IHCTPYKLUIA

AN MeAMYHOTO 3aCTOCYBaHHSA NiKapCbKOro 3acoty

APOMA3UH
(AROMASINO)

Cknag:

Aitoya peyosmHa: exemestane;

1 TabneTka MiCTUTb €K3eMeCTaHy 25 Mr;

[OMNOMI>KHI pevoBuHK: mMaHIiT (E 421), rinpomenosa, nonicopbar 80, KPOCMOBILOH, KPEMHIO AIOKCWU, KOMOIgHWIA BOAHWIA, LeNt0103a MiKpOKpUCTaliyHa, HaTpito
KpoXmanbraikondat (Tvn A), MarHito cTeapart; LlyKpoBa 060/10HKa (FinpoMeniosa, eMy/bCisi CUMETUKOHY, Makporon 6000, caxapo3a, MarHito KapboHart ferkuii, TutaHy
piokenp (E 171), metunnaparigpokcmbéeHsoat (E 218), cnupT NoniBiHINOBWIA, BOCKY LETUOBI eqipy, TanbK, BiCK KapHayO6CbKWiA); YOPHWNO: Wenak, 3aisa OKCuf
(E 172), TuTtany okeug (E 171), cnnpT eTUIOBKWIA, CNUPT 1306y TUN0BUIA.

Nikapcbka thopma. TabneTku, BKPUTI LLyKPOBOH 060/IOHKOHO.
OCHOBHI (Di3nKO-XiMiYHI BNacTMBOCTI: KpPYrAi ABOONYKAi TabneTKn, BKPUTI LlYKPOBOKO OOO0/IOHKO, Bif Malixe 6inoro go 3nerka cipyBaTtoro Konbopy, AiaMeTpom
NPUGAN3HO 6 MM 3 HANUCOM LmdpaMn 7663 HOPHUM YOPHWIOM 3 OAHOI0 GOKY.

dapmakoTepaneBTUYHA rpyna. AHTaroHiCTU rOpMOHIB Ta aHa/IorivHi 3acobu. IHribiTopu apomarasun. Kog ATX L02B GO6.

dapmMakosoriyHi BNacTnBOCTI.

PapmakofnHamika.

MexaHi3m aii.

Ek3emecTaH € HeOO0POTHNM CTEPOTLHUM IHTIGITOPOM apomarasu, NofLibHVMM 3a CBOEH CTPYKTYPOIO [0 NPUPOLHOI PEYOBMHN aHAPOCTEHAIOHY. Y XIHOK Yy nepiog,
MOCTMEHOMay3n eCTPOreHn MpPOAYKYHTLCA MePeBaXHO LUIAXOM MEPeTBOPEHHA aHAPOreHiB Ha eCTPOreHu Nif BMJMBOM (DEPMEHTY apomarasu y nepugepuyHmnx
TKaHWHaX. Bn0oKyBaHHA YTBOPEHHA eCTPOreHiB LUASAXOM iHribyBaHHS apomMaTasv € eq)eKTUBHUM i CeNeKTUBHUM MeTOLOM JliKyBaHHS FOPMOHO3/1EXXHOr0 paky
MOJIOYHOT 3a/1031 Y XXIHOK Y nepiof NocTMeHonay3u. Y XXIHOK y nepiof NOCTMeHomnay3m eK3emecTaH CYTTEBO 3HWMKYBaB KOHLEHTpaLit0 eCTPOreHiB y cuposarui
KPOBI, MOYMHaKOUM 3 403K 5 Mr; MakcuMasibHe 3HKeHHS (> 90 %) focAraeTbecs NpuW 3aCToCyBaHHI 031 10-25 Mr. Y nauieHTiB y nepiog nocTMeHonaysu 3 fiarHo3om
paK MOI0YHOT 3371031, SIKi OTpUMYBanu 25 Mr npenapary WoAeHHO, 3ara/lbHuiA piBeHb apomartasiu 3HKyBaBcs Ha 98 %.

EK3emecTaH He mMa€e MpOrecToreHHoi Ta eCTporeHHO! akTMBHOCTI. HeBennka aHApPOreHHa akTUBHICTb, IMOBIPHO MOB’A3aHa 3 17-rigpofepvBaTnBOM, CriocTepiranacs
rO/I0BHMM YMHOM MPU 3aCTOCYBaHHI Npenaparty y BUCOKMX fo3ax. i vac JOCNifKeHb TPMBAIONO LLIOAEHHOr0 3aCTOCYBaHHA EK3eMECTaH He BIN/IMBaB Ha 6i0CUHTE3
TakMX FOPMOHIB, IK KOPTU30/1 abo anbAoCTepOH B HafHUPKOBMX 3a/103aX, PiBeHb SKUX BUMiptoBaBcA nepef abo nicnsa tecty AKTI (afpeHOKOPTUKOTPOMHWIA
FOPMOH); LM 6yna NpoeMOHCTpOBaHa CeTeKTUBHICTb CTOCOBHO IHLUMX (epMEHTIB, L0 6epyTb y4acTb Yy CTEPOI4HOMY OOMiHI.



Y 3B’513Ky 3 UMM HeMae HeoOXigHOCTI Yy 3aMiCHiin Tepanii rntOKOKOPTUKOIAaMM Ta MIHEPaIOKOPTUKOIAaMKU. He3HauHe, He3anexxHe Bif A03W MigBULLEHHS PiBHIB
NIOTETHI3YOHOro Ta oNiKyN10CTUMY/OKYOro FOPMOHIB Y CUpOBATLi KPOBI Bif3HAYaETbCA HaBiTb NPU HU3bKUX [03aX; Leh eeKT, OfHaK, € O4YiKyBaHUM A5
npenaparis Li€i papmakonoriyHoi rpynu; iMoBipHO, BiH PO3BMBAETLCSA 3a MPUHLMMNOM 3BOPOTHOIO 3B’A3KY, Ha PIBHI Finogisa, B pe3yibTaTi 3HWKEHHA KOHLeHTpaL,it
eCTPOreHiB, WO CTUMY/IHOE CEKPeLLito TinoMi3oM roHagoTPONiHIB (TaKoX i y XIHOK Y nepiog NocTMeHonaysn).

KniHivyHa edheKTUBHICTb Ta 6E3NEYHICTb.

Ap’t0BaHTHA Tepanis paky MOJOYHOI 321031 paHHiX CTagil.

Y 6araTtoueHTPOBOMY paHA0Mi30BaHOMY NOABiiHOMY cninomy gocnigpkeHHi (IES — mixkrpynose AocnimpkeHHs eK3emMecTaHy), ike NPOBOAWN 3 y4YacTHo 4724 XIiHOK y
nepiof NMOCTMEHOMNay3n 3 NepBUHHMM PakoOM MOJIOYHOI 3a/1031 3 NO3UTUBHOKD MPOOOKD Ha eCcTPOreHoBi peuenTopy abo MEPBMHHUM PakoOM MOSIOYHOT 3a/1031 3
HeBM3Ha4YeHO MPOOOK Ha eCTPOreHOBI PeLenTopu, NauiEHTU, Y AKMUX He CMOCTePIiranocs BUHWMKHEHHA peuuavBy Micns af’toBaHTHOT Tepanil TaMOKCU(EHOM
npoTAromM 2—3 pokiB, 6yny paHAOMI30BaHi A4/ 3acToCyBaHHS npenapaty ApomasuH (25 mr/goby) abo TamokcueHy (20 a6o 30 mr/goby) npotarom 3—2 pokis Ans
MPOXOXEHHSA MOBHOMO KyPCY ropMOHa/IbHOI Tepanii TPMBaICTHO 5 POKiB.

