1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITPEITAPATA
Awmnogunua-+Ilepuanonpun Kanon, 5 mr + 5 mr, TabneTky.
Amnogunua+IIepunaonpun Kanon, 5 mr + 10 mr, Tabietku.
Amnogunua+Ilepunaonpun Kanon, 10 mr + 5 mr, TabiieTku.

Awmnogunua-+IIepurnonpun Kanon, 10 mr + 10 mr, Tabierku.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JleiicTBytolue BelecTBa: aMIOJUIUH + MePUHIOTPHIL

AmmogutmmaHIlepunnonpmi Kanou, 5 mr + 5 Mr, Ta0JIeTKH

Kaxnas tabnmeTka comepxut amionunuHa Oeszmiara 6,935 Mr, COOTBETCTBYET aMIIOAMIIUHY
5,0 Mr u nepunnonpuia apruauHa 5,0 Mr, COOTBETCTBYET nepuHIonpuity 3,395 mr.

Awvnomumua-+Hlepunanonpua Kagod, 5 mr + 10mMr, TabiaeTku

Kaxnas tabneTka comep Ut amiogunuaa Oeszminara 6,935 Mr, COOTBETCTBYET aMIIOAMIIAHY
5,0 mr u nepunnonpuna apruarHa 10,0 Mr, cOOTBETCTBYET NIepuHAOIPUITY 6,79 MT.

Awvnomumma+lepunanonpua Kasod, 10 mr + Smr, TabiaeTKu

Kaxnas tabneTka coaep T amioaunuHa Oe3mnara 13,87 Mr, COOTBETCTBYET aMIJIOJUIIUHY
10,0 Mr 1 nepunAOnpUIa apruHuHa 5,0 Mr, COOTBETCTBYET nepuHaonpmiy 3,395 mr.

AmmtogutmmaHIepunnonpmia Kanon, 10 mr + 10mr, TabneTkn

Kaxxnas tabnmetka cofepkuT amiogunuHa Oe3mnara 13,87 Mr, COOTBETCTBYET aMJIOJUIIUHY

10,0 mr u nepunaonpuia apruauta 10,0 Mr, cooTBeTCTBYET NEepuHAONPUIY 6,79 Mr.

[TonHbBIN TepevYeHb BCIIOMOTATEIBHBIX BEIIECTB NMPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHASY ®OPMA
Ta0OmeTku.

AmnogunmmaH Iepunnonpmi Kanon, 5 mr + 5 Mr, Ta0JIeTK

TabneTku Kpyriible IBOSKOBBINYKJIIbIE, O€JI0r0 WM MOYTH OEJIoro LBETA.

Amnomumma-+HIepunanoopua Kanod, 5 mr + 10 mr, TabaeTku

TabneTku KPYTJIBIC IBOAKOBBIITYKIJIBIC, 0eJI0ro MM mouTH 0esI0ro OBCTA.

Ammtogutima-H Iepunnonpuia Kanon, 10 Mr + 5 mr, TabieTku

TabneTku Kpyriible IBOSKOBBINYKJIIbIE, O€JI0r0 WM MOYTH OEJIoro LBETA.

Amnomumma+lepunnonpun Kanon, 10 mr + 10 mr, TabieTku

TalneTku Kpyrible ABOSKOBBIITYKIIbIE C PUCKOH, OETOro Wiiu moyTH 6enoro 1BeTa.
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COOTBETCTEYET 3KCMEPTHOMY OTUYETY
ot 15.07.2024 N 14293
4. KIMHAYECKUE TAHHBIE (MOCNENOBATENLHOCTL 0006)

4.1. Iloxka3aHusl K NPUMEHEHUIO

JlexapctBennbiii npenapat AmioaunuHtllepunnonpun KaHoH noka3zaH K NPUMEHEHHUIO Y
B3pOCIIBIX.

AprepuanpHas TUNEPTEH3UsT W/uiau wumeMmuueckas OosiesHb cepana (MBC): crabwibHas
CTCHOKapJUsl HANpsDKEHUs Y MAlUMEHTOB, KOTOPbIM TpeOyeTcsl Tepanus amJIOJWIIMHOM U
HNEPUHAOIPUIIOM.

4.2. Pe:kuM 103MPOBAaHNS M CIOCO0 NPUMeEHEeHUs!

Cnoco0 ImpuMeHeHus

Pexomennyemas nmoza — 1 Tabmerka B cyTku. JlekapcTBEHHBIH — Ipemapar
Amnonunun+llepunonpun KanoH He npenHazHaueH A HavalbHOM Tepanuu. Jlo3a
JeKapcTBeHHOTO mpenapara AmnoaunuH+Ilepunnonpun Kanon moxOupaercst mocne paHee
IIPOBEJCHHOTO TUTPOBAaHUS J03 OTHCIBHBIX KOMIIOHEHTOB IIpenapara: NEpUHAONpPWIA U
aMJIOJIMIIMHA y TAllMEHTOB C apTepHaJIbHON TMIEpTEH3UEeH W/WIM HIeMUYecKol OO0JIe3HBIO
cepaua. Ilpum TepameBTHYecKOl HEOOXOAMMOCTH J103a JICKApPCTBEHHOIO IIpernapara
Awmnogunun-+Ilepunnonpun KanoHn MoxkeT ObITh M3MEHEHA UITH NIPEABAPUTEIBHO MOXKET OBITh
IPOBE/IEH UHIUBUAYAIbHBIN OA0O0P 103 OTAEIBHBIX KOMIIOHEHTOB.

Oco0bIe I'pynnbl DaNMCHTOB

Tayuenmoi nodcunozo 6o3pacma u NAYUeHMmMvl ¢ HapyuieHuem QyHKyuu novex (cm. pazoenvl
44.u5.2)

BoiBenenune nepunaonpuiaTa y MallMeHTOB MOXKUJIOTO BO3pacTa U MAlMEHTOB C MOYEYHOM
HE/I0CTaTOYHOCTBhIO 3aMeisieHo. [lo3ToMy y TakuX MalUeHTOB HEO0OXOAWMO pEryIspHO
KOHTPOJIMPOBATh KOHUEHTPAIMIO KPEATUHUHA U KaJIUsl B TUIa3Me KPOBHU.

JlexapctBennsiii mipenapar AmuogunuH+llepunmonpun KaHoH MoxeT OBITh Ha3HAuY€H
nanueHTam ¢ kiupeHcoM KpeatuHuHa (KK) paBHbIM wim mpessimatromum 60 Mil/MUH.
JlexapcTBennsiii mpenapatr AminoaunuH+Ilepunnonpun KaHoH npoTHBOMNOKa3aH MalueHTaM ¢
KK menee 60 mu/mun (cm. pazgen 4.3.). [lanmeHtam ¢ HapymieHHeM (YHKIUU TOYEK
PEKOMEHIyeTCsl UHAUBUIYaIbHBIN TOI00P /103 aMJIOAUINHA U IEPUHIONpUIIA.

AMJIOTUNIUH, TMPUMEHSEMbII B SKBHUBAJEHTHBIX J03aX, OAMHAKOBO XOPOILIO IMEPEHOCUTCS
nalMeHTaMM Kak MOXKHJIOTO BO3pacTa, Tak W Oojee MoyionbMU nanueHTamu. He tpeOyercs
W3MEHEHUs PEKUMa TO3UPOBAHUs Yy IAlIMEHTOB IT0>KUJIOT0 BO3PACTa, OJIHAKO YBEINYEHHE 1035
ClIelyeT MPOBOAUTH C OCTOPOKHOCTBIO. VI3MeHeHue KOHLEHTpaluu aMJIOAUIHNHA B IIa3Me
KPOBHM HE KOPPEIUPYET CO CTENEHBIO TSKECTH MOYEYHOW HEAOCTATOYHOCTU. AMIIOAMIIUH He

BBIBOAUTCA U3 OpraHrU3Ma MMoCpCcACTBOM AHAJIN3a.

C.2u3 35
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Ilayuenmul ¢ Hapywenuem GpyHkyuu newenu (cm. pasdeﬂ,_qq i‘-‘fﬁ:wbéi.&.TE NEHOCTE 0008)

MY OTYETY

Jlns manueHToB ¢ JICTKOW WJIM YMEPEHHOM MEYEHOYHON HEIOCTAaTOYHOCTHIO MOJ00p 03bI
HEO0OXOAMMO MPOBOJIUTH C OCTOPOKHOCThIO. PekomeHayeTcs HauMHaTh MPUEM Mpernapara C
HU3KHUX 103 (cM. pa3aenst 4.4. u 5.2.).

Bp160op onTuManbHON HAaYaJIbHOW M TOJACPKUBAIOIICH J03bI JJIs MMAIIMEHTOB C MEYCHOYHOM
HEJI0OCTaTOYHOCTHIO CIAEAYET MPOBOJAUTHh MHAMBUIAYATBHO, IPUMEHSS MTpenapaThl aMJIoIUITIHA
U TIepUHAOIpUIa B MOHOTepanuu. @apMakoKMHETHKA aMJIOAUIIMHA Y MAIIMEHTOB C TSKEIOM
MEYECHOUYHON HEJIOCTATOYHOCTHbIO HE M3ydyeHa. i TakuX MAlUMEHTOB MPHUEM aMJIOJAMIHNHA
HE0OXOMMO HauaTh C HAMMEHBIIICH JTO3bI U YBEITUYMBATH €€ MTOCTETICHHO.

JIeTu ¥ IOAPOCTKHU

He cnenyer Ha3zHauaTh iekapcTBeHHBIN npenapat Amnoaunus-+llepunaonpun Kanon netsam u
noapoctkam 1o 18 ser, u3-3a OTCYTCTBHSA IaHHBIX 00 3(PQEeKTHBHOCTH M OE30IacCHOCTH
IPUMEHEHHsS NEPUHIONPWIA W AaMJIOJMIIMHA Yy JAaHHBIX TIpYyNIl [AlUMEHTOB B BHJE
KOMOMHUPOBaHHOH Tepamnuu.

PexxuM 103upoBanus

Buytpb, o 1 Tabnerke 1 pa3 B CyTKH, NPEANOYTUTEIBHO YTPOM, HEPE] MPUEMOM IMHILH.
Talnerky cienyer riaoTaTh LEIUKOM, HE Pa3KeBbIBas, 3alMBast BOAOI.
4.3. IlpoTuBONOKa3aHUS
— T'unepuyBCTBUTENBHOCTD K JAEHCTBYIOIIMM BELECTBAaM, K JpyruM uHruouropam AIld
WIN TPOU3BOIHBIM JTUTHAPOIIUPUINHA UIIH K JTIOOOMY M3 BCIIOMOTATEIbHBIX BEIECTB,
NePEYUCIICHHBIX B pazzaene 6.1.
— AnruoneBporudeckuii otek (orek KBruHke) B anamHe3e (B TOM ymciie Ha oHe Ipruema
npyrux uHruoutopos AIID).
— HacneacTBeHHBIH/MIHOTATHYECKUI aHTMOHEBPOTUYECKHI OTEK.
— Bropoit unu tpetuii TpuMecTp 6epeMeHHOCTH (cM. pazzenst 4.4. u 4.6.).
— CoBmecTHOe npuMeHeHue npenapata AwmnoaunuH-tllepungonpun KaHoH ¢
IIPEnapaToM aIUCKUPEH U JEKAPCTBEHHBIMU MpenapaTaMu, COAECpKaIUMU aJINCKUPEH,
y MalMEeHTOB C caXxapHbIM JUa0EeTOM H/WJIM YMEPEHHBIM WJIU TSKENbIM HapylIeHUEM
GyHKIMH MoYeK (CKOopocTh KiyooukoBoi ¢uibtparmu (CK®) <60 ma/mun/1,73m>
TUIOINAM TOBEPXHOCTH Tena) (cM. paszaenst 4.5. u 5.1.).
— CoBMeCTHOE MPUMEHEHHUE C AHTAarOHUCTaMM penentopos aHruorensuHa II (APA II) y
MAIMEHTOB ¢ AnadeTndeckoi HedponaTuei (cMm. pazaen 4.4.).
— CoBMecTHOE TpUMEHEHHE ¢ KOMOWHUPOBAaHHBIMM JIEKAPCTBEHHBIMH IperapaTamu,

COJIepIKalINMK caKyOuTpui/BaicaptaH (cM. paznensl 4.4. u 4.5.).
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COOTBETCTEYET 3KCINEPTHO
ot 15.07.2024 N= 14293
— DKcTpakopriopanbHas Tepamnus, BeXylias K (KPHTAREY](KPOBIE ¢ HOTPALATENHHO

MY OTYETY

3apsKEHHBIMU TOBEPXHOCTAMU (CM. pa3zaen 4.5.).

— BelpaxeHHbIH JBYCTOPOHHUH CTEHO3 IOYEUYHBIX apTepUil WJIM CTEHO3 apTepHu
€IMHCTBEHHON ()YHKIIMOHUPYIOIICH MoukH (cM. pasaen 4.4.).

— Tspkenas aprepuanbHas runoTeH3us (cucronmnueckoe Al menee 90 MM pT.cT.).

— Illok (BkIrOYast KapIMOTCHHBIN ).

— OOcCTpyKIMsI BBIXOJHOIO TPAKTa JIEBOTO JKEIYyJOuKa (HAaIpUMEp, TSKENIbIA CTEHO3
A0pTHI).

— T'eMopuHamMuyecku HecTaOWIbHAs cepAeyHas HEJOCTaTOYHOCTh IOCJIE€ OCTPOro
uH(papKTa MHOKap/a.

— Iloueunas mHenocraTounocts (kaupeHc kpeatunuHa (KK) menee 60 mir/mMuH).

4.4. Oco0ble yka3aHus U Mepbl MPeI0CTOPOKHOCTH NMPHU MPUMeHEeHHH

C 0CTOPOKHOCTBIO

CreHo3 ouevHo apTepuu (B TOM YKCIIE ABYCTOPOHHUI), €ETMHCTBEHHAs (DYHKIIMOHUPYIOIIAs
MIO0YKa, I€YEHOYHAasi HEJI0CTaTOYHOCTh, IOYEYHAs HEIOCTATOYHOCTh, CUCTEMHBIE 3a00JI€BaHUS
COEIMHUTEIILHON TKAHHU (B TOM YHCJIE CUCTEMHAs KpacHasi BOJIYaHKa, CKIEPOJIEPMHUSL ), Teparus
UMMYHOJICTIPECCAHTaMHM, AJUIONYPUHOJIOM, MPOKaMHAMUAOM (PUCK Pa3BUTUS HEUTPONEHMH,
arpaHyJIOIIMTO3a), CHIDKEHHBIH 00beM 1upkynupytomeid kposu (OLIK) (mpuem nuypeTuxos,
OecconeBasi aueTa, pBOTA, JAMUapesi), OTATOLIEHHBIM aJIeproJIOrTMYecKuil aHaMHE3 WU
AHTMOHEBPOTUYECKHI OTEK B aHAMHE3€, aTepOCKIIEepO3, LIepeOpOBacKyIsipHble 3a00JeBaHus,
pPEHOBAaCKyJIsIpHAsi TUIEPTEH3Us, CaxapHbld JuabeT, MEepBUYHBIA THUIEPAIbJIOCTEPOHH3M,
XpPOHHMYECKAss Ceple4yHass HENOCTaTOYHOCTb, COBMECTHOE IIPUMEHEHHE [JaHTPOJICHA,
3CTpaMyCTHHA, KaiuiicOeperaroumx IUYpPETUKOB, IMpenapaToB Kalus, KaJuhcoaepKaliux
3aMEHUTENE NUIIEBOM COJMM W IpEenaparoB JINTHs, KIAPUTPOMHUIMHA, TaKpOJIUMYCA,
LIUKJIOCIIOPUHA, MHTUOUTOPOB MM HMHAYKTOpoB u3odepmeHta CYP3A4, runepkanuemus,
XUPYPIUUECKOe BMEIIATEIbCTBO/001Ias aHeCTe3Hs, MOXKWION BO3pAacT,
JleceHCHOMIM3upyomias Tepanusi, adepe3 aumonpoTremHoB HU3KOW twiotHoctu (JITTHIT),
AOpTaJIbHBIN CTEHO3/MHUTpaJIbHbBIN CTEHO3/TurnepTpopuueckas 00CTpYKTHBHAS
KapAMOMUOINATHs, NPUMEHEHUE Yy MalHUEeHTOB HerpouaHon packl, XCH Heumemuueckoit
stronoruu II-1V ¢pynkiuonansHoro kinacca no kinaccupukanun NYHA.

Bce mpotuBOmoOKa3zaHWs, CBSA3aHHBIE C KaXJbIM M3 KOMIIOHEHTOB B OTAEIBHOCTH, KakK
MEPEeYUCIIEHO  HWXKE,  paclpoCTpaHsOTCs  Ha  (DUKCHUPOBAHHYI0O  KOMOHMHAIIMIO

Amnogunun+Ilepunaonpun Kanos.
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Amnoounun (NOCNEQCBATENEHOCTE 0006)

MY OTYETY

bezonacHocTh 1 3¢ (HEKTUBHOCTh MPUMEHEHHS aMJIOAUIMHA MPU TUIIEPTOHUYECKOM KpHU3€ He
YCTaHOBJICHA.

Cepoeynas HedocmamoyHocmo

JleyeHne ManMeHToB C CepAECYHON HEAOCTATOYHOCTBIO CIEAYET IPOBOAUTH C OCTOPOKHOCTBIO.
ITpu npyMeHEHNN aMJIOJMIIMHA Y ITALIUEHTOB C XPOHUYECKOM CEpIEeYHON HEJOCTaTOYHOCTBIO
I u IV ¢ysxnuonansHoro xiacca mo kiaaccupukanun NYHA BO3MOXKHO pa3BUTHE OTEKa
Jerkux. brokaTtopsl «MeIeHHBIX» KaJIbIIMEBbIX KaHAIOB, BKJIIOYAs aMJIOJUIHH, HEOOXO0IUMO
C OCTOPOXKHOCTBIO IIPUMEHSATH Yy NALMEHTOB C 3aCTOMHOM CEpIEeYHON HEJOCTaTOYHOCTHIO, B
CBS3M C BO3MOJKHBIM YBEJIIMYEHHEM PHUCKA Pa3BUTHs HEXKEJATCIIBHBIX SIBICHUM CO CTOPOHBI
CEpIEYHO-COCYAUCTON CUCTEMBI U YBEIIMYEHUEM PUCKA CMEPTH.

