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10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
Hurepdacr

PerucrpanuoHHbIi HOMeEP:

Toprosoe naumenoBanue: urepdact

Me:kayHapoaHOe HeIATEHTOBAHHOE WJIH I'PYNIIUPOBOYHOE HAMMEHOBAHME: CAKBUHABUD
JlekapcTBeHHas popma: TabJIETKH, MOKPHITHIC TFICHOYHON 0007I0YKOM

Cocras

CocraB Ha 1 TabneTky

eticmsyrowee sewyecmeo

CaxBunasup - 500,0 mr

(B BUJIe cakBUHaBMpa Me3unara - 571,5 mr)

Bcnomozamenvhvie gewjecmea

Hopo: tunpomerioza - 4,0 mr, xKapOOKCUMETWJIKpaxmayi Hartpus (mpumorenb) - 45,0 wr,
KormoBuIoH - 38,0 Mr, KpeMHHsS AMOKCHA KOJUIOMAHBIH (a’pocun mapka A-300) - 10,0 wmr,
Kpockapmesuto3a Hatpust - 38,0 mr, Mmaraus creapart - 8,0 mr, noiucop6ar 80 (tBun-80) - 3,5 mr,
LEJUTI0JI03a MUKPOKpHUCTAIITHYecKas - 92,0 mr.

Tomosas 600opacmeopumas nienounas 0bonouka - 15,0 mr

(CoctaB  0005I0YKH: THUAPOKCUMIPONMIMETUIIEIUION03a (Tunpomemioza) - 11,13 wr,
noymmaTUieHrmkoib 6000 (makporon 6000) - 2,145 mr, tutana auokcua - 0,525 mr, Tajbk -
0,345 mr, xkpacuTenb kene3a OKCHa KpacHbld - 0,21 Mr, KpacuTenb Keje3a OKCHUJI JKENThIN -
0,645 mr).

Onucanue

TabyeTku, MOKPHIThIE TUICHOYHON 000JI0UKOM, ABOSKOBBITTYKJIbIE, OBAIBHONU (hOPMBI, OT CBETJIO-
KOPUYHEBOTO J0 KOPpUYHEBOTO I1BeTa. Ha monmepeunom paspese tabneTka 6enoro uiu 6enoro ¢
JKEITOBAThIM OTTEHKOM IIBETA.

dapmakoTepaneBTHYECKAs] TPYNNAa. IPOTUBOBUPYCHBIE CPEACTBA CUCTEMHOIO JEHCTBUSA,
MIPOTUBOBUPYCHBIE CPEJICTBA MPSIMOTO JEHCTBUS; HHTHOUTOPHI TPOTEA3.

Kon ATX: JOSAEO1

DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

Mexanuzm deticmeus

AHTUPETPOBUPYCHBIN Ipenapar, UHruouTop nporeasst BUY.
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cnenn(UyecKoro pacuieruieHus] BUPYCHBIX CTPYKTYpHbIX momumnentuaoB Gag u Gag-Pol. Otu
BHUPYCHbIE TOJUIENTHUIBI COAEPXKAT Y4YacTOK pPACLICIUIEHUS, KOTOPBIM pPaclio3HAETCsl TOJBKO
nporteazoit BUY u 6:11M3K0p0ICTBEHHBIMH BUPYCHBIMHU MTPOTEA3aMHU.

CakBMHaBHp — NENTUAONOJOOHBIA CTPYKTYPHBIM aHaJOr 3THX YYaCTKOB pACLICIJICHUS —
SBIISICTCA CEJICKTHUBHBIM W 00paTMMbIM HMHruobutopoMm mporeassi BUY, mnpenorBpamaer
00pa3oBaHUE MOJHOLEHHBIX HH(PEKITMOHHBIX BUPYCHBIX YaCTHUII.

Anmusupycnas akmueHocma in vitro

CakBMHaBUp TPOSIBIAET AHTUBUPYCHYIO AaKTHMBHOCTb KakK B OTHOLIEHHUU J1a0OpaTOPHBIX
IITAMMOB, TaKk M KiIMHHYECKuX n30jaToB BUY-1 ¢ TunuuaeimMu 3HaueHusMu ECsop m ECgo
(xoHueHTpauuy, noaasisomue 50% u 90% axkrusHoctu nporeazsl BUY), Bapsupytomumu ot 1
no 10 amons/Ma u ot 5 g0 50 HMOJB/MI, COOTBETCTBEHHO. AHTHBHMPYCHAsi aKTHUBHOCTb
cakBMHaBUpa IN VIitro oleHMBanach Ha HWHQHUIUPOBAHHOW IHHUHM T-KIETOK M TEPBUYHBIX
YEJOBEYCCKUX KYJIbTYpax JUMQOIMTOB M MOHOIIMTOB. AHTHBHUpPYCHAas aKTHBHOCTBH IN Vitro
Ha0Jro1aMach MPUMEHUTENBHO K Habopy m3onsatoB BUY-1 rpynmer M, kpome kidaoB B (A, AE,
C, D, G, H) u BUY-2 co 3nauenusimu ECsp 0,3-2,5 mmons/mn. B mpucyrctBum 50%
YeJI0BEYECKOM CHIBOPOTKHM KPOBU WIIM allb(ai-KUCIOro rUKonpoTenHa (1 Mr/mi) aHTUBUpYyCHas
AKTUBHOCTbh CAKBUHABUPA YMEHbILAETCS B CpeHEM B 25 U 14 pa3, COOTBETCTBEHHO.
Pezucmenmuocmo k cakeunasupy

IIpomueosupycras akmueHOCMb OMHOCUMENLHO UCXOOHO20 2eHOMUNA U penomuna
['eHoTnnMueckue U GEHOTUNMUYECKHE KIMHUYECKUE KPUTEPUHU, TPOTHO3UPYIOLINE KINHUYECKYIO
3¢ (HEeKTUBHOCTh CaKBHHABHpPA, YCWIEHHOTO PUTOHABUPOM, ObLIN IMOJIYYEHBI I1OCIIE MPOBEIECHUS
PETPOCIEKTUBHBIX aHAIM30B KIMHUUYECKUX UCCIIEAOBAHMM, a TakKe aHajin3a OOJIbIION TPYIIIbI
TOCIUTAIN3UPOBAHHBIX MMALIUEHTOB.

beuto  mokazaHo, 4YTO HWCXOAHBIM (EHOTHI OTHOCHUTENIBHO CakBUHaBHpa (M3MEHEHHE
YYBCTBUTEJIBHOCTH OTHOCHUTENBHO 3TanoHa; TecT PhenoSense) sBisieTcs NpOrHOCTHUECKUM
(GakTopoM BHPYCOJIOTMYECKOTO OTBeTa. [lepBoe yMeEHbIIEHHE BHUPYCOJOTMYECKOTO OTBETa
Ha0JI01a7I0Ch TPU YMEHBIIEHUH YYBCTBUTEIBHOCTH Oosiee ueM B 2,3 pasa. [lonmoxutenbHbIi
BUPYCOJOIMYECKHI OTBET He HaOMIoaics MpH CHUXKEHUH YYBCTBUTENIBHOCTH Oosee yeMm B 12
pas.

Beisieiieno 9 xomonos mporeassr (L10F/I/M/R/V, 115A/V, K20I/M/R/T, L24l, 162V, G73S/T,
V82A/F/S/T, 184V, L90M), cBs3aHHBIX C YMEHBIIEHHEM BHPYCOJOTHYECKOT0 OTBETa Ha
TEpanuio0 CaKBUHABHUPOM B KoMOMHauuu c putoHaBupom (1000/100 mr 2 pasa B JeHb), Y
MAMEHTOB, paHee He MPUHUMAaBIINX cakBUHaBUp. Hanuuue 3 u 6osee myTtanuii 00yciaBnuBaio

CHIDKEHHBIN OTBET Ha TEPAIUI0 CAKBUHABUPOM/PUTOHABUPOM.
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o (MR R4 HOCTER 0003
BzanmocBs3b MCXKAY KOJIHMYECTBOM IOAaHHBIX MVTaHI/II/I,'QGVCMFB%IOME&SHC]EGIHTHOCILB K

CaKBHHABHPY, M BHPYCOJOTHYECKHMM OTBETOM ObLIa TMOATBEPXKICHA B XOJE€ HE3aBHUCHMOIO
KJIMHUYECKOTO HCCIICAOBAHUS, BKJIIOYAIONIETO TMOMYJISIIMI0 TAlMeHTOB, KOTOphIE paHee
nojlydyaian Oojiee MHTEHCHUBHYIO Tepamnuio, B ToM uucie 54% NalueHTOB paHee MOoJIydaan
cakBuHaBup (p=0,0133, cm. Tabmuiy 1). Myramus G48V, kotopas paHee Oblia omnpeaeneHa in
VItr0 Kak MyTalus, XapakTepHas /I CaKBHHAaBHUpA, MPUCYTCTBOBajla HW3HAYAJIbHO Y 3
MAIMEHTOB. Y BCEX ATHX MAI[MCHTOB OTBETA HA TEPAIHUIO MOJYYEHO HE OBLIO.

Ta6mmma 1. Bupycomornueckuii OTBET Ha CAaKBUHABUP/PUTOHABUD, CTPATU(OUIIMPOBAHHBIN 10
KOJIMYECTBY MCXOJHBIX MYTaIlMi, 00y CIaBIMBAIOIINX PE3UCTCHTHOCTh K CAKBUHABUPY

KomnaectBo ['ocniuTanu3upoBaHHbIE MALIMEHTHI PerpocnextuBHbiii ananu3z K1
HUCXOAHBIX MYTaLMH, KommuecTBO mamueHToB, HE KomnudecTBo maneHTOB, HE
00yCIaBIMBAIOIINX MOJTYyYaBIIUX PAHEE JICUCHUE MOJTYYaBIINX/TIOJyYaBIIUX PaHEE
PE3UCTEHTHOCTh K CaKBUHABUPOM JICYCHHE CAKBUHABUPOM
CaKBUHABUDY H3menenue HN3menenue
koHUeHTpauuu BUY-1 koHUeHTpauuu BUY-1
N=138 | PHK B mma3me kpoBu Ha | N=114 PHK B mazme kpoBu
1220 "epensix mo Ha 4 Henene 1o
CpPaBHEHUIO C MCXOJIHOU CPaBHEHHUIO C UCXOJHOM
0 35 -2,24 2 -2,04
1 29 -1,88 3 -1,69
2 24 -1,43 14 -1,57
3 30 -0.52 28 -1,41
4 9 -0,18 40 -0,75
5 6 -0,11 17 -0,44
6 5 -0,30 9 0,08
7 0 - 1 0,24

* Illkama MyTaIrwii, acconuupoBanusix ¢ cakBuHasupom: L10OF/I/M/R/V, 115A/V, K20I/M/R/T, L24l,
162V, G73S/T, V82A/F/SIT, 184V, LOOM

Shpexmusrnocmo

[TpoBoausiocs cpaBHeHHE P(HEKTUBHOCTH U OE30M1aCHOCTU TEPAllMU CAKBUHABUPOM B MSTKHX
JKEJIATUHOBBIX Karicysax B KomMOMHauuu ¢ putoHaBupoM (1000 mr/100 mr 2 pas3a B AeHb) U
nBymst  HykieosuaHbiMu  (HUOT) wnu  HeHyk/I€o3uOHBIMM — MHTHOUTOpaMH  0OpaTHOMU
tpanckpunrtazsl (HHUOT) u tepanuum mHAMHAaBUpOM B KOMOMHauuu ¢ putoHaBupoM (800
mr/100 mr 2 paza B genp) u jasyms HUOT/HHUOT y Oonee yem 300 mnanueHTOB
(mony4aBIIMX/HE MOJy4aBIIMX JiedeHHe MHruoutopom mnporteassl BUY panee). KomOunanus
CaKBMHABHpa C PUTOHABUPOM XapaKTEepPH30Balach OOJbILIEH BUPYCOJOTHYECKONW aKTHUBHOCTBIO
[0 CPaBHEHHUIO ¢ KOMOMHaNMeld MHAWHABUpPAa M PUTOHABUPA, IPU ATOM CMEHA Ha3HAuYE€HHOI'O
JIeYeHHsI pacCMaTpUBaIach B KaUeCTBE BUPYCOJIOTHUECKOI Heynauu (uccienoBanue 1).
[TpoBoausiocs cpaBHeHHE IP(HEKTUBHOCTH U OE30MACHOCTH TEPallMU CAKBUHABUPOM B MSTKHX
JKEJIATUHOBBIX Karcysax B KomMOuHauuu ¢ putoHaBupoM (1000 mr/100 mr 2 pasza B AeHb) U

nsyms HUOT/HHUOT u Tepanuu onuHaBUpoM B KoMOuHammu ¢ puroHaBupom (400 mr/100



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.08.2023 N= 15126

324 nallheidi o iRk HE hom st

Mmr 2 pasa B nenb) U nsyms HUOT/HHUOT vy

jgeyeHne HMHruoutopoM mnporeassl BUY panee). Hu oauH mauueHT W3 Tpynnbl Tepanuu
JIONTMHABUPOM/PUTOHABHPOM HE MPUHHUMAI JIOMMHABHP Tepe/l PaHJOMHU3AIMEH, B TO BpeMsl Kak

16 manueHTOB W3 TPYMIBI MpHEMa CaKBUHABUpA/pUTOHABUpA MPUHUMAIN CAKBHHABUD paHee

(ucciemoBanue 2).

Ta6nuna 2. Jlemorpadgudeckie XapaKTepHCTHKH NAIMEHTOB M3 MPOBECHHEIX UccIeoBanuii '

CaxBunaBup/ | Uaaunasup/ | CakBunasup/ | JlonunaBup/
PUTOHABHP pPUTOHABHD pUTOHABHP pPUTOHABUP
N=148 N=158 N=161 N=163
[Tos (My>KCKOi1) 82% 74% 81% 76%
Paca (eBponconanas/ 86/9/1 82/12/4 75/19/1 74/19/2
HerpouaHas/ MoHronouanas) (%)
Bo3spact, menuana, neT 39 40 40 40
Cranus C (knaccudukamus 32% 28% 32% 31%
CDC) (%)
[TaneHTHI, HE TPUHUMABIITHE 28% 22% 31% 34%
paHee aHTUPETPOBUPYCHBIC
npenapatsl (%)
[TarueHTHI, HE MPUHUMABIIIHAC 41% 38% 48% 48%
paHee HHTHOUTOPHI MPOTEa3bl
BUY (%)
Menuasa UCXOIHOrO 3HAYEHUS 4.0 3.9 4.4 4.6
BUY-1 PHK, logi xomuii/mi (1.7-5.1) (1.7-5.2) (3.1-5.1) (3.5-5.3)
(pazbpoc)
MenuaHa UCXOJHOTO YHclia 272 280 241 239
kierok CD4+, (135-420) (139-453) (86-400) (95-420)
KJIETOK/MM? (pa3dpoc)

T'Z[aHHBIe TMMOJIYy4Y€HBI U3 OTYETA KIIMHUYCCKUX I/ICCJIGJIOBaHI/Iﬁ

Ta6muua 3. Pe3ynbTaThl Tepanuy B POBEIEHHBIX MCCIIEI0BAHUAX * (depe3 48 Heseb).

PesynbpTatsl

Caxsunasup/ (Unaunasup/| Caksunasup/ |JlonuHaBup/
PUTOHABUD | PUTOHABUD | PUTOHABUD | PUTOHABHD
HauaTo HaznauenHoe nedenue, n (%) 148 158 161 163
(94%) (99%) (94%) (98%)
OtmeHeHO Ha3Ha4YeHHOe JiedeHue, n (%) 40 64 48 23
(27%) (41%) (30%) (14%)
P=0.01 P=0.001
Bupyconorudeckas Heyaada y 36/148 41/158 53/161 29/163
nanuerTos [TT/e*® (24%) (26%) (33%) (18%)
P=0.76 P=0.002
[Toka3zaresnb MaMeHToOB ¢ BUPYCHOM 97/144 106/154 90/158 106/162
Harpyskoi <50 xomuii/mi yepes 48 (67%) (69%) (57%) (65%)
Heznens, [TT/e®
P>0.05? P=0.12
[Toka3zaTenb MalMeHToOB C BUPYCHOU 82/104 73/93 84/113 97/138
Harpyskoi <50 komuit/mi uepes 48 (79%) (78%) (74%) (70%)
HeJleJb, MAIMEeHTHI, HaXO/sIIuecs Ha
JICYCHUU
P>0.05? P=0.48
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KJICTOK uepe3 48 Hemenp (KIeToK/MM?)
!JlaHHbIe TIOMTYYEHbI M3 OTYETAa KIMHMYECKHUX UCCIIEN0BAHMIA.
2JlaHHBIE TTyOIMKAIIMK HCCIET0BaHMS 1.
ITT/e = BCce MaLMEHTHI, BKIKOYEHHBIE B HCCIIEI0BAHNE/TIOJBEPTHY THIE JIEUEHHIO.
* J11st 000MX HCCIIeTOBAaHMI: ISl TAIIMEHTOB, BKIIFOYCHHBIX B UCCIIEIOBAHUE C BUPYCHOM Harpy3koi <200
KOMUil/MII, BHpycolloTHdecKas Heygada ompernensiach kak >200 womwmit/mn. MccmegoBanme 1: mms
MAI[MeHTOB, BKIFOUYEHHBIX B WCCIEIOBAHUE C BUPYCHON Harpy3koil >200 Komwii/Mi, BHPYCOJIOTHYECKAs
HeyZaya ompefensack Kak iroboe yBenndenue >0.5 log w/mnm BupycHas Harpyska >50000 xomuit/mn
yepe3 4 Hepenu, >5000 konwmii/mi uepe3 12 Henmenb, WM BUpycHas Harpyska >200 komwmii/mn yepe3 24
Hexenu u T.4. MccnenoBanue 2: moboe yBenmuenue >0.5 log Ha otnenpHOM BH3uTE; 0.5 log cHmkeHnue,
ecnu BUpycHas Harpyska >200 xormii/mia yepe3 4 nenenu; 1.0 log cHUKEHHE OT HAYAIBHOTO 3HAYCHUS,
eclu BUpycHas Harpyska >200 konwmii/mn uepe3 12 Henmenb; u BUpycHas Harpyska >200 xomuit/mi depe3
24 nenenu.

Brusanue na nokazamenu K1’

Bnusaue npenaparta Muatepdact B komOuHauu ¢ puronasupom B no3ax 1000/100 mr 2 pasa B
cyTku (TepameBtudeckue a03b61) U 1500/100 mMr 2 pa3a B CyTKH (JIO3bI, TPEBBIIIAIOIINC
TepaneBTuueckue) Ha untepBan QT dyepes 20 u Ha 3-if IeHb mpuema MpenapaTa U3y4ajioch B
JBOITHOM CJIETIOM HCCIIEZIOBaHUU C 4-KOMIIOHEHTHBIM MEpPEKPECTHBIM AM3aiiHOM, Iutanebo u
aKTUBHBIM KoOHTposieM (Mokcupmokcanmd 400 Mr exXegHEeBHO) NpU YYaCTHH 3I0POBBIX
T0OPOBOJBIICB (MY>KCKOTO M )KEHCKOTO I0J1a) B Bo3pacte otT 18 1o 55 et (N=59).

VYunuteiBas JaHHBIE Mpeabayniero 14-mHeBHOro (papMaKOKMHETHYECKOTO WCCIEA0BaHUs C
NPUMEHEHHEM MHOTOKPAaTHBIX [103, B KOTOPOM MaKCHUMallbHasg (apMaKOKMHETHYecKas
AKCIIO3ULUS JOCTUTalach Ha 3-i JIeHb NpHeMa Mpenapara, B KaueCTBE TOUKH JJIs IIPOBEICHUS
OlLIeHKHU ObUT BhIOpaH 3-i aeHb. Cpennue 3HaueHHs] Cmax IpU npueme npemnapara MHrepdact B
KOMOUHAIMU ¢ putoHaBupoM B 1o3ax 1000/100 mr 2 paza B cytku u 1500/100 Mr 2 pa3a B CyTkH
Ha 3-if IeHb UCCIeIOBaHMsl Y 370POBBIX JOOPOBOJBIEB ObUIM MPUMEPHO B 3 U 4 pasa BhILIE,
COOTBETCTBEHHO, 4eM cpeaHue 3HaueHUs Cmax B PaBHOBECHOM COCTOSIHUM TpU IIpUEME
npenapara Uurepdact B komOuHaIuu ¢ putoHasupoMm B no3e 1000/100 mr 2 paza B CyTKH y
BUY-unpuupoBaHHBIX MALUEHTOB.

B mnpoBeneHHOM HcclenoBaHMM JUIsL aJEKBAaTHOW OLEHKM H3MeHeHuil uHTepBana QT B
PasIMYHBIX TPYNHax MCHOJb30BAJICSA CHEIU(PUUHBINA Ui JaHHOTO HMCCIEIOBAHUS IOKa3aTellb
QTcS (untepBan QT, CKOPPEKTUPOBAHHBIM OTHOCHTEJIHBHO MCXOJHBIX 3HAYEHHH, MOITYYEHHBIX
70 Havana npuema mpernapara (dense predose-baseline correction), u B 3aBucumoctd ot UCC
(mogo6Ho nmonpaske Fridericia)).

Ha 3-ii neHp BepxHsAs TIpaHMIAa OJHOCTOPOHHEro 95% IOBEPUTENBHOTO HWHTEpBaja MAJs
MaKCHMaJbHOTO 3HAYeHHUs cpedHei pasHuipl nokazatened QTcS mexay obenmu rpynmnamu
npueMa akTuBHOro BemectBa (MHTepdact B koMOMHAIIMU C PUTOHABUPOM B TE€pPaleBTHUECKHUX

A03ax M 034X, IMPCBLIIAKOIINX TepaHCBTI/I‘{eCKHC) n rpynnoﬁ Hnaue6o coctaBuima >10
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MuutrcekyHa (Mcek) (cm. Tabmumy 4). Bruio BLI&Q%E&E%EE'%E%BEF[- _'e‘llodlfleclc'r B

KOMOWHAIIMM C PUTOHABHPOM B /033X, MPEBBIMIAIONIMX TEpareBTUUYECKUE, OKa3bIBaeT Ooiee
3HauMMoe Bo3zeiicTBue Ha uHTepBad QT Mo cpaBHEHMIO C TEpaleBTHUUECKUMHU J03aMu. Y
OOJIBIIMHCTBA YUYACTHUKOB UcciieoBanus (89% nanneHToB Mpu npueMe TeparneBTHUECKUX 103 U
80% mnanueHTOB, MOJYYaBIIUX MpernapaTsl B J103aX, MpeBblaBmux TepaneBrudeckue) QTcS
0b1 <450 Mcek, u Hu y ogHOTO yyacTHuKa uHTEepBaT QTc He 611 >500 Mcek (cM. Takke pas3ien
«Oco0ble yKa3zaHUm).

Ta6mmma 4. ITokazarenb MakKCUMaJIbHOTO CPEIHEr0 3HAYCHUS ddQTcS* (Mcex) Ha 3-i JmeHb I
Tepanuu npenapatom MHTEepdacT B KOMOMHAIIMK C PUTOHABHUPOM B TEPANEBTUYCCKUX J03aX, B
J103aX, TPEBBIIAIOMINX TEPAMEBTHYCCKUE, W JUII aKTUBHOTO KOHTPOJS (MOKCH(IIOKCALHH) Y
3JI0POBBIX JJOOPOBOJIBIIEB.

