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3ATBEPI’KEHO
Haxka3 MinicTepcTBa 0XOpPOHH
3m0poR’st YKpainu
07.10.2022 Ne 1823
Peecrpauiiine mocBin4eHHs
Ne UA/19698/01/01
Ne UA/19698/01/02
Ne UA/19698/01/03

3MIHHU BHECEHO
Haxkaz MinicTepcTBa
12%?1111 310poB’s YKpainu

’/& LOAL3 N /10

IHCTPYKIIA
I8 MEeHYHOT0 3aCTOCYBAHHSA JIKapChKOIo 3ac00y

CIBIHKBO
(CIBINQO)

Cknao:

Oiroua pevosuna: abrocitinib;

1 TabieTKa, BKPUTA ILIiBKOBOIO 060NOHKO0, MicTUTE abponutuHi6y 50 Mr abo 100 Mr, a6o 200 mr.
donomisichi pedogunu: TENON03a MIKpOKpHCTalidHa, Kamblliio Qochar ABOOCHOBHHH Oe3BOIHNH,
HaTpilo KPOXMATBIIIKOMAT, MarHilo cTeapaT; IIiBkoa o6ononka Opadry® II Pink (33G150000):
rimpoMeno3a, THTaHY JIOKCHA; JaKT03a, MOHOTIZpaT; MaKpOToJl, TPIalleTHH, 3ali3a OKCHIL YepBOHUH.

Jlixapcbka ¢gopma. TabneTku, BKPHTI ITiBKOBOK 0GO0IOHKOXO.

OcHogHI hi3uKO-XIMIUHI 61ACMUBOCMI!

TabmeTKH 110 50 MI — 0BaNBHI pOXXeBi TabIETKH, BKPUTI IUHBKOBOIO 060TOHKO0, TOBKHHOIO NPUOIH3HO
11 MM i mmpuEOKO 5 MM, 3 THCHeHHAM «ABR 50» 3 oxHOrO 60KY T2 «PFE» 3 iHmIoro 60Ky;

TabmeTky o 100 MT — KPYTIi poskeBi TabIeTKH, BKPUTI MIIBKOBOK 060NOHKO0, liaMETPOM IIPUOIH3HO
9 MM, 3 THCHeHHAM «ABR 100» 3 oxsoro 60ky ta «PFE» 3 inmmoro 60ky;

TabmeTkd mo 200 Mr — OBalbHI POXeBi TabIeTKH, BKPUTI IUIBKOBOX O0OOJOHKOIO, IOBXHHOIO
pu6mm3Ho 18 MM i mupuHOIO 8 MM, 3 THCHEHHM «ABR 200» 3 omHOro 60Ky Ta «PFE» 3 iHIIoro OoKy.

®apmakoTepaneBTHYHa rpyna. [Hu gepMaToNoriumi Ipemapartd, 3aco0u NpOTH JACPMATHTY, 32
BHHATKOM KopTukocrepoiai. Kox ATX DI1AHOS.

dapmaxonoziuni 614CMUEOCHIL.

Dapmaroouramixa.

MexaHi3M Aii.

A6pouuTuHi6 — inribitop AHyc-KiHa3u 1 Tumy. SHyc-KiHa3K — 1€ BHYTPILIEBOKIITHHHI HEpMEHTH, AKI
IlepenaroTh CHTHAIH, 0 BUHMKAIOTH IIPH B3a€MOJIAX IATOKiHY abo penentopa $pakropa pocTy Ta Ha
KIITHHHIM MeMOpaHi, [I1 BIVIMBY Ha KIITHHHI IIPOIECH KPOBOTBOPEHHSA Ta POGOTY KINTHH iMyHHOI
cucreMd. SIHyc-KiHasu (OCHOPHIIOITh Ta AKTHBYIOTh CHIHANBHI TPAHCAYKTOPH Ta aKTHBATOPH
TPaHCKPUIIi, AKi MOXYIIOIOTh BHYTPIlIHBOKIITHHHY aKTUBHICTE, BKIFOYAIOUM EKCIIPECIEI0 TEHiB.
THri6yBaBHs SHyC-KiHasH | MOIyIIEOE IUBIXH IPOXOIKEHHA CUTHAIY, 3a100iralod ¢ochopuimoBaHHIO
TAa AKTHRAIii CHTHANBHHX TPAHCIAYKTOPIB TA aKTHBATOPIB TpaHCKpHmuii. Y- GloxiMiuHux aHaizax
aGpOLUTHHIO TEMOHCTPYE CENeKTHBHICTL 11010 sHyc-kinasu 1 (JAK1) nopisHsHO 3 IHIIMMHI TPhOMA
isodopmamu JAK: JAK?2 (y 28 pasis), JAK3 (y > 340 pasiB) i THpO3HHKIHA3HK 2 (TYK2, y 43 pasn). Y
KOHTEKCT] KJIITHH BiH IIEPEBAXXHO IHTIOye CIIpHYMHEHE IHTOKIHAMH docdopHIroBaH s CHIHATBHIX
TPaHCAYKTOPIB Ta aKTHBATOPiB TPAaHCKPHUILIi CHIHAILHEMI TapaMH, 110 mictate JAKI, i ne
IIepemKopKae nepenadi curaanie mapamu JAK2/JAK2 abo JAK2/TYK2. 3nauymicts CENEKTHBHOIO
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(hepMeHTATHBHOTO iHriOyBaHHA MONO celmbiyHmuX $pepMeHTIB JAK Ha TepaneBTHuHY €()EKTHBHICTH
npenapary Hapasi HEBiIOMa.
(DapmakoITHAMIYHA 15
Kniniuni 6iomapxepu.
JlixyBanHs abpouutrHiboM Oy70 acoUifioBaHO 3 [0303aTEXHMM 3HWKCHHAIM CHPOBATKOBHX
GioMapKepiB 3aManeHHs IPH aTOIYHOMY JEpPMaTHTi (IHTepIeHKiH-31 (IL-31), inTepimeiikin-22 (IL-22),
KinbKicTs eo3uHODITIB, XeMOKiH, perynpoBanmii aktusauiero Ta Tumycom (TARC)), 1HTi0yBaHHAM
curHanpHUX TpoBimEux mmsxie JAK] (3HMKEHHA KIUTBKOCTI IPHPOOHHX KIIITHH-KINIEpIB  Ta
immykoBasoro inTepbeponoM ramma-6imka 10 (IP-10)) abo o6ox (BucokouyTnuBuil C-peaKTHBHHI
6irok). Ili 3miHuM Gymu 06OPOTHHMH miclsi TpuUNUHeHHS Tepamii. Cepenns abCONFOTHA KiNBKICTD
siMbowrTiE 3GIMBIIMIACE Ha 2-My THXHI THCI MOYATKy Tepamii aGpouuTHHIGOM 1 TIOBEPHYJIACh 10
BUXiAHOTO piBHA 10 9-ro Micaus Tepamii. Y GINBNIOCTI MANi€HTIB PIBCHB abCOFOTHOI KITBKOCTI
TiMpOLUTIB YTPUMYBaBCA B MeXax JlaNa3oHy HOPMANbHHX 3HA4CHD. JlikyBaHHs aGpOUUTHHIOOM
CYTIPOBODKYBAJIOCH  JKO303TEKHUM  301IBIIEHHAM KimpkocTi  B-MMOOIHUTIB 1 10303aIEXHUM
SHIDKEHHSAM KiTBKOCTI IPHPONHMX KITHH-Kifepis. KiliHigHa 3HAWYIIICTH IMX 3MiH Yy Kimbkocti B-
NiMOIHUTIB Ta MPUPOJHUX KILTHH-KiNEpiB HEBIAOMA.
Kapoioenexmpogizionozia.
Brumie abponuTHHISY Ha ckopuroBaHuil intepsan QTc BUBYAIM B y4aCHHKIE, K1 32CTOCOBYBAJIH OJHY
CyTpaTreparneBTHIHy 03y abpomuTuHiOy 600 Mr y KOHTPOIBOBAaHOMY, 32 JOIIOMOIOYO mranebo Ta
AKTMBHOTO IIPENapaTy MOpIBHSAHHEA, MOCTIIKEHHI 3 aKIEHTOM Ha OLIHIOBAHHA intepany QT.
Crocrepiranocs 3ajlexHe Bil KOHLEHTpalii mogosxenns inTepsaiy QTc, cnpuunnene abponuTiHIOOM;
cepenre (90 % mosipumit iHTepBan) 36inbNIeHHA iHTepBany QTc CTaHOBHIO 6,0 (4,52, 7,49) mc, mo
BKa3y€ Ha BIICYTHICTh KIIHIYHO 3HAIYIIOr0 BILUTHBY a0pOLMTHHIOY Ha imrepsan QTc y mocmizmkyBaHii
031,
Kiiniuna edekTHBHICTE 1 Oe3reka.
E(eKTHBHICTE i 6e3TeKa 3acToCyBaHH abpOIUTHHIOY Y AKOCTI MOHOTEpaii Ta B KoMOinanii 3 GoHOBOIO
MeIMKaMEHTO3HOI0 MiCLEBOIO Tepaliero mpoTsroM 12—16 TikHiB onintoamu y 1616 mauiestie y 3
KITIOYOBHUX, PAHAOMI30BaHMX, MOABIHHMX CIIMMX, ITANE60-KOHTPOIBOBAHHX HOCIIZIKEHHAX dasm 3
(MONO-1, MONO 2 Ta COMPARE). KpiM T0T0, €eKTHBHICTE 1 O€3eka 3aCTOCYBAHHS abpounTHHIOY
y SKOCTi MOHOTepamil mpoTaroM 52 THXHIB (i3 MOYJIUBICTIO 3aCTOCYBaHHS Uperapary eKCTpeHOi
Tepamil Hani€eHTaM 3 eri30faMH 3arOCTPEHb) OLiHmoBanu y 1233 HALi€HTIB y MOBIHHOMY CIIIOMY,
1ane60-KOHTPOIFOBAHOMY ~ AOCIIUKeHHI  iHAykuiHHOi Tepamii ¢asm 3 3 paHIOMi30BaHMM
npurmHeHAM yaacti (REGIMEN). YaacHukaMu X 4 HOCTiIXeHb 0y MAIi€HTH BiKOM Big 12 poKiB
3 ATOMIYHAM ASPMATHTOM BiJl IOMipHOT 0 TSDKKOI OPMH, IO BU3HAYAETHCA SIK > 3 6ailH 3a MKANOK
3aransHOi oinky nocainauka (IGA), > 16 6anis 3a IHAeKCOM IUIONII YPaXKEHHS Ta CTYIIEHS TSDKKOCTI
exsem (EASI), ypaxenss > 10 % monti moBepxHi Tina i > 4 6anu 3a YucnoBoro PEUTHHTOBOIO IIKATIOK0
MakcuMaIsHOro cep6inms (PP-NRS) Ha BuXinHOMY piBHI Ao panomisauii. [TanienTH, y KX paHinte
He Gyna JOCATHYTa HaleKHa BIJUOBINE Ha Tepamito, abo Wif AKHX MicleBe JIKyBaHHA Oyio
HeOMITBLHAM i3 MEAUIHOI TOUKH 30pY, 260 SKi OTPIMYBaIM CHCTEMHY TEPAILiFO, HOITY CKaICA 110 y4acTi
B IUX JOCTIIKEHHAX. Yci MallieHTH, AKi 3aBepUIMIN BHXiTHI-IOCIIKEHHS, MU IIPaBO Ha y9acTh Yy
IOBTOCTPOKOBOMY HozoBxeHoMy pocuimkenni EXTEND.
XapaxmepucmuKu Ha UXiOHOMY DIGHL.
V mnane6o-KoHTponboBaHux mocmimkennsx (MONO-1, MONO-2, COMPARE) Ta BiIKkpHTOMY
JOCIIUKEHH] IHIYKIiHHOT Tepartii 3 paHAoMi30BaHHM IPUIMHEHHAM Y4acTl (REGIMEN) y Bcix rpymax
Tepamii Bix 41,4 % 1o 51,1 % ydacHuie Symu xinkw, Bix 59,3 % mo 77,8 % HaJIeXKalll KO €EBPOMNEOiqHOl
pacu, Bix 15,0 % 1o 33,0 % — xo MoHTONOiAHOI pacH i Bix 4,1 % 1o 8,3 % — 0 HerpoinHOi pacu;
cepe/Hiil BiK y9acHHKIB cTaHOBHB Bif 32,1 mo 37,7 poky. Ycporo o mux JOCIIKEHb OYJI0 BKIIOYEHO
134 marieHTy BiKOM Bif 65 pokiB. Y 1HX ZOCTIIKEHHAX Bix 32,2 % 10 40,8 % y4JacHUKIB Ha BUX1THOMY
piBui Mami 4 6ami 32 IGA (TspKxui aTomigHmii nepmaTht), a Bif 41,4 % j10 59,5 % MaIlEHTIB paHime
OTPHMYBANM CHCTEMHY Tepariio aTONiYHOro jiepMatuty. Buxiguui cepeyuiii Oan 3a ingekcom EASI
6yB y mianasoni Bix 28,5 1o 30,9, Buximnui 6an 3a mKanoro PP-NRS - Bix 7,0 mo 7,3, a Buxiasuii lngekc
AKOCTI XWTTs IpH 3axBoproBanisx wkipu (DLQI) — Bin 14,4 no 16,0. L
Kniniuna 6i0nogiob.
12-TwxHeBe gociimkeHHs MoHoTepamii  (MONO-1, MONO-2) - i I6-TIKHEBS  JOCTIHKEHHS
xoM6inoBanoi tepanii (COMPARE). Kim\(
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CTATHCTUYHO 3HAYYIIO OiNbIIA YacTKa NALi€HTIB HOCATIA 060X TIEPBUHHUX KIHIEBMX TOYOK: 0 abo 1
6an 3a IGA Ta/a6o inmexcom EASI 75 y pasi 3acTocyBaHHs aGpounTrHiGy y mo3ax 100 mr aGo 200 mr
O/IMH pa3 Ha 06y MOpiBHAHO 3 MIane6o Ha 12 TrxHi abo Ha 16 TIKH] (quB. Tabnuo 1 1 Tabmuizo 2).
CTaTUCTMYHO 3HAYYIO € Te, W0 OiNblla YacTKa MAL€HTIB AOCArIa OpuHaiMHI 4-0aJIbHOIOo
nokpanieHss 3a mkanoro PP-NRS mpu 3acrocysanHi abpounTnHiby y nosyeanHi 100 mMr a6o 200 mr
OJiHH pa3 Ha 106y TOPiBHAHO 3 Iane60. Ile MOKpameHHs BiaMiqanocs Bke Ha 2-My THOKHI i 30epiranocs
go 12 twxpmeus. YV mocmimxkenri COMPARE Ha 2 TikHi Oyla NpoJeMOHCTpOBaHA IepeBara
abponuTuHiOy B 1o3yBaHHi 200 MT HaJ TyTiIyMaboM MO0 YaCTHHH NAI[E€HTIR, AKI JOCATIIH IPUHAAMHL
4-GanpHOTO TIOKpamieHHs 3a mkanoo PP-NRS, 31 CTaTHCTHYHO BHINMM IIOKa3HUKOM HOCATHCHHA
3MEHIIEHHS CBepOiHHA, SKe CIOCTepiranocs BXe Ha 4-H NeHb MICIsS 3aCTOCYBAHHA niepuioi JO3H.
EdeKTUBHICTE JIKyBaHHS B Pi3HUX TATpyNax MAli€eHTiB (HalpHKiIaj, 32 Macoro Tina, BIKOM, CTaTTIO,
pacoBol0 TNPUHAIEXKHICTIO Ta HAJBHICTHO/BIACYTHICTIO B agamMHe3l JIKYBaHHS CHCTEMHUMH
iMmyHOzenpecanTamu) y gociimkenasx MONO-1, MONO-2 ta COMPARE y3romxyBanack 3 TAKUMH
edeKTaMU B 3araibHil TOCTIKYBaHiH MOMyIALii.

