NMHCTPVYKILIMA
MO MEJIMIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O TIPETIAPATA

KaHHecaPTaH MHH3IPAB POCCHH
28. 10, 2022
Perucrpaunonnsiii Homep: i COTJTACOBAHO

Toprosoe nanmenoanue: Kangecaprau

Mexaynapoanoe HenaTeHTOBAHHOE HIIH FPYNIHPOBOYHOE HANMEHOBAHNE: KaH/1ecapTaH
Jlekapcreennas gopma: Tabnerku

CocraB

CocTa Ha oaHy TabneTky:

Hoszuposka 8 me

[eticmeyiowjee seugecmeo. xannecaprana uninekcetua — 8,0 mr.

Bcenomoecamenvuvie  6ewpecmea:  UemoNn03a  MHKpOKpUcTaaaudeckas — 15,0 Mr; 7akTo3si
MOHOTHApaT — 56,5 Mr; Kkpaxman MpexelaTHHU3WpOBaHHbIH — 5,0 Mr; rumpososa
HU3KO3aMeleHHas (IMAPOKCHUIPONMIILIE/IION03a Hu3ko3ameluennas) — 10,0 mr; kpockapmesiiosa
Harpus — 4,0 mr; Harpus naypuicynsdar — 0,5 mr; Maruus creapat — 1,0 mr.

Hoszupoexa 16 me

Heiicmeyiowee sewyecmeo. xannecaprana uunekcetun — 16,0 mr.

Benomozamenvrvle  sewjecmea:  UQNMIONO03a  MUKpOKpUcTaaiuyeckas — 30,0 Mr; 7akTossl
moHoruapar — 113,0 wmr; kpaxman npexenatuHusupoBanHelii — 10,0 wmr;  runposiosa
HU3KO3aMeLIleHHas (MMAPOKCHUIIPONMILIENIION03a HU3Ko3aMelleHHas) — 20,0 Mr; kpockapmeiosa
Hatpusi — 8,0 mMr; Hatpua naypuncynbdar — 1,0 mr; Maruus creapat — 2,0 mr.,

Hoszupoexa 32 me

[eticmesyrougee seugecmeo: xanjecaprana unaekcetun — 32,0 mr.

Benomocamensnvie  sewecmea: UeNION03a  MUKpOKpucTanamueckas — 60,0 Mr; Jaktossl
MOHoruapar — 226,0 wmr; Kpaxman npexenatuHusupoBaHHsli — 20,0 wmr; runponosa
HU3KO3aMeLIeHHas (PHAPOKCHNIPONMILIENTION03a HU3Ko3ameleHHasn) — 40,0 Mr; Kpockapmennosa
Hatpusi — 16,0 mr; Hatpus naypuncynedat — 2,0 Mr; Maruus creapat — 4,0 mr.

Onucanune

Tabnerkn kpyrabie Genoro unm nouTH Gesoro LBeTa MIOCKOLMIHHIAPHYECKOH HOPMBI, ¢ hacKoil 1

PUCKOH Ha 0JIHOH CTOpOHE,

149291



®apmakoTepaneBTHYeCKas IPYNNA: aHTArOHKCT PELIENTOPOB aHrHoTeH3uHa [1.

Koa ATX: C09CA06

dapmakoJI0rHYecKHe CBoiicTBa

Dapmakoournamura

AHruoreHsuH Il — oCHOBHOIH rOpMOH peHMH-AHIMOTEH3UH-AIbA0OCTEPOHOBOH CUCTEMBI, KOTOPBIH
MrpaeT BaKHYIO POJIb B MATOreHe3e apTepuabHON IMMEPTEH3HM, CepAeYHON HEAOCTATOYHOCTH M
APYrUX — CepAeYHO-COCYAMCTHIX 3aboneBaHuit. OCHOBHbIMH  (u3nonornueckumMu  sddexkramu
anrioreHsyHa Il ABAAIOTCS BA30KOHCTPUKLIMA, CTUMYJISLMS MPOAYKLMH allb0CTEPOHA, PEry/Isims
BOJHO-3JIEKTPOJIMTHOTO TOMEOCTa3a W CTUMYJIALMA KJIETOYHOro pocta. Bee oath addexTs
OIOCpe/IoBaHbl B3aMMOJEHCTBHEM aHrvoTeH3uHa [l ¢ aHrnoreHsuHoBbIMM peuenTopamu | Tuna
(AT1-peuenTopsr).

Kanzecapran — cenekTUBHEI aHTaroHKCT peuentopos aHruorensuna Il 1 tuna (ATI-peuentopos).
Kangecapran ne uHrubGupyer anruorensuHnpespawaiommii  gepment (AIID), koTopsrii
OCYLIECTBIISET MNpeBpallleHne aHruoreHsuHa | B anruorensun Il u paspymaer OpaaukuHuH; He
Bausger Ha AII® u He NpUBOAMT K HakorieHUo OpaaukuHuHa uinn cyberanunn P. Tpu cpaBHeHnH
KaugecapraHa ¢ wuHrubutopamu AIID pa3BuTHe Kalis peke BCTPEYanoch Y MNALMEHTOB,
MoJy4aBIIMX KaHJecapraHa uunekcetun. KanaecapraH He CBS3bIBAaeTCS € PELENTOPAMH APYruUX
FOPMOHOB M He OJIOKMpYET MOHHbIE KaHAllbl, Y4acTBYIOLIME B Peryisund (QyHKUMH cepaeyHo-
cocyaucToi cucremsl. B pesynbrate 6iaokuposanus ATI-peuentopos anrnorensuna Il npoucxoaur
J10303aBUCUMOE TOBBILICHHE AKTHBHOCTH PEHMHA, KOHLIEHTPALMM aHTHOTeH3UHa |, aHrnorensuna 11
¥ CHWJKEHHE KOHLEHTPALUM ajlbJ0CTEPOHA B TJIa3Me KPOBH.

Apmepuanvnas eunepmenzus

[Ipn apTepuanbHOi rUNepTeH3UN KaHIeCapTaH BBIZBIBAET J10303aBUCUMOE AINTENBHOE CHUMKEHHE
aprepuanbHoro  aaenenus  (AJl).  AnTuruneprensuBHbii  3ddexr mnpenapara obycnosieH
CHUKEHHEM 00wIero nepudepuyeckoro CONMpOTHBICHUS COCY0B, 0€3 M3MEHEHHsl YacTOTh
cepaeuHsix cokpauienui (HCC). He otMeuanoch ciryyaes BbIpaKEHHOM apTepHaibHON rMMOTEH3HH
Moclie NpueMa repBoii A03bl NpenapaTa, a TaKKe CHHAPOMA OTMEHBI (CHHAPOM «PHUKOILIETa») MOCIe
MpeKpalleHHs Tepariu.

Hauano antvruneprensusHoro AeicTBMs rocie npuema NepBoii 103bl KAHAECAPTAHA LAIEKCETHIA
o0bIYHO pasBuBaeTcs B Teuenue 2-x yacos. Ha dome npomosmkaroueiicsi Tepariy npemnapatom B
(ukcrpoBanHo#i 103e MakcumanbHOe cHkeHne AJ] 0OBIMHO A0CTHraeTcs B TeueHue 4 Hemenb U
COXpaHSACTCS Ha MPOTSKEHWM sevenus. Kanaecaprana LMIEKCETHN, Ha3Ha4YaeMblii OJQWH pa3 B

CyTkM, obecrieunaer spdexTuBHOE © maBHOe cHueHue AJl B Teuenue 24 uyacoB c
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HE3HAUNTENIbHBIMU Konebanusamu AJ] B MHTEpBAnax MexkLy npHeMaMi OYepeIHoil 103b1 Npenapara.
[TpumeHeHne KaHnecapTaHa LMIEKCETHIA COBMECTHO C THAPOXJIOPOTHA3MIAOM NPHUBOIMT K
YCHIICHHIO aHTHrUMNepTeH3uBHOTO 3¢ dexra. CoBMECTHOE MPUMEHEHHME KaHIecapTaHa LMIEKCeTHNa
M TMPOXJIOPOTHA3K/IA (MITH aMIIOAMITHHA) XOPOLLO MEPEHOCHUTCS.

S dexTrBHOCTL Npenapara He 3aBUCKT OT BO3PACTA U 10J1a MALMEHTOB.

Kanaecaprana uMnexceTHs yBelIMYMBAET MOYEUHbIH KPOBOTOK M HE M3MEHSET MM JKe MOBBILIACT
CKOPOCTh  KJITyOOUYKOBOH ~(DUABTpAalMK, TOTjla KaK [OYEYHOE COCYIMCTOE COMPOTHBIEHHE W
(unbrpauvonnas dpakums cumkarores. Ilpuem Kangecaprana uuiekceTHna B o3¢ 8-16 mr B
TeyeHue |12 Hezleslb HE OKA3hIBAET HEraTUBHOTO BIMAHUS HA KOHLEHTPALMIO TIFOKO3bl U TUIHIHBII
npouIb y NauMeHToB ¢ apTepHalbHOM rUNEPTEH3HEN U caxapHbIM AuabeToM 2 Tura.

