MNPUJIOKEHME I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

JlontmnaBup/Puronasup Viatris 100 mg/25 mg ¢mimupanu TabaeTku
Jlonmuasup/Putonasup Viatris 200 mg/50 mg ¢punmupanu TabIeTkn

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Jlonunasup/Puronasup Viatris 100 mg/25 mg dbwimMupanu TabneTku

Bcesika ¢punmmupana tabnerka cpappxa 100 mg monmaasup (lopinavir) B komOuHamms ¢ 25 mg
putoHaBup (ritonavir), KaTo papMaKOKHHETHYEH EHXaHCep.

Jlonuuasup/Puronasup Viatris 200 mg/50 mg dbwimupanu TabaeTKu

Bcesika ¢punmmupana tabnerka cpappxa 200 mg monmHaBup (lopinavir) B kombunarms ¢ 50 mg
puToHaBup (ritonavir), kKato papMaKOKUHETHUYEH EHXaHCeP.

3a MBJIHUS CIHUCHK Ha IOMOIIHMUTE BEI[ECTBA, BUXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana TabneTka

Jlonuuasup/Puronasup Viatris 100 mg/25 mg dbwimupanu TabaeTku

Bsina, oBanHa, MBOITHO M3MBKHANA QIIMHpaHa TaOJICTKA ChC CKOCCHN PBHOOBE, C pa3MepH
npubnuzutenso 15,0 mm x 8,0 mm, ¢ BursOHaTO penedHo o3nayenne “MLR4“ oT eqnaTta ctpaHa Ha
TabJieTKaTa 1 II1ajika OT ApyraTta CTpaHa.

Jlonunasup/Puronasup Viatris 200 mg/50 mg dbviMupanu Ta0aeTKH

bsina, oBasnHa, qBOIHO M3MbKHANIA GUIMHpaHA TaOJIETKA ChC CKOCEHU PHOOBE, C pa3Mepu
npubm3uTenHo 18,0 mm x 10,0 mm, ¢ Bamp0HaTO penedHo o3HaueHue “MLR3“ ot ennara ctpana Ha
tabyeTKara U riajka oT Apyrara CTpaHa.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHUSA

JlonnHaBUP/PUTOHABUD € MOKa3aH, B KOMOMHAIMS C IPYTU aHTUPETPOBUPYCHH JIEKAPCTBEHH
MIPOAYKTH, 32 JieueHHe Ha MHPEKTUPaHU ¢ BUpyca Ha YoBelkus umyHoaedunut (HIV-1) Bp3pacTHy,
FOHOIIIM 1 Jiel]a Ha Bb3pacT HaJl 2 TOIUHH.

W360pbT Ha JIonMHABHP/pUTOHABHD 3a JiedeHune Ha HIV-1 uHdekTnpanu nanyeHTH, JeKyBaHH Be4e C
MIPOTEa3HN HHXUOUTOPH, TpAOBa Ja ObJe Oa3upaH Ha H3cielBaHe HAa MHAWBUyalHATa BUPYCHA
PE3UCTEeHTHOCT M Ha UCTOPUSITA Ha JICUeHHE Ha manueHTuTe (Bx. Touku 4.4 u 5.1).

4.2 10o3UpOBKA M HAYMH HA NPUJIOKEHHUE

JlonuHaBUP/pUTOHABUD TPsAOBA Jla Ce HA3HAYaBa OT JEKapH, KOMUTO UMAT ONUT B JICYSHHUETO HA
nH(pekuusra c HIV.

TabeTkuTe TONMHABUP/PUTOHABUP TPAOBA A Ce BIITAT L , Oe3 /1a ce AbBYAT, TyIAT KK
pasTpolaBar.



2 103H[20BKa

Bwspacmuu u 1onowiu

CranaapTHaTa npernopb4YUTEIHA JO3UPOBKA HA TonuHaBUp/puToHaBup tabnetku e 400/100 mg (nBe
200/50 mg TabyieTkn), 1Ba MHTH JHEBHO, IPUETU ChC WK 0e3 XpaHa. [Ipu Bp3pacTHH, B cirydauTe 3a
KOHUTO C€ CUUTA, Y€ € HEOOXOMMO €JTHOKPATHO JHEBHO NPUIIOKEHHE 32 JICUSHHETO Ha MallueHTa,
JIOTIMHABUP/PUTOHABUP TaOJIETKU Moxe J1a Obje npuiarad karo 800/200 mg (wetupu 200/50 mg
TabJaeTkn), cbe Wim 0e3 xpaHa. EXHOKpaTHOTO THEBHO MPHIIOKEHUE, TPIOBa 1a ObJie OrPaHUIECHO
caMmo JI0 Te3W Bb3pPAaCTHH MAlMEHTH, IPH KOUTO ca HaJIHILE ChbBCEM MaJIbK OpOil CBBP3aHU ¢ IPOTE3HUS
naxuouTop (PI) mytammu (t.€. ¢ mo-manko ot 3 PI MyTrannu B ChOTBETCTBHE C PE3yJITATUTE OT
KIIMHUYHUATE [IPOYYBAHMUS, BIXKTE TOUKA 5.1 3a MBITHOTO OMUCAHUE HA MOIMYJIANMTa), KaTo TpsiOBa aa
ce MMa IpeJBU U pUCKa OT I0-MajKaTa CTEIeH Ha OJAbpKaHe Ha BUPYCOJIOTHYHO NTOTUCKaHE (BX.
TouKa 5.1) ¥ MO-BUCOKHS PHCK OT Auapus (BXK. Touka 4.8), B CpaBHEHHUE C IPENOPhUYUTEIIHATA
CTaHJapTHA CXeMa Ha IIpUiIaraHe /Ba I'bTH JHEBHO.

Tleouampuuna nonynayus (Ha evspacm 2 200uUHU U noseye)

Jo3zara Ha nonmHaBup/putonaBup tadnerku (400/100 mg 1Ba MbTH AHEBHO) 32 BH3PACTHH MOJKE /1a CE
u3Mnon3Ba npu aena c terio 40 kg i nmoseye niu ¢ tenecHa nosbpxaoct (TII)* mo-ronsima ot

1,4 m>. [pu nena ¢ Terno nox 40 kg nnu ¢ TII mexny 0,5 n 1,4 m” KOMTO MOTAT Ja IbJITAT TaOJIETKH,
MOJIsl BIDKTE yKa3aHUATA 3a J03UpaHe B TabiuiuTe mo-noiy. Ha 6a3ara Ha HaTMYHUTE KBM MOMEHTA
JaHHH, JIOMMHABHP/PUTOHABHP HE TPsOBa a ObJe MpHIaraH BEIHBXK JHEBHO U MeTUATPUIHH
MManueHTH (BXkK. Touka 5.1).

Cnoco6HOCTTa HAa KbpMaueTaTa M MaJIKUTE Jlella J1a IBJITar Isuia TabieTka TpsOBa 1a Ob/ie mpereHeHa
npenu Aa OpJe npeanucad JonuHaBup/puronasup 100/25 mg tabierku. 3a kKbpMadeTa 1 Mallky JIe1a,
KOHTO HE MOTaT Ja IOITbIIAT TabJIeTKH, TPsAOBa 1a ce MPOBEPHU 32 HATMYMETO Ha MO-NOAXOISIIN
JeKapCcTBEHU (HOPMH, ChIbPSKAIIH JIOTHHABUP/PUTOHABHP.

Tabnmara mo-10ry ChabpkKa yKazaHHs 3a Jo3UpaHe Ha JonuHasup/putoHasup 100/25 g tabnerkn
Bb3 OCHOBA Ha TeNnecHOTO Terno u TII.

Yka3anus 3a 103UpaHe B eIUATPUATA (€3 eHOBPEeMEHHO NPUJIOKeHHe ¢ eaBUPEHI] HIIH
HEeBHpaNuH*
Terno (kg) Tenecna nosspxuoct (m?)  |[Ipenopwsusan Gpoit TabneTKH OT
100/25 mg nBa mbTH THEBHO
15 no 25 >0,510<0,9 2 tabnetku (200/50 mg)
> 25 no 35 >09m0<14 3 tabnetku (300/75 mg)
> 35 >14 4 tabnetku (400/100 mg)

*MpenopbKUTE 3a JO3UPaHE Bb3 OCHOBA Ha TETJIOTO ca 0a3WpaHu Ha OTpaHUYCHU JaHHH

3a ynoOCTBO Ha MALMEHTA, 34 IOCTUTaHe Ha MPENOPbUYUTENHATA 1032 MOXKE J1a ObaT H3MOJI3BaHU
tabnetkute nonmHaBup/putonasup 200/50 mg, caMOCTOSTENHO WM B KOMOMHAIINS C TA0JIETKUTE
nonmHaBup/putoHasup 100/25 mg.

* TenecHaTa MOBBPXHOCT MOXe Jia ObJIc U3YHCIICHA MO cieaHaTa GopMya;

TenecHa OBBPXHOCT (M%) = \ (pweT (cm) x TenecHo terio (kg) / 3600)

Jeya na 6v3pacm noo 2200unu

BesonacHocTTa M ehUKacCHOCTTA TIPH Jielia Ha Bh3PACT MO 2 TOAWHU BCE OIIE HE € YCTAHOBEHA.

HannuHuTe MOHACTOSINEM JAHHHU Ca OMTUCAHU B TOYKA 5.2, HO MPEMOPhKH 3a JO3UPOBKA HE MOXKE J1a
ObBIaT JaJeHHU.




Covnvmcemeawa mepanus: E¢pasupeny unu nesupanun
Tabnumara mo-10Ty ChIBpXKa yKa3aHHs 3a JO3UpaHe Ha JIONHHABHP/PUTOHABHP TaONETKH, B3 OCHOBA
Ha TII, korato ce mpuiara B KOMOMHAIM ¢ e(paBUPEHL] UM HEBUPAIIMH IPH Je11a.

Yxazanusd 3a 103upaHe B eIUMATPHUATA IPU eHOBPEMEHHO NPUJIOKeHHe ¢ epaBUPEHI] HIIH
HeBUPANHUH

IBa nbTH AHeBHO. [loaxopsiaTa 103a MOXKe J1a ce MMOCTHTHE C
TenecHa mOBBPXHOCT (M%)

nonunasup/putoHasup: 100/25 mg u 200/50 mg.*

[IpenopbunTETHOTO MPHUIOKEHUE HA JIOMMMHABAP/PUTOHABHD (IMg) €

HaJIMYHUTEC ABa B4 TaOJIETKU ¢ KOJUYSCTBA HAa aKTHBHUTE BEIICCTBA

>0,5t0<0,8 200/50 mg
>0,8t0<1,2 300/75 mg
>12to<14 400/100 mg

>1,4 500/125 mg

*TaOneTkuTe He TPAOBa Ja ce IbBUAT, UyIST WIK pa3TpoLIaBar.

Yepnoopobdo yspescoane

ITpu nadexrupanu ¢ HIV nanueHTty c neku 10 yMEpeHH 4epHOAPOOHU YBpEXKAaHUs € HaOJII0JaBaHO
MOBHIICHUE HA EKCIIO3UIMATA HA JIOMMHABHD OT pubnusutenso 30%, HO He ce OYaKBa Jia € OT
KIMHUYHO 3Ha4YeHue (BXK. Touka 5.2). HsiMa 1aHHM 32 TALMEHTH C TEKKU YepHOIPOOHH YBPEKIaHHUS.
JlonnHaBUp/pUTOHABUD HE TPSIOBa Ja ce Mpuiiara Mpy Te3u ManueHTH (Bxk. Touka 4.3).

bvbpeuno ygpeoicoane

Toii kaTo OBOPEYHUAT KIMPBHHC HA JJOMMHABUD U PUTOHABUD € HE3HAYHUTEIICH, HE CE OYaKBa
MOBUILIABAHE HA [UIA3MEHUTE KOHIIEHTPALUH IIPH MALUCHTH ¢ Ob0peyHo yBpexnaune. [lopaau
BHCOKATA CTETICH Ha CBhP3BaHE Ha JIOMMWHABHDP U PUTOHABHP C TUIA3MEHHUTE MPOTEHHHU, MAJIKO
BEPOSATHO € Te Ja ObJaT OTCTPAaHEHH B 3HAYHMTEIIHA CTEIICH Ype3 XeMOJHAaIN3a WX IEpUTOHeaTHa
JMaIn3a.

bpemennocm u cned poounen nepuoo

. He ce nHanara kopurupane Ha Jj03aTa JIOMIHABHP/PUTOHABHP IO BpeMe Ha OPEMEHHOCT U CIIex
POMIIEH MEPUO.
. [Ipu GpemMeHHH >KE€HH HE Ce IIPEIophYBa IPHEM Ha JIONMHABUADP/PUTOHABHD BEIHEXK JHEBHO,

rmopaau Jiurica Ha q)apMaKOKI/IHCTI/I‘IHI/I U KIIMHUYHHU JaHHU.

Hauun Ha nprinoxeHune

TaGueTkute NONMHABUP/PUTOHABUP CE MPUIIarar NepopajIHo U TpsAOBa Aa ce mpuemar ey U He
TpAOBa Ja ce IbBUAT, UYISAT WIK pa3Tpomasar. TabaeTkuTe JOMMHABUP/PUTOHABHP MOXKE J1a ce
Ipuemar cbc WM 0e3 XpaHa.

4.3 IIporuBomokazaHus

CBpBX4YYBCTBUTEIIHOCT KbM aKTUBHUTE BEILIECTBA MU HIKOE OT MOMOIIIHUTE BEIECTBA, U30POCHU B
Touka 6.1.

Texka qepHoL[po6Ha HCAOCTAaTBb4YHOCT.

Ta6nerkure JlonunaBup/PutonaBup Viatris ChAbpKaT JOMUHABUP ¥ PUTOHABUP, KAKTO SITUHHSAT, TaKa
U IpyTHAT OT KonuTo ca maxnonTopn Ha CYP3A m3odopmara na P450. JlonnHaBup/putoHaBup He
Tpsi0Ba J1a ce Mpuara eJHOBPEMEHHO C JIEKAPCTBEHU NMPOMYKTH, YUUTO KIMPBHC € 3aBUCHM B TOJIIMA
creneH oT CYP3A 1 3a KOMTO ITOBHIIIEHUTE CTOIHOCTH B IIa3MaTa ca CBbP3aHH ChC CEPUO3HU U/IIIH
KHMBOTO3ACTPAIIaBaIlN ChCTOSHUSA. Te3H JIeKapCTBEHH NPOIYKTH BKIIIOYBAT:



Knac na JlekapcTBeHH O06ocHOBKA
JIeKapCcTBeHUs! NPOAYKTH B KJaca
NPOAYKT

IToBMILIEHM CTOMHOCTH HA CHIIBTCTBANIU JICKAPCTBCHU IIPOAYKTH

Anca,-
AJlpeHopenenTopHu
AHTarOHUuCTH

Andy3zo3un

[ToBuIIeHN KOHIICHTpANK Ha andy303uH, B
IIa3Mara, KOeTo MOXKe Ja JIOBEIe 10 TeKKa
XHUIIOTOHHA. EIHOBpEMEHHOTO IIPHIIOKEHHE C
andy3031H € MPOTHBOIOKA3aHO (BXK. ToukKa 4.5).

AHTHAaHTUHO3HU

Panonaszun

[oBuIeHN MTa3MEHN KOHIIGHTPALUH Ha
paHoNIa3uH, KOETO MOJKE J1a MOBHIIH PUCKA OT
CEPHO3HHU H/MIIN KHBOTO3aCTPAIIABAIIN PEaKIIUH
(Bk. Touka 4.5).

AHTHapUTMULIU

Amuonapos,
JIpOHEAAPOH

[NoBuIIeHN KOHIIEHTPALUK Ha aMUOJAPOH U
JpoHenapoH B masmara. CliefoBaTeIHO PUCKBT
OT apUTMHUU WJIH JPYTH CEPUO3HH HEXKEIaHH
peakiuu ce nopuiasa (Bx. Touka 4.5).

AHTHOHOTHIIN

Dy3uINHOBA KHCEINHA

[ToBuIIeHN KOHIICHTpAIMK Ha (Qy3UI0Ba
KHCENMHA B I1a3MaTa. ETHOBPEMEHHOTO
HpHIIOXKeHNe ¢ (y3ua0Ba KUCEINHA €
HPOTHBOIIOKA3aHO IPH IEPMATOIOTHIHU
nHbeKknuu. (BXK. Touka 4.5).

[IpotuBopakoBu

Hepatunu6

[oBuiIeHN MIa3MEeHN KOHIEHTPALUH Ha
HEepaTHHUO, KOETO MOXKE J1a TOBHIIIN PHCKa OT
CEpUO3HHU W/WJIH KHBOTO3aCTPAIIABAIIH PEAKIINU
(Bk. Touka 4.5).

Beneroxknakc

[ToBuIIeHY MIa3MEHU KOHIICHTPAINH Ha
BeHETOKJIAaKC. [I0BHIIIEH PUCK OT CHHAPOM Ha
TYMOpEH pasIaJl B Ha4ajaoTo 1 M0 BpeMe Ha
(azaTa Ha TUTpUpaHE Ha Jo3aTa (BXK. Touka 4.5).

AHTPIHOI[anOSHH

Konxumnna

[oBuIIeHN KOHIIEHTPAIMH Ha KOJIXHUIUH B
razMaTta. PHCK OT Cepruo3HU W/HIH
JKMBOTO3aCTpAIaBaIlIN PEAKIIH IIPH TALUCHTH C
OBOpeyHH U/ Ui YepHOAPOOHU HAPYIIEHHUS (BXK.
touku 4.4 u 4.5).

AHTUXHCTaMHUHU

AcTteMmusou,
TepheHaanH

[oBuIeHN KOHIIEHTPAIMH Ha aCTEMHU30JI U
TepdeHaauH B ma3MaTa. CieJ0BaTeIHO, PUCKBT
OT CEPUO3HHU apUTMHUH OT TE3H JICKapCTBa Ce
yBennyana (BXK. Touka 4.5).

Ad”THIICUXOTHLIN/
Hesponentnnn

Jlypasunon

[oBuIlIeHN MJIa3MEHU KOHIIEHTPALIMHU Ha
Typa3HI0H, KOETO MOKE Jia TIOBUILU PUCKA OT
CEPUO3HU W/WJTK )KMBOTO3aCTPAILIABAIIM PEAKIUH
(Bx. TOuKa 4.5).

ITumo3un

IloBumenu KOHICHTpAaU Ha TUMO3U/] B
miaszmara. ClieIoBaTeIHO, PUCKBT OT CEPHO3HU
XEMATOJIOTUIHHN OTKJIOHCHUA WA APYTU
CEpUO3HHU HeXEJaHW PEaKHH OT TOBA JICKAPCTBO
ce yBenmuana (BX. Touka 4.5).

KBernanun

[NoBuILIEHN KOHIIEHTPAIMK HAa KBETHAIUH B
II1a3Mara, KOeTo MOXKe Jia TOBEJIe 10 KoMa.
EnHOBpeMEHHOTO NPHIIOKEHHE C KBETHAIIMH €
MIPOTUBOIIOKA3aHO (BXK. TOYKa 4.5).

Epro ankanonnn

JuxugpoeproraMus,
€pProOHOBUH, EPrOTAMHUH,
METHJIEPTOHOBUH

HOBI/IHJGHI/I KOHHeHTpaHI/II/I Ha epro I[epI/IBaTI/ITeB
I1azMara BoJAu 40 OCTpa €pro TOKCHYHOCT,
BKJIFOYBAIIla Ba30CIIa3bM U UCXEMUS (B)K. TOYKa
4.5).




Knac na JlekapcTBeHH O06ocHOBKA
JIEKaApPCTBEHUSA NMPOAYKTH B Kjaca
NPOAYKT
IIponyxtn nszanpun IloBrnIeHN KOHIEHTPALMK HalU3apy/I B
CTUMYJIUpAIIN riazMata. Cie0BaTesIHO, PUCKBT OT CEPUO3HH
HepUCTalITUKaTa apUTMMU OT TOBa JIEKapCTBO CE€ IIOBUILIABA (BXK.
TouKa 4.5).
JupextHo neiictamu | EnbacBup/rpasonpesup | IloBuileH pUCK OT IOBHUILIABaHE Ha AlaHUH
AHTUBHPYCHHU CPEJICTBA amuHOTpanc(epasata (ALT) (Bxk. Touka 4.5).
cpelly BUpyca Ha OmoOutacBup/mapuranp | IloBuiieHu ra3MeHy KOHLIEHTpAlUy Ha
xematut C €BUP/PUTOHABUP CHC MapUTaINPEeBUP, IOPAIN KOETO Ce YBEJINYaBa U
unu 6e3 ga3adyBup PpHUCKa OT NOBHUIIIaBaHE Ha aJJaHUH
amuHOTpaHchepasata (ALT) (Bxk. Touka 4.5).
JlunupomMoauuIMpaIy cpescTBa
HMG Co-A JloBacTaTus, IloBHnIEHN KOHIIEHTPALMK Ha JIOBACTATHH U
pelnyKTa3Hu CHUMBACTaTHH CHUMBACTaTHH B IU1a3MaTa. Ce0oBaTeTHO PUCKBT
UHXUOUTOPH OT MHONATHUs, BKIIOUUTETHO PablOMUOIIM3a Ce
yBenuuana (Bx. Touka 4.5).
WNuxuburop Ha JlomuTtanua [oBuieHn ma3MeHn KOHLETPaluy Ha
MHUKPO30MHUS momuTanua (BXK. Touka 4.5).
TPUTTTULIEPHT
Tpanchepuparg
nporeud (MTTP)
®dochoanecrepaznu ABanagun [ToBumIeHN KOHIIEHTpALMK Ha aBaHa(WI B
nnxubutopu (PDES) mra3mara (Bx. Touku 4.4 u 4.5)
Cungenadun Korato ce npunara 3a jiedueHue camo Ha
nyJIMoHapHa aprepuanHa xunepronus (ITIAX) e
npoTHUBONOKa3aH. [l0BUIIEHN KOHIIEHTpalMK Ha
cunaeHadun B masmara. Cie10BaTesHO, PUCKBT
OT CBBP3aHH ChC CHIICHA(DHII HEeXKeTaH!
CcHOUTHS (KOETO BKIIIOUBA XUTIOTOHUS I CHHKO )
ce yBennuaBa. Bikre Touka 4.4 u Touka 4.5 3a
€IHOBPEMEHHO MPUIIOKEHHE Ha CHIleHaduI
IIPU TALMEHTH C epeKTHIIHA JUCHYHKIHS.
Bapnenadun [oBuIIeHN KOHIIEHTPALIUK Ha BapAeHA(HI B

ma3mara (Bxk. Touku 4.4 u 4.5).

CenaTUBH/XUITHOTHIIN

IIepopanno Muaszonam,
TpHazoyiaMm

[ToBHumIeHN KOHIIEHTPAIIUHN HA TIEPOPATHO
MPHUJIOKEHN MHUJIA30JIaM ¥ TPHa30JiaM B
ra3mara. CieoBaTeHo, pUCKbT OT
MPEKOMEpHA CeAallvsl U pECITUPaTOpHA JIENpecus
OT TE€3U MPOAYKTH CE yBEINYaBa. 3a MOBUIIICHO
BHHUMAaHHE MPU TAPEHTEPATHO MPIIOKEHUE HA
MMA30JIaM BHIKTE TOUKa 4.5.

HamaJieHH CTOIHOCTH Ha JleKApPCTBEHHUSs MPOAYKT JONUHABUP/PUTOHABUP

PacTutennu npoayKTH

JKbaT KaHTapUOH

BuikoBH IPOIYKTH, ChABPIKAIIY KBIT
KaHTapuoH (Hypericum perforatum) nopaan
PHCK OT HaMaJIeH! KOHICHTPAUK B TIa3MaTa U
HaMaJICHU KIIMHUYHY e()eKTH Ha JIOTUHABUD U
puTOHaBHUD (BX. Touka 4.5).




4.4 ChneuuajHu mpeaynpe:KaeHHs] H MPeaNna3Hu MepPKHU NpH ynorpeoda
Tayuenmu cvc convmemaawyu 3a00136aHUS.

YepHOoAPOOHO YBPEXKIAHE

BezonacHocTTa M ehukacHOCTTa Ha JIOMMHABUP/PUTOHABUP TPH MAIUEHTH ChC CHI'BTCTBAILHU TEKKH
YepHOAPOOHM HapyIIEHUs He € ycTaHOBeHa. JIOMMHAaBUP/pUTOHABUD € IPOTHBOIOKA3aH MPH
MAIMEHTH C TeXKKH YepHOAPOOHH yBpekaaHus (Bxk. Touka 4.3). [lanueHTn ¢ XpoHUdeH xenatut B wim
C, nexyBaHu ¢ KOMOMHUPAHO aHTHUPETPOBUPYCHO JICUCHHE Ca C MIOBHILIEH PUCK OT TEXKKH U
MOTEHIIMATHO JICTATHU YepHOPOOHH HEXENaH! peakiuu. B ciryyail Ha ChIIbTCTBAIA AaHTUBUPYCHA
Tepanus 3a xenatuT B unmu C, Mo, oTHeceTe ce KbM ChOTBETHATA KPAaTKa XapaKTEPUCTUKA Ha TE3U
JIEKapCTBEHU MPOAYKTH.

[To Bpeme Ha KOMOMHHPAaHOTO aHTHPETPOBUPYCHO JICUCHHUE, TTAUEHTHTE C MPEANISCTBAIIIO
HapyIlIeHHEe Ha YepHOAPOOHAaTa (DYHKIINS, BKIIFOYHTEITHO XPOHUYCH XEIIATUT, IMAT IMOBHUIIICHA YeCTOTa
Ha OTKJIOHEHHS B YepHOAPOOHHUTE (PYHKIHMOHAIHY [TOKA3aTeIH U TPsAOBa a ObIaT Mpocie s iBaHu
cIIopel CTaHIapTHATa MpakTHKa. [Ipy TakuBa ManMeHTH, aKo IMa JaHHH 3a BJIOIIaBaHE Ha
4epHOAPOOHOTO 3a00IIsiBaHe, TPsIOBaA Aa ce MMa MPEABH] IPEKbCBaHE WM NPEyCTAaHOBSIBAaHE Ha
JEYECHHETO.

[ToBuiieHn CTOMHOCTH Ha TPAaHCAMHHA3U ChC WM O€3 MOBHILEHN CTOMHOCTH Ha OWIMPYOHH ca Ouiu
cbobuasany npu HIV-1 MoHo-uH(EKTUPaHU U IPU UHAUBUAM, TPETUPAHH C 1IeJT IOCTEKCIO3UIIMOHHA
npoduIaKTHKa 10 7 JHU cJe]] 3all04BaHe Ha JICYEHHETO C JIOMMMHABUP/PUTOHABHD 3a€HO C APYTH
aHTUPETPOBUPYCHU CPEACTBA. B HAKOM cilydau HapylleHHeTO Ha YepHoApoOHaTa GpyHKIMs € Ouio
CEpHUO3HO.

[penw 3amouBane Ha JEYEHHETO C JIONMHABUP/PUTOHABUD TPsiOBa 1a OBIAT IPOBEACHH CHOTBETHHUTE
71a00paTOpHU TECTOBE, a II0 BpEMe Ha JICUCHHUETO TPsIOBA [a ce MPOBEXJa CTPUKTHO MPOCIEIIBAHE.

BrOpeuHo yBpexgaHe

Twit kaTo OBOPEUHHAT KIMPHHC Ha JOMMHABHD M PUTOHABUD € HE3HAUNTETICH, HE CC OYaKBaT
MOBUILICHU KOHIIEHTPALMHK B M1a3Mata IIpU MalleHT! ¢ 6b0pedno yBpexnane. [lopaau Bucokara
CTEIIEH HA CBHP3BAHE HA JIONMHABUP ¥ PUTOHABUD C IJIa3MEHUTE NIPOTEMHHM, € MAJIKO BEPOSATHO TE Ja
ObaT OTCTPAHEHU B 3HAUUTENHA CTEIICH Ype3 XeMOANAIN3a UIIU EpUTOHEeaTHa TUalIi3a.

Xemobwims

Mma cpo01ieHus 3a MOBUILEH PUCK OT KbPBEHE, BKIIOUUTEIHO CIIOHTAaHHU KOYKHH XeMaTOMH U
XeMapTpo3H NPH NMaMeHTH ¢ XxeMopwius Tun A U B, nekyBanu ¢ npoteasnu uaxuduropu. [Ipu Hiakon
MalMeHTH € 0wl npuwiarad fonbeiaHuTenHo gaxrop VIII. B nmoseue oT nmosoBHHaTa OT ChOOIIABAaHUTE
Clly4aw, JICYEHUETO C POTea3H! HHXUOUTOPH € MPOIBKEHO HIIH BBEIEHO OTHOBO, aKO MPEIH TOBA
€ OmIo mpeKkbcHaTo. Bh3MOKHA € MPUUMHO-CIIEACTBEHA BPb3Ka, BHIIPEKH Y€ MEXaHU3MBT Ha JieiicTBUE
He e u3sicHeH. [lopaau ToBa, manueHTHTe ¢ XeMOo(HIHs TpsOBa 1a ObIaT IpeaynpeIeHH 3a
BB3MOXKHOCTTa OT YBEJIIMYEHO KbPBEHE.

ITankpearut

Nma choOmmenns 3a ciiyyan Ha TaHKPEATUT MPH MAIlMEeHTH, IPUESMAIIIX JIOTIMHABUP/PUTOHABUP,
BKJTIOYHTENTHO T€3H, KOUTO Pa3BUBAT XUIEPTPUIIIMLIEpUAeMus. B moBedeTo ot Te3u ciryyan
MAIMEHTHTE ca UMAaJIk aHAMHE3a 32 MAaHKPEaTHUT W/WJIH ChITbTCTBAIIO JICYCHUE C APYTH JIEKAPCTBEHH
MIPOAYKTH, CBbP3BAHU C MMAHKPEATHT. 3HAUUTEIHOTO MOBUILIEHUE B CTOMHOCTUTE HAa TPUTTIHLIEPUIUTE €
PHUCKOB (akTop 3a pa3BuTHE Ha naHkpearut. [lanuenture B HanpenHana ¢gaza va HIV/CITNH moxe
Jla ca U3JI0KEHHU Ha PUCK OT NMOBUIIEHU CTOMHOCTH HA TPUIIIULIEPUIUTE U TAHKPEATHUT.



Tps6Ba na ce uMa peBU]L TAHKPEATUT, aKo ca HaJIULe KIMHUYHU CUMOTOMH (TaZieHe, OBPBIIaHE,
KOpeMHa 00JIKa) WM OTKIIOHEHHUSI B JTA0OPAaTOPHHUTE MOKa3aTeH (KaTo MOBUILICHN CTOHHOCTH Ha
JIMIa3a WIKM aMuilasza B cepyMa), Ipenosaraiy naukpeaTur. [lanuenture ¢ noJoOHU Npu3HaLK WK
CHUMITTOMH TPsI0Ba J1a ce OLICHSIBAT, a JICYCHUETO C JIONTMHABUP/PUTOHABUP J1a O'bJIe TIPEYCTAHOBEHO,
aKo ce IMOCTaBH JUarHo3a MaHKpeaTuT (BX. Touka 4.8).

CunzapoM Ha HUMYHHO PCAKTHBHPAHC

[To BpeMe Ha BbBEXKAaHE Ha KOMOMHUpaHaTa anTupeTpoBupycHa Tepanus (KAPT) npu nanuenTH ¢
TE)KBK UMyHeH neduiut, uadexrupanu ¢ HIV, Moxe 1a Bb3HUKHE Bb3MANIUTEIHA PEAKLU KbM
0E3CHMIITOMHH W OCTaThYHH, ONIOPTIOHUCTHYHH NIATOTEHH U JIa IOBEJIE 10 CEPHO3HU KIIMHUYHH
CHCTOSIHUS WM BIIOIIABAHE HA CUMIITOMHTE. TaKkuBa peakiiy TUIIMYIHO ca HAOIIOAaBaH! B PAMKHUTE
Ha ITBPBHUTE HAKOJIKO CEAMHUIN WX MecenH ot 3armouBaneTo Ha KAPT. [Toxxomsmu npumepu ca
[UTOMETAIOBUPYCEH PETHHHUT, TeHEPATU3UPAHN H/WITH JIOKATU3UPAHU MUKOOAKTEPUATHU HHPEKIUH,
U ITHEeBMOHUS, IPHYMHEHA OT Preumocystis jiroveci. Bcniku Bb3MATUTEHH CHMTOMHE TPsIOBa 1a
OBJaT OLIEHSBAHU M, KOTaTO € HE0OXOAUMO, /1a OBl 3aII0UYHATO JIEYEHHE.

IIpu nposiBU Ha UMYHHO peaKkTHUBHpaHe ce ChOoOIIaBa ChII0 32 aBTOMMYHHH HapylleHus (kato 6oject
Ha Graves 1 aBTOUMYHEH XeNaThT). Brlpekn ue cho0IeH0TO BpeMe Ha MPOSBICHUETO UM € MHOTO
Pa3NIUYHO, TO MOXKE Ja HACTBIIM MHOTO MECELU CJIe/l 3all0YBaHe Ha JIEYEHUETO.

OcreoHnekposa

Brnpeku ue eTnosnorusiTa ce npreMa 3a MHOro(akTopHa (BKJIOYBAILA TPUIIOKEHUE Ha
KOPTUKOCTEPOUIH, KOHCYMAIlHsl Ha aJIKOXO0J, TeXKKa UMYyHOCYIIpECHs, I10-BUCOK HHAEKC Ha TeJleCHa
Maca), ca cChOoOIIaBaHH CITy4ad Ha OCTEOHEKPO3a, 0COOCHO MPH MAalMeHTH ¢ HanpeaHano HIV
3a00JIsIBaHe U/WJIM C IPOABIDKUTEIHA eKCIIO3UIIMS Ha KOMOMHUpaHa aHTUPETPOBUPYCHA Tepamys
(KAPT). [TaumenTute TpsibBa na 6bIAT MOCHBETBAHU JIa THPCAT JEKAPCKH CHBET, aKO TOJIyYaT OOJIKH
B CTaBUTE, CKOBAHOCT HA CTABUTE WM 3aTPyTHEHUE B JBIKESHHUATA.

VY awinkaBane Ha PR unTepBaia

Joxa3aHo e, e KOMOHHAIIATA JOIIMHABNP/PUTOHABHP NPUYUHSIBA YMEPEHO aCHMIITOMATHIHO
yabibkaBaHe Ha PR-uHTepBana npu HAKOM 3paBu Bb3pacTHU UHAMBUAM. Cpes MalueHTHTe,
IIpUeMally JOIMHABUP/PUTOHABUD, PAIKO Ce ChOOIaBa 3a aTPMOBEHTPUKYJIapeH 010k ot II-pa uinu
III-Ta creneH mpu NaMEHTH C NOJIEKAIIO CTPYKTYPHO ChpAECYHO 3a00/BaHe U MPEIIIECTBALIH
aOHOpPMEHHU M3MEHEHMs B IIPOBOAHATA CUCTEMA WK IPH MAllEeHTH, IpUeMally JeKapcTBa, 3a KOUTO €
M3BECTHO, Y€ yabmkaBaT PR-uHTepBaNa (kaTo BepamaMuII WK aTa3aHaBup). JIOMIHABHP/pUTOHABHIP
TpAOBa Ja ce mpuiiara ¢ NOBUIIEHO BHUMaHHUE MIPU T€3H MAlMEHTH (BX. Touka 5.1).

Terno u METAOOJUTHH HapaMeTpU

[To BpeMe Ha aHTHPETPOBUPYCHA TEpaNKs MOKE 1a HACTHIIN yYBEJIMYaBaHE Ha TEIJIOTO U Ha
CTOMHOCTUTE HA JIUMUIUTE U TIII0K03aTa B KpbBTA. TakuBa IPOMEHU 10 U3BECTHA CTEIIEH MOXKE /1a
OBJaT CBHP3aHU C KOHTPOJIA Ha 3200 sIBAHETO M HAYMHA HA )KUBOT. OTHOCHO JIUTHIUTE, B HAKOH
Cllyyal UMa JJOKa3aTeJICTBa 33 eeKT Ha JICUSHUETO, IOKATO OTHOCHO yBEJIMYaBAHETO Ha TETJIOTO,
HsIMa TBBPAM JO0KAa3aTeJICTBA, KOUTO J]a CBHP3BaT TOBA C HAKAKBO KOHKPETHO JICUeHHE. 3a
MPOCIIEIBAHE HA JIUIHUANTE U TIIF0K03aTa B KPBBTA Ja CE IIPABU CIIPABKA C YCTAHOBEHUTE
pbKOBOACTBa 3a ledeHue Ha HIV. Hapymenus B nunuaure TpsiOBa aa ce JeKyBaT [0 KIMHUYHO
MOAXOASAI HAYUH.

BzaumonelcTBys ¢ A€KapCTBEHU TPOAYKTH

JlonunaBup/PutonaBup Viatris TabJIeTKH ChABbPAKA JONMHABUP U PUTOHABUP, KOUTO Ca HHXUOUTOPH
Ha CYP3A uzodpopmara Ha P450. Fima BeposTHOCT JTONMMHABUP/PUTOHABUD Ja TPEAU3BUKBA
MOBULICHNE HA KOHIEHTPALMHUTE Ha JIEKAPCTBEHH MIPOAYKTH B IJIa3Mara, KOUTO ce MeTabonn3upar
rmaBHO oT CYP3A. Te3u nmoBuIIeHN KOHIICHTPAIIMY Ha €THOBPEMEHHO IPHJIaraHy JIEKapCTBEHU



MPOIYKTH B ITa3MaTa MOJKE a YBEJIHUYAT WIN yIBIDKAT TEXHUS TePaleBTHUCH €(DeKT 1 HeXKeJIaHUTe
UM peakuuu (Bx. Touku 4.3 u4.5).

Cuman maxn6utopn Ha CYP3 A4, xato npoTeasHUTE HHXHOUTOPH, MOXKE JIa MOBUIIAT €KCIIO3UIUATA
Ha OEJJaKBUJIMH, KOETO MOTEHIUAIHO O1 MOITIO J1a MOBUIIH PUCKA OT HEXENaHHU PEaKIUH, CBbP3aHH C
6enaxBunuH. ITopanu ToBa, KOMOMHUPaHETO Ha OETAKBUJIMH C JIONMUHABUP/PUTOHABUD TPsiOBa 1a ce
n30srBa. AKo o6aye moj3ara HaJXBbpJs pUCKa, €THOBPEMEHHOTO PUIIOKEHHE Ha OSJaKBIIIUH C
JOMMHABUP/PUTOHABUD TPsOBa J1a ce U3BBPILBA peAnasnuBo. [Ipenopbusa ce mo-uecto
MOHHUTOPHPAHE Ha eJIEKTPOKapAHorpamMara U Ha TpaHCAaMHHA3HUTe (BXK. TOUKa 4.5 U HampaseTe CIpaBKa
¢ Kparkara xapakTepucTuka Ha IIPOJIyKTa, ChAbpPKaIll OeAaKBUIUH).

EnHOBpeMEHHOTO MPUIIOKEHHUE Ha JelaMaHu ¢be criieH naxuoutop Ha CYP3A (kato nonuHaBup/
PHUTOHABHP) MOXKeE Ja IOBUIIN €KCIIO3UIMATA Ha METa0OIUT Ha JeflaMaHu, KOWTO € CBBP3aH C
yabinkaBane Ha QTc. [lopanu ToBa, ako €IHOBPEMEHHOTO NMPUIIOKEHHE Ha JeTaMaHU/ C JIOMTUHABUD/
PHUTOHABUD C€ CUMTa 332 HEOOXOAUMO, NIPENOPBUBA c€ MHOTO yecTo MoHuTOpUpane Ha EKI" mpe3
LeJIus IepUOoJl Ha JIeYeHue ¢ AejdaMaHu] (BXkK. Touka 4.5 u HanpaBeTe cripaBka ¢ KpaTtkara
XapaKTepUCTUKA Ha IPOIYKTa, ChABbPKALL IeIaMaHu ).

JKuBoTo3acTpamaBamy | JIETATHU JIEKaPCTBEHU B3aUMOACIHCTBHS ca ChOOICHH NP TAIHEHTH,
JIeKyBaHU ¢ KOJIXUIUH 1 MomHN nHxuouTopn Ha CYP3A karo puronasup. EnHoBpemeHHOTO
MIPUIJIOKEHHUE C KOJIXUIMH € TIPOTHBOIIOKA3aHO, ITPH MAIIMEHTH ¢ OBOPEYHN W/IIIH YepHOIPOOHN
Hapyuienus (Bx. Touku 4.3 u4.5)

KomOuHupane Ha JONMHAaBUP/PUTOHABUD C:

- Tamanadu, MoKa3aH 3a JICUCHHE Ha ITyJIMOHATHA apTepHaIHa XHIICPTOHHS HE Ce
npenopbyBa (BX. Touka 4.5);

- PHOLIMTYAT HE e MPenopbyBa (BXK. Touka 4.5);

- BOparakcap He ce MpenopbyBa (BX. Touka 4.5);

- (y3uIuHOBA KHCEIHHA IPU KOCTHO-CTABHU HH(EKIIUH HE Ce MPernopbyBa (BXK. TOUKa
4.5),

- CaJIMETEepOJI HE Ce MpenopbhyBa (BxkK. Touka 4.5);

- puBapokcabaH He ce MpernopbyBa (BXK. Touka 4.5).

He ce npenopbuBa KOMOMHHPAHETO HA JOMMHABHP/PUTOHABHP C ATOPBACTATHH. AKO HPHIOKEHHETO
Ha aTOpBACcTaTHH ce MPEIeHN KaTo abCOOTHO HE0OXO0IMMO, TO TOH TpsOBa J1a ce IpHiIara BbB
BB3MOXKHO Hal-HHCKa [103a, IPY BHUMATEITHO MpociesBaHe Ha Oe3omacHocTTa. Heobxoaumo e chIio
BHIMaHHeE H TpsiOBa Jja ce 00CHAN HaMaJeHHe Ha JIO3UTE Ha JONMHABUD/PUTOHABHD aKo Ce
ynoTpe0siBa eTHOBPEMEHHO ¢ po3yBacTaTH. AKo e nokazano yeuenne ¢ HMG-CoA penykraznu
MHXUOHUTOPH, Ce MPErnopbhyBa MpaBacTaTHH WK (iyBacTaTuH (BX. ToUka4.5).

PDES5 unxubumopu

Heo0xonumo e 0co0eHO BHUMaHUe [IPU U3IKMCBaHe Ha cuiieHadui nwin Taganadui 3a JeyeHue Ha
epeKTUIIHA TUCYHKIMA IPHU TAUeHTH MOJTy4YaBally JOMHHABUP/PUTOHABUD. ETHOBpEeMEHHOTO
MPUJIOKEHUE Ha JIOMUHABUP/PUTOHABUD € TE€3U JIEKAPCTBEHH MPOLYKTH IPEAIoara ChbIiecTBEHO
yBeNM4YaBaHe Ha TEXHUTE KOHIETPAIIMH U MOJKE /1a JOBEJIE /10 CBhP3aHH CTPAHUYHH PEAKIH KaTo
XHUIOTOHHS, CHHKOII, 3pUTEITHI HAPYIIEHUS M IPOABIDKUTENHA epeKus (BXK. Touka 4.3).
EnHOBpeMeHHOTO NpHITOKeHHE Ha aBaHA(WIT WK BapAeHADIIT U JIONTMHABUDP/PUTOHABUD €
MIPOTHBOIIOKA3aHO (BXK. Touka 4.3). ETHOBpeMEHHOTO NPUIIOKEHNE Ha CHIAeHA( I H3MIMCaH 32
JeyeHue Ha 6enoapoOHa apTepualiHa XUIEePTOHUS C JJONMHABUP/PUTOHABUD € IPOTUBOIIOKA3aHO (BXK
Touka 4.3).

