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Package leaflet: Information for the user

Oncaspar 750 U/ml

powder for solution for injection/infusion
pegaspargase

Read all of this leafiet carefully before you are given this medicine because it contains

important information for you.

= Keep this leaflet. You may need to read it again.

= If you have any further questions, ask your doctor.

= It you get any side effects, talk to your doctor. This includes any possible side effects not listed
in this leaflet. See section 4.

What is in this leaflet

1. What Oncaspar is and what it is used for

2. What you need to know before you are given Oncaspar
3. How Oncaspar is given

4, Possible side effects

5. How to store Oncaspar

6. Contents of the pack and other information

1. What Oncaspar is and what it is used for

Oncaspar contains pegaspargase, which is an enzyme (asparaginase) that breaks down asparagine,
an important building block of proteins without which cells cannot survive. Normal cells can make
asparagine for themselves, while some cancer cells cannot. Oncaspar lowers asparagine level

in blood cancer cells and stops the cancer cells growing.

Oncaspar is used to treat acute lymphoblastic leukaemia (ALL) in children from birth to 18 years
and in adults. ALL is a white blood cell cancer type in which certain immature white cells
(named lymphoblasts) start growing out of control thus preventing the production of functional
blood cells. Oncaspar is used together with other medicines.

2. What you need to know before you are given Oncaspar

Do not use Oncaspar:

— if you are allergic to pegaspargase or to any of the other ingredients of this medicine
(isted in section 6).

- if you have severe hepatic disease.

— if you have ever had pancreatitis.

- if you have ever had severe bleeding following asparaginase therapy.

= if you have ever had blood clots following asparaginase therapy.

Tell your doctor if any of these conditions apply to you. If you are the parent of a child who is being
treated with Oncaspar, please tell the doctor if any of them apoly to your child.

Warnings and precautions
Talk to your doctor before you are given Oncaspar. This medicine may not be suitable for 0 - <
~ if you have had serious allergic reactions to other forms of asparaginase, for exampllt;tu‘ y
flushing or swelling of the airways, because major allergic reactions to Oncaspar canogetlr.
= if'you suffer from a bleeding disorder or have had serious blood clots. '
= if'you get a fever. This medicine may make you more susceptible to infections.




— if you have had poor liver function or are using other medicines which may harm the liver.
When Oncaspar is used in combination with other cancer treatments, liver and central nervous
system damage can occur.

= if you suffer abdominal pain. Inflammation of the pancreas, that in some cases caused death,
can occur with Oncaspar treatment.

This medicine can lead to fluctuations in clotting factors and may increase the risk of bleeding
and/or clotting.

If you are the parent of a child being treated with Oncaspar, tell the doctor if any of the above
conditions apply to your child.

During treatment with Oncaspar
During Oncaspar administration you will be closely watched for an hour after the start of treatment
for any signs of serious allergic reactions.

Medical equipment to treat allergic reactions will be available nearby.

Blood and urine sugar levels, liver and pancreas function and other tests will be carried out regularly
to monitor your health during and after treatment because this medicine can affect your blood and
other organs.

Other medicines and Oncaspar

Tell your doctor if you are using, have recently used or might use any other medicines.

This is important as Oncaspar may increase the side effects of other medicines through its effect

on the liver which plays an important role in removing medicines from the body. In addition,

it is especially important to tell your doctor if you are also using any of the following medicines:

- immunisation with live vaccines within three months of completing your leukaemia treatment.
This will increase the risk of severe infections.

= vincristine, another cancer medicine. If used at the same time as Oncaspar there is an increased
risk of side effects or allergic reactions.

— medicines which reduce the blood’s ability to clot such as anticoagulants (e.q., coumnarin/warfarin
and heparin), dipyridamol, acetylsalicylic acid or non-steroidal anti-inflammatory medicines
(such as ibuprofen or naproxen). If used at the same time as Oncaspar, there is a higher risk
of bleeding disorders.

= medicines which require cell division for their effect, for example, methotrexate (a medicine used
for cancer as well as arthritis treatment) may have a decrease in its effect.

= prednisone, a steroid medicine. If used at the same time as Oncaspar, the effects on the clotting
ability of your blood are increased.

= cytarabine, a medicine which can be used in cancer treatment, and could interfere with the
effects of Oncaspar.

Oncaspar can also cause changes in liver function which can affect the way other medicines work.

Pregnancy and breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby,
ask your doctor for advice before using this medicine.

You should not use Oncaspar if you are pregnant because its effects during pregnancy have not
been studied. Your physician will decide whether your disease requires treatment. Women who are
able lo get pregnant must use reliable contraception during treatment, and for at least 6 months
after Oncaspar treatment has been discontinued. Oral contraception is not an effective method

of contraception while on treatment with Oncaspar. Ask your doctor for advice en the best
contraceptive method that you can use. Men must also use effective contraception while they
or their partners are being treated with Oncaspar.




Itis not known whether pegaspargase is excreted in breast milk. As a precautionary measure,
breast-feeding should be discontinued during treatment with Oncaspar and should not be
re-started until after treatment with Oncaspar has been discontinued.

Driving and using machines
Do not drive or use machines when using this medicine because it may make you feel drowsy,
tired or confused.

Oncaspar contains sodium
This medicine contains less than 1 mmol sodium per dose, that is to say essentially ‘sodium-free’.

3. How Oncaspar is given

Your treatment with Oncaspar has been prescribed by a doctor experienced in medicines used
to treat cancer. Your doctor will decide what dose of the medicine is needed and how often,
based on your age and body surface area which is calculated from your height and weight.

The medicine is given as a solution by injection into a muscle or, il more suitable, into a vein.

If you are given too much Oncaspar
As your doctor will administer the medicine, it is very unlikely you will be given more than
you need.

In the unlikely event of accidental overdose, you will be monitored carefully by medical staff
and treated appropriately.

If you have any further questions on the use of this medicine, ask your doctor.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious side effects
Tell your doctor immediately if you get any of the following side effects:

Very common (may affect more than 1 in 10 people)

~ Inflammation or other disorders of the pancreas (pancreatitis) causing severe stomach pain
which may spread to your back, vomiting, increase in blood sugar levels;

— Serious allergic reactions with symptoms such as rash, itching, swelling, hives, shortness
of breath, fast heart beat and drop in blood pressure;

- Blood clots;

— Fever with low counts of white blood cells.

Common (may affect up to 1 in 10 people)

— Severe bleeding or bruising:

= Violent shaking (seizures) and loss of consciousness;

- Severe infection with very high fever:

— Problems with your liver (e.g., change in colour of your skin or urine or stool and laboratory
results of elevated liver enzymes or bilirubin).

Rare (may affect up to 1 in 1,000 people)

- Liver failure;

- Jaundice;

- Blocked bile flow from the liver {cholestasis);
= Destruction of liver cells (liver cell necrosis).




Not known (frequency cannot be estimated from the available data)

- Severe skin reaction called toxic epidermal necrolysis,

- Loss of kidney function (e.g., change in urine output, swelling of feet and ankles);

= Stroke:

- Severe allergic reaction that may cause loss of consciousness and could be life-threatening
(anaphylactic shock).

Other side effects
Talk to your doctor if you get any of the following:

Very common (may affect more than 1 in 10 people)

- Changes in the function of the pancreas;

- Weight loss;

- Leg pain (which could be a symptom of thrombaosis), chest pain or shortness of breath
(which may be a symptom of blood clots in the lungs, called pulmonary embolism);

- Loss of appetite, general weakness, vomiting, diarrhoea, nausea,

= Increased blood sugar levels.

Common (may affect up to 1 in 10 people)

- Decreased number of red blood cells;

= Build-up of fluid in the stomach (ascites);

- Fever and flu-like symploms;

- Mouth sores;

= Back, joint or abdominal pain;

- High levels of fat and cholesterol in your blood; low potassium in your blood.

Rare (may affect up to 1 in 1,000 people)
- Reversible posterior leukoencephalopathy syndrome (RPLS), a syndrome characterised
by headache, confusion, seizures and visual loss which resolves after some time.

Not known (frequency cannot be estimated from the available data)

- Decreased number of white blood cells and platelets;

- Palpitations;

- Fever,

- Cysts in your pancreas, swelling of the salivary glands;

- High levels of urea in your blood; antibodies against Oncaspar; high levels of ammonia in your
blood; decreased blood sugar levels;

- Sleepiness, confusion, mild twitching of the fingers.

Reporting of side effects

If you get any side effects you think might be related to your chemotherapy, talk to your doctor.
This includes any possible side effects not listed in this leaflet.

You can also report side effects directly via:

Ireland

HPRA Pharmacovigilance

Website: www.hpra e

Malta

ADR reporting

Website:




5. How to store Oncaspar

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label and carton after EXP.
The expiry date refers to the last day of that month.

Store in a refrigerator (2°C-8°C).

Do not freeze.

After the medicine has been reconstituted and diluted, the solution should be used immediately.
It immediate use is not possible, the diluted solution can be stored at 2°C—8°C for up to 48 hours.

Do not use this medicine if you notice the reconstituted solution 1S cloudy or has visible particles.

Do not throw away any medicines via wastewater. Ask the pharmacist how to dispose of unused
medicines. These measures will help protect the environment.

6. Contents of the pack and other information

What Oncaspar contains
The active substance is pegaspargase. Each vial contains 3,750 U of pegaspargase.

After reconstitution, 1 ml of solution contains 750 U pegaspargase (750 U/ml).

The other ingredients are: disodium phosphate heptahydrate, sodium dinydrogen phosphate
mononydrate, sodium chioride, sucrose, sodium hydroxide (for pH adjustment), hydrochloric acid
{for pH adjustment) (see section 2 “Oncaspar contains sodium”).

What Oncaspar looks like and contents of the pack

Oncaspar is a white to off-white powder. After reconstitution, the solution is clear, colourless and
free from visible foreign particles.

Each pack contains 1 glass vial with 3,750 U pegaspargase.

Marketing Authorisation Holder
Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex — France

Manufacturer

Les Laboratoires Servier Industrie
905, route de Saran

45520 Gidy - France

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Ireland
Servier Laboratories (Ireland) Ltd.
Tel: + 353 (0)1 663 8110

Maita
V.J. Salomone Pharma Lt
Tel: +35621220174

This leaflet was last revised in November 2020
Detailed information on this medicine is available on the European Medicines Agency web site:

Ofto:/www ema europa ey,




The following information is intended for healthcare professionals only:

It is strongly recommended that every time Oncaspar is administered to a patient, the name and lot
number of the product are recorded in order to link the patient and the lot of the product.

In view of the unpredictability of adverse reactions, Oncaspar should be administered only by health
care personnel experienced in the use of cancer chemotherapeutic medicinal products.

Parlicularly in patients with known hypersensitivity to the other forms of L-asparaginase,
hypersensitivity reactions to Oncaspar can occur during the therapy, e.g., anaphylaxis.

A routine precaution is to observe the patients for an hour with resuscitation equipment and other
items required for the treatment of anaphylaxis in readiness (epinephrine, oxygen, intravenous
steroids etc.).

Patients should be informed ahout possible hypersensitivity reactions to Oncaspar, including
immediate anaphylaxis. Patients who receive Oncaspar are at increased risk of bleeding and
thrombotic disorders. It should be explained to patients that Oncaspar should not be used

at the same time as other medicines associated with an increased risk of bieeding

{see section 2 *Other medicines and Oncaspar™).

This medicinal product can cause irritation on contact. The powder must therefore be handled and
administered with particular care. Inhalation of the vapour and contact with the skin and mucosa,
particularly that of the eyes, must be avoided; if the product comes in contact with eyes, skin,

or mucous membranes, rinse immediately with plenty of water for at least 15 minutes.

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

Instructions on how to prepare, store and dispose of Oncaspar

Instructions for handling

1. Staff should be trained in how to handle and transfer the medicinal product
{pregnant staff should be excluded from working with this medicinal product).

2. Aseptic technique must be used.

3. Procedures for proper handling of antineoplastic agents should be observed.

4. The use of disposable gloves and protective garments is recommended when handling Oncaspar.

5. All items for administration or cleaning, including gloves, should be placed in high-risk waste
disposal bags for high-temperature incineration.

Reconstitution

1. 5.2 ml water for injections are injected into the vial using a syringe and 21 gauge needle.

2. The vial should be gently swirled until the powder is reconstituted.

3. After reconstitution, the solution should be clear, colourless and free from visible foreign
particles. Do not use if the reconstituted solution is cloudy or if a precipitate has formed.
Do not shake.

4. The solution should be used within 24 hours after reconstitution, when stored below 25°C.

Adminisirati
1. Parenteral medicinal products should be inspected for particulate matter prior to administration,
only a clear, colourless solution free from visible foreign particles should be used.
2. The medicinal product should be administered intravenously or intramuscularly.
The solution should be administered slowly.
For intramuscular injection, the volume should not exceed 2 ml in children and adolescents
and 3 ml in adults.
For intravenous administration, the reconstituted solution should be diluted in 100 ml sodium
chloride 9 mg/ml (0.9%) solution for injection or 5% glucose solution.
The diluted solution can be given over 1 to 2 hours together with an already-running infusion
of either sodium chloride 9 mg/ml (0.9%) solution or 5% glucose.

ylnesko f1:6.




Do ot infuse other medicinal products through the same intravenous line during administration
of Oncaspar.
After dilution, the solution should be used immediately. If immediate use is not possible,
the diluted solution can be stored at 2°C-8°C for up to 48 hours.
Disposal
Oncaspar is for single use only. Any unused medicinal product or waste material should be disposed
of in accordance with local requirements.

Further detailed information can be found in the SmPC.

Nyuwnexko J1.b.



Ilepexnag ykpaincbkoro MoBolo inHopmanii npo 3acTocyBaHHs
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JIncrok-praaaum: ingopmanis 11 nagienra
Oukacnap, n0powoK /15 po3yHHy A1 in'ekuiit/indysii 750 MO/ma
neracrnaprasa

YBaxHO npounTaiiTe Bech AaHMH JINCTOK-BKJIAIMII, NEPLI HiXK NOYATH 3ACTOCYBAHHS ULOIO 32C00Y,

OCKLIbKH BiH MiCTHTL Bax/uBY 115 Bac indopmaniro.

- 30epiraiite ueit 1ucTok-BKAaAMLL. MoXnBO, Bam 3Ha100MThCS npourTaTH HOTO 11Ie pas.

- Sxuo y Bac € Oy/1b-AKi MUTaHHSA, 3BEPHITLCS /10 CBOIO JIiKaps.

- Axkwo y Bac 3’aBasTecs Oy/ab-siki nodidni edektn, poskaxits npo ue jikapio. Lle ctocyerses Gyab-
AKMX MOMIIMBHMX MOOIUHMX e(eKTIB, AKi He BKa3aHi B LbOMY JUCTKY-BKiaauii. JIuB. posain 4.

I{o MicTHTHL AaHNH JTHCTOK-BKIAANIN

[l{o Take OHkacnap i A5 4OTO BiH 3aCTOCOBYEThCS

L.

2 Lo By maeTe 3naTH nepea TMM, K MovaTH 3acTocoByBaTi OHkacnap
3. Ak 3acrocoByBatu OHkacrnap

4. Mosugi noGiuni edextu

3. Sk 36epiratu OHkacnap

6. BmicT ynakoBkH Ta iHwIa iHhopMaliis

1. Illo Take Onkacnap i A/1s1 4Oro BiH 3aCTOCOBYE€THCH

Onkacnap micTuTh neracnapra3sy, fka € hepMEHTOM (acnaparina3soro), 1o po3LIEILTFOE acnaparin, BajIHBHI
OynisesnbHuid G0k 6UTKiB, 6e3 AKMX KJAITHHU HE MOXKYTb BHKHTH. HOpMasibHi KJIiTHHH MOXYTh BHPOGIATH
acriaparin uisi ceGe, B TOH 4ac K J1esKi pakoBi KIITHHH — Hi. OHKAcIap 3HWKYE piBEHb acrapariHy B pakoBHUX
KJITHHAX KPOBI I 3yMHHSAE 3pOCTAHHA PAKOBHMX KITiTHH.

Omnkacnap 3acTocoryeThesi /uisi JlikyBanHs roctporo Jimdobaactioro aeiikosy (I'JIJT) y aiteii Bikom Bix
Hapo/keHHA 110 18 pokis i gopocaux. [JIJT — Tvn paky 611X KPOB'SHUX KIITHH, IPU SKOMY JesKi He3pii
simMbounTu (mia HazBok J1iM(OOIACTH) MOYMHAIOTE GE3KOHTPOJILHO 3POCTATH, TAKMM YHHOM 3arobiraroum
BHPOO/IEHHIO (YHKUIOHAIBHUX KIITHH KPOBi. OHKACIIap BUKOPUCTOBYETHCS PA30M 3 IHIIMMH TiKAPCHKAMH
3acobamH.

2. Lllo Bu macTe 3uaTH nepe THM, K no4aTH 3acTocoByBaTH Oukacnap

He caix BaxopucroyBarn Oukacnap:

- aKuo Bu maeTe aneprito Ha neracnapra3y a6o 6y/1b-sKkuii iHIIMI KOMIIOHEHT LILOTO JIIKAPCHKOTO 3aC00y
(nepenideHUX y po3aiii 6).

- AK1o By MaeTe Badkke 3aXBOPHOBaHHS MEYiHKH.

- AKIO BH Ko/IM-HeOY1b MasT MaHKPEATHT.

- AKIIO By komu-Heby/1b Ma/M CHIIbHY KPOBOTEUY MiCJIs JIiKyBaHHS acrnapariHasolo.

- K10 y Bac kosin-uebyab yTBOpIOBajIMCE TPOMOM Mics TiKyBaHHS acnapariHa?,oro.




IMonepe:kenns Ta 3anobi:kHi 3ax01u

[lorosopirth 3i cBOiM Jikapem 10 Toro, sk nouHete 3actocysaHHs Oukacnapy. llei jikapcbkuii 3aci6 He

niaxoauts Bawm:

- AKIIO y Bac Oy cepio3Hi anepriydi peakuii Ha iHl GOpPMH acnapariHasd, HanpuKIaa, cBepOixk,
NPHIIMBH XKapy abo HaOpAK AUXaTbHHMX LIAXIB, OCKLIBKH ICHYE PU3MK PO3BMTKY CEPHO3HHX AllepridHUX
peaxuii Ha OHKacriap.

- AKWO y Bac nopyuienns sropranis kpoBi abo y Bac konu-He6yap OyB cepito3Huii THIT TpOMOO03Y.

- ko y Bac iuxomanka. Llel npenapat mosxe 3pooutk Bac Gitbiu cripuiiHSTAMBMM 10 iHGeEKIII.

- AKLO By MaeTe nopyuienHs GpyHKUIT neviHku abo BAKOPHCTOBYETE iHILI JTiKapChKi 3ac00M, SKi MOKYTh
nowkoauTu nevinky. Konn Oxkacniap BUKOPHCTOBYETHCS B MOEAHAHHI 3 [HIIOIO NPOTHPAKOBOIO
TEpaMi€ro, MOXKYTh BUHHKHYTH MOPYLIEHHS 3 GOKY MeUYiHKM Ta LEHTPaIbHOT HEPBOBOT CHCTEMH.

- SIKLLO BH cTpaxkaaeTe Bij 600 B xkuBoTi. [1ia wac nikyBanHs OHKacnapom Moxke BUHHKHYTH 3anajieHHs
MiLUTYHKOBOT 3a/103H, SIKe B IESKMX BHIAJKaX MOKe CIPUUMHUTH JIETAIbHUI HACTIIOK.

Lleii 3aci6 MosKe BHKIIMKATH KOIMBAHHS PIBHIB (DAKTOPIB 3ropTaHHs KPOBi | MOYKe 30i1b1INTH PU3NK KPOBOTEY]
Ta/abo yTBOpeHHs TPOMOIB.

Skuwo Bu € Gatbkamu 1UTHHM, sika oTpumye OHKacnap, MoeijoMTe Jikaps, AKIIO 1I0Ch 3 BHIIECKA3aHOTO
crocyeTsed Bawoi nutuHy.

Ilix wac gikyBanus Onkacnapom

[Tin vac Benenns Onkacriapy Bu OyieTe 3HaXOAMTHCH Mijl PETEBHUM CHOCTEPEKEHHAM NPOTATOM [OAMHU
MiC/Ist MOYATKY JiKYBaHHS 3 METOIO BUAB/ICHHS OY/b-SKHX 03HAK CePHO3ZHMX alepriunux peakuii. Mae Gytw
3abe3rneyeHui 10CTyN 10 MeJMUHOrO OOiaAHaHHA i 3aco6iB, MPU3HAYEHMX LTS KyNipyBaHHA alepriyHHX
peakuii.

JlonaTkoBi KOHTPOJIbHI aHATi3H

Iix yac Ta nicns nikysaHHs U1 KOHTPOIIIO Bawworo craHy 310pos’s Gy/yTh peryaspHO MPOBOAMTH aHATI3H
JUISl BU3HAYEHHS PIBHIB LYKpPY B KPOBI Ta cedi, aHATi31 3 METOO NepeBipKM QYHKLiH NeuiHKH Ta i Ty HKoBOT
3a/103H, @ TAKOXK iHLII aHANI3M, OCKINBKHM 1e# npenapar Mo)Ke BIUIHBATH HA KPOB Ta iHIIi OPraHu.

Inmi gikapebki 3aco6u Ta OHkacnap

[ToBinomre nikaps, skuio Bu npuiimacTe, HeoasHo npuiivanu abo nianyeTe npuiMary Oyib-siKi 1HLI JiKH.

[le nyxe BawmBo, ockinbku OHKAcIIap MOXKe MOCHINTH MOGIuHI eeKTH IHLIMX NiKapChKHUX 3ac0o0iB 3aBAAKHM

BIUIMBY Ha MEYIHKY, KA BiAirpac BaxJIMBY pO/ib Y BHBEIEHHI JikiB 3 opramiamy. KpiMm Toro, ocobamso

BaXUIMBO MOBIZIOMHTH JliKaps, KO BH Takoxk BUKOPHCTOBYETE Oy/Ab-AKMH 3 HACTYTHHX JiKapChbKUX 3aCO0iB:

- IMYHi3aUis JKUBUMH BaKLIMHAMM MPOTAIOM TPHOX MICALIB [1ic/1st 3aBePUIEHHS JiKyBaHHs Neiikosy. Lle
30U/IbLIY€E PU3MK BAHUKHEHHS iHPEKLiH TSHKKOro CTyneHs.

- BIHKDUCTHH, IHIIMA npoTupakosuit 3aci6. [lpu oaHouacHoMy 3acTocyBanHi 3 OHKacnapoMm 3pocrae
pu3uK nodivHKX edexrie abo anepriunux peaxiiii.

- JIIKapCbKi 3ac00M, SKi 3MEHIIYIOTh 3/1aTHICTB KPOBI [10 3rOPTAaHHS, TaKi IK aHTMKOATYJISHTH (HanpukiIaz,
Kymapun/BappapvH i renapuH), Iumipuaamos, aleTWICAlillMioBa Kuciota ab6o  HecTepoiHi
npoTH3anaikHi npenapaty (Taki sk idynpoden ado nanpokcen). [pu oHOYaCHOMY 3acTOCYBaHHI 3
Oxkacnapom 3pocTae pH3HK MOPYLICHHS 3rOPTAHHS KPOBI,

- JIKapehKi 3ac00M, WO [As 0CATHEHHS eeKTy BMMAraioTh LMTOKHHE3Y, HANpPHKIAL, MeToTpeKcar
(npenapar, o BUKOPUCTOBYETLCA K JUTA TiIKYBAHHS PAKy, Tak i /U1 J1iKyBaHHS apTpUTY), eheKTHBHICTD
AKHX MOKE 3MEHLIUTHC.

- Npe/iHi3oH, crepoianuii npenapar. ITpu oxHoYacHOMY 3acTocyBanHi 3 OHKACTAPOM 3pOCTAE BILTUB HA
3[aTHICTE KPOBI 10 3rOPTAHHS.

