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OBLIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITIAPATA

1. HAUMEHOBAHHE JIEKAPCTBEHHOI'O IIPEIIAPATA

JIAMUKTAJ/LAMICTAL [ JTACOBATIO
.111}114()11 p( mou BIPABOOXPAHEHL ”5
Mot T ECOYBIMKE BEIAPYCE
TabmeTk 25 M, 50 mr w100 MT PuKaa RIllil(!It:( TePCTBA 3ApaBoOXpanen i
youukn Ben: o
Low . A B2 SIEYS, 7
Tabnerku xepaTesbHblE / JUCIIEPTUPYEMBIE 5 MT “““ ————

2. KAYECTBEHHBIN 1 KOJTUYECTBEHHBLIA COCTAB

Kaxas Tabnerka coiepuT JIaMoTpipRKUH — 25 M1, 50 Mr unu 100 mn.

Kaxiast sxeBaresibHast / ﬂmcnépl“ﬂpyeMaH tabieTka COAePIKUT JTaMOTPHDKUH — 5 ML,
IToytHBIM CIIMCOK BCIIOMOTaTeIbHBIX BEUIECTB CM. B MyHKTE 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Tabremxu.: CBECTIIBIC MKEJIITOBATO-KOPHYHEBOT'O IBE€Ta TabJIeTKH 5 MHOTI'OI'PaHHBIC,
CYHCPIJUIMIITHICCKHUE.

Jlozuposka 25 Mr: ¢ Haanuckio « GSECT7» Ha ofHO# cTOpoHE U «25» Ha IPyTOH.

Jlozuposka 50 mr: ¢ Haanuceio « GSEE1» na oxuoit ctopone u «50» Ha Apyroi.
Jozuporka 100 mr: ¢ nagnucsio « GSEES» na onnoii cropone u «100» na qpyroi.

Tabnemxu oceeamenvhvle / Oucnepaupyemvle; OENbIE WIN IOYTH Oerble TabIETKH C 3amaxoM
YEPHOHA CMOPOJIHHBL

Tabnerkyn 5 MI: BBITAHYTHIE, IBOSKOBBIIYKIIBIE, HA OJHOM CTOPOHE KOTOPBIX METOJOM
BBIJIaBIIHBaHKg HaHeceHa Haamuchk “GS CL2 “, ma gpyroii cropone - mudpa “5“. Moryt
oTMeYaThcs HeDOIBIHE BKPATICHHUS.

4, KIIMHUYECKHUE JAHHBIE
4.1. loxkazanus K NPUMEHEHHIO
Jnuirencus

Bspocasie u nodpocmiiu ¢ 13 1em

L] fIapumaanbIe H IreHEePpaIIM30BAHHBIC HpHCTYHI)I, BKJIIO4Yast TOHHKO-KJIOHHYCCKHC
CYIOpPOTH, B COCTaBE KOMOMHHPOBAHHOH HIIH MOHOTEPAIIHH.

e npucrynsl npu cupapome Jlemnokca-I'acro. JlamukTan npuMmeHsieTcss B cocTaBe

KOMOWHHpPOBAHHOH  Tepaluy, OJHAKO MOJKET  HCIOJB30BAThCS  Kak  IIE€PBUYHOE

OPOTHBOTHIEITHUECKOE CPEICTBO MIPH Havale JICUCHHS JAHHOTO CHHIpOMA.



Hemu 6 6o3pacme ¢ 2-x 0o 12 1em

e [lapuuaneHble M TIeHEPAIH30BAHHBIE MPHCTYIBL, BKIOYAas TOHMKO-KJIOHHYECKHE
CYJIOPOTH, & TAKOKe MPUCTYILI IpH cumipoMe Jlennokca-I"'acTo B cocraBe KOMOHHUPOBAHHOMA
TEpaInuH,

e MoHoTepamus THITHYHBIX aDCaHCOB

bunoasipaeie pacerpoiicTea

Bspocnvie (c 18 nem)

penynpesxenue IenpecCHBHOIO SNH30/]a Y HAIMEHTOB ¢ OUIIOJISIPHBIM PACCTPORCTBOM IIEPBOTO
THIIA, Y KOTOPHIX NpeobIajiatoT AeIPEecCHBHEIC K306 (cM. paszaen 5.1).

JlamukTan He nokasaH JyIs HEOTIOXKHOTO JICUCHHS MAHHAKAIBHOTO MM JEIIPECCHBHOIO IH30/1a.
4.2. PexuM J03UPOBAHHUS H CIIOCOD NPUMEHEHHS
Tabnemxu cnemyeT IPOTNATEIBATE LEIMKOM, HE Pa3)KeBLIBasl M HE PA3liaMbIBas.

Kesamenvhvie / Oucnepaupyemvle mabiemxy MOYKHO JKEBATh, PACTBOPATH B HEOOJIBIIOM 06BeMe
BOJIbI (110 Kpalinell Mepe, B TakoM, 4T0OB! TabyerKa ObLTa MOKPEITA IEJMKOM) MIIH IIPOTTIOTHTE
IIEJIMKOM C HEOOIBIITNM KOJIHYECTBOM BOJIBI,

Ecnm paccumrannas fo3a JTaMOTPHDKHHA (HAPUMeEp, IIPH JIEUEHHH JCTell ¢ IHJIENCHel Wit
MAIMeHTaM ¢ HapylmleHHeM (QYHKIMM TeYeHHM) He MOXKET OBITh IOJIyueHa IIPHEMOM LEJbIX
TabJIETOK, TO IANMEHTy JIOJDKHA OBITh Ha3HAYEHA Takas Ji03d, KOTOpas COOTBETCTBYET
OiskalieMy MEHBIIEMY KOJTHYECTRY IENIbIX TabIeTOK.

Bosobnoenenue mepanuu

B ciywae Bo300HOBIEHHS IpHEMa JTaMOTPH/DKHHA BPAvd HOJDKHBI OICHHTH HEOOXOIMMOCTD
IOBBIIIEHHS JIO3BI JI0 NOUIEPIKUBAIONICH y MAIMEHTOB, KOTOPHIE IPEKPATHIIM IIPUEM ITpernapaTa
0 KakuM-Ju0b0 INpUYMHAM, IIOCKOIBKY BBICOKHE HAYANLHBIC 0361 M IPEBHIIICHHE
PEKOMEH/TyeMBIX JI03 aCCOIHHUPYIOTCS ¢ PUCKOM Pa3sBUTHS TSDKETIOH chim (cM. pasjen 4.4). Yem
Oospllle  IPOILIO BPEMEHM IIOCHE IIOCJIE/HEr0 MpHeMa [pernapara, TeM ¢ OOJIbIIeH
OCTOPOXKHOCTBIO ~ CIIE/IyET [OBBINIATE JI03y MO0 TOAAepXHBaromied. FEcau Bpems Iocie
NpeKparieHus MpHeMa IPEBHIIIAET 5 NEPHOA0B IIONYBBIBEICHMs (CM. pasmen 5.2), To j03a
JTIaMOTPHDKHHA JIOJIKHA TIOBBILIATECS JI0 MOJJIEPKHBAIOIICH COTIACHO COOTBETCTBYIOLIEH CXeMe.

Tepanuio JaMOTPHDKHHOM HE CIEIyeT BO30OHOBISITH Y MAI[MECHTOB, NPEKpAlleHHe JICUCHHS
KOTOPBIX JIAMOTPHIPKHHOM OBUIO CBSI3aHHO C IIOSIBJICHHEM CHIITH; "KpOMe ~CIyHacB, ~Korna |
IIOTEHIHAIBHAS [T0JIH3a OT TaKOH TepaIny, OYEBHIHO, npeBmmael B03MO5I<HI:»IG pHCKPI ,:.‘, -‘,:7'1‘1;‘. !

anenrs

Dnunencun

PexoMeHlyeMblil  peiuM NOBBINEHUS O3Bl M IIOJUIEPIKHBAIONINE JIO3BI JUIS B3POCIBIX H
MOJIPOCTKOB B Bo3pacte ¢ 13 yer (Tabmuna 1) u jerei B Bozpacre ¢ 2-x 10 12 ner (tabnuna 2)



IMpeIaCcTaBJICHbl HUMKE.

W3-3a puCKa PasBUTHS CHITA HE CICAYCT IIPEBBLIIIATh HAuyajJbHYIO JIO3y M PEKOMEH/IOBAHHBIN

PEXKHM IIOBBITIEHH s 7103 (cM. pasnel 4.4).

[Tpu OTMEHE COIYTCTBYIONINX IPOTHBOAIMICHTHYECKUX IIPENIapaToOB Ml Ha3HA4YeHHH Ha (oxe

[IpHeMa JIaMOTPHDKMHA JPYIHX JICKAPCTBEHHBIX CPEACTB, BKIHOYAHA ITPOTUBOIIHICIITHYCCKHE,

HBOﬁXO,E[HMO YYHTBIBATE, YTO 3TO MOXCT OKa3aTh BIMAHHC Ha C];)apMaKOKHHGTI/II{y JaMOTPpHKHHA

(em. pazmen 4.5).

Tabnuuya I: PexoMeHJyEMBIH pEXHM
ITOJIPOCTKOB ¢ 13 jiet

AO3UPOBAHMA IIPH JICUCHHUH JIHICIICHH Y B3POCIIBIX H

MonoTtepanus

CYTKH)

Pexxum HazHaveHHUs Hepens 1-2 | Hepenst 3-4 | OGw1yHAas
T10JIEPXKHBAIOIIAs J103a
50 mr/cyT 100-200 mr/cyT (B 1 mmu 2
IpUeMa).
(1 pas3

Jns  mocTmKeHMsT  HTana
MOIJIe KM BAIOIICH
Tepanuy J03a MOXeET OLITh
yBellueHa, Ho He Ooee
gem Ha 50-100 Mr xaxuaoie
1-2 HeleH 10 JIOCTHIKEHUA
ONTHMAJBHOTO OTRETa Ha
JIEUCHHE,

Hexotopem nalueHTaM
MOXET NOTpeboBaTLCS 1034
500 MI/CyT ISt
JOCTIDKEHHS  JKEeJIaeMoro

addexra.

— CM. pazzen 4.5).

Komounuporannast tepanust C BaIbNpoaToM (MHTHOMTOPOM INIFOKY POHH3AIMHE JTIAMOTPHJDKHHA

12,5 mr/cyr

Jlanmpiii  pexuM  josmposamms | (B BHAC 25

JTOIDKEH HCIIOJIb30BATHCS CXTKPI)
BaJIBIIPOATOM BHE 3aBHCHMOCTH OT

JIpYTOH COIIyTCTBYIOIIEH Tepaliuu

25 Mr/cyt

(1 pas

)1 \‘jl ]

100-200 mr/cyT

(B 1 wux B 2 npuema).

LD !
;)IM il 5}%OCTHH<6HHH Jrana

10 UIEPIKUBAIOIIEH TepaIiy

nageniin §

51103.';1 ! MOYKET OBITH

|

yBeaneHa HO He DoJlee ueM
na 25-50 mr xaxmele 1-2




HEOCIH [0  JOCTHIKEHMSI
OIITHMAaJIBHOT'O OTBETa Ha
JICUCHHUEC.

KombOunuposannasi tepanus BE3 Banenpoara m C wmaykropamMm IUIIOKYPOHH3ALMH
JaMOTpH/EKHHA (cM. pasjen 4.5)

50 mr/cyT 100 mr/cyr | 200-400 wmr/cyr (B 2

[IpHeMa).
(1 paz B|(B 2
CYTKH) nprema) Hinst nmoctwkeHus  HTama
MOAEPKHBAIOIIEH Tepanun
ITOT PEXKUM JIOJIKEH MCIIOJIB30BATHCS
J103a MOKET OBITH

6e3 BanmpIpoara, HO C:
yBeJIn4YeHa, HO He HoJiee uemM

ga 100 Mr xaxasie 1-2

henuTonHOM, KapbaMazernunHoMm,
HEJIENH  JI0  JIOCTEDKEHHSI
thenobapburanom, IPUMHIOHOM, a e
ONTHMAILEHOTO OTBETA Ha
pHpaMITHITHHOM, JIOIIMHABHPOM/
NIEYCHHUE.
PUTOHABUPOM.
HexoTopem ramuesTaM

MOJKET IoTpeboBaThes 103a
700 Mr/CyT IS TOCTHIKEHU S
KermaeMoro addexra

KomOuunposannas tepanua BE3 Bansnpoara m BE3 uuaykTopoB riIoKypoHH3AIHH
JAMOTPWIKIHA (cM. paznen 4.5)

OTOT PeXHM I0JDKEH HCIIONB30BATECs | 25 MI/cyT 50 mr/cyT 100-200 mr/cyT

IIPH TIPAMEHEHHH JIAMOTPHJDKMHA B
KOMOUHAIIHY c JPYTHME (1 pa3 B|(1 pas B|(8B]1ums?2npuema)
JTeKapCTBCHHBIMH cpezcramu, | CYTKH) CYTKH)

JUia  pocTwxkeHus — STamna
KOTOpPBIE HE SABIIAIOTCS HHIYKTOPaMHU

IO IEP>KUBAIOIIEH Tepanuu

WJIH HHTHOUTOPAMH TIHOKYPOHH3AIHH
1034 MOJYKET OBITh

JTAMOTPHJDKHHA
yBEJIMUEHA, HO He OoJiee yeM

Ha 50-100 Mr xaxmele 1-2
HEJIETH [0 JIOCTHIKEHUS
ONTHMAJIBHOI0 OTBETa Ha
JIeUeHHe.,

Y 1aI#enToB, IPHHUMAOIIHX IeKapCTBEHHBIE Cpe/ICTBRa, (PapMaKOKHHETHYECKHE B3aHMOICHC TR
KOTOPBIX € JIAMOTPH/DKHHOM B HACTOAIICE BPEMs HEU3BECTHBI (CM, pasyien 45) “JIQIDKeH
HCIOJIL30BATHCS PEXUM, PEKOMEHIOBAHHBINA Jist Hasﬁaqe;mﬂ J’,[aMOTpH,[DKHHa B KQM6HHa1:1HH @

BaJIBIIPOATOM. § MUABIC e M BEAAPYCD




Tabmuma 2. PexoMenyeMblii pesKuM JIedeHus JIeTe ¢ SIIIencreii B Bo3pacre ¢ 2-X Jjio 12 jer
(obIras cyTodHas 03a B MI/KI' MACChI TEJIA). '

Pesxxum HazHayeHWs Henens 1-2 | Hemena 3-4 | IoanepycuBaronias 103a
0,3 0,6 1-15 wr/kr/cyr (B 1 win 2
Mr/kr/cyT | Mr/kr/cyT pHeMa)
MonoTepanusi NpH  THIHYHbIX
abcancax (B1wm?2|(® 1 wwm 2| /g HOCTHKEHHs  3Tana
IpreMa) IpreMa) HOJIIEPIKUBAIOIIEH  Tepanuu

J103a MOXET OBITE IIOBBIIIEHA,
HO He 6Oonee yeM ma 0,6
MI/KT/CcyT Kakpie 1-2 Hemenu
o
OIITHMAJIBHOTO
JIeUeHHeE.

JIOCTHIKEHHS
OTBETa Ha
MaxcumanpHast
110]IIePIKUBAIONITAsL

coctaBisgeT 200 Mr/cyT.

J103a

—cM. pazzen 4.5).

Komounuposannas Tepanust C BaJbnpoaToM (MHTHOMTOPOM INIIOKY POHM3AIMH JIAMOTPH/DKHHA

JlanHb1it JIO3UPOBAHUS

JIOIKEH

pEXUM
HCIIOJIb30BaThLCS c
BaJILIIPOATOM BHE 3aBMCHMOCTH OT
JIPYTo# COIlyTCTBYIOLIECH Tepanuu

0,15
Mr/kr/cyT*
(1 paz3 B
CYTKH)

0,3
Mr/Kr/CcyT

(1 paz B
CYTKH)

1-5 wmr/kr/eyr (B 1 wmm 2
npuemMa)

Jlnst

MO PIKH BAIOIIECH

JOCTHDKCHHSI  JTara
Teparun
71032 MOXKeT OBITH MOBBIIICHA,
na 0,3
MI/Kr/cyT Kaxkple 1-2 Henenu
bi (o)

OTITHUMAJIBHOTO

HO He Oollee 4YeM

JOCTHKCHH A
OTBETa Ha
MaxkcuMmainpHas
110]yIePIKUBAIONTAS o3a

cocrasiser 200 Mr/cyT.

JICUCHHC.

aamorpukuaa (cM. paszen 4.5)

Komounuposanuas tepanuss BE3 Bamenpoata m C HHAYKTOpAMHM TIJIIOKYPOHH3ALUHI

D1oT pEKHM JIOJDKEH
HCIIOJIB30BaThes O€3 BalblIpoara, HO

C:

(eHHTONHOM, Kapbama3ermmHOM,

0,6

Mr/Kr‘] CYT y

5]‘.'””111!."'}:' CTRO

(B

i
E; ]I]'m‘.-f:2<‘;1
npuea). ... | Tif

I TommepKHaBaroIei

'_Si:ll_srn__;\_{g‘_/ICF/C}’T B 1 wim 2

,fﬂqiﬁm,,”,gg{;)cmnceﬁnﬂ sTana
Tepanuu
71032 MOYET OBITH IIOBLIIIEHA,
Ho He Oonee uvemM Ha 1,2




(enobapburanom, IPUMHJIOHOM, MI/Kr/cyT kaxipie 1-2 Hejenu

pudamMiuaOoM, JIONIMHABUPOM/ 710 JIOCTHIKEHHSI
PUTOHABUPOM. ONTHMANIBHOTO ~ OTBETa  Ha
JICYCHHE. MaxkcumanpHast
IO JJIEPIKUBAFOTIAS no3a

cocragisietT 400 Mr/cyT.

Kombuuuposannasi tepanuss BE3 panenpoara m BE3 uHayKTOpOB TIIIOKYpOHH3AIHH
JamMoTpuKHHA (eM. pazjen 4.5)

2T1OT PEXKUM nomxken | 0,3 0,6 1-10 mr/xkr/cyr (8 1 wmm 2
HCIIOJIB30BAThCA IPU  IIPUMEHEHMH | MIVKI/CyT | MI/Kr/cyT npuema)

JaMOTPHJDKHHA B KOMOWHAIHH C
B 1 wm?2|® 1 um 2| Ing  JlocTHXeHHS — JTamna

JPYTHMH JIEKAPCTBEHHBIMH _
npueMa) rprueMa) HOJUIEPXKHUBAIONICH — Tepaliu

CpenCcTBaMH, KOTOPBIC HE ABJISIIOTCH
J103a MOXKET OBITE ITOBEBIIIICHA,

HO He Oomee uweM mHa 0,6

HHJIYKTOPaMH WM HHIHOHTOPaMHU

ITIOKY DOHH3AIHH JIAMOTPH/DKHHA
MI/KT/CyT Kaxkapie 1-2 Henenu

110 JOCTHKEHHSI
ONTUMANLHOIO  OTBETAa  HA
JIeYeHHe. MaxkcumanbHast
HOJIICPIKHBAFOITIAS no3a
coctagiisieT 200 Mr/cyT.

lIpumeyanue: ¥V nanuenToB, IPUHAMAIOIINX JIEKAPCTBEHHBIE CPEICTRA, (PAPMAKOKHHETHUCCKHE
B3aHMOJICHCTBHSI KOTOPBIX C JIAMOTPH/IXKMHOM B HACTOSIIEE BPeMs HEW3BECTHHI (cM. paszen 4.5),
JOIDKEH  MCIIOJIb30BATECS  PEXNUM, PEKOMEHJIOBAHHBIH JUIs Ha3HAUYSHHsl JaMOTPH/DKHHA B
KOMOMHAIHH C BAJIBIIPOATOM.

* (B cimyyae, Korjia HauMEHBIIEH TOCTYITHON JO3HPOBKOH sBisioTcs Tabnerku JlaMHKTan 2 Mr):
Ecnu paccunrannas cyTouHas 103a y IalHeHTOB, TPHHUMAIOIINX BaTLIIPOAT, COCTABIET | MT M
Goee, HO MeHee 2 MT, TO IAIHEHTaM MOYXHO [IPHHUMATH TabneTky JIaMHKTAN 110 2 MT 4epe3 IeHb
B TCUCHHE NEPBBIX 2-X HeMeNb. Eciu paccyuTanHas cyTouHas [03a y NAMEHTOR, IPHHAMAOIIHX
Banblpoar, Menee 1 mr, JlamukTan HasHayaTh He cieayer. He nasnavaiite 1po6HOE KOTHUCCTBO
JKEBATENIbHBIX/JIUCIIEPTUPYEMEIX TaOJIETOK.

* (B cityyae, Korjia HauMeHbIIEH TOCTYIIHON JO3HPOBKOI siBisiorcs Tabnerku JlaMukTan 5 mr):
Ecnu paccunrannas cyToyHas 103a JAMOTPUJDKHHA Y IAIMEHTOB, MPUHMMAIOIIMX BalbIPOAT,
COCTABJISIET OT 2,5 JI0 5 MT, TO HAallHEHTaM MOXKHO IIPHHHMATE 110 5 MT Yepe3 JIeHb B TeUeHHe IePBBIX

ABYX HeJienb., Ecin paccudrannas cyTodHas /103a JAMOTPHIDKHHA ¥ NANHEHTOB, IPUHIMAIOIHX |
BaJILIIPOAT, COCTABJIAET MEHbIIE 2,5 MT, JlamMukTal HazHavyars He CJIG,HYGT He HaSHaH,aHTe np06H0¢,

KOJIMYECTBO JKEBATENIBHBIX/ IICIIEPTHPYEMBIX TA0JIETOK,

Lpiniea BINCTeDCTHA 3DAB00X Pates




Yro6pl GBITH YBEPEHHBIM B TOM, HTO IMOJUICPIKHBACTCS TEpalleBTHUECKas J103a, HEOOXOmMMO
KOHTPOJHMPOBAThH Maccy Tella pebeHka M KOPPEeKTHPOBAThL A03y Iperapara Ipyu ee U3MEHEHUH.
BeposTHee Bcero, 4ro JeTAM B Bo3pacte oT 2 Jio 6 neT morpedyrorcs HanOOoJbIIHe
TOACPIKUBAIOLIHE 03I

[locne JOCTIOXKEHHs KOHTPOJS SIMJIencHr Ha (OoHE KOMOMHMHMPOBAHHOW —TEpaluu,
COIYTCTBYIONUIME IPOTUBOIIMICITHUCCKHE TIPENapaThl MOTYT OBITh OTMEHEHBI H IPHEM
JIAMOTPHDKMHA IIPOJIOJKEH B MOHOTEPAIIHH.

Hemu maaduie 2-x iem

[TosnydeHs! orpaHMyYeHHBIC JaHHbIe 00 3 ek THBHOCTH 1 0€30MACHOCTH IAMOTPH/PKHHA B COCTABE
KOMOHHHPOBAHHON Tepanyy MpH JICUCHHH HapIHalbHBIX IIPUCTYIIOB y A€Tel B Bo3pacre ¢ 1-ro
MecsIa 10 2-X 1eT (cM. pazzaen 4.4). JlaHHBIX 0 IPUMEHEHHH Y JIETEH MITa e OJJHOTO MecsIa He
nonydeno. [loaromy JlaMukTan He peKOMEHIYeTCs JUlsl IPHMEHEHHs Y IETEH B BO3pacTe 10 2-X
ner. Eciii B COOTBETCTBHUM C KIIMHUYECKOH HEOOXOIMMOCTRIO MPUHATO PELICHHE O HAa3HAYEHHH
npenapara, cM. pasjiensl 4.4, 5.1 u 5.2,

bunonapuvie napyuieHus:

PeKOMEeH/IyeMBIH PEXKUM MOBIIEHHS T03BI ¥ MOIEPKUBAFOIIKE O3] T B3POCHIBIX B BO3pACTE
c 18 ner npelcTaBICHbl HUXKE.

