3ATBEPJIKEHO
Haxa3z MinicTrepcTBa 0XOpOHH
3M0pOB’s1 YKpaiHu
20.08.2021 Ne 1768
PeecTpaniiine nocBigueHHs
Ne UA/18776/01/01

IHCTPYKIIA
JJISE METHYHOT 0 3aCTOCYBAaHHS JIIKAPCHLKOIo 3aco0y

OHKACIIAP®
(ONCASPAR)

Cknao:

Oitoui pewoeuHu: TIeracnaprasa (pegaspargase);

1 ¢bnaxon mictuts 3750 MO neracnaprasuy;

micis BiguosiaeHHs B 1 Mi1 po3urHy MicTuthest 750 MO neracnaprazu (750 MO/mn);

Oonomisicni pevosunu.: HATpiro Tigpodocdar, renrarigpar (Aurigpar); HaTpiro gurigpodocdar,
JWTigpar, HaTpil0 XJIOPHJ, caxapo3a; Harpilo Tifpokcuna (mias kopurysaHHs pH); kucioTa
xnopucToBofHeBa (Ui KopuryBanus pH).

Jlikapceka gopma. [Topowmok ams po3dury [Uis iH’ eKuii/indys3ii.
Ocroeni pisuxo-ximiuni enacmueocmi: NOPOIIOK 61710ro abo Maiike 61710ro KOJIbopy.

dapMakoTepaneBTHYHA rpyna. AHTHHEOIUIACTMYHI Ta IMYHOMOZIYJIOIOYi 3acoOu, iHII
aHTHMHEOIUIaCTHYHI 3aco6m, neracmaprasa. Kog ATX: L01XX24.

Dapmaxonoziuni enacmueocmi.
Dapmaxoounamika.

MexanisM _gmil. Mexanism faii L-acmaparinasm monsrae y (QepMEHTHOMY pO3ILEIICHHI
aMiHOKHCIOoTH L-acmapariHy Ha acmapariHOBYy KHCJIOTY Ta aMmoHii. Hecrawa L-acnapariny B
KpOBI IpM3BOMTH 10 iHriOyBaHHs cuHTe3y 6inky, cuntedy JIHK ta cuntesy PHK, soxpema, B
JedKeMiuHuX OJacTHHX KIITHHAaX, HE 3JaTHUX JO0 CHHTe3y L-acnaparidy, uepe3 IO
BijI0yBa€ThCA 1X aIlOITO3.

HasmpoTu, HOpMaJIbHi KJIITHHH, 3[4aTHI 10 CHHTe3y L-acmapariHy, € MEHII Yy TIMBAMHM A0 HOro
WBUAKOrO0 posmnaxy Ha ¢oHI Tepamii i3 3actocyBaHHAM (epmeHTy L-acmaparinasy.
[MElmwmoBanHs He 3MiHIOE (epMeHTHI BiIacTHBOCTiI L-acmapariHasu, ane BIUIMBaE Ha
¢apMakoKiHETHYHI BITaCTHBOCTI T4 IMyHOT€HHICTh ILOIO (PEPMEHTY.

®apmakonuuamiuni edekrtn. AHTHIeHkeMmiuHuit edexT L-acmaparinasu nos’s3aHumi i3
HOCTIMHMM 3MeHIIeHHsIM L-acriapariny B KpoBi Ta CIMHHOMO3KOBIH piguni (CMP).

Knimiyna edbexTuBHICTS i 6e3neka.

EdexTusnicts Ta 6e3nmexy npenapaty Onkacnap® OIHIOBaIM 3a JaHUMH TPhOX KIIHIYHHX
JIOCIIZKEHE TIPH 3aCcTOCyBaHHI npenapaty OHxacnap®, nopoImok A i1’ ek1ii/ingys3ii B AKOCTi
Teparii mepruoi inii manienTis 3 ['JUL: no gochimkernna CCG-1962 6yno BKIFOYEHO NAIIEHTIB 13
crangaptauam pusukoM ['JUJT; B nocnimxenas AALLO7P4 6yo BKIIOYEHO HALIEHTIB i3 BUCOKUM
pusuxom ['JUL; B nocmimkenHs DFCI 11-001 6yio BKIOYEHO MAIi€HTIB i3 CTaHJAPTHHM Ta
BrucokuMm pusukom ['JIL.

Ominka edexrupHocTi npemaparty Onxacnap® B Tepamii mamientis 3 I'JIJI 3 permamusom/
pedpakTepHHM 3aXBOPIOBAaHHSAM Ta KIIHIYHOIO &JEPTiYHOI pPEAaKLi€l0 Ha HATHBHY
L-acnaparinasy E. coli B aHamMHe3l IPYHTYeTbCS Ha CYKYNHHX JaHuUX 94 mamieHTiB 6-TH
Bigkputex  gociizpkenb [ASP-001, ASP-201A, ASP-302, ASP-304, 5
ASP-001C/003C].




Iepwa ainis mepanii (nayicumu 3 [JIJI 6e3 pearxuyii nidsuwenol yymiaueocmi 00 HAmMusHol
L-acnapazinasu E. coli).

Besneky Ta edekruBHicTh mnpenapary Onxacnap® oONiHIOBAIM 332 JaHUMM BiIKPHTOTO,
6araTOUEHTPOBOIO, PAHAOMI30BAHOIO MOCIIIKEHHS 3 aKTUBHMM KoHTponeM (JlociimkeHHs
CCG-1962). B upomy mociizkerni 118 mited BikoM Bix 1 no 9 pokis 3 I'JUI cranzaptHOro
PH3¥KY, SKi He OTPHMYBAJIH JIKyBaHHs paHire, OyIm paHaoMi3oBaHi y ciiBBifHOmEHH] 1:1 10
TpyI OTPMMAHHS Iperapary Onkacnap® abo wHarmBHOi L-acmaparinasu E. coli B Kypci
xoM6iHoBaHO1 Tepamil. Oukacmap® BBOJWIN BHYTPIUIHBOM A30BO, 103010 2500 MO/m? momi
ToBepxHi Tijia Ha 3-# AeHp 4-THXHEBOI IHAYKUIMHOI (asu Ta Ha 3-# JEHb KOXKHOI 3 JBOX
8-TiKHEBHX Bimxnazerux ¢as imrencudikanii. Hatusny L-acmaparimasy E. coli BBOIMIH
BHYTPIiIIHBOM's130BO B 11031 6000 MO/M? mnionli IOBepXHi Tiiia 3 pa3sd HA THXKIEHb, B IIIOMY,
BBOJWIM 9 103 NPOTAroM iHAYKHifHOi ¢asu Ta 6 [03 B KOXHIH 3 BigknageHux ¢a3
inTencudikarii.

TleperHHA OliHKa eEKTHBHOCTI IPYNUTYBAIACh 114 IEMOHCTpAIlil OMHAKOBOIO 3HIKEHHS BMICTY
acrapariny (3a KiIBKICTIO Ta TPHBAIICTIO) B IpyHax 3acTocyBaHHs npemapary Oxxacnap® ra
naTuBHOI L-acmaparinasu E. coli. Ilepen0adeHoro IpOTOKOIOM METOIO Oyji0 3HMIKEHHS BMICTY
acraparidy B CHpOBATIli KpoBi [0 KoHieHTpalii <1 pumonb. KibKicTh Nali€HTiB 3 TAKUM PiBHEM
3HIKEHHS OyJa OJHAKOBOK B 000X MOCHI/KYBaHHMX Ipymax MpoTsaroMm ycix 3 a3 repamii y
nepeadaveHi MPOTOKOIOM YacoBl TOUKH.

B ycix (azax Teparil KOHICHTpaIis acriapariHy B CHPOBATII KPOBI 3HIXKYBalach NPOTIroM 4-x
JHIB Ticis BBEEHHS IEPINO] J03M achaparinasd y BiAIOBiIHIA ¢asi Teparmii, Ta 3anMmanack Ha
HU3BKOMY DiBHI TIPOTArOM IPHOIM3HO TPHOX TIDKHIB B 000X rpylax 3acTOCYyBaHHs Ipenapary
Ouxkacnap® ta HaTuBHOI L-acnaparinasu E. coli.

Kounenrpanito acrapariny 8 CMP BusHayaan y 50 mamieHTiB IpOTATOM iHAYKUiHHOI dasu.
Bumict acnapariny 8 CMP 38m3uBcsl, 3 CepeiHbOI KOHIIEHTpalii 3,1 MKMOJb 10 MOYaTKy Tepartii
a0 1,7 MxMonp Ha 4-# aenp + 1 1a g0 1,5 MxMoub gepe3s 25 +1 IHIB ICIIA BBEAEHHS IIpEnapary
Onkacnap®. Ii pesynpraty € mogiGHUMH 10 OTPMMAaHHX B IpyIi HaTMBHOI L-acmaparidasu
E. coli. Indopmaris mono BmwxuBaHocTi 0e3 moxiit (BBII) mamieHTiB 3 rpym OTpHMAaHHS
npenapary Onkacnap® Ta HatuBHOI L-acnaparinasu E. coli HaBeneHa B Talbn. 2, qu3aiiHOM
nocmimkeras CCG-1962 ue Oyna nepenbauena ouinka pisHumi nokasHukis BBII.

Tabdaunsa 2:
HMoxazuuku BxuBanocTi 6e3 noxiit (BBII) uepes 3, 5 Ta 7 pokis
(Hocaimxennss CCG-1962)

Omnkacnap® HarupHa L-acnaparinaza

E. coli
3-piunnit pisens BBII, % 83 79
(95% AI) (73, 93) (68, 90)
5-piunuit piseas BBIL, % 78 73
(95% JI) (67, 88) (61, 85)
7-piunwuii pisers BBII, % 75 66
(95% A1) (63, 87) (52, 80)

B mocnimxenni CCG-1962 HajiyacTimumy nmobidyaumu peakuismu Oynu iHdekii, BKkIodaoyn 2
3arpo3nmBi ans xutTs iHbexuiil (y 1 mamieHTta 3 koxHoi 3 rpym). B uinomy, dactora Ta THII
OGIYHUX peakiii cTyneHs 3 Ta 4 Oyad oJHAKOBHMH B 000X rpynax. ¥ IBOX NAII€HTIB 3 IPYIH
sacTocyBaHHs npemnapary Onxacnap® po3BUIHCH allepriuni peakiii B nepion gasu BigKiageHoi
inTencudikanii Nel (anepriusa peakiis 1 cTyneHs Ta KpOIUB’SHKA 3 CTYTICHS).

Byno mpoBejeHe MUIOTHE DOCTIMUKEHHS 3 BKIOYEHHSAM MALICHTIB 13 WIOWHO BCTAHOBIICHAM
niarmosoM, BixkoM Bim 1 mo < 31poky, 3 BucokuM pusuxoM ['JIJI B-xmitue nonepenHukis
(Hocnimxenns AALLO7P4). Lle Gyso BimkpuTe, KOHTPOJIBOBAHE, PAHIOMI30BAHE, OPIBHSIBHE
NOCIiKeHHS IeTHIIFOBaHOI acmaparimazd Ta mnpemapaTy Omnkacnap®, K  CKIAJOBHX
faraTOKOMIIOHEHTHOI XimioTepanii B mepiuiit mixil mikyBanHsa mamienTtiB 3 I'JIJI. Kpurepiem 3a
BMicTOM JeiikonuTiB Oynu: a) Bik 1-10 pokiB: KinbkicTs nefixonuTis >50 000/mx; OMDIO -30
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pOKiB: 6yJb-Ka KiNBKICTh JIGHKOLHUTIB; B) IIPOBEAEHHS IONEPEHBOI CTEPOiNHOI Tepamii: Oyib-
AKa KiIbKICTh JIEHKONMTIB. He BK/IOYaTM Malli€HTIB, sKi paHIIlE OTPUMYBAIH LUATOTOKCHYHY
XiMioTepamiro, 3a BUHATKOM CTEpOi/iB Ta iHTpaTeKalpHOro BBEAEeHHA nuTapabiny. B uitomy, B
JociIigKeHHsa 6yno BKIoueHo 166 maiieHTiB; 54 mamieHTiB 6yI0 paHIOMI30BaHO [0 TPYIIH, SKa
oTpumyBaiia npenapar Onkacrnap® B 1031 2500 MO/M? o moBepxHi Tina, Ta 111 namnieHTis
— 0 TPYIH JOCIiIKyBaHOro 3acofy HerumnbpoBaHol acmaparinasu. Onkacnap® BBonMIM B/B B
no3i 2500 MO/M? mmomi moBepxHi Tima, B (¢asax iHAyKuil, KOHCONifamii, BifKIamgeHOl
inTencudikamii Ta Gasi mpOMiXKHOI MiATPHMYIOUOI Tepamii, HalieHTaM i3 BHCOKHUM DPH3HKOM
[JUI, sxi oTpuMyBaild MiACWICHY Tepalio 3a mpoTokosnoM bepiin-®pankdypr-MioHcTep.
KinpkicTs namieHTiB B rpymi, ska orpuMyBaia npenapar Onkacnap® 3 HETraTUBHMM CTaTyCoOM 3a
MiHIMATBHEM 3aJUIIKOBUM 3axBoproBansM (M33) (<0,1% neifkeMiuyHHX KIIITUH y KICTKOBOMY
MO3Ky) 29-it meHb inaykuiiinoi ¢asu cranoBuna 80 % (40/50). ITicns 4-x poxis nokasuuku BBII
Ta 3aranbHOi BIbkuBaHocTi (3B) B rpymi 3actocyBanHs mpenapary OHkacnap® cTaHOBUIIH
81,8 % [95 % I: 62,9-91,7 %] ta 90,4 % [95 % CI: 78,5-95,9 %] Biznosigno. B uinomy, B
rpymi 3acTocyBaHHs Ipenapary OHkacap® 4acToTa BHNAIKIB peaKilii IIiBUUIEHO] 9y TIMBOCTI,
HE3aJISKHO Bijl CTyIeHs TsDKKOcTi, craHoBuWia 5,8 %, aHadimaktuunmx peakumid — 19,2 %, a
nankpeatuty — 7,7 %. YacroTa BumaixiB ¢eOpuiabHoi HelTpomnewii 3 cTymeHs Ta BHINE
cranosmia 15,4 %.