Ileyenounas HedocmamouyHocms

VY nanuenToB ¢ HapymieHueM ¢yHkiuu nedeHud T1/2 u AUC amnonunuHa yBeIHMUHUBAIOTCS.
Pekomenpanuu 1o [JO3MPOBAHMUIO I[perapaTa HE ycTaHOBiIeHbl. llpuem amimoaunuHa
HE0OXO0IMMO HayaTh ¢ HauOoJiee HU3KUX JI03 U COONIOAATh MEPhI MPEIOCTOPOKHOCTH KaK B
Hayaje JICYCHUs, TaK U MpU YBEIUYEHUM J03bl. [lanpieHTaM ¢ TSKEIOM NEYEHOYHOU
HEJOCTAaTOYHOCTHIO TMOBBIIIATh 03y CIEAyeT IOCTeNeHHo, obecreunBas TIIATEIbHbIN
MOHHUTOPHHT KJIMHUYECKOTO COCTOsHUA. [lammeHTtaM ¢ TsSKenbM HapylleHHeM (YHKIUU
MEYCHU TUTPALIMIO TO3BI CIETYET MPOBOAUTH MEUICHHO U MPHU MOCTOSITHHOM HaOJIOJICHHH .

Hayuenmul noswcunozo sospacma

VY MmanueHToB MOXKUIOT0 BO3pacTa yBEIHUEHHE 03Bl CIEIYET MPOBOAUTH C OCTOPOKHOCTHIO
(cMm. pazmensr 4.2. 1 5.2.).

Toueunas nedocmamoynocms

[TanpeHTHl ¢ MOYEYHOW HEJOCTATOYHOCTHK) MOTYT IPUHHUMATh AMJIOAUIIMH B CTaHJAPTHBIX
no3ax. MIsMeHeHns 11a3MEeHHBIX KOHIIEHTPAUKd aMJIOJUIIMHA HE KOPPEIUPYIOT CO CTENEHbBIO
MOYEYHON HEAOCTATOYHOCTU. AMIIOAUIMH HE BBIBOAUTCA W3 OpraHM3Ma IOCPEICTBOM

nUannsa.

Ilepunoonpun

Hosviuennas LlVBCWlGuI’I’leJlbHOCI’I’lb/aHZI/lOHeGI?OI’I’lulleCKuﬁ omexK

[Tpu npueme nnrudutopoB AIID, B TOM yucie ¥ NEPUHIONIPUIIA, B PEAKUX CIydasX MOXKET
HaOJI0aThCSl PAa3BUTHE AaHTMOHEBPOTUYECKOIO OTEKa JIMIA, KOHEYHOCTEH, I'y0, CIM3HCTBIX
000JI04€K, S3bIKA, TOJOCOBBIX CKIAJAOK H/WiKM ropraHu (cMm. pasgen 4.8.). DTo MokeT
IPOU30MTH B JII000H neproxa Tepanuu. [Ipy NosSBIEHNH BBIIEYKAa3aHHBIX CHMITOMOB IPHEM
mpernapara JOJHKeH ObITh HEMEAJICHHO MPEKpaIleH, a MalueHT A0KeH HaOIIoaaThCs 10 TeX

Iop, MoKa Npru3HaKu OTCKAa HC MCUC3HYT IOJIHOCTLIO. Ecnu otex 3aTparuBacT TOJBKO JIMIO U
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ryOBbI, TO €10 NPOABJIEHUS OOBIYHO MPOXOMAT CAMOCTOSTEI]EHO; PXOT AIATIEY SR CHMITIONDB

MY OTUETY

MOTYT IPUMEHSTHCS AHTUTUCTAMUHHBIE CPECTBA.

AHTMOHEBPOTHUYECKUN OTEK, COMPOBOXKIAOIIMICS OTEKOM TOpPTAaHU, MOXXET MPUBECTH K
JeTanbHOMY HcXoay. OTeK f3bIKa, TOJIOCOBBIX CKJIAJOK HJIM TOPTAaHU MOXKET MPUBECTH K
OOCTPYKLIMU JbIXaTeNbHBIX TyTel. [Ipu mosBlIeHnN TaKuX CUMIITOMOB CJIEAYET HEMEJICHHO
BBECTH dNMHE(PUH (aIpeHAINH) MOKOXKHO U/UITH 00€CTICUUTh TPOXOIUMOCTD JIbIXaTEIbHBIX
nyredd. [lanMeHT MODKEH HaXOMUTHhCS IMOJ MEAMIIMHCKUM HAOIIOJEHUEM 10 TOJHOTO U
CTOMKOI0 MCYE3HOBEHHS] CUMIITOMOB.

VY nauueHToB ¢ oTekoM KBUHKE B aHaMHe3e, HEe CBSI3aHHBIM C IpueMoM UHruoutopoB AllD,
MOJKET OBITh MOBBIIIEH PUCK €r0 Pa3BUTHSI P MPUEME MPENapaToB 3TON IPYMIILI (CM. pa3ien
4.3.).

B penxux ciydasx Ha ¢one Tepanuu uHruoOnTopamu AIID pa3BuBaics aHTHOHEBPOTUICCKUI
oTek KuiieyHuka. [Ipu 5ToM y manueHToB oTMeyanach 0OJb B )KHBOTE KaK U30JUPOBAHHBIN
CUMIOTOM WJIM B COYETAaHHMM C TOIIHOTOM WJIM PBOTOH, B HEKOTOPBIX chyyasx, Oe3
MPEANIECTBYIONIETO AHTHMOHEBPOTHYECKOTO OTEKa JIMIAa M TPU HOPMAJIBHOM YpPOBHE
Cl-scTepassl. /lnarHo3 yCTaHABIMBAJICS C IMOMOMIBIO KOMITBIOTEPHON TOMOTrpaduu OpraHoB
OpIOIIHON TMOJOCTH, YIBTPAa3BYKOBOT'O HCCIENOBAHUS WM B MOMEHT XUPYPTUYECKOTO
BMemarenscTBa. CUMITOMBI IPOXOJIWIN TOCTe TpeKpaiieHus npruema uHruoutopos AIID.
[ToaTomMy y mamueHToB ¢ 00JIbI0 B 0OJACTH JKMBOTA, MOJTy4arommx UHruoutopsl AllD, nmpu
npoBeneHUN U GepeHITNabEHON  TUArHOCTUKKA HEOOXOAMMO YYUTHIBATH BO3MOYKHOCTH
pPa3BUTHS AaHTHOHEBPOTUYECKOTO OTEKA KUIIEUHUKaA (CM. paznen 4.8.).

Cosmecmnoe npumMeHernue ¢ KOM6MHMD06aHHblMu NEeKAPCMBEHHbIMU  npenapamamu,

COO@DO!CGWMMM sajicapmal + CCZKV61/H’I’ZDMJZ

CoBMecTHOE TpUMEHEHHE MEpPUHAONpPHIa ¢ KOMOMHUPOBAHHBIMU JIEKAPCTBEHHBIMU
npenapaTamu, CoJIepKalliMK BaJicapTaH + caKyOuTpHJI, MPOTUBOIIOKA3aHO, TaK KaK MMOBBIILIEH
pPHCK  pa3BUTHS AHTHOHEBpPOTHMUECKOro oteka (cMm. pasgen 4.3.). Ilpumenenue
KOMOWHHUPOBAHHOTO JIEKAPCTBEHHOT'O Ipernapara, COJAEp Kallero BajcapTaH + caKkyOuTpui,
BO3MOXHO HE paHee, 4eM uepe3 36 4YacoB IOC]e IOCIEAHEro INpUeMa NEepUHAONPUIIA.
[TpuMeHeHne epUHIONPHIIA BO3MOXKHO HE paHee, yeM depe3 36 4acoB Mociie MpeKpalieHns
npueMa KOMOMHHMPOBAHHOTO JIEKApPCTBEHHOIO IIpenapaTta, COJepJKallero BajcapTraH -+
cakyoutpun (cM. pazzaenst 4.3. u 4.5.). Ilpu coBMmecTHOM npuMeHeHUH UHTHOUTOpOoB AIID ¢
JpYTMMH HHTUOMTOpaMHM HENpWIM3MHA (HApuMep, parekagoTpPUIOM) TaKKe MOXKET ObITh
MOBBILIEH PUCK Pa3BUTUS AHTMOHEBPOTHMYECKOro oTeka (cM. pasgen 4.5.). YV mauueHros,
NOJYYalOIUX MNEPUHAONPWI, Tepea HadajloM JICYeHUS HMHTHOUTOpaMH HHKe(aTuHa3bl
(HampuMep, paneKkagoTPUIIOM) HEOOXOAUMO NMPOBECTH TIIATEIbHYIO OLIEHKY COOTHOIIEHUS

PHUCK/TIONB3A.
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Cosmecmnoe npumenenue ¢ uneubumopavu mTOR (Hanpunep) Cupomowyc, J6eRONILINC,

MY OTUETY

MeMCcupoaUMyc)

[Ipu coBmectHOM mnpuMeHeHUU ¢ wuHrHOMTOpamMu MTOR (Hampumep, cupoaUMycoM,
IBEPOJIUMYCOM, TEMCHUPOJIMMYCOM ) MOXKET MOBBIIIATHCS pHUCK pa3BUTHS
AQHTMOHEBPOTUYECKOTO OTEKa (HaIpUMeEp, OTEK JIbIXaTEJIbHBIX MYTEH WK S3bIKA C HAPYILICHUEM
byHkuuu apxanus win 6e3 Hero) (cm. paszgen 4.5.).

AHad)wzaKmoudele peakyuu npu I’ZD06€0€HMM ad)epe3a Junonpomeurna HU3KOU NJIOMHOCHU

JIITH,

B penxux ciydasx y manueHToB, nonydaromux vHruoutops! AII®, npu nposeaeHuu adepesa
aunonporenHoB HU3Kol miaotHoctH (JIITHII) ¢ ncnonbs3oBaHnueM JekcTpaHa cyibdara MOTyT
pa3BUBATBHCS YIPOXKAIOIIKME >KU3HM aHa(pWIAKTOMTHBIE peakuuu. [ mpemoTBpameHus
aHa(UIAKTOUHON peakIyy CJIeIyeT BPEMEHHO NPEKPaTUTh Tepanuio uHruoutopom AIID
nepen Kaxaou nporeaypoi apepesa.

AHadMJlaKmuquKue peaxKuyuu 60 8pemMA decech6wlu3auuu

HmeroTcss oTAenbHBIE COOOMIEHHST O Pa3BUTHUU aHA(PMIAKTOMTHBIX PEAKIUH y TMalHUeHTOB,
noiyvaromux nHruoutopsl AII® Bo Bpems neceHCHOMIM3UpPYIIEH Tepanuu (Harmpumep, s10M
NEPENOHYATOKPbUIBIX HACEKOMBIX). Y OTHX K€ NalMEeHTOB aHAa(WIAKTOMJHOW peakiuu
ylaBanoch M30eXaTh MyTeM BpPEeMEHHOM oTMeHbl MHruouropo AIID, a mpu ciaydaiiHoM
npueme npernapara aHapuIaKTOUHAs peakliys BO3HUKAIA CHOBA.

Heumponenus/azpanyioyumos/mpomobouumonenus/anemus

Hmerorcss cooOmieHus 0 pa3BUTHM HEUTPONEHUU/arpaHysloOUTO3a, TPOMOOLMTONEHUH U
aHeMuu Ha ¢oHe nmpuema HHruo6UTOpoB AIID. V manueHToB ¢ HOpMalbHON (PyHKIMEN MOoYeK
U TpU OTCYTCTBUH JIPYTMX COIYTCTBYIOLIMX (DaKTOPOB HEUTpOIeHUs pa3BuBaercs penako. C
KpaliHEil OCTOPOXHOCTBIO CIEAYeT NPHUMEHATHh MEPUHAONPUI Ha (OHE CUCTEMHBIX
3a00JIeBaHUN COEAMHUTENBHOW TKaHM, a TaKkKe Ha (OHE MpHeMa MMMYHOJENPECCAHTOB,
IIONYPUHOJIA WM IPOKAaUHAMUA, 0COOEHHO y MAIIMEHTOB ¢ HAPYIIEHHON (YHKIUEH moyex.
YV HEKOTOPBIX MAIIEHTOB BO3HUKAIN TsDKEJbIE HH(EKIMOHHBIE 3a00JI€BaHus, B PsJie CIy4aes,
yCTONYMBBIE K MHTEHCUBHOW aHTHOMOTHKOTEpanuu. [Ipy npuMeHeHnn nepuHI0npuia TakKuM
nanueHTaM pPeKOMEHAYEeTCSl NEPUOANUECKH KOHTPOJIUPOBATh YPOBEHb JIEUKOLIUTOB B KPOBH.
[TareHTHl TOJKHBI COOOWIATh Bpayy O JIIOOBIX MpHU3HAKaX HMH(EKIMOHHBIX 3a00JeBaHUN
(HammpuMmep, 60JIb B TOpJIE, JINXOPAIKA).

Penosackynapuas cunepmensus

VY nanueHToB ¢ JBYCTOPOHHUM CTEHO30M ITOYEYHBIX apTEPUd WM CTCHO30M apTEepHH
€/IMHCTBEHHOH (yHKIIMOHUPYIOIIEH ToUkH Ha poHe Tepanuu uaruoutopamu AI1® Bo3pacraer
PHCK Pa3BHUTHUS apTePHATIbHOM THIIOTEH3UHU U TOYEYHON HEeA0CTaTOUYHOCTH. [Ipuem nnypeTukoB

MOXXET OBITh JOTOJHUTEIBHBIM (pakTOpoM pucka (cM. paszen 4.3.). YxynmeHnue QyHKIHH
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TIOYEK MOYKET HAOMIONATHCS YKE PU HE3HAYMTENLHOM M3 MEHEHMU KORUCHTPHUMI KPea THHHA

MY OTUETY

B CBIBOPOTKE KPOBH, J1aXe Yy MAllUEHTOB C OJHOCTOPOHHUM CTEHO30M ITOYE€YHOW apTepuu.

Jlgotinas baokaoa penun-ancuomensut-aiboocmeponosou cucmemvl (PAAC)

HNmerotcs nanHble 00 yBETMYEHHHM pPHCKAa BO3HUKHOBEHHS apTEPUATBHON THIIOTCH3HH,
TUIEpKAIMEMUU W HapymeHus (QyHKUMH 1oYek (BKIIOYash OCTPYH  IOYEUHYIO
HEJI0OCTaTOYHOCTh) IPH COBMECTHOM IpUMEHEeHHH HWHruOuTOpoB AIID ¢ APA 11 wm
anuckupenoM. Ilostomy nBoitHas 6mokana PAAC mocpencTBOM COBMECTHOTO MPUMEHEHHS
uHruoutopoB AlI®D ¢ aHTaroHucramu penenTopoB aHruoTeH3uHa Il mnM amuckupeHoM He
pexkoMeHyercs (cM. pazaensl 4.5. u 5.1.). Ecnu nBoiiHas 6y10kana abCoI0THO HEO0X0IMMa, TO
9TO JIOJDKHO BBIMOJHATHCSA MOJ CTPOTMM HAOJMIOACHHEM CIIELUANINCTa TMPU PETyISIPHOM
KOHTpOJie (YHKIMU IMOYEK, KOHIICHTPALUHU 3IIeKTposuToB B KpoBu u AJl. Ilpumenenue
uaruoutopoB AIID B coueraHun C aHTArOHUCTaMH pPEUENTOPOB aHruoreHsuHa Il
MPOTUBOMNOKA3aHO Y MAI[UEHTOB C IMa0eTHUECKOil HeponaTHeil 1 He peKOMEHIYETCs y APYTUX
nanueHToB (cM. pazaeinsl 4.3. u 4.5.).

bepemennocmo

He cnenyer naumnate mnpuem wunHruOutopoB AlII® Bo Bpemsi Oepemennoctu. Ecnm
npojomkenue Tepanun uHruoutopamu AlID He cuuTaeTcss aOCOMOTHO HEOOXOAMMBIM, TO
NAalMEeHTKY, IUIaHUpYIOIMe OepeMeHHOCTh, [JOJDKHBI HEepedTH Ha albTepHATUBHOE
TUIIOTEH3UBHOE JieueHHe, Oe30macHbli NpoQuib KOTOPOro mpu OepeMEHHOCTH ObLI
yctaHoBiieH. Ecnu (dakT 6epeMeHHOCTH TOATBEpauics, mpuem uHrnoutopa AlID cremyer
HEMEIJIEHHO MPEKPaTUTh U, TPU HEOOXOJUMOCTH, IEPENTH Ha aJIbTEPHATUBHBIN BUJT JICUCHUS
(cm. pazmensl 4.3. 1 4.6.).

HepGMHHbllZ eunepaﬂbdocmepOHLBM

[TarueHTsl ¢ HEPBUYHBIM TUIEPAIbJOCTEPOHU3MOM, KaK IPaBUIIO, HE BOCIHPHUHMYHUBHI K
AHTUTUIIEPTEH3UBHBIM IIpenapaTam, JeiCTBIEe KOTOPbIX OCHOBaHO Ha nHrnouposanuu PAAC.
[ToaTomMy mpuMeHEHHE IpenapaTa y TAKUX MallMEHTOB HE PEKOMEHTyETCSl.

Apmepuanvras cunomen3us

Wurubutopet AIl® wmoryr Bb3biBaTh pe3koe cHiwkeHue AJl. CumnTomarnyeckas
apTepualibHas THUIOTEH3Us PEOKO pa3BUBAeTCS y MAalUEHTOB 0€3 COMyTCTBYIOIIUX
3a0oneBaHuid. Puck upe3mepHoOro cHuxkeHuss AJl MOBBIINIEH y HAallMEHTOB CO CHH)KEHHBIM
00BEMOM LIUPKYIUPYIONIEH KPOBH, YTO MOKET OTMEYAThCsl Ha (POHE Tepanuu AUYPETHKAMH,
npu COONIOIEHUH CTPOroil 0eccoseBOil TUEThI, reMOoAuaIn3e, Tuapee U pBOTE, a TAKKe Y
MAllHEHTOB C TSDKEJIOM CTENEHBI apTEepUAlbHOW THIEPTEH3UH C BBICOKOM AKTUBHOCTBIO
penuHa (cMm. paszensl 4.5. u 4.8.). Y NalMeHTOB C NOBBILIEHHBIM PUCKOM pa3BUTUS
CHUMIITOMAaTUYECKON apTepHaIbHONH THUIOTEH3UH HEOOXOAMMO TIIATEIBHO KOHTPOJIUPOBATH

AJl, byHKIMIO TOYEK M COJEp’KaHUE Kallusg B CHIBOPOTKE KPOBH BO BpeMs Tepamuu
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JIeKapcTBEHHbIM  nipenapatoM  Amopunus-+Ilepunnopmr rKanor., TiHonoQHENT L momxon

MY OTUETY

NPUMEHSETCS M y TIAIIMEHTOB CO CTEHOKApAUEH U 1epeOpoBacKy SIPHBIMU 3a00JICBAaHUSMH, Y
KOTOPBIX BBIP@XKECHHAs apTepUaIbHasi TUIIOTCH3M MOKET IPUBECTH K MH(PAPKTY MHOKAp/1a WIIH
HApyLICHUIO MO3TOBOT0 KpoBooOpaiieHus. B ciiyuae pa3BUTHS apTepUAIbHOM THIIOTEH3UU
MAIMEHT JIOJDKCH OBITh TIEPEBEICH B TOJIOKECHHUE «IEXkKay Ha CIIUHE C MPHUITOAHATHIMUA HOTaMH.
[Ipr HEOOXOOMMOCTH CIIEAYET BOCIOJHUTH OOBEM HUPKYIHPYIOUICH KPOBU TPU MTOMOIIN
BHyTpuBeHHOTO BBeneHus 0,9 % pactBopa Hatpus xnopuaa. [Ipexonsinas aprepuanbHas
TUIOTEH3HUsI HE SBISETCS MPEMSITCTBUEM sl JalibHeimero mnpuema mnpemnapara. Ilocie
BOCCTaHOBJICHHs 00beMa ITUPKYJIUPYIOIIer KpoBU U A/l iedeHre MOKET ObITh IPOIO0JDKEHO.

