OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA V0%

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

JIEBETUPALIETAM BEJI®APM, 250 mr, TabneTku, MOKPHITHIC IIJICHOYHON 000JI0YKOH.
JIEBETUPALIETAM BEJI®APM, 500 mr, TabneTku, MOKPHITHIC IJICHOYHON 000T0YKOH.
JIEBETUPALIETAM BEJI®APM, 1000 Mr, TaGieTKH, MOKPHITHIC TIICHOYHONH 000JIOYKOH.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JlelicTBylOIII€E BEIIECTBO: JICBETUPAIIECTAM.

JIEBETUPAILIETAM BEJI®APM, 250 Mr, TaOJIETKH, IOKPBITHIE INIEHOYHON 000JI0YKON

Kaxxnas Tabierka, mOKpbhITas TNIEHOYHOH 000JI09KOH, copepxkut 250 Mr eBeTuparerama.

JIEBETUPAIIETAM BEJIDAPM, 500 mr, TabaeTKH, IOKPBITHIE INIEHOYHOU 000JI0YKOMI

Kaxxnast Tabnerka, HOKphITas INIEHOYHOH 000109KOM, cogepxkuT SO0 Mr aeBeTuparerama.

JIEBETUPALIETAM BEJIDAPM., 1000 mMr, TaOJIETKH, ITOKPHITHIE INIEHOYHON 000JI0UYKON

Kaxxnas tabnerka, mokpbITas MiIeHOYHOU 00070uKoi, cogepxkuT 1000 Mr eBeTupaierama.

ITonHbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000JI0UKOH.

JIEBETUPAIIETAM BEJIDAPM, 250 mr, Ta0JI€eTKH, IOKPBITHIE INIEHOYHOU 000JI0YKOMI

Kpyrnble 1BOSKOBBINYKIIbIE TaOJETKH, MOKPBITHIE IMJIEHOYHOM oOosoukoil Genmoro mpera. Ha
MOTIEPEYHOM pa3pese — sApo Oeoro WK MouTH OEJIoro 1BETa.

JIEBETUPALIETAM BEJI®APM., 500 mr, TabJIeTKH, HOKPBITHIE INIEHOYHOU 000JI0UKON

OBaJIbHBIC JBOSKOBBIMYKJIbIE TAOJIETKH, MOKPHITHIE MJICHOYHOW 000JI0uKOi Oenoro mpera. Ha
TIONIEPEYHOM pa3pese — Ao OeIoro WM MOUYTH OEI0To LBETA.

JIEBETUPALIETAM BEJI®APM., 1000 mMr, TaOJIETKH, ITOKPHITHIE INIEHOYHON 000JI0UYKON

OBasbHBIE JBOSIKOBBINYKJIbIE TaOJETKH, MOKPBITHIE MJIEHOUHOM 000j0ukoil Oenoro npera. Ha

TIONIEPEYHOM pa3pese — Ao OeIoro WM MOUYTH OEI0To LBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

ITpennapatr JIEBETUPALIETAM BEJI®APM noka3aH kK NPUMEHEHHIO y B3POCIBIX U ACTEH B
BO3PacTe OT 6 JeT.

(] B kadecTBe MOHOTCpanuu npu JCYCHUH .

- MaplUUagbHBIX MPUMAJKOB C BTOPUYHOM IeHepanu3aluei uim 6e3 TakoBOH y B3pOCIBIX U
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° B coctage HOHOHHHTGHBHOﬁ TCpaluu 1IIpyu JICYCHHUM

- MapIHabHBIX MPUMAJIKOB ¢ BTOPUYHON TeHEepaIM3aIiei Wi 0e3 TaKOBOH y B3POCIBIX U
JIeTei B BO3pacTe OT 6 JIET C AIUJICTICUEH;

- MUOKJIOHUYECKHX CYZ0OPOT Y B3POCIIBIX U MOJIPOCTKOB B BO3pacTe OT 12 JIET ¢ FOBEHUIILHOMN
MHOKJIOHHYECKOM AIHICIICUCH;

- MEPBUYHO-TEHEPAITM30BAHHBIX  CYJOPOXHBIX TOHUKO-KJIOHWUYECKUX MPHUIATKOB Y
B3POCIBIX W TMOAPOCTKOB B BO3pacTe OT 12 JeT ¢ HAMONAaTHYECKON TeHepaIn30BaHHOU
SIUJICTICUCH.

4.2. PesxxuMm 103MPOBaHNS U CTIOCOO MPUMEHEHUsI

B cBsi3u ¢ OTCyTCTBHEM HYKHOU JTO3UPOBKH, TAOIETKH HE MPEIHA3HAYCHBI JJIs JICUCHUS JeTer
BECOM MeHee 25 KT, IpU Ha3HauyeHUHU 103kl MeHee 250 Mr, a TakXke I MallueHTOB, HMEIOIIHNX
TPYAHOCTHU IIPU TJIOTAHHH.

B a1ux cirydasx peKOMEHIyeTcss HAUMHATH JISYCHHE ¢ TIpreMa rpenapara B Gopme pacTBopa st
npueMa BHYTPb.

Pexxum 103upoBaHus

Tapyuanvuvie npucmynoi

Pexomenyemble 110361 a1 MoHOTepanuu (¢ 16 jer) U B cocTaBe JONMOJHUTEIBHOW Tepanuu
COBIMAJIAIOT U COOTBETCTBYIOT YKa3aHHBIM HUXKE.

Bce nokasanus Kk npumenenuio

Bzpocnwiv (6 sozpacme om 18 1em) u noopocmrxam (6 eozpacme om 12 0o 17 nem) ¢ maccou mena

bonee 50 ke

Jledenue cneayer HauMHaTh ¢ cyTo4HOM 10361 1000 mr, paznenenHoil Ha 2 mpuema (o 500 mr
2 pa3a B cyTku). OIHAKO MO PEIICHUI0 Bpada, UCXOJs U3 TPeOyeMOro MpOTUBOCYAOPOIKHOTO
s dekTa U MOTEHIMATBHBIX HEXENaTeIbHBIX PeaKIii, HaualbHYIO0 103y MOXXHO CHHM3UTH 0
250 mr nBa pa3za B cyTkd. Uepe3 JBe HEJeNH 03y MOKHO MOBBICUTH /10 S00 MT JBa paza B CYTKH.
B 3aBUCHMOCTH OT KJIMHUYECKOH peakIMu M MEPEHOCUMOCTH MperapaTa CyTOYHas 1032 MOXKET
ObITH yBeNMYEHA IO MakcuMaibHOM — 1o 1500 mr 2 pasa B cyTku. M3mMeHeHue 10361 Ha 250 mr
nn 500 mr 2 pasza B CyTKH MOKET OCYILECTBIATHCS Kaxble 2—4 HeIenH.

Oco0ble TPVIIILI TAIUEHTOB

Tayuenmol noscuno2o 6o3pacma u nayueHmul ¢ HapyuieHuem QYHKYuu noyex

ITockonbKy jeBeTHpaneTaM BBIBOJUTCSA M3 OpraHuM3Ma IIOYKaMu, IIPYM HA3HAYEHUHU IIperapara
MalMEHTaM C II0YEYHOW HEIOCTATOYHOCTBIO M MAalMEeHTaM II0KWJIOr0 BO3pacTa 03y CIENyeT
KOPPEKTUPOBATh B 3aBUCUMOCTH OT BeIHUMHBI KinpeHca kpeaTuHuHa (KK).

KJ'II/IpeHC Kp€aTuHWHA [OJId MYXYUMH MOXHO pacCuuTarb, HCXOJAd HW3 KOHUOCHTpaluu
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CBIBOPOTOYHOTO KpeaTHHHHA, 10 cieayomen hopMyiie:

KK (ot /st = (140 — Bospacr (rozp)) - Macca Tesa (Kr)
MJI/MUH) = 72+ KKcppopor (Mr/ )

KJ'II/IpeHC Kp€aTMHHHA IJid XCHIIMH MOXXHO pacCuuTaTb, YMHOXXHB ITIOJYYCHHOC 3HAYCHHUC HaA

ko3 durment 0,85.
3arem KK koppektupyercs ¢ yuerom miomanau nosepxHoctd tena (IIIIT) no cinemyromeit

dbopmyre:
KK (Ms1/MuH)

KK (Ma/mun /1,73M2) = [T o6nexra () -1,73
KoppektupoBka 10351 17151 B3POCIBIX:
IMouyeyHast HEAOCTATOYHOCTH KK (Ma/mun) Pesxxum 1o3upoBanus
Hopma >80 ot 500 1o 1500 Mr 2 pa3a B cyTkH
Jlerkas 50-79 ot 500 no 1000 mr 2 pa3a B CyTKu
YMepeHHas 30-49 ot 250 o 750 mr 2 pasa B CyTKH
Tsokenas <30 ot 250 o 500 mr 2 pa3a B CyTKH
TepmunanbHast ctanus (MaUSHTEI, --- ot 500 go 1000 mr 1 pa3 B cyTku**
HaxosIuecs Ha quanu3e™)
IIpumeyanue.

* — B nepBblil eHb JeUeHUS PEKOMEHIyeTCs IPHEM HachImaromien 10351 750 Mmr.
** — [Tocne auanvsa peKOMEHIyeTCs IPUEM TOTIOTHUTENbHOU 10361 250—500 Mmr.

Tayuenmsi ¢ HapyweHuem QyHKyuy nevenu 1e2Kotl U cpeoHell CrmeneHu maicecmu
Koppekuust pexxuma 103upoBaHUs HE TPeOyeTCs.
Ilayuenmvr ¢  0eKOMNEHCUPOBAHHLIM — HApYWIEHUEeM  (DYVHKYuu nedeHu U  NOYEHHOU
He0oCmamo4yHoCmbio
CremneHb CHIDKEHUS KIMPEHCa KpeaTHHUHA MOXKET HE B MOJIHOM Mepe OTpaxkaTh CTENEHb TSHXKECTH
TI0YeYHO HeJOCTATOYHOCTH. B TakuX ciydasx MpH KiupeHce KpeaTuHuHa <60 mi/mun/1,73 M2
pPEKOMEHAYETCsl COKpalleHne CyTOuHOM 10361 Ha 50 %.

eTu
Bpau nomken BbiOpaTh Hambomee MOIXOIAINIYI0 (GopMy BBIIYCKAa W JTO3UPOBKY IMpemapara B
3aBUCHUMOCTH OT HEOOXOAMMOM J03bl, MacChl Te€Jla U BO3pacTa MalreHTa.
[Tpemapat B TabieTkax He MPeAHA3HAYCH ISl IPUMEHEHHUS Y MJIQJICHIICB M JCTeH B BO3pACTe 10
6 ner.
Bce noxazanus k npumenenuro
Hemu 6 so3pacme om 6 1em u noopocmku (6 eozpacme om 12 0o 17 nem) ¢ maccou mena menee

50 ke

Jleyenue ciemxyer HAUMHATH C CYTOYHOM /10361 20 MI/KT MaccChl Tela, pa3feIeHHOW Ha 2 mprueMa

(mo 10 mr/kr mMacchl Tena 2 pa3a B cyTku). Usmenenue 10361 Ha 20 Mr/kr maccsl Tena (mmo 10 mr/kr
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pEeKOMEeH1yeMoil CyTouHOM 10361 — 60 Mr/KT Macchl Tena (1o 30 Mr/Kr Macchl Tena 2 pasa B CyTKH).
ITpu HenepeHOCUMOCTH PEKOMEHIYEMOM CYTOUHOM J103bI BOBMOXHO €€ CHUYKEHHUE.

