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3ATBEP/UKEHO
Haxka3 MinicTepcTBa 0X0opoHH
300poB’a YKpaiHu
07.10.2022 Ne 1823
Peecrpaniiine nocBiqaeHHs
Ne UA/19698/01/01
Ne UA/19698/01/02
Ne UA/19698/01/03

IHCTPYKIIIA
AJIE MEAHYIHOTO 3ACTOCYBAHHA JIIKAPCHKOT0 32006y

CIBIHKBO
(CIBINQO)

Cknao:

Ofioua peyosuna. abrocitinib;

1 TabneTka, BKpUTA [UTIBKOBOIO 000JIOHKOIO, MICTUTE abpouuTuHi6y 50 Mr a6o 100 mr, abo 200 mr.
Q0ONOMINICHI peyosunu. LEN0JI03a MIKPOKPUCTATIYHA, KaIbLilo ¢ochar ABOOCHOBHMH 6€3BOIHHH,
HATPiK0 KPOXMAIBIIIKONAT, MArHilo creapar; miiBkosa o6ononxa Opadry® II Pink (33G150000):
rinpoMenosa, TUTaHy JiOKCHJT; JIAKT03a, MOHOT1paT; MaKporoJl, TpialleTHH, 3ali3a OKCH]] Y4EPBOHHI.

Jlixapceka ¢popma. TabneTkn, BKpHATI MITBKOBOIO 060IOHKOIO.

OcHo8Hi (DI3UKO-XIMIYHI BIACMUBOCMI:

tabneTku 1o 50 Mr — OBaIbHI POKEBI TA0IETKY, BKPHUTI ITIBKOBOIO 06OJIOHKO), TOBKHHOKO IIPHOIH3HO
11 MM i mEpuHOIO 5 MM, 3 THCHEHHAM «ABR 50%» 3 ogHOTO 00Ky Ta «PFE» 3 iHmOrO0 O0KY;

tabneTku o 100 Mr — Kpyriii poxxei TabaeTku, BKPUTI IUTIBKOBOIO 0OOJIOHKOI0, IIaMEeTPOM IIPUOIH3HO
9 MM, 3 THCHeHHAM «ABR 100» 3 ogroro 60xy Ta «PFE» 3 iHmoro 60ky;

Tabmetkd 1o 200 Mr — OBaNBHI pOXXEB1 TAOIETKH, BKPHUTI IUIIBKOBOIO OOOJIOHKOO, JOBXKHHOIO
npubazHo 18 MM i mupHHOO 8 MM, 3 THCHEHHIM «ABR 200» 3 onHOTO0 60Ky Ta «PFE» 3 iHIIOro 60KY.

dapMakoTepanieBTHYHA rpyna. IHIIl JepMAaTONOTIYHI IIpemapard, 3aco0H IPOTH AEPMATHTY, 34
BUHATKOM KopTukocTepoinis. Kom ATX D11AHOS.

Dapmaronoziuni énacmueocmi.

DapmaxoouHamika.

Mexani3Mm nii.

A6pounTrni6 — iHribitop stHyc-KiHa3u 1 Tuny. SHyc-KiHasy — Ile BHYTPIIHbOKIITHHHI GepMeHTH, K1
HepeIaloTh CHTHANM, [0 BHHUKAIOTE IIPH B3a€EMOIAX IUTOKiHY abo penentopa ¢pakropa pocTy Ta Ha
KIITUHHEIA MeMOpaHi, i1 BIUIMBY Ha KIITHHHI IPOIECH KPOBOTBOPEHHS Ta poOOTY KIITHH IMYHHOI
cucremu. SHyc-kiHazu ¢(ochOpPMIIOIOTs Ta aKTUBYIOTh CHTHANbHI TPAHCIYKTOPH Ta AKTHBATOPU
TPaHCKPHUIIii, AKi MOMYNIOIOTH BHYTPINIHBOKIITHHHY aKTHBHICTH, BKIIFOYAIOYH EKCIPECI€I0 IEHIB.
Inri6ysanns sHyc-KiHasy 1 MOAYIIOE IULIXH [IPOXOMXKEHHA CUTHAILY, 3a1100irarou (poc(opuIroBaHHIO
Ta aKTHBALii CHTHAIBHWX TPAHCAYKTOPIB Ta aKTHBATOPIB TpaHCKpHIUil. Y O6ioxXiMi4HUX aHami3ax
abpoIUTHHIO JIEMOHCTPYE CEIEKTHBHICTH mon0 sHyc-Kigasu 1 (JAK1) mopisHAHO 3 IHIIMMH TphOMA
isopopmamu JAK: JAK2 (y 28 pasis), JAK3 (y > 340 pasis) i tTuposunkinasu 2 (TYK2, y 43 pasu). ¥
KOHTEKCTI KIITHH BiH IEpeBa)XHO 1HTIOye CIpHYMHEHe LUTOKiHaAMU (ocOpHIroBaHHA CHUTHAIBHUX
TPaHCAYKTOpIB Td AKTUBAaTOpIB TPAaHCKPMILII CHIHATBHEME Iapamy, mo wmictate JAKI, 1 me
nepemkomkae nepenadi curnanis napamu JAK2/JAK2 a6o JAK2/TYK2. 3HauymiicTe CEJIEKTUBHOIO
depmenTaTHBHOTO iHriGyBaHHs mono cuenudivanx depmentis JAK Ha TepaneBTHYHY eQEKTHBHICTh
nperapary Hapasi HeBlIoMa.



99

dapMakoMHAMITHA i,

Kniniuni 6iomapkepu.

JlixyBagH1 abponMTHHIOOM OyNO acoIifioBaHO 3 [10303aJIEXHHMM 3HIDKEHHSM CHPOBATKOBHX
OiomapKkepiB 3alaneHHs [IpY aTomiyHoMy aepMaturti (inTepnerkin-31 (JL-31), intepneiikin-22 (IL-22),
KIIBKICTH €03MHO(DUIIB, XEMOKiH, perynpoBaHuii akrusaiieo Ta TuMycoM (TARC)), iHriOyBaHmAM
CHTHWIPHUX IpoBiaHuX muiaxiB JAK] (3HIKEHHSA KUIBKOCTI IIPUPOJHHMX KIITHH-KUIEPIB Ta
iHykoBaHoro iHTepdepoHoM ramma-6inka 10 (IP-10)) ab6o o6ox (BucokouyTmHMBHEI C-peaKTHBHHI
6imok). Lli 3miam O6ymu obGopoTHuMH micisa npunuHeHHSA Tepamil. Cepemns aGCOMIOTHA KITBKICTH
aiMdonuTiE 30UIBITMIACE HA 2-My TYDKHI IIICI IOYATKY Teparii abponuTHHIOOM i MOBEpHYIACH O
BUXiHOTO piBHA A0 9-ro micsamsa Tepamii. Y OiMBIIOCT]I NamieHTIB piBeHb aOCOMIOTHOT KiTBKOCTI
aiMboIMTIB YyTpUMYBaBCs B MeXax [iama3oHy HOpPManbHHX 3Ha4deHb. JIikyBaHHs aGporuTHHIOOM
CYNpPOBOPKYBAIOCh JO303aJIEXKHUM 30UIBIICHHAM KUIBKOCTI B-miMdonuriB 1 mo303ayieXXHUM
3HIDKEHHAM KUTBKOCTI IIPUPONHHUX KITHH-KuIepiB. KiiHigHA 3HAYyIOICTh IMX 3MiH Y KUTBKOCTI B-
niM(OIMTIB Ta IPHPOIHUX KIITHH-KIJIEPIB HEBIOMA.

Kapoioenexmpoghizionozis.

BB abponutuHiOy Ha ckopuroBanuii inrepsan QTc BUBYANM B yJaCHHUKIB, SIKi 32CTOCOBYBAIIH ONHY
cynpaTepaneBTHIHy 103y abpountuHiby 600 MI y KOHTpPOJIHOBAaHOMY, 3a IOIIOMOrO0 Iuranedo Ta
AaKTHBHOIO IIpernapary NOpIBHAHHS, IOCIIPKEHHI 3 aKIEHTOM Ha omiHoBaHHA iHTepBany QT.
CrocTepiraltoch 3ajexHe Bill KOHIICHTpalii mo1oBxeHHs iHTepBaty QTc, cnpuunHene abpolUTHHIOOM;
cepenue (90 % moBipuni iHTepBan) 30inpmenHHA iHTepBany QTc cranosmno 6,0 (4,52, 7,49) mc, mo
BKA3y€ Ha BIACYTHICTH KIIHIYHO 3HAYYINOTO BILTUBY abpouutuHiOy Ha iHTepBan QTc y mocnimxysanii
J1031.

Kriniyra edekTrBHICTS 1 6e3meKa.

EdexrupHicTh 1 6e3meKa 3acTocyBanus abponuTuHiOy y AKOCTI MOHOTepamii Ta B koMOiHaIii 3 GOHOBOIO
MEAVKAMEHTO3HOIO MICIHEBOIO Tepamielo mpotTsarom 12—16 twwxHiB ominroBany y 1616 marieHTiB y 3
KITFOYOBHMX, PaHAOMI30BAaHHX, IOJABIMHMX CIINUX, MIane60-KOHTPOIBbOBAHUX JOCIHIDKEHHAX (asu 3
(MONO-1, MONO 2 Ta COMPARE). Kpim Toro, ebekTHBHICTS 1 6e3neka 3acToCyBaHHs abpoluTHHIOY
y SKOCTi MOHOTepanlii mpoTaroM 52 THxkHIB (13 MOXIHBICTIO 3aCTOCYBaHHS IIpeNapaTry eKCTPEHOI
Teparii marieHTaM 3 €i30/1aMH 3aroCTpeHb) OWiHIoBaNM y 1233 pauieHTiB y MOABIHHOMY CIIIIIOMY,
Ianebo-KOHTPOIEOBAHOMY — NOCHLDKEHHI 1HAYKMIHHOI Tepamii ¢a3sm 3 3 paHIOMI30BaHHUM
npununenssM yaacti (REGIMEN). Yuacaukamu mux 4 gocmizpkeHs Oy nalieHTH BikoM Big 12 pokis
3 aTOMIYHKMM AePMAaTHUTOM Bijl IOMIpHOI 0 TsOKKOI GOpMH, IO BU3HAYAETECA K > 3 6anH 3a MIKaIoI0
Baranpuoi ouinku qocmigauka (IGA), > 16 6amiB 3a IHgexcoM IIomi ypaskeHHS Ta CTYNEHS TSKKOCTI
ex3zeMu (EASI), ypaxkernss > 10 % muromnri noBepxHi Tina i > 4 6anmu 3a YuCI0BOIO peATHHTOBOXO KO0
MakcuMmanssoro cBep6inmsa (PP-NRS) Ha BuxinHOMY piBHI K0 pasmomizawii. JlamieHTH, y IKuX paHile
He Oyna OOCATHYTa HaJIe)KHA BINHOBLIs Ha Tepamifo, abo I8 SKHX MiclieBe IIKyBaHHS OyIo
HEJOUILHUM i3 MEAUYIHOT TOYKH 30pY, a00 IKi OTPUMYBAIIK CUCTEMHY TEPAIIifo, JOITYCKAaIHCS A0 YIacTi
B IIUX JOCIIDKEHHIX. Y Cl HaI[ieHTH, AKi 3aBEPIIAIN BHXiAHI-TOCILHKEHH, MaJId IpaBoO Ha yJacTh Y
JIOBI'OCTPOKOBOMY IOZOBXeHOMY fJociuimkeHal EXTEND.

Xapaxmepucmuxu Ha uXiOHOMY DI6HI.

Y mnane6o-koHTponboBaHUX AociimkeHHAX (MONO-1, MONO-2, COMPARE) Ta BiaKpHTOMY
JOCITIIKEHH] IHAYKIIHHOT Teparii 3 pannoMizoBanuM npunuHeHHsM yaacti (REGIMEN) y Beix rpymax
tepanii Big 41,4 % no 51,1 % ygacHuKiB Oyiu xiHKH, Bix 59,3 % 1o 77,8 % Haexanu 10 €BpOINEoiaHo]
pacw, Bix 15,0 % mo 33,0 % — mo moHronoigHoi pacu i Big 4,1 % mo 8,3 % — mo BerpoigHoi pacw;
cepeHili Bik y4acHHKIB cTaHOBHB Bift 32,1 o 37,7 poky. Ycporo 10 IUX JOCHIIKEHb 0YII0 BKIFOYEHO
134 mawieaTH BikoM Bix 65 pokiB. Y nux pocmipkeHHIX Big 32,2 % no 40,8 % y4acHHKIB Ha BUXITHOMY
piBui Manu 4 6anu 32 IGA (TsDKKUH aTonmivHUi AepMaTHT), a Bix 41,4 % mo 59,5 % naItieHTiB paHilte
OTPUMYBAIX CUCTEMHY TEPallifo aTOIIYHOro AepMaTUTy. Buxinsuii cepenniit 6an 3a inmekcom EASI
Oy y miamasoni Bix 28,5 no 30,9, puxignuii 6an 3a mkanoro PP-NRS —Big 7,0 o 7,3, a Buxigaui IHgekc
SKOCTI )KUTTs npu 3axBoproBanHax wkipn (DLQI) — six 14,4 no 16,0.

Kniniuna 6ionosios.

12-tmxmeBe pocmimkenns wosorepanii (MONO-1, MONO-2) 1 16-TmxHEBE IOCHIIKEHHS
kom6inosanoi Tepamii (COMPARE).
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CraTuCcTUYHO 3HAYYIO OiNBIra YacTKa MamieHTiB gocariaa 060X NepBUHHUX KiHNeBux To4ok: 0 abo 1
6an 3a IGA Tta/abo ingexcom EASI 75 y pasi 3acrocyBanusa abporutuHiOy y qo3ax 100 mr abo 200 mr
oMM pa3 Ha Jo6y IMopiBHAHO 3 mianebo Ha 12 TwokHi abo Ha 16 TrokHI (nuB. Tabnuiro 1 i Tabmuio 2).
CTaTUCTHYHO 3HAYYyIIO € Te, WO OLIblIa 9acTKa MauleHTIB JOCsAria NpUHaWMHI 4-0aJbHOro
mokpamieHna 3a mkaroo PP-NRS npu 3acrocysansi abpouurnriby y nosysarsi 100 mr a6o 200 mr
omuH pa3 Ha 7106y mopiBeiaHO 3 miane6o. e mokpames s BiqMivarocs Bxe Ha 2-My TUXKHI 1 36epiranocs
no 12 twxmens. Y pocmimkenai COMPARE nHa 2 TwxHI Oyna IIpoAeMOHCTpPOBaHA IIepeBara
abporuruHi6y B 10o3yBanHi 200 Mr Hag qymimymMaboM Io10 YaCTUHM HAIliEHTIB, IKi JOCATIM IPHHANMHI
4-6ansHOrO NOKpallleHHs 3a Iukamoo PP-NRS, 31 CTaTHCTHUHO BHIMMM ITOKAa3HHKOM JOCSATHEHHS
3MEHINEHHs CBepOiHHS, SKe crocTepiramocs Bxe Ha 4-H JeHb Micld 3aCTOCYBaHHA IIEpHIOi JIO3H.
EdexkTuBHICTS JiKyBaHHS B Pi3HHUX MIATpyNax NMalieHTiB (HAOpHKIAN, 32 MacOKO TiNa, BIKOM, CTAITIO,
PacoBOI0 IPHUHAJEKHICTIO Ta HAjABHICTIO/BLICYTHICTIO B aHaMHE31 IJIKyBaHHA CHCTEMHUMH
imyrogenpecantamu) y mocuimkermix MONO-1, MONO-2 ta COMPARE ysropxysanach 3 TAKUMH
ehexTamu B 3arajbHIN JOCTIDKYBaHIN MOy

Tabmuma 1.
PesyabTaTu oniHIOBaHHSA eeKTUBHOCTI A0pouMTHHIOY sik MOHOTEpANIL Ha THXKHI 12
MONO-1" MONO-2"
TroxneHs 12 Twxaers 12
MOHOTepaIis MOHOTEpAIIisa
abpoLuTUHIOOM a0pOIMTHHIOOM
200 mr 100 mr 200 mMr 100 mr
1p./n. 1 p./m. IDranebo 1p./m. 1 p./m. IInane6o
N =154 N =156 N=77 N =155 N =158 N =78
IManienTw, sKi BiAIOBLIN Ha Tepamiro, % (95 % D)
0 a6o 1 6an 43,84 23,74 7,9 38,14 28,44 9,1
za IGA® (35,9: 51,7) | (17,0;30,4) | (1,8;14,0) | (30,4;45,7) | (21,3;35,5) | (2.7; 15.,5)
62,7* 39,7% 11,8 61,0" 44,5% 10,4
EASI-75° (55,1;70,4) | (32,1;47.4) | (4,6;19,1) | (53,3:68,7) | (36,7;52,3) | (3,6;17,2)
57,2% 37,7% 15,3 SPL3A 45,27 11,5
PP-NRS4® (48,8 65,6) | (29,2;46,3) | (6,6;24,0) | (47.2; 63,5) | (37,1;53,3) | (4,1;19,0)

Cxopouenns: JII — mosipumii inrepsan; EASI (Eczema Area and Severity Index)— Immexc mmomm
ypaXkeHHs Ta CTyleHs TsokkoctTi eksemu; IGA (Investigator Global Assessment) — 3aranbHa OLIHKa
nocinigauka; N — Kinbkicte pangomisoBanux mauienTiB; PP-NRS (Peak Pruritus Numerical Rating
Scale) — Uncnosa pedTUHIOBA IIKajla MAKCUMAIEHOTO CBEpOIHHA.

a. Ilamienramu, y AKuX OocATHyTa BigmoBigs 3a IGA, BBakamucs MAIli€EHTH 3 OLIHKOI «IHCTOM
(0 6amiB) aGo «maike unctoy» (1 6am) (3a 5-6anMpHOIO0 KAJIOK0) Ta SHIKEHHAM OalbHOTO NMOKa3HUKa
BiJ{ BUXiJHOTO pIBHA Ha > 2 6anu.

