OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

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

2. KAYECTBEHHBIN U KOJIMYECTBEHHbBIN COCTAB

JelicTByro1Ke BelecTBA: aMIIOAUIIUH + MEPUHIONPHUIL.

[Ipecranc, 5 mr + 5 mr, TabneTku

Kaxxnas rabnetka cogepxut 6,935 Mr amiiogunuHa 6e3usiata, 5KBUBAJICHTHOTO 5 MI" aMJIOIMITUHA,
1 5 MT IEpUHI0NpHUIIa aprUHUHA, SKBUBAICHTHOTO 3,395 MI nepuHonpuia.

BcnomoratenpHbie BeliecTBa, HaTUYME KOTOPBIX HAJ0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4.).

[Ipecranc, 5 mr + 10 mr, TabaeTku

Kaxxnas Tabnetka conepxut 6,935 Mr amnoaunuHa 6e3uiiata, 3KBUBaJICHTHOT'O 5 MI aMIIOIUIIHHA,
u 10 Mr nepuHONpUIIa apruHuHA, SKBUBAJIEHTHOro 6,79 Mr nepunjaonpuia. BcnomorarenbHbie
BEIECTBa, HAJM4KUe KOTOPBHIX HAJ0 YUYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O MperapaTa: JIaKTo3a
(cm. paznmen 4.4.).

[Ipecranc, 10 Mr + 5 Mr, TabieTku

Kaxnas Tabmetka coxepxut 13,87 mr ammoaunuua Oe3miata, SKBHBaJeHTHOro 10 wr
aMJIOAMIHNHA, U 5 MT IEPUHAONPUIIA ApTUHIHA, SKBUBaJIEHTHOTO 3,395 Mr nepuHaonpuia.
BcnomorarenbHbie BeliecTBa, HaTUYME KOTOPBIX HAJ0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cm. paszuen 4.4.).

[Ipectanc, 10 mr + 10 mr, TabneTku

Kaxnmas Tabmerka coxepxkutr 13,87 Mr amyogunuHa Oe3wiaTta, SKBUBajgeHTHoOro 10 wr
amioaunuHa, u 10 Mr nepuHI0oNpuiIa apruHUHA, S3KBUBAJIEHTHOTO 6,79 MI nepuHaonpuia.
BcnomorartenbHble BELIECTBA, HATMYME KOTOPBIX HAJ0 YUHUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O
npenapara: jlaktosa (cM. paszuen 4.4.).

[TonHbll IepeYeHb BCIOMOTaTEIbHBIX BEILIECTB MPUBENIEH B pasaene 6.1.

3. JIJEKAPCTBEHHAS ®OPMA

Tabmnerkn.

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

T (V)
CTOpPOHE M =7 — Ha JIpyTOM.

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

Bl ~
CTOpPOHE U <7~ — Ha JIpyTroH.

IIpecranc, 10 Mr + 5 mr, TaOJIETKH
KBanpaTHble TBOSKOBBIMYKIIBIE TaOJIETKU Oeloro IBera, ¢ rpaBUpoBKOd «10 / 5» Ha omHOMH

Ll (V)
CTOpPOHE M <> — Ha JIpyTrOM.

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. Iloka3aHusi K IPUMEHEHUIO

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. PexuM 103UPOBAaHUS H CIIOCO0 NPHUMEHEHHA

Pexum nozupoBanus
Pexomennyemas no3a — 1 TabieTka B CyTKH.
JlekapcTBeHHblil npenapat IIpectanc He npeHa3HAYEH U1 HAYAJIbHOM TEpanuu.
Jloza nexkapctBeHHoro mnpenapara llpectanc mnoaOupaercss mocie paHee IPOBEACHHOIO
TUTPOBAHUS 103 OTIEJIbHBIX KOMIIOHEHTOB IIpernapaTa: NEpUHIONpWIA WU aMJIOJUIUHA Y
nanuentoB ¢ Al u/unu UBC.
[Tpu TepaneBTHUECKO HEOOXOAUMOCTH 1032 JIEKAPCTBEHHOT O Ipenapata [IpectaHc MOXeT ObITh
U3MEHEHa WM I[PEJBAapUTEIIbHO MOXET ObITh MPOBEAEH MHIMBUIYaJIbHBIA IOJO0D 103
OTJIEIbHBIX KOMIIOHEHTOB.
Oco0ble rpynnbl NalueHTOB
Tayuenmuvr nodcuno2o éozpacma u hayuenmol ¢ Hapyuienuem GyHKyuu novex (cm. pasoenst 4.4.
ul.2.).
BriBenenue nepuHjonpuiata y MalMEHTOB IOXWJIOIO BO3pacTa M IMALUEHTOB C IMOYEYHOU
HE/I0CTaTOYHOCThIO 3aMeaieHo. IloaToMy y TakuxX NalMeHTOB HEOOXOAMMO PpErysspHO
KOHTPOJIMPOBAaTh KOHLIEHTPALIMIO KPEATUHUHA U KaJIUA B IJ1a3M€ KPOBH.
JlekapcTBeHHbIM mpenapar IlpecraHc MokeT ObITh Ha3HA4yeH MALUEHTaM C KIHPEHCOM
kpearnauHa (KK) paBHbIM min ipesbimatonmm 60 mur/mMuH. JlekapcTBennsiii npenapat [Ipectanc
npotuBonokazan mnanueHtaM ¢ KK wmenee 60 mu/mun. (cMm. paszgen 4.3.). I[lamuentram c
HapylIeHHUeM (PYHKIMM MOYEeK PEKOMEHIYETCs WHIMBUAYalIbHBIA MOA0Op J03 amJIOJWIIMHA U
NIEPUHIONpUIIA.
AMJIOIUNINH, TPUMEHSAEMbI B S3KBUBAJICHTHBIX J103aX, OJMHAKOBO XOPOLIO NEPEHOCHUTCS
nalMeHTaMM Kak MOXMJIOro Bo3pacTa, Tak M Oosee MonoabiMM nanueHtamu. He Tpebyercs
M3MEHEHHUs PeKuMa JI03UPOBAaHUS y MAIMEHTOB MOKUJIOr0 BO3pacTa, OJHAKO yBEIWYEHHUE O3Bl
CJIeLyeT IPOBOIAUTH C OCTOPOKHOCTBIO.
M3MeHeHne KOHIIEHTpaIy aMJIOIMIIMHA B IJIa3Me KPOBH HE KOPPEIUPYET CO CTENEHBIO TSHKECTU
MIOYEYHON HENOCTATOYHOCTH. AMIIOIUIINH HE BBIBOAUTCS U3 OPraHU3Ma OCPEACTBOM AUAIN3A.
Iayuenmul ¢ Hapywenuem gynkyuu nevenu (cm. pasoenvt 4.4. u 5.2.).
JUis manueHToB ¢ JIETKOW MM YMEPEHHOH MNEeYeHOYHOM HEeIOCTaTOYHOCTBIO MOA00p 03Bl
HEO0OXOJUMO TPOBOJUTH C OCTOPOKHOCTHbIO. PekomMeHayeTcsi HauMHaTh MpHEM Ipenapara ¢
HU3KUX 7103 (cM. pa3zensl 4.4. u 5.2.).
Bri6op onTuManbHOM HayaabHOM M MOAJEP)KUBAIOIIEH N103bI I MAIMEHTOB C MEYEHOYHOU
HEZ0CTAaTOYHOCTBIO CJIEyEeT NPOBOAUTHh MHIAVBUAYAIBHO, IPUMEHSS Npenaparsl aMIOJUIINHA 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
be3onacHocth u 2 dextuBHOCTS Tpemapara [Ipecranc y nereit B Bozpacte oT 0 g0 18 ner Ha
JaHHBII MOMEHT HE YCTaHOBJIEHBI. [[aHHBIE OTCYTCTBYIOT.
Crnoco0 npuMeHeHus
BuyTtps, no 1 Tabnerke 1 pa3 B CyTKH, IPEANIOYTHTENBHO YTPOM, TIepel MpUeMOM NUIH. TabneTky
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CJIEAyeT TJIOTATh IIETUKOM, HE Pa3)KeBbIBas, 3alMBasi BOJIOM.
4.3. TlporuBomoxkasaHus

- ['unepuyBCcTBUTEIHLHOCTD K MIePUHJIONPUITY, IpyrumM MHTHOUTOpaM
aHruoTeH3uMHNpeBpamammero ¢epmenta (AIlD), ammoaunuHy, IPyrdM HPOU3BOIHBIM
JUTHIPONIUPUIMHA UITH K TIOOOMY U3 BCIOMOTaTeIbHBIX BELIECTB, IEPEUNCIIEHHBIX B pa3jaene 6.1.
- AHnruoneBpornueckuii oTek (orek KBuHke) B aHamHe3e (B TOM 4ymciie Ha (poHE mpuema
npyrux uHruoutopos AIID).

- HacnencTBeHHBINH/MANONATHYECKUN AHTHOHEBPOTHUECKUH OTEK.

- bepemennocTh u naktanus (cM. pasaen 4.6.).

- CoBMecTHOE TPUMEHEHHME C aJHCKHPEHOM U JIEKapCTBEHHBIMH IIperapaTamu,
CoJIepKallMMH ATUCKUPEH, Y MAIUEHTOB C CaXapHbIM IMa0ETOM U/UITU YMEPEHHBIM WU TSHKEIbIM
HapymeHneM (QyHKIMU T0YeK (CKOpocTh KiryOooukoBoi gunbTparuu (CK®) <60 mu/mun/1,73 m?
TIJIOIIA U TTIOBEPXHOCTH Teua) (cM. pazaensl 4.5. u 5.1.).

- CoBMecTHOE NIPUMEHEHHUE C aHTaroHucTamu peuentopoB anruorensuHa Il (APA II) y
MAaIMeHTOB ¢ AuadbeTnueckoi Hedpomnatuel (cM. pazaen 4.4.).

- CoBMecTHOE TpPHUMEHEHHE C KOMOMHHMPOBAHHBIMH JIEKAPCTBEHHBIMHU IIperapaTaMu,
coJlepKallMMK cakyOuTpui/BaicapTat (cM. pasznensl 4.4. u 4.5.).

- DKCTpakopropaibHas Tepanus, BeAyllas K KOHTAKTYy KPOBH C OTPHIIATEIBHO
3apsKEHHBIMU TIOBEPXHOCTAMHU (CM. pasnen 4.5.).

- BrlpaxkeHHBI JABYCTOPDOHHMM CTEHO3 IIOYEYHBIX AapTepUd WM CTEHO3 apTepuu
€AMHCTBEHHOHN (PYHKIIMOHUPYIOLIEeH moYku (cM. pazzaen 4.4.).

- Tspkenast aprepuanbHas TMIIOTEH3Usl (CHCTOJNIMYECKOE apTepuanbHoe naBieHue (A/l)
Menee 90 MM pT.CT.).

- ok (BkIIrOYas KapAUOTE€HHBIH).

- OOCTpyKIUST BBIXOJHOTO TPaKTa JIEBOTO KelyJ04ka (HAapuMep, BBHIPAKEHHBIH CTEHO3
YCTbsI A0PTHI).

- I'emognHamMuuecku HecTaOMIbHAS CepliedHast HEJOCTATOYHOCTh MOCTIE OCTPOTo UH(papKTa
MHOKap/a.

- [Toueunas negoctarounocts (KK menee 60 mi/mMuH).

4.4. Oco0ble yka3aHusi 4 Mepbl MIPEIOCTOPOKHOCTH NMPHU NPUMeEHEeHUH

IIpemapar  Ilpectanc cinexyer NpPUMEHATH € OCTOPOXKHOCTBIO  IPU  CIEIYIOLIMX
3a00JIEBAaHUSAX/COCTOSIHUSAX: CTEHO3 IIOY€YHOW apTepuu (B TOM 4YHCIE JBYCTOPOHHUM),
€IMHCTBEHHas (DYHKIMOHUpYIOIIAs II0YKa, MEYEeHOYHass HEJOCTaTOYHOCTb, IOYeYHas
HEJ0CTaTOYHOCTh, CUCTEMHBIE 3a00JI€BaHUSI COECAMHUTEIbHOW TKAaHU (B TOM YHCJE CHUCTEMHAas
KpacHasi BOJYaHKA, CKJIEPOJACPMHS), Tepanus HMMYHOIENPECCAaHTaMM, aJUIOIyPHUHOJIOM,
NPOKAMHAMUJOM (PUCK pa3BUTHUS HEUTPONEHMH, arpaHyJIOIUTO3a), CHUXXEHHbIH 00BbeM
mupkyupytomei kposu (OLIK) (mpuem auypetukoB, OecconeBas aueTa, pBOTa, Jguapesi),
OTSITOILIEHHBIM aJJIEeproIoTHYecKuii aHaMHe3 WJIM aHTMOHEBPOTHMYECKHHM OTEK B aHaMHese,
aTepoCKIIepo3, LepeOpoBaACKyIIpHbIE 3a00J€BaHNs, PEHOBACKYJISIpHAsl TUIEPTEH3Ms, caxapHbIN
nuaber, MepBUYHBIN TUIepaIbJA0CTEPOHU3M, XpOHUYECKas cepledHast HegoctaTouHocTh (XCH),
COBMECTHOE TPUMEHEHHE JaHTPOJIeHa, 3CTPaMyCTHHA, KajuiicOeperarmommx AuypeTHKOB,
MpENnapaToB Kajus, KaaUHCOAEp KalluX 3aMEHUTENICH MHUILEBOM COJMW M MPENapaTtoB JIUTHUA,
KJIApUTPOMMIIMHA, TAKPOIUMYCa, IIUKIOCIIOPUHA, UHTHOUTOPOB MJIM MHAYKTOPOB M30(epMeHTa
CYP3A4, runepkamueMus, XUPYpPrudecKoe BMeEIIATEIHCTBO/OOMAs aHECTE3Us, MOXKIION
BO3pAacT, I€CEHCUOMIN3UPYIOIIas Teparus, agepes TUMOnpPOTeNHOB HU3KoM mnoTHocTH (JITTHIT),
AOpTAJIbHBIN CTEHO3/MUTPAJIbHBIA CTEHO3/TUNEpTpOdUUecKas OOCTPyKTUBHAS KapIHOMHOIIATHS,
IPUMEHEHNHE Yy NanueHToB HerpouaHod pacel, XCH nHeumemnueckoi stuosnorun III-IV
GbyHKIIMOHAIBHOTO KJlacca 1o kinaccudukanuu 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 naeHTOB C CEpACYHOM HEIOCTATOUHOCTBIO CIEAYET MPOBOJAUTH C OCTOPOKHOCTHIO.
[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 neoocmamounocmo

VY manueHToB ¢ HapyuieHneM (GyHKIUU TiedeHu rnepuoj nonyBeiBeneHus (T12) u miomanb mox
KpuBOil «koHueHTpauusa-Bpems» (AUC) amnogunuHa yBeanMuuBalOTCs. PekoMmeHmanuu 1o
JIO3UPOBAHUIO TIpenapara He yCTaHOBJeHBI. [Iprem ammoaunuHa He00X0IMMO HavaTh C HauboJiee
HU3KUX 703 U COOJI0JaTh Mephl MPEIOCTOPOKHOCTH KaK B Hayale JeUeHUs, TaKk U IpHU
yBEeTUYeHUH N03bl. [lanimeHTaM C TSKEIoM MEeYEeHOYHOM HEIOCTATOYHOCTHIO TMOBBIIMIATH J03Y
CJIeTyeT MOCTENEeHHO, 00ecreunBasi TIIATEIbHBI MOHUTOPUHT KIIMHUYECKOTO COCTOSIHHUS.
Tlayuenmur nodicunoco eospacma

VY nmanMeHTOB MOKUIIOTO BO3PACTA YBEJIMYEHUE J103bl CIEAYET MPOBOJUTH C OCTOPOKHOCTBIO
(cm. paznmensr 4.2. 1 5.2.).

