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®APMAKOJIOTUYECKUE CBOMCTBA
PapMmakogUHAMHKA

MexaHu3M JAEHCTBUS

Jlenunaceup sBisiercs uHruburopom Bupyca renatura C (BI'C), xotopwrii Bo3ieHCTBYeT Ha
HecTpyKTypHblit SA (NSSA) nporenn BI'C, HeoOXOaMMBI Ui peIUTMKAIUA PUOOHYKICHHOBOM
kucinorel  (PHK) wu  ¢opmupoBanus BupuoHoB BI'C. buoxumuueckoe IOATBEPIKICHHE
uHruOMpoBanuss NSSA e iMNacBUpOM B HACTOSIEE BpeMsi HE IIPEJACTABIISICTCS BO3MOYKHBIM,
nockoiabky NSS5A  He wumeer ¢epmenratuBHOi (yHKIMH. BpiOopouHBle HCCIIEIOBAHUS
PE3MCTEHTHOCTH M NEPEKPECTHON PE3UCTEHTHOCTH in Vilro TOKa3bIBAIOT, YTO MEXAHU3M JICHCTBUS

JeinacBupa — 3To BozjelcTBrue Ha NSSA.

CodocOysup siBisiercss nanreHotunHbiM uHrHOnTOpoM PHK-3aBucumoit PHK-ommmepassr BI'C
NSS5B, neodxoaumoii st perummkanuu Bupyca. CopocOyBUp — 3TO HYKJIEOTH/IHOE TPOJIEKAPCTBO,
KOTOpPOE€ B pe3yJbTaTe BHYTPHKJIETOUHOro MeTraboim3Ma npeoOpasyercs B (apMaKoIOrHuecKH
aktuBHBIH TpHdochar (GS-461203), ananor ypuamua, kotopeiii BcrpamBaercss B PHK Bupyca
renatuta C ¢ nomormpto NSS5B-nomumepasbl u aelictByer kak tepmuHarop nenu. GS-461203
(axTuBHBIMN MeTabomUT codocOyBHpa) HE SBISETCS HHTHOMTOPOM JI€30KCHPHOOHYKICHHOBOM
kucinorel  (JJHK) wu PHK-nmommmepa3 wuenoBeka, a Takke HE SBISETCS HWHIHOUTOPOM

muTOXOH IpranbHoi PHK-nonumepasbr.

[IpoTBOBUpPYCHAS AKTUBHOCTH

3HaueHus nosymakcuMainbHol 3¢ dextuBHoM KoHnenTpamun (ECso) neaunacsupa u copocdyBupa
B OTHOIIEHHH MOJHOPA3MEPHBIX MM XUMEPHBIX PEIJIMKOHOB, KOJAMPYIOUIMX MOCIIEA0BATCILHOCTH
NSSA u NS5B y kimHuueckux u3osatoB, moapodHo uinoxensl B Tabmune 1. [Ipucyrcreue 40%
CBIBOPOTKHM YellOBeKa HE OKa3bIBaJI0 BIMSHUS Ha akTUBHOCTH coocOyBupa mporu BI'C, nHo
cHWkaimo B 12 pa3 akruBHOCTH JseaunacBupa npotuB BI'C mo cpaBHEHMIO € pEIUIMKOHAMHU

resoruna la BI'C.



Tabsmna 1:  AKTHBHOCTH JieHmacBHpa u  codocOyBHpa B  OTHOIIEHHH XHMEPHBIX
PENJIHKOHOB

PenimkoHb! AxTuBHOCTh Jeaunacsupa (ECso, HM) AxkTHBHOCTB coocdyBupa (ECso, HM)

FeHOTRIA Craduabuble Tpan3uTopHbIe Crafuabubie TpausutopHubie
PenJIHKOHbI peniMKoHbl NSSA PenJIMKOHbI permiinkonbl NS5B

Meauana (auana3on)* Meaunana (ananason)*

I'enorun la 0,031 0,018 (0,009-0,085) 40 62 (29-128)

['enorun 1b 0,004 0,006 (0,004-0,007) 110 102 (45-170)

['enotun 2a 21-249 - 50 29 (14-81)

['enorun 2b 16-530° - 15" -

["'enotun 3a 168 B 50 81 (24-181)

['enotun 4a 0,39 - 40 -

["'enorun 4d 0,60 - - -

['enorun 5a 0,15° - 15° -

[enorun 6a 1,1° = 14% -

[enoTun 6e 264° - - -

a. TpansuropHble pernaukonsl, nepeHocsime NSSA uan NS5B 13 KIHHHYECKHX M30JISTOB.
b. XumepHble perMkoHbl, Hecyue reHbl NSSA reHotunos 2b, Sa, 6a u 6¢, OblIM UCIIOJIBL30BAHbI IS TECTHPOBAHUS JICMIIACBUPA,
a XMMEPHbIE PEMIMKOHBI, Hecyline redsl NS5B reHotunos 2b, 5a uau 6a, Ob1M MUCMOJIBL30BaHBI /LIS TECTUPOBaHUs co(pocOyBHpa.

Pe3ncTeHTHOCTD

B kynomype knemox

B kierounoil KyaeType Juist reHOTHIIOB la u 1b Obun BeIOpanbl perumkonsl BI'C co cHuxkeHHOM
4yBCTBUTEJIBHOCTBIO K JieunacBupy. CHIKEHHE YyBCTBUTEIIBHOCTH K JISJIMIIACBUPY OBLIO CBSI3aHO
¢ HainuuueM ucxoaHoi 3amensl Y93H B NSS5A renotunor la u 1b. Kpome Toro, B perimkonax
redoruna la mmenacy 3amena Q30E. Hampanennbiii myrarene3 3amennl NSSA, cBsizaHHOH ¢
PE3UCTEHTHOCTBIO, TPUBOJMI K BO3HMKHOBEHHMIO 3aMEH, KOTOpble OOECHeuMBalOT KpPaTHOCTH
M3MEHEHHsI 4yBCTBUTEIbHOCTH K neaunacupy >100 u <1000: Q30H/R, L31I/M/V, P32L u Y93T
renotuna la, P58D u Y93S renoruna 1b; 3amen, obecrneywBaromux KpaTHOCTb H3MEHEHHS
yyBcTBUTEIBbHOCTH >1000: M28A/G, Q30E/G/K, H58D, Y93C/H/N/S renotuna la u A92K u
Y93H renotuna 1b.

Perummkonsl BI'C ¢ nOHM)KEHHOH 4yBCTBHTENBHOCTBIO K co(ocOyBUpy OBUIM BBIJICIEHBI B
KJIETOYHOU KYJIBTYpe JUIsi MHOTHX T€HOTHIIOB, BKItouas 1b, 2a, 2b, 3a, 4a, 5a u 6a. [lonnxennas
YyBCTBUTEIBHOCTh K codocOyBupy Obuia cBsizaHa ¢ ucxojHod 3ameHod S282T B NS5B B
pEIUIMKOHAX BCeX HCCleayeMbIXx reHotunoB. Hampasiennwlit myrtarenes 3amennl S282T B
perIMKoHaX &8 TeHOTHIIOB MNPHBOAMI K 2-18-KpaTHOMY CHMIKEHHMIO YYyBCTBHTEIBHOCTH K
coocOyBUpPY U CHHIKCHHIO PEIUTMKATHBHOM criocodHocTH BUpyca /10 89-99% 1no cpaBHeHHIO ¢

COOTBETCTBYIOIIIUM BHUPYCOM JIMKOI'O THIIA.

B knunuueckux uccieoosanusix — Bspocivie — I'enomun 1
ITocie mpoBeneHHss OOBEAMHEHHOTO  aHAIW3a  MMAIMEHTOB, IOJYYaBIIMX  KOMOMHAIMIO

neaunacBup/copocOyBUp B KIMHHUECKUX HccienoBanusx 3 ¢aspl, 37 nauueHToB (29 ¢ reHOTHIIOM



la m 8 c¢ renorunom 1b) Obuim oTOOpaHBl UI aHAIM3a PE3UCTEHTHOCTH BCJIEJICTBHE
Hed(QPEKTUBHOCTH  JICUYCHHs] TPOTHBOBHPYCHBIMH  IperapaTaMd HIH  IPEKIEBPEMEHHOTO
npeKpaieHus rnpuema uccieayemoro npenapara npu ypoae PHK BI'C >1000 ME/mn. Jlannsie
riyooxoro ceksenupoBanusi NSSA u NS5B nocne ucxoasoro odcnenoBanust (mopor ananusa 1%)

ObuM nosydensl y 37 u3 37 u'y 36 u3 37 naiueHToB COOTBETCTBEHHO.

Bapuanter NS5A. acconuupoBaHHbIE € PE3HCTEHTHOCTBHIO, BBIAB/SUIMCH B HM30JSTaxX IOCHE
ucxoHoU Toukd y 29 u3 37 naumentoB (y 22 u3 29 nanuMeHToB ¢ reHoturiom la uy 7 u3 8
NAllMEHTOB ¢ TeHOTHNOM 1b), y KoTopwix ycroituuBblii Bupycosoruueckuit orser (YBO) He
Habmopnancsa. M3 29 nanmenros ¢ renotunom la, oTroOpaHHBIX s HccnenoBanus, y 22 (76%)
ObUIM BBISIBJIIEHBI OJIMH WK 00Jiee acCOIMMPOBAHHBIX C PE3UCTEHTHOCTHIO BapuaHTOB NSSA B
nosunmax K24, M28, Q30, L31, S38 u Y93 npu oTcyTcTBUM OTBETA Ha JICYEHUE, & Y OCTAILHBIX 7
MAlMEHTOB ACCOLMUPOBAHHBIE C PE3UCTEHTHOCTHIO BapuaHThl NSSA He ObUIM BBISBICHBIL.
Haubosiee yacto BeTpeyarommMMucs BapuaHTaMH, aCCOIIMUPOBAHHBIMU C PE3HCTEHTHOCTHIO, ObLIH
Q30R, Y93H u L31M. M3 8 mnaumeHtoB ¢ reHotunoM lb, oroOpaHHBIX Ui aHalW3a Ha
pe3ucTeHTHOCTh, y 7 (88%) Obutu BBIIBICHBI OXMH WM Oojiee  acCOIMMPOBAHHBIX C
PE3UCTEHTHOCTBIO BapuaHTOB NSSA B no3unusix 131 u Y93 npu orcyTcTBHM OTBETa Ha JICYEHHUE, a
y | manmeHTta acconMMpOBaHHBIE C PE3UCTEHTHOCTHIO BapuaHThl NSSA He ObUIM BBISBICHBI.
Haubonee yacto Berpevaromumest 61 Bapuant Y93H. M3 8 nmanuenTtoB, y KOTOpBIX He ObUIH
BBISIBJICHBI ACCOIIMMPOBAHHBIE C PE3UCTEHTHOCTHIO BapuaHThl B NS5A npu oTCyTCTBHHM OTBETa Ha
JieYeHue, 7 MalMeHTOB MOJyJyalld JiedeHrue B TeueHue 8 Hemenb (n = 3, jgeaunacBup/copocOyBup;
n=4, nexunacsup/copocOyBup + pubaBupuH), a 1 NaMEHT TOJydaJl KOMOMHAIIMIO
nequnacsup/copocOyBup B Tedenue 12 Henmenb. DEHOTHITUYECKHMH aHalIM3 IOKa3ajl, 4YTO B
U30JIITaX [0C/IE€ MCXOJAHOH TOUYKH, OTOOPaHHBIX Yy TAIMEHTOB C ACCOUMHUPOBAHHBIMH C
PE3UCTEHTHOCThIO BapuaHTaMu NSSA, He OTBETHBIIMX Ha JieueHHE, ObUIO BBISIBJIEHO CHUKEHUE
YyBCTBUTEIBHOCTH K JICUNIACBUPY B auanaszone ot 20 10, mo MeHblIel mepe, 243 pa3 (HauBbIcIIas
uccienoBanHas j103a). Hampasnenueni myrarene3 3amensl Y93H renoruna la m 1b, a takke
3amenbl Q30R u L31M renotuna la npuBo MM K 3HAYUTEIILHOMY CHH)KEHHIO UYBCTBUTEIILHOCTH

K JIeIMIIacBUpY (/uana3on kpaTHocTH u3meHeHust B ECso — 544-1677 pa3s).

Cpeay MarUeHToB Mocie TPAHCIUIAHTAIMK TIEYEHH C KOMIICHCHPOBAHHBIM IOPAXKEHUEM IICYEHH,
TaKXkKe CpeJM MAIlMeHTOB C JIEKOMIICHCHPOBAHHBIM IMOpPA)KEHHUEM MEYEHU KakK JI0, TaK U I0clie
TpaHCIUIAaHTAIIMH (OTKPBITHIE MCCIEAOBAHUS), PEIM/IUB 3a00JieBaHUsl OBLI CBSI3aH C BBISBICHUEM
OJIHOTO MK OoJiee CIIe/IyIOIUX aCCOIMUPOBAHHBIX C PE3UCTEHTHOCTHIO BapuanToB NSSA: K24R,
M28T, Q30R/H/K, L31V, H58D u Y93H/C y 12 u3 14 nanuentoB ¢ reHotunom la u L31M,

Y94H/N y 6 u3 6 maieHToB ¢ reHoTurom 1b.



3amena E237G B NS5B Obuta BeisiBiiena y 3 nanuentos (1 ¢ renorunom 1b u 2 ¢ renotunom 1a) B
vceneoBanusxX 3 ¢asbl Uy 3 MAIMEHTOB ¢ TEHOTUIIOM 1a B OTKPBITBHIX MCCIIEJ0BAHUSIX HA MOMEHT
peunamnBa. 3amena E237G nokasana ymenbienue B 1,3 pasa 4yBCTBHTENBLHOCTH K CO(GOCOYBUPY
IIpU aHajau3e PEIIMKOHOB reHoruna la. Kiimnuyeckas 3Ha4uMOCTh JIaHHOM 3aMEHBI B HACTOSIIEE

BpEMs HCHU3BECTHA.

3amena S282T B NS5B, accommupoBaHHasi ¢ pe3UCTEHTHOCTBIO K CO(GOCOYBUPY, B H30JIATAX C
BHPYCOJIOTHYECKOH Hed()(EKTUBHOCTHIO, MOJISKAMUX aHAIM3y B MCCICIOBAHUAX 3 (asbl, He
ObL1a BeisiBiIcHa. Tem He MeHee, 3amena S282T B NSS5B B komOunaruu ¢ 3amenamu L.31M, Y93H u
Q30L B NS5A Obuia BbIsiBIIEHA Y OJIHOTO TIAIMEHTA, HE OTBETHUBIIErO HA JIEUEHHE KOMOMHALUEH
npenaparos jeaunacsup/copocOyBup B TeueHue 8 Heleb Ha dTare ucciegaoBanus 2 (Gaspl. ITOT
MalMEeHT MPOIIES IIOBTOPHBIN Kype Tepanuu koMOuHanueit seaunacsup/copocdysup + pudbaBupuH

B TeueHue 24 nejens. [ocie noBropHoro kypea yaainoch Z0cTHrHYTH Y BO.

B oanom u3 uccnenopanuii 2 ¢asel y 5 manMeHTOB ¢ TEHOTUIIOM | pa3BHIICS PEIUIAMB IOCTE
JedeHus KomOnHanuel jeunacsup/codpocOyBup ¢ pubaBupuHoM Hin Oe3 pubaBupuna. Bo Bpems

obocTpenus y S U3 5 nanueHToB ObUTH BBISIBIICHBI PE3UCTEHTHBIE BapuaHThl NSSA (1pu reHoTHIie

la: Q30R/H + L3IM/V [n= 1] u Q30R [n = 1]; npu rerorurne 1b: YO3H [n = 3]).

B knunuueckux uccreoosanusx — Bapocivie — I'enomun 2, 3, 4, 5 u 6

ACCOLIMMPOBAHHBIE C PE3UCTEHTHOCTHIO BapuaHThl NSS5A: B KIMHMYECKHUX HCCIICIOBAHUSIX HE
3apEruCTPUPOBAHBI CIIyyau Pa3BUTHS PELUIMBA y naueHToB, nHGuimpoBanueix BI'C renoruna 2,
B CBSI3U € Y€M OTCYTCTBYIOT JIaHHbIC O HAJIMUUU ACCOIMUPOBAHHBIX C PE3UCTEHTHOCTHIO BAPUAHTOB

NS5A Ha MOMEHT pa3BUTHsI BUPYCOJIOIHUECKON HEYaul Teparuu.

V¥ nanumenton, unpunmpoBanubix BI'C reHoruna 3, y KOTOPBIX OTCYTCTBOBAJ BUPYCOJOTHUECKUN
OTBET, ACCOIMMUPOBAHHBIE C PE3UCTEHTHOCTHIO BapuaHThl NSSA (B TOM uHCle YBeJIHYEHUE
KOJIMYECTBA MCXOJIHBIX ACCOLMUPOBAHHBIX C PE3UCTEHTHOCTHIO BAPUAHTOB) HA MOMEHT pa3BUTHs

BUPYCOJIOTUYECKOH Heyaauu Tepanuu (n = 17) oOHapykeHbl He ObLIH.

HccenenoBano uis HeOOIBIIOE KOJTHUYECTBO NMAIHCHTOB, HHPHUIIMPOBAHHBIX BUPYCOM IeHOTHIA 4,
5 m 6 (cymmMapHo 5 mamMeHToOB ¢ OTCyTcTBHeM orBera). 3ameHa Y93C B NSSA Bo3nukia y
1 nanmenTa, unduuupoBanHoro BI'C (reHorun 4), Torjga Kak HMCXOJIHbIE aCCOIMHPOBAHHBIE C
PE3UCTEHTHOCTHIO BapuaHThl NSSA ObUIM BBISIBJICHBI HAa MOMEHT PAa3BUTHUSI BUPYCOJOTMUYECKOU
Hey/layl Teparuu y BCeX MalUeHTOB. B OJHOM OTKPHITOM MCCIIEOBAHUU Y OJIHOTO TAlMEHTa C
reHotunioM 4d Ha MOMEHT pa3BUTHS peunuauBa Obuta BeisBIeHa 3ameHa E237G B NS5B,

KJIMHUYECKasi 3HAUUMMOCTh TaKOM 3aMEHbI ITOKA HEU3BECTHA.



ACCONMMPOBAHHBIE C PE3UCTEHTHOCTBIO BapuanThl NS5B: 3amena S282T B NS5B posnukna y 1 u3
17 nmammento, unpuuposanueix BI'C ¢ renorunom 3, a takke y 1 w3 3, 1 u3 1 u 1 u3 1
MAlMEHTOB ¢ IeHOTHnaMu 4, 5 U 6 COOTBETCTBEHHO HAa MOMEHT Pa3BUTHs BUPYCOJOTHYECKOM

HEy/1auu Teparu.

Biusinue HMCXOJHBIX aCCOLMUPOBAHHBLIX C PE3UCTEHTHOCTLIO BapuanToB BI'C Ha pE3yJabTaTr
JICUCHUSI

Bspocnvie — I'enomun 1

[IpoBesen aHamM3 ¢ 1ENBIO  HCCIEIOBATh HAIMYHE B3aUMOCBA3M MEXKAY MCXOJHBIMH
ACCOLMUPOBAHHBIMM € PE3UCTEHTHOCTBIO BapuaHtamMu NSSA U pesyiabratom Jiedenus. [lo
pesyiabTatamMm 000OIIEHHOro aHaiau3a ucciegaoBaHuil 3 ¢asbl, y 16% manueHToB OB HCXOIHBIE
aCCOIMMPOBAHHBIE C PE3MCTEHTHOCTHIO BapuaHThl NSSA, onpeneleHHble MOMYJISIIHOHHBIM
METOJIOM HJIH METOJOM ITyOOKOro CEKBEHHPOBAHHUS, HE3aBUCHMO OT IMOJTHIA. Y IAlUEHTOB C
permauBoM Xponudeckoro remaruta C (XI'C) B umccienoBanusix 3 (asel BBISIBIEHO OOJIBIIOE

KOJIMYECTBO MCXO/IHBIX aCCOIMUPOBAHHBIX C PE3UCTCHTHOCTHIO BAPHUAHTOB NSSA.

[Tocne 12-nezenpHOrO NEUeHnss komOuHanueii eunacsup/copocOysup (6e3 pudbaBupuna) 4 u3 4
NAIHEHTOB C OIBITOM IIPEIIECTBYIOLIEH TEPAuK ¢ HCXO/HO BBISIBJIEHHBIMU aCCOIIMMPOBAHHBIMH C
PE3UCTEHTHOCTLIO BapuanTamMu NSSA u nojarBepskaeHHOW <100-KpaTHO#H pPE3UCTEHTHOCTBIO K
nexunacsupy, gocturiim YBO. V' rtakoi ke rpynmbl MallMEHTOB € HCXOIHO BBISIBICHHBIMU
aCCOIMMPOBAHHBIMH C PE3UCTEHTHOCTBHIO BapraHTaMu NSSA, HO ¢ MOATBEPIKJACHHONH KPAaTHOCTHIO
pesucrentHoctd >100, peunaus pasBuics y 4 u3z 13 (31%) maiueHToB 1o CpaBHEHHUIO ¢ 3 U3 95
(3%), y KOTOpBIX HMCXOJHO He ObuIM OOHApy)KeHbl ACCOIMHUPOBAHHBIE C PE3UCTEHTHOCTBHIO

BapHaHTBI WJIM KPATHOCTh PE3UCTEHTHOCTH cocTtanisuia < 100.

[Tocne 12 uenens nedenuss xkomOuHanumei JneaunacBup/codocOyBup ¢ pudaBupuHom 8 u3 8
MAllMEHTOB € KOMIICHCHMPOBAHHBIM IIMPPO30M MEUEHH M OIBITOM IPEIIIECTBYIONECH Tepanuu
(n=77), nocturim YBOI12 npu MCXO0/HO BBISBICHHBIX ACCOIMMUPOBAHHBIX C PE3HUCTEHTHOCTHIO

BapuanTax NSS5A ¥ noATBepkKA€HHONH KpaTHOCTBIO pe3ucTeHTHOCTH >100 K JieunacBupy.

