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Hns 3actocyBanns MKYBaHHA 3apeecTpoBaHIMY NPAKTHKYIOYMMMU TIKapsAMH yu B niKapHax a6o
nabopatopisx.

L-ACIIACA

L-Acnaparinaza jqug iH'exkmiii (nioq:i.rli3onauﬂii)

3ACTEPEXKEHHS

TIKaps, sKuii Mae KBaniixanio Ta gocein AUIA BBCACHHS XIMiOTepanesTHYHuX 3aco6iB nporn
PAKY 4e€pe3 MOKIMBICTS cepiiosnux peakuii, Bkiouarouy aHadinakciio Ta pantosy cmeprs. JTikap
[IOBHHEH OYTH ToTOBHM TKYBAaTH aHadinakciio mix yac KOKHOrO BBelleHHs Npenapary. ITpu
TKYBaHHI KOKHOrO mamienta TKap TOBHHEH peTebHO SBAXKUTH MOXIHBICTD JOCSTHEHHS

TOMY 13 TOpoOLIKOM, i 3 PO3YHHOM €111 TOBOIMTHCS Ta BBOIMTH 0Oepesxno. Heobxinno YHHKATH
BIMXaHHS Uy abo napis i KOHTAKTY 31 Kipoio abo cam3oBmM 000IOHKaMH, 0CO6ITHEO oyeii,

Creniannni fpoueaypu o6pobku noBuHHI OyTH feperisinyTi nepes o6pobkoio ta PCTCIBHO iX
AOTpuManHs. IMepen BBeaeHHs M 3 €MHAHHS CIIIJ] peTeNbHO TICPErIAHY TH HABENeHI HUKYe nami.

Koxen gaaxon mictury:

L-acnaparinasa 5000 MO
[nitun BP C.II.

Koxen Buxianmii KaHall MICTHTE:

L-acnaparinasa 10000 MO
Iniumnne BP C.II.
onuc

L-acnaparinasa — CTCpHIbHMIA Olnmii miodinizosanuis nopowok. B skocTi gonoMiskumy PEYOBHH
MICTHTE TJTilHH, BOZY JUIA 1H’€KIIH. BiH MicTHTE tdepment L-acnapariny amizioriaponasy iy
EC-2, orpumanuii 3 Escherichia coli. Axtushicry, L-acnaparinasu BUPAXACTLCA B MIKHAPOIHHX
omunLax (MO) Bianogiauo no PeKkoMennauii Mixkuapoasoro Coro3y Gioximii. Onua MizKHapoHa
OMuHHUA L-acnaparinasa BusHavaerpcs AK KITBKICTB hepmenTy, HeobxinHa AN yTBOpeHHs |
MOJIb amiaky 3a XBHJIMHY 1ipu pH 7,3 | 37°C.

[Turoma axtusmicrs L-acnaparinasn cranopurs HOHaliMeHIe 225 MIKHAPOJHUX OMMHMIL Ha
Mitirpam 6inka.

KJTHIYHI ®APMAKO.I OI'TYHI BJIACTHUBOCTI
DapmakoauHamika



4CpE3 NEPEpPHBAHHS ACMAPTiH-3aJICAKHOTO CHHTE3Y Binka. Bucnaxenns acrnaparigy npH JiKyBaHHi
L-acnaparinazoio npuseoauts 10 3arubeni KJIITHH, He3JaTHHX CHHTE3yBaTH acmapari
CHJIOTCHHO. 3aBJKH TaKOMY OCOOIHBOMY MEXaHi3My i, TIEPEXPCCHA PC3UCTEHTHICTE 3 IHIIUMHA
LIUTOCTATUKAMHU. HE CIIOCTEPIraeThes.

dapmakokiHeTHKa

Txanunna nudysis L-acnaparinasn nusska. Bin mae ABodasuuit nepion HaniBBMBEnEeHHS Bix 8 10
30 roamn 3amexkHo Bix cy6’exta. Vsauuii 06’eM posnoainy cranosuts Big 70% a0 80%.
BIIOYBa€ThCA MOBIIBHE NEpEMillleHHs BiX CyAMHHOTO 10 N03aCyIMHHOTO, [MO3aKIITHHHOTO
npocropy. Yepes 24 roamHM micas BHYTPIlIHBOBEHHOro BBexeHHS no3u 1000 MO/kr
KOHUeHTpauii B nuasmi Gymn Bix 8 g0 20 1 OJl/mn, Tomi sik KOHUEHTpauii B Iutasmi micns
BHYTPILIHBOBEHHOT 1H' eKtii 6ymu Ha 50% HUmKIHML.

ITOKA3AHHS 10 3ACTOCYBAHHS

* TocTpuit nimbobnactauii neiikos

[TPOTHITIOKA3AHHS

* CepiiosHi anepriuni peakiii na L-acnaparinasy

* Cepitozumii TpoM603 mic/is nomepeaHsoi Teparii L-acniaparinasoro
* [lankpeaTut micns nonepeaHsoi Tepanii L-acnaparinasoro

* Cepitosni remopariusi posaan miciis nornepeaHpoi Teparnii L-acrnaparinazoro

AO3YBAHHS TA CITOCIB 3ACTOCYBAHHSI

Pexomennosana noza

PexomennoBana nosa L-acmaparinasu cramoButs 6000 J/H*BHYTpINIHBOM 513080 (B/M) a60
BHYTPINIHEOBEHHO (B) pa3sy Ha THIK/IEHD.

BayTpimmbomkipanii  mkipauit Teer: mneit Tecr CIiL TIPOBOAMTH INepej NiKyBaHHSM L-
acriaparinasoio Ta Konu L-acmaparinasa fs glen micns IHTEpBaly B THXKIEHL a0 OiIbine Mixk
J103aMH,

[purorysanns posunny mns mkiproro TECTY: BIAHOBITE ()IAKOH 0 YTBOPEHHS pO3UHHY 3
KoHIeHrpanieo 2000 MO/mu, Bia6epits 0,1 M1 i BBeAiTh HOro B iHIIMiA ¢axon, mo mictuts 9,9
M/l pPO3YMHHMKIB, mo0 ortpumatn 20 MO/ma po3uuny. Bukopucrosyiite 0,1 mn
BHYTPILIHBOIIKIPHOI 11po6u. Micie LIKIPHOTO TECTY CIIJI CIIOCTEepiraTH MIOHAMMEHIIe OJHYy
FOZMHY Ha MPCAMET NoABH (uiakoHa abo epuTeMu, 6yab-SKHii 3 SKUX CBIIYUTE IIPO MO3UTHBHHIH
pesyneTar

peakuis.

Heratusna peakuis wkipuoi npoGu He BUKTIOYaE MOKIMBOCTI PO3BHTKY anepri4Hoi peaxiiii.

Hecencubimizauis: necencubimiszamioo cix [IPOBOIMTH  TIGPEJ BBEJCHHAM IEPLIOI  103M
acraparinasu Ha MOYaTKy Teparnii B Mo3HTUBHIX peakTOpax Ta MpH MOBTOPHOMY JKYBaHHi Oy /Ik-
AKOr0 MawLi€HTa, y SKOro TaKa Teparlis BBAKAETHCs HEOOXIIHOI0, MiCIIsl PEeTELHOTO 3BAKyBaHHs
MABUIIEHOTO PU3HMKY peaKLiii rinepayTansocti. ILIBuaKY neceHcnbinizamiio mamicHTa MokHa
CrpoOyBaTH 3a JOMOMOT0I0 MPOTPECYI0YOro 301IbIMIEHHs KiTbKOCTI acnapariHasy, 1o BBOIUTHCS
BHYTPIIIHLOBEHHO, 32 YMOBH BXKHTTS BiMOBLIHUX 3a110Gi5KHNX 3aXOMIB AN JIIKYBaHHs FOCTPOT
anepriunoi peakuii. Leit rpadik nounnaetses i3 saransuoi BBeeHHsA 1 MO BHYTpINIHLOBEHHO Ta



MOIBOIOETLCSA 103y KOKHI 10 XBHIMH 33 yMOBH BIACYTHOCTI peakilii, 10ku 3aransua cyma, 1o
BBOJINTECS, HE 3PIBHACTBCS 13 3aIIAHOBAHMMM 103aMU Ha el 1eHb.

Kimbkicts 103, HeoOXimamx s AOCATHCHHS IIATCHTHHMX 3aralbHUX 03 Ha 1ei JICHB,
PO3paXOBYETLCA, AK HABEACHO B Tabnuui HIKYe,

Hlosysanns L-acniaparinasu Ha ocHOBI 3arabHO} 106080 norpedu

m)mep H'eKiiT Hoza (MO) Haxonuuena saransna nosa

(MO)

1 1 1

2 2 3

3 4 7

4 8 15

5 16 31

6 32 63

7 64 127

8 128 255

9 256 511

10 512 1023

11 1024 2047 pik

12 2048 4095

13 4096 8191

14 8192 16383

15 16384 32767

16 32768 65535

14 65536 131071

[ 18 131072 262143

[Hanpuxnazn, nanient saroro 20 KT, AKMU NOBHHEH oTpumaty 200 MO/kr (3aranbHa g03a 40001
OJ1), otpumae in’exuiio yepes 12 mig gac AeceHcubmizaii. ]

[HeTpykuis ans aJIMIHICTPYBaHHs

Ko L-acnaparinasy seoasts BHYTPIIIHEOM 513080, 06°eM oftHi€] IH’ €T CITix 0OMEXHTH 10 2
MIL SIKIO BBOANTBCS 06’ €M, 1110 IIEPEBUIIYE 2 MJI, CIIij BHKOPHCTOBYBATH 1Ba MICLIA [UIA iH’ €KIL].

[pu BHYTDIIIHLOBEHHOMY BBEICHHI BBEJIiTH L-acnaparinasy npotsrom nepioy Ginbrie Hixk
TPHALATEL XBUIMH Yepe3 Giunuii pykas indysii HATPII0 XJIOpUAY JUts iH’exiiii a6o JEKCTPO3H 15
IH €Ki 5% (DW). Bukunsre HEBUKOPHCTAHY YacTHHY.

Iligrororka Ta 3axX0]1M Oe3nexn

Jlnst BHYTPilHEOM 130800 BBENCHHS BiTHOBITEL L-acnaparinasy, nogasmm 1 mu iH’ €Kil HaTpiro
Xnopuay y paakon va 5000 MO. Jlns BHYTDIIIHLOBEHHOTO BBEACHHS BiAHOBITH L-acnaparinasy,

AOAABII 2,5 MHIH CTEPUIBLHOI BOIH JUIS 1 eknilt a6o Hatpiro XJOpuAy uis 16 €Kil y drakon
Ha 5000 MO.

Hnst BHYTpiliHLOM’ 130B0T0 BBEICH NS BIZIHOBITH L-acniaparinasy, nonasim 2 v in’exui XJIOpHlY
HaTpiio 10 10 000 1 duakona. J1si BHYTPILIHEOBEHHOTO BBEICHHS BIHOBITH L-acnaparinasy,
JI0ZIaBIIM 5 MII CTEPHITBHOT BOIH JUIs i1 €Kil 260 HATPII0 XJIOPUAY /s i1 €Kit y rakon Ha 10
000. HaGepits 06’em BinnoBmeHof L-acniaparinasu, mo mictuts PO3paxoBany 103y, y CTepUILHHI
LITTPHLL,



3Buuaiine CTPYLIYBaHHS Ml Yac BiXHOBICHHS He IHAKTUBYE depmenr.

