OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

IIpecranc, 5 Mr + 5 mr, TaOJIETKH.
[Tpecranc, 5 mr + 10 Mr, TabneTku.
IIpectanc, 10 mr + 5 Mmr, TabmeTku.
[Tpecranc, 10 mr + 10 mr, TabneTky.

2.  KAYECTBEHHbBIN 1 KOJINYECTBEHHBIN COCTAB

JleiicTByrolue BelecTBa: aMIOUIINH + HEPUHIOPHIL

[Ipecranc, 5 mr + 5 mr, TabneTku

Kaxnas tabneTka coepKuT amaoaununa 6esunata 6,935 Mr, COOTBETCTBYeT aMIOAUIUAY 5,0 MT
Y MIepUHJIONIpUIIa apruHuHa 5,0 Mr, COOTBETCTBYET nepuHaonpuiy 3,395 mr.

BcnoMmorarenbHble BellecTBa, HaJIUYUE KOTOPBIX HAT0 YUYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: JJakTo3bl MOHOTHIpaT — 65,233 Mr (cM. pasnaen 4.4.).

[Ipecranc, 5 mr + 10 mr, TabieTku

Kaxxnas TabneTka cogepKUT aminoaunuHa oesumnara 6,935 mr, cooTBETCTBYET aMIIOAUIUHY 5,0 MT
u nepuHaonpuia apruauHa 10,0 Mr, cooTBeTCTBYET nepuHaonpuity 6,79 mr.

BcnoMmorarenbHble BellecTBa, HAJUYUE KOTOPBIX HAI0 YUYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: J1akto3sl MoHoTHIpaT — 137,401 mr (cM. pa3nen 4.4.).

[Ipecranc, 10 mMr + 5 Mr, TabyeTku

Kaxnas Ttabnerka coixepxuT amiogunuHa Oeswnata 13,87 Mr, COOTBETCTBYET aMIIOAUIHHY
10,0 mr u nepungonpuia apruauHa 5,0 Mr, COOTBETCTBYET nepuHAonpmiy 3,395 mr.
BcnoMmorarenbHble BellecTBa, HaJIU4YUE KOTOPBIX HAT0 YUYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: JJakTo3bsl MoHOTHIpaT — 135,466 Mr (cM. pa3nen 4.4.).

[Ipecranc, 10 mr + 10 mr, TabneTku

Kaxnas Ttabnerka coiaepxuT amiogunuHa Oeswnata 13,87 Mr, COOTBETCTBYET aMIIOAUIHHY
10,0 mr u nepunaonpuia apruausa 10,0 Mr, cooTBETCTBYET NEPUHAONPUITY 6,79 Mr.
BcnoMorarenbHble BelecTBa, HaJIU4YME KOTOPBIX HAT0 YUYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npenapara: J1akTo3sl MoHOrHIpat — 130,466 Mr (cm. paznen 4.4.).

[TosHBIM IepedeHb BCIOMOTaTeIbHBIX BEIIECTB IPUBEAEH B paszeine 6.1.

3. JIJEKAPCTBEHHAS ®OPMA

TabneTkn.

IIpecranc, 5 mr + 5 mr, TabJIeTKH
[TpononroBaTeie NBOSKOBBIMYKIJIbIE TaONETKU OEJIOro IBETa, C TPABUPOBKOU «5 / 5» Ha OmHOMN

L TN v
CTOPOHE M <7 — Ha JPyTOu.

[Ipecranc, 5 mr + 10 Mr, TabneTku
TpeyronbHble ABOSKOBBINYKIbIE TaOJeTKU Oenoro mBera, ¢ rpaBUpoBKod «5 / 10» Ha omHOM

ey ~
CTOpPOHE U <7~ — Ha JIpyTroH.

[Ipecranc, 10 Mr + 5 Mr, TabueTKH
KBanpaTtHble TBOSIKOBBINYKJIbIE TaOJEeTKU Oesioro 1Bera, ¢ rpaBUpoBkod «10 / 5» Ha omHOM

Tl ~
CTOpPOHE U =7 — Ha JIpyIroH.

IIpecranc, 10 mr + 10 Mr, TabJieTKH




Kpyribie 1BOSKOBBIMYyKIIbIE TaOJETKH O€I0T0 1BETa, ¢ TpaBupoBKoi «10 / 10» Ha 0gHOM cTOpOHE
1 %" — Ha Ipyrou.

4. KIMHNYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NpUMeHEHHUI0

IIpenapar [Ipecranc 1mokas3aH K IPUMEHEHUIO Y B3POCIIBIX.

AprepuanbHas runeptensus (Al') w/mnm ummemudeckas 6omnesnb cepamna (MBC): crabunbHas
CTCHOKApUsl HANpsDKEHHWsT y TMAlUEHTOB, KOTOPBIM TpeOyercs Tepanus aMJIOAMIMHOM U
HEPUH]IOTIPUIIOM.

4.2.  Pexxum 103MPOBaHUS U CIOCO0 NPUMEHEHUS

PexxuMm 103upoBanus
Pexomennyemas no3a — 1 TabieTka B CyTKH.
JlekapcTBeHHblil npenapat IIpectanc He npeHa3HAYEH U1 HAYAJIbHOM TEpanuu.
Jo3za nekapctBeHHoro mnpemnapara IIpecranc mnogdupaeTcss mocie paHee MPOBEIECHHOTO
TUTPOBAHUS 103 OTIEJIbHBIX KOMIIOHEHTOB IIpernapaTa: NEpUHIONpWIA WU aMJIOJUIUHA Y
nauuentoB ¢ Al u/vim UBC.
[Tpu TepaneBTHUYECKO HEOOXOAMMOCTH J103a JIEKAPCTBEHHOI 0 Ipenaparta [Ipectanc MoxkeT ObITh
W3MEHEHA WM TPEJBAPUTEILHO MOXET OBITh MPOBEIEH HHAWBHIYAIbHBIM MMOAOOp 103
OTJIEIbHBIX KOMIIOHEHTOB.
OcoOble rpynmnbl NaMeHTOB
Tlayuenmui nodcunoz2o éo3pacma u nayueHmvl ¢ HapyuieHuem QynKyuu novex (cm. paszoensvl 4.4.
ul.2.).
BriBenenue nepuHjonpuiata y MalMEHTOB IOXWJIOIO BO3pacTa M IMALUEHTOB C IMOYEYHOU
HEJOCTAaTOYHOCThIO 3aMeiuieHo. [losToMy y Takux MalMeHTOB HEOOXOIUMO pETyIspHO
KOHTPOJIMPOBAaTh KOHLIEHTPALIMIO KPEATUHUHA U KaJIUA B IJ1a3M€ KPOBH.
JlexapctBennbiii mpemnapatr IIpectranc MokeT OBITh Ha3HAYeH MalMEHTaM C KJIMPEHCOM
kpearnauHa (KK) paBHbIM min ipesbimatonmm 60 mur/mMuH. JlekapcTBennsiii npenapat [Ipectanc
nporuBonoka3zan mnarueHtamMm ¢ KK wmenee 60 mu/muH. (cMm. pasgen 4.3.). I[laumentam ¢
HapylIeHueM (PYHKIMM MOYEeK PEKOMEHIYETCs WHIUBUAYaIbHBIA MOAOOp J03 amJIOJWIIMHA U
NIEPUHIONpUIIA.
AMJIOIUNINH, TPUMEHSAEMbI B S3KBUBAJICHTHBIX J103aX, OJMHAKOBO XOPOLIO NEPEHOCHUTCS
nalMeHTaMM Kak MOXMJIOro Bo3pacTa, Tak M Oosee MonoabiMM nanueHtamu. He Tpebyercs
WU3MEHEHUS PEKUMaA JO3UPOBAHUS y MAalMEHTOB MOKWIIOTO BO3pacTa, OJHAKO YBEJIMYEHUE 103l
clenyeT IPOBOIUTE C OCTOPOKHOCTBIO.
M3MeHeHne KOHIIEHTpaIy aMJIOIMIIMHA B IJIa3Me KPOBH HE KOPPEIUPYET CO CTENEHBIO TSHKECTU
MIOYEYHON HEAOCTATOYHOCTH. AMIIOJUIINH HE BBIBOJUTCS U3 OPTaHU3Ma ITOCPEICTBOM JUANIN3A.
Iayuenmul ¢ Hapywenuem gynkyuu nevenu (cm. pasoenvt 4.4. u 5.2.).
Jlns manmueHToB C JIETKOM WM yMEPEHHOW MEYeHOYHON HENO0CTaTOUYHOCTHIO TOI00p O3B
HEO0OXOJUMO TPOBOJUTH C OCTOPOKHOCTHbIO. PekomMeHayeTcsi HauMHaTh MpHEM Ipenapara ¢
HU3KUX 7103 (cM. pa3zaensl 4.4. u 5.2.).
Bri6op onTuManbHOM HayaabHOM M MOAJEP)KUBAIOIIEH N103bI I MAIMEHTOB C MEYEHOYHOU
HEJOCTATOYHOCTHIO CJIEYET MPOBOAUTH UHAUBUAYAJIbHO, IPUMEHSS MpenapaTsl aMIOIUIINHA U
nepuHjonpuia B MoHoTepanuu. dapMakOKWHETHKAa aMIIOAMIIMHA Yy MAIlUEHTOB C TsDKEION
NIEYEHOYHON HEJOCTaTOYHOCTBIO HE M3ydeHa. 1 TakuX MalUMeHTOB IPUEM aMJIOJMIIMHA
HE0OX0IMMO HavyaTh ¢ HAUMEHbBIIIEH JJ03bl U YBEITUUMUBATH €€ MOCTEIIEHHO.

eTH
JlekapcTBeHHbIi nipenapat [Ipectanc He cneayeT Ha3HAadaTh JETAM U MOAPOCTKaM 110 18 ner u3-
3a OTCYTCTBHUSI JaHHBIX 00 A((PEKTUBHOCTH M O€30HMaCHOCTH NPUMEHEHHUs MEepUHIONpHIIA U
aMJIOJMIMHA Y TaHHBIX TPYIII MallME€HTOB B BHJI€ KOMOMHUPOBAHHOMN TepaIuu.
Crioco6 nmpuMeHeHus




BayTps, 110 1 Tabnetke 1 pa3 B CyTKH, IPEAMIOYTUTEIHLHO YTPOM, ITepe ] TprueMoM nuiiu. TabmeTky
CJICAYCT TJIOTATh HCJIMKOM, HC pa3’KCBbIBAA, 3alIMBAs BOHOﬁ.

4.3. TlporuBomoxka3aHus

- ['umepuyBCTBUTENHHOCT, K JICHCTBYIOIIMM BEMIECTBAM, K JPYTMM HHTHOHTOpAM
aHruoTeH3uHMpeBpaimaromu Gepmerram (AIID) wix MPOU3BOAHBIM JUTHIPOTUPUINHA WA K
1r000MYy U3 BCIIOMOTATEIbHBIX BEIIECTB, IEPEYNCICHHBIX B pa3jaene 6.1.

- AHruoneBpornueckuii orek (otek KBuHke) B aHamHe3e (B TOM uucie Ha (GoHe mpuema
Opyrux uHruouTopoB AIID).

- HacnencrBenHslii/uinonatuyeckuii aHruOHEBPOTUYECKHM OTEK.

- bepemennocts u nakTanus (cM. pasaen 4.6.).

- CoBMecTHOE TMPUMEHEHHE C aJUCKUPEHOM U JIGKapCTBEHHBIMH IIperapaTramu,
COJePKALTIMH ATUCKUPEH, Y MTALIMEHTOB C CaXapHBIM JHA0CTOM W/WIIA YMEPEHHBIM WU TSKEITbIM
HapymeHueM (PyHKIUU odek (CKopocTh KiyboukoBoi ¢punbTparuu (CK®) <60 mu/mun/1,73 m?
IUIOINAAM MOBEPXHOCTH Tena) (cM. paszaenst 4.5. u 5.1.).

- CoBMecTHOE NMPUMEHEHHE C aHTaroHUcTamu perenTopoB anruorensuHa II (APA II) y
HAlMEeHTOB ¢ nuabeTndeckoit Hegpomnarueit (cM. pasaen 4.4.).

- CoBMecTHOE MPUMEHEHHE C KOMOMHHPOBAaHHBIMU JICKAPCTBEHHBIMH IIperapaTaMu,
coJepXKaIMMK caKyOuTpuJ/Bacaptad (cM. pasaeisl 4.4. u 4.5.).

- DKcTpakopropainpHasi Tepamnus, BeAylas K KOHTakTy KpPOBH C OTpPULIATEIHHO
3apsDKCHHBIMU TTOBEPXHOCTSIMU (cM. pazaen 4.5.).

- BolpakeHHBIN BYCTOPOHHUN CTEHO3 TMOYEUHBIX apTepuil MWIM CTEHO3 apTepHH
€IMHCTBEHHOM (DyHKIMOHUpYIOLIeH ouku (cM. paznen 4.4.).

- Tsokenast apTepuainbHas THUIOTEH3Us (CHCTOJMYECKOEe aprepuanbHoe naBieHue (AJl)
Menee 90 MM pT.CT.).

- [Tok (BKIrOYast KApAUOTESHHBIN ).

- OOCTpyKIMS BBIXOJHOIO TPaKTa JIEBOTO XKEJyJ04Ka (HampuMep, BbIPAKEHHBIH CTEHO3
YCTbsI A0PTHI).

- I'eMomHAMHYECKHN HECTAOMIIbHAS CEepJIeUHAsI HEOCTATOYHOCTD TTOCIIE OCTPOTo HH(papKTa
MHUOKap/a.

- [Touyeunas nenocratounocts (KK menee 60 mu/mun).

4.4. QOco0ble ykazaHus U Mepbl MPeJI0CTOPOKHOCTH NPU NPUMEHEHUH

IIpemapar Ilpecranc ciegyer THPUMEHSATH C  OCTOPOXKHOCTBIO  TIPU  CIEAYIOIIUX
3a00NIeBaHUAX/COCTOSHUSAX: CTCHO3 TMOYEYHON apTepud (B TOM 4YHCIE JABYCTOPOHHHUIA),
€AMHCTBEHHas (QYHKIUOHUpYIOIIAs TIOYKa, [E€YEHOYHass HEeJAOCTaTOYHOCTh, IOYeyHas
HE/I0CTaTOYHOCTh, CHCTEMHBbIE 3a00JI€BaHUS COEAMHUTENILHOW TKaHU (B TOM 4YHCIE CUCTEMHas
KpacHasi BOJYaHKa, CKJIEpOAEpMUsl), Tepanus HUMMYHOJENPECCaHTaMH, aJIOMyPHUHOJIOM,
NpOKauHAMUJOM (PUCK pPa3BUTHS HEUTPONEHUH, arpaHyJoLUTO3a), CHIKEHHBI 00beM
uupkyupytomend kposu (OLIK) (mpuem nuypeTtukoB, OeccosieBasi auera, pBOTa, AHApes),
OTATOLICHHBIM aJUIeproJIOTMYeCKUil aHaMHE3 WJIM aHTMOHEBPOTHYECKMH OTEeK B aHaMHe3se,
aTepOCKIepo3, LepeOpoBacKyJIsipHbIEe 3a00I€BaHMsI, PEHOBACKYJISIpHAs TUIIEPTEH3UsI, caXapHbIi
nuadeT, MepBUYHBINA THIIepPaIbJOCTEPOHNU3M, XpOHHUYECKas cepaeuHas HegocraTouHocts (XCH),
COBMECTHOE TIPUMEHEHHUE JaHTPOJEeHa, JCTPaMyCTHHA, KajJuiicOeperarwumux JInypeTUKOB,
IpenapaToB Kajus, KaluHCOJepXKalluX 3aMEHUTeNell NHUIIEBOW COMM M NpenapaToB JUTHSA,
KJIAPUTPOMHUIIMHA, TAKPOIUMYCa, [IMKIOCIOPHUHA, UHTUOUTOPOB WM MHIYKTOPOB M30(epMeHTa
CYP3A4, runepkanueMusi, XUPypruyeckoe BMeELIATEIbCTBO/OOIIAs aHecTe3us, IOXKUION
BO3pACT, I€CEHCUOMITM3UPYIOIIas Tepamus, agepe3 IUMonpoTenHoB Hu3Kkou mrotHoctu (JITTHIT),
AOPTaJILHBIN CTEHO3/MUTPATIbHBIN CTEHO3/TUNEepTpodudecKkas OOCTPYKTUBHAS KapAHMOMHUOATHS,
IpUMEHEHHE Yy TanueHToB HerpouaHod pacbl, XCH nHeumemuueckoir stuonoruu II-1V
byHKIMOHAIBHOTO Ki1acca 1o kiaccudukanun NYHA.



OcoOble yKkazaHUs, OTHOCSIIMECS K aMJIOJUNMHY W TEPUHAONPUIY, TNPUMEHHUMBI U K
JeKapcTBeHHOMY Ipenapaty [Ipecranc.

AMII01UIIMH
D¢ heKTUBHOCTh U 0€30MacHOCTh MPUMEHEHHsI aMJIOAUIIMHA TIPU TUIIEPTOHHUYECKOM KpH3e HE

YCTaHOBJICHA.

Cepoeunas nedocmamouHocms

Jleyenue naMeHTOB C CEpCYHOM HEIOCTATOUYHOCTBIO CIEAYET MPOBOJAUTH C OCTOPOKHOCTBIO.
[Tpu mpumenenun amnoaunuHa y manueHToB ¢ XCH III u IV ¢dyHkimmonanbHOro Kiacca mo
kinaccupukanmn NYHA BO3MOXKHO pa3BUTHE OTEKa JIETKUX. bBIIOKATOphI «MEJICHHBIX)
kanpiueBblx kaHaioB (BMKK), Bxmrodas amiiogunuH, HEOOXOAMMO C OCTOPOKHOCTHIO
MPUMEHSATh y MALMEHTOB C 3aCTOMHOW CEPAEYHOM HENOCTATOYHOCTHIO, B CBA3U C BO3MOYKHBIM
YBEJIMYEHUEM PHUCKA PA3BUTHUSI HEKEIATENbHBIX SIBICHUW CO CTOPOHBI CEPIEYHO-COCYIUCTOM
CHUCTEMBI U YBEJIMYEHUEM PUCKA CMEPTH.

Ileyenounas nedocmamounocmo

VY manueHToB ¢ HapylIeHHEM (YHKIUU TeUeHH rnepuoa monaysbiBeaeHus (T12) v miiomams moj
KpHBO# «KoHIeHTpanus-Bpems» (AUC) amioaunuHa yBEIMYMBAIOTCS. PEKOMEHIAIUU 10
JIO3UPOBAHUIO TIpenapara He yCTaHOBJeHBI. [Iprem ammoaunuHa He00X0IMMO HavaTh C HauboJiee
HU3KUX 703 U COOJI0JaTh Mephl MPEIOCTOPOKHOCTH KaK B Hayale JeUeHUs, TaKk U IpHU
yBEeTUYeHUHU N03bl. [lanimeHTaM C TKEIoM MEeYEeHOYHOM HEIOCTATOYHOCTHIO MOBBIIMIATH 03y
CJIeTyeT MOCTENEeHHO, 00ecreunBasi TIIATEIbHBI MOHUTOPUHT KIIMHUYECKOTO COCTOSIHHUS.
Tlayuenmur nodicunoco eospacma

VY nmanMeHTOB MOKUIIOTO BO3PACTA YBEJIMYEHUE J103bl CIEAYET MPOBOJUTH C OCTOPOKHOCTBIO
(cMm. pasaenst 4.2. u 5.2.).

