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Homaninomin kancynu 1 mr,
Homaninomix kancymn 2 mr,
HMomanizomix Karncyau 3 mr,

b
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1. HazBa sikapcbkoro 3acoby
[Tomain

2. AxicHuii Ta KiTbKicHNI CKJIaJ

Momaninomin kancymn 1 mr

1 kancyna TBepma MicTuTh 1 Mr HOMaJTIOMi Ty
Homanizomin kancysu 2mr

| karncyna TBepaa MicTHTB 2 Mr OMaTiIOMi Ty
Momanigomin KancyJjau 3 mr

| kancya TBepma MicTuTE 3 Mr oMaJtiominy
Homaninomin kancymn 4 mr

1 kancyna TBepaa MicTHTE 4 Mr MOMaJILIOMI Ty

[loBnuit nepenix gomoMixmamx PEYOBHH IMB. y po3aii 6.1.

3. Jlikapcbka ¢opma.

Kancymu tBeppi.

[omaninomin kancymu 7 me: KalCyIn po3Mipy «4» 3 TEeMHO CHHIM KOBIIAYKOM i JKOBTHM TiToM
3 HanmucoM «NAT» 6imum yopHHIOM Ha KOBIAYKY KamCynu i HamucoM «lmg» 4opHHM
HOPHUJIOM Ha TLIi KarCyJIH, MiCTSTh IIOPOLIOK BiJ[ CBITIO-KOBTOIO J10 )XOBTOTO KOJIBOPY.
Tomanioomio xancynu 2 me: KarcyJu po3Mipy «2» 3 TeMHO CHHIM KOBIIAYKOM i OpPaHXEBHUM
TiToM 3 HamucoM «NAT» 6imum HOPHHJIOM Ha KOBMAYKy KaIlCy.H i HamucoM «2mgy» Gimmm
HOPHHJIOM Ha TiJli KaICyJIH, MiCTATh MOPOIIOK BiJl CBITIIO-KOBTOIO J10 )XOBTOTI'O KOJIbOPY.
Tomanioomio kancynu 3 me: Kancynmu posmipy «2» 3 TeMHO cuHiM KoBIa9koM j 3€JIEHUM T1JIOM
3 HamucoM «NAT» 6inuM wopHHIOM Ha KOBIAYKy KallCyJlH i HamucoMm «3mg» 6imum
HOPHHIIOM Ha TiJli KaIlCy i, MiCTSTh MOPOIIOK Bijl CBITI0-)KOBTOrO J10 )KOBTOT'O KOJIBOPY.
Tomanioomio xancynu 4 me: Karicynu posmipy «2» 3 TeMHO cuniM koBmaukow i CHHIM TiJIoM
3 HamucoM «NAT» Oimum HopHHIOM Ha KOBMa4Ky Kancylu 1 HamucoM «4mg» Gimum
HOPHHJIOM Ha TLIi KaIICy Iy, MiCTSTh IOPOLIOK Bijl CBITIIO-KOBTOIO J10 )KOBTOTO KOJIBOPY.

4. Kniniyna indopmanis:

4.1. TepaneBTUYHI MOKa3aHHSI.

[omaninomin y xom6Ginanii 3 bopre3oMiGoM Ta nekcaMeTazoHOM MoKa3aHHi JUIS JIIKYBaHHS
JAOPOCIIHX NaLi€HTIB i3 MHOXHUHHOIO MIENIOMOIO, sIKI paHilme OTPHUMYBAJIH HE MEHIIIE HiK OIHH
KypC JiKyBaHHS, 0 BKJIIOYAB JICHATLTOMLL,

Iomaninomin y kom6inanii 3 nekcamerazonom IIOKa3aHUH JJIs JIIKYBaHHS JOPOCIIHX MALliCHTIB
i3 penumuByI049000 Ta pedpaKTepHOIO MHOXHHHOIO MI€JIOMOIO, sIKi pamiime mpoifuuk He
MCHIIIE IBOX KypCiB JIIKYBaHHs JICHATIZOMLIOM Ta Oopre3oMiboM Ta y K ~BII3HAYAETHCS
TIPOTPECYBAHHS 3aXBOPIOBaHHs Ha TJi OCTAHHKOI Tepaltii. i 5.

