COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 18.02.2026 N= 3065

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'G'HIPEIEAPATA 1016

1. HAUMEHOBAHME JJEKAPCTBEHHOI' O IIPEITAPATA
OHuBaill NETWJIMPOBAHHBIM JIMIIOCOMANBHBIA, 4,3 MI/MJI, KOHIIGHTpAT JUIsl TPHUTOTOBJICHHS

TUCTIepCUU AJist HHGY3UH.

2. KAUECTBEHHbIN U KOJIMYECTBEHHBIN COCTAB

JleicTBytollIee BENIECTBO: HPUHOTEKAH.

Onun dnakon 10 M1 KOHIIEHTpaTa COAEPKUT 43 Mr UpuHOTEKaHa B (hopme 6€3BOAHOTO CBOOOHOTO
ocHoBaHus. B 1 My KOHIIEHTpaTa coaepKuTcs 4,3 Mr UpuHOTEKaHa B (hopme O€3BOTHOTO CBOOOHOTO
OCHOBAHUA.

BcnomorareabHble BCIICCTBA, HAJIMYUC KOTOPBIX HAAO0 YUYHUTHIBATH B COCTABC JICKAPCTBCHHOI'O
npenapara: HaTpui (cM. pazaen 4.4).

[TonHBIN CIUCOK BCIOMOTATENbHBIX BEIIECTB IPUBEICH B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kon1enTpar ast mpuroToBiIeHUs: AUCIEPCUH [T UHPY3HHA.
Omnanecuupyuias KXHIKOCTb OT O€JI0ro 0 CBETIO0-KEITOTO 1IBETA.

pH xonnentpara 7,2, ocMOIsIIbHOCTE 295 MOCM/KT.

4. KIMHUYECKHUE JAHHBIE
4.1. Tloxka3aHusi K NPUMEHEHHIO
[Ipenapatr OHuBaA NErMIMPOBAHHBIN JTUITOCOMAIbHBINA MOKA3aH JJIS:

- NPOBEACHHSA IEPBOM JIMHUM TEPAllMM METACTATUYECKOW AaJ€HOKAPLHMHOMBI ITOIKEIYJOYHOU
Kene3bl Yy B3pOCHBIX [AlMEHTOB, paHee HE IMOJy4yaBIIMX Tepamnuilo, B KOMOMHAIMH C
OKCaJIUIIATHHOM, S-hropyparuiom (5-DVY) u nelikoBopurom (JIB).

- JICUCHUS METACTaTUICCKOHN aeHOKAPIIMHOMBI TIO/KETYJOYHOMN JKeJIe3bl B KoMOMHaImu ¢ 5-OV u
JIB, y B3pOCIIbIX MALIUEHTOB C IPOrPECCUPOBAHNEM 3a00JIEBaHUS 110CIIE TEPAUU TeMIUTAOMHOM.
4.2. Pexum 103MpoBaHMS U CNIOCO0 MPUMEHEHUS
[Ipenapatr OHuBaii[ NErUIMPOBAHHBIA JMIIOCOMAIBHBIN JODKEH HA3HAYaThCS U NPUMEHSTHCS Y
MAIUEHTOB TOJIbKO MEJUIIMHCKUM IIEPCOHATIOM, UMEIOILUM OIIBIT IPUMEHEHHS IPOTHBOOITYXOJIEBBIX
IIPENapaToB.

[Ipenapar OHuBAailA NErMIUPOBAHHBIHN JIMTTOCOMATILHBIN HE SKBUBAIICHTEH HEJTUIIOCOMAIBHOH (hopme

HWPUHOTCKAHA U HC JOJDKCH UM 3aMCIIaThCA.
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OHHBaﬁH HGFI/IJII/IpOBaHHHﬁ JINTIIOCOMANIbHBIA HE JICAYCT NPUMCHATH B Ka49CCTBT MOHOTCpPAITNH.
Tepanmo CICAYyCT MNOpOAO0JIKATh OO0 IMPOrpeCCHpPOBAHUIA 3a00JIeBaHusT WA A0 HACTYIUICHUSA

HETMICPCHOCUMOCTH IMAITUCHTOM.

Ilpenapam Onusaiio ne2unupo8aHmblll JUNOCOMATbHLIL 8 KOMOUHAYUU C OKCANUNIAMUHOM, 5-

@mopypayunom u 1eUK080PUHOM.:

[Ipenaparsl OHUBai[ TNETUIMPOBAHHBIN JUIOCOMAIbHBIMA, OKCAJIUILJIATAH, JIEMKOBOPUH WS-
dTopypanun creayeT BBOIUTH TOCIENOBaTeNbHO. PekomeHmyemass no3a mpemnapara OHHBaiiR
TEerUIMPOBAHHbI TUIOCOMANBHEIH cocTaBnseeT 50 Mr/M> BHYTPUBEHHO B TeueHue 90 MUHYT, Jajee
— OKCAJMIUIATHH B 103¢ 60 Mr/M> BHYTpHUBEHHO B TeueHue 120 munyt, nanee — JIB B mo3e 400
Mr/M? BHYTpUBEHHO B TedeHue 30 MunyT, 3aTeM — 5-DVY B 03¢ 2400 Mr/M? BHYTPHBEHHO B TEUEHHE

46 gacoB. DTy cXxeMy Tepalluu CJIeIyeT IPUMEHSTh KaKble JBE HEJIEIH.

[Tpu rmoX0# MepeHOCUMOCTH OKCATUIIATHH MOYKET OBITh OTMEHEH U JieueHue mpenaparoM OHUBaANT

METMIMPOBAHHBIN JIMITOCOMATBHBIN MOYKHO TIPOJOJIKUTH B KomMOnHammu ¢ 5-OVY/JIB.

PexomeHnnyemass HawanpHas fo03a npenapara OHUBaiA NETMJIMPOBAHHBIN JIMIIOCOMAJIbHBIA Y
MalMEHTOB, ABIAIONINXCI TOMO3UTIOTHRIMU HocuTeasaMu amienst UGT1A1*28 ocTaeTcst HEeM3MEHHOM

¥ cocTapiseT 50 Mr/mM? BHyTpUBEHHO B TedeHne 90 MUHYT (cM. paszenst 5.1 u 5.2).

Ipenapam OHUBAH]] necunuposanuuiii 1unocomanbublii 6 Kombunayuu ¢ S-gpmopypayuniom u
JIeUKOBOPUHOM.

[Ipenapat OHuBAIi METUINPOBAHHBIA JIUIIOCOMATBHBIN, JTEHKOBOPUH U S-(QTOpypalui Ciexyer
BBOJIUTH MOCTEAOBaTelIbHO. Pexomenayemast n03a U pexXuM NpuUMeHeHus mnpenapata OHHMBag
TIerHIMPOBAHHbIN JTMIIOCOMABHEIH cocTaBiuser 70 Mr/mM?> BHYTpHBEHHO B TeueHwe 90 MHUHYT, C
TIOCIIeAYIONINM BHYTPUBEHHBIM BBeJIeHNEM yeiikoBopruHa 400 mr/M? B TedeHne 30 MUHYT M 3aTeM -
5-¢ropypamuna 2400 mr/m? B TeueHne 46 4acoB, Kax/Ible BE HEIEIH.

Jlis ManMeHToB, SBISIONIMXCS TOMO3MTOTHBIMU Hocutensmu amiens UGT1A1*28, cremyer
paccMOTpPeTh BO3MOKHOCTh CHUIKEHHSI HadaJbHOW J03bl mpenapata OHUBaRJ NEruIMpOBaHHbBIN
nunocoMansHbI 10 50 Mr/m? (cM. pasaenst 4.8 u 5.1). Tlosblmenue 1036 npenapata OHHUBAIAT
TIETUTMPOBAHHKII IMIIOCOMANBHEIH 10 70 MI/M? BO3MOXKHO MPH MOCIEAYIOIMX KypcaxX Tepariy IpH
XOpOIIeH MepeHOCUMOCTH IIpenapara.

Ipemeoukayus
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He menee uem 3a 30 MuHyT 10 MH(]Y3uN npenapara OHHBaI/I;[ i .a:HH'ﬁI/I JII’IHOC’OM&JIBHBII/I

MOCHENUBA TEJ'II:H'_ CTh 0016)

PCKOMCHAYCTCA MNpPEMCIHUKALUA CTAHAAPTHBIMHU AOO3dMH  ACKCAMCTA30HA \yuud JKBUBAJICHTHOITO
KOPTUKOCTEPOH1a) COBMECTHO C aHTarOHUCTaMHU CePOTOHMHOBBIX SHT3-perentopoB (Miau ApyrumMu
MPOTUBOPBOTHBIMU CPENICTBAMHU ).

Koppexyus 0o3vl

JIroOble M3MEHEHHs J03bI Tperapara JOJKHBI OCHOBBIBATHCS HAa HAWXYJIICH MpPEIIIeCTBYIOIICH
CTETIeHH TOKCUYHOCTH. KOoppeKIuu 1036l TeiKOBOpUHA HE TpeOyeTcs.

OHusali0 ne2unupoBanHvlil TUNOCOMATbHBIU 8 KOMOUHAYUU C OKCATUNIAMUHOM, S-¢hmopypayuiom

u ]ZeL?KOGOPMHOM.'

Tabmn.1: Pexomennyembie Moau(UKauu 10361 A7 npernapata OHUBAM TETHINPOBAHHBIN
JUTIOCOMAJIbHBI B KOMOWHAIIMH ¢ OKCATUTIIIATHHOM, 5S-QTOPYpaIuiaoM U JEHKOBOPHHOM

Cmenens Moougpukauus 003 npenapamog OnuBaiij
MmoKcuuyHocmu NETUIMPOBAHHBIN JIMTTOCOMATIBHBIN, OKCAIUIUIATHH, S-(hTOpypamu,
(3nauenue) NCI JIEHKOBOPUH

CTCAE?

I'emaToI0rn4ecKkas TOKCHYHOCTD

He cnefyeT HauMHATL HOBBII LUKJI JICYEHHU IO TEX MOP, TIOKa
abCOTIOTHOE YMCII0 HEUTpohmIoB He gocTurHeT >2,000/mm (2x10°%/)
YMEeHbIUTH 03y npenapara OHUBAMT

Heiitponenus

Ilpu METUINPOBaHHbBIN TnocoManbHbI 10 80 % oT
603HUKHOGEHUU HayaJIbHOW 03Bl
enepevle YMEHBUINTD 103y OKCAUIIATUHA U 5-
¢dropypaumia Ha 20 %
YMeHpmuTh 103y npenapata OHUBaNA
Ilpu METUINPOBAHHBIN TMTIOCOMAIIBHBIN 110 65 % oT
Cmenens 3 unu N
603HUKHOGEHUU 60 | HAYAJIbHON 03Bl
cmenenwv 4 (<1,000 .
emopoi pa3z YMEHBIINTE 103y OKCAIUIIaTHHA U 5-

Knemox/mm’) unu o
(dropypaluiia TomoIHUTENBHO Ha 15 %

Heumponenu4eckas =
YMeHpmuTh 103y npenapata OHUBANA
JUXOPAOKA % N o
Ilpu METUINPOBaHHBIN TnocoManbHbIi 10 50 % oT
603HUKHOGEHUN ¢ | HAYaJbHOM 03Bl
mpemuii pasz YMEHBIUINTD JI03bl OKCAIUIIATUHA U 5-
(dTopypaluiia TOmoJHUTENBHO Ha 15 %
Ilpu
603nuKkHogenuu ¢ | IlpexpaTuTh Tepanuio
uemeepmolil pa3
He cnenyer HaunHATH HOBBIM ITUKJI JIEYSHHUS 10 TE€X IIOP, TIOKA YUCIIO
TpoMOOLUTOB He moTcTHrHeT >100,000/mm? (100x10%/1).
Tpombountonenns Monundurkanus 103 Mpu TPOMOOITUTOIIEHUH U JIEHKOIIEHIH OCHOBaHA Ha
JlelikoneHus PH P

kpurepusx TokcnaaocTe NCI CTCAE u coBnamaer ¢ mpencTaBIeHHEIMU
BBIIIIC PEKOMEHIAIUSAMU JIJIs] HSUTPONICHUH

Heremartosornueckas TOKCI/I'—IHOCTI):t

Auapes He cremyer HaumHaTh HOBBIM IIMKJI TEpamuH, TOKa IHapes He
paspemmutcs 10 A0 <1 crenenu (dacrora nedekamuu O6oibIIe HA 2-3
pas3a B CYTKH, YeM JI0 HadaJia JICUCHHUS).

Cmenens 2 He cnenyer HauMHaTh HOBBIM LMK TEPalMM, IIOKA OHApes HE
paspemutes 10 <1 crenenu (dacrora nedexaruu Oonbie Ha 2-3 paza
B CYTKH, YCM OO Ha4aJia HequHH).




Cmenenb
moKcuuHocmu
(3nauenue) NCI
CTCAE'
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JIEHKOBOPUH

CHusuthb 103y npenapara OHUBaA

Ilpu o 9 0
COSHUKHOGEHIL NIETHIHPOBAHHBIA JIHIIOCOMAIBHEIA 10 80% ot
enepevie Ha4yaJbHOU J103bI
CHuzutb 103y okcanumatiuaa u 5-PVY Ha 20%
CHusuthb 103y npenapara OHUBaA
IIpu NErMIMPOBAHHBIN JTMIOCOMAIBHBIN 10 65% OT
603HUKHOBEHUU 80 | HAYATTHLHOU 03I
émopoi pas CHU3UTH 103y OKCaTUILIATHHA U 5-DY
Cmenenv 3 unu 4 OTIOJTHUTENBHO Ha 15%
CHusuthb 103y npenapara OHUBaA
IIpu NErMIMPOBAaHHBIN JTMIOCOMaIbHBIN 10 50% oT
603HUKHOG6CHUU 6 HaanbHOﬁ JO3bI
mpemuii pas CHU3UTB A036I OKCATUILIATHHA U 5-DOY
JIOTIOTHATENHHO Ha 15%
Ilpu
603nuKkHogenuu ¢ | IlpexpaTuTh Tepanuio
uemeepmbulil pas
JIpyrue BHIbI CHu3uthb 103y npemnapara OHUBaI
TOKcHYHOCTH* Mpu NErHJIMPOBaHHBIN TUnocoMalbHbIN 10 80% oT
Cmenenn 3 603HUKHO6eHUU HAYAILHOM JO3BI
enepevle
unu 4 CuusuTth 103y okcanumiatuia u 5-OY Ha 20%
CHusuTth 103y npenapara OHUBaN
Ipu NErMJIMPOBAaHHBIN JTUNIOCOMANIbHBIN 110 65% OT
603HUKHOGEHUU 60 | HAYAJILHOU J103bI
émopoi pas CHM3UTH 103y OKcanumuiaTuHa u 5-OY
IOTIOJIHATENIHLHO Ha 15%
CHusuthb 103y npenapara OHUBaA
IIpu NErMIMPOBAaHHBIN JTMIOCOMaIbHBIN 10 50% oT
603HUKHO6€HUU 6 HadaJbHOU JO3bI
mpemuii pas CHU3UTH 103y OKCATUIUIaTHHA U 5S-DY
IOIOJIHUATENILHO Ha 15%
IIpu
603nuKkHogenuu ¢ | IIpekpaTuTh Tepanuio
uemeepmaulii pas

TomHoOTa ¥ pBOTA
cmenenu > 3

CHM3UTB 103y TOJBKO B TOM CIIy4ae, €CJIi 3TO MPOUCXOIUT
HECMOTPS Ha ONTUMAJIbHYIO0 IPOTUBOPBOTHYIO TEPAIHIO

JlanonHo- Iipu [IpekpaTuTh Tepamnuio
HOI[OH_IBGHHLH}’I 603HUKHO6CHUU

CUHIPOM: CTEIleHp | 6Mnepeébvie

3umm 4

Heiipo- Iipu [IpekpaTUTh Teparmio
HGDG6DaJILHa;I 603HUKHO6CHUU

TOKCUYHOCTbb enepevle

J1r000M CTEIeHn
WIN
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Cmenens Moougurauus 003 pﬁmﬁ—?ﬁnh 3_:?1—"::5 1.
moKcuunocmu METUITNPOBAHHBIN JII/IHOCOManLHLIﬁ';rgKI of: ATHEH, 5. 47 _[f')\'/'bzILrI'/Ilnl;" o
(3nauenue) NCI JIEHKOBOPUH

CTCAE'

KapAMOTOKCUYHOCT

b > 2 CTENICHU

Ny ———— Ilpu [IpekpaTuTh Tepanuio

JR— 603HUKHOBEHUU

€ Pearilii enepavle

Hnrepctunmansio | Ilpu [Ipekpatuts Tepanuto

e 3a00JeBaHue 603HUKHOBEHUU

JETKUX enepevie

* 3a UCKJIIOUCHHEM aCTEHUU U aHOPEKCHH;
T NCI CTCAE, O611ue TepMUHOIOTHYECKHEe KPUTEPHH TS HeKeNaTebHbIX SBICHHIA
(CTCAE) HammonansHoro nncrutyta paka (NCI) Texymieit Bepcun

ITanuenThl, ABISIONIMECS TOMO3HUIOTHEIMH HocutenaMu amiens UGT1A1*28, nomkHbl HaYMHATH
Tepanuto nmpenapatoM OHUBaK METHJIMPOBAHHBIN JTUITIOCOMAIIBHBIN B TOH K€ 103€, U K HUM JIOJKHBI
MPUMEHSITHCS T€ )K€ TPEOOBAHUS IO CHUKCHHIO JT03bI.

Ipenapam OHUBAM]] necunupoanuuiii 1unocomManbHolii 6 KOMOUHAyUU ¢ S-gpmopypayuniom u
JIeUKOBOPUHOM.:

[TanmenTam, HaUMHAKOMIMM JedeHue npenaparoM OHUBaR] NETHIMPOBAHHBIA JIMTIOCOMAIIBHBIN C
10361 50 Mr/m? Ge3 HOBbIEHHs A03bI 10 70 Mr/M%, peKOMeHIyeTcsl MepBOE CHIDKEHHE J03bI 10
43 mr/m?%, a Bropoe — 10 35 mr/m%. TlauuenTam, KoTopbiM TpeOyeTcs AajbHeillee CHUKEHHE 03Bl
clenyeT IPEKPaTUTh TEPAMHUIO.

VYV manueHToB, KOTOPBIE SBISIOTCS TOMO3UTOTHBIMU Hocutelsmu amienss UGT1A1*28 u Bo Bpems
TMepBOro Kypca Tepanuu (CHmKeHHas 1032 50 Mr/m?) He HMEIOT TOKCHYECKHMX HPOSBICHHIA,
CBSI3aHHBIX C JIEKAPCTBEHHBIMH IpenapaTraMu, TOMYyCTUMO MOBBILIEHUE 03bl Ipenapata OHUBaN
TIETMTMPOBAHHKIN JTHIOCOMANBHBINA 10 70 MI/M?> B MOCIEAYIONIMX KypcaX Teparmuy MpU XOpolueit

WHAUBUAYAIbHON EPEHOCUMOCTH Mpernapara.

Ta6nauna 2. Pexomenayemble Moaupukanuu 10361 npenaparta OHUBaiiA NeruJIupoOBaAHHBIN
JHUIOCOMAJIbHBIIE B KOMOMHAIMH ¢ S-(pTOpypanuiaoM H JIeHKOBOPMHOM IIPH Pa3BUTHH
TOKCHYHOCTH 3 WJIH 4 CTENEeH! Yy NMAalMEeHTOB, He ABJIAIOIIUXCH T'OMO3HIOTHBIMH 10 AJLJIEJII0

UGT1 A1%28.

Cmenens Mopnduxanus 1o3s1 npenapara OHuBaNA NernJIMpoOBaHHbIN
mMoKcu4HoOCmu no JIMIOCOMAJIbHBINH/S-DY
wkane NCI CTCAE! (y malnueHToB, He IBJISIOIIMXCS FTOMO3UTOTHBIMH MO AJLJIeJII0
UGT1A1%*28)
I'emaTosiornveckasi TOKCHYHOCTD
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L
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Hejlitponenus HoBblll kypc Tepanup He c %;l @Ef ﬂ'b Op, HOKa
abcomoTHOE tnzlcnj/I HeI/IT T-J) - "‘% |_1|{e - z[ocT rHer
>1500 KmeTok/mMm’,

Cmenenv 3 wunu 4| Ilpu YMEHBIINTH 03y npemnapara OnuBaiin

(<1000  knemox/mm>) | 603HUKHOGEHUN | IETHINPOBAHHBIN THIOCOMATBHBIN 10 50 Mr/m?

unu enepevle Y MeHBIIHUTE 103y 5-DY Ha 25 % (1800 mr/m?).

DeOpuibHas

HEWTPONEeHUsA YMEHBIINTH 03y rpernapara OHuBaiin
IIpu MErMIMPOBAHHBIN JTUOCOMAIBHBIN 10 43 Mr/M>
603nuKHOGenuu | YMeHbIIUTS 103y 5-DVY Ha 25 % (1350 mr/m?).

60 6mopoi pa3

Ilpu [IpexkpaTuth Tepanuio.
603HUKHOBEHUU

6 mpemuii pas

TpoMOouuTONIEHNSI HoBblii Kypc Tepanuu He CIeayeT HauMHATh JI0 T€X MOp, MOKa YKCIIO
TPOMOOIUTOB He HocTUrHeT > 100000 kaeTox/Mm>,

Jlelikonenust Koppek1ust 10361 TPy JIGUKOTICHUH U TPOMOOITUTOTICHUH OLICHUBACTCS
no wmkane TokcuuyHocth NCI CTCAE u cooTBEeTCTBYET pazieny
HEUTponeHusl, yKa3aHHOMY BbIIIIE B TaOJIUIIE.