Iloueunas Hedocmamounocms

[TanieHThI ¢ TOYEYHOM HETOCTATOYHOCTHIO MOTYT IPUHUMATH aMJIOJIMIIMH B CTAHIaPTHBIX J103aX.
W3meHenus mia3MeHHbIX KOHLIEHTPALUi aMJIOJUIIMHA HE KOPPEIUPYIOT CO CTENEHbIO MOYEUHOU
HEJOCTATOYHOCTH. AMJIOAUIINH HE BBIBOJUTCS U3 OPraHU3Ma IMOCPEACTBOM JTUATTU3A.

[Tepunponpui
Tosviwennas yyscmeumenbHOCMb/AHSUOHEBPOMUYECKULI OMeEK

[Tpu npueme uHrubutopoB AIID, B TOM uucie W NEPUHAONPUIIA, B PEIKUX CIy4asX MOKET
HaOJII0aThCsl pa3BUTHE AHTMOHEBPOTHYECKOTO OTeKa JIMIA, KOHEYHOCTEH, Iy0, CIM3HCTBIX
000J104€eK, S3bIKa, TOJIOCOBBIX CKJIAZIOK /WU TOpTaHH (cM. pasnen 4.8.). DTo MOXKET Mpou30UTH
B J1000i1 mepuon Tepanuu. [Ipu mMosBIEHUM BbIIEYKa3aHHBIX CHMITOMOB IpHEM Ipernapara
JOJKEH ObITh HEMEIJIEHHO IpeKpalleH, a MallMeHT JOJDKEH HaOJIoJaThesl 10 TeX IMop, MoKa
NPU3HAKU OTEKa HE MCYE3HYT MOJHOCThIO. EcaM oTek 3aTparuBaeT TOJBKO JIUIO U TYObI, TO €ro
IPOSIBIIEHUS! OOBIYHO MPOXOJAT CAMOCTOSITENIBHO, XOTS JUIsl JIEYEHUS CHUMITOMOB MOTYT
IIPUMEHATHCS AaHTUTHCTAMUHHBIE CPEJICTBA.

AHTHMOHEBPOTUYECKUN OTEK, CONPOBOXKAAIOMIMNCA OTEKOM TOpPTaHM, MOXKET IPUBECTH K
netanpHOMY ucxoay. OTek s3bIKa, TOJIOCOBBIX CKIAIOK MM TOPTaHU MOXKET INPUBECTH K
O0CTpPYKLIMH AbIXaTeIbHBIX MyTeH. Ilpy MosBIEHMM TaKUX CHMIITOMOB CIE€AYET HEMEJIEHHO
BBECTH SMUHEPPUH (aJpeHAIMH) MOAKOXKHO H/HIM O0ECIEeYUTh MPOXOAUMOCTh JbIXAaTENIbHBIX
nyTel. [larueHT 1omkeH HaXoAUTHCS 0T MEAUIIMHCKUM HaOII0JEHUEM JI0 TOJTHOTO U CTOMKOTO
MCYE3HOBEHHSI CUMIITOMOB.

VY nauuentoB ¢ orekoM KBHHKE B aHaMHe3€, HE CBSI3aHHBIM C MpueMoM HMHTrHOuTOopoB AIID,
MOXET OBbIThb TOBBIINIEH PHCK €ro pa3BUTHs NpU TpHEME MpernaparoB STOW TPyHIIbI
(cMm. pazgen 4.3.).

B penxux cnyuasx Ha ¢one Tepanuu uHruOutopamu AIl® pa3BuBaiics aHTMOHEBPOTHYECKHMA
OTeK KuleyHuka. [Ipum 3TOM y manueHToB oTMeuanach OOJib B JKMBOTE KAaK H30JIMPOBAHHBIN
CUMIITOM WJIM B COYETaHUM C TOUIHOTOM WM PBOTOM, B HEKOTOPHIX cly4asx, Oe3
MPEIIIECTBYIOIIEr0 AHTHOHEBPOTHUUECKOTO OTEKA JIMLA ¥ TPU HOpMaibHOM ypoBHe C1-3cTepassl.
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Jlnarno3 ycTaHaBIMBAJICS C TOMOIIBbIO KOMITBIOTEPHOM TOMOTpauu OPTaHOB OPIOIITHOM MOJIOCTH,
yIIBTPa3BYKOBOT'O HCCIEIOBAHUS HJIM B MOMEHT XUPYPTUYE€CKOTO BMeMIaTenbcTBA. CHMITOMBI
MPOXOIWIIN TOCIIe MpeKpaleHus npuema HruoutopoB AII®. [TosTomy y manueHToB ¢ 60JIbI0 B
o0macTi KUBOTa, Moiydaromux uHruouropel AlID, mpu mpoBeaenuu audepeHaIbLHOR
JTUArHOCTHKU HEOOXOIMMO YUYUTHIBAaTh BO3MOXKHOCTb Pa3BUTUS aHTMOHEBPOTHYECKOIO OTEKa
KUIIeyHuKa (cM. paszaen 4.8.).

Coemecmnoe  npumeHenue ¢  KOMOUHUDOBAHHLIMU  JIEKAPCMBEHHLIMU — NPenapamamu,
codeporcawumu eaicapman + caxkyoumpun

CoBMecTHOE TNpPHUMEHEHHE TMEPUHIONPHWIA C  KOMOMHUPOBAHHBIMH  JICKAPCTBEHHBIMU
npenapaTami, COJIEpKalluMHU BajcapTaH + CaKyOUTpHJI, MPOTUBOIOKA3aHO, TaK KaK MOBBIIICH
PHUCK pa3BUTHSI aHTHOHEBPOTHUYECKOTro oTeka (cM. pazzen 4.3.). [I[pumeHeHre KOMOMHUPOBAHHOTO
JIEKapCTBEHHOTO Iperapara, CoJAep Kallero BajicapTan + cakyOUTpuII, BO3MOXKHO HE paHee, yeM
yepe3 36 wyacoB mocie MOCIEAHEro mnpuema nepuHionpuia. [IpumeHenue nepuHAONpHIIA
BO3MOXKHO HE paHee, 4yeM uepe3 36 4JacoB Iociie MpeKpameHus npruemMa KOMOMHHPOBAHHOTO
JIEKapCTBEHHOTO Iperapara, COJACpIKaIIero BajacapTan + cakyourpuia (cm. pasmgenst 4.3. u 4.5.).
[Ipu coBmecTHOM HpUMEHEHHH HMHTuOUTOpoB AIID C npyrMMu MHrUOMTOpPaMH HENPUIM3HHA
(Hampumep,  paleKaJoTPUIIOM) TakKe  MOXET ObITh  TOBBIIIEH  PHUCK  Pa3BUTHS
AHTMOHEBPOTUYECKOT0 OoTeKa (cM. pa3aen 4.5.). Y nanueHToB, MoTy4yaronux NepuHIONpUI, Iepe
HAYaJoOM JICYCHUS MHTHOUTOpaMu SHKe(danuHazbpl (HampuMmep, panekagoTpUIoM) HEOOXOAUMO
MPOBECTHU TIIATEIBHYIO OIIEHKY COOTHOIICHUS PUCK/TIOJNB3A.

Coemecmmnoe npumenenue ¢ uneuoumopamu mTOR (nanpumep, cuponumycom, 36epoiumycom,
MeMCUPOIUMYCOM)

[Ipu coBMecTHOM mnpuMeHeHHMH ¢ wuHruouropamu mTOR (Hanmpumep, CHUPOITUMYCOM,
IBEPOIMMYCOM, TEMCHUPOJIUMYCOM) MOKET IMOBBIIIATHCS PUCK Pa3BUTHSA AHTMOHEBPOTHUECKOTO
oTeka (Hampumep, OTeK JbIXaTeNbHBIX MyTEH WK SI3bIKa C HApYIIeHHEeM (YHKIIMH JbIXaHUS WU
6e3 Hero) (cm. paszzen 4.5.).

Anachunaxmouonwvie peaxyuu npu nposedenuu agepesza JIIHIIT

B penkux ciydasix y mammeHToB, monydaromux uHruoutopsl AII®, mpu npoBeaenun adepesa
JIITHIT ¢ ucnonb3oBaHHMEM JAEKCTpaHa Cyib(haTa MOTYT DPa3BUBATHCSA YTPOXKAIOIIME KU3HU
aHapwiIakTouHble peakuuu. J[{ns mpenorBpaiieHus aHAQUIAKTOMJHOW PpEaKLHUU CIeAyeT
BPEMEHHO NPEKpaTUTh Tepanuio nuHruouropom AIlD nepen kaxaoi npouenypoi adepesa.
Anaghunaxkmouonvle peaxkyuu npu nposedeHuU 0eceHcudOUIU3aAYUY

HmeroTcs OTneNnbHbIE COOOIIEHUS O pPa3sBUTHM aHA(pWIAKTOMJHBIX peakluil y MalUeHTOB,
nosydaroux MHruoutopsl AII® Bo Bpems neceHCMOMIU3MpYLIEH Tepanuu (Harpumep, siioM
NEePeNOHYATOKPBUIBIX HACEKOMBIX). Y 3THX )K€ MAI[MeHTOB aHa(UIAKTONIHON peaKIiy yAaBaIoCh
n30exarb MmyTeM BpeMeHHON oTMeHbl nHruouTopos AllID, a npu ciyvaiiHoM mpueMe npenapara
aHa(UIaKTOUHAS PeaKLUsl BO3HUKAJIA CHOBA.
Heiimponenus/acpanynoyumos/mpomboyumonenus/anemust

HmeroTes cooO1eHus 0 pa3BUTHH HEHTPONIEHUH/arpanyJIoLuTo3a, TPOMOOIIMTONIEHUH U aHEMUU
Ha ¢oHe npuema MHruoutopoB AIID. V manneHTOB ¢ HOpMaNbHOM (QYHKIMEW MOYEeK W NpHU
OTCYTCTBUH JPYTUX COMYTCTBYIOIIMX (DaKTOpOB HEWTpomeHus paszBuBaeTcs peako. C kpaiiHei
OCTOPOKHOCTBIO CIIEAyeT MPUMEHSTh NEepUHAONPHI Ha (OHE CUCTEMHBIX 3a00JeBaHUMN
COEMHUTENIBHOM TKaHH, a Takke Ha (POHE MpHeMa MMMYHOJIEIIPECCAHTOB, aJUIOMYPHHOJIA WIIH
MIPOKanHaMHU/1a, 0OCOOEHHO Yy TIAIMEHTOB C HAPYIIEHHON (QyHKIIMEH MOYeK.

YV HEKOTOpBIX MAIMEHTOB BO3HUKAJIM TsKeNble MH(EKIMOHHBIE 3a00JIeBaHMsI, B pAE CIy4yaes,
YCTOMUMBBIE K MHTEHCHBHON aHTHOMOTHKOTepanuu. [Ipy mprMeHeHWH MEepUHIONPHIIA TaKHM
NAlUEHTaM PEKOMEHAYETCS NEPUOJMUYECKH KOHTPOJIMPOBATh YPOBEHb JIEHKOIMTOB B KpPOBH.
[TarueHTsl JOMKHBI COOOIIATH Bpayy O JIOOBIX MpH3HAKax HHGEKIHOHHBIX 3a00JieBaHUMN
(HammpuMmep, 60JIb B TOpJIE, JINXOPATKA).

Penosackynapnas eunepmensus

Y mnauMeHToB € JBYCTOPOHHUM CTE€HO30M IIOYEYHBIX apTepuUil WJIM CTEHO30M apTepuu
€MHCTBEHHON (YHKIMOHUpYIOLIeH Nouku Ha ¢oHe Tepanuu nHruOutopamu AllD Bo3pactaer
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PHUCK Pa3BUTHUS apTEpUATIbHON TMIIOTEH3UU U MOYEeUHOM HexocTtaTouHocTH. [Iprem nuypeTukoB
MOYET OBITh JIOTIOJHUTENbHBIM (DaKTOpOM pHUcKa (cM. paszaen 4.3.). YxXyamenue GpyHKIUN Modek
MOKET HAOJIOAAaThCs YK€ MpU HE3HAUUTEIbHOM H3MEHEHUU KOHIIEHTPAllUM KpeaTWHHWHA B
CBIBOPOTKE KPOBH, J1aX€E Y NAL[UEHTOB C OJJHOCTOPOHHUM CTEHO30M I10YEUHOM apTepuu.
Heotinas bnoxkaoa penun-aneuomensun-aivoocmeponosou cucmemol (PAAC)

HmeroTcs npaHHble 00 YBENIMYCHWH PUCKA BO3HUKHOBEHHS apTEPHUAIBbHON T'HIIOTCH3HH,
TUIEpKAIMEMUU U HapylIeHus (PyHKIHUU MOYeK (BKJIIOYAs OCTPYIO MOUYEYHYIO HEIOCTATOYHOCTD)
IpU COBMECTHOM mpuMeHeHUH HUHTUOMTOpoB AII® ¢ APA Il umm amuckupenom. [lostomy
nBoriHas Onokama PAAC mocpencTBOM COBMECTHOTO HpuMEHeHHs: HHTruoutopoB AllD ¢
AQHTarOHUCTAMM PELENTOPOB aHTHOTeH3UHA II WK anucKkupeHoM He pekoMeHayeTCs (CM. pa3ienbl
4.5. 1 5.1.). Ecnu aBoitHas 6:10kaga aOCOIIOTHO HEOOXOUMA, TO ATO JIOJKHO BBIOIHATHCS MO
CTPOTUM HAOJIOJCHUEM CIICHHUATUCTa TPU PETYJISPHOM KOHTpoJie (PYHKLIHUH TOYEK,
KOHIIEHTPAILUU 3JIEKTPOIUTOB B KpoBU U AJl.

[Tpumenenne narudéuTopoB AII® B coyeTaHNM ¢ aHTarOHUCTAMU PEIETITOPOB aHTHOTEeH3HuHA 11
MIPOTUBONOKA3aHO Y MAIIMEHTOB ¢ AMa0eTHUeCKON HeponaTuel 1 He PEKOMEHAYETCS y APYyTux
narueHToB (cM. pasnensl 4.3. u 4.5.).

Tlepsuunulii eunepanboocmepoHusM

[TarueHTsl € NEPBUYHBIM TUIEPATBJOCTEPOHU3MOM, KaK IPaBUJIO, HE BOCHPUMMYUBBI K
AHTUTUIIEPTEH3UBHBIM TpenapaTaM, ACHCTBHE KOTOPHIX OCHOBaHO Ha MHrubmpoBanuu PAAC.
[ToaTomMy nprMeHEHHE IIpenapaTa y TAKUX MalueHTOB HE PEKOMEHTy€ETCS.

Apmepuanvnas cunomen3us

WNuruburopsr AII® moryT BeI3BIBaTH pe3koe cHmkenne AJl. CumntoMmaTryeckas apTepuaitbHas
TUINOTEH3Us] PEOKO pa3BUBAETCA y TMalMEHTOB 0e3 COMyTCTBYIOMIMX 3aboneBaHuii. Puck
Ype3MEPHOro CHUKEHUs A/l MOBBIIIEH y MAllMEHTOB CO CHUKEHHBIM 00BEMOM LIUPKYJIUPYIOIIEH
KpPOBH, YTO MOXXET OTMeYaTbcid Ha ()OHE Tepaluu JUYypEeTUKaMU, MPU COOIIOJIEHUU CTPOron
OecconeBoil IMEThI, TEMOANANIN3E, IMapee U PBOTE, a TAKXKE Y MALlMEHTOB C TSHKEJION CTENEHbIO
A" ¢ BBICOKOI aKTMBHOCTBIO peHHHA (cM. pasfensl 4.5. u 4.8.). Y mauueHTOB ¢ MOBBIIICHHBIM
PUCKOM pa3BHUTHS CHMIITOMAaTHYECKOH apTepHaIbHONH TUIOTEH3UH HEOOXOAWMO TIIATEIHHO
KoHTponupoBath AJl, pyHKIMIO TIOYEK U cojepaHHe Kajus B CHIBOPOTKE KPOBH BO BpeMs
Tepanuu JeKapcTBEHHbIM npenaparoMm [Ipecranc.

[TonoGHBIN MOAX0 MPUMEHSETCS U Y MAalUEHTOB CO CTEHOKapauel M 1epeOpoBaCKyISIpHBIMU
3a00JIEBaHUAMH, Y KOTOPBIX BBIpAKEHHAsl apTepuaibHasi TUIOTEH3MsI MOMKET IPUBECTH K
UH(apKTy MUOKap/a WK HapyILIEHHI0 MO3rOBOTO KPOBOOOPAIIECHHUS.

B ciiydae pa3zButus apTepuaabHON TMIOTEH3UH MALMEHT JOJIKEH ObITh IIEPEBEICH B MOJIOKEHUE
«JIeKay» Ha CIHUHE C MPUMOJHATHIMU Horamu. IIpyn Heo0X0AUMOCTH cielyeT BOCHOIHUTh 00beM
LHUPKYJIUpPYIOLIE KpOBH NpU TNOMOIIM BHyTpuBEeHHOro BBeaeHus 0,9 % pacTBopa Hatpus
xyopuaa. [Ipexonsiias aprepuaibHas THIIOTEH3Us HE ABJSETCS MPENsITCTBUEM JUIs JalbHEHIero
npueMa mnpenapata. I[lociae BoccTaHOBIIEHHS 0ObeMa LUpPKyJupyroueil kposu u A/l neuenue
MOYeET OBITh MPOJOIKEHO.

Mumpanvuvelii cmenos/aopmanvhsiii cmeHos/eunepmpoghuyeckas KapouomMuonamus
[Tepunponpun, kak u apyrue uHruouropsl AIID, noikeH ¢ OCTOPOXKHOCTBIO HA3HAYATHCS
NanueHTaM ¢ OOCTpYKIMEH BBIXOJHOTO TpPaKTa JIEBOIO >KeNylouka (AopTalbHBI CTEHO3,
runeprpoduyeckass OOCTPYKTHBHAs KapAMOMHONATHA), a TAaKKe MalMeHTaM C MHUTPAIbHBIM
CTEHO30M.

Hapywenue ¢pynxyuu novex

[Taimentam ¢ moweunou HemoctatouHocThio (KK <60 wmi/mMmuH) pekoMmeHmyeTcs
UHIMBUYAIbHBIH TOA00p 103 MepUHIONpHIa W amiogunuHa (cM. pasgen 4.2.). Taxkum
nanueHTaM HeoOXOIUM peryJsipHbII KOHTPOJb COAEpKaHMs Kallisid U KpeaTHHUHA B CHIBOPOTKE
KpoBH (cM. pazzaen 4.8.).

