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3aCTOCYBaHHS JTiKapchbKOro 3acody

OCHOBHI NOJIOJKEHHSI IHOOPMAIIIT /17151 TIPU3HAYEHHS

Ili ocHOBHi mMO/I0KEHHSI He BKIKYAWOTH ycio indopmawilo, mo noTpioHa 17151 Ge3nmeyHoro Ta
edexTuBHOro 3acrocysanns npenapatry OHKACIIAP. /Ius. nosuy indopmauiio aas NPU3HAYEHHS
npenapaty OHKACIIAP.

OHKACIIAP (meracnapraza) po3uuH aas  in'ekuiii, ;s BHYTPIlUHbOM'sI30BOr0 460
BHYTPilIHLOBEHHOI'0 3aCTOCYBAHHS.

Ilepsicne 3aTBepaxennsi y CLIA: 1994 pik

ITOKA3AHHS TA 3ACTOCYBAHHS

OHKACIIAP - ue acmaparincneundiunnii GepMeHT, IO NOKA3aHWH B SKOCTI CKIAZ0BOI YACTHHH
GaraTokOMIOHEHTHOI XiMioTepanii npu JTiKyBaHHi nauieHTiB i3:

* roctpuM JTiMpobaacTauM neiikozom (I'J1J1), B sikocTi mepmof minii Tepanii (niopozoin 1.1);
* rocTpUM NiM(po6IacTHUM Neliko30M i rinepuyTIMBICTIO A0 acnaparinasu (nidposdin | 2).

A03U TA CIIOCIB 3ACTOCYBAHHS

* 2500 MDKHApPOAHMX OJMHMIB Ha M’ IPH BHYTPIilIHLOM'S30BOMY aGo BHY TPillIHLOBEHHOMY
3aCTOCYBAHHI HE YacTilue, HiX KOXHi 14 1uiB (niopo3din 2.1).

* Y BHUNaJKy BHYTPilIHBOM'S30BOTO 3aCTOCYBaHHS 0OMeXTe 00'eM s iH'eKIlii B OJHOMY MicIi 10
2 Mur; SKIIO HEOOXiJHO BBECTH 103y MOHAX 2 MJI, BBOJABTE MpEMapaT y ACKiIbKOX MicIAX iH'eKIii
(niopozoin 2.2).

* V BHNAJKy BHYTPilIHBOBEHHOTO 3aCTOCYBaHHs BBOJALTE IIPENApPaT 3 MOTOYHOO 1H)Y3i€r0 TPOTAroM
nepiofy BiA oaHiei 10 naBOX roamH y 100 Mn po3uMHy XIOpHAY HATpilo a60 5%-ro pO3UUHY
ACKCTPO3HU 1 1H'eKUil (nidpo3oin 2.2).

* He sacrocosyiite OHKACTIAP, sximo npenapar 6yB 3aMopoxkeHwuii, 36epirascs Ipu KiIMHaTHIN
TemIeparypi noxan 48 rogus abo sKIIO HOro eHepriiHO cTpymyBatu aGo 300BTYBanM (nidpo3din
2.3).

JIKAPCbBKI ®OPMU TA 103U

* 3750 MiXHapOAHUX OMHHLE Y 5 MJI po3uuHy y (JIaKOHi OJTHOPa30BOI'0 3aCTOCYBAHHSA (p030i1 3).

IMPOTHIIOKA3AHHSI

* Cepiiosni anepriuni peakuii Hta OHKACIIAP B anamresi (po3oin 4).

* Cepiio3uuii TpoM603 B aHaMHesi nicuis Tepanii i3 3acTocyBaHHSM L-acnaparinaszu (pozdin 4).

* ITankpeatut B aHamMHe3i micist Teparii i3 3acTOCyBaHHIM L-acnaparinasu (posdiz 4).

* Cepiio3Hi reMopariuni sBHIIa B aHAMHe3] Mic/s Tepamii i3 3acToCyBaHHM L-acnaparinasu (po3oin
4).

3ACTEPEXKEHHSI TA 3ATIOBI)KHI 3AX0O/1A

* Anadinakcis abo cepitosHi anepriuni peakrii. CrocTepiraiiTe 3a cTaHOM HaIieHTIB IPOTSLQ
TOJMHM IIC/sSL 3aCTOCYBAaHHA npenapary. [IpunuHiTE 3acToCyBaHHS npenapary QHR
TNALIEHTIB, y SKUX BUHUKIIN CEPHO3HI anepriuni peakuii (nioposdin 5.1 ). 7

* Tpombo3. Tlpununuite 3acrocysanns npemapaty OHKACIIAP y TAaIi€eHTIB,
cepiio3Hi TpOMOOTHYHI ABHINA (nidpo3din 5.2).
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* [Tankpearut. [TanieHTiB i3 abnoMiHaAbHUM GolieM OOCTEKTe HA MPEIMET HASBHOCTI MAHKPEATHTY.
INpununite 3actocyBanns npenapaty OHKACIIAP y nauientis 3 nankpeatutom (niopo3oin 5.3).

* HerepmumicTs 10 ritoko3u. KoHTpomoiiTe piBeHb MIIFOKO3H Y CHPOBATIII KPOBi (nidpe3din 5.4).

* Koarynonaris. 3aiiicHIolTe HeoOXiaHe criocTepexeHHs (niopo3din 5.5).

* I'ematoTokcHuHicTh. 3aificHIONTE HeOOXiHE criOCTepekReHHs (ni0po30it 5.6).
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MOBIYHI PEAKIIIT

Haiinommpenimmmu no6ivenmu peakuisimu (> 2%) € anepriuni peakuii (B Tomy umcni aHadinaxcis),
TpoM603 y LeHTpanbHiil HepBoBiit cuctemi (I[HC), koaryiomaris, MmiaBHILEHHsS piBHIB TpaHCaMiHa3,
rinep6inipyO61HeMis, rinepriikemis ta nankpeatuT (po30it 6).

Jasi Toro, mo6 nosizomutn npo IMIJTO3PIOBAHI MMOBIYHI PEAKIIII, 3BEPHITHCH 10 CJAYKOU
podoTn 3 kaienTamn komnawii "Bakcaara FOC, Iuk." 3a Teneponom 1-800-999-1785 a6o 1o FDA
(anrn. "Food and Drug Administration", YnpaBiaiHHs 3 KOHTPOJO Xap4OBHX MPOJYKTIB Ta JIKApPCHKUX
3aco0iB CIIIA) 3a Tesedponom 1-800-FDA-1088 ago ua caiiti 3a agpecoro www.fda.gov/medwatch.

IH®OPMAILIIIO 13 PEKOMEHIALIISIMH JIJIsI TTALUIEHTIB ans. y posii 17.

IleperasinyTo: :koBTeHb 2017 poky
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INOBHA IHOOPMANLIA /15 TIPU3HAYEHHSA: 3MICT*

1. IOKA3AHHS TA 3ACTOCYBAHHS

1.1. Tocrpuii mimdpoOnactHuit neiiko3 (I'JIJI). 3acrocyBaHHs mpenapary B KOHTEKCTI MEpLIOi JiHiK
Tepartii.

1.2. T'octpwuii niMpobnacTHHIA eliko3 Ta rinepyy TJIMBICT 10 acrapariHas.

2. 1031 TA CIIOCIb 3ACTOCYBAHHS

2.1. PexomeH0BaHa J103a

2.2. Inctpykuii s 3acTocy BaHHS

2.3. 3ano6ixkHi 3ax0oau 3 Oe3neku NpH MiAroTOBLI Ipenapary Ta poboTi 3 HUM

3. JIKAPCBKI ®OPMHU TA 103U
4. TIPOTUIIOKA3AHHS

5. 3BACTEPEXKEHHS TA 3AIIOBIKHI 3AXO0O/{N
5.1. AHadinakcist Ta cepio3HI1 anepriuni peakuii