Leit poszunn mosxna BHKOPHCTOBYBATH 111 NpsiMOro BHYTPIIIHEOBEHHOTO BBEICHHS npotsrom 8
FOJIMH ITICTIA BIAHOBIEHHS,

Hust indysitinoro Beenenng PO3YHH CIIX PO3BOAUTH 130TOHITHMM PO3YHHOM, Hatpilo Xmopumy
Ans 11’ ekt abo AekeTposu 5%. Li posunuu ciix nactororari IPOTATOM 8 roauH 1 Tiabky KO
BOHH IIPO30pi.

AKWO Oy ab-aKuit 3 Hux NPUCYTHIM, BUKHHBTE PO3umHy,

Onmnak  inoxi IIPH  CTOSHHI MOske YTBOPHTHCS Jy)Ke HEBEIMKA KilbKicTp APariaucTux
BOJIOKOHONOAIOHUX YacTHHOK, ®inbTpyBaHHs qepes 5,0 MikporHHit $UIBTP nix yac BRemeHmA
BUZANIMTE 4aCTHHKH Ge3 BrpaTu eeKTHBHOCTI.

NEPEJIO3YBAHHSI
Henocrynno nns mommmm. Foctpe BHyTpinmboBeHHE BBeNeHHA LD50 L-acnaparinasu g
MHLUEH CTaHOBMIIO 611M3bK0 500 (000 MO/kr, a 1 xponukip — 01m3bk0 22 000 MO/kr.,

[NOBIYHI PEAKLIIT
Haiinowwvpeniwi: no6iyyi peakuii Ha L-acnaparinasy — ye anepriuni peakuii (BKaoYaoumy
aHaginakcio), TiTepriikemis, [TaHKpeaTuT, Tpombo3 UCHTPAIBHOI HEPBOBOI CHcTeMmu (ITHC),
Koaryonaris, rinep6ipy6inemis ta T ABHIICHHS PiBHs TpaHCaMiHa3.

Yacro: asoremis, NOpyIeHHs GyHKuii nevinku, BKIIIO4aI04H rinep6inipy6inemizo ta N1BHILICHHS
PIBHS TpaHcaminas,

Pinure: Koarymnonaris, BKimouaroyy 30LIBIIeH s IpOTpOMOiHOBOTO yacy, 30LIBIICHHS YacTKOBOrO
TPOMOONIACTHHOBOTO 38 3Ky Ta sHiskenns GiGpuroreny, Ginka C, 6inka S ta AHTHTPOMGiny I11.
KpoBosunusn g LIHC, edpexru 3 6oxy uenTpanbHOI HEPBOBOI CHCTeMHM, BKIIOUAaIOuy BTOMY,
30y KeHns, COHJIUBICTE, KoMy, cymomu Ta FATIONMHALIT, TiABHINCHHS ACT, AJT, JIYXKHOT
¢ocdarazn, OLtipy6iny,

Pinko:  cepiiosnuii TpoM0O03, BKIOYaIOYy Tpom003  caritanpHoro ChuHyca [lankpearwur,
GinckaBruna a60 neransga HCTIEPEHOCHMICTS TNTIOKO3H, MpUTrHiYenHs dyHKwii KicTkoBOrO MO3KY,
rinepriikemis 3 FIIOKO3ypiero, azoTemis, HHPKOBA HEIOCTAaTHICTE.

IMyHOreHHICTB: 5K i s Beix TCPANEBTHYHMX OGiNKiB, icHye moTenmia IMYHOTEHHOCTI, 1110
BU3HAYAECTLCS SIK PO3BHTOK 3B’A3yBaNbHUX Ta/aGo HEHTPai3ylounx anTuTis TIPOJYKTY.

3ACTEPEXXEHHSI TA 3AXO/IM MEPECTOPOT'H

ANPEHANIHOM, KHCHeM, BHYTPIUIHLOBEHHUMHU CTEPOIAAMM, aHTHTiCTAMIHHMM npenaparamu).
[pununiry npuiiom L-acnaparinasy Nali€HTaM i3 cepo3HoI0 AJIEPIIYHOK peakiicro.




Tpombos: y NaUIeHTIB, SKi OTpHUMYIOTE  L-acnaparinasy, MOXYTbL  BUHHMKATH  Ccepiiosni
TPOMOOTHYHI sBHIA, BRTIOYArOuH TpoMO03 caritansHoro CHHYCa.
[Tpnmnenns L-acnaparinasm nauienray iz CEPHOHUMH TPOMGOTHYH MM ABHIIAMH,

[Hankpearur: Y NalUi€HTIB, sKi OTPHMYIOTE L—acnapariHa'sy, MOKC BUHHKHYTH IaHKpeaTHT, y
ACAKHX BUNAIKaX 3 OIMCKAaBHYHUM abo JICTA/ILHAM pe3ynbTatoM. OuiniTh namientip 3 Oonem y
AKUBOTI a00 03HaKamu naHkpearuty. Ipununenns L-acnaparinasu nanienran 3 MaHKpeaTUToM,

Henepenocnmicrs: Y DamieHTiB, ski OTPHMYIOTE  L-acnaparinazy, wmoxe BHHUKHYTH
HETICPEHOCUMICTD TIIFOKO3H. V meskmx BUIAJIKAX HEIEPEHOCHMICTD TTIOKO3H € HE3BOPOTHOIO.,
Kontpomosary PIBEHb ITIOKO3H B CHPOBATII KPOBI.

Koarynonaris: 30UIBIIEH S npoTpombiHOBOTO qacy, 30i1bLIeHHS YaCTKOBOT'O
TpoMOONIacTHHOBOrO qacy Ta rinepgibpunorenemis MOXYTh BUHMKATH y naumicHTip, ski
OTPUMYIOTE L-acnapariﬂa3y. CnocrepiraroTscs Kpososunueu B LIHC. Kontpomosary napamerpu
STOPTaHHS KPOBi Ha movarky Ta NCPIOAMYHO mix wac Ta micis nikyBauus. JlikyBanus
CBIKO3aMOPOKEHOI0 TJIa3MOXO JUIS 3aMIHU thaxTopis sropranus KPOBI y cTauionapuux MauieHTIB

13 TSOKKOIO 260 CHMITOMaTHYHOKO KOATyJI0naTicro,

Kanneporenes, MYTareHes Ta mopymenns (eprunsHoCTI: AOBrOCTPOKOBHX  JOCTIKeHE
KdHIEpOreHHoCTI Ha TBapuHax L-acmaparinasy pe poBonnmu.  JKogHux  Bimmosimamx
AOCIIDKEHB 1010 MyTareHHOro norenuiany Nave ue nposomnocs. L-acnaparinasa ne suspmsua
MyTarenHoro edexty mix yac TCCTyBanHsA Ha mrtam Salmonella typhimurium B amanisi Ejfmea.
Hocnimkens mono NOPYIWIEHHS QepTHIBLHOCT] He NPoOBOAMIOCS.

Buxopucranns g OKPEMHX I'pynax HaceleHHSs

Baritaicts: Barithicrs Kareropis C. Hemae 4/ICKBATHHX 1 100pe KOHTPOMBLOBAHHX AOCIIKEHb Y
BATITHUX  3KiHOK, L-acnaparinasy sarirgii KIHIG - CIin mpusnavary JMIIe 33 KpaiiHboi
HEOOXIAHOCTI.

lComyrounm MAaTepAM: HEeBIOMO, YH BHIINAETHCy L-acnaparinasa Y IpyaHe mMouioko. Ockinbku
bararo nikapcekux 3aco6is BUAUIAETBCS 3 IPyaHHM MOJIOKOM i Yepe3 MOkIHBiCTE cepitosuux
MOOIYHNX peakuiii y HEMOBJIAT, SKi roxyioTh rpyio, L-acnaparinazu crnig NPUHHATH pilmeHns
1IPO NPHIIMHEHHSA TOMyBaHHs Tpyanio abo npunuHeHys npuiiomy Tpenapary, 6epy4u 10 yBaru
BAXKIUBICTE TIpenapary s marepi.

3acrocyBanus y aiteii y repiaTpuyHoMy Bini: NOBIIOMIISIETBCA, 1110 TOKCHYHICTh acnaparinasy e
Oinbmworo y JOpOCIHX, HIX y JiTei.

JIIKAPCBKI B3AEMOI1{

. L-acnaparinasa moxe SMCHIIUTH a0 cKacyBaTH iro MCTOTPEKCATy Ha 3710AKICHI KJIITHHH,
Lett edexr 30epiraerses 10 THX [P, OKH piBeHDL L-acnaparinasu Y I1asmi Kposi NPUTHIYYEThCS,
He Bukopucrosyiire METOTpekcar 3 L-acnaparinasoo a6o micIiA Hed.

“ Bryrpimmnosenye BBCACHHA L-acnaparimasu ommouacio abo 6e3nocepennno nepez
KYPCOM BIHKpHCTHHY Ta NPE/IHI30JI0HY MOyke MIABUIIATH TOKCHYHICTE,
s Bzaemonis nixapcsmxmaﬁopampnnx TecTiB: L-acnaparinaza 3aBaXKae 1HTepmperauii

TECTiB (pyHKUIT muToBMIHOT 3a1103u.

3BEPITAHHS
36epiratu mpu Temnepatypi Bin 2°C no 8°C. 3axumarw Bix citia. He 3aMOpOXKYBaTH.



VIIAKOBKA

L-ACITACA (L-acnaparinasa mns IHEKWIT) 10CTynHa B YIIAKOBKaX, 110 MiCTATE L-acnaparinasy 5
000 MO na ¢nakon i 10 000 MO Ha ()1aKoH,

(1020mun) Burorogrnenuii:

Hanpon Jlaiip Cacncec gt JIta (Naprod Life Sciences Pvt. Lid.)