Tocnimxerns DFCI 11-001 sike TpuBace Ta sike MpoBoauTh IHCTUTYT paky [lana-®apbep (DFCI),
€ aKTHBHO KOHTPOJILOBAHHMM, PAHIOMi30BaHHM, 6araTOUEHTPOBUM MOCII/UKEHHAM PE3yJILTATIB
B/B 3aCTOCYBaHHs JIOCIIXKYyBAHOTO IIPOAYKTY, IETHJIOBAHOI acnapariHasy y IOpPiBHAHHI i3
pe3ynbTaTaMu 3acTOCyBaHHs npetapary Onkacnap®, B Tepanii fiTed Ta HiATiTKIB BikoM Bif 1
20 < 22 pOKiB 3 mO#HO BeTanoBIeHHM AiarHosoM I'J1JI, ki oTpuMyIoTh XiMiOTEpaIito y 3B’ 43Ky
3 TJIJI 3a mporokomom DFCI. 3aramom, Oymo parmomizoBao 239 mamientis, 237 3 sKux
OTpUMYBaIIH JOCILKyBaHui 3aci6 (146 donosikiB Ta 91 xinka), 3 Hux 119 mamientis (115 3
miarao3om ['JIJI) OTpUMYBaJIA Onxacrap®, o 2500 MO/m?. 3aci6 Beonwu B dasi ingyxuii (7-i
ieHb) i Hajiam 9epe3 KOKHi 2 THKHI, IPOTATOM, B IiToMy, 30 TXHIB micasinyKifdHOl Teparil.
Pammomizanito mamieHTiB OyJI0 CTpaTUdiKOBaHO 32 PU3MKOM (CTaHAAPTHUHA/BHCOKHM/ITyxKe
BUCOKHH pu3uK), K B-kmitunsoi, tak i T-xmitmeHOI I'JIJI. KinbKicTe Dami€eHTiB 3 rpymu
npenapary Onkacnap® 3 HusbkuM M33 micna imaykuidnoi ¢asu (< 0,001 BussireHoro
3aXBOpIOBaHHs) Ha 32-if neHb craHoBmio 87,9 % (80/91). Oxnopiuna yactora BBII cranoBuma
98,0 % [95 % HI: 92,3; 99,5]; onnopiuna 3B cranosuna 100 % [95 % [I: 100; 100] B manomy
JOCITiKSHHI.

Havienmu 3 I'JIJI, y saxux cnocmepi2anuct beakyii nioguuieHol uymiaueocmi 00 HAmugeHol
L-acnapazinasu E. Coli.

V 6-TH BiAKPUTHX JOCIIIPKEHHSX OLiHIOBAIN pe3yJbTaTH 3acTocyBaHHs Ipernapary Onkacnap®
B 3B’SA3Ky i3 peUMAMBHUM/pedpaKTEpHUM TeMaTONOTiYHMM 3aXBOPIOBaHHAM. B xomi mmx
JOCIT/DKEHB, B IioMy, 94 manientu 3 aiarHozom I'JIJI Ta KIiHIYHOIO aJeprivHOI0 peakuicio Ha
HaTHBHY L-acmaparinasy E. coli B anaMHe3i oTpuMyBanu Onkacnap®. OnuH namieHT 0TpUMyBaB
Onxkacnap® B gozax 250 ta 500 MO/M? momii moBepxHi Tina, BHyTplIIIHLOBeHHO Pemra
IaIie€HTiB OTpHMyBaJIH 3aci6 B 03l mo 2000 abo 2500 MO/m?> mniomi HOBepXHi TiNa,
BHYTpIIIHBOM s130B0 a00 BHyTpimHboBeHHO. [lamienTn orpumysann Onxacnap® sk OKpeMHi
npermapaT abo B cKiani 0araToKOMIOHEHTHOI XiMioTepamii. B 1inoMy, B 5-TH IOCTIKEHHSX,
AaHi AKEX Oyjo mpoaHamizoBaHo, y 65 mamientiB 3 I'JIJI, axi orpumysamun Onxacnap®, 3a
KpUTEpieM HAWGINBIIOI TepaleBTHYHOI BiANOBiAI IIPOTATOM YCHOTO JOCII/DKCHHS, MOBHY
pemicito crioctepiranu y 30 mauientiB (46 %), yacTkoBa pemiciz y 7 mamientis (11 %) ta
remMaToJioriyHe mHokpaineHus y 1 mamienta (2 %). B inmomy pocmimxkeHHi, 10 sKoro 6yio
pmodeHo 29 mamientiB 3 [JIJI Ta peakiielo migBUINEHO! YyTJIMBOCTi, SKi OTPUMYBAlIH
Onkacrap®, oniHOBaMM BiANOBiAb B iHAyKUikHIH ¢a3si y 11 nanienTis. 3 Hux 3 nauienta (27 %)
gocsrnu ToBHOI pemicii, 1 mamient (9 %) — dactkoBoi pewmicii, 1 mnamient (9 %)
reMaToJIOTi4HOTO MOKpalleHHs Ta y 2 nanieHTiB (18 %) cnocrepirany o3HaKd TEPaleBTHYHOI
€(eKTUBHOCTI. TepaneBanHy eheKTUBHICTh BU3HAYATIH, SK KIIHIYHE TNOKPAIIEHHS, sKe HE
Bi/IIOBiZaI0 KpHUTEpisM IHIIOrO HO3WTHBHOIO pesyibTarty. B mepiox dasm numpHM G0}
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Tepailii 6yJ10 oninero aani 19 narienTis, 3 sxux 17 nauienTis (89 %) mocarnu MoBHOI pemicii, y
1 manienTa (5 %) cnocTepiraim 03HaKH TepareBTHIHOI eheKTUBHOCTI.

Dapmarkoxinemuxa.

dapmakoKiHeTHYH] BracTUBOCTI mpenapaTy OHKacmap® 3yMoBIIeHI aKTHBHICTIO acraparidasd,
Ky BH3HAYamu Mmerojamu ¢epmentHoro anamiszy micis B/M (CCG-1962) ta 8/B (AALLO7PA4,
DFCI 11-001) BBeneHHs.

B nocmimkxenni CCG-1962 cepeaHs akTHBHICTH aclapariHasyd gocsrana MaKCHMabHOI'O
spauenass 1 MO/Ma Ha S5-it menp micis in’exuil. CepenmHit mepiox HamiBBHUBEIEHHS MiCIs
abcopbmii y Mici in’exuii cranoBuma 1,7 nobu, a nepioJ HamIBBUBEAEHHS — 35,5 106u.
[Toka3HMKM 06’ €My PO3IMOALLY Iicis NOCSATHEHHs JUHaMidHOI piBHOBArM Ta KIipeHCy, 3TilHO 3
OLiHKOI0, cTaHoBIH 1,86 1/M” Ta 0,169 1/M? Ha 106y, BiAIOBIIHO.

B nocmimkenni AALLO7P4, ®K nmapaMeTpy micis OQHOPA30BOro BBeAEHHS Ao3u 2500 MO/M?
B/B B IHAYKIiiHIM ¢asi pospaxoByBanu MeTogaMu HekommaprMentHoro @®K amamisy, i3
BUKOPHCTAHHAM IIOCIIJOBHO OTPHMAHWUX 3pa3KiB IITa3MH KpOBi, DPE3yIbTaTH HaBEIEHI B
Tabmumi 3.

BusiBieHa TeHAEHLIA KO0 HIK4YMX 3HaueHb Cmax Ta AUC mpenapary Onkacnap® y 40JIOBIKiB,
namienTiB i3 6inpmmM IMT Ta nauientis BikoMm >10 pokis. B immykunifiHid ¢asi, micns B/B
BBefeHHs mpemnapaty Onkacnap® B pasoBiit mo3i 2500 MO/M?, aKkTHBHICTH acHapariHasu
cranoBmia >0,1 MO/mn Ta 36epiramacy mpotrsrom g0 18 mHiB micns BeedeHHs y 95,3 %
TIAIli€HTIB.

Tabmuua 3: @apMakoKiHeTHYHI mnapaMeTpH micJad O0JHOPA30BOro B/B  BBEJAEHHS
AikapceKoro 3acofy Onxacnap® B xo3i 2500 MO/m? muomi noBepxHi Tia B iHxyKuiimi
dazi (N=47; Jocaimkenns AALLO7P4)

@K napamerpn Cepenne Apudpmernune (CB)
Cmax (MMO/mm)* 1638 (459,1)

Tmax (roa.)* 1,25 (1,08; 5,33)"
AUCy. (MMO"po6a/m)* 14810 (3555)

AUCy_. (MMO-a062/m1)' 16570 (4810)

t12 (106a)' 5,33 (2,33)

CL (a/no6a) 0,2152 (0,1214)

Vss () 1,95 (1,13)

* N=47 naujieHTiB, JaHi AKUX NPUIATHI A1 aHATI3Y.
t megiana (10%, 90% mpoleHTins).
' N= 46 nauieHTiB, JaHi AKUX IPUIATHI JUIA aHaNli3y.

B nmocmimkenni DFCI11-001, owmigky axkTHBHOCTI aclapariHasd 3JiMCHIOBANTM IICISA
OXHOPA30BOTO B/B BBEEHHS npemapary Onkacnap® B 1031 2500 MO/M? miomni moBepxHi Tina B
da3i imgykuii Ta wepes KoXHI 2 THXKHI IpOTAroM IiCHsiHAyKmi#HOi ¢asu. Ilpotsrom
iHAyKiiHOI $a3u akTHBHICTH acmaparinasy crasosuna > 0,1 MO/mn Ta 36epiranace y 93,5 %
naniedTiB npotsaroM 18 nmiB micist BBeneHHA. [IpoTsrom micasiEmykuifiHOl ¢asu MiHIMaNbHA
(HaliHMKYA) aKTHBHICTH acmapariHasm Ha piBHI moHag 0,4 MO/mn 36epiramace y 100 %
HanieHTiB Bix 7 TWXHA 10 25 Txkua. L{i pesynabrate cBimgars mpo Te, mo koiau Onkacnap®
BBOIATE B 1031 2500 MO/Mn? miomi moBepXHi Tifla 0HOPa30Bo abo Haratopa3oBo Yepe3 KOXHI
2 TWXKHI, KIiHIYHO 3HAYyIa aKTUBHICTH acmapariHasy 30epiracTbes MPOTAroM YChOIO iHTEpBAIY
MiX BBEIEHHIMH (TOOTO, MPOTATOM 2 THUXKHIB).