5.2. Tpomb03

5.3. [TankpeaTut

5.4. HetepnuMicTh 10 TIFOKO31

5.5. Koarynonaris

5.6. I'enaToTOKCHYHICTH Ta nopyileHa GyHKIis NeYiHKH

6. IOBIYHI PEAKIIII

6.1. Jlani 3 1OoCBiAy KJIIHIYHUX JOCIIIIKEHD
6.2. Anepriuni peaxiii

6.3. IMyHOT€HHICTb

7. BBAEMOJIA 3 TIKAPCbKUMHA 3ACOBAMMU

8. 3ACTOCYBAHHS Y NTAHIEHTIB OCOBJMBHUX I'PYII
8.1. 3acrocyBaHHS y IepioJl BariTHOCTI

8.3. 3acTocyBaHHs y MatepiB, sIKi FOAYIOTH TPy IO

8.4. 3acTocyBaHHs1 y Malli€HTIB NeAiaTpU4YHOro npodinto

8.5. 3acTocyBaHHs y JIIOEH MOXHUIIOTO BiKY

10. IEPEJO3YBAHHS
11. OIINC

12. KIITHIYHA ®APMAKOJIOTI' I
12.1. Mexani3m aii

12.2. ®apmakoauHamika

12.3. ®apmaxokineTnka

13. JAHI JOKJIIHIYHUX TOKCHUKOJOI'TYHUX JOCIII)KEHD
13.1. Kanueporenes, MyTtareHes, noripieHHs GepTUIBHOCTI

14. JAHI KJITHIYHUX JOCJII)KEHb
14.1. 3acTocyBaHHs B IKOCTI IpemnapaTy Nepuioi JiHii Teparmnii npu JiKyBaHHI naiieHTy
14.2. TlanienTn 3 T'JIJI Ta 3 rinepuy TIMBICTIO 10 acrnapariHasu
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16. Y AKOMY BUI'JIAAI IIPENAPAT IIOCTAYA€ETHCH, SAK BIH 3BEPII'AE€THCA TA 51K 3
HUM IIOBOAUTUCH

17. IHOOPMAILS I3 PEKOMEHIALSIMU AJi51 TIAL(IEHTIB
17.1. Cepiio3Hi anepriudi peakuii

17.2. Tpom603

17.3. TTankpeaTut

17.4. HeTepnumicTh 10 TTIOKO3H

* Po3zinu abo mizpo3zinu, 1o BUIYYeHi 3 TeKCTY MOBHOI iH(popMaii st MpU3Ha4YeHHs], TYT He HaBe/IeHi.
IIOBHA IHOOPMALIA AJIA [TPU3HAYEHHA
1. IOKA3AHHS TA 3BACTOCYBAHHSI

1.1. I'ocTpuii aimdodaacTuui aeiiko3 (I'J1JI). 3acTocyBaHHs npenapaTy B KOHTEKCTi nepuuoi JiiHii
Tepanii.

OHKACTIAP® nokasaHuii B SKOCTi CKJIaJ0BOi 4aCTHHM 6araTOKOMIOHEHTHOI XimioTepamii sk meproi
JiHIT Tepamii npu JikyBaHHi namienTis i3 I'JIJI.

1.2. I'ocTpuii aimpoOaacTHHIA JIeHKO3 i rinepuyTVIMBICTh 10 acnapariHasu

OHKACIIAP® mnokasanuii B SKOCTi CKJa0BOi YacTHMHH 0araTOKOMIOHEHTHOI XiMioTepamii mpwu
nikyBaHHI nanieHTiB 13 ['J1JI Ta rinepuyTiuBicTio 10 HaTHBHUX Gopm L-acmaparinasu.

2. 103U TA CITIOCIB 3BACTOCYBAHHS

2.1. PexomenaoBaHa 103a

PekomenjioBana no3a npenapaty OHKACITAP cranosuts 2500 MiKHApOJHMX OJMHMIL HA M’ TpH

BHYTpPILIHBOM'I30BOMYy ab0 BHyTpimHbOBeHHOMY 3actocyBaHHi. OHKACIIAP moxHa BBOAMTH He
yacrille, HiXK OJIMH pa3 KoKHi 14 nHiB.

2.2. IncTpykuii Ans 3acTocyBaHHS

V Bunaaxy BHyTpilmHboM's130Boro BBeaeHHs npenapaty OHKACIIAP o6'em aust iH'ekuii B ogHOMY Micii
obMexTe KinbKicTio 10 2 Mil. SIKIIO HeoOXiAHO BBECTH 103y MOHAA 2 MJI, BBOJAbTE MpEnapar y AeKiJIbKoX
micnsax in'eknii. OHKACIIAP He MiCTUTBh KOHCEPBaHTIB. BUKOPHCTOBYHTE JIHILE OAHY A03y Tpenapary 3
OZIHOTO (hJ1aKOHA; HEBUKOPUCTAHI PEIITKU Mpenapary CJijJi BAKHHY TH.

V Bunaziky BHyTpiliHb0BeHHOro 3actocyBaHHs, OHKACITIAP HeoOXifHO BBOAUTH 3 HOTOUHOKO iH(DY3ier0
NpOTArOM Iepiofy BiJ oAHiel 10 ABOX roguH y 100 Ma po3ynHy XJOpUAY HATpito abo 5%-ro po3uuHy
JEKCTpo3¥ 1as  iH'ekuiffl. Po3YMH BHMKOPHCTOBYEThCS oOpasy Iiciast WOro pO3BENEHHS JUis
BHYTPIIIHBOBEHHOTO 3aCTOCYBaHHS. SIKIIO pO3BeNEHMIl PO3YMH OJpa3y BUKOPHCTATH HE MOXKHA, HOro
HeoOXiHO 30epirath oxonomkeHuM npu Temnepatypi Bix 2°C no 8°C (Big 36°F no 46°F). 3 MomeHTy
NPUIOTYBaHHs JIO 3aBEPIICHHS BBEJEHHS Npenapary po3BeleHHil po3ulH MOKHa 30epirat He joBlie 48
rofuH. Milky 3 po3urHOM [Uisl iHQY3ii 6epesxiTh BiJ IpsAMOro IonaaadHs CBiTia.

2.3. 3ano0ixkui 3ax0/1M 3 Ge3NeKH NMPH NiArOTOBLI Npenaparty Ta po6oTi 3 HUM

He 3actocoByiite OHKACIIAP, sikuio:
* BiH OyB 3aMOpOXKEHHU;



* BiH 30epiraBcs npu kiMHatHii Temmnepatypi Bix 15°C mo 25°C (Big 59° F mo 77°F) mporsarom
nepioxy noxan 48 roaus;

* fioro eHepriifno crpyuryBaau a6o 360BTYBanu (Ous. posoin 16 "V saxomy euz1s0i npenapam
nocmavaemucs, AK 6iH 30epicacmvcs ma sk 3 HuUm nogooumucsa'). '

Ilepen 3acTocyBaHHSIM JiKapchKi 3aco0M JAJsi NapeHTEpalbHOrO BBEIEHs HEOOXiZHO Bi3yalbHO
00CTeXUTH (HACKIIBKY 11€ TO3BOJISIE CaM PO3YMH i HOTO KOHTeWHep) /Ui BUSBICHHS TBEPAMX UYACTHHOK,
NOMYTHiHHS 4 3He0apBiIeHHs. Ko Oy1b-1110 3 TAKUX YHHHHUKIB BUSBICHO, (PIAKOH TpeOa BUKUHY TH.

3. JIKAPCBKI ®OPMH TA 103U
3750 MibKHapOIHHUX OMHHLB y S MJI pO34HHY y (DJIaKOHI OHOPA30BOTO 3aCTOCYBAHHS.
4. TPOTUIIOKA3AHHS

* Cepiio3ni anepriuni peakuii Ha OHKACIIAP B anamHe3i.

* Cepiio3Huil TpoM003 B aHaMHe31 icis Teparii i3 3acTocyBaHHsIM L-acnaparinasu.

* [lankpeaTuT B aHaMHe3i micid Teparii i3 3acTocyBaHHAM L-acnaparinasu.