HeremaToJornyeckasi TOKCHYHOCT?

[Auapesi HoBslii Kypc Tepanuu He clieyeT HauuHaTh JI0 TeX MOop, MOKa Juapes
He paspemutcs 10 < 1 crenenu (Ha 2-3 akrta nedexanuu B JCHBb
0oJIbIIIe, YeM JI0 JICUCHUS).

Cmenens 2 HoBblii Kypc Tepanuu He CIeayeT HaYuHATh 0 TEX MOp, MOKa Auapest
He paspemutcs 10 < 1 cremenu (Ha 2-3 akra nedekanuud B JIEHb
0oJIbIIIe, YeM J0 JICUCHUS).

Cmenens 3 unu 4 Ilpu YMeHpmuTh 103y Ipenapata OHUBaL
603HUKHOGEHUU | TIETWJINPOBAHHBIN JIMIOCOMAIBHBIN 10 50 MT/M?
énepevle VMeHBIHUTE 103y 5-DY Ha 25 % (1800 mr/m?).
Ilpu YMenpmMTh 103y Ipenapata OHUBaL
603HUKHOGEHUU | TIETWJINPOBAHHBIN JIMIOCOMAJIBHBIN 10 43 MT/M?

60 émopoii paz | YmeHsmmth 103y 5-®VY Ha 25 % (1350 Mr/m?).
Ilpu IIpexpaTuth Tepanuto.

603HUKHOBEHUU

6 mpemuii pa3

TomHoTa/pBoTa HoBblii Kypc Tepanmuu He CcleyeT HauyuHaTh 10 TEeX MOop, IOKa
TOIIIHOTA/pBOTA HE pa3pemuTrcs 10 < | cTemneHu WU 10 UCXOAHOTO
YpOBHS Nepe]l HauajaoM JeUeHHusl.

Cmenenv 3 wunu 4 |Ilpu CKOppeKTHpPOBaTh MPOTUBOPBOTHYIO TEPAIIHIO.

(Hecmomps Ha | 603HUKHO8eHUU | Y MEHBIIUTD 103y npernapara OnuBaiig

nposeoeHue enepevle TIETMITMPOBAHHBIH JTMIIOCOMANBHBIH 10 50 Mr/M2.

NpOMU8OPEOMHOU

mepanuu) Ilpu CKOppEeKTHPOBATH MPOTHBOPBOTHYIO TEPAIUIO
603HUKHOGeHUU | Y MEHBILIUTD 03y npemnapara OnwuBaiin
60 6mopoil paz | NETVINPOBAHHBIN JTHIOCOMATBHBIN 110 43 Mr/m2.
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Ilpu
603HUKHOGEHUU
6 mpemuii pa3

. T & ITEE
e U2 2050 = S0

Hpqrpatnts Lepaiie: <8 TENLHOCTS 0016)

Jloboe nposisaenue | Hoeelll Kypc Tepanmuu He CileAyeT HaduHATh [0 TeX IOp, IIOKa
renaToTOKCHYHOCTH, HE)KeJIaTeJIbHBIE peaKIUU He paspemiarcs 10 < | creneHu.
He(PPOTOKCHYHOCTH, IIpu YMEHBIINUTD 03y rpermnapara OmnuBaiig
pecnupaTopHon 603HUKHOGEHUU | TIETWJINPOBAHHBIN JIMIOCOMAJIBHBIN 10 50 Mr/m?
TOKCHYHOCTH H APYIHUX | gnepevie VMeHbIUTS 103y 5-OVY Ha 25 % (1800 Mr/m?).
BH/I10B TOKCHYHOCTH
Cmenens 3 unu 4 Ilpu YMEHBIINTD 03y npenapara OmnuBaiig
603HUKHOGEHUU | TIETWJIUPOBAHHBIN JIMIOCOMAIBHBIN 10 43 MT/M2.

60 6mopoit pa3

VMeHBIHTE 103y 5-DY Ha 25 % (1350 mr/m?).

Ilpu
603HUKHOGEHUU
6 mpemuii pa3

IIpexpaTuth Tepanuto.

AHapuaakTH4eckas IIpu [IpekpaTuth Tepanuto.
peakums 603HUKHOGEHUU

enepeuvle

IIpu
HNuTepcTHMAIBHOE 603HUKHOGeHuu | IIpekpaTuTh Tepanuio.
3a00/1eBaHHe JETKNX enepeuvle

I'NCI CTCAE — O6mue TepMUHOIOTHUECKHE KPUTEPUH HEXKeNaTeNbHBIX ABIeHN HanmonansHoro
MHCTHUTYTA paKa, TeKyIlas BepCcHsl.

2 KpoMe acTeHMH U aHOPEKCUM; TP ACTEHMH U aHOPEKCUM 3 CTeNeHH KOPPEKIHs 1035l He TpedyeTcs.

Taoauma 3.

Pexomenayembie

mMoauukanun 1036l npenapara  OHuBaiijg

NernJIUPOBAHHBIH JINNOCOMATBbHBIN B KOMOMHANH € S-QTOPYPALNJIOM H JIeHiIKOBOPHHOM NPH

PA3BUTHH TOKCHYHOCTH 3 WM 4 CTENeHH! y NallMeHTOB roMO3UroTHBIX 1o asieaio UGT1A1%28.

Cmenenw 3 unu 4

Cmenens Moandukanus 10361 OHMBANT NerMJINPOBAHHBIN
MOKCUYHOCMU RO JIMIIOCOMAJIBHBII/S-GTOopypanuia
wKane (y naumeHToB, rOMO3UTOTHBIX HOcuTeJ el ajuteasas UGT1A1*28
NCI CTCAE! 0€3 mpeaIecTBYIOUIEro YBeJIHYeHus 10361 10 70 mr/m?)
HesxkenarenbHble HoBblii Kypc Tepanmuu He clielyeT HauyuHaTh 0 TE€X MOop, IMOKa
peakumu® HEeXeJaTeNIbHbIC SIBJICHUS He pa3peniarcs 10 < | creneHu.

IIpu
603HUKHOBEHUU
enepevie

YMEHBILINTH 03y npemnapara OHuBaii
TErUIMPOBAHHBI TMIOCOMATBHBIH 10 43 Mr/m?
YMeHbpmuTh 103y S-PVY cornacHo Tadmuie 1.

IIpu
603HUKHOGEHUU
60 emopoil pa3

YMEHBILINTH 03y npemnapara OHuBaiiz
TIErUIMPOBAHHBI TMIOCOMATBHBIH 10 35 Mr/m?
YMeHnbpmuTh 103y S-PVY cornacHo Tadmuie 1.

Ilpu
603HUKHOGEHUU
6 mpemuii pa3

IIpexpaTuth Tepanuto.
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Ipu HoOCHEOQOEATENBROCTD U0l
AHaduIaKkTHYeCKas
603HuUKHO8eHuu | ITpexpaTuTh TEpAIHIO.
peakuus
enepeguvle
Ilpu
HNuTepcTuninaibHOE 603HuUKHO8eHuu | ITpexpaTuTh TEpAIHIO.
3a00/1eBaHMe JIETKHX enepeguvle

I'NCI CTCAE — O61m1ie TepMUHOJIOTHYECKNE KPUTEPHH HeKeaTeIbHbIX ABieHuil HanponansHOro
MHCTHUTYTA paKa, TeKyIlas BepcHsl.

Kpome acreHnn n aHOpeKCcHU; IPU ACTCHUH U aHOPEKCUH 3 CTENEHU KOPPEKIU J03bI He TpedyeTcs.
B ciyuae yBenuueHus 10361 npenapara OHUBAiA NErMIMPOBAHHBIH JTHIOCOMANbHBIH 10 70 Mr/m>,

€CJIM 3TO JIOIYCTHMO B TIOCJIEAYIOLINX KypCcax, PEKOMEHIyeTCsl U3MEHATH JI03bI COTIacHo Tabmmuie 2.

Oco0rIe I'pynIbl TanMEHTOB

ITanmeHTHl ¢ HapyIICHHEM d)VHKHI/II/I NCYCHHU

CrenuanbHbBIX HMCCIEIOBAaHUM 1O TOpUMEHEHUIo rmnpemnapata OHUBaWI NErwIMPOBAHHBIN
JUTIOCOMAIIBHBIN € y4YacTHEM MAaIlMeHTOB C HapylieHueM (QYHKIMHM TI€YeHH HE MPOBOIMIOCH.
[Ipumenenue mnpenapata OHUBa] NETWJIMPOBAHHBIM JUIIOCOMAJIbHBIA HE PEKOMEHIYETCS Y
[MAI[EHTOB C KOHIICHTpaIen oOmiero omnupyOnHa OoJtee 2,0 MI/ 1 1503051
acnapratamuHoTpancdepassl (ACT) u amannnamunoTtpanchepassl (AJIT) B 2,5 paza nmpeBblnaroniei
BepxHIol0 rpanuily Hopmbl (BI'H) unu B 5 pa3 npessimatomeit BI'H npu Hanuuuu meracta3oB B
nedeHu (cm. pasnen 4.4.).

ITanmeHTHl ¢ HapyIIeHHEM d)VHKHI/II/I IMOYCK

CrnenuanpHBIX HCCICNOBAHUN 1O MNpuUMEHeHWIo mpenapara OHUBaAHA  NErwIMpPOBAHHBINA
JUTIOCOMAIIBHBIN € yYacTHEM IMalUeHTOB C HapylieHHeM (QYHKIHUW TOYeK HE MPOBOIUIOCH. Y
MAIMEHTOB C HapyIIeHHeM (YHKIIUU MTOYEK JISTKOW M CPeAHEH CTENEHH TSDKECTH KOPPEKIMU JT03BI
npenapara He TpeOyercs (cM. pasmenst 4.4. u 5.2). llpumenenue mnpemnapata OHHBaN
NETMJIMPOBAHHBIN TUTIOCOMAIIBHBIN Y MAIUEHTOB C HApYIICHHEM (DYHKIIMH MMOYEK TSHKEIOW CTEICHH
Tsoxectr (knupenc kpeatuanHa (KK) < 30 mur/mMuH) HE pekoMeHayeTcs.

ITanmeHTH MOKUIIOr0 BO3pacTa

49,6 % mnanueHToB, NodydaBIIMX OHUBANA METWJIMPOBAHHBIN JIUIMOCOMAIBHBIM B KIMHUYECKOM
uccienoBauun NAPOLI-3, u 41 % mnaumentoB, nomydaBmux OHMBaA NErwJIMpOBaHHBIN
JUTIOCOMAITbHEIN B KimHnYeckoM uccnenoBannd NAPOLI-1, 6simu B Bo3pacte 65 net u crapiie. Y

MAIMEHTOB JaHHOW BO3PACTHOM IPYIIbl KOPPEKIMH J103bI HE TpeOyeTcs.
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

be3zonacHocTh n a(b(beKTI/IBHOCTB IMPUMCHCH T Mperiapdard Oumsaﬁ,u IICT mumpUbannblf/l
JUTIOCOMAJIBHBIN y JIeTeH U MOAPOCTKOB B Bo3pacTe 10 18 jeT (BKIOUYUTEIHHO) HE YCTAaHOBJICHBI.

JlaHHBIE OTCYTCTBYIOT.

Cnooco0 nnpuMeHeHus

[Ipenapar OnHuBailAq NErWIMPOBAHHBINA JIMIIOCOMAIbHBIA IPEIHA3HAYEH [JIs1 BHYTPUBEHHOIO
BBezieHus. [lepes mpuMeHeHneM KOHIIEHTPAT pa30aBIIfiOT U IPOBOJAAT OTHOKPATHYIO BHYTPUBEHHYIO
nH(py3uto B TeueHue 90 munyt. [lompoOHas nadopmanus npruBeneHa B paszuene 6.6.

Mepwi npedocmopodicHocmu neped npumeneHuem npenapama uiy npu pabome ¢ HUM

OnuBaii/] MermIMPOBAHHBIN JTUOCOMAIILHBIN SBISETCS IUTOTOKCHYECKUM mpernaparom. [Ipu padote
C IMpernaparoM WIX MPHU €ro BBEIAECHUH HEOOXOAMMO HCIOJIb30BaTh MEPUATKH, 3aLUIUTHBIE OYKU U
oJleXay. bepeMeHHbIe COTpYIHUIIBI HE JOJKHBI JOMyCKaThCsl K pabore ¢ npenaparom OHuBaiin
METUIIMPOBAHHBIN JIMTIOCOMAJIBHBI.

4.3. IlporuBomoxkazaHust

'unepuyBCTBUTENBHOCTh K HWPHUHOTEKAHY WM K JIIOOOMY M3 BCIIOMOTATENbHBIX BEILECTB,
MEePEUYUCIICHHBIX B pasjaene 6.1.

['pyanoe BckapmmBanue (cM. pazaen 4.6).

4.4. Oco0ble ykazaHHS M Mepbl PEJOCTOPOKHOCTH IPH NPUMEHEHHH

[Ipenapar OHMBAN/ NETHIUPOBAHHBIHN JTUIIOCOMAIBHBIN — 3TO JIMIIOCOMalbHAs (hopMa UPUHOTEKaHA
¢ npyrumu (papMaKOKMHETUYECKHMMH CBOMCTBAMHU IO CPABHEHHUIO C HEJIMIIOCOMATILHON (popMoit
upuHOTeKaHa. KoHIeHTpanuss W [JO3UPOBKA OTIMYAKOTCA OT KOHUEHTPAaMd W JO3UPOBKH
HEJIMTIOCOMATIbHON (POPMBI HPUHOTEKAHA.

[Ipenapat OHuBAiA NErMIUPOBAHHBIHN JIUTTOCOMATILHBIN HE SKBUBAIICHTEH HEJTUIIOCOMAIBHOM (hopme
MPHUHOTEKaHa U HE JOJDKEH UM 3aMelaThCs.

Y OrpaHMYEeHHOro 4YHciaa MALUEHTOB, paHee MPUHMMABLIMX HEJIUIOCOMAIbHYIO (opMy
UPUHOTEKaHa, He OBUIO MPOJEMOHCTPUPOBAHO MPEUMYIIECTB MPH Tepanuu npenaparom OHUBAL
NErMIMPOBAHHBIN JIMIIOCOMAJIbHBIMN.

Muenocyipeccust/HENTPOIEHUS

Bo Bpemsi Tepanuu mnpenaparoM OHHMBai NETWIMPOBAHHBIM JIUIMOCOMAJIBHBIM PEKOMEHYETCS
KOHTPOJIMPOBATh OOIIHIA aHAN3 KpoBH. [1aliMeHTh! JOKHBI 3HATh O PUCKE Pa3BUTHUS HEUTPONICHUN
¥ BO3MO>KHOCTH Pa3BUTHUSI HEUTPOIIECHMUECKON TUXOpaaku (peOpuabHOi HEUTPOICHNN ).

®debpunbHast HeHTporneHus (TemrepaTtypa tena > 38°C u uncno HerdtpodmioB < 1000 kmeTok/mMmm?)
TpeOyeT CPOYHOI0 TOCHUTAILHOTO JICUEHUS C BHYTPUBEHHBIM BBEJIEHUEM aHTHOMOTHUKOB IIMPOKOTO

CIIEKTpa JAEHUCTBUSL.
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Y nauveHToB C METaCTaTU4YECKOM aJAcHOKapLUHOMOU H?fL)KGJi?’%{&‘iHO‘I;I"mJ‘ieJ&H;:HOH YaBIINX
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npemnapar OHHBaﬁH HGFI/IJII/IpOBaHHHﬁ JIMITocoMall nblm, OTMCHAJIMCH CIIy9dn pPa3sBHUTHA CCIICHCA C
(bebpuabHON HEUTPONICHHEH ¢ TOCTIEAYIONUUM CENTUYECKUM IOKOM U JIETAIBHBIM HCXO/I0M.
[TanimeHTaM, y KOTOPBIX BO3HUKIIM TSKEIIBIE FEMATOJIOTMYECKUE PEAKIIMM, PEKOMEHAYETCS CHUKEHUE
J03bl WM TpekpamieHue tepanuu (cMm. pazgen 4.2). IlanuentaM ¢ TspKeNOW HEIOCTaTOYHOCTBIO
KOCTHOT'O MO3Ta He ClIelyeT Ha3HauyaTh npenapar OHUBa] NEerMJIMpPOBaHHBIN JTUITOCOMAIIbHBIN.

Y manueHToB, paHee MOJIyYaBIINX JIYYeBYIO TEPITHIO Ha 001aCTh OPIOITHOMN MOJIOCTH, YBETUIHBACTCS
PHMCK pa3BUTHUSA TSHKETIOW HEUTpOTIeHUH U (eOpUIIbHON HEHTPOIICHUH TTOCTIe PUMEHEHHS TIperapara
OHMBaiil NErvIMPOBAHHBIN JIMMIOCOMAJIbHBIN. PeKOMEHIyeTCsl TPOBOAUTD TIHIATEIbHBIA KOHTPOJIb
MOKa3aTee KPOBH, a TAKXKE PACCMOTPETh BO3MOKHOCTh HCIIOIH30BAHMS MHUEIOUIHBIX (PaKTOPOB
pocta y MalMeHTOB C JIy4eBOHM Tepamuell o0nacTu OpromHOM monoctd B aHamHese. Cremyer
MPOSIBJIATE OCTOPOKHOCTh IPU BEACHUM NAlMEHTOB, KOTOPbIE OJHOBPEMEHHO C NPUMEHEHHEM
npenapara OHUBAA NErMIMPOBAHHBIN JTUITOCOMAJIbHBIN, MOJYYAOT JTYYEBYIO TEPAIHIO.

VY manueHToB CO CHMKEHHOU TIIIOKYpOHHU3aIuell OnmupyOrHa (Harpumep, NarueHTsl ¢ CHHIPOMOM
Kunsbepa) MOXKET OBITh MOBBIIICH PUCK PA3BUTHS MHUEIOCYNPECCHH TPU TEPANHUH MPErnapaToM
OHMBaii1 NETWJIMPOBAHHBIN JIMTIOCOMAJIbHBIH.

NMMmyHOCYIIpeccuBHBIE YO GOEKTHI U BAKITMHALMS

BBenenue >KuMBOW WM OJKUBOW aTTEHYHMPOBAHHOM BaKIMHBI TalMEHTaM C OCJa0JeHHBIM
MMMYHHUTETOM BCJIEJCTBUE NPUMEHEHUS XUMHOTEPANEBTUUYECKUX JIEKAPCTBEHHBIX IIPENaparos,
BKJIIOUasi mpenapaT OHUBANA NETrHJIMPOBAHHBIA JIMIIOCOMATIbHBINA, MOXET MPUBECTH K PA3BUTHUIO
Cepbe3HbIX MHGEKIUOHHBIX OCIOKHEHUM, MHOT/Aa C JIETAIbHBIM HCXOIOM; IOATOMY CIEIYyEeT
u30eraTb BBEACHUS KMBOM BakUUHBL. MOXXHO NPOBOJUTH BAKIIMHAIMIO WHAKTHMBUPOBAHHOU
BaKLWHOMU, OJJHAKO, OTBET HA TAKHE BAaKLUHBI MOXKET ObITh CHM)KEH.

BsaumoneiicTBue ¢ cHiIbHBIMY HHIYKTOpaMu n3odepmenta CYP3A4

[Ipenapar OHMBai TETUIMPOBAHHBIA JUIIOCOMAIbHBIM, HE CIEAYET MPUMEHATH COBMECTHO C
CUIIbHBIMU uHAyKTOpamu u3zopepmenta CYP3A4, TakuMu Kak MPOTHBOCYJIOPOXKHBIE CPEACTBA
(penurtoun, ¢enobGapburan wim kapbamasenuH), pudpamnuuuH, pudadyTuH u 3BepoOoi
IPOJBIPSBICHHBIN, KpOME TEX CIIydaeB, KOTJa HET allbTepHATUBHBIX METOJOB JieueHus. HauanbHas
71032 JUIsl TAlMEHTOB, MPUHUMAIOIIUX MPOTUBOCYAOPOXKHBIE IMpernapaTrbl WIH JpyrHe CUIIbHBIE
UHAYKTOpbI, HE YycTaHoBieHa. Cienyer paccMOTpeTbh BO3MOXKHOCTh 3aMEHbl Ha TEpAIUIo
npenapatamu, He HHAynupytommmu pepmenT CYP3A4, o kpaifHeld mepe 3a 2 HeJenu 10 Havana
Tepanuu npenaparoM OHUBAI METUITUPOBAHHBIN JTUTTOCOMAIIbHBIN (CM. pazaen 4.5).