304, Toyn Cenrep, AnJxepi — kyprna poyn (304, Town Centre, Andherj — Kurla Road), AHjaxepi
(C), Mym6ait (Andheri (E), Mumbai) — 400 059,

[Miznpuemerro: G-17/1 Kopmopariis [TPOMHCIIOBOTO PO3BHUTKY mrraty Maxapatrpa (M.LD.C.)
Boiicap, Txana (IHZISA) (Boisar, Dist. Thane (INDIA)



L-ACITACA DS (3aranbuuii exenopr) (nmepeans cropona)

Po3mip poskianenoi: 180 x 120 mm
Cxnanennsi: HF-HF-HF

Posmip ckaagenoi: 120 x 22,5 mum
Manip: Century Maplitho, 54 r/cm?
Kouip: yopnuii Texct Ha Ginomy nanepi
Koa makera: xxx

Koax mo3uuii: xxx

®apma KoOI: XXX

Po3podka ynakoeku, komnanis Naprod:

Maxer niaroroennii: Sanjeev Khatare

PP Homep: xxxx

JlaTa cxBajeHHsI MaKeTy:

Jara PP: xxxx

Bijtinn po3podku makerie
i

Hopmartusno-npasosuii

Bimtin mapkerunry

P.D. Bimuin

L Bupoomuunii sigain

Bimnin konrpoaro sikocri

Binaia 3atesnevennsn
SIKOCTI

KepiBnuk nignpuemcrea

L-ACITACA DS (zaranbumii eKenopr) (3aHs cTopona)

Po3mip posknanenoi: 180 x 120 mm
Cxkaanennsi: HF-HF-HF

Posmip ckimazenoi: 120 x 22,5 mm
Manip: Century Maplitho, 54 r/cm?
Kouip: qopnuit Texcr na 6inomy narnepi
Koa makera: xxx

Koa nmosumii: xxx

®dapma koa: xxx

Po3podka ynakosku, komnauis Naprod:

MakeT niaroToBJaeHuii: Sanjeev Khatare

PP Homep: xxxx

/laTa cxBasieHHsi MaKeTy:

Hara PP: xxxx

Binnin pozpodxn makeris
iaia

Hopmartneuo-npasosuii

Bigain mapkerunry

P.D. Binain

Bupo6uuyuumii siytia

Bimtin kourpomo sxocri

Bigain zadesneuenun
AKOCTI

Kepisnuk nignpuemcrna
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Koporka xapakrepucruka JiKapcbLKOro 3acody
L- ACITAPATTHA3A JUISI TH'€KII 6666,67 MO/

1. Ha3spa nikapcebkoro 3acoly
L-Acnaparinasza nns in'exuiii 6666,67 MO/Mn

2. SAxicHmii i KiabkicHnii ckaan

L-acnaparinasa nns in'exuiit 5000 MO/dpnakon (miodimizopanmuii)
Koowcen ¢hnarkon micmume

L-acnaparinasa............... 5000 MO Tmimmu BP..................... QS
L-acnaparinasa ans in'exuiii 10000 MO/¢nakon (niodinizosanmii)
Koowcen gpnarxon micmume

L-acnaparinasza................ 10000 MO T'niuuu BP................... QS

3. PapmanesTuyna gopma
bina nioginisosana maca.

4. Kainiuni ocobimpocri

4.1 Tepanerrnuni noxkazanus

L-acnaparinasa noxasana sk KOMITIOHCHT MNPOTHNYXJIMHHOT KOMOiHOBaHOT Tepanii aas
JUKYBaHHA TOCTPOTO niMpobiactHoOro neikosy (OJII) y aiteit Bin HapomKeHHs 10 18 pokis i
JI0OPOCIHX.

4.2 Hosyranus Ta cnocio 3aCTOCYBAHHS

L-acnaprinasy nosunmni IIPU3HAYaTH Ta BBOJUTH JIKApi Ta MeIHYHMIT IIepPCOHAl, SIKi MalOTh
ZI0CBIJl 3aCTOCYBaHHS HPOTHIYXJIMHHUX Npenapatis. Horo ciig NPOBOIUTH JIUIIIE B YMOBax
CTalioHapy, 1€ €Bianosinue peaHimauiiiae o01agHans,

QOBYBB.HHH

L-acnaparinaza 3assuyaii BHUKOPHCTOBYETBLCS SIK YaCTHHA IPOTOKOJIIB  KOMOGiHOBaHOT
XIMioTepanii 3 iHmuMu TIPOTHITYXJIMHHUMH 3aco6aMu

Hopocni ma oimu cmapuie 1 poky

Pexomennosana n03a acnapariHasu Ui BHYTPIIIHbOBEHHOIO BBEJICHHS CTaHOBUTL 5000
OAMHMUL Ha KBAaJAPaTHUII MeTp (o/M2) nnoura NOBEpXHI Tifa (BSA), 1110 BBOAMTLCS KOsKHi
TpeTit gews. JliKyBaHHS MOYKHA KOHTPOJIIOBATH Ha OCHOBI MiHIMaJbHOI AKTHBHOCT]
acrnapariHasi B CMpoOBaTui KPOBI, BUMIpsiHOT yepes TPH JIHI TicJIs BBEACHHS L-acnaprinasmu.
SKIO 3HaYeHHS akTHUBHOCT acnapariHasm He JOCATalOTh ILUILOBUX PIBHIB, MOX@Ha
POSIIAHYTH MOMIITHBICTE IIEPEX 01y Ha iHIIHif IIpEerapar acraparisasu,

Himu 0-12 micayie

Ha nincrasi o6meskenux nannx PEKOMEHI0BAaHA 1034 /151 HEMOBJISAT TaKa:

= BIK 10 6 Micsiuis: 6700 OJI/M2BSA,

- BIK 6-12 Micswis: 7 500 Ol/M2BSA

Hani mono edextusrocTi Ta Oesnexn L-acnaprinasn Y A0pOCIuX oOMekeHi.

Hani wono epextusrOCTI Ta Gesmex L-acnaprinasu ua eramax MICTAHAYKIUIHHOTO JTiKyBanHs



J1yse 0OMekeHi.

Oco0nugi rpynu HACEeJICHHS

Iopymenns Gpynkuii HHUPOK
IManienTtam 3 HuproBoo HCIOCTAaTHICTIO KOPEKIlis JO3H He noTpidHa.

Hopymenns ¢pynkuii newinxu

Mauientam 3 nopymenusam Gynkuii neyinkm nerxoro Ta IOMIPHOTO CTyIeHs KOPUT'YBAHHSA 1031
He nmoTpibno. OHak L-acnaprinasy ne cnin 3ACTOCOBYBATH NMALIEHTAM 13 TSKKOIO TIEYiHKOBOIO
HCJIOCTATHICTIO.

Jlvoan noxumnoro BIKY
Hocrynni obmesxeni naui mono JKYBAaHHA Nalie€qTiB crapuie 65 pokis.

Cnoci6 Beetenns

L-acnaparinaza npusnauena numre AU BHYTPILIHBOBEHHOT iH(Y3ii.

Hoboga kinbkicts L-acnaprinasu, neo6xinna s KOXKHOTO namiedTa, moke GyTH poseeiena B
KIHIEBOMY 06’emi 50-250 mu PO3YHHY HATPIIO XJIOpUay 9 mr/mi (0,9%) nns indysiii.
Possenenuii pozunn acraparinasu MOKHa HaCTOIOBATH npotsirom 0,5-2 roaus.

Acnaparinasy He MOYKHA BBOJIUTH Y BHIIIA/I OOIFOCHOT 1031,

Pexoucmrﬂgiz

Buict koxnoro duakona CJILL PO3BECTH B 1-2 M1 PO3UHHY HaTpilo xnopuny (0,9%) ans in’exuiii.
Ilpu BinHOBACHH 3 1 Ma OTpHMaHa KOHUCHTpAUist cTaHoBHTE 10 000 MO/ayr. [Ipu Binuosnensi
3 2 MI1 OTpuMaHa KOHLEHTpauisa cTaHoBuTh 5000 MO/M

[MosinbHo nopaiite PO3YMH HATPiIO XJaopuay (0,9%) nns iw’exuiii. ua BHYTPIILIHIO CTiHKY
(pnakona, ne posnumoiire OesnocepennHbo Ha nopowok abo B HpOrO.

Haiite Bwmicry POSYMHHUTHCA NIXOM  obepexxHoro nepemimysanas  a6o OBOPOTY,
MATPUMYIOUN (aakon Y BCPTHKAILHOMY MONOXEHHI, YHUKAIOYHM KOHTaKTy poO3umHy 3
IIpobkolo. YHukaiite YTBOPEHHS ITiHH Yepes HaznMipHe abo enepriiine CTPYIIYBaHHsI.



Posuun nosuncn Oyt mposopum 6ez BHAMMUX dacTok. Ilpu nagmipomy CTPYUIVRAHH]
MOXKYTh OyTn nomitsi 1piGui KpUCTamiYHi ab0 HUTKOMOXIOHI YaCTHHKH OIIIKOBHX arperaris.
SIKILO € BUANMI YacTHHKM 260 6iTKOBI arperaTH, BiAHOBJICHUIT PO3YMH CITiT BiIXHIHTH.
Posuun cnix BeecTn NPOTATOM 15 XBUINH 1ic)s po3uHHeHHS. SIKI10 Mi>K pO3YHHCHHSM |
BBCJICHHAM HE YHMKHYTH 3aTPHUMKH Giibure Hisk na 15 XBHJIMH, PO34MH CIiJ HaGpaTu B
CKIIIHMH abo mosinponinenosHit [INpHI HA MepioA 3aTPUMKU. Pozumnu crix BUKOPHCTATH
NPOTATOM 8 TOAMH.

4.3 Ilporunoka3zanus

- IMiaeumena YYTIUBICTE 10  jiroyoi PEYOBHHH,  OyIb-SKOIO  HATHBHOIO
(HenerineoBanoro) fMpenapary acmaparinasu E. coli a6o 1o Oyab-axo0i 3 mepepaxoBaHmx
JONOMDKHUX PEYOBHH.

- [IaHKpeaTuT.

- Tsoxka nevinkora HenoctaTHicTs (6inipy6in > 3 pasu BEPXHBOI Mexi Hopmu [BMH];
Tpancamizasu > 10 pasis BMH).

- [onepenns Bimoma Koarysonaris (Hanpuka, remodinis).

-ankpearur, cepitozna KpoBoreua abo cepitosuuii TpomGo3 B aHamMHesi nicis monepenHboi
Tepanii acrnaparinazoro.

4.4 Ocobamei 3acTepexenns Ta 3anodixni 3axoam mogo BHKOPHCTAHHA

Bincrexysanicts
st nokpatenss BigcreskeHus Gionoriynnx nikapcekux 3acobip CIiZ 4iTKO 3arucaru Ha3By Ta
HOMED cepii BBEIEHOTO npenapary.

3aranbHa indopmanis Ta MOHITOpHHT

ITin yac nikyBanus acrapariHazo y mamicHTiB YCiX BiKOBHX rpyn MOXYTb BUHUKHYTH Taki
HeOesneyHi st skuTTs CHTYaLII:

* TOCTPUH NaHKPEaTHT,

* T€NaTOTOKCHYHICTE,

* a”adinakcis,

" NOPYIICHHS 3rOpTaHHs KpOBi, BKIIOYAIOUH CHMOTOMATUYHUH TPOMGO3, TOR'S3ani 3
BHKOPHCTaHHAM LIEHTPAIBHUX BEHOZHUX KaTeTepis,

* TinepriaikeMiuHi cTanu.

[Tepen nouarkom Tepamii ci1ijg BU3HAYUTH piBeHs Ginipy6iHy, newinkosmx TpaHcaMiHa3 Ta
[lapaMeTpiB 3ropraHHs KPOBI (HaNpHKIaA, YaCTKOBMIY TPOMOONIaCTUHOBHIT yac e
IPOTPOMOIHOBHIT wac [TIT], aHnTuTpomOGin II1 Ta ¢$i6punoren).

Iicas BBenenns 6yan-sxoro TPCIapary acnapariHasu peKoMeHyeThes PETEIBHNI MOHITOPUHT
Oinipy6iny, neuinkopux TPaHCaMiHa3, PIBHA TIIOKO3H B KpoBi/ceui, mapamerpis 3ropTaHHs
(Hanpuknam, FLT, BT, aHTUTpOMOIH 11, (hidpunoren i D-numep), aminasu, Jinasm,
TPUIIILEPHTIB Ta XOJIECTEpPHHY.

