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IHCTPYKIIA
AJIS1 MEAUYHOI'0 32CTOCYBAHHSA JIKAPCHhKOI0 3ac00y

OHKACIIAP®
(ONCASPAR)

Cknao:

Ofroui pevosunu: Tieracmaprasa (pegaspargase);

1 ¢dnakon mictuth 3750 MO neracnaprasu;

micst BiiHOBICHHS B 1 Mut po3unny mictuthes 750 MO nieracniaprasu (750 MO/min);

oonomidxcHi peyosunu. Hatpiro rigpodocdar, renrarigpar (aurigpar); HaTpito aurigpodocdar,
JIMTIIpaT; HATPIO XJIOPHI, caxapos3a; Harpiro Trigpokcuj (mis kopuryBaHHs PH); kuciora
XJIOPUCTOBOIHEBA (M1t KOpUryBaHHs pH).

Jlikapcbka ¢opma. [Topomrok amnst po3unHy Juist iH’ eKuii/iHngy3ii.
Ocnogni izuxo-ximiuni enacmugocmi: MOPOILIOK O110ro a0o Maiixke 01710r0 KOJIbOopYy.

dapmakoTepaneBTHYHA Ipyna. AHTHHEOIUIACTUYHI Ta IMYHOMOJYJIOIOUI 3acoOu, iHIII
aHTHUHEOIUTACTHYHI 3aco0u, neracnaprasa. Kom ATX: LO1XX24.

Dapmakonoziuni eracmueocmi.

Dapmaroounamixa.

Mexanizm _gii. Mexanism nii  L-acmaparinasu mossrae 'y EepMEHTHOMY PO3IICIUICHHI
aMiHOKHCIOTH L-acnapariny Ha acmapariHoBy KHUCJIOTY Ta amoHiid. Hecraua L-acnapariny B
KpOBI MPU3BOJUTH 10 1HT1OyBaHHS cuHTe3y Oulky, cuHTedy JJHK ta cuntesy PHK, 30kpema, B
JelikeMiyHMX OJAacTHUX KIITHHAX, HE 3JaTHUX JO CHHTe3y L-acmapariny, uwepe3 Mo
BiI0OYBA€THCS iX aroOMNTO3.

HaBnpotu, HOpMalibHI KIIITUHM, 3/1aTHI 10 CUHTe3y L-acnapariny, € MEHII YyTJIMBUMHU A0 HOoro
MIBUJKOTO po3nagy Ha QoHi Tepamii 13 3acTtocyBaHHAM ¢epMeHTy L-acnaparinasm.
[IEI'mmoBaHHd He 3MiHIOE (epMEeHTH1 BiacTuBocTi L-acmapariHa3u, ajne BIUIMBAE Ha
(apMaKOKiHETUYHI BIACTUBOCTI Ta IMyHOT'€HHICTb IbOTO (PEPMEHTY.

®dapmakoanHamiuHi _edexTu. AnTuneiikemiunuii edext L-acnapariHazu TOB’s3aHUM 13
NOCTIHUM 3MEHIIEeHHAM L-acrapariHy B KpoBi Ta CIUHHOMO3KOBIH pinuHi (CMP).

KniniyHa eexTUBHICTS 1 Oe3mneka.

EdextuBnicTs Ta Oe3neky npenapaty OHkacmap® OLIHIOBAIM 3a JaHUMH TPbOX KIIHIYHUX
JIOCJIIJDKEHB NP 3aCTOCYBaHHI npenapary Onkacnap®, mopomok s 1H’ eKiii/indy3ii B SKocTi
tepanii nepioi JaiHii mauieHTiB 3 ['JIJI: 1o nocaimxenns CCG-1962 Oyno BKIIIOYEHO MALIE€HTIB 13
cranaapTHuM pusukoMm ['JUT; B nocnimkenns AALLO7P4 Oyno BKiIIOUEHO MAlli€HTIB 13 BUCOKUM
pusukom ['JUI; B mocmimkenns DFCI 11-001 OGymo BkIIOUEHO MAIlEHTIB i3 CTaHIAPTHUM Ta
BUCOKUM pusukoMm ['JUL.

Ominka edexrtuBHOCTi mpenapaTy Onkacnap® B Tepamii namientiB 3 [JIJI 3 penmauBom/
pedpakTepHUM 3aXBOPIOBaHHSAM Ta KJIIHIYHOK QJEPriYHOI0 pEaKIi€l0 Ha HATHBHY
L-acnaparinasy E.coli B aHamHe3l TIpYHTye€Tbcs Ha CYKyHHHX JIaHuX 94 maiieHTiB 6-Tn
BimkpuTHX  gociaipkens [ASP-001, ASP-201A, ASP-302, ASP-304, ASP-400 Ta
ASP-001C/003C].




Ilepwa ninia mepanii (navienmu 3 IJIJI 6e3 peaxuyii nioguiweHoi 4ymiusocmi 00 HAMUBHOI
L-acnapacinasu E. coli).

besneky Ta edextuBHicTh mnpemapary Onkacnap® OIiHIOBAIM 32 JAaHUMH BiJIKPHUTOTO,
0araToIeHTPOBOr0, PaHIOMI30BAHOTO JIOCHTIPKEHHS 3 aKTUBHUM KoHTposieM (JlocimimkeHHs
CCG-1962). B upbomy nmocmimkenni 118 miteir Bikom Bix 1 mo 9 pokis 3 I'JIJI crangaptHOTrO
PHU3HKY, K1 HE OTPUMYBAJIM JIIKyBaHHS paHilie, OyJu paHa0Mi30BaH1 y cmiBBigHomeHH] 1:1 10
rpyn otpuMmanHs mnpenapaty Onkacmap® abo natuBHOI L-acnaparinasu E. coli B kypci
KoMO6iHOBaHOT Tepamii. OHKacmap® BBOAMIM BHYTPIIHBOM’A30B0, 03010 2500 MO/M? mromi
NOBEpXHI Tijla Ha 3-U JeHb 4-TWKHEBOI IHAYKUiWHOI ¢a3u Ta Ha 3-i JeHb KOXKHOI 3 JIBOX
8-TwkHeBUX Biakmagenux ¢a3 inreHcudikarii. HaruBny L-acmaparinasy E. coli BBomumm
BHYTPIIIHBOM's130B0 B 1031 6000 MO/M? mutonti moBepxHi Tina 3 pasd Ha TUKIEHb, B IIOMY,
BBOIMIM 9 1103 mpoTAroM IHAYKIIHHOT ¢dasm Ta 6 103 B KOXKHIA 3 BigkimageHuX ¢a3
iHTeHCHiKaIlii.

[TepBuHHA o1iHKa €(hEKTUBHOCTI IPyHTYBaJIach Ha JIGMOHCTpAIlli OJTHAKOBOTO 3HUKEHHS BMICTY
acrapariny (3a KUIBKICTIO Ta TPHBAIICTIO) B Ipylax 3acTocyBaHHs mpenapary Onkacnap® Tta
HatuBHOI L-acmaparinasu E. coli. TlepenbaueHor0 MpOTOKOJIOM METOK OYJI0 3HHXKCHHS BMICTY
acrapariiy B CHpOBaTIli KpoBi 10 KoHmeHTpaii <1 uMonb. KiTbKiCTh MaIi€EHTIB 3 TAKUM PiBHEM
3HIDKEHHA OyJa OJHAKOBOIO B 000X JOCHIIKYyBaHMX rpynax HpotsaroMm ycix 3 a3 tepamii y
nepeadayeHi MPOTOKOJIOM YaCOBI TOYKH.

B ycix ¢azax Tepamii KOHIIEHTpallisl acrapariHy B CHpOBATIli KPOBi 3HIKYBaJach MPOTATOM 4-X
JHIB MiCIs BBEACHHS MEPIIOi 103U aclapariHa3u y BiIMOBIAHIN ¢a3i Teparmii, Ta 3aMIanacs Ha
HU3BKOMY PIBHI MPOTATOM NMPHUOIU3HO TPHOX TIXKHIB B 000X rpyrax 3acTOCyBaHHS Ipermapary
Onkacnap® Ta HaTuBHOI L-acnaparinasu E. coli.

Konuenrpanito acnapariny B8 CMP Bu3nadanu y 50 mamieHTiB mpoTAroM iHAYKUIHHOI (asm.
Bwmict acniapariny B CMP 3Hu3uBcs, 3 cepeiHboi KOHIIeHTpaiii 3,1 MKMOJIb 10 TOYaTKy Tepartii
1o 1,7 mxmonb Ha 4-if genp £ 1 ta 1o 1,5 mxmonb uepe3 25 +1 nHiB micist BBESHHS MpenapaTy
Omnxkacriap®. Lli pe3ynpraté € MoAiOHMMH J0 OTPUMAHMX B Tpymi HatuBHOI L-acmaparinasu
E. coli. Indopmaris 1momo BmwxkuBaHocti 6e3 moxii (BBII) mamieHTiB 3 rpym OTpUMaHHS
npenapaty Onkacrap® Tta HaTuBHOI L-acmaparinasu E. coli HaBemena B Tabn. 2, nu3aiiHoM
nocaimkenns CCG-1962 ne Oyna nepeadayeHa oriHka pi3Huil nokaznukis BBII.

Tadannsa 2:
IMoka3unku BuxuBanocti 6e3 moxniii (BBIT) yepes 3, 5 Ta 7 pokis
(Hocaixxenns CCG-1962)

Omnxkacnap® Harusna L-acnaparinaza

E. coli
3-piunwmii pisens BBII, % 83 79
(95% AI) (73, 93) (68, 90)
5-piunwmii pisers BBII, % 78 73
(95% AI) (67, 88) (61, 85)
7-piunwmii piseab BBII, % 75 66
(95% AI) (63, 87) (52, 80)

B nocnimkenni CCG-1962 naliyactimmMu moOIYHUMH peakuisMu OyiH iH(eKIii, BKI0Yaroun 2
3arpo3imBi i kuTTA iHpekuii (y 1 mamieHTa 3 koxkHOi 3 rpym). B minomy, yacrora Ta THI
noOIyHUX peakuiid ctynens 3 Ta 4 Oyau OJHaKOBUMHU B 000X rpymnax. ¥ JBOX MAIll€HTIB 3 TPyNHU
3actocyBaHHA npenapaTy OHkacnap® po3BUIMCH allepriuHi peakiiii B nepiof ¢a3u BiJIKIaaeHOT
iHTeHcudikauii Nel (anepriuna peakuist 1 cTyneHs Ta KpOnuB’THKA 3 CTYTEHS).

Byno mpoBeneHe minoTHE NOCTIDKEHHS 3 BKIIOYEHHSM IAalli€HTIB 13 IIOMHO BCTAHOBJIECHUM
niarHo3oMm, BikoMm Big 1 go < 31poky, 3 Bucokum puszukoM [JIJI B-kmiTuH momepemaHuKiB
(Jocmimxenns AALLO7P4). Lle Oyno BigkpuTe, KOHTPOJIbOBaHE, PaHOMI30BaHe, MOPIBHSIbHE
JNOCTIPKeHHs TEerwjiboBaHOi acmapariHasu Ta npenapaTy Oskacmap®, $K CKJIaJOBHX
6araTOKOMIIOHEHTHO{ XimioTeparii B mepiuiid JiHii gikyBaHHs nauieHTiB 3 ['JIJI. Kputepiem 3a
BMICTOM JICHKOUMTIB Oyiu: a) Bik 1-10 pokiB: KibKicTh JelikonuTiB >50 000/mkit; 6) Bik 10-30




POKiB: Oy/b-sIKa KUIBKICTh JIGHKOIMTIB; B) MPOBEJCHHS MOIEPEIHbOI CTEpPOiqHOI Tepartii: Oyib-
SKa KUIBKICTh JIeWKouMTIiB. He BKIIOYaNM Maimi€eHTiB, sKi paHIIe OTPUMYBAIH ITUTOTOKCHYHY
ximMioTepamiio, 3a BUHATKOM CTEpOiliB Ta IHTPAaTEKaJIbHOTO BBEIEHHs LuTapabiny. B uizomy, B
JIOCJTIDKEHHS OyJ10 BKJIFOYEHO 166 mallieHTiB; 54 mamieHTiB 0yJI0 paHAOMI30BaHO JI0 TPYIIH, sSKa
oTpuMmyBana npenapar Oukacnap® B 103i 2500 MO/mM? mnomi noBepxHi Tina, Ta 111 marienTis
— JI0 TPYNHU JOCII/PKYBaHOTO 3aco0y mermiboBaHoi acnaparinasu. Onkacnap® BBoawid B/B B
no3i 2500 MO/m? miomi mosepxmi Tina, B (a3ax iHAyKuil, KoHcomimamii, BigknameHoi
iHTeHcHudikamii Ta (a3 mMpPOMDKHOT MIATPUMYIOUOI Tepalrii, Mami€eHTaM i3 BHCOKHM PH3UKOM
['JIJI, sxi oTpuMyBamu MiJACUJICHY Tepamilo 3a MpoTokoioM bepmin-Dpankdypr-MioHcTep.
KinbkicTh maii€eHTiB B rpyIli, sika oTpuMyBajia npenapatr Onkacnap® 3 HEraTUBHUM CTaTyCcOM 3a
MiHIMAJIFHUM 3aJUIIKOBUM 3axBopioBaHHsIM (M33) (<0,1% nelikeMiYHUX KIIITUH Yy KICTKOBOMY
MO3KY) 29-i1 nenb iHayKIiiHOT ¢a3u ctaHoBmia 80 % (40/50). [Ticns 4-x pokiB noka3zuuku BBIT
Ta 3arajgbHOi BkuBaHocTi (3B) B rpymi 3acrocyBanHs mnpenapary Onkacnap® cTaHOBUIH
81,8 % [95 % MOI: 62,9-91,7 %] Ta 90,4 % [95 % CI: 78,5-95,9 %] BignosigHo. B mimomy, B
rpymi 3acrocyBanHs npenapaty OHkacnap® dacToTa BUNAJAKIB peakii MiBUIIEHOI YyTIUBOCTI,
HE3JIKHO BIiJl CTyNEHs TSKKOCTI, cTaHoBwiIa 5,8 %, aHadimaktuuHux peakmid — 19,2 %, a
nankpearury — /,7 %. Yacrora BumnaakiB (eOpuiabHOI HEWTpomeHii 3 cTymeHs Ta BHIIE
cranosuna 15,4 %.