Heo6X0IHMO CIeOBaTh IIEPEXOHOMY PEXKHMY JO3MPOBAHHsA, KOTOPEIH BKIIOYAeT B ceOst
MOBBIINEHHE B TeUEHHE 6 HEJIENb 10351 JTAMOTPHDKHHA JI0 TI0JUIePKUBAIOIICH cTabMIH3UPYOIIeH
10361 (Tabi1. 3), mocie 4ero, JApyrue INCUXOTPOIHBIE /WK NPOTHBOIIUICIITHICCKHE [IPeapaThl
MOryT ObITh OTMEHEHBI (Tabn. 4). PexuM KOPpeKIHH CyTOYHBIX [03 JIAMOTPHUJDKHHA IOCIE
T0OaBIEHHS JPYIHX MCHXOTPOIHBIX JEKAPCTBEHHBIX CPEJICTB M/HIIM IPOTUBOIIIHIICTITHICCKHUX
IpenaparoB IpejcTaBieH Hike (Tabnuna 5).

M3-3a pucka pasBUTHS CHIIM HE CIEAyeT IPEBLINIATh HAYalbHYIO JI03y IIpenapara H
HOCIIE/IY FOIHH PEXKHAM TIOBBIIIEHUS 103 (cM. pasaen 4.4).

Tabnuua 3. Pexomenayemass cXeMa YBEIHUCHHs 03 JUISl JOCTHIKCHHS IIOANEPIKHBAROIIECH
CYTOUHO} CTabHIIH3UPYIOLIEH J03BI [T B3POCIBIX (cTapie 18 jieT) ipu OHUIOISIPHBIX HapyIeHHIX

Pexxum nosmpoBasus Hepenmu 1-2 | Hepenu 3-4 Henmensa 5 Ileneras
cTabHITA3HPYOIIast
no3a (uemens 6)*

MonoTepanus siamorpumknsom AW komGuanposannas Tepanus BE3 Baasnpoara n bE3
HHAYKTOPOB IVIIOKYPOHM3AMMH JAMOTPHIKINA (CM. paszen 4.5)

DTOT  PeXHM  JOJDKeH | 25 Mr/cyT 50 mr/cyT |

§ MUH [10TR! *‘MH/Q?T -
HCII0JIb30BaThLCH IpH i prenvENIET ST00BMHAsS  [eneBast
IPUMEHEHHH (I pas B|( 1 wm ?EQ(BIL,HHPIBQ osa s
JIAMOTPH/DKHHA p | CYTKH) npHeMa LB TPHEMA B\ 10 cTinKeHHs
KOMOMHAIMH C JPYTHMH OITHMAJILHOTO




JIEKAPCTBEHHBIMH

CPEJICTBAMH, KOTOPBIE
HHIYKTOPaMH

HHTHOUTOpAMH

HE
SIBITSTFOTCSI
HIIX
IIIFOKY POHU3AIHH
NaMOTPHDKHHA

CYTKH)

CYTKH)

TEPANeBTUYECKOI'0
addexra
B 1 wm B 2

IIpHeMa B CYTKH)

B KIIMHUYECKHX
HCCIIEIOBAHHUSIX
HCIIOJIE30BAITHCH
JI03BI B JIHAIIA30HE
or 100 mr/cyr mo
400 mr/cyT.

KomOuuuposannast Tepanus C BaabnpoaTom (MHTHOHTOPOM INIFOKY POHM3AIIMH TAMOTPHKHHA

— CM. pazzien 4.5)

Jlanuorit pexKIM
JNO3UPOBaHUS JIOJIKEH
HCIIOJIB30BATHCS C
BaJILIIPOATOM BHE
3aBUCHMOCTH OT  Jpyrou

COITy TCTBYIOLIEH Teparnuu

12,5 mr/cyt

(B BHzIE 25 Mr

yepes JICHb)

25 mr/cyT

(1 paz B cyTiH)

50 mr/cyT

(B 1 umu B 2
mpuemMa B
CYTKH)

100 wmr/cyr -
0o0BIUHAS  IIEJIeBAas
Jlo3a

JIOCTHIKCHHSI
OITHMAJIBEHOI'O

s

TCPAIICBTHYECKOI'O

addexra

B I wm B 2
IIpHEMa). B
3aBHCHMOCTH  OT
KIMHHYECKOI'O
OTBETA MOJKET
IPUMEHSITHCS
MaKCHUMaJIbHAas
cyrounasg moza 200

MI/CYT.

KomOunuposannass rtepanmusi BE3 Banbnpoara m C muaykropamu

JIAMOTPHIKHHA (CM. pazjien 4.5)

TIIOKY POHH3AIHH

OTOT  pexuM  JIOJDKEH
HCIIOJIBE30BAThCS 6e3
BaJbIIPOATa, HO C:

(eHuTONHOM,
KapOaMazeluHoM,
(penobapbuTamom,
IPHUMHIOHOM,
pUpaMITHIITHOM,
JIOTTHHABUPOM/

50 mr/cyT

(I pas
CYTKH)

B

100 mr/cyr

(B 2 mpuema)

200 mr/cyT

300 mr/cyt ma 6-i

HeJlelle  TeparuH,
{77 A
| HeobxomuMocTH

(PADEHILT

| yBemuumts 103y 10
| '0Beratbit  nenenoit

0351 400 Mr/cyT Ha
7-0it HeJele
Tepamuu JUTSI

JOCTHIKEHMSI




- N ]
o F i 1 U
U / | |

PUTOHABHPOM. ONTHMAJIBHOTO
TEpPaneBTHYECKOTO
adexra.

(B 2 npuema)

[IpuMmeuanue: Y NalMEHTOB, MPHHUMAOIHX JIEKAPCTBEHHBIE CPEACTBA, (apMAKOKHHETHICCKHE
B3aHMOIEHCTRHS KOTOPHIX C IAMOTPUPKUHOM B HACTOSIIEE BPEMSI HEM3BECTHBI (M. pasjien 4.5),
JOJDKEH  MCIOJIB30BATRCS PEIKHM, PEKOMEHJIOBAHHBIA JUIs HA3HAUCHHS JIAMOTPHJDKHHA B
KOMOHMHAILIMY C BAIBIIPOATOM.

*[ leTeBas cTabMIM3UPYIONIAS 038 H3MEHSETCS. B 3aBHCHMOCTH OT KIIMHHYECKOTO a(exra.

Ta6auna 4. [lojiepkuBatonias — craduiamsupyromas — obias — cyTodyHas — fo3a s
JeYeHUs OMIOJSPHBEIX PAaCCTPOHCTB y B3pocHbIX ¢ 18 jer mocie OTMEHBI
COIIY TCTBYIOIIMX JICKAPCTBEHHBIX CPEJICTB.

[locne mocTHKEeH s LENEBO MOIepKUBAONIEeH CTa0MIN3HPYIOIEH CyTOUHOM JIO3bI BO3MOXKHA
OTMEHA COIYTCTBYIOIINX JIEKAPCTBEHHBIX CPEJICTB B COOTBETCTBHH CO CXEMOM HIXKE.

Pexxum jrozupoBanus Crabmmsupyro | Hemenst 1 (co | Heneus 2 Hemens 3 w®
ast J103a | THS OTMEHBI) ' nanee®
JAMOTPUIKHHA
JIO OTMEHBI

OrMena BadbmpoaTa (MHIHOMTOpPA IIIIOKYPOHH3AIMH JIAMOTPH/DKMHA — cM. pasmen 4.5), B
3aBHCHMOCTH OT UCXOJIHOH JIO3BI JIAMOTPHDKHHA

ITocne ormenst | 100 mr/cyT 200 Mr/cyT Coxpanuths j103y 200 Mr/cyTku B
BaJIbIIpOaTa HEOOXOMMO 2 npuema.
YIBOUTH

CTAaOMITH3UPYIOIYIO JI03Y,

IIPHTOM IOBEILIEHHE JI03bI
200 Mr/cyT 300 mr/cyT 400 Mr/cyT CoxpaHuTb 103y

JIOJDKHO ~ COCTAaBJIATH  HE
400 mr/cyT

6osiee 100 mr/ueneis

OTMeHa HHAYKTOPOB IUIKKYPOHH3ALMH JAMOTPHUKHHA (cM. pasjien 4.5) B 3aBHCHMOCTH OT
HMCXOTHOH 035l

DtoT pexkuM Jlonke 0BT | 400 Mr/cyT 400 mr/cyT 3OPMF/pyT

200 pr/eyT

HCIIONB30BAH IIPH OTMCHSC E MABIC

1 PECIVYE

!
LTIPITCS VEHTCT

]

!
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[} AN

(enuronna, 300 mr/cyT 300 mr/cyr 225 Mr/eyt 150 mr/cyT
KapbamazernuHa,

(benobapburaa, 200 mr/cyr 200 mr/cyT 150 mr/cyr 100 mr/cyr
IPUMHE/IOHA,

pudamiunmna,
JIOIIMHABHpa/pHTOHABUPA

Ormena papyrux JexapcerBeHnbIx cpexers, HE  sBasiomuxes WmjykTopamMd  Hiim
HHrU0UTOPAMMU IJIIOKYPOHH3ALUH JTAMOTPHKHHA (CM. paszien 4.5)

ITOT peskuM oJKken ObITh | [lomiepxuBaiite 1ENeBYIO 103y, JIOCTHTHYTYIO B IPOLECCE PEXUMA
HCIIONIB30BaH Npu oTMeHe | mosslmenus (200 mr/cyTtku B 2 nprema; quanason 103 ot 100 mMr mo
Opyrux  JexapcTBeHHBIX | 400 Mr/cyr).

CPEJICTB, HE SIBJITIOITHXCH
HHJTyKTOPaMHi ITH
HHIHOUTOpaMHU

DIIOKY POHHM3AIHH
NaMOTPUDKUHA

IIpuMeyanue: V NankenToB, IPHHAMAONINX IEKaPCTBEHHBIE CPECTBA, (PAPMAKOKHHETHIECKHC
B3aHMO/ICHCTBHSI KOTOPBIX C JIAMOTPHJPKHHOM B HACTOSIIEE BPEMSI HEU3BECTHBI (cM. paszen 4.5),
PEKOMEH/YETCsl IEPBOHAYANIBHO TOUICPIKABATE TEKYIIYIO JI03y W KOPPEKTHPOBATH JICUCHHUE
HCXOJI M3 KIIMHHYECKOH KapTHHEL.

*IIpy HEOOXOAMMOCTH 71032 MOXKET OBITH yBenHdyeHa 1o 400 MI/CyTKH.,

Tabamuma 5. Koppekiws CyTOUHBIX 1103 JTAMOTPH/DKHHA y B3POCIBIX ¢ 18 JIeT ¢ GHIOIApHBIM
paccTpONCTBOM MOCTIE IPHCOSMHEHHUSI K TEPAIIHK JIPYTUX IPENapaToB.

OTGy’I‘CTByeT KITMHHYECKHH OIBIT B KOPPEeKIHH CyTOYHBIX 103 TaMOTPHKHHA I10CIIE ,[[O68.BII€HHH
JAPYTIHX IIpeIIapaToB. OJyiHako HA OCHOBAHHH HCCIIEJIOBAHNH II0 B3aHMOIEHCTBHIO [IperiapaTon
MOXHO OaThb CIECNYIOUIHEe PCKOMCHIAIIUH.

Pesxum o3upoBaHus Texymas Henens 1 | Hemens 2 | Henena 3 mu
crabumusupyio | (co  aus Jlanee

mas nosa | nobasieH
JTaMOTPHJDKHHA | HA) | '

(mo nobaBmeHus 1 M1
perapara)

[Ipucoeunenne Banbnpoara (MHrHOKHTOPA TIIOKYPOHU3ALMH JAMOTPHIPKHHA — CM. pasfien
4.5), B 3aBUCHMOCTH OT HCXOJIHOH JI03bI JIAMOTPH KU HA

JlaHHbBI PEIKUM nomxked | 200 mr/cyr 100 CoxpaHuTh 103y
HCIIOTB30BATEHCS npu MI/CyT
[IPUCOETHHENHH BaJIBIIPOATA, 100 mr/cyTiu




He3aBHCMMO OT comyTcTByromiero | 300 mr/cyr 150 CoxpaHHTb 103y

IpreMa JIEKapCTBEHHBIX CPEJICTB. MI/CyT
150 mr/cyTxu
400 mr/cyT 200 Coxpanuts 103y
Mr/cyT

200 mr/cyTkH

IpucoeauHenHe HHAYKTOPOB IJIIOKYPOHH3AUMH JaMOTPHUKuHA y wnaumuedros, HE
IOJIyHAI0MIMX BAXLIPoAT (CM. pazjien 4.5) B 3aBUCHMOCTH OT MCXO/IHOH 03Bl

Jlannorit pemiM nomker | 200 mr/cyT 200 300 400 mr/cyT
HCIIOJIL30BATLCS IpH Mmr/cyT MI/CyT
MPUCOCUHCHIH ClIeJTy FOIIHX
JIEKAPCTBEHHBIX ~ CcpelcTB  Oes 150 mr/cyT 150 225 300 mr/cyT
BaJIbIIPOATA: (ernTONHA, mr/cyt Mr/cyT
kapbamasernuna, (enobapburaia,
100 Mr/cyT 100 150 200 mr/cyT
TIPUMHU/IOHA, pudaMITHITHHA,
Mr/cyT MI/CyT

JIOTTHHABHPA/PUTOHABUPA.

Ipucoeauuenue Apyrux JekapcTBeHHBIX cpeiacts, HE spisomuxes MHAYKTOpaMH HJIH
HHrHOHTOPAMM TUIIOKYPOHH3AHHI JJAMOTPHUKHHA (cM. pasjen 4.5)

DToT  pexuM  JOJDKeH  ObITh | [lommepuBaHTe IENEBYIO 03y, JIOCTHTHYTYIO B
MCIIONG30BAH TIPH TIPHCOCAMHEHMHE | IIpoIlecce pexcuma MoBblmenus (200 Mr/cyTku; Juanasomn
JIPYTHX JIEKAPCTBEHHBIX CPEACTB, He | 103 oT 100 mr j1o 400 Mr/cyT). ...
SBJSIFOIIUXCS  MHJYKTOpaMH WX g

HHTHOMTOPaMH  TIIFOKYPOHH3AIHH

JTAMOTPHDKHHA

[IpuMeyanne: Y HalMeHTOB, TPHHAMAOIINX JICKAPCTBCHHEIE CPEJICTRA, (apMakOKHHETHICCKHIE
B3aHMOJIEHCTBHS KOTOPEIX C TAMOTPH/UKHHOM B HACTOSIIIIEE BPEMsI HEM3BECTHBI (cM. paszien 4.5),
JOIDKEH MCIONL30BATECS PEKHM, PEKOMEHJIOBAHHBLIH JULT HA3HAYEHMS JIAMOTPHIDKUHA B
KOMOWHAIIIH C BAJIBIIPOATOM.

Ipexpawenue mepanuu 1aMOMPUONCUHOM Y NAYUEHMOE C OUNONAPHBIM PACCMPOTICMBOM

Bo BpeMsi KIHHHYECKUX MCIBITAHUH pe3kas OTMEHa JaMOTPHJUKHHA HE BBIbIBAJIA YBEJIHUESHHs
YACTOTBI, TSAYKCCTH HIH HM3MEHEHHs XapaKTepa HEe)KeNaTeNbHBIX ABICHHH [0 CPaBHEHHIO C
miane6o. Taxum 06pa3oM, NalMeHTaM MOYKHO OTMEHSTh JIAMOTPHKUH cpasy 0€3 MOCTEIEHHOTO
CHIDKEHHS €ro JIO3BL.

Jlemu u noopocmcu maaouie 18 nem

JIaMOTpHM/UKHH ~HE TOKasaH JeTAM M IOJApocTKaM  mMiapme 18 sier,  HOCKOJBKY
PaHIOMU3HPOBAHHOE HCCIEOBAHME C OTMEHOH Iperapara IPOJEMOHCTPHPOBANIO OTCYTCTBHE
3HAYHMOlt 5((GEKTHBHOCTH W BBISSBHIIO YBEIHYEHHE YaCTOTHI CYHIMIAILHOTO MOBEJCHHS (CM.



pasznensl 4.4 1 5.1).

O6HJ;HC PEKOMEHIALHH 10 TO3HPOBAHUIO JIAMOTPHJDKHHA ¥ 0COOLIX KaTeropui nanueHTon

JKeHuyguner, npuHUMAlonie 20pMOHANLHBLE KOHMPALENMUBHL

KomOunuposannpiii  npemapar — stuxmimerpaguos/iesonoprectpen (30 mxr/150 MKT)
NPHOIHM3UTENBHO B 2 pasa IOBEINIAECT KIMUPEHC JAMOTPHJDKHHA, UTO IPHBOIUT K CHHIKEHHIO
YPOBHS JIaMOTpHIDKHHA B Inasme. Ilocime THTpoBaHHs I JOCTH)KCHHMS MAKCHMAILHOTO
TEPANEBTHIECKOr0 d(heKkra MOKeT HOoTPeOOBATECS MOBBINICHHE ITOIEPKUBAIOIIAX /103
JIAMOTPHJUKHHA B 2 pasa. Y JKEHIMH, CXEMa JICYCHHsI KOTOPHIX BKIIOYAET HEJIE/BHBIH IEPephIB B
I[pHEME KOHTpALCHTHBA, B 3TOT MEPHOJ BPEMEHH HAOMIONACTCH JIBYKPATHOE YBEIHUYCHHE
KOHIEHTPALHA JIAMOTPH/DKHHA, YTO HE II03BOJIET HCKJIIOYKTH IOSIBIEHHE 0303aBHCHMBIX
1n0004HBIX peakiui. [TosToMy B KadecTBe Tepamuu NEpBOI JMHMH CIHEIYET DPACCMOTPETH
BO3MOJXXHOCTD NpPHEMa KOHTPALCIITHBOB, HE TPEOYIONTMX HENENbHBIX IEPEPHIBOB B IPHEME
(HarpuMep, MOCTOSHHBIH IIPHEM TOPMOHAIBHBIX KOHTPALEIITHBOB MIIM HETOPMOHAJIBHbIE METOIE]
KOHTpAlENIHH; cM. paszaensl 4.4 u 4.5).

Hasnavenue — 20pMOoHanbHbLX  KOHMPAYENMUGO8 — NAYUEHMOG,  yoice  RPUHUMAIOUUM
noooepoicusarouyue 003bl Kamompudicuna u HE npunumaouyum uHoykmopoa zniokyponusayi
AAMOMPUONCUHA

B GombrumncTBe ciyyaeB TpeOyeTcs MOBHINEHHE MOMIEPIKUBAIOMEH TO3EI JIAMOTPHIUKUHA B 2
pasa (cM. pasziensl 4.4 1 4.5). IIpu Ha3HaYeHHI TOPMOHAJILHBIX KOHTPALETITHBOB PEKOMEHTYETCs
IIOBLIMICHHE J103bI JIAMOTPHDKHHA Ha 50 — 100 Mr/cyr kaxiylo HENENO0 B 3aBUCHMOCTH OT
KIIMHMYECKOH KapTHHEL He pekomen tyeTes IpeBblaTh 9T Hudpbl, 38 HCKIIOUEHHEM CHTYaLHil,
KOT/la KIIMHUYECKHH OTBeT TpebyeT Oojiee HHTEHCHBHOTO IIOBBIIICHHUS 10351, Ilepe]] HAuaimoM u
[pH IPOJIOJKEHHUH IIPHEMa MOPMOHAJIBHBIX KOHTPAIEITHBOB MOXKHO PACCMOTPETH BO3MOKHOCTE
M3MEPEHHs] CHIBOPOTOYHOM KOHIEHTPAlMH JIAMOTPH/DKHHA IUIS IIOATBEPIKIEHHS TOTO, YTO
KOHIEHTpalHs JTaMOTPU/DKUHA IOIIEPIKHBACTCS Ha Ha30BoM ypoBHE. [Ipy HeoOX0AUMOCTH J103a
MOJDKHA OBITH CKOPPEKTHPOBaHA, Y KEHIIHH, IPHHAMAIOIIMX TOPMOHAIIbHBIE KOHTPAICIITHBEL
CXeMa IPHEMa KOTOPBIX BKIIFOYACT HEICILHBIA IEPEPHIB, HEOOXOIUMO POBOIUTE MOHHTOPHHT
CHIBOPOTOYHOH KOHIEHTPALMH JaMOTPUJKHHA B TEUCHHE 3-if Hezle M akTHBHOTO JICYEHHUSI, T.¢. B
nud 15 w 21 nwna npuema. Takum o6pa3oM, B Ka4ecTBe Tepanuy IEPBOi JIHHHH clenyer
PacCMOTPETh BO3MOXHOCTD IIPHEMa KOHTPAIEITHBOB, He TPEOYIOIMX HEACIbHEIX IEPEPHIBOB B
npreMe (HanpuMep, HOCTOSHHbIH PHEM IOPMOHAIBLHBIX KOHTPAIEITHBOB HITH HErOPMOHATBHEIC
METO/Ibl KOHTpALIENIINH; CM. paszeibt 4.4 u 4.5).

lpexpawjenie npuema 20pMOoHALLHBIX KOHMPAYENMUBOE I’IC«'E]H@HM’IGMU y:)fce ‘npummazqyﬂmm
noododepotcusarowyue 003l Aamompudicura u HE npzmuﬂmmuﬂmm zm()ykmopos emorcypomwdz;uu
, aBOCX PAUuCHHA

NAMOMPUOINCUHA Ipita

{
L

B GonmpmmncTse cirydaer TpeGyeTes CHIKEHHE 110,IEPKHBAIONICH J1035] JIAMOTPHIKHHA B 2 paza
(cM. paspenst 4.4 u 4.5). PexoMeHIyeTcs HOCTENEHHOE CHIYKEHHE CY TOYHOM TO3EI IAMOTPH/PKHHA
Ha 50 — 100 mr kaxyro Henemo (cHIKeHue He Gonee 25 % OT CyTOYHON O3B B HEJIENO) B
TCUCHHE 3 HeJlelb, €CI KIMHHYECKas KapTHHa He TpeGyer muoro. Ilepey Hauamom # mocie
IPEKPAIICHHS NPHEMa TOPMOHAIBHBIX KOHTPALEITHBOB MOXKHO PACCMOTPETH BO3MOIKHOCTD



M3MEpEHHs] CHIBOPOTOYHOH KOHIEHTPAIMH JIAMOTPUJDKHUHA JUISL MOATBEPXIEHHUS TOrO, HTO
KOHIIEHTpAIlMs JaMOTPUJDKUHA MOANEPKHBAETCsl Ha 0a30BOM ypoBHE. Y JKEHIIMH, KOTOpPBIC
IUIAHUPYIOT NIpeKpaiienye MpHueMa FOpMOHANbHBIX KOHTPALENTHBOB, CXeMa IMpHeMa KOTOPBIX
BKJIIOYACT HEJIENIO HEAKTHBHOTO JieueHus (HeJleIbHBIA IIepephiB B IPHEME KOHTpPAIENTHBOR)
HEe0oOXOAUMO IIPOBO/IUTE MOHHTOPHHT CLIBOPOTOYHOH KOHUEHTPALMH JTaMOTPHIUKIHA B TEYECHHE
3-i HeJleIM aKTHBHOTO JIeYeHH s, T.€. B Jiid 15 u 21 mukiia npreMa KoHTpanenTusos. He cienyer
IIPOBOJIUTH COOP AHAIM30B JUTS OIPEJIeIeH s YPOBHEH TaMOTPH/UKIHA B TEYCHHE IIEPBOI Heleu
I10CJIE TTOJTHOTO MPEKPALEHHs IPUEMA KOHTPAIIEIITHBRA.

