COOTBETCTEYET 3K
ot 11.03

OBIIASI XAPAKTEPUCTHUKA JEKAPCTREHHOTO TIPERAPATA "

CMEPTHOMY OTYETY
)26 Ne 4804

el

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA
ArtazanaBup Kanon, 150 mr, kancyJisl.

Arazanasup Kanon, 200 mr, KarcyJisl.
ArazanaBup Kanon, 300 mr, KarncyJisl.

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHbBIN COCTAB

JlelicTBytollIee BEMIECTBO: aTa3aHaBUP.

Arazanasup Kanon, 150 Mr, Karcvisl

Kaxxnas xancyna cogepxut 150 Mr atazanaBupa (B BHIe CyiIb(hara).

BemecTBa, Hanmu4Me KOTOPBHIX HAJO YYUTHIBATH B COCTABE JICKAPCTBEHHOIO Iperapara: JaKTo3a,
Hatpuil (cM. paznuen 4.4).

Arazanasup Kanon, 200 Mr, Karicvisl

Kaxxnas xancyna cogepxut 200 Mr atazanaBupa (B BHIe CyIb(hara).

BemecTBa, Hanmu4Me KOTOPBHIX HAJO0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOIO Iperapara: JaKTo3a,
Hatpuil (cMm. paznaen 4.4).

Arazanasup Kanon, 300 Mr, Karcvyisl

Kaxnas kancyna conepxut 300 Mr atazanaBupa (B Bue cyiabdara).

BemiectBa, HainMuue KOTOPBIX HAJ0 YUYUTHIBaTh B COCTaBe JICKAPCTBEHHOIO Ipenapata: JIakTo3a,
HaTpuii (cM. pasaen 4.4).

ITonHbIit MEpCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IPUBECACH B pa3JCiic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancynsr.

Arazanasup Kanon, 150 Mr, Kancyisl

TBCp,Z[BIe JKCIIATUHOBBIC KAIICYJIbI Ne 1, KOpIyC U KpbIICYKa CUHCTO LIBCTA. CO)ICp)KI/IMOC KarcyJ -
CMCCh I'paHyJI ¥ MMOPOIIKaA OT IMOYTH Oemoro J0 CBETJIO-KCJITOI'O IIBETA.

Artazanasup Kanon, 200 Mr, KaricyJisl

TBepable xenaTuHOBbIE Kancysl Ne 0, kopmyc U Kpbliieyka roiayooro mnseta. Coaepxumoe Karcy
- CMECh I'paHyJI M MOPOIIIKA OT MOYTH OEJI0ro 10 CBETIIO-XKEJITOro LIBETA.

ATazagasup Kanon, 300 mr, Karcyiasl

TBCp,Z[BIe JKCJIATUHOBBIC KaIICYJIbI Ne OO, KOpIIyC 1 KPBIIICYKAa CUHCTO IIBCTA. CO)ICp)KI/IMOC KarcysI -
CMCCh I'paHyJI ¥ MMOPOIIKaA OT IMOYTH Oemoro J0 CBETJIO-KCJITOI'O IIBETA.
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4. KINHUYECKHUE JIAHHBIE (NOCNEOCBATENEHOCTE 0004)

4.1. ITokazaHusl K IPUMEHEHHUIO

ArtazanaBup KaHOH Moka3aH K MPUMEHEHHIO Y B3pOCIIBIX U JIETEl B BO3pacte OT 6 JIET U ¢ Maccou
Tena 15 xr u Oomee mns nedeHuss BUY-1 wuHbexknum, B KOMOMHAIMM C JAPYTUMH
aHTHPETPOBUPYCHBIMH IMpernapaTamMy, y NAIEHTOB, paHee IOJIyYaBIIMX WIM HE MOJYy4aBIIUX
aHTUPETPOBUPYCHYIO TEPAIHUIO.

4.2. Pe:xuM 103MPOBAaHUSA U CIIOCO0 MPUMEHEHM I

Pemenne o Havaje TepanuM NPUHUMAET Bpad, UMeOmuil onbIT JeueHus BUY-undexnuu.
O¢dexTuBHOCTE M 0€30MaCHOCTh NMPUMEHEHUS aTa3aHaBUpa B KOMOMHALIMKM C PUTOHABUPOM B
cyTouHOH no3e 6osee 100 Mr He U3ydeHa; UCIIOJB30BaHUE /103 PUTOHABUPA, IpeBblmatonux 100 mr
B JICHb, MOXKET U3MEHHUTh NPOQHIIb O€30aCHOCTH aTa3aHaBUPA, IOITOMY OHO HE PEKOMEH/1yeTCsl.

PexxuMm no3upoBaHus

B3spocnvie

s He noayuasuiux panee aHmupemposupyCHyio mepanum.

AtazanaBup Kanon B n103e 400 Mr oJivuH pa3 B IeHb BO BPEMS €]Ibl;
Arazanasup Kanon B 103e 300 mr u putonaBup 100 Mr ofuH pa3 B IeHb BO BPEMSI €]IbI.

ﬂﬂ}l noaysasuux parnee anmupenpoesupyCcHyro mepanuro.

Arazanasup Kanon B 103e 300 mr u putonaBup 100 Mr oguH pa3 B IeHb BO BPEMSI €]IbI.
ITpumeHeHue ata3zanaBupa 6€3 pUTOHABHpA HE PEKOMEHIYETCsl Ul NallMeHTOB ¢ HEOJIaronpusTHHIM
BHUPYCOJIOTMUECKHUM HCXOJ0M paHee MPOBEJCHHOW aHTUPETPOBUPYCHOMN Tepanuu.

KOM6MHMDO6GHHCI}Z mepanusi

JInaaHo3WH: TUIAHO3MH CIIEAyeT IPUHUMAaTh HATOLIAK, a aTa3aHaBHp BO BpEMs INpHUEMaA IUIIH,
MIO3TOMY INPH KOMOWHUPOBAHHOM Tepanmuy PeKOMEHAyeTCs MPUHUMATh JUIAHO3UH yepe3 2 dyaca
IIOCJIE TIPUEMA aTa3aHaBUPA C MUILEH.

TenodoBupa au3onpokcuia Gpymapar: peKOMEHIyeTcsl MpUMEeHeHHe KOMOMHALIMY aTa3aHaBUpa B
noze 300 mr u putonasup 100 mr coBmectHo ¢ TeHOodoBUpoM 300 Mr (Bce mpemnaparbl CIETyeT
NPUHUMATh OJIUH pa3 B JIeHb BO BpeMs npuema nuiu). [Ipumenenue atazanaBupa (0e3 puToHaBHpa)
COBMECTHO C TEHO(OBUPOM HE PEKOMEHIYETCSI.

Oco0nIe T'PYHIIIBI HATWMCHTOB

ﬂub;a nooaicus10co so3pacma

KnuHnyeckue uccinenoBaHus Ipenapara HE BKIIOYAIM JOCTATOYHOE KOJIMYECTBO IALIMEHTOB B
BO3pacte 65 JeT u crapuie.

OcHOBBIBasICH Ha (papMaKOKMHETUYECKUX JTAHHBIX, KOPPEKIMS 036l B 3aBUCIMOCTH OT BO3pacTa He
TpedyeTcs.

HaZ/!MeHI’I’Zbl C NOYEYHOU HeOOCMAmMOYHOCIbIO

Koppekuust 10361 He TpeOyeTcs /Ui MallMeHTOB, He HaXOAIIMUXCS Ha reMouanu3e. J{is nanueHTon
Ha reMOJINalIN3€e, paHee He MOTy4aBIINX aHTUPETPOBUPYCHON Tepanuu, atazaHaBup B ao3e 300 mr
Ha3HayaeTcs TOJIbKO B KOMOMHaIMK ¢ putoHaBupoM 100 mr.

[TarmenTam ¢ TSOKEIOM MOYEYHOM HENOCTATOYHOCTHIO, HAXOMAIIMMCS HAa TeMOJUAIIA3E U paHee
MOJYyYaBIIUM aHTUPETPOBUPYCHYIO TEPAIUIO, aTa3aHABUP MPUMEHATH MPOTUBOMOKA3aHO.
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(MOCNEQOBATENEHOCTE 0004)

Hab;ueﬂmw C NeYeHOYHOoU HedOCMAmo4HOCbIO

Crnenyer coOmonaTh OCTOPOXKHOCTD MPU Ha3HAUCHHM aTa3aHaBHpa 0€3 pUTOHABUPA MAIMEHTAM C
HapyueHusIMH (PyHKLIMM TI€UYEHHU JIETKOM WM cpenHed cTemeHu Tsokectd (kimacc A u B mo
knaccupukanuu Yainna-I1e10). [lpn Hapymenusx (QyHKIUM NEYEHH CpEeIHEH CTENEeHU TSHKECTH
(kmacc B  mo kmaccubpukanmuu Yaikna-Ilero) y mamweHToB, paHee HE  IOJYYaBIIHMX
AHTUPETPOBUPYCHYIO TEPAINUIO, PEKOMEHAYETCsI CHU3UTH 103y 710 300 Mr oiMH pa3 B JI€Hb.
ATazaHaBUp IpH JIIOOBIX PEKUMAaX J03UPOBAHMS MPOTHBOIMOKA3aHO MPUMEHATH MPU HAPYLICHUSX
¢byHkumu neueHu Tsoxenou crenenu (kiaace C no knaccugukanun Yaina-I1sio).

[IpuMeHeHHe aTa3aHaBUpa B KOMOWHAIIMM C PHTOHABUPOM Y IMAIMEHTOB C IEYCHOYHOM
HEJOCTATOYHOCTHIO HE U3y4aJioCh, TAaHHYI KOMOMHAIUIO CIIEYET MPUMEHSITh C OCTOPOKHOCTHIO Y
MAlMEHTOB C HapymICHUSAMH (YHKIMK T[I€YCHH JICTKOW CTeNmeHu TshkecTH (Kiacc A 1o
knaccupukanuu Yaitna-I1p10), ¥ MPOTUBOMOKA3aHO NMPUMEHATH y TMALMEHTOB C HapyIICHHSIMHU
GyHKIIUM TIeYeHH CpeaHell W Tsokenod creneHu TsokecTw (kiaacc B m C mo knaccudukanuu
Yaitnn-I1s10).

bepemennocms

Bo Bpewms I u 11l TpumecTpa GepeMeHHOCTH KOMOWHAIMK aTa3aHaBupa B 1o3e 300 Mr u puToHaBHpa
B no3e 100 Mr oauH pa3 B JI€Hb MOXET OBITh HEIOCTAaTOYHO, OCOOCHHO KOTJa AaKTHBHOCTh
aTa3aHaBHpPAa WU BCETO PEKMMA MOXKET OBITH CKOMIIPOMETHPOBAHA JIEKAPCTBEHHON YCTOHUNBOCTHIO.
TepaneBTrdeckuii TekapcTBEHHBI MOHUTOPHUHT MOKET OCYIIECTBIISTHCS IIPH IPOBEACHUH TEPAITHH.
Puck cHwKeHHs KOHIIGHTpAallMM aTa3aHaBUPa MOXET OXUAATHCS B CIydae, €CIM ara3aHaBUp
Ha3HA4YaeTCsi COBMECTHO C TEHO(OBUpA AM30NpPOKCWIAa (ymMapaToM WIM aHTarOHHCTaMU
H»-ructammHoBbIX penientopoB. Pexomennyemas n1o3a arazanasupa coctasisgeT 400 Mr cOBMECTHO
co 100 Mr puToHaBHpa OAMH Pa3 B JIeHb. TepaneBTHYECKUN JIEKapCTBEHHBIX MOHUTOPUHI MOXET
OCYIIECTBIISITBCSI TPU TIPUMEHEHWH aTa3aHaBUpa COBMECTHO C TEHO(GOBHpA AW30MPOKCHIIA
¢bymaparom uinu OiokatopaMu H>-THCTaMHMHOBBIX PELENITOPOB JUIsl OOECledYeHUs aJeKBATHOTIO
pexxuma Jo3upoBaHus. He cymiecTByeT JOCTAaTOYHO MAHHBIX JJIS TOTO, YTOOBI MOXHO OBIJIO
PEKOMEH/I0BaTh OJIHOBPEMEHHOE IPUMEHEHHE aTa3aHaBHpa C PHUTOHABUPOM, TeHO(OBUpa
IM30TIPOKCHIIa (PymMapaTa U aHTaroHUCTOB Hy-rHCTaMUHOBBIX PEENTOPOB y OEPEMEHHBIX KEHIIHH,
paHee MOTy4aBIINX aHTUPETPOBUPYCHYIO TEPAITHIO.

Bcenen 3a BO3MOXKHBIM CHMKEHHMEM KOHIEHTpauuu araza”HaBupa Bo II wm III tpumectpax
0epeMEHHOCTH BO3MOYKHO IMOBBIIIEHUE €r0 KOHIIEHTPAIlMN B TEUEHHE MEPBBIX JBYX MECALEB MOCe
POJIOB, OTOMY CIENyeT 00ECHEeUUTh THIATEIbHOE MEJUIIMHCKOE HAOMIOCHHE 3a MAalUEHTKON Ha
IIPEAMET BBIABIECHUs HEXKENATEIbHBIX peakuuid. B 1mocieponoBoM mepuoie NMaluUeHTKH JOJIKHBI
[0JIy4aTh T€ € caMble J03bl, YTO U HEOEpEeMEHHbIe, BKJIOYasi TE€X, KTO COBMECTHO MOJIydaeT
Ipenaparsl, CHUXKAIOLMe KOHIEHTPALUIO aTa3aHaBUpa B KPOBHU.

N3-3a BO3MOXKHOTO pHUCKA Pa3BUTHS TSKEIONH TUNEpOMIUPYOMHEMUH U MOTEHIHAIBHOIO pHUCKa
Pa3BUTHS SIIEPHOH KENTYXH y HOBOPOXKAECHHBIX HEOOXOJMMO HaOJIOJeHUE 32 HUMH B TEUCHHE
MEPBBIX JHEH KU3HM; B IPEIPOIOBOM MEPUOJIE CIIETyeT 00ECIEUUTh AOMOJIHUTENbHBI MOHUTOPUHT
IJI01a.

eTu
Om 0 00 6 1em

[Ipenapar AtazanaBup KaHoH B jekapcTBEHHOH (hopMe KarcCyibsl HE ClIeayeT Ha3HadyaTh JCTSIM B
BO3pacTe MiIajIIe 6 JeT WM ¢ Maccoil Tera MeHee 15 KT B CBSI3U ¢ HEBO3MOXKHOCTHIO 00ECIIEUUTh
PEXKUM T03UPOBAHUS.

Om 6 00 18 nem

[Ipemapar Ata3zanaBup KaHoH B Kamcynax Ha3HayaeTcsl AETSM B BO3pacTe OT 6 JIET U cTaplie B
KOMOMHAIMKM ¢ puTOHaBUpOM (B (popme Karcyn, Tabnerok). Oba mpemapara cienyeTr NpUHUMATh
OJTHOBPEMEHHO, OINH pa3 B JICHb BO BPEMsI €/Ibl.
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035l IIpenapara AtazaHaBsup KaHoH 11 IeTeN B BO3pacTe OTI'E]Iﬁﬁ]ﬁ&é&ﬁ:eT@ggﬁfTﬁ&ib%C}lrl%[b
pemnap p

Mmacce Tena (cMm. Tabmuiy 1); 03Bl Ui AeTel He AOJDKHBI MPEBBILATH J03bl, IPUMEHSEMbIE IS
JICYCHUS B3POCIIBIX NAIUEHTOB.

Tabnuua 1: Pacuer 103 arazanaBupa JJis IeTel 1o macce Tesna

Jo3a npenapara
AtazanaBup Kanon (Mr)

>15-—<35 200 100
>35 300 100

Macca Tesa (kr) Jo3a putonaBupa (Mr)

Cnoco0 mpuMeHeHus

BnyTps.

[Ipenapat NPpUHUMAIOT IIETUKOM, HE Pa3)KeBbIBasl, B COCTaBE KOMOMHUPOBAHHOW TEPAITHH.
4.3. [IpoTuBonoOKa3anusi

— l'unepuyyBcTBUTENBHOCTh K aTa3aHaBUPY WM JiIOOOMY U3 BCIIOMOraTElbHBIX BEIIECTB,
MepEUYrCIICHHBIX B pazzaene 6.1;

— IleyenouHast HeJOCTaTOUHOCTH TskKeNOM crenenu (kinacc C no knaccudukarnuu Yaina-I1sio) npu
JTFOOBIX PeKUMAX JTO3UPOBAHUS;

— KoMOunanmsi mpemapaToB aTa3aHaBUP+HPUTOHABUDP y NAIMCHTOB C HapyIICHUSIMH (YHKIUU
MIEUYECHU CpeliHel U TshKenoi ctenenu Tshkectu (kiaace B u C no knaccudukanuu Yaina-I1s10);

— V¥ nanueHToB € TSHKEION MOYeYHON HEeJ0CTaTOYHOCTHIO, HAXOIAIIMXCSA Ha TeMOUANIN3e U paHee
[I0JTyYaBIIUX aHTUPETPOBUPYCHYIO TEPAIUIO;

— ArazaHaBUp B KOMOMHAllUU C JIypa3HIOHOM, acTEMHU30JI0M, Tep(eHaaTuHOM, LM3AIPUIOM,
MUMO3HUI0M, OEIPUINIIOM, XUHUIUHOM (B TOM YHUCIIE /ISl aTa3aHaBHpa COBMECTHO C PUTOHABUPOM),
TPHUA30JIaMOM, MMJIa30J1laMOM (Ul TMpueMa BHYTPh), JIOMUTAIHUIOM, AJKAaJOUIAAMU 3proTaMuHa
(0coOOEHHO  AProTaMMHOM, JUTHAPOIPTOTAMHHOM, D3PrOMETPUHOM, METHUIIPIOMETPUHOM),
npenapaTamu 3Bepo0os IIPOBIPSIBICHHOTO, MHTUOUTOpaMHU I'MI'-KoA-penykTa3sl
(cuMBacTaTUHOM, JIOBaCTaTUHOM), KBETHAIMHOM (B TOM 4HUCJI€ B KOMOWHAIMU C PUTOHABUPOM),
pudaMnuuuHoM, andy3o3uHOM, cuieHaguiaoM (IpU ero Ha3HAuYeHUM JAJS JIeUSHHs JIETOYHOH
apTepuagbHOM TUIepTeH3UH (cM. pasnen 4.5);

— OpnHOBpeMEHHOE MPUMEHEHHME C TpernaparaMmy, COJAEp)KallMMHM Ipa3olpeBUp, BKIIOYas
KOMOMHUpPOBaHHbIE TIpenaparbl ¢ (UKCHUPOBaHHBIMU J03aMHU 3J0acBUpa+Tpa3onpeBupa (cMm.
paznen 4.5);

— OpHOBpeMEHHOE NPUMEHEHUE ¢ KOMOMHUPOBAHHBIMU NpenapaTaMu ¢ (PMKCUPOBAHHBIMH JJO3aMHU
rIeKanpeBupa+nuopenTacBupa (cm. paszuen 4.5).

4.4. OcoOble yka3aHHMsl 1 MepPbl PEI0CTOPOKHOCTH IIPH IPUMEHEHUH

Hasnauenue npenapata AarazanHaBup KaHoH HelenecooOpa3HO MallMeHTaM C MHOXECTBEHHOU
PE3UCTEHTHOCTHIO K MHruouTOpam nporeazsl BUY (6onee 4-x myranuii). Beibop aTtazanaBupa s
JieyeHHsl MallMeHTOB, paHee MOJIyYaBIIMX aHTUPETPOBUPYCHYIO TEPAITUIO, J0JDKEH 0a3upoBaThCs Ha
JAHHBIX UHIUBUYaJIbHOU PE3UCTEHTHOCTH U PE3YJIBTATOB MPEALIECTBYIOMIETO JIEUEHUSI.

Xots a¢dekTHBHOE MOAaBICHNE PETUIUKAIINKA BUPYCa aHTUPETPOBUPYCHON Tepamnuei 3HaYnTeTbHO
CHMXXACT PHUCK II€pEaavIn BHUY Bo BpPEMA ITOJIOBOT'O KOHTAKTA, ITIOJIHOCTBIO PUCK IEpEAAYN HCKITFOYNTH
HENb3s, B CBSI3U C YEM ClIeZlyeT COOMI0IaTh MEPHI MPEIOCTOPOKHOCTH (MCTIOTIB30BaHUE OAPHEPHOTO
METOa KOHTPAIICTIIINH ).

D¢ dexTuBHOCT, M 0€30MACHOCTh NMPUMEHEHHUS aTa3aHaBUpa B KOMOMHAIIMKM C PUTOHABUPOM B
cyTouHo# no3e 6osee 100 Mr He M3y4eHa; HCTIOJIB30BaHHUE 103 pUTOHABHPA, MpeBbimaomux 100 mr
B JICHb, MOXXET H3MEHHUTh Npo(duiIb Oe30MacHOCTH aTa3aHaBUpa (HEXeNaTeJIbHBIE PEaKUUU CO
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pexoMeHayetca. TOJIbKO MPH COBMECTHOM NPUMEHEHHUH KOMOMHALIMU aTa3aHaBUP+PUTOHABUDP U
s¢aBrpeH3a BOZMOKHO yBEJIMYEHHE 103bI puTOHaBupa 10 200 Mr oMH pa3 B I€Hb, 00ECIIEYUB MPU
3TOM KJIMHUYECKUII MOHUTOPUHT NALUEHTA.

CaxapHblil [uabeT/TUIIepIINKEMUL

Ha ¢one neuenns uarnbutopamu nporeazsl BUY y Hekotopsix BUU-MHQHUIMPOBaHHBIX TAIMEHTOB
OTMEYEHbI TUIIEPIIINKEMUs1, BOSHUKHOBEHHE CaXapHOIro AuadeTa Ui 000CTPEHHE YKE UMEIOIIErocs
caxapHoro auabera. B HEKOTOpPBIX ciydasx oTMeyaycs nuabeTHdeckuil keroauuaos. IlpuunHHO-
CIIEZICTBEHHAsl CBsI3b MEXIy Tepamnueid umHruouropamu mnporeazsl BUY u stumM ciydasMu He
YCTaHOBJICHA.

T'emodnansa

VY manueHtoB ¢ remopwimerdr Tmna A u B Ha Qone nedenus mHrmOuTopamm mpoteassr BUY
OTMEYAJINCh KPOBOTEUEHUS, B TOM 4YMCJIE CIOHTAHHBIE KOXKHBIE KPOBOUBIMUSHUSA U IeMapTPO3bl.
HekoTopeiM U3 3THX ManueHTOB TpeOoBaoCh BBeneHue (axrtopa cBepThiBaHus kpoBu VIII. B
OOJIBIIMHCTBE CJIy4aeB JiedeHue uHruouropamu nporeassl BUY Obuio mporoimKeHo wWin
BO300HOBJICHO I10CJIE NIEPEPHIBA.

[TpuunHHO-CIIeICTBEHHAS CBA3b MEXKAY Tepanuei uHruoutopamu npoteassl BUY u stumu cinyqasmu
HE YCTaHOBJICHA.

ITarmueHTs! ¢ reMO(I)PIJIPIeﬁ A nmm B JOJI2KHBI OBITE OCBEIOMJICHBI O BO3MO>XHOCTH IOBBIIIICHHOM
KPOBOTOYHMBOCTH.