Knunuveckas sppexmuenocmn u 6ezonacnocme

Knunuueckoe neficTBue KamaecapTaHa UMIEKCETHIa Ha M0Kas3aTeb CepAEYHO-COCYIHCTOMH
3a0071€BAEMOCTH M CMEPTHOCTH NpH mpuéMe B 03¢ 8-16 Mr (cpeanss 103a 12 Mr) ofuH pas B CyTKH
MCC/IEI0BAIOCE B XOA€ PaHAOMHM3HPOBAHHOIO KIMHHUYECKOTO HCCleloBaHus ¢ ydactuem 4937
NOXKKIIBIX MalueHToB (Bospact ot 70 1o 89 ner, 21% nauuentoB B Bo3pacte 80 net u crapuie) ¢
apTepHaIbHOW TUMEPTEH3HEH MAIKOW M YMEPEHHOH CTEeNeHM TSKECTH, MOoJyYaloluX Tepanuio
KaHjaecapraHa LMJICKCETH/IOM B cpeaHeM B Teyenue 3,7 ner (uccnenoanne SCOPE -
MCCIIeI0BAHME KOPHUTHUBHBIX (DYHKLMH U TIPOrHO3a y MOXKHIBIX nauuentoB). [launents nonyyanu
KaHJecapraHa LMJIEKCETHI WK miauebo, npu HeoOXOAMMOCTH, B KOMOWHALMH C JApPYyrHMH
TMIIOTEH3UBHBIMM  cpesicTBamu. O0a pexxuma Tepanuu nokasaiu SpGHEeKTHBHOE CHUKEHHE
cucronnyeckoro W auacronudeckoro AJl (¢ 166/90 no 145/80 mMm pr.cT. B rpynme nauueHTOB,
noy4aBlIMX KaHaecapTa, W ¢ 167/90 no 149/82 mm pr.cT. B KOHTpOJBHOW rpynne) Ha ¢oHe
xopoueit nepeHocumocTH. KoruutusHas (GyHKLUMS W Ka4eCTBO JKU3HH COXPAHSIMCH HA XOPOLIEM
YPOBHE B 00€eMX rpynnax naiueHToB. Mexay THMH JBYMsi TpyNaMy MaLMeHTOB He HabM1amoch
CTATUCTHYECKH 3HAYMMBIX Pa3NMuMi YaCTOTHI Pa3BUTUS CEP/EUHO-COCYAMCTBIX OCJIOKHEHHHM 110
MEPBMYHOM  KOHEYHOM  TOYKe, RBKIIOYAIOLICH — CepAEUHO-COCYMMCTYIO  CMEpTh,  Pa3BUTHE
HECMEPTE/IbHOrO HH(ApKTa MHOKapJa U HeCMEpPTesIbHOTO UHEY/IbTa. OfHAKO B IPyMIe NALUeHTOR,
MOJIy4aBIIWX KaHAecapTaH, PUCK Pa3sBUTHA HECMEPTEIBLHOro0 MHCYNbTa ObLT Ha 28% Huke, yeM B

KOHTPOJIbHOH rpynne (oTHocuTenbHbIH puck = 0,72, 95% noseputenshbiii untepsan 0,53-0,99,
p=0,04).

Xponuyeckas cepoeunas HedocmamoyHocns

AUHUYCCKAS 2D PeRMUBHOCb U BE30n ocm



CornacHo pesyibTaTam MporpaMmbl KIMHHYeCKHX ucciaegoBannii CHARM (Kanpecapran npu
XPOHUUECKOH cepieyHoit HenoctaTouHoeth — Ouenka CHukenus VposHs CMepTHOCTH u
3aboneBaemocTH) ¢ yuacTem 7599 naumeHTOB NpUMEHEHHE KaHAecapTaHa LHIEKCeTHIA (cpeanas
f03a cocTaBuia 24 MI/CYyTKM) NPUBOJMIO K CHIKEHHMIO YacTOTBI CMEPTENBHBIX HCXOAOB H
HEOOXOAMMOCTH B FOCMMTANIM3ALMK [0 MOBOLY XPOHMYECKOH CepleuHOll HeI0CTATOYHOCTH M K
YIYHUWCHUIO CHCTONMYECKOH QYHKIMM N€BOro Kelyaouka. MeauaHa JIMTENILHOCTH HaOMIOACHHS
cocrasnsna 37,7 MecsLes.

B uccnenosannn CHARM-Alternative (n=2028) y nauneHToB co cHmkeHHo# pakimeii BrGpoca
nesoro skeynotka (PBJLK) < 40%, ne nonyuawux unruburop AII® us-3a HenepeHocumocTy (B
OCHOBHOM H3-32 Kauisi — 72%), KOMOUHUPOBAHHEIH KPUTEPUA, BKIIOYABIUMI CMEPTh OT CepaeyHO-
COCYAMCTBIX 3a00JICBAHHH WM TEPBYIO TOCTIMTANIM3ALMIO 110 TOBOLY XPOHMYECKOH cepaedHoii
HEI0CTATOYHOCTH, ObL 3HAYMTENBHO HHIKE B TPYIINE MALMEHTOB, MOJYYaBIINX KAHAECAPTaH, MO
CPaBHEHHIO ¢ rpynnoi miauedo (cootHowenue puckos = 0,77, 95% noBepuTenbHBINH HHTEpBA
0,67-0,89, p<0,001). Cruskenue OTHOCHTENLHOTO pUCcKa cocTaBuio 23%. [pu 31oM Gbio 0TMEYEHO
MOJIOKUTENILHOE  BJIMSIHWE — KaHJIecapTaHa M Ha  KaKAYKD M3 COCTABJAIOIIMX  3TOro
KOMOWHHPOBAHHOTO ~ KpuTepus. [lpuMeHeHWe KaHaecapTaHa LMIEKCETHIA MNPUBOAMIO K
YAYHULWEHHIO  (QYHKUMOHANLHOrO  K/acca XPOHHMYECKOH CepaeyHOM  HeJ0CTATOYHOCTH 110
knaccupukaunn NYHA (p=0,008).

B wuccnenosanun CHARM-Added (n=2548) y naumentoB co cumkenHoit OBJDK < 40%,
nony4aBWNX MHrHOUTOpEl  ATI®D, KOMOMHMpPOBaHHBIN KpHTEpUH, BKIIOYABLIMI CMepTh OT
CEPIEYHO-COCYANCTBIX 3aD0/IEBAHMI WM TIEPBYIO TOCIMTAIM3ALMIO 110 TOBOAY XPOHHYECKOM
CEp/IeYHON HEJOCTATOYHOCTH, OBIT 3HAYMTENBHO HIKE B TpyNNe MNalMeHTOB, MOMYYaBIINX
KaHaecapTaH, Mo CpaBHEHMIO ¢ rpynmoi nauedo (cootHowmenue puckoB = 0,85, 95%
AosepurenbHblid uHTepBan 0,75-0,96, p=0,011), uTo cOOTBETCTBOBAIO CHUKEHHIO OTHOCHTENLHOTO
pucka Ha 15%. IlpumeHeHHe KaujecapTaHa UWICKCETHIA TPUBOAMIO K  YIyYIIEHHIO
(hyHKUMOHATLHOTO Klacca XPOHHYECKON CepedHON HeA0CTaTouHOCTH o Knacchdukaunn NYHA
(p=0,020).

B nccnenosannn CHARM-Preserved (n=3023) y nauMeHTOB ¢ COXPAHEHHOH CHCTOIMYECKOM
ynkumeit (PBJDK > 40%) He Gb110 BBISBIEHO CTATHCTHYECKHU JIOCTOBEPHBIX pa3lMYHUA 3HAYEHMUs
KOMOMHMPOBAHHOTO KpUTEPHs 3PEKTHBHOCTH, KOTOPBIH BKIIOYAN B ¢eBs 4acTOTY CMepTeNbHBIX
HCXO/I0B OT CEp/ICYHO-COCYAMCTBIX 3a00/1€BaHMH HITM YaCTOTY MEPBOH rOCMUTANM3ALMH N0 NOBOLY
XPOHMYECKOH CeplevHOl HEeJ0CTATOYHOCTH, B TPYMNAxX KaHaecapTaHa W miauebo (COOTHOWEHHe
puckos = 0.89. 95% nosepurensueiii untepsan 0,77-1,03, p=0,118). [Tpu 3Tom GblI0 OTMEUYeHO
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MOJIOKUTEILHOE BIMAHME KaHIECApPTaHa Ha OJHY W3 COCTABISIOLIMX JAHHOTO KOMOMHMPOBAHHOTO
KpUTEpUs — CHIDKEHHE YacTOThl TOCMMUTANM3ALMHA 10 MOBOAY XPOHHYECKOW CepiaedHOi
HE0CTAaTOYHOCTH.

B oOveannennom ananuse Beex 3-x wmccnenosanuii mporpammel CHARM me Gbl1o mosydeHo
AOCTOBEPHBIX Pa3/IMYMii YaCTOTHl CMEPTEIBHBIX MCXO/0B OT BCeX MPUYUH B TPYINAX KaHaecapTaHa
1 naue6o (cootHowenue puckos = 0,91, 95% nosepurenbhbiil uutepsan 0,83-1,00, p=0,055).
CHW)KEHWE 4acTOThl CMEPTENBHBIX HMCXOJOB WM 4YacTOThl TOCTIMTAIM3AUMH 110  MOBOAY
XPOHUYECKOH Cep/eYHOW HEIOCTaTOYHOCTH Ha (hOHE TepanuM KaHIecapTaHOM He 3aBHCEI0 OT
BO3pacTa, rnoja v conyTcTBytomei tepanuu. Kanaecapran taxoke 6b11 3¢ peKTHBEH y MalMEHTOB,
npuHMMaBMX Gera-aapeHoOnoOKaTOpsl B codeTaHud ¢ HMHruOurtopamu  AIID, npu s1OM
3 QexTMBHOCT KaH[ecapTaHa He 3aBHCE/a OT TOro, MPUHUMAET JIM MALMEHT ONTUMAJBHYIO 103y
unrnburopa ATID nnu Her.