[MamienTH i3 MOMWHO BCTaHOBNIeHUM aiarHozoM I'JIUI oTpumyBanu ogHy B/M 1H’€KIIIIO Ipenapary
Onxacmap® (2500 MO/M? mromd moBepxHi Tina) abo HaTuBHY acmaparidasy E. coli
(25 000 MO/m?> miomi moBepxHi Tina), abo Erwinia (25 000 MO/M* muromni HOBEpXHi Tijia).
Iepion HamiBBuBeneHHs npenapary OHkacnap® 3 miasmu KpoBi OyB CTaTHCTHYHO BipOTiIHO
noBmuM (5,7 OHIB) HIX IepioJ HamiBBHBEICHHS HaTHBHOI acmaparidasu E. coli (1,3 nobu) ta
Erwinia (0,65 no6u). Heraiina ximiTnHHa 3arubenb JIEHKEMIYHHX KIITHH in Vivo, BH3HAYeHa
¢yopecuenTHiM 3a0apBIeHHSIM pogaMiHOM, Oyra OJHAKOBOKO MicCis BBEJEHHS YCiX 3-0X

npenaparis L-acniaparinasu. 7 [ ), [/&f} e (7;’ Cf? ) /"
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MMamiertn 3 I'JIJI 3 kinmpkoma peuwauBamu oTpuMmyBaid abo Omxxacrnap®, abo HaTUBHY
acriaparinasy E. coli min wac Kypcy iHmykuifiHoi Tepamii. OHkacmap® BBOMMIM B/M B 1031
2500 MO/m? mmomi nosepxHi Tina Ha 1-#W geHp ta 15-i aeHs imayknil. Cepenmiii mepion
HariBBHBeeHHA Npenapaty Oukacnap® craHoBuB 8 1i6 y manienTis 6e3 peakuii mBALIEHOT
gyrmuBocti (AUC 10,35 MO/Mi/moGy) Ta 2,7 mobu y HaIlieHTiB 3 PeaKIliclo MiABHIICHOI
gymeocti (AUC 3,52 MO/mia/no6y).

OcobauBi kaTeropii namicHTIB

J[u3aiiH KOHTPOILOBAHKX JOCIi/KEHD He ependadaB IPOBENCHHs OLIHKH GapMaKOKiHETAYHUX
BracTUBOCTel mpenapaty OHkacnap® mpu BBeJeHHI OCOOIMBHM KaTeropisM mNamieHTiB. 3a
pesynbTaTaMM HOMyJsAiiHOl QapmaxkokiHeTHyHOI oliHKM mpenapary Omnkacnap®, ska
IPYHTYBalach Ha nanux fociimkens AALLO7P4 (s/B), DFCI 11-001 (8/B) Ta CCG-1962 (8/m),
6yII0 BCTAHOBJIEHO, IO KIipeHC (MiHIAHMH Ta HacHYyBaHHIT) 3pOCTaB NPUOITU3HO MPONOPLIHHO
IWIOM MOBEPXHi TiNa, a 3pocTaHHs 00’eMy po3moAiny Oyno Ginemn IMPOmOpHiHHMM A0 IUIOUI
noBepxHi Tina. CTatucTuyHo Biporiaxa pisanung @K xapakTepuCTHK IPH BBEIEHH] Y0JIOBIKAM Ta
KIHKaM 3a pe3yJbTaTaMi IIb0r0 aHalli3y iaeHTudikoBana He OyJa.

BrumB HUPKOBOI Ta TedinkoBoi HemocratHocTi Ha DK xapakTepucTuku npenapary Oukacniap®
He ouiHroBad. OCKINBKY Ieracmaprasa € OUIKOM 3 BHCOKOIO MOJIEKYJIIDHOIO Macoio, BOHa He
BUBOJMTHCS HHUPKAME, OT/KE 3MiHy (apMaKOKIHeTHYHHX XapaKTePHCTHK IPH BBEICHHI
npenapaty Onkacnap® nauni€HTam i3 HUPKOBOXO HEJIOCTATHICTIO HE OYIKYHOTb.

Ockinpky TIpoTeoniTHuHi GepMeHTH, BiANOBiaIbH] 338 MeTaboiuHe MEPETBOPEHHS NpenapaTy
Omnkacrap®, IpeacTaBieH] B yCiX TKaHMHAX, TOYHA POJIb NEYiHKA HEBIZIOMA; MEHIUE 3 THM, HE
OUiKYIOTh, IO HOTIPUICHHS NMEYiHKOBUX (YHKIIN CTAHOBMTMME KIiHIYHO 3HAYyILly IpoOIeMy
1pu 3actocyBaHHi npemnapaty Onkacnap®.

JlaHi 0/10 MALIEHTIB TITHHOTO BiKy BIICYTHI.

KniniyHi XapakTepuCTHKH.

Iloxazanna.

Onxacniap® MoKa3aHuii SK KOMIOHEHT AaHTHHEOILIACTHYHOI KOMOiHOBaBOi Tepamii mpH
roctpoMy Jimbaruunomy neiikosi (I'JUI) y niteli Bim HapomxenHs no 18 pokis, a Takox
JOPOCIIMX MAli€HTIB.

Ilpomunokaszanua.

o Peaxuii rinepuyTaMBOCTI 10 {0401 pedoBHHM 200 10 Oy Ib-9KOI JOIOMIXKHOI PEIOBHHY;

e [EYiHKOBA HEJOCTATHICTH TSHKKOTO CTyIeHs (piBeHb OLmipyOiHy y > 3 pasu mepeBullye
BepxHIO Mexy Hopmu [BMH]; Tparcamizas -y > 10 pasis Bunmit 32 BMH);

e cepiio3HMH TpoMOO3 B aHaMHe31 IPH HPOBEACHHI HONEPEeHBO] Teparii i3 3aCTOCY BaHHAM
L-acmaparinasy;

e IaHKpEaTUT B aHAMHE3i, B TOMY WYHCIi IAHKPEATHT, INOB’A3aHWHM 13 MOIEPEAHBOIO
Tepamiero i3 3acrocyBamHsM  L-acmaparinasm  (quB.  posmin  «OcobmuBocti
3aCTOCYBaHHA»);

e cepiiosHi remopariumi moxii B amamHesi, NOB’A3aHi i3 IONEPETHBOIO TEPAIIEI 13
3acTocyBaHHAM L-acmaparinasu (auB. po3ain «OcobImBOCTI 3aCTOCYBaHHSM).

Ocobnusgi 3axo0u b6e3nexu.

Onkacmap® MoXXe BUKIMKATH [OApasHEHHS NpH KOHTakTi. OTxe, OpPH MOBOJUKEHHI 3
IpenapaToM HeobximHa ocobuBa obepexHicTh. Clia yHUKATH BIMXAaHHS MapiB Ta KOHTAKTY 31
IIKIPOIO i CITM30BMMHE OGOJOHKAMH, 30KpeMa, Ouei; y BUIANKy NMOTPAILIAHHS Ipenapary B ovi,
Ha MKipy abo CIM30Bi OGOJIOHKH, CIiJ HEralHO 3MHTH BEJIMKOKO KUIBKICTIO BOMM; 3MHBATH
OTPiGHO HMPOTArOM, IPHHAMMHI, 15 XBHIIHH.

Onxacrnap® mpu3HAYEHUH 15 BHY TPIIHEOBEHHOr0 a00 BHY TPIIIHEOM’I30BOT'0 BBEAEHH, IICIIsL
BiJIHOBJICHHS 3aco0y. Ilepen BBeICHHSM IIOPOIIOK CIifl BiJTHOBHTH PO3BEACHHAM Y 5,2 MJI BOIH

14 11’ exuiit (uuB. posain «Croci6 3acTOCyBaHHS Ta JO3H»).
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[HCTPYKINT 13 HOBOJDKEHHS.

1. IlepcoHan mOBWHEH HPOMTH HABYAHHS ILIOAO TOBOMKEHHS Ta 3aCTOCYBaHHS JiKapCHKOTO
3acoby (KiHOK B II€PioJ BariTHOCTI HE CIIiA AOIMyCKaTH 10 pOOOTH 3 IIUM JIIKApCHKHUM 3aCO00M).
2. Ci BUKOPHCTOBYBATH aCeNTUYHI METO/IH.

3. Ciiijy JOTpUMYBATHCH MPOLEAYP 3 HAJIE)KHOTO ITOBODKEHHS 13 IPOTUIY XJIMHHUMHE 3aCO0aMMU.
4. Ilpu pobGoti 3 mpenaparoM OHkacnap® pEKOMEHIOBAHO KOPHCTYBATHCH OJHOPA30BUMH
PYKaBUYKaMH Ta 3aXHCHUM OJSATOM.

5. Vce mpuiaqis Uis BBeAEHHS ab0 OYMINEHHS, BKIIOYHO 3 PyKaBHYKaMH, CIIJ HOMIIIATH Y
MIIIKH JUIS CMITTS BUCOKOT'O PHU3UKY, JUIS CIIANFOBAHHS [P BUCOKiH TeMmepaTypi.

BignosieHHs

1.V dnaxou HeobXigHO HogaTH 5,2 MJI BOAH JUIS iH €Ki, KOPUCTYIOUHCH IIIIPHIOM T4 T'OJKOKO
Kamiopy 21.

2. ®nakoH ciif 0depexHo 00epTaTh ax 10 IOBHOIO PO3UHHEHHS [TOPOIIKY.

3. OrpuMaHuii micis BiHOBJENIIS PO3YUIl OBHHEH OyTH NPO30pHM, 6C30apBHUM Ta BiIILHHUM
Bifl BUAMMHMX OKOM CTOPOHHIX BKIfOYeHb. He ciiJi BUKOPUCTOBYBAaTH BiJHOBJIEHHH PO3YMH Y
BUIIAJIKy HOro nmoMyTHiHHs abo yTBopeHHs ocany. He crpymrysaru.

4. Po3uyMH CIiJ BUKOPHMCTATd 0OpPOTAroM 24 TrOAMH Micis BIIHOBIEHHS, 30epiraTd mNpu
Temreparypi Himkue 25°C.

Brenennsd

1. Jlikapceki 3aco0u 1JIsL TAPEHTEPATHHOTO BBEACHHS CIILJI OIVIAAATH HAa HAsBHICTh YACTOK IIEPE]
BBCICHHSAM, BBOJWTH MOXHA JIMIIE IIPO30pHit, Oe30apBHUN PO3YHMH, BITBHUHA Bl CTOPOHHIX
BKJTIOYEHbD.

2. lle# nikapcekuii 3aci6 CTix BBOAWTH BHYTPIITHBOBEHHO a00 BHYTPIIMHBOM’A30BO. Po3umH
CJIiJI BBOAUTHY IIOBLIBHO.

V BHNAAKy BHYTPIiIIHBEOM’ s130B01 iH €Kil 06’ €M BBEICHHS HE IOBUHEH NEPEBHUIYBATH 2 MIT IS
AiTed Ta MTITKIB 1 3 MJI 71 JOPOCIIHX.

V BuIaAKy BHYTPIUIHBOBEHHOTO BBEJICHHS BiJHOBJICHHH po3uMH ciif possectd y 100 mn
PO3YMHY HATPiKO XJIOPHIY s iH’ekuiif 3 xoHmneHTpamiero 9 mr/ma (0,9 %) abo 5 % pozuuni
TIIFOKO3H.

Po3Befenuit po3yrH MOXKHA BBOJHUTH IIPOTATOM 1-2 TOIUH pa3oM i3 BXKe po3noyaroro iHdysiero
pO34MHY HATpito xynopuxy 9 Mr/mi abo 5 % po3unHy rarokosu. He ciif BBoAuTH iHINI JliKapchKi
3aco0M uepe3 OJHY BHYTPIIIHBOBEHHY CHCTEMY MiJ 4Yac BBeZeHHA 3aco0y Onxacnap® (aus.
po3zin «Crocib 3acToCyBaHHS Ta IO3K)).

[Micns po3BeNeHHS PO3YMH CIiJ BBOAWTH HeraiHo. fIkmo HeraiiHe BBEICHHS HEMOMIIMBE,
PO3BEIEHHI PO34KH CITij] 36epiratu npu TemuepaTypi 2-8°C npotsarom no 48 roauH (AuB. PO3ALI
«TepMiH TPUOATHOCTI»).

Yrumizanis

Omnkacmap® npu3HAa4YeHUH BHKIIOYHO JUII OAHOPA30BOTO 3aCTOCYBaHHs. HeBHKOpHUCTaHMH
JmikapchKui 3aci6 abo Bimxoam cnif yTHWIi3yBaTH i3 NOTPUMAaHHSM BHMOT HAIllOHAJIBLHOIO
HOPMATHBHOT'O 32KOHOJIaBCTBA.

B3aemo0ia 3 inwumu aikapcoKumu 3acobamu ma iHwi 6uou 63aEMo0ii.