IlepepacnpeneiicHue >JKUPOBOM KJIETYATKH (J'II/IHOI[I/ICTDO(I)I/IH)

OTmeuanuch €IUHUYHBIE ClIy4yau Iepepactpe/ielieHusl *KUPOBOM KIIETYATKH, YTO MPOSBISIIOCH
OKUPEHHMEM I10 LIEHTPAJILHOMY THUITY, YBEJIMUYEHUEM KUPOBOU KIETUATKU B TOPCOLEPBUKAIBHOM 30HE
(«OyHBOIMHBINA TOpO»), MOXyJaHHE KOHEYHOCTEM W JIMIA, YBEIMUYEHUE TPYAH, «KYIIUHTOUJHOE
uno». IIpuunHHO-ClIeICTBEHHAs CBSA3b MEXY Tepanueld MHruoutopamu nporeazsl BUY u stumu
ClIy4asiMHM HE YCTaHOBJICHA.

[TaneHThl ¢ (hakTOpaMu pPHUCKAa OTHOCUTENBHO PA3BUTUS JMIOAUCTpOPHUM (MOKHIOW BO3pacT,
JUINTEIbHBIA TpUEM MPOTUBOBUPYCHBIX IpENapaToB, HapylIeHHss OOMEHa BELIECTB) JOJIKHBI
noJyIeXarh KIMHUYECKOMY OOCIEe0OBaHMIO, BKJIIOYAs BHEUIHIOK OIEHKY IepepacipeieeHus
KUPOBOU KIIETUATKH.

Mertaboanueckue HaDaMeTDBI/ Macca Tejiaa

Macca tena, a TakKe COOTHOLIEHUE U COAEPKAHNE JIMIHIO0B U TIIFOKO3bI B KDOBU MOXKET ITOBBIIIATHCS
BO BpEeMs aHTUPETPOBUPYCHOM Tepanuu. Takue u3MeHEeHUsI MOTYT OBITh 00YCIIOBJIEHBI IPOBEJICHUEM
Tepanuy OCHOBHOIO 3a0o0yieBaHHA, a Takxke o0pa3oM >Ku3HU. KOHTpoib 3a CHIBOPOTOUYHBIMU
KOHIIGHTPALMSAMH JIMIUAOB U TIIOKO3bl B KPOBU OOECIIEYMBAETCS COTJIACHO PEKOMEHAALUSAM IO
neuennto BUY-nndexnuii. Hapymienns oOmeHa XHpPOB JOJKHBI KOHTPOJUPOBATHCS COTJIACHO
KIMHUYECKOW TpakTuke. lIpm mpuMeHeHMHM KOMOMHHMPOBAHHOW AHTUPETPOBHUPYCHOW Tepamuu,
BKJIFOYAs TAK)KE€ OJTHOBPEMEHHOE MPUMEHEHHE C OPaJIbHBIMU KOHTPALEITUBAMH, OTMEUYAINCh CIIy4an
pa3BUTUS JUCIUIIUAECMUH.

CI/IH)IDOM BOCCTAHOBJICHUI UMMVYHUTECTA

Passutre cuHApOMA BOCCTAHOBJICHUS MMMYHHUTETa OTMEUYalOCh Yy MAlMEHTOB, IOJyYaBIIMX
AHTUPETPOBUPYCHYIO Tepanuio, BKIOYas artazaHaBup. Y BUY-uHPUIMpOBaHHBIX TAIMEHTOB B
pe3yJbTaTe OTBETa HUMMYHHOW CHCTEMBI B HayaJle KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOM Tepanuu
MOTYT HOSIBUTHCS MPHU3HAKM BOCHAIUTEIBHONW PEaKIMU B OTBET HA MPOTEKaroIue OECCUMIITOMHO
WIA  OCTaTOYHBIE  ONMOPTYHUCTHUECKHE  MHQPEKIMH  (IUTOMETATOBUPYCHBI  PETHUHHT,
reHEepaIM30BaHHbIE U/WIIH JIOKaJIbHbIE MUKOOAKTepHalbHble MH(EKINH, BbI3BaHHbIE Mycobacterium
avium, THeBMOHUS, BbI3BaHHAsI Pneumocystis carinii, uau TyOepKye3), KOTOpbIe MOTYT IPHUBECTH K
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TAKHEC PCAKIIMU Pa3BUBAIOTCA B TCUCHUEC IECPBLIX HCCKOJIBKUX HEACIIb UJIU MCCAILICB C Ha4aJ1a JICUHCHH .
,HOJ'I}KHO OBITE ITPOBEACHO 06CJ'I€I[OBaHI/IC " COOTBCTCTBYIOLICC JICUCHUC.

OTMmevanuch ciry4an ayTOMMMYHHBIX 3a00sieBaHuil (Hanpumep, 6os1e3Hb ['peiiBca n ayTOMMMYHHBIN
rernaTuT), BO3HUKABILUX [IPY BOCCTAHOBJIEHUM UMMYHUTETA, OJTHAKO BpEMsI Hayajla pa3BUTUS TaKHX
3a00JIeBaHUN BapbUPOBAIOCH Y Pa3HBIX MMAIMEHTOB U MOIJIO HACTYHATh Yepe3 MHOT'O MECSIIEB II0CIIE
Hayajia Tepanuy ara3aHaBUpPOM.

IleueHouHas HCAOCTAaTOYHOCTD

ATazanaBup MeTabOIN3UPYETCs, INIABHBIM 00pa30oM, B ICUYEHH, IOATOMY Y MAIMEHTOB C IEYEHOYHON
HEJO0CTaTOYHOCTBIO Ipenapar CleIyeT IMPUMEHSITbh C OCTOPOKHOCTBIO M3-3a BO3MOXHOTO
YBEIMYCHUS €r0 KOHIICHTPAIMK B IJIa3Me KpoBH (cM. paszaensl 4.2 u 4.3). He Obuta ycTaHOBICHA
0e3omacHOCTh W 3(PPEKTUBHOCTh TMPUMEHEHHs ara3aHaBUpa y TAIWCHTOB CO 3HAYMMBIMU
COIyTCTBYIOIIMMHU HAPYIICHUSIMH CO CTOPOHBI NIEYEHU. Y MAIMEHTOB C XPOHUYECKUM TenatutoM B
i C, moTydaronmx KOMOMHUPOBAHHYIO aHTUPETPOBHPYCHYIO TEPAITHIO, HAOTIOAACTCS YBETHUCHUE
pPHUCKa pa3BUTHS TSKEIbIX M, BO3MOXKHO, IPUBOSAIIMX K CMEPTEILHOMY HMCXOJy HEXKelaTeNbHbBIX
peakiuii co CTOpPOHBI MeueHU. B ciaydae NPUMEHEHHs] COMYTCTBYIOIIUX MPOTHBOBUPYCHBIX
npemnapaToB i jedeHus remnatuta B nian C Heo0X0uMO U3yYUTh COOTBETCTBYIOIIUE HHCTPYKIIUU
110 MEAUIIUHCKOMY MIPUMEHEHUIO (CM. pazzen 4.8).

VY nanuMeHTOB ¢ paHHEEe JAMAarHOCTHPOBAHHBIMU 3a00JIEBAHUSAMH IEUYEHM, BKIIIOYAs XPOHUUECKUH
aKTUBHBIN T'eMaTUT, IPU KOMOMHUPOBAHHOW aHTUPETPOBUPYCHON TEparuu HapyHICHUS (QyHKIUH
[IEYeHU MOTYT HAOJIOAAThCS Yalle, COCTOSHHE TaKUX NallMEHTOB CJelyeT KOHTPOJIUPOBaTh B
COOTBETCTBUM CO CTaHAAPTHOM IpakTUKOW. [Ipm HamMumm y TakMx ITAMEHTOB IPU3HAKOB
ycyryonenus 3a0osieBaHMsI MEUEHH HEOOXOJMMO PACCMOTPETh BO3MOXKHOCTH IPEpBbIBAHUS WU
MIPEKPALICHUS JICUCHHUS.

IloyeyHass HEIOCTATOYHOCTh

J1y1s maneHToB, He HAXOSAIINXCS Ha TeMOIMan3e, He TpeOyeTcst KOppeKIuu 10361, [l manueHToB
Ha TEMOJHUAIN3€E, PaHEE HE IOJIYYaBUIMX AHTUPETPOBUPYCHOM TEpalUM, aTa3aHABUP HA3HAYAECTCS
TOJIBKO B KOMOWHAIIUU C PUTOHABUPOM.

[TammenTaMm ¢ TSOKEIOM MOYEYHOM HENOCTATOYHOCTHIO, HAXOMAIIMMCS Ha INeMOJUANIM3€ U paHee
MOJYyYaBUIMM AHTUPETPOBUPYCHYIO Tepamnuio, mnpenapar Ata3aHaBup KaHOH mTpUMEHSTH
IIPOTUBOIIOKA3aHO.

I'unepOnnnpyonHemMus

VY manueHToB, TMOJIyYaBIIMX aTa3aHaBUp, OTMEUYAINCh CIy4yaud OOpaTHMOro yBETHYEHUS
CHIBOPOTOYHOM  KOHILIEHTpallMu  HempsiMoro  (cBoOOAHOro) OunupyOHMHA, CBS3aHHOTO  C
unrubuposanuemM YI'T. Crnemyer ydecTb, YTO YBEJIMYEHHE CHIBOPOTOUYHOW aKTUBHOCTH
TpaHCAMHHA3, OTMEYAIONIeecsi MPH TMOBBIIICHHOW CHIBOPOTOYHOW KOHIIEHTpAIMH OWIMpyOuHa y
MAIMEeHTOB, MOJYYalOUINX aTa3aHaBUp, MOKET OBITh BBI3BAHO JAPYTMMH 3a00JIEBAaHUSAMHM, TAKKE
COIPOBOKAAIOIIUMICS THIIEPOUIHpyOMHEMUelH. AJbTEpHATUBHAS AHTUPETPOBUPYCHAS TEpPaIHs
npemnapary AtazaHaBup KaHOH MOXeT ObITh pacCMOTPEHA, €CIIU JKEJITyXa MIIH MOXKEITEHUE CKIIep
SIBIISTIOTCSL HETIPHEMJIEMBIMH TSl TTanmeHTa. CHUKEeHHEe H03bI mpenapata ArtazaHaBup KaHoH He
PEKOMEHAYETCs, TIOCKOIBKY 3TO MOKET IPUBECTH K IMOTEepe TepaneBTHUECKOro 3(peKTa 1 pa3BUTHIO
PE3UCTEHTHOCTH.

HeTr moarocpodHbpIX NaHHBIX O 0€30MaCHOCTH MPUMEHEHHS Yy MAlMEeHTOB, UMEIOIIUX IIUTEIHHO
COXPaHSIOIIYIOCS CBIBOPOTOYHYIO KOHIIEHTPAIMI0 OUIupyOrHa, 6ojiee 4eM B 5 pa3 MPEBBIMIAIOIIYIO
BEPXHIOI IpaHully HopMel (BI'H).

WNHnuHaBHp TakKe MOXKET OBITh IPUYMHON YBEINYEHHS CHIBOPOTOYHON KOHIIEHTPALUH HENPSMOTO
(cBoOOHOTO) OMMMpyOMHA, cBA3aHHOrO ¢ mHrHOHpoBanueM YI'T. [TosToMy ero omHOBpeMEeHHOE
IpUMEHEHHe C mpenaparoM ATazaHaBup KaHoH He peKOMEHIOBaHO.
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(MOCNEQOBATENEHOCTE 0004)

Ymmgenue PO ngtepsana

ArazanaBup MoxeT yUIMHATH PQ u PR mHTepBan y HekoTophlx namueHToB. CieayeT coOnoaarh
OCTOPO’KHOCTh IPH MNPUMEHEHUWU T[penapara y MalUueHTOB C HapyLICHUSIMH CEepJCHYHOMN
npoBoauMocTH (Harpumep, AV 6nokana Il u 111 crenenn). CrneayeTr coO0AaTh OCTOPOKHOCT TIPH
COBMECTHOM NpHMEHEHUHU mpenapata ArtazanaBup Kanon c¢ mpemaparamu, yamuHstommmu PQ
MHTEpBaJl (HapuMep, aTeHOJI0J, JUITHA3EM, BeparaMmul).

Ymmngenue QT unTepBania

Otmeuanuch cinyyan yanuHeHuss QT mHTepBana y HEKOTOPBIX NAllMEHTOB B 3aBUCUMOCTHU OT J103bI
arazaHaBupa. Cieayer coOiogaTh OCTOPOXKHOCTb IPU NMPUMEHEHHWM Ipernapara y HalHUeHTOB C
HapyIIEHUSIMH cepJieuHol npoBoauMocTH (Hampumep, AV 6xokana Il u Il crenenn niam Giokana
nyuyka ['mca), U Ha3zHayaTh €ro TOJBKO B Cllydae, €CJIM IOTEHIMaJIbHAs IOJb3a IMPEBBILIAET
BO3MOXKHBII PUCK OT NpHMEHeHus mnpenapata. Cienyer coOmronaTh 0co0yl0 OCTOPOKHOCTb IIPU
COBMECTHOM IIpUMEHeHuHu npenapara ArtazaHasup KaHoH ¢ npenaparamu, ymmHsoomumu QT
MHTEpBAJI (HApUMep, KIAPUTPOMHIIMH, CAIMETEPOI), a TAaKXKe y MAalUEHTOB ¢ (hakTopaMH pUCKa
(Opamukapaus, BpoxaeHHoe yuinHenre QT nHTepBana, HapyLUeHUs JIEKTPOIUTHOrO OanaHca).

Ko’kHas chIlb

MakynonamnyJsne3Has Chillb, OOBIYHO OT JIETKOW J0 CpEAHEH CTENeHH, MOKET HabII0JaThCsl B TEUCHHE
MEePBbIX 3 HEACNb OT HavaJla Tepary aTa3aHaBUPOM.

OtmeuyeHo Takxke pa3Butue cuHapoMa CruBeHca-/[XKoHCOHA, MyJIbTU(HOPMHON 3SpUTEMBI,
TOKCHYECKOW KOKHOM CHINHU U JIEKAPCTBEHHOMW CHITH C Y03MHOPHIINEH M CUCTEMHON CUMIITOMAaTHKON
(DRESS-cunznpom). IlanumeHTbl A0MKHBI OBITH NPEAYNpPEeXJIEHbl O BO3MOXKHBIX IpPHU3HAKAX U
CUMITOMAax pa3BUTHs chllii. CieayeT TIATeabHO KOHTPOIUPOBATh MOSIBIEHUE MIEPBBIX CUMIITOMOB
KOXKHBIX peakuuil y nanueHToB. [IpuMeHenne npenapaTta J0HKHO OBITh MPEKPAIEHO IPU Pa3BUTUH
TSKEIION CTETIEHU KOKHOM ChIIH.

TmaTenbHBIH KOHTPOJb 32 COCTOSHUEM KOXKHBIX TOKPOBOB TIO3BOJIIET MPOBECTH PAHHIOIO
JUArHOCTHKY W HEMEIJICHHO MPHOCTAHOBHUTH MPHEM IOJIO3PUTEIIEHOTO JIKAPCTBEHHOTO CPEJICTBA.
[TarueHTH, Yy KOTOpBIX paHee OBUIO OTMeueHO pa3BuTue cuHApoma CrTuBeHca-/[)KOHCOHA H
DRESS-cunmpoma, accolmupoBaHHOE C aTa3aHaBHUPOM, HE CIEAyeT MPUMEHATH Ipenapar B
JaJbHEHUIIIEM.

Hedponurnas u xoneanruas

B Xozme mocTperucTpanMoHHBIX HCCIEIOBaHMNA MO O€30MacHOCTH MPHUMEHEHMs aTa3aHaBupa y
BUY-uHpuuupoBaHHBIX MalMEHTOB OTMEYANIUCh Cilydad He(poauTHa3a W/WIM XOJEeIUTHa3a.
HexotopbiM manmeHTaM notpedoBaiach TOCIUTANIN3ALMUS Ul IPOBEJCHUs HEOOXOAUMOM Tepanuy,
y HEKOTOpBIX NAaIMeHTOB HaONI0JaINCh OCJIOXKHEHUS. B HEKOTOpBIX CilydasX pa3BUTHE
He(poJIMTHA3a COMPOBOXKIAIOCH OCTPOM MOYEUHOW HEJOCTATOYHOCTHIO M HApyIIEHHEM pPabOThI
nouek. [lpyu Hanuuuu cumMnToMoB HedpoaUTHA3a U/UIN XOJIEINTHA3a CIIEAYeT BpEMEHHO IIPpepBaTh
TEpaIuIo WU MIOJHOCTHIO IPEKPATUTH IIPUEM IIpernapara.

XpoHnueckas 00JIE3Hb TI0OYEK

B mepuoa mocTperucTpaliMoHHOrO HaOMIo/eHUs ObLTH 3aperHCTPUPOBAHBI CIydau XPOHMYECKOH
6ose3nu nouek y BUY-uHGuUIMpoBaHHBIX MAIMEHTOB, MOJIYYalOIIUX aTa3aHABUP C PUTOHABUPOM
wi 0e3 Hero. B kpymHoMacmiTabHOM, NMPOCHEKTUBHOM, HaOIIOJATEIIbHOM HCCIIEOBaHUM Oblia
MOKa3aHa B3aWMOCBS3b MEX/AY YBEIMYEHHEM YacTOThl Pa3BUTHUSI XPOHUYECKOH OOJIE3HH IMOYEK U
COBOKYITHOM AKCITO3UIMEH aTazaHaBupa + purtoHaBupa y BUYU-uHQUIMPOBAHHBIX MAIMEHTOB C
M3HAYAJIbHO HOPMAJIBHOW pacyeTHOM CKOPOCThI0 KiyOoukoBoil ¢umpTpamuu (pCK®d). Takyro
B3aMIMOCBSI3b HAOJIOJIaM HE3aBHCHMO OT DJKCIO3WIMH TEHO(DOBUpA IU30Mpokcwuia. Tpedyercs
PETYJSIpHBIN KOHTPOJIb (PYHKIIMH [TOYEK Y MAIllMeHTOB Ha MPOTSHKEHUU Tepanuu (cM. paszzaen 4.8).
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OCTEODBATENEHOCTE 0004)

o )
OIHOBpEMEHHEIN IPHUEM C APYTHUMHU JIEKAPCTBEHHEIMUY npenapaQaMI/r

He pexomenayercss oJHOBpeMEHHOE TpuUMeHeHUe Tmpenapara ArtazaHaBup Kanon ¢
amop8acmamuHoM.

[TockonbKy aTazaHaBUp METa0OIM3HPYETCS B OCHOBHOM mocpenctBom m3odepmenta CYP3A4,
OJTHOBPEMEHHOE NpPHUMEHEHHE TMpenapara U JIEKAPCTBEHHBIX Npenapamos, UHOYYUpYIouux
uzogpepmenm CYP3A4, ne pexkomenpayercsi. Hesupanumu, SBISSACh HHIYKTOPOM HU30(EpPMEHTA
CYP3A4, cHwxkaer paedcTtBue ara3aHaBupa. Kpome Toro, mu3-3a yBEJIMYEHHUS CHIBOPOTOYHOMU
KOHIIGHTpAllUd HEBUpAlMHA BO3pPAaCTaeT €ro TOKCUYHOCTh, MOATOMY JaHHAs KOMOMHAIUs HE
PEKOMEHIyETCsl.

KoMOuHMpoBaHHas Tepamusi aTazaHaBUPOM U 3¢pasupeH3om TPUBOAUT K yMEHbBIIECHUIO 3¢ deKTa
aTazaHaBUpa, O3TOMY ee clefyeT uzberartb. Ecnu npuMeHneHnue nanHoil koMOMHAIUMU abCOIIOTHO
HE0OXOUMO, paspeliaeTcss €€ NPHUMEHATh TOJBKO Y TMAaIlMEeHTOB, paHee HE TMOTYYaBIIMX
aHTUpeTpoBUpYyCHYIO Tepanuto. [Ipu aTrom npenapar Atazanasup Kanon 400 mr u puronaBup 200 mr
HA3HAYAIOT B BUJIC OJHOKPATHOMW J03bI BO BpeMs €/1bl, a 3()aBUPECH3 - HATOIIIAK, ITePET CHOM.

OpHoBpeMEeHHOE MpHUMEHEeHUue eopukonasona (200 Mr nBa paza B JIeHb) C KOMOWHanuen
aTa3aHaBUP+PUTOHABUD Y MAIMEHTOB C KaK MHHUMYM OJHHUM (YHKIMOHAJIBHBIM alIelieM
nzopepmerta CYP2C19 npuBoanio K CHIXKEHUIO KOHIIGHTPAIMii BOPUKOHA30J1a M aTa3aHaBHUpa B
miasmMe KpoBu. OJHOBpEeMEHHOE NpUMEHEHHE BopuKoHaszona (200 mr naBa pa3a B JCHB) C
KOMOMHAIMEW aTa3aHaBUPTPUTOHABUD Yy MalMEHTOB 0e3 (YHKIMOHAIBHOTO ajiens u3opepMeHTa
CYP2C19 npuBoauio K NOBBIIIEHUIO KOHIIEHTPALMil BOPUKOHA30JIa U CHUKEHUIO KOHLEHTPALUU
aTazaHaBupa B I1a3Me KpoBu. OJHOBpEMEHHOE NPUMEHEHHE BOPHUKOHA30Ja W KOMOWHAIUU
npenapaT AtazaHaBup KaHOH+pUTOHaBUDP HE PEKOMEHAYETCS, 3a UCKIIIOUEHUEM TEX CIIydaeB, KOIaa
MOTEHIIMAJIbHAs TMOJb3a MPUMEHEHHs] BOPUKOHA30Jla MpeBbIIIaeT puck. [Ipu mprMeHeHuH Takoun
KOMOMHHPOBAaHHOW Tepanuu HEOOXOAMMO MPOBOAMTH TIIATEIbHBI KOHTPOJIb BO3HMKHOBEHMS
HE)XeJaTeNIbHbIX peakiuil Mpy NPUMEHEHUH BOPHUKOHA30J1a, a Takke 3(p(PEeKTHBHOCTH BOPUKOHA30JI1a
U aTa3aHaBUPA, KOTOPask MOXKET CHUXKATHCSI.

Cunoenaghun, maoanagun, éapoenagun: Ipyu 0THOBPEMEHHOM PUMEHEHUU HHTHOUTOPOB IPOTEA3bI
BUY ¢ wunruburopamu @D/3-5, wmerabonusupyomumucis uzopepmentom CYP3A4 wu
MPUMEHSEMBIMH Ul JIEYCHUs] SPEKTHIIBHOW AUCPYHKIMH, BO3MOKHO 3HAYMTEIbHOE YBEJINYECHUE
CBIBOPOTOUHBIX KOHIEHTpauuid uHruoutopoB ®JI9-5 u ycuneHue uX HeXeNaTeNbHBIX pPEaKINi,
CBs3aHHBIX ¢ BiausHUEeM DJID-5 (Hanpumep, apTepuanbHas T'MIIOTEH3Ms, NPUANN3M, HapylIeHUe
3peHus).