Crnenyer npuMeHATh MUHUMANbHYIO 3¢ (eKTUBHYIO 103y. Bpau noimkeH Ha3HauuTh npenapar B
HaunOoJiee MoAXOoAIIEeH JIEKapCTBEHHON (hopMe U JO3UPOBKE B 3aBUCUMOCTH OT BO3PacTa, Macchl
TeJIa MalueHTa U He0OX0IUMON TeparneBTUYECKOM JT03BI.

Hetsim ¢ maccoit Tena 6omee 50 Kr JO3UPOBAHUE OCYHIECTBISIOT MO CXEME, MPUBEACHHOU ISt
B3pOCIIBIX.

Jlemu ¢ noueuynotu He00Cmamo4HoCmbio

JleTsiM ¢ OYeyHO! HEJJOCTATOYHOCTBIO KOPPEKIIMIO 103bI JIEBETHPAIETaMa CIIeIyeT IPOU3BOIUTh
C Y4ETOM CTETIeHU TOYEYHON HEJOCTaTOYHOCTH.
Kmupenc kpearuuuna (Mi/MuH/1,73 M?) MOXeT OBITh OICHEH HAa OCHOBAHHU OIPECICHHUS
CBIBOPOTOYHOT'O KpeaTUHUHA (MI/1JT) JUTSI IOAPOCTKOB U IETEH, UCIIOJIB3Ys CICAYIOILYIO (hOpMYITy
(popmymna IIBapma):

PocT (cM) - ks
KKCIJIBOpOT (MA/AH)

KK (Mmn/muH /1,73M2) =

ks=0,55 — mis neteit MeHee 13 JieT ¥ MOAPOCTKOB KEHCKOro moja; ks=0,7 — I MOoApOCTKOB
MY’KCKOT'O TI0JIa.

I[O?»I/IpOBaHI/IC JIIA z(eTeﬁ H IIOAPOCTKOB BECOM MCHEC 50krc HapylmcHueM (bYHKI_II/II/I MMOYEeK:

IHoyeunasn KK (Ma/mun/1,73 m?) Pexum no3upoBanus
HE0CTATOYHOCTh Jetu crapuie 4 j1eT 1 NOAPOCTKH
¢ Maccoii Tes1a MmeHee S0 Kr
Hopma >80 10-30 mr/kr 2 pa3a B CyTKH
Jlerkas 50-79 10-20 mr/kr 2 pa3a B CyTKu
YMmepeHHas 3049 5—15 mr/kr 2 pa3a B cyTku
Tsokenas <30 5—-10 mr/kr 2 paza B CyTKH
TepMunanbHas cragus --- 10-20 mr/kr 1 pa3 B cyTku® 2
(TTaIMeHThI, HaXOIATIMECs Ha
JMann3e)

IIpumeudanue.
1 — 15 MI/Kr peKOMeHI0BaHHas HATPY304HAas J103a B IIEPBBIii JICHb JICUEHMUS.
2 _ pexoMeH10BaHHas MOIepKUBAIOIIAs 1032 Hoce Auanu3a 5—10 Mr/kr.

HpuMeHeHue 6 peascume MmoHomepanuu

be3omacHocTh u B(I)(I)CKTI/IBHOCTB JICBCTHUpAlCTaMa y JeTen u NOAPOCTKOB B BO3PACTEC 10 16 ner B
PCKUMC MOHOTCPAIIMU HC YCTAHOBJICHEIL. I[aHHBIe OTCYTCTBYIOT.

HpuMeHeHue 6 cocmage OONOJHUMENbHOU mepanuu

Muaoenywi 6 sozpacme om 1 0o 6 mecayes

PacTBOop nans mpuema BHYTpPhH SIBJISIETCS PEKOMEHJIOBAaHHOHM JIeKapcTBEHHOW (opMoil s
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MMPUMCHCHUA Y MIIaJICHIICB.

Mnuaoernuwt 6 6ozpacme om 6 0o 23 mecauyes, oemu (6 ozpacme om 2 0o 11 1em) u noopocmku (8

gospacme om 12 0o 17 nem) c maccou mena menee 50 k2

Jlns mpuMeHEeHHs y MIIQJICHIIEB M JETe B BO3pacTe OO 6 JIeT NPEANIOYTHUTENICH IPHEM
JeBeTHpaneraMa B popme pacTBOpa A IpreMa BHYTPb.

Jis mpuMeHeHus y eTei oT 6 JeT mpu HeoOXOIUMOCTH Ipuema a03 meHee 250 mr, 103, HE
KpaTHelx 250 Mr, B Tex ciydasX, KOIJla PEKOMEHAYEMYIO J03y HEBO3MOXHO IPUHATh
HECKOJIbKUMH TalJIeTKaMH, a TaKXKe B CIydyae HEBO3MOKHOCTH TALMEHTA MPOTJIOTHTH TabJIEeTKy
ClIelyeT IPUMEHSTH JIeBETHpaLeTaM B popme pacTBOpa AJIs MpreMa BHYTPb.

[Tpu Bcex mokazaHUX CiIeAyeT MCIOJIb30BaTh MUHUMANBHYIO 3 dexTuBnyro no3y. s pedbenka
WIN TIOAPOCTKAa C Maccoi Tena 25 Kr HavaipHas 1o3a cocramiser 250 mr 2 pasa B CyTKH, a
MaKcuMallbHas 103a — 750 Mr 2 pasza B CYTKH.

Jns nereit ¢ maccoii Tena ot 50 Kr CiieAyeT UCTIONIb30BaTh TY XKe 03y, YTO U JJIS B3POCIbIX, IIPH
BCCX IIOKa3aHUAX.

OrMeHa npemnapara

Ecnmun TtpeOyercss mpekpaTUTh HpuUeM IIpernapara, TO OTMEHY JIEYCHHUS pPEKOMEHyeTcs
OCYILECTBIISATh NOCTENEHHO, YMEHbIIas pa3zoByio 103y Ha 500 mr kaxaele 2—4 Henenu (y
B3pPOCJIBIX M MOJPOCTKOB BecoM Oousblie yem 50 kr). Y gereil CHM)KEHUE J03bl HE JOJDKHO
npeBbimaTh 10 MI/Kr Macchl Tena 2 pas3a B CyTKH Kax/ble 2 HEeACIH.

ConyTcTBYyIOIIME MPOTUBOSIMIECHITUYUECKUE MpenapaTsl (B MEepHoJ] IepeBoja IMalMeHTOB Ha
TEpPaIUIO JIEBETHPALIETAMOM) JKEIaTeIbHO OTMEHATH IOCTETEHHO.

Hmeromuecs: cBeieHus: 0 MPUMEHEHUH TIpernapaTa y J1eTeil He CBUJETENIbCTBYIOT O KaKOM-JTMOO0
€ro OTpULATEIbHOM BJIMSHUM HAa pa3BUTHE U IMOJIOBOe co3peBaHue. OJHAKO OTHajeHHbIE
NOCJEACTBHSI BIUSHHUS TEpaluM JEBETUPALETAMOM Ha CIIOCOOHOCTb JeTeld K OOYy4eHHIo, MX
UHTEJUIEKTyaJbHOE DPa3BUTHE, POCT, (YHKIMHU SHIOKPUHHBIX JK€Je3, IOJIOBOE DAa3BUTHE U
(bepTUIBHOCTh OCTAIOTCSI HEU3BECTHBIMH.

[Taruentam ¢ 3a00J€BaHUSIMU TOYEK U JIEKOMIEHCHUPOBAaHHBIMU 3a00JIEBAHUSMM TI€UEHU
pEeKOMeH/IyeTcsl HCCliefloBaHNe (DYHKIMM TOYeK Iepe] HaudanoMm JiedeHus. llpu Hapymenun
(GYHKLINHU OYEK MOKET MOTPeOOBaThCA KOPPEKIIHS JO3bI.

B cBs3u ¢ umeromuMucS COOOIIEHHUSMU O CIIydasX CyWIUJa, CyMIMJAIbHBIX HAaMEPEeHUH U
MOMBITOK CYHWIIMJA TPH JICYEHUU JIEBETUPALlETaMOM CIEyeT MpeaynpexaaTh MalUeHTOB O
HEOOXO/IMMOCTH HEMEJUIEHHO COOOIIaTh JieyalleMy Bpauy O MOSBJICHHM JIIOOBIX CHMITOMOB
JENPECCUN WIN CYNLUJAIBHBIX HAMEPEHUH.

Criocob nmpruMeHeHu s

BHyTpb.
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[Ipenapat npuHUMAIOT HE3ABUCUMO OT MpUEMa IHIIH.

CyTounyo 103y Ipenapara AesaT Ha 1Ba IpUeMa B 0JIMHAKOBOI J103€.

TaGJIeTKI/I MMPpUHHUMAIOT, 3allUBasA JOCTATOYHBIM KOJUYCCTBOM KHUAKOCTH. ITocne npueMa BHYTPb
BO PTY MOXKET OIYIIAThCs TOPHKUI PUBKYC JI€BEeTHpaIeTama.

4.3. [IpoTuBONOKA3aAHUS

['MnepuyyBCTBUTENBHOCTD K JIEBETHpALlETaMy HIIM JIPYTMM HPOU3BOIHBIM MUPPOJIUAOHA WU/UIH K
Tr000My M3 BCIIOMOTATEIbHBIX BEUIECTB, IEPEUUCICHHBIX B pa3jaene 6.1.

4.4. OcoOble yka3aHUusl U MepPbI NPETOCTOPOKHOCTH NPH NMPUMEHEHU U

C 0CTOPOKHOCTBIO

. [TannenTsl MOXUIIOro Bo3pacta (crapiue 65 ner).
. 3a0oJieBaHUS MIEYCHH B CTAIUH ICKOMIICHCAIIHH.
. [ToueuHast HEOCTATOYHOCTb.

Oco0ble yKazaHus

Jlexapcmeennast coinb ¢ 203unoguaueti u cucmemuvimu cumnmomamiu (DRESS)

[IpoTBOCYIOpOXKHBIM TIpemapar JIEBETUPALIETaM MOXET BBI3bIBATh PEIKYI0 CEPbE3HYIO
HEXKeNaTeNIbHYIO PEaKIUI0 — IEKAPCTBEHHYIO ChIIb C 303UHOPUINEN U CHCTEMHBIMH CUMIITOMAaMU
(DRESS), koTopast MO3KET OBITh OIIACHOM IS KU3HH, €CIIH €€ OBICTPO HE JUATHOCTUPOBATH U HE
NPUCTYNUTh K JiedeHUt0. OHAa MOXXET HA4aThCsl C CBHIMH, MOXET OBICTPO MPOrPEeCcCUpPOBATH,
NPUBOAS K TIOBPEXKJCHUIO BHYTPEHHHX OPraHOB, 4YTO TpeOyeT TOCHUTAIM3AIMA U MOXKET
3aKOHYUTHCS cMepThio manuenta. DRESS-cuHapomM MoKeT mposBIATHCS JUXOPAIKOH, CHITBIO,
yBENMUYEHUEM JUM(ATUYECKUX Y3JIOB WM TMOBPEKICHHEM BHYTPEHHHX OPraHOB, BKIIOUas
MeYeHb, MMOYKH, JIETKHUE, CEP/IIe I TTOKETyI0uHY0 kene3y. Panaue cumnromel DRESS, Takue
KaK JTUXOpaJKa W YBEIWYEHHbIC JUM(ATUUECKHUE Y3JIbl, MOTYT MPUCYTCTBOBAThH JIa)Ke TOT/IA,
KOT'JIa ChITIb €1lle He BUHA. JTO OTINYAET €0 OT IPYTHX CEPhE3HBIX KOXKHBIX PEAKIUH, TAKUX KaK
cuaapom Crtuenca-J[xoncona (CCJl) u Tokcuyeckuit snuaepMmanbHbiii Hekponus (TOH),
KOTOpPBIE MOTYT pa3BUBATHCS MPH MPUEME aHTUKOHBYJIbCAHTOB, MPU PA3BUTUU ITUX COCTOSHUUN
CBITIb MOSIBIIIETCS JIOCTATOYHO paHo. [larnenTaM He ciieiyeT mpeKpaIiaTh MprueM JeBeTupaleraMma
0e3 KOHCYNbTallMU C JeyalluM BpadyoM. BHe3amHoe mpekpalleHue mpuemMa ITHX MpenapaToB
MOKET TPUBECTH K CHIDKCHHMIO KOHTPOJS HaJ OJMNHJICNTHYECKUMH TMPUCTYNaMu. BaxHo
HEMEJJICHHO 00paTUTHCS 32 MEIUIIMHCKOM MOMOIIBIO B ClTy4dae moao3peHus Ha pazsutrue DRESS-
cuHapoma. [larmeHThl, y KOTOPBIX TMOSBISIOTCS JIFOObIE HEOOBIYHBIE CHMITOMBI WJIM PEAKIINH,
BKIIIOYasl ChIMb, B JTI00OE BpeMs Ha MPOTSHKEHUH MpUeMa JIeBeTUpaleTaMa, JOKHBI HEMEITIEHHO
o0paTUThCST B OTACNEHUE HEOTIOkKHOW momornu. OOpaieHue 3a MEIUIHUHCKONW TOMOIIBIO
HEOOXOMMO TPU PA3BUTHH TaKUX CHMIITOMOB, KaK JIMXOPAJlKa, YBEIWUEHHBIE JTUM(pATHICCKHE