Jleuenue Bpemennas Touka [Tokazarenn CranpaptHas | Bepxuss
OIICHKH T10CJIe MaKCUMaJIbHOTO omubka |rpanuna 95%
[premMa fpernapara) CpeAHero 3HauYeHUs AU nns
ddQTcS ddQTcS
Nutepdact/puronaBup 1249 18.86 1.91 22.01
1000/100 mr 2 pa3a B
CYTKH
WuTepdact/putoHaBup 204 30.22 1.91 33.36
1500/100 mr 2 pa3a B
CYTKH
Moxkcudnokcarua” 4q 12.18 1.93 15.36

" BriBenennas pasauna mexay nokasarensmu QTcS (unrepsan QT, CKOPPEKTHPOBAHHBINA OTHOCHTEIBHO
HUCXOOHBIX 3Ha‘ICHHI>i, MOJTYYCHHBIX OO0 Hadajla IIpucMa IIperiapara, CHC]_[I/I(bI/I‘IHI)II\/'I JJIA  JaHHOI'O
WCCIIEIOBAHNS) B TPYIITIE, TOMyYaBIINX aKTUBHOE JICUeHHE, U B TPYIITe 1miareoo.

" IIpuem 400 mr TobKO Ha 3-i A€HB.

Ipumeuanue: B uccne oBaHuu nokasarenb QTcS a1 MyskunH paccuuthiBaics no popmyne QT/RRO31S,
a st sxeniuH - QT/RR%®¥ uto coorsercTByeT nonpaske Fridericia (QTcF=QT/RR%33%),

B nmanHoM uccnenoBanuu Ha 3-i neHb yumHeHne uHTepBasia PR>200 mcex Habmomanocs y
40% nanueHToB, nosydaBmMx npenapat Muarepdact/puronasup B goze 1000/100 mr 2 pasza B
CYTKH, U 'y 47% mnanuueHToB, noiay4asmux npenapar Murepdact/puronasup B go3ze 1500/100 mr
2 pa3a B cyTku. Y 3% ManUEeHTOB, MOJyYaBIIMX MOKCHU(IIOKCAIlMH B KayecTBE aKTUBHOIO
KOHTpoJsl, U 'y 5% nanueHToB W3 rpynmsl mianedo HaOmoganoch yanuHeHne PR>200 mcek.
MakcumanbHOE 3HaU€HUE CpeHero u3MeHeHus nuTepBaia PR no cpaBHeHMIO ¢ moka3aTeneM 10
Hayaja IIpUE€Ma I[IPENapaToB COCTAaBUIO 25 MCEK B TIpylIe, IMOJydYaBUIMX Ipernapar
Wntepdact/puronasup B 1o3e 1000/100 mr 2 pasza B cyTku, U 34 Mcek B rpyIre, MOTy4aBIINX
npenapar Wurepdact/puronaBup B goze 1500/100 mr 2 paza B CyTKH (CM. Takxke paszjaen
«Oco0bIe yKazaHus»).

CriydaeB «mupysTHOIH» Taxukapauu (torsades de pointes) m yanuHeHuss mHTepBana QT>500

MCCK B HCCICOOBAaHHMH HC Ha6m011anoc1>. v HCKOTOPLIX IMAIIUCHTOB HCJIB3d HUCKIIHOYUTH CBA3b

MCKAY Pa3BUTHEM CHUHKOIIC MW MPECUHKOIIAIBHOIO COCTOAHUA U YAJIMHCHHUEM HHTEPBAJIa PR.
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Kimandeckoe 3HaueHHWe HAHHBIX M3MEHEHHH, F a6nm&a%£cﬁ%ﬁ&ig{tEB%%JJB'_(')J‘HBLIIIG]ISI HE

U3BECTHO JUIst BUY-unpuumupoBaHHBIX MaLUEHTOB, MOJTy4YaroLUX rpernapar
Wutepdact/puToHaBup, OAHAKO  CleAyeT  H30erarb  yBEIMYEHUS  JO03bl  Iperapara
Nutepdact/puronasup 6oaee 1000/100 mr 2 pasza B CyTKH.

PesynbraTsl u3yuenus BausHus npenapara Vurtepdact Ha untepBas QT, GpapMakoKHMHETUKY U
BUPYCHYIO Harpy3ky y BUYU-uHGUIMPOBAHHBIX MAIIMEHTOB, paHee HE MOJIyYaBIIUX TEPANUIO U
HAauUMHAIOMMX  JIedeHue  npemapatoM  MHTepdacT/puToHaBUp € HCIOJIB30BAaHHEM
MOAM(HUIIMPOBAHHOTO pekUMa Jo3upoBanus (rpenapar Muatepdact/putonasup B m1o3e 500/100
MI 2 pa3a B CYTKM B KOMOMHALMU C JABYMS HYKJICO3HIHBIMH HHIMOMTOpaMu OOpaTHOU
TPAHCKPHIITA3bl B TEUEHUE 7 THEH ¢ mocieayomum yeenndenneM 10361 10 1000/100 mr 2 pasa B
CYTKH B KOMOWHAIIMU C JIByMsI HYKJICO3WIHBIMH MHTHOMTOpaMu OOpaTHOM TPaHCKPHUITa3bl B
TedyeHue 7 JHeH), MOoKa3aau, yTo yBenudeHue uHTepBasa QT MeHee BbIpaKEH IPH YCIOBUH
U3MEHEHUH peXHMa J103upoBaHuA. [[ons manueHToB ¢ yanuHeHueM uHTepBana PR>200 mcek
BappupoBaiiach OT 14% Ha 3 nenp Tepanuu 10 38% Ha 14 nenp tepanuu. [lpu mpueme
npenapata MHaTepdact ¢ puToHaBUPOM B MOAUDUIIMPOBAHHOM PEKHUME A03UPOBaHUS Onaromaps
s¢dexty yaydmieHus (apMaKOKMHETHUKH CaBHHABHpa B IEPBYIO HEIENI0 SKCIO3UIMA
CaKkBMHaBMpa JIOCTHUTajla MAKCUMyMa Ha 3 JieHb Tepalud M yMEHbLIAJach JO MUHUMAJIbHOIO
3HA4YCHUS Ha 7 JCHb.

[TocnenoBarensnoe cHwkenne ypoBHs BUY-PHK wnabGmiomanoch y Bcex MalMeHTOB,
nojy4aBmux npenapar Marepdact/puronaBup B MOIU(GUIMPOBAHHOM PEKUME JJO3UPOBAHUS B
TE€YEHUE 2-X HEJEeNbHOr0 TMepuoAa JIEYEHHS W paHee He INOJyYaBIIUMX TEparuio, YTo
CBUJICTEIILCTBYET O  mojaaBleHud  Bupyca.  Jonrocpounas  3¢ddexruBHOCTE  TpH
MOU(DHUIIMPOBAHHOM PEXMME JO3UPOBAHUS HE U3yUJalIach.

Hoxnunuueckue oannvie no 6ezonacHocmu

Kanyepozennocmu

He Obuto BBISIBIEHO HHKAKOW KaHIEPOTEHHONW aKTUBHOCTH CaKBUHABHpA NPU BBEICHHU
npernapara KpbIcaM M MBIIIaM Ha TPOTSHKEHHUU 2-X JIET. DKCIIO3UIMS CaKBHHABHpPA B IUIa3Me
(AUC) y atux ocobeii paBHsu1ach nmpuMepHo 37% u 85% HKCHO3MLMU CaKBUHABUpA y JrOjEH
npu npueme npenapara Marepdact u puronasupa B 1o3ax 1000/100 mr 2 pasa B JeHb.
Mymaeennocmo

B wuccrnenoBanusax in Vitr0 Ha MyTareHHOCTh M T€HOTOKCHYHOCTH (TP HEOOXOIMMOCTH - C
MeTa0OJIMUECKOW aKTHBalMel) ObUIO MOKa3aHO, YTO CAaKBMHABHP HE OKAa3bIBAeT MYTareHHOU
AKTUBHOCTH Kak Ha OakTepualibHbIe KJIETKU (TecT DiMca), TaK U Ha KJIETKH MIJIEKOIMHUTAOLINX
(xkeTku JIETKUX KUTaNCKHUX XOMSTYKOB V79/HPRT-tect c

TUIOKCaHTUHTYaHHH(pochopubosunTpanchepasoit). CakBUHABUP HE BBI3BIBAET XPOMOCOMHBIX
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MyTaIuii iN Vivo (MUKPOSICPHBIN TECT HAa MBIIIAX ) WK iR itrd B R kil oﬁmax a

_NEPTHOMY OTUYETY

TaKKe He BhI3bIBaeT nepBuyHoro nospexaeHus JJHK in vitro (pemapartususiii cuate3 JJHK).
Bnusnue na ¢pepmunvrocme

B wuccnenoBaHmsx Ha Kpbicax He ObUIO OOHApyKEHO OTPULATEIBHOIO BIUSHHUA Ha
PENpOaYKTUBHYIO (QDYHKIMIO U (DepTUIBHOCTh NP 3HAaYeHUAX sKkcno3uumu npenapara (AUC),
COCTABIIIONMX NpUOIM3NTENbHO 33% OT HKCHO3MLMU Y JIIOJIEH NMpHU NpHEeMe CaKBUHABHpa B
KOMOWHAIMK C pUTOHABUPOM B peKoMeH10BaHHbIX g03ax 1000/100 mr 2 pa3a B 1eHb.
Tepamozennocmo

B wuccrnenoBaHMsaX Ha Kpbicax M KpOJIMKax HE HAOIOAAIOCh 3MOPHUOTOKCHYECKOIO WU
TEPAaTOr€HHOI'O BIIMSHUS CAaKBUHABUPAa INpHU 3HA4YEHMsIX Odkcrno3uuuu npenapara (AUC),
COCTABJIAIONMX NPUOIM3NTENBbHO 32% OT HKCHO3HMIMHU Yy JIOJICH NpU NMpHEeMe CaKBUHABUpPA B
KOMOWHAIIMK C PUTOHABUPOM B peKOMEH10BaHHBIX 103ax 1000/100 mr 2 pa3a B AcHb.
DapmakoKunemuka

Bcacvisanue

[Tpu npueme onHOKpaTHOM 103bI npenapara 600 Mr mocie npuemMa BbICOKOKAJIOPUHHON MUILIU
abcomroTHas OMOJOCTYIMHOCTh cakBUHABUpa cocTaBisieT 4%, Bapbupys ot 1% 10 9%. Ckopee
BCEro OMOJOCTYNHOCTh JUMHMTHUPOBaHa coyeTaHueM »>(¢eKTa HENOoJIHOTO BCAChIBAaHUS U
BBIPQKCHHBIM META00JM3MOM «IIEPBOIO MPOXOXKICHUA» 4Yepe3 INe4YeHb. BbUI0 MOKa3aHO, 4TO
3Hayenne pH He wurpaer OONBIION pOMM B 3HAYUTEIHLHOM YBEIHMYCHHHM OHMOIOCTYITHOCTH,
HaOJroAaroeMes ocie MpueMa MUy,

B nepekpectHom uccnenoBannu y BUU-nuHGUIMPOBAHHBIX MallMEHTOB, MMOJYYaBIINX Mpernapar
HnTepdact B komOuHanmu ¢ puroHasupom 1000/100 mr 2 pas3a B eHb CHayaja HATOIIAK (TpH
NoCJIeI0BaTENbHBIX MIPHEMa), a 3aTeM IOcJe MpHeMa BbICOKOKAJIOpUIHONW muiy (46 T KHUpOB,
1091 kkam) (tpum mnocnenoBaTenbHbIX mpuema), AUCo.12 cakBuHaBupa paBHsuiock 10320
HT » 9/MJI ¥ 34926 HT » 4/MJI, COOTBETCTBEHHO. Y BCEX IMAIIMEHTOB (KPOME OJHOTO) OTMEYAIOCh
JOCTHKEHNE 3HAYEHWH MHUHHUMAaJIbHOW paBHOBECHOW KoHUeHTpauuu mnpenapata (Cssmin) BBIIIE
HIOKHMX 3HAUEHUH TEepaneBTUYECKOTo Juarna3oHa Mpu INpUeMe HaToulak. TeM He MeHee,
npenapat MHTepdact B KOMOMHAIMK C PUTOHABUPOM CII€yeT IPUHUMATh B T€UEHHUE 2 4 Mocie
elpl.

Y BUY-unpunupoBaHHbIX MAallMEHTOB, MOJIy4aBmuX cakBuHaBup 600 Mmr 3 pa3a B CyTKH MOCIe
ensl, AUC u wMakcumanbHass KoHmeHTpanus B 1uta3Me (Cmax) NpUMEpHO B JBa pasza
MPEBOCXOJIUIIN TAKOBBIE Y 3/I0POBBIX TOOPOBOJIBIIEB ITPH AHAIOTUYHOM PEKUME JTIO3UPOBAHMUS.
CakBMHaBHp B MSTKHUX KENaTMHOBBIX Karcyinax 200 Mr WM cakBUHaBUpP B TalJeTKax,
MOKPHITHIX 000J0ukoit, S00 Mr B komOwHaruu ¢ putoHaBupoM B no3ax 400/400 mr wim

1000/100 mMr aBakapl B A€Hb 00ECIEUUBAIOT CXOJHYIO WIN OOJBIIYI0 CUCTEMHYIO SKCIO3HUIIHIO
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CaKBHHABHUpa Ha TMPOTHKEHHH 24 49, UeM IIpH VBeJII'&DIIeTﬁr:rg Eﬁgﬁ“gﬁ%@r&:‘g’ I\IZIISIIFIKI/IX
p p ) [

xKenatuHOBBIX Karncynax 200 mr go 1200 mr/Tpu pasa B CyTKH.

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB, paHee HE MOJYYaBIIMX TEPANHUI0 M HAUYMHAIOIINX
noJlyyaTh Tepanuio mnpenaparom Mutepdact/putoHaBup B MOIU(UIMPOBAHHOM pPEKUME
no3upoBanus (500/100 mr aBakapl B ICHL B TEUCHHUE MEPBLIX 7 THEH TEpamuu ¢ MOCIEAYIOIIM
yBenuueHnueM 10361 10 1000/100 Mr 1Bax bl B IeHb B TEYCHHUE MOCIEIYIOMUX 7 IHEH Tepanun),
CHCTeMHasl JKCIo3uimsa npenapata WHTepdacTt, Kak MpaBUJIO, IOCTUTala WIM HpEBbIIIaNa
3Ha4YeHUs, HAOIIOAABIINECS B PABHOBECHOM COCTOSIHUH MPU CTAHIAPTHOM PEKUME JO3UPOBAHUS
npenapara Marepdact/puronaBup B 03¢ 1000/100MT 1BaXK1bI B ICHB.

Juapest He BAMsIET HA BCAChIBAaHWE CAKBUHABHPA, a TAK)XKE U CaM MPHEM Ipernapara He OKa3bIBaeT
BJIMSIHUSL HA TTapaMeTPhI KeTyJ0YHO-KUIIIEYHOH abcopOuuu.

CakBuHaBUp SBISETCS CyOCTpaToMm i OelKa MHOXECTBEHHOW JIEKapCTBEHHOW YCTOWYMBOCTHU
MDRI1 (P-rimukonporenHa).

Pacnpeoenenue

CakBuHaBUp XOpOIIO pactpenensercs B TkaHsax. CpegHuii o0beM pacmpeneieHus B
PaBHOBECHOM COCTOSIHUU mocie B/B BBeneHus 12 mr — 700 1 (koaddunment Bapuauuu 39%).
Ces3p ¢ Oenkamu mina3mbl — 98%, He 3aBHCHT OT KOHIeHTpauuu npemnapara (15-700 Hr/mon).
CaxBunaBup (npu npueme 600 Mr 3 paza B J€Hb) HE ONpPEIENsIeTCs B CIHMHHOMO3IOBOM
KHUJIKOCTH.

Memabonusm

[Tonepraercst 3HAUUTETLHOMY NIEUEHOYHOMY MeTab0oIM3My. BeIcTpblit MeTaboIu3M 10 MOHO- U
T~ TUIPOKCUIIMPOBAHHBIX HEAKTUBHBIX TPOM3BOIHBIX OMIOCPEYETCS Uepe3 CUCTEMY LIUTOXpOoMa
P450 u ocymectBusiercs uzopepmentom CYP3A4, xortopsiii orBeuaer 3a Oosiee yem 90%
NEYCHOYHOro Merabonm3Ma (ucciemoBanusi N vitro). Tlocme B/B  BBemeHus 66%
LUPKYJIHUPYIOLIEr0 CakBUHABUpa OOHApPY’KUBACTCA B HEM3MEHEHHOM BHJIE, OCTalbHAsl 4acTh - B
BUJIE€ METa0OJIUTOB, YTO COOTBETCTBYET HIKCTEHCUBHOMY META00IM3MY «IIEPBOTO MPOXOXKICHUS
B TICUCHH.

CucreMHBbIi KIMpeHC mocie B/B uHy3uu 6, 36 u 72 Mr cakBUHaBHpa BBICOKHI U COCTaBIsET
1,14 n/9/xr (k03 unment Bapuanuu 12%), 4To ciierka npepblIaeT NeYeHOYHbIH KPOBOTOK.
[Tepuon nmomyBBIBEICHUS MTpenapaTa U3 OpraHu3Ma CocTaBiseT 7 4.

Buigeoenue

Yepes 4 mus mocie mpuema 4C-caksuHaBupa BHYTph (600 Mr) 88% u 1% pajMoakTUBHOCTH

06Hapy>KI/IBaIOTC$I B KaJIC 1 MOYE€, COOTBCTCTBCHHO.
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Uepes 4 1HSA mocie BHYTPUBEHHOTO BBEICHHS 1 iR baliabhipa (3o M K1 HE) 304

pPaInoaKTUBHOCTU OOHAPYKUBAIOTCS B Kaje U MOY€E, COOTBETCTBEHHO.

[Tocne mpuema BHYTph 13% UMPKYIHUPYIOMIErO B IUIa3Me CaKBHHABHPA OBLIO MPEICTABICHO B
HEU3MEHEHHOM BHJIE, OCTaJIbHASI YaCTh — B BUJIE META0OJIUTOB.

DapmaKoKuHeMuUKa 6 0CO0bIX KNUHUYECKUX ZPYNNax

Iloueunas nedocmamounocmo

dapmakoknHeTHKa mpenapara MHTEepdacT y ManueHTOB C MOYEYHOM HEIOCTAaTOYHOCTHIO HE
n3yvanach.

Ileyenounas neoocmamounocmo

Bnusaue HapymeHuss (QpyHKIUHM TMEYEHH HAa PAaBHOBECHYIO (papMaKOKWHETHKY CAaKBHHABUPA B
KOMOMHAIIMM C PUTOHABHPOM H3Yy4ajoch mpH ydacTuun BHUY-MHQHUUIMPOBAHHBIX HAIMEHTOB
(N=7) c HapymieHueMm (QyHKIMM Te4eHH cpenHelt crenenu (kinace B (7-9 OamnoB) mo mikane
Yaiina-Ilet0). JlaHHOoe wuccnenoBaHue BKIOYAIO B ce0s KOHTposibHylo rpymnmy BUU-
UHOUIUPOBaHHBIX TanueHToB (N=7) ¢ HOpManbHOW (PYyHKIMEH IMEeYeHH, COOTBETCTBYIOIIUX
UCCJICyeMbIM TIAIlCHTaM 110 BO3pAacTy, IMOJIy, Macce Tena W moTpedienuro tabaka. Y BUY-
WH(OUIUPOBAHHBIX MAIMEHTOB C HapylIeHHMEeM (DYHKIMHU TEYEHH CPEAHEW CTENeHH TSHKEeCTH
cpenuue (% xoddduument Bapuanun) 3HaueHUSI AUCo.12 1 Ciax CaKBUHABUPA cocTaBisun 24,3
(102%) wmr*ua/mn m 3,6 (83%) wmr/mi, coorBercTBeHHO. (COOTBETCTBYIOIIME 3HAYCHHUS B
KOHTpOJIbHOU rpymmie coctaBmsum 28,5 (71%) mr*u/mn u 4,3 (68%) mr/mur. OTHOCHUTEIIBHO
AUCo-12 1 Cmax cpeiHee reoMeTprueckoe (papMakOKMHETHYECKUX MapaMeTpoB y HAlMEHTOB C
HapylmeHHeM (YHKIMM T€4eHH K (apMaKOKMHETHYECKMM IlapaMeTpaM MalleHTOB C
HOpMabHOU (hyHKIMEeH nedenu (90% noeeputenbHbIi nHTEpBaN) coctaisuio 0,7 (0,3-1,6), uto
MO3BOJIIET MPEANONOKUTh NpubnusurensHo 30% ymeHblleHHEe (papMaKOKMHETUYECKOU
HKCMO3ULMHU Yy MAIMeHTOB C HapylleHueM (QYHKIMU MedeHH cpeaHed crtemnenu. Y BUU-
UHOHUIMPOBAHHBIX MAIlMEHTOB C HapylIeHHEeM (DyHKIMHM MeYeHH CpeAHed CTENeHH KOPPEeKLUU
JI03bI CAKBUHABUPA HE TpedyeTcs (cM. pazaen «Ocobbie yKazaHUs»).

Ilon

He BbIsIBIIEHO BiMsAHUSA Mojla HAa (apMakOKMHETHKY mpenapaTta VHTepdacT npu OZHOKPATHOM
nepopasibHoM npueme 600 Mr y 3710poBeIX jgoOpoBosiblieB. Ilpum  mccienoBaHum
OMOSKBUBAJIEHTHOCTH CakBHHaBHpa B Karcynax 200 mMr u talnerkax, HOKpPBITHIX 00O0JOUYKOMH,
500 mMr B koMOMHAIIUU C pUTOHABUPOM OOHapy»keHa Oosiee BhICOKAs HKCIIO3ULIMS CAKBUHABUPA Y
xkeHmuH (AUC Ha 56%, Cmax Ha 26%), HE3aBHCUMO OT MacChl Tella U Bo3pacTa. Knmmauuecku
3HAYUMBIX pa3auuuil A(PQPEKTUBHOCTH U 0OE30MAaCHOCTH 3apETUCTPHPOBAHHOTO  PEXKHMA

A03UpOBaHHA CAKBHMHABHPA Y MYXYHMH W KCHINUH HC BBISABJICHO. Tepam/ls[ CaKBUHaBUPOM B

10
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KOMOWHAaIUM ¢ puToHaBupoM B fo3ax 1000/100

Mr Gpund pirsi i 6esoabHo H bk o

y 000UX TOJIOB.

Pacosas npunaonescnocmo

Brnusinue pacel Ha hapMaKOKMHETHKY CAKBHHABHpPA HE U3y4YalloCh.

Bospacm

N3yuenne hapMakKOKHHETHUECKUX ApaMETPOB y JieTel 10 16 eT u B3pocibIX cTapiie 65 JieT He
IIPOBOAMIIOCH.

PaBHOBecHast SKCHO3UIIMS CaKBHHABUpPA, HAOJIOABLIAsICS B MEIUATPUUECKUX HCCIEAOBAHUSAX,
OblIa CYIIECTBEHHO BBIIIE O CPABHEHUIO C MPEALIECTBYIOIIUMU JAHHBIMU, MOJYYEHHBIMH Y
B3pOCHBIX (Y KOTOPBIX HaOJOJAIOCh J10303aBUCHMOE M AKCIIO3UIIMOHHO3aBHCUMOE YJIMHEHHE
untepBasioB QT u PQ).