* Cepiio3Hi reMopariusi nposiBM B aHaMHe31 Ticiis Teparii i3 3actocyBaHHsIM L-acniaparinasu.

5. 3ACTEPEXKEHHS TA 3AIIOBIKHI 3AXO01U
5.1. Anadinaxcis Ta cepiio3Hi anepriuni peakuii

V mnanienri, ski orpumyors OHKACIIAP, mMoxyTh BUHHMKaTH aHadiiakcis Ta cepio3Hi anepriysi
peakuii. PU3MK BUHMKHEHHS CEpHO3HHMX alepriyHMX peakilid MiJABUILYETHCS Y TAIi€HTIB 3 BIIOMOIO
rinepyyTaMBICTIO A0 iHIMX ¢Gopm L-acmaparinasu. Crmocrepiraiite 3a Mmami€eHTaMd MPOTSATOM OJHI€ET
roguHu micns  BBeneHHs npemapaty OHKACIIAP B ymoBax, 3a0e3nedeHHMX peaHiMal[iiitHUM
o0laTHaHHAM Ta IHIIUMM 3aco0amu JUls JiKyBaHHS aHadinakcil (TakdMH siK, HapUKIaia, emniHeQpHH,
KHCEHb, BHYTpIIIHBOBEHHI CTepoind, aHTurictaminu). [IpunuHiTe BBeaeHHs npenapaty OHKACITAP
nalieHTaM, y sIKUX BUHHKIIN CepHO3HI allepriuHi peakiii.

5.2. TpomGo3

V nauienTiB, ski orpumyots OHKACIIAP, MOXyTh BUHMKATH Cepiio3Hi TPOMOOTHYHI SBHIIA, B TOMY
4ucii TpoMOO3 cariTaabHOro cuHyca. IlpunuHite BBeaeHHs npenapaty OHKACIIAP nauieHTaMm, y sKuX
BUHUKJIU CEPHO3HI TPOMOOTHYHI SBHIIA.

5.3. ITankpeaTut

Y nanmientiB, ski oTpumyiotb OHKACIIAP, Moxe po3BHHYTHCS MaHKpeaTHt. llaiieHtiB i3
abaominaneHUM 00seM 00CTeXTe NJIsi BUSBICHHS O3HAK NaHKpeaTUTy. [IpUNUHITE BBEIEHHS Mpenapary
OHKACITIAP nauieHTam 3 HaHKPEaTHTOM.

5.4. HerepnumicThb 10 IJII0KO3U

V nanienTis, ski orpumyors OHKACIIAP, Moke pO3BHHYTHCS HETEPIUMICTh A0 TIIFOKO3H. Y JESIKHX
BHIIQJKaxX HETEPNUMICTh [0 I'IIOKO3M CTAa€ HE3BOPOTHOIO. KOHTpoOOiiTe piBeHb IIIFOKO3M y CHPOBATIII
KpOBI.

5.5. Koaryaonaris

V nauientis, ki orpumytors OHKACITIAP, M0oXyTh crocTepiratvcs MiJBUILEHHS
yacy, MiJBUIIEHHS YaCTKOBOIO TpOMOOMIACTHHOBOTO wacy i rinodibpuHoren
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napaMeTpH 3rOPTaHHs KPOBI [IEpe/l I0YATKOM JIiKyBaHHA, MEPiOIMYHO NPOTATOM JiKyBaHH i micas Horo
3aBEpIUCHHS. 3alpoBajibTe 3aCTOCYBAHHA CBIKO3aMOPOXKEHOI IJ1a3MH KPOBI Uil 3aMilleHHst (akTopis
KOAryJislii y NalieHTiB 3 TAKKOI0 ab0 CUMITOMATHYHOK KOAryJIOnaTieo.

5.6. 'emaToToKCHYHICTb Ta MopyuieHa GpyHKIisA NeYiHKH

Se

MoxyTb croctepiraTicsi remaToTOKCHYHICTh | nopyiueHHs: GyHKUil edinky, B TOMY YHCII MiJBHIIEHHS
piBaiB  ACT (acnapratamiHorpaHcdepasa, TOOTO CHPOBaTKOBAa TJIyTaMiHOBAa OKCAIOALETHHOBA
TpaHcaMinaza, ckop. "CI'OT"), AJIT (ananinaminoTpancepasa, TOOGTO CHpOBaTKOBa TIIyTamar-
nipyBaTHa Tpancaminasa, ckop. "CITIT"), myxHoi docdarasu, Ginipy6iny (mpu npsamomy i Hempsstomy
BH3HAUEHHI), a TaKOX 3HIKEHHs pijaHiB CHpOBaTKOBOrO anbOyMiHy 1 M1a3MoBoro ¢iGpuHOreHy.
3abe3neuTe HaleKHUI KOHTPOIIb BiTOBIIHUX MOKA3HUKIB.

6. TIOBIYHI PEAKIIIT
B iHmmx posninax uiei mucTiBKy GiNblI AeTAIBbHO ONKCAHI Taki cepilo3Hi mobiuHi peakiii:

* Anadinaxcis Ta cepiosni anepriuni peaxuii (ous. nioposoin 5.1 posdiny "3acmepexcenns ma
3ano6iscHi 3axoou’)

* Tsoxkuii TpoM603 (Jue. nioposoin 5.2 pozoity "3acmepescenns ma sanobiscni 3axoou’)

* [lankpearut (Jus. nioposoir 5.3 posoiny "3acmepescenns ma 3anobiscni 3axoou”)

* HereprumicTs 10 rimokosu (dus. nidpo3oin 5.4 posdiny "3acmepesicenns ma sanobisncui 3axoou”)

* Koarynonaris (Ous. nioposoin 5.5 posoiny "3acmepedicenns ma sanobisicui 3axoou’)

* I'enatorokcnunicTh Ta mopyieHa (GyHKUis nediHkH (Ous. niopo3din 5.6 posdity "3acmepescenns
ma 3anobiochi 3ax00u’’)

Haiinowmpenimmmy no6iunnmu peakuisMu npu 3actocysani npenapaty OHKACIIAP € anepriumi
peakuii (B ToMy 4Hcii anadinakcis), rinmepriikemis, maHkpeatut, TpoM603 y LEHTpabHiil HepBOBiii
cucremi (LIHC), koarynonaris, rinep6inipyOusemis Ta nigBuiueHi pisHi TpaHcaminas.

[oBigomnsnocs mpo BUManku rinepimizemii (rimepxonecteposnemii Ta rinmeprTpuriinepuaemii) cepen
Nali€eHTiB, AKi JiKyBanucs npenapatom OHKACIIAP.

6.1. /lani 3 nocBiay KJIiHIYHHX H0CTiIXKeHb

OcKinbKM YMOBHM NPOBEJCHHs Pi3HMX KIIHIYHHX JOCTIIKEHb NyKe BiADI3HAIOTHCS, 3apeeCTPOBaHY
YacTOTy BMHMKHEHHs NMOOIYHMX peakilii He MOXHa Ge3locepeaHiM YMHOM MOPIBHIOBATH i3 YaCTOTOIO,
IO CrIocTepiranacs B iHIINX KIIHIYHUX JOCTIKEHHSX, i1 BOHA MOXKe He 36iraTucs 3 THMH 3HAYEHHSIMH,

1[0 OTPUMAaHi B XOJIi KJIiHIYHOI IPaKTUKH.

