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OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITIAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

3unakcepa, 5 Mr, TabIeTKH

3unakcepa, 10 mr, TabieTku
3unakcepa, 15 Mr, TabieTku
3unakcepa, 30 Mr, TabieTKu

2. KAUECTBEHHBIN U KOJIMYECTBEHHbBIN COCTAB

JelicTByroniee BEMIECTBO: apUIIUIIPA30I.

3unakcepa, 5 mMr, Ta0JIeTKU

Kaxas tabneTka comep XuT 5 Mr apunumnpasoia (B BUae apunuipasona ymapara/apunumnpasona

remuymapara).

3unakcepa, 10 mr, TabiaeTku

Kaxngag  Tabnerka COJICPKUT 10 mr
¢dbymapara/apununpasona reMmupymapara).

3unakcepa, 15 Mr, TabueTku

Kaxngag  Tabnerka COJICPKUT 15 mr
¢dbymapara/apununpasona reMmupymapara).

3unakcepa, 30 mr, TabiaeTKu

Kaxngag  Tabnerka COJICPKUT 30 mr
¢dbymapara/apununpasona reMmupymapara).

apunumnpasosia

apunumnpaszosia

apunumnpaszosia

(B BHAE  apunMIipasosia
(B BHAE  apunMIipasolia
(B BHAE  apunMIipasolia

BemecTBa, HajmnuMe KOTOPHIX HA/I0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O Mperapara: JIaKTo3a,
azokpacurtens OpunanToBbli yepHbiid (E151) (st Tabnerok 5 mr) (cMm. pasznen 4.4.).

[Tonublii nepeyeHb BCIIOMOTaTeIbHbIX BEIIECTB MPUBEICH B pasjene 6.1.

3. JJEKAPCTBEHHASA ®OPMA

TabneTku.

3unakcepa, 5 Mr, TabIeTKU

KaﬂchIOBI/II[HLIC, CJICTKa ABOSAKOBBIITYKJIBIC Ta6HeTKI/I, CBGTJIO-FOJIy6OFO BCTa C MPaMOPHOCTBIO

1 BO3MOKHBIMW TCMHBIMU BKPAIJICHUSAMMU.

3unakcepa, 10 mr, TabiaeTku

KarncynoBuansle, cierka JIBOsSIKOBBITYKIIbIE TaOJIETKH, OJIEHO-PO30BOI0 IIBETA C MPAMOPHOCTBIO

U TCMHBIMHU BKpPAIUJICHUSAMMU.

3unakcepa, 15 mr, TabiaeTku

Kpyrusie,

CJICTKAa ABOSKOBBIITYKJIBIC TaOJETKH C

dackoii,

MpPaMOPHOCTBIO U BO3MOKHBIMHA TCMHBIMU BKPAIUICHUSAMMU.

3unakcepa, 30 mr, TabaeTku

OJIEQHO-KEJITOr0  LBETA

C
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Kpyrnble, cnerxka ABOSKOBBIMyKJIble TaOueTku ¢ (ackoil, OJeAHO-pO30BOrO IBETa C
MPaMOPHOCTBIO U TEMHBIMU BKPAIICHUSIMH.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3aHusi K NPUMEHEHUIO

[Ipenapat 3uiakcepa nokaszaH K IpUMEHEHHIO Y B3pOCibIX B Bo3pacTe oT 18 ser.

° [IIn3odpenus: ocTpble MPUCTYIIBI U IOAICPKUBAIOIIAS TePATTHSL.

° bunonspHoe pacctpoicTBo I THNA: MaHUAKAIbHBIE SMTU30AbI U TOICPKUBAIOIIAS TEPATTHS
C UENbI0 TMPEJOTBPAIICHUS PEIUANBOB y TMAIMCHTOB C OWIMOJSPHBIM PacCTPOHCTBOM
I Tuma, HEJaBHO MEpEeHECIINX MAHUAKAIBHBIN WM CMENIaHHBIN 3TU30/.

° JononHeHne K Tepanuu MpernapaTamy JIUTAS WIN BaJIbIIPOECBOW KHUCIOTHI IS JICUCHHS
MaHHaKaJIbHBIX WJIA CMEIIIaHHBIX 3MMHU30/I0B B paMKax OWIIOJISIPHOTO paccTpoicTra I Tuma
MPU HATMYUHU TICHXOTHYCCKUX CUMIITOMOB HWJIM 0€3 HUX W TOJICP’KUBAOIIAs Tepamnus ¢
EJBIO TTPEIOTBPAICHUS PEIINBOB Y TAIIMEHTOB ¢ OUITOJIIPHBIM paccTpoiicTBoM I THra.

° JlomonHeHne K aHTUACTIPECCUBHOM Tepanuu Ipy OOJIBIIOM JISTPECCHBHOM PACCTPONCTBE.

4.2. Pe:kuM J103MPOBaHUSI U CIIOCO0 MPUMEHEHUsI

PexxuMm mo3upoBanus

Hluzogpenusn

Pexomennyemas HayanbHast qo3a — oT 10 mr go 15 mr 1 pas B cytku. IlonnepxxuBaromas nosa —
00bI4HO 15 Mr B cyTKH. B KITMHHUECKHX MCCIeI0BaHMIX MMOKazaHa 3((eKTUBHOCTD MpernapaTa B
no3ax ot 10 mr 1o 30 Mr B cyTKH.

Manuaxanvhvie 5nu300b1 npU OUNOTAPHOM pACCMPOCmEe

Monomepanus

Pexomenayemas HavanbHas no3a — 15 mr 1 pas B cyrku. M3Menenune 10361 npu HEOOXOIUMOCTH
MPOU3BOJUTCA C HUHTEpPBAIOM He MeHee 24 yacoB. B kiIMHHYECKHMX HCCIIEIOBAaHUSX TpU
MaHHMaKaJIbHBIX 3IN30/1aX MPOIEMOHCTpUpoBaHa 3(pdexkTuBHOCTH Mpenapara B 1o3ax 15-30 mr B
CyTKM Ipu npueme B TeueHue 3—12 Henenb. besomacHocTs 103 Bhiie 30 MI B CYTKH B
KIIMHUYECKUX MCCIIEOBAaHUIX HE OLICHUBANACH.

[Ipu HabnromeHWM 3a TAaNMEHTAaMH C OWIOISPHBIM PacCTpocTBOM | Thma, mepeHecIMu
MaHHaKaJIbHbIN WIN CMEUIaHHBIM 3MH307], Y KOTOPBIX OTMEYaJach CTaOMIN3alUsl CUMIITOMOB Ha
¢done npuema npenapata 3usnaxcepa (15 mr B cyrku unu 30 Mr B CyTKU IIpH HavanbHO 103e 30 Mr
B CYTKH) B T€UE€HHE 6 Henenb, 3aTeM — 6 MecsIIeB | jajee — B Te4eHue 17 MecsIieB, yCTaHOBIICH
OmarompuATHBIA  3PQeKkT Takod moauepkuBaromel Tepamuu. CreayeT HEepHUOIMYECKH
oOcieroBaTh MAI[MEHTOB JJsl OMpeAeNiCHUs] HEOOXOIUMOCTH NMPOJOHKEHUS MOACPKUBAIOILEH
Tepamnuu.

ﬂOl’lOJlHeHue K mepanuu npenapamamu Jaumus uiu 6dﬂbl’lp0€6012 KUCiomol 015 JeYeHUs.
MAHUAKATbHBIX UAU CMEULAHHBIX DNU30008 6 pamkax 6u}10]lﬂpH020 paccmpozicmea I muna

Pexomennyemas mauanpHas n103a — ot 10 mMr o 15 Mr 1 pa3 B cyTku, moajepkuBaromnias 103a —
15 mr B cytku. Jloza MoxxeT ObITh yBenuueHa 10 30 M B CYTKHM B 3aBUCHUMOCTH OT KIMHUYECKHX
nokazanuid. [Ipy HaOITIOIeHNH 3a TAMEHTaMu ¢ OUITOJIIPHBIM pacCTPONCTBOM | THITA ycTaHOBIICH
OmaronpuaTHbIN 3Q(EKT moIePKUBAOIIEH Tepaluu apuImunpa3oiom B o3¢ ot 10 mr g0 30 mr
B CYTKH B KauecTBE JIONOJIHEHHUS K TEepalluu Mpenaparamy JUTHS WIH BaJbIIPOEBON KUCIOTHI.
Cnemyer mepHOAMYECKHM OOCIEOBaTh MAIMEHTOB ISl  OMpeAeNieHHS HEoOXOIUMOCTH
IPOAOJKEHUS MOAIEP/KUBAIOLIEH Tepanuu.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

Jlononnumenvuas mepanus npu 6016ULOM OeNPecCUBHOM pAcCmpolcmee

B xauecTBe AOMOTHEHUA K JEUCHHIO aHTUIECTIPECCAHTAMU PEKOMEH]IYETCsl Ha3HayaTh IMperapar
3unakcepa B HAYAIBHOM /103€ 5 MI' B CYTKH, NPH HEOOXOIUMOCTH U XOPOIMICH MEePeHOCUMOCTH
Tepanuu CyTOYHYIO 103y MpernapaTa 3ujakcepa MOKHO €XEHEJIEIbHO YBEJIMUMBATh HA 5 MT 10
MaKCUMaJIbHOW He 6osee 15 Mr B CyTKH.

JnuTeNnbHOCTE Tepanuu IMpenaparoM 3ujakcepa [0 BCEM YKa3aHHBIM BBILIE IOKAa3aHUSIM HE
YCTAQHOBJICHA, HEOOXOJMMO pETyIspHO HPOBOAMTH OOCIIEAOBAaHME MAIMEHTa HA IPEIMET
BO3MOYKHOCTH OTMEHBI TEPAIIHH.

Oco0ble rpyIInbl MAIMEHTOB

Hauuez—tmbl C NOYeYHOol HeOOCMAMOYHOCMbIO

Koppekuun 1036 m1pu Ha3HauyeHUW TMpenapara 3ujjakcepa MalUUMEeHTaM C [0YE€YHOU
HEI0CTaTOYHOCTBIO He TpedyeTcs.

Hauueﬁmbl C Ne4YeHouHol HedOCmMAamoyHOCbIO

Koppekiun 103pl mpu  Ha3HaueHWW Tpernapata 3uWiakcepa MalueHTaM C [eYeHOYHOU
HEJI0OCTaTOYHOCTHIO He TpeOyercs. IlanmeHTaM ¢ meuyeHOYHON HEeI0CTaTOYHOCThIO 103y 30 Mr B
CYTKH Ha3Ha4yaroT C OCTOPOKHOCTHIO.

Jluya noscunoco eospacma (cmapue 65 nem)

Koppekuun 10361 00b14HO He TpeOyeTcst. OTHaKO BCIIEACTBHE MOBBIIICHHON YyBCTBUTEIBHOCTH Y
MAIMEHTOB 3TOH MOMYJIALUYU CIIEAYET yUYUThIBATh IPUMEHEHHE 00Jiee HU3KMX HadalbHbBIX J103.

Ilon

PexxuM no3upoBanus rpenapara 3unakcepa Jis MalueHToB 000€To 1oJia OJIMHAKOB.