[Ipumenenne komOuHammMu npenapat Ata3aHaBup KaHOH+pUTOHAaBUD OJHOBPEMEHHO C
¢ryTHKa30HA TPOITMOHATOM WIJIH APYTUMH TIIFOKOKOPTUKOCTEPOUIaMHU, METa0OIM3UPYIOIIMHUCS
nzopepmentom CYP3A4, He pPEKOMEHIOBAaHO M BO3MOXHO TOJBKO B TOM CIllydyae, €cliu
MOTEHIMAIbHAS TI0JTh3a TePAITHH IMPEBBIIIAET PICK CUCTEMHBIX AP PEKTOB TITFOKOKOPTHKOCTEPOUIOB,
BKIOYass cuHapoM Muenko-Kymmnra w mnopaBneHue (QYHKIMHM KOpbl HaJamoyeuyHUKoB. [lpu
HEOOXOJMMOCTH TIpHeMa TIIOKOKOPTHKOCTEPOHIOB PEKOMEHIYEeTCS MpHEeM IMperaparoB, HE
apistoruxcs cyocrpatamu nzopepmenta CYP3A4 (Gexnomerason).

OnHOBpeMEHHOE MPUMEHEHUE caimemepoaa v npenapara AtazanaBup KaHoH HE peKOMEH0BaHO B
BH/ly TOBBIIIEHHOTO PUCKA PA3BUTHUSI HEXKEIATEIbHBIX PEAKIIMI CO CTOPOHBI CEPAECUHO-COCYAUCTOM
CUCTEMBI, CBOMCTBEHHBIX CAIMETEPOITY.

Bo Bpems nedenus npenaparom AtazaHaBup KaHOH He peKOMEHIyeTCsl OJTHOBPEMEHHOE Ha3HAUYEHUE
uH2UOUMOpPO8 NpPomoHHoU nomnsl. VIX Ha3HA4YalOT TOJIBKO B TOM Cllydae, €ClId UX IpPHUMEHEHHe
ABNSIETCA 00s3aTeNIbHBIM. PexkoMeHayeTcs TINATeNbHBI KIMHUYECKMH MOHUTOPHHI COCTOSHUS
MaleHTa U MpUMEeHEeHHe KoMOnHanmu nipenapatr ArazanaBup Kanon 400 mr+puronasup 100 mr ¢
omenpazonom B MaKCUMalbHOU J103¢ 20 MI OMH pa3 B AE€Hb (WM IPYI'MM IpernapaToM U3 rPyIIbI
MHTHOUTOPOB MPOTOHHOM TIOMIBI B HKBUBAJIEHTHOW 103e). He pexomeHnmyercs NpUMEHSTH
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oMemnpasoli B 103e 6osee 20 Mr B AeHb (WM APYTOn enaDaﬂELFP%M%%J&HB%E[;I-lt_)al”[lz);{ll—:ll%.ll;l

TTOMITBI B 9KBUBAJICHTHOU J103€).

OI[HOBpeMCHHoe IIPUMEHCHUEC aTazaHaBHpa ¢ TOPMOHAJIbHBIMH KOHTPpAaUCIITUBAMH HUJIM OPaJIbHBIMU
KOHTpaUCUTUBHBIMHA CPCACTBAMH, COACPNKAIUMU IMPOreCTarCHbl, OTJIMYHLBIC OT HOPréCTuMara ujin
HOPS3TUHAPOHA, HC N3YYaJIOCh U ITO3TOMY HE PEKOMCHAOBAHO.

IloHmxeHHAs KUCIOTHOCTD KECIYAOYHOI'O COKa (HOBBIH_IGHI/IG 3Ha4YCHHUA DH KEITYJO0YHOI'O COKa)

CBIBOpOTOLIHaH KOHLOCHTpanusa aTa3daHaBUpa MOXKCT CHHIXXATbCA IPHU YBCIWMYCHHU 3HAUCHUA pH
JKCJIIYJOYHOI'O COKa HE3aBUCHUMO OT IIPUYMH, BBI3BABHIUX 3TO YBCINYCHHC.

OcteoHekpo3

HecMmoTps Ha TO, YTO 3THOJIOTHS OCTEOHEKPO3a CUUTACTCA MHOTO(AKTOPHOH (BKITIOYast IPUMEHEHHE
KOPTHKOCTEPOUIOB, NMPUEM AJIKOTOJIS, TSKETYI0 MMMYHOCYIIPECCHIO, YBETMUEHUE WHJEKCA MacChl
TeJna), CIydyad OCTEOHEKPO3a OCOOCHHO YacTO BCTPEUYAIHCHh Y MAIMEHTOB C TMO3JHUMHU CTaAUSIMU
BUY-undexun n/unm Ha GoHE NIUTEILHON IKCIO3UIIMN KOMOMHUPOBAHHON aHTUPETPOBUPYCHON
teparuu  (KAPT). IlamuentoB criemyeT npeaynpeauTb O HEOOXOAMMOCTH oOOpamieHus 3a
MEIUIIMHCKOW TMOMOIIBIO MPU Pa3BUTHUM TaKUX MPHU3HAKOB, Kak OOJb W JIOMOTa B CyCTaBax,
CKOBAaHHOCTD WJIM 3aTPYAHCHUC IIBI/I)KGHI/Iﬁ B CyCTaBax.

BcnomMorarenbHbIe BENIECTBA

Jlakmosa

JlaHHBIN JIEKapCTBEHHBIN IpernapaT He cleAyeT MPUHUMATh MAlMeHTaM C PEIKO BCTpeyarolieiics
HACJEACTBEHHON  HEMEPEHOCHMOCTBIO  TajakTO3bl, JIAKTA3HOW  HEJAOCTAaTOYHOCTBIO WM
[IFOKO30-TaJIaKTO3HOM MaJibaOCOpOIIUEH.

Hampuu

JlaHHBIN JIeKapCTBEHHBIN Mpenapar coAep UT MeHee 1| MMonb (23 Mr) HaTpus B MaKCHUMalbHOM
pasoBoii no3e npenapara AtazanaBup Kanon 400 mr, TO €CTh, MO CyTH, «HE COICPKUT HATPHS.

E€TU
bezonacrnocmob

ITpoduis 6e30macHOCTH aTazaHaBHUpa y JIeTel ¢ Maccoif Tesa 35 Kr 1 BbIlIE COMOCTaBUM C TAKOBBIM
Y B3pOCIIBIX MAIl[UEHTOB.

beccumnromHoe ymmHeHne uHTepBana PR y neteit m mogpocTKOB perucTpupoBaiy yaile, 4YeM y
B3POCIIBIX.

Y nereii u MOAPOCTKOB peructpupoBanu Oeccumntomuyto AV Onokamy I u Il cremenu (cwm.
pasznen 4.8). CnemyeT coO0aTh OCTOPOKHOCTh TPH TMPUMEHEHHH TIPErapaToB, CIIOCOOHBIX
BbI3bIBATh y/uiMHeHUE uHTepBana QT. ¥V nerell m moJpOCTKOB C paHee IUAarHOCTUPOBAHHBIMU
HapyuieHusiMu cepaeuHoil npoBoaumoctu (II unu Gonee Bwicokas cteneHb AV Onokaabl Win
Omokazpl HOKeK mydka ['nca) mpenapar AtazanaBup KaHOH ciieqyeT MpUMEHSTh C OCTOPOKHOCTHIO
Y TOJIbKO B TOM CJIy4ae, €CJIM 10Jib3a MpeBbIaeT puck. PekoMeH10BaH KOHTPOJb GYHKIINH CepAlla,
UCXOS M3 KIMHUYECKUX MPOSBICHU (HampuMmep, Opagukapans).

Ippexmusnocmo

ATazaHaBUp+pUTOHaBHp OblT HEI()(HEKTUBEH MPOTUB BUPYCHBIX IITAMMOB C MHOTOYMCICHHBIMU
MYTalUSIMH PE3UCTEHTHOCTH.
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4.5. B3aumojeiicTBHe ¢ JAPYTHMH JIeKapCTBeHHBLIMH hipenabarai w  Sipyiue” ik

B3aMMOJelCTBHSA

[Ipy ogHOBpeMEHHOM MPHUMEHEHUM AaTa3aHaBUpa M PUTOHABHUpa MNPOPHIb METabOIHMYECKOTo
B3aMMOJICHCTBUS JICKAPCTBEHHBIX CPEJCTB JUIsl PUTOHABHpPA MOXKET Mpeo0IaiaTh, MOCKOJIBKY
pUTOHABHUP ABJISIETCS OoJiee MOIIHBIM HHTHONTOpOM n3ohepmenta CYP3 A4, yem arazaHnaBup.
[lepen ©HawasioM Tepamuu mpenaparoM ArazaHaBup KaHOH W PUTOHABUPOM HEOOXOAMMO
03HAKOMUTbCSI ¢ O0IIEH XapaKTepUCTUKOM JIEKapCTBEHHOTO Mpernapara Jjisl puTOHaBUpA.

ATazaHaBup MeTaboiu3upyercs B medeHu mnocpeactsoM msopepmenta CYP3A4. On nonammser
m3odepmenT CYP3A4. Takum 00pa3om, MPOTUBOMOKA3aHO NMPUMEHEHHE IperapaTa ATa3aHaBUD
KaHoH C JleKapCTBEHHBIMHU TIperapaTraMu, SBISIOIUMUCS cyOoctpatamu nzopepmenta CYP3A4 u
UMEIOLIUMH y3KUH TEparneBTUYECKUN WHICKC: KBETHANMH, Jypa3uIoH, an]y303HH, acCTEMHU3OII,
tepdenaanH, nU3anpui, NUMO3WA, XHUHUIWH, OCMpUAWI, TpHa3ojaM, MpernapataMu IS MpueMa
BHYTpb — MHJa30j1aM, JOMUTANUA U aJIKaJIOUAbl CIIOPHIHBM, B OCOOCHHOCTH C SPrOTAMHHOM H
JTUTHAPOIPTrOTaMUHOM (CcM. pazaen 4.3).

OnHoBpeMeHHOE IpUMEHeHHe npenapata ATta3aHaBup KaHoH ¢ mpemaparamu, colepiKalluMu
rpa3onpeBup, BKIOYas KOMOMHHMpPOBAHHBIE TMpemapartsl ¢  (PUKCHUPOBAaHHBIMH  J03aMHU
anbacBUpa+TPa3oNpeBrpa, MPOTHBOMOKA3aHO HM3-3a IMOBBIIICHUS KOHIIEHTPALUH Tpa3olnpeBHpa U
3H6aCBI/Ipa B IIa3MC KPOBU U MOTCHLHUAJIBHOTI'O YBCIIMYCHUSA PHCKA MOBBIMICHUS CI)IBOpOTO‘-IHOI\/JI
aKTHBHOCTH ajaHuHaMuHOTpaHc(epasbl (AJIT), cBI3aHHOrO C MOBBILICHHBIMU KOHICHTPALMSIMH
rpazonpesupa (cm. pasaen 4.3). OnHOBpeMeHHOE NpuMeHeHue npenapara Ata3zaHaBup KaHoH c
KOMOMHHPOBaHHBIMHU IpenapaTaMu ¢ (UKCHPOBAaHHBIMHU JI03aMH TJIEKalpeBHpa+muOpeHTacBUpa
IMPOTHUBOIIOKA3aHO B CBA3M C IOTCHHHUAJIBHBIM YBCIMYCHHUEM PHCKA ITOBBINICHUA CI)IBOpOTO‘-IHOI\/JI
akTuBHOCTH AJIT W3-3a 3HAYMTENFHOTO YBEIWYEHHsSI KOHIIGHTpAIMK TJeKalpeBupa |
nuOpeHTacBupa B 11a3Me KpoBu (cM. pazzaen 4.3).

Jpyrue B3auMoaeCTBUS

BzanMopeicTBIsI aTa3aHaBUpa U JPYTUX JIEKAPCTBEHHBIX MPETIAPaTOB MEPEUHCICHBI B TA0IHIIE HUKE
(yBenM4eHHe yKa3aHo Kak «1», CHUKEHHE — KaK «|», OTCYTCTBUE U3MEHEHHUH — KaK ««>»).

[Ipn Hammuuu B ckoOkax ykasbiBatoTcs 90% noBepurenvHble uHTepBanbl ([IW). MccnenoBanus,
ykazaHHble B Tabnuie 2, npoBOJWIN C YHaCTHEM 30POBBIX J0OPOBOJIBLIEB, €CIIU HE YKAa3aHO HHOE.
CToUT OTMETHTH, YTO MHOTHE WCCIIEIOBAaHUS TPOBOAWIM C TIPUMEHEHHEM HEYCHJICHHOTO
aTa3aHaBHpa, TO €CTh HE B PEKOMEHI0BAaHHOM peXMMe PUMEHEHHUs aTa3aHaBupa (cM. pazaen 4.4).

Tabnuua 2: BzaumoeiicTBue arazaHaBipa ¢ IpyruMu JIEKapCTBEHHBIMHU ITperapaTaMu

JlekapcTBeHHbIE IpenapaThbl Mo
00J1aCTH TepaneBTHYECKOro
NpUMeHEeHUsl
MPEMNAPATHBI JUISA JIEYEHUS BUPYCHOI'O 'EITATUTA C
["pasonpesup 200 Mr o/uH pa3 B AUC atazanaBupa: 143% (130% 157%)
cyTku (arazaHasup 300 mr+ MaxcumanbHast KOHIEHTPAIUS (Cmax)

PexoMeHnaanum OTHOCUTEIbHO

B3aumoneiicrBue
O/THOBPEMEHHOT0 MPUMEHeHUsI

ORHOBpEMEHHOE ITPUMEHEHHE
aTazaHaBupa u dnbacBupa+t

putonasup 100 Mr oquH pas3 B
CYTKH)

aTa3zaHaBHpa B Ia3Me kposu: 112%
(11% 124%)

MunnmanpHass KOHIEHTPAIHS (Crin)
aTa3aHaBHpa B Ia3Me kposu: 123%
(113% 1134%)

IAUC rpaszompesupa: 1958% (1678%
11339%)

Crnax Tpasonpesup: 1524% (1342%
1781%)

Chnin Tpazomnpenupa: 11064% (1696%
11602%)

Konuenrpauuu rpazomnpesupa B

COIMYTCTBYIOUIEM NPHUMCHCHUN

BHAYUTEIIHLHOM CTCIICHU HOBBIIIAINCH npu

rpa3onpeBUpa NpOTUBOIIOKA3aHO
13-3a CyLIECTBEHHOTO MOBBIILICHHS
KOHLIEHTpallui Irpa3onpeBupa B
MJ1a3Me KPOBH U CBSI3aHHOIO C
STUM NOTEHHUAILHOTO
YBEIMUYEHUS PUCKA TOBBIILICHUS
akTuBHOCTH AJIT B ruiasme kpoBu
(cm. paznen 4.3).
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aTazaHaBHpa + PUTOHABHpA.

COOTBETCTBYET 3KCNEPTHOMY OTYETY
o1 11.03.2026 N2 4804
OCREAOBATERBHOC TS 0004

OnbacBup 50 Mr 0JMH pa3 B CyTKH
(atazanaBup 300 mr+
putoHasup 100 Mr oguH pa3 B CyTKH)

IAUC arazanaBupa: 17% (2% 117%)
Crmax aTazanasupa: 12% ({4% 18%)

Chin aTazanasupa: 115% (12% 129%)
IAUC an6acsupa: 1376% (1307% 1456%)
Crnax 2510acBupa: 1315% (1246% 1397%)
Chin 210acBupa: 1545% (1451% 1654%)
Konientparuu 316acBUpa MOBBIIAINCH
[PU COMYTCTBYIOIEM MPUMECHEHUN
aTasaHaBHpatpUTOHABHUPA.

Codocoysup 400 mr+
Bennaracsup 100 mr+
BokcranpeBup 100 Mr ogHOKpaTHO*
(arazanaBup 300 mr+
putoHasup 100 Mr oguH pa3 B CyTKH)

IAUC cococOysupa: 140% (125% 157%)
Crmax codocoysupa: 129% (19% 152%)
IAUC BemmaTacsupa: 193% (158% 1136%)
Crmax BemmaTacBupa: 129% (17% 156%)
IAUC Bokcunamnpesupa: 1331% (1276%
1393%)

Cmax BoKcunnamnpeBupa: 1342% (1265%
1435%)

* OTCyTCTBHUE I'PaHUIL
(hapMaKOKHHETUYECKOTO B3aMMOACHCTBHS
70-143%

BriustHIEe Ha SKCIO3UIIMIO aTa3aHaBUPA U
[PUTOHABHpPA HE H3Y9alIOCh.

OxugaeMoe: <> aTa3aHaBUP; <> PUTOHABUD
IMexaHu3M B3aUMOAECHUCTBUS MEXAY
aTa3’aHaBUPOMtTPUTOHABHPOM U
co(hocOyBHUpOM-+BeENIaTACBUPOM+BOKCHIIAIT
[PEBHPOM 3aKITIOYACTCSI B MHTMOMPOBAHUHU
OATP1B, P-gp u m3opepmenta CYP3A.

O>KHIaeTCsl, 4TO OHOBPEMEHHOE
MpUMEHEHHE aTa3aHaBHpPa C
npernapaTaMy, COACPIKAIIMHI
BOKCHJIAIIPEBHD, YBEIHIUT
KOHLICHTPALIMIO BOKCUIIANIPEBHUPA.
OnHOBpEMEHHOE ITPUMEHEHHE
aTazaHaBHpa U IPeNaparos,
COZIepKaIIX BOKCUIIAIIPEBUP, HE
[PEKOMEH/IOBAHO.

I'nexanpesup, 300 mr+
nuopenTacsup 120 mr onuH pa3 B
cyTkH (aTtazanaBup, 300 mr+
putoHaBup 100 Mr oguH pas B
cyTkHA™)

IAUC raexanpesupa: 1553% (1424%
1714%)

Crnax THeKanpeBupa: 1306% (1215%
1423%)

Chin TiiekanpeBupa: T1330% (1885%
11970%)

IAUC nubpenTacsupa: 164% (148% 182%)
Cmax mOpenTacBupa: 129% (115% 145%)
Chin ubpenTacBupa: 1129% (195%
1168%)

* CooO1iaercst 0 BIMSHUM aTa3aHaBUupa U
[PUTOHABHMpPA Ha NEPBYIO 03y

ryeKanpeBupa 1 MMOpeHTacBHpA.

OnHOBpEMEHHOE ITPUMEHEHHE
aTazaHaBUpA C
TJIeKanpeBUPOM-+ITHOPEHTACBUPOM
MIPOTHUBOIIOKA3aHO B CBSI3U C
MOTEHINATIBHBIM YBEJINUCHHEM
[PHICKa TTOBBIIICHHS] aKTHBHOCTH
AJIT B mna3Me KpoBH H3-3a
3HAYNTEIHHOTO YBEINICHHS
CHIBOPOTOYHBIX KOHICHTPAIMH
TJIeKanpeBUpa U MUOpEeHTacBUpa
(cm. paznen 4.3).

AHTUPETPOBUPYCHBIE ITPEITAPATHI

Hneubumopuvl npomeasvi: OGHOBPEMEHHOE IPUMEHEHNE aTa3aHaBUpa+pPUTOHABUPA U JPYTHX HHTHOUTOPOB IIPOTEa3bl
HE M3y4aJ0Ch, OTHAKO 0’KUAAETCS MOBBIIMICHNE SKCIO3UIINN APYTHX HHIHOUTOPOB MPOTEA3bl MIPH TAKOM MPHUMEHEHHH.
Takum 06pazom, 10100HOE OTHOBPEMEHHOE MPUMEHEHHNE He PEKOMEH Ty eTCs.

IPutonaBup 100 Mr onuH pa3 B CyTKH
(arazanaBup 300 Mr onuH pa3 B
CYTKH).

MccnenoBanus, NpOBEIECHHBIE C
yaactueM BUY-nndumpoBaHHEIX
MallMEeHTOB.

IAUC arazanasupa: 1250% (1144%
1403%)*

Crmax atazanasupa: 1120% (156% 1211%)*
Chin aTazanasupa: 1713% (1359%
11339%)*

* B KOMOMHNPOBaHHOM aHaJIN3e
aTazanaBup, 300 mr 1 putonasup, 100 mr
(n=33) cpaBHHMBAJIH C aTa3aHABUPOM B J[03€
400 mr 6e3 puroHaBupa (n=28).
IMexaHu3M B3aMMOIEUCTBUS MEXKITY
aTa3aHaBHPOM U PUTOHABUPOM
BakJrouaeTcs B MoaBjIeHUH u3odepMenTa
CYP3AA4.

PutonaBup B no3e 100 Mr oguH pa3
B CYTKH IPUMEHSIIOT JJIsl yCUIICHUS
(hapMaKOKMHETHKH aTa3aHaBUpA.

MHauHaBup

WuauHaBUp CBS3aH C Pa3BUTHEM HENIPSIMOM
HEKOHBIOTMPOBAHHOU
runepOonIMpyOnHEMHUH U3-3a OaBIICHUS

OIHOBpEMEHHOE MPUMEHEHHE
aTa3aHaBHpPa U MHIMHABHPA HE
€KOMEHI0BaHO (cM. pasaen 4.4).
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\Hykneozuonvle/HykieomuodHsle uneubumopul oopamuou mpanckpunmasei (HUOT)

UlamuBynuH 150 Mr 1Ba pasza B CyTKU
+3unoByauH 300 Mr aBa pa3a B CyTKU
(aTazanaBup 400 Mr ouH pa3 B
CYTKN)

3HAYNMOE BIMSHHE HA KOHIICHTPAI[HH
ITaMUBY/IMHA U 3UIOBYIHHA HE
Ha0IF01a710Ch.

Mcxons u3 npeacTaBlIeHHbBIX
NTAaHHBIX U BBUIlYy TOT'O, YTO
[PUTOHABUP €/1BA JIU OKA3bIBACT
3HAYUMOE BO3JEHUCTBUE HA
(apmakokunetnky HUOT,
OJHOBPEMEHHOE IPUMEHEHUE
TaHHBIX MPENapaToB U aTa3aHaBHPa
BpSIJL M NPUBEAET K 3HAYUTEIILHOMY
M3MEHEHHIO DKCTIO3UIUHI
0THOBPEMEHHO NPUMEHIEMBIX
NIEKapCTBEHHBIX MPENApaToB.

|AGakaBHUp

He oxxumaercsi, 4T0 0OTHOBPEMEHHOE
npuMeHeHne abakaBupa v aTa3aHaBupa
MPUBCIACT K 3HAYUTCIIbHOMY IMOBBIIICHUIO
PKCIIO3UIIMU abakaBHpa.

Tunanozun 200 mr (OydepHbie
rabneTku)+craByaun 40 mr, 06a
onHOKpaTHO (artazanaBup 400 mr,
OJIHOKpAaTHas 7103a)

IATa3aHaBHp, OJJHOBPEMEHHOE TPUMEHEHHE
c nunano3ud (ddl) + craBynun (d4T)
(HaTOMIAK)

IAUC arazanasupa: | 87% (| 92% | 79%)
Crmax aTazanaBupa: | 89% (| 94% | 82%)
Cnmin aTa3araBupa: | 84% (| 90% | 73%)
|AtazaHaBup depes 1 4 mocne ddl + d4T
(HaTOIIAK)

IAUC atazanaBupa: «>3% (|36% 167%)
Crmax aTazanasupa: 112% (133% 118%)
Chin aTazanaBupa: «<>3% ({39% 173%)
KoHueHTpaly aTa3aHaBUpa 3aMETHO
CHIYKAJIHMCh NP OJJHOBPEMEHHOM
MpUMEHEeHNUU Aunano3uHa (0ydepHbie
raOJIeTKH) ¥ CTaByuHa. MeXaHnu3m
B3aUMO/ICHCTBUSI 3aKJIF0YAETCS B CHUYKEHUN
[PACTBOPUMOCTH aTa3aHaBHpPA C
yBenmueHueM pH, cBsi3aHHOM ¢
MPUCYTCTBUEM aHTAIIUIHOTO CPEJICTBA B
Oy(hepHBIX TableTKaxX AUJAaHO3HHA.
3HaYMMOE BIMSTHHE Ha KOHIICHTPAITUH
TMTaHO3WHA M CTaBYJMHA HE OTMEYAJIOCh.