IToxka3zaHusi K IPUMEHEHU IO

Jleuerne BUY-1 wuHpUIIMPOBAaHHBIX B3pOCIBIX MAIMEHTOB B COCTaBE KOMOWMHHUPOBAHHOM
Tepanuu ¢ pPUTOHABUPOM U JIPYTUMHU aHTUPETPOBUPYCHBIMHU JIEKAPCTBEHHBIMU IIpENapaTaMu.
IIporuBonokaszanus

s 03HaKOMIIEHUSI ¢ BO3MOXKHBIMHU MTPOTUBOMNOKA3aHUSMU HEOOXOIUMO M3yUUTh WHCTPYKIIUIO
M0 METUIIMHCKOMY IPUMEHEHHUIO0 PUTOHABUPA, UCIOJIB3YEMOr0 B KOMOWHAIIUU C CAKBUHABHUPOM.

e [ WUIepuyBCTBUTEIBHOCTh K CAKBUHABHPY WJIH JIFOOOMY JAPYyroMy KOMIIOHCHTY TIperapara.

o HCKOMHCHCI/IPOBaHHOG 3a00JIeBaHUE IEYECHH.

o OI[HOBpeMeHHBIﬁ IIpueM Tep(beHam/IHa, aCTCMH30J1a, MH30JIaCTHHA, NOUu3alipuaa,

I[I/I(beMaHI/IJ'Ia, nmuMo3nga, amMuoJapoHa, (I)HeKaI/IHI/I,Ha, npona(beHOHa, aTa3aHaBHupa,

JIOMKMHAaBHpa, 6erI/II[I/IJ'Ia, JINAOKanHa (CI/ICTCMHO), XWHHUIWHA, I/I6YTI/IJ'II/I,I[a, coTajoiJia,

AMUTPUIITUIINHA, HWMHUIIpaAMWHA, KIOMHUIIpaMWHA, MAallpOTHUIIMHA, KIApUTPOMUIIMHA,

OPUTPOMHUIIMHA,  Tajo(aHTpUHA, TMEHTaMUIUHA,  chnap@ioKcalllHa,  METa/loHa,

CI/IJI,I[eHa(bHHa, Ta):[ana(bnna, BapneHa(bI/ma, KJIO3aIlMHa, rajJoliepruaoia, XJIopIipomMa3nHa,

ME30pHUaa3nHa, (beHOTI/IaBI/IHa, CCPTUHAOJIA, CYJIBbTOIpPUIAA, TUOPUAA3WUHA, 3UIIPACUIOHA,

BUHKaMWHa [JI1 BHYTPUBCHHOI'O BBCIACHUA, AallCOHA, JAU3OIHpaMH[a, XWHUHA,
¢dentanuna, andeHraHwia, Takpoiumyca, naoderunuga  (BO3MOXKHO  pa3BUTHE
KUZHEYTPOXKAIOLIMNX  apuTMull); pudamnuimHa (TsHKenas  renaTolesUTIoNsIpHas

TOKCHUYHOCTh); AJKAJIOUJOB CIOPBIHBHM (HAampumep, JUTHAPOIProTaMUHA, SPrOHOBHHA,
3pProTaMMHa, METUJIPProHOBUHA (OCTpasi TOKCHMYHOCTbH)); CHUMBAacTaTHHA, JIOBacTaTHHA
(pabgomuonu3); MUAa3zoNaMa JUisi TepopaIbHOTO MPUMEHEHHS (UTMTENbHAS cefarius);
Tpuazonama (IpOJOJDKUTENbHAs/Upe3MepHas cefauus |

YTHETCHUE  JIbIXaHUs);

KBETHAIIKMHA (YBCJ'II/I‘ICHI/IC TOKCHUYHOCTH KBCTI/IaHI/IHa); aJI(I)YBOBI/IHa (BO3M0)KHO Pa3sBUTUC

11
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apTepUabHON THIOTEH3UH); TPa30/I0Ha (HOTeHnEIaJIEH])%%Q%H’Ip%lkﬁgl—qe-y];ﬁd%a}omnx

_NEPTHOMY OTUYETY

ApUTMUH, apTepUATbHON I'MIIOTEH3UHU, TOIIHOTHI, TOJIOBOKPYKEHUS 1 00MOpOKa).
e BpoxIeHHOE WM JOKYMEHTAIbHO TOATBEP)KICHHOE NPUOOpPETEHHOE YUITMHEHUE
untepBaia QT.
e  DJEKTPOJIUTHBIC HAPYIIEHUS, 0COOEHHO HECKOPPEKTUPOBAHHASI TUITOKATHEMHUS.
e KimHuvecku 3HaunMasi Opagukapaus.
e KimHuvecku 3HaUYMMast cepieyHas HeJOCTaTOYHOCTh CO CHM)KEHHOW (pakiueil BeiOpoca
JIEBOTO YKEJIyA0UKa.
e (Cumnromarnyeckas apuTMHS B aHaMHe3e.
e (OIHOBpPEMEHHOE MCIOJIB30BAHUE C MpENapaTaMu, CIIOCOOHBIMU YAJIUHATh HHTepBaI QT
u/wu PR (cM. pa3aen «B3auMoeiicTBIE ¢ qPyTrUMHU JIEKAPCTBCHHBIMHU CPEICTBAMIE ).
e Jlerckuii Bo3pact 10 18 ner.
C 0CTOPOKHOCTHIO
OnHOBpEMEHHBIH MTpHeM JenaBupanHa (YBETHUEHHE «IIEYCHOUYHBIX» TPAaHCAMUHA3); KOJIXUIMHA
(HelipoMbIlIeYHbIe HApPYyIICHUS, B YACTHOCTU pabaomuonun3); Heda3zomoHa, XHHYINPHUCTHHA,
nandomnpuctuHa (BO3MOXKHO pa3BUTHE apUTMHIA); omemnpasona (yBeIWYEHHE KOHIIEHTPAIUU
CaKBHHABHpA) W JPYIHMX HHTHOMTOPOB IMPOTOHHOIO HAcOCa; caiaMmerepotia (PHCK CeplIeYHO-
COCYIIUCTBIX OCIIOKHEHHH, ynHeHus nHTepBaia QT, cepaneOnenus, CHHYCOBOM TaXxMKapIIH);
¢Gy3u0BON KUCIOTHI (YyBEJIMYEHHE TOKCHUYHOCTH); pudalOyThHa (yBEJIMYEHHE KOHILIEHTpALUU
pudabyrtuna); QurTompenaparoB, comaepXkanmx 3BepobOoi mpoabipsaBieHHbIH (Hypericum
perforatum), JieKapcTBEHHBIX MpPEMapaTOB M OWMOJIOrMYECKH akTUBHBIX 100aBok (BAJI),
COJIepXalINX SKCTPAKT YECHOKA;, TUIpPaHaBUpa, KapOamaszenuHa, ¢peHobapOuTana, GpeHuTonHa,
JeKcaMeTa3oHa (CHI)KEHHE KOHIIEHTpalMi CaKBUHABHPA); ajllipa3ojiama, JUKaIus Kiopas3enara,
nuaszenamMa, (ayposenama (yBenUYeHHE ceJaTHBHOrO 3¢ ¢ekra); MpuAa3onaMa MapeHTepaIbHO;
denonunuHa, HUPEIUNUHA, HUKApAWNMHA, [WITHa3eMa, HUMOJIMIIMHA, BeparnaMuia,
aMIIOIMTINHA, HHU3OJIWIUHA, WCPAJWIUHA, IMKJIOCIIOpUHA, CHUpoJIMMyca (parmaMHuIlHA)
(yBeNMYEeHHWE KOHIIGHTpAllMU TIpenapaToB); (UIyTHKa3oHa; OyIECOHHWIA; aTOpBAacTaTHHA,
[IepUBacTaTuHa (BO3MOXHOE pa3BUTHE MBILIEYHOW cinabocTH, OOJM B MBIIIIAX, YBEJIUYECHUS
aktuBHOCTH KpeatuHpochokunasel (K®K)); mnpaBacratuna, ¢ayBacTtatuHa (BO3MOXHOE
BIMSHUE Ha TPAHCHOPT OENKOB), IUTOKCHMHA (YBETWYCHUE KOHIIEHTPAIIMN JUTOKCHHA);
STUHUJIACTpaanona (CHIKEHHE KOHIEHTpAaIlMu TIpemnapara); HelduHaBupa; HWHIWHABHPA
(pa3BuTHE HehpOIUTHA3A).
IIpuMeHenue npu 6epeMEHHOCTH M B MIEPHO/I TPYAHOI0 BCKAPMJIUBAHUS

bepemennocmo
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COOTBETCTBYET 2KC __ EPTHOMY OTUETY

ot 07.08.2023 N= 15126

(110 QB4 HOCTE 0003
OKCIIEPUMEHTHI Ha KUBOTHBIX HE CBUAETEIBCTBYIOT O n@mmj&%écgeﬂkﬂ HO‘BEE')KZ[&?IOIIHCM

s dekTe cakBUHABUpPA HA pa3BUTHE SMOpPHUOHA WIIM IUIOJA, TeUEHUE OCPEMEHHOCTH, MEpH- U
NoCTHaTajgbHOE pa3BUTHE. ONBIT KIMHUYECKOTO TNPUMEHEHHUs Ipernapara y OepeMEeHHBIX
JKEHIIUH orpanuded. llpu npumenenun npenapara HMutepdact B koMOMHANMM C APYTUMHU
AHTUPETPOBUPYCHBIMHU TIperaparaMu y OEpeMEHHBIX, PEIKO COOOIIANOCh O BpPOXKIECHHBIX
NOPOKAaxX PAa3BUTHSA, BPOXKACHHBIX AaHOMAJIUAX, a TaKkKe JAPYrUX HApPYUICHUSAX, HE
COITPOBOKIABIINXCS BPOXKICHHBIMU aHOMAJIHSIMH.

Bo Bpems 6epemennoctu npenapat MHtepdacT cienyer NpuMeHsATh TOJIBKO B TOM cllydyae, €clid
BO3MO)KHAs I10J1b3a JIJIS1 MaTe€PH MPEBbIIIAET MOTEHIUATbHBINA PUCK IS IJI0/A.

Ilepuoo epyonozo eckapmausanus

JIaHHBIX, MTOy4YEHHBIX HA )KUBOTHBIX U Y YEJIOBEKa OTHOCUTEIHHO BO3MOXKHOTO IIPOHUKHOBEHHUS
CaKBMHABHpa B TPyJHOE MOJOKO, HeT. OLEeHUTh BO3MOXKHBIE MMOOOYHBIE ACWCTBUS Ipernapara
Hutepdact y rpyAHbIX AeTeil HE MPEACTaBISETCS BO3MOXKHBIM, CIIEIOBATENbHO, KOPMIICHUE
TPyIbl0  CIEAyeT TPeKpaTuTh A0 Havajna JedeHus mnpemnaparom HWurtepdact. BUY-
UHQHUIMPOBAHHBIM JKEHIIMHAM HE PEKOMEHAYETCS KOPMHUTh I'PYAbI0 BO M30€KaHUE Neperaadn
Bupyca BUY pebenky.

Cnoco0 npuMeHeHMsI M 103bI

[Ipenapar HMaTepdact Ha3HAyaercss TOJBLKO B KOMOMHAIIMK C DPUTOHABUPOM (YCHIIEHHBIH

exuM)!
Y mnanueHtoB, YXe MONyYarollUX PUTOHABHP B COCTaBE AHTUPETPOBUPYCHOM Tepamuw,
JIOTIOJTHUTEIBHBIN TPHEeM PUTOHABUPA HE TpeOyeTcs.
Pexomenayercs cTporo co0moaaTh MpeAnrucaHHbli PeKUM ITpHeMa MpenapaTosB.
BuyTpb, BO BpeMst Ui HE MO3JHEE 2 YacoB MOCe MpUueMa MUILH.
Cmanoapmnmuulii pexcum 003uposanus
B3pocusie:
- 8 KOMOUHayuu ¢ pumoHnasupom (ycunennwiii pexcum): npenapatr Uarepdact 1000 mr 2 paza B
cyTku u putoHaBup 100 mr 2 pa3a B CyTKH B KOMOMHAIIMM C APYTUMHU aHTUPETPOBUPYCHBIMU
npemnapatamu; npemapaT MHTepdacT U pUTOHABUP MPUHUMAIOT BHYTPb OJHOBPEMEHHO U HE
NO3HEE 2 4acoB I10CIIE TpUeMa MULIH.
Y mnauuMeHToB, paHee HE IMOJIyYaBIIMX TEPaNHui0 W HAYMHAIOUIMX JIEYEHHE IIpernapaToM
WNuTtepdact, pexomeHaoBaHHAs HadaidbHas 1o03a coctaBiaser 500 mMr 2 pa3a B CyTKH B
KOMOUMHAIMK ¢ puTOHaBUpOM B J1o3e 100 Mr 2 pa3a B CyTKH B T€UE€HHUE NEPBbIX 7 JHEH Tepanuu.
Yepes 7 [HEl OT Hayana Tepamud pPEKOMEHJIYeTCs yBEIWMYEHHE J03bl Ipemnapara

Unrepdact/putonasupa 1o 1000/100 Mr 2 pasza B CyTKH.
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COOTBETCTBYET 2KC __ EPTHOMY OTUETY

ot 07.08.2023 N= 15126

Ilpn mepexome c Tepanmuu IOPYTUMH HHTHQ I/ITODaMI£Ir| IH];Oq"%%EIE'BWEA_'I;(IOJ&I!IaHP}h C
p p p py

PUTOHABUPOM WU  HEHYKICO3WJAHBIMH  WHTHOMTOpaMH  OOpaTHOW  TPAHCKPHUMTA3BI
PEKOMEHIyeTCsl HauaTh Tepanuio mnpernaparoM WHTepdacT B CTaHIAPTHOW PEKOMEHIOBAHHOU
no3e 1000 mr 2 pa3a B CyTkH B KOMOMHAIMUK ¢ puToHaBUpoM B fo03e 100 mr 2 pasza B cyTku 0e3
MI€pHO/1a BHIMBIBAHUS;

- 8 KoMOuHayuu c Opyeumu uxeubumopamu npomeasvi BHY: 1as 03HAKOMIICHUS C
PEKOMEH/IOBAaHHBIMH ~ JI03aMH M BO3MOXHBIMH ~ TO0OYHBIMH  3(ddexkramu  apyrux
AHTUPETPOBUPYCHBIX MIPENAPATOB CIAEAYET U3YyUUTh HHCTPYKLUHU IO UX IPUMEHEHUIO.
/o3uposanue 6 ocobvix cnyuanx

[Ip BO3HUKHOBEHUM TSKEIBIX SIBJICHUW TOKCHYHOCTH JeueHue mpemapatoM HMuaTepdact
cienyeT mnpepBaTh. BceieacTBHE BO3MOMXKHOIO YBEJIMYEHHUS IUIA3MEHHBIX KOHLIEHTpALUW Mpu
KOMOMHHPOBAaHHOW Tepamuu C JPYTMMH aHTUPETPOBUPYCHBIMH MperaparaMmu (Hampumep, ¢
PUTOHABUPOM) MOKET MOTPEeOOBATHCS H3MEHEHHE 103 MHTHOUTOPOB mpoTteazsl BUY.
/Jlo3uposanue y 0codvix cpynn nayuenmos

Tlayuenmoi ¢ neuenoyHoU HeOOCMAamMo4HOCMbIO

Y BUY-unpUUUPOBAHHBIX MALUEHTOB C HApyIIEHUSMU (DYHKUIMU MEYEHU JIETKOW U CpeaHen
CTEMEeHeH TSHKECTH KOPPEKIUH 103kl npenapara MuTtepdact He Tpedyercs. B cBsizu ¢ BbICOKOM
BapraOeIbHOCTHIO IKCIO3UIMK B JTAHHOW TOIMYJISAIUN MMAllMEHTOB PEKOMEHIYETCs TIATEIIbHOE
HaOoIeHue 3a mpoduiieM 6e30MMacHOCTH (BKIIIOYAs CHMIITOMBI QpUTMHUHN) U BUPYCOJIOTUYECKUM
OTBETOM. JleKOMIleHCUpOBaHHOE 3a0o0JieBaHME T[I€YCHH SIBISIETCS MPOTHUBONOKA3aHUEM K
Ha3zHa4yeHuro npenapara Matepdacr.

llayuenmul ¢ noyeunol HeOOCMAMOUHOCHbIO

VYV manueHToB C JIETKOM M YMEPEHHOW CTENEHBI0 MOYEYHOW HEAOCTATOYHOCTH KOPPEKIIMH JO3bI
npenapata Muarepdact He Tpedyetcs. [Ipu npumenenuu npemnapata MHTEpdacT y manueHToB ¢
TSDKEJION MOYEUHOM HeIOCTaTOUHOCTBIO CIIEAYET COOII0IaTh OCTOPOKHOCTb.

Jlemckuii 6o3pacm

D¢ dexkTuBHOCTL U Oe30macHOCTh Tpenapara Murtepdact y nereir g0 18 JeT He yCcTaHOBIEHBI.
Jns naHHOW TOMyNALMM HE YCTaHOBIEHBI A03bl mpemnapara MHTepdact, He BbI3bIBAIONINE
yanunenue uatepsanoB QT u PR u onHOBpeMeHHO oTBedaromue mapameTpaM 3QpPeKTUBHOCTH.
CymecTByeT orpanndeHHas uHpopManus o0 UCIOIb30BaHuM Tpenapata MHTepdact B MATKUX
JKEJTATMHOBBIX Karcysiax (HEYCWJICHHBIM pexuMm) y naereid. Mubopmarmus o npuMeHEHHH
npenapata MHTepdact 6e3 puToHaBUpa (HEyCHICHHBIN PEKUM) Y J€Tei OTCYTCTBYET.

Tootcunoii 6o3pacm

OnpIT MpuUMEHEHUsI y TarueHToB crapiie 60 et orpanwdeH. JlaHHBIE IS PEKOMEHIAINN

pPExXUMa 103NMpPOBaHNA OTCYTCTBYIOT.
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ITodouHoOE nelicTBHE

JlanHble KTUHUYECKUX UCCIE008AHUIL

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 07.08.2023 N2 15126

(NOCNEQCBATENEHOCTE 0003)

CaMBIMH 4YacTbIMM HEXKEJIATEIbHBIMU SIBJICHUSIMH C Kak MHUHHUMYM BO3MOKHOM CBSI3BIO C

PEXKUMOM, YCHICHHBIM PHUTOHABUPOM, ObLIH ayapes, TOIIHOTa, YTOMIIAIEMOCTb, PBOTA,

MCTCOPHU3M U 00/M B )KUBOTE.

I[JISI OIMCAHHUS YaCTOTHI IMOOOYHBIX peaKHHﬁ, BO3BHHUKAOMIUX IIPU IMPUMCHCHHUU CAaKBUHABHPAQ,

YCUJICHHOTO PHUTOHABHPOM, UCTIOJIB3YIOTCS CIEIyIOIIUe KaTeropuu: oueHs yacto (=>1/10), gacto

(>1/100, mo <1/10), mewyacto (>1/1 000, o <1/100), penko (>1/10 000, o <1/1 000), oueHn

penko (<1/10 000), uactora HeusBecTHa (HA OCHOBAaHHH HMEIOIIMXCS JTaHHBIX OIIEHUTH

HEBO3MOKHO).

Tab6auna 5. Pe3rome HexxenareabHbIX peakui

Cucrema opranmsma

HexenareabHbIe peakuu

Co cmoponwvr xoorcu u | Yacto [IpuoGperennas mumoauCcTpodus, aJomenus,
NOOKOMCHOU — JHCUPOBOU CYXOCTh KOXH, dK3eMa, JTU0aTPO(Us, CHIIb,
K1emuamku 3y
Heuacto Cungpom CrueHca-/[>koHCcOHA, OyIIIe3HBbIH
JepMaTHT
Co cmoponvl  nepsHou | Hacto I'onoBHast 601b, epudepuyeckas Helponarus,
cucmemol rapecTesusi, FOJIOBOKPYKEHHE, U3MEHEHUE
BKYCOBBIX OIIYIICHHIA
Heuacto COHIUBOCTBH, CyJIOPOTH
Co cmoponvt  opzana | Heuacto Hapyenune 3penus
3penus
Co cmoponwl | Yacto CHuxenue nubu10, HapylIEHUE CHA

nCUxXuyeckou cgepwi

Co cmoponsl | O4eHb 4acTo Huapes, TonrHoTa
JHceny0oyHo-Kuueuno2o | Yacrto PBorta, B3gyTHE KHUBOTA, METEOPU3M,
mpaxma ab1oMUHAaNIbHBIE 007U, 00JTh B BEPXHHUX OT/AENax
KHUBOTA, 3aI10p, CYXOCTb BO PTY, JUCIIEIICHS,
OTpPBIKKA, CYXOCTh I'y0, HEO(OPMIICHHBIH CTYIT
Heuacto [Tankpeatut
Co cmoponvr neuenu u | Hewacto I'enaTut, )xenrtyxa

Ofceﬂlt€6b1800ﬂuﬂlx

nymeu
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Co cmoponvr kocmuo- | Hacto
MbIUEUHOU cucmembl Yacrora Muanrusi, MEO3HT, PabJOMHUOIIN3
HEU3BEeCTHA
Co cmoponvl nouex u | Hewacto Hapymenne gpyHkImm nmouek
MOUesbl800AWUX nymell
Co cmoponvrt ummynnou | Hacro Peakuuu runep4yBCTBUTEILHOCTH
cucmemol
Hapywenus numanus u | O4eHb 4acTo 'unepxonecrepunemus,
Memabonuzma TUNIEPTPUTITUIIEPHUIEMHUS
Yacto CaxapHnblii 1uadeT, aHOPEKCHsI, TIOBBIIIICHUE
anmneTuTa
Heuacto CHIKEHHE anmeTuTa
YacroTa NHcynnHOpe3nCTeHTHOCTD, TUIIEPIIaKTaTeMUS,
HEU3BECTHA TUINEPIIIMKEMHUsI, UHOTJ]a COMPOBOXKIAIOIASICS
KETOAIN1030M
Co cmoponst | Yacto Oppika

ObIXAMEeNbHOU CUCTNEMDbL

C CMOpPOHbL CUCmMembl
Kpoeu u opecanos

KpoeemeopeHUsl

QueHp 4acTo

CHMKeHUe yuciia TpOM6OI_II/ITOB

Yacto

AHemusi, CHIDKEHHE YPOBHSI TeMOTTIO0NHA,
CHIDKEHHE YHcia TMM(OIUTOB, CHUXKEHUE

YHCia JEHKOIIMTORB

Heuacto

Heittponenus

YacrtoTa

HCHU3BCCTHA

VYcunenue KpoOBOTEUEHH, B TOM YHUCIIE
CIIOHTaHHOE 00pPa30BaHUE MOIKOKHBIX T€MaTOM
Y TeMapTPO30B Y MALUEHTOB C reMopuiIneit
tuna A u B, nonydaromux nedenue

uHruouropamu npoteassl BUYU

Co CMOpPOHbL
1a60opamopHbvIX

noxkaszameieu

QueHp 4acTo

[oBbllIeHNE aKTUBHOCTH
aJlaHMHaAMHUHOTpaHcdepassl U
acrapraTaMHHOTpaHc(epasbl; MOBBIIICHNE
KOHIIEHTPALUU X0JIeCTEPHHA, JTUIIOMPOTEUI0B
HU3KOM IJIOTHOCTH U TPUTJIMLIEPHUIOB;

TPOMOOILIUTOTICHHSI

Yacto

TToBEIIIIEHNE aKTUBHOCTH aMuJIa3bl,
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.08.2023 N2 15126

OHLCHTPATLIT GUAAPYOHEA, KpeATHIIAA ~

CHIDKCHHE TeMOTTIO0MHA; TUMQOLIUTOTICHHSI,

JIEUKOLIUTOIICHUA

Ilpouee YacTto OO6mmas cabocTh (aCTeHMS ), yTOMIISIEMOCTb,

HCAOMOTI'aHUC, YBCIIMYCHUC )I(HpOBOfI TKaHHU

Heuacto W3baBnenue cau3mucTon 000JI0UYKU

Huxe npuBeneHsl HexenareiabHble peakluu, HAOMIOaBIIMeCs MpU IMpHUEeME CaKBUHABHpa B
HEYCUJIEHHOM PEXHME.