Tabnuns 1.
Pe3yabLTaTH OLiHIOBaHHA e()eKTHBHOCTI a0pouuTHHIOY K MoOHOTepatii Ha TxkHi 12
MONO-1" MONO-2"
Trxaess 12 Tuwxnens 12
MOHOTEepAITis MOHOTEparis
abpouuTrHiOOM abpoudTHHIOOM
200 mMT 100 mr 200 mr 100 mr
1 p/o. 1p./n. ITnane6o 1p./n. 1 p./o. [Tnane6o
N=154 N=156 N=77 N =155 N=158 N=178
TMamienTH, SKi Bijnosinn Ha Tepamnito, % (95 % )
0 a6o 1 6an 43 8% 2874 7,9 38,1% 28,4 9,1
3a 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* 8974 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 55,34 45,2% 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)

Ckopouenns: JI — moipumii inrepsanm; EASI (Eczema Area and Severity Index) — Inpekc mumomi
ypaxeHHs Ta cTymeHs Tskkocti exsemu; IGA (Investigator Global Assessment) — 3araisHa OIIHKA
mocimimuuka; N — KUIBKiCTh paHmoMizoBanux namientis; PP-NRS (Peak Pruritus Numerical Rating
Scale) — Uucnopa pefiTHHIOBA IIKalla MAKCHMAIEHOTO CBEPOIHHL.

a. TlamieHTamMu, y SKMX JOCATHYTa BIAIOBiAbL 32 IGA, BBakanucs MAIiEHTH 3 OIIHKOI «YHCTO»
(0 GaniB) a6o «maibke urcToy (1 6ax) (3a 5-6IBHOO WKAIO0) Ta 3HIKEHHIM OaJIbHOTO TIOKa3HUKA
BiJl BUXiZIHOTO piBHSI Ha > 2 Gamu.

6. TlanieaTaMn, y SKHX JOCATHyTa BIAMOBiAe 3a iHgekcom EASI-75, BBaxamucs Mali€eHTd 3
okpamenaaM nokasauka EASI na > 75 % BiJl BUXiZHOTO PiBHAL.

B. [lamienTaMu, y SKMX OOCSATHYTa Bi[IOBIAL 3a MIKAIOI0 PP-NRS4, BBaxkamucs TNaI[i€eHTH 3
[OKpalIeHHAM Ha > 4 Gaiu 3a Li€f0 MKAI0k0 Bill BUXi/IHOTO PIBHS.

I. AGponuTHHIG 3aCTOCOBYBaBCA Y AKOCTI MOHOTEPAIIII,

1. CTATHCTHYHO 3HAUYIIUH PE3YNBTAT i3 TONPAaBKOK Ha MHOXHHHICTE Y HOpiBHAHHI 3 Tanedo.

Tabmunsg 2.

Pe3yabTaTH OUiHIOBAHHS edeKTHBHOCTI a6POUMTHHIOY B KOMOiHamii 3 MicIieBoIO Tepamicro Ha
12 TeokHi i 16 THKHI

COMPARE'
Trxnens 12 Tusxaens 16
A6ponuTuHi6 + I16O + AVII+ AGpouuTHi6:+ 5O+ OVIT+
MiclleBa Teparis Micuesa | Micuesa Micresa Tepanis miciiesa | Micuesa
200 mr 100 Mr Tepanis Teparnis 200 Mr 100 MT Tepanis Tepariis
1 p./n. 1p/n. | N=131 | N=243 1 p./n. Ip/n. [ N=131 | N=243
N=226 | N=238 N=226 | N=1238

gy
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TManienTw, sxi BifnoBiIN Ha Tepamnio, % (95 % A0

0 abo 48,4* 36,6% 14,0 36,5 47,5% 34,8% 12,9 38,8

1 6an 3a (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% 58,7% 27,1 58,1 71,0% 60,37 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.,0) 38.8) 71.,6)

PP-NRS4®| 63,1 475 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: I — noipumit inTepsan; IYII - nymiryma6; EASI — [HaeKC Mol ypaXkeHHs Ta CTyTIEHS
TKKOCT ek3zemu, IGA — BaramsHa ominka mocuigHuka, N — KimpKicTb PaHOMi30BaHUX IIAlli€HTIB;
IO — mane6o; PP-NRS — Uncnopa peliTHHIOBa IIKaJa MaKCHMAIBHOTO CBEPOIHHA.

a. IMamieuramMn, y SKUX JOCATHYTa Biamosine 3a IGA, BBakanucs NAl€HTH 3 OIIHKOI «UHCTO»
(0 6anir) a6o «maibke uncTo» (1 6am) (32 S-6TLHOIO LMIKANOK0) Ta SHIKEHHAM 6anpHOTO MOKAa3HUKA
Bil BUXIHOTO PiBHS Ha > 2 6aiu.

6. TlamieHTamMn, y fKEX JOCATHyTa Biamopime 3a immekcoM EASI-75, Bpaxamuics MAIieHTH 3
TIOKpaIIeHHaM nokasanka EAST Ha > 75 % Bin BUXIHOTO piBHA.

p. TlanienTamMn, y SKHX JOCATHYTa BimmoBine 3a mkanoro PP-NRS4, Bpaxamvcd TIAIliEHTH 3
IIOKpANIeHHAM Ha > 4 GalH 3a ITi€fo MKATIO0 Bil BUXIAHOTO PiBHSA.

r. AGpOIUTUHIO 3aCTOCOBYBaBCS B KOMOiHANI 3 MICLIEBOIO Teparielo.

x. CTATHCTUYHO 3HAYYIIMIA PE3YIIBTAT i3 MONPABKOK HA MHOXKHHHICTb Y NOPIBHAHHI 3 miane6o.

Pesynbmamu, nog a3aHi 3i CMaHom 300pog 5.
Sk y mocnimxennsx MoHorepatii (MONO-1 i MONO-2), Tak i B JociimkeHHi KOMOiHOBaHOI Tepamii
(COMPARE) wuepe3 12 TwokHiB Tepamii 3acTOCYBAHHA abpoIUTHHIOY CTaTMCTHYHO 3HAYYILIO
IIOKDAINIYBaI0 Pe3yNbTaTH, TPO AKi MOBIOMILUIOCH IALIEHTAMH, Y TOMY YHCII 1MOAO 3MEHIIEHHS
cBepOiHHs, MOKPAIIEHHS CHY (32 Bi3yalbHO-aHANIOTOBOIO IUKAJIOI0 OanbpHOI OUIHKHA AaTOIYHOIO
HepMaTHTy B 9acTuHi must ouinka cHy (SCORAD Sleep VAS)), 3MEHIIEHHS CHMIITOMIB aTOIIYHOTO
mepMatuTy (3a IlaiieHTOpi€ETOBAHOMW MIPOIO EK3EMH (POEM)), noxpameHHs sikocTi xutTa (3a DLQI)
Ta 3HIKEHHS CHMIITOMIB TPUBOXHOCTI i mempecil (3a ['ocmiTanbHo IIKaIoro OIIIHKH TPUBOXHOCTI
i menpecii (HADS)), siki He Oymm CKOpUroBaHi Ha MHOXXHUHHICTh, Y HOpIBHAHHI 3 Iulanebo (auB.
Tabmumo 3).

Tabmuns 3.

Pe3yIbTaTH, PO AKi NOBiIOMIANOCH MANICHTAMHE IiC/IS 32CTOCYBaHHS aGpoumTUHIOY Yy AKOCTI
MoOHOTepanii Ta B KoMGiHawii 3 MicueBoro Tepamicro (Ha TIOKHI 12)

MomnoTepamnis Komb6iHoBaHa Tepamis
MONO-1 MONO-2 COMPARE
200 mr | 100 mr | ITBO | 200 mr | 100 Mr | ITBO | 200 mMr 100 mr 16O +
1p/n. | 1p./o. l1p/n. | 1p/o. 1p/n.+| 1p/o.+ | Micuesa
MicmeBa | miciesa | Teparmia
Tepamis | Tepamis
N 154 156 77 155 158 78 226 238 131
BAILI SCORAD
Sleep, smina Big| —3,7* | —2,9* | -1,6 -3,8% | -3,0* | -2,1 | —4,6* —3,7* 2.4
BHX1THOTO (4,2; | (-3.4; | (-2,2;| (4.2; | (34 | (2,7 (-4,9; (-4,0; (-2,8;
PIBHA -3,3) | 2,5 | -1,00 | 34 | -2,6) | -1,5) —4.,3) -3,4) -2,0)
(95% A1)
[ToxpamenHa Ha
> 4 Gamu 3a
[HIEeKCOM
DLQL % 72,6 %* 67,2 %*43,6 %[ 78,1 %*[73,3 %*(32,3 %| 86,4 %* 74,7 %* | 56,5 %
[AIIIE€HTIB 3
IOCATHYTOO
BIIMOBLIIIO
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E’?iﬁxfl‘}‘g‘; _10,6% | —6,8% | =3,7 | -11,0% | -8,7* | =3,6 | —12,6* | -9,6* 5,1
e 11,8 | (8,05 | (5.5 | 12,1 | (9.9 | (-5.3; (13,65 | (10,5 | (6.3
959, 1) 94 | =56 |-1,9 | 98 | -9 |19 | -1LT) | -86) ~3,9)
HADS, noMmeH

:5?5:';3:;’““‘““’”" 0% | -1,6 | -1,0 | -1,7* | -1,6* | 0.6 | -L6* | -1,2* 0,4
A 2.5 | 2.0, | 17| (225 | (2.1 |13 (2,0, | LS| (0.9
BSOS 16 |-y |04 | 2 | -L) |02 | -1 | -08) 0,1)
plBHH b 9 > > 3 bl K b 2

(95% J)

HADS, nomeH

:ﬂiipgf”"” _18% | —14% | —02 | -14* | -1,0%| 03 | -16* | —13* -0,3
BHXmHO?O (-2,2; | (-1,8; | (-0,8; | (-1,8; | (-1,5; | (-0,3; -1,9; =1,6; (-0,7;
btorcs 14y | —0.9) | 04) | -1,o) | -0.6) | 09) | -1.2) | 0.9 0,2)
(95% JI)

JIl — moBipumi iHTEpBA, DLQI (Dermatology Life Quality Index) — THmekc AKOCTI XKUTTA ITIPH
3aXBOPIOBAHHAX IIKIPH; HADS (Hospital Anxiety and Depression Scale) — I'ocmiTanbHa nIkana OILIIHKH
TpuBoxHOCT] # Aempecii; N — KiTBKIiCTh PAHAOMI30BaHHX TAI€HTIB; ITBO — nnane6o; POEM (Patient-
Oriented Eczema Measure) — IlaIieHTOOp1€BTOBAHA mipa ekszemn; SCORAD (SCORing for AD)—
BansHa OliHKA aTOMYHOI0 ACPMAaTUTY B wyacTHHI JUI% oLiHKH cHy; BAIIl — Bi3yanbHO-aHAIOr0OBa MKaja
OLiHKH 0010,

* CTaTHCTHYHO 3HAYYIIUN pe3ylsTar 6e3 MoNpaBKy Ha MHOXWHHICTB.

Biokpume docnidocerHs, iHOYKYiiHOT mepanii 3 paHOOMi306aHUM NPUNUHEHHAM yuacmi (REGIMEN).
B nimomy 1233 mauieHTH 3acTOCOBYBaIH abpormTiHi® y nosi 200 Mr 1pas Ha no0y B pamkax
Bi/IKPHTOT'O JOCIIKEHH IPOTATOM 12-TikHeBoi BerynHoi dasn. Cepen ux narieHTiB 798 yIacHHKIB
(64,7 %) 3an0BONLHATH KpHTEPiIM BiJUIOBI/L HA Teparilo (BA3HAYEHMM AK MOCATHEHHA BinmoBii 3a
IGA (0 abo 1 Gan) Ta 32 IHAEKCOM EASI-75) i 6ynm paHmoMi3oBaHi 0 Tpyna nmane6o (267 mauieHTis),
abpormTrHidy 100 Mr oiMH pas Ha o6y (265 mauienTis) abo abpormTaiOy 200 M O/(MH pa3 Ha noby
(266 TALIEHTIB).
Besmepepsra Tepatis (6e3nepepHoO B no03i 200 Mr) Ta iHAYKIUifHO-TITPHEMYBalbHA teparig (200 mMr
IpoTATOM 12 THKHIB i3 MOAANBIINM 3aCTOCYBAHHAM Y 1031 100 Mr) J03B0ITSIH 32061 TH 3ar0CTPEHHIM
3 fimosipnicTio 81,1 % Ta 57,4 % BINIOBIIHO, mopieaaHO 3 19,1 % y nauiedTis (panzoMizoBaHHX 10
rpymu ruranedo), sxi Oy BHBEAEH] 3 JNOCHiKEHHSA Ticas 12-THKHEBOTO mepiofly IHIYKIIHHOT
teparii. 351 mamieHTaM, y ToMy queni 16,2 % y rpymi gosysanss 200 M, 39,2 % y rpymi no3yBaHHA
100 Mr Ta 76,4 % mauicnTis y Tpymi mnanebo, SHATOBMIOCS 3aCTOCYBAHHA MPEIapaTy eKCTPEHOI
tepartii — abpormTHHiOy 200 MTy KoMOiHATi 3 MICIIEBOIO TEPAITIEXO.
Jlo6z0cmpoko6a edekmuGHICb.
TIpujaTHUM [Ulsl YHacTi MaiiesTam, sIKi POTIIITH TIOBHUH Kypc Teparii y peecTpauiiiHoMy BUXIIHOMY
nocrikenni (Hanpukman, MONO-1, MONO 2, COMPARE, REGIMEN), npornoyBain nepeHTH 10
JIOBTOCTPOKOBOTO  TIOAOBIKEHOTO nocmipkenas EXTEND. V nocnijvkesri EXTEND namieHTH
3aCTOCOBYBAIH aBPOUUTHHIO y KOMOiHATIT 3 (hOHOBO MiCIIEBOI0 MEAUKAMEHTO3HOIO Teparnieio ado 0e3
mei. [TamienTy, axi pagime Oymn paHoMi30BaHi s NpHioMy aGponuTrHiOy B gosysanui 100 mMr abo
200 Mr ofuH pa3s Ha J00Yy B BUXLIHIX JOCTIDKEHHAX, TPOJIOBKYBATH 3aCTOCOBYBATH Ty caMy 03y B
nocmipkersi EXTEND. ¥ nocnimkenni EXTEND, [ATIEHTI, SKi OTPAMYBaH NO/BIHHY CIiIy TEPAMio
70 3aBepIICHHS BHXIJAHOrO AOCHIDKEHHS, OTPHMYBAIH OIMHAPHY CIIITy TEparilo (inhopmaris WORO
rpyI, Jo AKoi OyB paHIOMi30BaHHil yYACHIK, PO3KPHBANACh JoCITiTHAKAM, ate He nanienTam). Cepea
[MALi€HTIB, y SKHX Oyna nocarayra BimmoBian micims 12 TIKHIB Tepamii Ta AKi nepeiilin B A0CITIJUKeHHSA
EXTEND, y GinbiocTi mauieHTis BizmOBizL 30epiranacs i Ha 48 TIOKHI CyMapHOTO nepiony Teparii
g 060X 103 abporuTHHIGY (60 % 170 % i sinmomini 3a IGA (0 abo 1 6ax), 79 % i 87 % juis iHACKCY
EASI-75 1 62 % i 83 % s PP-NRS4 npu nosysanei 100 Mr o pa3 Ha 100y Ta 200 Mr 01MH pa3 Ha
100y sigmosiano), Cepel MaLienTiB, y AKnX He Oyna jocarnyTa BinmoBins micas 12 THKHIB Tepamnii T2
AKI TIPHEHAINCS 110 nocnimkenas EXTEND, y wacTHHA MAmienTiB BAANOCA JIOCSTTH Ti3HBOT BiUTOBIII
110 24 TiokHs (BiZl BUXiTHOTO PiBHA) HA thoHi npOROBIAKEHHS TePATIIT abpoumrTaHiOoM (y 25% 129 % ans
pimmoeizi 3a IGA (0 abo 1 Gan) taB 50 % i 59 % muis sinnosini 3a EASI-75 nipu nosysanti 100 er,eii(mt
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pas Ha 100y Ta 200 Mr o/i¥H pa3 Ha 100y BilIIOBINHO). JMOBipHiCTE OTpMMaHHs KOPHCTI Bifl Tepaii Ha
24 TwkHi Oyia BUIIOK Y TAUIEHTIB, y SKHX OylTa JOCATHYTa 4acTKOBa BiINOBIAb Ha 12 TwXHi,
TTOPIBHAHO 3 IAIEHTAMH, Y SIKHX He 6y710 BiANOBi/i Ha 12 THXKHI. TamieHTH, Ki OTPUMYBAIIH NyIiTyMad
y mocmimxenri COMPARE 1 B mopanblioMy MpHEIHATHCS O nocmimkenus EXTEND, Oyma
PAHIOMi30BaHI 711 OTpUMAaHH: aGpolHTHHIOY B 103yBaHHs:AX 100 Mr a60 200 Mr ouH pa3 Ha 700y Ticus
BKIFO9eHHS B jociimkenss EXTEND. Cepesl mamieHTiB, ski He Mald BifIIOBii HA TEpariio
mymimymabom, 3Ha49Ha 9acTKa MAIlieHTiB JOCSIIH BiANOBIAL 4Yepes 12 TwKHIB TCAA HEpeXOny Ha
abpouutuHi6 (34 % 147 % ms Binnoeimi 32 IGA (0 a6o 1 6an) 1 68 % Ta 80 % mns Bigmosimi 3a EASI
75 mpu gosysadni 100 Mr onuH pa3 Ha 100y a6o 200 Mr oauH pas Ha 100y BiAIIOBIIHO).