Iloueunas Hedocmamounocms

[TanieHThI ¢ TOYEYHOM HETOCTATOYHOCTHIO MOTYT IPUHUMATH aMJIOJIMIIMH B CTAHIaPTHBIX J103aX.
W3meHenus mia3MeHHbIX KOHLIEHTPALUi aMJIOJUIIMHA HE KOPPEIUPYIOT CO CTENEHbIO MOYEUHOU
HEJ0OCTATOYHOCTH. AMIIOAUIINH HE BBIBOJUTCS U3 OpraHU3Ma MOCPEACTBOM JHAIIH3A.

[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€K, S3bIKa, TOJOCOBBIX CKIAA0K W/WiIK roptanu (cM. pasnen 4.8.). OTo MOXKET MPOU30UTH
B J1000i1 mepuon Tepanuu. [Ipu MosBIEHUU 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 JIMIO U TYObI, TO €ro
IPOSIBJIEHUS! OOBIYHO MPOXOJAT CAMOCTOSITENIBHO, XOTS JUIsl JIEYEHUS CUMITOMOB MOTYT
IIPUMEHATHCS AaHTUTHCTAMUHHBIE CPEJICTBA.

AHTHMOHEBPOTUYECKUN OTEK, CONPOBOXKAAIOMIMNCA OTEKOM TOpPTaHM, MOXKET IPUBECTH K
netanpHOMY ucxoay. OTek s3bIKa, TOJIOCOBBIX CKIAJOK WM TOPTaHU MOXET IPUBECTH K
O0CTpPYKLIMH AbIXaTeIbHBIX MyTeH. Ilpy MosBIEHMM TaKUX CHMIITOMOB CIE€AYET HEMEJIEHHO
BBECTH SMUHEPPUH (aapeHAINH) MOAKOXKHO W/WIN 00ECHEeYUTh MPOXOAUMOCTb JbIXaTeIbHbBIX
nytei. [lanuenT nomkeH HaxXoAUThCS 0T MEAUIIMHCKUM HAOIIOAEHUEM JI0 TTOJIHOTO M CTOHKOTO
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
(cm. pasznmen 4.3.).

B penxux crnyuasx Ha ¢one Tepanuu uHruouropamu AIID pa3BuBaics aHTMOHEBPOTUYECKUN
OTeK KuleyHuka. [Ipum 3TOM y manueHToB oTMeuanach OOJib B JKMBOTE KAaK H30JIMPOBAHHBIN
CUMIITOM WJIM B COYETaHUM C TOUIHOTOM WM PBOTOM, B HEKOTOPHIX cly4asx, Oe3
MPEIIECTBYIOLEr0 AHTHOHEBPOTHUECKOT 0 OTEKA JIMLA U TPU HOpMalbHOM ypoBHe C1-3cTepassl.
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Jlnarno3 ycTaHaBIMBAJICS C TOMOIIBbIO KOMITBIOTEPHOM TOMOTpauu OPTaHOB OPIOIITHOM MOJIOCTH,
yJIBTPa3BYKOBOI'O HCCJIENIOBAaHUS MJIM B MOMEHT XMPYpPrMUECKOro BMemarenbcTBa. CHMITOMBI
MIPOXOIUIIN TOCIIe MpeKpaieHus npuemMa nHruoutopoB AII®. TTorToMy y manueHToB ¢ 00JIbIO B
o0iacTi KUBOTa, Moiyvaromux uHruouropsl AlID, npu mnpoBeaeHun nuddepeHnnanTbHONR
JTUArHOCTHKU HEOOXOIMMO YUYUTHIBAaTh BO3MOXKHOCTb Pa3BUTUS aHTMOHEBPOTHYECKOIO OTEKa
KHIIIeYHUKa (CM. pa3zen 4.8.).

Coemecmnoe  npumeHenue ¢  KOMOUHUDOBAHHBLIMU  JIeKAPCMBEHHLIMU — NPenapamami,
codeporcawumu eaicapman + caxkyoumpun

CoBMecTHOE TNpPHUMEHEHHE TMEPUHIONPHWIA C  KOMOMHUPOBAHHBIMH  JICKAPCTBEHHBIMU
npenapaTami, COJIEpKalluMHU BajcapTaH + CaKyOUTpHJI, MPOTUBOIOKA3aHO, TaK KaK MOBBIIICH
PHUCK pa3BUTHSI aHTHOHEBPOTHUYECKOTro oTeka (cM. pazzaen 4.3.). [I[pumeHeHre KOMOMHHUPOBAHHOTO
JIEKapCTBEHHOTO Iperapara, CoJAep Kalero 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
JIEKapCTBEHHOT'O Mpernapara, coAepiKaliero Bajicapran + cakyouTpui (cMm. paszaenst 4.3. u 4.5.).
[Ipu coBmecTHOM HpUMEHEHHH HMHTuOUTOpoB AIID C npyrMMu MHrUOMTOpPaMH HENPUIM3HHA
(Hampumep,  paleKaJoOTPUIIOM) TakXKe  MOXKET ObITh  MOBBIINEH  PHUCK  Pa3BUTHSA
AHTMOHEBPOTUYECKOT0 OoTeKa (cM. pa3aen 4.5.). Y nanueHToB, MoTy4yaronuX NepuHI0NpUI, 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 HApYIIeHUEeM (YHKIIMH JbIXaHUS WU
0e3 Hero) (cm. pazzaen 4.5.).

Anachunaxmouonwvie peaxyuu npu nposedenuu agepesza JIIHIIT

B penkux ciydasix y mammeHToB, monydaromux uHruoutopsl AII®, mpu npoBeaenun adepesa
JIITHIT ¢ ucnonb3oBaHMeM JAEKCTpaHa cCyib(haTa MOTYT pPa3BUBATHCA YTPOXKAIOUIME >KU3HU
aHapuiIakTOUHBIe peakuuu. [{ns mpenorBpaiieHus aHAQUIAKTOMTHOW pEaKklIHUU CledyeT
BPEMEHHO IPEKpaTUTh Tepanuio nuruouropom AIID nepen kaxaoi npouenypoi agepesa.
AnaghunaxkmouoHvle peaxkyuu npu nposedeHul 0eceHCcUoOUIU3ayul

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
n30exarhb MmyTeM BpeMeHHON oTMeHbl HHrnouTopos AlI®D, a npu ciydaiiHoM npueMe npenapara
aHa(UIaKTOUHAS PeaKLUsl BO3HUKAJIA CHOBA.
Heiimponenus/acpanynoyumos/mpomboyumonenus/anemust

HmeroTes cooO1eHus 0 pa3BUTHH HEHTPONIEHUH/arpanyJIoLuTo3a, TPOMOOIIMTONIEHUH U aHEMUU
Ha ¢oHe npuema MHruOouTopoB AIID. V manueHTOB ¢ HOPMaNbHOM (QYHKIMEW MOYEK U NpHU
OTCYTCTBUH JPYTUX COMYTCTBYIOIIMX (DaKTOpOB HEWTpomeHus paszBuBaeTcs peako. C kpaiiHei
OCTOPOKHOCTBIO CIIEAyeT MPUMEHSITh NEPUHIONPHI Ha (QOHE CHUCTEMHBIX 3a00JieBaHUM
COEJMHUTENIHOM TKaHH, a Takke Ha (OHE MpHeMa UMMYHOJCNPECCAHTOB, aJUIONYPHUHOA WU
MIPOKanHaMHU/1a, 0OCOOEHHO Yy TIAIMEHTOB C HAPYIIEHHON (QyHKIIMEH MOYeK.

YV HEKOTOpBIX MAIMEHTOB BO3HUKAJIM TsKeNble MH(EKIMOHHBIE 3a00JIeBaHMsI, B pAE CIy4yaes,
YCTOWYMBBIE K MHTEHCUBHOM aHTHOMOTHKOTepanuu. llpu mpumeHeHMM NepUHAONpPUIIA TaKUM
NAlUEHTaM PEKOMEHAYETCS NEPUOJMUYECKH KOHTPOJIMPOBATh YPOBEHb JIEHKOIMTOB B KpPOBH.
[TaniueHTHl OJDKHBI CcOOOMIATh Bpady O JIOOBIX MpH3HAKaxX HWHQEKIMOHHBIX 3a00JIeBaHUMN
(HammpuMmep, 60JIb B TOpJIE, JINXOPATKA).

Penosackynapnas eunepmensus

Y nauMeHToB C JBYCTOPOHHUM CTE€HO30M IIOYEYHBIX apTepUil WJIM CTEHO30M apTepuUu
€MHCTBEHHON (YHKIMOHUpYIOLIeH Nouku Ha ¢oHe Tepanuu nHruOutopamu AllD Bo3pactaer
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PHUCK Pa3BUTHUS apTEpUATIbHON TMIIOTEH3UU U MOYEeUHOM HexocTtaTouHocTH. [Iprem nuypeTukoB
MOYET OBITh JIOTIOJIHUTENbHBIM (DakTOpoM pHcKa (cM. pa3aen 4.3.). Yxyamenue GyHKIUN Modek
MOKET HAOJIOAAaThCs YK€ MpU HE3HAUUTEIbHOM H3MEHEHUU KOHIIEHTPAllUM KpeaTWHHWHA B
CBIBOPOTKE KPOBH, J1aX€E Y NAL[UEHTOB C OJJHOCTOPOHHUM CTEHO30M I10YEUHOM apTepuu.
/lsotinas baoxaoa penun-aneuomen3uH-aib0ocmeporosou cucmemol (PAAC)

HmeroTcs npaHHble 00 YBENIMYCHWH PUCKA BO3HUKHOBEHHS apTEPHUAIBbHON T'HIIOTCH3HH,
TUIEpKAIMEMUU U HapylleHus (pyHKIKU MoYeK (BKJII0Yas OCTPYIO MOUYEYHYIO0 HETOCTaTOUHOCTD )
IpU COBMECTHOM mpuMeHeHUH HUHTUOMTOpoB AII® ¢ APA Il umm amuckupenom. [lostomy
nBoriHas Onokama PAAC mocpencTBoM COBMECTHOTO NpuMeHeHuss uHruoutopoB AlID ¢
AHTaroHUCTAMHU PELENTOPOB aHTHOTEH3MHA 1] UM aTMCKUPEHOM HE PpEKOMEHIYETCsI (CM. pa3esibl
4.5.u 5.1.). Ecnu nBoiinas 610Kana abCOMIOTHO HEOOXO0IMMA, TO 3TO AOKHO BBITIOIHATHCS O]
CTPOTUM HAOJIOJCHHEM CIEIHANCTa TPU PETyJISIPHOM KOHTpoJie (YHKLIHUH TOYEK,
KOHIIEHTPAILUU 3JIEKTPOIUTOB B KpoBU U AJl.

[Tpumenenue unrubutopos AII® B coueTaHuM ¢ aHTArOHUCTAMU PELIETITOPOB aHTHOTEH3UHA 11
MIPOTUBONOKA3aHO Y MAIIMEHTOB ¢ AMa0eTHUeCKON HeponaTuel 1 He PEKOMEHAYETCS y APYyTux
nanueHToB (cM. pasaensl 4.3. u 4.5.).

Tlepsuunulii eunepanboocmepoHusM

[TarueHTsl € NEPBUYHBIM TUIEPATBJOCTEPOHU3MOM, KaK IPaBUJIIO, HE BOCHPUHMMYHUBBEL K
AHTUTUIIEPTEH3UBHBIM IIpenapaTtaM, AeHCTBUE KOTOPBIX OCHOBaHO Ha MHruoupoBanun PAAC.
[ToaTomMy nprMeHEHHE IIpenapaTa y TAKUX MalueHTOB HE PEKOMEHTy€ETCS.

Apmepuanvnas cunomen3us

WNuaruburoper AII® moryT BeI3BIBaThH pe3koe cHmxenne AJl. Cumnromarndeckas apTepuaibHas
TUINOTEH3Us] PEOKO pa3BUBAETCA y TMalMEHTOB 0e3 COMyTCTBYIOMIMX 3aboneBaHuii. Puck
Ype3MEPHOro CHUKEHUs A/l MOBBIIIEH y MAllMEHTOB CO CHUKEHHBIM 00BEMOM LIUPKYJIUPYIOIIEH
KPOBH, YTO MOXXET OTMeYaTbcs Ha (hOHE Tepanuu AUYPETUKAMH, MPU COOIIOJEHUU CTPOroi
OecconeBoil IMEThI, TEMOANANIN3E, IMapee U PBOTE, a TAKXKE Y MALlMEHTOB C TSHKEJION CTENEHbIO
AT ¢ BbICOKOW aKTUBHOCTBIO peHUHA (cM. paszzensl 4.5. u 4.8.). Y NalueHTOB C MOBBIIECHHBIM
PUCKOM pa3BHUTHS CHMIITOMAaTHYECKOH apTepHaJbHONW THUIOTEH3UM HEOOXOAMMO TIIATEIBHO
KoHTponupoBath AJl, pyHKIMIO TIOYEK U cojepaHHe Kajus B CHIBOPOTKE KPOBH BO BpeMs
Tepanuu JeKapcTBeHHbIM npenaparoMm [Ipectanc.