BukiukaHne neracnaprasor 3HIDKCHHS BMICTY OLIKIB y CHpOBATIi KpOBI MOXeE 30LIbIIyBaTH
TOKCHYHHH BILIMB IHIIMX JTIKApCHKHUX 3aC00iB, sIKi 3B’I3yI0ThCS 13 Ol7KaMHU.

TakoX, BHACHiJOK IHTiIOyBaHHA CHHTE3y OLIKIB Ta NOALLy KIITHH, Ieracraprasa MOXe
HOpPYIIyBAaTH MeXaHi3M Jii IHIIMX pedoBHH, e€(eKT SKMX 3aleKUTh Bil IOULY KIITHH,
HAIPUKIIaJ1, METOTPEKCary.

Bzaemojiis MeToTpexcary Ta umrapabiny 3 npemnapatoM OHkacnap® Moxe pO3PI3HATUCH: iX
HOIIEPENHE 3aCTOCYBAHHS MOXE CHHEPreTHYHO IHACHIMTH [0 Ieracmaprasy. Sxkmo i
pDEUOBMHM  3aCTOCOBYIOTH  Iicias  3acTocyBaHHsS  mpemapary  Onkacmap®, MoxnmBe
AQHTarOHICTHYHE 3HMKEHHS €(eKTy Ieracuaprasy.

ITeracmaprasza MOJe MEpelIKO/DKaTH MeTaboIiYHOMY IEPETBOPEHHIO Ta BHBEIECHHIO 1HINMX
NIKapChbKMX 3aco0iB, uyepe3 BIUIMB Ha CHHTE3 OuNKiB Ta (yHKIII IEYiHKH, a TaKoX NpH
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KOMOIHOBaHOMY 3aCTOCYBaHHI 3 IHIIMMH XIMIOTEpanmeBTHYHHUMHM 3acobamu, 3JaTHHMH JI0
B3acmoii 3 CYP i3odepmeHTaMHu.

IIpu 3actocyBanHi mpenapaTy OHkacap® MOXIHBE KOJTHBAHHS BMICTY (paKTOpiB Koaryssuii.
Ile MOXXe COpMATH pPO3BMTKY TEHIEHI{I m0 KpoBoTedi Ta/abo Tpombozy. Omxe, cnin OyTH
0BepexHIMH NPH OJHOYACHOMY 3aCTQCYBaHHI aHTHKOAIyJIsSHTIB, TAKHX, K KyMapHH, e€IapHH,
JUIPUAAMOJI, alleTUIICATIAIOBA KICIO0Ta ab0 HECTEPOiIHI IPOTH3aNabHi IIpenapary, abo mpu
OIHOYAaCHOMY HpOBENEHHI XximioTepamii i3 3acTOCyBaHHSIM METOTpeKcaTy, HayHOpyOiumHy Ta
KOPTHUKOCTEPOIIiB.

VY pa3si 0HOYACHOTO BBEJCHHS INIIOKOKOPTHMKOINIB (HAIPHKJIa/, MPEAHI30HY) Ta meracrnaprasu
3MiHE TIapaMeTpiB Koarysuii (3HwkeHHs BMicTy dibpunoreny Ta nediuury antuTpombiny III,
AT III) MoxyTh OyTH O1JIHLI ICTOTHUMH.

[leracmapraza ModKe TiABMIIMTH PHU3UK BHHUKHEHHS TJIFOKOKOPTHMKOIA-1HIyKOBAHOTO
OCTEOHEKPO3y y JiTeH Ta MiUNTKIB IPH OJHOYACHOMY 3aCTOCYBaHHI 000X Npenaparis, 3 6UIbLI
BHCOKOIO YAcTOTOIO BHIMKIENIs VY JiBYaT, uepe3 IOTEHHIHHO BUINMH DPU3UK BILIMBY
aexcameTasoHy (auB. posainmu «OcobnuBocti 3acTocyBaHHs» Ta «[1o6idHi peaxuiin).

IIpu BBeneHHI BiHKpHCTHHY Oe3mocepeJHBO 0 a0 OJHOYACHO 13 Ieracnaprasor, TOKCHIHUH
BIUIUB OCTaHHLOI MOe 30inpmmTHCh. IIpu BBemeHHI 3aco0y Oxkacmap® mepes BIHKPUCTHHOM
MOXCIABE 30UIBIICHHS HEWPOTOKCHMYHOTO BIUIMBY BIHKpHCTHHY. OTXKe, BIHKDHCTHH CIILJ
BBOJIUTH NIpHHaiMHI 3a 12 roauH 10 BBeaeHHs 3aco0y OHkacnap®, juis MiHiMi3allil TOKCHYHOTO
BILTHBY.

HempsiMa B3aeMojis meracraprasy Ta OpalbHHX KOHTPALENTHBIB HE MOXE OyTH BHKIIFOYEHA
yepe3 renaTOTOKCHYHUM BIUIMB II€Taclaprasy, BHACHIIOK YOTO MOXIIUBE 3HHKEHHS BUBEICHHS
IeUiHKOIO OpadbHMX KOHTpauenTusiB. OTxe, OJHOYACHE 3acTocyBaHHs npemapary Onkacnap®
Ta OpaTbHHX KOHTpAaUENTHBIB He pekoMeHmoBade. JKiHkam JiTOpOJHOTO BiKY CIiA
BUKOPHCTOBYBATH iHIII METOAM KOHTpAaLEHIii, BiAMiHHI Bil OpalIbHHUX KOHTPAIENTHBIB (IUB.
posaima «OcoGIMBOCTI 3aCTOCYBaHH» Ta «3aCTOCYBaHHs y HEpio BariTHOCTI abo roJyBaHHS
TPy ITEO»).

OnHOYACHA BAaKIMHALIA XMBHMM BaKIMHAMH MOJXE MiJBHUIIYBATH PH3UK TOKKUX iHQEKIIH,
3yMOBJIEHHH  IMYHOCYIPECHBHOIO  aKTHBHICTIO  I€raclaprasd, HAasBHICTIO OCHOBHOTO
3aXBOPIOBAHHS Ta KOMGIHOBAHOIO XiMioTeparmiero (IuB. po3ain «OcobIMBOCTI 3aCTOCYBaHH:Y). 3
OISy HA Iie, BAKIMHAIIO XUBIMHY BaKI[MHAMH CJIiJl IPOBOJMTH HE PaHille, HiX Jepes 3 micami
IiCJIs 3aBEPHICHHS [IOBHOTO KypCy aHTHJIEHKeMidHOi Tepartil.

Ocobnusocmi 3acmocy6anHtA.

[IpocrexyBaHICTh

JIng TOKpAieHHs BIACHIAKOBYBAaHHS OI0JOIiYHMX MEIMYHHX NpENapaTiB, CII YiTKO
peecTpyBaTH Ha3By 3aco0y Ta HOMED cepii BBEZIEHOTO IIPENapary.

AHTHTINIA 10 acnapariHasu

HasBHICTD AQHTHUTIN JO aclaparigasd Moxe OyTH acollifoBaHe i3 HHU3BKOIO aKTHUBHICTIO
acrapariHas¥ BHACTIZOK IOTeHLiHHOI HeHTpari3yrodol AKTUBHOCTI IMX AHTUTLI. Y Takux
BUMAAKAX CJiJl PO3MIIAHYTH AOUIHHICTE MepeXoLy Ha iHIIMiA IIpenapat acnapariHasy.
Bu3Ha4yeHHs aKTUBHOCTI acmaparinasu y cupoartii abo I1a3Mi KpoBi MOXe OyTH KOPHCHHM IS
BHKJTIOUEHHS IPHLIBUIIIEHOTO 3HIKEHHS aKTHBHOCTI acrapariHasy.

Peaxkuii rinep4yTIHBOCTI

Peakmii rimepdyTiamMBOCTI OO Ieracmaprasd, B TOMY YHCIL i3 3arpO3JMBOIO IS JKHUTTH
anadinakciero, MOXIUBI B Iepiol Tepamii, B TOMy YHCIi y Mali€HTIB 3 BIAOMOIO PEaKIi€ro
IiIBHIIEHOT Yy TAMBOCTI 10 NpeIapariB acnaparinasy, OTpHMaHuX 3 E. coli. IHIAMH peaknisMu
Tiep4yTIMBOCTI MOXKYTH OyTH aHTiOHEBPOTHYHUH HAOPAK, HAOPSK Iy0, HaOPSK MOBIK, epUTEMA,
3HIDKEHHSA apTepiabHOro THCKY, OPOHXOCIA3M, 3a/IHIIKa, CBEPOLK Ta BUCUIIAHHS (IMB. PO3ILIH
«[Tpotunokasanus» ta «1o6iuli peakuii»).

I[IpoBecTu npemeanKauiro manieHTis 3a 30-60 xB. 10 3acTocyBaHHs npenapary Onkacnap® (nus.
po3ain «Croci6 3acToCyBaHHS Ta JJO31»).

B SKOCTi pyTHHHOIO 3amOGKHOTO 3aX0Xy HEOOXiJHMH MOHITOPHMHI CTaHy IAlli€HTa IPOTAroM
FOMMHM TICJS BBEICHHS, NOBHHHO OYTH HasBHE peaHiMalliliHe oONamHAHHS Ta iHEH. HaNCKHI
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3ax0au, HeoOXiHI Ha BUMaAoK aHadinmakTHuHOI peakiiil (eninedpuH, KUCeHb, BHY TPIITHEOBEHHI]
CTEpOiAH, TOIIO). Y BHHAAKY Cepio3HOI peakuil rinepdyTIMBOCTI IO HPENAapaTy, 3aCTOCY BAHHS
3acoby Onxacrnap® ciig npunuauty (uB. pos3ainu «IIpotunoxazanns» ta «llo6iuni peakmii»).
B 3ajeXHOCTI BiJl CTyNeHS TSKKOCTI CHMOTOMIB B SIKOCTI aHTHIOTY MOJKJIMBE 3aCTOCYBaHHS
aHTUTICTaMiHHUX 3aCO0iB, KOPTHKOCTEPOIIiB Ta Ba30IPECOPHHUX 3ac001B.

BruiyB Ha OiNUTYHKOBY 3a103Y

[Tpu 3actocyBanHi npenapary Onkacnap® NOBITOMIIIOCE PO BHIMAJIKK MAHKPEATUTY, B TOMY
qucli TeMopariqHoro abo HEeKpOTH3YHYOro 3 JIeTAIbHUMH HacTigxkaMu (quB. posain «llo6iuni
peaxiiiin).

arienTis cig iHGOpMyBaTH 1OJ0 O3HAK Ta CUMITOMIB [TAHKPEATHTY, SIKMH, TIPH BIJACYTHOCTI
TIKyBaHHs, MOXeE CTaTH NPUYHUHOIO JICTAIEHUX BUIIAJKIB.

IIpu mizo3pi Ha MAHKPEATHT NOJANbIIe 3aCTOCYBaHHA IpenapaTy OHkacnap® Cilifl IpUNMHKUTH,
SKIO Jiardo3 MaHKpeaTuT MiATBepDKEHHiA, TOHOBIIOBATH 3acTocyBaHHs 3aco0y Onkacnap® He
CIIiI.

Heobxinauit dacTuii MOHITOpMHI BMICTy amina3u Ta/abo Jimasd y CHpOBATIli KpOBI AJIA
BUSBJIEHHS PAHHIX O3HAK 3allaJleHHs MiALUUTYHKOBOI 3an03d. OCKUIBKHA MOXIJIMBE NOPYIIECHHS
IEPEHOCHMMOCTI [JIFOKO3M IIp¥ OJHOYACHOMY 3acTocyBanHi mpemapary Omnkacnap® Ta
IpenHi30Hy, HeOOXiAHMI MOHITOPHUHT BMICTY I'IIOKO3H B KPOBI.

Koarynonaris

MoOXIHBE BHHHKHEHHS TPOMOO3y CepHO3HOro CTyNeHs, B TOMy UHCII 3 TpoMOo30M
cariTaIbHOTO CHHYCy y IaI[i€HTiB, SKi OTpPUMYIOTH Ieracmaprasy (aumB. pos3fin «Ilo6iuni
peakiii»). 3actocysanHs mpenapaty OHkacmap® mamieHTaMH 13 TpPoMOO30M CEPHO3HOTO
CTyIICHs HEOOXiTHO IPUITMHUTH.