Co cmopomnvl Hepenoll cucmembl. TUIIECTE3Us, HAPYUICHWE KOOPIWHAIMH, BHYTpHYEpEIHOE
KPOBOUBJIUSHUE.

Co cmoponbl ncuxuxu: CyTaHHOCTb CO3HAHUS, ACTPECCHs, TPEBOra, MOMbITKa caMOyOUCTBa,
OeccoHHUIIa, HApyIIEHUE JTHOUIO.

Co cmopoHbl KodCU U NOOKOMCHOU-dCUPOBoU  Kiemuamku: cuaapom CtuBeHca-J>)KoHCOHa,
OyJuIe3HBId JIepMaTHUT, JIEKApPCTBEHHAs ChIllb, TSDKENbIE KOXKHBIE pEaKIUH, CBS3aHHBIE C
HapylieHneM (QyHKINUU TICUYEHU.

Co cmopoHbl opeanog 2enamoOUNUAPHOU CUCHeMbl: JKENTyXa, TOopTallbHas THUIEPTeH3US,
o0ocTpeHHne XpOHHMYECKHX 3a0ojieBaHMid Ie4YeHH (C HapylmieHueM (QYHKIUW Te4eHu 4-i
CTEIEHH).

Co cmopousl opeanusma 6 yenom. TUXOPaKa, UIBbSA3BICHUS CIU3UCTOW 000J0YKH, OOJIb B
TPYJIHOH KJIETKE.

Co cmopoHbl KOCMHO-MbLULEYHOU CUCTEeMbl. MBIIIIEYHAs ClIad0CTh U OJUAPTPHUT.

Co cmoponsl cucmemvl Kpo8U U Op2AHO8 KPOBEMBOPEHUs. TEMOIUTUYECKass aHeMHsl |
HEUTPOIICHHUS.

Co cmopoHbl 0p2aH08 HCelyOOYHO-KUUEUHO20 mMpPaKma: acluT, TMaHKPEeaTUT W KHILIeYHas
HETPOXOTUMOCTb.

Hapywenus numanus u memaboiuzma. CHUKEHHBIN alllIeTUT.

Hobpoxauecmeennvle U 310KAYeCMBEHHble  HOB000PA308AHUSA  (BKIOYAS — KUCMbL U
nOAUNGL): TATTHIIIIOMBI KOKH, OCTPBIA MUEIIOIEHUKO3.

Co cmopoHbl MouesblOeumenvHou cucmemol. HeQPOIUTHAS.

Co cmopoHvl cepoeyHo-cocyoucmotl cucmemvl. Cra3M nepudepruieckux cocy10B.

Co cmoponvl nabopamopneix noxazamerneil: nopbinenne aktuBHocth KOK, runepriamkemus,
TUTIOTJIMKEMHUSI.

Ilocmmapxemunzosoe naonrwoenue

Co cmopoHbl UMMYHHOUL cucmeMmbl: PeaKIIMi TUIepYyBCTBUTEIbHOCTH.

HapyweHuﬂ NUMAHUsL U MemaboauU3Ma.
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e caxapHbIi [uabeT WM rTuNepriIuKeMus, HHQLIA COIL

e JmnogucTpodus: y BUY-un}ummpoBaHHBIX TaIMEHTOB KOMOWHHMpOBaHHAS
AHTUPETPOBUPYCHASI TEPAIHs aCCOUMUPYETCS C NEpepaclperesiCeHUeM XKUPOBOM TKaHU —
aunogucTpodueii, BKIoyarone aTpoduio MOIKOKHOIO >KHpa Ha JIUIE U KOHEYHOCTSX,
YBEJIMYEHUE BUCLEPATHHOTO U MHTPAOJOMUHAILHOTO JKUPA, YBEIHMUECHHE MOJIOYHBIX KeJe3
U OTJIOXKEHHUE KUPa Ha JOP3JIbHONM MOBEPXHOCTH IIEH U CIUHBI («OBIYHil TOp0»);

® TUNEPTPUIIIULIEPUIEMUS, TUIIEPXO0JIECTEPUHEMUS], MHCYJIMHOPE3UCTEHTHOCTb,
TUIEPIVIMKEMHUS] U TUIEPIaKTaTEMHUSL.

Co cmopoHbvl HepeHoll cucmembl: COHTUBOCTb, CYIOPOTH.

Co cmoponbl cucmemvl Kpo8u U OpeaH08 KpOBemeopeHus. YCUIEHHE KPOBOTEYEHUH, B TOM

YHCIIe CHOHTAaHHOE 00pa30BaHKE MOAKOKHBIX TEMAaTOM U TeMapTPO30B.

Co cmopoHvl opeanos eenamoounuapHol Cucmemsbl: TENaTHT.

Co cmopomnsl KOCMHO-MbIUUEUHOU U COeOUHUMENbHOU mKaHu: TOBbIIIeHHe akTUBHOCTU K@K,

MUAJTHUS, MUO3HUT U PEJIKO pabAOMHUOIIN3. 3aperuCTPUPOBAHBI CITyYyau OCTEOHEKPO3a.

Co cmopoHbvl nouex u Mouesbl8o0sAWUX nymell: HapyleHHe (yHKIIMNA OYeK.

Onucanue omoenbHvIX NOOOUHBIX Ihekmos

Hapywenue memabonuzma

B xone aHTHpEeTpOBUPYCHOU Tepanuy BO3MOYKHO MOBBIIIEHUE YPOBHS JUIUAOB, KOHLIEHTPALUU

[JIIOKO3bI B KPOBH, a TAK)KE YBEJIMUEHUE MACChI TEa.

VY nanmenToB ¢ remodwined Tuma A W B, momydarommx JiedeHHe MHTHOMTOpAaMH TPOTEa3bI

BUY, coobmanoch 0 ciiyyasix YCHJIEHUS KPOBOTEUEHHS, BKIIOYas CIIOHTAHHOE OOpa3oBaHHE

KOXHBIX T€MaTOM U T€éMapTpO30B.

Y mnanueHToB, MOJNYYalolIMX TEpanmui WHruouTopamu mnporteassl BUY (B wactHoCTH, B

KOMOMHAIIMHM C HYKJICO3UIHBIMH aHAJIOTAMH), COOOIIAIOCh O MOBBINICHUH akTUBHOCTH KK,

MUAJITUH, MUO3UTE U PEIKO pabIoMHUOIH3E.

OTMeyanuch cilyd4an OCTEOHEKpO3a, OCOOEHHO Yy MAllMEHTOB C OOIICPUHATHIMU (aKTOpaMu

pucka, pacnpoctpaHeHHoi BUWY-undexuueit wiam npu  AIUTEIBHOM KOMOWHHUPOBAHHOM

AHTUPETPOBUPYCHOM TEpAITHH.

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB C TSAXKEIBIM UMMYHOJASHUIIMTOM HAa MOMEHT Hayaia

KOMOWHUPOBAaHHON aHTHPETPOBUPYCHOM TEpalM MOXET Pa3BUThCS BOCHAIUTENbHBIH OTBET Ha

ACUMITOMHbIE WM pe3UuyalibHble OMNMOPTYHUCTHYECKHE HHGEKIHH (CUHAPOM HMMYHHOMN

peaktuBanuu). CUHAPOM HMMYHHOH pEaKTHBAIMM TaKXe MOXKET MpPOSBIATHCS Pa3BUTHEM

ayTOMMMYHHBIX HapylleHud (Hampumep, Ooje3Hb [peiiBca W ayTOMMMYHHBIH TIeNaTUT),

KOTOpBIE Pa3BUBAIOTCS B Pa3jIM4YHbIE CPOKHM Tepanuu. Pa3BuTue ayTOMMMYHHBIX HapylIeHHUH

BO3MOJXHO TaK¥XX€ CITYCTS MHOI'O MECALICB IMOCJIC HavYalla TCpaIlnu.
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COOTEBETCTEYET 3KI(
ot 07.08.2023 N2 15126

(MOCNEQOBATENEHOCTE 0003)

Ilepeno3upoBka

OMY OTUETY

B Hacrosiiee Bpems KIMHUYECKUH ONIBIT MEPEIO3UPOBKM CaKBUHABUpA Yy JIIOACH OrpaHUYEH.
Octpast winu XpOHHMYECKash Iepelo3upoBKa MpU MOHOTepanuu mpenapatoM HWHtepdact He
IIPUBOJUT K CEPbE3HBIM OCIIOKHEHUSM.

B kombunayuu ¢ opy2umu uneuoumopamu npomeaszvl BUY 603mooicnvl cnedyrowue cumnmomol:
o0mast cnabocTh, yTOMIISIEMOCTD, AHapesi, TOIIHOTA, PBOTA, BBINAJACHUE BOJOC, CYXOCTh BO PTY,
TUIIOHATPUEMHUSI, CHUKEHHUE BECA, OPTOCTATUYECKAsI TUIIOTEH3USI.

Jleuenue: criequpUUECKOro aHTUAOTa HET. MepomnpusTus, HalpaBlIE€HHbIE Ha IOJJEp)KaHUEe
KU3HEHHO BaXXHBIX (DYHKIMI, BKJIIOYasi KOHTPOJb OCHOBHBIX ITOKa3aTesIel KU3HEIeATeNbHOCTH,
anekrpokapauorpadus (OKI'), HabarogeHne 3a KIMHUYECKUM COCTOsTHHEM OosibHOTO. Criemyer
IIPEIOTBPATUTh IIOCIEAYIOLIEE BCachlBAaHUE Ipenapara. Tak Kak CakBUHABUP B BBICOKOH
CTETIEHU CBSI3bIBAETCs ¢ OEIKaMHU I1a3Mbl KPOBH, IPUMEHEHHE JUalii3a HEeLelIecoo0pasHo.
B3anmopneiicTBHe ¢ APYTMMH JI€KAPCTBEHHBIMH CPeICTBAMH

B OonbuInHCTBE IPOBEAEHHBIX MCCIIEA0BaHUHN 10 JIEKAPCTBEHHOMY B3aUMOJAECHCTBUIO U3y4Yaioch
npuMeHeHne mnpenapara HMutepdact Oe3 puroHaBHpa (HEYCHJICHHBIH pexuMm). Pesynbrarsl,
IOJyYeHHbIE B XOJI€ MCCJIEJOBaHUM MO NPUMEHEHHUIo mpemnapara MHTepdacT B HEyCHIEHHOM
peKuMe, MOTYT IOJHOCTBIO HE OTpaXkaTh 3((eKThl IPUMEHEHUS! CAKBUHABUPA B KOMOUHAIIMHU C
PUTOHABUPOM.

B nanHOM pasgene mpejcTaBiieHa MoJHas MH(OpManMs O B3aUMOJEHCTBUHU JIEKApCTBEHHBIX
IIPENapaToB, BKIIOYAs JaHHBIE MCCIEAOBAaHUMN, NIPOBOAMMBIX C IPUMEHEHUEM CaKBHHAaBHpa B
MSATKUX JKEITAaTHHOBBIX KallCyJlaX, paHee MPEICTaBIEHHOTO Ha PBIHKE.

CakBunaBup Mertabonusupyercs uzopepmentom CYP3A4 cucremsl murtoxpoma P450 u
sBisieTcst cyoctpatom st P-rimukonporeuna (P-gp). [Ipenapatsl, KOTOpble METa0OIU3UPYIOTCS
nzopepmentom CYP3A4 wunu BaustoT Ha akTuBHOCTH u3odepmenta CYP3A4 w/mumu P-
[JIMKONPOTENHA, MOTYT HM3MEHHTh (apMakOKMHETHKY mpemnapara MHrepdact. AHaIOrMUHO
CaKBMHAaBHpP MOXKET HU3MEHUTh (PApMAKOKMHETHKY JPYTUX IpenapaToB, SIBISIOIIUXCS
cyocrparom nzopepmenta CYP3A4 unu P-rimmkonporenHa.

PutonaBup, kak MomHbli MHrHOuTOp M30depmenta CYP3A4 u P-rimkonporenHa, MoOXeT
OKa3bplBaTh BIUSHME Ha (ApMaKOKMHETUKY JApyrux mnpemnapatoB. Ilpm HazHaueHuu
KOMOMHHMPOBAHHOW TEpaIuu CIIEyeT yUYUThIBaTh BOZMOKHbBIE B3aUMOICUCTBUS C PUTOHABUPOM.
VYuurtsiBas pe3ysbTaThl, MOJyUYE€HHbIE IPU IPUMEHEHUH npenapara MHrepdact B koMOMHAIIUU C
PUTOHABHPOM 3JIOPOBBIMH  J1I0OpPOBOJIBLIAMH B OTHOLIEHHWU J0303aBUCHMOIO  YJUIMHEHHS
untepBasioB QT u PR (cm. paznenst «IIpotuBonokazanusy, «OcoOble yKa3aHusm»), aaIuTUBHbIE
s¢¢dekTsl B oTHOIIEHUN yanuHeHus: uHTepBaioB QT u PR moryT Bo3HMKaTh npu nmprMeHEHUU

IIpenapaTroB CIEAYIIIMUX KilaccoB: aHTHaputMuueckue cpeacrBa [A wmmm Il kiacca,
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(MDAD3-5), ornenbHble aHTHOAKTEPUANIBHBIE U aHTUTHCTAMUHHBIC MIPEMapaThl, a TAKXKE IPYTHE
JIeKapCTBEHHbIE Mpenaparsl (CM. HIKE). OTH aAauTHUBHBIE 3()(EKTHl MOTYT HPHUBECTH K
YBEJIMUEHUIO PUCKA BO3HUKHOBEHHUS IKEIYAOYKOBBIX apPUTMUM, OCOOEHHO apUTMHUU
KETYJI0YKOBOH TaXxMCHUCTOIMUYECKON TuIa «mupyst» (torsades de pointes). Takum oOpazom,
cienyeT u3beratb COBMECTHOTO npuemMa npenapara Matepdact B KOMOMHALIMK C PUTOHABUPOM
M TIEPEUUCICHHBIX JICKAPCTBEHHBIX IMpenaparoB, P HAIUYMK APYTHX albTEPHATHUBHBIX
TEpaneBTUYECKUX BO3MOXKHOCTEH. CTpOro MNpOTHBONOKA3aHbl JIEKAPCTBEHHBIE IPENapaThl,
OJIHOBPEMEHHO obiafaromue (apMaKOKMHETUYECKUM B3aUMOJICHCTBUEM C CAKBUHABUPOM B
KOMOWHAIIMM C PUTOHABUPOM U CIOCOOHOCTBIO ymmHATH wuHTEepBaIbl QT m PR. He
peKOMEHIyeTcsl KOMOMHHpoBaTh mpenapar MHTepdact ©  pUTOHABUpP C  JAPYTUMHU
JIEKapCTBEHHBIMU IIpernapaTamMu, 00JaJalolMMU HU3BECTHBIM IMPOJIOHTUPYIOLIUM JEHCTBHEM B
orHomiennu wuHTepBaioB QT u PR. CnemoBarenbHo, B ciydyae KpaifHel HEOOXOJUMOCTH
1o 100Hast KOMOMHAIHS TOJDKHA MCTIONIB30BATHCS ¢ OCTOPOKHOCTBIO.

Tabmuma 6. IlpuMepsl W3BECTHBIX W MOTEHIMAJIBHBIX B3aMMOACUCTBHI C JIPYrHMHU
JIEKapCTBEHHBIMU IPENapaTaMHu.

JlexapcTBEHHBIN ITpenapar u
TepaneBTUyYecKas 00JIacThb
Pexomenpganun
IPUMCHCHUS .

(1033 CaKBUHABHDA, B3aumoericteue OTHOCHUTEIIBHO COBMECTHOTO
UCTIONIb3yeMasi B HPHMCHCHHA
UCCIICTOBAHUSIX)

AHmupemposupycHsle npenapamsol
Hykneo3uouvie unzudumopsl 00pamuoil mpancKpunmaszol
Saryumabun u/unu 3aBepIIeHHbIC Bzaumoneiictue ¢
3U008YOUH WCCIIEA0BAHMS, U3YUAIOIINE BaUTaOMHOM
(hapMaKOKUHETHIECKOE MaJIOBEPOSITHO BCIICJICTBUE
B3aMMO/ICICTBHE, pa3IMYHbIX MyTen
OTCYTCTBYIOT. MeTaboIM3Ma U BEIBEICHUS.
CornacHo pe3yibTaTamMm Koppekmuu 10361 HE
HCCIIEeIOBaHMI Y B3pOCIBIX TpeOyeTcs.
MAIMEHTOB OJHOBPEMEHHOE
MPUMEHEHNE CAaKBUHABHPA
(HEeyCHUIJIEHHBIN peX1M) B
KOMOHWHAIINH C
3IUTA0OMHOM W/WIIN
3UJIOBYIMHOM HE OKa3bIBAET
BIIUSTHUS Ha BCAChIBaHUE,
pacmpeseneHue 1 BbIBeICHUE
MperapaToB.
Huoano3un AUC caxsunaBupa | 30% M3meHeHust He UMEIOT
OnnoxpatHslil npuem 400 Cmax cakBuHaBupa| 25% ONPENEIECHHON KIIMHUYECKOU
MT Chmin CAaKBUHABHpa <> BHAYUMOCTH.
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(cakBHHABUP/pPUTOHABUD
1600/100 mr 4 pa3a B AcHb
Ha IPOTSHKEHUHU 2 HENEIb, 8
3IOPOBBIX JOOPOBOJIBIICB)

(MOCHEAOBATENEBROC T 0003]

Koppekuu 10361 HE
Tpebyercs.

Tenoghosup

300 mr oguH pa3 B A€Hb
(caxBHHABUP/PUTOHABHU]
1000/100 mr 2 pa3a B
menb,18 BY-
MHOPHUIMPOBAHHBIX
MaIeHTOB)

AUC caksunasupa | 1%
Cmax cakBuHaBHpa | 7%
Cmin CakBUHaBHUpA <>

OTCYTCTBYET KIMHUYECKU
BHAYMMOE BIIUSIHUE Ha
PKCIIO3ULIMIO0 CAKBUHABHPA.

Koppekuunu 10361 HE
Tpebyercs.

Henykneo3uonsle uncudumopsl 00pamuoi mpancKpunmaszl

/lenasupoun

BzaumoaericTBue ¢
CaKBHHABUPOM/PUTOHABHUPOM
HE M3Yy4ajocCh.

WNudopmanus o
0€30MaCHOCTH TPUMEHECHUS
TaKOH KOMOWHAITUU
JICKApCTBEHHBIX MPEIapaToB
OTpaHWYCHA, TAHHBIC T10

a3 exTuBHOCTH
OTCYTCTBYIOT.

AUC cakBunasupa 1 348%
CornacHo npeaBapUTEIbHBIM
pe3yJibTaTaM HUCCIIEI0BAHUM,
YBEJIIMYEHUE «IIEYEHOYHBIX)»
TpaHCaMHHA3 HAOIIOAAIOCh
y 13% nobpoBonblieB B
TEUEHHE MEPBHIX HEIEIb
MIPUMEHEHHs] KOMOUHAITIH
cakBHUHaBUp/

nenasupavH (y 6% 3 vunu 4
CTETIeHHN).

Heo6x0auMo TIIATEIBHO
KOHTPOJHUPOBATH ()yHKIIHIO
IMCYCHU.

OnHOBpEeMEHHBIN ITpUEM
TOJIBKO B CIIy4ae, €CIIu
MOTEHIMATbHAS MTOJTb3a
NPEBBIIIACT PHUCK.

Dpasupens

600 mr 1 pa3 B aeHb
(cakBUHABUP/PUTOHABUD
1600/200 mr 1 pa3 B n1eHb
1203031
CaKBUHAaBHP/PUTOHABUD
1000/100 mr 2 pa3a B AeHb
(n=32)

120301
CaKBUHABHP/PUTOHABUD
1200/100 mr 1 pa3 B 1eHb)

CakBuHaBUp <>
OdaBupens <

Koppekunn 10361 He
Tpebyercs.

HeoOxoaumo
KOHTPOJUPOBATh (DYHKIIHIO
TICYCHU.

Heesupanun

B3anmonelicTBue ¢
npenapatoMm Uutepdact/
PUTOHABHPOM HE M3Yy4ajOCh.

HeycuneHHslil pexum:

3MeHeHus He SIBIAIOTCS
KJIMHUYECKHU 3HAUNMBIMHU.