6. IlanieaTamMu, y SKUX JOCATHyTa BifmoBime 3a immexkcoM EASI-75, BBakamuca Nali€eHTH 3
nokpamennam mokasuuka EASI ma > 75 % Bil BUXiTHOTO PiBHA.

B. IlamieHTamMm, y AKMX [OCACHYTa BigmoBink 3a mkamol PP-NRS4, Bpaxanucs Dami€eHTH 3
HOKpaIEHHAM Ha > 4 6any 3a Ii€lo KAk Bl BUX1IHOTO PiBHA.

r. AGpouuTHHIO 3aCTOCOBYBABCA Y SIKOCTI MOHOTEpAIII].

4. CTaTHCTHYHO 3HAUYIHMHA Pe3ybTAaT i3 [IOIPaBKOI0 Ha MHOKHHHICTG Y TOPIBHAHHI 3 IIALE6o.

Tabmur 2.

PesynbTaTi oliHIOBaHHS epeKTUBHOCTI a0pouuTHHIOY B KoMOiNanii 3 Micuesozo Tepalieio Ha
12 TiokHi i 16 THoKHI

COMPARE'’
Trxnensb 12 Twxnoens 16
Ab6poruTuHi6 + I1BO + AYII+ Ab6pornutunib + I1I6O + JVIT+
MicueBa Tepalris MicneBa | MicIeBa MICIIEBa Tepaisa Mmicuesa | MicLesa
200 mr 100 mr TEPAITist Teparis 200 mr 100 mr Tepamis Tepanis
1p./n. 1 p./no. N=131 | N=243 1p./n. 1 p./n. N=131 | N=243
N=226 | N=238 N=226 | N=238
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IamienTH, SKi BiMTOBiNM Ha Tepamiro, % (95 % 1)

0 abo 48,4% 36,6" 14,0 36,5 47,5" 34,8~ 12,9 38,8
16amza | (41,8; (30,4; (8,0; (30,4; (40,9; (28,6; (7,0; (32,5;
IGA® 55,0) 42,8) 19,9) 42,6) 54,1) 40,9) 18,8) 45,1)
EASI-75°| 70,3% 58,77 27,1 58,1 71,0% 60,34 30,6 65,5

(64,3; (52,4 (19,5; (51,9; (65,1; (53,9; (22,5; (59,4,

76,4) 65.0) 34.8) 64,3) 77,0) 66,6) 38.8) 71,6)

PP-NRS4*| 63,1 47,5 28,9 54,5 62,8 47,0 28,7 57,1

(56,7, (40,9; (20,8; (47,9; (55,6; (39,5; (19,6; (50,1;

69,6) 54,1) 37,0) 61,0) 70,0) 54.,6) 37,9) 64,2)

Cxopouenns: J{I — moeipuwmii inrepran; IYII — nyminyma6; EASI — [nzexc mnommi ypaxeHHs Ta CTyIEHS

ToKkKocTi exzemu; IGA — 3aranpHa OmiHKA AOCHimHHKA; N — KITBKICTH PaHIOMI30BAaHUX IAIli€HTIB;

[15O — mane6o; PP-NRS — YncioBa pedTHHIOBA IIKalia MAKCUMAIBHOTO CBEPOiHHA.

a. Ilamiearamu, y SKMX JOCATHYTa Bimnomime 3a IGA, BBakanucs MNAllieHTH 3 OIIHKOIO «4HCTO»
(0 Gamis) abo «maibxe unctoy (1 6an) (3a 5-0aTEHOIO NIKAIO0) Ta 3HKCHHAM 0anbHOIO MOKa3HMUKA
BIJl BHXiJHOTO PiBHA Ha > 2 Gaiy.

6. IMamienramMu, y SKHX HOCATHYTa BiAmoBinbk 3a iHgekcoM EASI-75, Bpaxamucs malieHTH 3
nokpamenssm mokasuuka EASI Ha > 75 % BiJ BUXIHOTO PIBHA.

B. IlamieHrTaMu, y sSKWX JOCSATHyTa BigmoBime 3a mkamoro PP-NRS4, Bpaxamics mamieHTH 3
MOKpaNIeHHsIM Ha > 4 Gaiu 3a Ii€lo MIKAIO0 BiJl BHXIHOTO PiBHA.

r. A6ponuTuni6 3acTocoByBaBcs B KOMOiHaIIl 3 MICIIEBOIO TEPAMIEIO.

1. CTaTHCTHYIHO 3HATYLIVN PE3yNBTAT 13 IIOMPABKOI0 Ha MHOXXHUHHICTS y IIOPIBHAHHI 3 IIIane6o.

Pesynomamu, nos ’azaui 3i cmanom 300pos ‘a.

Ak y nocnimxenusx monorepanii (MONO-1 i MONO-2), Tak i B focmifXkeHHI KoMOiHOBaHOI Teparii
(COMPARE) wu4epe3 12 TwxHiB Tepamii 3acTocyBaHHA aOponuTHHiOy CTaTHCTUYHO 3HAYYIIO
TOKpAIyBal0 PEe3yIbTaTH, NPO sAKi MOBIMOMILAIOCE NMANIEHTAMM, y TOMY 9HCII IIOJO 3MEHIUCHHST
cBepOiHHS, MOKpPAIIEHHs CHY (32 Bi3yalbHO-aHAJIOTOBOK INKANOK 6anbHOI OIIHKH AaTOMIYHOrO
nepMaTuTy B wacTuHi myst omiaku cHy (SCORAD Sleep VAS)), 3MEHIIEHHs CHMNTOMIB aTONIYHOTO
nepmarmTy (3a [TauierropierToBanoro Miporo exzemu (POEM)), nokpamerns sxocTi xutta (32 DLQI)
Ta 3HWKEHHS CHMIITOMIB TPHBOXKHOCTI 1 mempecii (3a 'ocmiTanpHOI MIKATOIO OIHKM TPHBOXKHOCTI
i merpecii (HADS)), siki He Oynd CKOpHroBaHI Ha MHOXHHHICTB, Y IOPIBHAHHI 3 mamebo (mus.

tabnumio 3).
Tabnwms 3.

PesyasTaTi, Npo siKi HOBiIOM/ISIIOCH NANI€EHTAMM Mic/Is 3aCTOCYBaHHs A0POUHTHHIOY y AKOCTI
MOHoTepanii Ta B kombinauii 3 micueBoio Tepamicro (na THxHI 12)

MomnoTeparis KombinoBaHa Teparris
MONO-1 MONO-2 COMPARE
200 mr | 100 mr | TIBO | 200 mr | 100 mr | IIBO | 200 Mr 100 mr I16O +
1p/no. | 1p/n lp/o. | 1p/mo. 1p/o.+| 1p/o. + | micuesa
MiclieBa | MiciieBa | Teparis
Teparmis | Tepamis
N 154 156 77 155 158 78 226 238 131
BAIII SCORAD
Sleep, 3mina Big| —3,7* | -2,9*% | -1,6 | -3,8* | -3,0* | -2,1 | -4,6* —3,7%* 2,4
BUXIHOTO (4,2; | (-34; |(-2,2;] (4,2; | (3.4 | (2,7, (4.9 (-4,0; (-2,8;
piBHS -3,3) | 2,5 | -1L,0) | 3,4 | 2,6) | -1,5) | 43) -3,4) -2,0)
(95% 1)
[Toxpainenus na
> 4 Ganu 3a
g‘ﬁg‘f‘f}: 72,6 %* |67,2 %*|43,6 %| 78,1 %* (73,3 %*|32,3 %| 86,4 %* | 74,7 %* | 56,5%
AIlIEHTIB 3
{OCATHYTOIO
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BIITMOBIUTIO

]EIOEI;II\/IELISIEEII"?) _10,6% | —6,8% | 37 | —11,0¢ | =87* | 3,6 | —12,6* | —9.6* | -5,

(959 1) 94) | =5,6) | -1,9) | —9,8) | =7.5) | -1,9) | -11,7) | =8,6) -3,9)

HADS, nomen

{Tpmoxsicron) 5 1x | 16 | 10 | -17* | -16% | 06 | -Le* | -12* | -04
o B 2,5 | (2,0, | 1,75 | 2.2 | 2.0 |13 20; | <15 | 09

pUXLAHOTO —1,6) | -L,D) |04 | -1,2) | -1,1) | 0,2) | —1,2) 08 0,1)

piBHﬂ b b 2 b 2 > b ’) 2

(95% D)

HADS, nomen

«Jlenpecisy, _1,8% | —14% | 02 | —1,4* | -1,0¢+ | 03 | -1,6% | —1,3* 0,3

PMLEA BUI (-2,2; | L8; | (0,8 1,8 | (-L.5; | (-03;| L9 | (=16 | (0,7

pICHOTO 14 | 09| 04 | -1,0) | -0,6) | 0,9 | -1,2) | -0,9) 0,2)

piBHH 5 3 b 2 E] 2 B E 2

(95% JIT)

I — nosipumii imrepsan; DLQI (Dermatology Life Quality Index) — Impgekc AKOCTI KATTS IIpH
saxsopropanmaax mkipu; HADS (Hospital Anxiety and Depression Scale) — ['ocniTansHa mKaja OiHKH
TpUBOXHOCTI M menpecii; N — kinekicTs pannomizoBanux naunienris; [IBO — nnane6o; POEM (Patient-
Oriented Eczema Measure) — IlamientoopienroBana Mipa exsemu; SCORAD (SCORing for AD)~—
BanpHa OLiHKa ATOMIYHOrO IEPMATUTY B YaCTHHI A1 oliHKU CHY; BAIII — BisyallbHO-aHaI0roBa IKajia
ouinku 6010.

* CTaTHCTUYHO 3HAYYIMHMA pe3yasTar 663 IONpaBKY Ha MHOKHHHICTE.

Bioxpume docnidscenna indykyitinoi mepanii' 3 panoomizoeanum npununenuam ywacmi (REGIMEN).
B minomy 1233 mamientn 3actocoByBany abponuTHHi6 y 031 200 Mr 1pas ma noby B pamkax
BiIKPHTOTO AOCHIKEHHS TpoTAroM 12-TixHeBol BerynHoi dasu. Cepes HuX Nani€HTiB 798 yuacHUKIB
(64,7 %) 3aJ0BONBHAIN KPUTEPIsAM BINOBiII Ha Tepamiro (BU3HAYEHHM fK JOCATHEHHS BIAIOBII 3a
IGA (0 a6o 1 6am) Ta 3a ingexcom EASI-75) i Gymu pannoMisoBari o rpymnu mwiane6o (267 nariesris),
abponuTuri6y 100 Mr onmH pas Ha 100y (265 namientis) abo abpormtuaiGy 200 MI ofuH pa3 Ha 100y
(266 nartienTiB).
Besnepepsna Teparist (Gesnepepsro B 1031 200 Mr) Ta iBmykimiHO-miaATpUMYyBanbHa Tepais (200 mr
HpoTATOM 12 THXKHIB i3 TOZAIBIUIM 3aCTOCYBaHHAM y 1031 100 MT) 103BOMAIN 3aIIO0ITTH 3arOCTPEHHAM
3 itmoBipaicTIO 81,1 % Ta 57,4 % BianopinHo, mopirHAHO 3 19,1 % y manieHTis (PaHIOMI30BaHHUX LO
rpymu muane6o), sxi Oy BUBEHEHI 3 OCHIIKEHHA ICIi 12-TH)KHEBOTO IEpioxy IHMYKIIHHOL
teparii. 351 manienTtam, y ToMy umcni 16,2 % y rpyni gosysanmsa 200 mr, 39,2 % y rpymi 103yBaHHS
100 Mr Ta 76,4 % namieHTiB y rpymi mnane6o, 3HamoOMIIOCS 3aCTOCYBaHHS IIPENApaTy €KCTPEHOL
Tepanii — abponuTuriGy 200 Mr y komM6iHanii 3 MiCIIEBOIO TEpAIIEL.
Jloszocmpokosa epexmusHicme.
IIpupaTHEM [T y4acTi HalfienTam, ki IPOHILIH TOBHUH KypC Tepallil y peeCTpaifHoMy BHXIZHOMY
pocrimxenHri (ranpukiaag, MONO-1, MONO 2, COMPARE, REGIMEN), nponoHyBa/iy IIEPEUTH 10
ZIOBToCcTpokoBoro mnogosxeroro pocuimkenrs EXTEND. V  pocmimxerni EXTEND mnauientu
3aCTOCOBYBAIU a0ponUTUHIO y KoMGiHalii 3 GOHOBOXO MiCIIEBOIO MEAMKAMEHTO3HOIO Tepamier abo 6e3
uei. TlamienTH, AKi paHime 6ynu pannoMizoBaHi At npuiioMy abponuTrHIOy B fo3yBaHHi 100 Mr a6o
200 Mr oamH pa3 Ha 100y B BUXITHMX AOCIIDKEHHAX, IIPOJOBKYBAIH 3aCTOCOBYBATH Ty caMy HO3Y B
nociimkenni EXTEND. V nocnipxenni EXTEND, nauieHTH, siki OTpHMYBaM OABIHHY CIIiMy Tepario
IO 3aBEpIIEHHS BUXIAHOTO NOCHLDKEHHA, OTPUMYBANH OAMHAPHY CIiIly Tepamiio (iHdopMais 1oR0
TPYIH, 10 K01 6yB paBIOMi30BaHU y4aCHUK, PO3KPUBANACh JOCITiIHMKAM, ane He nauientam). Cepex
HAli€HTIB, Y SKUX 6yIa DOCATHYTA BiAIOBINb micad 12 TYOKHIB Tepanii Ta AKi MEpEHIIIIN B AOCTILKEHHS
EXTEND, y 6GinbmocTi NAI€HTIB BiAnoBins 36epiranacs i Ha 96 TIKHI CyMapHOTO Iepiofy Teparii
13 060x 103 abporuTuHi6y (64 % i 72 % mns Bignosixi 3a IGA (0 abo 1 6an), 87 % i 90 % mst ingexcy
EASI-75175 % i 80 % s PP-NRS4 nipu nosyBansi 100 Mr oqus pas Ha noby ta 200 Mr oauu pas Ha
106y Biamorinmo). Cepen Maui€HTIiB, y AKux He Gya DOCATHYTA BilMOBiAk micia 12 TWKHIB Teparii Ta
ki npuegHanucs no nocuimkenns EXTEND, y uacTHHE HAI€HTIB BAATOCS JOCIITH Mi3HEOI BiATIOBIL
5
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110 24 toxHs (Bl BUXiOHOrO piBHA) Ha (DOHI MPOJOBXKEHH Teparnii abporutuaiooM (y 25% 129 % mis
Bianosimi 3a IGA (0 a6o 1 6an) ra B 50 % 1 57 % jura Bignosini 3a EASI-75 npu nosyeansni 100 Mr ogua
pas Ha 106y Ta 200 Mr oTHH pa3 Ha 106y BimoBinHO). IMOBIpHICTE OTpUMaHHS KOpHCTi Bif Tepartii Ha
24 TwkHi 6yma BUNIOI y NALIEHTIB, y SKUX Oylla JOCATHYTa 4acTKOBa BinmoBime Ha 12 TwxHi,
TIOpIiBHAHO 3 IAIIEHTaMH, y AKAX He OyJIo Bimosiai Ha 12 Troksi. [TamienTy, AK1 OTpUMYBay AyIiTyMad
y nmocmimkesni COMPARE i B momamsmoMy IpuegHanuces no nocuipxeHas EXTEND, Oymu
paHIoMi30BaHi A OTPUMaHHs abpolUTHHIOY B fo3yBaHH:AX 100 Mr a6o 200 MT oMH pa3 Ha 00y micis
BrmoueHHs B pociimkenns EXTEND. Cepen mamieHTiB, ski He Majld BIONOBiAI Ha Tepamiro
AYIITyMaboM, 3HAYHA YacTKa IAIli€HTiB JOCSATIM BiANOBIAL depe3 12 TIDKHIB IIICHA IEpPEXOdy Ha
abporutuni6 (34 % i 47 % mis einnosini 3a IGA (0 abo 1 6am) i 68 % Ta 80 % ans Binmosini 3a EASI
75 npu nosysauri 100 Mr oguH pa3 Ha 106y a6o 200 Mr onuH pa3 Ha 100y BIATIOBIAHO).