Tormyaiis NauieHTiB QUTAYOTO BIKY.

EdextnpHicTs 1 Gesleka 3acTOCyBaHHS abpoLMTHHIOY Y AKOCTI MOHOTepamii OIHIOBAIKA y 2
PaHIOMi30BaHMX, IOABIMHMX CIiMuX, MmIane6o-KOHTPOIbOBAHIX nocmimkennsx ¢asu 3 (MONO 1,
MONO 2), y AKX B3sIH yJacTs 124 nauieHtr Bikom Bif 12 mo moxoxuwe 18 pokis. EheKTHBHICTD i
Geslexy TAKOX OIIHIOBAIM Y BIIKPHTOMY PaHIOMi30BaHOMY MOCHIKEHHI 3 paH/IOMI30BaHUM
npunuaensaM yaacti (REGIMEN), y sxe 6y710 BKizoueHo 246 maniesTiB BikoM Bin 12 mo momonuie 18
pokiB. Y IMX [NOCIi/PKEHHSX PE3yNbTaTH B MIAIPYII IMIUNITKIB y3TODKYBANMCSA 3 pe3yNbTaTaMu B
3araipHii JocTimkyBaHilM momymsmii. EdexTuBHiCTE i 6esmeka 3acTOCYBaHHS abpouutnHiOy B
koM6iHamii 3 DOHOBOIO MICIEBOI0 MENMKAMEHTO3HOKO TEPAITIEI0 OLIHIOBANM B pPaHAOMI30BaHOMY
oABiHOMY CIiIoMy Iane60-KoHTponsoBaHoOMYy JocTikenni gasu 3 TEEN. ¥ JOCTiKeHHS 6yII0
BKITIOUEeHO 287 mamieHTiB BikoM Bif 12 10 MeHnie 18 poKiB 3 aTOIIYHUM JEPMAaTHTOM Bij IOMIpHOTO A0
TSKKOTO CTyNeHs 3 > 3 Gamamu 32 IGA, > 16 Ganamu 32 innekcoM EASI, ypaxeHHaM > 10 % mom
oBepxi Tina i 3a PP-NRS > 4 6anamu 1 9ac Bi3UTy ONiHIOBAHHA BUXIAHONO PIBHA 10 parmoMizanii.
JToIyCKaMCs IO YIACTi NaieHTH, y IKUX paHinie He Oyna AOCArHyTa HanexkHa BIJIIOBIiIb HA TEPAMiIo
a60 fKi OTPUMYBAIK CUCTEMHY TepaIlio.

Xapaxmepucmuku Ha 6UXiOHOMY PI6HL.

V nocrimkenni TEEN y Beix rpynax Teparii 49,1 % ydacHukis 6ymu xiHodoi crari, 56,1 % Hanexanm
[0 eBporeoinHoi pacy, 33,0 % — Ko MoHronoigHoi Ta 6,0 % — 0 HErpoifHoi pacH. MeznianHnH BIK
YYACHHKIB CTAHOBME 15 POKIB, a 4aCTKa MAIliEHTIB i3 TAHKKUM aTOMIYHIM NEPMATHTOM (4 6amu 3a IGA)
cranoBuna 38,6 %.

Tab6nusa 4.
Pe3ynbTaTH OWiHIOBAHHA e)eKTHBHOCTI B MANITKIB Yy A0CHIKeHHI TEEN
TEEN"
A6pouuTHHIO IImamne6o
200 mr 1 p./n. 100 mr 1 p./m.
N =96 N=95 N=96

0 a6o 1 6am 3a IGA*® 46,2% 41,6% 24,5
TlariesTH, sKi BiAIIOBINN Ha (36,1; 56,4) (31,3;51,8) (15,8; 33,2)
tepariro, % (95 % A1)

EASI-75° 72,07 68,5% 41,5
TlawienTH, K1 BiIIIOBLIHA HA (62,9; 81,2) (58,9; 78,2) (31,5;51,4)
tepamiio, % (95 % JI)

PP-NRS4*® 55,4% 52,6% 29,8
TlamiesTH, AKi BIATOBIIH Ha (44,1; 66,7) (41,4; 63,9) (20,0; 39,5)
tepaniro, % (95 % A1)

Ckopouenns: JII — nosipuuit intepsan; EASI (Eczema Area and Severity Index) — Ianexc mmomi
ypaxkeHHs Ta cTyneHs Tsokkocti eksemu; IGA (Investigator Global Assessment) — 3aranbHa OLIiHKa
nocimamKa; N — KinskicTs paHaoMizosanux manientis; PP-NRS (Peak Pruritus Numerical Rating
Scale) — UncmoBa peHTHHIOBa LIKaTa MAKCHMATBHOTO CBEPOIHHA.

a. Tlamienramu, y AKHX HOCATHYTa Bimmosinb 3a IGA, BBakamucs HALIEHTH 3 OLIHKOK «IHCTO»
(0 GamiB) abo «maibke umcron (1 Gam) (32 5-6aNbHOI0 IIKANOK) Td 3HIDKCHHAM OansHOTO
TIOKAa3HMKA BiJl BUXiHOTO PiBHA Ha > 2 6amm, 5 L

6. TamientaMu, y AKX OOCATHYTAa BIANOBIAb 32 IHIEKCOM EASI-75, BBaxkamucs IT4Li€HTH 3
HoKpamteHHsaM nokasnuka EASI Ha > 75 % Bif BUXiAHOTO PIBHA 5 en :

5. TlamieHTamy, y SKMX JOCATHyTa BigmoBims 3a mkanoro PP-NRS4, meaxkamwcs TIALIEHTH 3
TTOKpANIEHHSM Ha > 4 Gany 3a Li€fo MIKATIO0 Bijl BUXIOHOIO PIBHA. -

~ Kok
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r. A6poruTHHI6 3aCTOCOBYBaBCS B KOMOIHAILT 3 MiCIIEBO0 MEANKAMEHTO3HOIO Tepartiero.
1. CTATHCTHYHO 3HAUYIUMH Pe3ysIbTaT i3 MOMPaBKO0 Ha MHOXHHHICTh y HOPIBHAHHI 3 IU1auedo.

DapmakoKinemuxa.
ABcopbmis.
A6pomutuHi6 mobpe abcopOyeThed, y pasi IepOpaTbHOrO IPUHOMY BCMOKTYETHCS oinpm HiX 91 %
7034, a aGCONIOTHA TepopanbHa OI0JOCTYIHICTE CTaHOBUTH mpubmusHo 60 %. Abcopbiist
aGpolUTHHIOY TiCIs MepOpanbHOTo NpUiHoMy BiOYBA€ThCS WIBUAKO, 3 MAKCHUMaNbHA KOHIeHTpamis B
IUTa3Mi KpOBI JOCATAEThCA B Mexkax 1 romuHu. PiBHOBaKHA KOHIIEHTpalis abpouuTuriOy B IIa3Mi
JOCATAETECS B MexkaxX 48 TOIMH MICHsA OHOPA30BOTO 3aCTOCYBaHHsA. 3Ha4eHHS Cmax Ta AUC
abpomuTHHiGy 36iMEITyBaMCA TpomopwiiiHo Mo3i micna mpuifomy mos o 200 wr. OnnouacHe
3aCTOCYBAHHA a6pOIUTHHIOY 3 DKEI0 3 BACOKHM BMICTOM XKPIB HE Majlo KJIHIYHO 3HAYYNIOrO BIUIMBY
Ha excrosuuito abpormutuni6y (3HaueHHs AUC Ta Cmax 36iMbIIyBaNMCS IPUOIM3HO HA 26 % 1a 29 %
BiNMOBIAHO, a 3HAYEHHS Tmax TIOOBXYBANOCE Ha 2 TOAMAN). Y KIIHIYHHX AOCTIDKEHHAX aOpOLIUTHHIO
3aCTOCOBYBATH HE3AIEXKHO Bix NpuitoMy ki (mus. posain «Croci6 3acTocyBaHHA Ta IO31»).
Posnoin.
ITic/is BHYTPINIHEOBEHHOTO BBEACHHA 06°€M PO3MOiTy abpouUTHHIOY CTaHOBHTE 6mm3pko 100 1. 3
GiMKamu TUIasME KpOBI 3B’s3yeThest pubIusHoO 64 %, 37 % i 29 % mupkymorodoro abpouurusiby Ta
#oro axkTMBHHX MerabomiTie M1 i M2 Biamoimmo. AGpouwruHi6 i #oro akTuBHI MeTabOmITH
PiBHOMIPHO PO3TOALIAIOTECS MK EPHTPOITUTAMH 1 TIIIa3MO¥0.
Biorpancdopmantis.
MeTa601i3M abponuTHHIOY in Vitro onocepefKoBaHuH KilbkoMa i30(pepMEHTaMI CHCTEMH UHUTOXPOMY
(CYP): CYP2C19 (~ 53 %), CYP2C9 (~ 30 %), CYP3A4 (~ 11 %) i CYP2B6 (~ 6 %). ¥V JTOCITIJKEHHI
Ha THOJAX i3 3aCTOCYBaHHAM aGpOIUTHHIOY, MiYEHOTO PaTiOaKTHBHOK MITKOHK, HAMIOIIMPEHIIIHM
LMPKYTIOIOYMM BHOM OyB abpouuTnHiO; Takox Oyid BUABICHI B OCHOBHOMY 3 monspHi
MOHOTi[pOKCHNIbOBaH] ~ MeTaboniT, imeHTHdiKoBaHi sx Ml (3-rizpoxcunpomnin), M2 (2-
rigpokcunpornin) Ta M4 (wipodixiHOH HipUMifKH). Y PIBHOBAXKHOMY crani M2 ta M4 € ocHOBHUMU
Mmertabomitamu, a M1 — npyropamauM. I3 3 MeTaGoNITIB, IO MEPKYIIOKTL ¥ KPoBOTOKY, M1 Ta M2
MaroTh mpodinm imribysanns JAK, momi6ri mo abpomuTuniby, Tomi sk M4 Gy dhapMakoJIOTI9HO
HEAKTHBHHM MeTaboiiToM. dapMaKoIoriyHa aKTHBHICTh abpOLUTHHIOY TMOACHIOETHCS EKCIO3HILEI0
He3B’132HOT BUXiZHOI MOIeKyIH (~ 60 %), a Takox Merabomitie M1 (~ 10 %) ta M2 (~ 30 %) y
cuCTeMHOMY KpoBooGiry. CyMa ekcrosuuiil Hess’s3aHoro abpomurunity, M1 Ta M2, koxkHa 3 AKUX
BAP@KEHA B MOJIAPHMX OJMHAUSX 1 3 IONPAaBKOIO HA BiIHOCHY aKTHBHICTH, HAa3MBA€THCS AKTHBHAM
KOMITOHEHTOM abpOIUTHHIOY.
V nociipkeHHSX B3aeMoii abporuTuHi6y 3 cy6erparamu BCRP i OAT3 (manpuknan, po3yBacTaTHH),
MATE1/2K (uanpuknan, merdopmin), CYP3A4 (manpuknan, Migasonam) i CYP2B6 (wampuxian,
edagipeHIr) KIiHIYHO 3HATYIHX €EKTIB HE CIIOCTEPIranocs.
Bupeziensst.
Ilepion HamiBBHBeDEHHsA abPONUTHHIOY CTAHOBUTH OJIM3BKO 5 TORHH. AGpounTHHIO BUBOIMTHCA
FOTOBHMAM YHHOM IIUITXOM MeTaboIiTHOTO KIipeHcy, TIpd EoMY MeHIIe 1 % J031 BUBOAUTLCA i3 CEYEI0
B He3MiHEHOMY BUTILAI. MeTaboiiTy abponuTrHiby — M1, M2 Ta M4 — BUBOIATECS ITEPEBAKHO 3 CEUCHO
i € cybcTpaTamMu TpaHCIIOPTEPa OpTraHidHUX aHiOHiB 3.
OcobuBi Tpyny NaliexTiB.
Maca mina, cmamo, zenomun, paca i 8ix.
Maca Tina, cTaTh, reHoTHI 3a isodepmentamu CYP2C19/2C9, pacoBa NpUHANEKHICTh i BIK He Mald
KNiHIYHO 3HAYYIIOr0 BILIMBY Ha EKCHO3WII0 aGporuTHHiOy (mus. po3ain «Croci6 3acTOCyBaHHS T2
JTO3I»).
ITionimxu (sikom 6io 12 oo 18 poxis).
3a JAHUMHM TIOMYIAMIHHOTO (apMaKOKiHETHIHOTO aHawi3y, HE CMOCTEPITa€ThCs KIIHITHO 3HAIYNIO]
Pi3HHUII B CepeHiX PIBHAX eKCIIOo3HMIii abpouTHHIOY B PIBHOBaXXHOMY CTaHI B nétuiéﬁ;riB, M ATITKOBOTO
BiKy IOPIiBHAHO 3 JIOPOCIMMY IIPY HOPMaTbHi 1 iXHBOTO BiKy Maci Ty‘iyﬂ\a. i v ‘
Hayienmu dumauozo 8ixy (0o 12 poxis). :
JlOCIiDKEHES 3 BUBYEHHS B3a€MOi] TiKapChKHX 3ac00iB IPOBOAIHCS JTHIIE 3 BATYYEHHSM JOPOCIHX
marientis. PapMakokineTHKa abpouuTUHIGY Yy AiTe# BikoM g0 12 pokis He OUiHIOBaiacs (IUB. PO3MiT
«Cnoci6 3acToCyBaHHS Ta TO3M»). : =¥ K/W\/
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Iopyuesss YHKLIT HEPOK.
V JocHimkeHHI 3 3alydeHHsAM TMAL€HTIB i3 HHUPKOBOI HEJOCTAaTHICTIO, Y MAU€HTIE 3 THKKOIO
(po3paxyHKOBa IMIBHAKICTH KIIy6oukoBoi dimpTpanii (pIIK®) < 30 Mi/xs) Ta nomipHoro (pIIK®D 30 —
<60 MI/XB) HHPKOBOIO HemOCTaTHiCTIO Oyno BimznadeHo 36imbpmieHHS 3Ha9eHb AUCinf aKTHBHOTO
KOMITOHEHTa abpomuTHHIOy mpubmusro Ha 191 % Ta 110 % BinmOBiAHO, Y MOPIBHSAHI 3 NALlIEHTaMH 3
HOpMAaNbHOIO (yHKIiero Hupok (pIIK® > 90 Mi/xB) (uB. po3ain «Crnoci6 3acToCyBaHHS Ta [03H»). Y
AIIEHTIB 3 JETKOI HUPKOBOIO HEJOCTATHICTIO (apMaKOKIHETHKa aGpOIMTHHIOY HE OLIHIOBANach,
OJIHAK, BUXOMIYM 3 pe3yNbTaTiB, WO CIOCTEpiratncs B IHIIMX MiATpyNax, y TAL€HTIB 3 JErKOk
HupKoBoo HemocTaTHicTio (PLIK® Bim 60 mo < 90 Mi/XB) O4iKyeThCs 3GiNMBINCHHS CKCIO3MLIL
AKTHBHOTO KOMIIOHeHTa abporutuHiOy mo 70 %. 36impmenHs excrosumii go 70 % He € KIIHIYHO
3HAYYIIMM, OCKITEKH e(eKTHBHICTb i Ge3neKa 3acTOCYBaHHS abpouuTHHIOY TaIieHTaM 3 aTOMiYHAM
JEPMATUTOM 3 JIETKOX HHUPKOBOIO HEZOCTATHICTIO (n = 756) Oyna MOPIBHAHHOIO 3 TAKOXO B 3aranbHIl
NONy/Iii, 33 JaEMMY KITHIYHEX AOCHiZUkeHb Qasu 2 Ta dasu 3. plIKD B okpemMux NAlli€HTIB
OLIHIOBAIM 32 PEKOMEHIOBaHOW GopMynoro Mommdikalii Ji€eTH B pasi 3aXBOPIOBAHHA HHUPOK
(Modification of Diet in Renal Disease, MDRD). 3acTocyBaHHs abpouuTuHiOy He BUBYANOCA Y
TAIJ€EHTIB i3 TEPMIHATLHOIO CTAIIEX XBOPOOH HUPOK, SIKi OTPUMYIOTh 3aMiCHY HUPKOBY TEpaIiio (AHB.
posmin «Crioci6 3acTocyBaHHS Ta H03W»). Y KIIHIYHMX JOCHiUKEHHAX a3y 3 3aCTOCYBaHHS
aGPOLMTHHIOY TAIlicHTaM 3 aTOMIYHUM AEPMATHTOM i3 BUXiJHWMH 3HAYEHHSMHE KIiPEHCY KpEaTHHIHY
Memre 40 MII/XB HE BUBYAIIOCh.
Brume Ha GyHKOII0 TeYiHKH.
V narieHTiB 3 JNerkoroo (k1acy A 3a xnacudikamiero Yaiinma — I'0) Ta momipHoio (xmacy B 3a
xnacudixamiero Yaitnma — [1°10) nedinkoporo HegocTaTHICTIO 3Ha9EHHA AUCinf aKTHBHOTO KOMIIOHEHT2
SHIDKYIOTRCA NpubmmsHo Ha 4 % 7Ta 36imbluyoTbes Ha 15 % BiNNOBIAHO, TOPIBHAHO i3 LUMH
3HAUCHHAMM y MAILIEHTIE 3 HOPMaNbHO QyHKITiEo nedinky. i 3MiHM HE € KIIHIYHO 3HAYYLUMMHE, TOMY
y TAIliEHTIB 3 JIErKoro abo MOMIPHOK NeYiHKOBOO HEMOCTATHICTIO KOPEKIid JO3H He HOTpibHa (XHB.
poszin «Croci6 3acTocyBaHHS Ta 103W»). Y KIHIYHEX JOCTIKEHHAX 1€l TOKasHUK a0pOLUTHHIOY He
OLIHIOBABCA y TAIlieHTiB i3 Tskkowo (kmacy C 3a kmacudikamiero Yaitnna — IT'10) NediHKOBOKO
HEIOCTAaTHICTIO (IuB. po3aii «IIpoTunokasaHHm») abo y Nalli€HTIB 3 MO3UTHBHAM PE3yIbTaTOM TECTY
Ha akTuBHU# renatut B a6o rematut C Mmif yac CKpHHIETY (TUEB. po3ain « OCOOIHUBOCTI 3aCTOCYBAHH).