MMI’I’ZDLUZbellZ Cm6H03/CZODmaJlebZL7 cmeHos/eunepmpod)ulteCKaﬂ Kapduomuonamuﬂ

[Tepunnonpui, kak u apyrue uHruOuTopel AIl®, nomKkeH ¢ OCTOPOKHOCTBIO Ha3HAYATHCS
HanueHTaM ¢ OOCTPYKIMEN BBIXOJHOTO TPaKTa JIEBOIO KEJyAOo4Ka (aOpTajbHBIM CTEHO3,
runeprpoduyeckass 0OCTpYKTUBHAs KapAMOMHOIIATH), @ TaKXKe HallMeHTaM C MHUTPaJIbHbIM
CTEHO30M.

Hapywenue d)VHKZ/{Z/lu no4yexK

[TaruenTam ¢ mouewnodt HepoctatoyHocThio (KK <60 ™i/MuH) pekoMeHmyeTcs
WHAUBUAYAIBHBI TON00p 103 MepuHIoNpwiIa M amioaunuHa (cM. pazgen 4.2.). Takum
nalyeHTaM HeoOX0IUM PeryJIipHbII KOHTPOJIb COJEP KaHUs KU M KpEaTHHHHA B CHIBOPOTKE
KpoBH (cM. pazzen 4.8.). YV manuMeHToB ¢ JBYCTOPOHHUM CTEHO30M IOYEYHOH apTepuH WM
CTEHO30M apTepuH €AMHCTBEHHOM MOYKM Ha (oHe Tepanuu uHruoutopamu AIID Bo3MOKHO
MOBBILICHHE KOHLEHTPAallMd MOYEBHMHbI W KpEaTMHMHAa B CBHIBOPOTKE KpOBH, OOBIYHO
npoxojsiiee Mpu OTMEHe Tepanuu. Yarie 3ToT 3QPeKT oTMeuyaeTcs y MalueHTOB ¢ NOYeUHOU
HEZ0CTaTOYHOCTBIO.

JlononHUTENbHOE HAIM4YUE PEHOBACKYJISIPHOM THUIEPTEH3UM OOYCIIaBIMBAET MOBBIIIECHHbBIN
PHUCK pa3BUTHUS TSHKEJION apTepuanbHON TMIIOTEH3UU M MOYEYHOM HEJOCTaTOYHOCTH Y TaKHX
NAlMEeHTOB. Y HEKOTOPBhIX IAlMEHTOB C apTepHalbHON THumepTeH3uell 0e3 NpHU3HAKOB
MOPAXXEHMSI COCY0B MOYEK BO3MOKHO NOBBIIIEHHE KOHIICHTPALMM MOYEBHUHBI U KpEaTUHUHA
B CBIBOPOTKE KpOBH, OCOOCHHO NIpU OJHOBPEMEHHOM HAa3HAYEHHM IEPUHAONpPUIIA C
JTUYPETUKOM, OOBIYHO HE3HAYUTENbHOE W mpexojsmiee. Yame 3ToT 3hdexT oTMeyaeTcs y
NaIMEeHTOB € MPEALIECTBYIOIIUM HapylIeHueM (YHKIHUU MOYEK.

Tleuenounas nedocmamoyHocms

B peaxux cnyyasx Ha Qone mpuema uHruOutopoB AIID Bo3HHMKaeT XosecTtaTudeckas
xenrtyxa. [Ipu mporpeccupoBaHUU 3TOTO CHHIpPOMa BO3MOXHO Pa3BUTHE (PYIbMHUHAHTHOTO
HEKpO3a IEYEHHU, MHOTAA C JICTAIBHBIM HCXOAOM. MexaHu3M pa3sBUTHA DTOrO CHHIpPOMA
HesAceH. IIpu mMOSABICHMM JKENTYXM WM 3HAYUTEIBHOIO IIOBBIIICHUS AKTHUBHOCTH

«TEYEHOYHBIX» (epMEeHTOB Ha ¢oHe mnpueMa uHruoutopoB AIID nanmentam cuemyet
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NPEKPATUTh TIpHEM Tpenapara (cM. pasuen 4.8.) ¥ HAXQIATHO)MeX CCORTRETCTBYIOHIAM

CUTyaIMu HaOJII0ICHHEM Bpaya.

Omuuyeckue pasauydui

VY manueHToB HETPOMIHOM pachl yalle, 4YeM y MpeJCTaBUTeNel IpyTrux pac, Ha (GoHe nmpuema
uHruouTopoB AlID pazBuBaeTcCs aHTMOHEBPOTHYECKHM OTEK. llepuHmONpmI, Kak U Apyrue
uHruoutopel All®D, BO3MOXKHO, OKa3blBa€T MEHEE BBIPAKEHHOE AaHTUTHIIEPTEH3UBHOE
JEICTBUE y MAllMEHTOB HETPOMIHOM pachl 110 CPAaBHEHUIO C MPEJCTABUTENSAMU JIPYIHX pac.
Bo3MosxHO, 3T0 pa3nudne 00yCIOBIEHO TEM, YTO Y MAIIEHTOB C apTepUAIbHON TUIIEPTEH3UCH
HErPOMJHON packl Yalle 0TMEYaeTCs HU3KAasi aKTUBHOCTh PEHUHA.

Kaweny

Ha ¢one Tepanuu narudutopom AII®D MoxeT BO3HHKATh CyxoH Karienb. Kamenb qmrensHo
coxpansieTcs Ha (OHE TpUeMa MpenapaToB 3TOW TPYIIIEI M UCYE3AET MOCIE UX OTMEHBL. DTO
CJIeIyeT YUUTHIBATh NP MpoBeACHUN TG DepeHIINaTbHON JTUArHOCTUKY KaIILIs.

XMDVDZLF{€CKO€ 8M€Wam€ﬂbcm60/06waﬂ anecmes3us

VY manueHToB, KOTOPBIM IJIAHUPYETCS MPOBEICHUE OOMIMPHBIX ONEpanuii UM UCIOIb30BaHUE
CPENCTB U AQHECTE3MM, BBI3BIBAIOLIMX AapPTEPUAIBHYIO THUIIOTEH3UIO, NMEPUHIONPUI MOXKET
O6s0okupoBaTh oOpa3zoBaHMe aHruoTeHsnHa Il Ha (oHe KoMmeHCAaTOpPHOro BBICBOOOXKICHMS
peHuHa. JledeHue cienyer NpeKpaTuTh 3a CyTKH 10 onepauuu. [Ipu pa3BuTum aprepuaabHOR
TUIIOTEH3MH 110 YKa3aHHOMY MEXaHU3MYy cienyeT nogaepxusars A/l myrem BocniosHeHus OLK.

Tunepxanuemus

['unepkanuemusi MOXKET pa3BUBATHCA BO BpeMs jieueHust uHruontopamu AIl®, B Tom uucne, u
nepuHaonpuiaoM. PakTopaMu puCKa TUIIEPKATMEMHH SBJISIOTCS [TOYE€YHAsl HEAOCTaTOYHOCTb,
yxXyauieHue (yHKIMM T04YeK, Bo3pacT crapuie 70 Jser, caxapHblii amaber, HEKOTOpbIe
COITYTCTBYIOILIME COCTOSIHUSA (JIeruipaTalus, ocTpas J1eKoOMIeH calHsi XpOHUYECKOH cepIeuHON
HEJI0OCTAaTOYHOCTH, METa0OJIMUYECKHI ali103), COBMECTHOE MPUMEHEHHE KaTuiicOeperarommx
JMYPETUKOB (TaKUX KaK CIUPOHOJAKTOH, SIUIEPEHOH, TPUAMTEPEH, WM aMIIIOPU), a TaKXKe
[IPENapaToB Kajlus WIM KaJUHCOJAEp)KalluX 3aMEHUTENEH ITOBAapEHHOM CONMM, a TaKXke
NPUMEHEHUE JPYruX MpernapaTroB, CIOCOOCTBYIOUIMX IIOBBIIICHUIO COJEP)KaHUSA Kalus B
11asMe KpoBH (HampuMep, renapuH, KO-TPUMOKCA30Jl, TaKKe M3BECTHBIM KaK KOMOWHAIUS
cyibpamerokca3on + Tpumeronpum). Ilpumenenne npenapaToB Kajaus, KaauiicOeperaronmx
JUYPETUKOB, KAIUHCOJEPKAIIMX 3aMEHUTENEH MHIIEBOM COJIM MOXET IPUBECTH K
3HAYUTEJIbHOMY TMOBBILICHUIO COJEP)KaHUS Kallusi B KpPOBH, OCOOEHHO Y MAI[MEHTOB CO
CHI)KEHHON (yHKuuel movek. ['mmepkammemMuss MOXXKET NMPUBECTU K CEPhE3HBIM, HMHOTAA
(daTanbHBIM HapyIIEHUSIM CepAeyHOro putMa. Ecian HeoOX0oIuMO COBMECTHOE NMPUMEHEHHE

NepUHAOIIPpUIA W YKA3aHHBIX BbBIIIC IPEIapaTroB, JICHCHUC HOJDKHO IMPOBOAUTHCA C
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OCTOPOJKHOCTBIO Ha (DOHE PETYISPHOrO KOHTPOJIS CONENRAHME HOHQBT KaTMH (B CHBOPOIKE

KpoBu (cM. pazzaen 4.5.).

Hayuenmui ¢ caxapuvim ouabemom

[lpy Ha3HaYeHWW TpenapaTa MMalKMEHTaM C CaXapHbIM JUa0CTOM, IOJIyYaroIIUM
THITOTJIMKEMHYECKHAE CPEJICTBA IS TIPUEMa BHYTPb WIIM HHCYJIMH, B TEYEHUE MTEPBOTO MECSIa
Tepanud HEOOXOIUMO TINATEIBHO KOHTPOJUPOBATH KOHIICHTPALUIO TIIFOKO3bI B KPOBH (CM.
paznen 4.5.).

Amnoounun~+Ilepunoonpun Kanon

OcoOble  yKazaHHs, Kacarolecs aMJIOJUIHMHA, ¥ ICPHHIONPHIA, OTHOCATCA H K
JeKapcTBeHHOMY mpemnapaty Aminoaunua+IIepurmonpun KaHoH.

Jlexapcmeennvle 63aumo0eiucmeus

CoBMecTHbli  mpueM npenapata Awnnoaunudtllepungonpun KanoH ¢ sautHem,
KajuiicOeperalouMy  IMypeTUKaMy, KaJlMeBbIMU JOOaBKaMH WM JQHTPOJECHOM He
pexoMenayercs (cM. pasznen 4.5.).

4.5. BzaumojgeiicTBHe ¢ JPYTHMH JIEKADCTBEHHBIMH MpenapaTaMd M Jpyrue BHIbI
B3aMMOJEHCTBUSA

AmiiognnuH

Kombunayuu npenapamos, ne pexomenoyemvle K npumMeHeHuo

Jlaumpoanen (6HympugenHoe egederue)

Y nabopaTOpHBIX KUBOTHBIX OBUIM OTMEYEHbl ciay4yau (QUOPHIIIALMM KENIylI04YKOB C
JETaJbHBIM UCXOJOM M KOJIalicoM Ha ()OHE NMPHUMEHEHHUs BepanaMuia U BHYTPUBEHHOI'O
BBEJICHUS JAHTPOJIEHA, CONPOBOXKIABIINECA TMIEpKaineMueil. BeneacTsue pucka pa3BUTHS
TUIEPKAIMEMUH  CIeyeT HWCKIIOYUTh COBMECTHBIM IpueM OJOKaTOPOB «MeJIEHHBIX)
KaJbIMEBbIX KaHAJOB, B TOM YHWCJIE€ aMJIOJIUIIMHA, Yy TMalHUEHTOB, MOJABEPKEHHBIX
3JI0Ka4€CTBEHHOM TUIIEPTEPMUH, a TAKXKE NP JCUEHUH 310KaYECTBEHHON THIIEPTEPMUU.
Kombunayuu npenapamos, komopwvie mpebyiom 0coboii 0CmopoACHOCIU

Hnoykmopur usochepmenma CYP3A4

[Ipy coBMECTHOM TPUMEHEHHHM HW3YYEHHbIX HHAYKTOpoB u3odepmenta CYP3A4,
KOHIEHTpalusl aMJIOJUIHMHA B IJIa3Me KPOBU MOXET BapbupoBarbes. [1oaToMy HeoOxonumo
KOHTpoMpoBaTh A/l 1 KOPpEKTHPOBATh 103y Mpernapara Kak BO BpeMsl JIEUEHUS, TaK U II0CTIE
COBMECTHOTO IpPHMEHEHHsI (B YaCTHOCTH, NPU COBMECTHOM IPHUMEHEHUH C CHIJIbHBIMU
uHaykropamu  uzopepmernta CYP3A4  (takumu  kak  pudpamnunud, 3BepoOoit
MPOJBIPSBICHHBIN).

Huzubumopwt uzopepmenma CYP3A4

CoBMecTHOE IMPUMCHCHUC aMJIOOAUIIMHA W CHJIbHBIX 1100 YMCPCHHBIX I/IHFI/IGI/ITOpOB

n3opepmenra CYP3A4 (MHrHOWTOPHI MpOTEas3bl, MPOTHUBOTPUOKOBBIC TpemapaThl TPYIIIBI
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a30JI0B, MAaKpOJIMJIbI, HAINPUMEpP, SPUTPOMHIMH W [KAAPHT POMBITE, ] [BEPATTaMU ) K

MY OTYETY

TUITHA3EM) MOXKET MPUBECTU K CYIICCTBEHHOMY YBEIMYCHHIO KOHIICHTPAIIUHM aMJIOIUIIHHA.
Knuaudeckre MposBICHUS YKa3aHHBIX (PapMaKOKHHETUYECKUX OTKJIOHEHUH MOTYT OBITh
0oJiee BRIPAKEHHBIMH Y MAIMEHTOB MOKHIIOTO BO3PACTa, B CBSA3H C YeM MOXKET MOTPeOOBaThHCS
MOHUTOPUHT KJIMHUYECKOTO COCTOSIHUSI M KOPPEKIUA J103bl. Y MAIMEHTOB, MPUHUMAIOIIUX
aMJIOJUIIUH OJTHOBPEMEHHO C KJIAPUTPOMHUIIMHOM, TOBBIIMIEH PUCK Pa3BUTHUS apTEPUATbHOMN
runoren3un. Cienyer MPOBOAUTH TIIATENFHOEC HAONOEHUE IMAIMEHTOB, MPUHUMAIOIINX
aMJIOJUITUH OJJHOBPEMEHHO C KJIIAPUTPOMHULIMHOM.

Kombunayuu npenapamos, komopule ciedyem yyumsléamso

AMJIOMUNIMH ~ yCWJIMBAaeT  TUIOTEH3MBHOE  JICWCTBHE  MpenaparoB,  00JaJarolIux
AHTUTUNEPTEH3UBHBIM JICHCTBUEM.

Takponumyc

[Ipu coBMECTHOM NPUMEHEHUH C AMIIOJUIIMHOM CYIIECTBYET PUCK MOBBILIECHUS KOHIEHTPALIMT
TakpoJIuMyca B KpoBU. Bo nzbexxanue Tokcuuecknx 3pGeKToB TaKpoJIUMyca P COBMECTHOM
MPUMEHECHUN JTUX IPETNapaToB TPeOYETCs KOHTPOJIb KOHIICHTPAIIMHA TAaKPOJIMMYyCa B TUIA3ME
KPOBH M KOPPEKIIHSI €r0 03Bl TPH HEOOXOTUMOCTH.

Uneubumopor mTOR

WNuruburoper mTOR, Takue Kak CHpPOJIMMYC, TEMCHPOJIMMYC M 3BEPOJIUMYC, SBISIOTCA
cyocrparamu u3odpepmenta CYP3A. AmnoaunuH sBisercs ciaabbIM  HMHTHOUTOPOM
n3opepmenta CYP3A. Ilpu CcOBMECTHOM TPUMEHEHHH AaMJIOJUIIAH MOXET YBEIHYUTH
sKkcro3unuio uHruouTopoB mTOR.

L{uxnocnopun

HccnenoBanust B3auMOACHCTBUS aMIIOIMIIMHA U IIUKJIOCIIOPUHA HE MPOBOAMIIHMCH Y 37J0POBBIX
NOOPOBOJIBIIEB MM B JIPYTHX TOMYJSIHSX, 32 HCKIIOYEHHEM MallMEeHTOB, MEPEeHECIINX
TPAHCIUIAHTAIMIO TTOYKH, Y KOTOPHIX OTMEYajach BapuabeIbHOCTh MOBBIIICHUS HANMEHBIITNX
KOHIIGHTpallui LUKJIOCHOpHHAa B Iu1a3Me KpoBu (B cpeaneM oT 0 mo 40 %). Crnenyer
paccMOTpeTh BO3MOXKHOCTb KOHTpPOJIS KOHIEHTpAallMM LUKIOCIOpHHA B IUIa3M€ KPOBH Y
MAlMeHTOB TOCJi€ TPAHCIUIAHTAIIMA TIOYKH TPH  OJHOBPEMEHHOM TPUMEHEHUH C
amnogunuHoM. [Ipyu HeoOX0MMOCTH 1032 HUKIIOCTIOPUHA JTOJIKHA ObITh CHUXKEHA.