Y nanueHToB C JBYCTOPOHHMM CTEHO30M IIOYEYHOM apTepUM WM CTEHO30M apTepuu
€IMHCTBEHHON TMouku Ha QoHe Tepanuu uHruouropamu AllD BO3MOXKHO MOBBILICHHE
KOHIEHTPAllUd MOYEBUHBI U KpEaTUHUHA B CHIBOPOTKE KPOBH, OOBIYHO MPOXO/ISIIEE TPU OTMEHE
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tepanuu. Yame 3ToT 3¢¢exkT oTMedaercss y MNAlUEeHTOB C IOYE€YHOM HEI0CTaTOYHOCTBIO.
JlonomHUTENbHOE HAIMYME PEHOBACKYJIIPHON T'MIIEPTEH3UU 00YCIIaBIMBAET MOBBIIICHHBIH PUCK
pa3sBUTUSA TSDKEIOM apTepUaIbHOM TUIOTEH3MM W IIOYEYHOM HEJOCTaTOYHOCTH Yy TaKHX
HAIMEHTOB.

VY HekoTOphIX nanueHToB ¢ Al" 6e3 Npu3HaKOB NOPAKEHUSI COCY/IOB I0YEK BO3MOKHO IIOBBIILIEHHE
KOHLIEHTPAllUd MOYEBHMHBI U KPEATUHHHA B CHIBOPOTKE KPOBH, OCOOEHHO NPHU OJHOBPEMEHHOM
Ha3HAYEHUH NEPUHIONPUIIA C AMYPETUKOM, OOBIYHO HE3HAUUTEIbHOE U Ipexosiuee. Yarie 3ToT
3 eKT OTMeUaeTcsl y NaleHTOB ¢ IPEAIECTBYIONIMM HapyleHHeM (QyHKIIMH OYeK.
Ileuenounas nedocmamounocms

B penxux cinyyasx Ha ¢oHe npuema uHruoutopoB AIID Bo3HHMKAeT XoJecTaTHUECKas KeNTyxa.
[Ipu mporpeccupoBaHUM 3TOTO CHHAPOMAa BO3MOXKHO pa3BUTHE (YJIbMHHAHTHOI'O HEKpO3a
IIEYEHU, MHOTJA C JIETAIbHBIM HCXOAOM. MeXaHu3M pa3BUTHUs 3TOT0 CHHApoMa HesceH. llpu
HOSIBJICHUHM JKEJITYXHU WIN 3HAYUTEIbHOT'O IIOBBIILIEHHS aKTUBHOCTH «II€UEHOYHBIX» ()EPMEHTOB Ha
¢done npuema nHrnOUTOPoB AIID manueHTam ciaeayeT NpeKpaTuTh MPUEM Ipernapara (CM. pas/ient
4.8.) 1 HaXOAUTHCS MO/ COOTBETCTBYIOIUM CUTYallU HAOII0IEHUEM Bpaya.

OmHuuueckue paznudus

VY nanueHToB HErpoOMJHOM pachl yalle, 4YeM Y MpeacTaBUTeNeH Apyrux pac, Ha oHe mpueMa
uHruoutopos All® pa3BuBaercs aHTHOHEBPOTUUECKHM OTEK.

[Tepunponpun, kak u apyrue uHruoutopsl AIldD, BO3MOXKHO, OKa3bIBAET MEHEE BBIPAKEHHOE
AQHTUTUIIEPTEH3UBHOE JCHCTBME Yy NAIMEHTOB HETPOUJHOM pachl 10 CPaBHEHUIO C
IpPEJCTaBUTENIIMU APYrux pac. Bo3aMoXxHO, 3TO pa3inuuue 00yCIOBIEHO TEM, YTO Y MALMEHTOB C
A" HerpouaHOM packl yalle 0TMEYaeTcsl HU3Kas aKTUBHOCTh PEHUHA.

Kaweno

Ha ¢one tepanun naruéuropom AIID moxeT BO3HHMKATh Cyxoil Kamienb. Kamens JMTenbHO
coxpaHsercd Ha (pOHE Ipuema IpernaparoB TON IPyHIbl M HUCUE3aeT IMOCIEe UX OTMEHBL. DTO
CJIEZyeT YUYUTHIBATH TP MPOBeaeHIH AU PepeHInaTbHON TUAarHOCTUKY KaIllIs.

Xupypauueckoe emewiamensbcmeo/oowjas anecmesus

VY nmauuMeHToB, KOTOPHIM IUIAHUPYETCS MPOBEACHHUE OOIIMPHBIX ONEpaldii MM HUCIIOJIb30BAHUE
CPEICTB JUI1 AHECTE3MH, BBI3BIBAIOIIMX aPTEPUAIBHYIO THIIOTEH3MIO, NEPUHAONPHI MOMKET
OnmokupoBaTh oOpa3zoBaHue aHrnoTeH3wHa Il Ha ¢oHE KOMIEHCATOPHOTO BBICBOOOXKICHUS
peHuHa. JleueHue ciexyeTr MpeKpaTuTh 3a CyTKH A0 onepaunuu. IIpu passutuum aprepuanbHOU
TUIIOTEH3UH 10 YKa3aHHOMY MEXaHu3My cieayeT nojaepxusarsh A/l myrem Bocnionnenust OLK.
T'uneprxanuemus

['unepkanuemMusi MOXET pa3BUBAThbCsl BO BpeMs JieueHUs: uHruoutopamu AIID, B ToMm uucie, u
nepuHgonpuiaoM. dakropaMyu pHUcKa TMIEPKATUEMHUH SBIIAIOTCS NOYEYHAs HEAOCTATOYHOCTb,
yXyAuleHue QYHKIOUM T0YeK, Bo3pacT crapmie 70 5eT, caxapHbli Jauaber, HEKOTOpble
COITyTCTBYIOIIME COCTOSIHUA (neruaparanus, octpas aekomnencaiuss XCH, merabonndeckuii
anu03), COBMECTHOE IPUMEHEHHE KauiicOeperaiux AMypPeTUKOB (TaKUX KaK CIUPOHOJIAKTOH,
AIUIEPEHOH, TPUAMTEPEH, NN aMWJIOPH[), a TAaK)KE MPENapaToB KaJlus WU KaJUuHCOIAEpKaIINX
3aMEHUTENIe TTOBApEHHOW COJIM, a TAaK)Ke MPUMEHEHHE JIPYTHX MpernapaToB, CIOCOOCTBYIOIIMX
MOBBIIIIEHUIO COJIEPKAHUS KaJIKsl B IUIa3Me KpOBH (HampumMmep, rernapyH, KO-TPUMOKCA30J1, TaKXKe
M3BECTHBIN Kak KOMOWHAIMs cyibpameTokca3onl + Tpumeronpum). [IpumeHenue npenapartos
Kaus, KanuiicOeperamonmx TUYpPeTUKOB, KaluHcoJepXKalluX 3aMEHuTeNell NHIeBOH coiu
MOJKET MPUBECTU K 3HAYUTEIHLHOMY IOBBIIICHUIO COAEP)KAHUS Kallus B KPOBHU, OCOOEHHO Y
NAIMEeHTOB CO CHIDKEHHOHM (yHKuMel nmouek. I'mnepkanneMusi MOKET MPUBECTU K CEPhE3HBIM,
uHOrJa (QaTalbHBIM HapyUIEHUSIM CcepAeuyHOoro purtMa. Ecinu HEoO0XOAMMO COBMECTHOE
IIPUMEHEHNE NEPUHIONPUIIA U YKA3aHHBIX BBILIE NIPENAPATOB, JIEUEHUE JOJKHO IIPOBOJUTHCS C
OCTOPOKHOCTBIO Ha (hOHE PETyIISIPHOTO KOHTPOJIS COJIEPKaHUs NOHOB KaJllusl B CBIBOPOTKE KPOBU
(cM. pasgen 4.5.).

TIayuenmul ¢ caxapnvim ouabemom

[lpy Ha3HaueHWM TMpemapara MaIlMEeHTaM C  CaXapHbBIM  JAMa0eToM,  IOJyYarolluM
TUIOTIMKEMUYECKHUE CpeCTBa AJI NMpUeMa BHYTpb WJIM MHCYJIHMH, B T€UEHHE MEPBOr0 Mecsla
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Tepanuu He0OXOAUMO TIIATEIHHO KOHTPOIUPOBATH KOHIIEHTPAIUIO TITIOKO3bI B KPOBH (CM. pa3zen
4.5.).

IIpecranc
Oco0ble yKa3aHus, Kacaroluecs aMJIOUITNHA, U IEPUHIONPUIIA, OTHOCSATCS M K JIEKAPCTBEHHOMY

npenapary IIpecranc.

JlekapCTBEHHBIC B3aMMOJICHCTBUSA

CoBMecTHOE TpUMEHEHHUE JICKapCTBEHHOTo Impemapata [Ipecranc ¢ mpenaparamMud JUTHS,
KaJIMiCcOepEraroMMu JUypEeTUKaMU, KATHHCOACPKAIIUMHU 3aMEHUTEISIMA WK JTAHTPOJICHOM He
pekomenayercs (cm. pasznen 4.5.).

BcrnomorareasHble BENIECTBA

[Tpemapar [Ipectanc ComepKUT JIaKTO3bI MOHOTHApAT. [lanmeHTamM ¢ peaKo BCTPEHAIOIIUMUCS
HACJICJACTBEHHBIMH  3a00JICBaHUSIMH,  TaKMMH  KaK  HEMEPEHOCUMOCTh rajjaKTo3bl,
HENEPEHOCUMOCTb JIAKTO3bI BCJICCTBUE Ie(DUIINTA JIAKTA3bl WM CUHIPOM TITFOKO30-TaTaKTO3HON
Majaba0dCcopOIuu, HE CIIeIyeT IPUHUMATh JTAHHBIN JICKapCTBEHHBIN IIpemnapar.

4.5. B3anMojgeiicTBMe C JAPYrHMH JIEKAPCTBEHHbBIMHM IMpenapaTramMu W JApyrue BH/bI
B3aNMOeliCTBUSA

Amitonunun

Kombunayuu, ne pexomenoyemvle K npumeneHuro

Jlaumpoanen (sHympusenHoe egederue):

VY 11abopaToOpHBIX )KUBOTHBIX OBLIIM OTMEUYEHBI Cydau (GUOPUIUIALUM JKETYA0UYKOB C JICTAIbHBIM
UCXOJOM M KOJITalicOM Ha (OHE IpPHUMEHEHHUs BeparnaMuia M BHYTPUBEHHOI'O BBEICHUS
JAHTPOJIEHA,  CONPOBOXKIABIIMECA  TUIEpKanueMuen. BceiencrBue  pucka — pa3sBuUTHA
TUIIEPKAJIMEMHUHN CIEeAyeT UCKIIOUNTh coBMecTHBIN nTpueM bMKK, B Tom unciie amnoaunuHa, y
NAIMEHTOB, IOJBEPKCHHBIX 3JI0KAYECTBEHHOW TMIEPTEPMHM, a TaKKe IpU JICUCHUU
3JIOKAYE€CTBEHHOW TMIIEPTEPMHUH.

Couemanue npenapamos, mpebdyioujee 0co6020 BHUMAHUSA

Unoykmopuor usopepmenma CYP3A4

[Tpu coBMEeCTHOM MPUMEHEHUH U3YUYEHHBIX UHAYKTOpOB n3opepmenta CYP3A4, koHIeHTpanus
aMIIOJTMTIMHA B TJIa3Me KPOBU MOJKET BapbupoBaThes. [103ToMy HE0OX01MMO KOHTpOIMpoBaTh AJ]
U KOPpPEKTHpOBaTh 103y Ipernapara Kak BO BpeMs JICUEHHUs, TaK M IOCJIE€ COBMECTHOIO
npuMeHeHHs (B YaCTHOCTH, TPU COBMECTHOM IIPHUMEHEHHH C CHJIBHBIMH WHIYKTOpPaMHU
nzopepmenta CYP3A4 (takumu kak pudamMnuiuH, 3Bepo0oil MpoabIpsBICHHBIH).

Hneubumopwl usopepmenma CYP3A4

CoBMecTHOE MpUMEHEHNE aMJIOAUITMHA U CHIIBHBIX JINOO YMEPEHHBIX MHTUOUTOPOB H30(epMEeHTa
CYP3A4 (uHruOuTOpHI MpOTEa3bl, MPOTUBOIPUOKOBBIE MpenapaThl IPyIIbl a30J10B, MAKPOIHIBI,
HaIpuMep, SpUTPOMULIMH WIH KIAPUTPOMUIIMH, BEpaaMIJl WU AUJITHA3EM) MOXKET IPUBECTH K
CYLIECTBEHHOMY YBEJIIMUYEHUIO KOHIIEHTpalMM amIoAMNMHA. KiMHuM4Yeckue mposBiIeHUs
yKa3aHHbIX (hapMaKOKUHETHUECKUX OTKJIOHEHUN MOTYT ObITh O0Jiee BhIpaKEHHBIMU Y AIIUEHTOB
MOYKUJIOTO BO3PACTa, B CBSI3U C YEM MOKET OTPEeOOBaTHCSI MOHUTOPHHT KIIMHUYECKOTO COCTOSIHUS
U KOppeKuMs J03bl. Y TMalMeHTOB, NPUHUMAIONIMX AaMJIOJUIIMH OJHOBPEMEHHO C
KJIAPUTPOMULIMHOM, INOBBIILEH PUCK Pa3BUTHUS apTepHaIbHOM runoreH3uu. Ciaenyer npoBOANUTh
THIaTeIbHOE HAOJIOJeHHEe MAalMeHTOB, NPUHHUMAIOIIUX AaMIIOJMIIUH  OJHOBPEMEHHO C
KJIAPUTPOMMIIMHOM.

Couemanue npenapamos, mpebyloujee HUMAHUSA



AMITonunuH YCUITMBAET TUIOTEH3UBHOE nelicTBre Mpenaparos, 00J1aJaroINX
AHTUTUNIEPTEH3UBHBIM JICHCTBUEM.

Takponumyc

Cy1iecTByeT puCK HMOBBILIECHUS KOHLIEHTPALMKU TaKpOJUMyca B IUIa3Me€ KpPOBU IPU COBMECTHOM
NPUMEHEHUH ¢ amjogunuHoM. Bo wu3bexanue Tokcuueckux 3(P¢GEeKTOB TaKkpoIuMmyca IpU
COBMECTHOM IIPUMEHEHUU 3TUX MPENapaToB TPeOyeTcss KOHTPOJIb KOHIEHTPALMU TaKpOIUMYyca B
I1a3Me KPOBU U KOPPEKIUS €ro A03bI P HEOOXOAUMOCTH.

Hneubumopwvt mTOR

Nurubutoper mTOR, Takwe Kak CHPOIUMYC, TEMCHUPOIMMYC M OSBEPOIUMYC, SIBISIFOTCS
cyocrpatamu nzodepmenta CYP3A. AmioaunuH sBIseTcs caadbiM HHTHOUTOPOM M30(epMeHTa
CYP3A. Ilpu cOBMECTHOM NPUMEHEHUU AaAMJIOJUIIMH MOXXET YBEJIWYHUTHb DKCIIO3ULIUIO
uHruouTopoB mTOR.

! !MKJZOCHOQMH

UccnenoBanusi B3aMMOICUCTBHUS aMIIOJUIIMHA U ITUKJIOCIIOPMHA HE TPOBOJUINCH Y 3J0POBBIX
TOOpOBONBIIEB WM B JAPYTUX MOMYJSIUSAX, 332 HUCKIIOYCHHEM MalUeHTOB, MEPEeHEeCHINX
TPAHCIUIAHTAIUIO TOYKH, Y KOTOPBIX OTMEYalach BapHaOEIIbHOCTH MOBBIIICHUS HAUMEHBIIUX
KOHIIEHTpallui IMKJIOCTIOpHHA B I1a3Me KpoBH (B cpeanem ot 0 1o 40 %). Crnegyer paccMOTpeTh
BO3MOKHOCTh KOHTPOJISI KOHIEHTPAIIMU HUKJIOCIOPUHA B IJIa3ME€ KPOBU y MALMEHTOB IOCTE
TpaHCIUIAHTAIlMM TIOYKM TPU OJHOBPEMEHHOM TMPUMEHEHMH C amioaunuHoMm. Ilpu
HE0OXO0JUMOCTH J103a LUKJIOCIIOPHHA JOJIKHA ObITh CHUXKEHA.

Cumeacmamur

[Tpu coBMeCTHOM MpUEMe HECKOIBKHX /103 amytoauniaa 1mo 10 Mr u cumBactatiuHa 1o 80 mMr 6110
OTMEUEHO YBEIMYEHHUE DKCIO3ULUN CUMBACTaTHHA Ha 77 % I10 CPAaBHEHHIO C M30JUPOBAHHBIM
IIPUEMOM CHMBACTaTUHA. Y MallMEHTOB, IPUHUMAIOLIUX aMJIOJAUIIHH, CJIEAYET OFPaHUYUTh IIPUEM
cuMBactatuHa /10 20 Mr B CyTKH.

Jpyaue kombunayuu 1exapcmeennvlx cpeocme

B xone KIMHUYECKUX UCCIEN0BAHMM JIEKAPCTBEHHBIX B3aUMOJICHCTBUN aMJIOJUITNH HE OKa3bIBaJ
BIUSHUS Ha (PapMaKOKWHETUKY aTOpBacTaTHHA, IUTOKCHHA, BaphaprHa UK [IUKJIOCTIOPHHA.

CoBMecTHBIH MpHeM aMJIOAMIIMHA U YIIOTpeOeHne rpeindpyToB win rpeidndpyToBOro coka He
peKOMEeHAyeTCsl, B CBSI3M C BO3MOXKHBIM MOBBIIICHHEM OHOJOCTYMHOCTH aMJIOJUINHA Y
HEKOTOPBIX MAIIMEHTOB, YTO, B CBOIO OUEPE/Ib, MOXKET MPUBECTHU K YCUIICHHUIO 3((HEKTOB CHUKEHHS

AJl.
Ilepunponpui

JlaHHbIe KJIMHUYECKUX MCCIIEOBAaHUI MMOKa3bIBAIOT, YTO J1BOMHas O1okana PAAC B pesynbrare
0JIHOBpeMeHHOro npuema HHruoutopos AII®, APA Il nnu anuckupeHa npuBOIUT K yBEJINYEHHUIO
4acTOThl BO3HHMKHOBEHUS TaKUX HEKEIATCNIbHBIX DPEaKLMH, KaKk apTepHUalibHas TUIIOTEH3Hs,
TUIepKaTueMus U HapyleHus: GyHKIMH MoYeK (BKJII0Yas OCTPYIO MOYEUHYI0 HEIOCTaTOYHOCTh ),
10 CPAaBHEHUIO C CUTYaLMsIMU, KOT1a IPUMEHAETCS TOJIBKO OJUH IIperapar, BO3AEHCTBYIOINN Ha
PAAC (cm. pasaenst 4.3,4.4. u 5.1.).