J[MnaHO3UH cleAyeT NIPUMEHSTh
HaTOIIAK Yepe3 2 yaca Mocie
[IPYMEHEHUS aTa3aHaBUpPA C MUIICH.
He oxupnaeTcs, 4T0 OTHOBPEMEHHOE
MpUMEHEHHE CTaByANHA
aTa3aHaBHpa MPUBEICT K
3HAYUTEIIFHOMY ITOBBIIICHUIO
PKCIIO3UIINHU CTABYIUHA.

Tunanoszus 400 Mr (Karcyisl
KUIIEYHOPACTBOPUMBIE) OJHOKPATHO
(aTazanaBup, 300 Mr ouH pa3 B
CyTKH ¢ puToHaBupoM, 100 mMr oquH
pa3 B CyTKH)

JTuaaHo3MH (C IHIIEH)

IAUC nunanosuna: [34% (141% |27%)
Crnax tuaano3una: [ 38% (148% |26%)
Chnin IugaHo3uHa: 125% (/8% 169%)
3Ha‘-II/IMoe BJIMIHUEC HA KOHLCHTPAIIUU IIpHU
MPUMEHCHUN NTUJIAHO3WHA B
KHAIIIEYHOPACTBOPUMOH popme He
3aperuCTPUPOBAHO, OJTHAKO, IPUMECHEHHUE C
MUIIEH CHUYKAIO0 KOHICHTPAIHU
TMTaHO3HHA.

Tenodosupa auzonpokcuna pymapar
300 Mr onuH pa3 B CyTKH
(arazanaBup 300 Mr oIMH pa3 B CyTKH
u putoHaBup 100 mMT ontMH pa3 B
CYTKN)

300 Mr TeHO(OBHpa TU3OTIPOKCHIIA
(hymapara 3KBUBaJICHTHO 245 MT
TeHO(OBHpa TU3OTPOKCHTIA.
IMccrnenoBanus, MPOBEJEHHBIE C
yaactueM BUY-nndumpoBaHHBIX
MalUEeHTOB.

IAUC ata3zanaBupa: [22% (135% [6%)*
Crmax atazanasupa: | 16% (}30% —0%)*
Chmin aTazanaBupa: [23% (143% 12%)*

* B KOMOMHHPOBAaHHOM aHAJIH3E
HECKOJIbKUX KIIMHUYECKUX HCCIIEI0BaHUM
aTazaHaBup+puroHasup, 300+100 mr,
MpUMeHsieMble C TEHO(POBHpa
imn3onpokcuia pymaparom B go3ze 300 mr
(n = 39), cpaBHUBaN ¢ KOMOMHAIHEH
aTasza”aBup-+putoHaBup, 300+100 mr
(n=33).

D¢ deKTUBHOCTH aTa3aHaBHpa+pUTOHABHPA
B KOMOMHALMK C TEHO(OBUpA
m3onpokcmiia pymMaparom y nanueHToB,

[Tpn ogHOBPEMEHHOM IPUMEHEHUH
TeHO(OBHpa JU30IPOKCHIIA
(ymapaTa 1 aTazaHaBHpa
[pEKOMeHIyeTcsl, 9TOOBI aTa3aHaBUP
300 Mr MpUMEHSUTH C PUTOHABUPOM
100 Mr 1 TeHOOBHpA
mu3zonpokcuia pymaparom 300 mMr
(BCE OJTHOKPATHO C TUIIIEH).
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MOKa3aHa B KIIMHUYECKOM HCCIIEI0BaHUH
045 1 y nanueHToB, paHee He MOJy4aBIIuX
nmedenus, B ucciuenoBanuu 138 (cMm.
paznens: 4.8 u 5.1).

MexaHn3M B3aUMOJIEUCTBUS MEXIY
aTa3aHaBUPOM M TeHO(OBHpa
Imi30npoKcHiIa yMapaToM HEM3BECTEH.

TenodoBupa AU30mMpoKCcHIa pymapar
300 Mr oiMH pa3 B CYyTKU
(atazanaBup 300 MT OIMH pa3 B CyTKH
1 putoHaBup 100 MT ontMH pa3 B
CYTKN)

300 mMr TeHO(OBUpA TU30NPOKCHIIA
(bymapaTa SKBHBaJIEHTHO 245 Mr
reHo(OBUpa AUZONPOKCHIIA.

IAUC TerOopOBHpa AU30IIPOKCHIIA
ymapara: 137% (130% 145%)

Crnax TEHO(OBHpA TU30TIPOKCHIIA
ymapara: 134% (120% 151%)

Crnin TCHO(OBHpPA TU30MPOKCHIA (yMapara:
129% (121% 136%)

[TanneHTs! JOHKHBI HAXOAUTHCS
0] IPUCTAINBHBIM HAOIIOICHNEM Hal
CITydall pa3BUTHS HEXKENATECIbHBIX
peaKIyii, BKIIFOYasi HApyIIEHHUS CO
CTOPOHBI TIOYEK, ITPH IPHUMEHEHUH
TeHO(OBHpa JU30IPOKCHIIA

(bymapara.

\Hernyxkneozuonvie uneubumopst oopamuoi mpanckpunmaszol (HHUOT)

D¢asupens 600 Mr ouH pa3 B CyTKH
(atazanaBup 400 Mr oJIMH pa3 B CyTKH
c putoHaBupoM 100 Mr onuH pa3 B
CYTKH)

IATazaHaBup (TIOCIIE MOIYAHS): TPUMEHSIICS
C muIei

IAUC atazanaBupa: «>0% (19% 110%)*
Crmax aTazanasupa: 117% (18% 127%)*
Chnin aTazanaBupa: [42% (151% [31%)*

OnHOBpEMEHHOE ITPUMEHEHHE
bdaBupeH3a 1 aTazaHaBUpa HE
[pekoMeHI0BaHo (cM. paznen 4.4).

Ddasupens 600 Mr ouH pa3 B CyTKH
(atazanaBup 400 MT OZIMH pa3 B CyTKH
c puroHaBupoM 200 Mr ouH pa3 B
CYTKH)

|ATazaHaBHp (ITOCTIE MOy THS): TPUMEHSIICS
C IHIIEH

IAUC atazanaBupa: «>6% (|10%
126%)*/**

Crmax aTazanaBupa: <>9% (5% 126%)*/**
Chin aTa3anaBupa: «>12% (| 16%
149%)*/**

*IIpU CPaBHEHUH C aTa3aHABUPOM

300 mr+putonasupom, 100 Mr oguH pa3 B
CYTKH BeuepoM 0e3 adaBupeH3a.
Cramkenune Cpin aTa3aHABAPA MOXKET
OTPHIIATEIFHO CKA3aThCs Ha

b dhexTuBHOCTH aTazaHaBupa. MexaHH3M
B3anMOJICHCTBHS d(paBUpeH3a+aTa3aHaBUpPa
COCTOHT B HHAYKIWHU H30(epMeHTa
CYP3A4.

** Ha oCHOBaHWH CpaBHEHHS C
[OJTy4eHHBIMHU paHee JaHHBIMH.

IHeBupanuu 200 Mr 1Ba pa3a B IeHb
(atazanaBup 400 MT OZIMH pa3 B CyTKH
c putoHaBupoM 100 Mr onuH pa3 B
CYTKN)

MccnenoBanme, IpoOBEIEHHOE C
yaactueM BUY-nndumpoBaHHEIX
MaleHTOB

IAUC meupanuHa: 126% (117% 136%)
Cmax HeBUpamnuHa: 121% (111% 132%)
Chnin HEBUpanuHa: 135% (125% 147%)
IAUC atazanaBupa: [ 19% (]35% 12%)*
Crax aTazanaBupa: <—2% (| 15% 124%)*
Cmin aTazanasupa: [59% (1 73% [40%)*
*I1o cpaBHEeHHIO ¢ arazaHaBupoM 300 MT U
puToHaBupoM, 100 mMr Ge3 HeBHpanuHa.
CHmxenue Cuin aTa3aHaBHPa MOXKET
OTPHIATEIIFHO CKa3aThCs Ha

B deKTUBHOCTH aTazaHaBUpA.
IMexaHu3M pa3BUTHs B3aUMOICUCTBUS
HEBUpANHA+aTa3aHABHPa COCTOUT B
mHayKin n3odgepmenta CYP3A4.

OmHOBpEMEHHOE NTPUMEHEHHE
HEBMpAIMHA U aTa3aHaBUpa He
[pekoMeHI0BaHO (cM. paznen 4.4).

Hneubumopsi unmezpasvl

Panrerpasup 400 Mr 1Ba pa3a B CyTKH
(aTa3aHaBUp+PUTOHABHP)

AUC panrerpasupa: 141%

Chmax panrerpasupa: 124%

Ci24 panrerpasupa: 177%

IMexaHH3M 3aKJII0YaeTCs B [0/IaBJICHUH
UGTI1AL.

J11s1 panTerpaBupa K3MEHEHHS 10361
He TpeOyeTcsl.

AHTUBNOTHUKHU

Knaputpomunus 500 mr aBa pasa B

|AUC kinaputpomunuHa: 194% (175%

|HCBO3MO)KHO AaTh pCKOMCHAAINHU
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CYTKH
(aTazanaBup 400 Mr oiMH pa3 B
CYTKN)

1116%)

MOC R SRR RG 0004

Crnax Kaputpomutimaa: 150% (132%
171%)

Chnin K1aputpomuisa: 1160% (1135%
1188%)

14-OH knaputpoMuiua

IAUC 14-OH xnaputpomunusa: |70%
(174% [66%)

Crmax 14-OH xmaputpomunmna: |[72%
(176% [67%)

Cmin 14-OH xnaputpomunusa: |62%
(166% |58%)

IAUC arazanasupa: 128% (116% 143%)
Cmax aTazanaBupa: «>6% (]7% 120%)
Chin aTa3a"aBupa: 191% (166% 1121%)
CHIDKEHHE JTO3bI KIAPUTPOMHULIHA MOXKET
MPUBOAMTH K CyOTEpaneBTUYECKIM
koHeHTpauusaM 14-OH kinaputpomMuiuHa.
IMexaHU3M B3aUMOAECHCTBUS

KJIAPUTPOMHUIIIHA + aTa3aHaBHUpPa COCTOUT B
momaBneHun m3odepmenta CYP3A4.

[O3TOMY CJIEAYET COOMI0IaTh
OCTOPOKHOCTB TIPH OTHOBPEMEHHOM
MPUMEHEHHUHN aTa3aHaBUpa C
KJIAPUTPOMHUITHHOM.

MPOTUBOI'PUBKOBBIE ITPEITAPATBI

IKetokonazon 200 mr oauH pa3 B
cyTku (atazaHaBup 400 MT OTUH pa3 B
CYTKH)

3HAYNMOTrO BIMSHUS Ha KOHIICHTpalun
aTa3daHaBHUpPa HE 3apCruCTpUpOBaAHO.

KeTokoHazoi 1 HUTPAKOHA30JI
CJICAYCT IPHUMCHSATH C
OCTOPOKHOCTBIO BMECTC C

M tpakoHa3on

M tpakoHa3o, Mog00HO KETOKOHA30IIY,
MIBJISICTCS MOIIIHBIM I/IHFI/I6I/ITOp0M, a TaKXKeE
cyoctparom mzohepmenta CYP3A4.

Ha ocHoBanuu JaHHBIX, MMOJYYCHHBIX 11O
IPYTUM YCUIICHHBIM I/IHl"I/I6I/ITOP3M

MpoTeasbl U KeTOKOHa301y, korna AUC
KETOKOHA30J1a IEMOHCTPUPOBAIIO 3-X
KpaTHOE YBEJIWYCHUE, 0XKUIACTCS, YTO
KOMOWHALIMS aTa3aHABUPTPUTOHABHD
MOJKET TOBBICUTH KOHLICHTPALUH
KETOKOHA30J1a HJIM HTPaKOHA30J1a.

aTa3aHaBUPOMtTPUTOHABUPOM,
BLICOKHME JJO3bI KETOKOHA30J1a ¥
uTpakoHasouna (> 200 Mr B IeHb) He
[PEKOMEHAYIOTCS.

IBopukonaszon 200 mr aBa pa3a B
cyTku (arazaHaBup 300 mr+
putoHaBup 100 Mr OUH pa3 B CyTKH).
[TareHTH KaK MUHIMYM C OJTHUM
(hyHKIIMOHAJIBHBIM aJlIesIeM
n3opepmenta CYP2C19.

IAUC Bopukonasomna: |33% (142% [22%)
Crmax Bopukonazona: |[10% (122% |4%)
Cuin BopuKoHa3ona: [39% (149% |28%)
IAUC arazanasupa: | 12% (| 18% |5%)
Cmax aTazanaBupa: [ 13% (]20% |[4%)
Chin aTazanasupa: | 20% (128% [10%)
IAUC putonaswupa: [12% ({17% |7%)
Cinax puToHaBHupa: [9% ([17% <> 0%)
Cumin puTOoHaBUpa: [25% ({35% |14%)

Y OONBIIMHCTBA NAIIMEHTOB KaK MUHHMYM
C OJTHIM (PYHKIIMOHAITBHBIM aJIICIIEM
m3opepmentra CYP2C19 oxumaercs
CHIDKEHHE YKCIIO3UIUH KaK BOPUKOHA30J1a,
TaK ¥ aTa3aHaBHpa.

OIHOBpEMEHHOE MTPUMEHCHHE
BOPHKOHA30J1a U aTa3aHAaBHpa C
[PUTOHABHPOM HE PEKOMEHIYETCs, 3a
HCKJIIOUCHHEM CITy4JaeB, KOTJaa
OIIEHKA COOTHOIIICHHUS
II0JIB3A-PUCK» JUIS HAlMEHTa
OIpaBIbIBACT PUMECHECHUE
BOpHUKOHa30a (cM. pasaen 4.4).
Ecim TpeOyercst mpuMeHEHUE
BOPHKOHA30J1a, TI0 BO3MOKHOCTH
HE00XOAUMO OTPENICITUTh TEHOTHIT
m3opepmentra CYP2C19 nanuenra.
Takum 00pa3oM, ecii HEBO3MOXKHO
M30eKATh IPUMEHCHHS

Bopukonaszon 50 Mr 1Ba pa3sa B CyTKH
(arazanaBup, 300 mr+

putoraBup 100 Mr oguH pa3 B CyTKH)
[TarreHTH! 6€3 (PYHKIIOHATEHOTO
annenst msodepmenta CYP2C19.

IAUC Bopukonazona: 1561%

(1451% 1699%)

Crnax BopukoHazoa: 1438%

(1355% 1539%)

Chnin BOpuKOHa30a: 1765%

(1571% 11,020%)

IAUC arazanasupa: |20% ({35% |3%)
Crmax atazanasupa: | 19% (134% < 0,2%)
Chmin aTa3anaBupa: [31% (146% |13%)
IAUC puronasupa: [ 11% (120% |1%)
Crmax putonaBupa: | 11% (]24% 14%)
Chin puTonaBupa: [19% (135% 11%)

KOMOWHAIMH, TIPUMEHUMBI
CJIe/IyOlINe PEKOMEHIAlluH B
3aBHCHMOCTH OT CTaTyca
m3odpepmenta CYP2C19:

* y MaIHEHTOB KAK MUHUMYM C
OJTHHM aJliesieM;

* QYHKIIMOHATBHBIM aJUICIISIM
n3zodepmenta CYP2C19 tpebyercs
THIATEbHBIA KIMHUYECKUI
MOHHUTOPHHT IOTEPH

A (EKTHBHOCTH BOPUKOHA30JIA
(KTMHIYECKHEe IPU3HAKN) H
aTasaHaBHpa (BUPYCOIOTHIECKUAN
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(byHKIIMOHAJIBHBIM ajuiesieM u3odepmenTa
CYP2C19 oxunaercs 3HaUUTETBHOE
MOBBILIEHHE SKCIIO3UIH BOPUKOHA30J1A.

* y ManMeHToB 0e3
(DYHKIIMOHAIEHOTO aJIIess
n3zodepmenra CYP2C19
[PEKOMEHIOBaH TIIATEIbHBIN
KJIMHUYECKUN 1 1a00paTOPHBI
KOHTPOJIIb IS

BBISIBIICHHS] HEXKEIATEIbHBIX
SIBIIEHUH, BBI3BAHHBIX
BOPUKOHA30JI0M.

Ecnu nposenenue
TEHOTHIIUPOBAHHS HE
MpEICTaBIAETCS BO3MOXKHBIM,
clielyeT 00ecIIeYnTh MOJTHBINH
KOHTPOJIb 0€30MaCHOCTH U

P GEKTHBHOCTH.

diryxonazon 200 Mr ABa pas3a B CyTKU
(atazanaBup 300 mMr+
putoHaBup 100 Mr ouH pa3 B CyTKH)

KoHueHTparuu aTa3aHaBupa u
(hiryKoHa30/1a HE3HAUYNTEIBHO U3MEHSUINCH
[pPY OJIHOBPEMEHHOM TIPHUMEHEHUH
aTa3zaHaBHpa+pUTOHABHpA C
bryKOHA30710M.

Koppekuuu 10361 (irykoHa3051a U
aTa3zaHaBHpa HE TpeOyeTcs.

MPOTUBOMMKOBAKTEPUAJIBHBIE IPEITAPATDBI

PuabyTia 150 Mr qBa pasa B
Henenro (aTazanaBup 300 Mr u
putoHaBup 100 Mr oguH pa3 B CyTKH)

IAUC pudadbyrtuna: 148% (119% 184%)**
Crmax pudadytuna: 1149% (1103%
1206%)**

Crin pudadbyTuna: 140% (15% 187%)**
IAUC 25-O-ae3anetun-pudadytuna 1990%
(1714% 11361%)**

Crnax 25-O-ne3anermn-pudadyruna: 1677%
(1513% 1883%)**

Cinin 25-O-ne3anetun-pudadyTina:
11045% (1715% 11510%)**

** mpu cpaBHeHNH ¢ pudadyTruHOM 150 MT
OJIMH pa3 B CYTKH B MOHOTEPAIIHH.

Oo6mas AUC pupadbyruna u 25-0-
inesanernin-pudadyruna 1119% (178%
1169%).

B npeniecTByONIMX HCCIETOBAHUIX
prdabyTnH He 3MeHsT (hapMaKOKUHETHKY
aTazaHaBHPA.

[Tpn npuMeHEeHNH BMECTE C
aTa3aHaBHPOM PEKOMCHIOBAHHAS
mo3a pudabyTHHA COCTaBISICT

150 mr Tpu pa3a B HEENIO B
yCTaHOBIICHHBIE THH (HanpuMep,
MOHeIeIbHUK-CPEeAa-TITHHLA).
TpeOyercs ycuieHHBIH KOHTPOJIb
HEeXeJlaTelIbHbIX PeaKLui,
CBSI3aHHBIX C pH(adyTHHOM,
BKJTFOYAst HEUTPOIICHUIO M YBEUT, U3-
32 0XKHIAEMOTO ITOBBIIIECHUS
PKCIO3UINHU pudadyTHHA.
JlanpHeliee CHUXEHUE T03bI
pudadytrHa mo 150 Mr nBa pasa B
NIeHb B yCTaHOBJICHHBIC JTHH
[PEKOMEH/IOBaHO MallUeHTaM,
KOTOpBIE HE TIepeHOoCsT 103y 150 Mr
TpH pasa B Heaenmto. CnenyeT
[OMHHTb O TOM, YTO ITPUMEHEHHE
mo3e1 150 Mr 71Ba pasza B HEJEIIO
MOXeT He oOecreunBaTh
ONITUMAJILHOM SKCIIO3UIINT
prdabyTrHa, TEM caMbIM
CIIOCOOCTBYSI PHCKY Pa3BHTHS
[PE3MCTEHTHOCTH K pU(aMHULIUHY U
TepareBTHYEeCKOi
HeadexTuBHOCTH. KOoppekunu
103bI aTa3aHaBHUpa He TpeOyeTcs.

Pudammumma

IPrchaMOuyH - MOITHBIN HHAYKTOP
n3opepmenta CYP3 A4, cHmkaronmit
AUC arazanaBupa Ha 72%, 94TO MOXET
BEI3BATh BUPYCOJIOTHYECKYIO
Hed3(GEeKTUBHOCTE U Pe3UCTEHTHOCTD. [Ipn
MOTBITKAX MPEOA0NETh CHUKCHNE
PKCIO3UIIMU 32 CUET MOBBIILIEHUS JO3bI
aTazaHaBMpa WM JPYTHX HHTHOUTOPOB
mpoTeasbl ¢ PUTOHABUPOM HalIII01aIach
BBICOKAsI 4aCTOTA PEAKIUN CO CTOPOHBI

NCYCHU.

KombuHamms pudaMmunmHa u
aTa3aHaBHpPa MPOTHBOIIOKA3aHa (CM.
paznen 4.3).

HEWUPOJIENITUKH

IKBeTHanuu

IB CBsA3U C IMOJABJICHHUCM HBO(bepMCHTa

|OI[HOBpeMeHHoe MIPUMEHEHUE
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IMOBBIIICHUEC KO HIIeHTpaHI/Iﬁ KBCTHAIIMHA.

MPOTHBOIOKA3aHO, TOCKOJIBKY
aTa3aHaBUP MOXKET YCHIUBATh
TOKCHYHOCTb, CBSI3aHHYIO C
KBCTHUAIITHOM. Y BEJIMYCHUC
KOHIICHTPALUi KBETHATTUHA B
r1a3Me KPOBU MOXKET IPHUBOAUTD K
KoMe (cMm. pazzaen 4.3).

Ulypaszunox

O’xuaaeTcs, 4To aTa3aHaBUP YBEIHIUT
YPOBHH JIypa3uJoHa B IUIa3Me KPOBH B
CBSI3W C HHTHOMPOBaHKUEM H30(epMeHTa
CYP3A4.

OmHOBpEMEHHOE MTPUMEHEHHE

TypasHIoHA C aTa3aHaBUPOM

MPOTHBOIIOKA3aHO, TOCKOJIBKY

MOXET YCHIIUTh TOKCHYHOCTb,

CBSI3aHHYIO C JIypPa3sHuIOHOM (CM.
aznen 4.3.).

