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L-ACITACA

L-Acnaparinasza nqag iH'exuii (Jlioq;iﬂi:;onaaxmﬁ)

3ACTEPEXXEHHS

Kosxxen dmakon micturs:

L-acnaparinasa 5000 MO
Ininun BP C.II.

Koxen Buxinnmii KaHaJ MICTUTB:

L-acnaparinaza 10000 MO
I'miuune BP c.a,

OInuc

onnHnax (MO) Binnosiauo o PeKoMeHnauii Mixknaponnoro Cor03y 010XiMii. OHa Mi’KHapoHa
OmunMnd L-acnaparinasa BU3HAYAETLCA AK KiIBLKICTE dbepmenTy, HeobOXinHa IS YTBOpeHHs |
MOJIb amiaky 3a XBUIHMHY 1ipu pH 7,3 i 37°C,

ITutoma akTuBHicTE L-acnapariHa3H CTaHOBHUTH I[OHaliMeHIe 225 MIKHapOIHUX OIMHUILIL Ha
Minlirpam 6inka.

KJITHIYHT DPAPMAKOJIOTTYHI BJIACTUBOCTI
DapmakoanHamika



1€pe3 NepeprBaHHsl aCMapriH-3a1eKHOr0 cuHTe3y Ginka. Bucnaskenns acnapariny npu TIKYBaHHI
L-acnaparinaszoro npusRomuTE 10 3arubeni KIITHH, HE3JaTHHX CHHTE3yBaTH aclaparid
CHJIOTEHHO. 3aBIsIKH TaKOMY 0COOIHBOMY MEXaHi3My i, IIEPEXPCCHA PE3UCTEHTHICTE 3 IHIIUMHU
LHUTOCTATUKAMHU. HE CIIOCTEPIraeThCs.

dapmakoKiHETHKA

Tranunna nndysis L-acnaparinasu unsska. Bin Mae ABo(asHmii nepios HaNiBBUBEAEHHS Bix 8 10
30 romun 3amexHO Big cy6’exTa. VABHUIH 00’eM posnoniny craHoBUTh Bin 70% mo 80%,
BIIOYBA€TLCA TOBLIBHE NEPEMILICHHST BiJl CyAMHHOTO [0 [I03aCYIUHHOTO, IO3aKJIITUHHOTO
npocropy. Yepes 24 TOIMHM ICAA BHYTPIIHBOBEHHOIO BBEICHHS aosu 1000 MO/kr
KOHUEHTpauii B ruiasmi Gyau Big 8 mo 20 1 OJl/mn, Toni sk KOHUEHTpauii B mrasmi micis
BHYTPINIHEOBEHHOT 11’ elii 6y Ha 50% HusKIIMI,

INOKA3AHHS 10 3BACTOCYBAHHS

* TocTpuit nimpobnactauit neitkos

IMPOTUTMTOKA3AHHSA

* Cepito3Hi ajeprivni peaxiii Ha L-acnaparina3zy

* Cepito3uuii TpoM603 mmicis nonepeansoi Teparnii L-acnaparinazoro
* Ilankpeatut micis nonepenroi Tepamnii L-acnaparinasoro

* Cepito3ni remopariuni posiaau micis IonepenHpoi Teparnii L-acmaparinazoro

AO3YBAHHS TA CIIOCIB 3ACTOCYBAHHSI

Pexomennosana nosza

Pexomennosana nos3a L-acmaparinasu cramoButs 6000 JN/H*BHYTPIIIHBOM 513080 (B/M) 00
BHYTPINIHEOBEHHO (B) pa3H Ha THIK/IEHb.

BHyTpimmpomkipanii  mkipHuii TecT: meil Teer CIII TPOBOAUTH TMepea NiKyBaHHSM L-
acriaparinasoro Ta Ko L-acmaparidasa fs glen micns IHTEpBaly B THWXKJEHb a60 OLIbIIE Mix
JO3aMH.

IIpuroTyBanus posumny s IIKIPHOTO TECTY: BIJHOBITH (ITaKOH 10 YTBOPEHHS DO3YHHY 3
koHueHTpaniero 2000 MO/m, BiaGepite 0,1 M1 1 BBEiTH HOr0 B iHIIMIL ¢naxoHn, mo mictuts 9,9
M1 PO3YMHHHKIB, mo06 orpumartuy 20 MO/mn posunHy. BukopucroByiite 0,1 M
BHYTPIIIHBOIIKIpHOI 1po6u. Micue WIKIPHOTO TECTy CINiJ CHOCTEepiraTH MoHaiiMeHIe OJHY
TO/IMHY Ha IPCIMET MoABH (akoHa abo epuTeMu, 6yab-sKuii 3 IKHX CBIIYUTB IIPO MO3UTUBHMUIA
pesynbTaT

peaxiis.

HerarupHa peaxitist wkipHoi npoGu He BUKTIOHAE MOXKIHBOCTI PO3BHUTKY anepriuHoi peaxuii.

Jlecencuobinizaris: JleceHcHuOLTIzamio  cmin NPOBOMUTH TPl BBEACHHAM IIEpUIO 1031
acrapariHasy Ha MOYaTKy TepaITii B MO3UTHBHHIX PEAKTOpax Ta NMpH IOBTOPHOMY JIIKYBaHHi 6y 1b-
AKOTO MALI€HTa, Y AKOT0 TAKa Teparlis BBakKaeThCs HEOOX1IHOI0, MiCII PeTeNnLHOTO 3BaKyBaHHs
TIJIBUIIEHOTO PU3HMKY pPeaKiiiii rinepayruBocti. IBuaKy neceHcHbimisalito mamieHTa MoKHa
CNIPOOYBATH 3a MOMOMOTOKO MPOTPECYFOYOro 36iTbIICHHS KiTbKOCT] acraparigas, o BBOJAUTHCS
BHYTPIIIHLOBEHHO, 38 YMOBH BIKHTTS BiAMOBIIHNX 3aMO0DKHUX 3aXOMIB [Is JIIKYBAHHs rocTpoi
anepriunoi peakuii. Leit rpadix nmounnaerses i3 saransgo; BBeZIeHHA 1 MO BHYTPIIHEOBEHHO Ta



MO/IBOIOETBCS 103y KOXHI 10 XBUIMH 3a yMOBH BIACYTHOCTI peakiiil, JOKM 3araibHa cyma, 110
BBOZMTLCS, HE 3PIBHACTBCA 13 3aITIAHOBAHNMY J103aMH Ha 11eji JICHb.

Kimbkicts 1103, Heo6ximHux AL IOCATHCHHSI TATEHTHUX 3araJbHUX 7103 Ha el JieHb,
PO3paXOBYETLCA, AK HABEAECHO B TabNIULI HIKYeE,

JlosyBanus L-acniaparinasu Ha ocHOBI 3araibHoj 1060801 MOTpe6H

Fﬁgkepiﬁbxuﬁ Ho3a (MO) Haxonnuena saransua nosa
(MO)

1 1 1

2 2 3

3 - 7

- 8 15

- 16 31

6 32 63

7 64 127

8 128 235 “
B 256 511

10 <} 1023

11 1024 2047 pik

12 2048 4095

13 4096 8191

14 8192 16383

15 16384 32767

16 32768 65535

17 65536 131071
| 18 131072 262143

[Hanpuknan, nanient Baroro 20 KT, KU TOBHHEH otpuMary 200 MO/kr (3aramsHa no3a 40001
O/l), orpumac in’exiiro yepes 12 mig gac AeceHcuOLTizarii. |

[acrpyknis qs aIMIHICTPYBaHHS

Kommn L-acnaparinasy Beomsts BHYTDINIHEOM’ 13080, 06’eM oTHie] 10 €Kil g obMesxuTH 10 2
MIL SIKII0 BBOAUTECA 06’ €M, 1110 TIEPEBUILYE 2 MII, CITiZl BUKOPUCTOBYBATH 1B MICIS JUIA iH €K1l

Ilizrororka Ta 3axX01M Oe3neKku

A1t BHYTPIIIHEOM 130800 BBEICHHS BIJTHOBITH L-acnaparinasy, noxasmm 1 mo 10 exnil HaTpiro
Xaopuay y dnakoun ma 5000 MO. Jins BHYTDIIIHEOBEHHOTO BBEAEHHS BiAHOBITE L-acnaparinasy,
AONABUIA 2,5 MU CTEPUITHLHOT BOAU ISt 1’ exiit a6o HaTpiro XJIOpUy JUish 10’ €Kil y durakon
Ha 5000 MO.