- unMTapabid, Jikapchkui 3aci®, AKMIl 3aCTOCOBYETHCH /IS JIIKYBaHHS paKy, MOXKe BIUIMBATH Ha
edexTHBHICTL OHKacnapy.

NiKapchKUX 3aco0iB.

BarituicTs Ta roayBauus rpyuio (2% p

.- 7 ult
Axuio By BaritHi abo roayere rpyamo, 1ymaete, 110 Mokere 6ym BaritHi abo nnauye;r > 3anir M, lepen
BUKOPMCTaHHSAM 1bOTO MpPEnapaTy 3BePHITLCS 32 [10PA/IO0 10 JIiKaps. ‘




He cnain 3actocosysaru Oukacnap, sikimo Bu BariTHi, OCKibkM HOro e(ekTH MiJ 4ac BariTHOCTI He
nocaiuKyBanuch. Baw nikap BupiwunTh, yn Bawe 3axsopiosanns notpebye nikysanns. JiHKH aiTopoaHoro
BiKY [OBMHHI BUKOPUCTOBYBATH Ha/ilHI METOM KOHTPALIENLIT MMi/1 4ac JIIKyBaHHS i MPOTATOM [IOHAWMEHILE
6 micauiB nicis npunuHeHHs NikyBanHs OnkacnapoM. [lepopalibHi KOHTpaUENTHBHI 3aC00H He € ehEKTHBHMM
METOZOM KOHTpauenuii mia yac jikyBaHHs OnkacmapoM. 3BEpHITbCA 10 JiKaps 3a peKoMeaallisiMH 1010
HAMKPALIOro J0CTYIIHOrO METOAY KOHTpauenuii. YodoBiKM TaKOXK MOBHHHI BUKOPUCTOBYBATH e(EKTHBHY
KOHTpALIENLLiI0, K110 BOHU 200 TX MapTHepKH 3acTocoByOTh OHKacnap.

Hesijiomo, uu notparuise neracnaprasa B rpyjaHe Mojoko. B akocTi 3ano6ixHoro 3axomy mij yac JiKyBaHHS
Onkacnapom He0OXiHO MPUIIMHUTH IPY/IHE BUTO0OBYBAHHS | HE BiJHOBJIFOBATH 10 3aBEPLICHHS JIiKYBaHHS
Onkacniapom.

31aTHICTL KepYBATH TPAHCIIOPTOM Ta NPALIOBATH 3 MEXaHI3MaMu
He ciin kepyBaTi TpaHCIOPTOM Ta MPALIIOBATH 3 MEXaHi3MaMM Mijl 4ac 3aCTOCYBAHHS LIbOTO TIPENapary,
OCKUIbKH LIe MOXKE BUIJTMKATH COHITHBICTB, BTOMJIIOBAHICTb ab0 CILTyTaHICTh CBIIOMOCTI.

Ounxacnap MicTHTBL HaTpii
Lleit stikapcekuii 3aci6 MiCTHTB MeHIIE | MMOJIL HATPIIO Ha /103y, TOOTO NPAKTHYHO BLTLHKH Bil HATPIIO.

3. Sk 3actocoByBaTnH OHKacnap

Jlikyanus Onkacrniapom OyJ10 npU3HayeHe JTiKapeM, sKWii Mae 10CBia y BAKOPMCTAHHI Mpenaparis uis
NiKyBaHHs paky. Jlikap BUPILIMTE, AKY 103y JiKapChKOro 3aco0y MPU3HAUMTH i 3 SKOIO YACTOTOIO, 3A/IEXKHO
BiJl BIKY | MJIOWLI OBEPXHI Tija, sIKa PO3PAXOBYETLCA 3 ypaxyBaHHam Bauoro pocrty i Baru.

Jlikapcbkuii 3aci6 BBOAMTBLCS LIAXOM iH €KLIT po3umHy y M’ 83 a0, KO Lie 6ibil J0LiTBHO, Y BEHY.

SIkmo Bu orpumaere 6iabmy 103y Onkacnapy
Ockinbku ikap 6yae seoautu Bawm 3aci6, naspsn 4u Bu orpumacete 6inbury 103y Onkacnapy Hix noTpi6HO
Bawm.

Bunankose nepeo3yBatHs MaIoHMOBIpHE, TOMY 1110 By 6yaeTe 3HaX0AMTHCh Mijl peTe/IbHUM
CMOCTEPEIKEHHAM MEAMYHOrO MEPCOHANY Ta OTPUMAETE HAJICHKHE JIKYBaHHS.

AKIO y Bac € 101aTKOBI MUTaHHS 11010 BUKOPUCTAHHS LILOrO 3ac00y, 3BEPHITLCSA 10 CBOTO JiKaps.
4. Moxaugi nodiuni epexrn

Sk 1 IHWi npenapary, ek Nikapchkuii 3acib Moxke BUKIMKATH 1106iuHi eheKTH, X04a BOHH BUHHKAIOTh HE B
KOKHOT JIFOJAMHH.

Cepiiosni nobiuni epexTn
Heraiino nosinomre cgoro jiikaps, skwo y Bac BuHyiKkHe Gy 1b-5Kkuil 3 HACTYNHUX N06iuHMX edekTiB:

Ayxe qacTi (MoKyTh BHHHKHYTH Giabuie Hix y oanici oco6un ma 10 1roaei)

- 3ananenns abo iHLIi po3nay MiULTYHKOBOT 321031 (TAHKPEATHT), L0 BUKJIMKAIOTb CHIBHMI Gilb y
JKMBOTI, SIKMH MOJKE MOIUMPIOBATHCS Ha CTIMHY, BUKIIMKATH GJ10BOTY, MiJABMILEHHS PiBHS LYKPY B
KpOBi;

: Cepiiosni anepriuni peakuii 3 TAKHMH CHMITTOMAMH, SK BUCHII, CBepOK, HABPAKM, KPOIUB’ SHKA,
3a/IMUIKA, PUCKOPeHE CepUeOMTTS | pi3Ke 3HWKEHHS apTepiabHOrO THCKY;

- Tpombu;

- JInxomanka 3 HU3bKMM piBHEM JICHKOLMTIB B KPOBI.

YacTi (MoKYTH BHHHKHYTH y oaHi€l ocobu na 10 soaeii)
- KposoTeua Ts>KKOTO cTyreHs abo yTROPEHHS CHHILIB;
- IHTeHCHBHE TPEMTIHHS (Cy/10MH) Ta BTpaTa CBiIOMOCTI;
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- Tsokki iHdexuii, ki CYNPOBO/UKYIOTBCS /1y7Ke€ BUCOKOIO TEMIIEPATYPOIO Tilla;
- [Nedinkosi npoGiiemu (Hanpukiaz, smina KOJIbOPY WIKipH, ceyi abo Kay, MiABMIICHHS piBHIB
MEYiHKOBUX (pepMeHTIB um OinipyGiHy, mixTBepIKEHE pe3ybTaTamMu J1abopaTOpPHUX aHaI3IB).

Piako nomupeni (voxyrn BHHUKHYTH y 0HicT ocodn na 1 000 sroaeii)
- [ledinkoBa HegocTaTHICTS,

- HKoeranuus;

- Hopywenus BixToky o0Bui 3 nedinku (xonecras);

- PylinyBanus kiitun nevinku (HEKPO3 KAiTHH neuinkum).

Yacrora HeBizoma (4acTora He MoxKe OyTH BCTAHOB./ICHA HA NIACTABI HASBHHX JAHHX)

- IIKipHa peakLiist THKKOrO CTYIMEHS i1 HA3BOK TOKCUUHME eniIepMAILHUI HEKpPOTi3;

- [opywenns dynkuii nupox (Hanpuknan, 3misa obeary ceui, wo BULISETbCS, HAbpak cron i
LUIHKOJIOTOK);

- [ncynbr;

- Tsoxki anepriuni peakuii, wo MOXKYTb OYTH MPHYHHOIO BTPATH CBIIOMOCTI 260 MOXKYTb OYTH 3arpo3oio
KHTTIO (aHADITAKTHYHMIA WIOK).

Inwi nobiuni edpexrn
[Torosopits 3i cBoiM ikapem, skio y Bac sunukne Oyab-skuit 3 HacTynHux CHTYallii:

Hyxe wacri (MoxkyTH BHHHKHYTH bislbmie HiXK y oaniei oco6n na 10 Jozeii)

- 3MiHa GyHKUIT M AUTYHKOBOT 32/103H;

- Brpara Baru;

- binb y Horax (sikuit Moxe Gyt cumnToMoMm Tpomb0o3y), Gtk y rpyasx a6o saxmumka (1o Moske Oytn
MPOSBOM HAABHOCTI TPOMOIB y JIEreHsIX, CTAHY [1i/l HA3BOIO JlereHesa emboutis);

- Brpara anerury, saranbua cnabkicrs, GmoBoTa, Aiapes, HynOTa;

- IlixBrinenns piens uykpy B kposi.

Hacri (MoKyTH BHHHKHYTH ¥ 0Hi€T 0coGH Ha 10 JIo/1ei)

- 3HWKEHHS Ki/IbKOCTI €PUTPOLIHTIE;

- Hakonuuenns pigunu B WIJTYHKY (acuuT);

- Jlnxomanka Ta rpunononiGui cummromu:

- YTBOpeHHs Bupa3ok B pori;

- binb y cnuni, cyrno6i a6o xusori:

- Bucoxi pieni supy i xonectepuny B KPOBI; HM3bKHIT BMICT KaJlito B KpOBi.

Piako nommupeni (moxyrn BHHHKHYTH y O1Hi€T ocodn na 1 000 Jiroaeii)
- Cuuapom 0GOpOTHOT 3agHBOT nevikoeHuedanonarii (CO3JT), o3HAKAMH SKOrO € TOJOBHM OiJb,
CIUIYTaHICTb CBIZIOMOCTI, CY10MH i BTpaTa 30py, sKi 3HUKAIOTh uepes AesKHii uac.

Yacrora Hesizoma (uacrora He Moxe OyTH BCTaHOBJ/IEHA HA MiACTABI HASIBHAX JAHHX)

- 3HMIKEHHSA KITLKOCTI JICHKOLMTIR Ta TPOMOOLIHUTIB;

- [lpuckopene cepueburrs:

- JInxomanka;

- Kictu B miauutynkosiit 3amoai, HaOpsK CAMHHMX 3a/103;

- Bucokuii pisens ceyounu B KpOBi; aHTWTIna 10 OHKacnapy; BHCOKMIA PIBEHb aMiaKy B KpOBi;
3HWKCHHS PIBHSA LYKPY B KPOBI;

- ConnusicTe, crulyTanicTs cBigOMOCTI, erke MOCMMKYBAaHHSA MAJbLIB.

Moginomaenus npo noGiuni edexrn
Sxuo y Bac 3’ssastees no6iuni eexTH, sKi, 32 BALIOW 1yMKOIO, MOKYTh OyTH MOB's3aHI 3-x1VioTepanico,
PO3KaXKiTh Mpo Le cBoemy Jikapro. le CTOCYETCA Oyab-akuX nobiunux edexris, H@éﬁ&%&uﬁ qgﬁ)m
JMCTKY-BKJIaauLUi. By Takoxk MoxkeTe nosigoMuTy 1po noGi4ui epextn Gesnocepenby qg’:p/éiaf:/ D
Ipaanais fi5+/ ‘
HPRA Pharmacovigilance

Caiir: www.hpra.ic
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MaJabTa
ADR reporting
CaiiT: www.medicinesauthority.gov.mt/adrportal.

[osinomastoun npo nobiuni edexrn Bu gonomaraere 36upantio indopmatlii 3 6e3neku UBOro AiKapchbKOro
3aco0y.

. Hx 36epiratu Oukacnap
30epiraiite ueit JlikapcbKHit 3aCi0 B MiCUSIX, HEJOCTYITHUX 18 JiTei.

He BuxopucToByiite ueki 3acié micis JaTv 3aBeplieHHs TepMiHy NPUAATHOCTI, BKA3AHOI HA €THKETLI T4 HA
KapToHHIA KkopoOui nicas nosnauku «EXPy». Jlata 3aBepuieHHs TepMmiHy MpPHMAATHOCTI BIAHOCHTBCS 0
OCTaHHBOIO JIHS LIbOTO MiCHIIA.

36epiratu B X010aKIbHHKY (2°C-8°C).
He 3amoposkyBarth.

[Ticsist BiiHOBAEHHS Ta PO3BE/IEHHS J1IKapCLKOro 3aco0y ¢/1ij1 HeraHO BUKOPMCTATH PO3UMH. SKUIO HeraiiHe
BHKOPHCTaHH:A HEMOXKITMBE, PO3BE/ICHHI PO3YMH MOKHa 30epiratu 10 48 roaun npu temneparypi 2°C-8°C.

He BukopucroByiiTe Lieit npenapar, skumo Bu nmoMiTwid, wo BigHOBIEHHH PO34HH MYTHHI ab0 MICTHTB
BUIMMI YACTKH.

He Bukunaiite sxoui 3anumky 1asoro npenapary y criuni soau. Crnuraiite hapMalesTa, sKAM YHHOM CITijL
YTHITI3yBaTH HEBUKOPHUCTaHI JTikapehki 3acoGu. Lli 3aX0/11 10MOMOXKYTh 3aXHCTHTH HABKOTHUIIIHE CEPEIOBHULILE.

6. BumicT ynakosku Ta inma indgopmanis

o micTuTe OHKacnap

Hirouoto peuosnnoto Onkacriapy € neracnaprasa. Koxen daakon micturs 3750 MO neracraprasi.

Ilicas sigHOBNeHHS , | M po3uHHY MicTuTs 750 MO neracnaprasu (750 MO/mn).

[HIIMMH HrpelieHTaMu €: HaTpilo nnpoq)occbaT rerrariapat (uriapar), Hatpito auriapogocdary, aurigpar,
HaTpil0 XJIOPU, caxaposa, HanII-O rigpokcua (Juis perysoBanus pH), kuciaora xjaopucrtoBogHeBa (s
perymoBants pH) (amB. po3ain 2 «Oukacnap MicTHTb HaTpik»).

SIk Burasaae OHkacnap Ta BMicT yNnakoBKH

Onkacnap e nopomox Gioro um maibke Gioro koabopy. Ilicas BiaHOBIEHHS PO34HMH € MPO30PHM Ta
Ge30apBHUM i HE MICTHUTb BUAMMHX CTOPOHHIX YacTOK.

Koxna ynakoska mictuTh 1 ckiisinmii drakon 3 3 750 MO neracnaprasi.

Baacuuk peectpauniiinoro nocsituenns
Jle JlaGopatyap Ceps'e

50, pro Kapno

92284 Cropen cenekc

DOpaHuis

Bupobuunk

Jlaboparopii Ceps'e Inaactpi
905 pyt ne Capan

45520 XKuni

@panitis

Jlns otpumanns noaatkoroi indopmarii npo uei nikapebkuit 3aci6 3BepHiTHC 10 vucquero np
BJIACHHKA PEECTPALIHHOIO MOCBIIYEHHS : / /

MEPEKTAL BIPHA|

flymmerks 1.5



Ipaanain
Ceps'e Jlaboparopi3s (Ipaanais) Jlta.
Ten.: + 353 (0)1 663 8110

Maabra
Bi. Jlxi. Canomon @apma Jlta
Ten.;: +356 21 22 01 74

Ileii iucTok-BrAaAHm Gy/10 BoCcTaHHE neperasnyTo y ancronai 2020 p.

Heranbha indopmauis npo uei nikapcbkuii 3aci® MicTuTbes Ha BeG-caiiTi €BpONechKOro areHTCTBa 3
JiKapcLKMX 3ac00iB: http:/www.ema.europa.eu.

Hapenena nnxue indopmanis npusnayena aume 115 MeIMUHUX NPANIBHAKIB:

HacriiiHo pexomenyeThes mopasy, koan OHKacnap BBOAMTBLCA MALliEHTY, 3aMMCyBaTH iM's Ta HOMep cepil
npenapary, wob MaTH 3B'A30K MikK NaLiCHTOM | Cepiero JiKapchbkoro 3acofy.

Yepes HenependauysaHicTh nobiunKX peakuiii OHKacnap Mae BBOAMTH JIHIIE MEAYHUI EPCOHA, KUl Mae
JOCBIl y BUKOPHCTaHHI XiMiOTEpareBTHYHNX IPOTHPAKOBHX JIKapChKUX 3aC0BiB.

Oco6mmeo y naitieHTiB 3 BIIOMOIO rinepuyTIMBicTIO 10 iHwmMx (opm L-acnaparinazu, mix uac Tepanii MoKy Th
BUHUKATH peakuii rinepuytivBocti 1o OHKacriapy, Hanpukiazn, anadinakcis. PyTHHHHM 3anobixkHHM
32XO/IOM € CIOCTEPeXKEHHS 32 MAUIEHTAMH NPOTATOM FOJAMHH 32 HAasBHOCTI 10CTYMy [0 peaHimaliiHoro
objaaHaHHs Ta iHWMX 3aco0iB, HEOOXiAHMX /18 JiKyBaHHS aHadinakcii (agpeHaniny, KHCHIO,
BHYTPILIHBOBEHHHX KOPTHKOCTEPOI/IIB TOLIO).

Cnin noinopmysaru nauicHTis npo MoxkMBi peakuii rinepayTaMBocTi 10 OHKACTapy, BKIKOYAIOHH PAIITOBY
anaginakcito. TlauienTn, siki OTPUMYIOTH OHKaCl'lap, MiaThCs  MiABUILEHOMY pPH3MKY KpOBOTEY |
TpoMOOTHYHUX po3azis. Cilit noscHUTH nauienTam, o OHKACHap He MOYHA 3aCTOCOBYBATH OHOYACHO 3
IHIIMMH JiIKAPCHKAMU 3ac00aMH, TIOB'S3aHUMH 3 TNIBUILEHAM PH3MKOM KPOBOTEY (IuB. po3ain 2 «IHuii
nikapebki 3acobu Ta OHkacnapy).

Y pasi KOHTaKTY el JlikapchKuii 3aci6 Moxke BUKIMKATH noapasHenns. Tomy MOPOLIOK ¢ij 00pobsTH i
BBOJIMTH 3 0CO0/MBOIO 00epexkHicTio. HeoOXiHO yHMKAaTH BAMXaHHS MApiB i KOHTAKTY 3i IIKIpOIO Ta
CJH30BOIO 00OIOHKOK, 0COD/IMBO O4eil; y pasi KOHTAaKTy Mperiapaty 3 O4MMa, LIKipow afo c1u30BMMH
000JIOHKAMH CJTi/l HEralHO NMPOMMTH ypakeHe MIClle BEJIMKOK KiIBKICTIO BOJM NPOTAroM mpuHaiiMHi 15
XBHJIMH.

By}lb -IKU I HGBHKOPHCTEHHH J'IlKapCl:KHH 3acid abo 3a/1MIIKK MaTepla.ny MarTb 6yTIfI yTHJIBOBaHI Bl,L'l]'IOBl,lIHO
a0 MICI.ICBMX BHUMOI'.

Incrpyxuii 3 npurorysanns, 36epiranns ta yruaizanii Oukacnapy
[HCTPYKLIT 3 NOBOXKEHHS 3 JTIKAPCHKHM 3aC000M

... [lepconan mae mpo#iTh HayaHHs LIO0 METOIB MOBOIKEHHS 3 JIKAPCLKUM 3aCO00M Ta HOro
[EPEHECEHHS (CJIi/I BUK/IIOYATH BAriTHUX CHIBPODITHHI BiA POGOTH 3 LIMM JiIKapChbKMM 3ac060M).

2. HeoOxiaHO BUKOPHCTOBYBATH aCENTHYHHMIA METOI.

3 Cnin AOTPUMYBATHCD MPOLEYP HAICIKHOTO MOBO/IKEHHS 3 AHTHHEOMIACTUYHHMH 3aC00aMH.

4. [Tpu nosowkenni 3 OHKacnapom PeKOMEH1Y€EThCS BAKOPHCTAHHS OHOPA30BHX PYKaBMYOK 1 3aXMCHOTO
onsry. TR il

5.

CrajilOBaHHA.

NEPEKNAL BIPHUB™.
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BiiHoB1eHHS

I
2
3

5,2 MJ1 BOAM [U1A iH'eKLii BBOASTS Y (11aKkoH 3a 10MOMOrok WINPHLA | FoJIKH Kanibpom 21.

Gaakon cniin obepeskHo obepTaTh 10 po3BeaCHHS MOPOLIKY.

[Ticas innosnenns, posumn mae Gyt pO30pHUM Ta 0e30apBHUM i HE MICTHTH BHAHMHX CTOPOHHIX
yactok. He cnig BukopucTOBYBaTH BiHOBIESHHMIT PO34MH, SAKIIO BIH MyTHHH a00 micTuTh ocan. He
CTPYLIYBaTH.

Po3unn crin eukopucrosyratn nportsrom 24 roaun micis BIZHOBJICHHA 3a YMOBM 30epiraHHs npu
Temneparypi Hukuve 25°C,

BeeieHns aikapebkoro 3acoby

1.

[lepen BBeneHHAM napentepasbHi JHKAPChKi 3aC00M HEOOXIHO NMEPERIPATH HA HASBHICTH MEXaHIYHUX
BKJIIOYEHb | BMKOPHCTOBYBATH Ti/lbKH MPO30puid Oe30apBHMI PO3YMH, 1110 HE MICTHTH BHINMMX
CTOPOHHIX YaCTOK.

2. Jlikapcbkuii 3aci6 npusHavennii auie s BHYTPILUIHLOBEHHOTO YK BHYTPillIHbOM'S30BOI0 BBEACHHS.
Po34un cain BBOaMTH noBiIbHO.
llpu BHyTpitHbOM'530BOMY 3aCTOCYBaHHI 00'€M BBEAEHHS He Mae NepeBruULyBaTH 2 M Yy JiTei Ta
MANITKIB i 3 M1 y Jopocsiux.
JU1s BHYTPIlIHEOBEHHOrO BBEEHHS BiHOBICHMIL PO3uMH citia posectd B 100 M1 posumny HaTpir
XJopHay s in'ekuii 9 mr/ma (0,9 %) aGo 5 %-HOMY PO3UYMHI [IIOKO3H.
Po3senennii po3unn MoxkHa BBOAMTH npotarom 1-2 roann pasom 3 indy3sieto pozumny XJIOpHJLY HaTPiko
9 mr/mi (0,9 %) abo 5%-Horo PO3HHHY IIIOKO3H, AKa BKE BBOAMTHCA. [1in uac BBeeHHS Onkacnapy
HE CJlil BBOJMTH iHIIi Jikapchki 3aco6M 3a JOMOMOrow Tiei camoi BHYTPILIHBOBEHHOI iH(Y3ifiHOT
CHCTEMH.
[licns possenenns nikapebkoro 3aco0y caia HeraiHO BWKOpMCTaTH po3unH. SIKWO Heraiime
BMKOPHCTAHHA HEMOXK/IMBE, PO3BEACHHH PO3UMH MOkKHA 36epirati 10 48 romuu npu Temneparypi
2°C-8°C.

Yrunizauis

Owukacnap npusHaueHuii auie AJis 0HOPa30BOrO 3aCTOCYBaHHA. by/b-skuil HeBUKOpHCTaHMit TiKapehKuMii
3aci6 abo 3anMuIKK Matepiany MaloTh OyTH yTHITi30BaHi BI/INOBIHO 0 MICLIEBMX BUMOT.
Honatkosa sietasibHa inopmatiis 3naxonuThCs B Kopotkiii xapakrepuctuui nikapeskoro 3aco0y (SmPC).

EPEKNAR BIPHWMA]
o Nywnerko /.57
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1. NAME OF THE MEDICINAL PRODUCT

Oncaspar 750 U/ml powder for solution for injection/infusion.

2, QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 3,750 Units (U)** of pegaspargase*.
After reconstitution, 1 ml of solution contains 750 U pegaspargase (750 U/ml).