36inpmenuii npoTpomGinosuit wac ([TY), 36inbmieHni 4acTKOBHH TPOMOOIIACTHHOBMHM dYac
(UTY), rinodibpunoreHemis Ta 3HIDKEHHS aHTUTpoMOidy III MOXNMBI y HamieHTiB, AKi
OTPHUMYIOTh Teracmaprasy. HeoOXigHuii MOHITOPHMHT NapaMeTpiB KoaryJsiii 10 HOoYarKy
Teparlii, IepioMyHO B IepioA Tepamil Ta micis il 3aBepIIeHHs, 30KpeMa, y pasi OJHOYACHOTO
3aCTOCYBaHHs IHIIMX JIKApCHKUX 3ac00iB aHTHUKOATYJSHTHOI [ii, TAKHX, SK aueTWICATIIAIOBA
KHCJIOTa Ta HECTEPOiHI MpOTH3amaibHi JIIKapchKi 3acobu (AUB. po3aul «B3aemonis 3 iHMUAMYU
MiKapchKUMM 3aco0amMu Ta IHIN BHIM B3a€MOJii»), abo OAHOYACHO i3 XIMIOTepami€r i3
3aCTOCYBaHHAM METOTpEKCaTy, JayHOpPYOIIHHY, KOPTHKOCTEPOiAiB. ¥ pasi iCTOTHOIO 3HMKEHHS
BMicTy Qi6punoreny a6o nediuury antuTpombiny III (AT III) cmig posrisHyTH DOUITBHICTH
HaJIEXKHOT 3aMicHOT Teparii.

OcTeoHEKpo3

Ilpu 3acToCyBaHHi IJIFOKOKOPTHKOIAiB, OCTEOHEKPO3 (aBacKyJISpPHMH HEKPO3) € MOXIHBUM
YCKIaJHEHHSIM TilepKoaryJsmii, sKe CIOoCTepiraeTbea y MiTeH Ta MUUNTKIB, 3 OLIBIIOKO
YaCTOTOK BUHMKHEHHS y JiBYaT (IUB. po3ainu «B3aeMozis 3 IHIIMMH JIKapChbKUMH 3acobaMu Ta
igmmi Buam B3aemomi» Ta «IloGiuni peakuii»). ToMy pekOMEHIY€ETHCS PETeNbHIA MOHITOPHHT
HAIli€eHTIB JUTSYOrO Ta IIUITKOBOrO BiKY JUIS BHSABICHHA OyAb-SKUX KIIHIYHHUX
03HAK/CUMIITOMIB OCTE€OHEKpo3y. Ha OCHOBI KJIIHIYHOI OLIHKM Ta OIIIHKH KOPUCTB/PH3HK IJIS
iHMBIMyanbHOTO mAamieHTa, JIKYIOUMi JliKap IIOBUHEH BU3HAYHMTH IUIAH BEIEHHA MAIli€HTa
BIAMIOBIHO 10 CTaHAAPTHHX peKomenpauiit 3 mikyBaHHA [JIJI Ta mpHHOMIB HiATPEMYOYOI
Teparii.

BB Ha [e4iHKY

KombiHoBana Teparmisi i3 3acrocyBamusiM mpenapary Omnkacnap® Ta 1HmEX 3aco0iB
TeNnaTOTOKCHUYHOL il MOKe IIPU3BECTH JI0 TeMaTOTOKCHYHOCT] TSDKKOIO CTYIICHS.

Cnin 6yTa obepexxHUMH OpH 3acTocyBaHHI 3aco0y Onkacnap® B kxom6imamii i3 3acobammu
rernaToTOKCHYHOI Jii, 30KpeMa, MpHW HasBHOCTI NOpyIIeHHA QyHKUiH neuinku. HeoOximamii
MOHITOPHHT [AI[€HTIB /ULl CBOEYaCHOTO BUSBJICHHS 3MiH NapameTpiB QYHKIIH NeIiHKH.
Mot 36iIBIIEHNHA PU3HK TeNAaTOTOKCHMYHOCTI U TAI€HTiB, TO3UTHBHUX 32
dinanensdificbKOI0 XpPOMOCOMOIO, SIKi OTPUMYIOTh KOMOIHOBAaHY Tepamilo 13 3aCTOCYBaHHAM
iHri6itopis THposuHKiHa3w (Hanpuknaxg iMatuHiOy) Ta L-acnaparinasu. Ile ciig Opatu 10 yBaru
IPY PO MOXIIMBOCTI 3aCTOCYBaHHs Tipenapaty Okacnap® narieHTaM i€l momysiii.
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Benooximositina xBopoba mewinku (BXII), Bkmo4aroum TsDKKi, HeOe3medHi M XKHUTTS Ta
[OTEHILIMHO JIeTadbHI BHIIAJIKM, CIIOCTEpirajlach y Halli€HTIB ki oTpumyBaiud Oxkacnap® y
KoMmOiHanii 31 cTaHAapTHOIO XiMioTepamli€lo, y TOMy 4YHCIL Mi Yac IHAYKIIHHOIO eTamy
6araroeTanHol xiMmioTeparnii (auB. po3nin «[ToOiuni peakmii»).

Osnaku Ta cumiroMd BXI] BKIIOYAIOTE IIBUAKE 30UIBIIEHHS MAcH Tija, 3aTPHMKy PIOWHU 3
aCLIUTOM, TelaTOMEraiiro, TPOMOONMTOIEHII0 Ta WIBHIAKE 30iNbIIeHHs piBHA OUTpyOiHy.
BusiBnenns takux (GakTopiB pu3MKy, SK HasBHE 3axBoproBaHHA nedinkd abo BXII B anamHesi,
Ma€ BaXJIUBE 3HauenHs juig 3amobiranxs BXII. Jlyke BaXIMBHM € CBO€YacHE BHSBIICHHS Ta
Hanexue nmikysanas BXII. [MaumienTH, y SKHX cHOCTepiracThcs €W CTaH, MOBHHHI JIKyBaTHCS
BIJIITOBITHO JIO CTAHAAPTHO! MEAWYHOI IPAKTUKMY.

3 ypaxyBaHHSIM PHU3HUKY TinepbinipyOiHeMii peKOMeHI0BaHUH MOHITOPHHT piBHS OLIpyOiHY 1O
[I0YaTKy Teparlii Ta nepe/i BBEACHHAM KOKHOI JTO3H.

BruimB Ha [IEHTPATLHY HEPBOBY CHCTEMY

KombinoBana Teparis i3 3acTocyBanHsM Ipenapary Onkacnap® Moxe 3aBIaTH TOKCHUHOIO
BILIMBY Ha IIEHTpabHY HEPBOBY cucTeMy. lloBimoMIsnocs mpo BUNaAKK eHuedanonarii (B ToMmy
9uCIli CUHAPOMY 3aIHBOI 000poTHOI NefikoeHnedanonarii) (nuB. po3nin «[lobiuni peakiii»).
Onkacnap® Mo)ke CIPHYMHATH O3HAKH Ta CUMIITOMH 3 OOKy HEHTPaIbHOI HEPBOBOI CUCTEMH Y
BUTJIS/I COHJMBOCTI, CIUTyTAHOTO CTaHy CBIIOMOCTI, KOHBYJbCid. HeoOximuuit perenbHUH
MOHITOPDHUHI JJIs BHSBJICHHS TaKUX CUMITOMIB, 30KpeMa, sKio OnHkacnap® 3acTOCOBYIOTH
OZHOYACHO 13 JIKApChKHUMH 3aco0aMu HEHpPOTOKCHYHOI [ii (TaKUMH, SK BIHKPHCTHH Ta
METOTpEKCaT, AWB. po3fin «Bsaemonis 3 IHIIMMH JIKapChKEUMH 3aco0amMM Ta IHIN BHIH
B3aEMOJIiiN).

Miesocynpecis

I[leracmaprasa MOXKe BUKJIMKATH MI€JOCYNPECito, IpsAMO abo omocepeAKOBaHO (BHACTILOK 3MiHU
MienocynpecuBHOI Ol  IHIIKMX JIKapchKMX 3acobiB, TakuWxX, fAK MeToTpekcar abo
6-mepkanromyput). OTxe, 3acrocyBaHHs mnpenaparty Onkacnap® Moxke MHiBHIIUTH PH3HK
iHdeKiil.

3HMKEHHS KUIBKOCTI IUPKYIFOIOUNX TiMGp0o0aacTiB 4acTo € AOBOJII 3HAYYLINM, a HOpMaIbHa abo
3aHHM3bKA KiJIBKICTh JIEMKOIMTIB YacTO CIOCTEpIranach MPOTATOM HEpIIHX JAHIB IICISA IMOYaTKY
Tepamii. I]e Moxe OyTH IOB’3aHO 3 ICTOTHMM 3pOCTaHHSAM PIBHS CEYOBOI KHCIOTH y CHPOBATII
KpoBi. MOMBHI PO3BUTOK CEYOKHUCIOI Hedponarii. J[11 MOHITOPHHTY TEpaleBTHYHOTO
edeKTy HeoOXiTHHI PeTEJBHUH MOHITOPUHI ITOKA3HHKIB IeprdepHuHol KpoBl Ta KiCTKOBOIO
MO3Ky TaIll€HTa.

[nepamoniemis

Acnaparinasa cnpusie IIBHAKOMY IIE€pPETBOPEHHIO acmapariHy Ta [NIyTaMiHy Ha acrmapariHoBy
KHCJIOTYy T4 [JIyTaMiHOBY KHCJIOTY, i3 BUAUICHHAM aMOHII0O B SIKOCTi CIUJIBHOIO IOOIYHOTO
npoxykTy o0ox peakuiif (muB. posmin «®PapmakonuHamika»). BHYTpINIHEOBEHHE BBEIECHHS
acmapariHasy, TaKUM YHHOM, MOXE BHKJIMKATH 3HA4YHE IIiJBUINCHHS pDIiBHA aAMOHIIO IiCiA
BBEJICHHS.

CuMOToMM TilepaMOHIEMil HacTO HOCATH TPAaH3UTOPHHUN XapakKTep Ta MOXYTh BKJIOYATH:
HyZOTY, OJIFOBaHHS, TOJIOBHUM OiJb, 3a1aMOPOYEHHS Ta IIKIPHI BUCHNIAHHA. Y TSKKHX BHIAIKax
MOXIMBHU PpO3BHTOK eHuedamonatii 3 ypaXeHHsAM INedyiHKM abo 0e3 HbOro, 30KpeMa, y
HALIEHTIB CTApIIOrO BiKy, SIKI MOXYTb 3arpoXyBaTH >KUTTIO ab0 IPU3BOJUTH 10 JIETAIBHOIO
BUnanKy. [Ipy HasSBHOCTI CHMIITOMIB TrinmepaMoHieMii HEOOXiAHHN peTeNbHHH MOHITOPUHT
BMICTY aMOHIIO.

Kontpanenis

Ciming 3acTocoByBaTH e(eKTHBHMHA METOJ HEOPaNbHOI KOHTpamemmii B Iepio] Tepamii
npenaparom Onkacnap® Ta HpOTAroM NpHUHAHMHI INECTH MICALIB IICIIA 3aBEpPIIECHHS Tepamii.
OckinpKM HelpsMa B3a€EMOJisi MIXK OpIbHUMH KOHTpAIENTHBAMU Ta IIEraclapra’olo He MOXe
OyTH BHUKIFOYCHA, 3aCTOCYBAHHS OPATHHUX KOHTPALENTUBIB HE PO3TJISAIOTh, 5K anﬁHaTHHﬁ
MeTOJ KOHTpalenuii (IuB. po3ainu «B3aeMois 3 IHIMME JHKAPCEKAMHU 3ac06aMH Ta iHIII BHIM
B3aEMOJii» Ta «3acTocyBaHHs y Mepioj] BariTHOCTI a0 royBaHHS Py AIO»). /




BwmicT Hatpito
Lleit nikapceKuii 3aci6 MicTHTH MeHIIe | MMOJIb HAaTpiko (23 MI) Ha OfHY 03y, TOOTO NPAKTUYHO

BLIBHMIA BiJT HATPIIO.

3acmocysanna y nepiod eazimnocmi abo 200yeanna zpyooio.

Kinku giropoanoro siky / KouTpauenuis st 40JI0BIKIB Ta XKIHOK

YonopikaM Ta JKIHKaM CIiJi BUKOPMCTOBYBaTH e(eKTHBHI METOOM KOHTpaLemluii B Iepion
JNiKyBaHHS Ta IPOTIrOM IPHHAMMHI [IECTH MiCsUiB Mic/IA 3aBEPIIECHHS TEPAII] i3 3aCTOCY BAHHAM
npenapary Ounkacnap®. OCKLIBKE HelpsMa B3a€MOJisS MiX OpaJbHMMH KOHTPAlENTHBAMH Ta
TIeracnaprasor He Moxe OyTH BHKIIOYEHA, OpaibHi KOHTPAIENTHBE HE PO3TIAAIOTh, K 3aci0,
o 3abe3nedye mocTaTHIO Oe3neky B Takii kiiHiuHIA cuTyanii. XKiHKaM AiTOPOJHOro BIKy CIIA
BUKOPHCTOBYBATH METOJ| KOHTpaIeNIii BiMIHHUH} BiX OpaJbHAX KOHTPAUENTUBIB (IUB. PO3/LIH
«OcobnuBoOCTi 3acTOCYBaHHS» 1 «B3aeMosis 3 iHINAMH JiKapChbKMMH 3aco0aMM Ta iHII BHAM
B3aEMOJIIN»).