Jns BHYTpilIHEOM 130B0T0 BBEIEHHS BITHOBITE L-acnaparinasy, nopapmmu 2 M 10’ eKwil xn0pu Iy
HaTpio 10 10 000 1 duakomna. s BHYTpinIHLOBEHHOTO BBCJICHHS BIJHOBITH L-acnaparinasy,
AOIABIIH 5 MII CTEPUITBHOT BOAH JUIst 10’ ekl a6o HaTpiro XJTOPUIY JUIs 10’ €Kil y rakon Ha 10

000. Habepirs 06’eMm BignoBIEHOT L-acmmaparinasy, o mictuts PO3paxoBany 103y, y CTEPUIBLHHIH
LIITPHI,



3Buuaiine CTPYIYBAHHSI IIiJl Yac BIXHOBJICHHS He IHaKTUBYE depMment,

Hnst indysitinoro seenenng PO3YHH CIIiZ PO3BOAUTH i30TOHIUHINM PO3IHHOM, HaTpito Xmopusy
AT 1K ekuiii aGo ACKCTPO3H 5%. i posumum crix HaCTOOBATH MPOTATOM 8 roanH i Tiankny AKILO
BOHH IIPO30pi.

Axmio 6y ab-sxuii 3 Hux NPUCYTHIH, BUKUHBTE PO34uH.,

Onmnax iHomi mnpu  crosmy MOXC yTBODHTHCA [Iyxke HeBeauka KUIBKICTh  Aparmmcrix
BOJIOKOHOIIOAIOHNX YacTHHOK, DinbTpyBaHHS aepes 5,0 MikpoHHHIL diTBTp nmix wac BRexenus
BUNATNTE YaCTHHKHM (e3 BTpaTu ehexTuBHOCTI.

Bunankoswuit konrakr: LIeH Ipenapat Moske 6yTH KOHTAKTHMM HOApa3HUKOM, TOMY ITOBONUTHCS 3
HUM N0TPi6HO 0bepesxno. V pasi KoHTakTy MPOMHTH BEMKOIO KiNbKICTIO Boqu

HNEPEJO3YBAHHS
Henocrynno g moxuuu. I'ocTpe BHYTpimmHBOBenHe BBeIeHHA LDS50 L-acmaparinasu 1St
MHILEH CTaHOBHIIO 61113BK0 500 000 MO/kr, a qna xponuxis — 6au3pK0 22 000 MO/kr.

NOBIYHI PEAKIII]
Haitnowmpenimi: noGiyy; peakuii Ha L-acnaparinasy — ye anepriuni peaxuii (BKmoyaroyy
aHadimakcio), rinepriikemis, TIAHKPEATHT, TPOM603 LeHTpambHO] HEepBOBOI cuctemu (I[HC),

Yacro: asoremis, NOpYyIeHHs QyHKuii neyinku, BKJIIOYal09H rinep6inipy6inemiro ta N1 BHILEHHS
PIBHS TpaHCcaminas,

Pinme: KoaryJionaris, BKIro9yaoyy 30LIbIIEeH S TIPOTPOMOIHOBOTO wacy, 36inb ey YaCTKOBOI'O
TPOMOOIIIACTHHOBOTO 3B’SI3KY Ta 3HIKEHHS dbibpuHoreny, Ginka C, 6inka S ta aHTHTPOMOiny IIT.
KpoBosunuen B HC, edexrn 3 60Ky LeHTpanbHOT HEPBOBOI CHCTEMH, BKIHOYay BTOMY,
30yIKeHHs, COHJIUBICTS, KOMy, cymomMu Ta FamonuHanii, migBHmeHHs ACT, AJIT, JIyKHOT
¢octarazy, Olipy0iny,

Pinko:  cepiiosuuii TpoM003, BKIIOYarOYK Tpom0OO3  caritanbHOro CHHyca Ilankpearwur,
bimckaBuyHa aGo JICTaIbHa HENEPEHOCHMICTE TIIFOKO3H, PUTHIYeHHs (ByHKNi] KiCTKOBOTO MO3KY,
rinepriikemis 3 TIIIOKO3Ypiero, azoTemis, HHAPKOBA HENOCTATHICTE.

IMyHOrennicTs: sk i AJIS BCIX TepaneBTHYHHX Oinkie, icmye MTOTEHITia IMYHOTEHHOCTI, 110
BH3HAYa€ThCA SIK PO3BUTOK 3B *A3YBABHUX Ta/aGo HEHTPAN3YIOUnX aHTHTLI IPOIYKTY.

3ACTEPEXXEHHS TA 3AXO/JU MEPECTOPOT 151

Anadinakcis Ta CEpiHO3Hi anepriuni peakuii: cepiiozmi AJIePTivHi peakiii MOXYTh BUHUKHYTH Y
dapbax, siki OTPUMYIOTh L-acnaparinasy. Puspx CepHO3HUX anepriunmx peakuii Bummit y

ANPEHAHOM, KHCHeM, BHYTPIIIHLOBEHHUMH CTEPOINaMH, aHTHTicTaMiHHMMY npenaparamu).
Hpununits npritom L-acnaparinasn TNaIieHTaM i3 Cepo3HO0 aIEPIIYHOIO PeaKIiero.




Tpombos: vy NALIEHTIB, SKi OTPUMYIOTE  L-acnaparinasy, MOXKYTbL  BUHHKATH CepiiosHi
TPOMOOTHYHI ABUIIA, BKITFOYat0uy TpoMO03 cariTansHoro CHHYCa.
[pununenns L-acnaparinasn namienray 13 cepiio3HIMu TPOMOOTHYHHMH SIBUILIAMH,

Henepernocumicr: Y TamieHTiB, ski OTPUMYIOTh  L-acnaparinasy, wmosxe BUHUKHYTH
HCTICPCHOCHMICTD TIIIOKO3H. Y meskmx BHIAIKaX HEIePEHOCHMICTh TIIFOKO3H € HE3BOPOTHOIO.
Kontpomogary PIBEHB IMIIOKO3H B CHPOBATII KPOBI.

Koarynonaris: 30UTBIIEHHS NPOTPOMOIHOBOTO qacy, 30LIbIIeHHS YaCTKOBOI'O

STOPTaHHA KpOBi Ha TIOYATKy Ta nepiognyno mix wac g HICIA  JIiKyBaHHs, JlikyBanus
CBIKO3aMOPOKEHOIO I11a3MO00 AL 3aMiHH hakTopis STOPTaHH3 KPOBI Y CTALIOHAPHUX MAmieHTiR
13 THKKOIO 260 CHMITOMATHYHOIO KOAryJIomaTiero.

Bukopucrannsg g OKPEMUX Ipynax HaceleHHs

Barithicts: BarithicTs Kateropis C. Hemae JICKBaTHHUX i 106pe KOHTPOIILOBAHMX AOCIIKEHE y
BAriTHUX SKIHOK. L-acnaparinasy sarirsii KIHII  CTi mpusHavaty JTMIIE 33  KpalHboi
HEOOXiaHOCTI.

BaXIIUBICTE Mpenapary s Marepi.

3acrocyBanus y nitei y IepiaTPUYHOMY Bili: NOBIIOMIIAETBCA, 1110 TOKCHYHICTh acnaparinasy e
OunbImoro y AOpoCInX, HIX y miTeit.

JIIKAPCBKI B3A€EMOITi

o L-acnaparinasa moxe SMCHIIUTH a0 cKacyBaTH iro METOTPEKCATY Ha 3M0AKICH] KITITHHY.
Lleit edexr 36epiractpes A0 THX Wip, IIOKH piBeHs L-acmaparinasn y nnasyi KPOBI IPUTHidyeThCH,
He Buxopucrogyiire METOTpeKcar 3 L-acnaparinasoro a6o micys Hei.

J BryTpimmposenne BBENCHHs L-acnaparinasu onmoyacho abo 6e3nocepennpo nepen
KYpCOM BIHKPHCTHHY Ta NPEIHIZ0I0NY MOske MIIBUIINTH TOKCHYHICTS,
. Bzaemonis niKapCLKHx/na6opaTopHHx TeCTiB: L-acmaparinasa 3aBakae 1HTepmperanii

TECTIB (hyHKIii IHUTOBUIHOI 3aJ103H.

