ITepexsian ykpaiHCLKOK0 MOBOIO, ABTeHTHYHICTL Mo Peecrpauiiinoro nocsmqelmn
SIKOI'0 NATBEPI/KEHA YIOBHOBAKEHOIO 0C000I0 f"/'-?fuj Ne /349 Bin O 0. 7.
3asisuuka (Ixypa M.B.), ingopmauii npo U2 /1,5;53/0_3/0_(

3aCTOCYBAHHSA JiKaPChKOro 3acody

OCHOBHI NOJIOJKEHHS IHOOPMAIIIT JIJ1s1 TIPU3HAYEHHS

Ili ochoBHi nojoxkeHHs He BKIWYAIOTHL ycio indopmanio, mo norpiona aas Oesnednoro Ta
edpexTHBHOrO 3acTocyBanns npenapaty OHKACIIAP. /luB. nosuy inopmaniio 115 npusHAYEHHN
npenapatry OHKACIIAP.

OHKACIIAP (meracnaprasa) posums Jaas  in'ekuiii, aas BHYTpimiHboM'si30Boro  a6o
BHYTPIilIHbOBEHHOI0 3aCTOCYBAHHSI,

ITepsicne 3aTepaxenns y CLIA: 1994 pik

[TOKA3AHHSA TA BACTOCYBAHHSI

OHKACIIAP — ue acnaparincneundiunnii dgepMent, mo nokasaHmii B SKOCTI CKJaA0BOI YaCTHHMU
GaraToKoMNOHEHTHOT XiMioTepanii npu JikyBaHHI MaieHTIB i3:

* roctpum impoSaactaum netikosom (I'JIJT), B skocTi nepmoi ninii Tepanii (nidposdi 1.1);
* rocTpuM NiM(po6IacTHIM Neiiko30M i rinepyyT/IMBICTIO 0 acnaparinasu (niopozoin 1.2).

JAO3H TA CITOCIB 3ACTOCYBAHHSI

* 2500 MDKHAapOAHMX OJMHHMIL Ha M’ MpH BHYTPIlIHBOM'S30BOMY abo BHY TPILLIHLOBEHHOMY
3aCTOCYBaHHI HE YacTille, Hik KoxkHi 14 nHiB (niopozoir 2.1).

* Y BHNAJKy BHYTPIlIHBOM'S30BOr0 3aCTOCYBaHHsS 0OMexTe 00'eM T4 iH'eKwil B ogHOMY Micli 10
2 MJI; SIKILO HEOOXiZHO BBECTH 103y IOHAA 2 MJI, BBOJBTE MpEnapar y AEKiAbKOX MIiCLaX iH'ekiii
(nioposdin 2.2).

* Y BUNAJKY BHYTPilUHOBEHHOrO 3aCTOCYBAHHS BBOALTE MpPENapaT 3 NOTOYHOK H(Y3ieio NPOTAroM
nepiogy Bin oawiei mo aABox romuu y 100 ma posunny XJopuay Harpilo abo 5%-ro posumny
AEKCTPO3H s iH'eKUil (nidpo3dit 2.2).

* He 3acrocosyiire OHKACTIAP, skio npenapat 6ys 3aMopoxeHHuii, 3bepiraBcs MpH KiMHaTHii
Temnepartypi noxan 48 roaun aGo sKio foro enepriiino cTpywyBamm aGo 360BTyBamH (nidpo3din
2.3).

JIUKAPCbKI ®OPMHM TA JO3HU

* 3750 MiKHAPOAHUX OAMHHIB Y 5 M1 po3unHy y (1akoHi 0HOPa30BOro 3aCTOCYBAHHA (pozdin 3).

I[TPOTUITOKA3AHHS

» Cepiio3ui anepriuni peakuii Ha OHKACITIAP B anamuesi (po3oi 9).

* Cepiiosnuii TpoM603 B aHaMHe3i micJist Tepanii i3 3acTocyBanHsM L- -acnaparinasu (poszoin 4).

* [TaskpeatuT B anaMHe3i nicjist Teparii i3 3acTocyBaHHIM L-acnaparma3u (pozoir 4).

* Cepifo3ni remopariuni ABuIa B aHaMHe3i 1icas Tepanii i3 3acTocypanHsM L- -acnaparinasu (pozoin
4).

SACTEPEKEHHS TA 3ATIOBI’)KHI 3AXO0O/14

. AHaCl)I:IaI(CIH abo cepitosHi anepriuni peaxuii. Cnorrrcpwa:rre 3a CTAHOM MNaMNi€HTIB npomi OM O me:

NauieHTIB, Y AKHX BHHHKRH cepiiosHi aﬂeprmm peakuii (nidpo3dia 5.1).
* Tpombos. Ilpununits 3actocysanns npenapaty OHKACIIAP y namientis,
cepiio3ni TpomGoTHYHI ABHINA (nidpo30it 5.2).
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* [Nankpeaturt. IlauieHTiB i3 abnominansHuM GoneM 0OCTEKTE HA MpeAMET HASBHOCTI MAHKPEATHTY.
ITpununits 3acrocyBanns npenapaty OHKACIIAP y nauientis 3 nankpeatutom (nioposdin 5.3).

* HerepnumicTs 110 rmoko3u. KonTposntoiite piBens riioko3u y cuposatili Kposi (nidpesdin 5.4).

+ Koarynonaris. 3zificHioliTe HeoOXiaHe crocTepexkenus (nidpo3oir 5.5).

* ['enarorokcuuHicTh. 3ailicHIONTE HEOOXIiAHE crOCTEpekKEHHS (ni0po3dit 5.6).

MOBIYHI PEAKIIIT .

Hajinomupenimyumu nobiunuMy peakuisMu (= 2%) € anepriuni peakuii (B Tomy umcii aHadinakcis),
TpoMG03 y ueHTpanbHiil Hepposiii cucremi (L[HC), koarynonarisi, NiaBMileHHs PIBHIB TpaHcamiHas,
rinepOinipyOuHemis, rinepriikeMis Ta naHkpeaTuT (po3oir 6).

Jasi Toro, wo6 nosizomutn npo MIJO3PKOBAHI MOBIYHI PEAKLII, 3BEPHITLCH 10 CIIyKOH
podoTH 3 KaienTaMu komnauii "bakcanra FOC, Iuk." 3a reaeponom 1-800-999-1785 ado 1o FDA
(anrn. "Food and Drug Administration", YnpapiiHHs 3 KOHTPOIIO XapyOBHX MPOJAYKTIB Ta JKAPCHKUX
sacobie CIIIA) 3a Tesredpornom 1-800-FDA-1088 a6o na caiiti 3a agpecoio www.fda.gov/medwatch.

IH®OPMALIIO 13 PEKOMEHJAIISIMHA U151 MAIIEHTIB aus. y posaini 17.

IleperasinyTto: woBTens 2017 poky
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MMOBHA THOOPMAILIA 115 MPU3HAYEHHS: 3MICT*

1. TOKA3AHHS TA BACTOCYBAHHS

1.1. Doctpuii nimdoGnacthnii neiikos (I'JIJT). 3actocyBaHHs npenapaty B KOHTEKCTI MepLioi miHiif
Tepanii.

1.2. Toctpwuii nimpodnacTauil 1eiiko3 Ta rinepyyT/IMBICTE 10 acrapariHasm.

2. 1031 TA CIIOCIB 3ACTOCYBAHHSI

2.1. PexomennoBaHa nosa

2.2, IHcTpyKUil an1s 3acTOCY BaHHS

2.3. 3anobixkHi 3axo1u 3 Ge3neky Npu NiArOTOBUI Npenapaty Ta poboTi 3 HUM

3. JIKAPCBKI ®OPMH TA 103U
4. TIPOTHITOKA3AHHSI

5.3ACTEPEXKEHHS TA 3AITIOBIZKHI 3AX011
5.1. Anadinakcis Ta cepio3Hi anepriyni peakiii

5.2. Tpombo3

5.3. [NankpeaTut

5.4. HetepnumicTb A0 IIHOKO3H

5.5. Koarynonaris

5.6. 'enatoTokcHUHICTE Ta nopylUeHa (yHKLis NeviHKH

6. MOBIYHI PEAKLIIT

6.1. JlaHi 3 IOCBiAy KIIHIYHUX JTOCII/KEHD
6.2. Anepriuni peakuii

6.3. IMYHOreHHICTh

7. BBAEMO/I5 3 IIKAPCbKUMHU 3ACOBAMH

8. 3ACTOCYBAHHS ¥ ITALIEHTIB OCOBJIMBUX I'PVII
8.1. 3acTocyBaHHs y mepioj1 BariTHOCTI

8.3. 3acTocyBaHHSA Y MaTepiB, sIKi rOAYIOTh Ipy A0
8.4. 3acTOCyBaHHA y NalieHTiB neaiarpuynoro npodginto
8.5. 3actocyBaHHs y JM0JI€i MOXMIIOTO BiKY

10. MEPEJO3YBAHHA
11. OIIUC

12. KIITHIYHA ®APMAKOJIOI' IS
12.1. Mexanism aii

12.2. ®apmakoaHaMika

12.3. ®apmakokiHeTHKa

13. JAHI JOKJIHIYHUX TOKCHKOJOI'YHUX JOCIIIKEHDb
13.1. Kanueporenes, myTtarenes, noripiesss ()epTHiIbHOCTI

14. JAHI KJIITHIYHUX JOCJIIKEHD
14.1. 3acTocyBaHHs B IKOCTi Npenapary nepiioi JiHil Teparnii npu JiKyBaHHI namieHT)
14.2. IManienty 3 I'J1JI Ta 3 rinepdy TAMBICTIO 10 acrapariHasu
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16. ¥ SIKOMY BUI'JISIAI IPEITAPAT ITIOCTAYAETBHCS, SIK BIH 3BEPITA€THCS TA SIK 3
HUM INOBOJAUTHUCSH

17. IHOOPMAILLIS 13 PEKOMEHIALSAMMA AJIS ITAL{ICHTIB '
17.1. Cepiio3ni anepriuni peakuii

17.2. Tpombo3

17.3. TMaukpeatuT

17.4. HeTepnuMICTE J0 IIOKO3H

* Po3ainu abo niipo3iau, 1o BUIyYeHi 3 TeKCTY MOBHOI iHhOpMalil s NpU3HAYEHHS, TYT He HaBeJIeHi.
[TOBHA THOOPMALIIA 1J15 TIPUSHAYEHHSA
1. MOKA3AHHS TA 3ACTOCYBAHHS

1.1. Toctpuii nimdpodaacTumii aeiikos (I'JIJI). 3actocyBanns npenapaty B KOHTEKCTi mepuioi JiHiii
Tepamii.

OHKACTIAP® nokazauuii B KOCTi CKJIaZI0BOi YacTHHH GaraTOKOMIOHEHTHOI XimioTepanii sk mepuioi
JiHil Tepanii npy nikyBaHdi nadienTis 13 I

1.2. l'octpuii aimdodaacTruii jeiikos i rinepuyTiauBicTsb 10 acnaparinasm

OHKACIIAP® nokasanuii B SKOCTI CK/Iaf0BOi YacTMHH OaraTOKOMIIOHEHTHOI XiMmioTepamii mpu
nikyBanHi nauientis i3 ['J1JI Ta rinepuyTtnusicTio 10 HatuBHuX Gopm L-acnaparinasu.