Hasnauenue 1amompuodicund nayuesmxam, RPUHUMAIouumM 20pMOHANbHbIE KOHMPAYENnMUGbl
PeskiM MOBBIIIEHHS JI03bI COOTBETCTBYET OOBIMHOMY PEKOMEH)IYEMOMY PEKHMY .

Hasnavenue u npexpawjenue npuemd 20PMOHWILHLIX —KOHMPAYEenmueos nayuenmkam,
npunumalougum noddepoicusaioujue 003t namompuodcuna B KOMBHHAIIHH ¢ undykmopamu
2NOKYPOHUZAYUL IAMOMPUOICUHA

KoppeKkTHPOBKE PEKOMEHJIyEMOro pPeKMMa MOAAEPKUBAFONIUX /103 JIAMOTPUDKIHA MOXKET He
moTpeboBaThed.

IIpumenenue ¢ amasanagupoM/pumoHasupom

[Ipm mo0aBieHMH JIAMOTPH/DKMHA K TEPaluM aTa3aHaBUPOM/PHUTOHABUPOM  KOPPEKIHH
PEKOMEHIYEMOT0 PEeXKUMA HOBLIIEHHS O3B TaMOTPH/DKHHA He TpeOyeTcs.

V MaIlHeHToB, yKe IPUHUMAFOIINX TTOJIEP)KHUBAIOIIHE 1035 JIAMOTPUKHHA M HE IIPHHIUMAFOIIIX
HHIYKTOPOB IVIIOKYPOHHM3AIHH JIAMOTPUJUKHIHA, IPH Ha3HAYEHHHU aTa3aHaBUpa/pPUTOHABHPA JI03Y
JTAMOTPHDKAHA ~ BO3MOXHO  OygeT — HeoOXOIMMO  IOBBICHTH, &  TIPH  OTMEHE
aTa3zaHaBHpa/PUTOHABHpA JI03Y JAMOTPHKHHA BO3MOXKHO HEOOXOJMMO CHH3UTL, MOHUTOPHHT
KOHTIGHTPAIHH JTAMOTPH/DKHHA B IUIa3Me JOKEH IIPOBOJMTLCS IIEPE)l HAYAIOM U B TEUCHHE 2
HeJlelb 0clIe Havalia Wik MpeKpanieHs IpreMa aTa3aHaBipa/PUTOHABHPA C IENBI0 OTIPEICITICHHUS
HEOOXOAMMOCTH KOPPEKTHPOBKH JI03bI JJAMOTPHUKAHA (CM., PA3AEI 4.5).. ...

Ipumenenue ¢ LORUHABUPOM/PUMOHABUPOM
i [puxas M AN

Ilpy  jo0aBIEHUM JAMOTPHJDKHHA K TEpamuu JIONHHABHPOM/PUTOHABUPOM

PEKOMEH/TyEeMOTO PEXKHMa MOBBILICHHS T03EI IAMOTPHJDKHHA He TpeOyeTcs.

XPDOaueHMUsa ‘

_KOPPEKITHH

V NaIHEHTOB, YIKe IPHHUMAIOIIIX TT0IEPXKHBAIOIIHE JI03b] JAMOTPHIKHHA H HE IIPUHUMAIOIIHX
HHIYKTOPOB TJIIOKYPOHM3ALMH JIaMOTPHIDKMHA, TIPH HA3HAYCHUH JIONAHABUPA/PUTOHABHPA
BO3MOXKHO  HOTpebyercs — MOBBINIGHHE  JIO3bI  JIAMOTPHMJDKMHA, &  TIpH  OTMEHe
JIOIIMHABAPA/PUTOHABHPA — €€ CHINDKCHIE. MOHHTOPHHI KOHIEHTPAIMH JIAMOTPHDKHHA B IIJIA3Me
JIOJDKEH MPOBOIUTHLCS IIE€Pe/l HadalloM H B TEUEHHE 2 HEJIENb MOCIe Havyala Wi IPeKPaIeHus
TIpHeMa JIOTIHHABAPA/PHTOHABHPA C LENIBIO OIPEeIeHHs HEOOX0IMMOCTH KOPPEKTHPOBKH 03B
namoTpupKHHA (cM. paznen 4.5).



IauuenTe! HoxkuI0ro Bozpacra (crapme 65 jer) ) b3 -20106

DapMakoKHHEeTHKA JIAMOTPHIKHHEA B 9TOH BO3PACTHOI IpyIIie MPaKTHIECKH HE OTIIMYAETCS OT
TaKOBOH y JAPYrHX B3poCiBIX (CM. pasjen 5.2), HMOOTOMY H3MEHEHHs CXEMBI Ioibopa Jio3
Ipenapara ne tpedyercs.

Hapymenne Qpynxiun nevyenu

Hauanbiyio, BO3pacTarontyro i IOICPIKHBAIOIIYIO 03I CIIC/YET YMEHBIIHTD IPHOIH3UTEIEHO
Ha 50% u 75% y manuenToB ¢ yMepenmoii (crajus B no kiaccuduxanmm Yaitng-11s10) i tsorenoi
(cramust C) creneHplO TEUEHOYHOH HEOCTATOYHOCTH, COOTBETCTBEHHO. Bo3pacrarorias u
IOJAEPIKMUBATOIAs! JIO3BI AOJDKHEI KOPPEKTHPOBATECS B 3aBUCHMOCTH OT KIHHHYECKOT0 2 dexTa
(cM. pazjien 5.2).

Hapymenne GpyHKImmm nouex

llanpentaM ¢ 10YEYHOH HEOCTATOYHOCTBIO JNAMOTPHJDKHH — CIEAyeT HasHAuarh ¢
OCTOPOXKHOCTHIO. Ilpy KOHEUHOH crajiui IMOYEUHON HEJOCTATOYHOCTH HAYAIbHAS J103a
JIaMOTPH/DKHHA JIOJDKHA OIIPE/IeIAThCS Ha OCHOBAHHH IIPHEMA COITYTCTBYIONIMX JIEKAPCTBEHHEIX
CPEJICTB; Y NAIMEHTOB CO 3HAYHTE/ILHBIM CHHDKEHHEM (DYHKITHH ITOUeK MOXKET ObITh 3 (PeKTHBHA
CHMIKEHHAs! ITOINEepIKUBaroas 1o3a (cM. pasmensr 4.4 u 5.2),

Crioco® nmpuMeHeHuUst
Jns mpueMa BHYTpPb
4.3. IlporuBomoxkazanus

[ToBbIIeHHAS TyBCTBATENILHOCTh K JIAMOTPHIKHHY HIIH JIFOOOMY KOMITOHGHTY Tipefiapatd; /. i1 ¢
EYCTROM SITPA

| MEH G

4.4. Ocobblie yKa3aHUsI M MepbI MPEI0CTOPOKHOCTH IIPH IIPUMEHEHHH -

Koorcnas cuine

Wmerores coobruenns 0 mOOOYHEIX PEAKIUIX CO CTOPOHBI KOXKH, KOTOPHIE MOTYT BO3HHKATH B
TEUCHHE MICPBHIX 8 HeJleNb Mocie Havalla TeParii JaMOTPHPKHHOM. BOJIBITHHCTBO BBICHITAHHHN
HOCHT JICTKHH XapakTep U IPOXOJHUT CAMOCTOSTENBHO, OMHAKO €CTh COOOIIEHHS O BLICHITAHUSX,
n0Tpe6GOBABIIMX TI'OCHMTATH3ANNN IAllMeHTa W MpeKpalleHHs IpHeMa JaMoTpukuHa. OHuU
BKIIIOYaJIM TAKHE IIOTCHIHANIBHO JKH3HEY IPOXKAIOIIIE KOYKHBIE Peakiun, kKak cuujipoM CTHBeHCa-
JOKOHCOHA ¥ TOKCHYUECKHH OSIMIEPMANBHBI HEKpOsU3  (CHHIPOM Jlattenna), a Taxe
JIEKApCTBEHHAs PEAKIUsA C S03HHO(DMIHEH W CHCTEMHBIMHM CHMIITOMAMH, TAKIKE M3BECTHAS KaK
CHHJIPOM I'MIIEPUYBCTBUTEIBHOCTH (cM. paszen 4.8).

Y B3pOCIBIX IIAI[MEHTOB, BKIIOYECHHBIX B HCCIGHOBAHHS, B XOJ€ KOTOPBIX JAMOTDPH/UKHH
IPUMEHANICS B COOTBETCTBHH C PEKOMEH)IAIMSIMHU 110 TO3HPOBAHHIO, TSIKEIBIC KOXKHBIE PEaKIHH
HaOJIIO/aMMCk ¢ YacToTol mpuMepHo 1 Ha 500 manmenToB Snmencuei. [IpuMepHo B n0I0BHHE
STHX Clly4yaeB 3apeructpupoBan cunapom Crusenca-/lxoncona (1 ma 1000). V naumentos c
OWIIOJIIPHBIME ~ PACCTPOMCTBAMU  YACTOTA TSDKEJBIX KOMKHBIX BBICBIIAHHH 110  MAHHBIM
KJIMHAYECKUX HCCIIE0BAaHui cocrarisieT npubmuzurensio 1 va 1000 manmuenTos.

1BOOX PAanC
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Y nereit PHCK PasBHTHS TsDKEIIBIX KOMKHBIX BBICHIITAHUI BLIIIIC, YCM y B3p00.IIBD( 1_[0 JAaHHBIM
HCCIICAOBAHMM, 4YacTOTa KOMKHEIX BBICBIITAHUH, l'IOTpE60BB.BI]JI/IX I'OCIIHTAIIN3allHM, Y Jlerei

cocrasisia ot 1 Ha 300 10 1 wa 100.

V neteit HauaabHbIE HPOSBJIEHHS CHITA MOTYT OBITE OIIMO0UHO IIPUHATEL 32 HHPEKIHMIO, IO3TOMY
Bpauyd JOJDKHEI IIPHHMMATh BO BHHMMAHHE BO3MOXKHOCTH PEAKIMM JCTCH Ha JIaMOTPHJUKHH,
IPOSBIISIOINCHCS PA3BUTHEM CBIIH M JIMXOPAJKH B IICPBLIE 8 HEJIENb TEPAIliH.

Kpome Toro, cyMMapHBIH PHCK Pa3BHTHS CBHIIH B 3HAYUTEIIBHONH MEpe CBS3aH C:

- BBICOKOM HAYaJILHOM I030¥ JTAMOTPHUDKMHA M IIPEBBIIIEHUEM PEKOMEHIYEMOH CKOPOCTH
[IOBBIIIEHHSI JI03 JaMOTPHDKHHA (cM. paszen 4.2);

- COYETaHHEBIM IIPHMEHEHHEM C BAJILIIPOaTOM (CM. paszien 4.2).

OcTOpOKHOCTH HEOOXO/IHMMA TIPH Ha3HAYECHUH JIAMOTPHKHHA TAlMEHTAM, UMEIOIMM B aHAMHE3¢
AIEPTHYECKHAE PEaKI[Wi FIA CHIITb B OTBET HA IIPUEM JIPYTHX IPOTHBOSIHICITHICCKHX
TIperapaToB, IOCKOJIbKY YaCTOTa Pa3BHTHS CHIIH (He KJaccH(UIMPOBABINEHCS Kak cephe3Hast)
IIPY HA3HAYCHUY TAMOTPHDKHHA TTallHEHTaM C TAKHM aHaMHE30M Oblla B TPH pa3a BBIIIE, YeM Yy
MAIHEHTOB ¢ HEOTATOIEHHBIM aHAMHE30M.

I[Tpy 0OHApYIKCHHM CBHINM BCE MAIHEHTHI (B3POCIBIE H JIETH) JOJKHBI OBITH Cpasy OCMOTPEHEI
BpadyoM. [IpreM JaMOTPU/DKHHA JIOJIDKEH OBITH HEMEUIEHHO NPEKpalleH 338 HCKIIYCHUEM TeX
cllydaeB, KOTJ[a OYCBHIOHO, YTO DasBHTHE CBHITH HE CBA3aHO C IIpueMoM mpenapara. He
PEKOMEH/IYETCsl BO30OHOBILITE IPHEM JIAMOTPH/DKHMHA B CIIydasx, KOIZA ero MpeJiiecTBylommee
Ha3HAYEHHE OBLIO OTMEHEHO B CBS3H C PA3BHTHEM KOXHOM PEaKIIHH, €CJIH TOJIBKO OXKH/IAEMBIH
TepaneBTHIeCKui 2QPEKT OT IPUMEHEHNS IIperapara He IIPEBEIIAcT PHCK IT000YHBIX 3P (EKTOB.
Eciu mpreM 1aMOTpH/DKHHA TIPHBEIT K pa3BHTHIO cHHApoMa CruBenca-/[KoHCcoHa, TOKCHYECKOTo
SIHICPMATBHOTO HEKPOJIH3a MM JEKAPCTBEHHOH PEAKIMH C DO3WHO(DHIMEH W CHCTEMHBIMH
CHMIITOMAMH, BO30OHOBIATE [IPHEM JIAMOTPUIKMHA HEJIb3s.

Co06IIanock, uTo Chllb MOKET OBITH YACTHIO CHHJIPOMA I'MIICPIyBCTBUTEIBHOCTH. DTO COCTOSIHUE
CBA3aHO €  pasNMYHBIM ~ HAOOPOM  CHCTEMHBIX — CHMIITOMOB,  BKIIIOYAs — JIAXOPAJIKY,
nuM(ajIeHOaTHIO, OTEYHOCT JIHIA, HAPYIICHHS (GYHKIMH II€YEHH, MOYEK U acenTHYECKHH
MeHUHTHT (cM. pazzmen 4.8). TsxecTs IIPOSBICHHS CHHIPOMA BAPhUPYET B IIMPOKUX MpeAeIax U
B pENKHX CIy4asx MOXET IIPUBOJMTL K pPasBUTUIO CHHJpOMA JIMCCCMHHHMPOBAHHOIO
BHyTpHcocynucToro ceprhisanust (J[BC) u monmopranHo# Hemocrarodnoctd. Heobxommmo
OTMETHTb, YTO PAHHUE MPOSBICHUS CHHIPOMa THIIEPUyBCTBHTEIBHOCTH (HAIIPUMED, JIMXOpajKa,
nuMdaIeHONaTH) MOTYT HabIIIoJaThCsl, JIaxe €CIIM HeT IBHBIX NPOsBIIeH|H coinu. [[pu pasBuTHH
10JI0GHBIX CHMITTOMOB TIAIIHEHT JAOJIKEH OBITH HEMEIJICHHO OCMOTPEH BPAavoM H, €CIIH He OyIeT
yCTaHOBJIEHA JIPyTas IPUUMHA CUMIITOMOB, JIAMOTPH/DKHH JOJDKEH ObITh OTMEHEH.

B 60IBIIMHCTBE CIIyYaeB aCEITHUECKHH MEHHHTHT OB 00paTHMbIM. CHMITOMBI PEKPAIIAIHCE
Ipd OTMEHe T[perapara, OJHAKO, B HECKOIBKHMX CIIydasx 6BICTp0 BO3BpAIlAJIUCh TIPH
BO300HOBIIEHHH IIpHEMa, 4acTo B Gonee Tsoxenol Gopme. HauHeHTaM HE GJI@HyeTaBOBO(SHOBJISITL%
TEPANUIO JIAMOTPHJDKHHOM IOC/IE €e TPEKPAIEHHS B CBA3H VO PasBHTHEN ac¢mw;ecmr0"

i

MCHHHTHATA. | Mpueas




Taioe coodmanocs o peakiyusx CBETOUyBCTBUTEIBHOCTH, BEI3BANHEIX TIPHEMOM JIAMOTPHIUKHHA
(pazzien 4.8). B HEKOTOPBIX ClTyyasx peakiys BO3HHKAIA IPH TIPHEME BRICOKOH 10351 (400 Mr it
Oosiee), IpH MOBBINEHWM JIO3BI WITH OBICTPOM IIOBBIUEHHH J103bL CIIEIyeT pPAacCMOTPETH
BO3MOKHOCTB IPEKPAIICHHU JIEUCHHS, CCIIM Y NallMeHTa ¢ IIPU3HAKAME CBETOYYBCTBUTEIBHOCTH
(HalpuMep, CHIBHBIM ~COJNHETHEIM —OXOTOM) IOJO3PEBAETCS CBA3b MENJIy pasBHTHEM
CBETOUYBCTBMTEIBHOCTH M IIPHEMOM  JIAMOTPH/DKHHA. ECIH  NPOJOIDKEHHE — JICUCHHSI
JIAMOTPHJDKHHOM CYHTACTCS KIIMHHYECKH ONPaBAaHHBIM, IIAIHEHTY CIe/lyeT PEeKOMEHJIOBATH
u30EraTh BO3JEHCTBUS CONHEYHOIO CBETA i HCKYCCTBEHHOTO Y D-H3ITyYeHH s, a TAKKE IPHHIMATE
3alIATHBIC MEPhI (HAIIPEUMEP, HOCHTH 3aLIUTHYIO ONEXKY M HCIIONB30BATH COJHIIE3AIHTHBIE
KpPEMBI),

Lemogpazoyumapniii numpozucmuoyumos (I'JII)

Y NauuenToB, IPUMHUMAIONINX JAMOTPHJDKAH, OBUIH 3aPeTHCTPHPOBAHbI cirydan pazputes ['JIT
(em. Hobounoe oeiicmeue). I'JII" xapakTepusyercs KIHHAYECKAMHI IPU3HAKAMHA U CHUMIITOMAaMH,
TAKAMH  KaK JIHXOPaJIKa, ChIllb, HEBPOJOTHYECKHE CHMIITOMBI, TI'elaTOCIIEHOMETraus,
muM(aJIeHONaTHs, LHUTOICHHH, TIOBBIIIEHHE CHIBOPOTOUHOM KOHIEHTpAllMKM  (peppuTHHA,
THIEPTPUITIHLIEPHACMHS U HAPYIIECHUS (YHKIMH [IEUYEHH U CBEPTHIBAHUS KpoBH. Kax mpaBmio,
CHMIITOMEI IIOSBIISIOTCS B TeUEHHE 4 HeJlelb noclie Hadana nedenns. [JII MoxkeT npejicTaBmsiTh
YIpO3y JUTS JKH3HH,

IlanmenToB cinenyer npouHpOPMHPOBaTE 0 cUMITOMAX, accomuupyeMsix ¢ JIT, a Takike o
HEOOXOJIMMOCTH CPOYHO OOPATHTHCS K Bpady, €CIH Y HHX NOSBHIHCH CXOHE CHMIITOMBI BO
BpeMsI IIpHeMa JTaMOTPHJDKHHA.

Heobxomumo cpouro o6erenoBarh MalieHToB, y KOTOPBIX PA3BHBAKTCS YKA3AHHbIE IPU3HAKH U
CHMIITOMBL, B paccMoTpeTh quarno3 ['JII. CiienyeT mpexpaTuThb Teparmio IaMOTPHKHHOM, SCITH
JIBTEPHATUBHASA ITHOJIOTHS HE MOKET OBITh YCTAHOBIICHA.

1opmonanvreie koHmpayenmuewi
Brusanue 20pmonansivlx KOHmpayenmugos Ha sgh@exmuenocs 1amompudiICcuna

Beuto mokasano, 4ro KOMOWHHPOBaHHBIA IIpenapar STHHHIIICTPao/ neBoHoprectpen (30
MKT/150 MKr) mpHONM3HTENBHO B 2 pasa MOBLIMAET KIMPEHC TaMOTPHIDKHHA, UTO IIPUBOJUT K
CHIDKCHHIO yPOBHS IIAMOTPHJDKMHA B IutasMe (cM. paspen 4.5). CHMXeHHe KOHIEHTpAIMH
JIAMOTPH/DKMHA CBA3AHO C IOTeped KOHTPOJs Ha)| IpHcTynamu. Ilocie THTpoBaHMS UL
JOCTIKEHH Sl MAKCHMAJIbHOI'O TepaIrieBTHYECKOro s¢dexra Moxer moTpeboBaThesl MOBEIIIEHHE
IOUIEPUBAIOMIUX 103 JIAMOTPH/DKHHA B 2 pasa. IIpH IpekpaiieHdn IpHeMa TopMOHAIBHBIX
KOHTPALEIITUBOB ~ KIIUPEHC JIAMOTPHIDKMHA MOXXET YMEHBLIIMTHCS BIBOC. YBEJHYEHHE
KOHICHTPAIHH JAMOTPHDKHHA MOKET TPHBOJMTH K IIOSBICHHIO- ,L[OSOS&BHCHMLIXlHOGOHHBIX" :
peaxIni, B CBI3H C YeM TpebyeTcs IIPOBOAUTE MOHHTOPHHT IIauHeHTOB B OTHOI.[IEJ im '110 ":,]IGHHSI .

)

0OOYHBIX PEaKITHil,

Y OKeHIIUH, YK€ HE IPUHUMAMOIIAX HHIYKTOPHI TIIOKY POHH3ALHH anMOTpHmKHHa” H
NIPHHAMAFOIIHUX F'OPMOHAIILHBIE KOHTPALIEIITHBEI 110 CXeMe, BKITIOYAOIel HeIel0 HeakTHRHOTO
JiedeHus! (WK HEJIENbHBIH HepephIB B PHEMEe KOHTPALENTHRA), B YKA3ZAHHEIH IIEPHOJ| BPEMEHH



OymeT HaGIO/ATHCS MOCTCIICHHOE TPAaH3HTOPHOE TOBBINICHHE KOHICHTPALMH JIaMOTPH/KHHA
(cM. pazmen 4.2). VismMeHeHHe KOHLIEHTPAIMH JIAMOTPHIDKHHA MOXXET IMPHBOJMTE K IOSABICHAIO
nobounbIX peakinmid. [losToMy B KauecTBe TEpalMd IEPBOM JIHHWK ClieJlyeT pacCMOTPETh
BO3MOMKHOCTL IIPHEMA KOHTPALCNITHBOB, HE TPeOYIOINUX HEMEIBHBIX IIEPEPLIBOB B IIPHEME
(HarpuMep, TIOCTOSIHHBIH IPHeM FOPMOHAIBHBIX KOHTPAIICIITHBOB MY HEI'OPMOHAIIBHBIC METOIbI
KOHTPAIIETILHH).