MofasbLue CroCTEePEXKEHHSA 3 MeiaHo 52 MicaLi y MIDKTPYNoBOMY LOCNIAXKEHHI eK3eMecTaHy.

Pe3ynbTaTh CMOCTEPEXEHb 3 MefiaHOK TPUBANOCTI NiKyBaHHA 6/11M3bKo 30 MicALIB Ta MefiaHOK TPUBAMOCTI MOAANbLLIONO CMOCTEPEXEHHSI 6/1M3bKO 52 micsuiB
MPOAEMOHCTPYBa/N, WO MNOAasblie JiKyBaHHA npernapaTtoMm ApoMasvH Micns 2-3 pokiB af’toBaHTHOI Tepanii TaMOKCU(EHOM acouitoBasiocs 3 K/IHIYHO Ta
CTATUCTUYHO 3HAYYLLUM MOKPALLEHHAM MOKa3HMKa BWKMBAHOCTI 6e3 03Hak 3axBoptoBaHHA (DFS) noOpiBHAHO 3 NPOLOBXEHHAM NiKyBaHHA TaMOKCU(EHOM.
Pe3ynbTaTy NOKasanu, WO NPOTAroM CroCTepexXyBaHOro nepiofy AoCnifppKeHHS ApoMasnH 3HUXKYBaB PU3UK PeLnanBY paky MOIOYHOT 331031 Ha 24 Y% NOPIBHSAHO 3
TaMOKCUeHOM (CniBBigHOLIEHHS pu3KnKiB — 0,76; p = 0,00015). BislbL NO3UTUBHUIA e(heKT 3aCTOCYBaHHA eK3eMeCTaHy MOPIBHAHO 3 TaMOKCU(EHOM BiAMOBIAHO [0
MOKa3HMKa BWXXMBAHOCTI 6e3 03HaK 3axXBOPHOBaHHA OyB OYEBMAHUM, He3aeXHO Bif CTaTycy fiMgatuyHuX BY3NiB ab0 NonepefHbOro MPOXOLXKEHHS Kypcy
ximioTepanit.

3acTocyBaHHA npenapaTy ApOMasuH TakKoX 3HaYHO 3HMXXYBa/IO PU3UK PO3BUTKY KOHTpanaTepaslbHOro paky MOIOYHOT 3ai103u (CniBBigHOWEHHSA pu3unkiB — 0,57,
p = 0,04158).

Y 3ara/bHi nonynauii 4ocnigpkeHHs TeHAEHLIA A0 NOKPaLLEHHS 3arasibHOT BMXXMBAHOCTI CNOCTepiranaca npu 3acTocyBaHHi ek3emecTaHy (222 neTanbHUX HacNigKm)
MOPIBHAHO 3 TAMOKCU(EeHOM (262 neTasilbHUX HacMiAKK) 3i CNiBBIAHOLIEHHSM PU3KKIB

0,85 (norapumivyHnin paHroBmin Kputepiii: p = 0,07362), WO CTaHOBU/IO 3HMXKEHHS PU3MKY NETAIbHOro HacniaKy Ha 15 % Ha KopucTb ek3emecTaHy. CTaTUCTUYHO
3HaYyLLEe 3HVDKEHHS PU3NKY NIeTa/IbHOrO Hacnigky Ha 23 % (cniBBigHOLUEHHS PU3MKIB A/1A 3arabHOI BMXKMBaHOCTI — 0,77; TecT Xi-kBagpat (TecT Banbga):
p = 0,0069) cnocTepiranocs nNpu 3acTOCyBaHHI eK3eMecTaHy MOPIBHAHO 3 TaMOKCU(eHOM Npu KOpPUryBaHHI NonepeAHbo 3afaHuX NPOrHOCTUYHMX (hakTopiB (TO6TO
Npoby Ha ecTPOreHoBi peLenTopu, CTaTycy nimgaTtuyHUX By3/iB, MonepeAHLOr0 MPOXOMLKEHHA Kypcy XimioTepanii, 3aCTOCYBaHHA rOpMOHO3aMiCHOT Tepanii Ta
6icthocoHaris).

OCHOBHI pe3ynbTaTy OLiHKK edheKTUBHOCTI Y BCiX NauieHTIiB (nonynsLis nauieHTis, cdhopmoBaHa BignoBigHO A0 NPU3HAYEHOr0 NIIKYBaHHS) Ta y NauieHTIB 3 pakoMm

3 NO3MTMBHOIO MPOOOK HA ECTPOreHOBI peLenTopu Yyepes 52 micsi

Tabnuygq 1.
KiHLeBa TouKa Ek3emecTaH TamokcudeH B;ﬂ:EiLIBJeHHH _3HaYeH-Hs*
Monynsuis | Asuwa/N (%) Asna/N (%) ?95 % [11) P

BuXnBaHicTb 6e3 03HaK 3aXBOPHOBaHHS &
Yci nauienTv | 354/2352 (151 %) | 45312372 (191%) | 0,76 (0,67-0,88) | 0,00015




EP+ nauieHTn | 289/2023 (14,3%) | 370/2021 (18,3%) | 0,75(0,65-0,88) | 0,00030
KoHTpanarepasibHWiA pak MOMOYHOT 31031
Yci nauieHtn | 20/2352 (0,9 %) 35/2372 (1,5 %) 0,57 (0,33-0,99) 0,04158
EP+ nauieHtn | 18/2023 (0,9 %) 33/2021 (1,6 %) 0,54 (0,30-0,95) 0,03048
BUXMBaHICTb 6e3 paKy MOMIOUHOT 31031 0
Yci nauieHTn | 289/2352 (12,3 %) 373/2372 (15,7 %) 0,76 (0,65-0,89) 0,00041
EP+ nagieHtn | 232/2023 (11,5 %) 305/2021 (15,1 %) 0,73 (0,62-0,87) 0,00038
BwknBaHicTb 6e3 CUCTEMHUX peunamsis B
Yci nauieHTn | 248/2352 (10,5 %) 297/2372 (12,5 %) 0,83 (0,70-0,98) 0,02621
EP+ nauieHtn | 194/2023 (9,6 %) 242/2021 (12,0 %) 0,78 (0,65-0,95) 0,01123
3arasibHa BUXXMBAHICTb '
Yci nauieHTn | 222/2352 (9,4 %) 262/2372 (11,0 %) 0,85 (0,71-1,02) 0,07362
EP+ nauieHtn | 178/2023 (8,8 %) 211/2021 (10,4 %) 0,84 (0,68-1,02) 0,07569

* JlorapuMivHWi paHroBmin KpuTepiii; EP+ nauieHTn = nayieHTy 3 NO3UTUBHOK NPO6O0 Ha eCTPOreHOBI pPeLenTopu.

A BMKMBaHICTb 683 03HAK 3aXBOPHOBAHHS BU3HAYAETLCS SK NEPLLNIA BUNAL0K MiCLIEBOr0 aG0 CMCTEMHOIO PeLuanBy, KOHTpanaTepasibHOro paky MoIoUHOT 3a/1031 a6o
NEeTanbHOro HacnifKy 3 6yab-KOI MPUUUHN.

6 BukmBaHicTb 663 paKy MOMIOUHOT 381031 BU3HAYAETLCS SIK MEPLUMA BUNAZOK MICLIEBOrO a0 CMCTEMHOTO PELANBY, KOHTPAIATEPaIbHOTO paKy MOIOYHOT 3a/103K
ab0 neTanbHOro HacniAKy Bif paKy MOMOYHOT 3a/103M.

B BiKMBaHiCTb 683 CUCTEMHUX PELWANBIB BU3HAYAETHCA SIK MepLUMIA BUNAA0K CUCTEMHOIO peLmanBy abo NeTanbHOro HacnigKy Bif paky MOMIOYHOT 3a/1031.
I 3aranbHa BUKMBaHICTb BUSHAYAETHLCS IK HACTAHHS NETa/IbHOTO HACNiaKY 3 6Yab-sKOT MPUUMHM.

