OBLIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IPEITAPATA
Kaddernn® Jyo TabneTkH, MOKPHIThIE MIEHOYHOH 060moukoit 200 Mr/500 Mr
2. KAYECTBEHHBIW 1 KOJIMYECTBEHHBIA COCTAB

Kaxmas Tabnerka cogepxut noynpodena 200 mr 1 naparieramosna S00 mr.
[TonHbI IepeyeHb BCIOMOTaTEeIbHBIX BEIIECTB MPUBEICH B pa3jerie 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIICHOYHOU 0007104YKOM

[TpononroBateie, TBOSIKOBBIMYKIIbIE TAOJIETKH, MOKPBITHIE IJICHOYHOM 000JI04YKOI OT Gesnoro
JI0 TIOYTH OEJIOTO IBETA, C OTMETKOM JIBOWHOTO Kpyra Ha OJTHOU CTOPOHE.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3aHus1 K IPUMEHEHHUIO

[lpenapat npuMeHsieTcss Ui KPAaTKOCPOYHOTO JICYCHUs OOJM JIETKOH W yMEpEeHHOU
WHTCHCUBHOCTH, TaKOM KaK MUTPEHb, TOJIOBHAs 00Jib, 00JIb B CIIMHE, MCHCTpYyaiabHas OOJIb,
3yOHas Oo0ib, peBMaTUyecKass M MbllledyHas Oonb, Oonb mpu Jierkoil ¢dopme apTpura,
CUMIITOMOB TIPOCTY/IBI U TPUTITIA, OOJICH B TOPJIC U JIUISl CHIDKEHUS JIMXOPAIKH.

[Ipemapatr ocoOeHHO TMOKa3aH uig JedeHus Oomu, Tpelyromeld O0osee BBIPAKEHHOTO
obe36omuBaroniero 3¢ dexra, ueM noynpodeH 1 napareTamoi o OTAETbHOCTH.

[Tpenapar Kapderun [yo npenHazHaueH Ajsl MPUMEHEHUS y B3pOCIbIX B Bo3pacte 18 ser u
cTaplue.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEHUS

PexxuM 103upOBaHUs

[Ipemapat npeaHa3zHaueH TOJIBKO ISl KPATKOCPOUHOTO MpUMeHeHHs (He Oomee 3 nHel).

Crnenyer UCHONB30BaTh HAUMEHBINYIO YPPEKTHUBHYIO 103y B TE€UeHHE Hamboyiee KOPOTKOTO
MIPOMEXKYTKA BpEMEHH, HEOOXOIMMOTO JIJIsl 00JIeTYeHNs CUMIITOMOB (cM. pazzen 4.4).

Ecnu cUMNTOMBI COXpPaHSIOTCS WM YCUJIMBAIOTCS, WM €ClIM TpenapaT HeoOXO0IuMO
NpUHUMATH OoJsiee 3 JHEH, MalueHTy He00XOAMMO TIPOKOHCYITHPOBATHCS C BPAYOM.
B3pocJbie: 1o 1 Tabierke, 3anuBast BOAOH, 10 3-X pa3 B CyTKH. MIHTepBai Mex 1y npueMaMu
npenapara JI0JbKEH COCTaBIISATh HE MeHee 6 .

Ecnu onna tabneTka He 00JeryaeT CUMIITOMBI, MOYKHO MPUHUMATh MAaKCUMYM JIB€ TaOJIETKU
10 3-X pa3 B cyTkd. MHTepBan Mexay mpueMaMu mpernapara JODKEH COCTaBIATh He MeHee 6
.

He npunumatre Gonee mectu tabnerok (3000 mr mapauneramona, 1200 mr uGymnpodeHna) B
TeueHue 24 4.



HexxenaTellbHBIC SBJICHHUS MOTYT OBITh MHHMMH3UPOBAHBI IPH MPHUMEHEHWH HAMMEHBIICH
3 PEeKTUBHON 03Bl INperapara B TeUYEHHE Haubosiee KOPOTKOTO TPOMEXKYTKAa BpPEMEHH,
HEO0OXOMMOTO JIJIsI 00JIETYCHHS] CUMIITOMOB (CM. pasnen 4.4).

Jnst TOrO, YTOOBI CBECTH K MUHUMYMY HEXKellaTeJIbHbIC SBJICHUS, MallUeHTaM PEKOMEHIYeTCs
npunumarts npenapar Kapderun lyo Bo Bpems npuema muiny.

Ho:xunabie nanueHThl: CrielMaibHOM KOPPEKLUU 03I HE Tpedyercs (cM. pazaen 4.4).
[Toxuiible ManMeHThl MMEIOT IOBBIIIEHHBIM PUCK Pa3BUTHS CEPbE3HBIX IOCIEICTBUA OT
HexenarenbHbIx apneHnid. Ecnu npumenenne HIIBII cunTtaercss He0OOXOAMMBIM, €r0 CIEIyeT
NPUMEHSTh B HaUMEHbIIeH 3((eKTUBHON J103€ B TeueHUE Haubojee KOPOTKOro MPOMEKYTKa
BpemeHu. Bo Bpemsi snedenuss HIIBII HeoOXomumo mNpoBOAWTH PEryJsipHBI KOHTPOJb
MAlMEHTOB Ha MIPEAMET JKETyT0YHO-KUIIIEUHOI'O KPOBOTEUECHHUS.

Iemu

[Ipenapat He mpenHa3HAayYeH AJs IpUMEHEHus y aeteit muaaue 18 ner.

Cnoco0 nnpuMeHeHus
Jlnist mpriemMa BHYTPb.

4.3. [IpoTuBONOKA3aAHUS

- [ToBblIeHHasT YYBCTBUTEIBHOCTh K HMOYNpodeHy, mapaueraMmoily WM K JIIoOoMy H3
KOMIIOHEHTOB IIpenapara, IepeunciieHHbIX B paszene 6.1.

- Peakuuu runepuyBCTBUTENBHOCTH (HAampuMmep, OpoHXOCHa3M, aHMOHEBPOTUYECKUI
OTEK, acTMa, PUHUT WIN KpalMBHMIA), KOTOpbIe HAOJIIOJAJIUCh PaHee Mocie IPUMEHEHUs
AUETUICATMIIMIOBOW KHUCIOTHl WJIM JPYIMX HECTEPOUAHBIX IMPOTHUBOBOCHAINTEIbHBIX
npenapatos (HIIBII).

- Kenynouno-kuiieynsle s3Bbl/Mepdopalid UM KPOBOTEUEHHUS HMEIOUIUECs] WIM B
aHaMHe3e, BKJItoYasl CBs3aHHbIe ¢ mpeamecTByromuM npumenenuem HIIBII (cm. pasznmen
4.4).

- Hapymienus cBepTbIBAEMOCTH KPOBH.

- Tsoxenas medeHouyHas, moveuHas wiu cepaeunas HemocratodHoctb (NYHA V) (cm.
paznen 4.4).

- OnxHOBpEMEHHOE IIPUMEHEHHE C JPYIrMMHU CpeiacTBamu, cozepxkamumu  HIIBII,
BKJIIOYAs  CEJIEKTUBHBIE  MHTHOUTOpPBHl  IMKIOOKcureHaspl-2  (LIOI-2) wu  nmo3bI
ALETUJICAUIMIIWIOBOM KHUCJIOTHI CBBIIIE 75 MI B CYTKM - IIOBBIIIAETCS PHUCK PA3BUTHSA
HE)KEeNaTeNbHbIX peakiuil (cM. paznen 4.5).

- OnHOBpeMEHHOE NMPUMEHEHHE C IPYTUMHU CPEICTBAMH, COJAEPKAIIMMHU MapaneTamon -
MOBBILIEHHBIN PUCK PA3BUTHS CEPbE3HBIX HEIKENATEIbHBIX SABICHUN (CM. pa3zen 4.5).

- [Tocneauuii TpumecTp OEpEeMEHHOCTH, M3-32 PHUCKA MPEKAECBPEMEHHOTO 3aKPHITHS
apTepHaJIbHOTO IPOTOKA y IJI0/1a C BO3MOYKHOM JIETOYHOM TunepTeH3uel (cM. paszaen 4.6).

4.4. OcoOble ykazaHMsi 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

[Ipenapat npeaHa3sHaueH AJi1 KPaTKOCPOUHOTO IPUMEHEHUS U €ro UCII0JIb30BAHNE B TEUECHUE
Oosiee yeM 3 nHEl He peKOMEHTyeTcsl.

IMapaneramour:



ITapaneramour cieayer MIPUMEHATh C OCTOPOKHOCTBIO Y IMALIMEHTOB C TSKEIIOM MOYEYHOU UITN
IIEYEHOYHON HEIOCTATOYHOCTBIO. PUCK ITepe103upOBKY MapaneTaMoria BbIIE y TALIUEHTOB C
HEIUPPOTUUYECKON (POPMOI aIKOTONILHOM 00JIe3HU TieueHr. He mpuHuMaTh ¢ qpyruMu
IIPOAYKTaMH, COAEPKALIMMHU IapaleTaMoll. B ciydae nepeno3upoBKH ClielyeT HEMEAJIEHHO
00paTUTHCS K Bpady, AaKe €CIIH MAIlEeHT YyBCTBYET ce0sl XOPOIIO, U3-3a pHUCKa
OTCPOYEHHOTO CEPhE3HOr0 MOPaKEHUs MeueHu (cM. pazaen 4.9).

Cryuan MeTaboJIMYecKOro anu03a ¢ BeICOKo annonHou pasauieid (HAGMA) uz-3a
MUPOTTYTAMUHOBOTO aIlH/103a OBUTH 3apErMCTPUPOBAHBI Y MMAIIMEHTOB C TSHKEITBIMU
3200JIeBaHUSIMH, TAKUMH KaK TsDKENIast MOYeYHas HEIOCTATOYHOCTh M CETICUC, UITH Y
MAIMEHTOB C HEJIOSAaHUEM WITH IPYTMMH UCTOYHUKAMHU JIe(PUIUTA TITyTaTHOHA (HAIIpUuMep,
XPOHUYECKHUM aJTKOTOJIM3MOM), KOTOPBIE JISYHIIUChH TTApalieTaMoJIOM B TeParieBTUICCKOMN 03¢
B TCYCHHUE JUTUTEIIPHOTO TICPHO/1a NI KOMOMHAIIMEH rapareraMolia U (IyKIoKcalmInHa.
Ecmu nmono3peBaercst HAGMA u3-3a muporiiyTaMUHOBOTO alii03a, PEKOMEHTyeTCs
HEMEIJICHHOE TTPEeKpallicHUe MpUeMa rmapareraMosia U TIareabHoe Ha0moaenue. M3mepenue
MOYEBOTO 5-OKCOIMPOJIMHA MOXKET OBITH ITOJIC3HBIM JIJISI BBISIBIICHHS TUPOTTyTAMHHOBOTO
anua03a kak ocHoBHOM nmpuunHbl HAGMA y nanneHToB ¢ MHOXKECTBEHHBIMH (paKkTopamMu
pucka.

HNoynpoden

HexenarenbHble SBICHUS MOTYT ObITh MUHHUMH3HPOBAHBI NPU NMPUMCHEHUH HAWMMCHBIICH
3 PEeKTUBHON J03bI B T€UCHHE HamboJiee KOPOTKOTO MPOMEKYTKAa BPEMEHH, HEOOXOAUMOTO
Ui Oo0JIeTYeHUs] CUMOTOMOB (CM. pazzien 4.2 M OIKeNylOYHO-KHIICUHBbIE M CEpIEYHO-
COCYIUCTBIE PHCKH HI)KE), a TaKkKe IpH MPUMEHEHHH IIpernapara BO BpeMs IpHeMa
nuny (cm. pasaen 4.2).

Tlooicunvie nayuenmoi:

Iloxwiible NManMEeHTHl UMEIOT ITOBBIIICHHYIO 4acTOTy HexenarenbHbIXx peakumii Ha HIIBII,
0COOEHHO KeTyJ0YHO-KUIIIEYHbIE KPOBOTEUEHHs U nepdopariio, KOTOpble MOT'YT IPUBECTHU K
JeTanbHOMY Ucxony (cMm. pasznaen 4.2).

HCO6XOI[I/IMO MMPOABJIATE OCTOPOKHOCTD Yy MAIIUCHTOB C OIIPCACIICHHBIMU COCTOAHUAMMU:

. Pecnupamopuvie napywenus

CooOmranoch 0 Ciy4asXx BO3HMKHOBEHMsI BHE3AITHOTO OpOHXOCMa3Ma MOCie MpPUMEHEHUs
HIIBII y manueHToB, CTpaJamIuX WM UMEIONIMX B aHAMHE3€ OPOHXMAIBbHYIO acTMy WIIU
annepruveckue 3a001eBaHMs.