BariTHicTb

Jlani mof0 3acTocyBaHHs L-acmapariHa3zd oOMexeHi, a AaHi IIOJO 3aCTOCYBaHHS IpPENapary
Onxaciap® B mepion BariTHOCTI BiAcyTHi. JIOCHDKEHHS BIIMBY [eTaclaprasd Ha
penpoayKTuBHi GyHKIII TBAPHH HE IPOBOMIIH, @ B JOCITI/DKEHHAX L-acnaparinasy Ha TBapuHax
OyJ0 IPOAEMOHCTPOBAHO TEPATOT€HHUK BIIMB. BHACIIZOK IbOTO, & TAKOX 3 YypaxyBaHHIM
dapmaxonoriuaux BractuBocTel, OHkacap® He cnifl 3aCTOCOBYBATH B NEPiOJ BariTHOCTI, 3a
BUHSATKOM BMIIJKiB, KOJIH KJIIHIYHHN CTaH XIHKM BUMara€ BBEJCHHS Ieraclaprasy.

["oayBanHs rpyao

HeBizomo 4M IIPOHHMKAE Ieracmaprasa y rpyAHe MOJIOKO. 3 ypaxyBaHHAM (apMaKoIOTi4HKX
BIACTUBOCTEH, HE MOX€ OYTH BHKIIOYEHHI pH3HK A HOBOHAPOJDKEHHX/HEMOBIAT, SKi
3HAXOAATLCS HA TPYJHOMY BHTOJOBYBaHHI. B SKOCTI 3al0GDKHOIO 3ax0My, TOMYBaHHS TPy IO
CIIij IpUIMHUTH Ha epion Tepanii mpernapatoMm Onkacnap® i Horo He Il HOHOBJIIOBATH aX N0
3aBepINEHHS JIIKyBaHHs [[IM IIPENapaToM.

DepTHIIBLHICTE
JlocITiIKeH s /IJIsl BU3HAYEHHS BIUTUBY Ileracriaprasi Ha QepTUIIBbHICTh HE IPOBOMIIA.

30amuicmy enaueamu Ha WEUOKicMb peaxuyii npu KepyeaHHi asmompancnopmom abo
IHUWUMU MEXAHIZMAMU.

Onkacrap® icTOTHO BIUIMBa€E Ha 3JATHICTH KepyBaTH TPaHCIOPTHUMHE 3acobamu Ta poboTy 3
MexaHi3Mamu. [loBimomisnock mpo Taki MOOIYHI peakuil y Iami€eHTiB, SKi OTPHMYBaIH
Onkacnap® 3 IHIMUMHA XiMIOTEpaNeBTHYHUMH JTiKapCHKAMH 3aCO0aMM: COHJIMBICTD, CILTY TAHICTh
CBifioMOCTi, 3aI1aMOPOYECHHS, HEIPUTOMHICTb, CYJJOMH.

IMamienTam, sxi orpumyioTh Onkacnap®, peKOMEHIYETbCS HE KepyBaTH TPAHCHOPTHUMHU
3aco6aMi Ta He IpalIOBAaTH 3 MEXaHi3MaMH, KO Y HUX HasBHI i abo iHImi mobiudi peaxuii,
SIKi BIUTMBAIOTH HA 3J[aTHICTH KEPyBaTH TPAHCHOPTHHMHM 3acobaMu Ta poboTy 3 MexaHi3MaMM
(muB. po3ain «OcobIMBOCTI 3aCTOCY BAHHS).

Cnoci6 3acmocyéanna ma 003u.
Onxkacnap® mpusHauaeTbCs Ta BBOJAMTHCS BHKIIFOYHO JIKapsAMH Ta/abo cemianicramu rajysi
OXOpPOHH 3JI0POB’s, SIKi MalOTh JOCBi 3aCTOCYBAaHHS aHTHHEOIUTACTUYHHX JIIKAPCHKHUX 3aCO0iB.
[Ipenapar ciig BBOJAMTH BHKJIIOYHO B JKapHi, B fKii HasBHE HAIEKHE peaHiMaIlikiHe
obnagHanHsa. HeoOxinmpwil peTensHHM MOHITOPHHI Mali€eHTIB Ta BceOiuHe OOCTEXEHHS M
BHUSIBIICHHS TOOIYHMX pEaKIlifi MPOTAroM BCHOTO MEPioAy BBEAEHHS (IMB. po3Ain «OcobauBocTi
3aCTOCYBaHH»).

HosysanHs

Onxkacnap®, gK MpaBHIIO, 3aCTOCOBYIOTE y CKJIa[i KOMOIHOBAaHOI XiMioTepaii, pa3oM 3 IHIIMMH
AHTHHEOIUIACTUYHUMHK 3acobamu (IMB. TakoxX po3ain «B3aemomis 3 IHIIUMH ITIKAPCHKAMH
3aco0aMu Ta iHII BUIU B3aEMOMAIN»). A
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Pexomendosaiia npemeduxailis

Heo6xiHO MpOBECTH NMpEeMEIUKALIIO Iali€HTiB MmapareramosoM, Oi1okatopamMu Hi-penentopis
(manpukian aubenrigpamid) Ta Omokatopamu Hr-penenTopiB (Hampuxnag (amMoTHIUH) 3a
30-60 xB. 1o 3acTocyBauHs npenapary OHkacrnap® A 3HWKESHHS PU3UKY Ta CTYNEHS TSXKKOCTI
gk iHQys3ifHMX peakiiif, Tak 1 peakmid rimepuyyTnMBOCTI (muB. po3xain «OcobnmBOCTI
3aCTOCYBaHHS»).

Himu ma dopocai gikom <21 poxis

PexoMeHI0BaHa 034 U MALi€HTIB 3 miomero nosepxHi Tina (IIIIT (BSA)) > 0,6 M? Ta BikoM

< 21 poxkiB cramoButh 2500 MO meracnaprasu (expiBaseHT 3,3 M1 3acoby Omukacrap®)/m?
ILTOLII TOBEPXHI Tijia KOXHi 14 AHIB.

Jlns nmitedt 3 Iwiomero moBepxHi Tina < 0,6 M® m03a craHOBHTH 82,5 MO meracmaprasu
(exsiBanentno 0,1 My 3acoby Onkacnap®)/kr mMacu Tina koxHi 14 nHiB.

Hopocni gixom >21 poxie

SIkimo Jjikap He TMPHU3HAYMB iHAKIIE, PEKOMEHIOBaHa H03a IJIA JOpOCIMX BikoM >21 pokiB
cranosuts 2000 MO meracmaprasu (exBiBameHTHO 2,67 M 3acoby Omkacmap®)/M> miomi
HOBEPXHI Tina KoXHi 14 1HiB.

MoHiTopuHT Tepamii MOBMHEH IPYyHTYBAaTHCh Ha MiHIMallbHIM aKTHBHOCTI acHapariHasdl B
CHpOBATIi KPOBi, BU3HAYEHOI IIe€pe/l HACTYIHMUM BBEICHHSIM HNeracnaprasu. SIKIo akTHBHICTB
acmapariHasy He JOCATae LIIbOBOTO PIBHS, CNIJ PO3IVISHYTH JOIUIBHICTH IIEPEXOAy Ha iHIUMH
npemapar acnaparinusu (iuB. po3ain «OcoOIUBOCTI 3aCTOCYBAHH»).

Ocobausi kame2opii nayicnmic

Huproea neoocmamnicmeo

Ockinpky meracrmaprasa € OiIKOM 3 BHCOKOK MOJIEKYJIAPDHOIO MacOlO, BOHA HE BHBOJUTHCS
HUPKAMM, OTXKe, KOPUTYBaHHS JO3H MallieHTaM 3 HUPKOBOIO HEJIOCTATHICTIO He ITOTpiOHE.
Ileuinkosa nedocmamuicme

Kopurysatus 1034 Nani€eHTaM i3 Ie9iHKOBOK HENOCTATHICTIO HE MOTPiOHE.

Ilayienmu nimnv020 6IiKy

Hasapni mani 111010 3acTocyBaHHS Nalli€HTaMH BIKOM MOHAHA 65 POKiB € OOMEXEHIMH.

Crocib 3acTocyBaHHs

Ouxacrap® citig BBoAUTH B GOpMi BHYTPIIIHEOM 830801 (B/M) 1H €K1l ab0 BHYTpPIIIHHOBEHHOI
(/B) iHDYy3ii.

[Ipr MeHmMX 06’€Max mepesary Ciit HalaBaTd BHYTPIITHEOM 30BoMY criocoOy BBeieHHS. [1pu
BBeleHHI npemnapaty Onkacnap® BHYTpIIHBOM S30BO, 00°€M iH’eKIii B OJHY IUISHKY HE
IOBMHEH [EPEBUILYBATH 2 MJI I AiTeH Ta MIAMITKIB Ta 3 MJI [Ig AopociuX. Skimo noTpibHO
BBECTH OLIBIIMH 00’ €M, 103y CJTiJI PO3MOILIATH Ta BBOJUTH Y KiJIbKa JTIISTHOK.

TpusainicTs BHyTpitHBOBeHHOI iHDY3il 3aco0y Onkacnap®, sk IpaBUIIO, CTAHOBUTSH Bif 1 10 2
FO/I¥MH, 3aci6 BBOIATH mmicis po3sercHHS B 100 MI HATPIO XJIOPUAY, KOHIIGHTpALi€lo 9 Mr/mMn
(0,9 %) po3uuHi juis iH’exiiiit a6o 5 % po34uHi [IIOKO3H.

Po3Beenuii po3YMH MOXHA BBOJMTH Pa3oM 3 iHQY3i€ro, Ky BXXe BBOAATH, abo i3 po3drHOM
Harpito xjopuny, 9 mr/mi, abo 5 % pos3umHOM IoKO3d. He ciig BBOAMTH iHIII JIIKApCHKi
3aco0u uepe3 OIHy BHYTpIIIHROBEHHY CHCTEMY IIiJ| yac BBeAeHHs 3aco0y Onkacnap®.
IncTpyKUii i3 BiAHOBJICHHS Ta PO3BEAEHHS I[LOTO JIKapchbKoro 3acoly Iepen BBEICHHAM HalaHi
y po3aiii «Oco6auBi 3ax011 OE3MEKH».

imu.
IIpemapaT 3aCTOCOBYIOTB y TeliaTpU4Hill mpakTui. PekoMeHaanii mogo 103yBaHHs Ipenapary
Onkacrmap® niTsMm HaBeneHi y po3aii «Crnoci6 3acTocyBaHHS Ta JO3M».

Ilepeoosyeanna.

[MoBigomisimocss PO BHIIAJKM HEHAaBMHUCHOTO Tepeno3yBaHHSA 3acoby Omnkacnap®. Ilicns
IIepea03yBaHHs CIIOCTEPirany MiABHIIECHHS aKTHBHOCTI NEYiHKOBUX (epMEHTIB, IMIKIpHI BUCHIIAHHA
Ta rinepoitipybidemirto. Crenudidne MeIUKaMEHTO3HE JIKyBaHHA y BHIANKY II€pelO3yBaHHS
BiACyTHE. Y pasi mHepefo3yBaHHS HEOOXINHWH peTeNbHHH MOHITOPHHI CTaHy MNalli€eHTa s
BHSB/IEHHS O3HAK TA CHMITOMIB HOGIMHMX peaKiliif Ta HaJaHHs H&IEKHOTO CHMITOMATHYIHOIO Ta

-

i ITPUMYIOHOTO JIIKyBaHHS.




ITo6iuni peakuii.