3acmocysanns 6 saxocmi npenapamy nepwioi 1inii mepanii npu aixyeanni navicumis 3 LJLJT

Hageneni Huwxdye nami orpumaHi B XO&i ABOX aocHimkeHb Ha mamieHTax 3 [JUI i3 uMHHMKaMu
JOIy CTUMOTO pH3HuKYy, siki oTpuMyBand OHKACIIAP B sixocTi cKkI1aoBoi 4acTHHH 0araTOKOMIOHEHTHOT
xXimiotepanii nepiwoi ninii. Jocmimkenns 1 6yno pannomizopanuM (y cmiBBigHOWEHH] 1:1) 3 aKTHBHUM
KOHTpPOIIeM JOCII/DKEHHSM 13 3anyyenHam 118 nauientis cepennboro Biky 4,7 pokis (1,1-9,9 pokis), 54%
3 sikuX OynM 4osoBivoi crati, 65% — 6inoi pacu, 14% — icIaHOMOBHOTO MOXODKEHHS (anrmn. "hispanic"),
8% — HerpoinHoi pacu, 8% — a3ilickkoro moxomwkeHHs Ta 6% — inmi. [3 ychoro 3arany 59 naumieHTis y
pocmizkenHi 1, ski Oynum panIOMi30BAHMM YHHOM pO3NOAINEHI MO Tpymax mpHiAoMy npenapary
OHKACIIAP, 48 nanientis (81%) orpumany Bei 3 3anmanosani go3u npenapaty OHKAC AP W0 %)
otpumanu 2 nosu, 4 (7%) — 1 nosy ta 1 nauiedt (2%) He OTpPHMAaB NPH3HAYEHOTO HQf
Hocninxenns 2, mo Hapasi TpuBae, € JOCIHIKEHHSM i3 BHBYEHHSM 6AaraTbox YHHHUK
nauieHTd orpumyBanum npenapat OHKACIIAP B skocTi  CKIagoBOi  4acTHH]
0araTOKOMIOHEHTHOI XimioTepanii; icHyrOTH momepeami nami mist 2770 mauicHTIE
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YYaCHHKIB JOCHiKeHHs cTaHOBUB 4 poku (nmiamason: 1-10 pokiB), cepen Hux Oyno 55% mnpeacTaBHUKIB
yoJoBiuoi crati, 68% — 6inoi pacu, 18% — icmaHOMOBHOTO MOXO/UKeHHs, 4% — HerpoinHoi pacu, 3% —
a3iiCbKOr0 MOXOMKEHHS Ta 7% — iHm. 3riHO 3 NPOTOKOJIOM, CXeMa JiKyBaHHs IpernapaToM
OHKACTIAP 6yna pi3HOI0 y pi3HHX Tpynax JiKyBaHHsS 3 TEpepHBUACTHM 3aCTOCYBAaHHSM Tpernapary
OHKACIIAP nporsrom nepiony 1o 10 Micsiis.

B xoni nocnimxenHs 1 Oyno 3i0paHo netansHy iHbopmauifo 1mog0 Gesrnexd B KOHTEKCTI OKPEMHX
3a3faneriip BiniOpaHuX MOOIYHMX peakiid, sKi BH3HAYamMcs SK MOOIYHI peakiii, 10 BUKIMKaHI
acrnapariasoro, a TaKOX B KOHTEKCTI HEreMaTOJOTiYHHX MOGIYHUX peakiiil cTymneHs 3 Ta 4 3a LIKajok
KpurepiiB ycknagHeHb i TOKCHYHOCTI, po3pobieHnx ['pymoro JOCHiKeHHS MUTaHb AUTAYO0I OHKCIIOTiT
[anrn. "Children's Cancer Group (CCG) Toxicity and Complication Criteria"]. Hwkue y tabmwmi 1
HaBeJleHa 4YacToTa BHUNAAKIB LMX BHOpaHMX NOOIYHMX peakuiii 3-ro abo 4-ro cTymeHs TsHKKOCTI y
NALi€HTIB 3a IPyNaMHy JTiKyBaHHS.

TABJIMLS 1 B
JAOCJII)KEHHSA 1: YACTOTA BHUITAIKIB BUBPAHUX IOBIYHUX PEAKIIIU 3-ro TA 4-ro
CTYHNEHSA TAXKOCTI Y TAII€EHTIB 3A TPYITAMU JIIKYBAHHS

OHKACTIAP HatuBHa L-
(n=58) acnaparinasa E. coli
(n=59)
AHOMaJIbHI TTOKa3HUKH TTIE9iHKOBHX MPOO 3 (5%) 5 (8%)
[linsumeHi piHi TpaHcaminas' 2 (3%) 4 (7%)
[inepOinipyOinemist 1 (2%) 1 (2%)
[nepriikeMis 3 (5%) 2 (3%)
Tpom003 y LIeHTpaIbHIi HEPBOBIH CHCTEMI 2 (3%) 2 (3%)
Koarynonaris® 1 (2%) 3 (5%)
[Tankpearur 1 (2%) 1 (2%)
Kuinigni angeprivni peakiii Ha acriaparinasy 1 (2%) 0

! Acnapraraminorpancdepasa, ananinaminoTpaHcdepasa.

? Tlonosxkennit mpoTpoMGiHOBHiA yac a60 YaCTKOBMI TPOMGOMIACTHHOBHIT Yac; a6o rimodiGpuHOreHeMis.

i



Jani mono Ge3neky 3actocyBaHHs Oynu 3i10paHi MPOTSATroM AOCHIIKEHHS 2 THLIE [l HereMaToJIOT YHHUX
TOKCHMYHMX TOOIYHMX peakuii 3-ro Ta 4-ro CTymeHs TSUKKOCTI 3a IIKajJoK 3alpoNOHOBaHUX
HaunionaneHuM iHcTHTYyTOM paky (aHri. "National Cancer Institute”, ckop."NCI") 3aranbHuUX KpUTEpiiB
tokcnuHocTi (anrn. "Common Toxicity Criteria", ckop. "CTC"), Bepcist 2.0. ¥V 1bOMy IOCIiIKEHHI
YyacToTa BHNAAKIB BHOpaHMX NOOIYHMX peakuifi y TalieHTIB MNPOTSAroM JIKyBaHHS IpenapaTtoM
OHKACIIAP 6yna Takoro: miaBuileHi piBHi Tpancaminas — 11%, koaryionatis — 7%, rinepriikeMis —

3

5%, tpombo3/kpoBoBmiBH y LIHC — 2%, mankpeatut — 2%, KIiHi4yHI anepriyni peakuii — 1%,

rinep6inipy6inemis — 1%. 3apeecTpoBaHo 3 cMepTi BHACIIIIOK TAHKPEATHUTY.

llayienmu, sxi paniwe npoxoounu 1ikyearns 3 npueooy 1 JIJT

Indopmarito moxo nobiyHUX peakuiii OyJI0 OTPUMAHO 3 M'SATH KIIHIYHMX AOCHIKEHb 3a y4acTio, B
uinomy, 174 namientiB 3 peunauoM 'JIJI, siki orpumysamn OHKACIIAP B sikocti MoHOTeparii a6o y
cknaai  koMOiHOBaHO — 0araToKOMIOHEHTHOI  Ximiorepamii. IIpodine TokcuyHOCTI —mpemapary
OHKACTIAP y nauienTiB, ski paniue JikyBanucs Bia peuuauBHoro ['JIJI, € moaibHum 3rafaHomy BHIIE
npodimo, 3a BUKIIOYEHHSAM BHNAAKY KIIHIYHHX aleprivHuxX peakmid (auB. Tabmuiro 2).
Halinommpenimumy noGiYHUMM  peaklisiMH, 110 CIOCTepiraaucs TNpH 3acTOCyBaHHI Tpenapary
OHKACIIAP, 6ynu kiainHiuHI anepriuni peakuii, NiABHILIEHHs PiBHIB TpaHcaMiHas, rinepbinipyOnHeMis Ta
xoarynonaTis. HalinmommpeHimuMy — cepiHO3HMMH NOOIYHMMHM  SIBUINAMH  BHACHIJOK  JKyBaHHS
npenapatrom OHKACIIAP Oynu tpom603 (4%), rimepriuikeMis, IO BHMarajia 3arnpoBaKEHHs
iHcyniHOoBOI Teparii, (3%) Ta mankpeatut (1%).

6.2. Anepriuni peakuii

ITepenix anepriuHux peaxuiii BKIIOYae Take: OpOHXOCMasM, aprepiaibHy TiMOTeH3i0, HaOpsK ropraHi,
JN0Kani3oBaHa epuTemMa abo po30yXaHHs, CHCTEMHe BUCHIIAHHS | KPOIIHB'SHKY .