Hocnimxenns DFCI 11-001 sike TpuBae Ta sike mpoBoaAuTh [HCTUTYT paky [Jana-®dapodep (DFCI),
€ aKTUBHO KOHTPOJHOBAaHUM, PaHJAOMI30BaHUM, 0araTOLEHTPOBHM JOCIIIKEHHSIM PE3yJIbTaTiB
B/B 3aCTOCYBaHHS JOCIIXKYBaHOTO MPOIYKTY, MErHJIbOBAHOI acrapariHa3d y MOpIBHSHHI 13
pe3yipTaTaMu 3acTocyBaHHs npenapary Onkacmap®, B Teparii AiTed Ta MiJIiTKIB BiKoM Bij 1
10 < 22 pokiB 3 HIOWHO BCTaHOBIEHUM aAiarHo3oM [JIJI, siki oTpuMyIOTh XiMiOTEpaIito y 3B 3Ky
3 I'JIJI 3a mporokosmom DFCI. 3aramom, Oyno panmomizoBano 239 marieHTtiB, 237 3 sSKHX
OTpUMYBAIIM JTOCHiKyBaHUU 3aci6 (146 yvonoBikiB Ta 91 xiHka), 3 Hux 119 mamienti (115 3
niaraozom I'JIJT) orpumyBann Onkacap®, o 2500 MO/m?. 3aci6 BBoanmm B dasi immykiii (7-it
JIeHb) 1 HaJlaii yepe3 KOxkKH1 2 TUXKHI, MPOTIroM, B 1iiomMy, 30 THXKHIB MICISIHAYKLIHHOT Tepartii.
Panpomizamito mamieHTiB Oyno cTpaTH]iKOBaHO 3a PHU3HKOM (CTaHIAPTHUI/BUCOKUN/TyXKe
BUCOKUU pu3uk), sk B-kmitunHOi, Tak 1 T-xmituanoi ['JUJI. KinbkicTe mamieHTiB 3 rpynu
npenapaty Omnkacrap® 3 Hm3bkuM M33 micnsa iapykmiHoi ¢asu (< 0,001 BusiBieHOTO
3aXBOpIOBaHHs) Ha 32-if AeHb craHOBWIO 87,9 % (80/91). OxHopiuna yacrora BBII cranoBmia
98,0 % [95 % JI: 92,3; 99,5]; omuopiuna 3B cranosuia 100 % [95 % MI: 100; 100] B manomy
JOCTI>KEHHI.

Hayienmu 3 TJUI, vy akux cnocmepicanucb peaxyii nioguuyeHoi yymausocmi 00 HAMUHoi
L-acnapacinazu E. Coli.

VY 6-TH BIIKpHUTUX TOCITI/DKEHHSX OILIHIOBAIH PE3yNIbTaTH 3acCTOCYBaHHs mpemnapaty OHkacmap®
B 3B’S3KYy 13 peUUIUBHUM/peppakTepHUM TeMaTOJOTIYHUM 3aXBOPIOBaHHAM. B xoai nux
JOCTIIKEHb, B IoMy, 94 mauientu 3 aiarHozoM ['JIJI Ta KIiHIYHOIO aleprivyHOI0 pEeakiielo Ha
HatuBHY L-acnaparinasy E. coli B anamue3i orpumyBanu Onkacnap®. OiH MallieHT OTPUMYBaB
Omnkacmap® B mo3ax 250 Tta 500 MO/M? miomii moBepxXHi Tina, BHYTPIlTHHOBEHHO. Pemra
TMaIieHTiB oTpuMyBanu 3aci6 B 1031 mo 2000 a6o 2500 MO/mM? miomyi ToOBepxHi Tina,
BHYTPILIHBOM 130BO a00 BHYTpIIHBOBEHHO. llamienTn otpuMyBanu Onkacnap® sik oKkpeMui
npemnapaTr abo B CKJIaAi 0araTOKOMIOHEHTHOI xiMioTepamii. B minoMy, B 5-Tu AoCHiIKEeHHSX,
JaHl skux Oyso mpoaHanizoBaHo, y 65 mamientiB 3 ['JUI, sxi orpumyBanu Onxacnap®, 3a
KpUTEpieM HaHOLIbIIO] TepaneBTUYHOI BIAMOBII HPOTATOM YCbOIO JOCHIIKEHHS, IOBHY
pemicito cnoctepiranu y 30 mauieHTiB (46 %), yacTkoBa pewmicis y 7 maumieHtiB (11 %) Tta
remaroyiioriune mokpamieHHs y 1 mamienra (2 %). B iHmomy mocmikeHHI, 10 SKOro OyJo
BKitoueHo 29 mamientiB 3 [JIJI Ta peakuiero NiABUIIEHOT YYTIUBOCTI, SKI OTpUMYBAJIU
Omnkacnap®, OIiHIOBAJIH BIAMOBING B IHAYKIiiHIN (a3l y 11 nauienriB. 3 Hux 3 namientu (27 %)
JocsrM TOoBHOI pewmicii, 1 mamient (9 %) — wactkoBoi pewmicii, 1 mamient (9 %) —
reMaToJIOTIYHOro MoKpalieHHs Ta y 2 mauieHTiB (18 %) cmocrepiraiu 03HaKM TepareBTUYHOL
edexkTuBHOCTI. TepaneBTUYHY €(PEKTUBHICTh BH3HAYAIM, K KJIIHIYHE IMOKpAIICHHS, SKE He
BIJIMIOBIJAJI0O KPUTEPIsSM 1HIIOTO TMO3UTHUBHOIO pe3ynbTaTy. B mepion dasu miarpumyrodoi




Teparii Oyno oriHeHo naHi 19 narmieHTis, 3 skux 17 mamieHTiB (89 %) mocsarou mMoBHOI peMmicii, y
1 mamienTa (5 %) cnoctepiraiu 03HaKU TEPANeBTUYHOT €(PEKTUBHOCTI.

Dapmarokinemuxa.

®dapMaKOKIHETHYHI BJIACTUBOCTI npemnapaTy Onkacmap® 3yMOBJIEHI aKTHBHICTIO acliapariHasw,
Ky BU3Haualnu Metroaamu ¢epmeHtHoro anamizy micis B/M (CCG-1962) ta B/B (AALLO7P4,
DFCI 11-001) BBeneHHs.

B nocmimxenni CCG-1962 cepenHss aKkTUBHICTh aclapariHa3zd Jocsrajla MaKCHMAabHOTO
sHadueHHs 1 MO/mn Ha 5-if geHp michs iH’ekii. CepenHiil mepioa HamiBBUBEACHHS ITICIIA
abcopOuii y wmicmi iH’ekmii craHoBwia 1,7 mobu, a mepioa HamiBBUBEACHHS — 5,5 m00w.
[Toxa3Huku 00’eMy PO3MOAUTY MICHSA JOCATHEHHS JTUHAMIYHOI PIBHOBAaru Ta KJIipeHCY, 3TiITHO 3
oniHKo10, craHoBHH 1,86 1/M2 Ta 0,169 1/M? Ha 100y, BiamoBinHO.

B nocnimkenni AALLO7P4, ®K nmapameTrpu micis oaHOpazoBoro BeeaeHHs 103u 2500 MO/m?
B/B B IHAYKWiWHIA (a3l po3paxoByBanmu meronamu HekommaprMmeHTHoro OK anamizy, i3
BUKOPUCTAHHSAM TIOCHIJIOBHO OTPUMAaHUX 3pa3KiB IUIa3MH KpOBi, pE3yJbTaTd HaBEACHI B
Tabmumi 3.

Bussnena tenneHmis 10 HWK4YUX 3HaueHb Cmax Ta AUC mpenapary Onkacrmap® y 40JIOBIKIB,
namieHTiB 13 OinpmmM IMT Ta mamientiB BikoM >10 pokiB. B iHmykmiiHii ¢asi, micis B/B
BBelleHHs npenapaty Oukacnap® B pasoiii m03i 2500 MO/M?, akTHBHICTH acHapariHazH
cranoBuna >0,1 MO/ma Ta 306epiranace npotsrom a0 18 nuiB micns BBeneHHs y 95,3 %
MAIiEHTIB.

Tadmuusa 3. @apmakokiHeTH4YHI mapamMeTpH WiCJs OJHOPAa30BOr0 B/B  BBEICHHS
Jikapcebkoro 3acofy Onkacnap® B 103i 2500 MO/M? nulomi moBepxHi Tijaa B ingykuiiiniii
dasi (N=47; Jocaimxenna AALLO7P4)

DK napamerpu Cepenne Apupmeruune (CB)
Ciax (MMO/ma)* 1638 (459,1)

Tmax (roa.)* 1,25 (1,08; 5,33)°
AUCo.« (MMO-*n06a/min)* 14810 (3555)

AUCy ., (MMO-106a/mi)’ 16570 (4810)

tu2 (n062)’ 5,33 (2,33)

CL (a/n06a) 0,2152 (0,1214)

Vss (1) 1,95 (1,13)

* N=47 namieHTiB, JaHi AKUX MPUIATHI JJIs aHATI3Y.
T memiana (10%, 90" mpoueHTis).
' N= 46 narienTis, JaHi SKUX OPUAATHI [ aHAII3Y.

B mocmimkenni DFCI 11-001, omiHKy aKTUBHOCTI acmapariHa3dl 3J1MCHIOBAIA  TICIIS
OJIHOPa30BOTO B/B BBENEHHA mpenapaTy Onkacmap® B 1031 2500 MO/M? mIonti moBepxHi Tina B
da3i iHgyKmii Ta uYepe3 KOXKHI 2 TIKHI MPOTATOM MicHsAiHAyKUidHOI ¢as3u. Ilporsrom
IHAYKUIHHOT (ha3u akTHBHICTh acmapariHaszu cranosuia > 0,1 MO/ma ta 36epiranacs y 93,5 %
Hali€eHTiB npotsirom 18 nHiB micns BBeneHHs. lIpoTsrom micnsiHAyKIiiiHOI (a3u MiHIMajdbHA
(HalfHM)K4Ya) aKTHBHICTh acmapariHasd Ha piBHI moHax 0,4 MO/mn 36epiramace y 100 %
MaIieHTiB Bl 7 TwxkHA 10 25 TwxkHA. L1 pesynpratu cBimyaTh mpo Te, mo koiau OHkacrnap®
BBOJATH B 7031 2500 MO/M? ol oBepxHi Tia 07HOPa30Bo abo 6araTopazoBo uepes KOXKHi
2 TIKHI, KJITHIYHO 3HAYYIa aKTUBHICTH aclapariHa3u 30epiraeTbCsi MPOTATOM yChOTO IHTEPBATY
M1k BBEJACHHSIMH (TOOTO, TPOTATOM 2 THXKHIB).