3a pesynbTataMu A0AaTKOBOrO aHasizy Migrpynu nauieHTiB 3 MO3MTUBHOK ab0o HEBU3HAYEHO NPOGOI0 Ha eCTPOreHOBI PeLenTopPy HECKOPUToBaHe CMiBBIAHOLLEHHS
PU3MKIB ANA 3arasbHOI BMXKMBAHOCTI cTaHOBMNO 0,83 (norapudmivyHmnin paHrosuii kputepin: p = 0,04250), WO € KNiHIYHO | CTATUCTUYHO 3HAYYLLUM 3MEHLLIEHHAM
PU3UKY NIETaNIbHOTO HacniAKy Ha 17 %.

Pe3ynbTaTv JOLATKOBOIO JOC/IIKEHHSA CTaHy KICTKOBOI TKAHWHMW Yy pamKax MDKrpyrnoBoro LOCNiIKEHHA eK3eMecTaHy Mnokasaiv, WO Y XXIHOK, AKi 3aCTOCOBYBa/N
ApomasnH nicng 2-3 pokiB NiKyBaHHA TaMOKCU(EHOM, CMOCTepirasocs NOMipHe 3HMXXEHHA MiHepasbHOT LWIbHOCTI KICTOK. Y 3arasibHoOMY AOCAiAXeHHI YacToTa
Mepenomis, WO CTaMCA MICAA MOYATKy NiKyBaHHA, fAKa OLiHIOBasiacA NPOTArom nepiody nikyBaHHA TpusanicTio 30 MicAuis, Oyna BULLOK Y NaLieHTIB, AKi
3aCcTOCOBYBa/IM ApPOMa3snH, MOPIBHAHO 3 TAKOK Y rpyni 3acToCyBaHHA TamoKcugery (4,5 % ta 3,3 % BignosigHo, p = 0,038).

PesynbTartu, OTPMMaHI y J0AATKOBOMY AOC/IIKEHHI CTaHY eHOMETPIA Y pamMmKax MIDXXTPYrnoBOro JOCNIAXeHHs eK3eMecTaHy, CBifyaTb, L0 Nicns 2 POKiB NliKyBaHHA
CroCTepiranocs 3MeHLUeHHS TOBLUUHM eHAOMeTpis 3 MefiaHow 33 % Yy mauieHTiB, AKi 3aCTOCOBYBa/IM ApPOMasuH, MOPIBHAHO 3 BiACYTHICTIO MOMITHOT 3MiHN Y
nauieHTiB, AKi 3aCTOCOBYBa/IM TaMOKCU(eH. MOTOBLLEHHS eHAOMETPIsA, 3apeecTpoBaHe Ha MOYaTKy 3aCTOCyBaHHSA AOCNI[KYyBaHOro npenaparty, noBepHynocs 40
HopMK (< 5 MM) y 54 % naLlieHTiB, AKi 3aCTOCOBYBaIM ApPOMasyiH.

MopanbLue crnocTepeXKeHHa 3 MefiaHot 87 MicsALiB Y MIDKIPYNOBOMY JOCTIAMKEHHI eK3eMeCcTaHy.

Pe3ynbTaTh CMOCTEPEXXEHb 3 MefiaHO TPUBANOCTI NiKyBaHHA 6/11M3bKo 30 MicALIB Ta MeAiaHOK TPUBANOCTI MOAANbLLIONO CMOCTEPEXEHHSI 6/1M3bKO 87 MicsuiB
MPOAEMOHCTPYBa/IW, L0 MOAasbLUe NiKYBaHHA eK3eMeCTaHOM nicnis 2—3 poKiB af’toBaHTHOI Tepanii TaMOKCU(EHOM acoLitoBaiocs i3 KIHIYHO Ta CTATUCTUYHO
3HaYYyLMM MOKpPaLLEHHAM MOKa3HWKa BMXMBAHOCTI 6e3 03HaK 3aXBOPHOBAHHSA MOPIBHAHO 3 MPOAOBXEHHAM fliKyBaHHSA TaMOKCU()eHOM. Pe3ynbTatu nokasanu, Lo



MPOTArOM CMOCTEPeXKYBaHOr0 Nepiogy LOCNIIKEHHA APOMasvH 3HAYHO 3HVKYBAB PU3MK PELUAMBY paky MOSIOYHOT 3a/103M Ha 16 % MOpiBHAHO 3 TaMOKCU(EHOM
(cniBBigHOWeHHS pu3unkis 0,84; p = 0,002).

3arasiom Ginblia KOPUCTb Bif 3aCTOCYBaHHA eK3eMecTaHy MOPIBHAHO 3 TAMOKCU(EHOM BiAMOBIAHO A0 MOKa3HMKA BMXXMBAHOCTI 6e3 03HaK 3aXBOPKOBaHHA 0Oyna
OYEeBUIHOK, HEe3aNleXXHO Bif CTaTycy nimMgaTuyHUX BY3niB abo nonepegHbLOro MPOXOMKEHHA Kypcy XimioTepanii abo ropMoHasibHOT Tepanii. CTaTucTuU4yHa
3Ha4yyLWicTb He 6yna BUsAB/EHA B AeKiNIbKOX Migrpynax 3 MaleHbKOH BUOIPKOK. BOHM NPOAeMOHCTPYBa/IY TEHAEHL KO Ha KOPUCTb eK3eMeCTaHy Y MauieHTiB 3 6ibLu
HDK 9 NO3UTMBHUMMW By3namMu abo rnonepesHIM MPOXOAKEHHAM Kypcy XimioTepanii 3a cxemoto CMF (umknoocdaH + meToTpekcar +

5-(hTopypaunn). Y nauieHTiB 3 HeBiZOMWM CTaTyCOM BY3/iB, iHLWIXM MonepeaHiM KypcoMm XimioTepanii, a TakoX HeBiAOMMM/BIACYTHIM CTaTycOM nonepeaHboT
rOPMOHa/IbHOT Tepanii crocTepiranacs CTaTMCTUYHO He3HauyLa TeHAEHL I Ha KOPUCTb TAMOKCU(IEHY.

Kpim TOro, ek3emecTaH TakoX 3Ha4HO MOAOBXYBaB BKMBaHICTb 6e3 paKy MOIOYHOT 31031 (CniBBIAHOWEHHA pu3mnkiB — 0,82; p = 0,00263) Ta BMXMBaHICTbL 6e3
CUCTEMHUX peuunamBiB (CNiBBIAHOLIEHHSA pu3mnKiB — 0,85; p = 0,02425).