y3J1bl, 00JIb B TOpJie, KOXKHAs ChIb, OTEK JIMIIA WJIU TJ1a3, O0JIE3HEHHBIE S3Bbl BO PTY WU BOKPYT
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CUHSIKM WIM KPOBOTEUYEHMSI, CUJIbHAS YCTAJIOCTh WIN CJ1a0O0CTh, OJBIIIKA WIH HENEPEHOCUMOCTh
(¢u3nUecKux HArpy3ok, CHUjbHas MblIe4yHas 0oib. JIuxopaaka C CHIIIBIO U yBEIHMYCHHBIE
nuMdaTrdecKue y3JIbl IH OTEK JIMIa — yacThie posiBieHuss DRESS, HO y HEKOTOPBIX MallMeHTOB
ChIlb MOXET oTcyTcTBOBaTh. DRESS cunapom o0bdHO pa3BuBaeTCsl uepe3 2—8 Henenb Mocie
Hayaja I[puema IpernapaTa, HO CUMITOMBI MOTYT IOSBUTBCS M paHbllle WM MO3ke. Moryr
OTMEUaThCS: KOXHas peakuus (MOXKET M OTCYTCTBOBATh) (HalpHUMeEp, T€HEPAIN30BAHHAS ChIIIb
WK 3KC(OIMATUBHBIN JE€PMATUT), S03MHOPUIINSA, JIUXOpaaka, JuUMQaaeHonaTHs, OJHO WU
HECKOJIbKO CUCTEMHBIX OCJIOKHEHUH, TaKue KakK TernaTUT, MUOKAPAUT, IEPUKAPIUT, TAaHKPEATHT,
Hepput 1 mHeBMOHUT. DRESS cunapom Taxke HE0OX0AMMO MpaBUIbHO AUQPHEPEHIUPOBATH C
JIPYTHMH CEPbE3HBIMU KOXXHBIMU pEaKIUsIMUA. MEIUIIMHCKUM pabOTHUKAM CJIEIyeT 3HaTh, YTO
ObicTpoe pacrno3HaBanue M panHee JieueHne DRESS BakHbl g OnaronpusTHOTO MCXoja U
CHU)KEHUSI CMEPTHOCTH.

Hapywenue ¢ynxyuu novex u neuenu

[Tamentam c¢ 3a0oNeBaHUSAMU TOYEK M JICKOMIICHCUPOBAHHBIMH 3a00JICBAaHUSIMU T€YCHU
pEeKOMEHIyeTcsl HcclieioBaHue (DyHKUIMU TMOYeK mepes HadajaoM JedeHus. [Ipu HapymieHuu
(GYHKIIMY TOYEK MOXKET MOTPeOOBAThCS KOPPEKIIHS T03bI.

Konuuecmeo ghopmennvix snemenmos kposu

Crnyyau yMeHbILIEHUS KOJMYECTBA POPMEHHBIX DJIEMEHTOB KPOBH (HEUTPOIIEHUS, arpaHyJIOLUTO3,
JeKONeHHsI, TPOMOOIUTOINIEHUSI U TAHIMUTONEHHs) ObUIM OMHCAaHBI B CBSI3U C MPUMEHEHHEM
JeBeTHpaluTamMa. AHaIU3 KPOBU C MOACUYETOM (POPMEHHBIX 3JIEMEHTOB KPOBU PEKOMEHOBaH
NanueHTaM, Y KOTOpPbIX BO3HUKAeT CUJIbHAs Cil1abOCTh, TUIEPTEPMUS, PELMIUBUPYIOLINE
WH(EKIMY UK HApYIICHUS! CBEPTHIBAHUS KPOBH.

Cyuyuo

[Ipu neyeHMH NPOTHUBOSNMMIECITUYECKUMH CpPEICTBAMHU, B YACTHOCTH JIEBETHPALIETAMOM,
NOCTyNaJId COOOUIEHHS] O 3aBEPIICHHBIX CYUIUAAX, CYHIHUJANbHBIX MOIMBITKAX, CYUIUAAIbHOM
MBIIUIEHUM M TIOBEJIEeHUMU. B MeTaaHanu3e paHIOMHU3UMPOBAHHBIX IJIale00-KOHTPOIUPYEMBIX
WCCJICTOBAaHUM TMPOTHUBOAMHIICTITHYECKUX CPEJICTB OBUIO BBISBICHO HEOONBIIOE MOBHIIICHNE
pUCKa pa3BUTHUS CYMIIMAAIBHOTO MBILIUIEHUS U MOBEACHUSA. MexaHU3M IMOBBIIMICHUS PHUCKa HE
U3BECTEH.

TakuM o0pa3oM, NOpu JIEYEHUHM JEBETHpALETAMOM CIIEyeT OCYIIECTBISATh KOHTPOJbL 3a
MpU3HAKaMU JIETIPECCUU | (MIIN) CYUIIMIATHHOTO MBIIIUICHHUS ¥ TTIOBEICHUS U TTPH HEOOXOJMMOCTH
IPOBOJUTH HajuIexallee jgeueHue. [laienToB (M MX OMEKYHOB) HEOOXOIUMO MPEayNpeIuTh O
TOM, YTO B CJIy4yae MOSIBJICHUS MPU3HAKOB JENPEecCU U (WIH) CYHIMIaIbHOTO MBIIICHUS WIN

MOBEJICHUS, UM CJIeyeT 0OpaTUTHCA K Bpady.
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HeHOPMaJZbHOQ u azpeccusHoe nogeoenue

JleBeTupaneTaM MOXKET BBI3BIBATH NMCHUXOTUYECKHE CUMOTOMBI U IOBEJICHUYECKUE HApYLICHHUS,
BKJIIOYAs Pa3JApaKUTEIBHOCTh M arpecCHUBHOCTH. llalMeHThl, mMoiydarouiye JeBeTHUpaleTaMm,
JIOJDKHBl ~ PEryJsIpHO HaOJMIOAAaThCS Ha MpPeAMET BbIABICHUS Pa3BUTUS  OIPEJCIICHHBIX
ICUXUATPUYECKUX IPU3HAKOB, YKAa3bIBAIOIIMX HAa BaXXKHbIE M3MEHEHHUs HACTPOCHUS W/WIN
mnuHocTH. Ecniu Takoe nmoBeieHne 3aMe4eHo, CIIeyeT pacCMOTPETh MOTEHIIUAIBHYIO a/Iall TAIHIO
K JICUCHHIO MJIH €T0 MOCTENEeHHOe Mpekpaiienue. Eciu paccmarpuBaeTcss mpekpalieHie Tepamnuu
JIeBETUpaLIeTaMOM, 00paTUTeCh K paszeny 4.2.
Hapacmanue svipascennocmu cyoopoz
Kak u apyrue nmpoTHBOSMHICHTUYECKHE MPENapaThl, JIEBETUPALETAM B PEIKUX CIydasX MOXKET
YBEIMYMBATh YaCTOTY WM TSKECTh MPUCTYNoB. O6 3TOM napagokcanbHoM 3¢ dekre varie Bcero
co0011aI0Ch B TEUEHUE IIEPBOro Mecslia Iociie Hayaja IpruemMa JeBeTupaleTaMa Ui yBeJIu4eHus
J103bl, ¥ OH ObLT 00paTUMBIM I10CJIE OTMEHBI IIpenapaTa Ui CHIKEeHUs 103bl. [Tanmentam cinenyer
HEMEJUICHHO TIPOKOHCYJIBTHPOBATHECS CO CBOMM BpauyoM B Cly4yae yXYy/IIIEHUS TEUYCHUS
3a00J1€BaHHU.
Coobmanoch 0 HeAOCTaTOuYHOW 3(P(EKTUBHOCTH WINM YXYIIUIEHUU TEUCHHUSI CYHOPOKHBIX
IOPUIIAJKOB y MAlMEHTOB C JNUJencueil, CBA3aHHOM ¢ MyTauusMu aib(pa-cyOobeIUHHIIbI
NOTCHIIMAI3aBUCUMBIX HaTpHueBbIX kKaHaioB 8 tuma (SCNSA).
Yonunenue unmepeana QT na snexmpokapouoepamme
B paMkax mNOCTperucTpalMOHHOro HAOMIOACHUS HAOMIONANMCh PEOKUE Ciaydau YIUIMHEHUS
untepBasia QT Ha osnexTpokapauorpamme. JleBeTupaneram clieAyeT HPUMEHSTh C
OCTOPOYKHOCTBIO y TAIMEHTOB C YINIMHEHHEM CKOPPEeKTHpOoBaHHOTO MHTepBana QT mim ¢ yxe
UMEFOIIMMCS COOTBETCTBYIOIINM 3a00JIEBAaHHEM CEp/IIA, a TAK)KE OJHOBPEMEHHO C IIperapaTamH,
BIIMSIIOIIMMH Ha CKOPPEKTUPOBaHHBIN nHTepBai QT.

eTu
Wmeromuecst 1aHHBIE O NMPUMEHEHHWHU JIeBeTHpaleTama y JeTed YyKa3blBaloT Ha OTCYTCTBHE
BJIMSIHUSL JIaHHOTO TIperapara Ha poCT M TMOJIOBOE co3peBaHHMe. TeM He MeHee, JOITrOCPOYHbBIE
3peKThl Ha CHOCOOHOCTh K OOYYEHHUIO, YMCTBEHHBIE CIIOCOOHOCTH, POCT, 3HIOKPUHHYIO
(bYHKIMIO, IOJIOBOE CO3PEBAHKE U IETOPOIHBIN MOTEHLIUA JeTel OCTat0TCS HEM3BECTHBIMU.
4.5. B3aumMopgelicTBMEe C JAPYITHMH JIEKAPCTBEHHBIMHM IpenaparaMd W JApyrue BH/bI
B3aUMO/1eiCTBUA

[IpoTHBOAIUICOTUYECCKHE TIpEeHapaThl

JleBeTupaneram HE  BIMSIET HAa  KOHUEHTPAUMK B  IUIa3ME€  KPOBU  M3BECTHBIX
MPOTUBOIMMIICTITUYECKUX TpenapaToB ((peHuTonHa, kapOamasenuHa, BaJbIPOEBOW KHCIIOTHI,

¢denobapOuTana, 1aMOTpUKINHA, raballeHTUHA U MIPUMHUIOHA), U 3TH NMPOTUBOAIHICITHYECKHE
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npemnaparsbl HE BJIMAIOT HAa KOHICHTPAKWIO JICBETHPAICTaM

Kak u y B3pOCIbIX, JaHHBIC B TIOJIb3Y KIMHHYECKU 3HAYMMBIX JIEKAPCTBEHHBIX B3aMMOJICHCTBHH Y
JeTeH, TMONTyJalouX JIEBETHpAIleTaM B 103€ 10 60 MI/KI/CyT, OTCYTCTBYIOT.