INPEINAPATBI, CHU/KAIOIMUE KUCJIOTHOCTbD

Unmaeconucmol Hy-peyenmopos

Ibe3 npuMeHeHusi TeHOQoBHpa

Y manentos ¢ BUY-undexiyei, noxyyaromux ara3aHaBup+pUTOHaBHD B
ekoMeHoBaHHOH 03¢ 300+100 mr o

JIUH pa3 B I€Hb

HaHI/IeHTaM, HC MPUHUMAKIIINUM
TeHohOBHpA TU30IPOKCUIA

DamoTtuauH 20 MT ABa pa3a B CyTKU

IAUC arazanasupa: | 18% ({25% 11%)
Cnax atazanasupa: [20% (132% |7%)
Chin aTazanaBupa: <> 1% ([16% 118%)

bymapar, npu ogHOBpEeMEHHOM
[IPUMEHEHUU aTa3aHaBUPA B J103€

300 mr+putoHnaBupa B o3¢ 100 mr

Damotuaue 40 MT ABa pa3a B CyTKU

IAUC arazanasupa: [23% (132% |[14%)
Cmax aTazanasupa: [23% (133% [12%)
Cuin aTa3araBupa: [20% (131% |8%)

n anTaroHucToB Ho-penentopos, He
CJIeITyeT MPEBBIIIATh O3y
PKBHBaIeHTHYIO 20 MI (haMOTHIUHA

'Y 310pOBBIX T0OPOBOIBIIECB, MPUHIMAIOIINX aTa3aHABUD + PUTOHABUD B
noBbieHHOM 03¢ 400+100 Mr ouH pa3 B CYTKH

nBa pasa B JeHb. Eciu TpeOyercs
OoJiee BBICOKAs 1033 AHTArOHUCTA

DamotuauH 40 Mr Ba pa3za B CyTKH

IAUC atazanaBupa: «<>3% (| 14% 122%)
Crmax aTazanaBupa: <>2% (|13% 18%)
Chin atazanasupa: | 14% (132% 18%)

H,-penenTopa (Hampumep, 40 mr
Ba pa3a B IcHb (haMOTHAMHA FIU
PKBHBAJICHTHOTO Mpenapara),
CIIeZyeT pacCMOTPETh BOIIPOC O
MMOBBIIIICHWU JI03bI aTa3aHaBUP
+putonasupa, ¢ 300+100 mr 10
400+100 wmr.

U30MPOKCHIIA)

C TeHodoBupa qu3onpokcuia pymaparom 300 Mr oauH pa3 B 1eHb (AKBHBaJIe

HT 245 Mr TeHodoBUpa

'Y manuentoB ¢ BUY-uHdeknuelt, moryyaBmmx aTa3aHaBHP-+PUTOHABUD B
exoMeHoBaHHOI 103e 300+100 Mr o

JVH pa3 B CYTKH

Y manyeHTOoB, IPUHUMAIOIIHNX
TeHOCbOBI/IDa JAN30IMPOKCHIIa

DamotuauH 20 Mr ABa paza B CyTKH

IAUC atazanaBupa: [21% (|34% [4%)*
Crmax aTazanaBupa: [21% (136% [4%)*
Cuin aTazaraBupa: [19% (137% 15%)*

Mapart, eciu
aTazaHaBHP+PUTOHABHP
IIPUMEHSETCS] OJTHOBPEMEHHO C

DamotuauH 40 Mr ABa paza B CyTKH

IAUC arazanaBupa: [24% (136% |11%)*
Crmax aTazanaBupa: [23% (136% [8%)*
Chin aTazanaBupa: [25% (147% 17%)*

TeHO(OBHpa TU3ONPOKCUIIA
(byMapaToM 1 aHTaroHHUCTOM
H»-penentopa, pekoMeHAyeTCs

'Y manuentoB ¢ BUU-uHdpeknuel, morydaBmmx aTa3aHaBUP+PUTOHABUD B
noBbImeHHOH 103e 400+100 Mr oIMH pa3 B CyTKH

MTOBBIIIEHHUE JI036I aTa3aHABHpa 110
400 mr ¢ 100 mr putonaBupa. He

DamoTtuane 20 MT ABa pa3a B CyTKU

AUC ara3zanaBupa 118% (16,5% 130%)*
Crmax atazanasupa 118% (16,7% 131%)*
Chin aTazanaBupa 124% (110% 139%)*

CIIeIyeT MPEBHIIATh 103y,
PKBUBaJICHTHYIO 40 Mr pamoTHIHA
1Ba pa3a B CyTKHU.

DamoTtuane 40 MT ABa pas3a B CyTKU

IAUC arazanaBupa <> 2,3% (] 13% 110%)*
Crnax aTazanaBupa <> 5% ([ 17% 18,4%)*
Chin aTazanaBupa <> 1,3% (110% 115%)*

* Tlo cpaBHEHUIO C aTa3aHABUPOM B J103€
300 Mr onuH pa3 B CyTKH C pUTOHABUPOM B
imo3e 100 Mr onuH pa3 B CyTKU U
reHoOoBMpa M30npokcuiIa GpymaparoM B
imo3e 300 Mr, Bce OAHOKPATHO BO BpeMs
enbl. 1o cpaBHEHUIO ¢ aTa3aHaBUPOM B
imo3e 300 Mr ¢ putoHaBupoM B 03¢ 100 mr
6e3 TeHo(oBHpa AM30NIpOKCcHIa hyMapaTa
0’KHJAETCSI JOTIOIHUTENbHOE CHIDKCHNE

KOHLIEHTPAIM aTa3aHaBUpPa MPHUMEPHO Ha
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MexaHu3M B3aUMOACHCTBHS 3aKII0YAeTCS
B YMCHBIICHUU paCTBOPUMOCTHU
aTa3zaHaBHpa, IOCKOJIbKY pH JKEJIIyJOYHOTO
COKa Npu NpUMCHCHUN H2—6J'IOKaT0pOB
IMOBBIIACTCA.

Hneubumopsl npomoHHOU NOMNbI

Owmenpa3zon 40 Mr oMH pa3 B CyTKU
(atazanaBup 400 MT OIMH pa3 B CyTKH
c putoHaBupoMm 100 MT ontmH pa3 B
CYTKN)

\ATazaHaBHp (10 MOJYAHS): Yepe3 JBa yaca
mocye mpreMa oMernpaszoia

IAUC atazanaBupa: [61% (165% |55%)
Crmax aTazaHaBupa: |66% (162% |[49%)
Chin aTa3araBupa: [65% (171% [59%)

OHOBPEMEHHOC TPUMCHCHHE
aTa3aHaBHUpa C pUTOHABUPOM U
MHTAOUTOPAMH IIPOTOHHOHN TTOMIIBI
He pekoMeHoBaHo. [Ipu
HEBO3MOYKHOCTH M30€KaTh

Owmemnpa3zon 20 Mr oauH pa3 B IeHb
(arazanaBup 400 MT OZTMH pa3 B JCHb
c putoHaBupoMm 100 Mr omH pa3 B
IMeHb )

|ATazaHaBHp (10 MONMyAHA): gyepe3 1 gac
MOCJIe TpHeMa OMeTpa3oa

IAUC atazanaBupa [30% (143% |14%)*
Crmax aTazanasupa [31% (142% |[17%)*
Chmin aTa3anaBupa [31% (146% |12%)*

* Tlo cpaBHeHuto ¢ atazaHaBupom, 300 Mr
OZIUH pa3 B JIeHb, U puTOHaBUpoM, 100 Mr
OZIMH pa3 B CyTKH.

CHmxenne AUC, Chax 1 Cin HE
MOAABIIUIOCH ITPH BPEMEHHOM ITPUMEHEHHUH
MOBBIIIIEHHO J103bI
aTazaraBup-+puToHaBupa (400+100 Mr
OIIMH pa3 B CyTKH) C 12-9acOBBIM
MepepsIBOM TIOCIIE IPHEMa OMETIpa3oa.
Hecmotps Ha To, 4TO HCClIeOBaHUN HE
[IPOBOIMIIN, OKUIAIOTCS aHAJIOTHYHBIE
[pe3yJIBTAaThl B OTHOUICHUH JIPYTHUX
MHrUOUTOPOB MPOTOHHOI oMnbl. Takoe
CHIDKEHHE IKCIIO3UITUH aTa3aHABHPa MOXKET|
OTPHILIATENIFHO CKA3aThCsl Ha

b dexTuBHOCTH aTazaHaBUpa. MexaHu3M
B3aUMO/ICHCTBUS 3aKITIOYaeTCs B
YMEHBIICHUH PACTBOPUMOCTH aTa3aHaBUpa
B CBSI3M C MOBbIeHneM pH sxermyo4Horo
COKa IPY NPUMEHEHNH HHTHONTOPOB
[IPOTOHHOH ITOMITBI.

MpUMEHEeHHsT KOMOMHATINN
[PEKOMEH/IOBAHO MPHUCTAIBHOE
KJIMHHYECKOE HAOIIONACHHE, a TAKKE
MOBBIIICHUE JI03bI aTa3aHABHPA J10
400 mr B couetannu co 100 mr
[PUTOHABHpA; 103y HHTHOUTOPOB
MIPOTOHHOM ITOMIIBI, COTIOCTABUMYIO
c 20 Mr omenpasoJa, IpeBbIIIaTh He
cienyet (cM. pazzuen 4.4).

Urmayuow

IAHTAIH/IBI U JIEKAPCTBEHHbIC
npemnaparsl, copepxaiine 0ydeps

CHIDKeHHE KOHIIEHTPALIMI aTa3aHaBupa B
MIa3Me€ KpOBU MOXKET 6I)ITI) CJICACTBUEM
yBesmueHust pH xelry104HOTo CoKa mpu
MPUMEHCHUN aHTAlUI0B, COACPIKAIIUX
0y epHbIe JeKapCTBEHHBIE MPENapaThl,
BMeCTe C aTa3aHaBUPOM.

ATa3aHaBHp CleyeT IPUMEHSITh 3a
2 gaca g0 win yepe3 | gac mocie
npueMa aHTaluIoB Wik Oy(hepHbIX
ITeKapCTBEHHBIX MPENnapaTos.

AHTATOHUCTBI AJIb®A-1-AIPEHOPELIEIITOPOB

IAdy303uH |YBennueHne KoHIeHTpanuii angy3o3nHa (COBMECTHOE MPUMEHEHHUE
MO>KET IPUBOJUTH K apTEpUATIbHOM a(hy303MHA U aTa3aHaBHpa
TUITIOTCH3UH. MeXaHn3M B3aUMOJICHCTBUS  [IPOTHBOMOKAa3aHO (cM. pasnern 4.3).
3aKITFOYACTCs B [TOJIABICHUH H30()epMEHTA
CYP3A4 arazanaBupom u/uiu
HWTOHABUPOM.
AHTUKOATYJIAHTHI

AHmMUKoa2yIaHmel NPAMO20 Oeucmeus.

071 npuema 8Hympb

IAninkcabaH
PuBapokcaban

IBO3MO>KHBI MOBBILIEHHBIE KOHLIEHTPALUH
ankcabaHa U puBapokcabaHa, YTO MOXKET
MPUBECTH K 00Jiee BBICOKOMY PUCKY
KpoBOoTe4YeHUs1. MexaHu3M
B3aMMOJICHCTBUS 3aKITF0YACTCS B
mHrHONpoBannu nzopepmenta CYP3A4/u
IP-gp aTazaHaBUPOM+PUTOHABHPOM.

PI/ITOHaBI/Ip SIBJISICTCS CUJIBHBIM

OHOBpEMEHHOE NPUMEHEHHE
arnrkcabaHa MM pUBapoKcabaHa u
aTazaHaBHpPa C PUTOHABHPOM HE
PEKOMEHIYETCHL.
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rak u P-gp.

|ATa3aHaBHP SBISACTCSI HHTHOUTOPOM
n3odepmenta CYP3A4. [ToTennmansHoe
MHrHOupoBaHue P-gp atazaHaBUpoM
HEHU3BECTHO U HE MOXKET OBITh HCKITFOYCHO.

/TaburatpaHa 3TeKCUIIAT

B03MOKHBI TIOBBIIICHHBIC KOHIICHTPAIHH
ImaburarpaHa 3TEKCHIIaTa, YTO MOXKET
MPHUBECTH K 00JIee BEICOKOMY PHCKY
KpOBOTCUCHHA. MEXaHNU3M Pa3BUTHUSA
B3aMMOJIEUCTBHS COCTOUT B
MHruOupoBaHum P-gp.

IPuTOHABHD SBIACTCS MOIIHBIM
mHruOouTOpoM P-gp.

[MorennmanpHOe HHTHOUpOBaHue P-gp
aTa3aHABUPOM HEU3BECTHO M HE MOXKET
OBITH UCKITIOYEHO.

OHOBPEMEHHOC TPUMCHCHHE
maburaTpaHa dTEKCHIaTa U
aTa3aHaBHpPA C PUTOHABUPOM HE
[PEKOMEH/IyETCSl.

Dnokcadban

B03MO>KHBI TOBBIIIICHHBIE KOHIIEHTPAIIH
hAoKcabaHa, YTO MOXKET PUBECTHU K OoJiee
BBICOKOMY PUCKY KPOBOTECUCHHS.
MexaHN3M B3aHMOJICHCTBHS COCTONT B
MHrHOMpoBaHuy P-gp atazanaBupoM +
[PUTOHaBHPOM.

PuToHaBHp SBIISETCS MOITHBIM
mHrHOHTOpOM P-gp.

[MoTeHnuanpHOE MHrHOMpOBanue P-gp
aTa3aHaBUPOM HEHU3BECTHO M HE MOXKET
OBITH HCKITIOUEHO.

Heo6xoauMo co0Ir01aTh
OCTOPOKHOCTb ITPH MPUMCHCHUU
broKcabaHa ¢ aTa3aHaBUPOM.
COOTBETCTBYIOIINE PEKOMEHIAINN
IO TO3UPOBAHUIO 3JJ0KCabaHa st
OTHOBPEMEHHOT'O TIPUMEHEHUS C
mHTHONTOpamMu P-gp mpencTaBieHbI
B pasaenax 4.2 u 4.5.

\Anmaconucmor sumamuna K

Bapdapuu

OnHOBpEeMEHHOE IPHMEHEHHE aTa3aHaBHPa
CIIOCOOHO TIOBBIIIATH WITH CHUKATh
KOHLIEHTpAI[K BaphapHrHa.

Bo BpeMs Tepanuu aTa3aHaBUPOM
[PEKOMEHIYeTCsl TIIATEIbHO
KOHTPOJIMPOBATH MEXK Ty HAPOTHOE
HOPMaJIM30BaHHOE OTHOILICHHE
(MHO), ocobeHHO B Hayae
IIeYeHUsL.

MPOTUBOSMMWJIENTUYECKHUE ITPEITAPATBI

Kapbamazennx }ATa3aHaBI/Ip MOXET IOBBIIIATh ypoBeHb  (KapOamasenuH ciieyeT NpUMEeHATh
KapOaMasenuHa B IIa3Me KPOBH U3-3a C OCTOPOXHOCTBIO B KOMOMHAIINH C
monaBieHus m3opepmenta CYP3A4. aTazaHaBupoM. [1pu
13-3a MHIYUPYIOIIETo JeHCTBHS HEOOXOANMOCTH CIIELyeT
KapOaMa3senuHa CHHKEHUE IKCIIO3ULIUH KOHTPOJIMPOBATH KOHIIEHTPAIIUU
aTa3aHaBHUPA HEJb3s UCKITIOUUTD. KapOamMa3enrHa B CBIBOPOTKE KPOBU

11 COOTBETCTBEHHO KOPPEKTUPOBATH
no3y.

Heo6xoauM TIaTeIbHBIH KOHTPOJIb
BHPYCOJIOTHYECKOTO OTBETA
ManyexTa.

denuronH, IPUTOHABUDP MOKET CHIKATh YPOBHU denuronH u penodapouTan

denobapOuTan (ernToMHa M/Mnn GpeHodapOuTana B CleayeT NPUMEHSTh C
1a3Me KpOBU BCIIEACTBUE MHIYKLIUU OCTOPO’KHOCTBIO B KOMOMHAINH C
n3odepmentoB CYP2C9 n CYP2C19. B |aTa3aHaBUpOM+PHTOHABHPOM.
CBSI3U C MHAYLUPYIOIUM J€iiCTBUEM [Tpu npumeHeHnn
(hernTOMHa+(eHoOapOuTaNla CHIDKEHNE  [aTa3aHaBUPA+PUTOHABUPA BMECTE C
SKCTIO3UIMY aTa3aHaBUpa HeJlb3s (heHnToMHOM MK (heHOOApOUTATIOM
MCKITIOYUTD. MOJKET MOTPeOOBATHCS KOPPEKINS

M03bI (DEHUTOWHA WITH
(heHobapbuTana.

Heo6xoauM TIaTeIbHBIH KOHTPOJTb
BHPYCOJIOTHIECKOTO OTBETA
marueHTa.

UlaMOTpUIXKIH OaHOBpEeMEHHOE IPUMEHEHHE JIaMOTPUIKUH CIIEAyeT IPUMEHSTh

PIaMOTpHUPKMHA U

C OCTOPOKHOCTBIO B KOM6I/IHaHI/IH C
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KOHILIEHTPAIUK JAMOTPUIXKHUHA B IIa3Me
kpoBHu u3-3a uHAyKuuu UGT1A4.

[Tpu HEOOXOAUMOCTH ClIeTyeT
KOHTPOJIUPOBATh KOHLEHTPAL[N
TaMOTPUIXKMHA U COOTBETCTBEHHO
KOPPEKTHPOBATh J03Y.

IMPOTUBOOITYXOJIEBBIE IPEITAPATHBI U UMMYHOAEINIPECCAHTHBI

[ Ipomugoonyxonesvle npenapamol

MpuHoTekan

IAtazaHaBup noaasisier YI'T u moxer
MpPEensSTCTBOBATh METa00IN3MY
MPUHOTEKAaHA, TEM CAMBIM yCHUIINBas
TOKCHYHOCTb HMPUHOTEKAHA.

[pu mprMEHEHNUHU aTa3aHaBUPA
BMECTE C HPUHOTCKAHOM
HE00X0AUMO TIPHUCTATBHO
KOHTPOJIUPOBATH COCTOSTHHE
MAIMeHTOB HA MPEAMET
HEXKENIaTeIbHBIX PEAKIH,
00YCIOBICHHBIX HPHHOTEKAHOM.

Hmmynooenpeccanmoi

[Luknocnopua KoHuenTpauuu gaHHbIX PexomMeHI0BaH 00Jice YaCThIN
Takpomumyc MMMYHOJICTIPECCAHTOB MOTYT TOBBIIIATECS [KOHTPOJIb TEPANICBTHICCKON
Cuponumyc MpY OHOBPEMEHHOM MPUMEHEHUH C KOHIICHTPAIIUU TaHHBIX

aTa3aHaBUPOM BBUAY IMOAABJICHU
n3odpepmerra CYP3A4.

UIEKapCTBEHHBIX MPENApaToB 10
CTa0MIM3aIMK X YPOBHS B IUTa3Me
KpOBHU.

MPENAPATBI JJIs1 JEYEHUS CEPJIEYHO-COCYJIUCTBIX 3ABOJIEBAHUI

Anmuapummuyeckue cpeocmsd

IAMHOTApOH
CHUCTEMHBIH THIOKAUH
X THUIUH

KoHneHTpauuy JaHHbIX
AHTHAPUTMUYCCKUX MPEapaToB MOTYT
MOBBIMIATHCS IPA OJHOBPEMEHHOM
MPUMEHCHNH C aTa3aHaBUPOM. MeXaHu3M
B3aNMOJICHCTBHS aMHOIapOHA HITH
CHCTEMHOT0 JINAOKanHa+aTa3aHaBUpa
00yCIIOBIICH MOJaBICHUEM H30(pepMeHTa
CYP3A. XurnuanH o0nagaer y3KiuM
TEPANCBTHYCCKUM OKHOM H
MPOTHUBOTIOKA3aH M3-3a MOIaBICHUS
n3odepmenta CYP3A atazanaBupom.

CrneayeT co0t01aTh OCTOPOKHOCTh
1 KOHTPOJIUPOBATH
TeparneBTHYECKUe KOHIICHTPALUH
npenapara.

OHOBpPEMEHHOE MPUMEHEHHE
XMHHUIUHA TIPOTHBOIIOKA3aHO (CM.
pasnen 4.3).

EJZOKCII’)’IOpbl Kajavbyuesvlx Kanaloe

benpunnn

}ATa3aHaBHp HE CJIelyeT IPUMEHATh B
KOMOMHAIIMY C JIEKapCTBEHHBIMU

n3odepmenta CYP3A4 u uMeronumu
3KUI TepaneBTUUECKUIA HHACKC.

mperaparaMu, SABJIAIOIIUMHUCH Cy6CTpaTaMI/I

ORHOBpEMEHHOE MPUMEHEHHE C
OerpHUIMIIOM ITPOTUBOIIOKA3aHO (CM.
pasnen 4.3.).

JTuntuazem 180 Mr oauH pa3 B CyTKU
(arazanaBup 400 MT OITMH pa3 B
CYTKH)

AUC muntrazema: 1125% (1109% 1141%)
Crax Aniitnazema: 198% (178% 1119%)
Chin muntHazema: 1142% (1114% 1173%)
IAUC ne3auerwi-gunruazema: 1165%
(1145% 1187%)

Crnax Ae3anieTun-nuinruazema: 1172%
(1144% 1203%)

Chin A€3anetui-guiaruasema: 1121%
(1102% 1142%)

3HAYUMOTO BIIMSHUS HA KOHLIEHTPAL[HH
aTa3zaHaBHpPa HE 3apETUCTPHUPOBAHO.
OTMedanoch yBeJIM4eHHe MaKCUMAaJIbHOTO
nnTepBana PR no cpaBHeHuto ¢
MOHOTEparnuei aTazaHaBUPOM.
OHOBpEMEHHOE NPUMEHEHHE
aTazaHaBHpa+pHUTOHABHPA HE U3YUEHO.
MexaHn3M B3aUMOAEHCTBHUS TUITHA3EMA+
aTa3aHaBHPa COCTOWT B ITOJABICHUN
n3opepmenta CYP3A4.

PekoMeHI0BaHO TIEPBOHAYAIEHOE
CHIDKEHHUE 035l JUITHA3EMa Ha
50% c nocnexayroueil TuTpaluen B
3aBHCHMOCTH OT HEOOXOIMMOCTH U
mokasareneir DKI'.

IBepamamun

CBIBOPOTOYHBIE KOHIICHTPALINH
BeparamMmiIa MOTYT ITOBBIIIATECS MO/
BIIMSTHAEM aTa3aHABHpPA B CBS3H C
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[MOJJaBJICHUEM U30(epMCH

ra CYP3 A4 =IEAUER

KOPTUKOCTEPOUIbI

DiryTHKa30Ha IPONHOHAT
MHTpaHa3aJIbHO, 50 MKT ueThIpe paza
B CYTKHU B Te4eHUE 7 AHel
(putonaBup 100 Mr KamncyJsl 1Ba pasa
B CYTKH)

YpoBHU (hi1yTHKa30HA IPOMMOHATA B
ru1a3Me KpOBY 3HAUYNTEIHHO MOBBIIIAJINCH,
TOr/1a KaKk BHYTPEHHUE YPOBHU KOPTH30J1a
CHIKaIUCh puMepHo Ha 86% (90% AU
82%-89%).

[Tpn MHTAIAIMOHHOM IIPHIMEHEHUH
(hiTyTHKa30HA IPONMOHATA OXKHUIACTCS
0osee BeIpaskeHHBIH 3 (dekT. Y manneHTos,
MOTy4YaBIINX PUTOHABUP U (UIyTHKa30HA
MPONMOHAT MHTAJSIIMOHHO HITH
MHTpaHa3aJbHO, OBIIM OTMEYEHBI
CHCTEMHBIE KOPTUKOCTEPOUIHBIE (P PEKTHI,
B TOM 4nciie cuHapoM Kymmnra u
noaasieHue GYHKIMH HaAOYSUHHKOB,;
TaKe SBICHHS TAK)KEe BO3MOXKHBI ITPU
MPUMEHEHNH JPYTHX KOPTHKOCTEPOHIOB,
METa0OIN3UPYEMBIX C yIaCTHEM
nzopepmenta P450 CYP3 A4, nanpumep,
Oyneconnna. Brusiare BRICOKOH
CHCTEMHOMN 3KCHO3UINHN (IIyTHKa30Ha Ha
YpOBEHb PUTOHABHPA B IJIa3Me KPOBH B
HacTosIee BpeMsl HeU3BECTHO. MexaHu3M
B3aUMOJICHICTBHS COCTOUT B ITOJIaBICHUHI
n3odepmenta CYP3A4.