[Tonymanisa DatieHTIB ARTSY0I0 BIKY.

EdexrupHicTs i 6e3mexa 12-TIXHEBOr0 3aCTOCYBaHHS abpOIUTHHIOY y AKOCTI MOHOTEPAITii OLIHIOBAIH
y 2 paHoMi30BaHUX, MOABIHHMX CIIMUX, I1ane00-KOHTPOIBOBAHNX AocHimKeHHax dasu 3 (MONO 1,
MONO 2), y skux B3sUId y4acTb 124 nmauientn BikoM Bif 12 no monoxmel8 poxie. EQeKTHBHICTS 1
Gesnexy MoHOTeparil abponuTrHiG0M mpoTaroM Gimbine HiX 52 THXHI (3 MOKIHMBICTIO HEBIAKIaTHOI
Teparii I MAli€HTiB i3 3aTOCTPEHHAM) TaKOX OL[IHIOBANH Y BIAKPUTOMY AOCHTI/KEHHI IHAYKIIHHOT
Teparii 3 pargomizoBanumM npunureHHaM ydacti (REGIMEN), y sxe 6y10 BKIIOUeHO 246 MaIlicHTIB
BikoM Big 12 mo momoxmie 18 pokis. Y IUX MOCTIKEHHIX DPE3yNbTaTH B IIATPYN IIiUNTKIB
Y3TO[DKYBAIUCS 3 Pe3yIbTaTaMK B 3araipHiH HocuimKyBaHii momynsanii. EdexTuHicTs i 6e3nexa 12-
THXKHEBOI'O 3aCTOCYBaHHA abpouutuHiby B koMmOiHauili 3 (OHOBOIO MICHEBOI MEIHMKaMEHTO3HOIO
Tepamiclo OI[HIOBaNM B paHAOMi30BaHOMY MOABIAHOMY ciimoMy mIane6o-KOHTPOIBOBAHOMY
nocnimkenni gasu 3 TEEN. V nocmimkenns 6yno BrIrodeHo 287 manieHTis BikoM Bif 12 1o merme 18
POKIB 3 aTONIYHMAM JEPMAaTHTOM BiX HOMIPHOTO [0 TSDKKOTO CTyneHd 3 > 3 6anamu 3a IGA, > 16 6anamu
3a inmexcoMm EASI, ypaxenmam > 10 % rutomni moBepxHi Tina i 3a PP-NRS > 4 6amamu mig gac BisuTy
OLIHIOBAaHHA BUXIZHOro piBHA 10 panmomisanii. J[omycKamucsa A0 yJacTi NAli€HTH, y SIKHX PaHiIle He
Gyna NOCATHYTA HaIeXKHa BiAIOBIIb Ha Tepanio abo sAKi OTPUMYBaIu CHCTEMHY TEpAilo.
Xapaxmepucmuxu Ha 8UXIOHOMY DiGHI.

V nocmimxesni TEEN y Bcix rpymax tepamii 49,1 % ygacHuxiB 6ymu xiHouoi crati, 56,1 % Hamexanu
1o eBponeoinuoi pacu, 33,0 % — mo MouronoinHoi Ta 6,0 % — mo HerpoinHoi pacH. Meiannmi Bik
YYACHHKIB CTAaHOBHB 15 POKiB, @ 9acTKa MAI€HTIB 13 TAHKKUM aTOIMIYHUM AepMatutoM (4 6amu 3a IGA)
ctanoBmwia 38,6 %.

Pe3ynesTaTd OIiHIOBaHHS 12-THXXHEBOTO JIIKyBaHHS aOpOIMTHHIOOM IiTelf y 3BEIE€HOMY MOCIiDKEHHI
MONO-1 i MONO-2 ta TEEN npeacrasieHo y Tabmuri 4.

TaGaums 4.
PesysnTaTh oliHIOBaHHSA 12-THXKHEBOTO JIIKyBaHHA a0pouHTHHIOOM XiTed y
spenenomy gocaimkensi MONO-1 i MONO-2 ta TEEN

3eenene pocaimkenas MONO-1 1 TEEN"®
MONO-2
Abpouurun | Abpouutns | Ilmane6o | AGpormtun | A6pouutuui | Ilnane6o
16 i6 i6 6

200 mr 100 mr 200 mr 100 mr 1 p./n.

1 p./mo. 1 p./n. 1 p./n.
0 abo 1 6an
3a IGA?
N 48 50 23 93 89 94
% 31,3 22,0 8,7 46,2% 41,6" 24,5

95 % Il (18.1; 44,4) | (10,5;33,5) | (0,0;20,2) | (36,1;56,4) | (31,3:51.8) | (15,8;33,2)
EASI-75°
N 48 50 23 93 89 94

% 56,3 44,0 8,7 72,07 68,5" 41,5

95 % Al (42,2;70,3) | (30,2;57,8) | (0,0;20,2) | (62,9;81,2) | (58.9;78.2) | (31,5;51.4)
PP-NRS4?
N 36 42 22 74 76 84
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%
95 % Al

61,1
(45,25 77,0)

28,6
(14,9; 42.2)

9,1
(0,0; 21,1)

55,48
(44.,1; 66,7)

52,6
(41,4; 63,9)

29,8
(20,0; 39,5)

Cxopouenns: JII — mosipunii intepsan; EASI (Eczema Area and Severity Index) — Ingexc mrommi
ypaxkeHHs Ta cTynens Tsokkocti eksemy; IGA (Investigator Global Assessment) — 3aranesHa OLiHKa
pocmigamka; N — KinbkicTh pangomizoBanux mauieHtis; PP-NRS (Peak Pruritus Numerical Rating
Scale) — Uncnosa pedTUHTOBA IIKalla MAKCHMaIbHOTO CBEPOIHHA.

a. TlamieHTaMu, y AKHX JOCSTHYTa BiAmoBims 3a IGA, BBacamucsA IAi€HTH 3 OLIHKOI «IHCTOM
(0 6amiB) abo «maibke umcro» (1 Gam) (3a S5-0ampHOIO IIKANON0) Ta 3HIDKEHHAM OAIBHOTO
[IOKA3HUKA Bijl BUXITHOTO PiBHS Ha > 2 6aiy.

6. Ilamientamu, y SKHX JOCATHyTa BigmoBims 3a imgekcoM EASI-75, BBaKanucs NHaIlieHTH 3
nokpameHusM mokasuuka EASI Ha > 75 % Bi BUXiHOTO DIBHS.

B. IlamieHTaMu, y SKHX JOCSATHyTa BifmoBimp 3a mkanolo PP-NRS4, BBakanmca HalieHTH 3
HOKpAIIEHHIM Ha > 4 Gaiy 3a II€I0 MKAIO0 BiJl BUXiJTHOIO PiBHA.

r. A6Gpouutuni6 3acTOCOBYBaBCS B KOMOIHAIT 3 MiCIIEBOIO METUKAMEHTO3HOKO TEPATIIEIO.

x. CraTHCTHYHO 3HAYYIIHH PE3yNLTAT i3 IOMPaBKOIO Ha MHOXXHHHICTD Y IIOPiBHAHHI 3 I1ane60.

CepeJl ALEHTIB AUTSHIOrO BiKy, AKi JOCATIM BiIMOBiAl micnd 12 TIKHIB JMiKyBaHHA Ta B3SUIM y4acTh Y
JOBTOCTPOKOBOMY TIogoBx)eHOMy pocuimkerri EXTEND, GinsUIicTh MAi€HTiB 3G€PET BiOBIbL Ha
96 TIXHI KyMYJIATHBHOTO JIKyBaHHS [y 060X 103 abpouutuHiby [62% i 78% mna IGA (0 a6o 1)
BimmoBigs, 89% i 93% s EASI-75 1 77% i 76% nnst PP-NRS4 s nosysarss 100 mr i 200 Mr ofun
pa3 Ha 00y BiamosinHo]. Cepen NaHieHTIB JUTAIOTO BIKY, AKi HE HOCSIIA BINIOBi michs 12 THXKHIB
nixyBaHHA Ta Oymy BKiItodeHi B jpocnikerHs EXTEND, gacTka NalieHTiB JOCATNIA M3HBOT BiAIOBIzI
Ha 24 TIKHI (BiJ BUXiZHOTO PiBHA) IPOAOBKEHHA IiKyBaHHA oboma qo3amu abpomutuniOy [34% Ta
28% na IGA (0 a6o 1) Ta 41% 1 55% mns EASI-75 npu mosysanss 100 mr i 200 Mr ogus pas Ha 100y
BIIIIOBITHO].

Dapmaxoxinemuxa.

AbcopOuis.

A6ponutuni6 m06pe abcopbyeThes, y pasi nepopanbHOTO MPHIOMY BCMOKTYEThCA Oinbmt HLK 91 %
mo3u, a abCcomoTHA mepopambHa 6i0HOCTYHHICTH CcTaHOBMTH HpuOnusHo 60 %. AGcopOuiz
abponuTHHIOY Mic/s HepOPabHOr0 NPHtOMY BiTOyBa€ThCS MBHUIKO, & MAKCUMAINEHA KOHIIEHTPALIS B
m1a3Mi KpoBi [OCATAETHCA B Mexax | ropuHu. PiBHOBa)XHA KOHIEHTpaIlid aGpouuTHHIOY B miasmi
JOCATAETECSI B MeXax 48 TofauH IcId OJHOPa30BOro 3acrocyBaHHA. 3HaueHHA Cmax Ta AUC
abpomuTHHi6y 36iMbIIyBagMCS OPOIOPIHHO X031 micnsa mpuiomy mo3 no 200 mr. OpnodacHe
3acTOCYBaHHA a6pOLMTHHIOY 3 DKelo 3 BUCOKMM BMICTOM XXHPIB HE MaJIO KIiHIYHO 3HAYYLIOTO BILIUBY
Ha excrosunito abporutrHiGy (3HaueHHS AUC Ta Cmax 3010bIIyBaIMCs NpHOIM3HO HA 26 % Ta 29 %
BimTOBinHO, 8 3HATEHHS Tmax HOJOBKYBAIIOCEH Ha 2 TOAUHH). Y KIIHIYHHX JOCTIIKEHHAX abpOLUTUHIO
3aCTOCOBYBAJIM HE3AIEXKHO Bi npuitoMy Dxi (muB. posmin «Croci6 3aCTOCYBaHHS Ta HO3M).

Poznonin.

ITicis BHYTPINIHEOBEHHOTO BBEeJEHHS 06’€M po3moAiny abponuTHHiOy ctaHoBuTE Omuspko 100 1. 3
GinKaMy IUTa3MH KPOBi 3B’A3yeThes npubiansHo 64 %, 37 % i 29 % nupkymorodoro abponuTuHiby Ta
fioro axTuBHMX MerabomiTie M1 i M2 BigmosimHo. AGpouuTHHIO i HOr0 aKTHBHI MeTabOIiTH
PIBHOMIPHO POZMOAIISIOTECS MK €pHTPOLMTAMH 1 IIA3MOIO.

Biotpancdopmaris.

MeTta6o1i3M abpomuTHHIOY in Vitro ONOCEPeIKOBAHUM KiTbKOMa 130EpMEHTAMH CUCTEMH IIUTOXPOMY
(CYP): CYP2C19 (~ 53 %), CYP2C9 (~ 30 %), CYP3A4 (~ 11 %) 1 CYP2B6 (~ 6 %). Y mocuimkeHHi
Ha JIEOMIX i3 3aCTOCYBaHHAM aGpOLHMTHHIOY, MIYCHOTO paJioaKTHBHOIO MITKOIO, HAHIIOIIMPEHINIAM
LEPKYTIOIYMM BHAOM OyB a0pouuTHHi6; Takox OymM BHABIEHI B OCHOBHOMY 3 IOJLIpHI
MOHOTIIpOKCHIbOBAaHI ~ MeTabonith, inemtndikosami sk M1  (3-rinpoxcmmpomim), M2 (2-
rinpokcumpornin) Ta M4 (uipomiguHoH nipuminuH). Y piBHOBaXHOMY cTani M2 Ta M4 € ocHOBHUMU
mertaGomitamu, a M1 — npyropsasum. [3 3 MeTabomiTiB, O HUPKYITIOIOTE Y KPOBOTOKY, M1 Ta M2
MaroTh mpodim imri6ysamms JAK, momi6ui mo abpomuTmHiGy, Toni sk M4 6yB ¢dapMaxororiqHo
HEakTUBHEM MeTaboiriToM. dapMaKoNoridHa aKTHBHICTE abpOLUTHEIGY IOACHIOETHCSA EKCIIO3UIIIEIO
He3B’si3aHo] BUXinHOT Momexymu (~ 60 %), a Takox MerabonitiB M1 (~ 10 %) ta M2 (~ 30 %) y
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cucTeMHBOMy KpoBoobOiry. Cyma excro3umii He3s’s3aHoro abpounTtuHidby, M1 ta M2, koXHa 3 SKMX
BHpa)KeHA B MOJIIPHUX OAMHHMILIX 1 3 IMONPABKOIO HAa BiTHOCHY aKTUBHICTH, HA3UBAETHCS aKTHBHUM
KOMITOHEHTOM a0pOIUTHHIOY.

V nocmimkennsx s3aemonii abpountrHiOy 3 cyocrparamn BCRP 1 OAT3 (Hanpukinan, po3yBacTaTHH),
MATE1/2K (uanpuknazg, merdopmin), CYP3A4 (manpuxinan, migazonam) 1 CYP2B6 (manpukmnan,
ehaBipeHIr) KITiHIYHO 3HAYYIUX e(EKTiB HE CIIOCTEPIranocs.

Busenenns.

Ilepion mamiBBMBECHHS aOpOMUTHHIOY CTaHOBHTH OMM3bKO 5 roAuH. AGPONMTHHIO BHBOIUTBCA
TOJIOBHUM YHHOM IIIXOM METaGOIIYHOr0 KIipEeHCy, IPH oMy MeHIe 1 % no3u BUBOIAUTECS i3 CEUCIO
B He3MiHeHOMY BUTIIAAi. MeTaboniT abporuTuHiOy — M1, M2 Ta M4 — BUBOIATHCS IIEPEBAKHO 3 CEUEI0
i € cybcTpaTaMu TpaHCIIOpTEpa OPraHivHUX aHiOHIB 3.

OcobmBi TpyIH MAIIEHTIB.

Maca mina, cmamv, 2enomun, paca i 8ix.

Maca Tina, crarth, remotun 3a izodepmentamu CYP2C19/2C9, pacoBa NpHHAIEKHICTH 1 BIK HE Mallx
KJIIHIYHO 3HAYYIIOr0 BIUIMBY Ha €KCHO3HMIII0 abpouuTuriby (muB. pos3min «Cnocib 3acTocyBaHHA Ta
JTO3W»).

Iionimxu (gixom 6i0 12 0o 18 poxis).

3a JaHEMM NOMYJAUIHHOrO (apMaKOKIHETHYHOTO aHali3y, He CIIOCTEepIraeThes KIIHIYHO 3HAYYIOI
PI3HHULI B Cepe/iHIX PIBHIX €KCIO3HNIT aGpOIMTHHIOY B PiBHOBAXXHOMY CTaHI B IIAIIEHTIB IIULITKOBOIO
BiKy IIOPiBHSHO 3 JOPOCIHMMH IIPY HOPMAaJIbHiH A7 IXHEOTO BiKy Maci Tina.

Iayienmu oumsauozo 6iky (0o 12 pokis).

JIoCHiIKEHH S 3 BUBUCHHS B3a€MO/IT TIKapChKUX 3aC001B IIPOBOAMINCS JIUIIE 3 3AJIydEHHAM JOPOCIUX
nanienTis. @apMakokiHeTuka abpounTHHIOY y niTel BikoM mo 12 pokiB He OILiHIOBaNacs (TMB. PO3ALT
«Criocib 3acToCyBaHHs Ta I03M»).