[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 apTepraibHON T'MIOTEH3UU MALMEHT JOKEH OBbITh NMEPEBEICH B MOJOKEHUE
«JIeKay» Ha CIHUHE C MPUMOJHATHIMU Horamu. IIpyn Heo0X0AUMOCTH cielyeT BOCHOIHUTh 00beM
LHUPKYJIUpPYIOLIE KpOBH NpU TNOMOIIM BHyTpuBEeHHOro BBeaeHus 0,9 % pacTBopa Hatpus
xsopua. [Ipexonsimas aprepuaibHas TMIIOTEH3US HE ABIIETCS NMPEMATCTBUEM IS ajdbHENILIErO
npueMa mnpenapata. I[lociae BoccTaHOBIIEHHS 0ObeMa LUpPKyJupyroueil kposu u A/l neuenue
MOYeET OBITh MPOJOIKEHO.

Mumpanvuvelii cmenos/aopmanvhsiii cmeHos/eunepmpoghuyeckas KapouomMuonamus
[lepunponpun, kak u apyrue UHruouropsl AIID, nomkeH ¢ 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.). Takum
nanueHTaM HeoOXOIUM peryJsipHbII KOHTPOJb COAEpKaHMs Kallisid U KpeaTHHUHA B CHIBOPOTKE
KpoBU (cM. pazzaen 4.8.).

VY nanueHToB C JBYCTOPOHHHM 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¢Q¢dexkT oTMedaeTcsl y MNAlUEeHTOB C IOYE€YHOH HEJOCTaTOYHOCTHIO.
JlonomHUTENbHOE HAIMYME PEHOBACKYJIIPHON T'MIIEPTEH3UU 00YCIIaBIMBAET MOBBIIICHHBIH PUCK
pa3sBUTUSA TSDKEIOM apTepUaIbHOM TUIOTEH3MM W IIOYEYHOM HEJOCTaTOYHOCTH Yy TaKHX
HAIMEHTOB.

VY HeKoTOpBIX NanueHTOoB ¢ Al" 6€3 NpU3HAKOB MOPAXKEHUS COCY 0B I104YEK BO3MOXKHO IOBBIILICHHUE
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 ¢ IPEIIECTBYIONIMM HapyleHHeM (QyHKIIMH TOYeK.
Ileuenounas nedocmamounocms

B penxux cinyyasx Ha ¢oHe npuema uHruoutopoB AIID Bo3HHMKAeT XoJecTaTHUECKas KeNTyxa.
[Ipu mporpeccupoBaHUM 3TOTO CHHAPOMAa BO3MOXKHO pa3BUTHE (YJIbMHHAHTHOI'O HEKpO3a
IIEYEHH, MHOTJA C JIETAJIbHBIM MCXOJ0M. MeXaHu3M pa3BUTUS 3TOro CHHApoMa HesiceH. [Ipu
HOSBJICHUHM JKEJITYXHU WIN 3HAYUTEIBHOIO OBBIIIEHHUS aKTUBHOCTH «II€YEHOYHBIX» ()EPMEHTOB Ha
¢done npuema nHrnOUTOPoB AIID manueHTam ciaeayeT NpeKpaTuTh MPUEM Ipernapara (CM. pas/ient
4.8.) 1 HaXOAUTHCSA MO COOTBETCTBYIOIIUM CUTyalluH 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 JCWCTBUE 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 nnruéuropom AIID mokeT BO3HMKATh Cyxod Kamenb. Kamenb JIuTensHO
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 MPOBEACHUE OOIIMPHBIX ONEpaluii UM KUCIOJIb30BAHUE
CPEICTB JUI1 AHECTE3MH, BBI3BIBAIOIIMX aPTEPUAIBHYIO THIIOTEH3MIO, NEPUHAONPHI MOMKET
OsokupoBaTh oOpa3oBaHue aHruoTeHsuHa Il Ha ¢(oHe KoMIleHCATOPHOTO BBICBOOOKICHUS
peHuHa. JleueHue ciexyeT NpeKpaTUTh 3a CyTKH 10 omnepauuu. IIpu pasButum 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. MakropaMu pHUCKa TMIIEPKATUEMHM SIBISIOTCA IOYEYHAs HENOCTAaTOYHOCTD,
yXyAuleHue QYHKIOUM T0YeK, Bo3pacT crapmie 70 5eT, caxapHbli Jauaber, HEKOTOpble
COITyTCTBYIOIIME COCTOSIHMA (neruapatanus, octpas aekomnencaiuss XCH, merabonndeckuii
aIu103), COBMECTHOE IPUMEHEHHE KaJIuiicOeperarux AMyPETUKOB (TaKUX KaK CIIUPOHOJIAKTOH,
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 KpPOBM (HampuMmep, renapuH, KO-TPUMOKCA30J1, TaKXKe
M3BECTHBIN Kak KOMOWHaIus cyib(damerokca3on + Tpumeronpum). [I[puMeHenne mpemapaton
Kaus, KanuiicOeperamonmx TUYpPeTUKOB, KaluHcoJepXKalluX 3aMEHuTeNell NHIeBOH coiu
MOJKET TPUBECTU K 3HAYUTEIHLHOMY IOBBIIICHHIO COJAEP)KAHMS Kallusg B KPOBHU, OCOOCHHO Yy
NAIMEeHTOB CO CHIDKEHHOHM (yHKIMel mouek. ['mnepkamueMus MOXKET MPUBECTH K CEPbE3HBIM,
uHOrJa (QaTalbHBIM HapyUIEHUSIM CcepAeuyHOoro purtMa. Ecinu HEoO0XOAMMO COBMECTHOE
IIPUMEHEHNE NEPUHIONPUIIA U YKA3aHHBIX BBILIE NIPENAPATOB, JIEUEHUE JOJKHO IIPOBOJUTHCS C
OCTOPOKHOCTBIO Ha (DOHE PETYIISIPHOTO KOHTPOJIS COJIEP KaHUS NOHOB KaJlis B CHIBOPOTKE KPOBU
(cM. pazzmen 4.5.).

TIayuenmul ¢ caxapnvim ouabemom

[lpy Ha3HaueHWM TMpemapara MaIlMEeHTaM C  CaXapHbBIM  JAMa0eToM,  IOJyYarolluM
TUIOTIMKEMUYECKHUE CpeCTBa AJIs MpueMa BHYTpb WJIM MHCYJIMH, B T€UEHHE MEPBOro Mecsua
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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.

JIlekapCTBEHHBIC B3AMMOACHCTBUS

CoBMecTHOE TpUMEHEHHUE JIeKapCcTBEHHOro mnpenapara [lpectanc ¢ mnpenaparamu JUTHSA,
KanuiicOeperamiuMu JUypeTHKaMU, KaluiicoaepKalluMy 3aMEHUTEISIMU WK TAaHTPOJICHOM He
pexkoMenayercs (cm. pasnen 4.5.).

BcnomoratenbHble BelecTBa

[Ipenapar IIpecranc conepkut jlakTo3y. [lanuenram ¢ peako BCTpeyarolencss HacaeACTBEHHOM
HENEPEHOCHUMOCTBIO TajaKTO3bl, ACPUIMTOM JAKTa3bl JIOMAapell WM TIIOKO30-TajlaKkTO3HOU
MababCopOIMel He celyeT MPUHIUMATh 3TOT IIperapar.

4.5. B3aumopgeiicTBMe ¢ JPYrHMM JIEKAPCTBEHHBIMHM MpenapaTaMu W Jpyrue BHJbI
B3aUMO/IeCTBUS

AMIIOTUIIMH

KOM6MHGL]MU, He peKOJvtedeesze K NPpUMEHEHRUIO

Jlaumponen (6HympugeHHoe ggederue):

Y 1a6opaToOpHBIX KUBOTHBIX OBUTM OTMEUEHBI Clydan (GUOPHIUISINAN KETyJOUYKOB C JICTAIbHBIM
UCXOJIOM M KOJUIalicOM Ha (OHE NPUMEHEHHUs BepalaMuia U BHYTPUBEHHOI'O BBEAEHUS
JAHTPOJICHA,  CONpPOBOXKJABIIMECS  TIUIEpKaaueMuend. BceneacrBue  pucka  pa3sBUTHUA
TUIIEpKAJIMEMUN CIIEAyeT UCKIIOUNTh coBMecTHbIN npueM bMKK, B Tom uucie amnoaunusa, y
IIAECHTOB, IIOJBEPKEHHBIX 3JI0KQYECTBEHHOW THUIEPTEPMUH, A TaKKe IIpU JICYCHUU
3JI0KA4E€CTBEHHOM T'MIIEPTEPMUH.

Couemanue npenapanmoe, mpe6yrou4€e 000020 BHUMAHUA

Unoykmoput usopepmenma CYP3A4

[Tpu coBMECTHOM MPUMEHEHUH U3YYEHHbIX HHIYKTOpoB n3opepmenta CYP3A4, koHneHTpanus
aMJIOJIMITMHA B TJIa3Me KPOBU MOKET BapbupoBaThcs. [103ToMy HE06X01MMO KOHTpoIupoBaTh A/
U KOpPPEKTHpOBaTh [J03y Ipenapara Kak BO BpeMs JI€UEHHUs, TaK U I0CJIE€ COBMECTHOTO
OpUMEHEeHHUs (B YaCTHOCTH, NPU COBMECTHOM IPUMEHEHMM C CHJIBHBIMU HMHJIYKTOPaMHU
nzopepmenta CYP3A4 (takumu kak pudamnuiuH, 38epo0oil MpoIbIpsBICHHBIN).

HUneubumopwl usopepmenma CYP3A4

CoBMecTHOE MPUMEHEHUE aMJIOIUITHHA U CUJIBHBIX JINOO YMEPEHHBIX HHTHOUTOPOB M30(hepMeHTa
CYP3A4 (uHruOUTOpPHI IpOTEa3bl, IPOTUBOIPUOKOBBIE MTPENAPAThl IPYIIIbI a30JI0B, MAKPOJIUIbI,
HaIpUMep, SPUTPOMUIIMH WIH KIAPUTPOMHUIINH, BEparaMil WU JUITHA3EM) MOXKET IPUBECTH K
CYIIECTBEHHOMY YBEJIMYCHHUIO KOHIICHTpalMHu amjoaunuHa. KiMHU4Yeckue mposiBICHUS
yKa3aHHBIX (DapMaKOKUHETHYECKUX OTKIIOHEHUI MOTYT OBITh 00JIe€ BEIpaKEHHBIMHU Y TIAITUEHTOB
MOXKIJIOTO BO3PACTa, B CBSI3U C Y€M MOXKET OTPEOOBATHCS MOHUTOPHHT KIIMHUYECKOTO COCTOSTHUS
U KOppeKuMs J03bl. Y TAlUMEHTOB, NPUHUMAIOLUIUX aMJIOJUIIMH OJIHOBPEMEHHO C
KJIAPUTPOMHUIIMHOM, TIOBBIIIEH PUCK PA3BUTHUS apTepuUanbHON TurnoTreH3nu. Criemayer mpoBOIUTh
THIATeNTbHOEe HAONIOJCHHEe TMAIMEeHTOB, NPUHUMAIONIUX AaMIIOJWIIUH OJHOBPEMEHHO C
KJIAPUTPOMHUITTHOM.

Couemanue npenapamos, mpeoyoujee BHUMAHUS



AMITonunuH YCUITMBAET TUIOTEH3UBHOE nelicTBre Mpenaparos, 00J1aJaroINX
AHTUTUNIEPTEH3UBHBIM JICHCTBUEM.

Takponumyc

Cy1miecTByeT puCK NOBBILIECHUS KOHLIEHTPALMK TaKpOJIUMyca B IUIa3Me€ KpPOBU IPU COBMECTHOM
NPUMEHEHUH ¢ amjogunuHoM. Bo wu3bexanue Tokcuueckux 3(P¢GEeKTOB TaKkpoIuMmyca IpU
COBMECTHOM IIPUMEHEHUU 3TUX MPENapaToB TPeOyeTcss KOHTPOJIb KOHIEHTPALMU TaKpOIUMYyca B
1a3Me KPOBU U KOPPEKLUS €ro 103bI PU HEOOXOAUMOCTH.

Hneubumopwvt mTOR

Nurubutoper mTOR, Takwe Kak CHPOIUMYC, TEMCHUPOIMMYC M OSBEPOIUMYC, SIBISIFOTCS
cyocrpatamu nzodepmenta CYP3A. AmioaunuH sBIseTcs caadbiM HHTHOUTOPOM M30(epMeHTa
CYP3A. Ilpu CcOBMECTHOM NPUMEHEHUM aMJIOJUIMH MOXKET YBEIUYMUTH HKCIO3MUIIUIO
uHruouTopoB mTOR.

! !MKJZOCHOQMH

HCCJIGI[OB&HI/I?I B3aI/IMOIIeI>'ICTBI/I$I aMJIOAUIINHA U HI/IKJIOCHOpI/IHa HEC HpOBOZII/IJII/ICL y 3[[OpOBI)IX
JNOOPOBOJIBIICB WJIM B JIPYTHX MOMYJISLHUSAX, 32 HMCKIOYCHUEM IMAalMeHTOB, MEPEHECIINX
TpaHCHHaHTaHI/IIO IIOYKH, y KOTOpBIX oTMc4UaJ1aChb BapI/Ia6eJII)HOCTI) ITOBBIIIICHUA HAWMMCHBIIINX
KOHIIEHTpallui IMKJIOCTIOpHHA B I1a3Me KpoBH (B cpeanem ot 0 1o 40 %). Crnegyer paccMOTpeTh
BO3MOXHOCTH KOHTpOJ’Iﬂ KOHIICHTpaIII/II/I HHKHOCHOpI/IHa B IIJIa3dMeE KpOBH y IMaguCHTOB IIOCJIC
TpPaHCIUIAHTAIlMM TIOYKA TMPH OJHOBPEMEHHOM MPUMEHEHHMH C aMJIOJMIHUHOM. Ilpu
HEO0OXO0JUMOCTH 1032 IUKIIOCIIOPHHA JOJHKHA OBITh CHUKCHA.

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 MalMEHTOB, IPUHUMAIOIIUX aMJIOAMIINH, CJIEAYET OTPAaHUUYUTh IPUEM
cuMBactathHa 710 20 Mr B CyTKH.

Jpyaue kombunayuu 1exapcmeennvlx cpeocme

B xone KIMHUYECKUX UCCIEN0BAHMM JIEKAPCTBEHHBIX B3aUMOJICHCTBUN aMJIOJUITNH HE OKa3bIBaJ
BIUSHUS Ha (papMaKOKWHETUKY aTopBacTaTHHA, IMUTOKCHHA, BapdapruHa WIH UKIOCTIOPUHA.

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, MOKET MIPUBECTHU K YCUIIEHUIO 3P (PEKTOB CHUKEHHUS

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 HEKEIATCIIbHBIX DPEaKLMM, KaK apTepHUalibHas TUIIOTEH3Hs,
TUIepKaTueMus U HapyleHus: GyHKIMH MMoYeK (BKJI0Yas OCTPYIO MOYEUHYI0 HEIOCTATOYHOCTH ),
10 CPAaBHEHUIO C CUTYaLMsIMU, KOT1a IPUMEHAETCS TOJIBKO OJUH IIperapar, BO3AEHCTBYIOINN Ha
PAAC (cm. paznene1 4.3,4.4.u 5.1.).