PerpocniekTuBHBIM aHamu3 (papMaKOKHMHETHUYECKUX B3aUMOJCUCTBUH y JETEH M TOJIPOCTKOB C
snuiencuert (ot 4 go 17 ner) moATBepaWII, YTO MPUMEHEHHUE JIeBeTHpalleTaMa MepopaibHO B
peKUME JTOMOJIHUTENIbHON Tepanuy He BJIMSIIO Ha PAaBHOBECHYIO KOHIEHTPAIMIO B CHIBOPOTKE
KapOamazenvHa W BajJblIpoaTa, MPUHUMAEMbIX OJHOBPEMEHHO. TeM He MEHee, COIIACHO
UMEIOLIUMCS] JTaHHBIM, KJIMPEHC JIeBEeTHUpalleTaMa Yy JeTeH, IMOJIyYaloluX JieueHue (epMeHT-
MHAYIUPYIOLUUMH MPOTUBOAIIICITHYECKUMH cpelcTBamu, Ha 20 % Bbime. KoppexkTupoBku
J103bl HE TpedyeTcsl.

ITpoGenenua

[Tokazano, uto mpoOeHenua, ONOKaTOp KaHanmblEeBOW cekpeuuu (o 500 mr 4 paza/cytkn),
MHTHOUpPYET MOYEYHBI KIMPEHC OCHOBHOTO MeTa0oNuTa JeBeTHpaleTamMa, HO HE CaMoro
JeBeTupanerama. TeM He MeHee, KOHIICHTPALUs JaHHOTO METa0O0INTa OCTACTCS HU3KOM.
Merorpekcar

[Ipy ogHOBpeMEHHOM NPHUMEHEHUHU JIeBeTHpaleTamMa M MeTOTpeKcaTa ObLJI0O OTMEYEHO, 4TO
KIIUPEHC METOTpeKcaTa CHHYXKAETCs, 4YTO B CBOIO Ouepellb, NPUBOAUT K MOBBILICHUIO
KOHIICHTPAIlMd METOTPEKcaTa B KPOBH J0 MOTEHIIUAIBHO TOKCUUECKUX YPOBHEU WITH TIPOJIJICHUIO
nepuo/ia MoIIeP KaHMs TAKOW KOHIEHTPAIMU. Y MalMeHTOB, MOJYyJarouX 00a JIeKapCTBEHHBIX
npernapara, clieZlyeT KOHTPOJIUPOBaTh YPOBEHb METOTPEKCATa 1 JIeBeTHpaIeTama B IJIa3Me KPOBH.

IIepopanbHble KOHTPAICOTHUBEL U APYTHUE (baDMaKOKI/IHeTI/I‘-IeCKI/Ie B3aUMOJCHCTBHUSI

JleBetupaneram B cyrouHoil noze 1000 mr He BiMsieT Ha (apMAKOKMHETHKY MEpOpabHBIX
KOHTPAILIENITUBOB (3TUHWIACTPAANOJIA U JIEBOHOPrecTpelia), a TakKe HE M3MEHsET MO0Ka3aTeNln
SHJIOKPUHHON (YHKINU (JFOTEMHU3UPYIOIIETO TOPMOHA U MIPOTECTEPOHA).

Jlesetupaneram B cyrouHoil noze 2000 Mr He u3MeHsieT (GapMaKOKMHETUKY AWIOKCHHA WU
BapQapuHa; IpOTPOMOMHOBOE BPEMSI HE U3MEHSETCS.

JluroxcuH, mnepopajibHble TPOTHBO3aYaTOYHBIE CpeACTBA M BapapuH HE BIUSAIOT Ha
(apMaKOKMHETUKY JIeBeTHpaleTama.

CrnaOuTenbHbIC cpeacTBa

B oraenpHBIX choyyasx cooOwand O CHWKEHUM OJ(PQGEKTUBHOCTH JIeBETUpaleTaMa IpHu
OJTHOBPEMEHHOM IPUMEHEHHMH OCMOTHYECKOIO CIAOUTENBHOIrO CpeACTBAa MAakporoia ¢
NEpPOPAIBHBIM JIeBeTUpaneraMoM. [losToMy He cienyer NmpuHUMaTh Makporoj HEPOPaJbHO B
TE€YEHHE OJIHOTO Yaca /10 U B TEUEHUE OJHOTO Yaca I0cJIie IpUeMa JeBeTHpaleTama.

[1uma 1 anKorojie

Hmua HE BJIMACT Ha CTCIICHb BCACbIBAHUA JICBECTHUpALICTaMa, HO CJICrka YMCEHbINACT CKOPOCTH
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BCaCbIBaHHA.

JIaHHBIX 110 B3aMMOJICHCTBUIO JIEBETUpALIETAMa C AJIKOI'0JIEM HET.
4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMS

JKeHIITUHEI ¢ IETOPOIHBIM ITOTSHITUAIIOM

JKeHIuHbBI JETOPOJHOTO BO3pACTa JIOJDKHBI MOJYYUTh KOHCYJIBTAIMIO Clienuanucra. B cinydae,
KOTJla JKEHIIMHA TUIAHUPYET 3a0epeMEeHEeTh, eJeco00pa3HOCTh MPUMEHEHHUsS JIeBeTHpalieTaMma
CleyeT paccCMOTpeTh MOBTOPHO. Kak 1 B ciydyae nmpuMEHEHHS APYTUX MPOTUBOIMMICIITUYECKUX
IpenaparoB, CJIeyeT U30eraTb BHE3AHOTO MPEKpaIeHus MpueMa JeBeTupaleraMa, mocKoJIbKy
9TO MOXXET NPHBECTH K JIUJICHTHYCCKUM MPHUITaJIKaM, KOTOPbIE MOTYT HMETh CEpPhE3HbBIC
MOCIICACTBHSI JUIS )KCHIUHBI M HEPOXKIEHHOTO pebeHka. [lo Mepe BO3MOXKHOCTH, MPEATIOYTCHUE
cJeayeT OT/IaBaTh MOHOTEPAIH, IOTOMY YTO T€parus HECKOJIbKIUMU MPOTUBOATUICITUIECKUMU
npenaparamM, B CpaBHEHUH C MOHOTEparueld, MOKET OBbITh CBs3aHa C IOBBIIICHHBIM PUCKOM
BPOJKJICHHBIX IIOPOKOB Pa3BUTHS.

bepemeHHOCTD

AHanM3 3HAYUTEIHLHOr0 00beMa JAHHBIX MOCTPETHCTPAIIMOHHBIX UCCIICIOBAHUN y OepeMEHHBIX
JKEHIIMH, MOJIyYaBIINX MOHOTEpanuio JeBeTupaneramoM (6osee 1800 xeHIIMH, Cpeu KOTOPBIX
6onee 1500 momywanu mpemnapar B Te€deHHE 1-To TpuMecTpa OepeMEHHOCTH), HE MOATBEPIHII
YBEJIUYCHUE PUCKA TSHKENBIX aHOMAJIMK pa3BUTHsA. IMEIOTCS TONBKO OTpaHUYEHHBIE JAaHHBIE O
HEBPOJIOTUYECKOM Pa3BUTHH JIETEH, YbHM MATEPH MOJIy4aJId MOHOTEPAITHUIO JICBETUPALIETAMOM BO
BpeMsi OepeMeHHOCTU. TeM He MeHee, TEKYILKE SMUAEeMHOJIOTHYeCKIe UCCIIEIOBAHUS (C ydacTHEM
100 gereii) He mpeamnojaraioT TMOBBIIIEHHOTO PHUCKAa HAPYHICHUS WM 3aJep>KeK HEPBHO-
MICUXUYECKOTO PA3BUTHSI.

JleBeTuparieraM MOXHO MPUMEHATHh BO BpeMs OEPEMEHHOCTH, €CJIH MOCIe TIIATeIbHON OIICHKU
€ro MpUMEHEHHE MPHU3HACTCS KIMHUYECKH HEeOoOXOIMMBIM. B 3TOM ciydyae peKkoMeHIyeTcs
MPUMEHSTh MUHUMATbHYIO 3(()EKTUBHYIO J03Y.

DuU3HOTOTUYECKHE U3MEHEHHS B OPTaHU3ME KEHIITUHBI BO BpeMsi 06peMEHHOCTH MOTYT BIIUATH Ha
KOHIICHTPAIIMIO B TUTa3Me JIeBEeTUpaIeTama, Kak U APYrux MpOTUBOIMUICTITUYECKUX MTPENapaToB.
Bo Bpemst 0epeMEeHHOCTH OTMEUEHO CHIDKEHUE KOHIICHTPAIMH JIEBETUpalleTaMa B T1a3Me KPOBH.
D10 cHIKeHue Oosiee BhIpaKeHO B TpeTheM TpumecTpe (10 60 % oT 6a30BOi KOHIEHTpALUU B
TEUEHHUE TPETHETO TPUMECTPA).

Jleyenue neBeTupaneraMoM OEpEeMEHHBIX CIEAYET MIPOBOIUTH MO 0OCOOBIM KOHTPOJIEM.
JlakTanus

JleBeTupaneraM BBIIENSETCA C TPYAHBIM MOJIOKOM, MO3TOMY TPYJHOE BCKapMIIMBaHUE IpU
JICYCHUH TIpenapaToM He pekoMeHayeTcst. OqHaKo, eCiu JISUeHHE JICBETUPAIleTaMOM HE0OX0MO

B IICpUOJ TPYAHOIO BCKapMJIMBaHHWA, COOTHOIICHUEC pI/ICK/HOJ'IB3a JICYCHHUA OOJIDKHO OBITH

10
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(NN
TIATEJIBHO B3BEIICHO OTHOCUTEIIBFHO BAXKHOCTHU KODMHeHgﬂT -

DdepTUabHOCTD

B wuccienoBaHusx Ha JKMBOTHBIX HE OOHApy)KEHO BIMSHHUS Ha (epTuibHOCTh. KimHudeckue
JAaHHbIE BJIMAHUS Ha (QEPTHIBHOCTh OTCYTCTBYIOT, IOTEHUMAIbHBIH PHUCK JJs 4YeJIOBEKa
HEU3BECTEH.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMH M padorarh ¢
MeXaHU3MaMH

Onunencust BKiArodeHa B IlepedyeHb MEIMIMHCKMX HPOTHBONOKA3aHUH K  YIPaBIICHUIO
TPAHCHOPTHBIM CpPeACTBOM B cooTBeTcTBUU ¢ IloctanoBnenuem IlpaButensctBa Poccuiickoii
@eneparun ot 29.12.2014 Ne 1604 «O mnepedHsX MEIUMLMHCKUX IPOTUBOINOKA3aHUH,
MEAMIMHCKUX IOKAa3aHUM M MEIUIMHCKUX OrpaHUYEHUN K YIPABICHUIO TPAHCIOPTHBIM
CPEICTBOM.