ApOMa3nH TakKOX 3HWXXYBaB PU3MK KOHTpanatepasbHOro paky MOJIOYHOT 3a/103M, X0oua eqekT BXe He OyB CTaTUCTUYHO 3HAYyLMM Nif 4Yac UbOro nepiogy
CMOCTEPEXEHHSA Yy AOCAiMKEeHHI (CMiBBIAHOWEHHA pu3nkiBs — 0,74; p = 0,12983). Y 3ara/ibHiil nonynauii 4OCNIQKEHHA TEHAEHLiA 4O MOKpaLLeHHs 3aranbHol
BMXKMBAHOCTI CrnocTepiranaca npu 3acTtocyBaHHI ek3emecTaHy (373 feTasibHi  Hacnigku) MOpiBHAHO 3  TaMokcudgeHoMm (420 netanbHUX Hacnigkie) 3i
CMiBBIZHOLLIEHHAM pu3nkis — 0,89 (orapumivHMin paHrosuid kpuTepi: p = 0,08972), WO CTAHOBU/IO 3HUKEHHS PUSMKY NIeTaIbHOro Hacnigky Ha 11 % Ha KopucTb
ek3emecTaHy. py KopuryBaHHi norepeaHbO 3afaHMX MPOrHOCTUYHMUX (PakTopiB (TOGTO NPo6y Ha ecTPOreHOBi peLenTopu, cTaTtycy niMgaTUYHUX BY3NIB,
nonepeaHbLOro MNPOXOMKEHHSA KYpCy XiMioTepanil, 3aCTOCyBaHHA ropMOHO3aMiCHOT Tepanii Ta 6icd)octhoHaTiB) CTATUCTUYHO 3HAYYLLE 3HVKEHHS PU3MKY NETa/IbHOrO
Hacnigky Ha 18 % (cniBBigHOLLEHHSA PU3MKIB ANS 3arasibHOT BKuBaHOCTI — 0,82; TecT xi-kBagpar (Tect Banbga): p = 0,0082) criocTtepirasiocs npu 3acToCyBaHHi
eK3eMeCTaHy NOPIBHAHO 3 TaMOKCU(EHOM Y 3arasibHiid NoNynsauit 4OCNiKEHHS.

3a pesynbTataMu 40AAaTKOBOrO aHaizy migrpynu nauieHTiB 3 MO3UTUBHOK ab0 HeBU3HAYEHOK NPOOOI0 Ha eCTPOreHOBI PeLenTopy HECKOPUToBaHe CMiBBIAHOLLEHHS
PU3MKIB NS 3arajibHOT BMXKMBAHOCTI CTaHOBM/IO 0,86 (norapudmidHmii paHroBuin kputepin: p = 0,04262), WO € KNiHIYHO i CTATUCTUYHO 3HAYYLLUM 3MEHLLEHHSAM
PU3NKY NeTasibHOro Hacnigky Ha 14 %.

Pe3ynbTatu, OTpYMaHi Yy AOAATKOBOMY [AOCMIIKEHHI CTaHy KIiCTKOBOT TKaHWHW, CBif4YaTh, WO 3aCTOCYBaHHA eK3eMecTaHy NpoTAroM 2—3 PoKiB MNIC/s 3aCTOCYBaHHA
TamOKcuheHy NpoTArom 3—2 pokiB Npu3Beno 4o 36iNbLUeHHS BTpaTV KICTKOBOI Macy Mig Yac Lboro NikyBaHHS (CepefHiin % 3MiHM MiHepanbHOI LLiNbHOCTI KIiCTOK
(MLLK) nopiBHAHO 3 BUXiAHMM piBHEM Yepe3 36 MicauiB: -3,37 (xpebeT), -2,96 (CTerHo NOBHICTHO) NP 3aCTOCYBaHHI ek3eMecTaHy Ta -1,29 (xpebeT), -2,02 (CTerHo
MOBHICTO) NP 3aCTOCyBaHHI TaMOKcueHy). MpoTe nig KiHeub nepiogy nicns NikyBaHHA TPUBANICTIO 24 MicALi 3MiHa 3Ha4YeHHs MLLLK nopiBHAHO 3 MOYaTKOBUM
piBHEM B 060X rpynax flikyBaHHs 6yna MiHiMaIbHOO, KiHLIEBE 3MEHLLEHHS 3HaYeHHA MLLLK y rpyni TamokcudeHy 6yno Tpoxu 6inbLumMMm Ans BCiX AiNSHOK (CepeaHii
% 3miHM MLLLK yepe3 24 micAui NOpPIBHAHO 31 3HAYEHHAM Ha MOYaTKOBOMY piBHI: -2,17 (XpebeT), -3,06 (CTerHo NOBHICTIO) NPW 3aCTOCYBaHHI ek3eMecTaHy Ta -3,44
(xpebeT), -4,15 (CTErHO MOBHICTIO) NPW 3aCTOCYBaHHI TAMOKCU(EHY).

KinbKicTb yCix Nepenomis, 3apeecTpoBaHMX MPOTAroM Nepiofis MikyBaHHSA Ta NOAANbLLIONO CMOCTEPEXEHHS, By1a 3HA4YHO GiNbLLIOKD Y rPyi NiKyBaHHS €K3eMeCTaHOM
MOPIBHAHO 3 FPYMOK0 NiKyBaHHA TamoKcupeHoMm (169 (7,3 %) nopiBHAHO 3 122 (5,2 %); p = 0,004), ane He 6yno BUABNEHO BIAMIHHOCTI Y KifIbKOCTI NMepenomis,
3apeecTPoBaHMX AK HacNifOK OCTEONOpo3y.

J1ikyBaHHS NOLIMPEHOr0 paky MOOYHOT 3a/103M.

Y paHOoMi30BaHOMY MOPIBHAIBHOMY KOHTPO/IbOBaHOMY K/iHIYHOMY LOCMiKEHHI 3aCTOCyBaHHS rpenapaty ApomasuH B A0060Bii f03i 25 Mr NpoLeMOHCTPOBaHO
CTaTUCTUYHO 3HauylLLe 306iNbLUEHHSA Nepiofdy BUXMBAHOCTI, Yacy A0 NPOrpecyBaHHs 3axXBOPHOBAHHSA, Yacy A0 KOHCTaTauii BiACYTHOCTI e(ieKTy fliKyBaHHS MOPIBHAHO
3i CTaHZAPTHUM FOPMOHa/IbHUM NiKYBaHHAM i3 3aCTOCYBaHHAM MerecTposy aueTaTy B XIHOK 3 MOLMPEHUM PakoM MOJIOYHOT 3a/1031 B Mepioj NOCTMEHOMay3u, AKNii
nporpecyBas nicns abo nif vac NikyBaHHA TaMOKCU(EHOM, SIKIIA 3aCTOCOBYBa/IM SIK af’tOBaHTHY Teparito abo Tepanito NepLuoi NiHiT NOWNPEHOro pakKy.
PapmakoKiHe TuKa.




Abcopbuis.
Micna nepopanbHOro npuitoMy Tabnetok npenapaty ApomasnH, eK3eMecTaH LUBMAKO abcopbyeTbes. YacTMHa A03M, WO NOrMHAETLCS 3i LUTYHKOBO-KULLIKOBOIO

TpakTy, BUCOKa. ABCOMOTHA 6ioNorivyHa JOCTYNHICTb Y NOAUHW He BMU3HAYEHA, X04a OYiKYETbCA, L0 PO3NOBCHOMKEHHS Mae OyTM 0OMEeXeHO etheKTOM MepLLoro
NPOXOMKEHHS. AHANOTIYHNIA eqpeKT NPU3BOAMB A0 TOrO, WO MOKa3HMK abCoMTHOT 6i0M0riYHOI AOCTYNHOCTI Y WYypiB Ta cobak cTaHoBMB 5 %. Mpu ogHOpasoBomy
npuiioMi Jo3n 25 MIr cepefHiil piBeHb y Nas3mi focsrae MakCUmymy vepes 2 roguHu i cTaHoBuTb 18 Hr/m. OfHOYaCcHe 3aCTOCYBaHHA npenapary 3 DKeto MigBuLLye
ioro 6iofocTynHicTb Ha 40 %.

Posnogin.

O6’em posnofiny eksemectaHy 6e3 KOpekLii Ha nepopanbHy 6i0f0CTYNHICTb CTaHOBUTb Npu6amM3HO 20 000 n. PapmakoKiHETUKA eK3eMeCTaHy € MiHINHOK i
KIHLEBWI Yac HaniBBMBELEHHS MNpenapaTty CTaHOBWUTb 24 roguHW. 3B’A3yBaHHA 3 Gifikamy nnasMu Kposi cTaHoBUTb 90 % i He 3a/1eXXuTb Bif KOHUEHTpauil.
Ek3emecTaH i 10ro metaboniTv He 3B’A3yK0TbCA 3 epuTpoumuTaMn. EK3eMecTaH He KyMy/HOETbCA Hemnepe6ayyBaHyM LUISAXOM MiCNs 3aCTOCYBaHHA NOBTOPHMX [03.
BrBeeHHA.