ﬂexapcmeeHHble cpedcmea, ébl3blearoujue cunepKkaiuemuio

Hekoropele mpenaparbl MOTYT YBEIMYUTh PUCK Pa3BUTUS TMIEPKAIMEMHUU: ATUCKUPEH, COJH
Kanmus, KanuiicOeperarolue AUYpeTUKH, HHTUOMTOpHl AII®D, aHTaroHUCTHl pPELENTOPOB
anruorensuHa II (APA 1II), HecrepouaHbsle mpoTHBOBOcHanuTenabHble mnpenaparsl (HIIBII),
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renapuHbl, IMMYHOJIEIIPECCAHTHI (TaKue KaK IIUKIOCHOPUH WM TaKpOJIMUMYC), TPUMETONPUM U
JICKapCTBEHHbIE  Mpemaparbl,  COJEp)Kallhie  KO-TpUMOKcazon  (cynbdamerokcazon  +
TpuMmetonpum). KomOuHaus 3THX IpenapaToB MOBBIIIAET PUCK Pa3BUTHS TUIIEPKATUEMUU.

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 MIIHM TSXKEIbIM
HapymenueM ¢ynxiuu nodek (CK® < 60 mn/mun/1,73 M? miomanm moBepXHOCTH Tena) (CM.
pasnen 4.3.). Bo3pacraer pucK pa3BUTUS TUNEPKAIMEMHUH, YXYIUIEHUS (QYHKLUUU I0YEK,
CEep/IeYHO-COCYJUCTON 3a00JI€BAEMOCTH U CMEPTHOCTH.

3KcmDaKODI’l0DaJZbHa}Z mepanus

OKCTpaKoOpIopaabHbBIE METOABl JICYCHHUS, BEAyIIHMEe K KOHTAKTy KpPOBH C OTPHUIATEIBHO
3apsHKCHHBIMHU TTIOBEPXHOCTSIMH, TaKMe KaK JHAIN3 WIM TeMO(GUIBTPALUs C HCHOIb30BaHUEM
HEKOTOPBIX BBICOKOIPOTOYHBIX MeMOpaH (HarmpuMmep, MOJIHAKpUIOHHTPHUIIOBHIX), WK adepes
JIITHIT ¢ ucnonp3oBaHMEM JEKCTpaHa cyib(ara, MPOTHBOIOKA3aHbl W3-332 YBEIMYEHHS PUCKA
Pa3BUTHS TSDKENBIX aHAQMIAKTOMIHBIX peakuuil (cM. pasznen 4.3.). Eciu manuenty HeoOxonuma
9KCTPAKOPIIOpaJIbHAS TEPAIus, CIEIyeT PacCMOTPETh BO3MOXKHOCTH HCIIOJIB30BAHUS APYTOro
TUTIA TUATU3HOW MEeMOpPaHbI WM JPYTOTo KJacca aHTUTUIIEPTEH3UBHBIX IPenapaToB.

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

CoBMecTHOE MpPUMEHEHME [MEpUHAONpUIa C KoMOMHamuedl BajicapTaH + cakyOUTpui
IPOTHBOIIOKA3aHO, TaK Kak IIOJaBJIeHHME HENpHIN3uHAa Ha ()OHE COBMECTHOIO NPUMEHEHUS
uHruoutopa AIl®d MoxxeT yBenIUYUTh PUCK Pa3BUTHS aHTHOHEBPOTUUYECKOTO OTeKa. [Ipumenenue
KOMOMHAIMM BajJCcapTaH + cakyOUTpPUII, BO3MOXKHO HE paHee, ueM uepe3 36 yacoB mocie npuema
NOCIEAHEH 03Bl NepuHaonpuna. [IpuMeHeHre NepuHIONPUIA BO3MOXKHO HE PaHEe, YeEM 4epes
36 yacoB mociie npuemMa nocjaeIHe 10361 KOMOMHAIMK BajicapTaH + CakyOUTpHII (CM. pa3/ienbl
43.u44.).

Kombunayuu, ne pexomenodyemvle K npuMeHeHuro

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 mn/mun/1,73 M? nuomand MOBEPXHOCTH Tela), TMOBBINIEH PHMCK Pa3sBUTHS
TUIEpKAIMEMUH, YXYIIIEHUs] QYHKIUM MOYEK U IMOBBIIIEHUS YacTOThl CEPAECYHO-COCYIUCTOM
3a00J1€Ba€MOCTH U CMEPTHOCTH (cM. pazaen 4.4.).

Couemanue mepanuu ¢ uncubumopamu AIID u APA 11

[To umeromuMcs TUTEPaTypPHBIM JAHHBIM, Y HAIIMEHTOB C YCTAHOBJIEHHOW aTEepOCKIEPOTHUECKOMN
00J1€3HbI0, CEpPACYHON HETOCTATOYHOCTHIO MJIM CaxapHbIM 1MAabeTOM C MOpakeHHEM OpraHOB-
MUIIEHEeH coBMeCTHOe mpuMeHeHue MHruouTopoB AIID u APA Il npuBOIUT K yBEIWYEHHIO
YacTOThl PA3BUTUS apPTEPUAIBHOM T'MIIOTEH3UH, OOMOpOKa, THUIEpKAIMEMUU U YXyAUICHUs
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 riazme KpoBu U AJl (cMm. pazaen 4.4.).

Dempamycmun
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CoBMecTHOE TPUMEHEHHE MOXKET IPUBECTH K MOBBIIIEHUIO PUCKA Pa3BUTHUS TOOOUHBIX Y3PPEKTOB,
TaKUX KaK aHTMOHEBPOTHYECKHi oTeK (oTek KBuHKE).

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

[Ipr coBMECTHOM NPHUMEHEHUH C KO-TPUMOKCA30JI0M (CyJb(paMeToKca3od + TPUMETOIPHM)
MOJKET MOBBIIIATHCS PUCK PA3BUTHS TUIIEpKanueMuu (cM. pazzen 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 ).

Coueranue TEPUHIONPHUIA C BBIIICYIOMSHYTBIMUA JICKAPCTBEHHBIMH IIperiapaTaMyd  He
pexkoMenayercs (cM. pazzaen 4.4.). Eciu, TeM He MeHee, COBMECTHOE MTPUMEHEHUE TOKa3aHo, X
CJIEZlyeT TPUMEHSATh C COOJIIOJCHHEM Mep MPEJOCTOPOXKHOCTH M PETYJSPHBIM KOHTPOJIEM
COJIepKaHUs Kallusl B CBIBOPOTKE KPOBH.

OcoOenHocTy puUMeHeHus crupoHonakToHa npu XCH onucanbl nanee mo TekcTy (cM. paszien
4.5., moapaznen «CodeTranue mnpenapaTon, TpedyroIiee 0co00ro BHUMAHUS ).

Ipenapamol 1umus

[Ipy coBMECTHOM NpPUMEHEHUU IpenaparoB JuUTHS U UHruOutopoB AIID coobmanocs 00
00paTUMOM MOBBIIIEHUH COAEPIKAHUS JIUTUS B IJIa3M€ KPOBH U CBS3aHHBIX C 3TUM TOKCHUYECKHX
s dexTax (TSHKETBIX HeHpoTOKCHIecKuX dgdexTax). CoBMECTHOE MPUMEHEHHUE MTEPUHIONIPUTIA U
IpenapaToB JUTUA He pexkoMmeHayercs. [Ipu HeoOXoAMMOCTH NHpPOBEIEHUS TAKOH Tepanuu
HE0OXO0JUM pEeryJIsipHbII KOHTPOJIb COJAEPKAHUS JINTUS B IUIa3Me KpoBU (cM. pazzaen 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 (MHCYJIMHBIL, TEpOpalIbHbIE CaXapOCHUKAIOIINE PenapaThl)
MOYET YCUJIMBATh TUIOTIIMKEMUYECKUH 3PPEKT WHCYIMHA M TMIIOTJIMKEMUYECKUX CPEICTB s
pyeMa BHYTPb BIUIOTh JIO Pa3BUTHS TUNONIUKeMHUH. J[aHHBIN 3 (eKT BeposiTHEE BCEr0 MOKHO
HaOJI01aTh B IIEpBbIe HEJIENIM COBMECTHOTO IIPUMEHEHUS U Y MAIUEHTOB ¢ 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 JTMOO0 OTMEHEHBI 10 Hayaia MPUMEHEHHs] HHIHOUTOpa
ATII® (mpu 3TOM KannitHecOeperarwuuil TMypeTuk MOKeT ObITh M03/IHEE BHOBb Ha3HAaueH ), JTM00
uaruouTop All® nomkeH OBITP Ha3HAYEH B HU3KOW J103€ C JAJBHEHUIIMM TOCTETICHHBIM €€
YBEIIUYCHUEM.

Ipu npumenenuu ouypemuxos 6 cayuae XCH narudutop AII® nomkeH ObITh Ha3HAYEH B OYEHb
HU3KOM /03¢, BO3MOXXHO, TIOCJIE YMEHBIIEHUS 03l TPHUMEHSEMOTO OJHOBPEMEHHO
KanuitHecOeperaronero InypeTrka.
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Bo Bcex cimywasx QyHKUus mouek (KOHLIEHTpALUs KpeaTHMHUHA) JIOJKHA KOHTPOJIMPOBAThHCS 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 neuennn XCH II-1V ¢ynknuonansHoro kiacca no kinaccudukanuu NYHA ¢ dpakuueit
BbIOpoca jeBoro skenyqouka <40 % y MmanueHTOB, paHee MoIy4aBIIUX MHTUOUTOpsl AIID u
«IIETIEBBIE» TUYPETUKHU, CYILIECTBYET PUCK Pa3BUTHUS TUIIEPKAITUEMHUH (C BO3MOYXKHBIM JIETAIbHBIM
HCXOJI0M), OCOOCHHO B cllyyae HECOOIIOCHHS PeKOMEHIAINil OTHOCUTENIHHO 3TO KOMOMHALIUN
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 HepBbIﬁ MECHAL JICHCHHUA U C)KEMECAYHO 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 (IpernapaTom, MPUMEHSIEMbIM JIJIS JICYSHUS] OCTPOM JHAPEH).

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

[Ipu coBmectHOM mpuMmeHeHuu ¢ wuHruoOuTopamu MTOR moBBIIIAETCS pHUCK pa3BUTHUS
AHTHOHEBPOTHUUYECKOT0 OTeKa (cM. pazzaen 4.4.).

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

[Tpu onHoBpemeHHOM npuMeHeHuH nHruouTopoB AIID ¢ HIIBII (aneruncanuiuioBast KucioTa
B J103€, OKa3bIBAIOIIECH MPOTHBOBOCIAIUTEIHHOE NEUCTBUE, MHTHOUTOPHI IUKIOOKCUTEHA3BI-2
(IIOT"-2) u necenextuBHble HIIBII), MoxkeT HabmomaThCs ocinalieHHe aHTUTUIIEPTEH3UBHOTO
abdexra. CoBmectHoe mupumeHeHue uHruOuTOopoB AIID u HIIBII moxer npuBoauth K
YBEIMUEHUIO DPHUCKA YyXyAIeHUS (QYHKIUU TOYeK, BKIOYas pPa3BUTHE OCTPOH MOUYECYHOMH
HEJIOCTATOYHOCTH U YBEJIUUYCHHIO COJICPIKAHMS KIS B CBIBOPOTKE KPOBU, OCOOEHHO Y TAIIUEHTOB
co cHWXEeHHOW ¢yHKimer mnouek. CremyeT coONOAaTh OCTOPOXKHOCTh NPH MPUMEHEHUU
komMOuHanuu npenapara u HIIBII, ocoGenHo y manueHTOB moxuioro Bospacrta. [lanuentam
HEO0OXOJMMO KOMIIEHCHUPOBATh MOTEPI0 XUAKOCTH W TIHIATEIHbHO KOHTPOJIHMPOBATH (DYHKIIHIO
MOYEK KaK B HayaJie JICUCHHS, TaK U TIEPUOTUIECKHU B MPOIIECCE JICUCHUS.

Pexombunanmnvie mxanesvie aKkmueamopbvl nid3mMuHoceHa (I’tPA, aﬂmenﬂasa)

[TatmenTsl, nonyyasire UHrUOUTOPHI AIID U nmomyyaromye antemiasy Aias TpOMOOIUTUYECKOM
Tepanuu MOpU OCTPOM HIIEMHYECKOM MHCYJIbTE, MOTYT MMETh IMOBBIIIECHHBIH PUCK pa3BUTHUS
AQHTMOHEBPOTUYECKOTO OTEKA.

Couemanue npenapamos, mpeoyroujee BHUMAHUS

T nunmunot (ﬂuHaeﬂunmuH, cakcazaunmuH, cumazjiunmuH, equdaZﬂunmuH)

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

MoryT ocnabisITh aHTUTHIIEPTEH3UBHBIN 3P 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 MEpUHAONPHIA, U UHBEKIIMOHHOTO Mpernapara
30J10Ta (aypOoTHOMANIAT HATPHSA).

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

CoBMmecTHOE npuMeHeHe ¢ tHruoutopamu AII® MoXKeT CONpoBOKAATHCS MOBBIILIEHHBIM PUCKOM
JeUKOIIeHUH, 0OCOOEHHO Y AllMEHTOB ¢ UMEIOLIMMHUCS HapyIIEeHUAMU QYHKIIUU TOYEK.

Cpedcmea onsa obweti anecmesuu: COBMECTHOE NpUMeHeHHe HHrHOuTOpoB AIID u cpeacts s
0011ei aHeCTe3MH MOXKET IPUBOANUTH K THIIOTEH3UBHOMY (D (DEKTY.

[IpecTanc

Couemanue npenapanoe, mpe6yrou4€e 00006020 HUMAHUS

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 6a300ULAMAnopsl.
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.

Kopmukxocmepouodvl (mMunepano- u 2H0KOKOPMUKOCMEPOUObL), mempaKo3aKkmuo: CHIDKEHNE
AHTUTUIIEPTEH3UBHOTO JAEMCTBUS (3a7epKKa KUJKOCTH U UOHOB HATpHs B pe3yNbTaTe NEHCTBUS
KOPTHUKOCTEPOUJIOB).

Anvpa-adpenobrokamopsl  (npa3o3un, aib@dy303uH, OO0KCA303UH, MAMCVIO3UH, MepPA303UH).
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. DepTUIBHOCTDH, 0€PEMEHHOCTH H JIAKTALUS
[Ipenapat npoTUBOIIOKA3aH MPH OEPEMEHHOCTH U JTAKTAIIHH.