4.2. Cnoci6 3acTocyBanus Ta n03m.



JlikyBaHHS HEOOXITHO PO3MOYMHATH Ta KOHTPOJIOBATH IIiJ HAIJIAA0M JiKapiB, SKi MaioTh
JIOCB1J1 JTIKYBaHHSI MHOYKHHHOT MIi€JIOMH.

3ac1oCy BaHHSL LHEBHOT J03M MPOJOBXKYEThCsl ab0 3MIHIOEThCS HA MiJACTaBl KIIHIYHHX Ta
1ab0opaTOpHUX Pe3yNbTaTiB.

Kombinosana mepanis

* [lomanioomio y noconanui 3 60pme3omiooM i 0excamemasonom

Pexomeni0BaHa 1mo9aTkoBa J103a MOMAJTiIOMIZy CTAHOBHTH 4 MI' IEPOPANILHO OJWH pa3 Ha

JeHb 3 1-ro mo 14-11 1cHB 13 TOBTOPHHM IHKJIOM 'iepe3 21 felL.

[Tomaniiomiz 3acTOCOBYIOTh Y KOMOIHALIIT 3 G0pTe30MiGOM 1 JleKcaMeTa3oHOM (JIUB. TaOTHIO
1). TlouatkoBa m03a GopTe30Miby CTaHOBHTH 1,3 MI/M?, BBOJATH BHYTPIlIHBOBEHHO a0 -
MIIIKIPHO OJMH pa3 Ha JeHb y JHi, 3a3HaueHi B Tabiuui 1. PexoMenmoBaHa mo03a
JIeKcaMeTa3oHy CTaHOBUTH 20 MI [IepopasIbHO OJIMH pa3 Ha JIEHb Y [HI, 3a3Ha4YeHi B Ta0aui 1.
JlikyBanus nomMaioMizoM y noeaHanHi 3 60pTe30MiGoM Ta IEKCAMETa30HOM CJIiJl TPOBOIUTH
JI0 IIPOrpecyBaHHs 3aXBOPIOBAHHS ab0 JI0 MOSBH TOKCUYHOCTI.

Tabmuns 1
PexomenoBana cxema no3yBanHs [lomarigoMiny y moeananui 3 6oprezomibom Ta
JIEKCAMETa30HOM
J1eHs (3 21-1eHHOro HUKITY)
[ukmm 1-8
1 2345167 89 [10[11(12{1314(15(16(17(18(19 2021
HOMaﬂiIIOMiI[ (4 Mr) o o [0 fo |6 o fo fo [0 fo o lo |0 |o
Bopresomi6 (1,3 Mr/m?) e . . .

Jlexcamerazon (20 mr)*

Jlens (3 21-1eHHOr0 NMUKIY)
1 23141516789 [1011]1213]14(15]16]17(18(19[2021

Hapmani quki 9

[ Tomanigomin (4 mr)

Bopresomi6 (1,3 mr/m?)
excameTa3od (20 mMr)*

* J1nst marieHTiB >75 pokis.

3miHa 1034 ab0 MPUIMHEHHS 3aCTOCYBaHHS ITOMAIiIOMiTy

Ja Toro, mo6 moyaTv HOBHH IMKJ MOMAJTiJOMILy, YUCII0 HEHTPOdiNiB MOBUHHO CTAHOBHTH
> 1 x 10%/n, a KiNBKicTh TPOMGOIHMTIB MOBHHHA CTAHOBATH > 50 X 10%/1.

[HCTpYKUIT 00 NpU3yNHMHEHHs Tepamii a00 3MEHIICHHS BHHUKHEHHS IOGIYHMX peaKiii,
OB’ A3aHHUX 3 TIOMAJIiIOMiZIoM, HaBeJIeHi B Tabui 2, a piBHi 1031 BU3HAYeH] B TaOnHIi 3.