Kopotkwuii onuc npodiato 6e3nexu

[To6iuni peakuii, Ski omucani B bOMY PO3ALI, IPYHTYIOTBCS Ha JAHUX KJIIHIYHHX JOCIIKEHD
Ta MicJApeecTpaliiHOMy IOCBiai 3acTocyBaHHs npenapary Onkacmap® B Tepanii ManieHTIB 3
[JUL. Tlpodins Oe3meku TIPYHTYETBCS Ha MJAaHMX DaHJOMI3OBAHMX, KOHTPOJIBOBAHUX,
IIPOCIIEKTUBHUX, BIIKPUTHX OaraTOLEHTPOBUX [OCIIKEHh BHYTPIIIHBOBEHHOIO BBEICHHS
npenapary Oukacmap® B 103 2500 MO/M%, B sIKOCTI MOpIBHSIBHOTO JKapchkoro 3acoby
(nocmigxerns DFCI 11-001 ta AALLO7P4). Takox, 114 Bu3Ha4eHHS npodinro Oesnexu Oynu
BUKOPHCTAHI JaHi MOPIBHSUIBHOrO [OCTi/DKCHHS (apMakoKiHETHKM meracmaprasy y ¢opwmi
pimuau Ta modinizary (CL2-95014-002), #ioro nogatkosoro pocmimkenns (CL2-95014-003) ta
JaHi JOCTiIKeHb IpH BHYTPIIIHBOM SI30BOMY BBeJieHHI npenapaty (focnimxenas CCG-1962 ta
CCG-1991) (aus. po3ain «DapMakoJAHAMIKAY).

Hadtuactinmmu nobiuaumu peakiismMua sa Omnxacmap® (cnocrepiranuch npuHaiiMHi B 2
nocimKkeHHSX 3 uwacToToro >10 %) Oynu: 306inblIeHHS piBHS allaHiHaMiHOTpaHcepasy,
36inbleHHs piBHA acmaprartaminoTpaHcdepasu, 30LIbIIeHHS piBHsA OinipyOiHy B KpoOBi,
301IbIICHHS AKTHBOBAHOTO YAaCTKOBOIO TPOMOOILTIACTHHOBOTO dHacy, TilepTpUrIlilepHaeMis,
rinepriiikemMis ta ¢heOpuIbHA HEHTPOIIEHIS.

HaifuacTimmuMy TSOKKUMH 10o6iunuMH peakimismu Ha Onkacnap® (ctymens 3 abo 4), sxi
crocTepiramuck B gocrmimkenasx DFCI 11-001 ta AALLO7P4 3 uactotoro >5 %, Oymu:
30LIblIeHHs piBHA anaHiHaminoTpaHchepasy, 30UIbLICHHS PIBHA acmapTaTaMmiHOTpaHC(hepasw,
36inpIIeHHa piBHA OinipybiHy B KpoBi, ¢eOpHibHA HEHTPOIeHis, TilepriiKeMis, 30UIbIICHHS
piBHA TiNa3H Ta NAHKPEATHT.

[Nepenik noOiuHUX peakilii B TaOMUuHiN Gopmi.

[ndopmariis moxo moGiuHMX peakuiffi Ta ix wactorm Hasenena B Tabmuui 1. Yacrora
BCTAHOBJICHA 3 ypaxyBaHHAM HACTYIHUX 3araJbHOLPHIHATHX KPHTEpiiB: Ayxke dacto (=1/10),
gacto (Bim >1/100 mo <1/10), mewacro (Big >1/1000 mo <1/100), pimkxo (Bim >1/10 000 no
<1/1000), myxe piako (<1/10 000) Ta gactoTa HeBioMa (He MOXKe OyTH BUSHAUCHA 3 HASIBHUMHU
faHAMH). B KOXHIM Tpymi 3a 4acTOTOIO MepeliK MOGIYHMX peaklidi HaBeNCHUM y MOPAAKY
3HHUKEHHS CEPHO3HOCTI.

Ta6auus 1: Ho6iuni peakuii, nos’si3ani 3 Tepanicro npenaparom Oukacnap®
9

Cucremu
oprasiB 3a KJacuQikanicio IMobiuna peaxiin
MedDRA
Indexuii Ta iHBa3ii Yacro: iHObeKII#HI 3aXBOPIOBAHHS, CENICHC
[Mopyuienns 3 60Ky cUCTEMH Jyxe gacto: hpebpunbHa HEUTpOIIEH A
KPOBOTBOPEHH: Ta JiMdarwaHoi | YacTo: aHeMis, Koaryaonaris
CHACTEMH YacToTa HEBiIOMA: HEAOCTATHICTH KICTKOBOI'O MO3KY
[MopyiieHHs 3 60Ky IMyHHOI Jly’)ke 9acTo: peaxiis IiJIBUINCHOI YyTIMBOCTI, KPOIHB’IHKA,
CHCTEMHU anadiTaKTHYHa peaKIis

YacTtoTa HeBimoMa: anadlIakTUYHHAH IOK

[Topyurerns o6Miny pedoBuH Ta | JlyXke 4acTo: 3HMKEHHS alleTUTY, MilepriikeMis

pO3Maax XapdyBaHHsI YacTo: rinepsimiiemis, rinepxoiecTepuHeMis

YacroTa HeBioMa: qlabeTHYHKA KETOAIM 103, TITOTIIKEMIs
[TopyuieHHs 3 OOKY ICHXIKH YacToTa HEBIZIOMA: CIUTYyTaHa CBIIOMICTB

Yacto: cymoMHu, mnepudepuyHa MOTOpHa  HeWpomaris,
[TopyinenHs 3 60Ky HEPBOBOI HETIPUTOMHICTh
CHCTEMU Pifxo: cuHIpOM 3a1Hb0I 000POTHOI JIeiikoeHnedantonaTii

YacroTa HEBIZIOMA: COHJIMBICTE, TpeMOp™*

Hyxe gacto: emOomis**
ITopyuenns 3 60Ky cyIuH Yacto: TpoMb03***

YacToTa HEBIOMA: IHCYJIBT, KPOBOBIJIMB, TPOMOO3 BEPXHBOTO
CariTaIbHOTO CHHYCY

r——




[Mopy1uenns 3 60Ky AUXATbHUX
LUIAXiB, OPraHiB TOPaKaJbHOTO
BIJUIINTY TA CEPEIOCTIHHS

YacTo: rimoxcis

[Topytuenns 3 60Ky IITyHKOBO-
KHUITKOBOT'O TPaKTy

Jly>ke 4acTo: maHKpeaTuT, Aiapest, abaoMiHaNEHIH 61J1b, HyA0Ta
Yacro: Oy1F0BaHHS, CTOMATHT, aCllUT

Pinxo: HEKpOTH3YIOUHH IAaHKPEATHT, TeMOPariuHUi MaHKPEATHT
Yactora HEBioMa: ICEBIAOKICTa MiAIUIYHKOBOI  3aJI03H,
napoTuT*

[TopymenHs 3 60Ky LIKIpH Ta
HiIIKIpHUX TKaHUH

JIy>xe 9acTo: MKipHl BUCHIIAHHS
YacToTa HEBiIOMa: TOKCHYHHH ellijepMalbHUR HEKpoJTiz*

['emaToOiniapHi NOPYIIEHHS

YacTo: renaroTOKCHYHICTD, CTEATO3 MeYiHKU

Pinko: Hekpo3 MeuiHKM, YKOBTSHHIIS, 3acTiif JKOBYi, ME4iHKOBA
HELOCTATHICTD

Yacrora HeBigoMa: BeHooknrosiiina xsopoda neuinku (BXII)

[TopymieHHs 3 60KY CKEJIETHUX
M'sI31B Ta COJYYHUX TKaHUH

YacTo: O111b B KiHIIBKax

YacToTa HEBiIOMA: OCTEOHEKPO3

[Topymenss 3 60Ky HUPOK Ta
CEUOBHX IIUISAXIB

YacToTa HEBIIOMA: TOCTPa HUPKOBA HETOCTATHICTH*

CucTeMH] IOPYIICHHS Ta
IOPYIIIEHHS 32 MiCIIEM
BBEJICHHS

YacToTa HeBiioMa: MipeKcis

Pesynbrat n1abopaTopHuX
JIOCTiKEHB

Jly’ke dacto: 3HWKEHHS Macu Tilna, TrinoaasOyMiHemis,
36ibIIeHHs piBHA anaHiHamiHoTpaHcdepasu, 301IbIIEHHS piBHA
acrnapraramiHoTpaicepasy, TinepTpUrIinepuaeMis, 3HUKEHHSI
piBus (iOpuHOreHy B KpOBi, 30iNbIUeHHS piBHA Jlinasy,
30iNBMIEHHS  pIBHA  aMmina3W, 30iIbIIEHHS  Y4aCTKOBOIO
AKTUBOBAHOI'0 TPOMOOILIACTHHOBOIO Hacy, HiJBUIICHHS PpIBHSA
6inipy6iHy B KpOBi, 3HMXKEHHS aHTUTpoMOiny [II**** sHmKeHHS
KinbKOCTI HEHTpODimiB* ** *

Yacto: 30inblIcHHS OPOTPOMOIHOBOrOo dYacy, 30UIBIIEHHS
MIXXHAPOTHOTO HOPMaIi30BaHOTrO CIIIBBIJHOIIICHHS,
rimoKamieMis, 30LIBIIIEHHS XOJIECTEPUHY B KpOBI,
rimogiOpuHOreHeMisi, 30iNbIIEHHS BMICTy  Trama-IJIyTaMmia
TpaHcepazu

YacrtoTra HeEBigoma: 30LIbLICHHS pPIiBHS CEYOBUHH B KpOBI,
aHTUTIIA 0 MEracrapras, 3HMKEHHS KUTBKOCTI TPOMOOLUTIB,
rinepamMoHieMist

* [To6iuni peakuii, Lo CrocTepiratuch NPy BBEJCHHI iHIIMX acraparidas Lboro K Kiacy
** Bymagxy eMGoil iereHeBoi aptepii, TpoM003y BeH, TpoMG03y BEH KiHIIBOK Ta IOBEpXHEBOro TpoMGoduiebiTy
crioctepiranucs B gociipkenni DFCI 11-001

*+* Hazpa: Tpom603 LTHC

**+*++ Byranxy 3HmkeHHs antuTpom6Giny 11T ta kinskocTi HeHTpo®iniB criocTepiranuce B gocnimxenusax CL.2-95014-
002 ta CL2-95014-003

Onuc okpeMHX MOOIMHUX PeaKIlii
CriocTepiranuch HacTynHi mobivHi peaxuii, OB’ s3aHi i3 Tepami€ro acnapariHasor. Xo4a BOHH
He Oymu crnenudidyHo MMOB’S3aHMMM i3 3aCTOCYBaHHSM Ileraclaprasd, BOHH MOX/HMBI TpH
orpumManHi mpenapary Onkacnap®:

Iopywennsa 3 60Ky cucmemu KpOBOMEOPEHHA Ma Nimpamuunol cucmemu

Onkacrap® MoOXe BHMKIMKATH MI€IOCYIPeciio HU3BKOTO Ta CEPeJHBOTO CTYIEHS TKKOCTI, i3
MOJKIIHBICTIO ypaXXEHHS yCiX TPHOX JiHil KPOB’SIHUX KJIITHH.