Cpeay nanMeHTOB I10C/E TPAHCIUIAHTALMM € KOMIICHCHUPOBAHHBIM IOPAKEHUEM IICUYEHH H
MCXOJ/IHBIMH ACCOLIMMPOBAHHBIMHU C PE3UCTEHTHOCTHIO BapraHTaMu NSS5A (n=23) He HaOmonanuch
cllyyau peluIuBOB 1ocie 12 Henenb npuema sieaunacsupa/copocOyBupa n pubdbaBupuna. Cpean
MAIMEHTOB C JICKOMIICHCHPOBAHHBIM TTOPAXKEHUEM TIEUCHH (J10 U TOoCIie TpaHCIUlanTanun) y 4 us 16
(25%) manMeHTOB C AaCCOLUMHUPOBAHHBIMH C PE3UCTEHTHOCTbIO BapuaHtaMu NSS5A
MOTBEPXKICHHOM KpaTHOCTBIO pe3ucTeHTHOCTH >100, Habmoaanock pa3BuTHe peryuBa nocie 12

HEJIeNIb TpueMa JieunacBupa/codocOyBupa U pubaBupuHa 1o cpaBuenuto ¢ 7 uz 120 (6%)



NalueHToB 0€3 MCXOIHBIX AaCCOLMHPOBAHHBIX C PE3HMCTEHTHOCTBIO BapuaHToB NSSA wmm ¢

aCCOLMUPOBAHHBIMH C PE3UCTEHTHOCTHIO BApMAHTAMU U KPAaTHOCTBIO pe3ucTeHTHOCTH < 100.

ACCOLMUPOBAHHBIE C PE3UCTEHTHOCTHIO BapuaHThl NSSA, kotopeie npuBo i K >100-kpaTHOMY
U3MEHEHHUIO YYBCTBUTEJIBHOCTH, OBUIM BBISIBICHBI Y MalMEeHTOB ¢ reHotunoM la (M28A,
Q30H/R/E, L31M/V/I, HS58D, Y93H/N/C) wmu renoruniom 1b (Y93H). JImamason
KOJMYECTBEHHOTO COOTHOIIEHHUS! TaKHUX MCXOJIHBIX ACCOIMHUPOBAHHBIX C PE3UCTEHTHOCTHIO
BapuaHToB NSSA, BBISBICHHBIX METOJOM TJIyOOKOIO CEKBEHHPOBaHHs, ObLI OT OYCHb HH3KOTO

(mopor ananu3a 1%) 710 BHICOKOTO (OCHOBHASI YaCTh MOTYJISIIUH T1JIa3MBbl).

3amena S282T B NS5B, cBsizanHass ¢ pPe3UCTEHTHOCTHIO K codocOyBHpY, HCCIEI0BAIACH
HOMYJISIIMOHHBIM METOJOM HWJIM METOJIOM IJIyOOKOrO CEKBEHMPOBAHUSI M HCXOAHO He Oblia
BBIABIICHA HM Yy OJIHOIO MNanueHta B uccienoBanusx 3 ¢azpl. YBO nabmomancs y Bcex 24
nanueHToB (n = 20 ¢ L159F+C316N; n = 1 ¢ L159F; n = 3 ¢ NI142T) ¢ uCXOOHBIMH

ACCOIMUPOBAHHBIMHU C PE3UCTCHTHOCTLIO BapruaHTaMU K HYKJIICO3HTHBIM PIHI‘I’I6HTOpaM NSS5B.

Bspocnvie — I'enomunwt 2, 3, 4, 5 u 6

B cBs3u ¢ orpaHMYeHHBIM 00BEMOM HCCIIEIOBAHUN HE OBLIO IMOJHOCTBIO OINpPEJIEICHO BIUSHHUE
HCXOJIHBIX ACCOLIMMPOBAHHBIX C PE3UCTEHTHOCTBIO BapuaHTOB NSSA Ha pe3yiapTar JIeueHHs
nanuenToB ¢ XI'C renorunos 2, 3, 4, 5 win 6. He oOHapyXeHO 3HAYUTEIIbHBIX PAa3IHUUN MEXK1y
pesyibTaTaMM JICUYCHHMs [IPpH HAJIMYMM MM OTCYTCTBUM MCXOJHBIX AaCCOLUMUPOBAHHBIX C

PE3UCTEHTHOCTHIO BapuaHTOB NSSA.

[lepekpecTHast pe3UCTEHTHOCTh

JlenunacBup ObLT MOJTHOCTHIO aKTUBEH NpU Hauuyuu 3ameHbl S282T B NSS5B, pesucrenTHOl K
coocOyBupy, B TO Bpems Kak Bce 3aMeHbl B NSSA, CBsi3aHHBIE € PE3UCTEHTHOCTBHIO K
JIeINAacBUpy, ObUIM IMOJIHOCTBIO 4YyBCTBHTENIbHBI K codocOyBupy. CodocOyBup u JjieunacBup
ObUIM B TIOJIHOM CTENEHW AKTHUBHBI NPU 3aMEHAX, CBSI3aHHBIX C PE3UCTEHTHOCTBIO K JPYTHUM
KJlacCaM TIPOTHBOBHUPYCHBIX IpPEnapaToB MPsIMOro JEHCTBUSI C pa3HbIM MEXAHWU3MOM JICHCTBHUS,
HarpuMep, HeHyKJIe03uIHbIM HHruoOuTopamM NSSB u unruduropam nporeasst NS3. 3amenst NSSA,
CBSI3aHHBIE C PE3UCTEHTHOCTHIO K JIGJMIIACBUPY, CIIOCOOHBI CHH3HTH HPOTHBOBHPYCHYIO

AKTUBHOCTH JIpYTuX UHrHOUTOpOB NSSA.



Oco0bl€ IpyIIIIb] TAIMEHTOB

Haz;ueumbl C NOYeYHOU HeOOCMAMOYHOCMBIO

B OTKpBITOM KIMHHYECKOM HMCCIIEI0BAaHUH OIICHHBAIH 0€30MacHOCTh W 3(P(EKTHBHOCTD JICYEHHSI
18 marmmenToB ¢ XI'C reHoruma 1 ¢ moyeyHol HEAOCTATOYHOCTHIO TSKEJION CTEMEHH, KOrja He
TpeOyeTcs IpoBECHHE JMaln3a, MpenapaTom jeaunacBup/copocOysup B Teyenue 12 nepens. Ha
MOMEHT BKJIFOYEHHUS B UCCIICOBAHUE Yy JIBYX HAIIMEHTOB ObUI IMPPO3 IMEUSHH, CPEJIHsIs pacyeTHast
ckopocTh KiyboukoBoit unbtpanuu (pCK®d) cocrapnsuia 24,9 miu/mun (B auanasone ot 9.0 10

39.6). 18 u3 18 nanmenTtoB gocturim YBO12.

B pyrom OTKpBITOM KJIMHUYECKOM HCCJICIOBAHHH OIICHHBAIM PEe3yJIbTaThl JICYCHHs MpernapaTom
neaunacsup/copocOyBHp B Tpex rpymmnax naiueHTos B Teuenue 8, 12 u 24 nenenb. Beero npuHsiio
yuactue 95 maunmentoB ¢ XI'C renorumoB 1 (72%). 2 (22%), 4 (2%), 5 (1%) u 6 (2%) ¢
TEPMUHAJIILHON CTAIUEH MMOYEYHOM HEAOCTAaTOYHOCTH, KOIJia HEOOXOJMMO MpPOBE/ICHUE JIHAIIN3A.
N3 nux 45 nmaumentoB ¢ XI'C renotuna 1 6e3 mupposa neyeHu, KOTOPbIE paHee He MOJydaiu
NPOTHBOBUPYCHYIO TEPAIMIO, B UCCIIEI0BAHUU IIPUHUMAIH JieaunacBup/copocOyBup B TeueHue 8
Henenb, 31 nmaument ¢ XI'C renotuna 1 ¢ ombeitoM mpemniectByromero jedenuss wm ¢ XI'C
reHOTHIIOB 2, 5 n 6 (Kak He MOoJIy4yaBlIME paHee NMPOTHBOBUPYCHYIO TEpAIUIO, TaK U C OIBITOM
IPEIIIECTBYIONEro JieueHus) Oe3 mMppo3a IeueHW NpUHUMAIM JeaunacBup/copocOyBup B
teuenue 12 nenensb; u 19 nampentoB ¢ XI'C renotunos 1, 2 U 4 ¢ KOMIEHCHPOBAHHBIM LIHPPO30M
NEYEeHU NoJIydanu JeaunacBup/copocOyBup B TeueHue 24 Hejuenb. Ha MOMEHT BKIIOYEHMS B
uccaenoBanue u3 95 mammentoB y 20% Obul mmppo3 nedenu, 22% paHee Io0Jydaiu
IIPOTUBOBUPYCHOE JieueHue, 21% mnepeHecin TpaHCIUIAHTAIMIO IMOYKH, 92% HaxoauiIuch Ha
remojiainse U 8% — Ha NEpUTOHEATBHOM JIHaIN3e (Cpe/iHss MPOAOKUTEIbHOCTD HAXOXK/ICHUS Ha
quanuze cocrapisiaa 11,5 ner, nuanaszon ot 0,2 o 43,0 net). B rpynnax nanueHToB, MOJTy4YaBIIHX
nedenue Jeaunacsupom/codpocOyBupom, YBO wuwepes 8, 12 wu 24 wHexenum JOCTHIIIH,
cooTBeTCTBeHHO, 93% (42/45), 100% (31/31) u 79% (15/19) namumentoB. Hu y xoro u3z 7
naueHToB, He jgocturmmx YBO12, ne nabmoanoch pa3BUTHSI BUPYCOJIOTHYECKONW HEy1auu MIIU

penumBa.

Jlemu

DddexruBHOCTH NeunacBupa/copocdyBupa y nauenton, nHduimposanusix BI'C, B Bo3pacte ot
12 no 18 ser oleHHBaJlaCh B OTKPBITOM KJIMHHYECKOM HCCIIEe/I0BaHUU 2-0# (ha3bl, KOTOpoe
Brroyasio 100 marmumenTtoB ¢ XI'C renotuna 1. Beero 80 nmanuentoB (80%) panee He moitydasnu

NPOTHBOBHpPYCHOE JieueHWe, B TO Bpems kak 20 mnanumentoB (20%) ObuiM ¢ ONBITOM



NPEAECTBYOIICTO JICYCHHA. Bce ITaIHCHTHI B HCCJIC]IOBAHU U I[IpUHHUMAIA

nejunacBup/copocOyBUp HA POTSHKEHUH 12 HeJielb.

Jlemorpaguueckne ¥ MCXOJIHBIE XAPAKTCPUCTHKH OBLIM COAJAHCHPOBAHBI MEXKY HMAlUEHTAMH,
paHee He MOJIy4YaBIIMMH JICYEHHUs, U NanuMeHTamMu ¢ onbiToM JieueHus. M3 100 manuenToB, paHee
NOJIyYaBIIMX JICYCHHE, CPEeJHHMI Bo3pacT coctaBui 15 ser (nuanazon: or 12 jpo 17 ner); 63%
IalMeHToB ObUIM JKeHCKoro moia; 90% ObulM NpeCTaBUTENSIMH €BPOIICOMIHON packl; 7% —
HErpouJiHoi U 2% — MOHroIOMJHOH packl; 13% maAIMEeHTOB INPHHAUICKATH K HCIIaHCKO-
JATHHOAMEPUKAHCKOW TpyIle; cpejHssi Macca Tena coctaBuia 61,3 kr (qmanaszon: ot 33,0 Jo
126.0 xr); y 55% ucxomusie ypoau PHK BI'C Obut Bbime win pasasl 800 000 ME/mit; y 81%
Obuta undexuus BI'C renoruna la; 76% umenn we-CC awtemn 1L28B (CT wim TT) uy 1%
NAIMEHTOB MMEJICsS YCTAaHOBICHHbIH 1Mppo3 neyeHu. MHdunumpoBanue OOJIBIIMHCTBA MAIIMEHTOB

(84%) mpou3onuIo myTeM BEpTHKAIBHOM Mepe/Iayn.

ITokazarens YBOI12 cocraBun B coBokymuoctH 98% (98% [78 u3 80] y maruentoB 6e3 ombita
nedenust 1 100% [20 u3 20] y nanueHToB ¢ ONBITOM Npe/mecTByomei Tepanuu. Beero 2 u3 100
nanueHToB (2%), oba 6e3 onbita edyenus, He jocturin YBO12 (B ¢Bs3u ¢ noTepeii HaOIOIeHH S ).
Hu y ogHOro u3 manueHToB He OBLUIO 3aperMCTPUPOBAHO Pa3BUTHS BHPYCOJOTMYECKOW HEyIa4yu
(eMm. pazzien «Criocod nmpuMEHEHHsI ¥ JI03bI» JUIss 03HAKOMJICHHS ¢ MH(OpMAIHel O IPUMEHEHHH Y

JIETEN ).

DapMaKOKHHETHKA
BcacbiBanue

ITociie npuema BHyTpbh KOMOMHAIMU JieaunacBup/copocOyBUp nanueHTaMu, HHGUIUPOBAHHBIMH
BI'C, cpennsis MakcumalibHasi KOHIIEHTpAIMS JIeIMIIaCBUpa B IJJa3Me KPOBH HaOJIIOJalIach 4yepes
4 yaca nocie npuema npenapara. CopocOyBup ObICTPO BCaChIBAICS, H €0 CPEJIHsIsl MaKCUMalIbHAas
KOHILIEHTpAIMsl B IUIa3Me KpOBH HalOmojanach NpHOIM3UTENbHO uepe3 | yac mocie npuema
npenapara. Cpeansis makcuMmanbHas kKoHueHtpamus GS-331007 B mima3me KpoBu HaOmoaanach

qgepes 4 yaca mocJje IIpueMa Iperapara.

[lo pesynbratam TONYJSIUOHHBIX  (APMAKOKHHETHUYECKUX HCCIICJOBAHUN Yy IAIMEHTOB,
uHpuuupoBanublx BI'C, B paBHOBECHOM COCTOSHMM 3HAYEHMs IUIOINAJAM O] KPUBOH
«koHnenrpanus — Bpemsi» (AUCo24) nemunaceupa (n = 2113), codocOyBupa (n = 1542) u
GS-331007 (n = 2113) 6butn 7290 mreu/mi, 1320 areu/ma u 12000 Hrew/mir cooTBeTCTBeHHO. B
PaBHOBECHOM COCTOSIHMHM MaKcuMalibHble KOHIEHTpaluu (Cmax) JieaunacBupa, copocOyBupa H
GS-331007 cocraBwim 323 ar/mit, 618 ur/min u 707 ur/min coorBercTBeHHO. AUCp24 B Chax

coocOyBupa u GS-331007 coBmajamu y B3pOCIBIX 3/I0POBHIX JIOOPOBOJBIEB U Yy NAllMEHTOB,



unpuposannex BI'C. TTokasatemn AUCo24 1 Cimax Jte/tuniacBupa Obuin Ha 24% u 32% Huke y
nanuenToB, nHGuuMpoBanHbx BI'C, yem y 3/10poBbix j100poBoibles (n = 191). B auanazone 103
or 3 mr 10 100 mr 3navenuss AUC sepunacBupa nponopuuoHaibHbl IPUHATONH 103€. 3HaueHus
AUC codocOysupa u GS-331007 npubiusuTebHO NPONOPIHOHAIBHEI NPHHATOH /03¢ B

nuanaszone 103 ot 200 mr o 400 mr.

Brusinue npuema nuwyu

[Iprem oHOM 103B1 NIpenapara jgeaunacBup/coGpocOyBUp ¢ YMEPEHHO KUPHON MHUIIEH WM MUIIeH
C BBICOKMM COJEPKAHHEM IKHUPOB OTHOCUTENbHO npuema Hatom@ak yBeduuuBan AUCq.inf
coocOyBupa npuMepHO B 2 pasa, HO 3HAYMTENBHO He BIUsUT HA Cmax copocOyBupa. Tun numm ne
OkasbIBall BiMsHUs Ha mnokasatean (GS-331007 u neaunaceupa. JlekapCcTBEHHBINH Ipenapat

lapBoHu® MOKET IPUHUMATHCS HE3aBHCHMO OT TIPHEMa ITHILA.

Pacnpenenenue

Crenenb CBS3bIBaHUS JIeJUIIacBUpa ¢ OejKaMM IUIa3Mbl KPOBH 4YeJlOBeKa cocTaBiseT >99,8%.
[locie oxmokpatHoro mpuema 1o3bl 90 mr ['“Cl-nexunacBupa 370poBBIMH  0GPOBOIBIIAME
Kodhuiment cootnomenus ['*C|-paanoakTMBHOCTH KPOBH M I1a3Mbl ObUl B auanasone ot 0,51

10 0,66.

Crenenp cBsizpiBaHus coocOyBupa ¢ OenkaMu I1a3Mbl KPOBH dYelloBeKa cocramiseT 61-65%.
CBsi3pIBaHKME NTPOMCXO/IUT HE3ABUCUMO OT KOHIIEHTPAIIMHU JIEKAPCTBEHHOTO IMperapaTa B JiHana3oHe
or 1 mxr/mn go 20 mkr/mu. CesseBanue GS-331007 ¢ Oenkamu IUIa3Mbl KPOBH YeJIOBEKa
muanManbHO. [locie oaHokpatHoro mnpuema o3kl 400 mr ['CJ-copocOyBupa 3710poBBIME
nobpososbiamu,  koddduiment cootHomenus |['“CJ-paIHOAKTHBHOCTH KPOBH ¥ IIJIA3MBI

cocTapiisul npudm3uTeasHo 0,7.

BHOTDaHC(bODMaHHH

B uccinenoBanusx in vitro ne HabI0aI0Ch U3MEHEHHE MeTabOIM3Ma JIeIMITAaCBUPa M0/1 BIMSHUEM
uzopepmentoB CYPIA2, CYP2CS8, CYP2C9, CYP2CI19, CYP2D6 u CYP3A4 wuenosexa.
HabGmoancss MeisIeHHbIH OKMCITUTEIBHBIN MeTaboIM3M, MeXaHu3M KoToporo HeussecteH. Ilocie
oHokpatHoro npuema 90 mr ['*C]-neaunacsupa cucTeMHas SKCMO3MINS ObLIA MOYTH TIOJTHOCTBIO
CBs3aHa C JIEJMIIACBUPOM B HeHU3MeHeHHOM Buie (>98%). B kane neaunacBup B OCHOBHOM

OIpEACIIACTCA B HEU3SMCHCHHOM BHUJIC.

CodocOyBup  Metabonu3upyeTcsi  NPEUMYILIECTBEHHO B medyeHH ¢ o0pa3oBaHueM
(apMakoJOruuecKn akTUBHOIO HyKJeo3uJHoro aHaiora tpudochara GS-461203. AKTHBHBIH

mMeTabonuT BelAeIeH He Obl1. MeTaGoinMyeckuid MyTh aKTHBAIIMM BKIIIOYAET IOCIEI0BATEIbHbINH
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ruiposn3 sdupa KapOOHOBON KHCIOTBI, KOTOPBIM KaTaJIM3UPYETCs KATEIICHHOM A dejoBeKa M
kapOokcuiacrepaszoit 1, u pacuieruienne pocdopamuaara HyKICOTHI-CBA3BIBAIOMUM OenkoM 1 ¢
THCTHIMHOBBIMHM  TPUAZaMU € IOCIeAyIoMmUM  (pochopruimpoBaHueM B Ipoliecce OHOCHHTE3a
MUPUMUIMHOBOTO HyKjieoTuaa. JledochopunupoBanue MpuBOIUT K 00Pa30BaHHIO HYKJICO3H/THOTO
metabonuta GS-331007, koropbiii nHe mnommaercst >QPeKTHBHOMY pehochHOpHIMPOBAHUIO, HE
obmanaer neiictuem nporus BI'C invitro. B xomOunanmu neaunacsup/copocOyBup a0is

(GS-331007 cocrapiser npubau3nTenbHO 85% OT 001IEi CHCTEMHOMN SKCTIO3UIMK TIperapara.

Brisesienne

[Tociie oyiHOKpatHOrO puema BHYTpS [*CJ-neaunacsupa B 103e 90 Mr cpe/iHssl BeIHUHHA 0OIIEro
BbIBe/IeHust 10361 ['*C]-pajoakTHBHOTO KOMIIOHEHTa C KaJoM M MOuYOii cocraBisiia 87%, mpu
5ToM OoJbllas yacTh cojepxkanach B kaie (86%). 70% eaMnacBupa BBIBOJMIIACH C KAJIOM B
HEM3MEHEHHOM BHJIE, @ HAa OKHUCIMTENbHBIA MeTaboaut M19 npuxoaunocs 2,2% 036l ITH
JIAHHBIE CBMJIETEILCTBYIOT O TOM, YTO HKCKPEIUs HEHW3MEHEHHOTO JICHMIIACBUPA C IKEIYbIO
SBJIICTCS OCHOBHBIM ITyTEM BBIBE/ICHHUS, a MOYEYHAs IKCKPEIUS — BTOPUYHBIM (IIPUOIU3UTEIHHO
1%). Cpenuuii nepuo/1 NOJTyBBIBEICHHS JISUIIACBUPA Y 37I0POBBIX J0OPOBOJIBIEB TOCIE TpHEMa

KoMOMHaIMu eaunacBup/codocOyBup HaTOIAK COCTaBUII 47 4acoB.