[Mopyimrenasa GyHKILT HUPOK.

V moCHipkeHHI 3 3aJIyY4EHHSAM ITali€HTIB i3 HHPKOBOI HENOCTATHICTIO, y IAIiEHTIB 3 TKKOIO
(po3paxyHKoBa IIBUAKICTE Ky60ukoBoi ¢insrpanii (pIIK®) < 30 mn/xs) Ta momiproro (pIIKD 30 ~
<60 MJI/XB) HHPKOBOIO HEJOCTaTHiCTIO Oyno BifzHadeHo 36impmieHHa 3HaueHbh AUCin aKTUBHOTO
KOMITIOHeHTa abpouuTrHiOy npubimzao Ha 191 % Ta 110 % BinnoBigHO, y MOPIBHAHI 3 NalliEHTAMH 3
HOpMaIBHOI QyHKIier Hupok (pIIIK® > 90 mi/xB) (nuB. posznin «Crocib 3acTOCyBaHHA Ta IO3H»). Y
HAIEHTIB 3 JIETKOK HUPKOBOI HENOCTATHICTIO (apMakoKiHeTHKa aOpoIUTHHIOYy He OLIHIOBANACH,
OJIHAK, BUXONAYM 3 DPE3YIBTATIB, L0 CIIOCTEPITauwcs B IHIMUX NiATPYNaX, y Mali€HTIB 3 JETKOK
HupKOBOW HenoctarhicTio (pIIK® Big 60 mo < 90 Mi/XB) O4iKyeThCs 30ITBIIEHHA EKCIIOZMIILL
aKTMBHOrO0 KOMIIOHeHTa abpouutuniGy mo 70 %. 30impmienns excrosuuii mo 70 % He € KIIHIYHO
3HAYYIIAM, OCKLIBKM e(eKTUBHICTE i Oe3meKa 3aCTOCYBaHHA aOpOIMTHHIOY HaIlieHTaM 3 aTOIiYHMM
JIEPMATHTOM 3 JIETKOK0 HUPKOBOKO HEMOCTAaTHICTIO (1 = 756) Gyia IOpIiBHAHHOIO 3 TAKOIO B 3araJIbHil
NOMmyJIsLii, 32 JaHUMHM KIiHIYHHX mocmikeHb Gasm 2 ta dasu 3. plIIK® B OKpeMuX INali€eHTiB
OIiHIOBaTM 3a PEKOMEHIOBaHOI (opMylIol0 Moaudikalii Ji€TH B pasi 3aXBOPIOBaHHA HUPOK
(Modification of Diet in Renal Disease, MDRD). 3acTocysanns aOponuTHHIOy HE BUBYAIOCT Y
MAIEHTIB i3 TEPMIHATBHOIO CTAIE0 XBOPOOH HHPOK, AKi OTPUMYIOTh 3aMiCHY HUPKOBY TEPAIIiIO (IHB.
po3nin «Crnoci6 3acTocyBaHHS Ta JO3W»). Y KIHITHMX MOCH/DKEHHAX (asu 3 3aCTOCYBaHHS
a6pOIUTHHIOY TAIieHTaM 3 aTONIYHUM AePMaTHTOM 13 BUXIXHIMH 3HAYCHHAMH KIipPEHCY KPEATHHIHY
menIre 40 MJI/XB HE BUBYAJIOCK.

Brue Ha GVHKIIO TEYIHKH,

V mariesTiB 3 nerkoro (kmacy A 3a xnacudikamicro Yainga — I1°r0) Ta momipaoo (kaacy B 3a
xnacudikariero Yaitnga — [1°50) nedinkooro HeAOCTATHICTIO 3HAYEHHS AUCns aKTUBHOTO KOMITOHEHTA
3HIKYIOTBCA IIpHOIM3HO Ha 4 % Ta 30UIBIIYIOTBCA Ha 15 % BiNNOBiNHO, HOPIBHAHO i3 UMMM
3HAYEHHAMH y TAIEHTIB 3 HOPMaJIbHOIO GyHKIIEI0 ewiHKH. 111 3MIHM He € KIIIHIYHO 3HATYIUMH, TOMY
y TaIlieHTiB 3 Jerkor abo IMOMIPHOK IEYiHKOBOIO HEJOCTATHICTIO KOPEKIiS J03M He MOTpiOHa (IuB.
posair «Croci6 3acToCyBaHHs Ta [03W»). Y KIIHIYHMX TOCTIDKEHHAX el mokasauk abpouutuHiby He
OLiHIOBaBCcA y HalieHTIE i3 Toxkow (kiacy C 3a wiacudikamiero Yaknma — I1'r0) NEYIHKOBORO
HENOCTATHICTIO (MUB. po3ain «IIpoTunokasaHH"») a0 y NaLi€HTIiB 3 MO3UTHBHUM PE3YIBTATOM TECTY
Ha akTuBHMH rermatut B abo renatut C mia gac ckpuHinry (qus. po3ain «OCcoOIMBOCTI 32CTOCYBAHHA»).
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Kuiniuni xapakrepucTukm.

IHokazannus.

CibinkBO ITOKa3aHHWH IA JTiKyBaHHS aTOIIYHOIO AEPMATHUTY BiJ IOMIPHOTO 1O TSDKKOIO CTYIEHS
TSKKOCTI y JOPOCIUX Ta AiTeH BiKoM Bix 12 pokiB, fAKi € KaHAWAATAMU IS CHCTEMHOI Tepaltii.

Ilpomunoxazanna.

 TinepuyTnuBicTs A0 Aiouoi pedyoBHHH abo 1m0 Oyap-sAKoi 3 JONOMDKHMX PEYOBHH IIpenapary,
3a3HaYeHuX y po3aini «Cxmam.

o AKTHBHI TKKI cHCTeMHI 1HGQEKI, BKIIOYAro9d TyOepKkymbo3 (nuB. posmun «OcobiuBocTi
3aCTOCYBAHHI).

* Tspkka Ie4iHKOBA HEAOCTATHICTE (MuB. po3ain «Cnocib 3aCTOCYBaHHA Ta IO3U»).

* BaritaicTb 1 romyBaHHA TpyAqio (IuB. po3Aild «3acTOCYBaHHA y IIEPiOf BariTHOCTI abo roXyBaHHS

TPYIIIO»).

B3aemoois 3 inwiumu nikapcoKumu 3acobamu ma iHwii 6uou 63a€mo0il.

[JoTeHiIiiiHA 31ATHICTh IHINKX JIIKAPCHKUX 3ac00iB BINIMBATH Ha (hapMaKkOKiHETUKY aOpOIUTHHIOY.
A6pornuTuni6 MeTabomisyersest nepeBaxHo i3opepmentamu CYP2C19 1 CYP2C9 Ta, MeHIIo0 Mipolo,
isopepmentamu CYP3A4 1 CYP2B6, a fioro akTUBHI MEeTa00IITH BUBOJATECS HUPKaMH i € cyOcTpaTaMu
TpaHcnoprepa opraHigaux aHioHiB 3 (OAT3). Takum 4mHOM, Ha eKkcrioswmIfito abporuruHiby Ta/abo
HOro akTHMBHMX MeTaOOoJiTiB MOXYTh BILTMBATH JiKapchKi 3acobH, ki iHTiOyt0Th abo iHAYKYIOTH I
isodepMenTy Ta TpaHCHOPTHI Oinky. Pexomeraarii 3 KopuryBaHHA 1034, B pa3l He0OX1AHOCTI, HaBeJleHi
B po3i «Criocib 3acTocyBaHHsA Ta JO3H».

Onnouacue 3acTtocyBaHHs 3 inriGiTopamu CYP2C19/CYP2CO.

V pasi omHoyacHOro 3actocyBaHHs abpouutusiOy y no3i 100 mMr 3 ¢uayBokcamiHOM (IIOTYXXHUM
inri6iropom CYP2C19 ta nomipumMm imribitopom CYP3A) a6o 3 ¢iykoHa3onoM (IOTYXHEM
inri6iropom CYP2C19, nmomipaum inri6itopom CYP2C9 i1 CYP3A), cTymiHb €KCHO3HUIII aKTUBHOTO
xoMroHeHTa abpouutuHiOy (mus. posain «Papmakokinerukay) 36imeirysaBcs Ha 91 % Ta 155 %
BiIIOBiIHO, TOPIBHAHO i3 32CTOCYBaHHAM aOpOIUTHHIOY okpeMo (IuB. po3ail «Croci6 3acTocyBaHHA
Ta JIO3M»).

OnmovacHe 3actocyBanHs 3 ingykropamu CYP2C19/CYP2CS.

3acrocysanus abpouutuHi6y B 1031 200 Mr mmicia 6araToKpaTHOTO 3aCTOCYBaHHA pHGAMIINNHY, KUK
€ TOTY)XHHM IHAYKTOpoM i3odepmerTiB cuctemu nuroxpoMy CYP, nmpussommio 10 3HWKEHHS
€KCITO3UI[il aKTUBHOTO KOMIIOHeHTa abponuruHiOy mpubnmsno Ha 56 % (muB. posain «Cmocid
3aCTOCYBAHHA Ta JO3U»).

OnuoyacHe 3aCTOCYBAHHA 3 1HIIOITOpaMy TPAaHCIIOPTEpa OPTAHIYHIX aHIOHIB 3.

V pasi ogHOYACHOTO 32CTOCYBaHHA abponuTHHIOY B 1031 200 Mr 3 npobeHenumIoM, SKui € iHribiTopoM
TpaHCIopTepa OpraHiuHMX aHiOHIB 3, eKCIIO3MI[is aKTMBHOIO KOMIIOHEHTa abponuTuHiby
361nbLIyBanaca npubiausHo Ha 66 %. le sBuie He € KIIHIYHO 3Ha9yIIMM 1 KOPEKITL JO3H HE MOTpiOHa.
OpHoyacHE 3aCTOCYBAHHS 3 33C00aMH, 110 TiABHIYIOTH pH HUIYHKY.

Komu abpouuruni6 200 Mr 3acTocoByBaBcs 0JHOYAcHO 3 (amoTHamHOM 40 Mr, anraronicrom H2-
pELIENTOPIB, EKCIIO3MLIIsL AKTUBHOI YaCTHHH aOpONUTHHIOY 3MeHITyBanacs mpuonusao Ha 35 %. Brus
NifBUIIEHHA piBHsA pH NUIYHKY, CHPUYHHEHOTO 3aCTOCYBaHHAM aHTAIUIIB, 00 IHTiOITOPIB MPOTOHHO]
nomnu (OMenpason), Ha GapMaKkoKiHETHKY aOpOIUTHHIOY HE BHBYABCA Ta MOXE OyTH MOAi6HUM 10
ebexry damoruauny. Buiry nobosy nosy 200 mr cmim posriasHYTH IS HAli€HTIB, SKi OJHOYACHO
OpUAMAIOTE TIPOAYKTH, 10 MiABUIIYIOTs pH IUITyHKA, OCKiIBKM BOHH MOXYTh 3HM3UTH €(EKTHBHICTH
abpouTHHIOY.
[Morenuiiina 3paThicts abpouuTuHi®y BruBaTH Ha (hapMaKOKIHETHKY IHINNX JIKAPCHKHX 3ac001B.
V [JOCHImMKEHHAX B3AEMOJIl 3 IEepOPAIbHHMH KOHTPAlleNTHBAMH (TaKMMH SK ETHHITEeCTpaion/
JIEBOHOpPrecTpen) KIiHIYHO 3HaTymuX ehekTiB abpouTHHIOY HE CIIOCTEPIranocs.

V pocnigkeHHsx in vitro abpormruni6 € inribiropom P-raixonporeiny (P-gp). YV pasi ogHOYacHOro
3acTocyBaHHs pabirarpaHy erexcunary (cyberpary P-gp) 3 ommiero posoro abpouutunity 200 mr
3Ha4eHHA AUCinr i Cmax Jabiratpany 36insmrysanucs npubausHo Ha 53 % i 40 % BiaIoBigHO, HOPIBHIHO
i3 3actocyBanHsaM nabirarpany etexcuiaary okpemo. Ciriz 3 00epexHiCTIO 3aCTOCOBYBAaTH a0pOLMTHHIO
OfHOYAcHO 3 JabiraTpasoM. Brume abponutnHiOy Ha (apMakokiHeTHKY iHmux cybcrpartiB P-gp He
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BUBYABCA. 32CTOCOBYBATH Taki kKoMOiHarii ciif 3 o0epexHICTIO, OCKiNBEKM piBHI cyberpatie P-gp 3
BY3LKHM TEPAIIEBTHYHUM BiKHOM, HAPUKIIAJ JUTOKCHHY, MOXKYTh IiJ{BUIYBAaTHCA.

VY nocnimkeHHX in vitro abponutuHi6 € inribiTopoM pepmenty CYP2C19. OnHouacHe 3acTOCYBaHHS
abporutuHiOy y 1031 200 Mr oguH pa3 Ha no0y 3 Pa3oBOK0 [03010 omenpaszony 10 Mr miaBHIIyBano
sHadeHHA AUCinf 1 Ciax OMempasory npubmmsao Ha 189 % 1 134 % BigmoBimHO, IO CBIAYHTH IIPO TE,
mo abpountuHi6 € omipauM inribitopom pepmenty CYP2C19. Crix 3 o6epexHICTIO 3aCTOCOBYBATH
aOpOIMTHHIO OXHOYACHO 3 JIKAPCEKUMM 3aco0aMM 3 BY3BKMM TEpalleBTHIHHMM Jialla30HOM, SKI
TONOBHMM YHHOM MeTabomisytotecst QpepmerTroMm CYP2C19 (mampmkiam, S-medeHiToiH 1
KIomizorpens). Moxe 3HaJoOOUTHCA KOPUTYBaHHA JO3HM s iHIMKUX JiKapchbKUX 3ac00iB, AKi FOJIOBHUM
ypHOM MeTabomizyrorees ¢epmeHToM CYP2C19, BianoBimHO A0 IHCTPYKIIl IS MEIWYIHOTO
3aCTOCYBaHHs (HAIPUKIIA, [{UTAoNpaM, K1o0a3aM, eCIUTaIoNpaM 1 cenyMeTUHi0).

OnnoyacHe 3acTOCYBaHHA abporuTuHiOy B 1031 200 MI ouH pa3 Ha 100y 3 pa3oBoIo 7103010 Kodeiny B
Jo3i 100 mr migsumyBano 3gadeHHs AUCqr kodeiny Ha 40 % 6e3 BBy Ha Cmax, IO CBITYUTH IIPO
Te, mwo abpounturi6 € momipHUM iHribitopom depmenty CYPIA2. 3aranpHe KOpPHT'YBaHHA JO3U
HE PCKOMEHAYETHCA.