. Cepoeuno-cocyoucmas, noyeynas u ne4eHouHas HedoCmamoyHoCmy

[Tpu npumenennn HIIBII moxxeT oTMeuaThes 10303aBUCUMOE CHUKEHUE 00pa30BaHUs
IPOCTarJIaHAXHOB, YTO CIIOCOOCTBYET Pa3BUTHIO OYEUHON HerocTaTouyHOCTH. Hanbombimnit
PUCK UMEIOT NAIMEHTHI C TIOYEYHON HEJOCTATOYHOCTHIO, CEPICYHON HEIOCTATOYHOCTBIO,
HapylmeHneM (GyHKIHUU eYeHH, TallMeHThl, IPUHUMAIOIINE AUYPETHKH, U TAllMeHThI
MOKUJIOTO BO3pacTa. Y TaKUX MalUEeHTOB CJIeAyeT KOHTPOJIUPOBATh (QYHKIUIO TOYEK.
JledeHue cieyer IpeKpaTuTh y TEX MAMEHTOB, Y KOTOPBIX Pa3BUBAETCS TsDKENAs OYEUHas
HEJI0OCTaTOYHOCTH (CM. paznen 4.3).

CHKeHUe 103bI PEKOMEHIYETCsI MAllMEeHTaM C MMPU3HAKaMH YXYAIIeHUs QYHKITUHU TIeUSHU.
Jledenue ciieiyeT IpeKpaTUTh y AIIUCHTOB, Y KOTOPBIX Pa3BUBACTCS TsDKeJas MeUYeHOYHAs
HEJIOCTaTOYHOCTH (CM. pazzen 4.3).

[Toueunslit TYOYISApHBIN allU03 U TUIIOKATMEMHSI MOTYT BO3HHMKATh MOCIIE OCTPOM
NepeI03UPOBKH U Y MallMEHTOB, MPUHUMAIOIINX Mpenaparsl HoynpodeHa B TeueHue



JUTUTETTLHOTO BPEMEHH B BBICOKHUX J103aX (0OBIYHO OoJiee 4 HelelNb), BKITFOYAst O3B,
MIPEBBINIAIOIINE PEKOMEHIYEMYIO CYTOUHYIO J103Y.

. Cepoeuno-cocyoucmule u yepeodposackyiaphvle d¢hghexmol

Jis TalMeHTOB ¢ HaJIW4YMeM B aHaMHE3e apTepHabHOW THIEPTCH3UW WM 3aCTOMHOM
CEep/ICYHON HEIOCTATOYHOCTH JIETKOW WM YMEPEHHOM CTENEeHU THKECTH HEOO0XOIMMO
NPOBE/ICHUE COOTBETCTBYIOIIETO MOHHUTOPHHIAa M KOHCYJIBTAIlMHM C BpPAuoOM, MOCKOJIBKY B
cBsi3u ¢ npumenenneM HIIBII Obuim 3aperucTpupoBaHbl Cilydyau 33JCPKKH KUAKOCTH U
OTEKOB.

JlanHble KIMHUYECKUX MCCIEIOBAaHUN CBHUAETEILCTBYIOT, YTO INpUMEHEeHHe HuOyrpodena,
0COOCHHO B BBICOKHMX g03ax (2400 wmr/cyr) MOXXeT OBITh CBSI3aHO C HE3HAYUTEIIHHBIM
YBEJIMYEHUEM pUCKA pPa3BUTHS apTEPUANBHBIX TPOMOOTHYECKUX COOBITHIl (Harpumep,
uH(papkTa MHUOKapia WIM HMHCYJIbTa). ONUJAEMHOJOTMYECKHE  HUCCIECJOBAaHMUS  HE
MPEIoiaratoT, YTO MPUEM HU3KUX 103 ubympodena (Hampumep, < 1200 mr/cyT) cBs3aH ¢
MOBBIIICHHBIM PHCKOM apTEPUATBHBIX TPOMOOIMOOTIUICCKIX COOBITHIA.

[lanpeHTaM ¢ HEKOHTPOJIMPYEMOM apTepHaIbHOW TUIMEPTEH3UEH, 3aCTOMHOM CeplaeyHOU
HepoctatouyHocThio (NYHA II-III), ycroituuBoi wuiieMudeckoid Oo0JIE3HBIO —cepala,
3a0oneBaHusIMU  Tepudepruueckux aprepuil W/wiM  1epeOpOoBacKyIsIpHONl  0OJIE3HBIO
Ha3HAy4aTh JeyeHne HOynpo(eHoOM CIeayeT TONBKO IOCHe TIIATENbHON OLIEHKH, U CIEIyeT
u3beratb BhICOKHX 7103 (2400 Mr/cyT).

[Togo6HYIO OIIEHKY ClIeyeT IMPOBECTH MEpe] Ha4yaJIOM JIOJITOCPOYHOTO JICYEHUS AIlUEHTOB C
dakTopaMu pHCKa PA3BUTHUS CEPIACUYHO-COCYIUCTBHIX SIBICHUI (HalpuMep, apTepHalbHOM
TUIEPTEH3UEN, TUNEPIUNUAEMHUEH, caxXxapHbIM JHa0eTOM, KypeHHEM) OCOOEHHO eclu
TpeOyeTcs JeueHre BRICOKUMHU o3amMu noymnpodena (2400 mr/cyr).

. Kenyodouno-kuweynule 3ab0oneeanus

IIpu npumenenun Bcex HIIBII, 3apermcTpupoBaHbl Cily4au KelyIOYHO-KHIIEYHBIX
KPOBOTEUCHMH, A3BBlI WM Mepdopanuy, KOTOpble MOT'YT OBITh JIETAIbHBIMU M MPOU30HTH B
a000e BpeMmsi B IpOLIECCEe JICYEHHUS] NPU HaJIMYUU WIM OTCYTCTBUU MpenyNpeauTebHbIX
CHUMIITOMOB WJIH MPEABLIYIIEro aHaMHe3a CePhEe3HBIX KEyJOUHO-KUIIEUHBIX 3a00JI€BaHHM.

Puck BO3HMKHOBEHHS JKEIIyJOYHO-KHMIIEYHOTO KpPOBOTEUEHMs, $3Bbl MWK THepdopanuu
noBsllIaercs npu ysenuueHuu no3sl HIIBIT y nanueHToB ¢ s13BeHHOM 00J1€3HbI0 B aHAMHE3E,
0COOEHHO OCIIOKHEHHOH KpoBOTeUeHHEM Ui nepdopanmeit (cM. pasznen 4.3), U y NMalueHToB
MOKUJIOTO BO3pacTa. Y JaHHBIX NAI[MEHTOB J€UEHUE CIeyeT HaYMHaTh C HAUMEHbIIEH J103bI.
B naHHOHM rpynne nanuMeHTOB, a TAaK)Ke y MAlMEHTOB, HY)KJIAIOLIUXCS B CONYTCTBYIOLIEH
Tepanuy aneTWICATULIWIOBOW KHCIOTOM B HU3KOM J03€ HWIM JPYIMMH IIperapaTamy,
CHOCOOHBIMU TOBBICUTh PHCK JKEITYJI0YHO-KHILIEYHOTo 3a00JIeBaHUs, CIEIyeT PacCMOTPETh
BO3MOXXHOCTh ~ KOMOMHHUPOBAaHHOM  TE€palMd C  TacTPONpPOTEKTOpaMH  (HampHUMep,
MH30IMPOCTOJIOM WJIM MHTMOUTOpaMH IPOTOHHOTO Hacoca) (cM. HUXke paszzaen 4.5).

Ha nHavanbHOM »5Tame Jie4eHHsl MalMeHThl C JKEIyJOYHO-KUIIEYHBIMU 3a00JIeBaHUSIMU B
aHaMHe3e, 0COOEHHO MalMeHThI MOXKHUIJIOTO BO3pacTa, JOJDKHBI COOOIIATh O BOZHUKHOBEHHUH
JTHOOBIX HEOOBIYHBIX CHMIITOMOB B OpIOIIHOM MOJIOCTH (OCOOEHHO >KETYJOYHO-KHIIEYHOM
KPOBOTEUYEHHH).

Cnenyer coOmogaTb OCTOPOKHOCTh Y  TALIUEHTOB, OJHOBPEMEHHO  MOJIYYaroLIUX
JIEKapCTBEHHBIE CPE/ICTBA, KOTOPBIE MOT'YT MOBBICUTh PUCK U3BA3BICHUS WIN KPOBOTEUYEHHUS,
HanpuMep, TIIIOKOKOPTUKOCTEPOUIbI Ul NpUEeMa BHYTPb, aHTMKOATYJSHIBI (B TOM 4HCIE
Bap(apuH), CeJIeKTHBHbIE  WHTMOMTOpbl ~ OOpaTHOro  3axBaTa  CEPOTOHMHA WU
aHTHarperaHTHbIC MPEMapaThl, B TOM YUCIIE alleTUIICATUIIIOBas KKcaoTa (cM. paznen 4.5).



IIpy BO3HHMKHOBEHUM >KENyJIOYHO-KUIIEYHOI'O KPOBOTEYEHHUS WM H3BSI3BICHUS TEPAIUIO
uoynpohenom HeoOxoaumo mpekparuts. HIIBII crieqyer ¢ 0CTOPOKHOCTBIO MPUMEHSTH Y
NAIMEHTOB C JKENyI0YHO-KUIICUHbIMH 3a00JIeBaHUSIMHM B aHaMHe3€ (S3BEHHBIH KOJIUT,
601e3ub KpoHa), MOCKOJIBKY 3TH COCTOSHUS MOTYT 000CTpAThCs (CM. pasnen 4.8).

. Cucmemnasn kpacnas eonwanxa (CKB) u cmewannoe 3abonesanue coeOUHUMENbHOU
MKaHU

VY mnauueHToB ¢ cucteMHOM KpacHoil Bosuankoi (CKB) u cmemanHbpiM 3a00JieBaHHEM

COCITMHUTEIIBHON TKaHU MOKET HaOJI0JaThCsl MOBBIIICHHBIH PUCK PAa3BUTHS aCENITUYECKOTO

MeHUHTUTa (cM. pasuen 4.8).

. Hepmamonozuueckue 3¢hgpexmoi

CooOmanioch 00 OYEHb PENKHX ClIydasX BO3HHMKHOBEHHUS CEpPHE3HBIX KOXKHBIX PEaKIui,
cBs3aHHBIX ¢ mpuMeHeHnem HIIBII, B ToM uucie neTanbHBIX, BKIIIOYas SKC(HOITHATHBHBIN
nepMatut, curapoMm CtuBeHca-/[)KOHCOHA U TOKCHYECKHUI SMUEepPMAaTbHBIM HEKpOIU3 (CM.
pazzen 4.8). Ha HauanbHOM 3Tamne Tepanuu MAalUEHThl MMOABEP)KEHbl HAWOOJBIIEMY PUCKY
pa3BUTHS JIaHHBIX pEakiuii, B OOJBIIMHCTBE CIIy4aeB pPEaKIUU Pa3BUBAIOTCS B TEUCHUE
nepBoro  Mmecsma  JiedeHus.  CooOmiamoch O cioydasX ~ BO3HHUKHOBEHHUS — OCTPOTO
TeHepaTM30BaHHOTO JK3aHTeMaro3Horo myctyneza (OI'DII), cBsA3aHHBIX € MPUMEHEHUEM
mperapaToB, conepxkamux uoynpoden. [Ipu mepBoM MOSBICHUM KOKHOU CHITH, MTOPAXKCHUS
CIIM3UCTON 000JOYKU WM JTIOOBIX IPYTHX MPU3HAKOB TUIIEPUYBCTBUTEIBHOCTH, IPUMEHEHUE
npernaparta HeoOXOAMMO MPEKPATUTD.

. Hapywenue ¢pepmunvrocmu y dcenuyun

[IpumeHeHne 5TOro mpemapara MOXKET YXYAIIUTh (EepTWIbHYIO (YHKIUIO Yy KCHIIHH,
[IO3TOMY Ipernapar He PEKOMEHAYETCs Ha3HayaTb JKCHINMHAM, IUJIAaHUPYIOLIUM
OepeMeHHOCTh. Y OKEHIIWH, WMEIOIUX MpoOJieMbl C 3a4aTHeM WIH MPOXOASIINX
oOciiefjloBaHNEe TIO TMOBOJY OECIIonusi, CIEAyeT PacCMOTPETh BO3MOXKHOCTh OTMEHBI
npenapara.