Tabmuus 2

[HCTpyKIis 31 3MiHH JI03YBaHHS HOMaJIiAOMITY
TokcuyHicTh 3MiHa J03yBaHHS
Helitponenisg* [lepepuBanus JTIKyBaHHS
AKH**  <0,5x10°%n1  a6o TOMAJTiTOMiTOM 10
bebpunbHa HEUTPOIEeHis 3aBEPIICHHS LUKITY.
(rapsiuka 238.5 i 1 [IpoBouT 3AK***,
AKH**<1 x 10°/m)
[loBepHenHs piBus AKH** no BinHoBuTH JKyBaHHS
> 1x 10%/n TOMAaJTi JOMi oM 1031,




[es .
JUIs. KOXHOTrO  HacTyIHOro [lepepuBanns JIKyBaHHS

3HHKeHHs < 0,5 x 10%/1 [1OMaJIi JIOMiIOM.
[loBepHenns pias AKH** g0 BinHoBuTH JIKyBaHHS
> 1 x 10%n noMamgoMizoM y  posi,

HIDKYIN Bij IOTIEPEeIHBOI Hal
OJIMH pPIBEHb.

TpombonuTonenis [lepepuBanns JIKYBaHHS

Bmict  TpomGommTis < 25 [TOMaJTIIOM1/J0M 10

x 10%/n 3aBEPIICHHS LUKJTY.
[ IpoBouTH 3araJIbHUMI
KIIHIYHUH  aHami3s  Kkposi
LIOTHIKHSL.

[loBepHenHs pias AKH** o BinHoBUTH JIKYBaHHS,

> 50 x 10%/n MoMamioMiioM y  go3i,

HIDKYIH Bif momnepenHboi Hal
OJIMH DiBEHb.

JUIs  KOXKHOro  HacTymHOro [lepepuBanns JIKYBaHHS
SHHIKEHHS [MOMaJTiIOMi/IOM.

<25x 10°/n

[TosepHenHs pipag AKH** y0 > BinHoBuTH JIKYBaHHS
50 x 10%/n nomanizomizoMm  y  gosi,

HWXKYil BiJ nomepeaHboi Ha
OJUH PIBEHb.

Bucunanus O6MipkyBatu 3MiHY,

Bucunanns 2-3-ro crymens JI03yBaHHA a00 TNpPUIIMHEHHS
3aCTOCYBaHHS MOMANLIOMIY.

Bucunanns 4-ro crynens a6o Hazarxau IPUIIUHUATH

Ty XHPIi (BKITROUarOUn UVIIKyBaHH.

AHTIOHEBPOTUYHHIA HaOpsiK,

exconiatuBui  a60  6y1b03Hi

BHCHUITIAHHS, abo SIKIIO

I11103PIOETHCS CHHJPOM

Crirenca-/I>xoncona,

TOKCHYHHIA elniiepMasLHHH

Hekpouis (TEH) a6o mikapcbka
peakuis 3 eosuHOdimicr0 T4

CHCTEMHHMH CHUMIITOMaMH
DRESS))

[HIIIE [lepepuBanns JTKYBaHHS
[H1i no6iyHi peakuii, mos’s3aui [10MaJIiIOMiIOM 10
3 nomamigomigzoM > 3-ro 3aBEPIICHHS LUKITY. Y
CTyTICHS HACTYIIHOMY IIHKJIi BIJHOBHTH,

JKyBaHHs HOMaioMizoM y
11031, HHKYIH 3a MomepeH:o
Ha OIUH DpiBeHb (10OiYHi
peaKiii MOBHHHI OyTH yCyHeHi
abo mokpameni < 2-ro pisns
1epe/t BiTHOBICHHAM Tepaml)
THeTpyKuil momo 3Minu 1034 B wiit Ta6HL 3aCTOCOBYIOTBCS JUIS TIOMANLIQMIzTY B \HO€,ZI:H‘3H’}§I"‘
3 0OpTe30MiOOM Ta JIeKCaMETa30HOM Ta s NOMaiIOMiy B IIO€THAHH] 3;;ﬁé;<caMeTa30HoMl"

g



*Y BUIIaAKy HEHTPOIEHII JIiKap MOBUHEH PO3TJISIHYTH MUTAHHA PO BUKOPHCTAHHA dbaxTopiB
pocTy.