VY NalMeHTOB ¢ XPOHMYECKOW CepAeYHOM HEIOCTATOYHOCTBIO M CHWIKEHHOH CHCTONMYECKOM
(ynkumeii nesoro xemynouka (PBJIK < 40%), npuem kanaecapTaHa CrnocoGCTBOBAN CHHKEHHIO
obuiero nepupepHIeckoro CoCyAWCTOr0 COMPOTHBIEHHS M KAMMIIAPHOTO JaBleHUs B JErKHX,
MOBBLILIEHHIO aKTMBHOCTH PEHWHA M KOHLEHTpALMW aHruoTeH3wHa Il B ruiasme KpoBH, a Takke
CHWKEHHIO YPOBHS albJ0CTEPOHA.

DapmaKkoKunemuka

Abcopbyus

Kannecaprana uunexceTHn aBiseTcst MpoNeKapeTBOM /sl PUEMa BHYTPb. BbicTpo npespariaetcs B
AKTUBHOE BELIECTBO — KaHAECapTaH MOCPEACTBOM 3(PUPHOTO THAPONW3a MPH BCACBIBAHWUM M3
MULIEBAPUTENBLHOTO TPAKTa, MPOYHO cBA3bIBaeTCA ¢ AT -perentopamu U MeANICHHO IUCCOLMMPYET,
HE UMEET CBOWCTB aroHMCTA.

Pacnpeoenenue

[Tocne  nepopanbHOro  BBEeAGHWs — pacTBopa  KaHjecapTaHa  LMJEKCeTHIa  aGCOMIOTHAs
OuomocTynHocTs  KaHnecapTana coctaBiser okono 40%. OTHocHTenbHAas GMOLOCTYMHOCTD
TabJIeTUPOBAHHOTO  Mpenapata 10 CPAaBHEHMIO C  [EPOPATbHBIM  PACTBOPOM  COCTABJSET
npubmusnrensio  34%. Takum  obpasoM, pacyerHas — abcomoTHas  GHOJOCTYITHOCTH
rabneTupoBanHoi  ¢opmbl npemapata coctaBaser 14%. MakcHManbHas KOHUEHTPALMsS B
ceiBopoTke Kpoeu (Cmax) gocturaetes uepes 3-4 yaca rocsie npuema TabaeTUPOBAHHOH (OPMEI
npenapara. Ilpu yBenudeHnn 03b1 Tpenapata B PEKOMEHAYeMbIX MpeieNaX KOHLEHTpaLus
KaHjaecapTaHa TOBBIIAETCA JIMHEHHO. DapMakOKHHETHYECKME NapaMeTpsl KaHJecapTaHa He

3aBUCAT OT T10JIa MaLUEHTa. HpneM MUKW HE OKa3bIBACT 3HAYMMOrO BJIMSIHUA HA TUIOUWAAb [0/
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KpUBOH «KoHLeHTpauus - Bpemsa» (AUC), T. e. 0HOBpeMeHHbII NPUEM MULIH CYLIECTBEHHO HE
BJWsIET HA OuomocTynHOCTh mpenaparta. KaHgecapTaH akTMBHO CBA3BIBAETCS ¢ Oe/IKAMH MIa3MBbl
KpoBH (> 99%). OGbem pacnipeneneHus kanaecapratna cocrasnser 0,1 n/kr.

buompanchopmayus u snumunayus

Kannecapran, B OCHOBHOM, BLIBOJMTCS W3 OpraHM3Ma MOYKAMM M C KETUbIO B HEM3MEHEHHOM BHIE
M JMLIb B HE3HAYMTEJLHOM CTeneHu mertabonusupyercs B mnedeHd. [lepuoa mosyBbiBeaeHuUs
KaHzlecapTaHa cocTaB/iseT NpuoausuTensHo 9 vacos, Kymysius B opranusme He HabmonaeTcs.
OBumii kupenc kanjaecapTana coctapiser okou0 0,37 MI/MHH/KT, IPH 3TOM MOYEUHBIH KIHPEHE —
ok0s10 0,19 ma/mun/kr, Tloyednas sKCKpelms KaHAecapTaHa OCYIUECTBAAETCS MyTeM Ki1y6o4yKoBOi
(hunbTpauMu M aKTMBHOW KaHanbLeBOH cekpeunu. [Ipu npueme BHYTPh paJHOAKTHBHO-MEUEHHOIO
KaHJecapTaHa LUMIEKCeTHIAa 0KOI0 26% OT BBEJAECHHOTO KOJHYECTBA BHIBOAMTCS MMOYKAMH B BHJIE
KaHaecapTaHa W 7% B BHJe HEaKTMBHOTO MeTaboMnuTa, TOra KaKk B Kaje oGHapykuBaeTcs 56% OT
BBE/ICHHOTO KOJIMYECTBA B BU/E KaHaecapTaHa v 10% B BH/ie HEaKTHBHOTO MeTaboIuTa.
XapaKTepUCTUKY OTEIbHBIX CPYIIN NALMEHTOB

Jluya noscunozo sospacma

Y noxunbix naupenTor (crapwe 65 net) Cmax u AUC kanjecapTaHa ypennuuaiotes Ha 50% u
80%., COOTBETCTBEHHO, M0 CPABHEHHMIO ¢ MOJIOALIMK MalmeHTaMu. OIHAKO FUNOTeH3uBHbIH 3ddexT
¥ HaCTOTa BO3HMKHOBEHHsI HE)KENATEIbHBIX PEakKLMi NPy MPUMEHEHUH NpernapaTa KaHAecapTaH He
3aBHCAT OT BO3PACTA MALMEHTOB.

Iloueunas neoocmamounocme

Y NMaLMeHTOB ¢ NErKMM M yMEpPeHHbIM Hapyiennem QyHkumu noyex Cmax u AUC kanaecapTana
yeenuuuBannce Ha 50% u 70% cOOTBETCTBEHHO, TOr/a KaK MepHo/ MojyBEIBE/IEHHS Tipenapara He
M3MEHACTCSA MO CPAaBHEHWIO C MAalMEHTAMU C HOpPMalbHOM (yHKUMEH noyek. YV MaLMEHTOB ¢
TAXKENBIM HapyweHneM ¢ynkuun nouek Cmax u AUC kanzecaprana yBenuuusaiauch Ha 50% u
110% cooTBeTcTBEHHO, a NIEPHO/L MO BBIBEACHHUS Npenapata yBe uu1Bacs B 2 pasa.

Y nauueHTOoB, HAXOAAIUIMXCA HA reMOJMau3e, ObIIM BHIABNEHB! Takue ke (hapMaKOKHHETHYECKHE
MapameTphbl KaHIecapTaHa, KaK y NalHWeHTOB ¢ TAKE/bIM HapyLIeHHEeM (QYHKLHM TOYEK.
Ilevenounaa neoocmamounocmo

Y NauMeHTOB ¢ JErKMM WM YMEPeHHbIM HapylleHHeM (YHKLMH NeUeHH OTMEYanoch MOBbILIEHUE
cpennero 3Hadenus AUC kannecaprana npumepHo Ha 20% B 0JIHOM MccaenoBanud u Ha 80% — B
Apyrom (em. pasgen «Cnoco6 npumeHenus 1 103b»). ONBIT NPUMEHEHMS KaHAecapTaHa y
MalMEeHTOB C TAKEbIM HapyIIEHUEM (yHKLMHU MEYEHU OTCYTCTBYET.

Ilokazauus K NPHMEHEHH IO



- ApTepHanbHas rUMepTeH3Hs.

- XpoHuueckas cepaevHas HEJIOCTATOYHOCTH W HAPYLIEHHE CUCTONIMYECKOH (YHKLMH JIEBOTO
xenynouka (cHmkenne @BJDK < 40%) B kavecTBe AOMONHUTENBHOH Tepanuu K HHrHOUTOpaM
aHrnoTeHsuHnpespataroiero pepmenta (AIND) win npu HenepeHocumMocT MHru6UTOPoB ATTD
(cm. pasnen «DapmakoaHHAMKUKaY ).

IIporuBonokazanus

['unepuyBCTBHTEIBHOCTE K KaHAECAPTAHY MM K IIOGOMY 3 BCTIOMOTATE/TbHBIX BELIECTR.
bepemenHocTh u nepro rpyaHoro BekapmiiBanus (cM. pasaen «[Ipumenenme npu GepeMeHHOCTH
¥ B MIEPHO/L IPYAHOTO BCKaPMIIMBAHUSD ).

Tsokenbie HapywieHus: GyHKLUNAM NeYeHH W/WIK XOJIeCTas.

Heneperocnmocts 1akTo3bl, AEHULIMT TaKTa3bl 1 CHHAPOM INIHOKO30-ralakTo3HOH MatbabeopOimy.
[Ipumenenne kaWjecapTaHa wWMIeKCeTHIa B KOMOWHALMM C Mpenapatamu, COAEPKALIUMH
AJIMCKMPEH, Y TALMEHTOB C CaxapHeiM JHa0eTOM W/MAM C YMEpPEHHBIMM WM TSKE/BIMHU
HAapyWeHUsMH QYHKUMK novek (CKopocTb KiyGoukoBoi (uistpaunn menee 60 mn/mun/1,73 m?
MIOLIA/IM MOBEPXHOCTH TeJIa).

