OBIIASI XAPAKTEPUCTHKA JI KA“CTBEH“O‘“O_"DEH;."ATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Pu6apupun, 200 mr, TabneTku

2. KAYMECTBEHHbBIA U KOJIMYECTBEHHBIN COCTAB

JleiicTByOIIIEE BEIIECTBO: pUOABUPHH

Kaxnas tabnerka comepxut 200 Mr pubaBupuHa.

BcnoMorartenbHbie BeIeCTBa, HAIMYUE KOTOPHIX HAJ0 YYHUTHIBATH B COCTaBe
JIEKapCTBEHHOTIO Mpernapara: Jiakto3a (cM. pasnaen 4.3).

[TonHb1 IICPCUYCHb BCIIOMOI'aTCIIBHBIX BCIICCTB IIPUBCACH B PA3JACIIC 6.1.

3. JEKAPCTBEHHAS ®OPMA
Tabnerku.
Kpyribie, mIOCKOIMMIMHAPUYECKHAE TAO0IETKU OENoro uiu Oesoro C >KeITOBAaThIM

OTTEHKOM IIBETA, C (hacKOl U PUCKOM.

4. KIMHNYECKUE JAHHBIE
4.1 Ioka3zaHus K NPUMEHEHUIO
[Ipenapar PubaBupun nokazaH K MpUMEHEHUIO:

TpoliHas Tepanus

Jleuenne xponudeckoro BupycHoro renatuta C (remotun 1 Bupyca renatuta C) B
KOMOMHAIMK ¢ OolenpeBHpoM U mAITUHTephepoHOM anbda-2b y B3pocibix
nanueHToB (18 jeT m crapie) ¢ KOMIEHCUPOBAaHHBIM 3a00JieBaHUEM II€YCHH,
KOTOpBIE paHee He MOJIydajad MPOTHUBOBUPYCHYIO TEPAINUIO, TUOO y MallMeHTOB, Y
KOTOPBIX MpeIIeCTBYIOIIEE IPOTUBOBUPYCHOE JIeYEeHHE 0Ka3aJioch
HeA (D (PEKTUBHBIM.

JIBoWHAS Tepanusi

Jleuenune XxpoHMYECKOTO BUPYCHOTO renatuta C y B3pOCIIbIX TAUEHTOB U IE€TEN OT

3 nmo 18 ner Tonpko B KoMmOuHammu ¢ wuHTEpdepoHom anbda-2b wmm

1
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(NOCNEAOBATENBHOCTH 0002)

mruareppepoHoM  anbda-2b.  PubaBhpiH—B—KadeeTBe —MOHOTEpar—He
IPUMEHSETCA.

HaHI/IeHTBI, PaHCC HC I10JIYYAaBIHINC TCPAIIHUIO

B3pocnvie

o TpOWHas Tepanusi — jeueHne xponudyeckoro remnarura C (renotun 1 Bupyca
renmaruta C) B KOMOMHAIMK ¢ IATHHTEpPEpoHOM anbha-2b u GouenpeBupom y
B3pPOCJIBIX MAIMEHTOB C KOMIIEHCUPOBAHHBIM 3a00JI€BaHUEM TIEUCHU;

o JIBOHAsl Tepanusl — Je4eHue XpoHuyeckoro renatuta C B KOMOMHAIUMU C
uHTeppeponoM anmbdha-2b wmam  mruaTepdepoHoMm anbda-2b y  B3pocBIX
nanueHToB, cepono3uTuBHbIX K PHK Bupyca renatura C, He MMEONUX IPU3HAKOB
JCKOMIICHCAIMK 3a00JICBaHUs IICUCHU, C IOBBIMNICHHON akTHBHOCTBIO AJIT,
KOTOPBIE paHEE HE MOIyYall TepPaIuio;

o JBOIHAsl Tepanusl — JEeUYeHHe XpoHuyeckoro renatuta C B KOMOMHALUU C
mruHTepdepoHoM  anbda-2b y B3poCHBIX MaMEHTOB C KOMIEHCHPOBAHHBIM
IUPPO30M MEYEHUE W/WIIH C KIMHUYECKH cTadunbHoil BUY-undekueil.

Jlemu om 3 0o 18 nem

o IBOMHAs Tepanus — JIeYeHUe XpoHHueckoro remnatuta C B KOMOMHAIMK C
uHTEephepoHOM anbdha-2b nmm mrunTepdeporom ansda-2b y marmentor nerckoro
Bo3pacta (ot 3 met), cepono3utuBHbiXx kK PHK Bupyca rematura C, He UMEOIIMX
MPU3HAKOB JEKOMIICHCAlMM 3a00JIeBaHMsI TIE€YEHH, KOTOPHIM JIEYEHUE paHee
IIPOBOJIUIIOC.

[Tpu npuHATHUN pelIeHrs O HEOOXOAUMOCTH JICUEHHS MEANATPUUECKHUX MalEHTOB
BAXKHO YYHUTHIBaTh, UTO KOMOMHUPOBAHHASI TEpalvs MOXET BBI3BATH 3aJCPKKY
pocTa y HEKOTOpBIX MNAUMEHTOB JETCKOTO BO3pacTa. PerieHne O Ha3HAYeHUU
JICYEHUS JIOJDKHO OBITh MPHUHITO B 3aBUCUMOCTH OT KOHKPETHOTO ciy4as (CM.
pasnen 4.4).

HaHI/IeHTBI, Pa”HCC II0JYYaBIIMEC TCPAIIHIO

B3pocnvie



(NOCTNEQOBATENLHOCTL 0002)

° TpOﬁHaﬂ TCpalus — JICHCHUC XPOHNICCKOTO 1611411/1.1:1. € (1 CHOTHIT 1 BUpYyCa
rernatuta C) B KOMOMHAIIMKM C TATUHTEpPEpoHOM anb(ha-2b u GouenpeBUpOM Yy
B3POCJIBIX TMAIlMEHTOB ¢ KOMIICHCHPOBAHHBIM 3a00JICBAaHHEM II€UYCHU, Y KOTOPHIX
MPEAIIEeCTBYIOIIEE MTPOTUBOBUPYCHOE JIEYEHUE OKa3aloCch HEIPPEKTUBHBIM;

o JBOIHAsT Tepamusl — JICUCHHE XpoHWdeckoro rematuta C B KOMOMHAIUU C
mruateppepoHoM  anbha-2b  y  B3pOCHBIX  IMAlMEHTOB, Y  KOTOPBIX
npealecTBytomas Tepanus uHTeppepoHoM anbda (IATWIMPOBAHHBIM — UITU
HETATUJIMPOBAHHBIM ) M PUOABUPUHOM HIJIM MOHOTEpanusi UHTEpGEpOHOM OKa3aaach
Her () (PEeKTUBHOM;

o NBOMHAsL Tepamus — JIEYeHHE XpoHWYeckoro remaruta C y B3pOCIBIX
NalMeHTOB B KOMOWHammu ¢ wuHTepdepoHoM anbda-2b, paHee mnoaydaBIINX
MOHOTepanuto nurepdeponom anbda (c Hopmanuzamnuei aktuBHOCcTH AJIT K KOHITY
Je4eOHOro Kypca), y KOTOPBIX BIIOCTEACTBUU BO3HUK PELIUIUB 3a001€BaHUS.

[Ipy  Ha3HauyeHWHW  KOMOWMHUPOBAHHOW  Tepamud  HEOOXOIUMO  TaKXKe
PYKOBOJICTBOBAThLCSI HHCTPYKITUSIMH TI0 MEIUIIMHCKOMY IIPUMEHEHHIO HHTEephEepOHa
anb(a, mruarepdepona ansha-2b u Gorenpesupa.

4.2 Pe:kuM 103MpPOBaHMSA U CIIOCOO IPUMMEHEHMS

PexxuMm nno3upoBaHus

B3pocnvie

JleyeHnue MOMKEH HAYMHATH M TOCTOSIHHO KOHTPOJIMPOBATH TEPAIEBT C OMBITOM
JedeHus: XxpoHudeckoro remnarurta C.

[Ipenapar PruGaBupuH MOJIKEH MPUMEHSATHCS B KOMOMHALIMM C MATUHTEPPEPOHOM
anbGa-2b (nBoifHas Tepamus) WM y B3POCIBIX MAIlUEHTOB C XPOHUYECKUM
renatutoM C reHotumna 1 B KOMOMHAIIMKM ¢ OOLICTIPEBUPOM M IIBTUHTEpP(PEpoHOM
anbQa-2b (TpoitHas Tepamnusi).

Nudopmaruss mo nmpuMeHeHHo OolienpeBupa, mruaTepdeponom ambda-2b wmm
uHTephepoHOM anb(da-2b mpeacTaBiIeHa B HHCTPYKIUSX 110 MPUMEHECHHUIO JaHHBIX

JICKAaPCTBCHHBIX IIPCIIapaTOB.
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(NMOCNEOOBATENEHOCTE 0002)

Jlo3a npenapara PubaBupuH paccunThiBIeTes Ha-0CHOBaHIMaceb-TeiaHatieHTa
(Tabmuma 1). Ilpemapar PuGaBupuH AOMKEH MNPUMEHATHCS B KOMOMHAIIUU C
mruaTepepoHoM anbda-2b (1,5 Mkr/kr/Henens) audo uHTephepoHOM anbda-2b
(3 M ME 3 pa3a B Henento). Beibop kKoMOMHUPOBAHHOM CXEMbl OCHOBBIBACTCS Ha
O0COOCHHOCTSIX 3a0ojeBaHus manueHTa. lIpuMensemble mpemnapaThl JAOJKHBI
OoTOMpaThCsl Ha OCHOBAHUU TMpesnosiaraeMorl 3(PEeKTUBHOCTH U OGE30MaCHOCTH
KOMOMHUPOBAaHHOW  Tepanmuu  HMHAUBHAYaJIbHO JUISI  KaXJIOro  IalUeHTa.
HNudopmanius o npuMeHeHHH OOIENpeBHpa B TPOMHON Tepamnuu MpeCcTaBiIcHa B
MHCTPYKIUU 10 IPUMEHEHUIO OOLIETIpeBUpa.

Tabmuua 1.
Jo3a npenapara PubaBupuH Ha OCHOBAaHMM MAaccChl TeJa JJIsl MAllUEHTOB TOJBKO C

BI'C unmu xo-undeknueit BI'C/BHY nto6oro renotuna

Macca tena | ExxequeBHaga  no3a | KommuaecTBo Pexum
namueHTa (Kr) npermnapara TabJETOK  TO | IO3UPOBAHUS
PubaBupun 200 mMr

<65 800 mr 4 2 TabneTKU yTpOM
2 TaOJIETKU
BEUEPOM

65-80 1000 mr 5 2 TabNeTKu yTpoM
3 TabJIETKU
BEUEPOM

81-105 1200 mr 6 3 TabneTku yTpom
3 TabJIETKU
BEUEPOM

> 105 1400 mr 7 3 TabneTku yTpoM
4 TaOJIETKU
BEUEPOM

ITpenapar PuOaBuprH B TaOjieTkax B KOMOMHAIIMM C OOIEOPEBUPOM W

mruarepdeponom anbha-2b win ToJbKOo ¢ mruaTepdepoHoM alibha-2b:

IIpooonscumenvrocms nevenus. Ilayuenmol, panee ne noaydasuiue mepanuro
Tpounaa mepanus
Nudopmaruss mnpejacTtaBieHa B HMHCTPYKIUSIX 1O MPUMEHEHHUIO TMperapaTroB

OornenpeBupa 1 mrunTepdepoHa anbda-2b.
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CNEOOBATENEHOCTE 0002)

[10

eotinaa mepanus ¢ naeunmepgeporHom &ivtha I2b
B03MOHOCTP TPOTHO3MPOBAHUS YCTOMYMBOIO BHPYCOJOTHYECKOTO OTBETA!
MaJIOBEPOSTHO, YTO MAIMEHTHI, THOUIIMPOBAHHBIC BUPYCOM T€HOTHIIA 1, Y KOTOPBIX
He ypaercs goctuub  Heompenensemoro PHK BI'C B kpoBu wim
IPOJIEMOHCTPUPOBATH aJIEKBAaTHBIM BUPYCOJIOTMYECKU OTBET HAa 4 i 12 Hexere,
JOCTUTHYT YCTOWYHMBOIO BHPYCOJOTMYECKOTO OTBETA. Y JaHHBIX NAlUECHTOB
JIOJKHA OBITh PACCMOTPEHA BEPOSITHOCTh OTMEHBI JICUEHUSI.

e [‘enorun I:

— V¥V naumenTos, y kotopbix PHK BI'C He onpenensercs Ha 12 Henene edyeHus,
JIeUEHHUE JTOJDKHO MPOI0KAThCS erre 9 Mecsies (T.e. Bcero 48 Heens).

— VY manueHToB, ¢ ompeaeiasieMbiM, HO > 2 10gio camkennem PHK BI'C mo
CpPaBHEHMIO C MCXOJHBIM Ha 12 Henene JieueHusl, A0JKHA ObITh MPOBECHA
orieHka jJeueHus Ha 24 Henene u, ecnu PHK BI'C He onpenensercs, moaHbIN
KypC Tepaluu J0JKEH ObITh TPOJOJIKEH (T.€. Bcero 48 Henenb).

Ecau PHK BI'C na 24 Henene jiedeHHs BCE €Il OMpPEACISIETCS, HEOOXOIUMO
OTMEHUTH TEPAIIHUIO.

— ¥V nammenToB ¢ BI'C renotuna 1 u Hu3Koi BupycHoit Harpy3skoit (< 600 000
ME/mn), y kotopbix Ha 4 u 24 nenensx neuenus PHK BI'C ne onpenensiercs,
JICYCHHE JOJKHO OBITH TNOO0 MPEKpaIIeHoO mocie 24-HeIeTbHOT0 Kypca, TH00
NPOJOJDKEHO B TEUEHHE JIOMOJHHUTENbHbIX 24 Hemenb (T.e. oOmas
MPOJOJKUTEIBHOCTh Kypca cocTaBuUT 48 Hexaenb). OIHAKO Kypc
MIPOJIOJDKUTEIILHOCTRIO 24 HENEeIN MOXKET OBITh CBSI3aH ¢ 00Ji€€ BBICOKHM
PUCKOM PELUANBA, YEM KYPC MPOJOJIKUTEILHOCTHIO 48 HENETb.

e [‘eHorun 2 viau 3.

Jlns Bcex manueHTOB PEKOMEHYETCS JICUCHUE B BUJE JBOWHOM TEpanuu B
TeueHue 24 Hemenb, 3a MCKIIYCHUEM TAalUEHTOB ¢ Ko-UHGeKIuen
BI'C/BUY, nist KOTOPBIX KypC JICUCHUS TOJDKEH COCTABIISITH 48 HEIelb.

e ['enorum 4.
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(NOCNEAOBATENBHQC Th 0002)

B nmenom cuurtaercs, 4To NalUEHTHL -y koTopbiximeetes BFC-renotinna-4;
CJIIO)KHEE TMOJNAIOTCS JieueHUI0. OrpaHWYEHHBIE JaHHBIE HUCCIEHOBAaHUN
(n=66) ykxa3pIBalOT Ha TO, YTO TAKHM IAIlMCHTaM MOYKHO IPOBOJHUTH KypC
Tepariy, paBHO3HAYHBIN Kypcy s nauueHToB ¢ BI'C renorumna 1.
IIpooonscumenvrocmo nevenus. Ilayuenmol ¢ xo-ungexyueti BI'C/BUY, panee ne
noayyaguiue mepanuio
Jleounas mepanusi
PexoMeHtyeTcs MpOAOIKUTEILHOCTh JieueHus nmpenapatom PubaBupuH B 103e€,
paccyuTaHHOM Ha OCHOBaHMM Macchl Tena (cM. Tabmuna 1), y manueHToB C KO-
undexuueit BI'C/BUY coctaBnsier 48 Henenb JBOMHON Tepanuu, HE3aBUCUMO OT
renotuna BI'C.
B03MO0HOCTh MPOTHO3UPOBAHHSI OTBETA U €r0 OTCYTCTBUSI y MAlMEHTOB C KO-
uHpeknuent BI'C/BUY, panee He Noy4YaBIINX JIEUYEHUE
PanHmii BHpycoJiorMueckuii OTBeT Ha 12 Hexaene, ompezensembii kak 2 10010
CHIKEHHE BUPYCHOW Harpy3ku unu Heompeaensemble 3Hauennss PHK BI'C,
ABJISICTCS  TIOKA3aTe€JeM YCTOMYMBOro oOTBeTra. OTpUUATENbHBIA TNapaMmeTp
MpeACKa3yeMOCTH OTBETa Y allueHTOB ¢ kKo-uHbpekimeir BI'C/B1UY, npuauMaBImx
pubaBupHH B KoMOWHaImu ¢ mruatepdeponom anbda-2b, cocraBun 99 % (67/68).
[TonoxuTenbHOE 3HAYEHHE OT Mpeackazyemoro oreera B 50 % HaOmomanoch y
nanueHToB ¢ ko-uHdekue BI'C/BNY, nmonydapmmx aBoiiHyto Tepamnmio (52/104).
LIpooonxcumenvrocme neuenus. Ilayuenmol, nonyuaroujue no8mMopHoe JieueHue
Tpoiinas mepanus
CM. MHCTPYKUIMHM TIO TMPUMEHEHMIO JIEKQPCTBEHHBIX IpenapaToB OoIlenpeBupa U
mruHTephepoHoM anbda-2D.
Heotinas mepanus ¢ nseunmepgpepornom anvpa-2b
B03M0HOCTh MPOTHO3UPOBAHMS YCTOWYHMBOIO BHUPYCOJOTHYECKOTO OTBETA: BCE
MalKreHThl, Bce 3aBucuMOocTH OT reHotuna BI'C, y koTopeix 3nauenue PHK BI'C B
CBIBOPOTKE OBLIO HIKE MPEEIOB OOHAPYKEeHUs Ha 12 Hejmene, JOJDKHBI TTOJTyvaTh

KYypcC JIeueHus B TeueHue 48 Henlenb.
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ManoBeposiTHO, YTO y MAIIMEHTOB, paHee ;

JOCTUTHYT Bupyconorudeckuid otBeT (T.e. 3Hauenue PHK BI'C nHmke npeznenos
oOHapyxeHus) Ha 12 Hexmene, OyAeT NJOCTUTHYT BUPYCOJOTHYSCKUN OTBET Ha 48
HEJIEJIe TEpanuu.

[ToBTOpHOE NEUYCHNE TPOJOIDKUTEIHLHOCTRIO Oosiee 48 Henenb y nmarueHToB ¢ BI'C
reHoturna 1 ©6e3 oTBeTa HA NPEIbIYLIYyI0 TEpanui C NOPUMEHEHUEM
KOMOMHHMPOBAHHOW Tepaluy IITWIMPOBAaHHBIM uHTepdepoHoM anbda-2b u
prOaBUPHUHOM HE U3y4ajoCh.

ITpenapar PubaBupun B TabieTkax B KOMOMHAIMU ¢ MHTEphepoHom anbha-2b

(TOJIBKO JBOIHAS TEepaIusl)

IIpooonxcumenvrocmo nevenust ¢ unmepgeponom anvgha-2b
Ha ocHoBaHuM  pe3yibTaTOB  KIMHUYECKUX  HUCCJICAOBAHMM  MallMeHTaM
PEKOMEHTyeTCsl MOIy4YaTh JABOWHYIO TEpANHIO B TeUEHHUE HE MeHee 6 MecsieB. Bo
BpeMsl KJIMHUYECKUX MCCIIEAOBAHUM, MPOJOJKABIIUXCS | ToJl, JJIs MallueHTOB, Y
KOTOPBIX HE OBbLI JOCTUTHYT BUPYCOJOTHYECKHM OTBET uepe3 6 MecsAleB JeUeHUs
(r.e. 3nauenme PHK BI'C Hwmxke mnpenenoB oOHapyX eHUs), BEpPOSTHOCTb
JATbHEHIIEr0 TOCTUKEHUSI BUPYCOJOTUYECKOTO OTBETa Oblia KpaiiHe Mmana (T.e.
3Hauenue PHK BI'C nuxe npeznenoB oOHapyskeHus yepe3 6 Mecs1eB MOCie OTMEHbI
JICUCHUSA).
e [‘enorun I.
JIBoliHas Tepanus JOJIKHA MPOJ0JIKAThCS eile 6 mecsieB (T.e. Bcero 1 rox)
y nanimeHToB ¢ orcytctBueM PHK BI'C uepes 6 mecsiieB nociie 1eueHusl.