[locne onnokpatHoro npuema BHYTph ['“Cl-codocOyBupa B no3ze 400 Mr cpeiHss BeIMuMHA
0011ero BbIBEJICHUS J103b1 cocTaBisiia 6onee 92%, u3 kotopoit npudmmsutensHo 80%, 14% u 2.5%
BBIBOJIMJIOCH C MOYOH, KaJOM M BBIIBIXa€MBIM BO3YyXOM COOTBETCTBEHHO. bBOJbINyI0 YacTh
codocOyBHpa, BBIBOJMMOr0 ¢ MOYO#, coctasisii metabomut GS-331007 (78%) u jmms 3.5%
BBIBOJIMJIOCH C HEU3MEHEHHOM BHJIE. DTH JIaHHBIE TIOKA3bIBAIOT, YTO MTOYCUHBIH MEXaHU3M SIBIISICTCSI
OCHOBHBIM myTeM BbiBeJeHUsI (GS-331007, a Oosblmas ero 4YacTh BBIBOJMTCS B pe3yjbTare
akTUBHOM cexpenun. Cpeauuit mepuo noyyssiBeaenus copocOysupa u GS-331007 nocne npuema

KoMOMHaNuu Jieaunacsup/codpocdysup cocrapui 0,5 1 27 4acoB COOTBETCTBEHHO.

Hu nenunacBup, Hu codocOyBUp He SIBISIIOTCS cyOcTpaTamu Juls TPAaHCHOPTEPOB MEYEHOYHOI'O
3axBara, TpaHcrnoprepa opranudeckux katuoHoB (OCT) 1, TpaHCHIOPTHOrO IOJIMIIENITHAA
oprannyeckux annoHoB (OATP) 1B1 wim OATP 1B3. GS-331007 He siBisiercst cyOcTpaTtoM st
MOYEYHBIX TPAHCIIOPTEPOB, BKIKOYAIOLIMX TpaHCIOpTepbl opranuyeckux aHuoHOB (OAT)1 wu

OAT3 nnu OCT2.



In vitro MOJICJTIMPOBAHUE BO3MOXKHOCTH BJIHUSHUS KOM6I/lHaHHH II€,I[I/IH&CBHD/CO(1)OC6VBHD Ha JIpyruec

JICKAapCTBCHHBIC CPEACTBA

IIpy KOHIEHTpanMsX, JIOCTUTHYTBIX B KIHHHYECKHX YCIIOBHSX, JIEAUIIACBHD HE SBISETCS
MHIHOUTOpOM neyeHouyHbIxX TpaHcnoprepoB OATP 1B1 wimm 1B3, BSEP (6enok-tpancrnoprep
costeit xkemunbix kucior), OCTI, OCT2, OATI, OAT3, tpancnoprepoB Oejka 3KCTpPY3HH
pa3sIMYHBIX JIEKAPCTBEHHBIX IipernapatoB U TokcMHOB (MATE) 1, Oenka MHOXECTBEHHOM
JexkapcTBeHHOM pesrcTeHTHOCTH (MRP) 2 ninu MRP4. CodocOysup u GS-331007 ne sBisitoTcst
UHTHOUTOpAaMM  TPaHCIOPTEpOB  P-riMKompoTerHa  JIEKapCTBEHHBIX — IIpernaparoB, — Oejka
PE3UCTEHTHOCTU paka MoJiouHoi kene3nl (BCRP), MRP2, BSEP, OATP 1B1, OATP 1B3, OCTI,
a GS-331007 ue sBnsiercst uaruouropom OATI1, OCT2 u MATEL.

Codocobysup n GS-331007 e sABIsIOTCS MHIHOMTOpaMK MM HHAyKTOpamu u3opepmentoB CYP

niu pepmenToB rirokyponmitpanchepass (UGT) 1A1.

dDapMakOKHHETHKA V 0COOBIX I'PVIII HAIIMEHTOB

Ion u paca

PacoBas npuHa/UIe)KHOCTh HE OKa3bIBaeT KJIMHMYECKH 3HAUUMOIO BIMSHUS Ha (papMaKOKHHETHKY
neaunacupa, copocdysupa umu GS-331007. o He OKa3bIBaCT KIMHUYECKHA 3HAYMMOTO BIIHSHUS
Ha (papmakoxuneTHky codocOysupa wiu GS-331007. AUC u Cmax JIeTUIacBUpa y KEHIIUH ObLIH
BbIIE, YeM y My)uuH Ha 77% u 58% coorBercTBeHHO. OHAKO CUMTAETCS, YTO CBS3b MEXKY

[10JIOM M SKCIIO3ULIMEH JieaunacByupa KIMHHYECKH HE 3HaYHMa.

Hoowcunvie nayuenmot

Ha ocHoBaHuMu mnomyJsiiuOHHOTrO aHaiu3a (PapMaKOKMHETHKH Yy TAlMeHTOB, MH(UIIMPOBAHHBIX
BI'C (18-80 ser), Bo3pacT He OKa3bIBAeT KIMHMYECKH 3HAUUMOTO BIHMSHHS HA (apMaKOKHHETUKY
nenunacsupa, codocOyBupa wumm  GS-331007. B KIMHHYECKHMX HCCIEIOBAHUSAX Ipernapar
nenunacsup/copocOyBup npunumanu 235 mamuertoB (8,6% ot obmiero 4ucia) B Bo3pacte ot 65

JIET U CTapuic.

lloueunas neoocmamounocmo
Biusitnue nmoyeuHoi HeI0CTaTOYHOCTH PA3JInYHON CTENEHH TSHDKECTH Ha KCIO3UIUI0 KOMIIOHEHTOB
npenapara FapBOHn® 110 CPABHEHHIO C SKCIO3UIMEH Y NMAIMEHTOB ¢ HOPMAIBHON (yHKIIUEH 1moYek

(xak omMcaHo HUKE) cyMMUpoBaHo B Tabmiuue 2.
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Tabsmua 2: Biausinme mno4Ye4HOH HEJIOCTATOYMHOCTH PA3JIHYHOH CTENEHH TSUKECTH Ha
skenosunuw (AUC) codocoyBupa, ero meradoaura GS-331007 m  jaexumacBupa 1mo
CPABHEHHIO ¢ YIKCIO3HLHEH Y MAHEHTOB ¢ HOPMAJIbLHOMH QyHKIUell mo4eK

IMaunenTsl 6e3 BI'C INauueHThl, HHPUUHPOBAHHbIE
BI'C
[Toyeunas [Toueunas [Moueunas TepmunanpHas crajaus [Toueunas TepmunansHas
HEJI0CTAaTOYHO | HEJIOCTATOYHO | HEJAOCTATOYHO | MOYEYHOM HE/I0CTAaTOYHO | CTajaus
CTh JIETKO#H CThb CpeHei CTh TSAKEION HEJI0CTATOYHOCTH, KOTIJ1a CTh TSIKEJION MOYEYHOM
CTEIeHH CTETeHH CTEreHH HEe00X0IMMO MPOBEJACHUE | CTEINEeHH HEJI0CTAaTOYHOC
TSOKECTH TSKECTH TSKECTH JIMainza TSKECTH TH, KOTJ1a
(pCK®>50mu | (pCKD >30u | (pCKD [Tpuem 10361 | Tlpuem (pCKD HE0OX01MMO
<80 m/mun /| <50 ma/mun /| <30 mn/mMuu/ | npenaparta3a| g03bl <30 mi/MuH /| mIpoBeeHHE
1,73 M?) 1,73 M%) 1.73 M?) 1 yac 110 npenapara | 1,73 M%) JiMannsa
nposejaeHus | uepes 1 wac
JMannsa noclie npo-
BEJICHHUS
Jain3a
CodocbyBup | 1 B 1.6 pa3 1 82,1 pa3 1 82,7 pa3 1 81.3 pa3 1B l,6pa3 | 1B~2pa3a 1819 pa3
GS-331007 | 1B 1.6 pa3 1 81,9 pa3 1 B5,5 pa3 1B>10pa3 | 1 B>20pa3| | B~6 pa3 1 B 23 paza
Jleaunaceup | - - “ - - - 1 B 1,6 pa3

<> TOKa3bIBACT OTCYTCTBUEC KIIMHUYCCKH 3HAYUMOTI0 H3MCHCHUS HKCITO3UIIMHU JIC/IMITacBUpa.

dapmakoKMHETHKA Jie/IMIIacBUpa M3ydasach IOC]Ee MpueMa pa3oBOod 03bl JenunacBupa 90 mr
nauueHtamu, He uHpuumpoBanHbiMu BI'C, ¢ HapymenueM (QyHKIUH MOYEK TSDKEJIOH CTEHNEHH
(pCK® <30 ma/mun no ¢opmyne Kokpodra-I'onra, cpeanee 3HavyeHue (quana3oH) KIMpeHca

Kkpeatununa 22 [17-29] mu/mun).

dapmakoxkuHeTHKa codocOyBHpa H3ydagack Mocje rnpueMa pa3oBoi 10361 copocOyBupa 400 Mr
nauueHTamu, He uHGuuupoBanusiMu BI'C, ¢ napymenunem ¢ynkuun nouek serkoit (pCK® >50 u
<80 wmn/Mun/1,73 M%), cpemmeit (pCK® >30 u <50 wmu/mun/1,73 M%) wu  TsKenoi
(pCK® <30 ma/mun/1,73 M%) cTeneHy TsKeCTH, a Takke Yy NAIMEHTOB ¢ TEPMHHATBHOMN cTajmeit
MOYEUHOH  HEJI0CTAaTOYHOCTH, KOTOPBIM  HEOOXOIMMO IpOBEJCHHE  TeMOJIHaIn3a.
dapmakokuHeTHKY copocOyBHpa OICHHBAIM B CpPAaBHEHMM C MAlMEHTaMH € HOPMaJIbHOM
dynximeit mouex (pCK® >80 mu/mun/1,73 Mm?). GS-331007 >dheKTMBHO BBIBOAMICS TIPH
remojiasinze ¢ Koddduumentom skerpakuuu npumepHo 53%. Ilocne omHokpaTtHOrO npuema
400 mMr codocOyBupa npu 4-4acoBOM CeaHCEe IeMOHain3a BbIBOJAMIOCH 18% MpHHATOH 103bI

coocOyBupa.

dapmakokuHeTHKa Jieaunacsupa, copocdyBupa u GS-331007 y nanueHTOB, MHOUIMPOBAHHBIX
BI'C, ¢ moye4yHOo# HeJIO0CTATOYHOCTHIO TSDKEJION CTEINEHH, TPUHUMABIIHNX JieJacBup/copocOyBup
B TeyeHue 12 Hemens (n = 18) Obuia conocraBuma ¢ papMakOKMHETUKON y NAIMEHTOB C IIOYEYHOR

HEJIOCTATOYHOCTBIO TSOKEIIOM cTernenu, He nHuuuporanubix BI'C.

dapmakokuHeTHKa Jieaunaceupa, copocdOyBupa u  GS-331007 wu3yyanmach y MAlMEHTOB,
uHuiposanubix BI'C, ¢ TepMHHaIBHOM cTajuell IMOYEYHOM HENOCTaTOYHOCTH, KOrjia

HEeO0OXOMMO TIPOBEJICHHE JMAIN3a, PUHAMABINNX JieaunacBup/copocOyBup B Teyenue 8, 12 u



24 nestens (n = 94), u oneHUBaANACh B CPABHEHHH C MallHEHTaAMU 0€3 [MOUYEUHON HEJI0CTATOUHOCTH,

NPUHUMABIIUX yJacTHE B KIMHUYECKUX MCCIIEIOBAHUSIX JieunacBupa/codocOyBupa 2/3 pazbl.

Ileyenounas nedocmamounocms

DapMakOKMHETHKY JIeJMIIacBUpa HM3y4alad I0Cjie NpHeMa pa3oBOil 03wl JeaumnacBupa 90 mr
nanuenrtamu, He uHpuuMpoBanubiMH BI'C, ¢ HapymeHreM (QyHKIMH MEYSHH TSKEIOH CTeNeHH
(xmace C no knaccudukanuu Yaitna-ITsio-Tropkorra (UI1T)). Coneprxanne eiunacBupa B Iia3me
(AUCinf) y manueHToB ¢ HapylieHHeM (YHKIMH TEUEHH TsKEIIOW CTENeHH W y MMAIlMeHTOB B
KOHTPOJILHOM TpyIine ¢ HOpPMaJbHOW (yHKIMEH TeyeHr ObUIO OAMHAKOBBIM. [lomynsiimoHHbIC
ucene0BaHus (papMakOKMHETHKH Y MalieHToB, nHuuupoBanueix BI'C, mokasanu, 4to 1muppo3
II€YEHH (BKJIIOYAs IEKOMIIEHCUPOBAHHBINA IIUPPO3) HE OKA3bIBACT KIIMHUYECKH 3HAYUMOTO BITHSIHHS

Ha 5KCIIO3UIHIO JIEAUITaCBHpa.

dapmakokuHeTHKY codocOyBHUpa U3ydaiu mocie rnpuema j103bl codpocoysupa 400 mr B TeueHue 7
JHeR y nanueHToB, HHGuIMpoBaHHbix BI'C, ¢ HapyiieHreM (YHKIIUH TeYeHH CPeTHEH U TSOKEIOM
crenenn TsokecTH (xkimaccsl B u C nmo YIIT). Ilo cpaBHeHHMIO ¢ HalMEeHTaMH ¢ HOPMAaTbHOM
¢bynknueii neyenu nokasarenb AUCo24 copocOyBupa rnpu HapymeHusiX GYHKIUH EUYEHH CpeIHei
U TSOKEJION CTENEHH TshKeCTH ObUl yBesnndeH Ha 126% u 143% cOOTBETCTBEHHO, B TO BpeMsl Kak
nobimenne AUCo24 GS-331007 cocraBmio 18% u 9% coorBercTBeHHO. [lomyssimuoHHbBIE
ucene0BaHus (papMakOKMHETHKH y MarueHToB, nHGuuupoBanueix BI'C, moka3zaiu, 4yTo muppo3
neyeHu (BKJIIOYask IeKOMIIEHCUPOBAHHBIH IIMPPO3) HE OKa3bIBACT KJIMHUYECKH 3HAYMMOTO BIIHSIHUS

Ha sKcno3unuio codocdysupa u GS-331007.

Macca mena

Ha ocHoBanuu nonyJssiiiuOHHBIX MCCIIE/I0BaHUN (apMaKOKUHETHKH YCTAHOBIJIEHO, YTO Macca Teja
HE OKa3bIBACT CYIIIECTBEHHOI'O BIIMSIHUS HA HKCINO3UIUIO0 coPocOyBHpa. DKCIO3UIMS JIEUITACBUpa
YMEHBIIIAETCSl MpPH YBEIWYCHUH Macchl Teja, HO Takod 3(dexT He cuuTaercs KIMHUYECKU

3HAa4YHUMBIM.

Jlemu

dapmakokuneTHka jgeaunacsupa, copocdysupa u GS-331007 y nmoapoctkoB B Bozpacte oT 12 10
18 ner Obuta aHasoruyHa (apMaKOKHHETHKE Yy B3pOCIBIX B HCCie0BaHUsAX 2/3 (dasbl mocie
npuema  Jeaunacsupa/copocOyBupa (90 mr/400 mr).  dapMakoKMHETHKA  JIeJUIIacCBHpA,
coocOyBupa u GS-331007 He uccnenoBaiach y NalMeHTOB JIETCKOrO Bo3pacta muaaume 12 jger

(em. pazzien «Criocod mpUMEHEHHUsE U JI03b1»).
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INOKA3AHUSA K IPUMEHEHUIO

®

IIpenapar 'apBonu” mokasan st jedenus xporumdeckoro rematura C (XI'C) y B3pociubix u

110JIPOCTKOB B Bo3pacte oT 12 jo 18 jer.

IMPOTUBOITOKA3AHUS

o [loBblnecHHas YYBCTBUTCIIBHOCTh K }ICﬁCTBYIOHlHM BC€HICCTBaAM HJIHU J1}060My JApyromy

KOMIIOHEHTY Tperapara;
e bepeMeHHOCTh U NIEpHO/I TPYAHOTO BCKApMIIHBAHMS;

e Jlerckuii Bo3pact o0 12 net (3¢dexkTHBHOCTL U 0€301aCHOCTh HE YCTAHOBJICHA Y JAaHHON

HOMYJISIIIH);
e COBMECTHOE IIPUMEHEHHE B PO3YBACTATHHOM;

e YV NAlMEHTOB, TMOJYYAIOUIMX MOIIHBIE HWHIAYKTOPHI P-riMKonpoTenHa B KHIIEUHHKE
(pudammunmn, pudadbyrun, 3BepoOOH  npojbIpsBIeHHBINH  [Hypericum  perforatum],
kapbamazenuH, (enHobapbutan, ¢enuntonn). COBMECTHOE NPHUMEHEHHE MOXET BBI3BIBAThH
3HAYUTEJIBHOE CHW)KEHHE KOHIEHTpalMu JieaunacBupa u codocOyBupa B IUIa3Me M

oc1abIATh TepaneBTHYECKoe JeicTBre npenapata I 'aponu®;

e COBMECTHOE ITPUMEHEHHE C IpenapaTaMu, CoaepKaiumMu copocOyBup;

L4 HeﬂepeHOCI/lMOCTb JIAKTO3bI, Ile(l)l/lLII/IT JIAKTAa3bl, INTFOKO30-TraJIaKTO3HasA Manba6cop6um{.

C OCTOPOXHOCTBIO

Y  DanmMeHToB € MOYEYHOH  HEJAOCTATOYHOCTBIO  TspKenoi  cremenn  1sbkectd  (pCK®
<30 mu/mun/1.73 Mz) WA TCPMHUHAIBHOMW CTaJMeii MOYEUHOM HEJOCTAaTOYHOCTH, KOT/Ja
He0OXO0IMMO TpOBe/ieHHe reMonann3a (cM. pasaernsl «Crocod npumeHeHus ¥ J103b» 1 «Ocodbie

yKazaHusi»).

Co creayromumMH JIeKapCTBEHHBIMH TIpernaparaMu MPUMEHSTh € OCTOPOKHOCTBIO (CM. paszien
«B3aumonencTBrE ¢ APYTrUMH JIEKAPCTBEHHBIMH CPEJACTBAMMY ):
e AHTHAPUTMHUYECKHUE ITperapaTbl: aMHOJAAapOH, AUTOKCHH;

e CoBMeCTHOE TIPHMEHEHHE ¢ KOMOMHAIMSIMH aTa3aHaBUP/PUTOHABUD, JlapyHABHP/PUTOHABHP

WM JIOTTHHABHD/PUTOHABHP, HMCIOJIB3YEMbIMA B COYETaHHM C TEHO(OBHpA JU3ONPOKCHIIA

dymaparom; TpUMEHEHHE C¢ KOMOHMHAIMEH SIBHTErpaBUpP/KOOHIMCTAT/IMTPHIMTAOMH/

TeHo(oBHpa Iu3onpokcua Gpymapar.
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He pexomenayercst MpUMEHSTH CO CIEJYIOIIUMHU JICKAPCTBEHHBIMH IperaparaMi (CM. pasjiel
«B3anmoneicTBHE ¢ JIPYrUMH JICKApPCTBEHHBIMH CPEJICTBAMUY ):
e VYMepeHHbIC MHIYKTOPbI P-rimkonporenHa B KHINEYHHUKE (HArpumep, OKckapOaseruH,

pudaneHTHH, THIPAHABUD, YCHIICHHBIH PUTOHABUPOM).

NPUMEHEHHUE IIPM  BEPEMEHHOCTH W B NEPHOJ TI'PYJAHOIO
BCKAPMJIMBAHUS

bepemMeHHOCTh

Het nocrarounsix nanubix (Menee 300 uMcxo/10B OepeMEHHOCTEH) O MPUMEHEHUH JIeUIacBUpa,
®

copocOyBupa wiauM  npenapata l'apBoHu BO Bpemsi OepemenHoctu. B kauectse

pelypeuTeIbHON Mephl IPOTHBONOKA3aHO TIpUMeHeHHe mpenapata | apsonu® Bo Bpems

OepeMeHHOCTH.

PesynbraThl JOKIMHMYECKHX HCCIEC/IOBAHUH HE OOHApyKWIM TPSAMYIO HIH OIOCPEI0BAHHYIO
PEnpOJyKTUBHYI0 TOKCHYHOCTH. JlaHHBbIC, TIIOJy4eHHBIE IIpU BBEJCHHMH JIeJMIIAacBUpa HIIH
copocOyBHpa y KpbIc M KPOJIHMKOB, YKa3bIBAIOT Ha OTCYTCTBHE CYIIECTBEHHOI'O BIHSHUS Ha
pa3BuTHE IUI0/Ia. TeM He MeHee, HeNlb3sl TOJHOCTHIO OLEHHUTH JICHCTBHE NpEeTbHBIX
KOHILEHTpalui cohocOyBUpa y KPbIC U COOTHECTH €r0 C JICHCTBUEM PEKOMEH/IyeMbIX KITHHHYECKHX

J103 'y 4CJIOBCKA.

JKeHIMHBI, CTIOCOOHBIE K lIeTODO)KIIGHH}O/KOHTDaHeHHHﬂ Y MYKYHH W KCHIIIHH

HeoOxosumMo mpHHUMATh MaKCHMMalIbHBIE MEpbl TIPEJIOCTOPOKHOCTH JUISL  NPEAYTPEKIACHHS
OepeMEeHHOCTH y TAIMeHTOK M IMOJIOBBIX IMAPTHEPII MYKYMH-IIAIIMEHTOB IIPH HCIOJIb30BAHUH
npenapara I'aponn®™ coBMecTHO ¢ puOGaBUPHHOM. Y BCEX HKCHEPUMEHTATBHBIX KHBOTHBIX IPH
npuMeHeHHH  pubaBupuHa  ObBUIM  OTMEUYEHbI  BBIPAKCHHBIC  TEPATOICHHBIC  W/HMIH
amOpuorokcnueckue 3pGexThl. KeHIMHB ¢ COXPAHEHHBIM JIETOPOIHBIM MOTEHIMAIOM WM HX
MapTHEPHI JI0JKHBI TPUMEHSITh 3()()EKTUBHBIE METO/Ibl KOHTPALIECIIIIUN B IIEPHO/L JICUCHHS U T1OCIIE
€ro OKOHYaHUS B TEUEHUE HEOOXOJMMOro IEepuojia BPEMEHH, COIVIACHO PEKOMEHAALUSM IIpU
NPUMEHEHUH pubaBUpUHA (CM. HHCTPYKIIMIO 110 MPUMEHEHUIO pubaBUpUHA JUIS JOTIOJIHHTEIbHON

UHPOPMAITUH).