KniniuHi XapaKTepUCTHKH.

ITokazanna.

Ci6iHKBO TOKa3aHHWI [ JNiKyBaHHS aTOMIYHOTO JEPMATHUTY Bifl MOMIPHOTO 0 TSDKKOTO CTYIEHA
TSHKKOCTI y JOPOCIHX, SKi € KAHIWIaTaMHU JULI CHCTEMHO] Tepartii.

IIpomunoxa3annusa.

« TinepuyTHBiICTH JO AiF090i PEeUoBHHH abo mo Oyab-AKoi 3 NONOMDKHHMX PEUOBHH Iperapary,
3a3HadYeHuX y po3aini «Cxiaamy.

o AKTHBHI TSDKKi CHCTEeMHI iHQeKIi, BKmogaroun TyOepKymbo3 (muB. po3min «OcobmueocTi
3aCTOCYBAHHA).

« TspKKa DediHKOBa HEJAOCTATHICTE (uB. po3aii «Croci6 3acTocyBaHHS Ta AO3M»).

« BariTHicTs i TomyBaHHS TPyAM0 (HMB. po3xin «3aCTOCYBaHHA y TIEpiof BariTHOCTI abo roAyBaHHS

TPYIUIEO» ).

Bzaemodin 3 inwumu AiKapCLKUMU 3acobamu ma iHWL 6uou 63aEmMooilii.

IMoTeHiiina 3MaTHICTD IHIINX JIKapChKIX 3ac00iB BINMBATH Ha (hapMaKOKIHETHKY aOponuTHHIOY.
A6porutrHi6 MeTabomnizyeTses nepesaxHo isopepmentamu CYP2C19 i CYP2C9 Ta, MeHILO0 MIpoFo,
isodepmenramu CYP3A4 i CYP2B6, a fioro akTHBHI MeTabOIIiTH BUBOIATELCS HUPKaMH i € cybcTpaTaMu
TpaHcropTepa opradigmnx aHionis 3 (OAT3). TaxkiM 9MHOM, Ha EKCIIOZHIILO aopoumumﬁy Ta/abo
ifloro akTHBHUX MeTabomiTIE MOKYTh BIUIMBATH JIKapChKi 3acO0M, AKi mrmymra abo IHAYKYIOTE IIi
130¢)epMCHTI/I Ta TpaHcIopTHi 617KK. PexoMenamii 3 KopuryBaHHs JIOSI/I B pasi HeOGXiAHOCTI, HaBemeHi
B po3aini «Criocib 3acToCyBaHHs Ta HO3U». :

OpHo"acHe 3acTocyBanHs 3 iHriditopamn CYP2C19/CYP2C9.

V pasi 0JHOYACHOTO 3acTOCYBaHHS abponuTumiby y mosi 100 MT 3 (l)nyBOKcaMlHOM (TroTyXHUM
inri6itopom CYP2C19 Ta momipaum imribitopom CYP3A) a6o' 3 “duykonazonoM (HOWHM
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imri6iropom CYP2C19, nomipaum iuri6iropom CYP2C9 i CYP3A), CTymiHb €KCIIO3ULII aKTHBHOTO
KOMIIOHeHTa aGpouuTHHI6y (auB. posnin «®dapmakokiHeTHka») 36impuryBascs Ha 91 % Tta 155 %
BiZMOBINHO, TTOPiBHAHO i3 3aCTOCYBaHHAM abpOLUTHHIGY okpeMo (auB. po3ain «Crocib 3aCToCyBaHHS
Ta J03U»).

OnmovackHe sacTocyranus 3 ingykropamua CYP2C19/CYP2C9.

3acTocyBaHHs a6poIUTHHIOY B 1031 200 MT Iic/A 6araToKpaTHOTO 3aCTOCYBaHHs PU(aMIIIUHY, KU
€ TOTYXHHM iHAYKTOpoM i30bepMeHTiB cucTemMu muToxpoMy CYP, NpusBOAHIO RO 3HIKEHHS
eKCTIO3HIii AKTUBHOTO KOMIIOHeHTa abponuTHiOy mpubmusHo Ha 56 % (mus. posmin «Cmoci
3aCTOCYBAHHS Ta JIO3W»).

OnHoYacHe 3aCTOCYBAHHA 3 IHTIOITOPaMi TPAHCIIOPTEPA OPraHiYHUX aHIOHIB 3.

V pasi 0{HOYACHOTO 3aCTOCYBaHHS abpOUUTHHIGY B 103i 200 MI" 3 IPOGEHELMAOM, SIKHH € IHribiTopoM
TpaHCIOPTEpA OPTAHIYHMX AHIOHIB 3, EKCIO3MIis AaKTHBHOTO KOMIIOHEHTa abpOoLHTHHIOY
36inbUIyBaIacs IpHOIU3HO Ha 66 %. Lle sByle He € KIIHIYHO 3HAYYIIMM i KOPEKIis A03H He NOTpiOHa.
OroYacHE 3aCTOCYBAHH 3 3acobamu, o MinBHmy0Th pH muryaky.

Komu a6pouuruui6 200 Mr 3acTocoByBaBcs OJHOYACHO 3 (amoruauHoM 40 wmr, aHraronicrom H2-
PELENTOpiB, EKCTO3MIIIA AKTHBHOI JaCTHHH aGpOIMTHHIOY 3MeHIIyBanacs pUOIN3HO Ha 35 %. Brinus
igBHIIeHEs piBES pH MITyHKY, CIPUYHHEHOTO 3aCTOCYBaHHAM aHTaIlUNiB, a00 iHIi6iTOPIB MPOTOHHOT
oM (oMenpason), Ha hapMaKOKiHETHKY aGponUTHHIOy He BHBYaBCA Ta MOxe 6yTH MOXIGHMM 10
ebexty damoruauHy. Buiny moGoBy mosy 200 Mr ciift po3TISHYTH L [aIli€HTIB, SIKi OJHOYACHO
IPUIMAIOTH MPOAYKTH, IO MiABUIIYI0Ts PH 1ITyHKa, OCKITEKM BOHM MOXYTh 3HH3UTH SQEKTHBHICTD
abporuTHHIOY.

TToTeHmiiina 31aTHICTE aOPOLMUTHHIOY BIUTHBATH Ha (hapMakoKiHEeTHKY iHIMX JiKapChKUX 3ac00iB.

V JOCTiIKEHHSX B3a€MOZil 3 IEpOPATbHAMH KOHTpALENTUBAMH (TAKUMH fK €THHiNecTpanion/
JIEBOHOPTECTPEN) KIIHIYHO 3HAYYIUX epeKTiB aOpoIUTHHIOY HE CIIOCTePIranocs.

V IOCHiIDKEHHSX in vitro abponuTuHi6 € inri6itopom P-rmikomporeiny (P-gp). Y pasi ogHo9acHOro
3acTocyBaHHs nabiratpamy erekcunary (cyGerpaTy P-gp) 3 ommiero mosoro aGpouutusi6y 200 mr
3gagetst AUCnfi Cmax HabiraTpany 36ineuryBanics npuGiusHo Ha 53 % 140 % BiMOBiHO, TOPIBHAHO
i3 3acTocyBaHHAM nabirarpay erekcunaTy okpemo. Ciifi 3 06epexHiCTIO 3aCTOCOBYBATH abpouuTHHIO
oHOUAcHO 3 HabiraTpanom. Bryms abpounTuHiOy Ha dapMakoKiHETHKY iHMmHX cyOcrparis P-gp He
BMBYABCS. 3aCTOCOBYBATH Taki KOMOiHaIii cmix 3 0GepeXHICTIO, OCKimbKH piBHi cyOcrpatis P-gp 3
BY3HKHM TEPAIEBTHYHUM BIKHOM, HAIPHKIIA] ZUTOKCHUHY, MOXYTb ITi IBUIIYBATHC.

V mocmimKeHHsX in vitro abponutuHi6 € inriitopom dpepmerty CYP2C19. OnHoyacHe 3aCTOCYBaHHS
abporuTHHIGY y 1031 200 MT omuH pa3 Ha 100y 3 Pa3oBOO N030K0 OMempasonry 10 Mr MiABHIyBano
saadeHHst AUCinf 1 Cmax OMemnpasory npr6musso Ha 189 % i 134 % BiAmoBiaHO, 1O CBIAIUTH IO TE,
10 abponuTHHi6 € momipHuM iHribiropom depmenty CYP2C19. Cnix 3 06epexHICTIO 3aCTOCOBYBATH
aBpOLMTHHIG OXHOYACHO 3 JIKAPCHKMUMH 3aco0aMM 3 BY3bKMM TEPAalECBTMYHMM JliallasoHOM, ki
FOTOBHHM YHMHOM MeTabomizyloThcs Qepmenrtom CYP2C19  (mampuxian, S-medeHITOH 1
Komigorpens). Moxe 3Han06UTHCS KOPUTIYBAHES 03U UL iHIIMX JiKAPCHKUX 32C006iB, SKi TOTOBHUM
quHOM MeTaGomisyrothca depmentom CYP2C19, Bimmomimmo 0 iHCTpYKuil 178 MEIUIHOTO
3aCTOCYBAKHS (HAIIPHKIIAZ, UTANONPaM, KI106a3aM, eCIIUTATIONpaM i CeTyMETHHIO).

OnHOYACHE 3aCTOCYBaHHS abpomuTHHiby B 7031 200 Mr ofKH pa3 Ha 106y 3 pa3oBOIO 03010 Kodeiny B
n03i 100 Mr mixeunyBano sHadenHs AUCif kodeiny Ha 40 % 63 BuiuBy Ha Cmax, IO CBIXYHTE IIPO
Te, mo abpomuTHHI6 € moMipHuM iHriGiTopoM ¢epmenty CYP1A2. 3arambHe KOpPUTYBaHHA JIO3H
HE PEKOMEHY€ThCS.