L FCHOTI/IHBI, OTJIMYHBIC OT 1.

Pemienne o mpoasieHMd ABOMHOW Tepanmuu 0 | rojga y MAaIMEHTOB C
orcyrctBueM PHK BI'C mocne 6 wecsieB JiedeHHs JOJDKHO OBIThH
00yCJIOBJIEHO IPYTUMH MPOTHOCTUYECKUMHU (PaKkTOpamu (Harmpumep, BO3pacT
> 40 neT, My>KCKOM IM0JI, MOCTOBUAHBIN (hUOPO3 MIEUEHN).

eTHU

Jlemu om 3 0o 18 nem (0gotinas mepanusi)
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{gl:l CNEOOBATENEHOCTE 0002)

Jlo3a npenapara PubaBupuH aiis aeter of-3-ao—18-eT AofkHa paceHHThBaThest Ha
OCHOBaHHH MacChl TeJ1a, 03a Mmruarephepona ansha-2b u uarepdepona anbda-2b
— HA OCHOBAHWH ILIOIIAIN TTOBEPXHOCTH TeIa.
Ho3za ons kombunuposannol mepanuu ¢ naeunmepgpepornom aivga-20b y oemeii om
3 00 18 nem
PexkoMenyemasi f03a marunrepdepona anbda-2b cocrapnger 60 MKr/mM%/Henemo
MOJKOXHO B KOMOMHAIMU ¢ TipenapatoM Pubapupun 15 mr/kr/cyt (Tabmauna 2).
Hosza ons kombunuposannou mepanuu ¢ unmep@eponom arvga-2b y oemeii om 3
0o 18 nem
B KIMHUYECKHX WCCIIEIOBAHUSAX, TPOBEACHHBIX Y TAHHOH MOMYJISAIAH MAIliEeHTOB,
pubaBupuH U UHTEPPEepoH anbda-2b mpumensumck B 103e 15 Mr/kr/cyt u 3 MiH
ME/M? 3 paza B Heziemo cooTBeTcTBeHHO (Tabnuna 2).

Tabnuua 2.
Jlo3a npenapara PubaBupuH Ha OCHOBAaHWW MAcCChl TeJla MPU MPUMEHEHUU B BUJIC
KOMOMHUPOBAHHOHN Tepanuu ¢ uHTephepoHoM anbda-2b wiu meruaTepdepoHoM

anbda-2b y nereit ot 3 1o 18 ner

Macca tena | ExxenneBnas  no3a | KonnyectBo Pexum
narueHTa (Kr) npemnapara tabnerok 200 | mo3upoBaHuUs
PubaBupuH MT
25-36 400 mr 2 TabneTku 1 TabneTka yTpoM
1 TabneTka BeuepoM
37-49 600 mr 3 TabneTku 1 TabiieTka yTpom
2 Ta0JIETKU
BEYEPOM
50-65 800 mr 4 Tabnetku 2 TabNeTKH yTpoM
2 TaOJIeTKU
BEUEPOM
> 65 CMm. T1abmuiy pacdeTa Jd03 IJi8 B3pOCHBIX TAIlMEHTOB
(Tabnuma 1)

IIpooonscumenvrocme nevenus y oemeti om 3 0o 18 nem
e ['e”orun I.
PekomeHnnyemas mpoJI0JKUTELHOCT IBOMHOM Tepanuu COCTaBisieT 1 roj.

B knouHWYecKMX  WCCIENOBaHUSX KOMOWHHMPOBAHHOW  Tepamuu  CO

8
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(MOCNEOQBATENEHDC Th 0002 )
2 1R

¥ OTUYETY

CTaHJAPTHBIM MHTEPPEPOHOM Yy HeFerH—oF3—ao—8—er—(oTpriaressHoe
NPEIMKTHBHOS 3HAuYeHHWe Ui uHTepdepoHa  aibha-2b/pubaBuprHa
coctaBisieT 96 %) ObLTO YCTAaHOBJIEHO, YTO, €CIIH, y MAIIUEHTOB Ha 12 Henene
HE JIOCTUTaeTCsl BUPYCOJIOTMUECKUI OTBET, MO3/HEE OTBETA JIOCTUTHYTO HE
oyner. IloaTomMy pexomeHayercs, 4ToObl y nered ot 3 mo 18 mer,
IOJIy4aloNuX KOMOMHHPOBAHHYIO TEPAIKIO B BUEe HHTepdepoHa aabha-2b
(MATUIMPOBAHHOTO WM HENATWIMPOBAHHOTO) W pUOABUpHUHA, JAHHOE
JedeHne ObIII0 OTMEHEHO, eciii Ha 12 Henene 3nayenre PHK BI'C causuiioch
Ha < 2 10g10 0 cpaBHEHHUIO CO 3HAYCHHUEM JI0 JICUCHHUS WJTU €CJIU Ha 24 HeJene
nedyenus y Hux onpenensercs PHK BI'C.

e ['enorum 2 wiu 3.

PexoMeHyeMasi TpOJIOIKUTENBHOCTh JIBOMHOW TEpamuu cocTaBisieT 24
HEJICIIH.
e I'enorun 4

B kiuMHUYeCKOM WUCClIeNOBaHUM TPUMEHEHUs MAruHTepdepoHa anbda-
2b/pubaBrpuHa NMPUHUMAIK ydacTre Bcero 5 gereit ot 3 g0 18 net ¢ BI'C
renotuna 4. PexoMmenayemMas NpOAOKUATENBHOCTh JBOWMHOM TEparuu
coctaBisger 1 roxa. Jleuenune maruHTepdhepoHom anbha-2b/pubdaBupuHOM Y
nere ot 3 10 18 set nomxHO OBITH IpekpaleHo, eciau 3Hayenne PHK BI'C
Ha 12 Hexene cHu3MIOCh < 2 10g1o MO CpaBHEHHUIO CO 3HAYCHHUEM JI0 JICUCHHUS
uiu eciu Ha 24 Henene nedyeHus: y Hux onpenensiercs PHK BI'C.

KODDCKHI/IH PEKHUMA J03UPOBAHUA JI BCEX MAITMCHTOB

Kombunuposannas mepanus

Eciu mpum npuMeHeHWHM KOMOMHHpPOBAaHHOW Tepamuu pUOABUPHHOM U
mruHTepdepoHoM anbda-2b wim unTepdeporom anbda-2b, wiu pudaBuprHOM M
mrudTepdepoHom  anbda-2b  u  OorenpeBupoM  HAOMIOIAIOTCS  CEPhE3HBIC
HE)KeNaTeNIbHbIE PEaKIMU WU OTKJIOHEHHWs JAaHHBIX JIa0OpaTOPHBIX AaHAIU30B,
HEOO0XOMMO U3MEHUTD J103bI corsiacHO Tabmure 3, mpu BO3MOXHOCTH A0 MOJIHOTO

VICUE3HOBEHMS peaklH. YMEHbIIEHUE /103 OolLenpeBupa HE peKoMmeHayercs. B



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 27.09.2023 N° 18865

XA TTITATA ORI Pa¥at > Vol OLIL

KIIMHUYCCKHUX HMCCICAOBAHUAX JIA MCﬂH@u[\auuu HO3BI—ObH—pPa3spadoTanbt

pykoBojactBa (Tabmuma 3). IlockonbKy dYeTKOE COOJIFOJICHHE pPEKHMa TEpPaIThd
SBJIICTCSI OYCHBb BAXKHBIM JJIS €€ Pe3yibTaTa, 103a JOHKHA ObITh KaK MOXKHO OJIFKe
K peKoMeHayeMoil craHmapTHOW jgo3e. CreayeT yddUTBIBaTH BO3MOXKHOE
OTPHUIIATEIHLHOE BIMSHUE YMEHBIICHUS 103bl pubOaBHprHAa HA 3PHEKTHBHOCTH
JIeUEeHUS.

Tabmura 3.
MeTtonuueckue yka3aHUS 1O M3MEHCHHMIO 103 KOMOMHUPOBAHHOW Tepanmuu Ha

OCHOBAaHHHU JaHHBIX Jla60paT0pHI>IX rokazarejieu

JIaGopartopHsble CHmxenune 103wl | CHkeHue 11036l | [Ipekpaiuenue
oKasaTesu TOJIBKO TOJIBKO Teparnuu, ecliu:
nperapara uHTEp(HEpOHOM
PubGaBupun (cM. | anbda-2b W
[Tpumeuanue 1), | marunTepdhepoHO
eCIIN: M anbda-2b (cm.
[Ipumeuanue 1)
€CJIH:
Konnenrparus <100 r/n - <85r1/n
remoryioounna (Hb)
B3pocsie: Konuenrtpanus remorjobuHa | < 120 r/x uepes 4
Konnenrparus cHU3WiIach Ha > 20 r/n B TeYEHHWE | HEAENU  TOCIe
reMorJIoonHa y ao0bIX 4 Helenb B XOJAE JICUEHUS | CHHKEHUS J03bl
NaIeHTOB c | (mocTosiHHOE UCIIOJIb30BaHUE
3a00seBaHUEM Cep/lla B | TOHMKEHHOMN J03bI)
cTabuiapHON hopme

Hetu ot 3 no 18 ner:

He npumenumo (cM. pasnen 4.4)

Konnentpanus

reMorjoOuHa

Yucio JeHKOIMTOR - <1,5%10%n <1,0x10%n

Yucno HeHTpohuIoB - < 0,75x10%n <0,5%10%n

Yuciio TpoMOOLIMTOB - B3pocibie: B3pocibie:
<50%10%n <25x10%n

Jletn ot 3 nmo 18

Jletn ot 3 5o 18

JCT.

JICT.

< 70x10%n <50x10%n
Konuentpanus - - 2,5xBI'H**
CBSI3aHHOTO
OommpyonHa
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 27.09.2023 N° 18865

=

A0CAENOBATENEHOCTE 0002

N

Konuentpanus > 0,05 r/n B—reuenite
CBOOOTHOTO HEJIeTTb
owmpyonHa B3pocisie:
> (0,04 r/n
Hetn ot 3 5o 18
JeT:

npu JCYCHUN
nHTepdepoHoM
anbda-2b

> 0,05 r/n

pu JICUCHHUH
MArUHTEPHEPOHO
M anbda-2b

> (0,04 r/n

KonnenTpanus - - > 0,02 r/n
KpeaTHHUHA

Kmupenc kxpeatuanna | - - OTMCHHTH
npenapar
PuGaBupun ecnu
< 50 my/mMuH

AJlaHHH- - - 2% (6azoBoe
aMUHOTpaHcdepasza 3HA4YCHUE) u
IR0 >10x BT H** uam
Acnapt- 2 x(6a3oBoe
aTaMHHOTpaHcdepasza 3HA4YCHUE) U
>10x BI'H**

* CM. KpUTEepUM M3MEHEHHUS J03 U OTMEHbl JIEKApCTBEHHBIX CPE/ICTB
mrunreppepona  anmbda-2b u wumHTepdepona ampda-2b B UHCTPYKIMIX IO
IIPUMEHEHUIO JAHHBIX JIEKAPCTBEHHBIX CPECTB.

** BI'H - BepxHsisi IpaHUIIa HOPMBI.

Ilpumeuanue 1: y B3pOCHBIX MAILMEHTOB MEPBOE YMEHBILIECHUE JI03bI IMpenapara
Pu6asupun coctasmisier 200 mr/cyT (y mauneHToB, npuHuMaronmx 1400 mr B cyTKH,
YMEHBIIICHUE JI03bI JOJDKHO cocTaBisaTh 400 mr/cyT). [Ipu HeoOXoauMocTu BTOpoe
yMEHBIIIEHUE J03bl Tpenapara PubaBupuH cocrtaBiser ponosHuTeNbHbIE 200
Mmr/cyT. [TaniMeHThI, y KOTOPBIX €KeIHEBHAS /1032 pubaBuprHa cHkeHa 10 600 mr,
npuHumMatot 1 Tabnetky 200 mr ytpoM u 2 tabnetku 200 Mr Beuepom.

VY nereit ot 3 10 18 neT, npUHUMAONIUX PUOABUPHH M TIATUHTEPEepoH anbha-2b,

NEepBOE YMEHBIIEHUE J03bl PUOABUPHHA COCTaBIsET 10 12 MI/Kr/cyT, BTOpOe
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YMEHBIIICHUE JT03bI pHOaBUPHUHA COCTABIKCT HO-S
IPUHUMAOIIUX puOaBupuH 1 HHTEpdepoH anbda-2b, 1o3a pubaBupuHa cHIKAaETCS
10 7,5 MI/KT/CyT.

Ilpumeuanue 2: 'y B3pOCIHBIX TAIMCHTOB, NPUHUMAIONIUX pPHOABUPUH W
mruaTepdepon anbda-2h, mepBoe yMEHBIICHHE 1036l MIrHHTEpdepoHa anbda-2b
cocraBisieT 10 1 Mkr/kr/Heaemo. [Ipyn He0OXOAUMOCTH, BTOPOE YMEHBIIIEHUE JT03bI
mruntepdepona ansda-2b cocrapiseT 0,5 MKI/Kr/HEACIIS.

V nereit ot 3 no 18 ner, mpuHUMaroIMX pruOaBUPHUH U MAITHHTEP(EPOH anbdha-2b,
IEepBOE yMEHbIIEHUE J103bl IPruHTepdepona amnpda-2b cocraBiaster no 40
MKI'/M?/HeJIeNI0, BTOPOE YMEHBIIECHHUE 035l I3rMHTEppepona anbha-2b cocrapsger
10 20 MKT/M%/HeneIio.

VY B3pocnbix U geteit ot 3 no 18 net, npuHUMarOIMX puOaBUpPUH U UHTEPHEPOH
anbda-2b, cienyer ymeHbIUTS 103y HHTEphEpoHa anbda-2b B 2 pasa.

Oco0nie T'PYHIIBI ITIAITMCHTOB

Ilayuenmul nodxcunoco 6o3pacma

He nabmronaercst 3HaUUTENbHON 3aBUCUMOCTH (DAPMAKOKMHETUKH pUOaBUpPUHA OT
BO3pacTa naurenTta. OHaKko, Kak U 'y 00j1ee MOJIObIX MAlMeHTOB, Mepe]l HayalIoM
NpUMEHEHUs1 pUOaBUPHUHA HEOOXOAMMO OLEHUTh (DYHKIIMIO TTOYEK.

Ilayuenmol ¢ Hapywenuem Qyukyuu novex

dapMakoKUHETHKA puOaBUPHUHA U3MEHSIETCS y NAI[UEHTOB C HApyIIeHUEM (PYHKIIHS
MOYEK M3-3a CHIDKEHUS SBHOTO KJIMPEHCa KpeaTHHIHA y JAHHBIX MAIllMeHTOB. TakuM
oOpa3oM, 10 Hadaja Tepanuu PUOABUPHUHOM PEKOMEHIYETCS OIEHUTH (YyHKIIUIO
MOYEeK y BCEX MalMeHTOB. llanuenTsl ¢ KiaupeHcoM KpeaTnHuHa < 50 MuI/MHH He
MOTYT NpUHUMATh puOaBupuH (cM. pazaen 4.3). I[laumeHTbl € HapylleHHEM
(GYHKIUM TOYEK JOJDKHBI HAaXOOUThCS 1MOA OoJiee TIIATENIbHBIM KOHTPOJIEM Ha
npeaIMeT pa3BUTHS aHEeMUW. ECIM KOHIIGHTpalus KpeaTUHWHA B CHIBOPOTKE
yBenuumnBaetcss g0 > 0,02 r/n (Tabmmma 3), TOo neyeHue puOABUPUHOM U
mruaTepdeporHom ansda-2b/uatepdeponom anbda-2b HEOOXOIUMO OTMEHHTD.

llayuenmul ¢ Hapywenuem QyHKyuu nevenu
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COOTBETCTEYET :-_' KCTNEPTHON

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDCTE 0002)

¥ OTUYETY

Mexnay mnpueMoM puOaBUpHHA | GyHKHHSIMI —HCHCHI —HC —yCTaHOBACHO
(bapMaKOKHHETHYCCKOW B3aUMOCBSI3M. TakuM o0pa3oM, HET HEOOXOIUMOCTH
KOPPEKTUPOBATH 103y puOaBUpPUHA y TIAITUCHTOB C HApyIICHUEM (QyHKIIUU TTCUEHHU.
[Tpumenenne prOaBUpHHA MPOTHBOIIOKA3aHO Y MAIIMEHTOB C TSHKEION MMEUCHOYHON
HEJIOCTATOYHOCTHIO WJIM JEKOMITIEHCHUPOBAHHBIM IIMPPO30OM I€UEHU (CM. pazjaeln
4.3).

Tayuenmor monoowce 18 nem

PrubaBrupuH MOKET IPUMEHSTHCS B KOMOMHAITUY ¢ TIITUHTEPGEpOoHOM anmbha-2b mm
c uarepdeponom anbda-2b y nereit ot 3 g0 18 ster. besomacHocTh 1 3P HEKTUBHOCTH
pubaBuprHa B KOMOWHAIMY ¢ ApyrumMu popmMaMu uHTepdepoHa (T.e. He anbdha-2b)
y TaHHOHM KaTETOPHH IMAIIUCHTOB HE M3yJajIiCh.

Ilayuenmot ¢ xo-ungexyueii Bl C/BUY

Y  manuMeHToB, TPWHUMAIONIMX  HYKICO3WIHBIE  HHTHOUTOPHI  OOpaTHOU
tpanckpuntassl (HUOT) B komOuHanuu ¢ pubaBupruHOM U UHTEpHEpOHOM alib(da-
2b umu mruHTepdepoHOM anbda-2b, MokeT HaOJI0IAaThCsS MOBBIIICHHBIH PHUCK
Pa3BUTHS MHUTOXOHAPUATHLHOW TOKCHYHOCTH, JIAKTOAIM03a W JICKOMIICHCAIHH
3a0oneBanuii  medenn (cMm.  pasgen 4.4). HeoOXoauMo 03HAKOMHUTBCS C
WHCTPYKIMSIMH  TI0  MEIWUIIMHCKOMY TPUMEHEHUI0 JaHHBIX JIEKAPCTBEHHBIX
MpernapaTos.

Cnoco0 npuMEHEHUS

[Ipenapar PubGaBupuH mnpenHasHaueH s npueMma BHYTpb. Jlo3a mnpemnapara
PuGaBupuH paccuntana Ha OCHOBaHHH MAacChl Tejia nmanuenTta. TadneTku npemapara
PubaBupuH AOKHBI MPUHUMATHCA BHYTPh €XKEIHEBHO (YTPOM M BEYEpPOM) BO
BpeMs ITpUeMa MUIIIH.

4.3 IIpoTMBONOKA3aAHMS

- TUMEPYYBCTBUTEIBHOCTh K pUOABUPUHY WIM K JIIOOOMY M3 BCHOMOTaTEIbHBIX
BEILIECTB, IEPEUHCICHHBIX B pazjene 6.1;

- OEpEMEHHOCTb U TIEPUO] TPYAHOT0 BCKapMiuBaHus (cM. pasaen 4.6);

- IETCKUU BO3pacT /0 3 JIET U Macca Teja MeHee 25 KT;
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COOTBETCTEYET :-_' KCTNEPTHON

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDC Th 0002 )

¥ OTUYETY

- TsDKeJble 3a00JIeBaHMs CepAlla, BKIIOY
(dbopMbl, CYIIECTBOBABIIIME KaK MUHUMYM, B TEUEHHUE 6 MECAILIEB, TPEANISCTBYIOIMINUX
aedenuto (cM. pasnen 4.4);

- BBIpQXKEHHAs JACNPECcCUsi, CYUIIUAAIbHBIC MBICIA WJIU MOIBITKYA, B TOM YUCIE TIO
JIaHHBIM aHaMHe3a (TOJbKO JJig aeTeit oT 3 1o 18 neT);

- XpOHHMYECKasi IMOYEeYHas HEJOCTATOYHOCTh (KJIMpEHC KpeaTuHuHa MeHee 50
MJI/MUH), HEOOXOJUMOCTh TIPOBEJICHUS FEMOINAIIN3A;

- TsDKeJble HapymieHus (yHkmuu nedeHu (kimacckl B wm C mo knaccudukanum
Yaitnn-I1p10) Umu 1€KOMIPECCUOHHBIN IIUPPO3 TICUCHH;

- TeMOTJIOOUHONATUH (HAIIPUMEP, TAIACCEMUS, CEPIIOBUIHO-KJICTOUHAS AaHEMUS);

- UPPO3 MEUYEHU C HAIMYHMEM TMEUYEHOYHON HEJOCTATOYHOCTH Yy MAIMEHTOB C KO-
undexuueit BI'C/BUY (nnaexc Yaitna-I1pro0 > 6);

- 3a00JieBaHUS HIUTOBUJIHOM KEJE3bl, €CIM OHU TMOAMAIOTCS MEIUKAMEHTO3HOM
KOPPEKIINH;

- ayTOUMMYHHBIU TeNaTUT WK APYyTUe ayTOUMMYHHbBIE 3a00J1€BaHUS;

- pelKue HacJeICTBEHHbIC 3a00JIeBaHUS, TaKHUE KaK HEMEPEHOCUMOCTh JIAKTO3HI,
JIeUIUT TaKTa3bl WM TIII0KO30-TATAKTO3HAS MajIbaOCcopOIIHs;

- MAIUEHTHI C TSKEIBIMU U3HYPUTEIbHBIMU 3200JICBAHUSMHU.