HeoOxoaumo OLIEHUTHh 3HAYMMOCTh TEpamuM Ui MaTepH, 4YTOObl TNPUHATH 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
JIEMCTBHE IIpelapaTa yCTaHOBJICHBI IIPU IIPUMEHEHHUM €T0 B BBICOKMX JN03ax. IIpumeHeHue npu
OepeMEeHHOCTH BO3MOXHO TOJIBKO B CIIy4ae OTCYTCTBUS OoJiee 6€30IacHOM ajJbTepHATUBbI M KOT1a
3a00JieBaHKEe HECET OOJBIINI PUCK I MATEPH U TUIOAA.

Ilepunoonpun

[Tpumenenne uHruOUTOpoB AlID HE PEeKOMEHIOBAaHO K NPHUMEHEHUIO B MEPBOM TPUMECTpE
o6epemenHocta (cM. pasnen 4.4.). [lpumenenue naruoutopoB AII® nporuBonokasano Bo II u 111
TpuMecTpax OepeMeHHOCTH (cM. pa3aeinsl 4.3. u 4.4.).

B HacTosAmMii MOMEHT HET HEONPOBEPKUMBIX SMUIEMUOJIIOTHYECKUX JAHHBIX O T€PAaTOr€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 Mpenapar U Ha3HAuYUTh APYTHe TUIIOTEH3UBHBIC
CpEeZCTBa, pa3pelIeHHbIe s IPUMEHEeHMsI Ipu OepeMeHHOCTH. [Ipu HacTyIuieHun 6epeMeHHOCTH
ClleflyeT HEMEIUICHHO NpeKpaTuTh Tepanuio uHruOutopamu AIlD u, mpu HEOOXOIUMOCTH,
Ha3HAYUTh JIPYTYIO TEPaIHuio.

N3BecTHO, uTO BO3zaciicTBUE HHTHONTOPOB AIID Ha mox Bo II u III TpumecTpax 6epeMeHHOCTH
MO>KET MPUBOJIUTH K HAPYIICHHUIO €T0 pa3BUTHA (CHMKEHUE (DYHKIIMHU TTOYEK, OJTUTOTHAPAMHHUOH,
3aMeJUIeHne OccU(HUKAIMM KOCTEeW dYeperna) M Pa3BUTHUIO OCIOXHEHUW y HOBOPOXKIEHHOTO
(moueyHast HEAOCTATOYHOCTD, ApTEPHATIbHASI TUTIOTEH3HS, TUTIEPKATTUEMUS ).

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

HoBopoxaeHHsle, MaTepu KOTOPBIX MHoidydanu MHruOuTopsl AIID Bo Bpemss GepeMeHHOCTH,
JIOJDKHBI HAaXOJMUTHCS TOJ THIATCIbHBIM MEAUIIMHCKHUM KOHTPOJIEM U3-3a PHUCKA DPA3BUTHS
apTepualibHOM THIIOTEH3UH (CM. pasneisl 4.3. u 4.4.).

JlakTarms

Amnoounun

AMJIOTUNIUH BBIBOJUTCS C TPYAHBIM MOJOKOM. Jlodsl MaTepuHCKOM J103bl, MOJIy4eHHas
MJIaJIEHLIEM, OLIEHUBAJIACh C MEXKBAPTHIIBHBIM JUana3oHoM oT 3 10 7 %, ¢ MakcuMyMoM 110 15 %.
BnmsiHue amniogunHa Ha MIIaICHIIEB HEU3BECTHO.

Pemienne o npoaomKEHUU/TPEKpalleHM Tepanuy WM TPYIHOTO BCKApMIIMBAHMS CIETyeT
IPUHUMATh, YUYMTHIBAs IOJIb3y OT KOPMJIEHMSI TPYJbl0 Al peOeHKa U MOoJb3y OT Ipuema
aMJIOJIUIIMHA I MaTepHu.

Ilepunoonpun

BceneactBue orcyTtcTBHs MHpOpMAIMM, Kacarollelcs NPUMEHEHHs] MEepUHIOINpPHIIA B MEPUOJ
KOPMJICHUSL TpPYyAbIO, TIPUEM [IEPUHIONpPHUIA HE PEKOMEHIOBAH, IPEANIOYTUTEIIbHEE
IPUJIEP)KUBATHCA B IEPUOJ KOPMIIEHUS IPYAbI0 aIbTEPHATUBHOTO JIEYEHUS ¢ 00JIee U3yUEHHBIM
npoduiieM 0e30MacHOCTH, 0COOEHHO MPU BCKAPMIMBAHUK HOBOPOKICHHBIX MJIM HEAOHOIIECHHBIX
nered. OTCYTCTBYIOT JAHHBIE OTHOCHUTENIBHO YKCKPELUH ITEPUHIONPHIIA C TPYAHBIM 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 OTHOCHTCIBHO ITOTCHIHAJIIBHOI'O BJIHAHHUA aMJIOAWIIMHA 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.

4.7. BausiHue HA CNOCOOHOCTHL YNPABJATH TPAHCHOPTHBIMM CPeJACTBAMHU U PadoTaTh C
MeXaHNU3MaMu

Xors Ha (oHE mpuema JieKapCcTBeHHOro mpenapara IlpecraHc kakoro-im6o OTpUIIATENBHOTO
BJIMSIHUS Ha CIIOCOOHOCTD YIPABJISTH aBTOTPAHCIIOPTOM WIIN APYTUMH CIOKHBIMH MEXaHU3MaMHU
HE HaOJI0JaoCh, OJHAKO, BCIEICTBHE BO3MOXKHOTO 4pe3MepHOro cHikeHus AJl, pa3Butus
r'OJIOBOKPY>KE€HUS, COHIIMBOCTH U JPYTUX MOOOYHBIX PEAKIIMH, CIIeyeT COOII0IaTh OCTOPOKHOCTD
B IIEPEYMCIICHHBIX CUTYallUsAX, 0COOEHHO B HayaJIe JICYEHUS U MIPHU YBETUYCHUH JTO3bI.

4.8. HexeaaTeJbHble peaKIUH

Pestome npodust 6e30nacHOCTH

Hauboiee yacTeie HeXxenaTeNbHbIE PEAKIIMU TP TIpHUEMe TIEPUHIONPUIIA U aMJIOJUITMHA B BUJIE
MOHOTEpPANUU: OTEK, COHJIMBOCTb, TOJOBOKPY>KEHHE, TOJIOBHAs O00lb (OCOOEHHO B Haudaje
JIeYEHUs1), JOUCTEB3Us (paccTpoOMCTBO BKyca), IapecTe3us, HapylIeHUs 3peHHs (BKItouas
JUIUIONUIO), 3BOH B YIIIaX, BEPTUTO, OIIYIIEHUE CEPALCONCHHUS, KIIPUIHBBI» KPOBH K KOKE JIMIIA,
apTepualibHast TUIIOTEH3Us (M CHMITTOMBI, CBSI3aHHBIC C 3THM), OJIbIIIKA, KaIlle)b, 00Jb B )KHBOTE,
TOIIIHOTA, PBOTA, JAMCIIEIICUS, H3MEHEHHE YaCTOThl U XapaKTepa CTyla, Auapes, 3amop, KOKHBINA
3y, KOXHas ChbIlb, dK3aHTEMa, MPHUITYXJOCTh B 00JACTH CyCTaBOB (TMPHUIYXJIOCTh B 00JacTh
JIOJIBIKEK), CIIa3Mbl MBIIIILI, TIOBBIIIEHHAS YTOMIISIEMOCTh, ACTEHUSI.

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 TEePEeYuclieHbl B Tabmuie | mo CcHuCTeMHO-OpraHHBIM
KjJaccaM H a0CONIIOTHOWM YacTOTE BCTpeUaeMOCTH. YacToTa BCTPEYAEMOCTH OIPENEISIeTCS
crenyrommM obpa3om: odeHb dacto (>1/10), wacto (>1/100 no <1/10), Heuacto (>1/1 000 HO
<1/100), peaxo (>1/10 000 no <1/1 000), ouens penko (<1/10 000), yacrora Heu3BecTHa (HA
OCHOBaHUHU UMEIONINXCS JAHHBIX OIEHUTh HEBO3MOXKHO).

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

MedDRA HexenarenbHbie Yacrora
peakuuu
CucreMmHo- AMIIOIUITHH [Tepunponpuin
OpraHHBIE KJIacCh
Nudexunn u | Punut Heuacto Ouensb penko
WHBa3uu
Hapymenus co | Do3uHopuIHsL - Heuacro*
CTOPOHBI KPOBU U —
. Jleitkonenust /| Ouens peako | O4YeHb peaKo
muMaTH4YecKOn .
Heiirponenus (cm.
CUCTEMBI
paznen 4.4.)
ArpaHynonuTo3 WiH | - OdeHsb 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
IIFOK030-6-
dbocharaeruaporeHassl
Hapymenuns co | 'mnepuyBctBUTENBHOCTD | OUEHB PEOKO Heuacro
CTOPOHBI
MMMYHHOH
CUCTEMBI
DHJOKPUHHBIE CuHJIpoM HeEaJeKBaTHOM | - Penxo
HapyILIEeHUs CeKpeluu
AHTUUYPETUYECKOTO
ropmona (CHCA/II')
Hapymenus co | ['unornukemust (cm. | - HeuacTto*
CTOPOHBI pasznensi 4.4. 1 4.5.)
MeTabonu3ma u
['unepkanuemus, - Heuacto*
MUTaHUS
obparumas rnocjie
OTMEHBI Tpenapara (cM.
paznen 4.4.)
l'unonatpuemus - HeuacTto*
I'unepraomkemus 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
(cm. paznen 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
TpyIIbl BBICOKOTO pUCKa
(cm. paznen 4.4.)

17



Aputmus
OpaauKapIuio,
KEITYTOIKOBYIO
TaXHKaPIUIO u
GUOPUILISIIHIIO
npeacepauii)

(BKITIOUAs

Heuacto

Ouensb penko

Hapymenus co
CTOPOHBI COCYJIOB

«ITpunuBb»
KOXe JTuIa

KpOBH K

Yacto

Penxo*

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
Bbosb B )xuBOTE Yacto Yacto
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. paznien 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 - TopraHd  (CM.
pasznen 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>xOoHCOHAa

OKconuaTUBHBIN Ouensb penko -
JIepMaTUT

Toxkcuueckuit Yacrota -
ANUJAEpMalIbHbIN HEN3BECTHA
HEKPOJIHU3

19



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/Onurypus - 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
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[ToBri1IeHe Heuacrto*
KOHI[EHTPAIIUN

Kp€aTHuHHWHA B KPOBU

[ToBbi1IEHTE Penxo
KOHIICHTPAILlUH

OwMpyOnHa B KPOBH

IloBrllIeHNE aKTUBHOCTH Penxo
KIIEUEHOYHBIX

bepMeHTOB

CHMXeHHe TeMOorjIo0ruHa
H reMaToKpuTa

OueHnb penko

TpaBwmsl, [Tanenue Heuacto*
HWHTOKCHUKallN1

OCJIOXKHCHUSL
mpouesyp

u

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

COO6HI€HI/I$I 0 TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKITNAX

Baxno COO6H_[aTB 0 IMOAO3PCBACMBLIX HCKCIATCIBbHBLIX pPCaKHNUAX II0CJIC PErucrpainuu
JICKApCTBCHHOT'O IMperiapaTra C LCJIbIO obecrneueHus HCIIPEPBIBHOI'O MOHUTOPHUHT'A COOTHOLICHUS
«I10JIb3a-pHUCK)» JICKAPCTBCHHOI'O IIpCIiapara. MenuIuHCKUM pa6OTHI/IKaM PECKOMCHAYCTCA
C006HIaTI) 0 JIFOOBIX MoAO3pCBACMBbIX HCKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpfrapara
4Cpe3 HAIIMOHAJIBHBIC CHUCTCMbI COO6H_I6HI/IH 0 HCXKCJIATCIIbHBIX PCAKIUAX I'OCYyAapCTB — YJICHOB

EBpa3niickoro 3K0HOMHYECKOTr0 COI03a.

Poccutickas ®@edepayus

®denepanpHas cinyx0a mo Haa30py B cdepe
3npaBooxpanenus (Poc3npaBuanzop)
Anpec: 109012, r. MockBa, CnaBsiHCKas
101k, 1. 4, cTp. 1

Ten.: +7 (800) 550 99 03

On. mouta: pharm@roszdravnadzor.gov.ru
WM npr@roszdravnadzor.gov.ru
http://roszdravnadzor.gov.ru

Kbipreizckas Pecnny0inka

JlemapTaMeHT JI€KapCTBEHHBIX CPEACTB U
MEIUIUHCKUX U3AeNni Tpu MuHucTepcTee
3npaBooxpanenust Kelpreizckoit Pecryomiku
Anpec: 720044, r. butikek, yi. 3-g JInaus,
25

Ten.: +996 (312) 21 92 78

On. mouta: pharm@dlsmi.kg

Pecnyonuxa Kazaxcman

PI'TI na IIXB «HaunoHanbHbIi LEHTP
AKCIIEPTU3BI JIEKAPCTBEHHBIX CPEJICTB U
MEAULMHCKUX n3nenuin» Komurera
MEAMIMHCKOTO U (hapMalieBTUYECKOTo
KOHTpOJIs1 MUHUCTEPCTBA 3[paBOOXPaHEHUS
Pecny6nuku Kazaxcran

Anpec: 010000, r. Actana, pailoH balikoHBIp,
yi. A. Imanoga, 13 (BLl «Hypcayner 2»)
Ten.: +7 (7172) 235 135

On. moura: farm@dari.kz
http://www.ndda.kz

Pecny0imka Apmenust

I'HKO «IleHTp 3KcniepTH3bl JEKAPCTB U
MEAUIIMHCKUX TEXHOJIOTHI»

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5
Ten.: (+374 60) 83 00 73, (+374 10) 23 08 96,
(+374 10) 23 16 82

["opstuast AMHMS OTAENa MOHUTOPUHTA
6e3omacHoctu nekapcts: (+374 10) 20 05 05,
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http://dlsmi.kg (+374 96) 22 05 05
1. moyta: info@ampra.am,
vigilance@pharm.am
http://pharm.am

Pecny0siuka benapych

VII «lleHTp 2KCnepTu3 U UCIBITAHUN B

3/IpaBOOXPAaHEHUI

Anpec: 220037, r. Munck, ToBapuieckuit

nep., 1. 2a.

Ten.: +375 (17) 242 00 29

®akc.: +375 (17) 242 00 29

On. moura: repl@rceth.by

http://www.rceth.by

4.9. Ilepeno3upoBka

WNudopmanus o nepeao3upoBKe Mpernapara y 4eIoBeKa OTCYTCTBYET.