OHOBpEMEHHOE IPUMEHEHHE
aTazaHaBHpa+pHUTOHABHPA U JAHHBIX
[IIIOKOKOPTHKOUJIOB HE
[PEKOMEHJIOBaHO, 32 HCKIIIOYEHUEM
CIIy4aeB, KOTAa MOTCHIHAIbHASL
[OJIb3a TEPAINHU [IePEBEIINBACT
PUCK Pa3BUTHUS CHCTEMHBIX
KOPTUKOCTEPOUIHBIX 3((HeKTOB (CM.
pa3zen 4.4). Ciaenyer pacCMOTpETh
CHIYKEHHE JI03bI INTIOKOKOPTUKOUAA
Ha (oHE TIIATETHLHOTO KOHTPOJIS
MECTHBIX ¥ CHCTEMHBIX 3((QEKTOB, a
TaKoKe Mepexo.l Ha Ipyrou
CJIOKOKOPTUKOU A, HE HBJ’IHIOHII/IﬁC)I
cyoctparom n3odpepmenta CYP3 A4
(HammpuMep, OEKIIOMETa30H).

Kpome Toro, B ciryyae npeKpaiieHus
npueMa TITFOKOKOPTHKOUIOB MOXET
MOTPeOOBATHCS ITOCTEIICHHOE
CHIDKCHUE JI03bI B TCUCHUE
TUTUTENIBHOTO MIEPHOJIA.

DPEKTHJIBHASA JUCO®YHKINA

Hneubumopor ®I3-5

CunneHadu,
Tananagw,
Bapaenagur

Cunnenadui, taganaduia u BapacHadua
METaOOTH3UPYIOTCS C YUaCTHEM
n3odepmenta CYP3A4. OnHoBpeMeHHOE
MPUMEHEHNE C aTa3aHaBUPOM MOXKET
MOBBIIIATh KOHIIEHTPALNH HHTHONTOpa
DJ13-5 u ycuiuBaTh HeXellaTeabHble
stBIICHHS, 00ycinoBieHHbIe DJ13-5,
BKJIIOYast apTepHaIbHYIO THIOTEH3HIO,
HapyIICHUS 3pEHHSI U TPHUATIH3M.
MexaHu3M JaHHOTO B3aUMOJIEHCTBUS
COCTOMT B MOJABJICHUU M30(epPMEHTa
CYP3AA4.

[TarrieHTOB HE0OXO0AUMO
NpeynpeauTh O TAKUX BO3MOMHBIX
He)XelaTeNbHbIX PeaKkiysiX Npu
MpuMeHeHnH HHruouTopoB ®J13-5
B OTHOIICHHUH 3PEKTHIHLHOH
MICOYHKINH OJJHOBPEMEHHO C
aTa3aHaBHUPOM (cM. pazzien 4.4).
JlonosTHUTENIbHAS MH(OPMALHS
OTHOCHUTEIILHO OJTHOBPEMEHHOTO
MPUMEHEHHUS aTa3aHaBUpa U
criZieHaduIa TaKkke IpeCTaBIeHa
B Tabnuie 2 B pazzaene «Jlerounas
apTepuabHas THICPTCH3UY.

IPENAPATBHI PACTUTEJBHOI'O TPOUCXOXJIEHUA

[Ipemapater 3BepoOos
npoasipsiBienHoro (Hypericum
perforatum)

OIHOBpEMEHHOE NPUMEHEHHUE MPEnapaToB
3Bep00Ost TPOABIPSBICHHOTO C
aTa3aHaBHPOM MOJKET IPHUBOJIUTD K
BBIPKEHHOMY CHW)KEHHIO YPOBHS
aTazaHaBMpa B IJ1a3Me KpoBU. Takoi

b dexT MoxeT OBITH 00YCIOBICH
nHykuuei nsopepmenta CYP3A4.
CyILecTByeT pUCK OTEpH
TeparneBTHYecKoro addexra n pazBuUTHI
€3UCTEHTHOCTH (cM. pazzaen 4.3).

OmHOBpEMEHHOE NTPUMEHEHHE
aTazaHaBHpa U IPeraparos,
cozepKanx 3Bepoboit
ITPOXBIPSIBIICHHBIH,
[IPOTHUBOIIOKA3aHO.

TOPMOHAJIBHBIE KOHTPALEIITUBBI

DTUHUIACTPAINAOIN 25 MKT+
HoprecTrMaT (aTaszanaBup 300 mr
OJIMH pa3 B CyTKU H

putoraBup 100 Mr oguH pa3 B CyTKH)

AUC stuammacrpamuona: | 19% (125%
113%)

Crnax dTHHIICTpaauona: | 16% (126%
15%)

Crin dTHHIICTpaARONA: |37% (145%
129%)

IAUC HoprectumaTta: 185% (167% 1105%)
Crmax HOprecTumara: 168% (151% 188%)
Cuin HOprectumata: 1102% (177% 1131%)

[Tpu mpuMeHEHUH TePOPATHHBIX
KOHTPAIIETITUBOB C aTa3aHaBUPOM+
PUTOHABUPOM PEKOMEHTYETCS
coJiep)KaHue B TIEPOPATLHOM
KOHTPAIIETITHBE KaAK MHHAMYM

30 MKT 9TUHWJIACTpaanoIa U
CTpOTOE COOJIIOJICHUE MAIUCHTAMU
[pexumMa rnpuemMa KOHTpalenTruBa.
OaHOBpEeMEHHOE MPUMEHEHUE
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MOBBIIIATACH TP IPUMEHEHUH OJTHOTO
ITMIIB aTa3aHaBHPA, B CBSI3U C T10/IaBICHUEM
YI'T u nzodpepmenra CYP3A4
aTazaHaBHPOM CyMMapHOe JeHCTBUE
aTazaHaBHpa+pUTOHABHPA MPUBOAMT K
CHI)KCHUIO YPOBHS STHHIJIICTPAIHOIA
M3-32 HHAYLUPYIOLIETro NeHCTBHA
PUTOHABHpA.

Y BeIM4eHHe SKCIIO3UIMH IPOreCTHHA
MO>KET IIPHBOJHUTH K COITy TCTBYIOIIUM
HeXKeIaTeIbHBIM pPeakLisM (HalpumMep,
[PE3UCTEHTHOCTH K UHCYJINHY,
ITHCIUITIIEMUH, aKHE U KPOBSTHUCTBIM
BBIJICTICHUSIM), TEM CaMbIM HapyIas
KOMILTA€HTHOCTb.

IPYTUMHU TOPMOHAITEHBIMHU
KOHTpAIICTITUBAMH WJIH
MepopatbHBIMUA KOHTPALCITHBAMH,
COJIep>KalIMH MPOTeCTOreHbI, He
CUMTas HOprecTuMara, He
M3y9a0Ch.

[To3TOMYy TaKOTO IPHIMEHEHHS
ClIeayeT n30eraTh.

PexkoMeHIyeTCs HCTIOTB30BaTh
Ipyroi Hale’)KHBIM METOT
KOHTPAIICTIITIH.

DTUHUIACTPAANON 35 MKI+
HOPATUHIPOH (aTazaHaBup 400 Mr
OJIUH pa3 B CyTKH)

IAUC stunmmactpaanona: 148% (131%
168%)

Crnax dTUHHIACTpaanona: 115% (1%
132%)

Crin dTHHIIICTpaARONA: 191% (157%
1133%)

IAUC rOpatuaapoHa: 1110% (168%
1162%)

Cnax HOpaTUHIpOHA: 167% (142% 1196%)
Chnin HOpTUHAPOHA: 1262% (1157%
1409%)

'Y BeTMueHNE SKCIIO3UIIMH ITPOTECTHHA
MOKCT IMMPUBOJAUTH K COIMYTCTBYIOUIUM
HEeKeNaTeNbHBIM peakiusM (Harpumep,
[PE3UCTEHTHOCTH K WHCYJIHHY,
ITUCITUTIAIEMIH, aKHE U KPOBSHICTHIM
BEIICIICHUSIM ), TEM CaMbIM HapyIas
KOMIIACHTHOCTb.

MMM I-MOJNOULTUPYIOINUE IPEITAPATHBI

Hneubumopwt I MI'-KoA pedyxma3zuvl

CuMBacTaTHH MeTabon13M CMMBAcTaTHHA M JIoBacTaTHHA (OTHOBPEMEHHOE IPUMEHEHHE
UloBactatna B 3HAYMTEIILHOM CTETICHH 3aBHCUT OT CHMBACTaTHHA MM JIOBACTATHHA C
nzopepmerta CYP3A4, u oqHOBpeMEHHOE [aTa3aHABUPOM IIPOTHBOIOKA3aHO B
MPUMEHEHNE C aTa3aHaBUPOM MOXKET CBSI3H C YBEIIMUCHUEM PHUCKa
MPUBECTH K NOBBIIICHHIO UX [pa3BUTHS MUOTIATHH, B TOM YHCIIE
KOHIIEHTPAIIUH. admomuonmsa (cM. pasgen 4.3).
IATOpBacTaTHH Prck pa3BUTHS MUOTIATHH, BKITIOYAs He pexoMeHI0BaHO OJJTHOBPEMEHHOE
(pabIOMHOIH3, MOXKET TaKXKe MOBBIMIATHCS [IPUMEHEHHE aTOPBACTaTHHA C
Ha (oHe MpUMEHEeHHS aTOPBaCTaTHHA, aTasaHaBupoM. Ecim mpuMeHeHus
TakKe METa0OIM3UPYyEMOTO C yJacTHEM  [aATOpPBAcTATHHA HEBO3MOXKHO
n3odepmenta CYP3A4. M30eXaTh, CIIeAyeT IPUMEHATh
MUHUMAJIbHY0 BO3MOXHYIO 103y
ATOpBAcTAaTHHA C TIIATEIHHBIM
KOHTpOJIeM 0e3011acHOCTH (CM.
azgen 4.4)
[TpaBacTtaTiH [HecmoTpst Ha oTCyTCTBHE Ciienyet coOr01aTh OCTOPOKHOCTB.
dnyBacraThH COOTBETCTBYIOLIUX HCCIEIOBAHUM,

IBO3SMO>KHO ITOBBIIIICHUEC SKCITIO3UITUHN
MpaBacTaTHHA U (IIyBacTaTHHA IIPH
OAHOBPEMEHHOM IIPUMEHCHUU C
mHruouTOpamu mpoteassl. [IpaBactaTuH He
MeTaboIm3upyeTcs n3o(hepMeHTOM
CYP3A4. ®dnyBacTaTHH 4aCTUIHO
MeTaboIH3upyeTcs n30(hepMEHTOM
CYP2CO.
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JloMmuTanum

MeTa0oa13M JIOMUTAITH/IA B 3HAUYNTEIbHON
CTETICHU 3aBHCHUT OT M30()epMEHTa
CYP3A4, u ofHOBpEMEHHOE IPUMEHEHUE C
aTa3aHaBUPOM M PUTOHABHPOM MOXKET
MIPUBECTH K MOBHIIIEHUIO €r0
KOHIIEHTpPAIUH.

OHOBPEMEHHOC MPUMCHCHHE
TOMUTAINKA U aTa3aHABUPA C
[PUTOHABHPOM MPOTHBOIIOKA3aHO U3-
3a MOTEHIIMATIBHOTO PHCKa
3HAYUTEIIHHOTO MMOBBIIICHUS
AKTUBHOCTH TPaHCAMHHA3 U
TEaTOTOKCUIHOCTH (CM.

paznen 4.3).

MHT AJISIIMOHHBIE BETA-ATOHUCTBI

Canmerepon

OmHOBpEeMEHHOE ITPUMEHEHHE C
aTa3aHaBHPOM MOXKET ITOBBIIIATh
KOHLICHTPAIH CaJIMETEpOJIa U yCHINBATh
HE)KeNaTeNbHbIC SBICHUSI, CBSI3aHHBIE C
CaIMETEPOIIOM.

MexaHu3M B3aUMOJICHCTBUSA 3aKIII0YACTCSI
B noiaBieHnn m3opepmenta CYP3A4
aTa3aHaBHPOM W/WJI PUTOHABHPOM.

OmHOBpEMEHHOE MTPUMEHEHHE
calMeTepoJia i aTa3aHaBHpa He
[pexoMeHI0BaHoO (cM. pa3zaen 4.4).

OIMUOUIbI

BynpenopduH 0a1H pa3 B eHb,
cTabuiIbHas TOepKUBAIOIIAS 1032
(atazanaBup 300 Mr oIuH pa3 B CyTKH
c puroHaBupoM 100 Mr oguH pa3 B
CYTKH)

IAUC oynpenopduna: 167%

Crmax Oynipenopouna: 137%

Cmin OynipeHopduna: 169%

IAUC ropOymnpenopduna: 1105%

Crmax HOpOynpenopduHa: 161%

Cnmin HOpOyniperopduHa: 1101%
IMexaHH3M pa3BUTHS JaHHOTO
B3aMMOJCHCTBHS COCTOHUT B MOAABICHUH
m3opepmenta CYP3A4 u UGT1AL.
KoHnnenTpanuu arazaHaBupa (BMecCTe ¢
[PUTOHABHPOM) U3MEHSUTUCH
HE3HAYMTEIIBHO.

OHOBpEMEHHOE TPUMEHEHHUE C
aTa3aHaBHPOM U PUTOHABHPOM
TpeOyeT MPUCTATLHOTO HAOIIOACHUS
IS BBISIBIICHUS CEAATHUBHBIX 1
KOTHUTHBHEIX dPPEeKTOB. MOKeT
MOTPeOOBATHCS CHIKECHHUE O3B
OynpeHOpQHHA.

MeTagoH, cTaOUIbHAS
MoJIep )KUBatolast 103a (ara3aHaBHp
400 Mr oaMH pa3 B CYyTKN)

3HaYMMOE BIMSIHUEC Ha KOHIICHTPAI[UH
MeTa0Ha HE OTMEUYAJIOCh. Y UUTHIBAs, YTO
HU3KHe 10351 puToHaBupa (100 mr qBa pasza
B CYTKH) HE OKa3bIBAIOT 3HAYMMOI'0
BIIMSHKS HA KOHIICHTPAI[MU METa/IOHa,
COTJIACHO UMEIOIIUMCS JTaHHBIM,
B3aUMO/ICHCTBUE NIPU OJIHOBPEMEHHOM
MPUMEHEHUU METAI0HA C aTA3aHABUPOM HE

OKHACTCA.

[Tpu 0THOBpEMEHHOM IPUMEHEHUHT
METa0Ha C aTa3aHaBUPOM
KOPPEKIMHU 103bI HEe TpeOyeTcsl.

JVIETOYHASA APTEPUAJIBHASA T'MIEPTEH3UA

Uneubumopwr @/[3-5

CrnneHadn

OnHOBpEMEHHOE PUMEHEHHE C
aTa3aHaBUPOM MOXET IOBBIIIATh
KoHIeHTpaluu naruouropa ®13-5
YCHITBATDh HE)KeJIaTeIbHBIC SBICHUS,
oOycnoBnerHple nHrHONTOpamu PJ12-5.
MexaHu3M B3aUMOJAECHCTBHUS 3aKJIIOUAETCS
B nofasneHnn u3odepmenta CYP3A4
ATa3aHaBHPOM W/WII PUTOHABHPOM.

BesomacHas 1 3¢ exTUBHAS 1032
cuiieHaduIa B KOMOUHAIIMH C
ATa3aHaBUPOM MPH JICYCHUH
JIETOYHOM apTepUaIbHOU
CUIIEPTEH3MHU HE YCTAHOBJICHA.
Cunpnenadui, npuMeHsIEMBIN IS
NIe4YeHNUs JIETOYHOM apTepruaibHON
TUIIEpTEH3UH, TIPOTHBOIIOKa3aH (CM.
azzuen 4.3).

CEJATHUBHBIE ITPEITAPATBI

\benzoouazenunl
MI/IHEBOJ'IaM MI/I,Z[a3OHaM 1 TpHuaszoJiaM OﬂHOBpCMCHHOC INpUMEHCHUEC
TpI/IaBOJ'IaM MeTa60J’II/I3I/IpyIOTCH C aKTUBHBIM Y4YaCTHUCM |[aTa3aHaBUpa C TPUA30JI1aMOM UIIN

m3odepmenta CYP3A4. OnHoBpeMeHHOE
MPUMEHEHUE C aTa3aHABUPOM MOXKET
MIPUBOAUTH K BBIPAXKEHHOMY YBEJIUYECHUIO
KOHLICHTPAIIH JaHHBIX OCH301Ma3CTTHHOB.
MccnenoBanus B3auMOAECHCTBUN
aTazaHaBHpa C OEH30IMAa3CITNHAME HE

mpoBo k. COTJIacHO TaHHBIM I10 IPYTUM

MH/1a3071aMOM JUUISL IPUEMa BHYTPb
MPOTUBOIIOKA3aHO (cM. paznen 4.3),
a IpY IPUMEHEHUH aTa3aHaBHUpa
BMeECTE C ITAPEHTEPATLHBIM
MHIa30JIaMOM TpeOyeTCs
coOII0AaTh OCTOPOKHOCTD. [1pu
[IPUMEHEHHUH aTa3aHaBUpa C
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0’KUIaeTCsl, YTO KOHIIEHTPALUU neueHue CleayeT IPOBOIUTD B
Mua3osama B Ia3Me KPOBU IIPU €T0 OT/JIeICHUY HHTEHCUBHOH Tepanuu

npueMe BHYTpb OynyT cyiectBeHHO Bhiie.|(OUT) nim ananoruaHom
/laHHBIE O COMYTCTBYIOLIEM NIPUMEHEHUH  |OT/ACIECHUH C 00eCIIeYeHUEM
MapeHTepalbHOr0 MHJa3ojlamMa ¢ APYTUMHU  [IPUCTATbHOTO KIMHUYECKOrO

MHTHONTOpPaMHU TIPOTEa3bI KOHTPOJISL © COOTBETCTBYIOIETO
CBHJICTEIBCTBYIOT O BO3MOXKHOM 3-4 MEIUIIMHCKOTO JICYCHNUS B CITydae
KpPAaTHOM yBEIHYECHUH yPOBHI MUIa30J1aMa [yTHETEHUS AbIXaHUS W/WITH

B TJIa3M€ KPOBH. uuTeNnbHOH cepanyn. Crnexyer

PaccMOTPETh KOPPEKIHUIO 103bI
MHIa301aMa, OCOOCHHO TIPH
MPUMEHCHUU OJTHOKPATHOM 035l
MHa30J1aMa.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepemeHHOCTH

ATaSaHaBI/Ip MOXCT IPUMCHATHCA IIPU 6€peMCHHOCTI/I, TOJIBKO €CJIM IIOTCHLHAJIbHAsA II0JIb3a
MNPUMCHCHUA IJI1 MaTCPU IMPCBLIIACT HOTCHIII/I&JIBHI:II\/JI PUCK IJId I1044.

YMmepeHHblii 00beM AaHHbIX y OepeMeHHBIX keHUIH (0T 300 mo 1000 mcxomoB GepeMeHHOCTH)
MOKa3aJl OTCYTCTBHE TOKCUYHOCTH aTa3aHaBHpa B BUJIC TOPOKOB PA3BUTHS Y TUIO/A.

HccnenoBaHus Ha )KUBOTHBIX HE TTOKa3allv MPHU3HAKOB TOKCHUYHOCTHU B OTHOLICHHUHA perOHYKTHBHOﬁ
CUCTCMBEI.

JlakTanus

ATazaHaBHUp OOHaApyXHUBAJICA B IPYJAHOM MOJIOKE, YTO MOATBEPKIACHO JAaHHBIMU HCCIIEOBAHUS Ha
Kpbicax. Her naHHBIX O BIMSAHUM aTa3aHaBUpa Ha CEKPELUIO TPYIHOrO0 MoJoka. B cBsa3u ¢
BO3MOXXHOCTBIO nepenaun BUY ot mMatepu peOeHKY ¢ MOJOKOM, a TakK€ BBHUJY pHCKa Pa3BUTHS
CephE3HBIX HEXeaTeIbHbIX Peakluil y peOeHKa, KOPMUTh I'PYyJIbI0 MPU NMPUMEHEHUH aTa3aHaBHpa
HE PEKOMEH/YETCHI.

DepTHIbHOCTD

B JOKIIMHUYECCKUX HCCIICAOBAHUAX BJIMAHHA aTa3aHaBHpa Ha q)epTI/IHI)HOCTB u 3M6pI/IOHaJ'II)H0€
pa3BUTHEC, aTa3aHABHUP U3MCHAI BCTpaHBHBIﬁ HUKJI, HC BJIMAA TIPHU 5TOM Ha (bepTI/IJ'ILHOCTB.

4.7. BiusiHue Ha CHOCOOHOCTH YHIpaBJIATh TPAHCHOPTHBIMHU CpPpEACTBAMU U paﬁoTaTL C
MEXaHM3MaMHu

CneunanLme I/ICCHG}IOBaHI/Iﬁ M0 M3YYCHUIO BJIMAHHA aTa3aHaBUpa Ha CIIOCOOHOCTH YHOpaBJIATb
TPAHCIIOPTHBIMHU CPCACTBAMU U pa6OTaTL C MCXaHU3MaMH1 HEC ITPOBOANIIOCH.

Cnyqan FOHOBOKPY)KCHI/IH 6I)IJ'II/I OTMCUYCHEI BO BperI JICUCHU I aTa3aHaBI/IpOM.
4.8. HexxennaTesibHbIE peakuu

Pesrome nmpodmiig 0e30ImacHOCTH

be3onacHocTh arazaHaBHpa OLEHUBAIIM B COYETAHUUM C JAPYTMMH aHTUPETPOBUPYCHBIMU
JIEKApCTBEHHBIMHU TIpETIapaTaMy B XOJ€ KOHTPOJIUPYEMBIX KIMHUYECKUX UCCIEAOBAHUN C y9acTHEM
1806 B3pOCIbIX MALUEHTOB, MOJIyYaBIINX J€UEHHE aTazaHaBUpoM B j03e 400 Mr oJuH pa3 B J€Hb
(1151 maumeHT, cpeAHsisi MPOAOKUTENBHOCTh 52 HEleA U MaKCUMajbHas MPOAOKUTEIbHOCTh
152 nenenn) unm arazanasupom B 1o3€ 300 mr ¢ putoHaBupoMm B no3ze 100 Mr oguH pas B J€Hb
(655 manMeHToB, CpPEemHsIsl MPOIOJDKUTEILHOCTE 96 HEAenb U MaKCUMasbHasl MPOAOIKUTEIHHOCTD
108 Henmenb).
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JedyeHue arasaHaBupoM B a03e 400 Mr oIuH pa3 B JIeHb, U y NAI[MEHTOB, MOJIYyYaBIIUX JICUEHUE
atazaHaBupoM B j103¢ 300 mr ¢ purtoHaBupom B n03e 100 Mr oauH pa3 B JI€Hb, 3a UCKIIOUYECHHEM
KEIITyXH U MOBBIIICHUS KOHIIEHTPAINUU 0011ero OmmmpyOrHa B mia3Me KpOBH, KOTOPBIC BCTPEYATUCH
yaiie npyu NpuMeHEHN KOMOWHAIIMK aTa3aHaBUpa M pUTOHABHPA.

