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OCHOBHI MOMEHTH IHCTPYKIII
{O10 3ACTOCYBAHHS

HagejeHi 0CHOBHI MOMEHTH He BK/IIOYAKOTh
Beiel indopmanii HeoOXiAHOT 1151 ePeKTHBHOTO
Ta 0e3MmeYHOro 3aCTOCYBAHHS Npenapary
BO3VJII®. IuB. noBHY iHCTPYKLilO 114
3actocyBanus npenapaty bO3VJII®.

BO3VYJII® (603yTHHIO) TabneTKH A5
NepopabHOI0 3aCTOCYBaHHS
Ilepma peectpaunis y CIHA: 2012

OCTAHHI CYTTEBI

3MIHHA
IToka3auus 10 3aCTOCYBaHHs, BIepie
miarnocrosanuit Ph+ XMJI y xponiuniii dasi (1)
12/2017

Cnocid 3acrocyBanns Ta xo3u (2.1, 2.2, 2.3)12/2017

Oco6auBi BRa3iBKH Ta 3aCTepPeKEHHS NPH
sacrocyBanni (5.1, 5.3, 5.4, 5.5, 5.6) 12/2017

ITOKA3AHHS 10

3ACTOCYBAHHS
Bo3ynid € iHribiTopoM KiHaszH rMoKaszaHUM 1S
JIKYBaHHS IOPOC/IHX 3!

D BIEpILIE  JIarHOCTOBAHUM  XPOHIYHUM
mienoiguum  seiikozom (XMJI) 3 HasBHicTIO
binanensdiiicbkoi xpomocomu (Ph+) B XpoHiuHii
¢aszi. Lle nokazaHHs 3aTBepIKEHO BiANMOBIAHO 10
MPUCKOPEHOT  MPOLEAYPH  3aTBEpMKEHHA  Ha
niacraBi NOKa3HUKIB MOJIeKyIspHOT Ta
uuroreHeTyHoi  Bianosigi  (amB.  «KniHivywi
pocnimpkenus»  (14.1)). IloBHa  npoueaypa
3aTBEPDKEHHS [UIs LbOr0 TMOKa3aHHsA MOK/IHMBA
TUIBKM 32 YMOBM MEpPEBIpKH Ta MiATBEpPAKEHHS
KJTiHIYHOT KOPUCTI y JIOBFOTPUBAJIOMY
BunpoOyBaHHi, 10 Hapasi npoaoBKyeTses); (1,
14)

® XpOHIYHUM MienoigHuM neitkozom (XMJI) 3
HasBHicTIO Qinanensdiiicbkoi Xxpomocomu (Ph+)
B XpoHi4yHiH ¢asi, ¢asi akcenepauii abo npu
OmacTHOMY KpH3i mMpH HenepeHocuMocTi abo
HeedexTHBHOCTI nonepeaHbol Teparii. (1)

CITOCIBb 3ACTOCYBAHHA

TA 1031

¢ Briepuie aiarsocroanuii Ph+ XMJI y xpoHiuHiii
¢asi: 400 mr npenapary nepopajibHO OJMH pa3 Ha
JieHb nij yac npuitomy ixki. (2.1)

e Ph+ XMJI B xpoHniuHiii ¢asi, dasi akcenepauii abo
npu GIacTHOMY KpH3i MpH HerepeHocHMMocTi abo
Hee(eKTUBHOCTI monepeaHboi Tepamii: 500 mr
npemnaparty nepopaibHO OJMH pa3 Ha AeHb il Yac
npuitomy ixki. (2.1)

¢ PO3rIAHYTH MiABUIIEHHS J03H 3 IHKPEMEHTOM Y
100 Mr oamH pa3 Ha jeHb, Makcumym a0 600 mr
OOMH pa3 Ha JeHb, Yy MNALIEHTIB, y SAKHX He
gocsranace abo He miATpMMyBajach IOBHA
remMaroJIoriyHa, UMToreHeTHyHa abo MosleKyjispHa
BIAMOBI/b, TA Y AKUX HE criocTepiramucs nodiuHi
peakuii cTyneHs Tsxkocti 3 abo Bume. (2.2)

© 3MiHUTH J03YBaHHA Y pa3i PO3BUTKY TOKCHUHYHOCTI
Ta nopyuueHHi QyHKuii oprauis (2)

JIKAPCBKA ®OPMA TA
CUJIA 2(#Q1L
Tabaerku: 100 mr, 400 mr, ta 500 mr. (3)

IMPOTUITIOKA3AHHA-

[Nnepuytnusicts a0 npenapary bO3VIII®D. (4)

OCOBJIUBI BKA3IBKH TA
3ACTEPEKEHHS ITPHU 3ACTOCYBAHHI ----

o SIByIa UUTYHKOBO-KMIIKOBOT TOKcHYHOCTI: Crix
criocTepiraTd 3a CTAHOM TMalli€eHTa Ta iATH 3a
pekoMeHaisMu. TumyacoBo ado MOBHICTIO
MPUITMHUTH 3aCTOCYBaHHA ad0 3MEHLIUTH 03y
npenapary BO3VJII®. (2.3, 5.1)

* Mienocynpecis: [IpoBoauTu aHani3z KpoBi Ta aisTH
3a pekomeHaauisMu, (2.4, 5.2)

e [TeyiHKkOBa TOKCHYHiCTh: BHUKOHYBaTH neuyiHKOBI
npobu woHaikMeHiie 1 pa3 Ha Micsib MPOTATOM
nepmmx 3 MicAiB  Ta 3a  HeoOXiaHOCTI.
Tumuacoro abo IMOBHICTIO MPUTTHHUTH
3acToCcyBaHHA ab0 3MEHUIMTH [03y Npenapary
BO3VIJII®. (2.3, 5.3)

e3atpuMka piaunu: Crig crnocrepiraT 3a CTaHOM
nauieHTa Ta AiATH BiANOBIAHO 10 peKOMeHJaLlii
CTaHAApTHOro  JiikyBaHHi. TumuyacoBo ado
MOBHICTIO  MPHUIMHHUTH  3acTocyBaHHi  abo
3MEHLIHTH 103y npenapaty bO3VIID. (2.3, 5.4)

e HipkoBa TOKCHYHICTb: TMPOBOAUTH MOHITOPHHI
byHKUil HHUPOK fK HAa NOYaTKy Tak i Mmij 4ac
nikyBanHs npenapatom BO3YJII®D. (5.5)

e EMOpiodeTansHa TOKCHYHICTB:  3aCTOCYBaHHs
npenapaty bO3VJII® wmoxe 3aBaath | LIKoAH

LA



miony. IlawieHTam  cig  MOBIAOMHTH  MpO
MOTeHLiHHUI pU3MK a4 nioxy  Ta
PEKOMEH/IyBaTH KOPHUCTYBaTHCA e(EeKTHBHUMM
3acobamu KoHTpauendii. (5.6)

MOBIYHI PEAKIII{----

Haiibisipin  4yacTiMu MOGIYHMMM  peaklisMHA Y
nauieHTiB 3 Brepuie giarHocrosaHum  XMJI
(uactoTa >20%) € niapes, HyAO0Ta,
TPOMOOLMTONEHIS, BHUCHMN, [MiJBUILIEHHS piBHA
ananinamiHoTpancepasu, Oinb y  JKUBOTI,
MiZIBULIEHHs piBHA acmapTaTtamiHOTpaHc(epasH.
(6)

HaiiGinpin 4acTUMH MOOIYHUMU peakilisMu Y
nauientis 3 XMJI npu HenepeHocumocti abo
HeeeKTHBHOCTI MornepeaHsoi Tepamnii (4actora
>20%) € nmiapes, Hyjaorta, Oib y KHMBOTI, BHCHI,
TpomGouuToneHis, ONIOBaHHA, aHeMid, BTOMA,
raps4ka, Kaiiejilb, FOMOBHUH Oinb, MiJBHILIEHHS
piBH# anaHiHamiHoTpaHcepasu, HabpsK. (6)

Jinn  nosigomnenus npo  [MIJO3PIOBAHI
[MOBIYHI PEAKILII cnin koHTakTyBaty 3
Iaiizep [uk. 3a Tenedorom 1-800-438-1985 abo
FDA - 1-800-FDA-1088 abo
www.fda.gov/medwatch.

MDIKJIKAPCBKA

B3A€EMO/IsA

o CusibHi a60 noMmipHi inribitopu CYP3A: YHukaTu
OJIHOYACHOTO  3aCTOCYBaHHA 3  [Iperaparom
BO3VJI®. (7.1)

e CuiIbHI inriéitopu CYP3A: VYHuKaTH
O/IHOYACHOTO  3aCTOCYBaHHA 3  [pernapaToM
BO3VIJII®. (7.1)

e [uribiTop NPOTOHHOI MOMIMM: 3aCTOCOBYBATH
aHTaUMaM Kopotkoi jaii abo Onokatopun H2-
ricraMiHOBHX peLenTopiB, SK aJbTepHATHBA
iHridiTopam npotoHHoT nommnu. (7.1)

OCOBJIUBI TPYIIH

IMAIIIEHTIB
e [omyBanHs Trpyaalo: PexkoMmeHayBaTH KiHKaMm
MPUITHHUTH PY/IHE BUro10ByBaHHs. (8.2)

Jus n. 17 aas ingopmauii o0 pekoMeHaanii
A0 nauienTa ta indopmauii 1 nagieHTa
3aTBepaxenol FDA.

Onosaeno: 12/2017

[NOBHA IHCTPYKIIS A1 MEJIUYHOT'O
3ACTOCYBAHHS JIIKAPCBKOI'O
3ACOBY: 3MICT*
1 MOKA3AHHS 10 3ACTOCYBAHHS
2 CHOCIb3ACTOCYBAHHA TA 1034
2.1 PexomeHaoBaHa 1034
2.2 [1iABMIIEHHA 1034
2.3 KopuryBaHHs 1034 32 HasiBHOCTI
HEreMaToJIOTiYHMX MOGIYHUX peaKLii
2.4 KopuryBaHHs 1031 Mpy Mieaocymnpecii
2.5 PexoMeH10BaHi MOYaTKOBI 103H /1A
NaLi€eHTIB 3 NOpYIEHHAM QYHKUIT Ne4iHKH
a00 HUPOK
3 JIKAPCBKA ®OPMA I CWJIA 11
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5 OCOBJIMBI BKA3IBKH TA
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5.5 HupkoBa TOKCHYHICTB
5.6 Em6piodeTanbHa TOKCHUYHICTD
6 IMOBIYHI PEAKIIIT
6.1 JocBia KNiHIYHUX J10CTi[UKEHb
6.2 JlocBij niciaapeecTpauliHHOro 3acTocyBaHHs;
rnpenapary
7 MIKJIIIKAPCBKA B3AEMO/IISL
7.1 BrutuB iHIMX JiKapcbKUX 3aco0iB Ha
BO3VJIId
8 OCOBJIUBITPYIIHU NTALIEHTIB
8.1 BariTHicTh

kY



10

11

8.2 N'opyBanHa rpyio

8.3 PenpoiyKTHBHUIA MOTEHL{aN Y KiHOK i

4OJIOBIKiB

8.4 Jlitu

8.5 Jlitui moau

8.6 [Mopymenns GyHKUIT HUPOK
8.7 MopyiieHHs (yHKUIT nediHKH

IEPEJO3YBAHHS

onuc

12 KJITHIYHA ®APMAKOJIOI'TSA

121 MexaHism aii
12.2 ®dapmakoiMHaMiKa
12.3 dapmMakoKiHETHKa

13 JOKJIIHIYHA TOKCHKOJIOT'Is

13:1 KaHueporenes, MyTareHes,
nopyiueHHs GepTUILHOCTI

14 KJIHIYHI JOCIUKEHHS

14.1 Xpowniynuii Mienoneiikos (XMJI) 3
MO3UTHBHOIO (inasenbdilicbko0
XpPOMOCOMOIO y XpoHiuHi# dasi (XD Ph+)
JiarHoCTOBaHMi Bnepiue

14.2 XpoHiunuit mienoneikos (XMJI) 3
MO3UTUBHOIO (inagensdiicbkoro
xpomocomoro (Ph+) y dasi akcenepariii,
dasi 6iacTHOrO KpHM3y Ta XpoHiuHiit dasi
Mpy HermepeHocuMocTi abo HeeeKTHBHOCTI
iMmaTuHiOy

16 ®OPMA BUITYCKY/3BEPII'AHHS TA

IMOBO’KEHHS 3 IPEITAPATOM

16.1 ®opwma BHITYCKY
16.2 30epiraHHs
16.3 BukopucTanHs Ta yTUmisailis

17 IHOOPMAINISA JJIA ITALIIIEHTA

* Posaing uM migpo3aiau BUIyUeHi 3 MOBHOT
IHCTPYKLIT 15 3aCTOCYBaHHA HE 3a3HAYEHI.




I[TOBHA THCTPYKIIS JJI5I MEAUYHOI'O 3ACTOCYBAHHSI JIIKAPCBKOT'O 3ACOBY

1 TIOKA3AHHSI 10 3ACTOCYBAHHS

bosynid noxkasanuii Aas NiKyBaHHS JOPOCIHX 3:

- Brepllie iarHOCTOBaHWM XpPOHIYHUM Mi€aoiaHuM Jjeiikozom (XMJI) 3 wmassuicTio dinagensdiiicekoi
xpomocomu (Ph+) B XpoHiuHiii ¢a3i (moxaszaHHs 3aTBep/UKEHO BiAMOBIAHO [0 MPHCKOPEHO! MpOLEAYpPH
3aTBEP/UKEHHA Ha TMIACTaBi MOKA3HMKIB MOJEKY/IApHOI Ta wuMTOreHeTHdHoi Bianosiai (mmB. «Kitiniuni
nocnipxkennsn» (14.1)). IloBHa npoueaypa 3aTBepKeHHS s LBOTO MOKA3aHHS MOJKJIMBA Ti/IbKH 38 YMOBH
MepeBipkH Ta MiATBEP/KEHHS KIIHIYHOI KOpPMCTI y /JOBroTpMBajioMy BMNpoOyBaHHi, 110 Hapasi
MPOOBXKYETHCA );

- XPOHIYHMUM MienoigHuM neikozom (XMJI) 3 naseHicTio inagensdiiicskoi xpomocomu (Ph+) B XxpoHiuHiii
a3i, (a3i akcenepauii abo npu 61acTHOMY KpH3i Mpu HemepeHOCHMOCTi abo HeeeKTHBHOCTI mMonepeaHbOl

Tepariil.

2 CIIOCIb 3BACTOCYBAHHS TA 103U

2.1 PexomengoBaHa j103a
PexomeH0BaHy 103y MpUiMalOTh MepopalbHO OJMH pa3 Ha JAeHb Mia yac npuiomy ki, Tabiaerky chin
MPOKOBTYBATH 100, He posnamyioud. JlikyBaHHA mnpenapatoM bosynid npoaoBKyHOTH A0 MOMEHTY
rnporpecyBaHHs XBopobu ado MosBM 03HAK HEMepeHOCHUMOCTI Teparii.
Skmo micas mpomycky A03M MUHYJI0 Oinbiue 12 roaus, w0 103y NpUMaTH He NOTpiOHO; MalieHT Mmae
[IPUAHATH 3BUMAHHY [IpU3HAYEHY 103y BiKE HACTYIHOIO JHS.
Brnepiue piarnocroBanuii Ph+ XMJI y xpoHiuHii dasi
Pexomennosana nosa cknaaae 400 mr npenapaty bosyaid oauH pas Ha geHs mig yac npuiioMy ixi.
Ph+ XMIJI B xpouiuniii ¢a3i, dasi akcenepauii abo npu GracTHOMY Kpu3i Mpu HerepeHocMMOCTi a6o
HeeeKTUBHOCTI MONepeaHbol Teparii
PexomenioBana jo3a cknaaae 500 Mr npenapaty bosynid oaun pa3s Ha aeHs nix yac npuiomy ixi.

2.2 [TlinBuieHHs 1034
VY KIiHIYHUX AOCHIDKEHHSX 3a yyacTi Aopocaux nauientie 3 Ph+ XMJI o3y npenapary mifBMilyBajH Ha
100 Mr oauH pa3 Ha JeHb, MakcuMyM 10 600 Mr OMH pa3 Ha JeHb, Y MALIEHTIB, Y AKHX He jaocsranack abo He
MiATpUMYyBaach reMaToNoriyHa, HUTOreHEeTHYHa abo MOJIeKyJIspHa BiAMOBiAb, Ta Y AKMX HE CHOCTepiraiucs
noOiyHi peakuii cTyneHs TsxkocTi 3 abo BULLE NPH 3aCTOCYBAHHI MOYATKOBOI PEKOMEHI0BAHOT JI03H.

2.3 KopurysanHs 1034 32 HAasiBHOCTI HereMaTo/JIOriYHHX MOOIYHHX peakiiii

[TizBUIEHHS PiBHS NEYIHKOBMX TpaHcaMiHa3: y pasi MiABUILEHHS PiBHS Me4iHKOBUX TpaHcamiHas Oinblue
HiX y 5 pasiB Bia BepxHboi mMexi Hopmu (BMH), npuitHaTiit y MeauuHiii ycTaHOBI, JiKyBaHHS rnpenapatom
BO3VJII® cnig TMM4YacoBO MPUIHHHUTH: MicC/as 3HHXKEHHS MokasHuka 0o 2,5<xBMH a6o menine Tepanio
BIHOB/IOIOTE Y 1031 400 Mr oauH pa3 Ha 100y. SIKIIO MOKAa3HUK HE 3MEHLIYETHCS MPOTArOM 4 THIKHIB,
sactocyBanHs npenapary bO3VYJII® caia noBHicTIo NpUNUMHUTH. Y pasi MiABHMIIEHHS PiBHA TpaHcaMiHa3z 10
3*BMH ao 6inblue, 110 CynpoBoKyeThCs 30inbIeHHAM piBHs 6inipy6iny 1o 2xBMH a6o Giablie Ta pisHem
nyxkHoi ¢ocdarasuy menwe 2xBMH (Bianoianicts 3akoHy Xas), nikyBanHs npenapatom BO3VJII® ciin
NPUIIMHKTH [Oue. po3oin « Ocobaugi 3acmepediceHHs: ma HANeXCHI 3axo0u beznexu npu 3acmocyeéanni» (3.3)].

Hiapes: y pasi nossu niapei 3-4 cTyneHs TSKKOCTI 3riflHO 3 3araJlbHUMH KPUTEPIAMH OLIHKH CTYNEHs
TKKOCTI HeOaxaHuX ssuil HauionansHoro inctutyty paky (NCI CTC) (36inblieHHs 4aCTOTH BUIIOPOKHEHb
no 7 enizonis Ha 100y abo Oinblue BiIHOCHO BUXiJHOrO piBHSA/NIEPiOAY A0 MOYATKY JiKYBaHHS:), 3aCTOCYBaHHS
npenapaty BO3VJII® cnin timyacoBo npunuHuTH. [Ticasi 3MEHILEHHS CTYNEHIO TAKKOCTI asuwa o I ado
Hikye Tepaniio npenaparom BO3VIII® moxna siaHoButd y 1031 400 Mr na 106y [oue. pozdm «Ocoﬁ'ﬂue: _

KoHTponbHui IH: 4083804 1




3acmepedicenHs ma HanexcHi 3axo0u besnexu npu 3acmocysani» (3.1)].
V pasi nosiBM iHIIMX KJIIHIYHO 3HAYYIIMX SBMIL HEreMaTONOTiYHOT TOKCHYHOCTI MOMipHOro abo TAkKKOro
CTYyNeHs 3acToCyBaHHA npenapary bosynid HeoOXiaHO THMYacOBO NPUNUHUTH, [lic/a 3HHKHEHHS TaKOro ABMILA
Tepamnito MOYKHa BIZHOBMTH y 103i MeHwiii Ha 100 Mr oauH pa3 Ha AeHb. SIKIIO KIiHIYHO AOMYyCTUMO, CJiA
PO3MIIAHYTH MOKIIMBICTE MiZABHIEHHS 1031 nipenapaty Bosynid 10 3acTocyBanHs moyaTkoBOi J03M O/IMH pa3 Ha
n00y. Tlauientam 3actocoByBanu mpenapar y goszax mesie 300 mr/aens, npote edextuBHicTs He Oyna
BCTAHOBJICHA.
2.4 KopuryBaHHsi 1031 NpH Miejgocynpecii
Huxue HaBeaeHi IHCTPYKUIT 10 3MEHIIEHHS [03M /s MALi€HTIB 3 TAxKOW abo cTiHKOI HeHTporneHieo
abo TpomboumToneHieto (Tabauus 1).

Tabauusa 1:
KopuryBanHs 103H 179 NanieHTIB 3 HelfiTponeHico i TpomdouuTONEHIEW

AUH® menme 1000x10% 3actocyBanHs npenapaty bO3VYJII® ciig THMY4acoBO MPUITHHUTH J10
MOMEHTY miiBuIIeHHs nokasuuka AYH Ha pisenn 1000x10°/1 a6o
abo Gisbllte, a TAKOX piBHA TpoMOoLMTIB 10 50 000x10%1 aGo Ginbie.
piBeHb TPOMOOLMTIB HUKYE VY Bunaaky HopManisauii MoKa3sHUKIB BMPOJOBK 2 THIKHIB Tepaniro
50 000x10%n CHil BiIIHOBUTH i3 3aCTOCYBaHHAM TMOMEPeaHBOI A03M [Mpernapary

BO3VJII®. Sxiio yucao 3a3HaYeHUX €IeMEHTIB KPOBi 3a/IMIIAETHCA
HHU3BKMM J0BIIE 2 THKHIB, MiC/Is HOpMasi3auil MoKasHMKIB Tepariro
CITiJl BITHOBUTH i3 3MEHIIIEHHAM /103U npenapary Ha 100 mr.

Y pasi peuMauBy LMTOMEHIT cCiJ Jo4eKaTHcs Hopmasizauii
MOKa3HMKIB i BiJHOBUTH Tepariio 3i 3MEHLIEHHSM [03W Mpenapary
e Ha 100 mr.

[TauienTam 3actocoByBanu npenapat y aozax mesiune 300 mr/aeHs,
npoTe eheKTUBHICTh He OyJ1a BCTAHOBJIEHA.

*AGComoTHE YKCII0 HeHTpOodiiB.

2.5 PexoMeH10BaHI MOYATKOBI 1034 /ISl MALIEHTIB 3 nopymeHHsaM GpyHkuii nevinkn a6o HUPOK

Tabauus 2:
Kopurysanus 1034 s NAUIEHTIB 3 nopyweHHAM GyHKUil newinkn a60 HUPOK

PexomeHJ0BaHA MOYaTKOBA 1032

Brnepiue Ph+ XMIJI B xpoHiuHiit ¢asi, dasi

J1arHOCTOBaHMil | akcesepallii abo npu 61acTHOMY

Ph+ XMJI B KpH3i MpH HenepeHocuMocTi abo

XpoHiyHii a3l | HeedeKTHBHOCTI NonepeAHbLOT
Tepanii

Hopmanbha (yHkuUis HUpoK Ta nedinku | 400 mr Ha 106y | 500 mr onH pa3 Ha 100y

[Topywenns GyHKLIT HHPOK

Knipenc kpeatuniny 30-50 mi/xB 300 mr Ha g00y | 400 mr Ha 106y

KnipeHc kpeaTuHiny HuxKue 200 mr Ha goby | 300 mr Ha 100y A
30 mu/xB . ==

KoHTponeHui IH: 4083804 2 i< 0, _




[TopyuieHHst pyHKLIT MediHKK

Jlerka (knac A 3a Yaiina-ITeto), 200 Mr Ha 200 Mr Ha 106y"
nomipHa (knac B 3a Yaiina-11s10) 106"
abo Tskka (knac C 3a Yaiina-ITeio) N

[oue. pozdin «Ocobnuei 2pynu nayicumien(8.6, 8.7) ma « Kniniuna gpapmaronoeiny (12.3)].
Abpesiarypu: XMJI — xpoHiuHuii Mienoneiikos, Ph+ - HasBHicTb dinagensdiiicbkol Xxpomocomu
* Kniniuni gaui moo edpekTuBHoCTi 3actocyBanus 1034 200 Mr oauH pa3 Ha 00y nauientam 3 XMJI BigcyTHi

3 JIKAPCBKA ®OPMA I CHJIA 11
Tabnerku no 100 Mr: KOBTi, OBanbHi. ABOOMYKIl TabMETKH, BKPHUTI IUIIBKOBOW 0OO00JI0HKOM, 3
rpasitoBanHaM «Pfizer» Ha oaHiit ctoponi Ta «100» — Ha iHIII.

Tabnerku no 400 mr: momapanuesi, OBaibHi, ABOOMYKIi TaOIETKH, BKPUTI M1iBKOBOIO 000IOHKOIO, 3
rpasitoBanHaM «Pfizer» Ha oaHiit ctoponi Ta «400» — Ha iHIIIH.

Tabnerku mo 500 Mr: 4YepBOHi, OBajbHi, ABOOMYKIi TableTKH, BKPUTI [1iBKOBOIO 0BOIOHKOIO, 3
rpasitoBanHsaM «Pfizer» Ha oauiii croponi Ta «500» — Ha iHLWIIHA.

4 MIPOTUIIOKA3AHHS
BO3VJII® npoTurnokasanuii mamieHTaM 3 BiJOMOIO MiJBMIIEHOI uyTIMBicTIO 10 npenapaty. Cepen
peakuiii Ha 3actocyBanHsi npenapary BO3VJII® cnoctepiranu anadinakcio. Y KIIHIYHHUX A0C/TIKEHHAX
npenapaty BO3VJII® y Burasai nporupakoBoi MoHoTepanii aHadinakTuyHuii mwok OyB 3adikcoBaHMd y
meHuie Hixk 0,2% naiieHTiB, SKi OTPUMYBaH JiKYBaHHA.

5 OCOBJIMBI BKA3IBKHU TA 3ACTEPEKEHHS ITPU 3ACTOCYBAHHI

5.1 SIBMINa MITYHKOBO-KHIIKOBOT TOKCHYHOCTI

[Tin wac 3actocysants npenapary bO3VJII® y xBopux criocTepiraerbes giapes. Hya0Ta, G1i0BaHHA Ta
6iab y xuBoTi. CriocTepekeHHs CTaHy i JIKyBaHHA MAaLi€HTIB CJiJ MPOBOJUTH BiAMOBIAHO 10 CTaHAAPTY
Tepanii, BKIFOYAKOUH MpU3HAYEHHS MPOTUOIIOBOTHUX | NPOTHAIapeHHMX MpenapariB, BiAHOBIEHHS 00 eMy
BTPa4YeHO! piAMHU.