4.4 Oco0Oble yka3aHUsl M1 MePbl MPEA0CTOPOKHOCTH NPHU NMPUMEHEHUH

C 0CTOPOKHOCTBIO:

- 3a00JIeBaHUsl CEPACUHO-COCYAUCTON CUCTEMBI (HE OTHOCSIIHECS K KaTETOPUsIM,
YKa3aHHBIM B IPOTUBOTIOKA3AHUSX );

- TsDKeNble 3a00JieBaHUs JIETKUX (HAampuUMep, XPOHUYECKHUE OOCTPYKTHUBHBIE
3a00JIeBaHUS JIETKUX);

- caxapHbIid TUA0ET ¢ KETOAUIOTHIECKON KOMOIA;

- HapYIICHMS, CBSI3aHHBIE CO CBEPTHIBAIOIIEH CHUCTEMOUW KpOBH (Hampumep, Mpu
TpoMmOOhaeduTe, SMO0OIUM JIETOYHOW apTEepuu) WIA 3HAYUTEIHHOE YTHETEHUE

KPOBETBOPHOU (PYHKIIMM KOCTHOTO MO3Ta;
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- KOMOMHMpPOBAHHOE JIedeHHE C MCIofb3opanteM BAAPT
aHTHUPETPOBUPYCHOM Teparnuu) mpu comnyrcrByromieli BUU-undeknuu (B cBs3M ¢
TOKCUYECKAM BO3JECHCTBUEM HA MUTOXOHAPHUAJBHBIA aImapar ¥ IOBBIIIEHHBIM
PUCKOM Pa3BUTHSI JIAKTOALIU]103a);

- BBIPAXXCHHAs JICTIPECCUS, CYUIUIAIBHBIE MBICIN WJIM IMOMBITKA, B TOM YUCIIE IO
JTAHHBIM aHamMHe3a (TOJILKO ISl B3POCIIBIX ).

Ocobnie YKa3aHui

Ha ocHOBaHMU pe3ynbTaTOB KIMHUYECKUX UCCIICIOBAHUN MOXKHO YTBEPKAATh, UTO
NpUMEHEHUEe puOaBUpUHA B BHJIE MOHOTEpanuHu He sBseTcs 3(PQHEeKTUBHBIM, U
npenapaT PubaBupuH He MOKET IPUMEHSITHCSL B BUJIE MOHOTEpanuu. bezonacHocTb
1 3(PGEeKTUBHOCTh OBLIM YCTAHOBJICHBI TOJBKO JJII KOMOMHUPOBAHHON Tepanuu
pUOaBUPHMHOM M PAacTBOpaMHU Il MHBEKIUEH maruHTepdepona anbha-2b wmimm
unTepdepona anbda-2b.

VY Bcex manueHToB, BKIIOYEHHBIX B UCCIIEAOBaHUS XpoHUYeckoro remnarura C, Oblia
poBeleHa OHWOICHsl TIEYEHU TMepe]] BKIIOYEHHWEM B HCCIEIOBaHHWE, HO B
OTpEeNIeNICHHBIX ciTyuasx (Hampumep, y nanuentoB ¢ BI'C 2 u 3 reHoTtuna) jieueHue
MOKET MPOBOAUTHCS 0€3 TMCTOJIOTMYECKUX JaHHBIX. PeleHne o HeoOX0oauMoCTu
MPOBEICHMS] OMOIICUM MEYEHH /10 Hayajia JICYEHHUs JOHKHO ObITh 00OCHOBAaHO Ha
PEKOMEHIAIUAX TEKYIIUX METOOUYECKUX YKA3aHU.

Hapywenue ncuxuxku u napyweHnus co cmoponsl YeHmpaibHOU HEePEHOU CUCTEMbl
(HHC)

[Ipu mpoBeneHnr KOMOMHUPOBAHHOW Tepanuu ¢ MITUHTEpdEepoHOM anbda-2b nium
unTepdeponom anbha-2b 1 gaxxe B TeUCHHE 6 MECSIEB IMOCIE OTMEHBI JICUCHUS Y
HEKOTOPBIX MAIlMEHTOB HAOIIOMANUCh TsKeable HapylieHus: co ctoponsl [[HC, B
YACTHOCTH, JICTIPECCHUS], CYUIIMAAIBHBIE MBICJIH WIN MONBITKY Cyulnaa. Y JeTeu ot
3 o 18 neT, NpUHUMABIIUX pUOABUPUH B KOMOUHAIIMY ¢ UHTEPPEPOHOM alibdha-2D,
CYMIIMIAJIbHBIE MBICITU WM TOMBITKY CYHIIMIa HAOIIOJAINCh O00JIee 4acTo, 4eM y
B3pocibiX (2,4 % 1o cpaBHeHuio ¢ 1 %) BO Bpems JieueHUS M B TEUYCHUE

MOCJIEAYIOIIEro 6-MeCcIYHOTO TIeproaa Hao0moaeHus. Kak u 'y B3poCibIX, Y AeTel OT
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3 nmo 18 mer HabmomanIuch Apyrue
(Hanpumep, Jenpeccusi, dMOLMOHAIbHAs JTAOWIBHOCTh M COHJIMBOCTH). Jlpyrue
s dexTsi co ctoponrsl [IHC, Brimrouaroriue B cedsi arpecCHBHOE TTOBEACHUE (MHOTIA
HaIpaBJIeHHOE MPOTUB JAPYTUX, HAIPUMEP, TOMUIIUIATBHBIE MBICIIH), OUMOJSIPHOE
paccTpoiicTBO, MaHHIO, CITyTAHHOCTh M U3MEHEHUE CO3HAHUS, TaK)Ke HAOII0JaInCh
Ipy TMPUMEHEHUH UHTEephEepoHOB anbda. Y MalUEeHTOB JOJKEH MPOBOAUTHCS
THIATENbHBIA KOHTPOJb MPU3HAKOB MIIM CUMIITOMOB TICUXMYECKUX 3a00JIE€BaHUU.
Ecnmu mogoOHBIE CHMOTOMBI TOSIBISIOTCS, JI€HAIIMA Bpad JIOJDKEH YYHUTHIBATH
MOTEHIIMAIBHYIO OMACHOCTh JAaHHBIX HEXeNIaTeNbHBIX 3(P(HEKTOB U MOoA0OpaTh
COOTBETCTBYIOIYIO JICKAPCTBEHHYIO Tepamnuio. Eciu gaHHOE CcocTosHuE He
MPOXOJUT WIIA CTAHOBUTCS O0Jiee TSHKEIBIM M BBISIBISIFOTCS] CYUIIUJATBHBIE MBICITH
VI TOMMIIMIAJIBHBIE MBICIH, PEKOMEHAYETCS OTMEHHUTh JICUCHHE IpenaparoM
PubGaBupur u maruHTepdeporHoMm anbda-2b wmm uwHTEpdepoHOM ambda-2b wu
HA3HAYUTh COOTBETCTBYIOLIEE ICUXUATPUUECKOE JIEUCHUE.

Hanuuue unu anammnes masxicenvix ncuxuieckux 3a601e8anutl

Ecnu neuenue npenapatom PubaBrupuH B koMOMHAIUY C MITUHTEp(PEepoHOoM anbda-
2b i uaTepdheporom anbda-2b ABIsIeTCS HEOOXOAUMBIM Y B3POCIBIX MAIUCHTOB
C HaJIMYMEM WM HMEIOIIUXCS B aHaMHe3€ TICUXUYECKUX 3a00JIeBaHUH, OHO JOKHO
ObITh HAYaTO TOJBKO IIOCJIE€ COOTBETCTBYIONICH JUArHOCTUKU U JICUCHHS
NCUXUYECKUX 3abosieBanuii. [IpuMmeHenne pudbaBuprHa U uHTEphepoHa aabha-2b
win mruatepdepona anbda-2b y geredt ot 3 1o 18 et ¢ HaTMYUEM WM aHAMHE30M
TSDKEJIBIX TICUXHUECKUX 3a00J€BaHNN TPOTUBOIIOKA3aHO.

llayuenmolr ¢ paccmpoiicmeom, 6vbI36aHHLIM YNOmMpebieHUeM NCUXOAKMUBHBIX
seujecmsa

[Ipn neuenuu untepdepoHom anbda marueHThl ¢ renatutom C, crpagaronue
PaccTpoOCTBOM, BRI3BAaHHBIM YIIOTPEOIECHUEM ITCUXOAKTUBHBIX BEIIECTB (AJIKOTOJIb,
MapuxyaHa ¥ T.]l.), BXOIST B TPYTITY MallMEHTOB C TIOBBIIIIEHHBIM PUCKOM Pa3BUTHS
MICUXUYECKUX 3a00JIEBAaHUI UK YXYAIICHUEM YKe CYIecTByomux. Ecnu nedenne

I/IHTCp(i)epOHOM aﬂb(pa JJIs1  JAaHHBIX ITAlIMCHTOB ABJISICTCA HCO6XO,Z[I/IMLIM, TO
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HaJIW4Yue COINYTCTBYIOIIUX 3a00JICBaHHt

MICUXOAKTUBHBIMU BEILIECTBAMU JOJIKHBI OBITh TIIATEIHHO OLIEHEHBI ITepe] HayalIoM
Tepanuu. s OLEHKHU, JIUeHHS W HAOJIOJICHHWS 3a MalMeHTaMU MOTYT OBITh
MPUBJICUYCHBl CHEHHAIUCTB JIPYTUX HaIpaBJIE€HUM, BKJIIOYas TMCUXHUATpa WIH
HapkoJjiora. Bo Bpemsi mpoBeIeHUS JICUEHUS U TMOCIE €ro MPEKpalleHUs MaueHT
JOJDKEH HaXOAMThCS TMOJ] HaOdoJeHueM chernuanucta. llpu moBTOpHOM
BO3HMKHOBEHUU WJIM PA3BUTHHU TCUXUYECKUX 3a00JI€BaHUN WM 3aBUCUMOCTEH
PEKOMEHAYETCsl paHHEE BMEIIATEIbCTBO.

Pocm u pazeumue (0emu om 3 0o 18 n1em)

[Ipu mpoBeneHuu Kypca Tepanuu UHTEpPepoHa (HEMITUIUPOBAHHOIO U
IATWJIMPOBAHHOIO) M pUOAaBUpPUHA MPOJOJDKUTEIBHOCTBIO 10 48 Heaenb y
MaIMEeHTOB B Bo3pacTe oT 3 70 18 jeT yacto HabI0JaIiuCch CHUYKEHNE MAacChl Tella
M yYMCHBIIEHHUE CKOPOCTH  pocTa. AHamu3  JaHHBIX  JOJTOCPOYHOMU
KOMOMHUPOBAaHHOW TEpanmuu MATUIUPOBAHHBIM HWHTEPHEPOHOM U PUOABUPUHOM
MoKa3aj CyIIeCTBEHHYIO 3a/iep KKy pocta. Y 32 % mnanuentoB (30/90) nabmronanu
YMEHBIIIEHUE POCTAa OTHOCHUTENIBHO BO3pacTa > 15 mpoueHTuinen cnycrs S JIeT nocie
3aBepiieHUs Tepanuu. JlaHHbIe JIUTENBHOTO HAONMIONEHUS 3a JIEThMU,
NOJIy4aBIIMMU KOMOWHUPOBAHHYIO TEpamnuio HHTEP(HEPOHOM MU pHUOABHUPUHOM,
TaKXe yKa3bIBaJlM Ha CYIIECTBEHHYIO 33/IEPKKY pOocTa (CHH)KEHUE CKOPOCTU pOCTa
Oomnee yem Ha 15 mpoIeHTHIICH MO CPAaBHEHUIO C MCXOJHBIM 3HaueHueM) y 21 %
NAlMEHTOB JAETCKOro Bo3pacta (n=20), HECMOTpS Ha TO, YTO JIEYEHHE OBbLIO
npekpaiieHo oosiee 5 net Hazan. g 14 U3 3TUX MalMEHTOB M3BECTCH MTOTOBBIN
pocT BO B3pociioM Bo3pacte (uepe3 10-12 neT mociie OkoHYaHUs TEPAIKK ), KOTOPBIH
nokasaj, yTo y 12 manueHToB Habmoaaics ne@uuut pocta 6oiee 15 nporeHTuie,
BKJIIOYAs 2 MAUEHTOB, Y KOTOPBIX POCT ocTaBui 3,7 u 4,6 NpoLEeHTUIIEH.

Oyenka coomHoueHUs PUCKA/Nob3bl )y Oemel.

CooTHOIIIEHUE TIOJIH3bI U PUCKA OT JICYCHUS TOJDKHO OBITh TIIATEIHLHO OIICHEHO Ha
OCHOBAaHHMH JIaHHBIX O OE€30MAaCHOCTH MPUMEHEHHs Tpernapara B KIMHHYECKUX

UCCIIeI0BaHMIX y JeTed oT 3 10 18 ner (cm. paszaen 4.8).
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e BaxHO y4uThIBaTH, YTO KOMOWHIT
pocTa, KOTopasi y HEKOTOPhIX MAIMEHTOB MPUBOINUIIA K YMEHBIIICHUIO POCTa.
O6patumocTs gaHHOTO 3 deKTa TOCTOBEPHO HE YCTAHOBJICHA.

e (Cieayer OLUEHUTh JaHHBIA PHUCK C YYETOM OCOOCHHOCTEM TEUCHUS
3a0oneBaHuss y peOeHKa, TakKuX Kak MpPU3HAKA MPOTPECCUPOBAHUS
3aboneBanus (0coOeHHO (UOPO3), HATMUKE COMYTCTBYIOIIUX 3a00JIeBaHU,
KOTOpbIE MOTYT BIIMATH Ha IPOrpeccupoBaHue 3a00s1eBaHus (Harpumep, Ko-
unpexuss BUY), a Takxke (akTopbl, BIUSIONIME HA MPOTHO3 OTBETa Ha
tepanuto (renotun BI'C, BupycHast Harpy3ka).

[To BO3MOXKHOCTH JIeYEHUE Y JIeTe He0OX0AMMO HAUMHATh MOCJE CKavyKa pocTa B
nyOepTaTHOM NEpHOJEe JUIsl YMEHBUIEHUS PHUCKa 3aJepKKu pocta. JlaHHble 00
OTJAJICHHOM BJIMSIHUY Ha TOJIOBOE CO3PEBAaHNE OTCYTCTBYIOT.

I'emonuz

[lo maHHBIM KIWHAYECKHX HWCCJICIOBAHWA  YMEHBIICHWE KOHIICHTPAITUU
remorsoouna < 10 r/nn mabmonanoch y 14 % B3pocinbix narueHToB U 7 % nerew,
NPUHUMABIINX PHOABUPHH B KOMOWHAIMHM C TATHHTEPPEPOHOM anbda-2b uiu
uaTepdeporom anbda-2b. XoTss pubaBupHH He OKa3bIBaCT MPSAMOTO JCUCTBHS Ha
CEepJCYHO-COCYIUCTYI0  CUCTEMY, AaHEeMHs, OOYCJIOBJIEHHas MPUMEHEHUEM
pubaBUpUHA, MOYKET TIPUBECTH K YXYAIMIEHUIO (PYHKIIMU CepIia Wk 000CTPEHUIO
CEpIIEYHO-COCYIUCThIX 3aboneBanuil. Takum oOpa3om, puOaBUPUH TOJDKEH C
OCTOPOKHOCTBIO ~ MPUMEHSATHCA y TMAlMEHTOB C  CEePJEeYHO-COCYAUCTHIMU
3aboneBanusiMu (cM. pazaen 4.3). [lepen HayaioM Tepanuu HEOOXOIUMO OLICHUTH
COCTOSIHME CEpAECYHO-COCYJIUCTOM CHCTEMBI, a BO BpeMsl Tepanmuu HEOOXOAUMO
MPOBOJIUTH KOHTPOJb €€ COCTOSHUSA. [IpW TOSBICHWUW TPHU3HAKOB YXYAIICHHS
HEOO0XOIMMO MTPEKPATUTS JIeueHHUe (CM. pasnen 4.2).

Cepoeuno-cocyoucmas cucmema

B3pocibie manueHThl ¢ XpOHUYECKOW Cep/IeYHON HEeIOCTaTOYHOCTHIO, HHPAPKTOM
MHUOKap/a B aHaMHE3€ W/WIH MPEIbIIYIITUMU WIN TEKYIIUMH HapyIICHUSIMUA PUTMA

cepaua JOJKHbI HAXOOHUTBHCS I1IOA Ha6J'IIOI[eHI/IeM. Hepez[ Ha4daJIOM JICYCHUA U BO
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COOTBETCTEYET :-_' Kl

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDC Th 0002 )

BpEMs Kypca TEpalnuy y NalMEHTOB C-HMCIOHiHMItes —HapyHeHAMI —yHKHHT
cepaua HEoOXOIUMO CHUMAaTh 3JIEKTpoKapauorpammbl. CepJedHble apuTMHU (B
OCOOCHHOCTH HAJDKEITyJ0YKOBBIE) OOBIYHO JI€UaTCsl CTaHAApPTHO, HO TPU STOM
MOKET MOTpeOOBaTbCsl OTMEHA Tepanuu. OTCYTCTBYIOT JaHHbIE O NMPUMEHEHHUU
npenaparta y aeteil oT 3 no 18 ner ¢ cepaeyHO-COCYIUCTHIMU 3a00JICBaHUSIMUA B
aHaMHe3e€.

['unepuyecmeumenvnocms HemeOIeHHO20 MUna

Ecnu  pa3BuBaercs peakuuss THUIEPYYBCTBUTEIBHOCTH HEMEIJIEHHOTO THUIA
(Hampumep, KpanuBHULA, 0TeK KBUHKE, OpOHXOKOHCTPUKILINS, aHA(DUIAKTUIECKHUI
IIOK), TO mpenapaT PubaBupuH A0KEH ObITh HEMEMJIEHHO OTMEHEH, U JOJDKHA
OBITh HA3HAYEHA COOTBETCTBYIOIAs Tepanusi. KpaTKOBpEeMEHHBIE SIBICHUS ChIITUA HE
TpeOyIOT OTMEHBI JICUEHUSI.

Hsmenenus 3penus

B penkux ciydasx npuMeHeHUs puOaBUpHHA B KOMOMHALMU C MHTEphEpOHAMU
anb(pa OblIa 3aperucTpUpoBaHa PETHUHOINATHUS, BKIIOYAas KPOBOU3IUSHUE B
CETYATKy, BBINOT B CETYATKy, OTEK JAHMCKA 3PUTEILHOIO HEpPBA, 3PUTEIbHYIO
HEHPOIIATHIO U OKKJIFO3UI0 apTEpUU WJIM BEHBI CETYATKH, YTO MOYKET IPUBECTH K
norepe 3peHus. Bce mainueHThl B Hauase JIeYEHUs JOJDKHBI MPONUTH OCMOTP
oranemoriora. [lanueHT ¢ xanodaMu Ha CHUKEHUE WJIM MOTEPIO 3PEHUS TOJIKEH
HE3aMeUIUTEIbHO MOJYYUTh MOMOIIb odTanbMoiiora. IlanuenTsl ¢ nuMeromumMucs
HapyLIEHUsIMH 3peHus (Hampumep, AUA0ETHYECKOM WM TUIEPTOHMYECKOU
peTHHONATHEN) JOHKHBI MPOXOAUTH MEPUOANUECKHE OCMOTPHI y 0 TaIbMOJI0ra BO
BpeMsi KOMOMHHUPOBAHHOU Tepanuu ¢ uHTeppeponamu anbpa. KomOuHupoBanHas
Tepanusi ¢ uHTEppepoHamMu aibda J0DKHA OBITh OTMEHEHA IMpH MOSIBICHUU
HapyILIEHUs WM YXYyAIIEHUs 3pEHHS] Y TAaMEHTOB.