Ocobnueocmi 3acmocyeann.

Tooxxi iHdeKuii.

[1OBiZOMISLIOCS TIPO BHIMAJKK BHHUKHEHHS TSDKKMX IiHQEKIiN y TalieHTiB, sKi 3aCTOCOBYBAalH
aGpomutuni6. Hal6insm YacTUMK THKKEMHE iHQCEKIIAMA B KIIHIYHEX ;[ocniz(m__e;{m{x OyIu IpOCTHii
repliec, ONepizyro4Hii umaii i nHeBMoHis (ZuB. posain «[lo6iuni peakiii). ‘

He cnip mounnaT# 3aCTOCYBaHHA TpenapaTy HalieHTaM 3 aKTHBHOK THKKOI0 CHCTEMHOIO, JIHekmiero
(muB. posain «IIpormmokasanss»). [lepen modaTkoM Teparii aOpouUTHHIOOM, CIILL PETeIIEHO 3BAXKHTH
BCi pM3HKM i IIEPEBATH Bifl Tepallii IallicHTIB:

+ i3 XpoHiyHOO 260 PEIMIUBHOIO IHPEKIIIEIO;

. 6 :
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« 3 HAABHICTIO B aHAMHE31 TSKKOI a60 OMOPTYHICTMIHOI 1H(EKILI;
«  gxi memkan® ab6o TOXOPOXYBaTM B KpaiHax, JAe NOIHpeHuH TyGepkymbos abo TpHOKOB1
3aXBOPIOBaHHS; 260
+ 3 OCHOBHHMH 3aXBOPIOBAHHIMH, [0 MOXYTh OOYMOBIIIOBATH PO3BUTOK iHdexii.
Crifl peTenbHO CIIOCTEpiraTH 3a CTAHOM TAUIEHTIB U1 PaHHBOIO BUABIIEHHA O3HaK i cumnToMiB
imbexnii mix wac Ta micha JikyBamHs abpormrTuHiOOM. IlamieHTam, y AKHX i Jac JiKyBaHHA
po3BUHYNAcs HoBa iH(EKIiA, MOTPIGHO HEraiiHO HPOBECTH IOBHE ZiarHOCTHYHE OOCTEXEHHS Ta
pO3MOYaTH BiANOBIAHY aHTHOaKTepianpHy Tepamifo. SKimo MallieHT He BIATIOBIZA€ Ha CTaHIAPTHY
Tepalilo, 33 HOTr0 CTaHOM CIiJl PETENbHO CIOCTEpiraTH, a Tepamio IMM IpernapaToM HOTPiOHO
THMYaCOBO MPU3YIHHUTH.
TyGepkynbo3.
V KIHIYHEX JOCIiUKEeHHAX aOpoluTHHIOy crocTepiraBes Tybepkynbo3. [lepen moyarkom Tepamii Bci
HAli€HTH MaXOTh TPOHTH CKPHHIHIOBE 0OCTEXEHHA Ha TyOepKynbos; Y Malli€HTIB, AKI MEIKATh Y
BHCOKOEHIEMIYHNX 3a TYOEpKyTh030M paloHax, CIifl POSTISHYTH TAKOX MOLINBHICTE TOPITHOTO
CKPHHIHTOBOTO 06CTeXeHHA. AOpOIMTHHIO HE CIIX 33CTOCOBYBATH malieHTaM 3 aKTHBHUM
Ty6epKynpo30M (uB. posmin «IIpoTunokasanus»). llepes 0IaTKOM 3aCTOCY BAHHS abporUTHHIOY CIix
TpoBecTH MPpobiNaKTHIHY Teparlito [UIA JTiKyBaHHS JTaTEHTHOTO TyOepKyJIbO3y Yy TAIEHTIB 3 BOEpILE
BHABNEHUM JaTEHTHHM TyGepKyIb030M a6o paHile HeTiKOBaHNM JATEHTHAM TYOepKyT5030M.
PeakTuBarnisg Bipycis.
[l uac KTHIYHMX IOCIIPKEHb MOBiJOMIANOCH LPO BHIAAKH pEAKTHBAIii BIPYCIB, BKIIOYHO 3
peaKTHBAIIiE0 BIpyCy Tepliecy (HamphKIaf, ONepi3yroyoro JIMIIAK), TIPOCTOro reprecy) (IuB. po3mia
«ITo6iuni peakmii»). YacToTa BUNaAKiB BUHMKHEHHs iH(EKIiH Onepizyiodoro JHUIIA0 Oy7na BUIIOK Y
TallieHTiB, SKi OTPHMYBAIN JiKyBaHHs y 7031 200 MT, BikoM Bifl 65 POKiB, 3 ONEPI3yIOIHM JTHIIAEM B
aHaMHesi, i3 MiATBEPIKEHOI abCOMIOTHOK KimbkicTio Nimdommtie (AKJ) < 1 X 103/mm®  mo
BUHUKHEHHS BHNAJIKy, Ta IANIEHTIB 13 TSHOKKUM aTONIYHMM JepMaTHTOM Ha BUXIJTHOMY piBHI (OUB.
posain «Ilo6iuHi peakmii»). Skuo y malieHTa po3BUBAETHC ONEpI3yIOUMA JIMIIAH, CIiJl pO3TIAHYTH
MOKIHBICTE TAMYACOBOTO TIPU3YIMHEHHS Tepallil, 1O 3HUKHEHHS CUMITOMIB 3aXBOPIOBAHHS.
CxpuHiHrOBe OOCTEXEHHA Ha BipYCHHH TemaTHT BiIOBIZHO 10 KIHIYHUX PEKOMEHMAAIN CIix
IIPOBOJMTH Mepe MOYaTKOM Ta I 9ac NiKyBaHHs npemaparoM. IlauieHTH 3 O3HAKaMH aKTHBHOTO
renatuty B a6o renatury C (3 TOSUTHBHUM PE3YJIBTaTOM TECTY METONOM ITJIP ma Bipyc rematuty C)
He IOMyCKAIMCS /0 y4acTi B KIIHIYHAX TOCTiHKEHHAX (AUB. PO3ALT «®DapmakokineTHKay). [TamieHTam,
y skux 6yB HEraTMBHHI pe3yJbTaT TeCTy Ha MOBEPXHEBHil aHTHICH Bipycy renatuTy B, MO3HTHBHHA
pe3ynbTaT TeCTy Ha aHTHTiNa Ginkis Bipycy rematury B xoposu Ta MMO3UTHUBHUN pe3yNbTaT TECTy Ha
AHTHTINA JIO TOBEPXHEBOTO aHTUTCHY BipyCy TenaTuTy B, mpoBOIHIN kinekicuuit aganiz JHK Bipycy
renatury B. IMamientn, y skux kimekicts JHK Bipycy remartury B Oyna BWIE HIDKHBOI Mexi
KiTBKICHOTO BH3HAYEHHS, HE TONMYCKANICA /IO y4acTi B KIIHIYHUX XOCTimxeHHsX. IlanieHTam, y JKuX
JTHK Bipycy remaTuty B 6yna BincyTHs abo 3HaXOmIIIAcCS Ha PiBHI HHXKYC HIKHBOT MEXI KiTBKICHOTO
BU3HAYEHHS, J03BOJLUIOCS PO3MOYATH TEPATiio LEM IPENapaToM; y TAaKUX MAWi€HTIB NEpIOAMIHO
nposoauu MoHiTopusT piBas JIHK Bipycy rematury B. 1pu susnenHi JJHK Bipycy remarury B cmin
HAIIPaBUTH Mali€HTa 10 (axiBId i3 3aXBOPIOBAHB NIETIHKH.
BaxuuHanis.
JlaHAX MO0 TOTO, 9H IOCATAETECSA iIMYHHa BiITIOBiAb Ha BaKI(MHAIIII0 Y MALi€HTIB, IKi 3aCTOCOBYIOTh
abpouuTnmi6, Hapasi Hemae. ITix wac nikyBaHHA abo fe3mmocepeIHbO Hepell MOYaTKOM JIIKYBAHHS
abpONUTHHIOOM CIIJi YHHUKATH BHKOPHCTAHHA XXHMBUX ocnabiaeHux BakuuH. J[0o MOYaTKy Tepalii
HeoGXIXHO MPOBECTM BCi IIAHOBI INEIUIEHHSA, BKIFOYHO 3 NPOQITakTHYHHUMH MICTUICHHAMH NPOTH
OIIEpi3yrOYOro XA BiAMOBIHO 10 YMHHOTO KaleHAaps iMyHi3amii.
TpoMGOTHYHI SBUIIA, BKITIOYHO 3 TpoMO0eMO0micio ereHeBoi apTepii.
V MamieHTiB, SKi 3aCTOCOBYBATH abpOIUTHHIO, IOBIZOMIIAIOCS TPO BUMAIKH TPOMGO3Y TIMOOKHX BEH
(TI'B) i tpom6oembonii nerenesoi aprepii (TEJIA) (aus. posmin «Ilobiumi peakuii»). [Manienram 3
BUCOKHM pi3uKoM po3sutKy TI'B/TEJIA abpouuThsi6 ciuif 3aCTOCOBYBATH 3 obepexHicTio. PakTopy,
K1 CITiI BpaXOBYBaTH ITiJ 4aC BU3HAYEHHS PH3UKY TI'B/TEJIA y nauieHTis, BKITIOYAOTh TIOXHITHI BIK,
oxupings, Hagemicts TIB/TEJIA B aHamHesi, NpOTPOMOOTHHHMH pO37aj, 3aCTOCYBaHHI
KOMOIHOBAHHX TOPMOHAIBHUX KOHTpALECNTHBIB 200 3aMiCHOI TOPMOHAIIEHOL! reparii, IepeHeceHe
cepitosHe XipypridHe BTpydaHHS abo Tpupamy iMmobimizauiro. ko BUHWKATOTH KIHIYHI 03HAKH
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TIB/TEJIA, Tepamilo IEM IIpeNapaToM CiiJ| NPMIMHUTH, a TIAI€HTa HeTaiHO OOCTEXMTH Ta
OpU3HAUUTH BIATIOBiIHE NIKYBaHHS.
3rosKicHi HOBOYTBOPEHHs (BKIIIOYHO 3 HEMETAaHOMHUM PAaKOM MIKIpH).
ITix 9ac KIiHIYHEX DOCHIIKEHb i3 3aCTOCYBAaHHIM aOpOLHUTHHIOY CIOCTEPITanycs BUIIAIKH PO3BUTKY
3M0SIKICHHX HOBOYTBOpPEHb, BKIIOYHO 3 HeMenaHoOMHHM pakom mkipu (HMPII). Haserux KITIHTYHNX
JAHUX HEIOCTATHBO IJIS OLIHKY HOTEHIIMHOro IPHYHHHO-HACHIIKOBOTO 3B’ A3KY MUK 3aCTOCYBaHHAM
aGPOIMTHHIOY i PO3BATKOM 3II0SKICHEX HOBOYTBOPEHb. JIOCIIKEHHS JOBTOCTPOKOBOT OLIIHKY Oe3nexn
npenapary TpuBaroTh. CIif PETENHHO 3BaXYBaTH PH3MKH 1 MEPEBArM 3aCTOCYBAHHI a6pouHTHH16y
epe IOoYaTKOM JIiKYBaHHS [Ali€HTIB 3 BiJOMHUMHM 3NOAKICHUMH HOBOYTBOPCHHAMY, BIOMIHHHMH B1J
yenimuo Bumikysanoro HMPIII aGo paky IHHKE MaTKH in sifu, abo MiJ| 4ac pO3TIALy MUTAHIS OO
TIPOJIOBKEHHA Tepamii NAli€HTIB, ¥ JKAX PO3BUBAECTHCS 3NOSAKICHE HOBOYTBOPEHHS. [TamienTam 3
TiABUIIEHUM PU3UKOM PO3BHTKY PaKy ]J_IKlpI/I PEKOMEHJIYEThCA NEPIOAUYHO IPOXOAUTH OITIAA WIKIPH.
BiaXiuieHHS BiZl HOPMH 3 DOKY Pe3yIbTATIB aHaNi3y KPOBL.
V KIHIYHAX JOCTIIKEHHAX TATBEPPKEHI BUITaAKH a0COMOTHOT kinekocTi miMdoruTie (AKJT) < 0,5 x
103/mm® Ta kinsxocTi TpomGomuTie < 50 x 10°/Mm® cioctepiranucs B Merme Hix 0,5 % nauieHTis (TuB.
po3ain «ITo6iuHi peaKiii»).
ITanientam 3 kKimpkicTio TpoMOonuTie < 150 x 103/mm3, AKJT < 0,5 x 10°/MM3, a6COMIOTHORO KiNBKICTIO
merrpodinis (AKH) < 1,2 x 10°/mm> abo 3 piBHEM reMorJI061Hy < 10 r/mn Teparmo abpouuTHHIOOM
posmounHaTH He ciig (qmB. posmin «Crmoci6 3acTocysamHs Ta mo3w»). HeoOximao posrminaTu
pe3yNIBTATH 3arajibHOTO aHamisy KpoBi uepes 4 TWIKHI TCIA IOYATKy Teparii, a IIOTiM BIJNOBiZHO A0
IUIAaHOBOT'O BEJIEHHS TaIli€eHTa (IUB. TabIHULI0 5).
Jlimijan.
TIoBiOMITIIOCS TIPO T0303aMEKHE MTiABUIIEHHS IApaMeTpIB JiMTIHOTO CIIEKTPa B KPOBI [ALi€HTIB, fKi
3aCTOCOBYBAIH a6p0uHTHH16 MIOPiBHSIHO 3 InTanebo (nmBs. poz;un «Tobigmi peakunii»). [lapamerpu
NTHZHOTO CIEKTpa CIiJl OIIHIOBATH MPHONM3HO Yepe3 4 TIDKHI TICTA TOdaTKy Tepamii, a moTiM
TepioguTHO, 3 YPaXyBaHHAM PH3HKY CEpIeBO-CY[TMHHMX 32XBOPIOBAHE ¥ nanienTta (aus. Tabnuo 5).
BIUIMB HiABUIEHHS IapaMeTPiB NIl THOTO CIEKTpa Ha 3aXBOPIOBAHICTE CEPIEBO-CY/IMHHOL CHCTEMH i
CMEpTHICTh He BCTAaHOBICHMIA. OCKINBKY IilepIimifeMist aCOLIIOETECA 3 DH3MKOM CEpUEBO-Cy/MHHEX
3aXBOPIOBAHb, 34 MAITIEATAMH 3 BIIXWICHHAMK IapaMeTpis HilliTHOTO CIEKTpa BiX HOPMU HEeoOX1IHO
IPOBOIUTH CIIOCTEPEXEHHS Ta NPU3HAYMTH IIKYBAHHS BiNMOBIHO XO KIIHITHHMX pEKOMEHAATTIH.
IlamiceHTH 3 aHOMAJBHUMH IIOKA3HMKaM# DIBHS JIIIiAIB MOBHMHHI nepe6yBam mig HarIsooM 1
JiKyBaHHSM BiITOBIAHO 10 KIHIYHMX PEKOMEH AL Yepes BiloMi ceplieBo-CyIMHHI PH3HKH, IIOB ’s3aH1
3 rinepiimmigemiero. SIkmo Bubip 6yne spobiaenuit Ha KOPUCT a6pOI.II/ITI/IH16y, CITi T BYKMBATH 3aXO0M1B JJIS
KOHTPOTIO KOHIIEHTPAIIi] JiMiiB BiAIOBIAHO KO KIiHITHIX PEKOMEH/IALIH.
[MamieHTH JITHLOTO BIKY.
IIpodins Ge3mekH, SKul cocTepiragcs y MallieHTiB JITHLOTO BiKY, OyB MOJI0HMM 1O nmpodiro Oe3nexu
B IIOIYJIAIIi] JOPOCIMX TAIi€HTIB MOJIOLIONO BiKy, 33 TAKMUMH BHHATKaMH: OLIbIIA JaCTHHA Al €HTIiB
BiKOM Biff 65 POKIB IPUIMHIIIA yIaCTh Y KIHIMHUX JOCIIIKEHHAX i Many 6inbIl BHCOKY HMOBIPHICTE
PO3BUTKY CepiO3HAX MOGIYHIX PeaKiii MOPIBHAHO 3 MOTOAUIMMH TAl[iEHTaMH; TTali€HTH BiKOM Bif{ 65
POKIB MaJTH 6111l BUCOKY HMOBIpHICTS SHIDKEHHS KilIbKOCTI Tp0M6ouHT1B ta AKJI; 3aXBOprOBaHICTb Ha
ollepisyrounii THmai y NALi€HTIB BIKOM Biff 65 poKiB 6yia BUIO0, HIXK Yy HAII€HTIB MOJIOANIOTO BIKY
(nue. posmin «IToGiuni peakuii»). Jlari Ipo 3aCTOCYBAHHSA MpenapaTy MamieHTaM Bikom Bif 75 POKIB
Hapasi 0OMeXeHi.
[IpurHiveHns iMYHITETY, 00YMOBJIEHE 3aXBOPIOBAHHAMH ab0 3aCTOCYBAHHAM JIIKaPCLKUX 33aCO0IE.
TauienTn 3 iMyHOIepITUTHIME cTaRaMHX aGo iX POJMTi MEPIIOTO CTYTIEHs CIIOPINHEHHS 31 CTIaIKOBUM
iMyHomediuTOM He IOIyCKaNMCA OO0 YJaCTi B KIIHIYHMX MOCIHIIUKCHHAX, iHbopMariis Ipo IMX
TamieHTiB BiACyTHA. 3acTocyBaHHs abpounTHHICY B KOMOiHAIi 3 610J0TI4HUMH IMYHOMOAYIATOPAMH,
TOTY>XHUMH iMyHOIETIPECAHTAMH, TAKAMH SK IMKIOCTIOPHH a6o immi imribitropu sHyc-kiHasu (JAK),
He BHBYAIOCA. 1X OJHOYACHE 3aCTOCYBaHHA 3 abpouuTHHIOOM HE peKOMeH,Z[yETLCSI OCKINIBKH HE
BUKJIFOYEHMI PU3HK [TOCHIEHHS IMyHOCYTIPECIi. A
JOnOMisKHI PEIOBUHNA. v B
Jlakmo3za, moHoziopam okl
ITaieHTaM 3 TaKUMH plI_[KICHI/IMI/I CNIaJIKOBUMH 3aXBOPIOBAHHAMH, fAK HCHCpCHOCI/IMICTL TaJaKkTo3H,
TOTANbHA JIAKTa3HA HEMOCTATHICTH a60 CHEAPOM ManmbabcopOuii ‘FIOKO3H: 1 TalakTo3H, He CIij