Brusinue xypenus na pesicum 003uposanus

Pexxum no3upoBanus npenapara 3unakcepa Ui KypsIuX 1 HEKYpAIIUX NallieHTOB OAMHAKOB.
Pesicum oosuposanus npu conymemeyiowei mepanuu

[Tpu omHOBpEMEHHOM IPUMEHEHUH Tperapara 3uIakcepa U MOLTHBIX HHTHOUTOPOB H30(epMeHTa
CYP3A4 (xeTokOHA30J1, KIIAPUTPOMHUIIMH) 1032 MpenapaTa 3unakcepa 10JKHa ObITh YMEHbIICHA
HanonoBuHy. Ilpn otmene mHrmOutopoB m3zodpepmenta CYP3A4 nmoza mpemapara 3mimakcepa
JOJDKHA OBITH YBEJTUUYECHA.

ITpu 01HOBpEMEHHOM IPUMEHEHUH Npenapara 3uIakcepa U MOLIHbIX UHTHOUTOPOB H30(epMeHTa
CYP2D6 (xunuauH, (IIyOKCeTHWH, MAapOKCETWH) 103a Ipemapara 3uiIakcepa IODKHA ObITH
yYMEHbIIIeHa KaKk MUHUMYM HaronoBuHy. [Ipu otmene uaruduropos nzopepmenta CYP2D6 noza
npenapata 3unakcepa JoJKHA ObITh yBEJIUUCHA.

[Ipenapar 3unakcepa cieqyeT NPUMEHSTh 0€3 M3MEHEHHMsS peXHMa J03UpPOBaHUS, €CIIM OH
Ha3Ha4Y€H B Ka4yC€CTBC I[OHOJIHI/ITCJIBHOﬁ TCpanru y ITaHUCHTOB C OOJIBIITUM ACTIPECCUBHBIM
paccTpONCTBOM.

[Ipy oOHOBpeMEHHOM MPHMEHEHMH Ipemapara 3Wjakcepa W MOIIHBIX HHTHOUTOPOB
nzopepmentoB CYP2D6 (xunuaun, ¢ayokcerun, napokcetuH) u CYP3A4 (keTokoHasod,
KJIAPUTPOMHUIIMH) /103a Mperapara 3ujakcepa Jo/HKHA ObITh yMEHbIIeHa Ha V4 (TO ecTh 110 25 %
o0bruHOM 103b1). [Ipu oTmene mHTHOMTOpOB M30hepmenToB CYP2D6 w/mmm CYP3A4 nosa
npemnapara 3ujlaKcepa J0KHA ObITh yBEJHYEHA.

[Tpu ogHOBpeMEHHOM NPUMEHEHHHU Ipenapara 3uiIakcepa U MOILIHBIX, YMEPEHHBIX WIN cIa0bIX
uHruoutopoB m3opepmentos CYP2D6 u CYP3A4 nosa mpemapara 3uiakcepa MOXKET OBITH
NIEPBOHAYAJIBHO YMEHBLIEHA Ha ¥4 (TO ecTh A0 25 % OOBIYHON 03bl), a IOTOM yBEJIMYEHA JJIS
JOCTHKEHHS ONITUMATIBHOTO KIIMHUYECKOI0 pe3yibTaTa.
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[Ipu Ha3zHaueHuMu mnpenapaTa 3uWJIaKkcepa NalMEHTaM C HU3KOM aKTHBHOCTBIO H30(epMeHTa
CYP2D6 nepBonayaibHO 7032 TpenapaTta 3ujakcepa JA0KHA ObITh YMEHbIIIEHA HANOJIOBUHY, a
MOTOM yBEJIWYEHA JUIS JOCTMDKEHHS ONTUMAIBHOTO KIMHHYECKOTo pesyabTara. [lpum
OJIHOBPEMEHHOM NPHUMEHEHHM Ipernapara 3ujakcepa M MOIIHOTO MHruOuTOopa M3opepMeHTa
CYP3A4 nanrentam ¢ Hu3Koi akTUBHOCTHIO n3odpepmenta CYP2D6 nosza npenapata 3uinakcepa
JOJDKHA OBITH yMEHBIIIEHA Ha ¥4 (TO €CTh 10 25 % 0OBIYHOM J036I).

IIpy OAHOBpEMEHHOM NPHUMEHEHMM IpenapaTa 3WJaKkcepa M IMOTEHUUAIbHBIX HHIYKTOPOB
nzopepmenta CYP3A4 (kapbamasenuH) no3a npenapara 3uiiakcepa A0JKHA ObITh yBeJIMYEHa B
2 pa3za. [Ipu otmene unaykTopoB u3zopepmenra CYP3A4 nosa nmpenapara 3uiiakcepa J0JDKHA
ObITh yMeHbIIeHa 70 10—15 Mr B cyTKu.

CTH

beszonacHocTh 1 3¢ ¢dexTHBHOCTH Npenapara 3uiakcepa y aereil B Bo3pacre ot 0 no 18 et Ha
JTAHHBI MOMEHT HE YCTaHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.

Croco0 npuMeHeHus

Buytps, 1 pa3 B 1eHb, HE3aBUCUMO OT TIPHEMa MTHUIIIH.
4.3. [IpoTuBONOKA3aHUA

rI/IHep‘IYBCTBI/ITCHLHOCTB K apuiminpasojly Hin K JIIO6OMy U3 BCIIOMOI'aTCJIbHBIX BCHICCTB,
MepevnciIeHHBIX B pazzene 6.1.

4.4. OcoOble ykazaHus U Mepbl NPEJOCTOPOKHOCTH TPH MPUMEHEHUH

IIpy mpUMeHEeHNHM aHTHIICUXOTHUYECKUX CPEICTB (HEMPOJENTHKOB) TEPaleBTUUECKOE ACHCTBUE
pa3BUBAETCS OT HECKOJIBKUX THEH 10 HECKOJIBbKUX HeeNb. B Teuenue 3Toro nepruoia He00X0AMMO
HaOJII0/1aTh 32 COCTOSIHUEM MallUEHTA.

Cyuyudanvroe nogedeHue

CynnunanbHoe TIOBEIEHHE 4YacTo HaOMIOJaeTcss MpPHU IICUXOTHYECKUX PpacCTpOCTBaX M
HapyILIEHUsX HACTpOeHUs. B HEKOTOPBIX ciyyasx CynUuAaIbHOE OBEJCHHE BO3ZHUKAET B HayaJe
JIC€UCHHUs WIM IPU CMEHE AHTUIICUXOTHYECKOro Ipernapara, B TOM 4YHUCJIE€ IPU NPUMEHEHUU
apunumpasona. JledeHne HEWPONENTHKAMHU Yy MAIMEHTOB TPYIIBI BBICOKOTO PHCKA JOJKHO
IIPOBOJUTHCSA MOJ THIATEIbHBIM HaONIOJIeHUEM. B  3nuaeMHOIOrMYecKux HCCIIEJOBAHUAX
[IOKA3aHO OTCYTCTBUE IIOBBILIIEHHOTO PHCKAa CYMLUUAAIBHOTO IOBEICHUS IPU NPUMEHEHUU
apUIMIIPa30ja IO CPAaBHEHHUIO C JPYTUMH AHTHIICUXOTUKAMH Yy B3pOCIBIX MAalMEHTOB C
mu30ppeHuei M OUMOISPHBIM PACCTPOUCTBOM. JIaHHBIX ISl OLIEHKH pUCKa Y 00Jiee MOJIOIBIX
NalMeHToB (B Bo3pacTe Miajue 18 yeT) HeAOCTaTOYHO, OJHAKO M3BECTHO, YTO PUCK CyHIHMJA
COXpaHseTCsl B TEUCHHE NEPBBIX 4 HeNeNb JICUYCHUS aTUIUYHBIMU aHTUICUXOTHKAMH, BKJIIOUYast
apUIMIpasod.

Cepoeuno-cocyoucmule 3a001e6anUs

Apunurmpason cieyeT IPUMEHITh C OCTOPOKHOCTBIO Y AIUEHTOB ¢ 3a00JIeBaHUSIMH CEPACUHO-
cocyaucTol cucreMbl (MHpapkT Muokapaa nin UBC B anamHese, cepieuHas HeJIOCTaTOYHOCTbD,
HapylIeHUEe TPOBOIAMMOCTH), IIepeOPOBACKYIAPHBIMUA HApyMICHUSIMH, (aKTopaMH pHCKa
pa3BUTHS ~ apTepuajbHOM  TUNOTEH3UM  (HerujapaTaius, THUIOBOJEMHS, MPUMEHEHHE
TUTIOTCH3UBHBIX TIPEMAPATOB) WU apTePHATBHON THIIEPTEH3UEH, BKITIOUAS TPOTPECCHPYIONTYIO U
3JI0Ka4YECTBEHHYIO.

[Tpy mpuMeHEeHNH aHTUIICUXOTUKOB MOXKET pa3BUBATHCS TPOMO03 BeH. [I0CKOIBbKY y MallueHTOB,
MOJIyYalolUX TaKWe MpenapaTsl, MOTYT ObITh Mpeapacrnonaratromme (akropbl K BEHO3HOM
TpoMO0IMO0IINH, CIEIyeT IPOBOJUTH TIIATEIbHOE 00CIeIOBAHNE MMALIMEHTOB /10 HaYasla JICYeHUS
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apUIIUOpPa30ioOM Uil BBIABJICHHS BCEX BO3MOXKHBIX (AKTOPOB pHUCKA U MNPUHUMATh
NpOGUITAKTHYECKUE MEPBI BO BPEMSI JICUCHHS.

Yonunenue unmepsana QT

B xIMHUYECKHX MCCIIEeOBAaHMUAX YacTOTa CIydaeB yIJIUHEeHUs nHTepBaga QT y manueHToB mpH
NPUMEHEHUH apUIHIIpa3ona ObUIa COMOCTaBUMa C rpymmoi mmane6o. OpHako, Kak W TIpU
IPUMEHEHUN JPYIMX aHTUIICUXOTHKOB, y IALIMEHTOB C CEMEHHBIM aHAMHE30M YIJIMHEHUS
unTepBana QT ciexyeT coOmoaaTh OCTOPOKHOCTD IPU HA3HAYEHUH aPUITUIIPA30Ia.

To30usa ouckunesus

B kimMHMUYecKMX UCCIENOBAaHUSAX JUIMTEIHHOCTHIO 1 TOJN WIM MeHee B XOJ€ JICUCHHUS
ApUMHIPA30JI0M HAOIIONATUCh HEUACThIC CIy4yau TMO3JHEH JUCKUHE3WH. B ciydae mosBiaeHus y
nmanyeHTa Ha (OHE JICUYEHHUsS IpermaparoM 3uiakcepa OOBEKTUBHBIX WU CyOBEKTUBHBIX
CHMIITOMOB TIO3/IHEH TUCKMHE3UU TIOKA3aHO CHIKEHHE JTO3bI UM OTMEHA npenapara. [logooHbie
CHMITOMBI MOTYT COXPAHSITHCS B TEUEHHE OMIPEAEIEHHOTO BPEMEHU UITH J1a’K€ YCUITUBATHCS MOCTIE
OTMCHBI JICUEHUS.