BzaumozeiicTBre MEXIY JIAMOTPHDKHHOM M IPYTMMH [IE€POPAIEHBIME KOHTpALEITHBAME HIIH
TOPMOHAJIBHOMN 3aMECTHTENBHOM Teparueil He H3yUaqoch, XOTs OHE MOTYT II0/(00HBIM 00pasoM
BIMSITH Ha (papMaKOKHHETHYECKHE lIapaMETPRI IAaMOTPHJDKHHA.

Brusinue namompudoicuid Ha 3¢ hexmusHocms 20pMOHANBHBIX KOHMPALYeNnmueos

HcenenoBanue B3auMOJeHcTBHsT y 16 3I0POBBIX JOOPOBOJBIEB II0KA3aj0, YTO COBMECTHOE
Ha3HayeHWe JIAMOTPUDKHHA W KOMOHMHHPOBAHHOIO — IOPMOHAIBHOIO — KOHTPAIENTHBA
(STHHHI3CTPAMOJI/JICBOHOPIECTPENT) TPUBOJUT K YMEPEHHOMY TIOBBINICHMIO —KIHMpEHCa
JIEBOHOPTeCTpesia M HM3MEHEHHsSM  KOHIEHTpamu#  (ONMKYJIOCTHMYIHPYIOMEro M
JIIOTEMHU3HPYIONIEr0 FTOPMOHOB (CM. paszen 4.5). Biusdnue sTHX M3MEHEHHH Ha OBYILITOPHYIO
AKTHBHOCTD SHYHUKOB Hen3BecTHO. OIHAKO HEJb3s HCKIIFOUYHUTH BO3MOMKHOCTD, YTO Y HEKOTOPBIX
IAIAEHTOB, MPHHUMAOIIAX JIAMOTPH/UKHH U I'OPMOHAILHEIE KOHTPAICIITHBE, 9TH H3MCHEHHUA
MOT'YT BBI3BATh CHIDKEHHE 3()()EKTHBHOCTH KOHTPAIEITHBOB, Takue MarMeHThl A0JKHB! OBITH
IPOMHCTPYKTHPOBAHEI O HEOOXOAHMOCTH HEMEUIEHHO coo0mars Bpauy 00 H3MEHCHHSX B
XapaKkTepe MEHCTPYaTbHOTO IMKIIA, T.€. O BHE3AIIHBIX KPOBOTEYCHHUAX.

Jlezudpoghoram pedyxmasa

JIaMOTPHJIKHHE ABJISIETCsE CIIA0BIM HHTHOUTOPOM JIETHAPOOIIAT PeIyKTaskl, I03TOMY CYIIECTBYET
BEPOSTHOCTh BMEIATENLCTBA IIpernapaTa B Meraboiu3M  (OIaToB IpH €ro  JUIHTEILHOM
HazHadeHuu (cM. paszgen 4.6). OjgHako OBIIO IIOKa3aHO, YTO IPH UIHTEJIBHOM IPHMEHEHHH
JNIAMOTPH/PKHH HE BEI3BIBAJ CYIIECTBEHHBIX H3MEHEHHMH KOHIEHTPAIMH IeMOTIIO0KHA, CPE/IHETO
00BeMa PUTPOLMTOB, KOHIEHTPAIMH (JONATOB B SPHTPOIMTAX M CBIBOPOTKE KPOBH IIpH
JUTHTEIBHOCTH ITpHeMa Iipenapara 0 1 rojia v He CHEKam KOHueHTpauHH (bonaTon B apmpouﬁ'gax

| C
IpU HA3HAYEHHH JIAMOTPHDKHHA JUTHTEIBHOCTBIO 10 5 JIET. | (BT
MHUBH

Ipukaa ! PAUEHLLS

Tloueunas nedocmamoynocmn

B KJIMHWYECKHX WCCIEIOBAHHAX OJHOKPATHOE HAa3HAYCHHC JAMOTPH/PKHHA MalMeHTaM C
KOHEUHOH cTajuell IOUeYHOM HEJOCTATOYHOCTH HE BBUIBHIO 3HAYHTENBHBIX M3MEHEHHH
KOHIIEHTpaly rpenapara. OJHaKO HAKOTUICHHE IIIOKYPOHHJIHOIO MeTabonuTa BechbMa
BEPOSITHO, TO3TOMY HEOOXOMMO IIPOSIBILATE OCTOPOIKHOCTh IIPH JIEYCHHH TIALMEHTOR C TIOYEeYHOH
HEOOCTATOYHOCTRIO.

Hayuenmui, npunuMaiowjue Opyzue npenapanl, coOepICaujue IamompuodlICun

Henesst HaznayaThb IaMOTPHJDKHH MMalHeHTaM, YXKe II0JYdalolmyuM KaxKue-1u00 Apyrue
IIperaparhl, COACpIKalque JaMOTPH KK, be3 KOHCYJIFTAllMH Bpaya.

Onmunencus



Peskast oTmena mpuema JaMOTPHIDKHHA, Kak M APYTHX HPOTHBOAIIHIICIITHICCKIX IIpEIapaTos,
MOMKET CIPOBOLMPOBATE PA3BUTHE CyHopor. Eciom peskoe mpexpainenue tepanuy He SBIISCTCS
TpeboBanuemM 6e30MaCHOCTH (HAIpUMep, NIPH MOSBICHHH CHITH), 03y JAMOTPHIUKAHA clenyer
CHIDKATDH ITOCTEIIEHHO B TEUECHHE 2-X HEJIENb,

B mrepatype uMerores cOOBIIEHHS O TOM, YTO TSDKEIBIE CYJIOPOIKHBIC HPHCTYIBL, BKITIOYAS
SIMIIETITHYECKHH  CTaTyC, MOTYT NPHBECTH K PA3BUTHIO pabIOMHOIM3a, MYJIbTHOPTAHHBIX
HApYIICHUH ¥ THCCHMHHMPOBAHHOTO BHYTPHCOCYIMCTOTO CBEPTHIBAHMUS, MHOIMA C (haTalbHBIM
ucxoyioM. Iloj1o6HbIe eityyan HabIFOANNCE | TIPH JIeYSHUHU TTAIHEHTOR JTaMOTPHIKIHOM.

Moxer HabmOAaThCs KIMHMYECKM 3HAYHMOE YBEJIMYEHHE YACTOTHl IPHCTYIIOB BMECTO
YIyULICHHs. Y NAIUEHTOB ¢ IPHCTYIaMu OOJiee OJHOIO THIIA CIEyeT OIEHHTb HAGII0IaeMoe
YIyHUICHHE KOHTPOIIA HaJl NPUCTYIIAMH OIHOTO THIIA [0 CPABHEHHMIO € YXYIIIEHHEM KOHTPOJLS
HaJI IPUCTYIAMH IPYTOI'0 THIIA,

IIpreM namMOTpH/UKMHA MOXET IPHBECTH K YXY/IUEHHIO KOHTPOJS HAJ MHOKIOHHYECKHMMU
CYJIOpOTaMH.

IomyueHnble JaHHBIE TIO3BOJNAIOT BBIIBUHYTH NPEJIIONOKEHAE O TOM, 9TO TepaleBTHYECKas
5Q(QEKTHBHOCTL TIPHEMA JIAMOTPH/PKHHA B KOMOMHAIMH C  [IPOTHBOSIHJICHITHYECKHMH
cpencrBamMd — (EpPMEHTHBIMH MHIYKTOPAMH HIXKE, YeM IpPH COYETAHHOM IIPHMEHEHHH
IIPENapaToB 3TOH IPYIIIIbI, HE SBIIOIMMHCS HHlyKTOpamMu epmenTos. [Ipruania atoro seiemus
HesICHa.

IIpn npuMeHeHHH NTaMOTPHUKMHA y JeTell Julst JedeHus THHHqumx-JafiScaHCOB"B_Q)r(p'cm MOJKET ™
COTJ i’ii C i A H % ?‘
HabJI01aThCsl HE Y BCEX IAIMEHTOB. RPN s i e

Knunuueckoe yxyoutenue u cyuyudanouulii puck

CyHrufanbuble MBICITH ¥ CYMIM/IAIBHOE TIOBEICHHE OTMEYAINCE ¥ TIAIMEHTOR, IPUHUMABIIHX
IIPOTHBOSIMIIENTHYCCKHAE ~ CPEJCTBA IO  HECKOJBKHM  IIOKazaHusiM.  Mera-aHaims
PaHIOMH3HPOBAHHBIX IIALE00-KOHTPOIMPYEMBIX HCCIEN0BAHMH JAHHBIX MPENapaToB MoKa3al
HEOOIBIIOE YBEIHYCHIE PHCKA CYHIMIANBHEIX MBICTeH U moBemenus. MexaHH3M 3TOoro pHucka
HCH3BECTEH, 1 IOCTYITHBIC JIAHHBIE HE HCKITIOYAIOT BO3MOXKHOCTE IIOBBIIIEHHUSI PUCKA CYHITH/IA TIPH
[IPUMEHEHHH JIaMOTPH/DKUHA. [To3ToMy mnanMeHThl MOIDKHEI HAXOIUTHCS TIOJ[ TINATEIHHBIM
HaOJIIOZICHUEM Ha 1peMET BO3HHKHOBEHHSI CYMIHNANIBHBIX MBICICH ¥ TIOBEJEHHS C
PaccCMOTPEHHEM B HEOOXO/MMBIX CIydasX COOTBETCTBYIOLICIO JiedeHus. llamuentsl (1 Jmia,
OCYLIECTBILTIONHE YX0JI 38 HUMHM) JIOJDKHBI OBITH IPOMH(POPMHPOBAHEI 0 HEOGXOMHMOCTH
MEIMIIHHCKON KOHCYJIbTAIlM} IPH BO3HUKHOBEHHH CYHIHIATBHBIX CHMIITOMOB HIIH IIOBEICHHES.

Y HanueHToB ¢ OWIOIAPHBIM PAcCTPOHCTBOM YXYJUIEHHE AENPECCHBHBIX CHMIITOMOB H/MIIH
HOsABJIEHHE CYUITHNAIBHOCTH MOXKET MOABIATELCS HE3ABUCHMO OT TOTO, IPMHUMAIOT JIF OHH KAKHe-
b0 1penapaTel [Is JedeHus! GHIIOIAPHOrO paccTpoifcTra, BKIFoYas JIaMUKTal. B CRS3H ¢ ATHM
Yy NAIHEHTOB ¢ OUIIOJISIPHBIM PACCTPOHCTBOM, TONyYaromuX JIaMuKTal, He0GX0MMO TIIATEIEHO
MOHMTOPHPOBATH ~CHMIITOMBI ~KIHHAYECKOrO yXYANICHHS (BKIIOUAs TOABJEHHE HOBBIX
CHMIITOMOB) ¥ CYHI[M/IAJIbHOCTH, 0COOEHHO B Hauyale Kypca JIeYeHHS W B MOMEHT M3MEHCHHSI
71031 IlanuenTsl, y KOTOPEIX B aHAMHE3€ OTMEYAIIHCE CYUIMIATBHEIE MBICIH HIIH CYHIHIATBHOE
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TIOBEJ/ICHHE, MOJIOJbIEe TAIMEHTE W IAalHeHThl, ¥ KOTOPBIX GBUIO BBISBJICHO BO3HHKHOBEHHE B
3HAUNTENHHON CTEIleHH CYMITHIATBHBIX MBICIEH 0 Hayalla TEpanuH, HaXOoIATCS B IPYIINIe
BBICOKOT'O PHCKA BO3HUKHOBEHUS CYHIHIANLHBIX MBICIICH HIIH CYHUIHJIAILHOTO TIOBEIICHHUS, TAKHE
AITHEHTHI JOJIKHBI HAXOAUTHCS 0] CTPOTHM HAOIIOIEHHEM BO BPEMsI JICYEHHSL.

IIpy 5TOM ClIEJlyeT OLEHHTH CHTYAalMIO M BHECTH COOTBCTCTIBYIOIHE M3MCHCHHS B PENHM
Tepamuy, BKJIIOYAs BO3MOXKHOCTH OTMEHBI TNpenapara y IalHCHTOB, Y KOTOPHIX HMECTCs
KIMHAYIECKOe  yXY/IICHHE (BKIOYAsi IOSBICHHUE HOBBIX CHMIITOMOB) W/WJIM IOSBICHHE
CYHMIHIANBHBIX MBICICH/TTOBEICHHS, OCOOCHHO €CIH 9TH CHMITOMBI TDKCIBIC, ¢ BHE3ANHLIM
HAuyaJIOM HJIH paHee He OTMEUaBIIHEC.

Hamenenus na DK, udenmuunoie cundpomy bpyeada, u opyzue Hapyulenus cepoeuno20 pummd
U MPOBOOUMOCIIU

[Ipy prieMe JIaMOTPHDKMHA 3aPEeTHCTPUPOBAHBI CITyYal apHTMOTeHHO# naToyorun cermenta ST
v 3y6ua T u tunudmsni bpyrana-narrepn Ha OKI'. Mexois U3 pe3yibTaros in vilro HCCIIEJIOBAHUH,
JIAMOTPHDKAH  ITOTCHIHAIBHO MOMKET 3aMEULSITh BHYTPHIKCITYNOUKOBYIO IIPOBOJUMOCTH
(pactmupsith QRS-KOMIIIEKC) M BBI3bIBATH [IPOAPUTMHIO TIPH IIPHUMCHCHUH B TEPATICBTHHECCKUX
KOHI[CHTPAUHSIX y TAlMEHTOB C CepJeYHO-COCYNUCThIMH  3aboneBanusMu. JIaMOTPHIDKHHE
meifcTByer Kkak cynaboe aHTHapHIMHYecKoe cpencTtBo Kiacca IB ¢ comyrcrByronmMu
MOTEHIMATBHEIME PACKAME PA3BUTHS CEPhe3HBIX HIIH JICTATBHBIX HEXKENIATEIbHBIX SBICHHH €O
CTOPOHBI CEPIEYHO-COCY MCTOH CHeTeMbl. IIpH COYETAaHHOM NPUMEHEHHH JPYTHX 0J0KaTopoB
HATPHEBBIX KAHAJIOB DPHCKM MOTYT eie Oojiblle yBENMUMBATBCS (CM. paszen 5.3). llpu
IPUMEHEHHH B TEPAIeBTHYECKHX 103aX 10 400 MI/CyT JNaMOTPHIDKHH HE BBI3BIBAT 3aMEIUICHHS!
JKEIY TOUKOBOM MPOBOMMOCTH (paciuperust komiutexca QRS) wmu yymanenus narepsana QT y
3/I0pOBEIX JIMI[ B HCCIEJOBAHHM C akIeHToM Ha ouenky wunrepsana QT. Ilpumenenue
JIAMOTPHKMHA TpeOyeT TINATeNbHOH OIEHKH y IAI[MeHTOB C KIMHHYECKMMH 3HAYAMBIMH
CTPYKTYPHBIMH MIM  (DyHKIMOHAIBHEIMU 3a00/IEBAHMAMM CEPJCIHO-COCYJIMCTOM  CHCTCMBL,
TAKUMH KaK CHMHJIpPOM bpyraga u Jipyrue KaHAIOIATHH, CepledHas HeI0CTaTO4YHOCTD,
pIemMuyeckast Gole3Hb cepiira, 6IIoKana cepiiiia Hill XKelly JoUKoBas apuT™Mus. Ecii npuMeHeHne
JIEKapCTBEHHOTO TIpenapara JIAMOTPHIKHH y 9THX TAIMEHTOB KIMHHYCCKH ODOCHOBAHO, /IO

BenomozamenvHele geujecmed

g Ilpnkas M

H Peomy

Tabnerxu Jlamuxran 25 mr, 50 mr u 100 Mr cojepxar Haf‘(TOBY"MO'HOTHJIpaT; Haune‘HTb‘I'“E
peIKMMM HACJIE/ICTBEHHBIMH 3a00/ICBaHHAME HEIIEPCHOCHMOCTH I'aJIakTO3bI, ne(pUITUTOM JIaKTa3kl
WM ManbabCcOpOIHK TIOKO3bI M TallakTo3bl HE JIOJDKHBI IPHHHMATh J@HHOC JICKapCTBEHHOE
CpPECTBO.

IIpenmapar Jlamuxran, tabuerku u Jlamukral, >KeBaTelIbHbIE/AUCICPrHPYCMEIC TabJIeTKH
coepIKuT Menee | MMoub HaTpus (23 MT) B O/{HOH TabJIeTKe, TO €CTh IPAKTHIECKH HE COZIEPKaT
HaTPHH.

Pazeumue oemeil

Her maHHBIX O BIMAHUH JIaMOTPH/PKHHA HAa POCT, II0JIOBOC CO3pCBaHue, KOIHHTHBHOC,



SMOIHOHANEHOE M IIOBEACHYECKOE Pa3BUTHE Y JCTE.
Bunonspuoe agpexmusnoe pacecmpoiicmeo

Hern u noapoctkr muajue 18 et

Jleuenue anmudenpeccanmamu céA3aHHO ¢ YGeIUMEHUEM DUCKOG CYUYUOANLHBIX MblCAell U
nosedenus y Oemeti U NOOPOCMKOE ¢ Oonbuwiotli denpeccueil u Opy2uMiu  NCUXUYECKUMU
HapYUleHUsSIMU.

4.5. Bsaumojeiicrsue ¢ APYrHMH JICKADCTBEHHBIMH NPEIApPATAMH M ApYrue BH/IbI
B3aUMOJECHCTBHA

Hceneniopanns nekapeTBEHHOTO B3AMMO/IGHCTBAS IIPOBOJIHIINCH TONBKO Y B3POCIIBIX.

bouto  obmapyxeno, uro ypuamn 5’-mudocho (Y AD-)-rmoxyponuntpancdepazer  (YI'T)
SBJSIOTCS  (DEPMEHTAaMHM,  OTBEYAIONIMMH 33 METaboJIM3M  JaMOTPHIDKHHA. [Toaromy,
JICKApCTBEHHBIC — [IPENApaThl, KOTOPbIe —SBIIOTCS  MHJIYKTODAMH HJIM  MHTHOHTOPAMH
TJIFOKY POHHPOBAHMSI, MOTYT BIHSITh HA KaXKyLIMICS KIHUpEHC TamMOoTpuukuHa. CHIbHBIE WK
YMEPEHHEIE HHIYKTOPBI H30(epMenta nuroxpoma P450 3A4 (CYP3A4), xoTopble Takike, Kak
M3BCCTHO, ABIAIOTCA HHIYyKTOpamu YI'T, MOTYT Takke yCHIIMBATE METabONIM3M TAMOTPHIKHHA.

OTCyTCTBYIOT IOKa3aTeNbCTBA TOTO, YTO JIAMOTPHIDKHH BBI3BIBAET KIMHHYECKH 3HAYHMYHO
MHAYKIMIO MM HMHrHOUpoBanue u3odepMeHTOB muToxpoma P450. JIaMOTPHIKHH MOKET
MHIyITHPOBATE COOCTBEHHBIH MeTaboNM3M, HO 5TOT 53Q(EKT BRIpAXEH YMEPEHHO M HE MMeeT
KIHHUYECKH 3HAYUMBIX TTOCIIC/ICTBHIH,

JlexapCTBEHHBIE NPENapaThl, KOTOPbIE, Kak OBIIO POJIEMORCTPHPOBAHO, OKA3BIBAIOT KITHHHYECKH
3HAUUMOC BIIMAHKE HA KOHIEHTPAIHH JIAMOTPUJDKHUHA, IIEpEUHCIIeHE! B Tabuuie 6. KonkperHsle
PEKOMEH/IAIMH 110 NO3MPOBAHUIO JUIsl 3THX IIPENApaToB IIpeNcTaBieHbl B pasjene «Criocod
NPAMEHEHHA | 103bD». KpoMe 1010, B 9T0H TaOMIHIe NEePEUHCICHE] Te IPENapaTkl, KOTOPHIE, Kak
ObUIO IOKA3aHO, OKA3BIBAIOT HE3HAUMTENBHOE BIMSHHE MWIH BOOOIIE He BIMSIOT HA
KOHICHTPAIMIO JIAMOTPHDKHHA. OT COBMECTHOIO MPUMEHEHHS TAKUX [IPENAPATOB, KaK IPABHIIO,
HC OXKHM/IAETCSL, YTO 3TO IPUBEJIET K KaKOMY-JIHOO KIMHMIECKOMY BO3/IeHCTBIIO. O/IHAKO CICAyeT
YHHTBIBATE MALMCHTOB, OSIWICHCHS KOTOPBIX OCOOEHHO MYBCTBUTEIBHA...K-KOMCOAHIIM
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KOHLIEHTPALMH JTaMOTPH/KHHA, t .
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Tabnuya 6. Brusinue opyeux npenapamos na KOHYeHmpayuio ﬂi?NL‘OF?!pH@DIClIHa
i PeenyGan

JlexapcTBeHHEBIC JlexapcTBeHibIe MpenapaTel, KoTopele|JleKkapcTBenHble  IIpenaparsl,
peraparsl, KOTOPBIE | IOHMKAFOT KOHI[EHTPAIHIO [ KOTOPEIE OKa3bIBAIOT
IIOBHIIIAIOT JIAMOTPHJDKHHA HECYLIECTBEHHOE BITHSHHE MIIH
KOHIIEHTpAIHIO HC OKa3plBAIOT BIIMSHWE HA
JAMOTPHIDKHHA KOHIEHTPAITHIO
JIAMOTPHJDKHHA




663 -201

BJIBIIPOAT aTazaHaBHP/PHTOHABHP [perapaTel JIUTHs
KapOaMaseIn OymponoH
(peHuTONH OJIaH3aIuH
NPUMHUIOH okckapbasenun
henobapbuTan (hendamar
pudaMIuIH radarneHTHH
JIOTIHHABHP / PUTOHABHP JIeBETHpANEeTaM
aTasaHaBHp / PHTOHABHD nperabanuy
KOMOMHHAPOBAHHBIN penapar| TolupaMar
STHHHIDCTPARON / ICBOHOPrecTper®

30HH3AMH/L
ApHITHIIPA30IT
JTAKOCAMH
repaMIiaHes

*I0I8 PYKOBOJCTBA IO 103upoBKe (cM. pasmen 4.2) IUnoC JUll JKEHIMH, HPUHHMAFOIIHX
rOPMOHAJBHBIE KOHTPALEITHBEI, TaKike CM. ['0pMOHAIbHEIE KOHTPAICTITHBEL B Pas/Ielie 4.4

BrauMmomeidicTBie ¢ APYTHMH IPOTHBOSNHMICITHYSCKHMH CPEACTBAMU

Banenpoar, KOTOPBIA MOAABISET IIIIOKYPOHH3AIMIO JIAMOTPHDKHHA, CHHXKAET CKOPOCTE €ro
MeTaboIH3Ma U Y UIHHSET €10 CPEJHI PO Oy BBIBEICHAS IOUTH B 2 pasa. Y NalHeHTOB,
HOMyYalolMX  COMYTCTBYIOIIYIO — TCPAaWIO  BajlbIpPOAaTOM,  JOJDKEH  HCIOJB30BATHCA
COOTBETCTBYIONIMH PEIKIM H03UPOBaHHsA (CM. pasaen 4.2).