Heobxoxmmo e oco6eHO BHUMAaHHE TIPH MPEANICBAaHE HA JIOMIMHABUP/PUTOHABHP 1 JICKAPCTBCHU
MIPOAYKTH, 32 KOUTO € U3BECTHO, Ye MHIYLUPAT yAbkaBaHe Ha QT UHTepBaa, Kato:
xJIopdeHUpaMuH, XMHUAUH, EPUTPOMULINH, KIAPUTPOMHULIUH. JIeHCTBUTEIHO, JIONMHABUP/PUTOHABUP
MOXe€ /12 YBEJIHMYH KOHIICHTPAUUTE HA €AHOBPEMEHHO NPUIAraHUTE JICKAPCTBEHU IIPOAYKTH U TOBA
MOJKE J1a IOBEJIe JI0 YCHJIBAaHE Ha TEXHUTE HeXKeJIaHU PEaKLUHU BpXY cbpleTo. ChbpAedHH ChOUTUS
Ipu yroTpeda Ha JTONMMHABUP/PUTOHABUD Ca CHOOIIABAHH B MPEIKINHAYHI IPOYIBAHNS;



CIIeIOBATEIHO, TIOTCHIMATHHUTE ChPICYHH ePEeKTH Ha JONMHABUP/PUTOHABUD 3acera He MOXKe Ja
OBJaT M3KITFOYeHH (BK. TOUkH 4.8 1 5.3).

EnHOBpeMEeHHOTO NPHIIOKEHHE HA JIONTMHABUP/PUTOHABUP C PU(DAMIHUIIMH HE Ce MPENopbYBa.
Pudamnuina B KOMOUHAIMS C JTONUHABUDP/PUTOHABUD IPEIU3BUKBA CHITHO OHIKEHHE Ha
KOHIICHTpAIHATA Ha JIONMMHABUP, KOETO OT CBOSI CTPaHa MOXKE 3HAYUTEITHO J]a HAMAJIN TeParleBTHIHUS
e(eKT Ha JTONTMHABUD. AJIEKBaTHA €KCIIO3UIMSI Ha JIOMTMHABUP/PUTOHABHUP MOXKE J]a Ce IIOCTUTHE,
KOTraTo ce U3IO0JI3Ba II0-BUCOKA J1032 JIOMMHABHP/PUTOHABHP, HO TOBA € CBBP3aHO C MO-BHCOK PUCK OT
YepHOAPOOHA U CTOMAIIHO-YPEBHA TOKCUYHOCT. CIeI0BaTEeIHO, TAKOBA €THOBPEMEHHO MTPUIIOKEHHUE
TpsiOBa Jla ce U305TBa, OCBEH aKO HE Ce MPEIEHH KaTo CTPOro HE0OXOANMO (BXK. TOUKa 4.5).

EnHOBpEMEHHOTO MPUIIOKEHHE Ha HA JIONMHABUP/PUTOHABHP U (IIyTUKA30H WIH APYTH
KOPTHKOCTEpOUIH, KouTo ce MeTabonmuzupar or CYP3A4, takuBa kato Oy eHO3HU] 1 TPHAMIIMHOJIOH
HE ce MPernopbyiBa, OCBEH aKo MOTEHIMAIHATA N0JI3a OT JEYCHUETO HAJIBHUIABa PHCKA OT CUCTEMHHU
KOPTHKOCTEPOUIHH e(peKTH, BKIoYBamy cuHapoM Ha Cushing u axpeHanHa cymnpecus (BXK. TOUKa
4.5).

Hpyru
JlonmuaBup/putoHaBup He nekyBa AepuantuBHO HIV nadexmusara ninu CITUH. [Tanuentute,

MpHEMAIIH JIOMTUHABUP/PUTOHABUP, MOXKE BCE OIIE JIa Pa3BUAT HHPEKIIUU WK JPYTH 3a00JsIBaHuUS,
cebp3anu ¢ HIV u CIIMH.

Jlonuuasup/Puronasup Viatris ceabp:ka HaTpHil

Toszu nexkapcTBeH MPOAYKT ChIbpiKa MO-Majko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXe Aa
Cce KaXke, 4e MPAKTUUCCKH HE ChABPKA HATPHIA.

4.5 BzaumMopeiicTBHA C IPYIM JIeKapCTBeHHU NPOAYKTH U Apyru ¢opmMu Ha B3anMo/ieiicTBue

JlonunaBup/PutonaBup Viatris TaOIETKH ChABPKA JIONHHABUDP U PUTOHABUP, KOUTO Ca HHXUOUTOPH
Ha CYP3A m3odopmara va P450 in vitro. ETHOBpeMEHHOTO NPUIIOKEHNE Ha JIOTIMHABUP/PUTOHABUD H
JIEKApCTBEHHU TMPOJYKTH, KOUTO ce MeTabonu3upaTt ocHoBHO 0T CYP3A Moxke 51a toBesie 10 OBUILICHH
KOHIIEHTpALMK Ha APYTHs JEKapCTBEH MPOAYKT B IJIa3MaTa, KOETO MOXKE J1a YCHIIN WIH YIBIDKU
HETOBUTE TEPANeBTHYHH U HeXXeNlaHu peakiun. JlonuHaBup/putoHaBup He naxudupa CYP2D6,
CYP2C9, CYP2C19, CYP2E1, CYP2B6 unu CYP1A2 npu KIMHUYHO NPUTIOKUMUTE KOHIIEHTPALIUI
(Bk. Touka 4.3).

JoxkazaHo e, 4e in vivo JIONWHaBUP/PUTOHABUP MHAYLMPa COOCTBEHUS CU METaOOJIM3bM U YBEINYaBa
OuotpaHchopManuATa Ha HIKOM JIEKapCTBEHHU NPOAYKTH, METa00IN3UPAHU OT €H3UMHATa CUCTEMa
nutoxpom P450 (Bxkmountenno CYP2C9 u CYP2C19) u upe3 rimokopyHupane. ToBa Moxe 11a 1oBeze
JI0 TIOHIPKEHH KOHLIEHTpaLMUTE B IUIa3MaTa U Bb3MOYKHO HaMallsgBaHe Ha epUKacHOCTTa Ha
€HOBPEMEHHO MPWIATraHUTE JIEKAPCTBEHU MPOTYKTH.

JlexapcTBeHUTE MPOIYKTH, KOUTO Ca MPOTUBOMOKA3aHHU, 0COOEHO IMOPaai OYaKBaHATA CTETICH Ha
B3aMMO/ICICTBUE U MOTCHIINAT 32 CEPUO3HU HEXKEJIaHH ChOUTHS, ca n30poeHH B Touka 4.3,

Bcuuku mpoy4BaHus 32 B3aUMOJISHCTBHSL, OCBEH KOTATO HE € MIOCOYCHO APYTO, Ca IPOBEICHH C
W3M0JI3BaHE Ha JIONMHABUP/PUTOHABUP KaIICYJIH, KOUTO AaBaT MpuOmm3uTenHo 20% mo-Hucka
€KCTIO3WIIMsI Ha JIONMTUHABUD, B cpaBHeHHUe ¢ TadbneTkute 200/50 mg .

B TabnunaTa mo-noiry ca npeicTaBeHN H3BECTHUTE M TEOPETUIHH B3aMOICHCTBHS ¢ M30paHH

AHTUPETPOBUPYCHU U HE-aHTUPETPOBUPYCHH JIEKAPCTBEHHU NMPOAYKTH. TO3U CIUCHK HE € NpeABUICH
Ja Ob1e bJeH WK u3uepnatened. Heodxoaumo e na ce npaBsaT cupaBku ¢ otaenHute KXII.
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Tabunia Ha B3aUMOIEHCTBUSTA

B3aumoeiicTBuATa MEX Ty JIOMMHABUP/PUTOHABUD U €THOBPEMEHHO MPHIIATaHUTE JIEKAPCTBEHH
IIPOAYKTHU ca MIPEeJCTaBeHH B Ta0OnuIaTa 10-10Jy (IOBUIIEHUETO € 03HAUCHO € “1”, IOHUKEHUETO ¢
“|”, muncaTa Ha mpoMsiHa ¢ “«>”, BeAHbX AHEeBHO ¢ “BJI”, nBa bt nueBHO ¢ “II1J1” 1 Tpu mbTH

maeBHO ¢ "TII").

AKXO HE € TOCOYEHO ApPYTo, Np€ACTaBEHUTEC MO-A0J1y IPOYUYBAHUS Ca IPOBEACHU C IPETIOPBUYNUTEIIHATA

71032 JIONMHABUP/PUTOHABUD (T.

e. 400/100 mg nBa MbTH THEBHO).

EnHoBpemMeHHO nnpujaraHo
JIEKApPCTBO IO
TepaneBTHYHA 00J1aCT

EdexTn BbpXy cTOHOCTHTE HA
JIEKapCTBOTO

CpenHa reoMeTpuyHa MPOMsIHA
(%) B AUC, Cuax, Cuin
MexaHHU3BM HA B3aUMOJeliCTBHE

Kiunu4Hu npenopsKu no
OTHOLIEHME HA e/IHOBPEMHHOTO
NPUHJIOKEHHE C
JlonmnnaBup/PutonaBup Viatris

Anmupempogupycnu cpeocm

ea

Hyxneosuonu/Hyxneomuonu u

Hxubumopu na oopamnama mpanckpunmasa (NRTIs)

CraByauH, JlamuBynius

JlonmHasup: <>

He e HeoOxoanMo ajantupaHe Ha
Jo3ara.

AbaxaBup, 3uIOBYIUH

AbaxkaBup, 3UIOBYIUH:
Konnenrparuure Mmoxe ja 0Obaat
MMOHMKEHH MMOPAIN TOBUIIEHOTO
TJIFOKOPYHUPAHE OT

Knuauynara 3HaUMMOCT Ha
TOHMXCHUETO Ha KOHUCHTPAILIUUTE
Ha a6a1<aBHp 1 3UAOBYJHUH HE €
HU3BCCTHA.

TeHO(OBUP TU30TPOKCHIT)

JlonuHaBup: <

JIOTIMHABUD/PUTOHABU]D
Teno¢oBup TU3OMPOKCHIT Tenogosup: He e HeoOxoanmo aganTupane Ha
¢dymapar, 300 mg B AUC: 1 32% Jlo3aTa.

Crax: & [To-BuCOKHTE KOHIICHTPAIUH Ha
(exBUBaJIeHTHH Ha 245 mg Chin: T 51% TEHO(OBHUDP MOXKE JIa TOTEHIUPAT

CBBp3aHHUTE ¢ TEHO(OBUD
HEXXEJaHU ChOUTHSL, BKIFOUUTEITHO
OBOpeYHN HAPYIICHHMSL.

He-nyxneosuonu unxubumopu

Ha obpamnama mpanckpunmaza (NNRTIs)

Edasupenn, 600 mg B

JlonuHaBup:
AUC: | 20%
Cmax: | 13%
Cuin: | 42%

Edasupenn, 600 mg B/1

(JlonunaBup/putoHaBHUp
500/125 mg AI1[)

JlonmHasup: <>
(B cpaBuenue ¢ 400/100 mg AT,
IIPUII0KEH CAMOCTOSATEIIHO)

[Ipu eqHOBpEMEHHO NPUIIOKEHUE C
edaBHpeHIl, 103aTa Ha TAOIETKUTE
JlonunaBup/PutonaBup Viatris
TpsiOBa J1a ce YBEIMYH HA

500/125 mg nBa mbTH AHEBHO.
JlonunaBup/PutonaBup Viatris He
TpsI0Ba J1a ce MpUiIara BeJHBX
IHEBHO B KOMOMHAIUS C
ehaBUpEHIL.

Hesupanun, 200 mg AT1/]

JlonuHaBup:
AUC: | 27%
Cmax: | 19%
Cuin: | 51%

[Ipu eqHOBpEMEHHO NPUIIOKEHUE C
HEBHUpAIMH, 103aTa Ha TaOIeTKUTE
Jlonmuasup/Puronasup Viatris
TpsOBa Jace yBeIH4YH Ha

500/125 mg nBa mbTH JTHEBHO.
JlonunaBup/PutonaBup Viatris He
TpAOBa J1a ce mpujiara BeIHbK
JIHEBHO B KOMOHMHAIIHSA C
HEBUPAIHH.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

EtpaBupun ETpaBupuH : He e HeoOxoauMo agantupaHe Ha
(JlomunaBup/puToHaBUP AUC: | 35% Jo3ara.
tabnetkn 400/100 mg JAITT) | Cuin: | 45%
Cumax: | 30%
JlonmHasup :
AUC: &
Cmin: | 20%
Chax: ©
PunnuBupun Punnusupun: EnHoBpeMeHHO Npuiio)keHHe Ha
(JlomuHaBup/puTOoHaBHP AUC: 1 52% JlonunaBup/PutonaBup Viatris ¢
kancynu 400/100 mg AIT) | Cuin: T 74% PWINKMBHUPHUH BOAM O MOBUILIABAHE
Cinax: T29% Ha KOHIIGHTpanuATa Ha
PWINUBHUPHH B IJIa3MaTa, HO HE Ce
JlonuHaBup: HaJlara aJlaliTUpaHe Ha J103aTa.
AUC: <
Cin: | 11%
Chax: ©

(motuckane Ha eHzumuTe CYP3A)

HIV CCR5 — anmazonucmu

Mapasupok

Mapasupok:
AUC: 1 295%
Cmax: T 97%

[Hopaan naxubupane Ha CYP3A
OT JIONTMHABUP/PUTOHABUD.

[Ipu eqHOBpEMEHHO NPUIIOKEHUE C
JlonmmnaBup/Puronasup Viatris
400/100 mg aBa MbTH THEBHO,
Jl03aTa Ha MapaBUpOK TpsAOBa aa ce
Hamanu o 150 mg nBa nbpTH
JTHEBHO.

Hnmezpaszen unxubumop

Panrterpasup

Panrerpasup:
AUC: &
Cmax: >

C12: | 30%

JlonunaBup: <

He e HeoOxomumo agantupane Ha
Jio3aTa.

Eonoepemenno npunooicenue ¢ opyeu HIV npomeasuu unxubumopu (Pls)

ChriacHO ChbBpEMEHHHUTE HACOKH 3 JICUCHHUE, ABOMHATA TEPAITUs ¢ IPOTea3H! HHXUOUTOPH HE ce

penopbiBa KATO IIIO.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

do3zamMpeHaBUp/pUTOHABUD
(700/100 mg AT1)
(JlonunaBup/putoHaBHUp
400/100 mg A1) unu

Do3aMIpeHaBup
(1 400 mg AT1M)

(JlonunaBup/putoHaBHUp
533/133 mg AI1[)

dozamnpeHaBup:
KonuenTpanuuTe Ha aMnpeHaBup ca
3HAYUTEIIHO OHWKEHH.

EnHOBpeMEHHOTO NMPHIIOKEHUE HA
BHCOKH /103U (ho3ammpeHaBup (1
400 mg JITT) un mormuaBup/
putonasup (533/133 mg JAI1) npu
JICKYBaHH C MPOTEa3HH
WHXUOUTOPH MAIIMEHTH BOJIH JIO
MO-BHCOKA YECTOTa HA CTOMAIIIHO-
YPEBHUTE HEKEIIAaHU CHOUTHUS U
MOBHIIABAHE HA TPUTIIULEPUANTE
IpY KOMOHMHUPAHHS PEKIM Ha
Jleuenne, Oe3 MoBHIIaBaHe Ha
BUPYCOJIOrUYHATa e()UKACHOCT, B
CpaBHEHHUE ChC CTAHJIAPTHHUTE JIO3H
(ho3aMIipeHaBUp /pUTOHABHD.
EnHOBpeMEHHOTO NMPHIIOKEHUE HA
TE3U JICKAPCTBEHHU MPOYKTH HE CE
pernopbyBa.

JlonmunaBup/PutonaBup Viatris He
TpsIOBa J1a ce MpHIara BeJHBX
IHEBHO B KOMOMHAIUS C
aMITpeHaBuUp.

Wnnunasup, 600 mg JI1J]

WNunnHaBup:

AUc. o,

Chnin: T 3,5-1bTH

Cmax: l

(B cpaBHEHHE C MHIWHABUD
800 mg TTIJI, mpunosxer
CaMOCTOSITEITHO)

JlonunaBup: <>
(Iipu BCTOpPUYECKO CPaBHEHHUE)

He ca ycranOBeHM NOAXOAAIINTE
JIO3U TIPH Ta3u KOMOHHAIHS 10
OTHOIICHNE Ha e(pHKACHOCTTA U
0e30MmacHoCTTA.

CakBuHaBHUp CakBUHABHp: <> He e HeoOxoauMo agantupaHe Ha

1 000 mg AT Jro3aTta.

TunpanaBup/puTOHABUP JlomuuaBup: EnnoBpeMEeHHOTO MpUIIOKEHNUE HA

(500/100 mg ATIMT) AUC: | 55% TE€3H JIEKapCTBEHU MPOLYKTH HE ce
Chin: | 70% TIPEeTIopbhYBa.

Coax: | 47%

Anmuayuonu npooykmu

Owmernpazoin (40 mg BJ1)

Owmenpazoin: <
JlonunaBup: <

He e HeoOxoauMo agantupaHe Ha
J103aTa.

Panutnaus (150 mg
€IHOKPATHA J103a)

Panutugun: <

He e HeoOxoauMo agantupaHe Ha
J103arta.

Angha; adpenopeyenmopru anmazonucmu

Andyzo3un

Andyzo3uH:

OuakBa ce KOHIICHTPAINHUTE Ha
an(y3031H J1a ce yBenu4aT nopajau
naxudupane Ha CYP3A ot
JIOTIMHABUP/PUTOHABUD

EnHOBpEeMEHHOTO MPUIIOKEHUE HA
Jlonmuasup/Putonasup Viatris u
an(y3031H € MPOTHBOIIOKA3aHO
(Bx. Touka 4.3), Thi KaTo
any303UH-CBBp3aHaTa
TOKCHUYHOCT, BKIIFOUUTEIHO
XHUIIOTOHHATA MOKE JIa CE YBEJINYH.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Anancemuyu
deHTaHUN deHTaHUI: [IpenopbuBa ce BHUMATEIHO
[ToBuIIIEH PUCK OT HEXEJaHU PeaKklUK | MpOocieisiBaHe Ha HeXXeJIaHUuTe
(pecniupaTopHa Jienpecusi, Cearus) peakiuu (0COOCHO pecrupaTopHa
JBJDKAIM Ce Ha BUCOKA KOHLIEHTpaLus | AEMpecus, a Taka ChIIO U celalus),
B TUIa3MaTa, Opaju HHXUOUpaHe Ha KoraTo ()eHTaHII ce Ipuiara
CYP3A4 ot nonmHaBup/pUTOHABUD €IHOBPEMEHHO C
Jlonmmnasup/Puronasup Viatris.
Anmucmenokapouu
Panonaszun [opann naxubupane Ha CYP3A ot EnaHOBpeMEHHOTO NIPUIIOKEHHE Ha
CTpaHa Ha JOIMHABUP/PUTOHABUD, CE JlonunaBup/PutoHaBup Viatris u
OYaKBa KOHIICHTPAL[MUTE Ha PAaHOJA3HUH | PAHOJIA3MH € IPOTHBOIOKA3aHO
Jla Ce TIOBHIIIAT. (Bx. Touka 4.3).
Anmuapummuyu
AmMuoznapos, AmnoznapoH, [lpoHenapoH: EnHOBpeMEHHOTO MPUIIOXKEHHE Ha
Hponenapon Konnenrpamnunre moxe j1a 0b1at JlonmuuaBup/Puronasup Viatris u
MIOBUIIECHH, [TOpaJy MHXUOMPAHETO HA | aMHOJApOH WM APOHENAPOH €
CYP3A4 ot nonuHaBUp/pUTOHABUP. MIPOTHBOIIOKA3aHO (BXK. Touka 4.3),
TB KaTO ChLIECTBYBA IIOBUILIECH
PUCK OT apUTMHHU U JPYTH
CEpHO3HHU PEaKIIHH.
Juroxkcun Hurokcus: [IpenopruBa ce NOBUILIEHO

KonneHnTpanuure B miazmara Moxe aa
ObaT NOBUIIEHU, TIOPaaAU
WHXUOUPaHETO Ha P-rmukonpoTenH ot
JonuHaBup/puToHaBup. IToBuiieHuTe
CTOMHOCTH Ha JUTOKCHH MOXEC 1a
HaMajesT C BpEMETO, Iopaau
HHAynupase Ha Pgp.

BHUMAaHHE U TEPAICBTUIHO
JIEKapCTBEHO MPOCIEIsSBaHE Ha
KOHIIEHTPALIMUTE HA TUTOKCHH,
KOraTo TOBa € Bb3MOXHO, IIPH
€/IHOBPEMEHHO NPUIIOKEHHE Ha
JlonunaBup/PutonaBup Viatris u
nurokcud. HeoOxoaumo € oco0eHo
BHUMAaHUE MPH MPEANUCBaHE Ha
JlonmmuuaBup/Putonasup Viatris mpu
MAIMEHTH Ha JICYSHHE C TUTOKCHH,
THi KaTO CHJIHUAT HHXHOUpAI
edeKT Ha pUTOHABHp BBPXY Pgp ce
OYaKBa Jia JOBEAE A0 3HAYUTEIHO
MOBUILICHNE HA CTOMHOCTHTE Ha
IUTOKCHH. 3all0YBaHETO HA
JeYeHHe C JUTOKCHH MPH
MANUEeHTH, BeYe IpHeMalH
JlonmunaBup/Putonasup Viatris,
OOMKHOBEHO BOJIHU JI0 TIO-HUCKO OT
OYaKBaHOTO IOBHUILCHHUE HA
KOHILICHTPAIIMUTE Ha TUTOKCHH.

benpunnn, cucreMex
JInnoxany u XUHUINH

benpuaun, cucreMen Jlnpokans u
XHUHUINH:

Konuentpanuure Moxe 1a ce
yBEJIMYAT MPU €THOBPEMHHO
TIPHJIO’KEHUE C JIOMTMHABUP/PUTOHABHUD.

IIpenopbyBa ce MOBUILIEHO
BHUMAaHUE U NPOCIIEIsiBaHe Ha
TEpaneBTUYHUTE KOHLICHTPAlMK Ha
JeKapcTBaTa, KOraTo TOBa €
BB3MOJKHO.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Anmubuomuyu

Knapurpomuriiua

Knapurpomurus:

OuakBa ce yMepeHO MOBUIIEHUE Ha
AUC Ha KJ1apuTpOMHILIMH, TIOpaau
nuaxubupane Ha CYP3A ot
JIONIMHABHP/PUTOHABHP.

[Ipu manueHTH ¢ yBpexX1aHe Ha
6n0peunara ¢ynkus (CrCL < 30
ml/min) TpsiOBa 1a ce oOMucIH
IIOHM)KaBaHe Ha Jl03aTa Ha
KJIApUTPOMUILIMH (BXK. Touka 4.4).
Heo0xonumo e BHUMaHue npH
MIPUJIOKEHHUE Ha KJIAPUTPOMUIIMH C
JlonmunaBup/Putonasup Viatris npu
MAlMEHTH ¢ HapyllIeHUe Ha
4YepHOIpoOHaTa wiu ObOpeyHa
dhyHKIHS.

IIpomugopakosu cpedcmaa u KUHAZHU UHXUOUMOPU

AbeManukinb CepyMHHUTE KOHIIEHTPALlMM MOXKe Jia c€ | EMHOBpeMEeHHOTO NPHIIOKeHHE Ha
MOBULIAT IIOPay HHXUOUpPaHe Ha abemanukiIno u
CYP3A or putoHaBup. JONMBAaBUP/pUTOHABHD TPsiOBa J1a
ce n30srBa. AKO ce IpelLeHy, ye
TOBA NPUJIOKEHHE € HEU30EKHO,
BrkTe KpaTkaTa XapakrepucTika
HAa MPOJYKTA, ChIIbPIKAII
abeManuKINO OTHOCHO MPETOPBKU
3a KOpEKIMs Ha J103ata.
Habnronasaiite 3a Hexenanu
JIEKapCTBEHU PeaKI1H, CBbP3aHU C
abemanukIino.
AnanyTtamuz AnanyTamu[ € yMEpeH /10 CUJIeH [NoHmxeHaTa eKCO3UIMS Ha
naaykTop Ha CYP3A4 1 TOBa MOXE J1a | JIONMHABUP/PUTOHABUP MOXKE J1a
JIOBEZIE 0 MOHMKEHA SKCIIO3UIUS Ha JIOBeZIe 10 MOTeHIMa Ha 3aryba Ha
JIOTIMHABUDP/PUTOHABHUD. BHUPYCOJIOTUYEH OTIOBOD.
B nonbnHeHue, €THOBPEMEHHOTO
CepyMHHUTE KOHIIEHTPALIMK Ha MPUJIOKEHHUE Ha analyTaMHUJl |
arnamyTaMmuJ] MOXe Jia ObaT JIOTTMHABHDP/PUTOHABHP MOXE J1a
MMOBUIICHU MOPAAX UHXUOUPAHETO HA | JOBEJE 10 CEPUO3HH HEXKEIIaHH
CYP3A ot nonuHaBHp/pUTOHABHP. CHOUTHSI, BKITFOUNUTEITHO T'bPY
MopaJiv MO-BUCOKHUTE HUBA HA
anaxyTaMuJ.
ChIrpTCTBAIOTO MPHIIOKEHUE HA
JIONIMHABUDP/PUTOHABUD C
anajgyTaMuJ He € IPEeNOPbUUTEIIHO.
AdatrHn6 Adatunuo: Heo6xomumo e moBuiieHo
AUC: 1 BHHMaHUE MPH PUIIOKEHNE Ha
(PuronaBup 200 mg nBa Crax: 1 adarian6 c JlonmHaBup/

ITBTH JTHEBHO)

Crenenra Ha yBennuenue Ha AUC u
Crnax 3aBHCH OT BPEMETO Ha
MPUIIOKEHUE Ha PUTOHABHP.

KoHueHTpamnuute B cepyma MOXe Aa
Ce MOBHIIAT TOpaay HHXHUOHpaHEe Ha
BCRP (BCRP/ABCG2) u P-gp ot
JOTIMHABUD/

PHUTOHABHP.

PuronaBup Viatris. Bikre
Kparkara xapakrepuctuka Ha
MPOJYKTa, ChIIbpkKalll adaTHHUO
OTHOCHO IPENIOPBKUTE 32 KOPEKLUSA
Ha go3ara. HaOironasaiite 3a
HEXKEJTaHU peaKlyu, CBbP3aHH C
adatuHnO.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Heputuan6

KoHneHTpanuure B cepyma Moxe J1a
Ce MOBHIIAT MTOpaay HHXUOHpaHEe Ha
CYP3A u P-gp or
JIONMHABUD/PUTOHABUD.

Heobxonumo e moBHIIeHO
BHUMAaHHE MPH IPHIOKEHHE Ha
ueputunu6 ¢ Jlonuaasup/
PutonaBup Viatris. Briokre
Kparkara xapakrepucTuka Ha
MPOAYKTA, ChBbPIKAII IICPUTHHHO
OTHOCHO MPEMOPHKHUTE 338 KOPEKIIHS
Ha no3ata. HabmonaBaiite 3a
HEXKEJIaHU PEaKIn, CBbP3aHH C
LIEPUTHUHUO

IToBedero oT MHXHUOUTOPUTE
Ha TUPO3WH KHWHA3a, KaTo
JTaCaTMHUO M HUIOTHHHO,
BHHKPUCTHH, BUHOJIACTHH

IToBeuero oT MHXUOUTOPUTE HA
THUPO3HMH KWHAa3a, KaTo 1acaTuHUO U
HIJIOTHHUO, a CBHIO ¥ BUHKPHCTHH H
BUHONacTUH: PUCK OT noBuIIaBaHe Ha
HEeXXEJIaHUTe ChbOUTHUS, IBIDKAIIL Ce Ha
[10-BUCOKHU KOHIIEHTPALUH B CEPYMa,
nopaau naxubupane Ha CYP3A or
JOTIMHABHP/PUTOHABHD.

[IpenopbuBa ce BHUMATEIHO
MpociieisBaHe Ha TOHOCUMOCTTa
KBbM TE€3W IPOTHBOTYMOPHHU
MIPOAYKTH.

Enkopadenno

CepyMHHTE KOHLICHTPAIIUU MOXKE /12
OBb/IaT OBHUIIICHH MTOPAIH
naxuoupaneto Ha CYP3A ot
JIOTTMHABHP/PUTOHABHP.

EnHOBpEeMEHHOTO MPUIIOKEHUE HA
eHkopadeHuo ¢
JIOTIMHABHUDP/PUTOHABHP MOXE J1a
TIOBUIIH EKCIIO3UIUATA HA
eHkopadeHuo, KOeTo MoXKe Jia
MOBUILH PUCKA OT TOKCHYHOCT,
BKITIOYHTEITHO PUCKA OT CEPHO3HU
HEXXEeJNaHU ChOUTHSI KaTo HarpuMep
yabmkaBane Ha QT uHTEpBana.
EnHOBpEMEHHOTO MPUIIOKEHHE HA
eHkopageHud u
JIOTIMHABHUP/PUTOHABHP TPsiOBa J1a
ce n30sraa.

AKo ce cumTa, 9e 1Ioy3aTa
MpeBHUIlIaBa pUCKa, U TpsAOBa 1a ce
W3M0JI3Ba JIOMHMHABHP/PUTOHABHD,
TIAIMEHTHTE TPsAOBa 1a ce
MPOCJIEAsIBaT [0 OTHOILCHUE HA
Oe3omacHOCTTA.

docramaruHuO

[loBumieHne Ha eKCIIO3UIHATA HA
Mertabonura Ha pocramarnano R406

EnnoBpemeHHO npuiioxeHue Ha
thocramatunu6 u JlommaaBup/
PuronaBup Viatris Moxe 1a
MOBUIIM €KCIIO3UIMATA Ha
MeTabonuTa Ha pocTaMaTHHHO
R406, Bogemio 1o cBbp3aHu ¢
Jl03aTa HeXXeJlaHU ChOUTHS, KaTo
HalpUMep XenmaTOTOKCUYHOCT,
HEYTPOIIEHUS, XUIIEPTOHUS,
nmuapusi. Buoxre KXII Ha
(hocramaTuHO 32 IPEOPBHKU
OTHOCHO HaMaJIsIBaHE Ha J103aTa
IIPH TI0sIBA HA TAKMBA CHOUTHSI.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

No6pyTrHnG

CepyMHHTE KOHIICHTPAIIMH MOKE J1a Ce
MOBUILIAT IOpaIy HHXUOMpaHE HA
CYP3A or tonuHaBHp/pUTOHABHP.

EnHOBpeMeHHO MprtoskeHHe Ha
nbpyTrHUO 1 JlonmmHaBup/
PuronaBup Viatris Moxe 1a
YBEITUYHU EKCIIO3HUIIUATA Ha
UOPYyTHHUO, KOETO J]a TIOBUIIIH
pHCKa OT TOKCUYHOCT,
BKJIFOUHTEITHO PHCKa OT CHHIPOM
Ha TyMOpHus pasnaj. Tpsa6Ba na ce
n305rBa eTHOBPEMEHHO
MIPIIIOKEHUE Ha HOPYTUHUO U
Jlonmuasup/ Puronasup Viatris.
AKo ce cumTa, 4e moy3aTa
IIpeBUIIaBa PUCKa, U TPsiOBa 1a ce
uznon3Ba JlonuHasup/ Putonasup
Viatris, HamajieTe 103ara Ha
nopytrHNO 10 140 mg n
BHUMATEJIHO HaOJI01aBaiiTe
MAMEeHTa 32 TOKCHYHOCT.

Hepatunau6

CepyMHUTE KOHLIEHTPAIIUN MOXKE Jla ce
TTOBHINIAT TIOPay HHXUOWpaHe Ha
CYP3A or putoHaBup.

CpropTcTBamIaTa ynorpedba Ha
HEepaTUHUO ¢
JIONMHABUDP/PUTOHABUD €
MIPOTHUBOIOKA3aHO MOPaaN
CEpUO3HU /WK
JKHBOTO3aCTpaIlIaBaIin
MOTEHIIMAIHU PEaKIIHy,
BKJIFOUHTEITHO XEMAaTOTOKCHYHOCT
(Bx. Touka 4.3).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Beneroxitakc

[opann naxubupane Ha CYP3A ot
JIOTIMHABUP/PUTOHABHUD.

CepyMHHUTE KOHLIEHTPALIMIUTE MOXKE
Jia ce MOBHIIAT Nopagu
naxubupane Ha CYP3A ot
JOTMHABUP/PUTOHABUP, KOETO BOJH
JI0 TIOBUILIEH PUCK OT CHHIPOM Ha
TYMOpPHHS pa3IiaJl B HA4aJoTo U 0
BpeMe Ha (azaTa Ha TUTpUpPAHE Ha
Jo3ata (Bxk.Touka 4.3 1 HampaBeTe
cnpaska ¢ KpaTtkara
XapaKTepHCTUKA Ha IPOYKTa,
ChIbpoKalll BEHETOKJIAKC).

IIpu manueHTH, KOUTO ca
3aBBPIIAIHN (Pa3aTa HA TUTPUPAHE U
ca Ha ITOCTOSHHA JHEBHA J103a
BEHETOKJIAKC, HAMAJICTE 103aTa
BEHETOKJIAKC J10 IMoHe 75%, KoraTo
Ce M3II0JI3Ba ChC CHITHU
naxubutopu Ha CYP3A
(mampagete cripaBka ¢ KpaTtkara
XapaKTepPUCTUKA HA MPOJIYKTa,
ChJIbPIKAIl BEHETOKIIAKC OTHOCHO
yKa3aHusTa 3a JI03UPaHe).
[Manuenture TpsiOBa na ObaAT
Ha0II0JaBaHy BHUMATEIHO 32
MPU3HAIM HA TOKCUYHOCTTA,
CBBP3aHH C BEHETOKJIAKC.

AHmukoaeszaHmu

Bapdapun

Bapgapun:

KonuenTpanuure Mmoxe na 6baat
MPOMEHEHH P €AHOBPEMEHHO
MIPUIIOKEHUE C JOIIMHABHP/PUTOHABHD,
nopaau naayuupane Ha CYP2C9.

[penoppuBa ce mpocieasBaHe Ha
INR (international normalised
ratio).

PuBapoxcaban
(Putonaup 600 mg nBa
ITBTH JTHEBHO)

PuBapoxcaban
AUC: 1 153%
Cmax: T 55%

[opann naxubupane Ha CYP3A
u P-gp ot nonuHaBUp/pUTOHABHD.

EnHOBpEMEHHOTO MPUIIOXKEHHE Ha
puBapokcabaH u
Jlonmuasup/Puronasup Viatris
MOJKE J1a YBEIIUYN EKCIIO3UIIHUATA Ha
puBapokcabaH, KOETO MOXe J1a
YBEITMYU PUCKA OT KbPBEHE.
Ynorpebara Ha puBapokcabaH He
ce ImpenopbyBa MpH NalUeHTH,
MOJTy4YaBally ChI'bTCTBAILO
nevenue ¢ Jlonnnasup/Puronasup
Viatris (Bk. Touka 4.4).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

JlaburaTpaH eTeKcuIar,
Enokcabaun

JlaburaTpaH eTeKCuIar,

Enoxkcaban:

CepyMHHTE KOHIICHTPAI[K MOTaT Ja
Ce MOBUIIIAT NTOPaAJX UHXUOUPAHE HA
P-gp oT JonMHABUP/PUTOHABHP.

Tps6Ba na ce 0OMHCITN KIMHUYHO
MpociieisBaHe W/WIIM HaMaJIsiBaHe
Ha J103aTa Ha AUPEKTHO
JeiicTBalUTE TEpOpaTHU
aHTHKoarynaHrtu (direct oral
anticoagulants, DOAC), korato
DOAC, xoiiTo ce TpaHCIOPTHpPa OT
P-gp, HO He ce MeTabonu3upa upes3
CYP3A4, BKIIOYNTETTHO
JaOuraTpaH eTeKcuiar u
enokcaba, ce mprara
€IHOBPEMEHHO C
Jlonmuasup/Putonasup Viatris.

Bopanaxcap KonuenTpanuute B cepyma MOXe 1a He ce npenopbusa
ce IIOBUIIAT NIOPaJy HHXUOUpaHe Ha €IHOBpEMEHHaTa ynorpeba Ha
CYP3A ot nonuHaBup/pUTOHABHP Bopanakcap ¢ JlonnHaBup/
PuronaBup Viatris (Bx. Touka 4.4 u
Kparkara xapakTepucTuka Ha
MIPOAYKTA, ChBPIKAILl BOpamakcap).
Anmuxongyicanmu
DeHUTONH DEeHUTONH: Heo0xomumo e moBuiieHo

CranuoHapHUTE KOHIICHTPAIMH ca
YMEPEHO MOHIKEHH, TOPaIH
naaynupane Ha CYP2C9 u CYP2C19
OT JIONMHABHUP/PUTOHABHD.

JlonunaBup:

KoHneHTparuure ca noHMKEHH,
nopaau naaynupane Ha CYP3A ot
(heHuTOUH.

BHUMAaHUE NIPY [IpUJIaraHe Ha
(heHuTOHH C
JlonunaBup/Putonasup Viatris.
CroitHocTHTe HA (PeHUTOMH TpsIOBA
Ja ObJatr npociensiBaHu Ipu
€IHOBPEMEHHO IIPUJIOKEHHE C
JlonunaBup/PutonaBup Viatris.
IIpu enHOBpPEMEHHO NPUIIOKEHHE C
(heHUTOMH MOXKeE J1a ce 0OMuUCIU
MOBHIIIaBaHE HA J103aTa Ha
JlonnnaBup/Puronasup Viatris.
AnantupaHeTo Ha j03aTa He €
IIPOYYEHO B KJIMHUYHATA [IPAKTHKA.
JlonunaBup/PutonaBup Viatris He
TpAOBa Ja ce mpuiiara BeIHbK
IIHEBHO B KOMOHMHAIINSA C
(heHuTOUH.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Kapb6amazenuu u
denobapouTan

Kapb6amazenun:

KonuenTpanuute B cepyma MOXe J1a
ObIaT MOBUILEHHU, IIOPAIX HHXUOUpaHe
Ha CYP3A ot nonuHaBUp/pUTOHABUD.

JlormHasup:

Konuentpanuure Mmoxxe na 0baat
MIOHIDKECHH, IOPaan HHAYIHUpPaHe Ha
CYP3A ot xapbamazenus u
(henobapOuTai.

Heobxonumo e moBHIieHO
BHUMAaHHE [IPH IPHIOKEHHE Ha
KapbamazenuH win ¢peHoOapOouTan
¢ JlonunaBup/Puronasup Viatris.
CroitHocTHTE Ha KapOamMa3envH u
(denobapOuTan TpsioBa na ObIAT
MPOCIEASBaHH IIPH €IHOBPEMEHHO
MIPHIIOKEHHUE C
JlonunaBup/PutonaBup Viatris.
[Ipu eqHOBPEMEHHO HMPHIIOKEHHE C
kapOamasenuH win heHobapouTan
MOXe J1a ce OOMICIIY TOBHIIIABAHE
Ha JI03aTa Ha
JlonunaBup/PutonaBup Viatris.
AnanTupaHeTo Ha J103aTa He €
MPOYYCHO B KIMHUYHATA MPAKTUKA.
JlonmunaBup/PutonaBup Viatris He
TpsI0Ba J1a ce MpUiIara BeJHBX
JHEBHO B KOMOHMHALIUS C
KapbamazenuH u GpeHodapouTar.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

JlamoTpukuH u Bannpoar

JlamoTpmxuH:
AUC: | 50%
Crax: | 46%
Chuin: | 56%

ITopann nHoYKIUS HA
TIIOKYPOHHUPAHETO Ha JaMOTPUKUH
Bammpoar: |

[Marmenture TpsiOBa na ObaAT
BHUMATEJHO HaOJII01aBaHU 3a
HamansBane Ha VPA edekra,
korato JlonuHaBup/PutoHaBup
Viatris u BaJIpoeBa KUCENHHA WU
BaJINPOAT Ce MpuiiaraT
€/IHOBPEMEHHO.

[Ipu nanueHTH 3amoYBaIly UIH
crpupany JlonuHaBup/PUTOHABUD
Viatris u B MOMEHTA pueMaiu
MOABPKAIIA JI03a JIAMOTPHKHH:
MOJKE [1a C€ HAJIOXKH J03aTa
JIAMOTPYIKUH J1a ObJIC YBEIHUCHA,
aKo ce nooasu
Jlonmuasup/Putonasup Viatris win
Jla ce HaMalld, aKo Ce MPEyCTaHOBH
Jlonmuasup/Putonasup Viatris;
CJIeJIOBATEIHO TPsIOBa J1a ce
TIpOBe/Ie MOHUTOPHHT Ha
KOHIIEHTPAI[MHUTE Ha JIAMOTPYIKUH B
ia3mMara, 0COOCHO Mpean U 10
BpeMe Ha 2 CEIMUIIU CIIE]
3aro4BaHe WK CIIUPaHe Ha
Jlonmuasup/Putonasup Viatris, 3a
Jla ce BUAM Jaldd € HE00XO0IUMO
aJlarTMpaHe Ha J103aTa Ha
JTAMOTPHKHH.

IIpu manyeHTH, B MOMEHTA
npuemaiiu JlonuHasup/PutonaBup
Viatris v 3aI10YBaIIy JAMOTPUKUH:
MOKE J1a HE € HEOOX0IUMO
aJlarTMpaHe Ha J103aTa KbM
MPETOPHUYUTEITHOTO YBEINYaBaHEe
Ha J103aTa JIAMOTPH)KHH.

Anmuodenpecanmu u GHKCUOIU

muyu

Tpa3ooH eMHOKpaTHA 1032
(Putonasup, 200 mg ATIT)

Tpa3zonoH:
AUC: 1 2,4-ibTH

Crnen eTHOBpPEMEHHO MPUIIOKEHUE HA
TPa30/I0H U PUTOHABHP Ca
HaONI01aBaHU HEXeNaHU CbOUTHA Ha
rajieHe, 3aMassHOCT, XHUITOTOHUS 1
CHHKOIL

He e u3BecTHO mnanu KOMOUHAIHATA
JlonmnaBup/Puronasup Viatris
BOJIM JI0 MTOJOOHO IMTOBUILIEHHE B
SKCIIO3HIHSATA Ha TPa30J0H.
KomOuHanusTa TpsOBa 1a ce
MpUJIara ¢ MOBHUIIEHO BHUMAHUE U
MpelieHKa Ha Bb3MOXKHOCTTA 32
MpreMaHe Ha Mo-HHUCKa 1032
TpPa30JI0H.