3nokauecmeennvii Hetiponenmuyeckuti cunopom (3HC)

3HC mpencrasisier co00# MOTEHIMATHHO JICTATLHBIA KOMIUIEKC CHMIITOMOB, Pa3BUBAIOIIHIICS Ha
(¢oHE NMPUMEHEHHS AHTUIICUXOTHUKOB. B KIMHMYECKHMX HCCIIEOBAaHUAX apUIIMIpPa30ia Cllyyau
pa3Butus 3HC Opumn penku. 3HC mposBisieTcs: MOBBIIIEHHEM TEMIEPaTyphl Tela, MBIIICYHON
PUTHUIHOCTBIO, HAPYIICHUSMH TICHXUKHA M HECTaOMIBHOCTBIO BETETATUBHOW HEPBHON CHCTEMBI
(HecTaOMIBPHOCTh MyNbCa U apTEPUAIBHOTO JIABJIECHUS, TaXUKapAus, NOTIMBOCTh M APUTMHH).
Kpowme Toro, Mmoryt orMeuaTbcst HOBbIIIEHUE akTUBHOCTH KpeaTuH(pochokunaszsl (KDOK) B mnazme
KpOBH, MHUOTJIOOMHYpHUs (paOIOMHONM3) W OCTpas TMOYeYHas HEeIOCTaTOYHOCTh. OmHaKo
nosbimenne KOK B miazme kpoBu 1 pabjoMHOIN3 HEOOS3aTEIBHO CBUACTEIBCTBYET O Pa3BUTUH
3HC.

B cnygae Bo3aukHoBeHHs cuMnToMOB 3HC min HeoObsICHUMON TUXOPaZKU 0€3 JOTOTHUTEIbHBIX
kiuHu4Yeckux npossienuii 3HC Bce HelposienTuky, BKJIIOYas Mpernapar 3WIakcepa, JOJDKHBI
OBbITh OTMEHEHBI.

Cyoopozu

B xnuHMYECKHX HCCIENOBaHUAX apUIMIIPa30ja CyIOPOKHBIE MPUCTYIBI Pa3BUBAINCH HEYACTO.
Apunumpazosl cieayer ¢ OCTOPOKHOCTBIO MPHUMEHSTh Y TMAlMEHTOB C CYJOPOXHBIMU
paccTpoiCTBaMM B AaHAMHE3€ WIM IPH HAIMYUU COCTOSHMM, NPHUBOIAIIMX K Pa3BUTHIO
CYJOPOKHBIX IPUCTYIIOB.

Hauueﬂmbz NnOJ2HCUTIOC0 803pacma C ncuxo3amu Ha quHe demem;uu

Iogvlwenue cuepmuocmu

[To pesymbraTaM Tpex IUIANE00-KOHTPOIUPYEMBIX HCCIEIOBAHUN Yy TMAIMEHTOB ITOXKUJIOTO
Bo3pacta (56-99 nert, cpennuii Bo3pact 82,4 rofa) ¢ ICUX03aMH, 00YCIOBICHHBIMUA OOJIE3HBIO
Anbrreiimepa, Ha (OHE Tepanmuu ApPUIHUIPA30JIOM OTMEUYEH IMOBBIIICHHBIH PHCK CMEPTH B
CpPaBHEHUU C TPYIIION Tu1aneoo.

CMepTHOCTb B IpyIIeé MAlUEHTOB, MOJIYYalOLUX JIEUYEHUE APUIMIPA30JIOM, B CPaBHEHUU C
rpymmnoil mane6o cocrasuna 3,5 % u 1,7 % coorBerctBeHHO. HecMoTpst Ha TO, 4TO MPUYHHBI
CMepTH OBUIM pPa3NIUYHBIMH, OOJBIIYI0 YacTh M3 HHUX COCTABISUIM CEPIECYHO-COCYIUCTHIC
(Hanpumep, cepieyHas HEJOCTaTOYHOCTh, BHE3aNHasl CepAeYHas CMEPTh) WM MH(EKIHMOHHbIE
(HanpuMep, MTHEBMOHHS ).

Llepebposackynsapuvle HedceramenvHble peakyuu

B Tex xe nccnenoBaHuAX y MalMeHTOB (CpeaHH Bo3pacT: 84 roaa; BO3pacTHOM quamna3oH: 78—
88 1eT) oTMevanoch pa3BUTHE LEPEOPOBACKYISPHBIX MOOOYHBIX peakuuil (HampuMep, HHCYIbT,
TpaH3UTOPHAsl MIIEMHYECKas aTaka), BKJIIOYas TaKOBbIE C JIETAJbHBIMU HCXoJaMu. B nenowm, y
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1,3 % manueHToB TPYIIBI apUIUNpa3oiia BO3HHUKAIH IIepeOpOBacKyNIspHBIC HEXKelaTelIbHbIC
peakuuu B cpaBHernu ¢ 0,6 % B rpymme miane6o. Pazmuyus He AOCTUTANM CTATUCTHYECKOM
3Ha9UMOCTH. OTHAKO B OJTHOM HCCIICIOBAaHUH C (PUKCUPOBAHHOM 10301 OTMEUEHA CTATUCTHICCKU
3HaUYMMasi 3aBUCHUMOCTh YacTOThI 1EepeOpPOBACKYISAPHBIX TMOOOYHBIX PEaKIui OT O3Bl Y
MaIMEeHTOB TPYIILI ApUIUIIPa30ia.

[Ipenapar 3mrakcepa He IOKa3aH IS JICUCHHSI IICHX03a Ha (JOHE JIEMEHITHH.
T'unepenuxemus u caxapuulii ouabem

['unepriavkemMusi, B OTACTBHBIX CIyYasiX BRIPAKCHHAS U COMPOBOXKIAIOMIASICS KETOAIUI030M HITH
THIIEPOCMOJISIPHOM KOMOM € JIETIbHBIM UCXOJIOM, ObLIa OTMEYEHA y MAIlMeHTOB, TPUHUMABIINX
aTUNHUYHbIE HEUPOJIENTUKU. Pa3BUTHIO TSKENBIX OCIOXKHEHUN MOTJIH CITIOCOOCTBOBAThH (PAKTOPHI
pHUCKa, TaKMe KaK OKHPEHHWE W HACJICJCTBEHHAs OTATOIICHHOCTh MO caxapHoMmy nuabery. B
KJIMHUYECKUX HCCIIEIOBAHUAX apHUIIUIPA30Jia HE OTMEYEHBl 3HAYMMBbIC DPA3JIMUUsl B YaCTOTE
pa3BUTHUS THUIEPIIMKEMHUYECKUX TOOOYHBIX peakuui (BKIIOYas caxapHbld 1uaber) win
THITEPTIIMKEMHUH 110 CPaBHEHHMIO ¢ Turane6o. Ha ocHOBaHMM MMEIOINXCSl JAHHBIX HEJIb3s IIPOBECTH
NpsSIMOE CPaBHEHHE YAaCTOTHI THIEPIIIMKEMUUYECKUX IMOOOYHBIX Peakiuii Ha (OHE MPUMEHEHUS
apumumpasoia M JAPYruX aTUIHYHBIX AaHTUIICUXOTHKOB. Bce manueHTsl, NpUHUMAIOIINE
aTUIMWYHBIC HEHPOJIENITUKY, BKIIOYAs APHIUAIIPA30J, TOJICKAT THIATEILHOMY KOHTPOJIIO
CHUMIITOMOB THIEPIIMKeMHUH (YCHWICHHas >KaXk[a, ydYalleHHOe MOYEHCIyCKaHue, mnonudarus,
cnabocTh). Y MalMEHTOB C CaXapHbIM JMa0eToM WK (PakTOpaMu pHUCKa caxapHOro auadera
CJIEIyeT PETYISIPHO KOHTPOJIUPOBATH KOHIIEHTPAIIUIO TIIFOKO3bI B KPOBHU.

Funepuyecmeumeﬂbnocmb

Kak u npu npuMeHeHnH Ipyrux JIEKapCTBEHHBIX IMPENaparoB, MPH JICUCHUU APHUIHIPA30JIOM
BO3MOXKHO Pa3BUTHE PEaKIUid TUNEPUYyBCTBUTEIHHOCTH, MPOSBISIOMUXCS aIePrHIESCKON
CUMIITOMATHUKOM.

Tosviuenue maccol mena

VY manueHToB ¢ mu3ohpeHneit nir OUTIOISPHON MaHUEH YacTO HaOII0IAeTCs MTOBBIIIICHUE MAacChl
Tena, CBSI3aHHOE C KOMOPOUHBIMHU PacCTPOMCTBAMM, TPUEMOM BbI3bIBAIOIIUX MOBBIIIEHUE MACChl
TeJa aHTUIICUXOTUKOB, HEOCTATOYHOW JIBUraTeIbHOW aKTUBHOCTHIO. [loBbIIEHHE Macchl Tena
MOXET NPUBOJUTH K TSDKEIBIM OCJOXHEHUSIM. B MOCTperucTpalMoHHBIX HCCIEIOBaHUIX
apUIMIIPa30ja OTMEUYEHO TOBBIIIEHHE MacChl Tejla mManueHToB. OIHAKO OHO OOBIYHO
Habmoanoch Ha (poHe 3HAYUMBIX (PAaKTOPOB PUCKA, TAKUX KaK caxapHblil quadet, 3a00aeBaHus
INIUTOBUAHON JKeJe3bl WM aJeHoMa THurnodu3a B aHaMHE3€ Yy B3pPOCHBIX MAaIMEeHTOB. B
KJIIMHUYECKUX HCCIEAOBAHMIX C Y4acTHEM IAIMEHTOB IOAPOCTKOBOTO BO3PACTa, CTPaJarOlIUX
oumnosispHON MaHue, Ha (POHE JIeUeHUS] ApUIHITPA30I0M OBbLIIO OKA3aHO MOBBIIIEHUE MACCHI TeJa
yepes 4 Henenmn. Heo0XoauMO KOHTPOJIMPOBATh MacCy Tella y MOJIPOCTKOB C OUTOIIPHON MaHHUCH.
[Tpu cymecTBEeHHOM MOBBIIIEHUH MACChI TEJIa MOYKET OBITh TOKa3aHO CHI)KEHUE JTO3BI.

Hucgacus

[Tpu npuMeHeHNH HEHPOIIENTUKOB OTMEYAJIUCH CIIyYyau HapyLIeHUH NepUuCTabTUKU MHUILEBOA U
acnimpanuu. Crienyer coOnroAaTh OCTOPOKHOCTh MPU MPUMEHEHUH y MAlKMEHTOB C (aKkTopaMu
pUCKa pa3BUTHUS aCIIUPAIIMOHHON THEBMOHHUH.

Ilamonozuueckoe 61euenue K a3apmubiM USPam u opyaue HapyueHus KOHmpos noOyHcoeHul

[Tpu nmpueme apunuipasosa y NalMeHTOB MOKET BO3HUKHYTh MOBBIIIEHHOE BICUYEHUE, OCOOCHHO
K a3apTHBIM UT'PaM, U HECIIOCOOHOCTh KOHTPOJIUPOBATH ITH MOOYKICHHUS.