Bsaumoneiicteue ¢ cuipHeIMY nHrHOnTOopamu nzobepmenta CYP3A4 win UGTI1AL

[Ipenapat OHuBalJ NErWIMPOBAHHBINA JUIIOCOMAJIBHBIN, HE CIIEIYyEeT NPUMEHATH COBMECTHO C
cwibHBIMU ~ uHTHOUTOpamu  m3odepmenta CYP3A4  (mampumep, TrpedndpyToBbIii  COK,
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CaKBUHABUP, TCIIAIIPCBUDP, BOpI/IKOHaBOJI). CHGI[yGT OPpCKPATHUTh MPUMCHCHNT CHJIbHBIX THIMONTOPOB
nzodepmenta CYP3A4 no kpaiineir mepe 3a 1 Hegeno 10 Havana Tepamnuu npernapatom OHUBaNT
METUIIMPOBAHHBIN JIMTIOCOMAJIHHBIH.
[Ipenapar OHmuBaiin NErMIMPOBAHHBIM JUIOCOMAJIBHBII HE CIEIYyEeT HPUMEHSTh COBMECTHO C
cuibHbIMU  uHTHOMTOpamMu u3odepmenta UGTI1Al (mampumep, arazanaBup, remdpuoOposnm,
WHJUHABUP), KPOME TEX CIIy4yaeB, KOT/1a HET aJIbTEPHATUBHBIX METOOB JICUCHUSI.

uapes
OHMBail NMETWJIMPOBAHHBIN JTUIOCOMAIbHBIA MOKET BBI3bIBATH TSKEIYI0 M JKHU3HEYTPOKAIOIIYIO
nuapeto. OHUMBal[ METUIMPOBAHHBIM JIMIIOCOMAJbHBIM HENb3s Ha3HA4aTh MAlUHUEHTaM C
HEMPOXOJUMOCTHIO KHIIIEYHHKA ¥ XPOHUIECKUMH BOCIIATUTENFHBIMH 3200JICBAaHUSMH KUIIICYHHUKA.
Jvapes MOXKET BO3HMKHYTh B PaHHHUE CPOKHM MOCJE€ Hadajla NpUMEHeHHs mpernapara OHUBanA
MErMIMPOBAHHBIN JIMMOCOMAIBHBIN (depe3 < 24 yaca) WM B MO3AHUE CpOoKkH (Oosiee yem uepes 24
yaca) (cM. pazaen 4.8).
VY nauMeHToB ¢ paHHMM BO3HUKHOBEHUEM [MAapEed WIM XOJIMHEPIMUECKUX CHMIITOMOB CIEIyET
paccMOTpeTh BO3MOKHOCTh TPUMEHEHHUS aTPOIMHA B TEPANIEBTUYECKUX U MPOPUIAKTUYECKUX LENIIX
U TpUd OTCYTCTBUU TPOTHUBOIMOKa3aHUU. [lallMeHThl AOKHBI OBITH OCBEJOMJIEHBI O PHUCKE
BO3HMKHOBEHUS OTCPOUYCHHOI (I03HEH) Tnapeu, KOTopas MOXKeT ObITh U3HYPHUTEIBHOH U, B PEIKUX
CIIy4asiX, KU3HEYTPOKAIOUIEH, TaK KaK YacCThbIN KUJAKAN WM BOASHUCTBIM CTYJl MOKET IPUBECTU K
00€3BOKMBAHUIO, 3JIEKTPOJIUTHOMY AUcOaIaHCy, KOJUTY, W3BS3BICHHUIO CIM3UCTOM OOOJIOUKH
xenyaodHo-kumedHoro Tpakta (OKKT), nH(EeKIMOHHBIM OCII0KHEHUSIM UJTH CETICUCY.
Kak Tonmpko y manueHTa BIEPBBIC MOSIBISETCS XUAKUN CTYJ, €My CJIEeIyeT HadaTh MHUTH OOJBIIHE
00BbEeMbI KHJIKOCTEH, COAEPKAIIMX OAJIEKTPOJMTHL. [l Havana JedeHHus IMO3THEeH auapeu y
NAlMEHTOB B JOMAallHEeW anTeyke [0JDKEH ObITh Jonepamu] (WM aHAJOTUYHBIA Ipernapar).
Jlomepamun cregyer HauyMHATH NMPUHUMATh HpPU TEPBOM MOSBICHUH MOJYO()OPMIIEHHOTO WIH
KUJKOTO CTYJIa WIH KaK TOJIHKO MOSBUINCH MPU3HAKH YCUICHUS MOTOPHKH KUIIIEYHUKA (MAKCUMYM
16 mr/nens). Jlonepamuz ciemyeT mpoaoiKaTh NPUHUMATh, ITOKa HE MPOMAET Mo KpaifHel mepe
12 yacoB mocie mpekpameHus auaped. UTtoObl mOMoub W30€KaTh THKEIOW TUapeH, CIEayeT
IIPEKpPaTUTh IPHEM BCEX MNPOIYKTOB, COJEPXKAIIMX JIAKTO3Y, BOCCTAHABIMBATh TUIAPATALMIO H
cO0JII0IaTh HU3KOKHUPOBYIO IUETY.
Ecnu Ha ¢one mpuema nonepamuia auapesi coxpansercs 6onee 24 4acoB, CleAyeT pacCMOTPETh
BO3MOYKHOCTb JI00aBJICHUS IEPOPATHLHON aHTHUOAKTEpHUATILHOMN Tepanuu (Harpumep, GTOPXHUHOIIOH B
teueHue 7 quei). Jlonepamua He ciemyeT NpuMEHTh Oojiee 48 4acoB MOAPST U3-3a pUCKa PA3BUTHUS
NapaluTUYEeCKON KHUIIEYHOH HempoxoauMmocTu. Eciam nuapes mpopomkaercss Oonee 48 yacos,
ClIeyeT MpEeKpaTUTh IPUEM JIONEpPAMUJa, MPOBEPUTH U 3aMEHUTh HKHUAKOCTH, COJAEpIKallue
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JNEKTPOIUTE, U IPOMODKUATH TEPAIUIO aHTI/I6]10TI/IKaMI/I 0 IICJ‘IE3HOB‘€'H'IBI Jtoﬁ TBYIOIIUX
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CHUMIITOMOB.
He crnemyer HaunHaTh HOBBIN IUKJI JICUECHUS TIOKa Auapes He paspemurtcs 10 < 1 crenenu (Ha 2-3
akTa nedexanuu B IeHb OOJIbIIE, YeM 10 JICUCHUS).

[Tocne npekpaienus aquapeu 3 Wik 4 CTENEHU CIIEyeT YMEHBIIUTh CIEAYIONIYIO 03y Mperapara
OHuBail NeruaIupoOBaHHBIA TUMTOCOMANIbHBIN (CM. paszaen 4.2).

XonuHepruyeckue 3P eKxTol

Pannee magaio AUapEr MOXKET COMMPOBOXKAATHECA IMMOABJICHUCM XOJIUHEPTUICCKUX CUMIITOMOB, TAKUX
KaK pUHHUT, TOBBIMICHHOC CIIFOHOOTACIICHUE, ITPUJIMBBI, 6pa/:[1/11<ap/:[1/151, ITOBBIIEHHOEC ITOTOOTACIICHUC,
MHO3 U YCHUJICHHAad NCPUCTAIIbTHKA. HpI/I MOABJIICHUU XOJMHCPIrUiICCKUX CHUMIITOMOB CJICAYCT
HAa3HAYUTH aTPOIHH.

Peaknmm TuIepuyBCTBUTEIIFHOCTH, BKIIOYAs OCTPBIC PEaKIIMHU, CBSI3aHHEIC C I/IH(bVSI/IeI\/'I

VYV marueHToB, MOJy4YaBUIMX Tepanuio npenapatoM OHHMBaW NMETWIMPOBAHHBIN JIMIIOCOMAIIbHBIM,
OBUIM 3aperucTpUpOBaHbl WH(Y3UOHHBIE PEAKIUU, TMPEACTABICHHBIE B OCHOBHOM CBIMBIO,
KpanuBHULIEH, TEpUOPOUTAIBHBIM OTEKOM MM 3yaoM. Hosble cioydan (1 wim 2 creneHu) oObIYHO
MOSIBJSUTMCH B PAHHUE CPOKHU Tepanuu npenaparoM OHUBaAN] METWJIMPOBAHHBIN JTUIIOCOMAIbHBIN, U
TobKO y 2 u3 10 manueHToB OBUIO OTMEUEHO MOSBJICHWE PEAKIUi MOCe BBEACHUS IISITOW 03B
npenapara. Bo3MOXHO pa3BUTHE peaKIUU THUIEPUYYBCTBUTEIBHOCTH, B TOM YHCJIE OCTPOM
UH(Y3MOHHOHN peakiuy, aHapUIaKTHYeCKOi/aHahUIaKTOMTHON peakMi U aHTHOHEBPOTHYECKOTO
oteka. [Ipumenenne npenapara OHUBa NErMIIMPOBAHHBIN JTUIIOCOMAIBHBIN CIEAYET MPEKPATUTh
MIPU Pa3BUTUHU TSDKEJIBIX PEAKIIUNA THIIEPUYBCTBUTEIBHOCTH (CM. pazaen 4.2).

IpenmecrByromas oueparug Y unimia (MaHKpeaToayoAcHaIbHas PE3EKIINA)

VY manmueHToB, MEPEHECUIMX OMepaluio YHIIIA, CYIIECTBYeT 0ojee BBICOKHH pPUCK pa3BUTHS
CePhE3HBIX NH(DEKITMOHHBIX OCJIIOKHEHUH MOCTIe TpUMeHeHns npernapata OHUBa ] MEerIMPOBAHHBIN
JIAIIOCOMAJIBHEIN B coueTanuu ¢ 5-OVY/JIB. ITanuenTs! 1OJDKHE HAXOOUTHCS O HAOIIOACHUEM, IS
BBISIBJICHUSI IPU3HAKOB PA3BUTHUS HHPEKITUH.

HapyiieHus co CTOpoHEI COCYI0B

[Ipumenenune mnpemapata OHMBaW METUIMPOBAHHBIA JIUIIOCOMAIBHBIA OBUIO CBSI3aHO C
TPOMOOIMOOJIMYECKUMH  OCJIO)KHCHHUSIMH, TaKUMH KaKk TpoMOO03MOOIHs JIETOYHOW apTepuH,
BEHO3HBIM TpoM0OO3 M aprepuaibHas TpoMOo3MOonus. [Ijis TOro, 4ToOBl BBISIBHTH MAIMEHTOB C
MHOKECTBEHHBIMH  (paKTOpaMU  pHCKAa B  JOMOJHEHHE K OCHOBHOMY  3a00JICBaHHUIO
(HOBOOOpa3oBaHue), HEOOXOAMMO cOoOpaTh MOAPOOHBIA MEIUIIMHCKANA aHaMHE3 MalieHTa.
[Taniuenta ciemyer mTPOMHPOPMHUPOBATH O TMPU3HAKAX W CHMITOMAax TpoMOOAIMOoIMH |

H€O6XO,Z[I/IMOCTI/I HCMCIAJICHHO CBA3aTbhCA C Bpa4OM UJIN MGHCGCTpOﬁ IIpHU UX BOBHUKHOBCHUMU.
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(NOCNENOBATEINBHOCTL 0016)

Yy ManMuCHTOB, IOJYYaBHIUX HCIUIIOCOMAJIIbHYIO (l)UpMy HUPpUHOTCKAHA, HAOJIIOAAINCH  CIIyddH,
NIOXO0XHE Ha MHTepCTULIMalIbHOE 3a0oseBanue serkux (M3J1), npuBoadiiye K JeTaabHOMY HCXOLY.
B knunnueckom uccnenosanuu NAPOLI-3 nueBMonut Obu1 3apeructpupoBal y 0,3 % nanueHTos,
noiny4yaBmux mnpernapar OHMBaWJ NETWIMPOBAHHBIA JIMIIOCOMAIBHBIM B KOMOWHAIMM C
okcamumiaTiHoM U 5-OY/JIB. ®akTopsl pHCKa BKIIOYAIOT B ce0sl: MCXOIHO HMMeEIoleecs
3a0oJeBaHue JIETKUX, IIPUMEHEHHUE ITHEBMOTOKCUYHBIX JIEKAPCTBEHHBIX CPEICTB,
KOJIOHMECTUMYJIUPYIOIMX (PaKTOPOB WM NPEALIECTBYIOIIYIO JIy4eByIO Tepamnuto. [lanueHTtsl c
(akTOpaMM pUCKa JAOJKHBI HAXOAUTHCS O] MPUCTAIBHBIM HAOJIIOJICHUEM ISl OLEHKH CUMIITOMOB
CO CTOPOHBI IBIXAaTEIbHON CUCTEMBI /10 U BO BpeMs Tepanuu npenaparoM OHUBaN ErMJIMPOBAHHBIN
JAUIocoManbHbli. Ha peHTreHorpamMmax oOpraHoB TpyIHOH IOJIOCTH Yy HEOOJBIIOrO MPOLEHTa
NAIMEHTOB, BKJIIOYCHHBIX B KIMHMYECKOE MCCIECNOBAaHWE HMPUHOTEKAaHA, BBIABILLICS PETHKYJIO-
Y3€IKOBBIA TNAarTepH. [Ipy MOSBIEHMHM WM IPOrPECCUPOBAHUM ONBIIKH, KalUId W JIMXOPAaIKH
ClIeyeT cpa3y MNpeKpaTUTh JeueHue npenaparoM OHMBANW] METMIMPOBAHHBIN JIMIIOCOMAIbHBINA U
JOKIAThCsl pe3ysIbTaToB AuarHocTuku. Ilpu noarsepxkaenun auarnosa M3JI mpenapar OnuBaiin
METMIMPOBAHHBIN JIUTIOCOMAJIBLHBIN CIIETyeT OTMEHHUTH (CM. pa3aen 4.2).

Hapynrenue d)VHKHI/II/I NECYCHHU

VY nanueHToB ¢ runepOuIupyOorHeMuer ObLIIM OTMEUEHBI 00Jiee BBICOKHE KOHIEHTpAIMK OOIIEero
SN-38 (cm. pazmen 5.2), u mOITOMY pUCK HEHTporneHnn ObLT BhIIe. [lanenTaM ¢ KOHIEHTpaluei
obmero O6mmupyouna 1,0 — 2,0 Mr/anm ciemyeT MpOBOAWTH PETYJSAPHBIA KOHTPOJb MOKa3zaTenein
obmero aHanmu3a KpoBu. CrenyeT MNpoOsIBIATh OCTOPOXKHOCTh IPH BEJCHUM MAI[MEHTOB C
HapylmeHUsIMA GYHKIUU neyeHu (OumupyOuH B > 2 pasa Bbiie BI'H; Tpancamunassl B > 5 pa3 Bblle
BI'H). Cnenyet cobogaTh OCTOPOKHOCTD IPU IPUMEHEHUH npenapata OHUBA MeruiIupoBaHHbIH
JUIOCOMANIbHBIM, B COYETAaHUM C JIPYTMMHU I'elaTOTOKCUYECKUMH JIEKAPCTBEHHBIMU IIpenapaTamy,
0COOEHHO y MAI[MEHTOB ¢ UCXOHO UMEIOIIHUMCS HapyLIEeHUEM (PYHKLUU ITEYEHH.

[ManpeHTh ¢ HU3KOM Maccoii Tena (MHIeKe Macehl Tena < 18,5 kr/m?)

B xnuanueckom uccnenosanuu NAPOLI-1 y 5 u3 8 nmanueHToB ¢ HU3KOM Maccoil Tejla OTMEUYaINCh
HEeKeNaTelbHbIe peakunu 3 win 4 cTeneHu, B OCHOBHOM Muelnocympeccus. Bmecre ¢ tem, 7 u3 8
nanueHTaM TpeOoBaloCh M3MEHEHHE 03bl/pekMMa Tepanmuu, TaKoe KaK OTJIOXKEHHOE BBEICHHE
npernapara, CHIDKEHHE J03bl WM IpekpaieHue tepanuu. Cienyer cobmoaaTh OCTOPOKHOCTh MPH
npUMeHeHHH npenapata OHMBaN NErHMJIMPOBAHHBIN JIMIIOCOMAIBHBIN Y MAIMEHTOB C MHAEKCOM
Macchl Tena < 18,5 kr/m>.

BcnoMorarebHEIC BEIISCTBA
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HaTpus. 910 HGO6XO,Z[I/IMO YUUTBIBATh NAOUCHTAM, HAXOMIOINMCA Ha AUCTC C OTI'paHNICHUCM
MIOCTYIJICHUs HATPUS.

4.5. BzaumopgeiicTBHMe ¢ JAPYrUMHM JIEKAPCTBEHHBIMH IMpenaparamMd W Jpyrue BH/bI
B3aUMO/JACHCTBUSA

Wndpopmanus o BaumojeiictBuu mnpenapata OHHBAWI NETHIUPOBAHHBIN JHIIOCOMAIBHBIA C
JIPYTHMH JICKAPCTBEHHBIMH TIperaparaMyd OCTYIHA B OMyOJMKOBAaHHOW HAay4YHOH JHTEpaType o
HEJUNOCOMAaIbHON (hopMe HPUHOTEKAHA.

Bs3anMoaelicTBUS, BIUAIOIME Ha NpUMEHeHne npenapara OHUBaNI DEerJINPOBAHHEIN

JINIIOCOMAJbHBIN

Cunvuvie unoykmopwot CYP3A4

VY mnamueHTOoB Ha ()OHE COBMECTHOM TEpamvy HETUIOCOMATbHOW (OpMON HpPUHOTEKaHA |
MIPOTHBOCYJIOPOKHBIMK ~ TIpenaparamu, uHaymupyomumu (pepment CYP3A4, Takumm Kak
dbenuTonH, QeHobapOuTan wiu KapOamaszenuH, OBUI0O OTMEUYEHO 3HAYUTENHHOE CHUXKCHHE
sKcno3unmu upuHorekana (camxenne AUC Ha 12 % npu npuMeHeHUH 3Bepo00s TPOABIPSBICHHOTO,
Ha 57-79 % mnpu npumeHeHuu QeHutrouHa, ¢enobapburtama uiam kapOamazenuHa) U SN-38
(camxenue AUC nHa 42 % npu npuUMEHEHUU 3Bepo0Osi MponbIpsBIeHHOro, Ha 36-92 % mpu
npuMeHeHun (eHUTonHa, (eHobapOuTana uiaM KapOamasernuHa). Takum 00pa3oM, COBMECTHOE
npuMeHeHue npenapata OHUBA NETMIMPOBAHHBIN JIMIIOCOMAIBHBIN ¢ MHIYKTOpaMU (epMeHTa
CYP3A4 MOXET CHU3UTH €r0 CUCTEMHOE BO3JIENCTBUE.

Cunvnovie uneubumopot CYP3A4 u uneubumopor UGTIA I

VY nanueHToB Ha (OHE COBMECTHOH Tepamuu HEIMIIOCOMalbHOW (OpMO HpUHOTEKaHa H
kerokoHazonoMm uHruoutopom CYP3A4 u UGTI1ALl, skcno3unus SN-38 nosbimanace Ha 109 %.
[TosToMy cucteMHoe Bo3zaeiicTBUe npenapara OHUBAI METHIMPOBAHHBIN JIUTIOCOMAIBHBIN MOKET
YBEITUYMBATHCS MTPU €TI0 COBMECTHOM MPUMEHEHUH C CUIIbHBIMU HHTHONTOpamu depmenta CYP3A4
(Hampumep, TpeurndpyToBbIi COK, KIAPUTPOMHUIIMH, WHAWHABHD, HWTPAKOHA30J, JIOMUHABUD,
Heda30/10H, Hel(hUHABUP, PUTOHABUD, CAKBUHABUD, TEJIANPEBUP, BOPHKOHA30J1). OCHOBBIBAsICH HA
JIEKapCTBEHHOM B3aMMO/ICHCTBUU HEJIUIIOCOMAaIbHON ()OPMbI UPUHOTEKAHA M KETOKOHA30J1a, MOKHO
cAenaTh BBIBOJ, YTO MpPH COBMECTHOM IpUMeHeHHH IMpernapaTta OHMBai NErHIUpPOBAaHHBIN
aunocoManbHblii ¢ npyrumu uHruouropamu UGTI1A1l (manpumep, arasanaBup, rempuOposu,
UH/IMHABUD, peropadeHnd) ero CUCTEMHOE BO3/ICHCTBUE TAKKE MOKET YBEIMYNBATHCS.

Ha ocHoBaHuM mOMyISIIMOHHOTO (hapMaKOKMHETHUECKOTO aHajau3a ObUT clielaH BBIBOJ, 4YTO
COBMECTHOE NpHMeHeHue npenapara OHUBa METUIMPOBAHHBIN JUTocoMalbHbIA U 5-DVY/JIB He

u3MeHseT (hapMakOKUHETHKY npenapata OHUBAA NErMIMPOBAHHBIN JIUITOCOMATIBHBIH.
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¢pmopypayura)
HexenaTenbHbIE peakuuy, CBA3aHHbIE C IPUMEHEHUEM MPUHOTEKaHa, TAKUE KaK MHUEIIOCYIIPECCH,
MOTYT YCyTyOJsTbCSd TNPUMEHEHHUEM JpPYI'MX MPOTHUBOOITYXOJEBBIX IpENapaToB, HMEIONUX
AQHAJIOTUYHBIA TPOHIIH HEXKEJIATSIBHBIX PEaKIIHA.

HeusBectHo o B3aumojeiictBuu npenapara OHUBaiJ NETWIMPOBAHHBIA  JIMIIOCOMAJIBHBIN

(MpUHOTEKaH) C JPYTUMHU JICKapCTBEHHBIMH CPEJICTBAMHU.

4.6. PepTHIBHOCTDH, 0€PEMEHHOCTH H JIAKTAIUSA

JKeHIMHEI ¢ ACTOPOAHBIM ITOTCHIMAJIOM / KOHTpauCnnus y My>K4YMH U )KCHINMWH

JKenummHaM ¢ JE€TOPOJHBIM MOTEHUIHUAIOM BO BpeMs JedeHus TnpenapatroM OHuBaiig
NETMIMPOBAHHBIN JIMIIOCOMAJIBHBIN M B TEYEHUE CEMH MECALIEB 110CIIE €r0 OKOHYaHHsI HEOOXO0IUMO
IPUMEHSATH 3((HEKTUBHBIC METO/IbI KOHTPAIICTILIHH.

