HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



vTo31/1 JICKapPCTBEH MPOAYKT IOJUICHKH Ha AOIBJIHUTEIIHO Ha0 o aeHe. ToBa 111e 1mo3BoJu Obp30To
YCTaHOBSIBaHE Ha HOBa MH(OpPMaIKs OTHOCHO Oe30nacHOCTTa. OT MEIUIIMHCKUTE CICIIMATHUCTH C&
M3HCKBa JIa ChOOIIaBaT BCSIKA IMO03UPaHa HeXellaHa peakius. 3a HauMHa Ha ChOOIaBaHe Ha
HEXKeJIaHU peaKlUK BIXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Paxlovid 150 mg + 100 mg ¢punmupanu TabneTKu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika po3oBa ¢punmupana tabnerka cpabpka 150 mg aupmarpensup (nirmatrelvir).
Bcesika Osi1a punmmupana tabnerka cbabpika 100 mg putonaBup (ritonavir).

ITomonHM BelIecTBa ¢ M3BECTHO JICMCTBHUE

Bcesika po3oBa 150 mg punmupana TabiieTka HUpMaTpeIBUP ChIbprka 176 mg 1akrosa.

3a IIBJIHUS CIUCHK Ha ITOMOIITHHUTE BCIICCTBA BHXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Hupwmatpensup

dunmupana TadjeTka (TabneTka).
Po3oga, oBanHa, ¢ pasmepu npubnmu3uTeaHo 17,6 mm abpkuHa ¥ 8,6 mm MIUpPUHA, ¢ BITHOHATO
penedno oznauenue ,,PFE* Ha eqnara crpana u ,,3CL* Ha npyrara.

PutonaBup

dunmupana Tabierka (Tabnerka).
Benu 1o mouru Genu TabneTku ¢ popMa Ha Karcyna, ¢ pasMepH Npuoau3uTenHo 17,1 mm apiokuHa 1
9,1 mm mupuHa, ¢ BIUIbOHATO penedHo o3HadYeHue ,,H* Ha exHara crpaHa u ,,R9“ Ha apyrara.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU NOKA3AHUS

Paxlovid e mokasan 3a neuenne Ha kopoHaBupycHa 6onect 2019 (COVID-19) npu BB3pacTHH, KOUTO
HE C€ HYXXIAsT OT JOITBJIHUTENICH KUCIOPO/ M KOUTO Ca C MOBHUILCH PUCK OT IPOTPECHs 10 TEKKa
¢opma Ha COVID-19 (Bk. Touka 5.1).

4.2 ,Z[osnpomca U HAYUH HA NPUWIOKEHUE

EO3I/IQOBKa

[Ipenopruntennara go3uposka € 300 mg aHupmarpensup (a8e Taderku 150 mg) cve 100 mg
putonasup (exHa tabnerka 100 mg), BCHUKUTE NpUEMaHH 3aeTHO IIEPOPATIHO Ha BCekH 12 yaca 3a

5 nuu. Paxlovid tpsiOBa na ce mpuiioku Bb3MOXKHO Hail-cKopo ciien auarnoctuiupane Ha COVID-19
Y B paMKHTE Ha 5 THU OT MosABa Ha cuMnToM. [IpenopruBa ce 3aBbPIIBAaHETO HA TBJIHUSA S-IHEBEH
Kypc Ha JIeYeHHUE, JOPH aKO Ce HAIOKM XOCIUTAIN3ALMS Ha TTALMEHTA TOPaaH TeKKA MM KPUTHIHA
¢dopma Ha COVID-19 crnen 3anouBane Ha eueHue ¢ Paxlovid.



AKxo marueHnTsT nporrycHe no3a Paxlovid u ca m3amuHamm He oBeye OT 8 4aca OT BPeMeTo, 10 KOETO
OOWMKHOBEHO TS CE MpHeMa, TAUEeHTHT TPSIOBa Ja s IpreMe Bh3MOKHO HAl-CKOPO U JIa Bh30OHOBH
HOpMaJTHaTa CXeMa Ha Mpuiaraie. AKO MaMeHTHT MPOITYCHE 1033 U ca M3MHUHAJHM TI0BeUe OT & Jaca,
TO# He TpsAOBa Ja mprueMa MpOoIyCcHaTaTa 1033, a TPsI0Ba Ja MpreMe ClIeBaIllarTa J103a B peJOBHOTO
IIaHupano BpeMe. [lanmenTsT He TpsOBa 1a mpueMa JIBOIHA 71034, 3a Ja KOMIIEHCHpa MPOoITycHaTaTa
JI03a.

CHCI_II/IaJ'IHI/I nonyjganvuun

bvopeuno yspescoane

He e HeoOxoiMa KopeKIHs Ha JJo3aTa IpH NaIreHTH ¢ JieKa cTerneH Ha 0b0peuHo yBpexaane (eGFR
> 60 1o < 90 ml/min). [Ipn nanmenTuTe c ymepeHa crenex Ha 0p0peuno yspexaane (eGFR > 30 oo

< 60 ml/min) no3ata Paxlovid TpsioBa na ce Hamanu o 150 mg/100 mg HEpMaTpeTBUpP/pUTOHABUD HA
Bceku 12 yaca 3a 5 mHM, 32 J1a ce M30erHe CBPBbXEKCIO3UIHSI (Ta3u KOPEKIH Ha J103aTa He € KITMHHIHO
n3cinensana). Paxlovid He TpsiOBa a ce M3MOI3Ba MIPH NALMEHTH C TEKKa CTENEH Ha ObOpeYHO
yBpexnaade [eGFR < 30 ml/min, BKIIOUNTETHO MALMEHTH B TEPMUHAJICH CTaaui Ha ObOpedyHa Oonect
(End Stage Renal Disease, ESRD), xouto ca Ha xemonuanuza] (Bx. Touku 4.4 u 5.2).

CrnenuajHo BHUMAHUE NPU NMAIUEHTH C YMepeHa cTelneH HAa 0bOpPeYHo yBpexKaaHe

BrucTepbT ¢ AHEBHA 7032 MMa JIBE OTJIEITHU YaCTH, KaTO BCSAKA OT TSIX ChIbpPKA IBE TAOJIETKH
HUPMATPEJIBUP U €1Ha TabJeTKa pUTOHABUD, IPUIOKEHHETO Ha KOMTO ChOTBETCTBA Ha CTaHAapTHATa
JIHEBHA 71034 .

O0aue manueHTUTE C YMEpPEeHa CTeleH Ha ObOpEedHO yBpekaaHe TpsiOBa Aa ObIaT MpeaynpecHu 3a
TOBa, Ye TPSAOBA Jla MpUeMaT caMo IO ¢Ha Ta0JIeTKa HUPMaTPEIBUP C Ta0JIeTKaTa pUTOHABHUP HA
BcekH 12 gaca.

Yeprodpobro yepedicoane

He ce m3uckBa xopekius Ha no3ara Paxlovid npu nanmenTtu ¢ nexa (knac A mo Child-Pugh) umu
ymepena (knac B mo Child-Pugh) crenen Ha uepronpoOHo yBpexaane. Paxlovid e TpsiOBa na ce
W3I0J13Ba MPH MALMEHTH C TEeXKa CTeleH Ha 4epHopoOHo yBpexaane (kiac C mo Child-Pugh) (Bx.
TOYKkH 4.4 1 5.2).

Cvnvmcmeawa mepanus cvc cxemd, CbObPAHCAUA PUMOHABUD UIU KODUYUCMAam

He e HeoOxoauma xopekius Ha qo3ara Paxlovid. [lanuenTture, nuarHocTuiupany ¢ HHOEKLIUS ¢
yoBemkus umMmyHoaeduiurer supyc (HIV) mnu ¢ Bupyca na xenatur C (HCV), xourto nomyvasar
JIeUYeHHE TI0 CXeMa, ChAbPrKallla PUTOHABHUD WM KOOUIMCTAT, TPSIOBA Ja POIBIDKAT JICYEHUETO, KAaKTO
€ MPEANHCAHO.

THeouampuuna nonyrayus
BeszonacnocrTa n epuxacHocTTa Ha Paxlovid npu manuentu Ha Bb3pact noj 18 ronunu He e

ycTaHoBeHa. JIurcBar JaHHU.

Hauun Ha OPUITOKCHHEC

3a mepopaHo MPUIIOKEHHUE.

Hupmatpensup TpsiOBa 1a ce npuiiara eTHOBPEMEHHO C PUTOHABUP. AKO HUPMAaTpPEIBHP HE ce
MIPIJIOKK €THOBPEMEHHO C pUTOHABHP, TOBA 1€ TOBE/IE J0 TJIa3MEHU HUBA HAa aKTUBHOTO BEILIECTBO,
KOMTO IIe Ca HEJIOCTATHYHH 3a MOCTUTaHe Ha KeJlaHHs TepareBTUIeH e(eKT.

Paxlovid Mo>xe n1a ce mpuema cbe uiH 0e3 xpaHa (Bxk. Touka 5.2). Tabnetkure TpsiOBa 1a ce MOTIBLIAT
LEJIN ¥ J]a HE e IbBYAT, YYIST WIK pa3TPoIlaBaT, Thii KATO KbM MOMEHTA JIUIICBAT JIAHHU 32 TO3U
HA4YMH Ha IPUIOKEHHE.




4.3 IIporuBomokazanus

CBpT)X‘IyBCTBI/ITeJ'IHOCT KBbM aKTUBHUTC BCIICCTBA WJIM KbM HAKOC OT IIOMOIITHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

JlekapcTBeHNTE POLYKTH, H30POEHH MO-10JTy, Ca OPUCHTUPOBBYHM U HE MPEICTABISBAT
n34eprnaresieH CMChbK Ha BCHYKH Bh3MOYKHH JIEKAPCTBEHH MPOAYKTH, KOUTO MOTAT Ja ca
npoTtuBonokasanu ¢ Paxlovid.

JlekapcTBeHH MPOTYKTH, YUUTO KIUPHHC CHUTHO 3aBUCcH OT CYP3A 1 mipu KOUTO OBUIIICHUTE
IJ1a3MEHM KOHIIEHTPAI[MK CE CBBP3BAT ChC CEPHO3HU H/UIIN )KMBOTO3aCTPAILIABAIIH PEAKIIHH.

Anda-1 agpeHopeienTOpeH aHTarOHKUCT: aa(y30CHH
AHTHCTEHOKapIHH CPEACTBA: paHOIA3UH
AHTHapUTMHUYHH CPEICTBA: APOHEAAPOH, NponadeHOH, XHHUANH
[IpoTHBOpaKoBH CpeACTBA: HEPATUHHUO, BEHETOKIAKC
Cpencraa cperily mojgarpa: KOJIXUIUH
AHTHXUCTaMHUHHU: TepPeHaTNH
AHTHIICUXOTHULII/HEBPOJIECNITHLIN: JIypa3uI0H, TUMO3Hl, KBETHATIMH
JlekapcTBeHM MPOAYKTH 3a J€UCHHE Ha JOOPOKaYeCTBEHA MPOCTAaTHA XUIIEPIIA3HUsl:
CHIIOJIO3VH
ChpaeyHOCHI0BY JIEKAPCTBEHH NPOIYKTHU: EIJIEPEHOH, HBaOpaIuH
EproramuHoBH AepuBaTH: TUXUAPOEPrOTAMUH, €PrOHOBHH, €PrOTAMUH, METUIEPTOHOBHH
Cpencrtsa, MOBIUSABAILY CTOMAIIHO-YPEBHHUSA MOTHIIUTET: [IU3AIIPHL
HmyHocynpecanTH: BOKJIOCIIOPHH
Jlununomoauduuupaiiy cpencTaa:
o HMG Co-A peaykra3Hu HUHXUOUTOPH: JIOBACTATHH, CAMBACTaTHH
o HMuxuburop Ha MUKpO30MaNeH Tpuriuuepus Tpaicdepen nporeur (MTTP):
JIOMUTAIHU/
JlekapcTBeHM MPOAYKTH 3a JICUCHUE HA MUTPEHA: EIeTPUITaH
AHTaroHMCTH Ha MUHEPATKOPTHKOMAHUS pElenTop: GuHEepeHOH
OnuounIHN aHTarOHUCTHU: HAJOKCETOJl
WNuxuburtopu na PDES: aBanadwi, cunnenadun, Taganadun, BapaeHadun
CenaTuBW/XUIHOTHLIM: KJIOpa3enar, Juas3enam, ecta3onam, (piaypasenam, nepopajieH
MUJIa30JIaM | TpUa3ojaM
o BazonpecuH-penienTopHA aHTarOHUCTH: TOJIBANITaH

JlekapcTBeHH MPOIYKTH, KOUTO ca MOIIHU UHAYKTOpU HAa CYP3A, 3HaUNTENHO MOHMKABAT
IJIa3MEHHUTE KOHIICHTPAIIMKM Ha HUPMATPEJIBUP/PUTOHABHP, KOSTO MOJXKE Ja ObJIe CBBP3aHO C
MOTEHIMAI 32 3ary0a Ha BUPYCOJIOTUYECH OTTOBOP U BH3MOXKHA PE3UCTEHTHOCT.

AnTHOHOTHIM: pudaMIULIUH, pudaneHTHH

[IpoTHBOpaKoBH JE€KapCTBa: analyTaMum

AHTHKOHBYJICAaHTH: KapOamasenuH, penobapouTai, GeHUTONH, IPUMHIOH
[lorenumaTopu Ha peryjaropa Ha TpaHCMeMOpaHHaTa IPOBOAUMOCT NPH MYKOBUCIIM03a:
nymakadTop/uBakapTop

e  BUIKOBM MPOAYKTH: KBAT KaHTapHOH (Hypericum perforatum)

[TpuemsT Ha Paxlovid He Moske J1a ce 3amo4He HEMOCPEACTBEHO ciiel cuupane Ha tedenne ¢ CYP3A4
WHAYKTOPY TOpagy 3a0aBeHOTO CIIMpaHe Ha JeHCTBUETO HAa Hackopo npeycranoBenus CYP3A4
WHAYKTOp (BX. TOuKa 4.5).

Tps6Ba na ce 0OMUCIN MYyJITHANCIMIUIMHAPEH MOAXOA (HAIp. BKIIOUBAHE HA JIEKApH U CIELUATUCTH
10 KJIMHUYHA (hapMaKoiIorys) 3a onpeelisiHe Ha MOAXOASIIOTO BpeMe 3a 3armouBane Ha Paxlovid, kato
ce B3eMe MpeBH]I 320aBeHOTO CIIUpaHe Ha JeiicTBUeTo Ha Hackopo nmpeycTanoBeHuss CYP3A



HUHAOYKTOp U HeOGXO).IPIMOCTTa oT 3arouBane Ha Paxlovid B PaMKHUTC Ha 5 JHH OT IIOsIBAaTa HA
CUMIITOMUTEC.

4.4 Cneuuananu npeaynpesaeHus U NpeAna3Hy MepKH NPHU ynoTpeda

Puck oT cepro3HN HEXKEIAHNU PEaKIIMH MOpaar B3aUMOICHCTBHUS C IPYTH JICKAPCTBSHHU MMPOAYKTH

[MoxxoabT 32 KOHTPOII Ha JIeKapCTBEHUTE B3auMo/eiicTust (JIB) mpu BUCOKOPUCKOBH MAIUEHTH C
COVID-19, nony4aBaiiy MHOXECTBO ChI'BTCTBAIIM JIEKAPCTBA, MOXKE J]a € KOMIUIEKCEH U J1a U3UCKBA
ISJIOCTHO Pa30UpaHe Ha €CTECTBOTO M CTEIICHTA Ha B3aUMOJICHCTBHE C BCHUKH ChIIBTCTBAIIH
nekapctBa. [lpu HIKOM manueHTH TPsiOBa Aa ce OOMUCIH M3MOI3BaHe Ha MYJITHAUCITUIUTMHAPCH
moaxo/1 (Hamp. BKIFOYBAHE Ha JIEKApH ¥ CIIESITUAMCTH 10 KIIMHUYHA (hapMaKoJIOTH) 32 KOHTPOI Ha
JIB, ocobeHo ako crpaT nmpueMa Ha ChITbTCTBAIIH JIEKAPCTBA, TAXHATA J103a ObJIe HaMaJICHA WU €
HE00XO0MMO pOoCIIesIBaHe Ha HEKEITAHUTE PEaKIINH.

Edexmu na Paxlovid evpxy opyeu nexapcmeenu npooykmu

3amouBanero Ha Paxlovid, koiito e CYP3 A uHXuOUTOp, IPH MAIMEHTHTE, TOTyYaBally JeKapCTBEHH
MPOAYKTH, KouTo ce MeTaboim3upar ot CYP3A, niu 3an04BaHeTo Ha JIEKapCTBEHHU MPOAYKTH,
Metabommzupanu ot CYP3A, npu nauuentute, kouto Beue nomrydasaT Paxlovid, Mmoxe na moBuim
IJIa3MEHHUTE KOHIIEHTPAllUK Ha JIEKapCTBEHUTE MPOIYKTH, KOUTO ce Metaboimsupat oT CYP3A (Bx.
TouKa 4.5).

Eonoepemenno npunosxcenue na Paxlovid ¢ unxubumopu na xanyunespun u unxubumopu na mTOR
Heo6xomuma e KOHCYITanust ¢ MyJITHANCIMIUITMHAPEH €KUIT (HAIp. BKJIIOYBALL JICKapH, CHEIUAINCTH
MO0 UMYHOCYTIPECHBHA TEPATIHsI W/WIIN CTICIUATIMCTH 110 KIMHUYHA (apMaKoJIOTHs) 32 CIIPaBsHE C
KOMILJIEKCHOCTTA Ha TOBA €JHOBPEMEHHO MPHUIIOKECHUE Ype3 BHUMATEIIHO U PEIOBHO MPOCIICASIBAHE HA
CEepyMHHUTE KOHLIEHTPALUU 1 KOPUTHUPAHE Ha 103aTa HA UMYHOCYTIpEcopa B ChOTBETCTBHUE C
aKTyaJTHUTE yKa3zaHus (BX. Touka 4.5).

Egexmu na opyeu nexapcmeenu npooykmu evpxy Paxlovid
3amoyBaHeTO Ha JICKAPCTBEHU NPOAYKTH, KOUTO HHXHOMpaT nnn uagyuupat CYP3A, moxe
CHOTBETHO J1a MOBMIIK HJIM TIOHWXKH KOHIIEHTpaIuuTe Ha Paxlovid.

Tes3n BSaHMOHeﬁCTBHH Morart aga goBeaart go0:

e  KIIMHMYHO 3HAUYMMH HEKENAaHU PEaKLKH, TOTEHIIMATHO BOACIIN A0 TEXKKH,
KUBOTO3aCTpAIlaBaIl{ WK JCTATHN CHOUTHS ITOPAJIU IMO-BUCOKHUTE SKCIIO3UIINN Ha
CBIIBTCTBAILO MIPUJIATAHUTE JEKAPCTBEHHU MPOAYKTH.

e  KIIMHMYHO 3HAYMMH HEKENaHU PEaKIHu MOpaay MO-BUCOKUTE ekcro3uuu Ha Paxlovid.

e 3ary0a Ha TepaneBTuueH edexT Ha Paxlovid 1 BB3MOXKHO pa3BUTHE Ha BUPYCHa
PE3UCTEHTHOCT.

Bmxre Tabnuna 1 3a nekapcTBEHH MPOAYKTH, KOUTO ca MPOTHBOIOKA3aHU 3a ChITBTCTBAINA YIOTpeOa
C HUPMATPEIBUP/PUTOHABHD, U 32 MOTCHIIMATHO 3HAYMMH B3aUMOJICHCTBHUS C IPYTH JICKAPCTBCHU
npoayktu (Bk. Touka 4.5). [Ipeau u o Bpeme Ha Tepanus ¢ Paxlovid TpsiOBa aa ce B3eMe npeaBu
MOTEHIIMATBT 32 B3aUMOJICHCTRUS C IPYTH JIGKAPCTBEHH MPOJAYKTH; 10 BpeMe Ha TepanusaTa ¢ Paxlovid
TpsiOBa J1a ce MpoBepsiBa KAKBY JICKAPCTBEHH MPOAYKTH MpHUEMa MaIMeHTHT U Jia ce HaOJioaaBa 3a
HE)KEJTaHU PeaKIilii, CBbP3aHU ChC CHITBTCTBAIIMTE JEKAPCTBEHHU MPOAYKTH.

Peakiuu Ha CBPBXYYBCTBUTCIHOCT

[onmy4enu ca cpoOIIEHUS 3a aHAPHUIAKCHSA, PEAaKIMH Ha CBPBXYYBCTBUTEIHOCT U CEPUO3HH KOKHHU
peaxnuu (BKJIIOYUTEIHO TOKCHYHA eNUAepMaiHa HeKpOoIu3a U CHHAPOM Ha Stevens-Johnson) mpu
ynotpebata Ha Paxlovid (Bxk. Touka 4.8). [Ipu mosiBa Ha MpU3HAIM U CUMIITOMH Ha KIIMHIUYHO
3Ha4YMMa CBPBXYyBCTBUTEIHOCT WK aHamiIakcus, He3abaBHO npekparere Paxlovid u 3anouneTe
MOJIXO/ISAIIO JICUCHHUE W/VITH TTOIBPIKAIIN TPUXKH.



Texxka cTeleH Ha 6’B6D€qHO YBPCIKIAAHE

JlurcBaT KIMHAYHY JaHHU [TPU TAIMEHTH C TEXKa CTereH Ha ObOpeyHo yBpexaaHe (BKIFOUUTEITHO
MaIMeHTH ¢ TepMUHAIIeH cTanuii Ha ObOpeuna 6onect, ESRD). Bb3 ocHOBa Ha papMakoKMHETUIHU
JaHHU (BX. ToUKa 5.2) ynorpebaTa Ha Paxlovid mpu nauneHTu ¢ Texka cTeneH Ha 0bOpedHo
yBpeXIaHe OM MOrJia J1a TOBeJe 0 CBPbXEKCIO3UIMS ¢ TIOTCeHLIMaTHa TOKCHYHOCT. Ha To3u etamn He
MOJKe Ja ce J1ajie PenopbKa 110 OTHOIIIEHHE Ha KOPUTHUPAHE Ha JI03aTa, ThH KaTo ce O4aKBaT JIaHHU OT
cneuuanHo npoyusane. [lopanu ToBa, Paxlovid He TpaOBa fa ce M3M0JI3Ba NPH MALIUEHTH C TEKKA
crerneH Ha 0b0peyno yBpexnane (eGFR < 30 ml/min, BkmtounTtenno nauuentu ¢ ESRD, kouto ca Ha
XEMOINAJN3a).

Texxka cTeleH Ha IICDHO,Z[DO6HO YBPCXKAAHC

Hama q)apMaKOKI/IHeTI/I‘IHI/I 1 KIIMHUYHU JJaHHU ITPU IMaUCHTU C TCXKKa CTCIICH Ha qepHoz[po6H0
yBpexxaane. [Topanu ToBa, Paxlovid He TpssOBa aa ce M3M0I3Ba MIPH MAIIMEHTH C TEXKKa CTETICH Ha
YepHOAPOOHO YBpEXKAaHE.

XeIMmaTOTOKCHYHOCT

[pu nanmenTy, momyyasaiy pAUTOHABUP, ca HAOII0JaBaHN TIOBUIIICHHSI HA YePHOIPOOHUTE
TpaHCaMHHa31, KIMHUYHO U3SBEH XEMaTUT U kbaTeHuna. [lopaau ToBa TpsiOBa a ce 0Opbia
0co0eHO BHUMaHKE Npu npuiioxkenne Ha Paxlovid npu manueHTH chC ChILECTBYBAIY YePHOAPOOHH
3a00JIsIBaHUS, OTKIIOHEHHSI B YEPHOIPOOHUTE EH3UMHU WM XETIaTUT.

IloBumraBane Ha KPBBHOTO HAJIATAHC

CpoO11aBa ce 3a cliy4yau Ha XUIIEPTOHHs, OOMKHOBEHO HE TEXKKH U MPEXOJIHH, TI0 BPEMe Ha JICYCHHUE C
Paxlovid. Tpsi0Ba na ce 0OpbIla crienuaTHO BHUMaHHUE, BKIFOUUTEITHO PEIOBHO JIa c€ TPOoCie/siBa
KPBBHOTO HAJISITaHe, P MALMESHTH B CTapUecKa Bb3PacT, Thid KaTo Te ca C MO-BHCOK PUCK OT
MOoJTyYaBaHe Ha CEPUO3HU YCIOKHECHUS, CBbP3aHH C XUIIEPTOHHS.

Puck ot passurue na HIV-1 pe3ucteHTHOCT

TBi KaTO HUPMATPEJIBUP €€ NPUJIara €IHOBPEMEHHO C PUTOHABHP, MOKE Jja ChIECTBYBA PUCK OT
pasButue Ha pesuctenTHocT Ha HIV-1 kM HIV npoteasnn nHXuOGUTOpH MpH JHIIA ¢ HEKOHTPOJIHpPaHa
i HeauarHocturupana HIV-1 undexius.

ITomonrHu BCIICCTBA

TabneTkuTe HUPMATPEIBUP CHIBPIKAT JaKTO3a. [al[IeHTH ¢ peIKh HACIIeICTBEHU MPOOIIEeMH Ha
rajJakTo3Ha HEIOHOCUMOCT, ITBJICH JIAKTa3€H Ne(HULUUT WK TIII0K030-TaIakTO3Ha Manabcopouus He
TpsiOBa J1a MpreMaT TOBa JIEKapCTBO.