Tlpomugocvbuunu cpedcmsa

KerokoHnazoin u
HtpakoHazon

Keroxonason, Utpakonasod:
Konnenrpamnunre B cepyma MoOXxe 1a
ObJIaT MOBUIIICHU, IOPA HHXUOUpaHe

Ha CYP3A ot nonmuaBup/puToHaBup.

He ce npenopbuBar BHCOKH 103U
KETOKOHA30J ¥ HTPAKOHA30JI
(> 200 mg/nueBHO).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Bopukonason

Bopukonason:
Konuentpanuure Mmoxke na 0baat
MIOHMKEHHU.

EnHOBpeMEHHOTO NMPHIIOKEHUE HA
BOPHKOHA30J1 M HHCKA 71032
putonasup (100 mg A1), kakTo
ChIbpIKaIliaTa ce B
JlonmuuaBup/Puronasup Viatris
tabieru, TpsaOBa 1a Obe
U30ATBaHO, OCBEH B CIIy4anuTe
KOTaTO OlICHKaTa Ha
CBHOTHOILIEHUETO T0JI3a/PUCK
ollpaBjaBa yrnorpebara Ha
BOPHUKOHA30JL.

ITIpodyxkmu cpewy nooazpa

Konxuims equHuYHa 1032

(Putonasup 200 mg nBa
IIBTU JTHEBHO)

Komxumun:
AUC: 1 3-ip1H
Cmax: 1 1.8-1bTH

[opann naxubupane Ha P-gp n/nnm
CYP3A4 ot puronaBup

EnHOBpEMEHHO MPUIIOKEHUE HA
JlonunaBup/PutonaBup Viatris u
KOJIXMLIMH [IPY NAllMEHTH C
OBOpEUHU /WK YEePHOIPOOHU
HapyLIEHUs € IPOTHUBOIIOKAa3aHO
MIOpaJy Bb3MOKHOCTTA 32
yBeJIHUYEHHE Ha KOJIXHULIMH-
CBBP3aHU CEPUO3HU U/ MU
KHBOTO3aCTpAIllaBaIlly PEaKIINH,
KaTO HEBPOMYCKYJIHAa TOKCUYHOCT
(BKJIIOUHUTEITHO PabIOMHOIIN3A)
(Bk. Touku 4.3 u 4.4) [Ipenoprusa
ce HaMaJIsIBaHE HA J103aTa Ha
KOJIXHLIMH WM IPEeKbCBaHE Ha
JICYCHUETO C KOJIXUIIMH MPH
MAIMeHTH ¢ HopMaiHa Ob0peyHa
WM YepHOoIpoOHa pyHKIuUs, aKo ce
HaJara Je4eHHe C
JlonmunaBup/Puronasup Viatris.
Hamnpasere cripaBka ¢ Kpatkara
XapaKTepUCTUKA Ha TIPOYKTa,
ChIbpOKaIll KOJIXHUIUH.

AHTUXHCTaMUHH
Acremuzon CepyMHHTE KOHLEHTpALUUTE MOKE a | CBIBTCTBAIOTO MPUIIOKEHHE HA
Tepdenanun ce [IOBUIIAT IIOPaJu HHXUOUpaHe Ha Jlonmuasup/Putonasup Viatris u

CYP3A or tonvHaBHp/pUTOHABHP.

acTeMu30J1 U TepdeHarH e
MPOTHUBOIIOKA3aHO, Thil KaTO MOKE
J1a TTOBUIIIA PUCKA OT CEPUO3HH
APUTMHHM OT TE3H CPEICTBA (BK.
Touka 4.3).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Anmuungexyuoznu npooykmu

®dy3ug0Ba KUCEINHA

®Dy3un0Ba KUCEIHHA:
KoHuenTpanuute Moxe 11a ce
MOBHIIAT TIOPal MHXUOUpaHe Ha
CYP3A ot nonuHaBup/pUTOHABH

EnHOBpEMEHHOTO MPUIIOKEHHE Ha
JlontmnaBup/Puronasup Viatris u
(hy3umoBa KucenrHa e
IIPOTUBOIIOKA3aHO IIPU
JIepMaTOJIOTHYHH MTOKAa3aHUs
Mopaj v MOBHUILEH PUCK OT
HEXXEJIaHU ChOUTHS CBBP3aHU C
(hy3unoBara KucenuHa, 0COOEHO
pabromuonmsa (Bx. Touka 4.3).
Koraro ce npunara npu
KOCTHO-CTaBHU MH(EKLNH, KbAETO
€/THOBPEMEHHOTO MPUIIOKEHHE HE
MOKe J1a Obe n30eruaro, e
IIPENOPBUYUTENEH CTPOT
MOHHUTOPHHT 32 MYCKYJTHH
HeXellaHu crouTud (BXK. Touka 4.4)

AnmumuxobaxmepuaiHu cpedcmsd

benaksunnu
(emnHM4YHA 1032)

(JlonunaBup/putoHaBHp
400/100 mg ATI/,
MHOTOKpaTHa 103a)

benaxksunnu:
AUC: 1 22%

Chax: <

[o-u3pasen edekt BbpXY MiIa3MeHara
SKCITO3HIIHS Ha OETaKBIIIMH MOXKE J1a
ce HabJro/1aBa MPH MPOABIDKUTEITHO
€IHOBPEMEHHO MPHJIOKEHUE C
JIOTTMHABHP/PUTOHABHP.

WNuxubupane Ha CYP3A4, BeposiTHO
IBIDKAIIO ce Ha

[Mopaau puck oT HeXeNaHH
CBHOUTHS, CBBP3aHU C OCTAKBUIIUH,
KOMOMHHpPAHETO Ha OCIaKBIIIUH C
JlonmnaBup/Puronasup Viatris
TpsiOBa Ja ce u30sarea. AKo monsara
HaIXBBPIS PUCKa,
€THOBPEMEHHOTO MPUIIOKEHHIE Ha
OeaKBUJIVH C
JlonmmnaBup/Puronasup Viatris
TpsOBa J1a ce U3BBPILBA
npeanasnuso. [Ipenopbusa ce
M0-4€CTO MOHUTOpPUpPAHe Ha

JIOTTUHABUD/PUTOHABHD. eJIEKTPOKapArOTpaMaTa U Ha
TpaHcaMuHa3uTe (BXK. Touka 4.4 u
Harmpagsere crpaBka ¢ Kpatkara
XapaKTepUCTHKA Ha TIPOYKTa,
ChJIbPIKAIl OCTaKBUIINH).
Henamanun (100 mg A1) | Henamanwunu: ITopaau pucka oT yabmkaBaHe
AUC: 1 22% na QTc, cbp3ano ¢ DM-6705,
(JlomuHaBup/puToHaBUP aKO eHOBPEMEHHOTO
400/100 mg ATLMT) DM-6705 (;:KTI/IBCH METa0OJIUT Ha NPUIIOKEHHE C
JeaMaHuI): i
AUC: 1 30% Jlorimuasup/Putonasup Viatris

[To-u3pazeHn edekT BbpXy
ekcrosunusaTa Ha DM-6705 Mmoxe na
ce Ha0Jro/1aBa MpH MPOABIDKUTEITHO
€THOBPEMEHHO MPHIIOKEHHUE C
JIOTIMHABUP/PUTOHABUD.

ce cumTa 3a HE0OXOIMMO,
MIPENopbYBa CE MHOTO YECTO
monuropupane Ha EKI npe3
LIEJIHsI IEPUO] Ha JICUEHHUE C
nenamaHu (Bx. Touka 4.4 u
Hampasete crpaBka ¢ KXII Ha
JieIaMaHu).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Pudadytun, 150 mg B/I

Pudabytun (M3X01HO IEKAPCTBO U
akTHUBeH 25-O-ae3aieTnioB
METa0OJINT):

AUC: 1 5,7-p1H

Cmax: 1 3,5-1bTH

Korato ce npuema ¢
JlonmunaBup/Putonasup Viatris,
IIpeNopbUYUTENHATa 71032 OT
pudadytun e 150 mg Tpu mbTH
CeIMUYHO, Ha OIIpeJeNIeHN HU
(nanpumep
Monenenuuk-Cpsna-Ilersk).
IIpenopbyBa ce BHUMATEIIHO
MpocCIieIsiBaHe 3a CBBP3aHH C
prabyTHH HeXellaH! peaKkiny, B
TOBA YHCJIO HEYTPOIICHUU U
YBEUTH, JbJDKAILH ce Ha
yBeIMYeHATa eKCIIO3UIIHS CIIPSIMO
pudadytun. [Ipu manuenty, npu
kouTo fo3ara 150 mg tpu TR
CEIMUYHO HE Cce IIOHACH, Ce
MpernopbyBa HaMaJlsiBaHe Ha Jj03aTa
pudadytun — 150 mg n1Ba mbTH
CEeIMHUYHO, B OTIPE/ICICHH THH.
Tps6Ba na ce uma npeaBul, ye 1Ba
IIBTU CEAMHUYHO 1032 OT 150 mg
pudabyTHH MOXKe OU HsMa 1a
OCUTYPH ONTHMAJIHATA €KCIIO3UIIHS
oT pudaldyTHH, KOETO BOJH JI0 PUCK
OT TIPOSIBa HAa PE3UCTEHTHOCT KbM
pUpaMULIIH U 10 HEYCIIEX OT
neuenuero.He ce Hanara
ajanTHpaHe Ha J[03aTa 3a
Jlontmnasup/Puronasup Viatris.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Pudammmun

JlonunaBup:

Moxe na ce HabI0aBa 3HAUYUTEITHO
IIOHM)KEHUE Ha KOHLIEHTPAIMUTE Ha
JIONTMHABUD, TIOPaX HHAYIUPAaHE Ha
CYP3A ot pucamnuiuH.

He ce npenoppuBa
€IHOBPEMEHHOTO MPUIDKEHHE Ha
JlonmnaBup/Puronasup Viatris ¢
pUdaMITUIKH, THI KaTo
MOHIDKCHUETO Ha KOHIICHTPALUUTE
HAa JIOIMHABHP MOXE Ha CBOU pex
Iia I0BeJe 10 3HAUYUTEIHO
MMOHW)KCHUE HA TePareBTHYHHS
edexT Ha nonuHaBup. Kopurupane
Ha J|03aTa Ha
Jlonmuasup/Puronasup Viatris
400 mg/400 mg (t.e.
Jlonmuasup/Putonasup Viatris
400/100 mg + puronasup 300 mg)
JIBa ITBTH JTHEBHO MTO3BOJISIBA
KOMIICHCHpaHe Ha WHIyIUPALIHS
edexT Ha pudaMIUIMHA BBPXY
CYP 3A4. Ilogo6Ho amantupane
Ha J1o3aTa, obaue, MOXe 1a ObJie
CBBP3aHO C OBUIIABAaHE HA
ALT/AST u yBenu4yaBaHe Ha
CTOMOIIIHO-YPEBHUTE HAPYILICHUS.
Eto 3amo, mo100HO €AHOBPEMEHHO
TIPUIIOKEHUE TPsIOBA J1a ce n30sTBa,
OCBCH aKO HE Ce MPEIEeHN 3a
abCcoMOTHO HEOOX0ANMO. AKO
TaKOBa €HOBPEMEHHO
MPHUJIOKEHUE Ce MPEIEHH KaTo
HEen30eKHO, TO TOTaBa 3aeIHO C
prhaMITHINH MOXe J1a ce TIpHIaraT
MOBUILICHHU TO3H Ha
JlonmnaBup/Puronasup Viatris
400 mg/400 mg, 1Ba IbTU JTHEBHO
[IPY BHUMATEIHO MIPOCyIeIsiBaHe Ha
0€3011aCHOCTTA M TePaNICBTUIHUS
edexr. Jlo3ara Ha
JlonmmnaBup/Puronasup Viatris
TpsIOBa J]a ce TUTPUPA C
MOBUILIABAHE HA JI03aTa €Ba CIIE]
3all0YBaHe Ha JICYSHUETO C
pudamnuiuH (BX. Touka 4.4).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Anmuncuxomuyu
Jlypazunon [opann uaxubupane Ha CYP3A ot CpIbTCTBAIIOTO MPHIIOKEHHUE C
JIOTIMHABUP/PUTOHABUP, CE OUYAKBa JIypa3uIoH € IPOTUBOIIOKA3aHO
KOHIIEHTpALMUTE Ha JIypa3suIoH Ja ce (BX. Touka 4.3).
MIOBHIIAT.
ITumosun [opann uaxubupane Ha CYP3A ot CpIrbTCTBAIIIOTO MPHIIOKEHUE HA
JIOTIMHABUP/PUTOHABUD, CE OYaKBa JlonmunaBup/Puronasup Viatris u
KOHIIEHTPAIMHUTE Ha ITMMO3H] /1A CE MMMMO3H/T € IPOTHBOINOKA3aHO, ThI
MOBHIIIAT. KaTO MOXeE J]a C€ MOBHILIHN PUCKBT
OT CEpHO3HHU XEMAaTOJOIMYHU
OTKJIOHEHHUS WU IPYTH CEPHO3HH
HEeXKEJIaHU PeaKluu OT CTpaHa Ha
TOBA CpPeACTBO (BXK. Touka 4.3).
Kseruanun [Mopanu naxubupane Ha CYP3A ot ChIBTCTBALIOTO MPUIIOKEHUE HA
JIOTIMHABUP/PUTOHABUD, CE€ OYAKBa JlonmnaBup/Puronasup Viatris u
KOHIIGHTPAIIMHUTE HA KBETHAIIMH Ja C€ | KBETHANUH € IPOTHUBOIMOKAa3aHo,
MOBHIIAT. THi KaTO KBETHAIIMH-CBbp3aHaTa
TOKCHYHOCT MOJKE J1a CE YBEIHMYH.
benzoouazenunu
Munazonam Ilepopanen Munaszonam: Jlonmmuasup/Putonasup Viatris He

AUC: 1 13-pH
[TapeHTepanen Muga3oIaM:
AUC: 1 4-ip1H

[Hopagn naxubupane Ha CYP3A
OT JIONTMHABUP/PUTOHABUD.

TpsOBa Ja ce mpuiiara
€ITHOBPEMEHHO C TIepopaJicH
Muazonam (Bx. Touka 4.3), a
€THOBPEMEHHOTO NPHIOKEHUE Ha
Jlonmuasup/Putonasup Viatris ¢
MapeHTepalieH MUAa301aM, TPsiOBa
Jla CTaBa C MOBHUILICHO BHUMAaHHE.
Axko Jlonunasup/PutonaBup Viatris
ce IpuIara eIHOBPEMEHHO C
MapeHTepalieH MUIa30J1aM, TO TOBa
Tpsi0Ba 1a CTaBa B UHTEH3HBHO
OT/ICJICHHE WX TTOI00CH CEKTOP,
KBJICTO € OCHT'YPEHO ITOCTOSHHO
KJIMHUYHO ITpOCTe/siBaHe U
MOJIXO/IA1Ia METUIIMHCKA HaMeca B
Clly4ail Ha pecIpaTopHa IempecHsl
W/ yabiokeHa cenanms. Tpsosa
Jla ce MMa MpeBH/] KOPUTHPAHE Ha
7l03aTa Ha MAAa30J1aM, 0COOEHO aKo
ce ImpuJiara rosedye OT eHa J103a
MHJIa30JIaM.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

bemas-aopenopeyenmopnu azonucmu (0vi2o deticmeawu)

Canmertepon

Canmereporn:

OuakBa ce KOHIICHTpaluuTe 1a ObaaT
MMOBUIICHU MOPaAX UHXHUOUpaHe Ha
CYP3A or tonuHaBHp/pUTOHABHP.

KomOunanusTa Moxe 1a 1oBeae A0
IIOBUIIEH PUCK OT
KapINOBaCKyJapHU HEXeJIaH!
CHOUTHUS CBBP3aHU ChC
CaJIMETEPOJI, BKIFOYUTETHO
yabixaBane Ha QT untepsana,
NAJIMUTALUN U CHHYCOBa
taxukapaus. CieqoBaTeHoO He ce
IIpenopbyBa €HOBPEMEHHOTO
MIPUJIOKEHUE Ha
JlonmunaBup/Puronasup Viatris u
casiMerepot ( BK. Touka 4.4).

E]lOK@pu Ha Kaiyuesume KaHaiu

®enonunuH, Hudenunua
u Hukapaunux

®enonunuH, Hudeaunua n
Huxapaunus:

Konnenrpamnunre Mmoxe j1a 0b1aT
TOBUIIICHU TIOPAJIi UHXUOUPaAHE Ha
CYP3A or ionvHaBHp/pUTOHABHP.

IpenopbuBa ce KINHUYHO
npociie/siBaHe Ha TepareBTHYHUTE
U HeXKenaH! e(eKTH mpH
€ITHOBPEMEHHOTO IPHIIOKEHHE Ha
TE3H JIEKapCTBa C
Jlonmuasup/Putonasup Viatris.

Kopmuxocmepouou

JlexcameTazoH

JlonmHasup:

Konnenrparuure Mmoxe ja 0Obaat
TIOHIDKEHH TT0PaIy HHIYIIMPaHe Ha
CYP3A ot gexkcameTasoH.

IIpenopbyBa ce KIMHUYHO
ImpocieasBaHe Ha aHTHBUPYCHATa
e(eKacHOCT NIPH €HOBPEMEHHOTO
MIPMJIOKECHUE Ha TE3M JICKapCTBa C
Jlonunasup/Puronasup Viatris.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

HNuxanatopHo,
WHXEKIIUOHHO WJIH
MHTpaHa3aJIHO NPUII0KEH
(hiTyTHKA30H MPOMKMOHAT,
Oyze30HH, TPUAMIIMHOJIOH

@iryTHKa30H MpOnuoHaT, 50 pg
WHTpaHa3aJHo, 4 I'bTU AHEBHO:
IIna3menu koHUEeHTpauuu 1
Koptuzonosu vuBa | 86%

[To-u3paszenu edextu Moxxe na ce
OYaKBaT, KoraTo (GpJayTUKa30H
IIPOIPUOHAT C€ HHXANUPA.
CucteMHH KOPTUKOCTEPOUIHU
eeKTH, BKIIOYUTETHO CUHAPOM Ha
Cushing u agpeHanHa cynpecus ca
CbOOILIaBaHU MPH NALUEHTH,
MOJTy4YaBalld PUTOHABUP U
WHXAJIAaTOPHO WJIM UHTPAHA3AIHO
npuiarat (uyTHKa30H
MIPOTIPHOHAT; TOBA MOXE CBIIO A2
ce MPOsIBU U IpH IpyTu
KOPTHUKOCTEPOH/IH,
MeTa0OIM3UPAILH Ce 110 IBTS Ha
P450 3A, nanpumep Oyae30HU U
TpuaMurHoI0oH. CienoBaTeIHo,
CBII'BTCTBAILOTO MPUIIOKEHUE HA
JlonmuaBup/Putonasup Viatris u
TE€3H IIIOKOKOPTUKOUAU HE Ce
IIpENopbYBa, OCBEH aKO
MOTEHIIMATHATA 07132 OT
JICYEHHUETO He HaJ[BUILIABa PUCKA OT
CHCTEMHH KOPTHUKOCTEPOUIHU
edexru (Bx. Touka 4.4). TpsOBa na
ce UMa MpeIBU/I HaMallsiBaHe Ha
J103aTa Ha TIIIOKOKOPTHUKOUAA U
PEIOBHO MpoCesBaHe 3a
JIOKAJTHUTE U CUCTEMHH e()eKTH HIIH
[IPEMUHABaHE KbM
TJIFOKOKOPTHKON], KOUTO HE €
cyoctpat Ha CYP3A4 (manp.
oekomeTa3oH). OCBEH TOBa,
MpeKpaTsIBaHEeTO Ha IpUeMa Ha
IIIOKOKOPTUKOUIUTE TpsAOBa Ja
CTaBa P MTOCTECIICHHO HAMAJISIBAHE
Ha J103aTa UM 3a 10-
IIPOABJDKUTENEH NIEPUOJL OT BpEMe.

Dochoouecmepaznu unxubumopu (PDES)

ABanagun
(putonasup 600 mg JAI11)

ABanagm:

AUC: 1 13-pH

[Mopann naxubupane Ha CYP3A ot
JIONMHABHUP/PUTOHABHP.

[Mpunoxenuero Ha aBaHa(MI C
JlonunaBup/PutoHaBup Viatris e
MIPOTUBOIIOKA3aHO (BXK. To4uka 4.3).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Tamanadun

Tananaduw:

AUC: 1 2-ip1H

[Mopaan naxubupane Ha CYP3A4 ot
JIOTTMHABUP/PUTOHABHD

Cunpenagun

AUC: 1 11-mpH
[opagn naxubupane Ha CYP3A ot
JIONTMHABUP/PUTOHABUD

3a JeYeHueTo Ha NyJIMOHAIHA
apTepuaHa XUIEePTOHHUS:
EnHOBpEMEHHOTO IIPUIIOXKEHHE Ha
JlonunaBup/PutonaBup Viatris cbc
cunaeHaduI € IpOTOBOMOKA3aHO
(BX. TOUKa NPUIIOKEHUE HA
JlonmmnaBup/Puronasup Viatris ¢
TajanaduI He ce MPernopbyBa.

3a epextuiHa AUucHYHKINA:
CrienManHu npeanasHu MepKU
TpsI0Ba J1a ce MPUIIOXKAT TIPH
Ha3HauaBaHe Ha CHIIZCHADUIT I
TajanaduI Ha MAIMEHTH,
npuemany JlonuaaBup/PutonaBup
Viatris, MOBUILIEHO HaOIIOACHHE 3a
HEXXEJaHU ChOUTHSI, BKIFOUUTEITHO
XHUIIOTOHHUS, CHHKOII, 3pUTEITHH
MIPOMEHH U yIIBJKEHA ePEKIINs
(Bk. Touka 4.4). [Ipu
€IHOBPEMEHHO IPUJIOKEHHE C
JlonunaBup/PutoHaBup Viatris,
Jl03ara Ha cuiiieHadu He TpsioBa
Jia mpeBuInasa 25 mg 3a 48 yaca, a
Jo3ara Ha Tajganadui He TpsOBa a
npesumasa 10 mg 3a 72 yaca.

Bapaenadun

Bapaenadun:

AUC: 1 49-ibTH

nopanu uaxuoupane Ha CYP3A
OT JIONMHABHUP/PUTOHABHP

[punaranero Ha BapaeHapui ¢
JlontmHaBup/Puronasup Viatris e
MIPOTHBOIIOKA3aHO (BXK. Touka 4.3).

Epeo ankanouou

JuxunpoeproramuH,
€proHOBUH, €PrOTaMHUH,
METHJIEPTOHOBUH

CepyMHHTE KOHLCHTPAILIMUTE MOXKE A
Cce TIOBHIIAT ITOpaIy HHXHOHpaHe Ha
CYP3A ot nonuHaBup/pUTOHABHD.

CBIbTCTBAIIOTO MPUIIOKEHHE HA
JlonmnaBup/Puronasup Viatris u
€pro aJKaJoHIH €
MPOTUBOIOKA3aHO, THIl KATO MOXKe
Jia IOBeJIe 10 OCTpa eproTaMHHOBA
TOKCHUYHOCT, BKIIFOUUTEIHO
Ba30CMa3bM H UCXeMHS (BXK. TOUKa
4.3).

Cpedcmea, nosauseauju CMoMautHo-4pesHusl Momuaumem

Hwuzanpun

CepyMHHUTE KOHIICHTPALIMUTE MOXKE J1a
ce TIOBHIIAT ITOpaIy HHXHOMpaHe Ha
CYP3A ot nonnHaBup/pUTOHABHD.

ChIBTCTBAIOTO IPUIIOKEHUE HA
JlontmnaBup/Puronasup Viatris u
[U3aTpUJ € MPOTHUBONOKA3aHO, Thil
KaTO MOJKE J]a TIOBHIIH PUCKA OT
CEpUO3HU apUTMHUU OT TOBA
cpencTBo (Bk. Touka 4.3).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

HCV-0upexmno-oeticmsawu aHmueupycHu cpedcmasd

EnGacBup/rpazonpesBup
(50/200 mg QD)

EnGacsup:

AUC: 12,71 - mpTH
Ciax: T 1,87 - mpTH
Cu: 13,58 - pTH

I'pazonpesup:

AUC: 1 11,86 - mpTHn
Ciax: T 6,31 - mbTH
Cu: 1 20,7 - mpTH

(xoMOUWHAIHS OT MEXaHU3MH,
BKITIOYHUTEITHO NHXUOUpaHe Ha

CYP3A)

JlonuHaBup: <

ChIbTCTBAIIO MPUIIOKEHNE HA
e10acBUp/TPa3onpeBup C
JlonunaBup/PutoHaBup Viatris e
MIPOTUBOIIOKA3aHO (BXK. Touka 4.3).

I'exarnpeBup/mOpeHTacBUp

CepyMHHUTE KOHIIEHTPALIMKU MOXeE Ja Ce
MTOBHINIAT TTIOPaIy MHXHOUpaHe Ha P-
riukonpotenHa, BCRP u OATP1B ot
JIOTIMHABUDP/PUTOHABHUD.

ChIIbTCTBAIIOTO MPUIIOKEHUE HA
TJIeKaIpeBUP/TMOPEHTACBUD H
JIOTIMHABUP/PUTOHABUD HE CE
TIpeTIopbYBa IMOPaH MMOBUIIEH PUCK
ot nmoBumasane Ha ALT, cebpp3ano
C TIOBUIICHA EKCITO3UIIHSI Ha

TJIEKaIpeBUP.

OmburacBup/maputanpesup/ | OmOurtacBup: <> EnHOBpeMEHHOTO NpHIIOKEHHE €

pUTOHABHUD + 1a3a0yBUD MIPOTHUBOIIOKA3aHO.
[Tapurtanpesup:

(25/150/100 mg QD + AUC: 1 2,17 - mpTH JlonuHaBUpP/PUTOHABUD

400 mg BID) Cimax: 12,04 - mp1H 800/200 mg QD e npuiaras ¢

JlonmHaBUp/pUTOHABUD
400/100 mg BID

Ctrough: T 2,36 - mpTH

(naxubupane Ha CYP3A/eduykc
TPaHCIIOPTEPH)

HazabyBup: <

JlonunaBup: <«

OMOUTACBUp/TIAPUTANIPEBUP/PUTOHA
BHp ChC WK 0€3 J1a3a0dyBup.
EdexrsT BEpXYy JJAC 1
JIONIMHABUP € Onil NoJ00eH Ha TO3H,
HaOJro1aBaH MMpH MpUiiaraHe Ha
nonmHaBup/putonasup 400/100 mg
BID (Bx. Touka 4.3).

OwmoOwuracBup/mapuranpeBup/
PHUTOHABHP

(25/150/100 mg QD)

JlonmHaBUpP/pUTOHABUD
400/100 mg BID

OmbuTacBup: <>

[TapuTtanpesup:
AUC: 1 6,10 - mpTH
Crax: 14,76 - ibTH
Cirougn: T 12,33 - mpTH

(uaxubupane Ha CYP3A/ediaykc
TPaHCIIOPTEPH)

JlonuHaBup: <
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

CodocOyBup/BennaracBup/
BOKCHJIAIIPEBUD

CepyMHHUTE KOHIIEHTPALMK Ha
codocOyBup, BemaTacBup u
BOKCHJIAIIPEBUP MOJXKE J1a CE IIOBUILIAT
nopanu uHxuOupane Ha P-
rmkonpotenna, BCRP u OATP1B1/3
OT JonHaBHp/puToHABHp. [Iprema ce
o0aue, ye KIMHUYHO 3HAYCHUE UMa
CaMo TOBHIIIABAHETO HA EKCIIO3HITHATA
Ha BOKCHJIALIPEBUD.

He ce npenopbuBa e1HOBPEMEHHO
NPUIIOKEHHE Ha
JIONMHABUP/PUTOHABHP U
codocOyBup/BeNaTacCBUpP/BOKCHIA
[PEBHP.

Pacmumennu npodyxmu

Kbnt xanTapron
(Hypericum perforatum)

Konnentpanuure Moxe aa 0baaT
MIOHIKEHH MTOPaay HHAYLHpPaHEe Ha
CYP3A ot pacTUTENIHU IPOAYKTH
CBIBPKAIIHU KBIT KAHTAPUOH.

BuikoBu npoayKTH, ChIbpKALIH
XKBJIT KaHTapHOH, He TpsiOBa Ja ce
KOMOUHUpAT ¢
JIOTTMHABUP/PUTOHABHD. AKO
MAlMEHTHT Beue IpuemMa XbIT
KaHTapHOH, TO TOW TpsiOBa 1a ce
IIPEKpaTu 1 ako € Bb3MOXKHO, Ja Ce
MIPOBEPAT BUPYCHUTE CTOMHOCTH.
CrolfHOCTHTE HA JTONMHABUD U
PUTOHABUP MOJKE Ja C€ MOBHUIIAT
MIpU NIPEYCTaHOBIBaHE IpHUEeMa Ha
XKBITHUA KaHTapUOH. BB3MOXKHO €
Jla ce HAJI0XKH KOPUTHUpaHE Ha
no3ara Ha JlonuHaBup/PuToHaBUp
Viatris.

Wupyuupamusar epext Moxe 1a
MEPCUCTUPA B IPOBIDKEHHIE HA
TIOHE 2 CEMUIIM CJIe] CIIMpaHe Ha
JIEYEHUETO C KBJIT KAHTAPHOH (BXK.
touka 4.3). Eto 3amo, teueHueTo ¢
JlonmmunaBup/Puronasup Viatris
MOJXKE JIa 3aro4yHe 6e3011acHo 2
CeIMUIIN CIIe/] IPEyCTaHOBSBaHE
IIpUeMa Ha JKbJITHS KaHTapPHOH.

Hmynocynpecopu

uxnocnopun, Cuponumyc
(panamunus) u Takpoaumyc

Huxnocnopun, Cuponumyc
(panamunus) u Takpoaumyc:
Konuentpanuure Mmoxxe na 0baar
MIOBUIIECHU NOPaJu UHXUOUpaHe Ha
CYP3A ot nonuHaBup/pUTOHABHP.

[IpenopbuBa ce no-yecto
TpociIesiBaHe Ha TepareBTUIHATA
KOHILIEHTpALMs 0 CTaOUIN3HpaHe
Ha KOHIIEHTPALMUTE Ha T€3U
JIEKapCTBEHU MPOIYKTH B
I1a3MaTa.

Jlunudononudicasawu npodyxmu

JloBacTtatuH 1 CUMBacTaTHH

JloBacraTnH 1 CHMBacTaTHH:
ITomuepraHo MOBHUIIEHUE HA
KOHIIEHTpALMUTE B TUIa3MaTa Mopaau
nuxubupane Ha CYP3A or
JIONMHABUD/PUTOHABUD.

TBi1 KaTO MOBUILIECHUTE
koHuenTpanuu Ha HMG-CoA
penyKTa3HUTE HHXUOUTOPH MOXKeE
Jia IPeIM3BUKAT MUOTIATHS,
BKITIOYHUTEITHO PabIOMUOITH3a,
KOMOMHHMpPaHETO Ha TE3U
JICKAPCTBEHU TMPOYKTH C
JlonmunaBup/Puronasup Viatris e
MIPOTUBOIOKA3aHO (BXK. Touka 4.3).
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Jlunudomooupuyupawu cpedcmsa

Jlomuranug WNuxuburopure Ha CYP3A4 CrpropTcTBamIaTa ynorpebda
MIOBUIIIABAT €KCIIO3UIIMATA Ha JlonuxaBp/Putonasup Viatris ¢
JIOMUTAIU/I, KaTO MOIIHUTE JIOMUTAIU/ € IPOTHUBOIIOKA3aHa
WHXUOUTOPH MOBUIIABAT (Bx. KpaTkara xapakrepucTuka Ha
EKCTIO3UIIHSITA TIPUOITH3UTEITHO 27 MPOIYKTA, ChIbPIKAIIL JIOMHUTAIIH]T )
bTH. [Topaau naxubupaneTo Ha (Bk. TOouka 4.3).
CYP3A4 ot nonmHaBUp/pUTOHABUD CE
OYaKBa [TOBHIIABAHE HA
KOHIIEHTPALMUTE Ha JIOMUTANUA.

ATropBacTaTuH ATOpBacTaTHH: KomOunupanero Ha

AUC: 1 5,9-ipTH

Ciax: T 4,7-15TH

[opann uaxubupane Ha CYP3A ot
JIOTTMHABHP/PUTOHABHP.

JlontmnaBup/Puronasup Viatris ¢
aTOPBaCTaTHH HE ce MPETOPHYBA.
AKO IpUJIOKEHHUETO Ha
aTOPBACTAaTUH Ce MPELEeHH KaTo
abCOJIIOTHO HEOOXOAUMO, TO
Tps0Ba Ja ce npujiaraT Bb3MOKHO
Hal-HHUCKWUTE JO3H IIPH
BHUMATEJHO MPOCIIeIIBaHe Ha
Oe3omacHocTTa (BXK. Touka 4.4).

PozyBactarun, 20 mg B/

PosyBacrarun:

AUC: 1 2-ip1H

Ciax: T 5-ipTH

TBi1 KaTO pO3yBacTaTUH Ce
MeTabomm3upa cinabo ot CYP3A4, e
Ha0JII0JaBaHO MTOBUILICHUE HA
HErOBUTE KOHIIEHTPAIIMH B TIJIa3MaTa.
MexaHU3MBT Ha TOBa B3aUMO/ICHCTBHE
MOJXKe 1a ObJie 00SICHeH ¢ MHXHOHUpaHe
Ha TPAaHCHOPTHHUTE NPOTCHUHHU.

Heobxoxumo e nosueHo
BHIMAaHHE W TIOHIKaBaHEe Ha
J103aTa MPH STHOBPEMEHHO
MPWIIOKEHHUE Ha
Jlonmuasup/Putonasup Viatris ¢
po3yBactaTHH (BXx. Touka 4.4).

q)J'IYBaCTaTI/IH nim

®nyBacratus, [IpaBactatun He ce

HpI/I HCO6XOZ[I/IMOCT OT JICHCHUEC C

IIpaBactaTnH OYaKBaT KIMHUYHO 3HAYUMHU HMG-CoA penykTazeH HHXHOUTOD
B3auMojeicTus. [IpaBacTaTud He ce | ce MPEmopbUBa MIPUIIOKECHUETO HA
Metabommzupa ot CYP450. (hyBacTaTHH WM ITpaBacTaTHH.
dmnyBacTaTiH ce MeTabOIH3HUPA
yactuuHo ot CYP2C9.

Onuamu

Bymnpenopdun, 16 mg BJ]

Bynpenopdun: «

He e HeoOxomumo afantupane Ha
Jlo3aTa.

Meranon

Meranon: |

[IpenopbuBa ce mpociesaBaHe Ha
KOHIIEHTPAIIMUTE HA METAJIOH B
rma3Mara.
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EnHoBpeMeHHO NPUJIATaHO
JIEKapcTBO O
TepanmeBTU4YHA 00J1aCT

EdexkTn BbpXy CTOHHOCTUTE HA
JIEKapCTBOTO

CpenHa reomeTpu4HA NPOMSHA
(%) B AUC, Chax, Cuin
MexaHHU3BM HA B3aHMOJeliCTBHE

KyanHn4YHU npenopbKM mo
OTHOLLICHME HA e/IHOBPEMHHOTO
NpUJIOKEHHE C
Jlonunapup/Puronasup Viatris

Ilepopannu konmpayenmusu

Erunun ecrpagmon

Etunun ectpagumon: |

B ciyuyait Ha enHOBpEMEHHO
MIPUJIOKEHHUE Ha
JlonuHaBup/PutoHaBup Viatris u
KOHTpaLENTUBH, ChbABbPKAII
€TUHWI €CTPaguoI (HE3aBUCUMO OT
METOZa Ha KOHTpaLeMNHs Hamp.
nepopaJieH WM TpaHcAepMalleH),
TpAOBa Ja ce mpuiaarat
JOIIBJIHUTEIHU KOHTPALENITUBHU
METOJIH.

Cpedcmea 3a omKaszedane Ha momroHonyuienemo

bynponnon

BynpornnoH ¥ HeroBust aKTUBCH
MeTabOoJUT, XUAPOKCUOYITPOIHOH:
AUC 1 Cax | ~50% To3u edext moxe
Jia ce IBbJDKU Ha MHAYLIHMpaHe Ha
MeTabosr3Ma Ha OyIpOTHOH.

AKO €JJTHOBPEMEHHOTO MTPHUIIOKECHUE
Ha JlonuaaBup/PutonaBup Viatris
1 OYIIPOITHOH ce MpeIeH: KaTo
HEn30eXKHO, TO TOBa TPsiOBaA Ja
CTaBa IPU PEIOBHO KIMHUIHO
mpocinensBaHe Ha e(UKacHOCTTa Ha
OyrpornuoH, 06e3 NpeBullaBaHe Ha
MPENOPBUYUTEITHUTE J03H,
HE3aBUCHMO OT HalroaBaHaTa
WHTYKITHSL

3amecmumenna mepanus ¢ mupeoudﬂu XOPMOHU

JleBoTHpOKCUH CpoO011eHH ca TOCTMapKETUHIOBU Tps6Ba na ce HabIrONaBa
ClTydau, IOKa3aTelIHH 33 OTSHIIUAIHO | THPSOCTUMYIIHPAIIUAT XOPMOH
B3aUMOJICHCTBUE MEXITY (TCX) npu naneHTuTe, JIeKyBaHH
JICBOTHPOKCHH U MTPOJTYKTH, KOUTO C JICBOTHPOKCHH, ITOHE TIpe3
ChIBPXKAT PUTOHABHUD. II'BPBUS MECEI ClIe]] Ha4aioTo
W/WIIN Kpasi Ha JIEYEHUETO C
JIOTIMHABHUDP/PUTOHABHD.
Baszoodunamamopu:
bozenTan JlonmHaBUp - pUTOHABHUD: [Mpunoxenuero Ha JlonmHaBHp/
KoHnenrpamnuure Ha PuronaBup Viatris ¢ 603eHTaH
JIOTIMHABUP/PUTOHABUD B IIa3MaTa TpOBa Jja € C NOBUIIEHO
MOJKeE J]a Ce TIOHMKAT TOPaIH BHUMaHUeE.
naayknus Ha CYP3A4 ot 60o3eHTaH.
[Ipu eqHOBpEMEHHO NPUIIOKEHNE
Bozenran: Ha JlonuaaBup/Putonasup Viatris ¢
AUC: 1 5-pTH 0o3eHTaH, TpsOBa Jla ce HaOIII0AaBa
Cmax: T 6-1bTH edpuxacHocrTa Ha HIV neyenunero u
[IspBonauanHo, 603eHTaH Cin : TaIUeHTHTE TPsIOBa /1a Obaat
1 npubnu3uTenHo 48-bTH. HaOJr01aBaHN BHUMATEIHO 32
[opann naxubupane Ha CYP3A4 ot TOKCHUYHOCT OT O03€HTaH, 0COOEHO
JIOTTMHABHUP/PUTOHABHD. 0 BpeMe Ha IIbpBaTa CeJIMHIIA Ha
€IHOBPEMEHHOTO NPUJIOKEHHE.
Puonuryar Konnenrpamnunre B cepyma MOXe 1a He ce npenopbuBa

ce MOBHIIAT TOPaJy MHXUOUpaHe Ha
CYP3A or tonuHaBHp/pUTOHABHP.

€IHOBpEMEHHaTa yrnorpeda Ha
puonuryar ¢ JlonmuaaBup/
PutonaBup Viatris (Bx. Touka 4.4 u
KpaTkara xapakTepucTHKa Ha
MIPOIYKTA, ChbPIKAIIl PUOLIUTYAT).

33




EnnoBpemenno npuiarano | E¢pexru BbpXy cToliHOCTHTE HA KyanHn4YHU npenopbKM mo

JIEKapCcTBO 1O JIEKapCTBOTO OTHOLIIEHME HA eJHOBPEMHHOTO
TepaneBTHYHA 00J1aCT CpenHa reoMeTpHYHA POMSHA NMPHIOKeHHe ¢
(%) B AUC, Cuax, Cunin Jlonunapup/Puronasup Viatris

MexaHHU3BM HA B3aHMOJeliCTBHE

pyau nexapcmeenu npooykmu

B13 ocHOBa Ha U3BECTHUTE METAOOIUTHHI HpO(I)I/IJ'II/I HC C€ O4YaKBaT KJIMHHUYHO 3HAYNMHU B3aPIMOI[CI>’ICTBHH
Mexny JlomuaaBup/Putonasup Viatris B JalICOH, TPUMETONIPUM/CYI(PaMeTOKCA30I1, a3UTPOMULIMH HIIH
(hirykoHa30JI.

4.6 @epTHaUTET, O)PEMEHHOCT U KbPMEHe

bpemenHoct

Karo 001110 mpaBuio, Korato ce pemiasa fa ce pujaraT aHTUPETPOBUPYCHH NIPOAYKTH 3a JIEUEHUE Ha
uHdpexnusa ¢ HIV npu OpemeHHN xeHu U MocIeBallo, 32 HaMallsiBaHe Ha PUCKa OT BEPTHKAITHO
npenasane Ha HIV Ha HOBOPOJEHOTO, JaHHUTE OT IPOYYBAHUATA IPH KUBOTHH, KAKTO U KIMHUYHUAT
OITUT PN OPEeMEHHH KEHH TPsOBa J1a ce MMaT MPEIBH/, 32 Jla Ce OXapaKTepu3npa 0e30IMacHOCTTa 3

(ertyca.

OreHKa Ha JJONMHABUP/PUTOHABUD € HanpaBeHa npu moseue oT 3 000 yxeHu 10 BpeMe Ha OpEMEHHOCT,
BrurounTenHo rosede ot 1000, kouTo ca OWITH B ITbPBUSI TPUMECTHD.

[Ipu nocTMapKeTHHTOBO, HAOMIOAEHHE, OTYMTAHO upe3 PerucTbpa Ha OpeMeHHOCT IpU
aHTHpeTpOoBUpYCHO JeueHne (Antiretroviral Pregnancy Registry), BbBeseH ot sinyapu 1989 r., He e
CbOOIaBaH MOBUIIIEH PUCK OT BPOACHU AE(EKTH IIPU EKCIO3UINH C JIOMUHABUP/3UTOHABHP CPEX Haj
1 000 »xeHu, eKCIIOHMPaHU IO BpeMe Ha IIbpBUS TpUMecTbp. YecToTaTa Ha BpoAEeHUTE Ae(EKTH Cilel
SKCTIO3HIIHSI C JIOIMMHABHP CJIe[ KOHTO U J1a € TPUMECTHP € CPaBHIMA C UeCTOTaTa, HabmoJaBaHa B
oOwmaTa nomynauus. He e HabaronaBan Moziest OT BpoJieHH Ae(heKTH, mperoarami o0mma eTHoI0T .
IIpoyuBaHusTa IPpU )KUBOTHU [10Ka3BaT PENPOAYKTUBHA TOKCUYHOCT (BXkK. Touka 5.3). B3 ocHOBa Ha
CIIOMEHATHUTE JaHHH, PUCKBT 32 MAI(opMaIiy € MaJIKo BepOsATEH IpH Xopa. JlonnHaBup Moxe 1a ce
M3M0JI3BA 110 BpeMe Ha OpEeMEHHOCT NPH KIMHUYHA HEOOXOIUMOCT.