ﬂexapcmeeHHble cpedcmea, ébl3blearoujue cunepKkaiuemuio

Hekoropele mpenaparbl MOTyT YBEIMYWUTh PUCK Pa3BUTHS TMIEPKAINEMUU: aJTUCKUPEH, COJIU
Kanmus, KanuiicOeperarolue AUYpeTUKH, HHTUOMTOpHl AII®D, aHTaroHUCTHl pPELENTOPOB
anruorenszuHa II (APA 1II), Hecrepomanbsle mpoTHBOBOcHanuTenbHble mnpenaparsl (HIIBII),
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renapuHbl, IMMYHOJIEIIPECCAHTHI (TaKue KaK IIUKIOCHOPUH WM TaKpOJIMUMYC), TPUMETONPUM U
JICKapCTBEHHbIE  Mpemaparbl,  COJEp)Kallhe  KO-TpUMOKcazon  (cynbdamerokcazonm  +
TpuMmeronpum). KomOuHaIus 3TUX IpernapaToB MOBBIIIAET PUCK PA3BUTHS TUIIEPKATHEMUH.

Cosemecmuoe NpUMeHerHue npomueonoKa3arno

Anuckupen u nexapcmeenuvle npenapamaol, codepofcamue AJlUCKUupeHr

CoBMecTHOEe mnpuMeHeHHe uHruoutopoB AIID c mnpenaparamu, coaepXkalliMU aJIUCKUPEH,
IPOTUBOIIOKA3aHO y MAIMEHTOB C CaxapHbIM JAMA0ETOM W/WIM YMEPEHHBIM MIIM TSXKEIbIM
HapymenueM ¢ynxiuu nodex (CK® < 60 mn/mun/1,73 M? miomanm moBepXHOCTH Tena) (CM.
pasnen 4.3.). Bo3pactaer pucK pa3BUTUS TUNEPKAIMEMUH, YXYALICHUS (YHKIMU IIOYEK,
CEep/IeYHO-COCYJUCTON 3a00JI€BAEMOCTH U CMEPTHOCTH.

3KcmDaKODI’l0DaJZbHa}Z mepanus

OKCTpaKoOpIopaabHbBIE METOABl JICYCHHUS, BEAyIIHMEe K KOHTAKTy KpPOBH C OTPHUIATEIBHO
3apsHKCHHBIMHU TIOBEPXHOCTSIMU, TaKHE KaK JHAIN3 WIH TeMO(UIBTPALs C HCIOIB30BAaHUEM
HEKOTOPBIX BBICOKOIPOTOYHBIX MeMOpaH (HarmpuMmep, MOJIHAKpUIOHHTPHUIIOBHIX), WK adepes
JIITHIT ¢ ucnonp30BaHMEM JEKCTpaHa cyib(ara, MPOTHBOIOKA3aHbl W3-332 YBEIUYEHHS PUCKA
Pa3BUTHS TSDKENBIX aHAPMIAKTOMIHBIX peakuuii (cM. pasznen 4.3.). Eciu manuenty HeoOxonuma
9KCTPAKOPIIOpAJIbHAS TEPAIUs, CIEIyeT PacCMOTPETh BO3MOXKHOCTH HCIIOJIB30BAHUS APYTOro
TUTIA TUATTU3HOW MEeMOpPaHbI WJIH JPYTOTO KJIacca aHTUTUIIEPTEH3UBHBIX IIPENapaToB.

Cosmecmnoe nNpuUMeHerue C KOM6MHMDO€GHHblMM JIEKAPCNI6EeHHbIMU npenapamamu,
COO@DJ!CGZMHMM sancapman + caKV6umpuﬂ

CoBMecTHOE MpPUMEHEHME MEpUHAONpUIa C KoMOMHanuedl BajicapTaH + CcakyOUTpUi
IPOTHBOIIOKA3aHO, TaK Kak IIOJaBJIeHHME HENpHIN3uHAa Ha ()OHE COBMECTHOIO NPUMEHEHUS
uHruoutopa AIl®d MoxxeT yBenIUYUTh PUCK Pa3BUTHS aHTHOHEBPOTUUYECKOTO OTeKa. [Ipumenenue
KOMOUMHAIMM BajJCcapTaH + cakyOUTpPUII, BO3MOXKHO HE paHee, ueM uepe3 36 yacoB mocie npuema
NOCIEAHEN N03bl NepuHionpuia. IIpuMeHeHne nepuHIONpUIIa BOZMOKHO HE paHee, YeM 4epes

36 yacoB mocJie mpueMa MocieaHeil 103l KOMOMHAIIMY BajicapTaH + CaKyOUTpUi (CM. pa3zelibl
43.u44.).

Kombunayuu, ne pexomenodyemvle K npuMeHeHuo

AJZMCKMD@H U 1eKapCme€eHHbvle npenapainsl, codep:)fcamue ATUCKUPDEH

Yy MManueHTOB, HC UMCIOIIUX CAXAPHOT'0O ,Z[I/Ia6eTa HJIN HAPYTIICHUA (1)yHKI_II/II/I IOYCK

(CK® < 60 wmn/mun/1,73 M? NIOIAAM TMOBEPXHOCTH Tela), MOBBIIEH PHMCK Da3BUTUS
TUIEpKAIMEMUH, YXYIUIEHUs] QYHKIUU MOYEK U TOBBIIMIEHUS YacTOThl CEpAEUHO-COCYUCTOM
3a005IeBaeMOCTH U cMepTHOCTH (cM. paszaen 4.4.).

Couemanue mepanuu ¢ uncubumopamu AIID u APA 11

[To umeromuMcs TUTEPaTypPHBIM JAHHBIM, Y HAIIMEHTOB C YCTAHOBJIEHHOW aTEepOCKIEPOTHUECKOMN
00J1€3HbI0, CEpACYHON HETOCTaTOYHOCThIO MJIM CaxapHbIM JMA0ETOM C MOPaKeHHEM OpraHOB-
MUIIEHEeH coBMeCTHOe mpuMeHeHue MHruouTopoB AIID u APA Il npuBOIUT K yBEIWYEHHIO
Y4acTOThl PA3BUTUS apTEPUATIBHOM TMIIOTEH3UH, OOMOpOKa, TUIEPKAIHMEMUU W YXYyALICHUS
GyHKIUN TToYeK (BKIIOYasi OCTPYIO MOUEUYHYIO HEJOCTATOUYHOCTb) 110 CPABHEHMIO C CUTYaIlUsIMHU,
KOI'Zla IPUMEHSETCS TOJIBKO OJIMH Mpenapar, Bo3aenctBytoninii Ha PAAC. IIpumenenue nBoitHoN
6nokansl PAAC (nanpumep, ogHoBpeMeHHbIM npueMm uHruoutopos AII® u APA II) momxHO
OBITH OTPAHUYECHO €AMHUYHBIMU CITy4asiMH CO CTPOTUM KOHTPOJIEM (DYHKIIMH TOYEK, COJepKAHUS
Kanus B mia3me kposu U AJl (cMm. paznen 4.4.).

Dempamycmun
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CoBMecTHOE TPUMEHEHNE MOXKET IPUBECTH K MOBBIIIEHUIO PUCKA Pa3BUTHs TIOOOYHBIX 3((HEKTOB,
TaKUX KaK aHTMOHEBPOTHYECKHi oTeK (oTek KBuHKE).

Ko-mpumoxcazon (CVJZbd)CZM@H’lOKCG3OJZ + mpwwemonpww)

[Ipr coBMECTHOM NPHUMEHEHUH C KO-TPUMOKCA30JI0M (CyJIb(paMeToKca3od + TPUMETOIPHM)
MOXET MOBBIIIATHCS PUCK Pa3BUTHS TUIIEPKATUEMuUH (cM. paszen 4.4.).

Kanuicbepezaowue ouypemuky (Hanpumep, mpuammeper, amuiopuo) u coau Kaius

['unepkanemusi (¢ BO3MOXHBIM JIETAbHBIM HCXOJIOM), OCOOCHHO IMPH HApyIICHUH (DYHKIUU
no4vek (aaauTuBHbIC 23 (PEKTHI, CBI3aHHBIE C TUIIEPKATUEMHECH ).

CoueraHue TEPHUHIONPHUIA C BBIIICYNOMSHYTHIMA JICKAPCTBEHHBIMH TIperapaTaMH He
pexkoMenayercs (cM. pazzaen 4.4.). Ecnu, TeM He MeHee, COBMECTHOE MPUMEHEHUE TOKa3aHo, X
CJIEZlyeT TPUMEHSATh C COOJIIOJCHHEM Mep MPEJOCTOPOXKHOCTH M PETYJSPHBIM KOHTPOJIEM
COJIepKaHUs Kallusl B CBIBOPOTKE KPOBH.

OcobeHHOCTH TIpUMeHeHus1 criiupoHoyiakTona pu XCH omucaHsl fanee mo TeKCTy (CM. pasneln
4.5., nonpaznen «Coueranue rmpenaparoB, Tpedyroiee 0co00ro BHUMAHUS ).

Ipenapamol 1umus

[Ipy coBMECTHOM NpPUMEHEHUU IpenaparoB JuUTHS U UHruOutopoB AIID coobmanocs 00
00paTUMOM IMOBBIIIEHUH COAEPIKAHUS JIUTUS B IJIa3Me KPOBHU M CBSI3aHHBIX C ITUM TOKCHYECKUX
s dexTax (TSHKETBIX HeHpoTOKCHIecKuX dgdexTax). CoBMECTHOE MPUMEHEHHUE MTEPUHIONIPUTIA U
npenapaToB JUTUA He pexoMmenayercs. Ilpu HeoOXxomMMocTu NpoBeNeHHUs Takoil Tepanuu
HEOOXOMM PEryJIsipHbIA KOHTPOJIb COACPKAHMS JIMTHS B IIa3Me KPOBH (CM. paszaen 4.4.).

Couemanue npenapanoe, mpe6yrou4€e 00006020 6HUMAHUS

T unozaukemuueckue cpedcmsd (UHCYIUH, NPOU3BOOHbBIE CYAbDOHUIMOYECEUHBL)

ONUAEMUOJIOTHYECKUE HCCIIEAOBAaHUs IOKa3aJld, YTO COBMECTHOE NPUMEHEHUE HWHIMOUTOPOB
AII® y runornMKeMUYecKuX CpesiCTB (MHCYJIMHBI, IEpOpalIbHbIE CaXapOCHUKAIOIIHE PenapaThl)
MOYET YCUJIMBATh TUIOTIIMKEMUYECKUH 3PPEKT WHCYIMHA M TMIIOTJIMKEMUYECKUX CPEICTB s
pveMa BHYTPh BIUIOTH JIO0 Pa3BUTHS TMIOMIUKeMHUH. J{aHHBIN 2 (eKT BeposiTHEE BCEr0 MOYKHO
HaOJr01aTh B IIEpBbIe HEJIEIM COBMECTHOTO IIPUMEHEHUS U Y TTAIIUEHTOB C HapylleHueM QyHKIUN
IIOYEK.

Kanuinecbepezarowue ouypemuxu

VY nanueHToB, MONYYarolUX TUYPETHKH, OCOOEHHO Y MAI[MEeHTOB C TUIIOBOJIIEMHUEH H/Win
CHIDKEHHOM KOHIIEHTpAIMeil cojieli, B Hadaje Tepamnuu MEePUHIONPUIOM MOXKET HaOII0AaThCs
ype3mepHoe cHuxkeHue AJl, puck pa3BUTHS KOTOPOTrO MOYKHO YMEHBIIUTH IyTEM OTMEHBI
JINYPETUYECKOTO CPEJICTBA, BOCIIOJHEHUEM IMOTEPHU KUIKOCTH WIIA COJIEH NTEpe ] HauyajaoM Teparu
MIEPUHIONIPUIIOM, a TAaKXX€ Ha3HAUYCHUEM MEPUHIONPWIA B HMU3KOM J03€ C JAIbHEHIIUM
MTOCTEIICHHBIM €€ YBEINYECHHUEM.

Ilpu AI' y maniueHToB C THUIOBOJIEMHEN MIIM CHUKEHHOW KOHIIEHTpaIuel coseil Ha oHe Tepanuu
TUypeTUKaMH, TNYPETUKU JOKHBI ObITh JTMO0 OTMEHEHBI 10 Hauaia MPUMEHEHHs] HHIHOUTOpa
ATII® (mpu 3TOM KannitHecOeperarwuuil TMypeTuk MOKeT ObITh M03/IHEE BHOBb Ha3HAaueH ), JTM00
uaruoutop All® nomkeH OBITP HAa3HAYEH B HU3KOM J103€ C JAJBHEUIUM TOCTETICHHBIM €€
YBEIIUYCHUEM.

Ipu npumenenuu ouypemuxos 6 cayuae XCH naruoutop AII® nomkeH ObITh Ha3HAYEH B OUYEHb
HU3KOM /03¢, BO3MOXXHO, TIOCJIE YMEHBIIEHUS 03l TPHUMEHSEMOTO OJHOBPEMEHHO
KanuitHecOeperaronero InypeTrka.
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Bo Bcex cimywasx QyHKUus Mmouek (KOHIEHTpALUs KpeaTHMHHHA) JOJKHA KOHTPOJIMPOBATHCS B
nepBbIe HEAEIH TPUMEHEHHsI HHTUONTOpOB ATID.

Kanuiicbepezaowue ouypemuku (dnieperon, CRUPOHOJIAKMON,)

[TpyuMmeHeHue 3MIepeHOHa WK CIIMPOHOJIAKTOHA B J103aX OT 12,5 Mr 10 50 Mr B CyTKM M HU3KHUX
1103 uHruouTOpOoB AIlID:!

[Tpu nevennn XCH -1V ¢ynknuonansHoro knacca no kinaccuduramnu NYHA ¢ ¢pakaueit
BbIOpoca jeBoro skenyqouka <40 % y MmanueHTOB, paHee MoIy4aBIIUX MHTUOUTOpsl AIID u
«IIETIEBBIE» TUYPETUKHU, CYILIECTBYET PUCK Pa3BUTHUS TUIIEPKAITUEMHUH (C BO3MOYXKHBIM JIETAIbHBIM
HCXOJI0M), OCOOCHHO B cllyyae HECOOIIOACHHS pEeKOMEHAAINI OTHOCUTENILHO 3TON KOMOMHALIUU
IIpenapaToB.

[lepen npruMeHeHHEM TaHHON KOMOHMHAITUH JIEKAPCTBEHHBIX MPETapaToB HEOOXOAUMO yOeaUThCS
B OTCYTCTBHUH TMIIEPKAIMEMUU U HAPYIIEHUS GYHKIUH ITOYEK.

PCKOMeHI[yeTCH PETYISIPHO KOHTPOJHUPOBATH KOHUCHTpAIHWIO KpC€aTHMHHHA W KaJlusd B KPOBH:
CXCHCICIBHO B HepBbeI MECHAL JICHCHHA U C)KEMECAYIHO B IMOCIICAYIOUICM.

Payexadompun

Ha ¢done nmpuema muarudburopor AIID (B T.4. mepuHAONpPHUIA) MOXKET HAOIIOAAThCS Pa3BUTHE
AHTHOHEBPOTUYCCKOTO OTEKA. DTOT PUCK MOXKET IMOBBIIMIATHCS TIPU COBMECTHOM IPUMEHEHUU C
parekagoTpuiIoM (TpernapaTom, MPUMEHSEMbIM JIJIS JICUCHHUS] OCTPOU JHAPEH).

Hneubumoper  mTOR _ (Muwienu panamuyuna MIeKOnumarnwux) (Hanpumep, cupoaumyc,
98€PONUMYC, MEMCUPOIUMYC)

IIpu coBmecTHOM mpuMeHeHMH ¢ wuHruOutopamu mMTOR mnoBblIaeTcs puCK  pa3BUTUA
AQHTMOHEBPOTUYECKOTO oTeKa (cM. pasnen 4.4.).

Hecmepouoduvie npomusosocnanrumensvuvie npenapamol  (HIIBII), exnouas evicokue 003bl
AUemUICAIUYUIO80U Kucaomul (= 3 2/cymku)

[Tpu onHoBpemeHHOM npuMeHeHuH nHruouTopoB AIID ¢ HIIBII (aneruncanuiuioBast KucioTa
B 7I03€, OKa3bIBAIOIICH MPOTHBOBOCHAIUTENFHOE ACWCTBUE, HHIHOUTOPHI MUKIOOKCHTEHA3BI-2
(IIOT™-2) u necenextuBHble HIIBII), MoxkeT HabmogaThCs ocinalieHHe aHTUTUIIEPTEH3UBHOTO
abdexra. CoBmectHoe mnpumeHeHue uHrHOUTOpoB AIID u HIIBII Moxer npuBoauth K
YBEJIMYEHUIO PUCKA YyXYyJIIeHUus (QYHKIMU TOYeK, BKIIOYas pa3BUTHE OCTPOM MOYeyHOU
HEJ0CTATOYHOCTH U YBEIMUEHUIO COJEPKaHMS KaJIHsl B CHIBOPOTKE KPOBU, OCOOEHHO y MAllUEHTOB
co CcHWkeHHON ¢yHkiueld mnouek. Crienyer coOm0faTh OCTOPOXHOCTh MPH HPUMEHEHUHU
komMOuHanuu npenapara u HIIBII, ocoGenHo y manueHTOB moxuioro Bospacrta. [lanuentam
HE00X0IMMO KOMIIEHCUPOBATh IMOTEPI0 >KUJIKOCTU M THIATEIbHO KOHTPOJIUPOBATH (PYHKIIUIO
MOYEK KaK B Hayase JICUEeHUs, TaK U MePUOINYECKHU B IPOLIECCE JICUEHUSI.

Pexombunanmnvie mxanesvie aKkmueamopbvl nid3mMuHoceHa (I’tPA, aﬂmenﬂasa)

[TaumenTsl, nonyyasmre UHrUOUTOPH! AIID U nmomyyaromye anreriasy Aias TpOMOOIUTUYECKON
Tepanuu MOpU OCTPOM HIIEMHYECKOM MHCYJIbTE, MOTYT MMETh IMOBBIIIECHHBIH PUCK pa3BUTHUS
AQHTMOHEBPOTUYECKOTO OTEKA.

Couemanue npenapamos, mpeoyroujee BHUMAHUS

T nunmunot (ﬂuHaeﬂunmuH, cakcazaunmuH, cumazjiunmunr, euﬂ()aeﬂunmuH)

[Ipu coBMecTHOM mnpuMeHeHHMH ¢ uHruouropamu All® Bo3pacTaeTr pHCK pPa3BUTHS
QHIMOHEBPOTUYECKOIO0 OTEKA BCJIEACTBUE CHWXKEHUS AaKTMBHOCTH AMIENTHUAMIIENTHAA3sl [V
(AIII-IV) non melicTBUEM TIIMIITUHA.
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Cumnamomumemuxu

MoryT ocnabisiTh aHTUTHIIEPTEH3UBHBIN 2P hekT HHruouTopoB AIID.