34CTOCOBYBATH nen mnpenapar. W\(
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Hampiti
et ikapchkuii 3aci6 MicTHTB MeHIIe 1 MMOIE (23 Mr) HaTpifo Ha OIHY TaONeTKy, TOOTO MPaKTHIHO
BIIBHMI BiJ HATPIIO.

3 wmeroio iHGOPMYBaHHS PO DH3WKH, IIOB’S3aHi 3 3aCTOCYBaHHAM abpOLMTHHIOY Ta HalaHHA
pCKOMCH,I[aI_IH/I {010 3MCHIIIEHHS 1UX pI/ISI/IKlB 3a JIOTIOMOTOK HaJIeXKHOTO MOHITOPHHTY 1 YIPaBIIiHHS,
I TiKaps i manienTa po3po6IIeHi BiIOBIAHI HaB4albHI MaTepialy.

3a mocunasHaM https://webfiles pfizer.com/file/e258cela-1179-4523-8237-43515d8499 3HaxoauThCA
indopmariiina KapTka mamienTa, sKy PeKOMEHIYEThCA 3alOBHUTH i ToKasyBaTH Jikapro. HapyambHi
MaTepiany ;1A Jikaps, Ta KapTky nauienTa Takox po3MillieHo Ha caifti Pfizermed.com.ua.

3acmocyeanna y nepiod eazimuocmi a6o 200y6anHaA zpyooro.

JKigku perpoyKTHBHOIO BIKY.

Kinkam PEMpPOJYKTHEHOTO BIKY CIiJ PEKOMEH/YBATH 32CTOCYBAHH eeKTMBHUX 3aC001B KOHTpaNEMNii
mix gac Tepanii Ta mpotAroM 1 micAus micis mpuifoMy ocTaHHBOT mo3u npenapaTy CiGiHKBO. XKirox
PENPOAYKTHBHOTO BiKy HeOOXI/IHO 320X09yBaTH /0 IVIAHYBAHHS Ta HPOGLIAKTHKH BariTHOCT.
BariTHiCTb.

JlaHi OO 33CTOCYBAHHS a6POLMTHHIOY BariTHHMH XiHKaMH Hapasi oOMexeHi a60 TIOBHICTIO BIJICYTHI.
3a pe3ynbTaTaMy TOCIIUKEHHS Ha TBapUHaX OyiIo IMPOJEMOHCTPOBAHO PENPOAYKTHBHY TOKCHYHICTb.
byno mokaszaHo, L0 aOpOIMTHHIO BUKIIHKAE eM6p10¢>eTanLHy NETANBHICTe y BariTHUX IMypiB i
KPOJIVKIB, TIOPYIIEHHS CKeJETHOI CHCTEMHM B IUTO/IB BariTHUX MIYPiB 1 KPONMKIB, a TAKOX BIUIMBAE Ha
TIOJIOTH, HepH-/ MOCTHATANLHUIN PO3BUTOK Yy IIypiB. 3acTocyBanus npenapary CibiHKBO HPOTHIIOKa3aHe
iz gac BariTHOCTI (OUB. po3ain «[IpoTHIIOKA3aHHD?).

IogyBaHHA IPYIJTO.

Ha chOTO/IHIlIHIN JIeHb HEMa€ JAHHX W00 MPHCYTHOCTI aBpOUUTHHIOY B rPYITHOMY MOJOUI XIHOK,
BIUIMBY HA HEMOBJIAT HA TPYAHOMY BUCOJXOBYBaHHI, UM BILIMBY Ha BUPOOJICHHS MOIIOKA. A6pounTuHi6
BUIIIIABCA y MOJIOKO JIAKTYFOIHX IypiB. He BUKIIOUEHHUI PU3HK 171 HOBOHAPOJKEHHX/HEMOBIIAT, TOMY
npemapar Ci6iHKBO TIPOTHIIOKA3aHUHA Y TIEPiO TOXYBAHHS TPYIO (4KB. PO3ALT «IIpOTHIIOKA3aHHA).
BIuiuB Ha PENpOyKTHRHY (DYHKIIITO.

BHXOASIH 31 CIIOCTEPEKYBAHHX eeKTiB y IMypiB, nepopansHuiA Mpuiiom npenapary CiGiHKBO MOXe
IPHU3BECTH [0 TUMYACOBOTO 3HIDKCHHA (EPTHIBHOCTI y CaMOK i3 PETPOSyKTHBHUM TIOTEHII1AJIOM.
He6axanmii BIUIUB Ha GEPTHILHICTD Y CAMOK ILypiB 6yB 060pOTHHM Yepe3 1 MicALp MiCIIst IPHITMHEHHA
NepOPATBEHOTO IPHHOMY abpoHUTHHIOY.

30amuicmo enaueamu Ha WGUOKICMb PeaKyii npu Kepyeanui agmomparncnopmom abo IHuUMU
MeEXAHISMAaAMU.

Ci6igKBO He BIUIHBac a0 Maibke He BINIMBA€ Ha MIBUAKICTH peakIlii NpH KepyBaHHI aBTOTPAHCIIOPTOM
260 IHIIUMM MeXaHI3MaMH.

Cnoci6 3acmocysanna ma 0o3u.
PO3MOYMHATH | IPOBOAMTH JKyBaHHS CIiA IIX KOHTPOJEM MEIMYHOrO IpAalliBHAKA 3 IIOCBIIOM
IiarHOCTYBaHHsI Ta JTIKyBaHHS aTOMIYHOIO JIEPMATHTY.
O3H.
PexoMeHI0BaHa II0YaTKOBa /1034 Ipernapary cTaHoBUTh 200 M ofIvH pa3 Ha n06y.
. TlamieHTaM BiKOM BiZl 65 pOKiB pEKOMEHIOBaHA [109aTKOBA 033 CTaHoBUTE 100 Mr ofuH pa3 Ha
106y. Hepemix iHmMMX DOyl NalieHTiB, IKUM Moxe 6yTH KOPHCHOIO I09aTKOBA 11032 100 Mr (nuB.
poszimx «OcobauBoCTi 3acTocyBaHED) Ta «Il00iuHi peakiii»).
. Mg gac TiKyBaHHs 03y MOXHA SMERITYBaTH a60 361IBIIYBATH 3aJICKHO Bifl TEPEHOCHMOCTI i
edextuHOCTI. [l migTpuMyBanbHOi Tepamii CHiA 3aCTOCOBYBATH HaI/IHI/DK“Iy e(beKTI/IBHy JI03Y.
MakcumanpHa 7060Ba 703a craHOBUTE 200 Mr. . s
Ci6iHKBO MOXXHA 3aCTOCOBYBATH OXHOYACHO 3 MICLIEBOIO MC,I[PIKaMCHTOBF[D}O Tepamefo z[m{ meBaHH;I
aTOMIIYHOTO JICPMATHTY a6o Ge3 Takoi Teparii.
CIif porNSHYTH MOUINBHICTH NPUIMHEHHA JTiKyBAHHS NAL€HTIB y SKUX qepe3 24 TI/I)KHI JIIKYBaHHﬂ
HEMa€ 03HaK TEPAleBTHIHOTO ePEKTY. ARG G
o
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Tabmwus 5.
JIabopaTopHi HOCHiZKEHHS Ta PeKOMeBAalil mo/10 IX MOHITOPHHTY
JlaGopaTopHi Kepisuuurso no 3axonu
AOCTiKeHHS MOHITOPHHIY

TToBHMIT 3aTabHUHN
aHaji3 KpoBi,
BKJIFOYHO

3 MAPaxyHKOM
KITBKOCTI
TPOMOOIHTIB,
abComOTHOT
KiTBKOCTL
mimdoruTie (AKJ),
a0COIIOTHOL
KITBKOCTI
HeiTpodinis (AKH)
i piBHS reMorIIo0iHy

Tlepenx mo9aTKOM JIKYBaHHS,
yepes 4 THXKHI mics
I0YATKY NKYBaHHS, a IIOTIM
BIZIITOBIJTHO OO IUIaHy
PYTHMHHOTO MOHITOPHHIY
CTaHy TAIiEHTA.

Tpomb6ouutu. Teparnito cuif IPUITUHATH,
SKIIO KUTBKIiCTh TPOMOOIUTIB CTAHOBUTE
<50 x 10%/mn>.

AKIJI. Tepamnito ciiy THMYaCOBO
npusymuEaTH, sxmo AKIT < 0,5 x 10%/mv’.
Tepariro 103BOIIETHCSA IOHOBUTH Y Pasi
sigaornenns AKJI no piBHS BHIIE I[BOTO
3HayeHHs. SIKuIo nix 9ac IOBTOPHOIO
amanizy AKJI sanmmaerbes HHXKYE
3a3HAYEHOTr0 PiBHA, TEPAIiio CIif
MPUIUHUTH.

AKH. Tepanito ciig THM4acoBO
npusymuEETH, axmo AKH < 1 x 10%/mm®.
Tepamiro Z03BOIIETHCS IOHOBUTH, KOIIH
AKH BigHOBHTBCS IO PiBHA BHIIE ILOIO
3HAYEHHSL.

I'emorno6in. Teparifo T THMYacoBO
NPH3YITMHATH, KO TeMOrnobid < 8 /.
Teparis moxe O6yTU IIOHOBJIEHA Y pasi
BiIHOBJIEHHS FeMOTIIO0IHY X0 PIBHS BHILIE
ITHOTO 3HAYCHHA.

PiBni aimimis.
Busnagenns
napaMeTpiB
JiIiAHOTO CIIEKTpa

Iepen mOYaTKOM JIIKYBaHHA,
yepe3 4 THOKHI TICISL
MOYaTKy JiKyBaHHA Ta
NEePiogUYHO B NOAAIBIIOMY,
BIJITIOBITHO A0
IHIUBIAyaTBHUX PU3UKIB
PO3BUTKY CEPLIEBO-CYTUHHUX
3aXBOPIOBaHb y TIALliEHTA Ta
KITHIYHAX peKOMEHaIiN
IIOJI0 Timepiimigemii.

Heo6xinHo criocTepiratv 3a malieHTaMHu UL
CBOEYACHOTO BHUSBIEHHS T1IIepIinigemii
BiJIIOBIZIHO /10 KIIHIYHUX pEKOMEH A

Ilouamox nixysanHs.

He crin posmounHaTH JIiKyBaHHS NMAli€HTIB i3 KiIbKiCTIO TpoMOouuTis < 150 x 103/Mm3, abcomoTHOO

kinbKicTio mimbomutie (AKJ) < 0,5 x 10°/Mm®, abcomoTHoro KimskicTio HelTpodinis (AKH) < 1,2 x

103 /MM a6o0 3 piBEeM remorobiny < 10 /i (ue. posznin «Oco6IMBOCTI 32CTOCYBAHHY).

Ilpusynunenna mepanii.

SKmo y TNAaIli€eHTa pPO3BUBAETHCA TsOKKA iH(eKis, cemcuc abo OMOPTYHiCTHYHA iHQEKIis, Ciif

PO3TIAHYTH MOXKJIMBICTE TIPU3YNMHEHHS TEPAIii, 10 BCTAHOBICHHS KOHTPOIIO Hax iHbexmieo (IuB.

po3min «OcoGIMBOCTI 3aCTOCYBaHH®»). Y pasi BHABNECHHA BiIXWIEHb DE3YJBTATIB Iab0paTOPHUX

aHANI3iB Bl HOPDMH MoOXe 3HAJOOMTHCs TepepvBaHHS JNiKyBaHHS BiNIOBIZHO MO pEKOMEHZaLii,

HaBeIEeHHX y TaOMuI 5.

Ilponyweni oosu.

SIkmio TipuiioM 1030 OyB MPOITYHICHHH, TALli€HTaM PEKOMEHIYEThCS TPHHHSTH IMPOIMyHIeHY 03y

SKOMOT2 [IBHJILIE, 32 BHHATKOM BHITA[KIB, KOJIH {0 IPHIHOMY HACTYITHOI ZI03H 3aMIIA€TECA MEHTIE HIXK

12 rommH, TOAI MAIIEHT HE MOBUHEH OpmiiMard mpomymery aosy, Ilicis cirij moBepHyTHCA OO

3BMYalfHOI 3aIJIaHOBAHOI CXEMM IIPUIOMY IIpernapary.