2. 1IO3U TA CHIOCIB 3ACTOCYBAHHSA

2.1. PekxomengoBana no3a

Pekomenosana jo03a npenapaty OHKACIIAP cranoeuts 2500 MiKHApOAHWX OAMHMLL HA M’ mpH
BHYTpilIHbOM'930BOMY abo BHyTpimHboBeHHOMY 3acTtocyBaHHi. OHKACIIAP mokHa BBOAWTH HE
yacTille, HiXK OMH pa3 KoxkHi 14 aHiB.

2.2. IneTpykuil st 32CTOCYBAHHSA

VY BUNajAKy BHYTpiliHbOM's30B0ro BBejeHHs npenapary OHKACTIAP o6'em aunst in'ekuii B oqHOMY MicIii
obMesxTe KibKicTO 10 2 Mil. SIKIIO HeoOXiHO BBECTH 03y MOHaA 2 MJI, BBOABTE Ipenapar y JeKiIbKox
micusx in'exuii. OHKACIIAP He MicTHTL KOHCepBaHTIB. BHKOPHCTOBY#HTe JHMlIIe OJIHY /103y Mpenapary 3
0JIHOrO ()1aKOHA; HEBUKOPUCTAHI PITKU [penapaTy /il BAKHHY TH.

YV Bunajiky BHYTpillHboBeHHOro 3actocyBanHs, OHKACITAP HeoOXiIHO BBOAMTH 3 MOTOYHOK iHGDY3ier0
NpoTsroM nepiosy Bij oiHiel 10 ABOX roaud y 100 Ma po3yuny xnopuay Hatpito abo 5%-ro po3umny
JEKCTPO3H JIsi  iH'exkuiii. PO3UMH BUKOPHCTOBYEThCS Oapasy Iicas HWOro po3BeNeHHA JUls
BHYTPIllIHBOBEHHOTO 3aCTOCYBAaHHA. SIKINO po3BeleHHHl PO3YMH O1pa3y BHKOPHUCTATH HE MOXHA, HOro
neoOXiaHo 30epiratn oxonomwxenum npu temnepatypi Biag 2°C o 8°C (Bix 36°F no 46°F). 3 momeHTy
MPUTOTYBaHHA 10 3aBEPIICHHs BBEJCHHS Npenapary po3BeJeHHH po3uHH MOXHa 30epirati He JoBlIe 48
roauH. Mitku 3 po3uanHoM st iHy3ii 6epexiTs Bia npsAMoro nonaiaHHs cBiTia.

2.3. 3anobixni 3ax011 3 Ge3neKH NPH NiAroToBNi NpenapaTty Ta podoTi 3 HUM

He 3acrocosyiite OHKACIIAP, skuio:
* BiH OyB 3aMOPOKEHMI;



* BiH 30epiraBcs npu KimHarHii Temneparypi Big 15°C mo 25°C (Bia 59° F no 77°F) mpotsirom
nepioay noxaza 48 roant;

* fforo eHepriiino ctpymysann abo 30oBTyBamm (Jue. posdin 16 "V axomy euzin0i npenapam
nocmavacmvcs, Ak 6in 36epizacmvea ma AK 3 HUM nogodumuca’”). '

[lepen 3actocyBaHHAM JiKapchKi 3aco0M 1718 NapeHTEpaIbHOrO BBEAEHA HEOOXIZAHO Bi3yalbHO
00CTeXUTH (HACKINBKK L€ JI03BOJISE CaM PO3YMH i HOro KOHTeHHep) 1S BUSBIEHHS TBEPANX YAaCTHHOK,
MOMYTHIHHS YH 3HeOapBiIeHHs. SKIO0 Oyab-1110 3 TAKUX YHHHHUKIB BUABIEHO, PIakoH Tpeba BUKHHYTH.

3. JIKAPCBKI ®OPMHU TA 1031
3750 MisKHAPOAHUX OJMHULB Y S MJI po34MHY y (I1aKOHI 0ZIHOPA30BOIO 3aCTOCY BaHHA.
4. MPOTHITOKA3AHHSI

* Cepiio3ni anepriuni peakuii Ha OHKACIIAP B anamHesi.

* Ceplio3nuii TpoM003 B aHaMHe3i Nicis Tepanii i3 3acTocyBaHHAM L-acnapariHasy.

* [TankpearuT B aHaMHe3i micnis Teparii i3 3acTocyBaHHAM L-acnaparinasi.

+ Cepito3Hi remopariusi nposiBu B aHaMHe3i niciis Teparnii i3 3actocyBanHsMm L-acnaparinasu.

5.3ACTEPE)KEHHSI TA 3AINIOBI’KHI 3AXO0/11
5.1. Anadinakcis Ta cepiiosni anepriuni peaxuii

VY nauientis, sxi orpumyiote OHKACIIAP, moxyTh BHHMKATH aHadinakcis Ta cepiio3Hi anepriusi
peakuil. PH3MK BHHUKHEHHS CepHO3HMX alepriyHuX peakilii MiBHUILYEThCS y TALIE€HTIB 3 BiZOMOIO
rinepyyTausicTio o iHmwmMX Qopm L-acnaparisaszu. CrocrepiraiiTe 3a NauieHTaMH TPOTATOM OJHIE]
roqMad  nicas  BBeaeHHs mpenapaty OHKACIIAP B ymoBax, 2abe3nmeuenux peaHiMauiiiHum
obnagHaHHAM Ta iHIIMMHM 3acobamu 71s JiKyBaHHS aHadinakcil (TakuMu fK, Hanpukiaam, eninedpu,
KHCEHb, BHYTPILIHBOBEHHI cTepoinm, aHturictaminm). [IpunuHite BBesenus npenapaty OHKACITAP
nauieHTaMm, y sKuX BHHHKIH CEPHO3HI anepriuni peaxitii.

5.2. Tpombos

Y nauienris, gki otpumyoth OHKACIIAP, MOXyTb BHHMKATH cepio3Hi TPOMOOTHYHI SBHILA, B TOMY
yucsi TpomG0o3 cariTanbHOro cuHyca. IlpunuHiTe BBeAeHHs npenapaty OHKACIIAP nauientam, y sIKMX
BUHUKJIM CEPHO3HI TPOMOOTHYHI ABULIA.

5.3. IlaukpeaTur

VY  nauienri, ski otpumyiors OHKACIIAP, moske po3BHHYTHCS mMaHKpeaTuT. [lamieHTis i3
abaomiHansHuM Gosiem obcTekTe JUlst BHSBJICHHS O3HAK NaHkpeaTuty. [IpUnuHITE BBEICHHS mpenaparty
OHKACTIAP nauienTam 3 naHKpeaTHTOM.

5.4. HetepnumicTs /10 TJIIOKO3H

V nauienTis, aki orpumytors OHKACIIAP, MOke po3BHHYTHCS HETEPIHMICTb 0 TIIFOKO3H. Y AEAKHUX
BHIA/IKax HETEPNUMICTh 0 IUIIOKO3M CTa€ He3BOPOTHOKW. KOHTpoOmoiiTe piBeHb IUIFOKO3W Y CHPOBATI
KPOBI.

5.5. Koarynonaris

VY nauientis, ski orpumytrors OHKACITIAP, MoxyTh crocrepiratucsi MiJBHIIEHHS
yacy, TMiIBHILIEHHS YaCTKOBOTO TPOMOONIACTUHOROrO uacy i rinogibpunoreney
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napaMeTpH 3ropTaHHs KPOBI Iepejl Mo4aTKoOM JTiKyBaHHs, MEePIOAHYHO NPOTATOM JiKyBaHHs 1 micas ioro
3aBepLICHHs. 3anpoBaabTe 3aCTOCYBaHHA CBIKO3aMOPOXKEHOI Ma3MH KpOBi /s 3amilieHHst GakTopis
KOaryJIsiii y naiieHTis 3 TS/KKOK a0 CHMITOMATHYHOIO KOAryJIoNaTielo.

5.6. lenaToTokcnunicTh Ta nopyuena GyHKuis nedinkn

Se

MoxyTb crniocTepiraTucs renaToTOKCHYHICTh | NOpyleHHs: (GYHKUIT NeuiHKy, B TOMY UMC/i NiABHILEHHS
pisaiB  ACT (acnapraraminorpancdepasa, TOOTO CHPOBaTKOBA TIJyTaMiHOBA OKCAJ0AlleTHHOBA
Tpancaminasa, ckop. "CI'OT"), AJIT (ananinaminoTpaHcdepasa, TOGTO CHpOBAaTKOBa TJIyTamar-
nipyBaTHa Tpancaminasa, ckop. "CITIT"), nysxHoi docdarasu, Ginipy6iny (npu npsmomy i Henpssfomy
BH3HAYEHHI), a4 TaKOX 3HMKCHHS DiBHIB CHPOBaTKOBOrO ainbOyMiHy i mmasmosoro (iGpunoreny.
3abesneyre HaleKHUH KOHTPOIb BiANOBIAHMX MOKA3HUKIB.