3BEPITAHHS
36epiratu mmpu TeMmrepatypi Bin 2°C o0 8°C. 3axumar Bix ceitra, He 3aMOpOXKYBATH.



YITAKOBKA

L-ACIIACA (L-acnaparinasa s IHEKIIT) 10CTynHa B YIIAKOBKaX, 1110 MIiCTITE L-acnaparinasy 5
000 MO Ha ¢maxon i 10 000 MO Ha (pIaKoH.

(1020mun) Burorortenuii:

Hanpon Jlaitp Caencec gt JItn (Naprod Life Sciences Pvt. Ltd.)

304, Toyn Cenrep, AHJIXepi — kypra poyn (304, Town Centre, Andherj — Kurla Road), AHnzaxepi
(C), Mym6ait (Andheri (E), Mumbai) — 400 059.

Hinnpuemcrro: G-17/1 Kopriopauis npomuciosoro POSBUTKY mTaty Maxapawrpa (M ID.C))
Boiicap, Txaua (IHALA) (Boisar, Dist. Thane (INDIA)




L-ACIIACA DS (zaraanumii EKCIopT) (mepeaHst CTOPoHa)
Posmip poskaanenoi: 180 x 120 mm

Crnanennsi: HF-HF-HF

Posmip ckaagenoi: 120 x 22,5 mm
Manip: Century Maplitho, 54 r/cm?
Kouip: wopnuii texet na 6inomy riarepi

Kox makera: xxx
Kon mo3umii: xxx
®apma kom: xxx

Po3potGka ynakoekn, komnanist Naprod:

Maker nigrorossenuii: Sanjeev Khatare

PP HoMmep: xxxx

ﬂ,aTa CXBaJICHHs MaKeTy:

Jara PP: xxxx

Binain po3po6ku makerie

HopmaTtusHo-npasoswuii
iain

Bimain mapkeruunry

P.D. Bigain

Bupoomuyumii Bigain

Binnia kourpouio sikocri

Binain 3a6e3nevenns
SAKOCTI

Kepisauk mignpuemcrpa

L-ACITACA DS (zaransumnii eKCropT) (3aJHsA CTOPOHA)
Po3mip poskaagenoi: 180 x 120 MM

Cxuagennsi: HF-HF-HF

Po3mip ckmagenoi: 120 x 22,5 mm
IManip: Century Maplitho, 54 r/cm?
Kouip: qoprwuit Texcr na 6inomy namepi

Kox makera: xxx
Koa no3nuii: xxx
®apma Koa: xxx

Po3po0ka ynakoBku, komnanis Naprod:

Maket niarorossennii: Sanjeev Khatare

PP Homep: xxxx

JlaTa cxBajIeHHsI MaKeTy:

Hara PP: xxxx

Bimnina po3podkn makeris

HopmarupHo-npaposuii
i

Bignin mapkerunry

P.D. Binain

Bupo6uuyuwmii signin

Binain koutpoar sikocri

Binain zate3neuenns
AKOCTI

Kepieuuk nignpunemcrna
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Koporka xapakrepncruka JKapchLKOro 3aco0y
L- ACITAPATTHA3A J1JIs1 IH'EKLIH 6666,67 MO/

(8 Haspa nikapcebkoro 3aco0y
L-Acnaparinasa mns in'exuii 6666,67 MO/mn

2. SxicHuii i KinbkicHuii ckman

L-acnaparinasa nns in'exmiii 5000 MO/¢pnakon (modimizosanmit)
Koowcen ghnaxon micmumep

L-acnaparinasa................ 5000 MO I'miuqmu BP.................... QS
L-acnaparinasa nns in'exuiii 10000 MO/¢pnaxon (miodinizoranuii)
Koowcen ¢pnaxon micmuma

L-acnaparinasa............... 10000 MO T'miumn BP................... QS

3. PapmanesTHYHa popma
bina niodinizopana maca.

4. Kainiuni oco6ansocri

4.1 TepaneBrnuni nmokazammus

L-acnaparinasza noxaszana s KOMIIOHCHT MNPOTHIIYXJIMHHOI KOMOIHOBAaHO] Tepamii s
JUKYBAaHHSA TOCTPOro nimdobuaacTHOTO nerikozy (OJUII) y miteit B HapOJUKEeHH: 10 18 pokiB i
JIOPOCIHUX.

4.2 HosyBanns Ta cnoci6 3aCTOCYBAHHSA

L-acnaprinasy nosunmi IIPU3HAYaTH Ta BBOAUTH JIiKapi Ta MeIUYHUIT MIepCOHall, sIKi MaroTh
AIOCB1Jl 3aCTOCYBaHHS HPOTUITYXTHHHUX TIpenapaTis. Moro ciix MPOBOJUTH JIMIIIE B yMOBaxX
CTallioHapy, e € BiAnOoBinHe peaHimaniiine o6nagHans.

Q O3YBAHHA

L-acnaparinaza 3a3suuaii BUKOPHCTOBYETECA K YAaCTHHA HPOTOKONIB KOMGIHOBAHO]
XiMioTepartii 3 iHMMy HMPOTUITYXJIMHHUMH 34c00aMu

Hopocni ma oimu cmapue 1 poky

Pexomennosana no3a acraparigasy Uil BHYTPILIHbOBEHHOIO BBEICHHS CTaHOBUTH 5000
ONMHULL HA KBaAPATHUI MeTp (o/M2) mnoma noBepxHi Tina (BSA), mo BEOAUTECS KoH]
TpeTii feHs. JIiKyBaHHS MO>KHA KOHTPOIIOBATH HAa OCHOBI MiHIMaJbHO! AKTHBHOCTI
acnapariHasu B CUpOBaTLi KPOBI, BUMIPsIHOT 4epes TPpH JIHI TiCJIs BBEACHHS L-acniaprinazu.
SJIKIIO 3HAYeHHS AKTUBHOCTI acmapariHasu He HOOCSATAaXOTh I[IJIBOBHX PIBHIB, MOKHA
POSIIITHY TH MOKIIUBICTE IIEPEXOy Ha iHIIHI Npenapar acrapariHazu.

Himu 0-12 micayie

Ha mincraBi o6Mesxenmx AQHUX PEKOMEHJI0BaHa /1032 JIJI1 HEMOBJIAT TaKa:

- BIK 10 6 micauiB: 6700 OJI/M2BSA,

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

Hani mono edexrusroCcTi T2 Oesnexn L-acnaprinasu Y JOPOCIHUX 0OMEKeH].,

Hani mono edexrusnocti ta 6esnexn L-acniaprinasu Ha eramax HICTATH YK HHOrO JTiKyBanHs



Ay’e 0OMEKeH].

Oco6nuei rpynu HACEJICHHS

HMopymenns dynkuii HHUPOK
IManienram 3 mupxoBoro HCIOCTaTHICTIO KOPEKIIisl 1031 He noTpidHa.

Jlrvonu noxumoro BIKY
Hoctymui o6mexeni nani IIOJIO JTIKYBaHHS MAI[iCHTIB cTapuie 65 poxis.

Cnoci6 BBetenns

L-acnaparinaza npusnauena nume A1 BHYTPIIHEOBEHH O] 1HDY3ii.

oboBa KinbkicTs L-acnaprinasu, HeOOXIiHa 71 KOKHOTO Mali€eHTa, MoXKe OyTH pospenena B
KIHIEBOMY 06°emi 50-250 PO3YHHY HATPIIO XJIOpHAy 9 mr/mi (0,9%) mns indysiii.
Possesnenuii pozunn acnaparinasu MOXHA HaCTOIOBATH npotsiroMm 0,5-2 ronun,

Acnaparinasy He MoxkHa BBOIHUTH y BUIJIAAI GONFOCHOT 1031,

PeKOHcmTyuiﬂ

Bumict xoskHOTrO dhrnakona CJILT pO3BeCTH B 1-2 M1 PO3UMHY HATp1IO X710puy (0,9%) s in’ exiii.
Ilpu BizHOBHEHHI 3 1 M OTpHUMaHa KOHICHTpALis CTaHOBUTE 10 000 MO/mu. lpu Binnosnenui
3 2 MJI OTpuMaHa KOHLIEHTpawis CTaHOBUTE 5000 MO/mMi

[ToBinbHO nopaiite PO3YHMH HaTpiro Xgopuny (0,9%) mnst iw’exuiit. Ha BHYTPIIIHIO CTiHKY
(uakona, He posnumoiirte OesnocepeHbO Ha IIOPOIIOK a0 B HBOTO.