* The active substance is a covalent conjugate of Escherichia coli-derived L.-asparaginase with
monomethoxypolyethylene glycol

**One unit is defined as the quantity of enzyme required to liberate 1 umol ammonia per minute at
pH 7.3 and 37°C

The potency of this medicinal product should not be compared to the one of another pegylated or
non-pegylated protein of the same therapeutic class. For more information, see section 5.1.

For the full list of excipients, see section 6.1.

%} PHARMACEUTICAL FORM

Powder for solution for injection/infusion.
White to off-white powder.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Oncaspar is indicated as a component of antineoplastic combination therapy in acute lymphoblastic
leukaemia (ALL) in paediatric patients from birth to 18 years, and adult patients.

4.2  Posology and method of administration

Oncaspar should be prescribed and administered by physicians and/or health care personnel
experienced in the use of antineoplastic products. It should only be given in a hospital setting where
appropriate resuscitation equipment is available. Patients should be closely monitored for any adverse
reactions throughout the administration period (see section 4.4).

Posology

Oncaspar is usually administered as part of combination chemotherapy protocols with other
antineoplastic agents (see also section 4.5).

Paediatric patients and adults <21 years
The recommended dose in patients with a body surface area (BSA) >0.6 m? and who are <21 years of
age is 2,500 U of pegaspargase (equivalent to 3.3 ml Oncaspar)/m? body surface area every 14 days.

Children with a body surface area <0.6 m? should receive 82.5 U of pegaspargase (equwalent to
Oncaspar)/’kg body weight every 14 days. ,

7 TylneHko b.



Adulis >21 years
Unless otherwise prescribed, the recommended posology in adults aged >21 years is 2,000 U of

pegaspargase (equivalent to 2.67 ml Oncaspar)/m’ body surface area every 14 days.

Treatment may be monitored based on the trough serum asparaginase activity measured before the
next administration of pegaspargase. If asparaginase activity values fail to reach target levels, a switch
to a different asparaginase preparation could be considered (see section 4.4).

Special populations

Renal impairment

As pegaspargase is a protein with a high molecular weight, it is not excreted renally. and no dose
adjustment is necessary in patients with renal impairment.

Hepatic impairment
No dose adjustment is necessary in patients with hepatic impairment.

Elderly
There are limited data available for patients older than 65 years.

Method of administration

Oncaspar can be given by intramuscular (IM) injection or intravenous (IV) infusion.

For smaller volumes, the preferred route of administration is intramuscular. When Oncaspar is given
by intramuscular injection the volume injected at one site should not exceed 2 ml in children and
adolescents and 3 ml in adults. If a higher volume is given, the dose should be divided and given at
several injection sites.

Intravenous infusion of Oncaspar is usually given over a period of 1 to 2 hours in 100 ml sodium
chloride 9 mg/ml (0.9%) solution for injection or 5% glucose solution.

The diluted solution can be given together with an already-running infusion of either sodium chloride
9 mg/ml or 5% glucose. Do not infuse other medicinal products through the same intravenous line
during administration of Oncaspar.

For instructions on reconstitution and dilution of this medicinal product before administration, see
section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

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

History of serious thrombosis with prior L-asparaginase therapy.

History of pancreatitis, including pancreatitis related to previous L-asparaginase therapy (see

section 4.4).

History of serious haemorrhagic events with prior L-asparaginase therapy (see section 4.4).

4.4 Special warnings and precautions for use

Traceability
In order to improve the traceability of biological medicinal products, the name and the batch number .
of the administered product should be clearly recorded. £TB
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Asparaginase antibodies

The presence of anti-asparaginase antibodies may be associated with low asparaginase activity levels
due to potential neutralising activity of these antibodies. In such cases, a switch to a different
asparaginase preparation should be considered.

Measurement of the asparaginase activity level in serum or plasma may be undertaken in order to rule
out an accelerated reduction of asparaginase activity.

Hypersensitivity

Hypersensitivity reactions to pegaspargase. including life-threatening anaphylaxis, can occur during
therapy, including in patients with known hypersensitivity to E. coli derived asparaginase
formulations. Other hypersensitivity reactions can include angioedema, lip swelling, eye swelling,
erythema, decreased blood pressure, bronchospasm, dyspnoea, pruritus and rash (see sections 4.3
and 4.8).

As a routine precautionary measure, the patient should be monitored for an hour after administration;
resuscitation equipment and other appropriate means for the treatment of anaphylaxis should be
available (epinephrine, oxygen, intravenous steroids, etc.). Oncaspar should be discontinued in
patients with serious hypersensitivity reactions (see sections 4.3 and 4.8). Depending on the severity of
the symptoms, administration of antihistamines, corticosteroids and vasopressors may be indicated as
a counter-measure.

Pancreatic effects
Pancreatitis, including haemorrhagic or necrotising pancreatitis with fatal outcomes, has been reported
in patients receiving Oncaspar (see section 4.8).

Patients should be informed of the signs and symptoms of pancreatitis which, if left untreated, could
become fatal.

If pancreatitis is suspected, Oncaspar should be discontinued; if pancreatitis is confirmed, Oncaspar
should not be restarted.

Serum amylase and/or lipase levels should be monitored frequently to identify early signs of
pancreatic inflammation. Blood glucose levels should be monitored, as impaired glucose tolerance
may occur with concomitant use of Oncaspar with prednisone.

Coagulopathy

Serious thrombotic events, including sagittal sinus thrombosis can occur in patients receiving
pegaspargase (see section 4.8). Oncaspar should be discontinued in patients with serious thrombotic
events.

Increased prothrombin time (PT), increased partial thromboplastin time (PTT), and
hypofibrinogenaemia can occur in patients receiving pegaspargase. Coagulation parameters should be
monitored at baseline and periodically during and after treatment, particularly when other medicinal
products with anticoagulant effects (such as acetylsalicylic acid and non-steroidal anti-inflammatory
medicinal products) are used simultaneously (see section 4.5), or when concomitant chemotherapy
regimen including methotrexate, daunorubicin, corticosteroids is administered. When there is a
marked decrease in fibrinogen or antithrombin I11 (ATIII) deficiency, consider appropriate
replacement therapy.

Hepatic effects

Combination therapy with Oncaspar and other hepatotoxic products can result in severe hepatic
toxicity. =
Caution is required when Oncaspar is given in combination with hepatotoxic products, especially 3 .
there is pre-existing hepatic impairment. Patients should be monitored for changes in liver functigff
parameters.
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There may be an increased risk of hepatotoxicity in Philadelphia chromosome positive patients, for
whom treatment with tyrosine kinase inhibitors (e.g., imatinib) is combined with L-asparaginase
therapy. This should be taken into account when considering the use of Oncaspar in these patient
populations.

Due to the risk of hyperbilirubinaemia, it is recommended to monitor bilirubin levels at baseline and
prior to each dose.

Central nervous system effects
Combination therapy with Oncaspar can result in central nervous system toxicity. Cases of

encephalopathy (including reversible posterior leukoencephalopathy syndrome) have been reported
(see section 4.8).

Oncaspar may cause central nervous system signs and symptoms manifesting as somnolence,
confusion, convulsions. Patients should be closely monitored for such symptoms, especially if
Oncaspar is used in association with neurotoxic products (such as vincristine and methotrexate; see
section 4.5),

Myelosuppression

Pegaspargase may cause myelosuppression, either directly or indirectly (by altering myelosuppressive
effects of other agents such as methotrexate or 6-mercaptopurine). Therefore, use of Oncaspar could
increase the risk of infections.

The decrease in the number of circulating lymphoblasts is often quite marked, and normal or too low
leukocyte counts are often seen in the first days after the start of therapy. This can be associated with a
marked rise in the serum uric acid level. Uric acid nephropathy may develop. To monitor the
therapeutic effect, the peripheral blood count and the patient’s bone marrow should be monitored
closely.

Hyperammonaemia
Asparaginase facilitates the rapid conversion of asparagine and glutamine to aspartic acid and
glutamic acid, with ammonia as the shared by-product of both reactions (see section 5.1). Intravenous

administration of asparaginase may therefore cause serum levels of ammonia to rise sharply following
administration.

The symptoms of hyperammonaemia are often transient in nature and can include: nausea, vomiting,
headache, dizziness and rash. In severe cases, encephalopathy can develop with or without hepatic
impairment, especially in older adults, which can be life-threatening or fatal. If symptoms of
hyperammonaemia exist, ammonia levels should be monitored closely.

Contraception
Effective non-oral method of contraception must be used during Oncaspar treatment and for at

least 6 months after Oncaspar discontinuation. Since an indirect interaction between the oral
contraceptives and pegaspargase cannot be ruled out, the use of oral contraception is not considered an
acceptable method of contraception (see sections 4.5 and 4.6).

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say, essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

The decrease in serum proteins caused by pegaspargase can increase the toxicity of other medici_nﬁj_, 2
products that are protein bound. Y i

20

Nai#



In addition, by inhibiting protein synthesis and cell division, pegaspargase can disturb the mechanism
of action of other substances which require cell division for their effect, e.g., methotrexate.
Methotrexate and cytarabine can interact differently with Oncaspar: their prior administration can
increase the action of pegaspargase synergistically. If these substances are given subsequently, the
effect of pegaspargase can be weakened antagonistically.

Pegaspargase can interfere with metabolism and clearance of other medicinal products, based on its
effects on protein synthesis and hepatic function, as well as from its combined use with other
chemotherapy products known to interact with CYP enzymes.

The use of Oncaspar can lead to fluctuation in coagulation factors. This can promote the tendency to
bleeding and/or thrombosis. Caution is therefore needed when anticoagulants such as coumarin,
heparin, dipyridamole, acetylsalicylic acid or non-steroidal anti-inflammatory medicinal products are
given concomitantly, or when concomitant chemotherapy regimen including methotrexate,
daunorubicin, corticosteroids is administered.

When glucocorticoids (e.g., prednisone) and pegaspargase are given at the same time, alterations in
coagulation parameters (e.g., fall in fibrinogen and antithrombin III deficiency, ATIII) can be more
pronounced.

Immediately preceding or simultaneous treatment with vincristine can increase the toxicity of
pegaspargase. Administration of Oncaspar before vincristine may increase the neurotoxicity of
vincristine. Therefore, vincristine should be given at least 12 hours prior to administration of Oncaspar
in order to minimise toxicity.

An indirect interaction cannot be ruled out between pegaspargase and oral contraceptives due to
pegaspargase hepatotoxicity that may impair the hepatic clearance of oral contraceptives. Therefore,
the concomitant use of Oncaspar with oral contraceptives is not recommended. Another method than
oral contraception should be used in women of childbearing potential (see sections 4.4 and 4.6).

Simultaneous vaccination with live vaccines may increase the risk of severe infections attributable to
the immunosuppressive activity of pegaspargase, the presence of the underlying disease and
combination chemotherapy (see section 4.4). Vaccination with live vaccines should therefore be given
no earlier than 3 months after termination of the entire antileukaemic treatment.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Men and women should use effective contraception during treatment and for at least 6 months after
Oncaspar discontinuation. Since an indirect interaction between oral contraceptives and pegaspargase
cannot be ruled out , oral contraceptives are not considered sufficiently safe in such clinical situation.
A method other than oral contraception should be used in women of childbearing potential (see
sections 4.4 and 4.5).

Pregnancy

There are limited data on the use of L-asparaginase and no data on the use of Oncaspar in pregnant
women. No reproduction studies in animals with pegaspargase were performed but studies in animals
with L-asparaginase have shown teratogenicity (see section 5.3). Therefore and due to its
pharmacological properties. Oncaspar should not be used during pregnancy unless the clinical
conditions of the woman require treatment with pegaspargase.

Breast-feeding mman
It is not known whether pegaspargase is excreted in breast milk. Based on its pharmacological”™

properties, any risk to the breast-fed newborns/infants cannot be excluded. As a precautiorary, measure
breast-feeding should be discontinued during treatment with Oncaspar and should not b¢ restarted
until after discontinuation of Oncaspar.
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Fertility

No studies investigating the effect of pegaspargase on fertility have been performed.

4.7  Effects on ability to drive and use machines

Oncaspar has a major influence on the ability to drive and use machines. The following adverse
reactions have been reported in patients treated with Oncaspar along with other chemotherapy
medicinal products: somnolence, confusion, dizziness, syncope, seizure.

Patients should be advised not to drive or operate machines while receiving Oncaspar if they
experience these or other adverse reactions which can impair their ability to drive or operate machines

(see section 4.4).

4.8 Undesirable effects

Summary of the safety profile

The adverse reactions described in this section are derived from studies data and post-marketing
experience of Oncaspar in ALL patients. The safety profile is based on randomised, controlled,
prospective, open label multicentre studies using Oncaspar at a dose of 2500 U/m” administered
intravenously as a comparative treatment (studies DFCI 11-001 and AALLO7P4). In addition,
Oncaspar studies using the intramuscular route of administration (studies CCG-1962 and CCG-1991)
were also considered to determine the safety profile (see section 5.1).

The most common adverse reactions with Oncaspar (observed in at least 2 studies with a frequency of
>10%) included: alanine aminotransferase increased, aspartate aminotransferase increased, blood
bilirubin increased, activated partial thromboplastin time prolonged, hypertriglyceridaemia,
hyperglycaemia, and febrile neutropenia.

The most common, severe adverse reactions with Oncaspar (graded 3 or 4) observed in studies
DFCI 11-001 and AALLO7P4 with a frequency of >5% included: alanine aminotransferase increased,
aspartate aminotransferase increased, blood bilirubin increased, febrile neutropenia, hyperglycaemia,

lipase increased, and pancreatitis.

Tabulated list of adverse reactions

Adverse reactions and their frequencies are reported in Table 1. Frequencies are defined by the
following convention: very common (>1/10), common (>1/100 to <1/10), uncommon (=1/1,000 to

<1/100), rare (>1/10,000 to <1/1,000), very rare (<1/10,000) and not known (cannot be estimated from
the available data). Within each frequency grouping, adverse reactions are presented in order of

decreasing seriousness.

Table 1: Adverse reactions reported with Oncaspar therapy

MedDRA standard
system organ class

Adverse reaction

Infections and infestations

Common: Infections, sepsis

Blood and lymphatic
system disorders

Very common: Febrile neutropenia

Common: Anaemia, coagulopathy

Not known: Bone marrow failure

Immune system disorders

Very common: Hypersensitivity, urticaria, anaphylactic reaction

Not known: Anaphylactic shock.

Metabolism and nutrition
disorders

Very common: Decreased appetite, hyperglycaemia

Common: Hyperlipidaemia, hypercholesterolaemia

Not known: Diabetic ketoacidosis, hypoglycaemia

Psychiatric disorders

Not known: Confusional state

Nervous system disorders

Common: Seizure, peripheral motor neuropathy, syncope

Rare: Posterior reversible leukoencephalopathy syndrome

Not known: Somnolence, tremor*
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Very common: Embolism**

Vascular disorders Common: Thrombosis***

Not known: Cerebrovascular accident, haemorrhage, superior sagittal sinus
thrombosis

Respiratory, thoracic and

mediastinal disorders Camman: Hypogia

Very common: Pancreatitis, diarrhoea, abdominal pain, nausea

Gastrointestinal disorders Common: Vomiting, stomatitis, ascites
Rare: Pancreatitis necrotising, pancreatitis haemorrhagic
Not known: Pancreatic pseudocyst, parotitis*

Common: Hepatotoxicity, fatty liver
Rare: Hepatic necrosis, jaundice, cholestasis, hepatic failure

Hepatobiliary disorders

Skin and subcutaneous Very common: Rash
tissue disorders Not known: Toxic epidermal necrolysis*

Musculoskeletal and

S . Common: Pain in extremities
connective tissue disorders

Renal and urinary

4 Not known: Renal failure acute*
disorders

General disorders and
administration site Not known: Pyrexia
conditions

Very common: Weight decreased, hypoalbuminaemia, alanine
aminotransferase increased, aspartate aminotransferase increased.
hypertriglyceridaemia, blood fibrinogen decreased, lipase increased,
amylase increased, activated partial thromboplastin time prolonged, blood
bilirubin increased

Investigations Common: Prothrombin time prolonged. international normalised ratio

increased, hypokalaemia, blood cholesterol increased, hypofibrinogenaemia,
gamma-glutamyl transferase increased

Not known: Blood urea increased, anti-pegaspargase antibodies, neutrophil
count decreased, platelet count decreased, hyperammonaemia

*Adverse reactions observed with other asparaginases in the class

**Cases of pulmonary embolism, venous thrombosis, venous thrombosis limb, and thrombophlebitis superficial
were observed in DFCI 11-001
***Legend: CNS thrombosis

Description of selected adverse reactions

The following adverse reactions have been observed in association with asparaginase therapy.
Although they have not been specifically associated with the use or pegaspargase, they may occur with
the use of Oncaspar:

Blood and lymphatic system disorders

Oncaspar can cause mild to moderate myelosuppression, and all three blood cell lines can be affected.
About half of all serious haemorrhages and thromboses affect cerebral vessels and can lead to e.g.,
stroke, seizure, headache or loss of consciousness.

Nervous system disorders e )
Oncaspar may cause central nervous system dysfunctions manifesting as convulsionsﬁdjléss/
frequently confusional state and somnolence (mildly impaired consciousness). /

In rare cases, a reversible postenor leukoencephalopathy syndrome (RPLS) may ocdur'
In very rare cases, mild tremor in the fingers has been described.
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Gastrointestinal disorders

About half of patients develop mild to moderate gastrointestinal reactions such as loss of appetite,
nausea, vomiting, abdominal cramps, diarrhoea and weight loss.

Acute pancreatitis can occur commonly. There have been isolated reports of formation of pseudocysts
(up to four months after the last treatment).

Haemorrhagic or necrotising pancreatitis occurs rarely. One case of pancreatitis with simultaneous
acute parotitis has been described with L-asparaginase treatment. In single cases, haemorrhagic or
necrotising pancreatitis with fatal outcome has been reported.

Serum amylase can rise during and also after the conclusion of Oncaspar therapy.

Renal and urinary disorders
Acute renal failure may develop in rare cases during treatment with L-asparaginase-containing
regimens.

Skin and subcutaneous tissue disorders
Allergic reactions can manifest on the skin. One case of toxic epidermal necrolysis (Lyell‘s syndrome)
has been described in association with L-asparaginase.

Endocrine disorders

Alterations in endocrine pancreatic function are observed commonly and are expressed mainly in the
form of abnormal glucose metabolism. Both diabetic ketoacidosis and hyperosmolar hyperglycaemia
have been described, which generally respond to administration of insulin.

Metabolism and nutrition disorders

An alteration in serum lipid levels was observed and changes in serum lipid values, in most cases
without clinical symptoms, are very common.

A rise in serum urea occurs regularly, is dose-independent and nearly always a sign of pre-renal
metabolic imbalance.

General disorders and administration site conditions
Pyrexia can occur after the injection, which usually subsides spontaneously.

Immune system disorders
Specific antibodies to pegaspargase have been detected; uncommonly they were associated with
hypersensitivity reactions. Neutralising antibodies reducing clinical efficacy were also recorded.

Hypersensitivity reactions to Oncaspar, including life-threatening anaphylaxis, angioedema, lip
swelling, eye swelling, erythema, blood pressure decreased, bronchospasm, dyspnoea, pruritus and
rash, can occur during therapy (see sections 4.3 and 4.4).

Hepatobiliary disorders
Alteration of liver parameters is common. A dose-independent rise in serum transaminases, and serum

bilirubin is commonly observed.

Fatty liver can be observed very frequently. There have been rare reports of cholestasis, icterus,
hepatic cell necrosis and hepatic failure with fatal outcome.

Impaired protein synthesis can lead to a decline in the serum proteins. There is a dose-independent
decrease in serum albumin in the majority of patients during the treatment.

L-asparaginase (e.g., native E. coli asparaginase).
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Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important.

It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V

4.9 Overdose

Cases of accidental overdose have been reported with Oncaspar. Following overdose, increased liver
enzymes, rash and hyperbilirubinaemia have been observed. There is no specific pharmacological
treatment for the overdose. In case of overdose, patients must be carefully monitored for signs and
symptoms of adverse reactions, and appropriately managed with symptomatic and supportive
treatment.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic and immunomodulating agents, other antineoplastic
agents, ATC code: LO1XX24

Mechanism of action

The mechanism of action of L-asparaginase is the enzymatic cleavage of the amino acid L-asparagine
into aspartic acid and ammonia. Depletion of L-asparagine in blood results in inhibition of
protein-synthesis, DNA-synthesis and RNA-synthesis, especially in leukaemic blasts which are not
able to synthesise L-asparagine, thus undergoing apoptosis.

Normal cells, in contrast, are capable of synthesising L-asparagine and are less affected by its rapid
depletion during treatment with the enzyme L-asparaginase. The PEGylation does not change the
enzymatic properties of L-asparaginase, but it influences the pharmacokinetics and immunogenicity of
the enzyme.

Pharmacodynamic effects

Anti-leukaemic effect of L-asparaginase is related to a sustained L-asparagine depletion in blood and
cerebrospinal fluid (CSF). The pharmacodynamic (PD) effect of Oncaspar was assessed after
intramuscular (Study CCG-1962) and intravenous administration (AALLO7P4).

In Study CCG-1962, PD effect of Oncaspar was assessed through serial measurements of asparagine
in serum (n=57) and CSF (n=50) of newly diagnosed paediatric patients with standard-risk ALL who
received three intramuscular doses of Oncaspar (2,500 Units/m? BSA), one each during induction and
two during delayed intensification treatment phases. A reduction in serum asparagine concentration
was evident by the 4th day after the first Induction dose and reached an apparent nadir by the 10th day
after the dose. Serum asparagine concentrations of approximately 1 uM persisted for approximately

3 weeks. Asparagine concentration fell to <3 uM when asparaginase activity was >0.1 U/mL. CSF
asparagine of 2.3 uM pre-treatment fell to 1.1 uM on Day 7 and 0.6 uM on Day 28 of Induction

(see Clinical efficacy and safety).

In Study AALLO7P4, the PD effect of Oncaspar was assessed in 47 evaluable subjects with high risk
B-precursor ALL who received intravenous doses of Oncaspar 2,500 U/m* BSA during the Induction
and Consolidation phases. Plasma L-asparagine concentrations were depleted to below the assay limig

dosing.
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Based on results from these two studies, a 2,500 U/m”> BSA dose of Oncaspar administered
intramuscular (CCG-1962) and intravenous (AALLO7P4) provides maintenance of L.-asparagine
depletion for approximately two weeks following dosing.

Clinical efficacy and safety

Oncaspar efficacy and safety were evaluated on the basis of three clinical studies using Oncaspar
solution for injection/infusion in the first line treatment of ALL: Study CCG-1962 in standard risk
ALL patients; Study AALLO7P4 in high risk ALL patients; Study DFCI 11-001 enrolled both standard
and high-risk ALL patients.

Oncaspar efficacy in ALL in patients with relapse/refractory disease and a history of prior clinical
allergic reaction to native E. coli L-asparaginase was based on a pool of 94 patients from six
open-label studies [ASP-001, ASP-201A, ASP-302, ASP-304, ASP-400 and ASP-001C/003C].

First-Line (ALL patients non-hypersensitive to native E. coli L-asparaginase)

The safety and efficacy of Oncaspar was evaluated in an open-label, multicentre, randomised,
active-controlled study (Study CCG-1962). In this study, 118 paediatric patients aged | to 9 years with
previously untreated standard-risk ALL were randomised 1:1 to Oncaspar or native E. coli
L-asparaginase as part of combination therapy. Oncaspar was administered intramuscularly at a dose
of 2,500 Units/m? BSA on Day 3 of the 4-week Induction phase and on Day 3 of each of two 8-week
Delayed Intensification (DI) phases. Native E. coli L-asparaginase was administered intramuscularly
at a dose of 6,000 Units/m? BSA three times weekly for a total of 9 doses during induction and for a
total of 6 doses during each delayed intensification phase.

The primary determination of efficacy was based on demonstration of similar asparagine depletion
(magnitude and duration) in the Oncaspar and native E. coli L-asparaginase arms. The
protocol-specified goal was achievement of asparagine depletion to a serum concentration of <1 uM.
The proportion of patients with this level of depletion was similar between the 2 study arms during all
3 phases of treatment at the protocol-specified time points.