Bcesika oT TabieTKUTE HUPMATPETIBUP M PUTOHABUP ChIBPIKa MO-MaJKo oT 1 mmol HaTpwuii (23 mg) Ha
71034, T.€. MOKE J1a C€ Ka)ke, Y€ MPAaKTUIECKU HE ChIbpPKa HATPHIL.

4.5 BzaumopeiicTBHe ¢ IPYIrd JeKapCTBEHH NPOAYKTH U ApYyru (popMH Ha B3auMojaelicTBre

Edexr Ha npyru nekapcrBenn npoaykru Bepxy Paxlovid

Hupmatpensup u putonasup ca cyocrpatu Ha CYP3A.

EnnoBpemennoto npunoxenue Ha Paxlovid ¢ nekapcTBeHu nmpoaykTu, kouto uHaynupatr CYP3A,
MOTaT Jja IOHWKAT IUIA3MEHUTE KOHLEHTPALUA HA HUPMATPEIBUP U PUTOHABUD U Ja HAMAJIAT
TepaneBTHYHMA edekT Ha Paxlovid.



Ennospemennoro npunoxxenue Ha Paxlovid ¢ nekapcTBeH mpoaykT, koiro naxuoupa CYP3A4, moxe
J1a TIOBUIIIY TUIa3MEHUTE KOHIIEHTPALUN Ha HUPMATPENBUP H PUTOHABHP.

Edextu Ha Paxlovid BEPXY ApPYIHY JIEKAPCTBEHU MIPOIAYKTH

Jlexapcmeenu npodyxmu, koumo ca cyocmpamu na CYP3A44

Paxlovid (aupmarpenBup/puronasup) e momieH naxuouTop Ha CYP3A u noBumasa riasMeHUTe
KOHIIEHTpALMX Ha JIEKapCTBEHH MPOAYKTH, KOUTO ce MeTabomusupar rinasHo oT CYP3A. [Topagu ToBa
CBIIBTCTBAILATA YIOTpeOa Ha HUPMATPEIBUP/PUTOHABHUP C JEKAPCTBEHHU NMPOAYKTH, YUHTO KIUPBHHC B
rojsiMa creneH 3aBucu oT CYP3A u npu KoUTO MOBUIIEHUTE MJIa3MEHH KOHIIEHTPAIH CE CBhpP3BaT
ChC CEpHO3HU HM/WIIH )KUBOTO3aCcTpaIlaBaiy ChOUTHS, ca MPOTUBONOKa3aHu (Bx. Tabmuma 1).
CeroprerBamiara ynotpebda ¢ apyru cyoctpatu Ha CYP3 A4, koeTo Moske 1a 1oBee 1O HOTEHLIUATHO
3HAYMMU B3auMojieiicTBus (BxK. Tabnmma 1), TpssOBa 1a ce 0OMUCIIS caMo aKo MOJM3UTE MPEBUIIIABAT
PHUCKOBETE.

Jlexapcmeenu npodyxmu, koumo ca cyocmpamu na CYP2D6

B®3 ocHOBa Ha in Vvitro IpOy4YBaHUs, PUTOHABUP UMa BUCOK a)MHHUTET KbM HSKOJIKO H30(hOpMH Ha
nuroxpoM P450 (CYP) u moxe na uaxubupa okucienuero B cneanus pea: CYP3A4 > CYP2D6.
Ennospemennoro npunoxxenue Ha Paxlovid ¢ nekapcrsa, kouto ca cyocrpatu Ha CYP2D6, moxe na
MOBUINY KOHIIEHTpanuaATa Ha cyocrparute Ha CYP2D6.

Jlexapcmeenu npodykmu, koumo ca cyocmpamu Ha P-enuxonpomeun

Paxlovid chito uma Bucok apuHHTET KbM P-rmukomnporens (P-gp) 1 Moke a nHXUOMpa TO3u
tpancnoprep. [lopaau ToBa TpsiOBa a ce 0OpbIIa 0COOSHO BHUMAaHKE B CIIy4all Ha ChITbTCTBAINA
ynorpeba. TpsOBa ia ce H3BBpIIBa BHUMATEIIHO JICKAPCTBEHO MOHUTOPUPAHE 110 OTHOIICHHE Ha
0e30MmacHOCT U e(pUKACHOCT, KaTO HaMaJISIBAHETO Ha J03aTa MOYKE ChOTBETHO Ja CE aJlanTupa, WiH 1a
ce U304rBa ChIIBTCTRAIIA yIIOTpeoa.

Paxlovid Mo>xe a nHAyIMpa MIIOKypoHHUpaHeTo U okuciaenueto upe3 CYP1A2, CYP2B6, CYP2CS,
CYP2C9 u CYP2C19, xoero 1ie yckopu OUoTpaHchOpMaIusITa Ha HIKOU JIEKAPCTBECHH MPOTYKTH,
KOHUTO HM3IOJI3BAT TE€3U ITBTHUINA Ha META00JIN3BM, B PE3yJITAT Ha KOETO CUCTEMHATa eKCIIO3UIIHS Ha
TE€3U JIEKApCTBEHU MPOIYKTH 1€ € MO-HUCKA, KOETO MOXKeE Ja JOBEJE 10 HaMaJleH TepaneBTU4eH e(eKT
WM 12 CbKPAaTH NPOIBIDKUTEITHOCTTA MY .

B®3 ocHOBa Ha in Vvitro poy4YBaHuUs € yCTAaHOBEHO, Y€ HUPMATPEJIBUP MMa MTOTEHIMAN JJa MHXUOUpa
MDRI1 u OATP1B1 npu KTUHUYHO 3HAYMMH KOHLIEHTPALUH.

[IpoyuBaHusiTa 3a JIeKapCTBEHH B3aUMOJICHCTBYSI, ipoBeieHn ¢ Paxlovid, couar, ue nekapcTBeHUTE
B3aUMOJICHCTBHS CE ABJDKAT INIaBHO Ha puTOHaBHP. [lopany ToBa IeKapCTBEHUTE B3AaUMOICHCTBHS,
OTHACSIIIM CE 3a PUTOHABUP, ca Ipuioxumu 3a Paxlovid.

HeKapCTBCHI/ITe OPpOAYKTH, I/I36pOeHI/I B Ta6m/1ua Ica OPHUCHTUPOBBYHU U HEC MPCACTABIIABAT II'bJICH
CIIMCBK Ha BCUYKU BB3MOXXHU JICKAPCTBCHU NPOAYKTHU, KOUTO Ca MPOTHBOIIOKA3aHU UJIM MOT'aT Aa

B3aMMOJICHCTBAT C HUPMATPEIIBUP/PUTOHABHP.

Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha

B3auMojielicTBUe
Kaac jexapcTBen JlekapcTBeH NMPOAYKT, KiauHu4YHE KOMeHTapn
MPOAYKT NPUHAAJIEKAIl KbM KJaca
(mpomsina Ha AUC, npoMsiHa
HA Cinax)
Anda- TAndysocun [ToBumeHaTa mua3MeHa KOHIEHTPAIUS Ha
l-agpeHopernenTopHu andy30CUH MOKe Ja TOBEJIE JI0 TeXkKKa
AHTaroOHUCTH XUTIOTOHUS U TIOPaJH TOBA €
MIPOTHUBOIIOKA3aH (BX. Touka 4.3).




Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina

Kauanynun KOMEHTapu

HA Cinax)
1Tamcyno3ux Tamcyno3uH ce MeTabonu3upa
eKCTEeH3MBHO, I1aBHO 0T CYP3A4 u
CYP2D6, xato u ABaTa ce HHXHOUpAT OT
puronasup. Jla ce n30sresa ceIbTCTBAILIA
ynotpeba c Paxlovid.
IIpou3BogHu Ha TAMmderamun Puronasup, no3upan karo

am(eTaMuHa

AHTHUPETPOBUPYCHO CPECTBO, HAl-
BepoaTHo unxubupa CYP2D6 u nopaau
TOBa CE€ 0YAKBa /1a TIOBUIIN
KOHIIEHTpAlMKUTE HAa aM(eTaMHH 1
HeroBuTe npousBoaHu. [Ipenoppusa ce
BHHMATETHO HaOJIIOICHHE 32 HeXKEeTaH!
pEeaKIiy, KOraTo Te3H JeKapcTBa ce
npuiarat egHoBpemMenHo ¢ Paxlovid.

AmHanretniu

1bynpenopdun (57%, 77%)

[loBuieHusiTa B MIa3MEHUTE HUBA HA
OyrnpeHop(HH U HETOBHS aKTUBEH
MeTabONHUT HE BOISAT 10 KITMHUIHO
3HaYUMH (papMaKoIMHAMHUYHHU TIPOMECHU B
MOMyJIALKs MAIUSHTH C TOJIEPAHTHOCT KbM
ormrouay. [lopaau ToBa € Bb3MOXHO Ja HE
CE HaJIOXKU KOPEKIUS Ha J103aTa Ha
OympeHop(dHH, KOTaTo ABAaTa MPOAYKTA CE
MpHJIarat 3aeaHo.

1®eHTaHmN,
TOKCUKOJOH

Puronasup uaxubupa CYP3A4 u B
pe3yJiTaT Ha TOBA Ce 0YaKBa Jia IIOBHIIU
TJIa3MEHHUTE KOHIICHTPAINK Ha TE3H
HapKOTUYHH aHAITETHIH. AKO €
Heo0X0MMa ChIIBTCTBAIIA YIIOTpeda ¢
Paxlovid, oOMucIeTe HOHMKABAaHE HA
J103aTa Ha Te3W HAPKOTUYHH aHAITETHIIN 1
BHUMATEITHO MPOCJICAETE TePANICBTUIHHUTE
e()eKTH 1 HEeXKEIIAHUTE PCaKIHH
(BKITIOUHTETHO TTOTHCKAHE Ha TUIIAHETO).
Buxre otnenante KXII 3a rmoBeue
nHpOpMAIHs.

|Metanon (36%, 38%)

BB3MokHO € 1a e HeoOXoauMa MOBHIIICHA
71032 METaZ0H, KOTaTo ce Ipuiara
€IHOBPEMEHHO C PUTOHABUD, AO3UPAH
Kato (hapMaKOKHHETHYEH eHXaHCep,
Mopaay HHAYKIHS Ha TIIOKYPOHUPAHETO.
Tpsi6Ba na ce 0OMuUCIN KOPEKIMS Ha
J103aTa Bb3 OCHOBA Ha KIIMHUYHHUS OTTOBOP
Ha MaleHTa KbM JISYEHUETO C META/IOH.




Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

|Mopdun

Husara Ha MOpQuH MOXe Jla ca MOHWKECHU
Mopaay MHAYKIHA Ha TIIOKYPOHUPAHETO
OT €JHOBPEMEHHO MPHIIOKEHNUS, KaTO
(hapMaKOKMHETHYECH EHXaHCEepP, PUTOHABUP.

Tetnann

CwrrpTCTBaIIaTa yroTpeda Moxe aa
JIOBE/Ie 10 TIOBUIIIABAHE WM Y IbIKABaHE
Ha ONMUOMIHUTE ePeKTH. AKO
€JHOBPEMEHHOTO TPUIIOKCHUE €
HEO0XO0IMMO, 0OMHUCIIETE HaAMAISIBAHE Ha
no3ata netuauH. HaGmronaBsaiite 3a
MMOTHCKAaHEe Ha JTUIIAHETO U CeIUpaHe.

|IInpokcukam

[ToHmKeHa eKCIO3UIINS Ha MUPOKCHKAM
nopazau CYP2C9 unnykius ot Paxlovid.

AHTHCTECHOKAPTHH
cpencTaa

1Panona3zuH

[opaan naxubupanero Ha CYP3A ot
PUTOHABHUP CE€ OYaKBa KOHIIEHTpAIMATA HA
paHOJIa3uH J1a Ce TIOBHIIIN.
CBIIBTCTBAIIOTO TIPIIIOKECHHE C
paHOJIa3uH € MPOTUBOIOKA3aHO (BXK. TOYKA
4.3).

AHTHApUTMUYHU
CpencTBa

TAMHOIapOH
1 dnekanHug

ITopaau pucka OT 3HAUUTEIHO MMOBUILIEHUE
Ha CKCIIO3MIMATa Ha aMUOJapOH HUJIU
(I)J]eKaI/IHI/IIl M I10 TO3U HAYUH Ha
CBBP3aHUTE C TAX HEKEIIAHHU PEAKIINH,
eIHOBpEMEHHAaTa yrnotpeba TpsaOBa fa ce
M305rBa, OCBCH aKO HE € HalpaBeHa
MYJITUAUCHUIUIMHAPHA KOHCYJITalluA 3a
Oe3omaceH U300p Ha Ta3M OILIMSL.

1 Aurokcus

ToBa B3auMOCHCTBHE MOXKE Ja C& IBIDKU
Ha TOBa, Y€ pUTOHABHP MoAUDHUIIpa
Meauupanus ot P-gp edurykc Ha TUTOKCHH,
KOTaTO PUTOHABHP € JO3UPaH KaTo
(bapMakokrHeTHUYeH eHxaHcep. OJakBa ce
KOHIICHTpAIUATA HA TUTOKCHH JIa Ce
MOBHIIH. AKO ¢ Bh3MOXHO,
MpoCIIeIsABaiiTe HUBAaTa Ha JUTOKCHH M
CBBP3aHUTE C HCTOBOTO ITPUIIOKCHUC
0e30macHOCT ¥ e(hUKACHOCT.

1 Auzonupamu

PuronaBup Moxke a MOBUIIHM IJIa3MEHHUTE
KOHIIEHTpAIMK Ha AU30IUpPaMU]], KOETO
MOXE€ J1a JJOBEJIE 10 IOBUILIEH PUCK OT
HEXXEJTaHU ChOUTHSI, KaTO ChPJICYHU
aputMuu. Heo0xoaumo e moBHUIIeHO
BHIMAaHHE U CE MPENOpPbUBa TEPANIEBTHUCH
MOHHMTOPHHT Ha AU3ONHUPAMHU/I, aAKO €
HaJIM4EH.




Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina

Kauanynun KOMEHTapu

HA Cinax)
1 dponenaposx, EnnoBpemennara ynorpeba Ha pUTOHABHP
tponadeHoH, Ha-BEPOSITHO 11I€ JIOBEJIE 1O MOBUIIIEHU

1 XuHuaH

TTa3MEHH KOHIIGHTPAIMK Ha JPOHEAaPOH,
nponad)eHOH ¥ XUHUAMH U CIEI0BATEIHO €
MIPOTHUBONOKA3aHO (BX. Touka 4.3).

AHTHAaCTMAaTUYHU
cpeacTBa

| Teodpumun (43%, 32%)

BBb3MOXKHO € Tpu € JTHOBPEMEHHO
MIPUJIOKEHUE C PUTOHABHP /1 CE HATIOKHU
MpUEM Ha TI0-BHCOKA 71033 TCOPHITUH
nopaay naayknus Ha CYP1A2.

IIpoTtuBopakoBu
cpencTBa

1 AbemManukiInG

TAdaruand

T AnanyTamuz

CepyMHUTE KOHIIEHTPAIIUN MOXKeE Ja ca
MTOBUINIEHU ITOPA HHXUOWpaHEe Ha
CYP3A4 ot puronasup. CrprcTBaNaTa
ynorpeba Ha abemanukin6 u Paxlovid
TpsiOBa 1a ce u30sArea. AKo
CBITBTCTBAINATA YIIOTpeOa € OIleHeHa KaTo
Hen30exHa, BrokTe KXI1 Ha abemanukinuo
OTHOCHO TIPENOPHKUTE 32 KOPEKIIHS Ha
nosarta. [Ipocnensgaiite 3a HJIP, cepp3anu
¢ abeMaIKImo.

CepyMHHUTE KOHIICHTPALIMH MOXeE Jia ca
MOBHIICHHU MTOPAAN UHXHUOUPaHE OT
PHUTOHABHp Ha MPOTEHHA Ha
PE3UCTEHTHOCT Ha paKa Ha I'bplaTa
(BCRP) 1 65p30 1 CHITHO U3pa3eHO
nHxubupane Ha P-gp. Ctenenra Ha
nosumaBaHe Ha AUC n Crax 3aBUCH OT
BpPEMETO Ha MPUIOKEHUE HA PUTOHABHD.
Tpsi6Ba na ce 0OpbiIa 0cOOEHO BHUMaHUE
MPY TIPUIIOKEHUETO Ha adaTHHUO C
Paxlovid (x. KXII Ha adatunuo).
IIpocnenssaiite 3a HJIP, cBbp3anu ¢
adaTnnuo.

AnanyTamuz € yMepeH A0 CUJIeH
naaykrop Ha CYP3A4 u ToBa Moxe na
JIOBEJIe JI0 TIOHMKECHA SKCTIO3UIINS Ha
HUPMATPEIBUP/PUTOHABUD U TIOTCHIMATHA
3ary0a Ha BUPYCOJIOTWYEH OTroBop. B
JOIBITHEHUE, CEPYMHUTE KOHIEHTPAIMN
Ha anayyTaMHuI MOXe Ja ca MOBUIICHH,
KOTaTO Ce Mpujiara eJIHOBPEMEHHO C
PHUTOHABHP, KOETO BOJIU JIO MMOTEHIIHAT 32
CEPUO3HU HEXKEJIaHU ChOUTHS,
BKJTIOUHTEITHO PUIaIbLIH.
CwroprerBamara ynotpeda na Paxlovid ¢
arnagyTaMmu[ € IPOTUBOIIOKa3aHa (BXK.
Touka 4.3).
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

T LleputrHUO

1 Hazatuauo,
THunotunmo,
1BunGnacrtus,
1BuHKpucTUH

TEnxopadenud
THBocuaeHno

TdocramMaTHHNO

TUOpyTHHUO

CepyMHUTE KOHIIGHTPAIMH Ha EPUTHHUO
MOJKeE J]a ca MOBUILICHH TIOPaTH
naxuoupane Ha CYP3A u P-gp ot
putonasup. TpsOBa nga ce oOpbIa
0co0eHO BHUMaHKE NPHU MPHIOKEHNE HA
neputunu6 ¢ Paxlovid. Bmkre KXII Ha
HEPUTHHUO OTHOCHO MPENOPHKUTE 32
Kopekuus Ha no3ata. [IpocnensBaiire 3a
HJIP, cBbp3anu ¢ IEpUTHHUO.

CepyMHUTE KOHIICHTpALMU MOXKE Jla ca
MOBULICHU, KOTATO CE Mpuiara
€IHOBPEMEHHO C pUTOHABHUP, KOETO
MOTEHIINAIHO BOAH 0 IMOBUIIIEHA YECTOTa
Ha HE)XEJIAHUTE CHOUTHSL.

CepyMHUTE KOHIICHTPALIH Ha
eHKopadeHud Uim UBOCHICHUO MOXKE Ja
ca MMOBHIIICHH, KOTATO Ce Mpujiara
€THOBPEMEHHO C PUTOHABUP, KOETO MOXKE
Jla IOBHIIIHA PUCKA OT TOKCHYHOCT,
BKJIIOYHUTEIIHO Ha PUCKA OT CEPHO3HU
HEeXellaH! CHOUTHA KaTo yAbIKaBaHe Ha
QT wunrepnana. [la ce uzdsTBa
CBITBTCTBAILIATa YIIOTpeOa Ha
eHkopadeHuO MM UBOCHICHHO. AKO ce
CUMTAa, Y€ TI0JI3aTa IMPEBHIIaBa PUCKA U
puTOHABUP TPsIOBa Ja ce U3IMO0J3Ba,
MAIUEHTHUTE TPSOBa BHUMATEIHO J1a CE
MpOCIeIABaT 10 OTHOLICHHUE Ha
0e3omacHoCTTA .

CwbTeTBaIATA YIIOTPEOa HA
(hocramMaTHHUO C pUTOHABUP MOXKE Ja
MOBHIIIM €KCIIO3UIMATA Ha META0OINTA HA
¢ocramatuanb® R406, koeTo Boau 10
JI0303aBUCHMU HEXKEIaHU ChOUTHS KaTo
XEMaTOTOKCUYHOCT, HEYTPOIICHUS,
xuneptroHus wiu nuapus. Broxre KXII Ha
(hocraMaTHHIO OTHOCHO TIPEMOPHKUTE 32
HaMaJIsIBaHE Ha J103aTa, aKO CC MOSBSIT
TaKkuBa CHOUTHS.

CepyMHaTa KOHIICHTpAIHsI HA HOPYTHHHO
MOJKE Jia € TIOBHIIICHA MTOPaJX HHXHUOUpaHe
Ha CYP3A ot putroHaBup, KOETO BOAU 10
MTOBUIIIEH PUCK OT TOKCUYHOCT,
BKITFOUUTEITHO PUCK OT TYMOP-TTU3UC
cunapoM. ChIbTCTBAIIATA YITOTPeOa Ha

11




Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

THepatunu6

TBeHneToKnakc

nOpyTUHUO U PUTOHABHUP TPAOBa /1a ce
n30sTBa. AKO Ce CUMTa, Ye II0JI3aTa
MpEeBHUIIIaBa PUCKA U PUTOHABUP TPsIOBA 12
ce U3I0JI3Ba, HaMaJleTe 103aTa HOPYTHHUO
1o 140 mg u npocnensBaiiTe BHUMATETHO
MAIMEHTHUTE 32 TOKCUYHOCT.

CepyMHUTE KOHIICHTPAIIUH MOXKE J1a ca
MOBHIICHH MTOPaJIX MHXUOUpaHe Ha
CYP3A4 ot puronaswup.

CeropTcTBamIaTa ynorpeda Ha HepaTHHUO C
Paxlovid e npoTuBoIokasana nopaau
MOTEHIIHATTHO CEPUO3HU U/HITH
KHBOTO3aCTpalllaBaIlly PEaKIIny,
BKITIOUHUTEITHO XEMATOTOKCHYIHOCT (BK.
Touka 4.3).

CepyMHUTE KOHIIEHTPAIIUN MOXKeE Ja ca
IOBUILICHU ITOpaan I/IHXI/I6I/IpaHe Ha
CYP3A ot putronaBup, KOETO BOAM 110
IMOBUIICH PUCK OT TYMOP-JIM3UC CUHAPOM
TIPH 3aI04YBaHe Ha MPUIOKEHUETO U TIpe3
(hazara Ha MOBHUINIABaHE HA J103aTa, U
3aTOBA € MMPOTUBOIIOKA3aHO J1a Ce
M3MOJ3BAT 3aeaHO (BXK. Touka 4.3 u ce
o0BpHeTe 3a pedepeniusa kbM KXIT Ha
BeHeTok1akc). [Ipu manueHTuTe, KOUTO ca
3aBBpIIMIN (pa3ara HA yBeIMUaBaHE HA
J103aTa ¥ ca Ha YCTaHOBEHA JIHEBHA /1032
BEHETOKJIAKC, HaMalleTe Jlo3aTa
BEHETOKJIAKC Hal-Majako ¢be 75%, Korato
Cce U3I0N3Ba ChC CUJIIHUA MHXHUOUTOPHU Ha
CYP3A (Bx. KXII nHa BeHeTokakc 3a
WHCTPYKITUM OTHOCHO JIO3MPAHETO).

AHTI/IKany.TIaHTI/I

1 Anukcaban

1 aburarpan (94%, 133%)*

KomOunupanu P-gp u Moutau
nuxuoutopu Ha CYP3A4 nosumasat
KPBhBHUTE HUBA Ha alluKkca0aH U PUCKa OT
KbpBeHe. [IpenopbkuTe 3a no3aTta npu
€THOBPEMEHHO MPHUIIOKEHUE Ha annKcabaH
¢ Paxlovid 3aBucu ot nmo3ara Ha
anmkcaban. Bmkre KXII Ha anmnkcaban 3a
MoBeue HHpOpMaIys.

Ouakga ce ChITbTCTBAIIIaTa YIIOTPeOa Ha
Paxlovid ga moBuIIM KOHIIEHTpAIIUUATE HA
naburarpaH, KOETO BOJU J0 TIOBHIIABaHE
Ha pucKa OT KbpBeHe. Hamanere no3ara Ha
naduratpaH Wik U30ArBaiTe ChIIbTCTRAIIA
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

TPuBapoxcaban (153%, 53%)

Bapdapun,
11S-Bapdapun (9%, 9%),
lR-Bapdapun (33%)

ynotpe6a. Buxre KXII Ha gadurarpan 3a
JOITBITHATETHA HH(OpMAIIHSI.

Nuxubupanero Ha CYP3A u P-gp Boau 1o
MOBUIICHH MJIa3MEHU HUBA U
(dapmakoguHaMUYHU e(DEeKTH Ha
pHUBapokcadaH, KOETO MOXeE J1a JIOBEJIE JI0
MOBHIIICH PUCK OT KbpBeHe. [lopaau ToBa
ynotpebara Ha Paxlovid He ce npenopbuBa
MPY TALUEHTH, MTOTyYaBallH
pHuBapokcadaH.

Nunyxnusara Ha CYP1A2 u CYP2C9 Boau
JI0 TIOHMKEHH HUBa Ha R-BapdapuH,
JI0KaTo mpu S-BapdapuH ce HaOIro1aBa
ciab e(eKT 1o OTHOILICHUE Ha
(hapMaKOKMHETHKATa, KOTaTo Ce Mpujarat
€THOBPEMEHHO ¢ puTOHaBHp. [[oHMKEHNTE
HUBa Ha R-Bapdapun morar ga goBenat 10
HaMalleH aHTHKOaryJanTeH e(eKT, mopaiu
KOETO ce TIPEnophyBa Mpocie/iiBaHe Ha
napaMeTpuTe Ha KphbBOCHhCHPBAHETO,
Korato Bap(hapuH ce npuiara
€IHOBPEMEHHO C PUTOHABUP.