[TamienTH 13 mOKWHO BcTaHoBIeHUM aiarHo3oM [JIJI oTpumyBanu ogHy B/M 1H €KIIIO MperapaTy
Onkacnap® (2500 MO/m? muomii moBepxHi Tina) abo HaTuBHY acmaparinazy E. coli
(25 000 MO/m? mumomni moBepxHi Tinma), abo Erwinia (25 000 MO/mM? miomi moBepXHi Tina).
[lepion HamiBBHBeneHHs mpenapary Onkacnmap® 3 mia3Mu KpoBi OyB CTaTUCTMYHO BIPOTiJTHO
nosimM (5,7 MHIB) HDXK Tepio]] HamiBBUBEACHHS HAaTUBHOI acmaparinasu E. coli (1,3 nobu) ta
Erwinia (0,65 no6u). Heraitna kimiTuHHA 3aru0enb JACHKEMIYHMX KIITHH iN VIVO, BH3HaueHa
(iryopeciieHTHUM 3a0apBJICHHIM poJaMiHOM, OyJjla OJHAKOBOKO ITCIsS BBEJCHHS YCiX 3-0X
npenapartiB L-aciaparinasu.



[Mamientn 3 I'JIJI 3 kinpkoma peuumauBamMu oOTpuMyBamu abo Onkacrnap®, abo HaTUBHY
acmaparinaszy E. coli mig gac xypcy imaykiiiiHoi Tepamii. Onkacnap® BBOAWIM B/M B 031
2500 MO/m? mnomii moBepxHi Tima Ha 1-i gerp Ta 15-if mews iHaykmii. CepenHiil mepion
HamiBBUBeIeHHs mpenapaty OnHkacrmap® ctaHoBUB 8 Ai0 y marieHTIiB 0e3 peakiiii miaBUIIeHOT
gymiuBocti (AUC 10,35 MO/mn/no0y) Ta 2,7 no0u y TAaIli€eHTIB 3 peakiielo MiIBUIICHOT
gytnuBocTi (AUC 3,52 MO/mn/no0y).

Oco0nuBi KaTeropii maiieHTiB

Jlu3aifH KOHTPOJILOBAHMX JOCII/DKEHb HE Tiepei0avyaB MPOBEICHHs OLIHKA (papMaKOKIHETUIHUX
BiactuBocTeil mpenapaty Onkacnap® mpu BBEACHHI OCOOJMBUM KaTeropisiM Nali€eHTiB. 3a
pe3yJabTaTaMi TOMYJSIiiHOT  (papmakokiHeTHUHOi oOliHKKM mpemapary Onkacnap®, ska
IpyHTYyBanach Ha panux aociuimpkens AALLO7P4 (8/B), DFCI 11-001 (8/B) Ta CCG-1962 (B/M),
OyJI0 BCTAHOBJICHO, IO KJIipeHC (JIHIMHUN Ta HACMYyBaHHI) 3pOCTaB MPUOJHM3HO MPOMOPIIHHO
IUIOINI TIOBEPXHi Tijia, a 3pOoCTaHHS 00’eMy po3nojury Oyno OUIbII MPOMOPUIHHUM 10 TUIOII
noBepxHi Ti1a. CtatucTrdHO BiporiaHa pizHuI @K xapakTeprCTHK MTPH BBEIECHHI Y0JIOBIKaM Ta
JKIHKaM 3a pe3yJIbTaTaMU IbOT0 aHaNi3y ieHTH(iKOBaHA HE OyJa.

BrumB HupKOBOi Ta medinkoBoi HepocTtatHOCTI Ha @K Xapaktepuctuku npemnapaty Onkacnap®
He ouiHoBaimu. OCKUTBKU TIeracrnaprasa € OUIKOM 3 BHCOKOH MOJICKYJISIPHOK Macoro, BOHA HE
BUBOJUTHCS HHUpPKaMH, OTXKE 3MiHY (PapMaKOKIHETUYHUX XapaKTEPUCTUK IPH BBEACHHI
npenapaty Onkacnap® narieHTam i3 HUPKOBOIO HEIOCTATHICTIO HE OUIKYIOTb.

OCKUTbKH TIPOTEONITHYHI (DepMEHTH, BIAMOBIIANBHI 32 METa0OJIYHE TIEPETBOPEHHS Iperapary
Omnkacnap®, npejcTaBlieHi B yCiX TKaHWHAX, TOYHA POJIb MEYIHKKA HEBIOMA; MEHIIE 3 TUM, HE
OYIKYIOTh, IO TOTIPIICHHS TMEYiHKOBUX (YHKIINA CTAaHOBHUTUME KIIIHIYHO 3HAUYyILy MpoOiemy
pu 3acTocyBaHHi npenapaty OHkacnap®.

JlaHi 010 Mali€HTIB JITHHOTO BiKYy BiICYTHI.

Kuiniuni xapakTepucTukm.

Ilokazannus.

Onkacriap® moka3aHuii SK KOMIIOHEHT aHTHHEOIUIACTUYHOI KOMOiIHOBaHOi Teparii mpu
roctpomy ndiMmparuunomy nerikosi (I'JIJI) y miteit Big HapomkeHHs a0 18 pokiB, a Takox
JIOPOCIIHX TAII€HTIB.

Ilpomunokaszanns.

e Peakuii rinep4yTIuBOCTI /10 JI1F0Y0i PeYOBUHU a00 10 OyAb-gKOi JOMOMIKHOT pEUOBUHH;

® T[ICYIHKOBA HEAOCTATHICTh TSHKKOTO CTYyIEHs (piBeHb OUMipyOiHy y > 3 pa3u MepeBHILye
BepxHIO Mexxy Hopmu [BMH]; Tpancaminas - y > 10 pasis Bumuii 328 BMH);

e cepifo3Huit TpoMOO03 B aHaAMHE31 NP MPOBEIEHH] MONEPeAHbOI Tepamii 13 3aCTOCYBaHHAM
L-acnaparinasu;

e [IaHKpeaTUT B aHaMHE3l, B TOMY YHWCJIl NAHKPEATUT, IMOB’S3aHUU 13 IONEPEIHHOIO
Tepamielo 13 3acTocyBaHHsAM  L-acmaparinazu  (quB.  posain  «OcoOiuBOCTI
3aCTOCYBaHHSI»);

e cepio3HI TeMopariyHi mojii B aHamHe3l, IOB’S3aHl 13 MONEpPEAHbOI0 Tepamieo 13
3acTocyBaHHAM L-acnaparinasu (auB. po3ais «OcoOINBOCTI 3aCTOCYBAHHS»).

Ocoobnuei 3axo0u 6e3nexu.

Onkacmap® Moke BUKIMKAaTH NOJpPa3HEHHS MpH KOHTakTi. OTxe, NpU TOBOUKEHHI 3
npenapaToM HeoOXilHa ocobnuBa o0epexHicTh. Cilil yHUKATH BIMXaHHS MapiB Ta KOHTAKTY 31
HIKIPOIO 1 CAM30BUMHU OOOJIOHKAaMH, 30KpeMa, O4eii; y BUIMAAKy MOTPAIJISIHHA IMpernapary B Oui,
Ha MKipy a00 CIM30BI OOOJIOHKH, CJiJi HETAaWHO 3MHUTH BEJIIMKOIO KITBKICTIO BOJM, 3MHBATH
noTpiOHO MPOTATOM, IpUHAMHI, 15 XBUIHH.

Omnkacnap® npusHaueHui AJ BHYTPIIIHLOBEHHOTO 200 BHYTPIIIHHOM *S30BOT0 BBEJICHHS, MiCIIs
BiJTHOBJIEHHS 3aco0y. [lepes BBeIEHHAM MOPOIIOK CJi/l BiIHOBUTH PO3BEACHHAM y 5,2 MIJI BOJIU
JUTst 16 e1in (auB. po3aut «Crmocid 3acToCyBaHHS Ta I031»).



[HCTPYKILii i3 HOBOKEHHS.

1. TlepcoHan MOBWHEH MPONTH HABYAHHS IIOJO MOBOJPKEHHS Ta 3aCTOCYBaHHS JIIKapChKOTO
3aco0y (’KIHOK B TIepioJl BariTHOCTI HE CJIiJ] IOIYCKaTH IO POOOTH 3 UM JIIKapCHKUM 3aC000M).
2. Cii1 BAKOPUCTOBYBATH aCENITUYHI METOIH.

3. Craix A0TpUMYBATUCH MPOLIEAYP 3 HAIECKHOTO IMMOBOHKEHHS 13 IPOTUITYXJIMHHUMH 3aCO0aMH.
4. Tlpu pobGoti 3 mpemaparom OHkacmap® peKOMEHOBAHO KOPUCTYBATHUCh OJHOPA30BHMHU
PYKaBUYKAMH Ta 3aXUCHUM OJISITOM.

5. Yce mpunaans 1l BBeJeHHS a00 OYMINCHHS, BKJIIOYHO 3 PyKaBUYKAMH, CJiJI TIOMIIIATH Y
MIIITKY JJIE CMITTSI BACOKOTO PU3UKY, JIJISl CIIAJIFOBAHHS IPH BUCOKIH TeMIieparypi.

BinHnoBnenus

1. V ¢nakon He0OXiqHO HOAATH 5,2 MII BOAM JJIS iH €KIIIH, KOPUCTYIOUHCH IIIPUIIOM Ta TOJIKOIO
kanmiopy 21.

2. ®nakoH citiJi 00epekHO 00epTaTH aX A0 TOBHOTO PO3UYMHEHHS MOPOIIKY.

3. OTpumaHu#l MMiciIA BITHOBJICHHS PO3YMH MOBHHEH OyTH MPO30pHM, 0€30apBHUM Ta BIILHUM
BiJl BUIUMHX OKOM CTOPOHHIX BKJIIOYeHb. He ciiJl BUKOPUCTOBYBATH BiAHOBJICHUH PO3UMH Y
BUIAJIKYy HOT0 IOMYTHIHHS a00 yTBOpeHHs ocany. He crpynryBaTu.

4, Po3unH cCiiJi BUKOPUCTATH MPOTATOM 24 TOAWH IICIsA BITHOBJCHHS, 30epiraTd mpu
Temrneparypi Hmwkue 25°C.

Beenenus

1. Jlikapchki 3acOo0M /1715l TAPEHTEPATHLHOTO BBEACHHS CIIiJ OTJISIATH Ha HAsSBHICTh YAaCTOK MEpe.
BBCJICHHAM; BBOJMTH MOJKHA JIMIIE IPO30pHid, Oe30apBHUN PO3YMH, BUIBHHMHA BiJ CTOPOHHIX
BKJTFOYCHb.

2. Leit mikapchbkuil 3aci® i BBOJWUTH BHYTPINIHBOBEHHO a00 BHYTPIIIHBOM 5130BO. Po3umH
CJIiJ] BBOIWTH [OBUIBHO.

VY BUNAJKy BHYTPIIIHHOM 5I30BOi iH’€KIIiT 00’€M BBEJCHHS HE IOBUHEH MIEPEBUIILYBATH 2 MIT JJIs
JUTEH Ta MIJUTITKIB 1 3 MIT TSl TOPOCITUX.

Y BUNAJAKy BHYTPIIIHLOBEHHOTO BBEJICHHS BIJHOBJICHUN pPO3YMH ciig po3Bectu y 100 mi
PO3YHMHY HATPIIO XJIOPUAY U iH €Ki 3 KoHmeHTpamiero 9 mr/mi (0,9 %) a6o 5 % po3uunHi
TJIFOKO3H.

Po3Benenuii po34rH MOYKHA BBOJUTH MPOTATOM 1-2 TOIUH pa3oM i3 BiKE PO3MOYATOr0 iH(Y3i€0
pPO3UMHY HaTpito XJopuay 9 mr/mia abo 5 % po3uuHy riroko3u. He ciijg BBOAUTH HIII JIKAPChKI
3aco0M uepe3 OJHY BHYTPIIIHBOBEHHY CHCTEMY MijJ 4ac BBeJeHHs 3aco0y Onkacmap® (auB.
po3in «Crocib 3aCTOCyBaHHS Ta J03U»).

[Ticnss po3BefeHHsT PO3YMH CJiJ] BBOJAWTH HEraiHO. SKIIO HeraiiHe BBEICHHS HEMOXJIUBE,
pO3BesIeHH po3umH ciij 30epiratu npu Temieparypi 2-8°C npoTtsirom 10 48 roauH (JUB. po3aid
«TepMiH IPUIAATHOCTI»).

Yrunizaiis

Onkaciap® mnpu3HAYEHUH BUKIIOYHO Ui OJHOPA30BOTO 3aCTOCYBaHHs. HeBukopucTaHuit
JiKapchbKui 3aci0 abo BIAXOAM CIHiJ YTWII3yBaTH 13 AOTPUMAHHSIM BHMOT HAIllOHAIBHOTO
HOPMAaTHBHOTO 3aKOHOJIaBCTBA.

B3aemodia 3 inmuumu nikapcoKumu 3acovamu ma inuwii 6u0u 63a€Mo0iil.

Buxnukane neracraprazor 3HH)KEHHsI BMICTY OLIKIB y CHpOBATIl KpOBI MOXKE€ 30UIbIIYBaTH
TOKCUYHHH BIUIMB 1HIIMX JIIKAPChKHUX 3aC001B, K1 3B’ SI3YIOThCS 13 OLITKaMHU.