HexoTopble IPOTHBOSIIIENTHYECKHE IIpemaparhl (Takue kak (enuronH, KapbamasernH,
(enoGapbutan W NPUMEAOH), HHAYIHEpyIomme usodepmeHTsl IEToxpoma P450,  TakoKe
prynapyioT YI'T u, TakuM o0pa3oM, yCHIHBAIOT METaboJM3M JIaMOTPH/UKIHA. Y ITAIHEHTOB,
IOy JAIONIHX COILY TCTBYIOILYIO Tepauio pEeHUTOMHOM, KapOaMaseIIHHOM, thenobapOuTaATIOM HIIH
IPHMHJIOHOM, JOJDKEH HCIIOB30BATHCSI COOTBETCTBYIOMIMH pe)KHM ﬂOBHpOBaHI/IH (CM, paam?n

«Cnocob pUMEHEHUs U JIO3BI»). w

i1
'i
’.
CoobImanoch © Pa3BUTHH HEXeJNATelNbHBIX SBJICHHH co! .Q"qoporlm ]_IHC BKmoniaEnm’gx
rOJIOBOKPYIKEHHE, ATAKCHIO, IUIIIONHIO, HEUYSTKOCTh 3PEHUS U TomHoTS/ ¥ HAIHEHTOR, HAYABIITX
nprHEMaTh KapbamasenuH Ha (OHE TEpAIE JTaMOTPHIUKHHOM. OTH CHMITOMBI OOBIMHO
IIPOXOJIAITH TIOCTE CHIDKEHHS D03l Kapbamasemnuia. AHanoruuHbi sQext Habiroxancs npu
TpHeMe JTaMOTPH/UKUHA U OKcKapGasenyuHa 3/I0pOBBIMI JOOPOBOIBIAME; PE3YIBTAT CHIKCHH
7103 HE H3yYacsl.



B mureparype ecth cOOOIIEHHs 0 CHIKCHHH KOHIEHTPALIHE JIAMOTPH/PKAHA IIPU €ro IpHeMEe B
KoMOMHaMK ¢ OKckapbazenuHoM. OJIHAKO B IIPOCIEKTHBHOM MCCICHOBAHHH Y 3X0pOBBIX
B3POCIIBIX  JOOPOBONBIEE OBLIO IIPOJIEMOHCTPHPOBAHO, YTO IIPH COUETAHHOM IIPUMCHCHHH
namMoTpu/DkuHa B fose 200 Mr m oxckapbasenuna B jose 1200 mr, mu oxckapGazemuH, Hu
JIAMOTPH/DKUMH HE Hapymnaid merabonusm apyr gpyra. [lostoMy y mamueHToB, IOIydarommx
COIIY TCTBYIOLIYIO TEPAIIMIO OKCKapOasenuHOM, JOJDKEH HCIIOIB30BATHCA PEXKHM TO03HPOBAHHS KaK
1Ipi MPUEME JIAMOTPH/DKHHA B pamkax KOMOMHMPOBaHHOM Tepanuu Oe3 Bamblpoara W 0e3
MHAYKTOPOB IIIIOKYPOHU3AIMH JIaMOTPHJDKIHA (M. pasnen 4.2).

B nccienoBanun y 3/10poBEIX JOOPOBOJIBIEB COYETAHHOE TIPUMEHEHHE (esiGamaTa (B moze 1200
MI 2 pasa B cyTkH) u mamoTpupkiaa (100 Mr 2 pasa B cyTku B TeycHue 10 JTHEH) He PUBOIHI0
K KIIHHHYCCKM 3HAYUMBIM H3MEHEHUAM (papMaKOKHHETHKH JIAMOTPH/[KHHA.

Ha ocuose PETPOCIIEKTHBHOI'0 aHall34a KOHIICHTpaH JaMOTPHIKHHA B ILJIa3Me Y IIallHEHTOB,
ITOJTyqaronux JJaMOTPHIKHH B KOM6I/IH8,HHH ¢ rabaneHTHHOM HIIH Oe3 HEr'o, MOXXHO IT0JIaraTh, 4TO
rabareHTHH He IIPHBOJHT K H3MEHCHHIO KIIHPEHCa JIAMOTPHJDKHHA,

Bo3MOXHBIE  JleKapCTBEHHBIE — B3aUMOACHCTBHS  JIeBETHpaleTamMa TaMOTPHJDKHHA
HCCIJIC/IOBAIMCE TIPU OLICHKE CHIBOPOTOYHLIX KOHIEHTPAIHH 000HX MMpenaparoB B Xo/e miane6o-
KOHTPOJIMPYEMBIX KITHHAYCCKUX HCcIefoBaHui. [ToiyyeHHEIE IaHHBIe YKA3bIBAIOT HA OTCYTCTBHE
BIIMSAHKS JIJAMOTPH/DKHAHA M JIEBEeTHpALeTaMa Ha (papMakOKHHETHKY JIPYT JpyTa.

He nabmonanock pmusaus nperaGanmuaa B mose 200 mr 3 pasa B CYTKH Ha PaBHOBECHEIC
KOHICHTPAIMH JIAMOTPH/DKMHA, T.0. IperabaidH W JTaMOTPUJUKHH HE B3aHMOJEHCTBYIOT
(hapMaKOKHHETHYECKH IPYT C JIPYTOM.

IIpuvenenue TonpaMaTa He IPHBOJAIO K H3MEHEHHIO KOHITEHTPAIIHH JIAMOTPHDKHHA B IJIA3ME.
OznHako npuem NaMOTPHPKHHA HPHBOLIII K YBEIMYEHHIO KOHIICHTPAIIHA Tonupamara Ha 15%.

B uccnenosannu y nanuenToB ¢ snuiencuelt mpuem sonmamMua (s g03e 200 — 400 Mr B CYTKH)
COBMECTHO € JIAMOTPHIKHHOM (B j1o3e 150 — 500 Mr B cyTkm) B TeucHue 35 aHEH He TPHBOJHI K
M3MCHEHHIO ()apMAaKOKHHCTHYCCKHX [1aDaMETPOB JIAMOTPHIKHHA.

OmHoBpemenHoe TnpuMmeneHne Jaxocamuga (200, 400 HITH--600 Mr/cyTKH) e BIASII0 Ha
A\ C OB AH
KOHIIEHTPAIMK JIAMOTPHDKAHA B IUIA3ME€ KPOBH B Hnaueﬁd -KOI

HCCIICAOBAHUAX C YYACTHEM IIAIHEHTOB C nmapnuajibHbIMH andTynaMM CIIVE]
[Tpuxas Mun

||
B oObesuHeHHOM —aHamM3e JI@HHBIX  TPEX  IUIANE60-KOHTPOIHPYEMBIX * KIHHHUECKAX
MCCTICI0BAHKH, B KOTOPBIX M3yYalIH JIONONHHTEILHOE IPUMEHEHHE EpaMIIaHelIa y TalHeHTOB ¢
apuyuagbHbIME  IPUCTYIIAMH H IIEPBUYHBIMH TI'€HEPAIIM30BAHHBEIMU TOHUKO-KIIOHHYECKHMHU
NPUCTYTaMK, HauOojiee BBICOKAx M3yyeHHas mo3a mepamiasena (12 Mr/cyTku) mpuBommia K
NOBBIMICHHIO KIIMPEHCa JIAMOTPUKHHA MeHee ueM Ha 10 %.

Hecmorps na 1o, uro coobmanock 06 H3MEHCHHH KOHIEHTDAIMH B INIA3ME APYIHX
IPOTHBOSIIHIICIITHYECKHX — [IPEIIapaToB, KOHTPOIHPYEMBle HCCIEJOBAHMS IIOKA3ailH, UTO
JIAMOTPHJDKHH HE BIIMSCT Ha KOHIEHTPAUMH B IUIa3Me KPOBH JPYTHX MPOTHBOIIHICIITHYECKHX
CPEAICTB. Pesybrarel HCCICNOBAHMH i Vifro TOKa3allH, 4T0 JIAMOTPH/DKHH He BRITECHSIET JPyTHe
IPOTHBOIHJICTITHYCCKIE [IPENapaThl U3 CBA3H ¢ OElKaMHU IIa3Mbl KPOBH.
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BzauMopneiicTBHE C APYTHMH IMICUXOTPOIIHBIMH CPECACTBAMHA

Jlamotprmxus B fo3ze 100 Mr/cyr He BRI3BIBAT H3MEHEHHMs (ApMAKOKMHETHKM JHTHA IOCTE
IpUMEHEHHS G€3B0IHOTO [IOKOHATA JIHTHs (110 2 T' 2 pasa B JIeHb B TEUCHUE 6 JIHEH) COBMECTHO
¢ JIaMOTPUDKHHOM Y 20 3710pOBEIX 10OPOBOJIBLIICE.

MHOTOKpaTHBIH MprHeM GYIIPOIIHOHA BHY TPh HE OKa3bIBaJl CTATUCTHYECKH 3HAYMMOI'0 BIMSHAS Ha
dapMakOKMHETHKY —OJIHOKPATHOM JIO3BI JIAMOTPHDKMHA y 12 [AlECHTOB M BBI3BIBAN
HE3HAYMTEIBHOE YBEJIMUEHHE IUIomany 1oj| kpuBoil komnentpamuu (AUC) mamoTpu/pKuHa
TIIFOKY POHHJIA.

B uccieJoBaHiy Y 3J0POBBIX B3POCIHBIX JI0OPOBOJILIIEB OJIAH3AIIHH B J103€ 15 mr camwxan AUC u
Crnax TaMOTpHDKEHA B cpejiHeM Ha 24 % 1 20 % coOTBETCTBCHHO. JIamorpumkeH B mo3e 200 Mr
He BIEsUI Ha (hapMaKOKHHETHKY OJlaH3aliHa.

MHOroKpaTHbIi mpueM JaMoTpupkuHa B poze 400 Mr B CYTKH HE OKa3blBall KIMHMYCCKH
snaunMoro sddekra Ha (PapMAKOKMHETHKY PHCIEPHJIOHA TOCTE TIPHEMA PasOBOH MO3BI 2 MT
YETBIPHAIATBIO 30POBEIME JIOOPOBOJIBIIAMH. IIpu 3TOM OTMEYANACh COHIMBOCTL: y 12 m3 14
[AIMEHTOB IIPH COYETAHHOM IIpHeMe JIAMOTPHDKHHA | pucnepuyiona; y 1 u3 20 nanuenros Ipyu
TIpreMe TONBKO PHCIIEPHIONA; HU Y OJIHOIO NAIMEHTa — IIPH IIPHEME OIHOTO JIaMOTPH/DKAHA.

B wmccrenoBanuu y 18 B3pOCHBIX MAIMEHTOB C OMIOJSPHBIM PACCTPOHCTBOM IIEPBOTIO THIIA,
NPHHEMAONIHX JIAMOTPH/DKHH B COOTBETCTBHH C yCTAHOBJICHHBIM PEXHUMOM JI03HPOBAHHUS (100-
400 mr/cyT), mo3a apunuipanosa 6euia ysemndena ¢ 10 mr/cytku no 30 MT/CYTKH B Te4deHue 7
JHel ¢ ManpHEHIIAM NPHEMOM apUITHIIPA30Jid OJIUH pa3 B CYTKH B TEYEHHE MOCIELYIONHX 7 THEH.
B pesyubrare 65110 otMeueno camkenne AUC i Cmax TAMOTPUIDKMHA B cpefiHeM Ha 10%.

DKCIEPUMEHTEl in Vilro [OKa3and, 4YTo HMHKYOAIWMs ¢ aMHTPHITHIMHOM, OyIpOIHOHOM,
KTOHA3EIAMOM, TAIOIEPH/I0JI0M HIIH JOpa3elaMOM OKa3bIBAET MUHEMAIbHOE MHTHOMpYIOLiee
BIMSIHHE HA OOPA30BAHHE MEPBHUHOTO MeTAbOJIHTA JAMOTPHIDKMHA 2-N-TIIOKYPOHH/E. DT
FCCITE/IOBAHMS TAKYKE IT03BOJAIOT IPEIIOI0KHTh, UTO KIO3AIHH, (IIyOKCETHH, (eHensuH,
DPHCIIEPH/IOH, CEPTPATHH WJTH TPA30 0 TAKIKe BPSI/T JIH MOTYT OKA3hIBATh BIMSHHUC Ha META00IIM3M
JTaMOTPHJDKHHA,

Kpome Toro, m3ydenue meraboimsMa GyQypasnona MUKPOCOMAIBHEIMA (hEPMEHTAMH IICUEHH,
BLIZCIEHHBIMHA Y YeJIOBEKa, 103BOJISIET CAENATh BBIBOJL, YTO JIAMOTPH/KHH HE CHIDKACT KIHMPEHC
[PEapaToB, METAOONH3UPY FOIIHXCS IIPEHMYIIECTBEHHO usopepmertamu CYP2D6.

BaauMoaelcTBEE ¢ TOPMOHAIBHBIME KOHTPAEITHBAMH

Clivi

i N ' fent
Brusinule 20pMOHAIBHBIX KOHMPAYENMUBo8 Ha (hapmakoKunGmuKy LaMompuodIcund. .-
i S N i AT

B uccrenoBaHMM Yy 16 IKEHIMH-T0OPOBOJNLIEB NPUEM KOMOMHHMPOBAHHBIX I[EPOPAIBHBIX
KOHTPAIENTHBOB, cojeparnux 30 MKT STHHHIDCTPauoia i 150 MKT ICBOHOPIeCTpeia, BLI3BaN
PUOIH3HTEIBHO IBY KPATHOE OBBIIIEHHE KIIMPEHCa TAMOTPHDKHHE (TIOCIIC €T0 IpHeMa BHYTpB),
uyro npuseno k cHwikenuio AUC # Cpuax JIAMOTPHDKHHA B CPEAHEM Ha 52% u 39%,
COOTRETCTBEHHO. B TeueHne Heienn, CBoO0/IHOM OT IIpHeMa akTHBHOTO TIperiapata, HabJro 1al0Ch
[OBBIIIEHAE TUIA3MEHHOM  KOHIEHTpAIlMH  JIAMOTPHIDKHHA, IIPM  9TOM  KOHIEHTPAIHA



NaMOTPHDKKHA, H3MEPEHHAS B KOHIIE 9TOH HEICIH neﬁeﬂ BBEJICHUEM CJIE/yIomeil o351, GbLIa B
CpelHeM B 2 pasa BBINIC, YeM B IIEPHON aKTHBHOW Tepammu (oM. pasuen 4.4). IlpuMencuue
TOPMOHAJILHBIX  KOHTPAEHTHBOB HEe TpeOyeT KOPPEKTHPOBKH PEKOMEHIYEMOT0 pEKHMA
TIOBBIICHHUS 103 ITAMOTPHJPKHHA, OJIHAKO B OOJILLIMHCTBE CIydYacs MPH HadYalle WIH IpeKpAaIeH I
IpHeéMa TOPMOHATBHBIX  KOHTPALICNTHBOB  MOTPEOYETCS NOBBINEHHE WIIH  CHIKEHHE
IO/UIEPXKHUBAIONIEH JO3bI IAMOTPHIKHHA (CM. paszern 4.2).

Bnusinue JICUI'IO???}IH()DICHHG HA gbap.warcorcuyemwy COPMOHANILHBIX KOHMPALenmueoa6

B uccienopanny y 16 KEHIHH-I00POBOJIBIEE B IEPHOA PABHOBECHBIX KOHIICHTpAIAH
maMoTpuJKiH B o3¢ 300 Mr He Biuan Ha (apMaKOKHHETHKY STHHHIICTPAIHONA — KOMITOHEHTA
KOMOMHHPOBAHHOTO TI€POPAIBHOTO KOHTpANeNnTHBAa. OTMEYanoch HEGONBINOE MOBBIIIECHHE
KIIMpEHCa BTOPOTO  KOMIIOHEHTA MEPOPalbHOIO KOHTPAIENTHBA — JIEBOHOPIECTPENa, UTO
npusoauio K cHKeHHI0O AUC m Chmax JieBoHOprecTpena ua 19 % u 12 %, coOTBETCTBEHHO.
Wsmepenne cesoporounsix OCIY, JII' u scTpannona Bo BPeMsi STOTO HCCIEOBAHMS BEISBHIIO
HEDOMBIIOE YMEHBIIEHUE TOJIABIEHHSI TOPMOHAIBHON AKTHBHOCTH SHYHHKOB HEKOTOPBIX
KCHIIAH, XOTS H3MEPEHHE INIA3MEHHOH KOHIEHTPaIlMH IIPOTreCTepoHa HU y OIHOM U3 16 IKEHIHH
HE BBIABHMJIO I'OPMOHANBHBIX IOJITBEPKACHUE OBy siuH. BiugHHe yMepeHHOro MOBBIMIEHHs
KIIMpEHCa JIEBOHOPrecTpesia W WM3MEHCHMS IUlasMeHHBIX Kouuentpamui @OCIT u JII' Ha
OBYJISIMOHHYIO aKTHBHOCTh SIMYHHKOB HE YCTaHOBIEHO (cMm. pazuen 4.4). BiusHue o3
Jamorpu/kuHa BeIte 300 MI/CyT He M3y4anoch, M HCCIEIOBAHHS C BKIIOYCHHEM JIPYTHX
TOPMOHAJIBHEIX IIPETIAPATOB HE IPOBOIMIINCE,

BzauMoieicTBHSI ¢ JAPYTUMH HpenaparaMu

B uceneosannn y 10 My»xunn-106poBoIbIeB PUOAMITHIME TOBLIIAT KIMPEHC TAMOTPH/PKUHA
V. CHIDKAJI €70 HEPHOJ IIONYBBIBE/CHUs Oyarojapsi MHIYKIHH MHKPOCOMAIBHEIX (JepMEHTOB
ICYCHH, OTBETCTBECHHLIX 3a IJIFOKYPOHH3AUMIO. Y IIAIMEHTOB, MONYYalONUX pUPAMIMIUH B
KaueCTBE COIYTCTBYIOMICH TEepAlH, IOJDKEH HCIIOJIB30BATECS COOTBETCTBYIONIMH PEXuM
JIO3UPOBAHUS JTAMOTPHIKUHA (cM. pazzen 4.2).

B wucciiesioBanun y 370pOBBIX JIOOPOBOJLIEB NPH HMPHMCHCHUH JIOIIMHaBHpa/pUTOHABHPA
HAbIIO/[ANI0Ch  CHIDKEHHE KOHIEHTPALMK JIAMOTPHIDKHHA B IUIasMe IIPHMEpHO Ha 50 %,
BOSMOKHO, ~ BCJICACTBHEC ~MHJYKIHH [DJIOKYPOHM3AaIMH. Y  [AllMEHTOB, IPHHHMAIOIIIX
COITY TCTBYIOIIIEE JeUyeHHe JIOIIMHABUPOM/PHTOHABHPOM, JIOJDKEH HCI0JIB30BATHCS
COOTBETCTBYIOLIHH PEeXHM JIO3HPOBAHHA JIAMOTPHKUHA (CM. pazaen 4.2).

B uccnenoannu y 310poBEIX JIOOPOBOJIBIEB IIPUEM aTasaHaBupa/putonasupa (300 mr/100 mr) B
TeueHue 9 JHeH MpUBOIMIT K CHIMKeHHIO 3HaueHuit AUC H Cmas TaMOTpufiKiia’(8 pazosol j1o3e
100 mr) mpumepno Ha 32 % 1 6 %, cooTBeTCTBEHHO. Y HaHFéﬁTOB ﬂoﬁyﬁaromnx cony‘i*ciisy}omee
JIeYEHHE aTa3aHaBHPOM/PHTOHABUPOM, JIOJDKEH HCHOJ‘IESOB&TBC}I COOTBeTCTBonmHﬁ pe}KHM
JIO3UPOBAHHS JTAMOTPHKMAHA (CM. paszzen 4.2). ,, ——

B uccienoBanuy Ha 30POBBIX B3POCHEIX J0OPOBONBIAX mapaneramon 1 r (IpHHUMAeMbI
deThipe pasa B nenb) cumkan AUC mmasmsl 1 Cmin namorpumpkuna B cpeueM Ha 20% u 25%
COOTBETCTBEHHO.
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JlaHHbIE OIEHKH in Vitro yKasplBaoT Ha TO, YTO JAMOTPHJDKHH, HO HE €ro metabonut 2-N-
TIIOKYPOHH/L, SIBJISETCS HHTHOUTOPOM TPAHCIIOPTHOM CHCTEMBI Opranuyeckux karunoHos OCT2 B
KJIMHAYIECKH 3HAYMMBIX KOHIIEHTPAIMsX. JTH JIaHHBIE yKas3hIBAKOT Ha TO, YTO JaMOTPHJDKHH
spistercss uaruouropom OCT2 ¢ Benmumuoit ICso 53,8 mxM. CodveraHHOE IPUMEHEHHE
NAMOTPHDKAHA C JIEKAPCTBEHHBIME CPEICTBAMH C TIOYEYHOH 9KCKPELHCH, SBIMIOMMMHUCH
cyberparamu OCT2 (nanpumep, MeTHOPMEH, TabaEHTHH W BAPCHUKIIMH) MOXKET IIPUBOIHUTE K
YBEJIMYEHHIO KOHIIGHTPAIMH JIAHHEIX JIEKAPCTBEHHBIX CPEJICTB B IIa3Me.

Knuandeckasd 3HAUMMOCTH JAHHOTO SBJICHHS HE Obl1a TOYHO OIIpeaeieHa, OJHaKo CICOYCT
CO6HIO,E[3.TI> OCTOPOXKHOCTE IIPH COBMECTHOM IPUMEHEHHNH JIAaMOTPHIDKHHA C BBIICYKa3aHHbIMH
JICKapCTBEHHBIMH CPEICTBAMU.

4,6. @epTHIBLHOCTH, 0€PEMEHHOCTH H JIAKTAIMSA
OO0muii pUCK, CBA3AHHBIA ¢ NPUEMOM IPOTHBOIMHIENTHIECKHX NpenapaToB

JKeHIMHAM IETOPOHOro Bo3pacta Tpebyercsi KOHCYIbTaIus crnenuanmcra. Heobxonumocts
IPOTHBOSIMIIECTITHIECKOTrO JISYeHHs NODKHA OBITh NePecMOTPEHA, KOT/Ia JKEHIIMHA IIaHHPYCT
GepeMeHHOCTh. Y JKEHIMH, MOJyYaiOlINX JIEYEeHHe IO IIOBOIY OSMUJIENCHH, HEOOXOIMMO
u36eraTh pe3Koi OTMEHBI IPOTHBOAIMHIICIITHYECKHX TIPENAPATOB, TAK KaK 3TO MOKET IPHBECTH K
PEIHIMBY SIHICITHICCKUX IPUCTYIIOB, KOTOPBIC MOTYT BBI3BAaTh CEPLE3HBIE IOCIEICTBHSL ¥
YKCHIMUHEI ¥ 1110712, 110 BO3MOXKHOCTH CJIEyeT OTaBaTh IIPEJITOYTEHHC MOHOTCPAIIUH, TaK KaK
JleYeHre HECKOJBKHMH IIPOTHBOSNMIEITHYCCKHMA CPEICTBAMH MOXET OBITh CBS3AHO C
[OBBIIEHHBIM PHCKOM BPOYKICHHBIX IIOPOKOB, 110 CPABHEHHIO C MOHOTEPAIIHEH, B 3aBHCHMOCTH
OT KOHKPETHBIX IPOTHBOIIMIICITHIECKUX CPEJICTB.