Haiite BmicTy posummnTHCS WJIAXOM  00epexXHOro NnepeMinryBanas a6o IIOBOPOTY,
MATpUMYOUH  drakon Y BCPTHKAILHOMY TMOJIOXKEHHI, YHHUKAIOUM KOHTaKTy pPO3uuHy 3
IIpOOKOI0. YHUKalTE YTBOPEHH IiHHU Yepes HaZMipHe abo eHepriiine CTPYIIyBaHHS.



NPOTATOM 8TONUH,

4.3 Ilporunokazauns

- [ineumena  wyrimsicTs M0 #iroYoi  peyoBHHH, OyAb-SKOrO  HAaTHBHOTO
(HenerinpoBanoro) ipenapaty acnaparinasu E. coli aGo no Oyap-aKoi 3 mepepaxoBaHuX
AONOMDKHUX DPEYOBHH.

- IIaHKPEaTHT.

- Tsxka nevinkoBa HemocraTHicTs (Ginipy6in > 3 pasu BCPXHBOT Mexi HOpmu [BMH];
TpaHcaMiHasu > 10 pasis BMH).

- Ionepenns Bigoma Koaryronaris (HalpHkiaz, remModimis).

-ITankpeatur, cepitozna KpoBoTeua abo cepitosnuii TpomGo3 B aHaMHe31 MiCHs TonepeHsoi
Teparii acriaparinazoro.

4.4 Oco6anBgi 3acTepeReHHs Ta 3aM00i:KHi 3aXo0a1 w010 BUKOPHUCTAHHSA

Bincrexxysanicts
Jtst nokpameH s BigcTeReHus GionoriyHux mikapcrkux 3acobis CIIIJ 4ITKO 3armucaTu Ha3BYy Ta
HOMeED cepii BBEAEHOT 0 npenapary.

3araabHa indopmauis Ta MOHITOPHHT

Iin gac nikyBanus acrapariHa3ow y NaIicHTiB YCIX BIiKOBHX Ipym MOXXYTb BUHUKHYTH TaKi
HEeOe3MeYH] IS KUTTS CHTyaIi:

* TOCTPUH NaHKpPEaTHUT,

* FCNAaTOTOKCHYHICTE,

* anadinakcisg,

* NOPYIICHHS 3ropTaHHs KpOBi, BKIIOYAIOYH CUMIOTOMATHYHHUN TPOMGO3, MOB'S3ami 3
BUKOPHUCTaHHAM LEHTPATbHUX BEHO3HUX KaTeTepis,

* TINepriIiKeMivHi cTaHu.

Iepen mogarkom Teparmii ciaijg BU3HAYUTH PiBeHb Ginipy6iny, neyinkosux TpaHcaMiHa3 Ta
[lapaMeTpiB 3ropraHHs KPOBI (HANpUKIAL, YacTKOBUiL TPOMOONNIACTHHOBHI Yac 4T,
IpOTPOMOIHOBHIL Yac [TIT], a"HTuTpomOin 11 Ta Gbi6punoresn).

Iicns BBenenns 6yap-axoro TIPCIapaTy acriapariHasM peKoMeHayeThcs PETENIbHHUI MOHITOPHHT
Ounipy6iny, newinkopmx TpaHCaMiHa3, PIBHS IIIIOKO3M B KpoBi/ceui, mapamerpin 3ropTaHHs
(Hanpukaz, FLT, ET, aHTUTpoMOiH I, ¢i6punoren | D-nuwmep), aminasy, Jinasw,
TPUTILEPUIIB Ta XOJIECTepHUHY.

Cocrpuii nankpearur

JlikyBanns acnaparinasoro ¢ IIPUIMHNTH y NAUIEHTIB 3 TOCTPHM NaHKPEaTHTOM.

loctpmit maukpearur PO3BHBAEThCA MeHmIe Hixk y 10% XBOpHX. Y DIKICHUX BUIAgkax BHHHKae
FeMOpariynuii a6o HekpoTHYHMI] [aHKpeaTuT. bynu mooammoki mopinomienns 0po  JIeTajbHI
Hacmiaky. Kiiniuni cumnromu BKIIIOYAIOTh OLIIb Y KMBOT, HYZIOTY, OIIFOBOTY Ta aHOpeKcito. AMinasa
Ta JINa3a CHPOBATKM 3a3BHuaif IIIBUINEHI, XOYa Y JEAKHX Nali€eHTIB BOHU MOXYTb OyTH



HOPMAJILHUMH HEPe3 MOPYIICHHS CHHTE3Y Gilka.
[auieHTn 3 TAO%RKOKO TIEPTPHITIILEPUIEMIEI0 MAFOTE OIBUIICHAH PU3HK PO3BHTKY T'OCTPOTO
MaHKPeaTuTy.

Lim nanientam Ginpire He ciix npuiiMaTy Oyab-siKi npenapati acnaparifasu

Fenatoroxkcuunicrn

Y piakicHHX BMManKax omHCAHI THKKi NOPYWICHHS (YHKIII NEYiHKH, BKIIOYAIOYH xoJecras,
KOBTAHHIIIO, HEKPO3 MEYiHKM Ta IEYiHKOBY HENOCTATHICTE i3 JAeTanbHUM HacainkoMm. HeoOximgmo
PETCIILHO KOHTPONIOBATH MOKA3HUKH MEYiHKH 10 Ta TTi7 yac JNIKYBaHHS acrlapariHazor.

JlikyBanns acnaparinasoro ciin TIPHITMHUTH, SKIIO Y NaUi€HTIB PO3BUBAECTHCS THKKA ICUiHKORA
HepocTarHicTs (6inipy6in > 3 pasm TICPEBHIIy€ BEpXHIO Mexxy HOopmu [BMH]; tpancaminasn > 10
pasis. BMH), Tsokka rinepTpuriinepuaemis, rinepriuikemis aGo [IOPYIICHHS 3rOPTaHHSA KPORI
(Hanpukman, TpomMGo3 CHHYCOBHX BEH, TsDKKa KPOBOTEYa).,

Auteprisi Ta anadinakcis

Yepes pusuK posBUTKY TsKKMX aHA(QUIaKTHYHUX peakiii acrnapariia3y He CJIix BBOAMTH Y BUTTLIAI
0OIIOCHOI BHYTPILIHEOBEHHO] 1H €Ki,

Mosxna Bukopucratu TTOIIEPEe THI BHYTPINIHEOIIKIPHUN TecT a6o HCBCIIMKY BHYTDIITHBEOBEHHY
TECTOBY n03y. OnHak obuuasi IpOUEnyPH HE JO3BOJISIOTE TOYHO nepeadadnTyn, y SKMX nanicHTiB
BHHHUKHE aJIEPriyHa peaKIis.

Ilpn BuHMKHEHH] ANIEPTiYHUX  CHMIITOMIB 3aCTOCYBaHHA achapariHa3d HeoOXiAHO Heraino
MPUIUHATH Ta TNPU3HAYUTH BiAMOBigHe JIKYBaHHSA, 5IKE MOXE BKIIOYATH AHTUTICTaMiHHI Ta
KOPTHKOCTepOinHi npenapary.

Mopymenust sropranns KpoBi

Yepes npurnivenus CHHTE3y OlnKa (3HMKEeHHS cunTesy dakropis I, V, VII, VIII i X, 6inkis C i S,
antatpombiny IIT [AT III]), CIPHYHHEHOTO acCIapariHa3or, MOKyTb BHHUKHYTH IIOPYLIEHHS
3TOPTaHHA, SIKI MOXYTh NIPOSBIATHCS ab0 Y BHITIA TPOMOO3y, AUCceMiHOBaHe BHYTPINIHBOCYIUHHE
sropranns kpoei (JIBC) a6o kposoreua. Pusuk TpOoMOO3y, 31a€Thes, BHILE, Hik PH3HK KpOBOTEUi,
Onmcani Takox cHMITOMATHYHI TpOMOH, TOB’s13aHi 3 BUKOPHCTaHHSAM IIEHTPAIbHUX BEHO3ZHHUX
kareTepis. [Ipu6an3Ho 11010BHHa TPOMOOTHYHMX mo1iit ToKamizyeThes B CYAHMHAX TOJIOBHOTO MO3KY.
Moxe BUHHKHYTH TpOoMGO3 CHHYCOBOI BeHH. lremiuni incymETH 3YCTPiYaroThCs PiaKo.