V paHgoMi3oBaHOMY KIiHIMHOMY AOCTIJUKEHHI 3a yyacTi Maui€HTIB 3 Brepiue giarHocroBaHuM Ph+
XMJl meniana yacy a0 mouarky jiapei (6yab-SKoro cTymeHs TSXKKOCTI) CraHoOBWIa 3 JHI, MejiaHa
TPHUBAIOCTI KOJKHOI MOJIT ckiaaana 3 aHi.

Cepen 546 nauieHTiB HEKOHTPOJILOBAHOIO KIJIHIYHOrO JociaipkeHHs y mnauientis 3 XMJI Tta
HerepeHoCHMIcTIO abo HeedeKTHBHICTIO MonepeaHbOl Teparii MejiaHa yacy A0 no4arky jiapei (6yab-akoro
CTYMeHs TSKKOCTI) cTaHOBMNA 2 JHI, MeJiaHa TPUBAJIOCTI KOKHOT momii ckiagana 2 aHi. Y naifieHTis, sKi
nepeHecad jiapero, MejiaHa KiJbKOCTI €mi304iB Ha OJHOrO Nali€HTa Mif Yac JiKyBaHHsS [peraparom
BO3VJII® cranoBuna 3 (aianazon: 1-268). Jlas nikyBaHHS SBMIL IIJIYHKOBO-KMILIKOBOI TOKCHYHOCTI
BIAMOBIAHO [0 CHUTYyallil pPEKOMEHAYETbCA 3MEHIUMTH 03y, THMYacoBO abo0 [MOBHICTIO MPUIUHHTH
zactocyBaHHs npenapary BO3VYJI® [ous. pozdin «Crnocib 3acmocysanns ma oosu» (2.3) ma «Ilobiuni
peakyii» (6)].

5.2 Miejiocynpecisi
[Tix yac nikysanua npenapatom BO3VJII® y nauieHTiB po3BHBaETLCA TPOMOOLMTONEHIsA, aHeMisa Ta
HeiitporieHis. Po3ropHyTHii aHani3 Kposi PEKOMEHAYETbCS BUKOHYBATH WIOTHIKHA MPOTArOM MEpIIOro
MicsLs Tepanil, a 3rofloM — OJIMH pa3 Ha Micslb abo BiAMNOBIAHO A0 KIiHIYHHX MOKa3aHb. Has meBaHHsi
Mmienocynpecii BiAMOBIAHO 10 cHUTyauil PEKOMEHIYEThCS 3MEHIIMTH 03y, THMYacoBO .a00y NOBHICTIO
MPUNUHKATH 3acTocyBaHHs mipenapaty BO3VYII® [ous. po3din «Cnocié 3acmocyeamm ma Oo:m» (2.4) ma
«obiuni peaxyiiy (6)]. ;
KoHTponbHwui |H: 4083804 3

A
A //
oA
~ 2
2
[



5.3 [leuinkoBa TOKCHYHICTH

BosyTuHI6  MOXe  CNpHYHHATH  [iJABMIUEHHA  piBHS  TpaHcaMmiHas y  miasMi  Kposi
(ananinaminotpauncdepasu [AJIT], acnapraraminotpatcdepasu [ACT]).

V nocnimkenHi komGinoBaHOro 3actocysanHs npenapary BO3YJII® i nerposony Oys 3adikcopannid

OJIMH BUMAZOK MEINKAMEHTO3HOTO YpaKeHHs MeyiHKy (10 BU3HAYANOCH AK OJHOYACHE T1iBHLIEHHS PiBHIB
AJIT un ACT 1o 3xBMH a6o Ginblue 3 pisHem 3aranbHoro 6inipy6iny Ginbie 2xBMH Ta piBHeM 1yx)HOT
docparasn menme 2xBMH). CraH nauieHTa MOBHICTIO BiJHOBMBCA MiC/A MPHITWHEHHS 3aCTOCYBAHHS
npenapaty BO3YJII®. [Tomixk 1611 nauieHTis, sKi npuiiManu y4acTs y KJAiHIYHMX JOCIIUKEHHAX Mpenapary
BO3VJII®, 6ys 3adikcopanuii e | Takui BUMAI0K.
Cepen 268 nauieHTiB nonynsAuii A0CTi/UKeHHs Ge3NeKH y PaHIOMi30BaHOMY KIiHIYHOMY JOCHI/UKEHHI Yy
nauieHTiB 3 Brepme aiarHoctoBaiuM XMJI y rpymi 3actocyBanHsa nperiapaty bosynid uacrora Bumajkis
ninBuimenns pisHio AJIT cranosuna 31%, nigsumenns piBas ACT — 23%. Cepes yciX BHUNa/KiB MiJBHILEHHS
piBHA TpaHcaMmiHa3 Oy/b-AKOTO CTYMeHs THKKOCTi, ¥y 79% mnauieHTiB ue ssuie Oysio Brepue 3adikcosane
BMPOIOBXK Mepimux 3 micsauis Tepanii. Meziana gacy 10 noyarky miasuienns pisHis AJIT ta ACT craxosuia
32 i 43 ani BiANOBIAHO; MeiaHa TPUBAIOCTI KOXKHOTO siBHIIa ckinazana 20 ta 15 aniB BiANOBIAHO.

Cepen 546 nauieHTiB HEMOPIBHANBHOrO KiiHiYHOro jocmimkenHs y nauientis 3 XMJI Ta
HEMepeHOCHMICTIO af0 HeedeKTHBHICTIO momnepeaHsoi Tepanii yactota niasumenns pisus AJIT cknapana
18%, piena ACT — 15%. ITigsumenns pisas AJIT a6o ACT crioctepiranocs y 20% nauienTis. [TiABuLueHHs
piBHIB TpaHcaMiHa3 HaifuacTille BUHMKAIO came Ha noyatky jikyBaHHsA. Cepesl yciX BUMAKiB MiABUILCHHS
piBHA TpaHcaMiHa3 Oy/b-SKOro cTyneHs TsKkocTi y Ginbie Hix 80% nauientis ue sBulue Oyio Brepiie
3adikcoBae BNPOJOBK Mepuiux 3 micsuis Teparii. Meiana yacy 10 nouarky niasuienns pisxis AJIT ta
ACT cranosuna 35 i 33 AHiB BiANOBiAHO; MeJliaHa TPUBANOCTI KOKHOTO ABMILA CKiIagana 21 neHs.

[MpoTsroM mepuMx TpsOX Micsuis Teparii npenaparom BO3VJII®, a Takox BiANOBIAHO 10 KIIHIYHHX
MoKa3aHb PEKOMEH/IYEThCA BUKOHYBATH ME4iHKOBI NpoOu. Y MAalli€HTIB 3 MiJABUIIEHHAM PiBHS TpaHcamiHasn
nevinkoBi npo6H ciii npoBoaMTH uacTiwe. BiamoBigHo 0 cHTyauli PEKOMEHJYETHCA 3MEHIIMTH J03Y,
THMYacoBO a00 TNOBHICTIO TNPUIMHWTH 3acTocyBaHHs mnpenapaty BO3VII® [ous. posodin «Cnocib
sacmocyeannsi ma 0ozuy (2.3) ma «Ilo6iuni peaxyii» (6)].

5.4 3aTpuMKa piAHHK

[Tin wac nikysauus npenapatom BO3VJII® y nauientiB BigbyBaeTbcs 3atpumka pimunu. Lle moxe
NMPOSBAATHCA y BUIJIAAI TEPUKAPAiaNbHOrO BHIIOTY, TUICBPANBHOrO BHIOTY, HAaOpAKy JereHb Ta/abo
nepudepuuHX HaOPSKiB.

V panzomizoBaHoMmy KiiHiuHOMY AociimkeHHi 3 268 namientis 3 Bmepme aiardocrosanum XMIJI y
rpyni 3actocyBanHs npenapary Bosyni¢ y oxsoro nauienra (0.4%) Gyna BiaMiueHa TAKKa 3aTPUMKA PiAMHH
y BUIJIAl MEPHKAPAiaibHOrO BUIIOTY 3 CTYNEHS TAKKOCTI.

Cepen 546 naui€eHTiB HEMOPIBHAJBHOIO KIiHiYHOro jocnmikeHHs y nauiedtis 3 XMJI Ta
HermepeHoCHMIcTIO abo Hee)eKTHBHICTIO TonepeAHbOT Teparnii 3aTpuMKa piauau 3 abo 4 cTyneHs TAKKOCTI
crioctepiranacs y 26 nauientiB (5%). YV paesxkux nauieHtiB Oynao 3adikcoBaHo Oinblie OJHOr0 ABHMIIA
3aTPUMKH pinvHK. A came, y 21 nauienTa 3adikcoBaHO mieBpasibHUil BUNT 3 200 4 CTynmeHs TAKKOCT, y 7
NALiEHTIB — NepuKapaianbHuiA BUNIT 3 a60 4 CTYNeHs TSKKOCTI, Y 6 MaLieHTiB — HaOpsK 3 CTyneHs TAKKOCTI.

JIikyBaHHS Ta CMOCTEPEXKEHHsS 3a CTAHOM MAUi€HTIB CJiJ BHKOHYBATH BiJMOBIZHO 10 CTaHAapTiB
Tepanii. 3rilHO 3 CUTyali€l0 PeKOMEHAYEThCA 3MEHLIMTH 103y, THMYacoBO ab0 MOBHICTHO MPUIHHUTH
sactocyBanns npenapary BO3YIII® [ous. poszoin «Cnocié sacmocyeéanna ma 0osuy (2.3) ma «Ilobiyni

pearyii» (6)].

5.5 HupkoBa TOKCHYHICTh _ .
[Min uac nikyBauus mpenapatroM BO3VJII® y nauienTiB croctepiranocs 3MeHLIEHHN. PO3paxoBaHol
wBuAKoCTi  Kny6oukooi dinerpanii (plUK®). ¥V Tabmuui3 nokasawa 3miHa po3paXopaHoi WBHAKOCTI
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Kkny6oukoBoi dinsTpauii (pLLUIK®) Bix BUXigHOro piBHA A0 HAMMEHIIOro 3HaYeHHA Y NALEHTIB rI00albHUX
NOCTiDKeHb NefiKo3y 3 Mo3uTHBHOK dinanensoiiicskoro xpomocomoto (Ph+) nix yac nikysaHHa npenapatom
BO3VJII®. YV uux BunpobyBaHHAX MeiaHa Tpusasiocti Tepanii npenapatrom BO3YJII® cranosuia npuban3Ho
17 micsiis (mianazon: Big 0,03 10 95).

Tabauns 3:
3mina pIIK® Big noka3sHHKa BHXiAHOTO PiBHS 10 HAIIMEHIIOr0 3HAYEHHS cepel NanieHTiB nomy.asuii
3 OUIHKH 0e31eKH B KJIIHIYHHX JOCTiIKeHHAX

(n=1272)*
BuxigHuit piBeHb KoHTposibHE CriocTepeKeHHs
[Mopymenus | IlopymieHHs

Hopm Jlerke | BiAg Jerkoro Bil Tsoxxi Hupkosa
Cran ¢yHkuii n a n|nopyuieHH 10 CepeHbOro MOpYLIEHH | HeJoCTaTHI
HUPOK (%) A CEpeIHbOr0 | 0 TSAKKOro an (%) ctb n (%)

n (%) CTymneHs CTYIEHS
THAKKOCTI n (%)
n (%)

Hopha 468 (21%) 298 (63.7)|  46(9.8) 16 (3.4) 2(0.4) 2(0.4)
Jlerke nopyiueHHs 639 |11 (1.7)/266 (41.6)| 250(39.1) 83 (13.0) 21 (3.3) 3 (0.5)
[TopyuenHs Bij
ABLEOFO, AS 128 | 0 | 8(63) | 45(35.2) 57 (44.5) | 18(14.1) 0
CepeIHBOTO
CTYINEHS TAKKOCTI
[MopylieHHs Biz
CEpeIHBOro J10 32 0 1(3.1) 1(3.1) 9 (28.1) 17 (53.1) 394
TSKKOTO CTYTIEHS
Tsoxkuii 1 0 0 0 0 0 1 (100)
Xesoro 1268 (593) 573 (45.2)| 342(27.0) | 165(13.0) | 58(4.6) 9(0.7)
plLIK® — po3paxyHKoBa WBMAKICTH K1yoouKkoBoil (inbTpauii, N/n — KilbKiCTh NaLli€HTIB
[MpumiTku: knacudikaiis BianoBiaAHO 10 MeTOay MOAUDIKALIT Ai€TH py 3axBopioBaHHAX HUPOK (MDRD).
Knacupixanis KDIGO (3axBopioBaHHs HMPOK: MOKpalEHH r1oGaNbHUX pe3ybTaTiB NiKyBaHHA) Ha
ocHOBi mokasHukis plLIK®: Hopma: oinpire abo nopieuroe 90; nerki nopyiueHHs: Big 60 10 MeHuie 90
MOPYLIEHHsS BiJl JErKOro 10 CepefHBOro CTyreHs TKKOCTI: Big 45 10 meHwe 60; mopymeHHs Bij
CEePe/IHBOrO JI0 TAKKOrO CTYMEHs: Bif 30 0 MeHIIe 45; Tshkki nopywenss: Bia 15 go mexwe 30; HupkoBa
HeJ0CTaTHICTh: MeHmIe 15 Ma/xB/1,73 mM°.
*V 9 3 1272 nauienTis 3Ha4enHs plLIK® Gyno BiacyTHe Ha nouarky abo mia yac jgikysaHus. Ha BuxigHomy
piBHI HUPKOBOT HEJIOCTATHOCTI He BYJI0 Y KOIHOrO Malli€eHTa.

[Mig yac nikyauus npenapatom BO3VJII® pekomeHAyeTbCs NMPOBOAWTH MOHITOPUHT (DYHKILT HUPOK
K Ha BMXIZHOMY piBHi, Tak i mia vac nikyBaHHs, NpUAiNsSOuM OcoOIMBY yBary mnaiieHtam, siki e 10
MoYaTKy Teparnii Maiu nopyuieHHs QyHKLIT HUpoK a0o (pakTopu pusHKy AMCOYHKLIT HUPOK. [List mauieHTiB 3
nopyueHHsMu QyHKUiT HUPOK, 110 Gynu NMPUCYTHI Ha BHXiZAHOMY piBHiI abo 3’ABMIHMCSA MiJ Yac JTiKyBaHHS,
CA1ijl pO3rsIHYTH HEOOXIIHICTh KOPUTyBaHHs 1031 [Ous. po3oin «Cnhocib sacmocyearnns ma 0osu» (2.5)].

5.6 EmOpiodeTanbHa TOKCHYHICTD

3a pesyJisTaTamMu JOCHIUKEHHSI Ha TBapMHAX Ta BPaXOBYIOYHM MEXaHi3M Aii 3acTocyBaHHSA nperapary
Bosynidy y BariTHuX KiHOK MOXe 3aBIAaTH WKOAW MA0Ay. Y JOCTILKEHHI PenpOLyKTHBHOI TOKCHYHOCTI Ha
TBAapHHAX, MPOBEJICHHX HA KPOJAX Ta LIypax, MEpopajibHe 3acToCyBaHH:A 603yTHHIGY Mao . HETATHRHAN.
BILUIMB HA PO3BMTOK IJ0AY. 3aCTOCYBaHHS 603YTHHIOY Hlypam rfepej| 3aruliiHeHHAM 10 7- r_q/recmmhndr_g

KoHTponbHun IH: 4083804

5

o
TR

[ o e

~



JIHS CTIPUYMHAJIO TiBUILEHHS 4acTOTH pe3opOuii eMOpioHiB Mpu eKcno3uuii 603yTHHIOY B MaTepUHCEKOMY
opranismi (AUC) wna pisai 0,5 ta 0,4-xpaTHOMY piBHIO E€KCMO3MIi Y JHOJMHM NpPH 3aCTOCYBaHHI
pekomeHgoBaHol 1031 400 a6o 500 Mr/aeHs, BiANOBIAHO, a TAKOK 3MEHLICHHS IMIIaHTALIl Ta CKOPOUYEHHA
yMcia KUTTE3AATHUX eMOpioHiB npu ekcrno3uiii 603yTHHIOY B MaTepHHCBKOMY OpraHismi Ha piBHi 1.8 Ta
1,3-KpaTHOMY PiBHIO €KCIIO3HLIT y JIIOMHY MPH 3acTocyBaHHI pekomenaoBaHol 103u 400 a6o 500 mr/aeHs,
BiAMOBiZHO. 3acToCyBaHHS GO3YTUHIOY BariTHUM KPONMUAM TiJ YaC OpraHoOreHe3y CHpPUYMHAIO aHOMasil
Mioay (3MUTTS CErMEHTIB TpyAMHM; 2 IUIOAM Majlu pi3Hi BicuepanbHi NopyweHHA) Ta Oauseko 6%
3MEHLIEHHs MacH 104y NpH eKcrosuiii 603yTuHiby B Mateputcskomy oprasismi (AUC) Ha piBHi 2.3 Ta
1,7-kpaTHOMY piBHIO €KCHO3MLIT y MIOJHHH MPH 3acTOCyBaHHI pekomenaoBanoi 1031 400 abo 500 mr/aeHs,
BiANOBiAHO. BariTHuM kiHKaMm CITil MOBIAOMMTH MPO MOTEHL{IMHMIA pU3KK s roay. JKiHkam AiTopoaHOro
BiKy CJliZi KOpUCTYBaTHCs epeKTHBHUMM 3acobamMy KOHTpALENLil nij yac JikyBaHHs npenaparom bosyinig, a
TAKOXK MPOTArOM LIOHalmMeHIIe | Micsius micas OTpHMaHHsA OCTaHHBOT 103 [0us. po3oin « Ocobausi zpynu
nayienmiey (8.1, 8.3) ma Kniniuna ®@apmarxonozia (12.1)].

6 TTOBIYHI PEAKIIII
B iHIIMX po3dinax iHCTPYKLIT 10 MEJMYHOrO 3aCTOCYBaHHA MpenapaTy JAeTalbHille ONMUCaHi HACTYIHI
noGiuHi peakuii:

+ IlInyHKOBO-KMIIKOBAa TOKCHYHICTE [Ous. pozdin «Cnocib6 sacmocysanus ma odosu» (2.3) ma
«Ocobausi 3acmepedcents ma HanexcHi 3axoou besnexu npu sacmocyearnti (3.1)].

« Mienocynpecis  [ous. pozdin  «Cnocib 3acmocysanna ma oo3u» (2.4) ma «Ocobrugi
3acmepediceHHs ma HAedcHi 3axo0u beznexu npu sacmocysantiy (3.2)].

« [leuiHKkoBa TOKCHUHICTBL [Ous. po3zoin «Cnoci6 3acmocysanuss ma oosuy (2.5) ma «Ocobnuei
3aCMepedceHHs. MA HAeJCHI 3axo0u besnexku npu sacmocysanHiy (3.3)].

«  3Barpumka piauHu [ous. posdin «Ocobaugi 3acmepedicens ma HanedcHi 3axoou 6esnexu npu
zacmocyeanni» (3.4)].

» HupkoBa TOKCHYHICTB [Ous. pozdinu «Cnocib 3acmocysanna ma Oosu» (2.3) ma «Ocobausi
3acmepedicenHsl ma HanedlcHi 3axoou besnexu npu sacmocysanti» (3.5)].

6.1 JocBia KIiHIYHHX JOCTIZKeHB

Pi3Hi yMOBHM MpOBEAEHHS KJIIHIYHUX OCIIUKEHb YHEMOJMIIUBIIOIOTE NpsME MOPIBHAHHS YacTOTH
noGiyHUX peakiii, 3adikcoBaHUX y KIiHIYHUX BUMPOOYBaHHAX LBOro Ta iHoro npenapaty. Tomy wui gasi
MOJKYTB HE BigoOpajkaTH CrpaBiKHIO 4aCTOTY NMOOIUHHUX peakLlii, 1110 crocTepiracTbes B MeIMYHINA NpakTULL.

bynu 3adikcoBaHi HacTymHi cepiio3Hi noOiyHi peakuii: aHadinakTHYHHE WOK [ous. po3odin
«llpomunoxasannsi» (4)], Mienocynpecis, IUTYHKOBO-KMIIKOBA TOKCHYHICTL (Jiapes), 3aTpUMKa piaWHH,
Me4iHKOBa TOKCHYHICTh Ta BUCHII.

[Mo6iuHi peakiiii y naiieHTis 3 Bnepie fiarnoctoBanum Ph+ XMJI B XpoxiuHiii dasi

V kainiyHOMY mochipkeHHi 6yno panaomizoBaHo 533 nauienTH 3 Bnepire giarHoctoBanum Ph+ XMJI
B XpoHiuHiit dasi, aki oTpumyBanm y skocti MoHoTepanii npenapat bosynid y nozysauni 400 mMr Ha geHb a6o
400 mr imatuniby Ha aeHs (auB. po3ain «PapmakoanHamikay). [Nonyasuia ans ouinku Gesnexu (oTpumana
xoua 6 onHy 103y npenapary bosynid) Bkimouana:

- 268 nauientiB 3 Brnepwe aiarHocroBanuM XMJI B Xpowuiuniii ¢a3i 3 MmeaiaHOW TpPHBAIOCTI
NikyBaHHa npenapatoMm bosynidp — 14,1 wmicaus (Bin 0,3 no 24,7 wmicaug) ta MediaHow
IHTEHCHBHOCTI 1031 — 391,8 Mr/1eHs.

V He meHue Hixk 20% nauieHTiB JOCTIHKeHHS JiKyBaHHs Briepiue aiarHoctoBaHoro XMJI B XpoHiuHi#

dasi CﬂOCTEle"aﬂH Hactynui nobiuni peakuii: giapes (70%), nyaora (35%), rpomGountonenis (35%), Bucun

(34%), migsumenns AJIT (31%), 6inb y xuBoTi (25%), niasuinenus ACT (23%) [ous. posdTJi"_(Kl?mmm
Qocnioxncennay (14)]. L QReRETS,
V Tabauui 4 HaBeaeHi noOiuHi peakuii OyAb-9KOro CTYMNEHs TAMXKKOCTI, sKi Tpal‘[ﬂﬂﬂﬁCﬂ 3 YACTOTOKO He
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Hiwkue 10%, ta nodiuni peakuii crynens Taxkocti 3 abo 4 (3/4) y nauientis 3 XMJI y xpoHiuHiii da3i 3
nonynsAuii focaikeHHs 6esneku dasu 3.

TaGmuus 4. IMoGiuni peakuii (yacrora 10% a6o Giabiue), mo Gy.au 3adikcoBani y nauieHris 3
srepiue aiarnocropanum XMJI y gocaiakenni 3actocyBaHusi 603yTHHIOY v 103i 400 mr

Bo3yTunit 400 mr ImaTunié 400 mr

XMJI y xponiuniii ¢asi | XMJI y xponiuniii ¢asi

N=268 N=265
Ilobivuna peaxuisi ¥Yeci eryneni | 3/4 Yei 3/4 cryneni

THAKKOCTI cTyneHi cTyneHi TSHKKOCTI

(%) THAKRKOCTI TAKKOCTI (%)

(%) (%)

Hiapes 70 8 34 <]
Hynora 35 0 38 0
TpombouuToneHis® 35 14 20 6
Bucun® 34 1 21 2
[Tinsumenns AJIT 31 19 6 2
Binsb y xuBori® 25 2 15 <1
[Tinpumenns ACT 23 10 6 2
AHemis" 19 3 19 5
["'onoBH#uit Ginb 19 1 13 1
Broma”™ 19 <1 19 0
bmoBanHs 18 ] 16 0
[TinBuieHHA piBHA 13 10 8 5
ninasu®
["apsuka 13 <1 8 0
IcheKuCi'f JHXaJIbHUX 12 <] 12 <1
LIISIX B
Heitrponenis™ 11 7 21 12
Aptpasnris 11 <] 13 0
AcTeHis 11 0 6 0
3HWKCHHA anleTUTy 10 <] 6 0

XMJI — xponiunuit mienoneitkos; N/n — KinbKicTs nauieHTis.

“Peaxuis «rpomGouuTOneHis» 06’€AHYEe HACTYNHI BM3HAYeHi TEPMiHM: 3MEHIIEHHA 4YWciIa
TPOMOOLMTIB, TPOMOOLIMTOMNEHIS.

"Peakitis «BHCHI» 00’€AHYE HACTYNHI BU3HA4YeHi TEPMiHW: aKHe, JEPMATHT, aKHENoMiGHMii
JIEPMATHUT, anepridyHuil JepMatHT, ekcosiaTUBHUII AepMaTUT, peakiiii 3 eo3uHOMINIE0 Ta CHCTEMHUMHU
CHMITTOMaMH, peakilii (OTOYYTIMBOCTI, BHMCHI, EPUTEMATO3HWIl BHCHII, reHepasi30BaHUM BHCHII,
MaKyJIsipHUI BUCHII, MaKyJIONaNy/1b03HKH BUCHIL, Ny b03HUI BUCHI, CBepOIsunii BUCHUII, KPOTIMB’ AHKA.

*Peakuisi «6ib y KUBOTI» 00’€HYe HACTYNHI BU3HAYEH TEPMiHM: AMCKOMQOPT y JKUBOTI, Ginb y
JKMBOTI, OiNb y HIKHIM YacTHHI *HBOTa, Oi/ib y BepxXHiii yacTHHI kuBOTa, 6olicHa YyTIMBICT B AiNAHLI
KUBOTA, OO B LITYHKY i KMLIEYHUKY.

"Peakiis «anemisn» 06’ eaHye HAaCTYIHi BU3HAYeH] TEPMiHU: QHEMis, 3HIKEHHS PIBHA reMorobiny.

“Peakuist «BTOMaY 06’611Hye HaCTynm BU3HAYEHi TEPMiHH: BTOMA, CTaOKICTb.

‘Peakuis «IiJABMILEHHs PiBHS Jinasu» 00’€[HYe HACTYNHi BM3HAuYeHi TepMiHu: rimeprimasemis,
MiJABUILEHHS PIBHA JiMa3H.

‘Peakuis «mcbexun JUXaNbHUX HIIAXiBY 00’ eaHye HacTYITHI BH3HAYE€HI TEPMiHK: md)exum HHIKHIX
AMXaJIBHUX LIUIAXIB, iHQEKUis AMXaJIbHMX LUIAXIB, BipycHa md)el(i.us AMXATBHUX  LIAXIB, mﬂlexum_ :
BEPXHIX JIMXaNbHUX UUIAXIB, BipycHa iH(EKLis BepXHIX ANXaTbHUX ILLIAXIB. & o :
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*Peakiis «HelTporneHif» 06’ €aHye HACTYNHI BU3HAYEH] TEPMiHHM: HEHTPONEHIs, 3MEHIIEHHS YHhCcaa
HeliTpodinis.