Ek3emectaH MeTabo/i3yeTbCA LUIAXOM OKUCHEHHS MeTU/IeHOBOT rpynu (6) 3a gonomoroto izogepmeHTy CYP3A4 Ta/abo LWISXOM BifJHOBMEHHA 17-KeTorpynu 3a
[ONOMOrOK  anboKeTOpeAyKTasn i3 NoJanblUo KOH’torauieto. KnipeHC ek3eMecTaHy CTaHoOBUTb npu6im3Ho 500 ni/rof 6e3 Kopekuii Ha nepopasibHy
6I0f0CTYMHICTb.

LLlofo iHribyBaHHsi apomatasu Ui MeTaboniTh abo HeaKTUBHI, ab0 MeHLU aKTMBHI, HX BuXigHa cnonyka. KinbKicTb npenapaTty y He3MiHeHOMY BWUINsAgi, WO
BUINAETLCA i3 ceueto, cTaHOBUTL 1 % f03n. OfiHaKoBa KifbKicTb (40 %) ek3emMecTaHy, MideHoro isotorom 14C, Buginsnacs i3 ceyeto Ta KasioM NpOTArOM TUXKHS.
CneujanbHi rpynu.

Bik.

CyTTEBOT KOpenAaLii Mi>k CUCTEMHOKO eKCMO3ULLIEID npenapaTy ApomasyiH i BIKOM MaLieHTIB He CnocTepiranocs.

MauieHTw 3 NOPYLUEHHAM PYHKLIT HAPOK.

Y nauieHTiB 3 ypaKeHHAM HUPOK THKKOro cTyneHs (CL ., < 30 Mn/XB) piBeHb CUCTEMHOT eKCNO3uLiT ek3emecTaHy OyB BABIYi BULLMM MOPIBHAHO 3 TaKUM Y 340POBUX
[06p0oBONbLIB. 3 Ornady Ha Npogisib 6e3neYHOCTI eK3eMecTaHy, KOpUryBaHHS 031 He NoTpibHe.

MauieHTy 3 NOpYyLUEHHAM (PYHKLIT NeYiHKN.

Y nNayieHTiB 3 YpaKeHHSM MNeYiHKN cepeaHboro abo TAXKKOro CTyneHs piBeHb eKCro3uuii ek3eMecTaHy y 2-3 pa3v BULLMIA MOPIBHAHO 3 TakMM Yy 340POBUX
[06p0oBO/bLIB. 3 Ornisay Ha Npodinb 6e3neYHOCTi eK3emMecTaHy, KOpUryBaHHS 031 He NoTPibHe.

KniHIYHI XapaKTepuUcTnKM.

Noka3aHHA.

A[’10BaHTHa Tepanis Yy XIiHOK 3 iHBa3MBHMM PakoM MOJIOYHOI 31031 paHHIX CTafiil 3 NO3UTUBHOK MPO6OI0 Ha eCTPOreHOBI peLenTopy y nepiof NocTMeHoMnays3wu
nicns 2—-3 pokKiB NOYaTKOBOI &/’ tOBaHTHOI Tepanil TaMOKCU(EHOM.

JNiKyBaHHSA NOLUMPEHOrO paKy MOJIOYHOT 3a/1031 Y XKIHOK 3 NPUPOAHUM UM iHLYKOBaHMM NOCTMEHOMNAY3HUM CTaTyCOM, Y SIKUX BUSIB/IEHO MPOrpecyBaHHs XBOPOOYU
nicns Tepanii aHTMecTporeHamu. He 6yna npogemMoHCTpoBaHa ePEKTUBHICTL Y MaLiEHTOK 3 HeraTMBHOK MPO6OKO Ha eCTPOreHOBI peLenTopu.

IMpoTnnoKasaHHA.
ApoMasuH NpoTUMNOKa3aHWiA NalieHTaM 3 BiOMOI TFinepyyTAMBICTIO A0 aKTMBHOIO iHrpejieHTa npenaparty abo [0 OyAb-SKOro iHWOro KOMMOHeHTa npenapary,
3a3Ha4eHoro B po3gini «Cknaf». Mpenapat TakoX NPOTUMOKa3aHWi XiHKaM y nepeameHonay3asibHOMY Mepiofi, XXiHKaM y nepiof BariTHOCTI abo rofyBaHHs rpyaato.



B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3aEMOSIA.

Pe3ynbTaTi JOCNi[AXKeHb in Vitro nokasanu, Wo el npenapar MeTaboniyerbca nig Bnaveom uutoxpomy P450 (CYP3A4) Ta anboKeTopeayKTtas (AuB. po3gin
«DapMaKOKiHETMKa») i He iHribye X0AHOro 3 ocHOBHUX CY P-izoepmeHTiB. Mig yac KAIHIYHOrO (hapMakKOKIHETUYHOIO AOCANI[KEHHS OYy/0 BCTAHOB/IEHO, LLO
cneymgiyHe iHrioysaHHA CY P3A4 KETOKOHA30/10M He YAHWUTL 3HA4YHOI O BM/INBY Ha (hapMaKOKIHETUKY eK3eMeCTaHy.

Y pocnifpkeHHi B3aemogii 3 pudamniynHom, NoTyXHUM iHaykTopoM CY P450, y fo6osii f03i 600 Mr Ta pa3oBiil 403i eK3eMeCTaHy, Lo CTaHOBUTb 25 Mr, 3Ha4YeHHS
AUC eksemecTaHy 3meHLWMNNOCh Ha 54 %, a Cygx — Ha 41 %. OcCKifibKM KniHiYHA 3HAYYLWICTb [aHOT B3aEMOAIi He BKBYEHA, OJHOYACHE 3aCTOCYBAHHA TaKWUX

niKapcbKnx 3acobiB, AK puamniumH, NpoTUCYLOMHI 3ac06M (Hanpuknas (eHiToiH Ta KapbamaseniH) Ta (hiTonpenapatis, WO MICTATb 3Bip0o6in 3BUYANHWIA, AKi, AK
BiZJOMO, iHAYKYOTb CY P3A4, MOXYTb 3HKYBaTK e(DEKTUBHICTb npenapary ApomasuH.

ApOMasunH cnif 3aCTOCOBYBATUN 3 06EPEXHICTIO 3 NiKapcbKUMK 3acobamu, Wwo metabonizytoTbcd CYP3A4 Ta MatoTb BY3bKWIA fliana3oH TepaneBTUYHOT Ail. Jocsig
0AHOYaCHOrO KNiHIYHOr0 3aCTOCyBaHHA npenapaty ApoMasuH 3 iHWIMMK NPOTUMYXMHHUMU NiKapCbK1MKM 3ac06amu BiACYTHI.

ApOMa3smnH He chif, 3aCTOCOBYBATM 3 NiIKAPCbKMMM 3ac06aMK, L0 MICTATb eCTPOreH, OCKIfIbKM MNP 0HOYAaCHOMY 3aCTOCYBaHHI iX (hapmakonorivyHa f4is HiBe/TloeTbCA.

Oco6MBOCTI 3aCTOCYBAHHSA.

ApomasviH He cnij npu3HavaT XXiHKaM i3 npemMeHonay3HVM eHLOKPUHHUM CTaTycoM. TOMYy Y MPUUAHATHUX KNIHIYHUX BUMaAKax Heo6XifHO BCTaHOBUTM
NOCTMeHOMNay3HWIA CTaTyC LWASAXOM OLiHKK piBHIB JIT', ®CI™ Ta ecTpagiony.