Kspmene

[IpoyuBaHus npu IIBXOBE MMOKa3BaT, 4e JIOMWHABHUP CE eKCKpeTHpa B MIIIKOTO. He e n3BecTHO nanu
TO3H JIEKapCTBEH MPOAYKT Ce eKCKpeTHpa B KbpMaTa Ipu yoBeka. Kato obuo npasuio, ce
npernopbuBa xenu ¢ HIV 1a He kbpMAT, 3a Aa ce uzberne npenasane Ha HIV Ha kppMaueTo.

DeprramTeT

[IpoyuBaHusATa U )KUBOTHYU HE IOKa3BaT Bb3JeHcTBUE BbpXY depTunurera. Hiaima nanHu 3a
BB3JICUCTBUETO HA JIOMMHABUP/PUTOHABUD BHPXY (EPTHIUTETA IIPH XOPa.

4.7 EdexkTn BbpXy cioco0HOCTTa 32 opupaHe U padoTa ¢ MAIUIMHHU

He ca mpoBexnanu mpoy4BaHus 3a eheKTHTE BbPXY CIIOCOOHOCTTA 32 modupane u paboTa ¢ MalllMHU.
[NanuenTure TpsiOBa na ObAaT HHGOPMHUPAHHU, Ye UMA CHOOILEHH 3a ClIyyad Ha raJieHe 1o BpeMe Ha
JICYCHUETO C JIONMMHABHP/PUTOHABHD (BXK. TOUKa 4.8).

4.8 HexelaHu JeKaPpCTBEHH PeaAKIIUH

Pesrome Ha npodriia Ha 6€3010aCHOCT

BesomnacHocTTa Ha JONMMHABUP/PUTOHABUD € TIpoyyBaHa npu Haj 2 600 nanuenrta BbB ®aza [I-1V
KIIMHUYHU Tpoy4YBaHus, oT kouto Haj 700 ca momyuaBanu qo3a ot 800/200 mg (6 karcynu wiu 4
TabJIeTKN) BeJHBXK JHEBHO. Hapen ¢ HyKJIe03HUTe MHXUOUTOPH Ha 0OpaTHATa TPAaHCKPHUIITa3a
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(HUOT) B Hsixou MpOoydYBaHusl, JIOMMMHABAP/PUTOHABHP € U3IIOJI3BaHa B KOMOMHANNS ¢ epaBUpPEHI] HITH
HEBUPAIIVH.

Haii-yectute HexxenaHu peakiiuy, CBbP3aHH C JICUSHHETO C JIOMUHABUP/PUTOHABUD IO BpeMe Ha
KIMHUYHUTE NIPOYYBaHUSA ca OMIIM JUapHs, TaJeHe, MOBPbIIaHe, XUIEePTPUIIULEPUAECMUS U
XUIepxojecTepoiaeMus. PUCKBT OT aAuapus Moxe Aa ObJie MOo-ToJIIM NIPU €AHOKPATEeH AHEBEH IIpUeM
Ha JIOTTMHAaBUDP/pUTOHABHD. [lHapus, rajieHe U MOBPBIIaHe MOXKE J1a Bb3HUKHAT B HAYAJIOTO HA
JICYEHUETO, TOKATO XUIIEPTPUTTULEPUIEMHUS U XUIIEPXOJIECTEPOTIEMHUS MOXKE Aa HACTBIIAT O-KbCHO.
Bb3HukHamuTE, BCIEACTBIE HA JICUYSHUETO HeXKENaH! ChOUTHS ca JOBEIH 0 NPEkKISBPEMEHHO
NIPEKBbCBAHE Ha MPOYYBAHETO NMpH 7% oT yuacTHUnuTe BbB Paza II-IV npoyusanusra.

BaxHo e n1a ce oTOenexu, ye ca TOKJIAJABaHU CIy4ad Ha MAHKPEATUT MPH NalUeHTH, IPHEeMAaIln
JIONMHABHP/PUTOHABHP, BKIIOYHTEIHO TE3H, KOUTO Ca Pa3BIWIN XUneprpurinnepuaeMus. OcBeH ToBa,
ca ChOOIIEHU PEAKH CITydad Ha yabDKaBane Ha PR uHTepBana mo BpeMe Ha JIe4eHUETO C
JIOTIMHABUP/pUTOHABUD (BXK. TOUKa 4.4).

CrnuchbK Ha HEXKEIAHUTE JICKaApPCTBCHU PCAKIIU B TaOJInYEH BU

Heoicenanu peaxyuu om KIuHUYHU NPOYYEAHUSL U NOCMMAPKEMUH206USL ONUM NPU 8b3PACMHUU U
neouampuyHyu NAyUeHmu.

Crnennure chOUTHS ca OWIIM TIOCOYECHU KaTO HEXKEaH! JISKApCTBeHHU peakimu. KareropusTa mo
YeCcTOTa BKJIIOYBA BCHYKH CHOOIIEHH CHOUTHS ¢ YMEpEHa WA TeKKa HHTCH3UBHOCT, HE3aBUCHMO OT
WHIMBUIyalTHATa OIICHKA 33 IPUYMHHOCT. HexxenaHuTe peakiiuy ca IpeCTaBeHH 110
CUCTEMO-OpraHHu kiacose. [Ipu Bcsko rpynupaHe B 3aBUCUMOCT OT Y€CTOTATa, HEXKEITAHUTE
JICKAPCTBEHU PEaKIMU ce U30pOSBAT B HU3XOSI] PeJl TI0 OTHOIICHHE Ha TAXHATA CEPUO3HOCT: MHOTO
yectu (>1/10), wectu (> 1/100 no < 1/10), neuectu (> 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo

< 1/1 000) u c Heu3BecTHA YecToTa (OT HATMYHUTE JJAHHU HE MOXe J1a ObJic HAallpaBeHa OIICHKA).

He:xenann JICKAPCTBCHHU PCAKIUU NPHU KJIIMHUYIHUA U MOCT-MAPKETUHIOBHU IIPOYYBAaHUA NPHU
BbH3PACTHU NALIMEHTHU

Cucremo- opraHes Kjiac YecroTa He:xenana peakuusi
Wndexnuu u undecranuu MmHoro yectu | MiHdeKkuy Ha rTOpHUTE IUXATEIHHU I'bTUINA
Yectu Wudexnuu Ha JOTHUTE JUXATEIHU THTUIIA
MH(EKIUU Ha KOXKaTa, BKIIOYUTETHO LIEIyIuT,
(GONMMKYIHT B PYPYHKYI
Hapymenus Ha KpbBTa 1 Yectu AHeMmus, IEBKOTIEHUs, HEY TPOTIeHU S,
nuMHaTa cucreMa muMdageHonaTHs
Hapymenns Ha umyHHaTa Yectu CBpBXUyBCTBUTEIHOCT, BKIIIOUUTEIHO
cucrema YPTUKapuUs U aHTHOEAEM
Hewectn CuHIpOM Ha UMYHHO pEeaKTUBUpPAHE
Hapymenus Ha ennokpuHHata | Heuectn XUNoroHaIu3bM
cucrema
Hapymenus Ha MeTabonu3ma u | Yectu Hapymenus B kpbBHaTa 3axap BKIIOYUTETHO
XpaHEeHEeTO 3axapeH JuabeT, XUuIepTpUriIuLepuaeMus,

XHUIEPXOJECTEPOJIEMHUA, Sary6a Ha TCrJ1o,
ITOHM>KAaBaHC Ha aliCTUTa.

Heuectn VYBenuuaBaHe Ha TETJI0TO, NOBUIIABAHE HA
aneTuTa
[lcuxuyHu HapyeHUS Yectu TpeBoxKHOCT
Heuectu ITaToJIOrMYHU CHHUIIA, HAMAJIEHO JIMOUI0
Hapymenns Ha HepBHaTa Yectn I'maBoGosiue (BKIIOUUTETHO MUIPEHA),
Cucrema HeBponaTHs (BKIIOUUTETHO nepudepHa
HEBpOMNaTHsl), CbHIUBOCT, O€3ChHUE
Heuectn WHucynT, KOHBYJICUS, TUCTEY3Us, arey3us,
TpeMop
Hapymenus Ha okoTO Heuectu 3puUTENHN HapyIIEHUs
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Cucremo- opraHeH Kjiac YecroTa Hexenana peakuust
Hapymenus Ha yxoTo u Heuectu TunutycC, BEpTUrO
nabupuHTa
CopredHu HapyIIeHUs Heuectn ATtepockiepo3a o GpopmaTa Ha MUOKapAeH
UH(APKT, aTPUOBEHTPUKYJIapeH OJIOK,
WHCYGUIMEHIIMS Ha TPUKYCIUIaIHATA KJIama
Cb10BU HapylLICHUS Yectn XuneproHus
Heuectn Jbn6oka BeHO3HA TpoMOO03a

CroMaliHO-4peBHU HapyLICHUS

Mmuoro gectn

Huapus, ragese

Yectn

[ankpeatut', MoBpHINAKe, racTpo-e30dareanta
pedaykcHa Oonect, racCTPOSHTEPUT U KOJIUT,
KopemHa 0oJiKa (B TOpHATa U JI0JIHATA 4acT),
pasIyBaHe Ha KOpeMa, TUCTICTICHS, XEMOPOHH,
METEOPU3BM

Heuectn

CroMalHo-4peBHU KPbBOU3IIUBY,
BKJIFOYUTEIHO 5A3Ba, JYOJCHUT, TACTPUT U
PEKTaJH! KPbBOU3IUBY, CTOMATHT U
yIIepalyy B ycraTa, (heKalHa HHKOHTHHEHINS,
3alleK U CYXOTa B yCTaTa

XemnaTo-OnIrapHu HapyIICHHs

Yectn

XemaTuT BKIIOUNATENHO 3aBumaBade Ha AST,
ALT u GGT

Heuectn

JKbnrennna, yepHoApOOHa cTEaTo3a,
XEMaToOMeralius, XOJIaHTUT,
XUNepOmIupyOnHEeMust

Hapymenuns Ha xoxata u
MIOJIKOYKHATA ThKaH

Yectu

OOpHB BKIIIOYHTEIHO MaKyJIO-TIAITyJI03€H
00puB, epMaTUT/00PHB, BKIIIOYUTEITHO €K3eMa
U cebopeeH JepMaTHT, HOIIHO TOTEHE,

IPYpPUTYC.

Heuectn

AHOHBHI/IH, BB3NAJICHUC HA KAalTWIAPUTE,
BAaCKYJIUT

Penkn

Cungpom Ha Stevens-Johnson, eputema
Myatudopme

Hapymenus Ha MycKyJIHO-
CKeJIeTHaTa CHCTeMa H
ChEJMHUTENHATA ThKaH

Yectn

Muanrus, MyCKyTHO-CKeIeTHa O0Jka
BKJTFOUHUTEITHO apTPaITHs M OOJIKK B T'bp0a,
MYCKYJIHU HapyIIeHHs KaToO CHa3MU U c1abocT

Heuectn

PabmgomMuom3a, 0CTeOHEKPO3a

Hapymenus Ha Ob0penuTe u
NUKOYHHTE IIBTUIIA

Heuectn

[ToHM>XeH KpeaTHHOB KIIMpaHC, He(PHT,
XeMaTypus

MSICTOTO Ha TPUJIOKCHUC

C nemssectHa | Hedponurnaza
yecToTa
Hapymenns na Yectu Epexrunna nqucdyHKIMs, MEHCTYPaITHU
BB3NPOU3BOAUTEIIHATA CUCTEMA HapyILIeHUs — aMeHOpesl, MeHOparus
U TBpJaTa
OO6um HapymeHus u epext Ha | Yectu YMopa, BKIIOUYUTETHO aCTeHUS

' BuskTe Touka 4.4: MAaHKPEaTHT U JIUITHIH.

Onwmcanue Ha HOZ[6DaHI/I HCXKCIIaHH JICKAPCTBCHHU

Cunnpoma Ha Cushing e ch0o0IIeH py MaIMeHTH, IpHUEMAaIy PUTOHABHADP ¥ HHXAJIATOPEH WIH
UHTPaHA3aTHO MPUIIOKEH (PIyTHKA30H MPOIMHMOHAT; TOH CHII0 MOXKE Aa C€ MPOSIBU U IIPU JPYTH
KOPTHKOCTEPOH/IN, KOUTO ce MeTabonm3upar rnocpeactsoM mbeTs Ha P450 3A, Hanp. OyneHo3un (Bx.

Touku 4.4 u 4.5).




[MoBumena kpearnnpocdoknnaza (KOK), Mmuanrusi, MHO3UT H, PSIIKO, pabIOMHOJIN3a ca ChOOIIEHU
MIPH POTEa3HN HHXUOUTOPH, TIO-CIICIIHATHO B KOMOMHAILIUS ¢ HYKIICO3UHA HHXHUOUTOPHU Ha
oOpaTHaTa TpaHCKPHIITa3a.

Memaborumnu napamempu
ITo Bpeme Ha aHTUPETPOBUPYCHA TEPAIMs MOXKE []a HACTBIIM yBeJIUYaBaHe Ha TErJI0TO U Ha
CTOHHOCTHTE Ha JIUIMHUIUTE U TIII0KO3aTa B KPBBTa (BXK. Touka 4.4).

[To BpeMe Ha BbBEXKAaHE Ha KOMOMHUpaHaTa anTupeTpoBupycHa Tepanus (KAPT) npu nanuenTn ¢
TE)KBK UMyHeH neduiut, uadexrupanu ¢ HIV, Moxe 1a Bb3HUKHE Bb3MANIUTEIHA PEAKLHI KbM
0E3CHMITOMHH W OCTaThYHH ONMOPTIOHUCTHYHY WHpeKInU. ChoOIIaBaHu ca ChIIO0 U aBTOMMYHHU
HapymeHus (kato 6osect Ha Graves M aBTOUMYHEH XeIaTHT); BBIIPEKU e ChOOIIEHOTO BpeMe Ha
MPOSIBJICHHETO MIM € MHOTO Pa3INn4HO, TO MOYKE JIa HACTBITH MHOTO MECEIIH CJIe]] 3all0YBaHE Ha
JIeYeHHEeTO (BXK. Touka 4.4).

CpoOmmaBann ca cIyJal Ha OCTCOHEKPO3a, 0COOEHO NPH MAIMEHTH C OOIIHONPH3HATH PUCKOBH
¢axTopu, Hanpeanano HIV 3a0onsgBane wim ¢ NpoabKUTENHA €KCIIO3ULINS Ha KOMOMHUPaHa

anTupetpoBupycHa tepanus (KAPT) Uecrorarta Ha Te3u cirydan He € u3BecTHa (BXK. Touka 4.4).

TlenquaTpuynu nonynanuu

[Ipu nena Ha Ta3u BB3pacT 2 TOJMHU U MOBEYE, MPOPIBT Ha OE30MACHOCT € MOJ00CH Ha TO3H,
HaOIlto1aBaH pu Bb3pacTHUTE (Bk. Tabnmumara B Touka 0).

Cpo0maBane Ha MOAO3UPAHK HEXKEITAHN PEaKIIFKU

C’BO6H.IaBaHCTO Ha MOJO03UPaHU HEKEIIAaHU PEAKIIUU CJICT pa3pelliaBaHe 3a yHOTpe6a Ha JICKapCTBCHHUSA
TIPOAYKT € BaXKHO. Toga no3BoJisBa 1a IIPOABIIKA Ha6J'IIO]ICHI/I€TO Ha CBbOTHOIICHUCTO non3a/p1/1c1< 3a
JICKapCTBECHHUA IPOAYKT. OT MEAUIIMHCKUTE CIICIIUAIUCTH C€ N3UCKBA Ja C’I>O6HIaBaT BCsKa
Io0o3npaHa HEXKEJIaHa pCaKIud Ype3 HallMOHAJIHATa CUCTEMA 3a C’BO6HIaBaHC, II0COYCHA B

[punoxenue V*.

4.9 Ilpeno3upane
JHocera nMa orpaHHYeHY JaHHH 32 CIIydad Ha OCTPO MPEIO3UpPaHe C JIONMUHABUP/PUTOHABUD TIPH XOpa.

Hexxenanute KJIMHUYHYU NIPU3HALM, HAOJII0aBaHU IIPU Ky4yeTa BKIIOUBAT CAJIMBALIMA, IOBPBILAHE U
Japust/aOHOpMEHH M3IpaKkHEeHHs. bee3nTe Ha TOKCHYHOCT, HaOJII0JaBaH! TIPH MUIKH, TUTHXOBE
WM Ky4eTa BKIIIOYBAT HaMajeHa akKTUBHOCT, aTaKCHsl, U3TOLLIEHHUE, JEXUApATalsl U TPEMOPH.

[Ipu npeno3upane ¢ TONUHABUP/PUTOHABHUP HAMA criel(pUUYeH aHTUAOT. JIeUeHHeTo Ha nmpeo3upaHe
C JIOTIMHABUP/PUTOHABUP C€ CHCTOH OT OOIIM MOAXBPIKAIM MEPKH, BKIIOUUTEIIHO IIPOCieiBaHe Ha
KU3HEHUTE NIOKa3aTelln U HaOIroIeHne Ha KIMHUYHUS CTAaTyC Ha MallMeHTa. AKO € He0OX0auMo,
SJIMMUHUPAHETO Ha HEPe30pOUPaHOTO KOJMUECTBO aKTUBHO BEIIECTBO TPsOBa 1a ce M3BBPIIN Ype3
MOBPBIAHE MU MPOMHUBKA Ha cTOMaxa. [IpuiiaraHeTo Ha aKTHBEH BBITICH MOXKE CBINO Ja Oble
M3IIOI3BAHO 32 MOJANOMAaraHe OTCTPaHsIBAaHETO Ha HEPEe30pOUPAHOTO aKTUBHO BEIIECTBO. T'hii KAaTO C
JIOTTMHABHUP/PUTOHABHD C€ CBHP3Ba C TUIA3MaHUTE MTPOTCHHHU BHB BUCOKA CTETICH, MAJIKO BEPOSITHO €
JOuanu3ara aa Ob/e OT MoJiza 3a 3HAYMMO OTCTPAHSBAaHE HA aKTUBHOTO BEILIECTBO.

5. ®APMAKOJIOTMYHU CBOUCTBA
5.1 ®apmakoaMHAMUYHHU CBOHCTBA
dapmakoTepaneBTHUHA IPyIIa: IPOTUBOBUPYCHH CPEACTBA 32 CUCTEMHA yrnoTpeda, MPOTHBOBUPYCHU

cpenctra 3a nevenue Ha nHpekuuu ¢ HIV, komounanmu, ATC xox: JOSAR10.
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MexaHn3bM Ha JICHCTBHE

JlonuHaBUp OCUTYpsiBa aHTMBUPYCHATA aKTUBHOCT Ha JIONMHABUP/pUTOHABUD. JlomuHaBHp €
nHXuOHTOp Ha mporeasure Ha HIV-1 n HIV-2. Maxubupanero Ha npoteasara Ha HIV mpenoTsparssa
paslenBaHEeTO Ha MONUIPOTENHA gag-pol, KOETO BOAU 10 MPOU3BOJCTBO HA HE3PsUI, HEBUPYICHTEH

BHpYC.

Edextn BbpXY eIeKTpoKaparorpaMara

B pangomusupano, miane6o u aktuBHO (Mokcuduiokcauud 400 mg BeIHBK THEBHO) KOHTPOJIUPAHO
KpbCTOCAHO NpoyuBaHe mpu 39 31pasu Bb3pacTHU € oueHeH QTcF unrepsana ¢ 10 uzmepBanus 3a 12
yaca Ha Jlen 3. Cpexnute makcuManuu pa3nuku B QTcF (95% ropHa rpanuiia Ha JOBEpUTEITHUS
WHTEpBal), CPaBHEHU C TE3H MpH I1anedo, ca 3,6 (6,3) u 13,1 (15,8) 3a no3u ot 400/100 mg nBa mbTH
JHEBHO W HaJ TepaneBTHYHHUTE 1031 oT 800/200 mg aBa MbTH AHEBHO 32 JIONWHABHP/PUTOHABHP
(LPV/r), crorBeTHO. MHAYIIMpaHOTO C BUCOKM /103U JionnHaBup/putoHasup (800/200 mg nBa mbTH
JHEBHO) yabipkaBaHe Ha QRS unreppana ot 6 ms Ha 9,5 ms gonpunacs 3a yasnkasadeTo Ha QT. Ilpu
JIBE CXEMU Ha IpWJIaraHe ce JOCTUTaT eKcro3uuuu Ha JleH 3, npubausurento 1,5 u 3-bTH MO-BUCOKH
OT Te3H, HaOJII0JaBaHu NpH IIpenopbuuTentaTa 103a LPV/r, BeAHBX WU 1Ba IbTH JHEBHO, B
CTalMOHApHO cheTosHue. [Ipn HUKOI OT yuacTHUIIMTE HEe € HabaronaBaHo yabokaBane Ha QTcF >

60 ms, B cpaBHeHHE C U3XoAHUTe cToiHOCTH Wi QTCF uHTepBas, npeBuiIaBal] MOTEHIUATHO
KIIMHUYHO 3HaunMus mpar ot 500 ms.

[Ipu cpmoTo npoyuBane Ha JleH 3 e HaOIIOJaBaHO M YMEpPEHO ynbbKaBaHe Ha PR- nHTepBana nmpn
YYaCTHUIIH, TIPUEMAIH JIOIIMHABUP/puToHaBUp. Cpeanute npomenu B PR-uHTepBana, cpaBHeHH C
M3XO0JIHATa CTOMHOCT, ca Bapupaiu oT 11,6 ms no 24,4 ms B 12-yacoBus WHTEpBaJ cliell Ipujlaraie Ha
nozata. Makcumanuust PR untepsan e 6mn 286 ms u He e HabmogaBaH chpaedeH 0s1ok ot II-pa wim
III-Ta creneH (Bxk. Touka 4.4).

AHTHUBHpYCHA aKTUBHOCT in Vitro

In vitro aHTUBHpYCHATa aKTHBHOCT HA JIONIMHABHUP CpeEIly J1a00paTOpHH U KIMHUYHH iaMoBe Ha HIV
€ OLIEHEHa, CbOTBETHO, B OCTPO MH(eKTUpaHH TUM(POOIACTHU KIEThUHH JIUHUM U epu(epHU KPbBHU
nmuMooruta. [Ipn oTcheTBHE HA YOBEIIKH cepyM, cpeaHara cToiHocT Ha ICso Ha TOHMHABHP cpemty 5
pasnmuunu HIV-1 nabopatopuu mamose e 6una 19 nM. Ilpu otcheTBre U pu Hanuuue Ha 50%
YOBEIIIKU cepyM, cpenHaTa croiHocT Ha ICs Ha nonuHaBup cpenty HIV-1ims B MT4 knerkure e Ouna,
cb0TBeTHO, 17 nM u 102 nM. [Ipu oTchcTBHE Ha YOBELIKH cepyM, cpeanata ICso Ha TonuHaBUDP
Cpelly HSKOJIKO KIMHUYHU n3oaara Ha HIV-1 e 6una 6,5 nM.

PesncrenTHOCT

In vitro uzcnedsane 3a pe3ucmeHmHocm

Cenextupanu ca in vitro HIV-1 u3onaru ¢ moHWkeHa 4yBCTBUTEIHOCT KbM JionmHaBup. HIV-1 ce
nacupa (TipecsiBa) in vitro caMmo ¢ JIONMHABHP H C JIOMMHABUP IUTFOC PUTOHABHUP, B CHOTHOLICHHS Ha
KOHIIEHTPALMUTE, IPEACTABSAIIN YCTAHOBEHUTE IO BpeMe Ha JIEYEHHETO ChbOTHOILIEHHS Ha
KOHIICHTPAIIMHUTE B TIa3MaTa Ha JIOMUHABAP/PUTOHABHD. [ €CHOTUITHUAT U (CHOTHITHHUST aHATH3 Ha
BHUPYCHUTE, CEJIEKTUPAHH NPHU TE3M MACAXKH, IPEAoiara, ye HaIMYueTo Ha pUTOHABHD B TE€3U
CHOTHOIICHHSI HA KOHIIEHTPALNUTE, HE TIOBIMSIBA H3MEPHUMO CEJICKIUATA HA PE3UCTEHTHUTE KbM
nonuHaBUp Bupycu. Kato wsio, in vitro xapakTepu3upaHeTo Ha (PEHOTUIIHATA KPBCTOCAHA
PE3UCTEHTHOCT MEXAY JIOIIMHABUD U APYTUTE IPOTEa3HU MHXUOUTOPH [10Ka3Ba, Yye HamMaJleHaTa
YYBCTBHUTEITHOCT KbM JIOIIMHABUP KOPETUpa TSICHO C HAMaJeHaTa YyBCTBUTEITHOCT KbM PUTOHABUD H
WH/IMHABHP, HO HE KOPEJIMpa TACHO ¢ HaMaleHaTa YyBCTBUTEIHOCT KbM aMIIPEHABUP, CAKBUHABHP U
HeN(UHABHD.

Ananuz Ha peucmenmnocmma npu nayuenmu, Henexyganu ¢ ARV npooykmu

[Tpu xIMHUYHYU IPOYYBAHMS C OTPaHUYEH OpOil aHaIM3UpaHu U30JIaTH, He € OuIla HaOlrogaBaHa
CeNeKIHs Ha Pe3UCTEHOCTTa KbM JIONMHABUP NP HENEeKyBaHU NalMeHTH 0e3 3HauuMa IbpBOHAYaIHA
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PE3UCTEHTHOCT KbM IIPOTEA3HUTE HHXUOUTOPU. BIDKTe Io-HaTaThK 3a NOAPOOHO ONUCAHUE Ha
KIIMHAYHOTO IIPOyYBaHe.

Ananuz na pesucmenmuocmma npu nayuenmu, aexyeanu ¢ Pl npodyxmu

CenekuusaTa Ha Pe3UCTEHTHOCTTA KbM JIOMMHABUD MPU NALMEHTH C HEYCIELIHO pUiaraHa npeaxoaHa
Tepanus ¢ NpoTeasHu UHXUOUTOPH, € Ouila oXapaKkTepu3upaHa Ype3 aHaIu3UpaHe Ha
JIOHTUTYJHAJIHUATE U30JIaTH OT 19 ManueHTH, JIEKyBaHU C MpoTeasHn HHXuOuTopy B 1Be Paza Il n
enno Pasza Il npoyuBaHus, IPH KOUTO ca IOCTUTHATH WM HEIIbJIHA BUPYCOJIOTMYHA CYTIPECHs WIH
BHPYCOJIOTUYEH pedayH]I, MocIeIBalll ITbPBOHAYAIHIS OTTOBOP KbM JIOMHHABUP/PUTOHABUD U MIPH
KOHUTO € yCTaHOBEHA YBEJIMYEHA iNl Vitro Pe3UCTEHTHOCT MEXIY U3XOJAHUTE JaHHU U MOMEHTA Ha
pebayH (IeUHUPAH KaTo MOsBa HA HOBH MYyTaIlMH WM IByKpaTHA POMSHA BB ()CHOTHITHATA
YyBCTBHUTEIHOCT KbM JONMHABUP). [loBHIIEHATa PE3UCTEHTHOCT € OMla Haii-4ecTa Mpu YYacTHULIUTE,
YUWUTO U3XOAHHU M30JIaTH Ca UMAJIM peAMLIAa MyTalliK, CBbP3aHU C IPOTEa3HUTE HHXUOUTOPH, HO < 40-
II'bTH HaMaJIeHa YyBCTBUTEIHOCT KbM JonuHaBup. Hali-uecTo ca Bp3HMKBaIM MyTauuute V82A, [54V
n M461. Habmogasanu ca u mytauuute L33F, IS0V u V321, kom6uaupanu ¢ 147V/A. Ilpu
n3cnenBanuTe 19 nanuenTu e ycraHoseHo 4,3-bTu HapacTBaHe Ha ICso B CpaBHEHUE C U3XOAHUTE
nanau (0T 6,2 10 43 MbTH B CPAaBHEHUE C TIUB BUPYC).

YcTaHOBEHU ca TeHOTHITHU KOpeJallii Ha HaMalieHa (DeHOTHUITHA YyBCTBUTEITHOCT KbM JIOTUHABUD
IIPU BUPYCH, CEIEKTUPAHH OT APYTH NIPOTea3Hu UHXUOUTOpHU. OLIeHEHa € in Vitro aHTUBUpPYCHATa
AKTUBHOCT Ha JIOMMHABUD cpelly 112 KIMHUYHY U30J1aTH OT MAIMeHTH, TIPU KOUTO JICYEHHETO C SIUH
WM TIOBEYEe NPOTea3Hu HHXUOUTOPH He e 6mino ycneuHo. Cnennure mytaund Ha HIV nporeasara ca
CBBpP3aHU C HAMAJIEHATA in Vitro 1yBCTBUTEITHOCT KbM JIonrHaBHp B To3u nanen: L10F/I/R/V,
K20M/R, L241, M461/L, F53L, I54L/T/V, L63P, A71I/L/T/V, V82A/F/T, 184V u L90M. Menunanara
Ha ECs 3a monmmaaBup cpemy m3onaru ¢ 0 —3,4 - 5,6 — 7 u 8§ — 10 MmyTaumu B yKazaHUTE MO-rOpe
MO3UIMY Ha aMUHOKUCEIMHUTE € OWia, ChoTBEeTHO, 0,8; 2,7; 13,5 u 44,0-kpaTHO no-Bucoka ot ECso
cpemy HIV ot auB tTun. Beuukute 16 Bupyca, mokaszanu > 20-kpaTHa IPOMsSHA B UyBCTBUTEIHOCTTA,
ca ChIbpxKany MyTauu B mosuiwn 10, 54, 63 mmoc 82 w/wnu 84. B nombiiHeHne, MeiaHaTa Ha
MyTaIluuTe B aMUHOKUCeTnHHUTE mo3utmn 20, 24, 46, 53, 71 u 90 e 3. B monbiHeHne KbM MyTaIlluUuTe
onucanu no-rope, myrauunute V321 u [47A ca HabmromaBaHu B pebayH 1 H30J1aTH ¢ HaMaJIeHa
YYCTBHUTEIHOCT KbM JIONIMHABUP TIPH MAIEHTH, IPEAXO0JHO JIEKYBaHU C IPOTEa3HH HHXUOUTOPH,
TIpUeMaIly JISYeHUE C JIOTTMHABUP/pUTOHABUD, a MyTaruute [47A nu L76V ca HabmogaBanu B pedayHI
M30JIaTH C HaMalleHa YYBCTBUTEIHOCT K'bM JIOITMHABHUP TPH MAlCHTH, Ha JICYCHHUE C
JIONMHABUDP/PUTOHABUD.

3aKIoUYeHUsITa OTHOCHO 3HAYMMOCTTA Ha CHeLlI/ICI)I/IIIHI/ITC MyTalluu Wi MyTallMOHHH MOJZEJIN Ca
OpeaAMET Ha IpOMsAHA OT JOII'BJIHUTCIIHU JaHHW, KATO BUHAru C€ nNpe€rnopbiBa KOHCYJITHPAHE C
TEKYIIUTEC UHTCPIIPETATMOHHN CUCTEMHU 3a aHAJIU3UPAHE HA PEIYIITATUTE OT TECTOBETE 3a
PE3UCTCHTHOCT.

AHnmusupycra akmusHOC Ha ¢ JIONUHABUP/PUMOHABUD NPU NAYUEHMU C HEYCNeWHA Mepanus ¢
npomeaszen uHXUOUMmMop

KnmHn4YHOTO 3HaYeHHE HAa HAMAJICHATA i/l Vitr0 YyBCTBUTEIHOCT KbM JIOIIMHABHP € MPOYUYEHO Upe3
OLIEHSIBaHE Ha BUPYCOJIOTUYHUS OTTOBOP KbM TEpaIUiTa C JONHMHABUP/PUTOHABUP MO OTHOLIEHHE Ha
W3XOJIHUS BUPYCEH FeHOTHIT ¥ (DEHOTHIT IPU 56 MaIMeHTH, C HEYCIeNTHA TPEIX0/JHA TeParus C
HSKOJIKO MpoTea3Hu uaxuouTopa. EC50 3a nonuHaBup cpemry 56 U3X0AHU BUPYCHH U30JIaTH €
Bapupana ot 0,6 1o 96-kparHo no-Bucoku croiftnoctu o EC50 cpeury auBus tun HIV. Cnen 48-
CEIMUYHO JICYCHHUE C JIONIMHABUP/PUTOHABHD, e(haBUPEHI] U HYKICO3UIHI HHXUOUTOPH HA oOpaTHaTa
TpaHCKpHUNTa3a, ca HabmrogaBanu ctoiHocTy B Tuazmara Ha HIV PHK < 400 xonust/ml npu
cboTBEeTHO 93% (25/27), 73% (11/15) u 25% (2/8) ot manuentute ¢ < 10-xpatHo, 10 10 40-KpaTHO 1
> 40-kpaTHO HaMaJleHa U3X0/AHA YyBCTBUTEIHOCT KbM JIOIMHABUD. B HombiIHEHNEe, BUPYCOIOTHYEH
otroBop e oroemns3an mpu 91% (21/23), 71% (15/21) u 33% (2/6) nauuenTn cbe croTBeTHO 0 — 5, 6 —
7 u 8 — 10 myTanuu ot ropHute mytauuu B HIV nporteaszata, cBbp3aHu ¢ HaMajeHa in vitro
YYBCTBUTEIHOCT KbM JONMHABUP. Thil KaTO T€3U MalMeHTH He ca OMIIM IPEAM TOBA €KCIIOHUPAHU Ha
JIONMHABUP/PUTOHABUP WK e(QaBUPEHI], YaCT OT OTTOBOPa MOXe Ja Ce OTIaJle Ha aHTUBUPYCHOTO
neiicTBUe Ha ehaBUpEHLI, O-CIIELHAIHO P MALIMEHTH C BUCOKO PE3UCTEHTEH KbM JIOTMHABUD BUPYC.
[IpoyuBaHeTO HE € BKIIIOYBAIIO KOHTPOJIHA TPyIa OT MAllMSHTH, HENPUEMAIlH JIONTMHABUP/PUTOHABUP.
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KpbcTocana pe3sucTeHTHOCT

AKTUBHOCT Ha JIpYTH MPOTEa3HA HHXUOUTOPHU CPEIy W30JIaTH, Pa3BIIIN IIOBUIIIEHA PE3HUCTEHTHOCT
KBbM JIOIMHABUP CJI€ TEPaIus ¢ JIONMWHABUP/PUTOHABUP IIPH MALMEHTH, JIEKYBaHU C IPOTEa3HU
uHXubuTopu: MzcnensaHo e HATMUUETO HAa KPBCTOCAHA PE3UCTEHTHOCT KbM JPYTH NPOTEa3HU
uHXUOUTOpH NpH 18 M30saTH 1O BpeMe Ha pedayH]], KOUTO ca MTOKa3ald pa3BUTHE HA PE3UCTEHTHOCT
KkbM JonuHaBup npu Tpu Paza Il u eqno da3za 1l npoyuBaHus Ha TONMHABUP/PUTOHABUD TPU
MAIMEHTH, IPEAXO0IHO JIEKYBaHH ¢ poTeasHu nHxudutopu. Cpennara nmpomsHa B ICso Ha TOMUHABUD
3a Te3u 18 u3onaTa B HAYANIOTO | MO BpeMe Ha pedayH]| € Ouiia ChOTBETHO 6,9 U 63 IbTH, B CPAaBHEHHE
¢ B BUpyc. M300m0 pebayHa-mpoOuTe WK 3a1bpKaT HATMIHATA KPBCTOCAHA PE3UCTEHTHOCT (KO
ca MOoKa3alii TakaBa B HA4aJl0TO), WJIM Pa3BUBAT 3HAUUTEIIHA KPbCTOCAHA PE3UCTEHTHOCT KbM
HH/IMHAaBUp, CAKBUHABUD U aTa3aHaBUP. Y CTAHOBEHO € HE3HAUUTEJIHO HaMaJsIBaHE Ha aKTUBHOCTTA Ha
aMIpeHaBup chC cpeano nosuinaBane Ha [Cso 0T 3,7 10 8 mbTH 32 pebayHI-POOUTE CIIPSIMO
u3XoAHuTe. MarepuanuTe 3ana3BaT 4yBCTBUTEIHOCT KbM THIIPAaHaBUP ChC CpeiHO HapacTBaHe Ha ICsg
B M3XOJHUTE IIPOOH ¥ B TE3M 10 BpeMe Ha pebayHxa cboTBeTHO 1,9- 1 1,8 mbTH, B cpaBHEHHE C TUB
BUpyc. Mo, mpoyeTeTe KpaTkaTa XapaKTepUCTHKa Ha MPOAYKTa Aptivus 3a JOMbJIHUTEIHA
nHGOpMAaLsl, OTHOCHO U3I0JI3BaHETO Ha TUIPAHABUP, BKIIOUUTEIHO M€ HOTUITHUTE IPEAUKTOPH Ha
KIMHUYHUS OTTOBOP IIPH JICYeHUE Ha JonuHaBup-pe3nctenTHa HIV-1 nadpexnus

Kinnnunu pesynraru

Edexrure Ha monmHaBHP/pUTOHABHP (B KOMOMHAIHS C APYTU aHTHPETPOBUPYCHH MPOIYKTH) BEPXY
ouonornuHn Mapkepu (cHoitHoctn Ha HIV PHK B mutasmata u Opoit CD4+ T-xieTku) ca mpoy4yeHu B
KOHTPOJINPAHH MPOYYBaHUS C JIOMIMHABUP/PUTOHABUD € IpoABIKUTENHOCT 48 10 360 ceamunin.

Ynompeba npu ev3pacmmnu
[ManmenTtH 6€3 IPeIX0IHO AHTHPETPOBUPYCHO JICUCHNUE

[TpoyuBane M98-863 e panmoMu3upaHo, TBOHHOCIAIO IIPOYyYBAHE NIPH 653 ManueHTH 6e3 MpeaxoIHo
AHTHUPETPOBUPYCHO JICUCHHUE, 3a OLIeHKa Ha JonuHaBup/putoHasup (400/100 mg 1Ba mbTH JHEBHO), B
cpaBHeHue ¢ HeapuHasup (750 mg Tpu MBTH THEBHO ) TUTIOC CTaBYIUH U JaMUBYIUH. CpeTHUST
m3xozeH 6poit Ha CD4+ T—xietkute e 6ma 259 knetkn/mm3 (06xBat: ot 2 10 949 kneTkn/mm’ u
cpenHa u3xonHa croiiHoct Ha HIV PHK B nmazmara e 6una 4,9 logio kormsi/ml (00xBat: ot 2,6 10 6,8
logio komust/ml).

Tabnuna 1
Pe3yaraTu na 48-ceqxmuua: Ilpoyusane M98-863

JlonunaBup/puronasup |HendunaBup
(N=326) (N=327)

HIV PHK < 400 korus/ml* 75% 63%

HIV PHK <50 xonust/ml* ¥ 67% 52%

CpenHoto yBenuyeHue Ha Opost CD4+T-knetku

(xnmeTkn/mm?) CHpsAMO M3XOJHUTE CTOMHOCTH 207 195

* intent to treat analysis aHaIM3, IPU KOWTO MAIIMEHTHTE C JINTICBAIIN JAaHHH CE CUUTAT 32 HEYCIEITHO
BUPOCYJIOTUYHO U3JIEKyBaHU
T p<0,001

Cro u TpuHaeceT NallMeHTH, JIEKyBaHU ¢ Hel(UHABUD U 74 MallUeHTH, JIEKYBaHH C JIONMHABUP/
puronasup ca umanu HIV PHK nan 400 xommst/ml o Bpeme Ha nedennero ot Cenmuria 24 1o
Ceamuna 96. OT 14X, n301aTUTE OT 96 MalMEeHTH, JIeKyBaHH ¢ HelnduHaBUp 1 51 MaueHTH, JeKyBaHH
C JIOTIMHABUP/PUTOHABUP €A MOIJIHM Aa ObJaT aMIUIM(UIIMPAHU 32 TECTYBaHE Ha PE3UCTEHTHOCTTA.
PesucrentHoct cripsmo HenduHaBup, neguHupana kato Hanmane Ha Mytanuure D30N mwm L9OM B
mpoTeasata, € Omia HabmogaBana pu 41/96 (43%) nauueHTu. Pe3ucTeHTHOCT cpsAMO JIONTMHABUD,
neuHIpaHa KaTo HAIMYHME HAa KaKBAaTO U Jia € IbPBUYHA MYyTAIHs WM MyTaIis B AKTHBEH YIaCTBK
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Ha TpoTeasara (BIX mo-rope), e Omna Habmogasana mpu 0/51 (0%) nmanuentn. OTChCTBUETO Ha
PE3UCTEHTHOCT CIIPSIMO JIONIMHABHP € TIOTBBPACHO OT (PCHOTHITHUTE aHAJTH3H.

[Ipoyusane M05-730 e panmoMu3upaHo, OTBOPEHO, MHOTOIIEHTPOBO MPOYYBaHE, CPABHSIBAIIIO
neudenueto c nonuHaBup/putonasup 800/200 mg BeHBK AHEBHO MUTI0C TeHOGoBHp DF 1
eMTpUIUTa0WH CTIpsIMO JieueHueTo ¢ onuHaBup/putonasup 400/100 mg nBa mbTH JHEBHO ILTIOC
teHopoBup DF u eMmTpuMTaObuH npu aHTUPETPOBUPYCHO JIeYeHNE Ha 664 maueHTH 0e3 MpeIxoaHO
aHTUBUPYCHO JeueHue. [Ipeasua papMakOKMHETHYHO B3aUMOACHCTBHUE MEXKILY
JIONMHABUP/PUTOHABUD U TeHO(DOBHP (BXK. TOUKA 4.5), pe3ynTaTuTe OT TOBA IPOYYBAHE HE MOXKE
CTPOTIO J1a C€ eKTPANoIUpaT KbM JPYTH OIIOPHU CXEMHU C U3IOI3BaHE Ha JIOMMHABUP/PUTOHABHUD.
[NanmenTHTe Ca paHJIOMHU3HPAaHU B ChOTHOIIEHHUE 1:1 3a monmy4yaBaHe WM Ha JIOMTMHABUP/PUTOHABUD
800/200 mg Beauwx aueBHO (11 = 333) wiu Ha nonuHaBup/puToHaBup 400/100 mg 1Ba MTH JTHEBHO
(m=331). JombJHUTEIHO pa3zeliecHHe B paMKUTe Ha Besika rpyma e 1:1 (TabimeTka cipsiMo Meka
Karicyna.). [lanuenTuTe ca mosryyaBany TabIeTKH WM Ha MEKH KallCyJId B IPOJbIDKEHHE Ha 8
CeJIMHIIHY, clie]l KOeTO Ha BCHUKM IIaLIMEHTH € IIpujlarana TabseTHata (opMa BeJHBXK WIH ABAa IBTH
JTHEBHO JI0 Kpas Ha mpoy4saHeTo. [lanuenTture norydaBaxa eMmrpuiuradus 200 mg BeHBX JHEBHO U
teHodoBup DF 300 mg Benubx aHeBHO. Ompeienenara no NpoTOKO He Mo-Mallka e()UKacHOCT Ha
IIpUJIaraHeTo BEIHBK JHEBHO B CpPaBHEHUE C IpuiiaraHe sa bty aHeBHO (I1/]) e nemoHCcTpHpaHa,
KOTaTO J0JIHATA TPaHUIA HA TOBEPHUTENICH HHTEpBaI OT 95% 3a pasznukara B OTTOBOPA HA MALIUEHTUTE
(BemHBXK THEBHO MUHYC JBa ITBTH THEBHO) € m3KirouBana -12% na Ceamuna 48. CpenHara Bb3pacTt Ha
naruenTure, oeme 39 roaunu (ot 19 10 71); 75% ca npuHaANIEKAIM KbM BpOTICHIHATA paca, a 78%
ca mpxe. Cpeanusr usxojex opoit ua CD4 + T-knerku Oemre 216 KjaeTka/mm?’ (mmanazon: 20 mo 775
KJ'IeTKI/I/mmS) u cpeana uzxonHa croitnoct HIV-1 PHK B mitazmara 6eme 5,0 logio konwst/ml
(mmamazon: 1,7 mo 7,0 logio xomust /ml).