AmsiognnuH

Wnudpopmanius o nepeso3npoBKe aMJIOAUNNHA y YEJIOBEKa OIpaHUYEHA.

Cumnmomsi: 4pe3MmepHas mnepudepuyeckas Ba3oaWiaTalUs, NPUBOAAIIAS K pedIIeKTOPHOM
TaXMKapJuu, U BBIPAXKEHHOE U CTOMKOe CHMKeHue AJl, B TOM uucie ¢ pa3BUTHUEM LIOKa U
JETaNbHOr0 UCXO/A.

Coo0manocsk 0 penKkux ciaydasx HEKapJAUOTEHHOTO OTEKa JITKUX B Pe3yJIbTaTe Mepel03UPOBKU
aMJIOAUIIMHOM, KOTOPBI MOXKET MPOSIBISTHCS € 3aJep>KKoi (duepe3 24—48 yacoB mocie npueMa
Ipernapara BHyTpb) U TpeOOBAaTh NCKYCCTBEHHOW BEHTWIISILIMM JIETKUX. PaHHME peaHnMalliOHHbIE
MepOonpusITHs (BKJIOYas THIEPBOJIEMHUIO) JUIS MOAAEPKaHUA nepdy3ur U CepAedHOro BeiOpoca
MOTYT SIBJIATHCS YCYTyOISIOIUME (PaKTOpaMu.

Jleuenue: BbIpaxkeHHOEe cHUXeHHE AJl, BbI3BaHHOE MEPENO3UPOBKON aMIIOAUIKHA, TpeOyeT
IPOBE/ICHUS] aKTUBHBIX MEPOIPHITHN, HAPABICHHBIX Ha TOJIepKaHHe (YHKIUU CEpIeYHO-
COCYAMCTOM CHCTEMBI, BKJIFOUast KOHTPOJIb MMOKa3aTeneil paboThl cep/lia U JIETKUX, BO3BBILICHHOE
noJyioxeHue koneunoctert u koHTpoiab OLK u nuypesa. st BoccTaHOBICHHUSI TOHYCA COCYZIOB U
AJl MoxeT ObITh MOJE3HBIM MPUMEHEHHE COCYAOCYKHMBAIOIEro Ipernapara, €cild HeT
MPOTUBOMNOKA3aHUI K €ro MPUMEHEHUIO, JUIsl YCTPAHEHUs MOCJIEACTBUI OJOKabl KaJbIUEBBIX
KaHaJIOB — BHYTPUBEHHOE BBEACHUE KalbIIMs TTIOKOHATa. B HEKOTOPBIX CIydasX MOXKET ObITh
3¢ (eKTUBHBIM ITPOMBIBAHUE kKenyaKa. [IpreM akTHBUPOBaHHOTO YIJIs B TEYEHHE MEPBBIX 2 4aCOB
nocJie mpueMa aMmyIoJuIMHa B 7o3e 10 Mr npuBOUT K 3aJ€pKKe BCcachlBaHUs npenapara. Tak kak
aMJIOJMIHMH aKTUBHO CBS3bIBAETCS C O€IKaMU IUIa3Mbl KPOBH, FeMOuaIn3 Hed(h(hEeKTHUBEH.
Ilepunponpui

JlanHble 0 nepe103uPOBKE MEPUHAOIIPUIIA Y YETOBEKA OTPAHUYEHBI.

Cumnmompel: Tpu Tepeno3upoBke HHruOuTOpoB AlIID MoOXker oTMedarbcsi BBIpAKEHHOE
cHkeHue AJl, ok, HapyleHus: BOAHO-3JIEKTPOJIUTHOrO OanaHca, oyeyHasi HeJ0CTaTOYHOCTb,
TUIEPBEHTWIANSA, TaXUKapAns, cepalednenue, Opaankapans, roJoBOKpyKeHue, 0ecrokoncTBo,
Kallellb.

Jleuenue: BHyTpuBeHHass MH(Y3Ms M30TOHHYECKOTO COJEBOIO pacTBopa (Hampumep,
BHyTpuBeHHas uHoy3us 0,9 % pactBopa HaTtpus xiopuaa). [lpu 3HaunTensHOM cHUXEHHH Al
CJIeIyeT MEPEBECTH MALMEHTA B MOJIOKEHUE <WIEXkKa» Ha CIIMHE C IPUIIOAHATHIMU Horamu. [Ipu
HEO0OXOJMMOCTH MOXET ObITh BHYTPHUBEHHO BBEJIEH pacTBOp KarexojaMuHOB. C MOMOIIbIO
Man3a MOXHO YIalUTh MEPUHIONPUI U3 CHUCTEMHOro KpoBoToka (cMm. pazzmen 4.4.). Ilpu
pa3BUTUM yCTOMYMBOM K Tepamuu OpagukapAud MOXKET IOTpeOoBaThCsl YCTaHOBKA
3NIEKTpOKapanocTUMysiTopa. Heo0X0aMMo MOCTOSIHHO KOHTPOJIMPOBATh MOKA3aTeIl OCHOBHBIX
YKU3HEHHBIX (YHKIMI opraHu3Ma, KOHIIEHTPAIMI0 KPEaTHUHHWHA U AJIEKTPOJIUTOB B CHIBOPOTKE
KpPOBH.
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3. ®APMAKOJOIT'MYECKUE CBOMCTBA

5.1. ®apmakoamHaMu4YecKHe CBOICTBA

®dapmakoTepaneBTUUYeCKas TpyIIa: CPeAcTBa, IEHCTBYIOIIME HA PEHUH-aHTHOTCH3WHOBYIO
cucreMy; uHrHOUTOpHI AII® B KOMOMHAIMKM ¢ APYrUMU cpenctBamu; MHTHOUTOpHl AIID B
KOMOHWHAIIUU ¢ 0JI0KaTOpaMU KaJIbIIUEBBIX KaHAJIOB.

Koxg ATX: C09BB04

AMio1unuH
Mexanusm oevicmeus
Avnomunua  — BMKK, mpousBogHoe —auruaponupuavHa.  AMIIOIMIIMH — HWHIHOUpYET

TpaHCMEMOpPaHHBIN Mepexo]] MOHOB KablUsl B KAPAMOMHUOIMTHI M TJIaJKOMBIIICYHbIE KIETKU
COCYJMCTOMN CTEHKHU.

AHTUTHIIEPTEH3UBHOE JIEHCTBUE aMJIOJWIIMHA OOYCIIOBJIIEHO TMPSMBIM pacciaadisiomuM
BO3JCHCTBUEM Ha TJIAJIKOMBIIIEYHbIE KJIETKH COCYIUCTOM CTEHKHU. JleTanbHbIA MEXaHH3M,
MOCPEJICTBOM KOTOPOTO aMJIOJUIIMH OCYLIECTBJISICT AHTUAHTMHAJIBHOE JICWCTBUE, HE BIIOJHE
YCTAaHOBJICH, HO HW3BECTHO, YTO AaMJIOAMIIUH YMEHBIIAET OOIIYI0 HIIEMUYECKYI0 Harpys3Ky
MIOCPEACTBOM JIBYX JCHCTBUN:

. BBI3bIBACT paclIUpeHue nepudepruueckux apTepuoll, yMeHblas obuiee nepudepuieckoe
COTNPOTHUBIIEHUE COCYIOB (MOcTHArpy3ky). [lockonbky yactora cepaeunbix cokpamenuit (HCC)
MIPU STOM HE U3MEHSETCS, MOTPEOHOCTh MUOKAp/a B KUCIOPO/I€ CHUYKAETCS.

. BBI3BIBACT PACIIMPEHUE KOPOHAPHBIX apTEPUN U apTEPUOJI KAK B UIIEMHU3UPOBAHHOM, TaK
W B MHTAaKTHOW 30Hax. VX Awnaranus yBeJlIWYMBaeT MOCTYIUIEHHWE KHCIOpPOJa B MHUOKapA y
NAIMEHTOB C BAa30CHACTHUYECKON cTeHokapaueil (creHokapaus IlpuHumMerana, uiu BapuaHTHas
CTEHOKapIus).

Knunuueckas s¢gpgpexmugnocms u 6ez3onacnocmeo

VY nmanuentoB ¢ Al mpuem amiogunuHa 1 pa3 B CyTKM OOeCleUMBaeT KIMHUYECKU 3HAYUMOE
cHIKeHHEe A/l B TIOJIOXKEHUU «CTOS» U «JIeXkay B TeUeHUe 24 4. AHTUTUIIEPTEH3UBHOE JCHCTBUE
pa3BUBAeTCsi MEIJICHHO, B CBA3M C 4YE€M, pPA3BUTHE OCTPOHM apTEpPUAIbHOW TUIIOTEH3UU
HEXapaKTEPHO.

VY manueHToB co CTeHOKapauel mpueM amiioAunuHa | pa3 B CyTKHM yBeJIMYMBAeT oOlee BpeMs
(GU3UYECKON HATPY3KH, YBETUYUBAET BpEMsI 0 Pa3BUTHUS TPUCTYIIa CTEHOKAPIUU U JI0 TIOSIBJICHUS
nenpeccun cermeHta ST Ha 1 MM, a Takke CHMXKAET 4YacTOTYy MNPUCTYIOB CTEHOKAPIUU U
noTpeOIeHNE HUTPOTJIMIIEPUHA TTO]] SI3bIK.

AMJIOUTIUH HE OKa3bIBa€T HEOJIarompusATHBIX MeTabonndeckux 3()QexToB W He BIUAET Ha
KOHIIEHTpAlUIO JIMIIMAOB IUIa3Mbl KpoBH. lIpemapaT MOKET NPUMEHSATHCS y MAIMEHTOB C
COIYTCTBYIOIIEH OpOHXUATBHON aCTMOM, CaXapHbIM AMa0ETOM U TIOJJarPOA.

Hwemuueckas 6oneznsv cepoya (UHC)

Pesynbprarel oueHku 5((HEKTHBHOCTH CBUACTEIBCTBYIOT O TOM, YTO MpPHEM aMJIOJUIUHA
XapakTePU3yeTCs] MEHBIIMM KOJIMYECTBOM CIIyYa€B FOCHUTAINA3ALNN 110 TOBOAY CTCHOKapAUU U
MIPOBEACHUS POLEAYp peBacKyIsipu3annu y nanueHton ¢ UBC.

Cepoeunas nedocmamounocniv

Pe3ynbrarel reMoAMHAMUYECKHMX HCCIEJOBAaHUM, a TaKKe pPe3yabTaTbl KIMHUYECKUX
ucciaenoBannii ¢ ydactuem mamueHToB ¢ XCH II-IV  ¢ysknwoHansHOrO KiIacca 10
knaccudukanuu NYHA npogeMoHCTpUpoBaliv, YTO aMJIOAUITHH HE MPUBOIUT K KIMHUIECKOMY
YXYIIICHUIO, OCHOBBIBASACh HA JAHHBIX IO MEPEHOCHUMOCTH (HU3UYECKON HArpy3ku, (Gpaxiiuu
BBIOpOCA JIEBOTO KENMYA0YKA U KIIMHUYECKUX CUMIITOMAX.

VY maumentoB ¢ XCH HI-IV ¢ynkunonansHoro kiacca no knaccupuxanuun NYHA, Ha ¢one
npreMa JUTOKCUHA, TUYPETHKOB U HHTUONTOpoB AIID, 61710 TOKa3aHO, YTO MPUEM aMITIOIUTTNHA
HE MPUBOJUT K MOBHIIIICHUIO PUCKA CMEPTHOCTH WM CMEPTHOCTH M 3a00JIEBAEMOCTH, CBSI3aHHOU
C CEpAEYHON HEJOCTATOYHOCTHIO.
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B nonrocpoyHsIx uccienoBaHUIX y NAllMEHTOB C XPOHUYECKOW CepAeuHO HEAO0CTaTOYHOCThIO
I u IV ¢ynxnuonansHoro kinacca no kinaccupukanun NYHA 0e3 KIMHUYECKUX CHMIITOMOB
NBC wunu oOBEKTHBHBIX JaHHBIX, cBHjaeTeNbcTBYyrOmux o Hammuuu UBC, Ha done mpuéma
CTaOUIIBHBIX 103 UHIMOUTOPOB AIID, cepieuHbIX MNIMKO3UI0B U INYPETUKOB I10KA3aJl, YTO IIPUEM
aMJIOJIMIIMHA HE OKa3blBAaeT BIUSAHMS Ha OOIIMH IOKa3aTelnb CMEPTHOCTH OT CEepAEYHO-
COCYIUCTBIX 3aboyieBaHMI. Y [aHHOH MOMYJSIUM TAalWEHTOB IPHMEHEHHE aMJIOJUIHHA
COIIPOBO’KAJIOCH YBEITMUEHUEM KOJIMYECTBA COOOLIEHUI O Pa3BUTUU OTEKA JIETKUX.
IIpogunaxmuxa ungpapkma muokapoa

D¢ heKTUBHOCT, U 0€30MacCHOCTh MpUMEHEeHHs amiogunuHa (2,5—10 mr/cyrt), Au3HHONpHIA
(1040 wmr/cyt) m xmopramuaoHa (12,5-25 mr/cyT) B KadecTBe Iperapara «IepBOW JIMHUIDY
M3y4dajlach y MaIlMEHTOB C MSATKOW WJIM YMEPEHHOM cTeneHnbto Al U, Mo KpailHel Mepe, OJJHUM U3
JOMOTHUTENBHBIX (hakTopoB prcka UBC.

He BBISIBIIEHO CyIIECTBEHHBIX Pa3IMUYUil IO OCHOBHOMY KPUTEPHUIO OLIEHKH (KOMOMHHMPOBAaHHBIN
noKa3arejab 4YacTOThl JIeTAIbHBIX HcX0a0B oT MBC m wyacrora HedaTanbHBIX WH(APKTOB
MHOKap/a) Mexay IpylnnamMy aMmiIOAMIIMHA M XJIOopTauuaoHa. YacTora pa3BUTUS CepAECUHOM
HEIOCTaTOYHOCTH B IPYTIE aMJIOAUIMHA ObLIa CYIIECTBEHHO BBIIIE, UM B IPYIIIE XJIOPTAIHI0HA
- 10,2 % u 7,7 % cooTBeTcTBEHHO. He BBISBICHO CYIIECTBEHHBIX PA3JIMYMil OOIIEH YacTOTHI
JIETAJIbHBIX UCXO/0B B IPYyIIE aMJIOUIIMHA U XJIOPTaJINI0HA.