['pyHOE BCKapMJIMBAHUE

HewusBecTHO, MPOHUKAIOT JIK JICAUIACBUP Wi cOPocOyBUP WM UX METAOOJIUTEI B IPYTHOE MOJIOKO

YECJIOBCKA.

WNmerommuecs: JaHHBIE 10 (bapMaKOKI/IHQTI/IKe Y JKHBOTHBIX CBHICTCIBCTBYIOT O BbIJICJICHUH

JeMnacBupa u MeTaboauToB coocOyBHpa B IPy/IHOE MOJIOKO.
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Henb3st MCKIIIOUHTE PHCK JUIsi HOBOPOKJEHHOTrO/MiIaeHna. Takum o6paszom, npenapar ['apsonn®™

HEC CJICAYCT NIPUMCHSATH B IICPHUO/I I'PY/IHOT'O BCKapMJIMBAHM .

Bimsinue Ha PENPOJYKTUBHYIO (bYHKuHIO

Jlanuple o BiausHMM npenapata [apponu® Ha pENpOAYKTHBHYIO (YHKIMIO Y deloBeKa
oTcyTcTBYIOT. MecienoBanus npumMeneHus jgeunacsupa u cohpocOyBUpa y sUBOTHBIX HE BBISIBHIIN
HeOJIaroNnpHUsTHOIO BIMSIHUS Iperapata Ha pernpoayKTUBHYIO (DYHKIIHIO.

®_ ciemyer oOpaTHTh BHUMaHHE

Ecnu pubaBupHH NpUMEHsETCss COBMECTHO ¢ npenapatom ['apBoHH
Ha TPOTHBOIOKA3aHMs, CBsA3aHHBIE C INPUMEHEHHWEM puOaBUpUHA BO BpeMsi OEPEMEHHOCTH U
KOPMJICHHSL TPYJAbIO (CM. HHCTPYKIMIO 110 HPUMEHEHHIO puUOaBUpUHA JUIsS JIOTNOJHHUTEIBHOM

uHpopmanum).
CIIOCOBb INTPUMEHEHMUS U 103bI

Jlis npriema BHYTpb.

Jleuenne npenaparom ['apBoHH" J0JDKHO HAYMHATLCS M KOHTPOIMPOBATHCS BPAdOM, HMEIOLIAM

OIIBIT JICUHCHHUSA XPOHHUYCCKOI'O rermarura L.

PekoMenjlyercsi NpUHMMATh 10 OHOH TaGneTke mnpemapara ['apoHn™ oJMH pa3 B CYTKHM
HE3aBUCHMO OT Ipuema numu. Tabnerky HeoOXOIMMO MpOrIaThiBaTh IETMKOM, 3aruBasi BOJIOM.
Tabnerku He peKOMEHIyeTCsl pa3’KeBBIBATH MIIH PAa3IaMbIBATh M3-3a TOPHKOTO BKYCA.

®

Tabamua 3: Pexkomenjyemasi npoao/LKHTEIbHOCTL JiedeHusi npenaparom [apBonun® n

pPeKOMEeH/IyeMblii IPHeM COBMECTHO ¢ pHOABHPHHOM Y OIpe/IeJIeHHbIX MO Py

IMonyasiunst nauHeHToB™ IMpoaonKkNTEILHOCTD JIeYeHHst
(BKJIIOYAs MaLMEeHTOB ¢ Ko-uHpekuueit BUY)

Bspocnvle nayuenmel u nayuenmor noopocmkosoeo ospacma om 12 nem u cmapute ¢ cenomunom 1, 4, 5 unu 6 XI'C

[apsonu® B TeueHue 12 Heaennb

[laumenTsl 6€3 uMpposa - MoxHO paccMaTpuBaTh NPOAOIIKUTENLHOCTD JIEYEHHS
npenapatom ['apsonu® B TeueHue 8 Hezielb y NALMEHTOB €
FeHOTHIIOM 1, KOTOpbIE paHee He MoJyyaln JieueHHe

[apBonu® + puGaBupun® B Teuenue 12 Henennb

WK

IapBonu® (6e3 puGaBupuna) B TeueHue 24 Helenb

- MoXHO paccMaTpuBaTh NPOAOJIKUTEILHOCTD JIeUEHUS
npenapatom ['apsonn® (6e3 pubasupuna) B Teuenue 12 Heaenb
JUISl TALMEHTOB ¢ HU3KHM PUCKOM MPOrpeccUpoBaHus 3a001eBaHus
M JUIS TeX, Y KOTO eCTh MOCJIey0L1e BAPUAHTHI JUIS TTOBTOPHOTO
JeueHus (em. paszaen «Ocolble yKazaHus»).

[TalMeHTbl ¢ KOMIIEHCHPOBAHHbIM
LIIPPO30M

lapBonu® + puGasupun® B Teuenue 12 Heneinnb

(cm. paznen «Dapmakosoruueckue CBOHCTBAY)

- MoxHo paccMaTpuBaTh NPOJOKUTENbHOCTD JIeUeHH s
npenaparom ['apsonu® (6e3 pubasupuna) B TeueHue 12 vemess (y
nauueHToB 0e3 Mppo3a) WiK B TeueHue 24 Hejelb (Y NalMeHTOB ¢
LIMPPO30M TMEYEHH) /LIS NALMEHTOB, KOTOPbIE HE MOTYT IPUHUMATh
puOABUPUH MM MMEIOT HEMEPEHOCUMOCTh pUOaBUPHHA.

[TauneHThbl Mocie TpaHCIIaHTalMU NeYeHHU
0e3 UMppo3a Wik ¢ KOMIEHCUPOBAHHBIM
LIUPPO30M
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IMonyasiuust nauneHToB*® ITpoao/IKNTEeILHOCTD JIeYeHust
(BKJIOYAs MalMEeHTOB ¢ kKo-uHpekuueit BUY)

Tapsonn® + puGasupun® B Teuenue 12 Henennb

[atmeHTbl ¢ IEKOMIIEHCHPOBAHHBIM (cm. paszen «DapMakoIoruueckue cBoiicTay)

LMPPO30M HE3aBHCHMO OT CTaTyCa - MoxHO paccMaTpuBaTh MPOAOJIKHTENILHOCTD JIeYEHUS
npenapatom ['apsonu® (6e3 puGasupuna) B Teuenue 24 Heeb
JUISl TALIMEHTOB, KOTOPbIE HE MOTYT MPUHUMATh PpUOABUPHUH WIIH
MMEIOT HEMEPEHOCUMOCTh pubaBHpHHa.

TPaHCIUIAHTALIUK TTIEYEHH

Bspocavle nayuenmor u nayuenmer hoopocmkosozo sozpacma om 12 nem wiu cmapuce ¢ 2enomunom 3 XI'C

ITalMeHTbI ¢ KOMIIEHCHPOBAHHBIM
LIUPPO30M W/WITH TIPe/iblay e
He3((PEeKTUBHOCTBIO JIeUSHHsI

I'apsonu® + puGasupun® B Teuenue 24 Hezenb (CM. pasaenbl
«Dapmakosioruyeckue cBoiicTBay u «Ocobdble ykazaHHs).

A B3pocibie: 103a pubaBUpUHA pacCUMTHIBAETCS HA OCHOBaHMM Macchl Tena (< 75 kr = 1000 mr u > 75 kr = 1200 mr),
npenapar npuHUMarT BHYTPb B JIBA pa3/ie/ibHbIX NpueMa Bo Bpems e/bl. [ToapocTku: pekoMeHaauuu no 103MpoBaHUI0
pubaBupuna cMm. B Tabnuue 5 nanee.

B PekoMeHIALMK 10 J03MUPOBAHMIO PUOABHPMHA y MALMEHTOB C JEKOMIEHCHPOBAHHBLIM LMPPO30OM MEUEHH CM. B
Tabauue 4 nanee.

Tabmna 4: Pekomenanuu 1mo M3MeHEHHIO /103bI PHOABHPHHA /IS COBMECTHOI0 NpHeMa ¢
npenaparom ['apsonn® y nanmenTos ¢ JAEeKOMIIEHCHPOBAHHBIM HHPPO30M IeYeHH

IMauuenrt Jloza pubaBHpHHA®

Kunace B no knaccuduxaunu Yaiina-Tsio- 1000 mr B 1eHb 715 MALIMEHTOB C MACCoii Tesla MeHee 75 Mr 1
Typkorra (UI1T) unpposa neuenn y naunentoB | 1200 Mr B JeHb /Ui NALMEHTOB C MAccoii Tesna >75 kr
nepesl TpaHCIiaHTaluei

Kunace C no knaccuduxaunu YIT mupposa Hauanbhas no3a coctasiusier 600 Mr, HO MOKET ObITh YBEJIMYEHA J10
MEYEHHU Y NMAaLMEHTOB NEPel TpaHCIIaHTalue 1000 mr/1200 mr (1000 Mr B IeHb [UTA MALIMEHTOB ¢ MAccoii Tesa
meHee 75 Mr v 1200 Mr B ieHb Juls NallMEHTOB C MAcCoii Tea

Knaccel B unu C no knaccudukaunu YITT >75 xr) B ciiyqae xopouieil nepeHocuMocTu. Eciu HavanbHas 103a
LIMPpO3a MeYeHH y NaLMeHTOB Nocie HE SBJIAETCS XOPOILO NEPEHOCUMOM, TO CJIELYET YMEHbIIUTh 103y B
TPaHCIIaHTaLUu COOTBETCTBUM C KIIMHUYECKUMH NMOKa3aHUSIMH HA OCHOBAaHUH

KOHUECHTpALUWH reMorjo0uHa.

* Ecam He ypaercs J0CTHYb CTAHAAPTHOI 103bl pubaBupuHa (Mo macce Tesia U M0 (QYHKUHMH MOYEK) M0 MPHUMHE
NEePEeHOCHMOCTH, TO ClIelyeT PacCMOTPeTh npueM npenapatos ['apsonu® + puGaBupun B TeueHue 24 Hezesb, 4TOObI
CHM3UTb PUCK pELIUIMBA.

®

[Ipu ucnosnb30BaHuKM puOABHPHHA ¢ mpenapatoM ['apBoHu” CM. HHCTPYKLHMIO 110 TPUMEHEHHIO

pubaBUpHHA JUISl TONOJIHUTEIHLHOH HHPOPMAIHH.

Jlnsa noapocTkoB B Bo3pacte oT 12 10 18 seT pekoMeHayeTcs: Cle/IyIoIuil pexuM JI03MpOBaHHSI

pPlﬁaBI/IpI/IHaZ CYTOUYHYIO 103y NPUHHUMAIOT B JIBa IIpUe€Ma BO BPEMs €/1bI.

Tabanua 5. PykoBoacTBo mo o3upoBke pubaBupuHa npu npueme npenapara apsoun®
no/IpocTKaMu B Bo3pacre ot 12 g0 18 et

Macca Tena, Kr Jlo3a pudbaBupuHa™
<47 15 mr/kr/nexb
47-49 600 Mr/neHn

50-65 800 mr/neHb

66-74 1000 mr/nexb

>75 1200 Mr/nenn

*PubaBupUH NPUHUMAIOT BHYTPb B JIBA Pa3/IE/IbHbIX PUEMA BO BPEMS €JIbl.
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Hsmenenue doszvl pubasupuna y nayuenmos, npunumatowux 1000-1200 me exceonesno

Ecnu npenapar I'apponu® ucrons3yercs B KOMOHHAIMM ¢ PUGABHPHHOM M Y TAIMEHTA BOSHHKIIA
Cepbe3Has He)KelaTellbHas peakilus, MOTEeHIMAILHO CBs3aHHasl ¢ pUOaBUPHUHOM, J103y pubaBHpHHA
ClIeZlyeT U3MEHHUTh WM NPEKpPaTUTh MpHeM pUOABUPHHA MOJHOCTBHIO, €CJIM 3TO BO3MOXHO, JI0
ocabiieHus] HeXKelaTelIbHOW peakluy WM CHIDKeHHs ee Tshkectd. B Tabmwie 6 npejcraBiieHbl
PEKOMEH/IallMK 110 M3MEHEHHUIO JI03bl W IpEeKpalleHuIo InpuemMa pudaBUpHMHA HA OCHOBAHUH
KOHIIEHTPAIUHA FeMOTJI00MHA U COCTOSIHUS CEP/IEYHO-COCYAMCTOM CHCTEMBI MAIHeHTA.

Tabimna 6: PexoMeHnganuu 1mo M3MeHEHHIO JI03bI PHOABHPHHA TPH COBMECTHOM IpHeMe ¢
npenaparom I'apsonn® y B3poc/ibIX nanuenTosn

Jlanubie 1ab0paTOPHBIX AHAJIM30B YMeHbIIHTE 103y IIpexparure npuem
pubaBupuna 10 600 mr/aenn, | pudaBUpHHA, eCIIH:
ecJIn:

KoHnueHrpanus remorsiobuHa y | <10 r/an <8,5r/mn

nauueHToB 0e3  cepaeuHO-COCYAMCThIX

3abosneBaHuit

KoHnuentpauus remorjio0uHa Y | CHHJKEHHE COZIepsKaHusl < 12 r/nn yepes 4 Henenu

MaUMEeHTOB C HaJuyueM CcTabWibHBIX | remorioOuHa Ha > 2 /Ul B nocjie yMeHbLIEHHs 103bl

CepIeYHO-COCYIUCTBIX  3a00jieBaHuii B | 11000 4-HeenbHbIN Mepruos
aHamHese JIeUeHHUs!

[Tocnie Toro, kak npuem pubaBupuHa ObUI OTMEHEH BBUIY OTKJIOHEHHUsS 3HAYEHUH J1abopaToOpHBIX
noKasaresjaed OT HOPMbI MJIM KaKHX-JIMOO KIMHUYECKUX IPOSBICHUH, MOKET OBITH NpeaIpuHsTa
IOIBITKA ITOBTOPHO Hayark IpueMm pudaBupuHa B g03e¢ 600 MI eXeJHEBHO, C YBEIUYEHUEM JI0
800 mr exeHeBHO. OIHAKO HE PEKOMEHIYETCS YBEIIMYCHHUE JI03bl pUOABUPHHA JIO IEPBOHAYATBHO

HazHaueHHOU 710361 (1000—1200 mr exeIHEBHO).

Hayuenmor 0emckozo eo3pacma miaouie 12 1em
® v
besonacnocts u a¢dexTuBHOCTH npenapata ['apBoHu” y JgeTeil B Bozpacte Miamme 12 eTr He

ObL1a ycTaHoBJIeHa. JlaHHBIC OTCYTCTBYIOT.

IIponyck npuema 0o3vl npenapama

[lanmenTam criegyer 3HaTh O TOM, YTO B Cllydyae PBOTHI B TEUEHHE 5 4YacOB ¢ MOMEHTa IpHEMa
npernapara cjeayeT MPHHSTH JOMOJTHUTEIbHYIO TabaeTKy. Ecim pBoTa Bo3HHKIIAa Ooiee yeM depe3
5 yacoB nocJie rnpuemMa Irnperapara, J0MOJHUTEIbHYIO Ta0IeTKy IPUHAMATh HE HYXKHO (CM. pasjedn

«DapmMaKoJIOTHYECKHE CBOMCTBAY ).

Ecau nponyck 710361 B IpUEMe Ipernapara coCTaBu/l MeHee 18 yacoB, MalueHTy ciaeayeT NpUHSATH
nperapar Kak MOJKHO CKOpee, a 3aTeM IPOJAO0/DKUTh OOBIUHBIN IpueM npenapara. Eciu onosnanue

B IIpUeMe Ipernapara cocraBuiio Oosiee 18 wacoB, mauueHTy CielyeT IOJ0XKAaTh, W IPHEM
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cienyomel TabJIeTKH OCyIIeCTBUTh B 00bIYHOE Bpems. llanmeHTy He cieiyer NpHHHMATh

JIBOMHYIO 703y.

Hayuenmur nosicunozo 6o3pacma
KoppexTnpoBka /103bl JUls TNAIMEHTOB IIOKMJIOTO Bo3pacta He Tpebyercs (cM. pasjedn

«DapMaKoJIOrHYeCKue CBOUCTBAY ).

lloyeunas neoocmamounocms
JUis nanueHTtoB ¢ HapymieHWeM (QYHKIHMM IOYeK JIETKOM H  Cpe/HEH CTENeHH TSHKECTH

KOPPEKTHPOBKa J103b1 penaparta I'apsonn® He Tpebyercs.

Jlannbie 1o Ge30macHOCTH NPUMEHEHMs y NAIMEHTOB ¢ HapylieHHeM (YHKIHH TOYeK TSHKeI0H
crenenn (pCK® <30 mn/mun/1,73 M?) wiim ¢ TepMHHAIBHOI CTajueil TOYeUHOi HeJ0CTATOYHOCTH,

®
MOXHO Ha3Ha4daTb

KOrJia HeoOXO/JIMMO IPOBEJICHUE JManu3a, orpanuydensl. Ilpenapart ['apBonu
JIAHHBIM TPYIIaM NAlMEHTOB (KOPpPEeKLHUs 03Bl MPHU 3TOM He TpedyeTcs) B TeX clydasx, Korja
JIDyT'He€ BO3MOJKHBIE BAapUaHThl TEpallMd HE JOCTYMHBI (CM. pazjaensl «DapmakoIOrHYecKue
cBoiictBay («®apmakoaunamukay u «DPapmakokuHeTnkay), «llobounoe neictBue» u «OcoObie

YKa3aHUS»).

Hapywenue ¢hynkyuu nevenu

He Tpebyercs Koppekimsi 71036l mpenapata ['apBoHH”™ y MAlMEHTOB ¢ HapyHMIHUSMH (GYHKIIHH
NIEYECHH JIETKOM, CpeHel U TsoKeslol creneHu TspkecT (kimaceel A, B wim C no knaccudukanuu
Yaiina-IIeto-Typkorra).  besonmacnocts  u sddexkruBHOCTS  JiepunacBupa/copocdOyBupa

YCTAHOBJICHA Yy MAITHCHTOB C JICKOMIICHCUPOBAHHBIM [IUPPO30M IICYCHH.

MNOBOYHOE JIEUCTBUE

O030p npodusist 6€30MaCHOCTH V B3POCIBIX

B kIMHMYECKHX HCCIIEOBAHMSIX YCTAJIOCTh M TOJIOBHAs OO0JIb yalle BCTpevaslach y MallMeHTOB,
KOTOpbIE TOJIy4aIu JIeAunacBup/copocOyBUp, MO CpaBHEHHWIO C TAIMEHTAMH, IOJyYaBIIAMH
wiane6o. [lpu  HcciaeoBaHMM  COBMECTHOrO NpUMEHEHMs JieaunacBupa/codocOyBupa B
KoMOuHanMu ¢ pubGaBUpUHOM Hambosiee YacThle HEXKeIaTesbHbIE JIEKAPCTBEHHBIE PEaKIMU Ha
KOMOMHUpOBaHHYIO  Tepanuio Jeaunacsup/copocOyBup + pubOaBUPHH  COOTBETCTBOBAIIU
u3BecTHOMY mnpoduito OezonacHocTd pubOaBupuHa O3 YBEIMYEHMSI 4YACTOThl M TSIKECTH

OKUIACMbIX HEKECJIATCIIbHBIX JICKAPCTBCHHBIX peaxuni’i.

Jlosis mManMeHToB, KOTOpbIE HMOJHOCTHIO TMPEKPATHIIM JICUCHHE M3-3a HEXKeJaTeIbHBIX PeaKIHii,
cocraBuia 0%, <1% wu 1% Juis manMeHToB, KOTOpble MOJMyYanu JeaunacBup/codocOyBup B

teueHue 8, 12 u 24 Henenb cooTBeTCTBEHHO; U <1%, 0% 1 2% Ju1si NAaMEHTOB, KOTOPBIE MOIyYalld
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KOMOMHHMPOBAHHYIO Tepainuio jeaunacBupom/copocOyBipom + pubaBupuH B TedeHue 8, 12 u

24 Hesenb COOTBETCTBEHHO.

TabauuHoe pe3roMe HeKeJIaTeNIbHbBIX PeaKIdil

Bo Bpems mupumenenus npenapata 'aponu” OBUIM  3aperHCTPHPOBAHBI  CIIELYIOIIHE
HeXelarelibHble  JIeKapcTBeHHble  peakuuu  (Tabmmma 7). HexenarenbHble — peakiuu,
IIEPEUUCIICHHBbIE HUKE, yKa3aHbl 110 KjlaccaM CHCTEM OpPraHoB M 4actore. YactoTa ompemensercs
cienytomumM obpaszom: oueHb yacteie (>1/10), gacteie (ot >1/100 g0 <1/10), Hewactsie (o1 >1/1000
1o <1/100), peaxue (=1/10 000 o <1/1000) mim ouyens pejakue (<1/10 000).

Tabamna 7:  HexesaTeibHble JIeKADCTBEHHbIE peaKNHH, HWICHTH(GHIHPOBAHHBIE TNPH
npumenennn npenapara l'apsonn®

Yacrora | HexenarenbHasi 1eKapcTBeHHAs peaKHs

Hapywienus co cmoponvl nepeHoil cucmemvl.