MyxunHam BO BpeMs Tepanuu npenaparoM OHMBaiiA NETMIMPOBAHHBIA JIMIIOCOMAJIbHBIA U B
Te4eHHE 4 MECALEB MOCIIE €€ OKOHYAHMs CIEAYET UCIOIb30BaTh IPE3EPBATUBEI.

bepeMeHHOCTD

OTCyTCTBYIOT JOCTaTOYHBIE JaHHbIE O MpUMEHEHMM npenapara OHMBalA NETWIMPOBaHHBIN
JUIIOCOMANBHBIN 'y OepeMeHHbIX >KeHUMH. [Ipumenenue mnpenapata OHUBAHI NErnIMpoBaHHBIN
JUIIOCOMANIBHBIL B IEpuOoA  OEpPEMEHHOCTH MOMKET IPUYMHUTH Bped IJIOAY, IIOCKOJIBKY B
UCCJIEJIOBAHUAX HA >KUBOTHBIX ObUIa BBISABIEHA PENPOAYKTHBHAs TOKCMYHOCTh MPHHOTEKaHa (CM.
pasgen 5.3). C yueTtoM MexaHM3Ma JEHCTBUS U JOKIMHUYECKUX JAHHBIX, HE CIEAYET NPUMEHATH
npernapat OHHMBaiA NETMJIMPOBAHHBIA JIMIIOCOMAIBHBIE BO BpeMsi OEpeMEHHOCTH Oe3 SIBHOM
HeoOXoauMoCcTU. B cimydae mpuMeHeHus mpenapata BO BpeMs OEpEeMEHHOCTH WM HacTYIUICHHs
OEepeMEHHOCTH BO BpeMs Tepaluy IMpenapaTroM, MAlUEHThl JOJKHbBI ObITh MPOMH(DOPMHUPOBAHHBI O
MOTEHLMAJIBHBIX PUCKaX IS IUIOJA.

Jlakranms

HewusBectHo, BhiAenseTcsa au npenapaT OHHUBAWI TETUIMPOBAHHBIA JIUIIOCOMAJIbHBIA WA €ro
METa0OJIUThl C I'PYJHBIM MOJIOKOM Yy 4elloBeka. BBHIy NOTEHLMAIbHOIO pa3BUTHS CEPbE3HBIX
HE)KENIAaTEJIbHBIX peakuui Yy JeTel, MOoJydaloluX TpyJHOEe MOJIOKO, mpenapaT OHuBaiia
NErMJIMPOBAaHHBIM JTMIOCOMAJIBHBIN MPOTUBONIOKA3aH IPU I'PYyJAHOM BCKapMJIMBAaHUU U B TEUECHHE
OJIHOTO M€CsIa MTOCIIEe IPEKPALCHUS TEPauu.

DepTHILHOCTD

Hert nannbix o BiusHuu npenapata OHUBaARA NETHIMPOBAHHBIN TUIOCOMATIbHBIN Ha (PepTUIHLHOCTD
yenoBeka. B mccieqoBaHUSX Ha JKUBOTHBIX HEJIMIIOCOMHBIM MPHUHOTEKAH BBI3BIBAT aTpo(uUIo

MY>KCKHX U )KEHCKHX PENpPOAYKTHUBHBIX OPTraHOB MOCIE MHOTOKPATHOT'O €KEAHEBHOTO BBEACHHUSI (CM.
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pasznen 5.3). PekoMeHayeTCs MPOKOHCYILTUPOBATE TaIMEHTOR 110~Boff] 45 TIOJIOBBIX
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KJICTOK IICpC] HAYAJIOM ITPUMCHCHUA NIpCIiapara Onmsaﬁ,u IICT mlmpUbannbud TIMTTOCOMaIIGHBII

4.7. BausiHHe Ha CHOCOOHOCTH YNPAaBJATH TPAHCHOPTHBIMHM CPeACTBAMH M PadoTaTh C
MeXaHM3MaMHU

[penapar OHMBali NErMIMPOBAHHBIN JTMITIOCOMAIBHBIA OKa3bIBACT YMEPEHHOE BIIMSHUE Ha CIIOCOOHOCTh
YIIPABJIATh TPAHCTIOPTHBIMU CPEICTBAMH M PabOTaTh ¢ MeXaHM3MaMH. Bo BpeMmsi JieueHus mpenapaTtom
OHuBaii[] NErWIMPOBAaHHBIA JIMIIOCOMAIBHBIA MALMEHTaM CIEIYeT C OCTOPOXKHOCTBIO YIPABIATH
TPAHCHOPTHBIMU CPEJICTBAMU U PabOTaTh C MEXaHU3MaMH.

4.8. HexkenareabHble peakuuu

Pesrome npoduiist 0esonacHocT

OHusatio necunupoBaHuvlll JAUNOCOMANbHLIL 8 KoMOuHayuu ¢ oxcamuniamurom, S5-DV/JIB
(uccneoosanue NALIRIFOX)

Crnenyromue HexelaTeIbHbIE pEaKIUH, CBs3aHHbIE C MpUMeHeHueM mnpenapara OHuBaiA
NETMJIMPOBAHHBIA JTUIIOCOMABHBIN, ObUIM 3aperucTpupoBanbl y 370 MalMEHTOB, MOJyYaBIIUX
JeyeHre B KOMOWHAIMK ¢ OKcanuriatuHoM/5-OY/JIB, koTopbie paHee He MoyJyalu XUMHOTEPaIHIo
0 MOBO/Iy METACTaTUYECKON aJleHOKAPIIUHOMBI TIOJKENTYI0UHOM JKeJIe3bl.

Haubonee yacteiMu HexxkenaTenbHBIMU peakiusaMu (dactora >20 %) Obutn Auapesi, TOIIHOTA, pBOTA,
CHI)KCHHE allleTUTa, YTOMIIIEMOCTbh, aCTEHUsI, HEUTPOTICHH S, CHIDKEHUE KOJIMYECTBA HEUTPODUIOB
u aHeMus. Hanbomnee 9acThIMU TSDKENBIMU HEXeNaTeNbHBIMU peakiusaMu (>5 %, crenenu 3 unm 4)
ObUIM Juapes, TOIIHOTA, PBOTA, CHUKEHHE AalmNeTHTa, YTOMIIIEMOCTb, aCTeHHs, HEHTpOMIeHWUs,
CHI)KEHHE KOJIMYECTBAa HEUTpOPMIIOB, aHeMHsl U runokanuemusi. Hanbonee yacThiMu cepbe3HBIMU
HEeKeNaTeIbHBIMU peakiuusimu (>2%) ObLTH Auapesi, TOIIHOTA, PBOTAa U 00€3BOKUBAHUE.
HexenatenbHple  peakiuy, HaONIOAaBIIMECs Tpu  NpUMeHeHHH mpemnapata OHuBaiig
NErMJIMPOBAHHBIN JTUIIOCOMAbHBIN, KOTOPBIE MPUBEIH K €ro MOJHOM 0TMeHe, HaO0moaanuck y 9,5 %
MaIlMeHTOB; HaOO0JIee YacTON HEeXKeIaTeIbHOW peaKIuei, MPUBOAMBIICH K TPEKPAIICHHUIO JICYCHUS,
ObuTa HEUTPONICHHUS.

Cumxenue 103bl npenapara OHMBAN] NErWJIMPOBAHHBIN JIMTIOCOMATIBHBIM M3-32 HEXENaTeJIbHBIX
SBJIEHUH (HE3aBUCHUMO OT OLIEHKU MPUYMHHO-CIIEACTBEHHOM CBS3H) Mpou301wio y 52,4 % nanueHTos;
Haubosee 4acThIMU HEXeJaTeIbHBIMU SBJICHUSMU, TPEOYIOIUMHU CHIKEHUS 03Bl (=5 %), Obuin
Iuapesi, TOITHOTa, HEUTPOTICHHS U CHIYKEHUE KOJIMYECTBA HEUTPO(HITOB.

[Tpumenenne npenapata OHUBAA NETMIMPOBAHHBIN TMTIOCOMAIBHBIN OBIJIO MPUOCTAHOBJICHO U3-3a
HEe)KeNaTeNIbHbIX SIBJICHUIM (HE3aBUCHMO OT OLEHKU NPUYMHHO-CIEACTBEHHOW cBsizu) y 1,9 %
MAIMEHTOB; Han0oJiee YaCThIMU HEXeNlaTeIbHBIMU SBJICHUSMU, TPEOYIOIIMMHU MpepbIBaHUs Tepaii,
OBLIM TUTIEPYYBCTBUTENHLHOCTD U PEAKITNH, CBSI3aHHBIE C MH]Y3Hei, KoTopbie Habmogamch y 0,5 %
HAIMEHTOB.
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Crnenyroonme HEXKelaTelbHbIE peaklMh, CBsI3aHHble C Tepanued mnpenapatom OHUBai
NETMJIMPOBAHHBIN TUTIOCOMATbHBIHN, OBLITN 3apPETUCTPUPOBAHEI Y 264 MAIMEHTOB C METACTATUIECKOM
aJICHOKAPIIUHOMOM IMO/IKETYOYHOM jKeTIe3bl OyYaBIINX JICYCHHE TI0CTIe TPOrpeccuu 3a00JIeBaHUS
1ocJie MPOBEACHUS Tepaiy FreMIIUTa0UHOM.

Haubonee wacThiMu HeXeNnaTeNbHBIMH peakuusMHu (d4acToTa BO3HHMKHOBeHHs > 20 %) mpu
npuMeHeHun rnpenapata OHUBAMI METUIMPOBAHHBIA JTUTTOCOMANIbHBINA B KoMOuHaruu ¢ 5-OVY/JIB
ObUTM Juapes, TOIIHOTA, PBOTA, CHUKCHHE AamNmeTHTa, HEUTPOIECHHS, YTOMIISIEMOCTh, aCTCHUS,
aHEeMUsl, CTOMATHUT ¥ runeprepmus. Hanbosee 4acThIMU CEpbe3HBIMU HEXKENATEIHbHBIMU PEAKIHSIMU
(vacToTa BO3HHKHOBEHMS > 2 %) mpu mnpuMeHeHuu mnpenapara OHMBaiA NerWIMpOBAaHHBIN
JUTNIOCOMAJIbHBIN ObUTH Auapesi, ppoTa, (peOpuiibHas HeHTPONEeHus!, TOIIHOTA, THIIEPTEPMHUSL, CETICHUC,
Jerujaparanus, CEeNTUYECKUM IIOK, IMHEBMOHMS, OCTpas IOYe€4yHas HEJOCTaTOYHOCTh U
TPOMOOIIUTONCHHUSI.

YacroTa He)kenaTeabHbIX peakuil, TPUBOIAIIMX K OTMEHE Tepanui, Obuia 11 % B rpymnme npenapara
OHuBaiil TErWIMPOBAHHBIN JUMOCOMANbHBIN B KoMOumHanuu ¢ S5-OY/JIB. Haubonee wacroit
HE)KENIaTEJIbHOM peakuueil, NpUBOJAIIEN K OTMEHE Tepaluu B rpynne npenapara OHuBaiin
NETMJIMPOBAHHBIN TUTOCOMANIbHEIN B KoMOuHaiuu ¢ 5-OY/JIB, 6putn nHbekun u auapest.

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINT

HexenaTenbHbIE peaknMM, OMNMCAHHBIE B pasleic, OCHOBAHBI HAa [aHHBIX HCCIECIOBAHUM H
NOCTPETUCTPALIMOHHOM  OMBITE  NpUMEHEHHs  npenapara  OHuBailq  NErMJIMPOBAaHHBIN
JIUIIOCOMAJIBHBIN.

He:xenaTenbHbIe peaklMy, KOTOPbIE MOTYT BO3HUKHYTH BO BpeMs Tepamnuu npenaparom OHuBaiz
NETMIMPOBAHHBIN JIMIIOCOMANIBHBIN NIEpeUnCiIeHbl B Ta0auIe 3 0 CUCTEMHO-OPraHHbIM KjlaccaM U
4acTOTE BCTpeuaeMOCTH. YacToTa BCTpE4aeMOCTH B COOTBETCTBHUH C Kiaccudukanueit BcemupHoii
OpraHu3aliy 3JpaBOOXpaHeHUs: 04eHb yacTo (=1/10); wacto (=1/100, o <1/10); Hewacto (=1/1 000,
HO <1/100); penko (=1/10 000, HO <1/1 000); ouens penko (<1/10 000), yacroTa HeusBecTHa (Ha
OCHOBaHUU UMEIOUINXCS JAHHBIX OLIEHUTh HEBO3MOXHO).

Tadauua 4. HexenatelbHbIe peakunu, 3aperucTPUPOBAHHbIE IPU MPUMEHEHNH
npenapata OHUBAM /I neruimpoBaHHbIA JTUIOCOMAJIbHBIH

Cucremuo- B KOMOUHAIINH C
Oprammblii knace | o /5-®Y/TIB B xomOunanum ¢ 5-®Y/JIB

MedDRA (NAPOLI-1 n
* YacroTa (NAPOLI-3) NMOCTPEruCTPANMHHBIN MEPHOT)
NudexunoHHble 1 Napa3uTapHblie 3200J1€eBaHUS
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OKcCATUILIATHHOM/5-DY/JIB

MedDRA (NAPOLI-1 n
« (NAPOLI-3) N
YacToTa NMOCTPEruCTPANMHHBIN MEPHOT)

Yacmo Cericuc, nHpEKIUs CenTuyecKkuii MOK, CEICHC,
MOUEBBIBOJIALIUX MTyTEH, MTHEBMOHMUS, (peOpuibHas
KaHUA03HAsT WH(EKIIHS, HEUTPOTEHUS, TACTPOIHTEPUT,
Ha30(hapUHTUT KaHJIU03 MOJIOCTH pTa

Heuacmo JMBEepTUKYINUT, THEBMOHUSI, bunmapnslii cencuc

aHaNbHBIN abcrecc, peOpupHas
WH(]EKIUs, TaCTPOIHTEPHUT,
UHQEKIHS CIU3UCTBIX 000I0YEK,
rpuOKoBast HHMEKITUS TTOJIOCTH PTa,
uHpekuus Clostridium difficile,
KOHBIOHKTHBHUT, (OypPYHKY,
IIPOCTOM repliec, JapUHIUT,
HEPHOAOHTHUT, IIYCTYJIE3HAs CHIIIb,
CHUHYCHT, UH(EKIHs 3y00B,
BYJIbBOBarnHajbHasi TPHOKOBas
UHQEKITHSL.

HoBooOpa3oBaHus 100poKavYecTBEHHbIE, 3JI0KAYeCTBEHHbIEe U HEYTOYHEHHbIE (B T.4. KHCThI
U MOJIUIbI)

Heuacmo | IleputymMopanbHbId OTEK | -

HapyuieHnusi co CTOpOHbI KPOBH M JTHM(ATHYECKOH CHCTEMbI

Ovyenv wacmo AHeMusi, HeUTponeHus, Heittponenus, neikoneHus, aHeMus,
TPOMOOIMTONECHUS TPOMOOIUTONICHHUS

Yacmo ®debpusibHasE HEUTPOTICHUS, Jlnmponenns

JeUKONeHHsL, TUM(POTICHUS

Heuacmo IlannuToneHus, reMOIUTHYSCKAS
aHeMHUsI
HapyumeHnust co CTOpOHbI HMMYHHOM CHCTEMBI
Heuacmo Peakuuu runepuyBcTBUTENBHOCTH | Peakiuu runepuyBCTBUTENbHOCTH
Yacmoma - AHnadumaktryeckas/
Heuzgecmua aHaUIIAKTOUHAS pEaKIIus,

AHTMOHEBPOTUYECKUN OTEK

Hapyumenust MeTad0/1u3Ma U NMTAHUS

Quenwv yacmo lM'unokanuemusi, CHUKEHHE ['unokanuemus, rMMIOMarHueMus,

armeTuTa 00€3BOKMBAHHE, CHUKCHUE
arrmeTuTa

Yacmo O06e3BOXMBaHUE, TUTIOHATPUEMUS, | [ UITOTIIMKEMUS, TUTIOHATPUEMUSI,
runogocharemus, runodocharemMus
TUTIOMAarHUEMUSI,
THI0AIEOYMUHEMHUS,
THUITOKAJTbIIEMHS
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MedDRA (NAPOLI-3) (NAPOLI-1 u

* YacroTa NMOCTPEruCTPANMHHBIN MEPHOT)
Heuacmo Hapyenue 351eKTpoIMTHOTO -

OayraHca, TUTIEPKAJIbIIEMUS,
KJIETOYHAS TUOEIb, THITIOXJIOPEMUSI,
1oJiarpa, TuMepriuKeMus,
TUIepKaTueMus, 1epUInT xenesa,
HEJI0OCTaTOYHOE MOTpeOICHNE
I Ui HGCGaﬂaHCHpOBaHHaH
JeTa

Ilcuxuyeckne HAPpyLIEHHUs

Yacmo - Becconnuia
Heuacmo becconnuia, cnyTaHHOCTh -
CO3HAaHWsL, IENIPECCUs, HEBPO3
HapyueHusi co CTOPOHBI HEPBHOM CHCTEMBbI
Quenwv wacmo [epudepuueckas Heliponarus, I'onoBokpysxeHue

JUCTCB3MA, TaPECTC3UA

Yacmo Tpemop, HEMPOTOKCUYHOCTb, XOJIUHEPTUYECKU CUHAPOM,
JU3ECTE3Us, XOINHEPTrHUeCKUi JMCTeB3US
CUHAPOM, ToJIOBHAsI 00JIb,
TOJIOBOKPY’KEHHUE

Heuacmo Cynoporu, KpOBOM3JIMSIHUE B MO3T, | -

UIIIEMHSI TOJJOBHOTO MO3Ta,
WILIEMUYECKUI UHCYJIBT, aHOCMUS,
areB3wus, HAPYIICHUE PABHOBECHS,
I‘I/IHepCOMHI/I}I, THIICCTE3 U,
HapyIICHHE HHTE/UIEKTYaIbHBIX
CIIOCOOHOCTEH, eTaprus,
HapyIICHHE MaMSITH, IPECHHKOIIE,
CHHKOIIC, TPAH3UTOPHAs
UIIEMHYECCKAs aTaKa

Hapyumenus co cro

OHBbI OPraHoB 3pCHUA

Yacmo

Heuertkoe 3peHne

Hevacmo

Paznpaxenue cimzucron
000JIOYKH IJ1a3a, CHU)KEHHE
OCTPOTBI 3pEHHUSI

Hapymenusi co ¢To

OHBI OPraHa cJIyXa M JJaOupHHTA

Heuacmo

Bepturo

Hapyumenus co cro

OHBI cepana

Yacmo

Taxukapaus

ApTepuasibHasi TUTIOTEH3US

Hevuacmo

CreHokapaus, OCTpPbIid HHPAPKT
MHOKapJa, cepaIieoneHne

Hapyumenus co cro

OHBI COCY/1I0B

Yacmo

AprepualibHasi TUTIOTEH3UA,
TPOMOO0IMOOIUYECKUE COOBITHUS

TpomO0IMOOIHUS JTETOYHOM apTEPHH,
TPOMO0IMOOINYECKUE COOBITHUS
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* YacroTa NMOCTPEruCTPANMHHBIN MEPHOT)
Heuacmo ApTrepuaiibHasi TUTIEPTEH3US, -

IMOXOJIOJaHNE KOHESUYHOCTEH,
reMaToMBl, (hJIeOUTHI

Hapyumenus co cro

OHBI IbIXATEJbHOM CHCTEMBbI, OPTraHOB IPYIHOM KJIECTKH H CPeJOCTeHH

Yacmo

TpoMO0IMOOIHS TETOYHOM
apTepuu, UKOTa, OJIBIIIKA, HOCOBOE
KPOBOTCUCHHE.