6. MOBIYHI PEAKILIT
B inuwmx posainax wiei nucTiBku Ginbll AeTaNbHO ONMMCAHI Taki cepio3ui nobiuni peakuii:

* Anadinakcis Ta cepiosHi amepriuni peakuii (Ous. nidpozdin 5.1 posdiry "3acmepescennn ma
3anobidcki 3axo0u’")

¢ Tsokxuii TpoMG03 (Qus. nioposzoin 5.2 posoiry "3acmepescenns ma 3anobisicui saxoou')

* Ilankpeatnt (Qus. nidposdin 5.3 posdiny "3acmepesicenna ma sanobisichi 3axoou")

* HerepriumicTs 10 rmokosu (due. nidpo30dit 5.4 posdiry "3acmepesicenns ma sanobixcui 3axoou’)

* Koarynonaris (dus. nioposoia 5.5 poszoiry "3acmepexcenns ma 3anobixchi 3axoou”)

* I'enaroroxcnuHicTs Ta nopymena QyHkuis nedinku (Ous. nidposdir 5.6 posoiry "3acmepencenn
ma 3ano6ixchi 3axodu")

Haiinommpeniunmn noSiunnmMyu peakuismMu npu 3actocysanHi npenapaty OHKACIIAP € anepriumi
peakuii (B ToMy umcni amadinaxcif), rinepriikemis, naHkpeaTuT, TPoMOO03 y LEHTpajibHiil HepBOBiii
cucteMi (LIHC), koaryonartis, rinepGinipyGunemis Ta nigBuiieHi pisHi Tpancaminas.

[ToBigomusinocs mpo Bunmazaku rinepainizemii (rinepxonecteposemii Ta rineprpuriinepuaemii) cepen
nauieHTis, ki gikyBanaucs npenapatom OHKACIIAP.

6.1. /lani 3 n0cBiay KAiHIYHHX QocaiTKeRbL

OcCKiIbKM yMOBH MPOBECHHA Pi3HMX KIIHIYHUX JOCHIZKEHb AYKE BiJPi3HAOTHCS, 3apeecTpoBaHy
4acTOTYy BUHMKHCHHA MOOIYHMX peakiliii He MOXHa Ge3nocepesiHiM UMHOM MOPIBHIOBATH i3 YaCTOTOIO,
IO criocTepiranacs B iHIIMX KIIHIYHUX ZOCTIIKEHHSX, | BOHA MOXe He 30iraTucs 3 THMH 3HAYeHHsAMH,
10 OTPHMAHI B XOJ1i KJIIHIYHOT NPAKTHKH.

3acmocysanns 6 axocmi npenapamy nepwiol Ainii mepanii npu aixyveanni nayicumie 3 T

Haseneni Hmxkue nami orpumani B Xomi ABOX aociimkenb Ha namientax 3 IJIJI i3 unHHMKam#
JOMyCTHMOTO pH3HKY, AKki oTpumyBain OHKACIIAP B sikocTi CK/1a0BOT YaCTHHH GAraTOKOMIOHEHTHO!
ximiotepanii nepioi ninii. Jocmimkenns 1 6yno paugomizosanum (y crisiasomenni 1:1) 3 akTHBHMM
KOHTPOIIeM JIOCTI/UKEHHsM i3 3amydyenHam 118 nauientis cepeanboro Biky 4,7 pokis (1,1-9,9 pokis), 54%
3 sIKMX Oy 4onoBivoi cTati, 65% — Ginoi pacu, 14% — icnaHOMOBHOIO MOXOKEHHS (AHTL. "hispanic"),
8% — merpoinnoi pacu, 8% — asiiickkoro noxoaxenus Ta 6% — inmi. I3 ycsoro 3aramy 59 naiieHTis y
AocmipkeHni 1, ski Oynu paHAOMi3OBAHMM YHHOM PO3MOZINEHI MO rpynax NpHIHOMY mpenapary
OHKACTIAP, 48 nauienris (81%) orpumann Bei 3 3arianosani a03u npenapaty OHKACILAEER (10

orpumaini 2 1031, 4 (7%) — 1 no3y Ta 1 nauient (2%) He OTPHMAB NPH3HAYEHOTO Hosg
HAocnigkenns 2, Mo Hapasi TpUBae, € JAOCHIIKEHHAM i3 BUBUCHHSAM OAraTboX YHHHH
nauieHtd  orpumysanu npemapat OHKACIIAP B skocTi  CKJIaJ0BOi  4acTHH]
BaratokoMnoHeHTHOI XimioTepanii; icHyioTe nomepeami mami s 2770 nauienTif




YYAaCHHKIB JIOCHIJKEHH CTaHOBHUB 4 poku (aianason: 1-10 pokiB), cepea Hux Oyno 55% npeacTaBHUKIB
40J10Bi40i crati, 68% — 6inoi pacu, 18% — icnaHoMOBHOrO MOX0[KeHHs, 4% — HerpoiaHoi pacH, 3% —
asiicbkoro noxomxenHd Ta 7% — iHmi. 3rifHo 3 NpPOTOKOJOM, CXema JiKyBaHHs [pernapaToM
OHKACTIAP Gyna pi3HOI V pi3HHX rpynax JiKyBaHHS 3 MEpPepHBYACTHM 3aCTOCYBAHHSAM Tpenapary
OHKACIIAP npotsirom nepioay ao 10 micsmis.

B xomi nocnipkenns 1 Oyno 3iOpaHo netansHy iHdopmaiilo 1mogo 0Oe3neku B KOHTEKCTI OKpeMHX
3asfaieriab BiAibpaHux noOIMHMX peakuid, fAKi BH3Havyamucs AK nNoOIuHi peaxuii, MO0 BHKIMKaHI
acnaparigasolo, a TakoX B KOHTEKCTI HereMaToJoriyHux noGiuHuX peakuiil ctynens 3 Ta 4 3a wKajiow
KputepiiB ycknazneHb i TOKCHYHOCTI, po3pobienux [pymoro JoCHiKeHHsS MUTaHb AUTAY0] OHKGIIOTiT
[anrn. "Children's Cancer Group (CCG) Toxicity and Complication Criteria"]. Hikue y tabnuui |
HaBe/leHa 4acToTa BHMNAAKIB IMX BuOpaHux nobiuxux peakuiif 3-ro abo 4-ro cryneHs TSKKOCTI y
NalieHTiB 3a rpynaMy JiKyBaHHS.

TABJIMLS 1 :
JOCJIKEHHS 1: YACTOTA BHUITAJIKIB BUBPAHUX INOBIYHUX PEAKIIIU 3-ro TA 4-ro
CTYIIEHSA TAXKKOCTI Y NAIIEHTIB 3A TPYITAMMU JIIKYBAHHS

OHKACTIAP o L-
(n=58) acnaparinasa E. coli
(n=59)
AHOMaJBHI TOKa3HUKH TIEYiHKOBUX P06 3 (5%) 5(8%)
Iinsumeni pisni Tpancaminas' 2 (3%) 4 (7%)
TI'inepGinipyGinemis 1 (2%) 1(2%)
Iinepriikemis 3 (5%) 2 (3%)
TpomG03 y ueHTpalibHiil HEPBOBIil cucTeMi 2 (3%) 2 (3%)
Koarynonaris® 1 (2%) 3(5%)
[Tankpearur 1 (2%) 1 (2%)
Kniniuni anepriuni peakuii Ha acnaparinasy 1 (2%) 0

! Acnapraraminotpancdepasa, ananinaminorpancdepasa.
? Tlonoskenuii nporpombiHoBMit yac abo yacTkOBHI TpoMGONIACTHHOBHIT uac; a60 rinodiGpuHoreHemis.




Jani mono 6e3nexy 3actocyBanHs Oynu 316pani NpoTArOM AOCHIAKEHHA 2 AHILE /1 HEreMaToJIOTIYHHX
TOKCHYHMX T00IMHMX peakuiii 3-ro Ta 4-ro cryneHs TSKKOCTI 3a IIKaJOK 3anpoNOHOBAHMX
Hauionansaum inctutyTOM paky (aHri. "National Cancer Institute”, ckop."NCI") 3aranbHux KputepiiB
tokcuuHocTi (aurn. "Common Toxicity Criteria", ckop. "CTC"), Bepcist 2.0. V 1boMy HOCIHiKCHHI
yacToTa BHNAAKIB BHOpaHMX mnOOIYHMX peakuili y TallieHTIB NPOTATOM JIIKYBaHHsS TMpenapaTtoMm
OHKACIIAP Oyna Takor: miaBuiieHi pisHi Tpancaminas — 11%, koarynonaris — 7%, rinepriikemis —
5%. tpombos/kposoBrmBu y LIHC — 2%, nmankpeatur — 2%, KaiHiuHi anepriudi peakuii — 1%,
rinep6inipydineMis — 1%. 3apeecTpoBaHo 3 cMepTi BHACIZIOK MAHKPEATUTY .

Hayienmu, axi paniwe npoxoduiu rikyeanus 3 npueoody I JIJI

Indopmanito moao nodiuHux peakuiii Oy710 OTPUMAHO 3 N'ATH KIIHIYHHX JOCHIIKEHb 3a YYacTiO, B
uinomy, 174 nauientis 3 peunausom I'JIJL, sxi orpumysann OHKACTIAP B sikocti MonOTepanii abo y
cknaai  kombiHoBaHoi  OaratokoMmoHeHTHOI  Ximiorepamii. Ilpo¢ine TOKCHYHOCTI  mpenapary
OHKACITIAP y nauienTiB, sixi panime nikyBanucs Bia peuuansroro I'JIJI, € noxibuum 3ragaHomy BHIe
npodino, 3a BHKIIOYEHHAM BHNAAKY KIIHIYHMX anepriyoux peakuii (amB. Ttabmumo  2).
HaiinommpeHimmumy  noGiYHUMH  peakiisiMi, 110 CHOCTEPIrajucs TpH 3acTOCYBaHHI mpenapary
OHKACTIAP, 6ynu kiiniuni anepriuni peakuii, niBuileHHs piBHIB TpaHcaMinas, rinepOinipyOuHeMis Ta
koaryionaris. HaiinomupeHiluMi  cepilo3HMMH  NOGIYHMMHM  SBMINAMH  BHACHIIOK  JKYBaHHS
npenapatom OHKACIIAP 6yau Tpombo3 (4%), rinepriaikeMis, II0 BHMarajaa 3alpoBaLKEHHS
iHcyniHoBoOI Tepanil, (3%) Ta nankpearut (1%).

6.2. Anepriuni peakuif

[Mepenix amepriyHux peakuiif BKIOYae take: OpOHXOCHA3M, apTepiaibHy TilOTeH3i10, HabpsK roprai,
JoKanizoBaHa epuTeMa abo po30yXaHHs, CHCTEMHE BUCHIIAHHS | KPOTIUB'SHKY .