Tabmuma 2

BupycoJ1oruyeH 0TroBop Ha NAlMEHTHTE 0T KIMHMYHOTO NMPOyYBaHe HA ceimuia 48 u cenmuua

96
Ceamuna 48 Ceamuna 96
_ B JILL Pazjaunka B JIL Pasiuka
[95% [95%

1I0BepHUTeIe JoBepuTeJIeH

H UHTepBaJ] HHTepBaJ|
NC=jguncana |257/333 251/331 1,3 % 216/333 229/331 -4.3%
OTTOBOD (77,2%) (75,8%) [-5.1, 7.8] (64.9%) (69,2%) -11,5,2.8
Homryuenn 257/295 250/280 -2.2% 216/247 229/248 -4.9%
pe3yaTatu (87.1%) (89.3%) -7.4,3.1 (87,4%) (92,3%) -10,2, 0.4
Cpenno 186 198 238 254
yBEJINYaBaHEe
CITPSIMO
U3XOIHUTE
CTOMHOCTH Ha
Opos Ha CD4+
T- xneTku
(xneTkn/mm?®)

[Ipe3 cenmuna 96, TeHOTUITHA PE3YIATATUTH OT TECTOBETE PE3UCTEHTHOCT MMaIle OT 25 ManrueHTH B
rpynarta Ha B]I u 26 nanuentu B JI1/] rpynaTa, KOUTO MMaxa HEM'bJICH BUPYCOJIOTHMYEH OTTOBOp. B
rpoyuBaneTo oT B/ rpymnara HUTO eUH ManyeHT He TIoKa3a PEe3UCTEHTHOCT KbM JIOMTMHABHP, a B
rpynara Ha JAI1J{, | manueHT, KOHTO MMalle 3HaunTeNHa U3X0JHA CTOMHOCT Ha PE3UCTEHTHOCT KbM
MIPOTea3eH MHXUOUTOP, MOKa3a JONbJIHUTEIHA PE3UCTEHTHOCT KbM JIOMTMHABUD [0 BpeMe Ha
TIPOyYaHETO.
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[IpoawxuTeneH BUPYCOJOTMYEH OTIOBOP KbM JIONMHABUP/PUTOHABUD (B KOMOMHALUA C
HYKJICO3UJHN/HYKICOTHIHH HHXHOUTOPH Ha 0OpaTHATa TPAaHCKPHITA3a ) € HaOII0AaBaH U IIPU €IHO
Maiko knuHnaHO Pasza II mpoyusane (M97-720) B npoxbmkenue Ha 360 ceamuyHo eueHue. B
IIPOy4YBaHETO MbpBoHaYamHO 100 MarueHTH ca JISKYBaHH! C JIONMMHABUP/PUTOHABUD (B TOBA YHCIO 51
nanuenTy, noixydasaiy 400/100 mg nBa mbTu AHEBHO U 49 nmanuenty, nony4asamy wid 200/100 mg
nBa bty gHeBHO wiu 400/200 mg nBa TbTH HEBHO). BCHUKY ManmeHTH ca mpeMUHaIM Ha “OTKpUT
npueM Ha onnHaBup/putoHasup 400/100 mg nBa mbTH AHEBHO Mexay 48 u 72 cenmuna. Tpunecer u
neset nauueHTu (39%) ca npexbCcHaIU NPOyYBaHETo, B ToBa 4ucio 16 (16%) mopaau HexxenaH
CBHOUTHS, €JHO OT KOUTO C JieTaseH u3xo. lllectaeceT u eAMH MaMeHTH ca 3aBbPILWIN IPOYYBAHETO
(35 maumenTu, nonyyaBanu npernopbruBanara n1o3a ot 400/100 mg 1Ba mbTH AHEBHO 110 BpeMe Ha
[SJI0TO MPOYYBAHE).

Tab6muma 3

Pe3yaraTu Ha 360-cenmumna: IlpoyuBane M97-720

JlonuHaBup/pUTOHABHP
(N=100)

HIV RNA <400 xonust/ml 61%

HIV RNA < 50 xommsi/ml 59%

CpeIHOTO YBEITHYCHUECTIPSIMO H3XOIMHET CTOWIOHOCTH Ha Opost CD4+ 501
T-knetku (kmeTku/mm? )

[To Bpeme Ha 360-ceqMUYHMA IEPUOJ HA JIeUeHHE, TEHOTUITHUAT aHAJIN3 Ha BUPYCHHU M30JIaTH € On
ycnenrHo nposezeH mpu 19 ot 28 naruentu ¢ notebpaenn HIV PHK nan 400 xonwst/ml, Hepazkpuiu
ITbPBUYHHU MYTAIH WK MyTallM{ B aKTUBHUTE yYaCTHIX Ha MPOTEa3aTa (AMUHOKUCEITMHH B ITO3UITUS
8,30, 32, 46, 47, 48, 50, 82, 84 1 90) nnu peHOTUITHA PE3UCTEHTHOCT KbM MIPOTEA3HUSI HHXUOUTODP.

Hayuenmu ¢ npedxo0HO AHMUPEMPOBUPYCHO TeUeHle

MO06-802 e paHIOMHU3UPAaHO OTBOPEHO MPOYYBAHE, CPABHSIBAIIO O€30IIACHOCTTA, TOHOCHMOCTTA H
IIPOTUBOBUPYCHATA aKTUBHOCT P NpHUJIaraHe BEAHBK JAHEBHO U J1Ba II'bTH AHEBHO Ha
JIOTTMHABHUP/PUTOHABHD TAOJIETKU NPH 559 MHAMBUM C YCTAHOBUM BHPYCaH TOBAp, MO BpeMe Ha
TSAXHATa TeKyllla NPOTUBOBUPYCHA Tepanus. IlanmenTuTe He ca OUIK Ha Mpexo/Ha Tepamnus ¢
JonuHaBUp/puTOoHaBUp. Te ca OMiIM paHIOMU3UPaHU B chbOTHOIIEHHE 1:1 1a mosyyaBar
nonuHaBup/putoHasup 800/200 mg BeaHbk AHEBHO (n = 300) MM TOMTUHABUP/PUTOHABUD

400/100 mg aBa et qHEBHO (N = 299). [TannenTUTE ca MoIyvYaBalid Hai-MajiKo JBa
HYKJICO3UJHHU/HYKIICOTUIHU HHXUOUTOPH HA 0OpaTHATa TPaHCKPUIITa3a, H30paHU OT U3CIEe0BaTENs.
BxuroueHuTe nauyueHTy ca uMaii yMEpeH ONUT OT MPEAXOJHO JIeUeHHE C MPOTea3Hu HHXHUOUTOPH,
KaTo MoBeYe OT IOJIOBUHATA MAIMEHTH, HUKOI'a HE ca [0JIyYyaBajy PEeIX0IHO JIEYCHUE ¢ IPOTea3HU
HHXUOUTOPH U 0KOJI0 80% OT MAaMeHTUTE Ca UMaJI BUPYCHH IIaMOBE C [T0-MAJIKO OT 3 ¢ IPOTea3H:
naxuburopu (PI) myrauuu. CpenHara Bb3pacT Ha BKIOUEHHUTE MAllMEeHTH € Ouna 41 roaunu (IuanazoH
ot 21 o 73); 51% ca npuHaanIexXanu KbM eBponHuiHaTa paca, u 66% ca Ounu mbxe. CpegHHAT
u3xojieH opoit Ha CD4+ T-knetkute e Oun 254 KJIeTKn/mm?> (nunanazoH ot 4 1o 952 KneTKH/mm3) "
cpenHata uzxojHa croitnoct Ha HIV-1 PHK B ma3mara e 6una 4,3 logio konust/ml (quanason: 1,7 no
6,6 logio xormust/ml). Oxomno 85% oT manmMeHTHTe ca uMajin BupyceH ToBap oT < 100 000 komwms/ml.

Tabmuna 4

Bupycosnoruyex oTroBop Ha nanMeHTUTe OT KIMHUYHOTO NpoyuBaHe 802 Ha ceqmuua 48

B AT Paziuka
[95% noBepuTEIEH

HHTeQBaJ’ll

NC= nurica Ha OTTOBOP 171/300 (57%) 161/299 (53,8%) 3,2%
[-4.8%, 11,1%)]
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Bupycosnoruyex oTroBop Ha nanMeHTUTe 0T KIMHUYHOTO NpoyuBaHe 802 Ha ceqmuua 48

B AT Pa3auka
[95% noBeputeneH
HHTEPBAJ]
[Monydenu pesynratu 171/225 (76,0%) 161/223 (72,2%) 3,8%

[-4,3%, 11,9%)]

CpenHo yBenuuaBase crpsimo |135 122
M3XOJIHUTE CTOMHOCTH Ha Opos
Ha CD4+ T- xnetkn
(xneTkin/mm?®)

[Ipe3 cenmuiia 48 ca moxy4eHH pe3yaTaTH OT TEHOTUITHU TECTOBETE 3a PE3UCTEHTHOCT IpH 75
nanuenTn ot rpynara B/l u 75 nanuentn ot rpynata JII1/[, KOUTO ca IMany HE'bJIEH BUPYCOJIOTHYEH
oroBop. B rpymara B/, 6/75 (8%) manuenTu ca nmoka3ajiyd HOBH IbPBUYHU MYTallUH KbM MPOTEa3HUS
naxuouTop (komonu 30, 32, 48, 50, 82, 84, 90), koeto npu nanuentute ot rpynta AI1J] e 6uno 12/77
(16%).

Ileouampuuna nonynayus

M98-940 e oTBOpEHO MpOyUBaHe Ha MEPOpaJicH pa3TBOP Ha JIOMMMHABUDP/PUTOHABUD MPU

100 nenuaTpyuyHM NALMEHTH, OT KOUTO HEJIEKYBaHU 10 TO3U MOMEHT C aHTUPETPOBUPYCHA TepaIus
(44%) u TakuBa, Beue OWIIM Ha aHTUPETPOBUPYCHA Tepamnust (56%). Bcuuky nmanyeHT He ca JIeKyBaH!
JI0 cera ¢ HeHYKJICO3UJHH MHXUOUTOpH Ha oOpaTHaTta Tpanckpunrasa. [lanuenture ca
paHIoMHU3HpaHy 1K Ha 230 mg TonMHABUpP/S57,5 Mg PUTOHABUP HA M’, MIIM HA

300 mg nonuHaBup/75 mg puToHaBup Ha m>. ITarueHTHTE €3 MPEIX0IHO JeYEHHE Ca NPHEMAIH
CBIIO HYKJICO3UIHU HHXUOUTOPHU Ha OOpaTHATa TpaHCKpUNTa3a. [lalueHTuTe, ieKyBaH! Beue ¢
AHTUPETPOBUPYCHU CPEJCTBA, Ca IPUEMAaIi HEBUPAIHH IUTIOC O ABa HYKJICO3UAHN HHXHOUTOpA Ha
oOpaTHarta TpaHcKpuITasa. besonacHocTTa, eukacHocTTa M hapMaKOKMHETUUHUTE Npo(UiIn Ha
JIBaTa JI030BH PEXKHMMa ca OLEHIBAHU MPH BCEKHU MMALUEHT, CJIE]] TePaIlus B IPOABIDKEHNE Ha

3 cegmunu. Cien TOBa BCHYKH MAlMEHTH ca MPOABIDKIIH ¢ 10o3a ot 300/75 mg Ha m>. Cpennara
BB3pacT Ha MaIMeHTuTe € Oma 5 rogunu (aramna3zoH oT 6 Mecena a0 12 roanam), kato 14 manueHTn
ca OMTM Ha BB3pacT NoA 2 TOJAMHHU U 6 MAIIMEHTH ca OMIIM Ha Bb3pacT eIHa WM MO0J] eJJHA TOAWHA.
Cpennust u3xozex 6poit Ha CD4 kietkure e 6mi 838 KIIeTKi/mm’, a cpenHara croiiHocT Ha HIV-1
PHK B mna3mara e 6una 4,7 logio xornus/ml.

Tabnuua 5
Pe3yaraTu Ha 48-ceqmuua: Ilpoyusane M98-940

AHTHBHPYCHO JIeYeHHEe — AHTHBHMPYCHO JiedeHHUe —
nalueHTH 0e3 mpeIxoaHo NAIMEHTH ¢ MPeIX0IHO
aedenne (N=44) aedenne (N=56)

HIV RNA < 400 xonust/ml 84% 75%

Cpenno yBenmuaBane cripsimo (404 284

U3XOAHUTE CTOMHOCTH Ha Opos

Ha CD4+ T- xnerku

(xneTkn/mm?®)

KONCERT/PENTA 18 e npocneKTuBHO MHOTOIICHTPOBO, PaHJIOMH3UPAaHO, OTBOPEHO MPOYYBaHE,
KOETO OLIeHsABa (hapMaKOKUHETHIHHUSA Npodu1, epuKacHOCTTa U 0€3011aCHOCTTA Ha JO3UpaHe JBa IbTU
JTHEBHO, B CPaBHEHHE C JI03UpaHE BEAHBXK JHEBHO Ha JonuHaBup/putoHaBup 100 mg/25 mg TabneTku
Ha KWJIorpaM Terjo, KaTo yacT OT KoMOMHUpaHa aHTUpeTpoBupycHa tepanus (KAPT) npu BupycHo
moTHcHaTH fena, nadextupanu ¢ HIV-1 (n=173). [lenata ca Ouim moxOpaHu 1o ClIeTHUTE KPUTEPHH,
ako ca Ha Bb3pacT < 18 ronunm, ¢ Terino > 15 kg, moxe na rearar Tabnerku u nonydasat KAPT,
KOSITO BKJIFOUBA JIOMUHABHP/pUTOHABUDP U cToiiHocTH Ha HIV-1 pubonyxiennosa kucenuna (PHK)

< 50 xomus/ml B mpoabimKeHHe Ha Hai-Manko 24 ceaqmunu. EdukacHocTTa n 6e3omacHOCTTa B 48-Ma
CEe/IMHUIIA, TP TIPUIIOKEHNE Ha TabyeTKy onuHasup/putoHaBup 100 mg/25 mg aBa mbTH THEBHO
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(n=87) npu neua, ca CbU3MEPUMH C YCTAaHOBEHUTE €(h)UKACHOCT U 0€30MaCHOCT B IPEAUIITHH
MPOYYBAHUS IPH BB3PACTHH U JIela, C IPUIIOKEHUE Ha JIOMMUHABUP/PUTOHABUD JBA ITHTU JTHEBHO.
[IpoueHTHT Ha MalMEHTHTE C T0Ka3aH BUpycoJoruueH pedayny > 50 konust/ml mpes 48-Te ceqmuiu
Ha MPOCJICAsIBAHE € TO-BUCOK TIPH JIela, TIPUEMAaIIlH Ta0JICTKH JIOMTUHABUP/PUTOHABUD BEIHBXK JTHEBHO
(12%), B cpaBHEHME C ALIMEHTHUTE, NIOTy4YaBay ABa IbTU AHEBHO (8%, p = 0,19), KoeTo ce IbIKU
OCHOBHO Ha I10-CJ1a00TO NPUABPKAHE KbM JICUEHUETO B IrpyIaTa ¢ J03UpaHe BbAHBK JHEBHO.
JanHuTe 3a epUKaCHOCT, KOUTO ca B MOJKPEIla Ha CXeMaTa Ha IpUIaraHe JBa I'bTH JHEBHO Ce
OCHOBAaBaT Ha pa3jMKaTa BbB (PapMaKOKMHETHYHHUTE MapaMeTPpH, KOSTO € 3HAUUTENTHO B 110J13a Ha
cxeMmara Ha IpuiIaraHe J1Ba ITbTH JHEBHO (BXK. TOUKa 5.2).

5.2 ®apmakokMHETHYHM CBOMCTBA

DapMaKOKMHETHYHUTE CBOMCTBA Ha JIONMHABHP, MPUJIATaH EJHOBPEMEHHO C PUTOHABHP Ca OICHEHH
TIpY 3/IpaBH Bb3pacTHU Jo0poBoy U nipu HIV uH(pekTHpanu nanueHTH; He ce YCTAaHOBSBAT
CBHIIECTBEHH PA3IMKH MEXAY ABeTe Tpynu. JlonmHaBup HamrbiHO ce MeTabonmsupa ot CYP3A.
PutonaBup nHxuOMpa MeTaboi3Ma Ha JIOMMMHABHP, KaTO 10 TO3W HAYHH ITOBUIIIABA KOHIICHTPAIIMHTE
Ha JIONWHABHP B 1a3Mara. [1o BpeMe Ha Mpoy4BaHUATA, PUIIOKEHUETO HA JIOMIMHABUDP/PUTOHABUD
400/100 mg aBa rpTH THEBHO J]aBa CPEJIHN PABHOBECHH IJIa3MEHH KOHIIEHTPAIIUH HA JIOMUHABHP OT
15 o 20 mbTH NMO-BUCOKH OT T€3W Ha pUTOHABHP npH nHpexTupanu ¢ HIV nauuenTn.
KoHnentpamnuure Ha puTOHaBUD B IJ1a3MaTta ca 1oj; 7% OoT Te3H, MOIy4YeHH Clie]] TPHEM Ha PUTOHABHP
B 1032 600 mg n1Ba mbTH THEBHO. AHTHBHUpYCcHATa ECsg in vitro Ha TONMHABUD € MPHOIU3UTEITHO

10 mpTH MO-HUCKA OT Ta3u Ha puToHaBup. ClieJI0BaTEIHO, AHTUBUPYCHATA AKTUBHOCT Ha
JIOTIMHABUP/PUTOHABUD CE€ ABJKU Ha JIOTIMHABUD.

Pesopbuns

MHuorokpatHusT npueM Ha sonuHasup/putoHasup 400/100 mg 1Ba mbTH AHEBHO B MPOIBIDKEHHUE HA
2 ceaqMUIM ChC WM 0€3 MpHeM Ha XpaHa BOAW A0 cpeaau + SD MakcHMalTHU KOHIIEHTPALuU Ha
nonuHaBup B wazMara (Cpax) OT 12,3 £+ 5,4 meg/ml, kouto ce nocturat npuOIM3UTENTHO 4 Jaca ciel
npuioxenuero. CpeHaTa paBHOBECHA KOHLIEHTpALMs 3a LU IIEpUOJ, IIPEAX CyTpelllHaTa 103a, €
8,1 £5,7 mcg/ml. Croiinoctra Ha AUC 32 nonuHaBup 3a 12-4acoBHst JO30B HHTEPBAIL € CPETHO
113,2 + 60,5 mcg/h/ml. AGconroTHaTa OMOHATMYHOCT Ha JIEKAPCTBEH MPOYKT, ChABPKAII
KOMOWMHAIMATA JIONHHABUP/PUTOHABUP TIPH XOpa HE € YCTaHOBEHA.

Edextr Ha XpaHaTa BHpXY ITepopaHaTa Pe30pOIus

[IpunoxxenneTo Ha equHUYHA 1032 TormHaBup/putoraBup 400/100 mg TabneTkn ¢ xpaHa (BUCOKO
ChIbpkaHue Ha MasHUHH, 872 kcal, 56% oT Ma3HMHN), CPaBHEHO C Ha IJIAJHO, HE € CBHP3aHO ChC
3HauUTENHHU MPOMEHH Ha Ciax U AUCyr. [Topaau ToBa TabneTKUTE JTONUHABUP/PUTOHABUP MOXKE Ja CE
IpueMaT cbe WiH 0e3 xpaHa. JlonuHaBHp/pUTOHABHD TaOIETKH TTOKA3BaT CHINO MO-MaJIKa
(bapMaKkOKMHETHYHA BapUaOMIHOCT IIPH IPUEM ChC WK O€3 XpaHa, CPABHEHHO C
JOTIMHABHP/PUTOHABHP MEKH KaICYJIH.

Pasnpenenenue

B cranmoHnapHO chCcTOSIHUE, JTONMHABUP CE CBBP3Ba C IUIa3MEHUTE POTEHHU NPUOIH3UTENHO 98-99%.
JlonnHaBup ce cBbp3Ba U ¢ anda-1-kucenus raukonporend (AAG) u ¢ andymuHa, BBIIPEKH, 4e
apuHUTETHT My KbM AAG € 1o-BUCOK. B cranmoHapHO ChCTOSHHE, CBBP3BAHETO HA JIOMMHABHP C
TIPOTEUHHUTE OCTaBa MOCTOSIHHO TIPY BCUUKH HaOmoaBany KoHeHTpanun Hajg 400/100 mg
JIONTMHABUP/PUTOHABUD JIBA ITHTU JTHEBHO M € CXOJHO MPH 31paBu jgo0poBoiim U HIV-no3utusHmn
MalUEHTH.

Buotpanchopmarus

In vitro M3caeaBaHMs C YOBEIIKH XEMaTAIHH MHKPO30MU ITOKA3BaT, Y€ JIOMHHABHP € IOI0KEH
OCHOBHO Ha OKHCIIHTeNIeH MeTabonn3bM. JlonrHaBup ce MeTabonm3upa B XenaTajiHaTa UTOXPOM
P450 cucrema, moutn m3kimounTenHo ot n3oeHzuma CYP3A. Putonasup e MomieH HHXHOUTOP Ha

44



CYP3A, koiiTo nHX1Oupa MeTaboIiu3Ma Ha JIOMMMHABUD U CIICIOBATEIHO yBEIHUaBa KOHIICHTPAI[HTE
My B tasmara. [Ipoyusane ¢ '*C-mapkupan JonMHABHp MpH XOpa MoKa3Ba, ue 89% ot
pPaAMoOaKTUBHOCTTA B IUIa3MaTta ciej eauandHa 03a ot 400/100 mg nonmHaBUpP/pUTOHABUD C€ ABIKA
Ha M3XOJJHOTO aKTHBHO BelIecTBO. [Ipy YoBeka ca uneHTHOUIMpaH Hali-Maiko 13 OKCHIaTHBHA
MeTaboJMTa Ha JIOMUHABHP. [ TaBHUTE METAOOIUTH C aHTHBUPYCHA AKTHBHOCT Ca elMMMepHaTa IBOWKa
4-oKkcH U 4-XUIPOKCUMETAO0UTHTE, HO ChCTABJISBAT ChBCEM MAaJIKa YacT OT 00IaTa paJHoakTBHOCT B
miasMara. Y CTaHOBEHO €, Y€ pUTOHABUP MHIYLIUPA METAOOJIUTHU CH3UMHU, KOSTO BOJIU JI0 MHTYKITHS
Ha HErOBHUS COOCTBEH METa00JIM3bM U BEPOSITHO 70 MHAYKIIKS Ha MeTabomu3Ma Ha tonuHasup. Cien
MHOTOKPATEH MPUEM KOHIICHTPAIMUTE Ha JIONUHABHUP MPE/IH MPUEM Ha CJIABAIla 1032 CE MOHMKABAT
C BPEMETO, KaTo Ce CTAOMIU3UpAT ciie/l npuoin3nuTeato 10 qHu 10 2 CeMHUITH.

Eanmunupane

Cren npunoxenue Ha 103a ot 400/100 mg '*C-nonunasup/putonasup, npudmusutenso 10,4 +2,3% u
82,6 + 2,5% ot npueraTa 103a '*C-TONMHABHpP MOKe J1a Ce YCTAHOBH CHOTBETHO B yPHHATA
n3npakHEeHUsITa. HelmpoMeHeHUAT JIOMTMHABHP MTPEACTaBIsIBa IpHOIM3uTENHO 2,2% 1 19,8% ot
IpUeTara J103a, yCTaHOBSIBAaHA CHOTBETHO B YpHHATa U U3NpakHeHuATa. Ciel] MHOTOKPaTHO J03UpaHe,
10-MaJiko oT 3% OT J03aTa Ha JIONMHABUD C€ EKCKPETHUpPa, HEIIPOMEHEeHa ¢ ypuHaTa. EpekTuBHOTO
BpeMe Ha MOJYKUBOT Ha JIOMUHABUD (OT MaKCUMallHa IO Hali-HUCKaTa CTOMHOCT) pH 12-4acoB
MEXyJJ030B MHTEpBAJI € CPEeJHO 5 — 6 yaca, a NPUBUIHUAT KIUPBHC IIpu nepopained npueM (CL/F) Ha
normmHaBup € 6 1o 7 1/h.

[Ipunoxenue BeaHbX AHEBHO: DapMaKOKMHETHKATa [IPU NPUIOKEHHUE Ha JTIOIMHABUP/PUTOHABUD
BaJHBX JHEBHO € MpoydyeHa npu uHpektupanu ¢ HIV nanuenTr, KouTo nmpeau ToBa He ca MpueMaln
aHTHpeTpoBUpYycHO sedenue. Jlonuaasup/puroHasup 800/200 mg e mpuiaraH B KOMOWHAITHS C
emtpunuTabun 200 mg u TeropoBup DF 300 mg kaTo yact oT cxema Ha MPUI0KEHUE BEIHBXK
JTHEBHO. MHOTOKpaTHOTO nipriioxkeHne Ha 800/200 mg nonuHaBUP/pUTOHABHUDP BEIHBXK JTHEBHO 32

2 ceaMuny, cbe WM 0e3 xpaHa (n = 16) Boau 10 cpepHa + SD MakcuMaliHa KOHIIGHTpAIHs Ha
nonuHaBup B iazmara (Cmax) OT 14,8 £ 3,5 meg/ml, okono 6 vaca cnen npuema. CpenHara
PaBHOBECHA Hali-HICKa KOHIIEHTPAIS IPEIN CYyTPEITHO NpiIokenue e 6mna 5,5 £ 5,4 meg/ml. AUC
Ha JIOTIMHABHD Mpe3u 24-4acoBHsI MHTEPBA Ha IPUIIOKEHHE € OHila CPeTHO OKOJIO

206,5 £+ 89,7 mcg/h/ml.

B cpaBHeHHe cbC cxemara Ha IIPUIIOKCHUE ABA IIBTH JHEBHO, MPHIOKUETO BHIHBXK JHEBHO €
CBBP3aHO C HaMaJIsiBaHe Ha CTOMHOCTUTE HA Crin/Cirough ¢ 0K0110 50%.

CroenuyanHy MonyJaalyuu

Teouampuuna nonynayus

Wwma orpanndeny papMakOKMHETUYHH JaHHU 3a Jella Ha Bb3pacT 1o 2 roauHu. @apMakoKMHETHKaTa
Ha JIOTIMHABUP/PUTOHABUP MepopalieH pa3TBop B 103a 300/75 mg/m? 1Ba MTH JHEBHO U B 1032
230/57,5 mg/m” 1Ba IBTH JHEBHO € MPOYYEHA TIPH 53 MeIMaTpHYHH MAIHEHTH, Ha BB3PACT OT

6 mecena 10 12 roguan. Cpennute croitHOCTH Ha AUC, Crax 1 Cin Ha JIONMHABHUP B CTALIMOHAPHO
ChCTOSTHUE ChCTOsIHUE ca o 72,6 £ 31,1 meg/h/ml, 8,2 £ 2,9 meg/ml u 3,4 + 2,1 meg/ml,
PECIIEKTUBHO CIIe] IPUIIOKEHHE Ha JIONMMHABUD/PUTOHABUP TIEPOPAJICH Pa3TBOP B 11032 OT

230/57,5 mg/m” nBa mbTH AHEBHO Ge3 HeBupanuH (n = 12) u 85,8 + 36,9 mcg/h/ml, 10,0 + 3,3 mcg/ml
u 3,6+3,5 mcg/ml, pecieKTHBHO Clie/l MPUIIOKEHHe Ha JonuHaBup/puTonasup 300/75 mg/m? nsa
IIBTU THEBHO, 3a€JIHO ¢ HepupanuH (n = 12). Jlo3upoBkara jonuHaBup/putonasup 230/57,5 mg/m?
JIBA TTbTH THEBHO Oe3 HeBuparnuH u ¢ 300/75 mg/m2 JIBA TTBTH JTHEBHO, €THOBPEMEHHO C HEBUPAITUH
JlaBa KOHIICHTPAIIMW Ha JIOTIMHABUP B IJIa3MaTa, CXOJIHU C Te3H, YCTAHOBEHHU TPH Bh3PACTHH
nanueHTu, npuemau go03a ot 400/100 mg aBa mbTH THEBHO O€3 HEBUPAITUH.

Ioxn, paca u év3pacm

dapMaKOKHHETHKaTa Ha JIOIMHABUP/PUTOHABUD IIPU XOpa B cTapuecka Bb3pacT He € npoyueHa. Ilpu
BB3PACTHH MAIMEHTH He ca HaOJ0AaBaHU CBBP3aHU C BB3PAcTTa MM 10JIa Pa3IMKU BbB
(apmakokuHeTHKaTa. Pa3nuku BB (papMakOKMHETHKATa, CBbP3aHH C pacara, He ca yCTAaHOBEHH.
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bpemennocm u cnedpoounen nepuoo

IIpm oTBOpeHO (hapMaKOKMHETHIHO NpoyuBaHe, 12 OpemMeHHH skeHH, nHpekTupanu ¢ HIV, xonto He
ca jocturHany 20-tata ceaMuIia OT OpeMEHHOCTTa CH U MpHeMally KOMOMHUPaHa aHTUPETPOBUPYCHA
Tepanus, TbPBOHAYAIIHO ca IpHeny JonuHasup/puroHasup 400 mg/100 mg (nBe TabmeTkn

200/50 mg) nBa meTH 1HEBHO 10 30-Ta ceamuina ot OpemenHocrTa. Ha 30-ta cenmuna ot
OpemeHHOCTTa fMo03arta ce yBenmuana g0 500/125 mg (aBe tadmerkn 200/50 mg rutroc eqHa TabieTka
100/25 mg) nBa mbTH JHEBHO 10 JBE CEIMUIH Cliell paxaaneto. KoHLeHTpanuTe Ha JOMHABUD B
IUIa3MaTa ca ONpeAesIsiHU 110 BpeMe Ha yeTupu 12-yacoBu mepuoja rnpe3 BTOpHs TPUMECTBP

(20-4 cenmuna ot OpeMEHHOCTTA), IPE3 TPETHSL TPUMECTHP MPEaH MTOBHIIaBaHe Ha no3ara (30-Ta
ceIMHIIa Ha OpEMEHHOCTTa), TPETUsSI TPUMECTHP ClIe] OBUIIaBaHe Ha jo3arta (32-pa ceqMuua Ha
OpEeMEHHOCTTa), KAKTO U 8 CeIMHUIIN cliell pakaaneTo. [loBuimaBaHeTo Ha Jj03aTa HE BOJH 10
3HAYHUTEIHO yBEJIMYaBaHEe Ha KOHLIEHTPALWHU Ha JIONMHABHP B IIa3MarTa.

[Ipu apyro oTBOpeHO (hapMaKOKMHETHYHO NpoyuBaHe, 19 OpeMeHHH xeHH, uHpekTupanu ¢ HIV ca
ripueManu JorHaBup/putonasup 400/100 mg nqBa MbTH THEBHO KAaToO YacT OT KOMOMHHMpaHa
AHTHUPETPOBHPYCHA TEPAIHs, KOSITO € 3all04YHaa Ipean OpeMEHHOCTTa. AHAIIM3UPAHH ca MOpeInIia OT
KPBBHH IPOOH Ipeny J03aTa U Ha HHTEPBAJIM B paMKUTe Ha 12 4yaca mpe3 TpUMeCTbp 2, TPHMECTBP 3,
IIPU paXkIaHe, KaKTo U 4-6 CEIMUIH el paskAaHeTo (TIpHU >KeHH, KOUTO Ca IPOABIDKIIN JICUCHUETO
cieq paxane) ¢ 1en (apMakOKHMHETHYCH aHAJIM3 Ha OOIIUTE U CBOOOHHU CTOMHOCTH 32
KOHIICHTPAIIMUTE Ha JIOTMHABHP B IUIa3MaTa.

dapMakoKHHETHYHUTE AaHHU OT nHpekTupanute ¢ HIV-1 6peMeHHN jKeHHU, KOUTO IpHeMaT TabJIeTKU
normmHaBup/puronasup 400/100 mg 1Ba TbTH AHEBHO ca MpeCTaBeHH B Tabmua 6 (BXK. Touka 4.2).

Tabnuna 6

Cpeanu (%CV) paBHoBecHH ()apMaKOKUHETHYHHU NNapaMeTPH HA JIONMHABUP
npu OpeMeHHH keHH, HHPpexkTUpanu ¢ HIV

®apMakokuHeTH4YeH |Bropu TpuMecThp | Bropu TpuMecThp CaenpoauiieH nepuoa
napaMernsp n=17* n=17* n=17%*
AUC.1> meg/hr/mL 68,7 (20.6) 61,3 (22.7) 94,3 (30,3)
Cinax 7,9 (21.1) 7,5 (18.7) 9,8 (24,3)
Crpenn nosmpane Mmcg/ml 4,7 (25.2) 4,3 (39.0) 6,5 (40,4)

*n=18 for Cmax
**n =16 for Cnpe;m JI03UpaHe

bvbpeuna nedocmamvunocm

dapmakoKHHETHKATa Ha JIOMTMHABUP/PUTOHABHD HE € MPOYYCHA MPH MalueHTH ¢ 6b0peyna
HEJIOCTATBYHOCT; HO ThU KaTo ObOPEYHUAT KIIMPHHC Ha JIOMUHABUD € MPEHEeOpeKNUMO MaIIbK, He ce
OYaKBa HaMaJICHUE Ha OOIIHs TeJICCeH KINPBHC IIPH MAEeHTH ¢ ObOpeYHa HEOCTAaTHYHOCT.

Yepnoopobua nedocmamvyHocm

Ipun nmpoyusane ¢ nonmHaBup/puroHasup 400/100 mg nBa TETH AHEBHO IIPU MHOTOKPATHO TO3MPaHE
ca cpaBHABaHH (hapMaKOKMHETHYHHUTE IIapaMeTpu B CTALIMOHAPHO CHCTOSIHHUE HA JIOMMHABUP TPH
MalMeHH ¢ JIeKa 10 yMepeHa YepHOIpoOHa HeA0CTaTbuHOCT, HH(pekTupanu ¢ HIV, u Te3u npu
MalyeHu ¢ HopMaiHa YepHoapoOHa GyHkuwms, nHpextupanu ¢ HIV. HabironaBano e orpannueHo
MOBULIEHUE B O0IIMTE KOHIIEHTPALIMK Ha JONMHABUD C mpuOin3utenHo 30%, KoeTo He ce O4akBa aa
“Ma KIMHAYHA 3HAYUMOCT (BXK. TOUKa 4.2).

5.3 TlpeakIuHUYHU JAHHH 32 0€30MACHOCT
W3cnenBanns 3a TOKCHYHOCT IIPH MHOTOKPATHO MPHUJIaraHe Mpy TPU3adM U KydeTa IM0Ka3Bar, 4e
OCHOBHH TIPHIICITHHA OPTaHH ca depeH pod, ObOpeK, IMUTOBHAHA XKJIIe3a, CIIe3Ka U IUPKYIUPAIIN

epuTpouuTH. YepHOAPOOHUTE IPOMEHH MIOKa3BaT KIEThUeH OTOK ¢ (hoKaiHa AereHepanus. Benpexu
4e, eKCIIO3UIIHATA KaTo MPHYKMHA 32 Te3U IIPOMEHH € OWiia CpaBHUMA ChC WM TI0J] KITMHHYHATA
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€KCIIO3UIMS [IPU YOBEKa, JO3UTE IPU )KUBOTHUTE Ca MPEBUILIABAIN O-KPAaTHO NPENOPHUUTETHUTE
KIIMHUYHHM 103U. YMepeHa 0b0peuHa TyOyiHa IeTeHepalys € yCTaHOBEeHa IIPH MUIIKH, eKCIIOHHUPAHN
Ha [OHE ABa I'bTH M10-BUCOKHU J03U OT NMPENOPBUUTETHUTE IIPU XOPa; PH KydeTa U IIIbXOBE
OnOperTe ca Hezacernatu. Hamanenure cToifHOCTH Ha THPOKCHH B cepyMa BOJH 10 YBEITHIECHO
ocBoboxnaBane Ha TSH ¢ pesynraT — xunepTpodus Ha QONUKYJIAPHUTE KIETKU Ha IIUTOBUHATA
JKJIe3a MpH IUTbX0Be. Te3u NPOMeHH ca 00paTUMHU ciiell IpeKpaTsiBaHe Ha aKTUBHOTO BELLECTBO U
JIMIICBAT MIPU MUILIKHU U KydeTa. [Ipy mreXoBe, HO He U IPU MUIIKK U Ky4eTa, C€ YCTaHOBSBAT
Coombs-HeraTuBHa aHM30LIUTO3a U NOHKMWIONKTO3a. [IpH IIBX0OBE ce YCTaHOBsIBA yBEIMYEHHE Ha
clIe3KaTa ¢ XUCTHOIINTO3a; TAKOBA HE ce HabIro[aBa Ipy Apyrute Bunose. CTOHHOCTUTE HA
XOJIECTEepOJ B CEpyMa € MOBUIIEH IPH IPU3adM, HO HE U IIPU Ky4eTa, JOKaTO TPUTTHLEPUIUTE ca
MOBUIICHN CaMO TIPH MHIIIKH.

[To Bpeme Ha in vitro nzcnenBanusita, ca MHXuOupanu 10 30% OT KIIOHUPAHH YOBEIIKU ChPACYHU
kanueBu kananu (HERG) npu Haif-BUCOKHTE MPOYYBAHM KOHLEHTPALIMH HA JIOIMHABHDP/PUTOHABHD,
CHOTBETCTBAIIIM Ha €KCITO3UIUS HA JIOMWHABUP 7-KpaTHO oOmmmTe U 15-kpaTHO cBOOOIHUTE
MaKCHMaJHH CTOWHOCTH B TUTa3Mara, JIOCTUTaHH IIPH X0pa Ha MAaKCHMAJIHATA MPENOpPhUNTEIIHA
TepareBTUYHA J103a. 32 pa3iiuka OT chpaeunute Gudpu Ha Purkinje mpu kydera, mpu KOUTO CHIIHUTE
KOHIIEHTpAI[NH JIOIMHABUDP/PUTOHABUP HE TIOKa3BaT 3a0aBsiHe Ha penoiisipu3anusra. [lo-Hucku
KOHIIEHTPAIMH JIONIMHABUP/PUTOHABUP HE BOJAT 10 3HAUNTENHO O1okupane Ha kanuesus (HERG)
rnoTok. [IpoBeeHnTE MpOyYBaHMS MPH ILTHXOBE 32 THKAHHO pas3mpezesieHre He IpernoiaraT
3HAYHUTEITHO CHPJICYHO 33 IbpiKaHe Ha aKTUBHOTO BellecTBo; 72-yacoBa AUC B chpIieTo e Ona
npubmmsutenHo 50% ot onpeneneHara AUC B utazmara. CretoBaTeHo € JIOTUYHO J1a Ce 04aKBa, ue
CTOWHOCTHUTE Ha JIOMMMHABHUP B CHPIETO HSAMA JIa Ca 3HAYUTEITHO MO-BUCOKH OT TE3H B IJIa3MarTa.

IIpu xyuera ce ycraHoBsBa 1osiBa Ha U BBJIHYM Ha €JIEKTpOKapAuorpamara, CBbp3aHu ¢ yab/bkeH PR
uHTEpBal u Opaaukapaus. Cunra ce, e Te3u eeKTH ce AbJDKAT Ha eJIeKTPOIUTHH HapyIeHNUsI.

KnmandnaaTta 3Ha9MMOCT Ha TE3W MPENKINHIYHHN JaHHU HE € U3BECTHA, BCE ITAaK HE MOXKE Jja M3KIII0YaT
HSIKaKBU TIOTCHLIUATHY ChbPACYHN €(PEKTH Ha JIEKaPCTBEHU MPOAYKT MPH X0pa (BXK. CHIIO0 TOUYKH 4.4 1
4.8).

HpI/I IIJIBXOBC € YCTAaHOBCHA eM6pHOTOKCI/I'-IHOCT (38.1"}763 Ha 11044, ITIOHM>XXCHa JKH3HECIIOCOOHOCT Ha
1014, MIOHMKCHA TCJICCHA Maca Ha IJIOJa, ITOBUIIICHA Y€CTOTA HAa CKCIICTHUTC OTKHOHeHI/IH) u
NOCTHAaTaJIHa TOKCUYHOCT 3a pa3BUTHUETO (HOHI/I)KCHS. MPEXKNUBACMOCT Ha HOBOpOILEHI/ITe) npu
TOKCHUYHHUTE 3a MalKaTa JI03H. CHUCTEMHOTO CKCIIOHUpPAaHE Ha J'IOHI/IHaBI/Ip/pI/ITOHaBI/Ip IIpU TOKCUYHHU 3a
MaiKarta u CBBP3aHUTE C pa3BUTHUETO HA MMOKOJICHUETO JO3U € IMO-HUCKO OT NpE€ABUACHATA
TCPAIICBTHUYHA CKCIIO3UIUS ITPU XOpa.

JbArocpovHu npoyyBaHuA 3a KAHIUPOT€HHOCT Ha JIOIMHABUP/PUTOHABUP NIPH MUILKUTE MTOKA3BaT
IFeHOTOKCHYHA, MUTOT€HHA MHIYKLUSA Ha YEPHOAPOOHU TYMOPH, 3a KOUTO KaTo LSO CE CUUTA, ue
HMMAaT MAJIKO 3HAUYEHHE 3a PUCKA IIPU XOpa.

[IpoyuBaHus 3a KaHIIMPOT€HHOCT MIPU TUTBXOBE HE MOKa3BaT HaXoAKH Ha TyMopHu. He ce ycraHoBsIBa
MYTareHHOCT WM KJIaCTOT€HHOCT Ha JIONWHABUP/PUTOHABHP NPH MPOYUBHUSATA i Vitro U in vivo,
KOWTO BKIIIOYBAT TeCTa Ha Ames 3a 00paTHH MyTallly NpH OaKTEPUH, MAIIN TUM(POMEH TECT, MUIIN
MUKPOHYKJICHJICH TECT M TECT Ha XPOMO30OMHHTE abepalliy PH YOBELIKH JTUM(OLUTH.