Cumeacmamun

ITpu coBMECTHOM IpHEME HECKOJIBKHMX /103 amyioaumnuHa 1no 10 mr u cumBactatusa no 80 mr
OBLJIO OTMEUEHO YBEJIMYEHHE DSKCIO3MIMU cUMBacTaTMHa Ha 77 % 1O CpaBHEHHIO C
W30JIMPOBAaHHBIM TNPUEMOM CHMBACTaTHHA. Y TAIMEHTOB, NPUHUMAIOMIMX AaMJIOJUIIHH,

CJICAYCT OTpaHUYINUTh NPpHUEM CUMBAaCTaTUHA 00 20 Mr B CYTKHU.
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COOTBETCTBYET 3KCTEPTHO
ot 15.07.2024 N2 14253
Hpyeue kombunayuu 1eKapcmeeHHblx cpeocmas (MOCNENOBATENLHOCTL 00086)

MY OTYETY

B Xxone KIMHMYECKHX HCCIENOBAHUN JIEKAPCTBEHHBIX B3aWMOJICUCTBUNA aMIIOJUIIMH HE
OKa3pIBaJl BIMSHHUA HAa (apMaKOKHMHETUKY aTOpBacTaTHHA, TUTOKCHHA, BapdapuHa WIH
mukiocnopuna. COBMECTHBIM MpHEM aMJIOJUIMHA M yNoTpeOJeHue rpelndpyToB win
Ipedn@pyroBOro Ccoka HE PEKOMEHIYeTCs, B CBS3M C BO3MOXXHBIM IIOBBIILICHHEM
OMOAOCTYIHOCTH aMJIOJMIIMHA Y HEKOTOPbIX MAlMEHTOB, YTO, B CBOIO OYEpeAb, MOXKET
NPUBECTH K ycueHHI0 3¢ ¢dexToB cHmxenus A/l

Ilepunnonpun

JlaHHble KJIMHUYECKUX MCCIEJOBAHMM IOKa3aJu, 4YTO JBOHHas OJoKaga pEHUH-
aHruoTeH3uHaba0cTepoHOBOH cucteMsl (PAAC) myreM KOMOMHHPOBAHHOTO UCIOIB30BAHUSA
uHruoutopos AII®D, OnokaropoB peuenTtopoB aHruoreHsuHa Il win  anuckupena
COIPOBOKAAETCS MOBBIIIEHUEM YAaCTOTHI HEXKENATENbHbIX SBJICHUM, TAKUX KaK TMIIOTEH3US,
TUIEPKAIMEMHUST U CHIDKEHHE (YHKIMM MOYeK (BKJIIOYash pa3BUTHE OCTPOH IOYEYHOH
HEI0CTaTOYHOCTH) B CPAaBHEHUH C UCIOIb30BAHUEM OJIHOTO IperapaTa, BO3ACHCTBYIOLIET0 Ha
PAAC (cm. paznenst 4.3, 4.4. u 5.1.).

IIpenapamul, vi3bi6arouue UNEepPKAIUEMUIO

Hexotopsie npenapatsl win papMakoTepaneBTUYECKUe IPYIIbl IPErnapaToB MOTYT OBBICUTh
BEPOSTHOCTb PA3BUTUS THIEPKAIMEMHUM: AaUCKUPEH, COJM Kayus, KanuiicOeperaromye
nuypetukd, uHruoutopsl AIID, antaronuctsl peuentopoB anrumoreHsuHa II, HIIBC,
renapuHbl, UMMYHHOJEIIPECCAHThI, HAIPUMEpP, LUKIOCIIOPUH U TAKPOIUMYC, TPUMETONPUM U
KOMOMHHMpOBaHHbIE IpenapaThl, B COCTAaB KOTOPBIX BXOAUT cyibhamerokcazon (Ko-
TpuMoOKca3os). CoOBMECTHOE MPUMEHEHHE OTUX IPENaparoB  yBEIMYMBAET  PHUCK
TUIEPKATMEMUH.

Cosmecmuoe npumenenue npomueonoKazaHo (cm. pazoei 4.3.)

Anuckupen u 1exapcmeenuvlie npenapamal, CO()€D9!C(1WM€ AJIUCKUDEH

CoBmectHOE mpuMeHeHHe MHruouropoB AIID c mpemaparamu, colepKalluMU aJUCKHPEH,
IPOTHBOIIOKA3aHO y MAIMEHTOB C CaXxapHbIM JUA0ETOM W/WIM YMEPEHHBIM WM TSKEIbIM
HapymieHneM  QyHkuuu — modek  (ckopocTh  KiayOoukoBoil  ¢umibTpanmuun  (CK®D)
<60 mn/mun/1,73 M? TnoOmaaM TOBEpXHOCTH Tema) (cM. pasmen 4.3.). Bospacraer prmck
pasBUTHS  TUNEPKAIMEMHUH, YXYAIICHUS  (QYHKIUH  TOYeK, CepAeYHO-COCYIUCTOM
3a00J1€Ba€MOCTH U CMEPTHOCTH.

IKCcmpakopnopaibHas mepanus

DKCTpakoOpIoOpalbHble METOJbI JIEUECHHs, BEAyIIHE K KOHTAKTy KpPOBH C OTPHULATEIBHO
3apsHKEHHBIMU TTOBEPXHOCTSAMHU, TAaKUE KaK JUAU3 WIH FeMOQIIBTPALUs ¢ HUCIOJIb30BaHHEM
HEKOTOPBIX BBHICOKOIPOTOYHBIX MeMOpaH (HampuMep, MoJIMaKpHJIOHUTPUIIOBBIX), TN adepes

JUTNONPOTEMHOB  HU3KOM  IUIOTHOCTH €  HUCIOJB30BaHUMEM JEKCTpaHa cyibdara,
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COOTBETCTEYET 3KCNEFPTHO
o7 15.07.2024 N= 14253
IPOTHBOTMIOKA3aHbI U3-32 YBEJIMYEHUS PUCKA PABBUTHS TIKSIBIX AHA(MATIKTQHHBIY DAL

MY OTYETY

(cm. pasmen 4.3.). Ecam manumenTy HeoOxoamma SKCTpaKOpIOpalibHas Tepamusi, CIeTyeT
paccMOTpeTh BO3MOXKHOCTD MCITOJIb30BaHMS IPYTOT0 TUIA IUATU3HON MEMOPaHbI MU JPYroro
KJIaCcCa aHTUTUIICPTCH3UBHBIX IIPCIIAPATOB.

Cosmecmnoe _npumenenue  c KOM6MHMDO6GHHblMu JIEKAPCMBEeHHbIMU  npenapamamul,

codepofcamwuu sajicapmaH + cakv6umpwz

CoBMecTHOE TPUMEHEHHE TMEePUHAONpPHIA C KOMOWHAIMEW BajicapTaH + CaKyOUTpUI
MPOTUBONOKA3aHO, TaK KaK IMOJABJICHWE HENpPWIN3WHA Ha (POHE COBMECTHOTO MPUMEHEHUS
uHruouropa AIID® MOXET yBEIUYUTh PHUCK pPa3BUTHS AHTHMOHEBPOTHYECKOTO OTEKa.
[TpuMeHeHre KOMOMHALIMY BaJICapTaH + CaKyOUTPHII BOBMOXKHO HE paHee, YeM uepe3 36 4acoB
mocJie TIpreMa MOCIeAHEeH 1036l MepuHaonpuia. [[puMeHeHne mepruHIAONPIIa BOZMOKHO HE
panee, yem dyepe3 36 yacoB IOCie MpUeMa MOCIHeAHEH T03bl KOMOMHAIMK BajicapTaH +
cakyoutpu (cm. pa3aensi 4.3. u 4.4.).

Kombunayuu, ne pexomenoyemvle K npUMEHEHUIO

AJZUCKHD@H U J1eKapCcnieeHHble npenapanivl, codepofcamue AJUCKUPDEH

VY manMeHToB, HE MMEIOIIUX caxapHoro auadera wian HapymieHus (yakmum mnodek (CKD
<60 Mi/Mun/1,73 M? IIOIIAAM TOBEPXHOCTH TeNa), HOBBIIIEH PUCK PA3BUTHS THIEPKATHEMUH,
yXyJueHus: QyHKIMH TOYeK U MOBBIIIEHUS YaCTOTHI CEPJeUHO-COCYAUCTON 3a00JIeBa€MOCTH
U cMepTHOCTH (cM. pa3nen 4.4.).

Couemanue mepanuu ¢ uncubumopamu AIID u APA 11

[Io wuMeromuMcs  JIUTEpPaTypHBIM  JI@aHHBIM, y  TAalUMEHTOB C  yCTAHOBJIEHHOMN
aTepOCKIEPOTUYECKON OOJIE3HBIO, CEP/ICUHON HEAOCTATOUHOCTHIO WM CaXapHBIM 1HA0ETOM ¢
NOpakeHHUEeM OpraHOB-MHIIIEHEH coBMecTHOe npuMmeHeHue uHruouropos AIID u APA 11
OPUBOJUT K YBEIUYEHHMIO YACTOThl Pa3BUTHs apTepuaIbHOW TMIOTEH3UH, OOMOpPOKa,
TUIEpKAIMEMUU W yXYALIEHUs (QYHKIMM TOYeK (BKJIOYas OCTPYIO TOYEUHYIO
HEI0CTaTOYHOCTh) TI0 CPAaBHEHMIO C CUTYAIMSIMH, KOT/1a IPUMEHSIETCS TOJIBKO OJIMH Ipenapar,
Bo3zaercTBytommii Ha PAAC. Ilpumenenue naBoitHoi Onokaasl PAAC (Hanmpumep,
onHOBpeMeHHbI mnpueM uHruoutopoB AII® u APA II) nomxHO OBITH OrpaHUYEHO
€AMHUYHBIMHU CITy4asiMU CO CTPOTMM KOHTPOJIEM (PYHKIIMH MOYEK, COJIEPIKaHUs Kalus B I1a3Me
kpoBHu 1 A/l (cMm. paznen 4.4.).

Dcmpamycmun

CoBMecTHOE NPUMEHEHHE MOKET TMPUBECTH K TMOBBIIICHUIO PUCKA PA3BUTHS MOOOYHBIX
3¢ (exToB, TaKUX KaKk aHTHOHEBPOTHYECKH oTek (oTek KBuHke).

Ko-mpumoxcaszon (CVJZbd)CZMéWlOKCClSOJZ + mpumemonpum)

[Ipu coBMECTHOM NPUMEHEHUHU C KO-TPUMOKCA30J0M (CyIb(paMeToKca30d + TPUMETOIPUM)

MOJKET MOBBIIIATHCS PUCK PA3BUTHS rUmnepkanueMuu (cm. paszaen 4.4.).
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COOTBETCTBYET 3KCNEPTHOC
ot 15.07.2024 N2 14253
Kanuiicoepeeaiowue ouypemuku _(nanpumep, | mpuamypener] - vuaopuo)) | u (ConY, (KA

MY OTYETY

['unepkanuemust (¢ BO3MOKHBIM JIETAIbHBIM HCXOJIOM), OCOOCHHO TIPH HapyIIeHUU (YHKIIUH
nouek (aaauTuBHbIC () ()EKTH, CBI3aHHBIC C THIIEPKATUEMHUCH).

CoderaHue TMEpUHAONPUIA C BBHIMICYIIOMSHYTBIMUA JICKAPCTBCHHBIMU IIpermapaTaMu  He
pekomenayercs (cM. paszaen 4.4.). Eciau, TeM He MeHee, COBMECTHOE MTPUMEHEHHE TTOKa3aHo,
UX CIIEAYET IPUMEHSTh C COOIIOICHUEM Mep MPEIOCTOPOKHOCTH M PETYJISIPHBIM KOHTPOJIEM
COJIepKaHUs Kallusl B CBIBOPOTKE KPOBH.

Oco0eHHOCTH TPUMEHEHHUSI CTUPOHOJIAKTOHA IPU XPOHUYECKOU CEePICIHON HETOCTATOYHOCTH
OIKCaHbI J1ajiee Mo TeKCTy (cM. pasznen 4.5., monpasznen «Coueranue npenapaToB, Tpedyroliee
0CcO00T0 BHUMAHHS).

Ipenapamol 1umus

[Ipr coBMeCTHOM MpPHUMEHEHHH IpernapaTroB JUTHS ¥ HHruOuTopoB AIID coobmanocs 06
00paTUMOM TIOBBIIICHUHM COJCP)KAHHS JIUTHS B IUTa3ME€ KPOBH U CBSI3aHHBIX C OTHM
ToKcH4ecknx 3 dexrax (Tsxenbix HelipoTokcndeckux 3¢dexrax). CoBMEeCTHOE MPUMEHEHUE
NEPUHAONPUIIA U TIPETapaToB JIUTUSL HE pekomeHayercs. [lpu HeoOXoaMMOCTH MPOBEACHUS
TaKOW Tepanmuy HEOOXOIUM PETYJSPHBIA KOHTPOIb COJIEPIKAHMS JIUTUS B TUIa3Me KPOBHU (CM.
paznen 4.4.).

Couemanue npenapamos, mpedyioujee 0co6020 BHUMAHUSA

T unoznuxemuuecxkue cpedcmea (MHCV]ZL[H, I’ll?OZxL')’GO@Hbl@ CVﬂbd)OHuﬂMO’{eequl)

ONUIEeMUOIOTUYECKUE UCCIIEIOBAHMS [TOKA3all, YTO COBMECTHOE MPUMEHEHNE NHIMOUTOPOB
All® u TrunorimMKeMUYEeCKHX CpEeACTB (MHCYJIMHBI, NEpOpaJbHBIE CaxapOCHIKAIOIINE
npernapaThl) MOXKET YCHIIMBATh THIIOTIMKEMUYeCKUN 3()(DeKT HHCYIMHA U TMITOTIIMKEMUYECKHX
CPEeZCTB AJIsl IpUEMa BHYTPb BILJIOTh 10 Pa3BUTHS TUNONIMKeMuu. JlanHbli 3 ekt BeposiTHee
BCEro MOXHO HaOII0AaTh B MEPBbIE HEJENH COBMECTHOTO NPUMEHEHHS U Yy IMalUeHTOB C
HapylieHneM (QyHKIUU TOYeK.

Kanutinecbepezarowue ouypemuxu

VY manueHToB, MONYYaIOUIMX JUYPETHKH, OCOOEHHO Yy MAIlMeHTOB C TMIIOBOJEMHEH W/WiH
CHIDKEHHOM KOHIIEHTpAIlMel CoJIel, B Havyalie Tepanuu MepUHI0TIPUIIOM MOKET HaOII0AaThCs
ype3mepHoe cHIkeHue AJl, pUCK pa3BUTHS KOTOPOTO MOXKHO YMEHBIUIUTHh IYTEM OTMEHBI
JUYPETUYECKOrO0 CPEACTBA, BOCIIOJIHEHUEM IOTEPU KUAKOCTH HIIM COJIEH Iepel Hadaaom
Tepanuu MEPUHAONPUIOM, a TaKKe HA3HAYCHUEM IMEPUHIONpUIA B HU3KOM J03€ C
JATbHENIIINM TIOCTETIEHHBIM €€ YBEIIMUYECHUEM. [Ipu apmepuanbHoll 2unepmen3uy 'y TallueHTOB
C TUIIOBOJIEMHEN MM CHUKEHHOW KOHIIEHTpaluen cojiell Ha (oHe Tepanuu AUYpeTUKaMH,
JUYPETUKU JOJDKHBI ObITh 100 OTMEHEHBI /10 Havyaja nMpuMeHeHus uHruoutopa AIID (mpu

3TOM KanuiiHecOeperaoumii AMypeTHK MOXKET OBITh I03/HEee BHOBb Ha3HAYeH), JHOO
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COOTBETCTEYET 3KI
o7 15.07.2024 N2 14253
uHruduTop AII® 10/KeH ObITh HA3HAYCH B HU3KOH AOBEC HaIE HEHI M [ILOOTETIEHHBIN (e

MY OTUETY

YBEIIMUYCHUEM.

[Ipu npumMeHeHUU AUYPETUKOB B CIydae XPOHMUYECKOW CEpACUYHOM HEJ0CTaTOYHOCTU
uaruOuTop AII® nomkeH OBITh Ha3HAYEH B OYCHb HU3KOW [103€, BO3MOXHO, MOCIE
YMEHBIIEHUS 03bI MPUMEHSIEMOTO OJTHOBPEMEHHO KaJTUHHECOEPEraromero 1nypeTHKa.

Bo Bcex cinyuasx GyHKIus movek (KOHIEHTpAIMs KpeaTHHUHA) JOJKHA KOHTPOJIHUPOBATHCS B
nepBbIe HEICTH MPUMEHEHHsI UHTHOUTOpOoB AlID.

Kanuticbepezarowue ouypemuku (3niepenon, CRUpoHOIAKmMOoN)

Ilpumenenue Innepenona uiu cnUpPoOHoOIAKmona 6 0ozax om 12,5 me 0o 50 me ¢ cymku u
HU3Kux 003 uncuoumopoe AII®

[Tpu neyennn xpoHUUECKOW cepaeyHor HemoctatoyHocTH I - IV dyHKImonansHOrO Kitacca
no knaccudukammu NYHA ¢ ¢pakmnmeii BeiOpoca neBoro xenymouka <40 % y HanueHToB,
panee nony4yaBinx HHruOUTopsl AIID u «r1etneBbie» JUYPETHKH, CYIIECTBYET PUCK PA3BUTHS
TUIepKaTueMuu (C BO3MOXHBIM JIETAIBHBIM HCXOJI0OM), OCOOEHHO B cliyuyae HeCOOIOICHUS
pPEKOMEHIAlUK OTHOCUTEIBHO ATON KOMOMHanuu npenaparos. [lepen npuMeHeHuemM JaHHOM
KOMOMHAIlUM  JIEKAPCTBEHHBIX IIpenapaToB HEOOXOAUMO YOenIuTbCcs B  OTCYTCTBUHU
TUIEPKAIMEMUU U HapyIIeHUs QYHKINH MOYeK. PekoMeHayeTcs peryasipHO KOHTPOJIUPOBAThH
KOHLEHTPALlMI0 KpEeaTMHHHA U Kallus B KPOBHU: €KEHENEIbHO B NEPBBIM MECSAL JICUECHUS U
€KEMECAYHO B MTOCIIEIYIOIIEM.

Payexaoompun

Ha ¢one npuema naruduropos AIID (B T.4. mepuHIONpHIIa) MOKET HAOIIOAATHCSI pa3BUTHE
QHTMOHEBPOTUYECKOI0 OTE€KAa. DTOT PUCK MOXKET MOBBIIIATHCS TP COBMECTHOM IPUMEHEHUH
C paleKkagoTpuIIOM (TpenapaTom, MPUMEHSIEMBIM IS JICUEHUSI OCTPOU JHapen ).

Nuru6utopsr mTOR (MuieHn panaMuiiHa MIIEKOTIMTAIONIMX) (HAMpUMeEp, CUPOIUMYC,
HBEPOJIUMYC, TEMCUPOIUMYC)

[Ipu coBmecTHOM mpuMeHeHWH ¢ uHTHOMTOpaMu MTOR mMOBBIMIAETCS PUCK PA3BUTHUS
AHTMOHEBPOTUYECKOT0 OTeKa (cM. pazzaen 4.4.).