Y “paHaoMi3oBaHOMY JOCHi/UKEHHI cepej mnauieHTiB 3 Brepue AiarHocroBauum XMJI B
XpoHiuHii (asi y ogHoro maiieHta 3 rpymM 3acTocyBaHHs npenapaty bosynid cmocrtepiranoch
nojoBxkeHHs iHTepeany QTc crynens 3 (>500 mcek). [TauieHTH 3 HeKOHTpOIBOBaHUMHK ab0 CyTTEBUMMH
CEepLEBO-CYAMHHHMH 3aXBOPIOBaHHAMH, Y TOMY 4MCli 3 mnojaoBkeHHaMm iHTepBany QTc 3riaHo
MPOTOKOJY HE BKIFOYAIUCS B 10CTIDKEHHS.

Y 1abnuui 5 HaBejeHi 3Haummi abo TAXKKI BIAXWIIEHHS pe3ynsTaTiB J1abopaTOpHUX TeCTiB
crynens 3/4 y nauientis 3 XMJI y xponiuHiii dasi 3 nonynauii gocnimkenns Gesnekn dpasu 3.

Tabauusa 5. Kiabkicts nauientis (%) 3 KAIHIYHO 3HAYYIIHMH BiAXHJIEHHSIMH Pe3y/ibTaTIB
JabopaTopHux aHani3iB a6o crynensi TszkkoceTi 3/4, y nauieHTiB nonyJasinii Ge3nexkn 3 Bnepiue
naiarmoctoanum XMJI y nociigxenni 3acrocyBannsi 603y Tunioy y a03i 400 mr

Bo3yTunio ImaTuHnio
XM y XMy
XpoHiyHii dasi XpoHiuHii ¢asi
N=268 =265
n(%) n(%)
I'emaToJsioriudi NOKa3sHHKH
Kinekicts TpoMOOLUTIB MeHLIE 38 (14,2) 17 (6,4)
50x10°/n (ru3bKHit piBenp)
AOGCOIIOTHE YHUCII0 HEHTpOdiIiB 24 (9,0) 49 (18,5)
menme 1x10%/x
PiBens remorno6iny menwe 80 r/n | 19 (7,1) 15 (5,7)
(HM3BKHUH MOKA3HHK)
Kinbkicts 6imux kpoB’aHux Tieus | 15 (5,6) 20 (7.5)
menmme 2x 10°/n (Hu3bKuii piBeHb)
BioxiMiuHi noKazHUKH
CI'TIT/AJIT 6inswe 5,0<BMH 62 (23,1) 7 (2,6)
CIr'OT/ACT 6inbie 5.0xBMH 32(11,9) 8(3,0)
Pigens ninasu 6inse 2xBMH 35(13,1) 16 (6,0)
PiBenb dochopy meniue 12 (4.5) 45 (17,0)
0,6 MMOJIB/J1 (HU3BKHIA PiBEHB)
PiBeHb 3aransHoro Gimipy6iny 3 (L1 2(0,8)
6inbwe 3,0<BMH
PiBeHb aminasu 6insiue 2xBMH 6(2,2) 4(1,5)
PiBeHb KpeaTHHiHy Oinbiue 0 2(0,8)
3,0xBuxinnuit piBeHs; Ginblue
3.0xBMH

AJIT — ananinaminoTtpancdepasa; ACT — acnaprataminorpancdepasa; CITIT — cxposaTkoBa riayramar-
nipyBat TpaHcaminaza; CI'OT — cupoBaTkoBa riyramar-okcajoaleTaT TpaHcaminasa; N/n — KinbKicThk
nauieHtis; BMH — BepxHs Mexa HOpMH.

[Tobiuni peakuii y XBOpUX Ha XpOHiuHMI Mienoneiko3 (XMJI) 3 nosuTHBHOW (hinaneisdiiicbKoio
S QYT T

& e
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xpomocomoio (Ph+) v dasi akcenepauii, dasi 6aactHoro kpusy abo XpoHiuHii $hasi npu HenepeHOCUMOCTi
ab0 HeedeKTUBHOCTI iMaTHHIOY

V HenopiBHANBHE KJIiHIYHE 10CHTiKeHHs Oy/IM 3a1ydeHi XBopi Ha XpoHiuHui Mienoneiikos (XMJI) 3
no3uTHBHOIW (inanensdiiicekoio xpomocomoro (Ph+) y dasi akcenepauii, dasi GmactHoro kpusy abo
XpoHiuHiit pa3i npu HenepeHocumocTi abo HeeeKTHBHOCTI rmonepeHboT Tepanii (1uB. po3ain «Kiiniuni
nocnimkenns (14)»). IMonyasuis ans ouinku Gesneku Bkmoyana 546 nauientis 3 XMJI (ski oTpumanu
uoHaiimenme | go3y npenapary bosynid):

e 284 nauientis 3 XMJI y XpoHiuniii ¢asi, siki paHiuie oTpHMyBani quine iMatHuio, Manu mMeaiany
TpuBanoCTi JiKyBaHHs npenaparoM bosynid 26 micsuis i Meniany iIHTeHCHBHOCTI 1031 442 MI//eHb.

e 119 nauientiB 3 XMJI y XpoHiyniii ¢asi, ski pauiue oTpuMyBany iMaTHHIO Ta mpuHaiimMHi |
noxatkoBwmit inriGiTop Tuposunkinasu (ITK), mamm meniany TpuBanocTi nikyBaHHs npenapatom bosymid
9 MmicsLiB i MeJliaHy iIHTEHCUBHOCTI 1031 442 Mr/eHb.

e 143 nauienty 3 nporpecyiounm XMJI, cepen axux Gymu 79 nauientis 3 XMJI y dasi akcenepauii
Ta 64 nauientd 3 XMJI y ¢asi 6nactHoro kpusy. ¥V mauieHtiB 3 XMJI y ¢asi akcenepauii Ta ¢asi
6/1aCTHOrO KpM3y MejliaHa TpUMBAIOCTI JiKyBaHHs npenapatoM Bosynid cknagana 10 micsuis i 3 micsui
gianosigno. Y mauientis 3 XMJI y dasi akcenepauii ta ¢asi GrnactHoro kpusy meniaHa iHTEHCHBHOCTI
71034 ctaHoBuIa 425 Mr/ieHb Ta 456 Mr/eHb BijINOBiIHO.

V HenopiBHANBHOMY KIiHiuHOMY AociikenHi y 6inpiie Hixk 20% nauientis 3 XMJI B XpoHiuHiit
dasi momynauii gocaivkeHHs Ge3neku npu HenepeHocumocTi abo HeeeKTUBHOCTI MoNepeaHsOl Tepartii
(n=546) cnoctepirani HacTynHi MoOiyHi peakuii 3 OyaAb-SKMM CTyNEHeM TOKCHUYHOCTI: giapes (85%),
nynora (47%), Giab y xuBoti (42%), Bucun (42%), TpomGoumTonenis (40%), 6mosanns (37%), aHemis
(27%), Broma (26%), rapsuka (23%), kamens (22%), ronoBHuii 6ine (21%), nigsuiieHHs piBHs AJIT
(20%) Ta Habpsk (20%)(auB. po3ain «Kniniuni gocnimkennsy» (14.2)).

B Tabnuui 6 HaBeaeHi nModiuHi peakiii Oyab-AKOro CTYNEHs TSAKKOCTI, AKi TPArJsJMcs 3 4acTOTO
He Hmwkue 10%, Ta nobiyni peakuii cryneHs Tskkocti 3 a6o 4 y nauienrtis 3 XMJI y nomynsuii
nociuKkeHHs 6e3nexu (asu 1/2 npoTAroM A0BroTpUBaIoi Teparii .

Tabauus 6. obiuni peakuii, mwo Gy.au 3adikcoBani y nanientis 3 XMJI npu nenepenocumocri
260 HeedeKTHBHOCTI mMonepeHbOI Tepanii y HeNnopiBHAJIbLHOMY JociailkeHHi* (uacrora 10% abo
Oinbe)

XML y xponiuniii dasi IIporpecyrouuii
N=403 XM
N=143

Vei 3/4 Yei 3/4

CTYyMNeHi cTymneHi cTyneHi cTyneHi

TAKKOCTI TSAKKOCTI TAKKOCT THKKOCTI

(%) (%) i (%) (%)
Hiapes 85 9 76 4
Hynota 47 1 48 2
Bine y xusoTi® 42 2 31 6
Bucun® 42 9 38 5
TpomGouuroneHis” 40 26 45 39
BmoBanus 37 3 43 3
Anewmis" 27 11 38 27
Broma® 26 2 21 5
["apsiuka 23 <1 37 2
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Kamens 22 0 22 0
[ConoBHwMii 6inb 21 <1 17 B
[Tigpuinenns AJIT 20 8 10 S
Heiitponeis® 18 12 2 20
Aptpanris 17 <1 14 0
[Tigumenns ACT 16 3 11 3
Ha6psik* 20 1 17 2
[ndekuii AuxanbHUX 15 <1 10 0
uAxis™

3HUKEHHS aNeTUTY 14 <1 13 0
Bink y crnuHi 13 <1 1
Hazodapusrit 13 0 6 0
AcTeHis 13 2 10 <1
[TneBpanbHMil BUMIT 12 4 9 4
Saguika 12 2 20 6
CBep0Oixk 12 <l 7 0
3anamopoyeHHs 11 0 13 <1
Jleiikonenis’ 10 4 15 12
[TiaBHILEHHS PiBHIO 10 <1 6 <1
KpeaTHHiHY B KpOBi

['pun 10 <l 3 0
Binb y rpyasx’ 7 1 12 1

XMIJI — xpoHiuHuii Miesoneiikos; N/n — KibKiCTb Nalli€HTIB.

*Jlani oTpuMmaHi 3a nepioj Teparii TPUBAMICTIO OHaMeHIe 48 MiCsLIB.

Jlo rpynu nporpecytouoro XMJI Bxomunu nauientn 3 XMJI y ¢asi axcenepauii ta ¢asi
0J1aCTHOrO KpH3Y.

*Peaktis «6ijb y KUBOTI» 00 €JHYE HACTYMHI BU3HAYECHI TEPMiHHU: IUCKOM(OPT y XKUBOTI, Oib
y JKMBOTI, 6inb y HMXKHIM yacTHHI KMBOTa, OiNb y BepXHili YacTHHi KMBOTA, GOMiCHA YYTIMBICTH B
ALISAHLI )KHUBOTa, 6011 B IITYHKY | KMILIEUHHKY.

®Peakiiis «BHCHI» 00’€HYE HACTYNHI BM3HAYEHI TEPMIHH: aKHe, AEPMATHT, AKHENOiGHMIA
JIEPMaTHT, alepriuHuii [AEepMATHUT, MEAMKAMEHTO3HHI BMCHM, ekcdomiaTMBHMI BHCHM, peakuil
(GOTOUYTIIMBOCTI, BHCHI, €PUTEMATO3HWH BHMCHI, TEHEPANi30BaHMH BHCHI, MAKyJAPHUH BHCHI,
MaKyJIomnany.Jib03H|HA BUCHII, MaMnyJIb03HUNA BUCHUII, CBEPOIAYMH BUCHIT, KDOMUB SHKA.

*Peakuis «rpoMOOLMTONEHisN» 00’€IHYE HACTYNHI BU3HAYEHI TEPMIiHM: 3MEHIUEHHS Yucia
TPOMOOLMTIB, TPOMOOLIMTONEHIS.

"Peaxuis  «aHeMisiy 00 €IHYE HACTYMHI BHM3HAYEHI TEpPMiHM: aHeMis, 3HWKEHHS piBHA
reMorno0iny.

“Peakiiis «BTOMa» 00 €/IHY€ HACTYIHI BU3HAueHi TEPMiHN: BTOMA, ClIabKiCTh.

“Peakuisi «HEMTpOMeHis» 00'€IHYE HACTYMHI BU3HAYEHI TEPMIHHM: HEHTPOTEHisA, 3MEHIIECHHS
yucna HeHTpodinis.

“Peakuis «HaOpsk» 00’ €JHYe HACTYNMHI BH3HAueHi TepMiHW: HaOpsk, nepudepnynuil HabpsK,
Habpsak 00Myus, NoKaxizoBaHUH HAOPSK.

*Peakuis «indexuil AMXanbHUX UUIAXiB» 00 €JIHYE HACTYMHI BM3HAYeHi TepMiHHU: iH(eKuis
HUIKHIX JMXaTBHMX LIISAXiB, in:eKuiﬂ AMXalBHUX LUIAXIB, BipyCHa iHdeKLis AMXaJbHUX LIUIAXIB,
iHdeKLis BepXHiX AUXaTbHUX LIAXIB, BipycHa mq:»exum Bepxmx AUXATbHAX LISXIB.

*Peaxilis «j1elKorneHisn» 00 €HyE HACTYNHI BU3HAYeHi TEPMiHM: NeliKONeHis, 3MEHILEHHS Yuca
JIEHKOLIMTIB.

'Peakuis «0inb y rpyasx» o0 €IHYe HacTyNHI BM3HA4eHi TepMiHH: auckompopTt y rpy,uﬂx ﬁ'mb y
rpyasx. D CTE e S
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Y HenopiBHANBHOMY KJIiHIYHOMY J0C/iIkeHHi cepea nauientis 3 XMJI npu HenepenocumocTi a6o
HeeekThBHOCTI nonepenboi Tepanii 1 (0,2%) nauient mas Tpusaiicts intepsany QTcF (intepsan QT,
ckopuroBanuii 3a popmyoio ®penepika) 6inpme 500 mc. BianosizHo 10 NpoTOKOLY y AOCIKEHHS HE
BKIIIOYAJIM Malli€HTIB 3° HEKOHTPOIbOBAaHHMH 200 3HAYYIIMMH 3aXBOPIOBAHHAMH CEPLEBO-CYIHHHOI
CHUCTEMH, Y TOMY YHCIli 1010BKeHHAM iHTepBany QT.

Y Tabauui 7 nokasaHi BiIXUITeHHs pe3ybTatiB 1abOpaTOPHUX aHanisie, mo Mamu 3/4 cTyniHb
TSOKKOCTI 260 Oy/iM 3HauyymIMMH Ta CroOCTepiranucs cepei MOMy/ALii NaLieHTIB 3 OUIHKH Oe3MeKkH Yy
pociikendi nauientie 3 XMJI npu HenepeHOCHMOCTI abo HeeeKTHBHOCTI MomnepenHboi Tepanii
NPOTATOM TPHBAJIOTO NEPIOLY CIIOCTEPEIKEHH.

Tabauns 7. Kiaskicrs nanienTis (%) 3 XMJI npu HenepenocumocTi 260 HeeeKTHBHOCTI
nonepeHbOI Tepanii, IKi MaJH BiAXHJIEHHSAMH Pe3y/ibTATIB JJa00PATOPHHX AHAJII3IB, 110
MaioTh 3/4 eTyninb TAKKOCTI 260 € 3HAYYIIMMH, Y TOMYJISALIT 3 ONiHKH Ge3nexkn*®

XMJI y IIporpecyio Vei xBopi 3
XpOHi4Hii amit XMJI XMy
¢pasi N=143 XpoHiyHiii pasi
N=403 n (%) Ta
n (%) MPOrpecyryum
XMJI
N=546
n (%)
I'emaTogioriuHi NOKa3HHKH
KinbkicTh TpOMOOLMTIB MEHILIE 105 (26) 82 (57) 187 (34)
50%10°/n (Hu3bKHii piBeHB)
ABCoMI0THE YUCTIO HEHTpOdiiB 65 (16) 55(39) 120 (22)
menme 1x10°/n
PiBenb remorno6iny menure 80 r/n 51(13) 54 (38) 105 (19)
(HU3bKHN MOKa3HUK)
Bioximiuni mokazHuKH
CI'TIT/AJIT Ginbiue 5,0xBMH 43 (11) 8 (6) 51(9)
CI'OT/ACT 6insbiue 5,0<BMH 19 (5) 5(4) 24 (4)
PiBens ninasu 6ineme 2xBMH 42 (10) 9(6) 51(9)
Pisensb pochopy MeHie 30(7) 10 (7) 40 (7)
0,6 MMOB/71 (HU3BKHU#A PiBEHB)
PiBenb 3aranbHoro 6inipy0iny 3(1) 4(3) 7(1)
oineie 3,0<BMH

*Jlani oTpuMaHi 3a nepioj Tepanii TpHBaNCTIO HOHaliMeHe 48 micaLiB.

AJIT — anauinamiHoTpancepasa; ACT — acnaprataminorpancgepasza; CITIT — cupoatkoBa
riayTamat-nipyeat Tpadcamidasa; CI'OT — cupoBaTkoBa riyTamar-okcasnoalerat TpaHcaminaza: N/n —
KinbKicTs nauienTie; BMH — BepxHs Meka HOpMmHu.

[lonatkoBi noGiyHi peakuii, 10 criocTepiranncs B 6araTboX KJAiHIYHUX J10CTi UKSHHX
Hani HaBeneHi nobiuxi peat(ui'i O CHOCTEpiraaucs y MauieHTiB KIHIYHAX AOCIIIKeHb npenapary
Boavmtj) (y menume ik 10% nauientis, ski otpumysann bosynid). Lli mani xapaktepusyioTs nobiuHi
peakuii, 3adikcoBaHi cepea Beix 1272 XBOpHX Ha JeiKo3, AKi OTpUMaH xoua 6 | 103y npenapary Bo3ym¢
y dopmi monotepanii. [To6iyni peakuii knacnudikosani 3a cucteMaMyu Oprasis i 4aCcTOTO0 \B‘HHHKHCHHH
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SIBuina Oy/u BKJIHOYEHI J0 1BOTO MepesiKy BiAMOBiAHO 10 TX KIiHiuHOT 3HadymocTi. Y KoXKHii Kateropii
nepesik npeACTaBIeHUH Y MOPSAKY 3MEHIIEeHHS cepHOo3HOCTI NoBiYHNX peakuiii.

Poznanu 3 60ky KkpoBoHOocHOT Ta jimbarudnoi cucremu: menute 0,01% — dhebpunbHa HelTpONeHis,
rpaHyIOLUTONEHisl.

Posnagu 3 Goky cepus: /% ma menwe 10% — nepuxapaianeHuii Bunit: 0,1% ma menwe 1% —
nepuKapauT.

Posnazu 3 60Ky opraHy ciayxy Ta pisHoBaru: /% ma menwe 10% — mym y ByXax.

Posnanu 3 6oky cyaun: /% ma menwe 10% — rinepToHis.

Poznazay 3 60KY UUTYHKOBO-KHIIKOBOIO TpakTy: 1% ma menwe 10% — racrpur; 0, 1% ma menwe 1% —
naHKpeaTUT (BKIIOYAIOYM FOCTPHH MaHKPeaTHT), HUTYHKOBO-KHMIIKOBA KpOBOTeuYa (aHajbHa KpOBOTEYa,
ITYHKOBAa KPOBOTEYa, LLITYHKOBO-KMIIKOBA KPOBOTEYA, KHUIIKOBA KPOBOTEYA, KPOBOTEHA Y HUIKHBOMY
BIZAUT LITYHKOBO-KHIIKOBOIO TPAKTy, peKTalbHa KPOBOTEYA).

3aranbHi po3naau Ta peakuii B Miclli BBeeHHs 1H ekuii: /% ma menwe 10% — 6inb.

Posnanu 3 60Ky renaroOiniapHol cucteMu: [% ma menute 10% — renaTroOTOKCHUYHICTh (BKIHOYAIOUH
rernaTuT, TOKCHYHHII remaTuTr, po3naau 3 OOKy MediHKM), MopyleHHA (QYHKUIT NediHKH (BKIHOYAYH
MoripiieHHa pe3ynbTaTiB (hYHKUiOHAJIBHUX NPo0 MediHKM, MiJBUIICHHA piBHA TpaHcaminas); 0,1% ma
menute 1% — ypaKeHHs MediHKM (BKIOYA0YU MEIMKAMEHTO3HE YPaKeHHA NMe4iHKH).

Posnagm 3 Goky imynHoi cucremu: 0,/% ma menwe 1% — anadinakTHUHHI 1WOK, MiABHLIEHA
4y T/IMUBICTb [0 Mpenapary.

Indexuii ta inpasii: 1% ma menwe 10% - nNHeBMOHIA (BKIIOYAKOYM aTHMIYHY [MHEBMOHIKD), pHII,
OpOHXIT.

Pesynbratu pocdimkens: /% ma menwe 10% — nopowikenus inteppany QT Ha enektpokapiiorpami
(Bxrouarouw nopomkeHHs iHtepeany QT Ha enexTpokapaiorpami, CHHAPOM noAoBKeHoro iHTtepsaiy QT),
MiIBUILIEHHSA piBHA OinipyOiHy B KpoBi (MigBHLIEHHSA piBHA OinipyOiHy, rinepOinipyOiHemis), niaBHILEHHSA
piBHs kpeaTHHiH ochoKiHa3K B KPOBI, MiABUILEHHS PiBHA aminasu, rmiaBuiueHHs pisusa [TT.

[lopymieHHs TpaBieHHs Ta Merabomismy: /% ma wmenwe 10%— rinogocdaremis (Biiouae
rinodpocdaremito, miasuineHHs piBus Gocdopy B KpoBi), rinepkagiemis (BKIHuYae rinepkamiemiio,
MiABHLIEHHS PiBHA Kajilo B KPOBi), 3HEBOAHEHHA,.

Po3nanu 3 60Ky ONOpHO-PYXOBOT CHCTEMHU Ta CMONYYHOT TKaHUHU: [ % ma menuie 10% — mianris.

Po3snaau 3 6oky HepBOBOi cuctemu: /% ma menwe 10% — nucressis.

Posnaan 3 60Ky HMPOK Ta CEYOBMBIAHMX WLIAXiB: /% ma menwe 10% — roctpe ypaKeHHs HHUpOK,
nopyweHHs GYHKUIT HUPOK, rOCTPa HUPKOBA HEAOCTATHICTh, HUPKOBA HEJJOCTATHICTS.

Po3naau 3 60Ky cucTeMu NMXaHHA. OPraHiB rPYIHOI NOPOXKHWUHKU Ta cepenoctinug: 0, 1% ma menwe
1% — roctpuii HaOpsIK JiereHb, AUXaJbHa HEJOCTATHICTh, JIereHeBa rinepreH3is.

Posnazu 3 Goky 1Kipy Ta nimkipHoi kiaiTkoBunu: 0, 1% ma menwe 1% — mynstudopMHa eputema.

6.2 JTocBia micasipeecTpaniiiHoro 3acTocyBaHHs npenapary

Hwuxue HaBesneni nonaTkoBi moGiuHi peakuii, 110 crocrepiranucs y nepioii micaspeectpaliiiiHoro
3actocyBaHHs npenapary bosyiid. Ockinbki COHTaHHI MOBIAOMISHHS MPO Heba)kaHi peakilii HaAXoauIu
BiZl NOMyALIT HEeBU3HAYEHOTO PO3MIpY, He y BCIX BHMAaJKaX MOXKHA JAOCTOBIPHO OLIHUTH 4acTOTY peakiiii
a0 BM3HAYUTH X NPHUUMHHO-HACIZKOBHIA 3B’ 30K i3 3aCTOCYBAHHSIM Mpernapary.

Po3snaau 3 60Ky WKipu Ta NiKIPHOT KAITKOBHHM: cuHapoM CriBeHca-/[xoHcoHa.

MIKJIIKAPCBbKA B3AEMO/IA

7.1 Bnaus iHmux Jikapeskux 3aco6iB na bO3YJII®
Cunvni abo nomipni ineibimopu CYP3A
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OjnouacHe 3acTocyBaHHs npenapaty bosyaid 3 cunbHuMu abo nomipuumu iuriGitopamu CYP3A
nigsuiysano 3HaueHHs Cpax 1 AUC Go3yTHHIOy y mopiBHsHHI i3 3acTocyBaHHAM mpenapary bosynig okpemo
[ous. poszdin «Kniniuna papmaronozisy (12.3)], 1o MOxKe MiJBUILYBATH PU3UK PO3BUTKY TOKCHYHOCTI. Ciia
YHHUKATH 0/JHOYACHOTO 3aCTOCYBAaHHA CHIBHUX a60 nomipuux inribitopis CYP3A 3 npenapfatom Bosynid.

Cunvni indyxkmopu CYP3A

OpHouvacHe 3acTocyBaHHs npenapaty bosynid 3 cuneuumu inayktopamu CYP3A 3HMKYBano 3HauYeHHS
Cmax 1 AUC 603yTuHiOy y nopiBHsHHI i3 3acTocyBaHHAM npenapaty bosynid okpemo [ous. posdin «Kniniuna
papmaxonoziay (12.3)], mo Moxe 3HHKYBaTH edeKTUBHICTh npenapary bosynid. Cnia yHUKaTH 0HOYACHOrO
3acTOCYBaHHs cHiIbHUX iHAYKTOpiB CYP3A 3 npenapatom bosyid.

Ineioimopu npomonnoi nomnu

OxHoyacHe 3actocyBaHHs npenapaty bosynig 3 iHribitopaMu NpOTOHHOT MOMIU 3HHIKYBAJIO 3HAUEHHS
Cmax 1 AUC Go3yTuniOy y nopiBHAHHI i3 3acTocyBaHHAM npenapary bosynid okpemo [ous. pozdin «Kniniuna
apmaxonoziay (12.3)], mwo Moxe 3HKyBaTH edekTuBHicTs npenapary bosynid. V skocti anerepHatusu
3aCTOCYBaHHS iHriOITOPIB MPOTOHHOT MOMITH, CJIiJ 32CTOCOBYBATH aHTALMAM KOpOTKOi aif abo 6nokatopu H2-
ricTaMiHOBMX peLenTopiB Ta po3AiTHTH npuifoM y uaci (Ginbie 2 roauH) 3 mpuiiomom npenapary bozynid.

8 OCOBJIMBI I'PYIIH MTAIIIEHTIB

8.1 BaritHicTh

3eedeni oani wooo pusuKie

BpaxoBytouu pesynbTaTv JOCIIUKEHHS Ha TBapuMHax Ta Mexadism aii npenapar BO3VYJII® niax gac
3aCTOCYBAaHHA Y BariTHUX JKIHOK MOJYK€ CHPUYMHMTH YIUKO/UKEHHS rioay (auB. posain «Kniniuna
(apmaxosoris» (12.1)).