Ocobnueocmi 3acmocysanns.
V meperiveHHX HIOKYE TPYI NAIli€HTIB abpOLMTHHIO CIIii 3aCTOCOBYBATH JIMILE 33 BiICYTHOCTI
HAJIEXHHAX aTbTCPHATUBHUX METOMAIB JIKyBaHHI:
- MAITiEHTH BIKOM Bif 65 pOKiB;
- HAI[€HTH 3 ATEPOCKIEPOTHIHIMH CEPIIEBO-CYTHMHHIMY 3aXBOPIOBaHHAMY B aHaMHe3l a60 1HIIMMU
(akTopaMu pU3HKY CEPIIEBO-CYMHHNX 3aXBOPIOBAHb (HANPUKIAM, KypiHHA Ha JAaHUH 9ac 9M KypiHHI
IPOTArOM TPHUBAJIOIO Yacy B aHaMHE31);
- namieHTH 3 (GAaKTOpaMH PH3UKY PO3BUTKY 3JIOSAKICHHX HOBOYTBOPEHb (HAIpPHKIal, HasBHICTH
3JI0KICHOrO HOBOYTBOPEHHS Ha JaHUH 9ac YK B aHAMHE31).
Indexuii/ Tkl iH(eKmii.
IMoBimomusanocss MpO BHIANKH BHHUKHEHHS TOKKMX IHOQEKLiH y mMarieHTiB, sKI 3a3CTOCOBYBAH
abpouutuHi6. HalGiapm 9acTUMH TSOKKUMH 1HOEKIISIMHE B KIIHIYHHX JOCIHKEHHAX OyIH MpOCTHH
repiiec, ONepisyrounii IUmai i THeBMOHLA (O¥B. po3ain «Ilo6iuni peakiii»).
OCKiJIBKY B JTIOAEH JTHHOTO BiKY Ta B IOMYJIALIT XBOPHX Ha I[YKPOBHH /TiabeT 3araioM CIoCTepiraeThes
BHIIA 9aCTOTA BUIAAKIB BHHUKHEHHS iHQeKUiH, citi 3 00epexHICTIO 3aCTOCOBYBATH IIeH Ipenapar mij
yac JIKyBaHHS JIOAEH JITHEOrO BIKy Ta MALi€HTIB i3 MykpoBuM AiaberoM. YV mallieHTIB BiKOM Bif 65
POKiB aGpOLMTHHIO CIIJ 3aCTOCOBYBAaTH JIMINE 33 BiJCYTHOCTI HAIEXHMX AJbTEPHATUBHMX METO/IB
nikysauas (quB. po3ain «Crocib 3acTocyBaHHA Ta HO3M»).
He ciin mounMHaTH 3aCTOCYBaHHS [IperapaTy HallieHTaM 3 aKTHBHOIO TSDKKOIO CHCTEMHOIO iH(EKIIEr
(nuB. posain «[IpoTuiiokasanamy). [lepex moyaTkoM Teparii aOpOLUTHHIOOM, CIHiJf PETENBHO 3BAKHUTH
BCI DU3HKH i MepeBary BiJ Teparil mani€HTiB:
* i3 XpOHIYHOO 200 PEIUIUBHOIO IHDEKITIEIO;
* 3 TyOEpKyIHO30M;
* 3 HAaJBHICTIO B aHAMHE31 TSDKKOI a00 onOpTYHICTHYHOI 1H(bEKII];
+ gki Memkanmd abo IONOPOXKYBATM B KpaiHax, A€ MNOIIMpeHWH TyOepKynpo3 abo rpHOKoBi
3aXBOPIOBAHHS; ab0
* 3 OCHOBHMMM 3aXBOPIOBAHHIMM, [0 MOKYTh OOYMOBITIOBATH PO3BUTOK 1HQEKITI.
Crim peTensHO CIOCTEPIraTH 3a CTAHOM MANI€HTIB U PAaHHBOTO BHSBJIEHHA O3HAK I CHMITOMIB
indexuii mix wac Ta micns sikyBamds abpouuTwHi6boMm. IlamieHTaMm, y AKHX i 4Yac JIKyBaHHA
pO3BHMHYNAacsS HoOBa iH(Gexis, MoTpi6HO HeraifHO IIPOBECTH IIOBHE MialHOCTHUYHE OOCTEXEHHS Ta
pO3IIOYATH BiAMOBIAHY aHTHOaKTepiallbHY Tepamiro. SIKINO MAllieHT He BiANOBINAEc Ha CTaHAApTHY
Tepamilo, 3a HOro CTAHOM CHil PEeTENbHO CIIOCTEpIraTH, a TEpamilo OUM MOPemapaTroM MHOTPIOHO
THMYaCOBO [IPU3YIIMHUTH.
TyOepryib03.
V KIHIYHAX JOCTiMKEHHIX abponuTuHify crocTepirases Ty6epkynpo3. Ilepern mogaTkom Tepamii Bei
NalicHTH MAalOTh MPOUTH CKPHHIHIOBE OOCTEXEHHS Ha TYOepKylbo3; y NAIli€HTIB, SKI MEIIKAIOTE Y
BHCOKOCH/IEMIUHHMX 3a TYOEpKyIb030M padOHaX, CHiA PO3TISAHYTH TAKOX MOLIIBHICTH MIOPIYHOIO
CKPUHIHTOBOTO OOCTeXeHHSA. AOpOIMTHHIO HE CIiJ 3aCTOCOBYBATH MAIll€EHTaM 3 AaKTHBHUM

10




108

Ty6epKyns030M (nuB. po3nin «IIpotunokasannsny). [lepen noyaTkoM 3aCcTOCyBaHHA abponnTHHIOY cain
IPOBECTH MPOGITaKTHYHY Tepalilo A JMIKyBaHHS JaTEHTHOTO TyOepKyJIbo3y Yy MALli€HTIB 3 BIEpIIe
BUSABJICHHUM JIATEHTHUM TYOEpKyIb030M a0 paHillle HellIKOBAaHUM JIATCHTHUM TYOEpKYIbO30M.
PeakTnBallis BIpyCiB.

Ilix yac KIIHIYHHMX JOCII/DKEHb IOBIIOMILLIIOCH IIPO BHUIANKH PpEaKTHBAIll BipyciB, BKIIOYHO 3
peaKkTHBRAII€0 Bipycy Treprecy (HaIpHUKIAZ, OIEPi3yr0doro JUIIA0, IPOCTOrO Teplecy) (AUB. PO3MLI
«[To6iuni peakiii»). YacToTa BUIIaKiB BUHUKHEHHA 1HQEKNIH onepizyrodoro numarp Oyla BHLIO0 y
HaNieHTiB, AKi OTPUMYBaNHX JIiKyBaHHA y 1031 200 Mr, BIKOM Bifx 65 pOKiB, 3 OIIEpi3yr0duM JIUIIAEM B
aHaMHe3l, i3 IiATBEPIKEHOH aBCONIOTHOI KimbkicTio mimdomurie (AKJ) < 1 x 10%MM® mo
BHHUKHEHHS BMITAIXy, Ta MAIICHTIB i3 THKKAM ATOMIYHHM IEPMATHTOM Ha BHXITHOMY DiBHI (OMB.
posnin «IToGiuHi peakmii»). SKmo y maiieHTa po3BUBAETHCA ONEPI3yIOUHH JIMIIAH, CIIi PO3TILIHYTH
MOXJIMBICTE TUMYACOBOTO IPUIYITMHEHHS TePallii, 10 3HUKHEHHS CUMIITOMIB 3aXBOPIOBAaHHA.
CkpuninroBe OOCTEXXEHHS Ha BipyCHHH TeNAaTHT BiANOBIMHO IO KIHIYHMX PEKOMEHAAINil Cif
IPOBOJMTY [Iepe/ IIOYaTKOM Ta I yac JiKyBaHHS IpemnaparoM. IlamieHTH 3 O3HaKaMH aKTHBHOTO
renatury B a6o rematuty C (3 MO3UTHBHUM pe3ynsTaToM TecTy MetoioM IIJIP na Bipyc rematuty C)
He JOIyCKAJIUCS A0 YYacTi B KIIHIYHUX JOCIIUKEHHAX (auB. posain «DapmakokineTnkay). [laiiearam,
y SKuX OyB HETaTUBHHI Pe3yNbTaT TECTy Ha IOBEPXHEBUH aHTUTeH BipyCy renartuTy B, nosuTHBHMI
pe3yIbTaT TeCTy Ha aHTHTiNa OLIKIB Bipycy renaTuTy B KOpoBHM Ta ITO3MTHBHHM PE3y/LTAT TECTY Ha
AHTHTINA 4O IIOBEPXHEBOTO aHTHICHY Bipycy rematuty B, mpoBomwnm xinekicuuit ananiz JIHK Bipycy
rematuty B. Ilamienty, y sxux kimpkicts JJHK Bipycy remaruty B Oyma BHINe HHKHBOI MeXI
KiNbKICHOI'O BU3HAYEHHA, HE JOMYCKAIHCS O YYacTi B KIIHIYHHX AOCHipkeHHaX. [lamienTam, y AKuX
JHK Bipycy remarury B Oyia BincyTHs abo 3HaXOAMIACA Ha PIBHI HIDKYE HIDKHBOI MEX] KUIEKICHOTO
BU3HAYEHHSA, HO3BOUIOCS PO3IOYATH TEPAmil0 UM IPElapaTroM; y TaKUX Hali€HTIB MepioqHYHO
nposoaunu Moditopunr pisusa JHK sipycy rematury B. Ilpu ussnensi JIHK Bipycy rematury B ciin
HAIPABHUTH TAI(iEATA IO (aXiBI i3 3aXBOPIOBAHB IEYIHKH.

Baxrunarnis.

JlanuX 0[O TOrO, YM JOCATAETHCS IMyHHA BIAITOBIIs HA BAKIMHALIIO Y MAII€HTIB, SKi 3aCTOCOBYIOThH
abponutnni6, Hapasi memae. Ilix wac JikyBaHHA aGo Ge3mocepeqHBO IEpes MOYAaTKOM JIIKYBaHHS
abpouTHHIGOM CIiJl YHHUKATH BUKOPHCTAHHS JXMBHX OclHabneHux BakimH. J[o mouarky Teparii
HeoOXiZIHO IPOBECTH BCi IUTAHOBI INEIUICHHS, BKIIOYHO 3 NPOQIIAKTHYHHMM INEINIEHHAMH IPOTH
OIIEPi3y0YOT0 JIMIIAK0 BiJIIOBITHO 1O YHHHOTO KaJIeH1aps IMyHI3amii.

Benosna tpomboembomnis (BTE).

V maifieHTiB, AKi 3aCTOCOBYBAJIH aOPOIUTHHIO, TOBIIOMIIIIOCS TIPO BUNIAAKM TPoMO03y IMHOOKHX BEH
(TTB) i tpomGoemGonnii nerenesoi aprepii (TEJIA) (auB. po3ain «Ilobiyni peakuii»).

V BeIMKOMY paHIOMI30BAHOMY IOCHIDKEHHI TodauuTuHiOy (iHmoro iHribiropa SHyc-KiHa3H) 3
aKTMBHMM KOHTDOJIBHHM IIPENapaToM y Malli€HTIiB i3 peBMaTOIIHUM apTpUTOM BikoM B 50 pokiB Ta
NpUHANKMHI 3 OJHEM HOJATKOBUM (HAKTOPOM PU3HKY CEPLEBO-CYIMHHIX 3aXBOPIOBaHb CIOCTEPIranacs
3aJIeXHa BiJ 1o3H Bumia yactora BTE, Bimtogno 3 TpoM6030M riuubokux BeH (TI'B) i Tpomboemboriero
nereresoi aprepii (TEJIA) npu 3acrocyBaHHI TodanuTHHIOY NOPIBHAHO 3 iHri0iTopamu OHIL

Buma ygactora BTE cmoctepiranacs npu 3actocyBanHi abporuTusiOy B 1031 200 Mr mopiBHAHO 3
abporuTrHiOoM y 031 100 Mr.

V narienTiB i3 GpaKTOpaMu pU3KKY CepLUeBO-CYIMHHUX 3aXBOPIOBAHb i 3JI0AKICHUX HOBOYTBOPEHD (JIHB.
Takox y meomy posmimi «Cepiosui HecrpusTiausi cepueBo-cyxunHi moaii (MACE)» 1 «3noskicHi
HOBOYTBOPEHH:») abpOIUMTHHIO clIiZi 33CTOCOBYBATH TLIBKH 3a BiACYTHOCTI HAJIE)KHUX NbTEPHATHBHAX
METO/IIB JIiKyBaHHI.

V nanienrtie i3 Bigommmu ¢aktopamu pusznky BTE, okpiM ¢akTopiB pH3HKy CEpUEBO-CYAUHHHUX
3aXBOPIOBAHb 1 37T0AKICHUX HOBOYTBOPEHE, a0POLIUTHHIO CIIi 3aCTOCOBYBATH 3 00epexHiCTI0. PaKkTOpH
pusuky BTE, oxpiM ¢GakTopiB pH3UKy CepleBO-CYAMHHHX 3aXBOPIOBAHb 1 3TOAKICHUX HOBOYTBOPEHB,
BKmOYaroTs momepeanto BTE, ckinagi omepamii B TMamieHTiB, iMMOOimi3aliro, BUKOPMCTAHHS
KOMOIHOBAHHX FOPMOHANIEHUX KOHTPALENITHBIB 200 3aMiCHOI TOPMOHANIBHOI Tepalii, CIagKOBHUHI pO3Ja
KOaryJsmii.

I1ig gac nikyBanHs aGpOLUTHHIOOM CIIif IIEPIOJUYHO NPOBOAMUTH IIOBTOPHE OOCTEXEHHS MALE€HTIB It
ouinkw 3miH pusuky BTE.
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TManienTtam 3 03HakamMu Ta cuMrromamMu BTE citix Heraitto mpoBecT 00CTEXXEeHHs Ta B pasi MiI03pH Ha
BTE npHOMHATH 3aCTOCYBAaHHI aOpONUTHHIOY HE3aIEKHO Bifl HO3H.

Cepiiozni gecrpusmimel ceprepo-cyiamuasi moaii (MACE).

V nalienTiB, AKi OTpUMYBaIK aGpOLUTHHIO, CIIOCTEPIraaycs CepHo3HI HECTIPUATIIMBI CEPLEBO-CYTHHHI
nogii (major adverse cardiovascular event, MACE).

VY BEIMKOMY pPaHIOMi30BaHOMY IOCHipKeHHI TodamuTuniOby (iHmoro imriGiropa sHyc-KiHasu) 3
aKTHBHMM KOHTPOIBHUM IPENApaToM y MAlieHTiB i3 peBMATOINHUM apTpHTOM BikoM Bif 50 poki Ta
NpEHAKMHI 3 OTHUM AOAATKOBUM (aKTOPOM PH3HKY CEpIeBO-CYAMHHUX 3aXBOPIOBAHB CIIOCTEpiranacs
sumia yacrora BuHUKHeHHI MACE, 10 BU3HAYAI0THCA SIK CMEPTSH Bijl CEpPIIEBO-CYAHHHUX 3aXBOPIOBaHb,
HeJIeTaIBHAH 1HMAapKT MioKapa i HeleTaIbHUH 1HCYITBT, PH 3aCTOCYBaHHI TOQAMTHHIOY TIOPIBHIHO
3 inribitopamu OHIIL.

TakiM YMHOM, HALll€HTaM BIKOM Bifl 65 pOKiB, mali€HTaM, fKi TpUBalIWd dHac KypsATh ab0 Kypuiau
TPUBAIMM dYac y MUHYIOMY, 4 TaKOX IAI[ieHTaM i3 HASBHICTIO B aHAMHe31 aTepPOCKICPOTHYIHOrO
CEpIEBO-CYIMHHOTO 3aXBOPIOBaHHA a00 3 IHmMHMH (aKTOpaMu pHU3MKY CEpPLeBO-CYTIHHHHX
3aXBOpIOBaHb aBPONMTHUHIO CIIJi 3aCTOCOBYBATH JHMIIE 34 BLICYTHOCTI HAIIEHKHHUX AIBTCPHATHBHHUX
METOMIB JTIKyBaHHA.

3mosgKiCHI HOBOYTBOPEHHS (32 BHKITIOYEHHIM HeMenaHoMHoro paky mkipu (HMPIID)).

V namieHTiB, AKi IpuiiMay iHri6iTopu AHyc-KiHa3H, BKIIOYHO 3 a6pOIMTHHIOOM, TOBLIOMILIIOC TIPO
BUNAIKK JTiM(POMH Ta iHIIHX 3J0JKICHAX HOBOYTBOPEHE.

VY BeNMKOMY pPaHIOMi30BaHOMY NOCTiUKeHHI TodaruTuHIOy (iHmoro iHriGiTopa sHyC-KiHa3u) 3
AKTHBHHM KOHTPOJEHMM IIPENApaToM y NALU€HTIB i3 peBMaToinHUM apTpuTOoM BikoM Bim 50 pokis Ta
TpEHAHMHI 3 OJJHUM JOJATKOBEM (HaKTOPOM PU3MKY CepIeBO-CYAHHHMX 3aXBOPIOBaHb CIIOCTEPIranacs
BHINA YACTOTA 3JIOAKICHMX HOBOYTBOpEHb, 30KpeMa paky Jeresp, miMmbomu ta HMPIL, mpu
3acTocyBaHHi ToganuTrHiOy nopiBHAHO 3 iHribiTopamu OHIL

Buma 9acToTa 3JI0AKiCHMX HOBOYTBOpeHb (3a BuxmoueHHsM HMPIID) coocrepiranaca npu
3acTocyBaHHi abpouuTHHIOy B 1031 200 Mr nopisHAHO 3 abpouuTHHiGoM y f03i 100 Mr.

V mamieHTiB BIKOM Bif 65 pOKIB, NAIi€HTIB, sIKi TPUBANUI 4ac KypATs ab0 KypMJIKH TPHBAIMA 4ac y
MUHYJIOMY, a TaKOX y ITAL€HTIB 3 iHIIIMU (HaKTOpaMH PU3HKY PO3BUTKY 3JIOAKICHUX HOBOYTBOPEHB
(HATpMKITa/, i3 HAABHUMH 3/I0SKICHUMH HOBOYTBODEHHAMH a00 3MOAKICHAMH HOBOYTBODCHHIMH B
aHaMHe3i) aOponuTHHIG Clif 3aCTOCOBYBAaTH JHIIE 32 BiACYTHOCTI BIANOBIAHUX aANbTCPHATHBHHX
METO/IB JTiKyBaHHSsL.

HemenanoMHHUH pak MIKIipH.