Takox, BHAcHiOK IHTiOyBaHHS CHHTE3y OUIKIB Ta NOJAULY KIITHH, Neracrnaprasa Moxe
NOPYUIyBaTH MEXaHI3M Jii I1HIIMX pPEYOBUH, €(QEeKT SKUX 3aJeKUTh BiJl MOAUTYy KIITHH,
HaAIPUKIIAJ, METOTPEKCaTy.

B3aemonis merorpekcary Ta mutapaliny 3 mpemnaparoM Onkacmap® Moke pO3pi3HATUCH: iX
MOTIEPETHE 3aCTOCYBaHHS MOKE€ CHHEPreTHYHO IIJACHIUTH [il0 Teracnaprasu. Skmo 1l
PEUOBMHM  3aCTOCOBYIOTh  Micisl  3acTocyBaHHS  mpemapary  Omnkacrnap®,  MOXIIHBe
AQHTaroHICTUYHE 3HMKEHHS e(eKTy meracrnaprasu.

[Teracmapraza Moxe NepeImKOIKATH METa0O0IIYHOMY IEPETBOPEHHIO Ta BUBEACHHIO IHIINX
JIKapchbKUX 3aco0iB, uyepe3 BIUIMB Ha CUHTEe3 OUIKIB Ta (yHKLII MEYiHKH, a TaKoX Mpu



KOMOIHOBaHOMY 3aCTOCYBaHHI 3 I1HIIMMH XiMIOTEpaleBTUYHUMHU 3ac00aMU, 3JaTHUMH JI0
B3aemoii 3 CYP i3odepmenTamu.

[Tpu 3actrocyBanHi mpenapaty Onkacrap® MOXXIHMBE KOJUBAHHS BMICTY (DaKTOpIB KOATYJIALIi.
Ile mMoXxe chnpuaATH PO3BUTKY TEHIEHIN J0 KpoBOTedi Ta/abo TpomOo3y. Orxe, cmig Oytu
00epeHUMHU TPU OJHOYACHOMY 3aCTOCYBaHHI aHTHKOATYJISIHTIB, TAKHX, K KyMapuH, FelapyH,
JTUTIIPUIAMOJI, alleTUIICATIIIMIIOBA KHCIIOTa a00 HECTEPOiHI MPOTH3aIaibHI Ipenaparu, abo mpu
OJTHOYACHOMY IPOBEACHHI XiMioTeparii i3 3aCTOCYBaHHSM METOTPEKcaTry, NayHOpyOiluHy Ta
KOPTUKOCTEPOiIiB.

VY pasi 0HOYACHOTO BBEIEHHS TIIOKOKOPTHKOINIB (HampuKiaa, MpEeaHi30Hy) Ta Meracrnaprasu
3MIHU TapaMeTpiB Koaryisiii (3HWKEeHHs BMICTy (GiOpuHoreHy ta nedinuty antutpomOiny III,
AT III) MOXyTb OyTH OB iICTOTHUMHU.

[leracmapraza Mo’ke MIABUIIUTHA PUBMK BHUHUKHEHHS  TJIIOKOKOPTHKOII-1HIyKOBAaHOTO
OCTEOHEKPO3Yy Y JiTeH Ta MiUTITKIB IPU OJHOYACHOMY 3aCTOCYBaHHI 000X Iperaparis, 3 OLIbII
BHUCOKOIO YacTOTOI BUHUKHEHHS Yy JiBYaT, dYepe3 MOTEHIIHHO BHUIIMNA PHU3UK BIUIUBY
nekcameraszony (muB. posaian «OcobauBocTi 3acTocyBaHHs » Ta «[100iUHI peakiii).

IIpu BBeneHHI BIHKpUCTHUHY Oe3mocepeaHbo A0 a0 OAHOYACHO 13 Ieracmapra3or, TOKCUYHUN
BIUIMB OCTaHHBOI MOXke 301nbImMTHCh. [Ipn BBeneHH1 3aco0y Onkacnap® mepes; BIHKPUCTHHOM
MOYJIMBE 30UIBIIEHHS HEHPOTOKCHYHOTO BIUIMBY BIHKpUCTHHY. OTXe, BIHKPHCTUH CIiJ
BBOJMTH NMpUHAMHI 3a 12 roauH 10 BBeneHHs 3aco0y Onkacnap®, 11t MiHIMI3a1lii TOKCUYHOTO
BIUIMBY.

Henpsima B3aemonis meracmapra3d Ta OpajJbHUX KOHTPALENTHBIB HE MOXe OYTH BHKIIOYEHA
Yyepe3 TenaTOTOKCUYHHIA BIUIMB TETrachaprasy, BHACIIIOK YOro MOXKIIMBE 3HIDKEHHSI BUBEICHHS
MEYIHKOI OpaJibHUX KOHTpauentuiB. OTxe, 0OJHOYACHE 3acTOoCyBaHHs mpemnapaTy Onkacrnap®
Ta OpaJbHUX KOHTPALENTHBIB HE pekoMeHnoBaHe. JKiHKaM JITOPOJHOTO BIKY CIif
BUKOPHCTOBYBATH 1HIII METOAM KOHTpAIeMlii, BiIMiHHI BiI OpaJbHUX KOHTPAILIETITUBIB (IIUB.
po3ainn «Oco0IMBOCTI 3aCTOCYBAaHHS» Ta «3aCTOCYBaHHS y IEpioj] BariTHOCTI a00 TOAyBaHHS
TPYIUIION).

OpHouYacHa BaKIMHAIS >KMUBUMH BaKIMHAMU MOXE ITBUIIYBAaTH PH3UK TSDKKUX 1H(EKIIii,
3YMOBJIGHUH  IMYHOCYIIPECHMBHOIO  aKTHUBHICTIO  TMeracrapras, HasBHICTIO OCHOBHOIO
3aXBOPIOBaHHS Ta KOMOIHOBaHOO XiMioTepari€eto (quB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS). 3
OTJISIIy Ha II€, BaKIMHAIIO )KUBUMHU BaKIIMHAMU CJI1J1 IPOBOJUTH HE paHille, HIX depe3 3 Micsil
IiCJIsl 3aBEpILIEHHS TTOBHOTO KypCy aHTUJIEHKEMIYHOI Teparii.

Ocobueocmi 3acmocy8amnus.

ITpocTexyBaHICTh

Jns  mokpailleHHs BIACHIJKOBYBaHHS OIOJIOTIYHMX MEIUYHUX IpenapariB, CIiJ YITKO
peecTpyBaTH Ha3By 3aco0y Ta HOMep cepii BBEJCHOI 0 Mpenapary.

AHTHTIIA 10 acniapariiasu

HasBHICTH aHTHTIT 10 acmapariHa3d Moke OyTH acolliifoBaHe 13 HHU3bKOI aKTHBHICTIO
acmapariHa3ud BHACHIIOK MOTEHIIMHOI HENTpadi3yrodoi aKTMBHOCTI LUX AHTUTLI. Y TaKHUX
BUIAJIKAX CJII/1 PO3MIISHYTHU JOLUIBHICTh EPEXOAY Ha IHIIMK IpenapaT acnapariHasi.
BusnaueHHs akTHUBHOCTI acniapariHa3u y CHpoBaTIii abo 1u1a3mi KpoBi MOXke OyTH KOPUCHUM JJIst
BUKJIFOYEHHS MPHUILBUIIICHOTO 3HI)KEHHS aKTUBHOCTI aclapariHasu.

Peak1tii rinepuyTJIMBOCTI

Peaknii rimepuyTiauBOCTI 7O TIeracmaprasd, B TOMY YHCII 13 3arpo3JIMBOI0 JUISL JKUTTS
aHad1aKCi€el0, MOXKIIMBI B IepioJ Tepamii, B TOMY YHCJI y HAI[lEHTIB 3 BIIOMOIO PEAKIIIEI0
Ii/IBUIIEHOI YyTJIMBOCTI JI0 TpemapariB acnaparinasu, orpuManux 3 E. coli. [nmmvu peakuismu
TiIepyYyTIUBOCTI MOXKYTh OYTH aHT10HEBPOTUYHHM HAOpsIK, HAOpsK ry0, HAOpsK MOBIK, epUTEMA,
3HIKEHHS apTepialibHOTO TUCKY, OpOHXOCMAa3M, 3aIUIlKa, CBEpOiK Ta BUCUIIAHHS (JAMB. PO3JILIH
«[Ipotumnokazanus» Ta «[1o6iuHi peakiii»).

[TpoBectn mpeMenukailito mamieHTiB 3a 30-60 xB. 10 3acTocyBaHHs npemnapary OHkacnap® (IuB.
po3ain «Croci 3aCTOCyBaHHSI Ta 1031 ).

B sixocTi pyTHHHOTO 3amo0iKHOTO 3aX0Ay HEOOXiTHMH MOHITOPUHI CTaHy MallieHTa MPOTIroM
TOJMHM TICJISI BBEJEHHS; MOBUHHO OyTH HasBHE peaHIMalllifHe OOJaJHAaHHS Ta 1HII HaJIEKHI




3ax0/¥, HEOOX1/IHI Ha BUMNAI0K aHA(IaKTUYHOT peakuii (eniHeQpuH, KUCEHb, BHYTPIIIHEOBEHH1
CTepoinu, ToImo). Y BHUMAAKY CEpHO3HOI peakilii TinepuayTIMBOCTI 0 Mpenapary, 3acTOCyBaHHS
3aco0y Onkacrap® ciig npunuHUTH (IuB. po3ainu «lIporumnokasannsy ta «[1o0idHI peakii»).
B 3anexHOCTI BiJi CTYNMEHsS TSKKOCTI CUMIITOMIB B SIKOCTI aHTHAOTY MOJKJIMBE 3aCTOCYBaHHS
AQHTUTICTaMIHHUX 3aC00iB, KOPTHUKOCTEPOI/iB Ta Ba30IPECOPHHX 3aCO0iB.

By Ha miiNUTYHKOBY 3a103Y

[Tpu 3actocyBanHi npenapaty OHkacnap® MOBIIOMIISIIOCH PO BUIAAKH MMaHKPEATUTY, B TOMY
YUCJI TEMOpAariyHoro abo HEKPOTH3YIOUOTO 3 JICTAIbHUMH Hachiakamu (auB. posnin «IloGiuni
peakiii»).

[TamieHTiB ciix iHGOPMYBaTH IIOJI0 O3HAK Ta CUMIITOMIB MaHKPEATUTY, SIKUH, TIPH BIACYTHOCTI
JIKyBaHHS, MOXX€ CTaTH MPUYHUHOIO JICTATLHUX BHUITA]IKIB.

[Tpu mi1o3pi Ha MaHKpeaTUuT MoJaNblIe 3acTOCyBaHHs Npenapaty OHkacnap® ciiifi IPUITMHUTH;
SIKIIIO JIarHO3 MaHKPEaTUT MiATBEPKEHUH, TOHOBIIOBATH 3acTOCyBaHHs 3aco0y Onkacnap® He
CITII.

HeoOxiguuii uyacTuii MOHITOPHMHI BMICTy amijia3u Ta/a00 Jimasd y CHUPOBATIi KPOBI I
BUSIBJICHHS PaHHIX O3HAK 3alaJIeHHs MiAUUTYHKOBOi 3a03u. OCKUIBKM MOXJIMBE MOPYIIEHHS
[EPEHOCUMOCTI TJIIOKO3M IIPU OJHOYAaCHOMY 3acTocyBaHHI npenapaTy Onkacnap® Ta
NPEIHI30HY, HEOOXITHHI MOHITOPUHT BMICTY IJTFOKO3H B KPOBI.

Koarynonaris

MoxnuBe BHHHUKHEHHS TpOMOO3y CEpHO3HOTrO CTyINEHs, B TOMY 4YHCIi 3 TpomMOO30M
CariTaJbHOrO0 CHHYCY Yy TAIll€HTIB, SIKI OTPUMYIOTh meracmapra3y (auB. po3ain «IloGiuni
peakuii»). 3actocyBanHs mnpenapary Onkacrap® marieHTamMu 13 TPOMOO30M CEpHO3HOTO
CTYIEeHs HEOOX1AHO IPUITUHUTH.