Focrpuii nankpearur

JlikyBaumst acnaparinasoro CIIIJ IPHITHHUTH Y TIALIEHTIE 3 TOCTPHUM MAHKPEaTHTOM,

Foctpuit maukpearur PO3BHBACTRCA MeHme HIK y 10% xBopux. V PUIKICHHX BUTManKax BHHMKae
reMopariuiuii ao HCKPOTHYHMI maHKpeaTuT. Bynu mnooammoxi NOBIIOMIICHHS. NP0 NETaNbHi
Hacmiaky. Kiinivni cummromu BKIIIOYAIOTH OLTb Y )KUBOTI, HYIIOTY, 6II0BOTY Ta aHOpeKcio. AMinasa
Ta JINasa CHPOBATKM 3a3BHYaii HiIBUINEH], X0ua Y ACAKMX MaUi€eHTIB BOHH MOXYTE OyTH



HOPMAILHUMH 4€pE3 NOPYIICHHS CHHTE3Y Gika.
Hauientn 3 Tskkoro TNEPTPUIITILEPHAEMIEI0 MAIOTh MiABHIICHMI PU3HK PO3BUTKY TIOCTPOro
ManKkpeaTury.

Ilnm nanientam Ginpire e cin npHiMaTH Oy ab-sKi npenapati acnaparidasu

Fenatorokenunicrs

Y pifKicHHX Bunamkax omucaHi THKK NOPYIICHHs. (QYHKIII MeYiHKH, BKII0YAIOuH Xozecras,
KOBTAHHIIIO, HEKPO3 MEYiHKH Ta NEYiHKOBY HEAOCTATHICTS i3 JIeTanbHUM HacaiakoM. Heobxiqno
PETEIILHO KOHTPOJTIOBATH MOKA3HUKH MEYiHKH /0 Ta ITij yac JIKYBaHHS achaparinasoro.

JlikyBanns acnaparinazoio cin TIPHITHHNTH, SKIIO Y MAUIEHTIB PO3BMBACTHCS TAKKA IMEUiNKORA
HepocTarHicTs (Ginipy6in > 3 pasu HICpEBHIILY€e BEPXHIO MeXy Hopmu [BMH]; tpancaminazu > 10
pasis. BMH), Tsxka rinepTpuriiuepuaemis, rinepriikemis aGo MIOPYIICHHS 3TOPTAHHSA KpPOBI
(Hanpukiazn, TpomGo3 CHHYCOBHX BE€H, TSKKA KPOBOTEda),

Auteprisi Ta anadinaxcis

Hepes pusuk possutky Tskkmx aHa(inakTHYHUX peakuiii acrapariqasy He CIij BBOAMTH Y BHIIISAAI
OOMIOCHOT BHYTPIIIHEOBEHHO] i1’ €Kiy,

Moxna BHKOpHCTAaTH NONEPE/IHIA  BHYTPIMIHBOWKIPHIIT TecT aGo HCBC/IMKY BHYTPILTHBOBEHHY
TCCTOBY 103y. OnHaxk oOuaBi TPOLCAYPH HC N03BOJAIOTH TOYHO MependaunT, Y AKHX MalieHTIiB
BUHHKHE aJIEPriyHa peakiis.

Ilpy  Bunmknenni anepriummx  cummroMmis 3aCTOCyBaHHA acnapariHasu HeoOXifHO Heraiino
NIPUIIMHUTH  Ta TIPU3HAYMTH  BigMOBigHE MIKYBAHHA, SKE MOXE BKIIOYATH aHTHTICTAMIHHI Ta
KOPTHKOCTEPOi/IHI mpenapary.

[lopymiennst sroprauns KpoBi

Yepes npurnivenus CHHTe3y Oinka (3HHKEHHS CuHTe3y daxropir 11, V, VII, VIII i IX, 6inkis C i S,
antuTpoMOIny III [AT III]), CIIPHYMHCHOTO acrapariHasoro, MOXKYTh BHHUKHYTH TIOpYILIEHHS
3TOPTAHHA, SIKI MOXKYTb IIPOSBIATHCS 260 Y BUTJIAAL TPOMOO3Y, MCEeMIHOBaHE BHYTPILIHBOCY IMHHE
ropratts kpoei (JIBC) a6o xposoreua. Pusux TpomOO3y, 31a€Thes, BHILE, Hix PHU3HK KpPOBOTEHI,
Ommcani Takox cuMnToMarTnyHi TPOMOH, TOB’A3aHI 3 BHKOPHCTAHHAM HEHTPaNbHUX BEHO3HUX
karerepis. [Ipn6ausHo no10BHHA TPOMGOTHTHIX TOJIi}i JIOKAMI3yeTLCS B CyMHAX TOTOBHOLO MO3KY.
Moske BUHHKHYTH TpoMGo3 CHHYCOBOT BeHH. [memiyni incymsTu 3YCTPIYalOThCS PilKo.

HaGyTi abo rerernuno sumxeni hizionoriuni inriGiropu 3ropTanHs (6inok C, nipotein S,
AHTHTPOMOIH) TAKOX ONHCAaHi CTOCOBHO CYIHHHHX YCK/IaJHEHb.

Baxnuga yacra ouinka NapameTpiB 3ropTaHHs KPOBi 0 Ta mix yac JIKYBaHHs acnaparinasorn, V
Bunankax, komn AT 111 3sumkennii, ciix SBEPHYTHCS 32 KOHCY/IbTALIEIO 10 (haxiBiis.

Iinepraikemiuni crann

Acnaparinasa mosxe CHPHYMHHUTH MNEPryIiKeMiio K HaCHiA0K 3HIKEHHS BUPOOICHHS iHCyminy. Kpim
TOTO, BiH MOKE 3MEHIINTH CEKPELIIo IHCYNiHY B-KIiTHHAaMK MIAIUTYHKOBOT 3aJ1031 Ta TOPYIINTH
dynkuiro peuenropis iHCyTiHY.

Cunzipom 3a3euyai TIPOXOANTL camMoCTIiHHO. OfHaK y pinkicHux BHIIA/IKax Lle MOXe [IPU3BECTH 10
niabeTHuHOro keroanunosy. Lpomy eekry crprse CYNyTHE JIKYBaHHS KOPTHKOCTEpoinamu. Pigyi

TJIIOKO3H B CHpoBaTHi Ta ceyi ¢ PEryIsapHO KOHTPOJIIOBATH Ta KOHTPOJIIOBATH BIANOBIAHO 110
KIIHIYHUX [10Ka3aHb,

Hporunyxiaunni 3acoou
SHUIEHHS MyXIMHHNX KITHH, CHIpHYHHEHe aCNapariHasol, MOXe NPH3BECTH 10 BHBLILHEHHS



BEIKOT KIIBKOCTI CEYOBOT KHCIIOTH, 110 MPU3BEIC /10 rinepypukemii. CHijibHE 3aCTOCYBaHHS IHILNX
MPOTHITYXJIMHHHUX JIKAPCLKUX 3ac00iB cnpuse upomy edexry. ArpecuBHe IiJUTYy;KyBaHHS cevi Ta
3aCTOCYBAHHS AJONYPHHOITY MOXKYTh 3amo6irTH ypatHiii Hedpomnarii.

['nokokopTHKOIIM

Buuwmii pusuk tpomMGoyTBOpeHHs mix yac IHAYKUIHHOT Tepamnii acnapariHasolo Ta NpeaHiz0M0HOM
CnocTepirases y AiTei 3 reHeTHYHUM (akTOPOM pu3uKy nporpom6o3y (myrauii pakropa V G1691A,
Bapiauisg nporpombiny G20210A, MeTuIeHTeTpariapodonarpeaykrasa [MTHFR] T677T-renotun A,
I ABUILCHUI JIITOronpoTein A, rineprnporeictein A).

Hporusaniani 3acodu

[lin wac nikyBaHHS Ta npuHaiMHI 3 Micami mics NPUITHHEHHA NPUHOMY acraparidasy HeoOXiqHo
BHKOPHCTOBYBATH e(CKTHBHY KOHTpauemnuiio. OCKiNLKH HENpPAMY B3aEMOMII0 MiK KOMIOHCHTAMH
MIEPOPANbLHOT KOHTPALENLIT Ta acnapariHasoio He MOKHA BHKIIOUHTH, OPATbHi KOHTPALENTHBH He
BBAXKAIOTLCA JIOCTATHRO OE3N€YHUMH B TaKil KiiHiuHiil cuTyarii.

[TauienTn 3 xpomocomoro @inaenndii
Edexrusnicts Ta Gesnexa L-acnaprinasy y nauieHTis 3 xpoMocomoro Pinanensdii He BcTaHOBIEH].

PexkomenioBani KOHTPOALHI 06cTe)ReHNs 115 NanicHTIB yeix BiKOBHX rpyn

Acnapaeinazna akmuenicme

Buwmiprosanus pisHs aktueHocTi acmaparinasu B cupoBaTui abo miasMi MOXe MPOBOANTHCS, 106
BHKIIIOUMTH NPHCKOPEHE 3HMKCHHS aKTMBHOCTI acraparinasu. Ilepesaxkio piBHI CIIi BUMiproBaTu
4epe3 TPH JHI MICHs OCTAHHLOTO BBEIEHHS acraparinas, To0To 3a3Buuail Ge3nocepeHLo nepen
BEC/ICHHAM HACTYNHOT JI03M acnapariHasd. Husekuil piBeHb akTHBHOCTI acriapariHasm 4acro
CYNPOBOIUKYETBCS TMOSBOKX0 AHTH- aclapariHasHUX aHTHTiN. Y TakuX BHNAAKaxX Ciin PO3TIISIHYTH
MOKIHBICTS NEPEX0/y Ha iHwMi mpemapat acnaparifasy. CrioyaTky CIiji OTpUMATH KOHCYIIbTALLiI0
(haxisug.

linoansbyminemisn

Bracninok nopymenns cunresy 6inxa pieent Ginka B cupoBati KpoBi (0coGMBO anp0yMminy) nyxKe
H4CTO 3HMKYETBCA Y MAUIEHTIB, AKi JKYIOThCS acnaparinazor. OCKilbKu CHPOBATKOBUH 010K
B&XJIMBUH JUIS 3B’S3YBaHHS Ta TPAHCHOPTHO (yHKUIT qeAKIX aKTUBHHX PEYOBHH, piBeHb Oinka B
CHPOBATL KPOBi CIIi/l PEryISPHO KOHTPOIIOBATH.

I'inepamoniemis

Pisens amiaky B masmi kpoBi cini Bu3HauaTH Y BCIX NALIEHTIB 3 HE3PO3YMIIUMH HEBPOIOTTYHIMH
cuMITOMaMu ab0 CHIIBHUM 1 TpUBAIMM GiioBaHHAM. Y pasi rinepaMoHieMii 3 TSKKUMH KIiHIYHAMM
CHMITOMaMH CITil PO3NOYATH TEPANEBTHUHI Ta (apMmakonoriuni 3aXO[H, fAKI IBHAKO 3HMKYIOTh
piBEeHb aMiaky B muaswmi (Hampuknan, obMexeHHs Ginka Ta reMojlianis), MOBEpHYTH KaTaboiyHi
CTAaHH Ta 30LIBLIINTH BHAANEHHA BiIX0/iB 430TYy Ta OTPUMATH KOHCYJILTALIIO CIIeIialicTa.