[oBimomsimocs mpo Bunaaku suaukHeHHs HMPII y marienTis, ki orprmyBanm abpouutuHi6. Y ciMm

HaLli€HTaM, 30KpeMa TUM, fAKi MAioTh MiJBHINEHUM PH3UK PO3BUTKY PaKy IUKIpH, PEKOMEHIYETHCA
HEPIOAMYHO MPOXOIUTH OOCTEXEHH IIKIPH.

Binxunenns sig Hopmu 3 60Ky pe3yasTaTiB aHANIZY KDPOB.

V KITHIYHAX JOCTiMHKEHHAX MiATBEPDKEH] BUIaaKu abcomoTHOI kKinmbkocTi mimdonutis (AKJI) < 0,5 x
10%/Mm3 Ta kineKocTi TpoMGommTiB < 50 x 10%/mMM® ciocTepiranucs B MeHIIe Hix 0,5 % IalieHTis (1uB.
poamin «ITo6iuni peaxmii»).

[TanienTam 3 KinpKicTio TpoMboLMTIB < 150 X 103/mm3, AKJI < 0,5 x 10°/MM>, a6COMOTHOIO KiTBKICTIO
neiitpodinis (AKH) < 1,2 x 10°/Mm’ a6o 3 piBreM remornobiny < 10 r/mm Tepanito abponuTuHiOOM
posmoumBaTH He cmig (mms. posnin «Cmoci6 3acTocyBaHHS Ta n03W»). HeoOXinHO po3TIizaTH
pe3yIbTaTH 3aralbHOTO aHANi3y KpOBi gepes 4 THKHI ITiCIIA MOYaTKy Tepailii, a IOTiM BiAMOBIAHO O
IUIAHOBOT'O BEAEHHS narfieura (IuB. Tabnuio 5).

Jlinim.

[IoBiZOMIBIIOCS [P0 J0303aJIeXKHE T IBULIECHHS IapaMEeTPiB JIIliTHOTO CTIEKTPa B KPOBi NAIIEHTIB, AKI
3aCTOCOBYBaIM abpONUTHHIG, mopiBHsHO 3 uianeGo (mus. posain «[loGiuni peakuii»). ITapamerpu
JHOIHOTO CIeKTpa CNifl ONiHIOBATH MpUOIM3HO dYepe3 4 TIDKHI ICJIA MOYATKy Tepamii, a MOTIM
epiofINIHO, 3 YPaXyBaHHAM PU3HKY CEpLIEBO-CYIMHHHX 3aXBOPIOBAHD y MAlli€HTa (ZUB. TAOIHULIO 5).
BIUIMB IIBHUIEHHS IAPAMETPIB JNiHOTO CIIEKTPa Ha 3aXBOPIOBAHICTh CEPIIEBO-CYAMHHOI CUCTEMH 1
cMepTHiCTE He BCTaHOBNeHuH. IlanieHTH 3 AHOMAINBHHME TOKa3HMKAMU DiBHS JIIIAIB [OBHHHI
nepeGyBaTH il HATIOM 1 JIKYBaHHAM BiANOBITHO O KIHIYHMX DEKOMEHAAUIM wepes Bimomi
CEpLEBO-CYANHHI PU3MKH, TIOB’SI3aH] 3 TiHepIimiaeMiero.

[auieHTy JITHEOTO BiKY.
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[podins 6e3nexu, IKUi ciocTepiraBes y MalieHTIiB TTHBHOTO BiKy, OYB noAiOGHUM 100 Mpodiio Ge3nexu
B IOMYJIALIT JOPOCTHUX ITAIli€HTIB MOJIOJUIOrO BiKY, 32 TAKUMH BHHITKAMH: OLIbINA YaCTUHA MAL[IEHTIB
BIKOM BiJ{ 65 pOKiB HPUNWHUIN yIacTh y KIIHIYHAX JOCHIHKEHHAX 1 Mald OiIBII BUCOKY HMOBIPHICTE
PO3BUTKY CEpHO3HUX MOGIYHUX peakiiif IOPIBHIHO 3 MOJIOJIIUMM [AI[IEHTaMK; MAi€HTH BIKOM BiJ 65
POKIB MayIu G1IBLI BUCOKY HMOBIPHICTS 3HIDKEHHSA KUTHKOCTI TpoMOouuTie Ta AKJT; 3aXBOpioBaHICTE Ha
OIlepi3yIoUnii JIUINAH y ManieHTiB BIkKOM Bif 65 pokiB Oyna BHIOO, HIX y HAIli€EHTIB MOJOAMIOTO BiKy
(mue. po3ain «Ilobiyni peaxuii»). JaHl IIpo 3acTOCYBaHHSA Mpenapary Iali€eHTaM BiKOM Bif 75 poOKiB
Hapasi oOMexeHi.

3acTocyBaHHS MMAIlICHTAMHU BiKOM BiZ 65 POKIB.

Bpaxoryrouu nipumernit pusuk MACE, 37104KiCHUX HOBOYTBOPEHb, TSDKKUX 1H(EKIIH 1 CMEpTHOCTI
Bijl yCiX MpHYMH y MAIliEHTIB BIKOM BiJ 65 POKIB, K CIIOCTEPIranocs y BEIMKOMY PaHIOMIZ0BAHOMY
JoCTipKeHHl TodaruTHHIOY (iHmoro iHribiTopa sHyc-kiHa3u), aOpOIMTHHIO CIiJl 3aCTOCOBYBAaTH B
TaKUX ITAI[i€HTIB JINIIE SKI0 HANeXXHl aIbTEpHATUBHI METOJU JiKyBaHHS HEIOCTYIIHI.

[puryiuenHs iMyHiTery. 00yMOBIeHE 3aXBOPIOBAHHIMH 400 3aCTOCYBAaHHIM JIKAPCHEKHX 3aC001B.
[amientn 3 iMyHOAEDIIUTHIMH CTaHAMHU 200 X poJMtl NEPIIOTO CTYHEHS CIOPIHEHHS 31 CIIaJKOBUM
iMyHOIEIIMTOM HE IOIycKalMcs AO y4acTi B KIIHIYHHX MOCILMKEHHAX, 1HGOpMamii Npo LuX
TalieHTiB BiACYTHA. 3acTOCyBaHHA a0pOLUTHHIOY B KOMOIHAIIT 3 610IOrT9HIUME IMyHOMOAYIISTOPaMH,
MOTY)KHAMH IMYHOJEIIpECaHTAMH, TaKUMH K ITMKIOCHOpHH abo iHon iHri6itopm smyc-kinasu (JAK),
He BUBYANOCA. IX OJHOYACHE 3aCTOCYBaHHA 3 aOpOIUTHHIOOM HE PEKOMEHIYEThCSA, OCKITLKH HE
BUKJTIOUEHUI PU3UK OCHIEHHS IMyHOCYTIpeCii.

JornomikHI peHOBHHH.

Jlaxmosa, monoziopam

[MamieHTaM 3 TAKHMH PiAKICHUMH CHAJKOBHMH 3aXBOPIOBAaHHAMHE, SK HEHEPEHOCHMICTH ralakTo3H,
TOTaJIbHA JaKTa3Ha HEJOCTATHICTE abo CHHAPOM ManbabcopOmil IJIIOKO3M 1 rajakTo3d, HE CIIJ
3aCTOCOBYBATH IeH IIpenapar.

Hampiu

Leit mixapcbkwmit 3aci6 mMictuth MeHIe 1 MMonb (23 Mr) HaTpilo Ha OJHY TabiIeTKy, TOOTO NpaKkTHIHO
BUIBHUI BiJl HATPIIO.

3 meror iHGOpPMYBaHHA NP0 PHU3HKH, IIOB’A3aHI 3 3aCTOCYBaHHSIM aOpoIUTHHIOY Ta HaJaHHS
PEKOMEH/IAIIH 1[0/10 3MEHIICHHS IIMX PU3KKIB 3a JOIIOMOTO0I0 HANIEXHOTO MOHITOPHHTY 1 YIIpaBJIiHHA,
st JTiKaps 1 marienTa po3poOIIeHi BiANOBIIHI HaBYaIbH1 MaTepiaiH.

3a mocunanusam https://webfiles.pfizer.com/file/e258cela-1179-4523-8237-435{1£5d8499 3paxoauthes
indopmariiina Kaprka maiienTa, SKy peKOMEHIYETbCs 3allOBHUTH 1 TI0Ka3yBaTH Jikapro. HaByanbHi
Marepianu 1t Jikaps, Ta KapTky nanieHTa Takox po3milero Ha caifti Pfizermed.com.ua.

3acmocyeanna y nepioo eazimnocmi a6o 200yeanna zpyoorw.

JKinky penpoIyKTUBHOTO BIKY.

JKinkaM penpoTyKTHBHOT'O BIKY ClIij] peKOMEHIYBaTH 3aCTOCYBaHHS e(EKTHBHHX 3aC001B KOHTpaIeIil
nix yac repamii Ta npotsrom 1 Micsi micis npuioMy ocTaHHBOI fo3u npenapary Cibinkso. XKiHok
PENpONYKTHBHOTO BiKy HEOOXITHO 320X0UyBaTH J0 IUIaHYBaHHA Ta IPOQiIaKTHKU BariTHOCTI.
BaritHicTs.

Mani o0 3acTocyBaHHs a0pOIMTHHIOY BaTiTHUMM XKIHKaMM Hapa3si oOMeskeH1 a00 MOBHICTIO BIACYTHI.
3a pe3ynpTaTaMu JOCIHIPKEHHS Ha TBapuHaX Oyno MPOJEMOHCTPOBAHO PENPOAYKTHBHY TOKCHYHICTD.
Bymo mokasaHo, m0 aOponUTHHIO BUKIMKAE eMOpiodeTalbHy JETaNbHICTh y BariTHHX IIypiB 1
KPOJIMKIB, IIOPYLIECHH CKEIETHOI CUCTEMH B IIOAIB BariTHUX IIypiB 1 KPOIMKIB, 2 TAKOX BINIMBAE Ha
IIOJIOTH, TI€pU-/ IOCTHATAILHIM PO3BUTOK Y ITypiB. 3acToCyBaHHA penapaTy Ci6iHKBO IIPOTHUIIOKA3aHE
mix yac BaritHocTi (auB. po3ain «[IpoTHIOKa3aHHDY).

['opyBanus rpyutro.

Ha croropsiliHiil AeHb HEMAE JAHUX LIOJ0 MPUCYTHOCTI abpoUUTHHIOY B IPYAHOMY MOJIOII JKIHOK,
BIUIMBY HAa HEMOBIIAT Ha TPYJHOMY BUTOJOBYBAHHI, YU BITHBY Ha BUPOOJIEHHA MOJIOKA. AGPOIUTHHIO
BUJIUISIBCA ¥ MOJIOKO JIAKTYIOYKX IIypiB. He BUKIIIOYEHMH PU3KK JUI1 HOBOHAPO)KEHHX/HEMOBIIAT, TOMY
npenapat CiGiHKBO IPOTHIIOKA3aHUH y Nepio] FOAyBaHHA IpyANo (AUB. po3ain «IIpoTunokazaHHa»).
Brine Ha penpo THBHY () VHKIIO.
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Buxomsuu 31 cnocTepexyBanux edekTiB y IIypiB, IepopansHuil npuiioM npemapaTy Ci6iHKBO MOxe
MPU3BECTH JI0 TUMYACOBOIO 3HIDKEHHSA (DEPTHIBHOCTI ¥ CaMOK i3 PENpOAYKTUBHHM IIOTEHIIaIOM.
Hebaxxanuit BILTMB Ha (DEPTUIBHICTE Y CAMOK ITypiB 6yB 060poTHIM Yepe3 1 MicsAup micns npuIvHeHHS
IEpOPAILHOro NMpHiloMy abpoIHTHHIOY.

30amuicms ennaueamu Ha wieUOKicmb peaxyii npu KepysaHHI aemompancnopmom abo iHuumu
Mexanizmamu.

Cibinkeo He BILIMBac a00 MalKe He BINIMBA€E HA IBUIKICTH peaxiii py KepyBaHHI aBTOTPAHCIOPTOM
200 IHIIAMH MEXaHI3MaMH.

Cnocib6 3acmocyeanta ma 0o3u,
PosmounHaTy 1 NpOBOMUTH JIIKYBaHHS CHiJ IIiJi KOHTPOIEM MEOMYHOIO Ipal[iBHHKA 3 JOCBiZOM
J1arHOCTYBaHHS Ta JIIKYBaHHS aTOIII9HOTO AEPMATHUTY.

03H.
PexomennoBana modaTtkoBa 1o3a npenapary craHoBuTh 100 mr abo 200 mr ozud pas Ha 106y, B
3aIEeXKHOCT] Bi IHAUBIAyaNbHUX XapaKTEPHUCTUK HAIli€HTa:
. IMouarkosa nosa 100 Mr oxuH pa3s Ha 106y pPeKOMEHIOBAaHA NAli€HTaM i3 I ABUILEHUM PH3UKOM
BeHO3HOI TpoMbGoembonii (BTE), cepHO3HHMM HECHPHATIUBHMHA CEPIIEBO-CYIUHHMMH IIOJiIMHA
(MACE) Ta pu3sHMKOM 3JI0SKiCHIX HOBOYTBOPEHB (IMB. po3Ail «OCco6IMBOCTI 3aCTOCYBaHHAY). SIKIIO B
IallieHTa He CIIOCTepiraeThesl aleKBaTHOI BinmoBiai Ha 103y 100 Mr omuH pa3s Ha 100y, BoHa Moxke 6yTr
nigsuuieHa 1o 200 Mr oquH pas Ha q00y.
’ Joza 200 mMr oguH pa3 Ha o0y MoO)Xe OyTH JOLINBHOK A HAUI€HTIB, y IKHX HEMac
migsuimeHoro pusuky BTE, MACE 1 3104KICHUX HOBOYTBOPSHb 3 BHCOKHM HaBaHTaXKEHHIM
3aXBOPIOBaHH:A, 200 VI MANI€HTIB, Y AKKX CIIOCTEPIraeThCs HEAOCTATHA BiANOBiAs Ha 103y 100 Mr onuH
pa3 Ha 100y. Ilicia gocArHeHHsS KOHTPOJIIO 3aXBOPIOBAHHA JI03Y CJIiJ 3HU3UTH 10 100 Mr oJMH pa3 Ha
J06y. SIKIo KOHTPOINIb 3aXBOPIOBAHHA IICISI 3HIDKECHHS AO3HM HE IIATPUMYETHCS, CITiJT PO3IISHYTH
MOKTMBICTE MOBTOPHOTO JiKyBaHH:A 103010 200 Mr oauH pa3 Ha no6y. s giteit (Bikom 12 — 17 pokis)
3 Macoro Tina Bif 25 Kr go < 59 Kr pexoMeH/I0BaHA II0YaTKOBa 032 cTaHOBHUTE 100 Mr oimH pas Ha
J00y. Skimo B HallieHTa He CIIOCTepiraeThes HaICXKHOI Bimosini Ha xo3y 100 Mr omuu pas Ha 100y,
BOHA Moxke OyTu 30inpmeHa no 200 Mr oxuH pa3 Ha 100y. Jna miTelr 3 Macoro Tiia He MeHIne 59 Kr
MOke OyTH JOHIIBHOIO IoYaTkoBa fo3a 100 mr a6o 200 mMr oue pas Ha HOOY.
Jia miaTpuMyBaIbHOL Tepallii CIIifi 3aCTOCOBYBATH HAWHIDKIY €DEKTHBHY 103Y.
Crit posTIHYTH ROLIBHICTS NPUIMHEHHs JiKyBaHHS IAli€HTIB y KX depe3 24 TIKHI TiKyBaHHSL
HEMAae 03HAK TEPAEBTHYHOTO e(eKTy.
Ci6iHKBO MOXHA 3aCTOCOBYBATH OJHOYACHO 3 MICLEBOIO MEAMKAMEHTO3HOO TEPAIIi€l0 IS JIKYBaHHL
aTOIIYHOTO AepMaTHTY abo 6e3 Taxoi Teparii.
Monimopune pe3ynomamis 1a60pamopHux aHai3ie.