30inpmennii nmporpom6OinoBuit vac (ITY), 30inbplIeHHI YacTKOBHH TPOMOOIUTACTHHOBUI dYac
(UTY), rino¢iOpuHOoreHemiss Ta 3HIKEHHS aHTUTpoMmOiHy III MoxnuBi y maIli€HTiB, sKi
OTPUMYIOTh Teracmaprazy. HeoOXimTHWil MOHITOPHMHT MapaMeTpiB KoaryJsilii A0 TOoYaTKy
Teparii, IepioAUYHO B Mepioj Tepamii Ta micis i 3aBeplIeHHS, 30KpeMa, y pa3i 0JHOYaCHOIO
3aCTOCYBAHHS 1HIIMX JIIKAPCHKUX 3aCO0IB aHTHKOATYJSTHTHOI Jii, TAKUX, SK aleTHUICATIIIIOBA
KHCJIOTA Ta HECTEPOIAHI MPOTH3amajabHI JIKapChKi 3acobu (uB. po3ail «B3aemonis 3 iHIIUMHU
JIKapChKUMHU 3aco0amMH Ta IHIIN BHIM B3a€EMOJii»), abo OJHOYACHO i3 XIMIOTepami€e i3
3aCTOCYBAHHSAM METOTpEKCaTy, 1ayHOpyOILMHY, KOPTUKOCTEPOiiB. Y pa3l ICTOTHOIO 3HUKEHHS
BMicTy (piOpuHoreny a6o aediuury anturpomOiny III (AT III) cmig po3risiHyTH IOIUIBHICTD
HaJIe)KHOT 3aMiCHOT Tepartii.

OcTteoHekpo3

[Ipu 3acTocyBaHHI TJIIOKOKOPTHKOINIB, OCTEOHEKPO3 (aBacKyJspHUI HEKpPO3) € MOXKIUBUM
YCKJIaJHEHHSIM TINEepKOaryJsiii, sKe CIOCTepIraeTbcsl y MAiTed Ta MUAIITKIB, 3 OLIbIIOIO
Y4aCcTOTOI BUHMKHEHHS Yy AiBYaT (JUB. po3aiaH «B3aemMosis 3 iHIIMMU JIIKapchbKUMHU 3aco0amMu Ta
1HOI Buau B3aeMoni» Ta «Ilo6iuHi peakuii»). Tomy pekoMeHAy€eThCS PETEIbHUI MOHITOPUHT
MAI[i€HTIB  JUTSIYOTO Ta MIJUIITKOBOTO BIKY Ui BUSBICHHS OYIb-SKUX  KIIHIYHHX
03HAK/CUMIITOMIB OCTE€OHEKpO3y. Ha OCHOBI KJIIHIYHOI OIIIHKM Ta OLIHKM KOPUCTH/PU3MK AJIs
IHIUBIAYadbHOTO TAIll€HTa, JIKYIOUYHH JiKap MOBMHEH BU3HAYWTHU IUTAH BEJCHHS Malli€eHTa
BIJIMOBIIHO JI0 CTaHIAPTHUX peKkoMeHpaaiiid 3 jgikyBanHsa [JIJI Ta mpuHIHMMIIB MiATPUMYIOUYOT
Teparnii.

Bruns Ha nmedinky

KomOinoBaHa Tepamis 13 3acTocyBaHHsAM mpemnapary Onkacmap® Ta 1HIIKMX 3aco0iB
TeraTOTOKCHUYHOT i1 MOXKe TIPU3BECTH JI0 TeIaTOTOKCHYHOCTI TSDKKOTO CTYTICHSI.

Crnin Oyt oOepexHMMH TpU 3acTocyBaHHI 3aco0y Omnkacrap® B komOiHawii i3 3acobamu
renaToTOKCHUYHOI Aii, 30KpeMa, MpH HasBHOCTI mopyuieHHs (yHKUid nediHku. HeoOxigHwuii
MOHITOPHUHT TAIli€HTIB JUIsI CBOEYACHOTO BHUSIBIICHHS 3MiH MapaMeTpiB QyHKIIH MeUiHKH.
MosknuBuii  30UTBIIEHUH PU3MK TENAaTOTOKCMYHOCTI JJIs  TAI€HTIB, TO3UTUBHUX 32
¢binanenbiicbKOI0 XpOMOCOMOIO, SKi OTPUMYIOTh KOMOIHOBaHY Tepamiio i3 3aCTOCYBaHHSIM
1HT101TOPIB TUPO3UHKIHA3U (Hampukiaz iMaTuHiOy) Ta L-acnaparinasu. Lle cinig 6patu 1o yBaru
IpY PO3IIISAAL MOKIIMBOCTI 3aCTOCYBaHHs npenapary OHkacnap® narieHTam Ii€i momyJsiii.




BenooxmroziitHa xBopoOa meuwinku (BXII), Briarowarouu TskKi, HEOE3MEUHi IS KUTTS Ta
MOTEHIIIHHO JIeTaIbHI BUMAIKU, CIOCTEpIranach y Mami€eHTIB ski oTpuMmyBaiu Onkacmap® y
KOMOIHAIl 31 CTaHJApPTHOIO XIMIOTepami€lo, y TOMY 4YHCII M Yac iHAYKUIAHOrO eramy
OararoerarnHoi ximioreparii (1uB. po3aia «[ToGiuHi peakiii»).

Osnaku ta cumntomu BXII BKITIOYaOTh IMBH/KE 3017IbIIEHHS MacH Tija, 3aTPUMKY PIIHHU 3
acIlMTOM, TeNmaTOMETrajifo, TPOMOOIIMTONECHII0 Ta INBHUJKE 30UIBIICHHS pIiBHA OuLTipyOiHy.
BusBnennst Takux (akTopiB pu3MKy, SK HasBHE 3axBopioBaHHs meuinku abo BXII B anamuesi,
Mae BaKJIMBe 3HaueHHs A 3anobiraHHs BXII. Jly)xe BaKiIMBUM € CBO€YacHE BUSIBICHHS Ta
Hanexxne jikyBanHsg BXII. IlamieHTH, y SKHX CHOCTEpIraeThecs LEH CTaH, MOBUHHI JIIKYBaTHCS
BIJITIOBIJTHO 10 CTAaHAAPTHOT MEUYHOI TPAKTUKH.

3 ypaxyBaHHSM PHU3HKY TinepOinipyOiHemii peKOMEH0BaHUI MOHITOPUHT piBHs OimipyOiHy A0
IIOYaTKy Teparii Ta nepejl BBEAECHHAM KOXKHOI J03H.

BrinB Ha 1IeHTpabHY HEPBOBY CHCTEMY

KomOinoBaHa Tepamis 13 3acrocyBaHHAM mpenapary OHkacnap® Moxe 3aBIaTH TOKCHYHOTO
BIUTMBY Ha LEHTPAJIbHY HEPBOBY cucteMy. [1oBimomiisiiiocs mpo BUIMAAKK eHledanonarii (B ToMmy
YKCIIi CHHIAPOMY 3aJHBbOT 000pOTHOI JieiikoeHtedanonarii) (aus. po3ain «I1o6iuni peakitiin).
Onkacniap® MoKe CIPUYMHATH O3HAKU Ta CUMITOMH 3 OOKY LIEHTpPaJbHOI HEPBOBOI CUCTEMH Y
BUTJISIII COHJIMBOCTI, CIUTYyTaHOTO CTaHy CBIZIOMOCTi, KOHBYJbCii. HeoOximuuii perenbHUi
MOHITOPUHI JUIsl BUSIBJICHHS TakUX CHMIOTOMIB, 30KpeMa, ko Onkacnap® 3acTOCOBYIOThH
OJTHOYACHO 13 JIKapChKUMHU 3aco0aMHM HEHPOTOKCHYHOI aii (TaKUMH, SK BIHKPUCTHH Ta
METOTpEKcaT, IUB. po3nil «B3aeMomis 3 IHIIMMH JIKapCHKUMHU 3aco0aMu Ta 1HIN BHIU
B32€EMOJIIN).

Mienocynpecis

[Teracmaprasza Moke BUKJIMKATH MIi€JOCYIIPECIIO, MPsSMO a0 OMocepeIKOBaHO (BHACIIIOK 3MiHU
MI€NOCYNIpEeCUBHOI Al IHIIMX JIKApCBKUX 3aco0iB, TakuWx, SK MeToTpekcar abo
6-mepkanTormypuH). Omxke, 3acTtocyBaHHa mpenapary OnHkacnap® MoOXKe MiJBUIIATH PHU3UK
1H(EKIIiH.

3HIKEHHS KUTBKOCTI IUPKYITIOI0YNX JTiM(POOIACTIB YAaCTO € JOBOJI 3HAYYIINM, 2 HOpMaibHa a0o
3aHMU3bKa KUIBKICTh JIEMKOILMTIB YacTO CHOCTepiraisach MPOTATOM MEPIIUX THIB MICIs MOYaTKY
teparmii. Lle Moke OyTH MOB’A3aHO 3 ICTOTHUM 3POCTaHHSM PIiBHS CEUYOBOi KUCIOTH Y CHPOBATII
KpoBi. MOXJIMBUM pPO3BUTOK ce4OKuCioi Hedponatii. J[i1s MOHITOPHHIY TepaneBTUYHOIO
edekTy HeoOX1HUN peTeIbHUI MOHITOPUHI NMOKa3HUKIB MepudeprudHol KpPOoB1 Ta KICTKOBOTO
MO3KY TaIli€HTa.

I'imepamMoHieMist

AcnapariHasza chpuse IIBHAKOMY MEpPETBOPEHHIO acHapariHy Ta IJyTaMiHy Ha acmapariHoBy
KHUCJIOTY Ta TJIyTaMIHOBY KHCIIOTY, 13 BUAUIEHHSM aMOHIIO B SIKOCTI CHUIBHOIO IOOIYHOTO
OpoAayKTy 000X peakiiii (muB. po3ain «®PapMakoanHamika»). BHyTpilTHbOBEHHE BBEIEHHS
acrapariHa3u, TaKUM YHHOM, MOXX€ BHUKJIMKATH 3HAYHE MIiABUIICHHS DPIBHA aMOHIIO TICTs
BBEJICHHS.

CumMnTomMu TinepamMoHieMIi 4YacTO HOCSTh TPAH3UTOPHUM XapakTep Ta MOXYThb BKJIIOYATH!
HYJI0TY, OJIFOBaHHS, TOJIOBHUN O1J1b, 3a1ITaMOPOYEHHS Ta LIKIPHI BUCUIIAHHA. Y TSXKKUX BUIAJKaX
MOKJIMBUM pO3BUTOK eHLe(aonarii 3 ypakeHHSM Ie4yiHKH abo 0e3 HbOro, 30Kpema, y
HAI€EHTIB CTApIIOro BiKY, SKi MOXYTb 3arpOKyBaTH KUTTIO a00 MPHU3BOJUTU A0 JIETAIBHOTO
Bunaaky. Ilpu HasBHOCTI CHUMNTOMIB TrilepaMoOHIeMii HEOOXITHUI peTEeIbHUIl MOHITOPHHT
BMICTY aMOHilO.

KonTpanenitis

Crnin 3actocoByBaTH €(EKTUBHUI MeTOJ] HeopalbHOI KOHTpalenuii B mepiog Tepamii
npenaparoM Onkacmap® Ta MPOTITOM MPUHANMHI IMIECTH MICAIIB IICIS 3aBEPIICHHS Teparii.
OCKUTBKHM HETpsiMa B3a€MOJIisl MIXK OpaJIbHUMM KOHTPAIENITUBAMH Ta IEracrapra3oro He MOXKe
OyTH BUKIIFOYEHA, 3aCTOCYBAaHHS OPaJbHHUX KOHTPAICTITUBIB HE PO3TISAAIOTH, K MPUHHITHUN
METO/ KOHTpaLentii (IuB. po3ainu «B3aemMois 3 IHIIMMU JIKapChKUMH 3ac00aMHM Ta 1HII BUAU
B3a€EMO/Iiii» Ta «3aCTOCYBaHHS y MEPioJT BariTHOCTI a00 TOyBaHHS TPYIJIION).




BwicTt Hatpito
Ie#t mikapcbkuit 3acid MicTUTh MeHIIIE 1 MMOJB HaTpito (23 Mr) Ha OJHY 103y, TOOTO TPAKTUYIHO
BUTBHUI BiJ HATPIFO.

3acmocysanns y nepioo eazimmocmi ado 200y8anHs 2pyoon.

Kinku nitopoaHoro Biky / KoHTparenitis s 40NOBIKIB Ta )KIHOK

YonoBikaM Ta JKiHKaM CIiJi BHUKOPHUCTOBYBAaTH €()EKTHBHI METOAM KOHTpALENIii B Mepioj
JIKYBaHHS Ta IPOTATOM MPUHANMHI IIECTH MICSIIIB MICIIsI 3aBEPIIICHHS Teparii 13 3aCTOCYBaHHIM
npernapaty Onkacrap®. OCKUIBKU HEMpsiMa B3a€MOJIiI MiX OpPalbHUMHU KOHTpAICNTHBAMH Ta
neracrnaprasor He Mo)ke OyTH BHKJIIOUYEHA, OpalibHI KOHTPALCNTUBH HE PO3IIISIAI0Th, K 3aci0,
o 3a0e3rnedye JOCTaTHIO Oe3neKy B Takiil KiiHiYHIA curyamnii. JKiHKaM JITOPOAHOTO BIKY CIif
BUKOPHUCTOBYBAaTH METO]I KOHTpAIEMIIii BIIMIHHUNA BiJ] OpaJIbHUX KOHTPAIENTUBIB (JMB. PO3ALIN
«OcobimBOCTI 3acTocyBaHH» 1 «B3aeMoist 3 IHIIMMU JIIKAPCHKUMH 3aco00aM¥l Ta iHII BHIU
B3aEMO/IIIN ).