AHTHKOHBYJICAHTH

Kapbamazenuu*,
denobapbOuTa,
denuTounH,
IIpumunon

TKionazemam

| duBannpoekc,
JlamoTpuxuH

Kap6amazenun nonmxkaBa AUC 1 Chax Ha
HUPMAaTpPENIBUP ChC CHOTBETHO 55% u 43%.
denobapburan, GeHUTOMH U TPUMHUIOH ca
cwiHn uHaykTopu Ha CYP3A4 u ToBa
MOJKe J1a OBEZE A0 MOHMKEeHA
SKCTIO3UIIHsI HA HUPMATPEJIBUD U
PUTOHABUP U OTEHIHANIHA 3ary0a Ha
BHPYCOJIOTHYEH OTrOBOpP. CHITBTCTBAIIOTO
NPUIOKEHUE Ha KapOamaszenuH,
(denobapOuTan, HEHUTONH U IPUMHUIOH C
Paxlovid e nmpoTuBoIoKasaHo (Bx. TOUKa
4.3).

Moxe 1a € Heo0X0AMMO OHMKEHHE Ha
703aTa Ha KJIOHa3emaM, KoraTo ce Impuiiara
enHoBpemenHo ¢ Paxlovid u ce
IpernopbyBa KIMHUYHO MPOCIICSIBAHE.

Puronasup, no3upan karo
(apMaKOKMHETHYCH €HXaHCep, HHIyLupa
okuciaenueto upe3 CYP2C9 u
[TIIOKYPOHUPAHETO U B PE3yJITaT Ha TOBA
ce 0YaKBa Jia IIOHMKH ITa3MEHUTE
KOHIICHTpAIMK Ha aHTHKOHBYJICAHTHTE.
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Ta6anna 1:

B3auMoaecTBHE

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

IIpenopruBa ce BHUMATEIHO
MIPOCIIEsIBaHE HA CEPYMHUTE HUBA WIH
TepaneBTHYHHUTE e(EeKTH, KOTaTO Te3H
JIEKapCTBa Ce IpUiIaraT €JHOBPEMEHHO C
PUTOHABUP.

AHTHKOPTUKOCTEPOU
M

1 Keroxonazon (3,4 mbTH, 55%)

Puronasup uaxudupa CYP3A-
MeIUHUpaHUs METa00IN3bM Ha
KeTokoHa3oJl. [Topaau noBumieHara
4ecToTa Ha CTOMAIIHO-YPEBHU U
YepHOAPOOHH HEXKEJIAHU PEaKLUH TpsiOBa
Ila ce 0OMHUCIIM HaMaJIsIBaHE Ha J103aTa Ha
KETOKOHA30JI, KOraTo ce Mpuiara
€IHOBPEMEHHO C PUTOHABHP.

AHTHJIETIpECAHTH

T AMUTPUIITUIIVH,
@DyoKCeTHH,
Nmunpamus,
Hoprpuntnnus,
ITapokcerun,
Ceptpanun

Puronasup, no3upan karo
aHTHPETPOBUPYCHO CPEACTBO, NUMa
BeposTHOCT Aa naxuoOupa CYP2D6 u B
pe3ysITaT Ha TOBA C€ OYaKBa /1a IOBHILIHU
KOHIIEHTpAIMUTE Ha UMUTIPAMUH,
AMUTPUNTHINH, HOPTPUTITHIIVH,
(ITyOKCeTHH, MAPOKCETHH WM CEPTPAaHH.
[IpenoppuBa ce BHUMATETHO
MIPOCIEAABaHE HAa TEPAIIEBTUYHUTE U
HEXXENaHUTe ePEeKTH, KOraTo Te3U
JIEKapcTBa ce MpujIaraT ChbIIbTCTBAIIO C
AHTHPETPOBUPYCHH JJO3U PUTOHABUP.

Cpenctia cpemty
nojarpa

T Konxumua

OuakBa ce KOHLIEHTpALHUATA Ha KOJXULH
Jla ce TMOBHILH, KOTaTo Ce mpuiara
€IHOBPEMEHHO C PUTOHABUD.
JKuporo3zacTparmiaBamu 1 JeTaTHA
JIEKApCTBCHU B3aUMOJICHCTBHS CE
CHOOIIABAT MPH MAIMECHTH, JIEKYBaHU C
KOJIXMLIMH U PUTOHABHUP (MHXUOMpaHEe Ha
CYP3A4 u P-gp).

ChropTcTBamIaTa ynorpeda Ha KOJIXHLIUH C
Paxlovid e nmporuBoIokaszana (Bx. TOUKa
4.3).

Cpenctsa cperry
HCV

1 I'nexanpeBup/muOpeHTACBUP

1Codocodysup/BenmaracBup/
BOKCHJIATIPEBHP

CepyMHHUTE KOHIICHTPAIIUH MOXKE J1a ca
MOBUIICHHU NMOpaaAnu HHXHUOUpaHe Ha P-gp,
BCRP u OATP1B ot puronasup.
CpbpTCTBAIIOTO MPUIIOKEHUE HA
riekanpeBup/mudpentacsup u Paxlovid He
ce MpenopbyBa MOpaan YBETHUEHHUS PUCK
ot noBumasane Ha ALT, cBbp3aHo C
MOBHILIEHA EKCTIO3ULIMS Ha IIIeKalpeBUp.

CepyMHUTE KOHIIEHTPALIMN MOXKE Ja ca
MOBHILIEHH ITOPaIy MHXUOUpaHe Ha
OATP1B ot putonasup. CbIbTCTBAIIOTO
MIPHJIOKEHUE Ha
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

cohocOyBUp/BeNIaTaCBUP/BOKCHIAIPEBUP
u Paxlovid He ce nmpenopbuBa. Brxkre
KXII na
co(hocOyBHp/BeNIaTACBUP/BOKCUIAIPEBUP
3a JIOIIBJIHUTEITHA HH(POPMAIIHSI.

AHTHUXUCTAMUHU

Tdekcodpenanun

1Jlopatagun

1Tepdenanun

Puronasup, no3upan karo
(bapMaKOKHHETHYEH eHXaHCep, MOXKE 1a
Moaudupa Meauupanus ot P-gp eduyke
Ha ekcodeHa uH, KOeTO IIe TOBEE 10
MOBUILICHA KOHIIEHTPALS Ha
(dbexcodenanuH.

Puronasup, no3upan karo
(hapMaKOKMHETHYECH EHXaHCep, MHXUOUpa
CYP3A u mopaau ToBa ce o4akBa Ja
MOBHILN IJIa3MEHATa KOHLIEHTpalusa Ha
nopatanuH. [IpenopbuBa ce BHUMATEIHO
MIPOCIEAABaHE HAa TEPANIEBTUYHUTE U
HeKelTaHuTe e(eKTH, KOraTo JIOpaTauH ce
Mpujiara eIHOBPEMEHHO C PUTOHABHP.

[ToBuiIeHn MIa3MEeHN KOHLIEHTPALUH Ha
tepdenanu. ToBa moBuIIaBa pucKa OT
CEpUO3HU apUTMUH OT TOBA CPEACTBO U
3aTOBa CHIIBTCTBAIIATA yIOTpeda ¢
Paxlovid e mpoTuBoIokazana (BK. TOUKa
4.3).

Cpenctsa cperry
HIV

tbukrerpaBup/
—Emtpunurabun/
1Tenodosup

TEdasupenr (21%)

TMapasupoxk (161%, 28%)

PuToHaBup MOXXE /12 TOBUILY 3HAYUTEITHO
TUTa3MEHUTE KOHIIEHTPAIUHU Ha
OMKTErpaBup upe3 HHXUOUpaHe Ha
CYP3A. OyakBa ce puTOHaBUp Aa MOBUILN
abcopOuusiTa Ha TeHOhOoBHD anadeHammuy
ype3 naxudupane Ha P-gp, ¢ koeto
MOBHIIIaBa CUCTEMHATa KOHIICHTPALUs Ha
TeHO(OBHP.

ITo-BUCOKa YeCTOTA HA HEKETAHU PEaKIU
(Hamp. 3aMastHOCT, TaJicHe, apecTe3ns) U
OTKJIOHCHHS B PE3YJITATUTE OT
J1a00PaTOPHU U3CIIeABAHUS (TOBUIICHU
4epHOIPOOHY €H3UMH) ca HaOII0aBaHH,
Koraro eaBupeHI| € MpuIaral
eIHOBPEMEHHO C PUTOHABHD.

PuTonaBup moBuIIaBa cEpyMHUTE HUBA HA
MapaBUPOK B pe3yJITaT Ha MHXUOUpaHe Ha
CYP3A. MapaBupok MOXe Ja ce mpusara
C PUTOHABHP 3a MMOBUIIIABAHE Ha
EKCITO3UIINATA HAa MapaBUPOK. 3a
JOITBITHATETHA HH(POPMAIIUS BIKTE
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Ta6anna 1:

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

B3auMoaecTBHE

Kuac jiekapcrBen

NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

|Panrerpasup (16%, 1%)

|3unoBynun (25%, HEycT.)

KpaTKaTa XapaKTepUCTHKa Ha MPOAYKTa,
ChIbpIKaIl MapaBHPOK.

CerpreTBaIIaTa ynorpeda Ha pUTOHABUP U
pajirerpaBup BOAM JO HE3HAUUTEITHO
MTOHMKEHHNE HA HUBATa Ha palTErpaBup.

PutonaBup Moxe 1a uHAYLMpA
[VIIOKYPOHUPAHETO Ha 3UA0BYIMH, KOETO
BOJY 10 JICKO ITOHM)KEHU HMBA Ha
3unoBynuH. Kopekiuu Ha 03ata HIMa J1a
ca HEOOXOIMMHU.

AHTHUHEKITMO3HH

cpencTaa

| AToBaxoH

Tbenaxunun

1 Knapurpomunuus (77%, 31%),
| 14-OH merabonut Ha
knaputpomutiaH (100%, 99%)

Puronasup, no3upan karo
(apMaKOKHHETHYECH €HXaHCep, HHIyLUpa
[JIIOKYPOHUPAHETO, KaTo B PE3yJITaT Ha
TOBa C€ OYAKBA /12 MOHWXU IJIA3MEHUTE
KOHIICHTpAIK Ha aToBaxoH. [IpenopbuBa
ce BHUMATEIHO IIPOCIIEsIBaHEe Ha
CEPYMHHUTE HUBA WUJIU TEPAIIEBTUUHUTE
edeKTH, KoraTo aTOBaXxoOH ce Mpujara
€HOBPEMEHHO C PUTOHABUD.

He e npoBexxaano npoyyBaHe Ha
B3aMMOJCHCTBHUATA CAMO C PUTOHABHP.
[Topanu pucka oT cBbp3aHH ¢ OeTaXUIUH
HEXXEJIaH! CHOUTHSI, €THOBPEMEHHOTO
pUIoKeHUe TpAOBa a ce n30sarsa. AKo
[10J13aTa MPEBUIIIaBa PUCKa,
€HOBPEMEHHOTO MPUIIOKEHHE Ha
OeIaxwiIMH ¢ PUTOHABUD, TPsIOBa 11a ce
W3BBPIIY C IOBUIIEHO BHUMAaHUE.
[IpenopruBa ce mo-yecto npociensBaHe
4pe3 eNeKTpoKapAnorpaMa 1 Hal o IcHHe
Ha TpaHcamuHazute (Bx. KXII 3a

Oemax InH).

[Topaau roneMust TeparneBTHICH PO30PeL
Ha KJIAPUTPOMUIIMH HsMA J1a €
HEOOX0IMMO HaMaJIeHHE Ha J103aTa Mpu
MAIMeHTH ¢ HOpMaJiHa ObOpeyuHa
¢byHkwms. /1031 KITapuTPOMHUIHH, 0-
rojemu oT 1 g Ha JieH, He TpsOBa J1a ce
npuiaarat € IHOBPEMCHHO C pUTOHAaBUP,
J03UpaH KaTo hapMaKOKUHETHYCH
enxancep. [Ipu nanuenTure ¢ 660pedHO
yBpeXIaHe TPsIOBa Jja ce 0OMHUCIH
TIOHIDKAaBaHE Ha 7103aTa KJIAPUTPOMHIIUH:
IPY MAIMEHTH ¢ KPEaTHHUHOB KIUPBHC OT
30 mo 60 ml/min no3ara TpsibBa na ObIe
HamaseHa ¢ 50% (Bx. Touka 4.2 3a
MAIUEHTH C TeKKO OBOPEUHO YBpeKIaHe).
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Ta6anna 1:

B3auMoaecTBHE

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

Jenamanun

TEputpomunus,
TUtpakonazon*

1@y3unoBa KHCEIMHA
(mpuaraHa cuCTEMHO)

1Pudabytun (4 nbTH, 2,5 MTHTH),
125-0-ne3anerun pudadyTin
Metabomuta (38 mbTH, 16 THTH)

He e nmpoBexxnano npoyyBaHe Ha
B3aUMOJICUCTBUATA CAMO C PUTOHABUP.
[Ipu npoy4uBaHe Ha JEKAPCTBEHUTE
B3aMIMOICHCTBUS TIPU 3[[PaBH JOOPOBOIIU
nenamaHua, npueMad no 100 mg 1sa nbTH
JTHEBHO U JIOIIMHABUP/PUTOHABHP

400/100 mg aBa rbTH JHEBHO 3a 14 nHH,
EKCIO3UIIMATA HAa MeTabOoIuTa Ha
nenamanng DM-6705 ce mosumasa ¢ 30%.
[Topanu pucka ot yapnkaBane Ha QTc,
cBbp3ano ¢ DM-6705, ako
€IHOBPEMEHHOTO MPUJIOKEHUE HA
JIeTaMaHu]l C PUTOHABHP CE CUMTA 32
HE00X0MMO, C€ IPEOPhYBa MHOTO YECTO
npocnensaBane upe3 EKI mpe3 nenus
nepuo/ Ha sieuenue ¢ Paxlovid (Bxk. Touka
4.4 n HamlpaBeTe CIpaBKa ¢ KpaTKaTa
XapaKTEepPUCTHUKA Ha MPOTYKTa, ChIbPIKAII
JIeITaMaHMI).

Ntpaxonazon nmosumasa AUC 1 Cax Ha
HUPMATpPEIBUP ChC CHOTBETHO 39% 1 19%.
Puronasup, no3upan karo
(hapMaKOKMHETHYECH EHXaHCep, MHXUOUpa
CYP3A4 u B pe3ynraT Ha TOBa ce O4aKBa
J1a TIOBUIIIN TUTa3MEHHUTE KOHIIEHTPALUK Ha
WUTPAaKOHA30JI U epUTPOMHIIMH.
[IpenopbuBa ce BHUMATETHO
npociensBaHe Ha TEPaeBTUIHNTE U
HEeXeJlaHUTe e()eKTH, KOraTo
CpUTPOMULIMH WJIN UTPAKOHA30J Ce
npuiiarat eIHOBPEMEHHO C PUTOHABUD.

ITopaau pucka OT 3HAUUTEIHO MMOBUILIEHUE
Ha eKCIIO3MIUATA HA Py3UI0Ba KHCEITHHA
(mpusaraHa CHCTEMHO) U CIIIOBATEITHO Ha
CBBP3aHUTE C HCA HCKCIIAaHU PCAKIIUN
TpsiOBa J1a ce U30srBa eJHOBPEMEHHOTO
MPUIOKEHUE, OCBEH aKO HE ¢ HalpaBeHa
MYJITUAUCHUIUIMHAPpHA KOHCYJITalluAd 3a
Oe3omaceH U300p Ha Ta3M OILIMSL.

Koraro ce npuiiara eJHOBpeMEHHO €
PHUTOHABUP KaTO (hapMaKOKHHETHYCH
SHXaHcep, HOPaaH TOIIMOTO YBETUUCHHE
Ha AUC Ha pudadyTtun, Mmoxe aa Obae
MOKa3aHO HaMaJIsIBaHe Ha J03aTa
pudadytun 10 150 mg 3 nbTH Ha
CeIMHIIA.
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Ta6anna 1:

B3auMoaecTBHE

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina

Kauanynun KOMEHTapu

HA Cinax)
Pudamnunum, Pudammuiun u pudaneHTiH ca CUITHA
Pucdanentun naaykropu Ha CYP3A4 u ToBa Moxe na

CynameToKca3on/TpUMeTpoIIp
UM

| Bopuxonazoin (39%, 24%)

JIOBEJIe JI0 TIOHMKECHA CKCTIO3UIINS Ha
HUPMAaTpENBUP/PUTOHABUD, TOTCHLIMAIHA
3ary0a Ha BUPYCOJIOTUYEH OTIOBOP U
BB3MOKHA PE3UCTEHTHOCT.
CepTcTBaIATa YIIOTpeOa Ha
pudammnuimH uii pudaneHtud ¢ Paxlovid
€ IPOTUBOIOKAa3aHa (BXK. Touka 4.3).

Hsma na e Heobxoanma npomsiHa Ha
no3aTa cyJ(haMeToKCa30J/TPUMETPOIIPUM
10 BpeMe Ha CHITbTCTBAIIA TEPAITHs C
PUTOHABUD.

CproprcTBamiara ynorpeda Ha
BOPMKOHA30JI U1 PUTOHABUD, TO3UPAH KaTO
(apMaKOKHMHETHYCH €HXaHcep, TpsAOBa oa
ce u304rBa, OCBEH aKO OLICHKATa Ha
CHOTHOIIICHHUETO MOJI3a/PHCK 3a MallUeHTa
oIpaBjiaBa ynorpedara Ha BOPHKOHA30J1.

AHTHIICUXOTHIIA

TKnozanux

1 Xanonepuaon,
1Pucnepunon,
1 Tuopnnasux

1Jlypazunion

[Topaau pucka OT 3HAYUTEITHO NOBUILICHUE
Ha EKCIIO3MLUATA HA KIIO3aIHH H
CIICJIOBATEIIHO Ha CBBP3AHUTE C HETO
HEXKEJTaHU peakiny TpsiOBa ja ce n30sraa
eTHOBPEMEHHATa yHoTpeba, OCBEH ako He
€ HarpaBeHa MyJITHIUCIUILTHHAPHA
KOHCYJITAIHMs 3a Oe30maceH n300p Ha Ta3H
OTIIIHSI.

PuTonaBup Hali-BepOsTHO I1lle HHXHOUpa
CYP2D6 u B pe3ynrar Ha TOBa ce O4aKBa
J1a TIOBUIIIN KOHIIEHTPALlMUTE HA
XaJIOTNIEPUI0JI, PUCIIEPUIOH U THOPHIA3UH.
[IpenopruBa ce BHUMATETHO
MPOCIIEASIBaHE HA TEPAIIEBTUUHUTE U
HEXENaHUTe ePeKTH, KOraTo Te3U
JIEKapcTBa ce MpuIaraTr eAHOBPEMEHHO C
PUTOHABUD B O3M 32 aHTUPETPOBUPYCHA
Tepanus.

[Mopaau nuxubupanero Ha CYP3A ot
PUTOHABUP CE OYaKBa KOHIICHTPAIIUATA Ha
Jypa3uJIOH Jia CE MOBHIIIH.
ChITBTCTBAIIOTO MIPHUIIOKEHUE C
Jypa3uioH € MPOTUBOIOKA3aHO (BXK. TOYKA
4.3).
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

TIInmoznx

TKBetnanun

CrpTCTBAIATa YIIOTpEeOa HA pUTOHABUP
Hal-BepOSITHO 1€ TOBEAE 0 MOBUIICHH
TUTa3MEHH KOHIICHTPAIMH Ha TUMO3UI 1
CJICZOBATEHO € MPOTHUBOIOKA3aHO (BXK.
Touka 4.3).

Iopanu nnxubupanero Ha CYP3A ot
PHUTOHABUD C€ OYaKBa KOHIICHTPAIUUTE HA
KBETHAITHH J1a CE TIOBUIIIAT.
CeroprerBamiara ynotpeba Ha Paxlovid n
KBETHAIIMH € IPOTUBOIOKA3aHO, Thil KaTo
MOJKE J]a TOBHIIHN TOKCUYHOCTTA, CBbpP3aHa
¢ KBeTHanwuH (BX. Touka 4.3).

CpencTsa 3a JeUCHHE
Ha J0OpoKadecTBeHA
MpOCTaTHA
XUNEePIUTa3ust

1Cutono3uH

ChIrbTCTBAIIIOTO MPHIIOKEHUE €
MIPOTUBOIIOKA3aHO MOPAIH MOTSHIINANT 3a
M0sIBa Ha MOCTypajiHa XUIIOTOHHUS (BXK.
Touka 4.3).

B2-aronuctu
(mBaTOCHCTRAIIIN)

TCanmerepon

Putonasup unxubupa CYP3A4 u B
pe3ynTaT Ha TOBa C€ OYaKBa U3pa3eHO
MOBHIICHUE Ha TIa3MeHAaTa KOHIICHTPAIHSI
Ha caJMeTepOJl, KOETO BOJHM JIO MOBHUIICH
PHCK OT CHPACYHOCHAOBU HEXETaH!
CBHOUTHS, CBBP3aHU ChC CATMETEPOII,
BKJIIOUUTENHO YabKaBane Ha QT
WHTEpBaJia, NAIUTAIHA U CHHYCOBa
taxukapnus. [Topamu ToBa TpsiOBa na ce
n305TBa CHIIBTCTBAIIATA yIIOTpeOa ¢
Paxlovid.

Kanmuesn
aHTaroOHUCTH

T AMIOIUNVH,
1 Quntuasem,

1 DenoaunuH,
THukapaunus,
THudenunus,
TBepanamun

1Jlepkanugunun

Puronasup, no3upaHn kKato
(hapMaKOKMHETUYCH SHXaHCEP WM KaTo
AHTUPETPOBUPYCHO CPEICTBO, HHXHOMPA
CYP3A4 u B pe3ynrar Ha TOBa ce O4aKBa
Jla ce MOBHILAT MJIa3MEHUTE
KOHIICHTpAIMK HA aHTarOHUCTUTE Ha
KanueBuTe kKaHanu. [Ipernopbusa ce
BHUMATEJIHO [IPOCIIC/IIBaHE Ha
TEPANICBTUYHNUTC U HCKCIIAHUTEC e(i]eKTI/I,
KoraTto aMJIOJMITMH, TUJITHA3EM,
(enoIunuH, HUKapIUIHUH, HU(EAUTHH
WM BepalaMHuIl ce puiarat
€IHOBPEMEHHO C PUTOHABHP.

EnHOBpEMEHHOTO NMPUIIOKEHUE HA
nepkanuaunuH U Paxlovid TpsOBa na ce
H30ArBa.

CbpaedyHOCHI0BU
cpencTBa

TAnucKupeH

Jla ce u3bsTBa CHIIBTCTRAINA YIOTPEOa C
Paxlovid.
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

Tunocraszon

Kionunorpen

TEmepeHoH

THBabpamun

[IpenopruBa ce KOpUTHPAHE HA J03aTa
muitoctazon. Bmkre KXIT Ha nmmocTaszon
3a MoBeue HH(popMarys.

EnHoBpeMEHHOTO MPUIIOKEHUE C
KJIONMUAOrPEN MOKE J]a IOHUKU HUBATa Ha
aKTUBHHS MeTabOIHT Ha Kionuaorpen. Jla
ce M304rBa ChIIBTCTBAIIA YITOTPeOa ¢
Paxlovid.

ChIBTCTBALIOTO NPHIIOKEHUE C
CIJICPEHOH € MPOTHUBONOKA3aHO OPaan
MOTEHIIHAN 33 pa3BUTHE HA
XunepkaigneMmus (Bx. Touka 4.3).

ChIBTCTBALIOTO NPHIIOKEHUE C
nuBabpaIuH € IPOTUBOIIOKA3aHO MOPaaAN
MOTEHIIMAN 32 TO0sBA Ha OpaTuKapIus Win
MIPOBOJIHY HapyIIeHus (BX. Touka 4.3).

1 Tukarpenop

[Topaau pucka OT 3HAYUTEITHO ITOBUIIICHUE
Ha eKCIO3UIUATA HA THKATPesop U
CJIEJIOBATEITHO Ha HETOBUTE CBBP3aHU
HEeXellaHU CHOUTHA TPIOBa 1a ce u30srea
€JIHOBPEMEHHOTO IPUIIOKECHUE, OCBEH aKo
HE ¢ HallpaBeHa MYJITHANCIUIUIMHAPHA
KOHCyJITalms 3a 6e3omaced n300p Ha Ta3u
OIIIHS.

IToTennmaTopu Ha
perynaropa Ha
TpaHCcMeMOpaHaTta
MIPOBOJAUMOCT ITPH
MYKOBHCIIAI03a

1Enekcakadrop/
Te3akadrop/uBakadTop,
THBakadrop,

1 Tezakadrop/uBaxadrop

Hamanere no3ata npu e JTHOBPEMEHHO
npuioxenue ¢ Paxlovid. Biokre
oraenaute KXII 3a noseue nadopmarms.