Koppekiuu 10361 He
TpeOyeTcs.
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Ly

AUC caxsumasipa | 2 4%'1 OCAEA0BATEREROCTE 0003)
AUC neBupamnuna <
Huzuoumopwt npomeasot BU4
Amazanasup AUC caxsunasupa T 60% OnHOBpeMEHHBIN TPUEM
300 mr 1 pa3 B neHb Cmax caxkBuHaBupat 42% CaKBMHABHpa B KOMOMHALIUU
(caxBUHABUP/PUTOHABUD AUC puronasupa 1 41% C PUTOHABUPOM U
1600/100 mr 1 pa3 B 1eHb) Cmax putoHaBupa T 34% aTa3aHaBUPOM
ATazaHaBUp <> [IPOTUBOIIOKA3aH B CBSI3U C
BO3MOXKHBIM Pa3BUTHEM
KnuHuveckue JaHHbIE O YKU3HEYTPOKAOLIUX
MPUMEHEHUHU aTa3aHaBUPA B apUTMUH.
KOMOWHAIIUU C
CaKBMHAaBHPOM/PUTOHABHUPOM
1000/100 mr 2 pa3a B 1eHb
OTCYTCTBYIOT.
Docamnpenasup AUC cakBunaBupa | 15% Koppexkunu 10361
700 mr 2 pasa B A€Hb Cmax cakBuHaBupa| 9% CaKBHHABHpa/
(caxBHHABUP/PUTOHABHU] Chmin cakBuHaBupa | 24%, pUTOHaBUpa HE TpeOyeTcs.
1000/100 mr 2 pa3a B JeHb,  |0CTaBajach BBIIIE TOPOTa
18 BUY-uH(GUIMPOBAHHBIX  TEepaneBTUYECKON
MaleHTOB) A (HEeKTHBHOCTH
HUnounasup [Ipuem HU3KHX 103 YBennueHrne KOHUECHTPALU
800 mr 3 pasa B JeHb pUTOHABUpPA IPUBOJIUT K VHIUHABUPA MOXKET
(oqHOKpaTHAas 1032 YBEJIMUEHUIO KOHIIEHTPAIUU MPUBECTU K PA3BUTHUIO
cakBuHaBupa 600—1200 mMr, MHAMHABHpA. HeponuTHasa.
6 310pOBBIX JOOPOBOJIBIICB)
HeycuneHHbIN pexuM: JlanHble 0 6€30MaCHOCTH U
AUC cakBunaBupal B 4.6—7.2  PPHEKTUBHOCTH TAKOH
pa3a KOMOHMHAIIMH [TPEenapaToB
KoHlleHTpanys nHIMHaBUpa B (OTCYTCTBYIOT.
asMe <>
CoOTBETCTBYIOIINE O3bI
TUTSI TAaHHOM KOMOMHAIINH
JIeKapCTBEHHBIX MIPENapaToB
HE YCTAaHOBJICHBI.
OnHOBpEMEHHBIN NTpUEM
TOJIBKO B ClIydae, ecliu
MOTEHIIMaIbHAs MMOJb3a
MPEBBIIIAET PUCK.
Jlonunasup CakBuHaBUp <> Bo3moxHO pa3BuTHe
(cakBMHaBUP/pPUTOHABUD Puronasup | aJZTMTUBHOTO 3¢ ¢deKTa Ha
1000/100 mr 2 pa3a B ieHb B (9(pPEKTHBHOCTH KaK yIIMHEeHne nHTepBasioB QT
KOMOMWHAIINH C ABYMSI TN YCUIJIMBAIOIIIETO areHTa He u/unu PR npu npumenenun
TpeMsi HyKJICO3UTHBIMHU M3MEHSJIACh) JonuHaBUpa/
MHTUOMTOpaMu 00paTHOM JlonnnHaBup <« (110 Puronasupa.
TpaHcKkpunrTasel y 32 BUY- CPaBHEHUIO C JAHHBIMUA
MH(UIIMPOBAHHBIX MPeIbIIYIIUX UCCIeT0BaHUN OnHOBpEeMEHHBIH pueM
MaIMeHTOB) KOMOWHAIIUH CaKBMHABHpPa B KOMOWHAIINH
(caxBunaBup 1000 mr 2 IOTTMHABUP/PUTOHABUD) C PUTOHABUPOM U
pa3a B JIeHb U JTOTTMHABUPOM
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(ToOCHE00BATENEROC TE 0003

(uKcupoBaHHas ; OTI/IBOHOKaan BCBANC
KOMOMHAIHS BO3MOKHBIM pa3BUTHEM
JONUHABHPa/pUTOHABUPA YKU3HEYTPOKAOLIUX
400/100 mr 2 pa3a B JieHb y ApUTMHUIA.
45 BUY-unpummpoBaHHBIX
MalMeHTOB) VY HaiueHTos, yxe
MPUHUMAOIINX PUTOHABHUD,
KaK 4acTh
AHTUPETPOBUPYCHOU
Tepanuu, AOMOJIHUTEIbHbII
[IpUEM PUTOHABHpPA HE
TpeOyeTcs.
Hengunasup AUC caksunasupa 1 13% [IpuMeHeHne cakBUHABHPA B
1250 mr 2 pa3a B 1eHb (90% OAU: |27 - 174) KOMOWHAIMK C pUTOHABUPOM
(cakBUHABUP/PUTOHABUD Cmax cakBuHaBupa T 9% 1 HeslpUHAaBUPOM He
1000/100 mr 2 pa3za B geun)  (90% AU: |27 - 161) [PEKOMEHTyeTCsl.
AUC nendunasupa | 6%
(90% AU: |28 - 122)
Cmax HenduraBHpa | 5%
(90% AU: |23 - 116)
Pumonaeup CaxBuHaBup 1 OnoOpeHHBIH pexuM
100 mr 2 pa3a B 1eHb Putonasup < TO3UPOBAHUS: CAKBUHABUP
(caxBuHaBup 1000 mr 2 1000 mr 2 pasa B IeHb U
pa3a B JI€Hb) Y BUY-un(pumpoBaHHBIX putonasup 100 mr 2 pasa B
MAIMEHTOB IPUMEHEHUE EHb.
CaKBMHAaBHMpa B KOMOMHALIUU
C PUTOHABUPOM B J103aX [Ipumenenue 6oee BHICOKUX
1000/100 mr 2 pa3a B ICHb 103 PUTOHABUPA MOXKET
MPUBOIUIIO K CYTOUYHOM MPUBOJUTH K YBETUYCHUIO
CUCTEMHOM IKCIO3ULIUU "YacTOTHI pa3BUTHS
CaKBMHABHPA, CXOTHOM UITN HeKeNaTeIbHbBIX SIBICHUH.
OoJbllIel, UeM TakoBasi pu
MPUMEHEHUU CAaKBUHABHpPA B B HEKOTOpBIX ciydasx
mo3e 1200 mr 3 pasa B ieHb OJTHOBPEMEHHOE
(MSITKHE Karcybl). MpPUMEHEHNUE CAKBUHABHpPA U
pPUTOHABUpA MPUBOAMIIO K
Pa3BUTHUIO TSKEIBIX
HEKEJaTeNIbHBIX SBICHUN
KETOoaln103a U HapyIIeHU
CO CTOPOHBI IEYEHH,
0COOCHHO Yy MaIlMeHTOB C
3a0oyieBaHWEM NIEUYEHU B
aHaMHE3€.
Koppekuuu 103s1 HE
TpeOyeTcs.
Tunpanasup Chmin cakBuHaBupa | 78% OnHOBpEMEHHOE
JIBoiiHass KOMOMHUPOBAHHAS MpPUMEHEHHE TUIIPaHABUPA,
Tepanusi HHFTHOUTOPOM YCUJIICHHOTO HEOOIBIITMH
rporeassl y BI1Y- [103aMU PUTOHABUPA, C
MOJIOKUTETBHBIX CaKBMHAaBHPOM/PUTOHABUPOM|
MAaIMEeHTOB, MOMyYaBIITUX HE PEKOMEHAYETCs, TaK KaK
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paHee Teparnuio

cHrKeHUs Cmin cakpunasupa HE
M3y4asach.

Ecnu, TeM HE MeHee,
[PHUHATO PELICHHE O
HEOOXOIMMOCTH Ha3HAYECHUS
TaHHOM KOMOWHAIUN
[pernapaToB, HACTOSITEIBHO
PEKOMEHIyeTCsl IIPOBOIUTh
MOHHUTOPUPOBAHHE
KOHIIEHTPAIlMii CAKBHHABHPA
B IIJIa3Me.

Huzubumopul cnuanus

OHehysupmuo
(cakBHHABUP/pPUTOHABUD
1000/100 mr 2 pa3a B cHb,
12 BUY-un(uimpoBaHHBIX
MaIeHTOB)

CakBUHABUD <>
OHPYBUPTHI >

Knuanyecku 3Haunmoe
B3aNMOJIENCTBUE
OTCYTCTBYET.

Koppekuuu 10361 He
TpeOyeTcs.

Anmazonucmol xemokunoswvix peyenmopos CCR5S

Mapasupok

100 mr 2 paza B

NeHb (CaKBUHABUP/PUTOHABUP
1000/100 mr 2 pa3a B CyTKH)

AUC12 mapaBupoka 1

B 8.77 pa3

Cmax MapaBHupoKa

B 3.78 pa3

BiusiHue Ha KOHUEHTPALIUIO
CaKBMHABHpAa M pUTOHABHPA
HE U3MEPSUIOCH U He
OKUJACTCH.

Koppexunn 10361
CakBUHaBHUpa/
pUTOHaBUpa HE TpeOyeTcs.

Jlo3a mapaBupoOKa 10JKHA
OBITH cHUXKeHa 10 150 mr 2
pasa B CyTKH, HEOOXOIUMO
HaOII0/IEHUE 32 TTAIIUEHTOM.

Anmuapumjnultecmte cpedcmea

Benpudun, 1u0oKauH,
XUHUOUH, AMUOOAPOH,
Grexaunuo, nponagheHoH

IIpu coBmMecTHOM
PUMEHEHUN
CaKBHHaBUPA/PUTOHABUP
BO3MOKHO YBEJIIMYECHHE
KOHIICHTpaIly Oenpuania,
U I0KanHa (MPH CUCTEMHOM
MPUMEHEHNH ), XUHUANHA,

/laHHBIC aHTHAPUTMHUYECKHE
Cpe/ICTBa MPOTUBOIIOKA3aHBI
7151 COBMECTHOTO
MPUMEHEHUS C
CaKBHHABHPOM B
KOMOHMHAIIMK C PUTOHABUPOM
B CBSI3U C BO3MOKHBIM

CaKBHHABUPa/pUTOHABHpPA C
npernapaTami,
NPEUMYILECTBEHHO
MEeTa0O0IN3UPYIOIIUMHUCS
uzopepmerntom CYP3A4,
MOXKET IMMPHUBECTH K
NOBBILICHUIO KOHIICHTPAIIN
TaKUX MPEMapaToB B MIa3Me
KPOBH.

aMHOAapoHa, (prexkanHua, pa3BUTHEM
nponadeHoHa. PKU3HEYTPOKAIOIIINX
apUTMUM.
Hogpemunuo OnHOBpEMEHHOE JlodheTnua mpoTUBOIIOKa3aH
(caxBUHABUP/PUTOHABHD) MPUMEHEHUE 711 COBMECTHOT'O

MIPUMEHEHHUS C
CaKBMHaBHPOM/
[PUTOHABUPOM B CBSI3U C
BO3MO>KHBIM Pa3BUTHEM
PKU3HEYTPOKAOLINX
ApUTMHI.
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Hoymunuo, comanon K/TMHHYeCKHX NECIEN0BAHIM " COBMECTHOS PUMCHEHHE
(caxBHHABUP/PUTOHABHD) HE TTPOBOJINIIOCH, MPOTUBOIIOKA3aHO B CBSI3H C
(bapMaKOKUHETHYECKOTO BO3MOXXHBIM Pa3BUTHEM
B3aMMOJICICTBUS HE PKU3HEYTPOKAIOLIUX
0XKUJACTCA. apUTMUI.
AHmuKoazynanmeol
Bapgapun Bo3MoxHOE U3MEHEHHUE Heo6xomumo
(cakBMHABUP/PUTOHABUD) KOHIICHTpaluH BapdapuHa. KOHTPOJMPOBATH
MeXIyHapOAHOE
HOPMaJIM30BaHHOE
otHomenue (MHO).

Hpomueoanuﬂenmu yeckKkue cpedcmea

Kapbamaszenun, BsanmonelicTBue ¢ [IpumeHsTh C
Genobapbuman, penumour - CaKBUHABUPOM/PUTOHABHPOM  OCTOPOKHOCTHIO.
HE M3Yy4aJIoCh.
PexkoMeHyeTcss MOHUTOPHUHT
KapbawmasenuH, KOHIICHTPAILlMU CAKBHHABUPA
¢denobapoburan, GeHUTOHH - B TUIa3M€ KPOBHU.

VHTYKTOPBI
MHUKPOCOMAJIbHBIX
(bepMEeHTOB TICUeHH
(n3opepmenta CYP3A4)
MOTYT CHHIKATh
KOHI[CHTPAIUIO CAKBHHABHPA
B IUIa3Me TPU HEYCHIICHHOM
peKUME JO3UPOBAHUS.

Anmuodenpeccanmul
Tpuyuknuyeckue CakBHHaBUP/pPUTOHABUP CoBMecTHOE IPUMEHEHUE C
anmuoenpeccanmol MOTYT YBEJIMYNBATh CaKBMHABHPOM H
(amumpunmunuH, KOHIEHTPALUIO PUTOHABUPOM
UMURDAMUH, KTIOMUNPAMUH) — TPULUKIMYECKUX IIPOTUBONOKA3aHO B CBA3M C
AQHTH/IETIPECCAHTOB. BO3MO>KHBIM Pa3BUTHEM
PKU3HEYTPOKAOIINX
ApUTMUI.
Manpomunun MeTtaboa13M MarpoTHIINHA CoBMeCTHOE TPUMEHEHHUE C
OCYIIIECTBIISIETCS C CaKBMHABHPOM U
BOBJICYEHUEM U30()EPMEHTOB  PUTOHABHPOM
CYP2D6 u CYPIA2. IIPOTUBOIIOKA3aHO B CBA3H C
Acconuupyercs ¢ BO3MO>KHBIM Pa3BUTHEM
yanuHeHueMm uHtepBana QTc.  PKU3HEYTpOKaIOLIUX
apUTMUI.
Hega3zooon OnHOBpEMEHHBIN ITPUEM [IpuMeHeHue NaHHON
(caxBHHABUP/PUTOHABUD) He(da3omoHa U CakKBUHABUpPA B KOMOWHAIIUU HE
KOMOWHAIIMM C pUTOHABUPOM  [PEKOMEHIYETCS B CBSI3U C
HE U3y4acs. BO3MOKHBIM Pa3BUTHEM
APUTMUHU.
Hedazonon uarubupyer
uzopepmenT CYP3A4 u Pexomenyercss MOHUTOPUHT
MOJKET YBEJINUUBATh MPOSIBIEHUN TOKCUYHOCTH

KOHLICHTPAIIUO CaKBHUHABUPA. CaKBUHaBUpPaA.
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Tpazooon
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HOBA TENBHOC T5 0003]

OnHOBpEeMEHHBIM IIPUEM
Tpa3ol0Ha U CAKBUHABHUPA B
KOMOMHAIMK ¢ PUTOHABUPOM
MOJKET IIPUBOJUTH K
YBEIIMYEHUIO KOHLICHTPALUN
Tpa30Jl0Ha B IJIa3M€ KPOBH.

P OAHOBPEMEHHOM
NPUMEHEHHUHU TPa30/10Ha U
pUTOHaBHpa HAOIIOJAINCH
Takue HexelaTelbHble
[peaKuy Kak TOIIHOTA,
TOJIOBOKPY KEHUE,
apTepuaibHas TUIIOTEH3US U
0OMOpOK.

Tpa300H NPOTUBONIOKA3aH
[UI IPUMEHEHHUS C
CaKBMHAaBHPOM B
KOMOMHAIMK ¢ pPUTOHABUPOM
B CBSI3M C BO3MOXKHBIM
pa3sBUTHEM
PKU3HEYTPOKAIOLIUX
APUTMHIA.

Ilpomueonooazpuueckue cpeocmea

Koaxuyun

CoBMeCTHOE TPUMEHEHHE
KOJIXMIIMHA U CAaKBUHABUP/
PUTOHABHP MOXKET BHI3BAThH
MOBBIIIIEHUE KOHIIEHTPALUU
KOJIXHIIMHA B IJIa3Me KPOBH
BCJIEJICTBHE UHTMOMPOBAHUS
P-riukonpoTenHa u/mim
nzopepmenta CYP3A4 3a
CYeT UHIMOUTOPOB MPOTEA3BI
BUY.

CoBMecCTHOE IPUMEHEHUE
KOJIXMIIMHA ¥ CAKBUHABUPA B
KOMOWHAIMH C PUTOHABUPOM
HE PEKOMEHIYEeTCsI B CBA3H C
BO3MOYKHBIM YBEITHYCHHEM
TOKCUYHOCTH KOJIXUIMHA
(HelipoMblILIEYHbIE
HapyIeHHs], B YaCTHOCTH
pab10Mu0IN3), 0COOCHHO Y
NalMEeHTOB C HApYLIEHUEM
(YHKINY TIEYSHH U TIOYEK.

Ipomugomuxpoonvie cpedcmea

Knapumpomuyun
(cakBMHaBUP/PUTOHABUD)

B3anmopeiicTere MexIy
CaKBUHABHPOM B
KOMOWHAIIMK C PUTOHABUPOM
1 KJIApUTPOMULIMHOM HE
M3y4aJioch.

KnapuTpoMHIIuH SIBIISIETCS
cybcTpaTtom n3ohepmeHTa
CYP3A4, ero npumeHeHune
ACCOLIMHMPYETCS C
yauHeHnem uHTepBaiia QT.

CoBMecCTHOE IPUMEHEHHE C
CaKBUHABUPOM U
PUTOHABHPOM
MPOTHBOIIOKA3aHO B CBS3H C
BO3MOKHBIM Pa3BUTHEM
PKU3HEYTPOKAIOIINX
apUTMUI.

Knapumpomuyun

500 mr 2 pasa B AeHb
(HEYCHIJICHHBIN pexuM,
cakBuHaBup 1200 mr 3 paza
B JICHb )

AUC caksunasupa T 177%
Cmax cakBuHaBupa?l 187%
AUC xmaputpomMuiHa 1
40%

Cmax kimapurpomuninaa T 40%

CoBMecCTHOE IPUMEHEHHE C
CaKBUHABUPOM U
PUTOHABHPOM
MPOTHBOIIOKA3aHO B CBSA3H C
BO3MOYKHBIM Pa3BUTHEM
PKU3HEYTPOKAIOIINX
ApUTMHI.

Opumpomuyun
(cakBUHABUP/PUTOHABUD)

B3anmonaeincTeue Mexay
CaKBUHABHUPOM B
KOMOHMHAIIMH C PUTOHABUPOM
Y SPUTPOMULIUHOM HE

Bo3MoxHO pazBuTHe
aaIUTUBHOTO 3 deKTa B
OTHOLLIEHUHU yJIMHEHUS
uatepBaioB QT u/umm PR
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M3y4aoch.

DPUTPOMUIIIH SIBIISIETCS
cybcTtpaTom nzodepMeHTa
CYP3A4, ero npumeHeHne
ACCOLIMUPYETCS C
yauHeHrem uHTepBaiia QT.

PAIIPUMCHEHIN C
CaKBHHABHPOM B
KOMOHHAIINH C
PUTOHABHPOM.

OnHOBpEMEHHOE
NpUMEHEHHUE C
CaKBUHAaBHPOM B
KOMOWHAIMK C pPUTOHABUPOM
IPOTUBOIIOKA3aHO B CBSA3H C
BO3MOKHBIM Pa3BUTHEM
PKU3HEYTPOKAIOIINX
ApUTMUI.

Dpumpomuyun

250 mr 4 pa3a B ieHb
(HEYCHIJIEHHBIH pexXuM,
cakBuHaBup 1200 mr 3 paza
B JICHB)

AUC cakBunasupa 1 99%
Cmax cakBuHaBupal 106%

OnHOBpEMEHHOE
MPUMEHEHHUE C
CaKBHHABHPOM B
KOMOWHAIIMKA C PUTOHABUPOM
MPOTHBOITIOKA3aHO B CBSI3H C
BO3MOYXHBIM Pa3BUTHEM
PKU3HEYTPOKAIOLIUX
ApUTMUI.

Dy3udosas kucioma

B3anmoneiicTeue Mexay
CaKBMHAaBHPOM U (hy3u10BOM
KUCJIOTOM HE U3y4aloCh.

OnHOBpEMEHHOE
PUMEHEHHE ITUX
[IpernapaToB MOXKET BbI3BATh
YBEJIMUEHUE MJIa3MEHHOI
KOHLEHTpaluuu Qy3ua0Boil
KHCIIOTHI U
CaKBMHABHMpa/pUTOHABUPA.

OnHOBpEMEHHOE
ucrnoinb3oBanue Gy3ua0Boi
KHCJIOTEL U
CaKBMHABHpa/pUTOHABUpPA HE
[PEKOMEHTyeTCs U3-3a
BO3MOXKHOT'O YBEJTUYCHHUS
TOKCUYHOCTH 000MX
MpenaparoB.

HE M3Y4aoch.

Cmpenmozpamurbvl OnHOBpEMEHHOE [Mpu onHOBpEMEHHOM
(xunynpucmun/ NPUMEHEHHE C CAKBUHABUPOM  IPUMEHEHHH ITUX
oangonpucmun) PUTOHABHPOM HE U3YYaJIOCh.  [IPENapaToB PEKOMEHAYETCs
KOHTPOJIMPOBATh COCTOSIHUE
CrtpenTorpaMuHsbl (Takue Kak  [aIMeHTa C IeJIbI0
XUHYTPUCTUH/ BBISIBIICHUS MOKCUYHOCTU
nan@onpucTUH) UHTUOUPYIOT — (CAaKBUHAaBUPA.
uzopepment CYP3A4, moryt
YBEJIMYMBATh KOHIEHTpauio  ClieayeT MPUMEHSTh C
CaKBMHaBHpA B IJIa3Me OCTOPOKHOCTBIO M3-3a
KPOBH. BO3MOYKHOTO Pa3BUTHUS
apUTMHI.
[lanoghanmpun, OnHOBpEMEHHOE OnHOBpeMEHHOE
neHmamuouH, IIPUMEHEHHUE C NpUMEHEHHE C
cnapgnoxcayun CaKBUHABUPOM/PUTOHABUPOM  (CAKBUHABUPOM B

KOM6I/IHaI_[I/II/I C PUTOHaBUPOM
MPOTHUBOIIOKA3aHO B CBA3HU C
BO3MOXHBIM Pa3BUTHUEM
PKU3HCYT'POXKAOMIUX
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Ipomueozpubkoswvie cpedocmea

Kemoxonason
200 Mr B CyTKH
(caxBHHABUP/PUTOHABHUD

AUC cakBuHaBupa «>
Cmax CakBHHaBUPA <>
AUC putoHnaBupa <>

[Ipu npumeHeHUn
KETOKOHa301a B J103¢ <200
MT" KOPPEKITUHU 03Bl

1000/100 mr 2 pa3a B ieHb)  (Cmax pPUTOHABUPA <> CaKkBHHAaBHPa/PUTOHABHUPA HE
AUC ketokonazona 1 168% TpeOyeTcs.
(90% JU: 146-193)
Cmax keTokoHazona T 45% He pexomenyercs
(90% JAU: 32-59) Ha3HAYe€HHE KETOKOHA30J1a B
mo3ax 0osee 200 MT B I€HB.
HUmpaxonazon B3aumoneiicTBre Mex Iy Pexomenayercs

CaKBUHABHPOM /PUTOHABHPOM
U UTPAKOHA30JI0M HE
M3y4anoch.

HTpakoHa307 sIBIsieTCs
OTHOCHUTEIIEHO MOIITHBIM
WHTUOMTOPOM H30(epMEHTa
CYP3AA4, B cBs13u ¢ ueM
BO3MO>KHO TIOTEHIIUAIBHOE
B3aUMOJICICTBHE.

KOHTPOJUPOBATH COCTOSAHUC
MmalueHTa C LCJIbIO
BBIABICHUSA MOKCUYHOCMU
CaKBHHaBHpa.

CDJZyKOHCZS‘OJZ, MUKOHA301

CrieninaibHbIE UCCIIEIOBAHMS
MaHHOI KOMOUHAIIUU
MperapaToB HE IPOBOAMIUCE.

@DI1yKOHA30JI 1 MUKOHA30J1
SIBJISIIOTCSI IHTMOUTOPaMHU
nzodepmenta CYP3A4 u
MOTYT YBEJIMYNBATH
MIa3MCHHBIC KOHICHTPAUN
CaKBMHABHpaA.

Pexomennyercs
KOHTPOJIMPOBATh COCTOSIHHE
MAlUEHTa C LEIbI0
BBISIBIICHUSI MOKCUYHOCMU
CaKBUHABHpA.