JlaHuX LIOZ0 3aCTOCYBAaHHS BAriTHUM JKIHKAM HEIOCTaTHBO U1 BU3HAYEHHS PU3HKY MOB’A3aHOro i3
3aCTOCYBAaHHAM mperiapary. Y JO0CHIDKeHHI pernpoayKTHBHOI TOKCHYHOCTI Ha TBapUHaX, MPOBEJACHUX Ha
KpOJIsfiX Ta ILlypax, repopajibHe 3acToCyBaHHs 003yTHHIOY Mano HeraTMBHWH BIUIMB Ha PO3BUTOK MIOJIY.
3actocyBanHs 003yTHHIOY IypaMm nepej 3aruiiAHeHHAM 10 7-ro recTauifHoro AHs CIPHYMHSIO MiABUILIEHHS
4yacTOTH pe3opOLil eMOpiOHiB MpH eKcno3ullii 603yTHHIOY B MaTepuHcbKomy opraHismi (AUC) uHa pisHi 0.5
Ta 0,4-KpaTHOMY pIBHIO Yy JIFOJMHH [pH 3acTOCyBaHHI pexomenaosaHoi jo3u 400 a6o 500 wmr/zens,
BIAMOBIZHO, @ TaKO’K 3MEHINECHHA IMIUIAHTalil Ta CKOPOYEHHA 4YMCIa JKUTTE3NATHUX eMOpIOHIB Mpu
eKcro3uiii 003yTHHIOYy B MaTepMHCbKOMY OpraHismi Ha piBsi 1,8 Ta 1,3-KpatHOMy piBHIO Yy JIIOAWHU [PH
3acTOCYBaHHI pekomeHoBaHol 103 400 abo 500 mr/aeHs, BiANOBiAHO. 3acTocyBaHHs 603yTHHIOY BariTHUM
KPOJMLIAM MiJ Yac OpraHoreHesy CIpHYMHAIO aHOMail IOy (3MUTTA CErMeHTIB rpyAMHH; 2 MJIOAH Maju
pi3Hi BicuepanbHi MopyuleHHs) Ta Oau3bK0 6% 3MEHIIEHHs MacH MIOAY MpH eKcrno3uuii 603yTuHIOY B
marepuHcbkoMy opranismi (AUC) Ha piBui 2,3 Ta 1,7-KpaTHOMY PpiBHIO y JIOAMHM [pH 3acTOCYBaHHI
pekomenaoBaHoi 1034 400 abo 500 mr/nens, Bianosiauo (auB. «lani»). BariTHuM jKiHKaM CiIijl MOBITOMHTH
MpO NOTEHUIHHUNA PU3MK JUIA TUIOLY.

Po3spaxyHkoBuii ()OHOBHIH PHU3MK 3HAYHMX BPOKEHHMX Bad Ta BUKMIHA Y NOMyaswil, AKid nokasaHe
nikyBaHHs, HeBigomuit, Jlna Oyab-akoi BariTHocTi icHye (OHOBMH PHU3MK PO3BHTKY BPOKEHMX Baj,
BUKHAHA abo iHmMX HebaxaHux pesyabtatiB. [lna saraneHoi nomysauii CIIA pospaxynkoBuit ¢oHOBHIH
PH3MK 3HaYHUX BPOUKEHMX BaJ Ta BUKHIHA I KJIIHIYHO MiATBEpP/UKEHUX BariTHOCTEeH cTaHOBUTH 2—4 % Ta
15-20 % BianosizaHo.

Jani

[asi o0 TBapuH

V nociiuKeHHI TpaHCMIaleHTapHOro NMPOHWKHEHHS MpenapaTy Ha BariTHUX wiypax OyB rokasaHuit
BIUIMB PaliOaKTMBHO MiyeHoro 003yTHHIOy Ha naia. Y oxkpemMomy AOCHTIKEHHI BariTHi caMuui wUiypiB
oTpUMyBaH 1034 603yTHHIOY 1, 3 Ta 10 Mr/kr/no6y nepopaibHO Mij Yac nepioay opraHoreHesy. ¥ LboMYy
JIOCJII/UKEHHI BariTHUM CaMMLIAM LLYPIiB BBOJMJIM 03y, IO HE J03BOJSE MOBHICTIO OLWIHMUTH HEraTUBHI
HACJTiIKK 3aCTOCYBaHHs Mpernapary.

YV nocnimkenHi emOpioderansHoi TOKCHYHOCTI HA KpONAX BariTHIi camuili OTPUMyBajy_ J03M
6o3yTuniby 3, 10 Ta 30 mr/kr/a06y nepopaibHO Tia yac nepioay opraHorexesy. ITicns 3actocyganis [io3u

o \'\'..
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603yTuHiOy 30 mr/kr/goby, MmO € TOKCHYHOK JIsi MaTepHHCHKOrO OpraHisMy, crioctepiranvcs narojorii
(3’eqHaHi CerMeHTH rpyauHu; 2 MI0AM Mald Pi3HOMaHITHI BicuepaibHi aHOMalii) Ta 3MEHIIEHHS Macy Tina
mnoAiB npudausHo Ha 6%. Ilix 4yac 3actocyBanHs n03u 30 mr/kr/moby koHueHtpaiis 603yTuHiby (AUC)
Oyna maitke y 2.3 ta 1,7 pasiB Buiow nopisasHo 3 AUC, 110 crocTepiraeTbCs y M0AH MicisA 3aCTOCYBaHHA
pexomengoBanoi 1031 400 Ta 500 Mr/neHs BiANOBIAHO.

8.2 l'ogyBanns rpyaiio

3sedeni oani oo puzuxie

Iudopmanis om0 HasiBHOCTI 603yTHUHIOY ab0 #oro MeTabomiTiB y rpyAHOMY MOJIOLI JIFOAMHM, BIJIMBY Ha
HEMOBJIAT, AKi nepe0yBalOTh HA IPyZAHOMY BHIOAOBYBAaHHi, Y4 Ha BHpOOJIEHHA MoJOKa, BiacyTHs. Ilpore
BiZIOMO, 1110 603yTHHIO HasBHHM y MOJIOL JAKTYIOUMX CaMHLb MIypiB. BpaxoByrouu MOMIMBICTE PO3BUTKY
cepio3HHMX MOOIYHMX peakuidf y HEeMOBJAT, rpyaHE BHrOJOBYBAHHA HE PEKOMEH/O0BAHE MiJ 4Yac JIiKyBaHH:
npenapatoM bo3ynid, a Takox npoTArom moHalMeHmIe 1 Micss mic/is OTPUMaHHS OCTaHHBOT J03H.

Jlaui 111010 TBapuH

[Ticns BBeaeHHS OJHI€T 1034 paji0aKTMBHO MideHOro Go3yTHHIOY NaKTylOUMM LiypaM pajioakTHBHICTb
npernapary crocTepiraid B miasMi MOTOMCTBA, AKi OTPMMYBAlIM MOJIOKO LMX CaMHllb, 1€ BOPOAOBK 24-48
rOJIMH.

8.3 PenposyKTHBHHIT MOTEHLIA Y KiHOK i 40.10BIKIB

BariTHicTb

Bpaxosyroun pe3ynsraTit gociikenHs Ha TBapuHax BO3VYIII® nix yac 3acTocyBaHHS Y BariTHUX jKIHOK
MOJXK€ CHPUYMHHTH YIUKODKeHHs oy (auB. posain «Ocobamsi rpynu nauientie» (8.1)). JKinkam
AITOPOAHOrO BiKY CJi/] 3/aTH TECT Ha BariTHICTh NMepeJl MoyaTKoM 3acTtocyBaHHs npenapaty bO3VJIIO.
KonTpauenuis

Kinku

BpaxoByioun pe3yibTati A0ociipKkeHns Ha TeapuHax bO3VYJII® nix yac 3acTocyBaHHA Y BariTHUX JKiHOK
MOXKE CMNPUYHHUTH YIIKOMKEHHA rioay (aus. pos3ain «Ocobausi rpynu nauieHTiB» (8.1)). XKinkam
AITOPOAHOTO BiKy CJiJ KOpMCTyBaThCs e(eKTHBHUMHU 3acobaMM KOHTpauenuii (MeToau, sAKi MaroTh
edeKTHBHICTL He Hmwk4e 99%) nia yac NiKyBaHHA, a TaKOXK MPOTAroM loHaWmeHme | Micsus micns
OTPUMaHHS OCTaHHbLOI A03H.

IHbepTUBHICTD

Pusuk po3BuTKy Oesrunijis y JKiHOK i YOJIOBIKIB JITOPOAHOrO BiKy He AOCHiKyBaBci. Bpaxoyiouu
pe3yibTaTH JOCHiKeHb Ha TBapuHax, npenapar bosynid Moke 3HMWKYyBaTH (pepTHIABHICTH y XKIHOK i
YoNoRiKiR miTopoaHoro riky. (ua. pozain «Hexniniuua Tokcuxonoris»(13.1))

8.4 /litn
Besneky Ta edextuBHicTh 3acTocyBaHHs npenapaty BO3VJII® y nauienrtiB Bikom MmeHue 18 pokis He
BCTAHOBJIEHO.

8.5 JliTHi soan

VY HenopiBHANBHOMY KJIiHIYHOMY AOCIiUKeHHI 3acTocyBaHHs npenapary BO3VJII® 3a yyacti nawieHTis
3 XMJI Ta IHTONEPAHTHICTIO 4YM PE3MCTEHTHICTIO 10 mnomepeAHboi Tepamii cepea XxBopux Ha XMJI 3
no3uTHBHOK (inanensdiiicekolo xpomocomoro (Ph+) 20% nauientis 6yiu Bikom 65 pokis abo crapue, 4% —
BiKOM 75 pokiB Ta ctapiue. Mix nauieHTaMu JiTHBOrO Ta MOJIOJILOrO BiKy He 3a()iKCOBAHO KOAHUX 3aralbHUX
BiAMiHHOCTeH y Oe3newui uu eeKTHBHOCTI JMiKyBaHHA. B iHIIMX 3BiTax Mpo A0CBiA KJIIHIYHOrO 3aCTOCYBAHHA
npernapaTty TakoX He 0y/o 3HaieHO Pi3HMLI Y TepaneBTHYHUX BiAMOBIAAX MALi€HTIB JITHBOrO Ta MOJIOAILOTO
BiKy. OaHaK, HE MOYKHA BHKJIIOYHMTH MOXKIMBICTH MiABMIIEHOT YYTJIMBOCTI [0 Mpenapary B OKpeMHX Ocib
NITHBOTO BIKY.

8.6 Ilopywenns pyHkuii HUpoK A 3
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[Mauiesram 3 nomipaum (kaipedc kpeatusiny (Cle): 30-50 mu/xB, po3paxoBaHo 3a (HOPMYJIOO
Kokpogra-T'onra (K-I')) Ta Taxkum (Cl,, Menme 30 mu/xB) nopymeHHsM (yHKUil HUPOK Mepe]] NoYaTkoM
TiKYBaHHS CJliJl 3MEHIIMTH OYaTKOBY 403y npenapary. Jlis nauieHTis y AsKuX QYHKLUIS HUIPOK MOTipLIYETHCS
MpH 3acTOCyBaHHI npenapaty bo3sy:nid y nouarkoBiit 2031 cilifi 3MIHHTH [03Y BiAMOBIAHO 10 peKOMEHIALLii
Mo TOKCHYHOCTI (Ous. posdin «Cnoci6 sacmocyeanns ma dosux(2.3, 2.5) ma «Kniniuna papmaronozisin
(12.3)). 3actocysanns mnpenapatry BO3VJII® y nauientiB, ski nepeGyBaloTh Ha reMojianisi, He
JOCIi 7Ky BaI0Ch.

8.7 llopymenns pyHKUIT nediHKH

[lauiesTam 3 nopymeHHaMH QyHKuii nedinku kiacis A, B, C 3a Yaing-Ilewo cnig 3MeHmuTH
M0YaTKOBY 103y npenapatry [ous. poszoinu «Cnocit 3acmocyeéanus ma oosu» (2.3, 2.5) ma «Kniniuna
papmaronoziay (12.3)].

10 HNEPEJO3YBAHHS

YV kniHiyHUX JochiKeHHsX 3adikcoBaHi MOOAMHOKI BMMAAKM nepeaosyBaHHsa npenapary BO3VIIID.
BiacyTHi nosigomienHs npo Oyab-ski cepiiozHi HeGakaHi ABHILA, NMOB’A3aHi 3 Mepeno3yBaHHAM. Y BHNAAKY
nepeaosysBanHs npemnapaty bO3VJII® nauieHTam ciia nNpoBOAMTH BIAMNOBIJAHE MIATPUMYIOYE JIIKYBaHHSA Ta
CMOCTEPEIKEHHS.

11  OIIHUC
bosytuni6 HanexxkuTh A0 Knacy iHriGitopiB kiHa3. XimiuHa Has3Ba 003yTHHIOY MoHorigpaty: 3—
XiHOJIIHKapOOHITPHJI, 4-[(2,4-nuxnop—5—metokcudenin)amino |-6—-metokcu—7—[3—(4—-meTua—1—

ninepasuHin) nponokcu]-, rigpar (1:1). Ximiuna dopmyna— CysHz9ClhNsO3*H,O  (MoHoriapar);
MonekyaspHa maca— 548,46 (moworigpar), eksiBanentHa 530,46 (Ge3BogHa peuoBuHa). BosyTHHIOY
MOHOTI/IpaT Ma€ HACTYITHY XiIMi4HY CTPYKTYpY:

le\[pl
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bosyTuHiOy mMoHoriapar npeacrasise co60i0 NOPOLIOK Gioro ado KOBTYBaTO-KOPUYHEBOTO KOILOPY.
Peuosuna nemoncTpye pH-3anexHy po3uuHHICTh y AianasoHi ¢isionoriunux nokasuukis pH. [Tpu pH 5 a6o
HUKYe 003yTHHIOY MOHOrIApaT € BHCOKOPO3UMHHOIO Crojykow. [Ipu 3HauenHi pH Ginbme 5 3aarHicTsb
603yTHHiby MoHOTiApaTy 10 JDO3UMHEHHA WBHIKO SHIKYETBCA.

Tabnerkn BO3VIJII®™ (6o3yTuHi6) and MepopaibHOr0 3acCTOCYBaHHS BHITYCKAOTECA Yy JBOX
JI0O3YBaHHAX: JKOBTI, OBalbHi, JABoOMyK1i Tabnetkn no 100 Mr, BKpHUTI MJIBKOBOK 000JIOHKOIO, 3
rpasiloBanHsm «Pfizer» Ha oaniii ctopoti Ta «100» — Ha iHLi#; | YepBOHI, OBa/bHI, 1BOOMYKI TAGIETKH MO
500 mr, BKpHTI M1iBKOBOIO 060/I0HKOI0, 3 rpaBitoBaHHsM «Pfizer» Ha oauiit croponi Ta «500» — Ha iHmii.

Kosxna tabnetka npenapary BO3YJII® no 100 mr mictute 103,40 mr 603yTuniby monoriaparty, o
gianosigae 100mMr Go3ytuHiOy; kokHa TabGierka npemapaty BO3VJII® no 500 mr micture 516,98 mr
603yTuHiby mouorigparty, mo Bianosizae S00Mr GosytuuiGy. TabGneTkn MiCTATE HACTYNHI HEAaKTMBHI
PEUOBHHH: MIKpOKPHCTAliYHa LEM0103a, KPOCKApMeo3a HaTpilo, MoJoKcamep, MOBINOH, CTeapaT  MarHiio,

ES '
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MNOJIBIHIIOBHH CIUPT, AIOKCH THTaHY, MOMIETHICHIMIKOIb, TAIBK, OKCH/ 3ali3a )KOoBTHil (y TabaeTkax rno
100 mr) Ta okcuz 3ai3a yepBoHuii (y Tabrerkax mo 500 mr).

12 K/IHHIYHA ®APMAKOJIOI'TA -

12.1 Mexani3m aii

bosyruni6 € inribitopom THposuHKiHa3u. [Ipenapar npurhiuye KiHasy K1acTepHOro perioHy TOUKOBOTo
po3puBy Abenscona (BCR-ABL), mo 3ymosmoe possutok XMJI; takox Go3ytuni6 € iHribitopom Kinas
poaunHu Src, sAKa BKIouae Kinasu Src, Lyn ta Hek. Bosytnni6 npurniuye 16 3 18 criiikux 10 imatinioy dopm
Kinasu Ber-Abl, mo excnpecyloTbcs B MI€NOTAHMX KITHHHHX JiHiAX Muimeir. Bo3yTuni6 He npurmidye
MyTaHTHI KaiTuan T3151 ta V299L.

12.2 ®apmakoanHamika

Y Xxoai aHamizy excrmosuuis — BIiANOBiAb 1040 e(PEKTUBHOCTI B KIIHIYHUX A0C/IIKEHHAX
criocTepiranacs 3aleXHICTh MK €KCMO3HLI€K Mpenapary Ta BHIIOK IMOBIPHICTIO Biamosimi. AHami3
€KCMO3HUIlIA — BIAMOBiAb B KIIHIYHUX JOCHI/UKEHHAX MO0 Ge3MeKH MOKa3aB 3B'S30K MikK EeKCHO3HILEHO
npenapary Ta BULIOK iMOBIPHICTIO PO3BUTKY MOGIYHMX peakLii.

Enexmpodghizionocis cepys

[Ipn 3actocysanni nepopanbHo ogHiei jgo3u 500 mr npemapary BO3VJII® B komGinauii 3
KeTOKOHa3010M (cunpHuM iHribitopom CYP3A), BO3VJII® He nomosxkye intepsan QT y kiiniuHO
3HAYYILMX MEkKaX.

12.3 ®apmaKoKiHeTHKA

®apmakokiHeTHKa 003yTHHIOY Oyna OLliHEHa NpH [epopanbHOMY 3aCTOCYBaHHI 3 TIKEI, SKIIO He
3a3HayeHe iHue.

bosyruHiG nemoncTpyBaB nponopuiiine n03i 30inabmenHs AUC ta Cmax mnpu  3acTocyBaHHi
nepopaibHo y n03i Big 200 mo 800 mr (Big 0,33 mo 1,3 kpaTHOi MakCHMaibHOI 3aTBEPAKEHOI
pexomenioBanol 1034 y 600 mr). Cepeane (ctanaapthe BiaxuneHns [CB]) sHauenns Cmax cTaHOBUIIO
146 (20) ur/mn ta cepenne (CB) 3nayeHHs AUC Gyno 2720 (442) Hrxrom/mi micis 3acTOCYBaHHs
Kinbkox 03 npenapary BO3VIJII® nepopansio no 400 mr y nauientis 3 XMJI; 3nayenns Cmax
cranoBuiio 200 (12) mr/ma ta AUC — 3650 (425) urxroa/mia micas 3acTOCyBaHHs KiJIBKOX /103
npenapaty bO3VYJII® nepopansto no 500 mr y nauientis 3 XMJI.

Abcopbuis
[Ticna npuiiomy ojadiei no3u npenapaty bO3YJII® 500 Mr 3 Tkewo y nauientiB 3 XMII

MezliaHa(MiHIMyM, MaKCHMYM) Yacy 0 JOCATHEHHS MaKCHMMalbHOI KOHUEHTpauii (tmax) JikapchKoro
3aco0y cranosuna 6,0 (6,0: 6,0) rogun. AGcomoTHa GiOJOCTYMHICTH Yy 370pPOBHMX J0GPOBOJBLIB
craHoBuaa 34%.

[Tin yac npuiiomy npenapaTy pasoM 3 iel0, IO MICTHTB Garato KMpiB, y 3/0POBHX A0GPOBOIIBILB
crioctepiranocs 36inbmenns 3HayeHHs Cmax Go3ytuniby B 1,8 pasy ta AUC y 1,7 pasy. Ika, mo
micTuTh Oararo xkwupis (800-1000 kanopiii), Mana npubnu3HO HacTynHuMi cknan: 6inku (150 Kasopiit),
ByriaeBoau (250 kanopii), sxupu (500-600 kasnopiii).

Po3nozin
[Ticns BBeaeHHs pasosoi go3u 120 mr Gosytuniby BHyTpimHpoBenHo (0,2-kpaTHa MaKCHMasbHa

3aTBEp/UKEHa pekoMeHoBaHa jio3a y 600 mr nepopaibHo) 310poBUM 100pOBOIbLSAM, cepeaHii (CB)
06’em posnopiny cknanas 2441(796) n. Cepeaniit (CB) yaBHuii 06’eM posnoainy micis npuitomy
onniei 103u npenapaty BO3VYJII® 500 mr nauientamu 3 XMJI cranosus 6080(1230) .

3B’s3yBaHHs 3 Olnkamu cknagae 94% in vitro Ta 96% ex vivo i He 3anexuTh BiJ KOHLEHTpaLi

npemnapary. Rt

gL
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EniMiHauis

[licns BBenenHs pasoBoi jgo3u 120 mr 6o3ytuuiby BHyTpimmHboBenHo (0,2-KpaTHa MaKCHMalbHa
3aTBep/UKeHa pekomeHaoBaHa 1o03a y 600 mr népopasbHO) 3710poBMM 106poBObLsAM cepeniii (CB)
repiojl HamiBBUBEICHHA y TepMmiHanbHil dasi (t1/2) cknanas 35,5(8,5) rox, a cepeaniii(CB) knipenc
(Cl) — 63.6(14,1) n/ron. [Ilicna sactocyBans ommiei mo3u npenapary BO3YJII® nepopansho y
nauientis 3 XMJI, cepenniii nepiox t1/2 cranosus 22,5 (1.7) roaun, cepenniit (CB) kiipenc (Cl) — 189
(48) n/ron.

Mera6oni3zm
Bo3yruni6 nepeunHO MeTabonizyeThes 3a gonomororo CYP3 A4,

Exckpeuis
[Ticas npuitomy oaHiel nepopanbHOi 1031 603yTHHIOY 3 pagioakTHBHOM MiTKot0 [14C] 6e3 ki, 91,3%
71034 npenaparty 0ys10 BUBeAeHO 3 KaioM, 3,3% — i3 ceuero.

Ocobauei epynu nayienmis

[TopymenHs GyHKuii HUPOK

[Tpu 3actocysanni oaniei 103u 200 mr npenapaty BO3VYJII® nepopansHo (0.33-kpaTHa MakcMMaibHa
3aTBep/UKeHa pexomeHa0BaHa 103a y 600 mr) sHauenns AUC Gosytuniby nigsuumnocs y 1,4 pasa y
cy0’eKTiB 3 moMipHMM mopyweHHsAM ¢yHKuii Hupok (kiipenc kpeatuniny (Cler): 30-50 mun/xs,
pospaxosaHo 3a gopmynoro Kokpodra-I'onra (K-I), Ta minBumunnocs y 1,6 pasza y cy6’e€KTiB 3 TAKKIM
nopyieHHsM GyHkuii Hupok (Cler menwme 30 Ma/XB) y MOpiBHAHHI 3 Cy0’€KTaAMH 3 HOPMAJIBHOIO
dynkuiero nupok (CLer > 80 ma/xs, K-I'). V cy6’exriB 3 nerkum nopyiennsam dyukuii aupok (CLer :
51-80 wmuw/xB, K-I') e cmocrepiramu KIiHIYHO 3Ha4yIMX BiAMiHHOCTEH y dapMakoKiHeTHL
003yTHHIOY.

[Hopyimenns dyHKiii nedinku

[Ipu 3actocyBanni oauiel 1o3u 200 mr npenapary bO3YJII® nepopasnsho (0,33-kpaTHa MakcuMmanbHa
3aTBep/UKeHa pekoMeHaoBaHa 103a y 600 mr) nokasHuk Cmax 6o3yTuniOy mizsuuiysascs y 2,4, 2 ta
1,5 pasu i mokasuuk AUC 36inbmses y 2,3, 2 ta 1,9 pasu BianosigHo npu nopymenHi ¢yHKLii
neuinku Knacis A, B, C 3a Yaiina-ITeto.

Mixikapchka B3aemMoist

KuiHiYHI JoChiuKeHHS

Hacrynni B3aemopii Oyau ouiHeHi y mepexpecHHX AOCHIUKEHHSX 3a yqacTi 310pOBHX J10GPOBOJIBLLB,

AKIIO iHIIIE HE 3a3HAYEHO.

Cunvni ma nomipui inzieimopu CYP3A

Onny nosy mpenapaty Bosynidp 100 mr nepopansho (0,17-kpaTHa MakcMManbHa —3aTBep/KEHA
peKOMEHJI0BaHA [103a) 3aCTOCOBYBAJH OKpeMO ab0 3 CyMyTHIM 3acTOCYBaHHAM KiJIbKOX J00OBHX 103
keTokoHaszony 1o 400 mr (cuibhuit inriGitop CYP3A) Ges inu. Ketokonason niasumyeaB Cmax i AUC
603yTHHIOy B 5,2 Ta 8,6 pasa BianosiaHo.

Y iHmomy aociigkenHi oaHy n03y npenapaty bosynid 500 Mr nepopajibHO 3aCTOCOBYBAIH OKPEMO
abo B xomOinauii 3 125 mr anpenitanty (nomiphum iHriGitop CYP3A) 3 xero. AnpeniTant nigsuiysas
Cmax i AUC 603ytusiby B 1,5 ta 2,0 pasu BianosiaHo.

Cuneni indykmopu CYP3A

Oxnny nosy npenapary bosynid 500 Mr 3acTocoByBani OKpeMo a6o 3 CYMyTHIM 3aCTOCYBAHHAM KiJbKOX

A06oBux 103 pudamniny rno 600 mr 3 ixero. Pudamnin cnpuunnioBas 3smenienHs Cmax GoayTHmﬁy Ha 86%
i AUC Ha 94%. :

ok = Q\
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Ineibimopu npomonHoi nomnu

B ymoBax in vitro posunumicte mpenapaty Bosynip y Boai samexurs Bim nokasumka pH. ¥
MepexXpecHoMy J0CIi/DKEHH] B3a€MOAIT 3 IHIIMMK JiKapchKuMU 3ac00amMu 0Hy 103y npenapaty Bosymid 400
MI' TIEPOPAIbHO 3aCTOCOBYBA/IM HATIIECEPLIE OKPeMO abo 3 CymyTHIM 3aCTOCYBaHHAM KiJbKOX J000BHX 703
naxconpasony 60 Mr nepopansHo. Jlanconpason 3HmwkyBas Cmax 603yTuHiOy Ha 46% i AUC Ha 26%.

Cybempamu 2nixonpomeiny-P

Ozany nosy npenapary Bosynid 500 mr mepopaibHo 3acTocoByBany y KoMOiHauii 3 OAHIEI 103010
nabiratpaHy etekcunaty mesunaty 150 mr (cySerpar riikonpoteiny P). 3actocyBanHs 6o3yTuniGy He Maio
KJIIHIYHO 3HAYYIIOTO BILUIHBY Ha (JapMakoKiHeTUKy nabiratpaHy.

Jocniooicenns in vitro

Bnaus 60symuniby na mpancnopmepu

BosyTuHi6 moxe maTd morteHuian mwono iHriGysaHHs GiJKa pe3UCTEHTHOCTI PaKy MOJOYHOI 3a103M
(BCRP) y TpaBHOMy TpakTi, npote Mae cjabKuii MoTeHLian wogo cucteMHoro inriGyeanus BCRP aGo
OpraHiyHMX aHiOHHUX TpaHcnopTHUX mnozinentuais (OATP)IB1, OATPIB3, opraHiuyHux aHiOHHHX
tpancnoprepis (OAT)I, OAT3, opraniunux karionux Ttpascnoprepie (OCT)I ta OCT2 y kiiHiuHO
3HaYYIIMX KOHILIEHTpALlifiX.