6. DPAPMAINEBTUYHHN JAHHHN

6.1 Chnucnk HA NIOMOIIHUTE BellecTBa

Slapo Ha TabmaTkaTa

CopOuraHoB naypar
Cuinipes JUOKCHI, KOIOUAeH Oe3B0IeH
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Komosunon
Hatpues naypuicyndar

DUIMOBO TOKPUTHE

Xunpomenosa

TuranoB nuokcun (E171)

Makporon

XUAPOKCUTIPOIIIILIENTYJI032

Tanx

Kononen 0e3B01€H CHIUIIAEB TUOKCH/T

[Monucopbar 80

6.2 HecbBMecTuMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoct

3 roguHA

Bbytunka or HDPE: Cnen mbpBOTO OTBapsiHe a ce U3MOA3BAT B paMkute Ha 120 aHu.
6.4 CroenuajaHu ycI10BHA Ha CbXpaHeHHe

To3u ekapcTBeH MPOAYKT HE M3UCKBA HUKAKBH CIICIMAIIHU YCIOBHS HAa ChbXPaHEHHE.
3a ycnoBusiTa Ha ChXpaHEHUE CIIe] TbPBOTO OTBAapsHE Ha JEKAPCTBEHUS MPOAYKT BIKTE TOUKA 6.3.
6.5 Buau cpabpixaHue Ha ONIAKOBKAaTa

Jlonnnasup/Puronasup Viatris 100 mg/25 mg dwimMupanu TabaeTKu

Brmcrepu ot OPA/AI/PVC-anmymunnii. Hannaau onakoBkw:

- 60 (2 xapronenu kytuu 1o 30 niu 2 kaproHeHu KyTuu 1o 30 X 1 equHIYHY J103H)
(hmMupaHy TaOJIETKH.

Byrunka ot HDPE, c Gsuta, Hempo3payHa Karmayka Ha BUHT OT TOJUIPOINIIIEH, HHIAYKIIHOHHO
3ameyaraHa ¢ ATfyMHHHBO (ONNo, U cymuTesl. Hammaaa omakoBka:
- 1 6ytunka ¢ 60 puamupaHu TaOIETKH.

JlonunaBup/Putonasup Viatris 200 mg/50 mg ¢uaMupanu 1abaeTku
Bmmuctep or OPA/Al/PVC/anymunnii. HanuaHay ommakoBKH:
- 120 (4 xapTonenu kytuu o 30 wim 4 xkapToHeHH KyTud 1o 30 X 1 eAMHUYHY JO31) WK
360 (12 xapronenu kytuu 1o 30) ¢punMupanu TabIETKH.

Bytunxu or HDPE, ¢ 0si1a, Hempo3padHa Kanavka Ha BUHT OT MOJHUIPONUIEH, C HHAYKIIHOHHO
3arevaTana ¢ alyMHHHAEBO (OO U CyluTell. HanumuHu onakoBKu:

- 1 Oytunka cee 120 punMupanu TabIeTKH.

- rpynoBa omakoBka ceaapxama 360 (3 oyrunku cbe 120) punmupanu TadbneTky.
He Bcuuky BUIOBE OMAKOBKM MOXe Ja ObJaT IMyCHATH B poaaxoa.

6.6 CrnenuaJHu NpeANa3HU MePKH NPH U3XBbPJIsIHE

Hsama CIICIIMaJIHH U3HCKBAaHUA.
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Hewusnonzsanusr JICKAPCTBCH MPOAYKT WJIH OTHNAABYHUTE MAaTCpHUAJIN OT HETO TpH6Ba Ja C€ U3XBBPJIAT
B CBOTBETCTBUEC C MCCTHUTC N3HUCKBAHUA

7. NNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannnsa

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1067/001
EU/1/15/1067/002
EU/1/15/1067/003
EU/1/15/1067/004
EU/1/15/1067/005
EU/1/15/1067/006
EU/1/15/1067/007
EU/1/15/1067/008

9. JATA HA ITBPBO PA3PEIINABAHE/IIOJJTHOBSAABAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

[ara Ha mbpBo paspeuiaBane: 14 suyapu 2016.
[ara na mocnenHo noxHoBsiBaHe: 16 HoemBpu 2020.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MompoOHa uHpopMaIKs 3a TO3M JEKaPCTBEH MPOYKT € MpeJocTaBeHa Ha yel caiita Ha EBponeiickara
Arennus mo nexapcrsara http://www.ema.europa.eu/.
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MNPUJIOKEHHUE I1

NPOU3BOAUTEJIN OTTOBOPHU 3A OCBOBOXKJABAHE
HA TAPTHU N

YCJOBUA WJIN OT'PAHUYEHUA 3A JOCTABKA U
YIHOTPEBA

APYI' YCJIOBUS N UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJ0BUSA NI OTPAHUYEHMUA 3A BE3OITACHA "

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUA
IHPOAYKT
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A. NPOU3BOAUTEJIN OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTUIN

HMe 1 agpec Ha TPOU3BOAUTENS(HUTE) OTTOBOPEH(HHU) 32 0CBO0OKIaBaHEe HA NAPTHIUTE

Mylan Hungary Kft
H-2900 Komarom, Mylan utca 1
Yurapus

[ledaTHaTa MUCTOBKA HA JIEKAPCTBEHUS IPOIYKT TPsOBa 1a ChbpKa UMETO U apeca Ha
MIPOU3BOJUTENS, OTTOBOPEH 32 OCBOOOKIaBaHETO HA CHOTBETHATA MapTHIA.

b. YCJOBUs NN OT'PAHUYEHUSA 3A TJOCTABKA U YIIOTPEBA

JlekapCTBEHHAT MPOAYKT CE OTIIyCKa 110 OrpaHUYEHO JIeKapcKo npeanucanue (Bx. Ipunoxenue I:
Kparka xapaxkrepucTika Ha POAyKTa, Touka 4.2).

B. JPYI'M YCJOBHUSA U N3UCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA
. IHepuoauynu akTyaJau3upanu 1okjaaau 3a 6esonacuoct (ITAB)

WznckBanusTa 3a nonasane Ha [TIAJIb 3a To3u eKapcTBEH NPOLYKT ca IOCOUEHH B CIIUCHKA €
pedepentnute natu Ha EBponeiickust cbio3 (EURD cnuchk), npenBuaex B wi. 1078, an. 7 ot
Jupektusa 2001/83/EO, 1 BbB BCUYKH CJIE/IBAIIM aKTYyaIU3alUY, TyOJIMKYBaHU HA €BPOIICHCKUS
yeOroprai 3a JeKapcTBa.

r. YCJIOBUsA NWJIN OT'PAHUYEHNSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITIPOAYKT

. Ilnan 3a ynpasJieHue Ha pucka (ITYP)

[purexaTensaT Ha pa3penieHuero 3a ynorpeda ([IPY) TpsOBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JeCTBYs, CBBP3aHHU C IPOCIIEsBaHe Ha JIeKapcTBeHaTa 0€301acHOCT, HocoYeHu B ogobpenus I1YP,
npencraBed B Mojyn 1.8.2 Ha Pa3pemenuero 3a ynorpe6a, KaKTo ¥ IPH BCUYKHU CIIC/IBAIIH 0JJ00pEHH
aktyanu3anuu Ha [TYP.

Axryanusupan [TYP Tps6Ba na ce moaasa:

. 1o uckaHe Ha EBporneiickara areHuus 10 JieKapcTBara;

. BHHATHW, KOTaTO C€ U3MEHS CHCTEMarTa 3a yIpaBJIeHHE Ha PHCKa, 0COOCHO B pe3yJITaT Ha
NoJy4aBaHe Ha HOBa HH(OPMaLUs, KOSTO MOXKE J1a IOBeJe 10 3HAaUUMH TPOMEHH B
CHOTHOILEHHUETO I0JI13a/PUCK, WU CIIe]l JOCTUTaHe HA BayKeH eTarl (BbB BPb3Ka C
IpOCIeIIBaHe Ha JISKapCTBEHATa 0E30ITaCHOCT MM CBEXJaHE HA PICKA 10 MHHIMYM).
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NPUJIOKEHMUE III

JAHHH BBbPXY OITIAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OIIAKOBKATA
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA KYTHUS 3A BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jlonmuasup/Putonasup Viatris 200 mg/50 mg ¢punmupanu TabIeTkn
JIOTIMHABHP/PUTOHABHP

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika ¢punmmupana tabnerka cpappxka 200 mg monuHaBUp B KOMOMHAIMS ¢ 50 mg pUTOHABHP, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka

120 (4 onakoBku 1o 30) dunMupanu TabIETKH
120 x 1 (4 omakoBku 1o 30 x 1) ¢punmupanu TadbaeTku
360 (12 omakoBku 1o 30) priIMHUpaHn TaOIETKH

‘ S. HAYUH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXKIAHE

[penn ynmotpeba mpodereTe IUCTOBKATA.
[epopanHo npunoxeHue.

6. CIHEOUAJIHO MNPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSIGBA
JA CE CBXPAHABA HA MSCTO JAJIEUE OT INOTJVIEJA U TOCEI'A HA JEITA

I[a C€ CbXpaHsaBa Ha MACTO, HEAOCTBHITHO 3a ACa.

‘ 7. APYTU CIHENMAJIHM ITPEAYIPEXKAEHUA, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TNYAHE HA CPOKA HA T'OJJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CIHEHNWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPHUAJIA OT

11. HME U AJAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/004
EU/1/15/1067/006
EU/1/15/1067/005

13. TNAPTHUJAEH HOMEP

Maptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUAA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA A3BBYKA

JlonmunaBup/Puronasup Viatris 200 mg/50 mg

‘ 17. YHUKAJIEH HJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 6apKoJ ¢ BKIIOYEH YHUKaJIEH HASHTHU()UKATOP

‘ 18. YHUKAJIEH UWJEHTUOUKATOP — JTAHHH 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BBTPEIIIHA KAPTOHEHA KYTUSA 3A BJIMCTEPU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jlonmuasup/Putonasup Viatris 200 mg/50 mg ¢punmupanu TabIeTkn
JIOTIMHABHP/PUTOHABHP

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika ¢punmmupana tabnerka cpappxka 200 mg monuHaBUp B KOMOMHAIMS ¢ 50 mg pUTOHABHP, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka

30 ¢unMupanu TabIeTKH
30 x 1 punmupanu TabIeTKU

‘ 5. HAYYH HA ITPNJIOKEHUE U ITbT(MIIA) HA BBbBE/KJAHE

IIpenun ynorpeba npoderere IMCTOBKATA.
IIepopanHO pHIIOKEHHE.

6. CIIEIIMAJIHO ITIPEAYHNPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJIA 1 IOCET'A HA IELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIa.

‘ 7. JAPYI'Y CHEOUAJIHUA NPEAYIIPEXKJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

9. CIHHENUAJIHM YCJIOBUSI HA CbXPAHEHHUE
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10. CIHEHNWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/004 — 120 ¢dmimupanu TabiIeTKA
EU/1/15/1067/006 — 120x 1 punmupanu TabaeTKu
EU/1/15/1067/005 — 360 ¢rmvupanu TaOIeTKA

13. TNAPTHUJAEH HOMEP

[Maparuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUAA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA A3BBYKA

‘ 17. YHUKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/{

‘ 18. YHUKAJIEH NWJEHTH®UKATOP — TAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPSBBA JIA CBABPXAT BJINCTEPUTE U JIEHTUTE

BJIUCTEP

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jlonmuasup/Putonasup Viatris 200 mg/50 mg ¢punmupanu TabIeTkn
JIOTIMHABHP/PUTOHABHP

2. HNME HA TIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

4. HNAPTUJAEH HOMEP

[TapTuna:

5. JPYTO
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA 3A BYTHWIKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

JlonmuaBup/Puronasup Viatris 200 mg/50 mg ¢punmupanu TabIeTkn
JIONTUHABHP/PUTOHABHD

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka cpabpika 200 mg gonmHaBUp B KoMOuHaIus ¢ S0 mg puToHaBHp, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

@®unmupana TadieTka

120 ¢punmupanu TadbieTkn

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(UIIA) HA BBbBE/KJAHE

Ipenu ynorpeda nmpoyereTe TMCTOBKATA.
Ilepopaino npunoxeHue.
He norremalite cymmrens.

6. CIIEIIMAJIHO ITPEAYHNPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIa.

‘ 7. JAPYI'U CHEOUAJIHUA NPEAYIIPEXKIAEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

Crnen mbpBOTO OTBapsiHE Aa c€ U3MON3BAT B paMkuTe Ha 120 qHU.

9. CIIEIIMAJIHHU YCJIOBUS HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CIHEHNUWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPHUAJIA OT

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

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/008

13. MHAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIMS HA BPAMJIOBA A3BYKA

JlontnnaBup/Puronasup Viatris 200 mg/50 mg

‘ 17. YHUKAJIEH HJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JBym3MepeH 0apKox ¢ BKIIOYCH YHUKAIECH HACHTH(HKATOD

‘ 18. YHUKAJIEH HIEHTH®UKATOP — JTAHHMU 3A YETEHE OT XOPA

PC
SN
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA KYTHS 3A BYTUJIKA, I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jlonmuasup/Putonasup Viatris 200 mg/50 mg ¢punmupanu TabIeTkn
JIOTIMHABHP/PUTOHABHP

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika ¢punmmupana tabnerka cpappxka 200 mg monuHaBUp B KOMOMHAIMS ¢ 50 mg pUTOHABHP, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka

I'pynoBa omakoBka: 360 (3 OyTriku o 120) ¢punMupann TabIeTKH

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBbBE/KJAHE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.
IIepopanHo mpunoXeHHE.
He normpmaiite cymmrens.

6. CIIEIIMAJIHO ITPEAYHNPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJIA 1 IOCET'A HA IELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIa.

‘ 7. JAPYI'Y CHEOUAJIHUA NPEAYIIPEXKJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

Crnen mbpBOTO OTBapsiHE Aa c€ U3MO3BAT B paMkuTe Ha 120 qHu.
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9. CIIEIIMAJIHH YCJIOBUS HA CbXPAHEHUE

10. CHENOUWAJIHHM IPEAITA3ZHU MEPKU TP U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAIBYHU MATEPHUAJIN OT
TAX, AKO CE IBUCKBAT TAKHUBA

11. HME U AAPEC HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1067/007

13. MHAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUSA HA BPAJIOBA A3BYKA

JlonunaBup/Putonasup Viatris 200 mg/50 mg

‘ 17. YHUKAJIEH NWJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 6apKoJ ¢ BKIIOYEH YHUKaJIEH HACHTHU(YUKATOP

‘ 18. YHUKAJIEH NWJEHTH®UKATOP — TAHHMU 3A YETEHE OT XOPA

PC
SN
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BBLTPEIIIHA KAPTOHEHA KYTHS 3A BYTHJIKA, TPYIIOBA OITAKOBKA (BE3 BLUE
BOX)

‘ 1. HNME HA JIEKAPCTBEHUA ITPOAYKT

JlonmnaBup/Puronasup Viatris 200 mg/50 mg ¢mimupanu TabaeTku
JIONMHABUP/PUTOHABHP

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabierka cpabpika 200 mg onuHaBup B kKoMOuHanus ¢ 50 mg puTOHaBUD, KaTo
(apMaKOKHHETHYEH SHXaHCep.

‘ 3. CIIUCBK HA ITIOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Qdunmupana TabneTKa
120 ¢punmupanu TadneTku

KomnoneHt na TpyIrioBa OIlaKOBKa, HE MOXE 1a CE€ IpoJjaBa CaMOCTOATEIIHO.

5. HAYMH HA TPUJIOKEHUE U TbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynotpeba npoyereTe TUCTOBKATA.
[lepopaiiHo npunoxeHue.
He normsmaiite cymmrens.

6. CIIEIMAJIHO NPEAYHPEXXJIEHUE, UE JIEKAPCTBEHUSAT INPOAYKT TPSIBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IMOI'VIEJA U TOCEI'A HA JELTA

I[a C€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACa.

‘ 7. APYI'U CHEIUAJIHUA NPEAYIIPEXKIEHUSA, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

Crnen mbpBOTO OTBApsiHE Aa c€ U3MO3BAT B paMkuTe Ha 120 qHu.
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9. CIIEIIMAJIHH YCJIOBUS HA CbXPAHEHUE

10. CHENOUWAJIHHM IPEAITA3ZHU MEPKU TP U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAIBYHU MATEPHUAJIN OT
TAX, AKO CE IBUCKBAT TAKHUBA

11. HME U AJAPEC HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1067/007

13. MHAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMSA HA BPAJIOBA A3BYKA

‘ 17. YHUKAJIEH HAEHTH®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH UAEHTHO®UKATOP — JJAHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPSBBA JIA CBbABbPXA ITbPBUYHATA OIIAKOBKA

ETUKET HA BYTIWIKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jlonmuasup/Putonasup Viatris 200 mg/50 mg ¢punmupanu TabIeTkn
JIOTIMHABHP/PUTOHABHP

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika dunmvupana tabierka ceappka 200 mg onrHaBup B KoMOWHanus ¢ S0 mg puTOHABUD, KaTO
(hapMaKOKHHETHYEH EHXaHCe.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka

120 ¢punmupanu TabieTKu

‘ 5. HAUYUH HA ITPUJIOKEHUE U TBT(MIIA) HA BBBEXKJIAHE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.
[epopasiHo npunoxeHue.

6. CIHEOUAJIHO MPEAYHIPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSIGBA
JA CE CBXPAHABA HA MSACTO JAJIEUE OT INOTVIEJA U TOCEI'A HA JEITA

I[a C€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIa.

‘ 7. APYTU CIHENMAJIHU ITPEAYIPEXKAEHUSA, AKO E HEOBXOJMUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'omen mo:

Crnen mbpBOTO OTBApsIHE JIa CE M3MONI3BAT B pamKkuTe Ha 120 qHH.

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CIHEHNWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPHUAJIA OT

11. HUME U AAPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/007

13. MHAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIMS HA BPAMJIOBA A3BYKA

‘ 17. YHUKAJIEH UWAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

Henpunoxumo

18. YHMKAJIEH WJEHTH®UKATOP — TAHHU 3A YETEHE OT XOPA

Henpunoxumo
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA KYTHUS 3A BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

JlonmuaBup/Putonasup Viatris 100 mg/25 mg ¢punmupanu TabIeTKn
JIOTIMHABHP/PUTOHABHP

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika ¢punmmupana tabnerka cpappxka 100 mg monuHaBUp B KOMOWHAIMS € 25 mg pUTOHABHP, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka

60 (2 omakoBku 1o 30) GpuaMHpaHU TaOJIECTKH
60 x 1 (2 onakoBku 1o 30 x 1) dunmupanu TabIeTKH

‘ 5. HAYMH HA TPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

IIpenun ynorpeba npoderere IMCTOBKATA.
IIepopanHO pHIIOKEHHE.

6. CIHEOUAJIHO MPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSIGBA
JA CE CBXPAHABA HA MSACTO JAJIEUE OT INOTVIEJA U TOCEI'A HA JEITA

I[a C€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACIa.

‘ 7. APYTU CIHENMAJIHU ITPEAYIPEXKAEHUSA, AKO E HEOBXOJMUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen mo:

9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CIHEHNWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPHUAJIA OT

11. HME U AJAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/001
EU/1/15/1067/002

13. HAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUSA HA BPAMJIOBA A3BYKA

Jlonnuasup/Puronasup Viatris 100 mg/25 mg

‘ 17. YHUKAJIEH NWJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJCH WACHTHU(GUKATOP

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

PC
SN
NN
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

BBHTPEIIIHA KAPTOHEHA KYTUS 3A BJIMCTEPU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

JlonmuaBup/Putonasup Viatris 100 mg/25 mg ¢punmupanu TabIeTKn
JIOTIMHABHP/PUTOHABHP

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika ¢punmmupana tabnerka cpappxka 100 mg monuHaBUp B KOMOWHAIMS € 25 mg pUTOHABHP, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka

30 ¢unMupanu TabIeTKH
30 x 1 punmupanu TabIeTKU

‘ 5. HAYYH HA ITPNJIOKEHUE U ITbT(MIIA) HA BBBE/KJAHE

IIpenun ynorpeba npoderere IMCTOBKATA.
IIepopanHO pHIIOKEHHE.

6. CIIEIIMAJIHO ITIPEAYHNPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJIA 1 IOCET'A HA IELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBHITHO 3a ACLa.

‘ 7. JAPYI'Y CHEOUAJIHUA NPEAYIIPEXKJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

9. CIHHENUAJIHM YCJIOBUSI HA CbXPAHEHHUE

69



10. CIHEHNWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/001 — 60 punmupaHu TabIeTKu
EU/1/15/1067/002 — 60x1 ¢unmupanu TabaeTKH

13. HAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYYH HA OTITYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUSA HA BPAMJIOBA A3BYKA

‘ 17. YHUKAJIEH NWJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

‘ 18. VYHUKAJIEH UWJEHTUOUKATOP — JTAHHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPSABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

JlonmuaBup/Putonasup Viatris 100 mg/25 mg ¢punmupanu TabIeTKn
JIOTIMHABHP/PUTOHABHP

2. HNME HA TIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

4. HNAPTUJAEH HOMEP

[TapTuna:

5. JPYTO
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JAHHH, KOUTO TPSABBA JIA CbABbPXA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA 3A BYTHIKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

JlonmuaBup/Putonasup Viatris 100 mg/25 mg ¢punmupanu TabIeTKn
JIOTIMHABHP/PUTOHABHP

‘ 2. OBSIBSAIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika ¢punmmupana tabnerka cpappxka 100 mg monmHaBUp B KOMOWHAIMS € 25 mg pUTOHABHP, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka

60 ¢unMupaHu TaOISTKH

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBbBE/KJAHE

[Ipenu ynotpeba npoyereTe IUCTOBKATA.
IIepopanHo mpunoXeHHE.
He normpmaiite cymmrens.

6. CIIEIIMAJIHO ITPEAYHNPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJIA 1 IOCET'A HA IELTA

I[a CC€ CbXpaHsBa Ha MACTO, HCAOCTBHITHO 3a ACIA.

‘ 7. JAPYI'U CHEOUAJIHUA NPEAYIIPEXKJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA 'OJJHOCT

T'onen no:

Crnen mbpBOTO OTBapsiHE Aa c€ U3MON3BAT B paMkuTe Ha 120 qHU.

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

72



TAX, AKO CE U3UCKBAT TAKUBA

10. CIHEHNUWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPHUAJIA OT

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

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/003

13. MHAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIMS HA BPAMJIOBA A3BYKA

JlontnnaBup/Puronasup Viatris 100 mg/25 mg

‘ 17. YHUKAJIEH HJEHTH®UKATOP — IBYU3MEPEH BAPKO/{

JBym3MepeH 0apKox ¢ BKIIOYCH YHUKAIECH HACHTH(HKATOD

‘ 18. VYHUKAJIEH UWJEHTUOUKATOP — JTAHHH 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPSBBA JIA CBbAbPXA ITbPBUYHATA OIIAKOBKA

ETUKET HA BYTWIKATA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

JlonmuaBup/Putonasup Viatris 100 mg/25 mg ¢punmupanu TabIeTKn
JIOTIMHABHP/PUTOHABHP

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

Bcesika ¢punmmupana tabnerka cpappxka 100 mg monuHaBUp B KOMOWHAIMS € 25 mg pUTOHABHP, KaTO
(hapMaKOKHHETHYEH EHXaHCep.

‘ 3. CIIUCBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

@®unmupana TadieTka
60 ¢punMupanu TabIeTKH

‘ S. HAUYUH HA ITPUJIOKEHUE U IBT(MIIA) HA BBBEXKJIAHE

[Ipenu ynorpeda npodereTe IUCTOBKATA.
[TepopanHo mpunoxeHue.

6. CIHIEHUAJIHO MPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT INOI'VIEJA U TOCEI'A HA JELIA

I[a C€ ChXpaHsBa Ha MsCTO, HEAOCTHITHO 3a JICTA.

‘ 7. JAPYTI'Y CHENUAJIHU NPEAYHPEXKIAEHUA, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUNYAHE HA CPOKA HA T'OJJHOCT

T'onen no:

Crnen mbpBOTO OTBapsiHE Aa c€ U3MO3BAT B paMkuTe Ha 120 qHU.

9. CIHEHUAJIHM YCJIOBUSI HA CbXPAHEHHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CIHEHNWAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTHHAABYHU MATEPHUAJIA OT

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

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Wpnannug

12. HOMEP(A) HA PASPEIIEHUETO 3A YHHOTPEBA

EU/1/15/1067/003

13. MHAPTHUJAEH HOMEP

[TapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIMS HA BPAMJIOBA A3BYKA

‘ 17. YHUKAJIEH UWAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

Henpunoxumo

18. YHMKAJIEH WJEHTH®UKATOP — TAHHU 3A YETEHE OT XOPA

Henpunoxumo
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b. JUCTOBKA
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JlucroBka: mHGopManus 3a NaUEHTa

JlonunaBup/PuronaBup Viatris 200 mg/50 mg ¢punmupanu tadjaeTKu
nonuHaBup/putoHaBup (lopinavir/ritonavir)

IIpoueTeTe BHMMATEIHO IAJIATA JUCTOBKA, MPEAH /12 3all0YHETe J1a IpHeMaTe TOBA JIEKAPCTBO,

Thil KaTO TS ChAbPiKa Ba:kHa 32 Bac nam Bamerto gere ungopmanus.

- 3ama3ere Ta3u JUCTOBKA. MOKe Ja ce HaJOXKH Ja s IPOYEeTeTe OTHOBO.

- AKO MMaTe HSIKaKBU JIOIBJIHUTEIHN BBIIPOCH, IONTUTalTe Barms ekap wim gpapmaresT.

- ToBa JiekapcTBO € IpeanucaHo JJMUHO Ha Bac win Bamero nere. He ro npeoTcTsnBaiiTe Ha
JIpyru xopa. To MOXe /1a UM HaBpeaH, HE3aBUCUMO Y€ MTPU3HAIMTE Ha TIXHOTO 3a00IIsBaHe ca
CchIIUTE KaTo Bammre.

- AKO TIONTyYUTe HIKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKIINH, yBeroMere Barst nexap niu
Q)apMaueBT. ToBa BKJIIOUBa ¥ BCUYKU BB3MOKHHU HEKEJIAaHU peaKum/I, HCOIIMCAaHU B Ta3U
JIHCTOBKA. Bukre Touka 4.

Kakso CbABbPiKa Ta3u JIUCTOBKA

—_

Kaxso npencrasnsa JlonnHaBnp/PutonaBup Viatris ¥ 32 KakBO ce H3IIOI3Ba

Kakso TpsiOBa na 3Haere, npeau Bue nnu Bameto nere na npuemere Jlonunasup/PutonaBup
Viatris

Kak na npuemare Jlonunasup/PutonaBup Viatris

BB3MOXKHU HEXENaHU peaKkiuu

Kax nma cexpansBare Jlonmnasup/Puronasup Viatris

ChabpKaHue Ha ONaKOBKATa M JONBIHUTENHA HHPOPMALUI

»

SV kW

1. Kaxkgo npencraBasBa Jlomunasup/PutonaBup Viatris u 3a kakBo ce n3moJi3Ba

- Bammsar nexap Bu e mpearican ronuHaBUp/pUTOHABUP, 33 J1a TOJIIOMOTHE KOHTPOJIa Ha
UH(EKnuATa ¢ 4YoBewKkus umyHonepuuuten Bupyc (HIV). JlonnaaBup/puToHaBHp npaBu TOBA,
KaTo 3a0aBs pa3NpOCTPaHEHNUETO Ha HH(QEKIHATa B Oprann3ma Bu.

- JlonnaaBup/PutonaBup Viatris He Moxe na nznekyBa uHpekuusara ¢ HIV wnmn CITMH.

- JlonmHaBUpP/PUTOHABUD Ce MpHJIara MpH Aela Ha Bb3pacT 2 TOAUHHU WM O-TOJIEMH, IOHOIIN 1
BB3pacTHH, HHpekTHpanu ¢ HIV, BUPYCHT KOHTO peAN3BUKBa CHHAPOM Ha IpuaoOuTaTa
nmynHa HenoctarbaHOCT (CIINH).

- JlonnHaBup/PutonaBup Viatris ChabpKa aKTHBHHUTE BEIECTBA JOIMHABHDP U PUTOHABHD.
JlonHaBUP/PUTOHABUD € AaHTUPETPOBUPYCHO JIEKApCTBO. TO MPUHAATIEKH KbM Irpyma
JeKapcTBa HAPEUCHH MPOTEa3Hu HHXUOUTOPH.

- JlonuaaBup/PutoHaBup ce npeanucBa B KOMOMHALIUS ¢ APYTH aHTUBUPYCHU JIeKapcTBa. Bammst
nekap me oochau ¢ Bac u onpenenyu kou JiekapcTBa ca Hal-moaxoasnm 3a Bac

2. Kaxso TpsdBa na 3Haere, npeau Bue niau Bamero nere 1a npuemere
JlonunaBup/PutonaBup Viatris

He npuemaiite Jlonunasup/PutonaBup Viatris axo:

- CTE QJIEPTHYHH KbM JIOMMMHABHUD, PUTOHABHUP HITH HAKOS OT OCTAHAJHNTE ChCTABKH Ha TOBA
neKapcTBo (M30poeHu B TOUKa 6);

- uMate TeXKH YepHOAPOOHH MpoOIeMu.
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He npuemaiite Jlonunapup/PuronaBup Viatris ¢ HuKoe 0T cjieIHUTE JEKAPCTBA!

- acTeMHU30J1 UK TepdeHaTNH (YECTO U3MON3BaHH 32 JICYCHHE HA CHMITOMHTE Ha aJlEprHU — TE3H
JIeKapCcTBa MOJKE J1a Ce B3eMaT 0e3 perenTa);

- MH1a30J1aM, IPUEMaH IepopajHo (IpUeMaH Npe3 ycTara), Tpua3oiaM (U3M0JI3BaHu 3a
HaMaJsIBaHE Ha TPEBOXKHOCT W/UIIU MIPH CMYLICHUS Ha ChHS);

- NUMO3UJ (M3I10JI3BaH 3a JieueHHe Ha MHU30(hPeHus);

- KBETHANUH (M3M0JI3BaH 3a JIeYeHUE Ha IU30(peHns, OUMONAPHO pa3CTPOUCTBO U TOISIMO
JICTIPECUBHO Pa3CTPOMICTBO);

- Jypa3uJoH (M3I0JI3Ba Ce 3a JIeYeHHE Ha JIepecus);

- paHola3uH (M3M0JI3Ba CE 32 JIeUeHUE Ha XPOHUYHA 0OJIKa B T'hPANTE (CTEHOKAPAHS));

- [U3anpu (M3M0JI3BaH 32 00JIeKUYaBaHe Ha HAKOH CTOMAIIHH PoOIeMn);

- eproTaMuH, TUXUAPOEPrOTAMUH, EPrOHOBHH, METHIICPTOHOBHH (M3MOJI3BAHH 32 JICYCHUE Ha
rJ1aBooosue);

- aMHOIapoH, JPOHEAAPOH (U3MO0JI3BaH 3a JICUCHUE NP HAPYIICHUS Ha CHPJICYHUS PUTHM);

- JIOBACTATHH, CHMBACTATHH (M3MOJI3BAaHH 32 HAMAJISIBaHE HA XOJIETepoJia B KPHBTA);

- JIOMUTANuU (M3M0JI3BaH 32 HaMaJlsiBaHe Ha X0JIeTeposia B KPbBTA);

- any303uH (M3MI0N3BaH 3a JICYSHWE Ha CUMIITOMH Ha YBEIWYEHA POCTaTa MPH MbKe
(mobGpokadecTBeHa XunepIuiasus Ha npoctarata) (JIXI1)

- (y3unoBa kucenuHa (M3M0JI3BaHa 3a JEUSHHUE Ha KOXKHU WH(PEKIUU, TPUYMHEHHN OT OaKTepun
Staphylococus TakuBa Kato UMIETUTO U MH(pekTUpaH nepMaTut. Py3u0Ba KUCETHHA 32
JieyeHHe Ha ABITOTPaiiHU MH(EKIMU Ha KOCTH U CTaBU MOXKE J1a Ce MIPUIIOKH IO/ JIEKapCKO
HaOonenne (BiokTe Touka Jlpyru nexapcrsa u Jlonunasup/Putonasup Viatris);

- KOJIXUITMH (M3I0JI3BaH 3a JIeUueHHe Ha Tojiarpa) ako Bue nmare npobiemu ¢ Ob0penuTe u/uim
yepHUs Apo0 (BrkTe Touka Jpyru jekapcrBa u JlonunaBup/Puronasup Viatris);

- enbacBup/rpazornpeBup (M3MOI3BaHU 3a ieueHne Ha xpoHudeH Xernatut C [HCV]);

- OMOUTACBUP/TIAPUTAIIPEBUP/PUTOHABUD ChC MK Oe3 1a3a0yBup (M3MOI3BaHU 32 JICUCHHE Ha
xponudeH Xematut C [HCV]);

- HepaTHHUO (M3IM0JI3BaH 3a JIeueHHe Ha paKk Ha I'bpAaTa);

- aBaHadw win BapaeHadui1 (M3M0JI3BaH 3a JICUCHUE Ha EPEeKTUITHA TUCPYHKIIHSA);

- cuiieHa I (M3I0I3BaH 32 JICUeHNE Ha OeToApoOHa apTepHanHa XHIEPTOHNS) (BUCOKO KPBBHO
HaysraHe B OenoapoOHaTa aprepus). CruieHaduin U3MoNI3BaH 3a JIeYeHNE Ha EPeKTHITHA
JuchyHKIHS MoXe Ja ObJie TPUEMaH 10/ JIEKapcKo HaloieHne (BUKTe Touka Jpyru
JekapcrBa u JlonunaBup/PuronaBup Viatris)

- OHMJIKOBH TIPOJTYKTH, ChABPKAIIY KBAT KaHTapHoH (Hypericum perforatum).

IIpoyerere cnMChbKA € JIeKaAPCTBa M0-A0J1Y B “Jlpyru jekapcra u JlonuHasup/PuroHasup
Viatris” 3a uapopmalus OTHOCHO HAKOM APYTHU JIEKapCcTBa, KOUTO U3UCKBAT CHELUATHO BHUMAaHHE.

AKO B MOMEHTa B3UMaTe HAKOU OT TE€3H JIEKapCcTBa, MOUCKalTe OT Bammms jgexap 1a HarpaBu
HeoOXO0JMMHTE IPOMEHH WJIH B JICUEHUETO Ha Jipyroto(ute) Bu 3abonsBane(us) wim B
aHTHPETPOBUPYCHOTO By neuenue.

IIpenynpesxaeHus U NpeANasHu MepKH

I'oBopere ¢ Bamus nekap v dapmanesT, npeau Aa npuemere Jlonmmaasup/Putonasup Viatris.
Ba:xna nndgopmanus

- Xoparta, JIeKyBalll{ Ce ¢ JIONWHABUP/PUTOHABUP MOXKE 1a pa3BUBAT MHGEKIMU WU IPpyTU

3abonsBanus, cBbp3anu ¢ HIV 3abonsasanero u CITIMH. [lopanu ToBa, BaxkHo e Bue na
ocTaHeTe 1oJ HaOJtoJeHneTo Ha Bamus nekap, 1okaTo npuemare JIONMHaBUP/PUTOHABHP.

78



YBenomere Bamus jgexap, ako Bue nim Bamero gere nmare/cte umanu

- Xemoduiusa tii A u B, Tl KaTo 1oNMHABUP/PUTOHABUP MOXKE A€ YBEIMYH PUCKA OT KbpPBEHE.

- JuabeT, Thil KaTo ce chOOIIaBa 3a NOBUIIEHH CTOMHOCTH Ha KpbBHATA 3axap NpH MalMeHTH,
NpUeMalIy JOIHMHABUP/PUTOHABUP.

- AHaMHe3a 32 YepHOAPOOHM NPOGJIeMH, Thii KaTO MALUEHTUTE C YepHOPOOHO 3a00IABaHe,
BKJIIOUUTENTHO XpOHHUeH XenaTuT B unu C, ca n310KeHd Ha MOBUILEH PHCK OT TEKKHU U
MNOTEHIHMAJIHO JIETAIHU HEXKEIaHU YePHOIPOOHH PEeaKLny.

TI'oBopete ¢ Bamus jgexap, ako Bue nim Bamero gere mosayuunrte

- l'agene, moBpbiane, kKopeMHa 00JKa, 3aTPYAHEHO AUIIAHE U TeXKKa MyCKyJHa ciadocT B
Kpakara 1 pbIeTe, Thil KATO TE3W CUMIITOMH MOXe J1a ca MPU3HAK Ha MOBUIICHO KOJMYECTBO HA
MJIEYHA KUCEJHHA.

- Kaxxna, yecTo ypuHUpaHe, 3aMBIIICHO 3peHUE WK 3ary0a Ha TerJio, Thid KaTo TOBa MOXKe Jia ca
IPU3HAIM Ha [TOBUIIEHA 3aXap B KPbBTA.

- lagene, moBpbIinane, kKopeMHa 00JKa, Thil KATO 3HAYUTEITHOTO ITOBUILIABAHE HA
TPUTTUIIEpUIUTE (Ma3HUHHUTE B KPHBTA) CE€ CUUTA 32 PUCKOB (DAKTOP 32 Pa3BHTHUE HA
MaHKpeaTuT (Bh3NaJieHHe Ha 3aJCTOMAIIIHATA XKJIe3a), a U30POCHUTE CUMIITOMH MOXKE J1a Ce
IBJDKAT Ha TOBA ChCTOSIHUE.

- [Ipu Hsxou naumentn ¢ HanpenHana HIV nHpexnus n anamHesa 3a OMOPTIOHUCTHYHH
MH(EKIHH, 0eNe3u U CUMIITOMH Ha BB3MAJICHUE OT NIPEeJUIIHUTE UH(EKIIMH MOXKE Jja Ce MOosBaT
cKopo ciies 3anousane Ha aHTu-HIV neuennero. Cuunta ce, ue T€3U CUMIITOMHU CE IbJIKAT Ha
0J0OpEeHHEeTO Ha UMYHHHS OTTOBOP Ha OpraHU3Ma, J1aBalll Bb3MOXKHOCT Ha OpraHu3Ma Ja ce
0opu ¢ HHPEKIUUTE, KOUTO MOXKE J]a Ce€ MPENICTABAT C HE ChBCEM U3SBEHH CUMIITOMHU.

- Cren xato 3arouHeTe Jia IpueMare JekapcTsa 3a ieueHuero Ha Bamara HIV undexuus, B
JOIIbIIHEHUE KbM OMOPTIOHUCTHYHUTE UH(PEKINH, MOXKE /1a CE MOSABAT U aBTOUMYHHH
HapylleHus (CbCTOSIHUE, KOETO Bb3HUKBA, KOIaTO UMyHHATa CUCTEMa aTaKkyBa 3/{paBUTe ThbKaHU
Ha TSUI0TO). ABTOMMYHHHUTE 3a00JISIBAHUS MOXKE J1a C€ TIPOSIBSIT MHOTO MECEIY CJIe/l Ha4alloTOo
Ha JIeYeHHeTo. AKO 3a0eexuTe HAKaKBH CUMIITOMU Ha MH(EKLUS UK JPYTHd CUMITOMH KaTo
MYCKYITHa C1a00CT, CJIa0OCT 3aroyBaiia B phleTe U KpakaTa, KOATO Ce MPHBIKBA KbM TSIIOTO,
ChbpleONEHE, TPEMOpP HJIH XHIIEPaKTUBHOCT MOJIS yBeioMeTe He3abaBHO Bamms sekap 3a
IpuIaraHe Ha HeoOXOqUMOTO JICUEHHE.

- CKOBaHOCT B CTaBUTe, 00JIKH B cTaBUTe (0COOEHO B Ta300e/IpeHaTa CTaBa, KOJISHOTO U
paMoTO) U 3aTpyIHEHUE B JBIKEHUATA, Thi KaTO HAKOU MAaLUEHTUTE, IPUeMalll Te3U
JIeKapcTBa, MOXKE J1a pa3BUAT 3a00JsIBaHe Ha KaCTHTE, HAPEYEHO OCTEOHEKPO3a (KOCTHATA ThKaH
yMHpa [opajy NpeKbCBaHe Ha IPUTOKA Ha KPbB KbM KocTTa). [IpoabmkuTenHocTTa Ha
KOMOMHHpaHaTa aHTUPETPOBUPYCHA TEPAITUs, MPUIOKEHHUETO HA KOPTUKOCTEPOHIH,
KOHCYyMallMsITa Ha alKOX0JI, TeKKaTa UIMyHOCYnpecHs (HaMaueHa akTUBHOCT HAa UIMYyHHATa
cHUcTeMa), MO-BUCOKHAT HHJICKC Ha TeJIeCHa Maca MOXKeE Jla ca HAKOH OT APYTHTE PUCKOBU
(hakTopH 3a pa3BUTHE Ha TOBA 3a00JIABaHE.

- Bosaku B MmyckyauTe, 00J€3HEHOCT HIIH C1a00CT, 0COOSHO MPH KOMOWHALIUS C Te3H JIEKapCTBa.
B penxu cinydan HaO0JaBaHUTE MYCKYJIHU HAapyIIEHHUs ca OMITH CEPUO3HH.

- CumnTomMH KaTo 3amailiBaHe, IpuMallsiBaHe, ciabocT Wi ycellane 3a a0HOpMEHO chpleOreHe.
JIONMHABUP/PUTOHABUDP MOXKE J]a IPUYMHU IPOMEHU B ChPJICUHUS PUTHM U B €JIeKTpUUECcKaTa
AKTHBHOCT Ha chpIleTo. Te3un mpoMeHn Moke a Obaat otdyeTeHd Ha EKT
(ermexTpokapanorpama).

JApyru nexapcrBa u Jlonunasup/Putonasup Viatris

HNudopmupaiite Bamns nexap uan papmaneBT, ako Bue niau Bamero nete npuemare, Hackopo

cTe MPHeMAJIM WJIH € Bb3MOKHO 12 IpueMeTe APYru JeKapcTBa.