Mackupoeka cumMnmomos CKpblmvix UH@eKyuli.

[Tpenapar Kadpderun lyo MoXeT MacKHpOBaTh CHUMITOMBI WH(EKLIHMOHHOTO 3a00JeBaHUS,
YTO MOXKET NPHUBECTH K 3aJE€pXKKE Hayaja COOTBETCTBYIOLIEIO JIEUYEHUS U TEM CaMbIM
OCJIOXKHHUTH Te€YeHHE 3a00JeBaHUsA. DTO HaOIr0Aa’I0Ch MpU OaKTepHUantbHOM BHEOOJIbHUYHON
IHEBMOHUM M OaKTEpUAIbHBIX OCJIOXKHEHMSIX MpH BeTpsHoM ocme. [lpu npumeneHun
npenapata Kapderun lyo npu NoBbIIIEHUN TeMIIEpaTyphl Tesla WK Ui o0jerdeHus 6omnu
pu MH(QEKIMH, PEKOMEHIYETCs MPOBOJAUTH MOHUTOPUHI MH(PEKIMOHHOrO 3adoseBaHus. B
YCIIOBUAX JIEYEHUS BHE MEIUIIMHCKOIO YUPEXIEHUS MallMeHT JOJDKeH oOpaTUThCS K Bpauy,
€CJIM CUMIITOMBI COXPaHSIOTCS UM YCHIINBAIOTCSL.

4.5. B3aumopneiicrBue ¢ JAPYIrHMH JIEKAPCTBEHHBbIMH IMpenaparaMM W JApyrue BHAbI
B3aMMO/EHCTBHUA

JT1oT mpemnapar (Kak U BCe ApPYyrue Mpenaparhl, COAepKaIlhe Mapalreramol) He CIeayeT
NPUMEHSTh B COYETAHWHM C JPYTHMH IperapaTamMu, COJCPKANUMH I1aparieTamon -
CYIIIECTBYET MOBBIIMICHHBI PUCK BO3HUKHOBEHUSI CEPhE3HBIX HEXKENATeIbHBINA SBICHUN (CM.
paznen 4.3).

I1oT mpenapar (Kak W BCE JAPYTHUe MperapaThl, coaepkamue noynpodeH U HeCTEPOUTHbIE
npoTuBoBocnanuTensHbie mpenapatsl (HIIBII)) He cieqyetr mpuMeHsTh B COYETaHUU C:



AneTnicanuuioBasl KUCI0Ta

3a  HMCKIIOYEHMEM  CIy4yaeB, KOIZAa Bpad  pPEKOMEHIOBal  HU3KUE  JIO3BI
alleTUJICAIMIMIIOBOM KHCIOTHl (HEe Ooinee 75 Mr B JCHB), NMOCKOJBKY 3TO MOXET
YBEJIMYUTh PHUCK HEXENATeNbHBIX peakuui (cM. pasznen 4.4). DkcnepuMeHTaIbHbIE
JAHHbIE TMO3BOJISIIOT  MPEAINONOXKUTh, 4YTO HOYmpodeH MOXKET KOHKYPEHTHO
UHTuOMpoBaTh 3((EKT HU3KUX J103 alETWICAIMLIWIOBOW KHCIOTHl Ha arperaunuio
TPOMOOIIMTOB TpU WX OJHOBPEMEHHOM NPUMEHEHHH. XOTSA  CYHIECTBYIOT
HEOIPEAEICHHOCTH OTHOCHUTEIBHO JKCTPANOJALUM JTUX [JaHHBIX Ha KIMHUYECKYIO
CUTYallMIO, HEJIb3Sl MCKIIOUUTH BO3MOYKHOCTH TOTO, YTO PErYJSIPHOE JUIMTEIBHOE
IpUMEHEeHHe NOynpodeHa MOKET CHU3UTh KapIUONPOTEKTOPHbIN 3(P(PEKT HU3KUX 103
ALETUIICAIMIIWIOBON KUCIOTHL. [Ipy CcilydaliHOM IIPUMEHEHUN KIWHUYECKU 3HAYUMBII
3 dexT He cunTaeTCcs BEPOITHBIM (CM. pazzaen 5.1).

Hpyrue HIIBII, Bkmtouyass ceneKTHUBHbIE WHTHOUTOPHI ITMKIOOKCHTE€HA3bI-2 MOTYT
YBEJIUYNUTh PUCK BO3HUKHOBEHUS HEXEIATCIbHBIX BJICHHN (cM. pasaen 4.3).

J1oT mnpemapar (Kak M BCE€ JApYyrue IpenapaThl, COAEp)Kallue MapaleraMmoil) CieayeT
MPUMEHSTH C OCTOPOKHOCTBIO B COUETAHHH C:

Xnopampenukon: IToBbimeHre KOHIEHTPAUH XJI0paM(pEHUKOIIA B TUIa3Me.

Konecrupamun: CHukaer CKOpPOCTh BCachlBaHMs IapaleTaMmolia, IO03TOMY IIpH
HE00XO0/IMMOCTH MaKCHUMaJIbHOM aHaNbre3u KOJECTUPAMUH MPUHMMAIOT He paHblue 1
4 [10cJIe IpHeMa IapaneraMmoda.

MeTOKHOHpaMI/II[ n AOMIICPHUIOH: yCKOpHIOT IOTJIOICHUE IIapaleTramMolia. Tem He
MCHEC, HC CIICAYCT n30erarhb OOAHOBPECMCHHOTO MPUMCHCHHA 3TUX IIPLCIIapaTOB.

Bapdapun: Ycunenue antukoaryiastHTHOro s¢dekra BapdapuHa U Apyrux KyMapuHOB
IpU JUIUTEIEHOM U PETYJISIPHOM HMCIIOJIb30BaHUM B KOMOMHAIIMY C M1apaleTamMmoiioM, 4To
MOJKET NMPUBECTH K MOBBILIEHHOMY PUCKY KPOBOTEUEHHUSI; IEPUOIUUECKOE IPUMEHEHNE
raparneramMmosia He UMEET CYLIECTBEHHOIO BIUSHUS.

CrnenyeT co001aTh OCTOPOKHOCTH TIPU OJTHOBPEMEHHOM MPUMEHEHUH MapareraMmosna
¢ (IIYKJIOKCAIIMIUTMHOM, TTOCKOJIBKY OJTHOBPEMEHHBIN TIPHUEM CBSI3aH C METa00INIECKUM
aIUI030M C BBICOKON aHHMOHHOM pa3HuIlel, 0COOCHHO y MAlMEeHTOB ¢ (pakTopamMH pucka
(cm. paznen 4.4).

IToT mpenapar (Kak 1 Bce Ipyrue npemnaparsl, coaepxkammue noynpoden u HIIBIT) cneqyer
MPUMEHSATH C OCTOPOKHOCTHIO B COUETAHUH C:

Antukoarynsaatsl: HIIBII moryr ycunuBarh nelCTBHE aHTUKOAryJISIHTOB, TaKUX Kak
Bap(dapuH (cM. pazaen 4.4).

AHTUTHIIEpTEH3UBHBIE cpeAcTBa: (MHTUOUTOPHI AII® 1 anTaroHucTs! anruoreH3uHa Il)
u auyperuku: HIIBII moryr cHmkare AeMCTBHE 3TUX IIpPENapaTroB. Y HEKOTOPBIX
MAIMEeHTOB C HAPYIIEHHON (yHKIIUEH MoveK (Hampumep, 00€3BOKEHHBIC MAIIMCHTHI UITH
MOXKWJIbIE TAIlMEHTHl C HapyIIeHHON (yHKIMel Mo4YeK) OJHOBPEMEHHOE NMpPUMEHEHHE
uHruoutopa AII® win antaronucra anruorensusa Il u npenapatoB, THIHOUPYIOIIMX
IIUKJIOOKCUT€HA3y, MOKET MPHUBECTH K JalbHEHIeMy YXYALUICHHIO (YHKIHMU IOYEK,
BKJIIOUYasi BO3MOXKHOE OCTpOE HapylleHne QyHKINU oYeK. MOUYeYHasi HeJOCTaTOUYHOCTbD,
KOTOpas OOBIYHO oOpaThMa. DTH B3aMMOAEUCTBHS CJIEIyeT YYUTHIBATh y MAI[MEHTOB,
MPUHUMAIOIINX KOKCHO OJHOBpEeMEHHO ¢ uHruburtopamu AII® umm aHTaroHUCTamu
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auruorensuHa II.  IlosTomy fgaHHyl0 KOMOMHAIMIO ClEAyeT TNPUMEHATh C
OCTOPOKHOCTBIO, OCOOCHHO Yy MOXWIbIX Jtofeil. [lanmueHTsl AOMKHBI MONTy4aTh
a/ICKBaTHYIO THJIPATAIMIO, a TaKXKe CJIEAyeT THIATEIbHO KOHTPOJIUPOBATH (HYHKIIHMIO
MOYEK IMOC/e Hayala MPUMEHEHHs KOMOMHHPOBAHHOW Teparmuu MU MEePUOIMYECKH
MPOBOJIUTh  TMOBTOPHBIM  KOHTPOJb.  JluypeTMku  MOTryT  TOBBIIIATH  PHUCK
HedpoTokcuunoctu HIIBII.

* Ilpenapatbl, NPENATCTBYIOMIUX arperanud TPOMOOIIMTOB U CEJICKTUBHBIE WHTUOUTOPHI
obpatHoro 3axBara ceporoHnHa (CHO3C): IloBelmeHHBII PUCK BO3HUKHOBEHUS
JKETYTOYHO-KHUIIIEYHOTO KPOBOTEeUEHHUs (CM. pazzein 4.4).

*  AueTWICaauIMIOBas KHUCIOTa: OKCIEPUMEHTAJIbHBIE JaHHBIE CBUJETEIbCTBYIOT,
4yTO NOYNpodeH MoKeT KOHKYPEHTHO YTHETATh BIIUSIHUE HU3KHUX 1103
ANETUJICATMIIMIIOBOM KHCJIOTHI Ha arperamyio TPOMOOLHMTOB TIPU OJHOBPEMEHHOM
Ha3HaueHuH. OJHAKO, HECMOTPSA Ha HEACHOCTM 1O TMOBOAY BO3MOYKHOCTH
AKCTPANOJSINMU 3TUX JAHHBIX HAa KIMHUYECKYID CHUTYalMI0, HENb3S HCKI0YaTh
BEPOATHOCTb, UTO PETYJISIPHOE JIUTEIbHOE MpUMeHeHne noynpodeHa MoKeT CHU3HUTD
KapJAHOMPOTEKTOPHBIN 3PQPEKT HU3KUX 103 alCTHICAIUIMIOBOW KHUCIOTHL. [Ipm
HEpETyJIsIpHOM TMpuemMe HOynpodeHa KIMHUYECKH 3HAuYuMble 3(PGEKThl OTCYTCTBYIOT
(cMm. pasaen 5.1).

* Cepapeunsie rnmuko3uabl: HIIBII moryr ycyryOnsTh cepAedyHYyI0 HEI0CTaTOYHOCTD,
camkaTh CK® 1 noBhIIATH KOHIEHTPAIMIO CEPACUYHBIX TTTUKO3H/IOB B IJIa3ME KPOBH.

* [Muknocnopun: [1oBbIIEHHBIH PUCK HEPPOTOKCUYHOCTH.

* Koprukocrepoussl: [1oBBINICHHBI PUCK BO3HUKHOBEHHUS $3BBI HJIM KPOBOTCYCHUH
YKEITYJOYHO-KHUIIIEYHOTO TpakTa (cM. pasnen 4.4).

* Jluyperuku: CHmkeHHbIH 3Q(EKT AMYpeTHKOB. [IMypeTHKH MOTYT YBEIUYUTH PHUCK
Hedporokcnynoctu HIIBII.

e Jlutwnii: CHIKaeTCs JJIMMHHAaN A JIUTHA.
° MGTOTpeKcaTI CHmxkaercs QJIMMHUHAIUA MCTOTPEKCaTa.

* Mudenpucron: Ilpuem HIIBII cienyer HaunHaTh He paHee, uyeM depe3 8-12 mnHeit
nocine npuema Mudenpucrona, nockonbky HIIBII moryr cHuxarh 3QQpeKTUBHOCTD
MUQENPUCTOHA.