BaritHicTb

Jani momo 3actocyBaHHs L-acmaparinasu oOMEXeHi, a JIaHi IIOJ0 3aCTOCYBaHHsS IMperapaTry
Onkacnap® B mepiong BariTHOCTI BiacyTHi. Jlochmi/pKeHHS BIUIMBY Iieracmapra3sd  Ha
PEeNpOAYKTUBHI (PYHKIIII TBAPUH HE MTPOBOAMIIN, a B AOCITIKEHHX L-acmaparina3u Ha TBapuHaAX
OyJ0 TPOAEMOHCTPOBAHO TEPATOT€HHUU BIUIMB. BHACHiOK IBOTO, a TaKOXK 3 ypaxXyBaHHSIM
dapmakonoriyaux BiactuBocTeil, OHkacrap® He CItiJ 3aCTOCOBYBAaTH B IEpiof BariTHOCTI, 3a
BHUHATKOM BUMAJKIB, KOJIM KIIHIYHUI CTaH >KIHKM BUMAarae BBEJICHHS Ieracriaprasu.

I"'ogyBaHHs TPYIIIO

HeBigmomo uym mpoHUKae meracmaprasa y TpyAHE MOJOKO. 3 ypaxyBaHHAM (apMaKoOJOTIHHHX
BJIACTMBOCTEH, HE MOXE OyTH BHUKIIOYCHHNA PHU3UK JUISI HOBOHAPOKEHUX/HEMOBIIAT, SIKI
3HAXOJIATHCSA HA TPYIHOMY BUTOJOBYBaHHI. B sIKOCTi 3am001HOT0 3aX01y, TOJyBaHHS TPYJIIO
CJIiJ] MPUIIMHUATH Ha Tiepio] Teparrii npemaparom OHkacnap® i HOro He CIIiji MOHOBIIOBATH aX J0
3aBEpIICHHS JIIKYBaHHS [[UM IPerapaToMm.

DepTUITLHICTD
JlocmiKeHHs 1711 BU3HAYCHHS BIUIMBY Teracraprasu Ha (pepTHIbHICTh HE TPOBOIUIIH.

30amuicmv enaueamu Ha WEUOKICMb peaxuyii npu KepyBamHi asmMOmpancnopmom aoo
IHWMUMU MEXAHIBMAMU.

Onkacriap® iCTOTHO BIUIMBAa€ Ha 3/1aTHICTh KEpyBaTH TPAHCIIOPTHUMH 3aco0amMM Ta poOoTy 3
MexaHi3mMamu. lloBimomusyoch mpo Taki MOOIYHI peakuii y Malli€HTIB, SKi OTPUMYBaJIU
Onkacniap® 3 IHIIMMH XiMIOTepaleBTUYHUMH JIKapChKUMHU 3aC00aMU: COHJIMBICTD, CILTYyTAaHICTh
CB1JIOMOCTI, 3a1TaMOPOYEHHSI, HEMPUTOMHICTh, CYJIOMH.

[Tamientam, ski oTpumyroTh OHKacnmap®, peKOMEHIYeTbCsl HE KepyBaTH TPaHCIOPTHUMHU
3aco0aMM Ta He MpaloBaTH 3 MEXaHI3MaMM, AKIIO Yy HUX HasBHI I a00 1HII MOOIYHI peaxiii,
K1 BIUIMBAIOTh Ha 3/IaTHICTb KE€PyBaTH TPAHCHOPTHHUMH 3aco0aMu Ta poOOTYy 3 MeXaHi3MaMH
(muB. po3aia «Oco0IMBOCTI 3aCTOCYBAHHS).

Cnoci6 3acmocyeanns ma 003u.

Onkaciap® npu3HA4Ya€ThCS Ta BBOAMTHCA BUKIIIOYHO JIIKAPSAMHM Ta/abo creniajgicTaMu Tamysi
OXOpPOHH 37I0POB’sl, SIKI MAIOTh JJOCB1Jl 3aCTOCYBaHHSI aHTMHEOIUIACTUYHMX JIIKAPChKUX 3acO0iB.
[Ipenapat cnig BBOAWMTH BUKJIIOYHO B JIIKapHi, B sKi HasBHE HaJeXHE peaHiMaliiiHe
obnmamHanHa. HeoOxigHWil peTenpbHUI MOHITOPHHT TAIIEHTIB Ta BCceOIYHE OOCTEXEHHS IS
BUSIBJICHHS MOOIYHUX peakiliii MPOTATOM BChOTO Mepioay BBeAeHHs (AMB. po3ail «OcoOnmuBoCTi
3aCTOCYBaHHS).

Jlo3yBaHHs

Onkacnap®, siKk MpaBWIIO, 3aCTOCOBYIOTh Y CKJIa/i KOMOIHOBAaHOI XiMioTeparlii, pa3oM 3 IHITUMHU
AQHTUHEOIJIACTUYHUMHU 3aco0aMu (IUB. TakoX po3ain «B3aemopis 3 IHIIMMHU JIKapChbKUMHU
3ac00aMU Ta iHII BUAM B3AEMOIII).
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Pexomenodosana npemedurayis

HeoOximHo mpoBecTH MpeMeauKaIliio MamieHTiB mapaneraMosioM, 0j1okatopamu Hi-penentopis
(Hanmpukian gudenrigpamin) Ta Omokatopamu He-penentopiB (Hampukinaa (aMoTuanH) 3a
30-60 xB. 10 3acTocyBaHHs npernapaty OHkacmap® It 3HIKSHHSI PU3UKY Ta CTYTICHS TSKKOCTI
K 1HQY31MHUX peakiiif, Tak 1 peakuid rimepuyTauBocti (auB. po3ain «OcoOIMBOCTI
3aCTOCYBaHHS»).

Himu ma dopocaii sikom <21 pokie

Pexomen0BaHa /103a IS MAIi€HTIB 3 mwioiero nosepxHi tiaa (IIIT (BSA)) > 0,6 M? Ta BiKOM

< 21 pokiB cranoButh 2500 MO meracmaprasu (exBiBaneHT 3,3 M 3aco0y OHkacmap®)/m?
TJIOIII TTOBEPXHI TLJIa KOXKHI 14 1HIB.

Jns miteit 3 momero moBepxHi Tina < 0,6 M® fo3a craHoBuTh 82,5 MO meracmaprasu
(exBiBasieHTHO 0,1 M1 3aco0y Onkacnap®)/Kr Macu Tijia KOXHI 14 1HIB.

Hopocni éikom >21 poxie

Sxmo mikap He NMPU3HAYMB 1HAKIIE, PEKOMEHJOBaHA J03a JAJs JAOPOCIMX BikoM >21 pokiB
cranoBuTh 2000 MO meracmaprasu (exBiBaneHTHO 2,67 M1 3aco0y Onkacmap®)/m? momi
MMOBEPXHI TiJIa KOXKHI 14 THIB.

MoHiTopuHr Teparnii NMOBHHEH TIPYHTYBaTHUCh Ha MIHIMAJIbHIM aKTHBHOCTI aclapariHa3u B
CHpOBATILI KPOBi, BU3HAUEHOI Iepe] HACTYINHHM BBEJCHHSAM Ileracrmaprasu. SIKIo akTHBHICTb
acrmapariHa3u He JIOCSIra€ IiIbOBOTO PiBHSA, CIiJ PO3IIISSHYTH JOLUIBHICTD MEPEXOAy Ha 1HIIUN
npernapar acrnapariausu (auB. po3ait «Oco0IMBOCTI 3aCTOCYBAHHS» ).

Ocobnusi kamezopii nayicnmis

Huprosa neoocmammuicmo

OckunbkM Ieracnaprasa € OUIKOM 3 BHCOKOIO MOJIEKYJIIPHOIO MAacoOr0, BOHA HE BHUBOAUTHCS
HUPKAaMH, OT)Ke, KOPUTYBAaHHS 03U Tali€HTaM 3 HUPKOBOIO HEJAOCTATHICTIO HE TIOTpiOHE.
Ileyinkosa neoocmamuicmo

KopuryBanHs 1031 NaIieHTaM i3 IEYiHKOBOIO HEIOCTATHICTIO HE MOTPiOHE.

Hayienmu nimuvo20 8iKy

HasiBHi nani m0/10 3acTocyBaHHs MAIlieHTaMH BIKOM MOHA 65 POKIB € 0OMEKECHUMHU.

Crocib 3acTocyBaHHS

Omnxkacriap® ciig BBoAUTH B (hOpMi BHYTPILITHHOM s130BO1 (B/M) iH’€KIiT a00 BHYTPIITHHOBEHHOI
(B/B) iHPY3II.

[Tpu MeHIIMX 00’€Max mepeBary Ciijl HaJlaBaTH BHYTPILIHBOM 30BOMY criocoOy BBeAeHHs. [Ipu
BBeZIeHHI mnpenapary OHkacnap® BHYTpPIIIHBOM s130BO, 00’€M 1H’€KLii B OJHY IUISHKY He
MOBUHEH MEPEeBUIIYBAaTH 2 MJI AJIs JITeH Ta MIJUNTKIB Ta 3 MJ A1 AOpOCciauX. K0 MOoTpiOHO
BBECTH OUTBLINI 00’ €M, 103y CIi1 PO3MOIUIATH Ta BBOAUTH Y KiJIbKa JIISHOK.

TpuBamicTe BHyTpilIHBOBEHHOI 1H(]Y3ii 3aco0y Onkacnap®, sk mpaBuiIO, CTAHOBUTH Bix 1 1o 2
TOJIMH, 3aci0 BBOAATH Mmicis po3BeaeHHs B 100 mu1 HaTpito XJIOpHAY, KOHLEHTpaIieo 9 mr/mi
(0,9 %) pozumHi s 16’ €Kil 00 5 % po3UnHI TIFOKO3H.

Po3Benenuil po3unH MOKHa BBOAMTHU pa3zoM 3 iH(QY3i€0, Ky BK€ BBOAATH, a00 13 PO3ZYMHOM
HaTpilo XJopumay, 9 mr/miu, abo 5 % po3unHOM TUIIOKO3W. He ciijg BBOAMTH 1HIII JIIKAPCHKI
3aco0u Yepe3 OIHy BHYTPILIHOBEHHY CHCTEMY IiJ 4ac BBeACHHs 3aco0y OHkacnap®.
[HCcTpyKIiT 13 BIJHOBIEHHS Ta PO3BEJEHHS 1IHOTO JIIKAPCHKOIO 3aco0y Irepes BBEICHHSIM HaJlaHl
y po3aini «Oco0nuBi 3aX0au Oe3MeKm».

Jimu.
[Ipemapat 3acTOCOBYIOTH y MeAIaTpUUHIN TpakTHii. PekoMenaamii o0 103yBaHHs Mpenapary
Onkacnap® miTsaM HaBeneH1 y po3auti «Crmoci0 3acTocyBaHHS Ta J03W».

Ilepeoosysanns.

[ToBinomisiziocss Npo BUMAJKM HEHAaBMUCHOTO Iepeno3yBaHHs 3aco0y Oukacnap®. [licns
nepe103yBaHHs CIOCTEPIraly IiIBUIIEHHS aKTUBHOCTI MEYiHKOBUX (DEPMEHTIB, IKIpHI BUCUIIAHHS
Ta rinepOutipyOinemito. CreuudiuHe MeIUKaMEHTO3HE JIIKYBaHHS Yy BUMAJKYy IMepeao3yBaHHs
BiICyTHE. Y pa3i Tepeno3yBaHHS HEOOXITHUN pEeTeIbHUN MOHITOPHHT CTaHy TMallleHTa JJis
BUSIBIICHHS O3HAK Ta CUMIITOMIB MOOIYHUX Peakiiil Ta HaJaHHS HAJIEKHOTO CUMIITOMAaTUYHOIO Ta
H1ITPUMYIOYOTO JIIKYBaHHS.
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Il06iuni peakuii.