#¥ AKH - abcomoTHa KilbKic1b HeHTpodiiB.

#%*3AK - 3aranbHUi KIIHIYHUA aHaTi3 KPOBI.

Tabmmg 3
3HIDKEHHS 1034 ITOMaNi oMLy
Pisens 1031 [lepopaibHa 1032 TOMATiIOMILY
TToyaTkoBa no3a 4 Mr
Pisens no3u-1 3 Mr
PiBens n03u-2 2 MT
PiBeHb 103u-3 1 mMr

[HCTpYKIIT 1010 3MiHH 7034 B Liif TaGJHIli 3aCTOCOBYIOTCA Ui MOMAILOMILY B MO€IHAHHI
3 6opTe30MiOOM Ta JEKCAMETa30HOM Ta JUIL [IOMAaJIiJIOMily B TIO€IHAHHI 3 JIEKCAMETa30HOM.

Skmo moGiuHi peakmii 3’SBISIOTHCS MiCIHs 3HMKEHHA 103U 0 1 MI, TO 3aCTOCYBAaHHS
JiKapchKOro 3aco0y HEOOXiIHO IPUITMHHUTH.
Cunoni mez6zmopu CYPIA2
SIKIo cuIbHI 1HI‘161TOpI/I CYP1A2, Taxi sx IUNPOQIOKCAINH, €HOKCAHH i (ryBoKCamiH,
3aCTOCOBYIOT Pa3oM i3 TIOMATiIOMiI0M, HeOOXiAHO 3HH3HTH 7103y nomaiiominy Ha 50 %.
Kopexuyisi 003u abo npununenHs 3acmocyeéanis 6opme3omioy
JI1s OTpUMaHHS iHCTPYKIiH MO0 THMYAacOBOTO MPHIMHEHHS Tepamnil abo 3MEHIICHHs 1031
uist GopTesomiGy Jikapi MOBHHHI 3BEpHYTHCS 10 BiNMOBIIHOI iHCTPYKIIi IS MEIMYHOIO
3aCTOCYBaHHS JiKapChKOTO 3aco0y 3 AiF0U0I0 PedOBHHOKO G0pTe30Mmid.
Kopexyis 003u abo npunuHenHs 3aCmoCy8ants 0eKCamemasony
IHCprKuu I110J10 TAMYACOBOI'0 MPHITHHECHHS Tepallii a0 3MEHIIIEHHS 031 JUIS AEKCAMETa30Hy
HaBeJeHi B Ta6uLsX 4 Ta 5 Hikde. OHAK PillleHHs MO0 THMYACOBOTO IPHIMHEHHS Teparil
260 BiJIHOBJIEHHS J03H JIKapChKOro 3aco0y IpHIMAIOTECS Ha PO3CYH JiKaps BilIOBIIHO /O
3aco6y BiAMOBiIHOT IHCTPYKIT 171 MEAMYHOIO 3aCTOCYBaHH JIIKapchbKOro 3aco0y.

Tabnuus 4

[HCTPYKILis I110J10 3MIHHU J03yBaHHs I€KCaMeTa30H

TokcHYHICTh 3MiHA 103U

Jlucnerncis 1-2-ro[lligTpuMyBaTH 103y Ta JiKyBaTHCs O1okaropamu Ho-ricramiHOBHX

CTyIEeHs pellenTopiB abo aHajIoramMu. 3HHU3UTH Ha OJMH PIBCHb 103y, AKIIO
CHMIITOMH 30epiratoThbes.