3acmocyearnns 8 skocmi npenapamy nepuioi 1inii mepanii npu 1ikveanni nayienmis 3 1711

Kniniyni anepriuni peaxuii cnoctepiranucs y aBox (3%) 3 58 naiieHTiB, ski JiKyBajJucs NpernapaTrom
OHKACIIAP B xoxi mocnimkeHHss 1. B oxHoro 3 nauiedrtiB Oyia amepriuHa peakiis 1-ro crymeHs
TSDKKOCTI, B IHIIOTO — KPONHB'SHKa 3-T0 CTymeHsi TsbkkocTi. OOWaBa BHNAAKK Tpamuiucs B XO.i
JOCTIZKEHHS IPOTATOM Mepioi BiacTpodeHoi dhas3u inTeHcudikanii (1us. Tabuuio 2).

Hayichmu, sIKi paniuie npoxoouru 1iKyeamus 3 npusooy AJIJI

Y 35 (56%) 3 62 nanientiB 3 penmauBom [JIJI Ta 3 momepeaHiMH peaki[isiMH Tilep4yTIMBOCTI 10
acmaparidasu OynM KiiHiyHI anepriuni peakuii 1o HatuBHOi L-acmaparinasu Escherichia (E.) coli B
aHamHesi, a y 27 nanieHTiB (44%) Oynam kniHiuHi anepriuni peakuii sk 10 HaTHBHOI L-acmaparinasu
E. coli, Tax i no HaTuBHOI L-acnaparinasu Erwinia B anamuesi. Y 20 (32%) 3 nux 62 nauieHTiB BUHHKAJIHN
KJIiHIuHI anepriufi peakuii Ha mpenapat OHKACIIAP (qus. tabauigo 2).

YV 11 (10%) 3 112 namientiB 3 peumauBom [JIJI Ge3 momepeiHix peakuiii rinepuyTIMBOCTI 10
acriapariasy po3BUBaIMCs KIiHiuHi anepriyni peakuii Ha npenapatr OHKACIIAP (auB. tabmuiio 2).
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TABJIMLISI 2 ‘
YACTOTA BUMAJKIB KJIHIYHUX AJIEPTTYHUX PEAKIINA (PA30M I 3A CTYIIEHEM

TSIKKOCTI)

Crtynenb TokcH4HOCTI, n (%)

CraH y naniesra 1 2 3 4 Paszom
[MamieHTH 3 peakIisMH TINepIyTINBOCTI B

anAMEEs] (1=62) 7(11) 8 (13) 4 (6) 1(2) 20 (32)
[TamienTn 6e3 peaxumiif rinepayTaMBOCTI B

s LT 5(4) 4 (4) 1(1) 1(1) 11 (10)
[TamienTn Ha nepmii niHil Tepami (n=58) 1(2) 0 1(2) 0 2(3)

6.3. ImyHorenHicTb

Sk 1 y BUmagky 3 yciMa IHIIMMH TepaneBTHYHHMH OiNKamMH, iCHY€ MOJMIHBICTH BHHHKHEHHS
IMYHOT€HHOCTI, 10 BH3HAYAE€ThCS SIK YTBOPEHHs 3B'A3yI0YMX Ta/abo HeHTpamizyrouux aHTHTII 10
npemnapary.

B xoni nocnimxenns 1 nauientis, ski npuitmann OHKACIIAP, o6cTexyBaly Ha HasBHICTh 3B'SI3yHOUMX
AQHTHUTII LIIXOM 3aCTOCYBAaHHS METOAY IMyHO(GEpPMEHTHOTrO TBepAoGha3zHOro aHamidy (aHri. "enzyme-
linked immunosorbent assay", ckop. "ELISA", yxp. "I®A"). YacToTa BHNaAKiB BHU3HAYEHOIro 3a
IPOTOKOJIOM YTBOPEHHS "BUCOKOro TUTPY" aHTHUTLI cTaHOBMIa 2% Ha dasi ingykuii (n=48), 10% — Ha
nepiuiii ¢asi Bigcrpouenoi inTencudikauii (n=50) ta 11% — Ha apyriit ¢asi BincTpoueHoi iHTeHCHiKaii
(n=44). Bpax indopmauii He M03BOJSE BH3HAYMTH, 3 UMM came IIOB'sS3aHe YTBOPEHHsS aHTUTII — 3
iIBUILEHAM PHU3MKOM BUHMKHEHHs KJIIHIYHUX aJlepridHuX peakuii, 31 3MiHaMu y ¢papmakokiHeTuni abo
3 BTPaTOl0 €(PeKTUBHOCTI aHTHJICHKEeMIYHOT Mil.

BusBrneHHs yTBOpEHHs aHTUTLI BHCOKOIO MIPOIO 3aJIeKUTh BiJl YyTJIHBOCTI Ta CHEUUIYHOCTI METOdY
aHaJli3y, a 4YacToTa OTPMMAHHS TO3UTHBHOIO Pe3yIbTaTy aHali3y Ha yTBOPEHHS aHTUTLI MOXKE 3aJieKaTu
Bil HM3KM YMHHHKIB, B TOMY YHCIi BiJ NOBOJKEHHsS 3 BHIPOOYBaHHM 3pa3KoOM, BiJ CYIYTHHOIO
3aCTOCYBaHHs JIKapchbKUX 3aco0iB 1 BiJl OCHOBHOTO 3aXBOPIOBAHHS y TallieHTa. Tak¥uM YHHOM,
NOPIBHAHHS YaCTOTH BMNAJKIB yTBOpeHHs aHTHUTLN A0 npernapaty OHKACIIAP 3 wacToTol0 yTBOpEeHHs
AHTHUTIJI 10 iHIIKX JIIKApChKUX 3aC00iB MOYKE IPU3BECTHU 0 HEBIpHUX BHCHOBKIB.

7. BBAEMO/I 3 TIIKAPCbKUMU 3ACOBAMH

* CnenianbHi nocnizkeHHs, npucesueHi B3aemonii npenapaty OHKACIIAP 3 iHmmMu JiKapchKUMH
3aco0amu, He IPOBOANIIUCH.

8. 3ACTOCYBAHHSI Y TALIEHTIB OCOBJIUBUX I'PYII
8.1. 3acTocyBaHHs1 y nepioa BariTHoCTi

Kamezopis eazimnocmi C. Jlocnimkenns BBy npenapaty OHKACIIAP Ha penpoayKTHBHICTB Y
TBapuH He nposoauaucs. Kpim toro, HeBigomo, un moxe mpenapar OHKACITIAP 3aBnaBaTl MIKOAM
IUIOZy TIPX HOro 3acTOCYBaHHI BariTHUMH JKiHKaMH a00 4Yd MOXK€E BiH IOTipHIyBaTH 3AaTHICTH 0
penponykuii. ITpemapatr OHKACIIAP MmoXxHa [naBaTi BariTHUM JKiHKaM, JHUINE SKIIO B
Oe3ymoBHa noTpebda. '

8.3. 3acTocyBaHHsl y MaTepiB, sIKi FOAYIOTH IPYIAI0



Hesinomo, 4n Buainserscs npenapat OHKACIIAP 3 rpyaHiuM MOJOKOM Y KiHOK. 3BaXkarouw Ha Te, 1[0
Oararto JKapchbKUX 3ac00iB HAAXOMATH y )KIHOYE IPyAHE MOJIOKO i BPAXOBYIOYH MOKJIMBICTH BUHUKHEHHS
Cepiio3HMX MOOIYHMX peaklii y HEeMOBIAT B Mepioj IPYyAHOrO TOAYBaHHs MpPH NPUAOMI MaTip'to
npenapaty OHKACIIAP, HeoOXimHO mHpuifHSTH pilleHHsS 11010 ab0 NPUNUHEHHS TOJyBaHHs, abo
MPUMTMHEHHS [PUAOMY TiKapchKOTo 3aco0y, BUXOISUH 3 BaXKIMBOCTI JIKAPCHKOr0 3aCO0y [JIs MaTepi.