B3aemooii. -

V mamieHTiB, AKi OTPUMYIOTH MOABIHHY Tepallilo MOTYKHHM IHTIOITOPOM i3opepmenty CYP2C19 i

nomipauM inri6itopom CYP2C9 abo numie noTyauM inridiropom CYP2C19 (TakmM sk c[myac#;’qﬂj iH,
, IV kg
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hrykoHa301, QIIyOKCETHH Ta TUKIOMIJNH), PEKOMEHIOBAHY 03y CIIJ 3MEHIIHTH BaBiui — go 100 mr
a60 50 Mr ofMH pa3 Ha 100y (MuB. po3nin «BzaeMmois 3 IHIIMMY TiKapCBKUMK 3aC00aMH Ta THI1 BUAM
B3aEMOIII»).

He peKoMeHIyeThCs OJHOYAacHe 3acTOCYBaHHA abporuTunify 3 MNOMIpHHMY ab0 MOTYXHHMH
inmyxTopamn izodepmentie CYP2C19/CYP2CY (Takmmu sx pudamiiuuH, amaryTaMmiz, edaBipeHs,
eH3ANyTaMifl, GeHiToiH) (AuB. posnin «B3aeMosia 3 iHIIMMM JIKapCHKUMH 3ac00aMH Ta HIm BHIN
B32EMOZII).

TlamienTam, SKi OTPUMYIOTH 3ac06H, IO 3HIDKYIOTh KUCTOTHICTh (HalpHWKNai, aHTaluH, iHr16iTopy
IIPOTOHHOI MOMIHK Ta aHTarowict H2-penenTopis), cnin posrissy Ty 1o3y 200 Mr abpOIUTHHIOY OUH
pa3 Ha 106y (muB. posnin «B3aeMozis 3 MMM NiKapchKUMK 3ac00aMK Ta IHII BHIH B3AEMOZIINR).
OcobnmMel rpyIH Mali€HTIB.

THopywenns ynxyii HUpox.

IamieETaM 3 J€rkoio (OPMOI0 HHPKOBOi HENOCTATHOCTI, TOGTO 3 PO3PaXyHKOBOK UIBHAKICTIO
kiry6oukosoi dimerpanii (pIIIK®D) six 60 mo < 90 MI/XB, KOpeKLis 03¢ He notpibHa. [lamieHTam 3
IOMipHORO hopMoro Hupkogoi HegoctarHocTi (PIIIK® Bix 30 mo < 60 MI/XB) peKOMEHI0BaHY 03y
abponuTuHi6y cmig 3MeHnmTH BABigi mo — 100 Mr abo 50 Mr ommH pas Ha o0y (ouB. po3mdin
«®apMakokiHeTHKay). [ MAIEHTIB 3 TAKKOK GOPMOIO HHPKOBOT aenocrarHocTi (pIITK® < 30 mn/xB)
PEKOMEHIOBAHA TIOYATKOBA J(03a CTaHOBUTH 50 MT omuH pas Ha J0o0y. MakcumanbHa Ko6oBa mo3a
cranosuts 100 Mr (mmB. posmin «®apmakokiHerykay). [l abpoluTHHIOY He NOCHIKyBalach y
MaUi€HTIiB 3 TEPMiHATBHOIO CTAMI€I0 HUPKOBOI HEMOCTATHOCTI, AKi OTPHMYIOTH 3aMiCHY HHPKOBY
Tepario.

Hopywenns gynkyii newinku.

TamienTam 3 1erkoro (k1acy A 3a mkanoro Yaiinna — I1°10) a6o momiproro (k1acy B 3a mxanoto Yaiinaa
— II’'v0) TediHKOBOIO HETOCTATHICTIO KOPEKIis 03 He MOTpibHa. AGPOLUTHHIG MpOTHIIOKA3aHMI
IAI[ieHTaM 3 TSOKKOIO IEediHKOBOIO0 HeJocTaTHicTio (knacy C 3a mkanoro Yaiinna — IT't0) (nmB. posain
«ITpoTHIIOKA3aHHAY).

Tayienmu nimnb020 6IKy.

PeKoMeH/I0BaHa T0YATKOBA 034 UL IAIli€HTIB BikKOM Bix 65 pokiB craHoBuTH 100 Mr omuH pa3s Ha 100y
(nuB. po3zin «OCcOOIMBOCTI 3aCTOCYBaHHA»).

Crrocib 3acTocyBaHHA.

JlikapchKuii 3aci6 CITif 3aCTOCOBYBATH IIEPOPANBHO OJIUH pas Ha 100y pasoM 3 bxero ab0 He3anexHO BiJ
npriiomy ki, MpUONIH3HO B OAMH i TOH caMmif Yac KOXHOTO HHS. Y IALUEHTIB, ¥ SAKHMX Npernapar
BHKJIHKAE HYIOTY, OpHAOM TabAeToK Mifl Yac ki MoXke 3MEHIIMTH Ili HEPHEMHI BIXTYTTS.

Ta6NeTKH CJIi KOBTaTH W{IMMH, 3alMBAIOYH BOJOKO. IX HE CIif pO3TaMyBaTH, PO3NaBIIOBATH abo
JKYBaTH, OCKiTLKM 34CTOCYBaHHs TablleTOK y TaKuii CrIoci6 He BUBYATIOCH B KIIHIYHHX JTOCIIIKECHHAX.

Llimu.

Besmeka Ta eeKTHBHICTb 3acTocyBaHHs Ipernapary CibGiHkBo miTaM monoxme 12 pOKIB MOKH He
BcTaHOBIIEHI. JlaHi BiICyTHI.

3acrocyBaHgs IpenapaTy CibiHKBO BUBYAIX B I ANITKIB BikoM Bix 12 1o < 18 pokis. OHAaK, 3BaXai0qH
Ha Te, IO B MOTOMHMX IMypiB (y BiIli, mo BianoBigae 3-MicAYHOMY BiKy JFOAMHH), SKi OTPHMYBaIH
nikapcekmit 3acif, crocTepirammcs BiOXHIEHHSA Big HOpM 3 OOKY KICTOK, HeoOXiqHI J0OATKOBI
JOBTOCTPOKOBi JIaHi CIIOCTEPEXKCHb 3a 3POCTAalOYMMH IiJUNTKAaMH, 00 MOXHA Oymno 3pobuTH
OJIHO3HAYHYI BHCHOBOK IIPO NEPEBATY KOPHCTI Bifi 3aCTOCYBaHHA IbOTO MpEMapary y JIOAeH y Liif
BiKoBiif Tpymi Ham pusukoMm. Haseui Ha ueit wac jami omucadi B posminax «IloGiwmi peaxuii»,
«DapmaxonuHaMikay 1 «DapMaKOKiHETHKa».

Ilepedosyeanni.
V xiinigEnx gocmimkenHax CibiHKBO 33CTOCOBYBANN OJHOKPATHO NEPOPanbHO B f03ax a0 800 Mr Ta
GararokpaTHo B 060BHX 032X 10 400 Mr npoTsrom 28 anis. [lodiuni peakuii Oymn NOpIBHAHHAMY 3
THMH, K1 CrOCTEpiramics B pasi 3acToCyBanHs OLIBII HU3BKUX /103, | 03HaK crennigHOT TORCHYHOCTI
BUABIICHO He Oy110. YV pasi mepe/103yBaHHs PeKOMEHAYETCA CIIOCTEPIraTh 32 MAli€HTOM OO0 03HaK 1
CAMITOMIB mOGIUHMX peakiiii (mue. posmin «Ilo6iumi peakiii»). Ilokasadi CHMITOMaTHYHa Ta
TiTpEMyBanbRa Teparmii., CriemubidHOTO aHTHIOTa Ha BHMAJOK TEPEIO3yBAHHA MM JIKapChKIM
3acoboM He icuye. JaHi dapMakOKiHETMKHM IPU OJHOKPATHOMY epopaibHOMY 3aCTOCYBaHHi Q3 A0
" 14
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800 Mr (BKIII0OYHO) Y 3J0POBHX JOPOCIHX JOOPOBOJIBLIIE BKA3YIOTh Ha T, WO CIiA 04iKyBaTH, L0 TIOHAJ
90 % BBEZEHOT 103¥ OyIe BUBEIECHO NPOTAToM 48 roauH.

ITo6iuni peaxyii.

Pesrome ripodimro Gesnexn.

Haii6inpI1 YacTHMI TOGIIHIME peakIiaMHy, TIpo SKi TOBIXOMIBLIOCH, 6ymu HynoTa (15,1 %), romoBHu#
6ixb (7,9 %), akue (4,8 %), npocruii repuec (4,2 %), MiIBUIEHHS PIBHA eraTIzIH(bOC(bOKiHaBH B KPOBI
(3,8 %), 6mosanns (3,5 %), 3amamopoderHs (3,4 %) i 6inb y BepXHIiH gacTuHi XWBoTa (2,2 %).
Haii6inpm uwacTUME cepiiosHuMH TobidHuMu peakuismu Oyma indexmii (0,3 %) (zmuB. posain
«OcobNMBOCTI 3aCTOCYBAHHSY).

[lepenik noGIYHEX peaKiii.

V KTHEIYHEX JOCTiKCHHSIX aTOMIYHOTO JAEPMATHTY JiKyBaHHsS abpOIMTHHIOOM 3araioM OTpUMAH
3582 mauientr. Cepen Hux 2784 namientd (mwo craHoBuTH 3006 MAllieHTO-POKIB 3aCTOCYBaHHI)
OTPHMYBAIH TOCIIZOBHI CXeMH JT03yBaHHS abporuTuniby 100 mr (1023 namientn) abo 200 mr (1761
pamient). 1451 DamienTy 3acTocoByBauM IpelapaT HPOTATOM NpuHakimui 48 TrokHiB. Jirs OLIIHKU
6e3TeKn 3aCTOCYBaHHEs aOPOIUTHHIGY MOPIBHAHO 3 IU1aNe6o 3a Hepio TPHBATICTIO 1o 16 TixHIB 6y
06’ eHaHi qaHi 3 1°STH INaIe60-KOHTPOILOBAHUX JOCTiIKeHb (703 MallieHTH, SKi 3aCTOCOBYBaIM 103y
100 Mr ofvH pa3 Ha no6y; 684 mauieHTH, sKi 3acTocoByBanu mo3y 200 Mr onuH pa3 Ha 100y Ta 438
[AIIi€HTIB, AKi OTPUMYBaNIH Ianebo).

Huxde HaseneHi moGidHi peakilii, sKi crocTepiranuch B KIiHIYHMX JOCHIIKEHHSX Y TAUi€HTIB 3
ATOIIYHHM JepMAaTHUTOM, TiepenideHi 3a KIacaMH CHCTEM OpraHiB Ta YacTOTOI IX BHHHKHEHHI 3
BHKOPHCTaHHAM HACTYIHOi knacudikauii: gyxe gacto (> 1/10); gacto (siz > 1/100 no < 1/10); meyacro
(8ix > 1/1000 mo < 1/100); piaxo (six > 1/10 000 go < 1/1000); myxe pizxo (< 1/10 000). V xoxmii
TpYIN 4aCTOTH TIO6iUHi peakiii Ipe/cTaBIeH] B MOPAIKY 3MEHIIEHHS CEPHO3HOCTI.

Ingexyii ma napasumaphi 3aX60pI06aHHA. 9aCTO: TIPOCTHH reprec?, ollepizyroumit nuImaii®; Hewacro:
TTHEBMOHIS.

Posnadu 3 60Ky Kpogi ma nim@amuunoi cucmemu: HE4aCTO: TPOMOOIUTOEHIS, TiMPOIICHIS.
Memaboniuni ma animenmaphi posnadu: HedacTo: TiepIimigeMis”.

Posnadu 3 60Ky Hepeosoi cucmemu: 9aCTO: TOJTOBHHUM 61llb, 3a11aMOPOYCHHS.

Posnadu 3 60Ky cyOun: HeIacTo: TPOMOOTHIHI SBHINA, BKIFOYHO 3 TPOMO60EMOOITI€T0 JIEreHEeBOi apTepu
Posnadu 3 60Ky WIYHKO80-KUIUKOE020 mpaxmy: TyXKe 9acTo: HyI0Ta; 4acTo: 6oBaHHs, 61nb y BepxHiit
YaCTHHI )KHUBOTA.

Posnadu 3 6oxy wiKipu ma niowKipHoi KIIMKOGUH Y. 9acTO: aKHe.

Jla6opamopni docnidowcenns: 4acTo: 36iNbIIeHH piBHA KpeaTHHOOCHOKIHA3M J0 > 5 X BEPXHS Mexka
HOpMU™.

a. TPOCTHil TepIec BKIIOYAE IEpIEC POTOBOI IOPOKHHHHM, TIPOCTUH OGTanbMONOTIYHMM Tepriec,
TeHITAILHKY Teplec 1 FepIeTHYHUHA 1epMaTHT.

6. omepisyroumii mMIIai BKI0OYaE 0HTaNbMOIOTIYHHN OIIEPI3YHOYHH JIUIIAM.