* XWHOJIOHOBbIE aHTUOMOTHKH: [laHHbIE, OTy4YeHHbIE Ha KHUBOTHBIX, YKa3bIBAIOT HA TO,
yto HIIBII MOryT yBEenM4YMBaTh pHUCK Pa3BUTHs CyIOpPOr, CBA3AHHBIX C IPUMEHEHUEM
XUHOJIOHOBBIX AHTUOMOTHKOB. Y TAlMEHTOB, IOJYYalOIMIUX COBMECTHOE JICUeHHE
HIIBII w XWHOJOHOBHIMH AHTHOMOTHKAMH, BO3MOXXHO YBEIWYEHHE PHCKa
BO3HMKHOBEHHUS CYAOPOTr.

* Takpomumyc: Ilpu onHoBpeMeHHOM HasHaueHuu HIIBII m Takponumyca BO3MOKHO
yBEJIMYEHUE pUCKA HEYPOTOKCUUHOCTH.

3unoByauH: OpHoBpemMeHHoe npumenenne HIIBII u 3umoByaMHa MOXKET TPUBECTH K
MOBBIIICHUIO T'€MAaTOJOTMYECKOW TOKCUYHOCTU. VMIMEITCs NaHHBIE O IOBBILIEHHOM PHUCKE
BO3HHUKHOBEHHUS reMapTpo3a u rematoM y BUYU-N0n0KUTENbHBIX MAMEHTOB C FreMOpUINEH,
MOJIyYaBIINX COBMECTHOE JIEUEHHUE 3UI0BYJUHOM U HOYIIPOPEHOM.



Crnenyer coOnroaTh OCTOPOKHOCTh HPU OJHOBPEMEHHOM NPUMEHEHHMH MapalneraMmona ¢
(IIyKIIOKCAIIMJUIMHOM BBUAY MOBBIIICHHOTO PHCKAa METaOOJMYECKOro arua03a C BBICOKOM
AQHMOHHOW pasHHULeHl u3-3a NHPOITYTAMUHOBOIO alU03a, OCOOCHHO Y MAIUEHTOB C
(baxkTopamu pHCKa Pa3BUTH HEAOCTATOYHOCTH TIIYTATHOHA, TAKMMH KaK TsDKeJasi MoyeyHast
HEJIOCTaTOYHOCTb, CEINCHC, HENOEJaHHEe, XPOHUYECKHH aykoroiausaM. PexkomeHI0BaHO
TIIATEIbHOE HAOIIOICHNE C [ENbIO BBISBICHHS IPU3HAKOB HAPYIIEHUH KHCIOTHO-IIETIOYHOTO
OanaHca, a IMEHHO METa0OJIMYECKOro alu03a ¢ BhICOKOW aHnoHHOU pasHuneil (HAGMA),
BKJIFOYAsi COJIepKaHNE S-OKCOMPOINHA B MOYE.

4.6. ®epTHIBHOCTD, 0ePEMEHHOCTDb U JIAKTALMS

bepemeHHOCTD
OnbIT IPUMEHEHHUS TIpeTapaTa y 4eJI0OBeKa BO BpeMsi OEpEMEHHOCTH OTCYTCTBYET.

IMapaneramoJ

ONuAEeMUOJIOTHYECKUE UCCIIEJOBAHUS BO BpeMsl OEpEMEHHOCTH Y JIt0/Iel HE BBISIBHIIN
000YHBIX A(P(PEKTOB MPUMEHEHHS MapaleTaMoIa B PEKOMEHIyeMO JO3UPOBKE.

bonbiioit 06beM JaHHBIX 0 OEPEMEHHBIX KEHIIIMHAX HE YKA3bIBAET HU HA IOPOKHU Pa3BUTHS,
HU Ha (PETO/HEOHATATBHYIO TOKCUYHOCTD. JIMUAEMUOJIOTHYECKUE UCCIIEJOBAHUS PA3BUTHUS
HEPBHOW CUCTEMBI Y JAETEM, MOJIBEPTIINXCS BO3/ICHCTBUIO MapaleTaMmolia BHyTPUYTPOOHO,
MI0Ka3aJu HeyOeuTeNIbHbIE pe3ynbTathl. [Ipu KnMHUYecKoil HE0OXO0AUMOCTH MapareTaMmol
MOJKET UCIOJIb30BaTHCS BO BpeMsi OEpEMEHHOCTH, OJTHAKO €r0 CIeAyeT MPUMEHSTh B caMO
HU3KOU 3((PEKTUBHOM /103€ U B TEUEHUE KaK MOKHO 00Jiee KOPOTKOI'O MIEPH0/ia BPEMEHH.

HNoynpoden

[TonaBnenune cuHTE3a MPOCTArIaHAMHOB MOKET OTPUIATENILHO MOBJIHATH Ha OEPEMEHHOCTD
W/UiM pa3BUTHE SMOPHOHA/TUIONA. JJaHHbBIE YTTUAEMHOIOTUUECKUX UCCIIE0OBAHUI
CBU/IETEJILCTBYIOT O MOBBIIIEHHOM PUCKE BBIKH/IBIIIA, TOPOKOB PA3BUTHUSA CepALla U
racTpoIln3uca mocie NpUMeHEeHUs: UHITMOMTOPOB CUHTE3a MPOCTarjiaHAMHOB HAa paHHUX
Cpokax 6epeMeHHOCTU. AGCOIIOTHBIN PUCK CEP/IeYHO-COCYAUCTHIX TIOPOKOB Pa3BUTHS
yBenuuuics ¢ MeHee ueM 1% 1o npumepHo 1,5%. Cunraercs, 4To pUCK YBEIUUUBAETCS C
YBEJIMYEHUEM J103bI M MTPOJOKUTENIEHOCTH Tepanuu. bbulo mokazaHo, 4To y JKUBOTHBIX
BBEJICHUE MHTMOUTOPA CUHTE3a MPOCTArJaHANHOB IPUBOJIUT K YBEIMUEHUIO TOTEPH 10 U
10CJI€ UMIUIAHTALUU ¥ SMOPHOHAIbHO-TUIOAHOM cMepTHOCTH. Kpome Toro, coobmianocs 00
YBEJIMYEHUH YaCTOThI Pa3IUYHbBIX TOPOKOB Pa3BUTHSI, B TOM YUCIIE CEPJIEUYHO-COCYAUCTHIX, Y
KUBOTHBIX, KOTOPBIM B OPIraHOT€HETHUYECKHI Mepro/1 BBOANUIN HHITUOUTOP CUHTE3a
pOCTarjaH HHOB.

Haunnas ¢ 20-i Henenu 6epeMeHHOCTH TPUMEHEeHHe HOYypodeHa MOKEeT BbI3BATh
MaJIOBOJIME, BO3HHUKAIOIIIEE BCIEACTBUE TUCPYHKIIUH ITOYEK TI0AA. ITO MOKET MPOU3OUTH
BCKOpE MOCJIe HayaJla JISYeHUs: U OOBIYHO 00paTUMO IoCie MpekpalieHus jedenus. Kpome
TOT0, MOCTYNAJIN COOOIIEHUS O CY)KEHUU apTepUaAIbHOTO IPOTOKA MOCIIE JEUEHUSI BO BTOPOM
TpUMeCTpe, OOJBIIMHCTBO U3 KOTOPBIX pa3pelaoch mocie mpekpaiieHus gedenus. [loaromy
B T€UEHHUE TIEPBOTO M BTOPOTO TPUMECTpa OEpEMEHHOCTH HOYITpOodeH HE ClIeTyeT Ha3HaYaTh
6e3 sBHOI HeoOxoauMocTu. Ecian nbynpoden ncnoiab3yercst >KeHIMHON, MbITatouecs
3a0epeMeHeTh, WK B TIEPBOM H BTOPOM TpUMECTpax OEpeMEHHOCTH, 1032 JOJDKHA OBITh
MHUHHMAJIbHOMH, a MPOJIOJKUTENBHOCTD JISYSHHUS - KaKk MO>KHO OoJiee kopoTkoid. [Tocne
npuemMa uoyrnpodeHa B TedeHUE HECKOIBKUX JAHEH, HaunHas ¢ 20-i Hemenu OepeMEeHHOCTH,
CJIeZlyeT pacCMOTPETh BO3MOKHOCTB JI0PO/I0BOT0 HAOIIOIEHUS 32 MAJIOBOIMEM U CYKEHUEM
aprepuasibHoro npotoka. [Ipuem nubynpodena cienyer npekpaTuTh Npu OOHAPYKEHUU
MaJIOBO/IMSI UJTU CYXKSHHSI apTepUaIbHOrO MPOTOKA.



B Tpetpem TpuMecTpe 6epeMEHHOCTH BCE MHTMOUTOPBI CHHTE3a MPOCTArIaHIHHOB MOTYT
IIOJIBEPIaTh IJI0J BO3ACUCTBHUIO:

- CCPACYHO-JICTOYHAA TOKCUYHOCTDb (HpC)KI[CBpeMeHHOG Cy)KeHI/Ie/SaKpLITI/Ie aApTCPUAIBHOT'O
IMPOTOKAa U JICTOYHAasA FI/IHCPTCHBI/IH);

- HapylleHne PyHKIUU MoYeK (CM. BBIIIE), KOTOPOE MOKET MPOTPECCUPOBATH 0 OYEUHON
HEJ0CTAaTOYHOCTH C OJIMTOTUPOAMHHO30M;

MaTCpr 1 HOBOPOXKJACHHOMY B KOHIIC 6epeMeHHOCTI/IZ

- BO3MOXXHOE y/UIMHEHHE BPEMEHH KPOBOTEUEHUS, aHTHArPErallMOHHBIN 3(h()eKT, KOTOPHIii
MOKET BO3HUKHYTH JJaXKe MPU OYeHb HU3KUX J1032aX;

- TOPMOKEHUEC COKpaH_[eHI/Iﬁ MAaTKH, HPpUBOAAIICE K 3aJICPIKKC WX ITPOJICHUIO POJOB.

CnepnoBarenbHO, HOynpodeH IpOTHUBONOKa3aH B 3 TpuMecTpe OepeMeHHOCTH (CM. pa3fel
4.3).

HOBTOMy, €CJIM BO3MOJXKHO, CJIICAYCT n30erath UCHOJIH30BAHU Ipcriapara B IICPBbLIC LICCTb
MCCAIICB 6€peMeHHOCTI/I M UCIIO0JIb30BAaHUC Iperiapara J0JDKHO OBITH IIPOTHUBOIIOKA3aHO B
MMOCJICAHUC TpHU MCCALlA 6epeMCHHOCTI/I.

Jlakrauus
Noynpoden u ero MeTaboIuThl MPOHUKAIOT B TPYTHOE MOJIOKO KOPMSIIUX MaTepel B KpaitHe

Hu3kux koHueHtpauuax (0,0008% ot mpunAToil m03b1). HeusBecTHBI ciiydan MOSBICHUS
HeOmaronpusaTHBIX () ()EKTOB y MeTel, HaXOANIMXCS Ha TPYAHOM BCKapMITHBAHUH.
[Tapamieramon BbIAENACTCA C TPYOHBIM MOJOKOM, HO B KJIMHUYECKH HE 3HAUYUMOM
Kom4uecTBe. VIMerommecs OmyOJIMKOBAaHHBIC JTaHHBIC HE YKa3bIBAaIOT HA TO, YTO TPYAHOE
BCKapMJIMBaHUE SBJSIETCA MPOTUBOMOKA3aHUEM K IPUMEHEHUIO MapaleTraMoa.

Ilosmomy Hem HeobOXoOumMocmu 6 NpeKpawjeHuu  2pyoHo20  BCKAPMAUBAHUS  NpU
KPAmMKOBpeMeHHOM JleYeHUlU Npenapamom 8 peKOMeHO0B8AHHbIX 003aX.

DepTUIILHOCTD
OTtHOcUTENBHO (PEPTUIILHOCTHU Y KEHIIUH CM. paznen 4.4.

4.7. Bausinue HA CIOCOOHOCTH YHupaBJsiTb TPAHCIIOPTHBIMHU CPEACTBAMU H paﬁoTaTb C
MEXaHU3MaMHU

ITocne mnpuema HIIBII BO3MOXHO mNOSIBIECHHE HEXENATEIbHBIX pEAaKLHA, TaKUX Kak
TOJIOBOKPYKEHUE, COHJIMBOCTb, YCTAJIOCTh M HapylleHHE 3peHus. [lalneHThl, y KOTOPBIX
OTMEYAJIMCh BBILIETIEPEYNCIEHHBIE HEXKENATEIIbHBIE PEAKLIMH, JOJDKHBI BO3IAEPKUBATHCSA OT
YIPaBJICHUS TPAHCTIOPTHBIMH CPEJICTBAMH U PAOOTHI C MEXaHU3MAaMH.