Hecmepouoduvie npomusosocnaiumenvhvie npenapamol (HIIBII), exnouas evicokue 003bl

aUemuwICaIuYUIo80U Kucaiomel (= 3 2/cymku)

[Ipu omHOBpeMeHHOM mpuMeHeHUN uHTHOUTOpOoB AIID ¢ HIIBII (anermncanumunoBas
KHCIIOTa B JI03€, OKAa3bIBAIOIICH MPOTHBOBOCHAIUTENHHOE JEHCTBHE, WHTHOUTOPHI
nukiookcureHaspl-2 (L1OI-2) u HecenexktuBHbie HIIBII), moxxer Habmomatbesi ociiabieHue
anturuneprer3suBHoro sddexra. CoBmectHoe mpumeHeHrne WHruomtTopoB AIID m HIIBII
MOJKET MPUBOJUTH K YBETUYCHUIO PUCKA yXYyIIICHHUs (PYHKIIMH MOYEK, BKIIOYAs Pa3BUTHE
OCTpPOM MOYEYHOW HEAOCTATOYHOCTU M YBEIMUYCHHUIO COJEPKAHMS KaJIUsl B CBIBOPOTKE KPOBH,

0COOEHHO y MaIMEHTOB CO CHUKEHHOU yHKIMen movek. Ciaeayer coOmoaaTh OCTOPOKHOCTh
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COOTBETCTEBYET 3KCNEPTHO
ot 15.07.2024 N= 14233
npy npuMeHeHnn KomOuHauwu npenapara u |HIIBIL|ocoOer 0y ATBOAGHTOR™ NOKMITOTO

MY OTYETY

Bo3pacra. llammenTtaM HEO0OXOAMMO KOMIIEHCHPOBATh MOTEPI0 JKUIKOCTH M TINATEIBHO
KOHTPOJIMPOBATh (PYHKIIMIO TIOYEK KaK B HAYaje JICYCHHs], TaK U MMEPUOJUICCKH B TIPOIECcCe
JICUEHHSI.

Pexombunaumnvie mxanesvie axkmueamopbvl njiasmuHoceHa (l"lPA, aﬂmenﬂam)

[Taniuentsl, mnony4yaBmme wWHrHOUTOpel All® w®  monydaromme — ainTeruiazy s
TPOMOOJIUTUYECKONW Teparmuu TPU OCTPOM HUIIEMHYECKOM HHCYJIBTE, MOTYT HUMETh
MOBBIIICHHBIA PUCK PA3BUTHUSI aHTHOHEBPOTUYECKOTO OTEKA.

Couemanue npenapamos, mpeoyroujee BHUMAHUS

L nunmunwi (JluHaZJZl/lnmuH, cakcazaiunmuHr, cumdaciunimun, euﬂdaeﬂunmuﬂ)

[Ipu coBmecTHOM mpuUMeHEHUM C uHruOutopamu AllI® Bo3pacTaer puck pa3BUTHSL
AHIMOHEBPOTUYECKOIO0 OTEKA BCIEACTBUE CHUKEHUS aKTMBHOCTH JUIIECNTHIMINENTUHAA3bl [V
(AIIII-1V) mox neficTBUEM TN THHA.

Cumnamomumemuxu

MoryT 0CnabATh aHTUTHIIEPTEH3UBHBIN AP PeKT HHrHOuTOpoB AllD.

Ilpenapamut 3010ma

Coo01manoch 0 peAKHX CiydasX HUTPUTOMIHBIX peakuud (C TaKMMHM CHMOTOMaMHM, Kak
TUIEepeMHUsl KOXH JIMIA, TOIIHOTA, PBOTA, TUIIOTEH3MUs) Y MAIMEHTOB Ha ()OHE COBMECTHOTO
npuMeHeHHus nHruoutTopoB AIID, B TOM yKcie NepUHIONPIIIA, 1 HHBEKIIMOHHOTO Mpenapara
30J10Ta (aypoTHOMAasaT HaTPHsl).

Annonypuron, UMMYHOCYRPECCUBHbLE cpedcmea, Kopmukocmepou()bl (npu cucmemHom

NPUMEHEHUU) U NDOKAUHAMUO

CoBmecTHOE mpuMeHeHue ¢ uHruoutopamu AIID MoxeT conmpoBOXKAATHCS MOBBIIIEHHBIM
PHUCKOM JIEKONEHUH, OCOOEHHO y MAllUEHTOB C UMEIOIIMMHUCS HApYIICHUAMU (QYHKIUH [TOYEK.

Cpeocmea 015 obwell anecmesuu

CoBMecTHOe mpuMeHeHHe HHTUOMTOpoB AIID u cpeactB s oOIiel aHECTE3HMH MOXKET
MPUBOJUTH K TUIIOTCH3UBHOMY (P EKTY.

Amnogunima-+HIepunmonpun Kanoun

Couemanue npenapamos, mpeobyroujee 0co06020 BHUMAHUSL

baknoghen

Bo3MOXHO ycuieHHe aHTUTHUINEPTEH3UBHOTO JeicTBus. CrnemayeT KoHTponupoBath AJl, mpu
HEOOXOIMMOCTH, TPEOYETCsI KOPPEKIIUS 1036l aMJIOUTTHHA.

Couemanue npenapamos, mpebyroujee HUMAHUSA

Tunomensusuvle cpedcmea (nanpumep, 6ema-a0peH06ﬂ0Kam0pbz) u 6a300uﬂamam0pbl

B03MOXXHO ycuiIeHHWE aHTUTHUIIEPTEH3UBHOrO H(QeKkTa NepuHAONpUIa M aMIIOAUIIMHA.

Cnenyer cobito1aTh OCTOPOKHOCTh HPU COBMECTHOM MPHUMEHEHUU C HUTPOTJIULEPUHOM,
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COOTBETCTEYET 3KCNEFPTHO
o7 15.07.2024 N= 14253
JIPYTUMH HUTPAaTaMH WJIM JPYTMMH Ba30MJIaraTOPaMy] (TIOCKOIBKY ATPH | RLOM BO3MOFKHO

MY OTYETY

JIOMIOJIHUTENIbHOE CHIDKeHHE A /.

KODmMKOCIn€D0udbl (MMHel?Cl]lO' u ZJZFOKOKODmI/lKOCWlel?OMObl), memparcos*cmmud

CHIDKeHHE AaHTUTUIEPTEH3UBHOTO JCHCTBUA (3a/lepKKa MKUIKOCTH W HOHOB HATpUs B
pe3ynbTaTe NeHCTBUS KOPTUKOCTEPOUIOB).

Anvha-aopernobaoxkamopul (npazosun, aibdy303un, 00KCA303UH, MAMCYI03UH, MePA303UH)

YcuneHue aHTUTHINEPTEH3UBHOIO JICWCTBUMS W TMOBBIIMIEHUE PUCKA OPTOCTATHYECKOM
THITIOTCH3HUH.

Amugocmun

Bo3MO0XHO ycusieHre aHTUTHUIIEPTEH3UBHOTO (P eKTa aMII0IUIIHHA.

Tpuyuxnuyeckue aumuoenpeccanmul/Heupoaenmuku/cpeocmea 0 obwel anecmesuu

VYceunenne aHTUTMIEPTEH3UBHOIO JCHMCTBUS M IIOBBIIIEHHE PHUCKA OPTOCTATUYECKOMN
TUIIOTEH3HH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTH U JIAKTALHS

YunuteiBasg 3QQEeKTh, KOTOpPBIE OKa3bIBAIOT BIUSHUE HA MPOTEKAaHHE OEPEeMEHHOCTH H
KOPMJICHHE TPY/bI0 OTJENbHBIE KOMIOHEHTHI, BXOJAIINE B COCTaB 3TOT0 KOMOMHHPOBAHHOTO
npenapara, npueM npenapara Amtogunus-+tllepunnonpun KaHoH B mepBBIT TpUMECTp
OEpeMEHHOCTH HE PEKOMEHJyeTCsl M TNPOTHUBONOKAa3aH BO BPEMs BTOPOIO U TPETHETO
TpuMecTpa OEpeMEeHHOCTH.

IIpuem mnpenapara Ammogunusa+llepunpgonpun KaHOH 1pu KOPMIIEHHMM TpyAblO HE
pexomenayertcs. [IpuHuMast pemieHne o 11es1ecoo0pa3HOCTH MPEKPALICHHUS] KOPMIIEHUS TPY/JIbIO
wii JedeHus npenaparom Amoaunubtllepunponpun KaHoH crnenyer MCXOOUTh U3
HEOO0XO0IMMOCTH 3TOW Tepanuu Uil MaTepH.

bepeMeHHOCTB

Ceazanmnvie ¢ amMa00UnUHOM

Bbe3onacHoCcTh MpUMEHEHHs aMJIOIUITMHA ITPH OEPEMEHHOCTH Y YeJI0BEKa He YCTaHOBIICHA.

B oKkcnepuMeHTaNbHBIX — HMCCIENOBAHMSAX  HA  JKUBOTHBIX  (DETOTOKCHYECKOE |
SMOPHUOTOKCHUYECKOE JEWCTBUE MpernapaTa yCTaHOBJIEHBI IPU MPUMEHEHHH €r0 B BBICOKHMX
no3ax. [IpumeHenue npu OepeMEHHOCTH BO3MOXKHO TOJBKO B Ciydae OTCYTCTBUS Ooliee
0e30IacHOl abTepHATUBBI U KOT/a 3a00J1eBaHNe HECET OOJIBIIMIA PUCK JUI MaTE€pH U TUIOJA.

Cesazannvle ¢ nepuHoonpuIom

[Tpuem unru6utopoB AII® B mepBblii TpuMecTp OEpeMEHHOCTH HE PEKOMEHAYETCs (CM.

paznen 4.4.).

[Tpuem wunrudutopoB AIID Bo BpeMs BTOPOrO M TPEThEro TPUMECTpa OepeMEHHOCTH

npoTuBONOKa3aH (cM. pasznensl 4.3. u 4.4.).
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pucke mnpu npueme uHruOutopoB AIID B mepBom Tpumectpe OepemeHHOCTH. OmHAKO
HEOOJIbIIOE YBEIMUYEHUE PHUCKA BO3HUKHOBEHHUS HApYLIEHUN pPa3BUTHUS IUIOAA HCKIIOUUTH
Henb3s. [Ipu miaHupoBannn 0EpeMEHHOCTH ClIEAyeT OTMEHUTH Mpenapar ¥ Ha3HauUuTh APYTrue
TMIIOTEH3UBHbBIE CPEICTBA, pa3pellieHHble [uId HpUMeHeHHs npu OepemeHHoct. Ilpu
HACTYIUICHUM OEpPEeMEHHOCTH CleyeT HEMEIUIEHHO IPEKpaTUTh TEpalui0 HHIHOMTOpaMu
AIl® u, mpu HEOOXOJMMOCTH, HA3HAYUTH APYIYIO Tepanuio. M3BecTHO, YTO BO3ACHCTBHE
uHruoutopoB AII® na mnox Bo II m III TpumecTtpax OEpeMEHHOCTH MOXKET NMPUBOAUTH K
HapyLICHUIO €ro pa3BUTUS (CHWXEHHE (DYHKIMM I10YEK, OJIMIOI'MIPAaMHHOH, 3aMe/JIeHHe
occuUKalMM KOCTEH uepena) W pa3BUTHIO OCIIOKHEHHH Yy HOBOPOXKAECHHOIO (IOYedHas
HEJ0CTAaTOYHOCTh, apTepUalibHas TMIIOTEH3Us], runepkanueMus). Eciu nanueHTka nosyvana
uHruoutopsl AII® Bo Bpems Il nnm Il TpumecTpa GepeMeHHOCTH, pEKOMEHAYETCSI IPOBECTU
yIABTPa3BYKOBOE MCCJIEIOBAaHUE JUISI OLIEHKM COCTOSIHMS deperna M (QYHKLUHUU I0YEeK
iosa/pedenka. HoBopoxkieHHbIe, MaTepu KOTOPBIX Mosryyann MHruoutopsl AII® Bo Bpems
OepeMeHHOCTH, JOJIKHBI HAXOIUTHCS M0/1 TIATEIbHBIM MEAUIIMHCKIM KOHTPOJIEM U3-3a pUCKa
Pa3BUTHUS apTepUaIbHON TUIIOTEH3UH (CM. pasnensl 4.3. u 4.4.).

JlakTanuys

Amnoounun

AMJIOIUIIMH BBIBOJUTCS C TPYAHBIM MOJIOKOM. JloJIsi MaTepuHCKON MA03bl, IOJydYeHHas
MJIaJICHIIEM, OIIEHUBAJIACH C MEKKBAPTUIIHLHBIM quana3oHoM ot 3 % 10 7 %, ¢ MaKCUMyMOM J10
15 %. Baumaame  amsogmmuHa 2 Ha  MIIAJEHIIEB  HEW3BECTHO.  Perrenne o
IPOIOJDKEHUN/TIPEKPAIIEHUN TEPaui WIK TPYJHOIO BCKapMIIMBAHMS ClIEAyeT MPUHHUMATh,
YUUTBIBAs MOJIb3Y OT KOPMIIEHUS TPYAbIO A7 peOeHKa U MOJIb3y OT IprUeMa aMJIOJUIMHA JUIs
MaTepHu.

Ilepunoonpun

BcenenctBue otcyTcTBHs MH(DOpMAIUK, Kacaroueiics NPUMEHEHUs] TIepUHIONPUIIAa B TIEPUOJ
KOPMJIEHUSI TpYAbIO, IIPUEM NEPUHIONPWIA HE PEKOMEHJOBaH, HPEAIOUYTUTEIbHES
NPUIIEPKUBATBCS B TEPUOJA KOPMIIEHHS TPYIbI0 albTEpHATHUBHOTO JieueHuss c Oolee
W3YYEHHBIM MpoduiieM 0e30MacHOCTH, 0COOEHHO MPH BCKapMJIMBAaHUU HOBOPOKIEHHBIX WU
HEJOHOIIEHHBIX JeTed. OTCYyTCTBYIOT JaHHBIE OTHOCHUTEIBHO JKCKPELHU INMEPUHIONpHUIA C
TPYAHBIM MOJIOKOM.

DdepTUIbHOCTD

Amnoounun
Y HEKOTOpBIX MAIMEHTOB, MPUHUMABIINUX OJIOKaTOphI KanblueBbix kaHamoB (BMKK), Obun
OTMEUEHBI 00paTUMble OMOXMMHUYECKHE M3MEHEHHUsS B TOJIOBKE criepMaro30omuaoB. [loka Her

AO0CTAaTOYHBIX KIMHHUYCCKUX OaHHBIX O IOTCHUOHWAJIBbHOM BJIIMIAHHWHK, KOTOPOC aMIIOJUIINH
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HeOIaronpUsITHOE BO3/CHCTBIE Ha (DEPTUIIBHOCTD y caMIIoB (cM. pasaen 5.3.).

Ilepunoonpun

He BBIsSIBJICHO BIMSHUS IEPUHIONIPHUIIA HA PENPOAYKTHBHYIO (DYHKIIMIO WIH (PEPTUITBHOCTb.
4.7. BausiHMe Ha CMOCOOHOCTh YNPABJISATH TPAHCIOPTHBIMHU CPeACTBAMHU M PadoTaTh ¢
MeXaHU3MaMHu

Xora Ha ¢oHe mpueMa JieKapcTBeHHOro mnpemnapara Amnoaunud-+llepunnonpun Kanon
KaKoro-au0o OTpULIATENbHOIO BIMSHMS Ha CIIOCOOHOCTH YNPABJIATh aBTOTPAHCIIOPTOM HIIU
JPYTMMH CJIO)KHBIMH MEXaHU3MaMu HE HaOJI0Jalloch, OJIHAKO, BCIEACTBHE BO3MOXKHOTO
ype3MepHoro cHkeHus: AJl, pa3BUTHS TOJOBOKPYKEHHUS, COHIIMBOCTH M JPYTUX MOOOYHBIX
peakuui, cieayer coOroAaTh OCTOPOXKHOCTh B IEPEUYMCIECHHBIX CUTYalUsX, OCOOCHHO B
Ha4vaJC JICYCHHUA U ITPU YBCINYCHHUU OO3bI.

4.8. HexxesaTesIbHbIE peaKIHU

Pesrome mpoduisg 6e3onacHoOCTH

Haubonee yacTble HexenaTelbHbIE PEaKUUU MpU NpUEME NEPUHIONPHIA U aMJIOJUIIMHA B
BUJIE MOHOTEPAIIUHU: OTEK, COHJIMBOCTh, TOJIOBOKPYKEHHE, TOJIOBHAS 00JIb (OCOOCHHO B Havae
Jie4eHus1), IUCTeB3usi (PacCTpOiiCTBO BKyca), MapecTe3usi, HapylIeHHs 3peHus (BKIOYas
JUIUIONHIO), 3BOH B yIIaX, BEPTHUTO, OIIYIIEHHE CEpPALEeOMEHUs], «[IPUIUBBI» KPOBU K KOXeE
JM1Ia, apTepraibHasi TUIIOTeH3Hs (M CHMITOMBI, CBSI3aHHBIE C 3TUM), OJIbIIIKA, KaIllesb, 00JIb B
JKUBOTE, TOLUTHOTA, pBOTA, AUCIIETICHS, U3MEHEHHE YacTOThI M XapaKTepa CcTyJia, 1uapesi, 3amnop,
KOXHBIN 3y/1, KOXKHasl Cblllb, 9K3aHTEMA, MPUITYXJIOCTh B 00JaCTU CyCTaBOB (IIPUITYXJIOCTH B
00J1aCTH JIOJBIKEK), CIIa3Mbl MBIIIILL, TOBBIIIIEHHAs! YTOMJISIEMOCTb, ACTEHUSI.

Tabauunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

[Tpu mpreMe TepUHIONPUIIA U aMJIOJMITHHA 110 OTJISTHPHOCTH B KIIMHUYECKUX MCCIICAOBAHUIX
U/WIM B TIOCTPETHCTPAIIMOHHOM IIEPHOJIe OBUTHM BBISBICHBI CIICIYIONINE HEXeIaTeIbHBIC
abdekTs (mpenacTtaBieHbl Mo kinaccupukanum cucreM opranuzmMa MedDRA u  mo
4aCTOTHOCTH): 04eHb yacTo (>1/10); wacto (>1/100, <1/10); Hewacto (>1/1000, <1/100); penko
(>1/10000, <1/1000) ouens penxo (<1/10000), HenszBecTHO (HEBO3MOXXHO OIEHHUTH TIO

MMEIOIIMMCS JTAHHBIM).

MedDRA HexenarejbHble Yacrora
Kiacchl M cucTeMbl OPraHOB peakuum Amsiounun  |[lepunjonpun
NHpexuuonnbie u mnapazutap- | PuHuT Heuacto OdeHp peako

HbIe 3200J1eBaHUA

HapyuieHust co CTOPOHBI KPOBH | Do3uHOpUIUS - Heuacto”

H MM (aTHIECKOi CHCTeMBI UTeiikonenns/Heiitponenns (cM. paszen 4.4.) | Ouenb peako | OueHb peako
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ArpaHynoIuTo3 HU

I NaHUHTOIGHTS E(ﬂ’E

BATENEHOC

TQgmRsaco

paznen 4.4.)

