninpaiiTe npuema Ha Symtuza, 0e3 1a roBopute ¢ Bauius Jjiekap npeau ToBa
JlexapctBara cperry XMB morar qa Bu Hakapat fia ce uyBcTBaTe mo-noope. Jlopu, koraro ce
YyBCTBATE MO-100pe, He criupaiiTe npuema Ha Symtuza. ['oBopeTe ¢ Bamust ekap npeau Tosa.

Korato Bamure 3anacu ot Symtuza 3anmo4Har Aa HaMaJisiBaT, B3eMeTe oIlle OT Bamms jgexap nim
¢dapmarneBT. ToBa € MHOIO BaXKHO, 3aI[0TO KOJIMYECTBOTO HA BUPYyCa MOXKE Ja 3aIll0uHe Ja ce
MIOBHUIIIABA, aKO JIEKAPCTBOTO CE CIIPE AOPU U 3a KpaTKo Bpeme. Ciiex TOBa JICYEHUETO Ha
3a00JIsIBAHETO MOXKE 1a CTaHE IIO-TPYIHO.

Axo umate nH(pexnus exHoBpemenno ¢ XUB u xematut B, MHOTrO € BaXXHO /1a He criupare mpueMa
Ha Symtuza, Oe3 1a roBopure ¢ Bammus nexap npean ToBa. Moxe ja ce HaJIOXH /1a CEe HalpaBsIT
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KPBHBHH H3CIIEABAHMS HIKOJIKO MECeIa CIIe]l CIIupaHe Ha JiedeHneTo che Symtuza. [Ipu Haxon
MAIMEeHTH C HallpeIHAI0 YepHOAPOOHO 3a00IABaHe WM IIHPO3a CIIUPAHETO Ha JICUYSHHETO MOXKeE Ja
JTIOBEJIC IO BJIOIIABAHE Ha XEIaTHUTa, KOSTO MOXeE J1a Ob/Ie )KMBOTO3aCTPaIlIaBaIlio.

KaxeTe He3a0aBHO Ha Bamus Jiekap 3a mosiBata Ha HOBU WJIM HEOOMYAHHU CUMITTOMH, CIIE]] KaTO
CIIpeTe JICYCHHETO, 0COOCHO CHMITTOMH, KOUTO CBBP3BaTe ¢ MH(EKINs ¢ XenaTur B.

AKO UMaTe HIKAKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBA JIEKApPCTBO, IIOMHUTANTE
Bamms nekap, ¢papManeBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHN HeKeTaH! peakuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC [1a MPECAN3BUKA HCIKCIAHU PCAKIIUU, BBIIPCKU Y€ HC
BCCKH ' TIOJTy4aBa.

Kasxere Ha Bamus Jiekap, aKko MoJIy4nTe HSIKOU OT CJIeTHUTE HeJKeJaHH peaKkium.

Nma cpoOmeHus 3a 4epHOAPOOHU MPOOIeMH, KOUTO MTOHSIKOTa MOXKE J1a ca TeXKHU. BamusT nekap
TpsI0Ba Jla HAIIPaBY KPbBHU M3CIICABAHMS, ITPEIU J1a 3alI0YHETE JeUeHUE Che Symtuza. AKO UMaTe
XpoHHuHa HHPEKIus ¢ xenatuT B wiu C, Bamusr jiekap TpsOBa J1a M3BbPIIBA KPbBHUTE H3CIICABAHUS
M0-YECTO, 3al[0TO UMa MOBHUIIIEHA BEPOSTHOCT OT Pa3BUTHE HA YepHOAPoOHU mpodiemu. ['oBopeTe ¢
Barvist iekap OTHOCHO MPHU3HAIIMTE U CUMIITOMUTE Ha YyepHOopoOHUTEe Tipobiiemu. Te moxe na
BKJIFOUBAT MOXBJITSIBAHE HA KOXKaTa WU OsJI0TO HA OYMTE, ThMHA ypHHA (C BAT Ha 4Yaii), Oye0
OLIBETCHH M3MPaKHEHUsI (M3X0XKAaHus), TaJicHe, TOBPBIIAHE, 3ary0da Ha areTUT WK 00JIKa Wi 00JIKa
Y HETIPHUATHO YCEIaHe OT/SICHO MoJ| pedpara.