VY nanueHTOB, MONy4YaBIIMX JeueHue artazaHaBupoM B o3¢ 400 Mr oauH pa3 B JE€Hb WIH
aTazaHaBupoM B J103¢ 300 mr ¢ putoHaBupoM B 103¢ 100 Mr oguH pa3 B 1€Hb, UCKIIFOUUTEIIbHBIMU
HE)KEJIAaTeIbHBIMUA PEAaKIUsIMH JI000H CTETeHN TSHKECTH, O KOTOPBIX COO0IIaoch OYEHb YacTo, IO
KpaliHell Mepe, ¢ BO3MOMKHOM CBSI3bIO CO CXEMaMH, COJEpKallMMU aTa3aHaBUpP U OJUH WU
HECKOJIbKO HYKJICO3UIHBIX/HYKIICOTUAHBIX HHTHOUTOPOB 00paTHO# Tpanckpuntassl (HUOT), 6puin
tomHoTa (20%), mmapes (10%) u »xentyxa (13%). Y mnauueHToB, NONy4YaBUIMX JIEYCHHE
atazanaBupoM B jgo3¢ 300 mr ¢ puroHaBupoM B go3e 100 mr, yacTtora pa3BUTHS KEITYXH
cocraBuia 19%. B GonbIIMHCTBE CiIy4yaeB KeNTyXy PETUCTPUPOBAIU B IEPUO]] OT HECKOJIBKUX JTHEH
JI0 HECKOJIBKUX MECSIIEB MOCIIe Havasa JieueHus (cM. pazzaen 4.4).

B mepuon moctpeructpaniioHHOr0 HaOIIOeHHs] ObUIM 3aperuCTPUPOBAHBI Clydyad XPOHHUYECKON
0ome3nu mouek y BUY-uHPUIIMPOBAHHBIX MAIIUCHTOB, MOJIYYAOIIAX aTa3aHABUP C PUTOHABHUPOM
win 6e3 Hero. B kpymHoMacmTaOHOM, MPOCHEKTUBHOM, HAOIIOJATENLHOM HCCIEAOBAaHUU ObLia
MOKa3aHa B3aMMOCBSI3b MEXKIY YBEIUYCHHUEM YaCTOTHI PA3BUTHS XPOHUYECKOW OO0JIE3HU TOUYEK U
COBOKYITHOM AKCIIO3UIMEH aTazaHaBupa + putoHaBupa y BUY-uHQUIMPOBAHHBIX MAlMEHTOB C
W3HAYAIBHO HOPMAJIBHON pPACYCTHOH CKOPOCTBhIO KiyOoukoBoi ¢uibTpamuu (pCK®). Takyro
B3aMMOCBS3b HAOJNIO/IaIM HE3aBUCHMO OT JKCHO3WIMHM TeHO(hOBUpA au3onpokcuna. Tpedyercs
PETYJSIpHBI KOHTPOJIh (DYHKIMM TIOYEK Yy TAIMEHTOB HA MPOTSDKEHWH BCEW Tepamuu (CM.
paznen 4.4).

TabnuaHoe PE3IOME HEXKEIIATSIbHBIX PeaKIIHi

IIpencraBnennsie B TaOnuue 3 JaHHbIE 1O HEKENATENbHBIM pEAKIMSAM CTPYHNIHPOBAHbI IO
cucreMHo-opraiibiM kjaccam (COK) MeaunuHckoro ciioBapsi TEPMUHOB Ui PEryJIsTOPHON
nesrenbHocT (MedDRA) u yactoTe BO3HMKHOBEHMs. YacToTa BO3HMKHOBEHMs HEXelaTeIbHbIX
peakuuil ompenensgach B COOTBETCTBUM ¢ Kiaccuukauued BceemupHoit Opranuzanuu
3npaBooxpaHeHusi: odeHb yacto (> 1/10), wacto (> 1/100, vHo < 1/10), Hewacro (= 1/1 000, HO
<1/100), peaxo (= 1/10 000, vo < 1/1 000), ouenn peaxo (< 1/10 000), yacroTa HeusBecTHA (HA
OCHOBAHUU UMEIOLIUXCS TaHHBIX OLIEHUTh HEBO3MOKHO).

B Tabmuue 3 yactoTa BCTpEYaeMOCTH HEKEIATENbHBIX PEAKIUl B Mpeenax KakIoW TpyIIbl
yKa3aHa B IIOPSAJIKE YMEHBIIECHHUS CEPbE3HOCTH.

Tabnuna 3: YacToTa BCTpEYaeMOCTH PETOPTUPOBAHHBIX HEXKENATENbHBIX PEAKIUi, CBSI3aHHBIX C
IIPUEMOM aTa3aHaBupa, crpynnupoBaHHbix 1o COK

HapyuleHI/Iﬂ CO CTOPOHBI I/IMMyHHOI>'I \Heuacmo: THNCPUYYBCTBUTCIIBHOCTD.
CHUCTEMBI

Heuacmo: CHWXXEHUE MacChl Teja, YBEIMYEHUE MacChl
TeJa, aHOPEKCHsl, MOBBIIICHUE alllIeTUTA.

Heuacmo: penpeccusi, €30pUEHTALUSA, TPEBOXKHOCTb,
OEeCCOHHMIIA, HAPYIICHNE CHA, HEOOBIYHBIC CHOBHJICHUSI.
Yacmo: ronoBHas 00Jb;

Heuacmo: mnepudepudeckas HeWponaTus, OOMOpPOK,
aMHe3Ms1, TOJIOBOKPYKEHUE, COHJIMBOCTD, JUCTEB3HU4.
Hapy1eHusi co CTOpOHBI Oprana 3peHus |4acmo: moxKeaTeHue CKIIep Iiias.

Hap}/I_HCHI/ISI MeTa00IM3Ma U MUTaHUS

[Icuxuueckue HapyHICHUA

Hapy1ieHust co CTopoHbl HEpBHOU
CUCTEMBI

Yacmo: nByHanpaBiIeHHasl eIy 104KOBasi TaXUKapaus’;
Hapyienust co cTopoHsl cepana Peoxo: ynnunenune wuntepBana QT?, orek, omymeHue
cepaneOueHus.
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Hapymenust co ctTopoHbl
JIbIXaTEIbHON CUCTEMBI, OPTaHOB Heuacmo: ofplllIKa.
rPYJIHOW KJIETKH U CPEIOCTCHHUS

Yacmo: pBoTa, amapes, OOIb B IKHMBOTE, TOIIHOTA,
TIMCIICTICHS;

Heuacmo: TaHKpeaTHT, TacTPUT, B3IYyTHUE IHKHUBOTA,
a(TO3HBII CTOMATUT, METEOPHU3M, CYXOCTh CIIM3UCTON
000JI0YKHU TIOJIOCTH PTA.

Hapy1ienust co CTOpOHBI ey A04HO-
KHUIIEYHOIO TPAaKTa

Yacmo: xenryxa;
Hapy]_[_[eHH;{ CO CTOPOHBI IIEYEHU U \Heuacmo: I'eraTur, KEIIYHOKaMEHHas 6OJ'I€3HI>a,

YKEITYEBBIBOIALLIMX ITYTEH xoJiectas’;
\IPe0ko: TenaToCINIEHOMETAJINS, XOIEIUCTUT?,

Yacmo: ChIlb;

Heuacmo: wmynsTHGOpMHAs dpuTeMa™®, TOKCHUECKHe,
Hapyimenust co CTOpOHBI KOXKU U KOKHBIC BBICHITAHHA™, DRESS-cunapom®®,
[TOJKOKHBIX TKAaHEH AQHI'MOHEBPOTUYECKHUI OTEK®, KpallMBHUIIA, aJIONIELus, 3y1;
a,b

Peoko: cunnpom CruBeHca-J[KoHCOHa™’, BE3MKYJIE3HO-
OyJuIe3Has! ChIIlb, YK3eMa, PACIINPEHHE COCY/I0B.

Hapy1ieHusi co CTOpOHBI MBIIICUHOM,  [Hewacmo: MplliedHas aTpousi, apTpairus, MUAITHS;

KOCTHOH U CO€AMHUTENIbHON TKaHU [Peoxo: Muonarus.

Heuacmo:  MouexkaMmeHHas  OOJIe3Hb',  TeMaTypus,
Hapy1eHust co CTOpoHbI ITOYeK U [IPOTEUHYPUS, IOJUIAKUYPHSl, THTEPCTULMATIbHBIN HEDPUT,
MOUEBbIBOJIAIIUX ITyTEH XpOHHMYECKas 00JIE3Hb [TOUEK;

\Peoko: 00JIb B 00JIaCTH [IOYEK.

Hapymenust co cTopoHbl
PENPOAYKTUBHOM CUCTEMBI U \Heuacmo: THHEKOMACTHS.
MOJIOYHBIX KEJIE3

Yacmo: yTOMISEMOCTb;

OOmurre HapyIIeHHUs U peakiuu B Mecte |[Heuacmo: 001b B TpyAu, HEIOMOTaHHUE, JHUXOPAJKa,
BBE/ICHUS ACTEHUS,

[Peoko: HapyllIEHUE TIOXOJKH.

? JlanHble HeskesaTesbHble PEAKIMH BHISBIEHbI B XOJ€ IMOCTPErMCTPAIIHOHHOTO HAGNIOIEHHS, OJHAKO MX YacTOTY
OILIEHMBAJIM Ha OCHOBE CTATHCTHUYECKHX PAcyeToB, HCXOJ M3 OOIIEro 4mcia MalUeHTOB, MIPUHUMABIINX aTa3aHaBHD, B
PaHIOMHM3MPOBAHHBIX KOHTPOJIMPYEMBIX M APYTHX AOCTYIHBIX KIMHUYECKUX HCCIeIoBaHmsIX (n = 2321).

b Jlns nosydenus noApoOHOI MHPOPMAIMK 0OPATHTECH K OTTMCAHUIO OT/IENbHBIX HEKENATENbHBIX PEAKIIHIA.

Onucanue OTACIbHEIX HSXKEIATSIbHBIX PEAKITUN

Y BUY-unpuuupoBaHHBIX TAIIUEHTOB € TsHKEIbIM UMMYyHoiedunnTom B Hadare KAPT Bo3amoxkHO
pa3sBUTHE BOCHIAIMTEIBHOM peakiuyu Ha OECCUMITOMHBIE MJIM OCTATOYHBIE ONIOPTYHHUCTUYECKHE
nHpekunu. AyTouMMyHHbIE 3a00JeBaHus (Takue Kak 0one3Hb ['peliBca M ayTOMMMYHHBIN renaTur)
TakK ke OBUIM OIUCAHBI, OHAKO BPEMsI X MOSBJICHUS BapbUPOBAJIO B OoJiee MIMPOKHX IMpejienax, v
OHU MOIJIM BO3HHMKATh Y€pe3 MHOI'O MECSIIEB MTOCIIE Havyajia Tepanuu (cM. paszaen 4.4).

Ocmeonexkpos

CooOmianoch 0 cilydasgX OCTEOHEKpO3a, B OCOOEHHOCTH Yy TMAlMeHTOB C MOATBEPKACHHBIMU
¢dakTopamu pucka, no3aHed cragued BUY-undexumm u npu amurensHoit KAPT. Yacrora
BCTPEYAEMOCTH MOJOOHBIX SIBJICHUH HEU3BeCTHA (CM. pazaen 4.4).

Memabonuueckue noxazamenu

Bo BpeMsi aHTHpPETpOBHPYCHOW TEparuud MOXET HAOMIOAAThCs YBEIUYECHHE MAacChl Tella W
MOBBIIICHUE KOHIIEHTPALMH JIMITHUIOB U TJIFOKO3bI B KPOBU (CM. paznen 4.4).
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(MOCNEQOBATENEHOCTE 0004)

Chbinb u ceszaunvle ¢ Hell CuH@pOMbl

ChIllb 0OBIYHO MPEACTABIISAECT COOON MaKyJIOMAMMyJIe3HYI KOXHYIO CHINb JIETKON WU YMEPEHHOMN
CTENEHU TSKECTU, KOTOpPash BO3ZHUKACT B TEUYEHUE NEPBBIX 3 HEJENb IIOCIE Hayaja Teparnuu
aTa3aHaBUPOM.

Cunapom CruseHca-/[>kOHCOHA, MylbTU(OPMHAsE dpUTEMa, TOKCUUECKHE KOXKHBIE BBICBHIIAHUSA U
MEIMKaMEHTO3Has ChIb ¢ 303uHO(unel u cucteMabiMu cumntomamu (DRESS-cunapom) Taxoke
HaOJII0AaIKMCh IPU IPUMEHEHUH aTa3aHaBupa (cM. pasaen 4.4).

OmxnoneHus 1aO0Opamopusix noKazameJieti Om HOpPMbl

Haubonee yacTbiM OTKIOHEHHEM JTaOOPATOPHBIX MTOKAa3aTeNIel OT HOPMBI Y MalMEHTOB, OTyYaBIINX
CXEMBI, cojiepKalre aTazaHaBup u oarH uik Heckolbko HMOT, ObUT0 MOBBIIEHUE KOHIICHTPAITTT
obmiero OwianpyOWHa B IUIa3ME€ KPOBHU, O KOTOPOM COOOMIANIOCH MPEUMYIIECTBEHHO KaK O
MOBBIIIEHUHN KOHIIEHTPALMN HENPSMOI0 [HEKOHBIOTUPOBAHHOTO | Ounupyouna (y 87% 1-i1, 2-i1, 3-i
win 4-ii creniern). [loBbllleHWE KOHLEHTpauuu oOmero OunupyomHa 3-i wium 4-il cTeneHH
3apeructpupoBanu y 37% mnanuentoB (y 6% 4-ii crenenu). Y mamueHTOB, paHee MOTY4YaBIIUX
JieyeHue arazaHaBupoM B jo3e 300 Mr oguH pa3 B AeHb U 100 Mr puTOHaBHpa OJUH pa3 B JEHb C
MEIMaHON TPOJOJDKUTEIBLHOCTH Tepanuu 95 Hexenb, y 53% MalMeHTOB PErucTpupoBaId
MOBBILICHUE KOHIIEHTpAIMK 0011ero Omnnpyouna 3-ii—4-if creneHu. Y NaleHToB, He MOMy4YaBIInX
paHee jieueHue arazaHaBupoMm B 103e 300 mr oauH pa3 B 1eHb 1 100 Mr puToHaBUpa OAMH pa3 B ACHb
C MEIUAHOM NPOJOJDKUTEIBHOCTH Tepanuu 96 Heaenb, y 48% DNauUMEHTOB pPErucTpupoOBaIU
MOBBILIEHNE KOHILIEHTpauu obiiero ounupyouna 3-ii—4-it crenenu (cM. pazaen 4.4).

Jlpyrue BblpaXX€HHbIE OTKJIOHEHMSI KIMHUYECKUX JJAa0OPATOPHBIX MOKa3aTeael oT HOpMbI (3-1 wiu
4-s CcTemeHb), 3apPETUCTPUPOBAHHBIE Yy > 2% NAIMEHTOB, MONIYYaBIIUX CXEMbI, COepKallue
atazaHaBup u oauH win Heckoabko HUWOT, Brimrowyanu: MOBBIIIEHUE aKTUBHOCTU
kpeatuHpocokunazsl (KDK) (7%), mosbimenue aktuBHOocTH AJIT (5%), cHbkeHue wyucia
HelTpopuinoB (5%), mnoBbIIeHHE aKTHUBHOCTH acnapratamuHoTpaHcdepaszsl (ACT) (3%) u
MOBBIIICHNE AKTUBHOCTU JIHMMAa3bl B mia3me kpoBu (3%). 2% mnanueHToB, MOJYyYaBIIUX JIEYCHHE
aTa3aHaBUPOM, UCTIBITATH OJHOBpeMeHHOoe noBbIeHne akTuBHOCTH AJIT/ACT 3-ii—4-i1 cTrenenu u
KOHIEHTpaluu odmiero OunupyOuHa 3-ii—4-ii cTeneHu B mjaa3Me KpoBH.

IIpoune 0coObIe MOMYJISIIHHI

TIayuenmui ¢ ko-ungpexyueti cenamuma B u/unu ecenamuma C

Cpenn 1511 manueHTOB, MOIy4YaBIIMX J€YEHUE aTazaHaBUpoM B no3e 400 Mr oguH pa3 B JI€Hb, Y
177 nauneHToB uMenach Ko-uHpekuus xpounyeckoro renatuta B umm C, a u3 uncna 655 nanueHTos,
MoJTyyaBLIMX aTa3zaHaBup B 103€ 300 Mr ouH pa3 B IeHb ¢ puTOHaBUpPOM B 03¢ 100 Mr onuH pa3 B
NeHb, 97 manueHToB ObUTH ¢ XpoHUYecKuM renatutoM B unu C. [lanuenTts! ¢ ko-uHbEKIuen yarie
HCXOJIHO HUMEIM TMOBBIIIEHUE CBIBOPOTOYHON AaKTUBHOCTU «IE€YEHOYHBIX» TpaHCAMHUHA3, YEM
MaIUEeHTHI 0€3 XPOHUYECKOTO BUPYCHOTO TeMaTuTa. Pa3nmuyus B 4aCTOTE MOBBIIIEHUS CBIBOPOTOYHOMN
KOHIIEHTpAllMU OUIUPYyOrHA HE OTMEYATUCh CPEAH JaHHBIX MallMEHTOB U MAIIMEHTOB 06€3 BUPYCHOTO
renatuTa. Yactora pa3BUTHSA CBA3aHHOTO C JICUCHHEM TeNaTHUTa W TIOBBIINICHUS AKTHBHOCTH
TpaHCaMHHA3 y MAIUEHTOB C KO-MH(EKIMel OblIa cCOmocTaBUMa B TPYIINAX JICUESHUS aTa3aHABUPOM
Y TIpenapaTroB cpaBHEHHS (CM. paznen 4.4).

CTH

B xnmuanueckom nccnenoBanuu Al424-020 y aeteit u moApOCTKOB B BO3pacTe OT 3 MecsIies 10 18 mer
CpeIHsisl MPOAOKUTEIHHOCTD JICUSHHSI aTa3aHaBUPOM B (hopMe MmopoIiKa s mpuemMa BHYTPb, TH00
KarcyJ, coctaBuia 115 wenens. [Ipoduis 6e30macHOCTH B TaHHOM HCCIEAOBAHUHU OBLT CXOIHBIM C
TaKOBBIM Yy B3pOCIBIX MAIMEHTOB. Y JAeTeld U TOIPOCTKOB OblIa BBISIBICHA OECCUMITOMHAs
aTpuoBeHTpUKyisipHas (AV) 6rnokana nepBoii crenenu (23%) u Bropoit crenenu (1%). Haubonee
YacThIM OTKJIOHEHHEM J1a0OpaTOPHBIX MOKa3aTeleld OT HOPMbI y JeTel, MOTy4aBIINX JIEYCHHE
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3—4 crenens), numeBliee MecTo y 45% nanueHToB.

B knunHnueckux wuccnenoBanusax Al424-397 u  Al424-451 cpenHssi TpOAOTAKUTEIBHOCTD
IIPUMEHEHHUS aTa3aHaBUpa y JeTell B Bo3pacte oT 3 mecaues 10 11 net coctaBuna 80 Henens.

JletranbHble citydan He ObUIM 3aperucTpupoBaHbl. [Ipoduits 6e301MacHOCTH B JAHHBIX UCCIIETOBAHMIX
ObUI CXOIHBIM C TaKOBBIM B paHee MPOBEICHHBIX MCCIEJOBAHUSAX C YUACTHEM JIETEH U B3POCIBIX
narueHToB. Hanbornee yacThiMM OTKIOHEHHSIMU Ja0OpATOPHBIX MOKAa3aTeNieii OT HOPMBI Yy JETEH,
MOJTyYaBIIUX JICYCHUE aTa3aHaBUPOM B (hopMe MOPOIIKa JJIs IPHEMa BHYTPb, SIBJISJIOCH TIOBBIILICHHUE
KOHIIEHTpauuu oduero 6mnupyouna (> 2,6 pa3 Boiie BI'H, 3 u 4 crenens; 16%) u noBbilieHue
aKTUBHOCTH amuiiasbl (3—4 crenens; 33%), Kak IpaBUIIO, HEMAHKPEATUYECKOU 3THOJIOTUU. B 1aHHbBIX
WCCIIEIOBAHMSIX TOBBIeHHE akTUBHOCTH AJIT vamie orMevanock y JAeTei, 4eM y B3pOCIIbIX.

COO6IJ.[€HI/IG 0 TOA03PEBACMBIX HCXKECIATCIbHBIX PCAKITMAX

BaxHo coo0marh O @OJO3pEBAacMbIX HEXKEJATENbHBIX PEAKUUAX MOCIEe PErucTpanuu
JIEKapCTBEHHOI'O IIperapara C LEeibl0 O0ECHeueHus: HENPEPbIBHOIO MOHUTOPUHIA COOTHOIIEHHUS
«T10JIb3a — PUCK» JICKApPCTBEHHOI'O Ipernapara. MeIuInuHCKUM pabOTHUKaM pPEKOMEHIYyeTCs
cOoO00IIaTh O JTIOOBIX IO03PEBAEMBIX HEXKEIATEIbHBIX PEAKIHSIX JIEKapCTBEHHOTO NpenapaTa yepes
HallMOHAJIbHBIE CHCTEMBl COOOLIEHHMSI O HEXENAaTeNbHbIX pPEaKLUUsAX TroCylapcTB — YIEHOB
EBpazuiickoro 5KOHOMHUYECKOTO COK03a.

Poccuiickast ®enepanus

denepanbHas ciryx0a o Hag3o0py B cdepe 3npaBooxpanenus (Poc3apaBuanzop)

Anpec: 109012, r. MockBa, CnaBsiHcKas miioniazis, i. 4, ctp. |

Tenedon: +7 (800) 550-99-03

OnextpoHHas noura: pharm@roszdravnadzor.gov.ru umm npr@roszdravnadzor.gov.ru

CaiiT B ”HpOpMaAIIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTu «MHTepHeT»: www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CHUMIITOMBI

B xone KIMHMYECKUX MCCIEeI0OBaHUN MPHEM 340pOBBIMU T0OPOBOJIbIIAMH aTtazaHaBupa 10 1200 mr
OJIHOKPAaTHO HE COMPOBOXKIAICA KAKUMHU-JINOO0 HEXKENATEIIbHBIMU SIBICHUSMHU.

EnuHcTBeHHBIM ciaydail mepeno3upoBku mpenapata  BUY-uHOUIMPOBAHHBIM — MAI[MEHTOM,
npuHsBImUM 29,2 T ipenapara (103a, B 73 paza mpeBbIlIaomas peKoMeH10BaHHY0 103y 400 mr),
COIIPOBOKAAJICSI OECCUMNITOMHOM OJI0Kagoi 00enx HOXeK mydka ['Mca u y[IMHEeHueM HHTepBaja
PQ. lannbie npusHaku Ha OKI ucue3nu cnonTanHo. OXKuUJaeMbIMU CUMIITOMAaMH M1E€PEI03UPOBKU
mpernapara SIBJISIIOTCS JKelITyXxa 0e3 M3MEHEHHH pe3ylnbTaToB IEYEHOYHBIX TECTOB (3a CueT
MOBBILIEHUS KOHIIEHTPAI[UU HENpSAMOro OminpyOuHa B IJ1a3Me KPOBH) U HAPYLIEHUE CEPJCYHOTO
putMa (yanuHeHue uarepsaia PQ).