Jlymakadrop/uBakadTop EnHoBpeMEHHOTO NPUIIOKEHUE €
MIPOTHUBOIIOKA3aHO MTOPAIX MOTCHIINATHA
3ary0a Ha BUPYCOJIOTUYCH OTTOBOP H
BB3MOJKHA PE3UCTEHTHOCT (BXK. TouKa 4.3).
WNuxuburopu Ha 1CakcariunTua [IpenopruBa ce KOpUrupane Ha Jo3aTa
JUNSITH I cakcarnmunTtuH. Bmkre KXIT Ha
nentupasa 4 (DPP4) CaKCarJIMOTHH 3a MoBeye nHdpopmanus
AHTaroHucTH Ha TbocenTtan CwrpTeTBaIaTa ynoTpeda Ha OOCEHTaH U
CHJIOTCITUHOBUTE PUTOHABUP MOXKE J1a TTIOBUIITH
peuenropu MaKCUMAJIHHUTE KOHLICHTPAIUU Ha
0OCEHTaH B CTAIlHOHAPHO CHCTOSTHUE
(Cmax) 1 AUC.
TPuonuryar CepyMHHUTE KOHIICHTPAIIUH MOXKE J1a ca

MTOBHILIEHH ITOPaIy MHXUOUpaHe Ha
CYP3A u P-gp ot puronasup. He ce
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Ta6anna 1:

B3auMoaecTBHE

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina

Kauanynun KOMEHTapu

HA Cinax)
[IPENopbYBa €THOBPEMEHHOTO
npuiIokeHue Ha puoruryar ¢ Paxlovid
(Bx. KXII Ha puonuryar).
EproramunoBu 1 AMXuapoeproTaMyH, CpropTcTBaIIaTa ynorpedba Ha pUTOHABUP
IIPOU3BOJHHU TEpronosus, Hal-BEPOSITHO 1€ TOBEAE O NOBUIIECHU
TEproramus, IJIA3MEHU KOHIICHTPAlUU Ha
TMeTuneproHoBuH €proTaMUHOBUTE NIPOU3BOIHU U
CJIEZIOBATEIHO € IPOTUBOIIOKA3aHO (BXK.
Touka 4.3).
Cpenctaa, THuzanpun [ToBuieHa ma3MeHa KOHLIIEHTpalus Ha
MOBJIUABAIIN nu3anpul. ToBa moBuIIaBa pucka oT
CTOMAIIIHO-YPEBHHUS CEpUO3HU apUTMHUU NIPH yroTpedaTa ¢ ToBa
MOTHJINTET CPEZCTBO U 3aTOBA ChIIBTCTBAIATA

ynotpeba Ha Paxlovid e nporuBomnokazana
(Bk. Touka 4.3).

BunkxoBu nponyktu

Kbnt kaHTaproH

CorrpreTBamaTa ynorpeda Ha OMIKOBU
npenapaTH, ChAbPIKAIIN KbJIT KAHTAPHUOH
(Hypericum perforatum) n Paxlovid e
HPOTHBOIIOKA3aHa, TIOpaId PUCKa OT
TIOHIDKEHA TUTa3MEeHa KOHIICHTPALHS U
MOHIDKCHU KIIMHUYHH e(PeKTH Ha
HUPMAaTPEJIBUP U PUTOHABUD (BXK. TOUKA
4.3).

HMG Co-A
pelyKTa3HU
MHXUOUTOPH

TATopBacTaTuH,
®dnyBacTaTuH,
JloBacTaruH,
IIpaBacTartuH,
PosyBacrartumn,
CumBacTaTuH

OuaxBa ce HMG-CoA penykra3uure
WHXUOUTOPH, KOUTO Ca CHUITHO 3aBUCHMU OT
Mmetabomm3ma upe3 CYP3A, kato
JIOBAaCTaTWUH U CUMBACTAaTHH, Jja UMatT
3a0eNeKMMO TOBUILIIECHH T1a3MEHH
KOHIICHTPAIIMH, KOTaTo Ce MpuiiaraTt
€THOBPEMEHHO C PUTOHABHUD, J03UPaH
KaTo aHTUPETPOBUPYCHO CPECTBO MITH
KaTo (hapMaKOKHMHETHUYEH eHxaHcep. Tpi
KaTo MOBUIICHUTE KOHLIEHTPALUU Ha
JIOBAaCTaTUH U CHMBAaCTaTUH MOTaT Ja
MPEepasnooKaT MalUeHTUTE KbM
MHOTIATUH, BKIIOYUTEIHO PadIOMHOIN3a,
KOMOWHHMPAHETO Ha TE3H JICKApCTBEHU
MPOAYKTH C PUTOHABHP €
MPOTHUBOINOKA3aHO (BX. Touka 4.3).
MeTtabonu3MbT Ha aTOPBACTATHH € B MO-
MaJka crerneH 3aBucuM oT CYP3A.
Bwnpeku ue enMMUHUpPAHETO HA
po3yBacTaTuH He € 3aBucuMo oT CYP3A,
cboOIIaBa ce 3a MOBUIIEHA EKCIIO3ULINS Ha
PO3yBacTaTHH IpU €THOBPEMEHHO
NPUWIOKEHUE C pUTOHABHP. MeXaHU3MBT
Ha TOBa B3aWMO/ICHCTBUE HE € SICCH, HO
MOJKeE J]a € B pe3yJITaT Ha MHXUOUpaHe Ha
Tpancnoprep. Koraro ce n3nosnssa ¢
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Ta6anna 1:

B3auMoaecTBHE

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

pUTOHABUP, JO3UPaH KaTo
(hapMaKOKHHETHYEH EHXaHCep UIIH KaTo
AHTHUPETPOBUPYCHO CPEACTBO, TPSAOBA 12
ce MpwiaraT Bb3MOKHO HaH-HUCKUTE TO3U
aTOPBAaCTATUH WX pO3yBacTaTHH.
MeTabonu3MbT Ha IPaBaCTaTUH U
¢dnyBactatuH He € 3aBucuM 0T CYP3A u
HE C€ OYaKBaT B3aUMOJCHCTBUSA C
pUTOHABUP. AKO € [TOKa3aHO JeUeHHe ¢
HMG-CoA penykrazeH HHXHOHUTOP,
MIpeNnopbrYBa € Ja C€ U3MOI3BaT
MPaBacTaTUH WX (IIyBacTaTHH.

XopMOHAJIHUA
KOHTpAaIenTHBU

|Etuaunectpaanon (40%, 32%)

[Nopanu moHMXEeHUsT Ha KOHIIEHTPAIIUATA
Ha eTUHHJIECTPAJINOI TPsOBA Ja ce
OOMHCIAT OapHepHU WU JPYTH
HEXOPMOHAJIHM METOAM Ha KOHTPALCTILHS
IPH CBHITBTCTBAIIA YIOTpeOa Ha
PHUTOHABHUD, JO3UPAH KAaTO
AQHTHUPETPOBUPYCHO CPEICTBO WIIM KaTO
(dapMaKoKHHETHUYECH eHxaHcep. Putonasup
Hali-BepOSTHO IIe MPOMEHU Npoduita Ha
KBbPBEHE OT MaTKaTa U e HaMaJll

e eKTUBHOCTTA Ha KOHTPALICIITUBHTE,
ChABPXKAIIM €CTPAANOI.

MmyHocynpecanTi

TBoknocnopuH

CwrbpTCTBaIATA YIIOTPEOa ©
MPOTHBOIIOKA3aHa MMOpaJiv IOTCHITUAT 32
pasBUTHE HA OCTPa M/UIM XPOHUYHA
HEPPOTOKCHYHOCT (BXK. Touka 4.3).

MmyHocynpecanTu

MNuaxubuTtopy Ha KaIIIMHEBPHH:
T LukmocnopuH,
1Takposumyc

Wuxuburopu nHa mTOR:
TEBeposnmyc
TCuponumyc

Puronasup, no3upan karo
(apMaKOKHHETHUYECH EHXaHCep HHXUOHpa
CYP3A4 u B pe3ynrar Ha TOBa ce O4aKBa
Jla TOBUIIIM TUIA3MEHUTE KOHLEHTPALUH Ha
LUKJIOCTIOPUH, EBEPOIUMYC, CUPOIUMYC U
Takponumyc. ToBa eTHOBPEMEHHO
MpUIOKEHUE TPSIOBa Jla ce OOMHUCIIN CaMO
MpY BHUMATEITHO U PEIIOBHO MPOCIICSIBAHE
Ha CEPYMHHUTE KOHIICHTPAI[H Ha
HUMYHOCYTIpEcopa, 3a Ja ce HaMaJli 103aTa
MY B CbOTBETCTBHE C aKTyaJHUTE
yKa3aHHA U J1a ce N30erHe NpeKkoMepHa
SKCTIO3UIIHSI U TIOCIIE/IBAIIIO TOBHUIIIABAHE
Ha YecTOoTaTa Ha CEPHO3HU HEXKETaHU
peaKkiuu, CBbp3aHu ¢ Hero. BaxHo e
BHUMATEJHOTO U PEAOBHO NPOCEAsIBaHE
Jla ce U3BBPILIBA HE CaMO 10 BpeMe Ha
enHOBpeMeHHus npueM ¢ Paxlovid, Ho u
clies1 jedeHneTo ¢ Hero. Kato 1o, 3a
KOHTPOJI Ha JICKAPCTBCHUTE
B3aMMO/ICHCTBUS c€ IPENOPHYBa
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Ta6anna 1:

B3auMoaecTBHE

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

KOHCYJITAIMS C MyJITHIUCIUIUINHAPEH
CKUII 32 CIpaBsiHE C Bb3HUKBAIIUTE
CJIO’)KHOCTH, IPOU3TUYAIIH OT
€IHOBPEMEHHHUsI ITpHeM (BXK. Touka 4.4).

Wnxuburopu Ha
Janus xunHaza (JAK)

1TodauurnaNo

[IpenopbuBa ce KOpUrHpaHe Ha J03aTa
todarutuano. Brxre KXII Ha
TodannuTHHUO 3a IoBeue MH(OopMaIHs.

1Ynagarutuauo

IIpenoprkure 3a 1o3ara npu
€THOBPEMEHHO MPWIOKEHUE HA
ynaganutuauO ¢ Paxlovid 3aBucu ot
MOKa3aHUETO Ha yHaJalluTHHHO.

Bwxkre KXIT Ha ynmagaiutuau0 3a moBeye
nHpOopMaIusl.

Jlunmupomoauduimpa
1 CPENICTBA

1JloMuTanug

WNuxuburopure na CYP3 A4 nosumasar
CKCTIO3UIMSTA HAa TIOMHUTAIHI, KaTO
CHJTHUTE HHXUOUTOPH IMOBHUILIABAT
EKCTIO3UIHSITA IPUOIH3UTENHO 27 TBTH.
[Mopaau nuxubupanero Ha CYP3A ot
PHUTOHABHD CE€ OYaKBa KOHIICHTPAIIMATA Ha
JIOMUTAIUA Ja C€ YBEIUYH.
CwoprerBamara ynotpeda na Paxlovid ¢
JIOMUTAINUA € MPOTUBOIIOKa3aHa (BXK.
KpaTKara XapaKTepUCTHKa Ha IPOIYKTa
somuTanun) (Bx. Touka 4.3).

JlekapcTBeHn
MPOJIYKTH 32 JICUCHHE
Ha MUTPEHA

TEnerpunran

EnHOBpEMEHHOTO NPUIIOKEHUE HA
CJICTPUNTAH B PAMKHUTE Ha Hal-MaJKO

72 yaca ciex npueM Ha Paxlovid e
MIPOTUBOIOKA3aHO MOPAIX NOTEHINANA 32
CEpUO3HU HEXEJIaH! PeaKklnHy,
BKJIIOUUTENTHO ChPJECYHOCHIOBH U
MO3BYHOCHIOBU ChOUTHSA (BXK. TOuKa 4.3).

TPumerenanT

Jla ce u3bsTBa CHIIBTCTRAINA YIOTPEOa C
Paxlovid.

AHTaroHucTy Ha
MUHEPATKOPTUKOU-
HUSI peLienTop

1 ®uHEpeHOH

EnHOBpEMEHHOTO NMPUIIOKEHUE €
IIPOTHUBOIIOKA3aHO [TOPAIN NOTCHIMAIIA 32
CEPHO3HU HEXKEIaHU PEAKIIMH,
BKJIFOYUTEIIHO XUIIEPKATUEMHUs,
XHUIIOTOHUS ¥ XUIIOHATPUEMHUSI (BIK.

Touka 4.3).

AHTaroHucTy Ha
MYCKapUHOBUS
peuenTop

1 Hapudenarmn

ITopaau pucka OT 3HAUUTEIHO MMOBUILIEHUE
Ha eKCITO3UIIUATA Ha Japu(eHaud 1
CIICZIOBATEIHO HA CBBP3aHUTE C HErO
HEXXEJTaHU peakiny TpsiOBa 1a ce u3osraa
€THOBPEMEHHOTO MPUIOKEHHE, OCBEH aKO
HE € HAIlpaB€Ha MYJITUANCHUIITIMHAPHA
KOHCYJITaIus 3a 0e30maceH u300p Ha Ta3u
OIIIHS.

1Conudenanuu

HOpa,[[I/I pUCKa OT 3HAYUTCIIHO IMTOBUIIICHUC
Ha CKCIIO3UIusATa HA COJ'II/I(i)CHaL[I/IH )41

23




Ta6anna 1:

B3auMoaecTBHE

B3anmopneiicTBue ¢ Apyru JeKapcTBEeHH NMPOAYKTH M APYTH (OpMH HA

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina

Kauanynun KOMEHTapu

HA Cinax)
CIIeJIOBAaTETHO HAa CBBP3aHUTE C HETO
HEXXEJIaHU peakiny TpsOBa ja ce n30sraa
€THOBPEMEHHOTO MPUIIOKEHHE, OCBEH aKO
HE € HalpaBeHa MYJITUANCIHMIUIMHAPHA
KOHCyJITalmsA 3a 6e3omacer n300p Ha Tazu
OIILIHSL.
AHTHIICUXOTHULIU T Apununpasoi, IIpenopruBa ce KOpEKIUA Ha 103aTa
1Bbpekcnumnpaszon, ApUMHIIPA30J1, OPEKCIUTIPA30I U
TKapunpazux kapunpasuH. Bimxre ornennnte KXII 3a
noBeye HHPOpMaIHsL.
OnuonnHu THamoxcero:n EnnoBpeMEeHHOTO MPUIIOKEHHE €
AHTaroOHUCTU MPOTUBOIOKA3aHO MOPAIX MOTEHIMAIA 32
MOsIBa HA CUMIITOMU Ha OTHEMaHe Ha
onuonay (Bx. Touka 4.3).
®ocdoaunecrepazun | TABanadun (13 meTH, 2,4 mpTH) | ChIBTCTBaIIATA yIIOTpeOa HA aBaHAUI,
(PDES) unxubutopu | tCunnenadun (11 nbry, 4 nbTH) | cungeHadwn, Taganapuil 1 BapAcHaAQUI C
tTanmanadpun (124%, <) Paxlovid e nmpoTuBoIokaszana (Bx. TOUKa
1Bapnenaduin (49 ey, 13 4.3).
IIBTH)
Cenarusw/xunHoTunl | TAnmpaszonam (2,5 IbTH, <) MeTabonu3MBbT Ha almpa3oiiam ce
u WHXUOMpA ClIe] 3all0YBaHe Ha PUTOHABUD.

Tbycnmpon

TKnopazenar,
1 Auazenam,
TEcTazonawm,

1 ®@aypaszenam,

TIlepopanen Mugazonam
(1330%, 268%)* u
napeHTepaieH Mupnaszonam

Heo6xomumo e moBuIlIeHO BHUMAHHUE MIPe3
II'BPBUTE HAKOJIKO JHU, KOTATO alIpa3ojiaM
ce Mpuiara eJHOBPEMEHHO C PUTOHABHP,
JO3UpaH KaTo aHTHPETPOBUPYCHO
CPEACTBO WM KaTo (papMaKOKWHETHYICH
SHXaHcep, IIpe/Ix /1a 3aIl04He J1a ce
WHAYHHpPa METa00IU3MBT Ha ajpa3ojiaM.

Puronasup, no3upan karo
(hapMaKOKMHETHYEH EHXaHCEP UIIH KaTo
AHTUPETPOBUPYCHO CPEACTBO, MHXHOUpa
CYP3A u B pe3ynTar Ha TOBa Ce O4aKBa Ja
MOBUINY TUIa3MEHATa KOHLIEHTPAIUs Ha
OycnmpoH. [IpenopbuBa ce BHUMATETHO
MIPOCIEAABaHE HA TEPAIIEBTUYHUTE U
HeKelaHuTe eekTH, Korato OycIupoH ce
Mpujara eAHOBPEMEHHO C PUTOHABHP.

CwpreTBaIIaTa ynoTpeda Ha pUTOHABUDP
Hal-BEpPOSITHO IIIE JIOBEE /IO TOBUIIICHN
IJIa3MEHM KOHIICHTpAIMK Ha KJIopa3enar,
JMasenam, ectasojiaM 1 (haypasenam u
CJIEJIOBATEIHO € MPOTHUBOIIOKa3aHa (BK.
Touka 4.3).

Mupazonam ce MmeTabomu3upa B
snayutenda cremned or CYP3A4.
CrwroprerBamiara ynorpebda ¢ Paxlovid
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

1 Tpuazonam (> 20 meTH, 87%)

MOJKE J1a TPEeIU3BUKA 3HAYUTEITHO
MOBHIICHUE HA KOHIICHTPALIUATA Ha
muiazonam. OvakBa ce ria3MeHara
KOHLICHTpAIHs Ha MHUa30JIaM J1a €
3HAYHUTEIIHO MO-BHCOKA, KOTaTo
MU/Ia30J1aM ce TIpUiiara IepopaiHo. 3aToBa
chIrbTCTBaIIATA yroTpeba Ha Paxlovid ¢
MU/Ia30J1aM 32 [IEPOPATHO TPUIIOKEHHE €
MIPOTUBOIIOKa3aHa (BX. Touka 4.3), a npu
chIrbTCTBaIIATa ynorpeda Ha Paxlovid u
MU/1a30J1aM MTapeHTepaHo TpsiOBa aa ce
o0OpbIa oco0eHo BHUMaHue. J[aHHUTE OT
CBITBTCTBAIATA YIIOTPeOa Ha MHIa30J1aM
MapeHTepaHo C APYTH MPOTea3Hu
WHXUOUTOPH MPEIIoIaraT Bb3MOXKHO OT 3-
10 4-KpaTHO MOBHUILEHHUE Ha MJIa3MEHOTO
HUBO Ha Muzazonam. Axo Paxlovid ce
npuiara eJHOBPEMEHHO ¢ MUa30J1aM
MapeHTepasHo, TOBa TpAOBa /1a ce
W3BBPIIBA B OT/AEIICHUE 32 MHTCH3UBHU
TPYOKU WITH TIPH IOJJOOHU YCIIOBUSI, C KOETO
Jla ce MOJCUTYPH BHUMATEIHO KIMHUYHO
HaOJI0ICHUE U MTOAXOISIIN MEAULIUHCKH
TPIDKH B CITy4ail Ha MOTHCKaHE Ha
JIMINAHETO W/WITH yIbIKaBaHe Ha
cenupanero. TpsOBa ga ce oOMuUcIu
KOPEKIIUS Ha JI03aTa MHUIa301aM, 0COOEHO
aKo € MPHUJIOKEeHa MOBeYEe OT CAUHUYIHA
710332 MHJa30JIaM.

CwropTcTBamIaTa ynotpeda Ha puTOHABUD
Hali-BEPOSITHO 1I€ TOBEJE 10 TIOBUILIECHA
IIJJa3MEHA KOHLIEHTpAlUs Ha TpUasoiaM U
3aTOBa € MPOTHUBOIOKA3aHa (BXK. TOUKa
4.3).

CBHOTBOpHH
cpencTBa

13oamuaem (28%, 22%)

3oamuaeM 1 pUTOHABUP MOTaT Jia ce
HpI/UIaFaT eJIHOBpeMeHHO HpI/I BHHUMATCIHO
MIpOoCIeIIBaHe 32 YCUJICHH CeaTUBHU
eeKTH.

Cnupase Ha
TIOTIOHOIYLIIEHE

| bynponuon (22%, 21%)

Bynpomnuon ce merabonu3upa riaBHO OT
CYP2B6. CppTCcTBaIIOTO NPHIIOKEHUE
Ha OYyIpPOMHOH MPU MHOTOKPATHO
MPUJIO’KEHUE Ha PUTOHABHP CE OYaKBa Jia
MOHWXU HUBOTO Ha OynporuoH. CuuTa ce,
4e Te3u e(heKTH NMPeaCTaBIsIBAT HHIYKINS
Ha MeTabonu3ma Ha OynponuoH. Benpeku
TOBa HE TPsIOBa J1a ce MpeBHILIaBa
MpernopbhYUTETHATA A03a OYIIPOITUOH, Thi
KaTo € JI0Ka3aHo, Y€ PUTOHABHP ChIIIO TaKa
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Kuac jiekapcrBen
NMPOAYKT

JlekapcTBeH NPOAYKT,
NMpUHAJJIeKAI] KbM KJIaca
(mpomsina Ha AUC, npomsina
HA Cinax)

Kauanynun KOMEHTapu

nuxudupa CYP2B6 in vitro. 3a pa3iuka ot
clly4asi, KOTaTO pUTOHABHP ce Tpuiiara
IBITOCPOYHO, CIIE]] KPATKOCPOUHO
MPUIOKEHUE HA HUCKH JI03H PUTOHABUD
(200 mg nBa IHTH JHEBHO 32 2 JHH) HE CE
Ha0Jro1aBa 3HAYUTEIHO B3aUMOJICHCTBHIE C
OyHIpOITMOH, KOETO Tperoara, 4e
HaMaJICHHETO Ha KOHIIEHTPAIIMATA Ha
OyIpOIMOH MOXKeE Ja 3aII0YHE HIKOJIKO
JTHU CJIEJ 3all0YBaHe Ha SAHOBPEMEHHO
MPUWIOKEHUE C PUTOHABHP.

Crepounau

bynesonun,

WuxanaTopeH, NHXEKIIMOHEH
WM WHTpaHa3ajeH
(1yTHKa30HOB MPOMHOHAT,
TpraMIMHOIOH

1 dexcameTa3on

CroOmraBa ce 3a CHCTEMHHU
KOPTHUKOCTEPOUHH €PEKTH, BKIIOUUTEITHO
cuaapom Ha Cushing u moTHckaHe Ha
HanObOpeuHaTa GyHKuus (3a0ens3aHo e,
Ye [UIa3MEHUTE HUBa Ha KOPTH30J] ca
MTOHIKEHU ¢ 86%), TIPH MAIlUeHTH,
MOJTyYaBalld PUTOHABUP M WHXAIATOPCH
WJIM MHTpaHa3aneH QIyTHKa30HOB
MPOTIHOHAT; CXOJHH €PEKTH MOTaT Jia
BB3HUKHAT U MIPH APYTH
KOPTHUKOCTEPOUIH, META00IN3UPAHU OT
CYP3A, nanp. Oynezonus u
TpruaMiIuHONIOH. Cle10BaTeHO
CBITBTCTBAIIOTO MPHUIIOKEHUE HA
PHUTOHABUD, JO3UPAH KAaTO
AHTUPETPOBUPYCHO CPEACTBO WIIH
(apMaKOKHHETHYCH EHXaHCEP, U Te3U
ITIIOKOKOPTUKOUIN HE Ce MPernopbhyBa,
OCBEH aKO IMOTEHI[MaHATa 10J13a OT
JICYCHUETO TPEBUINIABA PUCKA OT CHCTEMHHU
KopTukocrepouau edextn. Tpsbdsa na ce
oOMHCIHM HaMaJIeHUE Ha 103aTa Ha
TTIIOKOKOPTHKOHU/IA C BHUMATEITHO
MpocieAsBaHe Ha JIOKATHUTE U
CHCTEMHHUTE e(heKTH N IPEMHHABAHE
KbM TJIIOKOPTHKOU, KOHTO HE € CyOcTpaT
3a CYP3A4 (nanp. 6ekimomeraszon). OcBeH
TOBa, B CIIy4ail Ha peKpaTsBaHe Ha
TTIIOKOKOPTUKOUIUTE, MOXKE /1 €
HEOO0XOIUMO NMPOrPECUBHO HAMaJIeHUE Ha
7103aTa 3a MPOIBIKUTEIICH MEPHOJT OT
BpeMe.

Puronasup, no3upaHn kKato
(hapMaKOKHHETHYECH EHXaHCEP WM KaTo
AHTUPETPOBUPYCHO CPEACTBO, MHXHOUpa
CYP3A u B pe3ynTar Ha TOBa ce O4aKBa Ja
TTOBUIIIHN IJIa3MCHATAa KOHIICHTpAalYA Ha
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Tabamnna 1: B3aumopericTBHe ¢ APYIH JIEKapCTBEHU NMPOAYKTH U Apyru ¢popMu Ha
B3auMoaecTBHE

Knac nekapcreen JlekapcTBeH NPOAYKT, KauHuyHu KoMeHTapu

NMPOAYKT NMpUHAJJIeKAI] KbM KJIaca

(mpomsina Ha AUC, npomsina
Ha Cmax)

nekcamerasoH. [Ipernopbusa ce
BHHMATEJTHO NPOCIIe/IIBaHe Ha
TEPANICBTUYHNUTC U HCKCIIAHUTEC e(i]eKTI/I,
KOTaTo JIGKCaMETa30H ce Mmpriiara
€THOBPEMEHHO C PUTOHABUD.

Mpenuuzonon (28%, 9%) [IpenopruBa ce BHUMATETHO
MpocCieasBaHe Ha TEPANIEeBTUYHUTE U
HEXENaHUTe ePeKTH, KOTaTo MPeJHH30JI0H
ce Mpwiara €THOBPEMEHHO C pUTOHABHUD.
AUC nHa MeTaboauTa npeIHN30JI0H ce
MOBHILIaBa CbOTBETHO ¢ 37% u 28% cnen 4
u 14 nHU pUTOHABHP.