Onxospemennoe npumeHenve ¢ uHruGutopamu  AIlD y nauweHtoB ¢ anaGeTHHeCKOi
HedponaTuen.

Bospact 10 18 net (apdpexTuBHOCTS 1M G30NaCHOCTD HE YCTAHOB/IEHDI).

C 0CTOPOKHOCTBIO

- HapyweHus QyHKUMH MOYeK TSKeO0M cTerneHn (KIMpeHe KpeaTuHUHA MeHee 30 MI/MuH);

- IBYCTOPOHHHIA CTEHO3 MOYEYHbIX APTEPUIT UM CTEHO3 apTEPUM €AMHCTBEHHOM MOYKH;

= FEMOIMHAMHUYECKH 3HAYUMBIH CTEHO3 A0PTAJILHOTO W/UIHW MUTPAJIBHOTO KJIANaHoB;

- COCTOSIHMS MMOCJIE NMEPECaKH MOYKH B aHAMHE3E;

- FEMO/IMAIIN3;

- LUepebpOBACKYNAPHbIE HAPYLIEHHs MIIEMMYECKOro reHesa M HMUIEMHYeckas GONe3Hb cepaua
(MBC);

- TUINepKaIHeMus;

- Y MaLKMEHTOB CO CHIKEHHBIM 00BEMOM LIMPKYTHPYIOLIEH KPOBH;

- MEPBWYHBIA THMEPAJIbJOCTEPOHU3M (OTCYTCTBYET JOCTATOYHOE KOJMYECTBO JAHHBIX 10
KJIMHUYECKUM MCCIIEOBAHUAM);

- runepTpoduueckas o6cTpyKTHBHAS KapAMOMHOMNATHS.

HpnmeHeHHe npu ﬁepemenuocTu H B IIEPHOA PYAHOI0 BCKAPMJ/IHBAHHA

Bepemennocme



Ilpumenenne npenapara Kanaecapran Bo Bpems GepeMEHHOCTH MPOTHBOTOKA3aHO (CM. pasfiel
«ITpornsonokasanusy). Tlanuentkd, npuHMMaiomMe npenapatr KaujaecapTaH, JOMKHBI OBITH
npeAynpexkieHsl 00 3TOM [0 MIaHHpoBaHUs OepeMeHHOCTH, YTOOBI OHM MOMIM OOCYAMTH
aJIbTEPHATUBHBIC BapUaHTBl TEparnuWu CO CBOMM JieHallMM BpayoM. B ciywae HacTymieHus
OepemenHocTH Tepanus npenaparom Kangecapran JoskHa GbITH HEMEEHHO MPEKpallieHa U, P
HEOOXO0IMMOCTH, HA3HAYEHO aJIbTEPHATHBHOE JIEYEHHE.

[Tpenapartsl, okaspiBaromme npsamoe JAeHCTBHE HAa PEHHH-aHTHOTEH3HH-aJIbIOCTEPOHOBYIO CHCTEMY,
MpU TMPUMEHEHHUH BO BpeMs OEPEMEHHOCTH MOTYT BBI3BIBATH HApPYIUEHHMs Pa3BUTHUA MU0 MIH
OKa3bIBaTh HEraTMBHOE JICHCTBHE HA HOBOPOKAEHHOTO, BIUIOTh J10 JIE€TAIBHOTO HCXO/A.

M3BecTHO, uTO Tepanus aHTaroHUCTaMH PELIENTOPOB aHrHOTeH3MHA [] MOKET BBI3BIBATH HapyLIEHHs
pasBuTHSA Moja (HapyiueHne GyHKLIHH TIOYeK, ONTMTOrHAPaAMHHOH (MaloBoKeE NpH GepeMEHHOCTH),
3aMe/ieHue  opMHMpOBaHMS KOCTel Yepena) W pa3BUTHE OCIOKHEHWH Y HOBOPOIKIEHHOTO
(moueyHas HeJ0CTATOYHOCTh, apTepUalbHas MMIIOTEH3Ms, THIIEPKAIHEMHUS ).

Ilepuoo epyonoeo eckapmaueanus

B Hacrosilee Bpems He M3BECTHO, MPOHMKAET [IM KaHIECapTaH B rpyjaHoe Monoko. OJHako B
MCCJICZIOBAHMAX HA JKWBOTHBIX OBIIO TMOKA3aHO, YTO KaHAECApTAH BBIAEIAETCS C MOJIOKOM
NIAKTUPYIOLLMX KPBIC.

B cBsi3K ¢ BO3MOMKHBIM HesKeNaTesbHbIM IefCTBHEM Ha IPYAHBIX [eTell, npenapar KaHaecapTaH He
CJIEIYET MPUMEHSATH B NEPHOJL IPYAHOrO BCKapM/IHBAHHUS.

Cnoco® npuMeHeHust H 103b1

[penapar Kanaecapran cieayer npuHUMaTh OJMH pa3 B CyTKH BHE 3aBUCHMOCTH OT TIpUeMa TTHLIH.
Apmepuanvrnan zunepmenzus

Pekomenayemas HavanbHas ¥ nojuiepkuBaiolas j1o3a npenapata Kanjecapran cocraBuser 8 mr
oauH pa3 B cyTKH. [laumenrtam, kotopeim TpebyeTes nanbHeiimee cHwkenne AJl, pekomeHayeTes
YBEJIMUUTb 103y 10 16 mr oaun pa3 B cyTku. [lauueHtam, KOTOPBIM He YAanoch A0CTATOYHO
CHU3WTL apTepuabHOe JaBjieHue nocie 4 Heaens npuema npenapara Kangecapran 8 go3e 16 mr B
CYTKH, PEKOMEHIYETCs YBEJIUUUTE 103y A0 32 MI O/IMH pa3 B CYTKH.

Tepanust 10/mKHA KOPPEKTHPOBATECS B COOTBETCTBHM C YPOBHEM apTePHalbHOTO AABICHHA.
MakeuManbHbIi aHTUIUNePTEH3UBHBIA 3QdeKT aocTHraeTcs B TedeHWe 4 Hejedb OT Hauaia
nevenns. B caywae ecnmu Tepanms npenapatom Kawjecaptan He NpPHBOAMT K CHHKEHHIO
apTEepUaIbHOrO JaBJIEHHA 10 ONTHUMANBHOTO YPOBHS, PEKOMEHAyeTcs [00aBUTH K Tepanuu

THA3HHBIH IUYPETHK.

Hagugmu NOKUIIOr0 BO3pacTa



Y MauMeHTOB TOXWIOTO BO3pAcTa HET HEOOXOAMMOCTH KOPPEKTMpOBAaTh HAYasbHYIO 103y
npenapara.

[lanmenTs! ¢ HapyleHreM KIIMH T10YEK

Y MauMeHTOB C JIETKMM WM YMEPEHHBIM HapylleHHeM (YHKUMH Mouek (KJIMPEeHC KpeaTWHHHA
30-80 mn/MuH), BKIIOYAS NALMEHTOB, HAXO/AIIMXCA HA FEMOIMAN3E, HAYaIbHas 1033 COCTaBIseT 4
mr (1/2 tabaetku no 8 mr).

Ho3y ciestyer THTPOBATh B 3aBUCHMOCTH OT TeparneBTH4ecKoro 3¢ pekra npenapara.

Kiunuyecknit oneiT npuMeHeHHs npernaparta y MaUMeHTOB C TSKEbIM HapylleHHeM (yHKLUH
Mmoyek (KJAMpeHC KpeaTWHMHAa MeHee 30 MIJI/MHH) WM TEPMUHANBHON CTajWell MNOYEUHOI
HEJOCTATOYHOCTH (KIMpEHC KpeaTMHMHA MeHee |5 ma/muH) orpanuuen (cM. pasgen «OcoGble
YKa3aHUs»).

[TaumenTsl ¢ HapyiueHreM QYHKIWY reyeHu

Havanbnas cyTounas n03a y naumeHToB ¢ HapylueHueM (QyHKLMH MEYeHW NerKoW M cpeaHeH
CTEMEHU THAKECTH cocTaBiseT 4 Mr oaumH pa3 B cytkd (1/2 Tabnerku no 8 mr). Bo3amoxkHO
YBEJIMYEHHE 1036l MpH HeoOXxoaumocTH. KanaecapTaH NMpoTHBOMOKA3aH MallMEHTaM € TSKEIbIMU
HapyweHUsAMH QyHKLUMY reveHn u/uin Xonecrasom (cm. paszen «[IpoTuBonokasanusy).
ConyreTBytouas Tepanus

[Mpumenerue npenapara Kanjaecapran coBMECTHO ¢ JAMYpPeTHKaMH THA3MIHONO THMa (Harpumep,
FUIPOXJIOPOTHA3H]L) MOXKET YCUIIUTL aHTUTUTIEPTEH3UBHBIH dekT.

[‘unoBonemus

Pexomenayemas nauanbHas j03a npenaparta Kangecapran coctasaser 4 mr oaun pas B cytku (1/2
TabneTku no 8 mr).

Xponuueckaa cepoeunan nHedocmamounocnp

Pexomenayemas navanbnas 103a npenapara Kanaecapran cocrasiset 4 mr (1/2 tabnetku o 8 mr)
oauH pa3 B cyTku. [loblienne 103bl 10 32 MI OQMH pa3 B CyTKM WM 10 MAaKCHMAIbHO
MEPEHOCHMOH 1036l MPOBOJNTCS MyTeM €€ YABOCHHsS ¢ MHTEpBAlaMH He MeHee 2 Heslelb (CMm.
paszaen «OcoOble ykasaHusy).