QDynKyus neveru

JIroO60oi manueHT co 3HAYUTENbHBIMH HapyUICHUSAMH (DYHKIUM TEYEHU JO0JKEH

HaXOJUTBCA 110 KOHTPOJICM Bpaya. vy MaIMMCHTOB C YBCIIMYCHHBIMUA ITapaMCTPpaMU
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COOTBETCTEYET :-_' KCTNEPTHON

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDC Th 0002 )

¥ OTUYETY

CBEPTHIBaHMS, CBHUJIECTEILCTBYIOIIMMU O—ACKOMHACHEaH T —3a00AeBaH s —HeHCH;
Tepanus A0KHa ObITh HEMEJICHHO OTMEHEHA.

Bozmoosrcnocmov nogviuenus ummynocynpeccuu

[Io nuTepaTypHbIM [aHHBIM B TE€UEHHE OT 3 10 7 HEAenb IPUMEHEHUS
mruaTepdepona u pubaBUpUHA B KOMOWHAIIMM C a3aTHONPHHOM Yy IAaIIMEHTOB
pa3BUBajach NMAHIUTONEHUS M HaOMI0aIoCh MOJaBlieHUE (YHKIMH KOCTHOIO
Mo3ra. MHEJIOTOKCUYHOCTh Oblila 00paTUMOM B TeueHHe 4-6 HelleIb T0Ciie OTMEHBI
MPOTUBOBUPYCHOM Tepanuu renatuta C U a3aTUONPUHA U HE BO3ZHUKAJIA TOBTOPHO
IpU IPUMEHEHUU JAHHBIX JIEKAPCTBEHHBIX CPEJACTB MO OTIEIBLHOCTH (CM. pasjel
4.5).

Konmponv pynxyuu wyumosuonoti sceneswvl y oemeti om 3 0o 18 nem

VYV nereii (nmpubnusurensHo oT 12 go 21 %), nmpuHUMAaBIIUX PUOABUPUH U
uHTEephepoH anbda-2b (mIrumpoBaHHBI ¥ HENMATUIMPOBAHHBIN), HAOIIIOJAIOCH
camkenune kouuentpauu TTT. Eme y 4 % nabmionanoch BpeMEHHOE CHIKEHHE
HIDKEe Tpenena HopMbl. Jlo Havama Tepanuu uHTepdepoHOM  ajibda-2b
koHueHtpauss TTI nomkHa OBITH OLlEHEHa, W JII00O€ HapylleHue (QyHKIUU
IIUTOBUIHOM  KeJe3bl JOJDKHO OBITh TMOJBEPrHYTO JIeUeHHUIo. Tepamus
uHTEephEepoHOM anb(a-2b (MITrUIMpoBaHHBIM U HETIATUIIMPOBAHHBIM) MOXKET OBITH
Ha4yata, eciu KoHreHTpauus TTI nogaepKuBaeTcs Ha YpOBHE HOPMBI C TIOMOIIBIO
JIEKapCTBEHHBIX TpenapatoB. [Ipu npumenenun prubaBUprUHa ¢ MAITUHTEPHEPOHOM
anbda-2b wimm wmHTepdeporHoM anbda-2b HaOmOmaTOCh HapylleHHe (OYHKIHA
IIUTOBUIHON >kene3bl. Ecnu BhIABISICTCST HapymieHWe (GYHKIUWA IMUTOBHUIHOMN
JKeJIe3bl, TO Yy MalKreHTa He0OX0IMMO OIIEHUTh HAJIMUue JUC)YHKIIUN IATOBUIHON
JKeJIe3bl U IPUMEHUTh COOTBETCTBYIOIIME METOIbI JIeUeHUs. Y neteu ot 3 1o 18 ner
GbyHKIMS MUTOBUIHOM kene3nl (Harpumep, TTT) qomkHa orleHUBaThCS Kaxabie 3
Mecsla.

Ko-ungexyus BI' C/BUY

Mumoxondpuaﬂbnaﬂ MOKCcU4YHoCcmbs u Jl(lKﬂ’lOCluu()OS’
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Heo6XxouMo ¢ OCTOPOKHOCTBIO MPUMEHATH—FEPanio u'; L:P\PUPUJCM ';Uibfpa 2b
pubaBupuHOM y nanueHToB ¢ ko-uHdekuueit BI'C/BUY, npunumatonux HAOT (B
OCOOCHHOCTH, MUIAHO3WH W cTaByAuH). Y BUY-monoXuTenpbHBIX NAIMEHTOB,
npuHumatomux HOT, Heobxoaumo mpoBOUTE TIIATENbHBIN KOHTPOJIb MapKEPOB
MUTOXOHPHATIBHON TOKCUYHOCTH U JIAKTOAITM03a TIPH MPUMEHEHUH pUOaBUPUHA.
B wactHOCTH:
® OJHOBPEMEHHOE MPUMEHECHHE PUOABUPHUHA U TUIaHO3WHA HE PEKOMEH Ty ETCS
W3-32 Pa3BUTHS MUTOXOHIPHAILHOM TOKCUIHOCTH (CM. pasnen 4.5);
® OJHOBPEMEHHOE IpPUMEHEHHE puOaBUpUHA U CTaByJAMHA HEOOXOJIUMO
u30eraTh JJII CHUKCHHUS PHCKAa TIEPEKPECTHOW MHUTOXOHIPHUATILHON
TOKCUYHOCTH.

ﬂeKOMneHCZ/{DO6ClHHble 3a001e6anusl _nevyeHu Yy nayuernniose ¢ Ko-qu)eKuued

BI'C/BUY

[TarmeHTsI C MPOrpeCcCCUPYIOIUM HUPPO30M NeueHu, noaydaromme BAAPT, moryt
HAXOJIUTHCA B TPYIINE PUCKA PA3BUTHS JeKOMITeHCAUU GYHKIIUU TICYCHH U CMEPTH.
Tepanus untephepoHoM anbda OTACIBHO WIM B KOMOMHAIIMK C pUOABUPUHOM
MOXET MOBBICUTh ATOT PUCK y JAHHOMW Tpymnmbl namueHToB. Jpyrue ¢akTophl y
MOMOOHBIX TAIMEHTOB, CBSI3aHHBIE C 0OoJieeé BBICOKMM PHCKOM Pa3BHUTHS
JIeKoMIeHcaluy (YHKIIMU TEUYEHH, BKIIIOYAIOT B CeOsl JIeUYECHUE NTUJIAaHO3MHOM U
MOBBINICHUE KOHIICHTPAIIMU OMIIUPYyOUHA B CHIBOPOTKE KPOBH.

[TaumenTsl, nonyyaromue kak APT, Tak U Tepanuio no NOBOAY renaTuTa, JOJKHbI
HAaXOJUTHCS MO KOHTPOJIEM Bpaya, 3aJ1a4€id KOTOPOTO SIBJIIETCS OLIEHKA COCTOSIHUSA
neueHu no mkane Yana-I1pr0. Y manueHToB ¢ nmporpeccupyronier Me4eHOYHOU
HEJIOCTATOYHOCTHIO TEepanus JO/KHA OBITh HEMEIJICHHO MpeKpalleHa, U Tepamnus
aHTHUPETPOBUPYCHBIMU IpenapaTaMu JOJDKHA ObITh TEPECMOTPEHA.

Temamonocuueckue Hapyuienus y nauuernmos ¢ ko-ungexuueu BI'C/BUY

[MaruenTs! ¢ ko-uHdpekuuern BI'C/BUY, npuauMatoniue mruatepdepon anbda-2b
pubaBupud u BAAPT, MOTYT HaXOUTKCS B TPYTINE MOBBIIIEHHOTO PUCKA Pa3BUTHS

reéMaTOJIOTMYECKMX HapylIEHUH (TaKMX KaK HEUTPONEHHs, TPOMOOLUMTONEHUS U
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COOTBETCTEYET :-_' KCTNEPTHOMY

ot 27.09.2023 N= 183865

(MOCNEOCQBATENEHOC Th 0002 )

aHEeMUsl) TI0O CPAaBHEHUIO C TAIMEHTaMH, TOFBKO-€ FEHATHTOM C.XOTHOOTFHHIHHETBO
JaHHBIX SIBJICHUHA MOXXET OBITh CKOPPEKTUPOBAHO C TOMOIIBIO CHIDKEHHUS O3B,
HEO0OXOMMO MPOBOJIUTH THIATEIHHBIA KOHTPOJIb TEMATOJIOTHUECKUX ITapaMeTPOB B
JaHHOU momysiuu (cM. paszaen 4.2 u 4.8). IlanueHTsl, IpUHUMArOIIe puOaBUPUH
Y 3UJIOBY/IMH, HAXOATCS B TPYTIIC TIOBBINIEHHOTO PUCKA Pa3BUTHS aHEMHH. TaKuM
o0pa3oM, OJHOBPEMCHHOE MPHMEHEHHWE pHOaBHpMHA W 3UJOBYJMHA HE
pexomenayetcs (cM. pasnen 4.5).

Tauuenmot ¢ nuskum 3uauenuem CD4

HNmeroTcst orpaHuYeHHbIE JaHHBIE O Oe3omacHocTd U dhdexTuBHOCTH (N=25)
Tepanuu y nanueHToB ¢ Ko-uHpekuuedn BI'C/BUY u 3nauennem CD4 < 200
KJIeTok/MKJI. Takum oOpa3om, Ipu JI€YEHUHN MAIUEHTOB C HU3KUM 3HadueHueM CD4
HE00X0MMO COOII0AaTh OCTOPOKHOCTb.

WNudopmaiiis 0 TOKCHYECKHX CBOMCTBAX KaXIOTO TMpernapara M BEPOSTHOCTH
BO3HMKHOBEHHUSI TEPEKPECTHOM TOKCUYHOCTH pHUOABUpPUHA U TATUHTEpdepoHa
anb(ha-2b mpeacTaBicHa B HMHCTPYKIHMH 10 MEIUIIMHCKOMY TMPUMEHEHHUIO
aHTHPETPOBUPYCHBIX IIPETapaToB.

bonesznu 3y606 u nepuooonma

Y mnanuMeHToB, NPUHUMABIIUX PHOABUPHH W TATUHTEPPEpOH anbda-20 wumm
uHTephepor anbda-2b, ObLIM  3aperucTpUpoOBaHbl  3a00JE€BaHUsA 3y0OB U
NEPUOAOHTA, KOTOPbIE MOTYT PUBECTH K OTEpe 3yOOB. B nononHenue, cyxocTs BO
PTY MOXKET OKa3bIBaTh OTPHUIIATEILHOE BIMSHUE Ha 3yObl M CIM3UCThIE 000JIOYKU
pTa mpU JUIUTEILHOM JICYEHWU TpemnaparoM PubaBupuH u maruHTephEepOHOM
anbda-2b wim wmuTepdeporHoM anbda-2b. IlarueHTHl JOMKHBI YUCTHUTH 3yObI
JIBX/IBI B JIEHb M MIPOXOJIUTH PETYJISIPHBIE OCMOTPHI y cToMaTojora. Kpome toro, y
HEKOTOPBIX IMAIMEHTOB MOXET ObITh pBoTa. Ecim nmaHHas peakiusi BO3HUKAET,
HEOO0XOMMO TIIATETHHO MOJIOCKATh POT MOCIIE KaXKAOTO MPHUCTYTIA.

JlabopamopHhvie ananusvi
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iD:CTEETETEFETZ%W:_EPTHTf

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDCTE DO02)

¥ OTUYETY

[lepen HayaioM JieyeHUs: BCEM MalleHTaM-e€AeAYeT HPOBECTH KAHITHeCK-a a3
KpPOBH, aHAJIU3 DJIEKTPOJIMUTOB, OMPEICTICHUE COJIEPKaHUs KpeaTUHUHA U MOYEBOM
KHCIIOTBI B CBIBOPOTKE, (DYHKITMOHAILHBIE MPOOBI TICYCHHU.

HopmallbHbIMU ~ 3HAQUYE€HHMSIMH, TIPU KOTOPHIX MOXKHO HAUYMHATH TEPANUIO
prOaBUPUHOM, SIBIISIOTCA CIEAYIOUINE: TeMOTJI00uH - > 120 r/n (keHmuHs1), > 130
r/n (myxuunsl), > 110 r/n (meBouku), > 120 r/n (Maab4uKu); TPOMOOLMTHI >
100000/Mm3, HeitTpodums > 1500/mm3,

JlaGopaTopHble aHaTU3bI TOJDKHBI TPOBOIUTHCSA Ha 2 U 4 HENeJe Tepanuu U 3aTeM
MEPUOANYECKH B COOTBETCTBUU C KIMHUYECKOW KapTHHOW. Bo Bpemsi nedeHus
JIOJDKHO peryJisipHo onpenensatees 3nauenue PHK BI'C.

Kenwunol 0emopoonoco o3pacma

JKeHIMHBI 1eTOPOAHOrO BO3pacTa BO BpEMs JICUECHHUSI U B TEUEHUE 4 MECSLIEB ITOCIIE
HEro JOJIKHBI POBOJIUTH TECTHI HA OEPEMEHHOCTh €KEMECSIUHO.

JKeHIMHBI, Yb1 TAPTHEPHI IPUHUMAIOT TEPAIUIO ITpenapaToM PubaBupuH, 10KHBI
IIPOBOJIUTH TECThI HA OEPEMEHHOCTD €KEMECIYHO BO BpeMsl JIeUCHUSI puOaBUPUHOM
Y B TEUYCHHE 7 MECSLEB IOCIIE.

[Ipenapar PubGaBuprH MOXXET MOBBIINIATh KOHIIEHTPAIIUIO MOYEBOM KUCIIOTHI U3-32a
reMoJIn3a.

[TarueHTOB € MpeApacnojOKEHHOCThIO K TMoJarpe HEOO0XOAMMO TIIATENIbHO
KOHTPOJIUPOBATh.

Bcnomoeamenvrule gewecmesa

Kaxxnas tabnerka npenaparta Pubasupun cogepkut 119 mr makro3sl. [lanmentam ¢
PEOKO  BCTPEYAKOIIECUCA  HACIEACTBEHHOW HENEPEHOCUMOCTBIO  TaJaKTO3bl,
neuImToM JaKkTasbl JoMaped WM TIIHOKO30-TaJlaKTO3HOM MalibabcopOruen He
cJieyeT MPUHUMATh ATOT Hpenapar.

4.5 B3aumopaeiictBue ¢ APYIMMH JEKAPCTBEHHBIMM IpenaparamMu W Apyrue
BU/IbI B3aUMO/IeHCTBUS

N3ydenne B3aUMOAECHCTBHSI C  JAPYTMMU  JIEKQPCTBEHHBIMH  CpEJICTBAMU

IMPOBOJNIIOCH TOJIBKO € YUYAaCTHEM B3POCIIbIX IMALIMCHTOB.
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COOTBETCTEYET :-_' KCTNEPTHON

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDC Th 0002 )

¥ OTUYETY

CornacHo pe3ynbTaTaMm UCCIEA0OBAHUM in'vitro;

npernaparax IMeYeHU 4YelIOBeKa U KPBIChl, HEe ObUIO YCTaHOBJIEHO MeTaboJin3Ma
pubaBupuHa, 00yclIoBICHHOTO M30hepMeHTaMu 1uroxpoma P450. PubaBupun He
UHTHOUpyeT n3odepmenTsl nuToxpoma P450. JlaHHbIe TOKCHYECKUX MCCIIEIOBAaHUMN
HE CBUJICTEIBCTBYIOT O TOM, YTO PUOABUPUH WHAYIHUPYET (PEPMEHTHI IECUCHHU.
Takum 00pa3oM, CyIIeCTBYET JIMIIb MUHUMAaJIbHAsI BOBMOXXHOCTh B3aUMOJICICTBUH,
CBSI3aHHBIX ¢ U30(epMeHTaMu rurToxpoma P450.

PubaBupuH, OKa3bIBas MHTHOUPYIOIIUI s ekt Ha
WHO3UHMOHOGOChATACTUIPOreHA3Y, MOXKET HAPYIIUTh META0OIU3M a3aTHOIPUHA,
NPUBOJI K HAKOIUICHUIO O-METWJITHOMHO3UMH MoOHO(pocdaTa, 4TO CHOCOOCTBYET
MOSBJICHUIO MUEIOTOKCUYHOCTH y TAIMEHTOB, TMPUHUMAOIINX a3aTHOMPHH.
Heobxoaumo  um30eraTh  OJHOBPEMEHHOTO  MPUMEHEHHUS  MATUIUPOBAHHBIX
uHTEpPEpOHOB aliba M pubaBUpPUHA C a3aTUONPHHOM. B OTHENbHBIX Clydasx,
KOI/Ia TO0Jb3a OT OJHOBPEMEHHOTO NpPHUMEHEHHUs puOaBHUpUHA W a3aTHOINPHUHA
MPEBBINIAET TOTCHIMAIBHBIA PUCK, PEKOMEHIYETCS MPOBOJUTH TIIATEIbHbBIN
KOHTPOJIb TTOKa3aTeIe KPOBH JJIS BBISABICHHUS TPU3HAKOB MHEIIOTOKCUYHOCTH.
Ecnu TakoBble OTCYTCTBYIOT, TO JICUCHHE JAHHBIMH TpEenapatamMu JOJDKHO OBIThH
npekpaiieHo (cm. paszaen 4.4).

WccnenoBanusi B3auMOICUCTBHUS pHOaBUPUHA U JIPYTUX JIEKAPCTBEHHBIX CPEJICTB,
3a HCKJIIOUCHHEM TIITHHTEepPpoHa anbdha-2b, uarepdepona anbha-2b u anTanumoB,
HE TIPOBOJIUIIOCK.

Humeppepon anvgha-2b

B dpapmakoknHETHYECKOM HCCICAOBAHUM ¢ MIPUMEHEHHEM MHOTOKPATHBIX 103 HE
OBLIIO BBISBICHO (hapMaKOKMHETHUECKHX B3aHMMOJICHCTBUN MKy PUOABUPHHOM H
mruaTepheporom anbha-2b uiu natepdeporHom anbha-2b.

Anmayuowi

[Ipy oqHOBpEMEHHOM MPUMEHEHWM aHTAlMAA, COJICP>KAIEro MarHui, alllOMUHHAI
WM CHUMETHKOH, OumomocTtymHocTh pubaBupuHa 600 wmr cHmwkanack; AUCy

cHukanach Ha 14 %. Bo3M0>XHO, 4TO yMEHbIIIEeHHE OMOJOCTYITHOCTH pubaBUprHa B
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JTAHHOM HCCIIEJIOBaHUM ObLIO BBI3BAHO aﬂcpﬁ\kofi TpAHCHOPTa PHOABHPIHA HITH
u3MeHeHnueM pH. JlanHoe B3auMoieiicTBUE HE TPU3HAHO KIMHUYECKU 3HAYUMBIM.
Ananoeu Hyk1eo3uoos

[IpuMeHeHre aHaIoroB HYKJICO3UJOB OTAEIHbHO WM B KOMOWHAIIMMU C APYTHUMH
HYKJICO3UJaMU TIPUBOJMIIO K Pa3BUTHUIO JIAKTOAIUA03a. PMOaBUpuH yBeIHMUMBaeT
KOJINYeCTBO (hocHOPUITMPOBAHHBIX META0OIUTOB ITyPUHOBBIX HYKJICO3UI0B IN VItro.
JlaHHasi aKTUBHOCTh MOKET MOBBIIIATH PUCK PA3BUTHS JAKTOAIM103a, BBI3BAHHOTO
aHaJIOTaM¥ MyPUHOBBIX HYKJICO3UIO0B (HAIpUMep, TUIaHO3MHOM WIIH a0aKaBUPOM ).
OnHOBpeMEHHOE NpPHUMEHEHHE pUOaBUPUHA W JHMJIAaHO3MHA HE PEKOMEH]IyeTCS.
B 3aperucTpupoBaHbl CIIy9ar MUTOXOHAPHUATBLHON TOKCHYHOCTH, B YaCTHOCTH,
JaKTOAIM03a U MTAHKPeaTUTa, MPUIeM HEKOTOPBIC HMEITH JICTATBHBINA UCXO/T.