Coo0manock Takke O TOBBIIIEHHOM TII0JOBOM BJICUEHUH, HEMPEOJOJMMOM BICYEHUU K
MOKYITKaM, MepeelaHiH I KOMITYJIbCHBHOM MTPHEME TIHIIH, & TAKXKE O IPYTUX UMITYIHCHBHBIX
Y KOMITYJbCHBHBIX PacCTpOWCTBax mMoBefeHUs. [lanmeHTsl U JnIa, OCYIIECTBISIOMNE YXO 32
HUMH, TOJDKHBI ObITh HH(OPMHUPOBAHBI O PA3BUTHUN PaHee HE HAOJIIOABIIMXCS TOOYKIEHUI 1IN
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O MOBBIIIEHNH BJICYEHUS K a3apTHBIM UI'PaM, IIOJIOBOTO BICYEHUS, HEIPEOJOJIUMOIO BICYEHUS K
MOKYNKaM, MepeefaHusl WIN KOMITYJIbCUBHOTO NpUeMa MHIIM WIM JIPYTuX MOOYXKAEHUH npu
JedyeHuu apunumnpaszoiaoM. Crenyer OTMETUTb, 4YTO CHUMIOTOMBI HApyHIEHHs KOHTPOJIS
noOyXAeHUI MOTYT OBITh CBS3aHbl C OCHOBHBIM 3a00JIEBaHUEM, OJTHAKO COOOIIATIOCH O CIIydasix
IIPEKpalleHUss CUMITOMOB IIPH CHMDXKCHHMU JO03bl MM OTMEHe mpemnapara. HecBoeBpeMeHHas
JUAarHOCTHKA Pa3BUTHS HApYyLICHUH KOHTPOJIS MOOYKACHUH MOXKET HAHECTH BpeJ MAaIlUeHTY U
JIpyruM junaM. B ciydasx pa3BUTUS HapylIeHUH KOHTPOJS MOOYXKIEHHUHl cleayeT peluTh
BOIIPOC O CHMKEHHMH JO3bI IIPENapara Ui ero OTMEHE.

Hayuenumot ¢ cunopomom depuyuma snumanus u eunepaxkmusrnocmu (C/[BI)

HecmoTps Ha BBICOKYIO 4aCTOTY COMYTCTBYIOIIEH MAaTOIOTHN OUTIONSIPHOTO paccTpoiicTea I Tnma
u CJ/IBI" orpannueHns! jaHHbIe 110 0€30MIaCHOCTH OJJHOBPEMEHHOTO ITPUMEHEHHUS apUITUITPa30Jia |
MICUXOCTUMYJUPYIOMIMX cpeacTB. [loaToMy crienyer cobmoaaTb 0Co0yt0 OCTOPOKHOCTD IPU UX
OJHOBPEMEHHOM ITPUMEHEHUH.

Taoenus

[IpuMeHeHne apuIUIpa3oia MOXKET BBI3BIBATh COHJIMBOCTH, OPTOCTATHYECKYIO THIIOTCH3UIO,
JIBUTATCIIbHBIC M CCHCOPHBIC PAacCTPOMCTBA, YTO MOXKET TNpUBECTH K majaeHuto. CiemnyeT
COOJTI0JIaTh OCTOPOXKHOCTH TNPH JICUCHUH TAIMEHTOB U3 T'PYIIBI BHICOKOTO pUCKa (Hampumep,
MAIMECHTHI MTOKUJIOTO BO3pacTa WM OClabJICHHBIE MAalMeHTHl) U YYUTHIBaTh MMPUMEHEHUE OoJiee
HU3KUX HaYaJbHBIX 703 (cM. pazaen 4.2.).

BcnoMoraTenbHbIe BellleCTBa

Azoxpacumens dpunnuanmoswiii ueprulil (E151) (0ns mabaemox 5 me)
MoOKeT BBI3bIBaTh aJUIEPTUUCCKHE PCAKIIHH.
Jlakmosa

JIaHHBII JIEKapCTBEHHBIN IIpenapar He CIIeyeT IPUHUMATh ITAIMEHTaM C PEIKO BCTPEYArOIIEH S
HACJIEZICTBEHHOM HENEPEHOCHUMOCTBIO I'aJIaKTO3bl, JIAKTa3HOM HEJOCTAaTOYHOCTBIO MJIH IIIIOK030-
TaJIaKTO3HOW MajThaObCOpOIIHEH.

4.5. B3aumopeiicTBHe ¢ APYIrHMH JIEKAPCTBEHHbBIMH MNpenapaTamMd W [pyrue BH/bI
B3aMMO/JeiCTBUSA

B cBs3u cO CBOWCTBEHHBIM apUITUIPA30Jly AHTArOHM3MOM K anb(dai-aapeHopenentopam
CYIIECTBYET BEPOSITHOCTh yCWIEHHS d3((eKTa HEKOTOPHIX THIIOTEH3UBHBIX JIEKAPCTBEHHBIX
CpPEACTB.

[TockonpKy apumHIpa3zosl OKa3bIBaeT BIMSHUE Ha IIEHTpalbHyl0 HepBHYyI0 cucrtemy (L[HC),
cJemyeT onacaThCsi OJHOBPEMEHHOI'0 IIPUEMa aJIKOTOJIA UK JPYTUX MPENapaToB, BIUAIOMINAX Ha
I[IHC, Tak Kak 3TO MOXET MPUBECTH K YCHIIEHHIO MOOOYHBIX 3((EKTOB, HapUMep, CeNallHH.
Crnenyer coOmonaTh OCTOPOXHOCTh MPH TMPUMEHEHUHM apHIMIIPa3oiia C JIEKAPCTBEHHBIMHU
npenaparaMmy, KOTOpble MOTYT BBI3BIBAaTh yuiMHeHHe uHTepBana QT wnm  HapymeHus
JIEKTPOJUTHOIO OajaHca.

BG[ZOHTHOCTB BJIMAHUSA APYTUX JICKAPCTBCHHLIX MIPCIIAPATOB HAa ApUITUITPA30J1

He BBISBICHO KIMHUYECKH 3HAYMMOTO BIIHUSHUS 6HOK3.T0pa TUCTaMHHOBBIX Hz-peHeHTOPOB
q)aMOTI/IIII/IHa, BBI3BIBAIOIICTO YrHETCHHUE CCKPCIUU COJIIHOM KHCJIOTBI B KCITYyIAKE, Ha
ApUITUIIPA30JI, HECMOTPA Ha CHH)KCHUEC CKOPOCTH BCACBIBAHUSA apUIIUIIpa30Jia.

W3BecTHBl pa3nuyHBIe IyTH MeTaboNM3Ma apuIHIpas3oia, B TOM YHCIE C YYacTHEM
nzopepmentoB CYP2D6 u CYP3A4, 3a uckmouenuem uzopepmenta CYPLA. Tlostomy He
TpeOyeTcs KOPPEKIUS 036l MperapaTa y KypPHIbIIHKOB.



COOTBETCTBYET : -'Hl’_EF’TH IM. OTYETY
ot 04.05.2026 N= 296

(MOCNEOOBATENEHO T: 0003)

i

Xunuoun u opyaue uneubumopwl uzoghepmenma CYP2D6

B uccrnenoBaHuax y 370pOBBIX J0OPOBOJIBLEB MOLIHBIA HMHruoutop uzopepmenta CYP2D6
(XMHUJIUH) TOBBIMIAJT TIOMAAb M0JT KPUBOH «KoHIEeHTparusa-Bpems» (AUC) apunumpasoia Ha
107 %, npu 3ToM MakcumasibHasi KOHUEHTpaUsl (Cmax) ocTaBanack HeM3MEHHON. AUC U Cax
JeTUpoapuIunpasoia, akTMBHOro Merabonura, cHmxanuch Ha 32 % u 47 % coorBeTcTBeHHO. B
CBSI3U C 3TUM HEOOXOAMMO YMEHbBIIATh JI03Y MpernapaTa 3unakcepa NpuOIM3UTENIbHO B 2 pasa npu
€ro OJHOBPEMEHHOM NPUMEHEHHH C XWHHIUHOM. [Ipyrue MouiHbple HHIHOMTOPHI n30(epMeHTa
CYP2D6, Takme kak (QUIyOKCETMH ¥ TApPOKCETHH, MOTYT OKa3bIBaTh CXOJHBIE 3(D(EKTHI,
CJIeIOBATEIHbHO, HEOOXOIMMO aHAIOTUYHOE CHIKEHHUE JTO3BI.

Kemoxonaszon u opyeue uneubumoput uzogpepmenma CYP3A4

B xmmHMYECKHX MCCIeI0BAHUAX Y 37J0POBBIX JOOPOBOJIBIIEB MOIIHBIH HHTHOUTOP U30(epMenTa
CYP3A4 (xerokona3zon) noeimasl AUC u Crax apununpasona Ha 63 % u 37 % coOOTBETCTBEHHO.
AUC u Chax Zeruapoapuruiipasona yeeauyuBaiuck Ha 77 % u 43 % cooTBeTCTBEHHO. Y
«MeIIeHHBIX» MeTabonu3aTopoB u3opepmenta CYP2D6 koMOMHHMpOBAaHHOE MpPHUMEHEHHUE
MOUIHBIX HHIHOUTOPOB M3odpepmenta CYP3A4 MoxeT MpUBOANUTH K MOBBIMICHUIO TNTA3MEHHBIX
KOHIICHTpAIMi apuIUIpasoa Mo CPaBHEHHUIO ¢ «OBICTPRIMUY» MeTabosin3aTopaMu n3ohepMeHTa
CYP2D6. B cnyyae He0OX0AMMOCTH KOMOWHUPOBAHHOTO TIPUMEHEHHSI KETOKOHA30J1a ¥ IPYTUX
MOIIHBIX HHTHOUTOPOB M30dpepmenta CYP3A4 ¢ npenapaTom 3miiakcepa HEOOXOIUMO OIICHUTD,
HE MPEBBILIACT JIH PUCK IPUMEHEHHUSI BO3MOKHYIO M0Jb3Yy. [Ipy KOMOMHUPOBAHHOM MTPUMEHEHUHN
C KETOKOHA30JI0M ClleAlyeT NPUOIU3UTEIbHO BIABOE YMEHBIINTh HA3HAUEHHYIO /103y INpenapara
3unakcepa. OXumaeTcsi, 9TO Apyrue MourHble HHruouTopsl nzodpepmenta CYP3A4, takue kak
UTPAKOHA30Jl U WHTHOMUTOPHI MpoTeassl BHpyca HMMyHonxedunurta uenoBeka (BUY), moryr
OKa3bIBaTh CXOJHBIE 3()(HEKTHI, CIIeI0BATEIILHO, B TOM CIIy4ae TaKKe PEKOMEHJOBAHO CHHKEHUE
JIO3BI.

[Tpu ormene unrubuTopa m3odepmertoB CYP2D6 nimm CYP3A4 HeoOX0IMMO MOBBICUTH J03Y
npemnapara 3ujlakcepa A0 IpUMEeHseMON NallMeHTOM /IO Ha3HAUEeHHUs COMYTCTBYIOIIEH Tepanuu.

[Tpu npumenenun cinaObix UHTHOUTOPOB H30(pepmeHToB CYP3A4 (Hanmpumep, AUATHA3EM WU
scuutanonpam) win CYP2D6 B komOumHanmum c mpemapatoMm 3Miakcepa CileayeT OXHIATh
HeOOJIbIIIOE MOBBINICHHE KOHIIEHTPALUH apuIunpasolia B 1a3Me KpOBH.