AnmumuKkodaxmepuaivhvlie npenapamol

Pugpabymun

150 mr oguH pa3 B 3 nHA
(cakBUHABUP/PUTOHABUD
1000/100 mr 2 paza B JicHb)
Y 3I0POBBIX T0OPOBOJIBIIEB

AUCo.12 cakBuHaBupa | 13%
(90% A: |31 -19)

Cmax cakBuHaBupa | 15%
(90% AW: |32 - 17)

AUC 012 puToHaBHpa«>
(90% AN: |10 - 19)

Cmax pUTOHABHUpA <>

(90% AM: |8 -17)
IAKTHBHOE BEIIECTBO
pudalytuna (pudaldyTun +
25-0-0ezayemun-
pughabymun):

AUCo.72 1 134%

(90% JU: 109-162)

Cmax T 130%

(90% JIU: 98-167)

AUCo.72 pudadytuna 1 53%
(90% 1U: 36-73)

Cmax pudadytuna T 86%

PexomeHnnoBanHas n03a
pudadbyTuHa npu
MPUMEHEHUH B KOMOMHALIUU
C CAKBUHAaBUPOM U
[PUTOHABUPOM COCTABJISIET
150 Mr uepe3 neHb.

Pexomennyercs
MOHHMTOPUPOBAHHE
AKTUBHOCTH «II€YEHOUYHBIX)
(dbepMeHTOB, a Tak)Ke uyncia
HeiTpoduos (st
BBISIBJICHHSI HEUTPOIIEHUH ) B
KpOBH.

Hudpopmanus no
COBMECTHOMY MTPHMEHEHHIO
CaKBHHaBHUPA, pUTOHABUPA U
pudabyTuHa OrpaHuYeHa.
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(90% JIN: 57-119) (OCHEQOBATEREHOCTE 0003)
Puchamnuyun UYepes 1-5 nueili nocne [Mpumenenue pudamnumrHa
600 Mr e>xeTHEBHO COBMECTHOT'O IPUMEHEHHUS Y MPOTUBOMOKA3aHO
(cakBUHABUP/PUTOHABUD 11 u3 17 310poBBIX MaleEHTaM, IPUHUMAOIIUM
1000/100 mr 2 pa3za B ieb)  jHoOpoBouiblieB (65%) B x01€ CaKBMHABHP B KOMOMHAIIMHU C
KJIIMHUYECKOT'0 UCCIICJIOBAaHUSI ~ PUTOHABUPOM B paMKax
OTMEYaach TsKeas AHTHPETPOBUPYCHOM
renaToLesuIIoJspHast Tepanuu, BCIEACTBUE
TOKCUYHOCTb C MOBBIIIEHUEM  [BOZMOKHOCTH Pa3BUTHS
«TIEUYEHOYHBIX)» TPAHCAMHHA3  TSDHKEIOM
6onee yem B 20 pa3 1o renaToLEeIUTIOIIPHON
CpPaBHEHUIO C BEpXHEH TOKCHUYHOCTH.
IPaHULIEN HOPMBI.
benzoouazenunut
Muoazonam Jlannbie o onHoBpeMeHHOMY  CrieyeT coOro1aTh
(mapeHTepaIbHO) MpUeMy CaKBUHABHPA B OCTOPOXKHOCTH MIPH
KOMOHWHAIIMH C PUTOHABUPOM  (OJTHOBPEMEHHOM
Y BHYyTPUBEHHOMY BBEJCHUIO  MPUMEHEHUU CAaKBUHABHpPA U
MU/1a3071aMa OTCYTCTBYIOT. BHYTPHUBEHHOM BBEIICHUH
MUa3071amMa.
Ha ocHOBaHuM JaHHBIX
KCCIIEIOBAaHUH O OnHOBpEMEHHOE
COBMECTHOMY MPUMEHEHHIO MPUMCHEHHE CAKBHHABHPA U
MOJIYJIATOPOB U30(hepMeHTa BHYTPUBEHHOE BBEICHUE
CYP3A4 u munazonama rpu MH1a30J1amMa CIEAYET
BHYTPUBEHHOM ITyTH MPOBOAMTH B MajaTax
BBEJICHUST MOYKHO WHTCHCUBHOW TEPAITUH WM B
MPEINOJIOKUTH BOZMOKHOE OTJIEJICHUSIX C
YBETTUYCHHUE TUIa3MEHHBIX BO3MOKHOCTBIO
KOHIIEHTpAIlMi MI/Ia30JlaMa B CBOEBPEMEHHOTO
3-4 paza. MPOBEJICHUS KJIMHHYECKOTO
MOHHUTOPHHTA U aJIEKBATHOTO
MEeYeHHs B CITy4ae yrHETeHUS
TBIXaHUS W/UIN ATUTENbHON
Ce/IallNu.
HeobxoaumMa kKoppekus
103bI, OCOOEHHO B CITy4asx
HEOJHOKPATHOTO BBEJCHUS
MUa3071amMa.
Muoaszonam AUC munazonama 1 [TepopanbHblil pueM
OnnokpaTHas g03a 7.5 Mr B 12.4 pa3za MHJ1a30j1aMa B KOMOWHAIIUH
MepopasbHO Cmax Mu1a307aMa 1 C CaKBUHAaBUPOM
(caxBHHABUP/PUTOHABHUD B 4.3 pa3za PUTOHABUPOM
1000/100 mr 2 pa3za B ienp)  t'2 Muga3onama | [MPOTUBOIIOKA3aH BCIIEACTBHE
c 4.7 no 14.9 yacos BO3MOYHOTO Pa3BUTHS
T TETHHON CeTalINU.
Annpazonam, ouxkanus [Tpu ogHOBpEMEHHOM HeobxonuMo TiaTensHo
K10paszenam, ouazenam u MPUMEHEHUH C MOHHTOPHPOBATH IMAIIHEHTOB
@rypazenam CaKBHHABHPOM /PUTOHABHPOM  HA MPEAMET YCUIICHUS
BO3MO>KHO YBEJIMYECHHE celaTUBHOrO 3 dekra
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OBETEN
H30J11a3¢C

KOHLIEHTpaLuX
OEH30IMa3EINHOB.

[Tpu HEOOXOAMMOCTH
CIIeIyeT YMCHBIIUTD 03y
OEH30/11a3EIINHOB.

Tpuazonam

B03MOXXHO yBENMYEHHE
KOHIIEHTPaLlu1 TpHa3oiaMa B
I1a3Me KpOBU.

OnHOBpEMEHHOE
NpUMEHEHHE C
CaKBUHAaBUPOM B
KOMOMHAIINH C PUTOHABUPOM
MPOTHBOIIOKA3aHO B CBS3H C
PHCKOM pa3BUTHS Ooitee
MPOIOIDKUTEIBHOM/
YpEe3MEpPHOH cefau u
YTHCTCHUS AbIXaHUA.

BJlOKamopbl «MEOICHHBIX) Kajlbyueesovlx Kanailoe

Denoounun, Hupeounun,
HUKApOUNuH, OUImuazem,
HUMOOUNUH, 6ePanamull,

aAMIOOUNUH, HUZ0NOUNUH,
ucpaounum

[Tpu ogHOBpEMEHHOM
MPUMEHEHUH C
CaKBHMHABHPOM BO3MOYKHO
YBETTUYCHUE KOHIIEHTpAIIU
ATUX MPErapaToB.

JlaHHbIe penapaThl ClieayeT
MPUMEHSTH C
OCTOPOYKHOCTBIO,
pEeKOMeHyeTcs
KIIMHUYECKOE
MOHHUTOPUPOBAHUE
COCTOSIHUS IIALIMEHTOB.

I'nrokokopmukocmepouosl

/[excamema3zon B3aumMopeiicTBue Mexay [Ipenapar cnenyer
CaKBUHABHPOM/PUTOHABHPOM  [IPUMEHSTH C
U IEKCaMETa30HOM HE OCTOPOXHOCTBIO.
M3y4ajochk.

Db dexTuBHOCTD

JlexcameTa3oH sBIsETCA CaKBMHABHPa MOXKET ObITh
WHYKTOPOM H30(epMeHTa CHI)KEHA IIPU
CYP3A4 u moxer OJTHOBPEMEHHOM
YMEHBIIATh KOHIIEHTPALUU IIPUMEHEHHUU.
CaKBMHAaBHpA.

Dnymuxazon @DiryTKa3oH T OnHOBpeMEHHOE

50 MKT 4 paza B JICHB,
MHTpPaHa3JIbHO (PUTOHABUP
100 mr 2 pa3a B 1€Hb)
Byoeconuo

CoOCTBEHHBIN KOPTU30I |
86%
(90% JIU: 82-89)

Ycunenue a¢pdexra
0’KUIaeTCsl IPU
WHTISIIIAOHHOM ITyTH
BBEJICHUS.

CucreMHas SKCIO3UIHS
¢dyTHKa3oHa 1 OyJecoHu1a
Ha0JIr01a1ach B CiIydae
WHTAJISIIUOHHOTO WIIN
WHTpPaHA3ILHOTO Ty TH
BBEJICHUS OJTHOTO U3
NpernapaToB ¢ HU3KUMHU
103aMU PUTOHABUPA.
Ornucanpl HECKOJIBKO CITy4aeB

MpUMEHEHNE CaKBUHaBHpa/
pUTOHaBHpa U (IyTHKA30HA
(unu 1pyrux
[JIFOKOKOPTUKOCTEPOHUIOB)
HE PEKOMEHIYETCH.

OnHOBpEMEHHOE
NPUMEHEHHE JaHHBIX
MpernapaToB BO3MOKHO
TOJIBKO B CIIy4ae, eCiu
MOTEHIATbHAS TTOJTh3a
Tepanuy MPeBOCXOAUT PUCK
PasBUTHUA CUCTEMHBIX

b exToB
TITFOKOKOPTUKOCTEPOHUIOB.

Crnenyetr yMEHBIIUTD 03y
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KOKODTI/IKOCTGDOI/IHOB a

[pU OAHOBPEMEHHOM
MPUMEHEHHUN YTHX
[IIIOKOKOPTUKOCTEPOUIOB.

[Tpu HeoOXxoMMOCTH
KOMOMHHPOBAaHHOW TEpaNuu
clleflyeT paccMaTpUBaTh
BO3MOYKHOCTH ITEpPEBOA
NalMEeHTOB Ha MHT AU
OeksoMeTa3oHa.

TaKXKe TIIATEIbHO
MOHHTOPHPOBATh MECTHBIC U
cucteMHbIe 3P HEeKTHI (B TOM
4KCIIe U IPU TIepexo/ie Ha
Teparuio
TITFOKOKOPTUKOCTEPOUTAMH,
HE SIBIITIOLIUXCS CyOCTPaToOM
nzopepmenta CYP3A4
(Hanmpumep, OEKIIOMETAa30H)).

B ciyuae npexpaiieHust
Tepanuu
[IIFOKOKOPTUKOCTEPOU JaMU
HEOOXOIMMO ITOCTEIIEHHOE
YMEHBIIICHHE 0351 B
TEUEHHE JUIUTEIHHOTO
BpEMEHHU.

HecenexmueHnble aHmMA2OHUCHIbL 3H00meﬂunoeblxpeuenmopoe

bozenman B3anmoneiicTere MexIy
CaKBUHABHPOM M O03CHTAaHOM
HE U3Yy4aiocCh.

IIpu 0THOBpEMEHHOM
IIPUMEHEHUN CaKBUHABHpA B
KOMOMHAIUK C PUTOHABUPOM
1 003€HTaHa BO3MOXKHO
YBEJIMYEHUE KOHLEHTPALIMU
003eHTaHa U yMEHbILICHHUE
KOHIICHTPALlUH
CaKBHHaBUPA/PUTOHABHPA B
rasMe.

B HEKOTOpBIX ciydasx
MOJET OTpedoBaThCs
KOPPEKIHs 10361 003€HTaHa.

B ciryqae ofHOBpEMEHHOTO
NpUMEHEHHS CaKBHHABHpa/
pUTOHaBHpa U OO3EHTaHA
HE00X0 MO
KOHTPOJHPOBATH
NEePEeHOCUMOCTbD MAIIHEHTOM
003eHTaHa.

Pexomennyercs
KOHTPOJIUPOBATh
KOHIICHTPALUIO CAKBUHABUPA
U COIYyTCTBYIOILEH
IIPOTUBOBUPYCHOM TEparu
B IIJIa3M€ KPOBH.

ANKanoudvl CNOPLIHLU U UX NPOU3BOOHDLE

Hueuopospzomamu, IIpu o1HOBpEMEHHOM
OP2OHOBUH, IP2OMAMUH, IIPUMEHEHUN
MemuaIp2o0HOBUH CaKBUHABUPOM/PUTOHABUPOM

BO3MOYHO YBEIUYEHUE
DKCIO3ULINH ANKAJIIOUJ0B
CIIOPBIHBU.

OnHOBpEMEHHOE
MPUMEHEHUE YTHX
MpernapaToB ¢ CAKBUHABUPOM
B KOMOWHAITNH C
PUTOHABUPOM
MPOTUBOIIOKA3aHO,
BCIIEJICTBUE BO3MOXXHOCTH
[Pa3BUTHUS OCTPOI
TOKCUYHOCTH.

IIpenapamui, agnaruwueca cyocmpamamu P-2nuxonpomeuna
Cepoeunvie 21uKo3uobl

/[ueoxcun UCo.72 nurokcuna 1 49%
OnnokpatHas jo3a 0,5 mr Crax qurokcuHatl 27%

AHHBIC ITpCIapaThl
CKOMCHAYETCA MPUMCHATE C

31

ETY




ey

ot 07.08.2023 N= 15126

g e ey

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

MocIie ABYX HEJeNb MpueMa
CaKkBUHaBHpa B
KOMOMHAIIHH C
putonasupom (1000/100 mr
2 pazaB JieHb) y 16
3JI0pOBBIX JOOPOBOJIBLIEB B
MEePEKPECTHOM
MCCIeIOBaHUHI

(MOCHE00BATENBHOCT

= R

Bo3MoyxHO n3MeHeHne
KOHHCHTpaLII/II/I JOUTOKCHUHA CO
BpEMEHEM.

CyIecTBeHHOE TIOBBILICHUE
KOHIICHTPALUH TUTOKCHHA
BO3MOXKHO IIPU
0JIHOBPEMEHHOM
NpUMEHEHHH
CaKkBHHABHPA/PUTOHABUPA Y
NalMEeHTOB, ykKe
MOJTYYarOIIUX TEPATTHIO
TTUTOKCUHOM.

TOPOKHOCTRIO.

Heo06xoa1Mo yMEHbIIUTD
103y IUTOKCUHA U
NPOBOINTH
MOHHTOPHUPOBAHHE €T
KOHILICHTpALUi B IIJIa3Me.

baokamoper H2-2ucmamunosvlx peyenmopos

Panumuoun

B3anmoneincTeue Mexay
CaKBUHABHPOM B
KOMOWHAIIUK C PUTOHABUPOM
Y PAaHUTHIMHOM HE
M3y4anoch.

IIpy 0THOBpEMEHHOM IIpUEME
CaKkBHMHaBHpA (HEYCUIICHHBIN
PEKUM), paHUTHINHA U TTUIIN
YBEJIMYMBAJIACh HKCIIO3ULIUS
caxBuHaBupa (AUC Ha 67%)
110 CPaBHEHUIO C IPUEMOM
TOJILKO Iperapara
WNHuTtepdact u numm.

I[aHHBIe NU3MCHCHHA HC
MBIAOTCA KIMHHYCCKH
3Ha4YUMBbIMMU.

Koppekunu 10361 HE
TpeOyeTcs.

Huzuoumopwvr I'MTI'-KoA-pedykmas3ol

Cumeacmamun,
nosacmamun

CumBactaTuH 11
JloBactaTun 11

OnHOBpEMEHHOE
MPUMCHCHUEC MOKET
MPHUBECTH K pabIOMHUOIH3Y.

[IpumeHeHre cuMBacTaTHHA
M T0BACTaTHHA B
KOMOMHAIINH C
CaKBMHaBUPOM/
PUTOHABUPOM
MPOTHUBOIIOKA3aHO.

I Ipasacmamun u
Gryeacmamun

BzaumopeiicTBie He
M3y4alioCh.

[TpaBacTaTtuH u (pyBacTaTux
HEe MEeTa0O0JIM3UPYIOTCS
nzopepmentom CYP3A4.
B3anMonelicTBus ¢

MexaHu3m B3auMOAEeHCTBUA
HEU3BECTEH.

[Ipy1 HEBO3MOKHOCTH
AIbTEPHATUBHOW Tepanuu
HE00X01MMO HaOII0AATh 32
COCTOSTHUEM ITAlIUEHTA.
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MOCREO0BATENBHOCTE 0003)

;
MHTUOUTOpaMU 1POTEa3bl
BKJIIOYasi PUTOHABUD, HE
0XKHJIAeTCS.

Henpb3s UCKIIFOUYHNTH
B3aMMOJIEHCTBHS, BIUSIOIIETO
Ha TPAHCIIOPT OEJKOB.

Ecnu nmoka3zaHo npuMeHeHue
uHruoutopos I'MI'-KoA-
penyKTa3bl, peKOMEHAYETCS
MCII0JIb30BaTh IIPaBACTaTUH
wiu (pryBacTaTHH.

Amopeacmamun u
yepusacmamu

B mMenbI1el cTerieHd 3aBUCUT
OT aKTUBHOCTH H30(epMeHTa
CYP3A4.

B xoMOuHanuu ux cieayer
MCITOJIb30BaTh B MEHBIIIHNX
103ax, MalMeHTOB
THIATEIHLHO HAOII0JAI0T Ha
MpeIMeT pa3BUTHS
MHUOMATHH (MBIIIICUHAS
€1a00CTh, 0OJIb B MBIIIIIAX,
YBEIMYCHUE aKTUBHOCTH
K®K).

Hmmynooenpeccanmot

L{uxnocnopun, cupoaumyc
(panamuyun)

Bo3moxnHo MHOTI'OKpPAaTHOC
YBCIIMYCHUEC KOHLICHTPALUN
HMMMYHOICTIPCCCAHTOB.

PexomenyeTcst MOHUTOPUHT
TepaneBTUYECKUX
KOHIIEHTpaILlUi TaHHBIX
MMMYHOJCTIPECCAHTOB MPHU
OJHOBPEMEHHOM IIpUEME.

Taxponumyc

OnHOBpEMEHHOE
MPUMEHEHHUE C
CaKBUHABUPOM B
KOMOWHAIIUKA C PUTOHABUPOM
MPOTUBOIIOKA3aHO B CBSI3U C
BO3MO>KHBIM Pa3BUTHEM
PKU3HEYTPOKAIOIINX
ApUTMUI.

Cenexkmuenvle Oema2-adpeHoMUMEMUKU RPOOONIHCUMENbHO20

oelicmeus

Canmemepon

IIpu 0THOBpEMEHHOM
IPUMEHEHNHN CaJIMETEpOIa U
CaKBMHABHpa/pUTOHABHpPA
BO3MO>KHO YBEJIMYEHHE
KOHIIEHTPALMU CAJIMETEPOIIA
B ILIa3Me.

OnHOBpEMEHHOE
MpPUMEHEHUE He
PEKOMEHTyeTC s U3-3a
MOBBIIIICHUA pI/ICKa paSBI/ITI/Iﬂ
CEPJIEYHO-COCYAUCTHIX
OCJIOKHEHUM, B YaCTHOCTH
yanuHenus uarepsaia QT,
cepaleOueHus, CHHyCOBOM
TaxXUKapInu.

Hapxomuuecxue aHa’ibcemukKu

Memaoon

60-120 mr exemHeBHO |
pa3 B IeHb
(cakBUHABUP/PUTOHABUD
1000/100 mr 2 pa3a B JeHb)
y 12 BUY-HeratuBHbIX
MalKEeHTOB, MOTYYaIOIINX
METaI0H

AUC metagona | 19%
(90% J1: 9-29)

CHMIITOMOB, TTPUBOISATINX K
BBHIOBIBAHHIO U3

WCCJICJIOBAHMS, HA y KOTO U3
MMaIEeHTOB He HA0II04a10Ch.

Bo3moxHoO pa3zBuTne

a7 TMTUBHOTO 3(pekTa Ha
yanuHeHue uHrepBasioB QT
u/umu PR.

OIIHOBpEMEHHOE
MPUMEHEHHUE C
CaKBMHAaBUPOM B
KOMOHMHAIINH C PUTOHABUPOM
MPOTUBOIIOKA3aHO B CBS3H C
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QOBATERBHOC TE 0003]

HOC Th O
3MOKHBIM pa3BUTHEM
PKU3HEYTPOKAIOIIUX
ApUTMUI.

Hepopaﬂbuble Konmpauenmuebl

OmMuHUIICMpaouon

Bo3morxHO cHIKEHHE
KOHLEHTPALUHU
STHUHUIIBCTPAANONA.

Crnenyer ucnoJib30BaTh
pyTue uin
ITOTIOJTHUTEIJIFHBIE METOIbI
KOHTpaLENIUU PU
OJHOBPEMEHHOM
MPUMEHEHUHU C ICTPOreH-
coaepKaluMu
KOHTpAaIEITUBAMH.

Huzuoumoput ghocghoouscmepaszol 5-20 muna (HDJ[3-5)

NpUMEHEHHE C
CaKBUHABUPOM/ PUTOHABUPOM
HE M3Yy4aJoCh.

[Ipy 0THOBpEMEHHOM ITpUEME
BO3MO>KHO YBEJINYECHHE
KOHIICHTpaluii BapJaeHadua.

Cunoenaghun OHOBpEMEHHOE CoBMecTHOE TPUMEHEHHUE C
NPUMEHEHHUE C CaKBUHABUPOM U
CaKBUHABHPOM/ PUTOHABHPOM  PUTOHABHPOM
HE M3Y4aJIoCh. MPOTHBOIIOKA3aHO B CBSI3H C

BO3MOYKHBIM Pa3BUTHEM

OnHOBpEeMEHHOE PKU3HEYTPOKAIOIINX
NpUMEHEHHE CaKBUHABHpA APUTMHIA.
(1200 mr 3 pa3a B ieHb) U
crenaduia (0 JHOKpATHBIH
npuem 100 mr),
SIBIISTFOILIETOCS] CyOCTpaToM
uzopepmenta CYP3A4,
MPUBEJIO K YBETHMUCHHIO:
Cmax cunnenadunat140%
AUC cunpenaduna T 210%
CakBUHaBUD «>
Cunenadu He OKa3bIBaI
BJIMSIHUS HA
(hapMaKOKHMHETHYECKUE
napaMeTpbl CaKBUHABHPA.

Taoanaghun OnHOBpEMEHHOE CoBMeECTHOE IPUMEHEHHE C
NpUMEHEHHE C CaKBUHABUPOM U
CaKBHUHABHPOM/ pUTOHABUPOM  [PUTOHABUPOM
HE M3Yy4aJIoCh. MPOTHBOINIOKA3aHO B CBS3H C

BO3MOYKHBIM Pa3BUTHEM

[Tpy OTHOBPEMEHHOM TIPUEME  DKH3HEYTPOKAFOIINX
BO3MOYKHO yBEJIHUEHHE ApPUTMUH.
KOHIIEHTpalui Tajasaduia.

Bapoenagun OnHOBpEMEHHOE CoBMeECTHOE IPUMEHEHHE C

CAaKBUHABHPOM U
PUTOHABUPOM
IIPOTUBOIIOKA3aHO B CBSA3M C
BO3MOKHBIM Pa3BUTHEM
PKA3HEYTPOKAFOIINX
apUTMUI.