- aHTHOHOTHIM (Hamp. pudadyTHH, pupaMIUIHH, KIAPUTPOMHLIUH);

- MIPOTUBOTYMOPHH JIEKApCTBa (Harp. abeMarmkino, apaTuHUO, aramyTaMu, EPpATHHNO,
eHkopadenu0, uOpyTHHUO, BEHETOKIIAKC, IOBEYETO OT MHXUOUTOPUTE Ha TUPO3UH KHHAa3a KaTo
JacaTWHUO W HUIOTHHUO, CHIO M BUHKPUCTHH ¥ BUHOJIACTHH);
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- AHTHUKOAryJIaHTH (Hamp. faburaTpaH eTeKCHiaT, eoKcabaH, puBapokcadaH, Bopamakcap u
Bapdapt);

- AHTUJCTIPECAHTH (HAIp. TPa30A0H, OYIPOIHOH);

- AHTHETIWJICITUYHY JIeKapcTBa (Harp. kapbaMasenuH, GeHUTONH, (heHo0apOuTall, IaMOTPIKUH U
BaJINpOAar);

- MPOTHBOT'LOWYHH (HATIP. KETOKOHA30J1, UTPAKOHA30JI, BOPUKOHA301);

- JIeKapcTBa Cpelly mojaarpa (Hamp. KoJIxXunuH). Bue He TpsOBa na mpuemate
JlonmnaBup/PutonaBup Viatris ¢ KOJIXUIUH, aKO UMaTe ObOPEYHH W/WITH YEPHOIPOOHH
npobsiemu (BIXKTe ChIo ,, He mpuemaiite Jlonunasup/PuronaBup Viatris” mo-rope);

- MIPOTUBOTYOEPKYJIO3HU JieKapcTBa (OeIaKBUIINH, JeIaMaHI);

- MPOTHBOBUPYCHU JICKAPCTBA W3IOJI3BAHH 32 JICYUCHUE HAa XpOHHYHA HH(EKINS ¢ BUPYCEH
xenarut C (HCV) nipu Bb3pacTaH (Harp. riekanpeBup/muOpeHTacBup u
coocOyBUp/BeNTIATACBUP/BOKCHIIAIIPEBUD);

- JIEeKapCcTBa 3a epeKTHIIHA MUChYHKIMS (Hanp. cruiaeHadun u taganadun);

- (by3unoBa KUcenuHa, H3M0JI3BaHA 32 JICUCHHE HA IBIArOTPailHA HH(PEKIUH Ha KOCTH U CTaBU
(HammpuMep OCTEOMUENNT);

- JIEKapcTBa 3a ChpIe, BKIIOYBAIIIH:

- JUTOKCHH;

- OsoKepH Ha KallueBUTe KaHa (Hanp. erxoaunus, HudeunuH, HUKapAUIIH);

- JIeKapCTBa, M3MOJI3BAHN 32 PETYINpPaHe HA ChPACYHUS PUTHM (HaAmp. Oempumni,
JHMIOKAKH 38 CHCTEMHO MPHJIOKEHHE, XUHHUIHH);

- HIV CCRS5-anTaronucTs (Hamp. MapaBHpOK);

- HIV-1 unrerpazen nHXuOUTOp (HAMp. panTerpaBup);

- JeKapcTBa, M3IIOI3BAHH 3a JICUCHHE HAa HUCHK Opoil Ha TpPOMOOLIUTHTE (HATIPHMED
(hocramatuamO);

- JIEBOTUPOKCHH (M3IIONI3BaH 32 JICUCHHUE Ha IPOOJIEMH C IUTOBUIHATA JKIIE3a);

- JIeKapcTBa, M3MOI3BAHY 3a IIOHIKABaHE Ha XOJIECTepoIia B KPbBTA (HAIP. aTOPBACTATHH,
JIOBACTATHH, PO3yBACTATHH HJIH CHMBACTATHH );

- JIeKapCTBa, M3IIO3BaHM 32 JICUCHHE Ha aCTMa U APYTU CBBP3aHHU C OennTe ApoOoBe IpodieMu
KaTo XpOHUYHA 00CTpyKTHBHA OenoapobHa Oosect (XOBB) (Hanpumep canMerepon);

- JIeKapCTBa, M3IIOI3BaHN 3a JIeUeHHEe Ha OenopoOHa apTepraiHa XUIIEPTOHHS (BHCOKO KPBFBHO
HaysraHe B OenoapoOHaTa aprepusi) ( Hamp. 003€HTaH, pUOLIMTYaT, CHieHadWI, Taganadu);

- JIeKapCTBa, TIOBJIMABAIIN IMyHHATa cUcTeMa (Harp. MUKJIOCIIOPUH, CHPOIUMYC (paraMHUIIH),
TaKpOJINMYC);

- JIEKapCTBa, U3IOJI3BAHU 332 OTKA3BaHE OT TIOTIOHOMYIIIEHE (Harp. OyNpOIHoH);

- 00JIKOYCITOKOSIBAIIIN JIeKapcTBa (Hamp. (heHTaHmI);

- Mop(}HuHOTIOOOHY JIeKapcTBa (HaIp. METa/I0H);

- HEHYKJICO3UIHI HHXHOUTOPH Ha oOpaTHaTa Tpackpunrasa (Hamp. epaBupeHLl, HEBUPAITUH)

- MepOPAIHU KOHTPALICTITHBH WIJIN M3II0JI3BaHE Ha KOHTPALENTUBEH IJIACTHP 32 MPEIOTBPATIBAHE
Ha OpeMeHHOCT (BMKTE TOUYKaTa 1M0-/10J1y o3ariaBeHa “KonTpanentusu™);

- MPOTEa3Hu MHXUOUTOPH (Hamp. Go3aMIpeHaBUup, UHIUHABUP, PUTOHABUD, CAKBUHABU,
TUIIPaHABUD);

- CEJaTUBHU JIEKapcTBa (HAIp. MUIA30J1aM, IPUJIarad 4pe3 HHKECKIU);

- cTepouau (Hamp. OyIe30HU A, IeKCaMeTa30H, (IIyTHKA30H MPOIMMOHAT, ETHHUII €CTPAIUOM,
TPUAMIIMHOJIOH).

IIpouertere cnncbKa ¢ JekapeTBa no-rope B “He npuemaiite Jlonmuasup/PuronaBup Viatris ¢
HUKOE€ OT CJIeJHUTE JieKapcTBa:” 3a HH(POPMAaLIUs OTHOCHO JIEKapCTBaTa, KOUTO HE TPsOBa 1a
npuemMare ¢ JOMUHAaBUP/PUTOHABUD.

Wudopmupaiite Bamms nekap niu dapmanesT, ako Bue wnu Bamero nere npuemare, Hackopo cre

MPUEMAITH WK € Bb3MOKHO Jla IPUEMETE APYTH JIEKapCTBa, BKIIIOYNTEIHO U TAKKBA, OTIIyCKaHU O3
petenra.
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JlekapcTBa 3a epekTuiiHa qucynkuus (aBanadui, BapaeHadui, cuiaeHadpua u tTaaaaadui)

- He B3emaiiTe JonMHABUP/PUTOHABHMP, aKO B MOMEHTA NpUeMaTe aBaHa(uiI Win BapJcHaUIL

- He npuemaiite tonnHaBup/pUTOHABUP ChC CHIIeHA( I, U3MOI3BAH 3a JIeYeHHe Ha OenoapodHa
apTepualiHa XUIEepPTOHUS (BUCOKO KPBBHO HajsiraHe B 6enoapoOHaTa apTepus) (BUXKTE TOUKaTa
“He npuemaiite Jlonunasup/Puronasup Viatris” mo-rope)

- AKo npuemarte eIHOBPEMEHHO cuiieHa( I UK Tajanadul ¢ JONUHABUP/PUTOHABUD, MOXKeE Aa
CT€ U3JI0’KEHH HA PUCK OT HEXKEJIaHU PEaKLUH KaTo MOHWKEHO KPbBHO HAJIATAaHe, IPUIIAIbBK,
IIPOMEHU B 3p€HUETO M epeKLus, Tpaella IoBeyde oT 4 yaca. AKO epeKiusITa NpoIb/DKU 0BeUe
ot 4 vaca, Tp0Ba He3a0aBHO Ja TIOTHPCUTE JIEKApCKa IMOMOIII, 32 Ja IPEeJOTBPaTHTE
HeoOpaTUMH yBpexIaHusa Ha Bamms nosoB wien (meHuc). Bammsar nexap moxe 1a Bu 06scHu
T€3W CUMITOMH.

KonTtpanenTusu

- AKO B MOMEHTA U3M0JI3BaTe NepopaJHU KOHTPALENTUBH MM KOHTPALEIITUBHU IUIACTHUPH 32
npeaoTBpaTsIBaHe Ha OPEeMEHHOCT, TPAOBa Ja U3MOJI3BaTe AOIBIHUTENECH WIH Pa3InyeH METO/
3a KOHTpaLenuus (Hanp. npe3epBaTuB), Thil KaTo JOMMHABUP/PUTOHABUP MOXKE A3 HaMalu
e(eKTHBHOCTTA HA MEPOPATHNUTE KOHTPALEITHBY MM KOHTPAICTITUBHUTE IIACTHPH.

BpeMeHHOCT 1 KbpMeHe

— AKo ruiaHupare Ja UMaTe eTe, ako cTe OpeMeHHa WIIM MUCIIUTE, 4e MOXKe Ja CTe OpeMeHHa, WIIn
KbpMHTE, He3a0aBHO yBeroMeTe Bamus ekap.

— AKo KbpMHUTE WIN CMATaTe Aa KbpMHUTE, Tpsi0Ba 1a 06chaANTe TOBa ¢ Bamus gexap Bb3MOKHO
Hal-CKOpO.

— He ce npenopbuBa KbpMEHE MPH KeHHU, kKouTo ca HIV-monoxxurennu, it karo HIV nndekuusata
MOXe Jia ce mpenajae Ha 6e6eTo upe3 KbpMaTa.

Hlodupane n padora ¢ MaIIMHA

JlonnHaBUP/PUTOHABUD HE € CIIEUATHO IPOYYBaHa 32 Bb3MOXKHUTE i ePeKTH BbPXY CIIOCOOHOCTTA 32
mogupane win padbota ¢ MamuHu. He mocgupaiite u He paboTere ¢ MalllMHU, aKO IOJIyYUTe
HE)KEJIaHU peaKiny (Harp. rajieHe), KOUTO MOBIUABAT CIOCOOHOCTTa BY Na n3pwpiBare Te3u
neiiHocty 6e3omnacHo. BmecTo ToBa, cBBpikeTe ce ¢ Bamus nekap.

Jlonmnnasup/Putonasup Viatris cbabp:xa HaTpHii

ToBa nekapcTBO ChIABPKa MO-MaNko oT 1 mmol HaTpwit (23 mg) Ha TablneTKa, TOECT MOXKeE Ja e KaxKe,

Y€ MPaKTUYCCKU HE ChAbpPiKa HanI/IfI.

3. Kak n1a npuemare Jlonnnasup/PuronaBup Viatris

Baxno e Tabnerkure JlonuHaBup/Puronasup Viatris 1a ce MOrTpIIaT EIH U 13 HE CE JbBYAT,
YyISAT WIK pa3Tpolnasat. [lanueHTuTe, KOUTO UMAT 3aTPyTHEHUS TIPH T'BITAHETO Ha TaOJICTKUTE,
TpsiOBa J]a MPOBEPST 32 HAJTMYUETO HA MO-TIOAXOAIIIHN POPMH.

Bunaru npuemaiite ToBa J1eKapcTBO TOUHO KakTo Bu e kazan BamusT nekap. AKo He cTe CUTYpHH Kak
TpaOBa Jja mpuemare JIeKapcTBOTO, IonuTaiiTe BamuaT nexap uiau papMariesT.

Koaxo Jlonunasup/PutronaBup Viatris TpsioBa 1a ce npuema u kora?
IMpunoxenne npu Bb3pacTHU
- [Ipenoppuntennata no3a 3a Bb3pactHH € 400 mg/100 mg aBa IbTH THEBHO, T.€ HA BCEKU

12 yaca, B komOuHanus ¢ gpyru antu-HIV nekapcrBa. Be3pacTHUTE NAalueHTH, KOUTO peau
TOBA HE ca MPUEMa IpyTd aHTUBHPYCHHU JICKAPCTBA MOXKE /1A IPUEMAT JIOMHHABUP/PUTOHABHP
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W BEJHBXK THEBHO Karo no3a oT 800/200 mg. Bammwsit inexap me Bu mockBeTBa KOJIKO TaOIETKH
TpsiOBa J1a B3emMate. Bp3pacTHHTE MAIEHTH, KOUTO MPEH TOBA Ca PUEMAaH APYTH
AHTHUBUPYCHU JICKapPCTBA MOXE JIa MpreMaT JOMMHABUP/PUTOHABUD BEAHBK JHEBHO KaTo 1032
ot 800/200 mg, ako TeXHUs JeKap MPEIeHH, Ye TOBA € TIOJIXOIAIIIO.

- JlonHaBUpP/pUTOHABUD He TPsiOBa Jla ce TprueMa BeIHBK JTHEBHO C e(aBUPEHII, HEBUPAITUH,
kapOamasenuH, heHoOapOuTan u GEeHUTOUH.

- JlonHaBUpP/pUTOHABHP TAOJIETKH MOXKE JIa Ce B3eMaT ChC WM 0e3 XpaHa.

IIpuioxkenue npu geua

- 3a nena, Bammst nexap e onpeaeny noaxosamara 103a (6pos TabjaeTkn), Bb3 OCHOBA Ha
BUCOYMHATA U TETJIOTO Ha JIETETO.

- JlonmHaBUpP/pUTOHABUP TaOJIETKH MOXKE JIa Ce IPUEMAT ChC MM Oe3 XpaHa.

JlonnHaBup/puToHaBUp ce npemiara u karo 100 mg/25 mg ¢unmupanu TabneTku

Axo Bue uin Bamero gere cTe npuenu nopeye oT Heooxoaumara j103a Jlonunapup/Puronasup
Viatris

- AKO yCTaHOBHUTE, Y€ CTE IPUEITH MOBEeYe JIOMUHABUP/PUTOHABUD OT MPEANUCAHOTO, CBBPIKETE
ce BeJHara ¢ Bamus nexap.
- AKO He MOXKeTe Jia ce cBbpiKeTe ¢ Bamms ekap, otuaere B OOMHUIATA.

Axo Bue uim Bamero gere cre nponycHaym 1a npueMerte Jlonnnasup/PuronaBup Viatris

Ako npuemame JzonuHaeup/pumOHaeup 06a nbmu OHEe6HO

- AKo 3a0eexuTe, 4e CTe IPOITyCHANIM /1032 B paMKUTE Ha 6 yaca 0T 00MYaifHOTO BpeMe 3a
IpueM, B3eMeTe IPOIyCcHATaTa 103a Bb3MOXKHO Half-CKOPO, CJIe]] KOETO MPOIBIKETE C
penoBHATa CH 1032 B HOPMAJIHOTO BpeMe npeanucado Bu ot Bamus nekap.

- Ako 3abernexure, 4e CTe MPOIyCHAIM J103a 6 Yaca Clie/] HOPMaJIHOTO BpEME 3a IPUEM HE
B3eMaliTe MpoIycHarTara /103a. B3emere cienBamara 1o3a KakTo 0OMKHOBeHO. He

B3eMaliTe JIBOMHA J103a, 32 Jla KOMIIGHCUPATE MPOIyCcHATaTa J1034a.

AKo npuemame 10NUHABUD/DUMOHABUD B8EOHBLIC OHEEHO

- AKko 3abenexwure, 9e CTe MPOITyCHAIH /1032 B paMKUTE Ha |2 yaca 0T HOpMaJTHOTO BpeMe
3a mpueM, B3eMeTe NPOoITyCcHaTaTa 103a Bb3MOXKHO Half-CKOPO, CleJl KOETO MPOABIIKETE C
penoBHATa CH 103a B HOPMAJIHOTO BpeMe npeanucado Bu ot Bamms nexap.

- Ako 3a0enexure, 4e CTe MPOIyCHAIM J1o3a 12 yaca ciel HOpMaTHOTO BpeMe 3a IpUeM He
B3eMaliTe MpoImycHarara j03a. B3emere cnenBamara 1o3a Kakto oOMKHOBEHO. He
B3eMaiiTe IBOIHA 71034, 3a a KOMIICHCHpAaTe IpoITycHaTaTa 103a.

Axo Bue uiu Bamero gere cre cnpesn npuema Ha Jlonnnasup/PuronaBup Viatris

- He npexpatsBaiitTe npuema Ha JIONWHABUP/PUTOHABUP UJIM HE IPOMEHANTE THEBHATa CH 032
0e3 mbpBO Ja ce KOHCyATupare ¢ Bamus nekap.

- JlonnHaBup/puTOHABHp TPsIOBA Mja ce B3eMa BCEKH JICH 32 Jla MOATIOMara KOHTpoJa Ha
undexuuata ¢ HIV, 6e3 3HaueHne KOJIKO M0-100pe ce YyBCTBAaTe.

- [IpuemaneTo Ha JTOMMHABUP/PUTOHABUP, KAKTO CE MPENOPBYBA, UMa 32 11T ]a OCUT'YPH Haii-
nobOparta B3MOKHOCT 32 3a0aBsHE Ha Pa3BUTHETO Ha PE3UCTEHTHOCT KbM MPOIYKTA.

- AKo HAKOS He)XXeJlaHa peakiys Bu npeun na mpuemare JONMHABUP/PUTOHABUP TaKa, KaKToO €
IpEeANUCcaHo BeJHara Kaxxere Ha Baius nekap.
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- BuHaru uMmaiite o pbka J0CTaThYHO JIONMHABHP/PUTOHABHP 32 J]a HE ce Hajara Jia s
npekbeBare. Korato mpTyBaTe WiM ce Hajlara Ja ocTaHeTe B OOJIHUIIA yBepeTe ce 4e uMare
JOCTAaTBhYHO J'IOl'[I/IHaBI/Ip/pI/ITOHaBI/Ip J0 MOMCHTA B KOHUTO 1€ UMaTe BB3MOXKHOCT a CHU
Ha0aBUTE HOBO KOJIMYECTBO.

- IIpoxwmkaBaiiTe 1a B3eMaTe TOBA JEKApCTBO ToKaTo Bammus nekap He Bu npenopsya npyro.

AKO UMaTe HIKaKBH JIOMIBIIHUTEITHN BBIIPOCH KaK Jia IpUeMare TOBa JIEKapCcTBO, MonuTalite Bamms
nexap i papManeBT.

4. BB3MOKHU HeKeJIaHU peaknuu

Kakrto Bcuuk jekapcTBa, TOBa JIEKapCTBO MOJKE J1a MPEIU3BUKA HEXEJIaHU Peakiiy, BbIIPEKH 4e He
BCEKU I'M MoiryyaBa. Moke Ja ce OKayke TPYIHO Jla ce pa3rpaHndaT HeXeJaHUTe peaKity,
MIPEIU3BUKAHU OT JIOMWHABUP/PUTOHABHP H T€3H, KOUTO Ca MPUYMHEHH OT APYTH JIEKapCTBa,
IIpUEMaHH 110 ChIIOTO BpeMe Wi OT ycinoxHeHusTa Ha HIV undexuusra.

Ilo BpEME Ha JICYCHUE 3a XHWB Moxe aa HaCThIIU yBEJIM4aBaHC Ha TETJIOTO U Ha CTOMHOCTHTE Ha
JIMIAAUTE U IIFOKO34aTa B KPBBTA. ToBa oTyactu € CBBP3aHO C Bb3CTAHOBABAHCTO HA 3PaBE€TO U
Ha4YrHa Ha )XUBOT, a 10 OTHOIICHWE Ha JIMIIMAWUTE B KPBbBTA IOHAKOTAa € CBbP3aHO U CbC CaMUTE
JICKapCTBa 3a XUB. Bamusr JICKAp 1€ HalpaByu U3CJICABAHUS 3a TE3U IIPOMCHHU.

HN30poennTe M0-10,1y HeKeJIAHU PEaKLIMHU €A ChOOIABAHU OT MALMEHTH, IPUEMAJIH TOBA
JexkapcTBo. TpsOBa na nHpopmupare Bammst gekap He3a0aBHO ITpH NOSBA HA TE3H WM HAKAKBH
ApyTu CUMIITOMH. AKO ChCTOSSHUETO HE Ce HOI[O6pI/I HJIK C€ BJIOIIH, MOTHPCETE JICKAPCKa ITOMOIII.

MHoro yecTH: MOXe Ja 3acersar nmoseue ot 1 Ha 10 gymm
- Japus;

- rajieHe;

- WHQEKIUS Ha TOPHUTE JUXATEIIHU ITbTUIIIA.

Yectu: moxe aa 3acerHar g0 1 Ha 10 gymm

- BB3MAJICHUE Ha MTAHKPeaca;

- HOBpPBIIAHE, YTOJeMeH KopeM; OOJIKM B 10JIHaTa ¥ FOpHAaTa 4acT Ha CTOMalIHaTa 001acT;
ra3oBe, JIOIIO XpaHOCMIIaHe, TOHM)KEH alleTUT, peIyKe OT CToMaxa A0 XpaHOIIPOBOIa, KOMTO
MOXe Jja IPUYMHU 00JIKa,;
- YBenomere Bamus Jekap, ako NOJIy4uTe rajieHe, MOBPBIIaHe WK 00JIKa B KOpeMa, Thid

KaTo T€ MOJXKE J1a ca IIPU3HAIM Ha TAaHKPEaTUT (Bh3IMaJICHNE Ha TaHKpeaca).

- NOJyBaHe WX Bb3MaJeHNE Ha CTOMAaxa, ThHKUTE YepBa U 1e0eI0TO 4epBo.

- MIOBUIICHU CTOWHOCTH Ha XOJIECTEPOJI, MOBUIIEHN CTOMHOCTH HA TPUIIIMLEpUaH (o1 GpopmaTa
Ha Ma3HUHM) B KPBbBTA, BUCOKO KPBbBHO HAJIATAHE;

- HaMaJleHa CIIocOOHOCT Ha OpraHu3Ma J1a yCBOSIBa 3aXapTa, BKJIIOYUTENIHO 3aXapeH AualerT,
3ary0a Ha TerJo;

- HHUCBHK Opoii Ha YepBEHUTE KPBbBHU KIIETKH, HUCHK Opoii Ha OenuTe KpbBHH KIETKH, KOUTO Ce
00pAT ¢ HHPEKIHUHUTE;

- 00pHUB, €K3eMa, HaTpyIBaHe Ha JIIOCIHM OT Ma3Ha KOXKa;

- 3amMaiiBaHe, 0€3MOKOHCTBO, MPOOIEMH ChC 3aCITUBAHETO;

- ycellaHe 3a yMopa, 3ary0a Ha Cujia U eHeprHs, TIaBo00Ine BKIIOYUTEIHO MUTPEHA;

- XEMOPOHIY;

- Bb3IAJICHUE HA YEPHUS APOO, BKIIOUUTEIHO TOBUILEHU CTOMHOCTH Ha YEPHOAPOOHUTE EH3UMU;

- JIEPTUYHH PEaKLUH, BKIIOYUTETHO YPTUKAPUS U Bh3NAJIEHHE B YCTATa;

- WH(EKIHs Ha JOTHUTE IUXATETHU TbTHILA,;

- yroJieMsiBaHE Ha JINM(QHHUTE BH3IIH;

- HUMIIOTEHTHOCT, HEOOUYalHO TEKKO WIH NPOIBIDKUTETHO MEHCTYPAIHO TeUEHUE WK
NpeyCTaHOBSIBAaHE HA MEHCTPYaIHATA;
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MYCKYJTHH HapyIIeHHs KaTo crnabocT U cra3mH, 00JKa B CTaBUTE, MyCKYJIUTE U I'bp0a;
YBpEXJaHHUA Ha HEpBUTE Ha nepudepHaTa HEpBHA CUCTEMA;

HOIIHO M3MOTSABaHE, ChbpOeK, NOSABABA HA NOAYTHHH 110 KOXaTa, HH(EKIHUI Ha KoXKaTa,
Bb3AJICHUE HAa IOPUTE HA KOXKaTa MIIM KOChbMYeTaTa, CbOMpaHe Ha TEUHOCT B KJICTKUTE UIIH
THKaHHUTE.

Heuectu: Mmoxe na 3acersar o 1 va 100 qymu

SIPKU CHHHIIA;

3ary0a WiId MpoMsiHa Ha BKYCa;

Kocomnaz;

OTKJIOHEHHUS B enekTpokapaunorpama (EKI'), HapeueH aTpuoBEeHTHKYIapeH OJIOK;

IUTaKa, OTJIaramia ce B apTepuuTe, KOSITO MOXKe JIa JIOBe/Ie 10 KOPOHAPSH HHITMICHT H YIap;
Bb3IaJICHUE Ha KPbBOHOCHUTE ChA0OBE U KalUJLIpH;

Bb3NAJICHHE Ha KIIBUKATa;

HEKOHTPOIHUPYEMO TPEIEepeHe Ha TSUIOTO;

3aIeK;

Bb3IaJICHUE Ha AbJI0OKUTE BEHU CBBP3aHO ¢ 00pa3yBaHETO Ha ChCUPELY;

CyXOTa B ycTara;

HEBB3MOXKHOCT Ja C€ KOHTPOJINPAT YepBaTa;

BB3MAJIICHHUE Ha ITBPBUST 5T HA THHKHUTE YePBa, HEIOCPEIICTBEHO CIIET CTOMAaxa, paHa WIIH S3Ba
B XPaHOCMUJIATENTHUS TPAKT, KbPBEHE OT UepBaTa TPAKT MU PEKTyMa;

YepBEHH KPHBHU KIIETKH B ypUHATA,;

HOXBJITSIBAHE Ha KOXKaTa WX Os1aTa 9acT Ha 09nTe (SKBITCHHIA);

oTJaraHe Ha Ma3HUHU B YepHUs Opo0, yroiemMsBaHe Ha YepHUS Apo0;

nurca Ha GyHKIMOHUpAHE Ha TECTUCHUTE;

BHE3AaITHA, ObP3a, CHIIHO U3pa3eHa I0siBa Ha CHMIITOMH, CBBP3aHH C HEAKTUBHH HH(EKIINH BHB
Bamus opranu3bM (MMYHHO peakTUBHpaHe);

TIOBHUIIICH aIleTHT;

HEOOHYaiHO BUCOKH CTOMHOCTH Ha OMIMPYOHH (MMTMEHT MOJTyYaBalll Ce IPH Pa3pylIaBaHETO
Ha YepBEHUTE KPbBHU KJIETKH) B KPBBTA;

HOHIKEHO CEKCYaITHO JKEJIaHHE,;

Bh3NaJICHUE Ha OBOpEINTE;

KOCTHa CMBPT, IPUUMHEHA OT c1ab0TO KpbBOCHA0AIBaHE HAa CHOTBETHATA 00JIaCT;

paHM B ycTaTa WM A3BH, Bb3IAJCHUE HA CTOMaxa U YyepBaTa;

O0bOpeyHa HEeJJOCTAThYHOCT;

paspyIiaBaHe Ha MyCKyJHHTE BIaKHa, B PE3yJITAT Ha KOETO c€ 0CBOOOXK[aBa ChABPKAIIUAT CE B
MYCKYJIHUTE BJIaKHA MUOIJIOOUH B KPBbBHUSA IIOTOK

IIyM B €HO WX B JIBETE yIIU, HAmoA00sBall )Ky>KeHe, 3BbHEHE MU CBUCTEHE;

TpeMop;

HapyIleHUs B 3aTBapsHETO Ha €/1Ha OT KJIanuTe (AsCHA aTPUOBEHTHUKYJIapHa KJamna)

BepTUTO (yCellaHe 3a CBETOBBPTEK);

IpoOJIeMHU ¢ OYHTE, HAPYIICHO 3pPEHHE;

yBEIM9IaBaHEe Ha TETJIOTO.

Peaxu: moxe na 3acersar g0 1 va 1 000 gymu

— TCEXKHU UM )KMBOTO3aCTpallaBalllyi KOXHHU O6pI/IBI/I H MEXypHu (CI/IHI[pOM Ha CTUBBHC-

JI>KOHCBHH U epuTemMa MyJITUGOpPME).

C HeHM3BECTHA 4eCTOTA: OT HAJTUIHUTE JaHHU HEC MOJXKE J1a 6’I>ZIC HalpaBE€Ha OLICHKAa Ha YeCToTaTa

KaMbHU B ObOpenure.

AKXO HSKOS OT HEXKCJIIAaHUTE pCaKu CTaHE CEPUO3HA, NI 3a0eIexuTe APYTH, HEOIMIMCAaHU B Ta3u
JIMCTOBKA HEXKEJIAaHU PCAaKIINU, MOJIS YBEIOMETE Bamus JICKap Win (bapMaueBT.
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Chol0maBaHe HA HeXKeJIAHHU PeaKInu

Axo MOJIYYHUTC HAKAKBH HCXKCIJIAHU JICKAPCTBCHU PCAKIIMH, YBEAOMCETE Bamus JICKAp HUJiIn Q)apMaueBT.
ToBa BKJII0YBa BCUUKH BH3MOKHHM HEOIMMCAHU B Ta3W JINCTOBKA HEXXEIAHU peakouun. MosxeTe chliio 1a
C”b6H.lI/ITC HEXCJIaHU pCaKIIMU JUPEKTHO YPE3 HAllMOHAJIHATa CUCTEMA 3a C’LO6H.IaBaHe, IIOCOYCHA B
H[)I/IJ'IO)KGHI/IC V. Karo C’BOGH_IaBaTe HEXCJIaHU PCAKIINU, MOXKETE Ja AaJCTC CBOS IIPHUHOC 3a
noJry4yaBaHC Ha MMOBEYC HH(i)OpMaHI/ISI OTHOCHO 0€30I1aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na coxpansBare Jlonunasup/PuronaBup Viatris
[la ce cbxpaHsBa Ha MSCTO, HEJOCTBITHO 32 Jela.

To3u nexapcTBeH NPOAYKT HE N3UCKBA CIICHUAIHN YCIOBHS HA ChbXpaHEHHE.

He m3mon3paiiTe ToBa JIEKapcTBO CJIE CPOKA Ha TOMHOCT, OTOENSA3aH BPXY KapTOHEHATa ONaKOBKa
cien ,,l'omeH 0. CpoKbT Ha TOMHOCT OTTOBAPS Ha MOCACIHIS ICH OT ITOCOYESHHUS MECell.

3a mIacTMacoBUTE OTIAKOBKH 3a Ta0yeTku: Cie/l MbPBOTO OTBAPSHE JIa CE U3IOJI3BAT B PAMKUTE Ha
120 nHH.

He HSXB’LpJ’IHfITC JICKapCTBaTa B KaHAJIM3alusTa UJin B KOHTeﬁHepa 3a JOMalllHU OTHaabIlu.
Ilonuraiite Bamms (bapMaueBT KaK J1a U3XBBPJIITE JICKAPCTBATA, KOUTO BCUC HE U3IOJI3BATEC. Te3n
MECPKH 1€ CIIOMOTHAT 3a OIIa3BaH€ Ha OKOJIHATa Ccpeaa.

6. CbabpikaHne HA ONIAKOBKATA U JONBJIHUTEIHA HH(OPMaLUs
Kakso cbabp:xa Jlonunasup/Putonasup Viatris

- AXTHBHUTE BEIIECTBA Ca JIOMMHABHP U PUTOHABHP

- Jpyrurte cbCcTaBKH ca COpOUTAHOB JIaypaT, CHIMINEB TUOKCUI, KOJOUICH O€3BO/IEH,
KOTIOBH/IOH, HATpHUEB Jaypuicyndar, xurpomenosa, TutanoB nuokcun (E171), makporon,
XHUIPOKCHIIPOTIMIIIIETYII03a, TaJK, mosucopoar §0.

Kak n3rnexaa Jlonunasup/Putonasup Viatris 1 KakBo cbAbpika 0IIaKOBKATA

JlonmnaBup/Puronasup Viatris 200 mg/50 mg ¢punmupanu TabneTku ca 6eu, OBaIHA
JBOWHOM3IIBKHAIH (PUIMUpPaHU TabJIETKU ChC CKOCEHH PBOOBE, C BIUTHOHATO peneHO 03HAYCHHE
“MLR3“ or ennHata crpana Ha Ta0ieTKara u riajJika oT Jpyrara crpaHa.

Hanwunu ca B 6mucrepu, rpynosu onakoBku ot 120, 120 x 1 (4 kapronenn kytuu 1o 30 wmm 30 x 1)
nmm 360 (12 xapTorenu Kytun 1o 30) pumMupaH TaGJICTKH U B TUIACTMACOBH OYTHIKH (CHIBPIKaIIH
CYLIHTEI, KOWTO He TpsiOBa 11a ce morabuia) oT 120 ¢puiamupanu TabaeTku U rpynoBa OMakoBKa
ceabpikamma 360 (3 6ytunku o 120) punmupanu TablIeTKH.

He BcuykH BHIOBE ONMAKOBKH MOXe Jia ObJaT MyCHATH B Mpoaaxoa.
IIpuTeskaTesn Ha pa3pelieHHETO 3a ynoTpeda

Viatris Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN
Wpnannug
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IIpousBoauTe.

Mylan Hungary Kft

H-2900 Komarom, Mylan utca 1

VYHrapus

3a gonpaHUTENHA HHGOPMALUSI OTHOCHO TOBA JIEKAPCTBO, MOJIsl, CBBPIKETE CE C JIOKATHUS
MPeJCTaBUTEN Ha MPUTEKATEIS Ha Pa3pelIeHHeTo 3a ynorpeoda:

Belgi¢/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Bwarapus
Maiiman EOO/J]
Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: +420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: +372 6363 052

E)\\Gda.
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia
Viatris Pharmaceuticals, S.L.
Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 437257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600
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Lietuva
Viatris UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: +32 02 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 14652100

Malta
V.J. Salomone Pharma Ltd
Tel: +356 21 22 01 74

Nederland
Mylan BV
Tel: + 31 (0)20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33 00

Osterreich
Arcana Arzneimittel GmbH
Tel: +43 1 416 2418

Polska
Viatris Helathcare Sp. Z o.o.
Tel.: +48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Roméinia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 123 63 180



Island Slovenska republika

Icepharma hf. Viatris Slovakia s.r.0.
Simi: +354 540 8000 Tel: +421 2 32 199 100
Italia Suomi/Finland

Viatris Italia S.r.1. Viatris Oy

Tel: ++ 39 (0) 2 612 46921 Puh/Tel: +358 20 720 9555
Kvnpog Sverige

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: +46 (0)8 630 19 00
Latvija

Viatris SIA
Tel: 4371 676 055 80

I[aTa Ha MOCJICAHO NMpepasrjexxjane Ha JUCTOBKAaTa

[onpobHa nHpopMaLus 3a TOBA JIEKapCTBO € MpelocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus
T10 JIeKapcTBara: http://www.ema.europa.eu.
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JlucroBka: mHGopManus 3a NaUEHTa

JlonunaBup/PuronaBup Viatris 100 mg/25 mg ¢punmupanu tadjaeTku
nonuHaBup/putoHaBup (lopinavir/ritonavir)

IIpoueTeTe BHMMATEIHO IAJIATA JUCTOBKA, MPEAH /12 3all0YHETe J1a IpHeMaTe TOBA JIEKAPCTBO,

Thil KaTO TS ChAbPiKa Ba:kHa 32 Bac nam Bamerto gere ungopmanus.

- 3ama3ere Ta3u JUCTOBKA. MOKe Ja ce HaJOXKH Ja s IPOYEeTeTe OTHOBO.

- AKO MMaTe HSIKaKBU JIOIBJIHUTEIHN BBIIPOCH, IONTUTalTe Barms ekap wim gpapmaresT.

- ToBa JiekapcTBO € IpeanucaHo JJMUHO Ha Bac win Bamero nere. He ro npeoTcTsnBaiiTe Ha
JIpyru xopa. To MOXe /1a UM HaBpeaH, HE3aBUCUMO Y€ MTPU3HAIMTE Ha TIXHOTO 3a00IIsBaHe ca
CchIIUTE KaTo Bammre.

- AKO TIONTyYUTe HIKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKIINH, yBeroMere Barst nexap niu
Q)apMaueBT. ToBa BKJIIOUBa ¥ BCUYKU BB3MOKHHU HEKEJIAaHU peaKum/I, HCOIIMCAaHU B Ta3U
JIHCTOBKA. Bukre Touka 4.

Kakso CbABbPiKa Ta3u JIUCTOBKA

1. Kakso npencrasnsBa Jlonunasup/PutonaBup Viatris 1 3a KakBO ce U3IOJI3Ba
2. Kaxso Tpsi6Ba na 3Haere, npeau Bue mmm Bamreto nere na npuemere Jlonmnasup/Putonasup
Viatris

3 Kax nma mpuemate Jlonmmnasup/Puronasup Viatris

4 Bb3MoXKHM HeXellaHU peakuu

5. Kak na cexpansBare Jlonunasup/PuronaBup Viatris

6 CpabpxaHue Ha ONTAKOBKATa W JOIBIHHUTEIHA HHPOPMAITUS

1. Kakso npeacrasassa Jlonunasup/Putonasup Viatris u 3a kakBo ce H310J13Ba

- Bammsar nexap Bu e npeanucan ionuHaBUp/pUTOHABHP, 3a Ja MOAIOMOTHE KOHTPOJIA Ha
WHQEKIHATA ¢ YOBemKus uMyHonepunuter Bupyc (HIV). JlonnaaBup/putoHaBup npaBu TOBA,
KaTo 3a0aBs Pa3MPOCTPAHEHUETO HA HH(EKIHsITa B Opranu3Ma Bu.

- JlonnuaBup/Putonasup Viatris He Moxke J1a n3nekysa nHpexknusaTa ¢ HIV wm CIIMH.

- JlonuHaBUpP/pUTOHABUD C€ IIpUiIara Ipu Aela Ha Bb3pacT 2 FOAUHYU WM O-TOJIEMHU, IOHOIIN U
BB3pacTHH, HHpekTHpanu ¢ HIV, BupychT KoHTO Npean3BUKBa CHHAPOM Ha IIpUI00OHUTaTA
umynHa HenoctarbuHocT (CITNH).

- JlonnaaBup/PutonaBup Viatris CbIbpika aKTUBHUTE BEIIECTBA JIOMMHABUP M PUTOHABUD.
JlonHaBUP/PUTOHABUD € AaHTHPETPOBUPYCHO JIEKAPCTBO. TO MPUHAICKH KbM Irpyma
JIeKapCcTBa HApEUEHH MPOTea3HU HHXUOUTOPH.

- JlonuaaBup/PutoHaBUp ce mpeAnrcBa B KOMOWHAINS C IPYTH aHTHBUPYCHHM JieKapcTBa. Bamust
nekap we obchbau ¢ Bac u onpenenu kou JiekapcTBa ca Hal-noaxoasuy 3a Bac

2. Kakgo TpsoBa 1a 3Haete, npenu Bue niu Bamero nere n1a npuemere
Jlonunasup/Puronasup Viatris

He npuemaiite Jlonunasup/Puronasup Viatris axo:

- CT€ aJIePTUYHH KbM JIONTMHABUD, PUTOHABHUP WM HAKOS OT OCTaHAINTE ChCTaBKH Ha TOBA
JeKapcTBO (U30pOEHU B TOUKa 6).

- UMaTe TeKKH YePHOJPOOHH IPOOIEeMH.

He npuemaiite Jlonunasup/PuronaBup Viatris ¢ HuKoe 0oT cJieJHUTE JIEeKAPCTBA:

- aCTCMHU30JI UJIN Tep(beHaHI/IH (‘ICCTO H3II0JI3BAHU 3a JICHCHUE HA CUMIITOMUTE HaA aJICPTUU — TE3U
JIeKapcTBa MOXe Jla ce B3eMaT 0e3 pelienTa);

- MH1a30J1aM, IPUEMaH IepopaHo (IpUeMaH Npe3 ycTara), Tpua3oiaM (U3M0I3BaHu 3a
HaMaJIIBaHC Ha TPEBOXHOCT /M IIpyu CMYIICHUA Ha C’bHSI);
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- NUMO3H (M3II0JI3BAH 3a JICUEeHNEe Ha IMHU30(PeHHs);

- KBETHANUH (M3I0JI3BaH 3a JIeYeHUE Ha MU30(peHns, OUMONAPHO pa3CTPONUCTBO U IOISIMO
JETIPECUBHO PAa3CTPOICTBO);

- Jypa3uJoH (M3I10J13Ba Ce 3a JIeYEHHE Ha JIepecs);

- paHosa3uH (M3M0J3Ba ce 3a JIeueHHe Ha XpOHUYHA 00JIKa B I'bpAUTE (CTEHOKapIus));

- U3anpu (M3Mo3BaH 3a 00JeKyaBaHe Ha HAKOM CTOMAIIHU MPoOIeMu);

- eproTaMuH, TUXUAPOEPrOTAMUH, EPrOHOBHH, METHIICPTOHOBUH (M3MOJI3BAHH 32 JICYCHUE Ha
riaBo0oIHe);

- aMHO/IapOH, APOHEAAPOH (M3MO0I3BaH 3a JICUCHUE NP HAPYLICHUS Ha ChPJICYHUS PUTHM);

- JIOBACTATHH, CHMBACTATUH (M3M0JI3BAaHH 32 HAMAJISIBaHE Ha XOJIETepOJia B KPbBTA);

- JoMHUTanu (M3M0JI3BaH 3a HaMaJliBaHe Ha X0JIeTepoJia B KPbBTA);

- any303uH (M3MI0J3BaH 3a JICYSHUE Ha CUMIITOMH Ha YBEIWYEHA MPOCTaTa MPH MbKe
(moGpokauecTBeHa xunepIuiasus Ha npoctarata) (JIXI1)

- (y3unoBa KucenuHa (M3M0JI3BaHa 3a JEUEHHUE Ha KOKHU MH(PEKIUU, IPUYMHEHH OT OaKTepun
Staphylococus TakuBa KaTo UMIETUTO U HH(peKkTUpaH nepMaTut. Py3ua0Ba KUCEIHHA 32
JieYyeHHe Ha ABITOTPaifHU MH(PEKLIHUU Ha KOCTH U CTaBU MOXKE J1a CE IIPUIIOXKHU IO/ JIEKapCKO
HaOronenue (Bwxre Touka pyru nekapcrea u Jlonunasup/Putonasup Viatris);

- KOJIXMLIMH (M3I0JI3BaH 3a JIeYeHHe Ha rojarpa) ako Bue numare npobiiemu ¢ 6b0pennte n/mim
yepHUs 1po0 (BmwkTe Touka [Apyru gekapcrBa u Jlonunasup/PutonaBup Viatris);

- ebacBUp/rpa3onpeBHp (M3MON3BaHK 3a JiedeHue Ha xpoHudyeH Xematut C [HCV]);

- OMOUTACBUP/TIAPUTAIIPEBUP/PUTOHABUD ChC MK Oe3 1a3a0yBup (M3MOI3BaHU 32 JICUCHHE Ha
xponuueH Xernarut C [HCV]);

- HepaTUHUO (M3I10JI3BaH 3a JIeUeHHEe Ha paKk Ha I'bpAaTa);

- aBaHa¢w win BapaeHadui1 (M3M0JI3BaH 3a JIeUeHHE Ha EpEeKTUITHA TUCPYHKIINSA);

- cungeHadu (M3M0I3BaH 3a JeueHne Ha 0e1oapoOHa apTepraiHa XUIIEPTOHUS ) (BUCOKO KPBBHO
HaysraHe B OenoapoOHaTa aprepus). CunieHadun U3M0NI3BaH 3a JIeYeHNE Ha EPeKTHITHA
mucyHKIMA MoXxe Ja ObJie MpUeMaH Mo JeKapcKo HalmoaeHne (BUxKTe Touka JApyru
JekapcrBa u JlonunaBup/PuronaBup Viatris)

- OMIIKOBY MPOIYKTH, ChABPIKAIIM XKBIT KaHTapuoH (Hypericum perforatum).