OuyeHb yacThie l roJioBHasi 00JIib

Hapywenus co cmoponul KO4CU U NOOKOICHBIX MKAHEU.!
Yacteie ChIllb

Yacrora HEM3BeCTHA aHFI/IOHeBPOTI’I“IeCKI/II‘;I OTCK

Hapywenus obwezo xapakmepa:

OueHb yacThie YCTAJIOCTh

B3pociible nanueHThl ¢ JIEKOMIEHCHPOBAHHBIM IIHPPO30OM W/ OXXKHUAAOMUE TpaHCIIaHTAITH IO

HJIW TIIEPCHECIIUE TPAHCIIJIAHTAITUIO TTICYCHHU

[Ipoduns Ge3onacHOCTH NMPUMEHEHHS KOMOMHAIMH JieunacBup/coocOyBUp ¢ pubOaBUPHHOM Ha
npoTsukeHUH 12 wim 24 Helenb y B3pOCHBIX MAIUEHTOB C JIEKOMIIEHCHPOBAHHBIM MOPAKEHUEM
neyeHn M (WJIM) IEepeHeCIHIUX TPAHCIUIAHTAIUIO TeYeHH ObLI OmpeesieH B JIBYX OTKPBITHIX
KJIMHUYECKHUX uccieoBanusix. He oOHapykeHO HOBBIX HEKeTaTeNbHBIX peakluil y MarueHTOB C
JICKOMITEHCUPOBAHHBIM LIUPPO30M H (MIJIM) MEPEHECHINX TPAHCIIJIAHTAIMIO TTEYSHH U TMOJTy4aBLIMX
KoMOuHanuio neaunacsup/codpocOyBup ¢ pubaBupunom. HecMoTpst Ha TO, 4TO HeXenaTeIbHBIC
peakluu, B TOM YHCIIE CEpPhe3HbIC, MPOUCXOJIMIN Yalle B 9TOM HCCIEJI0BAaHHM IO CPAaBHEHHIO C
MCCJIe/IOBAaHUSMH, UCKITIOUABIIUMHU yYacTHE TNMAIMEHTOB C JEKOMIIEHCAed U (M) TepeHeCcInX
TpaHCIUIAHTAIMIO TE€YeHHW, HaOMoJaeMble HeXelaTelbHble SBICHUS OBLIM  0)KHJAEMBIMHU
KJIMHUYECKHUMHU TTOCIICJCTBUSMHU IMO3IHUX CTaJuii 3a00JeBaHus MeYeHU U (WJIM) TPaHCIUIAHTALlUU

WM COOTBETCTBOBAIM U3BECTHOMY Npoduito 6e30nmacHoCTH pubaBupHHa.

CHmwxeHre KoHIeHTpauuu remorioduna <10 r/mn u <8.5 r/m1 Bo Bpems jedeHus HaOII0Aa10Ch
COOTBETCTBEHHO Y 39% 1 13% manueHToB, MOJIyYaromuX KOMOUHALIUIO JieunacBup/codocOyBup ¢

nbaBupuHOM. 15% marmeHToB IpeKpaTUiIv IIpUeM puOaBUpHHA.
p p PeKp p p p
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Y 7% TMaIMEeHTOB, TMCPCHCCIIUX TpPaHCIUIAHTAIIUIO TICYCHU, ObUT H3MEHEH PEKUM  BBCIACHHUA

UMMYHO/ICTIPECCAHTOB.

[laren Tl ¢ T0YEeYHOH HEJOCTATOYHOCTHIO

B otkpbitom kimHuueckom wuccnegoBanud 18 manmmentoB ¢ XI'C renoruna 1 u nodeyHou
HEJIOCTATOYHOCTBIO TSIKEJION CTeneHH NpUHUMaIK JeaunacBup/codocOyBup B Teuenue 12 Heelns.
ITo pesynpTaram OIEHKHM THX OIpPAaHMYEHHBIX KIMHMYECKMX JIAHHBIX MO 0E30MacHOCTH MpOQHIIb
HEJKellaTeNIbHBIX SBICHUI Ha (hOHE IpHeMa mperapara MpakKTHYeCKd He OTIHYAJICS OT 0)KUIaeMOro

npoduIis y NaMEHTOB ¢ MOYEUYHON HEJI0CTATOYHOCTHIO TSKEJIONH CTEIeHH.

Besonacnocts  mpemapata Iapsonu®  Takke  OleHMBAanach B JpyromM  12-HeJedbHOM
HEKOHTPOJIMPYEMOM KJIMHUYECKOM HCCIIe/IOBAaHUH, BKIIIOYaBIIEM 95 ManueHToB ¢ TePMHUHAIBHOU
CTa/IueH MOYEUHOH HEeJI0CTATOYHOCTH, KOI/la He0OX0/IMMO MpOoBeIeHHE Arain3a. B aTHX yclioBusix
sxcnosunus merabonura codpocOysupa GS-331007 yBenuuuBaiack B 20 pa3, npeBbiilias YPOBHH,
IIPH KOTOPBIX B JOKJIMHUYECKHUX HCCIEAOBAHUSX HaOMOJaINCh HekenaTelpHble peakuuu. [lo
pe3yibTaTaM OLEHKH 3THUX OrpaHHMYEHHBIX KIMHUYECKHX JaHHBIX IO 0e30MacHOCTH MpoQHIIbL
HE)KeJIaTe/IbHBIX SIBICHUN U JIeTAJbHBIX HMCXOJI0B Ha ()OHE MpueMa Ipernapara MpaKTHYeCKH He
OTIMYAJICS OT OXKHMJIAeMOro mnpoduias y NAlMeHTOB ¢ TEPMHHAIBHOH CcTajued IOYeqHOM

HEI0CTATOYHOCTH.

ECTI/I

BesonacnocTs 1 3¢ pexTuBHOCTH Npenapata I'apponu™ y moapocTkoB B Bospacte oT 12 10 18 net
OCHOBBIBA€TCS HA JaHHBIX, MMOJIYYEHHBIX B OTKPBITOM KJIMHHYECKOM HCCieqoBaHuM (a3wl 2, B
KoTtopoM ydactBoBaio 100 mnammentoB ¢ renotunom 1 wuHpeknuun BI'C, npuHMMaBmux
nenunacsup/codocOyBup Ha npoTsikeHun 12 Henmenb. Habnmogaemble HexesaTelbHbIE SBICHUS
COOTBETCTBOBAJIM  TE€M,  KOTOpble  HAOMIOZAIUCh B KJIMHUYECKUX  HCCIIEJOBAHMSX

neaunacsupa/codocOyBrpa ¢ ydacTueM B3pocibiX (M. Tabmuity 7).

Onucanue OT/IeJbHBIX He)KeIaTeIbHBIX PEaKIIHM

Hapywenus cepoeunozo pumma
Habmonamuchr cinydan Tspkenoit Opamukapauu W OJI0Kaabl cepjlia INpu IpHeMe Ipernapara

¥ B KOMOMHAIIMM C AMHOJAPOHOM M/WIIM JPYTMMH IIpenapaTtamu, KOTOPbIE CHHIKAIOT

["apBonu
4acTOTYy Cep/IeYHbIX COKpalleHuil (cMm. pasjensl «B3aumozaelicTBue ¢ JIpyrMMHU JIEKapCTBEHHBIMH

cpencTBaMm» ¥ «OcoOble yKazaHus» ).

Hapywenus co cmoponwvt kKoxcu

Yacrora Heu3BecTHa: cuHapom CtuBeHca-/[oncona.
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IEPEJIO3UPOBKA

Haubonpieit, pokymeHTanbHo 3aduKCHpOBaHHON J1030M JiejunacBupa U codocOyBupa ObLIO
120 mr gBa paza B cytku B Tedenue 10 jHeit u 1200 Mr oJIHOKparHO COOTBETCTBEHHO. B
UCCIICJIOBAHMAX IPUHUMAIM ydacTue 3J0poBble J100poBOJibIbL [lpu mnpueme mnpemnapatoB B
YKa3aHHBIX 038X HE OTMEYAJIOCh KaKOro-guOo HeOJaronpusTHOrO BO3JACHCTBHS, a 4acToTa U
TSOKECTh  HEXKEJATEIbHBIX peakiuid ObuIM aHAJIOIMYHBl 3apPErMCTPUPOBAHHBIM B IPYIIIax,
nosyyaBmux ruianedo. Biusnue Gosiee BHICOKHX /103 HEM3BECTHO.

®

Cremmduyeckuii aHTHAOT Ha ciydail mepenosuposku npenapatom I'apsonu® orcyrcrsyer. B

cllydae Iepe/io3UPOBKH CIIEAYET KOHTPOJMPOBATH COCTOSHHE MAIlMeHTa Ha MPEJMET BbISBICHHS
NPU3HAKOB MHTOKCHKanuu. Jledenwe mnepeno3upoBku mnpenapara |apBonn® 3akmouaercs B
IPOBEICHUH 00X MO ICPKUBAIOIINX MEPOIIPUATHI, BKIIIOYAs PEryJISPHBIA KOHTPOJIb OCHOBHBIX
du3nosornueckux Tmokazareled W HaONMIOJCHHE 33 KIMHHYECKHM COCTOSIHHEM [allMeHTa.
VunuTbiBas TO, YTO JEJUMACBHP B 3HAYUTENILHON CTENEHH CBSI3bIBACTCs C OeIKamMH, reMO/IHalIi3
BpAJ JM TIpUBEJET K CYIIECTBEHHOMY BBIBEJCHUIO JieUNacBupa. | eMojauanus MOXKeT

crniocobcTBOBaTH 3(P(HEKTHBHOMY BBIBEJICHHIO JOMHHUPYIOIIETO HUPKYJIMPYIOIIEro MeTadouTa

copocdyBupa GS-331007 (koadpdunment sxcrpakimu 53%).

B3AUMO/IEMCTBHUE C JIPYTUMM JIEKAPCTBEHHBIMU CPEJICTBAMHU

[Tockonbky npenapar [apsonu” comepxkut neaunmacBup u codocOyBHp, TP €ro HpHEME
BO3MOJKHBI JIIOObIE B3aUMOJICHCTBUS, 0OYCIOBJICHHBIC YKa3aHHBIMH AKTHBHBIMH BEIIECTBAMH I10

OTACJIBHOCTH.

Bo3MoxHOE BIMsIHHE IIpernapara raDBOHH® Ha JIpyruc JICKapCTBCHHLIC CPC/ICTBA

JlenunacBup sBIsieTCs  in vitro MHrHOMTOpPOM nepeHocuyrka P-rimkonporenHa u  Oeska
PE3UCTEHTHOCTH paka MoJjiouHoH skene3bl (BCRP), moaToMy OH MOKET yCHJIMBaTh BCACHIBAHHME B
KUIIEYHUKE COBMECTHO BBOJAMMBIX CYOCTPATOB YKa3aHHBIX IEPEHOCUYHUKOB.

Bo3mo)kHOE BIMSIHHE JIDYTHX JIEKADCTBEHHBIX CPEJICTB Ha IIpernapar raDBOHH®

Jlenumaceup 1 codocOyBUp SABISIOTCS  cyOcTpataMHM IEPEHOCUYMKA AKTUBHBIX BEIIECTB

P-rinuxonporenna u BCRP, a GS-331007 — ner.

JlexapcTBenHble — mpenaparbl,  SIBISIIOIIMECS — CHJIBHBIMM — MHJyKTOpamu  P-riamkomnporenHa
(pudamnunun, pudadbyTiH, 3BepoO0i poasipsBiIeHHbI [Hypericum perforatum], kapbamasenuH,
(dhenobapOutan u (HeHUTOUH), CrOCOOHBI 3HAYUTEIILHO CHU3UTh KOHIIEHTPALMIO JICAUIIacBUpa U
copocOyBHpa B IJIa3mMe, 4TO MPUBOJUT K CHI)KCHHIO TepaneBTHYecKoro s¢dexra komOMHAIMU

JeunacBup/copocOyBHp, MOITOMY OHH IPOTHBOIOKA3aHBl K COBMECTHOMY IPUMEHEHHIO C
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®

npenaparoMm I'apBonn™ (cM. paznen «lIporuBonokazanus»). JlekapcTBeHHbBIE penaparsl, KOTOPbIE
SBJIAIOTCS  YMEPEHHBIMHM — MHJyKTOpaMu  P-rimkonporerHa B KHIIEYHHKE  (HAmpuMmep,
OKCKapOa3enuH), MOTYT BbI3bIBaTh CHW)KEHHE KOHIICHTpAIlMM JieJunacBupa u codocOyBHpa B
miasMe u ocnablsTh TepaneBTHueckoe aeiictaue npenapara 'apsonu”. CoBMECTHOE MPUMEHEHHE
npenapara ['apsonn™ ¢ TakMMM TpemapataMM He peKoMeHayercs (eM. pasmen  «OcoOble
yKaszanus»). OJIHOBpeMEHHOE NIPUMEHEHHUE ¢ JIEKAaPCTBEHHBIMH TIperiapataMu, HHIHOHUPYIOIHME P-
riavkonporert u/ninu BCRP, criocoOHO MOBBICHTH KOHIICHTPAIMIO JieHacBupa u copocOyBupa B
miasme, Ipu 3ToM Konuentpamus GS-331007 B na3sme He yBenuumpaeTcs; npenapar I'apBoHu®
MOJKHO Ha3HayaTb COBMECTHO ¢ uHruouropamu P-rimxonporemna w/mnmm BCRP. Ilpornos B
OTHOIIEHMH  KJIMHMYECKM 3HAaYMMOTrO  B3aUMOJCHCTBHSI  JICKAPCTBEHHBIX  MpernaparoB ¢

KoMmOuHanuel neaunacsup/codpocdysup, onocpenoannoro pepmentamu CYP450 i UGTIAL,

OTCYTCTBYET.

[lanMenThl, MoJIyyaronue aHTaroHuCThl BUTamuaa K

¥ MOKeT H3MeHSThCS (DYHKIHIS

HOCKOJ’Ibe IpH HCIIOJIE30BAaHUH COBMECTHO C IIperiapaToM FapBOHH
ICYCHH, PEKOMEHIYETCHA TIATEILHBIN MOHUTOPHHT 3HAYECHU MEKIAYHApOJIHOI'O

HopMaiM30BaHHOro otHouenus (MHO).

Biusinue IMPOTUBOBUPYCHBIX nperaparoB npsMOro JICUCTBUS Ha npenaparkl,

MEeTa0OIM3HPYIOIIHECS B IICYEHU

M3Menenuss (pyHKIMHM TEYEHHM NPHU MPHEME MPOTHBOBUPYCHBIX IPENApaToOB IMPSMOro JeHCTBHS
MOI'YT OKa3bIBAaTh BIHMSIHHE Ha ()apMAKOKMHETHKY TIpernaparoB, METaOOJU3UPYIOIIUXCS B MEUSHU
(HanpuMep, MMMYHOCYIPECCHBHBIX IPENapaToB, TAaKUX KaK WHIHOWUTOPHI KaJbLIMHEBPHHA), B

oTHoweHuH BoiBeieHus BI'C u3 opranuzma.

Baumojieiicteue npenapata [apBoan® u Ipyrux JeKapcTBEHHBIX CPEICTB

B TabGnune 8 npejcraBiieH cucok 3agMKCHPOBAHHBIX WM MOTEHIIMATBHO KIMHUYECKH 3HAYUMBbIX
CllydyaeB B3aUMOJICHCTBUS JIEKAPCTBEHHBIX cpeAcTB (koadpduiment 90% J0BEpUTETBHOIO
uHrepBaia (J[M) reomerpuyeckoro cpegHero, pacCYMTaHHOIO METOJIOM HAMMEHBIIMX KBaJIpaToB
ObL1 Oe3 u3mMeHeHuil - "«<", nosbicuics - "1", moHu3uacs - "|" B CpaBHEHUH € YCTAHOBJICHHBIMU
rpaHUYHBIMU 3Ha4yeHUsiMH). OmNUcaHHBIE CIy4dyad B3aMMOJICHCTBHS JIEKApPCTBEHHBIX CpPEJICTB
OCHOBAHBI Ha MCCIICZIOBAHUSX, POBEJICHHBIX c MIPUMEHEHHEM KOMOMHAIMU
nexunacBup/copocOyBup MM JeaunacBupa u codocOyBUpa, Kak OTIAEIbHBIX JAEHCTBYIOUIMX
BEIIECTB, WJIM JK€ CYLIECCTBYIOT MPEANOCBHUIKUA /IS CJIy4aeB B3aMMOJCHCTBHS JIEKAPCTBEHHBIX
CpeaCTB, OOYCIOBJICHHBIX IPUMEHEHHEM KoMOuHaIuu Jseaunacsup/codocdysup. B tabnuny He

BKJIFOUCHBI BCE ITperiapaThl.
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Tabsmua 8: Bzaumoneiicrsus Mexay npenaparom Iapsonu® u IpyrumMu JieKapcTBeHHBIMH

npenapaTaMu

JlekapcTBeHHbI#
npenapar
(TepaneBTHYeCKasi
rpymnna)

Bausinue na
KOHUEHTPaLHH
npenapara.

Cpeanee orHowenue (90%
JIOBEPUTE/IbHbIH
unrepsa) aiast AUC, Cumay,
Cmina'b

PeKoMeHIalnH 110 COBMECTHOMY NPHMEHEHHIO ¢
npenapatom I'aponn®

CPEJCTBA, CHUWXKAKILME KUCJIOTHOCTb

PacTBopuMOCTb  JieiMMAacBMpa  yMEHbLIAeTcs ¢
yBennuenwem  pH.  JlekapcTBeHHble — CpelcCTBa,
criocoOHble yBennunBaTh pH jkenyzika, MOTYT CHU3UTb
KOHLIEHTPALMIO JIEJIUITACBUPA.

Anmayudwer

Harnpumep, r’uIpoOKCUI
QTIOMUHUS WM MarHusi;
KapOOHAT KasbLus

B3aumoneiictBue He
UCCIIEI0BAIOCH.
Oxunaercs:

| Jlenunacsup

<> CoocOyBup

« GS-331007

(ITobienue pH xenyaka)

Pekomenyercs caenath nepepbiB B 4 yaca Mexiy
MpUeMOM aHTaluaa v npenapara ['apsoun®.

Anmazonucmeol Hy>-2ucmamunoswix peyenmopos

DaMOTHANH

(40 mMr ongHOKpaTHO) /
JIeIUMacBUp

(90 Mr oHOKpaTHO)® /
copocOyBup

(400 mr onHOKpaTHO)® ¢

DamMOTHIMH OZIHOBPEMEHHO
¢ npenapatom ['apsonu®?

Jlenunacsup
} Cmax 0,80 (0,69, 0,93)
< AUC 0,89 (0,76, 1,06)

CodocOysup
1 Ciax 1,15 (0,88, 1,50)
< AUC 1,11 (1,00, 1,24)

GS-331007
> Cax 1,06 (0’97’ 1,]4)

[{umeTuanuu® < AUC 1,06 (1,02, 1,11)
Husaruaun®

Panuruaun® (ITobienue pH xenynka)
DamMOTHIUH JlenunacBup

(40 Mr oiHOKpaTHO) / 1 Ciax 0,83 (0,69, 1,00)
JIeINNacBUp «~ AUC 0,98 (0,80, 1,20)
(90 Mr omHOKpaTHO)® /

coocOyBup Codocoysup

(400 mr osHOKpaTHO)® ¢

DaMOTHINH NpH
Ha3HayeHuu 3a 12 yacoB 10
npenapara ['apoun™?

<> Cmax 1,00 (0,76, 1,32)
<~ AUC 0,95 (0,82, 1,10)

GS-331007
< Chax 1,13 (1,07, 1,20)
— AUC 1,06 (1,01, 1,12)

(ITosbituenue pH xenyika)

AHTaroHucTsl Hr-penentopoB MOryT NpHMEHSTHCS
O/ITHOBPEMEHHO WJIM C BPEMEHHBIMM HHTEpBAIAMU C
npenaparom ['apponu® B 103€, KOTOpas He TPeBbILIACT
J103bl, COMOCTaBUMbIE C hamMoTUaMHOM 40 Mr, ABaXk /bl
B CYTKH.
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JlekapcTBeHHbII
npenapar
(TepaneBTHYeCKAsI
rpynmna)

Bausinne Ha
KOHLIEHTPALHH
npenapara.

Cpennee orHowenue (90%
JI0BEPHUTE/IbLHBIN
untepBai) st AUC, Cuax,
Cmina‘b

PexomeHJauuH N0 COBMECTHOMY NPHMEHEHHIO €
npenapatom Fapsonu®

Hneubumopuol npomornHoit homnoel

Owmernpaszoun Jlenunacsup J1o3bl UHIMOUTOPOB MPOTOHHOM MOMIIbI,
(20 Mr oaHokpatHo) / | Cmax 0,89 (0,61, 1,30) comnocrtaBumble ¢ omenpazoisom 20 Mr, MoOryt
JIeZIUNIacBUp 1 AUC 0,96 (0,66, 1,39) MPUHUMATHCS OJIHOBPEMEHHO  C npenapaTom
(90 mMr ogHOKpaTHO)® / lapsonu®.  MHruGuTOpbl NpPOTOHHOI NOMMBI  He
coocOyBHp CodocOysup clelyeT TMpUHMMaTh [epel [PUEMOM [penapara
(400 Mr o/1HOKpaTHO)* > Chax 1,12 (0,88, 1,42) [apsonu®,
<« AUC 1,00 (0,80, 1,25)
Omenpasost 0IHOBPEMEHHO
¢ npenaparom ['apponu® GS-331007
> Cpax 1,14 (1,01, 1,29)
Jlanconpazon© <~ AUC 1,03 (0,96, 1,12)
PaGenpazon®
[Tantonpason® (IToBbienue pH xeny/ka)
D30mernpazos’
AHTUAPUTMHUYECKHUE CPEACTBA
AMuoznapon BzaumoneiictBue He Hcnone3oBaTh  TOJABKO B Clyyae  OTCYTCTBUA
MCCIIEI0BAJIOCh. aJIbTEePHATHUBDI. Pekomenayercs TIATEIbHBI
MOHMTOPHHT, €CJIM JaHHbIH JeKapCTBEHHbII npenapar
NPUMEHSETCS OJHOBPEMEHHO ¢ npenapatom ['apsoHn®
(em. pazpenst «IloGounoe neiictBue» u  «Ocobble
YKazaHus»).
JIurokcux B3aumozneiictBue He OnHOBpeMeHHOE MpuMeHeHne mpenapara ['apponn® ¢
UCCIIE10BAJIOC. JUFOKCUHOM ~ MOXKET — [PHBECTH K  [MOBBILIEHHUIO
Oskupaercs: KOHUEHTpaUMKM  AurokcuHa.  Ilpm  coBmMecTHOM
1 Jlurokcuu NPUMEHEHUH JIMIOKCMHAa ¢ npenapatom [apsonn®
<> Jlenunacup cieayeT coloaaTh OCTOPOKHOCTh, U PEKOMEHIYETCs
<> CotocOysup peryJsipHblIii KOHTPOIIb TepaneBTHYeCKOi
< GS-331007 KOHLEHTPaLMU IUTOKCHHA.
(Murubuposanue
P-riukonporenHa)
AHTUKOATI'YJISIHTBI
JlaburaTtpana sTekcunat BzaumoneiicTBue He [lpy  coBMecTHOM  NpHMeHeHMM  naburaTpaHa

HCCIIE10BAIIOCh.
Oxupaercs:

1 Jlaburatpan
<> JleaunacBup
<> CoocOyBup
< (GS-331007

(Murubuposanue
P-rimkonporenHa)

stekcunara ¢ npenaparom I'apoHn® pekomeHayeTcs
MPOBOANUTH  KJIMHUYECKHH MOHHUTOPHHI C  LIEJNbIO
o0Hapy)XeHHsi MPU3HAKOB KPOBOTEUEHHSI M aHEMHH.
AHaJIN3 Ha CBEPTHIBAEMOCTh KPOBH MOMOTAET BbISIBUTD
MalMeHTOB C TOBBIIIEHHBIM PUCKOM KPOBOTEUYEHMS B
CBA3M C yCHJIEHHEM BO3JeHCTBUA naburatpaHa.