4.8. HexkennaTeibHbIE peakunu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

[IpencraBiaeHHbI HIKE TPOQPHIL HEKENATEIBHBIX PEAKIIM OCHOBAH Ha aHAIM3€ PEe3yJbTaToOB
I1a1e00-KOHTPOJIMPYEMBIX UCCIIEI0BAaHMM, a TAKXKE OIbITE OCTPErUCTPALMOHHOTO TPUMEHEHHS
nesetupanerama. CaMble 4acTble HEXENaTeNlbHble peakluu ObUIM Ha30(apUHTUT, COHJIUBOCTb,
TOJIOBHAsl 00JIb, YTOMJISIEMOCTh M TOJOBOKpYkeHHE. IIpodunp Ge3omacHOCTH B LEIOM CXOXK Y
Pa3JIMYHBIX BO3PACTHBIX IPYIII B3POCIBIX U JETEH.

TabanuHoe pE3IOME HEKENATEILHBIX PEAKIUN

HexxenaTtenbHble peakiyy MPEACTaBIECHb B TaOMUIE HI)KE B COOTBETCTBUH C MOpPaXKEHHUEM
OpPraHOB M CHCTEM OPTaHOB B IOCJIEIOBATEIBHOCTH MEIUIMHCKOTO CIOBaps JJIsi HOPMAaTHUBHO-
npaBoBoi nearenbHocTH (MedDRA). YacToTa BO3HUKHOBEHUS ONIPEAENAIach B COOTBETCTBUU CO
CIEYIOIUMHU KaTeropusMu: o4eHb yacto (>1/10), vacto (>1/100, no <1/10), mHeuacto (>1/1000,
HO <1/100), peaxo (=1/10000, no <1/1000), ouens penko (<1/10000), yactoTa HeusBecTHA (Ha

OCHOBAaHHHM UMCIOIIUXCA NJAaHHBIX OLICHUTH HGBO3MO)KHO).

CucremHo- HexenaTenbHble peaKIMU U YACTOTA UX BOSHHKHOBEHHS

opranssliii Ki1acc | OQuyeHb 4acTo Yacro Heuacro Peako
Wndexun u Hazodapunrut WNudexun
VHBa3UH
Hapywmenus co TpomOouurone- | [Tanuuronenus,
CTOPOHBI KPOBH H HUS, arpaHyJIOLNTO3,
TUMQaTHIecKoi JIEUKOIIECHHUS HEUTPOIECHUSA
CUCTEMBI
Hapywmenus co JlexapcTBeHHast
CTOPOHBI CBIIb C
MMMYHHOU H03MHOPUIUEH 1
CUCTEMBI CUCTEMHBIMHU

CUMIITOMaMU
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(M CHEQOEATEND

TBRESS

TUIEPYyBCTBH-
TEJIbHOCTH (BKJIIOYAst
aHTHMOHEBPOTH-
YECKUU OTEK U
aHa(UIIAKCHIO)
OHJOKpPUHHBIE AHopekcust YBenuueHue I'mnonarpuemust
HapyLICHUs MAacchbl TeJa,
CHU)KEHHE
MAaccChbl TeJla
Ilcuxuueckne Henpeccus, ITonbeITKH Cyunun,
HapyLICHUs BpakaeOHOCTh/ | CyHUUAa, paccTpoucTBO
arpecCUBHOCTb, | CYMUUAAIBHBIE | JUYHOCTH,
TpeBOra, HaMEpPEHH, HapylLICHHUE
OeccoHHUIIa, NICUXOTUYECKHE | MBILUICHUS, Oper,
HEPBO3HOCTB/ pacctpoiicTBa, | oOceccHBHO-
pa3apaKuTeNb- | MOBEJIECHYECKUE | KOMITYJIbCUBHOE
HOCTb paccTpoicTBa, | pacCcTPOMCTBO
raJUTIOLIUHALNH,
THEBJINBOCTD,
CIyTaHHOCTb
CO3HaHMA,
AMOLIMOHAJIbHAS
1abUIBbHOCTD/
IepeMeHYH-
BOCTb
HACTPOEHHMS,
BO30YXKICHHE,
[IAaHUYECKHE
aTaku
Hapymenus co CoHNMBOCTS, Cynoporu, AMHe3us, XopeoareTos,
CTOPOHBI HEpBHOW | TOJIOBHAs O0JIb | HapyIIeHUE YXyALIEHUE JCKHUHE3HS,
CUCTEMBbI paBHOBeECHS, naMsTH, TUIEpKUHE3HS,
TOJIOBOKpYKE- | HapyllEeHue HapylIeHHE
HUE, KOOpAMHAIMK/ | TIOXOJKH,
JeTaprus, aTakcus, sHIIeaTonaTHs,
TpEMOp apecTes3ny, arrpaBanus
CHU)KCHHE CyzIopor,
KOHILEHTpPAllUU | 3JI0KaYeCTBEHHBIN
BHUMAaHUA HEUPOJICIITUYECKUN
CHUHJIPOM
Hapyenus co Jumnonus,
CTOPOHBI OpraHa HEYETKOCTh
3peHust 3peHus
Hapymenus co Bepturo
CTOPOHBI OpraHa
cllyXa U JJaOupHHTA
Hapywmenus co Y IMHEHHBIN
CTOPOHEHI cep/ia narepBan QT Ha
ANIEKTPOKap-
JMorpaMme
Hapymenus co Kamens

12
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CTOPOHBI
NBIXaTeNbHOMN

CUCTEMBI, OPraHOB
TPYJIHOU KJIETKH U

(M CHEQOEATEND

[ L A

CpelIOCTEHUs
Kenynouno- Bbosib B )xuBOTE, [Tankpearur
KHIIICYHbIE nuapes,
HapylIeHus JUCIIETICHS,
pBOTa,
TOIIIHOTA
Hapymenus co N3menenue [Teuenounas
CTOpPOHBI [1IE€YEHHU U (GyHKIIMOHATb- | HEIOCTaTOYHOCTb,
YKETUEBBIBOISALIUX HBIX MIPO0 renaTuT
nmyTen MIEYCHU
Hapymenus co Celmib Anonenusi, Toxkcuueckuit
CTOPOHBI KOXKH U JK3EeMa, ANUAEPMalIbHBIN
MTOAKOKHBIX 3ya1 HEKPOJIU3, CHHIPOM
TKaHen CruBeHca-
J>xoHCOHa,
MHOTO(OpMHas
spuTEMa
Hapymenus co MpzrimeyHas Pabnomuonus u
CTOpPOHBI c1ab0CTh, YBEITUYCHUE YPOBHS
MBIIICYHOH, MUAJITUS KpeaTuHdpoc-
CKEJIETHON U (OKHMHA3BI B KPOBU
COEIMHUTENIbHOU
TKaHU
Hapymenus co Octpas noueyHas
CTOPOHBI MIOYEK U HEJI0OCTAaTOYHOCTh
MOYEBBIBOSAIINX
nyTei
Oo6uue Actenus/
HapyLICHUS U YCTaJIOCTh
peakIu B MECTE
BBEJICHHS
TpaBMmsl, Cnyuaiinble
WHTOKCHUKAITUU U MTOBPEXKICHUS
OCJIOKHEHUS
IpoLEeAyp

Onucanue OTACIBHBIX HCXKCITATCIbHBIX DeaKIII/Iﬁ

Puck AHOPCKCHUU BBILIC TP OAHOBPEMCHHOM IIPUMCHCHHHU JICBCTUPALICTaMa U TOIIUpaMara.

B paac  Ciay4acB Ha6J’IIOI[aJ'IOCL BOCCTAHOBJICHHUC BOJIOCAHOI'O TIIOKpOBa IIOCJIC OTMCHLI

JICBETHUpALCTaMa.

B mnocTpernctpanoHHONW mNpakTHKE HAOMIOAANNCh PEAKUE Cilydyad DPa3BUTHS OOCECCHUBHO-

KOMIyIbCUBHBIX paccTpoiicTB (OKP) y manmenTos ¢ conyrctByrommM OKP nnm necuxudeckumu

paCCTpOﬁCTBaMH B aHAMHCE3€.

B HEKOTOpBIX CllydasX MAHOWTONEHUM PETUCTPUPOBAIOCH YIHETEHHE KOCTHOTO MO3ra.
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PACIIPOCTPAHEHHOCTS PaGIOMHONH3A 1 YBENMUEHHA YDOBHA kKDeaHHBOChOR AL B KpOBH, a

TaKXKe 3JI0KaYeCTBEHHOTO HEHPOJICNITHYECKOTO0 CHHAPOMA CYIIECTBEHHO BBINIEC Y MAIUEHTOB U3
SnoHun, IO CPABHEHHIO C MIPEICTABUTEISIMHA JPYTHX HAIIMOHATBHOCTEH.
Cnyyan sHuedanonaTid OObBIYHO BO3HMKAIM B Hayaje JedeHUs (OT HECKOJIbKUX JHEU N0
HECKOJIbKUX MECSIEB) U ObLTH OOPATUMBIMH MOCIIE MTPEKPALIECHUS JICUCHHUS.

eTH
[Tpoduib Ge30macHOCTH y A€TeH B IU1aLe00-KOHTPOIUPYEMBIX KITMHUYECKUX UCCIIEIOBAHUAX ObLI
COIIOCTaBUM C MpoduiieM 6e30MMaCHOCTH JIEBETHpalieTaMa y B3pOCIIbIX.
VYV nereil m mogpocTKOB B Bo3pacte oT 4 n0 16 jer yaine perucTpUpoOBAINCH CIEAYIOLINE
HEeXeNaTellbHbIE peakiuu: pBoTa (oueHb yacto, 11,2 %), Bo3Oyxnmenue (wacro, 3,4 %),
NEPEMEHYUBOCTh HacTpoeHus (dacto, 2,1 %), sMolmoHanbHas J1abuwibHOCTh (dacto, 1,7 %),
arpeccuBHOCTH (4acTo, 8,2 %), MoBeIeHYECKUE paccTporcTBa (dacto, 5,6 %) u aeraprus (4acro,
3,9 %). Y nereit B Bo3pacte oT | Mecsua no 4 €T yamie PEruCTPUPOBANIN CIEAYIOLIUE
HEe)KENaTeJIbHbIE pEeaKluu: pa3JpakuTelabHOCTh (o4eHb wacto, 11,7 %) u HapyuieHue
KoopauHaiuu (dacto, 3,3 %).
B nBoiiHoM cienoM mianedo-KOHTPOIUPYEMOM UCCIIeI0BAaHUH, LIEIbI0 KOTOPOTO OBLIIO MOKA3aTh,
4YTO mpenapar Mo OE30MacHOCTH HE YycTymaeT Iane0o, OICHUBAINUCh KOTHUTUBHBIE U
Helipornicuxonornueckrue dPQeKTsl eBeTupanerama y aereid ot 4 10 16 Jiet ¢ mapruaibHBIMU
npuctynamu. [1o pe3ynbpratam uccienoBaHus ObUIO CIETaHO 3aKII0UYEHUE, YTO JIEBETHpAIETaM He
OTIMYAJICS OT I1anedo (He ycTyrnal eMy) B OTHOIIEHUU U3MEHEHHUI CyMMBbI 0aJlIOB MO pa3zieiam
«Bunmanue u [Tamsate» 1 «KomOunupoBannsiit Ckpuaunr [lamstiy mkansr Jleditep-P (Leiter-R)
y TIAIMEHTOB, MPOUIEIIINX HCCIEIOBAaHHE B COOTBETCTBHH C IMPOTOKOJIOM, TI0 CPaBHEHHUIO C
UCXOJHBIM BU3HTOM.
B pesynbrare aHanmn3a nmoBeJeHUYECKOTO U SMOIIMOHATIBFHOTO CTaTyca MpU MOMOIIU MPOIEAIEro
BaJIMJAIMI0O MHCTPYMEHTa — onpocHuka Aden6axa (Achenbach) — ObIJIO BBISIBIEHO arpecCUBHOE
MOBEJICHWE B TPYIIE TAIWCHTOB, NPUHUMAIONMX JeBetupareraMm. OJHAKO TAIUCHTHI,
NPUHUMABIIKE JIEBETHpAleTaM B XOJAE JOJTOCPOYHOTO HAONMIONEHHUs B OTKPBITOW (haze
UCCJIEIOBAHMsI, HE IEMOHCTPUPOBAIU YXYALICHHUS MOBEICHYECKOTO U YMOIIMOHAIBHOTO CTaTyca,
B YaCTHOCTH, ITOKa3aTeN arpeCCUBHOTO MOBEICHUS HE YXY/IIATUChH IO CPAaBHEHHUIO C UCXOJAHBIM
YPOBHEM.