Kapbamazenun u opyeue unoyxmopuwt uzoghepmenma CYP3A4

[Ipy KOMOMHMpPOBAHHOM NPUMEHEHHWH KapOaMasenuHa, MOIIHOTO HMHIYKTOpa H30(pepMeHTa
CYP3A4, reomerpuueckue cpeaaue 3HaueHus Cmax 1 AUC apununpasona 6sutu Ha 68 % u 73 %
HUKE, COOTBETCTBEHHO, B CPAaBHEHHM C MOHOTEpanueil apunumnpaszosiom B 103e 30 Mr B CyTKH.
I'eomeTpuueckue cpennue 3HaueHUs Cmax 1 AUC gerunpoapunumnpasosa npu KOMOMHUPOBAHHOM
MpUMEHEHUH ¢ KapOama3zenuHoM CHIKanuch Ha 69 % u 71 %, COOTBETCTBEHHO, B CPAaBHEHHH C
MOHOTepanuen apunumpasonoM. J{o3a npenapara 3nnakcepa 10DKHA OBITh yBEIHMUYCHA BABOE IPH
KOMOMHHUPOBAHHOM IMPUMEHEHUHU ¢ KapOaMazenmuHOM. MOXKHO OKUIaTh, YTO JIPYTHE MOLIHbIE
uaaykropel u3zopepmenta CYP3A4 (takue kak pudavnunud, pudalOytuH, QeHuTouH,
¢benobapOuTan, NpUMHIOH, F3(paBUPEH3, HEBUPAIIUH U Ipenaparsl 3Bepo00si MPOABIPSBICHHOTO)
OKa3bIBalOT CXOJHbIE 3(PPEKTHI, CIIeOBATENBHO, PEKOMEHI0BAHO TOYHO TAKOE YK€ MOBBIIICHUE
no3bl. [Ipu ormene mourHoro muaykropa mzopepmenta CYP3A4 HeoOX0IMMO CHU3HUTH 03y
npenapata 3uiaKcepa 10 peKOMEH/I0BaHHOTO YPOBHSI.

Banvnpoam u numuii

HpH KOM6I/IHI/Ip0BaHHOM NPUMCHCHUHN BaJIbIIpOaTa WU JIUTUSA HC O6Hapy>KeHbI KIMHHUYCCKH
3HAYUMBbIC U3MCHCHU A KOHLICHTpaLII/Iﬁ apunuipasojia.

Cepomonumnogulil CUHOPOM

Coo0manock 0 ciydasx pa3BUTHS CEPOTOHHHOBOTO CHHAPOMA y MPUHUMABIINX APHITAIIPA30JT
NalueHTOB. BO3MOXKHBIE MPOSBIEHUS ATOTO COCTOSHHS OCOOEHHO YacTO BO3HUKAIOT MpPH
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OJTHOBPEMEHHOM MPUMEHEHUH C JPYTUMH CEPOTOHUHEPTUYECKUMH MpenaparaMi, TaKUMH Kak
CEJIeKTUBHbIE HHTHOUTOPBI oOpatHoro 3axmata ceportoHnHa (CHUO3C) wu cenekTHBHbBIE
MHTUOUTOPBI 0OpaTHOTO 3axBara cepoToHnHa u HopaapeHannHa (CUO3CH), nim npenapatamu,
KOTOpPbIE MOTYT MOBBIIIATH KOHIIEHTPAIMIO apununpasona (cM. pasznen 4.8.).

BeposSTHOCTH BAMSHUS apuOynpasoia Ha APYrye JICKapCTBEHHbBIC IpenapaThl

B xnuHMueckux wuccneoBaHUsAX apunumpazona B go3e 10-30 Mr B CyTkH HeE oTMedalcs
3HaUUMBIA 3¢dexr Ha MeTtabommsm cybcrpatoB nzodpepmerntoB CYP2D6 (cootHomienue
nexctpomeropdana/3-merokcumopdunana), CYP2C9 (Bapdapun), CYP2C19 (omemnpazon) u
CYP3A4 (mexcrpomeropdan). Kpome Toro, He OBIIO TOKa3aHO, 4YTO apUIUNPA30d H
neruapoapununpason BiusioT Ha CYP1A2-onocpenoBanHblii MeTabonu3M B YCIOBUSX in Vitro.
Takum 00pazom, MaJIOBEPOATHO, YTO ApUIIUIPA30JI OKa3blBAET KIMHUYECKU 3HAYMMOE BIIUSHUE
Ha JIEKapCTBEHHbIE MpenapaThl, META00IU3UPYEMbIE 3TUM H30(DEPMEHTOM.

OnHOBpPEMEHHBIN PUEM JIMTHSA, TAMOTPUIKMHA WK BalbIIpoaTa C apUIMIIPA30JI0M HE IIPUBOAUT
K KJIMHAYECKU 3HAYNMOMY U3MEHEHNIO KOHICHTPALNK JINTHS, JIAMOTPUKUHA UIIW BAJIBIIPOATA.

4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD M JAKTALMS

bepemeHHOCTD

AZIEKBaTHBIX U XOPOIIO KOHTPOJIUPYEMBIX HCCIECAOBAHHNA y OCpEeMEHHBIX HE IPOBOIUIOCE.
HeusBecTHo, MOXET JM NPUMEHEHHME apUIMIpa3ona y OepeMEHHOM OKa3blBaTb BPEJHOE
BO3/IECUCTBHE Ha IUIOJ WM BbI3bIBATh HapyIIEHUE PENPONYKTUBHOM (QyHKIMHU. MI3BecTHO, uTO Y
HOBOPOXKJICHHBIX, MaTEpH KOTOPBIX IpPHHHManu HeWposentuku B TedeHme III Tpumectpa
O0epeMEeHHOCTH, B IOCIEPOJOBOM MEPHOJE CYLIECTBYET PHCK Pa3BUTHs 3KCTpanupaMHIHBIX
paccTpoiicTB M (WMJIM) CHUHAPOMA «OTMEHBI». Y HOBOPOXKACHHBIX OTMEYAIUCh BO30YXKIECHUE,
MBIIIEYHAs] TUIEPTOHUS WM THIIOTOHUS, TPEMOpP, COHJIMBOCTb, PECHUPATOPHBIA IHCTpECC-
CUHJIPOM, HapyIIEHUs IIPY KOPMJICHHUH. JJaHHBIC CUMIITOMBI UMEJIU Pa3IMYHYIO CTEIIEHb TKECTH,
MHOI'/Ia OHU NIPOXOAMIH O€3 JIeueHHs, TOrla KaK B IPYTUX CIydasX HOBOPOXKJCHHbIE HYKJAJIUCh
B UHTCHCHUBHOH Te€palmuu W MPOAOJDKUTENbHONM rocnuranusanuu. Ilpy npumeHeHun
apHIIUIIpa30Jia Pa3BUTHE Y HOBOPOXKJEHHBIX TOJOOHON CUMIITOMATUKH OTMEYaIOCh OUEHb PEJIKO.

Crnenyer mnpenynpeiuTh IAlUEHTOK, 4YTO OHHU JIOJDKHBI HEMEIJICHHO COOOLIMTH Bpady o
HACTYIUIGHUH OEpeMEHHOCTH Ha (OHE JIeUeHUs; CIeAyeT Takke HH()OpMHUpOBaTH Bpaya O
IUTAHUPYEMOH OepeMEeHHOCTH.

[Ipenapar 3unmakcepa MOMKET TMPUHUMATBCS BO BpeMsi OEpPEMEHHOCTH, TOJBKO €CIU
MOTEHIMAJIbHAS 110J1b3a IIPUMEHEHHS U MATEPU IPEBBIIIAET MOTCHIUAIBHBINA PUCK JJIA TUIOJA.

Jlakranus
Apunuipason IpoHUKaeT B IpyAHoe MoJioko. [Ipu npuMmenenun npenapara 3uinakcepa rpyaJHoe
BCKapMJIMBAHHE CJIEAYET OTMEHHUTb.

DepTUABHOCTD

Apununpa3on He CHWKal (epTHILHOCTh (10 JaHHBIM HCCICIOBAaHUS PEMPOIYKTUBHON
TOKCHUYHOCTH).

4.7. BansiHue HA CHOCOOHOCTH YIPABJATH TPAHCIOPTHBIMH CpPeACTBAMH H PadoTath C
MeXaHH3MaMu

ApunuIipa3os Oka3plBaeT HE3HAUUTEIHHOE MIIM YMEPEHHOE BIMSHUE HAa CIIOCOOHOCTh YIPABIISATh
TPAHCHOPTHBIMHU CPEJCTBaMH U pabOTaTh C MEXaHU3MaMH BBUIY €r0 BO3MOXXHOTO BO3/EHCTBHUS
Ha HEPBHYIO CHUCTEMY M 3pEHME, HalpHUMEp, BO3MOXHO pPa3BUTHE CENALNH, COHJIMBOCTH,
00MOpoOKa, HEYEeTKOCTH 3peHHs, Auruionun. Cienyer coOmo1aTh OCTOPOKHOCTD MPH yIIPaBICHUU
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TPAHCIOPTHBIMU CPEJICTBAMHU, padOTe ¢ MEXaHM3MaMHM U 3aHATHAX JPYTUMH BHIAMU
JESTEeNbHOCTH, TPEOYIOIIMMHU  IOBBIIIEHHONH KOHIEHTPAallMM BHUMAaHUA M OBICTPOTHI
NICUXOMOTOPHBIX peakuuil. [lanneHToB cnenyer mpeaynpeauTs O HEOOXOAMMOCTH COOIIONATH
OCTOPOXKHOCTh JI0 T€X MOp, MOKa OHU HE YAOCTOBEPATCS, YTO Ipenapar He OKa3bIBA€T HA HUX
HETaTUBHOT'O BIIMSHUS.

4.8. HexkenareJbHbIe peakuu

Pesrome npodriisa 6€3011acHOCTH

HaubGonee pacnpocTpaHeHHbIE HEXKeNIaTeIbHbIE PEAKIIUHU, 3apETUCTPUPOBAHHBIC B X0/1€ I1anedo-
KOHTPOJHMPYEMbIX HCCIIeIOBAHNH, BKIIOYAIOT aKaTU3MIO0 U TOIIHOTY, KOTOpbIe OTMedanu OoJee
4yeM y 3 % ManuueHToB, IPUHUMABUIMX apUIUIPA30] BHYTPb.

TabnnaHoe pE3IOMe HEeKeNaTeIbHbIX PeaKIUul

HexenarenpHbie PCaKuu CrpynnrupoBaHbl B COOTBETCTBUU C IIOPAAKOM HAa OCHOBAHHUU CUCTEMHO-
opransbix kiaccoB (COK).

Yacrora BCTpeyaeMOCTH OTpeieieHa CIeayONIM 00pa3oM:

o4eHb yacto (> 1/10);

gacto (> 1/100, o < 1/10);

HewacTo (> 1/1 000, HO < 1/100);

penko (= 1/10 000, o < 1/1 000);

oueHb peako (< 1/10 000);

YacTOTa HEM3BECTHA (HA OCHOBAHMU UMEIOIIMXCSI JAHHBIX OIICHUTh HEBO3MOJXKHO).

Yacrora HEXeJATENbHBIX PEAKIUH B XOJE€ NOCTPETrMCTPALMOHHOIO MEpHOoAa HAOIIOAEHUS He
MOJKET OBITh OIpe/ieieHa, TOCKOIbKY HH(pOopMalHs Oblja MMoJIlydeHa U3 CIIOHTaHHBIX COOOIIEHUH.
[TosToMy YacTOTa BCTPEUAEMOCTH JAaHHBIX HEKEIATEIbHBIX PEaKIUi KIacCUPUIIMPOBAHA Kak
«4acTOTa HEU3BECTHAY.

B npeaciax KaXxaomn rpynmnbl 4aCTOTBI BCTPCUACMOCTH HEXKCIATCIBbHBIC PCAKIIUHN TICPCUUCIICHBI B
MOpAAKEC YMCHBIICHUS CCPbE3HOCTH.