AmnTaronucTtsl BUTamuna K

B3aumoneiicTBue He
UCCIIE10BAJIOCH.

[Ipy  MCNONIL30BAHWM ~ COBMECTHO  CO  BCEMHU
aHTaroHucramu ButamMuHa K TpeOyercsi TiIaTenbHbIit
MOHHUTOPHHT MHO (MeX1yHapoHOe
HOpPMaJIM3allMOHHOE OTHOLIEHWE). DTO CBA3AHO C
U3MEHEHHEM (GyHKUMH NeYeHu BCJIE/ICTBUE
npuMeHeHus ¢ npenapatom I'apsonu®.
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JlekapcTBeHHbII
npenapar
(TepaneBTHYeECKasI
rpynmna)

Baunsinue Ha
KOHLIEHTPALUH
npenapara.

Cpeanee oTHowenue (90%
JIOBEPHTE/IbHbIH
nutepBa) st AUC, Cax,
(:minﬂ’b

PeKoMeH/IalMu 110 COBMECTHOMY IIPUMEHEHHI0 ¢
npenapatom Fapsonn®

IMPOTUBOCYIOPOKHBIE IIPEITAPATbI

Denobapburan
dennTonH

B3aumoneiicTBue He
MCCJIe10BAIOCh.
Oxuaercs:

} Jlenunaceup

| Codocdysup

« GS-331007

(Munykuus P-
MIIMKONPOTEHHA)

[penapar Tapsonu® He cleayer NpPUMEHATh B
komMOuHauun ¢ ¢enobapduTanom U (GEeHUTOMHOM
(cm. paznen «IIpoTuBONOKazaHus»).

Kapb6amazenuH

B3aumoneiictBue He
UCCJIEI0BATIOCD.
Oxupnaercs:

| Jlenunacup

HaGntonaercs:
Coocdysup

| Cmax 0,52 (0,43, 0,62)
| AUC 0,52 (0,46, 0,59)
Chin HeT nanHbIx

GS-331007

> Chax 1,04 (0,97, 1,11)
« AUC 0,99 (0,94, 1,04)
Chin HeT nannbix

(Munykuus P-
IJIMKONIPOTEHHA)

[lpenapar TapBoHu® He ciefyeT TNpPUMEHATh B
koMOuHauMm ¢ kapOamasenuHoM  (CM. pasaen
«ITpoTHBONIOKA3AHUAY ).

Oxkckapbazenut

B3aumoneiictBue He
MCCJIE10BATIOCh.
Oxujaercs:

| Jlenunacup

| Codocbysup

<~ (GS-331007

(Mupykuns P-
TJTMKOTIPOTEHHA)

CuunTaercs, YTO COBMECTHOE NMpPUMEHEHHE MNperapara
I"apsonn® c oKckapOazenuHoOM MOHWIKAET
KOHLIEHTpALMIO JieaunacBupa U codocOyBHpa, 4TO
NpUBEIET K CHWKEHUIO TepaneBTHyeckoro 3¢dekra
npenapara ['apponn®. Takoe COBMECTHOE NPUMEHEHHE
He pekoMeHyercs (cM. paszen «Ocolble yKkazaHUs).

AHTUMUKOBAKTEPHUAJIbHBIE CPEACTBA

Pudamnuumn

(600 Mr onuH pa3 B CyTKH) /
JIeINMacBHp

(onHokparHas 103a 90 mr)¢

B3aumoneiictBue He
UCCJIe1I0BATIOCH.
Oxupnaercs:
Pudamnumn

> Cmax

«— AUC

<> Chin

HabGnronaercs:
JlenunacBup

| Cmax 0,65 (0,56, 0,76)
| AUC 0,41 (0,36, 0,48)

(Mupykums P-
[JIMKONPOTEUHA)

CoBMecTHOe TNpuMeHeHue npenapata [apsonu® ¢
pupaMIULIMHOM  MPOTHUBOMOKA3aHO  (cM.  pasaen
«[TpoTnBONOKa3aHUAY ).
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JlekapcTBeHHbIIH Bausinne Ha PexomeHaanum no coBMeCTHOMY NPUMEHEHHIO €
npenapar KOHLEHTPaLUHH npenapatom lapsoun®
(TepaneBTHYeCKasI npenapara.
rpynna) Cpeanee orHowenne (90%
JI0BEPUTE/IbHbIH
nurepsa) 1t AUC, Crax,
Cmina'b
Pupamnuuun BzaumoneiictBue He

(600 Mr oiiH pa3 B cTyKH) /
coocOyBUp
(omHokpatHas 103a 400 mr)

MCCIIE10BATIOCH.
Oxunaercs:
Pudamnuumnn
> Cnax

« AUC

e Cmin

Hab6monaercs:
CodocOysup

} Cimax 0,23 (0,19, 0,29)
| AUC 0,28 (0,24, 0,32)

< (GS-331007
© Cmax 1,23 (1,14, 1,34)
<~ AUC 0,95 (0,88, 1,03)

(Mupykums P-
TJIMKONPOTEHHA)

Pudadyrun

B3aumoneiicTeue He
MCCIIEI0BATIOCH.
Oxupaercs:

| Jlenunacsup

Habmonaercs:
CodocOyBup

| cmax 0,64 (0,53, 0,77)
1 AUC 0,76 (0,63, 0,91)
Cmin HeT nanHbIx

GS-331007

© Cunax 1,15 (1,03, 1,27)
<« AUC 1,03 (0,95, 1,12)
Cuin HeT nannbix

(Mupykums P-
[JIMKONPOTEUHA)

CoBmecTHOe npuMmeHeHue mnpenapata ['apsonn® ¢
pupabytuHom  mpoTuBOnokazaHo  (cM.  paszzaen
«[TpoTuBonokazaHus»).

Pudanentn

B3aumoneiicteue He
MCCJIE10BAJIOCH.
Oxupaercs:

| Jlenunaceup

| Codocdysup

«— (GS-331007

(Unpyxuus P-
TJIMKOMPOTEHHA)

Oskujaercsi, YT0 COBMECTHOE NMPUMEHEHHE MNpernapara
IapBonu® ¢ pudaneHTHHOM MOHMKAET KOHLEHTPALIMIO
nAeaunacBupa M codocOyBUpa, 4YTO MPUBEAET K
CHW)KEHHIO TeparieBTuyeckoro d¢¢ekra npenapara
laponn®. Takoe COBMECTHOE MpPUMEHEHHE HE
PEKOMEHIYeTCH.
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JlekapcTBEeHHbIH

Biusinue Ha

Pexomennauuu no COBMECTHOMY NPUMEHEHHIO C

npenapar KOHUEHTPAaLHH npenaparom l'apsonn®
(TepaneBTHYECKAS npenapara.
rpymnmna) Cpeanee orHowenue (90%
JI0BEPHUTEILHBIN
unrepsa) 4 AUC, Cmax,
Cmina'b
CEJATUBHBIE/CHOTBOPHBIE ITPEITAPATbBI
Mupazonam HaGmonaercs: He tpelGyercs koppekuus 103wl npenapata I'apponn®
(2,5 Mr oHOKpaTtHo) / Munazonam WK MHJIa30J1ama.
Jlenunacsup < Cumax 1,07 (1,00, 1,14)

(90 Mr oHOKpATHO)

Jlenunaceup
(90 Mr oaMH pas B CyTKH)

< AUC 0,99 (0,95, 1,04)
(uHrudupoBaHue
modepmenta CYP3A)

Mupazonam

> Cnax 0,95 (0,87, 1,04)
«— AUC 0,89 (0,84, 0,95)
(MHAYKUMS U30(epMeHTa
CYP3A)

Oxupaercs:

<> CodocOdyBup

< (GS-331007
IMMPOTUBOBUPYCHBIE MPEMAPATHI JIJISI JEYEHUSI BUY: UHTUBUTOPbHI OBPATHOM
TPAHCKPUIITA3bI
Ddasupens / D¢asupens KoppekTupoBka 1036l npenapara [appoun® wuiu
aMTpuLUTabuH / <> Cnax 0,87 (0,79, 0,97) TeHo(oBUpa JIU30MPOKCUIIA (ymapara/

TeHo(OBUpaA AU30MPOKCHIIA
¢dymapar (600 mr /200 mr/
300 mr pa3 B cyTkH) /
JIeIMNacBUp

(90 mr pa3 B cyTkn)*/
cohocOyBup

(400 mr pa3 B cyTku)® 4

< AUC 0,90 (0,84, 0,96)
<> Ciin 0,91 (0,83, 0,99)

OMTpULMTAOUH

<> Cax 1,08 (0,97, 1,21)
< AUC 1,05 (0,98, 1,11)
> Cpin 1.04 (0,98, 1,11)

Tenodoup

1 Cmax 1,79 (1,56, 2,04)

1 AUC 1,98 (1,77, 2,23)
1 Cmin 2,63 (2,32, 2,97)

Jlenunacsup

| Cinax 0,66 (0,59, 0,75)

| AUC 0,66 (0,59, 0,75)
} Cuin 0,66 (0,57, 0,76)

CodocbdyBup
<> Cpax 1,03 (0,87, 1,23)
<~ AUC 0,94 (0,81, 1,10)

GS-331007
> Crnax 0,86 (0,76, 0,96)
<~ AUC 0,90 (0,83, 0,97)

sMTpuunTaduHa / adpaBupeHsa He TpedyeTcs.

< Cmin 1,07 (1,02, 1,13)
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JlekapcTBeHHbIIH
npenapar
(TepaneBTHYeCKasi
rpymnmna)

Bausinne na
KOHLIEHTPaLHH
npenapara.

Cpeanee oTHowenue (90%
JOBEPHTE/IbHbIH
unrepsa) 1t AUC, Cax,
(jmina'b

PexomeHaanuu no coOBMeCTHOMY NPHMEHEHHIO €
npenapartom apsonn®

OMTpuunTadut /
pwinuBupyH / TeHO(OBKHpa
nu3onpokcuaa pymapar
(200 mr /25 mr/ 300 mr

1 pa3 B cyTkn) /
JIeIUIacBUp

(90 mr pa3 B cyTkH)/
coocOyBup

(400 mr pa3 B cyTku)" ¢

OMTpULUTAOUH

= Cmax 1,02 (0,98, 1,06)

« AUC 1,05 (1,02, 1,08)
= Cmin 1,06 (0,97, 1,1 5)

Punnusupun

<> Cimax 0,97 (0,88, 1,07)

<~ AUC 1,02 (0,94, 1,11)
< Cpin 1,12 (1,03, 1,21)

Tenodosup

< Cmax 1,32 (1,25, 1,39)
1 AUC 1,40 (1,31, 1,50)
1 Cmin 1,91 (1,74, 2,10)

Jlenunacsup

> Chax 1,01 (0,95, 1,07)

< AUC 1,08 (1,02, 1,15)
<> Cpin 1,16 (1,08, ],25)

CodocbdyBup
<> Cpax 1,05 (0,93, 1,20)
< AUC 1,10 (1,01, 1,21)

GS-331007

o Coax 1,06 (1,01, 1,11)
o AUC 1,15 (1,11, 1,19)
o Cuin 1,18 (1,13, 1,24)

KoppekTuposka 103b1 npenapata I'apsonu® win
puInUBHPHUHA/TeHO(DOBHPA IU30NPOKCHIIa (hymapaTa/
IMTpHULIMTaOMHA He TpedyeTcs.

AbakaBup / TaMUBYIMH
(600 Mr/300 mr pa3 B cyTkn)
/ nepunacBup

(90 mr pa3 B cyTkun)*/
cohocOyBup

(400 mr pa3 B cyTkun)" ¢

AbakaBup
> Cnax 0,92 (0,87, 0,97)
<~ AUC 0,90 (0,85, 0,94)

JlamuBy ivH

<> Cnax 0,93 (0,87, 1,00)

< AUC 0,94 (0,90, 0,98)
<> Cmin 1,12 (1,05, 1,20)

Jlenunacsup

< Cnax 1,10 (1,01, 1,19)
< AUC 1,18 (1,10, 1,28)
HCmin 1,26(1,17, 1,36)

CodocOyBup
> Cmax ],08 (0,85, 1,35)
< AUC 1,21 (1,09, 1,35)

GS-331007

<> Cax 1,00 (0,94, 1,07)

< AUC 1,05 (1,01, 1,09)
<> Cumin 1,08 (1,01, 1,14)

Koppekuusi 103upoBkM npenapata ['apsonHn® win

abakaBupa/naMuBy1MHA He TpebyeTcsl.
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JlekapcTBeHHbIH
npenapar
(TepaneBTHYECKASsI
rpynna)

Bausinue Ha
KOHUEHTPalnu
npenapara.

Cpennee oTHowenue (90%

JAOBEPHUTEIbHBIN

uurepsal) st AUC, Cmax,

PexomeHIanMH MO COBMECTHOMY NPHMEHEHHIO €
npenapatom lapsonn®

Cmina'b
IMPOTUBOBUPYCHBIE INPEINTAPATHI U151 TEUEHWSI BUY: UHT'UBUTOPBI TIPOTEA3bI BUY
ATazaHaBup, yCHIEHHBbII ATtazaHaBup Koppekuusi 10361 s npenapata ['apsonu®  wiu
PUTOHABUPOM > Cax 1,07 (1,00, 1,15) arazaHaBupa, YCHJIEHHOTO PUTOHABUPOM, HE
(300 mr/100 mr onuH pas B < AUC 1,33 (1,25, 1,42) Tpedyercs.

cytku) / neaunacsup (90 mr

OJIMH pa3 B CyTKH) /
coocOysup (400 mr oauH
pa3 B cyTku)® 4

t Cuin 1,75 (1,58, 1,93)

Jlenunacsup

1 Conax 1,98 (1,78, 2,20)

T AUC 2,13 (1,89, 2,40)
T Cmin 2,36 (2,08, 2,67)

CogocdyBup
<> Cmax 0,96 (0,88, 1,05)
< AUC 1,08 (1,02, 1,15)

GS-331007
o Coax 1,13 (1,08, 1,19)
- AUC 1,23 (1,18, 1,29)
o Cumin 1,28 (1,21, 1,36)

Wudopmaumsi o0 komOuHauMu
TeHO(OBUP/IMTpULIMTAOUH + aTa3aHaBUP/PUTOHABUP
MnpeJicTaBlieHa HUXKe.

ATa3zaHaBup, yCUIEHHbIH
putoHasupom (300 mr/

100 Mr oi1H pa3 B CyTKH) +

IMTPULIMTAOUH /

TeHo(OBUpa AU30NPOKCHIIA

¢ymapar (200 mr/300 mr
OJIUH pa3 B CyTKH) /
neaunacsup (90 mr oanx
pa3 B cyTku)® /
copocOysup (400 Mr oauH
pa3 B cyTkn)® ¢

[Tpu oqHOBpEMEHHOM
npumeHennn’

ATa3aHaBup

«> Cmax 1,07 (0,99, ],14)
< AUC 1,27 (1,18, 1,37)
1 Cmin 1,63 (1,45, 1,84)

PutonaBup

> Cnax 0,86 (0,79, 0,93)
< AUC 0,97 (0,89, 1,05)
1 Cumin 1,45 (1,27, 1,64)

OMTpHUHTAOUH

<> Cnax 0,98 (0,94, 1,02)

< AUC 1,00 (0,97, 1,04)
<> Chin 1,04 (0,96, 1,12)

Tenodosup

1 Cmax 1,47 (1,37, 1,58)
< AUC 1,35 (1,29, 1,42)
1 Cumin 1,47 (1,38, 1,57)

Jlenunacsup

1 Cumax 1,68 (1,54, 1,84)

1 AUC 1,96 (1,74, 2,21)
1 Cmin 2,18 (1,91, 2,50)

Codocoysup
< Cpax 1,01 (0,88, 1,15)
< AUC 1,11 (1,02, 1,21)

GS-331007
< Cmax 1,17 (1,12, 1,23)
<~ AUC 1,31 (1,25, 1,36)

1 Cumin 1,42 (1,34, 1,49)

[Ipy npumeHeHnu c¢ TeHOo(oBUpA AU3ONPOKCHIA
¢ymapatoMm B COYETaHWM C  aTa3aHaBUPOM/
puTOHaBMpoM  npenapat ['apponu®  yBenuuuBai
KOHLEHTpaLHo TeHO(oBHpa

Be3onacHocth TeHodoBupa aAu3onpokcuiaa (pymapara
Ha (oue npumeHeHus npenapata [aponu® u
(hapMaKOKHHETHYECKOro  ycuiauTesnss  (Hampumep,
pUTOHABHMpPA MJIM KOOMLMCTATA) HE YCTAHOBIIEHA.

KomOunatms JIOJKHA UCTI0JIb30BAThCS c
OCTOPOKHOCTBIO, C YACTBIM MOHUTOPUHIOM (PYHKLIMH
noyeK, €cliM Jpyrue BapUaHThl HEAOCTYMHbI (CM.
paszznen «Ocobble yKazaHus»).

KoHueHTpauus arazaHaBUpa TakKe YBEJIMYMBAETCH, C
PHCKOM  TOBBIIIEHUA YPOBHA OuAMpyOMHAa  WIH
Pa3BUTHS JKEJITYXH. DTOT PHCK TOBBIIIACTCS MPHU
COBMECTHOM  NpPHUMEHEHWHM ¢  puOaBUPHHOM B
komMOuHUpoBaHHOM Tepaniu BI'C-unpexunm.

31




JlekapcTBeHHBIH
npenapar
(TepaneBTHYeCKast
rpynmna)

Bausinue Ha
KOHUEHTPAaUHH
npenapara.

Cpennee ornomenue (90%
JI0BEPHUTEIbHBIN
untepsan) st AUC, Cmax,
Cmina’b

PexoMeH/1a MK 110 COBMECTHOMY NPUMEHEHHIO ¢
npenapatom lapsoun®

JlapyHaBup, yCHICHHBbIH
PUTOHABUPOM

(800 Mr/100 mr oauH pas B
CYTKH) / NleIunacBup

(90 mr pa3 B cyTkm)®

HapynaBup

> Chax 1,02 (0,88, 1,19)
<« AUC 0,96 (0,84, 1,11)
> Cnin 0,97 (0,86, 1,10)

Jlenunacsup

1 Cuax 1,45 (1,34, 1,56)
1 AUC 1,39 (1,28, 1,49)
T Cmin 1,39 (1,29, 1,51)

JlapyHaBup, yCUJIEHHBII
PUTOHABUPOM

(800 mr/100 mr onuH pa3 B
cyTkn) / copocOyBup

(400 mr pa3 B cyTku)

JapyHaBup

> Cnax 0,97 (0,94, 1,01)

<~ AUC 0,97 (0,94, 1,00)
<> Cpin 0,86 (0,78, 0,96)

CodocOysup
1 Cimax 1,45 (1,10, 1,92)
1t AUC 1,34 (1,12, 1,59)

GS-331007
<> Cmax 0,97 (0,90, 1,05)
<~ AUC 1,24 (1,18, 1,30)

KoppekTHpoBKka 103bl a5 npenaparta ['apsonn® uin
JlapyHaBUpa, YCUICHHOTO PUTOHABUPOM, He TpedyeTcs.

Hudopmanus 0 KOMOMHALUK TeHo(oBHp/
IMTPHULIMTAONH + AapyHaBHUP/PUTOHABUP MpPEICTABICHA
HUKE.