TpombGormTonenus (cM. pasaer 4.4.)

OdeHs peaKo

OdeHp peako

DepMeHTOIaTHIECKAST TeMOJIUTHYECKAs
aHEMUsI y MAIMEHTOB C BPOKACHHOH Hemo-

cratounoctbio G-6PDH (cMm. pasznen 4.4.).

OdeHp peaxo

Hapymenus co cTopoHsl HMMYH- | [ HIIEpYyBCTBUTEIBHOCTD OueHb peaxo Heuacro
HOM CHCTEMBI
HapyumeHus co croponbl o6mena | Fumorimkemus (cum. pasmgeist 4.4. u 4.5.) - Heuwacto”
BEIMECTB H ITHTAHU l'mnepkanmemus, obOpaTuMasi IpU OTMEHE - Heuwacto”
npemnapara (cM. paszaen 4.4.)
IunoHaTpueMus - Hewacto”
I'unepriuxkemus OueHb peaxo -
HapymeHnust nCHXUKH Bbecconnuna Heuacto -
JlabunpHOCTS HACTpOEHUs (BKIIOYasl Tpe- Heuacro Heuacro
BOKHOCTD )
Henpeccus Heuacto -
Hapymenue cHa - Heuacto
CoHnnBOCTh (0COOEHHO B HavdaJIe JICUCHNUS) Yacro Hewacto”
Hapymienusi co cropoHbl HepB- | ['onoBokpykeHHe (0COOCHHO B Hayaje Je- Yacro Yacro
HOM CHCTEMBI YCHU)
T'onoBHas 60k (0COOCHHO B Hayalie Jieue- Yacro Yacro
HUSA)
Jucres3us (paccTpoiicTBO BKyca) Heuacto Yacro
Tpemop Heuacto -
l'unecre3ust Heuacto -
ITapecresus Heuacto Yacro
OOMOpPOYHBIE COCTOSTHUS Heuacro Hewacto”
CryTaHHOCTB CO3HAHHUS Penko OdeHp peako

I'unepronyc

OueHb peako

[epugepudeckas HefiponaTHs

OueHb peako

OcTpoe HapyIIeHHe MO3TOBOI'O KPOBOOOpa-
IEHNA, BOBMOXXHO BBI3BAHHOC YPE3MEPHBIM
cHmkeHneM A/l y manueHToB rpyIIbl pUcka

(cMm. pasnmen 4.4.)

OdeHb peaKo

DKCTpanupaMuiaibHbIe paccTpoiicTBa (9kc- | HewmsBecTHO -
TpanupaMUAaIbHBIN CHHAPOM)
Hapymenus co cropons! oprana | Hapymenue 3penus Yacro Yacro
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3penus Aunonis (MOCNEOOBATEFEHOCTE 0006)

Hapymenusi co cTopoHbI oprana | 3B0H B yIIax Heuacto Yacto

cIyxa W JaOMpPUHTHBIE Hapyle- Bepriro i Yacto

HHUS

HapymeHnus co croponsl cepana | Ouryuienue cepaueduenus Yacro Heuwacto”
Taxukapaus - Heuwacto”

Crenokapaust (cM. paszen 4.4.)

OdeHp peako

WNudapkr Muokapaa, BO3MOXKHO, BCIEH-
CTBHUE Upe3MepHOro cHikeHus AJl y nmanu-
€HTOB M3 TPYIIHI BEICOKOTO pUcKa (CM. pas-

nen 4.4.)

OueHb peaKo

OueHb peaKo

ApntMmus (BKIIOHast OpaguKapanio, JKemy- Heuacro OueHb peaxo
JIOYKOBYIO TaxWKapIuio W (GuOpmuIAImio
peacepanii)
Hapymenus co cropoHbl cocyoB | «[IpHImBeD KpOBH K KOXKeE JIHLA Yacto -
AprepuanbHasi THNOTCH3US (M 3P QEKTHI, Heuacro Yacro
CBSI3aHHBIC C apPTEPHAITBLHON TUITIOTEH3UEH)
Backynut Ouenb peako Heuacto”
Cungpom Peiino - HewussectHo
Hapymienusi co croponsl abixa- | Onplka Yacto Yacro
TeIbLHOH  CHCTEeMBI,  OPramHoB [~ —— - Hewacro Uacto
TPYAHOH KJIETKH U CPeA0CTEeHM
Bponxocnasm - Heuacto

D03uHOGUITbHASI THEBMOHUS

OueHb peaKo

HapymieHust co CTOpOHBI :KeJry-

AOYHO-KHIIEYHOI'0 TPAKTa

I'unepnnasus necex

O4eHb peaKo

Bosb B xxuBOTE Yacto Yacro
TomHoTa Yacto Yacto
PBota Heuacrto Yacto
Jucnencus Yacto Yacro
W3meHeHne 4acTOTHI M XapakTepa cTyja Yacro -
CyXO0CTb BO PTY Heuacto Heuacto
Huapes Yacro Yacro
3anop Yacro Yacro
[Tankpearur Ouenb peako | O4eHb peako
T'actpur OdeHs peaxo -

Hapyuienus co cTOpoOHBI NeYeHH

H KeJTYEeBbIBOAAIINX nyTeﬁ

FeHaTI/IT, JKEJITyXa

OueHb peako

[{UTONUTHYECKUIA WUITH XOJIECTATHUCCKUH Te-

natut (cM. pazaen 4.4.)

OueHb peako
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(hepmeHTOB (HanOOJIEE GaCTO B COUCTAHWH C

XOJIECTa30M)

Hapyumienus co cTOPOHBI KOKU H

MOJAKOKHBIX TKaHel

Otex KBuHKE (aHTHOHEBPOTHYECKHUH OTEK)

OueHb peaKo

AHTHOHEBPOTHUYECKUH OTEK JIUIIA, KOHEYHO-
CTCi, TY0, CIIM3HUCTHIX 000JIOYUEK, A3bIKA, TO-
JIOCOBBIX CKJIAJIOK W/WJIHM TOPTaHH (CM. pas-

nen4.4.)

OueHb peaKo

HeuacTo

MmuorodopmHas sputema

OueHb peaKo

OueHb peaKo

Anonenus Heuacto -
[Typnypa Heuacto -
H3meHeHne nmBeTa KOXHU Hewacto -
[ToBeIIEHHAS TOTIMBOCTD Heuacto Heuacto
KosxHbIi 3y 11 Heuacto Yacro
DK3aHTEeMa Heuwacto Yacto
KosxHas cbinb Heuacto Yacto
Kpanusuuna (cMm. paznen 4.4.) Heuacto Heuyacto
Peakiuu GoTOUYBCTBUTEIBHOCTH OueHb peaKo Heuacto”
[emdurounn - Heuwacto”
Ob6ocTpenue ncopuasa - Penxo
Cunppom CruseHca- JoHCOHa OueHsb peaxo -
DOKCHOTUATUBHBIA JEPMATUT O4eHb peaKo -
Tokcuueckuil snuAepMaIbHbIA HEKPOIHU3 Heussectno -
Hapymenusi co cropoHbl cke- | [IpumyxnocTs B 0061acTi cycTaBoB (IPHITyX- Yacto -
JIETHO-MBIIIEYHON CHCTEMbI M |JIOCTh B O0JIACTH JIOJBDKEK)
COeTMHUTEILHOH TKAHN Aptparus Heuacro Heuacto”
Muaarus Heuacto Heuvacto”
MBbieuHsle cria3Mbl Yacto Yacro
Bonb B ciune Heuacto -
Hapyuienus co cropoHbl mouek u | Hapymenne modencnyckaHusi, HHUKTYpPHS, Heuacro -
MO4eBBIBOISIIIUX MyTel MOJTAKUYPUST
[Toueunas HeOCTATOYHOCTD - Heuacrto
OcTtpast moueyHasi HeI0CTaTOYHOCTh - OyeHb peako
HapyuieHusi co CTOPOHBI MO0JI0- | DPEKTHIbHAS UCHYHKIHS Heuacrto Heuacrto
BBIX OPraHOB M MOJIOYHOM Ke- [ pero o Heuacto N
Je3bl
OO0mue paccrpoiictBa M cuMI- | OTeku O4eHpb 4acTo -
TOMEI [Mepudepnueckue orexn - Heuacro*
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[NoBeimeHHasA YTOMI'IHGMOCTL (NOCNEOD EIHTEF?E(H OCTL 0008)

Bonb B rpyaHoi kieTke Heuacto Heuacro*

AcTteHus Yacro Yacro

bonb Heuacto -

Henomoranue Heuacto Heuwacto”

Jluxopajka - Hewacto”
JlaGopaTopHble W WHCTPYMEH- | YBEIMYEHHUE MAcChl Tejla, CHUKEHUE MacChl Heuacto -
TajJbHbIEe JaHHbIE Tena

[loBBIlIEHNE KOHLEHTpaLMX MOYEBUHBI B - Heuacto”

KpOBH

[ToBeIIIEHNE KOHIGHTPAIlMK KPEaTHHUHA B - Heuacto”

KpOBHU

[ToBeIIeHNE KOHLEHTpAMK OnmmpyOuHa B - Penxo

KpOBH

[ToBeIIIEHNE AKTHBHOCTH «IIE€YEHOYHBIX) - Penxo

dhepmeHTOB

CHIDKeHHe TeMOTIIO0MHA M TeMaTOKpHUTa - OueHb peaxo
TpaBmbl, oTpaBJieHus1, ociaoxHe- | [Tanenue - Heuacto”
HHUSI TIoCJIe BMEIIaTebCTB

*OZ/;EHKCZ yacmomsvl HeNCeNamelbHblx peam;uﬁ, BblAB/IEHHbIX NO CNOHMAHRHbLIM COO6ZM€HM}ZM,
npogedeHa HAa OCHoe6aHUuu daHHblxpes’yﬂbmamoe KJIUHUYECKUX UCCTeO0B8AHUIL.

Onucanue OTACIBHBIX HCXKCITATCIbHBIX DeaKIII/Iﬁ

Coo01manochk 0 pa3BUTUU CUHJIpOMA HeaJIeKBaTHON CEKpPelMH aHTUANYPETHYECKOTO0 TOPMOHA
(CHCAUI') npu npumenenuu npyrux uHruouropos AIld. CHCAJII' MOXHO cUMTaTh O4YEHb
PEAKUM BO3MOKHBIM OCJIOXHEHHEM, CBS3aHHBIM C JiedeHHeM uHruoutopamu AIID, B Tom
YHClie IEPUHIOTIPUIIOM.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O ™OA03peBacMbIX HEXKENAaTeNbHbIX pPEAKUUAX [OCie perucTpanuu
JIEKapCTBEHHOI0 TMpernapara ¢ Lelblo O0ecleueHuss HENpepbIBHOIO MOHUTOPHHTA
COOTHOILIEHHUS «I0JIb3a—PUCK» JIEKAPCTBEHHOTO IMpemnapata. MeTuIUHCKUM paOOTHHKAM
pekoMeHayeTcss cooOIark O JIIOOBIX  IMOJO3PEBAEMBIX  HEXKENATEIbHBIX  PEaKIUsIX
JIEKapCTBEHHOTO Tperapara 4epe3 HallMOHAIbHbIE CHCTEMBI COOOIIEHHS O HEXeIaTelbHbIX
peaKkuaX rocy1apCcTB — 4I€HOB EBpa3uiickoro 3kOHOMHUYECKOTO COI03a.

Poccuiickas ®@eoepayus

DenepanbHas ciyx0a 1o Hag3opy B cdepe 3apaBooxpanenus (POC3/IPABHAJI30P)
109074, r. Mocksa, CraBsiHCKasl miomaib, 1. 4, crpoenue 1

®axc: +7 (495) 698-15-73

DnekTponHas moyra: pharm@roszdravnadzor.gov.ru
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4.9. Ilepeno3upoBka

WNudopmanus o nepeao3upoBKe Mpenapara y 4eI0BeKa OTCYTCTBYET.

AMIIoannuH

WNudopmanus o nepeao3npoBKe aMJIOIUIINHA Y YeJIOBEKa OrpaHUYEHA.

Cumnmonmbi

UpesmepHas nepudepuyeckasi Ba3oJuIaTalys, MpUBOAIIIAS K peIeKTOPHON TaXUKAPAUH, U
BBIPAKEHHOE U CTOMKOE CHM)KeHUE A /], B TOM 4ncie ¢ pa3BUTHEM I10KA U JIETAIILHOTO HCXO/a.
Jleuenue

BeipaxxenHoe cHukenue A/l, BbI3BaHHOE N1€peI03UPOBKON aMIIOIUIMHA, TPeOYyeT POBEACHUS
AKTUBHBIX MEPOIPHUATUH, HAIIPABICHHBIX HA MOJAJCpKaHUuEe QYHKIHUU CEPIEYHO-COCYAUCTOU
CUCTEMBI, BKJIIOYash KOHTPOJb IIOKa3zareied paboThl cepjlia U JErkUX, BO3BBIIIEHHOE
HOJIOKEHHE KOHEYHOCTEH U KOHTPOJIb 00beMa 1upkynupytouen kposu (OLIK) u auypesa. s
BOCCTAaHOBJIEHHUA TOHyca cocynoB U AJ[ MoxeT OBbITb I0JIE3HBIM HPUMEHEHHE
COCYAOCYKHBAIOILIErO IIpernapara, €CiM HET HNPOTUBOIOKAa3aHUM K €ro NpUMEHEHMIO, IS
yCTpaHEHUs MOCIEICTBUN OJI0Ka/Ibl KAIbLIMEBBIX KAHAJIOB — BHYTPUBEHHOE BBEJICHUE KAJIbLIUS
IIIOKOHATa. B HEKOTOPBIX Cllyyasix MOXKET ObITh 3P PEKTUBHBIM IPOMbIBaHHE ey ka. [Ipuem
AKTUBMPOBAHHOI'O YIJIS B TEUEHHUE MEPBBIX 2 4acOB IOCIIE MpUeMa aMmilogunuHa B 1o3e 10 mr
IIPUBOJUT K 3a/Iep’KKE BCACBIBAHUA Npenapara. Tak Kak aMJIOIUIINH aKTUBHO CBS3BIBAETCS C
OenkaMH I1a3Mbl KPOBU, FeMOInann3 HedPPEKTUBEH.

Ilepunaonpun

JlaHHBIE O IIEPEI03UPOBKE MEPUHAOIIPUIIA Y YETIOBEKA OTPAHUYEHBI.

Cumnmonmbi

[Tpu nepenoszupoBke uHrHOuTOpoB AIID MOXkeT oTMeuaTbes BbIpakeHHOE cHukeHue All,
IIOK, HapylIeHHUs  BOJHO-AJIEKTPOJIUTHOrO  OanaHca, TOY€YHas  HEJOCTAaTOYHOCTb,
TUNEPBEHTW SIS,  TaXMKapAus,  cepiauedbueHue,  Opaaukapausi,  TOJOBOKpYKEHHE,
OECITOKOMCTBO, Kalllelb.

Jleuenue

BHyTpuBeHHass MH(]Y3Us HM30TOHHYECKOTO COJIEBOTO pacTBopa (Hampumep, BHYTPUBEHHAas
undysusa 0,9 % pactBopa Harpus xjopupna). [Ipu 3HaumTensHOM cHmkeHuu AJl ciemyer
NIEPEBECTH NAIMEHTA B IIOJOKEHUE <JIEKa» HA CIUHE C NPUNOAHATBIMU Horamu. [lpu
HEOOXOUMOCTH MOXKET OBITh BHYTPHUBEHHO BBEJIEH PacTBOp KarexojamMuHOB. C MOMOIIbIO
JUali3a MOXKHO YAAJIUTh MEPUHAONPHI U3 CUCTEMHOTO KpoBOTOKa (cM. pazaen 4.4.). Ilpu
pPa3sBUTHM YCTOMUMBOM K Tepamuu OpagukapAud MOXXET NOTpeOOBaThCS YCTaHOBKA

AIIEKTPOKAPIAUOCTUMYIATOPA. HeoO0X0auMO TOCTOSHHO  KOHTPOJIHMPOBATH — IOKa3aTeln
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OCHOBHBIX )KM3HEHHBIX (yHKIMA OpraHu3Ma, KPHIEHTPYIWIO [KPCATHHURZ ML 3EKTIOJIATOB, B

CBIBOPOTKE KPOBHU.

5. DPAPMAKOJIOTMYECKHUE CBOHCTBA

5.1. ®apmakoauHaMHuYecKHe CBOiicTBA

@dapMakoTepaneBTUYECKasl I'PyMIa: CPeACTBA, ACHCTBYIOIUE HA PECHUH-AHTHOTEH3HMHOBYIO
cucremy; uHruouTopsl AII® B KOMOMHAIMK C APYTHMMHU cpencTBamu; MHruoutopsl AIID B
KoMOUHAIMHU ¢ 0J0KaTopamMH KaJbIIMEBBIX KaHAJIOB

Koxg ATX: C09BB04

AmsioannuH

Mexanuszm oeticmeus

Amvnomunud  — BMKK, npousBogHoe auruaponupuauHa. AMIOAMIMH HMHTUOMPYET
TpaHCMEMOPaHHBIN NEePEX0]l HOHOB KaJblMs B KapIUOMUOLUTHI U IJ1aJKOMBIIIEYHbIE KIETKH
COCYIIUCTOM CTEHKH. AHTUTHIIEPTEH3MBHOE [EHCTBUE aMIIOAMIIMHA OOYCIIOBIEHO MNPSMBIM
pacciabigiomyUM  BO3JCHCTBUEM Ha IJIaJIKOMBIIIEYHbIE KJIETKHM COCYIUCTOM CTEHKH.
JleTanbHpIl MEXaHU3M, ITIOCPEICTBOM KOTOPOTO aMJIOJUIIMH OCYIECTBIIAET AHTUAHTMHAJIBHOE
JieiicTBUe, HE BIIOJIHE YCTAaHOBJEH, HO M3BECTHO, YTO aMJIOJUIMH YMEHbIIAeT OOLIYIO
UIIEMUYECKYIO Harpy3Ky MOCPEACTBOM ABYX ACHCTBUM:

* BBI3BIBACT paclIUpeHue MNepudepudecKux apTepuos, yMeHblIas oblee nepudepuyeckoe
comnpoTuBiieHne cocynoB (moctHarpy3ky). Ilockombky UCC mpu 3TOM HE H3MEHsETCH,
NOTPEOHOCTh MUOKap/a B KUCIIOPOJAE CHUKAETCS.