Puck, cBA3aHHBIN ¢ IPHEMOM JIAMOTPH/IKHHA
bepemennocrn

BoJIpIIIOe KOJMYECTBO JAHHBIX MOHOTEpPAITHH JTAMOTPHJPKAHOM Y JKEHIMH B TE€YCHHE IEPBOTO
tpuMecTpa Oepemenmoctd (6onmee 8700 ciyuae) He JISMOHCTPHPYET CYIIECTBEHHOIO
YBEJNIUUEHHs] PUCKA PA3BUTUSI OCHOBHBIX BPOXKACHHBIX aHOMAIIM

,_BKIIEOYAs IIOPOKH Pa3BUTHS
oriplisiiHoe. Boifeicibit na|

MOJOCTH pTa. McCiue0BaHus Ha JKHBOTHBIX BBIABHIIHA HG65’I&F
BHYTpHYTpOOHOE pa3suTHE (CM. paszien 5.3). s

c

AOYAT [1e
BOOXPAI {115 §
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[Mpukasz M 1 3DABCOR paHenna §

Ec/i TpHeM JIeKapCTBEHHOTO cpeicTBa JIaMEKTan BO BpeMsl..OCPCMEHIOCTH  CUUTACTCS
HEOOXOAUMBIM, PEKOMEHIYETCS Ha3HAYCHHE HAMMEHBIIEH TepaleBTHIECKOR T035L.

JlamoTpumxuE 06azaeT cnabbiM HHIHOHPYIONHM > PEKTOM Ha pelnyKTasy JUru/podoireBoi
KUCIOTHl M II09TOMY TEOPETHYECKH MOXET IPHBOJIUTH K YBEIMYCHHIO DPHCKa HapyIICHHH
SMOPHO(ETATHHOTO PA3BHTHs Yepe3 CHIDKCHHE YPOBHS (omeBoi KucnoTeL. [Ipy riannpoBanuy
GepeMEHHOCTH M Ha PAHHHX CPOKax OEpPEMEHHOCTH MOXET OBIT PAacCMOTPEH BOIPOC O
HazHAYCHUH (OIMEBON KMCIIOTEL.

MU3HOIOrHYECKHE H3MEHEHHs BO BpeMsl OEPEMEHHOCTH MOT'YT OKa3bIBAaTh BIIMSHHUE Ha YPOBEHB
JIAMOTPHIKHHA H/UIH €r0 TepaneBTHUecKHi a(dexr. MMerores COOOIICHHS O CHIKCHHH
KOHIICHTPAIIHK JIAMOTPHKHHA B IUIa3ME€ KPOBH BO BpeMs OEPEeMEHHOCTH C IOTEHIHAIBHBIM



PHUCKOM IIOTEPH KOHTPOJLS HaJl IpUcTyIiaMu. [loce posoB KOHIEHTpalny IaMOTPHDKMHA MOTY T
OBICTPO BO3PACTH C PHUCKOM MOSBICHHS J0303aBUCHMBIX MOO0YHBIX 3((eKTOB. IloaTomy
CHIBOPOTOYHBIC KOHLCHTPAIMH JIAMOTPHIDKMHA CJIEJlyeT MOHHTOPHPOBATHL JI0 H B TEUCHHE
bepeMeHHOCTH, a Take 1ocie pojoB. IIpH HeoOX0IMMOCTH 1032 MOXKET KOPPEKTHPOBATHCS ¢
LEJIBIO NOJJIEPIKAHMS CHIBOPOTOYHOM KOHIEHTPAIMK JTAMOTPHJIKHHA HA TOM K€ YPOBHE, UTO H
J10 OEpEeMEHHOCTH, JTMO0 KOPPEKTHPOBATHCS B COOTBETCTBAH ¢ KIMHUYECKOM cuTyaueii. Kpome
TOrO, TIOCJIE PO/IOB HEOOXOIUMO TIPOBOJUTE MOHHTOPHHT J{0303aBUCUMBIX TOBOUHBIX PEaKIHi.

Jaxranus

JIaMOTPHKMH TIPOHMKAET B IPYIHOE MOJIOKO B BBICOKOBApHAOENHLHBIX KOHIEHTPAIHSX, B
pe3yIbTare, O0IIHH YPOBEHE IAMOTPHIKMHA y MIa[IEHIIEB MOXKET JIOCTUIaTh IpUMepHO 50 % ot
YPOBHS, 3apCTHCTPUPOBAHHOTO y Marepu. Takum o0pazoM, y HEKOTOPBIX HETe, HAXOSIUXCsI
Ha IPYHOM BCKAPMIIMBAHHH, CBIBOPOTOYHbIE KOHIEHTPAIIMH JTAMOTPHDKAHA MOIYT JOCTHIATh
YPOBHEH, IIPH KOTOPBIX MPOSABISIOTCS (hapMaKoIorHueckue 3G PeKThL.

Heobx0/MMO  COOTHOCHTE HOTCHIMAIBHYIO TOJB3Y OT KOPMJIEHHS. TPYIHBIM MOJOKOM H
BO3MOXCHBIH PUCK Pa3sBHTHSA MOOOYHBIX 3G dexToB y Miajenna. Ecii jKeHIIn A, HaX0IsIascst
Ha TCpaluy JaAMOTPUKUHOM, IPHHAMAET PELIEHHE O I'PY/IHOM BCKapMIHBAHUH, HEOOXOIUMO
IIPOBOJIMTE MOHMTOPHHT IOOOYHBIX PeaKiuii y pebenka, Takux KaK BANOCT, CHIITb H OTCTABAHHE
B IpuOaBKE MacChI TEIa.

DepTUIBLHOCTH

WsydeHue Ha OKMBOTHBIX HE BBIABHIIO HAPYIUCHHs ()EPTUIBHOCTH IIPH HA3HAYCHHH
JIaMOTPH/JIKHHA,

4.7. Biasinue HAa €NMOCOOHOCTL YNPABJISITH TPAHCHOPTHBLIMHM CPEJCTBAMH M paGoTaTh ¢
MeXaHH3MAMH

B cBmum ¢ wmamuuuem HHIHBHIOYaJIbHBIX ocobeHHOCTEH IIpH  OTBETE Ha JICYEHHE
IIPOTHBO3MHUIICTITHYCCKHMH  JIEKAPCTBCHHBIMHA CpeacTBaMu, IIallMEHTaM, M[IPHHUMAIOIHM
JlamukTan LA JICHCHHS  3IIHJICIICHH, H606XOI[HMO IPOKOHCYJIETHPOBATECA C BpadyoM B
OTHOIICHWH BO3MOXKHOCTH YIIpaBJIICHHA aBTOMOOHIIEM IIPH DITHIIETICHH.

Hccnemopanus 1o OIEHKE BIIMSHHS JTaMOTPH/DKAHA HAa CIIOCOGHOCTH BOJMTEH ABTOMOOHIIL MK
YUPABIATE MEXaHU3MaMHM HE IPOBOJAMIKCH. JIBa MCCIEOBAHUS C YYACTHEM 3JI0POBBIX
JIOOPOBOJIBLEB TI0KA3a/M, UTO BIHAHHE JIAMOTPH/PKHHA HA TOYHYIO BH3YaIbHO-IBHIATEIHEHYIO
KOOPJMHAIMIO, JIBYOKCHHS TJA3, PaBHOBECHE Tela M CyOBEKTHBHBIN CemaTHBHBIH s(dexT He
OTNHYacTCs OT Imanedo. B winnuYecknx MCCIEIOBAHHAXK BHIABJIEHBI MOOOYHBIE PEAKIHH
HEBPOJIOTMYECKOT0  XapakTepa (TOJOBOKPYMKEHHE M AHIUIONHS), CBI3aHHEIE C IPHEMOM
NaMOTPUJDKHHA. PellieHne 0 BO3MOKHOCTH NAlMEHTa, IPHHIMAIOIIEr0 JAMOTPUIKMH, YIIPABILITD
aBTOMOOMIIEM MM JABHKYIIHMECS MEXaHU3MaMH JOJDKEH NPUHATH Bpad. llamueHT moImkem
OLCHMBATh, KAaK JIEYCHHC mpermaparoM Jlamukran siuser Ha Hero, mepejt YHpaBlleHHEM
aBTOMOOHIIEM HITH JBIDKYIITHMECS MEXaHU3MAaMH.




4.8. HexenarejibHble PeaKIHH

[Ipodmiis MOBOYHBIX peaxiuil IpH IPUMEHEHHM JIAMOTPHJDKHHA UL JICUEHUS SIHJICTICHH
OUIIOJNAPHOrO PAcCTpPOHCTBa OCHOBAH Ha MAHHBIX, IOMYHYCHHBIX B XOJE KIMHHYECKHX
HCCIENOBAHMN, a Taloke B XOJe KIMHHYECKOTO OnbiTa npuMeHeHus. Ilobounbie peaknuu
IIpeCcTaBlerbl B TabiuIe Hike. Jacrora BCTPEIaeMOCTH ONPe/eNsNach B XON€ KIMHIICCKAX
MCCICIOBAHKIT MOHOTEPAITHH DIHIEICHE (OTMEYCHBI 3HAUKOM *) M OMIIOIPHOTO PAcCTPOHCTEA
(oTMeYeHBI 3HaukoM ). B ciydasx, eciM dYacTOTa BO3HHKHOBEHHS [OOOYHON peaKiuu
pasnuuanach B KIMHAYECKHX HCCICOBAHMAX OSIMJIEICHE ¥ OHIOJISPHOIO PaccTPOHCTBA,
HCIIOJIb30BaNIachk Ooiee BhIcoKas gacToTa. OHAKO €CIIH JaHHBIX KOHTPOJIMPYEMbIX KITHHHYCCKUX

HéCJIG,[[OBaHHﬁ IIOJIYUYCHO HE 651]'[0, KaTeropuy 4YacTOThl ONPECHCIANNCE Ha OCHOBAHHH
KIHHAYCCKOT'O OIIbITa MIPUMCHCHHAL.

HeskenaresbHbIE SBICHHS, TIPEJICTABICHHBIC HUKE, TIEPEYHCIICHBI B 3aBHCHMOCTH OT aHaTOMO-
dusmonornueckoif KraccHUKAIMK M YACTOTBI BCTpeyaeMoCTH. dacTora BCTPEHacMOCTH
OIPEIENIAIACH B XOJIe KIMHMUECKAX UCCIeI0BAHMN H KIacCHQHUIMPYETCst CICAYIONHM 00pasom:
ovens yacmo (>1/10), wacmo (>1/100 u <1/10), newacmo (=1/1 000 u <1/100), pedxo (=1/10 000

1 <1/1 000), ovenwv pedxo (<1/10 000), yacroTa HEH3BECTHA (JACTOTA HE MOMKET OBITH OLIEHEHA 110
UMEFONIMMCS TaHHBIM )
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Cucremuo- HexenatensHoe sigjienue Yacrora
OpraHHBIH KiIace BO3HHKHOBEH
ust
Hapymrenust co | lemaronoruueckue  mapymrenust',  Bkmodas | OueHb peKo
CTOPOHBLI  OPraHoOB | HEUTPOIIEHHMIO, JIEMKOIICHHUIO, aHEMHIO,
KPOBETBOPEHHSI | | TPOMOOLUTONIEHHIO, HAHIUTOIICHHIO,
nuM(paTHyecKoi aruTaCTHYECKYIO aHEMUIO, H arPaHyJIOHTO3
CHCTEMEI
I'emoaronurapumii muMporucTHonuTo3 (pasen
Ouenn pejiko
4.4)
1 Hemnssecrao
Jlumbanenonatus
Hapymenus co | CHHOpPOM rHITEpYyBCTBHTEIEHOCTH > Ouensb pejiko
CTOPOHEI
MMMy HHOR I'unorammMariio0ynuHeMus Yacrora
CHETEREL HEH3BECTHA
[Teuxuueckue ATpecCHBHOCTB, Pa3paskuTENFHOCTD Yacro
paccTporcTBa
CryTaHHOCTB CO3HAHMS, TAJUIIOIHHALIHNH, THKH Ouens pejko
Hounsle kommmapsr HewnssectHO
Hapymenus co | F'onosuas 6omp ™ Ouenbr  vacTo
cropons!  HepsHo#t | Commusocts'™,  ronosoxpywenme’™,  rpemop,
CHCTEMBI Gecconnmta’ TPEBONKHOE Bo30yxenne’ | Yacro
Araxcus’ He yacto
Hucrarm |, acenrruuecknii MmenunruT (pazmen 4.4) | Penxo
[ITaTkocTh, JIBUT'aTeJIbHBIC paccrpoiictsa, | OueHs pesko
obocTpenue bosezHn [Tapkuscona ?,
sKcTpamupamuaHble 3ddexts, xopeoareroz |,
y4YalleHHe IPHIIAJKOB
Hapymenwust co | Jlumionus ', He4eTKOCTh 3peHus | Heuacro
CTOPOHBI  Oprama
3peHust KoHbIOHKTHBHT Penxo
Hapymrenust co | Tommora', proral, muapes®, cyxocts Bo pry? YacTo
CTOPOHBL s s iy e i
KEITY OYHO- BHIL

KHIICYHOTO TpaKTa

¥
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Hapyenus co | ITeyeHounass  HENOCTATOYHOCTh,  Hapymenue | O4yeHb peiko

CTODOHBI NIEUCHH ¥ | QYHKIMHA HeueHr *, NMOBBIICHHBIE TOKa3aTeNeH

KEITUEBBIBOIAIITHAX (I)}’HKIJ,I/II/I IICUCHH

myTei

Hapymenus co | Koxxmast cemp’ ' OueHb YacTo

CTOPOHBI KOXH M

OKOMKHBIX TKaHeH Amomienus Heuaacto
Peakiiyy CBETOIYBCTBHTEIBHOCTH Hewacto
Cunazipom Crusenca-J[oncona’ Penxko
ToxcHYeCKHH DITHIEPMAIBHBIH HEKPOJIH3 OueHsb pejiKo
JlexapcTBeHHAsA KOJXKHAs peaxmust, | OueHb peiKko
COIIPOBONK/IAIOIIASICS 903uHO(HITHEH %4

CHCTEMHBIMH TIPOSBIEHUSIME

Hapymenust co | Aprpanrus® Yacto
CTOPOHBI CKEJIETHO-

MEIIETHRoM . BoJr9anouHo-1000HbIE peaKiuy O4eHpb penKo
COEIHIHTEJIFHOH

TKaHeH

Hapyenus co | TyOymonHTepCTHITHATBHEIH Hedpur, | HemssectHo
CTOPOHBI TIOYEK H | TyOYJIOMHTEPCTHIMANBHBIH HEDPAUT U CHHAPOM
MOYEBBIBOJISTITHAX yBEHTA

nyTel

O01mue TToBrImeHHAs yTOMHHeMOCTBt Gonst, Gomp B | Yacto
paccrpoiicrea | cnmme’

HapyIIeHHs B MECTC
BBCIOCHH

Onucagye BEI00OPOYHEIX HEKEIATEIbHEIX DeaKHI/Iﬁ

g 3
| [ eMATOMIOrHHYECKHE AHOMAIHH 1 JHMbATEHOTATHS MOTYT OBITh CBS3AHEI HUIH He ObITh CBA3aHbI
C JIEKApPCTBEHHOW KOXHOM peaKiiuel, COIpPOBOIIAIOIICHC 903MHODUINEH M CHCTEMHBIMH
npossaenusiMu  (DRESS-cHBIpOMOM)/CHH/IPOMOM  THIIEPYYBCTBHTEILHOCTH (eMm.  «Ocobple
yKa3aHus ¥ MEPHI IPEIOCTOPOXHOCTH TIPH IpUMeHeHHu» i «Hapymenus co cTOpOHbI HMMYHHOM
CHCTEMBI»).

2 3aperucTpEpPOBAHBI CILyYaH IOABIECHHUH ChIIIM KaK CHMIITOMA DRESS-cunapoMa. IT0 COCTOSHHE
CBSI3aHO C pasM4ibiM  HaOOpPOM — CHCTEMHBIX —CHMITOMOB, TaKMX Kak JIMXOPa/Ka,
nuMQaeHomaThs, OTEK JIMIA, Hapy ICHHUS COCTAaBA KPOBH, HAPYINCHUS (YHKIIIH IIEYEeHH 1 II0YEK.
CHHZIPOM OTIHYAETCS IIIPOKHM CHEKTPOM KIMHUYECKOH TAKECTH M MOXCT B PEIKHX CIyHasdx
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IPUBOAHUTE K PasBUTHIO CHHJIPOMA JIHCCEMIHHPOBAHHOIO BHYTPHCOCYAUCTOIO CBEPTHIBAHUS H
NOJMOPranHOH  HENOCTATOMHOCTH.  BaHo — OTMETHTh, 4YTO  paHHHE  IIPOSIBIEHHMSI
PHIICPYYBCTBUTENLHOCTH (HAlPUMED, JHXOpajka, JTUM(ajeHonaTus) MOryT IIPHCYTCTBOBAT
A@XKe TIPH OTCYTCTBHM CBINH. IIpy HanMHYMK Takux MPU3HAKOB H CHMIITOMOB TIAIHEHTA ClICyeT
HE3aMCJUTHTEIIBHO 00CIe0BaTh, B HEBOBMOXKHO YCTAHOBHTE ANBTEPHATHBHYIO STHOJOIHIO,
HEOOXOJMMO OTMEHMTH TpHeM npenapara Jlamuxran (pasjern 4.4).

Hanuple 5(QeKTsl 3aperucTpupoBansl BO BpeMs JPyroro KIMHHYECKOI'0 HCCIIEIOBAHMS,
3aperucTpupoBansl COOOIEHHS O TOM, YTO JaMOTPHIUKHH MOMKET yXYALIAThE CUMIITOMBI OOJIe3HH
[TapkuHcOHa y DAl[HEHTOR ¢ -MUATHOCTUPOBAHHOH GOJIe3HBIO 1. [apxuncona, a Takke OT/ENBHEIC
coobmenns 06 SKCTpamHpaMEIHBIX 3(QexTax u XOpeoareTo3e y IalmueHTOB 0e3 JaHHOTro
OCHOBHOTO 3aboJieBagus.

' Hapymenue ¢ymiums medenu OGBMHO BO3HMKAST B COYETAHHH G peaknusIMu

THMEPYYBCTBHUTEILHOCTH, HO TAKMKE 3apEerACTPHPOBAHBI OTACILHEIC CIIyYau HapylIICHH (l)YHKL[HI/I
neueHu 6e3 OYEBHUJIHBIX IIPHU3HAKOB IT'HIIEPUYYBCTBUTEILHOCTH.

> B KIMHIYECKHX HCCIIEI0BAHUIX Y B3POCIIBIX IAIIMEHTOB KOXKHBIEC BHICHIIAHHS BOSHUKAIH Y §—
12% manuenTo, NpHHAMABIIHX JIAMOTPUIDKUH, H Y 5—6% HAIHEHTOR, NPHHUMABIIHX I1aebo.
KoxXHbBIE BRICHIIAHMS IPHBEIH K OTMEHE JICUCHHS JTAMOTPHIKHHOM y 2% narentoB. ChIIb, Kak
NPaBUIIO MaKyJIOIIAITyIe3Hast IT0 BHEIIHEMY BHAY, OOBIMHO MOSBISIETCS B TCUCHHE BOCEMHE HEJIE/b
TIOCIIC Haval1a JICUCHHS | IIPOXOMHT Tocie oTMeHn! Jlamukraina (pasaen 4.4).

3aperncTpUpPOBaHbl CEPhE3HBIE, OTEHIMAIBHO ~OIACHBIE TS JKH3HH KOYKHBIE BBICHITAHMS, B TOM
ancne cunapoM CruBeHca-/[KOHCOHA M TOKCHYECKHil SIHAECPMAIBHEI HEKPOJIA3 (cupIpoM
Jlaitera), a Taxoke NeKapcTBEHHAs KOXKHAS PEAKIHS, COIPOBOYKIAIOIIASCS 203UHOHIINEH |
CHCTEMHBIMH nposiBreHusiMU (DRESS-cunnpom). HeeMoTpst Ha T0, 4TO 60IBIMMECTBO MAIMEHTOR
BLI3AOPABIMBAIOT TIOCIE OTMEHBI JICUECHHS JIAMOTPH/DKHHOM, Y HEKOTOPHIX IAIlHEHTOR
COXPAHAIOTCS PyOLIBI M BCTPEUAROTCS PEJIKHE CIIyUau JIETANILHOI0 HCX0/a (pasjel 4.4).

OO1IHit pUCK NOSIBICHHUS CBIITH, T10-BHIAMOMY, TECHO CBSI3aH CO CJIEYIOIIUMHE (haKTOpaMHu:

- BBICOKME HAYaNbHBIC JI03bl JIAMOTPHM/DKMHA U  IIPEBBINEHHE PEKOMEHIOBAHHOIO
TIOBBIICHHS 03EI JIAMOTPHKHIHA (pasjien 4.2)

- OJHOBPEMEHHBI IIPHEM Bablpoara (pasjen 4.2).

Coobmanocs o CHIKEHUH MEHEPATBHOR IUIOTHOCTH KOCTHOM TKAHH, OCTEOICHHH, OCTEOII0PO3e
H IIepeyioMax y Nal|eHTOB, JIHTEIBHO TPUHEMAIOIHX JIAMOTPIIHH. MexaHHSM © I"IOMOI_L[BK)
KOTOPOI0 IAMOTPHIPKUH BIHAET Ha MeTaDOJIM3M KOCTEH, He YCTaHOI?JIeH, ‘ Senir

J=im:.‘.:" Mt

WudopmupoBanie 0 nmog03peBaeMbIX I0O0YHBIX PEAKIIHAX

IIpenocrapnenne MH(GOPMAIHK 0 HOAO3PEBAEMBIX ITOGOYHBIX PEAKIHSX, BHIARICHHBIX [OCIE
perucTpanyy, HMeeT OOJBIIOE 3HAYCHHE, TaK KaK I[I03BOJISET IIPOBOJUTH IMOCTOSHHbIH
MOHHTOPHHI' Oallanca MoJb3bl H PHCKA JIEKAPCTBEHHOIO CcpeicTBa. COOBIIATH 0 OBHIX
TMO/I03PEBAEMBIX  TTIOOOYHBIX ~ PEAKLHAX CHENHMATHCTEI 0OIaCTH  3APABOOXPAHCHHS MOIYT
IIOCPE/ICTBOM HAIlHOHANIBHOH CHCTEMBI HH()OPMHPOBAHHA.
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4.9. IlepenozupoBxa
Cumnmombl U NPUSHAKU

Coobmiaock 00 OCTpO  Iepe/ilo3MPOBKE B J103aX, [PEBBHINAIONMX — MaKCHMalbHBIC
teparnesTndeckre B 10-20 pas, BKIIOYAs CIydad C JICTATbHBIM HCXOJIOM. [lepenozuposka
NPOSIBUIIACE CUMITTOMAMH, BKIIIOUABIIMMH HUCTArM, aTakCHIO, HapyIEHHs CO3HAHHIL, O0TBIION
CYJIOPOXKHEIH TMpPHCTYN M KOMy. IIpH Iepeno3upoBKe Tarkke HAOIIONANOCH paclIUpeHue
xommiekca QRS (3aMesuienne BHYTPHIKEILY JOIKOBOH IPOBO/IMMOCTH) U yUIMHEHHE HHTEpBAa
QT). Pacumpenue xomiuiexca QRS Gonee 100 Mc Moxer ObITH CBA3aHO C Doiee TAAKENION
TOKCHYHOCTBIO.