Cunoponm 0bopomnoi 3aduvoi netikoenyegaronamii

Cunzipom 060poTHOT 3a1HBOT neiikoernedanonarii (RPLS) Moske piako BHHUKATH i yac JIKYBaHHA
Oyab-sikoro  acnaparinasolo. Ileit CHHAPOM  XapaKTePH3YETBCA TPH  MarHITHO-PE3OHAHCHII
Tomorpadii (MPT) o6opoTaiMH (Bix KiNBKOX AHIB 10 MICSALIB) ypaxeHHsAMU/HaOpsKaMu, TepeBaKHo
B 3a/1HiH yacTuHi Mo3ky. Cumntomu RPLS, no CYTi, BKIIIOYAIOTh IMTiABUIIEHHSA apTepialbHOTO THCKY,
CY/IOMH, TOJIOBHI 0011, 3MIHH HCHXIYHOTO CTaHy Ta roCTpi MOPYIIEHHS 30Dy (Hacamrepea KOpKoBa



cinora a6o roMoHiMHa remianoncis). Hescno, un RPLS Bukmmkanuii acraparinasolo, CynyTHim
JIKYBaHHSAM YH OCHOBHHMH 3aXBOPIOBAHHSIMH,

RPLS nikyerses CUMITOMATHYHO, BKIIOYAKUH 3aX01H 11010 JKyBaHH: Gyab-aKknX cyzom. Moske
SHAZIOOHTHCA TIPUITHHEHHS a00 3HISKEHHS 71031 IMYHOCYNPECHBHHUX Nperaparis, 1o NpHitMalOTECs
oanouacHo. Ciiix 3BepHyTHCS 32 TOPa0I0 10 daxipus.

4.5 B3aemonin 3 inmumu JIKAPCHLKUMH 3ac00aMu T2 inni hopmu B3aemonii

OcHoBui

Acriaparinasa Moke ImiaBHIIHTH TOKCHYHICTB IHIIMX JiKapChKHX 3ac06iB Yepes CBiil BIUIMB Ha
dbyukiiro MCYIHKY, HANPUKIAL 361TbIICHHS FCMAaTOTOKCHYHOCTI MOTEHUWIHHO TI'eNaToTOKCHYHNX
TKapChKHX 3aco6iB, miBHIICHHS TOKCHYHOCTI JIIKAPChKHX 3aCO0IB, 1110 MeTaboNi3yI0Thes B Ieyini
a0o0 3B’A3y10ThCS 3 Ginkamu TJ1a3MH, Ta 3MIHeHa hapMaKOKiHeTHKa Ta dbapmakoannamika JKapChKOro
3aco0y, 3B°43aHOr0 3 M1a3MOI0 GLIKH. Tomy cnin 6yTn o6epesxunmu MaUieHTaM, AKi OTPUMYIOTS iHLIi
JKAPCHKI 3ac00H, 1110 MeTaboi3yI0ThCs B eYini.

Cnin xonTpomoBaty IIOKa3HUKK TEeYiHKH, KOJH NOTEHUIHHO IenaroTOKCHYHI JTIKapehKi 3acobm
HPH3HAYAIOTHLCA OHOYACHO 3 ACMAPATiHA300.

Micnocynpecusni 3acoon

[lix yac nikyBanus CXeMaMH, 11O MICTATH aclaparisasy, Moxe BHHHKHYTH Mi€JIOCYIIpecis, ska
NOTEHUIAHO Bpaxae Bei Tpu minii MIENOTAHUX KITiTHH (eputpoumry, neiikoumTy, TpoMOOLIHTH), Ta
MOX€E BHHUKHYTH iHQekuis. Cymythe TIKYBaHHS MI€T0CYIIPecHBHUMY JUKapCHKHMH 3acobaMu Ta
JIKapChKHMH 3aco6amu, SKi, SIK BIZOMO, CIIPHUMHSIOTS iHdeKwii, € ocHOBHMMHE dakropamu, Tomy
NaLIEHTIB CTIA peTeNbHO KOHTPOIIOBATH 100 03HAK Ta CUMNTOMIB mienocynpecii Ta iHpekuii.

Binkpucrun

ToxenanicTs BinkpucTHHY MOYXKe OyTH J01aTKOBOIO 70 TOKCHYHOCT acriaparinasy, Ko oOuusa
drCHTH BBOJATECA ONHOYacHo. Tomy BIHKDUCTHH CIiZl BBOAMTH 3a 3-24 F'ONHHU 10 BBEIAECHHS
acnaparinasu, mo6 Minimisysaru TOKCHYHICTb.

Imokokoprukoian Ta/a6o AHTHKOATYJISIHTH

OnHovache 3aCTOCYBaHHS TIIOKOKOPTHKOIMIE Ta/aGo AHTUKOATYJIAHTIB 3 acmapariHazoi Moske
MABHIUTH PH3UK 3MiHN NapamMeTpiB 3ropramms.

e Moxe cpusiTi cXHITBHOCT A0 KpOBOTEYi (aHTHKOAry/IAHTH) a60 Tpombo3y (rmroxoxopTHKOiTH).

KYMapHH, renapuH, aumipuaamon, ALeTHICATILHIOBA KHCIOTa a6o HECTepOIAHI NpoTH3anambHi
fpenaparu) abo rioKOKOPTHKOIH,

Metorpexcar (MTX)

Byno mnokaszanmo, mo NPUTHIYEHHA CHHTe3y OijKa BHACTIIOK aCNapariHasHOro BHCHAKEHHS
acnapariny nocnabmoe LUHTOTOKCHYHHH e(hekT MCTOTpEKCaTy, AKHI BUMarae penmikauii KiiTHE as
HOTO MpOTHIYXTHHHOT aKTUBHOCTI. Ileii anTaronism CIIOCTEPIraeThes, KO acraparinasy BBOJSITE
Ao abo oxgHOYacHO 3 METoTpekcaToM. | HaBmaxw, NPOTHITYXTHHHUIT  edekT METOTpeKcaTy
TTOCHIIIOETECA, SKLLO aclaparinasy BBOAsTE 4e€pe3 24 roMHu micis ikyBaHus MeToTpekcaToM, Byio
[TOKa3aHO, MO 1A CXeMa 3MEHIIYE MUTYHKOBO-KUIIKOR] Ta reMaToNoriyHi epekTH MeToTpeKcary.

LHurapa6in

naboparopisis npodipuiiB mpupoxHIX YMOBaX/IaH1 BKa3yIoTh Ha Te, 1[0 e(DeKTUBHICTL BHCOKMX 7103
UMTapabiHy 3HIKyeThCs Ipu MONCPEIHEOMY BBEAEHHI acnaparinasm, Onnax, komm acnaparimasy
BBOXMIIM micns uutapabiny, CIOCTEpIraBess CHHEPreTHYHMiL edexr. Ileit epekr Oye HalbGinLIm



NOMITHHM 3 IHTEPBANOM JIiKyBaHHS 61M3bK0 120 TOJIMH.

Baxuunanuis

Oznouacna BakiMHAIS KUBIUMHU BaKIHAMH MZBHLIYE PH3HK Cepiio3HOT iHdekiii, Tomy imynizanio
KHBHMH BaKUHHAMH CIIiJ NIPOBOAMTH HE paHille, Hik yepes 3 micswi micius 3aBepureHus Kypcey
NPOTUNECHKEMIYHOTO JIIKYBaHHS.

4.6 ®epruabHicTs, Barituicts Ta JaKTauis

Baritnicts

Jlanux urozo sactocysanms acrapariHasy BariTHUM KiHKaM HeMac. Hocnimkerns penpoaykuii Ha
TBApUHAX 13 3aCTOCYBaHHIM aClapariHasu He NPOBOJMIINCH, ale JOCIDKEHHS 3 MpenapaTamu
acrapariHasy Ha MHUIIax, Hypax, KypKax Ta KpoJHKax I0Ka3aiu eMOpIOTOKCHYHY Ta TEPaTOreHHy
Aio. Buxonsuu 3 PE3yJIbTATIB JIOCHI)KCHE Ha TBAPHHAX Ta MEXaHi3my ii aii, L-acnaprinasy ne cuig
3aCTOCOBYBATH I 4Yac BAariTHOCTI, SKIO KIiHiYHMii CTaH JKIHKH He BHMArac JiKyBaHHs
acrapariiasoro.

JKinku penpoaykrisaoro BiKy/KoHTpauenuis y yonosikis i xinok

Kivku penponykrusnoro BiKY NOBHHHI BUKOPHUCTOBYBATH eQEeKTHBHY KOHTpAIleNuiio Ta YHUKATH
BArITHOCTI TIix wac mikyBanHs XIMIOTepami€io, 1o MicTuTh acnaparinasy. OCKIIBKM He MOKHA
BHIJIIOUHTH HENPAMY B3a€EMOAII0 Mi’K KOMMOHCHTAMM OpabHOI KOHTpauenuii Ta acnaparinasm,
OpajlbHl KOHTPALENTHBH HE BBAXKAIOTLCH AOCTaTHBO Oe3NEeYHMMM B Takiil KiiHiuHiii CHTYaLIl.
JKiHKaM penpoayKTHBHOTO BIKY CIIiJl 3aCTOCOBYBATH iHIIHIT METOJ1, KPIM OpaTBHUX KOHTPALeNTURIB
(mB. posmin 4.4). Yonosikam ciin BHKOPHCTOBYBAaTH e()eKTHBHI 3aco0u KOHTpauemnuii ta He
PCKOMEHAYBATH IM He MaTH ANTHHH I1i]1 Yyac npuiioMy acnaparigasm. Iepion wacy nmicns nikysanus
acrnapariHazoro, Koau Oe3mneyHo 3aBariTHITH ab0 CTaTH 6GATEKOM IUTHHH, HeBlgoMui. B skocri
3aM00DKHOTO 3aX0/ly PEKOMEHAYEThCH OYEKATH TIPOTATOM TPBOX MICAUIB ITic/s 3aBeplicHHS
nikyBauns. OfHaK CITig Takox BPaxXOBYBATH JIIKYBaHHS 1HIIHMH XIMIOTEepaneBTHYHUMH 3aco0ami.

lonysauns rpymro

Heginomo, un Buainserscs acmiaparidasa y rpy/iHe MOJIOKO JIFOIHHHU, Ockinbku norexuiiini cepiosHi
no6iuHi peakuii MOXyTh BUHUKHYTH Y HEMOBIIAT, AKi 3HAXOMSATHCS Ha TPYIHOMY BHTONOBYBaHHI,
npuitom L-acniaprinasu ciig NIPUITMHHUTH ITiJ Yac TOXYBAHHS IpyTio.

Hapomxysanicts
Hani npo Brutue acnaparinasu ua deprunbHicTs y moaunn BIZICYTHI.