* BBI3BIBAET PACLIMPEHNE KOPOHAPHBIX apTEPHUI U apTEPHOI KaK B UIIEMU3UPOBAHHOM, TaK U B
MHTaKTHOW 30Hax. MX gwiaranus yBEeIMYMBAET IOCTYIUIEHHE KHCIOpPOJAa B MHOKApA Y
MAIMEHTOB C Ba30CMAaCTUUECKON cTeHOKapauel (creHokapaus [IpuHiiMeTana, uiau BapuaHTHast
CTEHOKapus).

Knunuyeckas sghghexmusnocmo u 6e3onacnocmo

VY nanueHTOB C aprepuanbHOi runepreHsueil (Al) mpuem amnomunuHa 1 pa3 B CyTkKu
o0OecrieunBaeT KIMHUYECKH 3HAYMMOE CHUXKeHHEe AJ] B MOJIOKEHHH «CTOS» U «Ieka B
TeyeHue 24 4. AHTUTHIIEPTEH3UBHOE JCHCTBHE pa3BUBACTCA MENJICHHO, B CBSI3M C 4YeEM,
pa3BUTHE OCTPOU apTEPUAIILHOMN TMIIOTEH3UH HEXAPAKTEPHO. Y MAalUEHTOB CO CTEHOKApAUEH
npueM amiiofunuHa 1 pa3 B CYTKM yBeNMYMBaeT oOlee Bpems (U3NYECKOl Harpysku,
YBEJIMYMBAET BpeMs [0 PA3BUTHs NPUCTyNa CTEHOKAPAMM M JIO MOSBICHUS JEHPECCUHU
cermenTa ST Ha 1 MM, a TakKe CHUXKAET YaCTOTY MPHUCTYIIOB CTCHOKAPJIUU U MOTpeOIIeHNne
HUTPOTJIMLIEPUHA O/ S3bIK. AMIIOJUIIUH HE OKa3bIBaeT HEOJIAronpusATHBIX METa0OIHMUECKUX

3pQPeKTOB M HE BIHMSAET HAa KOHLEHTPAIMIO JHMIUIOB IUIa3Mbl KpoBu. [Ipemapar moxxer
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NPUMEHATBCS Y TIALIMEHTOB C COIYTCTBYOIIEH GpOHXMaIFHOH ACTMON CaxapHBIM IHadeToM 1

MOJArpoi.

Hwemuueckas 6oaesnwv cepoya (UBC)

PesynbTarel oneHkd 3((HEKTHBHOCTH CBHJIIETEIBCTBYIOT O TOM, YTO TPHEM aMIIOJUIHAHA
XapaKTepU3yeTCsl MEHBIIUM KOJIMYECTBOM CIy4aeB FOCMUTAIM3AIMH 110 TIOBOAY CTEHOKApIUU
U IIPOBEACHMUSI MTPoLIeayp peBacKyspusanuu y nauuenton ¢ UbC.

Cepoeunas HedocmamoyHocmo

Pe3ynbpraTel reMoIMHaAMHUYECKUMX MCCIEAOBAaHUW, a TaKXKE PE3yJbTaThl KIMHUYECKHUX
MCCJICIOBAHMI C y4acTHEM IallMEHTOB C XPOHMYECKOM CepJieuHON HemocTtaTouHocThio I1-1V
dbyHKIIMOHAIBHOTO KJacca o kinaccuduxanuu NYHA nponeMoHCTpUpOBain, 4T0 aMIOIUITINH
HE MPUBOJUT K KIMHUYECKOMY YXYIIICHHIO, OCHOBBIBASICh HA JTAHHBIX IO MEPEHOCUMOCTH
bu3HYECKON HArpy3KH, PPaKIMK BEIOPOCA JICBOTO KEITYA0UKA U KITIMHUYCCKIX CUMITOMAX. Y
MAIMEHTOB C XPOHUYECKOU cepaeuHoil HegoctaTouHocThio [II-IV dyHKIIMOHanpHOTO KIilacca
no knaccuuxanun NYHA, Ha ¢poHe npuema IUroKCUHA, TUYPETUKOB U UHTHOUTOpoB AlID,
OBLIIO MOKAa3aHO, YTO MPUEM aMJIOIUITIHA HE IPUBOIUT K MOBBIIICHUIO PUCKA CMEPTHOCTH WIIH
CMEpPTHOCTH H  3a00JIeBa€MOCTH, CBSI3aHHOW C CEpPACYHOM HEIOCTaTOYHOCThIO. B
JIOJITOCPOYHBIX MCCIIEIOBAHUAX Y MALMEHTOB C XPOHUYECKON CepAeUYHON HEAOCTaTOYHOCThIO
I u IV ¢pynxnuonansHoro kiacca no kinaccupukanuu NYHA Ge3 KIMHUUECKMX CHMITOMOB
NBC win 0ObeKTUBHBIX JAaHHBIX, CBUAETENbCTBYIOMMX 0 Hamnuuu UBC, Ha ¢one mpuéma
CTaOWIBHBIX 103 UHTHOUTOPOB AIID, cepeyHbIX TTUKO3UAOB U TUYPETUKOB MOKa3aj, YTo
MpUEM aMJIOJIUIIMHA HE OKAa3bIBAET BIMSHMS Ha OOUTUH MOKa3aTeIh CMEPTHOCTU OT CEPACUHO-
COCYAMCTBIX 3a00NieBaHUU. Y [aHHOW MOMYNSIMM TAIEeHTOB MpPUMEHEHHE aMJIOJUINHA
COTPOBOXKAAIOCH YBEIHUEHUEM KOJIMYECTBA COOOIICHHUH O pa3BUTHH OTEKA JIETKUX.

Ipoduraxmurka uncapkma muoxapoa

OddexTuBHOCTh U 0€30MaCHOCTh NMpUMEHEHUus: amnoaunuHa (2,5-10 mr/cyT), Iu3uHONpHIIa
(10-40 mr/cyr) u xnopramumona (12,5-25 Mr/cyT) B kKadyecTBe mperapara «IepBOH JIMHHM»
U3ydajgach y NAalMEHTOB ¢ MATKOM WJIM yMEpPEHHOM cTeneHbto Al 1, o KpaitHel Mepe, OHUM
U3 JOoNoNHUTENbHBIX (akTopoB pucka MBC. He BBIBICHO CyIIECTBEHHBIX PAa3IUYUil 110
OCHOBHOMY KPUTEPHIO OLIEHKU (KOMOMHUPOBAHHBIN MTOKA3aTeNb YaCTOTHI JIETAIbHBIX HCXOJI0B
ot MBC u uactoTta HedataibHbIX MH()APKTOB MHOKapJa) MEXAY IpyHIaMyd aMJIOAMIIMHA U
xJIopTanuaoHa. YacTora pa3BUTHS CEpeUYHON HEAOCTaTOUYHOCTH B TPYIIE aMJIOJUIMHA Oblia
CYIIIECTBEHHO BHINIE, YeM B Tpymme xjoptamuaona — 10,2 % u 7,7 % coorBercTBeHHO. He
BBISIBJICHO CYIIECTBEHHBIX pa3JIMyMil oOLIell YacTOThl JIETAIbHBIX HCXOAOB B TpYyIIe

aMJIOJUIIMHA U XJIOpTaJInJ0HaA.
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COOTBETCTBYET 3K
ot 15.07.2024 N2 14291
IlepuHaonpun (MOCNEOQBATENLEHOCTE 0006)

MY OTUETY

Mexanuszm oeticmeus

[Mepunmonpun — uHTHOUTOP (PepMeHTa, TpeBpalIarIero aHruoTeH3ud | B anruotensun 11
(uarubutop AIID). AHruoreHsmHIpeBpamnarommii Gepment, wim kuHuHasza lI, sBisercs
SK30IENTUAAa30M, KOTOpas OCYIIECTBJIAET KakK INPEBpALEHHE AaHTMOTEeH3MHa | B
COCYAOCY’KHBaIoIlee BeulecTBO aHruoTeH3uH II, Tak u pacnan OpagukuHuHA, 00J1a/1al0IIEro
COCYAOPACIIUPSIIONIAM JIEHCTBUEM, JI0 HEaAKTUBHOTO Tenranentuaa. Muarubupoanue AIID
IPUBOJIUT K CHI)KEHUIO KOHILIEHTpalMM aHTruoTeH3uHa Il B masme KpoBH, YTO BBI3BIBAET
YBEJIMYEHUE aKTUBHOCTU PEHUHA IJ1a3Mbl KPOBH (IT0 MEXaHU3MY «OTpULIATEIbHONW 00paTHOM
CBA3M») M YMEHbIIeHHe cekpenuu anpaocrepona. I[lockompky AIl® wuHAKTHBUPYET
OpanukuHuH, nonasiaeHue AlldD compoBoxkaaercs MOBBILIEHUEM AKTUBHOCTH KAk
HUPKYJIUPYIOLIEH, TaKk M TKAHEBOM KaJULIMKPEMH-KUHUHOBON CHCTEMBI, IIPU 3TOM TaK¥Ke
AKTUBHUPYETCS CUCTeMa IMpOoCTariaHAuHOB. BO3MOXHO, 4TO 3TOT 3(PQeKT sBisieTcs 4acTbio
MEeXaHM3Ma AaHTUTUIIEPTEH3UBHOTO JehCcTBUS HHruoutopoB AIID, a Ttakke MexaHu3Mma
Pa3BUTHS HEKOTOPBIX MOOOYHBIX AP PEKTOB MpenapaToB JaHHOTO Kiacca (HalpuMep, Kaluis).
[lepunmonpuin OKa3bIBAaeT TEPANEBTUYECKOE JIEHCTBHE Onarojapsi akTUBHOMY METa0OJHTY,
nepusponpuiary. Jpyrue MetabonuThl He OKa3bIBalOT HHTHOUpYtomiero aeicteus Ha AIID in
vitro.

Knunuuecras sghghexmusnocmo u 6e3onacnocmo

Apmepuanvras cunepmensus

[lepunonpun SBIASETCS MpenaparoM Uil JICYEHHs] apTEepHabHOM TUIEPTEH3UH Jt000i
creneHu Tshxectu. Ha oHe ero npruMeHeHust 0oTME4aeTcsi CHUKEHUE KaK CUCTOJINYECKOT0, TaK
U JHMACTOJIMYECKOro apTepualbHOro naBieHus (AJ]) B MOJNOKEHUM «IeXa» U «CTOS».
[lepunonpun yMmeHblnaer oouiee nepudepudeckoe COCYAUCTOE COMPOTHUBIEHUE, YTO
MPUBOJIUT K CHUKEHHIO MOBBILIEHHOTO0 AJl 1 ylmydIIeHHIo nepupepuyeckoro KpoBoToka 6e3
U3MEHEeHMS 4acTOThl cepaeunbIx cokpameruid (HCC).

Kak mnpaBwio, mnpuémM NEpUHIONPWIA YBEIMYMBAET IIOYEYHBIH KpPOBOTOK, CKOPOCTh
KITyOOUKOBOM (MIBTPAIIH MTPU 3TOM HE U3MEHSETCS.

AHTUTHIIEPTEH3UBHOE JIEHCTBUE Mpernapara AOCTUraeT MakcuMyma uepe3 4-6 yacoB mociie
OJIHOKpPaTHOT'O IIPUEMa BHYTPb M COXpaHsETCS B TeueHue 24 yacoB. AHTUTMIIEPTEH3UBHOE
JeicTBue uepes 24 yaca 1ocie 0JJHOKpaTHOIo IIprueMa BHYTpb cocTaBisieT okoio 87-100 % ot
MaKCHMaJbHOTO aHTUTHIEpPTEeH3UBHOTO 3¢ dekra. CHmwxenue AJ[ mocturaercs 10CTaTOYHO
owicTpo. TepaneBTudeckuii 3 ekt HacTymaeT MeHee YeM depe3 | MecsI] OT Hadalia Teparuu
U He compoBoXkaaercs Taxuduuakcuei. IIpekpamieHue lieueHuss He BBI3BIBaeT 3¢¢exra

«pukomieray. [lepuHAONPIII OKa3bIBa€T COCYAOPACIIUPSIONIEe JICHCTBUE, CIOCOOCTBYET
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COOTBETCTEYET 3KCNEFPTHO
ot 15.07.2024 N= 142
BOCCTaHOBJICHHUIO 3JIACTUMHOCTH KPYITHBIX apTEPUil U CTRYKTYPBL QOCYAAGT Ol CTe HRH METKUX

MY OTUETY

apTepuii, a TaKKe YMEHbIIAeT TUIepTPO(UIO JIEBOTO JKEITYA0UKa.

Cmabunvuaa wwemuyeckas bonesuv cepoua (UHC)

DddexTuBHOCTh TPUMEHEHUs epuHaonpuia y naueHToB (12218 nanuentos crapiie 18 ier)
co crabunpHoit HMBC 06e3 KIMHUYECKHX CHUMIITOMOB XPOHHYECKOW  CepIaeYHOU
HEJOCTAaTOYHOCTU u3ydajachb B Xxojae 4-metHero wuccneaoBanus. 90 % ydyacTHUKOB
UCCIICIOBAHMSI paHee TEPEeHeCHr OCTPbld WHGApPKT MHUOKapJa W/WIH MPOLEIypPYy
peBacKyJsipu3alii. BoJIBIIMHCTBO MALMEHTOB MOJTYYMIM MOMHMO HUCCIEAYyEeMOro Ipernapara
CTaHJapPTHYIO Teparuio, BKIOYas aHTHArPEraHThl, TUIIOJIMIIUIEMUYECKHE CpeCcTBa U Oera-
anpeHoOokaTopel. B kauecTBe OCHOBHOro Kputepus 3(PdeKTHBHOCTH Oblla BBIOpaHa
KOMOWHUpPOBAaHHAs KOHEYHAs TOYKA, BKJIIOYAIOIIAS CEPACYHO-COCYAUCTYIO CMEpPTHOCT,
HedaTanbHbI MH)APKT MHOKapja W/HIM OCTAHOBKY CEpAlla C YCHEIIHOW peaHnMallhew.
Tepamnus nepuHAOIPUIOM TPETOYTUIIAMUHOM B J103€ 8 MI/CYT, OJIUH pa3 B J€Hb (3KBUBAJICHTHO
10 Mr mepuHjONpuUIa aprHHUHA) MPUBOJAWIA K CYIIECTBEHHOMY CHHIKEHHUIO a0COIIOTHOTO
pUCKa B OTHOIICHWHM KOMOWHWPOBAHHOW KOHEYHOW TO4Yku 1,9 %, y mamueHToB, paHee
nepeHecmux MHMAPKT MHUOKapaa W/WIM TPOICAYPY PEBACKYISPHU3AlUU, CHIDKESHUE
a0COIOTHOTO PUCKa COCTaBUIO 2,2 % MO CPaBHEHHIO C TPYMIION ianedo.

Jlgounas 61oxada peHUH-aHeUOmeH3ul-atboocmeporosou cucmemul (PAAC)

HmeroTcs JaHHbIE JBYX KIMHMYECKMX HCCIEAOBAaHMM KOMOMHHMPOBAaHHOW Tepanmuu ¢
npuMeHeHneM uHruoutopa AII® u Onokatopa peuentopa anruortensuHa II (APA 1I).
[TpoBoaMIIOCH KIIMHUYECKOE MCCIIEOBAHME C y4acTHEM MAalMEHTOB, UMEIOIINX B aHaMHE3e
Kap/IMOBACKYJIIpHOE WK 1IepeOpoBacKyIsipHOe 3aboseBaHue, 1100 caxapHblil 1uabder 2 Tuna,
CONPOBOKAAIOIINNCA ~ MOATBEPKACHHBIM  IOPAKEHUEM  OpraHa-MULIEHW, a  TaKke
WCCJIC/IOBAHMS C y4YacTHEM TAIMEHTOB C CaxapHbIM JTUAa0ETOM 2 TUMA U JUA0ETHYECKOU
Hedpomnatueil. JlaHHble KccIe0BaHUI HE BBISBIIIM 3HAUMMOTO TOJIOKUTEJIBHOTO BIUSHUS
KOMOWHUPOBAaHHON Tepanmuy Ha BO3HUKHOBEHHE IOYEYHBIX W/WIN KapAHOBACKYJISPHBIX
COOBITHI M Ha MOKa3aTeJd CMEPTHOCTH, B TO BpeMs KaK PUCK Pa3BUTUS TMIIEPKAIUEMHH,
OCTpPOM TMOYEYHON HEIOCTATOYHOCTH W/WIM TUIOTEH3UHM YBEJIWYHBAJICA 10 CPaBHEHHUIO C
MoHoTepanuei. [IpuHrMas Bo BHUMaHMSI CX0KH€ BHYTPUTPYIIOBbIE (hapMaKoIMHAMUYECKUE
cBoiictBa uHruOutopoB AII® u APA II, nanHble pe3yabTaTbl MOXXKHO OXHIATh IS
B3aMMO/IEHCTBUSA JIIOOBIX PYTUX MpenapaToB, MpeicTaBuTeNel KiaaccoB HHTHOUTOpoB AIID u
APA 1I. B cBs31 ¢ 3TUM IPOTHUBONOKAa3aHO MpUMeHeHne HHruoutopos AII® B coueranuu c
AHTaroHUCTaMM pelenTopoB aHruoreHsuHa Il y manuentoB ¢ nquabernyeckoil HedponaTuei.
HMmeroTcst TaHHbIE KIIMHUYECKOTO UCCIIEOBAHMS IO U3YUYEHUIO TOJOKUTEIBHOTO BIUSHUS OT
no0aBlIeHUs] aTUCKUpEHa K cTaHaapTHOW Tepanuu uHruoburopom AIID umum APA 1T y

NanucHTOB C CaxapHbBIM ,I[I/Ia6eTOM 2 THIIA H XPOHHUYCCKUM 3a00JIeBaHUEM IIOYCK, HIN
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Kap/IMOBACKYJIAPHBIM ~ 3a00seBaHueM, JUO0 [MMEHOIINK (| COUETARML! TIAK, H Ba00IC BAKKL.

MY OTYETY

HccnenoBanue ObIJIO MPEKPALIEHO JOCPOYHO B CBSA3H C BO3POCIIMM PHUCKOM BO3HUKHOBEHHS
HEeOJaronpusaTHBIX MCcX010B. KapauoBackymspHas cMEpTh M MHCYJIBT OTMEYAJIUCh 4Yallle B
rpyMIe NalueHTOB, MOJYYAIOIUX ATHCKUPEH, MO0 CPAaBHEHUIO C TPYNION IuIanedo; Takke
HEe)KeNaTeJIbHbIe SIBJICHUSI W Cephe3Hble HEXKeNaTelbHble SBJICHHS 0CO00ro HHTEepeca
(runepkanveMus, TUIOTEH3Us U HapylleHHs (YHKIUHU MOYEK) PEruCTPUPOBAIUCH Yalle B
rpyIIie aTuCKUpeHa, YeM B TpyIIe miamnedo.