Jlucnencis >3-roTUMUYacoBo IepepBaTH Tepalilo JIKapchbKUM 3aCO00M, MOKH

CTYIIEHS CHMIITOMH HE CTaHYTh KOHTpOJNLOBaHMMH. JlomaTh [0 Teparii

GrioxaTopy Ha-ricramMinoBuX perenTopie abo aHaIOTH Ta BiHOBHUTH
103y Ha OJIMH PiBEeHb HW)KUHMH BiJl IONEPEHBOT JO3H.

Habpsiku >3-ro cTynens(3a HeoOXiMHOCTI J0AATH JI0 Teparii JiypeTHKH Ta 3MEHIIUTH 103y
TiKapchKOro 3aco0y Ha OMH PiBeHb BiJl HONEPENHbOI.
Jle3opieHTanis Ta 3MiHH[[lepepBaTi Tepamilo JKapChbKHUM 3aco00M, IOKH CHMITOMH HE
HACTPOIO > 2-TO CTYNEHSOyAyTh yCyHEHi. BimHOBATH JKyBaHHA Y J1031, HIK4YIA BiJ
onepeIHbOl Ha OJIHH PIBEHb.

M’s30Ba c1a0KicTh > 2-IlepepBaTi TEpaIiio JiKapchbKHM 3ac000M, TOKH CUMIITOMH M’ S130BOI
ro CTyIeHs cnabkocti cTaHyTh < 1-ro cryneHs. BigHOBUTH JiKyBaHHA y 103,
HIDKYiH BiJ onepeaHbol Ha OIMH PiBEHb.

[inepriikemis> 3-ro  [3HWU3WTH 103y JiKapchKoro 3aco0y Ha ONHH piBeHb. 3a HOTpeGH
CTyIeHs MojaTH 10 Teparii iHcytiH abo nepopaibHi rmormxe ;
[ocTpuil naukpeaTuT  |BHKIIIOUMTH JIeKCaMeTa30H 31 CXeMHU IIleBaHHS{ )




[Hini  noGiuni  peakuiillpununuTy TepaIio J1€KCaMETa30HOM, JIONOKH POSABH MOGIUHMX]
BIJl JIEKCAMETa30Hy > 3-peakuiii He CTaHyThb <2 cTyneHs. BinHosuTn nikyBaHHS y 1031,
0 CTyNEHS HIDKYiH BIT TOMepe/IHbOi HA OJIHH piBEHE.

SIKIIO BiTHOBIICHHS BiX TOKCHIHOTO ebexTy Tpusac nonax 14 auis, no3a JICKCaMCTa3oHy Oy 1c
BIJIHOBJICHA HA OJIMH PiBEHDb HHKYE Bij MONEPEAHBOT 1031,

TN
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Tabmmua 5
3HUKEHHS JI03HU JICKCAMETA30HY
< 75 poxir > 75 pokiB
Jlo3a (uuxim 1-8: nens 1, 2, 4,5, 8, 9,/lo3a (uukmu 1-8: nenp 1,2,4,5, 8,
PiBeHb 1031 11, 12 i3 21-neHHoro nukiy; 9, 11, 12 i3 21-nennoro nuky;
UK > 9: news 1, 2, 8, 9 i3 21-1ensorounkn > 9: nenp L & 4. 9 18 21
[HKITY) JICHHOIO LIUKJTY)
[ToyarkoBa 03a 20 mr 10 Mr
PiBeHs 103u-1 |12 Mr 6 MT
PiBeHb 103u-2 |8 Mr 4 Mr

3acToCyBaHHS JeKCaMETa30Hy CIIif NPUINUHATH, SKIIO MALliEHT HE MOKE [EPEHOCHTH J03y
8 Mry Bili < 75 pokis a6o 103y 4 Mr y Bini >75 POKiB.

Y pasi BixMiHH Gy Ib-SIKOT0 3 KOMIIOHEHTIB CXEMH JNiKYBaHHs HOJAJIbIIE 3aCTOCYBAHHS peuTu
JIKapChKHX 3aCO0IB BU3HAYAE JTiKap.