8.4. 3acTocyBanus y nauieHTiB neaiatpuunoro npodiiio
(Jus. niopo30in 14.1 y po3dini "Kniniuni docrioocenns’)
8.5. 3acTocyBanns y s10/1eii NOXHJI0Or0 Biky

KinbkicTe manienTis BikoM 65 pokiB i cTapiue, siki Oyin 3amydeHi 10 KIIHIYHAX JOCITIIKEHb MPENapary
OHKACIIAP, € HeocTaTHBOIO JUIsl BASHAYEHHS TOTO, UM BOHM IO-IHIIOMY PearyioTh Ha Take JiKyBaHHs
y TIOPiBHSIHHI 3 NALi€EHTAMH MOJIOJILOTO BiKY.

10. IIEPEJJO3YBAHHSI

Tpu nauieatn orpumanu 10000 Mmixzapoauux oaumuns npenapaty OHKACITIAP nHa M’ muisxom

BHYTPilIHbOBEHHOI iHQY3il. B omHOro 3 mnauieHTiB crocrepiraaocs HeEBENMKE MiJABMILEHHS piBHIB
depmentiB neuinku. ¥V apyroro mnamienra yepe3 10 XBHIMH micas modartky indysii cmocrtepiramocs
BHCHIIAHHS, SIKE BJAJIOCS KOHTPOJIIOBATH 3a JONOMOIOK 3aCTOCYBaHHs aHTHTICTAMIHHOIO Ipenapary i
IUISIXOM YTIOBUIBHEHHS IIBUAKOCTI iHQY3ii. YV TpeThoro namieHTta He CHOCTEPIrasocs )OAHUX MOOIYHUX
peaxiriii.

11. OIIUC

OHKACIIAP (meracnaprasza) e L-acmaparinaszoro (L-acmaparin-amizorigponasa), mo € KOBaJe€HTHO
KOH'IOrOBaHOK i3  MOHOMeTokcunosierunenriikoneM (MITET). L-acnapariHasa € TeTpamMepHHM
(epmeHTOM, 110 €HIOreHHO BUPOOIsieThest E. coli 1 10 CKIAnaeThes 3 iIEHTHYHUX CyOOIMHUIL MACOIO
34,5 x/la. Ilpu6usno Bin 69 no 82 monexyn MIIEIL 3B's3ani i3 L-acmaparina3oro; MonekynsipHa maca
koxxHOT Monekynu MIIEI cranoButh npubmusno 5 x/la. AxkrtuBHicth npenapaty OHKACIIAP
BUP@XAEThCsl Y MIKHAPOAHMX oAMHMUIAX. OXHa MiKHapoaHa OxMHMUS L-acmapariHasy BHU3Hayae
KUIBKICTh (hepPMEHTY, 110 HeoOXiHa JIsi yTBOpeHHs 1-ro Mikpomoss amiaky Ha xBuiuHy npu pH 7,3 i
temmneparypi 37°C.

[Ipenapar OHKACIIAP nocrayaetbest y BHIIISIA PO30poro 6e36apBHOTO i30TOHIYHOTO CTEPUIBLHOTO
po3unHy 6e3 KoHcepBaHTiB 3 pH 7,3 y 3a6ydepoBanomy docdarom ¢izposunni. Oaun MimiziTp MiCTUTH
750 + 150 MiXHAapoIHMX OJMHHMIb Teracuaprasy, Hatpito ¢pocoar gsoocHosuuit USP (5,58 mr), Hatpiio
docdar onnoocnosruit USP (1,20 mr) Ta xaopua Harpiro USP (8,50 mr) y Boai ans in'exmiit USP.

12. KJIIHIYHA ®APMAKOJIOTI' IS
12.1. Mexanism ait

BBaxaetbcs, mo wmexanism aii mpenapaty OHKACIIAP ocHoBanuii Ha CeJEKTHBHOMY 3HUIIEHHI
NeNKO3HMX KJIITHH BHACIIJOK BHCHaXEHHs 3alaciB acmapariny y miasmi KpOBl Hesiki neiiko3Hi mmzmn
HE 3J1aTHI CHHTE3yBaTH acnaparm BHACJIIZIOK OpaKy achapariHCHHTETasu i iX BHKMBaHHS 3aneKp
HAJIXO[)KEHHs aclaparidy i3 30BHIIIHBOTO JKepesia. BHCHakKeHHs acmapariny, 1o
BHACJIIZIOK JIleBaHHH (bepMeHTOM L- acnaparmazoro MPU3BOANTE 710 3aru6ceni JICHKO3HUX

ypa3III/IBI/IMI/I J0 TaKOro BUCHAXXEHHSI.

12.2. dapmakoguHamika

s
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VY nocnmimxenni 1 BuBuyanu cdapmakonunamiky npenapaty OHKACIIAP na koropti 3 57 mauieHTiB
neniarpuuHoro npodimo 3 I'JIJI 3 Y4NHHUKAMH JOMYCTUMOTO PU3UKY, SKUM ILOHHO NOCTaBUIIM AiarHos i
AKI OTpUMyBaJd TpU JO3M IIpenapary BHYTPILIHbOM'S30BHM BBedeHHAM (2500 MiKHaApoaHMX
OIMHHIB/M?) — TI0 OZHIN 1031 MpoTsAroM hasu iHAYKUil Ta MO ABi 103U MPOTAroM (asu BiACTPOUEHOL
iHTeHCcUudiKarii.

dapmakoauHaMiYHy MOBEAIHKY OLIHIOBAIM LIISXOM IPOBEICHHS cepii BUMipIOBaKb piBHIB acnapariny y
cupoBaTi KpoBi (n=57) Ta y cnuraHOMO3K0Bi# piguni (CMP) (n=50). dani 1010 BUCHaXEHHS 3amacis
acnapariny mnpeacrasineHi B onuci KIJITHIYHUX JOCJIIKEHb (ous. poszoin 14 "Kainiyni
oocaiodncenns'").

12.3. ®apmakokiHeTHKA

BuBuenns ¢dapmakokiHeTHKH 0a3yBanocs Ha BHUMIpIOBaHHI aKTMBHOCTI acmapariHa3zd (epMeHTHHUM
aHanizoM. ®apMaKkOKIHETHKY B CHpOBATLi KpOBI OLIHIOBAaIM B XOAI JOCHKeHHs | Ha xoropti 3 34
nanieHTiB nexiarpuyHoro npoginto 3 I'JIJI 3 Y4MHHUKAMH IOIY CTUMOTO PU3HKY, SIKHM LIOHHO TOCTABHIIU
JiarHo3, Mic/st OTPMMAHHs HUMH 1034 2500 MiKHAPOAHMX OJMHHIIL/M? BHYTPIlIHBOM'S30BHM BBEIEHHSM.
ITporsirom ¢a3u inaykuii nepion HaniBBuBeneHHs npenapaty OHKACIIAP cranoBuB mnpu6ian3Ho
5,8 nuiB. IloxiOHuii nepiof HamiBBUBEIGHHS CIIOCTEpiraBcsi NpOTSAroM mepmiol Ta Apyroi ¢as
BifcTpoueHoi iHTeHcudikanii. IIporsrom npubmusno 20 auiB y moHax 90% 3paskiB, BimibpaHux y
nauieHTiB, ki orpumyBanu OHKACIIAP npotsrom mnepioay ¢asu iHAyKuii, mepuoi ta apyroi ¢as
BificTpoueHoi iHTeHcuDikallii, Oynm 3apeecTpoBani KoHIeHTpailii moHas 0,1 MiXXHApOAHOT OJMHHUII/MII.