[Ipu BKIIOUEHMHU 3UI0BYAMHA B cxemy Jeuenuss BUY npuem prbaBuprHa BbI3bIBAI
aHEMUIO, XOTS TOYHBIA MEXaHW3M JIAHHOTO SIBJIICHHS HE M3BeCTeH. OTHOBPEMEHHOE
pUMEHEHUEe pUOaBUPHUHA U 3UJIOBYJIMHA HE PEKOMEH]IyEeTCS U3-3a MOBBIIICHHOTO
pucka pa3Butus anemuu (cM. pazjaen 4.4). Heo0xo1MMo paccMOTpeTh BOZMOXKHOCTh
3aMeHbl 3UJIOBYAMHA B KOMOMHHPOBAHHOM aHTUpeTpoBUpycHOM Tepamuu (APT),
€CJIM TakoBas yxke Obljja Ha3HaueHa. JTO OCOOCHHO BaXKHO JJIS MAIMEHTOB C
aHAMHE30M aHEMHWH, BEI3BAaHHOUW MPUMEHEHHUEM 3UI0BYIMHA.

B03M0XHOCTh B3aMMOJCHCTBUSI MOXKET COXPaHATHCA 10 2 MecsleB (5 mepuoaoB
MOJIYBBIBEJICHUSI pUOaBUPUHA) TIOCIIE TIPEKPAIICHUsS] Tepaniuy puOaBUPUHOM H3-32
JUTMHHOTO TIEPHO/Ia TTOTYBBIBEICHHUS.

Her nanHBIX O TOM, YTO pPHOABUPHUH B3aUMOJCHCTBYET C HEHYKIJICO3UIHBIMHU
MHTUOUTOpaMu OOpaTHOW TPAHCKPHUIITA3bl I MHTUOUTOPAMHU MPOTEA3BI.

B nuteparype mnpenctaBieHBI NPOTHBOPEYUBHIC JaHHBIE 00 OJHOBPEMEHHOM
npuMeHeHun abakaBupa U pubaBupuHa. HexoTopsie naHHBIE CBUIETEIBCTBYIOT O
TOM, 4TO TanreHThl ¢ Ko-uHdekiuen BI'C/BUY, nonyuaromue APT, coaepxkaiiyto
abakaBHp, MOTYT HaXOJUTHCS B TPYIIE pUCKa pa3BUTHs Oosiee ciaboro oTBeTa Ha
TEpanuio MAITUIUPOBAHHBIM WHTEphepoHoM/pudbaBupuHoM. [Ipu ogHOBpeMEHHOM

MPUMCHCHHUHU OJAHHBIX IIPCIIapaToOB H€O6XO,III/IMO CO6J'IIOI[8,TI> OCTOPOKHOCTD.
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4.6 PepTUIBLHOCTH, 0€PEMEHHOCTH U JI

bepeMeHHOCTE

Bo Bpemst GepeMeHHOCTH TPUMEHEHHE pHOaBUpPUHA MPOTUBOIIOKA3aHO.

DepTHILHOCTE

JIoKIIMHUYECKUE TaHHBIE.

@DepTUNbHOCTh: B UCCIEAOBAHUAX HA KUBOTHBIX pUOABUPUH OKa3blBaJ 00paTUMOE
BIIMSIHUE HA CIIEPMATOICHES.

TepaToreHHOCTh: B NMPOBEACHHBIX HCCIEAOBAHUAX 3HAYMTEIBHBIM TEPATOTCHHBIN
W/ 3MOPUOLUAHBIN NOTEHIMAN pubaBUprUHa ObLI IPOAEMOHCTPUPOBAH Y BCEX
BUJIOB XKUBOTHBIX, TP 3TOM MHUHHMAaJIbHAsA 1032 PUOABUPHHA COCTABIIIA OJHY
JBAJLATYI0 OT PEKOMEHyEMOU O3bI U1 YEJIOBEKA.

['eHOTOKCUYHOCTD: PUOABUPUH UHIYLIUPYET FT€HOTOKCUYHOCTD.

>K€HHII/IHBI ACTOPOJHOTO BOSD&CT&/ KOHTPAUCIIIWA dKCHITWH U MY>XYUH

[TanueHThl >KEHCKOTO ToJia: puOaBUPWUH MPOTHUBOIIOKA3aH JJi NPUMEHEHUS Y
OepemenHbix (cM. pasgen 4.3). HeoOxomumo mnpuHHUMATh 0COObIE MEpPhI BO
n30eKaHue HACTYIICHUSI OCPEMEHHOCTH y TIAIMEHTOK. JIeueHne pubaBupuHOM HE
JIOJDKHO OBITh HAYaTO JO TMOJYYEHHUs OTPHUIATENIBHOTO TeCTa Ha OEPEMEHHOCTb.
JKeHIHBI  IEeTOPOAHOTO BO3pacTa JIOJDKHBI  HCIOJIB30BaTh 3P (HEKTUBHYIO
KOHTpAIIENIMI0O BO BpPEMs JICYCHHUS U B TeUCHHE 4 MECSIEB IOCJE 3aBEepIICHUs
Tepamnuu; TeCThl Ha OEPEeMEHHOCTh JOJKHBI MPOBOJIUTHCS exemecsuyHo. Eciu Bo
BpEMsI JICUCHUS WU B T€UEHUE 4 MECAIIECB IMOCJIE HETO HaCcTyIaeT 0€pEMEHHOCTh, TO
MAIMEeHTKY HEOOXOAMMO MPEIyNpeuTh O PUCKE 3HAYUTEIHLHOTO TEPaTOTCHHOTO
BO3/ICHCTBUS puOaBUPUHA HA IO,

[TareHTH MYKCKOTO T0JIa ¥ UX TMapTHEPIIU-KCHIIMHBI: HEOOXO0IUMO MMPUHUMATD
0coObIe Mephl BO H30ekaHWE OCPEMEHHOCTH Yy TapTHEPIN MAIlMeHTOB-MYXKUYHWH,
NPUHUMAIONMINX  PHOAaBUPHH. Hakornenne ~ pubaBUpWHA ~ TPOHMCXOJHT
BHYTPHUKJIETOYHO, TPU 3TOM OH OYEHb MEJICHHO BBIBOAWTCS W3 OpTaHU3MAa.
HewnsBecTHo, Oka3bpiBaeT M prOABUPUH, MOMAJAONIUN B CIEPMY, TEPATOTCHHBIC

WM TeHOTOKCHYHble »(ddekThl Ha SMOpUOH/IUION UesoBeka. [lo JgaHHBIM
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pI/I6aBI/IpHH, HE OBLIO YCTAHOBJICHO ITOBBIICHHOI'O PHUCKA PAa3BUTHUA M1aTOJIOT UM

TJ10/1a WJTH KaKOTO-T100 0cO00T0 BUIa HAPYIICHUS BHYTPUYTPOOHOTO Pa3BUTHS 110
CpaBHEHUIO ¢ o0mieil momynsnuei. TeM He MeHee, MalUeHThI-MY>KUYMHBI WU UX
MapTHEPITU-KCHIIUHBI JTOJDKHBI TPUMEHITh A(G(OEKTUBHYIO KOHTPAICTIIIUIO BO
BpeMs JIeUeHUsI puOaBUPUHOM U B T€UEHHE 7 MecsIeB nocie jgedenus. [lanuentam-
MY>KUMHAM, YbW MApPTHEPIIU-KEHIIMHBI OepeMEeHHbI, HEOOXOAUMO HCIOIb30BAThH
Mpe3epBaTUB JIJIsi MUHUMAIU3AlNK TIepeaady puOaBuprHa NapTHEPIIIE.

Jlakranus

HewusBecTHO, BbIAEISETCS I PUOABUPUH C TPYAHBIM MOJOKOM. M3-3a BO3MOKHBIX
HEXXeJaTeIbHBIX PEaKIUil y MJIAJICHIIEB MPU KOPMIJICHUHU TPYJIbIO Mepe]l HaualioM
Tepanuu He0OXO0IMMO IPEKPATUTh IPYIHOE BCKApMITUBAHUE.

47 Bausinue HA CHOCOOHOCTH YNPABJISATH TPAHCHOPTHBIMHU CPeICTBAMHU U
padoraTb ¢ MEXaHU3MAMH

[Ipenapar PubaBupuH He OKa3bIBA€T OTPUIIATEILHOIO BIUSHHUSA Ha CIOCOOHOCTh
YIPaBISATh TPAHCIIOPTHBIMU CPEJICTBAMU M paboTaTh ¢ MexaHu3zMamu. HecmoTpst Ha
9TO, B KOMOMHAIMK C MATUHTephepoHOM anbdha-2b uiau uaTephepoHom anbha-2b
JTaHHbIN 2P deKT Bo3MokeH. TakuM 00pa3oM, MaIMEHThI, OIIYIIAIOIINE YCTaNIOCTh,
COHJIMBOCTb WJIA CITyTAHHOCTb CO3HAHUS, BO BPEMS JIEUEHUSI JOJIKHBI BO3JEPKATHCS
OT YIIPABJICHUS TPAHCIIOPTHBIMU CPEACTBAMU WIJIH PAOOTHI C MEXaHU3MAMHU.

4.8 HeskenaresabHbIe peakun

Pes3roMe HexemaTeIbHbIX PEAKITUN

Yacrora BO3HUKHOBECHHS HEXKEIATEIBHBIX JICKAPCTBEHHBIX PEaKIIUN OMpe/IeIiCHa B
coOoTBETCTBUHM ¢ Kiaccupukanueit BO3: ouens yacto (> 1/10), vacro (= 1/100, o <
1/10), megacto (> 1/1 000, mo < 1/100), peaxo (> 1/10 000, o < 1/1 000), oueHs
peako (< 1/10 000), yactora HeusBecTHA (HA OCHOBAHMM HMMEIOIIMXCS JTaHHBIX
OIIEHUTHh HEBO3MOKHO).

Tpoiinas mepanus

CM. MHCTPYKIUIO 110 MEAUIIMHCKOMY MPUMEHEHHIO OOLIeTIpEBUpa.
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COOTBETCTEYET :-_' KCTNEPTHON

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDC Th 0002 )

¥ OTUYETY

Jleounas mepanusi
be3onacHoCTh NpUMEHEHHS pPUOABUPHHA OILIEHMBANIACh IO JAHHBIM YETHIPEX
KIIMHAYECKUX HWCCIAEAOBAaHUM Yy TMAIMEHTOB, KOTOPBIC paHbIle HE MPUHUMAIIA
untepdpepon  anwda-2b  (manMeHTH, paHee HE IMOJy4YaBIIME  TEPAIHIO
uHTep(EepOHOM): B JABYX HCCIEIOBAHUAX HM3ydaloCh MPUMEHEHUE pUOABUpPUHA B
KoMOMHaIuu ¢ wuHTepdhepoHoM anbda-2b, B AByX - B KOMOMHAIUU C
mruarepdeporoM anbda-2b.

VY manmeHToB, paHee NMPUHUMABIIUX MHTEPPEepoH anmbda-2bh u pubaBUpHH WU Y
KOTOPBIX JIEUEHUE JUITHJIOCh MEHbIIIE CTaHJAPTHOTO CPOKA, MOXET HaOIIOAaThCs
yIIyqIIeHHBIA TPO(UIs 0€30MaCHOCTH B CPABHEHUH C ONMCAHHBIM HUXKE.
HexenaTenbHble peakiuy, MEPEUMCICHHBIE HIIKE, OCHOBAaHbI Ha JIaHHBIX
KJIIMHAYECKUX MCCIEIOBAHUN Yy B3POCIBIX MAIlMEHTOB, paHEe HE MPUHUMABIIUX
uHTep(epoH, IedeHne KOTOPBIX MPOBOIWIOCH B TeUeHHE | TOAa, M1 Ha OCHOBAaHUH
JAHHBIX ~ MPUMEHEHHsI  Tpermapara B  IOCTPETHUCTPAIMOHHOM  IEPHUOJE.
OnpeneneHHOe KOJIUYECTBO HEXKENATEIbHBIX PEaKIIUi, OOBIYHO MPUITHCHIBAEMBIX
Tepanuu WHTepGEPOHAMH, HO TAKXKE 3apETUCTPUPOBAHHBIX MPU TEPAINlUU IernaTuTa
C (B xoMOumHanmuu ¢ pubaBUPUHOM) TIPEACTABJICHBl HIDKe. JlaHHBIE O
HEXENaTeIbHBIX PEaKIMsIX, MPEICTABICHHbIE B HHCTPYKIUAX IO METUITMHCKOMY
NPUMEHCHHIO TIITUHTEp(epoHa anbdha-2b u unrepdepona annda-2b, Takxe Moryt
OBITh MPUMEHUMBI K MOHOTEpaNuu UHTEpPepoHaMu. B Kakmoi rpyrie 4acToTh
HEXENaTeIbHbBIC PEaKITUH MPECTABIICHBI B MOPSAIKE YMEHBITICHUS TSKECTH.

I/IHd)eKuuu U UHBA3UU.

OYEHb YaCTO: BUPYCHbIE MHPEKLINU, (DAPUHTUT;

yacTo: OakTepuanbHble MHGEKIUH (BKJIIOYAs CENcHuc), TpuOKoBas WH(MEKIuS,
UHQEKIUN JbIXaTelIbHbIX MyTeHW, OpPOHXUT, HMHQEKLHUs, BbI3BAaHHAs BHUPYCOM
MPOCTOTrO reprieca, CHHYCUT, CPEAHUIN OTUT, MH(EKIIMU MOUYEBBIX MyTEH;

HEYacTO: MH(PEKIUU B MECTE BBEJICHUS, MHPEKIUS HIDKHUX JIbIXaTeIbHbBIX MyTeH;

pPENKO: THEBMOHUS™.
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COOTEBETCTBYET 2KI

CMEPTHOMY OTUETY
o e i

ot 27.09.2023 N= 183865

(NMOCNEOOBATENEHOCTE 0002)

B -~ P

ﬂO6I90KClLl€CI’}16€HHbl€, 3NNOKAYEeCMEBEHHbte i HEYIMOHYHERRbBIE  —HO6000PDASO6GHUA

(BKIIIOUASA KUCIBL U NOJIUNDL).

YacTO: HCYTOYHCHHBLIC HOBOO6p330BaHI/I$I.

HCZDVLM@HM}I CO CIMOPOHblL KPOBU U JluMd)amuquKoﬁ cucmemsvl.

OUYCHb YACTO: AHEMUS, HEUTPOIICHHUS;

4acTo: reMOJIUTHYECKast aHeMusl, JeKONEHNs, TPOMOOIIUTOTICHUS,
nuMdaaeHonaTus, TuMQOICHU;

OUYCHB PEJIKO: aruIacTUYECKasi aHeMUS ™,

4acTOTa HEM3BECTHA: WCTUHHAS DJPUTPOLIMTApHAS aruia3usi, HauonaTHdecKas
TPOMOOIIMTONIEHUYECKAsT IMypIypa, TpoMOOTHUYECKass TPOMOOIUTONEHUYECKas
Irypiypa.

HCZDVI/LIQHM}Z CO CIMOPOHbI MMMVHHOIZ cucmemsl.

HEYacTO: MMOBBIIICHHAs! YyYBCTBUTEIbHOCTB;

peaKo: capkou103*, peBMaTOUAHBIN ApTPUT (BIEPBHIC BOSHUKIINN WK YXYIIIEHUE
COCTOSIHUSA);

yacTtoTta Heu3BecTHa: cunApoM @Dorra-KosHarn-Xapanpl, CHCTEMHas KpacHas
BOJIYaHKA, PEAKLUMU OCTPOM TMIEPUYyBCTBUTEIBHOCTH, BKIIIOYAs KpalWBHUILY,
AHTHOHEBPOTHUYECKUM OTEK, OpoHXOCTa3M, aHa(UIIAKCHUIO.

3HO0KDMHHble HAPYULEHUAL.

49aCTO: THIIOTUPCO3, TUIICPTUPCO3.

Hapyweﬁuﬂ MemaboaUuMa U NUMAHUSL:

OYEHb YaCTO: AaHOPEKCHSI;
94acTO: THUICPTIUKEMHS, THUIICPYPUKEMUS, THIOKAIBbIIEMUsS, JCTHIpaTaIlus,
TIOBBIIIICHHUE AITIICTUTA;

OUYEHb PEJIKO: CaXapHBIN TUA0ET, TUIIEPTPUTITUIICPUICMHUS .

Tlcuxuueckue Hapyuerus.

OYCHb YaCTO: JENpeccus, OECCOHHHWIIA, SMOIMOHAIbHAS  JAOMIHHOCTD,

TPCBOXKHOCTD,

29



COOTBETCTEYET :-_' Kl

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDC Th 0002 )

CO3HAHUS, AXKUTAllUi, THEB, CMEHAa HACTPOECHUS, IMATOJIOTHYECKOE IOBEJCHUE,
HEPBO3HOCTh, HAPYIICHHWsS CHA, CHWKEHWE JHMOWI0, amatvs, TPEBOKHBIE
CHOBUJICHHUSI, TNIAKCUBOCTH;

HEYACTO: CYUIUIATbHbIE TONBITKY, TAHUYECKAs aTaKka, TaJUTIOI[MHAIINH;

peaKo: OUMOJIIPHOE PACCTPOUCTBO;

OUYEHb PEAKO: CyUIu™*;

YacTOTa HEU3BECTHA: TOMUITUAATBHBIC MBICTH™®, MAaHUA™, U3MEHEHUE TICHXUYECKOTO
craTtyca.

HCIDVW@HME CO CniopoOHbl H€D6H01/7 cucniemnl.

OYEHb YaCTO: roJIOBHAsA 00Jb, T'OJOBOKPYXEHHUE, CYXOCTh BO PTy, HapyLIECHUs
KOHLIEHTpalMuy BHUMaHHS;

4acTO: aMHE3Us, YXYAIICHHE MaMsITH, OOMOpPOK, MUTPEHb, ATAKCHUS, MapecTe3us,
TUC(POHHUS, TUIECTE3Us, TUIEPECTE3Us,, TMIIEPTOHYC, COHJIMBOCTb, HapyLICHHE
BHHUMaHMs, TPEMOD, U3BPAILCHHs BKyCa, IIOTEPs BKYCA;

HEYacTo: HeWlponaTusl, nepudepruyeckas HeMponaTus;

PEIKO: CYOPOKHBIC TTPUTIATIKH (CYI0pPOTH)™;

OYEHb PEIKO: KpPOBOMBIMSHHE B MO3r*, 1epeOpOBACKYJIApHAs HILIEMUS™,
sHIehamonaTus*, MOJIMHEUponaTHs *;

4acTOTa HEM3BECTHA: TapaJINy JIMIIEBOTO HEPBA, MOHOHENPONIATUH.

Hapymeﬁuﬂ CO CniOpOHbL Op2arna 3perust.

4acTO: HApyUIEHUE 3pEHUs, HEYETKOCThb 3PEHMs, KOHBIOHKTHBUT, Pa3ApaKCHUE
ria3, 00Jib B TIJla3axX, UCKAKEHHUE 3PUTEIBLHOTO BOCHIPHUATHS, MATOJOTHS CIIE3HBIX
XKeJle3, CyXOCTb IJ1a3;

pPEeNKO: KPOBOMBIUSHUS B CETUATKy™®, PETHHONATUU (BKIIOYas OTEK >KEITOrO
nsATHa)*, TpomMOO3 aprepuil ceryaTKU™, TPOMOO3 BEH CETYATKU™, HEBPUT
3pUTENILHOTO HEpBa™*, OTEK IMCKa 3pUTEILHOTO HEpBa™®, CHIXKEHHUE OCTPOTHI 3pEHUS
WJIH BBINIAJICHUE TIOJIeH 3peHus ™, SKCCyJaT B ceTYaTKe.

HCZDVW@HM}Z CO CIMOPOHbL opcana ciyxa u JZCZ6MDMHWZCI:
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qacCTO: BEPTUT'O, HAPYIICHUEC HUJIN ITOTCP

COOTBETCTEBYET ZKCNEPTHC
ot 27.09.2023 N= 13865
(NOCNEQCBATENEHOCTE 0002)

XIIITOSE IITEONL

MY OTUETY

AN RO R O T LT
J.l)’ACl—, SODVUIT D )’IJJCLA, VUVUJID D _)’LLlCl.A.