Huzubumoput npomonnozo nacoca

Omenpa3zon

%UC cakBuHaBupa T 82%

’r[pl/IMeHeHI/Ie CaKBWHaBHUpa B
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(90% JIU: 44-131) N R T O TR AGIAT

40 MT eXeTHEBHO

(caxBHHABUP/PUTOHABUD
1000/100 mr y 8 310pOBBIX
nOoOPOBOJIBIIEB 2 pa3a B
NICHB)

/pyaue uneubumopol
NPOMOHHO20 HACOCA

Cmax cakBuHaBupa 1 75%
(90% JU: 38-123)
PutonaBup <

JlanHble 00 OJTHOBPEMEHHOM
IIPUMEHEHUN CaKBUHABHpA B
KOMOUHAIMK C pUTOHABUPOM
U IpyTUMUA UTHTUOUTOpaAMH
IIPOTOHHOI'O Hacoca
OTCYTCTBYIOT.

OJHOBPEMEHHO C
OMENPA30JIOM WU IPYTUMHU
MHTUOUTOPaMU IPOTOHHOTO
HACcOCa HE PEKOMEHYETC.

/Ipyzue 63aumooeiicmeusn

[ petingppymoswiii cox
(cakBHHABUP/pPUTOHABUD)

B3anmonelicTBue He
M3y4anochk.

[ petinghpymoswiii cox
(OTHOKpATHBIN MPUEM )
(HEeYCUJIEHHBIN PEXKUM

CaxsunaBup 1T 50% (cok
CTaHJIAPTHOW KOHIICHTPAIUH )
Caxsunasup T 100% (cox

'YBeauueHue OKCIIO3MIINHN HE
MBJIICTCA KIIMHHUYCCKHU
BHAYHMMbIM.

npenapamvl U OUOIOSUYECKU
axkmusHwvle 0obasku (PA/),
codeparcawue IKCMpaxKm
uecHoKa

CaKBUHABHPOM/PUTOHABHPOM
HE U3Yy4asocCh.

[Tpu HEyCHIIEHHOM peXKHUME:
AUC cakBunasupal 51%
Cthrough | 49% (8 1 mocmne
IPUHSTHS 103bl)

Cmax cakBuHaBupa | 54%

CaKBMHABHPA) TBOITHOM KOHIICHTPAIIH )
Koppekunn 103s1
CaKkBHHAaBHpa He TpedyeTcsl.
Vlexapcmeennvie B3aumoneiictBue ¢ JlekapCTBEHHBIE MpenapaThl

u BAJl, conepxariue
PKCTPaKT Y€CHOKA, HE
ClIenyeT IPUMEHATE Y
MAIMEHTOB, TPUHUMAIOIIIUX
CaKBHMHAaBUP, TaK KaK 3TO
MOJKET MPUBECTHU K
YMCHBIICHNUIO KOHICHTPAIUH
CaKBHHAaBHpA B IUIa3Me,
MoTepe BUPYCOJIOTUYECKOTO
OTBETA U TOSIBJICHUIO
PE3UCTCHTHOCTHU K OTHOMY
13 KOMIIOHEHTOB

(Hypericum perforatum)

IIpumeHeHue
¢uTonpenapaTos,
coJiepKalix 3BepoOoit
ITPOIBIPSIBIICHHBIN
(Hypericum perforatum),
MOJKET MPUBECTHU K
CHM)KEHHIO KOHLIEHTPALIUU B
r1a3Me KpOBU BCJIE/ICTBHE
HaJIN4YMs B HUX HTHTHOUTOPOB
WJIH UHYKTOPOB
uzopepmenta CYP3A4 unu
P-rikonporenHa.

AHTUPETPOBUPYCHOU

Tepanuu.
dumonpenapambi, B3aumozeicTeue ¢ duronpemnaparsl,
cooeparcawyue 36epodoli CaKBUHABUPOM/PUTOHABUPOM  COJIEpKaIlne 3Bepo0oit
NnpOObLIPAGIEHHbLI HE M3y4ajoch. IIPOJBIPSIBIICHHBIN

(Hypericum perforatum), ue
clieqyeT NpUMEHSITh Y
MaUCHTOB, IPUHUMAIOIINX
CaKBUHABUDP, TaK KaK
BO3MOXHO YMCHBIIICHUEC
KOHLICHTpAaIUU Ipcriapara B
rmiIasmMe, ImoTeps
BUPYCOJOTUYCCKOI'O OTBETA
1 ITIOSABJICHUC
PE3UCTCHTHOCTHU K OTHOMY
M3 KOMIIOHCHTOB
AHTUPETPOBUPYCHOU
Tepanuu.
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OBATERBROCTE 0003)

WNunymupyrommii 3 dext
npernapaToB 3Bepo0ost
MPOJBIPSBICHHOIO MOKET
COXpaHATHCSI HE MEHee 2-X

HEACb IIOCJIC UX OTMCHBI.

/Ipyzue 603modcHble 63aumodeiicmeus
IIpenapamot, asnaomueca cyocmpamamu uzogpepmenma CYP3A4

/lancon, ouzonupamuo,
XUHUH, (DeHmaHul,
angenmanun

XOTs CrIelHaIbHBIX
VCCIIEI0BAHUM HE
ITPOBOAMIIOCH,
OJIHOBPEMEHHBIN ITPUEM
CaKBHMHaBHPa/pUTOHABUPA U
IpYrUX Ipenaparos,
SBIISIOIIMXCS CyOcTpaTamMu
nzodpepmenta CYP3A4,
MOJKET IIOBBICUTH
KOHLEHTPALUU B IJIa3M€ ITHX
[IPENnapaToB.

[Tpuem Takux KOMOWHAIIUNA
MPOTUBOIOKA3aH B CBSI3H C
BO3MOJKHBIM Pa3BUTHEM
PKU3HEYTPOKAIOIINX
APUTMHUIA.

Hpenapambt, noseoliiarouiue m

OMOPUKY HCEIYOOUHO-KUUEYHO20 MPaKma

MPUMCEHCHUEC HC U3Yy4aJlOCh.

Memoxnonpamuo Het nanHbix 00 yMEHbIICHUU
IJJa3MEHHOW KOHLICHTPALUH
CaKkBUHaBHpA MPU
OJIHOBPEMEHHOM
PUMEHEHUH IIPenapaTos,
CTUMYJIUPYIOLIUX
POXO0’KJCHHUE UM I10
MUIIEBAPUTEIBHOMY TPAKTY.
Huzanpuo Oxuniaercst yBeJIu4eHue Huzanpuy
SKCIIO3ULIMY [IU3ANpUIa MeTaboIu3upyeTcs
(AUC) u ynnuHeHue MPEUMYIIECTBEHHO
untepBana QTc. nzopepmerntom CYP3A4.
[n3anpu npoTUBOIIOKA3aH
y MalMEHTOB,
NPUHUMAIOIINX CAKBUHABUD
B KOMOMHAIINH C
[PUTOHABUPOM, U3-3a
BO3MO>KHOT'O BOZHUKHOBEHUS
PKU3HEYTPOKAOIINX
apUTMUI.
Hugpemanun OnHOBpEMEHHOE CoBMeECTHOE IPUMEHEHHE C

CaKBUHAaBHPOM U
PUTOHABUPOM
IIPOTUBOIIOKA3aHO B CBSA3M C
BO3MOKHBIM Pa3BUTHEM
PKA3HEYTPOKAFOIINX
apUTMUI.

Anmuncuxomuueckue cpeocm

ea (neiiponrenmuku)

[Tumosuo

'YBeInueHne dKCIIO3UIIUU
IMAMO3W/IA.

[Mumo3un sBisiercs
cyOcTpaTtom u3odepmeHTa
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yanuHeHnnem uatepsaia QT.

ITumMo3u 1 IPOTUBOIIOKA3aH y
MalUEHTOB, IPUHUMAIOLINX
CaKBHHaBUP B KOMOMHALIUU C
PUTOHABUPOM, B CBSI3H C
BO3MOJKHBIM Pa3BUTHEM

PKU3HEYTPOKAIOIINX
APUTMHUIA.

Keemuanun Bo3MOXHO yBennueHHE OnHOBpEMEHHOE
KOHIICHTpAIlMX KBETHAITMHA MIPUMEHEHHUE C
MIPU OJTHOBPEMEHHOM CaKBUHABHPOM
MPUMEHEHUU C MPOTUBOINOKA3aHO
CaKBUHABUPOM/ BCIICZICTBHE PUCKA
[PUTOHABUPOM. YBETTUYEHUS] TOKCUYHOCTH

KBCTHAIIMHA N TAXCCTH
HCXKCJIaTCIIbHBIX peaKHHﬁ.

Knozanum, eanonepudoa, OJIHOBpEMEHHOE OnHOBpEMEHHOE

me30pudasun, penomuasur,  NPUMCHEHHUE CAKBHHABHpPA/ MPUMEHEHHUE C

CepmuHOO, CYIbMONpuo, pPUTOHABUpA C JaHHBIMU CaKBMHAaBHPOM B

muopuoasum, 3unpacuooH, npernapaTamMu He U3y4ajioch. KOMOHWHAIIMH C PUTOHABUPOM

X10pNPOMA3UH MPOTUBOMOKA3aHO B CBS3H C
BO3MOYXHBIM Pa3BUTHEM
PKU3HEYTPOKAIOLITUX
APUTMHIA.

Bazoounamamoput

Bunkamun (011 OnHOBpeMEHHOE

BHYMPUBEHHO20 86€0€eHUsl) MPUMEHEHHUE C

CaKBMHAaBUPOM B
KOM6I/IHaHI/II/I C PUTOHABUPOM
MPOTHUBOIIOKA3aHO B CBA3U C
BO3MOJXHBIM Pa3BUTHEM

PKU3HEYTPOKAIOITUX
apUTMHM.
Anvgpal-adpenodrokamopol
Anghyzozun B03M0XHO TTOBBIIICHHE CoBMecTHOE TTPUMEHEHNE
KOHIIEHTpaluu andy3o3uHa B aindy303MHa U CaKBUHABHPA
MJ1a3Me KPOBH. B KOMOMHAIINH C
PUTOHABUPOM

MPOTUBOIIOKA3aHO B CBSI3U C
BO3MOXHBIM Pa3BUTHUEM
apTepUaIbHON TUITOTEH3UH.

Anmuzucmamunnvie cpedcmea

Tepgenaoun, acmemuzon AUC tepdpenanmna 1 Tepdenanuu

ACCOLIUUPYETCS C MPOTUBOMNOKA3aH MAIIMEHTaM,
yuinHeHneM uHTepBaia QTc.  MPUHUMAIOIIMM CaKBHHABHD
B KOMOMHAIINH C
PUTOHABHPOM, B CBSI3H C
BO3MOXXHBIM Pa3BUTHEM
PKU3HEYTPOKAIOIITUX
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3-3a BBICOKON BEPOSTHOCTH
AHAJIOTUYHOTO
B3aUMOJCHCTBUS,
CaKBHHaBUP B KOMOMHALIUU C
PUTOHABUPOM TaKXKE HE
ClIelyeT Ha3Ha4yaTh BMECTE C

ACTEMHU30JIOM.
Mu3zonacmun OnHOBpeMEHHOE
(CakBHHABUP/PUTOHABHD) MPUMEHEHHUE C

CaKBUHABHPOM B
KOMOHMHAIIMK C PUTOHABUPOM
MPOTUBOIOKA3aHO B CBS3M C
BO3MOXKHBIM Pa3BUTHEM
PKU3HEYTPOKAIOIINX
APUTMHUIA.

Y ciioBHBIE 0003HAUEHUS: | - yMEHBIICHUE, | - yBEITUUEHUE, <> - HE U3MEHseTcs, 11 -
3HAYUTEIbHOE YBEJINYCHHUE.

ﬂpyzue GO3MOJICHDBLE 63AUMOOCIICIEUS

XOoTs  CcHeuanbHBIX  MCCICJOBAaHWMKW  HE  NPOBOJMIIOCH,  OJHOBPEMEHHBIH  IpUEM
CaKBMHABHPA/PUTOHABHPA W JPYTHX INpenapaToB, SBISIOMUXCA cyOcTpatamu u3opepMeHTa
CYP3A4 (marmcona, au3onupamMuia, XMHWHA, (DEHTaHWIIA, adb()EHTAaHWIIA) MOXKET IOBBICHUTH
KOHIIGHTPAallUM B IUIa3M€ OSTUX IpenapaToB, I[O3TOMY I[PUMEHEHUE TaKUX KOMOMHAIMMA
IIPOTUBONOKA3aHO B CBSI3U C BO3MOKHBIM PAa3BUTHEM KU3HEYTPOKAIOIIMX apUTMUI (CM. pa3aen
«IIpoTHBOIIOKa3aHUAN).

OnHoBpeMeHHbIN npueM npenaparta MHTepdacT B KOMOMHAIIMM ¢ PUTOHABUPOM M IPENapaTos,
ABJISIOIIMXCS cyOcTpaTamMu P-rimkonporenHa (Hampumep, a3uTPOMHIIMHA) MOXET HMPUBECTH K
YBEJIMUYEHUIO KOHIIEHTpAIMil 3TUX MpernapaToB B IUIa3Me, MO3TOMY IPH NPUMEHEHHM TaKHUX
KOMOMHAIMK cieayeT Habto1aTh 3a COCTOSIHUEM MalleHTa Ha MPEeAMET MOsBIECHUS CHMITOMOB
TOKCUYHOCTH.

K yBenuueHuro KOHIIEHTpalUil CakBMHAaBUpa B IUIa3ME€ MPUBOAMT TaKKE€ Ha3HAUYCHHE
KoMOuHaimii ¢ uHruoburopamu uzodpepmenta CYP3A4. B xoje KIMHUYECKUX HMCCIEIOBAHUMN
IpU OJHOBPEMEHHOM IPUMEHEHMHM KETOKOHa30ja (MOIIHOTO MHruouTopa u3zodepMeHTa
CYP3A4) u npenapara HTepdpact B KOMOMHAIIMKM C pUTOHABUPOM, HE OTMEYAJIOCh YBEIMUEHUE
(apMaKOKMHETHYECKON SKCIO3UIMK CakBUHaBHpa. [Ipeanonaraercs, 4To NpUMEHEHHUE BTOPOTO
unruouropa uzopepmenta CYP3A4 B cocraBe Tepanmuu NPENSATCTBYIOT YBEITUYECHUIO
KOHIIEHTpAllul CaKBMHaBUpa B Iula3Me. B TakoM ciiydae pekoMeHAyercs HaOmogaTh 3a
COCTOSTHUEM MaIlMEHTOB, Mody4aronux npenapat MHrepdpact B KoMOMHAIIMU ¢ UHTHOUTOpaMU

uzopepmenta CYP3A4, Ha mpeIMeT MOSBIECHUSI CAMITOMOB TOKCHUHOCTH.
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OIIHOBpEMEHHBIN MPUEM C TMpenapaTaMu, ﬂBnﬂlomHMHcmﬂH{:;rJ@ﬂ 'ﬁT%&wﬂegﬁb?§3A4

WM P-rmukonpoTenHa, HANmpOTHB, MOYKET CHU3MTHh KOHIIEHTpAlMM CAaKBHHABUpPA B ILIA3ME.
Wudopmanus 00 yMEHbIIEHHMH KOHIGHTpauuu mpenapara HWurtepdact B miaasme IpH
COBMECTHOM IIpHEME C IpenaparaMy, YMEHBINAIOIUMU BpEeMs MPOXOXKACHHUS IUIIM II0
KEIIyAOYHO-KAIIEYHOMY TpPAaKTy, OTCYTCTBYET. PUTOHaBHp MOXKET OKas3bplBaTh BIMSHUE Ha
(apMaKkOKMHETUKY JApPYTrUX IMpernaparoB, TaK Kak caM SBJSIETCS MOIIHBIM HMHTHOUTOPOM
uzopepmenra CYP3A4 u P-rnuxomporenHa, a Takke HWHAYKTOPOM 3H3MMa HEKOTOPBIX
nzodepmenToB nuroxpoma P450.

Oco0ble ykazaHus

Ilepeo nauanom mepanuu

CakBHHaBUp NMPUMEHSAETCSA TOJIBKO B KOMOUHAIIMH C PUTOHABUPOM.

[TateHTOB HY’KHO MH(POPMUPOBATh, YTO CAKBHUHABUP HE H3neunBaeT BUY-undexuuro u uto y
HUX MOTYT Pa3BUBAThCS aCCOLMUPOBAHHbIE C HEW 3a00JIeBaHMs, BKIIOYAs ONIOPTYHUCTUYECKHE
uHpeknun. Takxe He00X0IUMO COOOMIUTH O BOZMOKHOCTH Pa3BUTHSI HEXKENIATEIbHBIX SIBICHUN
opy KOMOMHMpPOBAaHHOM IPUMEHEHHMM HECKOJIbKUX IHpernapatoB. HecMmoTps Ha mnpuem
AHTUPETPOBUPYCHBIX IPENAPATOB, HENb3sl UCKIIOUUTH pUcK nepenadyn BHUY nonoBsIM myTeM.
Heob6xonumo cobumto1aTb Mepbl IPe10CTOPOKHOCTH.

Hapywenua npogodumocmu cepoya u penoaapu3ayuu

Habmoganoce no3ozaBucumoe ymmaeHne uHtepBasioB QT u PR y 310poBBIX 10OPOBOJIBIIEB,
II0JIy4aBIIUX CAKBUHABUD.

CaxkBuHaBUp MNPOTHUBOIIOKA3aH  NAIUEHTaM C  BPOXKICHHBIM  WIM  JOKYMEHTaJIbHO
MOJATBEPXKJIEHHBIM ~ MPUOOpETEHHBIM  yanuHeHueM uHTepBana QT, 2neKkTpoIuTHBIMU
HapyLIeHUSIMH, OCOOEHHO C HECKOPPEKTHPOBAaHHOM rumnokanuemueil. Hamuuue B cemeiiHOM
aHaMHE3€ T[alMeHTa CllydaeB BHE3allHOM CMEPTH B MOJIOAOM BO3pacTe IO3BOJIAET
IIPEIIOJIOKUTH HAIMUUE BPOXKIEHHOTO yuInHeHus naTepsana QT.

CoBMecTHOE TpPUMEHEHHE CaKBUHAaBUpa C IMIpernaparamMi, OO0JaJaloUMMH  OJHOBPEMEHHO
(hapMaKOKMHETUYECKUM B3aUMOJICHCTBUEM U CITIOCOOHOCTHIO yimuHATh uHTepBa QT n/umu PR,
npoTHBONOKa3aHo (cM. paszznensl «lIpornBomokazanus» u «BzaumopneicTBue ¢ ApyruMH
JIEKapCTBEHHBIMU CPEJICTBAMUI).

He pexomenayercss mpuMeHEHHE CaKBMHABUpa y MAalHUEHTOB, OJAHOBPEMEHHO MOIYyYarolInX
JIpyrue JIeKapcTBEHHBIE MpenapaThl, 00Jajatonire CocoOHOCThIO K yTMHEeHHI0 uHTepBaia QT.
B cnyyae HeoOX0AMMOCTH COBMECTHOTO HCIOJB30BAHUS CIEAYET COOJIIOJATh OCTOPOKHOCTD M
IpoBECTU 3JIeKTpokapanorpaduueckoe uccnenoanue (OKI') npu BOZHUKHOBEHHWH CHUMIITOMOB
aputmuu. Crenyer coOloAaTh OCTOPOKHOCTh NMPHU MPUMEHEHUHM CAaKBHHABHpA Y IMAlIUEHTOB C

COMYTCTBYIOIIMMH CTPYKTYPHBIMH 3a00JICBAaHUSIMUA CEpJIlla, HAPYUICHUSMH TPOBOJIUMOCTH
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HMMEIOT IOBBILIEHHBIN PUCK Pa3BUTUs HAPYIICHUN CEPACUYHON ITPOBOIUMOCTH.

Crenyer mpekpaTtuTh TEpanui CaKBUHABUPOM B CIydae BO3ZHHUKHOBEHMSI 3HAUMMbBIX apUTMHM,
yauHenus: uatepBania QT wim PR. Yame Bcero m3amenenus untepBasia QT, cBs3aHHBIE C
IIPUEMOM CaKBHHAaBUPA, BO3MOXKHBI Y KEHILHUH U JIUL] [OKUJIOT0 BO3pacTa.

He cnenyer npeBsiliath peKOMEHI0BAHHbBIE J103bl CAKBUHABHPA, MIOCKOJIBKY CTETICHb yIJTUHEHUS
unrepBaioB QT u PR MoxxeT Bo3pacTarh ¢ yBeTuYeHUEM KOHILIEHTPALIMU TIpenapara.
IIpumenenue cakBuHaBupa B 103¢ 2000 mr 1 pa3 B cyTku u putoHaBupa B 03¢ 100 mr 1 pa3z B
CYTKM HE PEKOMEHJyeTCs, MOCKOJIbKY BIMSHHUE MOAOOHOW KOMOWHAIMU HA PUCK yAJUHEHUS
unrepsaia QT He U3ydanocs.

Ilayuenmul, HauuHaAIOWUE MEPARUIO CAKGUHABGUPOM

Jo Hauana Tepanuu cienyer npoectd ODKI. He cinenyer HauMHaTh Tepanuio CakKBUHABHPOM,
eciu auteabHocTh naTepBana QT >450 mc. [Tanmentam ¢ nmuTenbHOCThIO HHTEepBana QT <450
MC JI0 Hayaja JICUeHUs] peKOMeHayeTcs B xoje Tepanuu npoBoauts JKI'. [Tanuenram, panee He
MOJIy4aBIIUM  TEPAaNHUI0  CAaKBUHABUPOM M  HAUMHAIOIIMM  TEPANUI0  CAKBUHABUPOM,
pEKOMEHyeTCcsl Ha3HayaTh cakBHHaBUp B 03¢ 500 mr u puroHasup B no3ze 100 mr 2 pasa B
CYTKH B T€UYEHHME MEPBbIX 7 JHEHW C mociaeayroumM udmeHeHueM 1036l A0 1000 mr u 100 mr 2
paza B CYTKH COOTBETCTBEHHO. [Ipm wucxomHoi mmutenbHOCTH wuHTepBaia QT <450 wmc
MalydeHTaM, paHee HE IMOJY4YaBIIMM TEpPAlUI0 CAaKBUHABUPOM M HAYMHAIONIMM TEPaIuio
CaKBMHABHUPOM, pekoMeHayeTcs mpoectr noBTopHoe DKI -uccnenosanue uepes 10 nueit nocie
Hayasia Tepanuu. Tepanuio cakBUHaBUPOM CIIEYET MpeKpaTuTh, ecinu uHTepBan QT yBennuen
>480 mc unu ecnu uHTepBast QT yBenuuuics Ha Oosiee yem 20 MC 1O CpaBHEHHUIO C UCXOIHBIM
3HaueHueM (cMm. pasnen «®DapmakoguHaMuKay, ToApa3den «BrusHue Ha TOKazaTelu
AIIEKTPOKapAUOrpadumy).