Yacto Heuvacro YacToTa HEH3BECTHA
Hapymenuss  co |- - Jlelikonenus
CTOPOHBI KPOBU U Heiirponienns
JuMdaTnyecKou TpombonuToneHus
CHCTEMBI
Hapymenuss co |- - Anneprudeckue
CTOPOHBI peaxnun (manpumep,
HMMYHHOM aHa(pUIIaKTUYECKas
CHCTEMBI peakuusl,
AHTMOHEBPOTHYECKUI
OTEK, BKJTIOYAS
MPUILYXJIOCTh SI3bIKA,
OTEK sI3bIKa, OTEK JIMIIA,
KOYKHBIN 3y "
KpaIuBHUITY)
JHAOKPUHHBIE - lNuneprnponaxkTuHe- JnaGernueckas
HApYLIEHUSs MU TUIIEPOCMOJIIPHAsT KOMa
Jnabetnueckuit
KEeTOaluI03
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Hapymenus Caxapusiii quadeT lMunepriavkemus I'unonarpuemus
Merabosu3smMa W AHopexkcus
NUTAHUSA CHuxeHue Macchl Tena
YBenuyeHue Macchl Tena
Ilcuxnueckue becconnumna Henpeccust IlomeITKHM CyuLua,
HapyIIeHUsl TpeBora 'unepcekcyanbHOCTh | CYMUIMIAIBHBIE MBICIU U
BecmokoiicTBo 3aBEpUICHHBIA  CYUIIU[
(cm. paznen 4.4.)
ITatonoruueckoe
BJIEUEHUE K a3apTHBIM
urpam
Hapymenus  xoHTpons
o0y IeHU I
[lepeenanue
KomnynscusHbIe
(HEKOHTpOIUpYEMBIE)
MOKYIIKH
ITopuomanust
(MMITyTECUBHOE
BJICUEHUE K IIEpeMEHE
MECT)
Arpeccus
Bo30yxnenne
HepBo3HocTh
Hapymienuss  co | AkaTuzus [Moznusa quckunesus | 3HC
CTOPOHBI HEPBHOIl | DKCcTpanupaMuasbie | Jucronus bonpmon
CHCTEMBbI HapyLeHUs Cunapom SMWIENTUYECKUN
Tpemop OECTIOKOMHBIX HOT TIPHUTIAJI0K
I'onoBHas 601b CepoTOHMHOBBII
Cenauus CUH/IPOM
CoHIMBOCTH Hapymenue peun
I'onoBOKpyxkeHHE
Hapymenunsn  co |Hederxkocts 3penus | Jummonus OKyJOTUPHBIN KpHU3
CTOPOHBI OpraHa CBeTo00s3Hb
3peHust
Hapymenusn  co |- Taxuxapaus Brezamnnas
CTOPOHBI CepALA HEOOBsSCHUMAsi CMEPTh
Kenynouxosas
TaXUKApAHS TUTIA
«IHPYITH
VYanuHeHue uHTepBaia
QT
KenynouxkoBsie
apUTMUU
Bue3anHas ~ ocTaHOBKa
cepana
bpanukapaus
Hapymenusa  co |- OpTtocraTtuyeckas Beno3snas
CTOPOHBI COCY/I0B TUTOTEH3US TpOMO0IMOOIHS
(BKITIOUAS 3MOOJIUIO
JErOYHOM  aprepuu U
TpOMOO03 ITyOOKHX BEH)
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AprepuanpHas
TUTIEPTCH3US
O6MOpOoK
Hapymenuss co |- Ukora AcnupanuoHHas
CTOPOHBI ITHEBMOHUS
IbIXaTeJIbHOM JlapuHrocnasm
CHCTEMBI, Crna3M poTOriIoTKU
OpPraHoB TpPYyIHOW
KJIETKH "
CpeloCTeHHs
Hapymenuss  co |[3amnop - [Tankpeartut
CTOPOHBI Hucnencust Hucharus
JKeJTyI0OYHO- TommHoTa Hwnapes
KHIIEYHOT 0 I'unepcexpenns HuckomdopT B )xuBOTE
TpPaKTa CIIFOHHBIX JKeJie3 Juckompopr B xemyaKe

PBoTa

Hapymenunss  co
CTOPOHBI NEYeHH
U JKeJTYeBbIBOISI-
M X IyTeil

Ileuenounas
HEIOCTaTOYHOCTh
T'ematut

Kentyxa

[ToBbITIIEHHE aKTUBHOCTH
aJaHMHAMHUHOTpaHCde-
passl (AJIT) B mmasme
KpOBU

[ToBbI1IEHHE AKTUBHOCTH
acrmapTaTaMuHOTpaHC]e-
passl (ACT) B masme
KpOBH

[ToBbIIEHHE AKTHBHOCTH
ramma-
rIIyTaMuiITpaHcQepasbl
(I'T'T) B mma3me KpoBH
[loBbIIEHNE AKTUBHOCTH
mienouHoi (ocdarasel B
T1a3Me KpOBH

Hapymiennsa  co

Koxuas ceip

CTOPOHBI KOXKH H Peaknun

MOAKOKHBIX (hOTOUYBCTBUTENBHOCTH

TKaHeil Anonenus
IToBbiIeHHOE
MIOTOOTAEJICHNE
JlekapcTBeHHast CHINb C
203UHODUITHEH u
CUCTEMHBIMU
nposineHusimu (DRESS-
CHHJIPOM)

Hapywmenuss co |- - Pabomuonus

CTOPOHBI Muanrus

MBIILIEYHOIA, PurnaHocTh MBITIIIT

KOCTHOM "

COCIMHUTEILHOM

TKaHU
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ot 04.05.2026 N= 8962

(MOCNEQOBATENEHOCTE 0003)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

Hapymwenuss co |- - Henepxxanue Mmouu
CTOPOHBI MOYEK U 3azep;Kka MO4n
MOYeBbIBOSIIIINX

nmyTei

bepeMeHHOCTD, - - CHHIPOM «OTMEHBD» Yy
N0CJ1ePOAOBbI HOBOPOX/JIEHHBIX  (CM.
nepuon " pazzaen 4.6.).
nepuHATAJIbHbIE

COCTOSIHUS

Hapymenuss  co |- - IIpnanuzm

CTOPOHBI

PenpoayKTUBHOI

CHCTEMBI "

MOJIOYHBIX 7Keje3

Oomue [ToBbIIEHHAS - Hapymenus
HapyUIIeHUsl U | YTOMIISIEMOCTh TEPMOPETYIISLIH
peakuuu B MecTe (Hampumep,

BBeJleHUS TUTIOTEPMHUS,

MUPETUYECKAask PEAKIIH)
Bosnb B rpyiHOM KileTKe
[lepudepuueckue orexu
JlabopaTopHbie u [loBblIeHHE
HHCTPYMEHTAJIb- KOHLEHTPALNH TIIIOKO3BI
Hble JaHHbIE B KPOBH

[loBblIEHKE YPOBHA
TJIIMKO3UIMPOBAHHOTO
remMoriioonHa
KoneGanus
KOHLEHTPALUK TJIIOKO3BI
B KPOBH

[ToBbllIeHNE aKTUBHOCTH
K®K B mazme kpoBu

Omucanne OTAeIbHBIX HEXKEIATENbHBIX PEAKIIUHT

Axempanupamuonvie cumnmomswt (II1C)
Hlusogpenus

B mmmtensHOM 52-HenenbHOM KOHTPOJIMPYEMOM HCCIEIOBAHMM y MAIMEHTOB, IOIy4YaBIINX
apuIMnpaso’, oTMeYajach B LIEJIOM HHU3Kas yacToTa BcTpedaemocTH (25,8 %) OIIC, Bkimovas
NapKUHCOHU3M, aKaTU3UI0, JMCTOHMIO M JUCKHUHE3HI0, B CPAaBHEHMM C MAIMEeHTaMH,
noJry4aBiuMu ranonepunon (57,3 %). B murensHoM 26-HeaeabHOM IUI1a1ie00-KOHTPOINPYEMOM
uccienoBanum yactota Berpeyaemoctu DIIC cocrapnsna 19 % B rpynne apununpaszona u 13,1 %
B rpymnne miane6o. B npyrom amurenbHOM 26-HeleNbHOM KOHTPOJIIMPYEMOM HCCIIEIOBAHUU
gacrora BcTpedaemoctu DIIC cocrasisna 14,8 % B rpynne apununpasona u 15,1 % B rpynne
OJIaH3aInHAa.

Manuaxanvrsle 3nu300bl U Ounoasaproe paccmpoticmeo I muna

B 12-HenenpHOM KOHTPOJIMpPYEMOM HCCiE€NOBaHMM dacTtoTa Berpedaemoctu OIIC cocrasisia
23,5 % B rpynne apunumpazona u 53,3 % B rpynne ranonepunona. B apyrom 12-nenenbHom
uccienoBaHuu yactora Berpeyaemoctd OIIC cocraBisna 26,6 % B rpynne apunumnpasoia U
17,6 % B rpynne nutus. B 26-HenenvHOW mnoanepxuBatomeid (asze mnmurenbHOro mianedo-
KOHTPOJIUpYEeMOTIo uccieoBaHusi yacrora Bcrpedaemoctu JDIIC cocraBnsina 18,2 % B rpymie
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apununpasona u 15,7 % B rpynne miane6o.
Axamu3zus

B nane60-KoHTpOIMpYEMBbIX MCCIIEA0BAaHUAX YaCTOTa BCTPEUAEMOCTH aKaTH3HU Y MALUEHTOB C
OUMoISIpHBIM paccTpoiicTBoM coctaBisiia 12,1 % B rpynme apunumpasona u 3,2 % B rpynme
wiane6o. Y manueHToB ¢ MU30(peHneil YacToTa BCTPEUaeMOCTH aKaTU3HK cocTaBisiia 6,2 % B
rpymre apununpasoia u 3,0 % B rpymnme miane6o.

Jucmonus

Knacc-addexr: B mepBble THH JICYCHHS Y YYBCTBHTEIBHBIX MNAIIMEHTOB MOTYT OTMEUYaThCs
CUMITOMBI JUCTOHMH, JUINTENIBHBIX MATOJIOIMYECKUX COKpalleHuil rpynn Mbiml. CHMITOMBI
JIMCTOHUM BKJIFOYAOT: CIIA3M MBILIIL [IIEW, HHOTAA MIPOTPECCUPYIOIIMMI JO OLIYIIEHUS! CTECHEHHUS
B TOpJIe, 3aTPYAHCHUS TJIOTAHUSA, 3aTPYAHECHUS IbIXaHHs W/WIN MPOTPY3UH S3bIKA. XOTs JTaHHBIE
CHMITTOMBI MOTYT OTMEYaThCsl IIPH HU3KUX /103aX, OHM BCTPEYAIOTCS YaIlle ¥ C OOJIbIICH CTETIEHbIO
BBIPQXEHHOCTH MPU MPUMEHEHUH 00Jiee BBICOKMX /103 BHICOKOAKTUBHBIX HEHPOJIENITUKOB MEPBOTr0
nokoJieHust. OTMeuaeTcsi OBBIIIEHHBIN PUCK Pa3BUTHUS OCTPOI TMCTOHUU Y MY>KYUH U MALUEHTOB
MOJIOZOTO BO3pacTa.

Ilponaxkmun

B knmHMYeckux HUCCIICAOBAHUAX TMPUMCHCHUSA apUIIMIIpA30Jia TII0 3apCrUCTPUPOBAHHBIM
IMMOKa3aHUAM U B XOAC€ INIOCTPETUCTPALTUOHHOT'O H&6JIIOILCHI/I$I OTMECYAJIOCh ITOBBIINICHUEC U CHMKCHHUC
KOHICHTPAIXU CbIBOPOTOYHOT'O IIPOJIAKTHHA 110 CPABHECHUIO C UCXOAHBIMU 3HAYCHUSAMMU.