B. TiHepIimieMis BKIFOYA€e AUCTIMIAEMII0 Ta TilIEpXONeCTEPHHEMITO.

I. TPoMOOTHYHI SBHINA BKIKOYAIOTH TPOMOO3 MIMOOKUX BEH.

A. BKJFOYHO 31 3MiHAMM, BHABICHUMM TiJ{ 9ac 1a6opaTOpHOTO MOHITOPHUHTY (IUB. TEKCT HIDKIE).

Omic OKpeMHX IMOBIYHIX PeaKILiii.
Ingpexyii.
V mnarne6o- -KOHTPOJIHOBAHIX JIOCIIJUKEHHAX TPUBAIICTIO 10 16 THXHIB PO 1H(bel<1_u1 TTOBIIOMIIANIOCH
y 27,4 % mnamieHTiB, sIKi OTPUMYBaIH mnauebo, Ta B 34,9 % i 34,8 % mauieHTiB, AKI OTPUMYBAIIH
abpomuTHEi6 y mosax 100 mr i 200 Mr Bixnorimwo. BinemicTs indexuii 6ymu gerkoro abo HOMlpHOFO
CTYIEHs TSKKOCTi. BiZCOTKOBI YacTKM TMaLi€HTiB, y AKMX Oymu 3apeecTpoBaHi MOOIYHI peaxuii,
0B s3aHi 3 iHexuiavMy, y rpynax gosysass 200 mr ta 100 Mr mopisHsAHO 3 Tutanebo, Oymi TakIMi:
npoc*rm“i reprec (4,2 % 1 2,8 % nopisnsno 3 1,4 %), onepisyrounii numaii (1,2 % 10,6 % nopiBHIHO 3
0 %), muesmoris (0,1 % i 0,1 % nopisusiHo 3 0 %). ITpocTHii reprec YacTime 3ycTPI4aBest Y MALi€HTIB
3 HasBHICTIO IIPOCTOTO Teprecy a6o TepIeTHYHOI €K3eMH B aHAaMHE3l. Y. 61JIBIIIOCT1 'BUIIAJIKIB
OTIepi3yIOUHit TUIAall OXOIUIIOBAB 06IACTH JIHIIE OHOTO AepMaToMa 1 OyB Hecepnosl-mM 3a CTyIIeHEM
TsOKKOCTI. Y GUIBIIOCTI BHMAJAKIB OMOPTYHiCTHYHI iHbekuii Oyin BI/IHa,IIKaMI/I OIIEpi3yI0YOro JIMNIaio

Vs
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(0,61 mHa 100 mamiedTo-pokis y Tpymi abpouuTnHiGy 100 Mr i 1,23 ma 100 mamiento-poxis y rpymi
abpouuturi6y 200 Mr), 6inbWicTs 3 AKUX OYyIH MyIbTHAEPMATOMHMMH iHQEKIIAMH UIKIPH,
Hecepio3HAMH 3a CTyleHeM TskkocTi. Cepen yCix TalienTiB, SKi OTPUMYBAIH JIIKyBaHHI B KIIHIYHAX
ZOCTIKEHHAX 3 TIOCTIHUMHE pexxumaMu Ro3yBaHHs abporuTuriOy 100 Mr abo 200 mr, BKIIOYaOUH
JOBTOCTPOKOBE PO3IIMpEHE [OCHIUKEHHS, PIBEHH 3aXBOPFOBARHOCTI Ha OIEPI3YIOWMA JHUITaH y
TIAIE€HTIB, AKI OTPUMYBAITH abponuTiai6 y 1031 200 mr (4,83 Ha 100 marieHTo-poKis), OyB BHIINA HIX
y Tali€enTiB, siki orpumysan 100 mr (2,39 #a 100 nauleHTo-pOKlB) IMoxazauku 3aXBOp}OBaHOCT1 Ha
OHepISyTOTII/II/I numIail 6yiu BUIIMMM Y TIAII€HTIB BIKOM Bif 65 pOKlB (BiOHOIIEHHSA p1/13m<113 (BP) 3,68),
TIANi€HTIB 3 Ol'Iepl?.YIO‘-II/IM numaeM B asamiesi (BP 3,61), mawieHTiB 3 TSHKKMM aTONIYHEM IEPMATHTOM
Ha BUXITHOMY piBHI (BP 1,28) i miatBepmxennm ALC < 1,0x 103/mM? 10 BUTIAKY OTIEPI3YIOUOrO JIUIIATO
(BP 1,84) (mus. po3zin «OcobIuBOCTI 3aCTOCYBAHHS»).
V mrane60-KOHTPOILOBAHAX JOCTIOKEHHIX TPUBAIICTIO 10 16 THXKHIB YacTOTa BUHUKHEHHS TDKKHX
indexuiit cranouna 1,81 ma 100 namieHTO-pOKiB y MAIli€HTIB, gki orpuMyBanu Iutanebo; 3,32 Ha
100 mamieHTO-poKiB y TAUIEHTIB, AKi 3acTOCOByBamM abpoumTHi6 y mo3i 100wmr, ta 1,12 Ha
100 mamieHTO-pOKIB Y HAIIi€HTIB, AKi 32CTOCOBYBaNH abporuTHHEI6 y 1031 200 Mr. Cepen yCix NMalieHTiB,
AKi OTpUMYBAn¥ IIKyBaHHA B KIHIYHHX JOCTI/KEHHAX 3 MOCTIHHUMM PEXMMaMH J03yBaHHA
abpomuTuHi6y 100 Mr a6o 200 Mr, BKIIOYAIOYM JOBrOCTPOKOBE PO3IIMPEHE HOCIIUKEHHS, JacTOTa
BUHMKHEHHS TSDKKHX iH(ekmii cranopmia 2,43 va 100 nauienTto-pokis y rpymi abpouutuni6y 100 mr 1
2,46 ma 100 marienTo-pokip yrpymi a6ponuruui6y 200 mr. Tsxxumu iHQekuismu, mpo sKI
MOBIIOMISIIOCS HaiyacTime, 6ymM IIPOCTHH TepIiec, ONepi3yrouuid JMmal i IHeBMOHiA (AuB.
po31i1 «OCOoOIHBOCTI 3aCTOCYBaHHY).
Tpombomuuni asuwa, 6KNIOYHO 3 Mpomboembonicto nezenesoi apmepii.
Cepen ycix DaLlieHTIB, SKi OTPMMYBAJIX TiKyBaHHA B KIIHIIHHX TOCHIDKEHHSX 3 HOCTIHHAMH peXKUMaMH
nosypanHs abporuTHHiGy 100 mr a6o 200 Mr, y ToMy 9ucii B JOBIOCTPOKOBOMY IIOIOBKEHOMY
JOCTiIKEeHH], IaCTOTa BUMAJKiB BUHHKHEHHS TpomGoemOomnii merenesoi aprepii cranosuna 0,17 Ha
100 mauienTo-pokie mmsa mosysamma 200 mr i 0,08 Ha 100 mamiento-pokis mis mosysanus 100 mr.
YacToTa BHIIAJKIB BUHMKHEHHS TpoM603y riubGokux BeH craHopuna 0,11 ma 100 TIAIIEHTO-POKIB Y
rpymi maa mosysamus 200 mMr i 0 ma 100 mamienTo-pokis y rpymi mist gosysaus 100 mr (nus.
po3ain «OCoOMHBOCTI 3aCTOCYBAHHAY).
TpomboyumoneHnis.
V miane60-KOHTPOTHOBAHNX AOCTIKEHHAX TPUBATICTIO A0 16 THKHIB Tepamin Oyna acouifoBaHa 3
70303EXHMM 3HIDKEHHAM KiTbKOCTI TpoMbouurie. MakcHUManbHHH BIUIMB Ha TPOMOOLMTH
CIOCTepiraBca B MeXKax MepIuuX 4 TIDKHIB, ICHS 9OTo KimbKiCTh TPOMOGOUMTIB MOBepTramacs 10
BHXINHOTO PIBHA, HE3BaXAIOWH Ha MPOAOBXKEHHs Tepamii. ITifTBep/UKeHa KiTbKiCTh TPOMOGOLHTIB
<50x 10°/MM® Gynma 3apeectposana y 0,1 % Nalli€HTIB, AKi 3aCTOCOBYBAIM IIpETapar y A0O3yBaHHI
200 mr, Ta y 0 marieHTiB, 1Kki oTpuMyBamu no3ysarks 100 Mr a6o mane6o. Cepen ycix ManieHTis, ski
OTPUMYBAJM JIKyBaHH{ B KIiHIYHMX JOCHIJPKEHHSAX 3 MOCTIHHMMHE DPEXHMaMH JO3YBaHHA
abponutuHiGy 100 Mr a6o 200 Mr, y TOMY YHCHIi B ZOBrOCTPOKOBOMY IIOZOBXEHOMY JOOCHIIKEHH],
HOKa3HHUK IIATBEPIKEHOTO PIiBHA TpoMOouuTie < 50 X 10%/mm® cranoBus 0,17 ma 100 nauieHTo- pomg
1t mosyBasHs 200 mr ta 0 Ha 100 manieHTO-pOKiB y Tpymi And o3yBanHs 100 mr; SBHIIe Haifgacriiie
peecTpyBasocs Ha 9eTBepToMy TrxHi. [TaIieHTH BikoM Bifi 65 POKiB MaJlM BUIINH PIBCHB TPOMOOIUTIB
<75 x 103/mm® (mus. posain «OcobIMBOCTI 3aCTOCYBAHHA).
Jimgponeriz.
V mane6o-KOHTPOILOBAHUX JOCTIDKEHHAX TPHUBANICTIO [0 16 TIXKHIB TiATBEPKEHI BHIAIKH
smenmenns AKJI no < 0,5 x 10°/mm> 3apeectposani y 0,3 % TamieHTiB, AKi 3aCTOCOBYBAIH J03YBaHH
200 Mr, i y 0 % marienTis, Aki 3acTocoByBay go3ysaHEa 100 Mr abo mnaue6o. O6uBa BUIIaKH MalH
Micne mpoTsarom mepmmux 4 TkHiB Tepamil. Cepell yciX TaIli€HTIiB, sKi OTPUMYBAM NIKyBaHHA B
KIHIYHAX JOCTIDKEHHAX 3 TMOCTIMHUMH pexXUMaMu 103yBaHHS abpomutHHIOy 100 Mr abo 200 mr, y
TOMy H9HCIi B JOBIFOCTPOKOBOMY MONOBKEHOMY IOCHIIUKEHHI, MiATBEp/DKEHHH pIBEHb BHIAJKIB
samkerns AKJI 1o < 0,5 x 10°/mm® cranosus 0,56 Ha 100 mamienTo- poKiB s mosyBanHs 200 Mrta 0
ma 100 nanienTo- pomB y rpyrn nna posyeannas 100 Mr; HalBUIMH PiBEHE moc*replram:ﬂ y TIAIli€HTIB
BIKOM Bij 65 pokiB (mue. po3ain «Oco6IuBOCTI 3aCT00yBaHH}I>>) .
ITiosuryenns pigns ninioie.
V mnane60-KOHTPOIEOBaHUX JOCTIIKEHHAX TpI/IB.iU'IlCTIO 1o 16 TekeiB Ha 4 THOKHI —CHOCTGplraJIOCL
710303TIEKHE T IBUILIEHHS XOIECTEPHHY TiNONpoTeinis Hu3bKoi mizibHOCT] (x-JITTHIII), 3aramproro
XOJIECTEPHHY 1 XOJIECTEpUHY JIIONPOTEIHIB BHCOKOI UIIBHOCTI (X- JIHBHI) HOpIBHf{HO 3 rpynom
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mane6o; 1Ii piBHI 3aNTMINATKCS [IBUUIEHHMH O OCTaHHROIO Bi3UTY Y Iepiof Tepamii. BogHodac He
crocTepiranoca 3Hadymmx 3mid y BigHomrenni JIITHII/JIIBIL y maudieHTiB, sKi 3aCTOCOBYBAlH
abpOIUTHHI6, TTOPIBHAHO 3 NallieHTaMH, sKi 3acTocoByBamM Iulane6o. HeGaxani sBuIla, OB’ S3aHI 3
rineprimifemicro, BuHukanu y 0,4 % mnaiieHTiB, sKi 3actocoByBanu abpouutuHi6 y o3t 100 mr,
0,6 % MallienTiB, AKi 3aCTOCOBYBaNM Hpenapar y mo3i 200 mr, i B 0 % TamieHTiB, AKI 3aCTOCOBYBATH
roiane6o (aue. po3ain « OcobGIMBOCTI 3aCTOCYBARHD?).

ITidsuwenns piens kpeamurgocgoxinasu (KOK).

V  1mnane6o-KOHTPONBOBAHKMX IOCHIKEHHSX TpHBAicTIO 10 16 THXHIB CTATHCTAYHO 3HAUyIIEe
mimeumenns piBaa K®K (> 5 x BepxHs Mexa HOpMHM) croctepirazock y 1,8 % marientis, ski
3acToCcOBYBamM mmanebo, 1,8 % mawmieHTis, sKi 3acTocoByBanu abporutuni6 y mosi 100 mr, iy 3,8 %
MALEHTIB, $Ki 3aCTOCOBYBamM MpemapaT y no3yBandi 200 Mr, BimmoBimHOo. BinblIicTh BUNAIKIB
HiABMIEHHS X PiBHIB 6YIM TUMIACOBUMH 1 JKOJIEH 13 HUX He NPU3BIB IO MPUNHUHEHHS Tepanii.
Hyooma.

V  mnane60-KOHTPOIBOBAHUX HOCHTIUKEHHSX TPHUBANICTIO N0 16 THXKHIB MPO BHIAIKA HyJOTH
noBigoManock y 1,8 % mamieHTis, Aki 3acTOCOBYBanH Irauebo, iy 6,3 % ta 15,1 % MALEATIB, IKi
3acTocoByBanM ao3ysanusa 100 mr i 200 mr, Bignosinao. Tepamis 6yna npunuHeHa Yepe3 HYyROTY Y
0,4 % mamieHTiB, AKi 3acTocoByBany abpouuTrHi6. Cepesl MallieHTiB, Y AKMX CIIOCTepiranack HyaoTa, y
63,5 % y9JacHMKiB HyAO0Ta 3’ABWIA4Ch Ha IepIIOMYy TIDKHI Tepallii. MejiaHHa TpHBamiCTh HyAOTH
cragoBuia 15 nHiB. BiAbIIicTh 3 MUX BUNAAKIB OyJIM JETKOr0 YU MOMIPHOTO CTYIEHS TSKKOCTI.
[Torynsaiis Naii€HTiB TUTAYOTO BIKY.

B mizoMy y KIHIYHEX MJOCHI/UKEHHSX aTONIYHOTO IepMaTUTy abpOIMTHHIO 3aCTOCOBYBAIH
635 mimmiTkiB (BikoM Bi 12 A0 18 pokiB), 10 CTAHOBUTH eKCIO3MII0 851,5 mamienTo-pokis. [Ipodins
Ge3mekn, KW CIoCTepirascsa y MiIITKIB Y KIHHIYHHX TOCTIMKEHHAX aTOIYHOTO JEpMATUTy, OYB
TOMIGHNM [0 TAKOTO TIPOQITI0 B MOMYIALI] JOPOCHIHX MAIli€HTIB.

TToBimzoMIIeHHS TTPO TMIN03pIoBaHi nobiuyni peakii

[ToBifOMICHHS TIPO Mif03pIoBaHi Mo6igHi peakwii mics peecTpaii TiKapchKkoro 3aco0y € BaKIMBUMH 1
HAOTH 3MOTY 3JIiliCHIOBaTH 6e3lepepBHMIT MOHITOPHMHI CIIBBIZHONIEHHS KOPHCTI Ta DPH3HKY
3aCTOCYBAHHSA JKAPChKOro 3acofy. MenudyHMX MNPAliBHMKIB HPOCATH TOBITOMIATH Npo Oyab-fKi
IIi03pIoBaHi MOOIYHI peakIii.

Tepmin npudammnocmi. Jlna TaGleToK, BKPUTHX IUIIBKOBOK O06ONOHKOW, WO MicTate 50 Mmr
a6pomuTUHIGY — 2 POKM; I TabIeTOK, BKPUTHX ILTIBKOBOI 00OJIOHKOIO, IO mictaTe 100 Mr abo
200 Mr abponuTHHIOY — 30 MicsiB.

YmoBu 36epiranus.
He motpebye cremiansaux yMoB 36epiranns. 36epiraTi y HeIOCTYIHOMY IS AiTel MicLi.

YnakoBka.

Ta6nerkn 1o 50 Mr: 7 TableToK, BKpUTHMX IUIIBKOBOX 06ONOHKOIO, y GrmicTepi, mo 4 Omicrepd y
KapTOHHIH Kopooii;

taGmetku o 100 Mr a60 200 Mr: 7 TabIeTOK, BKPUTHUX IUTIBKOBOIO 060JIOHKOFO, y OmicTepi, o 4 abo 1o
13 GricTepiB y KapTOHHi# kKopoOIi.

Kareropist Binmycky. 3a penenTom.

Bupo6HHK.
Idaiizep Menrodexaypunr Joiunenx ['M6X / Pfizer Manufacturing Deutschland GmbH.

Micue3HaxoIkeHHs BHPOGHMKA Ta HOro agpeca MicIs NPoBakKeHAs JisJIbHOCTL
Berpi6mrerre ®paitbypr, MycBanpgans 1, 79090 ®paiibypr, Himeuunna / -Betriebsstatte Freiburg
Mooswaldallee 1, 79090 Freiburg, Germany <

JlaTa OCTAHHBOTO Neperjasany.
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