Ocobple rpymnmbl NalUeHToB

Ilaumentam noxuiIoro Bospacta M NAUMEHTaM © HapylleHWeM (DYHKLUMH MOYEK MW MEYeHH He
TpedyeTes U3MEHEHNE HauallbHOM 03b1 Npernapara,

ConyTeTByioumas Tepanus

Kanzecapran MoHO Ha3HauyaTh COBMECTHO C APYTHMH CPEACTBAMH, [IPHMEHSEMBIMH NpH Tepanuu
XPOHHYECKOH  CEpAeHHOM  HEJOCTATOYHOCTH,  Hampumep, uHruGuTopamu  AIlD, Gera-
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apeHobIoKaTopaMy, MYPETUKAMH M CepAeYHBIMH TIMKO3MmamMu (cM. pasgenst «Ocobble
yKasaHus», «DapMakoinHaAMUKa).

[lpumenenue y eTell U OAPOCTKOB

besonmactocTs n addextnBHOCTL MpUMeHeHNs npernapata Kangecapran y aeteil n noapoctkos (B
Bo3pacte 10 18 neT) He ycraHoBneHs! (cM. paszaen «IIpoTuBonokazanus»).

IToGounoe neiicrBue

Yacrora HexkenaTeNbHBIX peaKUMi, NPUBEACHHBIX HWXKE, ONpEIENANach COOTBETCTBEHHO
creayrotemy (knaccudukaius BeeMupHOI opranusaiim 31paBooXpaHenns): oueHb yacto (>1/10),
gacto (21/100, no <1/10), newacro (>1/1 000, Ho <1/100), peako (>1/10 000, Ho <1/1 000), oueHs
peako (<I/10 000), wactota Heu3BecTHa (HAa OCHOBAHMM MMEIOLIMXCS JAHHBIX OLIEHMTH
HEBO3MOYKHO).

Apmepuanvras cunepmenzusn

HesxenarenbHple peakuun B Xozie KJIMHHYECKUX MCCIEA0BAHNI HOCHIIM YMEPEHHBIH M NPeXoAsIuii
Xapakrep ¥ OblIM COMOCTABMMBI 10O YacToTe ¢ rpynnoi miaue6o, O6uias 4acToTa BO3HUKHOBEHUS
HEXENATeIbHBIX peakuni Ha hoHe mpUema KaHaecapTaHa He 3aBHCcesia OT 103kl Tperapara, nona 1
BO3pacTa mnauueHta. Hactota ciydaeB MNpeKpalleHHWs Teparnuu B CBA3M C HEXeJaTelbHbIMH
peakuusaMu Oblna CX0HOM NpH NPUMEHEHNH KaHaecapTaHa uniekcetuna (3,1%) u nnaue6o (3,2%).
B Xoze o0bennHenHoro ananusa JaHHbIX MPOBEAEHHBIX HCC/IEI0BaHUH COOBIANOCH O CEAYIOMMX
HEXKENMaTeIbHBIX peakuusax, 4acto (Oonee 1%) BeTpeuaBlimxes Ha (oHe mpuema KanjaecapTaHa
unnekceruna. OnucanHele HeKenaTe/lbHbIE peakUuu HabiroJanuch ¢ 4acToToil Xots 6l Ha 1%
Oonbwe, wem B rpynne mnuaueGo. [lo sTomy onpegenenmio HauGonee 4HacTo OTMEYaiu
FOJIOBOKPY KEHHE, TOJOBHYIO DO M pecrnupaTopHble HH(EKLNH.

Hngpexyuu u uneazuu: 4acto — pecrimpaTopHble HHPEKLUM,

Hapywenus co cmopons: kposu u Jumgpamuueckoii cucmemvl: OuYeHb PEIKO — JNEHKOMEHM,
HEHWTPONEHUs, arpaHyoLKUTO3,

Hapywenus memabonusma u numanus: 04eHb pe/IKO — FMIEpKaIHEMHs, THIIOHATPUEMHSL.
Hapywenus co cmoponst Hepenoii cucmempl: 4acTo — roJlOBOKPYKEHHe/BEPTHTO, FOJIOBHAS GOJb.
Hapywenus co cmoponsl 0bIxamenvbHoti cucmembl, 0peanos 2pyoHoti Kiemxi u cpedocmenus; OYeHb
PEeAKO — Kalle/b,

Kenydouno-xuweynvie napyutenus: o4eHb peko — TOIUHOTA.

Hapywenus co cmoponst newenu u sicenuesuiodsujux nymeii: O4eHb PEJKO — MOBbILIEHHE YpOBHS

«TIEUEHOYHBIX) (PEPMEHTOR, HAapyLIeHHe (PYHKIMM NEYEHH, renaTHT.
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Hapywienus co cmoponst kodicu u NOOKoJHCHbIX mMKaneii: 04eHb PeiKo — aHTMOHEBPOTUUECKHIT OTekK,
KOKHasl ChbIMNb, KPANMBHULIA, KOJKHBIN 3y/1.

Hapywenus co cmoponsr Mbiue Holl, ckelemnot u coeounumebHotl MKani: 4acTo — 60J1b B CIIHHE;
OY€Hb PeJIKO — apTpairus, MUajIrHs.

Hapywenusa co cmopons nouex u mouegui600suyux nymeil: OUeHb PeAKO — HapylleHHe (YHKIMH
MOYEK, BKIIOYAs MOYEUHYIO HEJOCTATOYHOCTH Y MPEAPACTONOKEHHBIX MALMEHTOB (CM. pasjen
«Ocobble yKazaHUA»).

Obwue napywenus u peaxyuu 6 Mecme 66e0eHus. 1acTo — c1abocTh.

Jlabopamopnvie u  uncmpymenmansvie Oannbie: B UENOM, TIPH TPUMEHEHMM Tperapara
Kanpnecapran He Obljio 0TMEUEHO KIMHHYECKH 3HAYMMBIX M3MEHEHHIl CTAHIAPTHBIX TabOPaTOPHBIX
nokazareneil. Kak v npu npuMeHeHUN IPYTUX CPEACTB, BAMSIOIMX MM AeHCTBYIOUMX HA PEHHH-
AHrMOTEH3MH-ANTBOCTEPOHOBYIO ~ CHCTEMY, MOXeT  HabmogaTbess  HeGONMbLIOE  CHUIKEHWE
remornobuna. Habmroan0ck nobllieHHe KOHUEHTPALMKH KPEATHHUHA ¥ MOYEBMHBI, MOBBILLICHHE
COACpIKaHUsA  KalWsg W YMEHbLIEHHE cojep:KaHus  Hatpus. [lOBbIIEHME  AKTMBHOCTH
anaHuHamuHoTpaHcdepassl (AJIT) Gbio 0TMEUYEHO HECKOIIBKO Yalue NMpH NPUMEHEHHH NpenapaTa B
cpaBHeHnn ¢ nnauebo (1,3% nporus 0,5%). Ilpu npumeHennu npenapata o6bluHO He TpebyeTcs
perysipHOro KOHTpoJsi nabopaTopHbIX mnokasateseil. OpHAKO Yy MNAUMEHTOB C HapyLIEHHEM
(byHKUMM  NOYEK pEeKOMEHIYeTCs MEPHOJAMYECKH KOHTPOJIMPOBATH COJAEPKAHME Kaausi M
KOHLIEHTPALMIO KPEATUHMHA B CBIBOPOTKE KPOBH.

Xponuueckas cepoeunas nedocmamoynocmo

HexenaresibHble peakuuu, BeisBieHHble Ha (oHe npuMeHeHus npenapata Kaujecapran vy
MALMEHTOB C XPOHMYECKOH CepACYHON HEI0CTATOUHOCTHIO, COOTBETCTBOBAIN (DApMAaKOIOrHUECKUM
CBOMCTBAM Mperapara M 3aBMCENM OT COCTOSHMS Tauuenta. HauGosiee wacTo BeTpevarommmMucs
HEXKEATEe/IbHBIMU PeakUMAMHU ObLIM TUNepKaqueMus, BbIpakeHHoe CHukenue AJl u HapyieHue
}yHKUMK noyek. DTH ABneHns Obin Gosee YacTBIMK Y MauMeHToB crapiie 70 €T, MALMeHTOB ¢
CaXapHbIM AMa0eTOM MM TOJYHAIOUINX JAPYrHe MpenapaThl, BIUSIOUNE HA PEHMH-aHIMOTEH3WH-
aJIbJIOCTEPOHOBYIO CHCTEMY, B HaCTHOCTH, MHIHOUTOP ATTD M/MTH CTMPOHONAKTOH.

Hapywenus co cmoponst kposu u numgpamuyeckoil cucmemvi: OueHb PeAKO — NeHKONEHHs,
HEUTPOMEHHs, arpaHyoLKUTO3.

Hapymeﬁuﬂ MemabonuzmMa u NUManus.: HacCTO — rdnepkKajiMeMus; O4YeHb PEAKO r'HIMOHAaTPUEMHS.
Hapywenus co cmoponst HepeHoT cucmebl: O4eHb PEIKO — TONOBOKPYKEHHE, FON0BHAS 6Ob.