Kosxxen o0puB Mozke n1a 3acerre noseue ot 1 Ha 10 manpienTH, noiay4aBamm Symtuza. Beopeku ue
[IOBEYETO OOPHBH Ca JIEKH U M34e3BaT MAJIKO CJIE/ NPOAb/DKaBaHE Ha JICYCHUETO, IIOHSIKOra OOPUBBT
MO3Ke J1a ObJie TeXBK WIN MOTEHIHAIHO JKUBOTO3acTpaliasail. BaxxHo e 1a ropopute ¢ Bamus nexap,
aKko mony4nte oOpuB. BammsT nekap e Bu mochBeTBa Kak Ja ce CpaBUTE CbC CHMITOMUTE HITH
nmamn Symtuza TpsiOBa aa ce crpe.

Jpyru TeXXKY HEeXeJIaHU peakiuy, Ha0oiaBaHy pu 1o 1 Ha 10 nanueHTH, ca 1uadeT, MOBHUIICHH
HUBA Ha MACTUTE B KPbBTA U CUMIITOMU Ha MH(eKIus. Bb3maneHue Ha maHkpeaca (MaHKPEaTUT) ce
crobmana mipu A0 1 Ha 100 manmuenTH.

MHOT0 YeCTH HEeXeNTaHH Peakiiny (Moxe Ja 3acerHat mosede ot 1 Ha 10 mgymin)
. raaBo0oIIHe

. JHapust

o o0puB

Uectn HeXXeTaHH peakiun (Moxe n1a 3acerHat 1o 1 Ha 10 gymm)

. HUCHK Opol YepBEeHM KPBBHH KJIETKHU (AaHEMHSI)

. aJICpTUIHY PEaKIMK KaTo KOMPUBHA Tpecka (YpTHKapHs), ChpOek, HaMaJIeH alleTUT
(aHOpekcust)

° HeOOHWYaliHU CHHUINA

o MOBpBIIIaHe, 00JIKA WIIH TTOTyBaHE HA KOpeMa, HApPYIICHO XPaHOCMILIAHE, METCOPH3bM (Ta30B¢)

OTKJIOHEHHS B PE3YyJITATUTE OT M3CJICIBAHUS Ha KPHBTA, KATO HAKOU M3CIIC/IBAHUS Ha
0n0pennTe. Bamusat nexap me Bu ru o6scHu.

3aMasiHOCT

00JIKa B CTaBUTE

MYCKyJTHa 00JIKa, MyCKYJIHU CTIa3MH MU cl1aboCT

ciraboct

yMopa

MTO3UBH 3a MOBPHIaHe (TajeHe)
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Heuectn nexxenmanu peakiuu (Moxke aa 3acerHar o0 1 va 100 gymmm)

o TEXBK OTOK Ha KOXKaTa U JIPYT'H ThKaHH (HAH-4eCTO YCTHUTE WUJIH OUUTE)

o CUMITOMH Ha WH(EKIIUS WM Ha aBTOMMYHHU HapyIIeHUS (Bh3MAIUTEICH CHHIPOM TIPH
MMYHHO Bb3CTaHOBSIBAHE)

o yBeIM4YaBaHe Ha T'bPANTE

o 0CTeoHeKpo3a (YBpeKJaHe Ha KOCTUTE, IPUUMHEHO OT JIMIICA Ha KPhBOCHAO sIBAHE HA KOCTTA)

. OTKJIOHCHHSI B PE3YITATUTE OT HIKOW KPHBHU M3CJICABAHNS Ha MMAHKpeaca. Bammsr nexap me

Bu ru 00scHu.

Penxu Hexxenanu peakuuu (Moxe faa 3acersHat 10 1 va 1 000 mymm)

. peakuus, HapedeHa DRESS [Texbk 00puB, KOWTO MOXeE Jia ce MPUApYkKasa OT TPECKa, yMopa,
NOJyBaHE Ha JIULETO WX JIMM(PHHUTE Bb3JIH, HOBUIICHHE HA €O3MHOPHINTE (BUI Ol KPbBHU
KJIIETKH), €)eKTH BBPXY YepHus Ipod, ObOpeunTe nnu denure npodose]

. TEXBK OOpUB C MeXypH U OeJIeHE Ha KOXKaTa, 0COOEHO OKOJIO yCTaTa, HOCa, OYUTE U TIOJIOBUTE
opranu (cuaapoMm Ha CTUBBHC-/[KOHCHH)
. 0B0peuHo 3a00sBaHe B CIIEACTBHE HA 00pa3yBAIUTE C€ KPUCTAIU B OBOpEeKa B pe3ynrTar OT

JISYEHUETO C TapyHaBUP.