13 JOKJIIHIYHA TOKCHUKOJIOI'Is

13.1 KanueporeHnes, myrarese3s, nopyuieHusi pepruibHocTi

Y IBOPIYHOMY JOCIi/UKEHH] KaHLEporeHHocTi 603yTHHIOY Ha LIypax camlli TBAPHH OTPHMYBAIH 031
MaKCHUMyM 25 Mr/kr/no0y, camuui— 15 mr/kr/no6y. ITia yac 3acTocyBaHHA BMCOKHX 03 OYJIO OTPHMMAHO
eKernosuuito npenapary, wo y 1,8 (camui) Ta 3,8 (camku) pasa nepeBulilye MOKa3HHUK, AKHMil CIOCTEPIiraeThes
NpH 3aCTOCYBaHHI peKOMeHA0BaHOT 1031 603yTHHIOGY 400 Mr/ 106y, a Takox y 1,4 (camui) Ta 2,8 (camky) pasa
MEPEBUIILYE MOKA3HUK, AKHA CIOCTEpIraeThesi MPU 3aCTOCYBAHHI PEKOMEHIOBAHOT 03U G03yTHHIOY
500 mr/p00y y moaeit. ¥ upoMy A0CIiIKeHH] He OTPUMAHO MiATBEP//KEHb KaHLEPOreHHOCTi npenapary.

B pesynbTati nposesieHHs rpyny aHajii3iB, BKIIIOYAIOYH aHalli3 3BOPOTHOT GakTepianbHOi MyTaLil (Tect
Eiimca), ananis in vitro 3 BUKOpUCTaHHAM NiMOUHTIB niepudepiiiHOT KPOBi JTIOAMHH i TeCT MiKpOsIep CaMILiB
MHLUIEH, AKi OTPUMYBanM MNpernapaT MEepopaibHO, He Oyl0 BUABIEHO MYyTAreHHUX ab0 KIaCTOreHHHX
BIacTUBOCTEl 603yTHHIOY.

Y nocnikeHHi (epTUABHOCTI 1IypiB caMiliB, sSKi OTPUMYBAJIM TIpenapar, napyBaiu 3 HeliKOBaHUMH
CaMMLAMH, a HENIKOBaHMX CaMLB MapyBaiy 3 CaMHLAMH, L0 OTPUMYBaIX npenapat. CaMuili OTpUMyBaTi
Mpenapar 70 MoyYaTKy napyBaHHs i 3aBepUIMIM Tepamilo Ha eTani PaHHBOrO eMOPIOHATBLHOTO PO3BHUTKY.
3actocyeanus 03u GosyTtuni6y 70 mr/kr/ao6y npusseno a0 3HMWKEHHA (DEPTHIBHOCTI caMmuiB, npo 1o
CBIAYMIIO 3MEHUIEHHs KinbKocTi BariTHocTelt Ha 16%. Ll 1032 He cnpUuMHIOBaTa MATONOriYHi 3MiHM y
PETNpOAYKTUBHHUX opraHax camuiB. Ilix uyac sactocyBanHs a03u 70 Mr/kr/zo6y excnosuuis 603yTuHIGY
(AUC) cranosuna 1,5 kpatHy BenuumHy a6o Bianosinana nokasuuky AUC, wo crnocrepiraetses v mozeit
Mic/IA 32CTOCYBAHHS peKOMEH0BaHoT 103 npenapaty 400 mr/a06y a6o 500 mr/a06y, Bianosiaxo. Bo3yTuwi6
HEe BIUIMBAB Ha PEPTHIBHICTH (KiNbKICTH BariTHoCTel) camuub uiypis. OaHak, mia yac 3acTocyBaHHS 103H
003yTuniby 10 mr/kr/106y abo Ginbie (0,5 abo 0.4 Bix ekcrO3ULIT penapary y MOAMHH MiCIA 3aCTOCYBaHHS
pexomeHoBaHol 03u npenapaty 400 mr/no6y a6o 500 mr/mo6y) crioctepiranocs 36ifbleHHS YaCTOTH
pe3opOuii emOpionis; mia yac 3acrocyBanHs 1031 30 Mr/kr/n06y (NepeBUIEHHS KOHLIEHTpaLiil npenapary y
moauuu B 1.8 Ta 1,3 pasa micisi 3acTocyBaHHs peKOMeHI0BaHOT 103u mperiapaty 400 wmr/moby a6o 500
Mr/06y) 6yn10 3adikcoBaHO 3MEHIIEHHs KiIbKOCTI iMMIaHTaLiii Ta )KUTTE31aTHHX eMOpPIOHIB.

14 KJIIHIYHI JOCJIIJKEHHSA
14.1. Xpouiunuii mienoneitkos (XMJI) 3 no3utuBHOW dinagenbdilfichkol XpoOMOCOMOIO V XPOHIUHil

- Ty

dazi (XD Ph+) niarHocToBaHuii Briepiie e

AR

KoHTponbHui IH: 4083804 18



Edextusnicts npenapaty bO3VYJII® y nauienTtis 3 Brepiue aiarHoctoanum X® Ph+ XMIJI 6yi10 owiHeHO y
nocaimxenni BFORE: Bigkputomy GaratoueHtpoBomy AociipkeHHi Ga3u 3 y 10pociinX Nali€HTiB 3 NEpBHHHO
niarHoctoBauuM XMJI y xpowiuHiit ¢asi y mopiBHAHHI 3 3acTocyBanHaM iMatuHiOy [NCT02130557].

Hocnimkenns BFORE € mnoapiiHuM BiIKPUTUM paHIOMI30BaHMM 0GaraToLEHTPOBUM JOCIHiPKEHHSIM
NPOBEACHUM JUIs OLIHKH edexTuBHOCTI Ta Oe3neku moHoTepanii npenapatom bO3YJII® y n03i 400 mr oauH pas
100y y nopiBHAHHI 3 MOHOTepaniero iMatuHiOoM y 1031 400 Mr omuH pas 00y y AOPOCIMX MALEHTIB 3
nepBuHHO AiarHoctoBanum X@ Ph+XMJL V nocnimxenni 6yno pangomizoBano 536 nauienTis (268 naiieHTis y
koxHi# rpyni) 3 Ph+ a6o Ph- X® XMIJI niarHocrosanmii Briepe (nonynduis intent-to-treat [ITT]) Bkmouaroun
487 nauienti 3 Ph+ XMJI, y sKuX nepej MoYaTKOM AOCIIKEHHA CIIOCTEpiranacs eKCHpecis TPaHCKPHIITIB
b2a2 ta/abo b3a2 Ta kinekicTs koniit BCR-ABL >0 (nomynsuis modified intent-to-treat [mITT]).

Panpomisaniio 6yno crparudikoBano 3a mkanow Sokal Ta reorpadiunum perioHom. Vei nauieHTH
OTPUMYBaJIM JIIKyBaHHs Ta/ab0 3HaXOAMNMCh MiA HaraagoM a0 S5 pokiB. EdexktusHicTs Oyna ouiHeHa y
nonyaauii mITT. OcHoBHMM nokazHUKOM edeKkTHBHOCTI Oyiia Beluka MonekynspHa sianosias (BMB) na 12-ii
Micsllb JocnikeHHs Bu3HadeHa sK piseHb BCR-ABL <0.1% 3a wmixkuHapoaHowo wikajnom (Bianosizae
norapuMiuHOMY 3MEHIIEHHIO >3 MOpPIiBHAHO 31 CTAaHAAPTH30BAHWUM [IOYATKOBMM PiBHEM) 3 OLIHKOIO
moHaiimerme 3000 ABL TpaHckpuntiB ueHTpaibHOWO fabopatopicio. J[04aTKOBO pe3yiabTaTH e(heKTHBHOCTI
BKJIIOYA/IH NMOBHY LMTOreHeTHuHy Bianosias ([TLIB) yepes 12 micsuiB, BU3HaueHoT sk BiacyTHicTh Ph+ meradas
npu ananizi >20 wmeradas meroaoMm audepeHUifHOrO 3a0apBIEHHS XPOMOCOM OTPUMAHUX 3 MYHKTATy
KICTKOBOTr0 M03Ky a6o BMB, y pasi BiICYTHOCTI Z0CTATHHOrO LIWTOTEHETHYHOTO OLIIHIOBAHHS.

Cepen nonynsauii mITT y nanomy nocnimkenni 6yno 57% vosnosikis, 77% Oy esponeoinnoi pacu, 19 % -
BikoM BiJ 65 pokiB. Meaiana BiKy ckiaagana 53 poku. [liciaa mowaiimenme 12 micsuis Harmany, 77,6% 3 246
nauieHTiB, AKi oTpumyBaiu 603yTHHIO, Ta 72,4% 3 239 nauieHTiB, AKi OTPUMYBa/M iMaTHHIO, NPOJIOBKYBAIH
OTPUMYBATH JIiKyBaHHA. MeniaHa TpuBasocTi JiKyBaHHA ckiagana 14.3 micauie ans npenaparty Bosytuxio ta
13,8 micauiB g iMmaTuHidy.

Pesynbtati mono edexktuBHocTi otpumati B gocuipkeHHi BFORE naseneni y Tabimui 8.

Tabauus 8. 3Beaeni aani moao BeanKol Mojeky/asipHoi Bianosiai (BMB) na 12-it micsiub T2 moBHOI
uuroredernunoi Bianosiai (INI[B) uepes 12 micauis, no rpynam jgikysanus y nonyasuii mITT

Bo3yTunio ImaTuni6o SR —
Bianosiam N=246 N=241 S

s (cyo) - (0/“) pP-3HaY1eHHs
BMB na 12-ii micsius 116 (47,2) 89 (36,9) 0,0200°
(95% 1I) (40,9; 53.,4) (30,8; 43,0)
IIIIB uepe3 12 micsauis 190 (77,2) 160 (66.4) 0,0075
(95% M) (72,0; 82.,5) (60,4; 72.4)

orpumane 3a tectom KMX, crpatudikoBane 3a reorpadiunum perioHom Ta mkaioro Sokal
NpH paHaoMizauil.
[TLIB — moBHa uuToreHeTHyHa Bianoeiae; I — nosipumii intepsan; KMX — Koxpan—
Mantens—Xensens; BMB — Benuka monekynspHa Bianosiab; N/n — KilbKicTh naiieHTis.

Pisens BMB Ha 12-ii micsup ans Beix panaomizoBanux nauieHTiB (nonynsuis ITT) sianosigas pisHio y
nomysauii mITT (46,6% [95% [I: 40,7; 52,6] y rpyni nikyBaHHs 6o3yTHHIGoM Ta 36,2% [95% I: 30,4; 41,9]
y rpymi JiKyBaHHs iMaTHHIOOM; criBBiAHOWEHHS waHciB 1,57 [95% MI: 1,10: 2,22]). Yepes woHaiimenne 12
MicALIB Tepanii, y 5 naui€HTiB 3 rpynu 3actocyBaHHs 003yTHHIOY Ta 7 Naui€HTIB 3 rpynu 3acTOCYBaHHS
iMmatuHiOy BinOyBes nepexiz a0 da3u akcenepatiii abo 61actHoro kpusy XMIJL

14.2 Xponiyuuid Mienoneiiko3d (XMJI) 3 nosuruBHow ¢iganensdiiicbkoio xpomocomorw (Ph+) v dasi
akcenepauii, ¢asi 61acTHOro Kpu3y Ta XpoHiuHii (a3l npu HenepeHocumocTi abo HeedeKTHBHOCTI
iMaTHHIGY P Y

Jocnimkerns 200 (NCT00261846): HeropiBHsNbHE, BiAKpHTE, GaraToleHTpOBE IOCTLWKEHHS' cepel
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nauieHTiB 3 XMJI, 3 pesucTeHTHICTIO a0 IHTOJNEPAHTHICTIO 0 mNonepeaHboi Tepamii, 6yio nposeneHe 3
METOI0 OLIHKK eeKTHUBHOCTI Ta Oe3mexku 3actocyBaHHs 103u npenapaty BO3VIII® 500 Mr oauH pa3 Ha
1006y y nauienTis 3 XMJI npu HenepeHocumocTi abo HeeeKTHUBHOCTI iMaTHHIOY. BunpoOyBanHs BKIIOYAN0
okpemi rpynu ans nauientiB 3 XMJI y dasi akcenepauii, ¢asi 61acTHoro kpusy a6o XposiuHiii dazi, axi
paHitie oTpuMyBasd OAMH iHriditop THposuukinazu (ITK) (imatuni6) abo aexinska ITK (3actocyBanHs
naszatuHiOy Ta/abo HinoTuHiOy nicas imarunioy). HeedextusHicTs iMaTuHiOy Bu3Hauanu sk (1) He3aaTHICTH
nocarti abo miaTpumyBat Oy/b-fKe MOKpPAIEHHS IeMaTONOTiYHUX MOKA3HUKIB MpOTAroM 4 THUKHIB; (2)
HEMOJKJIMBICTb OTPUMATH MOBHY remartosioriudy Bianosiae (TTI'B) micas 3 micsuis Tepanii, UMTOreHETHUHY
BIAMOBIABL nicna 6 micAuiB Tepanii abo BeauKy uuroreHeTHyHy Bianosiap (BLIB) micns 12 micauis Tepanii:
(3) mporpecyBaHHS 3aXBOPIOBAHHSA MIiC/As OTPUMaHHA MOMEpPeaHbOT MTOreHeTHYHOT abo reMaToIoriyHol
BianoBiai; abo (4) HaABHiCTP reHeTwdHoi myrtauii B reHi BCR-ABL, umo nos’s3ana 3i CTiiKicTIO 10
imaTuniOy. HenepeHocumicTh iMaTtuHiOy BU3HayalW SK HE3JaTHICTh MEPEHOCHTH JKYBAHHA iMaTHHIOOM
yepes ABMIIA TOKCUYHOCTI, MporpecyBaHHs XBOpobu Ha (oHi Tepartii a0 HEMOXKIMBICTE OTPUMYBATH BMIII]
JI03M NpenapaTty 4epe3 sBHINA TOKCHUYHOCTI. BusnauenHs HeedexTuBHOCTI ab0 HEMepeHOCHMOCTI
Ja3aTuHiOy Ta HINOTHHIOY € aHajoriyHMMMu 0 BiAnoBigHMX dopmymoBans Juis iMatuHiOy. [Tics
3ajlydeHHs y BUnpoOyBaHHA 396 malli€eHTIB 10 MPOTOKONY JAOCHiKeHHA Oyra BHeCeHa MOMpaBKa 3 METOH
BHKJTFOUEHHs MALi€HTIB 3 Bizomoro myTauiero T3151.

Kinuepumu toukamu edektuBHocTi At XBopux Ha XMJI y xpoHiuHiii dasi, siki paHile oTpumyBaiu
oaun ITK (imatuni6), 6yau mBuakicte gocsruenHs BLIB no 24 tuxkus Tepanii Ta Tpusanicts BLIB.
KiHueBuMu Toukamu edextuBHOCTi Ans XBopux Ha XMJI y Xpowiuniit ¢asi, ski paniuie oTpumysaiu
iMatuni6 i xoua 6 1 momarkoBuii ITK, Oynau KymyasaTHBHA IWIBHAKICTE aocarHeHHs BLIB no 24 TwkHs
tepanii Ta Tpusaiicts BLIB. Kinuesumu Toukamu edextuBHocti s xsopux Ha XMJT y dasi akcenepauii ta
OnacTHOro Kpu3y, sKi paHillle OTPUMYBAJIH JIiKyBaHHs, OyIu MiATBEp/UKEHA MOBHA reMaToJIoriyHa BiANoBiib
(II'B) Ta 3araneHa remarojoriuna Bianosias (3I'B).

VY BunpobysaHHi B34 yyacth 546 xBopux Ha XMJI y ¢dasi akcenepauii, ¢a3i 6iactHoro kpusy ado
XpoHiuHiit ¢asi. Cepea yciei nomyasuii nauieHtie 73% XBOpHX MaiM CTiMKicTh a0 iMaTuHiOy, 27% —
HEMepeHOCHMIcTh iMaTHHIOY. Y uboMy aocnimkeHHi 53% nauientiB 6ymu 4omnosidoi crati, 65% — 6inoi
eBponeoiaHoi pacu, 20% wmanu Bik 65 pokis ado crapuie. 506 nauieHTiB 3 546, sKi OTPUMYBAIH JiKyBaHHA,
BBA)KA/IMCs MPUAATHUMHU U NPOBEACHHA OLIHKM LMTOreHeTH4Hoi abo reMatonoriyHoi edeKTHBHOCTI
tepanii. [TpuaaTHuMu ans Takoi ouiHKW OyiaM MallieHTH, L0 OTPUMAIX NPUHAWMHI OJHY 03y Mpenapary
bosynid Ta manu nocToBipHy OUiHKY e(deKTHBHOCTI Ha BMXiaHoMy piBHi. Cepe NMpUAATHUX AN OLIHKH
nauieHTiB 262 ocobu OGymu xBopumu Ha XMJI y Xxpowuiuniii ¢asi, saxi pauime orpumysanun oaun ITK
(imatuni6); 112 oci6 — xBopi Ha XMJI y XpoHiuHiii ¢a3i, Aki paHilie oTpumyBanu iMaTuHiO i Xoua 6 1
nonatkoBuit ITK: 132 ocobu — xBopi Ha nporpecytouunii XM, siki panime otpumysanu xoua 6 oaun [TK.

Mepniana tpusanocti nikyBanHsa npenaparoM bO3VJII® cranoBuna 26 Micsuis ans xBopux Ha XMJI y
XpoHiyHii ¢asi, ki panime otpumyBanu oauH ITK (imatuni6); 9 micauis — mns xsopux Ha XMJI y
XpOHiuHi# ¢asi, aki panile orpuMyBanu iMaTHHIO i xoua 6 1 goxatkosuii ITK; 10 micsuis — it XBOpHX Ha
XMJT y dasi akcenepauii, siki paHie otpumyBanu Xxoua 6 iMaTuHi6: Ta 3 micaui — ans xBopux Ha XMJT y
tasi 61acTHOrO KpH3y, AKi paHille OTpUMYyBasu Xo4a O iMaTHHIO.

Pesynsrati edextuBHOCTI Tepanii Brpogoxk 24 TwkHiB Ta BLIB y Gyab-skuii yac HaseaeHi y Tabmauui 9.

Tabauus 9. PesyabTaTn epexTuBHocTi Tepanii y xsopux Ha XMJI 3 no3uTHBHOI0
¢irageandiiicekor xpomocomoio (Ph+) y xponiuniii ¢asi npu Henepenocumocti a6o
HeeeKTHBHOCTI iMAaTHHIOY

[TonepeaHe aiKyBaHHS JuIle ITonepeane jgikyBaHHs
iMaTuHiOOM iMaTHHiIOOM, Aa3aTHHIOOM
(MoxkauBo ouinuTH: N=262) a00 HIJTOTHHIOOM (MOKIHBO
n (%) ominuTi: N=112) o=
n(%) Slencfas

KoHTponbHui IH: 4083804 20 i e™b z



24 THKIeHB

NiKyBaHHs

BLIB 105 (40,1) 29 (25.9)
(95% 11I) (34,1: 46,3) (18,1: 35,0)
BLIB y 6yae-sxuii 156 (59.5) 45 (40.2)
yac (53.3; 65.5) (31,0; 49.9)

Ckopouenns: JII — posipumit intepsan, BLIB — senuka uurtoreHeTwyHa Bianosiab, N/n — KiIbKIiCTh

naieHTiB.

AHani3 JaHuX JOBrOTPUBAJIOrO CMOCTEPEKEHHs 3AIMCHIOBAJM HA OCHOBI JAHMX MOHITOPUHTY
TpuBanicTio MiHiMym 60 micsuis a1 xBopux Ha XMJI y xpoiuniii ¢dasi, sxi panime orpumysanu oxun ITK
(imatuni6), Ta MiHiMym 48 wmicsuiB — ans xBopux Ha XMJI y Xpowniuniii dasi, sxi panime orpumysanu
iMaTuHiO 1 xo4a 6 1 nonarkosuii ITK. ¥V 59.5% xBopux na XMJ1 y xpoHiuHiii dasi, ski paniiie oTpuMyBau
omud ITK (imatuni6) ta pocsarnu BLIB y Oyap-akuit yac, He Oyn0 oTpuMaHo MmezdiaHu Tpusasocti BLIB.
Cepen uux nauieHTiB y 65,4% 1a 42,9% xBopux BLIB TpuBana wonaiimenme 18 ta 54 micaui BianosiaHo. ¥
40,2% xBopux Ha XMIJI y xpoHiuHiit ¢asi, ski panime orpumysanu iMaTuHi6 i xoua 6 1 moxarkosuii ITK Ta
nocsarnu BLIB y Oyab-sikuii yac, He 6yno otpumano meaianu tpusanocti BLIB. Cepea uux nauieHTis y 64,4%
ta 35,6% xBopux BLIB TpuBana wonaiivenine 9 ta 42 micaui Bianosiauno. Cepexn 403 nauientis 3 XMJI y
XpOHiuHiii asi, ki oTpumyBanu nikyBaHHs, 20 nauieHTiB MaaM MiATBEpPLKEHHIt mepexin XBopodu y daszy
akcesiepauii abo 61acTHOro Kpu3y mnija yac tepariii npenapatom bo3yuid.

PesyabTtatn edextuHocTi 48-THikHeBol Tepanii y nauieHtiB 3 XMJI y dasi akcenepauii ado 61actHoro
KpU3y, AKi paHille oTpuMyBaau xoda 6 imaTuHi0, Haseaeni y Tabmuui 10.

Ta6auus 10. Pesyasratn edexTuBrocti Tepanii y xsopux va XMJI y da3si akcenepauii ado
6,1aCTHOrO KpHU3y, sIKi padine oTpHMYBAJIH NPHHANMHI iMaTHHIO

XMJI y dasi akcesepauii
(MozkauBo oniHuTH: N=72)

XMJI y ¢asi daacTHOro Kpu3y
(MoxauBO oninnTH: N=60)

n (%) n (%)
[1I'B* na 48 TxHi 22 (30,6) 10 (16,7)
nikyBauus (95% J1I) (20,2; 42,5) (8,3; 28,5)
3I'B* wa 48 THxHI 41 (56,9) 17 (28.3)
nikyBanHs (95% J1I) (44,7 68.,6) (17,5; 41,4)

Ckopouenns: JII — nopipumii intepsan, 3I'B — 3aransHa remaronoriuda Bianoeigs, III'B — mosua

reMaToJIoriyHa Bianosiae, N/n — KiJIbKICTh MallieHTIB

* 3aranbHa rematosoriyna Bianosiae (3'B) — Beauka remMaTosIoriyHa BiANOBiAb (MOBHA reMaToJOriYHa
BIAMOBiABL + BIJACYTHICTH O3HaK Jelko3y) abo moBepHeHHSs 10 XpoHiyHoi ¢asu. VYci Bianosizi
MiATBEPUKYBAJH Micis 4 THKHIB Teparil.

[ToBHa remaronoriyna Bianosias (IT'B) ans XMJT y dasi axcenepaui? abo 61acTHOTO KpU3Y: KiJbKICTB
NeHKOLMTIB MeHIe abo nogmﬂme BMH, npnMHﬂTm y MeJIMYHI} yCTaHOBI; KiJIbKICTh TPOMOOUMTIB Oinblue
abo nopiBHIOE 100 000/Mm® Ta menme 450 000/mm’; aGcomoTHe YMCIO Heu'rpocblnm (AYH) 6inbe ado
aopisHioe 1,0x10 °/n; BiACYTHicTh OaacTiB abo npowenoumta y nepudepiiiHii kposi; MeHie 5% MielouMTIB
Ta METaMi€JIOUMTIB y KicTKoBoMy MO3Ky; MeHie 20% 6asodinis y nepudepiiiniii Kposi; BiACYTHICTBL
NaToJ0ri4yHOro nmpolecy 3a MeKamu KICTKOBOI'O MO3KY. Bi,ﬂ.CYTHiCTb 03HAaK JIeiiKO3y: CTaH TMalieHTa
BiAMOBIAAE YCIM IHILHM Kpu'repmm [1I'B; nonyckaetses HaﬂBH[CTb Tpomﬁoumonenu (KinbKicTh TpOMﬁOU.HTIB
Glnbl.ue abo nopisHioe 20 OOOIMM Ta menmme 100 000/mm®) Ta/abo Helitponenii (AYH Ginbiue ado ,tlopmmoe
0,5%x10°/1 Ta menme 1,0x10%1). TloBeprents 10 XpOHiuHOT (hasu: 3HUKHEHHA O3HAK (a3 axcenepaun a60
0J1aCTHOrO KpH3y 13 30€peKeHHAM XapaKTepUCTHK XPOHIuHOT (ha3u.
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AHaniz [JaHWUX JOBrOTPUBANIOrO CIOCTEpPeKEHHs 3JIHCHIOBAaJM HA OCHOBI JaHMX MOHITOPHHIY
TpuBanicTio MiHiMym 48 micsuis mns nauientiB 3 XMJI y dasi akcenepauii abo 6nactHoro kpusy. Cepen 79
nawienTis 3 XMJI y ¢asi akcenepatuii, ki oTpuMyBau J1iKyBaHHs, 3 NMaLi€HTH MalH NiATBEp/UKeHHI Tepexil
xBopoOu y GnacTHy a3y nia yac Tepanii npenapatrom BO3VJII®.