HaOyTi a0 reneruuno sumxeni hisionoriuni inriGiropn 3ropTanHs (6i10k C, nporein S,
AHTHTPOMOIH) TAKOXK OIIMCAHI CTOCOBHO CYIMHHUX YCKJIa{HEHb.

Baxxnusa uacra ouinxa NapamMeTpiB 3ropTaHHs KPOBi 10 Ta mix gac JNIKYBaHHA acnaparizaso. Y
Bunanxax, ko AT 111 sHmkenwit, crin SBEPHYTHCS 32 KOHCYIIBTALIEIO 10 haxiBIi.

Iinepraikemiuni crann

Acnaparinaza Mmoxe CIPHYMHHUTH TNEPrIiKeMiro SK HACTI 0K 3HIDKEHHS BUPOONeHHs incyniny. Kpim
TOTO, BIH MO€ 3MEHIIUTH CEKpeLilo iHCYNiHy B-KIiTHHAMM HIAULTYHKOBOT 3411031 Ta HOPYIIUTH
dyHKIIiI0 penenTopis IHCYyminY.

Cunapowm 3a3Bnuai TMIPOXOANTE caMocCTiiHO. OfHaK y pigkicHux BHUITA/IKaX 11€ MOXE IIPU3BECTH [0
niabeTnuHoro KeToamunosy. Ipomy edexry crprse CYIYTHE JIKYBaHHS KOPTUKOCTEpoinamu, Pipmi

TJIIOKO3H B CHPOBATHI Ta cedi cirix PETYIPHO KOHTPOJIOBATH Ta KOHTPOJIFOBATH BIAMOBIAHO 110
KITHIYHUX MOKA3aHb.

Iporunyxnunni 3aco6u
SHUILEHHS TyXJIHHHUX KIITHH, CIIPHYHHEHe aCTapariHasol, MOXE MPH3BECTH 10 BHBLILHEHHS



BEIMKOT KIJILKOCTI CEYOBOT KHCJIOTH, 110 MPU3BE/E /10 rinepypukemii. CrijibHe 3aCTOCYBAHHS IHIINX
NPOTHIYXJIMHHUX JTIKApCLKUX 3aC00IB CIpHsE LBOMY eeKTy. ATpecHBHE MiJUTYyXKYyBaHHS cedi Ta
3aCTOCYBaHH AJIOITYPHHOITY MOXYTh 3amoGirTH ypaTHiii Hedpomarii.

I'1oxokoprukoinu

Bummit pusuk tpomGoyTBOpeHHs mix uac IHKUIHHOT Tepamii acnaparinasoro Ta IpeaHi30JI0HOM
CTIOCTEPIraBcs y JUiTeH 3 FeHETHYHUM (haKTOpOM PU3HKY npoTpoM0O03y (MyTawii dakropa V G1691A,
Bapiawis nporpom6biny G20210A, MeTuIeHTeTparinpoponarpenykrasa [MTHFR] T677T-rerotun A,
1 ABULLIEHUH JIIIOrONpOTEin A, rineprpoTeicTein A).

IIporuzantigni 3acoéu

Iix wac nikyBaHHS Ta NpuHANMEH] 3 Micari micys IIPUIIMHEHHS NPUHOMY aclaparidasd HeoOXigTHo
BHKOPHCTOBYBATH €()EKTHBHY KOHTpauenuiro. Ockinbku HENpsIMy B3A€EMOAII0 MK KOMITOHEHTAMHU
NMepOpaIbHOl KOHTPALEILI] Ta aCrapariHa3ol He MOKHA BHKITIOYUTH, OpaJlbHl KOHTPAIIENTHBH HE
BBAKAIOTHCS OCTATHRO OC3MEYHUMHU B TaKii KIiHIUHIN cHTyarlii.

[TanienTn 3 xpomocomoro Dinagennoii
Edextusricts Ta Gesneka L-acnaprinasu y HAIIEHTIB 3 XpoMocoMoto Dinanensdii He BeTaHOBIEH.

Pexomenosani KonTposLHi 06cTeskenns aus nanienTis ycix BiKOBHX rpyn

Acnapazinasna akmuenicme

Buwmiptosanus pirHs aktveHOCTI acmaparinasu B cupoBatui abo miasmi MOXe MPOBOAMTHCH, 1100
BHIUIIOYNTH IPHCKOPEHE 3HMKEHHs aKTHBHOCTI acraparinasu. [lepeBaHo PIBHI CJIiI BUMiproBaTH
4epe3 TPH IHi MICJsi OCTAHHBOTO BBEIEHHS acraparidas, To0To 3a3BHuail Ge3mocepenHbO nepen
BEC/ICHHAM HACTYNHOI M03M acnapariHasd. Husekuit piBeHb aKTHBHOCTI acrapariHasd 4acro
CYNPOBOJUKYETBCS MOSABOIO AHTH- ACTapariHasHUX aHTUTIA. Y TaKHMX BHIATKAX CIIJ PO3IJISHYTH
MOKJIUBICTD NEPEXO1y Ha IHIIHIA penapar acnaparisasu. CroyaTky ciin oTpuMarn KOHCYTIBTAII O
baxiBr.

I'inoanvbyminemin

BHacninox nopymenns cunresy 6inka pirens Ginka B CHpOBaTLi KpoBi (0cobamBo ansGyMiHy) aysKe
44CTO SHIDKYETBCS y MAL[EHTIB, AKI JNIKYIOThCA acmaparinazor. OCKiTbKi CHPOBATKOBUN O1JI0K
BOKIMBHH UL 3B’SI3YBaHHs Ta TPaHCIOPTHO] (QYHKIIT TeAKHX aKTMBHHX PEYOBHH, piBEeHb OinKa B
CHPOBATL KPOBi CJTiJl PEryJISPHO KOHTPOIIIOBATH.

l'inepamoniemia

Pisenb amiaky B rumasmi KpoBi ciri BU3HAYATH Y BCIX MAII€HTIB 3 HE3PO3YMUIHMHU HEBPOJIOTIYHNMHU
CUMIITOMaMH a00 CHUIIBHUM 1 TpHBAIUM OmioBaHHSIM. Y pasi rinepamMoHieMii 3 TSKKUMH KIIHIYHEMM
CHUMIITOMaMH CJil PO3MOYaT TepareBTHYHI Ta (apmakosntoriuni 3axonu, ski wBMIKO 3HUXYIOTh
PiBeHb amiaky B minasmi (HanmpHKiIam, o6MexeHHS Giika Ta reMo/liani3), TOBEPHYTH KaTabomivHi
CTaHM Ta 30LIBIINTH BUAAIEHHS BiIXOMiB a30Ty Ta OTPUMATH KOHCYJILTALIIO CITEIliaJIicTa.

Cunopom obopommoi 3a0nboi netikoenyeganonamii

Cunzpom 060poTHOT 331HBOT nelikoeruedanonarii (RPLS) mosxe pinko BHHEKATH iz yac JIKyBaHHS
Oyap-sikoro  acnaparinazoro. Ilei CHHApOM ~ XapakTE€PU3Y€TbCS INPHM MAarHITHO-PE3OHAHCHIN
Tomorpadii (MPT) o60opoTHHMY (Bix KiTBKOX IHIB 10 MICSLIB) ypaskeHHSIMI/HAOPAKAMH, TIePEBAKHO
B 3a/H1H 9acTuHi Mo3ky. Cumnromu RPLS, mo CYTI, BKIIIOYAIOTh HiABUILEHHS apTepiaisHOro THCKY,
CYZOMH, TOJIOBHI 001, 3MIHH MICUXIYHOIO CTaHy Ta rOCTPI NOPYIIEHHS 30py (HacamIepea KOpKoBa



crinora a6o roMoHiMHa remianoncis). Hescuo, un RPLS Buxiukammii acIiaparinasolo, CynyTHim
JIKYBaHHAM Y1 OCHOBHHMH 3aXBOPIOBAHHSAMH.

RPLS mikyerses CUMIITOMATHYHO, BKITIOYAFOUH 3aX04H 1100 JIKYBaHHA Oy Ib-sSKUX cynom. Moxe
3HAIOOUTHCA TIPUITMHEHHS 260 3HIDKEHHS JI034 IMYHOCYNPECHBHHUX Npenaparis, Mo NPUHMAOTHCS
OIHOYacHO. CITix 3BEPHYTHCS 33 TOPAL0I0 10 daxipr.