3amecTBania Tepanust | JIeBOTUpOKCHH [Ipe3 mocTMapKeTHHIOBUS TIEPHOJT UMa

C THPEOUIHU ChOOLICHNUS 32 CIy4au, COYCILH 3a
XOPMOHH MOTEHIUATHO B3aUMOJCHCTBUE MEXKITY
MPOAYKTH, ChABPKAIIN PUTOHABHD, U
JeBOTUPOKCHH. [Ipy nanueHTH, JeKyBaHu
C JIEBOTUPOKCHUH, TUPEOUICTUMYITUPALLIHAAT
xopmoH (TSH) Tps6Ba na ce mpocienspa
Hal-MaJKoOTO Mpe3 IbPBUS MECel] e
3all0YBaHe W/WIU MPHUKIIOYBAHE HA
JICUCHUETO C PUTOHABHP.

Bazonpecun- 1TosnBantan ChIrbTCTBAIIIOTO MPHIIOKEHUE €
pelenTopHU MIPOTUBOIIOKA3aHO MOPAIH MOTSHIINANT 3a
AHTaroHNCTU pa3BUTHE HA ACXUJIPATAIINS, XUTIOBOJIEMUS
1 XHIIepKaeMus (BXK. Touka 4.3).

Cokpamenusi: ALT=anannn amuHoTpancdepasza; AUC=muiomn nox Kpusara.
* Pesynratu oT ipoyuBanus Ha JIB, mposenenu ¢ Paxlovid.

4.6 Depruiaurter, )peMEHHOCT H KbPMeHe

Kenu ¢ JACTCPOJACH ITOTCHITHAT

Jluncear nannu 3a ynotpebara Ha Paxlovid mpu OpeMeHHH jKeHH 3a OIpe/ieNsiHe Ha CBbP3aHus ¢
JIEKapCTBOTO PUCK OT HEXKEJIAaHH MOCIIEICTBUS, CBEP3aHU C pa3BUTHETO. JKEHHU C AeTepoaeH
MOTEHIIHAN TPsIOBa Na n30srBaT 3adpeMeHsiBaHe 1o BpeMe Ha neueHue ¢ Paxlovid u 3a 7 mau cien
3aBbpIlIBaHE Ha JieueHueTo ¢ Paxlovid kato npeamnasna Mspka.

Ynotpebata Ha pUTOHABHP MOXKE J1a HAMaJTH e(hUKaCHOCTTa HAa KOMOWHHUPAHU XOPMOHATHU
KOHTpPALCIITUBU. HaHI/IeHTI/ITe, KOUTO U3II0JI3BAT KOM6I/IHI/IpaHI/I XOpMOHAJIHU KOHTpaUuCTUBHU, TpSI6Ba
Ja 6T)JlaT IIOCBHBETBAHU a U3I10JI3BAT C(I)CKTI/IBCH AJITCPHATUBCH KOHTPALCIITUBCH METO/ UJIN
JOBITHUTENICH OaprepeH METO/ ] Ha KOHTPAIICTIUS M0 BpeMe Ha jiedeHue ¢ Paxlovid, kakTo u 70 euH
MEHCTpyaJieH KB clie cupane Ha Paxlovid (Bxk. Touka 4.5).

Bbpemennoct

Nwma orpanndvenu nqanHu ot ynotpebara Ha Paxlovid mpu OpeMeHHU sKeHH.
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[Ipu HEpMAaTpENBUP JAHHUTE OT KMBOTHH IIOKA3BaT TOKCHYHOCT 3a Pa3BUTUETO MPH 3aHIH
(TIOHMXXEHO TeJeCHO Terto Ha (eTyca), HO He U MPH TUTbXO0BE (BXK. TOUKa 5.3).

[Tpu ronsim Opoit )KeHU ¢ eKCIIO3UIIMS Ha PUTOHABUP MO0 BpeMe Ha OpEMEHHOCT He ce HabJio/1aBa
MOBHIICHUE HA YECTOTATa HA BPOJICHH aHOMAJIMH B CPAaBHEHHE C HAOII0aBaHUTE YECTOTH B
HOMYJAIMOHHO-0a3upaHNTe CHCTEMH 32 HAOJI0IeHUE HA BPOJCHN aHOMAJIHU.

JlaHHUTE TPH KUBOTHH C PUTOHABHP MOKA3BaT PEPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).

Paxlovid He ce npenoppyBa 10 BpeMe Ha OPEeMEHHOCT U MPH KEHHU C JICTEPOJICH MOTEHINAN, KOUTO HE
W3II0I3BAaT KOHTPALICTILHSI, OCBEH aKO KIIMHUYHOTO ChCTOSIHUE N3UCKBA JieueHHue ¢ Paxlovid.

Kspmene

JluncBat nannu ot ynorpebara Ha Paxlovid npu kbpmeniu xKeHu.

He e u3BecTHO nanmy HUpMaTPEJBUP MPUCHCTBA B KbPMaTa WIH B MIISTKOTO IIPH )KUBOTHH, KaTO CHIIO
TakKa He ca W3BECTHH HeroBUTE e()eKTH P HOBOPOJICHUTE/ IeNaTa B KbpMadecka Bb3pacT Ha
€CTECTBEHO XpaHeHe W e(heKTUTE BbpXY 00pa3yBaHEeTO Ha KbpMarta. B myOimKyBaHUTE JaHHH,
KOHTO Ca OTPaHUYCHH, C€ ChOOIIaBa, 4Ye pUTOHABHUP MPUCHCTBA B KbpMaTa. Jlurncsa nHpopmarms 3a
edeKTUTE Ha PUTOHABHP NIPH HOBOPOJICHH/EIIa B KbpMauecKa Bb3pacT Ha €CTECTBEHO XPaHEHE HIIH
BBPXY 00pa3zyBaHeTO Ha KbpMaTa. He MOXe 1a ce M3KIII04YM PUCK 32 HOBOPOACHUTE/KbpMadeTaTa.
KbpMenero TpsiOBa J1a ce IpeyCTaHOBH MO BpeMe Ha JICUEHUETO U 32 7 JIHU CJIe]] 3aBbpIlBaHe Ha
nedenueTo ¢ Paxlovid kaTo npezamnasHa Mspka.

DepTUnuTeT

JluncBaT nanHu npu xopa 3a edexra Ha Paxlovid (HupmaTpenBup u pUTOHABUP) WK PUTOHABHP
CaMOCTOSITEITHO BHPXY (epTunuTera. Kakto HUpMaTpenBup, Taka U pUTOHABUD, U3CIICABAHU
MOOT/IEJIHO, HE OKa3BaT eeKT BbPXY (epTHINTETA IIPH IUIBXO0BE (BX. TOUKa 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 3a modupane 1 padora ¢ MAIIMHA

Ouaxksa ce Paxlovid na He moBnusiBa criocoOHOCTTa 3a modupane u padoTa ¢ MALIHHU.

4.8 Hexenanu jexkapcTBEHH PeaKIUu

O0600611eH1Ee Ha podia Ha OE30IIaCHOCT

Haii-uecture Hexenanu peakuy, CboOLIaBaHu 10 BpeMe Ha jedenue ¢ Paxlovid (aupmatpenBup
/puronasup 300 mg/100 mg), ca nucreysus (4,6%), nuapus (3,0%), rmaBodonue (1,2%) n moBpbILaHe
(1,2%).

O606HICHI/IG Ha HEXKCJIAHUTE PCAKIIMU B TaOJIMYEH BU

[MpoduabT Ha O€30MACHOCT Ha MPOAYKTA € 0a3upaH Ha HEXKEJIAHUTE PEaKIUH, TOJyYeHH OT KIMHUYHU
W3MUTBAHUSA U CTIOHTAHHHU ChOOIICHHUS.

Hexenanute peakiuu B Tabnuna 2 ca u30poeHH NMO-I0Ty IO CHCTEMO-OPTaHeH KJIAC M YeCTOTa.
YecToTHTE CE ONMPENENST, KaKTO ciieaBa: MHOro dectr (>1/10); uectu (>1/100 mo <1/10); HeuecTn
(>1/1 000 mo <1/100); penxu (>1/10 000 mo <1/1 000); c Hen3BecTHA YeCTOTA (OT HATMYHUTE JAaHHH
HEe MOJKe J1a ObJie HalpaBeHa OIeHKa).
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Tabamna 2:  Hexesann peaknuu npu Paxlovid

CucremMo-opraseH KJjac Kareropus no Hesxenanu peakuuu
4ecToTa
Hapymennsa Ha IMyHHaTa cUCTEMa Hewectn CBpBXYYBCTBUTEIHOCT
Penxu Amnadunakcus
Hapymenus Ha HepBHaTa cUcTeMa Yectn Jucreysusi, rmaBodonne
CbII0BH HapyIICHUS Heuectn XunepToHust
CromamHo-4peBHU HapyIIeHUs Uectu Huapus, moBpsblane, rajgeHe
Hewectn Kopewmna 6onka
Hapymenus Ha kokaTa ¥ TOJKOXKHATa Hegectn O6pus*
ThKaH Penxu TokcuuHa enuaepmanHa
HEKpOJIN3a, CHHIPOM Ha Stevens-
Johnson, cepbex*
Hapymenns Ha MyCKyJIHO-CKeJleTHaTa Hewectn Mpuanrus
CHCTEMa U CheIUHHUTETHATA ThKaH
OO0y HapymeHus 1 e)eKTH Ha MACTOTO | Penku Hepasnmonoxenue
Ha MPUIOKEHHE

* Tesu HJIP ca cpl10 posiBK Ha peakLyus Ha CBPbXIYBCTBUTEIHOCT.

C’BO6H_IaBaHe Ha 10A03MpaHd HCXCIIaHU PCAKITNN

C’LO6H_[aBaHCTO Ha MOAO3UpPAHN HCKCIaHU pCAaKIINU CJICA pa3pClllaBaHC 3a yrIOTpe6a Ha JICKapCTBCHUA
IMPOAYKT € BAXKHO. ToBa mo3BosBa Ja IpOABbJIKA Ha6JHOI[eHI/IETO Ha CbOTHOLICHUECTO H0n3a/p1/1c1< 3a
JICKApCTBCHUSA IPOAYKT. Ot MCIHUIIMHCKUTC CIICHUAJIMCTHU CC N3HUCKBA Aa CTJOGIIIaBaT BCsKa
Ioa03UpaHa HEXKEJIaHa pE€aKus YpE€3 HallTHOHAITHATA CUCTEMA 3a C’BO6H.IaBaHe, IIOCOYCHA B

[Ipunoxenue V.

4.9 IIpepo3upane

JleuenueTo Ha npeno3upane ¢ Paxlovid TpsOBa 1a BKIHOYBA OOLIU MOAIBPIKAIINA MEPKH,
BKITIOUHTEITHO TIPOCTIe/IIBAaHE HA KU3HEHUTE MOKA3aTeNId 1 HAOJII0IeHHE Ha KITMHUYHOTO ChCTOSTHHE
Ha nanuenTa. Hsama cneunduyuen antunot npu npegosupane ¢ Paxlovid.

5. ®APMAKOJIOTMYHHA CBOMCTBA

5.1 @apmakoaMHAMHYHHU CBOHCTBA

dapmakoTepaneBTHYHA rpyIia: aHTUBUPYCHU CPEJICTBA 33 CHCTEMHO IMPIJIOKEHHUE, TTPOTEa3HU
naxuoutopu; ATC kox: JOSAE30

MexaHU3bM Ha IEHCTBUE

Hupwmartpensup e nenTuioMMMeTHYeH HHXUOUTOP Ha OcHOBHaTa npoTea3a Ha SARS-CoV-2 (Mpro),
HapuyaHa cbio 3C-nogobna nporeasa (3CLpro) wim nspS nporeaza. Maxubupanero va SARS-CoV-
2 Mpro npaBu NPOTEHHA HECLIOCOOEH Aa 00padoTBa MOJUIPOTEHHOBH MPEKYPCOPH, KOETO BOIH 10
MpeIoTBpaTsABaHE Ha PEIIHKAIM Ha BUpYycCa.

Putonasup nnxubupa CYP3A Meanupanust MeTaboIM3bM Ha HUPMATPEIBHUP, C KOETO OCUTYPSBA
MTOBUILIEHH TJIA3MEHU KOHIIEHTPALMK Ha HUPMAaTPEIBHUD.

AHTI/IBI/IDVCHa AKTHBHOCT

Hupmatpensup nposiBsiBa anTuBUpycHa akTHBHOCT cperty SARS-CoV-2 nndekuus na
ndepeHIMpaHnTe HOPMAJIHU KIIETKH Ha OpoHxuanaus enuren npy yoseka (INHBE), mbpBruuHaTa
KJIEThYHA JIMHKA Ha OenoapoOHMs anBeosiapeH enuTel npu xopa (croiiHocT Ha ECso 61,8 nM u
ctoriHocT Ha ECoo 181 nM) cnen 3 1HUM eKCIIo3uIus Ha JIEKapCTBOTO.
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AHTHBUpYCHaTa akTUBHOCT Ha HUpMaTpensup cpemy OmukpoH noasapuantu BA.2, BA.2.12.1,
BA.4,BA 4.6, BA.5, BF.7 (P252L+F294L), BF.7 (T2431), BQ.1.11, BQ.1 u XBB.1.5 e onienexna BB
Vero E6-TMPRSS2 knetku B npucbecTBreTo Ha P-gp nuxubOuTop. 3a HUpMaTpelIBUp MeIuaHaTa Ha
croitnoctute Ha ECso e 83 nM (auanazon: 39-146 nM) cpeury OMUKPOH OABapHAaHTHTE, KATO
orpassiBa < 1,5-KpaTHH IpoMeHH Ha cToiiHocTTa HAa ECso mo oTHOImIEeHHe Ha nzonata USA-WA1/2020.

B nonbnHeHue aHTHBHPYCHATA aKTUBHOCT Ha HUpMatpeisup cperry SARS-CoV-2 Anda, bera, 'ama,
Henra, JlJamOna, Mio u Omukpon BA.1 BapuanTure e oneneHa BB Vero E6 P-gp HokayT kieTku. 3a
HUpPMaTpenBUp Meauanara Ha croitHocTute Ha ECso € 25 nM (nuamaszon: 16-141 nM). bera BapuanTsT
€ Hal-MaJIKO YyBCTBUTEIHUAT U3CIEABaH BapuaHT ¢ 3,7-KpaTHH IpoMeHH Ha cToiHocTTa Ha ECso o
otHouieHue Ha USA-WA1/2020. Hpyrure Bapuantu ca ¢ < 1,1-KpaTHH MPOMEHHU Ha CTOMHOCTTA Ha
ECso mo ornomenne na USA-WA1/2020.

Bupycna pezucmenmnocm npu KiemuvyHu Kyamypu u OUOXUMUYHU MeCmose

SARS-CoV-2 MP® ocTaThii, KOUTO MOTEHIIHAIHO Ca CBBP3aHU C PE3UCTEHTHOCT KbM HUPMaTpPEIBHUP,
ca WACHTHU(HIMPAHH C U3TOJI3BaHE HA Pa3NIMYHU METOIH, BKIounTenHO SARS-CoV-2 ceneknun 3a
pE3UCTEHTHOCT, TecTBaHe Ha pekoMOnHanTHH SARS-CoV-2 Bupycu ¢ MP™ cyOcTHTYIMU 1
OnoxumMuyHH TecToBe ¢ pekoMOrHaHTeH SARS-CoV-2 MP® | chabpiKaliy aMUHOKUCETTHHHI
cyoctutynuu. B tabnuna 3 ca npencraBenn MP© cyOcTutynunTe 1 KoMOMHAMKUTE HA MP™
CcyOCTUTYLIH, KOUTO ca HabIronaBaHu Ipu HUpMaTpenBup-cesnektupad SARS-CoV-2 B kierbuHa
kynrypa. Otnenaure MP® cyOCTUTYIMU ca H30pOSHH, HE3aBHCHUMO JIAJIA CE HAaOJIF01aBaT
CaMOCTOSITEIHO, WJIM B KOMOHHAIMSA ¢ Ipyru MP™ cyGetutyun. Jla ce o0bpHEe BHUMaHue, ye MP™
S301P u T304I cy6ecturynuure npunokpusat P6 u P3 nozunmure Ha nspS/nsp6 MACTOTO Ha
pasuenBaHe, Hamupauio ce Ha C-tepMuHanHus kpail Ha MP. CyOctutynuure Ha Apyra MP© mecta Ha
pasLenBaHe HE CE CBBP3BaT C PE3UCTEHTHOCT KbM HUPMATPEIBUP B KIEThYHA KynTypa. KinMHHYHOTO
3HA4YEeHHUE Ha Te3U CYOCTUTYIIMU HE € U3BECTHO.

Tadéauna 3:  SARS-CoV-2 MP" aMHUHOKHMCEJIMHHYN CyOCTUTYIIMH, CeJIeKTUPAHH 10
HHPMATpeJIBHP B KJleTh4Ha KyJaTypa (c npomsHa Ha ECsy > 5 nbTH)

S144A (2,2-5.3), E166V (25-288), P252L (5,9), T3041 (1,4-5,5), T211+S144A (9,4), T211+E166V

(83), T211+T3041 (3,0-7,9), LSOF+E166V (34-175), L5S0F+T304I (5,9), F140L+A173V (10,1),

A173V+T304I (20,2), T21+L50F+A193P+S301P (28,8), T211+S144A+T304I (27,8),

T21I+C160F+A173V+VI186A+T304I (28,5), T211+A173V+T304I (15),

L50F+F140L+L167F+T304I (54,7)

[ToBedeTo naCHTU(OUIIUPAHN SAUHUYHH U HIKOU JBOWHU MP™ aMHMHOKHCEIIMHHHU CYOCTUTYIIMH, KOUTO
HamayBat qyBcTBUTENHOCTTA HA SARS-CoV-2 xbM HUpMaTpenBup, BOIAT 10 npoMeHn Ha ECso < 5
nbTU B cpaBHeHue ¢ quBud Tull SARS-CoV-2. Karo 110, TpoiiHUTE U HIKOU TBOMHU MP™
AMUHOKHCEITMHHHU CYOCTUTYIIUH BOAAT 10 TipoMenn Ha ECso > 5 mbTH B cpaBHEHUE C IWBUS THIIL.
KiuHUYHOTO 3HAYEHHE HA TE3U CYOCTUTYLIMU TPsIOBa 13 ObJie JOIBIHUTEIHO MPOYUCHO.

PI/I6aVHII Ha BUPYCHHSA TOBap

Pubaynn na Bupycnara PHK cnen neuenne e HaOnromaBan Ha neH 10 w/unu ieH 14 B moarpymna KakTo
Ha Paxlovid, Taka u Ha momydaBaniu riamne6o nanuentd B EPIC-HR, HezaBucumo ot cumnromute Ha
COVID-19. Cnyyau Ha Bupycen pudayun B EPIC-HR ce nabmogaBaT KakTo Ipy y4aCTHHUIIUTE,
nonyvasaum Paxlovid, Taka u npu HesekyBaHuTe (IU1ae00) y4acTHHULM, HO € YUCIICHO MO-BUCOKA
gyecroTa B pamoTo Ha Paxlovid (6,3% crpsimo 4,2%). Bupychusit pubayHa ¥ OBTOpHATAa MOsABa Ha
cumnromu Ha COVID-19 He ca Ounu cBbp3aHU ¢ TIpOrpecus A0 Texka GopMa Ha 3a00JIIBaHETO,
BKITIOUHUTEITHO XOCTIUTAU3AIMS, CMBPT WU MOsIBA HA PE3UCTEHTHOCT.

Kinnnnuna edrukacHOCT

Eduxacnocrra Ha Paxlovid ce 6a3upa Ha MeXIUHHUS U TOAKPEISILMS OKOHYATEICH aHalIn3 Ha
EPIC-HR, pannoMusupano, ABOHHOCISIO, MIaned0-KOHTPOIUPaHO npoyyBane ¢asza 2/3 npu
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HEXOCIUTAIM3UPAaHH CUMIITOMATHYHH BB3PACTHH YYACTHHUIIM C Ja0OpaTopHO NOTBBbPAEHA TUarHo3a 3a
SARS-CoV-2 nndexnus. JJomyctumuTe y4acTHULIM ca Ha Bb3pacT 18 win moBeye roaqunu ¢ noue 1 or
CJICTHUTE PUCKOBH (haKTOPH 3a IPOTPECHs 0 TSKKO 3a0ossiBaHe: quadet, HaqHopMeHo Terio (BMI

> 25 kg/m?), XxpoHn4HO 6e10ApoOHO 3a601sBaHe (BKIIOUMTENHO aCTMa), XPOHMYHO OBOPEUHO
3a00JsIBaHe, HACTOSIL IyIIa4y, MMyHOCYIPECHBHO 3a00JsIBaHE MIIM HIMYyHOCYIIPECHBHO JICUCHHE,
CBPACYHO-CHIIOBO 3a00JsIBaHE, XUTIEPTOHHSI, CHPIIOBUIHO-KIEThYHA 00JIECT, HApyLIeHUs Ha
HEBPOJIOTHYHOTO PAa3BUTHE, AKTHBHO PAKOBO 3200JIsIBaHEe, 3aBUCUMOCT OT MEAUIIMHCKHA TEXHOJIOTUIHU
CpeZACTBa MJIH aKO ca Ha Bb3pacT 60 u moBeye roANHU, HE3aBUCUMO OT ChII'BTCTBAILUTE 3a00IABaHUSL.
B npoyuBaHeTo ca BKIIOYEHN YYaCTHHUIM C MposiBa Ha cuMnToMd Ha COVID-19 <5 nuu.
[IpoyuBaneTo U3KIFOUBA JTUIIA ¢ aHaMHe3a 3a npenxoana COVID-19 nadekuuns uim BakCHHAIIHS.

VYuactaunure ca pangomusupanu (1:1) 3a npuem na Paxlovid (HupmaTpenBup/puTOHaBHp

300 mg/100 mg) mnu mianebo nepopaiHo Ha Beceku 12 vaca B poabibDKeHHe Ha S auu. [IbpBUyHaTa
KpaiiHa Touka 3a e(h)MKaCHOCT € JICTbT Ha Y4aCTHHUIMTE ChC cBhp3aHa ¢ COVID-19 xocnuranu3zaius
WM CMBPT 1O KaKBaTO U Ja € MPUYUHA A0 JIeH 28. AHAIN3bT € HanpaBeH B Moguduuupanara [TT
(mITT) nomynauus 3a aHau3 (BCUYKH JIEKYBaHH YYAaCTHULH C IPOSIBAa HA CUMIITOMH < 3 THH, KOUTO
Ha M3XOJJHOTO HMBO HUTO TOJIy4aBaT, HUTO CE OYaKBa Jia TOIy4aT MOHOKJIIOHATHO aHTHTI0 (MmAb) 3a
neuenne Ha COVID-19); 8 mITT1 nonynauusita 3a aHanu3 (BCUUKHU JIEKYBaHU YYaCTHHLIM C IPOsIBA Ha
CHUMIITOMH < 5 THH, KOUTO Ha W3XOAHOTO HUBO HUTO MOJy4YaBaT, HUTO CE OYaKBa Jia mojryyat mAb 3a
nedyenne Ha COVID-19) u 8 mITT2 nomynamnusTa 3a aHanu3 (BCHYKH JIEKyBaHH YYaCTHHUIM C HA4aI0
Ha CUMIITOMHUTE < 5 THH).

OO6mo0 2 113 yyacTHHUIIM ca paHIOMH3UPaHU 1a nojidydaear win Paxlovid, wim miane6o. Ha uzxoaHoro
HHBO CpeHaTa Bh3pacT € 45 roauau, kato 12% oT yuacTHUIUTE ca Ha 65 1 moBede roaunu (3% Ha

75 u noBeue roaunn); 51% ca mexe; 71% ca ot Osnata paca, 4% ca YEPHOKOKH WIN
appoamepukany, 15% ca ot azuatcku nmpousxon; 41% ca OT UCIAHCKU WM JTATHHOAMEPUKAHCKH
MpoU3X0/; 67% OT yYaCTHUIIMTE ca C HayaJlo Ha CUMIITOMHUTE < 3 JTHH IIper 3all0YBaHe Ha JEUYECHHETO
no npoyusanero; 80% ca ¢ BMI > 25 kg/m? (36% a BMI > 30 kg/m?); 11% umar 3axapen auaber; 1o-
MaJsiko OT 1% OT M3cieaBaHaTa MomyJaus ca ¢ UMyHeH aeduuut; 49% oT yyacTHULIMTE ca
CEpPOJIOTUYHO OTPHIIATETHA Ha U3XOAHOTO HUBO U 49% ca ceponornyHo NojaoKuTenHu. CpeaHuAT
(SD) usxonen Bupycen Topap ¢ 4,71 logio konmus/ml (2,89); 27% OT y4acTHUITUTE ca C U3XOJCH
BUpyceH ToBap > 107 (xonust/ml); 6,0% 0T yyacTHUIMTE ca TONXYYWIM MM CE OYaKBa Ja Moaydar
mAb 3a neuerne COVID-19 xbM MOMeHTa Ha pangoMu3upaneTo u ca u3kiaoueHn or mITT u mITT1
anammsute. [IspBuunusatT SARS-CoV-2 BapuanT npu asere TepaneBTnaHy pamena e [enra (99%),
npeauMHo rpyna 21J.

Uzxonnute nemorpadcku 1 60JIeCTHH XapaKTePUCTHKH ca OanaHcupanu Mexay rpynute ¢ Paxlovid u
iane6o.