Hexenanu peakiiuu ¢ HEM3BECTHA YECTOTA: OOPHB - MOXKE JIa CTaHE TEKBK MM TOTCHIINATHO

’KHBOTO3aCTpallaBall:

. 0o0puB ¢ MexypH 1 OelieHe Ha KO)KaTa BhPXY ToJisIMa 4acT OT TSAJI0TO

o 4YepBeH 00PHB, MOKPHUT C MAJIKH U3IBIHEHN C THOW ITBIIKH, KOHTO MOXE J1a C€ Pa3npoCTPaHH 10
ISUIOTO TSUI0, OHSKOTa C MOBHIIIEHA TEMITepaTypa

Hsikou HexenaHu peakiuu ca TUITMYHU 32 JiekapcTBaTa cpeity XWB, nomo0nu Ha Symtuza. Te ca:

- MOBHIIIaBaHE HA KPbBHATA 3aXap U BIIOLIABAHE Ha AuadeTa

- MYCKYJIHa 00JIKa, YyBCTBUTEIHOCT WM €1a00CT. B penxu ciyvan Te3n MyCKyJIHH HapyLIeHHs
ca CepUOo3HU

- BB3MAIUTENICH CHHAPOM MPU IMYHHO BB3CTaHOBsIBaHe. [Ipy HAKOM NAllMEHTH C HAIpeaHaa
XUB nndexmus (CIIMH) n anamae3a 32 onopTIOHUCTHYHA WHEKINS (HeoOnJaitHn HHPEKINH,
IBJDKAIIK ce Ha oTciaa0eHaTa UMyHHA CHCTEMA), IPU3HALUTE U CUMIITOMUTE Ha Bh3MAJIEHHE OT
NpeIUITHA HHPEKINN MOKe J1a ce TIOSIBAT MaJIKO Clie/l HayaJloTo Ha JieueHnero Ha XUB,
BKJIIOYHUTENIHO CbC Symtuza. OCBEH ONOPTIOHUCTUYHUTE MH(PEKIINH, MOXKE Ja CE MOABAT ChIIO U
ABTOMMYHHH HapyLeHHs (ChCTOSIHUE, KOETO Bb3HMKBA KOraTo MMyHHATa CUCTEMa aTaKyBa
31paBa ThKaH B TSIOTO), CJIe/l KaTO 3all0YHETE MpreMa Ha JiekapcTBa 3a jiedenue Ha X1B
WHPEKIUATa. ABTOMMYHHHUTE HapYLICHHUs] MOKE J1a HACTBIISIT MHOTO MECELH CJIe]] Ha4aioTo Ha
JICYCHHUETO.

AKko 3a0e/1e:KNTe HAKOU OT T€3U CHMIITOMU, KaxeTe HAa Bamus Jekap.

ITo Bpeme Ha sieueHneTo Ha XM B Moke J1a MOBUILIUTE TETJIOTO CU U HUBATa Ha KPbBHUTE JTUINIUIU U
TII0K03aTa. ToBa € CBhpP3aHO OTYACTH C BH3CTAHOBSIBAHETO HA 3PaBETO M HaUWHA BH Ha KUBOT.
[ToBuiaBaneTo Ha TUMUAUTE B KPbBTA MOHSIKOra Ce IBJKUA HA caMuUTe JiekapceTsa cpeiry XHB.
Bammsr nekap 1ie HarpaBu U3CIeABAHUS 32 TE3H ITPOMEHH.

Crol1aBaHe HA HEXKeJIAHU PeakIuu

AKXO NOJTyuUTe HAKAKBU HEXKEJIAaHU JISKAPCTBEHH Peakluy, yBegoMeTe Bamms exap, GapmaieBT mim
MEJIUIMHCKA cecTpa. ToBa BKITIOYBA BCHUKY Bb3MOKHU HEOIMCAHH B Ta3H JINCTOBKA HEXKEJIaHH
peakuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEJIAaH! PEaKLnU JTUPEKTHO Ype3 HAllMOHAJIHA CCcTeMa 32
CbOOIIaBaHe B

W3biiHUTEHA areHIus 1Mo JIeKapcTBaTa

yi. ,,Jlamsu I'pyes* Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiiT: www.bda.bg

Karo choOmaBare HexxeNaH! peakiiu, MOXKETe Jia JaJIeTe CBOSI PUHOC 32 MMOJyYaBaHe Ha TIOBEYe
UHQOpPMAITUS OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKAPCTBO.
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5. Kak na cexpansiBate Symtuza
ToBa nexapcTBO TpsIOBa Aa ce ChbXpaHsiBa Ha MsICTO, HEAOCTBIIHO 32 JeLa.

He uznon3Baiite TOBa JIEKapCTBO CJIE] CPOKA HAa TOHOCT, OTOEA3aH BbPXY KapPTOHEHATA OMAaKOBKA U
BBPXy OyTwikata cien ,,l'onex 10:*“. CpoKbT Ha TOAHOCT OTTOBAPS Ha MOCIEAHHS JeH OT TOCOYCHUS
Mecell.