B xoxi Tppox aocnimkeHb (apMaKOKiHETHKH mperapaTy 37 mauieHTiB i3 peunausoM [JIJI orpumyBanu
OHKACTIAP BHYTpilIHEOM'SI30BUM BBEJEHHAM B 11031 2500 Mi>KHAPOJHMX OJMHHIE/M KOXKHI 2 THXKHI.
I[Tepion nHaniBxutTs npenapaty OHKACITIAP y nuasmi kpoBi cranosuB 3,2 + 1,8 nHiB y 9 mauienris, y
SKMX paHillle BUHMKala peakllis rinep4yTIMBOCTI 0 HATUBHOI L-acnaparinasu E. coli, Ta 5,7 + 3,2 nHiB y
28 nauienTiB Oe3 Takoi peakuii. ITmoma mia KpUBOK 3aJIe)KHOCTI MJIa3MOBUX KOHLEHTpALii Bix dacy
(anriz. ckop. "AUC") cranoBuna 9,5 + 4,0 MibKHapoAHMX OJMHHILIL/MI Ha 100y Yy paHillle TinepuyTIHBHX
nauienTiB Ta 9,8 £ 6,0 MiXKHApOAHUX OJMHHIL/MJ Ha 100y y TalieHTiB 6e3 Takoi rinepyyTIMBOCTI B
aHaMHe3l.

13. JAHI JOKJITHIYHUX TOKCUKOJOTI'TYHUX JOCJIIXXEHb
13.1. KaHueporeses, MyTareses, noripumeHHsi pepTUJIbHOCTI

* JloBrotpuBani JOCHiZ)KEHHs Ha TBapuHax Imoxo KaHueporenHocrti npenapatry OHKACIIAP wne
IPOBOJIUIIACSL.

* CnenianpHi JOCTi/KEHHs 11 BUBYEHHS MYTAareHHOrO MOTeHUialdy He mposoxuimcs. [Ipemapar
OHKACIIAP ne nponeMOHCTpyBaB MyTareHHy Jit0 Ipu BunpoOyBaHHi Tectom EiiMca Ha mtamax
Salmonella typhimurium.

+ JlocniPKeHHs 1010 MOTipLIeH s GepTUIIBHOCTI He TIPOBOAUIIKCS.

14. JAHI KJIIHIYHUX JOCJIIAKEHbDb

14.1. 3acTocyBanHs B IKOCTI IpenapaTy nepuuoi JiHii Tepanii npu JdikyBansi nauienTis 3 T'JIJI

Besneky Tta edexTuBHicTh 3acrocyBanHs npenapaty OHKACIIAP BuBuanum B X0Ii 6araToleHTPOBOTO
Buucpmoro THITY PaHJ0Mi30BaHOTO 3 aKTHMBHMM KOHTPOJEM JOCHi/KeHHs (ZociimkcHHs 1). B LBOMY
nocnijkenHi 118 marieHTiB nexiatpuyHOro Mpodimo BIKOM Bix 1 10 9 p01<113 3 panlme H 2




2500 MiKHApOIHUX OJMHHUIIL/M> Ha TpeTiit AeHb (a3u iHAyKUii TpUBAIICTIO 4 THXKHI Ta Ha TPETiH IeHb
060x (a3 BiacTpoueHol iHTeHcUuDiKalil, KoxkHa TpuBalicTio 8 TvxkHiB. HatuBHy L-acnaparinasy E. coli
BBOJMJIN BHYTPILIHBOM'SI30BMM YMHOM B 1031 6000 MiKHapoaHHX OJIMHHIIb/M? TpUYl Ha THKIEHB,
3aCTOCOBYIOYM 9 1103 mpoTsarom a3y iHaykuii Ta 6 103 NPOTAroM KOXHOI 3 000X (a3 BiACTpoYeHOI
iHTeHcHu dikarii.

['onoBHe BHU3HAYEHHS €(QEKTHMBHOCTI CHHMPAJOCs Ha JEMOHCTpAIil0 CXOXOTro0 BHMCHa)XKEHHS 3amaciB
acriapariny (CTymeHb i TpuBamicTh) y rpyni npuitomy npenapaty OHKACIIAP Ta y rpyni natusHoi L-
acnaparinasu E. coli. 3a3HayeHa y MPOTOKOJI MeTa ToJIsArajia y JOCATHEHHI CTyNeHs BUCHAXKEHHsI 3amaciB
acrmaparidy 10 KOHIEHTpalii y cupoBarii kpoBi Ha piBHI <] MkM. YacTka mauieHTiB 3 TaKUM CTylCHEM
BHCH@XEHHA Oyna cX0xk00 B 000X Ipymax AOCITIPKEHHS y BHM3HAayeHI NPOTOKOJIOM MOMEHTH dacy
IPOTATOM YCiX TPbOX (a3 JTiKyBaHHS.

IIpotsarom ycix a3 niKyBaHHs KOHIEHTpallii acmapariHy y CUpOBaTIli KPOBI 3HMKYBATHUCs MPOTArom 4-X
JIHIB TicJIs BBEJEGHHS TepIIoi T03M acmapariHasu y (asi JiKyBaHHS i 3aJMIIANKNCs Ha HU3BKOMY piBHI
HpOTAroM HpHOAM3HO 3-X THXKHIB y nauieHTiB obox rpyn — npuiiomy npenapaty OHKACIIAP Tta
npuiiomy HatuBHOI L-acnaparinasu E. coli. KonueHTpauii acnapariny y cupoBatii KpoBi NpoTsIroM ¢asu
inayKuii HaBeeHi Ha cxeMi 1. KapTuHa BUCHaKeHHs acmapariHy B CHPOBATII KPOBi MPOTAroM IBOX (a3
BiZicTpoueHoi iHTeHcHGikanii Oyna moaiOHOW KapTHHI BHCHaKEHHS acmapariHy B CHpOBATI KpOBi
npotsrom hasu iHAyKIii.

CXEMA 1
CEPEJHI (= CTAHJIAPTHA NMOXUBKA) KOHUIEHTPALII ACIIAPATTHY B CUPOBATIII
KPOBI IPOTSITOM ®A3U IHAYKIIT JOCJIIXKEHHS 1
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JIHi micns 3acTocyBaHHs nepiioi 103 L-acnaparinasu

Ipumitka. OHKACTIAP (2500 MiXHApOAHMX OJMHMIL/M? BHYTPINIHBOM'S30BUM BBEJIEHHAM) OyB
3aCTOCOBaHMM Ha TpeTiil AeHb (asu iHmykuii TpusamicTio 4 TwkHi. HatusHy L-acmaparinasy E. coli.
(6000 MiKHAPOAHMX OAMHHMIBL/M’ BHYTDIIIHHOM'S30BMM BBEJEHHSM) BBOAMIN TPUYi Ha THIKICHB,
3aCTOCOBYIOUH 9 1103 IPOTAroM ¢as3u iHAyKII1.

Konnenrpanii acnapariny y CMP Busnayamu y 50 namienTiB npotsrom ¢asu inaykuii. PiBHi acnapariny
B CMP 3umxyBanucs BiJ cepeHboi koHUeHTpauii 3,1 MkM nepen moyatkom JikyBanus 10 1,7 MkM Ha
nenb 4 & 1 1a 1o 1,5 MxM Ha nesp 25 + 1 micns 3actocyBanHs npenapaty OHKACITAP. Li pesynsraTu
nozi0Hi JaHUM, 3apPeeCTPOBAHUM Y IpyIli 3aCTOCYBaHHs HATUBHOI L-acnaparinasu E. coli.