3acmocysanna 6 axocmi npenapamy nepwiol 1inii mepanii npu aikveanni nayienmie 3 1J1J]

Kniniyni anepriyni peaxuii crnocrepiramucs y aBox (3%) 3 58 mauieHTiB, sKi JKyBaJucs NpenapaTtom
OHKACITIAP B xoxi gocnikedns 1. B ozHoro 3 mauiedtis Oyna anepriuda peakiisi 1-ro crymness
TAHKKOCTI, B IHIIOro — KpomuB'sHka 3-ro crymens Tskkocti. OOuaBa BHNMAAKH TPaNWIHCS B XOMII
JIOCIIPKEHHS MPOTArOM NepLuol BiACTpoYeHoi (asu inTencudikanil (1us. Tabnuio 2).

Hayicnmu, KI paniue npoxooutu 1iKyeanis 3 npueooy A/

Y 35 (56%) 3 62 nauientis 3 penuauom I'JIJI Ta 3 nonepeaHiMM peakuwisMH TimepyyTIHBOCTI 0
acmaparinasy Oynu KiiHiyHi anepriuni peakuil g0 HatuBHOI L-acnaparinasu Escherichia (E.) coli B
aHamuesi, a y 27 nauieHTiB (44%) Oynu kniniuni anepriuni peakuii sk g0 HatHsHOI L-acnmaparinasu
E. coli, Tak i no natuBHoi L-acnaparinasu Erwinia B anamuesi. Y 20 (32%) 3 uux 62 naiieHnTis BUHUKAJH
KJiHIYHI anepriyni peakuii Ha npenapat OHKACIIAP (aus. tabnuino 2).

Y 11 (10%) 3 112 nauientiB 3 peuuauBoM I'JIJT Ge3 monepeaHix peakiiii rinepyyTiaMBOCTI 0
acmaparinasu po3BHBalHCs KJIiHi4HI anepriuni peakuii Ha npenapar OHKACIIAP (auB. Tabiuio 2).
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TABJIMLIS 2 .
YACTOTA BHIIAJKIB KJIIHIYHUX AJIEPTTYHUX PEAKIIN (PA30OM I 3A CTYIIEHEM

TSIKKOCTI)

Crynens Tokenunocti, n (%)

Cran y nauienra 1 2 3 4 Pazom
IManieHTn 3 peakuisiMM  TINEPYYTIHBOCTI B : "
aesi (1=62) 7(11) 8(13) 4 (6) 1(2) 20 (32)

[TamienTn Ge3 peaxiiii rinepyyTiIuBOCTI B

anamuesi (n=112) 5@ 4(4) 1(1) 1(1) 11 (10)

IMamienTn pa nepuuii aixiT Tepanii (n=58) 1(2) 0 1(2) 0 2(3)

E

6.3. ImyHOreHHicTh

Sk 1y BHnagky 3 yciMa iHIUMMH TepaneBTHYHMMH Oilkamu, IiCHY€ MOXIHBICTL BHHWKHEHHS
IMYHOI€HHOCTI, 110 BHM3HAYAETHCA K YTBOPEHHS 3B'A3YIOYMX Ta/abo HeHTpamizylouux aHTUTIA 10

npemnapary.

B xoai pocnixenns | naunientis, axi npuitmansn OHKACIIAP, o6cTeKyBain Ha HASABHICTH 3B'S3YIOUHX
AHTHUTIJ LLJIAXOM 3aCTOCYBaHHS MeToay iMyHo(hepMeHTHOro TBepaodaszHoro aHanisy (arn. "enzyme-
linked immunosorbent assay", ckop. "ELISA", yxp. "I®A"). Yactora BHMNajAKiB BU3HAYEHOro 3a
MIPOTOKOJIOM YTBOPEHHA "BHCOKOTrO THTPY" aHTUTIN cTaHoBuna 2% Ha dasi inaykuil (n=48), 10% — Ha
nepiiii ¢asi Bigcrpouenoi intencudikauii (n=50) ta 11% — na apyrii ¢asi BigcTpoueHol inTeHCHikani
(n=44). Bbpak iHdopmaiii He 103BOJNSE BH3HAYMTH, 3 YMM CaMme TOB'A3aHe YTBOPEHHS AHTUTII — 3
MiZABUIIEHAM PU3MKOM BUHMKHEHHS KJIIHIYHUX alepriyHuX peakiiiii, 31 3MiHamu y ¢apmaxokiHeTuili adbo
3 BTpaToi0 eeKTHBHOCTI aHTHICHKeMiuHOT il

BusiBjienHs yTBOpEHHS aHTHTLI BHCOKOKO MIpOIO 3aleKHTh BiJl 4yTAMBOCTI Ta cneuudiuHOCT] MeTOxy
aHaJi3y, a YacToTa OTPHMAHHS NMO3UTHBHOIO pe3y/bTaTy aHalily Ha YTBOPEHHS aHTHUTINI MOXKeE 3a/eKaTH
Bil HM3KH YMHHHUKIB, B TOMY YHCJi Bil TMOBO/JKEHHS 3 BHNPOOYBaHMM 3pa3KoM, Bill CYIIYTHBOIO
3aCTOCYBAHHsA JIIKAPCbKMX 3aco0iB 1 BiJl OCHOBHOTO 3aXBOPIOBAHHS Yy MNallieHTa. TakuM YHHOM,
NOpPiBHAHHA 4aCTOTH BMNAAKIB yTBOpeHHs anTuTin ao npenapaty OHKACIIAP 3 4acToTol yTBOpEHHS
AHTHUTIN 10 iHIMX JiKapchKHX 3aCO0iB MOJKE MPHU3BECTH JI0 HEBIPHIX BUCHOBKIB.

7. BBAEMO/151 3 IIKAPCbLKUMHM 3ACOBAMH

» CnenianbHi n0caikeH s, npucssyeHi B3aemonii npenapaty OHKACTIAP 3 iHmmMH JTiKapchKHMH
3aco0aMu, He POBOANIIUCS.

8. 3ACTOCYBAHHS Y ITALIEHTIB OCOBJIMBUX I'PYII
8.1. 3acTtocyBanus y nepioj BariTHoOCTI

Kamezopia eazimnocmi C. Jlocnimkenns BniuBy npenapaty OHKACIIAP Ha penpoiyKTHBHICTH y
TBapuH He nposoauiaucs. Kpim Toro, HeBimomo, uu moxe npenapar OHKACITAP 3apnasaté mikoau
M0y Npd HOro 3acTOCyBaHHi BariTHUMM JKiHkaMu ab0 YW MOXKe BiH MOTIpUIYBATH 3AaTHICTH 10
penpoaykuii. Ilpenapar OHKACTIAP mokHa aaBaTH BariTHHM JKiHKaM, JMIIE SAKIIO B

Oe3ymoBHa norpebda.

8.3. 3acTocyBaHusi y MaTepiB, siKi FOAYIOTh FPYAII0



Hesizomo, un suainaerses npenapat OHKACTIAP 3 rpyiHHM MOIOKOM Y KiHOK. 3BaKarouy Ha Te, 110
Garato JliKapcbKHX 3ac00iB HaIXOMATH Y KiHOUE rpy/HE MOJIOKO | BPaXOBYIOMH MO IIHBICTh BHHHKHEHHS
cepiio3HuX noGiYHMX peakiiif y HEMOBIAT B Mepioa TPYAHOrO TOAYBaHHS NpH MpUiHOMi Martip'io
npenapaty OHKACTIAP, HeoOXiZHO NpHitHATH pilleHHs woA0 ado TNPUNHMHEHHS TOLYBaHHSA, abo
NPUITHHEHHS IPUHOMY JliKapchKOro 3aco0y, BHXOASUH 3 BaXK/IMBOCTI JIIKApCHKOro 3aco0y s Matepi.

8.4. 3acrocyBanus y nauienTiB neaiarpuunoro npodinio
(us. niopozoir 14.1 y po3zoini "Kainiuni docrioxcenns”)
8.5. 3acTocyBanns y Jilo/iel MOXHJIOrO BiKy

KinbkicTs nauienTis BikoM 65 pokis i ctapiue, siki Gy/iu 3anyudeHi 10 KJIiHIYHEX A0CIILKEHD TIpenapary
OHKACTIAP, € HeAocTaTHBOIO /LISl BA3HAYEHHS TOTO, YH BOHHM MO-IHIIOMY pearyioTh Ha TaKe JiKyBaHHS
y TIOPIiBHAHHI 3 MALIEHTAMH MOJIOALIONO BiKY.

10. HEPEJO3YBAHHAA

Tpu nanieatn orpumamn 10000 mikHapoauux oaunuus npenapary OHKACIIAP ua wm? wasxom
BHYTpilHbOBeHHOT iHdy3ii. B oaHoro 3 mnauienTiB crnocrepiranocsi HeBelWKE MiABHIIEHHS PiBHIB
(epmenTiB newinki. Y apyroro nauienta depes 10 xBuiuH nicns nowatky indysii cmoctepiranocs
BHCHNAHHA, SKe BAAJOCs KOHTPOIIOBATH 3a JONMOMOTOI0 3aCTOCYBAaHHS aHTHTICTAMIHHOIO mpenapary i
IIIAXOM YNOBLILHEHHA IBUAKOCT] iHQY3ii. YV TpeThoro nauieHTa He CIOCTEPITanocs KOoAHUX MOGIYHUX
peaxii.

11. OITUC

OHKACIIAP (neracnaprasa) € L-acnaparinasoto (L-acnaparin-amizoriaponasa), mo € KOBAJIE€HTHO
KOH'IOTOBaHOI i3  MOHOMeToKcHnoniernnenriikonem (MIIED). L-acnapariHasa € TeTpamMepHHM
(epmenTom, w0 engoreHHo BupobaseTses E. coli i 10 CKIAfAEThCs 3 iMEHTHYHHX CYyGOAMHHMII MACOI0
34,5 x/la. IlpuGmusuo Bin 69 no 82 momexyn MITEL 38's3aHi i3 L-acnaparinasolo; MojeKyaspHa Maca
koxkHOT monexynu MIIET cranoButh mnpubmusno 5 x/a. AxrusHicts mnpenapaty OHKACIIAP
BHPAKAETBCS Y MDKHapoAHuX oauHuusx. OjHa MiKHapoaHa OAMHMUS L-acnapariHasu BH3HAuae
KUIBKICTh (pepMeHTy, 110 HeoOXinHa As yTBOpeHHs 1-ro Mikpomorns amiaky Ha XBuamny npu pH 7.3 i
temnepatypi 37°C.