Jleuenue
Crennuyeckoro aHTUI0TA HET.

[Ipu mepeno3upoBke mpemnapata AtazaHaBup KaHOH ciemyeT OCymIeCTBISITH KOHTPOJb OCHOBHBIX
(GU3MONOTHYECKUX TIOKa3aTeled, BECTH HaOMIoJeHHe 3a OOIIMM COCTOSHMEM IallheHTa,
koHTposmpoBaTh JKI', Ha3HAUNUTH TPOMBIBAHHE JKETYJIKa, BHI3BATh PBOTY IS YAAJICHHUS OCTATKOB
npenapara, peKOMEHIyeTCsl IPUEM aKTUBUPOBAHHOTO yTJIs.

Huanu3 HeapdexkTuBeH A BBIBEJEHHUS IpenapaTta M3 OpraHu3Ma, TaK KakK aTra3aHaBHUp
XapaKTCPU3yCTCA MHTCHCHUBHBIM MeTa6OJII/13MOM B IICUECHU U BBICOKOM CTEIEHBIO CBSA3BLIBAHUS C
OelKkaMu KPOBH.
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5. PAPMAKOJIOTMYECKHAE CBOVICTBA (MOCNEOCBATENEHOCTE 0004)

5.1. ®apmakoanHaMHu4ecKHe CBOCTBA

dapMakoTepanieBTUYECKass TIpylma: IPOTUBOBUPYCHBIE CPEICTBA CUCTEMHOIO  JIEHCTBHS;
MIPOTHBOBUPYCHBIE CPEJICTBA MPSMOTO JACHCTBHS; HUHTHOUTOPHI IPOTEa3.
Kong ATX: JOSAEOS.

MexauusMm aeiictBus U dhapMakoauHaMmuueckue 3 dheKThl

ATa3zaHaBup SIBJIETCS a3aleNTHIHBIM HHTHOUTOPOM IIPOTEa3bl BUPYca MMMYHOJE(QUIINTA YEIOBEKa
(BHY)-1. D70 BemecTBo CEIEKTUBHO MHTHOMPYET BUPYC- CHENU(DUIESCKUNA TPOLIECCHHT BUPYCHBIX
Gag-Pol nmporemnoB B BUY-uHbuUIIMpOBAaHHBIX KIETKaX, MpeaoTBpamias oOpa30BaHHUE 3PEIbIX
BUPUOHOB U 3apa)keHHE JPYrHX KIETOK. B mporecce jedeHHs y HEKOTOPBIX MAallMEHTOB MOKET
pa3sBUTBCSI  PE3UCTEHTHOCTh  (YCTOMUMBOCTB) K  JAeHCTBMIO mpenaparta (crneuuduyeckas
PE3UCTEHTHOCTh) WM K JICHCTBHIO KaK aTa3aHaBHpa, TaK U JPYTUX MHTHOUTOPOB mpoTeassl BUY
(mepexkpecTHas pe3UCTEHTHOCTb).

Pe3ucTeHTHOCTD M IepeKpecTHasi pe3UCTEHTHOCTh K MHruouropam nporeassl BUY Habmoganace B
pa3IMYHON CTEIEHH €€ TPOSBICHMs. PE3UCTEHTHOCTh K ara3aHaBUpy HE BCerza sBIIAETCSA
MPEMSITCTBUEM JUIS [1OCJIE0BATEIBLHOTO IPUMEHEHUSI IPYTHMX MUHIHOUTOpOB nporea3sl BUY.

Pe3uCcTEHTHOCTh B YCIIOBUSX in Vitro (B KYJIBTYPC KJ'IGTOK)

qYBCTBI/ITC.HI)HOCTI) K aTa3aHaBHUpPYy U3yUaJIM Ha KYJIbTYPC KJICTOK, BBIICJICHHBIX Y ITAIIMCHTOB, IIPCIKIC
HC IOJIy4aBIINX aTa3aHABUD.

BriABieHa d4eTkas TEHICHUMS K CHW)KCHUIO YYBCTBUTEIBHOCTHM K aTa3aHaBUpPY IITAMMOB,
OOHapYy’>KUBIIUX BBICOKUH YpOBEHb MHOXECTBEHHOW PE3UCTEHTHOCTH K JAPYTMM HHTHOUTOpam
nporeassl BMIY. HampoTwB, 4YyBCTBUTENBHOCTh K ara3aHaBUPY COXPAHsUIACh Yy IITaMMOB,
PE3UCTEHTHBIX TOJBKO K 1—2 nHruéutopam nporeazst BUY.

Pe3ncTeHTHOCTE B YVCIOBUAX M VIVO

HccnenoBanus moka3ald YETKYH) 3aBUCUMOCTb Pa3BUTHs PE3UCTEHTHOCTH OT TOTO, MOJydasl JI
MAlUEHT paHee aHTHUPETPOBUPYCHYIO TEpPAINUIO, M, €CIIU Ja, IPUMEHSJICS aTa3aHaBUp B KauecTBE
€IMHCTBEHHOT0 MHruouTopa nporeazbl BUY nnu B KoMOMHAIIMM ¢ pUTOHABUPOM.

Iayuenmul, panee He noayuasuiue aHMupempo8UPYCHy0 mepanuio

Amaszanasup 400 me (be3 pumonasupa)

He BBIsIBIEHO MEPEKPECTHON PE3UCTEHTHOCTH MEXKTY aTa3aHaBUPOM M aMIIPEHABUPOM.

@DeHOTUITMYECKU aHaIM3 IITAMMOB TIOKa3aJl pa3BUTHE YCTOMYMBOCTH, CIIEHU(PUIECKON TOTBKO JUIS
aTazaHaBUPA M COYETABIIEHCS C MOBBIIIEHUEM YYBCTBUTEILHOCTHU K IPYTMM MHTHOUTOPAM MPOTEa3bl
BHY.

Kombunayus amaszanasup 300 me+pumonasup 100 m2

HccnenoBanue 3¢ (pekTHBHOCTH KOMOMHAIMY aTa3aHABUP+PUTOHABHP (B CPAaBHEHUHU ¢ KOMOMHAIMEH
JIOIMHABUP+PUTOHABUP) Yy MAlMEHTOB, paHEe HE TMOJY4YaBIIMX AHTUPETPOBUPYCHYIO Teparluio,
II0Ka3aJio, 4To 4yepe3 96 Henenp nocie Havana TEPAUU TOJIBKO B OJHOM Cilydae HEyJauM Teparuu
pa3Buiiach PEHOTUIIMYECKAs] YCTOMYUBOCTD K aTa3aHaBUpY.

llayuenmul, panee nonyuasuiue aHMupemposupyCHy0 mepanuio

Ama3zanasup unu KOM6MHCZI4M}Z amasanasup+pumoHasup

B OonpmmHCTBE ciay4yaeB HeyJdaud Tepanud Ha 48-i Hemene y MAlMEHTOB pPa3BUBAIACH
MHO>KE€CTBEHHAs! pe3UCTEHTHOCTD K pa3jIMuHbIM HHrHOUTOpaM npotea3sl BUY, a He ciennduueckas
YCTOMYMBOCTH K aTa3aHaBUPY.
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5.2. ®apmakoOKHHETHYECKHE CBOCTBA

dapMaKOKMHETUYECKUE CBOWCTBA aTa3aHaBHpa OICHUBAIUCh HA 30POBBIX TOOPOBOIBIAX U
BUY-undunmpoBaHHBIX MalieHTaX.

AOGcopOrms

[Ipu nuTensHOM TpHieMe aTtazaHaBupa B 03¢ 400 Mr ouH pa3 B ICHb OJJTHOBPEMEHHO C TIPHEMOM
JIETKOM MUIIM MaKCHUMaJlbHasi paBHOBECHAsI KOHIICHTPAIIMs aTa3aHaBUpa B TUIa3Me yCTaHABIUBAETCSA
MpUMEpHO Yepe3 2,7 Jyaca mociie mpuemMa. Y CTOWYMBas paBHOBECHAs KOHIIGHTpAllUs aTa3aHaBUpa
JIOCTUTAaeTCs MKy 4-M U 8-M JTHAMH MpUEMa.

Brusnue nuwu: mpuMeHeHWE aTa3zaHaBHpa BMECTE C MUINEH yJydliaeT ero OWOJOCTYIHOCTh H
yMeHbIIaeT (apMaKOKMHETHUECKYIO0 BapuaOenbHOCTh. [IpuMeHeHHMe KOMOWHAIIMHM aTa3aHaBHp+
PUTOHABHP C MUIIEH YJIydmaeT OMOAOCTYITHOCTh aTa3aHaBUpA.

Pacnopenenenne

ArtazanaBup Ha 86% CBS3BIBacTCS ¢ OCIKaMU CHIBOPOTKH KPOBH, MPHU ATOM CTEIEHb CBS3bIBAHUS C
OelkaMy He 3aBUCUT OT KOHIICHTPAIMK. B aHAIOTHYHON CTEIICHN aTa3aHaBUP CBSA3BIBACTCS C alb(a-
1 KHCIBIM TJIMKONPOTEHHOM M adbOyMUHOM. ATa3zaHaBUp OIpelessieTcss B CIIMHHOMO3TOBOM W
CEMEHHOM KHIKOCTSIX.

EI/IOTDaHCd)ODMaHI/IH

ATtazanaBup MeTab0IM3UpyeTCsl B OCHOBHOM TocpencTBoM m3odepmenta CYP3 A4 ¢ o6pa3oBanurem
OKHUCJIEHHBIX MeTa00nuTOB. MeTaboauThl BBIIEISIOTCS B JK€T4b B CBOOOJHOM BHJIE WM B BUIE
KOHBIOTATOB C TJIIOKYPOHOBOM KHcI0TOM. HesHaunTenpHas 4acTh aTa3aHaBHpa METa0OJIU3UPYETCA
nyteM N-1e3anKuaupoBaHus U THIPOJIN3a.

OnUMUHALNS

Ilocne omHOkpaTHOro BBeneHMs '*C-arazanasupa (400 Mr) B Kale M MOdYE OINpPENENNOCh
cooTBeTCTBEHHO 79% 1 13% 00111e#t pagnoakTHBHOCTH. J{0J1s1 HEM3MEHEHHOTO aTa3aHaBUpa B Kajie U
MOYE€ COCTaBJIsIa, COOTBETCTBEHHO, Okojo 20% wu 7% BBeneHHOW n03bl. CpeaHuil mepuon
nostyBeiBesieHus (1) aTazanaBupa y 310poBbIX 100poBosblieB 1 BUU-nHpUIIMpOBaHHBIX B3POCIIBIX
COCTaBJISUI OKOJIO 7 4acoB IIPH NpUEME BHYTpPb B 103€ 400 MI B I€HB C JIETKOM MUILEN.

Oco0bIe TPYIIIHI ITAIMEHTOB

Toueunas neoocmamounocme

VY 3710poBbIX 1OOPOBOJIBIIEB BHIBEICHHBIM MOYKaMU HEW3MEHEHHBIN aTa3aHaBUpP COCTABIISLT OKOJIO
7% TPUHATON J103bI.

OTCyTCTBYIOT (papMaKkOKMHETHYECKHE IaHHbIE JUIsl MAlMEHTOB C MOYEYHOW HEIOCTaTOYHOCTHIO,
IIPUHUMABIINX aTa3aHABUP C PUTOHABUPOM.

[Ipumenenue atazaHaBupa 0€3 pPUTOHABUpPA H3YYaJOCh Yy MALMEHTOB C TSDKEIOW MOYEYHOU
HEJI0OCTATOYHOCTBIO, B TOM YMCJIE HAXOMALIMUXCSA HA NeMOAUANIN3E, IPUHUMABILKX IIpernapar B 103€
400 mMr oauH pa3 B JeHb. Pe3ynbTaThl MOKa3aiu CHI)KEeHUE (papMaKOKMHETHYECKUX MapaMeTpoB Ha
30-50% y manueHToB, HAXOAAIIMXCS HA TEMOJUAIN3E, B CPABHEHUU C MALlUEHTaMU C HOPMaJILHON
¢byHkueit moyek. MexaHu3M 3TOro CHH)KEHUSI HEM3BECTEH.

JU1 manMeHToB Ha TEMOINAJIN3E, paHee He MOJIy4YaBIIuX aHTUPETPOBUPYCHOM TEpANuy, aTa3aHaBUp
300 Mr Ha3Ha4aeTcs TOJIbKO B KOMOMHALWU ¢ puToHaBupoM 100 mr.

[TaimeHTaM C TSKETOM MOYEYHON HENOCTATOYHOCTHIO, HAXOMASIIMMCS Ha TeMOAHAIN3E U paHee
MOJIy4aBIIUM aHTHUPETPOBUPYCHYIO TEPANUIO, aTaHAa3aBUP MIPUMEHSITh HE PEKOMEHY€eTCs.
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Ileyenounas neoocmamounocms

ATazaHaBHp METa0OIM3UPYETCS U BBIBOAUTCS MPEUMYIIECTBEHHO MEUCHbIO. BiusHue HapymeHui
GbyHKIIUY NleyeHn Ha papMaKOKHMHETUYECKUE TapaMeTphl Iocie npuema arazaHaBupa B 1o3e 300 mr
He u3yvanock. KoHlleHTpanus atazaHaBupa pu OJHOBPEMEHHOM IpHeMe U 0e3 pUTOHABHPA MOXKET
YBEJIMUYUTHCS Y MalMEHTOB C MEYCHOYHOU HEJIOCTaTOUHOCTBIO CPEHEN U TSDKENOM CTerneHu (Kiacc
B u C no xnaccudpuxanuu Yaitna-I1eto). [Ipumenenne arazanaBupa y MaludeHTOB ¢ HAPYIICHUSIMU
dbyskuun neueHu Tsokenon crenenu (kiaacc C mo kmaccudukanuu Yaina-I1p10) mpoTuBonokasaHo
IpU JTIOOBIX peXUMax JJO3UPOBAHUSI.

B xomOuHanum ¢ puUTOHABUPOM HPUMEHEHHE MPOTUBONOKA3aHO Yy MALUMEHTOB C HAPYLICHUAMHU
(GYHKIMU MIEYeHU CpeIHeH U TsbKenol cternenu Tsokect (k1ace B u C mo knaccuduxanun Yainn-
[1p10).

C 0CTOPOXKHOCTBIO aTa3aHABUP CJICAYET IPUMEHSTh Y TAIIMCHTOB C HAPYIICHUSIMU (DYHKIIUU TICUCHU
JIETKOM M cpe/iHel creneHu TsbkecTH (kiace A u B mo knaccudukanun Yaiina-I1pr0), koMOnHaIHIO
aTazaHaBUP+HPUTOHABUP — y MAIIUCHTOB C HAPYIICHUSAMH (DYHKIIMHU IIEUYEHU JICTKOW CTEIICHHU TSHKECTH
(xmacc A no kinaccudukanuu Yaitna-I1p10).

Bospacm/non

He oTMedeHo KTHHHYECKH 3HAYMMBIX OTJIMYHM Q)apMaKOKI/IHeTI/I‘IeCKI/IX mapaMETpoOB B 3aBUCUMOCTHU
OT BO3pacTa WJIM 110J1a IMMAaluCHTOB.

BepeMeHHble IHCEHULUHDBI

3HaueHusT MaKCUMalbHO pPaBHOBECHON KOHUEHTpalUMH (Cmax) ¥ IUIOIIAAM MOJ KPUBOU
«xoHuentpauus-spems» (AUC) nns arazanaBupa Obutn Beiie Ha 26—40% y SKEHIIMH B
nocsepo1oBoM nepuoe (4—12 uenens), yem y BUU-unduiimpoBaHabIx He 6epeMEeHHBIX TAIIMEHTOK.
MuHMManbHas KOHIEHTpallMs ara3aHaBUpa B IIa3Me KPOBHU B IIOCIEPOJOBOM IepHoje Obuia
MpUOIM3UTENBHO B 2 pa3a BhIlIE TOM, KoTopast Habmoaanacs y BUY nnuumpoBaHHBIX KEHIUH J10
OepeMEeHHOCTH.

Paca

HccnenoBanust He TMOKa3ald KaKOro-JMOO BIUSHUS Pachl MAlMEHTOB Ha (papMaKOKMHETHUYECKHE
napaMeTphl aTazaHaBUpa.

CTH

Benuunna abcopOiun atazaHaBupa y A€Tel BbIIIE, YEM Y B3POCIIBIX TTAIMEHTOB. Y MaJIeHbKUX JIeTeH
CYILIECTBYET HE3HAYUTENbHAas TEHIEHIMS K Ooliee BBICOKOMY KJIHMPEHCY Tpernapara Mpu
HOPMHPOBAHHH T10 Becy Tenna. BapnabenbsHOCTh (hapMaKOKMHETHYECKUX TTApaMETPOB y JIETEH TaKKe
BBILIE, YEM Y B3POCIIbIX.

6. PAPMAIIEBTUUECKHUE CBOVICTBA
6.1. IlepeueHb BcIOMOraTe/ibHbIX BelIECTB

CozepKUMOe KarCyJbl:

Kpockapmemnnosa HaTpus
JlakT03BI MOHOTHIpAT
Marnus creapar
IToBugon K-30
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Karnicyna (kopIiryc ¥ KpeIlieuka):

Amasanasup Kanon, 150 me, kancynvt Ne 1

Kenatun
Turana TMOKCU]
Kpacurens nareHToBaHHbBIN cUHUN V

Amaszanasup Kanon, 200 me, kancynot Ne ()

Kematun

Turana qguokcu

Kpacurens nunaurokapmux
Kpacurenp xeneza OKCUI AKEAThII

Amaszanasup Kanown, 300 me, kancynvt Ne 00

Kenxarnu
Twurana nuokcun
Kpacurens naaurokapmmx

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 roga.

6.4. OcoObIe MepbI NPEAOCTOPOKHOCTH IPH XPAHECHHUH

XpaHuTb NpH Temriepatype He Boiie 25 °C Bo BTOpUYHON ynakoBKe (MTauyke KApTOHHOM).
6.5. Xapakrep u coaepkaHue yIaKOBKH

Arazanasup Kanon, 150 Mr, Kancyisl

ITo 10 mnm 15 xancyn B KOHTYpPHYIO SUEHKOBYIO YNAKOBKY M3 IUICHKH MOJIMBUHWIXJIOPUIHOW U
(G oJIbru aIFOMUHUEBOM MEYaTHOW JTaKUPOBAHHOM.

ITo 30, 60 wnm 90 xancya B OaHKy NOJMMEPHYIO Ui JIEKAPCTBEHHBIX CPEJICTB U3
MOJIMATHIIEHTEpePTaaTa ¢ KphIILIKON U3 MOJUIPONUIIECHA.

ITo 3, 6 KOHTYpHBIX SYEMKOBBIX yNMakoBOK mo 10 kamncyn wiM mo 2, 4 KOHTYpPHBIX SYEHKOBBIX
ynakoBku 1o 15 kamcyn, wiu no 1 GaHKe MOJMMEPHON Ui JIEKAapCTBEHHBIX CPEACTB BMECTE C
JIMCTKOM-BKJIA IbIILIEM IOMELIAIOT B Ma4Ky U3 KapTOHA.

ATazanasup Kanon, 200 mr, Karcyisl

ITo 10 wim 15 xancyn B KOHTYpPHYIO SYEHKOBYIO YNAKOBKY M3 IUIEHKU MOJIMBUHWIXJIOPUIHOW U
(GoNIbru aFOMUHHUEBOM MEYaTHOW JTaKUPOBAHHOM.

ITo 30, 60 wmum 90 xancya B OaHKy TNOJMMEpPHYIO Ui JIEKAPCTBEHHBIX CPEJICTB U3
MOJIMATHIIEHTEpedTanaTa ¢ KphIILIKON U3 MOJUIIPONUIICHA.

ITo 3, 6 KOHTYpHBIX SYEMKOBBIX yNMakoBOK mo 10 kamncyn wiM mo 2, 4 KOHTYpPHBIX SYEHKOBBIX
yIakoBKU 1Mo 15 kamncyin, unu mo 1 OaHKe MOJMMEpPHOHN JUIsl JIGKAPCTBEHHBIX CPEACTB BMECTE C
JIMCTKOM-BKJIA/IbIILIEM IOMELIAIOT B IaUKy U3 KapTOHA.

Artaszanasup Kanon, 300 Mr, xancyiabl

ITo 10 xamcyn B KOHTYpHYIO SUEHKOBYIO YNAaKOBKY M3 IUICHKU MOJIMBUHHIXJIOPUIHOW M (OIBIU
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ATIOMUHHEBOM NI€YaTHOM JJaKUPOBAHHOM.

IIo 30, 60 wmum 90 xancyn B OaHKy NOJMMEPHYIO Ui JIEKAPCTBEHHBIX CPEICTB W3
NOJMATHIICHTepeTanaTa ¢ KPhIIIKON 13 MOJUIIPOIHIICHA.

ITo 3, 6 KOHTYPHBIX STYEHKOBBIX YITAKOBOK WJIX 110 1 OaHKE MOTMMEPHOH IS IEKAPCTBEHHBIX CPE/ICTB
BMECTE C JIJUCTKOM-BKJIAJIBIIIEM [IOMEILIAIOT B IAUYKy U3 KapTOHA.

6.6. OcoOble Mepbl MPETOCTOPOKHOCTH NMPH YTHIN3ANUN HCHOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara WM OTXO0J0B, MOJYYEHHBIX MOC/Je MPUMeHEeHHs JIEKAaPpCTBEHHOr0 Npenapara, u
Apyrue MAaHUMYJISIIUHU ¢ TPenapaTomM

Oco0Oble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas ®enepanus

3A0 «KanoHdpapma npoJaKIm»

141100, MockoBckas 06u1., r.0. Ll{énkoBo, r. LL{énkoBo, yi. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

Anpec anekTpoHHOU ouThl: safety@canonpharma.ru

7.1. [IpeacTaBUTEb IEPKATENS] PETHCTPALIMOHHOTO Y10CTOBEPEHHS

[Iperen3uu notpeduTeneit HaNPaBIATh 110 APECY:

Pocculickas @enepanns

3A0 «KanoHdpapma npoJaKIin»

141100, MockoBckast 001., T.0. lI]énkoBo, 1. [ll€nkoBo, yu. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

+7 (800) 700-59-99 (6ecrnaTHas ropsiyas JUHUS 24 daca)

Anpec 37eKTpoHHOI mouThl: safety(@canonpharma.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

JII-Ne(007557)-(PT-RU)

9. KATEI'OPHs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

.HeKapCTBCHHHﬁ npenapat OTHOCUTCA K KaTCropruH OTITyCKa 110 PCLCIITY.

OOmiast xapakTepuCTHKa JIEKapCTBEHHOro mpemnapara AtasaHaBup KaHOH AOCTymHa B €IMHOM
peecTpe 3aperuCcTPUPOBAHHBIX JIEKAPCTBEHHBIX CPECTB EBpa3niickoro SKOHOMHUYECKOTO COI03a U Ha
oduHMaTEHOM caiite YHIOJTHOMOYEHHOTO oprana (3KxcTepTHOM OpTaHHU3aITIH)
https://lIk.regmed.ru/Register/EAEU_SmPC.
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