Ilepunponpuin

Mexanuszm deticmeus

[Tepunponpun — uHruOUTOp (hepmeHTa, MpeBpallarollero aHruoreHsuH I B aHrmorensuH II
(uarubutop AIID). AnrmoreHsuHnpeBpamarmuid (epMeHT, wWin KuHUHA3a I, sBisercs
9K30MIEeNTUa30H, KOTOpas  OCYIIECTBISeT KakK IpeBpallleHue aHruoreHsuHa | B
COCYAOCY’KHBaOIllee BellecTBO aHruoreH3uH II, Ttak u pacman OpaaukuHUHA, 00JalaroLIEro
COCYJIOpaCIIUPSAIOLIUM eI CTBHEM, 1O HEAKTUBHOI'O MeNTanenTHa.

WNurnbuposanne AII® npuBOIUT K CHUKEHUIO KOHLIEHTpAK aHrnoten3uHa Il B masme kposw,
YTO BBI3bIBACT YBEIMUEHNE aKTUBHOCTH PEHUHA IJIa3Mbl KPOBH (110 MEXaHU3MY «OTPHULIATEIbHON
00paTHO CBS3M») U YMEHBIIICHUE CEKPEIUHU aJIbJIOCTEPOHA.

[Tockonbky AII®D nnakTuBUpyeT OpatukuHuH, noaasieHue AIId conpoBoxaaeTcs MOBBILICHUEM
AKTUBHOCTH KaK HUPKYJIUPYIOLIEH, TaK U TKAHEBON KaJNIMKPEUH-KHHUHOBOW CUCTEMBI, IPU 3TOM
TaKXe aKTUBUPYETCS CHCcTeMa MIPOCTArIaHAMHOB. BO3MOKHO, 4TO 3TOT 3 (DEKT SBIISIETCS YacThIO
MeXaHHW3Ma aHTUTUIEPTEH3UBHOTO JeHcTBUS MHIHOuTOopoB AlID, a Takke MexaHU3Ma Pa3BUTHUS
HEKOTOPBIX MOOOYHBIX 3P PEKTOB MpenapaToB JAHHOTO KJjlacca (HalpuMep, Kaluis).
[lepunonpun oOKa3bIBAaeT TepaleBTUUYECKOE JelcTBUE Ojaroaapss aKTUBHOMY MeETaOOJMTY,
nepuHaonpuiary. Jlpyrue MetabosuThl HE OKa3bIBalOT MHrHOupytomiero aecteus Ha AIID in
vitro.

Knunuuecras sghpgpexmusnocmo u 6e3onacnocmeo

Apmepuanvuas cunepmensus

[Tepunponpun sensercsa npenaparom s jgedenus Al mro0oit crenenn Tsoxkectu. Ha done ero
IPUMEHEHUS OTMEUYaeTCs] CHMKEHHE KaK CHUCTOJIMYECKOro, Tak M auacronuueckoro AJl B
MIOJIO’KEHUU «JIEXKA» U «CTOSD».

[Tepunnonpun ymeHblaeT oduiee nepudepruueckoe cCoCyaucToe CONPOTUBIEHNE, YTO IPUBOIUT
K CHI)KEHHIO MOBBIIEHHOTO A/l M ymydmieHuio nepupepudeckoro KpoBoToka 0e3 M3MEHEHUs
YCC.

Kak npaBuiio, npuém nepUHIONPUIA YBEIMYMBAET MOYeyHbIH KpoBOTOK, CK® mpu sToM He
U3MEHSETCS.

AHTUTUIIEPTEH3UBHOE JAEHCTBUE IIpemnapaTa JOCTHUTaeT MakcuMyMma 4depe3 4—6 dacoB mocie
OJIHOKPATHOT'O IIpHe€Ma BHYTPb U COXpaHSAETCs B TeueHue 24 4acos.

AHTUTUIIEPTEH3UBHOE JIEHCTBUE Uepe3 24 yaca 1nocie 0AHOKPATHOTO ITPHUEMA BHYTPb COCTABIISET
oko110 87—100 % OT MakCUMaJIbHOTO AHTUTUIIEPTEH3UBHOTO AP eKTa.

CHumxenue A/l nocturaercst 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 OKa3bpIBa€T COCYIOPACIIUPSIONIEE AEWCTBHUE, CIHOCOOCTBYET BOCCTAHOBJIICHHIO
AIIACTUYHOCTU KPYIIHBIX apTEPUH U CTPYKTYpPbl COCYIHUCTOM CTEHKH MEJIKHUX apTepHii, a TakkKe
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-JIETHETrO
uccinenoanus. 90 % yyaCTHMKOB HCCIIEIOBaHUS paHEe MEepPeHecIu OCTPbId MHPApKT MUOKapa
W/WIIK TIPOLIEAYPY PEBACKYIISIPH3AIIHU.

BOoApIIMHCTBO NAMEHTOB NOJIYYHIA IOMUMO HUCCIIEAYEMOTO IIpenapara CTaHIapTHYIO T€pPaIuio,
BKJII0YAast aHTHArPETaHThl, TUIOIMITUACMAYECKHIE CPECTBA U OeTa-aapeHo0IoKaTopsl. B kauecTBe
OCHOBHOTO KpuTepusi >QQpeKTUBHOCTH Oblla BhIOpaHa KOMOMHHpPOBaHHAas KOHEYHas TOYKa,
BKJIIOYAIOIIAsl CepACYHO-COCYTUCTYI0 CMEPTHOCTh, HedaTanbHbI 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 APrMHUHA) TPUBOIUIIA K CYIIECTBEHHOMY CHI)KEHHIO a0COIFOTHOTO PHCKA
B OTHOIICHHH KOMOMHUPOBAHHOW KOHEYHOM TOuku 1,9 %, y manmueHToB, paHee MEepEeHECIInX
uH(papKT MHOKapJa W/WIKW TPOUEAYypy PEBacKyJsIpU3allid, CHIDKEHHE aOCONIOTHOTO pPHCKa
coctaBuiio 2,2 % 10 CpaBHEHHIO C TPYIIION Iiare0o.

Heotinas b1oxada perun-aneuomeH3un-arb0ocmeponosoi cucmemol (PAAC)

HmeroTcs  naHHBIE JBYX KJIMHUYECKHAX HCCIEAOBAaHUN KOMOMHHMPOBAaHHOW Tepamuu C
npuMeHenreM uaruouTopa AII® u Giokaropa peunenropa anruorensusa I1 (APA II).
[TpoBoaMIIOCH KIMHUYECKOE HCCIEOBAHUE C YYaCTUEM I[allMEHTOB, MMEIOIIMX B aHaMHE3e
KapAMOBaCKYJISIpHOE WM LiepeOpoBacKyisipHOe 3aboneBaHue, MO0 caxapHbId aAualeT 2 Tura,
COIPOBOKAAIOIINICS OATBEPKIEHHBIM TOPAKEHUEM OpraHa-MUILIEHH, a TAKXKE UCCIIEJOBAHMUS C
y4acTUEM MAIMEeHTOB C CaXapHbIM AUa0eToM 2 TUIa U 1Ua0eTHUeCKON HepomaTHEe.

JlanHble MCCIe0BaHUN HE BBISIBIIIM 3HAYUMOTO IOJIOKHUTEIBHOTO BIMSHUS KOMOMHUPOBAHHON
Tepanuyu Ha BOSHMKHOBEHHE MOYECYHBIX W/WIM KapAHUOBACKYJISPHBIX COOBITUN M Ha MOKa3aTellu
CMEPTHOCTH, B TO BpeMs KaK pPHCK pPa3BUTHS THUIEPKAIUEMHH, OCTPOHl MOYEHHOMN
HEJOCTATOYHOCTH W/WJIA TUIOTEH3UN YBEINYUBAJICS 110 CPABHEHUIO C MOHOTEpanuei.
[IpynuMass BO BHUMaHMS CXOXXHE€ BHYTPUTPYNIOBBIE (hapMaKOJUHAMUYECKUE 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 MNPOTHUBOIMOKA3aHO 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 OTMEYAJIMCh Yallle B IPYIE NalMeHTOB, MOIYYaroixX
AIMMCKUPEH, TI0 CPAaBHEHHIO C TPYMION Tanedo; TakKe HeKeIaTeNbHbIe PEeaklud U CepPbe3HbIC
HEe)KeNlaTeJIbHbIE peakluu 0co00ro HHTepeca (TUMEpKalIWeMHUs, TUIOTEH3HUs 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€HOJI0NIa B KOMOUHAIMK ¢ OeHIpodIyMeTHa3uoM y MaueHToB B Bo3zpacte 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
HedaTalbHOro HHpapKTa MUOKapaa (B ToM uucie, 6e30051eBoro) u jgetanbHbIx ucxonoB UBC.

25



YacToTa OCIOXHEHUH, IPEIyCMOTPEHHBIX OCHOBHBIM KpUTEpHUEM OLEHKH, B TIpyMIe
amMJIOIMITUHA/TIEPUHIOTIPUIIA Obu1a Ha 10 % HUXKE, 4em B rpyIme
aTeHoJ10J1a/0eHapoduIyMeTHa3nIa, OJHAKO ITO Pa3Iuune He ObUIO CTATUCTUYECKU JOCTOBEPHBIM.
B rpynne amiogunuHa/mepUHAONPUIA OTMEYAIOCh JOCTOBEPHOE CHID)KEHHE YacCTOTHI
OCJIOXKHEHUH, MPEeIyCMOTPEHHBIX JOMOJHUTEIBHBIMU KPUTEPUAMHU 3((EKTUBHOCTH (KpoMme
daranpHOI 1 HedaTaTbHON CepACYHON HEJOCTATOYHOCTH).

5.2. ®apmakoKHHeTHYECKHE CBOIICTBA

Bennunna aGcopOuuu mnepuHIONpHIA M aMJIOAMIIMHA TPH TNPUMEHEHUH JIEKapCTBEHHOTO
npenapata Ilpectanc cCyliecTBEHHO HE OTIMYAaeTcss OT TakOBOM IpU IPUMEHEHUU
MOHOIIPENapaToB.

AmiiognnuH

Abcopbyus

[Tocne nprema BHyTpb aMJIOJUIIMH MEIJIEHHO a0COpPOUPYETCs U3 JKEITyA0UHO-KHILIEYHOTO TPAKTa
(KKT). AGcomoTHas GMOIOCTYTHOCTh cOCTaBisieT okoo 64—80 %. [IpueM nuimm He oKa3bIBaeT
BJIMSIHUA Ha OMOJJOCTYITHOCTh aMJIOJUIIHMHA.

Pacnpeoenenue

MakcumanbHas KOHIIEHTpalus aMJIOAMIIMHA B IUIa3Me KPOBHU JocTUTraeTcs uepe3 6—12 4 mocne
npuema npenapara BHyTpb. OOBbeM pacrpenenenus — npuMmepHo 21 s/kr. B uccnenoBanusx in
vitro ObUIO MOKa3aHO, YTO OKO0JIO0 97,5 % HMpKyIupyIOIIEero aMaoAUIMHA CBA3aHO ¢ OelkaMu
IJ1a3Mbl KPOBH.

buompancgopmayus

AMITOANTINH METAa00IM3UPYETCs B ITEYeHU ¢ 00pa30BaHNEM HEAKTUBHBIX METaOOJINTOB.
Inumunayus

Koneunsiit T1/2 amonunuya U3 mia3msl KpoBu cocTabiisieT 35—50 4, 4yTo Mo3BoOJIseT NIPUHUMATH
npenapart 1 pa3 B cyTku. 10 % npuHATOH 10361 aMJIOJUIIMHA BBIBOJAUTCS B HEU3MEHEHHOM BU/JIE U
60 % moukamu - B BHJI€ METAOOIUTOB. AMIIOJUIINH HE BBHIBOJUTCS M3 OpPraHU3Ma MOCPEICTBOM
JMann3a.

Iloueunas HedocmamoyuHoCnyb U IUYa NOACUI020 803PACA

Bpemst oT mpuema mpemnapara 10 JOCTHXKEHUS MaKCUMaJIbHOM KOHLEHTpAlMM aMJIOJUIHMHA He
pasznuyaercs y HAaIlMEeHTOB IMOXKUIOro W 0ojiee MOJIOAOro Bo3pacTa. Y MAllMEHTOB MOKUIIOTO
BO3pacTa OTMEYAETCs 3aMeUIEHHE KIMPEHca aMJIOAMIIMHA, YTO NpUBOIUT K yBenuuenuo AUC.
VBennuenne AUC u Ty y mauuentoB ¢ XCH cooTBeTrcTByeT mpezmnogaraeéMoi BeIUYUHE AJis
JJAHHOM BO3pPACTHOM IPYIIIIBIL.

VY nmanueHToB ¢ HapylIeHHeM (YHKIMH M0YeK N3MEHEHUS! KOHIIEHTpAllui aMJIOIMIIMHA B IJIa3Me
KPOBH HE KOPPEJIHUPYIOT CO CTENEHBIO TOUYEYHON HEJOCTaTOUHOCTU. BO3MOXKHO HE3HAUUTEIBHOE
yBenuenue Ti.

Ileuenounas nedocmamounocms

JlanHple O TpPUMEHEHUU aMIIOAMMMHA T[AllMEHTaMH C TI€YEHOYHOH HEeJI0CTaTOYHOCTHIO
OTpaHUYEHBI. Y MAIMEHTOB C IEYEHOYHOH HEI0CTaTOYHOCThIO HAOII0AaeTCs CHUYKEHHE KIIMpeHca
aMJIOAMIMHA, YTO NPUBOAMT K yBenuueHuto T12 u AUC npubnuzurtensHo Ha 40—-60 %.
Ilepungonpun

Abcopoyus

[Tpu mpreme BHYTpb NEPUHAONPHUIT OBICTPO BCACHIBACTCS, MAKCUMAaJIbHAsI KOHIIEHTPALUS B IIa3Me
KpoBHU fJocturaercs B TeueHue | 4. Ty, U3 ruiazMel KpoBH cocTasisieT | .

[Tpuem numm 3aMeNseT npeBpalieHre NepuHA0NPUIIa B IEPUHIONIPUIIAT, TAKUM 00pa30M BIIUss
Ha OuonoctynHocTh. [loaTOMy mpemapar cienyer mpuHuUMaTh | pa3 B CyTKH, YTpPOM, Mepen
IIPUEMOM ITHILH.

Pacnpeoenenue

O6wem pacmpeseneHusi CBOOOJHOIO MEPUHJONpUIIaTa COCTaBiIsieT npuoausuTenabHo 0,2 J/Kr.
CBs13b nepuHONpUIIaTa ¢ 6eIKkaMu I1a3Mbl KPOBH, TTIaBHBIM 00pa3om ¢ AIID, cocraBiseT okomo
20 % 1 HOCUT J0303aBUCHUMBIN XapaKTep.