[Ipenapar OHKACTIAP nocrayaetbest y BHMISAI MPO30poro 6e36apBHOTO i30TOHIYHOTO CTEPHIBLHOTO
posunHy Oe3 koncepsanTie 3 pH 7,3 y 3a6ydepoBanomy pocdarom ¢izposunni. Oaun Mininitp Mictuts
750 + 150 MiKHapoAHHX OAMHHMIB Neracnaprasu, Hatpito ¢pocoar aBoocHosuuii USP (5,58 mr), Harpiio
(hocdar oproocHosuuit USP (1,20 mr) Ta xnopuz Harpito USP (8,50 mr) y soai ans in'exuiit USP.

12. KJIIIHIYHA ®APMAKOJIOT151
12.1. Mexauism aii

Beaxaerbes, wo wmexanism aii npenapaty OHKACIIAP ocHoBanMii Ha CeleKTUBHOMY 3HHILEHHI
NefKO3HAX KIITHH BHACHIIOK BHCHA/KEHHs 3alIaciB acnapariny y niaasmi xpom Hesixi neliko3ni KJ]ITHHH
He 3/]aTHI CUHTe3yBaTH acmaparid BHACIi0K Opaky acnapariHCHHTETasH i IX BHKMBAHHSA 3aICK T
HA/IXO/KEHHS acraparigy i3 30BHIIIHBOrO JuKepena. BHCHakeHHs acmapariHy, 1o Bj
BHACIIJIOK JIIKYBaHHs hepMeHTOM L-acnaparina3oro, npu3BOAHTE 10 3arudei ciHKo3HNX
3 THM, 3/I0POBI KIITHHM, 3aBASKH IXHBOI 3[aTHOCTI CaMOCTIfHO CHHTE3yBaTH acn
YPAasIHBHMH /10 TAKOTO BUCHAKEHHS.

12.2. dapmakogunamika

*awgo
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VY nocnizxenni | BuBuanu dapmakoxunamiky npenapaty OHKACTIAP ua koropti 3 57 nauieHTis
nexiaTpuunoro npodimo 3 I'JIJ1 3 YNHHUKAMHA JOMYCTHMOTO PH3HKY, AKHM LIOHHO NMOCTABHJIN JarHos i
AKI OTPHMYBAaAW TPH JO3W [penapaty BHYTPIlIHBOM'S30BHMM BBeAeHHAM (2500 MikHApOIHHX
OAMHHMIBL/M?) — 10 OAHil 1031 npoTarom (asu iaykuii Ta mo aBi A03M nmpoTsAroM (azu BiACTPOUEHOT
iHTeHCH iKaliT.

dapmakoiMHaMiYHy MOBEIIHKY OLIHIOBAIHN LIAXOM NPOBEICHHS cepii BUMipIOBaWb PiBHIB acnapariny y
cupoBarii KpoBi (n=57) Ta y cnurHOMo3koBii piauHi (CMP) (n=50). [lani moao BUCHaXKEHHs 3anaciB
acnapariny mnpencrasineni B omuci KIITHIYHUX JIOCHIJDKEHb (dus. pozdin 14 "Kainiuni
docridcenns'").

12.3. ®apmakokineTnka

Busuenns (apmaxokineTHkn OasyBanocs Ha BMMIPIOBaHHI AKTHBHOCTI acmapariHasu (epMeHTHHM
ananizoM. ®apMaKOKiHETHKY B CHPOBATLi KPOBI OLiHIOBaIM B XOAi AOCIHiZKeHHs: 1 Ha xoropti 3 34
naiieHTiB nefiarpuynoro npodinto 3 I'JIJI 3 unHHHKAMK J10NIYCTHMOIO PU3HKY, SKHM LLIOHHO [IOCTABHIIH
AiarHo3, micias OTpHMaHHs HUMHK 1031 2500 MiKHAPOAHHX OAMHWIL/M? BHYTPIlIHBOM'S30BHM BBEJICHHAM.
ITporsiroM ¢asu iHaykuii nepiox HaniBBuBezeHHs mnpenapaty OHKACIIAP craHoBuB npHOINH3HO
5,8 auiB. Ilonibumit nepioa HamiBBHBEJAEHHsS CriocTepiraBcs npoTsroM mnepwioi Ta apyroi a3z
BigcTpoueHoi iHTencudikauii. Ilporsrom npubnnszno 20 asis y nonan 90% 3paskis, BimiOpanux y
nauieHTiB, ki orpumyBann OHKACIIAP nporsrom nepiogy Gasu iHmykuii, nepumioi ta apyroi a3
BiacTpoueHO! iHTeHcHikauii, Oynm 3apeecTpoBaHi KoHleHTpauii mowan 0,1 MiKHaApOAHOT OAMHHILI/MJI.

B xozi TphoX AocnikeHb (hapMakoKiHeTHKH mpenapaty 37 mawieHTiB i3 peunausom ['J1J1 orpumyBain
OHKACTIAP BHyTpiliHbOM'830BHM BBeleHHsM B 1031 2500 MiKHAPOIHHX OAMHULL/M® KOKHI 2 THKHI,
[Tepion nanisxutTs npenapary OHKACIIAP y nnasmi kposi cranosus 3,2 + 1,8 nuiB y 9 nauienris, y
AKUX paHillle BAHMKala peakilis rinepuyTIMBOCTI 10 HaTUBHOI L-acnaparinasu E. coli, 1a 5,7 = 3,2 iHiB y
28 nauienTip 6e3 Takoi peakuii. Ilroma nig KpHBOIO 3al€KHOCTI MIa3MOBUX KOHUEHTpaWii Bix gacy
(aura. ckop. "AUC") cranosuna 9,5 + 4,0 MikHapOZAHUX OJMHHIIE/MI Ha 100y y paHille rinepuyTIHBHX
nauientis Ta 9,8 + 6,0 MixHapoaHHX OAMHMLL/MI Ha 100y y nauieHTiB 6e3 TAaKoi rinepuyyTiMBOCTI B
aHamHesi.

13. JAHI JOKJITHIYHUX TOKCHUKOJOTITYHUX JOCJIIKEHb
13.1. Kanueporeses, Myrareses, noripiuenssi pepTHIbHOCTI

* Jlosrotpusani MOCHi/UKEHHs Ha TBapMHaxX 11010 KaHueporensocti npenapaty OHKACIIAP we
NPOBOAMITHCS.

* CrienianbHi JIOCHIKEHHS 118 BHBYEHHS MYTAreHHOro MOTeHUiamy He nposBoamimcs. [Ipenapar
OHKACTIAP He npoJeMOHCTPYBAaB MyTareHHy it 1pH BunpoOysanni Tectom Elimca na mramax
Salmonella typhimurium.

+ JlocniukeH S OO0 NOTipIIeH s (PepTHIBHOCTI He NPOBOANIIHUCA.

14. JTAHI KJITHIYHUX JOCJILI)KEHb
14.1. 3acrocyBanHsi B IKOCTi npenapaTy nepiuoi Jinii Tepanii npu aikyBanni nauienTis 3 I'JILJI

besnexy Ta edexruBHicTs 3acrocyBanHa npenapaty OHKACTIAP Bupyanu B xozi GaraToueHTpoBOro
BIJIK[JHTOFO THITY PaHIOMi30BaHOrO 3 aKTHBHMM KOHTPOJIEM HOCIIUKEHHs (AociimkcHHs 1). B ubomy
nocnikenni 118 nanientis neaiatpuunoro npodimo Bikom Bia 1 10 9 pokis 3 paniume H :
I'J1JI 3 yMHHAKAMH JOMYCTHMOrO PpU3HKY OyIH paHIOMi30BaHUM YHHOM po3nojineHi (y oMB

1:1) no rpynax npuiiomy — abo npenapaty OHKACIIAP, abo narusHoi L-acnaparina /
kombinosanoi Tepanii. OHKACIIAP 3acTocoByBaiH LIJISAXOM BHYTPILIHbOM'A30BOT




2500 MIKHAPOAHHUX OAMHHMIL/M® Ha TpeTiil AeHb (azu iHAYKUil TPUBANICTIO 4 THIKHI Ta Ha TPETiil AeHb
obox (a3 BigcTpoyeHoi inTencubikauii, koxxHa Tpupanictio 8 Twxkuie, Hatusny L-acnaparinasy E. coli
BBOJIMJIM BHYTPILIHLOM'A30BHM YHHOM B 7031 6000 MiKHApOAHMX OJMHHMIL/M® TpHYi HA THXK/IEHD,
3aCTOCOBYIOYH 9 1103 mpoTsarom ¢asu inaykuii Ta 6 103 NpoTAroM KOXHOI 3 000X (a3 BIACTpOYEHOI
iHTeHCH biKalii.

['onoBHE BM3HAUECHHsI e(QEKTUBHOCTI CHMpPAnocs Ha JEMOHCTPAII0 CXOXKOro BMCHAKEHHs 3anacip
acniapariny (cTyneHs i TpuBanicts) y rpyni npuiiomy npenapary OHKACIIAP Ta y rpyni natusnoi L-
acnaparinasu E. coli. 3a3nayena y npoTOKOJi MeTa noJjsrajia y J0CATHEHHI CTYNeHs BUCHAKEeHHs 3anacis
acnapariiy 10 KOHLEHTpauii y cupoBarii KpoBi Ha piBHI <] MxM. HacTka nauieHTiB 3 TAKUM CTyNeHeM
BUCHaXEHHA Oy/na cX0xk010 B 000X rpynax AOCHIJKEHHS Yy BH3HA4YeHi NPOTOKOJIOM MOMEHTH uacy
NpOTAroM yeix Tpeox (a3 nikyBaHHs.

[Mporsirom ycix ¢as nikyBaHHs KOHIEHTpAILiT acnapariny y CHpOBaTili KPOBi 3HMKYBAIHCs MPOTATOM 4-X
AHIB Micls BBEJEHHA Nepmoi 103M acnapariHasn y ¢asi JiKyBaHHS | 3a/AMINANACs HAa HU3BKOMY piBHI
MpoTAroM npuOAM3HO 3-X THIXKHIB Yy nauieHTiB 060X rpyn — npuiiomy npenapaty OHKACIIAP rta
npuiiomy HatuBHOI L-acnaparinasu E. coli. KonuenTpauii acnapariny y cHpoBartili KpoBi npoTsrom (asu
inaykuil HaBeseHi Ha cxeMmi 1. KapTina BHCHaXKeHHS acniapariny B CHpOBATLi KpOBi NPOTAroM ABoX a3z
BlACTpOUeHOi iHTeHcHbikanii Oyna noaibHOW KapTHHI BHCHAKEHHS acraparidy B CHPOBATII KPOBI
npotarom Gasu iHAayKii.