Oppiika, muchonmst

Hevacmo

boub B poTornorke, kanens,
TUIIEPOKCHS, BOCTIAJICHUE HOCA,
aTenekTas, Tuc(hOHMs, THEBMOHUT

FI/IHOKCI/IH, I/IHTepCTI/II_II/IaJIBHOG
3a00J1€eBaHNE JIETKUX

Hapymenusi co ¢To

OHBI KCJIYAOYHO-KUIICYHOI'0 TPAKTA

QOuenv yacmo

Hwuapes, TomHoTa, pBOTA,
6016/ TUCKOM(OPT B )KUBOTE,
CTOMATHT

Jmapesi, ppoTa, TOITHOTA, O0JIH B
KHUBOTC, CTOMATHUT

Yacmo

Komnurt, sHTEpOKOIUT, 3a110D,
CYXOCTb BO PTYy, METEOPHU3M,
B3JIyTHE KUBOTA, TUCIICTICHSI,
ractpoa3odareanbHas pedIroKcHas
00I1e3Hb, TEMOPPOH, Iucharus,

Komnut, remoppoit

Heuacmo

KenynoyHo-kuiieuHas
TOKCHYHOCTb, TyO/I€HAJIbHAS
HETIPOXONMOCTb, aHATBHOE
HezepkaHue, aTo3Has 53Ba,
JIM3eCTe3Ms OJIOCTH PTa, O0NIb B
MOJIOCTH pTa, HApyIIECHHE CO
CTOPOHBI S3bIKa, aHAJTbHASL
TpEIIVHA, AaHTYJISIPHBIN XCUIINT,
JIIE3HsL, TTAPECTE3HsI OJTOCTH
pTa, Kapuec 3y00B, OTPBIKKA,
3a00JIeBaHNUS JKEITy 1K, TACTPUT,
3a00JIeBaHus IeceH, 00JIb B
JIeCHaxX, reMaToXe3us,
rurnepecresus 3y0os,
napaJuTHYecKast KHIIeyHas
HEMPOXOJUMOCTh, OTEK TYO0,
U3BSI3BICHUS BO PTY, CIIa3M
MHIIEBOIA, 3a00I€BaHN
HapoJIOHTA, PEKTAJIbHOE
KPOBOTECUCHHE

D30¢arur, MPOKTUT

Hapymenusi co ¢To

OHBbI NNCYCHHU H KECJTYCBBIBOAAIIINX IIyTCfI

Yacmo

l'unepOunupyOonHeMus

'unoansObymuHEMUS

Hevacmo

XO0JaHTUT, TOKCHUECKUN renaTuT,
X0JIeCTa3, [IUTOJIN3 IICUCHU

HapyuieHusi co CTOPOHBI KOKH U NOJKOKHbIX TKaHel
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* JacToTa (NAPOLI-3) MOCTPEruCTPANMHHBII MEepUo)
p pan pHuoa
Quenb yacmo Anonenus Anonenus
Yacmo CyxoCTb KOXH, CHHIPOM JIAJOHHO- | 3yJ
MOJIOLIBEHHON SPUTPOAU3ECTEZNH,
ChIIlb, TUMIEPIIUTMEHTALIUS KOXKHU
Heuacmo 3y, TUIIEPTUAPO3, OyIIIE3HBIN Kpanusnauua, ceinb, U3MEHEHUE
JIEPMATHUT, FTEHEPATU30BAHHBIN LIBETA HOTTEMN
9Kc(OIMaTUBHBIN AEpMaTHT,
spUTEMA, TOKCHUYECKUE
IIPOSIBJIIEHUS CO CTOPOHBI HOI'TEH,
naryJibl, IETEXUH, ICOpuas,
MOBBIIICHHAS YyBCTBUTEIBHOCTD
KOXH, IIETyIICHUE KOXH,
MIOPAKEHHUE KOXKH,
TEJICaHTMIKTA3UH, KpAMBHULIA
Yacmoma - Opurema
Heuzeecmna

Hapymemm CO CTOPOHBI CKeJIETHO-MbIIIEYHO M COeIMHUTEIbHON TKAHU

Yacmo MelmeyHas ¢1adoCcTh, MUAJITHS, -
MBIIIIEYHBIE CTIa3Mbl
Heuacmo Aptpairus, 6076 B cliuHe, 00Jb B | -

KOCT$X, 00JIb B KOHCYHOCTSIX,
OJIUAPTPUT

Hapyumenus co cro

OHBI MOYCK U MOYEBBIBOAAIINX nyTeﬁ

Yacmo

Octpoe nopaxeHue noyek

OCTpaﬂ rnmoyceyHada HEJOCTAaTOYHOCTh

Heuacmo

Hapymenne pynkunu noyex,
MoYeYHask HeJJOCTaTOYHOCTb,
JU3YpUsl, TPOTEUHYPUS

Hapyumenus co cro

OHBbI PeNPOAYKTHBHOM CHCTEMbI U 32001€BAHNS MOJIOYHBIX KeJie3

Heuacmo

BynbBoBaruHaibHasi CyXoCTh

O01mme paccTpoiicTBa M HAPYLIEHHWSI B MeCTe BBeIeHUs

QOuenv yacmo

AcTeHnus, MyKO3UT

Jluxopanka, nepupeprudeckuii oTex,
MYKO3UT, aCTEHUS

Yacmo

JIuxopajaka, oTek, 03H00

Peaxuuu, cBs3anHble ¢ uHpy3uei,
OTEK
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

CHCTEMHO- ot 16.02_ 2026 N 3065

opramauait wnace | Brovommmume | {j0cHEHORGEETbURORR 0016

MedDRA OKcCATUILIATHHOM/5-DY/JIB (NAPOLI-1 u

£ (NAPOLI-3) N

acToTa NMOCTPEerucTPALMHHBIIH Mepuo)
Heuacmo Henomoranue, obmiee yxyameHue | -
(U3UIECKOTO COCTOSHUS,
BOCIAJICHUE, CHHAPOM
MOJIMOPTaHHON AUCPYHKIIHH,
rpunmnonoo0Hoe 3abo1eBanue,
HeKapAuaabHas 00J1b B IpyaHON
KJIETKE, ITOAMEIIICYHAs 00JIb, 00JIb
B I'PYJHOM KJIETKE, THUIOTEPMUSI,
00J1b, OTEK JIUIIA,
HENEPEHOCUMOCTh TEMIIePaTyphbl,
KCEpo3
JlabopaTtopHble M HHCTPYMEHTAJIbHbIE JAHHbIE
Quenwv wacmo CHmxeHre Macchl Tena CHmKeHNe MacChl Tena

Yacmo [oBeimenue ypoBHs Tpancamunas | [loBeIieHne ypoBHS OumupyOunHa,
(AJIT u ACT), noBbIllIcHUE YPOBHS | aAJITaHUHAMUHOTPaHC(eEpassbl,
meJI049HOM (ocdaTassl B KPOBH, acrapTaTaMHHOTpaHC(epassbl,
MOBBILICHHE YPOBHS raMma- MOBBILIEHUE MEXIYHAPOHOTO
rIIyTamuITpancdepassl, HOPMaJIN30BaHHOTO OTHOIICHHUS
MOBBILICHHE YPOBHS KpEaTHHHHA B
KPOBH
Heuacmo VYBennyeHrne MexXayHapOoIHOTO -
HOPMATM30BAaHHOT'O OTHOIICHUS,
CHIDKEHHUE ypOBHsI 00111ero Oernka,
CHIYKEHHUE MTOYEUHOI0 KJIIMpEeHca
KpeaTHHHUHA, yITUHEHHE
unTepBana QT Ha
3JIEKTPOKapAHOrpaMMe,
YBEJIMUEHUE KOINIESCTBA
MOHOIIUTOB, MMOBBIILICHUE
TponoHuHa I.
TpaBMbl, 0TpaBJIeHHS M POLEYPHbIE OCT0KHEHHS
Yacmo peakuuu, CBI3aHHBIE C -
uHdpy3uen
* YJacToTa BOSHUKHOBEHUS HE MOYKET OBITH OIleHEeHa Ha ocHOBe uccienosanust NAPOLI-1
13-32 HEOOJBIIIOTO pa3Mepa BEIOOPKH.

Onucanue OTACILHBIX HEXKEIATEIbHEIX PEAKIIHT

Muenocynpeccus

OHuaiio necunupo8anHvlil TUNOCOMANLHBIN 8 KOMOUHAYUU C OKCATUNIAMUHOM, 5-mopypayuiom u
JIeUKOBOPUHOM.:
JleTanpbHBIME COOBITUSIMU OBUTH (peOpUITbHAS HEUTPOTICHUSI M TIAHITUTOTICHUS, KAXI0€ U3 KOTOPBIX

Habmonanock y 0,3% nanuenToB, Bxoaamux B rpymmy jgedeHuss NALIRIFOX.
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Mnenocynpeccml (HeﬁTpOHeHHH/HeﬁKOHeHHH, TPOMOOIIUTOIICHITA T dHCMITA ) qamc HAOIIOAdIdCh 'y
MalMEHTOB, MOJYYaBIIMX Tepanuio mpenaparoM OHHMBAW NMETHIMPOBAHHBIA JIUIIOCOMAJbHBIA B

koMOuHammu ¢ 5-OVY/JIB, mo cpaBHEHHIO C KOHTPOJIBHOU rpymmoi, mosydarorieit S-OVY/JIB.

Heumponenus//letikonenus

OHuaiio ne2unupo8aHHblLl TUNOCOMANbHBIU 8 KOMOUHAYUU C OKCATUNIAAMUHOM, S-(hmopypayuiom -
U IeUKOBOPUHOM.

Jletikonienust 3 wim 4 crenenu HaOmoganack y 0,8% marMeHToB, MOTYYaAIOMIUX JICUEHUE TI0 CXEME
NALIRIFOX.

B uccnenoBanun NAPOLI-3, roe cxema tepanuun NALIRIFOX (OnuBaiin mneruJmpoBaHHBIN
JUTIOCOMAJIBHBIA B KOMOWHAITMH ¢ OKcanuIuiaTuHoM, S-OY u JIB) cpaBHUBanace ¢ reMiuTabuHoOM
wioc HaO-nakiauTakcenoM (Gem+NabP), manaple Mo 0€30MacHOCTH TMOKa3aidu 00jee BBICOKYIO
4acToTy HeliTponieHuu B rpymme jeueHuss Gem+NabP. Heiirponienus 3 wunu 4 creneHu, CHUXKCHHE
KoJIn4ecTBa HEeUTpopmioB u ¢eOpunpHas HelTponenus Habmogamucs y 14,1%, 9,7% u 1,9%

(COOTBETCTBEHHO) y MAIIMEHTOB, Moy4daBmmux jedeHue mo cxeme NALIRIFOX.

OHueaiio necunupo8aHHblLl TUNOCOMANbHYIU 8 KOMOUHAYUU C S-(hmopypayunom u 1etiKo8OPUHOM.
Heiitponienus/neiikonennss Obutn  Hanbojee BaXHBIMU —MPOSIBICHUSMH — TI'€MaTOJOTHYECKOM
TOKCHMYHOCTU. HelTporenns 3 cTeneHn MiM BBILIE Yallle BCTpedyaaach y MAllMEHTOB, MOJYYaBIINX
Tepanuto mpenaparoM OHHMBaAW] METHIMPOBAHHBINA JIMIIOCOMANIBHBIA B KoMOuHammu ¢ 5-OV/JIB
(27,4 %), WO CpaBHEHHUIO C KOHTPOJBbHOM rpynmo#, mnomydaBmei S-OV/JIB (1,5 %).
Heiitponiennueckasi JInxopajka/cerncuc yaimie HaONIoJaINUCh B TPYIIE MalUueHTOB, MOJyYaBIINX
Tepanuto npenapaToMm OHUBAN] METUJIMPOBAHHBIN JTUTTOCOMAIbHBIN B KoMOnHanuu ¢ 5S-OY/JIB (y 4
naueHToB (3,4 %)), Mo cpaBHEHUIO C KOHTPOJIBHOM rpymmnoi, nonayyasiieit 5S-OVY/JIB (y 1 nanuenta
(0,7 %)).

Menuana BpeMEHHM 10 JAOCTHXKEHHS MHHUMAIBHOTO YPOBHSI HEWUTPONEHUH i > 3 CTENeHU
cocraBmsier 23 mHa (or 8 mo 104) mocne BBemeHWs TepBOM 1103bl mperapata OHUBaN

METUIIMPOBAHHBIN JIMTIOCOMAJIBHBIH.

TDOM60uumOI’l€HM}Z
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JIeUKOBOPUHOM.
TpomOoruTonienus 3 unu 4 crenenn Habmonanack y 0,5% marueHToB, MOTyJYaromuX JCUCHUE 110

cxeme NALIRIFOX.

Onusatio necunuposanHblil TUNOCOMANbHBI 8 KOMOUHAYUU C S-PMOPYPAYUIOM U JEUKOBOPUHOM:
TpomOouuToneHus 3 cTENeHy WM BBIIIE OTMeYanach y 2,6 % MalnueHTOB, MOJyYaBIINX TEPAUIO
npenapatoM OHUBa] METWIMPOBAHHBIA JTHUIIOCOMaIbHBIA B KoMOuHauu ¢ 5-OVY/JIB, uy 0 %

MaleHTOB B KOHTPOJIBHOM TpyT1ITie, moay4vasiiei 5-OVY/JIB.

Anemus

OHusaio ne2unupoB8anHblll IUNOCOMANbHBIU 8 KOMOUHAYUU C OKCATUNIAMUHOM, S-ghmopypayuiom u
JIeUKOBOPUHOM.:

Anemust 3 wim 4 creneHu Habmomanack y 7,3% NalMeHTOB, MOJIyYAIOMIMX JIEYEHHE MO CXeMe
NALIRIFOX.

OHusaio ne2unupo8anHvlil TUNOCOMATbHBIL 8 KOMOUHAYUU C S-PMOPYPAYULOM U NeUIKOBOPUHOM:
AHemus 3 cTeneHu uiy Belle ortMevanacs y 10,3 % nanueHToB, MoIy4YaBIIMX TEPANUIO IPEnapaToM
OnuBaii mernIMPOBaHHBIN JIMITOCOMABHBIN B KoMOuHamu ¢ 5S-OV/JIB, u y 6,7 % mnanueHToB B

KOHTPOJILHOH rpymnmne, noixydasmieit 5-OV/JIB.

Ocmpas noweunas He0oCmamo4yHoCb

OHuaiio necunupo8anHvlil TUNOCOMATbHBIN 8 KOMOUHAYUU C OKCATUNIAMUHOM, 5-mopypayuiom u
JIeUKOBOPUHOM.

B wuccnenoBanun NAPOLI-3 y mnamuenrtoB, nonydaronux JjedeHue no cxeme NALIRIFOX,
HapyuieHne (yHKUuu moyek orMedanoch y 0,3% manueHtoB (co cTeneHb TsokecTd 3 uiu 4),
NoveyHas HEeJOCTATOYHOCTh oTMedasiach y 0,5% maiueHToB (CO CTENEHbIo TshKecTH oT 1 1o 4), u3
Hux 0,3% manueHToB UMENU CTENEHb TSHKECTH 3 WK 4, OCTPOE MOBPEKACHUE TOUYEK OTMEYATIOCh Y
1,1% maruenToB (co cTeneHbto TsKecTH OT 1 10 4), u3 Hux 0,8% marueHToB UMEIHU CTETICHb TSKECTH
3 wim 4. YV naunumentoB, nonydaromux JiedeHue mo cxeme NALIRIFOX, moBsilieHuEe ypOBHSA
KpeaTHHHMHA B KPOBU OTMEYAJIOCHh MPHU Bcex cremneHsx Tskectu (1-4) y 1,4% nmauueHToB, U3 HUX
0,3% mnanueHTOoB UMENN CTENEHb TSKECTH 3 WM 4, CHUIKEHHME NOYEYHOr0 KIMpPEHCa KpeaTMHUHA
ormevanocky 0,3% manueHToB (cTeneHb TsokecTd | wnm 2). B rpymnme manueHToB, MOTyYaroluxX
nedyenue no cxeme NALIRIFOX, 6pin 3apeructpupoBan oauH ciydaid (0,3%) modeyHoit
HEJOCTATOYHOCTH C JIETAIBHBIM UCXO/I0M.

OHueaiio necunupo8aHHblLl TUNOCOMANbHBIU 8 KOMOUHAYUU C S-(hmopypayunom u 1etiKo8OPUHOM.
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MAIMEHTOB, KOTOPBIe OBUTH OOE3BOKEHBI B pE3y
MoYeYHasi HeIOCTAaTOYHOCTh OblIa oT™MeueHa y 6 u3 117 nanuentos (5,1 %) nonyuaBmux OHUBaA
MErMIMPOBAHHBIN JIMIMIOCOMAIBHBIN B KoMOuHaIuu ¢ 5S-OVY/JIB.

Juapes u cés3annble C Hell HexceaameibHble peaxyuu

OHuaiio necunupo8anHvlil TUNOCOMATLHBIN 8 KOMOUHAYUU C OKCATUNIAMUHOM, 5-mopypayuiom u
JIeUKOBOPUHOM.

B kmuanyeckom wucciaemoBanumu NAPOLI-3, corimacHO JaHHBEIM 10 0€30IaHCOCTH, OblIa
3aperucTpupBoaHa Oojiee BBICOKAs 4YacTOTa BO3HUKHOBEHHS JUaped B TpyNIe MalueHTOB,
nosyyaBmux jeuenue no cxeme NALIRIFOX st Bcex creneHel, a Takxke Uil 3 win 4 CTEIEHMU.
Huapest 14 crenenu Habmoganace y 64,3% mnanueHToB, a quapes 3 win 4 cteneHu Habaoaanach y
19,5% mnamuenTtoB, nonydaBmux Jiedenre no cxeme NALIRIFOX. V mauueHTOB, MOTy4YaBIIMX
nedyenne o cxeme NALIRIFOX, Obutn 3aperucTpupoBaHbl TaKWe MPOSBICHUS XOJTHMHEPTHYECKUX
peakuuii, Kak pUHUT, PUHOPESL, TUIIEPCEKPELNS CIIIOHBI, IPUIIMBBI U MOBBIIIEHHOE CIE30TEUEHUE.
OHuaiio necunupo8aHHblLl TUNOCOMANbHYIU 8 KOMOUHAYUU C S-(hmopypayunom u 1etiKo8OPUHOM.

B xknunnueckom uccnenosanuu NAPOLI-1 nuapes 3 u 4 crenenu 6bu1a 3apeructpupoBanay 12,8 %
MAaIMEeHTOB, TOJy4aBIIKMX Ipernapat OHUBAW NErMJIMPOBAHHBIN JTUTTOCOMAIBHBIA B KOMOWHAITUH C
5-®VY/JIB. Y naueHToB ¢ Mo3/1HeH quapeeil MenquaHa BpeMeHH J0 Hadajia JHaper CocTaBmuia 8 qHen
nocjie BBEAECHUA NociaeaHed no3sl OHMBAiA NErMIMpOBAaHHBIA JIMIIOCOMAIbHBIA. PaHHAsS nuapes,
KOTOpPasi MOKET BO3HUKATh KaK IPABHJIO HE MO3HEee 24 4acoB MOCIE BBEACHUS OYEPEAHON J103Bl,
00OBIYHO UMEET MPEXOIAIHM XxapakTep. PaHHss quapes MOXKET TaKkKe CONPOBOKAATHCS MOSBICHUEM
XOJIMHEPTUYECKUX CHMIITOMOB, TaKMX KaK PHHMT, IIOBBIIIEHHOE CIIOHOOTIEICHHUE, INPHINBBI,
MOBBIIIEHHOE MOTOOTACICHNUE, OpauKapaAnus, MUO3 M YCUJIEHHAs] NePUCTAIbTUKA, KOTOPas MOXKET
BBI3BaTh CHA3Mbl B JKMBOTE. B KIMHWYECKOM HCCIEAOBaHUU B IPYIIE MALMEHTOB, MOJYYaBIIUX
npenapat OHUBaWI IETHIMPOBAHHBIN JTUTTOCOMANIbHBIN B KoMOuHaIuu ¢ 5-OVY/JIB, pannss quapes

oTMevanach y 29,9 % nanueHToB, a XOJIUHEPTUYeCKUe CUMIITOMBI — Y 3,4 % MalueHToB.

HH(bVS’uOHHaﬂ peaxkuyus

OHusaio ne2unupoB8anHblll TUNOCOMANbHBIU 8 KOMOUHAYUU C OKCATUNIAMUHOM, S-(hmopypayuiom u
JIeUKOBOPUHOM.

B ximmanueckom uccnenoBanuu NAPOLI-3 peakuuu, cBsizanHble ¢ HH(Y3UEH, HAOTIOAATUCH Y
1,4% manmenToB , momy4aBinux jJedeHue no cxeme NALIRIFOX. Bce onun Obu1H Jierkoi Uiu

cpenHei crenenu Tspkectr (1 u 2 cTeneHn).

OHuaiio necunupo8aHHblLl TUNOCOMANbHYIU 8 KOMOUHAYUU C S-(hmopypayunom u 1etiKo8OPUHOM.
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6,8% MalMCHTOB B I'PYIIIC, nonyanmeﬁ OHHBaﬁﬂ IICT muapuuannblf/l JlmuU\,UMaJlbublf/'ﬁ‘f;-\'IJV/.HB

Oco0ble rpyInel NAMEHTOB

Tayuernmui noorcunoco 803pacma

B nenom, He OBLIO 3aperucTpUpOBAHO 3HAUUMBIX KIMHUYECKUX pPaziuuuii B 0€30MacCHOCTH WIH
3 PEKTUBHOCTH MEXKTy MAIlUEHTAMH 65 JIET U cTapIle U MalueHTaMu MiIaame 65 jerT.

OHusaio ne2unupoB8anHblll TUNOCOMANbHBIU 8 KOMOUHAYUU C OKCATUNIAMUHOM, S-(hmopypayuiom u
JIeUKOBOPUHOM.

B xmmnnveckom uccnenoBanuu NAPOLI-3 menuannslif Bo3pact coctaBui 65 net (nuana3on ot 20
1o 85), 50,1% manueHToB OBUIM B BO3pacTe HE MeHee 65 jeT, nmpu 3ToM 6,9% marueHToB ObUN
ctapuie 75 ner. JlaHHble MO 0€30MACHOCTH MO BO3PACTHBIM TPYIIAaM COOTBETCTBOBAIM JAHHBIM
NalKeHToB, nonyyatouux jJedeHue no cxeme NALIRIFOX nins Bceit nomynsiuu.

OHueaiio necunupo8aHHblLl IUNOCOMANbHYIU 8 KOMOUHAYUU C S-(hmopypayunom u 1etKo8OPUHOM.