HCZDVLM@HM}I CO CIMOPOHDbI cepdua:

YacTo: OILIyIIEHUE CepALeOneHUs, TAXUKAPIUS;

HEeYacTo: MHPAPKT MHOKAP/a;

penKO: KapAUOMHUOMATHS, ApPUTMUA™;

OYEHb PEIIKO: MIIEMHS cepara™;

4aCcTOTa HEM3BECTHA: TIEPUKAPIUAIBbHBINA BBIOT™, IEPUKAPIUT™.

HCZDVW@HM}Z CO CniopoOHbl COCV@OG.’

4acTO: TMOHM)KEHUE AapTEPUAIBHOTO JABJICHHS, IIOBBIIICHUE apTEPUAIBLHOTO
JIABJICHUS, «TIPUITUBBDY;

pPEeIKO: BaCKYJIUT;

OUYEHb PEJKO: UIIeMHUs nepudepuuecKnx TKaHem™.

HCIDVW@HM}I CO _CmOpOHbl O0blXamenbHou cucmemsl, opcaHoe ZD)/@HOIZ KiemkKu u

cpeooCmeHus..

O4YCHBb 4aCTO: OABIIIKA, KallICJIb,

4acTO: HOCOBOE KpPOBOTCUCHHE, pECIUpaTOpHBIC HApPYIICHUS, 3aJI0)KEHHOCTD
JBIXaTeIbHBIX TMYTEH, CHHYCHUT, OTEK CIM3UCTONM O0O0OJOYKM HOCa, pUHOpes,
YBEITUYCHHUE CEKPEIMH CIU3UCTON 000JI0YKHA BEPXHUX JIbIXaTEIbHBIX IyTEH, O0Jb B
ropJje, HeMpOAYKTUBHBIN KaIllellb;

OYEHb PEAKO: JIETOYHble WHQPUIBTPATHI™, THEBMOHUT™, HHTEPCTUIIUATILHBIN
MTHEBMOHUT™.

JKenyoouno-kuweunvie HapyuieHus:

OUYCHb YACTO: IUapes, pBOTA, TOIIHOTA, 00JIb B )KUBOTE;

4acTO: SI3BEHHBIM CTOMATUT, CTOMATHUT, 3Bl B POTOBOM MOJIOCTHU, KOJIUT, OOJIb B
IPAaBOM BEPXHEM KBAAPAHTE IKUBOTA, JHCIEICHUS, KEITyJOUYHO-KUIICUHBIN
peduirokc*, TIIOCCUT, XEUITUT, B3yTHE )KUBOTA, KPOBOTOUYMBOCTH JIECEH, THHTUBHT,
YaCTBIN KUJKUNA CTYII, TOPAKEHHUE 3y0O0B, 3a110p, METCOPHU3M;

HEYaCTO: MMAHKPEaTHUT, OOJIb B MOJIOCTH PTAa;

PECAKO: UIIEMUYECKUM KOJIUT,
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COOTBETCTEYET :-_' KCTNEPTHON

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDC Th 0002 )

¥ OTUYETY

O4YCHb PCAKO: SI3BCHHBIM KOJII/IT*;
4aCTOTa HCM3BCCTHA. HAPYIICHUS CO CTOPOHBI IICPUOJOHTA, HAPYIICHHUA CO CTOPOHBI
3YGOB, IIUIrMEHTAlUA A3bIKA.

HCZDVLM@HM}I CO CIMOPOHbL ne4yeru u DfCBﬂHQGbZGOaﬂWMX nymed:

4acTo — renaToMeranus, JKeaTyxa, THIepOrnInpyOnHeMus *;
OYEHb PEIIKO — TeMaTOTOKCUYHOCTH (B TOM YHCJIE C JIETAIbHBIM UCXOJIOM™).

HCZDVLM@HM}I CO CIMOPOHbL KOHCU U NOOKOJCHbIX MKAHEIL:

OYEHb YaCTO: AJIONEIHs, 3y 1, CyXOCTh KOXH, ChIIb;
4acTo: IICOpHa3, YXYALICHHE TEYEHHUS YK€ CYIECTBOBABILErO IICOPHA3a, dK3EMa,
peakuusi pOTOUYBCTBUTEIBHOCTH, MAKYJIONAYJIE3HAs ChIllb, SPUTEMATO3HAS ChIIlb,
HOYHAs MOTJIMBOCTb, THIEPrUApPO3, JAECPMATUT, akKHe, (PypyHKyJe3, 3pUTEMa,
KpaIlMBHMIIA, HAPYIIEHHS CO CTOPOHBI KOKH, F€EMaTOMa, IIOBBIIEHHAs IOTJIMBOCTb,
HapyLIEHUE CTPYKTYPhI BOJIOC, HAPYIIEHUS CO CTOPOHBI HOTTEH™;

PEAKO: CApKOUI03 KOXKH;

oueHb penako: cuHapoMm CtuBeHca-/[KOHCOHA™, TOKCHMUECKMH SnuAepMaibHbIN
HEKpon3™*, MyIbTU(HOPMHAS U KCCYTaTUBHAS SpUTeMa™.

Hapywenus co cmoponwi szwelmoﬁ, CKelemHOU U COCOUHUMENbHOL MKAHU .

OYCHb YaCTO: apTPAITHsI, MUAITHS, OOJIM B MBITIIAX U KOCTSX;

4acTO: apTPUT, O0JIh B CITMHE, MBIIIIEYHBIC CIIa3Mbl, 00JIh B KOHCUHOCTH;
He4acTo: 00JIb B KOCTSIX, MBIIIEUHas CJ1a00CTh;

penko: padbaomMuonu3*, Muo3ut*.

Hapywenus co cmoponwvt nouex u MO'J@Bbl@OOﬂWMX nvmed.'

9acTO: 9aCTOe MOYCHUCITYCKaHUE, TOTNYPHS, HAPYIIICHUE MMOKa3aTeIe MOH;
penko: HapyieHue GyHKIUH MTOYEK, ToUYeYHass HE0CTaTOYHOCTh ™ ;
OUYEHb PEAKO: HEHPOTUUECKUIA CUHIIPOM™,

HCZDVWQHM}Z CO CIMOPOHDbl penpoOVKmueHoﬁ cucmemsl U MOJIOYHbBIX Jfceiles.

4acTo: )KEHIIMHBI — AMEHOPEs, MEHOPpArus, HapyLIEeHUE MEHCTPYaJIbHOIO LUKJIA,

AUCMCHOPCA, 0015 B MOJIOYHBIX KCJIC3ax, I[I/IC(l)YHKHI/IH SIMYHUKOB, HAPYIICHUC CO
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COOTBETCTEYET :-_' KCTNEPTHON

ot 27.09.2023 N= 183865

(MOCNEOCBATENEHDCTE 0002)

¥ OTUYETY

CTOPOHBI BJIATAJIMINA, MYXYHUHb — HMAOTCHHIE, —HPOCTaTHT, —IPEeKTHAbHAR
TUC)YHKIIMS, HApYIIEHUS MOJI0BOM (yHKIMHU (06€3 yKa3zaHUsl TOUHOTO JMar1o3a)™.

O6WU€ HAPpYUWIEHUA U peaKyuu 6 mecnie 668COCHUS.

OYEHb YaCTO: BOCIAJECHHE B MECTE HWHBEKIUU, PEAKIMU B MECTE HHBEKIUU,
YTOMJIIEMOCTh, O03HO0O, JIMXOpajKa, TPHUMIONOAO0HBIE CHUMIITOMBI, ACTEHUS,
Pa3apaKUTENBHOCTD;

qyacTo: 00JIb B TPYJIHOM KJIETKE, OTEK JIHIa, nepudepruyeckre 0TeKu, HeJJOMOraHue,
00JIb B MECTE UHBEKIUHU, HAPYIIICHUE OLIYIICHUMN, HKaAK/A;

HEYaCTO: OTEK JINILIA;

pPEeIKO: HEKPO3 MECTa BBEJICHHUS.

ﬂa60pam0pnble UHCMIPDYMERMAIbHbLE daHHbvle:

OYEHb YaCTO: CHI>KEHUE MACCHI TEJa;
4acTO: CEPACUYHBIN LIYM.

*[lockonbKy puOaBUpPUH BCErJa Ha3HA4YaeTcsl B KOMOMHAIMM ¢ WHTEPHEPOHOM
anb(a, a TEepEUHCICHHbIE HEeXeNaTellbHble pEeaklUu 3aperucTpupoBaHbl B
MOCTPETUCTPALIMOHHOM TIEPUOJIE, YAaCTOTY PEaKIUi OMPEeAeNUTh HEBO3MOXKHO.
UYacToTa, ykazaHHasi BbIIIIE, OCHOBAaHA Ha JAHHBIX KIMHUYECKUX HCCIIEIOBAHUM
NPUMCHEHHs pHOaBUpWHA B KOMOHWHAIMK ¢ HHTephepoHoM  anbda-2b
(TMATUIMPOBAHHBIM U HEMIATWIIMPOBAHHBIM).

VY 30 % manueHToB, MPUHUMABIIMX PUOABUPHH U MIATUHTEphEpoH anbda-2b, ny 37
% TAIMEeHTOB, MPUHUMABINNX prOaBUpHUH U HHTEpdepoH anbda-2b, Habmoganock
CHIDKCHHE KOHIISHTpAIIUi reMorioornHa 0osee yem Ha 4 /1.

YV 14 % B3pocibix nanueHToB U 7 % gereit ot 3 nmo 18 ner, mpuHUMAaBIIMX
pubaBUpHH B KOMOHMHAIUMU ¢ mAruHTepdepoHoM anbha-2b uim uHTepPepOHOM
anb(ha-2b, KOHIIEHTPALUK TeMOTIO0NHA CHU3HIUCH 10 10 I/1T 1 HUXKeE.

B OGonpmmHCTBE ciay4yaeB OBUIM 3aperMCTPUPOBAHBI JIETKHE CTENCHH AHEMUH,
HelTporniennn U TpomOormrtonenun (1 wmm 2 crenenun mo mkane BO3). beimm
3aperUCTPUPOBAHBI HEKOTOPBIE CIydad TSDKEJIONW HEUTPONCHHH Yy TaIlMeHTOB,

IPUHUMABIINX PUOABMPUH B KOMOMHAIIMHU ¢ IIATUHTEpPEepoHOM anibda-2D (rikana
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BO3, 3 crenens: 39 u3 186 [21 %]; u 1w

neiikonienus 3 crenenu no mkaine BO3 Obuia 3apeructpupoBan y 7 % manueHToB
U3 TAaHHOW IPYTIIBI.

VYBenuueHue KOHIEHTpaIMii MOYEBOM KHUCIOTHl W HEmpsiMoro OunmupyOuHa,
CBSI3AHHOE C T€MOJM30M, HaOJIOAaI0Ch Y HEKOTOPBIX MAIMEHTOB, MPUHUMABIIAX
puOaBHpUH B KOMOMHALIMHK C IDTUHTEpPepoHOM antbdha-2b u uatepdeporom annda-
2b B KJIMHUYECKMX UCCIIEIOBAHMIX, HO Yepe3 4 HeeNU T0CIe OKOHYAHMS JICUCHUS
KOHIICHTPAIIMU BO3BPAIAINCHh K MCXOJHBIM 3HAYEHUSM. B HECKONBKUX Cllydasx
Cpelyd TAIlMEHTOB C TIOBBIIIEHHON KOHIICHTPAIIMEH MOYEBOM KHUCIOTHI Oblia
3aperuCTpUpOBaHa MoJarpa, HO HUKOMY M3 HHUX HE MOTpeOOBaNIOCh M3MEHEHHE
JIeYeHUs1, 1 HUKTO He ObLT UCKIIIOYECH U3 KIMHUYECKUX UCCIIeIOBAHUIA.

Iayuenmul ¢ ko-unghexyueti Bl C/BUY

VYV namuentoB c¢ ko-uHpexkuueir BI'C/BUY, npunHumaromux pubOaBUpUH B
KOMOMHAIMK ¢ TMIrHHTepPepoHoM  anbda-2b, ApyrumMu  HEKeTaTeIbHBIMU
peakusMu (He HaOIIOAaBIIMMUCS Y TTAIMEHTOB TOJbKO ¢ renatutom C), yacTora
KOTOpBIX cocTaBuiaa > 5 % sBosiuch: KaHAauao3 mnojoctu pra (14 %),
npuodpeteHHas aunoguctpodus (13 %), cHuKeHUE KOHIEHTpAIUU JTUMQPOITUTOB
CD4 (8 %), cHmxeHue amnmetuta (8 %), yBenWYeHHE AKTUBHOCTH ramma-
riytTamuiTpancnentuaassl (9 %), 6onp B obnactu cnuubl (5 %), MOBBIIIEHUE
KOHIIEHTpaIlMu amuia3bl B KpoBH (6 %), MOBBIIEHUE KOHIEHTPAIMU MOJIOYHOMN
KUCIOTBI B KpoBU (5 %), uutonutuueckuid renmatuT (6 %), MOBBILIEHUE
KOHIIEHTpaIuu Jmmassl (6 %) u 60516 B KOHEUHOCTSX (6 %).

MumoxonopuaibHas MmoKCUYHOCIb

MuTtoxoHapHUanbHas TOKCUYHOCTh MU JAKTOAUUA03 ObUIM 3apEerUCTPUPOBAHBI Y
BUY-nonoxxurenbHbix manueHToB, npuHuMaBmmx HWOT wu pubaBupun s
neuenus rematuta C (cM. pasaen 4.4).

Jlabopamopuvie nokazauus y nauuenmos ¢ ko-ungexuueu BI'C/BUY

XOTsl TEMATOJIOTUYECKHE HAPYIICHUS B BHJIC HEUTPOIICHUH, TPOMOOIIUTONICHUU U

aHEeMMH Yallle BOZHUKAJIHU y MainueHToB ¢ ko-uHpexuueit BI'C/BUY, 6onbmHCcTBO
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(MoCNeEOC

JAHHBIX PEAKIUN TOAJABATUCH KOPPEKHIH—FyTem H3MEHeHIA ﬂGom H—PEAKO
TpeboBaau OTMEHBbI Tepanuu (cMm. pazaen 4.4). I'emaTtosiorudyeckue HapylIeHUS
YaIne perucTPUPOBAIMCH Y TAIMEHTOB, TPUHUMABIINX PHOABUPUH B KOMOWHAITUN
¢ meruaTepdepoHoM anbda-2b, yem y HanMeHTOB, NIPUHUMABIIUX PUOABUPUH B
KOMOWHAIUKA ¢ WHTEeppepoHoM anbda-2D. [To maHHBIM HCCIICIOBAaHUS CHU)KCHHE
abCOIOTHOrO KOJIMYECTBA HEUTPo(HIoB Hike 500 KIeTOK/MMS, a TakKe CHUKCHHE
KonudecTBa TpomOouutoB Himwke S50000/Mm® mabmomanocs y 4 % (8/194)
MAIMEeHTOB, MPUHUMABIINX pUOABUPHH B KOMOMHAITY C TITHHTEPPEepoHOM anbda-
2b. Anemus (remoryiobun < 9.4 r/mn) Obuia 3apeructpupoBana y 12 % (23/194)
MalKUEeHTOB, MPUHUMABIINUX pUOABUPUH B KOMOUHAIINY C MIITUHTEP(EpoHOM anbdha-
2b.

Cruoicenue Konuyecmaea ]luM(b014um06 CD4

Jleuenne puOaBUPHMHOM B KOMOHWHAIMKM ¢ IBTHHTEphepoHoM anbha-2b Obuio
CBSI3aHO CO CHM)KEHHEM a0COJIFOTHOTO KoJnuecTBa KieTok CD4+ B TeueHue nepBbIx
4 Henenp 6€3 yMEHBIIEHHS MPOIIEHTHOTO COOTHOIIEHUs KieTok CD4+. CHmkeHue
konuuectBa kjeTok CD4+ Obuto oOpaTUMBIM TOC/IE€ YMEHBIIEHUS J03bl WIU
npekpaiieHus:  Tepanuu. llpuMeHenume pubaBUpMHa B KOMOMHAIMM  C
mruHTeppepoHoM  anbda-2b He OKa3bIBAO 3HAYMTEIBHOTO OTPHIIATEIIEHOTO
BJIMSIHUSL HA KOHTposib BUpemun BUY Bo Bpems neuenus wium nocne. JlaHHbIE 11O
0€30MacHOCTH /JIsl MAlUEHTOB ¢ KO-HH(pEeKIel ¢ koauuectBoM kieTok CD4+ <
200/mKi1 orpanudeHsl (n=25) (cM. pasnen 4.4).

[Ipn cCOBMECTHOM NpHEME AHTUPETPOBUPYCHBIX IPENApaToB M MPENapaToB IS
nedenusi BI'C s BeIsIBIeHUS crieUPUUECKON TOKCHYHOCTH KaXKI0TO Mpernapara u
pa3BUTHSI TIEPEKPECTHON TOKCHYHOCTH pUOABHPHHA U MATUHTEpdepoHa anbdha-2b
CJIElyeT 03HAKOMMTBCSI ¢ HHCTPYKLIUEW MO MEAULIMHCKOMY ITPUMEHEHUIO KaXKI0r0
U3 IPUMEHSAEMbIX MPENapaToB.

Jletr ot 3 0 18 et (TOJBLKO ABOWHAS TEpaIvs)

B xombunayuu ¢ nzeunmeppepornom anvgha-2b
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B knunudeckom wuccinenoBanuu y 107 -aereit—«(or—3 O 18 ACT), TOAYHaBHIX
KOMOMHUPOBAHHYIO Tepanuio IIruarepdepoHoM anbda-2b u  pubaBUpHHOM,
W3MEHEHHE 103 TOTpeOoBaIOCh B 25 % ciydaeB, OOJIbIIIEH YacThIO W3-3a aHEMHUH,
HEUTPONIEHUH W CHIDKEHMsSI Macchbl Tena. B 1menom, mpoduiabs HexelaTeabHbIX
peaxiuii y nerel cOOTBETCTBOBaAJ Mpoduiiio, HAOIIOAaeMOMY Y B3pOCIBIX, XOTS
MPUCYTCTBOBAJIa BO3MOKHOCTh 3aJIepKKU pocta. Bo BpeMsi KOMOMHHpPOBaHHOM
TEpaluyd IMATWIMPOBAHHBIM  HMHTEephepoHoM anbda-2b u  pudaBupuHOM
IPOAOHKUTEIHLHOCTHIO 10 48 Hezelb Ha0MI01aI0Ch YMEHBIIEHHE CKOPOCTH POCTa,
KOTOpO€ MPHUBOJAWIO K TOMY, YTO POCT HEKOTOPHIX MAIIMEHTOB ObLI HMXKE HOPMBI
(cm. paszzmen 4.4). CHmxeHuE Macchl Tella W 3a/epkKKa pocTa SABISUIUCH OYEHBb
YaCThIMU SIBJICHUSMHM BO BpeMs JieueHHs (TI0 OKOHYAHUU JICUCHUS CpeHee
CHIWKEHHE OT HMCXOJIHOIO 3HA4Y€HUsI Macchl Tela M pocTa cocTtaBuio 15 u 8
MPOIICHTUJIEH COOTBETCTBEHHO); TAKXE YMEHbIAJIACh CKOPOCTh pocra (< 3-To
npoueHtuiisi y 70 % nanueHToB).