In all phases of treatment, serum asparagine concentrations decreased within 4 days of the first dose of
asparaginase in the treatment phase and remained low for approximately 3 weeks for both Oncaspar
and native E. coli L-asparaginase arms. Serum asparagine concentrations during the induction phase
are shown in Figure 1. The patterns of serum asparagine depletion in the 2 delayed intensification
phases are similar to the pattern of serum asparagine depletion in the induction phase.

Figure 1: Mean (+ standard error) serum asparagine during Study CCG-1962 induction phase
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CSF asparagine concentrations were determined in 50 patients during the induction phase. CSF
asparagine decreased from a mean pre-treatment concentration of 3.1 uM to 1.7 uM on Day 4 = | and
1.5 uM at 25 + 1 days after administration of Oncaspar. These findings were similar to those observed
in the native E. coli L-asparaginase treatment arm.

Event-free survival (EFS) for the Oncaspar and native E. coli L-asparaginase arms is summarised in
Table 2, Study CCG-1962 was not designed to evaluate differences in EFS rates.

Table 2: Event-free survival rate at 3, 5 and 7 years (Study CCG-1962)

Oncaspar native F. coli L-asparaginase
3-Year EFS Rate, % 83 79
(95% CI) (73,93) (68, 90)
5-Year EFS Rate, % 78 73
(95% CI) (67, 88) (61, 85)
7-Year EFS Rate, % 7 66
(95% CI) (63, 87) (52, 80)

In Study CCG-1962, the most common adverse reactions were infections, including two
life-threatening infections (1 patient in each arm). In general, incidence and type of adverse reactions
Grade 3 and 4 were similar between the two treatment groups. Two patients in the Oncaspar arm had
allergic reactions during Delayed Intensification (DI) DI #1 (Grade | allergic reaction and Grade 3
hives).

A pilot study was conducted for newly diagnosed patients from 1 to <31 years of age with high risk
B-precursor ALL (Study AALLO7P4). This was an open label, controlled, randomised study
comparing an investigational pegylated asparaginase product to Oncaspar as a component of
multi-agent chemotherapy in the first line treatment of ALL. White blood cell (WBC) criteria were:

a) Age 1-10 years: WBC >50,000/uL; b) Age 10-30 years: Any WBC; c) Prior steroid therapy: Any
WBC. Patients were not allowed prior cytotoxic chemotherapy with the exception of steroids and
intrathecal cytarabine. A total of 166 patients were enrolled in this study; 54 patients were randomised
to treatment with 2,500 U/m? BSA Oncaspar and 111 patients were randomised to the investigational
pegylated asparaginase product. Oncaspar was administered intravenously at the dose of

2,500 Units/m”> BSA during Induction, Consolidation, Delayed Intensification, and Interim
Maintenance phases in patients with high-risk ALL receiving augmented Berlin-Frankfurt-Miinster
therapy. The percentage of patients in the Oncaspar treatment arm with evaluable minimal residual
disease (MRD) negative status (<0.1% leukaemia cells in bone marrow) at Day 29 of Induction was
80% (40/50). At 4-years, the EFS and overall survival (OS) for the Oncaspar treatment arm were
81.8% [95% CI 62.9-91.7%] and 90.4% [95% CI 78.5-95.9%], respectively. Overall, in the group
receiving Oncaspar, the rate of all grade hypersensitivity was 5.8%, anaphylactic reactions was 19.2%,
and pancreatitis 7.7%. Grade 3 or higher febrile neutropenia was 15.4%.

Study DFCI 11-001, conducted by the Dana-Farber Cancer Institute (DFCI), is an ongoing,
active-controlled, randomised multicentre study of an intravenous investigational pegylated
asparaginase product versus Oncaspar, in children and adolescents aged 1 to <22 years with newly
diagnosed ALL treated with a DFCI ALL consortium therapeutic backbone. A total of 239 patients

were randomised, 237 of whom were treated with study drug (146 male and 91 female), of these,

119 patients (115 with a diagnosis of ALL) were treated with Oncaspar 2500 U/m?. Treatment was
administered during Induction (Day 7), and then every 2 weeks for a total of 30 weeks post-Induction
therapy. Randomisation of patients was stratified based on risk group (standard/high/very high risk),
including both B- and T-cell ALL. The percentage of patients in the Oncaspar arm with evalgah{'e"té'w =
End-Induction MRD (<0.001 detectable disease) at Day 32 was 87.9% (80/91). The One-year EFS -
was 98.0 [95%CI 92.3, 99.5]; the One-year OS was 100 [95% CI 100, 100] in this study./ = 3",

ALL patients hypersensitive to native E. coli L-asparaginase
Six open-label studies evaluated Oncaspar in relapse/refractory haematological dis
studies a total of 94 patients with ALL diagnosis with a history of prior clinical
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native E. coli L-asparaginase were exposed to Oncaspar. One patient received Oncaspar doses of

250 and 500 Units/m> BSA intravenously. The remaining patients were treated with 2,000 or

2,500 U/m? BSA administered intramuscularly or intravenously. Patients received Oncaspar as a
single agent or in combination with multi-agent chemotherapy. Overall, from five studies analysed
based on 65 ALL patients exposed to Oncaspar using the highest therapeutic response during the
entire study, complete remission was observed in 30 patients (46%), partial remission in 7 patients
(11%) and haematological improvement in 1 patient (2%). In the other study, with 29 hypersensitive
ALL patients exposed to Oncaspar, 11 patients were evaluated for response during induction. Of these,
3 patients (27%) achieved complete remission, | patient (9%) had partial remission, | patient (9%)
had haematologic improvement and 2 patients (18%) had therapeutic efficacy. Therapeutic efficacy
was defined as a clinical improvement which did not meet the criteria for other beneficial outcomes.
During the maintenance phase, 19 patients were evaluated, with 17 patients (89%) achieving complete
remission, and | patient (5%) with therapeutic efficacy.

5.2 Pharmacokinetic properties

Oncaspar pharmacokinetic properties were based on asparaginase activity measured by an enzymatic
assay after intramuscular (CCG-1962) and intravenous (AALLO7P4, DFCI 11-001) administration.

In Study CCG-1962, mean asparaginase activity reached peak value of 1 U/mL on Day 5 after the
injection. The mean half-life after absorption from the injection site was 1.7 days and the elimination
half-life was 5.5 days. The volume of distribution at steady-state and clearance were estimated at
1.86 L/m? and 0.169 L/m? per day, respectively.

In Study AALLO7P4, PK parameters after a single 2,500 U/m? intravenous dose during Induction were
calculated by noncompartmental PK analysis from sequential plasma samples and are depicted in
Table 3 (see section 5.1). The Cuax and AUC of Oncaspar trended lower in males, subjects with larger
BMI, and subjects >10 years. During Induction, following a single intravenous dose of Oncaspar
2,500 U/m?, asparaginase activity >0.1 U/mL was sustained for up to 18 days post-dose in 95.3% of
subjects.

Table 3: Pharmacokinetic Parameters After a Single intravenous Dose of Oncaspar
2,500 U/m* BSA During Induction (N=47; Study AALL07P4)

PK Parameters Arithmetic Mean (SD)
Cmax (mU/mL)* 1638 (459.1)

Tmax (hr)* 1.25 (1.08, 5.33)"
AUC,.(mU-day/mL)* 14810 (3555)
AUCj» (mU-day/mL) 16570 (4810)

tiz (day) 5.33(2.33)

CL (L/day)' 0.2152(0.1214)
Vss (L) 1.95 (1.13)

* N=47 evaluable subjects.
t Median (10", 90™ percentiles).
" N=46 evaluable subjects.

In Study DFCI 11-001, assessments of asparaginase activity were performed following a single
intravenous dose of Oncaspar 2,500 U/m? BSA during Induction, and every two weeks during
post-Induction (see section 5.1). During Induction, plasma asparaginase activity =0.1 U/mL was
sustained in 93.5% of subjects 18 days after administration. During the post-Induction phase, a nadir
(trough) asparaginase activity above 0.4 U/mL was sustained in 100% of subjects from Week 7 up——
until Week 25. These results indicate that, when Oncaspar 2,500 U/m* BSA is administered as’ smgle
and repeated doses every two weeks, clinically relevant asparaginase activity is sustained 0ver¢he
entire dosing interval (i.e., two weeks). f

Patients with newly dlagnosed ALL received a single intramuscular injection of Oncaspar ( y
BSA) or native asparaginase from E. coli (25,000 U/m? BSA) or from Erwinia (25,000 U/ vird
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The plasma elimination half-life of Oncaspar was statistically significantly longer (5.7 days) than the
plasma elimination half-lives of the native asparaginases from E. coli (1.3 days) and Erwinia

(0.65 days). The immediate cell death of leukaemic cells in vivo, measured by rhodamine
fluorescence, was the same for all three L-asparaginase preparations.

ALL patients with several relapses were treated either with Oncaspar or with native asparaginase from
E. coli as part of an induction therapy. Oncaspar was given intramuscular in a dose of 2,500 U/m?
BSA on days 1 and 15 of induction. The mean plasma half-life of Oncaspar was 8 days in
non-hypersensitive patients (AUC 10.35 U/ml/day), and 2.7 days in hypersensitive patients (AUC
3.52 U/ml/day).

Specific populations

The controlled studies were not designed to formally evaluate the pharmacokinetics of Oncaspar in
specific populations. A population pharmacokinetic evaluation of Oncaspar based on data obtained
from Studies AALLO7P4 (1V), DFCI 11-001 (IV), and CCG-1962 (IM) identified that clearance
(linear and saturable) increased approximately proportionally to BSA and volume of distribution
increased slightly more proportionally to BSA. No statistically significant differences in PK
characteristics between male and female subjects were identified in this analysis.

The impact of renal and hepatic impairment on the PK of Oncaspar has not been evaluated. As
pegaspargase is a protein with a high molecular weight, it is not excreted renally, and no change of
pharmacokinetic of Oncaspar in patients with renal impairment is foreseen.

Since the proteolytic enzymes responsible for Oncaspar metabolism are ubiquitously distributed in
tissues the exact role of the liver is unknown: however any decrease in liver function is not expected to
present clinical relevant problems in the use of Oncaspar.

There are no data available for elderly patients.
5.3 Preclinical safety data

Pharmacokinetic/pharmacodynamic nonclinical comparability between the two pharmaceutical forms
of Oncaspar, solution for injection/infusion, and powder for solution, was demonstrated in dogs after
single and repeated doses (500 U/kg), by the intravenous route. The below mentioned studies were
performed on the solution for injection/infusion formulation.

Acute toxicity

Only very high doses of pegaspargase given to mice intraperitoneally as a single dose (25,000 —
100,000 U/kg body weight) caused the death of 14% of all treated mice. Mild hepatotoxicity was

observed with the same doses. Adverse reactions were loss of body weight, piloerection and reduced

activity. Reduced splenic weight might be a sign of potential immunosuppressant effect of the

treatment.

Pegaspargase was well tolerated both in rats and dogs when administered intravenously in single doses
up to 500 U/kg body weight.

Repeated dose toxicity
A 4-week study in rats treated with a dose of pegaspargase of 400 U/kg/day intraperitoneal resulted in
a fall in food intake and body weight compared to the control group.

A 3-month study in mice with pegaspargase at doses up to 500 U/kg intraperitoneally or P
intramuscularly resulted in slight hepatocellular changes only at the highest intraperitonea}dbse._" i

27

A temporary suppression in body weight gain and a temporary reduction in total leukoe‘ﬁe'éounts
were observed in dogs which were treated with pegaspargase 1200 U/kg weekly for 2/weeks. 2

Increased serum glutamic pyruvic transaminase activity also occurred in one out of four dogss/ 4
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Immunogenicity
No immunogenic response was detected in a 12-week study in mice in which pegaspargase was

administered weekly at the dose of 10.5 U/mouse intramuscularly or intraperitoneally.

Reproductive toxicity
No studies of reproductive toxicity were conducted with pegaspargase.

Embryotoxicity studies with L-asparaginase have showed evidence of teratogenic potential in rats
treated from day 6 to 15 of gestation with a No Observed Effect Level (NOEL) for teratogenic effects
at 300 U/kg intravenously. In rabbits, doses of 50 or 100 U/kg intravenous on days 8 and 9 of
gestation induced viable fetuses with congenital malformations: no NOEL has been determined.
Multiple malformations and embryolethal effects were observed with doses in the therapeutic range.
Investigations of the effect on fertility and peri- and postnatal development were not conducted.

Carcinogenicity, mutagenicity, fertility
Long-term investigations of carcinogenicity or studies of the effect on fertility in animals were not
conducted with pegaspargase.

Pegaspargase was not mutagenic in the Ames test using Salmonella typhimurium strains.

6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

Disodium phosphate heptahydrate

Sodium dihydrogen phosphate monohydrate
Sodium chloride

Sucrose

Sodium hydroxide (for pH adjustment)
Hydrochloric acid (for pH adjustment)

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life

Unopened vial:
3 years.

Reconstituted solution

Chemical and physical in-use stability has been demonstrated for 24 hours below 25°C. From a
microbiological point of view, unless the method of reconstitution precludes the risk of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage times
and conditions are the responsibility of the user.

Diluted solution

Chemical and physical in-use stability has been demonstrated for 48 hours at 2°C-8°C. Froma = _
microbiological point of view, the product should be used immediately. If not used immediately, '~ .
in-use storage times and conditions prior to use are the responsibility of the user and would fiormally— -
not be longer than 24 hours at 2°C-8°C, unless reconstitution/dilution has taken place in comro‘{zl'd ang/
validated aseptic conditions. ' '
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6.4 Special precautions for storage

Store in a refrigerator (2°C-8°C).
Do not freeze.

For storage conditions of the reconstituted and diluted medicinal product, see section 6.3.
6.5 Nature and contents of container

Type 1 flint glass vial with chlorobutyl elastomer stopper, capped with a 20 mm aluminium flip-off
seal, containing 3,750 U pegaspargase.

Pack size of 1.

6.6 Special precautions for disposal and other handling

This medicinal product can cause irritation on contact. The powder must therefore be handled and
administered with particular caution. Inhalation of the vapour and contact with the skin and mucous
membranes, especially the eyes, must be avoided; if the medicinal product comes in contact with eyes,
skin or mucous membranes, rinse immediately with plenty of water for at least 15 minutes.

Oncaspar is to be administered intravenously or intramuscularly after reconstitution of the product.
The powder must be reconstituted with 5.2 ml water for injections prior to administration (see

section 4.2).

Instructions for handling

1. Staff should be trained in how to handle and transfer the medicinal product (pregnant staff
should be excluded from working with this medicinal product).

2, Aseptic technique must be used.

3. Procedures for proper handling of antineoplastic agents should be observed.

4. The use of disposable gloves and protective garments is recommended when handling
Oncaspar.

5. All items for administration or cleaning, including gloves, should be placed in high-risk waste

disposal bags for high-temperature incineration.

Reconstitution

1. 5.2 ml water for injections are injected into the vial using a syringe and 21 gauge needle.

2. The vial should be gently swirled until the powder is reconstituted.

3. After reconstitution, the solution should be clear, colourless and free from visible foreign
particles. Do not use if the reconstituted solution is cloudy or if a precipitate has formed. Do not
shake.

4. The solution should be used within 24 hours after reconstitution, when stored below 25°C.

Administration

. Parenteral medicinal products should be inspected for particulate matter prior to administration,
only a clear, colourless solution free from visible foreign particles should be used.

2. The medicinal product should be administered intravenously or intramuscularly. The solution
should be administered slowly.
For intramuscular injection, the volume should not exceed 2 ml in children and adolescents and
3 ml in adults.
For intravenous administration, the reconstituted solution should be diluted in 100 ml sodium
chloride 9 mg/ml (0.9%) solution for injection or 5% glucose solution.
The diluted solution can be given over | to 2 hours together with an already-runni 1nfusmn of
either sodium chloride 9 mg/ml or 5% glucose. Do not infuse other medicinal prof cts thr’ ough
the same intravenous line during administration of Oncaspar (see section 4.2). /
After dilution, the solution should be used immediately. If immediate use is not| possfb -
diluted solution can be stored at 2°C-8°C for up to 48 hours (see section 6. 3)

3
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Disposal

Oncaspar is for single use only. Any unused medicinal product or waste material should be disposed
of in accordance with local requirements.

7.  MARKETING AUTHORISATION HOLDER

Les Laboratoires Servier

50, rue Carnot

02284 Suresnes cedex

France

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1070/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 14 January 2016
Date of latest renewal: 20 November 2020

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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1. HA3BA JIIKAPCBKOI'O 3ACOBY

Onkacnap, MoporoK Juist po3duHy juis 1H'ekiii/ingysii, mo 750 MO/ma.

2. KUIbKICHUM TA SIKICHUHM CKJIA/L

B xoxxHOMy (iakoni mictuthest 3750 oguuuns (MO)** neracnaprazu*.
[Tica BimHOBACHHS B | MJT po3unny MicTuThes 750 MO neracmaprasu (750 MO/mi).

* Jliroya pedyoBHHA € KOBAICHTHUM KOH'loratom L-acmaparinasu , orpuManol 3 Escherichia coli,
3 MOHOMETOKCHIIOJTICTHIICHTITIKOJIEM

** OpHa oMHMLS BU3HAYEHA, K KiJIbKICTh GepMeHTy, HeoOXilHa JUls BUBLIbHEHHS | MKMOJb
amoH110 3a xBuiuHy 1ipu pH 7,3 Ta Temueparypi 37 °C

Cuiy ail uporo JikapchbKoro 3aco0y HE CTiJT MOPIBHIOBATH 3 CHJIOKO il IHIIMX MErHILOBAHHX
abo HenerwaboBaHMX OIJKIB TOro » TepaneBTHYHOro Kiacy. Jlis oTpumaHHS A0AaTKOBOT

indopmaii auB. po3jin 5.1.

IToBHMI nepenik TOMOMDKHUX PEYOBHH HaBEJACHUIT B po3aimi 6.1.

3. JIIKAPCBKA ®OPMA

lopotok a1 po3uuny uis iH'eKuin/indy3ii.
ITopomoxk 6istoro abo maiixe 6is10ro Koabopy.

4. KJIIHIYHI XAPAKTEPUCTHUKH
4.1 Tloka3zaHH# 10 3acTOCYBaHHS

Onkacnap nokasaHuil K KOMIIOHEHT aHTHHEOIIaCTHYHOI KOMOIHOBAaHOI Teparii IpH rocTpomMy
aimbaruunomy neitkosi (I'JIJI) y miteit Bin HaposokenHs o 18 pokiB, a Takox JIOpOCIHX
MaIicHTIiB.

4.2 JlozyBaHH# Ta crnocid 3acTocyBaHHs

Onkacriap NpH3HAYA€THCA Ta BBOIMTHCS BHKIIOYHO JiKapsMu Ta/abo creuiamicramu ranysi
OXOPOHHM 3/I0POB's, SIKI MaIOTh JIOCBIJl 3aCTOCYBaHHS AHTHHEOIUIACTHYHMX JIIKAPCHKUX 3aC00iB.
3acid i BBOAMTH BHKIIOYHO B JIKapHi, B sKii HasBHE Ha/lIeKHe peaHimalliiHe o0saHanHs.
HeoOxinnuii perenbHUH MOHITOPMHI mauieHTIB Ta BceGiyHe OOCTEXEHHS JUIS BHSBJICHHS
NOOIYHUX peaKIliif MPOTATOM BChOTO MEpiojly BBEICHHS (UB. po3/in 4.4).

Jlo3yBanus
OHKacr[ap, K [IPaBHJIO, 3aCTOCOBYIOTh B AKOCTI CKJI1a0BOi KOMOiHOBaHOI XiMioTepartii, _Ea30“ 3
e
IHITMMH aHTHHEOIUIACTUYHHUMHU 3ac00amMHu (JIMB. TAKOXK po3ain 4.5). e
/NytiinerHko 1
Aimu ma dopocni sikom <21 pokie fs &7 i

PekomenjioBana /103a Juid MaIieHTIB 3 [JIOMIEKO MOBEPXHI Tijga (HHT(BSA)) >0 6 M7A1a
<21 pokiB cranoButh 2500 MO neracnaprasu (exsisanent 3,3 mil 3aco0y Ougactzfyims
MOBEPXHI TLIA uepe3 KoxkHi 14 THiB.

1 NEPEKNAL BIPHV!.FJ; 2




Hns piteit 3 miowero nosepxHi Tina <0,6 M2 1033 CTAHOBHTH 82,5 MO mneracnaprasu
(exBiBanienTHO 0,1 M1 3ac00y OHKacnap)/kr Macy Tija yepes KOxHi 14 HiB.

Lopocni gixom >21 poxis

SKkmo sikap He npu3HAUMB iHAKIUe, PCKOMEH/I0BaHa Jl03a JUIS I0pPOCIMX BiKOM >21 pokis
craHoButh 2000 MO neracnaprasu (ekBiBaneHTHO 2,67 i 3aco0y Onxkacnap)/m® rmomi
HOBEPXHI Tijla Yepe3 KoxHi 14 qHiB.

Mowitopunr Tepanii noBMHEH IPyHTYBaTHCh HA MIHIMAJIBHIH AKTHBHOCT acrapariHasud B
CHPOBATL KPOBi, BU3HAYCHOI MEPEl HACTYITHAM BBEICHHAM neracrnapraszu. SKmo akTHBHICTB
acrapariHasu He JI0CAra€ WiIbOBOrO PiBHS, CITijt PO3TJIAHYTH JIOULIBHICTh NEPEXOAy Ha iHIIHi
npenapar acnaparinusu (IuBs. po3zii 4.4).

Ocobauei kamezopii nayicumies

Hupkosa neoocmamuicme

Ockinbkn neracraprasa € GiJKOM 3 BHCOKOIO MOJIEKYJISPHOIO Macoi0, BOH@ HE BHBOIUTHCH
HUPKaMH, OTHE, KOPUI'YBaHHs JI03H MaL[lEHTaM 3 HHPKOBOIO HE/IOCTATHICTIO He MOTPiOHE.

[leyinkosa neoocmamnicme
Kopurysanns 1031 nauieHTam i3 ne4iHKOBOKO HEIOCTATHICTIO He noTpibHe.

layicumu nimnvozo eixy
HasiBHi aui 010 naunientis Bikom nonaa 65 pokis € 06MexReHIMH.

Crnocib 3actocyBanus
Onkacniap ¢ BBojuTH B GopMi BHYTPIlIHBOM'S30B0T (B/M) iH'exutii abo BHYTPilIHLOBEHHOT
(8/B) iudys3ii.

[Ipu menmmx o6'emax nepesary ciin Hazasatu BHY TPILIHBOM'SI30BOMY C110CO0Y BBeJCHHS. Y
BHIIaIKy BBEJEHHA 3aco0y Oukacuap y $opmi BHyTpilnHEOM'S30BOi iH'ekmii 06'eM iH'ekiii B
OJIHY AUISHKY HE OBHHEH IEPEBUILYBaTH 2 MJI VISt AiTel Ta MUUTTKIE Ta 3 MJ1 JUIsL IOpoCTHX. Y
BHITA/IKY O11b1IOT0 00'eMy 103y CJ1i/1 PO3MOILISTH Ta BBOIUTH Y KiJIbKa JIIISHOK.

Tpusanicts BryTpimHBOBeHHOT iHy3il 3ac06yY Omnkacnap, K paBu/I0, CTAHOBUTH Bijl OHIET 710
JIBOX TOJHH, 3acid BROJISTH ITICIIs po3BeJeHHs B 100 ma Hatpilo xmopwuay, KOHIIEHTpaLiero 9
mr/mi (0,9 %), po3uuni a4 in'exuiii, abo 5% PO3YHHI IJIFOKO3H.