B xmuandeckom uccnenoBann NAPOLI-1, yactoTa ciydaeB mpekparieHus JedeHus: Oblia BBITIE
JJIs. TIAlIMEHTOB B Bo3pacte > 65 jer, 4yeM y nanueHToB < 65 jer, momydaBmux OHuUBaig
METMIIMPOBAHHBIN TUTOCOMANTBbHBIN B kKoMOuHarmu ¢ S-OV/JIB (14.8% u 7.9% COOTBETCTBEHHO) U B
HEKOTOPBIX CIIy4asX HeKeJlaTelIbHbIE pEeaKI[Mu He pa3pelmiuch. B mpolecce Tepanuu y naiueHToB
< 65 5eT yaille BO3HUKAIN HEeXKeNaTelbHbIe peak[uu 3 CTETICHH U BBIIIE U CEPhE3HbIC HeXKeIaTeIbHbIE
peakuuu (84,1 % u 50,8 %), uem y manmenToB 65 net u crapie (68,5 % u 44,4 %). Hanpotus, B
WCCIICIOBAHUHM C YyYacTHUEM IMAlMEHTOB C aJCHOKAPIIMHOMON IOKETYJOUYHOU IKeNe3bl OBLIOo
OTMEUEHO, 4YTO Tpu JedeHHH npenaparoM OHUBANWI TETUIUPOBAHHBIA JHIIOCOMAIBHBIA B
koMOuHammu ¢ 5-OVY/JIB y mamuentoB crapme 75 ner (n = 12) 4yamie BO3HUKAIN CEPHhE3HBIE
He)KellaTelIbHbIe peaklny, TpeOoBallach MPUOCTAHOBKA JICUEHUS, CHIKEHUE J03bl U MpEeKpalieHune
Tepanuy, 4eM y naruenton < 75 net (n = 105).

Tayuenmol MOH2010UOHOU PACHI

OHusali0 ne2unupoBanHvlil TUNOCOMATbHBIL 8 KOMOUHAYUU C S-DMOPYPAYUTLOM U NetIKOBOPUHOM:

B xmunnueckom uccnegoBann NAPOLI-1, mo cpaBHEHUIO ¢ MallMEHTaMH €BPOMEOUIHON pachl, y
MAIMEHTOB MOHTOJIOUTHON packl peke HaOII0JaIOCh Pa3BUTUE AWApEH [auapest 3 CTENeHU U BhIIIe
ormevanack y 14 u3 73 mammenToB (19,2 %) eBponeounnoii pacel u 'y 1 u3 33 maruenTos (3,3 %)
MOHTOJIOMTHOM PAachl|, OJHAKO Yallle pa3BUBAIACh HEUTPONEHHUs OoJiee THKEIONW CTeneHu. Y
MaIlMEeHTOB, TOJy4aBIIMX Ipenapar OHUBAWI MErMJIMPOBAHHBIN JTUITOCOMAIBHBIA B KOMOWHAITUH C
5-®VY/JIB, ormeuanace 0ojee BBICOKas 4acTOTa HEHUTPONEHUH 3 CTENEHH M BHIIIEC y MAlUEHTOB
MOHTOJ0MAHOU packl [18 u3 33 (55 %)] no cpaBHEHHIO C MALMEHTAMH €BPONEOUAHON packl [13 u3

73 (18 %)]. Heiirponennueckas JIuxopaaka/HeHTponeHHuUeckuidl cerncuc HabOmomanuchk y 6 %
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COOTBETCTBYET SKCMEPTHOMY OTHETY

MMAIIMEHTOB MOHTOJIOMIHON pachkl MO cpaBHeHUro ¢ 1 % ma I/IéHTf(lB -' erﬁ- achl. JTO
P P *(MOCAENDE TEnt“:ﬂ_ Pite)

COTJIaCyeTCsa C MOMYyJIAIUOHHBIM q)apMaKOKHHelld‘icummm dHAJIN30M, I\UIUpbll/l MMOK4a3aJl MCHBIITYTO
9KCTIO3UIMI0O UPUHOTEKaHa M 00jiee BBICOKYIO AKCIIO3HMIUIO €ro akTUBHOro Merabonmta SN-38 y
MalMEHTOB MOHTOJIOMIHOM pachl, Y€M y MAIMEHTOB €BPONICOUTHOM PaChI.

Tayuenmui ¢ HapyuwieHuem GbVHKI/tuu neyenu

B KIMHUYECKMX MCCIENOBaHMAX C HEJIUNOCOMAIbHONH (OpMOM HMPHUHOTEKaHa, BBOIMMOMN
©XKEHE/IeTIbHO, Y MAllMEHTOB C YMEPEHHO MOBHIIIEHHBIM HCXOJHBIM YPOBHEM 00111er0 OMimupyOrHa B
ceiBopoTke KpoBu (oT 1,0 mo 2,0 Mr/mm) Obuta OTMEYEHa 3HAYUTEIHLHO OOJbINAsi BEPOSTHOCTH
pa3BUTHS HelTporieHnH 3 Wiu 4 CTENEHHU B MpoIlecce MEepBOTro Kypca TEpanuu, YeM y MalueHTOB C
ypoBHeM Oounupyouna menee 1,0 mr/m.

THayuenmot, umerowue anieap UGTIAI

VYV manuenToB, roMo3uroTHeIX (7/7) Hocutenent amtens UGT1 Al*28, moBblmieH puCK pa3BUTHUS
HEUTpONEHUN TMpU MPUMEHEHWU HEeIUNoCcOMalbHOW (OpMbI HpHHOTEKaHa. B  kinMHHYeckoM
uccienoBanu NAPOLI-1 y Takux nanyeHTOB 4acTOTa pa3BUTUS HEUTPOIIEHUH 3 CTENIEHU U BBILIE
[2 u3 7 (28,6 %)] Obu1a aHAIOTUYHA YaCTOTE PA3BUTHS HEUTPOIICHUH Y MAIIMEHTOB, HETOMO3UTOTHBIX
nmo amnemo UGTIA1*28, koropple modydayii HadaldbHyr fA03y npenapata OHUBaW
NEernIMpOBaHHbI  MunocomaneHeiii 70 mr/m® [30 w3 110 (27,3 %)] (cM. pasmen 5.1). Do
HaOII0/IeHNE HE OIeHNBAIOCH B ccnenoBanun NAPOLI-3.

Hayuenmul ¢ nuzkoti maccoii mena (undexc maccol mena <18,5 ke/m’)

B ximanueckom uccnenoBannu NAPOLI-1 y 5 u3 8 marueHTOB ¢ HU3KOM Maccoil Tena HabIr0/1a10Ch
pa3BUTHE HEKENATENbHBIX peakiuii 3 uiu 4 CTeneHu, B OCHOBHOM Mueocynpeccus. Bmecre ¢ tem
y 7 u3 8 manueHToB TpeOoBaIOCh U3MEHEHHUE TO3bI/PEXKIMa TePANuH, TAKOE Kak BBEJCHHUE IIperapara
C OTCPOYKOW TO BPEMEHHU, CHIXKEHHME JO03bl WM MpeKpauieHue jedeHus (cM. pazzaen 4.4). Orto
HaOJIFOEHNE HE OLIEHUBAJIOCH B uccienosauuu NAPOLI-3.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmare 0 TMOAO3pEeBaeMBbIX HEXKENATeNbHBIX pPEaKIHsIX TOCIE  PEruCTpariu
JICKapCTBEHHOTO TIperapara C ILelbl0 O0eCTeueHusT HEeMPEPHIBHOTO MOHUTOPHUHTA COOTHOIICHHS
«I0JIb3a—pUCK» JIEKAPCTBEHHOIO IIpernapara.

MeauuuHcKUM pabOTHUKAM PEKOMEHyeTCs COO0IIaTh O JH0OBIX MOI03PEBAEMBIX HEXKENaTEIbHbBIX
PCaAKIUAX JICKAPCTBCHHOI'O IIpCIiapaTa 4Y€pC3 HAIMOHAJIBbHBIC CUCTCMbI COOGH_IGHI/IH O HCXKCIAaTCIbHBIX
peaKuUsIX roCyAapCTB — YJIEHOB EBpa3zHiiCKOro 3KOHOMHUYECKOTO COI03a.

Poccuiickas ®@enepanus

109012, r. Mocksa, CraBsiHCKast miiomiaib, 1. 4, ctp. 1

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)
Temn.: +7 800 550 99 03

On1. moura: pharm@roszdravnadzor.gov.ru

http://roszdravnadzor.gov.ru
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(NOCNENOBATENBHOCTL 0016)

PecnyOsiuka Apmenust

COOTBETCTBYET SKCNEPTHOMY OTUYETY

0051, r. Epesan, nip. Komuraca, 49/5

I'HKO «llenTp 3KcniepTu3sl IEKAPCTB U METUITUHCKUX TEXHOJIOTHI)

Ten.: (+374 60) 83-00-73, (+374 10) 23-08-96, (+374 10) 23-16-82

l'opstuast nuHMUS OTENa MOHUTOPHHTA Oe30macHocTH JiekapeTs: (+374 10) 20-05-05,
(+374 96) 22-05-05

On. moyta: info@ampra.am, vigilance@pharm.am

http://pharm.am

Pecnyosiuka benapych

220037, r. Munck, ToBapunieckuii niep., 1. 2a

VII «llenTp 3KcnepTU3 U UCHBITAHUN B 3JPaBOOXPAHEHUN)
Ten.: +375-17-231-85-14

@axc: +375-17-252-53-58

Tenedon oraena papmakonanzopa: + 375(17) 242 00 29
On. mourta: repl@rceth.by, rceth@rceth.by
http://www.rceth.by

Pecnybiuka Kazaxcran

PI'II na ITXB «Hauuonanensiii LleHTp sKCnepTU3bI JIEKAPCTBEHHBIX CPEACTB U MEIUITUHCKUX
uznenuity Komurera MeAUIIMHCKOTO U (hapMarieBTHUECKOTro KOHTPoisi MUHUCTEpCTBA
3npaBooxpanenus Pecny6nuku Kazaxcran

010000, r. Actana, paiion baiikonsip, yi. A.Mimanosa, 13 (BL| «Hypcayner 2»)

Ten.: +7 (7172) 78-99-11

1. mouta: farm@dari.kz

http://www.ndda.kz

4.9. Ilepeno3upoBka

B knuHuueckux uccienoBaHuax npenapat OHUBAW NETWIMPOBAHHBIN JITTOCOMAIBHBIN MPUMEHSIICA
B no3ax g0 210 mr/m? y TalUMEHTOB C pPa3JIMYHbIMM BHUJAMH paka. Y JaHHBIX NalMEHTOB
HE)KeNaTeNIbHbIE PEeaKIUU OBbLIM aHATOTHYHBI TeM, O KOTOPBIX COOOINAIOCh MpPU MPUMEHEHUH
PEKOMEHI0BAaHHOM JI03bI U PEXKUMA.

Coo0uranoch o ciyyasx nepeo3upOBKH HEIUITOCOMaIbHOM (POPMbI HPUHOTEKAHA B 103€, TPUMEPHO
B JIBa pa3a MpPEBBIIIAIONIEH PEKOMEHIYEeMYIO0 TEpaleBTHUECKYIO /103y MPHUHOTEKaHa, YTO MOXKET
NPUBECTH K JIETAIBHOMY HcXoay. HamOonee 3HaYMMBIMU HEXKENATETbHBIMH PEAKIHSIMHU OBLIH
TsDKETIasi HEUTPOTICHUS U TshKeJast Juapest.

AHTUIOT NpU Nepeo3upoBKe mnpenapara OHMBaANA NETMJIMPOBAHHBIN JIMTIOCOMAIBHBIM HEU3BECTEH.
Cnenyer oOecreyuTb MaKCHMajlbHO  BO3MOXKHYIO  MOJAJIEPKUBAIOIIYIO0  TEpamuio  Jyis

MpeaoTBpaIlICHUA 00€3BOKMBAHMS BCJICACTBHUC JUApPCHU U IJId JICHCHHUA JIFOOBIX I/IHq)eKI_II/IOHHBIX

OCJIOKHEHUH.
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5. DPAPMAKOJIOTMYECKHE CBOWCTBA ~ or18.02.2026 K= 3065
(MOCNENOBATENLHOCTE 0016)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

5.1. ®dapmakoamHamMuvecKHne CBOCTBA
dapmakoTepaneBTUYECKas TPyIIa: MPOTUBOOITYXOJEBbIE CPEACTBA; AJKAJIOWUIbl PACTUTEIBHOTO
MPOUCXOXKACHUS U APYTHE IPUPOIHBIE BEIECTBA; HHTUOUTOPHI TOTOM30Mepashl 1.

Kon ATX: LOICEO02

Mexannsm geiicTBus

JeiictByromuM BeniecTBOM Iipenapata OHUBaiA NErWJIMPOBAHHBIN JIMIIOCOMAIBHBIN  SIBIISIETCA
UPUHOTEKaH (MHTUOUTOp Tomou3omepasbl [), WHKANCylIMpOBaHHBIA B JIMMHUAHBIE JBYCIOWHBIE
BE3UKYJIbl UJIU JIMTIOCOMBI.

UpuHoTekan sBHsieTCs MPOU3BOJHBIM  KaMOToTelMHa. KamnToTrenuuHsl JEWCTBYIOT — Kak
cnenududeckne uHruOuTOpHl Pepmenta JIHK-tomomzomepassl I. MpuHOTEKaH U €r0 aKTHUBHBIMA
MeTabomut SN-38 oOpatuMo CBS3BIBAIOTCS ¢ KoMIUIekcoM Tomom3omepasa [-JIHK u BeI3BIBarOT
onHouenovyeunsie nmopexaeHus JJHK, koropsie 6mokupytot Buiky perumkanuu JJHK u orBewarot
3a UUTOTOKCHMYHOCTh. MpHHOTEKaH MeTabonu3upyeTcs MoJ ACUCTBHEM KapOOKCHIICTEpasbl 10
aktuBHOrO Merabonura SN-38. Merabonut SN-38 mpumepro B 1000 pa3 akTHBHEE UPHHOTEKAHA B
KayecTBe MHTMOMTOpa TONOU30Mepasbl I, MOIyueHHON U3 OMyXO0JIeBbIX KJIETOYHBIX JIMHUN YelloBeKa
Y TPBI3YHOB.

dapmakoauHamuyeckue 3P PeKTol

B wucoplTaHMsX Ha OJKMBOTHBIX OBUIO TMOKa3aHO, uTo mpenapar OHUBaiI NErMIMPOBAHHBIN
JIMIIOCOMAIBHBIN  yBEJIMYMBACT KOHIICHTPALMI0 HMPHUHOTEKaHa B IUIa3ME€ KPOBU M IPOJJICBACT

BO3JICHCTBHE aKTUBHOTO MeTabomTa SN-38 B MecTe pacmoI0oKeHHs Oy XOJIH.

Kimmaunueckas 3¢ heKTUBHOCTD M 0€30IIaCHOCTD

Knunuueckoe uccnedosanue NAPOLI-3

bezonacHocts u 3(dexTHBHOCTh mpenapara OHMBaW] NETHJIMPOBAHHBIN JUIOCOMAIbHBIN B
KOMOWHAIIMK C OKCATUIIaTHHOM, S-propyparuiom u aeiikoBopuHoM (NALIRIFOX) onennBanuch
B PAaHIOMHU3UPOBAHHOM MHOTOLEHTPOBOM OTKPBITOM AaKTHBHO-KOHTPOJINPYEMOM HCCIEI0BAHUN
NAPOLI-3, B xoTopoM npuHsiu y4yactue 770 MaueHTOB C METACTaTHYECKOM aJIeHOKapLIMHOMOMN
MOJKEITYA0YHOM JKEJIE€3bl, paHEEe HE MOIYYaBIINX XMMHUOTEPANHIO 110 TOBOLY METACTa3UPOBAHHOTO
3a0oneBanus. Panomu3anus Oblia cTpaTuGUIMpOBaHa IO PETHOHY, HAIMYHIO METACTa30B B IEYEHU
u cocrosiauto nmokazareneit ECOG. [1anuenTts! Obuth pangoMu3upoBansl (1:1) 1uist momyyueHus oiHOM
U3 CIEIYIOIINX CXEM JIEUEHUS:

Cxema NALIRIFOX: OHuBaii1 neruanpoBaHHbli TUMOCOManbHbIH 50 Mr/mM? B Bujie BHYTPUBEHHOI

nH}y3un B Tedenne 90 MUHYT, 3aTeM OKCaaMIIATHH 60 MI/M> B BHJE BHYTPUBEHHOH MH(DY3HH B
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY

tedenue 120 munyT, 3aTeM neiikoBopun 400 mMr/m BHyTpHBeHHo B Jre‘quF 30 I\JII/IH9T -“a_3aTeM 5-

Mochneno BATENTBHOCTS 00186)

@V 2400 mMr/M2 BHYTPHUBEHHO B TeueHue 46 4acos, TI6IC 2 HECIH.
I'emMiuTabMH + HaG-MaKIMTaKceN: Hab-makauTaKkcen 125 Mr/mM? BHYTPUBEHHO B TeUeHHE 35 MUHYT C
nocienyomuM remiuraduaom 1000 MT/M? BHYTpUBEHHO B TeueHue 30 mMuHyT B 1, 8 u 15 gHm
KaXJI0TO 28-AHEBHOTO IIUKIIA.

[Manuentsl, romo3urotHsle Hocutenu aytens UGT1 Al*28, nayanu npuauMats npenapat OHuBaig
METMIMPOBAHHBI JTMIIOCOMANBHEIE B Toi ke no3e (50 mr/m?> OHUBAi NErHIMPOBAHHEIA
JUNOCOMAJIbHBIN) M HaXOQWINCh TOJ THIATENbHBIM HAOJIOJEHUEM Ha MpeAMeT Oe30MacCHOCTH
Tepanuu.

Jleuenne mnpopomxkanock a0 Tex nop, noka RECIST V1.1 He ompeaenun mnporpeccupoBaHue
3200JIeBaHUS WIIH HEMPUEMIIEMYIO TOKCHUHOCTh. OIIEHKY CTaTyca OMyXOJU MPOBOIUIN UCXOIHO H
KaXXJble 8 HEEeIb OCJIE ITOr0 o olleHKe uccienosareid B coorBeTcTBud ¢ RECIST vi.1.
OcHoBHBIMU TIOKa3aTessiMu 3 PeKkTuBHOCTH OBLTH 00111as BhDKHBaeMocTh (OB), BepkuBaeMocCTh 6€3
nporpeccupoBanus (BBII) u yacrora oobextuBHOTO 0TBeTa (HOO).

Ucxonuesie nemorpaduyeckue NaHHBIE U XapaKTEPUCTUKH TAIUEHTOB OBUIM  CIIETYIOIIUMU:
MeAMaHHBIN Bo3pacT 65 net (nuanazoH: 20-85); 50% Bo3pact 65 net u crapiie; 56% My>KUUHBL;
83%; eBponeonanas pacrta 56 %, moHrosnouaHas paca 5%; 3% nerpouanas paca; Cocrossaue ECOG
obut0 0 mmu 1y 43% u 57% nauuenTos; 87% MMenH MeTacTasbl B IEYEHU.

B uccnenosanuu NAPOLI-3 Ob110 MpoIeMOHCTPUPOBAHO CTAaTUCTUYECKH 3HaUnMoe yiyuiienune OB
u BBII y mamuenToB, monyuyaBmux cxemy NALIRIFOX mo cpaBrenuto ¢ rpymnmoit Gem+NabP.
Menunana OB cocrabwina 11,1 mecsmes (95% AU: 10,0-12,1; OP 0,84 (95% AU: 0,71-0,99); p=0,04)
st rpynmel NALIRIFOX u 9,2 mecsma (95% JAW: 8,3-10,6) mis rpynmel Gem+. NabP 1o
pe3ynbTaraM OKOHYATENBHOTO aHamm3a. Pe3ynbraTel oOHOBIEHHOro aHanm3a OB 0000mieHb B

tabnuie 5 u pucynke 1 (OB).

Tadoauua 5: Pe3yabTarsl 3ppeKTHBHOCTH KIAMHNYECKOro ucciaenosanus NAPOLI-3

NALIRIFOX Gem+NabP
(N=383) (N=387)
OO0HOBJIeHHAs1 00111251 BLLKHBAeMOCTh, 03 okTs0ps 2023
Yucao cmepreid, n (%) 328 (85.6) 345 (89.1)
Menuana nokaszaress
11.1 9.2
BBDKMBAEMOCTH (MECSIIBI)
(95% CI) (10.0, 12.1) (8.3, 10.6)
Ko dumment pucka (95% CI)* 0.85 (0.73, 0.99)
BoikuBanue 0e3 nporpeccupoBanms, 23 urons 2022
i CMepTh WM IPOTPECCUPOBAHKE, N 249 (65) 259 (67)
0
Mennana BEDKHBAEMOCTH O€3
7.4 5.6
MIPOTPECCUPOBAHMS (MECSITHI)
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Nﬁ;i[l\%l—ﬁ SBpTENbH GL(T; §83
(95% CI) (6.0, 7.7) (5.3,5.8)
Ko dumment pucka (95% CI) * 0.70 (0.59, 0.84)
p i 0.0001
YacToTra 00beKTUBHOIO 0TBETa, 23 HioJa 2022
ORR (95% CI) 41.8 (36.8, 46.9) 36.2 (31.4,41.2)
CR, n (%) 1(0.3) 1(0.3)
PR, n (%) 159 (41.5) 138 (35.9)

NALIRIFOX= OHHBAPTZ[ MIETHJIUPOBAHHBIN JIMTIOCOMAITLHBIH B KOMOWHAITUHN C OKCATAIUIATUHOM
+JIB/5-®Y; Gem+NabP=remuuradun+uad-nakiurakcen;, CI=moBepuTebHbIi HHTEPBA

* Ha ocHOBe cTpaTU(UIIMPOBAaHHON MOJIENIN POIOPIHOHAILHOTO prcka Kokca.