JlapyHaBup, YCUIICHHbII
putonasupom (800 mr /
100 Mr oauH pas B CyTKH) +
IMTpULUTabuH /
TeHO(OBUpA AU30NPOKCHIIA
¢ymapat (200 mr /300 mr
OJIH pa3 B CyTKH) /
JIeIMNAacBHUp

(90 mr oauH pa3 B cyTkH) /
copocOysup (400 Mr omH
pas B cyTkn)®> 9

[Tpu oagHOBpEMEHHOM
npumeneHuu’

JlapyHnaBup

> Cmax 1,01 (0,96, 1,06)
< AUC 1,04 (0,99, 1,08)
> Cpin 1,08 (0,98, 1,20)

PutoHaBup

© Cnax 1,17 (1,01, 1,35)
< AUC 1,25 (1,15, 1,36)
T Cmin 1,48 (1,34, 1,63)

OMTpULMTAOUH

> Ciax 1,02 (0,96, 1,08)

<« AUC 1,04 (1,00, 1,08)
< Cmin 1,03 (0,97, 1,10)

Tenoposup

1 Cmax 1,64 (1,54, 1,74)

1 AUC 1,50 (1,42, 1,59)
1 Cmin 1,59 (1,49, 1,70)

Jleaunacsup

> Chmax 1,11 (0,99, 1,24)

< AUC 1,12 (1,00, 1,25)
> Cin 1,17 (1,04, 1,31)

CodocOysup
| Cimax 0,63 (0,52, 0,75)
| AUC 0,73 (0,65, 0,82)

GS-331007
& Cuax 1,10 (1,04, 1,16)
o AUC 1,20 (1,16, 1,24)
o Cuin 1,26 (1,20, 1,32)

[Ipy  COBMECTHOM NpPHUMEHEHHM C  TeHO(pOBHpPa
AM30MpoKcHIa  (ymapatoM B COUETAHMH  C
JlapyHaBMpOM/pUTOHaBUpOM  nipenapatr  ['apsonu®

YBEJIMUUBAJ KOHLEHTPALIMIO TEHO(OBUPA.

be3onacHocTh TeHO(oBUpa au3onpokcuna (ymapara
Ha (oHe mnpumenenus npenapata [apsoHn® u
(hapMakOKMHETHYECKOTO  ycwiauTens  (Hampumep,
pPUTOHABHpA WK KOOMLIMCTATA) HE YCTAHOBJICHA.

KomOunarus JIOJKHA UCII0JIb30BATHCS ¢
OCTOPOIKHOCTBIO, € YACTbIM MOHUTOPUHIOM (DyHKLIMH
MovYeK, €eCNM Jpyrue BapHAHTbl HEIOCTYMHbI (CM.
pazaen «Ocolble yKazaHUsA).
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JlekapcTBEeHHbIH
npenapar
(TepaneBTHYeECKast
rpynmna)

Bausinue Ha
KOHLEHTPaLHH
npenapara.

Cpeanee otHoenue (90%
JOBEPHTE/IbHbIH
nurepsa) 1ist AUC, Cmax,
Cmina'b

PeKOMEHIAIHH 110 COBMECTHOMY IIPHMEHEHHIO ¢
npenapatom Fapsonn®

JlonuuaBup, ycuneHHbli
PUTOHABUPOM +
IMTpULTabuH /
TeHo(oBUpa M30NPOKCHIIA

(hymapar

B3aumonaeiicTBue He
UCCJIE10BAIOCh.
Osxuyaercs:

1 Jlonunasup

1 PuronaBup

<> DMTpULHMTAOHH
1 Tenodosup

1 Jleaunacsup
<> CodocOyBup
< GS-331007

[Ipennonaraercs, 4T0 NpH COBMECTHOM NMPUMEHEHHH C
TeHo(oBHpa AM30MPOKCHIA (hyMapaTOM B COYETAHUH C
JIONMHABMPOM / pUTOHABMpPOM Tiperapar ['apBoHn®
OyzeT TNpHUBOANTbL K TMOBBILIEHUIO KOHLEHTPALIUH
TeHo(oBHUpa.

be3onacHocTh TeHo(OBUpa AM30MpPOKCHIa (pymapara

Ha oHe mnpumenenus npenapara [apBonu® u
(hapMaKOKHHETHYECKOTO  YCHJIMTEs (Hanpumep,
pUTOHABMpA WM KOOMLIMCTATA) HE YCTAHOBIIEHA.

KomOunanus JIOJKHA UCIIO0JIb30BATHCS c

OCTOPOKHOCTBIO, € YACTbIM MOHUTOPHHIOM (PYHKLMH
noyeK, eclu Jpyrue BapUaHThl HEJOCTYNHbI (CM.
pazzen «Ocobble yKazaHUA).

TunpanaBup, ycuneHHblii
PUTOHABHPOM

B3aumoneiicTBue He
HCCIIe1I0BAJIOCh.
Oxuaercs:

| Jlenunaceup

CoBmecTHOe mnpuMeHeHue npenapata [apsonu® ¢

TUIPAaHABUPOM, YCHJIEHHBIM PUTOHABUPOM, MOHMKAET
KOHUEHTPALMIO  JIEAUNACBUpA, UYTO TPUBOAMT K
CHIJKEHMIO TepaneBTHYeckoro 3¢ekra npenapara

| CodocOyBup Tapsoun®. O/1HOBpEeMEHHbI i npHrem He
< (GS-331007 PEKOMEHJTYETCS.
(Munyxuus P-
IJIMKONPOTEHHA)
IMMPOTUBOBUPYCHBIE INPENAPATHI JUISA JEYEHWUS BUY: UHTUBUTOPBLI UHTEI'PA3bI
PanrerpaBup Panrterpasup KoppekTupoBka 1036l isi npenapara ['apsouu® win
(400 mr nBa pa3za B cytku) /| | Cmax 0,82 (0,66, 1,02) panTerpaBupa He TpeOyeTcsi.
JieIunacBup « AUC 0,85 (0,70, 1,02)

(90 mr pa3 B cyTku)®

1 Cumin 1,15 (0,90, 1,46)

Jleaunacsup

> Cmax 0,92 (0,85, 1,00)

< AUC 0,91 (0,84, 1,00)
<> Cuin 0,89 (0,81, 0,98)

PanrerpaBup

(400 mr npa pasza B CyTkH) /
cohocOyBup

(400 mr pa3 B cyTkn)?

Panrerpasup

} Cmax 0,57 (0,44, 0,75)

| AUC 0,73 (0,59, 0,91)
<> Cnin 0,95 (0,81, 1,12)

CodocOyBup
<> Cmax 0,87 (0,71, 1,08)
< AUC 0,95 (0,82, 1,09)

GS-331007
> Crmax 1,09 (0,99, 1,19)

— AUC 1,02 (0,97, 1,08)
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JlekapcTBeHHbIH
npenapar
(TepaneBTHYeECKAs]
rpymnmna)

Bausinue Ha
KOHUEHTPauuu
npenapara.

Cpeanee oTnowenue (90%
J0BEPHUTEIbHbII
nurepai) st AUC, Cmax,
(jmina’b

PeKoMeH1aliu 110 COBMECTHOMY NPUMEHEHHIO ¢
npenapatom Fapsonn®

Dnsurerpasup /
kobuumcrar /
IMTPULUTAOHH /
TeHO(OBUPA IM30NPOKCHIIA
¢ymapar (150 mr/ 150 mr/
200 mr /300 mr oauH pa3 B
CYTKHM) / IeIMnacBup

(90 mr oauH pa3 B cyTkH) /
cohocOyBup

(400 mr oznH pa3 B CyTKH)®

Bzaumozeiicteue He
UCCJIEI0BAJIOCh.
Osxupnaercs:

<> DMTpULHUTAOUH
1 Tenodosup

Habmonaercs:
DnBUTErpaBUp

< Chax 0,88 (0,82, 0,95)
« AUC 1,02 (0,95, 1,09)
1 Cmin 1,36 (1,23, 1,49)

KobGuuucrar

> Cnax 1,25 (1,18, 1,32)
1 AUC 1,59 (1,49, 1,70)
1 Cmin 4,25 (3,47, 5,22)

Jlenunacsup

1 Cimax 1,63 (1,51, 1,75)

1 AUC 1,78 (1,64, 1,94)
1 Cuin 1,91 (1,76, 2,08)

CodocOyBup
T Cmax 1,33 (1,14, 1,56)
1 AUC 1,36 (1,21, 1,52)

GS-331007
1 Comax 1,33 (1,22, 1,44)
1 AUC 1,44 (1,41, 1,48)
1 Cuin 1,53 (1,47, 1,59)

[Ipn BBeAECHHH C SJIBUTErpaBUPOM/KOOMLMCTATOM/
IMTPULIUTAOUHOM/TeHO(OBHPA JIM30MPOKCHIIA
dymapatom npeanonaraetcs, uto npenapat I'apponu®
Croco0eH yBeIMYNBaTh KOHLEHTPALIUIO TEHO(OBHPA.

bezonacHocTh TeHodoBHpa au3onpokcuna (ymapara
Ha (one npumenenus npenapata [apsonu® u
(hapMaKkOKHHETHYECKOro  ycwiaurens  (Hampumep,
pUTOHAaBHMpa WK KOOMLIMCTATa) HE YCTAaHOBJIEHA.

KomOGuHaius JIOJIKHa UCII0JIb30BATHCS c
OCTOPOKHOCTBIO, C YaCTbIM MOHUTOPHUHIOM (DYHKLIMH
MoyYeK, €cCl JApYrue BapuaHThl HEAOCTYMHBI (CM.
paszznen «Ocobble yKazaHusy).

JlonyrerpaBup B3aumoneiictBue He KoppekTupoBka 103bl He Tpedyercst.

MCCJIE10BAJIOC.

Oxunaercs:

<> JlonyterpaBup

< JlenunacBup

< CodocOyBup

<~ GS-331007
PACTUTEJIbHBIE 1O5ABKH
3Bepo0boii B3aumoneiictue He He cnemyer npumeHsTs npemapatr [apsonu®
MPOAbIPSABICHHBI I MCCIIE10BATIOCh. OJHOBPEMEHHO C  [penapatamH, COAepKallkuMH
[Hypericum perforatum) Oskupaercs: 3Bepo00Oit MpoabIpsiBieHHbIit [Hypericum perforatum)

| Jlenunacsup
| Codocbysup
< GS-331007

(Mupykums P-
TJIMKONPOTEHHA)

(cM. paszen «ITporuBonokazanusy).
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JlekapcTBeHHbIH
npenapar
(TepaneBTHYECKas
rpynmna)

Baunsinne Ha
KOHIEHTPAaLHH
npenapara.

Cpennee orHowenue (90%
JOBEPUTEbHbIH
untepsal) aiast AUC, Cmay,
Cmina'b

PeKoMeHIaNM 110 COBMECTHOMY NPHMEHEHHIO ¢
npenapatom l'apsoun®

UHI'MBUTOPBI PEAYKTA3bI I'MI'-KoA

PosyBacraTtun®

1 PosyBacraTux

(Murubuposanue
NePeHOCYUKOB AKTUBHBIX
sewtectB OATP u BCRP)

CoBmecTHOe TnpuMeHeHue npenapara ['apsonu® u
po3yBacTaTMHa  MOKET  3HAUUTENIbHO  YBEJIUYMTb
KOHLIEHTpaluio posyBactatuHa (nosbimeHune AUC B
HECKOJIbKO pa3), U TakuM 00pa3oM YBEJIHYHUTb PUCK
BO3HUKHOBEHMS MUOMATHH, BKIOYas pabdIOMHOIIM3.
CoBmecTHOe TnpuMmeHeHue mpenapata [apsoHn® ¢
pO3yBacTaTUHOM MPOTHBOIMOKA3aHO
(cMm. pazzen «I[IpoTHBOMOKa3aHUs»).

[TpaBacTaTtun®

1 IlpaBactatuH

CoBMecTHOE TpuMeHeHue npenapata ['apBou® u
npaBacTaTMHa  MOXKET  3HAYMUTENbHO  YBEJIUUYMUTh
KOHLIEHTPALMIO [paBacTaTUHA, M TakuMm oOpa3om
YBEJIUYUTh PUCK BO3HUKHOBEHHWsS MMOMATHH. v
NaLMeHToB, TNojaydyaromux npenapar [apsouu® u
npaBacTaTHH, pPEKOMEHLyeTCs MPOBOINTD
KIMHUYECKUH ¥ OMOXHUMMYECKHI KOHTPOJb, TaKkKe
MOXKeT  noTpedoBaTbCsi  KOPPEKTHPOBKA  J103bl
(cm. pazzen «OcoOble yKazaHHs»).

Jlpyrue craTuHbl

Oxupaercs:
1 CraTuHbl

MHIUOUTOpPaMu
[Tpu
®

B3aumoneiictBus ¢ JIpYrUMH
penykrassl 'MI'-KOA He MoryTt uckiouarbes.
COBMECTHOM TpHMEHEHUH C TrpenapatoM [ apBoHU
clie/lyeT paccMaTpuBaTh YMEHbIIEGHHE J103bl CTATHHOB,
TAKKe CJeLyeT MPOBOAMTH TIIATEIbHbIH MOHUTOPUHT
HEKENaTe/IbHbIX peaklMif, CBA3aHHBIX C MPHEMOM
ctatuHa (cM. paznen «Ocolble yKazaHUs»).

HAPKOTHUYECKHUE AHAJIbI'ETUKHU

MetanoH B3aumoeicTere He
UCCJIEI0BAIOC.
Oxuaercs:
<> Jleaunacup
MeranoH R-meTanon
(IMoneprxuBaroias > Cmax 0,99 (0,85, 1,16)

Teparuis MEeTaI0HOM
[30-130 mr/cyTku]) /
copocOyBup

(400 mr oauH pas B cyTku)

— AUC 1,01 (0,85, 1,21)
© Cin 0,94 (0,77, 1,14)

S-MmeTanoH

> Cmax 0,95 (0,79, 1,13)

«— AUC 0,95 (0,77, 1,17)
> Cmin 0,95 (0,74, 1,22)

CodocOysup
l Cmax 0’95 (0168’ la33)
1 AUC 1,30 (1,00, 1,69)

GS-331007
} Cimax 0,73 (0,65, 0,83)
< AUC 1,04 (0,89, 1,22)

KoppekTupoBka 103bl s npenapara ['apsonu® win
MeTazloHa He TpedyeTcs.

UMMYHOCYIIPECCUBHBIE ITPEITAPATDI

[{uknocnopun®

B3aumoneiictue He
UCCIIE10BAIIOCh.
Oxunpaercs:

1 Jlenunacsup

<> 1{MKI0CnOpHH

He Ttpebyercs KOppeKTHpOBKa J03bl Ul Mpenapara
lappon® WIM  UMKIOCTIOPMHA B Hayajse  MX
COBMECTHOTO MpHMeHeHus. Briocieactsun tpedyercs
TILATEJbHbIH MOHHUTOPUHT " BO3MOYKHAs
KOPPEKTHPOBKA JIO3bl LINKJIOCTIOPHHA.
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JlekapcTBeHHbIi

Biusinue Ha

Pexomenaauunu no COBMECTHOMY NPUMEHEHHIO ¢

npenapar KOHLEHTPALHH npenapatom Fapsoun®
(TepaneBTHYeCKasi npenapara.
rpynmna) Cpennee otnowenue (90%
J0BepPUTEIbHbI
unrepsai) st AUC, Cmax,
(:mina’b
[{uknocnopun [lukiocnopun
(600 mr pa3 B cyTku) / > Chax 1,06 (0,94, 1,18)
coocOyBup <~ AUC 0,98 (0,85, 1,14)
(400 mr pa3 B cyTku)"
CodocOysup
1 Cmax 2,54 (1,87, 3,45)
1 AUC 4,53 (3,26, 6,30)
GS-331007
| Cinax 0,60 (0,53, 0,69)
<~ AUC 1,04 (0,90, 1,20)
Takponumyc B3aumoneiictBue He He Tpebyercsi KOppeKkTHpOBKa [03bl Ul Mpenapara
HCCIIE10BAJIOC. lapsonHu® WK TaKpOJIMUMYCa B HAYaJle HX COBMECTHOTO
Osxupaercs: npumeHeHus. BrociaeactBum tpebyercs TiATElbHbIH
< Jleaunacsup MOHMUTOPHHI M BO3MOJKHAs KOPPEKTHPOBKA  J103bl
Takponumyc Takponumyc TaKpoJIMMyca.
(5 mr pa3 B cyTkH) / 1 Cmax 0,73 (0,59, 0,90)
coocOyBup 1 AUC 1,09 (0,84, 1,40)
(400 mr pa3 B cyTku)"

CodocoyBup
| Cmax 0,97 (0,65, 1,43)
1T AUC 1,13 (0,81, 1,57)

GS-331007
> Cmax 0,97 (0,83, 1,14)
<~ AUC 1,00 (0,87, 1,13)

INEPOPAJIbHBIE KOHTPALIEIITUBbI

Hopractumar /
STUHWJIICTPAINOI
(Hopracrumar 0,180 mr/
0,215 mMr/ 0,25 mr/
ytuHmICcTpaanon 0,025 mr)
/ neaunacBup (90 mr pa3 B
cyTkm)

Hopanrectpomun

Y Cmax ],02 (0,89, 1,16)

< AUC 1,03 (0,90, 1,18)
g Cmin 1,09 (0,9], ],3 ])

Hoprectpen

<> Cinax 1,03 (0,87, 1,23)

< AUC 0,99 (0,82, 1,20)
2 Cmin 1,00 (0,8], ],23)

DTUHWIICTPATNOI

1 Cmax 1,40 (1,18, 1,66)
« AUC 1,20 (1,04, 1,39)
<> Cumin 0,98 (0,79, 1,22)

Hopractumar /
ATUHUIIICTPAHO
(Hopractumar 0,180 mr/
0,215 mr/ 0,25 mr/
stunuacTpaanon 0,025 mr)
/ copocOyBup (400 mr pa3 B
cyTkm)

Hopanrectpomun

> Chax 1,07 (0,94, 1,22)
<~ AUC 1,06 (0,92, 1,21)
> Cuin 1,07 (0,89, 1,28)

Hoprectpen

> Cpax 1,18 (0,99, 1,41)
1T AUC 1,19 (0,98, 1,45)
1 Cin 1,23 (1,00, 1,51)

DTUHUIACTPANOI

< Chax 1,15 (0,97, 1,36)

< AUC 1,09 (0,94, 1,26)
<> Cumin 0,99 (0,80, 1,23)

KoppekTipoBka 103bl MEpOpabHbIX KOHTPALENTHBOB
He TpebyeTcs.
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a. Cpeanee npouenrHoe coornomenue (90% JIM) dapMakOKHHETHKH COBMECTHO MPUHMUMAEMOT0 Tpernapara ¢ HCCIe/yeMbIM
JIEKapCTBEHHBIM TPENapaToM B OTJAEAbHOCTH MM B kKomMOuHaumu. Otcyrersue 3¢ ¢exra = 1,00.

b. Bee uccne1oBanns MekICKapCTBEHHBIX B3aUMOICHCTBHI MIPOBO/IMIIMCH C YYACTHEM 3/I0POBBIX J100POBOJIBLEB.

c. [lpunnmaemslit B coctase npenapara ['apsonn®.

d. OtcyreTBHe hapMaKOKHHETHYECKOTO B3anMo aeicTBus B nipeaeiax 70-143%.

€. DTH npenaparhbl 0JHOT0 KJIacca, /1€ MOKHO MPEnoIokKUTh aHATOTHYHOE B3aUMO/ICHCTBHE.

f. PaszneneHnoe Bo BpemeHM (NMpoMexyTok — 12 yacoB) BBeJAeHHEe KOMOMHALMI aTazaHaBUp/PUTOHABUP + IMTPULUTAOMH/
TeHo(hoBMpa JaM30npokcHia (ymapar WIM JapyHaBUP/PUTOHABHP + IMTpULMTAOMH/TEeHO(OBHpA AM30NpOKCHIa ¢ymapar M
npenapar 'apponu® 12710 aHaIOrMUHbIE Pe3yabTaThl.

g. Jlannoe uccieoBanue ObI0 MPOBEACHO MPH MPUMEHEHHH €I1ie IBYX MPOTHBOBUPYCHBIX MPENApPaTOB MPSIMOro JICHCTBHS.

h. Ipenesibl 6MOIKBUBAICHTHOCTH/IKBUBAICHTHOCTH cocTalisiior 80-125%.

OCOBBIE YKA3AHMUSA

I[lpenapar T'aponu™ He cieayeT OJHOBPEMEHHO NPHUMEHSTH C JPYTHMH JIeKAapCTBEHHBIMH

npenaparamu, coaepkamumu coocOyBup.

AKTHBHOCTD 110 T€HOTHUIIAM

WUudopmanus kKacateabHO pPeXMMOB JiedeHHs Npu pasHbix reHorunax BI'C mpejcraBiena B
paznene «Crnoco® mnpumeHeHuss W J103bD». WHpopMmamus KacaTeIbHO BHPYCOJOTHUYECKOH H
KJIMHUYECKOH AaKTUBHOCTM 110 TEHOTHIAM IpejcTaBieHa B pazjeie «DapmMakoIorHyecKkue
CBOMCTBaY.

Knunnueckue JAaHHBIC, MNOAACPIKHUBAIONIUEC TIPUMEHCHHUE IIpeIiapara FapBOHI/I® Y B3pOCJIBIX

nauuenToB, HHGuuupoBanubix BI'C renoruna 3, orpanudens! (cM. paszen «Dapmakoioruyeckue
cBoiicTBay). OTHOCHUTE/IBHAS YPPEKTUBHOCTD |2-HEeIENbHONW CXEMbI JIEUEHHUS] C HCIIOJIb30BaHHEM
neaunacBupa/codocOyBupa + pubaBUPHH MO CpaBHEHUIO C 24-HEAETbHOM CXEMOW JieyeHHs ¢
ucroib3oBanueM codocOyBupa + pubaBupuH He u3ydanack. KoncepBaruBHasi 24-HedenbHas
Tepanus peKOMEH/IyeTCsl BCEM IalMeHTaM, KOTOpbIe paHee MOJyYald JeYeHUe, ¢ TEHOTHIIOM 3 U
nalnMeHTaM, KOTOpble paHee He IMOJIydald JICUYCHHE, C TeHOTHIIOM 3 M ¢ IUPpPO30M (CM. paszien
«Crioco6 npumeHenus 1 103b1»). [Ipn uudexiuu renotuna 3 npuem npenapara lapsonn® (Beera
B KOMOMHaAImMu ¢ puOABUPUHOM) CIEIyeT paccMaTpuBaTh Uil MAlUEHTOB, KOTOPbIE HMEIOT
BBICOKMH PHCK KIMHMYECKOIO IIPOrpPEeCcCUpOBaHMs 3ad0JI€BaHUs M KOTOPbIE HE HMEIOT
QJIbTEPHATUBHBIX BAPHAHTOB JICUCHHUSL.