[Ipubnu3HO TOJOBHHA YCIX CEpHO3HMX BHIAJKIB KPOBOBUIIMBY Ta TPOMOO3y BIUIABAIOTH Ha
CYAMHH TOIIOBHOTO MO3KY Ta MOXYTh INpPH3BECTH [O: IiHCYNIETY, CyJOM, [OJIOBHOTO 600,
HEMPUTOMHOCTI Ta iHIIE. 77

20. 0 8. 2024 13



Iopyuwienns 3 6oky Hepeo6oi cucmemu
Onkacrap® MoXe BUKIMKATH HOPYIIEHHS QYHKIIH UEHTPAILHOI HEPBOBOI CUCTEMH, HPOSBAME
SIKUX € KOHBYJbCil Ta, pijame, CrUIyTaHa CBiIOMICTh Ta COHJIMBICTH (HE3HAYHE MOPYILECHHS
CBIJIOMOCTI).
Y piaxux BHIaaKax MOXIHBHIA CHHIPOM 3aHBoI 060poTHOI netikoenuedanonarii (RPLS).
B Jy’xe NOOAMHOKUX BHIIAJKaX CIOCTEPIrand JerKuit TpeMop MalbIIiB.
Iopywienns 3 60Ky WIYHKOB0-KUULKOE020 MPAKMY
[IpubnM3HO y TONOBMHM MAIi€HTIB BHHUKAIOTH PEaKIlii HHU3BKOTO Ta CEPEIHBOTO CTYHEHS
TSDKKOCTI 3 OOKY IUIyHKOBO-KHIIKOBOI CHCTEMH, TaKi, K BTpaTa aneTUTy, HyAO0Ta, OJrOBaHHS,
abroMiHaIbHI cnasMu, fAiapesi Ta BTpaTa Mach Tila.
YacTo MOKIJIMBUM rocTpuil IaHkpeatuT. HasBHI OKpeMi OBIJJOMJIEHHS OPO BHIAJKH YTBOPEHHS
HCEBAOKICTH (IIPOTATOM 10 4-0X MICSIIiB IiciIsl OCTAHHBOTO BBEJIEHHS).
I"eMopariuauii a00 HEKPOTH3YIOYUil MAaHKpeaTHT BUHMKAIOTH piako. ONUCaHWM OJUH BHUIIAIO0K
MIaHKPEaTHTy 3 OJHOYACHHM TOCTPHM IApOTUTOM Ha ¢oOHI Tepamii 13 3acTocyBaHHsM L-
acriaparinasd. € IOBIJOMJICHHS IPO OKpeMi BHIAJKH FE€MODAriyHOr0 abo HEKPOTHU3YHOYOTO
MAHKPEATHUTY 3 JIETATBHIM HACIIiIKOM.
MoxTuBe 30UIbIIEHHS KiTbKOCTI amilla3d B CHPOBATLi KPOBL B Iepiof abo MiCis 3aBEPIIEHHS
Teparil i3 3acrocyBaHHsM Ipenapaty Onkacnap®.
IHopywenns 3 60Ky HUPOK ma Ce4OBUX UWLAAXIE
[ocTpa HHpKOBa HENOCTATHICTH MOXJIMBA Yy DiIKMX BHIIQJKaX IIPOTATOM Tepamii
L-acraparinazoro.
IHopywenns 3 60Ky wKipy ma niOWKIPHUX MKAHUH
Peakii 3 6oKy IIKip# MOXYTh OyTH NpOSBOM alepriuux peaxuid. Onmcanud OXMH BHUIAIOK
TOKCHYHOTO eHiiepMabHOro Hekpoizy (curapomy Jlaiiemna), o’ s3anuii 3 L-acnaparinasoro.
Iopywenns 3 60Ky eHOOKpUHHOL cucmemu
3MiHE €HIOKPUHHHX (QyHKIiM [iJuuIyHKOBOI 3aJI03U CIOCTEPITaloTh YacTo, iXHIMH IIPOSABAMH,
FOJIOBHHM YMHOM, € IIOpPyLIEHHS MeTabonizMy riaoxo3d. OnucaHi BUIAAKH, K J1abeTHIHOTO
KEeToamuao3y, TaK 1 rimepocMonspHoi rimepriikeMii, sKi, SK IpaBHJIO, BIANOBIJANOTL HA
BBEICHHS 1HCYJIIHY.
Iopywennsn 06MIHYy pewoeur ma po3iaou Xapuyeanns
Bumasky 3MiHM BMICTY JINIJIiB y CAPOBATI KPOBI, @ TAKOX 3MiHa MOKA3HUKIB BMICTY JHIIAIB y
CHpOBATI KPOBi, y GL1bIIOCTI BUMAAKIB 6€3 KIIHIYHIX CUMITOMIB, € JIyKe YaCTHMH.
[TiXBHIIEHHS PiBHS CEYOBUHH y CHPOBATI KPOBi BUHHUKA€E PETYJIAPHO, € HE3aJEXKHUM Bifl O3H i
MaiiKe 3aBKIM € 0O3HAKaMH IOPYIIECHHS OalaHCy MpepeHalbHOT0 MeTaboIizMy.
Cucmemni nopyuwenHsa ma NOPYWeHHa y Micyi 66€0eHH
[Ticng iR’ eKnii MOXIIHBA MipPEKCis, AKa 3a3BUYall MUHAE CIIOHTAHHO.
Hopywennsa 3 60Ky iMyHHOT cucmemu
Bynu BusBieni cmenmdiyHi aHTWTIA MO Ieraciaprasi; HEYaCTO BOHH aCOUIIOBAIACH i3
peaxiismu migsumenoi 4dytiusocti. Takox OyNo BHABIEHO HEWTPANi3ylodi aHTHTING, SKi
3HUKYIOTh KITiHIYHY €(EKTUBHICTb.
Peaxnii migBHIIeH0i YyTauBOCTi 10 mpenapaty OHkacnap®, BKIIOYHO 13 3arpO3JIMBUMM JKUTTIO
aHa(iTaKTMYHAMY PeaKlisiMu, aHrOHEBPOTHYHUM HAOPAKOM, HAOPSKOM Iy, HaOpPSAKOM IOBIK,
EpPUTEMOIO, 3HIDKEHHSM apTepiallbHOrO THCKY, OPOHXOCIAa3MOM, 3aUINKOI0, CBepOexeM Ta
BHCHIIAMM, MOXNHBI Ha Qoni Tepamii (muB. pos3aimm «[IpotunokasanHs» Ta «OcobIHBOCTI
3aCTOCYBaHHS»).
T'enamobiniapni nopyuwienns
3MiHa TOKa3HHKIB (yHKUiM meuinku € dvactoro. Hesamexse BiX J03M 30UIBIIEHHS DiBHS
TpaHcamiHa3 Ta 6inipy6GiHy B CHPOBATIIi KPOBi COCTEPIraroTh 4acTo.
[IBuaKke 301TbHIEHHS MAacH Tila, 3aTPMMKa DIJMHHU 3 aCllUTOM, relaToMeraiis, IOB’s3aHa 3i
[IBMJIKAM IIiJBUIIEHHAM piBHA OinipyGiny B cupoBaTiii KpoBi, i CTilika TpOMOOIMTONIEHIA
MOXYTh BKasyBaTW Ha pu3WK po3BUTKy Baxkoi BXII, sxa moxe OyTd jeTanbHO B pasi
BiZICYTHOCTI JTiKyBaHHS (UB. po3ain «Oco6INBOCTI 3aCTOCY BAHHS ).
/’ 7
ur
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Bunanku creaTosy IE€YiHKHM CIOCTEpiraloTh IyXe yacTo. € MOBIAOMIIEHHS PO PIAKI BHNAIKH
3aCTOIO YKOBYi, )XOBTAHMII, HEKPO3y KJIITHH IEYiHKY Ta IeYiHKOBOI HEJOCTATHOCTI 13 IETaIbHUM
HaCITi TKOM.

[lopymenns cunTe3y OijKa MOXe IPHU3BECTH A0 3HIKEHHsS DiBHA OinKa y CHpOBaTLi KPOB.
HeszanexsHe Bix 1034 3HMXKEHHS piBHS albOyMiHy B CHPOBATII KPOBI BHSBIISIIOTH Yy OLIBIIOCTI
HAIi€HTIB B IIepioj Tepalrlii.

Hebaxani peakiii mpu 3actocyBaHHi npenapary OHkacniap® Ta mpu 3acTOCYyBaHHI HAaTHBHOL
HelernasoBanoi L-acmaparitasu (To06To, HaTUBHOI acnaparinasu E. coli) € nogioHuMu.
[TopijoMieHHs npo Mmigo3proBani 1odivri peaknii. [loBimomnaTu mpo migo3proBaHi HOOIUHI
peakiiil y micispeecTpalifHui mepiof] JiKapchKoro 3aco0y € BaxkiausuM. Lle nae smory Bectd
Oe3mepepBHUl MOHITOPUHI CIIBBIIHOUIEHHS KODHCTI/PH3HKY 3aCTOCYBaHHs IIpenapary.
CroenjanicTH B rajiaysi OXOpPOHH 3M0pPOB’S 3000B’S3aHi ITOBIIOMIIATH PO OyIb-sKi BUIIAIKA
I 1O3PIOBAHKMX TOOIYHMX peakKiliif yepe3 HallloHAIbHY CHCTEMY ITOBiIOMIIEHS.

Tepmin npuoamnocmi.

3 poKH.

BignoBiaeHuii po3unH

Ximiuna Ta (isuuHa CTaOUTBHICTH TOTOBOTO pO3uMHY OyJl0 IIPOJEMOHCTPOBAHO IIPH
Temnepatypi Huwkde 25°C mpotsarom 24 roauH. 3 TOUKH 30py MiKpOOiOJIOTi4HOI YHCTOTH, SKILO
METO/l BiZHOBJIEHHS HE BHKIIIOYAE PHU3MK MiKpoOioJIOTiyHOro 3a0pyAHEHHs, Ipenapar CIilx
BHKOPHCTATH HETAMHO. SIKIO IIperapaT He BUKOPUCTaHUH HeTalHO, BIAMOBIAANEHICTE 33 TEPMIH
Ta YMOBH 30€piraHHs BIJHOBJIECHOIO PO3YHMHY HECE KOPHCTYyBad.

Po3gejieHuii po3drH

Ximiuda Ta (isuuHa CTabITBHICTE TOTOBOrO PO3YMHY OyJIO IIPOAEMOHCTPOBAHO IPOTArOM 48
roguH mpu 30epiranni npu temmepaTypi 2°C-8°C. 3 Touku 30py MIKpOOIOJIOFIYHOI YHMCTOTH,
npernapar Ciig BHUKOPHCTaTH HeraiHo. SIKMo mnpemapaT HE BUKOPHMCTaHWH HETadHoO,
BiAMOBIAANBHICTE 32 TEPMiH Ta YMOBH 30€piraHHS BIIHOBIEHOTO PO3YMHY O BHUKOPHCTaHHS
Hece KOPUCTYBaY, i, K PABUIIO, TEPMiH 30€piraHHs HE IIOBHHEH IIEPEBUIYBaTH 24 IOJIUH, IIPH
TemmnepaTypi 36epiranui 2°C-8°C, 3a BUHATKOM BHUIAJKiB, KOJIU BiAHOBIEHHS/PO3BEICHHS OyII0
3iMiCHEHO B KOHTPOJILOBaHUX Ta BAJIIJOBAHUX aCENTHYHUX YMOBAaX.

YmoBu 30epiranus.

36epiraru B XOJOAWIBHAKY IIpH Temneparypi 2°C-8°C.

He 3amopoxyBaru. 30epiratu y HEAOCTYITHOMY A AITEH MICITL.

Iadopmariis 1040 yMOB 30epiraHHs BiIHOBICHOIO Ta pPO3BEAEHOTO PO3YMHIB IIKAPCHKOTO
3aco0y HaBeaeHa B po3iii « TepMiH IPUAATHOCTI».

HecymicHicTb.
Lleit mixapcekmii 3aci6 He ciif 3MilIyBaTH 3 IHIOMMH JIKapCBKUMH 3aco0aMM 32 BHHSITKOM
BKazaHux y po3aini «OcobmuBi 3aX0a1 O€3MEKn».

YnakoBka.

ITo 3750 MO y ¢mnakoni; no 1 ¢uakoHy B KOpoOIll 3 KapTOHY 3 MapKyBaHHSAM YKPaiHCBKOIO
MOBOIO;

no 3750 MO y ¢iakoHi 3 MapkyBaHHSM I1HO3€MHOIO MOBOIO; 10 | ()IakoHY B CTaHJApTHO-
€KCIIOPTHIl YIIaKOBI( 3 MapKyBaHHSM iHO3€MHOIO MOBOIO, SIKa MICTHTBCSI B KOPOOIIi 3 KapTOHY 3
MapKyBaHHSIM YKPaiHCbKOIO MOBOIO;

mo 3750 MO y duakoHi 3 MapKyBaHHIM iHO3EMHOIO MOBOIO; IO 1 (pakoHy B KopoOlii 3 KapToHY
3 MapKyBaHHSM 1HO3EMHOIO MOBOIO 3i CTIKEPOM YKpPaiHCBKOIO MOBOIO.

Kareropis Bianmycky.
3a penenToMm.

BupoOuuk. —
Ja6oparopii Cepn’e Inmactpi/Les Laboratoires Servier Industrie. v L«u
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Micne3HaxoMKeHHs BHPOOHHKA Ta apeca Micus POBAKeHHS HOro AifILHOCTI.
905 pyt ae Capan, 45520 Xizi, ®pannisn/905 route de Saran, 45520 Gidy, France.

3anBHUK.
JIe JIaGopatyap Cepr’e/Les Laboratoires Servier.

Micue3Haxo/I KeHHS 3asiBHHKA.
50, pro Kapuo, 92284 Cropen Cenexc, @panmis/50, rue Carnot, 92284 Suresnes Cedex, France.

Jlns orpuManHs Oy ab-skoi iHbopMaii moao JiKapchKoro 3acoby mpocumo 3sepratucs 10 TOB
«Cepr’e Ykpaina» 3a ten1. (044) 490 3441, paxc: (044) 490 3440.

Jlata ocTanasoro nepersiny. (6 () ﬂ /ZOM
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