CXEMA 1
CEPEJIHI (= CTAHJAAPTHA MOXWBKA) KOHLIEHTPALII ACIIAPATIHY B CUPOBATIII
KPOBI [TPOTSITOM ®A3HU IHAYKLIII JOCJJILIKEHHS 1

® Ni Hatunua L-acnaparivaza £ colr
- Ol OHKACTIAP
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Jlni micns 3acTocyBaHHA nepiuol 1o3u L-acnaparinasu

[pumitka. OHKACIIAP (2500 MiHApPOAHMX OAMHMIL/M? BHYTPIIHBOM'S30BUM BBEJCHHSM) OYB
3aCTOCOBAaHMH Ha TpeTiil aeHb ¢asu inaykuii Tpusanictio 4 Twxui. Hatusny L-acnaparinasy E. coli.
(6000 Mi}HApPOAHMUX OJAMHHUIL/M’ BHYTPILIHBOM'S30BMM BBEJ€HHAM) BBOAMIN TPHYI HA THIKICHB,
3aCTOCOBYIOYH 9 1103 npoTsiroM (asu iHayKIii,

Konuenrpauii acnapariny y CMP Bu3snayamu y 50 nauientis npotsarom ¢asu inaykuii. Pisui acnapariny
B CMP 3umkyBanuces Bil cepeinboi konueHTpauii 3,1 MkM nepex noyatkoM JikyBanas 10 1,7 MkM Ha
neHb 4 + 1 1a 10 1,5 MxM Ha ngens 25 + 1 nicns 3actocyBanns npenapaty OHKACTIAP. Lli pesynstaTi
MoAiOHI 1aHUM, 3apEECTPOBAHUM Y IPYIli 3aCTOCYBaHHs HaTUBHOI L-acnaparinasu E. coli.

Xoua olinka pi3HHI y nokasHukax Oe3noaiiiHoro BmkuBaHHS npotsaroM 3-x pokie (aurn. "Event-Free
Survival", ckop. "EFS") i He Oyna 3aBaannsaM pociizpkeHss 1, 6yj10 BH3HAYEHO, 110 I

KOJMBaBCs HaBKoNO piBHs 80%.
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14.2. NMauienTn 3 [JLJI Ta 3 rinepuyyTausicTio Ao acnaparinasu

Besnexy Ta edextuBHicTs 3acTocyBanHs npenapaty OHKACIIAP BuBYanu y 4OTHPBOX AOCHIKEHHAX
BiIKPHTOrO TUIY i3 3aJy4eHHAM 3arany 3 42 NauieHTiB 3 MHOKWUHHUMH PEIHIMBAMI TOCTPOrO JEHKO3Y
[39 mauientiB (93%) 3 I'JIJI] ta 3 kIiHIYHOW aneprivHO peakili€lo Ha acnapariHasy B aHamHesi.
HasBHicTh rinepuyT/IMBOCTI Q0 acrapariHasi BH3HAYalW 3a 3apeeCTPOBAHMMH B aHAMHE3l BHIAAKaMM
CHCTEMHOTO BHCHIIaHHS, KPONHUB'SHKH, OpoHXocnasMmy, HaOpsKy ropraHi, aprepiaibHoi rinoreHsii abo
JIOKaJIi30BaHO] epHTeMH, KPOMHB'SIHKH, abo HabyxaHHA pPO3MIpOM MOHajA 2 CAHTHMETPH MPOTSrOM
npuHaiiMHi 10 XBUIMH micns 3acrtocyBaHHs Oyab-sikoi dopmu HatuBHOI L-acnaparinasu E. coli. Vei
nauientn orpumysanu npenapar OHKACIIAP B 103i 2000 um 2500 MiKHAPOAHMX OJMHMIL/M?
BHYTPIIIHLOM'SI30BHM a00 BHYTPIIIHbOBEHHUM 4MHOM KOXkHi 14 auiB. [lauientn orpumyBatn npenapar
OHKACTIAP B sxocTi okpeMoi MoHOTepanii abo y crnomy4eHHi 3 6araToKOMIOHEHTHOK XiMiOTepaIieo.
ITokasuuk BiATyKy npH noBTopHiil inaykuii cranoBus 50% (95% mnosipunii intepsan: 8ix 35% 1o 65%),
BpaxoByro4u 36% BunaakiB noBHoi pemicii Ta 14% BunankiB wactkoBoi pemicii. Lli pesvasratn Gynn
NOAIOHUMH 710 3aragbHUX pe3yNbTaTiB [10/10 MOKA3HUKY BIATYKY, 3ape€CTPOBAHUX CEpejl NMAIliEHTIB 3
[JIJ1, sixi oTpumyBamy B siKOCTi Tepanii Apyroi niHii xiMioTepaniio NOBTOPHOT iHAYKIUiT i3 3aCTOCY BaHHAM
HaTuBHOI L-acnaparinasu E. coli. IIpoTunyXn1uHHa akTHBHICTh TaKOX CIIOCTEPIiranacs 1npu 3acToCyBaHHI
monotepanii npenapatom OHKACIIAP. Tpu siaryku (1 BuMNamok moBHOI pemicil Ta 2 BHUNajku
4acTKOBOI peMmicii) Oyanm 3apeecTpoBani ceper 9 JOpOCHMX MALIEHTIB | MALIEHTIB neaiaTpHYHOro
npodimo i3 penuansom IJIJT i rinepuyTausicTio 10 HatuBHOI L-acnaparinasu E. coli.

16. ¥ SIKOMY BUTIJISIAI ITIPEMTAPAT ITOCTAYAETHCS, SIK BIH 3BEPITAETHCSI TA SIK 3
HUM ITOBOJANUTHUCS

OHKACIIAP (neracnaprasa) nocTa4acTbcsi Y BT/ CTEPHIIBHOTO PO34MHY Yy (rakoHax Tany 1 mis
0JIHOPA30BOr0 3aCTOCYBAHHS, 10 MicTAThL 3750 MixkHapOAHUX OoAMHMLL L-acnaparinasu y 5 mu po3unny
(NDC 0944-3810-01).
36epiraiite OHKACIIAP oxonomkenum npu temneparypi Bix 2°C no 8°C (Binx 36°F mo 46°F). He
CTpYILYHTe i He 3aMoposKyiiTe mpenapat. bepexits Bia cBitia, He Bukopucrosyiite OHKACIIAP nicns
3aKiHYEeHHs TepPMiHy NPUAATHOCTI, 110 3a3HaYeHHil Ha GIaKoHi.
17. IH@OPMALIA I3 PEKOMEHJALISIMHA JJ15 TALIIEHTIB
17.1. Cepiio3ni anepriuni peaxuii
* ToBitomMTe nanieHTiB MPO MOMKIMBICTE BUHHKHEHHS CEPHO3HUX aNepriviux peakiiil, B TOMy 4ucii
anadinakcii, Ta npo HeoOXiAHiCTb HeraifiHO 3BEPHYTHCS 328 MEAUYHOIO JONOMOTOK Y BHNAIKY
PO3BUTKY Oy/b-sKoro HabpskaHHs abo TPYIHOLIIB i3 ANXaHHAM.

17.2. Tpombos

« IlosioMTe manieHTiB NPo HeOOXiAHICTh HEraitHO 3BEPHYTHCA 10 MEAHYHHX NPALIBHUKIB Yy BUNAIKY
CHJIBHOTO FOJIOBHOTO 60110, HAOPAKaHHS PYK YH HIT, rOCTPOI 32K abo 060110 y rpyasx.

17.3. [lankpeaTnT

* [lopagbre nauieHTam HeraifHO 3BepHYTHCS 10 MEAMYHHX INpPALiBHAKIB y BHMAAKY CHIBHOIO
abnoMiHanbHOrO 60MI0.

17.4. HetepnumicTs /10 rIIOK03H

YACTOTH CEYOBHIIJIEHHS.
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use

ONCASPAR safely and effectively. See full

prescribing

information for ONCASPAR.

ONCASPAR (pegaspargase)

injection, for intramuscular or

intravenous use
Initial U.S. Approval: 1994

meermrrmmreennarmemsameeeae-| NDICATIONS AND USAGE ~--eeereemmsrmmeemaasnmaaane
OMNCASPAR is an asparagine specific enzyme indicated as a
component of a multi-agent chemotherapeutic regimen for treatment of
patients with:

cereeeemensnenneneee- DOSAGE AND ADMINISTRATION --eommemmeeeme

First line acute lymphoblastic leukemia (1 1)
Acute lymphoblastic leukemia and
asparaginase (1.2)

hypersensitivity  to

2,500 International Units/m? intramuscularly or intravenously no
more frequently than every 14 days. (2.1)

For intramuscular administration, limit the volume at a single
injection site to 2 mL; if greater than 2 mL, use multiple injection
sites. (2.2)

For intravenous administration, give over a period of 1 to 2 hours
in 100 mL of sodium chloride or dextrose injection 5%, through an
infusion that is already running. (2 2)

Do not administer ONCASPAR if drug has been frozen, stored at
room temperature for more than 48 hours, or shaken or vigorously
agitated. (2.3)

DOSAGE FORMS AND STRENGTHS ----eeremeeseceeaee
3,750 International Units/5 mL solution in a single-use vial. (3)

CONTRAINDICATIONS

11+
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e  History of serious allergic reactions to ONCASPAR. (4)

« History of serious thrombosis with prior L-asparaginase therapy.
4

i I(-{i)story of pancreatitis with prior L-asparaginase therapy. (4)

« History of serious hemorrhagic events with prior L-asparaginase
therapy. (4)

B WARNINGS AND PRECAUTIONS —seeeemmmmecinennaaacn

*  Anaphylaxis or serious allergic reactions - Observe patients for
one hour after administration. Discontinue ONCASPAR in patients
with serious allergic reactions. (5.1)

. Thrombosis - Discontinue ONCASPAR in patients with serious
thrombotic events. (5.2)

. Pancreatitis - Evaluate patients with abdominal pain for
pancreatitis. Discontinue ONCASPAR in patients with
pancreatitis. (5.3)

+  Glucose intolerance - Monitor serumn glucose. (5 4)

Coagulopathy - Perform appropriate monitoring. (5 5)

*  Hepatotoxicity - Perform appropriate monitoring. (5.6)

ADVERSE REACTIONS
Most common adverse reactions (22%) are allergic reactions (including
anaphylaxis), central nervous systerm (CNS) thrombosis, coagulopathy,
elevated transaminases, hyperbilirubinemia, hyperglycemia, and
pancreatitis. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Baxalta
US Inc., customer service at 1-800-999-1785 or contact the FDA at
1-800-FDA-1088 or www.fda.qov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 10/2017
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 First Line Acute Lymphoblastic Leukemia (ALL)

ONCASPAR is indicated as a component of a multi-agent chemotherapeutic regimen for the first
line treatment of patients with ALL.
1.2 Acute Lymphoblastic Leukemia and Hypersensitivity to Asparaginase

ONCASPAR is indicated as a component of a multi-agent chemotherapeutic regimen for the
treatment of patients with ALL and hypersensitivity to native forms of L-asparaginase.