Kimmauyeckue JAaHHBIC, MOAACPIKHUBAIOIIUE IPUMCEHCHHUEC IIperiapara rapBOHI/I® Y B3pOCJIbIX

nareHToB, uHQuuupoBanublx BI'C  remorunma 2 w6, orpaHudeHbl (cM. pasjen

®dapMakoI0ruuecKue CBOMCTBAY).

Tspxenas Opaaukapaus ¥ O10Kaza cepna

Habmoanucens ciydan  Tspkesniod Opajukapauu W OnoKaibl cepilla [pH IpueMe Iipernapara

®

["apBoHM "~ B KOMOMHAIIMM C aMHOJIAPOHOM HE3aBUCHUMO OT IpHEMa JPYIMX IIPEnaparoB, KOTOPhIE

CHIDJKAIOT YacTOTY CepACUHBIX COKpaleHnil. MexaHu3M JeicTBUS He ObL1 yCTaHOBIIEH.
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B pamkax KJIMHHYECKHX HCCleA0BaHUN copocOyBHUpa KOJMUYECTBO CIIy4aeB COBMECTHOIO IpHeMa
amMmojilapoHa OBUIO OrpaHMYEeHHBIM. Takue ciyyaun NOTEHIHMAIbHO IPEACTABISIOT Yrpo3y s
’KH3HH, TIOATOMY aMHO/IapOH JI0JKEH NMPUMEHSITHCS Y MAMEHTOB, KOTOPbIE IIPUHUMAIOT TIpenapar
I'apsonn®, TOBKO B Cilyyae, €CIM APYTHe albTepHATHBHbIC AHTHAPMTMHYECKHE TIPENAPaThl II0XO0

TMEPCHOCATCS UITU ITPOTHBOITOKA3aHbI.

B ciyyae eciin CONMyTCTBYIOLIHMI ITPUEM aMUOJIapOHA CUMTAETCS HEOOXOJMMBIM, PEKOMEHIYETCs
NPOBOJUTH THIATEIbHBII MOHHTOPHHI TAIIMEHTOB, KOTOpbIE HAYMHAIOT IIPUEM Ipenapara
Iappoun®™. IlamueHThl, KOTOpble HAXOJSATCS B TPYNIE BBICOKOTO pPHCKA BO3HHKHOBEHHSI
Opa/inapuT™MHUH, JIOJDKHBI HAXOJUTHCS 101 HENPEPHIBHBIM MOHUTOPHHIOM B TeueHHue 48 4acoB B

HaUIC)KAIUX KIIMHUYCCKUX YCIIOBUAX.

BBI/IIIy MMPOAOIIKUTEIIBHOI'O nepuojaa IMOJTYBBIBEJICHHU A aMuo/JiapoHa, COOTBGTCTBy}OIIII/Iﬁ
MOHHTOPHUHI TaKXC JIOJDKCH OCYIICCTBIIATHCA JUIA IAIMCHTOB, KOTOPLIC IPCKpaTHIIN IIPUEM
aMHuoJlapoHa B TCYCHHEC IOCJIC/THUX HECKOJIbBKMX MECAICB M JIOJDKHBI Ha4daThb IMPHUEM IIperapaTta

l'apeonu®.

Bcex mnamuMeHToB, NpPHHMMAIONMX Tnpenapar [appou® B KOMOMHAIMM C aMHOJAPOHOM,
HE3aBHCHMO OT MpUeMa JPYruxX MpenapaToB, MOHMKAIOIIMX YacTOTY CEPJIeYHBIX COKpAIICHUH,
CJIE/IYeT TaK)Ke MPEAYIPEIUTh O CUMIITOMaX OpaJukap/anu 1 OJ0Ka bl cep/ia U MOpeKOMEH10BaTh

HE3aMCIJIUTCIIBHO 06pa1uaTI)ca 3a MEIUIMHCKOM TTIOMOIIBIO B cJiyqa€ uX BO3SHUKHOBCHHUS.

[IpumMeHeHHe v NaMEHTOB C CaxapHbIM ,HI/IaGGTOM

ITocne nauana nevenust XI'C npoTHBOBUPYCHBIMH TIpeniapaTaMu IPSMOTO JICHCTBHS y TTALMEHTOB C
CaxapHbIM JHa0eTOM MOXKET YJIYYIIMTHCS KOHTPOJIb KOHIIEHTPAlMM IJIIOKO3Bl B KPOBH, YTO
HNOTEHIMATBHO MOXKET IPUBOJUTH K PAa3BUTHIO TunoriukeMuu. HeoOxoaumo THIaTeabHO
KOHTPOJIMPOBATH KOHIIEHTPAIMIO TJIFOKO3bI B KPOBH y IAIIMEHTOB C caxapHbIM JIHA0ETOM IOcIie
Hayaja JIeueHHWs IMPOTHBOBHUPYCHBIMH IIperapaTtaMy IpsSMOro JCHCTBHS, OCOOEHHO B TEUCHHE
HEePBBIX TPEX MECSIEB, U NP HEOOXOIMMOCTH KOPPEKTHPOBATh 03y IIpEernaparoB JUIs JICUYECHHUs
caxapHoro jauabera. Jlewammii Bpad, KOTOPBIA BeIET MAllMEHTA C CaxapHbIM HA0ETOM, JOJKEH
ObITh TPOMH(OPMHPOBAH, YTO NAIMEHT Haval JICYCHHE IPOTHBOBHPYCHBIMH IIpenapaTaMu

npsAMoOro JICUCTBHSI.

Ko-undexnusa BI'C/BI'B (Bupyce renarura B)

Bo Bpems WM moclnie rnpuema MmpoTHBOBHPYCHBIX MpernapaToB MPsSMOro AEHCTBUS cOOOIANoCh O
ciydasix peakTHBanMu Bupyca rematuta B (BI'B), Hekoropeie W3 KOTOPBIX IPHUBEITH K
cMepTelibHBIM Hexo1aMm. CKpUHUHT Ha BhisiBlieHHe BI'B j10/1KkeH mpoBOAMTECS [T BCEX MAIMEHTOB

nepe/l HayajgoM JiedeHus. [lanmeHThl, MMerolue comyTcTBytomyo ko-uHdexuumo BI'C/BI'B,
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HMCIOT PUCK PCAKTHUBAIIUU BFB, ITIO3TOMY HMX COCTOSIHHUE CJICAYCT OTCIICKUBATH U KOHTPOJIUPOBATH

B COOTBETCTBHH C IleﬁCTBYIOLHHMH KIIMHAYCCKUMHU PYKOBOJACTBAMH.

Jleyenne mANMEHTOB, KOTOPLIE paHEe MOJYYAIH JICYEHHE ¢ TIOMOIIbK MPOTHBOBUPYCHBIX

IPEnapaToB IPsSMOro JICHCTBUS

VY manueHTtoB ¢ HedQDEKTHBHOCTHIO MPEABIIYINETO JICYCHUs JeaunacBupoM/codocOyBHpoM, B
OOJIBIIMHCTBE CllydaeB HaOJIOAAIUCh MyTAllUKd BUPYCA, ACCOLIMUPYEMBIE C €r0 PE3UCTEHTHOCTBIO K
uHruouropam NSSA, KOTOpBIE CYIIECTBEHHO CHMIKAJIM BOCIPUUMYHUBOCTH K JIEUIACBUPY (CM.
pazzien «Dapmakosoruyeckue cBOHCTBa»). OrpaHuyeHHBIE JJAHHBIE CBUAETEIBCTBYIOT O TOM, YTO
BO BpEMsI JIOJITOCPOYHOTO Mociieytoniero Habmoaenns takue mytauuu NSSA He Bo3Bpaliaiores K
HCXOJIHOMY COCTOSIHMIO. B HacTosiiee BpeMmsi HET JIAaHHBIX, IMOATBEPKIAOMUX I(P(HEKTHBHOCTD
IOBTOPHOIO  JICUEHHWS!  MALMEHTOB ¢  HEAIPPEKTHBHOCTHIO  HPEABLAYIIEIO  JICYCHHS
JIeIMnacBUpoM/coGocOYBUPOM € TOMOINBIO CXEMbI JieueHHs, cojepxkaiieid MHruoutop NSSA.
Taioke B HacTosiliee BpeMsi HET JIAaHHBIX, MOATBEPKIAOIMUX SPPEKTHBHOCTE HHIHOMTOPOB
nporeazbl NS3/4A y naiueHToB, NpoAeMOHCTPUPOBABIIUX OTCYTCTBUE PE3yJIbTATOB MPE/IbIAYIIErO
JIeUeHUs Tepanuei, cogepxaieii uHruourop nporeassl NS3/4A. TloaTomy Takue manueHTH MOTYT
nojaraTbCsi Ha JIpyr'M€ KJacchl IpenaparoB Uit jeueHuss HH(exknuu, BbizBaHHoi BI'C.
CrneoBarebHO, HEOOXOAMMO paccMaTpUBaTh BO3MOMKHOCTH 0OJI€e MPOJIOIKUTEIBLHOIO JICUEHHUS

[MarfuCHTOB C HEONPEACIICHHBIMHU MOCIICAYIONUMHA BapuaHTaMH IS TIOBTOPHOI'O JICUCHU .

IToueyHasi HEJIOCTATOYHOCTh

JlanHble 110 0€30MacHOCTH NMPUMEHEHHs y MAMEHTOB ¢ HapylieHHeM (YHKIIMH MOYEK TsIKEIOH
crenent (pCK® <30 mun/mun/1,73 M%) wim ¢ TepMUHATBLHOM CTajueli 0YeYHON HEI0CTATOYHOCTH,

® MOXHO Ha3HAYaTh

Korjla HeoOX0/MMO MPOBEJICHHE aHanu3a, orpaHudensl. [Ipenapar ['apBonu
JIAHHBIM TpyIIaM MalUeHTOB (KOPPEeKIMsl J03bl MPH 3TOM He Tpedyercs) B TeX cilydasx, Korjaa
JIpYre BO3MOJKHBIE BapHaHTBl TEpanmMM HE JOCTYHHBI (CM. pasjensl «DapMakoIorHyeckue
cBoiictBay («®apmakojunamukay U «®Dapmakoxkunernka») u «lloGounoe peiicrue»). Ilpn
HMCIIOJIB30BaHMH TIpenapata I'appoun”™ B KOMOMHAIMH ¢ PUOABUPHHOM Y TAIMEHTOB ¢ KIMPEHCOM

kpearunuHa (KK) <50 mu/MuH HEOOXOJMMO TakKe O3HAKOMHTBCS C HHCTPYKIMEH 110

MEJIMIIMHCKOMY ITPUMEHEHHI0 pubaBuprHa (cM. pasjien «DapMakoioruyeckie CBOMCTBaY).

BSDOCJIBIC NAanKMCHThI € JICKOMIICHCHPOBAHHBLIM  ITHPPO30OM U/ WIH TC, KOTOPBIC OXHUIAIOT

TpaHCIUIAHTAIMIO TICYCHU WJIH IICPCHECIIM TpaHCIIaHTaIlnuio

DddexTHBHOCTH MPUMEHEHHSI JietunacBupa/codpocdyBupa y nanueHTon, nHpuuposannbix BI'C -
IEHOTHUIIOB 5 U 6, C JEKOMIIEHCHPOBAHHBIM LIUPPO30OM U (HIJIM) OKUAAIOUIMX MM IEPEHECHIMX

TPAHCIUIAHTALIMIO TICYeHN He M3ydeHa. [Ipu npuHSITHH pelieHns OTHOCHTENILHO IIPUEMa Ipenapara
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rapBOHI/I®, CJIENYET PYKOBOJACTBOBATHLCS OLICHKOM IMOTEHIIMAJIbHBIX PHUCKOB H ITOJIB3bI JUIA KaXI0I'0

nanueHTa.

IIpyMeHEHHE COBMECTHO ¢ YMEPEHHBIMU MHAYKTOPAMHU P-riaukonporenHa

MeMITMHCKIE TIpernaparhbl, KOTOPhIE SIBISIOTCS YMEPEHHBIMH MHJYKTOpaMH P-riimkonporenHa B
KUIICUHWKE (Hampumep, OKckapOasenuH), MOrYT BBI3bIBaTh CHMIKCHHME  KOHIIEHTpAIlMH
nequnacBupa ¥ codocOyBupa B 1uiasMe M ocialisTh TeparneBTHYecKoe JeiCTBUE Ipenapara
I'aponn®. CoBMecTHOE npuMeHeHHe I'apBoHH®™ ¢ TaKHMM IperapatamMi He PeKOMEHIyeTcst (CM.

paznen «B3aumoieiicTBUE ¢ IPYTUMH JICKAPCTBEHHBIMH CPECTBAMIY).

IIpyMeHEHHE COBMECTHO ¢ HEKOTOPBIMH CXEMaMH aHTHPETPOBUPYCHOW Tepanmuu JUls JICUCHUs

BUY

IIpenapar Tlapsonu® yBeIMUMBAET OSKCIO3MIMIO TEHO(GOBHpPA, OCOOEHHO MHPHU COBMECTHOM
NpUMeHeHHH co cxemoi sieuenus BUY, coxepikameit TeHodoBupa au3onpokcuia ¢pymapar u
(apMaKOKHHETHYECKUE YCHIIUTEIH (PUTOHABUpP WM KoOWmmcTar). besomacHocTh TeHodoBHpa
nu3onpokcria Gymapata Ha doHe mpuMeHeHHs npenapata I'apsonu™ H GpapMakOKHHETHYECKOTO
ycuimTens He ycraHoBiieHa. ClieyeT OleHHWBATh M0JIb3Y U NMOTEHIIHATLHBIE PUCKHU, CBSI3aHHBIE C
OJIHOBPEMEHHBIM TIpHeMOM npenapata lapsonu® M KOMOMHHPOBAaHHOTO —Mpemapara
(UKCHPOBAHHBIMU JIO3aMH, COJICPIKAIIErO JIBUTErPABUP/KOOUIMCTAT/ IMTPHIIUTAONH/TeHO(DOBUPA
JM30TMIpOKcHIa (ymapar, WM C npHeMoMm TeHo(oBupa au30mpoKcuia ¢ymapara, KOTOPBIHA
Ha3HA4YaeTcss COBMECTHO € YCWJIEHHBIM MHruOMTOpoM mnpoteassl BUY (Hanpumep, arazanaBupoMm
WIN JApYHABUPOM), OCOOCHHO y MAIMEHTOB C IOBBIIMICHHBIM PHCKOM IOYEYHOH IUCHYHKIHH.
[lanyenTsl, TpUHEMAalONME mpernapaT | 'apBoHM® COBMECTHO C TAKHMH IIpelaparamu, Kak
dIBUTErpaBUp/KOOUIIUCTAT/SMTpUIIMTaOUH/TeHo(OoBHpa TU30NpOKCHIa Gymapar wid TeHopoBUpa
JM30TIpOKcHiIa (ymapar W yCWIEHHBIH MHruOutop nporeazst BUY, nomkubel HaOmonatscs Ha
npeJIMeT BO3HHKHOBEHHSI HEXKEJaTeNbHBbIX peakluii, CBsi3aHHBIX ¢  TeHodoBupom. Jlns
O3HAKOMJICHUSI C PEKOMEHJAIMSIMU 110 KOHTPOJIO (YHKIMM IOYEK CM. HHCTPYKIHIO 110
MEIMIHHCKOMY TIPHMEHEHHIO JIEKapCTBEHHBIX MIPEapaToB, B COCTaB KOTOPHIX BXOJAT TEHO(DOBHpA
aM3onpokcuiaa  Gymapar,  ASMTpHIUTAOMH/TeHOGOBHpAa  JAM30NpPOKCHIa  (dymapaT  WIH

SNIBUTErPaBHP/KOOUIIUCTAT/IMTPUIIUTAOHH/TeHOPOBUPA TN30MPOKCHIIa (hymapar.

[Ipumenenue ¢ uaruouropamu I’ MI-KoA-peaykrassl

CosmecTHOe npuMeHenue npenapara I'apponn® u uarnéutopos 'MI'-KoA-petykrass! (CTaTHHOB)
MOYKET 3HAYHTEILHO YBEIMYUTH KOHIEHTPALMIO CTaTHHA, M TakuM 00pa3soM YBEJIHMYHUTH PHCK
BO3HUKHOBEHHSI Muonatuu u pabaomuommsa (cM. paszzgen «BzaumozeicTBue ¢ JpyruMu

JICKApPCTBEHHBIMH CPEJICTBAMUY ).
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CTH

He pexomenjiyeTcsi MpUMEHEHHE Ipenaparta y JeTeil W HOJpPOCTKOB B Bo3pacrte a0 12 Jer,

HOCKOJIbKY 3 hekTHBHOCTD U 6€30IaCHOCTD Y ATON KaTeropuH NaueHToB He ObUIM YCTAHOBJICHBL.

BcrnoMorarebHble BElecTBa

Ipenapar I'aporu® cosepXuT a30KpacuTesb CoMHeuHbli 3akar xentoiii (E110), KoTopbIi MOXeT
BBI3BIBATh allylepruyeckre peakinuu. [lpemapar Takke COAEpKUT JHaKkTo3y. B cBA3M ¢ ITHM
npenapar MpPOTHUBOIOKA3aH IMallu€HTaM C PEAKHMH  HACJIEJACTBEHHBIMH  3a00JICBAHUSIMH,
CBSI3aHHBIMH C HEINEPEHOCUMOCTBIO TaJaKTO3bl, HAIlpUMEp, HEJAOCTATOUHOCTHIO JakTasbl Jlamma

WM TIIIOKO30-TaJIakTO3HOM MaiibabcopOLuen.

BJIMSTHUE HA CITOCOBHOCTD YIIPABJISITh TPAHCIHOPTHBIMU CPEJICTBAMM,
MEXAHU3MAMMU

Ipenapar I'appoun®™ (B kauecTBe MOHOTEpAIINHU WM B KOMOMHAIUU ¢ PUOABUPHHOM) HE OKA3bIBAET
WIM OKa3bIBaeT YMEPEHHOE BIIMSIHUE HA CIOCOOHOCTH YIPABISTH TPAHCHOPTHBIMU CPEACTBAMHU U
Mexanuzmamu. OaHako namueHTam HeoOXO0JIMMO co00mIaTh, YTO MPH MPOBEJICHUH KIMHHYECKHUX
UCCJIC/IOBAHUM YCTAIOCTh M TrOJIOBHAsE Oo0yib yale HaOMOAAIMCh Yy MAlUMEHTOB, IOJy4YaBIIUX

neaunacBup/copocOyBHp, YeM B KOHTPOJIBHOM IpyIie, MalueHThl KOTOPOH MoTydaiu mianedo.

OOPMA BBIITYCKA
Tabnetku, nokpeIThIE MIIEHOUHOH 00010uK0#, 90 Mr + 400 mr.

ITo 28 Tabnetok Bo ¢uiakoH Oenoro mBera, BMeCTHMOCTHIO 100 MJI M3 MOIMATUIIEHA BBICOKOM
wiotHoctd (I1DBII), 3amasuubpiit amomuHMeBONH (HOIBroM, yKyHMOpPEHHBIH IOJMIIPONUIEHOBOR

KpblHlKOﬁ C CUCTEMOM 3allUTHI OT BCKPBITHSA JICTbMH.

BHyTph ¢uiakoHa MOMENIAIOT KOHTEWHEep WM came ¢ cuiukareiaem (1 rpamm) ¢ HaIHCBIO
(matuackumu OykBamu) “DO NOT EAT”. CBoOomHOEe HpOCTPAaHCTBO BO (PJIaKOHE 3aIMOJIHSIOT

BATOM M3 [IOJIUBCTEPA.

ITo 1 ¢urakony BMecTe ¢ HHCTPYKIMEH 110 IPUMEHEHHUIO B [1aYKe KapTOHHOM.

YCJI0BUSA XPAHEHUSA

Xpauuth npu Temieparype He Boiie 30 °C.

XpaHuTh B MECTaX, HEJOCTYIIHbIX JUIsl I€TEH.
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CPOK I'OAHOCTH

4 rona.

He MIPUMEHSATD IO HCTCUYCHUH CPOKaA I'0JIHOCTH, YKa3aHHOTI'O Ha YITAKOBKE.

YCJ0BHUA OTITYCKA

OTnycKaroT 1o penenty.

BJIAJIEJIELL PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

['unean Caitencus Unrepuemnn Jlta., BenmukoOpuranus
Gilead Sciences International Ltd., UK
Flowers Building, Granta Park, Great Abington, Cambridge, CB21 6GT, UK

INPOU3BOJUTEJIb

IIpoussoocmeso 20moeoil iexapcmeenHot hopmol.

['unean Caiiencns Aitensua KOCu, Upnanaus

Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland

[Tateon Unk., Kanana
Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, L5SN 7K9, Canada

Ilepsuunas ynakoska:

I'nnean Caitencus Aiiendun FOCu, Upnanaus

Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland

[Tateon Unk., Kanana
Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada

Buinyckarowjuit konmpoaws kavecmsa:

['nnean Caiiencus Aiemsnn FOCu, Upnanus

Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, Co. Cork, Ireland
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Honyyume o0ononnumenvhylo ungopmayuio 0 npenapame, a MmMaxdxHce HANPAGUMb CE0U
npemeH3UU U UHPOPMAUUIO 0 HEHCENAMENbHBIX AGICHUAX MONCHO NO A0pecy:

000 «I'unean Caitencus Pamay

Poccuiickas ®enepanus, 115114 Mockga, yi. JlerHukoBckas, jiom 2, ctpoenue 1

Ten.: +7 (495) 641 18 04

E-mail: drugsafety.russia@gilead.com

Memnevkep oraena no perucrparuu JIC

000 «I'nnean Caiiencus Pama» ['opckas K.A.
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