PosBesiennit posunH MOKHA BBOAMTH pasoM 3 iH}ys3i€ro, AKy Bike BBOJATH, a00 i3 PO3UUHOM
HaTPilO XJopuay, 9 mr/mia, abo 5 % po3unHoM rmokosu. He CJ1ijl BBOAMTH IHINI TiKapchKi
3aC0O0M 4Yepe3 O/IHy BHYTPILIHEOBEHHY CHCTEMY I/ YaC BBEICHHS 3aco0y Oukacnap.

IHeTpykuii i3 BiZHOBAEHHS Ta PO3BEACHHS IHOTO JIIKapehKOro 3acoly mepeji BBEASHHSIM
HaBeEHI y po3ini 6.6.

ORI

Peakuii rinepuymimsocti o nitouoi peuosunu abo 1o Oy Ib-gKO1 IfOIIQ_MDKH pPeMoBHUHU
HaBe/IeH1 po3aii 6.1, f-E / W % )

4.3 Ilporunokazanus




[leuinkoBa HeocTaTHICTB TSHKKOrO cTyneHs (piBeHb OLIipyOiHy y NMOHA] TPU Pa3u HEPEBHUIILYE
BEpXHIO Mexy Hopmu [BMH]; Tpancaminas — y nmonan 10 pasis Bummii 3a BMH).

Cepito3uuii TpomO03 B aHamHesl IIpM NpPOBEAEHHI MONEPeHBbOI Teparii i3 3acTOCyBaHHAM
L- acnaparinasmu.

[Tankpeatut B anamuesi, B ToMy 4YHCIIi [IaHKPEATHT, MOB'A3aHUi i3 NONEPEHBOIO TEPAIICIO 13
3acTOCyBaHHAM L- acnapariHasu (1uB. po3in 4.4).

Cepiio3ni remopariuni nosii B anaMHes31, 10B'A3aHi i3 ONepeIHEOI0 Teparieo i3 3aCTOCYBaHHSAM
L- acnaparinasu (auB. po3zin 4.4).

4.4 Ocob.auBi 3acTepexxenns Ta 3an06izKHi 3aX0/1M NPH 3acToCyBaHH]

IIpocrexyBanicTs
Jist mokpaiueHHs  BiACHiAKOBYBaHHS OIOJIOTIMHMX MEIMYHMX [PENApariB, CIif  9iTKO
PEECTPYBATH HA3BY Ta HOMEP cepii BBEACHOIO [Ipenapary.

AHTHTINA 10 acniaparinasu

AHTHTIIA /10 acniapariHasi MOXYTb OyTH MOB’A3aHi i3 HH3bKOK AKTHBHICTIO acliapariHas
BHACI/JIOK IOTEHUIHHOT HeHTpatisylouoi akTMBHOCTI UMX aHTUTLL Y 1boMy pasi  ciix
PO3IJISIHY TH JIOLIBHICTS IEPEXOLY Ha IHIIMIA Ipenapar acrnaparinasy .

Busnauenns akTHBHOCTI acniaparinasu y cupoBartiii abo 1miasmi Kpoi Moxe Oy Tu KOPUCHHUM ISt
BHKJIFOUCHHS NPHIIBH/ILCHOrO 3HHKEHHA aKTUBHOCTI acnapariHas .

Peakuii rinepuyyTauBocti

Peakuii rinepuytiuBocti 10 leracraprasu, B TOMy uMCi i3 3arpO3/MBOIO JUIA KHTTs
aHadinakcieio, MOXIMBI B mepioj Tepamii, B TOMy YMCIi y TAIieHTiB 3 BiZOMOIO pEaKIicio
[IBHILEHOT Yy T/IMBOCTI 10 TIPEapaTiB acnaparinasy, oTpuManux 3 E. coli. [HmmMu peakismu
TiepYy TIMBOCTI MOXKYTh Oy TH aHIOHEBPOTHUHHIT HAGPSIK, HaOpsk ryd, HaOpsK MOBIK, epuTeMa,

3HMKEHHS apTepiajibHOrO THCKY, OPOHXOCIA3M, 3a/IMIIIKa, CBEPOIXk Ta BUCHNAHHS (JIUB. PO3/iiH
4.3 ta 4.8).

B skocTi pyTuHHOTO 3ano6ixHOro 3axony HeoOXiaHHIL MOHITOpHHI‘ CTaHy Iali€HTa TPOTATOM
TOJIMHH TICIIs BBEJEHHS; NMOBHHHE OyTH HasBHE peaHiMariiine oGiajHAHHS Ta iHIN HAIEKHI
3aXO0/1, HeOOXIi/IHI Ha BHIA0K aHadiIaKTHYHOT peakilii (aIpeHatis, KuceHs, BHYTPilIHbOREHHI
crepoiau, Towo). ¥ pasi cepiiosnoi peakuii rinepdyTiamBocti 3acTocyBaHHS 3aco6y Oukacnap
CJILL IPUITMHUTH (AUB. po3aimm 4.3 Ta 4.8). B 3anexuocti Bijg CTYIICHS TSXKKOCTI CUMIITOMIB B
AKOCTI AHTHMJIOTY MOMIIMBE 3aCTOCYBaHHS AHTHTICTAMIHHMX 3acobiB, KOPTHKOCTEpOiTiB Ta
Ba30IPECOPHUX 3ac0o0iB.

Brimne Ha miinuiyHKoBY 3103y
IIpu 3actocyBanni Onkaciiapy HOBIIOMIATOCE NPO BHNALKH [IAHKPEaTUTy, B TOMY HHCIII
FeMOpari4Horo abo HEKPOTH3YKOHOTO 3 JIETATLHUMHU HACTIAKaMH (JMB. po3nin 4.8).

[lanienTin cnig inbopMyBaTH 11010 03HAK Ta CHMIITOMIB [AHKpeaTHTy, SKHH, npn Bmcymocn
JIKY BAHHSI, MOXE CTATH [IPHUYHHOIO CMEPTI. Y TR

Hpn M/103pi HA IAHKPEATUT MOJJIbIIE 3aCTOCYBAHHS 3aC00Y Omnkacrap Cfmﬂ; anHHHHTm ﬂKILIO
AiarHo3 MaHKPeaTHT IMiITBEPIKCHUH, MOHOBIOBATH 3aCTOCY BAHHS 3aco6y OHKacn,ap e ¢ 1

HeoOxinnuil yacTHi MOHITOpPMHI BMiCTY aMizasm Ta/abo Jrinaszm y -CHpO_B )
BHABJICHHS PaHHIX O3HAK 3alAJICHHS MiUUIYHKOBOT 3a1031. OCKiIBKH MO A
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MEPEHOCHMOCTI IIFOKO3M TIPH OJHOYACHOMY 3aCTOCYBaHHI JliKapchkoro 3aco0y Omnkacrap Ta
PEIHI30/10HY, HEOOXiIHUH MOHITOPHHT BMICTY IJTIIOKO3M B KPOBI.

Koarynonaris
Mox/1MBe BUHUKHEHHS TPOMOOTHYHHX MO/iH cepiio3HOro CTYIECHS, B TOMY 4Hcii 3 TpoMOO30M

CariTalbHOr0 CHHYCY Y TallieHTiB, sKi OTPUMYIOTh meracnaprasy (muB. po3gin 4.8).
3acrocysannsi OHKacnmapy y mHaii€HTIB i3 TPOMOOTHYHMMH MOMIAMH CEPHO3HOTO CTYIICHS
HEOOXITHO MPHUITHHUTH.

30inbuieHui  nporpoMGinoBuit wac (ITY), 36inblueHui 4acTKOBHI TPpOMOOIUTAaCTHHOBHH 4ac
(HTY) ta rinopiOpunorenemis MONKIMBI y mMauwieHtis, sKki OTPUMYIOTH Ieracriaprasy.
HeoOxintunit MoHiTOpHHr napamerpiB koarynsuii 10 mouatky Teparii, HepiogM4HO B nepion
Tepartii Ta miciis il 3aBepuieHHs, 30kpema, y pasi 0JHOYACHOTO 3aCTOCYBAHHS 1HIIHX JKAPCHKAX
3ac00iB  aHTMKOAryISHTHOI /i, TakuxX, $K AaleTWICATIHIOBA KHCIOTa Ta HecTepoiaHi
NPOTH3aNaIbHI JiKapewki 3acobu (amB. posiin 4.5), abo oamouacHo i3 XimioTepamieo i3
3aCTOCYBaHHS METOTpPEKCaTy, 1ayHOpyOIlMHY, KOPTUKOCTEPOiNiB. Y pa3si icTOTHOro 3HMKEeHHS
BMicTy (ibpuHOreny abo aediunty anturpom6iny III (AT III) cain PO3IUIAHYTH JOUIJIBHICTh
HAJICKHOI 3aMicHOT Teparii.

Briue Ha neuinky

KomGinoBana Tepamis i3 3actocyBanHsM Jikapcekoro 3aco6y Omkacmap Ta iHIIMX 3acobiB
reNaToTOKCHYHOI il MOXKEe MPH3BECTH JI0 TENAaTOTOKCHYHOCTI TSKKOTO CTYIIEHS.

Crmin Oyt obepexnumu npu 3actocyBanHi 3acofy Owukacnap B KomGiHawuii i3 3aco6amu
FenaToTOKCHUYHOI Jii, 30KpeMa, NpU HasABHOCTI mopymenHs GyHKuii nedinku. HeoOxinuuit
MOHITOPHHTI MIALIEHTIB JUIsl CBOCYACHOTO BHSIBJICHHS 3MiH 1apaveTpiB MEUiHKOBUX (GYHKILi.

MoxiuBuidi  3011bIICHHI  PU3MK TIeNATOTOKCHYHOCTI /Ui [ANIEHTIB, T[O3UTHBHHX 3a
(inazgenbQiifickkoio XpOMOCOMOIO, SIKi OTPUMYIOTH KOMGIHOBaHY Tepariio i3 3aCTOCY BaHHAM
IHTriGiTOpiB TMPO3UHKIHA3M (HanpuKIaa iMaTuHIOYy) Ta L-acniaparinasu. [le cnin Oparu 10 yBaru
TIPH PO3IJIsAL MOKIMBOCTI 3acTocyBanHs OHKacnapy narieHTam miei momyJsii.

3 ypaxyBaHHSAM PU3MKY Tinmepbinipybinemii pekoMeni0BaHMit MOHITOPHHT piBHs Oinipy0Oiny 10
IOYATKy Teparii Ta rmepeji BBEICHHAM KOXKHOT J103H.

BriMB Ha LeHTpaILHY HEPBOBY CHCTEMY

KombinoBana tepamii i3 3acrocysanmsm 3aco6y OHKacnap MOe 3aBIaTH TOKCHYHOIO BILTUBY
Ha IIeHTpallbHy HEPBOBY cuctemy. [loBinomisiocs npo Bunaaku enuedanonarii (B ToMy 4uci
CHHIPOMY 3BOPOTHOI 3a/IHbO] JieHikoeHuedastonarii) (1us. po3ii 4.8).

OHkacriap MOKe CIPHYMHSTH O3HAKH Ta CHMIITOMH 3 GOKY HEHTPAIbHOI HEPBOBOI CHCTEMM y
BUIJISIAI COHIMBOCTI, CIUTYyTaHOIO CTaHy CBiJOMOCTi, KOHBYIbCIH. HeoGXigHuit peTesbHHM
MOHITOPHHI Ul BHABJICHHS TAKMX CHMIITOMIB, 30KpeMa, SKIIO Onkacnap 3acTOCOBYIOTH
OJHOYACHO 3 JIKAPCBKMMM 3aco0amMM HEHPOTOKCHYHOT ii (TaKMMHM, sK BIHKDHCTHH Ta
METOTpEeKcar, AuB. po3ait 4.5).

Mienocynpecis B RN

[leracniaprasa moske BHK/IMKaTH Mieocynpecito , mpamo abo OHOCCpeHKOBaHO;{’BHQthhO‘I@aMiHlf-l“-.\
vienocynpecnsroi  aif  iHmmX  rikapebkux  3acoGiB, Takmx, K  MeTOTpekcar 260
6-mepranronypun). OTxe, 3actocyBanns OHKacapy MOXKe 361TBbIHTH PH3HK lthe,Igm\f{“’

SHHKCHHS KiTBKOCTI LUPKYTIOUKX J1iM(o6IacTiB 4acTo € 10BOIi 3HAYY UM, /2 HgPpMaTbHIN] Vj
200 3aHU3bKUH BMICT JICHKOLMTIB 4acTO CHOCTEPIraloTh MPOTATOM NEPLINX JI ]

g ‘.‘
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Tepartii. Lle Moxe OyTH NMOB'A3aHMM 3 ICTOTHMM 3pOCTAHHSAM BMICTY Y CHPOBATII KPOBi CE4OBOT
kucnotH. MoximBuil po3suTOK ceyokuciol Hedponarii. JUis MOHITOPMHTY TepaneBTHYHOIO
eeKkTy HeoOXifHMH peTesibHHUI MOHITOPHHI NOKa3HUKIB TepHdepHyHOi KpOBi Ta KiCTKOBOIO
MO3KY Ialli€HTa.

I'inepamoHiemis
AcCrapariHasa CIpuse UIBHIKOMY NEPETBOPEHHIO aclapariny Ta riIyTamiHy Ha acrapariHoBy

KMCJIOTY Ta IJIyTaMiHOBY KHCIIOTY, 3 BH/IJIEHHSM aMOHII0 B SIKOCTI CHLJIBHOIO MOOIYHOTO
NPOAYKTy 000X peakuiit (uB. po3zain 5.1). BHyTpimmboBenHe BBeIeHHS acriapariHasu, Takum
YMHOM, MOKE BUK/TMKATH 3HA4YHE II/IBUILIEHHS PIBHS aMOHIO MiC/IS BBEICHHS.

Cumuromu rinepamoniemii 4acTo HOCSTH TpaH3UTOPHHIL XapakTep Ta MOKYTh BKIOYATH:
HYZ0TY, O/I0BOTY, TOJIOBHHI Oillb, 3aMaMOpOYEHHS Ta I]IKIle BUCHIIAHHS. Y TSKKUX BHIIAKaxX
MOXIMBUA PO3BUTOK eHuedaionarii 3 ypakeHHsSM medinku abo 6e3 HBOTO, 30Kpema, y
MALIEHTIB CTAPIIOTO BiKy, sIKI MOXKYThb 3arpoyBaTH JKHTTIO abo NPU3BOAUTH A0 cMepti. [lpu
HASBHOCTI CHMIITOMIB rimepaMoHiemii HeOOXiAHMi PeTeTbHHE MOHITOPHHT BMICTY aMOHIO.

Konrparneniis
Cnijn 3acTocoByBatH e(peKTHBHHH MeETO/ HEOpAJIbHOI KOHTpauenuii B repioa Tepann i3

3aCTOCY BAHHSM mxapcmcoro 3aco0y Oukacnap Ta NPOTATrOM [IPUHAHMHI IECTH MICAUIB Imic/is
3aBeplieHns Tepamii. OCKINbKH HenpsiMa B3aeMOJisi M OpalbHUMH KOHTpALENTUBAMHU Ta
Meracraprasol0 He Moxe OyTH BHK/IIOYEHA, 3aCTOCYBAHHS OpAIbHHX KOHTPALCITHUBIE He
PO3TIIAAI0T, SIK IPHHHATHAR METO/I KOHTpauemuii (4B, po3aiaum 4.5 ta 4.6).

BwmicT Hatpio
Lle#t nikapcbkuit 3aci6 MictuTh MeHmie 1 MMOJIb HaTpio (23 Mr) Ha ojaHy 103y, TOOTO Maiike

«BUIBHHH Blll Hanuo»
4.5 Bsaemonii 3 inmumn JtikapeskumH 3acobavu Ta inmi BuaM B3aemoii

Buxiukane reracmapra’or) 3HUKCHHSA BMlCTy OLTKIB Y CHpOBaTlIl KpOBl MOXKE 361.r15my13am
TOKCHYHUH BIIMB 1HIIIHX JIlKapCBI{P[X 3ac06113 SIK1 3B’ A3YHKOTHCA i3 OikaMu.

Takox, BHacaigox 1Hr16yBaHHﬂ CHMHTE3y OIIKIB Ta mOaiiy KIiTHH, leracraprasa  Moxe
NOpYUIyBaTH MeEXaHi3M Jii IHIIUX peyoBHH, e(EeKT SKUX 3aIeKHTb Bij MOALTY KJIITHH,
HalpHKJIa/] METOTpEKcary.

B3aemonis MeToTpekcary ra unrtapaGiny 3 jikapchkuM 3aco6om OHKacnap MOYE PO3PI3HATHCH
— IX monepeaHe 3aCTOCYBaHHS MOKE CHHEPreTHYHO MiACHJIMTH kO neracnaprasu. Skmio mi
PECYOBMHH 3aCTOCOBYIOTH IMC/IA JIKapchbkoro 3aco0y OHKacmap, MOM/IMBE aHTArOHICTHYHE
3HHXKEHHS e(eKTy reracnaprasu.

Heracnapraaa MOKEC [EPEHIKO/DKATH METabOIIYHOMY MEPETBOPEHHIO Td BHBEAEHHIO iHIIMX
MKapehKuX 3acobiB, yepes BILIMB HA CHHTe3 OULIKIB Ta (YHKINi MewiHKWM, a Takox MpH
KOMOIHOBAHOMY 3aCTOCYBaHHI 3 IHIIMMH XiMiOTEpAaNeBTHUHHMH 3acO0aMH, 3JATHUMH 10
B3aeMOii 3 i30¢epmentamu CYP.

Ilpu 3acrocysanni mikapcekoro 3acoby OHKacnap MOJKIMBE KOJIMBAHHS BMICPY. d)a]('ropig
koarysisuii. Lle Moxe cripusitu po3BUTKY TeHICHLIT 10 KpoBOTeYi Ta/a6o Tp0M603y Orke; S-CIILL )
OyTH OGEpEKHUMHM TPH OJHOYACHOMY 3aCTOCYBAHHI AHTHKOArYIIAHTIE, TaKHX,' ﬂx %
refapyH, IHIipnIamolt, aleTHICATINIOBa KUCIOTa ab0 HecTepoimHi npomzanaﬂ i i _
3acobu, abo npu oaHOYACHOMY [POBE/EHHI XimioTepamii i3 3aCTOCYBAHHAM MeTOPpekeary,
JlayHOpyOilMHY Ta KOPTHKOCTEPOIIiB. 7 —
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V pasi 0/1HOYACHOTO BBEJICHHS TTIOKOKOPTHKOIIIB (HANPHKIA, IIPEAHI30JI0HY) Ta [eracnaprasm
3MiHM NapaMerpiB Koaryjsuii (Hanpukiai, 3HwKeHHs BMmicty (ibpunoreny Tta gedinmty
antutpoMOiny III(AT III)) moxyTs OyTH OijbLI ICTOTHUMH.

[Ipu BBeseHHI BIHKpHCTHHY Oe3nocepeHb0 /10 ado OHOYACHO i3 Meracrnaprasor, TOKCHYHHH
BILIMB OCTAHHLOI MOe 30iabIMTHCh. [IpH BBejIeHHI Jikapchkoro 3aco0y Owxkacnap nepes
BIHKDHCTHHOM MOJ/IMBE 30iIBINEHHS HEWPOTOKCHYHOrO BIUIMBY BiHKpUCTHHY. OTKe,
BIHKPUCTHH CJIiJl BBOJMTH MNpHHAMHI 3a 12 rogmu 10 BBeaeHHs 3aco0y Omukacmap, aus
MiHIMi3aLil TOKCHYHOI'O BILIUBY.

Henpsima B3aeMo/isi reracrnaprasi Ta OpajJbHUX KOHTPAUCNTHBIB HE MOXE OyTH BHKJIHOHYEHA,
4yepe3 renaToTOKCHYHMN BIUIMB Teracrapra3i, BHACII0OK YOro MOMK/IMBE 3HHKEHHS BHBE/ICHHS
[IEYIHKOK) OpalbHUX KoHTpauentusiB. Omke, ojHO4YacHe 3acrocyBaHHs 3acody Onkacnap Ta
OpaibHUX  KOHTPAlENTHBIB He pekomenjoBane. JKiHkaM  JiTOPOAHOrO  BIKY  Ciil
BHKOPHUCTOBYBATH IHIII METOIM KOHTpALEINIl, BIAMIHHI BiJl OpaJlbHUX KOHTPALENTHUBIB (MB.
po3ninu 4.4 1a 4.6).

OnHouacHa BaKIMHALA JKABUMHM BaKIMHAMH MOKE IIIBHINMYBATH PHU3MK THKKUX iHGEKIiH,
3yMOBJICHHH  IMYHOCYIIPECHBHOK ~ aKTHBHICTIO  I€racrmaprasu, HasBHICTIO  OCHOBHOI'O
3aXBOPIOBAaHHS Ta KOMOIHOBAHOK XiMioTepariero (AuB. po3aii 4.4). 3 orisijy Ha 1€ BaKIMHAIIIO
KUBUMH BaKI[MHAMH CJIiJl POBOJAMTH He paHilie, HiXk depe3d 3 Micsili Micis 3aBeplIEHHS
MOBHOI'O Kypcy aHTH/IeiiKeMIYHOT Tepalrii.

4.6 @epTHABLHICTD, BATiTHICTH TA TOAYBAHHS I'PY U0

Kinku aitopoanoro Biky / KoHTpaiiernitis /uist 40JIOBIKIB Ta XKIHOK

YosioBikam Ta JKiHKaM CJ1iJl BAKOPHCTOBYBATH €(eKTHBHI METO/IM KOHTpaleniii B nepioa teparmii
Ta TMpOTArOM TPHHAWMHI IIECTH MICAIIB MiCAs 3aBEpUICHHS Teparii 13 3acTOCyBaHHIM
mikapcbkoro  3acody  Omnkacmap. OckibkM — HempsiMa — B3aeMOJlisi MK — OpajlbHUMH
KOHTpAIeNITHBAMH Ta [eracrnaprasor He Moxe OyTH BUK/IIOYEHA, OpaIbHI KOHTPAICIITUBH HE
pO3IIs/1at0Th, SK 3acid, o 3abe3nedye jgoctaTHio Oe3neky B Takid KiiHiuHIM cuTyauii. Xinkam
JITOPOJAHOIO BIKY CJliJl BUKOPHUCTOBYBATH METO/ KOHTpaleniii, BIAMIHHUN BIJI OpaJlbHUX
KOHTPAIENTHUBIB (JTMB. po31iyn 4.4 ta 4.5).

BaritHicT

Jlani mo/o 3actocyBanns L-acnaparinazn oOMexeHi, a JaHi 100 3aCTOCYBAHHSA JIKAPChKOTO
3aco0y Onkacnap B repioj BariTHOCTI BijcyTHi. Jlociai/uKeHHs BIUIMBY [eracriapras Ha
penpoiyKTHBHI (pyHKLIT TBApHH HE IIPOBOIMIIH, @ B AOC/I/DKEHHAX L-acnaparina3u Ha TBApMHax
OyJ10 MpOIeMOHCTPOBAHO TEPATOreHHUH BIUIMB (UB. po3ain 5.3). Buacnigok 1nporo, a Takox 3
ypaxyBaHHsM (dapMakosoridHux BiactuBocted, OQHKacnap He CIiJl 3aCTOCOBYBATH B IEpiojl
BariTHOCTI, 3a BHHATKOM BHIQJKIB, KOJM KJIIHIYHMM CTaH >KIHKM BHMara€ BBEJICHHS
neracraprasu.

T"o1yBaHHS TPY IO

HeBizomo umM mnpoHMKae mneracmnaprasa y rpyaHe MOJIOKO. 3 ypaxyBaHHAM d)apMaKQJIBFF-IHHX
BJIACTHBOCTEH, PH3UK JUI HOBOHAPOIKEHHX/HEMOBIIAT, AKI OTPUMYIOTh l“OﬂyBaHHf{ rpyﬂ,mo, He "
Moke OyTH BHKIIOYEHHM. B skocTi 3amobikHOTO 3aX0jy, rOJAYBaHHS TPy IO en;ghpunnnnm

Ha HCpIOII Tepaml i3 3aCTOCYBaHHﬂM mxapcmcoro 33006)/' OHKacnap lf HO,I‘O HE . Qﬂlﬂ.-ﬂ

MNylneHko .B.
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QepTUIbHICTE

Jlocipken s 115 BU3HAYCHHS BILTHBY [1€racriaprasu Ha GepTiiIbHICTS He IIPOBO/THIIH.