AMJIO[[I/IHI/IH IICPUHAOIIPHII

O}dexTuBHOCT MNpH JIUTEIBHOM TMPUMEHEHUM aMJIOJUIIMHA B KOMOMHAIMH C
NEPUHJIONPUIIOM U aTeHoJiojla B KOMOMHaIuu ¢ OeHApodIyMeTHa3uaoM Y MAlUeHTOB B
Bo3pacte oT 40 1o 79 net ¢ A" 1, MO MeHbIIEH Mepe, TpeMsl U3 JOMOTHUTEIBHBIX (PaKTOPOB
pucka Obiia mzydeHa. OCHOBHOW KpUTEpH OLEHKHA d(PPEKTUBHOCTH — KOMOMHHPOBAHHBIN
MoKa3aTellb 4acTOThl HedaTtalbHOro HMH(papKTa MUOKapaa (B ToM 4yucie, 0e3007eBOro) u
netanbHbIX Mcxoa0B MBC. YacToTa ocnokHEeHUH, MPeayCMOTPEHHBIX OCHOBHBIM KPUTEPUEM
OLICHKH, B TpyIIe amIoAMNuHa/mepuHponpmia Obuta Ha 10 % HmKe, yem B Tpymme
aTeHosona/0eHapodymMeTnasuaa, OJHAKO JTO pas3iuyue He ObUI0  CTaTHCTUYECKH
JIOCTOBEPHBIM. B rpymnmne amioaunuHa/mepUHIONPUIa OTMEYAIOCh JOCTOBEPHOE CHIKEHUE
YaCTOThl OCJIOKHEHUH, TPEAYCMOTPEHHBIX JIOTMOJHUTEIBHBIMU KPUTEPUAMHU 3(PPEKTUBHOCTH
(kpome (aTanpHOU U HedaTaTbHOU CepACYHON HEJOCTATOYHOCTH).

5.2. apmakoKUHEeTHYeCKHUE CBOHCTBA

CxopocTh U cTeneHb adcopOIUK MEPUHIONPHIIIa U aMJIOJIMIIMHA B COCTaBe JIEKAPCTBEHHOTO
npenapata AmnoaunuH-+tllepunnonpun KaHOH HE3HAYMTETBHO OTIMYAIOTCS OT CKOPOCTH U
CTETIEHHU BCAChIBAHUS NEPUHAONPUIA U aMJIOJUIKMHA IPH IPUEMe MOHOIpenapaToB.
AmiiognnuH

Abcopoyus

[Tocne mpuema BHYTpb aMIIOAMIIMH MEIJIEHHO aOCOpOMpYyeTcs M3 KelyI0YHO-KHUIIEYHOTO
tpakTa (KKT). AGcomtoTHas OMOIOCTYITHOCTh cocTaBiseT okoso 64-80 %. IIpuem muimm He
OKa3bIBACT BIMSHUS Ha OMOIOCTYITHOCTh aMJIO/IATTHA.

Pacnpeoenenue

MaxkcumanbHast KOHIIEHTpalLus aMJI0OJUIMHA B IJIa3Me KPOBU JAOCTUraeTcs uepes 6-12 4 mocie
npuema npemnapara BHyTpb. O0beM pacnpenenenus — npuMepHo 21 i/kr. B uccnepoBanusx in
vitro OBIIO TTOKa3aHO, YTO OKOJI0 97,5 % MUPKYIUPYIOIIETO aMJIOUITNHA CBSI3aHO ¢ OeITKaMu
TUTa3MbI KPOBH.

buompancgopmayus

AMIToUIIUH MeTaboIn3upyeTCs B IIeYeHU ¢ 00pa30BaHNEM HEaKTUBHBIX METAOOJINTOB.
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MY OTHETY

Koneunsrit T1/2 ammomunuHa w3 TIa3Mbl KpoBH cocTaBisger 35-50 49, 4TO TO3BOJSET
npuHUMath npemnapar 1 pa3 B cytku. 10 % npuHATON 103bl aMJIOJMIIMHA BBIBOJUTCS B
HensMeHeHHOM Bue U 60 % moykaMu - B BUAE META00IUTOB. AMIIOIUIIMH HE BBIBOIUTCS U3
OopraHu3Ma MoCpEeCTBOM JHAIN3a.

Oco0nlie I'pYHOIIbI TAIKMEHTOB

Tayuenmul nodcuno2o 03pacma u NAYUeHmsl ¢ HapyuwleHuem QYHKYuu noex

Bpems ot npuema npenapara 10 JOCTUKEHUS] MAKCUMAJIbHON KOHIIEHTPALUU aMJIO/IUIIMHA HE
pasyinyaercs y MalueHTOB MOXWIOro u 0ojiee MOJIOIOro Bo3pacra. Y MAalMEHTOB MOXKHIOTO
BO3pacTa OTMEYAETCS 3aMeUIEHUE KIUpEeHCa aMJIOJUIIMHA, YTO HPUBOIUT K YBEIUYEHUIO
TUTOINAAM IO KpruBoi «koHIeHTpanus-BpeMs» (AUC). Yeenmnuenne AUC u T1/2 y nanueHToB
C XpOHHMYECKOM cepraeuHoil HemoctaTouHOCThI0 (XCH) cOOTBETCTBYET TMpearnoaracMoi
BEJIMYMHE JUIsl JAHHOW BO3PACTHOM Ipymnmbl. Y MAlMEHTOB C HapylIeHHEM (YHKLIUHU MOYEK
U3MEHEHHs KOHLIEHTpPAlMM aMJIOJMIMHA B IJa3Me€ KPOBU HE KOPPEIUPYIOT CO CTENEHbIO
MOYEYHOW HEOCTaTOYHOCTH. BO3M0OKHO He3HaunTenpHOe yBennueHue T1/2.

Tlayuenmel ¢ napywenuem @ynKyuu nevenu

JlaHHbIE O NPUMEHEHWH aMJIOJUIMHA MAIUeHTaMH C [E€YEHOYHOM HEeIO0CTaTOUYHOCTHIO
OTpaHUYEHBbl. Y TMAIMEHTOB C MEYEHOYHONH HEJO0CTATOYHOCTHIO HAOIIOJAETCs CHUKEHHE
KJIMpEHCca aMJIOJUNMHA, YTO MpuBOAMT K yBenuueHuto T1/2 m AUC npuOnu3urenbHO Ha
40 — 60 %.

Ilepunaonpun

Abcopbyus

[Tpu nmpueme BHYTph MEPUHAONPHII OBICTPO BCACBIBACTCS, MaKCUMallbHasi KOHLEHTpalus B
m1asmMe KpoBu jocturaercs B teuenue 1 4. [lepuon nonmyssiBenenus (T1/2) us mia3msl KpoBu
cocrapyuserT 1 4.

[Tpuem numm 3aMeAsnsieT mpeBpalleHHe NepUHAONPUIAa B MEPUHIONPHIAT, TAKUM 00pa3oM
BIMSS Ha OMOZOCTYnHOCTh. [loaToMy mpenapat cieayer npuHUMaTh | pa3 B CyTKH, YTPOM,
nepe IpUueMoM IHIIH.

Pacnpeoenenue

O6mwem pacripeneneHus: cBOOOIHOTO MEPUHIONPUIIATa COCTABIAET MPUOIN3UTENbHO 0,2 JI/KT.
CBs3p nepuHaONpmiIaTa ¢ OenKamMM Iia3Mbl KpOBH, I1aBHbIM oOpa3zom ¢ AIID, cocraBnser
okoJ10 20 % 1 HOCUT 10303aBUCUMBIN XapaKTep.

Buompancgopmayus

[epungonpun He obnagaer (apmakonoruyeckor akTuBHOCTHIO. [Tpubnusurenshno 27 % ot
o0IIero KOJIMYecTBa MPHHATOTO BHYTPh IEPUHJIOINpPHUIIA TONAJaeT B KPOBOTOK B BHJE

aKTUBHOro Metabonurta mnepuHponpuinata. [lomumo mnepunaonmpuiata 00pa3yroTcs emie
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

KOHIEHTpalus epUHA0NpUIaTa B IjIa3Me KPOBU JIOCTUraeTcs yepes 3-4 yaca mocie npuema
BHYTDb.

Inumunayus

[TepungonpunaT BEIBOAUTCS W3 opraHu3Ma noukamu. Koneunsii T1/2 cBoOomHO#N (pakmmm
COCTaBJISIeT OKOJIO 17 4, MO3TOMY PaBHOBECHOE COCTOSIHUE JJOCTUTAETCA B T€UEHUE 4-X CYTOK.
Jluneiinocms (Henunetinocmy)

CyuiecTByeT JIMHEWHAs: 3aBUCUMOCTh KOHIEHTpAIMU MEPUHIONPHIIA B IJIa3ME KPOBU OT €ro
JTO3BI.

Oco0bIe T'pYIIIBI NAIIMCHTOB

Tlayuenmsi nodxcunozo 6ospacma u NAYUEHMsl ¢ CEPOSUHOU U NOYEYHOU HeOOCMAMOYHOCIbIO
BriBenenne mnepuHaonpuiiaTa 3aMeIJICHO Y IMAIMEHTOB IOXHKJIOTO BO3pacTa, a TaKXkKe Yy
MAIMEHTOB C CEPACYHOM 1 OYEUHOI HETOCTATOYHOCTHIO (cM. paznen 4.2.). [loatomy y qaHHBIX
TpyNN MaldeHTOB HEOOXOIUMO PETyIIpHO KOHTPOJIMPOBATh KOHIEHTPALMIO KpEaTHHHHA U
KaJIis B IJIa3Me KPOBH.

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

Juanv3Helii KIUpeHc nepuHjonpuiara coctapiuser 70 wi/muH. DapMakOKWHETHKA
NEePUHAONpUIIA HapylleHa y MAallMeHTOB C IUPPO30OM IE€UEHU: €ro MEUYCHOYHBIM KIMPEHC
yMeHbIlaeTcss B 2 paza. Tem He MeHee, KOJIMYECTBO OOpa3yIOIIerocs: MepuHIONpUIaTa He

YMEHbILIAETCs, UTO HE TpeOyeT KOppeKIUH 1036l (cM. pa3zaensl 4.2. u 4.4.).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeyeHsb BCIOMOraTe/IbHBIX BellleCTB
Kapbokcumerunakpaxman HaTpust

Kpaxman kyKkypy3HbIU MpexKeTaTUHU3UPOBAHHBIN
KpeMmHus1 AMOKCHUT KOJITIOUHBIH

KpemHust AMOKCH KOJTIOUAHBIN rHaApo(OOHBIH
[enmrono3a MuKpokpucTanueckas (tun 102)
Maruus creapat

6.2. HecoBMecTHMOCTH

Henpumenumo.

6.3. Cpok roaHocTu

2 roza.

6.4. OcoOble yKa3aHHUs 110 XPaAHEHHIO

XpaHuTb 1pu Temrneparype He Boie 25 °C.
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6.5. Xapakrep u coaep:kaHue YNIaKOBKH (MOCNENOBATENLHOCTL 00086)

MY OTUETY

Awvnomunua+Hlepuanonpra Kagod, 5 mr + 5 mr, TabaeTku

TabneTku Kpyrible ABOSKOBBITYKIIbIE, OETI0T0 WM TOYTH OEJI0T0 IBETa.

[To 10 mmu 30 TabneTox B KOHTYpHYIO SYEWKOBYIO ynakoBky u3 mieHku [IBX/TID/TIBAX u
(b oJIbTH aTIOMHUHUEBOM IMEYaTHOM JIAKUPOBAHHOM.

ITo 30, 60, 90 wmm 120 TabrmeTox B OaHKY MOJUMEPHYIO JIS JICKAPCTBEHHBIX CPEACTB W3
MOJMATUIICHA W Moy TUIIeHTepedTanara. Kpplka 13 monusTHiIeHa WK TOJIUIPOITMIICHA.
ITo 1, 2, 3 wim 6 KOHTYPHBIX STYEHKOBBIX ymakoBok 1o 10 tabmerox wmm mo 1, 2 wim 3
KOHTYPHBIX SYCUKOBBIX yIakoBku 1o 30 Tabnerok, miau mo 1 OaHKe MOJUMEPHOMN IS
JIEKaPCTBEHHBIX CPEJCTB BMECTE C MHCTPYKIIMEH MO MEIULIMHCKOMY MPUMEHEHUIO (JTMCTKOM-
BKJIAJIBILIIEM ) TIOMEILAIOT B [IAYKY U3 KapTOHA.

Ammtogutmma+HIepunnonpmia Kanon, 5 mr + 10 mr, tabierku

Tabnerku Kpyrible ABOSKOBBINTYKIIbIE, OEI0r0 WK HOYTH OEsIoro 1BeTa.

ITo 10 umu 30 TabneTok B KOHTYpHYIO sSiUelKOBYI0 ynakoBky u3 mieHku [IBX/IID/TIBAX u
($oJIbru aMFOMUHNEBOM NEYaTHON JTAKUPOBAHHOM.

ITo 30, 60, 90 unu 120 Tabnerok B OaHKY MOJIMMEPHYIO AJIs JIEKAPCTBEHHBIX CPEACTB U3
HOJMATUIIEHA WM Moy TUIIeHTepedTanarta. Kpplika 13 moinsTUiICHa WK HOJIUIIPOIUIIECHA.
[To 1, 2, 3 win 6 KOHTYPHBIX STUEHKOBBIX ymakoBok mo 10 tabmerox wmm mo 1, 2 wim 3
KOHTYPHBIX SYEMKOBBIX ymakoBku 1o 30 Tabsetok, wiau mo 1 OaHke NOIMMEpPHOM JUis
JIEKaPCTBEHHBIX CPEJCTB BMECTE C MHCTPYKIMEH MO MEIULIMHCKOMY MPUMEHEHUIO (JIUCTKOM-
BKJIAJIBILIIEM ) TIOMEIAOT B MTAUKY U3 KapTOHA.

Awvnomunua-+HIepuanonopua Kagon, 10 mr + 5 mr, TabaeTku

TalneTku Kpyrible ABOSKOBBITYKIIbIE, OEI0r0 WK MOYTH OEJI0ro IBeTa.

ITo 10 nnm 30 TabneTok B KOHTYPHYIO sUelKOBYIO ynakoBky u3 mieHku [IBX/IID/TIBAX u
(doJIbru aMIOMHUHNEBOM MEYaTHON JTAKUPOBAHHOM.

ITo 30, 60, 90 wnmu 120 TabneToxk B OaHKY MOJIMMEPHYIO AJISl JIEKAPCTBEHHBIX CPEACTB U3
MOJIMATUIICHA WITH TToJMATUIIeHTepedTanarta. Kpplika U3 monusTuiIeHa Wi NOJUIPOIUICHA.
ITo 1, 2, 3 wiu 6 KOHTYPHBIX SYEHKOBBIX yMakoBOK mo 10 tabmetox wmm mo 1, 2 wmm 3
KOHTYPHBIX S4YEHKOBBIX ynakoBku mo 30 Ttabierok, miau mo | OaHke MOJIMMEpPHOM st
JIEKapCTBEHHBIX CPEJICTB BMECTE C MHCTPYKIUEH MO MEAUIIMHCKOMY IPUMEHEHUIO (JIMCTKOM-
BKJIQ/IbIILIEM ) TOMEIIAIOT B TAUKY U3 KapTOHA.

Ammogunima-H Iepunmonpun Kanon, 10 mr + 10 mr, TabiaeTku

TabneTku Kpyriible IBOSKOBBINYKIIbIE C PUCKOM, OETOro MM MOYTH Oeoro IBeTa.
[To 10 umu 30 TabneTok B KOHTYpHYIO SYEHKOBYIO ynakoBky u3 mieHku [IBX/TID/TIBAX u

(bonbru aFOMUHUEBON MIEYaTHOM JTAKUPOBAHHOM.
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MOJIMATUJICHA WM ToJMATIIIeHTepedTanaTa. Kpeimika 13 mMoMITHIIeHA WK TTOJTUITPOITHAIICHA.
[To 1, 2, 3 wim 6 KOHTYPHBIX SYEHKOBBIX ymakoBok mo 10 tabmerox wim mo 1, 2 wm 3
KOHTYPHBIX SYEHKOBBIX ymakoBku 1o 30 Tabietok, wiau mo 1 OaHKe NOIMMEpPHOM JUis
JIEKAPCTBEHHBIX CPEACTB BMECTE ¢ MHCTPYKIIMEH MO MEIUIIMHCKOMY MPUMEHEHHIO (JIUCTKOM-
BKJIQJIBIIIIEM ) TIOMEIIAIOT B IMAYKy U3 KapTOHA.

6.6. OcoOble Mepbl MPETOCTOPOKHOCTH TMPH YHHYTONKEHUH HCIOJIH30BAHHOIO
JIEKAPCTBEHHOI0 TMpenapara WIH OTXOA0B, TMOJYYEHHBIX IOCJe TPUMEHEeHUs
JIEKAPCTBEHHOI0 Mpenapara Ui paéoTbl ¢ HUM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

3A0 «Kanondapma npogaxuia», Poccus

141100, MockoBckast 06011, r.0. l[&nkxoBo, 1. LI{&nkoBo, yn. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54.

DnexkTpoHHbIH aapec: safety@canonpharma.ru

IIpencraBuresb AepxaTessi perucTPalHOHHOIO YAOCTOBepeHus Ha TeppuTopun Corosa
Ilpemen3suu nompedbumerneii cneoyem Hanpagiams no aopecy:

Poccuiickas @enepannsa

3A0 «Kanondapma npoaakiiny», Poccus
141100, MockoBckas 00u1., T.0. [1]&nkoBo, r. [I]énkoBo, yn. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54.

OnekTpoHHbIH aapec: safety@canonpharma.ru

Tlonyuums dononnumenvhvle OaHHbLE O Npenapame, HANPASUMb NPEMEH3UI0 Ha €20 KA4ecmaeo,
0e30nacHocmo,  CoOOWUMb O  HENCeLaAMENbHbIX JIeKAPCMBEHHBIX PEaKyusix MOICHO NO
menegony. 8 (800) 700-59-99 (GecratHas JsmHUsS 24 waca) WIM Ha - caiite
www.canonpharma.ru B pasnene «[lonutka B o0jacTu KauectBa» - «be30macHOCTH

IPEnapaToBy.

8. HOMEP PETUCTPAIIUOHHOI'O YIOCTOBEPEHUS

9. IATA MEPBUYHOM PETMCTPAIIMA (ITOJATBEPXKJIEHUSA PETUCTPAIINU,
HEPEPEI'NCTPALINN)

10. JATA HEPECMOTPA TEKCTA
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OOuast xapakTepucTHKa JIEKapCTBEHHOTo mppnapara | Ammoprnieidfeprpnonprn, Kawmon

JOCTyITHA Ha WHQOPMALMOHHOM TmopTaiie EBpa3suilcKoro 3>KOHOMHYECKOTO COK3a B

UH(pOpPMAIIMOHHO-KOMMYHUKAIIMOHHOM cetn «MHTepHeT http://eec.eaeunion.org/.
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