ApoMasuH cnif, 3 06epeXXHICTIO NPU3HaYaTh NaLieHTaM 3 NOPYLUEHHAMY PYHKLiA nedviHKM a6o HUPOK.

TabneTkn ApoMasnH MICTATb caxapo3y, X He MOXHa Npu3HavaTi nawieHTaMm i3 pigKiCHUMK CnagkoBUMK (hopMamMmn HenepeHOCUMOCTI (pYKTO3n, MasibabcopoLieto
[/IFOKO3U Ta ralakTo3n abo HeOoCTaTHICTIO caxapasu-i3oMasibTasu.

TabneTkn ApoMasuH MiCTSTb MeTUANaparigpoKCMOeH30aT, AKUIA MOXE CIPUUMHATY anepriyvni peakuii (MOXMBO, BiACTPOYEHI).

ApOoMasVviH € npenapaTom, KU CUNbHO 3HWKYE PiBEHb ECTPOTeHiB; CMOCTEPIraiocs 3MeHLUEHHA MiHepasibHOT LWibHOCTI KICTOK Ta 30i/IbLUEHHS 4acTOTW NepesioMiB
nicna 3acTocyBaHHA npenapaty (4vB. po3gin «PapmakofnHaMika»). Ha noyaTky aj’toBaHTHOI Tepanii npenapaTtoM Y >KIHOK, fKi CTpaKAalTb Ha 0CTeornopo3s abo
MatoTb PU3NK MOr0 BMHUKHEHHS, CNif OLIHUTM MiHepasibHYy LWiNbHICTb KICTOK Ha MOYaTKOBOMY PiBHi, 6a3ytouMCb Ha MOTOYHWUX KIHIYHUX PeKOMeHAauisxX Ta
npakTukKax. MiHepasibHy LWiNIbHICTb KICTOK Y NauieHTIB 3 NOLWMPEHNM 3aXBOPHOBAHHAM C/lif, OLiHIOBATU B IHAMBIAYA/IbHOMY MOPSAAKY.

Xoua Hemae [OCTaTHIX AaHWX CTOCOBHO BI/IMBY Tepanii nif Yac NikyBaHHSA BTpaTV MiHEPa/IbHOI LWiIbHOCTI KiCTOK, CMPUYMHEHOI npenapaToM ApoMasuH, HeobXxigHo
MPOBOAUTM MOHITOPUHI CTaHy NauieHTiB, fKi 3aCTOCOBYHOTH MpenapaT ApOMasuH, Ta po3noyartu NikyBaHHA abo MpogifakTUKy 0CTeonoposy y MauieHTiB rpynu
PU3UKY.

[0 noyaTKy nikyBaHHS iHri6iTopamy apomartasun Cnif NPOBECTM 3BMYaliHe OLiHIOBaHHS PiBHIB 25-riapoKcn-MeTaboniTiB BiTamiHy D, OCKiNbKM y XIHOK 3 pakom
MOJI0YHOT 321031 PaHHIX CTafill YaCcTO BUHUKAE TXKUIA AediumT BiTamiHy D. XKiHKK 3 gediumtom BiTamiHy D NOBMHHI OTPUMYBATU MOro 104aTKOBO.

3acTocyBaHHs y Nepiog BariTHOCTI abo rofyBaHHs rpyagto.

BariTHicTb. KniHIYHI AaHi LWOA0 3acTOCYyBaHHA npenapaty ApOMasvH BariTHUM KiHKam BIACYTHI. [OCNifKEeHHS Ha TBapuvHax MNoKasain pPenpoayKTUBHY
TOKCUYHICTb, TOMY ApOMa3uH NPOTUMOKa3aHWIA 4/t 3aCTOCYBaHHA BariTHUM XXiHKaMm.

["ofyBaHHA rpyaato. HeBiflomMo, UM NPOHUKAE eK3eMecTaH Y rpyHe MOMI0KO. APOMasuH He Cif, 3aCTOCOBYBATM XIiHKaM Yy Mepiof rogyBaHHs rpyaato.

XKiHKKM y nepumeHonaysansHoMy nepiogi abo XKiHK1 PenpofyKTUBHOTO BiKY.

Jikap mae 06roBopmTN HEOBXIAHICTb BIAMOBIAHOT KOHTPALENLIT 3 XKIHKaMW, SKi MOXYTb 3aBariTHITU, & TaKOX i3 XXIHKaMW, AKi 3HaX0AATLCS Y NeprMeHonay3aibHOMy
abo HelofaBHO Mepelwwiv y nocTMeHonaysasbHUA nNepiod, MOKM TX MOCTMeHoMNay3abHWIA CTaTyC He CTaHe MOBHICTO BCTAHOBNEHMI (AMB. pPO34inu
«[poTmnokasaHHsa» Ta «OCoBMMBOCTI 3aCTOCYBaHHSA).



34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Nnpy KepyBaHHIi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.

IMig yac 3acTocyBaHHs npenapaTy MoBifOM/IANOCA NMPO COHAMBICTb, COMHOJIEHLIIO, aCTEHIO Ta 3amaMopoYeHHs. MauieHTam cnif NoBigOMUTK MPO Te, LWO B pasi
BUHWKHEHHSI LUMX CUMMTOMIB MOX/MBE MOPYLUEHHS TXHIX (i3UYHMX Ta/abo MCUXIYHMX peakuii, HeobXigHWX ANS YynpaBniHHA aBTOMOGINEM abo iHLWMMUK
MexaHi3mamu.

Cnocib 3acTocyBaHHA Ta [03Mu.

Jopocni Ta nawieH T NiTHLOro BiKY.

ApOoMa3unH peKOMeHAYETbCS NpuiAmMaTii No 25 Mr 1 pa3 Ha fo6Y LLoAeHHO, 6axxaHo nicns igun.

Y nauieHTIiB i3 pakoM MOJIOYHOT 3a/103U paHHIX CTafiil NikyBaHHS rpenapatom ApoMasvMH HeobXigHO NPOAOBXYBATW [0 3aBEPLUEHHS N’ATMPIYHOI KOMOIHOBAHOI
MocnifOBHOT a4’ t0OBaHTHOI TOPMOHa/ILHOT Tepanii (MPOoA0BXeHH:A Tepanii npenapaTtoM ApoMasuH Nicig 3aCTOCYBaHHA TaMOKCU(eHY) abo [0 BUHUKHEHHS peuuavBy
NYX/VHWN.

Y nauieHTiB 3 NOLUMPEHUM PaKOM MOJIOHYHOT 3371031 NiKYBaHHA npenapaTtoM ApomasuviH Cnif, NPoAOBXYBaTK, NOKM NPOrpecis MyX/IMHN 04eBUIHa.

MayieHTaM i3 HeJOCTATHICTIO (DYHKLIT NeYiHKy abo HUPOK KOpeKLis 4031 He NOoTPpibHa (AMB. po3ain «PapMaKoKIHETMKEY).

aiTn.
Mpenapat He PeKOMEeHAYETLCA A4/19 3aCTOCYBaHHSA AiTAM.

Nepeno3yBaHHSA.