OmnpenensiHETO Ha MBPBUYHATA €PUKACHOCT € Oa3MpaHO Ha IJIAHWPAH MEKIUHEH aHATIN3 MPH

754 yaactaumm B mITT nonynanusra. M34ncieHoTo HamMalleHue Ha pucka e -6,5% ¢ HeKopurupan
95% CI (-9,3%:; -3,7%) 1 95% CI (-10,92%; -2,09%), koraro ce agantupa 32 MHOTOYHCIICHOCT.
2-cTpanHata p-ctoiHocT e 6mna < 0,0001 ¢ 2-ctpanHo HEBO Ha 3HaYuMocT 0,002.

B Tabnuua 4 ca npenocTaBeHH pe3yiTaTUTE 3a IbpBUYHATA KpaiiHa Touka B mITT1 nonmynanusiTa 3a
aHaJIM3 3a IBJIHKU HA0Op TaHHM IPU OKOHYATEIHO 3aBbPILIBAHE HA IPOYYBAHETO.
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Tabnmna 4:  Pe3yaratn 32 epUKaCHOCT IPH HeXOCHUTAJIM3HPaHH Bb3pacTHn ¢ COVID-19 ¢
NPUJI0KEHA /1032 B PAMKHUTE HA S IHU OT MOsIBATa HA CUMIITOMHTE, KOUTO Ha
H3XO0IHOTO HUBO He mouay4yaBart JedyeHue 3a COVID-19 ¢ mAb (mITT1
nonyJanus 3a anajans®)

Paxlovid Inauedo
(N=977) (N =989)
Ceppzana ¢ COVID-19 xocnuranuzamus wid CMBPT 10 KaKBaTO U Ja € mpuyuHa 1o Jlen 28
n (%) 9 (0,9%) 64 (6,5%)
Hamanenue cpsimo mnane6o® [95% CI], % -5,64 (-7,31; -3,97)
p-CTOMHOCT <0,0001 |
CMBPTHOCT 110 KaKBaToO U J1a € MPUIHHA 10 0 12 (1,2%)
Hen 28, %

Cokpamenusi: CI=nosepurenen unrepsair; COVID-19 = xoponaBupycna 6onect 2019; mAb =
MOHOKJIOHAIHO aHTUT10; MITT1 = Moguduimpana nmoanexaiia Ha jiedeHue 1 (BCUUKH
YYaCTHHIIM, pa3NpeesieH! Ha CIy4aeH MPUHIUI 32 UHTEPBEHLIUS 110 TPOYYBAaHETO, KOUTO ca
MIpUeNH MoHe 1 1032 OT HHTEPBEHIMSTA IO TPOYUYBAHETO, C MOHE | BU3UTA ciell U3XOAHOTO HUBO JI0
JIeH 28, KOUTO Ha U3XOJHOTO HMBO HE ITOJIyYaBaT WM HE CE€ OYaKBa Ja MOJydaT JICUEHHUE 3a
COVID-19 ¢ MOHOKJIOHAJIHO aHTUTSUIO M €a JIEKYBaHU < 5 HU Clie]] T0sIBa HA CUMIITOMH Ha
COVID-19).

a. KymymnaTuBeH 151 Ha YYaCTHUIMTE ¢ XOCHUTAIN3AINS WM CMBPT 110 JleH 28 e u3uncien 3a Beska rpyra
Ha JICUeHHe ¢ M3MoiI3BaHe Ha MeToaa Ha Kaplan-Meier, mpu KOMTO ydacTHUIIUTE O3 XOCTTUTATTU3AINS U
cMBpT A0 Jlen 28 ca neH3yprupand KbM MOMEHTA Ha MpeKpaTsABaHe Ha MPOYYBAHETO.

6. HaOopbT naHHM 3a aHANN3 € akTyaIM3UpaH Clel post hoc IpeMaxBaHe Ha AaHHU 3a 133 ydacTHHIM
nopazau npoOJieMH, CBBP3aHHU ¢ kKauecTBOTO chriacHo GCP.

Wzuucnenoro Hamanenue Ha pucka e -6,1% c 95% CI (-8,2%, -4,1%) npu y4acTHHUIM C MTOJTydeHa
71032 B paMKUTe Ha 3 JHM OT mosiBata Ha cumrnromute U -4,6% c 95% CI (-7,4%, -1,8%) 8 mITT1
MOATPYTaTa OT YYACTHHIIM C MOJTydYeHA 1032 > 3 THU OT MOsSBaTa Ha CHMIITOMHUTE.

HabnronaBanu ca crotBercTBainy pe3ynaratd B okonuyaresaure mITT u mITT2 nomynanuu 3a ananus.

O6mo 1 318 yuactHunu ca BxmodeHd B mITT nomynanusaTa 3a ananus. YecToTuTe Ha CHhOUTHS ca
5/671 (0,75%) B rpynara Ha Paxlovid u 44/647 (6,80%) B rpymnaTa Ha miane0o.
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Tadmuua 5:  IIporpecuss Ha COVID-19 (xocnuranuzanusi i cMbpT) 10 JeH 28 npu

CUMIITOMATHYIHHU BbB3PAaCTHHU C IIOBUIICH PUCK OT IMporpecus 10 TEKKO 3360J1HB3H€;

mITT1 nonyaauus 3a anaaus

Paxlovid 300 mg/100 mg Ilnane6o

Bpoii nanuenTu N =977 N =989
CepoJIOTHYHO OTPUIATEITHA n =475 n =497
[TarueHTH ¢ XOCTIMTAIM3AIMS I CMBPT® 8 (1,7%) 56 (11,3%)
(%) 1,72 (0,86; 3,40) 11,50 (8,97; 14,68)
Mzuuncnen g1 3a 28 nuu [95% CI], % -9,79 (-12,86; -6,72)

Hamanenwne cpsimo mare6o [95% CI]

p-CTOMHOCT
CepoJIOrHYHO TOJIOKUTEITHI n =490 n =479
[TarueHTH ¢ XOCTIHMTAIM3AIMS I CMBPT® 1 (0,2%) 8 (1,7%)
(%) 0,20 (0,03; 1,44) 1,68 (0,84; 3,33)
M3uuncnen g1 3a 28 nuu [95% CI], % -1,5 (-2,70; -0,25)

Hamanenwne cpsimo mnare6o [95% CI]

Corpamienusi: Cl=nosepurenen uatepsar; COVID-19 = xoponaBupycHa 6omnect 2019;
mITT1=moaudunupana nomexamia Ha JedyeHue 1 (BCHUKH yYaCTHUILH, pa3NpeaeieHH Ha CIIy4acH
NPUHIMII HA MHTEPBEHLHS B IPOYYBAHETO, KOUTO Ca MPUENU MoHe | 71032 OT MHTEpBEHIIMATA B
NPOYYBAaHETO, KOUTO Ha U3XOJHOTO HUBO HE MOTY4aBaT MM HE CE OYaKBa Aa MOJIy4aT MOHOKJIOHAIHO
aHTUTsI0 3a JeueHue Ha COVID-19, u ca nexyBanu < 5 auu cnen nosisa Ha cumntoMu Ha COVID-19).
Ceporo3uTHBHOCT ce AeruHIpa, aKo Pe3yJITaTUTE Ca TTOJIOKHUTEITHH IIPH CEPOTOTHUCH UMYHEH TecT,
crienMUYeH 3a aHTHUTENIaTa Ha TOCTONPUEMHHKA KbM WK S, i N BUPYCHH IPOTEHHH.

[IpencraBena e paziaukaTa MEXAy JSUIOBETE B 2-Te TPYNHU Ha JICUCHUE U JOBEPUTETHHU HHTEpBal 95%
Bb3 OCHOBA Ha HOPMaJIHA allpOKCUMAalus Ha JaHHUTE.

a. Cspp3ana ¢ COVID-19 xocnuTanuzanus Wik CMBPT 10 KaKBaTO U Ja € MpUYUHA.

Pesynrarute 3a epuxacuoctra 3a mITT1 ca cxoaHu B MOATPYIHUTE YYACTHHUIIN, BKIFOYUTEITHO Bh3PACT
(= 65 romuan) u BMI (BMI > 25 u BMI > 30) u quaber.

[lenmaTpryna momyaamus

EBponeiickaTta areHuus o JiekapcTBara oTjiara 3aJbJKEHUETO 3a MPEJOCTaBIHE HA PE3YITATUTE OT
npoyuBaHusiTa ¢ Paxlovid B eHa mim moBede MOATPyITM Ha MEANATPUYHATA MTOMYIANNS IPH JICUSHUE
Ha COVID-19 (Bx. Touka 4.2 3a nHhOpMaIis OTHOCHO yIOTpeOa B MeIUaTpUsITa).

5.2 ®apMakoKMHETHYHM CBOICTBA

dapmMakoKMHETHKATa HA HIPMAaTPEIBUP/PUTOHABHD € TIPOYYEHA NP 37PaBH YYACTHUIIH U MPH
YYacTHHUIM C JIEKa 10 yMepeHo Texka popma Ha COVID-19.

PuToHaBup ce nmpuiiara ¢ HUpMaTpenBUp KaTo GapMaKOKHHETHUEH EHXaHCep, KOETO BOJIH JIO T10-
BHCOKHM CHCTEMHH KOHLEHTPAIIUU U MO-ABIBI MOJTYKHUBOT HA HUPMATPEIBHP.

[pu noBTapsimy ce 1031 HEpMaTpeaBup/putoHasup 75 mg/100 mg, 250 mg/100 mg u

500 mg/100 mg, mpuI0’KEHH J1Ba IBTU JHEBHO, MOBUIIICHUETO HA CUCTEMHATA CKCIIO3MIINS B
CTallMOHAPHO CHCTOSHUE M3TIIEKA € TO-MAJIKO OT MPOMOPIMOHAIHOTO Ha fo3aTa. [Ipy MHOrokpatHoO
MIPWJIOKEHHUE B MPOAbJDKEHHE Ha 10 THU ce mocTura cTallMoHapHO ChCTOsHUE Ha JleH 2 ¢
MPUOIU3UTENTHO 2-KpaTHO KyMynupaHe. CHCTEeMHHTE eKCIIO3UIMK Ha JIeH 5 ca CXOJIHHM Ha Te3W Ha
Jen 10 mpu BcUUKH 1034.
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AOcopbuus

Cren nepopajiHo IpuiioxkeHne Ha HupMarpensup/puronasup 300 mg/100 mg cien enuHUYHA 71032
CPEIHO TEOMETPUYHUTE CTOMHOCTH 38 Cimax Ha HUpMaTpenBUP U AUCiyr B CTAIIMOHAPHO CHCTOSTHUE Ca
cborBeTHO 2,21 pg/ml u 23,01 pg*hr/ml. Meananara Ha BpeMeTo 10 Crmax (Tmax) € 3,00 gaca. Cpenno
APUTMETUYHUAT TEPMHUHAJICH ETMMHHALIMOHEH TOIYXUBOT € 6,1 yaca.

Cren nmepopaiHo MpuiiokeHue Ha HupMaTtpensup/puronasup 300 mg/100 mg cnen equHUYHA 1032
cpeHo reoMeTpudHuTe CTOMHOCTH 33 Crax U AUCiyr 32 puTOHaBHp ca cboTBeTHO 0,36 pg/ml n
3,60 ug*hr/ml. Menuanara Ha BpeMeTO 10 Cmax (Tmax) € 3,98 yaca. CpeiHO apUTMETUYHHSIT
TepMHHAJICH eJTMMHUHALMOHEH MOY>KUBOT € 6,1 yaca.

Egexm na xpanama évpxy nepoparnama abcopoyus
[IpueMBbT ¢ XpaHa ¢ BUCOKO ChIAbP)KaHNE HAa Ma3HUHH TIOBUIIIABA EKCIIO3UIUATA HA HUPMATPEIBUD
(mpubmmzurento 61% nosumenne Ha cpeaHaTa Cmax 1 20% noBuienne Ha cpegHata AUC)y) cupsmMo

CBCTOSIHUE HAa TIIAZHO cJe]l eTHOBPEMEHHO npuioxenre Ha 300 mg HUpMaTpenBup
(2 x 150 mg)/100 mg puTOHABUP TAOJIETKH.

PasnpenencHue
CBBp3BaHETO C MPOTEHHU HA HUPMATPEJIBHUP B YOBEIIKA TUIa3Ma € IpUOIU3UTETHO 69%.

CBBp3BaHETO C MPOTEWHU Ha PUTOHABUP B YOBEIIKA IJ1a3Ma € NMpuOan3uTenHo 98—99%.

BI/IOTD aHCd)ODMaLII/Iﬂ

In vitro poy4uBaHus, OI[SHSABAIIA HUPMAaTPEIBUP O€3 CHITbTCTBAI pUTOHABUD, JaBaT OCHOBaHUE J1a Ce
Mpearoara, ue HupMaTpeIBup ce MeTabonmsupa riaBHo oT rmuroxpoM P450 (CYP) 3A4. Beipeku
TOBA, IPUJIOKEHHETO HAa HUPMATPEJIBUP C pUTOHABHP MHXUOHMpPA METa00IM3Ma Ha HUpMaTpenBup. B
IJ1a3MaTa €IUHCTBEHOTO CBBP3aHO C JIEKAPCTBEHUS MIPOAYKT BEIIECTBO € HEIIPOMEHEH HUPMATPEIBUP.
BropocTenennu okcugaTHBHE METaOOJIUTH ca HAOIIOJaBaH BEB (pelieca u ypuHa.

In vitro IpoyuyBaHHATA C U3MOI3BaHE Ha YOBEIIKM YEPHOAPOOHN MUKpPO30MH Moka3ear, ue CYP3A e
OCHOBHATa N30()opMa, ydacTBalla B MeTadoIM3Ma Ha puTOHaBHp, Bipeku ue CYP2D6 copiio
JOTIPHHACS 32 00pa3yBaHETO Ha OKCHIATUBHM MeTaboiutT M—2.

Eanmunupane

['maBHUAT BT Ha €TMMHUHYPAHE HA HUPMATPENBHP MPHU MPUIIOKESHHUE C pUTOHABUD € ObOpeyuHa
EKCKpeLHs Ha HEIIPOMEHEH JieKapCTBeH NpoayKT. [Ipubiamsurento 49,6% u 35,3% ot npunoxeHnata
no3a Hupmatpensup 300 mg ce oTKpuBa CHOTBETHO B ypuHaTa u ¢eueca. Hupmarpensup e
peo0i1a1aBalioTo CBBP3aHO C JIEKAPCTBOTO BELIECTBO ¢ MAJKO KOJINYECTBA META0OIUTH, ITOTy4YEHH
OT XUAPOJIU3HU PEaKUU B €KCKPETH. B 11a3ma eJMHCTBEHOTO CBBP3aHO C JIEKAPCTBOTO BEILECTBO,
KOETO MOJKE J1a CE ONPEENN KOJINIECTBEHO, € HEMPOMEHEH HUPMAaTPEIBUP.

[TpoyuBaHusTa MPH XOpa ¢ MAPKUPaH C paTHOaKTUBEH U30TOI PUTOHABHP MOKA3BaT, ue
SMTMMUHHUPAHETO HA PUTOHABHUP OCHOBHO CE€ M3BBPIIIBA UPE3 XEMaTOOMWINapHaTa CUCTEMA;
npuOIM3NTETHO 86% OT paMOaKTHBHHS MapKep ce OTKPHBA B M3MPAKHEHUSATA, KATO CE 0YaKBa 4acT
na e HeabcopOMpaH PUTOHABUP.

CrenndryHy HOIyJIaun

Bw3pacm u non
dapMakOKWHETHKATa HA HUPMATPEIBUP/PUTOHABUP Ha Oa3aTa Ha BB3pacTTa U 1MOJia He ca OIICHEHHU.

Pacosu unu emnuuecku epynu
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CucremHara CKCIIO3UIUA TPU YHACTHULIA OT AIMMOHCKHU MPOU3XO0A € YUCJIICHO IMO-HUCKA, HO HC €
KIIMHAYHO 3HAYUMO pa3JIndHa OT Ta3u MPU YYaCTHULU OT 3aHa,Z[HI/I$I CBIAT.

Hayuenmu ¢ 6vopeuno yspesicoane

B cpaBHeHHE ChC 3ApaBH yYacTHHUIM 32 KOHTPoJ 0e3 0b0peuHo yBpexkaane, Cmax 1 AUC Ha
HUPMAaTpEJIBUP ca ChOTBETHO: MIPU MALIMEHTUTE C JIeKa cTerneH Ha 0b0peuno yBpexaane 30% u 24%
MO-BUCOKH, ITPH MAIIMEHTHUTE C YMEpEHa cTereH Ha 0b0pedHo yBpexaane ca 38% u 87% mo-Bucoku, a
NIpY ALMEHTUTE C TeXKa cTerneH Ha 0bOpedHo yBpexaane ca 48% u 204% no-BUCOKH.

THayuenmu ¢ weprodpobHO yepescoane

B cpaBHeHHe ChC 3/1paBy yUaCTHUIIM 332 KOHTPOII 0€3 YepHOAPOOHO YBpexKIaHe, (apMaKOKHHETHKATA
Ha HUPMATPENBHP IIPHU YYACTHULY C yMEPEHA CTENEH Ha YepPHOAPOOHO YBpEXKAaHE HE Ce pa3inyaBa B
3HauuTenHa creneH. Kopurupanoto cpenno reomerpudto cbotHomeHue (90% Cl) Ha AUCinr 1 Cax
Ha HAPMAaTPEJBHD, Ype3 KOUTo ce cpaBHsiBa DK npu ydacTHUIM ¢ yMepeHa CTereH Ha YePHOIPOOHO
yBpexIaHe (M3cieBaHe) C Ta3u MPH yYaCTHUIM C HOpMaJlHa YepHOoApoOHa GyHKuus (pedepeHuus),
98,78% (70,65%; 138,12%) u 101,96% (cporBeTHO 74,20%; 140,11%).

HupmatpenBup/puToHaBup HE € U3CIIEABAaH NPH MALMEHTH C TeXKa CTEIeH Ha YePHOAPOOHO
YBpEKIaHe.

[Ipoy4BaHus 332 B3aMMOICHCTBUATA, IPOBEICHH C HUPMATPEIBUP/PUTOHABUD

CYP3A4 nonprHacst 3HAUUTEITHO 32 OKCHIATHBHHS METa00IM3bM Ha HUPMATPEJIBHP MPH
CaMOCTOSITEITHO U3CJIe/IBaHEe HA HUPMATPEIBUP B YOBCIIKU YePHOAPOOHN MUKPO30MHU. PUTOHABUD €
naxuoutop Ha CYP3A 1 noBuiasa nmjaasMeHUTe KOHIEHTPAMK Ha HUPMATPEIBUP U APYTH
JIeKapcTBa, KouTo ce MeTabonusupar riaasHo oT CYP3A. Brnpeku ue ce mpunara eTHOBPEMEHHO C
PHUTOHABHD KaTo (hapMaKOKHHETHYEH EHXaHCep, ChIIECTBYBA BH3MOKHOCT CHITHH HMHXUOUTOPH U
WHIYKTOPH J1a IPOMEHST (DapMaKOKUHETUKATa Ha HUPMaTPEIBUD.

Hupmatpensup ve naxubupa obparumo CYP2B6, CYP2D6, CYP2C9, CYP2C19, CYP2CS8 unu
CYP1A2 in vitro npu KTHHUIHO 3HAYMMHU KOHIICHTpaIu. Pe3ynraTtute ot in vitro mpoy4uBaHe
MTOKa3Bart, ye HupMaTpenBup Moxe 1a € uHaykrop Ha CYP3A4, CYP2B6, CYP2C8 n CYP2CO.
KnuandnaTta 3HAaUMMOCT € HEU3BeCTHA. B3 OCHOBA Ha JaHHU, ONYYEHH in Vitro, HHPMaTPENIBHP € C
HUCBHK noTeHman na uaxuoupa BCRP, MATE1, MATE2K, OATI1, OAT3, OATP1B3, OCT1 u
OCT?2. CpiiecTByBa Bb3MOKXHOCT HUpMaTpenBup na naxuoupa MDR1 u OATP1B1 npu knuHU4HO
3HAYMMH KOHLEHTPAIUH.

EdexThT BEpXY (hapMaKkOKHHETHKATa Ha HUPMATPEIBUP/PUTOHABUD € OIICHEHA C UTPAKOHA30
(maxuburop Ha CYP3A) u kap6amazenuH (uHaykTOp HAa CYP3A). TecroBute/pedepeHTHUTE
CHOTHOIIEHHS Ha KOpurupanute cpeaau reoMmeTpudHu cTOMHOCTH 32 AUCint 1 Cax HA HUPMAaTPEIBUP
ca cboTBeTHO 44,50% 1 56,82% cien chIIbTCTBAIIO PUIIOKEHHE HA HUPMATPEIBUP/PUTOHABUD

300 mg/100 mg ¢ MHOTOKpaTHHU MEPOPATHU A03U KapObamazenuH. TecroBure/pedepenTHHTE
CHOTHOILCHHUS Ha KOpUTHpaHUTe cpeaHr reoMeTpudHu cTOHHOCTH 38 AUC iy # Cinax HA HIPMATPETBUD
ca cpoTBeTHO 138,82% 1 118,57%, KOraTo HUpMaTpPEIBUP/PUTOHABHP CE TIPUIIATa €THOBPEMEHHO C
MHOTOKPAaTHH 03U UTPAKOHA30J1, B CPABHEHHUE C HUPMATPEJIBUP/PUTOHABUD, IPHIIaraHU
CaMOCTOSITEIHO.

EdexThT Ha HUpMATpETBUP/PUTOHABUP BBPXY JPYTH JIEKAPCTBa € OIICHEH ¢ MUIa3oiiaM (CyOcTpar Ha
CYP3A) u naburarpan (cyocrpat Ha P-gp). TectoBuTe/pedepeHTHUTE CHOTHOLLICHHS Ha
Kopurupanute cpeau reoMeTpuHu cTOMHOCTH 32 AUCixt M Cinax HA MHIA30J1aM Ca CHOTBETHO

1 430,02% u 368,33%, koraTo MHUa301aM c€ MpUiIara eAHOBPEMEHHO C MHOTOKPATHHU JI03U
HUpMAaTpENBUP/PUTOHABUD, B CPABHEHUE C MUA30J1aM, IPHJIaral CaMOCTOSTEITHO.
TecroBure/pedepeHTHUTE CHOTHOIICHHUS HA KOPUTHPAHUTE CPEIHH T€OMETPUIHN CTOMHOCTH 3a
AUCnr 1 Cimax Ha maburatpan ca choTBeTHO 194,47% w1 233,06% cien mpuiaradne Ha faduratpas ¢
MHOTOKPATHU JI03H HUPMATPEIBUP/PUTOHABUD B CPAaBHEHHUE C Ja0UTraTpaH, MpUiIarad caMOCTOSTEIHO.
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5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

Hsima mpoBeneHr HEKITMHUYHY IPOYYBaHUs 32 0€30MaCHOCT ¢ HUPMATpPEIBHP B KOMOMHALIUS C
PUTOHABUD.

Hupwmatpensup

[IpoyuBanusTa 32 TOKCHYHOCT M TEHOTOKCHYHOCT MIPY MHOTOKPATHO MpHUJIaraHe He MOKa3BaT PUCK,
IbJDKAI ce Ha HupMatpensup. He ca HabmogaBanyu HexxelaHu epeKTH mpyu MpoydIBaHUs Ha
¢deprumuTera, eMOPHOPETATHOTO WM MPEHATATHOTO U IOCTHATAITHOTO Pa3BUTHE MPHU TUIHXOBE.
[TpoyuBane npu OpeMEeHHU 321K TIOKa3Ba HEXKEIIAHO MOHIKaBaHe Ha TEJIECHOTO TEerJo Ha (eryca
MPU OTCHCTBUE HA 3HAYUTEHA TOKCHYHOCT 32 Maikara. M3uucieHo e, ue CUCTeMHATa SKCIIO3UIIHS
(AUCy4) mpu 3aiiiiu mpy MakcUMasiHaTa J103a 0e3 HexkenaH e()eKT BbpPXY TEJIECHOTO Teryio Ha (eTyca e
NPUOTU3UTENTHO 3 TBTH [T0-BUCOKA, OTKOJIKOTO €KCIO3UIUATA IIPU XOpa MPU NPenopbUnTeIHATA
TepaneBTHYHA 1032 Paxlovid.

He ca npoBexaanu npoydBaHysl 3a KAHLEPOTEHHOCT ¢ HUPMAaTPEIIBUP.

Puronasup

[IpoyuyBaHusATa 32 TOKCHYHOCT IIPU MHOTOKPATHO IIPWJIAraHe Ha pUTOHABUP NP )KUBOTHH
WACHTU(QHUIIMPAT OCHOBHUTE MPHUIICTHNA OPTaHH KaTo YepEeH P00, PeTHHA, IIUTOBUIHA JKJIe3a U
O0pOpenn. YepHoapoOHHUTE MPOMEHH BKIIIOUBAT XEMATOLEITYJIAPHH, XKIIBUHHU U (ParOLUTHH CIIEMEHTH
U ca IPUAPYKECHHU OT MOBHUILICHUS Ha YEPHOAPOOHUTE EH3UMH. XHIIEPIUIa3us Ha MUTMEHTHUS €ITUTEN
Ha peTHHaTa U JiereHepanys Ha peTHHATa ca HaOJIt0JaBaHu NP BCUYKH NIPOYYBaHUS, IPOBEICHH C
PHUTOHABHD IIPU TPU3aUH, HO HE ce HAOMI0AaBaT NpH KydeTa. J[aHHUTE OT yITPaCTPYKTypHO
U3CleBaHe MOKa3BaT, ye TE3U MPOMEHH B pETHHATa MOXKeE Jja ca BTOPUYHH OT (ocdonunumosa.
Knuan4yanTe M3MUTBaHUS 00a4e He MOKa3BaT JaHHU 32 WHAYIUPAHU OT JIEKAPCTBEHUS MPOIAYKT
OYHH NIPOMEHHU IpH X0opa. BcHYKHM MpoMeHn B IUTOBUIHATA JKJIe3a ca 0OpaTUMU IIPH NPEKpaTsBaHe
Ha puToHaBHp. KIIMHUYHNTE M3ceaBanys IpH X0pa HE MOKa3BaT KIMHUYHO 3HAYHMHU IIPOMEHH MIPH
(YHKIIMOHAIHY U3CTICIBAaHHS Ha NIUTOBUIHATA JKJIe3a.