Ipenapamut 3010ma

Coo0manoch 0 peaKuX CIlydasxXx HUTPUTOHMJHBIX peaknuid (C TaKUMH CHMIITOMAaMH, Kak
THIIEPEMHUsT KOXXU JIMIIA, TOIIHOTA, PBOTA, TMIIOTCH3Hs) y MAIMCHTOB Ha (DOHE COBMECTHOTO
npuMeHeHuss UHruOuTopoB AIID, B TOM umcle MEPUHIONPHIA, H UHBEKIIMOHHOTO TMpernapara
30J10Ta (aypOoTHOMAIAT HATPH).

Annonypuson,  UMMYHOCYRDECCUBHblE  CcPeOCméd, KOPMUKOCMepouovl  (npu  CUCIMEeMHOM
NpuUMeHeHuu) U nNPOKAUHAMUO

CoBMmecTHOE npuMeHeHe ¢ tHruoutopamu AII® MoXKeT CONpoBOKAATHCS MOBBIILIEHHBIM PUCKOM
JEUKOIIEHUH, 0OCOOEHHO Y NAIIMEHTOB ¢ UMEIOLMMHUCS HapyIEeHUSIMU (QYHKIIMU TIOYEK.

Cpedcmea onsa obweti anecmesuu: COBMECTHOE NpUMeHeHHe HHrHOuTOpoB AIID u cpeacts s
o011el aHecTe3MH MOXKET IIPUBOANUTH K THIIOTEH3UBHOMY 3D DEKTY.

[IpecTanc

Couemanue npenapanoe, mpe6yrou4€e 000020 BHUMAHUA

baknoghen: BO3ZMOXKHO yCHIIEHHE aHTUTHIEPTEH3UBHOTO JeicTBus. ClieqyeT KOHTPOJUPOBATh
A/Jl, npu HEOOXOAUMOCTH, TPeOyeTCsI KOPPEKIIHS 103bl aMJIOIUTTHNHA.

Couemanue npenapanoe, mpe6yrou4€e GHUMAHUA

Tunomensusuvle _cpedcmea__ (Hanpumep, bema-aopenoOiokamopsl) U 6a300ULAMAMOPbL.
BO3MOXXHO yCHJICHHUE aHTHUTHUIIEPTCH3UBHOTO 3 deKTa nepuHmonpmia u amuoaumnuaa. Creayer
COOJIFOJIaTh OCTOPOXKHOCTh TPU COBMECTHOM TNPUMEHEHUH C HUTPOTJIMIECPUHOM, IPYTHMHU
HUTpPATaMHU WIH IPYTUMH Ba30HJIATATOPAMH, IOCKOJIEKY IIPH 3TOM BO3MOXKHO JIOTIOJHUTEIIBHOE
camxenue AJl.

Kopmukxocmepoudvl (mMunepano- u 2H0KOKOPMUKOCMEPOUObL), mMempaKo3aKkmuo: CHIDKEHNE
AHTUTUIIEPTEH3UBHOTO JAEMCTBUS (3a7epKKa KUJKOCTH U UOHOB HATpHs B pe3yNbTaTe NEHCTBUS
KOPTHUKOCTEPOUJIOB).

Anvpa-adpenobrokamopsl  (npa3o3un, aib@y303uH, OOKCA303UH, MAMCYI03UH, MEePA303UH):
yCHUIIEHUE aHTUTUTIEPTEH3UBHOTO JICHCTBHS U MOBBILIEHUE PUCKA OPTOCTATUYECKOM TUIOTEH3UU.

AMMQ?OCWZMH.’ BO3MOJXHO YCUJICHUEC aHTUTUIICPTCH3NUBHOT'O 3(1)(1)€KTa aMJIOJUITNHA.

Tpuyukiuyeckue anmudenpeccanmsl/Hetupoienmuxky/cpedcmaa 0 oowel anecmesuuy. yCUIeHNe
AHTUTUIIEPTEH3UBHOTO JICHCTBUS U MOBBIIICHNE PUCKA OPTOCTATUYECKOM TUTIOTEH3HH.

4.6. DepTUIBLHOCTb, 0ePeMEHHOCTDb M JAKTALMA
[TpenapaTt npoTHBONOKa3aH MpU OEPEMEHHOCTH U JAKTALUH.

HeoOxoqumo oOLIEHUTH 3HAYMMOCTh TEpamuM [Uis MaTepu, 4YTOObl MPHUHATH pEIIEHHE O
IpeKpalleH!H rpy HOro BCKapMIUBaHMs WK 00 OTMEHE Ipernapara.

bepemeHnHoCTH

Amnoounun

be3omnacHocTh MpUMeHEHNs aMJIOJUIIMHA TPU OEPEMEHHOCTH HE YCTaHOBJICHA.
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B skcneprMeHTaNbHBIX UCCIEA0BAHUAX HA KUBOTHBIX (PETOTOKCUUECKOE U SMOPHOTOKCHYECKOE
JICMCTBHE IIpelapara yCTaHOBJICHBI IIPU IPUMEHEHUM €r0 B BBICOKUX H03ax. [IpuMeHeHue npu
OepeMEeHHOCTH BO3MOXHO TOJIBKO B CIIy4ae OTCYTCTBUS OoJiee 6€30IacHOM ajJbTepHATUBbI M KOT1a
3a00JieBaHNE HECET OOJBIINI PUCK JJIT MATEPH U TUIOAA.

Ilepunoonpun

[Tpumenenne uHruOuTOpoB AlID HE PEKOMEHIOBAaHO K NMPUMEHEHHUIO B MEPBOM TPHUMECTpE
o6epemenHoctu (cM. pasnen 4.4.). I[lpumenenue naruoutopoB AIID nporuBonokasano o Il u Il
TpUMecTpax 6epeMeHHOCTH (cM. paszeinsl 4.3. u 4.4.).

B HacTosAmMii MOMEHT HET HEONPOBEPKUMBIX SMUIEMUOJIIOTHYECKUX JAAHHBIX O TEPAaTOI€HHOM
pucke npu nprueme HHruouTopoB AII®D B nepBoM TpumecTpe 6epemeHHoCcT. OJHAKO HEOOIIBIIIOE
YBEJIMYEHUE PHCKA BO3HUKHOBEHHUS HapyIICHUH pPa3BUTHUS IUIOJA MCKIOYMUTH Henb3s. [lpu
IUTAHUPOBAHUU OEPEMEHHOCTH CIIEAYET OTMEHHTD Mpernapar U Ha3HAuuTh APYTHE TUIIOTEH3UBHEIC
CpEeZCTBa, pa3pelIeHHbIe s IPUMEHEeHMsI Ipu OepeMeHHOCTH. [Ipu HacTyIuieHun 6epeMeHHOCTH
ClleflyeT HEMEIUICHHO NpeKpaTuTh Tepanuio uHruOutopamu AIlD u, mpu HEOOXOIUMOCTH,
Ha3HAYUTh JIPYTYIO TEPaIHuio.

N3BecTHO, uTO BO3AciicTBHE HHTHONTOPOB AIID Ha mmox Bo II u III TpumecTpax GepeMeHHOCTH
MO>KET MPUBOJIUTH K HAPYIICHHUIO €T0 pa3BUTHA (CHMKEHUE (DYHKIIMHU TTOYEK, OJTUTOTHAPAMHHUOH,
3aMeJUIeHne OccU(HUKAIMM KOCTEeW dYeperna) M Pa3BUTHUIO OCIOXHEHUW y HOBOPOXKIEHHOTO
(moueyHast HEAOCTATOYHOCTh, ApTEPHUATIbHASI TUTIOTEH3HS, TUTIEPKATTUEMUS ).

Ecnu nanuenTka nosayuana uaruouropsl AII® Bo Bpems I wnu Il Tpumectpa 6epemeHHoCTH,
pPEKOMEH/IyeTCs IPOBECTU YJIbTPA3BYKOBOE MCCIIEJOBAHUE JUIS OLIGHKU COCTOSHHUS uepena U
(GyHKIMM TOYeK 110/1a/pedeHkKa.

HoBopoxaeHHsle, MaTepu KOTOpBHIX MHoidydanu UHruOuTopsl AIID Bo BpeMms OGepeMeHHOCTH,
JIOJDKHBI HAaXOJMUTHCS TOJ THIATSIBHBIM MEAUIIMHCKHUM KOHTPOJIEM U3-3a PHUCKA DPAa3BUTHS
apTepuanbHOi runmoTeH3un (M. pasaeinst 4.3. u 4.4.).

JlakTaims

Amnoounun

AMJIOTUNIUH BBIBOJUTCS C TPYAHBIM MOJOKOM. JlOJsi MaTepuHCKON [103bl, MOJIy4YE€HHas
MJIaJIeHIIEM, OLIEHUBAJIACh C MEKKBAPTHIIbHBIM Tana3oHoM oT 3 110 7 %, ¢ MakcumyMoM 1o 15 %.
BnmsiHue amniogunHa Ha MIIaICHIIEB HEU3BECTHO.

Pemienne o npoomKeHUU/TPEKpalieHu Tepanuu WM TPyJHOTO BCKApMIIMBAHUS CIEAyeT
IPUHUMATh, YUYMTHIBAs IOJIb3y OT KOPMJIEHMSI TPYJbl0 Al peOeHKa U MOoJb3y OT Ipuema
aMJIOJIUIIMHA I MaTepHu.

Ilepunoonpun

BceneactBue orcyTtcTBUs MHpOpMAIMM, Kacarollelcs NMPUMEHEHHs NEepUHIONpHIa B NEPUOJ
KOPMJICHUSL TPYyAbIO, TIPUEM [EPUHIONPUIA HE PEKOMEHAOBAH, IPEANOYTUTEIbHEE
IPUJIEP)KUBATHCA B IEPUOJ KOPMIIEHUS IPYAbI0 aIbTEPHATUBHOTO JIEYEHUS ¢ 00JIee U3yUEHHBIM
npoduiieM 0e30MacHOCTH, 0COOEHHO MPU BCKAPMIMBAHUK HOBOPOKICHHBIX MJIM HEAOHOIIECHHBIX
nered. OTCYTCTBYIOT JAHHBIE OTHOCHTEIIBHO YKCKPELUH TEPUHIONPHUIIA C TPYIHBIM MOJIOKOM.

DdepTUIbHOCTD

Amnoounun

Y HeKoTOpBIX ManueHToB, noxyyaBmux bBMKK, Obiin o6HapyKeHbl OMOXUMUYECKHE N3MEHEHHS
B TOJIOBKE criepmMarto3onjoB. ONHAKO B HAcTosllee BpPeMsl HET JOCTATOYHBIX KIMHUYECKHX
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JaHHBIX OTHOCHTCIBbHO ITOTCHIHAJIIBHOI'O BJIHAHHUA aMJIOAMIIMHA Ha (bepTI/IJ'IBHOCTI). B
HCCJICAOBAHUHU HA KPBICAX OBLIH BEISIBIIEHEI HEXKEIATEIbHEIE BAUSHUS Ha Q)epTPIJIBHOCTB Yy CaMIIOB.

Ilepunoonpun
He BbIsIBIICHO BIHSIHYS IEPUHIONIPUIIA HA PETPOAYKTUBHYIO (DYHKITUIO WK (DEPTHIILHOCTD.

47. BJausiHMe HAa CMOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHU CPeJACTBAMHU U PadoTaTh C
MeXaHNU3MaMu

Xors Ha (oHE mpHuema JieKapcTBeHHoOro mpenapara IlpecraHc kakoro-imbo OTpUIIATENBHOIO
BJIMSIHUS Ha CIIOCOOHOCTD YIPABJISTH aBTOTPAHCIIOPTOM WIIN APYTUMH CIOKHBIMH MEXaHU3MaMHU
HE HaOJI0JaoCh, OJHAKO, BCIEICTBHE BO3MOXKHOTO 4pe3MepHOro cHikeHus AJl, pa3Butus
rOJIOBOKPY>KE€HUS, COHIIMBOCTH U JPYTUX MOOOYHBIX PEAKIIMH, CIIeAyeT COOII01aTh OCTOPOKHOCTD
B IIEPEYMCIICHHBIX CUTYallUsAX, 0COOEHHO B HayaJIe JICYEHUS U MIPHU YBETUYCHUH JTO3bI.

4.8. HexeaaTeJbHble peaKIuu

Pestome npoduiist 6e300acHOCTH

Hauboiee yacTeie HeXxenaTeNbHbIE PEAKIIMU TP TIpHUEMe TIEPUHIONPUIIA U aMJIOJUITMHA B BUJIE
MOHOTEpPANUU: OTEK, COHJIUBOCTh, TOJOBOKPY>KEHHE, TOJOBHas Oo0yib (OCOOEHHO B Hadale
JIeYEHUs1), JOUCTEB3Us (paccTpoOMCTBO BKyca), IapecTe3us, HapylIeHUs 3peHHs (BKItouas
JUIUIONUIO), 3BOH B YIIIaX, BEPTUTO, OIIYIIEHUE CEPAIECONECHUS, «IIPUIUBBD» KPOBU K KOXKE JIMIIA,
apTepualibHast TUIIOTEH3Us (M CHMIITOMBI, CBSI3aHHBIE C 9TUM), OJIBIIIIKA, Kalllelb, 00Jb B )KHBOTE,
TOIIIHOTA, PBOTA, JAMCIIEIICUS, H3MEHEHHE YaCTOThl U XapaKTepa CTyla, Auapes, 3amop, KOKHBINA
3y, KOXHas ChIlb, SK3aHTEMa, MPHUITYXJOCTh B 00JACTH CyCTaBOB (NMPHUITYXJOCTh B 00JacTh
JIOJIBIKEK), CIIa3Mbl MBIIIIL, TIOBBIIICHHAS YTOMJISIEMOCTh, ACTCHHUS.

TabnuuHOe pe3roMe He)KeNNaTeIbHBIX PEaKIHi

HexxenaTtenbHble peaknuu, KIacCH(PHUIMPOBAHHBIE KaK BO3MOXKHO CBSI3aHHBIE C Teparuei
KOMIIOHEHTaMu Tipenapata [IpectaHc, Mo MaHHBIM KIMHUYECKOTO HCCICIOBAHHUS W OIBITA
MOCTPETUCTPAIIMOHHOTO TMPUMEHEHHUSI TEepPEeYucieHbl B Tabiuie | Mo CcHCTEeMHO-OpraHHBIM
KjJaccaM H a0CONIIOTHOWM YacTOTE BCTpeUaeMOCTH. YacToTa BCTPEYAEMOCTH OIPENEISIeTCS
crenyromuM obpa3om: odeHb dacto (>1/10), wacto (>1/100 no <1/10), Heuacto (>1/1 000 HO
<1/100), peako (>1/10 000 wo <1/1 000), ouens penko (<1/10 000), yactora HensBecTHa (Ha
OCHOBaHHMH UMEIOIIUXCS TaHHBIX OICHUTh HEBO3MOKHO).

Tabmnma 1
CBoaHas Ta0/IM1IA HexKeJIATeIbHBIX PeaKkIuii,
CBSI3aHHBIX ¢ NpuMeHenneM npenapata [lpecranc

MedDRA HexenarenbHbie Yacrora
peaxiuu
CucremHo- AMIIOIUITHH [Tepunponpuin
OpTaHHBIE KJIACCHI
Nudexunn u | Punut Heuacto Ouensb penko
WHBa3UH
Hapymenus co | Do3uHOopUIHSL - Heuacro*
CTOPOHBI KPOBH H —
. Jleitkonenust /| Ouens peako | O4YeHb peaKo
muMaTH4YecKOn .
Heiirponenus (cm.
CUCTEMBI
paznen 4.4.)
ATpaHyJIOIUTO3 WIH | - OdeHb penKo
MTAHIIUTOTICHUS (cm.
paznen 4.4.)
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TpomOouuToneHus (cM.
paznen 4.4.)

Ouensb penko

Ouensb penko

I'emonuTnueckas - Ouensb penko
aHEeMHUs y MAalHUEHTOB C
BPOXJIECHHOU
HEJOCTATOYHOCTHIO
TIII0K030-6-
dbocharaeruaporeHassl
Hapymenuns co | 'mnepuyBctBUTENBHOCTD | OUEHB PEOKO Heuacro
CTOPOHBI
MMMYHHOH
CUCTEMBI
DHJOKPUHHBIE CuHapoM HeaJeKBaTHOM | - Penxo
HapyILIEeHUs CeKpeluu
AHTUUYPETUYECKOTO
ropmona (CHCAT')
Hapymenus co | ['unornukemust (cm. | - HeuacTto*
CTOPOHBI pasnensl 4.4. u4.5.)
MeTabonu3ma u
['unepkanuemus, - Heuacto*
MUTaHUS
obparumas rnocjie
OTMEHBI Tpenapara (cM.
paznen 4.4.)
l'unonatpuemus - HeuacTto*
I'uneprioukemus OueHb penko -
[Tcuxuueckue becconnunna Heuacro -
HapyIlIEeHUs
JlabunpHOCTH Heuacro Heuacro
HacTpoeHHsi  (BKJIOYAs
TPEBOYKHOCTD)
Henpeccus Heuacro Heuacto*
Hapymenne cHa - Heuacto
Hapymienus co | ConnuBocth (ocobeHHo | Yacrto Heuacro*
CTOPOHBI HEPBHOI | B Hayalle JIeUeHUs)
CUCTEMBI
I'onoBokpyxeHue Yacto Yacto
(ocobeHHO B Hauaie
JICUYEHUs)
I'osoBHas 6omnp | YacTo Yacro
(ocobeHHO B Hauaje
JICYCHUS)
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Jlucres3us Heuacto Yacro
(paccTpoiicTBO BKyca)

Tpemop Heuacrto -
I'unecre3us Heuacro -
[Tapecres3us Heuacrto Yacto
OO6mMopounsbIe cocTostHus | HewacTo HeuacTto*
CnyranHocTs co3HaHus | Peaxo OueHb penko

['unepronyc OueHnb penko -
[Tepudepuyeckas Ouenb penko | -
HeWponarus

Wucyner, BO3MOXHO | - OueHb penko
BCJIC/ICTBUE

YpE3MEPHOT0 CHMKEHUS
A/l y mnauueHTtoB wu3
IpyNIbl BBICOKOTO PUCKa
(cMm. pazaen 4.4.)