Hapymeuwl CO CMOpPOHbI COC))@OGI HacTO — BBIPAKEHHOE CHHIKEHHE ApTEPHUATTLHOTO J1aBJICHHA,



Hapywenus co cmopomsl ObixamensHoil cucmemsl, 0peanos 2pyoHotl Kiemku u cpedocmeHus: OUeHb
PEAKO — Kallleb.

JKenyoouno-kuuednvle Hapyuenus: O4eHb PeaKo — TOLIHOTA.

Hapywenus co cmoponsr nevenu u ycenuesbleo0sujux nymeii: 04eHb PeKO — MOBBIIEHHE YPOBHS
«TIEYEHOYHBIX» (pepMEHTOB, HapylleHHe (HYHKLIMK MEYeHH, TeMaTHT.

Hapywienus: co cmoponsl kovcu u ROOKoxCHbIX MKAKel: O4eHb PeIKO — aHFHOHEBPOTHUECKHH OTeK,
KOXKHasl ChIMb, KPAaNMBHULA, KOKHBIH 3y1.

Hapywienus co cmoponst mbiuieynot, ckenemno u coeounumensHoil mkanu: 04eHb peaKko — 607b B
CIIMHE, apTpairus, MHAITUs.

Hapywenus co cmoponsr novex u mMouesbi600uyux nymei: 4acto — HapyleH1e QyHKUMU MoYek,
BKJIKOYAs MOYEHHYIO HEIOCTATOYHOCTH Y TIPEPACIIONOKEHHBIX MAaLMEHTOB (cM. paszzen «Ocobbie
YKasaHUs»).

Obuyue napywenus u peakyuu 6 mecme 68edeHus. 04eHb PEIKO — 1aboCTk.

Jlabopamopuvie u uncmpymenmanvivle Oannvie: TOBbILIEHHE KOHLEHTPALMHW KpeaTHMHHHA M
MOYEBHHBI, MOBBILIEHHE COJAEpPKAHHMA Kaaud. PeKoMeHayeTcss KOHTPOJIMPOBATh KOHLEHTPALHIO
KpeaTMHUHA W COJAEPIKAHNE Kalusl B CBIBOPOTKE KPOBH.

Ecmu moGble M3 yKasaHHBIX B MHCTPYKLMM HEXeJaTesbHbIX peakuuit ycyrybnstorcs, wiv Bel

3aMeTUNH Nro0ble APYrHUe HCXKEJIATC/IbHbIE peaKlMM, HE YKa3aHHbIC B MHCTPYKLMH, COOGUlHTC 00

3TOM Bpayy.

ITepeno3nposka

Cumnmomsi

AHanus  (hapMakoNorMyeckuX CBOWCTB Tpernapata MO3BOSET MpPErNoJOKHUTb, UYTO OCHOBHBIM
MPOSABJICHHEM TMEPEIO3UPOBKM MOKET OBITh KIMHMYECKH BbIPAKEHHOE CHIKEHHE apTepUaibHOro
AaBJICHHS. M TOJIOBOKpY KeHHWe. bbiiu onucaHbl oT/e/bHbBIE Cyyan Mepeao3upoBKy mpenapara (10

672 mr KaHaecapTaHa unnexcemna), 3aKOHYMUBLUHECS BbI3JJOPOBICHHEM IMALIMEHTOB 0e3 TsKeNnbIX

TOCJIeICTBUH.

Jleuenue

[lpy paseUTHH KIMHUYECKH BBIPOKEHHON apTepUanbHOM TMIOTEH3MM HEOGXOmMMO TMPOBOJIUTh
CUMITOMAaTHYECKOE JICYCHUE M KOHTPOJIMPOBATb COCTOSIHME TMAaUMEHTa. YIJIOKHUTh MallMeHTa,
MPUTIOJHATE  HOXKHOM  KoHew KpoBatH. [Ipm HEOOXOAMMOCTH ClEAyeT YBEJIWUHTL OOBEM
LUMPKYJIUPYIOLIE MIa3sMbl KPOBHM, Hampumep, 1MyTeM BHYTpHBeHHOro BBeaeHus 0,9% pactsopa
HaTpua Xjiopuaa. B cayuae HeoOXoaAMMOCTH MOryT OBITh HazHAUEHBl CHMMATOMUMETHYECKUE

Tnpenapars.
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Kanziecaptan He BBIBOAMTCS € MOMOLIBIO TEMOIHAH3A.

B3aumojeiicTere ¢ APYruMH JeKapCTBEHHBIMHA CPeACTBAMH

[IpoTuBonoOKa3aHO OJHOBpPEMEHHOE MpPUMEHEHHE C AJMCKMPEHOM M AlUCKUPEHCOAepKalluMHU
npernaparaMi y MaluMeHTOB C CaXapHbIM JMabeToM W/HMIM ¢ YMEPEHHON WM THKENOH MoYeyHOM
HEJIOCTATOYHOCTBIO (CKOPOCTh KiIyOoukoBOH ¢unbTpaumu menee 60 mu/mun/1,73 m* nnowmaau
MOBEPXHOCTH TeJj1a) U HE PEKOMEH/IYETCS Y APYTHX MalUeHTOB.

Ecte nanHble, 4T0 cOBMeCTHOE npumeHeHHe MHIHOWTOpoB AITD M aHTArOHMCTOB PELENTOPOB
aHrnoteHsuHa I MokeT NPUBOANTH K YCUIICHHIO HEXeIATeIbHBIX PeakUmii, TAKUX KaK THITOTEH3Hs,
TUMEPKANMEMHS W HapylleHHe (YHKUMM MOYEK, B YACTHOCTH Yy MALMEHTOB ¢ AuabeTHYeCKOM
Heponaruei. [TosTomy o1HOBpeMeHHOE MPUMEHEHHE aHTAFOHKCTOB PELENTOPOB aHIHOTEH3MHa ]
¢ unruburopamu AIl® nporuBornokaszaHo y MalMEeHTOB ¢ aAWabeTHyeckod HedpomaTHeid W He
peKOMEH/IyeTCs y Apyrux nauueHTos (cM. paszaenst «ITpotuBonokazanusa», «Ocobble yKazaHusi»).
[Ipn npumenennu npenapata Kanpecapran ¢ ruapox/iopoTHasuaoM, BapHapuHOM, JTUrOKCHHOM,
MepopabHbIMM  KOHTPALENTUBAMHM  (ITMHUIICTPAAMOJ/IEBOHOPrecTpen),  IHOSHKIaMHIOM,
HU(DEIUTMHOM U SHANATIPUIOM KIMHUYECKHM 3HAYUMOTO (hapMaKOKHHETHYECKOTO B3aMMOIEHCTBHS
BBISIBJIEHO HE ObLI0.

Kannecapran merabonusupyercs B nedeHy B He3HauMTebHON crenenn (u3opepmentom CYP2CY).
[IpoBesenHple McCleOBAHMA 10 B3aMMOJCHCTBHIO HE BBISBWIM BJMSHMS [pernapara Ha
uzopepmentel CYP2C9 u CYP3A4, neiictBue Ha aApyrue n3odepMeHTsl cHCTeMBl LiMToXpoma P450
HE M3Y4eHO.

OnnoepemenHoe npuMeHeHue npenaparta Kangecaprad ¢ ApyruMu FMIOTEH3UBHBIMU CPEICTBAMM
MOTEHLUMUPYET aHTUTHIEPTEH3UBHBIH 3D PeKT.

OnbIT MpUMEHEHUs JPYrMX JIEKapCTBEHHBIX CPEACTB, JAEMCTBYIOIMX HA PEHMH-aHMMOTEH3WH-
aJIbIOCTEPOHOBYIO CUCTEMY, [MOKa3bIBAET, YTO COMYTCTBYIOLIAs Tepanus KaauicOeperarominMu
JAMYPETHKaMH, [MpenapataMd Kajlis, 3aMEHMUTE/IMH COJIM, COACPXKAIMMM Kaaud, W IPYTHMH
CPEACTBaMH, KOTOPbIE MOTYT TOBbIIATE KOHLEHTPALMIO Kallisi B CHIBOPOTKE KPOBH (Hampumep,
rernapyvi), MOKET NPUBOIMTE K Pa3BUTHIO THIEPKATHEMHUH.

[Ipn coBmMecTHOM Ha3HaueHMM MpenapatoB IUTHs ¢ WHrubutopamu AITD coobianocs 06
00paTMMOM MOBBIIIEHUH KOHUGHTPALMK JINTHSI B CHIBOPOTKE KPOBM W PasBUTHM TOKCHYECKHX
peakuuit. [logoOHele peakimyu MOryT BCTpeyaThesi W MPU NMPUMEHEHWH aHTATOHWUCTOB PELIENTOPOB
anrvoteHsuHa II, B CBA3M C uyeM pPeKOMEHIYeTCs KOHTPOJHPOBATH KOHLEHTPALMIO JMTHUS B

CBIBOPOTKE KPOBH MPH KOMOMHUPOBAHHOM MPUMEHEHUH 3THX MPENapaTos.



[Ipy coBMecTHOM NpPUMEHEHMM AHTATOHHCTOB PELENTOPOB aHrHOTeH3MHA [I W HecTepOMIHBIX
nporuBoBocnanutenbHbIX rnpenapatos (HIIBIT), B ToM wuucne cenekTUBHBIX WHIMOUTOPOB
LMKJIOOKCHIeHa3bl-2, aLeTHICATULIMIOBONH KucaoThl (Gonmee 3 r B CYTKM) MOXKET OTMEYaThes
CHWKEHWE aHTUIMINEPTEH3UBHOTO 3 deKTa.