1 Ha ocHOBe cTpatuuIIMpoBaHHOTO JOT-PAHTOBOTO TECTA.

Ao66puBeatypbl: CR=nonnsI1if otBeT, PR=uacTuunsiii otBeT; CI=n0BepuTEIHHBII
untepsan, CMH= Kokpan-ManTen-XeH3enpb

Puc. 1 KpuBas Kannana-Meiiepa 1is o01eii BbIdKMBA€MOCTH B KJIMHUYECKOM MCCI€10BAHUN
NAPOLI-3
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o + = censored I
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0 2 4 6 8 10 12 14 16 18 20 2 24 2% ] 30
Time (Months)
No. at Risk:
NALIRIFOX 382 337 308 274 241 209 162 98 59 32 13 7 2 1 1 0
Gem+NabP 387 3453 298 2el z2ls 179 140 80 50 28 15 10 3 0 0 0

bezonacHocts U 3¢ dexkTuBHOCTS Tpenapata OHMBaWA NErHMJIMPOBAHHBIN JIMIIOCOMAIBHBINA ObliIa
HCCJIEIOBaHA B MEKIYHAapOIHOM PAHIOMH3UPOBAHHOM OTKPHITOM KOHTPOJIUPYEMOM KIMHUYECKOM
ucciaenoBann  (NAPOLI-1), B KOTOpoM H3ydaauch JIB€ CXEMbl JICUYCHHUS IIAIIMCHTOB C
METaCTaTUYECKOM aJIEHOKAPLIUHOMOM MOIKENY TOYHOM 5KeJIe3bl C IOKYMEHTAIbHO MOATBEPKIEHHBIM
porpeccupoBaHreM 3a00JIeBaHUS TIOCIIE TEPATUU TEMIIUTA0MHOM WU TTOCIIE TePAINH, COJEPIKAIICH
remiutabud. HMccnegoBanue ObUIO pa3pabOTaHO Il OIEHKH KIMHUYECKOW 3(PGEKTUBHOCTH W

0e30macHOCTH  MOHOTepanuu mnpemaparoM OHMBANI TErWIMPOBAHHBIA JIATIOCOMAITBHBIA  WJTH
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npemnapaToM OHUBAW/ TErUITMPOBAHHBIN JIMTIOCOMATTBHBINA B KOMOHHA I/I}/I-'c:*-’a"--C'D’W’H]S1 gd—" ABHECHUIO C

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

(NOCTIEQOBATEINBEHOCTE 0016)
tepanueit 5-OVY/JIB.

[Tanmentam B rpymie, noiydaronied mnpenapat OHUBANMI NErMIMPOBAHHBIA JIMIIOCOMAIBHBIA + 5-
®VY/JIB, na3navancs OHHBAiA MErMIMPOBAHHBIA JTHIIOCOMANBHBI B 03¢ 70 MI/M? BHYTPHBEHHO B
Tedenue 90 MUHYT; C TIOCIEIYIOIMM BHYTpHBEHHBIM BBeenHeM JIB B 1o3e 400 mr/m? B Teuenue 30
MHHYT, U 3aTeM — 5-OV B 103e 2400 Mr/m? BHYTPHBEHHO B TeueHHe 46 4acoB, C IOBTOPEHHEM Kypca
Kkaxable 2 Hepenu. [laruenTs! — romo3urotHbie HocuTenu aiens UGT1A1*28 nomydany MEHBITYIO
HayaJIbHYIO 703y mpemnapata OHWBaWA TETHWJIMPOBAHHBIA JIANIOCOMATBHBIN (cM. pasmen 4.2).
[MamuentamM B rpymme, nonydaromeii 5-®VY/JIB, HaszHauancs neiikoBopuH B g03e 200 mr/m?
BHYTPUBEHHO B TeueHue 30 MHHYT; 3aTeM BHyTpUBeHHOe BBeleHue 5-DY B mo3e 2000 mr/m> B
TedeHue 24 yvacoB Ha 1, 8, 15 u 22 nenp kaxnoro 6-HenenbHoro nukia. [lanveHTsl B rpymme
MOHOTepanuu mnpenaparoM OHHMBAK] METMJIMPOBAHHBIA JIMITIOCOMAIBLHBIA MOTYyYald BHYTPHUBEHHYIO
uH}y3HIo mpenapara B 03¢ 100 mr/m? B TeueHne 90 MUHYT Kask/Ible 3 HeJIeH.

KnroueBbIME  KpUTEpHsIMH ~ OTOOpa  MALMEHTOB €  METAaCTaTUYECKOM  aJeHOKapLUHOMOM
MOJDKEITYA0YHON JKeJe3bl I y4acTusi B KiIuHHYecKOM uccienoBaHuu NAPOLI-1 Obutn: mHIEKC
obmero coctossHus marueHta 1o mkane Kapuosckoro (KPS)>70, HOpMmanbHBIM ypOBEHB
OwnnpyOMHa, ypOBHHM TpaHcamuHa3 B < 2,5 pa3a Beimie BI'H wmmu B<5 pa3 Beime BI'H s
NaIMEeHTOB C METACTa3aMM B IIEUEHHU U yPOBEHb alibOyMuHa > 3,0 r/a.

Brutn pangomMusupoBansl B 00111ei ciioskHOCTH 417 nanuenToB: 117 naneHToB — B TPy TEparuu
npenaparoM OHUBAN METWIMPOBAHHBIN JTMITOCOMATBHBIA coBMecTHO ¢ S-DVY/JIB, 151 mamueHT — B
rpynmny MoHoTepanuu mnpenaparoM OHMBaiA NErWIMPOBAHHBIN JTUITOCOMANIbHBIA U 149 mainueHToB B
rpynny tepanuu 5S-OV/JIB. Jlemorpaduueckue NaHHbIE MAlMEHTOB U UCXOJHBIE XapaKTEPUCTHKH
3a00JeBaHNs OBUIH COITOCTAaBUMBI B TpyIIIax UCCIEIOBAHMUA.

B momynsiuu manueHTOB, BKIIOYEHHBIX B HCCIENOBaHHE (BCE paHAOMU3HPOBAHHBIC) MeIuaHa
BO3pacTta coctanisiia 63 roga (nuana3zoH 31-87 ser), 57 % cocTaBisin My 4uHbI, 61 % — ManueHTs
eBporneouiHoi pacel u 33 % — MoHrosMonHONW packl. CpeqHHil MCXOMHBIH ypOBEHb albOyMHHA
cocraBnsin 3,6 v/mn, a ucxomueiii KPS cocraBmsnm 90-100 y 55 % mnanuentoB. OTHOCHTEIHHO
nposiBNieHUs] 3a00JIeBaHUS MAllMEHThl ObUIM pacHpeneNieHbl CleayromuM obpasoM: 68 % — c
Meractazamu B nedeHb U 31 % — ¢ Meracrasamu B jerkue; 12 % manueHToB paHee He MOIydaau
TEpanuy IO MOBOJLY METAacTara3oB, 56 % NanueHTOB paHee MOJydyald OJHY JUHHUIO TE€paluu I0
MOBOJY MeTacTa3oB, 32 % MAIMEeHTOB paHee MOoNydaiau 2 Wik Oosiee JMHUN TEpanmuH 1O MOBOIY
METacTa3oB.

[TarueHTHI MOMTyYany JeUYeHue 10 MporpeccupoBaHus 3a00I€BaHUS MU 10 Pa3BUTHUS HEMTPUEMIIEMOM
TOKCHYHOCTH. OCHOBHBIM KpuTepueMm 3¢ dexkTuBHOCTH Obula oO0mas BeDKHBaeMocTh (OB).
JlononHUTENbHBIE KpUTEpUU HPPEKTHUBHOCTH BKIOYATd B ce0s  BBDKMBAEMOCTH  0e3
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nporpeccupoBanus (BBII) 1 yactoTy oobekTHBHOrO oTBeta (HOFE .]ﬁe‘;ﬁlll:;::i%gﬁb}l'.l'[.-j'IC-II.::g'l“aBJIeHH B
porpeecnp (BBIT) Y o it et N e

tabmuie 6. O61ast BEBhKHBaeMOCTh MPOJIEMOHCTPUPUBAHA HA PUCYHKE 2-

Tabnuma 6. Pesyabrarbl 3((eKTHBHOCTH, MOJYy4YeHHbIe B XOAe¢ KJIHMHHYECKOI0

uccaegosanusga NAPOLI-1

et SOVIE | SOVAIB
(N=117)

OO01masi BLIXKHBAEMOCTD !
Yucao ciayyaeB cMepTH, N (%) 75 (64) 80 (67)
Menmuana OB (Mecsiib) 6,1 4,2
(95 % AN) (4,8; 8,9) (3,3;5,3)
OtHomenue puckos (95 % JAU)° 0,67 (0,49-0,92)
p-3HaueHne* 0,0122
BbiknBaeMocTs 0e3 nporpeccupoBanus '
JleTanpHBINA UCXOM WU
MpOrpeccupoBaHre 3a00IeBaHUS, 83 (71) 92 (77)
n (%)
Menunana BBIT (mecsiibn) 3,1 1,5
(95 % ON) (2,7, 4,2) (1,4; 1,8)
OtHomenue puckos (95 % JJU)° 0,56 (0,41-0,75)
p-3Havenue’ 0,0001
Yacrora 00beKTHBHOIO 0TBETA?
N 19 1
YOO (%) 16,2 0,8
95 % I yacToTHI’ 9,6;22,9 0,0, 2,5
Paznuuus yactoTsl (95 % A1)’ 15,4 (8,5; 22,3)

p-3HaueHne’ <0,0001
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s 1 o

Menuana — 3TO OLIEHKA MeIMaHbl BpEMEHHU BH)KI/U’saBI]/Iﬁ 1:16) KaﬁHalJI MGHG_P
ANQCIEOOBATEINTBHOCT 16)
CornacHo pexkomenaanusam RECIST], Bepcu ¥

Anamn3 monemu Kokca

HecrtpaTtudunmnpoBaHHbIH JIOT-paHTOBBIA KPUTEPUNA
Ha ocHOBaHWY HOPMAIBHOTO IPUOTKEHUS
Tounsiil kputepuit Guriepa

AN W AW

Coxpamenus: 5-OY/JIB — 5-¢propypauun/nelikoBopus; /11 — noBepuTenbHbINA HHTEPBAT

Puc.2: O0mas BLIZKHBA€MOCTh

1.0 ———— Ouxupaiig® +5-dV/JIB
0.9
0.8
0.7
0.6
0.5
0.4

0.3 +

O01mas BEDKHIBAEMOCTE

0.2 +

0.1

0 T T T T T 1
0 3 6 9 12 15 18

BpeMms mmocne paHioMImzamuir (MecsITH)

# B IPymIe pHCKa
OnuBalin® +5-0V/JIB 117 97 51 20 8 o]
5-oV/IB 119 68 34 11 6 1

VY orpaHu4eHHOro YHcia MalueHTOB, paHee MOJyYaBIIuX HEJIUIIOCOMANIbHYI0 (OpMY UpUHOTEKaHa,
He OBUI0O MPOAEMOHCTPHPOBAHO TPEUMYIIECTB TNpU NpUMeHeHWu Tnpenapata OHHBaiig

NETWIMPOBAHHBIMN JIUITOCOMAIIBHBII.

5.2. ®dapmakoknHeTHYeCKHE CBOIICTBA

AOGcopbuus

JlunocomanbHas WHKAINCyJIUpOBaHHAs (opMa HPUHOTEKaHa MPOJJIEBACT €ro LUPKYISLHUIO U
OTpaHUYMBAET pacIipe/ieJICHHE 110 CPAaBHEHUIO C HEJIUIIOCOMaIbHOU (POpMOI MpUHOTEKaHA.

VY nanueHTOB ¢ OHKOJIOTUYECKUM 3a00JIeBaHUEM, MOTy4aBIIMX NpenapaT OHUBa MeruIMPOBaHHBIN
.HI/IHOCOMaJIbeII\/'I, B BUJC MOHOTCPAIIMXU UJIK B COCTABC KOM6HHHpOBaHHOI>'I XUMHUOTCpAIIU, B 103€ OT
35 mo 155 wmr/m? y 1058 manmeHTOB, OlleHMBaJach (apMaKOKMHETHKAa OOIIEro KOJWYECTBa
WPUHOTEKAaHA M €ro akTUBHOro Merabosmta SN-38 B maazme KpoBH. DapMaKOKMHETHYECKHUE

napaMeTpsl 0o0miero konudectBa upuHoTekana u SN-38 mocne BBemeHust npemapata OHUBaA
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COOTBETCTBYET 3KCMNEPTHOMY OTYETY
TErHIMPOBAHHBII JIHIIOCOMANBHEIA B 03¢ 70 r/M} B KadecTBe MOHOTE[: nlnﬁ'z'l;'l'}lé_ﬁ"é’ 50 mr/m? B

(NMOCHEOCBATENBHOCTE 0016)

KOMOHMHAINK C OKcaUIIaTuHoM + 5-OV/JIB (NA IRIFOX) MpTACTABJICHBI B TAOJINIT 7

Tab6auna 7: CBoaka cpeHero reoMeTpu4eckoro 3HaueHus (reomerpudeckuii CV)
00111ero0 KOJIM4ecTBAa HPUHOTEKAHA 1 0011ero Koaudecrsa SN-38

Ho3up OIHCATENLHELe OO0mmii UpUHOTEKAH OO0mmi SN-38
OBKa Chmax AUCss AUCss
(mr/m? CTaTHCTHHECK [MKr/ma | [1eHb*MKT tin Cnax [neHbHI/
) Hue JaHHbIC ] /] [neHB| [Ar/ma] wi]

N 360 360 360 360 360

Cpennee 25.1 37.8 1.93 2.09 12.1
50 T€OMETPUUIECKO

e

I'eomerpuuecko | 18.5 73.6 14 42.1 46.6

e CV (%)

N 116 116 116 116 116

Cpennee 29.0 46.6 1.91 2.50 14.5
70 r€OMETPUUYECKO

e

I'eomerpuuecko | 17,6 60.3 8.4 57.3 45.0

e CV (%)

AUCss: IInomans nox KpUBOM CTallMOHAPHOE COCTOSTHUE

t12: [lepron moyBBIBEIEHUS
Cmax= MakcuMaJIbHas KOHIOCHTpAlHA B IJIa3MC
CV = ckoaddunueHT Baprarum

Pacnopenenenue

[Ipsimoe u3MepeHHe IUIocoManbHONW (POPMBI UPUHOTEKAaHA IOKa3bIBaeT, 4To 95 % MpUHOTEKaHa
OCTaeTcs HMHKAICYJTUPOBAHHBIM B JIMIIOCOMBI BO BpeMsi LHUpPKyJsiuuu. HemunocomanbHas ¢opma
MPUHOTEKaHa UMeeT 6oJIbIIoi 00seM pacrpenenenns (138 n/m?). O6beM pacipeeneHns IpenapaTa
OHMBaiA]] MerWINPOBAHHBIA JIMIMOCOMANBHBIA - 4 /M’ (MOMyYeHO B pe3ysbTaTe MOMyJISIMOHHOTO
(apMaKOKMHETUYECKOTO aHalKM3a), YTO I03BOJIIET MPEANOJIOXKHUTh, uTO TNpenapaT OHUBaAR
METWIMPOBAHHBIA  JIMIIOCOMAIBHBI B 3HAYUTEJIBHOM CTEIEHUM OIPAHUYEH BHYTPHUCOCYIUCTOU
KUJKOCTBIO.

Ces3piBaHMe ¢ OenkamMu Tuta3Mbl  mpenapata  OHMBaiA —TETHIMPOBAHHBIM  JIMITOCOMATHHBIN
He3HauuTenbHo (< 0,44 % ot obmiero KoaMyecTBa UpUHOTEKaHa B mpemnapare). HemunocomanbHas
¢dopmMa MpUHOTEKAaHA CBS3BIBAETCS ¢ OEJIKaMH IJIa3Mbl KPOBU YEJIOBEKAa B YMEPEHHOH cTeneHH (OT
30 % no 68 %), a akTuBHBIM MeTab0aUT SN-38 — B BbICOKOH cTenenu (mpumepHo 95 %).

Buorpancdhopmarims

HpunotekaH, BBICBOOOXKIAEMBIH M3 JHIIOCOMAIBHOM (OPMBI, CleayeT MeTaboIM4ecKoMy ITyTH,

AHAJIOTUYHOMY 3a4BJICHHOMY JJIS1 HEJIUIOCOMAaJIbHOM q)OpMBI HPUHOTCKAHA.

35



COOTBETCTBYET SKCTNEFTHOMY OTHETY
HpuHoTekan MeTabOIM3UPYETCs TOJ JACHCTBUEM bepMeHT(a E?Pq%%%ﬂﬁ%%ﬂ% |;: 5

30BAHHEM

2

akTHUBHOro Metabomura SN-38. I/ICCHGI[OBaHI/IH In-vitro MOKA3bIBAIOT, 9TO MPHUHOTCKAH, SN=38n
JIPYroil MeTaboJuT, aMUHONEeHTaH KapOoHOBOW KucaoThl (APC), HE MHTrHOMPYIOT M30(EPMEHTHI
nurtoxpoma P-450. SN-38 BmocnencTBuu KOHBIOTHPYETCS MPEUMYIIECTBEHHO (depmeHToM Y J[D-
rmokyponmintpancgepazoit 1Al (UGT1Al) ¢ oOpa3oBanuem MeTabOIUTa TIIOKYPOHHIA.
AxtuBHOCTh UGTI1Al cHmwkeHa y moaed ¢ TEHETHYECKUM MONIUMOPPU3MOM, HaIpUMep
nonumopdusm UGT1A1*28, koTopelii NMPUBOIUT K CHUKEHUIO AaKTMBHOCTH (epMmeHTOB. Ilpu
HOMYJISILIMOHHOM (PapMaKOKMHETUYECKOM aHaJIM3€ HE ObUIO BBIABICHO 3HAYUMOM CBS3M MEXKIY
nonumopduzmom UGT1A1*28 (romo3urotHsiit 7/7 (8%) mpOTUB TOMO3UTOTHOTO 7/7) M KIUPEHCOM
SN-38.

DJIMMUHAIMS

Pacnipenenenne npemnapara OHUBAN NETHITMPOBAHHBIN JTUTIOCOMATLHBIN M HEJTUTTOCOMAITBHOM (POPMBI
MPHUHOTEKaHa y YeJloBeKa 70 KOHIA He U3YUYEHO.

BriBennenue ¢ Mouoil HenMmocoMalbHOM (popMbl MpHHOTeKaHa cocrtaBisier oT 11 % mo 20 %;
merabonuta SN-38 - menee 1 %, a SN-38 rmrokyponuna - 3 %. KymynsaTuBHas SKCKpeuus
upuHOTEeKaHa 1 ero MetadouToB (SN-38 u SN-38 rirrokypoHH1a) ¢ )KEeITYbI0 B MOUYOH B TeUeHHE 48
4acoB IOCJIE MPUEMa HETUIOCOMANIbHOM (POpMBI HpUHOTEKaHa y JBYX MallMEHTOB Oblila B TUaNa3oHe
0T 25 % (100 mMr/m?) 10 50 % (300 mr/m?).

Hapyuienne dyHKIMH ITOYEK

CrneunanbHbIX (apMaKOKHHETUYECKUX MCCIEIOBAaHUN C y4YacTHEM IMAlUMEHTOB C HapylUIeHHEM
GbyHKIUM MoYeK He npoBoauiock. KiupeHc kpeaTnHruHa He ObUT MPU3HAH 3HAYUMOM KOBapUaTOM,
Biusronieil Ha kinupenc SN 38. JIaHHBIX 0 MalMeHTax ¢ HapyluleHHeM (DyHKIUH MOYeK TsKeIon
crenenn (KK < 30 mi/MHH) HEIOCTaTOYHO JJIsS TOTO, 4YTOOBI OIEHHUTH €ro BIMSIHHE Ha
dbapmMakOKHHETHKY (CM. pasnensl 4.2 u 4.4).

Hapynienue d)VHKHI/II/I NECYCHHU

CrenmanpHbIX  (papMaKOKMHETHUECKUX HCCIEIOBAaHUNA C YYacTHEM MAIlMeHTOB C HapylIICHHEM
(GYHKIMU TIE€YeHH HE TMPOBOJMIOCH. YpoBeHb Omnmnpyouna 1,14 mr/mn (95-i npoueHTHis B oOmien
nomyisiiun) npuBoauT K yBenudennto AUC SN-38 Ha 32% 1o cpaBHEHHIO CO CPETHUM YPOBHEM
omnmupyounHa 0,44 mr/nn (u3 1055 manueHToB, OLIEHEHHBIX B MOJIENH, Y 54 YpOBeHBb OMIMpyOnHa OBLT
> 1,14 mr/mn). JanHple 0 mamueHTax ¢ OwimpyOuHOoM >2.8 Mr/manm oTcyTcTBYIOT. [loBbIeHHE
koHueHntpauuit AJIT/ACT He Bausuio Ha KoHUEeHTparuio oduiero SN-38. JlaHHBIE O MaLUMEHTax ¢
o0muM OnmupyouHom Gosee ueM B 2 pasa Boiie BI'H orcyTcTBYyIOT.