DKcTpanupaMuHbIe Yacrora -
paccTpoiicTBa HEU3BECTHA
(3KCTpanupaMuaHbIHI
CHHJIPOM)
Hapyuenns co | Hapymenue 3penuns Yacto Yacto
CTOPOHBI  OpraHa
Junnonust Yacrto -
3peHust
Hapyuenus co | 3BOH B ymax Heuacro Yacto
CTOPOHBI  OpraHa
Bepruro - Yacto
cilyxa 1 Ja0upuHTa
Hapymenns co | Omymenue Yacto Heuacro*
CTOPOHBI cepAla cepaueOreHus
Taxukapaus - Heuacto*
Crenokapaus (em. | - OueHb penko
paznen 4.4.)
WNudapkr Muokapaa, | Ouens penko | OueHb penko

BO3MO)XHO, BCIJIEJICTBUE
YpEe3MEPHOr0 CHMKEHUS
A/l y mnauueHTtoB wu3
IPYyMIIbI BEICOKOTO PUCKa
(cMm. pasaen 4.4.)
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Aputmus
OpaauKapIuio,
KEITYTOIKOBYIO
TaXHKaPIUIO u
GUOPUILISIIHIIO
npeacepauii)

(BKITIOUAs

Heuacto

Ouensb penko

Hapymenus co
CTOPOHBI COCYJIOB

«ITpunuBb»
KOXe JTuIa

KpOBH K

Yacto

Penko*

AptepuanbHast
runoTeH3us (1 3 ¢GexTsl,
CBSI3aHHBIC c
apTepuaIbHOU
TUTIOTEH3UEH )

Heuacto

Yacto

Backynur

OueHb penko

Heuacro*

Cunapowm Peiino

YacToTa HEU3BECTHA

Hapymenns co | OppImka Yacto Yacto
CTOPOHBI
. Kamens Heuacro Yacto
JIbIXaTeIbHON
CUCTCMBI, OpraHOB | bpoHxocmnasMm - Heuacro
IPYAHOM KIETKU U
CpeoCTeH s Do3uHO(pMITBHAS - Ouensb penko
MMHEBMOHUS
Kenynouno- [M'unepninasus necex OueHb penko -
KHUIIIEYHbIE
Bousib B )xuBOTE Yacto Yacro
HapyIlIEeHUs
TomHoTa Yacrto Yacrto
PBota Heuacro Yacto
Jucnencus Yacrto Yacro
N3menenue wyactotrel u | Yacto -
XapakTepa CTyJia
CyxocTs BO pTY Heuacro Heuacro
Hwnapes Yacto Yacto
3amnop Yacto Yacto
[Tankpeatur OueHb penko OueHb penko
l'acTpur OueHb penko -
Hapymenus co | ['emarur, xxenryxa Ouensb penko -
CTOPOHBI NIEYEHU U —
[utomuTuuecknii Wiy | - OueHb penko
JKEITYCBBIBOISIIITUX N
N XOJIECTAaTUYECKU I
nmyTen

renaTut (cM. pasnen 4.4.)
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[ToBbIlIEHNE AKTUBHOCTHU
«TIICYCHOYHBIX)
dbepmenToB  (Hambomee
4acTO B COYETaHUU C
X0JIECTa30M)

Ouensb penko

Hapymienus co
CTOPOHBI KOXHU U
MOJIKOYKHBIX TKaHeH

Ortek KBunke
(aHTMOHEBPOTHUYECKUI
OTEK)

OueHnb penko

AHTMOHEBPOTHUYECKUN
OTEK JIUIa, KOHCUHOCTEH,
ryo0, CIIM3HUCTHIX
000J104CK, SI3BIKA,
TOJIOCOBBIX CKJIQJIOK
u/umm - TopTaHd  (CM.
paznen 4.4.)

Ouensb penko

Heuacto

MHuorogopmHas spurema

OueHsb penko

OdeHsb penko

Anonenus Heuacto -
Ilypnypa Heuacro -
N3menenue upera koxu | Hewacro -
IToBbllIeHHAs Heuacro Heuacro
MOTJIMBOCTb

KoxHb111 3y11 Heuacto Yacto
DK3aHTeMa Heuacro Yacro
Kosxnas ceinb Heuacto Yacto
Kpanusnuna (cm. pasaen | Hewacro Heuacro
4.4.)

Peaxiun OdeHsb penko Heuacto*
(OTOUYBCTBUTEIIBHOCTH

[Temduronn - Heuacto*
OO0ocTtpeHue ncopuasza - Penko

Cunapom CruBenca- | O4eHb pesKko -
JI>KOHCOHAa

OKconuaTUBHBIN Ouensb penko -
JIepMaTUT

Toxkcuueckuit Yacrota -
ANUJAEpMalIbHbIN HEN3BECTHA
HEKPOJIHU3
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Hapymenus co | [Ipunyxnocts B obmactu | Yacto -
CTOPOHBI CycTaBoB (NPHUITyXJIOCTh
MBIILIEYHOH, B 00JIACTH JIOJBIXKEK )
CKEJIETHON u
N ApTtpanrus Heuacrto HeuacTto*
COEIMHUTENIbHOMN
TKaHH Muanrus Heuacto Heuacto*
Mpl11euHbIe CIa3Mbl Yacto Yacto
bons B crinHe Heuacro -
Hapymenuns co | Hapymenue Heuacro -
CTOPOHBI TIOYEK U | MOYEHCITyCKaHU,
MOYEBBIBOJSAIINX HUKTYpHUSl, TOJTTAKHYPHUS
nyTen
IToueuHnas - Heuacro
HEJ0OCTATOYHOCTH
Ocrtpas noyevyHas | - Penko
HEJOCTATOYHOCTh
Anypus/Onurypust - Penxo*
Hapymenus CO | DpeKTuiibHas Heuacro Heuacro
CTOPOHBI TUCHYHKITUS
penpoLyKTUBHOM
I'mnexomacrtus Heuacto -
CUCTEMBI u
MOJIOYHBIX XKeJe3
O6mme napymenusi | Oteku Ouensb yacTo -
U peakluu B MECTe
[Tepudepuyeckue oreku | - Heuacto*
BBEJICHUS
IToBbIIEHHAS Yacto -
YTOMJISIEMOCTh
bonw B rpyanoii knerke | Hewacro Heuacto*
AcreHus Yacto Yacto
bonb Heuacro -
Henomoranue Heuacto Heuacto*
JIuxopanka - Heuacro*
JlaGopatopHble U | YBeIuueHUE Macchl | Hewacto -
MHCTPYMEHTAJIbHBIE | TeNla, CHI)KEHHE MacChl
JTaHHbIE Tena
[ToBbilIeHHE - Heuacro*
KOHIIEHTpaluu

MOYCBHUHBI B KPOBU

20



[ToBri1IeHe - Heuacrto*
KOHI[EHTPAIIUN
KpeaTHHUHA B KPOBU

[ToBbi1IEHTE - Penxo
KOHIEHTpaLuu
OwMpyOnHa B KPOBH

IToBbIIIIEHNE AKTUBHOCTH | - Penxo
«IEYEHOYHBIX)

bepMeHTOB

CHmxeHue reMoryioonsa | - OueHnb penko

H reMaToKpuTa

TpaBwmsl, [Tanenue - Heuacto*
HMHTOKCHUKaIlu1 n
OCJIOXKHCHMUA

mpouesyp

*Oyenka uwacmomol HedHCeNamMenbHbIX pPeaxyuti, 6biAGIEeHHbIX NO CHOHMAHHBLIM COOOUJeHUAM,
npoeeoeHa Ha OCHOBAHUU OAHHBIX Pe3YIbMAMmo8 KIUHUYECKUX UCCTe008AHUIL.

COO6HI€HI/I$I 0 ITOJ03PEBACMBIX HCXKEIATCIbHBIX PCAKIIUAX

BaxHo coo0mare 0 10A03pEBAEMBIX HEXeNaTeIbHBIX pPEaKLUUAX I[Oocie perucTpanuu
JIEKApCTBEHHOTO Tperapara ¢ Helbl0 00eCTIeYeHNsT HePEPhIBHOIO MOHUTOPUHTA COOTHOIICHHS
«T10JIB3a-PUCK» JIEKAPCTBEHHOro Ipenapata. MeAMLUHCKUM pPAaOOTHUKAM pPEKOMEH]yeTCs
coo0ImaTh O JIHOOBIX IMOJO3PEBAEMBIX HEXKEIATENbHBIX PEAKIMSIX JEKapCTBEHHOIO IIperapara
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHUS O HEXKEJIaTeNIbHBIX peakUsIX IoCydapCcTB — YICHOB
EBpa3niickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas ®enepanus Pecny0smka Ka3axcran

109012, r. MockBa, CnaBsHckas twiomanb, 010000, r. Acrana, paiton baiikoHBIp, yII.

1. 4, cp. 1. A.Mmanoga, 13 (BLl «Hypcaynet 2»)
OenepanpHas cinyx6a nmo Ham3opy B cpepe PITI wa ITIXB «HanuonanpHbI 1IEHTP
3PaBOOXPAaHEHHUS OKCTIEPTU3bl  JICKAPCTBEHHBIX CPEACTB U
Ten: +7 (800) 550 99 03 MEIUITUHCKIX 17661 (117070 Komwurera
http://roszdravnadzor.gov.ru MEAUIIMHCKOTO u (dbapmalieBTUYECKOro
On. moura: pharm@roszdravnadzor.gov.ru KOHTpOJIST MMHHUCTEPCTBA 3/IPaBOOXPAHEHUS

Pecniy6nuku Kazaxcran
Ten.: +7 (717) 278 99 11
http://www.ndda.kz

Oi. noura: farm@dari.kz

Koipreizckas Pecnny0imnka Pecny0imka Apmenust

720044, r. bumkek, yiu. 3-sa Jlunus, 25 0051, r. Epesan, nip. KomuTtaca, 49/5
HenaprameHT JjexkapcTBeHHbIX cpeactB W AO3T  «HayuHblif  LEHTp  9KCHEPTHU3BI
MEIULIMHCKUX HU3JeNuil nmpu MHUHHCTEPCTBE JIEKApCTB M MEIUIMHCKUX TEXHOJOTMH HUM.
3npaBooxpanenust Keipreisckoit Peciyonuku — akagemuka 3. ["abpuensHa»

Ten.: +996 (312) 21 92 78 Ten.: (+374 60) 83 00 73, (+374 10) 23 08 96,
http://pharm.kg (+374 10) 23 16 82
Omn. moura: dlsmi@pharm.kg lopsuast nuUHHMS ~ OTHeNa  MOHUTOPHHIA

6e3onacHoctu sekapcts: (+374 10) 20 05 05,
(+374 96) 22 05 05
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http://pharm.am
D. moura: admin@pharm.am,
vigilance@pharm.am

Pecnybauka Besapych

220037, r. Munck, Toapumeckuili mnep.,
1. 2a.

VII «lleHTp »5KCnepTU3 W HCHOBITAHUN B
3/IpaBOOXPaHEHUN»

Ten.: +375 (17) 23185 14

dakc.: +375 (17) 252 53 58

Tenedon oTnena (dhapmakoHaa30pa:
+375 (17) 242 00 29

http://www.rceth.by

On. moura: repl@rceth.by, rceth@rceth.by

4.9. TIlepeno3upoBka

Wudopmarnius o nepeno3upoBKe Mpernapara y 4eJIoBeKa OTCYTCTBYET.

Amnoounun

Wupopmaniys o nepego3upoBKe aMJIOIUIINHA Y YEJIOBEKa OrpaHUuEHa.

Cumnmompbi: 4pe3MepHas nepudepuyeckas Ba3oJuiIaTallvsg, HOPUBOAALIAS K pedIeKTOPHOM
TaxXMKapJuu, U BBIPAXKEHHOE U CTOMKOe CHMKeHue AJl, B TOM uucie ¢ pa3BUTHUEM IIOKa U
JIETAJIBHOTO MCXO0/a.

Coo0manocs 0 pelKkux ciaydasx HEKapJAUOTEHHOTO OTEKa JITKUX B Pe3yJIbTaTe Mepel03UPOBKU
aMJIOJIMITUHOM, KOTOPBIH MOXKET MPOSIBIIATHCS € 3ajiepKKoi (uepe3 24—48 yacoB nocie npuema
Ipernapara BHyTpb) U TpeOOBaTh NCKYCCTBEHHOW BEHTUIISILIMY JIETKUX. PaHHME peaHMMallMOHHbIE
MepOonpUATHs (BKIIHOYas TMIIEPBOJIEMHUIO) AT MOAJIepKaHus nepdy3uu U cepaeuHoro Briopoca
MOTYT SIBJIATHCS YCYTyOISIOIUME (PaKTOpamMu.

Jleuenue: BbIpakeHHOE CHIDKeHHE AJl, BbI3BaHHOE INEPENO3UMPOBKON aMJIOJMIMHA, TpedyeT
MIPOBEJCHUS aKTUBHBIX MEPONPUSTHUN, HAINPaBICHHBIX Ha MHOJJepxaHue (YHKIUU CepleyHO-
COCYJIUCTOM CUCTEMBI, BKJIIOUasi KOHTPOJIb ITOKa3aTenel paboThl cepla U JIETKUX, BO3BBIIIEHHOE
noyioxkeHue koneunocter u koHTpoiab OLK u nuypesa. st BoccTaHOBICHUSI TOHYCA COCYIOB U
AJl MoxeT ObITh TMOJIE3HBIM IPUMEHEHHE COCYAOCYKMBAIOIEro Ipernapara, €cilid HeT
MPOTUBOMNOKAa3aHUI K €ro MPUMEHEHUIO, JUIsl YCTPAHEHUs MOCJIEACTBUI OJOKabl KaJbIUEBBIX
KaHaJIOB — BHYTPUBEHHOE BBEJICHUE KaJbIMs TIIOKOHATa. B HEKOTOPHIX CilyyasiX MOXXET ObITh
3¢ (eKTUBHBIM ITPOMBIBaHUE kKenyaKa. [IpremM akTHBUPOBAaHHOIO YIUIA B TEUEHHE MIEPBHIX 2 4acOB
nocJie npuemMa aMJIouIrHa B 103¢ 10 Mr IpUBOJUT K 3a/iepKKe BcachblBaHUS npenapara. Tak kak
aMJIOJMIHMH aKTUBHO CBS3bIBAETCS C O€KaMU MJIa3Mbl KPOBH, TeMOANaIN3 Hed((HEKTUBEH.
Ilepundonpun

JlanHble 0 epe103upOBKe MEPUHAONIPUIIA Y YETTOBEKA OTPAHUYEHBI.

Cumnmompei: Tpu Tepeno3upoBke HHruOuTOpoB AlIID MoOXker oTMedarbcsi BBIpAKEHHOE
cHkeHue AJl, ok, HapyleHus: BOAHO-3JIEKTPOJIUTHOrO OanaHca, oyeyHasi HeJ0CTaTOYHOCTb,
TUMEPBEHTUIAINA, TaXUKapAns, cepaLeduenue, Opaaukapans, roJIOBOKpyKeHHue, 0eCIoKOiCcTBO,
Kallellb.

Pexomenoosannoe neuenue: BHYTpUBEHHAas WHQY3Hs H30TOHHUECKOTO COJIEBOTO PacTBOpa
(nanpumep, BHyTpuBeHHass uHOy3us 0,9 % pactBopa HaTpus xjopuzaa). [Ipu 3HauMTENTHHOM
cHkeHHH A/l cienyeT nepeBecTH NalMeHTa B [TOJI0KEHHUE «JIEKa» Ha CIIMHE C MPUIOJHATHIMU
Horamu. [Ipn HeoOXoauMOCTH MOXET ObITh BHYTPHUBEHHO BBEIEH PAcTBOp KarexojamMHuHOB. C
TIOMOUIBIO THATH3a MOKHO YIJIUTh TIEPHHAOIPHI U3 CUCTEMHOTO KPOBOTOKA (cM. pasaen 4.4.).
[Ipu pa3BuTHH YCTOMUMBOM K Tepanuu OpaauKapIud MOKET IOTpedOBaThCA YCTaHOBKA
AIIEKTpOKapaAnOCTUMYJIsITOpa. Heo6XoaumMo NOCTOSIHHO KOHTPOJIMPOBATh MOKA3aTEIN OCHOBHBIX
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KU3HEHHBIX (YHKIMI OpraHu3Ma, KOHLEHTPALUIO KpeaTUHUHA U 3JIEKTPOJIUTOB B CHIBOPOTKE
KpPOBHU.

S. ®APMAKOJOI'MYECKHUE CBOMCTBA

5.1. ®dapmakoamHaMHUecKHe CBOCTBa

®dapmakoTepaneBTUUYeCKas TpyIIa: CPeAcTBa, IEHCTBYIOIIME HA PEHUH-aHTHOTCH3WHOBYIO
cucreMy; uHrHOUTOpHl AII® B KOMOMHaIMKM ¢ APYrUMU cpenctBamu; MHTHOUTOpHl AIID B
KOMOHWHAIUU ¢ 0J10KaTOpaMH KaJIbIIMUEBBIX KaHAJIOB.

Koxg ATX: C09BB04

AMiounuH
Mexanusm oevicmeus
Avnomunuds  — BMKK, mpousBogHoe auruaponupuavHa.  AMIIOIMIIMH  HMHIHOUpYET

TpaHCMEMOpPaHHBIN TMepexo]] MOHOB KaJblUsl B KAPAMOMHUOLMTHI M TJIaJKOMBIIIEYHbIE KIETKU
COCYJMCTOMN CTEHKHU.

AHTUTHIIEPTEH3UBHOE JIEHCTBUE AaMJIOJUIIMHA OOYCIOBIIEHO TMPSAMBIM  pacciaadisiomuM
BO3JCHCTBUEM Ha TJIAJIKOMBIIIEYHbIE KJIETKM COCYIUCTOW CTEHKH. JleTanbHbIA MEXaHH3M,
MOCPEJICTBOM KOTOPOTO aMJIOJUIMH OCYIIECTBJISICT AaHTUAHTMHAJIBHOE JICHCTBUE, HE BIIOJHE
YCTaHOBJICH, HO W3BECTHO, YTO aMJIOJUIUH YyMEHBIIAET OOIIYI0 HIIEMHUYECKYI0 HarpyskKy
MOCPEACTBOM JIBYX JCHCTBUM:

. BBI3BIBACT paclIupeHue nepudepuieckux apTepuosl, yMeHblas obiiee nepudepudeckoe
COIPOTHUBIIEHUE COCYA0B (MOCTHArpy3Ky). Ilockonbky vactota cepaeunbix cokpaienuii (HCC)
P STOM HE U3MEHSETCS, MOTPEOHOCTh MUOKAp/a B KUCIOPO/I€ CHUYKAETCS.

. BBI3BIBAET PACIIMPEHUE KOPOHAPHBIX apTePUN U apTEPUOJI KaK B UIIEMU3UPOBAHHOMU, TaK
W B MHTAaKTHOW 30Hax. VX awnaranus yBeJIWYMBAaeT MOCTYIUIEHHWE KHCIOpPOJa B MHUOKapA y
MAIMEHTOB C Ba30CHACTHYECKON creHokapiauei (cteHokapaus [lpuHiMerana, wiv BapuaHTHas
CTEHOKapIus).