Tabmuns 5.
JlaDopaTopHi focTi/UKeHHs Ta peKoMeHAauil o0 IX MOHITOPpHHTY
JlaGopaTtopui KepiBHUNTBO 110 3axoau
AOCTiIKEHHA MOHITOPMHIY
Ilopnwmii 3araseamii | Ilepen moyatkom nmikyBaHHA, | Tpombomuru. Teparriro cIig IpUITMHKATH,
aHaii3 KpoBi, gepes 4 THXKHI Iicas AKITO KUTBKICTH TPOMOOITUTIB CTAHOBUTH
BKJIFOUHO HO09aTKy JIIKYyBaHHA, a IOTIM | < 50 x 103/mm3.
3 MiZpaxXyHKOM BIIOBL(HO N0 IUIAHY AKJI. Tepamiro ciif THUM4acOBO
KITBKOCTI PYTHHHOT'O MOHITOPHHIY npusymEnTH, skmo AKJI < 0,5 x 10°/ v,
TPOMOOLMTIB, CTaHy Malll€HTa. Teparito 103BOJAETHCS HOHOBUTH y pasi
abCONMOTHOT BigHOBIEeHHS AKJI 10 piBHA BUINIE I{EOTO
KUIBKOCT1 3Ha4YeHHS. SIKII0 i/l 9ac MOBTOPHOIO
mmporuTie (AKJD), a"ami3y AKJI sanmumraeTecs HuKYe
a§coan§oi 3a3HAYCHOT0 PIBHA, TEPAIIIIO CIIiJ
KUTBKOCTI TIPHITHHHTH.
AKH. Tepamiro ¢citig THMYacoBO
npusynuEnTy, sikmo AKH < 1 x 10%/mv’.
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nelitpodinis (AKH) Tepariro 103BONISIETHCS IOHOBUTH, KOJIH
i piBHA reMoryIo6iHy AKH BiZHOBHUTECA IO PiBHA BUINE I[LOTO
3HAYCHHS.

I'emorno6in. Tepamiro ciiJt THM4acoBO
TPHU3YIIMHNATH, SKII0 TeMOrIobin < 8 I/mm.
Teparmis MoXxe OyTH TIOHOBJIEHA ¥ pasi
BITHOBJIEHHS TeMOTTIO0IHY 10 PiBHA BUIIE
I[bOTO 3HAYCHHSI.

PiBui minizis. Ilepen movarkom JikyBaHHsA, | HeobxinHO crocTepiraTy 3a Hali€HTAMU AJIs
BusHauenus yepe3 4 THXKHI ITicia CBOE€YACHOT'O BYIBJICHHS TilepMimmieMii
mapaMeTpiB I09aTKy JIIKyBaHHI Ta BIZITOBITHO 1O KIIiHIYHUX PEKOMEHMALIIN.

NIIIHOTO CIIeKTpa | HepioJUYHO B IOAAIBIIOMY,
BiIIOBI1AHO IO
IHIUBIyalbHIX PU3HKIB
PO3BHUTKY CEPLIEBO-CYTUHHUX
3aXBOPIOBAHb y NAIlIEHTA Ta
KIHIYHKX peKOMEHAIiH
OO TimepIimigeMii.

Iouamoxk nikysamHs.

He ciri po3moduHEaTH ITKyBaHHS [ANIEHTIB i3 KiTbKicTio TpoMbomwTie < 150 x 10*/MM>, a6COMOTHORO
xinskictro mimbomaTis (AKIT) < 0,5 x 10*/mM?, aGeomoTroko KinpkicTio HeHTpodinie (AKH) < 1,2 x
10%/mm® aGo 3 pisHeM remorobiny < 10 r/mi (mus. po3ain «Oco6IMBOCTI 33CTOCYBAHHS).
Ipusynunennsa mepanii.

SKio y IAI[i€HTa pPO3BUBACTECS TSDKKA iHGEKIis, cemcuc abo omopTyHicTHdHA iHGbeKuit, ciuif
POSTIISHYTH MOX/IMBICTH NPHU3YMHEHHs TEPAIi, 10 BCTAHOBICHHS KOHTPOIIO Haj iHdexmico (IuB.
posnin «OcoBMMBOCTI 3acToCyBaHHA»). Y pasi BHABICHHI BiIXWIEHb De3yNIbTaTiB JaObOpaTOPHHX
AHANI3IE BiI HOPMM MOXE 3HANOOMTHCS MepepUBAHHA JiKyBaHHA BiNIOBiIHO HO pPeKOMEHJaLi,
HaBENEHUX Y TabIuLi 5.

IIponyweni oo3u.

Slkmo TpuitoM Ko3u 6YB NPOIYIIEHHH, MAIliCHTaM DPEKOMEHAYETHCS MPUMHATH NPOLYIICHY 03y
AKOMOTa IIBHIIIIE, 32 BUHATKOM BHIIAMKIB, KOJIM JI0 IPUAOMY HACTYIIHOI NO3M 3a/TMINAETECA MEHIIE HiK
12 romuy, TOXI TAL€HT He IOBMHEH NpHiMaTd IpomyuieHy o3y. Ilicis cmifi noBepHYTHCS MO
3BMYAMHOI 3aIIaHOBAHOI CXEMH IIPUHOMY IIpenapary.

B3aemooii.

V mauienTis, AKi OTPUMYIOTH TOABiMHY Tepaiiio moTyxHUM iHribiTopoM izodepmenty CYP2C19 i
nomipauM inri6iTopom CYP2C9 a6o maute oty ey inridiropom CYP2C19 (Takam sk ¢iryBokcamiH,
(IIyKOHA301, BIYOKCETHH Ta TUIJIOMIIHKH), PEKOMEHIOBAHY 03y CIIiJl 3MEHIUATH BABITi — 10 100 Mr
a60 50 Mr omuH pas Ha 100y (auB. po3ain «B3aemMoaia 3 iHIMMY TIKAPCHKUMHU 3aC06aMH T2 1HII BUAR
B3aE€MOIII).

He pexOMEHIyeThCS OIHOYACHE 3aCTOCYBAaHHA abpomuTuHify 3 NOMIpHHMH a0 MOTY>XKHHUMH
impykropamu izodepmentie CYP2C19/CYP2CY (rakumu sK pudaMmItinwH, ananyramifl, edasipeHs,
ensanyTamiz, GeriToiH) (mB. po3All «Bsaemozid 3 iHMMME TiKapCHKUMHA 3ac0baMH Ta HII BHIA
B3a€EMOJIII»).

[laiienTam, SKi OTPUMYIOTH 3aCO0H, IO 3HIDKYIOTH KMCJIOTHICTH (HANpPHKIAN, aHTAUU/IH, iHridiTOpH
pOTOHHOI moMmH Ta aHTaroicTs H2-penentopis), ¢ posriaHyTy 103y 200 Mr a0poLuTHHIOY ONMH
pa3 Ha 106y (uB. po3ain «B3aeMOAis 3 IHIIMMHU JTIKaPCEKHIMH 3aco6aMu Ta 1HII BUAM B3AEMOIIN»).
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Ocobnuel rpyry NamieHTIB.

Topywenus @yHxyii HUpoK.

INTauienTam 3 5erkor (GopMOI HHMPKOBOI HENOCTaTHOCTI, TOOTO 3 pPO3PaxXyHKOBOIO MIBHUAKICTIO
kiy6ouxosoi dimbrpauii (pIIIK®) eix 60 no < 90 mn/xe, xopekuis no3u He noTpibua. [TanienTam 3
nomipHoio popmoro Hupkopoi HemocraTHOCTL (PLIIK® Bix 30 mo < 60 Mi/XB) pekOMeHAOBaHY LO3Y
abpormTHHIOy ciif 3MeHUTH BABidi g0 — 100 Mr a6o 50 mr onuH pa3 Ha moOy (OuB. po3min
«DapmaxoxiHeTHKa»). s Malli€HTIR 3 THKKOI0 GopMOoro HUpKoBoi HenocTatHoCTi (pLIK® < 30 mi/xB)
PEKOMEHI0OBaHA TTOYATKOBA 1034 CTaHOBUTEH 50 Mr oawH pa3 Ha ao0y. MakcumanbHa m000Ba J03a
cragoBuTh 100 Mr (mus. pos3gin «PapmaxokiHeTmka»). Jliz abpouurtrHiOy HE IOCIIKYBalach Y
Nali€HTIB 3 TEPMIHAIBHOI CTAAIEI0 HUPKOBOI HEJOCTATHOCTi, SKi OTPHUMYIOTH 3aMICHY HUPKOBY
TEpaIIio.

THopywenna gynxyii neyinku.

[TamientaMm 3 nerkoro (kiacy A 3a mkanoro Yaiinga — IT’10) abo momipHoro (kinacy B 3a mikanoro Yakinga
— IT’10) mewyiHKOBOIO HENOCTATHICTIO KOPEKLIs [03M He HOoTpibHAa. AOpONMTHHIO NPOTHUITOKA3aHUIM
HallleHTaM 3 TsHKKOIO MEeYiHKOBOXO HemocTatHicTio (kiacy C 3a mikanoro Yatinma — I1°10) (ouB. po3min
«IpoTHIIOKA3aHHDY).

THayienmu nimnbo20 6iKy.

PexomenmoBaHa 1o03a /s MaieHTIB BiKoM Big 65 poki cranoBuTh 100 Mr omuH pas Ha o0y (ous.
po3ain «OcobIUBOCT 3aCTOCYBAHH»).

Crocib 3acTOCYBAaHHS.

JlikapchKuit 3aci0 CIIiJI 3aCTOCOBYBATH IIEPOPATHHO OJUH pa3 Ha 100y pa3oM 3 DKero a00 He3aJIeXKHO Bil
npuiioMy DKi, IpUOIM3HO B OAMH 1 TOM caMuil 9ac KOXKHOI'O JHsA. Y HAIi€HTIB, y SKHUX Ipernapar
BHKIIHMKAE HYJIOTY, IPUHOM TabJIETOK IIiJf Hac iXi MOKe 3MEHIINUTH I1i HePHEMHI BIIUYTTS.

Ta6neTky CIif KOBTATH LIMMMH, 3allMBAIOYH BOJOK. IX He CIifl pO3IaMyBaTH, PO3JaBIIOBATH 260
XKYBaTH, OCKUTEKY 3aCTOCYBaHHS TabIEeTOK Y TaKUH CcI0ci0 He BUBYAJIOCH B KIIHIYHUX JOCIIKEHHSIX.

Jimu,

Besmexa Ta epeKTHBHICTH 3acTocyBaHHs mpemnapary CiGiHKBO JiTsM Moioxme 12 poKiB IOKH He
BCTaHOBJEHi. [[ani BiACYTHI.

Ilepeoosysanna.

VY xminiuaEx gociimpkeHmix CiGiHKBO 3aCTOCOBYBAIM OJHOKPATHO IepOopalbHO B fo3ax mo 800 mr ta
GaraTokpaTHO B 1060BUX mo3ax 10 400 Mr mpotsarom 28 auiB. [lo6iuni peaxmuii Oyau MOpiBHAHHUMH 3
TUMM, SK1 CIIOCTEPIramycs B pasi 3aCTOCYyBaHH: OLIBII HU3BKHX 103, 1 03HAK crenudi4Hol TOKCHYIHOCTI
BUsABIIEHO He Oyno. Y pa3i mepeao3yBaHHSI PEKOMEHIYEThCS CIIOCTEPITATH 32 IAiEHTOM [IOA0 O3HaK 1
CUMIOTOMIB MOOIUHMX peakiiit (amB. po3min «llo6Gigni peakwmii»). IlokasaHi cumMnToMaTH4Ha Ta
nigTpumyBanbHa Tepamnii. CrienudivHOro aHTHAOTAa Ha BHIAJOK IMEPEAO3YBaHHS UM JiKapCHKUM
3acoboM He icaye. Jani hapMaKOKiHETHKH IIpH OJHOKPATHOMY MEepOpaTbHOMY 3aCTOCYBaHHI J03 0
800 Mr (BKIIFOYHO) ¥ 3I0POBHX IOPOCITUX AOOPOBOJIBLIB BKa3yIOTh Ha T€, IO CIIil O9iKyBaTH, IO IOHA.
90 % BBezeHol 103U Oyae BUBEICHO NPOTATOM 48 TOAMH.

Io6iuni peakuyii.

Pesrome mpodisro 6e3neky.

Haitbinsm yacTuMu MOOIIHAME peaKiisiMHU, TIPO K1 MOBIIOMIIIIOCE, Oynn Hynota (15,1 %), ronoBHui
6ime (7,9 %), akue (4,8 %), npoctuii repnec (4,2 %), niABUILCHHS piBHS KpeaTUH(POCHOKIHA3H B KPOB1
(3,8 %), omoBanua (3,5 %), 3amamopoueHHA (3,4 %) 1 Oulb y BepxHiM wacTuHi xuBoTa (2,2 %).
HaiiGinpmr 4acTHMH CepHO3HHMH HOOIYHHUMH peakuiamu Oymu indekuii (0,3 %) (auB. posain
«OcoOIUBOCTI 3aCTOCYBAHHY).

[Tepemik MOGIYHUX PEaKITiN.

V KiIiHIYHAX JOCTIIHKCHHAX aTOMIYHOTO JEPMATHTY JIKyBaHHS aOpOLIUTHHIOOM 3arajoM OTpPHMAald
3848 mamienTn. Cepen rux 3050 mamieHTiB (IO CTaHOBUTH 5166 malieHTO-pOKIB 3aCTOCYBaHH:) Oynu
o6’e¢nHanl 1A aHamizy Oesmeku. KoMmIUlekcHuit anami3 Oe3nekd BKIrowaB 1997 mamieHTIB, ski
OTpUMYBaNX MOCTiiHY 103y abporutiniby 200 Mr i 1053 naumieHTH, AKi OTPUMYBAaNIU MOCTIHHY 03y
100 mr. 2013 maiieHTIB 3aCTOCOBYBald ITpenapar HpOTAroM NpuHaWMHI 48 TiokHIB. 1 OLIHKH
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6e3nexy 3acTocyBaHHs abpoLuTUHIOY NOPIBHAHO 3 MIanebo 3a nepiox TpuBalicTio A0 16 TIKHIB 6yIu
00’eiHaHI1 JaHi 3 I’ ATH 1a1e00-KOHTPOIBOBAHMK JOCTHKEeHE (703 mamieHTH, SKi 3aCTOCOBYBAIH O3y
100 Mr onwH pa3 Ha 100y; 684 nanmieHTH, sAKi 3acrocoByBanu Ao3y 200 Mr ogus pas Ha 100y Ta 438
MAITIENHTIB, K1 OTPUMYBaNH 1anebo).

Hmkue HaBemeHi moOidgHI peakilii, sSKi CIIOCTEpiraauch B KIHIYHHAX JOCHIPDKEHHSIX Y MAIlEHTIB 3
aTONIYHUM IEePMATHTOM, IepelideHi 3a KJacaMH CHCTeM OpraHiB Ta YacTOTOKH iX BHUHUKHEHHA 3
BUKOPHCTAHHAM HAaCTYITHOI Knacudikanii: myxe gacto (= 1/10); gacto (Bix > 1/100 no < 1/10); megacto
(Big > 1/1000 mo < 1/100); piaxo (Big > 1/10 000 mo < 1/1000); ayxe pinko (< 1/10 000). ¥ xoxHi#t
TpyIi 4acTOTH MOOIYHI peakii MpeacTaBIcH] B MOPSAKY 3MEHIIEHHS CEpHO3HOCTI.

Ingexyii ma napasumapHi 3axeopr06anHHA.; 9acTo: IIPOCTHHR Tepiec’, onepi3ylodni mammait®; HewacTo:
ITHEBMOHIA.

Posznaou 3 6oxy xkposi ma nimgpamuunoi cucmemu: HeE4acTo: TPOMOOIIUTOIIEH A, IIMQOMEHIs.
Memaboniuni ma animenmapni po3nadu: HEIaCTO: TINEPIIIiAeMIL”.

Poznaou 3 6oxy nepeosoi cucmemu: 1acTo: TONOBHUHN O11b, 3aI1aMOPOIECHHS.

Poznaou 3 boxy cyoun: HedacTo: BeHO3Ha TpoMboeMbomis'.

Poznaou 3 6oxy uLIyHK080-KUIK08020 mpaxkmy: Ty’Ke 4acTo: Hyf0Ta; 9acTo: OII0BaHHS, Oi1b ¥ BepXHii
9aCTHH1 KUBOTA.

Posznaou 3 6oxy wikipu ma niowKipHoi KIimKoguHu: 9acTo: akHe.

JlabopamopHi docniddicenns: 9acTo: 30LIBIICHHS piBHA KpeaTnHGOCHOKIHA3K 0 > 5 X BEPXHA MexXa
HOpMH™.

a. TPOCTHH reprec BKIIOYAE IePHEC POTOBOI IOPOXKHUHH, NMPOCTHH O(TaIbMOJNOIIYHHUM TIepIiec,
reHITATLHUH repriec 1 TepIeTHYIHUN AepMaTHT.

6. omepi3yrouuii TuIIai BKIOYaE 0QTaIEMONOTTIHIIH OTIEPI3YOUHH NHUIIAH.