B kxoHue 24 Henenu KOHTPOJS MOCIEe OKOHYAHHMS JIEUEHUSI CPETHEE CHUKEHUE OT
MCXOJHOTO 3HAYEHWs MAacChl Te€la W pOCTa COCTABWIO 3 W 7 MNPOUEHTHIIEU
COOTBETCTBEHHO, Ny 20 % nereit HabIr0MaI0Ch YMEHBIIIEHUE CKOPOCTH pocTa (< 3-
ro npoueHtuisn). 94 u3 107 nmereid ydyacTBOBAJIM B MATUIIETHEM JIOJITOCPOYHOM
UCCJIEIOBAHUM C TIOCJIEYIOMUM HaOmoaeHrneM. Bo3aeiicTBue nmpenapara Ha pocT
OBLJIO HIDKE Y JIeTeH, JICUUBIINXCA B TeUeHUE 24 HENlelb, TI0 CPABHEHUIO C JACThMH,
MOJy4YaBIIUMU JieueHUe B TeueHue 48 Henesb. OT MOMEHTA, MPEIIIECTBYIOMIETO
Havary JICYCHHUsI, 10 KOHIIa HaOIIOJCHUS TTPOIICHTIIIb POCTA Y JETEH, TOTyqdaBIINX
neueHnne B TeueHue 24 u 48 Hepenb, cHwxkaica Ha 1,3 m 9,0 mpouenTunen
COOTBETCTBEHHO. Y MeHbIIIeHHE pocTa y 24 % neteit (11/46), monyyaBimmx jJedeHue
B Teuenue 24 Henenb, u 40 % nereit (19/48), nomydaBmmx jieueHue B TeueHue 48
HeJIeb, JOCTUTANIO > 15 MpOLEHTHIeH ¢ MOMEHTA, TIPEAIIECTBYIONIETO JICUCHUIO,
70 KOHIIA TATUJIETHETO WCCJIENOBAHUS C TOCIEIYIONUM HAOIOJACHUEM 110
CpPaBHEHUIO ¢ HCXOAHBIM 3HaUeHueM. Y 11 % nereit (5/46), momydaBIInx Teparuio

B TeueHue 24 Henenb, 'y 13 % nereii (6/48), nonyvyaBmux Tepanuio B TeueHue 48
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HeJleNb, HA0JI01alI0OCh CHUYKEHUE pOoCTa
Ha 30 npoleHTUsIe! COOTHOIIEHHS pOCTa-BO3pacTa C MOMEHTA, IIPEIIIECTBYIOIIETO
JICYEHUIO, IO KOHIA MSATUIIETHETO MCCIIEIOBaHUs C TOCIEIYIOMUM HAOIIOACHUEM.
C MoMeHTa, IpeIIIECTBYIOUIETO JIEUCHUIO, 10 KOHI[A MATUIETHETO UCCIIEIOBAHUS C
MOCJIEAYIONIUM HAOI0ICHUEM CHHXKEHUE MACCHI TeJla COCTABISLIO 1,3 MpOneHTHIs
y JIeTeH, MOTy4YaBIINX JICUCHUE B TeUCHUE 24 Henelb, U 5,5 MPOIECHTHICH y JeTeH,
MOJIy4YaBIINX JIeueHUE B TeueHue 48 Henenb. MHaeke Macchl Tena yMeHbIIalics Ha
1,8 u 7,5 nponeHTuiIe COOTBETCTBEHHO.

B nanHOM wuccienoBaHMM HaumOoJiee PACIPOCTPAHCHHBIMU PEAKIUSIMH Y BCEX
nainueHToB ObUTK Juxopajka (80 %), ronoBHas 601b (62 %), HeliTponenus (33 %),
ycranocTh (30 %), anopekcust (29 %) u mokpacHeHue B Mecte uHbEKIuu (29 %).
Tombko y 1 mamueHTa JedeHHE OBUIO MPEKpaAlIEHO B PE3yJIbTaTe Pa3BUTHUSA
HEXKeNaTeIbHOM peakiuu (TpoMOOIMTONEHUU). BOJNBIIMHCTBO HEXKEIATeIbHBIX
peakIuii, 3aperuCTPUPOBAHHBIX B JJAHHOM HCCJIEIOBAHUH, OBLIIO JIETKON U CpeIHen
CTETNICHU TSDKECTHU. TshKesble HeKeNaTelbHbIe peakIuu ObLIN 3apETUCTPUPOBAHDI B
7 % (8/107) cinyuaeB u Bkitoyanu O0oib B mecte uHbekuu (1 %), 6omp B
koHeuHocTsx (1 %), ronoBuyto 601k (1 %), Heitrponenuto (1 %) u nuxopaaky (4
%). CyIIeCTBEHHBIMM HEXKENATeIbHBIMU pPEaKIUsIMUA B JIAHHOW TOMYJISAIIUU
nmanueHToB ObUIM  HEepBO3HOCTH (8 %), arpeccus (3 %), tHeB (2 %),
Jenpeccusi/moaaBieHHoe HacTpoeHue (4 %) u runodyHKIUS MUTOBUTHOM sKeJe3bl
(3 %). IIaTp MaMEHTOB MPUHUMAJHU JIEBOTUPOKCUH IO TOBOAY TUNO(YHKIIHUH
IIUTOBUJIHON >KEJIE3bI/TIOBBIIICHHON KOHIICHTPAlIUU THPEOTPOITHOTO TOpPMOHA
(TTT).

B kombunayuu ¢ unmepgepornom anvgha-2b

B knuHuyeckux wuccinenoBanusx 118 gereir ot 3 go 16 n;er, modydaBHIMX
KOMOVMHUPOBaHHYIO Tepanuio uHTepdepoHoM anbda-2b u pubaBupunom, y 6 %
JieYeHre OBLJI0 TIPEKPAIICHO M3-3a HEeXKENATeNbHBIX peakiuid. B memom, mpoduiib
HEXEJIAaTeNbHBIX PEaKIUi B OTPAaHUYEHHOMN MOMyJISuu AeTeit oT 3 1o 18 ner Obin

CXO0X C HpO(i)I/IJIeM, Ha6JIIO,Z[aCMI>IM Y B3pOCJbIX, OOIHAKO, B ﬂCTCKOﬁ monyJsinnunu
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BO3HMKAJIM ONACEHUS B OTHOILICHUU 3aJICPKKHPOETa; nocz{éfi;hy BO B..}’.‘I;I.CIvIH FCHCHIT
HAOJIOAJIOCh YMEHBIIEHUE CKOPOCTH pocTa (CpelHee CHIDKeHHEe pocta 9
MPOIICHTUJIEH ) U MacChl Tena (CpelHee CHUKEHUE Macchl Tena 13 npouentueil). B
TEYEHUE 5 JeT MOCIeAYIONIero HaOMIOACHUST CpeAHU pocT nered coctaBun 44
MPOILICHTUJISA, YTO OBLJIO HIDKE CPEAHETO 3HAYCHWS Y HOPMAJIBHOM MOIYJISITUU U
MEHbIIIE UX CPEHEr0 U3HAYaIbHOTO pocTa (48 mpouentuieit). Asaauats (21 %) u3
97 nereit umenu > 15 poUeHTUIIEH CHUYKEHUS pocTa, U3 KOTopbix 10 u3 20 nerei
uMenu > 30 IpOLEHTUWIEN CHUKEHHS pOCTa ¢ MOMEHTA Havaja JICUeHUs 10 KOHIIA
JoJIrocpodHoro HabmoneHus (mo 5 jet). Qns 14 w3 3THX MAlMEHTOB W3BECTEH
UTOTOBBIM poCT BO B3pocioM Bo3pacte (10-12 neT mocie OKOHYaHUS TEpaIuM),
KOTOPBIN MOKa3aji, 4yTo y 12 manueHToB HabOmonancs aeguuut pocta (6onee 15
MPOLICHTUJIEH ).

B TedueHne koMOMHMPOBaHHOH Teparnuu nHTephepoHoM anbda-2b u pubaBuprHOM
POJIOJKUTEILHOCTBIO 710 48 Helleb HaOII0AaI0Ch YMEHBIIEHUE CKOPOCTH POCTa,
KOTOpPO€ MPUBOJUIO K TOMY, YTO POCT HEKOTOPBIX MAIKUEHTOB K JIOCTHKEHUIO
B3pOCJIOro Bo3pacTta OblI HUKE HOpMbI. CHIDKEHHE CPEAHEr0 MPOLEHTUIISI pOCTa Mo
CPaBHEHUIO C UICXOHBIM 3HAaYEHUEM B KOHIIE IOJITOCPOYHOTO TIEPHO 1A HAOTIOACHUS
npeobiaalio y AeTel npermyoepraTHOro Bo3pacrta (cm. paszien 4.4).

bonee Toro, B JaHHOW Trpynne MAalMEHTOB CYWUUIHAIbHBIE MBICIA W TOMIBITKU
CyHIIM/Ia HaOIIOJAINCh Yaile, 4eM y B3pocibiX (2,4 % mo cpaBHenuio ¢ 1 %) BO
BpeMs JICUeHHUS M B TeueHue 6 MecsleB mociieayroniero Haomonaenus. Kak u y
B3POCIIBIX MAIIMEHTOB, y Jered oT 3 10 18 ner Takke pa3BUBAIUCh Jpyrue
HapyIIeHUs TICUXWYeCKoW cdepsl (Hampumep, JIenpeccus, SMOIMOHAIbHAs
Ja0WIBHOCTh U COHJIMBOCTB) (cM. pasnen 4.4). Kpome Toro, mopaxeHusi Mecta
WHBEKIINH, JIMXOPAJKa, AHOPEKCHUsS, pBOTA M OMOIMOHAIbHAS JAOWIBHOCTH
BCTpeUaanuch Oosiee 4acTo y nerei ot 3 g0 18 jeT mo cpaBHEHHIO CO B3POCIBIMU
nanmenTamu. M3menenne 103 norpedoBasock B 30 % ciydaeB, B OCHOBHOM H3-3a

AHEMUU U HEUTPOIICHHH.
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COOTBETCTEYET f-_' KCMNEPTHOMY OTYETY

ot 27.09.2023 N= 183865

(NMOCNEOOBATENEHOCTE 0002)

HesxenaTenbHbIE peakluy, IepeunclicHHbe—HIbke; - 0cHOBaHb—Ha—AaHHBX—ABYX
MHOTOIICHTPOBBIX KIMHUYECKUX HCCICAOBAaHUN TPUMEHEHUs pUOaBUpUHA B
KoMOuHaImu ¢ nHTephepoHOM anb(ha-2b mim meruHTepdeporom anbda-2b y nereit
ot 3 o 18 net. B kaxmoii rpyrie 4acToThl HeXKETaTeIbHbIC PEAKIHH ITPEICTABICHBI
B TIOPSIIKE YMEHBIIICHUS TSHKECTH.

HHd)eKuuu U UHBA3UU.

OYeHb YacTo: BUpYycHas HH(peKuus, GapuHTUT;

yacto: TpubOkoBas uHGpeKuus, OakTepuanbHas WHGEKIHs, WHPEKUUU JIETKUX,
Ha30(apUHTUT, CTPENTOKOKKOBBIA (PApUHTUT, CPEIHUI OTHUT, CHUHYCHUT, aOcuecc
3y0a, TPUII, Teprec MOJOCTH pTa, MHPEKIMH, BBI3BAaHHBIE BHUPYCOM IPOCTOTO
reprieca, HHPEKIIMN MOYEBBIBOSIINX MyTEH, BATUHUT, TACTPOIHTEPUT;

HEYacTO: MHEBMOHMUS, aCKapHU103, SHTEPOOH03, ONOSICHIBAIOIINN JIUIIAM, LIEJITFONIHNT.

ﬂO6DOKCZLl€Cﬂ’l6€HHbl€, 3/10KAYeCcmeerHvle U HEYMOYHEHHble H06006pa306dl-luﬂ

(BKIIFOUAA KUCBL U NOJIUNDL).

9aCTO: HCYTOYHCHHBIC HOBOO6p330BaHI/IH.

Ham/weﬁuﬂ CO CniOpOHbL KposUu U Jzumd)amuqecmﬁ cucnmemabwl.

OYCHb YaCTO: aHEMMSI, HEUTPOIICHUS,
yacTo: ruMdaneHonatusi, TPOMOOIUTOIICHHUS.

3H()0KDMHHbl€ HapyuwernuA.

OYCHBb 4aCTO: THUIIOTHUPCO3;
YacToO: TMIICPTUPECO3, BUPHUIIU3M.

Hapywenus MemadoauIMa U NUMAHUsL.

OYCHDb YaCTO: aHOPCKCHUS, CHUKCHUC AllIICTUTA, IIOBBIIICHUC AIIIICTUTA,
JacCTO: THICPTPUTTTUHCPHUACMHUSA, TUIICPYPUKEMUS.

Hcuxuueckue HapyuwieHus:

OYCHb 4acCTO: ACTIPECCH, 6GCCOHHI/II.I8,, OMOIIMOHAaJIbHAas Ha6I/IHBHOCTB;
qacTo: CyHnuaaJIbHbIC  MBICIIM, CIYTAHHOCTb CO3HAHUA, OMOIMOHAJIbHAs

Ja0WIIBHOCTh, TIOBEICHUYECKOE PACCTPOMCTBO, aXKHUTAIUsA, COMHAMOYJIU3M,
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|:|:: |::TE| ETI: TEI"ET 3 |_| I:- - EFITH—II'II_. |:|TI_, ETJ
ot 27.09.2023 N= 18865

(NOCNEOOBATENEHOCTE 0002)

TPEBOXKHOCTb, UBMCHCHUEC HACTPOCHUS, JuCHGI\OHCTBO, HCPBO3HOCTE; HﬁpyI_HuHHu
CHA, IIATOJIOTHYCCKNUC HAPYIICHUA, AllaTHUA,

HCYACTO: HAPYHCHHA IIOBCACHHA, ITOJABJICHHOC HACTPOCHHUC, SMOIMOHAJIBHLIC
paCCTpOﬁCTBa, CTpax, TPCBOKXHBIC CHOBUICHUA.

HCZDVWQHM}Z CO CniOopoOHbl H€D6H012 cucniemnwl.

O4YCHB 4aCTO: I'OJJOBHAsA 6OJII>, T'OJIOBOKPYKCHHC,

9aCTO: TUIICPKUHE3bI, TPCMOD, ,ZII/IC(i)OHI/ISI, MMapeCTeC3usd, TUIICCTC3UA, TUIICPCCTC3UA,
HapyImCHUA KOHIOCHTPAIWN BHUMAHUA, COHJIMBOCTD, IIJIOX0OC KAYCCTBO CHA,
HCYACTO: HCBPpAJITUA, JICTAPTHUA, IICKXOMOTOPHOC BO36Y)KI[€HI/IG.

HCZDVW@HM}I CO CniOpOHbL Op2arna 3perus.

9acTO: KOHBIOHKTHBUT, OOJIb B IIa3aX, HAPYIICHUE 3pSHUS, HAPYIIICHHE CO CTOPOHBI
CJIC3HBIX XKEJIE3;

HEYACTO: KPOBOM3JIMSHHUS B KOHBIOHKTHBY, 3yJl B IJIa3aX, KEPaTUT, HEYCTKOCTh
3peHus, GoTtodhoousi.

HaDVW@HUﬂ CO CIMOPOHbL op2ana ciyxa u Jla6upuHma:

HacToO: BEPTHUTIO.

Hapywenus co cmoponbwi CBD()M(J.'

YacTo: TaXUuKapAus, OIIYIICHNC CCpI[LI€6I/I€HI/I$[.

Hapywenus co cmoponbwi COCV()OG.’

qacCTo. 6J'IGI[HOCTI> KOJXHBIX ITIOKPOBOB, «IIPHUJIHUBLD);
HCYACTO: MOHMXXCHUC apTCPUATIBHOIO AABJICHUA.

Hapywenus co cmoponul O0blXamenbHoUu cucmemvl, opecaHoe ZDVOHOZZ KlemKu u

CpPeooCmeHUs.:

4acTo: OJbIIIKA, YYaIlllEHHOE JIbIXaHWe, HOCOBOE KpPOBOTECUCHHE, Kalllelb,
3aJI0)KEHHOCTh HOCA, pa3ipakKeHUe B HOCY, pUHOPES, YUXaHue, 00JIb B TJIOTKE;
HEYACTO: CBUCTSIIEE AbIXaHUE, TUCKOMMOPT B HOCY.

JKenyoouno-kuweunvie HapyuieHus:

OUYeHb YacTo: 00JIb B )KHBOTE, OOJh B BEPXHHUX OTJENaxX >KMBOTA, PBOTA, IUapes,

TOIIHOTA,
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4acTo: $5I3Bbl B POTOBOM TMOJIOTH, SI3BCHHBHI—CTOMATHT, —€TOMATHT;, —at)TO3HbI1
CTOMATHUT, JUCIEICHUs, XEeWJI03, TIJOCCUT, TracTpod3odarensHbiii pedirokc,
HapylIIeHUsI CO CTOPOHBI MPSIMOM KHIIKH, 3amop, >KUAKUWA CTyJ, 3yOHas OOJb,
HapYILIEHUsI CO CTOPOHBI 3yOOB, TUCKOM(OPT B KeJIyaKe, 00Jb B POTOBOM MOJIOTH;
HEYACTO: TUHTUBHT.

HCZDVLM@HM}I CO CIMOPOHbL nevyeru u 91‘C€]Z'-l€6bl800}1u{ux nymeﬁ:

4acTo: HapylleHue QyHKINY MeUCHU;
HEYacTO: renaToMeraus.

HaDVW@HUﬂ CO CIMOPOHbL KOXHCU U NOOKOJCHbIX MKAHEU.

OYCHB YaCTO: AJIOTEIHs, ChIITb;

4acTo: 3yJ, peakius (PoTouyBCTBUTEIHHOCTH, MaKyJoMNamyJjie3Has Chillb, dK3eMa,
MOTJIMBOCTh, aKHE, 3a00JIeBaHUS KOXXHM, HapyIIeHHEe CTPYKTYpPhl HOTTEH,
o0ecIBeUnBaHUE KOXKH, CyXOCTh KOXH, d)pUTEMa, reMaToMa;

HEYACTO: MATOJOTHYECKas MUTMEHTALMs, aTONMWYECKUM JIepMaTUT, HICTyIICHUE
KOXH.

Ham/weﬁuﬂ CO CniOpOHbL ]l/lbluxle'{HOIZ, CKeIemHOl U COeOUHUMEIbHOU MKAHU.

OYE€Hb YaCTO: apTpajrus, MUAITHUS, MbIIIIEUHbIE 0OJIH;
4acTo: 00JIb B KOHEYHOCTH, O0JIb B CIUHE, MBIILIEYHbIE KOHTPAKTYPBHI.

Hapywenus co cmoponvt nouex u MO'!Q@blBOa}ZWMX nymeﬁ:

4acTo: YHYpE3, pACCTPONCTBA MOUEUCITYCKAHUS, HEAEP)KAHUE MOYH, IPOTEUHYPUSL.

Hapymeﬁuﬂ CO CniopoOHbl penpoc)ykmueﬂozl cucmembvl U MOJIOYHbBIX oiceies.

4acTO: KEHIIMHBI — aMEHOpesl, MEHOpparus, HapyleHUe MEHCTPYalIbHOTO 1IHKIIA,
HapyIIEHUsI CO CTOPOHBI BJIArajiviia; My>K4YMHbI — 00JIb B IMUKE;
HEYaCTO: KEHIIUHBI: JUCMEHOPES.

O6wue HAPpYUWIEHUA U peaKyuu 6 mecnie 668C0CHUSL:

OYCHDb YaCTO: BOCIIAJICHHUC B MCCTC MHBCKIINU, pCAKIIUN B MECTC MHBbCKIIMH, OPUTEMA
B MCCTC HWHBCKIHNU, 0oL B MecTe HHBCKIOHWH, YCTAJIOCTh, YTOMJIIICMOCTD,
JHUXOopaaKa, 03H06, FpI/IHHOHOI[O6HBIe CHUMIITOMBI, AaCTCHHUsA, HCAOMOI'aHHC,

PasapaKuTCIbHOCTD,
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4acTo: 00Jb B IPYAHON KIIETKE, OTEKU, 3yA—B-MEeTe HHbCKH; —Chiib—BMeeTe
UHBEKIUH, CyXOCTh MECTA UHBEKIINH, YYBCTBO X0JI0/a;

HEeYacTo: TUCKOM(OPT B IPyAHOM KieTKe, 00J1b B 001aCTH JIHIIA, YIUIOTHEHUE MECTa
UHBEKIUH.

ﬂa60pam0prle U UHCIMPYMEHRNAIbHblE OaHHbie:

OYCHb YACTO: CHHYKEHHE CKOPOCTH pocTa (YMEHBIIICHHE POCTA W/UJIM MacChl TeJla Ha
JIAHHBIN BO3PACT);

4acTO: MOBBIIEHWE  KOHUEHTpanuuu 111, mOBbIIEHWE  KOHUEHTPaUWH
TUPEOTJIO0YJINHA,

HEYACTO: MOJ0KHUTEIbHBIC aHTUTEIA K IIIUTOBUIHOM JKeJIe3e.

TDCIGMbl, UHMOKCUKAYyuUu U OCA0HCHERUA npouedvp:

4acTO: MOBPEXKICHUS KOXKU;
HEYaCTO: KOHTY3HUS.