Oco0nIe I'pynIbl TanMEHTOB

Bospacm u non

36
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B momyssiiinoHHOM (hapMaKOKHHETHYIECKOM aHAITH3e naHHLIFnl}f}I%@leélé%gﬁé%éﬁ% :Ol»p_lzg Iul|0 8|7 :erT,

N3 KOTOPBIX 11 % Obun crapuic 75 ner B NpCAbIAYINX KIIMHNICCKUX NUCCIICAOBAHITIX U 6,9"0 B
kinHnYeckoM uccienoBann NAPOLI-3 Ob11u crapiie 75 jet, BO3pacT HE OKa3bIBAET KIIMHUYECKH
3HAYMMOTO BJIMSTHUS HA SKCIO3UIIUI0 HpUHOTEeKaHa u SN-38.

ITon oxazancs 3HauMMoM KoBapuaroil B mnonyiasiuuoHHoM @PK-anamuze: y sxeHumH AUC
MpUHOTEKaHa yBennuuiaach Ha 28%, a AUC SN-38 - na 32%.

OmHuueckas npuHaodIesHCHOCmb

B nonynsunoHHOM (apMakOKMHETHYECKOM aHaiu3e ObLI CIellaH BBIBOJ, 4YTO y MAIUEHTOB
MOHT'OJIOMIHOM pachl CpeAHsisl KOHIEHTpalus O0IIero HpUHOTEKaHa B PABHOBECHOM COCTOSIHUU Ha
32 % HMKe, 4eM y NTaLIUEHTOB €BPONICOUTHON Pachl.

q)aDMaKOKI/IHeTI/I‘-IGCKaﬂ-d)aDMaKO AJUHaAMHYCCKas 3aBUCUMOCTD

NAPOLI-3: B ananmze «Bo37eiCTBHE-0€30I1aCHOCTRY, MPOBEACHHOM Ha 0cHOBe JaHHBIX NAPOLI-3
¥ Tepanmuu mnpenapatoM OHMBAii NMETMIMPOBAHHBIA JUIMOCOMANBHBIH B 03HpoBKEe 50 MIr/m’> B
koMOuHammu ¢ 5 OV, JIB 1 OKCAIUIIIIATHHOM, BEPOSTHOCTh PA3BUTHS TUaper 3-i u 0oliee CTeIeHH
WM HEUTponeHuu 3-i u Oosiee CTEneHH, MO-BUIUMOMY, BO3pacTaja C YBEIWYCHHEM KCIO3UIINH
upuHotekana u SN-38. 3aBucumocTb 3((PEKTUBHOCTH OT BO3JICUCTBUS HE OKa3adach CTATUCTHYCCKH
3HAYNMOM.

NAPOLI-1:B 00benMHEHHOM aHaInU3€e 353 ManueHToB OBUIO BEIIBIEHO, YTO Oosee BHICOKAA Chaxc.
SN-38 B 1u1azmMe KpoBU ObLIa CBsi3aHa C MOBBIIMICHHOW BEPOSITHOCTBIO PAa3BUTUSI HEHTPOIECHUH, a
6osee BBICOKAsT Cyaxc. O0IIET0 HMPUHOTEKAHAa B IIJIa3ME€ KPOBH OblIa CBsS3aHA C TOBBIIIEHHOMN
BEPOSATHOCTHIO BOSHUKHOBEHHUS TUAPEH.

B NAPOLI-1, 6bu10 0OTMEUYEHO, YTO BBICOKAsI SKCIIO3HIIUS OOIIET0 KOJWYeCTBa UpUHOTeKaHa 1 SN-
38 B miua3mMe KpoBM y MALMEHTOB B Tpynne Tepanuu mpenapatoM OHUBAWI MErvIMPOBAHHBINA
JIMITOCOMATBbHBIN coBMecTHO ¢ 5-DY/JIB 6plna accoruupoBana c¢ npoaomkutenbasiMu OB u BBI, a

Takxe ¢ BeIicokor HOO.

5.3. JlaHHBbIe JOKJIUHHUYECKOH 0€30I1aCHOCTH

B uccnenoBaHusX OCTpOW M MOJOCTPON TOKCHYHOCTH Ha MBIIIAX, KPhIcaX M cobOakax OpraHamu-
MUIICHSIMH TOKCHYECKOTO BO3ICHCTBHS OBUIM JKEITYJOYHO-KHIIEYHBIH TPAaKT M KPOBETBOPHAS
cucreMa. TspKecTh TOKCHUecKoro a¢deKTa 3aBHucena oT 103kl U Obl1a 00paTuMoil. MakcuManbHas
71032, He BhI3bIBatomas HexxenaTenbHbIX 3 dexkToB (NOAEL), y kpbic 1 cobak nocie 90-MuHYTHOH
BHYTpUBEHHOU MH(}Y31HU npernapata OHUBANT NETHITUPOBAHHBIN JIMTIOCOMAJIBHBIN OJTMH pa3 B 3 HeNEIn
B TeueHue 18 Henens coctaBuna 155 mr/m2.

B uccrnenoanmsix ¢gapMakoiaorudaeckoir 0e30macHOCTH y cobak mpuMeHeHue npenapara OHHUBaiin

METWJIMPOBAHHBIN JIMTIOCOMATIBHBIA B 1103ax j0 18 Mr/kr umu 360 MT/M’HE OKa3bIBaJO BIMSHHS HA
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COOTBETCTBYET 3KCNEPTHC H { OTHETY

MOKa3aTelId CEPACUYHO-COCYAUCTOM M IBIXAaTEIIbHOM CHUCTEM, re‘MB HH-aMﬂqeékﬁe H aMeprI

(MOCHNEOOBATENEHOCTS 00185)

TAKXKXC Ha NapaMETPhl SJICKTPOKAPANOTPAMMBI. B CCIICAOBAHMX TOKCHYIHOCTH MHOTOKPATHBIX 103
y KpBIC HE ObIIIO OOHAPYKEHO JaHHBIX, YKA3bIBAIOIINX HAa TOKcHueckoe aeiictue Ha [THC.

I'eHOTOKCHYHOCTH M BO3MOKHOE KQHIIEPOT€HHOE JICHCTBUE

HccnenoBanuss TreHOTOKCMYHOCTH Ipenapata OHMBaM NErWJIMPOBAHHBIM JIMIIOCOMAIBHBIN HE
npoBowinck. HemunocomanbHas popma npuHorekana u Mmeradbonut SN-38 nmpoieMoHCTpUupoBaIu
TeHOTOKCUYHOCTD in Vifro B TeCTe Ha XPOMOCOMHYIO abeppalfio Ha KJIETKaX SSMYHUKA KUTaHCKOTO
XOMAYKa, a TaKKE€ B MHUKPOSJEPHOM TECTE€ i1 Vivo Ha KieTKax Mblmed. OJHako B ApYyrux
UCCIICIOBAaHUSIX C MPUHOTEKAHOM OBLIO MOKA3aHO, YTO B XOJ€ MPOBEACHMs TecTa DiiMca OHM He
UMEIOT KaKOTr0-JINO0 MyTareéHHOTO MOTEHIIHAA.

HccnenoBanus KaHIIEPOT€HHOTO IelcTBUS npenapara OHuBaliA NErMIMPOBaHHbIN JTMIIOCOMAIILHBIA HE
IPOBOJWINCE. Y KpBIC, MOIy4aBUIMX HEIUIIOCOMANIBbHYIO (POPMY HPHUHOTEKAHA OJMH Pa3 B HEJIEIIO B
TedeHre 13 HemesNb B MakCHMaibHOH mo3e 150 Mr/m?, He COOOINANOCH O TIOSIBICHHH KaKHX-JTHOO
HOBOOOpa3oBaHMi yepe3 91 Henento mociae OKOHYaHMs BBelEHHs npenaparta. [Ipu 3Tux ycroBusx
HaOrofanach 3HAuMMas JIMHEWHas TEHJEHIMA 3aBHCHUMOCTH MEXIY J030H M YacTOTOH
BO3HUKHOBEHHUS DJHJOMETPHAIBHBIX CTPOMAJIBHBIX IIOJUIIOB POra MaTrkd W SHIAOMETPHAIBHOU
CTpPOMAJIBLHOM capkoMOM. B cCBSI3M ¢ €ro MeXaHU3MOM JEHCTBUS, HPUHOTEKAH CUYUTACTCA
NOTEHLINAJIbHBIM KaHLIEPOT€HOM.

PenpoaykTuBHAsI TOKCUYHOCTD

HccnenoBanusi penpoayKTHBHON TOKCHYHOCTH M AMOPHO(ETOTOKCHYHOCTH mpernapata OHUBaI
MErMJIMPOBAHHBIN JIMTIOCOMAITbHBIA HE MPOBOIUIIUCH.

HenunocomaneHas (hopMa HprHHOTEKaHA OKa3bIBaJIa TEPATOTCHHOE JIEHCTBUE HA KPBIC H KPOJIHMKOB B
J03aX HHXKC TepaHGBTquCKOﬁ JJIs1 9CJIOBCKA. VY noromcrtBa KpPBIC, POXKACHHOIO OT JKHMBOTHBIX,
MPUHUMABIIUX y4acTUE B UCIBITAHUM, U UMEIOIIMX BHEUTHUE aHOMAJIMU, HAOIIOAAIOCh CHUKECHHE
bepTUIbHOCTH. Y TIOTOMCTBA KpbIC 0€3 BHENTHUX aHOMalui Takoro addexra He HabMOAaI0Ch. Y
6epeM€HHBIX KpBIC Ha6JIIOI[aJIOCI: CHMKCHHUC BCCa IUIAOCHTBI, Y MOTOMCTBA — CHUIKCHHC
)KI/I?)HGCHOCOGHOCTI/I mjiaoaa U YBCJIMUCHUC YaCTOThI PA3BUTUA TOBECACHYCCKUX aHOMaJINH.
HenunocomaneHasi popma UpUHOTEKaHA BbI3bIBaJIa aTPOPUIO0 MYKCKUX PEIPOAYKTHUBHBIX OpPraHOB
KaK y KpbIC, TaK M y CO0aK MocCJie MPUMEHEHHSI MHOTOKPATHBIX CYTOYHBIX 7103 20 mr/kr u 0,4 Mr/KT,

COOTBETCTBEHHO. DTH 3P PEeKTHI ObUTH 0OpaTHUMBI IOCIIE MPEKPALICHUS JTCUCHHUS.

6. DPAPMAIIEBTUYECKHWE CBOMCTBA
6.1. IlepeyeHb BcnoMoOrareJibHbIX BellleCTB
JlunocomanvHvle TUNUObL:

1,2-nucreapousn-sn-rautepo-3-pochoxonun (JJCDX)
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Xosecrepun ot 18.02.2026 Nz 3065

(NOCNENOBATENBHOCTL 0016)

N-(Kap6OHI/IJI-MGTOKCI/IHOHHBTI/IHGHFHI/IKOHB-2000)- 1 ,2-,Lu/u, TCaponI-S1I-1 Ju/u_l,cpu-3-
dbocdortanonamun (MITII-2000-1CD3)

IIpouue scnomozamenvhvie 6ewecmea:

Oxracynbdar caxapo3sl

2-[4-(2-ruAPOKCUATHIII)TUIIEPA3HH- | -UJT |3 TaHCYTH(OHOBON KUCIIOTHI

Harpus xnopun

Bona a1t naneximi

6.2. HecoBmecTHMOCTD

JlaHHBIN JIEKApCTBEHHBIM MHpenapar He CleIyeT CMEUIMBaThb C JAPYTUMHU JIEKapCTBEHHBIMHU
IpenapaTam, 3a HCKJIIOUEHUEM YIIOMSHYTHIX B paszaene 6.6.

6.3. Cpoxk rognocTu

HeBckpreIThIA (h1akoH

3 rona.

Ilocne pa3BeneHus

Xumudeckass W (Qu3nUeckas CTaOWIBHOCTh pa3BEACHHOW aucriepcuu s uHGy3uu ObLia
MOATBEpKJeHa Tpu TemriepaType 15-25 °C B Teuenue 6 vacoB win B xojgoawibHuke (2—8 °C) B
TedeHue He Oonee 24 4acos.

C MUKpOOHOIOrHYECKON TOYKH 3pEHUs, pernapar cielyeT UCIO0Ib30BaTh Cpa3y MOCIie Pa3BeleHHsL.
Ecnu pacTBOp HE MCHONB3YyeTCS HEMEMJIEHHO, OTBETCTBEHHOCTh 3a BPEMs M YCJIOBHSI XpaHEHHS
JICKUT HA MEIULIMHCKOM TIepCoHalIe.

6.4. Oco0Obie MepbI NPEIOCTOPOKHOCTH NPH XPAHEHUH

Xpanuts npu remneparype ot 2 °C o 8 °C.

He 3amopaxuBars.

VYcnoBus XpaHeHus MOCIIe pa3BeCHUs JICKAPCTBEHHOIO MpenapTa cM. B pasjene 6.3.

6.5. XapaxTep u conep:kaHMe NEPBUYHON YIIAKOBKHU

[To 10 mn koHIIEHTpaTa BO (hJIAKOH U3 MPO3pavHOro crekia (tum I), yKynmopeHHBIH cepoil mpoOKoit
U3 XJIOpOyTHiIa, 00KaTON alIFOMHUHHEBBIM KOJIMAYKOM, 3aKPBITHIM CBEPXY 3alllUTHON MJIaCTMAaCCOBOM
KpbIkoi Tana «flip off».

1 pmakoH BMECTE ¢ IMCTKOM-BKIIAJIBIIIEM B KAPTOHHOM Mavke. J[OmoTHHTEThHO BO3MOXKHO

HAHCCCHUEC KOHTPOJI ICPBOT'O BCKPBITHA.
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6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH | NPH /HHATO e Jt‘m) 30BaHHOF0
(IO __'IE;L' EuuTEJ'II:H'_ CTE 0016)

JICKAPCTBEHHOI'0O Mpenapara Uujin 0TX0aA0B, MOJYICHHBIX TTOT/IC MTPUMCHCHAA JICKAPCTBCHHOTO

npenapara Wi Apyrue MaHUMYJISIUM C IPenapaToM

OHMBaiil NErMIMPOBAHHBIN JTUIIOCOMAIIBHBIA — IIATOTOKCUYECKUN JICKAPCTBEHHBIN Mpenapar, npu
paboTe ¢ KOTOpBIM clieAyeT COOMI0AaTh OCTOPOKHOCTh. PEKOMEHIyeTCsl NCTIOIh30BaTh EPUYATKH,
3alllUTHBIE OYKU U ojexnay. [Ipum momagaHum AMCEpCUM HA KOXKY HEMEUIEHHO MPOMBITh MECTO
COMPUKOCHOBEHHMsI BOJOHN ¢ MbUIOM. [Ipu monmaganuu AUCTIEPCUH HA CIU3UCTBIC OOOJIOUKH CIIETyET
THIATEIFHO MPOMBITH BOAOH. bepeMeHHble COTPYIHUIBI HE JOJIKHBI JOMYCKaThCs K padboTe c
npenaparoM OHUBAI NETUIMPOBAHHBIA JIMIIOCOMAJIBHBIN, YUUTHIBAsI IUTOTOKCUYECKYIO MPUPOTY
JIEKAPCTBEHHOT'O CPECTBRA.

IIpuroroBienne n npuMeHeHne pacteopa OHUBaHI NerMIHPOBAHHBIH JIMIIOCOMATbHBIN
[Ipenapar OHuBaii ETUIMPOBAHHBIN JTUIIOCOMATBHBIN 4,3 MT/MJI, KOHIIEHTPAT JJIs TPUTOTOBJICHHS
mucrnepcun Uit uHGy3uil Heo0XoauMo pa30aBUTh Mepea MPUMEHEHHUEM UCIIONb3Ys UIJTy pa3MepoM
He Oonee 21G. Ilpemapar pazbaBisaoT 5 % pacTBOPOM IIIIOKO3BI JUISI MHBEKLIUN WM PAacTBOPOM
xyopuna Hatpus 9 mr/ma (0,9 %) s WHBEKIMNA JUIS TONYYCHHSI COOTBETCTBYIOIICH O3B
JTUCTIEPCUU, C DPa3BEICHHEM JI0 OKOHYaTeJbHOro obObema pactBopa 500 mur. IlepememmBaroT
MOJTYYEHHBIN pacTBOP, OCTOPOXKHO TepeBopaunBasi. Pa30aBieHHBII pacTBOp — MPO3PAUHbIN, CBETIIO-
0enoro mBeTa, HEMHOTO OMAIECIIUPYIONIUH, HE COIEPIKUT BUTUMBIX YaCTHII.

Jnst meyeHust B3pOCIIbIX MALMEHTOB C METACTATUYECKOUN aIEHOKAPLIMHOMOM IMOJIKETY JOUHOMU 7KEIIE3bI
B TIEpBOM JMHUK Tepanuu mnpenapaT OHUBAIA TNETWIMPOBAHHBIM JUIOCOMAIBHBIA CIEIyEeT
NMPUMEHATh TMepel OKCaIUIIaTUHOM, 3areM BBomar JIB, a 3arem 5-OVY. [lns nedyeHusd
METaCTaTUYECKON aJICHOKAPLIMHOMBI MOJIXKETYIOYHOU KEJIE€3bl Y B3POCIIbIX MALIUEHTOB, Y KOTOPBIX
HAOII0IAI0Ch TPOTPECCUPOBAHKE TIOCTE TEpalMyd Ha OCHOBE TeMmuTabuHa, mpenapar OHUBaiia
METUIIMPOBAHHBIN JTUITOCOMAJIBHBIN CIEAYET BBOJIUTD MEpEl JICHKOBOPUHOM, MOCJIE YETO BBOJAT S-
dropyparun. Ilpemapar OHuBalI NETUIMPOBAHHBIA JIMIIOCOMAIBHBIN HEIb3sl BBOJIUTH B BHJIC
00JIIOCHOM MHBEKINH WK Hepa30aBIeHHON AUCTICPCUH.

[IpuroroBnenue pactBopa AOIKHO MPOU3BOAUTHCS B acenTUUeCKUX ycnoBusx. [Ipenapar OHuBaiin
NErMIMPOBAaHHBIN JIMIIOCOMAIBHBIN MPeIHAa3HAUYEH ISl OJTHOPA30BOT0 IPUMEHEHUSI.

Crnenyer mHposBIATH OCTOPOKHOCTh BO HM30E€kKaHWE SKCTpaBazaluuu (TMOMajJaHusl Ipernapara B
OKpYXKAaroIie TKaHW MPU BHYTPUBEHHOM BBEICHHH), CICIUTh 33 MECTOM HH(Y3UH HA MPEAMET
MPU3HAKOB BocHalieHHs. B cilydae 3KcTpaBazallil peKOMEHIYETCS MPOMBITH MOPAKEHHOE MECTO
pactBopoM xjopuaa Hatpus 9 mr/mu (0,9 %) s uHBEKUUH W/WIM CTEPUIBHOM BOJIOH, IMOCIe
MIPUJIOKUTH JIEA.

VYcnoBust XpaHeHHs TIOCIIE Pa3Be/ICHUs JIEKAPCTBEHHOTO CPEJICTBA CM. B paznene 6.3.
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JItoOble HEUCIOIb30BAHHBIC JIEKAPCTBEHHBIE CPEdTBA UITU _OTQ;le-s:IT %@I;Il(%]‘;‘ll:é:ﬁT'ﬂ'..ﬂ%:I%BFHpQB.aHBI
(MOCNEOOBATENEHOCTE 00186)

B COOTBCTCTBHMHU C HALITUOHAJIbHBIMU Tp€6OBaHI/I}IMl/l.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

®paHuus

JlaGopatopuu Cepsbe / Les Laboratoires Servier

92284 ®dpannus, Cropen Cenekc, yiu. Kapuao 50 / 50, rue Carnot, 92284 Suresnes Cedex, France
7.1. IlpencraBuTeJib iep:KaTesisi PperucTPAIMOHHOIO YA0CTOBEPEeHUs

[Iperen3un noTpeOUTENIEN HAIPABIIITH 110 aJPECY:

Poccuiickas ®enepanus Pecnyoiimka Kazaxcran

AO «Cepsbe» TOO «Cepsbe KazaxcTam»

125196, r. Mockga, yi. JlecHas, oM 7, 050020, r. Aamarsl, nip. Jocteik, 3101
atax 7/8/9 Ten.: +7 (727) 386 76 62

Ten.:+7 (495) 937 0700 On. nouta: kazadinfo@servier.com

daxkc: +7 (495) 937 0701
O71. modTa: servier.russia@servier.com

Pecnybsinka benapycsh PecnyOsiuka ApmeHus

[TpencrasutenscTBO Y AO «Les Laboratoires [TpeacraButenscTBO «JlabopaTopun CepBbey
Servier» (dpanirysckas Pecrybnuka) B 0002, r. Epesan, yn. AMupsHa, 15, marasun 100,
Pecrry6nuke benapych Kentpon

220030, r. MuHCck. yi. MscaukoBa, 70, od. 303 Temn.: + 374 (10) 50 50 74

Tem.: +375 (17) 306 54 55/56 D71. modTa: pvarmenia@servier.com

O1. moura: officeBY @servier.com
8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. IATA TEPBUYHOM PETUCTPAIIAU (IIOJATBEPXKIEHUS PETUCTPAIIUHN,
INEPEPETUCTPAIIN)

JlaTa niepBo perucTpanuu:

10. JATA NEPECMOTPA TEKCTA
OO0mas xapakTepucTHKa JIeKapCTBEHHOro mnpemnapata OHUBaW JOCTynmHA Ha WH(POPMAIMOHHOM
noprane EBpa3suilckoro SKOHOMHYECKOTO CO03a B WH(GOPMAIMOHHO-KOMMYHUKAIIMOHHOW CETH

«MuTepueT» http://eec.eacunion.org.
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