Jlabopamopnvie nokazamenu

CpaBHeHMs apunMmpasojia M IUlanedbo Mo J0je MalUeHTOB € MOTEHUUAIBHO KIMHUYECKH
3HaYMMbIMH U3MEHEHUSIMH B CTaHJAAPTHBIX JJAOOPATOPHBIX U JTUMHUIHBIX MTOKA3aTENSX HE BBISIBIIN
KJIIMHUYECKH 3HAaUMMbIX paznuunid. [TloBsimenue aktuBHocTH KOK B nmazme kpoBH, Kak MpaBuiio,
KpaTKOCPOYHOE U 0ECCUMITOMHOE OTMe4aoch y 3,5 % ManueHToB, MOTy4aBUIMX apUIIMIIPa3ol,
ny 2,0 % nmauueHToB, NOJIyYaBIIKX Manedo.

Ilamonozuueckoe éneuenue Kk a3apmHuiM USpam u Opyeue HapyuieHus KOHmMpois NOOYHCOeHUl

[Tpu neyeHnn apunMIpazojoM y MAIMEHTOB MOXKET Pa3BUBATHCS MATOJIOTHMYECKOE BICYCHHE K
a3apTHBIM UTPaM, TUIIEPCEKCYATbHOCTb, HEITPEOI0JIMMOE BICUCHHE K TIOKYIIKaM, Mepeeaanne win
KOMITYJIbCUBHBIN TTpreM nuinu (cM. pasznaen 4.4.).

COO6H.[CHI/IC 0 TOA03PEBACMBIX HCKECIATCIbHBIX PCAKIINAX

BaxHo coo0marh 0 MMOAO3pEBAaEMbIX HEXKENATENbHBIX PEAaKIHUsIX T0CIe PETUCTpalluu
JIEKapCTBEHHOTO TIperapara ¢ MejIbio 00eCIeYeHnsT HEeMPEPHIBHOTO MOHUTOPHUHTA COOTHOIICHUS
«T10JIb3a — PHUCK» JIEKApCTBEHHOro mpemnapara. MenuuuHCKUM pabOTHMKaM PEKOMEHIYETCs
coo01maTh 0 JIOOBIX MOJI03PEBAEMBIX HEKENIATENbHBIX pPEaKLUUsAX JEKapCTBEHHOrO Mpernapara
yepe3 HAIMOHAIBHBIE CHCTEMBI COOOIIEHHS O HEXKETAaTeIbHBIX PEAKIHIX TOCYIapCTB — YICHOB
EBpa3niickoro 5KOHOMHU4ECKOr0 CO03a.

Poccuiickas denepanns

denepanpHas cnyx0a o Haa30py B cepe 3apaBOOXpPAHEHUS

109012, r. Mocksa, CnaBsiHCKas I0Mazas, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

Anpec >neKTpoHHOM mouTsl: pharm@roszdravnadzor.gov.ru nim npr@roszdravnadzor.gov.ru
Caiit B MHPOPMAIIIOHHO-TEJIEKOMMYHHKAIIMOHHON ceTu «HTepHET:
https://roszdravnadzor.gov.ru

4.9. llepeno3npoBka
CUMOTOMBI
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B ximHMYECKHX HMCCIEJOBAaHMIX U MOCTPETUCTPALIMOHHBIX HAOIIOACHUSAX ONUCAHBI CIy4alHbIe
WIA YMBIIUICHHBIE NEPEJO3UPOBKU APHUIIUIPA30Ja Y B3pPOCIBIX IALMEHTOB C OAHOKPATHBIM
npreMoM 10 1260 mr, He COITPOBOXKIABIINECS JIETATBHBIM UCX00M. [ToTeHIIManbHO KITMHUYECKU
3Ha4MMbl€ CHMIITOMBI: JIETApPIUsi, MOBBIIIEHUE apPTEPUAIBHOIO JABJIECHUS, COHJIMBOCTD,
TaXHUKapAus, TOIIHOTA, pBOTa U auapes. ONUcaHbl Cilyda EpPEeJO3UPOBKH apUIIAIIPA30Ia y JeTel
(mpueM 10 195 Mr), He CONPOBOKAABIINECS JIETATBHBIM UCXOI0M. [IOTEHIIMAIBHO KIMHHYECKH
3HaYMMble€  CHMIITOMBI ~ BKJIIOYQJIM  COHJIMBOCTb, BPEMEHHYIO MOTEPI0 CO3HAaHUSA U
OKCTPAIIUPAMUIHBIE CUMIITOMBI.

Jleuenue

[TonnepxuBaromnasi 1 CUMIITOMaTUYECKasl Tepanus, 00ecreyeHue MPOXOAUMOCTH JIbIXaTeIbHBIX
nyTel, BEHTHISILUS JIeTKUX U okcureHanus. CiegyeT yu4uTbBaTh HEOOXOIMMOCTh Ha3HAUCHUS
HECKOJIbKUX MEIMLUHCKUX Ipenaparos. i BbIABICHUS apUTMHN CIIENyeT HEMEUICHHO Ha4aTh
MOHHUTOPUHI  COCTOSIHMSL ~ CEPIACYHO-COCYJUCTOM CHCTEMBI, BKJIKOYAIOUN IMOCTOSHHBIN
MOHHUTOPUHT AuekTpokapauorpammsl (OKI'). Ilpu mnoaTBepkAeHHON WM mpeanonaraeMoin
NEePEeI03UPOBKE APUIUIPA30JIOM IOKA3aHO TIIATEIbHOE HAOMIOJEHHE 10 HCUE3HOBEHMs BCEX
CUMIITOMOB.

AKTUBUpOBaHHBIA yroib B n03e 50T, BBeJACHHBbIM dYepe3 19 mocie mpuemMa apuIMIpasosa,
npuBogusl K cHwKeHHI0 AUC n Crax apunumnpaszona Ha 51 % u 41 % cOOTBETCTBEHHO, 4TO
CBUJETEILCTBYET O TOM, YTO aKTUBHUPOBAHHBIA YroJb MOXET ObITh A(PPEKTUBEH NpPU JICUEHUU
NePeI03UPOBKH.

Temoouanus

Hecmotps Ha otcyrctBue wuHpOpMamuu 00 3(hdEeKTHBHOCTH remMoauanu3a MpH JICYCHUH
NEePEIO3UPOBKH  ApUIHIIPA30JIOM, 3()(HEKTUBHOCTh TeMOAMANIN3a MAaJIOBEpOATHA, TaK Kak
ApUITMIIPA30J1 B 3HAUYUTEIILHOM CTENIEHH CBSA3BIBACTCS ¢ OEITKaMU IJIa3Mbl KPOBH.

5. ®APMAKOJIOTHYECKHE CBOMCTBA

5.1. ®apmakoauHaAMHUYeCKHe CBOIiCTBA

@dapmakoTepalleBTHUECKass TIpYINIa: ICUXOJENTHUKU; AaHTUIICUXOTUYECKHE CpEACTBA; HApYyrue
AHTUIICUXOTUYECKUE CPEICTBA.
Kog ATX: NOSAX12.

MexaHusM aeicTBrs U (papMakoauHaMuyeckue 3 deKTol

[Ipenmonaraercss, dYro TepameBTUYECKOE JCWCTBHE apUIUNpaszoia MpH MH30QpeHHH U
ounonspHoM paccrpoiictBe | Tuma oOyCIIOBIEHO COYETAaHMEM YAaCTUYHOM aroHUCTHYECKOU
aKTHBHOCTH B oOTHOmIeHHH Dir-nodamuHoBeIX U SHT1,-CepOTOHMHOBBIX  pELICTITOPOB |
AHTarOHUCTUYECKOW aKTUBHOCTHIO B OTHOIIEHUHN SHT2:-CEpOTOHMHOBBIX PELENTOPOB.

Apwunurnpa3zoit o61anaeT BbICOKOH ahGUHHOCTBIO B YCIOBUSX in vitro K Da- n D3-nodhaMuHOBBEIM
peuenitopam, SHT1a- 1 SHT2,-cepoToHnHOBBEIM perienTopam B yMepeHHOH ahGUHHOCTBIO K Dy-
nopamunoBeiM, SHT2- u  SHT7-cepoTonmHOBBIM, —anbdaj-aapeHopeuentopam u  Hi-
TUCTAMHUHOBBIM PEIETITOpaM. APHITATIPA30JI XapaKTePU3yeTcs TakKe YyMepeHHOW ahPUHHOCTHIO
K y4JacTKaM OOpaTHOro 3axBaTa CEpPOTOHMHA M OTCYTCTBHEM a((PUHHOCTU K MYCKAPUHOBBIM
XOJIMHOpPELenTopaM. ApPUIHUIPa30Jl B SKCIIEPUMEHTAaX Ha >KUBOTHBIX IMPOSBISII aHTarOHU3M B
OTHOIIEHWH  NOPAaMHHEPTUYECKOW  THUIEPAKTHBHOCTH W  aroHW3M B  OTHOIICHUU
no(haMHUHEPTUYeCKOW THUMOAKTUBHOCTH. HekoTopble KiaumHW4eckue >3((GeKTsl apUImIpasona
MOKHO OOBSICHUTH B3aUMOJICHCTBHEM C JPYTUMH pELeNnTopaMu, MOMUMO J0(aMUHOBBIX M
CEpPOTOHHUHOBBIX.
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[Ipumenenue apununpasona BHyTpb B go3ax oT 0,5 mr mo 30 mr 1 pa3 B cyTku y 340pOBBIX
NI0OPOBOJIBIEB B TeUeHHE 2 HEJENb MPUBOINUT K JI0303aBUCUMOMY CHIKEHHUIO CBS3bIBaHHs ''C-
paxstonipuzia, auranga Da/Ds3-nohaMHHOBBIX PElEenTopoB, ¢ XBOCTATHIM SIIPOM M Orpajoit (1o
JAHHBIM TIO3UTPOHHO-IMHCCUOHHON TOMOrpadun).

5.2. ®apmakoKkuHeTHYECKHE CBOIICTBA

AKTHBHOCTB IIpernapara 3ujiakcepa IJIaBHbIM 00pa3oM 0OYCIIOBJIEHA HAJIMYUEM apUIIUIPa30IIa.
Cpennuit nepuon mnoinyBbiBerenus (T'2) apunumpasona cOCTaBIsS€T MPUMEPHO 75 4acoB.
PaBHOBecHast koHIeHTpauus nocturaercss uepe3 14 nuedt. Kymymsimusi apununpaszona mnpu
MHOTOKpPaTHOM THpueMe npezackasyema. I[lokaszaTenn (apMakOKMHETHKH apHUIUIpaszoia B
PaBHOBECHOM COCTOSHMM IPOMOPLUUOHANBHBI J03¢. He oTMeueHo CyTOuHBIX KoJeOaHu
pacIpeeneHus apuImnpasoia U ero MeTadonuTa — ACTHIPOapUIUIIPa3oia. Y CTAHOBIIEHO, YTO
TJIaBHBI MeTaboNUT mpenapara B IUIa3Me KPOBH 4YEJIOBEKa, JETHIPOAPHIIUIPA30J, 00Ja1aeT
Takoi ke apPuHHOCTBIO K D2-10haMuHOBBIM perienTopam, Kak U apuinunpaso.