HabmomaBanu ca 060peyHy MPOMEHH, BKIIFOUUTEITHO TyOyIIHA IeTeHepallisl, XpOHIHYHO Bh3MaJIcHHe
Y IPOTEHHYPUS TIPU TUTHXOBE U CE CUMTA, Y€ CE JBJDKAT Ha CTICNU(UIHO 32 BUIa CIOHTAHHO
3abosisBaHe. B nombiaHeHWe Ha TOBA, B KIMHUYHU U3MUTBaHM HE ca 3a0e/sI3aHi KIIMHUYHO 3HAUMMHU
OBOpeYHN aHOMAITHH.

[IpoyuBaHusTa 32 TEHOTOKCUYHOCT HE TIOKa3BaT PUCK, IBIDKAII CE HA PUTOHABHP. [IBITOocpounn
MPOYYBaHUS 33 KAHI[CPOTCHHOCT Ha PUTOHABUP MIPH MUIIKH U IUTbXOBE IIOKAa3BaT TYMOPOICHEH
MOTEHIIKA, Clieln(UUCH 3a Te3H BUJ0BE, HO CE CUUTA, Y€ Te ca 0e3 3HAaUMMOCT IpH Xopa. PutoHaBup
HsMa €PEKTH BbPXY (PePTUIIUTETA MIPH ILTbX0BE. TOKCHYHOCTTA HA Pa3BUTHETO, HAOJIIOJaBaHa MTPH
TLTEXO0BE (€eMOPHOJIETaTHOCT, IOHMKEHO TEIECHO TErio Ha ¢eTyca, 3a0aBsHUs Ha OCUPUKAIUATA U
BHCIIEPAITHHU POMEHH, BKITFOUMTEITHO 320aBEH JECIIEH3yC Ha TECTUCUTE), Ce HaOIto/1aBa TIIaBHO TIPH
71031, KOUTO Ca TOKCUYHU 3a MaiikaTa. TOKCHYHOCT Ha pa3BUTHETO (eMOPHUOJIETATHOCT, HAaMaJleH
pasMep Ha KOTWJIOTO M IOHW)KEHH Teriia Ha (eTycuTe) ce Habro1aBa Mpu 1031, TOKCHYHH 32
Maikara.

6. DAPMAINEBTNYHU JAHHHA
6.1 CnuceK HAa NIOMOIIHHUTE BelIeCTBAa

Hupmartpensup dbuiaMupanu TabIeTKU

SAnpo Ha Tabnerkara:
MUuKpoKpucTanHa nenyJio3a
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JlakT03a MOHOXHIPAT
Kpockapmenosza Hatpuit
Komongen cunnmueB THOKCHIT
Harpues creapundymapar

OuUIMOBO MOKPUTHE:

XuIpOKCUTIPOITHI MeTriIenyo3a (E464)
Turanos nuokcun (E171)

[omuerunen ravkon (E1521)

XKeneszen oxcun, uepen (E172)

Puronasup ¢unmupanu tabneTku

SAnpo Ha Tabnerkara:

Komnosunon

CopburaHoB naypar

CunuiineB quokcus, komouaeH 6e3pojeH (E551)
Kanmer xuaporendocdar, 6e3B01eH

Hatpues creapungymapar

®UIMOBO NTOKPUTHE:

Xurpomenosa (E464)

TutanoB muokcuz (E171)

Maxporon (E1521)

Xuapokcunponuinernynosa (E463)

Tank (E553b)

CunnnueB quokcun, kojouzaeH 6e3sonaeH (ES51)
[Momucopoar 80 (E433)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpoxk Ha roaHoCT

2 TOIMHA

6.4 CroenuajHu yCJ0BHS HA CbXpaHeHUe
To3u nekapcTBeH MPOAYKT HE U3UCKBA CIICIIMAIHYU YCIIOBHS Ha ChXPaHEHHE.
6.5 Bwuau cbabpkaHne HA ONIAKOBKAaTa
Brucrep-kaptu ot OPA/anymunnii/PVC ¢donvo ¢ 30 tabnetkw.

Paxlovid e omakoBaH B KapTOHEHH OMAKOBKH, ChIbpkammy 30 TabneTku B 5 OnucTepa ¢ THEBHA /103a.

Bceku eqHOHEBEH OMCTEp-KapTa ChaAbPKa 4 TaOJSTKH HUPMATPEIIBHUP U 2 TaOJIETKU PUTOHABHP 3a
CyTpelIHaTa 1 BeuepHarta J103a.

6.6 CrnenuajaHu npeana3sHu MepPKH NPH U3XBHPJIsiHE
Hsma cnenmaniu U3UCKBaHUS 32 U3XBBPIISHE.

Hewnsnon3paausT JICKApPCTBCH NPOAYKT UMW OTHAABbYHUTE MAaTCpUaid OT HETO Tp516Ba Jia C€ U3BXBLPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.
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7. INPUTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Brussels

benrus

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/22/1625/001

9. JATA HA IBPBO PASPEIIABAHE/IIOJJTHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mBpBO paspemaBaHe: 28 sHyapu 2022 r.

Jata Ha nmocnenHo nogHoBsiBaHe: 28 HoeMBpH 2022 1.

10. JOATA HA AKTYAJINBUPAHE HA TEKCTA

[Monpo6Ha nHMOpMAaIIKs 3a TO3M JICKAPCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 10 JIeKapcTBaTa http:// www.ema.europa.eu.
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HNPUJIOKEHUE 11

MNNPOU3BOJUTEJIN, OTTOBOPHH 3A
OCBOBOXKJABAHE HA ITAPTUIN

YCJIOBUA NN OTPAHUYEHUSA 3A JOCTABKA "
YIIOTPEBA

APYI'U YCJIOBUA U U3UCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUNYEHUSA 3A BE3OITIACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOAYKT
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A. MMPON3BOAUTEJIN, OTTOBOPHU 3A OCBOBOXJIABAHE HA ITAPTHUIN

HmMe m afipec Ha NPOU3BOJMTEINTE, OTTOBOPHHM 33 OCBOOOXKIaBaHE HA MAPTUIUTE

Pfizer Manufacturing Deutschland GmbH
Mooswaldallee 1

79108 Freiburg Im Breisgau

I'epmanus

Pfizer Italia S.r.L.

Localita Marino del Tronto
63100 Ascoli, Piceno
Uranus

Pfizer Ireland Pharmaceuticals
Little Connell

Newbridge

Upnannus

[TeyaTHaTa JTUCTOBKA Ha JIGKAPCTBEHUSI MMPOYKT TPSIOBA Ja ChABPIKAa UMETO U aapeca Ha
MPOU3BOUTEINS, OTTOBOPEH 32 OCBOOOXIaBAHETO HA CHOTBETHATA MAPTH/IA.

b. YCJIOBUA NJIK OTPAHUYEHNSA 3A TOCTABKA U YIIOTPEBA

HeKapCTBCHI/IHT MPOAYKT CC OTITYCKa IIO JICKAPCKO MPCAIMUCAaHuC.

B. APYI'N YCJIOBUSA U NBNCKBAHUS HA PASPEINIEHUETO 3A YIIOTPEBA
. Ilepuoguunu akTyaausupanm aokjaaau 3a oezonacuoct (ITAIB)

WsuckBanusta 3a nogaBane Ha ITAJIb 3a To3u nekapcTBEH MPOAYKT Ca TOCOYEHU B
uieH 9 Ha Pernament (EC) No 507/2006. B choTBEeTCTBUE C TAX, IPUTEKATEIAT HA
paspemenuero 3a ynorpeda (ITPY) tpsora na nogasa [TA/Ib Ha Bceku 6 Mecera.

WznckBanusra 3a nonasane Ha [IAJIb 3a To3u nekapcTBEH NPOLYKT ca MOCOUYEHH B CIMCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cnuchbk), npeasuzaeH B wi. 1078, ait. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCHUKH CIIeIBAIIN aKTyJIM3aI|H, ITyOJHUKYBaHHU Ha
eBpOIEHCKUs yeOnopTai 3a JeKapcTBa.

I. YCJIIOBUA NJIN OTPAHUYEHMUA 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA IMTPOAYKT

. Ilnan 3a ynpasJjienue Ha pucka (ITYP)

IIPY tpsi6Ba na 3BBpILIBA U3UCKBAHUTE ACHHOCTH U ICHCTBUS, CBBP3aHH C IPOCICIsIBaHE Ha
JeKapcTBeHaTa 0e30macHocT, moco4eHu B onoopenus [1YP, npencrasen B Mogyn 1.8.2 Ha
pa3pelIeHreTo 3a yrnoTpeda, KakTo U BbB BCHUKH CJISIBaIM 0100peHH akTyanu3anuy Ha [TYP.

Axryammsupan [1YP TpsiOBa na ce nonasa:
e 110 ucKaHe Ha EBporeiickara areHuus 1o JeKkapcTBara;
® BHHAIW, KOTaTo Ce U3MEHs CHCTEMara 3a yIpaBJIeHHE Ha PHCKa, 0COOCHO B pe3yJiITaT Ha
MoJIyuaBaHe Ha HOBa MH(OPMAITUs, KOATO MOXKE Jla TIOBEJIE 10 3HAYMMHU [IPOMEHHU B
CHOTHOIIICHHUETO TOJ3a/PHCK, WK CIIe]] JOCTUIaHe Ha Ba)KEH eTall (BBbB BPBh3Ka C MPOCIIC/IIBAHE
Ha JIeKapcTBEeHaTa 0€30MacHOCT WM CBEXKIAHE Ha PHCKA 10 MUHHMYM).
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HPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

PAXLOVID 150 mg + 100 mg punmupanu TadneTku
HUPMATPEIBUP + PUTOHABHP

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

Bcsika po3oBa ¢punmupana tabnerka ceabpka 150 mg HupMaTpenBup
Bcesika 6sna punmMupana tabnetka cpabpxa 100 mg puroHaBup

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Cpapprka TaKTO3a.
BuoxTe nucToBKaTta 3a JOMBJIHUTEIHA HH()OPMAITHSL.

| 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

dunmupana TabiaeTka

30 ¢unmupanu tabnetku (20 Tabnaetku HUpMaTpenasup + 10 TaGIETKH PUTOHABUD)

| 5. HAYMH HA ITPUJIOKEHUE U IBT(MIA) HA BBBEXKJIAHE

[Ipenu ymorpeba mpoverere TMCTOBKATA.

ITepopanHo npusioxeHue

Ckanmpaiite QR Koz 3a mocThn 110 MpoyKTOBaTa HH(DOPMAIIMS Ha HAITMOHATHHS €3HK.
URL: https://pfi.sr/c190oralrx

6. CHHEHNUAJIHO NPEAYHPEXIEHHUE, UE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT INOTJVIEJA U TOCEI'A HA IELIA

Jla ce cpxpaHsiBa Ha MSCTO, HEJOCTBITHO 3a JICTIA.

| 7. APYI'U CIHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'oneHn no:

9. CIIEIIUAJTHHU YCJIOBUSI HA CbXPAHEHUE
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10.

CIHHELIUAJIHU ITPEJAITIA3HA MEPKMU I1PU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIJEKAPCTBEHUTE IMNPOAYKTHU NWJIN OTITIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

UME U AIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Brussels

benrus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/22/1625/001

13.

IHHAPTUJAEH HOMEP

ITapt. Ne

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

WHP®OPMAIIMS HA BPAMJIOBA A3BYKA

paxlovid

| 17.

YHUKAJIEH HWIEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByr3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTHPUKATOP.

| 18.

YHUKAJIEH NWIEHTH®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

PAXLOVID
HupMmatpensup 150 mg rabnerka
putonaeup 100 mg TabneTka

| 2. NUME HA TTIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer (7oro)

| 3. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JAPYIoO
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b. IUCTOBKA
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JIncroBka: nHpopManus 3a NAUEHTA

Paxlovid 150 mg + 100 mg ¢puamupanu TadiaeTkn
HUpMaTpenBup (nirmatrelvir) + puroHaBup (ritonavir)

vTo31/1 JIEKapCTBEH MPOAYKT HMOAJTEKH Ha AONBJIHUTENHO HabmoaeHue. Tosa e mo3Bosiu Obp30To
yCTaHOBABaHE HAa HOBA MH(pOpMaLus OTHOCHO Oe30macHoCTTa. MoseTe 1a Aafere cBosi IPHHOC, KaTo
ChOOIINTE BCAKA HEXKENNaHa Peakiys, KOsTO CTe MOyYHiIH. 3a HaulHa Ha ChOOIaBaHe Ha HEXKeJaH!
peaxiuu BIKTE Kpast Ha To4Ka 4.

IIpoyeTeTe BHMMATEIHO ISIATA JIMCTOBKA, NMPeN 1a 3all0YHeTe 1a MpueMaTe TOBa JIeKaApPCTBO,

Thil KaTo T ChbAbPKA Ba:xkHa 3a Bac ungopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe a ce HAJOXKU Aa S MPOYETETE OTHOBO.

- AKO UMaTe HIKaKBH JIOTBIHATEIHA BBIIPOCH, TTonuTaiiTe Bamus nekap wiu gapMarieBT.

- Toga nekapcTBO € npeanucano Ju4Ho Ha Bac. He ro npeotcThnBaiiTe Ha Apyru xopa. To Moxe
Jla M HaBpEeIU, HE3aBHCHMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JIsBaHE ca ChIHUTE KaTo Bammre.

- AKO TIONTyYuTe HAKAKBU HEXKEJIaHU peakinu, yBeJoMeTe Bamms nekap wim dapmanest. ToBa
BKJTFOYBA ¥ BCUYKH BH3MOXXHU HEXKEJIAHU PEAKITNHU, HEONIMCAHU B Ta3H JTUCTOBKA. BrkTe
TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakso npencrasnsBa Paxlovid u 3a kakBo ce n3non3sa
Kakso Tpsi0Ba na 3Haere, npeau ga npuemere Paxlovid

Kak na npuemare Paxlovid

BB3MOKHM HEXENaHU peakiuu

Kak na cexpansBare Paxlovid

ChbabpkaHue Ha ONAKOBKATa M AOIBIHUTENIHA HHPOPMAITUS

ANk =

1. Kakso npeacraBiasisa Paxlovid n 3a kakBo ce n3moJi3Ba

Paxlovid chabpxa ABe aKTUBHM BEILECTBA HUPMATPETIBUP U PUTOHABUP B IBE PA3IMYHU TaOIETKH.
Paxlovid e anTuBUpPYCHO JI€KapCTBO, KOETO CE€ M3IIOJI3BA 3a JieueHue Ha Bb3pacTHr ¢ COVID-19,
KOUTO HE C€ HYXKJasT OT JOIIBIHUTENEH KUCIOPO U IPHU KOUTO MMa MOBUILIEH PUCK OT MIPOTPECHS 10
TEXKO 3a00JI1BaHE.

COVID-19 ce mpuunHsABa OT BUpYC, HapedeH kKopoHaBupyc. Paxlovid ciiupa pa3mMHokaBaHeTO Ha
BHpYca B KJIETKHTE, a TOBA CIIMpa pa3MHOKaBaHETO My B OpraHu3Ma. ToBa MoOXe Jla TOMOTHE Ha
opranusma Bu na ce npebopu ¢ BupycHata HH(EKIUS U 1a IPEAOTBPATH Pa3BUTHETO Ha TEXKKO
3a0oJIsIBaHe.

Axko cren 5 nHu cuMmntomuTe Bu ce BiomaT wiu He ce uyBcTBaTe mo-100pe, roBopete ¢ Bamms
JIeKap.

2. Kakso Tps0Ba 1a 3Haerte, npeau na npuemere Paxlovid

He npuemaiite Paxlovid

- aKo CTe aJeprHYHM KbM HUPMATPEIBHUpP, PUTOHABUP HJIH KbM HIKOS OT OCTAaHAINTE ChCTAaBKH Ha
Paxlovid (1306poenu B ToUKa 6).

- aKo mpueMare HsKoe OT cieqHuTe JekapceTsa. [IpuemaneTo Ha Paxlovid ¢ Te3un nekapcTBa Moxe
Jla IpeTM3BIKa CEPHO3HU HIIH )KUBOTO3aCTPAIIaBAIN HEXKEJIAHU PEaKIUH UK J1a OKaxe ePeKT
BBPXY TOBa Kak feiictea Paxlovid:

- andy3ocuH (M3MO0JI3BaH 3a JICUCHNE HA CUMIITOMH Ha yBEJIWYeHa poCcTara)
- paHONa3uH (M3M0J3BaH 3a JICYCHUE Ha XPOHUYHA 0O0JIKa B IPBAHUS KOII [CTEHOKapaus])
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IpOHEAAPOH, MponadeHOH, XUHUAWH (M3MI0JI3BaHH 3a JCUCHNE Ha ChPACYHH 3a00JsIBaHUs
1 KOPUTHUpaHE HAa HEPaBHOMEPEH ChPIACUEH PUTHM)

pudamMuimH, pudaneHTHH (U3MOJI3BAHH 32 JIeUeHUE Ha OaKTepHaTHH HH(EKIINH )
arnanyTamu], HepaTHHUO, BEHETOKIIAKC (M3MOI3BAHHM 32 JICUeHUE Ha paK)

kapOamasenuH, peHoOapOuTal, PeHUTONH, IPUMHIOH (M3IOJI3BAHH 32 IPEAOTBPATIABAHE
Y KOHTPOJI Ha IpUIaIbLIN)

KOJIXMIIMH (M3MOJI3BaH 3a JICUCHUE Ha 1Mo/1arpa)

TepdeHaTuH (M3MOI3BaHH 32 JISUCHUE Ha AJIEPTHUN)

Jypa3uIIoH (M3MOJI3BaH 3a JIeUeHHE Ha N30 PEHUs)

MUMO3HU/I, KBETHAITMH (M3MOI3BaHH 32 JIeYeHHe Ha MU30(peHus, OUIOISIPHO
Pa3CTPONCTBO, TEXKKA AeTpecuss 1 aOHOPMHU MUCIIH WIIM 9yBCTBA)

CHJIOJO3MH (M3I0JI3BaH 3a JICUCHUE Ha YTOJIeMEeHa IPOCTaTHA JKjIe3a)

eTIepeHOH 1 UBaOpa e (M3II0JI3BaHU 32 JICUCHHE Ha TIPOOJIEMU ChC CHPIETO U/WIN
KPBHBOHOCHHTE CHJIOBE)

OUXUIPOEPrOTAMUH M €proTaMyH (M3IMIO3BAaHH 32 JICUCHUE HA MUTPEHO3HH II1aBOOOITHS)
CproHOBUH M METWJIEPTOHOBHH (M3II0JI3BaHU 3a CIMpPaHE Ha MIPEKOMEPHO KbPBEHE, KOETO
MOJKe J]a Bh3HUKHE ClIe]] paKaaHe Uik abopT)

U3anpuz (M3M0II13BaH 3a 00JeKUYaBaHe Ha ONPEICICHH CTOMAIIHHU POOIEMH)

XKBAT KaHTapuoH (Hypericum perforatum) (OUIKOB MPOLYKT, U3MOI3BaH 32 JICUCHUE HA
JETIPECcHs U TPEBOXKHOCT)

BOKJIOCTIOpWH (M3MOJI3BaH 3a JIeUeHUe Ha 3a00JsIBaHNsI HA UMYHHATa CHCTEMa)
JIOBAaCTaTWH, CAMBACTaTHH, JOMUTANU/ (M3MI0JI3BaHH 3a MOHMW)KaBaHEe Ha XOJIECTEPOJia B
KpBBTA)

eNleTpunTaH (M3MON3BaH 3a JCUCHNE Ha MUTPEHO3HHU TI1aBOOOIIHS )
nymakagTop/uBakadTop (M3MOI3BaH NPU MYKOBHCLIUI03a)

¢uHEepeHOH (M3MOI3BaH 3a JICUeHUE Ha XPOHUYHO ObOpedHO 3a00s1BaHe, CBBHP3aHO C
nuadert Tur 2)

HaJIOKCEToJ1 (M3MOI3BaH 32 JICUeHUE Ha 3areK, PeIN3BUKaH OT OITHOM/T)

aBaHa(u, BapaeHadu (M3M10JI3BaHH 32 JICUCHUE HA epeKTHIIHA AUCHYHKUNS (M3BECTHA
CBII[0 KAaTO UMIIOTEHTHOCT))

cunaeHnadu, Taganadu (M3M0N3BaH 3a JIeYeHUe Ha ePeKTIITHA TUCYHKIHUS (M3BECTHA
CBLIO KaTO MMIIOTEHTHOCT) WK Oe1oApoOHa apTepraiHa XUIIEPTOHUS (BUCOKO KPBBHO
HaJsiraHe B OenonpoOHaTa apTepust))

KJIIOpa3ernar, Jruasernam, ecra3onam, (rypasenam, TpuasoiaM, MHIa301aM, PHeMaH 1pe3
ycraTa (M3M0I3BaHU 32 00JIeK4aBaHe Ha O€3MOKOMCTBO H/WIM IPH MPOOJIEMH ChC CHHS)
TOJIBANTaH, U3IOJ3BaH 3a JICUCHNE HAa XUTIOHATPHEMUs (HUCKH HUBA HA HATPUH B KPHBTA)

Hpez]ynpemz[e}ma U IpeaANnasHu MEPKHU

AJlepruyHH peakuuu

AJIeprHYHU PEaKLUH, BKIIOYUTETHO TEKKH AIEPIHYHN PEaKUiH (M3BECTHH KaTo ,,aHaduiiakcus™) u
CEpPHO3HM KOXKHHU PEaKUUH (M3BECTHU KaTO TOKCHYHA CMHIepPMaIHa HEKPOJIU3a U CHHIPOM Ha
CruBbHC-/[)KOHCHH) MOTaT J]a B3HUKHAT NPH X0pa, npueManty Paxlovid, nopu camo ciex 1 mo3a.
Cnpere nmpuema Ha Paxlovid u He3abaBHO o3BBHETE Ha Barms siekap, ako moTy4nTe HAKOH OT
CIICTHATE CUMITTOMH Ha aJiepruuHa PeaKiys:

3aTPyAHEHO TPETThIIaHe HITH JHUIIaHe
MOJlyBaHE Ha €3HKa, YCTaTa U JIUIETO
CTSITaHE B T'BPIOTO

MPECUITHATIOCT

ChpOCSK

KOXKEH 00pHB

3ayepBeHa U 00JIe3HEHA KOXKa

MexypH U OelieHe Ha KoXKaTta

MEXYpH WIH S3BU B YCTATa WM MO YCTHHUTE
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YepuoapoOHo 3adoJ11BaHe

Kaxxere nHa Bammus nexap, ako ©IMaTe WIH CTe UMaJi YepHOAPoOHO 3abomnsBane. [Ipu manueHTure,
MOJTy4aBally PUTOHABUD, Ca HAOJII0JaBaHU OTKJIOHEHHUS B YUSPHOAPOOHUTE CH3UMH, XEIIATHT U
JKBJITESHUIIA.

Bbn0peuno 3a0o0s151BaHe
Kaxxere Ha Bammst nexap, ako UMaTe WU cTe UMalid ObOpedHO 3200 IsIBaHe.

Bucoko KpbBHO HaJIsITaHe

Kaxxere na Bammst nexap, ako mMaTe BUCOKO KPBBHO HaJsiraHe. Bp3MoXKHO € 1a € HeoO0X01uMo
BammusT nexap na mposepu KpbBHOTO By Hansirane, ipeu fa 3ano4yHere aa npuemate Paxlovid u
JIOKaTo MpueMare Topa JekapcTBo. [lomydenu ca cho0IIeHus 32 BUCOKO KPBBHO HAJISITAHE TIPU X0pa,
npuemaiiy Paxlovid, ocoOeHO MpH MO-Bb3paCTHH JIHUIIA.

Puck ot pasButue Ha XUB-1 pe3ncTeHTHOCT
AKko nMaTe HesleKyBaHa Ui HekoHTponupana XVB undekuus, Paxlovid Mmoske na nosene 1o ToBa, e
HSIKOM JieKapcTBa cpemry XVB na crpar na neifictBat TonkoBa 1o0pe B Obaere.

Jleua v roHOIIM
He nagaiite Paxlovid Ha nera v roHomm Ha BB3pact mox 18 ronaunu, Tl kato Paxlovid He e mpoyuBan
TIpH JIeTa ¥ FOHOIIIH.