4.8. He:xenaTesibHbIEC peaKIMU
PGSYJ'IBTaTI)I KIIMHUYECKHNX I/ICCJ'IeJIOBaHI/If/'I, MMPOBCACHHBIX IPHW NPUMCHCHHU ITpECIIapaToB, HE

CBUJICTENLCTBYIOT O HAJIWYUHU KAKUX-TMOO IPYTUX HEKENATeTbHBIX pPEaKlUid, KpoMe TeX,
KOTOpBIE€ HAOJII0IaIMCh MIPU MPUMEHEHHUH MapaleTaMmosta Wik uoynpodeHa oTAeIbHO.



B crnenyromieit Tabnuiie mpuBeaeHBI HEXKETATENbHBIE PEAKINH 10 JaHHBIM (hapMaKOHAI30pa,
KOTOpPbIE HAOIOAAUCH y TAIIMEHTOB, TOJIY4YaBIINX HOYNpodeH WU mapaneTamos OTIAeIbHO
B T€UYCHHE KPATKOBPEMEHHOTO ¥ UTUTEILHOTO IPUMCHCHHUS.
Yacrora onpenensercs cleayronmM odpa3oM: oueHb yacto (> 1/10), gacto (> 1/100, < 1/10),
Hewacto (> 1/1000, < 1/100), penko (= 1/10000, < 1/1000), ouenp penxo (<1/10000) u
4acToTa HEM3BECTHA (HE MOKET OBITh OIICHEHAa Ha OCHOBE MMEIOUIMXCS JaHHBIX). BHyTpm
KOKIOW TPYyNIbl YacTOTHl BO3HUKHOBEHHUS HEXENATeIbHBIC PEAKIUU MPEICTABICHB B
HOpsiJIKEe YOBIBAHUS CEPHE3HOCTH.

Hapymienust co CTOpoHBI
KpPOBH U TUM(PaTUIECKOI
CHCTEMBI

OueHnb penko

I'emomoaTnueckue HapymeHI/Iﬂl

Hapymenust co ctopoHnsl
MMMYHHOH CHUCTEMBI

Heuacto

' MnepuyBCTBUTEIBHOCTD C KPAIIUBHULIEH
U 3y710M°

Ouens penko

Tsxenple peakiuu
TUIEPUYYBCTBUTEIBHOCTH.

CUMITOMBI MOTYT BKJIIOYATH: OTCK
JIMIIA, SI3bIKA U TOPTaHH, OJIBIIIKY,
TaXUKapIMI0, apTePUATBHYIO THUITOTCH3HUIO
(aHaduIaKkTHUECKAs peaKIus,
AHTHOHEBPOTUYCCKUH OTEK WIIH
COCYJIUCTBIN MJTM OTIACHBIN IS )KU3HU
110K). 2

Hapymenust ncuxuku

Ouens penko

CHYTaHHOCTB CO3HAaHUs, ACTIPECCUA U
TaJlJIFOIUHaIu.

Hapymenus co ctopoHnsl
HEPBHOM CUCTEMBI

Heuacto

I"ost0BHAst 60JIb U TOJIOBOKPYKEHHE.

Penxo

ITapecte3us

Ouens penko

AcenTu4ecKuii MEeHUHTHUT, HEBPUT
3pUTEIILHOTO HEPBA U COHJIUBOCTb.

Hapymenust co ctopoHsl
opraHa 3peHust

Ouens penko

Hapymenue 3penus.

Hapymenust co ctopoHbl
oprasa ciyxa 1
paBHOBECHS

OueHnb penko

3BOH B yIIaX W BEPTUTO.

Hapymenust co ctopoHsl
cepana

Yacrto

Ortex

Ouens penko

Cep;[eqHaﬂ HEAOCTATOYHOCTD

Hapymenust co ctopoHbl
COCYII0B

Ouens penko

IToBpImIcHHE apTCpHUAIBHOIO I(aBHeHHSI.4
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Hapy1enust co cTopoHbl
JBIXaTECIIBHON CUCTEMBI,
OpPraHOB I'PyIHOM KIIETKH
U CPENOCTEHUs

Ouensb penko

PeakTUBHOCTD IbIXaTENBHBIX MYTEM,
BKJIFOYAsi aCTMY, 000CTPEHHE aCTMBI,
GPOHXOCIIA3M U OJIBIIIKY.

Hapymenue co ctoponsl
KEITyT0YHO-KUIIIEYHOT O
TpakTa

Yacto bosb B )kuBOTE, AUapes, QUCIIETICUS,
TOIIHOTA, TUCKOM(OPT B KUBOTE, PBOTA.>
Heuacto MereopusM u 3anop

S13Ba )KeTyA0YHO-KHUILIEYHOT O TPAKTA,
nephoparys UK KeryJ0YHO-KUIIIEYHOe
KPOBOTEUCHHE, IPOSIBIIAIOLIEECS MEJICHON
WJIM KPOBaBOM PBOTOM, MHOTJA CO
CMepTENbHBIM UCX0JI0OM, OCOOEHHO Y
MOXKHWIBIX JItozieh (cM. pazzaen 4.4).

6

SI3BEHHBIN CTOMATUT, 00OCTPEHHUE KOJIUTA
1 60s1e3M Kpona' mocie npuMeneHus
npenapara (cM. pazzaen 4.4).

Pexe cooOmianoch o ractpure u
HaHKpeaTuTe.

Hapymenust co ctopoHnsl
MIEYEHU U
YKEITYEBBIBOIAILINX ITyTEH

Ouens penko

Ileuenounas HEAOCTATOYHOCTD, I'CIIATHUT
50048 )KCJ'ITYXEI.B

Hapymenust co ctoponsl
KOXXH U ITOJKOKHEIX
TKaHeH

Yacto

I'uneprunapos

Heuacto

Paznuunblie GOpPMBI KOKHBIX BBICHITTAHUH.

Ouens penko

Okc(honmaTUBHBIN JepMaTUT , MypIypa u
(OTOUYBCTBUTEIBHOCTD.

bynnesnsie peakunu, BKIrOYas
MYJIbTH(GOPMHYIO SPUTEMY, CHHAPOM
CruBeHca-[>KOHCOHA M TOKCUYCCKUI
ANUJAEPMAIBHBIA HEKPOJIU3.

Yacrora
HEU3BECTHA

JlexapcTBeHHas peakius ¢ 203UHOGUITHEH
u cucreMHbIMU cumnitomamu (DRESS-
cuHIpoM). OCTpBIN TeHEPATU30BAHHBINA
sK3aHTeMaTo3HbIN myctyne3 (AGEP).
Peakunu oTOUyBCTBUTEIBHOCTH
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Hapywenus co croponsr | Yacrora
oOMeHa BeIlEeCTB U HEU3BECTHA CHHMKEHHUE allIeTuTa
MMUTAHUS
I'nnokannemMus™

MeTa0oIMuecKnii aliuI03 ¢ BHICOKOMN
aHUOHHOU pamnueﬁlo

Hapymenust co ctoponsl | O4eHb penko Paznuynsie popMbl HePPOTOKCUIHOCTH,
IIOYEK U BKIIIOYAsi UHTEPCTUIIUAIBHBIN HEPPUT,
MOYEBBIBOSAIIUX MTyTeH He(POTUYECKUI CHHIIPOM U OCTPYIO WIIH

XPOHUYECKYIO IOYEUHYIO
HEJ0CTATOYHOCTS.

Yacrora MoueTouyHUKOBasl KOJIMKA, TU3YPHs

HEU3BECTHA . . *
[Toueunslii TYOYISPHBIN alK103

O61ue paccTpoiicTBa u

Ouens penko YceTanocTs U HEAOMOTaHHUE.
HApyUIEHUS B MECTE
BBE/ICHUS
JlaGopaTopHbie Yacrto [1oBbIIIEHHBIN YPOBEHD
IIOKa3aTeNN ATAHMHAMUHOTpaHCc(hepas3bl, MOBBIIICHHBIN

YpPOBEHb raMMa-IiIyTaMUIATpaHc(epasbl U
OTKJIOHEHHS B (YHKIIMOHAIBHBIX TPo0ax
IIEYEHH I10CJIE IPUMEHEHUS NTapaneTaModa.

IToBBIIIECHHBIN YPOBEHb KPEAaTUHUHA B
KPOBH U IOBBILIECHHBIN YPOBEHb MOYEBUHBI
B KPOBH.

Heuacto IloBbIIEHNE YPOBHS
acrmapTaTaMUHOTpaHC(epasbl, HOBHIILICHUE
ypOBHSI 1men04HOM (hocarassl B KPOBH,
MOBBILICHUE YPOBHS
KpeaTHH(POCPOKUHA3BI B KPOBH, CHUKEHHE
YPOBHS T€éMOITI00MHA U TIOBBIIICHNE
YPOBHSI TPOMOOIIMTOB.

! HpI/IMCpBI BKJIIOUAIOT B ce0s arpaHyJjJoguTo3, aHCMHUA, allJIaCTUYCCKass aHCMUH,

reMOJIUTHYECKas aHEMHUsI, JIEUKOIEHUs, HEUTPONEeHUs], TaHIIUTONEHHS] U TPOMOOLIUTONEHHUS).
IlepBbIMH NpPH3HAKAMH SIBJSIIOTCS: JIUXOpajJKa, 00Jb B ropie, MOBEPXHOCTHbBIE S3BBI B
MOJIOCTU pPTa, TPUIIONOJ00HBIE CHUMOTOMBI, BbIpaXKeHHasl Ci1ad0CTh, KPOBOTEUYEHUS U
KpPOBOIIOATEKH HEU3BECTHON ATHOJIOTMHM U HOCOBOE KPOBOTEUEHUE.
2 CooOmanoch 0 peaKkIusIX THIepYyBCTBHTENbHOCTH. OHH MOTYT COCTOATH U3 ()
Hecnenn()UIecKuX aJUIepruueckux peakuui u anadunakcuu, (D) akTMBHOCTH JBIXaTETBHBIX
nyTel, HalpuMep acTMa, 000CTpeHUE acTMbl, OPOHXOCHA3M WM OABIIIKA WIH (C) pa3IudyHbIe
KOXHBIE DPEaKIUH, HampuMep, 3yl, KpanuBHUIA, AHTMOHEBPOTUYECKUH OTEK M, pEXe,
skconuatuBHble W OylJie3Hble JepMaro3bl (BKJIIOYAs SMUAEPMATIbHBIM HEKpPOIU3 U
MYJIbTHU()OPMHYIO S3pUTEMY).
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3 ITatoreneTnueckuit MCXaHHU3M JICKAPpCTBCHHO-MHAYLIUPOBAHHOI'O aCCIITUYCCKOI'O

MEHHUHTHUTA J0 KOHIA He u3yueH. OHaKO UMEIoIUecs JaHHbIe 00 aCeNTUYECKOM MEHUHTHTE,
cBsa3aHHOM ¢ npuemoM HIIBII, yka3biBaloT Ha peakuio TUIIEPUYBCTBUTEIBHOCTH (B CBSI3HU C
BPEMEHHON CBS3bI0 C MPUEMOM IIpernapara U HCYE3HOBEHHEM CHUMIITOMOB IOCJIE€ OTMEHBI
npemapara). Ciaemyer OTMETHTh, 4TOo HalOmromanuch €IWHWUYHBIE CIydad acelTHYECKOTO
MEHUHTUTA Yy MAIMEHTOB C CYIIECTBYIOIIMMU ayTOUMMYHHBIMU 3a001€BaHUSMH (TAKUMH KaK
CHCTEMHasi KpacHasi BOJTYaHKA U CMEIIaHHOE 3a00JIeBaHNE COCTMHUTEIBHON TKaH!) BO BpeMs
nedeHuss uOynmpodeHoM C TaKUMHM CHUMIITOMAMM, KaK: PUTHIHOCTb 3aTbUIOYHBIX MBbIIIII,
roJioBHast 00JIb, TOITHOTA, PBOTA, TUXOPAJIKA UITU JIe30pueHTANs (CM. pa3aern 4.4).