4.7 BiiiMB Ha 3paTHicTh KEPYBATH aBTOMOOLIEeM Ta iHIIMMH MexaHiZMaMnu

L-acnaparinasa mae MOMIPHHMH BIUIMB Ha 31aTHiCTH KCpyBaTH aBTOMOOLIEM Ta mpalioBaTH 3
MEXaHi3MaMHu, 0COBIHBO uepes Horo moreHuiiHuil BB Ha HEPBOBY Td LIIYHKOBO-KHLIKOBY
CHCTEMH

4.8 [o6iuni peakuii

a. Tabnuanmii crimcox noGivumx peakriit

Busnauenus yacroru: Ayke qacto (21/10), yacro (>1/100 go <1/10), Hewacro (>1/1000 no <1/100),
piako (>1/10000 go <1/1 000) i ny»e pigko (<1/1 0000). Kosu He Mmoxkua po3paxysaru JiHCHY OuiHKy
HacTOTH BHHHMKHEHHsA HeGaXaHO! MOXii 3a HasBHUMM AQHHMH, HaCTOTY TAaKMX IOGIYHHX peakiiit
KJIACH(}IKYIOTh K «HEBiTOMOY



Knac cneremu oprauis

Yacrtora

[1061uHI peakii

[ndpexuii Ta inpasii

HEBIIOMO

[Hdekuii

[lopymenns 3 6oxy cucremu

HacTo

KpoBI Ta iMpaTHIHOT cucTeMul

JIuceminosane
BHYTPIIIHbOCYIMHHE

3ropTanus kposi (JBC),
aHemis, jelKonenis,
[TpoMOOLIHTONEHI s

[lopymenns imynnoi
CHUCTEMH

JTYIKE 4aCTO

[TinBuena YYTIIUBICTD,
BKIIIOYAIOYH [MOYEPBOHIHHS,
BHCHII, TINOTEH3it0, HaGpsK/
AHTOHEBPOTHYHUI] HaOpsK,
KPOIIHMB SIHKY, 3a/IMIIKY

qacTo

ITinBuniena YYTIHBICTS,
BEJIIOYAIOYM OpOHXOCasMm

piako

AHaQLTaAKTHUHAT MoK

Ennokpunni nopymenns

J1yKe PijIKo

Bropunuuii rinotupeos,
rirnonapaTupeos

Llopyiienns o6miny peyosun
I XapuyBaHHs

JTy2e 4acTo

rirepriikemis,
rinoans0yminemis

qacTo

['inornikemis, 3HMKeHHS
AIICTUTY, BTpATa Baru

HeYacTo

riepypUuKeMis,
rinepamMoHieMis

PLIKO

JliabeTnunnii KeTOalHI03

[lcuxivni posnagu

qacTo

Jlenpecis, raloLUMHALI],
CIUTYTaHICTh CBiOMOCT]

Posnanu neproBoi cucremu

HacTo

Hesponoriuni o3naky i
CHMIITOMH, BKTIOYAIO4YY
30yKeHHs, 3alaMopoOYeHHs
Ta COHJIMBICTH

HEYJacTo

["onorHI Goui

piaKo

[tuemivynuii incymsr, CHHJIPOM
000POTHOT 3aTHEOT
telikoeHuedanonarii (RPLS),
CYZOMH, ITOPYIICHHs
CBLIOMOCTI, BKJIIOYarouy KOMY

ITYKE PIIIKO

Tpemop




CyInMHHI TOpyIIeHHs

HacTo

OcobimBo Tpom603
TPOMOO3 KaBEpHO3HOTO
cuHyca abo Tpomb03
rmMOOKHX BEeH, KPOBOBMIIMB

Posnaan nuiynkoso-
KHILKOBOI'O TPAKTY

UTy’Ke YacTo

Jliapesi, Hynota, 6:10BoTA, 6ifb
Y JKHBOTI

HacTo

["ocTpuii maHkpeaTHt

PIIKO

I"emopariunuii nankpearut,
HEKPOTHYHUI IIaHKpEaTHT,
MapoOTHT

Ty Ke piiko

[lankpeatuT 3 neTanbHUM
HACIIIZIKOM, TTAHKPEaTHYHHUIT
NCeBA0KICTa

['enarobiniapui nopymrenns

PIIKO

ITediHKOBa HETOCTATHICTD C
TTOTCHUIHHO JIeTAILH Uil
PE3YJIbTAT, HEKPO3 TICYiHKHY,
XOJ1ecTas, JKOBTAHULIS

HEBIIOMO

CreaTos reyinku

3araneHi po3naaw i
YMOBHM Ha MicCLli
a/AMIHICTpyBaHHs

ITYIKE YacTo

Habpsaxu, Broma

1acTo

binb (6inb y cruHi, 6ib y
cyranobax)

Poscnigysanns

UTyIKE YacTO

ITinBunIeHHS TpaHcamMiHasz,
Oinipy6iny kpoBi, myxuoT
(pocdarasu kposi, kposi
XOJIECTEPUH, TPUTITILEPUIN
KPOBI, JTIOIPOTEIHM myike
HHU3BKOI IUIJIHOCTI
(JITLAHILL), akTuBHIiCTD
HIIONpOTeiHIIinasy,
CE4YOBHMHA KPOBi, amiak,
VIaKTaT/ETiPOreHasa Kposi

(JIAD),

BHIKEHHS aHTHTpOMGiny 111,
(GiOGpuHOreny B Kpoei,
X0JIECTEPUHY B KPOBI,
UTITONIPOTETHIB HU3BKOT
iieHoCTi (JITTHILL),
BarajbLHOro Oinka




[liiBuieHHs piBHA aminasu,
UTI1a31, BIAXHIICHHS
caekTpoeHuedanorpama (EED)
yacTo (3HMIKeHA aKTHBHICTL anb(ha-
XBHIIb,

iIBUILIEHA aKTHBHICTh TeTa-
| IeJIbTa-XBHJIb)

4.9 llepenosyBanus
Ilpo Bunanku mnepenosypanus acnapariHasé 3 KIHIYHHMH CHMITOMAMH HE MOBLAOMIUIOCS.
Creundiunoro antumoty He icuye. JIikyBaHHS CHMITTOMATHYHE Ta MITPUMYOYE,

5 Papmakoioriuai BiaacTugoci

5.1 ®apmakoanHamiuni BaacTupocTi
Acnaparinasa rigponisye acmaparin 10 acnapariHoBoi KHMCJIOTH Ta amiaky. Ha BIZIMIHY Bif
HOPMAaTbHUX KIITHH, KITHHH HiMpoGracTHOl NyXJIHHA MalOTh AyKe OOMEKEHY 31aTHICTh 10
CHHTE3Y acnapariiy 4Yepes 3HAYHO 3HHKEHY EKcnpeciio acnaparincuuTerasu. ToMmy iM 1oTpideH
acraparid, Sk JubyHAYE 3 M03aKITITHHHOO Cepe/ioBUINa. Y pesyibTaTi acnapariHazHOro
BUCH&:KCHHS acmapariHy B CHPOBATLi MOPYIIYETBCS CHHTE3 OLIKA B KIITHHAX nimMpobdractHol
IyXJTHHH.
30epiraioun GUIBIIICTE HOPMANBHUX KIITHA. Acnaparinasa Takox Moxe OyTH TOKCHUHOIO IUIs
HOPMalbHUX KJITHH, AKi LUBHAKO
JUJIATBCS | IEBHOIO MIPOKO 3aJIEKaTh Bijl eK30TCHHOIO IIOCTaYaHHsA acrapariny.
Yepes rpanient konuenTpanii acmapariny MiX eKcTpa- Ta BHYTPIIIHBOCYAHHHUM IIPOCTOPOM PiBEHb
acrapariny 3rojloM 3HHXKYEThCS TAKOXK Y N103aCy AMHHUX MPOCTOPAX, HANPHKIIA/, Y CTMHHOMO3KOBII
PiJIHHI.

5.2 ®dapmakokinernuHi BaacTHBOCTI

BemokTyBanus

AcnapariHasa He BCMOKTYETLCA B IITyHKOBO-KHILIKOBOMY TPaKTi, ToMy L-acmaprinasy HeoGximHo
BBOJIWTH BHYTPIIUHBORBEHHO.

Posnonin

Acnaparinasa posnosinserscs MCPCBAXHO Y  BHYTPIUIHBOCYAMHHOMY HpPOCTOPI. Cepenne
(cranpaptre Bigxunenns, SD) 00’eMy posmoainy B cTauionapromy crani (Vdss) cranosus 247 n
(0,45 1n). 3maerbes, acnaparinasa me NPOHNKAE Kpi3b reMaroeHuedamiunmii Gap’ep Yy BHMIPHHX
KiibkocTsiX. Meniana (niana3oH) MakcMMaIbHHX CHPOBAaTKOBHUX KOHLECHTpPalii aKTHBHOCTI
acnapariasu craHosuna 2324 Ox/n (1625-4819 Ox/ m). Ilik (Cmakc) akTHBHICTB acrapariHasu B
CHPOBATII I0CATAETBCS 13 3aTPHMKOIO NPUOIU3HO Ha 2 FOAMHY MiCIs 3aKiHIeHHS 1HOYy3i1.

[Ticnst moBTOpHOTO BBEEHHS acmaparinasu B 103i 5000 OJI/M2kosxHi TPeTii JIeHs MiHiManbHuit
PIBeHb AKTUBHOCTI acniaparinasu s CHpOBaTLI KomBagcs Bin 108 1o 510 O/

biorpancgopmanis
MeraGonism acnaparimasu se Bimommii, ane BBAXKACTHCA, 110 BiAOyBaeThes 4yepes nerpajauiio B
PETUKYJIO- TiCTiOMHUTAPHIi CHeTeMi Ta [IPOTEa3aMHU CHPOBATKH.

Bueeaenns
Cepenniii + SD  «kinnepmit Nepiojl HaliBBHBEICHHS (epion  HamMiBBHBEEHHS) AKTHBHOCTI



acnapariiasmy B cupoBarui OyB 25,8 £+ 9.9 roj 3 nianazonom Bia 14,2 no 44.2 rop.

3.3 Noxainiuni nani oo 6e3nexu
HOKIIHIHI I0CHIKSHHS TOKCHYHOCT] TIOBTOPHHUX 7103 1 (JapMAKOMOTIUHHUX TOCITIKCHD Gesnekn Ha
Lypax He BHABMINM 0C001MBOI HeGesneku Juis mofef, 33 BUHATKOM HE3HAYHOI'0, alle 3HAYHOro
CATYPETUHOTO eeKTy NpH 103aX HIKYE PEKOMEHI0BAHMX A nauientis 3 OJIJI/JIBJL. Kpim Toro,
3HaueHHsn pH ceui ta BigHocHa maca HHUPOK IIIBHULYBATHCS NP ONPOMiHEHHSX, sIKi BBAXKAINCSA
AOCTATHBLOIO MIPOIO, IO IepeBHIILye MAKCHMAJIbHY CKCTIO3HLIIO Y JIIOIMHH, 10 BKA3ye Ha He3HAYHE
3HAYCHHA JUIs KIIHIYHOTO 3aCTOCYBAHHS.
Hani 3 onyGnikoBanux manmx IO/I0 acmapariHasu poliaTh MYTarcHHUM, KJIaCTOTeHHUIl Ta
KaHNCPOrCHHUH MOTEH AT acnapariHasH He3HAYHUM.
Acnaparinasa ClpHaMHANA 36iTbIIEHHES YaCTOTH Bal pO3BUTKY (y TOMY 4YHMCI Baa HeHTpaIbHOI
HEPBOBOI CHCTEMH, Cepls Ta KICTKOBOI CHCTEeMHM) Ta 3arubeni nnoja IIpH 1o3ax, gkl noaibui ado
TICPEBHILYIOTH PEKOMEH/10BaH] KIIiHIYHO (Ha OZl/M26a3n) y psny Bunis, BKII09a0umn MUy, mypa ta/
abo kposuka.