COO6HI€HI/I6 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0math 0 mo103peBacMbIX HeXKENATETbHBIX PEAKIUAX MTOCIIe PErUCTpaIy Mpernapara ¢
[ENbI0 O0ECIeUeHUs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIIEHHUS «IOJb3a — PHUCK»
JIEKapCTBEHHOI' 0 Mpernapara. MeIuuHCKUM paOOTHHKAM PEKOMEHIYeTcs COOO0IaTh O JIF0ObIX

MMOoA03pE€BACMBIX HECKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpEriapara 4€pe3 HAIlMOHAJIbHBIC
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(10 DBL HOCTE 0005
CHCTEMBI COOOIICHHS O HEXeIaTeabHBIX PEAKIIHIX -%Cmggc’::llla‘ E'-_-T‘!EQEJ;L- E];p'amnc&oro

HKOHOMHYECKOTO CO03a:

Poccuiickas ®eoepayus

109012, r. Mockga, CnaBsHCKas IJI0mab, 1. 4, ctp. 1

DdenepanbHas ciry:x0a 1Mo Haa3opy B cdepe 3apaBooxpanenus (PoczapaBHamzop)
Ten.: +7 (800) 550-99-03

E-mail: pharm@roszdravnadzor.qov.ru

Wurepuer-caiit: https://roszdravnadzor.gov.ru

4.9. [lepeno3upoBka

CHMITOMBI

COHNIMBOCTh, @XUTAIUsl, TPEBOXKHOCTh, AarpeCCMBHOCTb, YTHETEHHE CO3HAHUS, YTHETEHUE
JIBIXaHHS, KOMa.

Jleuenue

B ocTpom nepuoae — UCKYCCTBEHHBI BbI30B PBOTHI U IMPOMBIBAHUE KETYAKA C MOCIETYIOMINM
Ha3HA4YCHHEM aKTUBUPOBAHHOTO yrisi. CrnenuuyecKkoro aHTHAOTa IS JeBETUpaleTama HeT.
[Ipy HEoOXOIUMOCTH MPOBOAUTCS CHMITOMATHYECKOE JICUEHHE B YCJIOBHSIX CTallMOHAapa C
HCITOJIb30BaHuEeM TeMoiuann3a (3GpGEeKTHBHOCTh TEMOIUAIN3a IS JIeBETUpaIleTaMa COCTaBIIsET

60 %, s ero nepBUYHOro Mertadonura — 74 %).

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoauHaMHUYecKHe CBOiicTBA

dapmakoTepaneBTUYECKas rpynma: MIPOTUBOIHIICTITUYECKHE CpEJICTBA, Ipyrue
MPOTHUBOSMUICITUICCKUEC CPEACTBA.

Kon ATX: N03AX14

MexaHN3M e CTBUS

JleBeTHparietaM SBJSIETCS TPOU3BOJAHBIM THPPOIHIOHA (S-dHAHTHOMEp O-3THII-2-0KCO-1-
NUPPOIMINH-AETAMUA), [0 XHUMHYECKOH CTPYKType OTJIMYaeTcs OT  HM3BECTHBIX
IPOTUBOAMIIENITUYECKHUX JIEKAPCTBEHHBIX CPEJICTB.

MexaHu3M JieficTBHS JIeBETUpaLleTaMa 10 KOHLA HEe U3yUEeH.

DkcnepuMeHTHI IN Vitro u in ViVO mokasand, 4TOo JIeBeTHUpAIleTaM HE BIHSIET Ha OCHOBHBIC
XapaKTePUCTHKH KIETOK M HOPMaJIbHYIO HelipoTpaHcMuccuio. MccnenoBanust in Vitro mokasanm,
YTO NeBeTHpAleTaM BIMSET HA BHYTPUHEHPOHANBHYIO KOHIEHTpammio noHos Ca?', wacTudHO
Topmo3st Tok Ca** uepes kamamsl N-Tuma M, CHUKas BBICBOOOXIECHHE KalbIlUs U3
BHYTPHHEHPOHAIBHBIX 1erno. Kpome Toro, neBeTwpameraM YacTUYHO BOCCTAHABIHMBAET TOKH

Uepe3 raMMa-aMUHOMACIAHYIO KUCJIOTY U TTIMIUH-3aBUCUMBIC KaHaJIbl, CHUKCHHBIC [TUHKOM U ﬁ-
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CBA3BIBACTCA CO CHeI_II/I(i)I/I‘ICCKI/IM Y4aCTKOM B TKaHWU T'OJIOBHOI'O MO3ra. MecTo CBSI3BIBAaHHUSI
npencTaBisier coboit 0enok 2A CHHANTUYECKUX BE3WKYJ, KOTOPBIH MPEIIOI0KUTEIBHO
y4acTBYET B CIUSHUU BE3UKYJ U SK301IMTO3€ HEHPOTPAaHCMUTTEPOB. JIeBeTHpalieTam u CBsi3aHHbIE
AQHAJIOTH PA3JIMYAIOTCSI CPOJICTBOM CBS3BIBAHMS C O€NIKOM 2A CHHANTHYECKUX BE3UKYI, KOTOPOE
KOPPEIUPYET CO CTENEHBIO TPOTUBOAMUIICIITHYECKOM 3aLIUThI B 2y TMOT€HHOW MOJEIIH UJICIICHA
y MBIIIEH. DTOT (PAaKT MO3BOISET MPEATIOIOKUTH, YTO B3aUMO/ICHCTBHE MKy JIEBETHPALIETAMOM
u OenkoM 2A CHHANTHYECKUX BE3HKYJ OUEBHUJHO BHOCUT BKJIAJ B MPOTHUBOCYIOPOKHBIN
MEXaHM3M JIEUCTBUSA Mpernapara.

dapmakoauaamuyeckue d3PHeKTol

JleBeTupaneraM HHAYLHPYET MPOTUBOAUIICTITUYECKYIO 3AIIUTY B Pa3HOOOPA3HBIX KMBOTHBIX
MOJIEJIAX NapLHUAbHBIX U IEPBUYHO-TEHEPATM30BAHHBIX IIPUIIAJIKOB, HE MPOSIBIISASA IIPU 3TOM IPO-
KOHBYJIbCUBHOTO JielicTBUS. OCHOBHON METabONUT JIeBeTUpaIleTaMa He aKTHBEH.

VYV mronell akTMBHOCTB JIEBETHpALlETaMa B OTHOLUEHWUM SIWICIICUM U C NapLUUAIbHBIMH, U C
TeHEPATM30BaHHBIMHA TpUNaJKaMi  (ANIIENTH(OOPMHBIX pa3psaaoB / (OTOMAPOKCU3MATBHOM
peaKIuu) MOATBEPKAAET €ro MUPOKHUIl papMaKkoIOruuecKuii mpodusb.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Hononnumenvrnas mepanus npu 1e4eHuu NApYuaibHblx NPUNAOKOE C BMOPUYHOU 2eHepantuzayuent
unu 6e3 maxkogoul y 83poCivlx, NOOPOCMKO8 U demell ¢ 4-x 1em ¢ snunencuer

D¢ dexkTuBHOCTD JIeBeTHpalleTaMa y B3pOCIbIX Obla MOATBEPXkJIEHA B TPEX IBOWHBIX CJEMbIX
1a11e00-KOHTPOJIMPYEMBIX UCCIIeI0BAaHUAX, IO MpuMeHeHuto B 103e 1000 mr, 2000 mr u 3000 mr
B CYTKH, pa3J/IeJIeHHON Ha JiBa MpueMa, ¢ NMPOJIOJIKUTENIbHOCTBIO jeueHus 10 18 Hexenb. bbuio
MOKa3aHO, YTO COOTHOIIEHWE IMAaIMeHTOB, KOTOpble mpojeMoHcTpupoBamu 50 % wu Ooree
CHIDKEHHME YacCTOThI MapIMaIbHBIX MPHUIIAIKOB B HEJEII0 OTHOCUTEIBHO UCXOAHOTO YPOBHS MPHU
npueMe MOoCTOssHHOM 103kl (12/14 nenens) coctaBuna 27,7 %, 31,6 % u 41,3 % y manueHTos,
npuHUMaBIIKX JeBerupaneram B go3ze 1000, 2000 umu 3000 Mr, cooTBeTcTBEHHO, U 12,6 % y
NAUEeHTOB, IPUHUMABIIUX IJ1a11e00.

Monomepanus npu neuenuu napyuaibHulX NPUNAOKO8 ¢ 8MOPUYHOU 2eHepanuzayuel ui o6e3
maxoeou y nayueHmos ¢ 16 nem u cmapuie ¢ 6nepavie OUA2HOCMUPOBAHHOU INULencuell
OddexTuBHOCTh JIEBETHpalleTaMa B MOHOTepanuu Oblia comocTtaBuMa ¢ 3(PGEKTHBHOCTHIO
KapbaMaszenuHa C KOHTPOJUPYEMBIM BBICBOOOXKIEHHEM B MAapalIeNbHBIX TpYINNax IpU
IIPOBEJEHUH IBOMHOTIO CJIENIOT0 MCCIIE0BaHMs Ha 576 nanueHTax ¢ 16 et u crapuie ¢ BIepBble
WIM HEJaBHO TUarHOCTUPOBAHHOM snmiiencueid. B uccienoBanue ObLIM BKIIIOYEHBI MAIlMEHTHI
TOJIbKO C HECHPOBOLIMPOBAHHBIMU NapLUaIbHBIMU MPUIIAJKAMUA WM TeHEepaIu30BaHHBIMU

TOHUKO-KJIOHUYCCKUMU ITPUITaIKaMH. HaHI/IeHTBI ObLIH PAaHAOMHU3UPOBAHBI B I'PYIIILI JICYCHUA
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nesetupareramom 1mo 1000-3000 Mr/cyT, MPoIOIKUTEILHOCTBIO 10 121 Hexenu B 3aBUCUMOCTH
OT OTBETA.

OTtcyTcTBUE IPUNAIKOB B TeUeHHE 6 MecsleB ObLI0 0OTMEUeHO Y 73 % manueHTOB, MPUHUMAIOIIIX
neBeTupaneram, u 72,8 % NanUeHTOB, MPUHUMAIONIMX KapOama3enuH C KOHTPOJIUPYEMbIM
BBICBOOOXKJICHEM; CKOPPEKTUPOBaHHAs aOCONIIOTHAS pa3HHUIIA MEXKIYy KypcaMu JICUeHUs
coctraBuna 0,2 % (95 % nosepurtenbHbld UHTEpBAN: -7,8 8,2). Bojee molIOBUHBI MMALIMEHTOB HE
MMeJTU IPUNaaKoB B TeueHue 12 mecsmes (56,6 % u 58,5 % nanueHToB Ha JieBeTHpaleTaMe U Ha
KapbamaszenuHe ¢ KOHTPOJIUPYEMBIM BBICBOOOKICHUEM, COOTBETCTBEHHO).