2 DOSAGE AND ADMINISTRATION

21 Recommended Dose

The recommended dose of ONCASPAR is 2,500 International Units/m? intramuscularly or
intravenously. ONCASPAR should be administered no more frequently than every 14 days.
2.2 Instructions for Administration

When ONCASPAR is administered intramuscularly, the volume at a single injection site should be
limited to 2 mL. If the volume to be administered is greater than 2 mL, multiple injection sites should be
used. ONCASPAR does not contain a preservative. Use only one dose per vial; discard unused product.

When administered intravenously, ONCASPAR should be given over a period of 1to 2 hours in
100 mL of sedium chloride or dextrose injection 5%, through an infusion that is already running. After the
solution is diluted for intravenous use, the solution should be used immediately. If immediate use is not
possible, the diluted solution should be stored refrigerated at 2°C to 8°C (36°F to 46°F). Storage after
dilution should not exceed 48 hours from the time of preparation to completion of administration. Protect
infusion bags from direct sunlight.
2.3 Preparation and Handling Precautions

Do not administer ONCASPAR if drug has been:

« frozen

* stored at room temperature 15° to 25°C (59° to 77°F) for more than 48 hours

* shaken or vigorously agitated [see How Supplied/Storage and Handling (16)]

Parenteral drug products should be inspected visually for particulate matter, cloudiness, or
discoloration prior to administration, whenever solution and container permit. If any of these are present,
discard the vial.

3 DOSAGE FORMS AND STRENGTHS
3,750 International Units/5 mL solution in a single-use vial.
4 CONTRAINDICATIONS

History of serious allergic reactions to ONCASPAR.

History of serious thrombosis with prior L-asparaginase therapy.

History of pancreatitis with prior L-asparaginase therapy.

History of serious hemorrhagic events with prior L-asparaginase therapy.

5 WARNINGS AND PRECAUTIONS

5.1 Anaphylaxis and Serious Allergic Reactions
Anaphylaxis and serious allergic reactions can occur in patients receiving ONCASPAR. The risk of
serious allergic reactions is higher in patients with known hypersensitivity to other forms of
L-asparaginase. Observe patients for 1 hour after administration of ONCASPAR in a setting with
resuscitation equipment and other agents necessary to treat anaphylaxis (for example, epinephrine,
oxygen, intravenous steroids, antihistamines). Discontinue ONCASPAR in patients with serious allergic
reactions.
5.2 Thrombosis
Serious thrombotic events, including sagittal sinus thrombosis can occur in patients recgiyi
ONCASPAR. Discontinue ONCASPAR in patients with serious thrombotic events. 4
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5.3 Pancreatitis

Pancreatitis can occur in patients receiving ONCASPAR. Evaluate patients with abdominal pain for
evidence of pancreatitis. Discontinue ONCASPAR in patients with pancreatitis.
5.4 Glucose Intolerance

Glucose intolerance can occur in patients receiving ONCASPAR. In some cases, glucose
intolerance is irreversible. Monitor serum glucose.
5.5 Coagulopathy

Increased prothrombin time, increased partial thromboplastin time, and hypofibrinogenemia can
occur in patients receiving ONCASPAR. Monitor coagulation parameters at baseline and periodically
during and after treatment. Initiate treatment with fresh-frozen plasma to replace coagulation factors in
patients with severe or symptomatic coagulopathy.
5.6 Hepatotoxicity and Abnormal Liver Function

Hepatotoxicity and abnormal liver function, including elevations of AST (SGOT), ALT (SGPT),
alkaline phosphatase, bilirubin (direct and indirect), and depression of serum albumin, and plasma
fibrinogen can occur. Perform appropriate monitoring.

6 ADVERSE REACTIONS

The following serious adverse reactions are described in greater detail in other sections of the label:

 Anaphylaxis and serious allergic reactions [see Warnings and Precautions (5.1)]

* Serious thrombosis [see Warnings and Precautions (5.2)]

s Pancreatitis [see Warnings and Precautions (5.3)]

* Glucose intolerance [see Warnings and Precautions (5.4)]

* Coagulopathy [see Warnings and Precautions (5.5)]

¢ Hepatotoxicity and abnormal liver function [see Warnings and Precautions (5.6)]

The most common adverse reactions with ONCASPAR are allergic reactions (including
anaphylaxis), hyperglycemia, pancreatitis, central nervous system (CNS) thrombosis, coagulopathy,
hyperbilirubinemia, and elevated transaminases.

Hyperlipidemia (hypercholesterolemia and hypertriglyceridemia) has been reported in patients
exposed to ONCASPAR.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates
observed cannot be directly compared to rates in other clinical trials and may not reflect the rates
observed in clinical practice.

First-Line ALL

The data presented below are derived from 2 studies in patients with standard-risk ALL who
received ONCASPAR as a component of first-line multi-agent chemotherapy. Study 1 was a randomized
(1:1), active-controlled study that enrolled 118 patients, with a median age of 4.7 years (1.1-9.9 years), of
whom 54% were males and 65% White, 14% Hispanic, 8% Black, 8% Asian, and 6% other. Of the
59 patients in Study 1 who were randomized to ONCASPAR, 48 patients (81%) received all 3 planned
doses of ONCASPAR, 6 (10%) received 2 doses, 4 (7%) received 1 dose, and 1 patient (2%) did not
receive the assigned treatment. Study 2 is an ongoing, multi-factorial design study in which all patients
received ONCASPAR as a component of various multi-agent chemotherapy regimens; interim safety data
are available for 2,770 patients. Study participants had a median age of 4 years (1-10 years), and were
55% male, 68% White, 18% Hispanic, 4% Black, 3% Asian, and 7% other. Per protocol, the schedule of
ONCASPAR varied by treatment arm, with intermittent doses of ONCASPAR for up to 10 months.

In Study 1, detailed safety information was collected for pre-specified adverse reactions identified
as asparaginase-induced adverse reactions and for grade 3 and 4 non-hematologic adverse reactions
according to the Children’s Cancer Group (CCG) Toxicity and Complication Criteria. The per-patient
incidence, by treatment arm, for these selected adverse reactions occurring at a severity of grade 3 or 4
are presented in Table 1 below:

TABLE 1
STUDY 1: PER-PATIENT INCIDENCE OF SELECTED GRADE 3 AND 4 ADVERSE REACTIONS /m:
.*_‘l*\‘;\';\ep




ONCASPAR Native
(n=58) E. coli
L-Asparaginase

(n=59)

Abnormal Liver Tests 3 (5%) 5 (8%)

Elevated Transaminases’ 2 (3%) 4 (7%)

Hyperbilirubinemia 1(2%) 1(2%)

Hyperglycemia 3 (5%) 2 (3%)

Central Nervous System 2 (3%) 2 (3%)

Thrombosis

Coagulopathy? 1(2%) 3 (5%)

Pancreatitis 1(2%) 1(2%)
Clinical Allergic Reactions to 1(2%) 0

Asparaginase
1 Aspartate aminotransferase, alanine aminotransferase.
2 Prolonged prothrombin time or partial thromboplastin time; or hypofibrinogenemia.

Safety data were collected in Study 2 only for National Cancer Institute Common Toxicity Criteria
(NCI CTC) version 2.0, grade 3 and 4 non-hematologic toxicities. In this study, the per-patient incidence
for the following adverse reactions occurring during treatment courses in which patients received
ONCASPAR were: elevated transaminases, 11%; coagulopathy, 7%; hyperglycemia, 5%; CNS
thrombosis/hemorrhage, 2%; pancreatitis, 2%; clinical allergic reaction, 1%; and hyperbilirubinemia, 1%.
There were 3 deaths due to pancreatitis.

Previously Treated ALL

Adverse reaction information was obtained from 5 clinical trials that enrolled a total of 174 patients
with relapsed ALL who received ONCASPAR as a single agent or in combination with multi-agent
chemotherapy. The toxicity profile of ONCASPAR in patients with previously treated relapsed ALL is
similar to that reported above with the exception of clinical allergic reactions (see Table 2). The most
common adverse reactions of ONCASPAR were clinical allergic reactions, elevated transaminases,
hyperbilirubinemia, and coagulopathies. The most common serious adverse events due to ONCASPAR
treatment were thrombosis (4%), hyperglycemia requiring insulin therapy (3%), and pancreatitis (1%).

6.2 Allergic Reactions
Allergic reactions include the following: bronchospasm, hypotension, laryngeal edema, local
erythema or swelling, systemic rash, and urticaria.

First-Line ALL

Among 58 ONCASPAR-treated patients enrolled in Study 1, clinical allergic reactions were reported
in 2 patients (3%). One patient experienced a grade 1 allergic reaction and the other grade 3 hives; both
occurred during the first delayed intensification phase of the study (see Table 2).

Previously Treated ALL

Among 62 patients with relapsed ALL and prior hypersensitivity reactions to asparaginase,
35 patients (56%) had a history of clinical allergic reactions to native Escherichia (E.) coli L-asparaginase,
and 27 patients (44%) had a history of clinical allergic reactions to both native E. coli and native Erwinia
L-asparaginase. Twenty (32%) of these 62 patients experienced clinical allergic reactions to ONCASPAR
(see Table 2).

Among 112 patients with relapsed ALL with no prior hypersensitivity reactions to asparaginase,
11 patients (10%) experienced clinical allergic reactions to ONCASPAR (see Table 2).