4 JlaHHBle MEIMITMHCKMX MCCIIEIOBAHMI MOKA3BIBAIOT, YTO NpHMEHEHHE HOympodeHa, B
OCOOCHHOCTH B BBICOKHX J03ax (2400 Mr B CyTKH), MOXKET OBITH CBSI3aHO C HEOOJBITUM
MOBBILICHHEM PHUCKAa Pa3BUTHUSL apPTEPUAIBHBIX TPOMOOTUYECKUX OCJIOXKHEHHM (Hampumep,
uH(papKTa MHOKapAa U UHCYIbTA) (cM. pasaen 4.4).

® Yame Bcero HabMIONAIOTCA HEXeNaTeIbHbIE ABJIEHHS CO CTOPOHBI JKEMyI0YHO-KHIIETHOTO
TpaKxTa.

® Mnoraa co cMepTenbHBIM HCX00M, OCOOEHHO Y TIOKHIIBIX TIOICH.

" Cwm. pasnen 4.4.

8 B crmyuae mepemo3MpOBKM TapalneTamMona MOTYT BO3HHMKHYTH OCTpas MedeHOUHas
HEJ0CTAaTOYHOCTh, NEYEHOYHAsh HEJO0CTaTOUYHOCTb, HEKPO3 MEYEHU U IMOBPEKICHHUE MEUEHU
(paznmen 4.9).

® OcobeHHO mNpM IITUTETLHOM HPUMEHEHWH, CBA3aHHOM C YBEJIHYEHHEM MOYEBHHBI B
CBIBOPOTKE U OTeKaMH. TakKe BKIIOYAeT ManuUIIPHBIA HEKPO3.

*[loyeunplit TYOYJNSIpHBIM alUA03 U THUIOKAIMEMHS OBUIM  3apeTUCTPUPOBAHBI B
MOCTPETUCTPALIMOHHBIN MEPHO/I, KaK MPaBUJIO, MOCIE JIUTEIHHOTO IPUMEHEHHS] KOMIIOHEHTA
ubynpodeHa B 103ax, MPEBHIIAIONINX PEKOMEHIYEMBIE.

Metabonarueckuii alua03 ¢ BHICOKON aHHOHHOM pa3HHLIEeH

OCnygan wmeraGommueckoro ammao3a C BBHICOKOH AHMOHHOM pasHHIIEH, BHI3BAHHOIM
OUPOTITYTAMUHOBBIM — allUJI030M, HAOMIOJANUCh y TMAIUEeHTOB ¢ (akTopaMH pPHCKa,
UCTIONB3YIONIMX —mapaneramon (cM. pasaen 4.4). IlupormyramoBBIA — alUIo3 MOMXKET
BO3HUKHYTh BCJIEJICTBUE HU3KOT'O YPOBHS INIyTaTHOHA y 3TUX MallUEHTOB.

Co00111eHNs 0 TOA03PEBAEMBIX HEXKEJIATENIbHBIX PEaKIUIX

Baxno cooOmath 0 mO0J03pEBAaEMbIX HEKENATEIbHBIX pPEAKIMIX I0CNIe PETUCTpalun
JeKapCTBEHHOTO Iperapata ¢ LeJlbl0 O00ecleyeHuss HEeNpepblBHOIO MOHUTOPHHIA
COOTHOILIEHUS «II0JIb3a — PHUCK» JIEKAPCTBEHHOI'O Ipenaparta. MeaunuHCKUM pabOTHHKAM
pekoMeHayeTrcs cooOImark O JIIOOBIX  IMOJ03PEBAEMBIX  HEXKEJIAaTEIbHBIX  PEaKLUAX
JIEKapCTBEHHOI'0 Iperapara 4epe3 HallMOHAJIbHbIE CUCTEMBbI COOOIIEHUS O HEXeIaTeNbHbIX
peaKkuusax rocyAapcTB — WIEHOB EBPa3uiicKOro 5KOHOMHYECKOIO COI03a.

Pecniybnmka ApmeHus

«Hay4HBbIi1 IEHTpP dKCNEPTU3BI JIEKAPCTB U METULIIUHCKUX TEXHOJIOTUN UM. aKaJeMUKa
3. I'abpuensna» AO3T

Anpec: 0051, EpeBan, npocriekt Komutaca, 49/5

Tenedon: (+374 60) 83-00-73, (+374 10) 23-08-96, (+374 10) 23-16-82 + 10 50
[opstuast muaums: (+374 10) 20-05-05, (+374 96) 22-05-05

e-mail: naira@pharm.am; vigilance@pharm.am

caiit: http://www.pharm.am

4.9. Ilepeno3npoBka

IHapaueramo.n
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[ToBpexaeHne MEeYEHH BO3MOXHO Y B3pOCibIX, KOTOpble NpuHsaau 10 r (3xBuBaneHtHo 20
TabneTkaM) win Oosiee mapareramodna. [Ipuem 5 r (3xBuBanenTHo 10 Tabierkam) wim Oosee
mapareTraMosia MOXKET TMPHUBECTH K IOBPEXKACHUIO IEYCHH NPU HAJMYUU OJHOTO WU
HECKOJIbKUX (DaKTOPOB pHCKa:

a) [lamueHT HaxoAWTCS Ha JUIMTEIBHOM JICUCHHHM KapOamazenmuHoM, (HeHoOapOUTOHOM,
(EeHUTOMHOM, TPUMHIOHOM, PHU(PAMIMIUHOM, 3BEpOOOEM WM JPYTUMH TpenapaTamMu,
KOTOpBIC HHIAYIUPYIOT (DepMEHTHI IICUCHH.

0) [TauueHT perynspHo MOTPEOISET aIKOTOJb CBHIIIE PEKOMEHJOBAHHBIX KOJIHYECTB.

B) Y manmeHTa JAeUIMT IITyTaTHOHA BCIICACTBHE PACCTPOWCTBA MUINEBAPEHHS], KUCTO3HOTO
¢ubpoza, BUU-unpexumu, ronoganus, KaxeKCHH.

CuMnToMbl nepeao3upPOBKH

CumnTomMsl TEpeO3UPOBKU MapaleTaMoiioM B TepBble 24 dYaca BKIIIOYAIOT: OJIEAHOCTS,
TOILIHOTY, PBOTY, MOTEpI0 amnmerura U Ooyib B kuBOTE. lloBpexkneHHe IMEYEHH MOXKET
NpOsIBUThCA B TeueHue 12-48 yacoB mocnie mpuemMa ¢ OTKIOHEHUSMH B (YHKIIMOHAJIbHBIX
npobax medeHH. Bo3MOXHO HapymieHHe MeTa0oiaM3Ma TIIOKO3bl M BO3HHUKHOBEHHE
MeTabonuueckoro anuao3a. [Ipu TsHKENbIX OTpaBICHMSIX II€UYEHOYHAs HEIOCTaTOYHOCTh
MOJKET MPOTrPeECCUpPOBaTh 10 FHIEPANTONaTHH, KPOBOTEUEHUSI, TUIIOITIMKEMUH, OTEKa MO3Ta U
cmeptu. OcTpas moyeyHass HEJOCTATOYHOCTb C OCTPBIM TYOYISpHBIM HEKpO30M, OOIb B
IIOSICHULIE, TEMATYpHUsl U MPOTEUHYPUs MOT'YT PAa3BUTBCS JAaK€ IIPU OTCYTCTBUHU CEPHE3HBIX
noBpexaeHuii nedenu. [loctynanu cooOiieHust o cepIedHbIX APUTMUSIX U TAHKPEaTUTaX.

JleyeHue nepeno3upoBKI

HezameurenpbHble MEpONPUATHS MMEIOT OOJBIIOE 3HAYEHHE B JICUECHUH IEPEI03UPOBKU
napaneTaMmoJIOM. HGCMOTpﬂ Ha OTCYTCTBHC 3HAYUTCIbHBIX PaHHUX CHUMIITOMOB
MEePe03UPOBKH, MAIMEHT JOJDKEH OBITh HEe3aMEeATUTENIbHO JOCTaBIeH B CTallMOHAp IS
OKa3aHWs HEOTIIOKHOMN MGHHHHHCKOﬁ IIOMOIIH. CHMIITOMBI MOTYT OLITH OIrpaHUYCHBI
TOIIHOTOM W PBOTOM M HE COOTBETCTBOBATH TSKECTU IEPEIO3UPOBKH WM PUCKY
MOBPECIKACHHUA OpPTaHOB.

OkazaHue TIOMOIIM JODKHO OCYLIECTBISATHCA B COOTBETCTBUM C  YCTaHOBJICHHBIMU
CTaHJapTaMu JICUCHUA.

JleyeHue ¢ MOMOIIbIO AKTUBUPOBAHHOTO YIS CIIEAYET pacCMaTpPUBATh, €CIH MEepel03MPOBKa
Obula JMarHOCTMpPOBaHAa B TedyeHWe 1 wyaca mocie mnpueMa mnapaneramona. Cruenyer
OIIpEIETINTh YPOBEHB IapaneTaMoiia B Iula3Me KpOBH, HO HE paHee ueM depe3 4 uaca mocie
nepeao3upoBKH (OoJiee paHHHUE PE3yNIbTaThl HEJOCTOBEPHBI).

Jleuenue ¢ momolubl0 N-alleTWILHUCTEMHA MOXXET OBITh HCIOJIB30BAaHO B Te€UeHHE 24 yacoB
nocjie mpueMa InapareraMmonia, OJHAKO, MaKCHUMAaJIbHbIM 3alMTHBIN 3 QeKT nocTuraercs B
TedyeHHe 8 yacoB mocie mpuema npernapara. (PpPEeKTUBHOCTh aHTHIOTAa PE3KO CHMUXKAETCS
1I0CJI€ ITOrO BPEMEHH.

HpI/I H€O6XO)II/IMOCTI/I N-aHeTI/IJ'IHI/ICTeI/IH MOJKET OBITH BBCJICH BHYTPUBCHHO B COOTBETCTBUH C
YCTaHOBHCHHOﬁ I[OSHpOBKOﬁ. HpI/I OTCYTCTBHU PBOTbBI HNPUMCHCHHUC MCTHOHMHA MOKET

SBJSITHCS TOAXOIAIIEH ATbTEPHATUBOM ISl OKa3aHUS SKCTPEHHOM MEAUIIMHCKON TTOMOIITH.

[TanreHTOB € TSHKETON NEYEeHOYHON HEOCTATOYHOCTBIO Yepe3 24 yaca Iocie npuemMa BHyTpb
CJIEYeT JICUUTh B COOTBETCTBUU C YCTAHOBJICHHBIMA PEKOMEHTALIUSIMHU.

HNoynpoden
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CuMnToMBI Nepe03NPOBKH

Y OoNbUIMHCTBA NAI[MEHTOB, KOTOPbIE MNPUHUMAIM KIMHUYECKH 3HAYUMOE KOJMYECTBO
HIIBII, pa3BuBaercs TOLIHOTA, PBOTA, OOJIU B AMUTACTPUU WIIH, pexe, Auapes. Takke MOKeT
BO3HHUKATH LIIYM B yIIaX, FOJOBHAasi O0JIb U JKeIyJ0YHO-KHUIIeuHble KpoBoTeueHus. [Ipu Gonee
CephE3HBIX OTPABICHUAX HAOIIOIAETCA TOKCUYECKOE BO3/ICHCTBHIE HA IIEHTPAIbHYIO HEPBHYIO
CUCTEMY, KOTOpO€ TpOSBISETCS B BHJIE COHJIMBOCTH, MHOTAA B BUJE BO30OYXKIACHUS U
JIe30pUEHTAlMU WU KOMBI. M3penka y manMeHToB pa3sBUBAIOTCA CyAoporu. Ilpu ceppe3HbIx
OTpaBJICHUSIX MOTYT BO3HHUKHYTh METAOOJIMYECKUN alil03, TaKKe MOKET yBEeIUYUBATHCS
nporpomOuHoBoe BpemMs/MHO, BeposiTHO, u3-3a BIUSHHS Ha JeiicTBUe (aKTOpPOB
CBEpPThIBaHUS KpPOBU. MOXKET BO3HHKHYTh OCTpas II0YE€YHass HEJOCTATOYHOCTh WU
MOBPEX/ICHUE TICUEHH NMPH 00€3BOXKHMBAHUU. Y MAIMEHTOB C aCTMOM BO3MOXKHO 00OCTpeHHe
TedeHust 3a0osieBanud. J{TuTenbHOE IPUMEHEHHE B J103aX, MPEBBIIIAIONINX PEKOMEHIyeMbIE,
MOKET IPUBECTH K TSDKEIOW THMIOKAIUEMHM U IIOYEYHOMY KAaHAJIbLEBOMY alua03y.