Knunuueckas s¢gpgpexmugnocms u 6ezonacnocmeo

VY manuentoB ¢ Al mpuem amiogunuHa 1 pa3 B CyTKM OOeCIeUMBaeT KIMHUYECKU 3HAYUMOE
cHIKeHnEe AJl B TIOJIOXKEHUU «CTOSD» U «JIekKa» B TeUeHUe 24 4. AHTUTUIIEPTEH3UBHOE JICHCTBUE
pa3BUBAeTCs MEIJIEHHO, B CBA3M C 4YE€M, pPAa3BUTHE OCTPOM apTEpPUAIBHOW TUIIOTEH3UU
HEXapaKTEPHO.

VY manmeHToB co CTEHOKapauel mpueM amiioAunuHa | pa3 B CyTKHM yBeJIMYMBAeT oOlee BpeMs
(bU3UYECKON HATPY3KH, YBETUYUBAET BpEMS 10 Pa3BUTHS IPUCTYIIA CTCHOKAPIUU U JI0 TIOSIBJICHUS
nenpeccun cermeHta ST Ha 1 MM, a Takke CHMXKAET 4YacTOTYy MNPUCTYIOB CTEHOKAPIUU U
NMoTpeOIeHNE HUTPOTJIMIIEPUHA TTO]] SI3bIK.

AMJIOTUNIUH HE OKa3bIBa€T HEOJAromnpusATHBIX MeTabonndeckux 3()QexToB W He BIUAET Ha
KOHIICHTPAIIMIO JIMMUJIOB IUIa3Mbl KpoBH. lIpemapar MoKeT NPUMEHSTHCS y TAIMEHTOB C
COIYTCTBYIOIIEH OpOHXUATHHONU aCTMOM, CaXapHbIM AUA0ETOM U TIOJIarPOA.

Hwemuueckas o6oneznsv cepoya (UHC)

Pesynbrarel oueHku 5((HEKTHBHOCTH CBUACTENBCTBYIOT O TOM, YTO MpPHEM aMJIOJUNUHA
XapaKTEePU3YEeTCs MEHBIITUM KOJIMUYECTBOM CIIy4aeB TOCIUTAIU3AIMH 10 TIOBOY CTEHOKAPIAUHU U
MIPOBEACHUS POLEAYp peBacKyasipu3annu y nanueHton ¢ UBC.

Cepoeunas nedocmamounocnio

Pe3ynbrarbl TreMOOMHAMUYECKUX HCCIEIOBAHUM, a TakXke pe3yjbTaThl KIMHUYECKHUX
ucciaenoBannii ¢ ydactuem mamueHToB ¢ XCH |I-IV  ¢ysknwonansHOrO Kitacca 1o
knaccudukanuu NYHA npogeMoHCTpUpoBaliv, YTO aMJIOAUITHH HE MIPUBOIUT K KIMHUIECKOMY
YXYIIICHUIO, OCHOBBIBASACh HA JIAHHBIX IO MEPEHOCHUMOCTH (HU3UYECKON HArpy3Kku, (paxiiuu
BBIOpOCA JIEBOTO KENYA0YKA U KIIMHUYECKUX CUMIITOMAX.

VY nmauuentoB ¢ XCH -1V ¢ynkunonansHoro kiacca no knaccupuxanuun NYHA, Ha ¢one
npreMa AUTOKCUHA, TUYPETHKOB U HHTUONTOpoB AIID, 61710 TOKa3aHO, YTO MPUEM aMITIOIUTTNHA
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HE IPUBOJUT K MOBBIIICHUIO PUCKA CMEPTHOCTU WJIM CMEPTHOCTH M 3a00JI€Ba€MOCTH, CBS3aHHOMN
C CEpAEYHON HEJOCTATOYHOCTHIO.

B nmonrocpoyHbIx MCCIEAOBaHUAX Y MAMEHTOB C XPOHUUYECKOH CepAeuHOl HEeI0CTaTOUHOCTHIO
I u IV ¢dynxmuonansHoro kiacca no kinaccupukanun NYHA 0e3 KIMHUYECKUX CHMIITOMOB
NBC wunu oOBEKTHBHBIX JaHHBIX, cBHjaeTeNbcTBYyrOmux o Hammuuu UBC, Ha done mpuéma
CTaOMIIBbHBIX 7103 THTHOUTOpOB AIID, cepeuHbIX IIMKO3UA0B U TNYPETUKOB ITOKA3aJl, YTO IPHEM
aMJIOAWINHA HE OKa3blBaeT BJIMSHUS Ha OOIIMI IOKa3aTeab CMEPTHOCTH OT CEepJCHHO-
COCYIUCTBIX 3a0oyieBaHUI. Y [aHHOH MOMYyJSAIUM TAalWEHTOB IPHMEHEHHE aMJIOJUIHHA
COIPOBOXKAAIOCH YBEIMUEHUEM KOJIMYECTBA COOOIEHUI O Pa3BUTUH OTEKa JIETKUX.
IIpogunaxmuxa ungpapkma muokapoa

D¢ hekTUBHOCT, U 0€30MMacHOCTh MpUMEHEeHHs amiomunuHa (2,5—10 mr/cyrt), Au3HHONpHIA
(1040 wmr/cyt) u xmopramumona (12,5-25 mr/cyt) B KadecTBe Ipernapara «IepBOH JUHHUN
M3ydajlach y MaIlMEHTOB C MATKOW WJIM YMEPEHHOM cTenenbto Al 1, mo kpaiiHel Mepe, OJTHUM U3
JOMOTHUTENBHBIX (hakTopoB prcka UBC.

He BbIsIBIIEHO CYLIECTBEHHBIX Pa3iNuUil 10 OCHOBHOMY KPUTEPUIO OLIEHKH (KOMOMHUPOBAHHBIN
1oKa3arejab YacTOThl JIeTAIbHBIX HcX0oa0B oT MBC m wyacrora HedaTanbHBIX WH(APKTOB
MHUOKap/ia) MEXIy TpyIlaMyd amIOAUNNHA M XJIOpTanuaoHa. YacToTa pa3BUTHUS CEpIEYHON
HEJ0CTAaTOYHOCTH B IPYMIIE aMJIOJUIIHNHA ObllIa CYIIECTBEHHO BbIILIE, YEM B TPYIINE XJIOPTAIUIOHA
- 10,2 % u 7,7 % cooTBeTcTBEHHO. He BBISABICHO CYIIECTBEHHBIX PA3JIMYMil OOIIEH YacTOTHI
JIETAJIbHBIX UCXO/0B B IPYIIE aMJIOIUIIMHA U XJIOPTAIUA0HA.

Ilepunponpuin

[Tepurmonpun — wHrHOUTOP (EpPMEHTa, MpPEBpaIIaAOIIero aHrHOoTeH3uH | B anrmoreHswH 11
(uarubutop AIlID). AnruoreHsuHnpeBpamammuid (pepmeHt, wiu kuHuHaza I, sBisercs
9K30IENTHAA30M, KOTOpash  OCYILIECTBJISIET KaK IpeBpallleHHe aHruoreHsuHa | B
COCYAOCY’KHBalOIlee BeliecTBO aHruotreH3uH II, Tak u pacman OpaJWKHHHHA, O0JaJAIOLIETO
COCYAOPaCIIUPSIIOIINM JEHCTBUEM, 10 HEAKTUBHOI'O T'eNTalenTUaA.

WNurubuposanve AII® npuBoAUT K CHUKEHHUIO KOHIIEHTpAIMK aHTHOTeH3uHa ] B mia3me kpoBw,
YTO BbI3bIBAET YBEIMUEHUE aKTUBHOCTH PEHUHA I1JIa3Mbl KPOBU (110 MEXAHU3MY «OTPHULIATEIbHON
00paTHOM CBSI3W») U YMEHbIIIEHUE CEKPELIUU allbIOCTEPOHA.

[Tockonbky AIID nnaktuBupyet OpaaukuuuH, nogasieHue AIID conpoBok1aeTCs MOBHIIIICHUEM
AKTUBHOCTH KaK LIMPKYJIUPYIOIIEH, TaK U TKAHEBOM KAJNTMKPEUH-KUHUHOBOM CUCTEMBI, IPH 3TOM
TaK)Ke aKTUBUPYETCS CCTeMa MPOCTariaHInHOB. Bo3MOXHO, 4TO 3TOT 3()(HEKT ABIISETCS YACThIO
MeXaHHU3Ma aHTUTUTNIEPTEH3UBHOTO JeicTBUS HHTHOUTOpoB AlID, a Takke MexaHU3Ma pPa3BUTHS
HEKOTOPBIX MOOOYHBIX 3P PEKTOB MpenapaToB JAHHOIO Kjacca (HampuMep, Karis).
[lepunmonpun oOKa3bIBaeT TepaneBTUYECKOe JelicTBUe Ojaroaapsi aKTHBHOMY MeETaOOJHTY,
nepuHaonpuiary. Jlpyrue MetaboMThl HE OKa3bIBAIOT MHIHOUpYIoIIero aericTeus Ha AIID in
vitro.

Knunuueckas s¢pgpexmuenocms u 6e3onacnocmes

Apmepuanvrnasn cunepmensus

[Tepunnonpun sBisieTcsa npenapatoM Juist JedeHus Al mo0oit crenenu Tsokectu. Ha ¢gone ero
MPUMEHEHUS OTMEYAeTCsl CHUIKEHHWE KaK CHUCTOJIMYECKOro, Tak M Juacronnueckoro AJl B
MIOJIO’KEHUU «JIEXKA» U «CTOS».

[Tepunponpun ymeHblaeT oouiee nepupepuyeckoe Cocy IUMCTOe COPOTUBIEHUE, YTO PUBOJUT
K CHIDKEHHIO TIOBBIIIEHHOTO AJl M ynmydiieHuio nepudepuyeckoro KpoBoToka 0e3 M3MEHEHUs
qCC.

Kak npaBuiio, mpuém nepuHAONpUIA yBEIMYMBAECT NOYEUYHbIM KpoBOTOK, CK® mpu 3TOM HE
WU3MEHAETCS.

AHTUTHIIEPTEH3UBHOE JEUCTBUE IMpernapaTa JOCTHUTaeT MakcuMmyma depe3 4—6 d9acoB mociie
OJIHOKPATHOTO MPUEMa BHYTPb U COXPAHSIETCS B TE€UEHHUE 24 4acOoB.

AHTUTHIIEPTEH3UBHOE JIEHCTBUE uepe3 24 yaca 1nocjie 0AHOKPAaTHOTO MPHeMa BHYTPb COCTABIISET
okoJ10 87—100 % OT MakCUMaJIbHOTO AHTUTUIIEPTEH3UBHOTO YPdeKTa.

Camxkenne AJl mocturaercs 10CTaTOYHO OBICTPO.
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TepaneBTuyeckuii 3p@PexkT HacTymaeT MeHee deM uepe3 | Mecsi] OT Hayajga Tepanud W He
conpoBoxaaercs Taxupunakcueit. [Ipexpaiienne 1e4eHnus He BBI3BIBACT d(PPEKTa «PUKOIIETA.
[lepunmonpun oOKa3bIBa€T COCYIOpACIIUPSIONIEE AEUCTBHE, CIHOCOOCTBYET BOCCTAHOBJICHUIO
AIIACTUYHOCTU KPYIIHBIX ApTEPUN U CTPYKTYpPBI COCYIHMCTOM CTEHKU MEIKHX apTEpHil, a TaKKe
YMEHbIIIAET TUIIEPTPOUIO JIEBOTO KEITyA0UKA.

Cmabunvhas uwemuyeckas bonesusb cepoya (MBC)

D¢ heKTUBHOCTH MPUMEHEHHUs TTepuHIonpuia y nmanueHToB (12218 mamuenTos crapire 18 jier) co
crabunpHoit MBC 06e3 xnmHMueckux cumnromoB XCH wu3ydamace B xone 4-JIE€THErO
uccinenoanus. 90 % yyaCTHMKOB HCCIIEIOBaHUS paHEe MEepPeHecIu OCTPbId MHPApKT MUOKapa
W/WIIK TIPOLIEAYPY PEBACKYIISIPH3AIIHU.

BOoapIIMHCTBO NAMEHTOB MOJIYYHIA IOMUMO UCCIIEIYEMOTO IIpenapara CTaH1apTHYIO TEpaIulo,
BKJII0YAast aHTHArPETaHThI, TUTIOIMITUACMAYECKHIE CPECTBA 1 OeTa-aapeHo0IoKaTopsl. B kauecTBe
OCHOBHOTO KpuTepusi >QQpeKTUBHOCTH Oblla BhIOpaHa KOMOMHHpPOBaHHAas KOHEYHas TOYKa,
BKJIIOYAIOIIAsl CepACYHO-COCYTUCTYI0 CMEPTHOCTh, HedaTalnbHbI HH(APKT MHOKapaa W/Win
OCTaHOBKY Cep/Illa C YCIEIHON peaHuMaluen.

Tepanust nepuHAOIPUIOM TPETOYTUIAMUHOM B J103€ 8 MI/CYT, OMH pa3 B JIeHb (3KBUBAICHTHO
10 Mr nepuHIONpHIIa apTUHUHA) IPUBO/IIIIA K CYLIECTBEHHOMY CHIKEHHUIO a0COIOTHOTO PHCKa
B OTHOUIEHMM KOMOMHUPOBAaHHOW KOHEYHOW TOukd 1,9 %, y manueHToB, paHee MEepeHEeCIINX
uH(papKT MHOKapJa W/WIKW TPOUEAYypy PEBacKyJsIpU3allid, CHIDKEHHE aOCONIOTHOTO pPHCKa
cocTaBuio 2,2 % 1o CpaBHEHHUIO C TPYMIION TIaeoo.

Heotinas b1oxada perun-aneuomen3un-aib0ocmeponosoi cucmemol (PAAC)

HmeroTcs  naHHBIE JBYX KJIMHUYECKAX HCCIECJOBAHWN KOMOWHHMPOBAHHOW Tepamuu C
npuMeHenreM uaruouTopa AII® u Giokaropa peunenropa anruorensusa I1 (APA II).
[TpoBoaMIIOCH KIMHUYECKOE HCCIEOBAHUE C YYaCTUEM I[allMEHTOB, MMEIOIIMX B aHaMHE3e
KapAMOBaCKYJISIPHOE WM LiepeOpoBacKysipHOe 3aboseBaHue, MO0 caxapHbIi quaber 2 Twuma,
COIPOBOKAAIOIINICS OATBEPKIEHHBIM TOPAKEHUEM OpraHa-MUILIEHH, a TAKKE UCCIIEJOBAHMUS C
y4acTUEM MAIMEeHTOB C CaXapHbIM IUa0eTOM 2 TUIIa U IUa0eTHUeCKON HepomaTHEe.

JlanHble MCCIe0BaHUN HE BBISIBIIIM 3HAYUMOTO IOJIOKHUTEIBHOTO BIMSHUS KOMOMHUPOBAHHON
Tepanuyu Ha BOSHUKHOBEHHE MMOYECYHBIX W/WIM KapAHMOBACKYJISIPHBIX COOBITUN M Ha MOKa3aTellu
CMEPTHOCTH, B TO BpeMs KaK pPHCK pPa3BUTHS THIEPKAIUEMHHM, OCTPOHl IOYEHHOUH
HEJOCTATOYHOCTH W/WIJIM TUIIOTEH3UN YBEIMYUBAIICS IO CPAaBHEHHUIO C MOHOTEpAIuUei.
[IpyunuMass BO BHHUMaHHS CXOXXHE€ BHYTPUTPYIIOBBIE (apMaKoJIWHAMUYECKHE CBOMCTBA
uHruouTopoB AII® u APA 11, naHHbIe pe3ynbTaThl MOKHO OKUATh IS B3aUMOICHCTBHUS JTFOOBIX
JIpyruX IpernaparoB, npeacTaBuTeneit kiaaccoB uHrnoutopos AIID u APA 11

B cBs3u ¢ 3TMM MNpOTHUBOMOKA3aHO NpuMeHeHue HHrubutopoB AIID B coderaHuu c
AHTaroHUCTaMHU pelenTopoB aHrnoTeH3uHa Il y nanueHToB ¢ nuabeTnyeckoit HepponaTHe.
NMeroTcst naHHbIE KIMHUYECKOTO MCCIEIOBAHUS MO M3YUYEHUIO IMOJIOKUTEIBHOTO BIUSHUSA OT
no0aBIeHMs allMCKUpeHa K cTanaapTHoU Tepanuu nuHruouropom AllD umu APA I y nanuenTos
C caxapHbIM JAua0eToM 2 THUIA M XPOHHUYECKUM 3a00JIeBaHHEM MOYEK, WU KapAHOBACKYIISIPHBIM
3a00sieBaHNEM, JTMOO HMEIOIIUX COYETaHHE 3TUX 3a0oeBaHuil. MccienoBanue ObUIO MPEeKpaleHo
JIOCPOYHO B CBSI3M C BO3POCIIMM PHUCKOM BO3HHUKHOBEHHUS HEOJIAronpusTHBIX HCXOJIOB.
KapaunoBackyisipHas cMepTh U MHCYJBT OTMEYAJIUCH Yalle B IPYIIE NAlMEeHTOB, MOIyYaronx
AITHMCKUPEH, TI0 CPABHEHHIO C TPYIION miuanedo; Takke HeKelnaTeIbHble PEeaklud U Cepbe3HbIe
HEe)KeNlaTelIbHbIEe peakuu 0co0oro uHTepeca (TUNEpKalMeMus, TUIMOTEH3HUs W HapylIeHUs
(GYHKITUH TOYEK) PErUCTPUPOBAIKCH Yallle B TPYTIE aJlUCKUPEeHa, YeM B TpyIIe miamneoo.

AMIIOIUIINH, TEPUHIOTIPUIT

D dekTHBHOCTD MPH IIIUTETHPHOM MPUMEHEHUH aMIIOIMITNHA B KOMOWHAIIMY C TIEPUHIOTPUAIIOM
U aT€HOJI0JIa B KOMOMHAIMK ¢ OeHIpoIyMeTHa3uI0M y TallueHToB B Bo3pacte oT 40 1o 79 ner
¢ Al u, no MeHbIIel Mepe, TpeMs U3 JOTOTHUTEIbHBIX (PAKTOPOB pUCKa Oblia U3yUYeHa.
OcHOBHOW KpuTepuil oueHKH 3()(PEeKTHBHOCTH — KOMOMHUPOBAHHBIM MOKa3aTelb YacTOTHI
HedaTanbHOro HHpapKTa MUOKapaa (B ToM uucie, 6e3005eBoro) u jetanbHbix ucxoaos UBC.
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YacToTa OCIOXHEHUH, IPEIyCMOTPEHHBIX OCHOBHBIM KpUTEpHUEM OLEHKH, B TIpyMIe
amMJIOIMITUHA/TIEPUHIOTIPUIIA Obu1a Ha 10 % HUXKE, 4em B rpyIme
aTeHou10J1a/0eHApoduIyMeTHa3naa, OJHAKO ITO pa3auyue He ObUIO CTATUCTUYECKU J1OCTOBEPHBIM.
B rpynne amnomunuHa/mepUHAONPUIA OTMEYAIOCh JIOCTOBEPHOE CHUIKEHHE YaCTOTHI
OCJIOXKHEHUH, MPEeIyCMOTPEHHBIX JOMOJHUTEIBHBIMU KPUTEPUAMHU 3((EKTUBHOCTH (KpoMme
daranpHOI 1 HedaTaTbHON CepACYHON HEJOCTATOYHOCTH).