Apyru nexapcrBa u Paxlovid

Wwma u npyru nekapcTBa, KOUTO HE MOXKe Aa ce mpuemar 3aeano ¢ Paxlovid. TpabBa na kaxere Ha
Bammws(te) nexap(u) wim GapmaiesT, ako IpremMare, HaCKOpO CTe MPUEMalTH WK € Bh3MOXKHO J1a
MpreMare IpyTrH JIeKapcTBa:

- JIEKapCTBa, U3IOJI3BAHM 34 JICUSHHE Ha pak, kaTo adaTuHuO, abeMarukimo, IepUTHHUO,
na3aTUHKUO, eHKopadeHuno, pocTaMaTuHNO, HOPYTUHUO, HBOCHICHUO, HUJIOTHHNO, BUHOJIACTHH
W BUHKPUCTHH

- JIEKapCTBa, U3IMOJI3BAHHU 3a pa3pexkIaHe Ha KpbBTa (AHTHKOATYJIaHTH ), KaTo BaphapuH,
pHuBapokcabaH, naburarpat 1 anukcabaH

- JICKapCTBa, U3I0JI3BaHHU 32 JICUCHHE Ha I'bPUYOBE, KaTO JTUBAIIPOCKC, JJAMOTPYIKUH U
KIJIOHa3eTam

- JICKapCTBa, U3IOJI3BaHU 32 CIIMPAHE Ha TIOTIOHOIYIICHE, KaTO OYyIPOIHOH

- JICKapCTBa, U3I0JI3BaHH 3a JICUCHHE Ha aJIepruu, Kato GekcodeHa uH U JIopaTaauH

- JIEKapCTBa, U3IOJI3BAHH 32 JICUeHHE Ha I’hONYHN HH(EKIUH (IPOTUBOT'bOMYHH), KaTO
WTPAaKOHA30JI U BOPUKOHA30]T

- JICKapCTBa KaTo Ta0JICTKA KETOKOHA30J1, U3I0JI3BaHHU 32 JICUeHUE Ha CHHIpoM Ha KyrmHr -
KOTaTo B OpraHM3Ma ce MPOU3BEkaa MPEKOMEPHO KOJIIMIECTBO KOPTH3OI

- nekapcTBa 3a jedeHne Ha XMB uadeknus, kato eGaBupeHI], MapaBUPOK, palTErpaBup,
3UJIOBYIUH U OUKTETpaBUp/eMTPUIIUTAONH/TEHO(OBHD

- JIEKapCTBa, U3MOI3BAHN 32 JieueHHe Ha WHPEKIUU (HAp. aHTHOMOTHIIN U
AHTUMHUKOOAKTEPUATHH CPEICTBA), KATO aTOBAXOH, KJIAPUTPOMHUIIMH, epUTPOMHUIINH, (y3UI0Ba
KucenrHa (IprueMaHa mepopasHo WiH MPUIOKEHA IO HHTPABEHO3CH IIBT), OCTaXUIvH,
pudabyTHH, AeIaMaHiI ¥ CyI(aMeToOKCa30Jl/TPUMETONPUM

- JIEKapCTBa, U3IOJI3BAHH 32 JICUCHHE Ha MU30(PEeHUs U a0HOPMHHU MHCITH UM YyBCTBA, KaTO
KIJIO3aITuH

- JICKapCTBa 3a JICUCHUE HA IICMXUYHU HapyIICHUS WU HAPYIICHHUs Ha HACTPOCHUETO, KaTo
XaJIOTIEPUI0I, PUCTIEPUIOH U THOPUIA3UH

- JIEKapCTBa, U3IOJI3BAHH 32 JICUSHHE HAa BUCOKO KPBBHO HANISITAHE B KPHBOHOCHUTE CHIIOBE,
KOHUTO JIOCTAaBST KPBB KbM OeluTe ApoOOBE, KATO OOCEHTaH U PUOLIUTYAT

- JICKapCTBa, U3I0JI3BaHHU 32 JICUCHHE HAa BUCOKO KPBHBHO HaJIsITaHe (XUIIEPTOHHMS ), KaTO
AMJIOJIMIIVH, TUITHA3EeM, (EIIOUIINH, JISPKAHUTUINH, HUKAPIUIHH, HUGESIUITNH 1 BeparaMuil

- JIEKapCTBa, U3IMOJI3BAHN 3a JICUSHHE Ha MPOOJIEMH ChC ChPIIETO W/WITH KPHBOHOCHHUTE CHIIOBE,
KaTo aJIMCKUPEH, THKArpeJiop, MUI0CTa30J U KIOIHI0TPeI

49



- JIeKapcTBa KaTo TUTOKCUH, aMUOAAPOH, (pIICKanHHU] U TU30MTHUPAMUJI, U3IIOI3BAHH 32 JICUCHHE
Ha ChpJICYHH 3a00JISIBaHUS U KOPUTUPAaHE HA HEPABHOMEPEH ChPICUCH PUTHM

- JIeKapCTBa 3a JIeueHUe Ha MyKOBHCIM/03a, KaTO HBaKadTop,
enekcakadrop/TesakadTop/uBakadTop u Te3akadrop/uBakaPTop

- JIeKapCTBa, U3MOI3BaHM 32 JIeYeHHEe Ha ualeT, KaTo CaKCariauITHH

- JIeKapcTBa, U3MOI3BaHH 3a JieYeHUe Ha MHpeKus ¢ Bupyca Ha xernaTut C, Kato
TJICKaNpeBUP/IMOpEeHTACBUP U cOhOCcOyBHUP/BEIIATACBUP/BOKCHIIAIIPEBHUP

- JIeKapCTBa, U3IOI3BaHM 3a MOHIKaBaHEe Ha X0JIECTEpoJia B KPhBTA, KATO aTOPBACTATHH,
(ryBacTaTHH, IpaBacTaTUH U PO3yBACTATHH

- JIeKapCTBa, U3MOJI3BaHHU 3a JICYCHUE Ha T1aB000IIHs, CBBP3aHU C MUTPEHA, KATO PUMETCIaHT

- JIEKapCTBa, U3MOJI3BAHM 32 JIeueHHe Ha MHKOHTHHEIUS Ha YpUHA, KaTo AapudeHanuH u
conudeHarH

- JIeKapCTBa, U3MOI3BaHM 32 JICUCHHE Ha TICHXUYHH Pa3CTPONCTBA, KATO apUIHITPa30J,
OpEKCIHITPa30J M KapHUIpa3rH

- JIeKapCTBa, U3MOI3BAaHH 32 MOTHCKaHEe HA UMYHHATa CHCTEMa, KaTo UKJIOCIIOPUH, €BEPOITUMYC,
CHPOJIUMYC U TaKPOJIHMYC

- JICKapCTBA, U3I0JI3BaHU 3a JICHCHUC Ha aBTOUMYHHHN HAPYUICHHA, BKIIFOUUTCIIHO PEBMATONICH
apTpHT, ICOPUATUYCH aPTPUT WITH YIIEPO3CH KOJHT, KaTO TOPAUTHHNO U yIIaTallATHHAO

- JIeKapCTBa, U3I0JI3BaHH 3a JICYCHUE Ha CHITHA 00JIKa, KaTo MOp(UH, (PeHTaHUII, OKCHKOJIOH,
METaJI0H, OyTpeHOopHH, IPYTH NOA0OHN Ha MOP(HH JIEKapCTBa, METHINH U MMAPOKCHKAM

- JIeKapcTBa KaTo ajnpasoliaM, OyCIIHPOH U 30JIMTHIEM, H3MOI3BAHU KaTO CEaTHBH, XUITHOTHIIN 1
CHHOTBOPHH CpPE/ICTBA

- JIeKapCTBa, U3MOI3BaHM 3a JIeUeHHE Ha Ae(UIUT HA BHUIMAHUETO WK Pa3CTPOMCTBO HA ChHS,
HApPEUYCHO HAPKOJICTICHs, KaTO aM(eTaMHUHU

- CTEPOHIH, BKITIOUUTEITHO KOPTUKOCTEPOUIH, KaTO OYIEe30HU I, IeKCaMeTa30H, (hIyTHKa30H,
TPEHU30JI0H ¥ TPUAMIIMHOJIOH, U3II0JI3BaHH 32 JICYCHUE Ha Bh3MaJICHHE

- JIeKapcTBa KaTo calMeTeposl U Teo(HIINH, H3MOI3BaHH 3a JICUCHHE Ha acTMa U JIPYTH CBbP3aHH
¢ 6enute ApoOoBe MpoOIIeMH, KaTo XpOHUYHA 00CcTpyKTHBHA Oenoapoona donect [ XOBB],

- JIeKapCTBa, U3IIOJI3BAHH 32 JIeUCHHUE Ha JIeNpecusi, KaTO aMUTPUITIINH, (ITyOKCETHH,
MMUIIPAMUH, HOPTPUNITWINH, IAPOKCETUH U CEPTPAIUH

- JIeKapcTBa KaTo JICBOTUPOKCHH, U3IOJI3BaHH 32 3aMECTUTEIIHA TeParusi ¢ THPEOUIHU XOPMOHH

- JIeKapCTBa, U3MOJI3BaHH 3a JICYCHUE Ha yroJleMeHa pocTara, KaTo TaMCyJI03UH

- KOETO U JIa € OT CICJHUTE APYTU KOHKPETHH JICKapCTBa:

- TPOTHUBO3aYaTHYHU CPEJICTBA, IPUEMAaHU Tpe3 yCTaTa, Wi TakuBa 1o popmara Ha
TUIACTUP, KOUTO ChABPKAT €THHUIICCTPAIHNOI, U3IIOJI3BaHH 32 TPEAOTBPATIBaHE HA
OpeMeHHOCT

- MHJa30jaM, pUJIaraH Ype3 WHHKEKIHs (M3I0JI3BaH 3a ceaupane (OyJHO ChbCTOSIHUE, KOTaTo
YOBEK € OTIIYCHAT, CIIOKOCH WJIX CHHJIMB I10 BPEMC€ Ha MCUIIMHCKO U3CJICABAHEC U
npoleaypa) UK aHeCTe3Hs)

MmuosxecTBo nekapcTBa B3aumoaeicTaar ¢ Paxlovid. HanmpaBeTe ciucbk Ha JieKapcTBaTa CH, KOITO
Jaa nokaxkere Ha Bamusi(re) sexap(u) u papmaueBt. He 3anouBaiite na npuemaTe HOBO JIEKapCTBO,
0e3 na kaxere Ha Bammsi(te) nexap(u). Bammsr(te) nexap(u) moxxe na Bu kaxe(at) nanu e 6e30macHo
na npuemare Paxlovid ¢ npyru nekapcersa.

BpemenHocT 1 KbpMeHe
AKko cTe OpeMeHHa, cMsATaTe, Y€ MOXKe J1a cTe OpeMeHHa WM IJIaHupaTe OPEMEHHOCT, TIOChBETBANTE
ce ¢ Bamms nexap npenun ynorpebara Ha TOBa JICKapCTBO.

Hsma nocrarsuno nadopmarys, 3a 1a e curypHo, ue Paxlovid e 6e3onacen 3a ynorpeba no Bpeme Ha
OpemeHHOCT. AKO cTe OpeMeHHa, He ce IpenopbuBa Aa u3nonssare Paxlovid, ocBeH ako KIMHUYHOTO
Bu cecTosiHre n3nckBa ToBa Jedenue. [IpernopbuBa ce 1a ce Bb3AbpiKATE OT MMOJI0OBA aKTHBHOCT WIIH
W3I0JI3BaliTe KOHTpaLenuus, 1okaro npuemare Paxlovid u kato npeanazHa Mapka 3a 7 JHH ClIeH
3aBpbppUIBaHE Ha edeHneTo ¢ Paxlovid. Ako u3nomnsBare XopMOHaIHA KOHTpALEIHs, Thid KaTo
Paxlovid mosxe 1a Hamanu eeKTUBHOCTTA ¥, ce IPEnopbhYBa Jja Ce M3IO0JI3Ba NIPE3ePBATHB WIH APYT
HEXOpPMOHAJIEH METOJ] Ha KOHTparenius. Bamusr nexap me Bu mocsBeTBa OTHOCHO
HPOIBDKUTEIHOCTTA Ha Ta3k HEOOX0AMMa KOpeKIus Ha BammTe KOHTpanenTHBHA MEPKH.
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Hsma nndopmanus otHocHo ynotpebarta Ha Paxlovid mpu kepmene. He TpsiOBa na kppmute Bamero
0e0e, mokaTo npuemMate Paxlovid u xato nmpeanasHa Mspka 3a 7 IHU CJIe/ 3aBbpIIBaHE Ha JICYCHUETO C
Paxlovid.

Hlodupane u paéora ¢ MalIMHK
Ouaxksa ce Paxlovid na He moBnmusiBa criocoOHOCTTa 32 modupane u paboTa ¢ MalIHHY.

Paxlovid ¢babpika n1akTo3a
Axo Bammsar nexkap Bu e ka3ain, 4e umaTe HEOHOCHMOCT KbM HSAKOM 3aXapH, CBBPKETE Ce C HETO,
Ipeay Ja IprueMeTe ToBa JIEKapCTBo.

Paxlovid ebabpika HaTpuid
Bcesika oT TabneTKUTE HUPMATPETIBUP M PUTOHABUP ChIBPIKa MO-MaJKko oT 1 mmol HaTpwuit (23 mg) Ha
71034, T.€. MOKE J1a CE€ Ka)ke, Ue MPAaKTUYECKU HE ChABPKA HATPHIL.

3. Kak na npuemare Paxlovid

BuHaru npuemaiite TOBa JICKapCTBO TOYHO KakTo Bu ¢ kazan Bamust nekap mim apmaieBT. AKo He
CTe CUTYPHH B HElIo, monuTaire Bamms nekap uinu papManesr.

Paxlovid chabpixa 2 nekapcTBa: HUpMATPEIBUP U PUTOHABUP. [IpernopbunTenHara 103a ce ChCTOH OT
2 tabneTku HUpMATpenBHUp (po3oBa Tabnerka) u 1 Tabnerka puroHaBup (Osi1a TabIeTKa), MPUEMaHN
Ipe3 ycraTa ABa IbTH JHEBHO (CYTPHUH U BEYED).

KypcwT Ha nedenue tpae 5 quu. Koraro € Bpeme na B3emaTe /103a, IpUEeMaiTe BCHUKUTE 3 TaOJICTKH
3a€JHO T10 €JJHO H CHII0 BpEME.

Ako umare 0b0peyHoO 3a00JIsIBaHe, TOBOpeTe ¢ Balus MEIUIIMHCKH CIICIUAIUCT OTHOCHO
noaxoxdamara go3a Paxlovid.

[Normbmaiite Tabnerkute nenu. He npBuere, He uynere U He pasrpoluaBaiite Tabnerkure. Paxlovid
MOJKe Jia ce TIpueMa ChC MU 0e3 XpaHa.

AKo cTe puesu nopeyve 0T Heodxogumara no3a Paxlovid
AKO cTe IIpHesH ImoBeue oT HeoOXxoaumara j03a Paxlovid, o0aneTe ce Ha Bamius MeIuIUHCKH
CIICIMAUCT WK He3a0aBHO OTUIETE B HAM-OIM3KOTO OOJIHMYHO OT/CJICHHUE 32 CIICIIHA TTOMOIIL.

AKo cTe nponycHaau 1a npueMete Paxlovid

Axo cTe ponycHaiu Ja nmpuemere go3a Paxlovid u ca n3aMuHamm He moBede OT 8 yaca OT BpeMETO, 1o
KOETO OOMKHOBEHO sI IpUeMare, MpUeMeTe J103aTa BeIHara, [IOM Ce CETUTE. AKO IPOITYyCHETE 71032 U
ca U3MHHAJIHM [IOBEYE OT § yaca, He MpHeMaiTe IpoIrycHaTara J103a, a IpHeMeTe CIIeBaIlaTa 103a B
penoBHOTO BpeMe 3a npueM. He npuemaiite 2 no3u Paxlovid mo enHo U ChIo Bpeme.

He B3emalite ,I[BOlea [03a, 3a 1a KOMIICHCHUPATC MMPOITyCHAaTaTa A03a.

AKo cTe cipesiu npuema Ha Paxlovid
Hopu ako ce 4yBCTBaTe 1Mo-100pe, He cnupaiite npuema Ha Paxlovid, 6e3 na roBopute ¢ Bamus nekap.

AKO “MaTe HIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpeOaTa Ha TOBa JICKAPCTBO, MOMUTANTE
Bamms nexap unu gapmanesT.
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4. BB3MOKHN HexkeTaHH peaKkIuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia INIPCAU3BHUKA HEKCIIaHU pCaKIU, BBIIPEKH Y€ HE
BCCKH I' ITOJTy4aBa.

YecTu: morar ga 3acersat 1o 1 Ha 10 gymm

- Huapus

- [ToBpriiane

- l'amene

- [IpomeneHo ycemane 3a BKyc (KaTo METaJeH, TOPYUB BKYC)
- I'naBoOosne

HeuecTu: morat na 3acernat 1o 1 va 100 qymm

- AJepruyHu peakiuu

- Bucoko kppBHO HalsiraHe

- Kopemna 6omka

- MyckynHa 60Ka

- O6pus (cb110 ce chOoOIIaBa KaTO elHa OT MPOSIBUTE Ha ajlepruyHa PeaKLus)

Peaxm: morar na 3acersat no 1 Ha 1 000 gy

- Texka anepruyHa peakius, U3BECTHA KaTo ,,aHapHIaAKCHs (ChC CHMITOMH KaTO TIOJyBaHE Ha
€3UKa, ycTaTa U JIULETO, 3aTPYJHEHO MPErIblaHe WK JUIIaHe, CTATAHE B I'BPIOTO HIIH
MIPECUITHAIOCT)

- CepI/IOSHI/I KOXXHHU pCaKI, U3BCCTHU KaTO TOKCHUYHA CIIUACPMAJIHA HEKPOJIM3a U CUHAPOM Ha
CruBbHC-/>XOHCHH (KaTo 3auepBeHa 1 O0JIe3HEHa KOXKa, MEXypH U OeJIeHe Ha KOXKaTa, MEXypH
WK SI3BU B yCTaTa WIK O YCTHUTE)

- OTtnanHanoct

- CwpOex (chIo ce choOIIaBa KaTo €Ha OT MIPOSBUTE HA OT aleprUyHa peaKiius)

Cpho011aBaHe HA HeKeJIaHU pPeaKIuu

AKO mony4nTe HIKaKBH HEXXETaH! JICKApPCTBCHU PEakiuy, yBegoMere Bamust nekap uinu hapManesr.
ToBa BKJIIOYBa BCHYKH Bb3MOKHH HEONIMCAHH B Ta3M JIMCTOBKA HEXKEIAHU peakluu. Mo)keTe ChIIo Ja
CHOOIINTE HEXKEIIAHU PEaKIUU ITUPEKTHO Ype3 HAIIMOHAIHATA CHCTEMA 3a ChOOIIaBaHe, IIOCOYEHA B
[punoxenue V. Karo crobmaBare HexelaHH Peakluy, MOXETE JIa IaJIeTe CBOSI TPHHOC 32
MoJy4aBaHe Ha MoBede HH(opMaIys OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBate Paxlovid

Jla ce cpxpaHsBa Ha MsICTO, HEJIOCTHITHO 32 JIela.

He usnon3BaiiTe TOBa JIGKAPCTBO CIIE]] CPOKA HA TOAHOCT, OTOEsI3aH BbPXY KapTOHEHATa OMaKOBKa
cien ,,I'oneH mo:“ niu Ha 6muctepa cnen ,,EXP“. CpokbT Ha TOMHOCT OTTOBAPS HA MOCIEAHUS JICH OT
MOCOYCHUS MECEII.

ToBa nexapcTBO HE M3UCKBA CIICIIUAIHU YCIOBUS 332 ChXPaHEHHE.

He usxpbpisiitTe iekapcTBaTa B KaHAIM3AIMATa WK B KOHTCHHEpA 3a JOMAIITHHU OTITaIbIIH.

[MonuTaiite Bamust hapManeBT Kak Ja U3XBHPISTE JIeKapcTBaTa, KOUTO Beve He u3rnoi3sare. Te3n
MEpPKH LIe CIIOMOTHAT 3a Olla3BaHe Ha OKOJHATa cpeja.

52



6. ChabpikaHue HA ONIAKOBKATA M JONTBJIHUTEIHA HH(pOpManus
Kakso cbabp:ka Paxlovid

- AKTUBHHTE BEILIECTBA B TOBA JIEKAPCTBO ca HUPMATPEIBUP U PUTOHABHP.

- Bcska pozoBa ¢punmMupana TabneTka ¢ HUpMaTpeIBup chabpxa 150 mg HupMaTpenBup.
- Becska 0sa puimupaHa TabJieTKa ¢ pUTOHABUP Chabpka 100 mg puToHaBHP.

- Jlpyrute chCTaBKH B TaOleTKaTa HUpMAaTPEIBUP ca MUKPOKPHCTATHA LENyJ103a, JIAKT03a
MOHOXHJIpaT (BMXKTe TouKa 2, ,,Paxlovid chabpika makTo3a’), KpockapMeso3a HaTpuH,
KOJIOW/JICH CUITMIIMEB JUOKCH]I M HATPUEB cTeapriipymapart (BUxKTe Touka 2, ,,Paxlovid chabpxa
HaTpuii*). PUIMOBOTO MOKPHUTHE CHIBPHKA XUAPOKCUIIPOIIAI METUIILIETYII03a, TATAHOB
TUOKCHI, TIOJIMETUIICH TIMKOJ U JKEJIe3€H OKCHUJI, YEPBEH.

- Jlpyrute chCTaBKH B TabeTKaTa pUTOHABUD ca KOTIOBUJIOH, COPOUTAHOB JIaypaT, KOJIOUICH
0e3BO/ICH CHJIMIIMEB TUOKCHI, O€3BOJICH KAIIIIUEB XUApOoreHocdar, HaTpueB creapuidymapar.
@OUIMOBOTO MOKPUTHE ChABPKA XUIIPOMEN03a, TATAHOB AUOKCH]I, MAKPOTOJI, XUAPOKCUIIPOTIHIT
LEJTy103a, TaJK, KOJIOHIEH 0e3BOJCH CHIIUIMEB AUOKCH U nonucopoat 0.

Kak m3raexga Paxlovid 1 kakBO CbAbpKa ONIAKOBKATA
Paxlovid ¢unmupanu Tabnerku ce npeiara B 5 6pos OaucTep-KapTa ¢ AHEBHA 71033, 00110
30 TabneTku, B KApTOHEHA OMAKOBKA.

Bceku enHonneBeH Onuctep-kapTa cbabpixka 4 Tabnerku Hupmarpensup (150 mg Beska) u 2 TabieTku
puronarup (100 mg Bcsika) u € 0603HAUCHO KOW TaOJIETKH TPAOBa Jla ce MpHeMaT CyTPHH U Bedep
(cuMBOIIM CITBHIIC U JIYHA).

Hupmatpensup 150 mg ¢unmupanu TabneTku ca po30BH ¢ oBajHa popMa ¢ BIUIbOHATO pesteHO
o3nauenue ,,PFE* Ha ennara ctpana u ,,3CL* Ha npyrara.

Putonasup 100 mg ¢punmupanu tabnaetku ca 6enu 1o noutu Oenu ¢ oBagHa Gopma ¢ BATHOHATO
penedHo o3Hadyenue ,,H* Ha enHara crpaHa u ,,R9“ Ha npyrara.

IIpuTeskaTes Ha pa3penIeHNeTO 32 ynoTpeda

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Brussels

benrus

IIponsBoauten

Pfizer Manufacturing Deutschland GmbH
Mooswaldallee 1

79108 Freiburg Im Breisgau

I'epmanus

Pfizer Italia S.r.L.

Localita Marino del Tronto
63100 Ascoli, Piceno
Hramsa

Pfizer Ireland Pharmaceuticals
Little Connell

Newbridge

Hpnanaus

3a fonbaHKUTENHA HH(GOPMALIKS OTHOCHO TOBA JICKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
MpPEICTABUTEN HAa PUTEKATEISI HA Pa3pelieHHeTo 3a yrnorpeoa:
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Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11

Bbarapus

[aiizep JlrokcemOypr CAPJI, Kion bearapus

Ten.: +359 2 970 4333

Ceska republika
Pfizer, spol. s r.0.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +45 4420 11 00

Deutschland
PFIZER PHARMA GmbH
Tel: +49 (0)30 550055-51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EAlLada
Pfizer EAAGG ALE.
TnA: +30 210 6785800

Espaia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0)1304 616161

fsland
Icepharma hf
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21
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Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel: +370 5 251 4000

Magyarorszag
Pfizer Kft
Tel.: +36 1488 37 00

Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer bv
Tel: +31 (0)800 63 34 636

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00

Portugal
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L
Tel: +40 (0)21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL,
organizac¢na zlozka

Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00



Kvnpog United Kingdom (Northern Ireland)

Pfizer EAAGG A.E. (Cyprus Branch) Pfizer Limited
TnA: +357 22817690 Tel: +44 (0) 1304 616161
Latvija

Pfizer Luxembourg SARL filiale Latvija
Tel: +371 670 35 775

JaTa Ha mocsieHO Mpepa3riexaaHe Ha JIUCTOBKATA
Ckanupaiite KoJla ¢ MOOMITHO YCTPOWCTBO, 32 J]a MOJMYYHTE TUCTOBKATA Ha PA3ITUYHU €3UITH.

D0

URL: https://pfi.sr/c19oralrx

JApyru u3rouHuny Ha MHGpopManus

INoapoOHa nHpopmManus 3a TOBa JIEKapCTBO € MPeocTaBeHa Ha yeOcaiita Ha EBponeiickara areHuus
10 JIeKapcTBaTa: http://www.ema.europa.eu.

Ta3u nucroBka e HannyHa Ha Bcuuku ez Ha EC/EUII Ha yeOcaiita Ha EBporieiickara areHnus 1mo
JIEKapCTBaTa.
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