16 @®OPMA BHITYCKY/3BEPITAHHS TA ITOBOJKEHHS 3 ITIPETTAPATOM

16.1 @opma BHITYCKY

Tabnerku npenapaty BO3VJII® (603yTHHIO) A1 nepopajbHOro 3aCTOCYBaHHA BUIYCKAIOTHCA Y JBOX
JI03yBaHHAX: JKOBTI, oOBanbHi, aBoomykai Tabaerku mno 100 Mr, BKpHUTI TMUIBKOBOIO 000JIOHKOH, 3
rpaBitoBaHHaM «Pfizer» nHa oaHili cropoHi Ta «100»— Ha iHWIIA:  romapaHyeri, OBalbkHI, JBOOMYKII
tabnerku 1o 400 mr, BKpUTi niIiBKOBOIO 000710HKOI0, 3 rpasitoBanusam «Pfizer» na oauiit croponi Ta «400» —
Ha iHWIH; 1 4YepBOHI, OBajJbHi, ABoOMYyKHi Tabsetku no 500 mr, BKpUTI MJIIBKOBOKO 000JOHKOW, 3
rpasitoBanHAM «Pfizer» Ha oaniit cropoHi Ta «500» — Ha iHwii. Tabaerku npenapary BO3YJII®D (603yTHHIO)
BHUITYCKAIOThCA Y HAacTynHUX yrnakoskax (Tabauusa 11):

Taoauus 11:
YnakoBka 1adjieTOK

Ta6aerkn npenapaty BO3VJII®D

Jo3yBanus
THn ynakoBKH TadJeToK NDC (Hauionaabuuii Onuc Tadaerok
(mr) KO/ JiKapChKHX
3ac00iB)
120 TabneTok y 100 mr 0069-0135-01 JKoBTi, OBa/bHi, ABOOMYKi TaOIETKH,
(hrakoHi BKPHTI [1iBKOBOIO 000/I0HKOIO, 3
rpasitoBaHHaM «Pfizer» Ha onHiii
ctopoHi Ta «100» — Ha iHIH.
30 TabneTok y 400 mr 0069-0193-01 [Tomapanuesi, oBajibHi, ABOOMYKII
thnakoHi TabIeTKH, BKPHUTI TUTIBKOBOKO
000/10HKO10, 3 rpaBitoBaHHaM «Pfizery
Ha 0Hi cTopoHi Ta «400» — Ha
IHLH.
30 Tabnetok y 500 mr 0069-0136-01 YepBoHi, oBaJbHI, JBOOMYKJTI
dnakoHi TabNeTKH, BKPHUTI MTiIBKOBOIO
000/I0HKO10, 3 rpaBitoBanHam «Pfizery
Ha oJiHii cTopoHi Ta «500» — Ha
IHIIiH.

16.2 36epiranus
36epiratn npu Temnepatypi Bix 20°C mo 25°C (Bim 68°F o 77°F); nonyckawoThes KOJIHWBaHHS

temneparyp B Mmexax 15-30°C (59-86°F) [auB. posain «KoHTposnsoBaHa KiMHaTHa Temmeparypa» y
®apmakonei CIHIA].

16.3 BukopucTaHHs Ta yTHI3aLlis
HeobxigHo AOTpMMYBATHCh MpOLEAYp i3 HajekHOT yTuiizauii nporupakosux mnpenapatis. Cuin
YHUKATH KOHTAKTY 3 pO3JlaMaHWMH Y PO3]aBJIeHUMH TabieTKaMH. Y i HeBUKOPHCTAHI iKapehki 3acobmn abo
BIIXOJM CJIiJ1 YTHIII3YBaTH BiTNOBIZHO 10 MiCLEBHX BUMOT abo mporpam roBepHeHHs npeaparis. < -
KomTponsHuii IH: 4083804 22 O
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THOOPMAIS AJIS1 TALIIEHTA

[TauieHTy peKOMeHIyeThCs MPOYUTATH iHCTPYKILIO J0 MEIUYHOTO 3aCTOCYBAHHA JiKAapCHKOro 3aco0y
(ingpopmayiio onsa nayienma), mo 3atBepkera FDA (YnpasiiHHa 3 caHiTapHOrO HarjsLy 3a AKICTIO
Xap4oBMX NPOAYKTiB Ta MeaukameHTis CLLIA).

e Cniocid 3acTocyBaHHs Ta 103H

[Mauienty pekoMeHayeThes npuiivatu npenapat BO3VJII® y BuzHaueHul yac, YHUKAIOUH 3MiH JI03M
abo TpUNUHEHHA JiKyBaHHs 0e3 rorepeiHiX BKa3iBOK Jjikaps. SIKIIO mic/ist MPOMyCKy J03W MHHYJIO
Oinbiue 12 roauH, 10 103y MpUHMAaTH He NOTPIOHO; MALi€HT MAa€ NPUIHHATH HACTYIHY MPU3HAYEHY 103y
y 3BUYaiiHuii vac. He cnia npuitmaTu noaBoeny 103y, mob KomMrneHcyBatH 6yab-Ky MpOMYIIEHy A03Y.
[Mauienty pexomenayeTbes mpuiimatu npenapat BO3VIII® pasom i3 Dkero. IlaiienT mae otpumaru
HAaCTYIHI BKa3iBKK: «YHHKATH PO3JaBIIOBAHHSA, PO3JIOMY 4M po3pisanHs Tabserok. He Topkarucs i He
OpaTu B pyKH po3jiaBieHi abo po3nomiIeHi TabneTkuy.

e Poziaan 3 60Ky IIyHKOBO-KHIIKOBOTO TPAKTY

[laieHTy CiJ NOBIZOMHTH NMpPO MOKIMBICTH Aiapel, HYJOTH, OJIOBaHHA, 600 B KUBOTI abo MOSBH
KPOBi Y BHMIOPOJKHEHHAX MiJ yac 3actocyBaHHs npernapaty BO3VIII®, a takoxk npo HeoOXiaHICTE
HeraifHO 3BEpHYTHCA [0 Jikaps y pasi MosBM NepelidyeHuX CHMNTOMIB [ous. pozdin «Ocobausi
3acmepedcents ma HanelcHi 3axoou besnexu npu sacmocygannin (3.1)].

¢ 3MeHIIEHHA KiIbKOCTI KJIITHH KPOBi

[lauienTy ciifi MOBIZOMHUTH MPO PU3MK 3MEHIIEHHS KilbKOCTI KITHH KpPOBI Ta HEOOXiAHICTH HeraiiHo
indopMyBaTH J1iKaps Mpo MosiBy JIUXOMaHKH, Oy1b-aKuX 03HaK abo cuMNTOMIB iHpeKii, kpoBoTeui abo
NIETKOr0 YTBOPEHHS CHHIIB [Ou6. po3oin « Ocobauei sacmepesiceHns ma HanedxicHi 3axoou 6esnexu npu
3acmocyeanni» (5.2)].

e Po3aajin 3 60Ky neviHkH

[TauieHTy €A NOBIZOMHUTH NMPO MOXKIMBICTH po3iaaiB (GyHKUIT neyiHKW Ta HeOOXiAHICTH HeraiHo
inpopmyBaTh Jikaps Mpo MOABY KOBTSAHULI [Oue. po3din «Ocobauei 3acmepedicenns ma HANeICHI
3axoou besnexu npu sacmocysanti» (3.3)].

e 3aTpuMKa piaHHH

[TanienTy cni NOBIZOMMTH MPO MOXIUBICTH 3aTPHMKH piauHK (Habpskis, 36iiblieHHs Macu Tina a6o
3a[IMLIKK) Ta HEOOXIAHICTh HeraiHO 3BepHYTHUCA 10 JiKapa y pasi MosBU nepesideHuX CUMIITOMIB [Ous.
po30in « Ocobauei 3acmepedcents ma HarexdcHi 3axoou besnexku npu 3acmocyeantin (3.4)].

e Posiaam 3 60Ky HHPOK

[TauienTy cnig MOBIAOMHMTH TMPO MOXKIMBICTE po3nafiB ¢yHKUIl HUPOK Ta HEOOXiAHICTH HeraiHo
inopmyBatH niKaps npo MiABMUILEHHA YaCTOTH CEYOBUITYCKaHHS, NMOiypilo abo oniroypito [ous. po3din
«Ocobnusi 3acmepedicenHs ma HanedlcHi 3axoou besnexu npu sacmocysaniy (3.3)].

o [Hmi noGivHi peakuii
[MTauienTy cnij NOBiAOMMTH, IO Mij 4ac 3actocyBaHHs npenapaty BO3VJII® mosxiuBa nogea iHUWMX
NOOIYHMX peakiii, Hanpuknaa, iHQEKWiH AUXanbHMX LUISXIB, BHCHILY, BTOMH, BTPATH AareTHTY,
roloBHOrO 000, 3anamMopo4eHHs, 000 B CnuHi, aptpanrii abo cBepO/IsAYKH, a TAKOK MOPaAUTH
HEraHO 3BEPHYTHCA [0 JiKaps, AKUIO TepefiyeHi CHMNTOMH € 3HAYYUUMH. [CHYE -. PH3MK
anainakTHYHOro WOKY [Oue. posoin «llpomunoxasanusy (4) ma «Ilo6iuni peaxyiiy (6)]5.




e EMOpioderanbHa TOKCHYHICTD

Kinkam ciia npoiHdopMyBaTH TXHBOTO JiKaps NMpo CBOK BariTHICThL YW HAacTaHHs BariTHOCcT. JKiHkam
CIliJl TOBIIOMMTH MPO PU3MKH LIS VIO Ta MPO MOMKJIMBY BTPATy BariTHOCTI. /Ous. posodin « Ocobauei
2pynu nayienmiey (8.1)].

JKiHkam AiTOpoAHOro BiKy CIii peKOMEHIyBaTH BUKOPHUCTOBYBATH €(DEKTHBHI METOAM KOHTpauerniil
M yac 3aCTOCYBaHHS, a TAKOXK BMPOJOBK | Micsls Mmichs 3aCTOCYBaHHA OCTAaHHBOI J03W Mpernapary
BO3YJI® [ous. pozdin « Ocobausi 2pynu nayieumis» (8.1, 8.3)].

XKinkam, siKi roayloTh Ipyaiio, Clil peKOMEHAYBaTH MPUIMHUTH TIpyjHE BUTFOZOBYBAHHS Mia 4ac
3aCTOCYBaHHA, a TAKOXK BNPOAOBK | Micsis nicis 3acTOCYBaHHA OCTaHHBOI /103H npenapaty bO3VYJIIP
[ous. po3din « Ocobnusi epynu nayienmiey (8.2)].

[lamieHTKam ciifl MOBIJOMMUTH MpPO HEOOXiJAHICTh HeraitHO 3BepHYTHCS [0 JiiKapsi y pa3i HacTaHHs
BariTHOCTI nij yac jikyBaHHs. [lallieHTKM MaloTh YHUKaATH 3acTocyBaHHs npenapary BO3YIJII® nix wac
BariTHOCTI abo roayBaHHs Tpyamo [ous. poszdin «QOcobausi epynu nayienmie» (8.1 ma 8.2)].
[TauieHTKaMm ciil NOBIAOMHUTH, IO y pa3i 6a)kaHHA BiIJHOBUTH rOJYBaHHA TPY/UIIO Mic/s 3aBEeplIeHHS
Teparnii criepuly HeoOXiZHO MPOKOHCYIBTYBATHCA 3 JIIKapeM CTOCOBHO MPAaBMJIBHOTO Yacy Ui MOYATKY
ui€l aii [ous. poszoin « Ocobausi epynu nayienmiey (8.2)].

e MizkjikapcbKa B3a€MOIist

[Nauientam cuia nmosigomMuTH, o npenapat BO3YJII® Tta gedki iHwmi gikapcebki 3acobu, BKIHOYAIOUH
OespeLienTypHi mpenapatd abo pocaMHHI 100aBKM (HampuKiaj, 3Bipoliii), MOJKYTh B3aEMOJIATH MiXK
coboro Ta BnaMBatM Ha edektuBHicTe npenapary BO3VII® [ous. posoin «Mixcrixapcoka
63aemo0ian(7)].
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
BOSULIF safely and effectively. See full preseribing information for
BSSULIF.

BOSULIF® (bosutinib) tablets, for oral use
Initial U.S, Approval: 2012

RECENT MAJOR CHANGES-+-eescmeeeemmemmamee
Indications and Usage, Newly-diagnosed chronic phase

Ph+CML (1) 12/2017

Dosage and Administration (2.1,2.2, 2.3) 12,2017

Warnings and Precautions (5.1,5.3,54,5.5,5.6) 12/2017
INDICATIONS AND USAGE

BOSULIF is a kinase inhibitor indicated for the treatment of adult patients

with

* Newly-diagnosed chronic phase Ph+ chronic myelogenous leukemia
(CML). This indication is approved under accelerated approval based on
molecular and cytogenetic response rates. Continued approval for this
indication may be contingent upon verification and confirmation of
clinical benefit in an ongoing long-term follow up trial. (1, 14)

¢ Chronic, accelerated, or blast phase Ph+ CML with resistance or
intolerance to prior therapy. (1)

DOSAGE AND ADMINISTRATION-—=—-—-mmmmmemee
Newly-diagnosed chronic phase Ph+ CML: 400 mg orally once daily with
food. (2.1)

o Chronic, accelerated, or blast phase Ph+ CML with resistance or
intolerance to prior therapy: 500 mg orally once daily with food. (2.1)
Consider dose escalation by increments of 100 mg once daily to a
maximum of 600 mg daily in patients who do not reach complete
hematologic, cytogenetic, or molecular response and do not have Grade 3
or greater adverse reactions. (2.2)

Adjust dosage for toxicity and organ impairment (2)

- —DOSAGE FORMS AND STRENGTHS:
Tablets: 100 mg, 400 mg, and 500 mg. (3)

CONTRAINDICATIONS
Hypersensitivity to BOSULIF. (4)

WARNINGS AND PRECAUTIONS--- e e

« Gastrointestinal Toxicity: Monitor and manage as necessary. Withhold,
dose reduce, or discontinue BOSULIF. (2.3, 5.1)

¢ Myelosuppression: Monitor blood counts and manage as necessary. (2.4,
52)

» Hepatic Toxicity: Monitor liver enzymes at least monthly for the first
3 months and as needed. Withhold, dose reduce. or discontinue BOSULIF.
(2.3,5.3)

e Fluid Retention: Monitor patients and manage using standard of care
treatment, Withhold, dose reduce, or discontinue BOSULIF. (2.3, 5.4)

* Renal Toxicity: Monitor patients for renal function at baseline and during
therapy with BOSULIF. (5.5)

¢ Embryo-Fetal Toxicity: BOSULIF can cause fetal harm. Advise patients of
potential risk to a fetus and to use effective contraception. (5.6)

ADVERSE REACTIONS
Most common adverse reactions in patients with newly-diagnosed CML
(incidence >20%) are diarrhea, nausea, thrombocytopenia, rash, increased
alanine  aminotransferase, abdominal  pain, increased aspartate
aminotransferase. (6)

Most common adverse reactions in patients with CML who were resistant or
intolerant to prior therapy (incidence =20%) are diarrhea, nausea, abdominal
pain, rash, thrombocytopenia, vomiting, anemia, fatigue, pyrexia, cough,
headache, alanine aminotransferase, and edema. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer Inc. at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

» Strong and Moderate CYP3A Inhibitors: Avoid concomitant use with
BOSULIF. (7.1)

¢ Swong CYP3A Inducers: Avoid concomitant use with BOSULIF. (7.1)

» Proton Pump Inhibitors: Use short-acting antacids or H2 blockers as an
alternative to proton pump inhibitors. (7.1)

USE IN SPECIFIC POPULATIONS -----eseemcomnenee
s Lactation: Advise women not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 12/2017
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FULL PRESCRIBING INFORMATION

1  INDICATIONS AND USAGE -

BOSULIF is indicated for the treatment of adult patients with:

e Newly-diagnosed chronic phase (CP) Philadelphia chromosome-positive chronic myelogenous leukemia (Ph+
CML). This indication is approved under accelerated approval based on molecular and cytogenetic response rates
[see Clinical Studies (14.1)]. Continued approval for this indication may be contingent upon verification and
confirmation of clinical benefit in an ongoing long-term follow up trial.

¢ Chronic phase, accelerated phase (AP), or blast phase (BP) Ph+ CML with resistance or intolerance to prior
therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing
The recommended dose is taken orally once daily with food. The tablet is to be swallowed whole and should not be
broken or cut. Continue treatment with BOSULIF until disease progression or intolerance to therapy.

If a dose is missed beyond 12 hours, the patient should skip the dose and take the usual prescribed dose on the
following day.

Newly-Diagnosed CP Ph+ CML
The recommended dose of BOSULIF is 400 mg orally once daily with food.

CP. AP, or BP Ph+ CML with Resistance or Intolerance to Prior Therapy
The recommended dose and schedule of BOSULIF is 500 mg orally once daily with food.

2.2 Dose Escalation

In clinical studies of adult Ph+ CML patients, dose escalation by increments of 100 mg once daily to a maximum of
600 mg once daily was allowed in patients who did not achieve or maintain a hematologic, cytogenetic, or molecular
response and who did not have Grade 3 or higher adverse reactions at the recommended starting dosage.

2.3 Dose Adjustments for Non-Hematologic Adverse Reactions

Elevated liver transaminases: If elevations in liver transaminases greater than 5xinstitutional upper limit of normal
(ULN) occur, withhold BOSULIF until recovery to less than or equal to 2.5xULN and resume at 400 mg once daily
thereafter. If recovery takes longer than 4 weeks, discontinue BOSULIF. If transaminase elevations greater than or equal
to 3xULN occur concurrently with bilirubin elevations greater than 2xULN and alkaline phosphatase less than 2xULN
(Hy’s law case definition), discontinue BOSULIF [see Warnings and Precautions (5.3)].

Diarrhea: For National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE)

Grade 3-4 diarrhea (increase of greater than or equal to 7 stools/day over baseline/pretreatment), withhold BOSULIF until
recovery to Grade less than or equal to 1. BOSULIF may be resumed at 400 mg once daily [see Warnings and
Precautions (5.1)].

For other clinically significant, moderate or severe non-hematological toxicity, withhold BOSULIF until the
toxicity has resolved, then consider resuming BOSULIF at a dose reduced by 100 mg taken once daily. If clinically
appropriate, consider re-escalating the dose of BOSULIF to the starting dose taken once daily. Doses less than
300 mg/day have been used in patients; however, efficacy has not been established.

2.4 Dose Adjustments for Myelosuppression
Dose reductions for severe or persistent neutropenia and thrombocytopenia are described below (Table 1).



Table 1:
Dose Adjustments for Neutropenia and Thrombocytopenia

ANC" less than 1000x10°/L Withhold BOSULIF until ANC greater than or equal to1000x10%L and
platelets greater than or equal to 50,000x10°/L.

or
Resume treatment with BOSULIF at the same dose if recovery occurs within
Platelets less than 50,000x10%L | 2 weeks. If blood counts remain low for greater than 2 weeks, upon recovery,
reduce dose by 100 mg and resume treatment.

If cytopenia recurs, reduce dose by an additional 100 mg upon recovery and
resume treatment.

Doses less than 300 mg/day have been used in patients; however, efficacy has
not been established.

* Absolute Neutrophil Count
2.5 Dose Adjustments for Renal Impairment or Hepatic Impairment
The recommended starting doses for patients with renal and hepatic impairment are described in Table 2 below.

Table 2:
Dose Adjustments for Renal and Hepatic Impairment

Recommended Starting Dosage
Newly-diagnosed Chronic,
chronic phase Ph+ | accelerated, or blast
CML’ phase Ph+ CML
with resistance or
intolerance to prior

therapy
Normal renal and hepatic function 400 mg daily 500 mg daily
Renal impairment
Creatinine clearance 30 to 50 mL/min 300 mg daily 400 mg daily
Creatinine clearance less than 30 mL/min 200 mg daily 300 mg daily

Hepatic impairment

Mild (Child-Pugh A), Moderate (Child-Pugh B) or ., 8 B
Severe (Chlld-Pugh C) 200 mg dally 200 mg dally
[see Use in Specific Populations (8.6, 8.7) and Clinical Pharmacology (12.3)].

Abbreviations; CML=chronic myelogenous leukemia; Ph+=Philadelphia chromosome-positive.

* There are no clinical data for efficacy at the dose of 200 mg once daily in patients with CML.

3 DOSAGE FORMS AND STRENGTHS

100 mg tablets: yellow, oval, biconvex, film-coated tablets debossed with “Pfizer” on one side and *100” on the
other.

400 mg tablets: orange, oval, biconvex, film-coated tablets debossed with “Pfizer” on one side and “400” on the
other.

500 mg tablets: red, oval, biconvex, film-coated tablets debossed with “Pfizer” on one side and “500™ on the other.

4 CONTRAINDICATIONS

BOSULIF is contraindicated in patients with a history of hypersensitivity to BOSULIF. Reactions have included
anaphylaxis. In the BOSULIF single-agent cancer studies, anaphylactic shock occurred in less than 0.2% of treated
patients. B



5 WARNINGS AND PRECAUTIONS

5.1 Gastrointestinal Toxicity

Diarrhea, nausea, vomiting, and abdominal pain occur with BOSULIF treatment. Monitor and manage patients
using standards of care, including antidiarrheals, antiemetics, and fluid replacement.

In the randomized clinical trial in patients with newly-diagnosed Ph+ CML, the median time to onset for diarrhea
(all grades) was 3 days and the median duration per event was 3 days.

Among 546 patients in a single-arm study in patients with CML who were resistant or intolerant to prior therapy,
the median time to onset for diarrhea (all grades) was 2 days and the median duration per event was 2 days. Among the
patients who experienced diarrhea, the median number of episodes of diarrhea per patient during treatment with
BOSULIF was 3 (range 1-268).

To manage gastrointestinal toxicity, withhold, dose reduce, or discontinue BOSULIF as necessary [see Dosage and
Administration (2.3) and Adverse Reactions (6)].

5.2 Myelosuppression

Thrombocytopenia, anemia and neutropenia occur with BOSULIF treatment. Perform complete blood counts
weekly for the first month of therapy and then monthly thereafter, or as clinically indicated. To manage
myelosuppression, withhold, dose reduce, or discontinue BOSULIF as necessary [see Dosage and Administration (2.4)
and Adverse Reactions (6)].

5.3 Hepatic Toxicity

Bosutinib may cause elevations in serum transaminases (alanine aminotransferase [ALT], aspartate
aminotransferase [AST]).

One case consistent with drug induced liver injury (defined as concurrent elevations in ALT or AST greater than or
equal to 3xULN with total bilirubin greater than 2xULN and alkaline phosphatase less than 2xULN) occurred without
alternative causes in a breast cancer (a disease for which BOSULIF is not indicated) trial of BOSULIF in combination
with letrozole. The patient recovered fully following discontinuation of BOSULIF. This case represented 1 out of
1611 patients in BOSULIF clinical trials.

In the 268 patients from the safety population in the randomized clinical trial in patients with newly-diagnosed
CML in the BOSULIF treatment group, the incidence of ALT elevation was 31% and AST elevation was 23%. Of
patients who experienced transaminase elevations of any grade, 79% experienced their first event within the first
3 months. The median time to onset of increased ALT and AST was 32 and 43 days, respectively, and the median
duration was 20 and 15 days, respectively.

Among the 546 patients in a single-arm study in patients with CML who were resistant or intolerant to prior
therapy, the incidence of ALT elevation was 18% and AST elevation was 15%. Twenty percent of the patients
experienced an increase in either ALT or AST. Most cases of transaminase elevations in this study occurred early in
treatment; of patients who experienced transaminase elevations of any grade, more than 80% experienced their first event
within the first 3 months. The median time to onset of increased ALT and AST was 35 and 33 days, respectively, and the
median duration for each was 21 days.

Perform hepatic enzyme tests monthly for the first 3 months of BOSULIF treatment and as clinically indicated. In
patients with transaminase elevations, monitor liver enzymes more frequently. Withhold, dose reduce, or discontinue
BOSULIF as necessary [see Dosage and Administration (2.3) and Adverse Reactions (6)].

5.4 Fluid Retention

Fluid retention occurs with BOSULIF and may manifest as pericardial effusion, pleural effusion, pulmonary edema,
and/or peripheral edema.

In the randomized clinical trial of 268 patients with newly-diagnosed CML in the bosutinib treatment group,
1 patient (0.4%) experienced severe fluid retention of Grade 3 pericardial effusion. Among 546 patients in a single-arm
study in patients with Ph+ CML who were resistant or intolerant to prior therapy, Grade 3 or 4 fluid retention was
reported in 26 patients (5%). Some patients experienced more than one fluid retention event. Specifically, 21 patients
experienced Grade 3 or 4 pleural effusions, 7 patients experienced Grade 3 or Grade 4 pericardial etfusmns and 6 patlents
experienced Grade 3 edema,

Monitor and manage patients using standards of care. Interrupt, dose reduce or discontinue BOSULJF as neceqsary
[see Dosage and Administration (2.3) and Adverse Reactions (6)]. A
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5.5 Renal Toxicity

An on-treatment decline in estimated glomerular filtration rate (¢GFR) has occurred in patients treated with
BOSULIF. Table 3 identifies the shift from baseline to lowest observed eGFR during BOSULIF therapy for patients in the
pooled leukemia studies regardless of line of therapy. The median duration of therapy with BOSULIF was approximately

14 months (range, 0.03 to 123) for patients in these studies.

Table 3:

Shift From Baseline to Lowest Observed eGFR Group During Treatment
Safety Population in Clinical Studies

(N=1272)"
Baseline Follow-Up
Mild to Moderate to

Normal Mild Moderate Severe Severe Kidney Failure
Renal Function Status N n (%) n (%) n (%) n (%) n (%) n (%)
Normal 468 (21?28) 298(63.7) | 46(9.8) 16 (3.4) 2(0.4) 2(0.4)
Mild 639 11(1.7) | 266 (41.6) 250 (39.1) 83 (13.0) 21(3.3) 3(0.5)
Mild to Moderate 128 0 8 (6.3) 45 (35.2) 57 (44.5) 18 (14.1) 0
Moderate to Severe 32 0 1(3.1) 1(3.1) 9 (28.1) 17 (53.1) 3(94)
Severe 1 0 0 0 0 0 1(100)
Total 1268 (1313) 573(452) | 342(27.0) 165 (13.0) 58 (4.6) 9(0.7)
Abbreviations: eGFR=estimated glomerular filtration rate; N/n=number of patients.
Notes: Grading is based on Modification in Diet in Renal Disease method (MDRD).
Kidney Disease: Improving Global Outcomes (KDIGO) Classification by eGFR: Normal: greater than or equal to 90, Mild: 60 to
less than 90, Mild to Moderate: 45 to less than 60, Moderate to Severe: 30 to less than 45, Severe: 15 to less than 30, Kidney
Failure: less than 15 ml/min/1,73 m’.
*Among the 1272 patients, eGFR was missing in 9 patients at baseline or on-therapy. There were no patients with kidney failure at
baseline.

Monitor renal function at baseline and during therapy with BOSULIF, with particular attention to those patients
who have preexisting renal impairment or risk factors for renal dysfunction. Consider dose adjustment in patients with
baseline and treatment emergent renal impairment /see Dosage and Administration (2.5)].