[a ce cpxpanssa mox 25°C.
Crnen mbpBOTO OTBapsiHe Ha OyTuikara: [la ce cbxpanssa o 25°C.

He u3non3Batite ToBa JICKapCTBO 6 ceaAMuUIM CJICA ITbPBOTO OTBAPSHC HA 6YTI/IJ'IKaTa.
)la CC CbXpaHsBa B OpUTHHAJIHATa OIIaKOBKaA, 3a a CC MPEAIIasu OT BJjiara. C’bXpaHﬂBaﬁTe
6yTn.mcaTa IJIbTHO 3aTBOPEHA.

He u3xBbpsiiTe nekapcTBaTa B KaHAJIU3alMATA WM B KOHTEHEPA 3a JOMAIIHU OTHaAbIIH.
[MonmTaiite Bamms papmaneBT kak qa H3XBBPISATE JEKapCTBaTa, KOUTO BeUue He n3noin3Bate. Te3u
MEPKH L€ CIIOMOTHAT 3a OIa3BaHe Ha OKOJIHATa Cpeaa.

6. CpabpikaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHopManus
Kakso cpabp:ka Symtuza

AKTHBHHTE BEIIECTBA Ca JapyHaBHUp, KOOWIUCTAT, EMTPUIIMTA0NH 1 TeHO(hoBUp anadenamun. Beska
(unmupana Tabetka (Tabierka) chappka 675 mg napyHaBup (kato etanonar), 150 mg kooumnmcrar,
200 mg emTpunutadbun u 10 mg reHodosup anadenamuy (karo pymapar).

Jpyrure cbcTaBKHM ca

Aopo na mabremkama:

Snpoto Ha TabneTkaTa ChAbPKA KoJouaeH cuuieB nuokcun (E551), kpockapmenosa Hatpuit
(E468), marnesues creapat (E572) u mukpokpucraina memynosa (E460(i)) (Mons BuxTe Touka 2
“Symtuza cpabpxa HaTpuil”).

Dunmogo noxkpumue:
DHUIMOBOTO OKPHUTHE ChABPKA MAKPOTOJT (TIOTUETHIICH TIIMKOJT ), IO (BUHIIIOB aTKOXO0J) (YaCTHIHO
xunponusupan), Tank (ES53b), tutanoB nuokena (E171) u yepen xenesen okcup (E172).

Kax m3rie:xkna Symtuza 1 KakBO CbAbPka ONaKOBKATa
CuHKaBO cuBa JI0 cuBa TabieTka ¢ oBajHa (popMa, C JeTTUTEIHa YepTa, ¢ O3HaueHue “6121” ot enHara
ctpana u “JG” ot gpyrara crpaHa.

Symtuza ce npezanara B OyTwiku oT 30 TabIeTKH (ChC CYIIUTEN CHITMKAreN, KOUTO TpsOBa Ja ce
J'bPXU B OyTHIIKATa, 32 Ja 3amuTaBa Tadnetkute). CyNIUTENSIT OT CHIIMKAreN ce ChIIbpXkKa B OTICITHO
caille Wiy KoHTelHepye 1 He TpsiOBa Jia ce MOoribia.

Symtuza TabiieTku ce mpeajiara B OIakoBKH, ChIIBPIKAIU ¢IHa Oy THIIKA.

IIpuTtexkaTes Ha pa3pelieHHETO 3a ynoTpeda
Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrus

IIponsBoguten
Janssen-Cilag International NV, Turnhoutseweg 30, B-2340 Beerse, benrust
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3a mombHATETHA WHPOPMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JTIOKATHHS
TIPEJICTABUTEN Ha MIPUTEXKATENS Ha Pa3penIeHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: 0800 93 377
info_belux@its.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH bearapus” EOO]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

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

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

Deutschland

Janssen-Cilag GmbH

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

Eesti

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

ee@its.jnj.com

EA0LGoa

Janssen-Cilag ®oppakevtiky 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 55 00 40 03
medisource@its.jnj.com

Hrvatska

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

Lietuva

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

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 Romania SRL
Tel: +40 21 207 1800
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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(@pvistor.is

Italia

Janssen-Cilag SpA

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

Kvnpog

Bapvapoc Xattnmavayng Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-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
Tfn: +46 8 626 50 00
jacse@its.jnj.com

Jara Ha mocyeqHo npepasriieskaade Ha JuctoBkara 09/2026

ITonpoOHa nHpOpMaIHs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
T0 JIeKapceTBara: https://www.ema.europa.eu.
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