4.7 BmimMB Ha 31aTHICTL KepyBATH TPAaHCHOPTHMMH 3acobamu T2 HpanwBaTu 3
MexaHizsMaMu

OHKacnap 3aBjac iCTOTHOrO BILUIMBY Ha 3JaTHICTh KepyBaTu TPAaHCIOPTHUMH 3acobaMu Ta
MpaiioBaTi 3 MexaHisMamu. lloiommsiocs mpo Taki mobiumi peakuii y nauientis, sxi
oTpuMyBani OHKacrap 3 iHIMMH XiMiOTepaneBTHYHUMMU TIKApChKHUMH 3aC00aMHu: COHJIUBICTE,
CILTYTaHICTh CBIIOMOCTI, 3aI1aMOPOYEHHSI, HEIIPHTOMHICTS, CYJIOMH.

lMauicuram, sxi orpumyiots OHkacnap, CTiji peKOMCHIyBATH He KEpYBaTH TPAHCIOPTHUMHU
3ac00aMK Ta HE MPAIIOBATH 3 MEXaHi3MaMH, AKIIO y HUX HasBHi i a00 iHuI modiuni peaxuii,
30aTHI BIUIMBATH Ha 3JATHICTb KepyBATH TPAHCIOPTHMMH 3acobavy Ta NpauioBaTu 3
MeXaHi3MaMHu (IuB. po3ain 4.4).

4.8 Tlobiuni peakmuii

Koportkwuii onmc_npodimo 6esmnexu

[apopmanis mono nobiunux peaxmii, onucanux B UbOMY PO3JiTi, I'PYHTYEThCS Ha JaHHX
KJIIHIYHUX JIOCTIKEHb Ta mic/IspeecTpaniiHoMy 0CBiai 3acToCyBaHHS 3aco0y Omukacniap B
tepanii nauientis 3 [JUUL Ilpogins 6Gesmeku IPYHTYETBCS HAa JaHUX pPaHI0MI30BaHHX,
KOHTPOJILOBAHUX,  NPOCHCKTHBHUX,  BIJIKDHTUX  OaraTOUEHTPOBMX  JOCILKEHb i3
BHYTPILIHLOBEHHHM BBE/ICHHSAM JiKAPCHKOIO 3aco0y Omukacmap B 1031 2500 MO/M?, B skocTi
NOPIBHAILHOIO JIKAPChKOro 3acoby (mocimkenns DFCI 11-001 ta AALLO7P4). Takox, s
BH3HAYCHHs Npodimo Ge3nexku Oy/iM BUKOPUCTAHI JaHi M0CTiIKEHD IIPH BHY TPIIIHEOM'S30BOMY
BBE/ICHHI JliKapchKoro 3acody Onkacnap (rocimxenns CCG-1962 Ta CCG-1991) (muB. po3in
5.1).

Haiyacrimumyu noGiunumu peakuismu Ha Onkacnap (crmocrepiramuch npuHaAiMHI B 1BOX
JOCIIUKEHHAX 3 4acToTol0 >10%) Gymu: 36imblieHHs BMICTY anaHiH amiHoTpaHcgepasn,
30inbLICHHsT BMicTy acmaprar amiHoTpancdepasu, 30iibiieHHs BMicTy OinipybiHy B KpoBi,
30UIBIIEHHS AaKTHBOBAHOTO YaCTKOBOTO TPOMGOILIACTHHOBOTO Yacy, TiNepTpHIiepUIeMis,
rinepriikemist Ta GeGpuibha HeiTponeHis.

Hajiuactiluumy  THOKKAMH 1OGIYHMMM  peakiisMu Ha Oukacnap (crymens 3 abo 4), ski
croctepiraucs B jocaimkenusx DFCI11-001 ta AALLQ7P4 3 4acrororw >5%, Oyiu:
30UIBIICHHS  BMiCTYy — anamin  amisoTpanchepasu,  36iabIICHHS BMICTY  acraprar
amiHoTpaHc(hepasH, [iJBUIICHHS piBHSA OiripyGiny B KpoBi, (eOpuTbHAa HeHTpoIeHis,
rinepriikemis, 361bIeHHs BMicTy Jinasu Ta [MaHKPeaTHT.

[lepenik no6iyHux peakuiii B Tadanuniii dpopmi

Inpopmauis mozo noGiunux peakmiit Ta ix 4ACTOTM HaBegeHA B Tabiuui 1. Yacrora
BCTAHOBJICHA 3 ypaxyBaHHSM HACTYNHHX 3araibHONPUHHATHX KPUTEPIiiB: jiyxke wacto (>1/10),
qacto (Big =1/100 no <1/10), newacto (Bix >1/1000 mo <1/100), piako (Bix >1/10 000 mo
<1/1000), myske piako (<1/10 000) Ta yacToTa HeBiOMa (He Moxe OyTH BH3HAYECHA 32 HASIBHUMM
nanuMH). B koxwift rpyni 3a wactoror, mepeiik mo6igHux peakuiil HaBeaCHUIL Y TOpS/IKY
3HUXKEHHS CEpHO3HOCTI. At DN

,
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Tabauus 1: Mobiuni peakuii, nos’s3ani i3 3acTocyBaHHAM J1iKapcbKoro 3acody Onkacnap

Cucremu
opranis 3a kiacudikariicio
MedDRA

ITo6iuna peakuin

[Hdexuii Ta iHBa31l

YacTo: iH(pEeKIIiTHI 3aXBOPIOBAHHS, CEIICHC

[Topymwennss 3 Ooky
CHCTEMH KPOBOTBOPEHHS
Ta MM(paTHYHOT CHCTEMH

Jlyxe dacto: GpeOpHiIbHA HEHTpONeHis
YacTo: aHemisi, KoaryJjonaris
YacroTa HeBiloMa: HEJOCTATHICTD KICTKOBOTO MO3KY

K€  4acTo: eaKilis  ITiBHINEHOL TJIWBOCTI, KPONUB SHKA
[lopymennss 3  Ooky Ay : Pl cs W 5. ’
N TOT SHE ke aHadi1akTHYHA peakilis
My YacroTa neBigoma: anagiIaKTHUHHH 10K
Iopyenus 00miHy | JlyKe 4acTo: 3HHKEHHS AleTUTY, rIepriikemMis
peuoBHMH Ta po3sagd | YacTo: rimepIiimigeMis, rinepxojecTepuHeMis
Xap4yBaHHs Yacrora HeBijioMa: JladeTHYHUN KeToalle/103, Inorjiikemis
[Topymenns 3  Goky : ) :
; YacToTa HeBijioMa: CIUTyTaHa CBiJIOMOCTh
HICUXIKH
Yacto: cyiomu, nnepudepruuHa MOTOPHA HEHpPOaTist, HENPUTOMHICTh
[Topymenus 3 OOKy | . s e
bl B Piako: cunpom 3a1Hb0T 000pOTHOT JieliKoeHedatonarii
p YacToTa HeBiJlOMa: COHJIMBICTB, TpeMOp*
Ilyxe vacto: embomia**
[Topymenns 3  Ooky | Yacto: TpoMOO3***
CYJIUH Yactora HEBijoMa: IHCYJIbT, KPOBOBHJIHB, TpoM0OO3 BEPXHBOTO
CariTaJbHOTO CHHYCY
[lopymenns 3 Ooky
JIMXATbHUX HUTAXIB, s e
OpraHiB  TOpaKaJIbHOTO ‘

BTy Ta cepeioCTiHHS

ITopyuiennss 3 Goky
[Ty HKOBO-KHIIIKOBOT'O
TpaKTy

Hyxe yacTo: maHkpearur, Jiapes, adioMinaibHui 011k, Hy 10T
YacTto: O110BaHHsA, CTOMATHT, ACLAT

Pizko: HEKpPOTH3YIOUMi NAHKPEATHT, FeMOpariYHHi MaHKpPeaTHT
YacroTa HeBlOMa: MCeBIOKICTa MiINUTYHKOBOT 31031, apoTHT*

[lopymennss 3 Goky
WKIPH Ta IMAIKIPHAX
TKaHHUH

Jlyske 4acTo: LIKipHI BUCHIIAHHS
Yacrora HeBlJIOMA: TOKCHYHUH eniiepMaibHuil HeKpoTi3z*

YacTo: rernaToTOKCUYHICTh, CTEATO3 MEeUiHKH

['enarobiniapHi i ; i 1 .
Piko: Hekpo3 1e4iHKM, JKOBTSHHMIIA, 3acTiii JKOBYi, Ie4iHKOBA

HOpYIIEHHS .
HEJIOCTATHICTD

[Topyuienass 3 Goky 2,

ckeleTHUX M'a3iB Ta | Yacro: Bijb B KiHIiBKax 4

CIIOJTYYHUX TKAHHUH

llopymennss 3  Ooky | YactoTa HeBijjoMa: rocTpa HUPKOBA HEJIOC

HUPOK Ta CEYOBHX




[UJIAXIB

CucTteMHi MOpyUIEHHs Ta
MOPYLICHHS 3a MicUeM
BBEIACHHA

Yacrora HeBioMa: HmipeKcis

Pesynbraru
nabopaTopHUX
JIOCITI/KEHb

Jly’ke 4acTo: 3HMKEHHS Macu Tiia, rinoaabOymiHemis, 30inblIeHHs piBHA
anaHin aminoTpaHcdepas, 30iIbIIEHHs PiBHA acriaprat amiHoTpaHcdepasy,
rinepTpUrilepuaeMis, 3HWKeHHS PiBHs (iOpUHOreHy B KpOBi, 301IbIICHHS
piBHs ninazu, 30iAbWIEHHS piBHS  aminasM, 30UIbILIEHHA 4acTKOBOIO
aKTMBOBAHOTO TPOMOOILIACTHHOBOIO 4Yacy, Mi/IBUIICHHs piBHA OinipyOiHy B
KpOBI

Yacto: 30i1bLIEHHS NPOTPOMOIHOBOrO 4Yacy, 30UIbLIEHHS MIKHAPOAHOIO
HOPMAaJTi30BaHOTO CITBBIAHOLICHHS, TIMOKATiEMis, 301bLIEHHS XOJIECTEPHHY B
KpoBi, rinoibpuHoreHemis, 30i/1blUeHHs BMICTY rama-riyTamin TpaHchepasu

TPOMOOLIMTIB, TiMepaMOHiEMis

* [1oGiuni peakiiii, o criocTEpiraIkch PH BBEJAECHHI IHINUX acnaparida3 1boro x Kjacy

Yacrota HeBijoma: 30iIbLUCHHS pIBHS CEYOBHHM B KPOBi, aHTUTLIA /10
reracriaprasu, 3HWDKEHHS KUIBKOCTI HeHTpodiniB, 3HMKEHHA KUILKOCTI

** Bunmaaku emOouii jiereHeBol aprepii, TpomGo3y BeH, TpoMOO03y BeH KiHIIIBOK Ta NOBEPXHEBOIO

tpoMOodiedity cnioctepiranucs B gociipkenni DFCI 11-001
*** Hazpa: Tpombo3 [{THC

Onuc okpeMux no0IYHUX peakilii

Crocrepirasiuce  HacTynHi  1oOi4yHi  peakuii, MoB'A3aHi i3 Tepami€w 13 3acTOCYBaHHAM
acriaparinazd. Xoya BOHM He Oyiu 0Oe3mocepefHBO TOB'S3aHHUMH 13 3aCTOCYBaHHAM
rieracraprasu, BOHM MOXYTh BUHUKHYTH [IPH 3aCTOCYBaHHI JIikapchKkoro 3acody Onkacnap:

Iopywenns 3 60Ky cucmemu KposomseopenHs ma limghamuynoi cucmemu

OnKacniap MOXe BHKJIMKATH MI€JIOCYIPeciio HH3bKOTO Ta CEepPeIHBOr0 CTYIEHS TSKKOCTI, 13
MOMUIMBICTIO YPAXKEHHS YCIX TPHOX JIIHIA KPOB'SHUX KITITHH.

[TpuOaKM3HO MOJIOBMHA YCIX CEPHO3HUX BMIIAJKIB KPOBOBHIIMBY Ta TpomOO3y BIUIMBAKOTh Ha
CY/IMHHU TOJIOBHOTO MO3KY, & TAKOK MOXKYTh IPU3BECTH JI0 TAKUX HACIIJKIB: IHCYJIBT, CyJIOMH,
roJIOBHHH 01716 800 HEMPUTOMHICTD.

Topywenns 3 60Ky nepeogoi cucmemu

Onkacrniap MOKe BUKJIMKATH nopylieHHs QyHKUIH UeHTpaIbHOI HEPBOBOI CUCTEMH, MPOsSBAMH
SIKUX € KOHBYJIBCIT Ta, pi/iiie, CIUIyTAHUH CTal CBIZIOMOCTI Ta COHJUBICTL (He3HAYHE MOPYLIEHHS
CBIJIOMOCTI).

Y piAKICHHX BUIIA/IKAX MOMIMBUN CHH/IPOM 3BOPOTHOI 3a/1Hb0T1 Jeiikoenuedanomnarii (RPLS).

B j1ye 100 IMHOKHUX BUIIA/IKaX CIOCTEPIraly Jerkui TpeMop NajiblliB.

[opywiennsa 3 60Ky WYHKOBO-KUUKOB020 MPAKMY
[Ipud1n3HO y MOJOBMHM MAIEHTIB BHHUKAIOTH peakilii HU3BKOTO Ta CEPEIHBOrO CTYIIEHA
TSOKKOCTI 3 OOKY IIJTyHKOBO-KHMIIKOBOI CHCTEMH, Taki, sIK BTpaTa aleTUTy, HyJ0Ta, OIOBaHHS,
abI0MIHaJIbHI Cl1a3MH, Jiapest Ta BTpara Macu Tija.

Yacto MoxuIMBMiA roctpuit nankpearut. HasiBHi okpemi HOBIAOMIIEHHS 11PO BUIAIKH yTBopeHH;[
IICEB/IOKICTH (IPOTAIOM JI0 HOTHPHOX MICSLIIB ITiC]s OCTAHHBOTO BBeﬂeHHﬁY

MaHKpCaTUTY 3 JICTAJIbHUM HACJIIJIKOM.

BlPHMV\
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MoxnuBe 30inbIIeHHS PIiBHS amila3d B CHpOBATI KpoBI B mepion abo micis 3aBeplleHHS
Teparii 13 3aCTOCYBaHHAM JIiKapchKoro 3aco0y OHkacnap.

Hopywenns 3 60Ky HUPOK Ma CeYOBUX ULTAXIE
l'ocTpa HMpKOBA HEJOCTATHICTE MOMNJIMBA Y PUIKICHHX BHUIQJKax I[POTAroM Tepamii 13
3aCTOCYBAaHHSAM, B TOMY 4YHCIi, L- acnmaparinasu .

Iopywenns 3 60Ky wikipu ma niOWKIPHUX MKAHUH
MoxyTbe OyTH NpOsBH WIKIpAHHUX ajlepriyHuX peakuiil. OnucaHuil OJMH BHUIIA0K TOKCHYHOIO
eliiepMalbHOr0 HeKpoIli3y (cuHapomy Jlaiesna), mos’si3anuil i3 L-acnaparinasoro .

lopywenus 3 60Ky eHOOKPUHHOI cucmemu

3MiHH CHIOKPHHHHUX (DYHKIIA NiJANUIYHKOBOI 3a103H CIIOCTEPIraloTh 4acTo, iXHIMH MpOsiBaMH,
TOJIOBHMM YMHOM, € 11OpYLIEHHs MeTaboJIIMHOrO NepeTBOPeHHs IoKo3u. OnucaHi BUIIAIKHU, SK
Nia0eTHYHOrO KeTOoalM03y, TaK 1 TiNepocMOJSIpHOI rimepriikemii, sKi, $K [paBHIIO,
BI/INIOBI/IAIOTh 3@ BBEJCHHS 1HCYIIIHY.

Hopywenns 00Miny peqosun ma po3naou XapyyeanHs

Bunaziku 3MiHM BMICTY JIiMIIB y CHPOBATII KPOBi, a TAKOX 3MiHA MOKA3HHUKIB BMICTY JIMIAIB y
CHpOBATIli KPOBIi, y OLIbIIOCT] BUIIAAKIB O€3 KJIIHIYHHX CHMIITOMIB, € IyKe PIAKICHHMH .
ITi1BUIIIEHHS BMICTY CEYOBHHH Y CHPOBATII KPOBI BAHHUKAE PETYJISPHO, € HE3AICKHUM Bi/l 103H i
MaiKe 3aBXK/IHM € 03HAKOI NOpPYIIeHHs 0anaHcy npepeHaTbHOro MeTadbosiamy.

Cucmemui nopywienns ma nOpyutenns 3a Micyem 66e0eHHs.
Ilicns in'exuii MoIIMBa mipeKcis, SKa 3a3BUYail MHHAE CIIOHTAHHO.

Hopywenns 3 60Ky iMynnoi cucmemu

bynu BusBiaeni crneuudiyni aHTHTIIA [0 Ieracnaprasi; HeEYacTo BOHHM acOIFOBAIMCh i3
peakuisMM NiIBHLIEHOI 4yTIMBOCT. Takoxk Oy/i0 BHSIBJIEHO HEHTpasli3yrodi aHTHTINIA, SKi
3HHIKYIOTh KJIIHIYHY €(eKTUBHICTb.

Peakuii niasuiieHoi 4y TaMBocTi 10 Jgikapeskoro 3aco0y OHkacnap, BKJIIOYHO i3 3arpo3/IMBHMU
KUTTIO aHA(IIAKTHYHUMM PeaKIlisiMK, aHTIOHEBPOTHYHUM HaOpsKoM, HabpskoM ry6, HaGpsSKoM
MOBIK, €PUTEMOIO, 3HWKEHHSM apTepialbHOTO THCKY, OPOHXOCTA3MOM, YTPYAHEHHSIM JTUXAHHSI,
cBepOexkKEM Ta IMKIPHUMHU BUCHIIKAMHU, MOINBI Ha GoHI Tepamii (auB. po3/iau 4.3 1a 4.4).

I'enamobiniapmni nopyuienns
3MiHa MOKa3HUKIB (QYHKIIN neviHku € yacTor. HesatexHe Bin 1034 301ibIIeHHs TpaHcaMiHa3
Ta OinipyOiHy B CHpOBATIi KPOBI CIIOCTEPITaOTh YacTo.

Bunanku crearosy neuinku criocTepiraoth Iyske 4acto. BigoMo npo piakicHi BUNaakH 3acTolO
KOBYI, JKOBTSHHMII, HEKPO3y KJIITHH [EYiHKH Ta MEYiHKOBOI HEJOCTATHOCTI i3 JETAILHHM
HaCJIIKOM.

[opymenus CHHTE3Y Oinka mMoxe [IPU3BECTH /IO 3HHIKEHHS BMICTYy Olika y CHpOBarTIli KpOBI.
Hesanexune Bijl /1031 3HMKEHHS BMicTy ansOyMiHa B CHPOBATLi KpPOBi BUSBJIAIOTh.Y.. Gmbmocn
Mali€eHTIB B nepio/ Teparmii. P R

Tun nebaxanux peakuidi ma OHKacnap € HOAIOHMM 0 TAKOro, SK NpPU BECICHHT HaAMBHOI
HEeIeruIboBanoi L-acnaparinasu (To0to, HaTuBHOI acnaparinasu E. coli). i I

CKNAL B\PH i
JlyLINEeHKo Nn.b.
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IoBinomnents npo nijosprosani noGiumi peaxuii

[oinomienns npo IMi103proBani no6iumi peakii Yy micispeecTpauiiHuii nepiox JKapChKOro
3ac00y € BawumBuM. lle nae 3MOTY BECTH Oe3NEPepBHHH MOHITOPHHT CHiBBiIHOIICHHS
KOPHCTI/PH3HKY 3acTOCYBaHHS npenapary. Crieniatict B raty3si oxopouu 3JI0pOB's 3000B's13aH1
NOBIIOMIISITH yepe3 HALlIOHATIEHY CHCTEMY [OBiZOMIICHD 1po Oy/ib-AKi BHIAJIKM BHHHKHEHHS
[1103PIOBAHHX TIOGIYHUX peakuiit, inopmaitis npo sKy Hasenena y Hopatky V

4.9 TIlepexosyBanus

[osinomsutocs npo Bumaku HCHaBMHMCHOTO  mnepe/iosyBaHHs 3acobom Omnkacnap. Ilicis
lICPE/I03yBaHHA CIOCTEPIraiM MiABHIIEHHS AKTHBHOCTI [1EYiHKOBHX (epmenTiB, wkipHi
BUCHIIaHHA Ta rinepGinipy6inemiro. Crenudiune memuxameHTO3HE JUKYBaHHSL y BHIIAJIKY
lepenosypanus BiacytHe. Y pasi NI€PEI03yBaAHHS HEOOXIAHNA peTe/IbHUA MOHITOPHHT CTaHy
MAli€HTa JUIA BUSBJCHHS O3HAK TA CHMIITOMIB MOOIYHUX peakUidl, HaJaHHA HAIEKHOIO
CUMITOMATHYHOIO Ta HIATPUMYIOHOrO JIiKyBAHHS.

5. ®APMAKOJIOT'TYHI BJIACTUBOCTI
5.1 ®apmakogunamiuni BaacTusocTi

PapmakoTepaneBTHYHA Ipyna: AHTHHEOILIACTHY] Ta IMYyHOMOIYMIOWY] 3aco6M, iHmi
aHTHHEOITACTHYHI 3acobH, koa ATX: LO1XX24

Mexauizm jaii

Mexanism gii  L-acmaparinasuy  mossirac Y (epMEeHTHOMY pO3MIEIICHHI aMiHOKMCIIOTH
L-acnapariny na acnaparinoBy KHCIOTy Ta aMmoHiii. Hecraua L-acniapariny s KPOBI IIPH3BO/(UTh
J0 iHTiOyBaHHS CHHTe3y Ouiky, cunrtesy JIHK Ta cunresy PHK, sokpema, B neiikemiunux
OlacTHUX KITHHAX, HE 3JATHHX J10 cuHTe3y L-acmapariny, yepes mo BinbyBacthes IXHiM
arnonTos,

Haenporu, Hopmansui kmitiau, 3xathi 10 CHHTe3y L-acnapariny, € MeHII 4y TIHBHMH 110 Horo
IIBMAKOrO posnanxy Ha oui Tepamii i3 3acTocyBaHHAM  depmenty L-acmaparinazm.
[IEI'wmoBanus we 3wminroe bepmentHi  BiacTHBOCTI L-acnaparinasu, ane BrumBae na
dbapmakokineTuuni Bractusocti ta IMYHOICHHICTb 1[bOTO (hepmenry.

DapmakouHamiyHi edekTn

AHTHIIEHKeMIYHHMIT edekT L-acnaparinasu nos's3anuit i3 nocriinum BHUBE/ICHHAM L-acnapariny
13 KPOBI Ta CIMHOMO3KOBOI pimunu (CMP). ®apmakoansamiunmii (P/1) edekr nikapcekoro
3aco0y OHKacmap omiHIOBaIM ricis B/M (mocmimxenns CCG-1962) Ta B/B BBCICHHS
(AALLO7P4).