CuMNTOMBI MOTYT BKJIKOYATh HAPYLIEHUE CO3HAHUS U OOIIyI0 clabocTh (cM. pasnensl 4.4 u
4.8).

JleyeHne nepero3upoBKU

Tpebyercsa cuMnToMaTuyeckoe U MOJIEP)KUBAIOLIEe JIEUEHUE, BKIIIOYaroIlee MojJiepKaHue
MMPOXOAUMOCTH AbIXATCJIIBHBIX HYT€I>'I U MOHHUTOPHUHI CCPACUYHBIX MW XHU3HCHHO BaXKHBIX
nokaszarene 1o cTaOwiM3aluMu  cOCTOsHUS. PekoMmeHayercs mepopanbHbI —INpHeM
AKTUBHUPOBAHHOI'O YIJIA B TCUCHHUC 1 yaca mocie npruemMa NOoTCHUHUAJIBHO TOKCHYHOM JO3bI.
[Tpy yacThIX WM JUIMTENBHBIX CYyAOPOrax He00X0AMMO Ha3HAYMUTh JICUECHHE 1Ma3enaMoM WIH
J0pa3enaMoM BHYTpUBEHHO. [Ipu acTMme cnenyer naBaTb OpOHXOANUIATATOPBI.

5. DPAPMAKOJIOTMYECKHE CBOVMCTBA
5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTHYECKas rpyImma: OnopHo-aBUraTenbHas CUCTEMA,
IIPOTUBOBOCIAJIUTEIBHBIE U IIPOTUBOPEBMATUYECKUE CPENCTBA, HECTEPOUBI, IPOU3BOIHbIC

MPONMMOHOBOM KHUCIOThL. KoMOuHanuu nbynpodena.
Koxg ATX: MO1AES1.

I/I6ynp0(1)eH U ImapanceTaMol OTIINYAr0TCA 110 MEXaHU3MY U MECTY neiictBus. B pE3YyIbTATC UX
B3aUMOYCHUJIMBAIOIICTO JIEHUCTBHS JOCTUTACTCS Ooiee BBIPAXKCHHOC CHHIKCHUC 0oneBoM
YYBCTBUTCIIBHOCTHU U YCHUJICHUC KAPOITOHUKAKOIICTO ,HeﬁCTBHH, YEM 110 OTACIBbHOCTH.

Nb6ynpoden — HectepouaHblii mpoTuBoBocnanuTenbHbi npenapat (HIIBIT), xotopsiii Ha
HKCIEPUMEHTAJIbHBIX MOJENAX BOCHAJIEHUS MPOAEMOHCTpUpOBall 3((HEKTUBHOCTh 3a CYET
UHTUOMPOBAHUS ~ CHUHTE3a  MNPOCTarjaHAuHOB.  [IpocTarimaHguHBI  CEHCUTH3UPYIOT
HOLIMIIETITUBHBIE appepeHTHbIe TEPMUHAIN HEPBOB K TAKUM MeJIUaTopaM, Kak OpaJuKUHUH.
Nb6ynpoden BbI3bIBaeT aHanbreTuyeckuii sddexr uepes mnepudepuyeckyro Oiokamy
nukinookcurenaspli-2  (IIOI-2) ¢ mocnmeayronmuM — yYMEHBIIEHHEM  CEHCUTH3AIUN
HOLIMIENITUBHBIX HEPBHBIX TepMuHanel. Takxke ObUIO MOKa3aHo, 4To HOYNpodeH yMeHbIIaeT
MUTPAINIO JICUKOIIMTOB B 00sacTh BocmaieHus. MOympodeH nelcTByeT W Ha ypOBHE
CIMHHOTO MoO3ra, 4YacTMyHO 3a cuer Onokanel [IOI'. JKapomonwmxkaromiee neiictBue
noynpodeHa 0O0yCIOBICHO IEHTPAJbHBIM  WHTHOMPOBAHWEM  NPOCTArJIAaHIWUHOB B
runotanamyce. HMoynpoden oOGpaTumMo MHrHOMpYyeT arperanuio TpoMOOUMTOB. Y monei
nOynpodeH yMEeHbIIAET BOCMAIUTENbHYIO 00J1b, OTEK U JTUXOPAKY.

DKcrepUMeHTabHbIE JaHHBIE TTO3BOJISIOT MPEANOI0KHUTh, YTO HOYITPO(EeH MOXKET MOJIaBIATh
BJIMSTHUE HU3KHUX 03 aleTHICATUIMIOBOM KUCIOTHI Ha arperauno TpoMOOLUTOB, Korjaa oda
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mpernapaTa Ha3HA4aroTCs OAHOBpeMeHHO. HekoTophie hapMakoInHAMUYECKUE UCCIICIOBAHUS
MOKAa3bIBAIOT, YTO MPHU pa3oBoM mnpueme uoymnpodena (400 mr) B reuenue 8 yacos g0 i 30
MUHYT T[OCJI€ TpUeMa aleTUICATUIIWIOBOM KHUCIOTHI B (QopMe ¢ HEMEIJICHHBIM
BBICBOOOXKJEeHHEM mpernapara (81 Mr) BiMsSHHE AaleTUICAIMLIUIOBONM KHUCIOTHI Ha
o0Opa3oBaHue TPOMOOKCaHA MJIM arperamuio TPOMOOIMTOB CHIKanoch. HecmoTps Ha ToO,
CYIIECTBYET HEONPEACNIEHHOCTh B OTHOLICHUM OSKCTPANOJSIUU OSTUX JIaHHBIX Ha
KIIMHUYECKYIO CHUTYAIMIO, BEPOSTHOCTH TOTO, YTO PETYISIPHOE, IIUTEILHOE NpPUMEHEHUE
noynpodeHa  MOXKET  YMEHBIIUTh  KapAHOIPOTEKTUBHBIA  3(PPeKkT  HU3KUX /103
ANCTUICATMIIMIIOBOM  KUCJIOTBI, HE MOXET OBbITh UCKIIOYeHa. llpu HeperymsipHoM
npuMeHeHnr noymnpodena 3GpPexT KIMHUIECKH 3HAYMMBIM HEe cunuTaercs (cM. pazzaen 4.5).

TouHblli MEXaHW3M JEHUCTBUS NapaneraMoJia €Ile IOJHOCTBIO HE ONPENEIIEH, TEM HE MEHeeE,
MMEIOTCSl 3HAYUTENIbHBIE JI0OKA3aTeNbCTBA B MOJJIEPKKY LIEHTPAJIbHON aHTUHOLMIIETITUBHON
runotessl. PasznuuHble OMOXMMHYECKME MCCIIEOBAaHUS YKa3blBalOT Ha MHIMOUMpOBaHME
ueHTpaiabHoi aktuBHOCTH LIOI'-2. [TapanieramMon MOXET Takke CTUMYJIUPOBATh AaKTHUBHOCTh
HUCXOJAIINUX MyTeH S5-TMIAPOKCUTpUNTAMUHA (CEPOTOHMHA), KOTOPbIE HHIMOUPYIOT Meperaqy
HOLIMILIETITUBHBIX ~CUTHAJIOB B CHOUHHOW Mo3r. VMerorcs faHHbIe, I03BOJISIOLINE
HPENONI0XKNUTh, YTO MapaleTaMoll BISETCA OUY€Hb C1a0bIM MHTHOUTOPOM IepudepryecKux
uzodpepmenton LIOI-1 u 2.

bbita nponemMoHcTpupoBaHa KiIMHUYECKas >PQPeKTUBHOCTh MOynpodeHa M mapaneraMmosia
npu 00X, TAKUX KaK TOJIOBHAsI 00JIb, 3yOHAas O0JIb U TUCMEHOPES, a TAKXKE MPH JIMXOPAJIKE.
O¢ddexkTuBHOCTH Takke OblIa OKa3aHa y MALMEHTOB C OOJIBIO U JIMXOPAJKOH, CBA3aHHBIMHU C
NPOCTY/ION W TPHUIIIOM, a TaK)Ke Ha MOJENAX OONHM, TaKMX KaK OOJb B TOpJiE, MBIIICUYHBIC
60111, TpaBMBbI MATKUX TKaHEW U 0OJIb B CIIUHE.

OTOT mpenapaT 0COOEHHO MOJIXOAMT, KOI/la HEOOXOIUMO JOOUThCS OOJbIEro odjerdyeHus
0071, YeM MOXKHO JOCTHYb, UCHOJb3Ys Tosbko 400 mMr ulOynpodena umu tonbko 1000 mr
napareraMmosyia, a Takxe Oojiee ObIcTpoe obOjerdyeHue 00JM, YeM JOCTHraeTcs ¢ MOMOILBIO

nbynpodgena.

Knuanueckas 3ddeKTUHBHOCTD

OTyeT KIMHNYECKUX JAHHBIX MOCcJIe MpueMa 2 TadJIeToK

bbuto  mpoBeseHO  paHIOMHM3MPOBAHHOE JBOWHOE ClENoe  IUIaneb0-KOHTPOIMpyeMoe
UCCIIeIOBaHNE KOMOWHAIMH y TIAIIIEHTOB C OCTPOi OOJIbI0 Ha MOJIENH MOCIeONepariiOHHON
3yOHOI1 60mu. ViccrnenoBanus moka3aiu, 4To:

* [Ipenapat obecrieunBaet O6osee 3¢HeKTUBHOE KynmupoBaHue 0osn, dyem mapameramoin 1000
mr (p<0,0001) u ubynpoden 400 mr (p<0,05), 4TO ABIIETCS KIMHUYIESCKH M CTATUCTUYECKU
3HAYUMBIM.

* [IpoomKUTENBHOCTH 00€300IMBaHUS TSl 3TOTO MpernapaTa Obliia 3HaUUTeIbHO OonbIe (8,4
gaca) 1o CpaBHEHHIO C maparieramosioM B go3e 500 mr (4 gaca, p<0,0001) nmu 1000 mr (5,2
vaca, p<0,0001).

» OO01u1as o1eHKa UCCIIeyeMOro Ipernapara yuacTHUKaMHU [T0Ka3ajia BHICOKUN YPOBEHb
ynosieTrBopeHHocTH: 88,0% OLeHMIN NIPOAYKT KaK «XOPOLINil», «OUEHb XOPOLIUI) UIH
«OTJINYHBINY B MIIaHe obserdenust 6onu. GukcupoBaHHBI KOMOMHUPOBAHHBIN Ipenapar
NoKa3aJl 3HauYUTENIbHO JYYIlNe pe3yabTaTel, yeM noynpoden B no3e 200 mr, napaneramosn B
no3e 500 mr u 1000 mr (p<0,001 Bo Bcex cimydasx).

Jlo3a sToro mpemnapara B 0iHy Ta0JIeTKy oOecnieunBaeT 6osee 3G hekTuBHOE 00e300IMBaHue,
yeM KomMOuHanus napaneramosna 1000 mr / kogenna ¢ocgara 30 mr (p = 0,0001), u 66110
MOKa3aHo, YTO OHA He ycTynaeT komOuHaiuu noynpodena 400 mr / kogeuna docdara 25,6
MT.
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DTOT mpenapar uMeeT ObICTPOE HAYATIO JEHCTBUS C «IIOTBEPKICHHBIM OIIYTHMBIM
obseryenreM 00H», JOCTUTAEMbIM B cpeHeM uepes 15,6 munyT (mo3a 1 Tabnetku) uinum 18,3
MHUHYTHI (J103a 2 TabseTok), uto ObicTpee, yeM y noynpodena 200 mr (30,1 MuUHYTHI,
p<0,001), udynpoden 400 mr (23,8 munytsr, p=0,0001) u mapameramon 500 mr (23,7
muHyThI, p=0,0001). «3HaunTEenTHEHOE 0OJETUYeHUE 00N [IJIsl 3TOTO Mpernapara JOCTUTAIOCHh B
cpennem 3a 39,3 muHyTHI (1032 1 Tabnetku) nwiu 44,6 MUHYTHI (1032 2 TaOJIETKH), YTO OBLIO
3HAYUTENILHO ObICTpee, YeM npu npueme uoynpodena 200 mr (80,0 munyt, p<0,0001),
uoynpodena 400. mr (70,5 munyt, p=0,0001), naparmeramosna 500 mr (50,4 munytsi, p=0,001)
u mapareramoia 1000 mr (45,6 munyt, p<0,05).