Jleuenue

B ciyuae mepeo3MpOBKH PEKOMEH/IOBAHA IOCIUTATH3AINS U MPOBEACHHE COOTBETCTBYIOMIEH
mojylepKuBatomedl  Tepanud. lIpH  HajiMyMK TIOKasaHWH CIEXYET IPOBOJMTEL TCPAIHIO,
HATIPABJIEHHYIO HA CHIDKEHHE abcopOLmu (IpueM aKTHBUPOBAHHOTO YIIIst). [lanpHekee eqeHue
JIOJDKHO IIPOBOJIUTECS B COOTBETCTBHY C KIIMHMYECKHUMH ITOKA3aHUSIMH C yICTOM NOTEHIIHAIILHOTO
BITISHHES HA CEPJCUHYIO IIPOBOIUMOCTE (cM. paszel 4.4). Her ombita MprMEHEHHS IeMo/iHansa
B KAYECTBE JICYCHHS MEPENO3MPOBKH. B uccienoBamuu y 6 JIOOPOBOJBLIEB C IIOYCYHOU
HEIO0CTATOUHOCTHIO 20% JIaMOTPH/KHHA BEIBOJIHIIOCH U3 OPTaHH3Ma B TEUCHHE YETBIPEX1aCOBOI0
ceanca reMojipanmsa (cM. pasjien 5.2).

5. ®APMAKOJIOI'MYECKHE CBOMCTBA

5.1. ®@apmakoJHHAMHYECKHE CBOIICTBA

dapmakoTepaneBTHYECKAs IPyINA: ITpoure TPOTHBOAMIENTHYECKHE CPEJICTRA.
Ko ATX: NO3AXO09.
Mexanusm oeiicmeun

PesynpTarhl (JapMaKoIOrHIeCKHX MCCIENOBaHHMI YKa3bIBAIOT HA TO, YTO JIAMOTPHJDKIH SIBIISCTCA
6JI0KATOPOM MOTEHIHAI-3aBHCHMBIX HATPHEBHIX KaHAIOB. OH BBI3BIBACT IIOTCHIMANI-3aBUCHMYIO
GoKamy HENpPEepHIBHO IIOBTOPSIOIIEHCS HMMIYJIbCALMH M IOJABISIET — [AaTOJOTHYCCKOC
BBICBOOOYKICHHE TIIOTAMHHOBOM KHCIOTBHI (aMHHOKHCIIOTA, HIpaolas KIIOYEBYIO pOJIb B
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PasBUTHH  STHJICHTHYECKUX MPHCTYNOB). Jlauneii sddexr, BeposATHO, BHOCHT BKIAL B
IIPOTHBOCY TOPOIKHBIE CBOHCTBA IAMOTPHKHHA,

Harporus, MexaHnsm sieuebHOTo AeHCTBIS JaMOTPHDKMHA TIPH GHIIONSIPHBIX paccTpoHCTBax He
YCTAaHOBJICH, XOTA B3aMMOJCHCTBHE C IOTEHIHAI-3aBUCHMBIMH HATPUEBBIMH KaHAJAMH,
BO3MOHO, SIBISICTCS BaXKHEIM.

DapmakoOuHamura

B pamkax uccrmenoBaHmil in vitro npomeMOHCTPHpOBAHO, uTO JTAMOTPHJIKHH  TIPOSIBIISIET
IIPOTUBOAPHTMHIYCCKYO aKTHBHOCTH Ki1acca IB npu TepaneBTHyeckn 3HAYNMBIX KOHITEHTPAIIHSX.
On pHrHOUpPYeT HATPHEBBIE KAHAIBI CeP/IIla Yel0oBeka ¢ GBICTPOI KHHETHKON HAYANA i OKOHYAHHUS
JCHCTBUSL M C CHJIBHOHM 3aBHCHMOCTBIO OT HAIIPSDKCHMS, HUTO COIIacyercs ¢ JIPyrdMH
HPOTHBOAPUTMHYIECKAME lpenapaTaMu kiacca IB. Ilpy Hcronb3oBanum TepameBTHYeCKHX 103
JIAMOTPH/DKMH HE NPUBEI K 3aMEJVICHHIO NIPOBOAMMOCTH (pacimmpeHnio Komiuiekca QRS) vy
3/IOPOBBIX JIMIT B PAMKAX TINATENHHOT0 Heele/joBanusd uHTepBana QT; TeM He MeHee y IaIHeHTOR
¢ IUIMHMYECKH 3HAYAMBIM CTPYKTYPHBIM HIM (yHKIMOHALHBIM 3a00JIEBAHMEM CepiIa
JIAMOTPHJUKHH TOTCHUHMAIBHO MOXKCT 3aMEMIHTh JKeIlyI0UKOBYIO IIPOBOAMMOCTE (PACIIMPHTE
komrueke QRS) u Be13BaTE mpoapuTMuro.

B Tecrax, paspaboTamHBIX JULT ONEHKHM BIMSHHS JIEKAPCTBEHHBIX CPEJCTB Ha LEHTPATBHY IO
HCPBHYIO CHCTCMY, Pe3yJbTaThl HPUMEHCHHS JIAMOTPHIDKHHA B o3¢ 240 MI' y 30pOBBIX
0GPOBOJIBIEB HE OTIIMYATHCH OT IIPUMEHEHHS MIaNe60, B TO BpeMs KaK (penuTouH B mo3e 1000
M, Tak W JAuasenam B Jo3e 10 MI' OKashIBaNTHM 3HAYHTENLHOC HEraTHBHOE BIMAHHE HA TOUHYIO
BH3YyalIbHO-ABATATEIIBHYIO KOOP/IMHALMIO U ABUIKEHHME TJ1a3, HAPyIuast IIPH 5TOM PaBHOBECHE Teia
¥ BBI3bIBas CyOBEKTUBHEBIN CeaTHBHBINA d(deKT.

B npyrom wmccnenmoBamuu ogHOKpartHas mo3a kapGamasemmna 600 Mr BHYTPh 3HAYUTENILHO
YXyHlIalia TOYHYIO BH3YalbHYIO-JBUraTCIbHYIO KOOPAMHALMIO M ABIKCHHE IJIa3, HapyIaia
PABHOBECHC TCNa, MPUBOMMIIA K YBEJIHMUYCHHIO IyJbCa, B TO BPeMs Kak Pe3yJHTATHl IIpHEMa
JiaMoTprDKAHa B o3e 150 Mr i 300 Mr He OTIIHYAIHCE OT Pe3yJIBTATOB IPHEMa ILIANEe60.

Hecenedosarue oeiicmeus namompuotcuna na cepoeunyio nposodumocs

Bo Bpemst necieioBanus ¢ yaacTHeM 3[0pOBEIX B3POCIEIX J0GPOBOIBIER OIEHUBAIOCEH BIHSHEE
JICKapCTBCHHOIO lIperiapara JIAMOTPM/UKHH IIPH MHOTOKpaTHOM BBeZeHuu (10 400 mr/cyr) Ha
CCPICUHYIO IPOBOJIMMOCTE 110 JiaHHbIM DKI' B 12 otBemenusx. He Ha6moz[anocr; KJIMHUYECKH

3HAYMMOTO BIMSIHHS JIAMOTPH/DKMHA Ha HHTepBan QT n;o cpaBHeHHm T nnaue60.‘.} s 1
JiL LA ; il 2 ]

Knunuyeckas s (heKTHBHOCTD U 6e3011aCHOCTD i

Knunuuecxan sgppexmusnocmo 6 npedomepawenuu paccmpoiicme HAcCmpoenus y nayuenmos ¢
bunonapueIMu paccmpoiicmeamu

O dexTuBHOCT TAMOTPHJDKEHA B TIPEI0TBPALLICHIH PACCTPOHCTB HACTPOCHHS Y IALIHEHTOR C
OHIIONSIPHBIM PacCTPOMCTBOM MEPBOro THIIA GbUIA IIPOJIEMOHCTPUPOBAHA B JIBYX KIMHHYECKUX
HCCJIE/[OBAHHUSX.,
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Uceneposanme SCAB2003  SBIANOCH MHOTOIEHTPOBBIM  JIBOMHBIM — CIICIIBIM, JIBOHHBIM
MACKHPOBAHHBIM TUIAE60-KOHTPOIHPYEMBIM M JIMTUH-KOHTPOIMPYEMBIM PaH/IOMU3UPOBAHHBIM
JCCIeOBAHMEM, B XOIE KOTOPOTO OLEHHBAIOCH IIPUMEHEHHE (DUKCHPOBAHHOM O3B
JIAMOTPH/PKHHA JUI JIONTOCPOYHOH TPOQHIAKTHKM PELHIUBOB JETPECCUM W/HIIH MaHHH Y
[MAHEHTOB ¢ OWIOJAPHEIM PAacCTPOMCTBOM IIEPBOIO THIIA, Y KOTOPHIX HEJABHO MM IIPH
BIJIIOUEHHM B HMCClieJoBaHHE Habmojancs Oonbimmod  jenpeccuBHBIM  snm3on.  llocne
CTabGHMIIM3AIMKE €  MCIOJL30BAHMEM JIAMOTPHIDKHHA B KAa4eCTBE MOHOTEPANHH  WIH
JIOTIOJIHATEBHON Tepanuy TANHCHTHl OBUI PaHJOMH3MPOBAHBl HA 5 TPYII, IOJIYYarOUIUX
mavotpuin (50, 200, 400 Mr/cyT), nuTuii (ceiBopoTounsle yposHu 0,8 — 1,1 MMOiB/I) Mk
nnanebo B Tedenue meproa He 6osee 76 nemens (18 mecses). IlepBruyHoil KOHEUHOH TOUKOH
HCCIIeOBAHMS ABJSUIOCH BPEMsl JI0 HAYaya TepareBTHYeCKOro BMCIIATEIhCTRA (JI0TOIHUTEIBHON
(apMaKoTepanuu WK OIEKTPOIIOKOBOI TEPalHy) C NENbI0 KOHTPOIS 31IM30/ia PACCTPOHCTRA
mactpoenmst. Mccnenopanne SCAB2006 umeno CXOXKHMHM JiM3aifiH, Kak M HCCIeJOBaHHE
SCAB2003, ofHAKO €ro OTIIHYHE COCTOSUIO B OIEHKE H3MEHSIEMOH JIO3BI IAMOTPUUKHHA (100 —
400 MI/cyT) M BKIIOUAJIO TIAIMCHTOB ¢ OHIIONSAPHBIM PACCTPOMCTBOM IIEPBOTO THIIA, Y KOTOPHIX
HEIABHO HIIH TIPH BKIIOUEHHH B HCCIICAOBAHME HAOIIIO/ANICA MAHHAKAIBbHBIA S1IH307. Pe3ybTaThl
TIpeJICTaBJIEHBI B HIDKECTIemyIonel Tabmue. g

Tabnuya. Pesiome  pesyromamog — uccied08anuii  dhpexmusnocmu  1amompuodICcuna 6
npedomepawenul paccmpoiicme HACMpOeHUs Y NAYUEHMOE ¢ GUNONADHLIM PACCMPOUCIEOM
nepeozo muna

Joast nanuenTon 0e3 penuaInBa Ha Heele 76

HccnenoBanune SCAB2003 Hccenenosanue SCAB2006
bunoaspuoe paccrpoiictBo | bunossipaoe paceTpoiicTBO
epBOro THIIA IepBOIo THIA
Kpurepuit BOJBIIOH AenpecCHBHBIN SIIH30/1 ManuakanbHEI DIIH30/1
BKJTFOUEHHS
Jamorpmuxu | Jlutai | ThianeGo | Jlamorpumwxn | Jlurmit | IDnane6o
H H
OTtcyTcTBHE 0,22 0,21 0,12 0,17 0,24 0,04
JOTIOJTHHTEIEHOTO
BMeIIaTeIhCTBa
Bennuuna p, | 0,004 0,006 |- 0,023 0,006 -
jorapu(pMUUECKUH :
PaHIOBBII E |
KpHTepHﬁ f MUHH I Hi";
r'Ei[m:.ri I,‘,;i
OrcyrcrBHe 0,51 0,46 0,41 0,82 0,71 0,40
JIETIPECCUH




Bennunna p, | 0,047 0,209 | - 0,015 0,167 -
norapu(pMUYecKHii ‘

PAHTOBBIH

KpUTEPH

Otcyrersue manuu | 0,70 0,86 0,67 0,53 0,64 0,37
Benmnunna p, | 0,339 0,026 - 0,280 0,006 -
norapuMHYecKuit

PAHTOBEIH

KPHUTEPHI

B pesynbrare BCIOMOraTeIbHOIO aHaan3a BPEMEHH [0 BO3HHUKHOBEHHS IIEPBOTO BIH304a
ACTPECCHH H JI0 [IEPBOTO DIH30/1a MAHUH/THIIOMaHUK/CMEIIaHHOTO STTH30/1a, GBLIO YCTAHOBJIEHO,
HTO BPEMS 10 BOSHHKHOBCHHUS IIEPBOT'0 SITH30/1a JACIPECCHH OBLIO 3HAYHTEIBHO GOIBIIE B IPYIIIIE
JIAMOTPHIKHHA 110 CPAaBHCHMIO C IPYNIIOH Iianebo, B TO BPEMs Kak PasHHIA BO BPEMCEHH
BOSHHKHOBEHHUS! IIEPBOTO DITH30/[a MAHAN/THIIOMAHHH/CMEIITAHHOTO S1U30/1a B TPYIIIaX mwiane6o
1 JIAMOTPHUJDKMHA HE SBJIAIACH CTATHCTHYECKH 3HAYMMOIH,

OddexTUBHOCTS NAMOTPHIKHHA B KOMOHHAI[MH CO CTa0MIIM3aTOPAMH HACTPOEHMS He OhUIa B
JIOCTaTOYHOH Mepe H3ydeHa.

[lanMeHTEl JETCKOro BO3pacTa

Hemu 6 sospacme 1-24 mecayes

OpdexTuBHOCT, M 6E30IACHOCTD NPHUMEHEHHS Tperapara I BCITOMOTATEILHOMN Tepanuu
NapUHAJIbHBIX NIPUIIAAKOB Yy JIETeH B Bozpacte 1-24 MecseB OLEHMBATMCE BO BPEMs JBOHHOIO
CJICTOTO  MIAle00-KOHTPOIMPYEMOTO  MCCIIEIOBAHMS HA MANCHBKOH BLIGOPKE ¢ OTMEHOI
npenapata. Jleyenne Havanu y 177 cyObekToB, IPH 5TOM PEXHM THTPOBAHUS 710361 HATOMHHAI
PEIKUM THTPOBAHMS /1031 y NETel B Bo3pacTe 2-12 jyier. Hamvenblmas uMerommascs 1031poBKa
npenapara Jlamotpuokui B popme TabiueTok — 2 Mr, BBHJY Uero B HEKOTOPLIX CITydJasnx
CTaH/IAPTHBIH PEXHM JIO3UPOBAHMS KOPPEKTHPOBAIH BO BpeMs (hasbl THTPOBAHUS (Hampumep,
IIyTeM IpueMa TablieTku 2 MT uepes JIeHb, eCiIH pacueTHas ji03a ObUla MeHee 2 MI). YpoBeHb
Tpeliapata B CEIBOPOTKE KPOBH H3MEPSIICS B KOHILE HeleH 2 THTPOBaHIs. B nociemyiommem jo3y
MO0 yMEHbIIANM, JHOO HE yBeIMUMBAIM, €CIH KOHICHTPALUHS npesbimana 0,41 mMxr/m,
OHIACMYIO KOHIEHTPALMIO Y B3POCHIBIX B JaHHBIA MOMEHT Bpemenu. HekoTOpEIM marmesTaM B
KOHIe HefeNH 2 TpeboBanock ymeHblIeHne 1036l 10 90%. TpuAmats- BoceMb CyOBEKTOB, V
KOTOPHIX OBUI JIOCTMTHYT OTBET Ha JieUeHHE (YMEHBIICHHE YacTOTEI IPpUIAJKOB Ha > 40%), B
IPOM3BOJILHOM  IIOPS/IKE PasjeMId  Ha TPYIIH | 11naue60 MM TIDOJIOIDKCHHS  JISUCHHS
TTAMOTPH/KUHOM. JT01s1 cyGBheKTOB, y KOTOPBIX JEUeHME 0Ka3anock: Head)(l)eKTHBHBIM GOCTaBPIJIa
84% (16/19 cybwexToB) B rpynme mianeto u 58% (1 1419, cy6be:<TOB) B rpyrme JIEIM()[pHL[}I(PIHa
Pasunna ne spysIach crarucTHYeCKH 3Ha4NMOit: 26,3%, JIN 95% 22 6% < 50 2% p= 0 07.
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Bceero 256 cybnexTos B Bozpacte 1-24 MecsiiieB MpoIud JedeHHe JaMOTPHIKHHOM B 03¢ OT 1
Jo 15 mr/xr/cytku B Teuenue jio 72 Henens. [Ipoduns Ge30macHocTi TaMOTPHIDKIHA Y JIETel B
BO3pacTe 0T 1 Mecsina Jio 2 jgeT ObUT COnocTaBUM ¢ IpodIeM OE30IIacHOCTH Y JIETeH CTapIiero
BO3pacTa, ¢ TEM HCKIIYEHHEM, YTO y JeTed B Bo3pacre Ao 2 JeT (26%) coobmanock o
KIMHUYECKH 3HAYMMOM ycyrybnenuu npumaakoB (>=50%) mo cpaBHeHMIO C JIeThbMH Ooliee
cTapirero Bospacta (14%).

Cunopom Jlennoxca--1'acmo
Ot1cyTCTBYIOT JaHHBIE O IPHMEHEHHH Ipelapara B MOHOTEPAalHH CYIOPOXKHBIX IIPUIIAIKOB,
00ycIIoBIIEHHBIX CHHIpPOMOM JlenHokca--I"acto.

IIpopunaxmuxa snuzodoe manuu u denpeccuu y demeii (10—12 nem) u noopocmros (13—17 nem)
Bo  Bpems = MHOTOLEHTpPOBOrO,  INAEe00-KOHTPOJIHMPYEMOTO,  JIBOMHOIO  CJIENOro,
PaHIOMHU3MPOBAHHOIO HCCIEJOBAHUS B NapaUIelIbHBIX IPyIIIax C OTMEHOH Ipelapara
oneHuBany HPPekTHBHOCTE MW 0E30MaCHOCTh IIpenapara JAMOTPHIDKMH C HeMEIJICHHBIM
BLICBODOXKICHUEM IIPH NIPUMEHEHHUH B Ka4eCTBE BCIIOMOI'ATEIIbHOM TOICPIKUBAIONICH TepaIuu
JUIsl TIPENOTBPAIIEHUS] 3IIH30/I0B MAaHHH M JIEIPECCHH Y JeTell My)KCKOTO M JKEHCKOTO IoJia
(Bo3pact 10-17 ner), y KOTOPBIX OBUIO JHATHOCTHPOBAHO OHIIONSPHOE paccTpoicTBO I THima M
JIOCTUTHYTA PEMHICCHS MK YIIy4IlIeHHE TOCIIE SITH30/1a OUIIONSIPHOIO paccTPONHCTRA IPH JICUEHHH
JTaMOTPHDKUHOM B KOMOMHAIIY C COILY TCTBYIOIIEH Teparuei HeHpoJien THIeCKIMMH HITH JIPYTHMHE
HOPMOTUMHMYECKUMH  JIEKAPCTBEHHBIMH  CpeJCTBaMH. Pesyibrar IEepBHYHOIO — aHaIM3a
s dexTuBHOCTH (BpeMsi /10 BOZHUKHOBEHHUS 31H30J1a Ounossipaoro paccrpoiicrBa — TOBE) ne
Jloctur cratucrryeckoi 3nayumoctd (p=0,0717); takum obpazom, s¢dekTuBHOCTh He OblIa
poJieMOHCTpUpoBaHa. Kpome Toro, pesyiapTarsl OLleHKH 0€30I1aCHOCTH CBHIETEIHCTBOBANH 00
YBEJIIMYEHUH YaCTOTBl CIY4aeB CYMLIMJAIBHOTO IIOBEJICHHS Y IIAIMEHTOB, IIOJTYYaBIITHX
NaMOTPUJLKHH: 5% (4 malMeHToB) B rpyIine JaMOTPHIKIHA 110 cpaBHEHHMIO ¢ () B TpyIie mianebo
(cMm. paznen 4.2).

5.2. dapmakoKMHETHYECKHe CBOICTBA

Beacwvisanue. JlaMoTpHDKUH OBICTPO M IIOJTHOCTHIO BCACHIBACTCS U3 KHINEUHHUKA, IPAKTHYECKH HE
IOJ(BEPrasiCh  IIPECHCTEMHOMY  MeTaDoJM3My  [EPBOrO  IPOXOXJeHHs. MakcuMmaabHas
KOHIICHTpAIMs B IUIa3Me JIOCTHIaeTCs IPHOJU3HTENBHO Yepes 2,5 U Mocje NEPopaIbHOro IpreMa
npenapara. Bpems JOCTHXKEHHs] MakCHMallbHOH KOHILIEHTPAIMM CIIETKA YBETHUYHBACTCS IIOCIIE
[pHeMa MMM, HO creleHb abcopOLuu 0cTaeTcss HEM3MEHHOM. Ha6n10;za10rc;1 3HAYHTCITLHEIC
MEKHHIMBH/y QJIbHBIE KOJIEOAHUsT MaKCHMAaIbHOH I{OHLIE:IITp?J_IHH B¢ paBHOBeCHOM ‘COCTOSHHH,
OJIHAKO, ¢ PENIKMMHU KOJIEOaHUAMHU Y KaXKI0TO OTIENBHOTO qen?BeRa st
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Pacnpeoenenue. JIaMOTPHJDKHH CBA3BIBAETCS ¢ OeskaMu HJI$13MLI anﬁﬂnBHTeJIBHO Ha 55 %

MautoBeposiTHO, 4TOOBI BBICBOOOXJIEHHE Nperapara M3 CBs3M ¢ OEIKOM MOTJIO HMPHBOIUTEL K
Pa3BUTHIO TOKCHUECKOTo addexra. Obvem pacnpenenenus cocrapiser 0,92-1,22 n/kr.

Memabonusm. B merabonu3me  JIaMOTPUIDKMHA — NIPHHUMAET  ydacTHe  (DepMeHT
ypuuHpocdarrmokyporritpandepaza (Y O-rimokyponmnrpancdepasa). JlaMmoTpumkian B
HeOOJIBIIOH CTElleHM IOBBIIAET CBOM cOOCTBEHHBIH MeTaboJIM3M B 3aBHCHMOCTH OT JO3EL
OpHako HET HUKAKUX JIAHHBIX, IOATBEPKOAIOMIHUX, YTO JIAMOTPHJUKHH BJIHSET Ha
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(papMaKOKHHETHKY IPYTHX IPOTHBOINUIICIITHYECKHX [PENApaTOB, i YTO MEXIY TAMOTPHHKHHOM
H JIpyTHMH IIpernaparaMmu, MeTaboJM3UpYIONMMHCS CHcTeMoil 1uToxpoMa P450, BO3MOXKHO

B3aNMOJICHCTBHE.