5.6 Embryo-Fetal Toxicity
Based on findings from animal studies and its mechanism of action, BOSULIF can cause fetal harm when

administered to a pregnant woman. In animal reproduction studies conducted in rats and rabbits, oral administration of
bosutinib caused adverse developmental outcomes. Administration of bosutinib to rats prior to fertilization until gestation
day (GD) 7 caused increased embryonic resorptions at maternal exposures (AUC) approximately 0.5 and 0.4 times the
human exposure at the recommended doses of 400 and 500 mg/day, respectively, and decreased implantations and
reduced number of viable embryos at maternal exposures approximately 1.8 and 1.3 times the human exposure at the
recommended doses of 400 or 500 mg/day, respectively. Administration of bosutinib to pregnant rabbits during
organogenesis caused fetal anomalies (fused sternebrae, and 2 fetuses had various visceral observations), and an
approximate 6% decrease in fetal body weight at maternal exposures (AUC) approximately 2.3 and 1.7 times the human
exposure at the recommended doses of 400 and 500 mg/day dose, respectively. Advise pregnant women of the potential
risk to a fetus. Advise females of reproductive potential to use effective contraception during treatment and for at least

1 month after the last dose [see Use in Specific Populations (8.1, 8.3) and Clinical Pharmacology (12.1)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the labeling:

*  Gastrointestinal toxicity /see Dosage and Administration (2.3) and Warnings and Precautions (3-1]. -
*  Myelosuppression [see Dosage and Administration (2.4) and Warnings and Precautions (3.2)Ja~c "¢
*  Hepatic toxicity [see Dosage and Administration (2.5) and Warnings and Precautions (5:3) /.
5 . :_ - / J \
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*  Fluid retention [see Warnings and Precautions (5.4)].
+  Renal toxicity [see Dosage and Administration (2.5) and Warnings and Precautions (5.3)].

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical

trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates

observed in practice.

gastrointestinal toxicity (diarrhea), fluid retention, hepatotoxicity and rash.

Adverse Reactions in Patients With Newly-Diagnosed CP CML
The clinical trial randomized and treated 533 patients with newly-diagnosed CP CML to receive BOSULIF 400 mg

daily or imatinib 400 mg daily as single agents (Newly-Diagnosed CP CML Study) /see Clinical Studies (14.1)]. The

safety population (received at least 1 dose of BOSULIF) included:

L]

two hundred sixty-eight (268) patients with newly-diagnosed CP CML had a median duration of BOSULIF

-

Serious adverse reactions reported include anaphylactic shock [see Contraindications (4)], myelosuppression,

treatment of 14.1 months (range: 0.3 to 24.7 months) and a median dose intensity of 391.8 mg/day.

pain (25%), and increased AST (23%) [see Clinical Studies (14.1)].

Phase 3 CP CML safety population.

Adverse reactions reported for greater than or equal to 20% of bosutinib patients with newly-diagnosed CML
(N=268) were diarrhea (70%), nausea (35%), thrombocytopenia (35%), rash (34%), increased ALT (31%), abdominal

Table 4 identifies adverse reactions greater than or equal to 10% for All Grades and Grades 3 or 4 (3/4) for the

Table 4:
Adverse Reactions (10% or Greater) in Patients With Newly-Diagnosed CML in Bosutinib 400 mg Study
Bosutinib 400 mg Imatinib 400 mg
Chronic Phase CML Chronic Phase CML
Adverse Reaction N=268 N=265
All Grades Grade 3/4 All Grades Grade 3/4
(%) (Vo) (%) (%)
Diarrhea 70 8 34 <1
Nausea 35 0 38 0
Thrombocytopenia® 35 14 20 6
Rash® 34 1 21 2
Allanine aminotransferase 31 19 6 3
increased
Abdominal pain° 25 2 15 <1
Aislfcigtzgz ;mmon'ansferase 73 10 6 )
Anemia’ 19 3 19 5
Headache 19 1 13 1
Fatigue® 19 <1 19 0
Vomiting 18 1 16 0
Lipase increased’ 13 10 8 5
Pyrexia 13 <1 8 0
Respiratory tract infection® 12 <1 12 <1
Neutropenia” 11 7 21 A2
Arthralgia 11 <1 13 e ney.s
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Bosutinib 400 mg Imatinib 400 mg
Chronic Phase CML Chronic Phase CML
Adverse Reaction - N=268 N=265
All Grades Grade 3/4 All Grades Grade 3/4
(%) (%) (%) (%)
Asthenia 11 0 6 0
Appetite decreased 10 <1 6 0

Abbreviation: CML=Chronic myelogenous leukemia, N=number of patients.

* Thrombocytopenia includes the following preferred terms: Platelet count decreased, Thrombocytopenia.

P Rash includes the following preferred terms: Acne, Dermatitis, Dermatitis acneiform, Dermatitis allergic,
Dermatitis exfoliative, Drug reaction with eosinophilia and systemic symptoms, Photosensitivity reaction, Rash,
Rash erythematous, Rash generalised, Rash macular, Rash maculo-papular, Rash papular, Rash pruritic, Urticaria.

¢ Abdominal pain includes the following preferred terms: Abdominal discomfort, Abdominal pain, Abdominal pain
lower, Abdominal pain upper, Abdominal tenderness, Gastrointestinal pain.

¢ Anemia includes the following preferred terms: Anemia, Hemoglobin decreased

¢ Fatigue includes the following preferred terms: Fatigue, Malaise.

" Lipase increased includes the following preferred terms: Hyperlipasemia, Lipase increased.

® Respiratory tract infection includes the following preferred terms: Lower respiratory tract infection, Respiratory
tract infection, Respiratory tract infection viral, Upper respiratory tract infection, Viral upper respiratory tract
infection.

" Neutropenia includes the following preferred terms: Neutropenia, Neutrophil count decreased.

In the randomized study in patients with newly-diagnosed CP CML, one patient in the group treated with
BOSULIF experienced a Grade 3 QTc¢ prolongation (>500 msec). Patients with uncontrolled or significant cardiovascular
disease including QT interval prolongation were excluded by protocol.

Table 5 identifies the clinically relevant or severe Grade 3/4 laboratory test abnormalities for the Phase 3
newly-diagnosed CML safety population.

Table 5:
Number (%) of Patients With Clinically Relevant or Grade 3/4 Laboratory Test Abnormalities in Patients With
Newly-Diagnosed CML in Bosutinib 400 mg Study, Safety Population

Bosutinib Imatinib
Chronic Phase CML Chronic Phase CML
N=268 N=265
n (%) n (%)
Hematology Parameters
Platelet Count (Low) less
than S0x10°/L 38 (14.2) 17 (6.4)
Absolute Neutrophil Count
less than 1x10°/L 24 (0.0 49(18.9)
Hemoglobin (Low) less than
80 /L 19 (7.1) 15 (5.7)
White Blood Cell Count .
(Low) less than 2x10%/L 194300 T2
Biochemistry Parameters
SGPT/ALT greater than
5)
5 OXULN 62 (23.1) 7(2.6)
SGOT/AST greater than
5 OXULN 32(11.9) 8 (3.0)
7



Bosutinib Imatinib
Chronic Phase CML Chronic Phase CML
N=268 N=265
n (%) n (%)
Lipase greater than 2xULN 35(13.1) 16 (6.0)
Phosphorus (Low) less than
S HEIE 12 (4.5) 45 (17.0)
Total Bilirubin greater than
3 0xULN 3(1.1) 2(0.8)
Amylase greater than
9XULN 6(2.2) 4(1.5)
Creatinine greater than
3.0xbaseline; greater than 0 2 (0.8)
3.0xULN

Abbreviations: AL T=alanine aminotransferase; AST=aspartate aminotransferase; CML=chronic
myelogenous leukemia; SGPT=serum glutamic-pyruvic transaminase; SGOT=serum
glutamic-oxaloacetic transaminase; N/n=number of patients; ULN=upper limit of normal.

Adverse Reactions in Patients With Imatinib-Resistant or -Intolerant Ph+ CP. AP, and BP CML

The single-arm clinical trial enrolled patients with Ph+ CP, AP, or BP CML and with resistance or intolerance to
prior therapy /see Clinical Studies (14)]. The safety population (received at least 1 dose of BOSULIF) included 546 CML

patients:

e two hundred eighty-four (284) patients with CP CML previously treated with imatinib only who had a median
duration of BOSULIF treatment of 26 months, and a median dose intensity of 442 mg/day.
e one hundred nineteen (119) patients with CP CML previously treated with both imatinib and at least 1 additional
TKI who had a median duration of BOSULIF treatment of 9 months and a median dose intensity of 442 mg/day.

e one hundred forty-three (143) patients with advanced phase CML including 79 patients with AP CML and
64 patients with BP CML. In the patients with AP CML and BP CML, the median duration of BOSULIF
treatment was 10 months and 3 months, respectively. The median dose intensity was 425 mg/day, and

456 mg/day, in the AP CML and BP CML cohorts, respectively.

Adverse reactions of any toxicity grade reported for greater than or equal to 20% of patients in the safety

population of the single-arm trial in patients with CP CML (N=546) who were resistant or intolerant to prior therapy were
diarrhea (85%), nausea (47%), abdominal pain (42%), rash (42%), thrombocytopenia (40%), vomiting (37%), anemia
(27%), fatigue (26%), pyrexia (23%), cough (22%), headache (21%), ALT (20%), and edema (20%) [see Clinical Studies

(14.2)].

Table 6 identifies adverse reactions greater than or equal to 10% for All Grades and Grades 3 or 4 for the

Phase 1/2 CML safety population based on long-term follow-up.

oA

L
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Table 6:

Single-Arm Trial -
Chronic Phase CML Advanced Phase CML
N=403 N=143
All Grades Grade 3/4 All Grades Grade 3/4
(%) (%) (%) (%)
Diarrhea 85 9 76 4
Nausea 47 1 48 2
Abdominal Pain® 42 2 31 6
Rash® 42 9 38 5
Thrombocytopenia® 40 26 45 39
Vomiting 37 3 43 3
Anemia® 27 11 38 27
Fatigue® 26 2 21 5
Pyrexia 23 <1 37 2
Cough 22 0 22 0
Headache 21 <] 17 4
A_lanine aminotransferase 20 g 10 5
increased
Neutropenia® 18 12 22 20
Arthralgia 17 <1 14 0
A_spartate aminotransferase 16 3 11 3
increased
Edema® 20 1 17 2
Respiratory tract infection” 15 <1 10 0
Decreased appetite 14 <1 13 0
Back pain 13 <] 8 1
Nasopharyngitis 13 0 6 0
Asthenia 13 2 10 <1
Pleural effusion 12 4 9 4
Dyspnea 12 2 20 6
Pruritus 12 <1 7 0
Dizziness 11 0 13 <1
Leukopenia' 10 + 15 12
Blood creatinine increased 10 <1 6 <1
Influenza 10 <] 3 0
Chest pain’ 7 1 12 1

Abbreviations: CML=chronic myelogenous leukemia; N=number of patients.
"Based on a Minimum of 48 Months of Follow-up.
Advanced Phase CML includes patients with Accelerated Phase and Blast Phase CML.
* Abdominal pain includes the following preferred terms: Abdominal discomfort, Abdominal pain,

Abdominal pain lower, Abdominal pain upper, Abdominal tenderness, Gastrointestinal pain
® Rash includes the following preferred terms: Acne, Dermatitis, Dermatitis acneiform, Dermatitis allergic,

Drug eruption, Exfoliative rash, Photosensitivity reaction, Rash, Rash erythematous, Rash generalised,
Rash macular, Rash maculo-papular, Rash papular, Rash pruritic, Urticaria
“ Thrombocytopenia includes the following preferred terms: Platelet count decreased, Thrombocytopenia
¢ Anemia includes the following preferred terms: Anemia, Hemoglobin decreased.
‘ Fatigue includes the following preferred terms: Fatigue, Malaise.
r1\Ieun'opt:r1ia includes the following preferred terms: Neutropenia, Neutrophil count decreased
# Edema includes the following preferred terms containing: Edema, Edema peripheral, Face edema,
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Chronic Phase CML
N=403

Advanced Phase CML
N=143

= All Grades
(Yo)

Grade 3/4
(%)

All Grades
(%)

Grade 3/4
(%)

Localized edema.

1 Respiratory tract infection includes the following preferred terms: Lower respiratory tract infection,
Respiratory tract infection, Respiratory tract infection viral, Upper respiratory tract infection, Viral upper
respiratory tract infection.

'Leukopenia includes the following preferred terms: Leukopenia, White blood cell count decreased.

J Chest pain included the following preferred terms: Chest discomfort, Chest pain.

In the single-arm study in patients with CML who were resistant or intolerant to prior therapy, 1 patient (0.2%)
experienced QTcF interval of greater than 500 milliseconds. Patients with uncontrolled or significant cardiovascular
disease including QT interval prolongation were excluded by protocol.

Table 7 identifies the clinically relevant or severe Grade 3/4 laboratory test abnormalities for the safety population
of the study in patients with CML who were resistant or intolerant to prior therapy based on long-term follow-up.

Table 7:
Number (%) of Patients With Clinically Relevant or Grade 3/4 Laboratory Test Abnormalities in the Safety
Population of the Study of Patients With CML Who Were Resistant or Intolerant to Prior Therapy

Chronic Phase Advanced All CP and
(CP) CML Phase (AdvP) AdvP CML
N=403 CML N=546
n (%) N=143 n (%)
n (%)
Hematology Parameters
Platelet Count (Low) less than 50x107/L 105 (26) 82 (57) 187 (34)
Absolute Neutrophil Count less than 1x10°/L 65 (16) 55 (39) 120 (22)
Hemoglobin (Low) less than 80 g/L 51(13) 54 (38) 105 (19)
Biochemistry Parameters
SGPT/ALT greater than 5.0xULN 43 (11) 8 (6) 51 (9)
SGOT/AST greater than 5.0<ULN 19 (5) 5(4) 24 (4)
Lipase greater than 2xULN 42 (10) 9 (6) 51 (9
Phosphorus (Low) less than 0.6 mmol/L 30(7) 10 (7) 40 (7)
Total Bilirubin greater than 3.0xULN 3(1) 4(3) 7(1)

Based on a Minimum of 48 Months of Follow-up.

Abbreviations: ALT=alanine aminotransferase; AST=aspartate aminotransferase; CML=chronic myelogenous leukemia;
N/n=number of patients; SGPT=serum glutamate-pyruvate transaminase; SGOT=serum glutamate-oxaloacetate
aminotransferase; ULN=upper limit of normal.

Additional Adverse Reactions From Multiple Clinical Trials

The following adverse reactions were reported in patients in clinical trials with BOSULIF (less than 10% of
BOSULIF-treated patients). They represent an evaluation of the adverse reaction data from all 1272 patients with
leukemia who received at least 1 dose of single-agent BOSULIF. These adverse reactions are presented by system organ
class and are ranked by frequency. These adverse reactions are included based on clinical relevance and ranked in order of
decreasing seriousness within each category.

Blood and Lymphatic System Disorders: less than 0.01% - Febrile neutropenia, Granulocytopenia

Cardiac Disorders: /% and less than 10% - Pericardial effusion; 0.1% and less than 1% - Peri\_gaz_'_ait"i"s' '
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Ear and Labyrinth Disorders: /% and less than 10% - Tinnitus

Vascular Disorders: 1% and less than 10% - Hypertension

Gastrointestinal Disorders: 1% and less than 10% - Gastritis; 0.1% and less than 1% - Pancreatitis (includes
Pancreatitis, Pancreatitis acute), Gastrointestinal hemorrhage (includes Anal hemorrhage, Gastric hemorrhage,
Gastrointestinal hemorrhage, Intestinal hemorrhage, Lower gastrointestinal hemorrhage, Rectal hemorrhage)

General Disorders and Administrative Site Conditions: /% and less than 10% - Pain

Hepatobiliary Disorders: /% and less than 10% - Hepatotoxicity (includes Hepatotoxicity, Hepatitis, Hepatitis
toxic, Liver disorder), Hepatic function abnormal (includes Hepatic function abnormal, Liver function test
abnormal, Transaminases increased); 0.1% and less than 1% - Liver injury (includes Liver injury, Drug-induced
liver injury)

Immune System Disorders: 0.1% and less than 1% - Anaphylactic shock, Drug hypersensitivity

Infections and Infestations: /% and less than 10% - pneumonia (includes pneumonia, atypical pneumonia),
influenza, bronchitis

Investigations: /% and less than 10% - Electrocardiogram QT prolonged (includes Electrocardiogram QT
prolonged, Long QT syndrome), Blood bilirubin increased (includes Blood bilirubin increased,
Hyperbilirubinaemia), Blood creatine phosphokinase increased, Amylase increased, GGT increased

Metabolism and Nutrition Disorders: /% and less than 10% - Hypophosphatemia (includes Hypophosphatemia,
Blood phosphorus decreased), Hyperkalemia (includes Hyperkalemia, Blood potassium increased), Dehydration

Musculoskeletal and Connective Tissue Disorders: /% and less than 10% - Myalgia

Nervous System Disorders: /% and less than 10% - Dysgeusia

Renal and Urinary Disorders: /% and less than 10% - Acute kidney injury, Renal impairment, Acute renal failure,
Renal failure

Respiratory, Thoracic and Mediastinal Disorders: (. /% and less than 1% - Acute pulmonary edema, Respiratory
failure, Pulmonary hypertension

Skin and Subcutaneous Disorders: 0./% and less than 1% - Erythema multiforme

6.2 Post-Marketing Experience

The following additional adverse reactions have been identified during post-approval use of BOSULIF. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate
their frequency or establish a causal relationship to drug exposure.

Skin and Subcutaneous Tissue Disorders: Stevens-Johnson syndrome

7  DRUG INTERACTIONS
7.1 Effect of Other Drugs on BOSULIF

Strong or Moderate CYP3A Inhibitors P et



Concomitant use with a strong or moderate CYP3A inhibitor increased bosutinib Cyax and AUC compared to
BOSULIF alone [see Clinical Pharmacology (12.3)] which may increase the risk of toxicities. Avoid the concomitant use
of strong or moderate CYP3A inhibitors with BOSULIF. .

Strong CYP3A Inducers

Concomitant use with a strong CYP3A inducer decreased bosutinib Cpx and AUC compared to BOSULIF alone
[see Clinical Pharmacology (12.3)] which may reduce BOSULIF efficacy. Avoid the concomitant use of strong CYP3A
inducers with BOSULIF.

Proton Pump Inhibitors (PPI)

Concomitant use with a PPI decreased bosutinib Cppa and AUC compared to BOSULIF alone [see Clinical
Pharmacology (12.3)] which may reduce BOSULIF efficacy. As an alternative to PPIs, use short-acting antacids or H2
blockers and separate dosing by more than 2 hours from BOSULIF dosing.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action, BOSULIF can cause fetal harm when
administered to a pregnant woman [see Clinical Pharmacology (12.1)].

There are no available data in pregnant women to inform the drug-associated risk. In animal reproduction studies
conducted in rats and rabbits, oral administration of bosutinib caused adverse developmental outcomes. Administration of
bosutinib to rats prior to fertilization until gestation day (GD) 7 caused increased embryonic resorptions at maternal
exposures (AUC) approximately 0.5 and 0.4 times the human exposure at the recommended doses of 400 and 500 mg/day,
respectively, and decreased implantations and reduced number of viable embryos at maternal exposures approximately 1.8
and 1.3 times the human exposure at the recommended doses of 400 or 500 mg/day, respectively. Administration of
bosutinib to pregnant rabbits during organogenesis caused adverse developmental outcomes including fetal anomalies and
reduced fetal body weights at maternal exposures (AUC) approximately 2.3 and 1.7 times the human exposure at the
recommended doses of 400 or 500 mg/day, respectively (see Data). Advise pregnant women of the potential risk to a
fetus.

The background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies are 2-4% and
15-20%, respectively.

Data

Animal Data

In a rat fertility and early embryonic development study, bosutinib was administered orally to female rats for
approximately 3 to 6 weeks, depending on day of mating (2 weeks prior to cohabitation with untreated breeder males until
gestation day [GD] 7). Increased embryonic resorptions occurred at greater than or equal to 10 mg/kg/day of bosutinib
(0.5 and 0.4 times the human exposure at the recommended doses of 400 and 500 mg/day, respectively), and decreased
implantations and reduced number of viable embryos at 30 mg/kg/day of bosutinib (1.8 and 1.3 times the human exposure
at the recommended doses of 400 or 500 mg/day, respectively).

Fetal exposure to bosutinib-derived radioactivity during pregnancy was demonstrated in a placental-transfer study in
pregnant rats. In a separate study, bosutinib was administered orally to pregnant rats during the period of organogenesis at
doses of 1, 3 and 10 mg/kg/day. This study did not expose pregnant rats to enough bosutinib to fully evaluate adverse
outcomes.

In an embryo-fetal development study conducted in rabbits, bosutinib was administered orally to pregnant animals
during the period of organogenesis at doses of 3, 10 and 30 mg/kg/day. At the maternally-toxic dose of 30 mg/kg/day of
bosutinib, there were fetal anomalies (fused sternebrae, and 2 fetuses had various visceral observations), and an
approximate 6% decrease in fetal body weight. The dose of 30 mg/kg/day resulted in exposures (AUC) approximately 2.3
and 1.7 times the human exposures at the recommended doses of 400 and 500 mg/day, respectively.
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8.2 Lactation

Risk Summary

No data are available regarding the presence of basutinib or its metabolites in human milk or its effects on a
breastfed child or on milk production. However, bosutinib is present in the milk of lactating rats. Because of the potential
for serious adverse reactions in a nursing child, breastfeeding is not recommended during treatment with BOSULIF and
for at least 1 month after the last dose.

Animal Data
After a single radiolabeled bosutinib dose to lactating rats, radioactivity was present in the plasma of suckling
offspring for 24 to 48 hours.

8.3 Females and Males of Reproductive Potential

Pregnancy

Based on findings from animal studies, BOSULIF can cause fetal harm when administered to a pregnant woman
[see Use in Specific Populations (8.1)]. Females of reproductive potential should have a pregnancy test prior to starting
treatment with BOSULIF.

Contraception

Females

Based on findings from animal studies, BOSULIF can cause fetal harm when administered to a pregnant woman
[see Use in Specific Populations (8.1)]. Advise females of reproductive potential to use effective contraception (methods
that result in less than 1% pregnancy rates) during treatment with BOSULIF and for at least 1 month after the last dose.

Infertility

The risk of infertility in females or males of reproductive potential has not been studied in humans. Based on
findings from animal studies, BOSULIF may cause reduced fertility in females and males of reproductive potential /see
Nonclinical Toxicology (13.1)].

8.4 Pediatric Use
The safety and efficacy of BOSULIF in patients less than 18 years of age have not been established.

8.5 Geriatric Use

In the single-arm study in patients with CML who were resistant or intolerant to prior therapy of BOSULIF in
patients with Ph+ CML, 20% were age 65 and over, 4% were 75 and over. No overall differences in safety or
effectiveness were observed between these patients and younger patients, and other reported clinical experience has not
identified differences in responses between the elderly and younger patients, but greater sensitivity of some older
individuals cannot be ruled out.

8.6 Renal Impairment

Reduce the BOSULIF starting dose in patients with moderate (creatinine clearance [CLcr] 30 to 50 mL/min,
estimated by Cockcroft-Gault (C-G)) and severe (CL,, less than 30 mL/min, C-G) renal impairment at baseline. For
patients who have declining renal function while on BOSULIF who cannot tolerate the starting dose, follow dose
adjustment recommendations for toxicity [see Dosage and Administration (2.3, 2.5) and Clinical Pharmacology (12.3)].
BOSULIF has not been studied in patients undergoing hemodialysis.

8.7 Hepatic Impairment
Reduce the BOSULIF dosage in patients with hepatic impairment (Child-Pugh A, B, or C) [see Dosage and
Administration (2.3, 2.5) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Experience with BOSULIF overdose in clinical studies was limited to isolated cases. There were no reports of any
serious adverse events associated with the overdoses. Patients who take an overdose of BOSULIF should be obscn ed and
given appropriate supportive treatment. )
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11  DESCRIPTION

Bosutinib is a kinase inhibitor. The chemical name for bosutinib monohydrate is 3-Quinolinecarbonitrile, 4-[(2,4-
dichleso-5-methoxyphenyl)amino]-6-methoxy-7-[3-(4-methyl-1-piperazinyl) propoxy]-, hydrate (1:1). Its chemical
formula is CysH20C1:NsO3°H,O (monohydrate); its molecular weight is 548.46 (monohydrate), equivalent to
530.46 (anhydrous). Bosutinib monohydrate has the following chemical structure:

HN OMe
MeO N CN

N0 NT O

Bosutinib monohydrate is a white to yellowish-tan powder. Bosutinib monohydrate has a pH dependent solubility
across the physiological pH range. At or below pH 5, bosutinib monohydrate behaves as a highly soluble compound.
Above pH 35, the solubility of bosutinib monohydrate reduces rapidly.

BOSULIF® (bosutinib) tablets are supplied for oral administration in 3 strengths: a 100 mg yellow, oval, biconvex,
film-coated tablet debossed with “Pfizer”” on one side and “100” on the other; a 400 mg orange, oval, biconvex, film-
coated tablet debossed with “Pfizer” on one side and “400” on the other; and a 500 mg red, oval, biconvex, film-coated
tablet debossed with “Pfizer” on one side and “500” on the other.

Each 100 mg BOSULIF tablet contains 103.40 mg of bosutinib monohydrate, equivalent to 100 mg of bosutinib;
each 400 mg BOSULIF tablet contains 413.60 mg of bosutinib monohydrate, equivalent to 400 mg of bosutinib;

each 500 mg BOSULIF tablet contains 516.98 mg of bosutinib monohydrate, equivalent to 500 mg of bosutinib.
The following inactive ingredients are included in the tablets: microcrystalline cellulose, croscarmellose sodium,
poloxamer, povidone, magnesium stearate, polyvinyl alcohol, titanium dioxide, polyethylene glycol, talc, and iron oxide
yellow (for 100 mg, and 400 mg tablet) and iron oxide red (for 400 mg, and 500 mg tablet).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Bosutinib is a tyrosine kinase inhibitor. Bosutinib inhibits the breakpoint cluster region-Abelson (BCR-ABL) kinase
that promotes CML; it is also an inhibitor of Sre-family kinases including Sre, Lyn, and Hek. Bosutinib inhibited 16 of 18
imatinib-resistant forms of BCR-ABL kinase expressed in murine myeloid cell lines. Bosutinib did not inhibit the T315I
and V299L mutant cells.

12.2 Pharmacodynamics

Based on the exposure response analyses for efficacy, a relationship between drug exposure and a greater likelihood
of response was observed in clinical studies. Based on the exposure response analyses for safety, a relationship between
drug exposure and a greater likelihood of safety events was observed in clinical studies.

Cardiac Electrophysiology
At a single oral dose of 500 mg BOSULIF with ketoconazole (a strong CYP3A inhibitor), BOSULIF does not
prolong the QT interval to any clinically relevant extent.

12.3 Pharmacokinetics
The bosutinib pharmacokinetics following oral dosing was assessed with food, unless otherwise specified.

Bosutinib exhibits dose proportional increases in AUC and C,; over the oral dose range of 200 to 800 mg:(0.33 to
1.3 times the maximum approved recommended dosage of 600 mg). The mean (standard deviation [SD]) Cyuy Was
146 (20) ng/mL and the mean (SD) AUC was 2720 (442) ngeh/mL following multiple oral doses of BOSULIF 400 mg in
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patients with CML; C,,,x was 200 (12) ng/mL and AUC was 3650 (425) ngh/mL following multiple oral doses of
BOSULIF 500 mg in patients with CML.