Jlpyrue paH10MU3HPOBAHHBIE ABOMHBIE CIIEIbIE M1a11€00-KOHTPOIUPYEMBbIE UCCIIET0BAHMS
ObUIM TIPOBENICHBI C MPUMEHEHNEM KOMOUHAIMH C MCIIOJIb30BAaHUEM MOJIEIIU OCTPOM 00H
nocjeonepanoHHoi 3yoHoi 6o, MccnenoBanus noKa3bIBatoT, YTO:

* OToT mpemnapat obecrieunBaet 6oiee r3hpexTuBHOE 00€300aMBaHKe, yeM naparieramol 1000
mr (p<0,0001) u ubympoden 400 mr (p<0,05).

* [IponomxuTenbHOCTH 00€300IMBaHMS ISl 3TOTO MpernapaTa Obula 3HaYUTENbHO OoubIe (9,1
yaca) [0 CpaBHEHUIO ¢ napareramosnoM B go3e 500 mr (4 yaca) unu 1000 mr (5,2 yaca).

» O01mas oleHKa CCIeyeMOro mpernapara y4acTHUKaMH [T0Ka3aia BEICOKUI YPOBEHb
yIoBIeTBOpeHHOCTH: 93,2% oneHmIn mpemnapaT Kak «XOpOIIUi», «0UeHb XOPOIIHiD HIN
«OTJUYHBINY B TUIaHe o0seruyenus 00y, OUKCUpOBaHHBI KOMOMHUPOBAHHBIN Mpenapar
MOKa3aJl 3HAYUTEIbHO JYUIIHe pe3yIbTaThl, 4eM maparneramoi B 1o3e 1000 mr (p<0,0001).

E1e ogHO paHIoMH3UPOBAaHHOE JBOWHOE CIIENIOE KOHTPOJIHPYEMOE KIMHHYECKOEe
Uccie0BaHue ObIIO TIPOBEACHO C MCIOIB30BAaHUEM ITperapaTa npy JICUCHUN XPOHHYECKOM
0o B KoneHsx. MccnenoBanne mokasano, 4To:

* [Ipenapar obecnieunBaet Ooiee 3pPexkTuBHOE 00300 TMBAHIE, YEM ITAPAIICTAMOI B J103€
1000 mr tipu kpatkocpouroMm jeuennu (P<0,01) u amurensaom nedernn (p<0,01).

 O01mas oreHKa rnpenapara y4acCTHUKaMH T0Ka3aia BEICOKUH YPOBEHbD YIOBIETBOPEHHOCTH:
60,2% oreHuIN TIpenapaT Kak «XOPOILIU» WIH «OTIUYHBINY KaK IOJITOCPOYHOE CPEICTBO
nedeHust 60w B KoseHe. [Ipemapar nokasain 3HaYNTENBHO JTYYIHe Pe3yIbTaThl, YeM
naparietamon B 1o3e 1000 mr (p<0,001).

OT1oT mpenapar obecrieunBaeT 6osee 3P hekTuBHOE 00e300MBaHNEe, YeM KOMOMHAIUS
napaneramona 1000 mr/konenna ¢ocdara 30 mr (p<0,0001) u komGunanus ndynpodena 400
mr/koaenna docdara 25,6 mr (p=0,0001).

5.2. ®apmakoKMHeTHYECKHE CBOMiCTBA

Hoynpoden

AOGcopbuus
Noynpoden Xopomio BcacklBaeTCs W3 JKETYIOYHO-KHUIIEYHOro TpakTa. KoHIeHTparuu

noynpodeHa B 1uiasMe KpoBU OOHAPYKHBAIOTCS Yepe3 5 MUHYT, IPH dTOM MaKCHUMajbHas
KOHI[EHTpAIlMs B IIa3Me KPOBH JIOCTHTAIOTCA uepe3 1-2 daca mocjie mpueMa BHYTPh
uoynpodena Hatomak. [lpu mpueme mpemapata ¢ MUIIEH, MakCUMaabHAas KOHIICHTPAIUS
nbymnpodeHa B mia3mMe KpoBU ObliIa HIDKE U YCPEIHsIach uyepe3 25 MUHYT, HO 0oOIIasi CTENeHb
abcopOuny ObLIa SKBUBAIEHTHOM.

Pacrpenenenue
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No6ynpoden MHTEHCUBHO CBs3bIBaeTCs ¢ Oenkamu miuasmel. MOoynpoden nuddyHaupyer B
CHHOBHAJIBHYIO KHUKOCTb.

Mertaboausm

No6ynpoden metabonusupyercs B MEYSHU O JBYX OCHOBHBIX METAOOJIMTOB, KOTOPBIE JINOO
camu 1o cebe, MO0 B BUAE KOHBIOTATOB B OCHOBHOM BBIBOJATCS ITOYKAMH BMECTE C
HE3HAYUTENILHBIM KOJTMYECTBOM HEM3MEHEHHOTr0 HoynpodeHa.

OIMMUHALMSA
BriBenenne nmoukamu SBISIETCSl OBICTPBIM M TOJIHBIM. [leproji moyBBIBECHUSI COCTABIISIET

0K0JI0 2 4. B orpaHn4eHHbIX HccieoBaHusaX HOynpodeH 0OHapyKUBAJICS B TPYIHOM MOJIOKE
B OYCHb HU3KUX KOHIICHTPAIUSX.

3HaYMMBIX OTJIMYHHA B (papMaKOKHMHETHYECKOM Tpoduiie nOynpodeHa y MOKIIBIX JT0ACH He
00HapyXeHO.

ITapaneramou

AOGcopOuus
[Tapareramost OBICTPO BCACHIBACTCS U3 KEITYIOYHO-KAIICYHOTO TPAKTA.

Pacnpenenenue

Cs3piBanue C OenkaMy IJ1a3Mbl MPU HOPMAIbHBIX TEPANEBTUUYECKUX KOHIEHTPALUAX
HE3HAYUTENIbHO, HO BCE YK€ 3aBUCHUT OT J03bl.

Konnenrpanuu mnaparneramojia B IIa3Me KPOBH OOHApYKHBAIOTCS dYepe3 S5 MUHYT, a
MaKcHUMaibHas KOHIICHTpAIus B I1a3Me KpoBu Aocturarorces uepes 0,5-0,67 4 mocne npuema
BHYTpb HaTomak. lIpu mnpueme mnpemapara ¢ MNHIIEH, MaKCUMalbHas KOHIICHTPALMS
mapaieraMmosia B IJla3Me KpPOBHM OblIa HUXKE W YCpeIHsAIach 4yepe3 55 MUHYT, HO oOmas
cTerneHb abcopOIu OblIa IKBUBATICHTHOM.

Metaboansm

[Tapanieramon MeTabOIM3UPYETCS B IEYCHU.

['upoKkcUIMpOBaHHbIN MeTaboIUT 00pa3yroIuiics B HEOOIbIINX KOJUYECTBAX B MEYEHU MO
BIMSIHUEM CMEIIAHHBIX OKCHAa3 U OOBIYHO 00€3BPEKMBAIOLIUICS MyTEM CBA3BIBAHUS C
[JIyTAaTHOHOM MOJKET HaKaIllJIMBaThCsl MpPH NEPEeJO3UPOBKE Iapaleramojia U BbI3bIBAaTh
HOpa)KeHUsI TeYEHU.

3HAYUMBIX OTJIMYUI B (papMaKOKMHETUYECKOM Ipoduie mapaueramosia y MOXKHIIbIX JII0JIeH
HEe 0OHApPYKEHO.

OIMMUHALUA
[TapamieTamos1 BBIBOIUTCS C MOYOHW B OCHOBHOM B BHJIE KOHBIOTATOB TJIIOKYPOHHIA U

cynbdara u okono 10% B BHJIE KOHBIOTAaTOB IiIyTaTHOHA. MeHee 5% BBIBOJUTCS B BUJIE
HEM3MEHEHHOro napaneramoa. [lepuos nomayBbIBeIeHUS COCTABISIET OKOJIO 3 4.

buopoctynHocTh M (apMakOKMHETHUYECKHE IOoKa3zaTenu HOymnpodeHa M Mapaneramora,
MIPUHUMAEMBIX B COCTABE JJAHHOTO Ipernapara, He U3MEHSIOTCS Kak IPU OJHOKPATHOM, TaK U

IIPU MHOTOKPAaTHOM IIPUMEHEHHH.

53 JlaHHbIe TOKJIMHUYECKOI 0€30MACHOCTH
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Tokcukonornyeckuii mpopuiib 6e3omnacHocTH HOynpodeHa 1 rnapaneramosa Obll YCTaHOBJICH
B X0/1€ SKCIIEPUMEHTOB HA )KUBOTHBIX M OOLIMPHOIO KJIMHUYECKOTO OIbITA Ha JIFOSX.

HeT HOBBIX TOKJIMHMYECKUX NAHHBIX, KOTOPBIE MOXHO OBLIO OBl TOOABUTH K JAHHBIM, YK€
npeacrabieHHbM B OXJIIL.

6. PAPMAIEBTHYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Tabremounoe s0po:

Kpaxman kykypy3HbIid

IHoBunon

Kpockapmenno3sa Harpust

Lemnrono3a MUKPOKPUCTAININYECKAS
Kpemuust 1uokcu KOJIOUTHBINA, O€3BOTHBIH
['munepona qubereHat

Obonouka.
Omnanpaii 6emnbrit
[TonuBUHUIIOBBIN CIIUPT, YACTUYHO THAPOIU30BAHHBIN
Tanbk
Twurana nuokcun
['munepun MmoHOKanpuioKanpar
Hatpus naypuicynbdar

6.2. HecoBmecTuMOCTD

He npumenumo.

6.3. Cpok romHocTH (CPOK XpaHEeHHs)

2 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUHU
[Ipenapart He TpeOyeT 0COOBIX YCIOBHI XpaHEHUSI.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

TaOnerku, TOKpBITbIE IUJICHOYHON  00oJOYKOW  ymakoBaHel B  Onucrep  (Oemas
[MBX/TIBJIX/antomunueas ¢oibra). [lo 10 TabieTox B 6imctepe.

1 6mucrep (10 tabnerok) mnm 2 Gmucrepa (20 TabIETOK) BMECTE C JTUCTKOM BKIAIBIIIEM
MOMEMIAIOT B KAPTOHHYIO MaYKYy.

He Bce pa3mepsl ymnakoBKH MOTYT MPOJIaBaThHCA.

6.6 OcoOble Mepbl TNPEIOCTOPOKHOCTH NPH YHHUUYTOKEHMH HMCIOJb30BAHHOIO
JIEKAPCTBCHHOI'0 nmpemapartra HJIn 0TX010B, MOJIYYC€HHBIX mocJjie NMPpUMEHECHUSA
JIEKAPCTBEHHOI'0 MpenapaTa ujiu MAaHUNYJISIHA C HUM.

Oco0bIx TpeOOBaHUI HET.
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Heucnonp30BaHHBINM JICKAPCTBEHHBIM Ipenapar WM OTXOAbl CIEAYeT YTUIM3UPOBaTh B
COOTBETCTBUH C MECTHBIMU TPEOOBAHUSIMH.

7. AEPKATEJIb PETUCTPAIHMOHHOI'O YIOCTOBEPEHUSA

AJIKAJIOU A/l Cxonbe
bynsBap Anexcangap Makenoncku 12, 1000 Ckomnbe, Peciyonuka CeBepHas MakenoHus

7.1. [IpeacraBuTENb A€PKATE]SI PETHCTPAIHOHHOIO YA0CTOBEPEHHSI HA TEPPUTOPHHI
Coro3a

[Iperen3un noTpeOUTENICH HAIPABIATH IO aJIPECy:
AJIKAJIONU I AJl Ckonbe

bynsBap Anexcangap Makenoncku 12

1000 Ckormbe, Pecniy6nuka CeBepnast MakenoHus
tei.. + 389 2 310 40 00

E-mail: alkaloid@alkaloid.com.mk

8. HOMEP PET'UCTPAIMOHHOI'O YOCTOBEPEHMUSA

9. IATA IEPBUYHOM PETUCTPAIIMA (IIOJATBEPXKJIEHHS PETUCTPALIUU,
INEPEPETUCTPAIIN)

Hara nepsoii peructpanuu: 08.7.2020

10. JATA IIEPECMOTPA TEKCTA

O6mas XapakTepucTHKa JeKapcTBeHHoro npenapata Kapdetun® Jlyo mocrynmHa Ha
MH(OPMallMOHHOM TMopTane EBpa3zuiickoro 3KOHOMHYECKOIO €032 B HH(GOPMAalMOHHO-

KOMMYHHKaIMOHHOH cetn «HTepHeT» http://eec.eaeunion.org
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