6 DapmaueBTHYHI Aani
6.1  Tlepexik nonmomizxmumx pe4YyoruH

['niuwn BP/USP
Bona ms in'exuiit BP/USP

6.2 Hecymicnicrs
Lleit nikapcekuit 3aci6 me MoxHa 3MILIYBATH 3 IHIIMMY JTiKApChKHAMI 3ac00aMu, KpiM 3a3HaYeHHuX

6.3  Tepmin npuaarnocri
24 micsiui

6.4 OcobauBi 3anobixui 3axomn npu 36epiranni 36epiratu npu Temneparypi
Hikye 2°C 1 8°C. 3axumaru Bix csitia, He 3aMOPOXKYBATH.

6.5  Xapakrep Ta BMmicT KOHTeliHepa

L-acnaparinasa mis in’exuii BUITYCKAa€TbCA y (rIakoHi A 0mHOpPa3’oBoro BUKOPHUCTAHHSA, 1110
MICTHTB L-acniaprinazy 5000 MO/ 10000 MO/pnakosn.

6.6  Ocobumsisaxonu Gesnexn NPH yTHII3aNii Ta iHmux cnocoGax NOBO/IZKEHHS
st po3unnenns MOpOIIKY 3,7 M BOAM 18 iH €Ki 00epexRHO PO3MUITIOITE Ha BHYTPILIIHIO CTiHKY
(nakona 3a nonomororo 1’ eKuiiHOro mmpuna (He posnmmoiiTe GesnocepenHbo Ha opoiok a6o B
HBOTO),

Posunnenns Bmicty nocsraetses mopinsmmy [EPEBEPTAHHAM (YHUKATH YTBOPEHHS I1iHH
BHACII/IOK CTpyIIyBanHs). Binnosienuii PO3YHH MOXKe MaTH HEBEJIHKY ONAJICCLEHIIIO.

Bynb-sikuii nernkopucranmii NpOoAyKT abo BIOX0aM cirij YTHII3YBaTH BIANOBIAHO 10
MICHEBUX BHMOT

7 Baacuux peecrpaniiinoro NOCBiAYEeHHS

8 Homep(u) peecTpaniiinoro no3soay



9 Hara nepwoi agropmauii/signosaenus aBTopusanii

10 Jara neperasixy rexery NA
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Summary of Product Characteristics for

L- ASPARGINASE FOR INJECTION 6666.67 IU/ml

I.Name of the medicinal product
L- Asparginase for Injection 6666.67 TU/ml

2. Qualitative and quantitative composition

L-Asparaginase for Injection 5000 IU/Vial (Lyophilised)
Each vial contains

L-Asparaginase................ 5000 IU

Glycine BP.................... Q.8

L-Asparaginase for Injection 10000 TU/Vial (Lyophilised)
Each vial contains

L-Asparaginase................ 10000IU

(611701010 2 ) Q.S

3. Pharmaceutical form
A white lyophilized mass.

4. Clinical particulars

4.1 Therapeutic indications

L-Asparginase is indicated as a component of antineoplastic combination therapy for the
treatment of acute lymphoblastic leukaemia (ALL) in paediatric patients from birth to 18 years
and adults.

4.2 Posology and method of administration

L-Asparginase should be prescribed and administered by physicians and healthcare personnel
experienced in the use of antineoplastic products. It should only be given in a hospital setting
where appropriate resuscitation equipment is available.

Posology
L-Asparginase is usually employed as part of combination chemotherapy protocols with other

antineoplastic agents

Adulis and children older than | year
The recommended intravenous dose of asparaginase is 5,000 units per square metre (U/m?) body
surface area (BSA) given every third day.



Treatment may be monitored based on the trough serum asparaginase activity measured three
days after administration of L-Asparginase. If asparaginase activity values fail to reach target
levels, a switch to a different asparaginase preparation could be considered.

Children 0 — 12 months old

Based on limited data, the recommended dose in infants is as follows:
- age less than 6 months: 6,700 U/m> BSA,

-age 6 — 12 months: 7,500 U/m® BSA.

Data on efficacy and safety of L-Asparginase in adults are limited.

Data on efficacy and safety of L-Asparginase in the post-induction treatment phases are very
limited.

Special populations
Renal impairment
No dose adjustment is necessary in patients with renal impairment.

Hepatic impairment
No dose adjustment is necessary in patients with mild to moderate hepatic impairment. However,
L-Asparginase should not be used in patients with severe hepatic impairment.

Elderly
Limited data are available for the treatment of patients older than 65 years of age.

Method of administration

L-Asparginase is for administration by intravenous infusion only.

The daily amount of L-Asparginase needed per patient can be diluted in a final volume of 50-250
ml sodium chloride 9 mg/ml (0.9%) solution for infusion. The diluted solution of asparaginase
may be infused over 0.5 to 2 hours.

Asparaginase must not be administered as a bolus dose.

Reconstitution

The contents of each vial should be reconstituted in 1 ml to 2 ml of sodium chloride (0.9%)
solution for injection.

When reconstituted with 1 mL the resultant concentration is 10,000 [U/mL. When reconstituted
with 2 mL the resultant concentration is 5,000 IU/mL

Slowly add the sodium chloride (0.9%) solution for injection. against the inner vial wall, do not
squirt directly onto or into the powder.

Allow the contents to dissolve by gentle mixing or swirling maintaining the vial in an upright
position, avoiding contact of the solution with the stopper. Avoid froth formation due to
excessive or vigorous shaking.



The solution should be clear without any visible particles. Fine crystalline or thread-like wisps of
protein aggregates may be visible if shaking is excessive. If there are any visible particles or
protein aggregates present the reconstituted solution should be rejected.

The solution should be administered within 15 minutes of reconstitution. If a delay of more than
15 minutes between reconstitution and administration is unavoidable, the solution should be
withdrawn into a glass or polypropylene syringe for the period of the delay. The solution should
be used within 8 hours.

4.3 Contraindications

* Hypersensitivity to the active substance, any native (non-pegylated) E. coli-asparaginase
preparation or to any of the excipients listed.

* Pancreatitis.

® Severe hepatic impairment (bilirubin > 3 times upper limit of normal [ULN];
transaminases > 10 times ULN).

® Pre-existing known coagulopathy (e.g. haemophilia).

* History of pancreatitis, serious haemorrhage or serious thrombosis  with prior
asparaginase therapy:.

4.4 Special warnings and precautions for use

Tracebility
In order to improve the traceability of biological medicinal products, the name and the batch
number of the administered product should clearly be recorded.

General information and monitoring

The following life-threatening situations may arise during asparaginase treatment in patients of
all age groups:

* acute pancreatitis,

* hepatotoxicity,

* anaphylaxis,

* coagulation disorders including symptomatic thrombosis related to the use of central venous
catheters,

* hyperglycaemic conditions,

Before initiating therapy bilirubin, hepatic transaminases and coagulation parameters (e.g. partial
thromboplastin time [PTT], prothrombin time [PT]. antithrombin III and fibrinogen) should be
determined.

After administration of any asparaginase preparation, close monitoring of bilirubin, hepatic
transaminases, blood/urinary glucose, coagulation parameters (e.g. PTT, PT, antithrombin 111,
fibrinogen and D-dimer), amylase, lipase, triglycerides and cholesterol is recommended.



Acute Pancreatitis

Treatment with asparaginase should be discontinued in patients developing acute pancreatitis.
Acute pancreatitis has developed in less than 10% of patients. In rare cases, haemorrhagic or
necrotising pancreatitis occurs. There have been isolated reports of fatal outcomes. Clinical
symptoms include abdominal pain, nausea, vomiting and anorexia. Serum amylase and lipase are
usually elevated, although in some patients they can be normal due to impaired protein synthesis.
Patients with severe hypertriglyceridaemia are at increased risk of developing acute pancreatitis.

These patients should no longer be treated with any asparaginase preparation

Hepatotoxicity

In rare cases severe liver impairment has been described, including cholestasis, icterus, hepatic
necrosis and hepatic failure with fatal outcome. Liver parameters should be monitored closely
before and during treatment with asparaginase.

Treatment with asparaginase should be interrupted if patients develop severe hepatic impairment
(bilirubin > 3 times the upper limit of normal [ULN]; transaminases > 10 times ULN), severe
hypertriglyceridaemia, hyperglycaemia or coagulation disorder (e.g. sinus vein thrombosis,
severe bleeding).

Allergy and anaphylaxis

Because of the risk of severe anaphylactic reactions asparaginase should not be administered as a
bolus intravenous injection.

A previous intracutaneous test or a small intravenous test dose can be used. Both procedures,
however, do not allow for predicting accurately which patients will experience an allergic
reaction.

If allergic symptoms occur, administration of asparaginase must be discontinued immediately
and appropriate treatment given, which may include antihistamines and corticosteroids.

Coagulation disorders

Due to the inhibition of protein synthesis (decreased synthesis of factors II, V, VII, VIII, and IX,
proteins C and S, antithrombin IIJ [AT III]) caused by asparaginase, coagulation disorders can
occur which can manifest either as thrombosis, disseminated intravascular coagulation (DIC), or
bleeding. The risk of thrombosis seems to be higher than the risk of bleeding. Symptomatic
thromboses related to the use of central venous catheters have been described, too.
Approximately half of the thrombotic events is localised in cerebral vessels. Sinus vein
thrombosis can occur. Ischaemic strokes are rare.

Acquired or genetically decreased physiologic coagulation inhibitors (protein C, protein S,
antithrombin) are also described in relation to vascular complications.

Frequent evaluation of coagulation parameters is important before and during asparaginase
treatment. Expert advice should be sought in cases where AT III is decreased.



Hyperglycaemic conditions

nephropathy.

Glucocorticoids

Philadelphia chromosome-positive patients
Efficacy and safety of L-Asparginase have not been established in Philadelphia chromosome-
positive patients,

Recommended contro] examinations for patients of all age groups

Asparaginase activity

Measurement of the asparaginase activity level in serum or plasma may be undertaken in order to
rule out accelerated reduction of asparaginase activity. Preferably, levels should be measured
three days after the Jast asparaginase administration, i.e. usually directly before the next dose of

of anti-asparaginase antibodies. In such cases, a switch to a different asparaginase preparation
should be considered. Expert advice should first be sought.



Hypoalbuminaemia

As a result of impaired protein synthesis, the serum protein level (especially albumin) decreases
very commonly in patients treated with asparaginase. Since serum protein is important for the
binding and transport function of some active substances, the serum protein level should be
monitored regularly.

Hyperammonaemia

Plasma ammonia levels should be determined in all patients with unexplained neurologic
Symptoms or severe and prolonged vomiting. In case of hyperammonaemia with severe clinical
Symptoms, therapeutic and pharmacological measures that rapidly reduce plasma ammonia
levels (e.g. protein restriction and haemodialysis), reverse catabolic states and increase removal
of nitrogen wastes should be initiated and expert advice sought.