IIpoueTtere cnMcbKa ¢ JieKapcTBa M0-10J1y B “/Ipyru jekapcrsa u JlonunaBup/PuronaBup
Viatris ” 3a uaopmanus 0OTHOCHO HAKOHU IPYTH JIEKapCTBa, KOUTO W3UCKBAT CIELIMAIIHO BHUMAaHHUE.

AKO B MOMEHTa B3UMaTe HJIKOU OT Te3H JIEKapCTBa, MoUCKaiTe oT Bamms nexap a HanpaBu
HEOOXOIMMHTE MMPOMEHH WITM B JICUCHHETO Ha Apyroto(ute) Bu 3abonsBane(us) win B
aHTUPETPOBUPYCHOTO Bu neuenue.

IMpexynpe:xkaenust 4 Npeana3sHu MePKH

I'oBopete ¢ Bammst stexap mmu apmarieBT, npean xa npuemere Jlonnuasup/Puronasup Viatris.

Baskna nungopmanus

- Xoparta, IeKyBalllH Ce C JIONMWHABUP/PUTOHABHP MOXKE JIa pa3BUBAT HHPESKIMH WU IPYTH
3abonsBanus, cBbp3anu ¢ HIV 3abonsBanero u CITMH. ITopaau ToBa, BaxxkHo € Bue na
oCTaHeTe o] HaOJIoJIeHneTo Ha Bamms nexap, ToKaTto nmpuemMare JIOIMHABHP/PUTOHABHD.

YBenomere Bamus jgexap, ako Bue nim Bamero gere umare/cte umanu

- Xemoduaus tun A u B, Thii KaTo TONTMHABUP/PUTOHABUP MOXKE JIe YBEJIMYH PUCKA OT KbPBEHE.

- Jmuaber, Thil KaTO ce chOOIIaBa 3a MOBUIIIEHU CTOMHOCTH Ha KPhBHATA 3aXap NPH MAIMEHTH,
NpUeMalIy JOMHABUDP/PUTOHABUP.

- AHaMHe3a 32 4epHOAPOOHHU NMPO0GJIeMH, Thil KaTo MalMeHTHTE C YePHOAPOOHO 3a00IIsBaHe,

BKJIFOYUTEIIHO XPOHHUYCH XEIIaTUT B nim C, Ca M3JIOKCHHU HAa MOBUIICH PUCK OT TCKKH U
MNOTCHIMATHO JICTAJITHU HCXKCIIaHU ‘IepHO,I[pO6HI/I peaKknu.
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I'oBopere ¢ Bamus Jjekap, ako Bue nim Bamero gere mosay4ure

lanene, moBpshIiane, kKopeMHa 00JIKa, 3aTPYAHECHO JIUIIIAHE U TEXKKA MYCKYJIHA C1a00CT B
KpakaTa M pbIeTe, Thil KaTo Te3W CUMIITOMH MOJKE /1a ca MPU3HAK Ha IIOBUIICHO KOJIMYECTBO Ha
MJIeYHA KHCETMHA.

JKaxna, yecTo ypuHUpaHe, 3aMBIIICHO 3peHUE WK 3ary0a Ha TerJio, Thid KaTo TOBa MOXKeE Jia ca
MpU3HAIM HA TTOBUIIICHA 3aXap B KPBBTA.

["anene, moBpbIIane, KOpeMHa 00JKa, T KaTO 3HAYUTETHOTO ITOBUIIABAHE HA
TpUIHLEpUANTe (MA3HUHUTE B KPBBTA) CE CUMTA 32 PUCKOB (aKTOp 32 pa3BUTHE HA
MaHKpeaTuT (Bb3MaJIeHNE Ha 33CTOMAIIHATA JKJe3a), a N30pOEHUTE CHMIITOMH MOKE J1a ce
JIBKAT HA TOBA CHCTOSHHE.

[Tpu Hsxom manmeHTH ¢ HanpenHana HIV nHdekms n anaMHe3a 3a OTIOPTIOHUCTUYHH
nH(eKInY, 0ene3n U CUMITOMH Ha Bh3IAJICHUE OT MPEUIIHUTE HHDEKIIMU MOKE /1a CE MOsSBaT
CKopo criex 3anmouBane Ha anTu-HIV neuennero. Cumnta ce, 4e Te3 CUMIITOMH CE€ IBbJDKAT Ha
1oI00pEHNeTo Ha UMYHHUS OTTOBOP HA OPraHu3Ma, JIaBalll Bb3MOXXHOCT Ha OpraHn3Ma Jia ce
060opH ¢ HHPEKITUUTE, KOUTO MOXKE J1a CE MPEJICTABSIT C HE ChBCEM U3SIBEHU CHMIITOMH.

Crnen karo 3amovyHeTe a MpreMare JiekapcTsa 3a jJeueHuero Ha Bamara HIV undexrus, B
JIOITBITHEHHE KBbM OMOPTIOHUCTHYHHUTE HHPEKINH, MOXKE JIa CE TIOSBAT U aBTOUMYHHH
HapylIeHus (ChbCTOSHUE, KOETO Bb3HUKBA, KOTaTO KIMyHHATa CUCTEMa aTaKyBa 3/IpaBUTE ThKaHU
Ha TSUTI0TO). ABTOMMYHHHTE 3a00JISIBAHUS MOXKE J]a C€ TIPOSBAT MHOT'O MECEIIH CJIE]] HA4aIo0TO
Ha JICYCHUETO. AKO 3a0€JIeKUTE HIKAKBU CUMIITOMU Ha WH(EKIUS WK APYTH CUMIITOMH KaTo
MYCKyJHa c1abocT, ciadoCT 3aroyBaiia B phleTe U KpakaTa, KOsTO ¢e PUABMKBA KbM TSIIOTO,
ChpleOreHe, TPEMOp HIIN XUTIEPaKTUBHOCT MOJIS yBeToMeTe HezabaBHO Bammst nexap 3a
npujiaraHe Ha HeoOXOAMMOTO JeUeHHE.

CKOBaHOCT B CTaBUTE, 00JKH B cTaBUTe (0COOCHO B Ta300e/IpeHaTa CTaBa, KOJSIHOTO H
pamMoTO) 1 3aTpyAHEHUE B IBIKEHUSITA, ThI KATO HAKOW MAIlMEHTUTE, IPUEMAIIH TE3N
JIeKapcTBa, MOXE JIa Pa3BHSIT 3a00JsIBaHE HA KACTUTE, HAPEUEHO OCTEOHEKPO3a (KOCTHATA ThKaH
yMHUpa Nopajiv IpPeKbCBaHe Ha MPUTOKA Ha KPBB KbM KOCTTa). [IpoabmkuTenHoCTTa Ha
KOMOWHHpaHaTa aHTUPETPOBUPYCHA TEPaIus, MPHIOKEHUETO HA KOPTUKOCTEPOUIH,
KOHCYMaI[UsiTa Ha aJIKOXO0JI, TeKKaTa UMyHOCYIIpecus (HamalieHa aKTUBHOCT HA UMYHHaTa
CHCTEMa), TO-BUCOKUAT MHIEKC Ha TEJIECHAa Maca MOXKe J]a ca HIKOH OT JIPYTHTE PUCKOBU
(haxTopH 3a pa3BUTHE Ha TOBA 3a00JIIBaHE.

BoJxn B MyckyJanuTe, 00JIE3HEHOCT WIIH CJ1a00CT, 0COOEHO NP KOMOMHAIINS C T€3H JIEKapCTBa.
B penku cnyuyan HaOJI0JaBaHUTE MYCKYJTHU HAPYIICHHS Ca OUIM CEPUO3HHU.

CuMIiToMH KaTo 3aMaiiBaHe, IpUMalsiBaHe, CIa00CT WK ycellaHe 3a aDHOPMEHO ChplieOneHe.
JIOTIMHABUP/PUTOHABUP MOXKE J]a IPUUNHU IIPOMEHHU B ChPACYHUS PUTHM U B CIIEKTPHUECKATA
AKTHBHOCT Ha chpIeTo. Te3un mpoMeHn Moxe a Obaat oTdyeTend Ha EKT
(enmexTpokapanOrpama).

Jpyru jgexapcrea u Jlonunapup/PuronaBup Viatris

HNudopmupaiite Bammus jiekap nim ¢papmauneBT, ako Bue niau Bamero gere npuemare, HaCKOpo
cTe MPHeMAJIM WJIH € Bb3MOKHO J1a IpueMeTe APYru JeKapcTBa.

aTHOHOTHIMM (Hanp. pudadyTHH, prudaMINIMH, KIAPUTPOMHUIINH);

MPOTUBOTYMOPHH JieKapcTBa (Harp. abemManukino, ahaTuHuO, armamyTaMul, HepuTUHIO,
eHkopadeHud, OpyTHHNO, BEHETOKIIAKC, TOBEYETO OT MHXUOUTOPUTE HA TUPO3UH KUHA3a KATO
JacaTUHUO U HUJIOTUHUO, CHII0 M BUHKPUCTHH U BUHOJIACTHH);

AHTUKOAryJIaHTH (Hamp. JaduraTpaH eTeKcuiar, eqokcadaH, puBapokcadbaH, Bopanakcap u
Baphapu);

aHTHJICTIPECAHTH (HATp. TPa30A0H, OyNPOIHOH);

AHTHUENMJICTITUYHY JIeKapcTBa (Harp. kapOaMasenuH, GeHuTonH, heHoOapOuTa, JaMOTPIKUH U
BaJIIIPOAT);

MPOTUBOI'EOMYHH (HAIp. KETOKOHA30J, HTPAKOHA30JI, BOPUKOHA30);
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JIeKapCcTBa cpelry mojaarpa (Harmp. KonxuiH). Bue He TpsOBa 1a npuemare JlonmuHaBup/

Puronasup Viatris ¢ KOJIXUIMH, aKO UMaTe OLOPEYHH W/WIIH YEPHOPOOHH MTPOOIIEMU (BHIKTE

cb10 ,,JJonuHaBup/PutonaBup Viatris” no-rope);

MPOTUBOTYOEPKYJJIO3HH JieKapcTBa (OeqaKBUIIHH, JeTaMaHuN);

NPOTHBOBHUPYCHH JIEKapCTBa U3MOJI3BAHMU 32 JIeUeHHE Ha XPOHUYHA UH(DEKIHS ¢ BUPYCEH

xenarut C (HCV) nipu Bp3pacTar (Hamp.raexanpeBup/muOpeHTacBup u

codocOyBuUp/BeNaTaCBUP/BOKCUIIANIPEBUD);

JIeKapCTBa 3a epeKTHIHA AUCHYHKIHUS (Hamp. criaeHadwt u tagaiadun);

(y3unoBa KuCenMHa, U3M0JI3BaHAa 3a JIeYeHHE Ha ABITOTPaliHU WH(EKIIMN Ha KOCTH U CTaBU

(HammpuMep OCTEOMHEIHT);

JIeKapCTBa 3a ChpLIE, BKIIIOYBALIIH:

- JUTOKCHH;

- O5oKepH Ha KalllueBUTe KaHaU (Hanp. erxoaunus, HudeaunuH, HUKapAUIIH);

- JIeKapCTBa, U3MOJI3BAHN 32 PETYINpPaHe HA ChPJACYHUS PUTHM (HATp. Oempuani,
JMJIOKAWH 32 CUCTEMHO NPUIOKEHHUE, XUHUIVH);

HIV CCRS5-anraronucTa (Hamp. MapaBHpOK);

HIV-1 unrerpa3ses uHXuOUTOp (HaIp. panTerpaBup);

JIeKapCTBa, U3II0JI3BAHU 3a JICUCHUE Ha HUCHK Opoii Ha TpoMOOLUTHTE (HarpuMep

(hocramaTuHuO);

JIEBOTHUPOKCHH (M3MOJI3BAH 3a JIUCHIE Ha IPOOJIEMH ¢ IIUTOBHAHATA JKIIE3a);

JIeKapCcTBa, U3II0JI3BAHU 3a IOHWKAaBaHE Ha XOJiecTeposia B KPbBTa (HAMp. aTOPBAcTaTHH,

JIOBACTATHH, PO3yBAaCTATUH WM CUMBACTAaTHH );

JIeKapCcTBa, U3II0JI3BAHU 3a JIEUCHHE Ha acTMa U APYTH CBBbP3aHU ¢ Oenaute 1podoBe npodiaeMu

KaTo XpOHUYHA 00CTpyKTHBHA OenoapoOHa Oonect (XOBB) (Hanpumep canMerepon);

JIeKapcTBa, M3IIOI3BAHH 32 JIeUeHHE Ha OenopoOHa apTepHaIHa XUIIEPTOHHS (BHCOKO KPEBHO

HaysTaHe B OenospoOHaTa aprepusi) (Hamnp. 003eHTaH, pHoIUryar, cuiaeHadu, Taganadun);

JIeKapCTBa, MIOBIUABAIIN HMyHHATa CUCTEMa (Harp. HUKIOCIIOPUH, CHPOINMYC (parmaMHUIIiH),

TaKpOJINUMYC);

JIeKapCTBa, U3IIOJI3BAHU 32 OTKa3BaHEe OT TIOTIOHOIYIIEeHe (Hanp. OyIponyoH);

00JIKOYCTIOKOSIBAIIHN JIeKapcTBa (Hamp. (heHTaHMT);

MopduHomomoOHY JeKkapcTBa (Halp. METaI0H);

HEHYKJIEO3UIHI HHXUOUTOPH Ha oOpaTHaTa TpacKpunTasa (Hamp. edaBupeHL], HEBUPAIHH)

nepopaHi KOHTPALECNTHBY WU U3M0JI3BaHe HAa KOHTPALENITUBEH TUIACTHP 32 MPEI0TBpaTIBaHE

Ha OpEeMEHHOCT (BIDKTE TOUKaTa I0-10JTy o3ariaseHa “Konrpanentusu™);

NpoTea3Hu HHXUOUTOPH (Hamp. $ho3aMIpeHaBUp, UHAUNHABUP, PUTOHABUD, CAKBUHABUD,

TUTIPAHABHUD);

CelaTUBHU JIeKapcTBa (Halp. MUa30J1aM, IPUIarald 4pe3 HHKEKLus);

cTepouau (Hamp. Oye30HUA, AeKcaMeTa3oH, (IIyTUKa30H MPOIMOHAT, €THHUI €CTPaIuo,

TPUAMIIMHOJIOH).

IIpouereTe cnucbka ¢ JekapcTBa no-rope B “He npuemaiite Jlonunasup/Puronasup Viatris c
HHUKOE 0T CJIe[IHUTe JieKapcTBa” 3a nHpOpMAaLus OTHOCHO JIEKapCTBaTa, KOUTO HE TPIOBa aa
IpueMaTe ¢ JONHHABUP/PUTOHABHUD.

WNndopmupaiite Bammsa nekap nnu dapmanesT, ako Bue unu Bamero nere npuemare, Hackopo cre
IIpUeMalIy UM € Bb3MOXKHO Ja IIpUeMeTe IPYyTH JIeKapcTBa, BKIIOUUTEIHO U TaKKBa, OTILyCKaHU 0e3
peuernTa.
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JlekapcTBa 3a epekTuiiHa qucynkuus (aBanadui, BapaeHadui, cuiaeHadpua u tTaaaaadui)

- He B3emaiiTe JonMHABUP/PUTOHABHMP, aKO B MOMEHTA NpUeMaTe aBaHa(uiI Win BapJcHaUIL

- He npuemaiite tonnHaBup/pUTOHABUP ChC CHIIeHA( I, U3MOI3BAH 3a JIeYeHHe Ha OenoapoOHa
apTepualiHa XUIEepTOHUS (BUCOKO KPBBHO HajsiraHe B 6e10ApoOHaTa apTepHus) (BUKTE ChILO
touka “He npuemaiite Jlonunasup/Puronasup Viatris” no-rope)

- AKo npuemarte eIHOBPEMEHHO cuiieHa( I UK Tajanadul ¢ JONUHABUP/PUTOHABUD, MOXKeE Aa
CT€ U3JI0’KEHH HA PUCK OT HEXKEJIaHU PEaKLUH KaTo MOHWKEHO KPbBHO HAJIATAaHe, IPUIIAIbBK,
IIPOMEHU B 3p€HUETO M epeKLus, Tpaella IoBeyde oT 4 yaca. AKO epeKiusITa NpoIb/DKU 0BeUe
ot 4 vaca, Tp0Ba He3a0aBHO Ja TIOTHPCUTE JIEKApCKa IMOMOIII, 32 Ja IPEeJOTBPaTHTE
HeoOpaTUMH yBpexIaHusa Ha Bamms nosoB wien (meHuc). Bammsar nexap moxe 1a Bu 06scHu
T€3W CUMITOMH.

KonTtpanenTusu

- AKO B MOMEHTA U3M0JI3BaTe NepopaJHU KOHTPALENTUBH MM KOHTPALEIITUBHU IUIACTHUPH 32
npeaoTBpaTsIBaHe Ha OPEeMEHHOCT, TPAOBa Ja U3MOJI3BaTe AOIBIHUTENECH WIH Pa3InyeH METO/
3a KOHTpaLenuus (Hanp. npe3epBaTuB), Thil KaTo JOMMHABUP/PUTOHABUP MOXKE A3 HaMalu
e(eKTHBHOCTTA HA MEPOPATHNUTE KOHTPALEITHBY MM KOHTPAICTITUBHUTE IIACTHPH.

BpemeHHOCT U KbpMeHe

- AKo IJTaHUpaTe Ja uMate JeTe, ako CTe OpeMEeHHa WM MUCIIHUTE, Y€ MOXKe Jia cTe OpeMeHHa,
WM KbpMUTE, He3a0aBHO yBeroMeTe Baius nekap.

- AKO KBPMHTE HJIH CMSITaTe J]a KbPMHUTE, TPsIOBa 1a 00ChauTe TOBa ¢ Bamms iekap Bb3MOXHO
Hali-CKOpO.

- He ce mpenoppuBa kppMeHe npu xeHH, kouto ca HIV-nonoxurtenan, Teit kato HIV
WHQEKIHATa MOXKE Jla ce mpenajae Ha 6e0eTo upe3 KbpMara.

lo¢upane u padora ¢ MAIINHU

JlonnHaBUp/pUTOHABHD HE € CIEIHATHO MPOYYBaHA 32 B3MOKHUTE i e()eKTH BHPXY CIIOCOOHOCTTA 3a
modupane Wik padoTa ¢ mammHU. He modupaiite n He paboTeTe ¢ MAMINHM, aKO MOTYyIUTE
HEXKENIAHU Peakluy (HaIp. rajieHe), KOUTO MOBIUIBAT CIOCOOHOCTTa Bu 1a m3BbpLIBaTe TE3U
neiinoctu 6e3onmacHo. BMecTo ToBa, cBBpKETE ce ¢ Bamms nexap.

JlonunaBup/PuronaBup Viatris cbabp:xa HaTpuii

ToBa nexapcTBO ChabpiKka Mo-mManko ot 1 mmol Hatpuii (23 mg) Ha TabaeTka, TOSCT MOXKE J1a Ce Kaxe,

Y€ MMPAKTUYCCKU HE ChAbpPiKa HanHﬁ.

3. Kak na npuemare Jlonnnapup/Puronasup Viatris

Baxno e Tabnerkure JlonnaaBup/PutoHaBup Viatris a ce MOTITBIIAT IETH U J]a HE Ce JIbBYAT,
YYISIT WIK pa3TpomniaBar. [[allMeHTUTe, KOUTO UMAT 3aTPYIHEHUS MIPH TBITAHETO Ha TabJIeTKHTE,
TpsiOBa J1a MPOBEPSAT 38 HAIWYHUETO HA MO-MOAXOISAIIN GopMHu.

Bunaru npuemaiite ToBa J1eKapcTBO TOUHO KakTo BH e ka3an Bamusr ekap. AKo He CTe CUTYpHHU Kak
TpsI0Ba J1a MpHeMaTe JIeKapCTBOTO, IIONUTaTe BammsT nekap wimm papmanesr.

Kouko Jlonnnasup/Puronasup Viatris TpsadBa 1a ce npueMa 1 Kora
Ipunoxenne npu Bb3pacTHU

- IIpenoppunrennara no3a 3a Be3pactau € 400 mg/100 mg nBa mbTH THEBHO, T.€ HA BCEKH
12 gaca, B komOuHanwms ¢ apyru antiu-HIV nekapcrBa. Be3pacTHUTE TallMeHTH, KOUTO MPeIu
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TOBA HE Ca MPUEMAITU IPYTH aHTUBUPYCHH JIEKapPCTBAa MOJKE /1a IPUEMAaT JIOTIMHABUP/PUTOHABHP
W BETHBXK THEBHO Kato J03a oT 800/200 mg. BammsT nekap me Bu nochBeTBa KOJIKO TaOJIETKH
TpsiOBa Ja B3emMare. Bp3pacTHUTE MallMeHTH, KOUTO MIPEIH TOBA ca MPUEMaH JpyTH
AHTUBUPYCHU JIEKapCTBa MOXKE JIa MpreMaT JIONMMHABUDP/PUTOHABUD BEJAHBK JHEBHO KaTo 1032
ot 800/200 mg, ako TeXHus JieKap MpeleHH, Y& TOBa € MOIXO/IAIIO.

- JlonmHaBUp/pUTOHABUD HE TPsiOBa Jla ce pUeMa BeIHBK THEBHO C e(aBHUPEHII, HEBUPAITUH,
kapbamazenuH, peHodapouTai u (PeHUTOUH.

- JlonnHaBUp/pUTOHABUD TaOIETKU MOXKeE Ja Ce B3eMaT ChC WK 0e3 XpaHa.

IIpuiioxkeHue NMpy Jena Ha Bb3pacT 2 U MOBeYe TOAUHA

- 3a nena, BammsT nexap e onpeaeny noaxonsamara 103a (6pos tabiaeTkn), Bb3 OCHOBA Ha
BUCOYMHATA U TEIJIOTO Ha JIETETO.

- JlonuHaBup/puUTOHABUP TaONIETKU MOXKE J1a Ce MpUeMar ChC MK 0e3 XpaHa.

JlonmmHaBup/puTOHABUP CHINO ce npemiara u karo 200 mg/50 mg ¢unmupanu Tabnerku. pyru

(hopMH Ha TOBa JIEKapCTBO MOKE Jja ObJaT NO-MOAXOIAIIM 3a Jela; nonuraiire Bamus nexap niu

(dapmareBt

Axo Bue wiin Bamero aere cre npuesiu noseuye otT Heodxoqumara go3a Jlonunasup/Puronasup
Viatris

- AKO yCTaHOBHUTE, Y€ CTe IPUEH MTOBeYe JOMMHABUP/PUTOHABUD OT MPEANUCAHOTO, CBBPIKETE
ce BegHara ¢ Bamusa nekap.
- AKo He MOXKeTe Jla ce cBbpKeTe ¢ Bamus nekap, otuaere B O0nHuUIATA.

Axo Bue uin Bamero gete cTe nmponycHaym 1a npuemere Jlonnnasup/PuronaBup Viatris

Axo npuemame JzonuHasup/pMMOHagup 064 nbmu_OHEEHO

- Axo 3a6ene>x<me, Y€ CTC MPOITyCHAJIN J03a B paMKHUTE Ha 6 yaca oT 0O0MYAHHOTO BpEME 3a
IpueM, B3EMETE MMpOITyCHaTaTa 103a Bb3MOKHO Haﬁ—cxopo, CJIE] KOCTO NPOIABIHKETE C
pe€aoBHaTa CH 103a B HOPMAJIHOTO BpEME NIPEANINCAHO Bu ot Bamms JICKap.

- AKko 3a0enexure, 4e CTe MPOITyCHAIH J103a 6 Yaca clie[l HOPMaJIHOTO BpeMe 3a IPHEM He
B3eMaiiTe MpoIMycHaTara 103a. B3emere cnenBamara 1o3a Kakto 0OMKHOBeHO. He

B3eMaliTe JIBOMHA J103a, 32 Jla KOMIIGHCUpATE MPOIyCcHATaTa J103a.

Axo npuemame 10NUHABUP/PUMOHABUD BEOHBIHC OHEBHO

- AKo 3a0enexuTe, 4e CTe IPOITyCHANH /1032 B paMKUTE Ha 12 yaca OT HOpMAITHOTO BpeMe
3a IpUeM, B3eMeTe IIPOIlyCHAaTaTa J103a Bb3MOKHO Half-CKOPO, ClIe]] KOETO NPOABIKETE C
penoBHATA CH 1032 B HOPMAJIHOTO BpeMe npeanucado Bu ot Bamus nekap.

- Ako 3a0enexure, 4e CTe MPOIyCHAIM J1o3a 12 yaca ciel HOpMalTHOTO BpeMe 3a IpUeM He
B3eMaliTe MpoIycHarara /03a. B3emere cienBamara qo3a KakTo 0OMKHOBeHO. He
B3eMaiiTe IBOIHA 71034, 3a Ja KOMIICHCHpAaTe IpoITycHaTaTa 103a.

Axo Bue wiin Bamero aere cre cnpeau npuema Ha Jlonunapup/Puronasup Viatris

- He npekpatsBaiiTe npremMa Ha JIONWHABUP/PUTOHABHUP HIIM HE IPOMEHANTE THEBHATA CH 032
0e3 mbpBO Ja ce KOHCyATupare ¢ Bamus nekap.

- JlonuHaBUpP/pUTOHABUD TPsIOBa Jla CE B3eMa BCEKH JICH 3a J1a IMOAIoMara KOHTpoJIa Ha
undexuusarta ¢ HIV, 6e3 3HaueHne KOJIKO M0-100pe ce YyBCTBaTe.

- [IpuemaneTo Ha JONMHABUP/PUTOHABUD, KAKTO CE MPENOPBYBA, UMa 32 11eJ1 Ja OCUT'YPH Haii-
Jo0paTa B3MOXKHOCT 3a 3a0aBsSHE Ha Pa3BUTUETO HAa PE3UCTEHTHOCT KbM IIPOJYKTA.
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- AKo HSKOS HeXeJlaHa peakius Bu npeun na npuemare JIONMHABUP/PUTOHABUP TaKa, KAKTO €
MPEIICaHo BeIHAra KaKeTe Ha Barst nekap.

- Bunaru uMaiite noj pbka J0CTaTh4HO JIOMIMHABUP/PUTOHABUD 3 Jla HE Ce HaJara ja s
npexbeBare. KoraTo mpTyBaTe WiIM ce Hallara Jja ocTaHeTe B OOJIHUIA YBEpETE Ce ue uMare
JIOCTAThUHO JIOMMHABUP/PUTOHABUP IO MOMEHTA B KOWTO IlI¢ UMATe Bh3MOXKHOCT J]a CH
Ha0aBHUTE HOBO KOJIUYECTBO.

- IIpoapmkaBaiiTe 1a B3eMaTe TOBa JIEKapCTBO Jokato Bamus nexap He Bu npenopsua apyro.

AKO UMaTe HIKaKBH JIOMBIIHUTEIHN BBIIPOCH KaK Jia IpUeMare ToBa JIEKapCTBO, MonuTaite Bamms
Jexap uian papMareBT.

4. Bb3MOKHU HeKeJIaHU peaknuu

Kakro Bcuuku J1€KapcTBa, TOBA JIEKAPCTBO MOKE J1a IPEIU3BUKA HEXKEJIAHU PEAKIMH, BBIIPEKH Y€ He
BCEKH I'M IoTydaBa. Moxke J1a ce OKaxke TPYIHO Jia C€ pasrpaHndaT HEXEIAaHUTE PEAKIINH,
IpeAN3BUKAHU OT JIONMHABUP/PUTOHABUD U TE3H, KOUTO Ca MPUYUHEHH OT JPYTH JIEKapCTBa,
MIPHUEMaHH 110 CBITOTO BpeMe WM OT yciokHeHusTa Ha HIV ungexnnsra.

ITo Bpeme Ha neueHue 3a XMB Moxe a HACTBIIM yBENUYaBaHE HA TETJI0TO U HAa CTOMHOCTHUTE Ha
JUNUANUTE U TII0KO03aTa B KpbBTa. ToBa 0TYACTH € CBBP3aHO C Bb3CTAHOBSIBAHETO HA 3[]paBETO U
HAauYMHA Ha KUBOT, a TI0 OTHOLIEHHE Ha JINMUANUTE B KPBBTA [IOHSIKOTa € CBBP3aHO U ChC CAMUTE
nexapcTea 3a XMB. Bamwuar jgekap 11e HanpaBy W3CIEIBaHUS 33 TE3U IIPOMEHH.

N36poeHnTe MO-10.1y HE:KETAHH PEAKIUH €A CHOOIIABAHU OT NANMEHTH, MPHEMAaIH TOBA
JgexapcrBo. TpsaoBa na nuapopmupare Bamus nexap He3a0aBHO MPH MOSBA Ha TE3U WM HAKAKBU
JOPYTH CUMITOMH. AKO CCTOSIHHETO HE Ce 000U WU Ce BIIOIIH, HOTHPCETE JIeKapcKa IOMOIIL.

MHoro yecTH: MOXe Ja 3acersHar noseue ot 1 Ha 10 gymm
- Japus;

- rajicHe;

- WHQEKIUS Ha TOPHUTE JUXATEIHU ITbTUIIIA.

Yectu: Mmoxe aa 3acernar go 1 10 gymm

- BB3NAJICHHE Ha TAHKpeaca;

- MOBPBIIAHE, YTOJIEMEH KopeM; OOJIKH B JIOJTHATA ¥ TOPHATA YacT Ha CTOMAIIHATa 0011acT;
ra3oBe, JIOIIO XpaHOCMIIaHe, TOHM)KEH alleTUT, pepIyKe OT CToMaxa A0 XpaHOIPOBOIA, KOUTO
MOXe Jla MPUIHHU 0OJIKa,;
- YBenomere Bamus Jjiekap, ako NoJIy4uTe rajieHe, MOBphILaHe Wir 00JIka B KOpeMa, Thid

KaTo T€ MOJKE J1a ca MIPU3HAIM Ha TAaHKPeaTUT (Bh3IMaJICHNE Ha TaHKpeaca).

- NOJyBaHe WM Bb3MaJeHNE Ha CTOMAaxa, ThHKUTE YepBa U 1e0eI0TO 4epBo.

- MIOBHUIIIEHU CTOWHOCTH Ha XOJIECTEPOJ, MOBUILIEHN CTOMHOCTH Ha TPUIIIMLEepUau (o1 GpopmaTa
Ha Ma3HUHH) B KPHBTA, BHCOKO KPBHBHO HAJISATAHE;

- HaMaJleHa ClIocOOHOCT Ha OpraHu3Ma J1a yCBOSIBa 3aXapTa, BKJIIOYUTENIHO 3aXapeH Aualer,
3ary0a Ha TerJo;

- HHUCBHK Opoii Ha YepBEHUTE KPBbBHU KIIETKH, HUCHK Opoii Ha 6enuTe KpbBHU KIETKH, KOUTO Ce
00pAT ¢ HHPEKIHUUTE;

- 00pHUB, €K3eMa, HaTpyIBaHe Ha JIIOCIH OT Ma3Ha KOXa;

- 3amMaiiBaHe, 0€3M0KOICTBO, IPOOIEMH ChC 3aCIIUBAHETO;

- ycellaHe 3a yMopa, 3ary0a Ha cujia U eHeprus, TIaBo0oine BKIIOYUTEIHO MUTPEHA;

- XEMOPOHIH;

- BB3NAJICHHE HAa YePHHUS P00, BKIFOUUTEIHO MMOBUIICHH CTOHHOCTH Ha YePHOAPOOHUTE CH3UMH;

- QJIEPrUYHM PEaKLUH, BKIIOUUTETHO YPTUKAPUS U Bh3IIAJIEHHE B YCTATa;

- MH(EKIXs Ha JOITHUTE IUXATEIHU IbTHILA,;

- yrojieMsiBaHE Ha TUM(HHUTE BH3IIH;
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- UMITIOTCHTHOCT, HEOOMYaHO TEKKO WM TPOIBIDKATEITHO MEHCTYPATHO TEYCHUE WITH
NPEYCTaHOBSIBAHE HA MEHCTPYAILIHATA;

- MYCKYJIHU HapyIIeHHs KaTo clabocT U cra3Mu, 00JIKa B CTaBUTE, MYCKYJIUTE U I'bp0a;

- VYBpexaaHus Ha HEPBUTE Ha NepudepHaTa HEpBHA CHCTEMA,

- HOIIIHO M3IIOTSIBaHe, ChPOEIK, MOSBABA Ha MOAYTHHH MO KOKaTa, HH(PEKINS Ha KOXKaTa,
BB3NAJICHHE Ha IOPHUTE Ha KOXKaTa MIIM KOChbMYeTaTa, CbOMpaHe Ha TEYHOCT B KJICTKUTE HITH
THKaHHTE.

HeuvecTu: moxxe na 3acernar g0 1 Ha 100 gymmm

- SPKU CHHHIIA;

- 3ary0a win NpoMsHa Ha BKYcCa;

- Koconaz;

- OTKIIOHeHHS B enekTpokapaunorpama (EKT'), HapedeH aTpuoOBEHTHKYIapeH OJIOK;

- TUIaKa, OTJIaralia ce B apTepUHTE,KOATO MOXKE Ja JOBEIE 10 KOPOHAPEH MHIUACHT U yap;

- Bh3NAJICHHE Ha KPHBOHOCHHUTE CHJIOBE U KAIHJISIPH;

- Bb3NAJICHUE Ha KIIbUKATA;

- HEKOHTPOJIUPYEMO TpenepeHe Ha TSII0TO;

- 3areK;

- Bb3IaJICHUE Ha AbJI0OKUTE BEHU CBBP3aHO ¢ 00pa3yBaHETO Ha ChbCUPELY;

- CyXOTa B ycTara;

- HEBB3MOXKHOCT J1a c€ KOHTPOIIUpAT YepBaTa;

- BB3NAJICHUE Ha IBPBUST AJ1 HA TRHKUTE YepBa, HEIIOCPEICTBEHO CIIe]] CTOMaxa, paHa Wi S3Ba
B XPaHOCMUJIATENIHUS TPAKT, KbPBEHE OT UuepBaTa TPAKT WU PEKTyMa;

- YepBEHH KPHBHU KIIETKH B ypUHATA,;

- MOXBJITSABAHE Ha KOXKATa MU OstaTa 4acT Ha OurTe (KBITCHUIIA);

- oTJaraHe Ha Ma3HUHU B YepHUs Jpo0, yrojieMsBaHe Ha YepHUs Apo0;

- Jurca Ha GyHKIMOHMpaHe Ha TECTUCUTE;

- BHE3aIHa, 0bp3a, CUIIHO U3Pa3eHa MOsBa HA CHMITOMH, CBbP3aHH C HEAKTHBHU MH(EKINU BHB
BaIllis OPraHU3bM (UMYHHO peaKTHBHpPaHE);

- TIOBHUIIIEH aINleTHT;

- HEoOMYaiiHO BUCOKU CTOMHOCTH Ha OMIMPYOHH ( MUTMEHT IOJTydYaBalll ce IpH pa3pyllaBaHeTo
Ha YepBEHUTE KPbBHU KJIETKH) B KPBBTA;

- MOHM)KEHO CEKCYaITHO JKeJIaHuE;

- BB3MAJICHUE Ha OBOperuTe;

- KOCTHA CMbBPT, IPUIHHEHA OT cIa00TO KPHBOCHAOASIBaHE HAa ChOTBETHATA 00JIACT;

- paHM B ycTaTa WM A3BH, Bb3IAJCHUE HA CTOMaxa U YyepBaTa;

- O0bOpedHa HeIOCTaTHYHOCT;

- paspylaBaHe Ha MYCKYJTHUTE BJIaKHA, B PE3YJITAT Ha KOETO c€ OCBOOOXK/1aBa ChABPIKAIIMAT CE B
MYCKYJIHUTE BJIaKHA MUOTJIOOUH B KPBbBHUS IIOTOK

- IIyM B €HO WX B JIBETE yIIH, HAmoA00sBall )Ky>KeHe, 3BbHEHE MU CBUCTEHE;

- peMop;

- apyIlIeHHs B 3aTBAPSIHETO Ha €JIHa OT KJIANUTE (JICHAa aTPHOBEHTHUKYJIApHA KIlara)

- BEPTUTO (yCelllaHe 3a CBETOBBPTEK);

- npo0JIeMu ¢ OYUTe, HApYLIEHO 3PEHUE;

- yBeIU4aBaHe Ha TErJoTo.

Penxu: moxe na 3acernar g0 1 Ha 1 000 gymm
- TEXXKH WM )KUBOTO3ACTpalllaBaIlly KOKHU OOpUBU U MeXypH (CUHIpoM Ha CTUBBHC-/[XKOHCHH

U eputeMa MynTudopme).

C HeW3BeCTHA 4eCTOTA: OT HAIMYHUTE JAHHU HE MOXeE J1a ObJie HalpaBeHa Ol[EHKa Ha YeCcToTaTa
- KaMbHU B OBOpenuTe.
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AKO HSAKOS OT HEXKEITaHUTE pCaKnnu CTaHE CEPUO3HA, NI 3a0esIexKuTe APYTH, HCOIMMCAHU B Ta3U
JIMCTOBKA HEXKEJIAaHU PCAaKIINU, MOJIS YBEIOMETE Bamus JICKap Win (bapMaueBT.

Crno0aBaHe HA HesKeJAHH PeaKLHH

AKO TIONTyuHTe HSKaKBU HEXEJIaH! JIKAPCTBEHH PEaKIliy, yBeromere Bamus nekap uian papmarieBT.
ToBa BKJIFOUBAa BCHUKH BH3MOKHH HEOMMMCAHU B Ta3M JIUCTOBKA HEXEJIaHU peakunu. MoXkeTe ChIIo 1a
CHOIINTE HEXETaHH PeaKIMK JUPEKTHO Ype3 HallMOHATHATA CUCTEMA 33 ChOOIaBaHe, IOCOYeHA B
[punoxxenue V. Karo cho011aBare HexENaHU PEAKIIMU, MOXKETE Jia IaJeTe CBOSI IPUHOC 3a
MoJTy4aBaHe Ha rmoBede HHGopMaIlysi OTHOCHO O€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiate Jlonunasup/PutonaBup Viatris
Ja ce cpxpaHsBa Ha MsICTO, HEIOCTBITHO 32 JIeIa.

To3u JICKapCTBCH MPOAYKT HEC M3UCKBA CIICHUAJIHA YCIIOBHS Ha CbXpaHCHUE.

He u3non3Baiite TOBa JIEKapCTBO CJIEN CPOKA HA TOJHOCT, OTOENSI3aH BhPXY KapTOHEHATA OMMaKOBKA
cien ,,l'onen no“:. CpoKbT Ha TOTHOCT OTTOBAPS HA MOCIEAHUS JeH OT TOCOYCHHS MECEIl.

3a MmIacTMacOBHTE OMAKOBKH 3a TabseTku: Ciel mMbpBOTO OTBApsHE 1A CE M3MOJI3BAT B PAMKHTE Ha
120 naH.

He u3xBbprnsiiTe nexapcTBaTa B KaHAJIM3aIMATa WM B KOHTEHHepa 3a JOMAIHU OTHaIbIIY.
[NonuTaiite Bamus hapMaleBT Kak Aa U3XBBPILATE JIEKapcTBaTa, KOUTO Bede He U3noi3Bare. Te3n
MEpKH I1I€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpea.

6. CbabpikaHMe HA OIAKOBKATA U JONbJIHUTEIHA HHpopMaLus
Kakso cbabp:xa Jlonunasup/PutonaBup Viatris

- AKTHMBHHTE BEIIECTBA Ca JIOMMHABUP U PUTOHABHP

- Jpyrute cbCTaBKU ca COPOUTAHOB JlaypaT, CUIHUIUEB TUOKCH], KOJIOUAEH Oe3BOJIEH,
KOIIOBHIOH, HATPHEB JIAYpHI CyJ(at, XUIpomenosa, Tutanos auokcun (E171), makporon,
XUJPOKCUIPONUILENYI03a, TajlK, Honucopodat §0.

Kak u3srnexna Jlonmnasup/PutonaBup Viatris m KakBo cbAbpska 0NAKOBKaTa

JlonmuaBup/Putonasup Viatris 100 mg/25 mg ¢punmupanu TabieTku ca Oenu, OBaIHH, ABOWHO
W3MbKHAIKM (PUIMHUpPaHU Ta0JIEeTKHU ChC CKOCEHH PHhOOBE, ¢ BINILOHATO penedHo o3HaueHue “MLR4“ or
e/lHaTa CTpaHa Ha TabJeTKaTa M TJIajKa OT Jpyrara CTpaHa.

Hanwunu ca B 6mmuctepu, rpynosu onakoBky, oT 60 nim 60 x 1 (2 kapronenu kytun 1o 30 wim 30 x 1)
nmm 360 (12 xapronenu Kytun 1o 30) pumMupaHy TabJICTKH U B TUIACTMACOBY OYTHIIKH (CHIBPIKaIIH
CYIIIUTEN, KOWTO He TpsiOBa 1a ce morureia) ot 60 puiMupanu TabIeTKH.

He Bcuuk# BUIOBE OMAKOBKH MOXeE fia ObJaT MyCHATH B MpoaaxoOa.
IIpure:xaTes Ha pa3pellIeHNETO 32 yNoTpeda

Viatris Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN

Upnannus
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ITIpoussonuren

Mylan Hungary Kft

H-2900 Komarom, Mylan utca 1

YHrapus

3a JOITbJIHUTCIIHA I/IH(I)OpMaHI/ISI OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPIKETE CE C JIOKAJTHUA
OPEACTAaBUTE Ha IPUTEXKATEISI HA pa3pCIICHUETO 3a yHOTpC63.:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Bbarapus
Maiinan EOO/]
Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: +420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: +372 6363 052

E)\\ada
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia
Viatris Pharmaceuticals, S.L.
Tel: + 34 900 102 712

France
Viatris Santé
Tél: +33 4 37 25 75 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599
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Lietuva
Viatris UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: +32 02 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 1 465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: +356 21 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: +47 66 75 33 00

Osterreich
Arcana Arzneimittel GmbH
Tel: +43 1 416 2418

Polska
Viatris Helathcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Roméinia
BGP Products SRL
Tel: + 4021 332 49 91



Ireland Slovenija

Viatris Limited Viatris d.o.o.

Tel: +353 1 8711600 Tel: + 386 1 23 63 180
island Slovenska republika
Icepharma hf. Viatris Slovakia s.r.o.
Simi: +354 540 8000 Tel: +421 2 32 199 100
Italia Suomi/Finland

Viatris Italia S.r.L Viatris Oy

Tel: +39 (0) 2 612 46921 Puh/Tel: +358 20 720 9555
Kvmpog Sverige

CPO Pharmaceuticals Limited Viatris AB

TnA: +357 22863100 Tel: +46 (0)8 630 19 00
Latvija

Viatris SIA
Tel: +371 676 055 80
JlaTa Ha mocJie/IHO NpepasrJieskaane HA JHCTOBKATA

[NonpobHa uHpopMaLus 3a TOBa JIEKapCTBO € MpelocTaBeHa Ha yeOcalita Ha EBponeiickaTa areHIus
T1I0 JIeKapcTBara: http://www.ema.europa.eu.
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