AOGcopOnus

Apunumpazos ObICTPO BCaChIBAETCS TOCIE MPHUEMa BHYTPh TaOJIETOK MpenapaTa 3uiakcepa, npu
3TOM Cmax apuIUIpa3oja B IUIa3Me KPOBH JOCTHTaeTcss depe3 3—5 wacoB. bromocTymHOCTh
TabJIeTOK mpemnapara 3ujakcepa npu npueMe BHyTpb coctaisieT 87 %. [Ipuem nuiy He BiIuseT
Ha OMOJOCTYITHOCTH apUIHUITPA30IIA.

Pacnpenenenne

Apunurpaszoil XOpoIIo pacrpenesieTcss B TKaHIX, TPUYeM KaXyIIHHACsS 00BeM pacrpeeeHus
cocraBisieT 4,9 n/kr, 4TO TOBOPUT 00 HMHTEHCHBHOM BHECOCYIHMCTOM pacmpeneneHun. llpu
TepaneBTUYECKON KOoHLeHTpaluu 6osee 99 % apununpazosia CBI3bIBaeTCs ¢ O€IKaMH CHIBOPOTKU
KPOBH TJIaBHBIM 00pa3oM — C alTb,OyMUHOM.

Buorpauchopmanms

Apunumpason nojaBepraercs NpecUCTEMHOMY METa0OJU3My JIMIIb B MUHUMAJIBHOM CTENEHHU.
Apununpazosn  MeTaOoIM3UpyeTcssi B TEYeHH TpeMs crocobaMu:  JAETUAPUPOBAHHEM,
TUAPOKCUIMPOBaHNEM U N-e3ankminpoBanneM. 110 1aHHBIM HCClIeT0BAHUS B YCIIOBHSAX in Vitro
JNETUPUPOBAHNE W THIPOKCHIMPOBAHHWE aAPHUITAIPA30ja MPOUCXOAHUT TOA JCHCTBHEM
nzopepmenToB CYP3A4 u CYP2D6, a N-ge3ankwinpoBaHue KaTalu3upyercss n30(hepMEeHTOM
CYP3A4. Apununpasodl siBIsIeTCS] OCHOBHBIM KOMIIOHEHTOM IIpernapara B Iuiazme KpoBu. llpu
paBHOBecHOM cocTtositHnu AUC nermppoapununpasoia, akKTUBHOIO METa0OJHMTa, COCTABISET
npumepHo 40 % AUC apununpazosa B 1ia3mMe KpOBH.

DIMMHUHALIUSI

Cpenuuii T',2 apunumnpasona COCTaBISIET OKOJIO 75 4acOB y MAllMEHTOB C BHICOKON aKTUBHOCTBHIO
m3odpepmenta CYP2D6 u 146 vacoB — y MamMeHTOB C HU3KOH ero axkTtuBHOCThIO. Ilocne
O/THOKpATHOTro mpueMa BHyTph MedeHHoro ('*C) apumunpasona mpumepro 27 % u 60 %
PaaMOaKTUBHOCTH OIPEAEIIIETCS B MOYE M Kajie COOTBETCTBEHHO. MeHee 1 % HeU3MEeHEHHOTro
apunuIpasoia onpeessiercss B Moue U npumMepHo 18 % mpuHsATON 1036l B HEU3MEHEHHOM BUJIE
BBIBOJUTCSI 4epe3 KULIEYHUK C JKemubto. OO KIMpEeHC apumnMIpasoja COCTaBIsSET
0,7 MJI/MUH/KT TJ1aBHBIM 00pa30oM 3a CYET BBIBEJCHHUS IICUYEHBIO.

Oco0ble rpyIInbl MAIMEHTOB

Tlayuenmol cmapuieti 603pacmuol 2pynnbi

BoszpacTHbIX pa3nmnunii mapameTpoB (papMaKOKHHETHKH apUITUIIPA30JIa y B3POCIBIX MAI[IEHTOB C
mu30(ppeHNeH, a TaKKe Y 3/10pPOBBIX JOOPOBOJIBIEB HE BBISBICHO.

Ion
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He oOnapyxkeHo 0OyCIOBIEHHBIX IOJIOM pa3lIuyuil mapaMeTrpoB  (apMaKOKHHETHKU
apUIIUIIPa30J1a Y B3POCIbIX MAI[EHTOB C IU30(PPEHUEH, a TaKKe y 310POBBIX T0OPOBOJIBLIEB.

Pacosas I’lpuHaa/l&?fCHOCl’l’lb

KiuHndeckn 3HaYMMBIX OTIIMYMN (PapMaKOKHHETHKH apUIMIIPa30ja B 3aBUCUMOCTH OT PACOBOM
IIPUHAJIEKHOCTH HE OTMEYEHO.

Kypenue
Kypenue He oka3biBaeT BIUSHUSA Ha (PapMaKOKMHETUKY apUIHIIPA30JIa.
Tayuenmul ¢ noueyHoll HedOCmMamouHOCmvio

[TapameTpbl (papMaKOKMHETHKH apHIIUAIPA30ja M JACTHAPOAPHUIIMIIPA30Ja Y TMAlUEHTOB C
TSDKEJIBIMH 3200JI€BaHUSIMH TIOYEK HE OTJIMYAIOTCS OT TAKOBBIX Y 3/I0POBBIX JTOOPOBOJIBIIEB.

HatﬂleHmbl C NeYeHOYHO HedOCMAMOYHOCHIbIO

Ilocne ogHOKpaTHOrO HpHeMa ApUIMIPA30Ja HNALUEHTAMHU C Pa3jIM4HOM CTENEHBIO TSIKECTH
IIUppO3a NIeYeHU HEe OBUIO BBISBICHO CYIIECTBEHHOTO BIUSHUS HapylmieHus] GyHKIIUN TTIEYSHH Ha
(dbapMaKOKHMHETUKY apuIAIIpa3ojia ¥ JIeruapoapununpaszona. OmHako B HCCIEIOBAaHUH
y4acTBOBAJIM TOJBKO 3 MalUeHTa ¢ JAEKOMIEHCHPOBAHHBIM LUppo3oM nedeHu (kimacc C mo
knaccuukanuu Yaitnga-11e10), B CBSA3M € 4eM HEBO3MOXKHO CIEJIaTh OKOHYATEIBHBIX BBIBOJIOB O
MeTa0O0IMIeCKON aKTUBHOCTH TICUEHH Y MAIMEHTOB C IGKOMIIEHCHPOBAHHBIM IIUPPO30M TTCUCHH.

6. PAPMAIIEBTUYECKHWE CBOHCTBA
6.1. [lepeyeHb BCIOMOTaTeJIbHBIX BeIIECTB

3nnakcepa, 5 Mr, TaOJIETKH

JlakT03B1 MOHOTHIPAT

Kpaxman kykypy3HbIit

Hennrono3a MUKpOKpUCTAIIIMYECKAs

I'unponosa

Kpacurens cunuii [kpacutenb cuHuid mateHToBaHHBIA (E131), kpacurens OpwyuIMaHTOBBIN
yepHbiid (E151)]

Marnus creapar

3unakcepa, 10 Mr, TabiieTKH

JlakTO3B1 MOHOTHIPAT

Kpaxman xkykypy3HbIil

Lennrono3a MUKpOKpUCTAININYECKAS
T'umiponosa

Kpacurens xxenesa okcun kpacHsiii (E172)
Marsnus cteapat

3nnakcepa, 15 Mr, TabJIETKHA

JlakT0361 MOHOTHIPAT

Kpaxman kykypy3HbIit

Hennrono3a MUKpOKpUCTAIIIMYECKAs
T'uniponoza

Kpacwurens xenes3a okcua xentoiid (E172)
Marsnus cteapat

3nnakcepa, 30 Mr, TabJIETKH
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JlakTO3BI MOHOTHPAT

Kpaxman kykypy3Hblii

Lenmrono3a MUKpOKpUCTAIIMYECKAS
T'unponoza

Kpacurens xene3a okcun kpacuslii (E172)
Marnus creapar

6.2. HecoBMecTUMOCTD
Henpumenumo.
6.3. Cpok roqHocTH (CPOK XpaHeHMs )

Jnst rabnetok 10 mr, 15 mr, 30 Mr: 5 jeT.

Jns TabneTok 5 mr: 2 roja.
6.4. OcoOble Mepbl NPEJOCTOPOKHOCTH NPU XPAHEHUH

Jlis TabyieToK 5 Mr

XpaHuTh MpH TeMIieparype He Boimie 25 °C, B OpUTHHAILHOW yITaKoBKe (OymcTepe) s 3aliThl
OT CBeTa.

JUisa Tabnerok 10 mr, 15 mr, 30 mr

XpaHuTh pu TeMIepaType He Bbiie 25 °C.

6.5. XapaxkTep u coaepkaHHe YIAKOBKHU

I[To 14 Tabnetok B Onuctepe u3 koMmOuHHpoBanHoro wmarepuana [IBX/TIBJAX u ¢onbru
AJTIOMUHUEBOU.

2 unu 4 GnrcTepa BMECTE C JINCTKOM-BKIIA/IBIIIIEM [TOMENIAIOT B TAa4YKy KapTOHHYIO.

He Bce pa3Mepbl ymakoBOK MOTYT OBITH JOCTYITHBI JJIS1 peaTU3aliH.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPU YTHJIU3ANUM YHHUYTOKEHUHM HCIOJIH30BAHHOIO

JICKAPCTBECHHOI'O npemapartra HJIH 0TX010B, MOJYYCHHBIX mnmocJje NPUMEHCHUSA
JIEKAPCTBCHHOI'0 IIpenmapara, 1 Apyrue¢ MaHUIyJIsIUU C rIpenaparomM

OcoObie TpeOOBaHUS OTCYTCTBYIOT.

7. JEPXATEJIb PETUCTPALHMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®@enepanus

000 «KPKA-PYC»

143500, Poccust, MockoBckast 0611, T. Mctpa, yin. MockoBckas, a. 50
Tenedon: +7 (495) 994 70 70

®daxkc: +7 (495) 994 70 78

Anpec snexktponHoii moutsl: krka-rus@krka.biz

7.1. IlpeacTraBuTe/Ib JepKaTeisi peruCTPAIIMOHHOIO YI0CTOBEPEHHS

[Iperen3un notpeduTeneil HanpPaBIATH 110 apecy:

Poccuiickas @enepanns
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000 «KPKA-PYC»

143500, MockoBckas 06:1., T. Uctpa, yin. MockoBckast, 1. 50
Tenedon: +7 (495) 994 70 70

®dakc: +7 (495) 994 70 78

Anpec snextponHoii moutsl: krka-rus@krka.biz

8. HOMEP PETUCTPAIIMOHHOT' O YAOCTOBEPEHU

JITI-Ne(002321)-(PT-RU)

9. KATEIOPUsl OTIHYCKA JIEKAPCTBEHHOI'O IIPEITAPATA

JIlekapCTBEHHBIN ITpenapaT OTHOCUTCS K KATETOPHUH OTITYCKA «II0 PELENTY».

OOmas xapakTepUCTHKA JIEKapCTBEHHOTO Ipernapara 3WiIakcepa AOCTYIIHAa B €IMHOM peecTpe
3aperUCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPEACTB EBpa3suiickOro 3KOHOMHUYECKOrO COK3a U Ha
odurHaIEHOM caiite YHOJHOMOYEHHOT'O oprana (9KCTIEepTHOI OpraHu3aIHm)
(https://lk.regmed.ru/Register/EAEU_SmPC).
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