TABLE 2

INCIDENCE OF CLINICAL ALLERGIC REACTIONS, OVERALL AND BY SEVERITY GRADE

Toxicity Grade, n (%)
Patient Status 1 2 3 4

Previously 7(11) 8 (13) 4 (6) 1(2)
Hypersensitive
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Patients (n=62)

Non- 5(4) 4 (4) 1(1) 1(1) ° 11 (10)
Hypersensitive

Patients (n=112)

First Line (n=58) 1(2) 0 1(2) 0 2(3)

6.3 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity, defined as development of
binding and/or neutralizing antibodies to the product.

In Study 1, ONCASPAR-treated patients were assessed for evidence of binding antibodies using an
enzyme-linked immunosorbent assay (ELISA) method. The incidence of protocol-specified “high-titer”
antibody formation was 2% in Induction (n=48), 10% in Delayed Intensification 1 (n=50), and 11% in
Delayed Intensification 2 (n=44). There is insufficient information to determine whether the development
of antibodies is associated with an increased risk of clinical allergic reactions, altered pharmacokinetics,
or loss of anti-leukemic efficacy.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the
assay, and the observed incidence of antibody positivity in an assay may be influenced by several factors
including sample handling, concomitant medications, and underlying disease. Therefore, comparison of
the incidence of antibodies to ONCASPAR with the incidence of antibodies to other products may be
misleading.

7 DRUG INTERACTIONS
No formal drug interaction studies, between ONCASPAR and other drugs, have been performed.
USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C. Animal reproduction studies have not been conducted with ONCASPAR. It
is also not known whether ONCASPAR can cause fetal harm when administered to a pregnant woman or
can affect reproduction capacity. ONCASPAR should be given to a pregnant woman only if clearly
needed.
8.3 Nursing Mothers

It is not known whether ONCASPAR is excreted in human milk. Because many drugs are excreted
in human milk and because of the potential for serious adverse reactions in nursing infants from
ONCASPAR, a decision should be made to discontinue nursing or discontinue the drug, taking into
account the importance of the drug to the mother.
8.4 Pediatric Use

[see Clinical Studies (14.1)]
8.5 Geriatric Use

Clinical studies of ONCASPAR did not include sufficient numbers of subjects aged 65 years and
older to determine whether they respond differently than younger subjects.

10 OVERDOSAGE

Three patients received 10,000 International Units/m? of ONCASPAR as an intravenous infusion.
One patient experienced a slight increase in liver enzymes. A second patient developed a rash
10 minutes after the start of the infusion, which was controlled with the administration of an antihistamine
and by slowing down the infusion rate. A third patient did not experience any adverse reactions.

11 DESCRIPTION

ONCASPAR (pegaspargase) is L-asparaginase (L-asparagine amidohydrolase) that is covalently
conjugated to monomethoxypolyethylene glycol (mPEG). L-asparaginase is a tetrameric enzyme that is
produced endogenously by E. coli and consists of identical 34.5 kDa subunits. Approximately 69 to 82
molecules of mMPEG are linked to L-asparaginase; the molecular weight of each mPEG molecule is about
5 kDa. ONCASPAR activity is expressed in International Units. One International Unit of L-asparagi
is defined as the amount of enzyme required to generate 1 micromole of ammonia per n.- t p
and 37°C. \t-:"&;.\he" Jr,{ 2

I_‘}’&

L] xoﬂ




ONCASPAR is supplied as a clear, colorless, preservative-free, isotonic sterile solution in
phosphate-buffered saline, pH 7.3. Each milliliter contains 750+150 International Units of pegaspargase,
dibasic sodium phosphate, USP (5.58 mg), monobasic sodium phosphate, USP, (1.20 mg) and sodium
chloride, USP (8.50 mg) in water for injection, USP.

12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of ONCASPAR is thought to be based on selective killing of leukemic
cells due to depletion of plasma asparagine. Some leukemic cells are unable to synthesize asparagine
due to a lack of asparagine synthetase and are dependent on an exogenous source of asparagine for
survival. Depletion of asparagine, which results from treatment with the enzyme L-asparaginase, kills the
leukemic cells. Normal cells, however, are less affected by the depletion due to their ability to synthesize
asparagine.

12.2 Pharmacodynamics

In Study 1, pharmacodynamics were assessed in 57 newly diagnosed pediatric patients with
standard-risk ALL who received three intramuscular doses of ONCASPAR (2,500 International Units/m?),
one each during induction and two delayed intensification treatment phases.

Pharmacodynamic activity was assessed through serial measurements of asparagine in sera
(n=57) and cerebrospinal fluid (CSF) (n=50). The data for asparagine depletion are presented in
CLINICAL STUDIES [see Clinical Studies (14)].

12.3 Pharmacokinetics

Pharmacokinetic assessments were based on an enzymatic assay measuring asparaginase
activity. Serum pharmacokinetics were assessed in 34 newly diagnosed pediatric patients with standard-
risk ALL in Study 1 following intramuscular administration of 2,500 International Units/m?. The elimination
half-life of ONCASPAR was approximately 5.8 days during the induction phase. Similar elimination
half-lives were observed during Delayed Intensification 1 and Delayed Intensification 2. Concentrations
greater than 0.1 International Units/mL were observed in over 90% of the samples from patients treated
with  ONCASPAR during induction, Delayed Intensification 1, and Delayed Intensification 2 for
approximately 20 days.

In 3 pharmacokinetic studies, 37 patients with relapsed ALL received ONCASPAR at
2,500 International Units/m? intramuscularly every 2 weeks. The plasma half-life of ONCASPAR was
3.2+1.8 days in 9 patients who were previously hypersensitive to native E. coli L-asparaginase and
5.7+3.2 days in 28 non-hypersensitive patients. The area under the plasma concentration-time curve
(AUC) was 9.5+4.0 International Units/mL/day in the previously hypersensitive patients and 9.8+6.0
International Units/mL/day in the non-hypersensitive patients.

13 NONCLINICAL TOXICOLOGY

¢ No long-term carcinogenicity studies in animals have been performed with ONCASPAR.

* No relevant studies addressing mutagenic potential have been conducted. ONCASPAR did not
exhibit a mutagenic effect when tested against Salmonella typhimurium strains in the Ames
assay.

¢ No studies have been performed on impairment of fertility.

14  CLINICAL STUDIES

14.1 First-Line ALL

The safety and effectiveness of ONCASPAR was evaluated in an open-label, multicenter,
randomized, active-controlled study (Study 1). In this study, 118 pediatric patients aged 1 to 9 years with
previously untreated standard-risk ALL were randomized 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 International Units/m? on Day 3 of the 4-week induction phase and on Day 3 of each of two
8-week delayed intensification phases. Native E. coli L-asparaginase was administered intramuscularly at
a dose of 6,000 International Units/m? three times weekly for 9 doses during induction and for 6 doses
during each delayed intensification phase.

The primary determination of effectiveness was based on demonstration of sjh
depletion (magnitude and duration) in the ONCASPAR and native E. coli L-asparggi:
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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 CONCENTRATIONS DURING
STUDY 1 INDUCTION PHASE
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Days After FirstDose of L-Asparaginase

Note: ONCASPAR (2,500 International Units/m? intramuscular) was administered on Day 3 of the 4-week induction
phase. Native E. coli L-asparaginase (6,000 International Units/m? intramuscular) was administered 3 times weekly
for 9 doses during induction.

CSF asparagine concentrations were determined in 50 patients during the induction phase. CSF
asparagine decreased from a mean pretreatment concentration of 3.1 uM to 1.7 uM on Day 4+1 and
1.6 UM at 2541 days after administration of ONCASPAR. These findings were similar to those observed
in the native E. coli L-asparaginase treatment arm.

While the 3-year Event-Free Survival (EFS) for the ONCASPAR and native E. coli L-asparaginase
study arms were similar and in the range of 80%, Study 1 was not designed to evaluate for differences in
EFS rates.

14.2 ALL Patients Hypersensitive to Asparaginase

The safety and effectiveness of ONCASPAR was evaluated in 4 open-label studies enrolling a total
of 42 patients with multiply-relapsed, acute leukemia [39 (93%) with ALL] with a history of prior clinical
allergic reaction to asparaginase. Hypersensitivity to asparaginase was defined by a history of systemic
rash, urticaria, bronchospasm, laryngeal edema, hypotension, or local erythema, urticaria, or swelling,

greater than 2 centimeters, for at least 10 minutes following administration of any form of native E. coli

L-asparaginase. All patients received ONCASPAR at a dose of 2,000 or 2,500 International Units/m?2
administered intramuscularly or intravenously every 14 days. Patients received ONCASPAR as a single
agent or in combination with multi-agent chemotherapy. The re-induction response rate was 50% (95%
confidence interval: 35%, 65%), based upon 36% complete remissions and 14% partial remissions.
These results were similar to the overall response rates reported for patients with A ving
second-line, native E. coli L-asparaginase-containing re-induction chemotherapy. Anti-tu
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remissions) were observed in 9 adult and pediatric patients with relapsed ALL and hypersensitivity to
native E. coli L-asparaginase.

16 HOW SUPPLIED/STORAGE AND HANDLING

ONCASPAR (pegaspargase) is supplied as a sterile solution in Type | single-use vials containing
3,750 International Units of L-asparaginase per 5 mL solution (NDC 0944-3810-01).

Store ONCASPAR under refrigeration at 2°C to 8°C (36°F to 46°F). Do not shake or freeze product.
Protect from light. Do not use ONCASPAR after the expiration date on the vial.

17  PATIENT COUNSELING INFORMATION

17.1 Serious Allergic Reactions

e Inform patients of the possibility of serious allergic reactions, including anaphylaxis, and to seek
immediate medical care for any swellings or difficulty breathing.

17.2 Thrombosis

e Inform patients to seek immediate medical attention for severe headache, arm or leg swelling, acute
shortness of breath, or chest pain.

17.3 Pancreatitis

* Advise patients to seek immediate medical attention for severe abdominal pain.
17.4 Glucose Intolerance

» Advise patients to immediately report excessive thirst or increase in the volume or frequency of
urination.

BAXALTA® and ONCASPAR® are trademarks of Baxalta Incorporated, a wholly-owned, indirect
subsidiary of Shire plc.

SHIRE and the Shire Logo are trademarks or registered trademarks of Shire Pharmaceutical Holdings
Ireland Limited or its affiliates.
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