IIpp  wM3yyeHMM  JAHHBIX  pPEAIBHOM  KIMHMYECKOW  IIPAKTUKH,  COIYTCTBYIOLIUE
MPOTUBOSMUIICTITUYECKUE TIpenaparbl MOTJM OBITb OTMEHEHBl Y OINPEIEICHHOr0 Yucia
MAIMEHTOB, KOTOPbIE OTBETUJIN HA JOMOIHUTEIBHYIO TEPANUIO JIeBeTUpaleTaMoM (36 B3pOCIIbIX
MAIMEeHTOB U3 69).

Lononnumenvnasn mepanus 075 1e4eHuss MUOKIOHUYCKUX NPUNAOKO8 Y 63POCIbIX U NOOPOCMKOE C
12 nem u cmapuie ¢ V8eHUNLHOU MUOKIOHUYECKOU dNUIencuell

OddexTuBHOCTh JIeBeTHpalleTaMa ObUla YCTAHOBJIIEHA B JBOMHOM cllenoM  Iuiane0o-
KOHTPOJIMPYEMOM HCCIIEJOBAaHUH MPOJIOJIKUTEILHOCTIO 16 Henenb A MalueHToB ¢ 12 et u
cTapuie ¢ MAMOIMATUYECKON M'eHEPATM30BAHHOW AIUJICIICUEN C MUOKIOHHUYECKUMH CYAOpOraMu
MIPU PA3IMYHBIX CUHJIPOMaX. BOJBIIMHCTBO MAIMEHTOB UMEN0 FOBEHUIBHYI0 MHUOKIOHUYECKYIO
SMUJIETICHUIO.

B nanHoM wuccrnenoBaHum 1o03a JieBeTupanerama cocraBisuia 3000 Mr/cyt B JBa mpuema.
58,3 % manueHTOB, TPUHUMABIIUX JeBeTHparneram, u 23,3 % manueHToB, NPHHUMABIIUX
manebo, uMenu, 1o kKpaine mepe, 50 % yMEHbBIICHHE KOJIMYECTBA JHEW C MHOKIOHHMYECKUMHU
NpUNajgKaMyd 3a HeJento. B TedeHwe NpoaosmKaromerocs AOArocpouHoro jedeHus 28,6 %
MAIMEHTOB HE UMENIM MHUOKIIOHMYECKHX CYIOpOT B T€UEHHE, IO KpaitHeii mepe, 6 Mecses, u 21 %
MAlMEHTOB — B TEUECHHE, 10 KpallHEel Mepe, OJJHOTO roja.

Jononnumenvnas mepanusa 075 1e4eHus NepeudHO-2eHepalIu308aHHbIX MOHUKO-KIOHUYECKUX
NPUNAOKO8 y 83POCIbIX U NOOPOCMKOE ¢ 12 nem u cmapuie ¢ UOUONAMUYECKOU 2eHePATU308AHHOU
anunencueu

D¢ heKTUBHOCTL JIeBeTHpalleTaMa OblIa YCTAaHOBJEHA B 24-HENEIHHOM JBOWHOM CIIETIOM
m1are00-KOHTPOJIMPYEMOM  MCCIICIOBAHUM,  BKJIIOYABIIEM  B3POCHBIX, TOJPOCTKOB U
OTPAaHUYEHHOE YHUCJIO JeTel C MAMONATUYECKOW T'e€HEepaTn30BaHHOM SIUJIENICUEN C MEePBUYHO-
F€HEPAIM30BaHHBIMU TOHUKO-KIIOHUYECKMMU NpPHUMNaJAKaMU, C Pa3IMYHBIMA CHHAPOMaMU
(roBeHWJIbHAsi MUOKJIOHWYECKAs SIUJIETICHs, IOBEHUIbHAs abCcaHC-3MIIeTiCHs, IeTckas abcaHc-

SIMUJICTICUA WM OIHJICIICHUA C T'CHCPAIM30BAHHBIMHU TOHHWKO-KIIOHHYECKHUMH CyA0poraMu IIpu
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JUTSL B3POCHIBIX U TOAPOCTKOB MK 60 MI/KT/CyT AJisl AeTeH, pa3/ieiieHHas Ha JBa MpHeMa.
72,2 % mnalnueHToB, MPUHUMABIIMX JeBeTupaneram, u 45,2 % mnanueHToB, MPUHUMABIIUX
ianefo, MoKa3alu yMEHbUICHHE YacTOThl MPUNAAKOB B TeueHue Hedenu Ha 50 % u Oonee y
NAlMEHTOB C [EePBUYHO-TEHEPAIM30BAHHBIMU TOHHMKO-KJIOHMYECKMMU Npunagkamud. B
MPOJIOJDKAIOIIEMCST  TOIrOCpoyHOM Habmonenun 47,4 % MallMeHTOB HE HWMEIU TOHHUKO-
KJIOHMYECKUX MPUTIAJKOB B T€UCHHE, 10 KpaiiHel mepe, 6 mecsiues, v 31,5 % naiueHToB He UMeNH
TOHHUKO-KJIOHMYECKUX MPUIIAIKOB B TEUECHUE, [10 KpailHe# Mepe, OIHOTO ToAa.

eTH
OddexTuBHOCTH JNeBeTHpaIieTamMa y Aetei (B Bo3pacte ot 4 g0 16 ner) Obuta ycTaHOBJICHA B
JIBOMHOM CJICTIOM I1J1ale00-KOHTPOIUPYEMOM HCCIECIOBAHUM JUTUTENBHOCThIO 14 Hepenb,
BKIItouaBiieM 198 manuenTtos. [lanueHTs JaHHOTO UCCIeI0BaHUS TPUHUMAIH JIEBETUpAIleTaM B
HOCTOSTHHOM 7103¢ 60 MI/Kr/cyT (B IBa Ipuema).
44,6 % nanueHToB, MPUHUMABIINX JIEBEeTUpaneTam, u 19,6 % nmanueHToB, NoyJaBIIuX Iianeoo,
npoaemoncTpupoBasid 50 % u Gosiee CHUKEHHME YACTOThI NapLUAIbHBIX MPUIIATKOB B HEJEIIO
OTHOCHUTEIIbHO UcX0HOTr0 ypoBHs. Ha one npomomxaronierocs goiarocpouynoro nedenus 11,4 %
MAIMEHTOB HE UMEJH MIPUIIAJIKOB B TeUEHHE, 110 KpaiiHeil mepe, 6 mecsueB u 7,2 % — B TedeHue,
1o Kpaiineit mepe — 1 rona.
B 1urane6o0-KOHTPOIMPYEMBIX KIMHUYECKHX HCCICIOBAHUSAX NPHHUMATH ydacThue 35 nmerei
miaame 1 roga ¢ mapuuanbHBIMU MPUIAIKAMHU, U3 KOTOPBIX TONbKO 13 ObutM B BO3pacrte
<6 Mmecs1eB.
5.2. ®apMaKoOKHHeTHYeCKHe CBOlicTBa
JleBeTuparieraM HMeEET COMOCTAaBUMBIM  (apMAaKOKMHETHUUECKUH Mpopuiib y 3I0pOBBIX
TOOPOBOJIBIIEB U MAIMEHTOB C AMHIICTICUEH.
Abcopbrus
JleBetupaneram 001a1aeT BEICOKOI paCTBOPUMOCTBIO U IIPOHUIIAEMOCTHIO.
3a cYeT IMOJIHOTO W JIMHEHHOTO BCAChIBAHWS YPOBHH JICBETHpAIleTaMa B IIa3Me KPOBU MOYKHO
mpelcKa3aTh MO MPUHUMAEMOW BHYTPb J/103€, BBIPOKEHHOM B MI/KT Macchl Tena. [loatomy
HEO0OXOUMOCTh KOHTPOJISI YPOBHEH JieBeTHUpalieTaMa B Iia3Me KPOBU OTCYTCTBYET.
Jis  B3pOCHBIX ®W JeTed OmpeaeicHa 3HAYMMas KOPPEJSAIUS MEXaAy KOHIICHTparmen
JIeBeTUpaleTaMa B CIIOHE W IJIa3Me KPOBH (COOTHOIICHWE KOHIICHTPAIMW B CIIOHE W IUIa3Me
KPOBH BapbHpOBAJIO B Auana3oHe oT 1 g0 1,7 mpu npuMeHeHHH TaOJETOK Ui MpUeMa BHYTPb
cnycTs 4 yaca rmocie rnmpremMa pactBopa Jijis IpueMa BHYTPb).
CrereHb BCAachIBAaHUS HE 3aBUCUT OT JIO3bI M BPEMEHH IIpHEMa IHIU. BHOIOCTYITHOCTH

coctapsieT npuMepHo 100 %. MakcumanbHas KoHIeHTparus B 1miaa3Me (Cmax) JOCTUTAETCS yepes
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1,3 4 mociie nepopaibHOTO MpUeMa JIeBeTUpalerama B nd%‘i@ﬁwﬁﬁbﬁ%@ﬁaﬁfbﬁ%eMe

cocraBiisieT 31 MKr/mi, mocie moBTOPHOTO Ipuema (2 pasa B cyTku) — 43 MKr/mi. PaBHOBecHOe
COCTOSIHUE JIOCTUTAETCS uepe3 2 CYTOK NP ABYKPATHOM IIpHEME Mpenapara.

Pacopenenenue

CBsi3pIBaHUE JICBETUpAIlCTaMa U €ro OCHOBHOT'O METaboyiuTa ¢ OeKaMH IIa3Mbl COCTaBIISET
menee 10 %. O6bvem pacnpenenenus (Vq) coctaBnseT npumepHo 0,5-0,7 a/kr.

Buorpancdopmarus

JleBeTHparieraM HEaKTUBHO MeETa0OIM3UpYeTCS B 4eJoBeuecKoM opraHuzMe. (OCHOBHBIM
MeTabonuueckuM myTeM (24 % ot 103b1) siBnsieTcs (PepMEHTHBIN MMAPOIU3 alleTAMUIHON TPYIIIBL.
Ob6pa3zoBanue mnepBuyHoro merabonura ucb LOS57 mpoucxomut 6e3 y4yactuss M30(pEpMEHTOB
utoxpoma P450 meuenun. Metabomut ucb LO57 sBnsercs: papMakoIOTHIeCKH HEAKTHBHBIM.
Kpome Toro, Obu1o OmpeneneHo JBa BTOPOCTENEHHBIX MeTabonuTa. [lepBwiii oOpasyercst mpu
TUAPOKCUIIMPOBAHUM THppoIuAoHOoBoro komibia (1,6 % m03b1), a BTOPOH — HpU PACKPHITHH
nupposmaonoBoro kombma (0,9 % no3er). Ha gomo npyrux HEHIEHTH(DHUITUPOBAHHBIX
KOMIIOHEHTOB IpUX0ouTcs Tosbko 0,6 % 1035l

JleBeTupametaM M €ro  OCHOBHOW  MeTabONMT HE  MOJBEPralTcs  B3aUMHOMY
SHAHTHOMETPUIECKOMY ITPEBPAIIICHHIO iN ViVO.

B ycnoBusix in VItro seBeTHpaneraM M €ro OCHOBHOW METAa0OJIUT HE IMOJABJISIOT OCHOBHBIX
uzopopm muroxpoma P450 meuenu yenoeka (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 u 1A2),
aktuBHOCTH rirokypoHuinTpancdepas (UGT1A1 u UGT1A6) u 3MOKCHIHON THUAPOKCUIA3HL.
Kpowme Toro, eBeTupaiietaM He BIUSIET Ha IIOKYPOHU3AIMIO BAJIbIIPOECBON KHCIIOTHI iN VItro.