Byno npoBefeHO KNiHIYHI AOCNiMKEHHS 3aCTOCYBaHHA npenapaTty ApomasuH Yy pa3oBiil 4o3i o 800 Mr 340p0B1M A06POBO/bLIAM XIHOYOI cTaTi Ta B f03i 40 600 Mr
Ha [00y XXiHKaMm y nepiof NOCTMeHoNay3un 3 MOWMPeHUM pakoM MOJIOYHOT 3a/1031; AaHi AOCHIMKEeHHS CBifyaTh Mpo fo6py nepeHOCUMICTb umx Ao3. OfHopa3oBa
[03a npenapaty ApOMasuH, WO MOXe CNPUYUHUTU NOABY HebGe3neyHux LS XKUTTA CUMMTOMIB, He BCTaHOBMeHa. B focnigax Ha TBapuHax NeTasbHICTb
peecTpyBasiacs Micns BBeAEHHS 0HOPa30BOT NepopasibHOI A03K, L0 eKBiBaneHTHa BignosigHo 2000 i 4000 peKoMeHA0BaHOI NMOACLKOI 403K B MI/M2. CneLm®iyHmnx
aHTWAOTIB NpW nepefo3yBaHHI He ICHYE; CNif MPOBOAUTM CUMMNTOMATUYHE NiKyBaHHA. MokasaHe 3arasibHe NiATPUMYHOYe JliKyBaHHS, Y TOMY YMC/i YacTui
MOHITOPUHI OCHOBHMX MOKa3HWKIB XXWUTTEAISANbHOCTI OpraHiamy Ta peTenbHWi Harnag 3a nawieHTamu.

Mo6iyHI peakuii.

ApOMa3viH 3araioM NepeHoCUBCS A06Pe B YCIX KMIHIYHUX AOCNIKEHHSAX NPU 3aCTOCYBaHHI CTaHAAPTHOI A03n 25 Mr/aoby; HebaxkaHi sBuLLAa 3a3BMYali 6ynn Bif cnabkoro
[10 NOMIPHOrOo CTYMNeHs TSXKKOCTI. YacToTa NpMNUHEHb NiKyBaHHS Yepe3 HebaxkaHi siBuLLa ctaHoBUAa 7,4 % y NauieHTiB i3 pakoM MOMOYHOT 3371031 paHHIX cTafii, saKi
OTPUMYBa/IM afi’tOBaHTHY Tepariito npenapaTtom ApomasuH nicns CTapToBOl af’toBaHTHOI Tepanii TaMoKcupeHoM. HaityacTile noBifoMasnocs npo Taki HebaaHi
ABMLLA, K Npunavem (22 %), aptpanria (18 %) Ta nigsuLLEeHa BTOM/IOBaHICTb (16 %).

YacToTa NpPUNUHEHHS NliKyBaHHS Yepe3 HebaxaHi fBuLa ctaHoBuNa 2,8 % y 3arasibHiii Nonynauii XBopux i3 MOWKUPEHNM pPakoM MOJIOYHOI 3a103u. HaivacTiwe
MOBIZOMANOCA NPO TaKi HebaxaHi AsuLla, aK npunavemn (14 %) ta Hygota (12 %).

BifbLWicTb HebaxXaHNX ABULL, MOXe By TW MNOACHEHO HOPMa/IbHUMIW (hapMaKoNIoriYHUMW HacNiAKaMKn 6/10KyBaHHS eCTPOreHy (Hanpuknag npunanem).

Mo6iyHI peakuii, 3apeecTpoBaHi MPOTArOM KNiHIYHMUX LOCNIIKEHb Ta NOCTPEECTPALLIIHOrO 3aCTOCYBaHHS npenapary, HaBeAeHO HIKYe BignoBIAHO 40 KnaciB CUCTEM
OpraHiB Ta 4acToTHu.

IMOKa3HMKKN 4YaCTOTK BM3HAYa0Tb TAKMM YMHOM: Ay>ke YacTo (= 1/10), yacTo (Big = 1/100 go < 1/10), HeyacTo (Big = 1/1000 go < 1/100), pigko (Big = 1/20000 go < 1



/1000), pyxe pigko (< 1/20000), yacTtoTa HeBifioma (He MOXKHa BCTAHOBMTW Ha NiACTaBi HAABHUX JaHNX).

3 60Ky CUCTEMU KpPoBi Ta NiMDATUYHOI CUCTEMU: AYXEe 4YacTo — feiiKoneHis™; 4acTo — TPOMBOLMTONEHIS ™; YacToTa HeBijloMa — 3HVKEHHS KifbKOCTI
nimdounTis**.

3 60Ky IMYHHOT CUCTEMM: HEYacTo — rinepyyTAnNBICTb.

MeTaboniyHi Ta animeHTapHi po3nagn: 4acTo — aHOPEKCIS.

3 6OKY MCUXIKK: QyXKe YacTo — faenpecis, 6e3COoHHS.

3 60Ky HepBOBOT CUCTEMMU: Lly>XKe YacTO — rof0BHUI 6iflb, 3aMamMopOYeHHS; YacTo — CUHAPOM KapnaibHOro KaHay, napecrtesis; pifKo — COMHO/MEHLS.

3 60Ky CyfvH: [y>Ke 4acTo — NPUMINBK.

3 60Ky LLNYHKOBO-KMLLIKOBOIO TPaKTY: [y>Ke 4acTo — 6iflb Y XXMBOTI, Hy10Ta; 4acTo — 6/1t0BaHHS, fiapes, 3anop, gucnencis.

3 60Ky renaTobiniapHOi CUCTEMM: Ly>Ke YacTo — NifBMWLLEHI PiBHI NEYIHKOBMX (PEPMEHTIB, NiABWLLEHI PiBHI 6inipy6iHY B KPOBI, NiABMWLLEHI PiBHI Ny>XHOT (octaTasn
B KpOBI; piako — renatut!, xonectatnunuii renatut?.

3 60Ky LWKipM Ta NiAWKIpHOT KNITKOBUHW: Ay)Ke 4acTo — NiABuLLeHa NITAMBICTb; YacTo — anonewis, BUCWUMAHHSA, KPOMMB’SIHKA, CBEPOIX; PiAKO — rocTpuin
reHepasi3oBaHuWii eK3aHTeMaTo3HWIA NycTy o3t

3 60Ky OMOPHO-PYXOBOr0 anapaTy Ta KiCTOK: y>e 4acTo — 6i/lb y cyrnobax Ta M’s130B0-CKe/NeTHWIA 6i/lb”™; 4acTo — NepesomM, 0CTeonopos.

3arasbHi po3naamn Ta peakuii y MicLi BBEAEHHS: Ay>Ke YacTo — 6inb, NiABMLLEHA BTOM/IHOBAHICTb; YacTO — NePUMEPUUHMNIA HAOPAK, aCTeHis.

* . - - - - - . - . - .
Bk/touae apTpanrito Ta pifLle 6inb Yy KiHLiBKaX, 0CTE0APTPUT, Biflb Yy CIMHI, apTPUT, Mianrito Ta CKyTiCTb Cyrno6is.

** Y nauieHTiB 3 MOLIMPEHUM PakoM MOMOYHOT 3a/103M BUMAAKM TPOMBOLMTOMNEHIT Ta NeliKoneHii peecTpyBanncs pigko. MepiofnuHe 3HKEHHS KiNbKoCTi
nimoumTiB crioctepiranocs npubansHo y 20 % nauieHTiB, AKI OTPMMYBasiM APOMasnH, 30KpemMa Yy MauieHTIB 3 y)Xe HafBHOK nimdoneHieto. OfHaK, cepeaHi
3HaYeHHS KiNbKOCTI NiMGoUMTIB Yy LUMX NauieHTIB 3 nepebirom 4yacy 3Ha4yHO He 3MIiHIOBa/SIMCS Ta BiAMNOBIAHOIO MifABWLLIEHHS YacTOTWU BIPYCHUX IH(EKLiN He
cnoctepiranocs. Lli edhekTv He cnocTepiranncs y nauieHTiB, SKi OTpUMYBaV NliKyBaHHSA Y AOCIIPKEHHSAX PaKy MOJIOYHOT 381031 paHHIX CTagiil.