Xoua ouiHKa Pi3HULI y MoKa3HMKax 0e3NnoAiifHOro BHKMBAaHHS MpOTSroM 3-X pokis (anri. "Event-Free
Survival", ckop. "EFS") i He Oyna 3aBpaHHsaM qociijkeHHs 1, 6yjI0 BU3HAUEHO, 11O N

KOJIMBABCsI HaBKOJIO piBHs 80%.

d




14.2. HauienTn 3 I'J1JI Ta 3 rinepyyT/auBicTIO 10 acnapariHasu

Besneky ta edexTuBHicTh 3acTocyBanHs npenapaty OHKACIIAP BuBYanu y 4OTHPHOX AOCTIIKCHHAX
BiIKPUTOrO THUITy i3 3aly4eHHsM 3arany 3 42 MauieHTiB 3 MHO)KHHHUMH PELMINBAME TOCTPOTO JEHKO3Y
[39 mauientiB (93%) 3 I'JIJI] Ta 3 KkIiHIYHOKO alepriyHOK peakiliel0 Ha acnapariHasy B aHaMHES3i.
HasiBHicTh rimepdyTaMBOCTI O acHapariHasd BH3HaYalM 3a 3apeeCTPOBAHMMH B aHaMHe3l BHIAAKaMu
CHCTEMHOIO BUCHUIIAaHHS, KPONMB'SHKHM, OpoHXOcmasMy, HaOpsKy ropTaHi, apTepiaabHOi rinoTeHsii abo
JIOKaJi30BaHOl epUTEMH, KPOIHMB'SHKH, abo HaOyXaHHsS pO3MIpOM MOHAA 2 CAHTHMETPH IPOTIIOM
npuHaiiMHi 10 XBUIMH michs 3acTocyBaHHs Oyab-sikoi GpopMH HaTHBHOI L-acnaparinasu E. coli. Vi
nanieHTH orpumysamu mnpemnapatr OHKACIIAP B mo3i 2000 um 2500 MiKXHApOAHMX OJMHMIIL/M?
BHYTPIIIHEOM'SI30BUM 200 BHYTpIIIHbOBEHHHM YHHOM KOKHI 14 aHiB. [TanieHTH oTpuMyBau mpenapar
OHKACIIAP B sixocTi okpeMoi MOHOTepanii abo y croiy4eHHi 3 6araToKOMIIOHEHTHOIO XiMiOoTepari€ro.
IToxa3HuK BiATyKy NpH NMOBTOpHIiH iHAyKUii ctaHoBUB 50% (95% moBipuwmii inTepsai: Bix 35% mo 65%),
BpaxoByIo4u 36% BunanakiB moBHOi pemicii Ta 14% BumanakiB yactkoBoi pemicii. Ii pesynbratn Oyiam
NoJiOHUMHU N0 3aralbHUX PE3yJbTaTiB MIOAO TMOKAa3HWKY BiATYKY, 3apeecTpOBaHMX Cepejl MAllieHTIB 3
I'JIJ1, sixi oTpuMyBamy B SIKOCTI Teparii Apyroi JiHil XiMioTepaniio MOBTOPHOT IHAYKILIT i3 3aCTOCY BAHHSAM
HaTMBHOI L-acnaparinasu E. coli. [IpoTuIlyXTMHHA aKTHBHICTh TaKOX CIIOCTEpiraiacs MpH 3aCTOCYBaHHI
monotepanii npenapatom OHKACIIAP. Tpu Biaryku (1 BHmagok mnoBHOI pemicii Ta 2 BUNAaaKu
4acTKOBOI peMicii) Oyau 3apeecTpoBaHi cepel 9 MOpPOCIMX MALI€HTIB i Tali€HTIB TeAiaTPUYHOrO
npodinto i3 penuausom ['JIJI i rinepuyTauBicTIO 10 HaTHBHOI L-acnaparinasu E. coli.

16. Y SIKOMY BHUI'JISIAI IPEITAPAT IIOCTAYAETHCSI, SIK BIH 3BEPITA€TBHCSI TA SIK 3
HUM ITIOBOAUTHUCS

OHKACIIAP (neracnaprasa) nocTauyaeTbcs y BUIVIAAI CTEPHIBHOIO PO34MHY Yy (rakoHax Tumy I mus
OJIHOPA30BOr0 3aCTOCYBaHHS, IO MICTATH 3750 MiXKHapOJHUX OAMHMIL L-acmaparinasu y 5 mi po3uuny
(NDC 0944-3810-01).
30epiraiire OHKACIIAP oxonomkenum npu temmnepatypi Bix 2°C no 8°C (Biz 36°F no 46°F). He
CTpyHIyiTe 1 He 3aMOpoxyiiTe npenapat. bepexits Bin cBitia. He Bukopucrosyiite OHKACIIAP mnicns
3aKiHUEHHs TepPMiHy IPUJATHOCTI, 110 3a3HAYEHHUH Ha (BIIAKOH.
17. IH®@OPMALIA 13 PEKOMEHJAIISIMU 1JIsI MAIIEHTIB
17.1. Cepiio3ni anepriuni peakuii
* TToBiznoMTe NauieHTiB PO MOKIMBICT BUHUKHEHHS CEPMO3HUX alepridHuX peakiiif, B TOMy 4HCIi
anadinaxcii, Ta mpo HeOOXiAHICTh HeraiHO 3BEPHYTHCS 328 MEIUYHOIO JOTOMOTOK y BHIAJIKY
PO3BUTKY OyZb-sIKOro HabpsikaHHs abo TPYIHOLIIB i3 IUXAHHSM.

17.2. Tpom6o3

* IloBinomTe mamieHTiB MPo HEOOXiHICTh HEraifHO 3BEPHY THCS 1O MEANYHKX MPALIBHUKIB y BUMAIKY
CHJIBHOTO TOJJOBHOTO 001110, HaOpsIKaHHS PYK YH Hir, TOCTPOI 3aAUIIKK ab0 600 y IpyIsiX.

17.3. IlankpeaTur

* [lopanbre mnamieHTaM HeraiHoO 3BepHYTHCS A0 MEJUYHHMX IpPALiBHHKIB y BHIAAKy CHJIBHOIO
a0oMiHaJIBHOTO 6OIIIO.

17.4. HeTepnumicTh /10 IJIIOKO3H

* [TopaneTe mamieHTaM HeraifHO MOBIJOMJISITH NPO HAAMIpHY crpary a6o 36i
YaCTOTH CEYOBUIITIEHHSI. /

\’O*
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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) intramuscular or
intravenous use

Initial U.S. Approval: 1994

injection, for

ONCASPAR is an asparagine specific enzyme indicated as a
component of a multi-agent chemotherapeutic regimen for treatment of
patients with:

e  Firstline acute lymphoblastic leukemia (1.1)

e Acute lymphoblastic leukemia and hypersensitivity to
asparaginase (1.2)
----------------------- DOSAGE AND ADMINISTRATION ----ememmmmemmmeeeeee

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

e  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)

e  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)

e 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 --------nnneeeemneeee
e 3,750 International Units/5 mL solution in a single-use vial. (3)

CONTRAINDICATIONS

1+
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. History of serious allergic reactions to ONCASPAR. (4)
. History of serious thrombosis with prior L-asparaginase therapy.
(4)
e  History of pancreatitis with prior L-asparaginase therapy. (4)
. History of serious hemorrhagic events with prior L-asparaginase
therapy. (4)

----------------------- WARNINGS AND PRECAUTIONS -----eeemmmeeeeceees

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

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

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

e  Glucose intolerance - Monitor serum glucose. (5.4)

e  Coagulopathy - Perform appropriate monitoring. (5.5)

e  Hepatotoxicity - Perform appropriate monitoring. (5.6)

ADVERSE REACTIONS
Most common adverse reactions (22%) are allergic reactions (including
anaphylaxis), central nervous system (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.gov/imedwatch.

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

2.1 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 sodium 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:

o frozen

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

e 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 recegiy
ONCASPAR. Discontinue ONCASPAR in patients with serious thrombotic events.
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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)]

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 /’mD\a;‘,\,
ey




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
' 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/lhemorrhage, 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 (66%) 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
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 MPEG 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-asparaginase
is defined as the amount of enzyme required to generate 1 micromole of ammonia per migiite atpkt:
and 37°C. /




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/mZ2. 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

e 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.

e 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 sjfia
depletion (magnitude and duration) in the ONCASPAR and native E. coli L-aspardgi
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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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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
1.5 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.

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
second-line, native E. coli L-asparaginase-containing re-induction chemotherapy. Anti-tu
also observed with single-agent ONCASPAR. Three responses (1 complete remissi
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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

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

e 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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