B nocaimxenni CCG-1962 @J] edext nikapcrkoro 3aco0y Omkacniap oOwiHIOBaIM 3a
Pe3yJIbTaTaMH cepii BUMipIOBaHb BMicTy acriapariny B CHpOBaTIli KpPOBi (n=57) ta CMP (n=50) y
HiTeH Ta MiUITKIB, AKAM WIOHHO OyJ10 BCTaHOBIIEHO JiarHO3, i3 CTanaapTHuM puzukoM ['J1JI, siki
OTPHMAJIM TIO TPH JIO3H JIIKAPCHKOTO 3acoby Onkacnap BHYTPIilIHBOM'S30B0 (mo 2500 MO/m?
IJIOI MOBEepXHi Tina), omHy — y dasi inaykuii, Ta a8i — y nisHimmx hasax inTencudixanii
Tepanil. 3HimkeHHS KOHUeHTpamii acmapariny B CHpOBATIi KPOBi 6y.10 OueBMMNM Bike-Ha
HCTBEPTHH JeHb MiC/s mepmoi inayKiiiHoi 103mM, Ta Oys0 Haitmmkanm na, 10-# ,‘.}iéi-rbi'.lﬁc.ﬂﬁ'--‘
BBCACHHS. KoHueHTpauis acuapariny B CHpOBATUi KpoBi, npubausno, 1 MKMO,Jb, r. rajachk
MPOTATOM OJIM3BKO TPLOX THIKHIB. Konuenrparis acnapariny 3umsunace 10 2 ‘
aKTHBHICTh acrapariHasd CTaHOBMJIA >0,1 MO/m1. Bumicr acnapariny 5 CXIP /4. MKMOJIb IO
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MiKyBaHHs 3HU3UBCs 10 1,1 Mkmons Ha 7-# jaeHb ta 0,6 MKMOab Ha 28-# JieHb IHAYKIIHHOT
¢azu (qus. Kniniyna epexTuBHiCTh Ta Oe3meka).

B nocmixenni AALLO7P4 @] edext nikapeskoro 3acoby OHkacnap OliHIOBAIM [IPH BBEJICHHI
47 nauienrtam, yui gaHi Oynw mpuAaTHi U aHamizy, 3 BUcOkuM pusukom ['JIJT 3 B-kiitaH-
TonepeHUKIB, SKi orpumyBami Oukacnap B/B B 1031 2500 MO/m? nutomri nosepxHi Tina, B ¢pasi
iHayKiii Ta xoHconigauii. Konuenrpauis L-acnapariny B ruiasmi KpoBi 3HH3MIAch 10 piBHS,
HHIKYOTO 338 MEXKY KUIBKICHOIO BH3HAYCHHS [IPOTSIOM 24 rOJIMH Iicis BBEAEHHS B (a3l iHay Kl
Ta MepIIoro BeeeHHs 3acody Onkacnap y ¢a3si koHcouialil, i 30epiranachk npoTaroM GJIM3bKO
aBox TwkHIB. KonnenTpanis acnapariny B CMP 3uukyBanach Ha 4eTBEpPTHHl JeHL ITic/s
BBeICHHA B (asi iHAyKuil Ta 30epirasach HHKYOK 32 MEXY BH3HA4YeHHs 10 18 qHs micis
BBCJICHHSI.

[pyHTYIOUHCH Ha pe3y IbTaTax MUX JABOX JOCIiKEHb, MOXKHA 3pOOHTH BHCHOBOK, 0 OHKacnap
npu BBeAeHHI B 1031 2500 MO/M® miomi nosepxui Tina B/M (CCG-1962) Ta /B (AALLO7P4)
3a0e3nedye 3HMKEHHs BMicTy L-acnapariny nmpoTsroM 61M36K0 ABOX THIKHIB ITiC/IS BBEICHHS.

KiiHiuHa edekTUBHICTE Ta Oe3mnexa

Edekrusricts Ta Gesnexy mikapcbkoro 3acofy OHKacmap OIIHIOBATX 3a JaHHMH TPhOX
KJAIHIYHKX JIOCITDKeHb TIPH 3acTocyBanHi OHKacmapy, posudHy juts iH'exiiit/indysii B sxocti
tepanii nepmoi ninii nauientis 3 [JUI: B gocnimxenns CCG-1962 6y10 BKIIOUCHO MAIi€HTIB i3
craniaptauM pusukom ['JIJI; B nocnimxenns AALLO7P4 GyJio BKIIFOYEHO MAII€HTIB i3 BUCOKUM
pusukom ['JUL; B pocnimkennss DFCI 11-001 6ys0 BKIIOYEHO NAI€HTIB i3 CTAHIAPTHUM Ta
BUCOKHUM pu3ukom ['JIJL.

Ouinka edexTuBHOCTI Jjikapchkoro 3aco0y Owukacnap B Tepamii mnamientie 3 [JUT 3
peluanBoM/pedpakTepHUM 3aXBOPIOBAHHAM Ta KIIHIYHOK alepriq4HO0 PEaKilicl0 HAa HATHBHY
L-acnaparinasy E. Coli B anamHe3i IDYHTY€TbCS Ha CYKYNHHMX JaHMX 94 mamieHTiB i3 mectu
BIIKpUTHX  jociipkeHs [ASP-001, ASP-201A, ASP-302, ASP-304, ASP-400 Ta
ASP-001C/003C].

llepwa ninis_mepanii (nayicumu 3 1JIJI 6e3 peaxyii nidsuwgenoi 4ymaugocmi 00 HAMUGHOI
L-acnapacinasu E. coli)

besneky Ta edexrusnicTs sikapehkoro 3acody OHKacmap OMiHIOBAIM 33 JAHMMH BiIKPHUTOTO,
0ararouUeHTPOBOro, PaH/I0Mi30BAHOTO JOCTI/KCHHS 3 aKTMBHMM KOHTpoieM (JlociiukeHHs
CCG-1962). B ubomy nociipxenni 118 gitert Bikom Bix 1 g0 9 pokis 3 I'JIJI cranmapTaOro
PH3HKY, SKI HE OTPUMYBAIH JIIKyBaHHA paHiuie, Oy/M paHaIoMi3oBaHi y criBBiHOmeHHI 1:1 10
IpyIl OTPHMAHHs JlikapcbKoro 3acoby Omnkacnap abo HatuBHOi L-acnaparinasu E. coli B Kypci
KoMOiHoBaHOI Tepanii. OHKacmap BBOAMIM BHYTPIIIHBOM'S30BO, 103010 2500 MO/M? mioud
NOBEPXHi Tina Ha 3-i JieHb 4-THKHEBOT IHAYKUiHHOT Ga3u Ta Ha 3-H JeHb KOKHOI 3 JBOX 8-
THXKHEBUX BiJKIQJeHuX (a3 iHTeHCH(biKaui'f Harusny E. coli L-acmaparinasy BBOJWIIN
BHyTplI.[IHI:OM 513080 B 71031 6000 MO/M? mrowmi MIOBEPXHI Tijla TPH pa3sd Ha THIK/IEHb, B LLJIOMY,
BBO/JMJIM /IEB'SITH /103 IPOTArOM iHAyKIiHHOI $asu Ta micTh /103 B KOXKHiM 3 BiaknazeHnx ¢as
iHTeHcHiKartil.

IlepBuHHa OliHKa eeKTHBHOCTI IPyHTYBAlIach Ha JEMOHCTpAIll OHAKOBOrO 3HHXKEHHS BMICTY
acrapariiy (3a KiJBKICTIO Ta TpI/IBaﬂICTIO) B Ipynax 3acTOCyBaHHs mKapcmcoro ‘3ac00y
Omnkacriap Ta warusHoi L-acmaparinasu E. coli. IlepenbadeHor0 IIPOTOKOIOM Memm GyJIo
3HWIKCHHS BMICTY acrapariiy B CHPOBATI[ KPOBI [0 KOHLEHTpallii 1 MOJIb/ KL'H:-K]CTB namem 3
TaKHM PIBHEM 3HMKEHHS OyJ1a 0IHAKOBOKO B 000X JOCIII/KYBAHUX IPYIIax Hpomr F1y :
da3 Tepanii y nepeabadeHi npoToKoJIOM YaCOBI TOUKH.
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B ycix ¢asax repanii konuenrpauis acrapariiy B CHpOBATIi KPOBi 3HUKYBATACH IPOTAIOM
HOTHPBLOX JHIB MiC/Is BBEACHHS MEPIIOi 103M acnapariHasv y BiANOBimHIH dasi Tepamil Ta
3ajlniuanack Ha HU3bKOMY PIBHI POTArOM NPHOIM3HO TPBOX THXKHIB B Ipyrax 3acTocyBaHHs
JIKapepKOro  3acoby Onkaciap ta watuBHOi L-acmaparinasu E. coli. [ndopmarnis momo
KOHLIEHTpallii acmaparidy B cuposarii KpoBi y ¢asi ingykuii HaBeiena Ha Pucynky 1.
XapaKTepUCTHKH 3HHIKEHHS BMICTY acriapariny B CHpOBATI KPOBi IPOTATOM JBOX BIJIKJIa/ICHHX
ba3 intencudikanii momibui 10 XApaKTCPHCTUKM 3HIKCHHS BMICTY acraparidy B CHpOBATI(
KPOBI IPOTSATOM iHyKLiitHOT azu.

Pucynok 1: Cepeani (craHaapTHA noxuMOKa) MOKA3ZHUKH BMICTy acnapariiHy B CHpOBaTIi
KkpoBi B [locitikenni CCG-1962, B inyKuiiinii ¢asi

100,0
@ Harues £. coli 1aprinaza —‘
0 Onkacnap®

acnaparivasak. coli
T
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z i o}
H gl L]
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Axis nicna ssenentn nepwor Ao3m L-acnaprinaiu acnaparinasm

[Ipumirtka: Oukacnap (o 2500 MO/m? o TNOBEPXHI Tijla, BHYTPILIHLOM'I30B0) BBOAMIN Ha
3-it neun 4-TIXKHEBOT Ba3n iHAYKLIT.
Hartuny L-acunaparinazy E. coli (mo 6000 MO/™M* mnomd HOBEPXHI  TiJa,
BHYTPINTHEOM'S30B0) BBOAMIIM TPH Pa3H Ha THIK/ICHD, B LiIoMy, npoTarom Gasu ingyKiii
BBOJIHIIH 9 103.

Konuentpanito acnapariny 8 CMP Bu3nauam y 50 nauieHTiB mpotsrom iHayKuiiHOi dazu.
Bmicr acnapariny 8 CMP 3uusnsuscs, 3 Cepe/IHbOI KOoHueHTpauii 3.1 MKMOIL 10 1o4YaTKy
Tepanii g0 1,7 Mrmonb Ha 4-i gens (11 Ta 1,5 MKMOIDb uepes 25 +] aHIiB micas BBeaeHHs
JiKapeeKoro 3acody Onkacnap. 1i Pe3yJIbTaTH € MOIBHUMH 0 OTPHMAaHHX B IPYIi HATHBHOIL
L-acnaparinasu E. coli.

[ndopmanis moxo GesnoziitHol BrkHBaHOCTI (bIIB) nauienTiB 3 rpyn otpumanus JIKapCchKOro

3aco0y Onkacniap Ta HaTHBHOI L-acnaparinasu E. coli naBemena B Tabmuui 2, nuzaitHoMm
nocikenns CCG-1962 ne 6yna nepenbauena owinka pi3HHLI ToKasHukiB BBIT.

Tabuuus 2: MokasHukn BHKHMBAHES Ge3 noziii (BbI) wepes 3, 5 ta 7 pokis (locaimkenns

CCG-1962)
r Onkacriap Harusna L-acniaprinasa |
E. coli
3-piunwmii pisens BBII, % 83 79 e
(95% A1) (73, 93) (68, 90)
S-piunwuii pisens BBII, % 78 73 Va4 .
95% J1I) (67, 88) (61, 85) jj==«/_ ///’7 -
7-piunnii pisens BBIL, % 75 >/
(95% JII) (63, 87) 2
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B nocnimxenni CCG-1962 Haityactimumu NOOIYHMMH peakilisMu Oyau iHGEKIT, BKIOYHO 3
IBOMA 3arpo3JIMBUMHM JUIS KUTTS iH(eKuisMu (y 0QHOro mauieHTta 3 KOXxHOI 3 rpyn). B minomy,
4acToTa Ta TUN MOOIYHMX peakuii crynens 3 ta 4 Oyiu ojHakoBuMH B 000X rpymnax. ¥ aBox
NAIEHTIB 3 TPYITH 3aCTOCY BaHHs JliKapchKkoro 3aco0y OHKacnap po3BHIIMCH alepriuni peakiii B
nepion dasu BinknaxeHoi inreHcudikamii Nel (anepriuna peakiis | cTynens ta Kponus'sHka 3
CTYIICHS).

byjio mnposeneHe minoTHe AOCTI/UKEHHS 3 BKJIOYEHHSAM MALEHTIB i3 1I0HHO BCTAHOBICHUM
AiarHosoM, BikoM Big 1 g0 31 poky , 3 BucokuM pusukoM [JIJI B-kiiTuH nonepenHukin
([locrimxenns AALLO7P4). Bono 6Oyno mnpoBeseHe, sK BiJKpHTE, KOHTpPOJIbOBAHE,
paHioOMi30BaHe JIOCTIDKEHHS JUIS [OPIBHAHHS JIOCJI/DKYBAHOTO 3aco0y IMEerHIbOBaHOT
acmapariHasd Ta Jlikapchkoro 3aco0y Owkacnap, fK CKIaJOBHX 0araToKOMIOHEHTHOI
xXimiorepanii B mepmriit aiuii gikysanus nauientiB 3 ['JIJI. KpuTepiem 3a BMicTOM NefKOUHMTIB
Oymu: a) sik 1-10 pokiB: KinbkicTs Jeiikountie >50 000/mka; 6) Bik 10-30 pokis: Oyib-AKHii
BMICT JICHKOIMTIB; B) IIPOBE/ICHHS MONEPEIHBOI KOPTHKOCTEPOiHOI Tepartii: 6y /b-sKuil BMicT
neikounTis. He BKItOUanm manieHTiB, siki paHiine OTpUMYBaIM IHTOTOKCHYHY XiMioTepariro, 3a
BUHATKOM KOPTHKOCTEPOINIB Ta IHTpaTeKaIbHOrO BBEIAEHHA WTapadiny. B uizomy, B
JociuKeHHs Oysio BKmModeHo 166 mnauientis; 54 mauientiB OyJ0 paH/0Mi30BaHO 10 TpPYIH
OTpUMaHHs JiiKapchkoro 3acody Omkacmnap no3on0 2500 MO/m? mmomi noBepxni tina ta 111
MAUIEHTIB — JI0 TPYIH JI0CIiKYBaHOTO 3aco0y neru/boBanoi acnaparinasy . OHKacnap BBOIHIIH
BHYTPILIHBOBEHHO B /1031 2500 MO/M? 1uroi HOBerHi Tina B ¢azax iHAyKIiii, KOHCOJIallii,
BIIK/IaJICHOT iHTeHCHbiKanil Ta dasi npomixHoi mmpnmy}oqm Teparii namieHTam i3 BHCOKAM
PHU3HKOM [T, SIK1 OTPUMY BaJIH MiJICHIEHY Tepario 3a MPOTOKOJIOM
bepnin-®pankpypr-Mionctep. KinbKicTs NalieHTIB B IPyIi 3aCTOCYBaHHs JiKapchKOro 3acoby
OnKkacniap 3 HEraTHBHHMM CTAaTycOM 3a MiHIMaIbHMM 3ajMIIKOBMM 3axBOpioBaHHAM (M33)
(<0,1% siefikeMiYHMX KJIITHH y KICTKOBOMY MO3KY) 29-#f aeHb imaykuiitnoi ¢asu craHoBmia
80% (40/50). Ilicns 4-x pokiB nokasuukd BBII Ta 3aransnoi Bmkmeanocti (3B) B rpyiii
3aCTOCyBaHHs JiKapchkoro 3aco0y Onkacmap cramoBuin 81,8% [95% JII: 62,9-91,7%] T1a
90,4% [95% [11: 78,5-95,9%] Bimnosinno. B uinomy, B rpymi 3acTocyBaHHs TiKapchkoro 3acody
OHKacnap 4acToTa BUMAJIKiB PeaKilii MiJABHILEHOT 9y T/IMBOCTI, HE3AIEKHO BiJl CTYIICHS TSHKKOCTI,
cranoBuia 5,8%, anadinaktuynux peaxuiit — 19,2%, a nankpeatuty — 7,7% Yacrora BUNAAKiB
¢eGpunbnoi HeltTponeHii cTynens 3 Ta Buie craHoBuIa 15,4%.

llle ne 3aBepmene nocnimxennss DFCI 11-001, ske nposoauts InctutyT paky Jlana-®apGep
(DFCI), € aKkTMBHO KOHTPOJBOBAHWM, PaHIOMI30BAHUM, GAraTOLCHTPOBUM JOC/Ii/GKEHHAM
PE3YILTATIB 3aCTOCYBAHHSA JOCITIKY BAHOTO IPOAYKTY [I€THILOBAHOT acTIapariHasy y nopiensnii
3 pe3ylbTartaMH 3acTOCYBaHHs Jlikapchkoro 3aco0y Owkacnap, B Tepamii aiTel Ta mijuniTkiB
BIKOM Bit 1 J10 22 poKiB 3 moiiHO BeTaHoBIeHuM jiarnosom [JIJL, ski orpumyroTh XimioTeparito
B 38'13Ky 3 ['JUI 3a mporokosnom DFCIL. 3araiom, 6y10 panaomizoBano 239 narienTtis, 237 3
AKHMX OTPHMYBAIIH JIOC/I1/UKYBanK# 3aci6 (146 4osoBikis Ta 91 xkinka), 3 nux 119 mamientis (115
3 miarso3oM I'JIT) orpumysanu Onkacmap, o 2500 MO/M?. 3aci6 Beomny B (azi inaykuii ( 7-i
JIeHb) 1 HaJasli yepe3 KOXKHi 2 THKHI, mpoTarom, B 1ioMy, 30 THKHIB HiCAAIHAYKIIAHOT Teparil.
Panznomizauiro nauientiB 6yno crparudikoBaHO 3a PH3MKOM (cTaHgapTHUI/BUCOKUIA/ Y XKeE
BUCOKMH pH3MK), sk B-kaitunuoi, tak i T-xmituanol ['JUL KiaekicTs mamieHtie 3 rpymu
nikapeskoro 3acoby OHkacriap 3 Husbkum M33 micas imaykuifinoi dasu (<0,00+ KIHTHHH 110
HaJal0ThCsl BUSABICHHIO) Ha 32-i neHsp ctaHosuio 87,9% (80/91). Onﬂopmua ‘{aCT IIB

cranosuia 98,0% [95% [II: 92.3; 99,5]; oxHopiuna 3B cranormia 100% [95% )
JAAHOMY JOCJIiKEHHI.

CPEKNAL BIPHA
14 s j|ym§LKO Nn.b.




Hayienmu 3 ITJIJI, y saxux cnocmepicaiuce peaxyii nioguujenoi 4ymiusocmi 00 HAMUusHoOl
L-acnapacinasu E. coli

Y mecTH BiAKPHTHX JOCITIIKCHHSX OLIHIOBAIM PE3Y.IbTAaTH 3aCTOCYBAHHA JTIKAPCHKOIo 3acody
Onkacnap B 3B'3Ky i3 pelmMBHUM/pedpaKTEPHHUM [eMaTOIOrI4HIM 3aXBOPIOBAHHAM. B xo/i
X JIOC/TI/DKEHb, B oMy, 94 nauientu 3 aiarnoszom ['J1JI Ta KIiHIYHOIO aepriyHOI0 PEAKILIE
Ha HaTuBHY L-acmaparinasy E.coli B anamuesi orpumyBamu Omnkacnap. OauH namieHt
otpumyBaB Omnkacmap B g03ax 250 ta 500 MO/M* niouti moBepxHi Tifia, BHYTPIIIHBOBEHHO.
Pemnra mamienTiB otpuMyBati 3aci6 B 1031 mo 2000 aGo 2500 MO/m? muiouti nosepxHi Tina,
BHYTPIIIHBEOM'130B0 ab0 BHyTpimHLoBeHHO. [lamienTn otpumyBain OHkacap 130,150BaHO a00 B
CKJ1ai 0araTOKOMIIOHEHTHOI XiMioTepamii. B 1iioMy, B 1'sTH J0C/IUKEHHSX, JaHl SKHX 0yI10
npoaHanizoBano, y 65 nauientis, ski otpumyBamu Omnkacmap, 3a KpuTepieM HaHOUIbIIOL
TepaneBTHYHOI Bi/ITOBII MPOTATOM YChOTO JIOC/II/UKEHHS, MOBHY peMiciio cnoctepiraau y 30
naifienTiB (46%), yactkosa pewmicis y 7 nauientis (11%) Ta remaronoriyie nokpameHHs y 1
nauienta (2%). B iHmomy jociijpkeHHi, g0 skoro Oyio BkimoueHo 29 mnauientis 3 [JIJI ta
peakiui€lo [MiJBUIIEHOI 4yTIMBOCTI, sKi oTpumyBanu OHKacmap, OLIHIOBAlIM BIJNOBIIL B
inaykainii ¢asi y 11 nanientis. 3 Hux 3 nanienta (27%) DocAriM MoBHOI peMicii, 1 nauieHT
(9%) — uwacTtkoBoOi pewmicii, 1 mauient (9%) — reMaToJOTiYHOrO MOKpALIEHHs Ta Y 2 NallieHTIB
(18%) cmocrepirasii o03HaKM TepaneBTHUHOI edexTuBHOCTI. TepameRTHUHY e(EKTUBHICTD
BH3HAYAIM, K KJIiHIYHE MOKpALICHHS, SKe HE BiJMOBIAAI0 KPHTEPISM IHIIOIO MO3MTHBHOIO
pesyabtary. B nepion ¢asu niarpumytodol tepanii 0yo ouineno gani 19 namienTis, 3 akux 17
nauientiB  (89%) mocsram noBHoi pewmicii, y 1 mamienta (5%) cnocrepiram O3HaKH
TepaneBTHYHOT ehEeKTHBHOCTI.

5.2 @apmakoKiHEeTH4YHI B/IACTHBOCTI

®dapmakoKiHETHYHI BIacTUBOCTI 3aco0y OHKacmap 3yMOBJIEHI aKTHBHICTIO acliapariHasu , gKy
BU3HAYaIM MeTojaMu ¢epmentHoro anamizy micas B/M (CCG-1962) ta B/B (AALLO7P4,
DFCI 11-001) BBe/icHHS.

B jnocnimkenni CCG-1962 cepejiHs akTHBHICTH acnapariHa3zu jlocsirajla MakCUMallbHOI'O
3HayeHHs | MO/Mi1 Ha 5-i neHb micns iH'ekuii. CepeHs TPUBAIICTh NEPioLy HAMIBKHTTS MiCIst
abcopOuii y wmicui in'ekuii cranowia 1,7 jgobu, a nepiojgy HamiBBuBejIeHHs — 5,5 ni0.
[Toka3uuku 00'eMy po3MOALIY Mic/sl JOCATHEHHS JIMHAMIYHOT PIBHOBArW Ta KJIPEHCY, 3rJIHO 3
oniHKo0, craHoBuH 1,86 1/M% Ta 0,169 1/mM? Ha 106y, BiNOBIIHO.

B nocnimpkenni AALLO7P4 ®K napamerpu miciisi 0JJHOpa3oBoro BeejeHHS 103u 2500 MO/m?
B/B B IHAyKUiHHIA (a3l pospaxoByBaim Merojgamu HekommnaptMmentHoro @K aunanizy, i3
BHKOPUCTAHHSM I10CIII0BHO OTPHMAHUX 3pa3KiB [J1a3MH KPOBI, pe3y/ibTaTu HaBeeHi B Tabiuuii
3 (auB. po3ain 5.1). Busisiena ten/ieHiis j1o HUxK49uX 3Ha4eHb Crmax Ta AUC Js1ikapebkoro 3aco0y
Onkacniap y u4osioBikiB, mnauiedtiB i3 Ouibmium IMT Ta mnanientie Bikom >10 pokis. B
inaykuidniit ¢asi, nicis B/B BBejeHHs Jikapehkoro 3acofy Onkacmap B j03i 2500 MO/M?,
aKTMBHICTb acnapariiasu cranoBuia >0,1 MO/mi ta 30epiranace npotsirom 0 18 aHiB micis
BBeJeHHS Y 95,3% mnaiieHTiB.