4.5 B3aemopis 3 iHnmmmmu JiKAPCLKUMH 32c006aMu T2 iHi tdopmu B3aemonii

OcHoBHi

Acnaparinasa Moxe ITiABHIHTH TOKCHYHICTh IHIIUX JIKapCHKUX 3ac06iB 4yepe3 CBiff BINIMB Ha
(yHKIio meyinkwy, HalpuKian 30UIbIICHHS TIemaToTOKCHYHOCT] MOTEHUIHHO TeNMaTOTOKCHYHIX

TKapChKi 3ac06H, 110 MeTaboi3yIOTECA B IeYiHLIi.
Cril KOHTPOMIOBATH MOKA3HMKH NEYIHKH, KONH IOTeHIiHHO TEIIaTOTOKCHYHI JIIKApChKi 3aco0H
TIPH3HAYAIOTLCA OHOYACHO 3 acCTIApariHasolo.

Mienocynpecusni 3acoou

ITix yac nikyBanus CXEeMaMH, 110 MICTATh aclaparisasy, Moxe BHHUKHYTH MIEJIOCYIIpECis, sika
NOTEHUINHO Bpaxkae Bci TPH JiHIT MIETOITHUX KIiTHH (eputponuty, nefikonury, TPOMOOLMTH), Ta
MOKE BUHUKHYTH iH¢ekuis. CymyTHe miKyBamms MI€JIOCYIPECHBHIMMU JIKapCHKUMH 3aC06aMu Ta
TMKapCBKUMH 3aco6amu, SKI, K BIZOMO, CHPHYMHSIOTSH IHdekuii, € ocHOBHUMHI akropamu, Tomy
NAaLI€HTIB CIia peTensHo KOHTPOIIIOBATH I0J0 03HAK Ta CUMIITOMIR mienocynpecii Ta indekuii.

Binkpucrun

I"1okokopTukoinu ta/a6o AHTHKOATYJISAHTH

OxnHouacHe 3acTocysanms TIIOKOKOPTHKOIMIB Ta/ab0 aHTHKOAryIsHTiE 3 aCTapariHazorn Moxe
NIABHIUTH PH3UK 3MiHH NapaMeTPiB 3ropTaHmsI.

e Mosxe crpusti cxmmbHOCT 10 KpOBOTEYl (aHTHKOAryNIsSHTH) a6o TpoMObo3y (rmoxoxopTuKoinH).
Tomy HeoOxinna obepexHicTs mpu OHOYaCHOMY 3acCTOCYBaHHI AHTUKOATYJISHTIB (HampHKIa,
KYMapuH, TrerapuH, IUIpUAamon, AUETHICATILUIOBA KHCIOTa a60 HECTepOIHI NpOoTH3amaIbH]
npenaparu) abo riIKoKOpTHKOI N,

Merorpekcar MTX)

Byno mnokaszano, mo NPUTHIYEHHs CHHTe3y 6inka BHACIIJIOK aCIapariHasHOro0 BUCHAKEHHs
acmapariny mocnabaoe qHTOTOKCHYHHi edexT MeToTpekcaty, skuil Biumarae perutikanii KIiTHe s
HOTO IPOTHITYXTHHHOI aKTHBHOCTS. [leit anTaronizm CIIOCTEPITaeThCs, KO0 acnapariHasy BBOISTH
1o abo oaHOYacHO 3 MCTOTpPEKCAaTOM. I HaBMakW, NOpOTHITYXTHHHMIT edexr meroTpekcary
TIOCHITIOETLCA, AKILO aCTIaparinasy BBOAATH H€pe3 24 roiuKu micns nikyBanus MeToTpekcaToM. Byio
[TOKa3aHo, Mo 15l cxemMa 3MeHIIye HUTYHKOBO-KHIIKOBI Ta FéMaTOJIOTIYH] edektu metoTpekcary.

urapatin

JabopaTopiss IpoOipLiiB MPUPOIHIX YMOBAxX/aHi BKa3yIOTh Ha Te, M0 e(EKTUBHICTE BHCOKUX 7103
UMTapabiny 3HUKYeThCs TIpH HONCPEHBOMY BBEICHHI acmaparinasy. Onnak, xomm acriaparinasy
BBOJMIIM ITiCHs uuTapabiny, crocrepirascs CHHepreTHunui edexr. Ileit ederr OyB HalbinbI



MOMITHIM 3 iHTEPBANOM JNiKyBaHHS 61H3bK0 120 T'OJTUH.

Bakuunauis

OnnouacHa BakMHALS KUBIMK BaKIMHAMH OIJIBUILYE PU3UK CEPHO3HOT indexuii. Tomy imynizariro
KHBUMHM BaKUMHAMH CIIi/l TIPOBONMTH HE paHile, Hik depes 3 micsmi Imicis 3aBeprreHHs Kypcy
IPOTHIICHKEMIYHOTO JTIKyBaHHS,

4.6 ®epTuabHicTb, BariTHicTs Ta JaKTanis

BaritnicTs

Manux mono sacrocysanns acriapariHasy BaTiTHUM XiHKaM HeMae. Hocnijpkenns penponykuii ua
TBApUHAX 13 3aCTOCYBAaHHIM aclapariHasM He MPOBOJMINCA, ae JOCIIKEHHs 3 IpenapaTamu
acrnapariHasu Ha MHIIaX, ITypax, KypKax Ta KpOJIHUKaX II0KA3aJIH eMOpIOTOKCHYHY Ta TEPATOreHHY
Alto. Buxonsau 3 pesynsraris AOCIIKEHb Ha TBAPUHAX Ta MEXaHi3my i aii, L-acnmaprinasy ue cuig
34CTOCOBYBAaTH M 4Yac BAriTHOCTI, SKIO KIIHIYHHI CTaH XIHKH HE BHUMarae JIKYBaHHs
acrnaparinasoro.

XKinku penponykTusHOro Biky/KoHTpauenis y 4onosikis i xinox

JKiHKM penponykTusHOro BIKY IIOBHHHI BHKOPHCTOBYBATH eheKTUBHY KOHTpauemnmio Ta YHUKATH
BariTHOCTI mij wvac JMIKYBaHHS XiMIOTepamiero, Mo MicTHT acmaparinasy. OCKiUIBKM He MOKHA
BHKIIFOYHTH HENPAMY B3a€MOAIND MK KOMMOHCHTAMU OpanbHOT KOHTpauenuii Ta acmaparinasm,
OpallbHI KOHTPALENTHBH HE BBAKAIOTHCS JOCTaTHBO OE3NEYHUMH B Takili KIIiHiuHii CUTyamii.
JKiHKaM penpoayKTHBHOro BIKY CITiJl 3aCTOCOBYBATH iHIITHI{ METOJ1, KPIM OPaTBHHX KOHTPALEIITHRIR
(zuB. posmin 4.4). Yonosikam CIil BUKOPHUCTOBYBATH edexkTuBHi 3acobm KOHTpaueniii ta He
PEKOMCHZTyBAaTH IM HE MaTH AUTHHH I1iJ Yyac OPUHOMY acnapariHasw. IMepion wacy micms JIIKYBaHHs
acriapariHa3oro, KOIH 0e3NeqHo 3@BariTHITH ab0 CTaTH GaTEKOM JUTHHH, HEBIIOMHUN. B sKxocTi
3an00LKHOrO 3axo1y PCKOMEHIYETLCA TOYEKAaTH IIPOTATOM TPHOX MICSIB Mics 3aBepIICHHSA
nikyBanus. OfHaK CIia TaKOXK BPAaxXOBYBAaTH JNIKYBaHHS {HIIUMHU XIMIOTEpaneBTHYHIMH 3ac00aMH.

lonmysanus rpynmro

Hesinomo, uu suninserscs acmapariHasa y rpyiHe MOJIOKO JIFOIHHH. Ockinbku noTeHuilHi cepifosni
N06I4HI peakuii MoXxyTh BHHMKHYTH y HEMOBJIAT, SIKi 3HaXOMATHCS HA TPYAHOMY BUTOIOBYBaHHI,
npuitom L-acniaprinasu e NPUIMHHUTH i/l 9aC TOXYBAHHS TPYIUTIO.

Hapomxysanicrs
Hani npo Brue acnaparinasu ua deprribHicTs y mMOMEN BIICYTHI.