Buiseoenue. Y 3I0pOBBIX B3POCIBIX KIMPEHC JaMOTPH/UKHHA B COCTOSHHH PABHOBECHBIX
KOHIIEHTpaluit cocranisier B cpejiaem 30 MiI/MUH,

JlaMOTpHIKHH MeTabOoNH3UpyeTCs JI0 TIIOKYPOHMIOB, KOTOPBIE BBIBOASTCSA IOYKaMHu. Menee
10% mpenapaTa BRIBOJHTCS IOYKAMH B HEH3MEHEHHOM BHJIe, 0KOJI0 2 % - kutmeunukomM. Kimpenc
U IIEPHOJ TIOJIyBLIBEJICHHA HE 3aBHCAT OT H03bl. Ilepron momyBBIBEZCHHS Y 3JI0POBBIX JIHOJIEH
cocTaBigeT B cpenneM 33 yaca (Jimanasos 14 — 103 gacos). Y narnuenToB ¢ cunpoMoM XKunsdbepa
Ha0JIFO1AJIOCh CHIDKEHHE KIIMpeHca Ipenapara Ha 32 % I10 CpaBHEHHIO ¢ KOHTPOJILHOM TPYIIION,
4T0, 0JIHAKO, HE BBIXOJIMIIO 3a TPAHHIILI HOPMAILHEIX 3HAYCHUH Jitst 00INeH 1oy JIsuH.

Ha OEepHOa TOIYBBIBEJIEHHA JIAMOTPHIKHHA OOJNILIIOE BIHMSHHE OKa3bIBAKOT COBMECTHO
ITPHHHUMACMBIC JICKAPCTBCHHBIC IIPCIIapaThI.

CpenHuii nepHo/ NOTyBBIBE/ICHUS CHIDKACTCS TIPHOTH3UTEILHO JI0 14 49 IPH OJIHOBPEMEHHOM
Ha3HAYEHHWH C IIperaparaMy, CTHMYJIMPYIOIUMHE TIIFOKY POHU3AIMIO, TAKHMH Kak KapOamas3ernuH
1 (DEHHUTOMH, U IOBBIIAETCS B cpefHeM m0 70 I IpH COBMECTHOM HA3HAYEHHWH C BAJIBIIPOATOM
(cMm. paznen 4.2).

Jluneiinocmp, ©apMaKOKMHETHKA TAMOTPHIKHHA SBIISCTCS JTHHEHHOM IIPH MPHMEHEHHH B 7103aX
710 450 Mr, HauBBICIIEH HCCIEOBAHHOM O3 IPH OJTHOKPATHOM MPHMEHEHHH.

Ocoboie zpynnbvl nayueHmog:
HHemu

Y meTell KIMpeHC JIAMOTPHMIDKMHA IIPH pacdyeTe Ha MAaccy Teja BBIINIE, YeM Y B3POCIBIX; OH
HauOosee BBICOK y JieTel 10 5 mer. Y JieTeil ePHOJI 10Ty BRIBEACHHS JTAMOTPHIDKHHA 0OBIYHO
Kopoye, 4eM y B3pocablx. Ero cpensee 3HaueHwe NpHONIM3HUTENBHO paBHAETCS 7 9 IpH
OJIHOBPEMEHHOM Ha3sHAYEHHH C IpenaparaM, CTUMYJIHMPYIOUIMMH TIIIOKYpPOHH3AIMIO, TAKHUMH
Kkak kapOamaszenMH M ()EHHTOHMH, W IIOBBINIAETCS B cpemieM a0 45-50 W mpH COBMECTHOM
Ha3HA4YCHHWH C BAIBIIPOATOM (CM. pazzaen 4.2).

Lemu 6 sospacme ¢ 2-x 0o 26 mecsayes

¥ 143 pereif B Bo3pacte ¢ 2-X J10 26 MECSIIEB ¢ Maccoii Teja oT 3 710 16 Kr KIHpeHe OB CHIKEH
II0 CPaBHEHHUIO C JETbMH 0OoJiee CTapIlero BO3pacTa ¢ Tako jKe MacCoil Tela, MOJIyYarolmHMK
TaKHe e IIEpOPaIbHBIC 0361 JIEKAPCTBEHHOTO CPEJICTBA HA KMJIOTPAMM MAacCHI Tella, Kak M JIETH
crapiie AByX jeT. CpeJHHH HepHoJ 1TOJYBBIBEJEHHS cocTaBuil 23 vaca y meTell muajuie 26
MECALEB, MOJYHAIOMHX IPENapaThl, CTHMYJHPYIONIHE IJIOKYPOHH3AIHIO, 136 4acos — mpu
COBMECTHOM MPHUMEHEHHH C BallblpoaToM W 38 ‘{aCEDB - NaHHCHTOBy He; Honyqa.[omnx
HHJIyKTOPBI/HHIHOUTOPEI TJIFOKYPOHU3AI[HH., Mencmmn}}mjyanbnasr BapHaﬁenBHocTB KII‘HPEHCH
JIAaMOTPHJDKHHA I10CJIE IIPUEMa BHYTPh ObLIIa BBICOKOH B TpyIIe: JCTEH. B BO3pACTE € wa 1o 26
mecsueB (47%). Ilpennonaraemele CHIBOPOTOYHEIC KonueHTpauHH NAMOTPHDKHHA. Y. JleTeil B
BO3pacTe ¢ 2-X J1o 26 Mecsnes ObUIM B OCHOBHOM B TOM )K€ JHANa3oHe, 4yTo u y Oojiee crapIiux
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JeTel, XoTs Ooliee BBICOKHE BenuurHbl Cmax, BeposiTHO, JOJDKHEI HaOMIOAATLHC Yy HEKOTOPBIX
JieTeit ¢ Maccoi Tena menee 10 k.

Haz;ueumbz HOJfCUNO20 BO3paAcmda

Pesynbrarhl (JapMaKOKHHETHIECKOTO aHalli3a MOIYJIAIHH, BKIOYAIOUIeH KaKk MOJIOABIX, TaK U
TIOKHIBIX NTAIMEHTOR ¢ DIIHJIEIICHEH, BOBJIEUEHHBIX B OJIHU U TE )K€ UCCIEI0BAHNA, II0KA3aJIH, YTO
KIMHAYECKH 3HAYUMBbIE PA3JIMUUS B KIIMPEHCE JIAMOTPUDKHHA Y MAIHEHTOR TTOXKHIIOI0 BO3pacTa
B CPaBHEHHM C MOJIOJBIMH TAI[UEHTAMH OTCYTCTBYIOT. Ilocime OMHOKpaTHBIX 103 KIHMPEHC
cumkancs Ha 12%, ¢ 35 mur/mun B Bospacte 20 jet jio 31 mu/mun B Bospacte 70 sier. Cumkenne
nocie 48 wenens newenus coctasmiio 10%, ot 41 1o 37 Mil/MUH B IpYIIIaX MOJIOABIX M IOMKHIIBIX
nampenTos. Kpome Toro, hapMakoKHHETHKA TaMOTPUUKMHA H3ydallach y 12 3I0pPOBBIX IOKHIIBIX
NOOPOBOJIBIIER TIOCHIE TIpHeMa oJHOKpaTHOH 10361 150 Mr. CpesiHuii KIMPEHC TAMOTPUIDKHHA Y
moxunblx nanenTos (0,39 MI/MHH/KT) HaXOIUTCS B QHANA30HE CPEJHHMX BCIHYHH KIMPEHCA
(0,31 — 0,65 mur/MHH/KT), TTOTYUCHHBIX B JEBATH MCCIEIOBAHHIX C yYaCTHEM B3POCIHBIX, HC
OTHOCAIITHXCS K IPYIIIE TOXKHIBIX, KOTOPBIE IIPHHAMAIH 0/THOKpaTHEIE 10351 0T 30 10 450 M.

Iayuenmol ¢ Hapywenuem QyHKYuu novex

12 1o6poBOJBIAM € XPOHHYECKOH ITOYEYHOH HEZOCTaTOYHOCTHIO U 6 APYIHM IallHeHTaM,
HAXOMSIIMMCS Ha reMojianuse, 0pul HasHaved jgamorpumxaa 100 Mr ogHokxparHo. Cpennui
KITHPEHC JTaMOTpupkuHa cocTaBmil 0.42 MI/MHH/KT Yy TAHEHTOB ¢ XPOHHYECKOH ITOYEUHOIH
HEI0CTATOYHOCTEIO, (.33 MII/MHH/KT MEXly ceaHcaMmy remMoauanusa i 1.57 Mia/MHH/KT BO Bpems
reMo/[Aani3a o cpaprenuio ¢ 0.58 MI/MHH/KT y 310pOBBIX H006poBOsbLEB. CpejHUi IEPHOA
TTONYBLIBEICHAS. M3 IUIA3Mbl COCTABII 42.9 4acoB y HAlMEHTOB C XPOHHYECKOH IOYCYHOHU
HEJIOCTATOYHOCTEIO, 57.4 yaca Mex /Iy ceaHcaMy reMojidaiisa i 13 4acoB BO BpeMs I'eMOHalin3a
110 CpaBHEHHIO ¢ 26.2 yacaMu y 3/10pOBBIX J06poBonbles. B cpejinem, oxorno 20% (nuanasox 5,6
—35,1) OT KOJMYECTRA TAMOTPHJDKHHA B OPTaHH3ME BEIBOJIMIIOCH B XO/I€ YETHIPEXIACOBOI'0 CEaHca
reMoJ[MaIn3a. B Jannoi rpyIiie naeHToB P BEIOOPE HadaJIbHBIX J[03 JIAMOTPUDKHHA CIIe/lyeT
VUUTLIBATE TIPUEM CONYTCTBYIOIMX JISKAPCTBEHHEIX cpeacTB. [Ipy 3HauMTEIHHOM CHIDKCHHHU
(QYHKIHEH TOYEK MOXKET OTPeBOBATCS CHIIKEHHE ITOJIEPIKUBAIOIIEH 10351 JIAMOTPHIKAHA (CM.
pazmener 4.2 u 4.4). I cormAcoOBAHD

[TanuedTH ¢ HApyIeHueM QyHKIMHA NeYeHH
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DapMaKOKMHETHYECKOE UCCIEIOBAHUE OJ{HOH 1103BI OBLIO IIPOBEJIEHO y 24 MAIHCHTOB C Pa3THYHOM
CTENEHBI0 IEYEHOYHOM HEIOCTATOYHOCTH M 12 3IOPOBBIX IAIIMEHTOB B KAyeCTBE IPYIIIIBI
xomTponst. Menuannbli wmpenc Jamorpumpkaaa coctasun 0.31, 0.24 wia 0.10 mu/mMus/Kr y
MAIUEHTOR ¢ MeYeHoYHoH HepocraTounocthio cramuu A, B mwm C (o xnaccuuxanum Yaiir-
I1610), COOTBETCTBEHHO, 110 cpaBHeHH IO ¢ 0,34 MII/MHH/KT ¥ 310pOBbIX JI0OpoBoJbles. Hauanpnas,
BO3pACTAOMIAS ¥ MO/UIEPKHBAIOIIAS T03bI JIOJDKHBI ObITh, KAK MPABUIIO, CHUXKEHBI y IAIIHEHTOB C

yMepEeHHOH M TSHKEJION CTENCHBIO IeUYeHOYHOH HeJIOCTaTOYHOCTH (CM. paszel 4.2).

5.3. JlaHHbIe JOKJIHHAYECKOI 0€30I1aCHOCTH



JIOKIIMHAYECKHE JaHHBIE HE MEMOHCTPUPYIOT 0COOYIO ONACHOCTH JUIs JIONEH HA OCHOBE
(hapmaKoyoriyecKux HccueNoBaHuil Ge30IaCHOCTH, HCCIeI0BaHMI TOKCHYHOCTH HOBTOPHBIX
1103, TCHOTOKCHYHOCTH U KaHIIEPOI'€HHOTO IMOTEHIHAIIA.

B nrceie/i0BaHMsAX TOKCHIECKOTO BO3JIGHCTBHS Ha PEIIPOJIY KTHBHYIO QYHKIHIO U Pa3BHTHE ILUIOLA
Yy TPBI3YyHOB H KPOJHMKOB TepaTOreHHbBle S (eKThl He HabII0AaNnoch, OAHAKO HAOIIONANHCEH
CHMOKEHHME MACCEHI IIJI0JIA M 3a/ICPKKa OCCH(DUKAIIMH CKeJIeTa IIPU YPOBHSX BO3/IEHCTBUS, KOTOPHIC
OB HUOKE HITH PaBHSTHCH OXCHIAEMOMY KIHHHYECKOMY BO3MCHCTBHIO. Tak Kak Oojee BEICOKHE
YPOBHH BO3JACHCTBHS HEBO3MOMKHO OBUIO HMCIBITATH HA JKHBOTHBIX B CBI3H C TSKECTHIO
TOKCHYHOTO BO3JCHUCTBHS HA MaTh, TO TEPATOTCHHBIH MOTCHI[HA] JAMOTPHIKHHA BHIIITE
KJIHHUYECKOT'O BO3/IEHCTBUA He OLII OIIMCAH.

Y xpsic HabMmOANOCH yBETUYeHHE (eTanbHOM U OCTHATAILHON CMEPTHOCTH B CIIyYasX, €CiH
JaMOTPU/KMH BBOJMJICS HA IO3JJHHX CPOKaX OEpPEMEHHOCTH M B PAaHHMH [1OCTHATATAILHBIH
nepuoa. I1u 3G PEeKTH HAOTIOMANKCEH IPH 0MKUIAEMOM KIIMHHUECKOM BO3JIEHCTBHH,

Y HEIOJIOBO3PENBIX KPhIC HAOIONANHCE BIMsiHIEe Ha 00yduenue B nadupunTe bumst, HeGonbimas
3allepXkKa  OallaHO-TIPENYIHANEHOTO  OT/ICNIEHHs. W PACKPBITHs BIIATANMINA TIPH  TIOJOBOM
CO3PEBAHMM CaMOK, & TAK)Ke CHIDKCHHE HabOpa MAcChl Tela II0CIe POXKACHHS Y JKUBOTHBIX F1 npu
BO3JCHCTBUSAX, B J|BA Pa3a MPEBBINIAIONIMX TEPAICBTHICCKHUE BO3AEHCTBHS Y B3POCIBIX JIFO/IEH.

B sxcnepuMenTax Ha )KMBOTHBIX HapyIIeHHS (EPTHIBHOCTH IIPH BBEACHHH JIAMOTPHDKHHA HE
ObUIN BRISBIEHBL Y KpPBIC JIAMOTPH/PKHH CHEDKAT YPOBHM (DONHEBOH KHCIOTBI y ILIOHOB.
Cumraercs, yro aeuuuT (GOJIMEBOH KHCIOTHI CBS3aH C MOBBIIEHHBIM PHCKOM BPOYICHHBIX
IIOPOKOB Pa3BUTHA Y KHBOTHBIX H JIFOLIEH.

JlaMOTpHIKHE BBI3BIBAET J[0303aBHCUMOE MHTHMOMpPOBAHHE XBOCTOBOro Toka kanama hERG B
SMOPHOHAIBHBIX [OYEUHBIX KJIETKaX denoBeka. [C50 npubIMsHTeNbHO B AEBATE Pa3 TPEBHIIA
MAKCHMAJbHYIO TEPANEBTHYECKYIO CBOOOIHYIO KOHIIEHTPAHIO. JIAMOTPHDKHH HE BBI3bIBAET
yumanenne uHrepBana QT y JKHBOTHBIX Npu BO3AEHCTBHAX, NPUOIM3MTENHHO B JBa pasa
IPEBEIIAIONHX MAKCHMAIIBHYIO TEPAIIEBTHIECKY IO CBOOOIHYIO KOHIIEHTPALMIO. B KIIMHHUeCKOM
VICCIIEIOBAHMH KIIMHHYECKH 3HATHMOrO BIIMSHHUS JTaMOTPU/DKHHA Ha HHTEepBal QT y 3/10poBkx
B3pOCIILIX N0OPOBOJIBIEB He OBUTO (eM. pasjien 5.1).

Wceneposanust in vitro mokasaiu, 4To JIAMOTPHIXKHH 00JIalaeT aHTHAPHTMHUYECKOH aK THBHOCTEHIO
IpH TEPANEBTHYCCKH 3HAYUMBIX KOHIEHTpanusax. [Ipenapar uHruOGupyer HarpueBble KaHAIBI
cepjiia ¢ OBICTPOIf KMHETHKOH Hauaima W OKOHYAHMS JEHCTBHS M CHIBHOH 3aBHCHMOCTBIO OT
HAIPAOKEHHSA, YTO XapaKTePHO JUIsl aHTHAPUTMHYECKHX TIpenapaToB kiaacca IB. [pu npuMenennn
B TEPANEBTHYCCKUX [03aX JIAMOTPH/DKMH HE BBI3BIBAT 3aMEIVICHUSI BHYTPHIKELYI0YKOBOI
IPOBOJHMOCTH  (paciumpenne komiuiekca QRS) y  310poBBIX /10OpOBOJBIER BO BpeMs
UCCJIC/IOBAHUS € aKIEeHTOM Ha oueHKy HMHTepBama QT. OmHAKO y MAlMEHTOB ¢ KIMHHYECKH
3HAYUMBIM ~ CTPYKTYPHBIM WM  (DYHKIMOHAILHBEIM — CEpACUHO-COCYUCTHIM  3a00JIeBaHkeM
JaMOTPH/DKHH  IIOTEHIMAJIBHO MOJMKET 3aMeIJIsTh BHyTpH)KeJ‘IYI.IO‘-IKOBYIO HpOBO)II/IMOCTB
(pacmmpsTe koMIuieke QRS) 1 BEIBLIBATEH IPOAPHTMHUIO (CM pa3,t[en 4 4) HO

{ MIAHHCTRRC I BNPARD




6. ®OAPMAIEBTHYECKHE CBOMCTBA
6.1. IlepeyeHb BCOMOraTeJIbHBIX B ECTB
Tabremicu:

BenomorarelnpHble BEIECTBA: JAKTO3a MOHOI'HJIPAT, LEIUII0II03a MUKPOKPUCTAJITIHYECKast, HATPHS
KpaxManrauKossT (THIl A), TOBHIOH, MaTHUSI CTEApAaT, ikeie3a OKCH/L skenThiid E172.

Tabremxu dcesamenvible / OUCHEpeUpyeMble:

BcnomorarenbHble BEII[ECTRA! KaJIbITHST kapboHar, THAPOKCHITPOIIAILIEILIION03a
HHU3KO3aMEIeHHas!, alfOMHUHUSI-MarHusl CHJIMKAT, HATPHs KPaXMalITHKOIAT (THI A), ITOBHJIOH
K30, caxapus HaTpuif, apoMarusaTtop uepHOocMOpo uHOBBIH 502.009/AP 0551 (xykypy3Hbii
MalbTONEKCTPHH, apOMaTHYCCKHE KOMIIOHEHTBI, IVIMIEPMII TpPHAIETaT, TPUITHJIIKTPAT,

CYJIB(UTHO-AMMOHHKHASL KapaMellb), MarHus CTeapar.

6.2. HecoBmMecTHMOCTH

He nmpumennmo

6.3. Cpox rojguocTH (CPOK XpaHEHHsI)

3 rona

6.4. Oco0bie MepbI MPEJOCTOPOKHOCTH NPH XPAHEHHH
Tabnemxu 25 m2, 50 me, 100 me. Tlpu Temueparype He Bbie 30 °C.

Tabnemxu sicesamenvhvie / Oucnepaupyemule 5 m2. Ilpu remneparype Huoke 30 °C B 3alIUITEHHOM
OT BJIar'd ¥ CBETa MECTE.

6.5. Xapaxrep H cofep:KaHHe NEPBHYHOH YIAKOBKH

Tabnemru 25 m2, 50 mz u 100 m2: no 10 tabnerox B Onucrep u3 [I1BX/amomunueroit ponsru. Lo
3 6icTepa BMECTE ¢ HHCTPYKIHEH 110 IIPUMEHEHHIO B KapTOHHYIO MaUKy.

Tabnremxu scesamensivie / ducnepaupyemole 5 me:

e 110 10 Tabnerox B Ommcrep u3 An/IIBX/TIB/IX. TTo 3 6HHCTCpa BMECTE C HHCprICLIHCH 1o
NPHMEHEHHIO B KAPTOHHYIO ITAYKY.

™Y Tr A <'4:-'\

s
e 110 30 TabneTox B Oenbli (uakoH M3 IMMONHATHIECHA BEICOKOH HJIOTH(DCTI/I (HBBH) c
3aIUTON OT JeTeil W KOHTPOJEM IIEPBOTO BCKpb}H/Iﬂ II'[o l@nachHy BMCCTC  C

J

MHCTPYKIHEH 110 TIPUMEHEHHIO B KAPTOHHYIO TTauKy. |

6.6. OcoObie Mepbl  NPEIOCTOPOKHOCTH  INPH  YHHYTOKEHUH  HCIHOJIL30BAHHOTO
JIEKAPCTBEHHOI'0  TNpenapara HJH  O0TX0/[0B, IOJYYEHHBIX [OCHe  HPUMEHEeHHSs
JIEKAPCTBECHHOI'0 IPENapaTa HiIH paboThl ¢ HUM
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Becnh ocrabimiics jiekapcTBEHHEII Iperapar U OTXO/BI CIIEyeT YHHUTOKUTD B YCTAHOBIEHHOM
TIopsiJIKe.

Yenosust ornycka
ITo penenty Bpaya.
7. JEPIKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHUSI

FnaxcoCvntKusiiin Dxenopr JIta., Bemmko6puranus / GlaxoSmithKline Export Ltd, UK
980 I'peiit Beer Poyn Bpenrdopn Mumuiceke TW8 9GS, Bemuxobpuranus / 980 Great West
Road Brentford Middlesex TW8 9GS, United Kingdom

Temn. +44 20 8047 5000

daxc +44 20 8047 5000

N | NPEACTABUTEJD JEPKATEJIS PEIMICTPAIIMOHHOI'O
YJIOCTOBEPEHUS.

Ipencrasurensersa OO0 «GlaxoSmithKline Export Limited» (Benmuxo6puranus) B Pecry6immke
Benapych

MuHnck, yn. Boponstackoro, 7A — 400

Ten. +375-017-3742016

Paxc +375-017-3571866

8. HOMEP PEI'’HCTPAITMOHHOI'O YIOCTOBEPEHUS
Jlamuxran Tabnerku 25 mr, 50 mr win 100 mr: 7420/05/06/09/10/15/16/20
Jlamukran TabneTky sxeBaTeNbHbIE / TUcTieprupyemele 5 Mr: 6467/03/08/14/15/19

9. JIATA NEPBUYHOW PEIMCTPAIIUN (IIOATBEPKIEHMS PETUCTPAIAN,
HEPEPETHCTPAIAHN)

Hara mocnetHero noATBEPKIEHUS PETHCTPAIHH (IIepPePErHCTPaIH):
Jlamuxran Tabnerku 25 mr, 50 mMr mmm 100 mr; 15.12.2020

JlamMuKTa) TabJIETKH JKkeBaTeNbHEIe / mucteprupyemble 5 mr: 04.11.2019

10. JATA IIEPECMOTPA TEKCTA
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20.01.2022

i !J‘J‘-‘l az Muaiicrener:

IIpaBa Ha obnaganue ToBapHBIMH 3HAKAMH IIPHHA/UIENKAT Tpyme kommanuit GSK.

©2022 T'pynna xomnanuii GSK uimm ux npaBoobiagares.