Tabimua 3: PapmakoKiHeTHYHI NapaMeTpH IMiC.JIf 01HOPa30BOro B/B BBEICHHS
Jikapeskoro 3acoby Omuxacnap B 103i 2500 MO/m? niomi noBepxwi Tia B
inaykuiinii gaszi (N=47; Jocaixkenna AALLO7P4) 2

@K napaverpn Cepeane Apudmernune (CB) |
Cmax (MMO/MJ])* 1638 (459,1) s ‘
Tmax (rog.)* 1,25 (1,08; 5,33)"

AUCo+« (MMO L go6a/mia)* 14810 (3555)

AUCo - (MO x06a/ma) 16570 (4810)

t12 (106a)’ Sa34233)
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CL (:/n06a)’ 0,2152 (0,1214)
Vss () 1,95 (1,13)

* N=47 naunieHTis, J1aHi AKUX [IPUJATHI U1 aHATI3Yy.

" meziana (107, 90" nportenTin.).

" N= 46 nauientis, 1aHi SKUX NPUIATHI [T aHATI3Y.

B gocnimxenni DFCI11-001, ouiHkKy axkTMBHOCTI acmapariHasd  3AIHCHIOBAIM  IICIs
0IHOPA30BOTO B/B BBEJICHHS JTiKapchKoro 3acoby Oukacmap B 1031 2500 MO/wM” miowi noBepxHi
Tina B dasi iHAyKIii Ta 4epe3 KOKHI ABa THXKHI IPOTATOM MIiCIsiHAYKIIHHOT Ga3n (JMB. po3ain
5.1). Ilporsirom inayKkuikiHoi ¢asu akTUBHICTH acmapariHasu craHoBuiaa >0,1 MO/mn Ta
30epiranace y 93,5% nauientis nporsrom 18 auiB micis BBeaeHHs. [Iporsrom nicasinayKiiinoi
¢asu miHiManbHa (HalHKYA) aKTHBHICTH acnaparinasu Ha pisui monaj 0,4 MO/ma 36epiranacek
y 100% namientiB Big 7 TwkHA a0 25 TwxkHs. [[i pe3yiabraTH cBijyaTh NPO TE, LIO KOJIH
Onkacrap BBOAATH B 7031 2500 MO/Mn? miomi nmoBepxHi Tija ojHOpa3oBo abo HaratopazoBo
yepe3 KOKHi JIBA THIXKHI, KJIIHIYHO 3HAYyIla aKTHBHICTh acrapariHasu 30epiracTbCs HpOTArOM
YCBOTO iHTEPBATY MiXk BBEJICHHAMH (TOOTO, IPOTATOM J[BOX THKHIB).

[lamienTy i3 moitno Beranosnenum aiarnozom ['JIJI otpuMyBain oaHy B/M 1H'€KIIIIO JIIKAPCHKOTO
3aco0y Omnkacanp (2500 MO/mM? iomi mosepxHi Tina) abo HaruBHY acnaparinaszy E. coli
(25 000 MO/v? mutomti mosepxHi Tina), ado Erwinia (25 000 MO/M? 1uiour noBepxHi Tija).
Ilepion HamiBBHMBeaeHHS JiKapchbkoro 3aco0y OHkacnap 3 Ta3Mu KpoBi OyB CTaTMCTHYHO
BiporigHo moBmmM (5,7 OHIB) HDXK I[epioa HamiBBMBEIEHHS HATHBHOI acnaparinasu E. coli
(1,3 mobu) ta Erwinia (0,65 nobu). Heraiina kiiTHHHA 3arudenb JeHKeMIYHUX KIITHH in Vvivo,
BU3HaueHa (yopeciieHTHHM 3a0apBiIeHHAM poJaMiHOM, Oysla OJJHAKOBOIO MICJIsi BBEIEHHS YCIX
TpbOX IpenapariB L-acnaparinasu .

[Mauientn 3 T'JIJI 3 kinbkoma peuumguBamMu oTpuMmyBaid abo OnHkacnap, ab0 HaTHBHY
acnaparinasy FE. coli min 4ac Kypey iHaykuiitHol tepanii. OHkacnap BBOWIM B/M B J1031 2500
MO/M? miomi nmoBepxHi Tina Ha 1-it Ta 15-# aens iHayKuii. CepeHiil mepiojl HaNiBXUTTS
nikapeskoro 3aco0y Onkacniap ctaHoBuB 8 1i0 y maiieHTiB 0e3 peakiii niABUIIEHOT 4y TIIMBOCTI
(AUC 10,35 MO/ma/106y) ta 2,7 100u y maiieHTiB 3 peakuieto mijsuinesol gyytimsocti (AUC
3,52 MO/ma/noby).

Oco0mBIi kaTeropil naiicHTiB

JluzaliHoM KOHTPOIBOBaHMX JOCI/DKeHb He Oyna mnepexbadena odinidHa — omiHKa
thapMaKOKIHETHUYHHX BJIACTHBOCTEH JiKapchbKoro 3acol0y Omnkacrnap 1pH BBeAEHHI OCOOJIHBHM
KaTeropisiM naiieHTiB. 3a pe3yIbTaTaMu NOMmyIAIiiHOT (apMaKOKIHETHYHOT OIIHKH JTIKapChKOTro
3aco0y Oxkacnap, sika IpyHTYBajlach Ha aaHux jpociimpxens AALLO7P4 (8/B), DFCI 11-001
(8/B) Ta CCG-1962 (B/M), OyJ10 BCTAHOBIJIEHO, 10 KJIipeHC (CTIHIHHMA Ta HacCHYyBaHMH) 3pocTaB
NpUOIH3HO MPOMOPIIHHO MIIOINII MOBEPXHI Tijia, a 3pocTaHHsA 00'eMy po3nojiay Oyno Oinmbin
NPONOPIIHHKUM 10 TUIOMI MoBepxHi Tina. CtatucTHuHo BiporigHa pizHuis @K xapakTepHCcTHK
IPY BBEJICHHI YOJIOBIKAM Ta )KIHKaM 3a pe3yJbTaTaMH [bOTO aHasi3y iaeHTudikoBana He Oya.

BruiuB HupkoBoi Ta ne4iHkoBol HepocratHocTi Ha ®K XapakTepucTHKH JIIKApehKOro 3acoly
Onkacnap He ouiHtoBaau. OcKIbKK neracrnaprasa € OiJIKOM 3 BUCOKOK MOJIEKYJISIPHOKO Macoo,
BOHA HE BUBOJUTHCS HUPKAMH, OTXKE 3MiHY (PapMaKOKIHETHUHHX XapaKTEPUCTHK MPH BBEACHHI
Jikapebkoro 3aco0y OHkacnap namieHTaM i3 HUPKOBOIO HEIOCTATHICTIO HE OUIKYIOTE.

OCKUIbKH POTeOiTHYHI (I.)epMEHTH Bl,E[l'lOBl,Z[aJII:Hl 3a MeTa60que nepeTﬂopeHHH Hu(a‘pcmcoro

pu 3aCT00yBaHH1 JKapChKOro 3acoly OHKacnap

JlaHl mo/10 MauieHTIB JITHLOIO BIKY BIJICYTHI.

ﬂEPEKnAﬂ Blp”ﬁw

” Jtymnenko J1.B.



5.3 Jlani JoKJiHIYHMX J0CTiKeHb 3 0e3NeKH

dapmakokiHeTHUHa/(papMaKOIMHAMIYHA JIOK/IiHIYHA [OPIBHSHHICTE JBOX IiKapChKHX (opm
nikapebkoro 3acoby Oskacrap, po3uuHy JUlst iH'ekilii/ingy3ii Ta MopomKy JIs NPUroTyBaHH:
po3unny, Oyla MpPOJEMOHCTPOBaHa Ha coOakax MPH OJHOPA3OBOMY Ta OaraTopasoBOMY
BHYTpIIIHbOBCHHOMY BBeAeHHI m03u (500 MO/kr). HmxkuesasHadeHi AociiukeHHs Oy
IIpOBE/IeH] i3 BUKOPUCTAHHSAM JIIKapchKoi OPMH PO3UHH JUls iH'eKLil/indy3ii.

['ocTpa TOKCHYHICTD

JIume my»e BHMCOKI J03M Ieracnaprasu, [pu OJHOPA3oBOMY iHTpalepiTOHEalbHOMY BBE/IEHHI
mumam (25 000 — 100 000 MO/kr macu Tijna) BHKIMKaaH 3arubesnb 14% yciX TBapuH, SKUM
BBOIM/IM 3aci6. [Ipu BBeJeHHI TAKAMH K 103aMH CIIOCTEPIrajli rernaroTOKCHYHICTh HU3BKOIO
crynens Tsxkocti. HeGaxanumu peakuismu OyJiM 3HIDKEHHS Macu Tijna, Nijoepekuis Ta
3MEHINEHHs aKTUBHOCTI. SHUKEHHS MacH CeJIe31HKM Moxe OyTH O3HAKOIO IMYyHOCYNPECHMBHOIO
eexTy 3aco0y.

I mypn, i cobaku 100pe NEPEHOCHIIM Teracrnaprasy Mpu OJHOPa30BOMY BHYTPIIIHBOBEHHOMY
BBeeHH] B 103ax 10 500 MO/kr macu Tiia.

ToxkcuuHicTh npu GaraTopazoBoOMy BBE/ICHHI

V 4-THKHEBOMY OCIiJDKEHHI, NMpH iHTpanepiToHealbHOMY BBEIEHHI INeracrnaprasv Liypam B
1031 400 MO/kr/n06y, crocTepiraiu 3HMKEHHS CIIOKUBAHHI KOPMY Ta MacH Tijla y TOPIBHAHHI
13 MOKa3HUKaMH B KOHTPOJIbHIH IpyIIl.

V 3-Mica4HOMY [OCIIIKEHH], TIPA iHTpaNepiTOHeaIbHOMY a00 BHYTpIIIHEOM'S30BOMY BBE/IEHHI
neracnaprasu muiam B /103 g0 500 MO/kr, crnocTepirain He3HAuHi reNaTOKIITHHHI 3MiHH
TUIBKH TIPH IHTpanepiToOHeaIbHOMY BBCICHHI HaHO1IbIIOT 10O3H.

TuM4acoBe NMpUrHiYeHHs 301IBLICHHS MacH Tija Ta THMYAcOBE 3HHMIXKEHHsS 3arajlbHOrO BMICTY
JEWKOIMTIB CriocTepirain y cobak, skuMm BBOIUIM neracrnaprasy B 1031 1200 MO/kr, onun pa3s
Ha THXK/CHb, MPOTArOM JBOX THXHIB. Y OJHOrO 3 YOTUPBOX cO0AK BHSBM/IM 30LIbIIEHHS
AKTHBHOCTI IJIyTaMaT-1ipyBarTpaHcaMiHa3y y CUpoBaTili KPOBi.

[MYHOT€HHICTB

IMyHOreHHa BianoBige He Oyna BusBICHA B 12-THIKHEBOMY JIOCIIIDKEHHI HA MUINAX, SKUM
rneracraprasy BBOJIMIIM OJIMH pa3 Ha TKAeHb B 1031 10,5 MO/TBapHHa, BHYTPIIIHEOM'S30B0 200
IHTpanepiTOHeaAIbHO.

Perpo1yKTHBHA TOKCHYHICTD
JIoCIiKEHHS peNTO/ [y KTHBHOT TOKCHYHOCTI Ieracnaprasu He IpOBOINIIH.

B gocnipkeHHsix  eMOpioTokcH4HOro BiUMBY — L-acnapariHasu  BHSBICGHI  CBLAUCHHS
TEpPaTOreHHOro BIUIMBY MpPH BBEJACHHI IypaM 3 6 mo 15 1eHp BariTHOCTI, piBeHb BiJICYTHOCTI
oueBuaHoro edekry (NOEL) 3a tepatorennuM BiutuBoM cTtaHoBHB 300 MO/kr, npu
BHYTPIIIHLOBEHHOMY BBEJCHHI. BHYyTpilHbOBeHHE BBEJECHHsS Kpoiukam B J1o31 50 abo 100
MO/kr y 8 Ta 9 Hi BariTHOCTI y KUTTE3NATHUX IJIOAIB BUKIMKAIM BPO/UKCHI-Bal PO3BUTKY;
3nauenHs NOEL BusiBiene nHe Oyno. MHOXHHHI Baay pO3BHTKY Ta eMGpLOHeTBJleI e(l)exm
CHOCTEPirali [IPM  BBEJICHHI JiKapchKOro 3acody /03aMi B TEPALEBTHIHOMY
JlocuijpKeHHs BIUIMBY Ha GepTUIIbHICTD Ta [IepH- 1 OCTHATAIbHUN PO3BUTOK He np
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Kanueporensicts, MYTareHHICTh, hepTHILHICTE
JloBroTpuBani mocipkeHHs KaHUEPOreHHOrO BILUIMBY Ta JOCTi/DKEHHS BILTUBY neracnaprasu Ha
(bepTHIBHICTE TBAPHH HE IPOBOIMIIH.

Myrarennuit BB neracmaprasu B Tecri Eiimca i3 BUKOPHCTaHHAM IuTaMiB Salmonella
typhimurium BusiBieHuMii He OyB.

6. ©®APMAIEBTHYHI XAPAKTEPHCTUKHU
6.1 Ilepeuik gonomizkuux pe4OBHH

Harpito riapodocdar, renrarijpar (auriapar)
Harpito aurizpodocdar JUrigpar

Harpiro x;10pua

Caxapo3sa

Harpiro rigpokens (as Kopurysanus pH)
Kucnora xnopucrososuesa (s KOpuryBanHus pH)

6.2 Hecymichicrs

Le#t nikapcekuii 3aci6 we ciin SMilllyBaTH 3 iHIUMMM JiKapCBKMMHM 3acoGamy 3a BUHSATKOM
BKa3aHMX Y po3aiii 6.6.

6.3 Tepmin npugatnocri
3 poku.

BinHosnenuit posumn

Ximiuna Ta ¢ismuna craGimbHicTh FOTOBOIO  po34uHy OyJ10 HPOJEMOHCTPOBAHO pu
Temiepatypi Hukde 25°C npotsirom 24 rogun. 3 TouYkH 30py MiKpoOioIOri4HOT YMCTOTH, SKIIO
METO/l BUIHOBIICHHS He BHKIIOYAE PH3UK MikpoGiosioriuHoro 3a6pyaHenns, MPOJYKT CJIijl
BHKOPHCTATH HEraiHo. SIKwo npenapar ne BUKOpHCTaHHit HETaiHO, BINOBIIA/IbHICTS 3a TepMiH
Ta YMOBH 30epiranns BiHOBIEHOr0 PO3YHHY HECe KOPHCTYBaY.

Posgejiennii posunn

Ximiuna Ta (isuuna cTabiibHICTH FOTOBOrO PO3uMHY OyJI0 NpPOAEMOHCTPOBAHO nporsrom 48
FOJMH TIpu 30epiranni npu temneparypi 2°C — 8°C. 3 Touxy 30py MIKpoGioJIoTiuHOi yncTOTH,
MPOJYKT CIHIX  BHKOPHCTATM Herafimo. Skimo lIperapar He BHKOPUCTAHUN HeraifHo,
BLUIOBIJa/IbHICTH 32 Tepmin Ta YMOBH 30€piraHHsi BiHOBJIEHOIO PO34YMHY HECEe KOpHCTYBau, i,
K TNpaBWIIO, TepMiH 30epiraHHs He NOBHHEH TIEPEBUILYBATH 24 rOJMHM, NP TeMmieparypi
30epiranns 2°C — 8°C, 3a BUHATKOM BUIIAJIKIB, KOJIM Bi/[HOBIIEHHS/PO3BEICHHS OyJ10 37ilicHEHO
B KOHTPO/IbOBAHMX Ta BAII0BAHMX ACETITHYHUX YMOBAX.

6.4  Ocob.mmBi 3acTepexenns npu 36epiranui

30epirati B X010 AMILHEKY (2°C-8°C). —
He 3amopoxysaru. R e

[ndopmanis oo ymos 30€epiraHHs PO3YHHEHOTO Ta PO3BEIEHOTO PO34HHIB JTiKAPCHLKOT
HaBe/leHa B po3,iini 6.3. | A

6.5 Tun ta Bvict nepsunnoi YHAKOBKH
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®iakoH i3 Ge3bapBHOro ckia tuiy I, 3 mpoOKoW 3 XJIOpPOYTHIY, 3aKpUTHIl aTOMiHIEBAM
KoBMaykoM JaiameTpoM 20 MM 3 kpuineukoro «flip-offh, skuii mictute 3750 MO neracnaprasu.

Bwmicr B ynakosui: 1.

6.6 CrneuianbHi 3axoan 0Ge3nekH NPH NOBOIKEHHI 3 HEBHKOPHCTAHHM JIKAPCHKHM
3aco0om abo BiIX0AaMH JIiIKAPCHKOTO0 3ac00y

[leit nikapcekuit 3acid MoKe BUKIMKATH [10/(PA3HEHHS PH KOHTAKTi. OTKe, IPH IOBOUKEHH] 3
MOPOWIKOM /11 BBE/ICHHS 3ac00y HeoOXxijHa ocobiauBa odepexHicts. CiliJl YHHKATH BIAMXaHHS
napiB Ta KOHTAaKTy 3i WIKIPOK 1 CIM30BMMM O0BGOJOHKaMM, 30KpeMa, oueil; y BHIAIKY
TIOTpAILISHHS JIKapChKOTo 3aco0y B 0ui, Ha wKipy abo canu30Bi 060JIOHKH, CIIijl HErAHO 3MUTH
BEJIMKOK KUIBKICTIO BOJIH; 3MHUBATH [IPOTATOM, IPUHAHMHI, |5 XBHIIHMH.

Onkacriap mpu3HayeHuil Ui BHYTPIlIHBOBEHHOTO ab0 BHYTDILIHBOM'S30BOTO BBECHHS MiCIs
BI/JHOBJIEHHS JliKapchKoro 3aco0y. [lepes BBeIeHHSAM MOPOIIOK CIIijl BIAHOBHTH PO3BEICHHSAM Y

5,2 M1 BOAM 1 iH'ekuid (AuB. po3in 4.2).
p

[HeTpYKUIT 13 TOBOKEHHS

. Ilepconan mae npoiTH HaBYaHHs 10O MOBOIKEHHS TA 3aCTOCYBAHHS JIKAPCHKOTO
3aco0y (KIHOK B Mepiojl BariTHOCTI He CITA AOMycKaTH A0 poOOTH 3 LHM JHKapChKHM
3aco00M).

2. Cnia BUKOPUCTOBYBATH acCENTUYHI METOIH.

3. Cainx n0TpUMYBaTHCh NpOUEYpP 3 HAIEKHOIO TMOBOKEHHS 13 MPOTHITYXIHHHHMH
3acobamu.

4. Ilpu pobori i3 nikapcekum 3aco6om OHKacmap pPEKOMEHIOBAHO KOPHCTYBAaTHCh
OJTHOPA30BHMHU PYKaBMUKAMHU Ta 3aXUCHHUM OJISITOM.

5. VYee npunauis juist BBeACHHs a00 OYHMILYBaHHS, BKIIOUHO 3 PYKABHYKAMH, CJIi/l MOMIIIATH
Y MILIKHA JUIS CMITTS BUCOKOTO PH3HKY, /Ul CLIATIOBAHHS IIPH BHCOKIiA TEMIIEpaTypi.

BinHoBneHHs

I. VY ¢nakon HeoOXinHO nonaTd 5,2 Ml BOAM IS iH'€KIiH, KOPHCTYIOUHCH IIMPUALIOM Ta
roJIKOI Kambpy 21.

2. ®uakoH ciij oﬁepemlo 00epTaTH ax 70 MOBHOIO PO3YMHEHHS MOPOIIKY.

3. Orpumanuii micist BIZHOBJIEHHS PO3YMH MOBHMHEH OYTH npo3opuM, Oe3bapBHUM Ta

BUIbHAM Bil BHIHMHX OKOM CTOPOHHIX BKMOueHs. He ciid BMKOPHCTOBYBATH
BiIHOBJICHHIi PO3UMH Y BHII/IKy HOr0 OMYTHiHHS aG0 yTBOpeHHs ocazy. He CTPYyLIyBaTH.

4. Po3uuH cif BMKOpHCTaTH npoTsaroM 24 rogMH MNCIs BiTHOBJICHHS, 30epiratd TpH
TeMreparypi Hux4de 25°C.

BBenenns

1. Jlikapcbki 3aco0u juisi mapeHTepaIbHOrO BBEICHHS CIIiA OIJISAATH HA HASBHICTb YACTOK
[IEPEIT BBC/ICHHSAM, BBOJAMTH MOJXKHA JIMINE NPO30pUi, 0e30apBHHUIl po3uMH, BIIBHHEH Bij
CTOPOHHIX BKITFOYEHb.

2. lleii nikapebkuit 3aci6 c1ia BBOAMTH BHYTPILIHBOBEHHO ab0 BHYTPILIHLOM'S130B0. Po3umn
CJIiJI BBOJIMTH TIOBLIBHO. AT
Y BHnajky BHyTplL[IHbOM A30B01 iH'eK1lii 00'eM BBejIEHHS HE TTOBHHEH nepen\umyBam 2 M
IJTs JUTeH Ta miATTKIB 1 3 M1 uis qopociux. :
Y BHIIA/IKy BHYTPIlIHLOBEHHOTO BBE/ICHHS PO3YMH CIiJ PO3BECTH y 100 M- pOB‘-IHHy
HATPIIO XJIOPUTY JUls iH'eKuil KoHIEeHTpawieo 9 mr/mi (0,9%) abo 5% pO3HHHY
Po3seniennii po3unn MoxkHa BBOAMTH TpoTsroM | — 2 roaun pasoMm i3 Bike O
indys3ieto pozunny Harpiro xmopumy 9 Mr/mi abo 5% PO3YHHY TJIFOKQ3M,
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iHmi Jlikapebki 3acoGu  yepes OZHY BHYTPIIUHBOBEHHY CHCTEMY IIil Yac BBEJCHHS
JKapehKOro 3acoby Onkacniap (quB. posnin 4.2).

Ilicits possenenns posunn ciix BBOAMTH Heraiino. SIKio HeraiiHe BBeIEHHS HEMOXIMBE,
PO3BCACHUH pO34MH ¢t 30epiratm npu Temneparypi 2°C — 8°C npotsrom 10 48 romun
(1uB. po3in 6.3).

Yrunizauis
Omnxacnap IPU3HAYEHHUH BHUKJIOYHO JUIs OHOPa30BOro  3actocyBaHHs. HeBukopucTaHuMii

NiKapehKuii 3aci6 abo Biaxomau ciis YTHII3YBaTH i3 JOTPHMAHHAM BHMOI HAIOHAIBHOIO
HOPMAaTHBHOI'O 3aKOHO/IaBCTRA.

7. BJIACHUK PE€CTPALINHOI'O MOCBIYEHHS
JIe JIabopatyap Ceps'e (Les Laboratoires Servier)

50, pro Kapro (50, rue Carnot)

92284 Ciopen cenexc (92284 Suresnes cedex)

®panuis (France)

8. HOMEP (-H) PEECTPALIITHOI'O IOCBIYEHHSI
EU/1/15/1070/002

9. JATA IEPIIOIO 3ATBEP/IKEHHSI / INOHOBJIEHHSA JIi
PEECTPALIMHOI'O MOCBIYEHH S

Hara nepuroro sareepmkenns: 14 ciuns 2016
Hara octannboi nepepeecTparii

10. JATA IEPELJISAJY TEKCTY

Jleranbna indopmanis wono mboro JiKapchKoro 3acoby HasBHA Ha IHTEpHET ~caiTi
€BporneiicbKkoro arenTcrsa 3 KOHTPOJIIO JIIKAPCHKUX 3ac00iB, ajipeca http://www.ema.europa.eu.

NEPEKNAR BIPHUU
JlywneHko J1.B.
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