Kak u npu npumeHeHun uHrubutopoB AIlD, onHOBpeMEHHOE NpPUMEHEHHE AHTArOHUCTOB
peuentopos anrdorensuna II u HIIBIT mosker yBenuyuBaTe pucK HapylueHWs (QyHKUMH MOYEK,
BKJIIOYAs OCTPYIO MOYEYHYIO HEAOCTATOYHOCTH, MOBBILIEHWE KOHLEHTPALMKM Kajlus B CHIBOPOTKE
KpPOBM, OCOOEHHO Yy MalUMEHTOB CO CHIWKeHHOW QyHKuueld mouek. Crexyer cobmoaath
OCTOPOXKHOCTH TPH OJHOBPEMEHHOM TPHUMEHEHHWH O3THX [pernapaToB, OCOOEHHO Y MOXKHIIBIX
NaluMeHTOB M Yy MNAaLMEHTOB CO CHWKEHHbIM 00beMOM UMpKyaupytoweid kposu. [laupeHram
He0OXOAMMO KOMIIEHCHPOBATE MOTEPIO JKMAKOCTH M TLIATEILHO KOHTPOJUPOBATH (YHKLHMIO MOYEK
nocsie Hauana KOMOMHUPOBAHHOW Tepanuu K nNepuoinuecku Ha GoHe Takoil TepanuH.

Ocobble ykazanusi

Hapywenue ¢pynxyuu novex

Ha done Tepanun npenapatom KanpecapraH, Kak W 1Mpu NpUMEHEHHH APYTHX CPEICTB, BIHSIOMIMX
WM JIENCTBYIOLIMX HA PEHUH-AHTHOTEH3UH-aJIb0CTEPOHOBYIO CHCTEMY, Y HEKOTOPHIX MALIHEHTOB
MOTYT OTMEYATbCs HapyLIeHUs! PYHKLIMH TTOYeK.

[Ipy npumenenun npenapara Kanaecapran y NauMeHTOB ¢ apTepuUanbHOM TIMNEPTEH3MEH M
HapyleHHeM (YHKUMM TOYeK TSDKeNOi creneHn (KIWMpeHC KpeatHuHa MmeHee 30 MI/MHH)
PEKOMEH/IYETCS TIEPUOJIMYECKH KOHTPOIMPOBATL COAEPIKAHUE KAUs U KOHLUEHTPALUIO KpeaTHHHHA
B CBIBOPOTKE KpOBM. KIMHMYECKMii OMBIT MPUMEHEHMs NpenapaTta y MalMeHTOB ¢ HapylIEHHEM
(GyHKUMK TIOueK TSOKENOM CTeNeHW WM TEPMUHAIBHOM CTajaMel MOoYeYHOM HEI0CTATOYHOCTH
(KnMMpeHe KpeaTWHMHa MeHee 15 Ma/MuH) orpaHnyeH. Takum malMeHTam clielyeT OCTOPOXKHO
noadupate 103y npenapata KanaecapraH rmoj Tiiate bHbIM KOHTPOJIEM apTepUaibHOTO JAaBIeHHs.
Y NauMeHTOB C XPOHWYECKOH CeplevHON HEJOCTATOYHOCTBIO HEOOXOAMMO TMEpPHOAMYECKH
KOHTPOJNMPOBaTh (GYHKIHIO MOYeK, 0cOOEHHO y MaLMeHTOB B BO3pacTe 75 NIET U cTaplue, a TakKe y
MalMeHTOB ¢ HapylleH!eM QYHKLNK MoYeK.

[lpu mnoBbiiennn no3bl mpenapata KaHgecapraH Takke PEKOMEHLYETCS KOHTPOJIMPOBATH
COACpIKaHHUE KaJlus U KOHLIEHTPALMIO KpeaTHHHUHA.

B kiauMHHuecKkue McenesoBaHHMS KaHIecapTaHa NP XPOHUYECKOH CepIeHHON HEN0CTaTOYHOCTH He
BKJIFOYAIUCh MALKMEHTBI ¢ KOHUEHTPALMER KpeaTUHHHA > 265 MKMoub/a (> 3 mr/an).

Cosmecmnoe npumenenue ¢ unzubumopamu AII® npu xponuveckoii cepdeunoii nedocmamouHocmu
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[Ipu npumenenuu kamjecapraHa B KOMOMHALMM ¢ MHTHGMTOpamu AIID MOKeT yBETHUHBATHCA
PHUCK pa3sBUTHA HEXKeJaTe/IbHbIX PeaKiuii, 0coOeHHO HapyeH!s GyHKIMHU MOYeK U MUIepKaIneMHus
(cm. pasnen «IloGoynoe neiicTBue»). B stux cayyasx HeoOX0AMMO TulaTenbHOe HaGIIOACHHE M
KOHTPOJIb 1abopaTopHEIX MOKa3aTelei.

I'emoouanus

Bo Bpems remoamanuza AJl MoxkeT 0COOCHHO HyBCTBHUTENBHO pearupoBath Ha Giokuposanue AT -
PELENTOPOR BC/ICACTBHE CHHXKEHMSI 0O0bEMa TJIa3Mbl KPOBH M AKTHBALMM PEHMH-aHTMOTEH3WH-
aNbJIOCTEPOHOBOM CHCTEMBI. B CBA3M ¢ YeM mauMeHTaMm, HaXOJILIMMCS HA eMOJMajn3e, Clelyer
OCTOPOIKHO TUTPOBATH Tpenapar Kanaecapran no Tmware bHbIM KOHTpoJaem A/l

Cmenos noveunoiu apmepuu

Y MauWeHTOoB C IBYCTOPOHHUM CTEHO30M MOYEHHOH apTepHH HITH CTEHO30M apTepPHH €AMHCTBEHHOH
MOYKH MperapaThbl, OKa3bIBAIOUIME BIMAHWE HA PEHHUH-AHTMOTEH3MH-A/bI0CTEPOHOBYIO CHCTEMY, B
4aCTHOCTH HMHrHOWTOpEl ATI®, MOryT BBI3BIBATH TOBBILIEHHE KOHUEHTPALMH MOYEBHHBI U
KpeaTUHMHA B CbIBOPOTKE KpoBH. [lonoOHbie 3(dexTsl MOKHO OKHMAATH NPH TPUMEHEHUHM
AHTArOHUCTOB PELENTOPOB aHrMoTeH3MuHa 1.

Ilepecaora nouxu

Kinnuueckuit oneIT npuUMeHeHHs KaHaecapTaHa Yy MAlWeHTOB, MEPEHECLIMX MEPEcaky MOoUKH,
OrpaHHyeH.

Apmepuanvras 2unomenzus

Y NauMeHToB C XPOHMYECKOH CepAEYHOW HEAOCTATOYHOCTBIO HAa (DOHE TEeparuu MpenapaTom
Kanznecapran MokeT pasBuTbes apTepuanbHasi FUNOTeH3Ms. Kak M npu NpUMEHEHMM ApYrux
NPEnaparos, BAUAIOIIMX HA PEHUH-aHTHOTEH3WH-A/TB0CTEPOHOBYIO CUCTEMY, TIPUYMHON pa3BHUTHs
apTepHanbHON IUMOTEH3UH Y TALIMEHTOB € apTePHAIbHOH UMepTeH3neN MOXKET ObITh YMEHBILIEHHE
o0beMa UMPKyIUpYIOLIeH KPOBH, Kak HAaOMIOAAETCA Y MALMEHTOB, MOMYYAIOIIMX BHICOKHE H03BI
avypetikoB. [losTomy B Hawane Tepanmu cieayer coGu0JaTh  OCTOPOXKHOCTH M, TpH
HEOOXOIMMOCTH, MPOBOANTE KOPPEKLIMIO FUITOBOJIEMUH.

Heounas noxaoa penun-aneuomen3un-aib00CmepoHo60il CUCEeMbl

He pexomenayercs nBoiiHas 610Kaza peHWH-aHMHOTEH3MH-aNlbJOCTEPOHOBOI CHCTEMBI TIyTeM
KOMOWHMPOBAHMs KaHIecapTaHa LMIEKCETHIA W AIMCKMPEHa, BBUY YBEIUYEHMs PUCKA PA3BUTHS
apTepUaIbHOM 'MIOTEH3UH, THIIEPKATUEMUM U U3MEHEHUS (PYHKLIMK MOYeK.

[Tpumenenne kanpecaptana umMiekceTHNa B KOMOMHALMH € alMCKMPEHOM MPOTHBONOKA3aHO Y
NalKEeHTOB ¢ CaXapHbIM 1Ma0ETOM M/MJIH ¢ YMEPEHHOM MK TSHKEIOH NOYeyHOH HeA0CTaTOYHOCTHIO
(ckopocthb Ki1yGoukoBo# GunbTpaumn meHee 60 Ma/mMun/1,73 M? noMmAAN MOBEPXHOCTH Tea) U He
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peKOMEHyeTcs y Apyrux nauueHToB. OJHOBPEMEHHOE MPUMEHEHHE AHTArOHMCTOB PELENTOPOB
anruorensuHa Il ¢ unruburopamu AIID npoTHBONOKAa3aHO y MNALMEHTOB ¢ JAMAOETHUYECKOH
He(poraTHeli U He PEKOMEHIYETCs Y APYTHX MalneHToB (cM. pasaen «[IpoTHBOMOKa3aHHs»).
Obwan anecme3sus u Xupypus

Y nauueHToB, MOMyYarOIMX aHTArOHWCTBI PELENTOPOB aHrHoTeH3uHa I, BO Bpems mpoBeaeHMs
oOlied aHecTe3WM M MpPH XUPYPrUYECKMX BMELIATENbCTBAX MOXKET pa3BUTLCS apTepHaibHas
FMIOTEH3Us B pe3ylibTaTe O/10Kaabl peHHH-aHTMOTEH3UH-AJTbI0CTEPOHOBON cHeTeMbl. QUeHb peIKo
MOTYT OTMeYaTbCs CIy4yal TKEIOW apTepHaNbHONW TUMOTEH3UH, TpeOyroleld BHYTPHUBEHHOTO
BBE/ICHUs M71a3M03aMeLIAlOLIMX PACTBOPOB M/HITH Ba30IPECCOPOB.