Reversible posterior leukoencephalopathy syndrome

Reversible posterior leukoencephalopathy syndrome (RPLS) may occur rarely during treatment
with any asparaginase. This syndrome is characterised in magnetic resonance imaging (MRI) by
reversible (from a few days to months) lesions/oedema, primarily in the posterior region of the
brain. Symptoms of RPLS essentially include elevated blood pressure, seizures, headaches,
changes in mental state and acute visual impairment (primarily cortical blindness or
homonymous hemianopsia). It is unclear whether the RPLS is caused by asparaginase,
concomitant treatment or the underlying diseases.

RPLS is treated symptomatically, including measures to treat any seizures. Discontinuation or
dose reduction of concomitantly administered immunosuppressive medicinal products may be
necessary. Expert advice should be sought.

4.5 Interaction with other medicinal products and other forms of interaction

General

Asparaginase may increase the toxicity of other medicinal products through its effect on liver
function, e.g. increased hepatotoxicity with potentially hepatotoxic medicinal products, increased
toxicity of medicinal products metabolised by the liver or bound to plasma proteins and altered
pharmacokinetics and pharmacodynamics of medicinal product bound to plasma proteins.
Therefore, caution should be exercised in patients receiving other medicinal products
metabolised by the liver.

Hepatic parameters should be monitored when potentially hepatotoxic medicinal products are
given concomitantly with asparaginase.

Myelosuppressive agents

During treatment with asparaginase-containing regimens, myelosuppression, potentially
affecting all three myeloid cell lineages (erythrocytes, leukocytes, thrombocytes), and infections
can occur. Concomitant treatment with myelosuppressive medicinal products and those known to
cause infections are major contributing factors and patients should be carefully monitored for
signs and symptoms of myelosuppression and infection.



Vincristine

The toxicity of vincristine may be additive with that of asparaginase if both agents are
administered concomitantly. Therefore, vineristine should be given 3 to 24 hours before
administration of asparaginase in order to minimjse toxicity.

Glucocorticoids and/or anticoagulants

Concomitant use of glucocorticoids and/ or anticoagulants with asparaginase may increase the
risk of a change in coagulation parameters.

This can promote tendency to bleeding (anticoagulants) or thrombosis (glucocorticoids).
Caution is therefore needed when anticoagulants (e.g. coumarin, heparin, dipyridamole,

Methotrexate (MTX)

Inhibition of protein synthesis secondary to the asparaginase-induced depletion of asparagine has
been shown to attenuate the cytotoxic effect of MTX which requires cell replication for jts
antineoplastic activity. This antagonism is observed if asparaginase is administered prior to or
concurrently with methotrexate. Conversely, the antitumour effects of methotrexate are enhanced
when asparaginase is administered 24 hours following methotrexate treatment. This regimen has
been shown to reduce the gastrointestinal and haematological effects of methotrexate.

Cytarabine

Laboratory in vitro and in vivo data indicate that the efficacy of high-dose cytarabine is reduced
by prior administration of asparaginase. However, when asparaginase was given after cytarabine
a synergistic effect was observed. This effect was most prominent with a lreatment interval of
about 120 hours.

Vaccination

Concomitant vaccination with live vaccines increases the risk of serious infection. Immunisation
with live vaccines should therefore take place at the carliest 3 months after completion of the
course of antileukaemic treatment.

4.6 Fertility, pregnancy and lactation

Pregnancy

unless the clinical condition of the woman requires treatment with asparaginase.

Women of childbearing potential/Contraception in males and females

Women of childbearing potential have to use effective contraception and avoid becoming
pregnant while being treated with asparaginase-containing chemotherapy. Since an indirect
Interaction between components of the ora] contraception and asparaginase cannot be ruled out,



oral contraceptives are not considered sufficiently safe in such clinical situation. A method other
than oral contraceptives should be used in women of childbearing potential (see section 4.4).
Men should use effective contraceptive measures and be advised to not father a child while
receiving asparaginase. The time period following treatment with asparaginase when it is safe to
become pregnant or father a child is unknown. As a precautionary measure it is recommended to
wait for three months after completion of treatment. However, treatment with other
chemotherapeutic agents should also be taken into consideration.

Breast-feeding

It is unknown whether asparaginase is excreted into human breast milk. Because potential
serious adverse reactions may occur in breast-feeding infants, L-Asparginase should be
discontinued during breast-feeding.

Fertility
No human data on the effect of asparaginase on fertility are available.

4.7 Effects on ability to drive and use machines
L-Asparginase has moderate influence on the ability to drive and use machines, especially
through its potential effects on the nervous and gastrointestinal systems

4.8 Undesirable effects

a. Tabulated list of adverse reactions

Frequency definitions: very common (21/10), common (>1/100 to <1/ 10), uncommon (>1/1000
to <1/100), rare (=1/10000 to <1/1000) and very rare (<1/10000).When no valid estimate of the
incidence rate for an adverse event from available data can be calculated, the frequency of such
ADR has been classified as “Not known”

System organ class Frequency Adverse Reactions

Infections and infestations Not known Infections

Disseminated intravascular
Common coagulation (DIC), anaemia,
leukopenia, thrombocytopenia

Blood and lymphatic system
disorders

Hypersensitivity including
flushing, rash, hypotension,
oedema/angioedema, urticaria,
dyspnoea

Very common
Immune system disorders

Hypersensitivity including

Common
bronchospasm




Rare Anaphylactic shock ]
L Secondary hypothyroidism
> e vV s ’
Endocrine disorders ery rare hypoparathyroidism
L —— Hyperglycaemia,
e hypoalbuminaemia
C Hypoglycaemia, decreased
Metabolism and nutrition ommon appetite, weight loss
disorders = - :
eruricaemia,
Uncommon P :
hyperammonaemia
Rare Diabetic ketoacidosis
L Depression, hallucination,
Psychiatric disorders Common Pres
confusion
Neurological signs and
symptoms including agitation,
Common dizziness and somnolence
Uncommon Headaches
Nervous system disorders - .
y Ischaemic stroke, reversible
posterior leukoencephalopathy
Rare syndrome (RPLS), convulsion,
disturbances in consciousness
including coma
Very rare Tremor
Thrombosis especially
; avern inus thr is or
Vascular disorders Common SaveImany S th c_)mbos R
deep vein thrombosis,
haemorrhage
Diarrhoea, nausea, vomiting,
Very common 5 .
abdominal pain
Common Acute pancreatitis
; : . Haemorrhagic pancreatitis,
Gastrointestinal disorders Rare necrotising pancreatitis,
parotitis
Pancreatitis with fatal
Very rare outcome, pancreatic

pseudocyst




j Hepatic failure with ]
Rar potentially fatal outcome,
Hepatobiliary disorders = hepatic necrosis, cholestasis,
jaundice
’ Not known Hepatic steatosis
General disorders and Very common Oedema, fatigue
administration site conditions Common Pain (back pain, joint pain)

Increase in transaminases,
blood bilirubin, blood alkaline
phosphatase, blood
cholesterol, blood triglyceride,
very low density lipoprotein
(VLDL), lipoprotein lipase
activity, blood urea, ammonia,
blood lactate dehydrogenase
(LDH),

Very common

Decrease in antithrombin 111,
Investigations blood fibrinogen, blof)d
cholesterol, low density
lipoprotein (LDL), total
protein

Increase in amylase, lipase,
abnormal
electroencephalogram (EEG)
(reduced alpha wave activity,
L increased theta and delta wave

Common

activity)

-

4.9 Overdose

No case of asparaginase overdose with clinical Symptoms has been reported. There is no specific
antidote. Treatment is Symptomatic and supportive.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Asparaginase hydrolyses asparagine to aspartic acid and ammonia. In contrast to normal cells,
lymphoblastic tumour cells have a very limited capacity for synthesising asparagine because of a
significantly reduced expression of asparagine synthetase. Therefore, they require asparagine
which diffuses from the extracellular environment. As g result of asparaginase-induced
asparagine depletion in serum, protein synthesis in lymphoblastic tumour cells js disturbed while



sparing most normal cells. Asparaginase may also be toxic to normal cells that divide rapidly and
are dependent to some degree on exogenous asparagine supply.

Due to the asparagine concentration gradient between the extra- and intravascular space,
asparagine levels are subsequently also reduced in the extravascular spaces, e.g. the
cerebrospinal fluid.

5.2 Pharmacokinetic properties

Absorption
Asparaginase is not absorbed by the gastrointestinal tract, thus L-Asparginase must be given
intravenously.

Distribution

Asparaginase is distributed mainly within the intravascular space. The mean (Standard
Deviation, SD) of the volume of distribution at steady state (Vq5) was 2.47 1(0.45 1).
Asparaginase does not seem to penetrate the blood-brain barrier in measurable amounts.

Median (range) maximum serum concentrations of asparaginase activity were 2,324 U/l (1,625-
4,819 U/). Peak (Cpa) of asparaginase activity in serum was reached with a delay of
approximately 2 hours after the end of the infusion.

After repeated administration of asparaginase at a dose of 5,000 U/m” every third day, trough
asparaginase activity levels in serum ranged from 108 to 510 UJ/L

Biotransformation
The metabolism of asparaginase is not known but thought to occur via degradation within the
reticulo-histiocytic system and by serum proteases.

Elimination
The mean = SD terminal half-life (elimination half-life) of asparaginase activity in serum was
25.8+9.9 h, with a range between 14.2 and 44.2 h.

5.3 Preclinical safety data

Non-clinical repeat-dose toxicity and safety pharmacology studies in rats revealed no special
hazard for humans, except a slight but significant saluretic effect at doses below the
recommended dose for ALL/LBL patients. Additionally, the urinary pH value and the relative
weight of kidneys were increased at exposures considered sufficiently in excess of the maximum
human exposure indicating little relevance to clinical use.

Evidence from published data with asparaginase renders the mutagenic, clastogenic and
carcinogenic potential of asparaginase negligible.



Asparaginase caused an increase in the incidence of malformations (including those of the
central nervous system, heart and skeletal system) and foetal death at doses that are similar to or
in excess of those proposed clinically (on a U/m? basis) in a number of species including the
mouse, rat and/or rabbit,

6. Pharmaceutical particulars
6.1 List of excipients

Glycine BP/USP
Water for Injection BP/USP

6.2 Incompatibilities
This medicinal product must not be mixed with other medicinal products except those
mentioned

6.3 Shelf life

24 months

6.4 Special precautions for storage
Store below 2°C and 8°C.
Protect from light. Do not freeze.

6.5 Nature and contents of container
L- Asparginase for Injection is available in single-use vial containing L- Asparginase 5000
IU/10000 IU/ vial,

6.6 Special precautions for disposal and other handling

To dissolve the powder, 3.7 ml of water for injections are carefully squirted against the inner
wall of the vial with an injection syringe (do not squirt directly on or into the powder).
Dissolution of the contents is achieved by slow turning (avoid froth formation due to shaking).
The reconstituted solution may exhibit a slight opalescence,

Any unused product or waste material should be disposed of in accordance with local

requirements

7. Marketing authorisation holder

8. Marketing authorisation number(s)



9. Date of first authorisation/renewal of the authorisation

10. Date of revision of the text
NA