Buompancpopmayus
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[lepunnonpun He obrmamaer (apmakosornyeckoil akTuBHOCTHIO. [IpubnusurensHo 27 % ot
00IIero KOJIMYECTBA MPUHATOTO BHYTPh MEPUHIONPHUIIA MOMAAAeT B KPOBOTOK B BUJIE aKTUBHOTO
MeTabonurta nepunaonpunara. [lomumo nepunaonpuiata o6pasyrores emie 5 MeTaboIuToB, HE
oOmamaromux  (GapMakoJIOTUYECKOH  aKTUBHOCTBIO. MakcumanbHasi ~ KOHLIEHTpaIus
MEPUHJIONpUIIaTa B IIa3Me KPOBHU JOCTUTaeTcs yepes 3-4 yaca nmocie npueMa BHYTPb.
Inumunayus

[Tepungonpunar BBIBOAWUTCA W3 opraHu3ma noykamu. Koneunwnid Ti, cBoOOmHON dpakuuu
COCTaBJISIET OKOJIO 17 4, I0O3TOMY PaBHOBECHOE COCTOSIHUE JOCTUTAETCSI B T€UEHHE 4-X CYTOK.
Jlunetinocms (HenruHelinocmy)

Cy1ecTByeT JUHEHHas 3aBUCUMOCTb KOHIIEHTPAIMU IEPUHAOIPHUIIA B MJIa3Me KPOBHU OT €T0 JA03BI.
Cepoeunas, noueynas HedoCMamMoOyHOCb U IUYA NOHCUN020 803PACA

BriBeienne nepuHaoONpuIaTa 3aMeJIJICHO y AIMEHTOB IMOXKUJIOTO BO3PACTa, & TAKXKE y MAIMEHTOB
C CEepICYHOU M TOYEYHOM HEIOCTATOYHOCTHIO (cM. pasnen 4.2.). [losToMy y AaHHBIX TPYIII
MAIMEHTOB HEOOXOMUMO PETYJSIPHO KOHTPOJIMPOBATH KOHIICHTPAIIMIO KpEaTMHUHA W Kalws B
1a3Me KPOBH.

Ileuenounas nedocmamounocmeo

Jnanv3Helil KIHpeHc NepuHaonpuiaTa coctanisetr 70 Mi/MuH.

dapmMaKOKMHETHKA EPUHIOTPUIIA HAPYIIICHA Y MAIIMEHTOB C IUPPO30M IMEUECHU: €0 MeUECHOYHBIN
KIIMPEHC YMEHbIIaeTcs B 2 pa3a. Tem He MeHee, KOIMYeCTBO 00pa3yIoIerocss nepuHIonpuiaTa
HE YMEHBIIIACTCs, UTO HE TPeOyeT KOPPEKINH 1036l (CM. pazaensl 4.2. u 4.4.).

5.3. /laHHbIe JOKJIHHUYECKOH 0€30MaCHOCTH

Amitounun

Penpooykmusnas moxcuunocmo

HccnenoBanusi penpoJyKTUBHOM TOKCHMUHOCTM Ha KpbICaX W MbIIIAX IOKa3ajld YBEIMUYEHHE
nepuoja BbIHAIIMBAHMS, YBEJIWYEHHE IPOJOJDKUTENIBHOCTH POJOPA3PEIICHNUs U CHUKEHUE
BBDKMBAEMOCTH IIOTOMCTBA IIPU IPUMEHEHUH IIpenapaTa B 103aX, IPEBbIIIAIOLINX MaKCUMAaJIbHbIE
PEKOMEHI0OBaHHBIE [Tl YelloBeKa MpuOIu3uTeabHo B 50 pa3 (mpu pacdyere B MI/KT).

Hapywenue gpepmunvrnocmu

[Ipu npumeHenuu amogunuHa B jgo3ax no0 10 wmr/kr/aens (uto B 8 pa3™ mpessbimaer
MaKCHMAaJIbHYIO PEKOMEHIOBAHHYIO JUIS ueoBeka 103y 10 Mr mpu pacuere B Mr/M2), BAUSHUS HA
(GepTUIBHOCTD y KPBbIC, MOJTyYaBIIUX aMJIOJUIINH (CaMIlbl B TeUeHHE 64 THEW U CaMKU B TEUCHHE
14 nHelt no ciapuBaHus), 0OHAPYKEHO He ObLI0. B Ipyrom uccrienoBanuu Ha KpbIcax, B KOTOPOM
caMIIbl TOJy4dajau amyIoguInuHa Oesunat B Teuenuwe 30 nHEW B J03€, CPaBHUMOM C 030U JIs
yenoBeka (mpu  pacuere B MI/Kr), ObUIO OOHApY>KEHO CHWIKEHHWE KOHIICHTPAlUU
G OMTHKYTOCTUMYJIMPYIOIIETO0 TOPMOHA M TECTOCTEPOHA B TIa3Me KPOBH, a TAK)KE YMEHbIIICHUE
IUIOTHOCTH CHEPMBI M KOJIMYECTBA 3PEJIbIX criepMaTu U kietok CepTou.

KCZHI/;QPOZQHQB, MymaceHes

Y KpPBIC 1 MI)IIHGI\/'I, MoJIydyaBIINX aMJIOAWUIIMH C KOPMOM B TCUCHUC 2 JICT, B KOHLCHTpAIUAX,
paccuuTaHHBIX s obecriedeHust cytouHo no3el 0,5, 1,25, m 2,5 Mr/kr/cyT, NpU3HAKOB
KaHIIEPOTEHHOCTH OOHapyXkeHo He Obu1o. HauwBeicmias mo03a (Ui MBIIICH — aHAJIOTHYHAs
MaKCHMAaJIbHOH PEKOMEHI0BAaHHOMN KIMHUUYECKoit 103e 10 MI npu pacueTe B MI/M%, a JUist KPbIC —
B 2 pa3a* ee mpeBblaromnas) Obuia 0JIM3Ka K MAKCHMAJIBHOM TIEPEHOCUMOM J103€ JIJIs1 MBITIEH, HO
HE /7151 KPBIC.

B xome uccnenoBaHuii MyTareHe3a HM Ha T€HHOM, HU Ha XPOMOCOMHOM YpOBHE 3((eKTOB,
CBSI3aHHBIX C TPUMEHEHUEM Tpernapara, 00HapyKeHO He ObLIO.

*U3 pacuera Ha Maccy marueHTa S0 Kr.
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[lepunponpun

B wuccrnenoBaHusX XpOHMYECKOW TOKCHYHOCTH (HA KpbIcax M 00€3bsiHaX) MPHU MEpOpPaTbHOM
prEeMe OPraHOM-MUIICHBIO SIBIISIFOTCS TIOYKH, HAPYIIECHUSI HOCAT OOpaTHMBII XapakTep.
MyTareHHOCTH B HCCIIEAOBAHUAX in Vitro U in Vivo OTMEYEHO He OBLIO0.

HccnenoBanust pernpoyKTUBHOM TOKCUYHOCTH (Ha KpbICaX, MBIIIAX, KPOJIUKAX U 00€3bsiHAX) HE
BBISIBIJIM TIPU3HAKOB AYMOPHOTOKCHYHOCTH MJIM TepaToreHHOCTH. OMHaKo OBLIO MOKa3aHO, YTO
WHTHOUTOPHI aHTMOTCH3MHIIPEBpAIIAOIIEro (pepMeHTa, Kak KJIacc, OKa3bIBAIOT HEXKEIATeIbHOe
BO3JICUCTBUE HA IO3JIHEEC PA3BHTHE IUIOAA, YTO MPUBOAMT K THOENH II0Ja W BPOXKICHHBIM
HAPYIICHUSIM Y TPBI3YHOB M KPOJIMKOB: HAOIIOIATHCH MOPAKEHUS MTOYEK U POCT NEPUHATATBHON
W TIOCTHAaTaJlbHOM CMepTHOCTH. Hum y caMiioB, HM y caMOK HE OTMEYAJIOCh HapyIICHUs
(bepTUIBLHOCTH.

KanrmeporeHHOCTH B UCCIIETIOBAaHMSIX TUTEIHHOTO MPUMEHEHHS TIpenapara Ha KpbIcax M MbIIIax
OTMEUEHO He ObLIO.

6. ®APMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepedyenb BcmoMorateJibHbIX BellleCTB
[emron03a MUKPOKPUCTAITAYECKAS

JlakT03b1 MOHOTHAPAT

Marnus creapar

KpeMH#s1 TMOKCHT KOJIIIOUTHBIN O€3BOIHBIN

6.2. HecoBMecTHMOCTDL
He npumennmo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs)
3 rona.

6.4. Oco0Obie Mepbl NPEIOCTOPOKHOCTH NIPU XPAHECHUH
XpaHuTb 1pu Temieparype He Boie 25 °C.

6.5. XapakTep u coJep:KaHue MEPBUYHOM YNIAKOBKH

IIpu npoussoocmee «Cepesve (Mpranous) Hnoacmpusz JImo.», Hpranous

I[To 30 TaGneTok BO (py1akoH U3 MOTUIPOIUIIEHA, CHAOKEHHBIN 103aTOPOM M3 MOJMATUIIEHA HU3KON
TUIOTHOCTHU U KPBIIIKOW M3 TMOJMATUIICHA HU3KOM TUIOTHOCTH, COJIEp KaIlei BIaromnoriomanui
rens (cunmukarens). [1o 1 ¢uakoHy ¢ TUCTKOM-BKIIQIBIIIEM B Ma4yKy KapTOHHYIO C KOHTPOJIEM
MEPBOTO BCKPBITHSL.

Ilpu npouzeoocmee «Cepsve (Hpnanous) Hnoacmpus JImo.», Hpnamous u pacghacoexe
(vnaxoske) OO0 «CEPBBE PYCy», Poccus

I[To 30 TaGneTok BO (py1akoH U3 MOTUIPOINUIIEHA, CHAOKEHHBIN 103aTOPOM M3 MOJTMATUIIEHA HU3KON
TUIOTHOCTHU U KPBIIIKOW M3 TMOJMATUIICHA HU3KOM TUIOTHOCTH, COJIEp KaIlei BIaromnoriomanui
rens (cumukarenb). [1o 1 ¢uakoHy ¢ TUCTKOM-BKIIQJBIIIEM B MAa4yKy KapTOHHYIO C KOHTPOJIEM
MEPBOTO BCKPBITHSL.

Ipu npouzsoocmee OO0 « CEPBBE PYCy», Poccus

[To 30 TabneTok BO (IaKOH U3 MOTUIPONIICHA, CHAOKEHHBIN 103aTOPOM M3 TIOTUITHIICHA HU3KOH
TUTOTHOCTH W KPBIIIKOW W3 TOJIMATHIICHa HU3KOH TUIOTHOCTH, COZEPIKAIICH BIIAromoTIOMIArOIIni
renb (cunukarens). [To 1 ¢diakoHy ¢ TUCTKOM-BKIQABIIIEM B MayKy KAPTOHHYIO C KOHTPOJIEM
MIEPBOT'O BCKPBITHSI.

Ynaxoexa ona cmayuonapos:

I[To 30 TabneTok BO (py1akoH U3 MOTUIPOIUIICHA, CHAOKEHHBIN 103aTOPOM M3 MOTMATUIICHA HU3KON
TUIOTHOCTHU U KPBIIIKOW M3 TOJMATUIICHA HU3KOM TUIOTHOCTH, COJIEP>KaIei BIaromnoriomalonui
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renb (cunukarens). Ilo 3 ¢umakona ¢ paBHBIM KOJMYECTBOM JIMCTKOB-BKJIAQJBIINICH B MAuKy
KapTOHHYIO C KOHTPOJIEM IIEPBOT0 BCKPBITHSI.

6.6. OcoOble Mepbl MNPEJOCTOPOKHOCTH NPH YHUYTOKEHHHM HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI0 MpenapaTa UM 0TX0/0B, MOJYYEeHHBIX MOcje IPUMeHeHHs penapara, u
JApyrue MAHUMYJISIHY ¢ MPenapaTom

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. JAEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

®paHuus

«JTaboparopuu CepBbey» / Les Laboratoires Servier

92284 ®pannwmst, Cropen Cenekce, yi. Kapuo 50 / 50, rue Carnot, 92284 Suresnes Cedex, France
7.1. IlpencraBuTeib Jep:kaTessi PerucTPALMOHHOIO YJAOCTOBEpPeHHMsI HA TepPPUTOPUM
Coro3a

[IpereH3un noTpeduTeNeH HAPABIATH 110 /IPECY:

Poccuiickas ®@edepayus Pecnybnuxa Kazaxcman u Keipevizckas
AO «Cepsbe» Pecnybnuka

Anpec: 125196, r. Mockaa, yi. Jlecnas, TOO «CepBbe Kazaxcran»

oM 7, atax 7/8/9 Anpec: 050020, Kazaxcran, r. AIMaTsl, TIp.
Ten.: +7 (495) 937 07 00 Hocteik, 310I°

O5. moura: servier.russia@servier.com Ten.: +7 (727) 386 76 62

9. moura: kazadinfo@servier.com

Pecnybnuxa Benapyco Pecnybnuxa Apmenus
[IpencraButensctBo YAO «Les Laboratoires  IIpencraBurenbeTBo komnanuu «Jle
Servier» (Opanmysckas PecniyOnrka) B Jlaboparyap CepBre» B PecriyOnuke
Pecny6nuke benapyce Apmenus

Anpec: 220030, r. MuHCK. yi. MscHHUKOBa, Anpec: 0002, r. EpeBan, KeHTpoOH, yi1.
70, 0. 303 Awmupsna, 15, marazuna 100

Ten.: +375 (17) 306 54 55/56 Ten.: +374 (10) 50 50 74

On. noura: officeBY (@servier.com 5. mo4ra: pvarmenia@servier.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA
JIT-Ne(000575)-(PT-RU)

JITT-Ne000575-TTI-BY

JIT-Ne(000575)-(TTI-KG)

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

9. JIATA TIEPBUYHOHN PETUCTPAIIMHA (IIOATBEPXKIEHUSI
PET'UCTPALIUU, IIEPEPET'UCTPALINN)

Jlata nmepBoii peructpanuu:
B Poccuiickoint @enepanun 16.02.2022

B Pecny6nuke benapyce 04.10.2022
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B Keipreckoii Pecryonuke 02.12.2022
B Pecny6iiuke Apmenus 06.04.2023

10. JATA IIEPECMOTPA TEKCTA

OO0mast xapaKTepuCTUKA JIeKapCcTBEHHOTO rnpenapara [Ipectanc moctynHa Ha mHGOPMAIMOHHOM
noptaiie EBpa3uiickoro 3KOHOMHYECKOTO COr03a B MH()OPMAIIMOHHO-KOMMYHHKAIIHOHHON CETH
«uTepuer» http://eec.eacunion.org/.
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