KopoTtkuii onuc npodisto 6e3neku

[ToGiuHi peakiii, Ki OmMUcaHi B I[bOMY PO3/LTi, [PYHTYIOThCS Ha JAHUX KIIHIYHUX JOCTIIKEHb
Ta TiCIsApeeEcTpaIiiHOMy TOCBiJl 3acTocyBaHHs npenapary Onkacmap® B Teparii MaIi€HTiB 3
[JIUI. Tlpodins Oe3neku TIPYHTYETbCS Ha JAHUX PaAHJAOMI30BaHUX, KOHTPOJBOBAHUX,
NPOCIIEKTUBHUX, BIIKPUTHX OaraToOICHTPOBUX JOCTI/DKCHh BHYTPIIIHHOBEHHOTO BBEICHHS
npenapary Oukacnap® B 103i 2500 MO/M?, B SIKOCTI HOpIBHAIBHOIO JIKApCHKOIO 3aco0y
(mocmimkennss DFCI 11-001 Ta AALLO7P4). Takox, st BU3Ha4YeHHs nipoditro Oe3rneku Oynn
BUKOPUCTaHI JIaHI TOPIBHSJIBHOTO JOCTIKeHHS (hapMaKOKIHETHKM Teracmaprazy y dopwmi
pinunu ta modimizary (CL2-95014-002), iioro momatkoBoro gociimkenns (CL2-95014-003) ra
JlaHi TOCIiKeHb IPU BHYTPIIIHBOM S130BOMY BBeJIeHHI npenapary (mociimkenas CCG-1962 ta
CCG-1991) (nuB. po3ain «PapmakoguHaMiKay).

Hajtuactimumy mo6iuanmu  peakmisimu Ha Omnkacnap® (crocrepiraiuch NpUHAMHI B 2
JIOCHiPKeHHAX 3 yactoTtoro >10 %) Oynu: 30UIblIeHHS piBHS allaHiHaMiHOTpaHcdepasH,
301IbIICHHS. pIBHS acmapTraramiHoTpaHcdepasu, 30UTbIIeHHS piBHA OunipyOiHy B KpOBI,
30UTBIIEHHST AKTHBOBAHOT'O YaCTKOBOTO TPOMOOIUIACTHHOBOTO 4Yacy, TiMepTPHUTIILIEpUIEMIs,
rinepriikemis Ta GeOprIbHa HEUTPOTICH .

Hajtuactimumy TsokkuMu 1mo6iyHMMH peakuismu Ha Onkacnap® (crymenss 3 abo 4), ski
cnocrepiranuce B gociimkenHsx DFCI 11-001 ta AALLO7P4 3 wactororo >5 %, Oynu:
30UTBIIICHHST PIBHS ajaHiHaMiHOTpaHchepasu, 30UTbIICHHS PIBHS acmapraraMiHOoTpaHcdepasH,
301bIIeHHS piBHA OimipyOiHy B KpoBi, (peOpHiibHa HEUTPOIEHis, TinepriikeMis, 301TbIIeHHS
PiBHS JIiMIa3K Ta TAHKPEATHT.

[epenik mo6iyHUX peakiliid B TabauyHii Gopmi.

[adopmariiss momo mobiyHMX peakuid Ta iX uacToTH HaBeaeHna B Tabmumi 1. Yacrora
BCTAHOBJICHA 3 ypaxXyBaHHSM HACTYIHUX 3arajJbHONPUHHATHX KPUTEPIiB: qyxke vacto (>1/10),
gacto (Bix >1/100 mo <1/10), mewacro (Bim >1/1000 mo <1/100), piako (Bim >1/10 000 mo
<1/1000), myxe piako (<1/10 000) Ta yacToTa HeBiOMa (HE MOKe OyTH BU3HAUEHA 32 HASIBHUMU
naHuMHK). B KOXHIH Tpymni 3a 4acTOTOIO Teperiik MOOIYHMX peakiiil HaBeIeHHH y MOPAAKY
3HUKCHHS CEPHO3HOCTI.

Taoauusa 1: Ilo6iuni peakuii, noB’si3ani 3 Tepaniero npenaparom Oukacnap®

Cucremn
oprasiB 3a KJacugikanieo IHo0iuna peakuis
MedDRA
Indexuii Ta iHBa3il Yacro: iH(peKLiHHI 3aXBOPIOBAHHS, CETICUC
[Topymenns 3 60Ky cucreMu Hyxe gacTo: GpedpunbHa HEUTPOTICHIsS
KpPOBOTBOpEHHS Ta JiMbaruyHoi | YacTo: aHeMis, KoaryJomnaTis
CUCTEMU YacroTa HEB1JIoMa: HEJIOCTATHICTh KICTKOBOT'O MO3KY
[Topymienns 3 60Ky iIMyHHOT Jly’ke 4acTo: peakiis MiABHILEHOI YyTIMBOCTI, KPONHB’SHKA,
CUCTEMU aHa(IaKTUYHA peaKIis

YacroTa HeBiiomMa: aHa(IaKTUYHUH 10K

[Topymenns oOMiny pedoBuH Ta | Jly’ke 4acTo: 3HMIKEHHS alleTUTY, TIMePrIIKeMIs

po3y1aau XapuyBaHHs Yacro: rinepiimnigemis, rinepxojecTepruHeMis

YacroTta HeBigoMa: Ala0eTHUHHI KETOAlMA03, T1ITOTIiKEMIs
[TopymieHHs 3 00Ky MCUXIKU UYacToTa HEBiJIoMa: CILUTyTaHA CBIJIOMICTh

Yacto: cymomm, mnepudepudyHa MOTOpPHA  HEWpomaTis,
[Topymienns 3 60Ky HEpBOBOT HEMPUTOMHICTb
CUCTEMH Pinko: cunapom 3a1Hb0T 000pOTHOT JielikoeHedanonaTii

YacToTa HEBiJIoOMa: COHJIMBICTh, TPEMOpP™

Hyxe gacto: emoomisa™*
[Topyienns 3 60Ky cyauH Yacro: TpomM0O03***

CaritaJbHOr0 CHHYCY
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[TopymuieHHs 3 00Ky TUXaTbHUX
NUISIX1B, OPTaHIB TOPAKAIBHOTO
BIJUTUTY Ta CepPEeNOCTIHHS

YacTo: rimnokcig

[Topymienns 3 60Ky ILTYHKOBO-
KHIIKOBOTO TPAKTy

Jly’xe 4acTo: MaHKpeaTHuT, Jiapes, abTOMIHAIbHUM O1Tb, HY10Ta

YacTo: O1r0BaHHS, CTOMATHUT, aCI[UT

Pinko: HEKPOTU3YIOUNI TAHKPEATUT, TEMOPATiYHNN TTAHKPEATUT

YacroTa HeBigoMa: TICEBJOKICTa MIiAUUIYHKOBOi  3aJI03H,
napoTur™

[Topymienns 3 60Ky IIKipH Ta
I IITKIPHUX TKAHWH

Jlye 4acTo: UIKipHI BUCHUITAHHS
YacToTa HEeBiIoMa: TOKCHYHUHN €ITiIepMaibHUN HEKpoJTi3™*

I'enmaToOinmiapHi mOpyIIeHHS

YacTo: renaToTOKCHYHICTD, CT€ATO03 ICYIHKU

Pinko: HeKkpo3 meYiHKH, JKOBTSHHILI, 3aCTill >KOBYI, MEUYIHKOBA
HEJIOCTATHICTh

Yacrora HeBimoma: Benookirosiiina xsopoba neuinku (BXII)

[TopyuieHHs 3 OOKY CKEIIETHUX
M's131B Ta CIIOJIyYHUX TKAHUH

Yacro:; 0i1b B KiHIIBKAX

YacToTa HEBiJIoMa: OCTEOHEKPO3

[Topy1reHHs 3 00Ky HUPOK Ta
CEYOBUX IUIAXIB

Yacrora HeBi,I[OMaZ rocTpa HUPKOBA HeI[OCTaTHiCTB*

CucTeMHi IOPYIICHHS Ta
MOPYIICHHS 33 MiCIIEM
BBEJICHHS

YacroTa HeBioMa: TipeKcis

PesynbraTn 1aboparopHux
JOCJIIKEHD

Jly)ke 4YacTo: B3HWKEHHS MacH Tijla, TiMoaabOyMiHeMis,
30UJIBIICHHS PiBHS ajaHiHaMiHOTpaHchepasu, 301IbIIICHHS PIBHS
acmapraTamiHoTpaHc(epasu, TINePTPHUTITIIEPUICMis, 3HIKCHHS
piBHA (iOpuHOreHy B KpoOBi, 30LUIBIIEHHS piBHS JIiMasw,
30UIBIICHHS ~ PIBHA ~ aMija3u, 30UIBIICHHS  YacTKOBOTO
aKTUBOBAHOTO TPOMOOIIACTUHOBOI'O dYacy, MiABHUINEHHS PIiBHS
OuipyOiHy B KpOBI, 3HIKEHHS aHTHTPOMOiHy [II**** 3HmkeHnHs
KUTBKOCTI HEUTpODimiB****

Yacro: 30UTbIIEHHS TPOTPOMOIHOBOTO dacy, 3OUIBIICHHS
MI>KHApOJHOTO HOPMaJIi30BaHOTO CITIBBIHOIIEHHS,
rifnoKaniemis, 301IbIIEHHS XOJIECTEPUHY B KpOBI,
rino¢giOpuHoreHeMisi, 30UIBIIEHHA  BMICTY  Tama-IiIyTaMil
TpaHchepaszu

Yactora HeBigoMa: 30UIBIIEHHS pIBHA CEYOBMHU B KpOBI,
AQHTUTINA JO Teracnaprasu, 3HIKEHHs KITbKOCTI TPOMOOIIMTIB,
rinepamMoHieMis

* [1o6iyHi peakuii, 1110 CIIOCTePIrajIuch Mpy BBEJICHHI 1HIIMX aclaparina3 [boro x Kiacy
** Bunaaku eMO001ii lereHeBoi aprepii, TpoM003y BeH, TPOMOO03y BEH KiHIIIBOK Ta TIOBEPXHEBOTO TPOMOO(IeliTy
crocrepiranucs B gocuimkenHi DFCI 11-001

*** Hazpa: Tpom603 HHC

*#%* Bumagku 3HWKEeHHS aHTUTpoMOiHy 111 Ta kinbkocTi HelTpodiniB crioctepiranmuck B qociimkennasx CL2-95014-
002 ta CL2-95014-003

Onuc okpeMux MOOIYHUX peaKIii

Crioctepiraivch HacTyMHI MOOIYHI peakiii, MOB’sA3aH1 13 Tepalli€lo acrnapariHazor. Xo4ya BOHH
He Oynu crneuudiuHo TOB’A3aHUMM 13 3aCTOCYBAHHSAM IIeraclaprasd, BOHM MOXJIMBI NpuU
oTpuMaHH1 npenapaty OHkacnap®:

Topywennus 3 60Ky cucmemu Kpo8OmMEOpeHHs ma JiMpamuiHoi cucmemu

Onkaciap® Moke BUKIMKATH MI€JIOCYNPECII0 HU3BKOTO Ta CEPEIHbOTrO CTYINEHs TSKKOCTI, 13
MOJKJIUBICTIO YpaXK€HHsI YC1X TPhOX JIIHIM KPOB’THUX KIIITHH.

[Tpubin3HO MOJOBHMHA YCIX CEPHO3HUX BHUMAJKIB KPOBOBHJIMBY Ta TpoMOO3y BIUIMBAIOTH Ha
CYIVMHH TOJIOBHOTO MO3KYy Ta MOXYTh TNPHU3BECTH JO: IHCYJBTY, CYJOM, TOJOBHOTO OO0,
HEMPUTOMHOCTI Ta 1HIIIE.
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THopywenns 3 60Ky Hep8ogoi cucmemu

Onkacniap® Moke BUKJIMKATH MOPYIIEHHA (YHKLIN LIEHTPalIbHOI HEPBOBOI CUCTEMH, MPOSIBAMU
SKMX € KOHBYJbCI Ta, pijalIe, CIUTyTaHa CBIJOMICTh Ta COHJIUBICTh (HE3HAYHE MOPYIICHHS
CB1JIOMOCTH).

VY piakux BUMAAKaX MOXKIUBUAN CHHAPOM 33IHBOT 000pOTHOI seiikoeHnedanomnarii (RPLS).

B ny»e nooaMHOKUX BUIAJKaxX CIIOCTEPIrajiv JIETKUI TpeMOop HaJbIiB.

Tlopywenns 3 OOKy WiIyHKOBO-KUUKOBO20 MPAKMY

[Tpu6in3HO y NOJOBHMHM NAII€EHTIB BUHUKAIOTH pEaKIii HU3BKOI'O Ta CEPEAHbOIO CTYIEHS
TSDKKOCTI 3 OOKY HUTYHKOBO-KHMIIKOBOI CHCTEMH, TaKi, sIK BTpara ameTuTy, HyJI0Ta, OJIOBAaHHS,
a0IOMiHAJIbHI CTIa3MHu, Jlapes Ta BTpaTa MacH Tija.