5.2. dapMakoKHHeTHYeCKHe CBOMCTBA

Bennunna aGcopOuuu NEepUHIONPHIA M aMJIOJWIKMHA TPU HPUMEHEHUH JIEKapCTBEHHOTO
npenapata Ilpectanc cCyliecTBEHHO HE OTIMYAaeTcss OT TakOBOM IpU IPUMEHEHUU
MOHOIIPENapaToB.

AMnoaunug

Abcopbyus

[Tocne npuema BHyTpb aMJIOJUIIMH MEIJIEHHO a0COpOUpyeTcs U3 )KeTyA0YHO-KHILIEYHOr0 TPAKTa
(KKT). AGcomoTHas 6MOIOCTYTHOCTH cocTaBisieT okoio 64—80 %. [Ipuem nuimym He OKa3bIBaeT
BJIMSIHUA Ha OMOJJOCTYITHOCTh aMJIOJUIIHMHA.

Pacnpeoenenue

MakcumanbHas KOHIIEHTpalus aMJIOAMIIMHA B IUIa3Me KPOBHU JocTUraercs uepe3 6—12 4 nocne
npuema mpenapara BHyTpb. O0beM pacrperencHus — npumepHo 21 n/kr. B uccnenoBanusx in
Vitro ObUTO MOKa3aHO, YTO OKOJIO 97,5 % LHMPKYIUPYIOLIEro amJIOIUIKHA CBSI3aHO C OelKamMu
IJ1a3Mbl KPOBH.

buompancgopmayus

AMITONTINH METa00IM3UPYETCs B IIeYeHU ¢ 00pa30BaHNEM HEAKTUBHBIX METaOOJINTOB.
Inumunayus

Koneunsiit T1/2 amonunuya U3 mia3msl KpoBu cocTabiisieT 35—50 4, 4yTo Mo3BOJIseT NIPUHUMATh
npenapart 1 pa3 B cyTku. 10 % npuHATOH 10361 aMJIOJUIIMHA BBIBOJAUTCS B HEU3MEHEHHOM BU/JIE U
60 % moukamu - B BHJIe METAOOIUTOB. AMIIOJUIINH HE BBHIBOJUTCS M3 OpPraHU3Ma MOCPEICTBOM
JMann3a.

Ocobvble epynnvl nayuenmos

Tayuenmoi nodcunoz2o 603pacma u nayuenmol ¢ HapyuweHuem @yHKYuu no4ex

Bpewms or npuema npenapaTta A0 JIOCTH)KEHUS MaKCUMaJIbHOM KOHLEHTPALMU aMJIOJMIIMHA HE
pasin4aercss y MalUeHTOB MOXHUIOro W 0osee MOJOJOro Bo3pacta. Y MalMeHTOB MOXHIIOTO
BO3pacTa OTMEYAeTCs 3aMeJIeHHE KIMPEeHca aMJIOAUIINHA, YTO NpUBOIUT K yBenuueHuto AUC.
VYBennuenne AUC u Tiz y manuentoB ¢ XCH cooTBeTcTBYET mpeamnogaraeéMoil BEJIMYUHE AJIs
JTAHHOM BO3pPACTHOM IPYIIIBI.

VY nanueHToB ¢ HapylmeHHeM (QyHKIMU TOYeK U3MEHEHUsI KOHIIEHTPAluN aMJIOJUIMHA B TUIa3Me
KPOBH HE KOPPEJIUPYIOT CO CTENEHbIO MOUYEYHON HEJ0CTaTOYHOCTU. BO3MOKHO HE3HAUUTENIBHOE
yBenudenue Tay.

Hayuenmol ¢ napywenuem @yHKyuu neyenu

JlaHHblE O TPUMEHEHUM AaMJIOJUIMHA TAalMeHTaMU C TIEYCHOYHOM HEeJ0CTaTOYHOCTBIO
OTrpaHHYEHBI. Y MalMEHTOB C IEYEHOYHON HETOCTATOYHOCTHIO HA0JII01aeTCsl CHUKEHHE KIMpPEeHca
aMJIOJIMIINHA, YTO MPUBOAUT K yBenuueHuto T12 u AUC npubnusutensHo Ha 40—60 %.
Ilepunnonpun

Abcopbyus

[Tpu npueme BHYyTpb MEPUHAOIPHII OBICTPO BCACHIBAETCS, MAaKCUMalIbHAasi KOHIIEHTPAIUS B IJIa3Me
KpOBH JlocTUraercs B reueHue 1 4. T12 u3 miasmel KpoBH cocTaBisieT | u.

[Tpuem numy 3amMeUIsieT MpeBpaleHre MePUHI0NpUIa B IEPUHIONPUIIAT, TAKUM 00pa3oM BIUss
Ha OuomoctynHocTh. [loaTomMy mpemapar cienyeT NMpUHMMaTh | pa3 B CyTKH, yTpOM, Iepesn
IPUEMOM TTHIIIH.

Pacnpeoenenue

O0nem pacmpesesieHusi CBOOOTHOTO TEPUHJAONPHIIATa COCTaBIAeT TpuobausuTenpHo 0,2 J/KT.
Cas13b nepuHaoNpuiaTa ¢ 6e1KamMmu Ia3Mbl KpoBH, I1aBHBIM 00pa3oM ¢ AIID, cocraBisieT okoi1o
20 % ¥ HOCHUT J0303aBUCUMBIN XapaKTep.
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buompancpopmayus

[lepunponpun He obnamaeT (GapMakoJIOTHUYECKOM akTUBHOCTBHIO. IlpubmusutensHo 27 % OT
001Iero KOJIMYeCTBa MPUHATOTO BHYTPb MEPUHIONPHUIIA MONAAaeT B KPOBOTOK B BUJIE AKTUBHOTO
MmeTabonuTa nepunaonpuiara. [lomumo nepungonpuiara oOpazyroTcs eme 5 MeTaboIuToB, He
oOnamaromux  (apMakoNOrMueckoil  aKTHUBHOCThIO.  MakcumanbHas  KOHIEHTpauus
NEepUHAONPUIIATA B IJIa3Me KPOBH JJOCTUraeTcs yepes3 3-4 yaca mocie npruemMa BHyTpb.
Inumunayus

[lepunmonpunar BHIBOAUTCS W3 opraHm3Mma nodkamu. KoHeunbrii Tie cBoOOmHON (pakuuu
COCTaBIISIeT OKOJIO 17 4, MO3TOMY PaBHOBECHOE COCTOSIHHE JOCTUTAETCsI B Te€UEHHE 4-X CYTOK.
Jluneiinocms (Henunetlinocmu)

CymiecTByeT TMHEMHAas 3aBUCUMOCTb KOHIIEHTPALMK IIEPUHAONPUIIA B IJIa3Me KPOBHU OT €TI0 JI03bI.
Ocobvbie epynnsl nayuenmos

Tlayuenmoi nodxcuno2o 8603pacma u NAYUEHMbL ¢ CepOeyHOU U NOYEYHOU HedOCMAmMOYHOCIbIO
BriBeienue nepuHonpuiaTa 3aMeIJICHO y MAlMEeHTOB IMOKUIION0 BO3PAcTa, a TAK)Ke y MAIllMeHTOB
C CeplIeyHOM M TMOYEUHOH HeAocTaToyHOCThIo (cM. pasnen 4.2.). [loaToMy y AaHHBIX TpyIIl
NAIMEHTOB HEOOXOAMMO PEryJipHO KOHTPOJIHPOBATH KOHIICHTPALMIO KpEaTWHWHA M Kalus B
1a3Me KPOBH.

Hayuenmoi ¢ HapywieHuem YHKYUU neyeHu

Junanv3Hbelil KIMpeHc NepuHaonpuiaTa coctaisetr 70 Mi/MuH.

dapMaKOKHHETHKA EPUHIONPUIIA HApYIIeHa Y MAIIUEHTOB C IIMPPO30M ITEYCHHU: €r0 EUEHOUHBIN
KIIMPEHC YMEHbIIaeTcs B 2 pa3a. TeM He MeHee, KOIMYeCTBO 00pa3yIoIerocs nepuHIonpuiaTa
HE YMEHbILIACTCS, YTO HE TPeOyeT KOPPEKUUH 103kl (M. pa3zaeisl 4.2. u 4.4.).

5.3.  JlaHHbIe TOKJIMHUYECKOH 0€30MacHOCTH

Amitounun

Penpooykmusnas moxcuunocmo

HccnenoBanusi penpoJyKTHUBHOM TOKCHMUHOCTM Ha KpbICaX W MBIIIAX IOKa3aid YBEJIWYECHUE
nepuoja BbIHAIIMBAHMS, YBEJIWYEHHE IPOJOJDKUTEIBHOCTH POJOPA3PELICHUsT U CHI)KEHUE
BBDKMBAEMOCTH IIOTOMCTBA IIPU IPUMEHEHUH TIPENIapaTa B 103aX, MPEBBIIAOINX MAaKCUMaJIbHbIE
PEKOMEHI0BaHHbIE JUIs YesloBeKa MpuOan3nuTenbHo B 50 pas (mpu pacuere B MI/KT).

Hapywenue gpepmunvrnocmu

[Ipu npumeHeHuu amogumnuHa B go3ax a0 10 wmr/kr/meHs (uro B 8 pasz™ mpeBbimaer
MaKCHMaIbHYI0 PEKOMEHI0BAHHYIO [T deioBeka 103y 10 Mr pu pacueTe B MI/M2), BTUAHHS Ha
(bepTUIIBHOCTD Y KPBIC, MOTYYaBIIUX aMJIOAUIUH (CaMIlbl B T€UeHUE 64 THEH U cCaMKU B TEUCHUE
14 nHelt no ciapuBaHus), oOHApYKEHO He ObL10. B 1pyrom uccnenoBaHuu Ha KpbIcax, B KOTOPOM
camIlbl TIoNyyanu amiogunuHa OezunaTr B TeueHue 30 nHeH B 103e, CPAaBHUMOM ¢ J030H A7s
yenoBeka (mpu  pacuere B MI/Kr), ObUIO OOHApy>KEHO CHWIKEHHWE KOHIICHTpAlUU
(GOJUTMKYIOCTUMYTUPYIOIIEro TOPMOHA U TECTOCTEPOHA B IIa3Me KPOBH, a TAKXKE YMEHbLICHHE
IUIOTHOCTHU CHEPMBI M KOJIMYECTBA 3PEJIbIX ciepMaTu U kietok CepToiu.

KCZHI/;QPOZQHQB, MymaceHes

Y KpPBIC " MBIHIeﬁ, moJIydaBIINX aMJIOAWUIIMH C KOPpMOM B TCUCHUC 2 JICT, B KOHICHTpAIUAX,
paccuuTaHHBIX s obecriedenust cytouHoi no3el 0,5, 1,25, m 2,5 MI/KT/cyT, MpPU3HAKOB
KaHIIEPOTEHHOCTH OOHapyXkeHo He Obu1o. HauwBeicmias mo03a (Ui MBIICH — aHAJIOTHYHAs
MaKCHMaIIbHOH PeKOMEHI0BAaHHOH KIMHMYECKOit o3¢ 10 Mr npH pacdete B MI/M2, a I KPbIC —
B 2 paza* ee mpeBblaromnias) Obiia 0JIM3Ka K MAKCHMAJIBHOW TMTEPEHOCUMOM J103€ JIJIsl MBIIIEH, HO
HE /17151 KPBIC.

B xozme uccnenoBaHuii MyTareHesa HH Ha T€HHOM, HU Ha XPOMOCOMHOM YpOBHE 3((eKTOB,
CBSI3aHHBIX C TPUMEHEHUEM Tpernapara, 00HapyKeHO He ObLIO.
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*U3 pacuera Ha Maccy marueHTa S0 Kr.

[lepunponpun

B uccrnenoBaHusAX XpOHMYECKOW TOKCHMYHOCTH (HA KpbIcax M 00e3bsHAX) MPHU MEPOPATBHOM
prEeMe OPraHOM-MUIICHBIO SIBISIFOTCS TIOYKH, HAPYIIEHUSI HOCAT OOpaTHMBII XapakTep.
MyTareHHOCTH B HCCIIEAOBAHUAX in Vitro u in Vivo OTMEYEHO He OBLIO0.

UccnenoBanust penpoyKTUBHOM TOKCUYHOCTH (Ha KpbICaX, MBIIIAX, KPOJIUKAX U 00€3bsiHAX) HE
BBISIBIJIM TIPU3HAKOB AYMOPHOTOKCHYHOCTH MJIM TepaToreHHOCTH. OMHaKo OBLIO MOKa3aHO, YTO
WHTHOUTOPHI aHTMOTCH3MHITPEBpAIIAOIIEro (pepMeHTa, Kak KJ1acc, OKa3bIBAIOT HEXKEIaTeIbHOe
BO3JICHCTBUE HA IO3/IHEEC PA3BHTHE IUIOAA, YTO MPUBOIUT K THOETW TUIOAA W BPOXKICHHBIM
HAPYIICHUSIM Y TPBI3YHOB M KPOJIMKOB: HAOIIOIATHCH MOPAKEHUS MTOYEK M POCT NEPUHATATBHON
W TIOCTHATAJIbHOM CMepTHOCTH. Hu y caMIioB, HM y cCaMOK HE OTMEYAJIOCh HapyIICHUS
(bepTUIBLHOCTH.

KanrmeporeHHOCTH B MCCIIEIOBAaHUSIX JUTUTEIBHOTO MPUMEHEHUS TIpenapara Ha KpbIcax M MBbIIIax
OTMEUEHO HE OBLIO.

6. ®APMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOTaTeJbLHBIX BENIECTB
[{emtron03a MEKPOKPUCTAIITUIECKAST

JlakT03BI MOHOTHIPAT

Maruus creapar

KpeMH#s1 TMOKCHT KOJIJIOUTHBIN O€3BOIHBIN

6.2. HecoBMecTHMOCTDH
He npumennmo.

6.3. Cpox rogHocTH (CPOK XpaHEeHUsl)
3 rona.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUH
XpaHuTb 1pu Temieparype He Boie 25 °C.

6.5. XapakTep u coaep:KaHHe MEPBUYHOI YTAKOBKH

ITo 29 nnu 30 TabneTok Bo (pyrakoH U3 MOJIUIPOIUIIEHA, CHA0OKEHHBIH 103aTOPOM U3 MTOJINATUIICHA
HU3KOM IUIOTHOCTM W KPBIIIKOM W3 MOJMATWICHA HU3KOW IUIOTHOCTH, COJEpKaIen
BJIAroIOrJIOMIAIOLINH Ieflb (CHIIMKArelb).

ITo 1 ¢pnakoHy ¢ TUCTKOM-BKJIAJBIILIEM B TAUKy KAPTOHHYIO C KOHTPOJIEM MEPBOT0 BCKPBITHUS.
YnakoBka AJ1s CTallHOHAPOB:

I[To 30 TabneTok BO (py1akoH U3 MOTUIPOIUIIEHA, CHAOKEHHBIN 103aTOPOM M3 MOJMATUIIEHA HU3KON
IUIOTHOCTU U KPBIIIKON W3 TOJIUATUIIEHA HU3KOHM TUIOTHOCTH, COJEPKaIe BIaronoriomarmui
relib (CHJIMKarenb).

I[To 3 ¢akoHa ¢ paBHBIM KOJMYECTBOM JIMCTKOB-BKJIAJBIIIEH B AaUKy KAPTOHHYIO C KOHTPOJIEM
MEPBOrO BCKPBITHSL.

6.6. Oco6ble Mepbl NPEIOCTOPOKHOCTH NPH YHHYTOXKEHHM WCIOJbH30BAHHOTO
JIEKAPCTBEHHOT0 MpenapaTa Wiu 0TX0I0B, MOJYYeHHBIX MOcje MPUMeHeHUs npenapara, u
APYyrue MAaHUIYJISIIUH C TIPenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JAEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA
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®paHuus

«Jlabopatopuu Cepsre» / Les Laboratoires Servier

92284 ®pannus, Cropen Cenexc, yi. Kapuo 50 / 50, rue Carnot, 92284 Suresnes Cedex, France
7.1. IlpeacraBuTe]b Jep:KaTesisi PerHCTPALMOHHOrO YI0CTOBEpPeHHUS! HA TEPPUTOPHH
Coro3a

[IpereH3un norpeduTesell HaPaBIATh M0 AAPECY:

Poccuiickas ®@enepanus Pecnyosiuka Ka3zaxcran u Kniproizckast
AO «Cepsbe» Pecny0imnka

Anpec: 125196, r. Mocksa, yi. JlecHas, TOO «CepBbe Kazaxcran»

oM 7, atax 7/8/9 050020, Kazaxcra#n, r. Anmatsl, Tip. JlOCTBIK,
Ten.:+7 (495) 937 07 00 310

dakc: +7 (495) 937 07 01 Ten.: +7 (727) 386 76 62

D1 moyra: Servier.russia@servier.com On. moyra: kazadinfo@servier.com
Pecny0siuka benapych Pecny0siuka Apmenust

[IpencraButensectBo YAO «Les Laboratoires  IIpencraBurensctBo «Jlaboparopuu CepBbe»
Servier» (Opaniysckas PecnyOnrka) B 0002, r. EpeBan, KentpoH, yi. AMupsina, 15,
Pecny6iiuke bemapych marasuH 100

220030, r. Munck. yn. Mscuaukosa, 70, od. Ten.: +374 (10) 50 50 74

303 O moyra: mariam.antonyan@servier.com

Ten.: +375 (17) 306 54 55/56
On. moura; officeBY @servier.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
JITI-Ne(000575)-(PT-RU)

JII-Ne000575-TTI-BY

JII-Ne(000575)-(TI-KG)

JITI-Ne(000575)-(TTI-AM)

Q. JATA TEPBUYHON PEIACTPAIIMU (IIOATBEPXKJIEHUS
PETUCTPALIMU, IEPEPETUCTPAILINN)

JlaTa niepBoi perucTpanuu:

B Poccuiickoii @eneparuu 16.02.2022
B Pecny6mmuke benapycs 04.10.2022

B Keipreizckoit Pecniy6nnke 02.12.2022
B Pecniy6nmuke Apmenwnst 06.04.2023

10. JATA IMIEPECMOTPA TEKCTA

OO61mas xapakTepucTUKa JieKapcTBeHHOro npemnapara [Ipectanc goctynHa Ha HHGOPMaLMOHHOM
noprane EBpa3uiickoro 5KOHOMHYECKOr0 CO03a B MHPOPMAIIMOHHO-KOMMYHUKAIIMOHHON CETH
«Hurepuer» http://eec.eaeunion.org/.
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