4.7 BniuB Ha 31aTHicTh KEPYBATH aBTOMOGLIEM Ta iHIUMMHU MexaHi3MaMu

L-acnaparinaza wmae NOMIPHUH BIUIMB Ha 31aTHICTH KEpyBaTH aBTOMOOLIEM Ta MpAIIOBaTH 3
MEXaHI3MaMH, 0COBIHBO 4epe3 HOro IOTEHUIHHMI BIAME Ha HEPBOBY Ta IITYyHKOBO-KHLIKOBY
CHCTEMH

4.8 Io6iuni peakuii

a. Tabnuunuii cnncok noGivnmx peakrii

Busnauenns uacroru: Ayxe gacto (21/10), sacro (>1/100 o <1/10), Hewacro (>1/1000 mo <1/100),
piaxo (>1/10000 mo <1/1 000) i xyxe pinko (<1/10000). Koy ne Mmoxua po3paxyBaru JiHCcHy ouinky



Knac cucremu opranis acrora [To0iuHi peaxii
[ndekuii Ta inpasii HEBITOMO [Hdekuii
Jluceminorane
[opywenns 3 6oky cucremu  [qacto BHYTPIIIHbEOCY JUHHE
KPOBI Ta TiMpaTHIHOT cHCTeMH 3TOpTaHH: Kposi (JIBC),
AHEMIs, JIeHKOIeHis,

TPOMOOLIMTONICHI s
[TinBuieHA Yy TIIUBICTD,
BIJIFOYAIOYH TIOYEPBOHIHHS,
Ty e 94acTo BHCHII, TIIOTEH3110, HaOpsK/
[lopymenns imynHOT AHTIIOHEBPOTHYHHI] HaOpsK,
CHCTEMH KPOIIMB SIHKY, 3a/IUIIKY
HacTo 1BUIIIEHA Ty TIIHBICTE,
BKJIIOYAI0OYH OPOHXOCHa3M

PiaKO AHadTaKTHYHHH MoK

BTopumnnmii rinotupeos,
Ennoxkpunni MOPYILUEHHS ITyKE PIIKO rinonaparupeos

rinepririkemis,
ITY2KE 4acTo rinoans0ymiHemis

qacTo I'inornikemist, 3HMXeHHs
aIIeTUTY, BTpaTa Baru

[lopymienns OOMIHY peyoBUH
1 Xap41yBaHHs HEYacTo CiepypUKeMis,

rinepamMoHiemis
PLIKO Jliabetranmit xertoarmumos
CHXIYHI po3naau acTo Jlenpecis, rajIroLuHaIii,

CIUTYTaHICTh CBITOMOCTI

Hesposnoriuni ozuaky i
CUMITTOMH, BKIIOYAIOYY
qacTo BOymKeHHs, 3alaMOPOYEHHS
T4 COHJINBICTE

HEYacTo "onoBHI 60oi

[temivnami IHCYJIBT, CHHz(pONT’
000POTHOT 3a1HEO]
neiikoenuedanonarii (RPLS),
PIAKO CYIOMH, MOPYIIEHHS
CBIZIOMOCTI, BKIIHOYAaIOUYH KOMY

YK€ piaKo peMop




CynuHHI HopyIIeHHS

qacTo

Ocob6mmBo TpoM603
TPOMO03 KaBEPHO3HOTO
CHHYyca abo TpoMOo03
TITMOOKUX BEH, KPOBOBHITHE

Posnaan nutyHkoBo-
KHIIKOBOI'O TPAKTy

ITy>Ke 9acTo

[liapes, Hyaora, 6:150B0Ta, Gib
Y )KHBOTI

qacTo

["ocTpuii mankpearut

PiIKO

['eMopariyHuii maHkpeaTur,
HEKPOTUYHUH [TaHKPEaTHUT,
apOTHT

ITy>Ke piaKo

[lapKpeaTHT 3 IETATHLHIM
HACIIIIKOM, TaHKPEATHIHHI
[ICeBIOKICTa

["enaTobiniapni mopymenns

piako

IlewiHKOBa HETOCTATHICTE C
TIOTEHIIHO JIeTAILHHH
PE3YJIbTAT, HEKPO3 IIEYiHKH,
X0JIECTA3, KOBTSIHUIS

HEBIJJOMO

CTearos reqinkn

3aranbHi posnanu i
YMOBH Ha MicLii
aJAMIHICTPYBaHHS

YK€ 9acTo

[HaOpsiku, BTOMa

acTo

bib (6i1b y cruui, 6ip y
cyrio0ax)

PoscnigyBanus

LY2KE 9acTo

IinBumenss rpancaminas,
Oinipy6iHy KpOBi, 1yxKHOT
bocdarasu kposi, xposi
XOJIECTEPUH, TPUT T IIEPUIH
KPOBI, JTIIOIPOTEiHN mysKe
HHU3bKOI LIITBHOCTI
(JUIAHILY), aktuBHICTE
pTinonporeininasmy,
CEYOBHHA KPOBi, amiak,
JTaKTaT/JeriIporeHasa Kposi

(JIAT),

SHIKEHHS aHTUTpOMOIiny III,
biGpuHoreny B kpoBi,
XOJIECTEPHUHY B KPOBI,
UTIMONIPOTETHIB HU3BKOT
iinbHocT (JITTHILY),
BaraJpHOro Ginka




IZIBUILIEHHS PiBHA aMinasu,
U1ir1a3u, BiIXUIIEHHS
eaekTpoeHuedanorpama (EEDN)
gacTo (3HMKEHA aKTHBHICTh anbha-
XBUJIb,

[111BMILIEHa aKTHBHICTE TeTa-
L 1 JeJIETa-XBHJIb)

4.9 llepenosyBanns
llpo Bunankm mnepenosypanHs acriaparinasd 3 KIIHIYHHMH CHMIOTOMAMH He TOBIJOMIISUIOCS!.
Crenniunoro anTHROTY He icHye. JIIKYBaHHS CHMIITOMATIYHE Ta HATPUMYIOYE.

5 ®apmakoJoriuni BaacTupocTi

5.1 ®apmakoauHamMiuHi BIacTHBOCTI
Acraparinasa rigponisye acmaparin 1o acnapariHoBoi KHCJIOTH Ta amiaky. Ha BIMIHY Bij
HOPManbHUX KIITHH, KITHHA TiMdoGracTHOT INyXJIHHA MaloTh JyKe OOMEXeHYy 3JaTHICTb 0
CHHTE3Y aclapariHy 4epe3 3HAYHO 3HIDKEHY EKCHpeciio acmaparincuuTerasu. Tomy iM norpibeH
acIaparid, KM audyHAYE 3 MO3AKTITHHHOTO CEpeloBUINA. Y pe3ylnbTaTi acmapariHazHoro
BUCH&)XCHHSA acmapariHy B CHPOBATLli MOPYIIYETHCS CHHTE3 OilKa B KITHHAX JiM(obiacTHOT
Y XJTHHH.
30epiraioyn GUIBLICTE HOPMANBHUX KITITHH. Acnaparinasa Takox Moxke OyTH TOKCHYHOW UL
HOPMaJIbHUX KJIITHH, SIK1 LUIBHUKO
AUISITHCS | HEBHOKO MIPOIO 3aJI€KaTh Bill eK30I€HHO0 II0CTa4yaHHs acmapariny.
Yepes rpanieHT KoHUEHTpAawii acrapariny Mix eKcTpa- Ta BHYTPIIIHBOCYTHHHHM [IPOCTOPOM PiBEHE
acrapariiy 3roJioM 3HUKYEThCS TAKOK Y 1103aCy IMHHKX NIPOCTOPAX, HAPHKIIAJ, Y CTHHHOMO3KOBIH
pLaMHI.

5.2 DPapMakoKiHeTHYHi BIACTHBOCTI

BemokTyBanus

AcnapariHasa He BCMOKTY€ETbCS B IITyHKOBO-KHIIKOBOMY TpaKTi, ToMy L-acnapridasy Heo6xinHo
BBOJIUTH BHYTPIIIHLEOREHHO.