BonapmMHCTBO W3MEHEHWH  JabopaTOpHBIX TMoOKazaTeled B KIMHUYECKHX
UCCIIC/IOBAHMIX TPUMEHEHHs puOaBupuHa/mIruaTepdepona anbda-2b  Obiam
JETKUMHU WU cpemqHruMH. CHIDKCHHE KOHIICHTPAIMKM TeMOTJIOONHA, JICHKOIIMTOB,
TPOMOOIIMTOB, HEUTPOPUIOB W YyBEIMUYEHHE OWIMPYyOMHA MOXKET MOTpeOOBaTh
YMEHBIIICHUS 03I WU OTMEHBI Tepanuu (cM. pasaen 4.2). XoTs B KIMHUYESCKUX
UCCIIC/IOBAHUSIX TPU  JICYCHUH PUOABUPHUHOM/TIdTHHTEPPEpOoHOM  ajbda-2b
HAOMIOMAIUCh W3MEHEHUS JIa0OpAaTOPHBIX 3HAYCHHH, 4Yepe3 HECKOJIbKO HENelhb
MOCJIC OKOHYAHUS TEPAIMMHA OHU TIPUXOAMIIA K HOPMATbHBIM ITOKa3aTEISIM.

COO6I].ICHI/IC 0 IMOAO03PECBACMbBIX HCKCIATCIIbHBIX PCAKIINAX

Baxxno cooOmars O TMOAO03pEBAaEMBbIX HEXKENATENbHBIX PEaKIHUAX IMOCIe
perucTpauy Tpernapara C IeIbl0 00eCIeUueHUs HEMPEepPhIBHOTO MOHHTOPHHTA
COOTHOIIICHMSI «II0JIb3a — PHUCK» JIEKAPCTBEHHOTO Tpemnapara. MeauinHCKIM
paboTHUKAM PEKOMEHTyEeTCsl COOOIATh O JIOOBIX MOA03PEBAEMBIX HEXKEIaTEIbHBIX
peakIusIX JICKapCTBEHHOTO TMpernapara 4epe3 HallMOHAJIbHBIE CUCTEMbI COOOIIEHNUS
0 HEXEJIATEIbHBIX PEAKITUIX TOCYIAPCTB — WICHOB EBpa3uiickoro s3KOHOMHYECKOTO

CO103a.
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Poccuiickasa ®@enepanus
109074, r. Mocksa, CiaBgaHcKast iomaap, 10oM 4, crpoerue 1

denepanpHas cy)k0a o Hag30py B cdepe 3apaBooxpanenus (PocsmpaBruanzop)
Tenedon: +7 (495) 698-45-38, +7 (499) 578-02-30

daxkc: +7 (495) 698-15-73

DnekTpoHHas nodra: pharm@roszdravnadzor.ru

Caiir; http://www.roszdravnadzor.ru/

4.9 Ilepeno3upoBka

CuMIToMBI

Tpounasa mepanusi

Nudopmarusi mpeicTaBiieHa B HHCTPYKIMU IO NPUMEHEHHUIO JICKapCTBEHHOTO
npemnapara OorenpeBup.

Jleounas mepanusi

N3BecTHas MakcuMaibHas IPUHATAS 1032 pubaBuprHa coctaBuia 10 T B TabiaeTkax
(50 Tabnerox mo 200 mr) u 39 man ME untepdepona ansda-2b B Buae pactBopa
11t uabekiuid (13 moakoXxHbIX uHbEKIUA o 3 MiaH ME). OTu konuyecTBa BBeI
ceOe oJIMH MaIMeHT B TeueHue 1 aHs ¢ 1enbio camoyowuiicTBa. [laruenT Haxoguics
B TE€UEHHE 2 JIHEH B OTACICHHM HEOTJIOKHOW TEparuu; 3a 3TO BPEMS HUKAKHUX
HEeXKeJlaTeIbHBIX SBJICHUM, CBA3aHHBIX C MEPEI03UPOBKOM, HE HAOIIOAI0Ch.
JleueHue

AHTHIOT HEU3BECTEH, FEMOIUAU3 U MIEPUTOHEATbHBIN Muanu3bl HEA()(PEKTUBHBI,

JICUCHUC CUMIITOMAaTHYICCKOC.

5. PAPMAKOJIOTUYECKUE CBOMCTBA

5.1 ®apmakoauHaMHYeCcKHe CBOMCTBA

dapmakoTepaneBTUYECKass TpyImma: MMPOTUBOBUPYCHBIE CPEACTBA CHUCTEMHOIO
JIEUCTBUS; TPOTHUBOBUPYCHBIE CPEACTBA MPSMOIrO JIEUCTBUS; MPOTUBOBUPYCHBIC

CpCACTBa AJIA JICUCHUA I'CIIaTHUTa C.

Kox ATX: JOSAPO1
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MexaHu3M JE€MCTBUS U d)aDMaKOIII/IHaMI/I TCCKI

PuGaBupHH ABISCTCS CHHTETUUYCCKAM aHAJIOTOM HYKJICO3U 0B, aKTHBHBIX 1N VItro B
orHomiennn Hekotopelx PHK- wu  JIHK-comep:xkammx BupycoB. Ilpusnakos
UHTHOMpOBaHus GepMeHTOB, cnenuduyunbix s Bupyca renatuta C (BI'C), umm
nomapieHust permmkanun BI'C  Hu  pubaBUpWUHOM, HHU BHYTPHUKJIECTOYHBIMHU
MeTaboauTaMu pudbaBuprHa B (PU3MOJIOTUYECKUX KOHILICHTPAIUAX HE 0OHApPYKEHO.
Monotepanusi pubaBupuHoM He mnpuBoauT k snumubHanmu BI'C (PHK Bupyca
renatuta C) WIK yJIy4IIEHUIO THCTOJIOTMYECKON XapaKTepUCTUKU MTEYEHH nocie 6-
12 MecsmeB NMpuUMEHEHUsl TpenapaTta U B TeYEHUE 6 MECALEB MOCIEIYIOMNX
HaOmoneHuil. [lpumenenne pubOaBHprUHa Kak €IMHCTBEHHOTO TEPANEBTUYECKOTO
cpenctBa npu renatute C, B TOM Yucie IpU XpoHUUYECcKor Gopme, Her(h(PeKTUBHO.
KomOuHupoBaHHOE JieueHHWEe pUOABUPUHOM U HHTepdepoHOM aibdha-20 wumu
mruaTepdeponom anbda-2b GonpHBIX rematutoM C Oosiee YPPEKTUBHO, YeM
MOHOTepanus wuHTepdepoHoM anbdha-2b wmm  maruaTepdeponom  anbha-2b.
MexaHu3M, MOCPEACTBOM KOTOPOTO pUOABUPHUH B KOMOMHAIIMHU C UHTEPPEPOHOM
anmbpa-2b wmm  mIruHTepdepoHoM  anbha-2b  mpoSBISET MPOTUBOBHPYCHOE
JieicTBHE, B YacTHOCTH, TpoTuB BI'C, HEen3BecTeH.

5.2 @apmaKkoKHHeTHYECKHE CBOICTBA

AOcopOrus

PuGaBupuH OBICTPO BCAChIBAETCS MOCTE MPUEMa BHYTPb Pa30BOii J03bI Mpemapara
(Tmax=1,5 49), mocie 4dero OBICTPO paclpenenserca B opraHuzMe. Bbiaenenue
pubaBuUprHA W3 OpPraHW3Ma MPOUCXOAUT MeEJUICHHO. BemwuuHbl moymnepuosa
BCAChIBaHUS, paclpeeI€HUs U BBIBEACHUS pa30Boil 103kl cocTaBistoT 0,05, 3,73 u
79 9 cOOTBETCTBEHHO. PHOaBUpHH BCAChIBACTCS MOUYTH MTOJTHOCTHIO, JIUIITL 0KOJIO 10
% MeYeHOM 03Bl BBIACISCTCA uYepe3 KHUIICUYHHK. TeM He MeHee, abCOJoTHas
OMOJIOCTYITHOCTh COCTaBjsieT mpumepHo 45-65 %, uTo, MO-BUIUMOMY, CBS3aHO C
b (HEKTOM «IEPBUYHOTO MPOXOKACHHSI» depe3 meueHb. CylecTByeT TuHEeHHas
3aBUCUMOCTh MEXAY J030M W IUIOMIAJbI0 MOJ KPUBOM «KOHIEHTPAIUS-BPEMS)

(AUCy) mpu npueme pubaBupuHa B pa3oBbix f03ax oT 200 go 1200 mr. O0bem
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¢ OeJIKaMu IIa3MBI.

Pacnpenenenue

[lepenoc pubaBuprHa BHE IUIa3Mbl ObLI H3YyY€H OCOOEHHO JETaJbHO IS
SPUTPOLUTOB. bBIIIO MOKa3aHO, YTO B OCHOBHOM TPAHCHOPT IPOUCXOIUT C yHACTUEM
PaBHOBECHOI'O HYKJIEO3MJIHOTO MEPEHOCUMKA TUIA €5 (HUTPOOEH3UITHOWHO3UH-
4yBCTBUTEIBHOIO). IlepeHoCUnK 3TOro THUIa MpUCYTCTBYET MPAKTUYECKH BO BCEX
TUTIAX KJIETOK U MOXKET OBITh OCHOBHBIM (DaKTOPOM, BIUSIOIIUM Ha pacipeiejieHIe
pubaBupuHa. COOTHOILIEHHE KOHLEHTpAalUW puOaBUpPHHA B LIEJIBHOW KpPOBH HU
mazMe coctaisieT npubausutesnbHo 60:1. Beicokas KOHLIEHTpanus pudaBuprHa B
LEIbHOW KPOBH 00YCIOBJIEHA HAKOTUIEHHEM pUOaBUPUHA B SPUTPOLIUTAX.

BI/IOTDaHCd)ODMaHI/IH

Metabonusm pubaBuUpUHA OCYIIECTBISCTCS JABYMs MyTaMH: 1) oOpaTuMbIM
dbochopunupoBanueM u 2) THAPOJIUTHUYECKUMH PEAKIHMSIMHU, BKIIOYAIOIIUMHU
NepuOO3WINPOBAHUE W AMMJHBIM THIPOJIU3 C OOpa3OBaHHWEM TPUA30JIbHOIO
KapOOKCUIIBHOTO MeTaboJuTa. PubaBupun u ero METaOOIUTHI
(TprazonkapOOKcaMuU U TPUA30JIKApOOHOBAsI KMCJIOTA) BBIBOASTCS U3 OpraHU3Ma
MOYKAMH.

DIIMMUAHAIMS

[Tpu MHOTOKpaTHOM NpuemMe pUOABUPUH HAKAIIMBAETCS B OOJBIIMX KOJIMYECTBAX
B miasme KpoBH; cooTHomeHne AUCy; Mpu MHOTOKPATHOM M OJHOKPATHOM
npueme 6:1. Ilpu npueme BHyTps (600 Mr 2 pasa B CyTKH) paBHOBECHas
KOHLIEHTpalusi puOaBUpUHA B IJIa3ME JJOCTUTajach K KOHILY 4 HEJEeJIH U COCTaBIIsAIa
npumepro 2200 ur/miu. Ilocie mpekpamieHuss npremMa Nepuoi MOJyBbIBEACHUS
pubaBuprHa COCTaBiIseT OKOJO 298 4, YTO, MO-BHIAWMOMY, OTPaKaeT ero
3aMeJICHHOE BBIBEIACHUE M3 KUIAKOCTEH M TKaHEW OpraHuMs3Ma, UCKJIoYas IJia3Mmy
KpPOBHU.

b0 m3ydeHo cojepkanvue pubaBUpUHA B CEMEHHOM KUAKOCTH. KoHIIeHTparus

pubaBUpUHA B CEMEHHOM KUAKOCTH TPUOIUZUTENBHO B 2 pa3a BbIIIE IO CPABHEHUIO
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C CBHIBOPOTKOM KpOBH. HECMOTpS Ha STO;-eHETeMHas IKCHOSHIH puﬁaﬁupma ¥
YKEHIIUHBI-IAPTHEPILK TOCJE TMOJIOBOTO aKTa C MAlMEeHTOM, MPUHUMAIOIIUM
pubaBupuH, ObLIa OYEHb HHU3KOW 1O CPAaBHEHUIO C TEpaneBTUYECKOU
KOHIIEHTpaIe pubaBuprHa B IIa3Me KPOBHU.

buomoctynHocTh pubaBUpUHA TpU TpPHEME OJHOKPATHOM J03bI BHYTPH
MOBBIIIAETCA ITPU OJJHOBPEMEHHOM MPUEME MUIIH C BEICOKUM COJIEPKAaHUEM KUPOB
(AUCt u Cyax yBemunBarotcest Ha 70 %). Bo3M0OXHO, TOBBIIIIEHUE OMOAOCTYITHOCTH
B JTAHHOM HCCJIEIOBAaHUHU MPOUCXOAMUIIO MO NMPUYUHE 3aMEJIEHHOTO KHUIIIEYHOTO
TpaH3uTa prubaBUpUHA WM U3MEHEHHOTo 3HadeHus: pH. KinuHnyecku 3Ha4MMOCTh
pE3yNbTaTOB HCCIENOBAaHUS TMpUeMa OJHOKPAaTHOW O3Bl Heus3BecTHa. B
KJIMHUYECKOM HCCIIEIOBAaHUHM 10 OIEHKE S(PPEKTUBHOCTH IS TOCTHXKEHUS
MaKCUMaJIbHOW KOHIIGHTpAllMd pUOaBUpUHA B IUIa3M€ KPOBU TMalME€HTaM
PEKOMEHI0BAJIM IPUHUMATh PUOABHPUH OJTHOBPEMEHHO C MHUIIICH.
dapmakoKMHETHKa puOaBUPUHA MOCTE TPUeMa OJTHOKPATHOM JI03bI Y MAIIMEHTOB C
NOYEYHOM HEAOCTATOYHOCTBHIO 10 CPABHEHMIO C KOHTPOJIbHOM Tpynmoi (KIMpeHC
KpeaTuHUHA > 90 MJI/MUH) U3MEHSIETCS, a UMEHHO Ha0moaaercs ysemnuenne AUC
¥ MaKCUMAaJIbHOU KOHIIEHTpanuu pudbaBupuHa B KpoBU (Cmax). JlaHHOE M3MEHEeHue,
CKOpee Bcero, OOYyCIOBIIEHO CHI)KCHHEM WCTUHHOTO KIUpPEHCAa Y JaHHBIX
nainueHToB. KoHnenTpamus pubaBupuHa B Tu1azMe Ipyu reMoIHalin3e CyIIECTBEHHO
HE MEHSIETCH.

dapmakoknHeTHKa prOaBUpPUHA MPHU MPUEME OJHOKPATHOW J03bl MAIIMEHTAMHU C
JIETKOM, CPEIHEN WIIU TSHKEJIOM CTENEeHBI0 EYEHOYHOW HEJIOCTaTOYHOCTH (KJIaCChl
A, B wm C no xnaccuduxanuu Yaing-I1st0) anamoruyna ¢apMakOKHMHETHKE
pubaBUpUHA Y 3I0POBBIX JOOPOBOJIBIICB.

OTtnenbHast oneHKa (apMaKOKMHETHYECKUX MMapaMeTPOB Yy TMOXKHWIBIX MAI[UEHTOB
(ctapmie 65 1ner) He mpoBoawinack. OnHako B (HapMaKOKMHETHYECKHUX
WCCJICIOBAHMSIX TIOMYJISAIINK BO3PACT HE ObUT KITFOYEBBIM (DaKTOPOM, BIHSIONIUM Ha
dbapmakokuHEeTHKY puOaBupuHa. (OCHOBHBIM  (DAaKTOPOM, BIHSIONMM  Ha

(bapMakOKMHETHKY puOaBUpUHA, SIBISETCS (DYHKIMS MTOYEK.
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¥ OTUYETY

@apMaKOKMHETUYECKUN aHAIA3 TOMYJisHH—HPOBOAACS —¢—HCHOAB3OBaHHCM
Clly4ailHbIM 00pa3oM OTOOpaHHBIX 3HAYCHUW KOHIIEHTpAMK pUOABUPHHA B
CBIBOPOTKE KpPOBM II0 JIaHHBIM YETHIPEX KIMHUYECKUX HCCIICIOBaHUM.
Pa3paboTtanHasi Mojienb KIMpEHCAa IMOKa3ajla, 4YTO OCHOBHBIMU KOBapHaHTaMU
ABJISUTUCh Macca Tella, MOJ, BO3pacT U KOHIIGHTpPAIMsl KpEaTHHUHA B CHIBOPOTKE
KpoBU. Y Myx4uH KiaupeHc Obu1 Ha 20 % Bblmie, yeM y >KeHuuH. KiupeHc
MOBBIIIAJIICS C MAcCOM Tejla M CHIbKaics B Bo3pacTe crapuie 40 ner. BnusHue
JAHHBIX KOBAapHAHT Ha KIIMPEHC pUOaBUPUHA UMEET OTPAHMYCHHYIO KIIMHUYECKYIO
3HAYUMOCTb U3-3a 3HAUUTEIHHON OCTaTOYHOW BapuaOeIbHOCTH, HE YUUTHIBAEMOU
JaHHOU Mojenblo. DapMakoKMHETHYECKUE TTapaMeTphl pubaBupuHa y AeTel oT 3

10 18 €T CX0kKHU ¢ TAKOBBIMU Y B3POCIIBIX.

6. PAPMAIIEBTUUECKUE CBOMCTBA

6.1 Ilepeyenb BcmoMorareibHbIX BelIECTB

JlakTO3BI MOHOTHIPAT

Kpaxwman kaprodenbHblit

Mertuinnennronosa

Marnus creapar

6.2 HecoBMecTHMOCTD

He npumenumo.

6.3 Cpok roaHocT# (CpOK XpaHeHUs)

3 rona.

6.4 OcoOble MepbI NPEeIOCTOPOKHOCTH IIPH XPAHEHHUH

B 3aIMIIEHHOM OT CBETa MecTe, IpK TeMnepaType He Boime 25 °C.

6.5 Xapakrep u cojep:kaHHe NEPBUYHOI YIIAKOBKH

[Io 10 TabneTok B KOHTYPHYIO SIYEMKOBYIO YIAaKOBKY M3  IUICHKH
MOJIMBUHWIXJIOPUIHON U (DOTBTH aFOMHUHUEBOM MEYaTHOM JIAKUPOBAHHOM.

| unm 2 KOHTYPHBIX TYEHKOBBIX YIIAKOBOK BMECTE C HHCTPYKIMEH 110 TPUMEHEHUIO

IMOMCIIAIOT B INIAYKY M3 KapTOHA AJIA HOTp€6HTeHBCKOﬁ Taphbl.
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6.6 OcoBBIE MepBI MPEIOCTOPOKHOCTH HPH-YHITOKCHIH HEROAb30BARHOTO—

JIEKAPCTBCHHOI'0 Ipernapara Wik 0TX010B, IOJYYCHHBIX MOCJIC INIPUMCHCHUA
JEKAPCTBECHHOI'0O NIpeniapaTra u APpyruc MaHuNyJsiuu € mpenaparom

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHUSA
Poccuiickaa ®@enepanus,

OBIIECTBO C OT'PAHUYEHHOW OTBETCTBEHHOCTBIO « ITPAHA®APM>»
(OO0 «ITPAHADAPM»)

443068, r. Camapa, yn. HoBo-Canosas, gom 106, kopnyc 81

tei. (846) 334-52-32, 207-12-61

dakc (846) 335-15-61, 207-41-62

e-mail: info@pranapharm.ru

7.1 llpeacTaBuTe b JepaKaTe sl PErHCTPAIIMOHHOIO YI0CTOBEPEHMS

[IpereH3un HOTDG6HTGJI€I>1 HaIrpaBJIATE 110 aAPECy.

Poccuiickaa ®enepanus,

OBIIIECTBO C O'PAHUYEHHOM OTBETCTBEHHOCTBIO «ITPAHA®APM»
(OO0 «ITPAHADAPM»)

443068, r. Camapa, yn. HoBo-Canosas, nom 106, kopmyc 81

ten. (846) 334-52-32, 207-12-61

daxkc (846) 335-15-61, 207-41-62

e-mail; info@pranapharm.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUS
9. JATA TEPBMYHON PErUCTPALIMU (MIOATBEPKJIEHUE

PETUCTPALIUU, TIEPEPET'UCTPALIUSA)

Jlata nepBUYHON pETUCTPALIUU:
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10. TATA IEPECMOTPA TEKCTA

OOmasi xapakTepucTUKa JIEKAPCTBEHHOIO TNpenapara PubaBupuH [OCTynHAa Ha
uHbOpMaIlMOHHOM  TopTasnie  EBpasuiickoro  3KOHOMHYECKOTO  COI03a B

nHGOPMaIMOHHO-KOMMYHHUKaIMOHHOM ceTh «HTepHe http://eec.eaeunion.org/
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