Absorption
Following administration of a single oral dose of BOSULIF 500 mg with food in patients with CML, the median

(minimum, maximum) time-to-peak concentration (t,,,,) was 6.0 (6.0, 6.0) hours. The absolute bioavailability was 34% in
healthy subjects.

Effect of Food

When given with a high fat meal in healthy subjects, oral bosutinib Cy, increased 1.8-fold and AUC increased
1.7-fold. The high-fat meal (800-1000 total calories) consisted of approximately 150 protein calories, 250 carbohydrate
calories, and 500-600 fat calories.

Distribution

Following a single intravenous dose of bosutinib 120 mg (0.2 times the maximum approved recommended oral
dosage of 600 mg) in healthy subjects, bosutinib had a mean (SD) volume of distribution of 2441 (796) L. The mean (SD)
apparent volume of distribution after an oral dose of 500 mg of BOSULIF to patients with CML was 6080 (1230) L.
Protein binding of bosutinib is 94% in vitro and 96% ex vivo, and is independent of concentration.

Elimination

Following a single intravenous dose of bosutinib 120 mg (0.2 times the maximum approved recommended oral
dosage of 600 mg), the mean (SD) terminal phase elimination half-life (t,.) was 35.5 (8.5) hours, and the mean (SD)
clearance (Cl) was 63.6 (14.1) L/h. Following a single oral dose of BOSULIF in patients with CML, the mean (SD) t,, was
22.5 (1.7) hours, and the mean (SD) CI was 189 (48) L/h.

Metabolism
Bosutinib is primarily metabolized by CYP3A4.

Excretion
Following a single oral dose of ['*C] radiolabeled bosutinib without food, 91.3% of the dose was recovered in feces

and 3.3% of the dose recovered in urine.

Specific Populations

Patients with Renal Impairment

Following a single oral dose of BOSULIF 200 mg (0.33 times the maximum approved recommended dosage of
600 mg), bosutinib AUC increased 1.4-fold in subjects with moderate renal impairment (CL.,: 30 to 50 mL/min, estimated
by Cockcroft-Gault (C-G)) and increased 1.6-fold in subjects with severe renal impairment (CL,, less than 30 mL/min)
compared to subjects with normal renal function (CLcr > 80 mL/min, C-G). No clinically significant difference in the
pharmacokinetics of bosutinib was observed in subjects with mild renal impairment (CL: 51 to 80 mL/min, C-G).

Patients with Hepatic Impairment

Following a single oral dose of BOSULIF 200 mg (0.33 times the maximum approved recommended dosage of
600 mg), bosutinib C,,,, increased 2.4-fold, 2-fold, and 1.5-fold, and AUC increased 2.3-fold, 2-fold, and 1.9-fold in
hepatic impairment Child-Pugh A, B, and C, respectively.

Drug Interaction Studies

Clinical Studies
The following interactions were evaluated in crossover studies of healthy subjects, unless otherwise specified.

Strong and Moderate CYP3A Inhibitors TR
A single oral dose of BOSULIF 100 mg (0.17 times the maximum approved recommended dosage) was .
administered alone or following multiple daily doses of 400 mg ketoconazole (a strong CYP3A 1nh1bftor) w1thout foud
Ketoconazole increased bosutinib C,,, and AUC 5.2-fold and 8.6-fold, respectively. /ey - .
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A single oral dose of BOSULIF 500 mg was administered alone or in combination with 125 mg aprepitant (a
moderate CYP3A inhibitor) with food. Aprepitant increased bosutinib C,. 1.5-fold and AUC 2.0-fold.

Strong CYP34 Inducers
A single dose of BOSULIF 500 mg was administered alone or following multiple daily doses of 600 mg rifampin
with food. Rifampin decreased bosutinib C,,, by 86% and AUC by 94%.

Proton Pump Inhibitors

BOSULIF displays pH-dependent aqueous solubility, in vitro. A single oral dose of BOSULIF 400 mg was
administered alone or following multiple oral doses of lansoprazole 60 mg without food. Lansoprazole decreased
bosutinib C,,x by 46% and AUC by 26%.

P-gp Substrates
A single oral dose of 500 mg BOSULIF was administered in combination with a single oral dose of 150 mg

dabigatran etexilate mesylate (a P-glycoprotein (P-gp) substrate). No clinically significant difference in the
pharmacokinetics of dabigatran was observed following bosutinib administration.

In Vitro Studies

Bosutinib Effect on Transporters

Bosutinib may have the potential to inhibit breast cancer resistance protein (BCRP) in the gastrointestinal tract but
has a low potential to inhibit BCRP, systemically, or organic anion transporting polypeptide (OATP)1B1, OATP1B3,
organic anion transporter (OAT)1, OAT3, organic cation transporter (OCT)1, and OCT2 at clinically relevant
concentrations.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

A 2-year carcinogenicity study was conducted orally in rats at bosutinib doses up to 25 mg/kg/day in males and
15 mg/kg/day in females. The exposures achieved at the high dose were approximately 1.8 times (males) and 3.8 times
(females) the human exposure at the recommended dose of 400 mg, and 1.4 times (males) and 2.8 times (females) the
human exposure at the recommended dose of 500 mg. The study was negative for carcinogenic findings.

Bosutinib was not mutagenic or clastogenic in a battery of tests, including the bacteria reverse mutation assay
(Ames Test), the in vitro assay using human peripheral blood lymphocytes and the micronucleus test in orally treated
male mice.

In a rat fertility study, drug-treated males were mated with untreated females, or untreated males were mated with
drug-treated females. Females were administered the drug from pre-mating through early embryonic development. The
dose of 70 mg/kg/day of bosutinib resulted in reduced fertility in males as demonstrated by 16% reduction in the number
of pregnancies. There were no lesions in the male reproductive organs at this dose. This dose of 70 mg/kg/day resulted in
exposure (AUC) in male rats approximately 1.5 times and equal to the human exposure at the recommended doses of
400 and 500 mg/day, respectively. Fertility (number of pregnancies) was not affected when female rats were treated with
bosutinib. However, there were increased embryonic resorptions at greater than or equal to 10 mg/kg/day of bosutinib
(0.5 and 0.4 times the human exposure at the recommended doses of 400 and 500 mg/day, respectively), and decreased
implantations and reduced number of viable embryos at 30 mg/kg/day of bosutinib (1.8 and 1.3 times the human exposure
at the recommended doses of 400 or 500 mg/day, respectively).

14 CLINICAL STUDIES

14.1 Newly-Diagnosed CP Ph+ CML

The efficacy of BOSULIF in patients with newly-diagnosed chronic phase Ph+ CML was evaluated in the Bosutinib
trial in First-line chrOnic myelogenous leukemia tREatment (BFORE) Trial: “A Multicenter Phase 3, Open-Label Study
of Bosutinib Versus Imatinib in Adult Patients With Newly Diagnosed Chronic Phase Chronic Myelogenous Leukem;a
[NCT02130557]. & vk
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The BFORE Trial is a 2-arm, open-label, randomized, multicenter trial conducted to investigate the efficacy and
safety of BOSULIF 400 mg once daily alone compared with imatinib 400 mg once daily alone in adult patients with
newly-diagnosed CE.Ph+ CML. The trial randomized 536 patients (268 in each arm) with Ph+ or Ph- newly-diagnosed
CP CML (intent-to-treat [ITT] population) including 487 patients with Ph+ CML harboring b2a2 and/or b3a2 transcripts
at baseline and baseline BCR-ABL copies >0 (modified intent-to-treat [mITT] population). Randomization was stratified
by Sokal score and geographical region. All patients are being treated and/or followed for up to 5 years. Efficacy was
evaluated in the mITT population. The major efficacy outcome measure was MMR at 12 months defined as <0.1%
BCR-ABL ratio on international scale (corresponding to >3 log reduction from standardized baseline) with a minimum of
3000 ABL transcripts as assessed by the central laboratory. Additional efficacy outcomes included CCyR by 12 months,
defined as the absence of Ph+ metaphases in chromosome banding analysis of >20 metaphases derived from bone marrow
aspirate or MMR if an adequate cytogenetic assessment was unavailable.

In the mITT population in this study, 57% of patients were males, 77% were Caucasian, and 19% were 65 years or
older. The median age was 53 years. After a minimum of 12 months of follow-up, 77.6% of the 246 bosutinib-treated
patients and 72.4% of the 239 imatinib-treated patients were still receiving treatment. The median treatment duration was
14.3 months for BOSULIF and 13.8 months for imatinib.

The efficacy results from the BFORE trial are summarized in Table 8.

Table 8:

Summary of Major Molecular Response (MMR) at Month 12 and Complete Cytogenetic Response (CCyR)
by Month 12, by Treatment Group in the Modified Intent-to-Treat (mITT) Population

Bosutinib Imatinib
Response N=246 N=241 2-sided p-value
n (%) n (%)
Major Molecular Response at
Month 12
MMR 116 (47.2) 89 (36.9) 0.0200°
(95% CI) (40.9, 53.4) (30.8, 43.0)
Complete Cytogenetic Response by
Month 12
CCyR 190 (77.2) 160 (66.4) 0.0075"
(95% CI) (72.0, 82.5) (60.4, 72.4)

Abbreviations: CCyR=complete cytogenetic response; CI=confidence interval; CMH=Cochran-Mantel-Haenszel; MMR=major

molecular response; N/n=number of patients.
* derived from CMH test stratified by Geographical region and Sokal score at randomization.

The MMR rate at Month 12 for all randomized patients (ITT population) was consistent with the mITT population
(46.6% [95% CI: 40.7, 52.6] in the bosutinib treatment group and 36.2% [95% CI: 30.4, 41.9] in the imatinib treatment
group; odds ratio of 1.57 [95% CI: 1.10, 2.22]). After a minimum of 12 months of follow-up, 5 bosutinib patients and
7 imatinib patients transformed to AP CML or BP CML while on treatment.

14.2 Imatinib-Resistant or -Intolerant Ph+ CP, AP, and BP CML

Study 200 (NCT00261846), a single-arm, open-label, multicenter study in patients with CML who were resistant or
intolerant to prior therapy was conducted to evaluate the efficacy and safety of BOSULIF 500 mg once daily in patients
with imatinib-resistant or -intolerant CML with separate cohorts for CP, AP, and BP disease previously treated with 1
prior TKI (imatinib) or more than 1 TKI (imatinib followed by dasatinib and/or nilotinib). The definition of imatinib
resistance included (1) failure to achieve or maintain any hematologic improvement within 4 weeks; (2) failure to achieve
a CHR by 3 months, cytogenetic response by 6 months or major cytogenetic response (MCyR) by 12 months; (3)
progression of disease after a previous cytogenetic or hematologic response; or (4) presence of a genetic mutation in the
BCR-ABL gene associated with imatinib resistance. Imatinib intolerance was defined as inability to tolerate imatinib due
to toxicity, or progression on imatinib and inability to receive a higher dose due to toxicity. The definitions of resistance
and intolerance to both dasatinib and nilotinib were similar to those for imatinib. The protocol was arnendecl to exclude

patients with a known history of the T3151 mutation after 396 patients were enrolled in the trial.

17



The efficacy endpoints for patients with CP CML previously treated with 1 prior TKI (imatinib) were the rate of
attaining MCyR by Week 24 and the duration of MCyR. The efficacy endpoints for patients with CP CML previously
treated with both imatinib and at least 1 additional TKI were the cumulative rate of attaining MCyR by Week 24 and the
duration of MCyR. The efficacy endpoints for patients with previously treated AP and BP CML were confirmed CHR and
overall hematologic response (OHR).

The study enrolled 546 patients with CP, AP or BP CML. Of the total patient population 73% were imatinib
resistant and 27% were imatinib intolerant. In this trial, 53% of patients were males, 65% were Caucasian, and 20% were
65 years old or older. Of the 546 treated patients, 506 were considered evaluable for cytogenetic or hematologic efficacy
assessment. Patients were evaluable for efficacy if they had received at least 1 dose of BOSULIF and had a valid baseline
efficacy assessment. Among evaluable patients, there were 262 patients with CP CML previously treated with 1 prior TKI
(imatinib), 112 patients with CP CML previously treated with both imatinib and at least 1 additional TKI, and 132 patients
with advanced phase CML previously treated with at least 1 TKI.

Median duration of BOSULIF treatment was 26 months in patients with CP CML previously treated with 1 TKI
(imatinib), 9 months in patients with CP CML previously treated with imatinib and at least 1 additional TKI, 10 months in
patients with AP CML previously treated with at least imatinib, and 3 months in patients with BP CML previously treated
with at least imatinib.

The 24 week efficacy and MCyR at any time results are summarized in Table 9.

Table 9:
Efficacy Results in Patients with Ph+ CP CML With Resistance to or Intolerance to Imatinib
Prior Treatment Prior Treatment With Imatinib
With Imatinib Only and Dasatinib or Nilotinib
(N=262 evaluable) (N=112 evaluable)
n (%) n (%)
By Week 24
MCyR 105 (40.1) 29 (25.9)
(95% CI) (34.1, 46.3) (18.1, 35.0)
MCyR any time 156 (59.5) 45 (40.2)
(53.3, 65.5) (31.0, 49.9)

Abbreviations: CI=confidence interval; CML=chronic myelogenous leukemia; CP=chronic phase; MCyR=major
cytogenetic response; N/n=number of patients; Ph+=Philadelphia chromosome positive.

The long term follow-up data analysis was based on a minimum of 60 months for patients with CP CML treated
with 1 prior TKI (imatinib) and a minimum of 48 months for patients with CP CML treated with imatinib and at least 1
additional TKI. For the 59.5% of patients with CP CML treated with 1 prior TKI (imatinib) who achieved a MCyR at any
time, the median duration of MCyR was not reached. Among these patients, 65.4% and 42.9% had a MCyR lasting at
least 18 and 54 months, respectively. For the 40.2% of patients with CP CML treated with imatinib and at least 1
additional TKI who achieved a MCyR at any time, the median duration of MCyR was not reached. Among these patients,
64.4% and 35.6% had a MCyR lasting at least 9 and 42 months, respectively. Of the 403 treated patients with CP CML,
20 patients had confirmed disease transformation to AP or BP while on treatment with BOSULIF.

The 48 week efficacy results in patients with accelerated and blast phases CML previously treated with at least
imatinib are summarized in Table 10.
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Table 10:
Efficacy Results in Patients With Accelerated Phase and Blast Phase CML Previously Treated

With at Least Imatinib .
AP CML BP CML
(N=72 evaluable) (N=60 evaluable)
n (%) n (%)

CHR" by Week 48 22 (30.6) 10 (16.7)
(95% CI) (20.2, 42.5) (8.3, 28.5)

OHR®* by Week 48 41 (56.9) 17 (28.3)
(95% CI) (44.7, 68.6) (17.5,41.4)

Abbreviations: AP=accelerated phase; BP=blast phase;: CHR=complete hematologic response; Cl=confidence

interval; CML=chronic myelogenous leukemia; CI=confidence interval, OHR=overall hematologic response.

CHR=complete hematologic response, N/n=number of patients

* Overall hematologic response (OHR) = major hematologic response (complete hematologic response + no

evidence of leukemia) or return to chronic phase (RCP). All responses were confirmed after 4 weeks.
Complete hematologic response (CHR) for AP and BP CML: WBC less than or equal to institutional ULN,
platelets greater than or equal to 100,000/mm® and less than 450,000/mm’, absolute neutrophil count
(ANC) greater than or equal to 1.0x10° /L, no blasts or promyelocytes in peripheral blood, less than 5%
myelocytes + metamyelocytes in bone marrow, less than 20% basophils in peripheral blood, and no
extramedullary involvement. No evidence of leukemia (NEL): Meets all other criteria for CHR except may
have thrombocytopenia (platelets greater than or equal to 20,000/mm’ and less than 100,000/mm”®) and/or
neutropenia (ANC greater than or equal to 0.5%10” /L and less than 1.0x10° /L). Return to chronic phase
(RCP) = disappearance of features defining accelerated or blast phases but still in chronic phase.

The long term follow-up data analysis was based on a minimum of 48 months for patients with AP CML and BP
CML. Of the 79 treated patients with AP CML, 3 patients had confirmed disease transformation to BP while on BOSULIF
treatment.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
BOSULIF (bosutinib) tablets are supplied for oral administration in 3 strengths: a 100 mg yellow, oval, biconvex,
film-coated tablet debossed with “Pfizer” on one side and “100” on the other; a 400 mg orange, oval, biconvex, film

coated tablet debossed with “Pfizer” on one side and “400” on the other; and a 500 mg red, oval, biconvex, film-coated
tablet debossed with “Pfizer” on one side and 500" on the other. BOSULIF (bosutinib) tablets are available in the
following packaging configurations (Table 11):
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Table 11:
Tablet Presentations

BOSULIF Tablets
Tablet Strength
Package Configuration (mg) NDC Tablet Description

120 tablets per bottle 100 mg 0069-0135-01 Yellow, oval, biconvex, film-coated
tablets, debossed “Pfizer” on one side
and *100” on the other.

30 tablets per bottle 400 mg 0069-0193-01 Orange, oval, biconvex, film-coated
tablet debossed with “Pfizer” on one
side and “400" on the other.

30 tablets per bottle 500 mg 0069-0136-01 Red, oval, biconvex, film-coated

tablets, debossed “Pfizer” on one side
and “500” on the other.

Abbreviation: NDC=National drug code.

16.2 Storage

Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled

Room Temperature].

16.3 Handling and Disposal

Procedures for proper disposal of anticancer drugs should be considered. Touching or handling crushed or broken
tablets is to be avoided. Any unused product or waste material should be disposed of in accordance with local
requirements, or drug take back programs.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

¢ Dosing and Administration
Instruct patients to take BOSULIF exactly as prescribed, not to change their dose or to stop taking BOSULIF unless
they are told to do so by their doctor. If patients miss a dose beyond 12 hours, they should be advised to take the
next scheduled dose at its regular time. A double dose should not be taken to make up for any missed dose. Advise
patients to take BOSULIF with food. Patients should be advised: “Do not crush, break, or cut tablet. Do not touch or
handle crushed or broken tablets.”

e Gastrointestinal Problems
Advise patients that they may experience diarrhea, nausea, vomiting, abdominal pain, or blood in their stools with
BOSULIF and to seek medical attention promptly for these symptoms /[see Warnings and Precautions (5.1)].

¢ Low Blood Cell Counts
Advise patients of the possibility of developing low blood cell counts and to immediately report fever, any
suggestion of infection, or signs or symptoms suggestive of bleeding or easy bruising [see Warnings and

Precautions (5.2)].

e Liver Problems

Advise patients of the possibility of developing liver function abnormalities and to immediately report jaundice [see
Warnings and Precautions (5.3)].
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e Fluid Retention
Advise patients of the possibility of developing fluid retention (swelling, weight gain, or shortness of breath) and to
seek medical attention promptly if these symptoms arise [see Warnings and Precautions (5.4)].

* Renal Problems
Advise patients of the possibility of developing renal problems and to immediately report frequent urination,
polyuria or oliguria [see Warnings and Precautions (5.5)].

¢ Other Adverse Reactions

Advise patients that they may experience other adverse reactions such as respiratory tract infections, rash, fatigue,
loss of appetite, headache, dizziness, back pain, arthralgia, or pruritus with BOSULIF and to seek medical attention
if symptoms are significant. There is a possibility of anaphylactic shock [see Contraindications (4) and Adverse
Reactions (6)].

e Embryo-Fetal Toxicity
Advise females to inform their healthcare provider if they are pregnant or become pregnant. Inform female patients
of the risk to a fetus and potential loss of the pregnancy [see Use in Specific Populations (8.1)].

Advise females of reproductive potential, to use effective contraception during treatment and for 1 month after
receiving the last dose of BOSULIF [see Warnings and Precautions (5.6) and Use in Specific Populations (8.1,

8.3)].

Adpvise lactating women not to breastfeed during treatment with BOSULIF and for at least 1 month after the last
dose [see Use in Specific Populations (8.2)].

¢ Drug Interactions
Advise patients that BOSULIF and certain other medicines, including over the counter medications or herbal
supplements (such as St. John’s wort) can interact with each other and may alter the effects of BOSULIF /[see Drug

Interactions (7)].

Disiribisted by
Be o e =
@ Phizer Labs

Division of Pfzer Inc, NY, NY 10017

LAB-0443-10.0
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PATIENT INFORMATION
BOSULIF® (BAH-su-lif)
(bosutinib) -
tablets

What is BOSULIF?

BOSULIF is a prescription medicine used to treat adults who have a certain type of leukemia called Philadelphia
chromosome-positive chronic myelogenous leukemia (Ph+ CML) who are newly-diagnosed or who no longer benefit from
or did not tolerate other treatment.

It is not known if BOSULIF is safe and effective in children less than 18 years of age.

Do not take BOSULIF if you are allergic to bosutinib or any of the ingredients in BOSULIF. See the end of this leaflet for
a complete list of ingredients of BOSULIF.

Before taking BOSULIF, tell your doctor about all of your medical conditions, including if you:

have liver problems

have heart problems

have kidney problems

are pregnant or plan to become pregnant. BOSULIF can harm your unborn baby. Females who are able to become

pregnant should have a pregnancy test before starting treatment with BOSULIF. Tell your doctor right away if you

become pregnant during treatment with BOSULIF.

o Females who are able to become pregnant should use effective birth control (contraception) during treatment with
BOSULIF and for at least 1 month after the last dose. Talk to your doctor about birth control methods that may be
right for you.

» are breastfeeding or plan to breastfeed. It is not known if BOSULIF passes into your breast milk or if it can harm your

baby. Do not breastfeed during treatment with BOSULIF and for at least 1 month after the last dose.

Tell your doctor about all the medicines you take, including prescription medicines, over-the-counter medicines,
vitamins, and herbal supplements. When taken together, BOSULIF and certain other medicines can affect each other.

Know the medicines you take. Keep a list of your medicines and show it to your doctor and pharmacist when you get a
new medicine.

How should | take BOSULIF?

Take BOSULIF exactly as prescribed by your doctor.

Do not change your dose or stop taking BOSULIF without first talking with your doctor.
Take BOSULIF with food.

Swallow BOSULIF tablets whole. Do not crush, break, or cut BOSULIF tablets. Do not touch or handle crushed or
broken BOSULIF tablets.

« If you take an antacid or H; blocker medicine, take it at least 2 hours before or 2 hours after BOSULIF. If you take a
Proton Pump Inhibitor (PPI) medicine, talk to your doctor or pharmacist.

¢ You should avoid grapefruit, grapefruit juice, and supplements that contain grapefruit extract during treatment with
BOSULIF. Grapefruit products increase the amount of BOSULIF in your body.

¢ |f you miss a dose of BOSULIF, take it as soon as you remember. If you miss a dose by more than 12 hours, skip that
dose and take your next dose at your regular time. Do not take 2 doses at the same time.

« |f you take too much BOSULIF, call your doctor or go to the nearest hospital emergency room right away.
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What are the possible side effects of BOSULIF?
BOSULIF may cause serious side effects, including:

» Stomach problems. BOSULIF may cause stomach (abdomen) pain, nausea, diarrhea, or vomiting. Tell your doctor
about any stomach problems.

* Low blood cell counts. BOSULIF may cause low platelet counts (thrombocytopenia), low red blood cell counts
(anemia) and low white blood cell counts (neutropenia). Your doctor should do blood tests to check your blood cell
counts regularly during your treatment with BOSULIF. Call your doctor right away if you have unexpected bleeding or
bruising, blood in your urine or stools, fever, or any signs of an infection.

* Liver problems. BOSULIF may cause liver problems. Your doctor should do blood tests to check your liver function
regularly during your treatment with BOSULIF. Call your doctor right away if your skin or the white part of your eyes
turns yellow (jaundice) or you have dark “tea color” urine.

* Your body may hold too much fluid (fluid retention). Fluid may build up in the lining of your lungs, the sac around
your heart, or your stomach cavity. Call your doctor right away if you get any of the following symptoms during your
treatment with BOSULIF:

o  shortness of breath and cough o swelling all over your body
o  chest pain o weight gain
o  swelling in your hands, ankles, or feet

¢ Kidney problems. BOSULIF may cause kidney problems. Your doctor should do tests to check your kidney function
when you start treatment with BOSULIF and during your treatment. Call your doctor right away if you get any of the
following symptoms during your treatment with BOSULIF:

o  you urinate more often than normal
o  you urinate less often than normal
o you make a much larger amount of urine than normal
o  you make a much smaller amount of urine than normal
The most common side effects of BOSULIF in people with newly-diagnosed CML include:

. diarrhea ¢ rash
e  nausea * changes in liver function test
3 low platelet counts « stomach (abdomen) pain

The most common side effects of BOSULIF in people with CML who no longer benefit from or did not tolerate
other treatment include:

e diarrhea e tiredness

. nausea o fever

¢  stomach (abdomen) pain s cough

. rash e headache

. low platelet counts = change in liver function test
¢  vomiting * swelling

. low red blood cell counts

Tell your doctor right away if you get respiratory tract infections, loss of appetite, headache, dizziness, back pain,
joint pain, or itching while taking BOSULIF. These may be symptoms of a severe allergic reaction.

Your doctor may change your dose, temporarily stop, or permanently stop treatment with BOSULIF if you have certain
side effects.

BOSULIF may cause fertility problems in females and males. This may affect your ability to have a child. Talk to
your doctor if this is a concern for you.

Tell your doctor if you have any side effect that bothers you or that does not go away.
These are not all of the possible side effects of BOSULIF. For more information, ask your doctor or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store BOSULIF?
» Store BOSULIF between 68°F to 77°F (20°C to 25°C).

* Ask your doctor or pharmacist about the right way to throw away outdated or unused BOSULIF.
Keep BOSULIF and all medicines out of the reach of children.
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General information about the safe and effective use of BOSULIF.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
BOSULIF for a condition for which it is not prescribed. Do not give BOSULIF to other people even if they have the same
symptoms you have. It may harm them. You can ask your doctor or pharmacist for information about BOSULIF that is
written for health professionals.

What are the ingredients in BOSULIF?

Active ingredient: bosutinib.

Inactive ingredients: microcrystalline cellulose, croscarmellose sodium, poloxamer, povidone, magnesium stearate,
polyvinyl alcohol, titanium dioxide, polyethylene glycol, talc, and iron oxide yellow (for 100 mg and 400 mg tablets) and
iron oxide red (for 400 mg and 500 mg tablets).

Distributed by

@ Pfizer Labs

Division of Pfer Inc, NY, NY 10017

LAB-0639-8.0
For more information, go to www.Bosulif.com or www.pfizermedicalinformation.com or call 1-800-438-1985.

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: Dec 2017
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