Po3moxin

Acnaparinaza  posnoginserscs NCPCBAKHO y  BHYTPIUIHBOCYIMHHOMY —MPOCTOPI. Cepenne
(crannaptre Binxmnenns, SD) 00’eMy posmoniny B CTallioHapHOMy craHi (Vdss) cranosus 2,47 1
(0,45 ). 3naerses, acmaparinasa me IIPOHMKA€E Kpi3k reMaroeHnedamiyamii Gap’ep y BuUMipHHX
KUIbKOCTsX. Meniana (mianas’oH) MakCHMAaNbHUX CHUPOBAaTKOBUX KOHLEHTpaliii aKTUBHOCTI
acnapariHasy cranoBuima 2324 On/n (1625-4819 Oy m). Iix (Cmakc) akTHBHICTS acrapariHasu B
CHPOBATLII OCATAETHCS 13 3aTPHMKOKO NPHOIU3HO Ha 2 TOIMHM MiCIHs 3aKiHICHHS 1HOy3Ii.

[licng moBTOpHOTO BBEIEHHS acrmaparinasy B 1031 5000 OJl/M2K0xHI TpeTili neHs MiHiMaIbHUI
PiBeHb aKTHBHOCTI acriaparinasy B cuposarui konusages Bin 108 10 510 On/i.

biorpancpopmaunis
Merabonism acnaparinasu ne BIIOMHMIH, ane BBakaeThes, 110 BIAOYBA€ThCs yepe3 merpaiaiio B
PETHKYJIO- TICTIONUTAPHIH CHCTeM] Ta [IpOTEa3aMu CHPOBATKH.

Busegenns
Cepenniit + SD  kinnenmit epioJl HaMiBBHBEICHHS (mepion HamiBBUBEIEHHS) AKTUBHOCTI



acraparidasy B cupoBatiui OyB 25,8 + 9.9 roj 3 JI1ara30HoM Bij 14,2 no 44,2 rop.

5.3 Hoxniniuni nani mwono 6esmexu
JIOKIIIHIYHI TOCTIKeH S TOKCHYHOCTI TIOBTOPHUX 7103 1 (papMAKOIOTIIHHUX TOCTiKCHD Geameky Ha
liypax HE BHABUIM OCOONMBOI HeOE3NEKM [T TIofieil, 38 BUHATKOM HE3HAYHOIO, ajie 3HaYyHOro
CATypPETUYHOTO €(eKTy IpH J03aX HUKUE PCKOMEHI0BaHMX 14 manientis 3 OJIJI/JIBJL. Kpim TOrO,
3HaueHns pH ceui Ta BigHocna maca Hupox MBI BANHCS DU ONMPOMIHEHHSX, AKi BBAKAIICS
AOCTATHBLOIO MIPOIO, 1110 NEPEBHIIyE MaKCHMAIbHY €KCTIO3HLIIO Y JIFOMHMHH, 110 BKA3ye HA He3HAYHE
SHaYCHHS JUIS KIIIHIYHOTO 3aCTOCYBaHHS.
Hani 3 omy6uikoBanux pamux Mmoo acriaparinasu poONATh MyTarcHHHI{, KITaCTOTeHHMH Ta
KaHLCPOrCHHHH MOTEHIAN acaparinasi He3HAYHMIM.
AcnapariHasa ClpHYHHSIA 361TbIICHHS YaCTOTH Bad PO3BUTKY (y TOMY YHCIi Baj LEHTPATBHOT
HEPBOBOT CHCTEMH, CepuLs Ta KiCTKOBOI CuCTeMH) Ta 3arubeni mioga mpu J103ax, Akl nogibHi aGo
TNEPEBUINYIOTh PEKOMEH/10BaHI KIIiHIYHO (Ha O/l/mM26a3n) y psny BuziB, BKouaroqu MHUILLY, IIIypa Ta/
a0o Kpounka.

6 ®apManeBTHYHI aHi
6.1 Mepenix nomomizkunx pe4YoBUH

['miuun BP/USP
Bona s in'exniii BP/USP

6.2 HecymicnicTs
et nikapcekuit 3aci6 He MoxHa 3MIIIYBATH 3 IHITHMH TIKaPCHKUMH 3ac00amu, KpIiM 3a3HaYeHux

6.3 Tepmin npugaTaocri
24 micsmi

6.4 Ocobanei 3anobixni 3axomu npu 30epiranni 36epiratn IIpH  TeMIiepartypi
Hwkge 2°C 1 8°C. 3axumary Bix ceitna. He 3aMOPOXKYBATH.

6.5 Xapakrep Ta BmicT KOHTeiliHepa

L-acnaparinasa mns in’exuiii BUITYCKA€TbC y (IakoHi It omHOpazoBoro BUKOPHUCTAaHHS, IO
MICTHTB L-acnaprinazy 5000 MO/ 10000 MO/¢naxkos.

6.6 OcobauBi 3axonu 6e3mexu IpH yTHII3aNii Ta iHmux cnocoGax NOBOJKEHHS]
s po3unneHHs TIOPOIIKY 3,7 MII BOIM 114 iH’ €Kit 00€peKHO PO3MUITIOIOT Ha BHYTPINIHIO CTiHKY
¢nakona 3a normomororo 1H’ €KIifHOrO mmpuna (He posnuoiiTe 6esnocepeHE0 Ha MOpomok a60 B
HBOTO).

Posunnenns smicry nocsraerses TOBUILHUM IIepeBepTaHHIM (YHUKATH YyTBOpEHHS minu
BHACIIIOK CTpyIIyBaHHs). BinHOBIeHMi POSYHH MOX€ MaTH HEBEJIHKY ONalleCLEeHIIO.

by nb-sikuii HCBHKOPHCTaHUH NPONYKT abo Binxoau ciis YTHIII3yBaTH BifNOBiHO 10
MICUEBUX BUMOT

7 Biacuuk peecrpauiiinoro NMOCBixUeHHs1

8 Homep(n) peecTpauiiinoro gozeosy



9

Hara nepuoi aBropusanii/signosaeHus aBToOpu3aNii

10 Jara neperusiny rexery NA
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Summary of Product Characteristics for

L- ASPARGINASE FOR INJECTION 6666.67 IU/ml

1.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)
FEach vial contains

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

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

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

L-Asparaginase.............. .. 100001U

GlyeingBE. ..o con i 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

Adults 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 IU/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]
tfransaminases > 10 times ULN).

b

* 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.



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 X,
proteins C and S, antithrombin IIT [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

Asparaginase may induce hyperglycaemia as a consequence of decreased insulin production.
Additionally it may decrease insulin secretion from pancreatic B-cells and impair insulin receptor
function. The syndrome is generally self-limiting, However, in rare cases it can result in diabetic
ketoacidosis. Concomitant treatment with corticosteroids contributes to this effect. Serum and
urine glucose levels should be regularly monitored and managed as clinically indicated.

Antineoplastic agents

nephropathy.

Glucocorticoids

sufficiently safe in such clinical situation.

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

Recommended control 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



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

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

administered concomitantly. Therefore, vincristine should be given 3 to 24 hours before
administration of asparaginase in order to minimise 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 its
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

Vaccination

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

4.6 Fertility, pregnancy and lactation

Pregnancy

Women of childbearing potential/Contraception in males and females
Women of childbearing potential have to use effective contraception and avoid becoming



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 B




Rare Anaphylactic shock

N Secondary hypothyroidism
Endocrine disorders Very rare y Aypothy ’
hypoparathyroidism
v o Hyperglycaemia,
SHy pemg hypoalbuminaemia
C Hypoglycaemia, decreased
Metabolism and nutrition t ey appetite, weight loss
disorders = g i
eruricaemia,
Uncommon P ;
hyperammonaemia
Rare Diabetic ketoacidosis
C Depression, hallucination,
Psychiatric disorders Common r
confusion
Neurological signs and
symptoms including agitation,
Common dizziness and somnolence

Uncommon Headaches

Nervous system disorders

Ischaemic stroke, reversible
posterior Ieukoencephalopathy
Rare syndrome (RPLS), convulsion,
disturbances in consciousness
including coma

Very rare Tremor

Thrombosis especially
cavernous sinus thrombosis or
deep vein thrombosis,
haemorrhage

Vascular disorders Common

Diarrhoea, nausea, vomiting,

Very common abdominal pain

Common Acute pancreatitis

Haemorrhagic pancreatitis,
Rare necrotising pancreatitis,
parotitis

Gastrointestinal disorders

Pancreatitis with fata]
outcome, pancreatic
pseudocyst

Very rare




Hepatic failure with
potentially fatal outcome,
hepatic necrosis, cholestasis,
jaundice

Hepatobiliary disorders

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),

General disorders and
administration site conditions

Very common

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

Investigations

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

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 is 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 (Vgss) 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/l). Peak (Cpmax) 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+9.9h, 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 1U/ 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