Ilayuenmul, npooonrcaroujue mepanury caKk6uHABUPOM, Npu HeOOXO0OUMOCMU HA3ZHAYEHUS
conymcmeywuieli mepanuu npenapamamu, cnocoonvimu yonuname unmepean QT, unu
nayueHmel, nOIYUAOUWUe Mepanuio npenapamamu, cnocooHvimu yoauname unmepean QT,
npu Heo0X00uMOCmu HA3HAYEHUA MEPAnuu CAK6UHABGUPOM U eCclu al1bmMepHAmMUEHAA
mepanus omcymcmeyent, a noJib3a npegvluiaem pucKk

Jo mavama comyTcTByomiel Tepanun HeoOxomumo mpoBectrn OKI'. He crnemyer HasHavath
COMYTCTBYIOIIYIO Tepanuio, ecinu uHTepBan QT >450 mc (cMm. pazmen «B3ammopeiicTBue ¢
IpPYTUMH  JIEKapCTBEHHBIMU  cpelcTBamu»). HeoOxomumo mpoBectn moBTOpHOe OKI-
HCCIIEIOBAaHHNE, €CITU HCXOJHO JMUTENbHOCTh uHTepBama QT <450 wmc. Ilpu yBenmdeHuun

mmrtensHocTd wHTepBama QT >480 mc wmimm Gonmee dem 20 McC Tocie MPHCOSIUHEHHS
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NPUHATH pelieHne 00 OTMEHEe CAKBUHABUPA U/WIIM COMYTCTBYIONICH Teparnuu.

Hayuenmot c HapyuienuamMu GYHKYUU neUeHU J1e2KOll U CPeOHell CHeneHell maxcecmu
Tepanus cakBUHAaBUPOM B KOMOMHALIMM C PUTOHABUPOM MPOTHBOINOKA3aHA MAaI[MEHTaM C
JNEKOMIICHCUPOBaHHBIMU 3a0osieBaHussMH 1iedueHu (cMm. pasnen «lIporuBomnokazanus»). Y
NAllMeHTOB C XpoHHYecKuM TrematurtoM B wm C, mnomydaonmx KOMOWHUPOBaHHYIO
AHTUPETPOBUPYCHYIO TEpalMio, MOBBIIIEH PUCK Pa3BUTUS HEXKEJIATEIbHBIX SBICHUHM (B TOM
ymciie (ataabHBIX) CO CTOPOHBI MEeYeHH. B ciiyyae oqHOBpEMEHHOT0 MPUMEHEHHUs y MalueHTa
aHTUPETPOBUpPYCHON Tepanuu renatuta B mian C HEoOXOAMMO TIIATENBHO O3HAKOMUTHCS C
MEIUIUHCKON MH(POPMAIIUEH 10 UCIOIB3yEMbIM JICKApPCTBECHHBIM IIperapaTam.

[Ipy OAHOBpPEMEHHOM HCIOJIB30BAHUNA KOMOMHHPOBAHHOW AaHTHUPETPOBHPYCHOM Tepamuu Yy
MAIMEHTOB C HapylleHHWeM (QYHKIMHM MEeYeHU B aHaMHe3e (BKIIIOYash XPOHUYECKHH aKTHUBHBIN
TenaTuT) TMOBBIIIAETCS YacTOTa pa3BUTHs HapylieHUs (QyHKIUM nedeHu. CreayeTr TIIATeIbHO
MOHUTOPHPOBATH CHUMITOMBI M TpU3HAKWM HapymeHus (yHKiwid nedenu. [lpu mosBIeHUM
NPU3HAKOB YXYIIIEHUS (QYHKIIUH MTEYSHHU CIIEAYET IPEepBaTh UM OTMEHUTH TEPAIIHUIO.

Y BUY-unpuuMpOBaHHBIX MAIIMEHTOB C HApyIICHUsSMU (DYHKIMU MEYEHU JIETKOW U cpenHei
CTETNEeHEH THKECTH KOPPEKIUU J03bl He TpeOyercs (HaHHbIE OrpaHUYeHbl). TeM He MeHee, B
CUJIy PA3JIMYHOM SKCIIO3MLHMM IIpernapara B JaHHOW MOMYJSLUUH PEKOMEHAYETCs TIIATEIBHOE
MOHUTOpHpOBaHWE  mpoduiast  Oe3omacHOCTH  (BKJIOYash  MPHU3HAKH — ApUTMHH) U
BUPYCOJIOTMUECKOTO  OoTBeTa (cM. pa3genbl  «Crnoco0 mpuMeHEeHHss U J03bD» U
«®apmakosiornyeckue cBoicTBa»). Ilocie Hauama Tepanuu CakBUHABMPOM Y TAlMEHTOB C
renatutoM B win C, quppo3oM, XpOHMUYECKUM AJIKOTOJIM3MOM W/WIIHM JPYTUMHU 3a00JI€BaHUSIMU
NEYEeHU HaAOJMIONaNKCh Ciay4yau YXYIIIeHHs 3a00JIeBaHUs IMEYEHHM WM pa3BUTHE MOPTAIbHOMN
TUIIEPTEH3UH, CONIPOBOXKIABIIEHCA XKEITYXOU, ACLIUTOM, OTEKaMU ¥ BAPUKO3HBIM PACIIUPEHUEM
BEH MuUIIeBoa (Y HECKOIbKUX MAllUEHTOB — C JITAIbHBIM McXo0M). [IpyunHHO-CclieicTBEHHAS
CBSI3b MEXK/y Pa3BUTHEM MOPTAIBHOU TMIIEPTEH3UH U TEPANNEN CAKBUHABUPOM HE YCTAHOBJICHA.
CrnenyerT TIIaTEIbHO MOHUTOPUPOBATH CUMIITOMBI M IPU3HAKU FE€NaTOTOKCUYHOCTH.

Ilayuenmut c napywienuem QynKyuu nouex

Yepe3 nNOUYKM BBIBOJUTCS HE3HAUMTEIbHAs 4YacTh IIpenapara, I[03TOMY I€pBOHAYaIbHO
KOpPpEKTUpOBaTh 103y Mpernapara y MalUeHTOB C HapylleHHeM (YHKIMHU MOYeK He HYXKHO.
OnHako nccneaoBaHui y MAMEHTOB € TSKENI0M MOYEYHOW HEIOCTaTOYHOCTRIO HE TIPOBOUIOCH,
B CBSI3U C YeM CIeJyeT COOI0AaTh OCTOPOXKHOCTh NMPH MPUMEHEHHHM CAaKBUHABUPA TaKUMH
MaleHTaMH.

emckuit u noxcunon eo3pacm
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_NEPTHOMY OTUYETY

CaKBMHABMpa, NOTEHIMAJIbHO HE BbI3bIBalOUMEe YyIMHeHHe wuHTepBanoB QT u PR, He
YCTaHOBJICHBI.

Onelr npuMeHeHus y mnanueHToB crapme 60 et orpaHudeH. [lanMeHTHl NOXKWIOrO M
CTapyeCKOro Bo3pacTta MOTyT ObITh 00Jiee BOCIPUUMYMBLI K BIMSHUIO IperapaTa Ha MHTEpBall
QT w/unmu PR.

Caxapnutii ouadem

VY nauueHToB, NONydYaroUIMX HWHruoutopsl mnpoteasslt BUWY, omucanel ciaydau BrepBble
BBISIBICHHOI'O CaxapHOro jauabera, TUIEPrIMKEMUM WM JIEKOMIIEHCALMM COIyTCTBYIOIIETO
caxapHoro nuabera. B HEKOTOpPBIX CilydasX THIEPIIMKeMHs ObLIa Pe3KO BBIPAKEHHOW, MHOTIA
CONPOBOXKAAIACH KeToauuao3oM. IIpy 5ToM 'y MHOIMX DAUMEHTOB HUMEIUM  MECTO
COITyTCTBYIOIIME 3a00JI€BaHUs, WHOTAA TPeOOBaBILIME HA3HAYEHHUS IPErnaparoB, OOJIAArOIIUX
CHOCOOHOCTBIO MOBBIIIATh KOHIEHTPALMIO IUIFOKO3bl B KPOBH U BBI3bIBaTh Pa3BUTHE CaXapHOI'O
nrabeTa uiy TuneprimkeMun. [IpuanHHO-CIIeICTBEHHAs CBSI3b MEXY TE€panueil MHruOUTOpaMu
npotea3sl BUY u pa3BuTHEM rUNEpriinkKeMUuH U caxapHOro quadeTa He yCTaHOBJICHA.
TI'emogpunusn

[Tpu neuenun uHruOuTopamu nporeassl BUY onucansl cityyan yCuiIeHUs: KPOBOTEUEHHH, B TOM
Yrciie CIIOHTAaHHOE 00pa30BaHUE MOJKOKHBIX TEMAaTOM M T€MapTPO30B Y OOJIBHBIX TeMO(HIUEH
tuna A u B. HekoTopeIM mamueHTaM MpUXOJMIOCh YBEIMYUBATE 03y (DaKTopa CBEPTHIBAHUS
kpoBu VIII. bormee uem B monoBHHE cilydyaeB JieueHHME WMHTHOUTOpoM mporeassl BUY Obuio
IPOIOJKEHO UM BO30OHOBJIEHO. MOXKHO MPEANOI0KHUTh MPUUUHHO-CIIECTBEHHYIO CBS3b 3TUX
HEe)KeNaTeJIbHbIX SBJIEHUH C NpUMEHEHUEeM HHruouTopoB mnporeassl BUY, xors MexaHusm
nofobHoro »¢dexra He wu3ydyeH. bBonpHBIX TeModuineld HeoOXOoauMO MpeaynpeauTh O
BO3MO>KHOM YCUJIEHMHM KPOBOTECUEHUI.

Ilepepacnpeoenenue >cupoeoit mkanu

I[Ipu  npoBegeHHMM  KOMOMHMpPOBAaHHOW  AHTUPETPOBUPYCHOW  Tepamuu  OTMEYAIOCh
nepepacnpe/ielieHie Wik OTJIOKEHUE KHpa, B TOM YHCIE OKUPEHHE MO LIEHTPAJbHOMY THUILY,
OTJIOKEHHE JKUpPa Ha JIOP3aJbHON MOBEPXHOCTU IIEH U CHUHBI («ObuMil TOpO»), yMEHBIIEHUE
MOJIKOYKHOW >KMPOBOM KJIETYAaTKH HAa KOHEYHOCTSX, YBEIMYEHHE MOJIOYHBIX XKEJIEe3 3a CUeT
JKUPOBBIX OTJIOKEHUH, a TaKkkKe «KYIIUHToua» (OKpyTrioe, JyHOOOpa3HOE JHI0, THIepeMus
JUIa, TYJOBHUIIHBIM TUI OXHPEHUS, OTJIOKEHHE >KMPOBOW TKAaHU B HAJKIIOYMUYHBIX SIMKaXx).
[lepepacnpeneneHre KUPOBOW TKAHM  aCCOLMUPYETCS C€ TaKUMH  MeTabOJIMYEeCKHUMHU
HapyLICHUSMH, KaK TUIIEPTPUTIIULEPHUIEMUS, TUIIEPXOJIECTEPUHEMUS], UHCYJIUHOPE3UCTEHTHOCTD
U runeprivkeMus. TspKecTh 3THX HapylIeHUH BapbHpyeT Kak BHYTPH Kjacca, TaK U MEXIy

KJlJacCaMHM aHTUPETPOBUPYCHBIX MpernapaToB (MHruOuTopsl npoteassl BUY, HeHykiieo3ugHbie
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Tpanckpunrasbl). K ¢akropaMm, MOBBIIAIONIMM PHCK Pa3BUTHs JUMOAUCTPODUHU, OTHOCHTCS:
MOKUJIOW BO3pPACT, UIMTEIBHOCTh TEpANUM, NPUMEHEHUE CTAaBYAMHA, THIEPTPUTIIULEPUIEMUS,
TUIIEpIIaKTaTeMHUS. JluarHocTMKa  BKJIOYAaeT  OLEHKY  (PU3MKaJbHBIX  IPU3HAKOB
nepepacupeeneHus JKUpoBOW TKaHU, MCCIEJOBaHUE TJIMKEMHUU W JIMIUAOB KpoBU. B ciyudae
oOHapyXeHHsI JAaHHBIX HW3MEHEHHMH CJIeJyeT pacCMOTPETh BONPOC 00 HW3MEHEHUHU
AHTUPETPOBUPYCHOW TEpalMM W/WIKA NPUHATH MEPHI, HAIIPABICHHBIE Ha KOPPEKIHIO MOJ00HBIX
OTKJIOHEHUI (HanmpuMmep, Ha3HAuY€HUE TUMOIMIIMAECMUYECKUX CpeAcTB). B Hacrosmee Bpems
MEXaHU3M DPa3BUTHA METAaOOJIMYECKMX HapyIIEHUH M OTAAJCHHbIE MOCIEACTBUSA, TaKUe Kak
MOBBILIEHUE PUCKA CEPJEYHO-COCYIUCTBIX 3a00J1€BaHUMN, HEU3BECTHBI.

[IpuMeHeHne cakBUHABUPA B KOMOMHAIIMK C pUTOHABUPOM B 1o3ax Ooibmie 1000/100 mr 2 pasa
B JIeHb OOBIYHO CONPOBOXKJIAECTCS YBEIMYEHHEM YacTOThl HEXKENATeNbHbIX SBICHHI, Tak Kak
KOHIIGHTPAallMM CakBUHAaBMpa B IUJa3Me B IPUCYTCTBUM PHUTOHABMpa YBEIMUYUBAIOTCI. B
HEKOTOPBIX CiIy4asX COBMECTHOE IPUMEHEHUE CaKBHHABUpa M PUTOHABUpPA MPUBOAMUIIO K
TSKEJIBIM HE)KEJIATEeNIbHBIM SIBJICHUSIM, B OCHOBHOM K Pa3BUTHIO 1Ma0ETHUECKOI0 KETOAI1103a U
HapyleHUIo (QyHKIUHA MeYeHH, OCOOCHHO y NAalMEHTOB, paHee CTpaJaBIIMX 3a00JeBaHUSIMU
HICUEHHU.

Cunopom ummyHHOU peakmuseayuu (CUHOPOM  GOCHAIUMENbHO20  60CCHIAHOBEHUSA
UMMYHUmMema)

B xonme HauanbHOM (ha3bl KOMOMHUPOBAHHON aHTHPETPOBHPYCHOW Tepamuu, B TOM 4YHCIE
CaKBUHABHPOM, Y MAIMEHTOB C TSDKEJIBIM MMMYHOAE(DUIIUTOM MOXXET BO3HHKHYTh CHCTEMHas
BOCHAJIMTENbHASL PEaKIMsl Ha paHee OECCHMIITOMHO MPOTEKaBIIME WM ONIMOPTYHUCTUYECKUE
MH(QEKINY U ayTOAHTUTeHbl WM yCUJIEHHE CUMIITOMAaTHKHU. /laHHas peakuns MOXKET BbI3BaTh
Cepbe3Hble KIIMHUYECKUE COCTOSIHUS MM 00OCTPEHHE CUMITOMOB, KOTOPBIE, B CBOIO OUYEpEb,
MOTYT OTpeOOBaTh NaibHENIIEH OLIEHKU U JICUSHHUS.

CHUHIIpOM HMMMYHHOM pEaKTHBAIlMM TaK)K€ MOXKET MpPOSBIATHCS Pa3BUTHEM ayTOMMMYHHBIX
HapylIeHu (Hampumep, 0osie3Hb ['peiiBca 1 ayTOUMMYHHOTO TE€TaTUTa), KOTOPhIE Pa3BUBAIOTCS
B Pa3IMYHbIE CPOKU Tepamnuu. Pa3BuTHe ayTOMMMYHHBIX HapyIIEHHH BO3MOKHO CHYCTS MHOTO
MecsI1IeB MociIe Havana Tepanuy. XapakTepHbIMUA IpUMEpaMH SBISIOTCS LIUTOMEraJOBUPYCHBIN
PETHHMT, T€HEpaM30BaHHAs W/WIM OdaroBas MHUKoOakTepHasibHas WHGEKUIHS U ITHEBMOHHUS,
BbI3BaHHass Pneumocystis carinii. [Ipu BO3HUKHOBEHHUH JTFOOOTO CUMIITOMA BOCHAJICHHS CIICYET
IIPOBECTU AUATHOCTUKY U Ha3HAYUTH JICUEHUE.

Ocmeonekpos

HecmoTps Ha TO, YTO S3THUOJNOTHSI OCTEOHEKPO3a CUMUTAETCS MHOTO(aKTOpHOHN (BKItOUas

HCIIOJIB30BaHHUEC TJIIOKOKOPTHUKOCTEPON 0B, HOTpe6J'I CHHC AJIKOI'0JI4, TSAXKCITYIO
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YaCTHOCTH, Y MAaIMeHTOB C pacnpocTtpaHeHHod BUY-undexumeil w/mmum npu UIMTENbHOU
KOMOMHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepanuu. Crenyer peKOMEHJ0BaTh IallUEHTaM
0o0paTuThCsl K Bpady INPU BO3HUKHOBEHHMH OOJIM B CyCTaBax, CKOBAaHHOCTH B CycTaBax WM
3aTPyJHEHUH IBHKCHUS.

Xponuueckasa ouapesn uiu manvadcopoyus

WNudopmanus 0 MpUMEHEHHH CaKBUHABHpA B YCHJICHHOM PEXHME y MAalMEHTOB, CTPAJArOIIUX
XPOHUUYECKOU Tuapeeii mim MajibadcopOIueld, OTCYTCTBYET.

Januple 00 3ddexTuBHOCTH M 0€30MACHOCTM NPUMEHEHHs] CaKBUHABMpa B HEYCUJIEHHOM
peKHMME y TaKMX NAllMEHTOB OTPAHUYEHBI U HE MO3BOJISIIOT CYAUTHh O BO3MOXHOCTHU IOJyUYEHUS
UMU CyOTepaneBTUYECKUX KOHLEHTPALUi CaKBUHABUPA.

B3aumooeiicmeue ¢ Opyzumu nekapcmeeHHviMu  npenapamamu  ulunu  nUWeEsLIMU
npooykmamu

Heo6xomuMo co0r0o1aTe OCTOPOXKHOCTH TPH OAHOBPEMEHHOM NPUMEHEHHWH CaKBUHABHpA H
npenaparosB, sBisitonuxcs cyocrpatom uzopepmenta CYP3A4 unu P-gp, Tak kak cakBUHABHUP
MOXET OKa3blBaTh BIUSHUE U U3MEHATh (PapMAaKOKMHETHKY mnocieqHux. [Ipemnapartsl,
NOTEHLUAJIbHO  B3aUMOJACHUCTBYIOLUIME C  CAKBUHABUPOM, IPEACTABIECHBI B  pas3zaele
«B3aumMopelicTBUE ¢ IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY.

Binsinne Ha coCOOHOCTH YIPABJIATH TPAHCIOPTHBIMHU CPeJACTBAMM, MeXaHU3MAMM
CrienanbpHbIX MCCIEI0BAHUN HE MPOBOAMIOCH. J[aHHBIE 0 BO3MOXKHOCTH Ipenapara MHTepdact
OKa3bIBaTh BIMSHUE HA CIIOCOOHOCTh YHPABIATh TPAHCHOPTHBIMU CPEJCTBAMU M MEXaHHW3MaMHU
oTcyTcTBYIOT. OIHaKO Mpu paboTe ¢ MallMHAMU U MEXaHU3MaMH CJIelyeT YUYUThIBaTh NPOpUibh
Oe3omacHOCTH mpemnapara. ['0lIOBOKpyKeHHE, YCTaloCTh, HapylIeHHEe 3peHus Obuin
3aperucTpupoBaHbl IMpU TNpueme mnpemnapara HHTepdacT, mNpu MNOSBIEHUU ONHUCAHHBIX
HE)KEJIATENIbHBIX SIBJIEHUM OT BBINOJIHEHHUS YKA3aHHBIX BHJOB JIEATENBHOCTH  CIIEHAYET
BO3JIEPXKAThCSI.

dopMa BbIITYCKa

TabneTku, MOKPHITHIE MIIEHOYHOU 000104K0i 500 Mr

Ilepsuunas ynakoexa 1ekapcmeeHHo20 npenapama.

[To 10 TabneTok B KOHTYPHYIO SYEMKOBYIO YNAKOBKY W3 IUICHKU MOJMBUHUIXJIOPUIHONW WU
(boJIbru amOMHUHNEBOM MeYaTHON JTAKUPOBAHHOM.

[To 60, 120, 240, 360 Tabnerok B OaHKy MOJIMMEPHYI0 M3 TOJIMITHIEHA C KPBIIIKOU
HATATUBAEMON C KOHTpPOJIEM IEPBOrO BCKpbITHA. Ha OaHKM HakJIeHBAaIOT 3TUKETKHU M3 Oymaru
ATUKETOYHOW WM NMUCYEH, NIH U3 MOJTUMEPHBIX MaTEPHAJIOB, CAMOKJICSIIIHECS.

Bmopulma}z YNAaxKoeKa 1ekapCcmeeHHo2o npenapamada.
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MOMEIIAIOT B MAYKy W3 KapTOHA I MOTPEOUTENbCKOW Taphl MOATPYI XPOMOBBIH WM XPOM-
sp3an. Ha mauky MOKeT HakjeuBaTbCsl CaMOKJIEAIIAsCS 3TUKETKa ¢ MapKUpoBKoH. Ilauxu
MOMEIIAIOT B TPYMIOBYIO YIIAKOBKY.

[To 1 Ganke BMecTe C MHCTPYKLUHEH MO NMPUMEHEHHIO MOMEIAI0T B MayKy W3 KapTOHA s
NOTPEeOUTENHCKON Tapbl MOATPYII XPOMOBBIN HIIM XpoM-3p3all. Ha mauky MOKeT HakJIeuBaThCs
CaMOKJIEAIAsICS ITUKETKA C MAPKUPOBKOU. JIOMONHUTENBHO HA MAYyKy MOTYT HaKJIEUBaTh OJUH
WM JIBa IPO3pavHbIX (PUKCUPYIOMIMX CTHKepa. [lauky moMeniaoT B rpynnoBy0 yIaKkoOBKY.
Cpok romHocTu

4 roga. He npuMeHSTh IO UCTEUEHUN CPOKA TOJTHOCTH.

YciaoBust XxpaHeHUs

XpaHUTh B 3aIIUIICHHOM OT CBETa MeCTe MpH TeMieparype He Boiie 25 °C.

XpaHUTh B HEJOCTYITHOM IS JIETEeH MecTe.

YcaoBust ornycka

OTITyCKaroT MO perenTy.

Baagenen perucTpauMoOHHOIO YA0CTOBEpPEeHUS

Poccuiickas @enepanus

AO «®apmacuHTE3»

664007, Upkyrckas 0611., r. UpkyTck, yiu. KpacHorBapaeiickas, n.23, oduc 3.

Ten.: +7 (3952) 55-03-55, daxc: +7 (3952) 55-03-25

Anpec anekTpoHHO# outhl: info@pharmasyntez.com

IIpousBoaurean

Poccuiickas @enepanns

AO «®apmacuHTE3»

r. Upkyrck, yi. P. JIrokcemOypr, 1. 184.

Opranuzanus, IPUHUMAIOLIAs IPEeTeH3UH NOTpeduTeIei:
Poccniickas @enepanns

AO «®DapmacuHTe3»

Anpec: 664040, r. UpkyTck, yi. P. JlrokcemOypr, a. 184
Ten.: 8-800-100-15-50

Anpec snekTpoHHO# mouThl: info@pharmasyntez.com
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