Cmenos aopmanvHozo u MUmpaneHo20 KIGNAHOE WA 2unepmpouueckas o6cmpyKkmusHas
KapouoMuonamus

[lpn wasnauenun npenapara KannecapraH, Kak W JAPYrMx Ba3OAMJIATATOPOB, MALMEHTAM C
runeprpoduueckoii  0OCTPYKTHBHONM KapiMOMHONaTHeld MM TeMOAMHAMHYECKH 3HAYUMBIM
CTEHO30M 20PTaJIbHOIO MJIM MUTPAJILHOTO KJIATIAHOB ClIe/lyeT cOOM0AaTh OCTOPOIKHOCTb.
[epsuynbrit 2uneparvoocmeporum

[TauuenTel ¢ NEPBHYHBIM  THIEPATBAOCTEPOHM3MOM  OOBIYHO  PE3UCTEHTHBI K  Teparnuu
FMIIOTEH3WBHBIMHU MPETIAPATaAMH, BIIMAIOUIMMH HA PEHHUH-aHTHOTEH3MH-a/IbIOCTEPOHOBYIO CHCTEMY.,
B cBasu ¢ atum npenapar Kanaecapran He peKOMEH/yeTCs Ha3HAYaTh TAKUM TNALUEHTaM.
TI'unepxanuemus

KiauHuyeckuit ONBIT NMPUMEHEHHMS APYrHMX MPEnaparoB, BAMAIOLIMX HA PEHUH-aHTMOTEH3MH-
aJIbJIOCTEPOHOBYIO CHCTEMY, TIOKA3bIBA€T, YTO OJHOBPEMEHHOE Ha3zHAYEHHE KaHAecapTaHa C
KasuicOeperaloumMMy IMypeTHKaMHU, NpernapaTaMi Kaaus WK 3aMEHUTENISIMHA COJTH, COJIEpPKAlUMK
Kalui, WIH JApYrHMH Mpernapatamu, KOTOPble MOTYT YBEJIMYWTH COJAEpXKaHHe Kalus B KPOBH
(HanpuMep, rerapuH), MOXKeT NPUBECTH K Pa3BUTHIO MMIEPKATHEMUH Y MALIMEHTOB ¢ apTepHaIbHOM
TUMNEepPTEH3He.

Y NauMeHToB ¢ XPOHWYECKOH CepaeqHON HEeJ0CTATOMHOCTBIO Ha (JOHE Teparnu¥ KaHIecapTaHOM,
MOXET pa3BHUBaThes TUnepkanviemus. Ilpu Hasznauyenun npenapata Kaupecapran naumeHtam ¢
XPOHMYECKOH Cep/IeYHON HEI0CTATOUYHOCTBIO PEKOMEH/YETCSl PErYIsPHBIH KOHTPOJIb COAEPIKAHUS
Kanus B KPOBH, OCOOEHHO TpH COBMECTHOM HasHaueHWH ¢ uHruoutopamu AIlD u
KanuicOeperalomnMn I1ypeTHKaMH.

Obwue

[laumnenTer, y KOTOPBIX COCYAMCTBI TOHYC M (YHKLHA MOYEK MNPEHMMYLIECTBEHHO 3aBHCAT OT
AKTHBHOCTH PEHWH-aHTMOTEH3WH-AJIBJI0CTEPOHOBON CUCTEMb! (HAampuUMep, MAaUMEHThl € TAKeN0i

16



XPOHUYECKON CepIeYHON HEeJ0CTaTOYHOCTBIO MM 3a00JIeBaHUAMM TOYEK, BK/IIOYAS CTEHO3
MOYEUHOW apTepuH), OCODEHHO YYBCTBUTENIbHBI K [pernapataM, JEHCTBYIOUIMM Ha pEHWH-
AHTMOTEH3MH-aJIbA0CTEPOHOBYIO chcTeMy. HasHauenne nogo6HBIX CPeICTB COMPOBOKAACTCS Y ITHX
MAalMEHTOB Pe3KOH apTepHalbHON rMNOTEH3HEH, a30TeMUEH, OJTUTYpHE i pexe — OCTPOH MoYeHHOM
HE/IOCTATOYHOCTBIO. BO3MOKHOCTE pa3sBUTHS TNepeuMC/eHHBIX 3(P(EeKTOB He MOKET OBbITh
MCKJIIOYEHA ¥ NPU UCTOJIb30BAHWK aHTarOHMCTOB PELENnTOpoB aHrHoTeH3uHa II. Peskoe cHukenue
AJl'y mauueHToB ¢ MIIeMHYecKol GoNe3HbIO ceplia WK LepebpoBacKyIAPHEIMH 3a001eBAHUAMH
aTepPOCK/IEPOTHYECKOTO TIeHe3a, MpH TPUMEHEHHH JIIOOBIX THIMOTEH3UBHBIX CPEACTB, MOXKET
TMPUBO/IMTH K Pa3BUTHIO MHGAPKTa MHOKAp/Ia WIIK WHCYIIBTA. |

Bansinne Ha cnoco6HOCTE yNpaB/siTh TPAHCIIOPTHBLIME CPEACTBAMH H MEXaHH3MAMH

Brusnue Ha cnocoGHOCTE yNMpaBisTh TPAHCTIOPTHBIMK CPEICTBAMU MM paboTaTh ¢ TEXHUKOH He
M3y4anoch, HO (hapMaKoAMHAMMUYECKHE CBOMCTBA Mperiapata ykasslBalOT Ha TO, uTo MoaoGHoe
BJIMSIHAE OTCYTCTBYET.

[lpy BOXKIEHMM TPAaHCMOPTHBIX CPEACTB W 3aHATHUAMHM [OTEHUMANbHO ONACHBIMH BHIAMH
AeATeNIbHOCTH,  TpeOyIOWMMH  TMOBBIIEHHOW  KOHUEHTPAUMH  BHUMAHWS M OBICTPOTEI
MCHMXOMOTOPHBIX PEAKLMH, ClelyeT Y4YWThIBATh, 4TO MPH TMPUMEHEHHH TIpernapara MOXeET
Hab/I0/1aThCs TOTOBOKPYIKEHHE U TMOBBILIEHHAS YTOMIISEMOCTb.

®opma BbIMycKa

TaGnerku 8 mr, 16 mr, 32 mr.

[To 7, 10 nawn 14 Tabnetok B KOHTYPHYIO SYEKOBYIO YNAKOBKY M3 IUIEHKH MONMBUHUIXIOPUIHOMN 1
(hosbryu antoMUHHEBON NEYaTHON JAKMPOBAHHOIA.

[To 28 Tabnetok B GaHKM MOMMMEpHbIE U3 MONMAITHUIEHTepe(TAIaTa ¢ KPBILIKAMH W3 MOJHITH/ICHA
JUTs YIAKOBKH JIEKAPCTBEHHBIX CPE/ICTB.

[To 2, 4 unu 8 KOHTYpHBIX AYEHKOBBIX YMakoBOK Ne 7, uau 1o 3 iau 6 KOHTYPHBIX SUEHKOBBIX
ynakoBok Ne 10, unm no 1, 2 unu 4 KOHTYpHBIX sueHKOBBIX ynakoBkd Ne 14, unu no | Gamnke
MOJIMMEPHON BMECTE ¢ MHCTPYKLMEH MO MEAWLMHCKOMY MPUMEHEHHIO TMOMELIAIOT B Mauyky M3
KapToHa.

YeaoBus xpaneunsn

[Ipu ynakoske B KOHTYpHYIO A4eiiKOBYIO ynakoBKy: XpaHHTb Mpu TemmepaType He Bbime 25°C B
OpPHUIMHaIbHON yNaKOBKE (KOHTYpHast sYeidKoBas yakoBKa B Mayvke).,

[Tpu ynakoske B Ganky: Xpauuts npu Temnepatype He Bbiie 25°C B OpHrHHAIBHOMN YTaKOBKe

(baHka B mayke).
XpaHHTb B HEJIOCTYIHOM Jisl 1eTell MecTe!
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Cpok rognocTu

3 rona.

He npumenaTe npenapat rnoc/ie HeTedeHMs CpoKa roAHOCTH, YKa3aHHOTO Ha YIAKOBKE,
YceaoBusi oTnycka

OTnyckatoT rno peuenty.

Jepxarenb perucrpaunonnoro yaocrosepenusi/Iiponssoaurens/ Opranusauns,
NPHHAMAIOLIAS TIPETeH3HH noTpeduTeeii:

3A0 «bepesosckuit hapmaueBTHueckuii  3aBoa», Poccus, 623704, CaepanoBckas

r. bepé€sosckni, ynuua Konsuesas, 13a, ten./daxke: (343) 215-89-01; e-mail: info@uralbfz.ru.
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