YacTo MOXKIMBHI TOCTpHii mankpeatuT. HasBHI OKpemi MOBIJOMJICHHS PO BUIAJAKH YTBOPEHHS
MICEBIIOKICTH (MPOTATOM 70 4-0X MICAIIIB MICIs OCTAHHHOTO BBEJICHHS).

['emopariynmii a00 HEKPOTHU3YIOUHI MaHKPEATUT BUHUKAIOTH pifko. OMUCAaHUN OJWH BUIIAIO0K
NaHKPEaTUTy 3 OJHOYAaCHUM TIOCTPUM NapoTHUTOM Ha (oHI Tepamii 13 3acTocyBaHHSAM L-
acmapariHaszu. € TOBIJJOMJICHHS IPO OKpPEMi BHIIAJKM T€MOpariyHoro abo HEKPOTHU3YIHOUOTO
NaHKPEATUTY 3 JIETAJIIbHUM HaCI1AKOM.

MoskiiiBe 30UTbIIEHHS KITBKOCTI amija3d B CHPOBATIl KPOBI B Mepioj abo0 Micis 3aBepIICHHS
Teparii i3 3acTocyBaHHsAM npenapary Onkacnap®.

Topywenns 3 60Ky HUPOK ma ce4o8ux WiAxXie

['octpa HHpPKOBa HEJOCTaTHICTh MOJXIIMBA Yy PIAKAX BHIAAKaX MOPOTITOM  Teparii
L-acnaparina3oro.

Topywenns 3 60Ky wKipu ma niowKipHUX MKaAHUH

Peakuii 3 00Ky mIKipy MOXYTh OyTH MPOSBOM aJepridyHuX peakiid. OnucaHuil OMH BHIIA0K
TOKCHYHOTO €IiIepMaIbHOTO HeKpomi3y (cuaapomy Jlaiiemnna), mos’si3anmii 3 L-acnaparinasoro.
Tlopywenns 3 60Ky eHOOKpUHHOI cucmemu

3MiHM €HJOKPHUHHUX (PYHKIIH MiANUTYHKOBOI 3aI03U CHOCTEPIral0Th 4acTo, IXHIMHU HPOSIBAMH,
TOJIOBHUM YUHOM, € MOpPYIIEHHS MeTabousi3My Iiroko3u. OmucaHi BUMAIKH, SIK J11aOETUYHOTO
KETOAlUA03y, TaK 1 TiMepoCMOJSPHOI rimepriikeMii, sKi, SK NpaBHUJIO, BIAMOBINAIOTH Ha
BBEJICHHS 1HCYIIIHY.

Topywenns 0obminy peuogun ma po3naou Xap4yeans

Bumnanku 3MiHK BMICTY JIiMiJIIB Y CUPOBATI KPOBI, a TAKOK 3MiHA MOKA3HUKIB BMICTY JIMiiB y
CHPOBATIIl KPOBI1, Yy OLIBIIOCTI BUMAAKIB 0€3 KIIIHIYHUX CUMIITOMIB, € Jy’K€ YaCTUMHU.
[TinBuIIeHHS PiIBHS CEYOBMHH Y CHPOBATIIl KPOBI BUHUKAE PETYJISIPHO, € HE3aJIEeKHUM Bij J103H 1
MaiKe 3aBX/Id € 03HaKaMU TIOPYIICHHS OallaHCy MpepeHaIbHOTO METa0oI3MYy.

Cucmemni nopyuients ma NOpYyuleHHs y Micyi 66e0enHs

[Ticns 11’ €ek1ii MOXKIIMBA MIpEKCis, sIKa 3a3BUYail MUHA€E CIIOHTAHHO.

Topywenns 3 60Ky iMyHHOI cucmemu

bynu BusBneH1 cnenM@iuHi aHTUTUIA [0 [eracnaprasd; HEYacTO BOHHM aCOIIOBAJIUCH 13
peaKLisiIMU MIJBUILEHOI YyTJIMBOCTI. Tako OyJlo BHUSBIEHO HEWTpati3yloul aHTUTLNA, SKI
3HIDKYIOTh KJIIHIYHY €()EeKTUBHICTb.

Peaxuii migBuieHoi 4yTauBocTi 10 npenapaty OHkacnap®, BKIIOUHO 13 3aTPO3JTUBUMH KHUTTIO
aHaQUIAKTUYHUMHU peakiisiMU, aHT1IOHEBPOTUYHUM HaOpsSKOM, HaOpsKoM ry0, HaOpsSKOM MOBIK,
€pUTEMOIO, 3HIDKEHHSM apTepialbHOTO THCKY, OpPOHXOCMa3MOM, 3aJUILIKOI0, CBepOexeM Ta
BHUCUIIAMHU, MOXJMBI Ha (oHi Tepamii (auB. po3aum «lIpotunokazanss» Ta «OcoOIMBOCTI
3aCTOCYBaHHS).

T'enamobiniapni nopywenns

3MiHa TOKa3HHMKIB (YHKIIH Me4iHKH € dYacroro. HesanmexxHe Bifg 103U 30UIBIICHHS PIiBHA
TpaHcaMiHa3 Ta OuTipyOiHy B CHPOBATIIl KPOBI CIIOCTEPITalOTh YacTo.

[IBuake 30UIBLIEHHS MacH Tijla, 3aTPUMKa PIAMHU 3 aCIUTOM, TemaToMeranis, MoB’s3aHa 3i
HIBUKUM TMI1JBUIIEHHSAM piBHA OulipyOiHy B CHpOBAaTIl KpOBi, 1 CTiika TpOMOOIMTONEHIS
MOXYTh BKa3yBaTH Ha pU3MK po3BUTKY Bakkoi BXII, sika moxxe OyTH JjeTanbHOIO B pasi
BIJICYTHOCTI JIIKyBaHHS (AMB. po3au1 «OcoOIMBOCTI 3aCTOCYBaHHS).
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Bunanku crearo3y MediHKH CIIOCTEPIraroTh AyXKe 9acTo. € MOBIIOMIICHHS PO PiAKI BHITAIKU
3aCTOIO JKOBUI, YKOBTSHUIII, HEKPO3Y KIITHH MEYIHKU Ta MEYIHKOBOI HEIOCTATHOCTI 13 JIETATbHUM
HACJTi IKOM.

[TopymieHHss cuHTE3y OiKa MOKE MPU3BECTH /10 3HWKEHHS PiBHSA OUTKa y CHUPOBATI KpOBI.
He3zanexue Bif 103U 3HIKEHHS PiBHS aJbOYMiHY B CHpPOBATIi KPOBI BHSABISIOTH y OUIBIIOCTI
MaIi€HTIB B TIEP10J] TEparTii.

Hebaxani peakuii mpu 3acrocyBaHHi mpemnapary Onkacrnap® Ta mpu 3aCTOCyBaHHI HATUBHOI
HEMErmIboBaHoi L-acmaparinasu (To6To, HaTuBHOI acmaparinasu E. coli) € moxioaumu.
[ToBilOMJICHHS MPO Mif03proBaHi moOiuHi peakuii. [ToBimomisTH mpo migo3proBaHi MOOiYHI
peaxiiii y mclsapeecTpamiiHuil mepioj] Jikapcbkoro 3aco0y € BaxkiuBuM. lle mae 3Mory Bectu
Oe3mepepBHUI  MOHITOPUHT CHIBBIJHOIICHHS KOPHUCTI/PHU3UKY 3aCTOCYBaHHSA Mpenapary.
CrermianicTd B ramxy3i OXOpPOHH 370pOB’S 3000B’s3aHI MOBIJOMIIATH MPO OYIb-sIKI BUIAIKU
1103pIOBAaHMX MOOIYHUX peakiliii uepe3 HAIllOHAIbHY CUCTEMY ITOBiIOMIICHb.

Tepmin npuoamnocmi.

3 pokwu.

BinHoBnenuii po3unH

XimiyHa Ta (i3uyHa CTaOUIBHICTP TOTOBOI'O PO3YMHY OYJ0 MPOJEMOHCTPOBAHO TIPH
temneparypi Hwk4de 25°C mpoTsaroM 24 roguH. 3 TOYKH 30py MiKPOOIOJOTIYHOI YHCTOTH, SKIIO
METOJl BIJIHOBJICHHS HE BHKJIIOYA€ PU3HK MiKpOOIOJOTiYHOrO 3a0pyAHEHHs, Mpernapar Clij
BUKOPUCTATH HETAalHO. SIKII0 mpemnapar He BUKOPUCTAaHUI HEraiiHO, BiIIOBIAIbHICTh 32 TEPMiH
Ta YMOBU 30€piraHHs BiTHOBIEHOTO PO3YHHY HECe KOPUCTYBaY.

PosBenenuii po3unH

XimiyHa Ta (i3uyHa CTaOUIBHICTH TOTOBOTO PO3YMHY OyJI0 MPOAEMOHCTPOBAHO MPOTATroM 48
roauH npu 30epiranai npu temnepatypi 2°C-8°C. 3 Touku 30py MIKpOOiOJIOTIYHOI YHCTOTH,
mpemapaTr Ciii BUKOPHCTAaTH HeraiiHo. JSIKimo mpemapaT HE BUKOPHCTaHUN HeraifHo,
BIJIMOBIJAJIBHICTh 32 TEPMIH Ta YMOBHU 30€piraHHs BIJHOBJIEHOTO PO3YUHY 10 BUKOPHUCTAHHS
Hece KOPHUCTYBady, 1, IK MPaBUJIO, TEPMiH 30epiraHHs He OBUHEH MEepPEeBUIYBaTU 24 TOIMH, MpU
temmneparypi 36epiranni 2°C-8°C, 3a BUHATKOM BHIIAJIKiB, KOJIX BiJHOBJICHHS/PO3BEICHHS OYyII0
3MIIHCHEHO B KOHTPOJIbOBAHUX Ta BaJiJOBAHUX aCENITUYHUX YMOBAX.

YmoBu 30epiranus.

30epiratu B X0JIOAWIBHUKY NpH TemnepaTypi 2°C-8°C.

He 3amoposxyBaTu. 36epiratu y HeJOCTYITHOMY JIJIsl AITEH MICII.

Indopmarnis mogo0 ymMoB 30epiraHHsl BiJHOBJICHOTO Ta PO3BEJCHOIO PO3UMHIB JIIKapChKOTO
3aco0y HaBezieHa B po3auii « TepMiH NpuaaTHOCTI».

HecymicHicTb.
Lleit mikapcekuii 3aci® He ciif 3MILIYBaTH 3 IHIIMMHU JIKApCBKUMM 3aco0aMM 3a BHHATKOM
BKa3zaHMUX y po3iii «OcoOauBi 3aX01u O€3MeKm.

YnakoBka.

ITo 3750 MO y ¢nakoni; mo 1 ¢uakoHy B KOpoOIll 3 KapTOHY 3 MapKyBaHHIM YKpaiHCBKOIO
MOBOIO;

no 3750 MO y ¢nakoHi 3 MapKyBaHHSM 1HO3€MHOK MOBOIO; Mo 1 (akoHy B CTaHAApTHO-
eKCIIOPTHIN yHaKoBIi 3 MApKyBaHHSIM 1HO3EMHOIO MOBOIO, sIKa MICTUTBLCS B KOPOOLIl 3 KapTOHY 3
MapKyBaHHIM YKPaiHChKOIO MOBOIO;

no 3750 MO y ¢naxoHi 3 MapKyBaHHSM 1HO3€MHOIO MOBOIO; 10 1 (h1akoHy B KOpOOIl 3 KAPTOHY
3 MapKyBaHHSIM 1HO3EMHOIO MOBOIO 31 CTIKEPOM YKPaiHCHKOIO MOBOIO.

Kareropis Bignycky.
3a peuenrtom.

BupoOnuk.
JlaGopatopii CepB’e Innactpi/Les Laboratoires Servier Industrie.
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Micne3HaxonxeHHs BHPOOHUKA TA ajpeca Micls NPOBaIKeHHS HOro AiJIbHOCTI.
905 pyt ne Capan, 45520 Xinmi, ®pantis/905 route de Saran, 45520 Gidy, France.

3asiBHUK.
Jle JTabopatyap Ceps’e/Les Laboratoires Servier.

Micue3HaxoXKeHHS 3aIBHUKA.
50, pro Kapno, 92284 Cropen Cenekc, @paniisi/50, rue Carnot, 92284 Suresnes Cedex, France.

s orpuManHs Oyab-siKo1 iH(opMaIrii 1o10 JIikapchbKoro 3aco0y mpocuMo 3Bepratucs 10 TOB
«CepB’e Ykpaina» 3a ten. (044) 490 3441, dakc: (044) 490 3440.

JlaTa octannboro neperJsiay. 06.09.2024.
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