B kynbType renatouuTOB YelOBEKa JIEBETHpAalleTaM OKa3blBajl HE3HAUWTEIbHOE BIMSIHHE Ha
CYP1A2, SULTIE]1 u UGT1A1l unu BoOOIIE HE M3MEHSI WX aKTUBHOCTH. JleBeTmpaleram
BbI3bIBa)l Jierkyro uMHAykimuio CYP2B6 um CYP3A4. Ha ocHOBaHMM pE3yJabTaTOB OLICHKU
B3aMMO/ICUCTBHUII C OpaIbHBIMU KOHTpAICITUBAMHU, JUTOKCHHOM U Bap(papuHOM B YCIOBHUSX iN
VItro u in VIVO He OXHIaeTcs 3HaYMMOW WHIYKIUH (EepMEHTOB B yCIOBHSX IN Vivo. Takum
00pa3oM, BEpOSITHOCTh B3aUMOICUCTBHUS JIEBETHpalleTama C IpyruMH MpenaparaMu, 1 Hao0opoT,
ABJIIETCS. MAJIOBEPOSTHOM.

DJIMMUHALNS

Knupenc neBetupanerama ocTaeTcs NOCTOSHHBIM [TOCJIE MHOTOKPATHOTO BBEACHHUSI MIpernapara.
[Tepunon monyswiBenenus (T12) U3 TIa3MBI KPOBU B3POCTIOTO YeJIOBEKa COCTAaBIsIET 7+1 4 U He
3aBHCUT OT J03bl, croco0a BBEAEHUS HIM 4YacTOThl BBelAeHMA. CpenHsisi BeJIWYMHA OOIIEro
kiupeHca cocraniser 0,96 mu/mMuH/Kr. OCHOBHOM MyTh BbIBEJIEHUS MOYKaMHU B cpeaHeM 95 % ot
110361 (0K0J10 93 % OT 103BI BEIBOAWTCS B TeueHUe 48 41). BeiBeneHue ¢ hekaausiMu COCTABISIET

0,3 % oT 035L.
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48 4 coctasiser 66 % u 24 % oT 10351, COOTBETCTBEHHO. [loueuHbIll KIIMpeHe JeBeTUpaneTama u
ucb LO057 cocraBnsier 0,6 u 4,2 MI/MUH/KT, COOTBETCTBEHHO, CBHUJCTEILCTBYS O TOM, YTO
JIeBETUpALleTaM BBIBOAUTCS IyTEM KIyOOUYKOBOM (DMIIBTpalMU € MOCIEIYIOLIEH KaHaJIbLEBOH
peabcopOrueif, a Takke 4TO IMEPBUYHBIA METAOOIUT Mpernapara TaKKe BBIBOAUTCS IyTEM
AKTUBHOW KaHAJBIEBOW CEKpPEIMM B JIOTMOJHEHUH K KIyOO4YKoBOH (uibTpanuu. BriBeneHue
JeBeTUpaLleTaMa KOpPeIupyeTcs C KIIMPEHCOM KpeaTHHUHA.

JInHerHOoCTh (HEINMHEHHOCTS)

dapMakOKMHETUYECKUH NPOQMIb JEeBETUpaLeTaMa SIBISETCA JMHEHHBIM U XapaKTepU3yeTcs
HU3KON BHYTPUUHUBUAYAIbHOU U MEKUHIUBUIYAIIbHOU H3MEHYUBOCTBIO.

Bausnue 1I1oJia, pachl, 6I/IODI/ITMOB

Huxakux paSHH‘IHﬁ, CBA3aHHBIX C IIOJIO0OM, pacoﬁ HJIM HUPKAJHBIM PUTMOM, BBIABJICHO HE OBLIO0.

IlouyeuyHas HETOCTATOYHOCTh

Yy MalMCHTOB C HApPyHMICHUCM q)YHKHI/II/I IMMOYCK KIHMPCHC JICBCTUpPALCTAMa U €ro ICPBUYHOIO
MeTa0oJINTa KOPpENUpyeT ¢ KIUPEHCOM KpearnHUHA. [losTOMy mamueHTaM ¢ TOYeYHOU
HEI0CTaTOYHOCThIO PEKOMEHYeTCs 10A00p 103kl B 3aBUCUMOCTH OT KJIMpEeHca KpeaTuHUHA. B
TEPMUHAJILHON CTAJIMM OYEYHON HEJJOCTATOYHOCTHU Y B3POCIIBIX MaMeHTOB T1/2 cocTaBiseT 25 4
B IIEpUOJ MEX1y ceaHcaMu Auanu3a u 3,1 4 Bo Bpems nuanusa. B teuenue 4-yacoBoro ceanca
nuanusa ynansercs 10 51 % neBetupaierama.

IleyeHOUHAs HEIOCTATOYHOCTh

VY nanueHToB ¢ HapyleHHeM (QYHKIMH [eYEHH JIETKOW U CpeHeN CTeneHel TsSKecTH 3HaUMMBbIX
M3MEHEHUH KIMpeHca JeBeTHpaleTama He MPOUCXOAUT. Y OONBIIMHCTBA MAlUEHTOB C TSHKEIBIMU
HapyIICeHUAMHU (QYHKIHMH TEUYEHU IMpPHU COMYTCTBYIOLIEH MOYEYHOM HEJOCTATOYHOCTU KIMPEHC
JeBeTupaleTama cHkaetcs 6osee ueM Ha 50 %.

JIniia moKMI0r0 BO3pacTa

VYV manmeHToB moxkuioro Bo3pacta Tie yBenuuuBaercs Ha 40 % u cocraBmser 10-11 4, uyto
CBSI3aHO C HapylIeHUuEeM (YHKIIMH [TOYEK Y 3TON KaTerOpuu JIOACH.
€TH

T12 nereit B Bozpacte 4—12 net nocne 0JHOKPATHOTO MEPOPaTbHOI0 BBEIEHUS Mpenapara B 103€
20 Mr/kr mMaccel Tena cocraBisger 6 4. OOmui KIWpeHC JieBeTupamerama y jgered 4-12 et
npumepHo Ha 30 % BbIlIe M HAXOIUTCS B IPSIMOM 3aBUCUMOCTH OT MacChl Tena.

[Tocie MHOTOKpPAaTHOTO MEPOPAILHOrO NMpUMeHeHHs (103a oT 20 1o 60 MI/Kr/cyTkH) y neter ¢
snunencueit (ot 4 o 12 ner) neBerupaneram ObIcTpo BcachiBasics. [TukoBast KOHIIEHTpaIus B
miazmMe HaOmogamace depe3 0,5-1,0 u mocne mnpuema. HalOmrogamoce JnHHEHHOE,

MMPOMNMOPHUOHATIBHOC 103€ YBECINUYCHUEC IMIKOBOM KOHILCHTPAIUHU B INTa3ME U IIJIOIIA AU 101 KpHBOfI.
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1,1 mur/MuH/KT.

6. PAPMALIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BelIECTB

S npo tabiueTku

Kanbuus creapar

Kpemuust 1MoKCH KOJITOUAHBIN
Kpockapmemnosa Hatpus

MaHHUT (MaHHHUTO)

[ToBumon K30

[{emtron03a MUKPOKPUCTAITAYECKAS

CocTaB 00071049KH

I1oNMMBUHUIOBBIA CIUPT THAPOJIU3UPOBAHHBIN

Turana TMOKCH]T

Makporoxn 4000

Tanpk

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs )

2 roja.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUHU

XpaHuTh pu Temnepatype Hmke 25 °C.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIIAKOBKH

[To 10 TabneToK B KOHTYPHYIO TYEHKOBYIO YIAKOBKY U3 MJICHKHU MOTUBHHUIXJIOPUIHON U (HOIBTU
AJTIOMUHHUEBOM NT€YaTHOM JTaKUPOBAHHOM.

I[To 30, 60, 90 TaGierok B OAHKY MOJUMEPHYIO U3 MOJUIPOIUICHA WIH MOJUITHIICHA BBICOKOU
IJIOTHOCTH, YKYINOPEHHYIO HATSATMBA€MOM WM HABUHYMBAEMOM KpBIIIKOM TMOJIUMEPHOU s
JIEKaPCTBEHHBIX CPEJICTB U3 MOJIUIIPONNIIEHA U MTOJIMATUIIEHA BBICOKOW MIIM HU3KOM MJIOTHOCTH
C KOHTPOJIEM IIEPBOT0 BCKPHITHS WU 0€3 KOHTPOJIS, C YIJIOTHSIOIIKUM 3JIEMEHTOM UK 0€e3 Hero.
[Ipu OTCYTCTBUHU YIUIOTHUTENS NPOOKU CBOOOAHOE MPOCTPAHCTBO B OaHKE 3aIlOJIHSAIOT BaTOMN
MEAMIMHCKON TMTPOCKONNYECKON MIIM aMOPTU3AaTOPOM.

Ha OanKy HakJIeMBalOT ITUKETKY CAMOKJIESIIYIOCS.

Kaxnayro Oanky wmimu 1, 3, 6, 9 KOHTYpPHBIX SUYCHKOBBIX YIIAKOBOK C JHUCTKOM-BKJIAJIBIIIEM

MMOMEIIAIOT B MMAYKy U3 KapTOHA.
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(MQCHAENOBRATEMNEHOC TH Q005!
6.6. OcoOble Mepbl NPeIOCTOPOKHOCT npu HVHI/;LI'[%)KC"HI/IM” CI07IL30BAHHOIO

JIEKAPCTBCHHOI'0 nmpemnapara HJIH 0TX0/10B, MOJTYYCHHBIX mnmocJjie NMPUMEHECHUSA
JICKAPCTBCHHOI'0 IIpenmapara, 1 APpyrue MaHunyJassluu € nmpemapaTom

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIHIMOHHOI'O YJOCTOBEPEHUSA

Poccniickas @enepanvs

OO011ecTBO ¢ OrpaHMYCHHON OTBETCTBEHHOCTHIO «Bendapm-M» (OO0 «Bendapm-My»)

124460, r. MockBa, BH.T€p.I. MYHHIHMNAIbHBIA OKpyr CWiIMHO, T. 3€JICHOTrpajl, MPOCIECKT
['enepana Anexceesa, 1. 50

Ten.: +7 (495) 228-06-96

E-mail: inbox@velpharm-m.ru

7.1. IlpeacraBuTe b AepKaTe/sl PperucCTPAIHOHHOIO YA0CTOBEPEHH S

[Iperen3uu norpeduTeNed HAOPABIATE 110 aIPECY:

Poccniickas @enepanys

OO61ecTBO ¢ OrpaHMYEHHOM 0TBETCTBEHHOCTHIO «Bendapm» (000 «Bendapmy»)
640008, Kypranckas o61., r. Kypran, npocnekt Konctutyuuu, a. 11

Ten.: +7 (3522) 48-60-00, 55-51-80

E-mail: fsk@velpharm.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. TATA NEPBUYHON PETMCTPALIMM (IIOATBEPXJIEHUSA PETMCTPAIIMU,
INEPEPETUCTPALINN)

[lara nepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA

O6mas xapaktepuctuka JjekapctBeHHoro mpenapara JIEBETUPAIIETAM BEJI®APM
JIOCTymHa Ha WHGOPMAIMOHHOM TopTaiie EBpa3suiickoro 3KOHOMHYECKOTO0 COI03a B

UH(pOpPMaIIMOHHO-KOMMYHUKAIIMOHHOM ceTH «HTepHeT» https://eec.eaeunion.org/.
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