T YacTtoTa, po3paxosaHa 3a npasunom 3/X.

Y T1abnuui 2 HaBefeHO NOKa3HMKN 4YacTOTU NonepeaHbO BU3HAYEHNX NOBIYHMX peakLiin Ta 3aXBOPIOBaHb Y MIXXIPYNOBOMY AOCNIIKEHHI eK3eMeCTaHy Y naLjieHTIB 3
pakoM MOJIOYHOI 3a/1031 PaHHIX CTafiil, He3aleXXHO Bif MPUUYMHHOI 3YMOB/IEHOCTI, 3apeecTpoBaHUX Yy NauieHTIB, AKi OTpUMyBann Tepanito A0CHiIKYBaHUM
npenapaTom Ta NpoTarom nepiogy Ao 30 AHIB Nicna ii 3aBepLUEHHS.

Tabnuuyga 2.

Mo6iyHi peakuii Ta Ek3emecTaH TamokcudeH
3aXBOPHOBaHHS (N = 2249) (N =2279)

Mpunnuen 491 (21,8 %) 457 (20,1 %)
MigBuLLEHa BTOM/THOBAHICTb 367 (16,3 %) 344 (15,1 %)
"onoBHWIA Ginb 305 (13,6 %) 255 (11,2 %)
Be3coHHs 290 (12,9 %) 204 (9,0 %)
MigsueHa NiTAnBICTb 270 (12,0 %) 242 (10,6 %)
MiHeKOoNOriYHi 3aXBOPHOBaHHS 235 (10,5 %) 340 (14,9 %)




3anamopoyeHHs 224 (10,0 %) 200 (8,8 %)
HypoTta 200 (8,9 %) 208 (9,1 %)
OcTeonopos 116 (5,2 %) 66 (2,9 %)
BariHanbHa KpoBoTeya 90 (4,0 %) 121 (5,3 %)
[HLWNIA NepBUHHMIA paK 84 (3,6 %) 125 (5,3 %)
bntoBaHHS 50 (2,2 %) 54 (2,4 %)
MopyLUeHHs 30py 45 (2,0 %) 53 (2,3 %)
Tpomboemb60nis 16 (0,7 %) 42 (1,8 %)
OCTeonopo3Huii nepesiom 14 (0,6 %) 12 (0,5 %)
IHhapKT MioKapaa 13 (0,6 %) 4 (0,2 %)

Y MDKrpynoBomy [LOCNI[KEHHI eK3eMeCTaHy 4acToTa fBWULY, ieMii MioKapZa Yy rpynax fikyBaHHS eK3eMecTaHOM Ta TaMOKCu(eHom ctaHoBunia 4,5 % 1a 4,2 %
BIAMNOBIAHO. YKOAHMX 3HAYYLLMX BIAMIHHOCTEN ANst 6YAb-SKUX OKPEMUX CepPLEBO-CYANHHUX SIBULLL, Y TOMY YMC/i apTepianbHOI rinepTeHsil (9,9 % nopisHsAHO 3 8,4 %
), iHhapkTy miokapaa (0,6 % nopisHsaHO 3 0,2 %) Ta cepuesoi HegocTatHocTi (1,1 % nopiBHAHO 3 0,7 %), He cnocTepiranocs.

Y MiKrpynoBomy LOCNIAXEHHI eK3eMeCcTaHy 3aCTOCYBaHHS eK3eMeCTaHy CYMNpOBOLKYBA/IOCH BULLOK YaCTOTOK TirnepxosieCTepuHEMIT MOPIBHAHO 3 3aCTOCYBaHHAM
TaMmokcudeny (3,7 % nopiBHAHO 3 2,1 %).

B okpemMomy noggiiiHomy cninoMy paHAoOMi30BaHOMY [LOCAIIKEHHI 3a y4acTHO XIHOK Yy nepiog NocTMeHoMay3u 3 pakoM MOJIOYHOT 3a/103M PaHHIX cTagin y rpyni
HM3bKOr0 PU3NKY, SIKi OTPUMYBaM NiKyBaHHA ek3emecTaHoMm (N = 73) ab6o nnaue6o (N = 73) npoTarom 24 MicsuiB, 3aCTOCYBaHHA eK3eMeCTaHy acoLitoBanocst 3i
3HWXXeHHAM piBHIB xonectepuHy JIMBLL, y nnasmi KpoBi B cepefHbOMY Ha 7-9 % nopiBHAHO 3 NigBuweHHAM Ha 1% y rpyni nnaue6o. TakoX cnocTepiranocs
3HVXKEHHS pIBHIB anoninonpoTteiHy Al Ha 5-6 % y rpyni NiKyBaHHA €K3eMeCTaHOM MOPIBHAHO 3i 3HVWKEeHHAM Ha 0-2 % y rpyni nnaue6o. Bnave Ha BCi iHLWI
npoaHanioBaHi NnapameTpu Ninigis (piBHi 3arasibHOro0 XonectepuHy, xonectepuHy JIMHLL, Tpurniuepuais, anoninonpoTeiHy-B i ninonpoTteiHy-a) 6yB aHaNorivyH1M
y 4BOX rpynax nikysaHHs. KniHivyHa 3HauyLLiCTb LUMX pe3ynbTaTiB HeBigoMma.

Y MDKrpynoBoMy [AOCHi[PKEHHI eK3eMecTaHy BuMpa3ska LUIyHKa cnocTepirasacsa 3 OiNbLUIOK YacTOTOH Y rpyni NliKyBaHHA €K3eMeCTaHOM MOPIBHSAHO 3 TPYyroto
nikyBaHHs1 TamokcueHom (0,7 % nopiBHAHO 3 < 0,1 %). BinbwicTb MNauieHTIB, AKi 3aCTOCOBYBa/IN eK3eMeCTaH | Mann BMPasKy LWAYHKA, TaKoX OAHOYacHO
3aCTOCOBYBa/IV HECTEPOIAHI NpOTM3anabHi Npenaparn Ta/abo 3aCTOCOBYBa/IM TX paHilLLe.

[MoBifOMNEHHS NPO Mifo3ptoBaHi NOGIYHI peakLil.

MoBifOMMEHHA MPO Nifo3proBaHi MoGIYHI peakuil nicna peecTpauii NikapcbKoro 3acoby € BaXIMBMM 3axofoM. Lle fae 3mory 3fgiicHioBaTy GesnepepBHUIA
MOHITOPUHT CMNiBBILAHOLUEHHA KOPUCTL/PU3NK 3aCTOCYBaHHSA NiKapCbKOro 3acoby. JlikapiB NpocAaTb MNOBILOMAATY NPO 6yAb-AKi Nif03proBaHi NOGIYHI peakwii.

TepMiH NpUAATHOCTI. 3 pOKMK.
YMOBW 36epiraHHs.
36epiratv npu Temnepatypi He sue 30 °C.

36epiratv B HeOCTYMHOMY AN AiTeid Micu.

YnakKoBKa.



Mo 15 Tabnetok y 6nicTepi, No 2 6nicTepn B KapTOHHI KopobLi abo no 20 TabneTok y 6icTepi, No 5 6/icTepiB y KapTOHHI KOPO6L.

Kateropis Bignycky.
3a peLenTom.

BupobHMK.
Mcpbainzep ITanis C.p.n./Pfizer ItaliaSir.l.

Micue3HaxomkeHHS BUPOOHMKaA Ta afpeca Micusa NPoBafKeHHS MOro 4isiNIbHOCTI.
JNokanita MapiHo genb TpoHTo — 63100 Ackoni MiceHo (AlM), ITanis/Localita Marino del Tronto — 63100 Ascoli Piceno (AP), Italy.