B. TiNepiimigeMis BKIIOYA€E JUCIIMIAEMIO Ta TiepXoJIeCTEPHHEMIO.

I. BeHO3Ha TpoMOoeMOois BKIFoYae TpoMOoeMObouTito JIeTeHeBol apTepii 1 TpoM603 MINOOKHX BEH.

I. BKJIFOYHO 31 3MiHaMH, BUABJIEHHMH IIiJ] Yac 1ab0paTOPHOTO MOHITOPUHTY (IUB. TEKCT HIDKYE).

Onmc okpeMHX O0IYHIX peakilii,

Inghexyii.

V mnane60-KOHTPONBOBAHMX JAOCIIHKEHHIX TPUBAIICTIO X0 16 TIKHIB nmpo iHdekmii noBigoMILLIoch
y 27,4 % marienTiB, ski otpumyBanu mnanedo, ta B 34,9 % 1 34,8 % mnalieHTiB, AKI OTPHMYyBalIH
abporuruni6 y gosax 100 mr i 200 mr Bigmosigso. bimemicts iHdexnii Oysm gerkoro abo MOMipHOTO
CTymeHs TKKOCTI. BiICOTKOBI WacTKW mMamieHTiB, y skux OyiIM 3apeecTpoBaHi HOOI4HI peakuii,
OB’ s13aHi 3 irdekiisamy, y rpynax gosdyeans 200 Mr Ta 100 MT nopiBHAHO 3 Iuianebo, OylIu TaKHMH:
npoctuii repuec (4,2 % i 2,8 % mopisusano 3 1,4 %), onepisyrouni mimai (1,2 % 1 0,6 % nopisraaHo 3
0 %), naesmonis (0,1 % i 0,1 % mopiBHsAHO 3 0 %). IIpocTuii reprec yacTile 3ycTpiyaBes y MAII€HTIB
3 HasBHICTIO IIPOCTOro reprecy abo TepHeTHYHOI €K3eMH B aHamHe3i. Y OiNBIIOCTI BUIAAKiB
onepisyroumii Juilail OXOILUTIOBAB 00J1aCTh JINIIE OJHOTO AepMaToMa i 6yB HECEpHO3HMM 34 CTYIIEHEM
TDKKOCTI. Y GLIBIIOCTI BHITAAKIB ONOPTYHICTHYHI iHGbeEKI] Oynu BUITagKaMH OIEpi3yI04Yoro JIHINAK0
(0,70 ma 100 mamiento-pokiB y rpyni abpountnri6y 100 mr i 0,96 ma 100 mamieHTO-pOKiB y rpymi
abpouutuni6y 200 wmr), O6imbmiicTs 3 fAKUX OymHM MyJIBTUAEPMATOMHHMHK iHGEKULIMM IIKIpH,
HeCEepHO3HUMH 32 CTYMeHeM TsDKKOCTi. Cepen ycix IallieHTiB, SKi OTPUMYBANH JTIKyBaHHI B KIIHITHAX
JIOCTIMKEHHAX 3 MOCTIHHAMY peXxuMaMy JTo3yBaHHs abporutiHi6y 100 Mr a6o 200 Mr, BKIFOYAIOUU
JOBFOCTPOKOBE PO3IIMPEHE MOCHIKEHHS, DIBEHb 3aXBOPIOBAHOCTL Ha OIEPI3YIOUMH JIMINAH Yy
[AI[i€HTIB, AKi oTpuMyBaK abporuTuHi6 y no3i 200 Mr (4,36 Ha 100 nanieHTO-poKiB), 6yB BUIIMH HIX
y manienTis, ki otpuMyBanmd 100 mr (2,61 Ha 100 manieHTo-pokis). IIoKa3HUKK 3aXBOPIOBAHOCTI Ha
omepizyrounii TumIai OyJiv BUIINMY y TAIIi€HTIB BIkOM Bix 65 pokie (Bignomenns pusukis (BP) 1,76),
HAI€HTIB 3 onepizyrounM numraeM B anamaesi (BP 3,41), naIli€HTiB 3 TSHKKMM aTOMIYHUM AE€PMAaTHTOM
Ha BuxizroMy pisai (BP 1,17) i minreepmxermv ALC < 1,0x10%/mm® o Bumazxy omnepisyrodoro numaro
(BP 2,18) (quB. po3zin «OcoOIHBOCTI 3aCTOCYBAHHSAY).

V nnane60-KOHTPOIbOBAHUX JAOCTIIKEHHAX TPUBAIICTIO 10 16 THXKHIB 9aCTOTa BUHUKHEHHS TKKHX
inpexuiii cranopmma 1,81 na 100 mamieHTO-pOKIB y NAIi€HTIB, AKI OTpHMyBanu muanebo; 3,32 Ha
100 mamieHTO-poOKiB Y MAIi€HTIB, sKi 3acTocoBYBayM abpomuTnHi®6 y mo3i 100mr, ta 1,12 Ha
100 maieHTo-poKiB y MALI€EHTIB, sKi 3aCTOCOBYBaIH abpormTrHi6 y 1031 200 Mr. Cepen ycix NaIli€eHTiB,
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AKi OTpUMMYBadM JKYBaHHA B KIIHIYHHUX JOCHI[KCHHAX 3 HOCTIHHMMH pPEXHMaMH [O3yBaHH:
abpountnHiby 100 Mr a6o 200 Mr, BKIIOYalOYH JOBTOCTPOKOBE PO3IIMPEHE NOCILIKEHHS, 4acToTa
BUHUKHEHHS TsOKKUX iH(ekuii cranopuiaa 2,20 Ha 100 mamieHTo-poKiB y rpymi abpounTtiHiOy 100 Mr 1
2,48 ma 100 mauierto-pokiB yrpymi abpouutuni6y 200 mr. Tsoxkumu idexmisMu, mIpo AKi
MOBIIOMILVIOCS Hailyactinne, OylIH HPOCTHI repriec, omepi3yrouwii mHIIail i MHEBMOHIA (JUB.
po3ais «OCcoOIMBOCTI 32CTOCYBAHH»).

Benosna mpomboembonis.

Cepen ycix MaI(i€HTiB, SKi OTPUMYBaIX JiKyBaHHA B KIIHIYHUX JOCHIIKEHHAX 3 HOCTIHHUMHU PEXUMAMH
nosyBaus abporutuni6y 100 Mr abo 200 mr, y ToMy 4ucIi B JOBTOCTPOKOBOMY IIOJOBXEHOMY
JOCIiKEHH], 9aCcTOTa BHIIAJKIB BHHUKHEHHS TpomboeMmOolii JereHeBoi apTepii craHosmna 0,21 Ha
100 marienTo-pokiB mnst mosysamHa 200 mr i 0,05 mHa 100 mamieHTo-pokip mid mosysaHHA 100 mr.
YacToTa BUIIAAKIB BUHMKHEHHS TpoM603y rinmbokux BeH craHoBmia 0,06 Ha 100 mamieHTO-poKiB y
rpymi g mosysarss 200 mr i 0,05 wHa 100 mamieHTo-pokiB y rpymi ans mosysanHa 100 mr (mus.
po3mist «OcoBOIUBOCTI 3aCTOCYBAHHAN).

TpomboyumoneHis.

V mnane60-KOHTPOILOBAHUX AOCIIIKEHHIX TPUBANICTIO N0 16 TWXHIB Tepamid 6yna aconifioBaHa 3
JI0303aJIEKHUM 3HIDKEHHAM KUIBKOCTI TpoMOonuTie. MakCHManbHUM BIUIMB Ha TPOMOOLIUTH
crocTepiraBca B MeXax IIepIUMX 4 TIDKHIB, HiCJsA 9Oro KiNBKICTH TPOMOONUTIB MOBEpTamacs 10
BUXIJTHOTO piBH:A, HE3BAXKAIOYM HA IPONOBXKeHHST Tepamii. ITinTBep/pkeHa KiNBKiCTH TPOMOOIHTIB
<50 x 10*/Mm> 6ymna 3apeectpoBana y 0,1 % marieHTiB, ski 3aCTOCOBYBAIM IIpeliapaT y J03yBaHHI
200 Mr, Ta y 0 marieHTis, sKi oTpuMmyBaiu no3yBanHi 100 mr abo miane6o. Cepen ycix NallieHTiB, [Ki
OTpAMYBAIM JIKyBaHHA B KIHIYHEX JOCHDKEHHAX 3 IOCTIHHMMH pEXHMaMH O3yBAHHSI
abporutuni6y 100 mr a6o 200 Mr, y TOMy 4mCHi B JOBIOCTPOKOBOMY MOJOBXEHOMY IOCILIKEHHI,
TIOKa3HYK MiATBEPKEHOTO piBHA TpoMbormTis < 50 x 10°/mm® cranosus 0,15 Ha 100 mamieHTO-pOKiB
ans gosysarHs 200 mr Ta 0 Ha 100 manieHTo-poKiB y rpymi it go3yBanHs 100 Mr; aeuine HalwacTinre
peecTpyBaocs Ha ueTBepToMy THXHI. ITanieHTH BikoM Bif 65 pOKIB Manu BUIIKM piBEHb TPOMOOUHUTIB
<75 % 103/Mm® (muB. posain «OcoOIUBOCTI 3aCTOCYBAHHSAY).

Jimgponenis.

V mrane6o-KOHTPOJALOBAHUX MOCHI/UKEHHAX TPHUBANICTIO O 16 TIDKHIB IATBEPIKEHI BHUIAIKA
smermmenns AKJI no < 0,5 x 103/mm? 3apeectpoBani y 0,3 % HaI€HTIB, sKi 32CTOCOBYBAIIH O3yBaHH
200 Mr, 1y 0 % namienTis, AKi 3acTocoByBanu po3ysaHasa 100 mMr abo mane6o. O6uaBa BUNAIKH MaIH
Miciie IpoTsroM mepmux 4 TikHiB Tepamii. Cepen yciX mamieHTiB, SKi OTPUMYBAId JIKYBAHHA B
KITIHIYHIX TOCII/PKEHHIX 3 MOCTIMHUMK pEXMMaMu Ko3yeaHHs abpountuHiOy 100 Mr a6o 200 mr, y
TOMy UHCIi B JOBFOCTPOKOBOMY IIOJOBXKCHOMY JOCHI/DKEHHI, IMTiATBEpUKEHMH piBEHb BHIAJKIB
sumkenns AKJI no < 0,5 x 10°/mm® cranosms 0,34 Ha 100 mamieHTo-pokiB ams mo3yBaHHs 200 Mr Ta
0,05 mHa 100 mamienTo-pokis y rpymi it go3yBanHs 100 Mr; HaMBHINUH piBEHB CIOCTEPIraBcs y
HauieHTiB BikOM Bifl 65 pokiB (uB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSY).

ITiosuwyenns pigHs niniois.

V nnane60-KoHTPOILOBAHUX JOCII/PKCHHAX TPHBAIICTIO A0 16 TIDKHIB Ha 4 TIKHI —CIOCTEPIranock
710303aNeXHe IiJBUILEHHS XOJIECTEpHUHY JiNonpoTeiniB Hu3bKol mineHOCTI (X-JIIIHIILL), 3aransHOro
XOJNECTepUHy 1 XOIlecTepuHy JinmonpoteiHiB Brcokoi mimeHOCTI (X-JIIIBIL) mopiBHAHO 3 IPYIIOO
nnare6o; 11l piBHi 3aimIIanycs MABAIISHHIMH JO OCTaHHEOTO Bi3HTy y mepiof Tepamii. BogHouac He
crnocTepiranocs 3Hauymumx 3mid y BigHomenHi JIITHIIJIIIBIL y nauieHTiB, sfKi 3aCTOCOBYBaln
abponuTHHI6, OPIBHAHO 3 MAl[ieHTaMH, SKi 3acTocoBYBad Iuane6o. Hebaxani apuma, 0B’ 13aH1 3
rinepninigemiero, Bunukand y 0,4 % mamieHTiB, Aki 3acTocoByBanmu abponutuHi6 y jgo3i 100 Mr,
0,6 % maImieHTiB, AKi 3aCTOCOBYBaIM Ipenapatr y no3i 200 mr, i B 0 % maIieHTiB, AK1 3aCTOCOBYBAIM
mnane6o (aus. po3zin «OcoOIMBOCTI 3aCTOCYBAHHAN).

ITidsuwenns piensa kpeamungocgoxinasu (KPK).

V  11ane60-KOHTPOIBOBAHUX JOCTIDKCHHSIX TPHBANICTIO A0 16 THXKHIB CTaTHCTUYHO 3HAYYLIC
migeumenns pisHa K@K (>S5 x BepxHf Mexa HOpMH) crocrepiranock y 1,8 % mamientis, ski
3aCTOCOBYBAIH IIane60, 1,8 % mamieHTis, ski 3acTocoByBany abpormTuHIO y mo3i 100 Mr, 1y 3,8 %
HauieHTiB, AKi 3aCTOCOByBamHW mpenapar y mo3yBadHi 200 Mr, BifmoBigHo. BimbmIicTs BUIAAKIB
TiABMILEHH IUX PiBHIB 6YIM THMYACOBUMU 1 KOZICH i3 HUX HE MPHU3BIB O NPHIIMHEHHS TEPAIT].
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Hyooma.

V miane60-KOHTPOILOBAaHNX JOCHIDKEHHAX TPUBAIICTIO IO 16 THXKHIB IpO BHIAJKH HYXOTH
nosigomianock v 1,8 % mailieHTiB, ki 3acTocoByBamu Iulanebo, i y 6,3 % Tta 15,1 % mnarienris, axi
3acTocoByBanu go3yBanus 100 mr i 200 mr, ignosiguo. Tepanis Oyna NpunuHEHA Yepe3 HYOOTY Y
0,4 % maItieHTiB, SKi 3acTocoBYBaH abporutuHi6. Cepe/] NallieHTIB, y AKHAX CIIOCTEpIranach HynoTa, y
63,5 % y4YacHHWKIB HyJOTa 3’sBWIAch Ha IIEPIIOMY TIDKHI Tepamil. MeniaHHa TpUBamicTh HyZOTH
craoBmIa 15 gHiB. BilBIIiCTE 3 LMX BUIAKIB OYJIM JIETKOTO YM MOMIPHOT'O CTYHEHS TSDKKOCTI.
[MonyJisiis NamieHTis ANTIYOTO0 BIKY.

B minoMy y KIHIYHMX [OCTI/DKEHHSX aTOMYHOrO JepMaTHTy aOponuTuHI6 3acTOCOBYBAIM
635 migmmiTkiB (BikoM B 12 mo 18 poki), o craBoBUTE excro3umito 1326,1 namienro-pokis. IIpodins
Ge3rexy, AKUH CIoCTepirascs y MiUNITKIB y KIHIYHUX JOCIKEHHAX aTONIYHOTO HAEpMaTHTy, OyB
IOZi6HMM 0 TaKOTo Mpo(iMio B MOIYIIALIi JOPOCIUX NAIi€HTIB.

IoBiIOMJIEHHS TIPO TiI03PIOBaH] NO01YHI peakIIii

I[ToBiZOMJIEHHS IIPO Mif03proBaHi moOiyHi peakmii micist peecTpanii Jikapchkoro 3acofy € BaXIMBUMH 1
JAl0Th 3MOTY 3iHCHIOBATH Oe3NepepBHUM MOHITOPHHI CIIiBBIJHOIIEHHA KOPHCTI Ta PH3HUKY
3aCTOCYBAHHA JIKapChKOro 3acofy. MeaudHuX NpauiBHHKIB IIPOCATH MOBIJOMIATH NpO Oymb-ski
iZo3proBaHi NOOIYHI peakmii.

Tepmin npuoamnocmi. 4 poxu.

YmoBH 30epiranHs.
He notpebye cneuiansuux ymoB 36epirants. 36epiraTd y HeIOCTYIHOMY UL AiTeH MiCIi.

YnakoBka.

Tabnerkn no 50 mr: 7 TabneTok, BKPHTHX IUIBKOBOI O0GOJOHKOMO, y Oiicrepi, o 4 Gmictepu y
KapTOHHiM KopoOIi;

tabmerky o 100 Mr a6o 200 Mr: 7 Tab1IeTOK, BKPUTUX [UTIBKOBOXO 060I0HKO0, Y b1icTepi, o 4 abo mo
13 6nicTepiB y KapTOHHIN KOpOOI.

Kareropia Bignycky. 3a peLenrom.

Bupo6nuk.
[aitzep Menrobexaypunr Hoitanenn I'm6X / Pfizer Manufacturing Deutschland GmbH.

Micne3naxomKkeHHs BUpOGHIKA Ta Horo ajpeca Micls IPOBaJKeHHs JiAIbHOCTI.

Myceamsaans 1, 79108 ®paiiGypr Im Bpaiicray, HiMeuuuna / Mooswaldallee 1, 79108 Freiburg Im
Breisgau, Germany.

JlaTa 0CTaHHBOI'O NEPeryIsay. ﬂy ﬂof jﬂpgf
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