* [lomanioomio y noconannui 3 dexcamemasonom

PexomennoBana 1moyarkoBa j03a niKapcekoro 3acoby ITomamigomin cranoButs 4 MT,
3aCTOCOBYIOTh NEPOPAIILHO OJHMH pa3 Ha JeHb 3 1-ro mo 21-i 1eHs i3 MIOBTOPHUM IHKJIOM
yepes 28 IHiB.

PexomenzioBana 03a nexcameTasony cranoButs 40 Mr IIEpOpAIbHO OJIMH pa3 Ha JIeHb Ha 1, 8,
15 Ta 22 nenn KoxHOrO 28-1EHHOTO LMKy JIKYBaHHS.

JlikyBanHs IOMaliZOMIiIOM y TOeAHAHHI 3 JeKcaMeTa3oHOM CIi TPOBOMUTH [0
TIpOrpecyBaHHs 3aXBOPIOBaHHS a00 10 MOSIBH TOKCHYHHX e(eKTiB.

Kopexyia 0o3u abo npununenns 3acmocysants noManioomioy

[HeTpykuii momo TUMuacoBoro mpunuHeHHS Tepamii abo 3MEHIIeHHs MOGIYHHX peakiii,
TIOB’I3aHHUX i3 ITOMaJIiIOMiIoM, HaBeeHi B TaGmHIsX 2 Ta 3.

Kopexyis 0o3u oexcamemasony

ImeTpyxmil mono smink 103M A7 3HHGKCHHS [OGIYHMX peaKuiii, mnoB’sA3aHUX i3
JICKCaMeTa30HOM, HaBeleHI B Tabmuui 4. [HCTPYKUil MO0 3HHKEHHS 03H Ul 3MEHIICHHS
NO0OIYHUX peakIliif, MoB’s3aHuX i3 ACKCAMETa30HOM, HaBeJeHi B Tabiuui 6. Oqnak pilmeHHs
IIONI0 NPUNHHEHHS/BITHOBICHHS 03 IPHHMAIOThCS Ha pO3Cyn JIKaps BIANOBIAHO 10
TMOTOYHOI IHCTPYKIIT [T MEAUYHOTO 3aCTOCYBaHHS JIiKapCBKOro 3acofy.

Tabnuus 6
3HKEHHS JIO3H ICKCAMETA30HY
<75 pokiB >75 pokiB
PiBeHEb 1031 Jlear 1, 8, 15, 22 koxHOro 28-Jlens 1, 8, 15, 22 koxHoro 28-
JICHHOT'O IHKJTY JIEHHOT'O IUKJTY
[loyarkoBa no3za 40 mMr 20 Mr
PiBenn 1o3u-1 20 mr 12 Mr
PiBeHb 1034-2 (10 Mr 8 Mr

3acToCyBaHHS JEKCAMETA30Hy CIIiJ NPUIHHATH, SKIIO MALLEHT He MO
10 Mry Bini < 75 pokiB aGo 103y 8 mr y Biui >75 POKIB. £

¢ “TICPEHOCHTH JI03y

OcobnuBi rpynu HaceneHHs




layienmu nimnvoeo gixy

Tomanioomio y noednanni 3 6opmesomibom ma dexcamemasonom. KopuryBauus nosu mis
MOMAaJIIOMiZTy He € HeOOXiTHUM.

ludopmanis 1po ognouacue 3aCTOCYBaHHs OOPTC30Mi0y Yy MOEAHAHHI 3 MOMATiZOMinoM
HaBEJICHa Y BIAMOBIZHOMY PO3iTi HOTOIION IICTPYKIIT 4711 MEAHUIIOr0 3aCTOCY BAIIIIA.

Jis nanienTiB >75 pokiB nouaTkosa 103a JIEKCaMeTa30HYy CTAHOBHTD:

. Jo3a 3 1 no 8 uuxi: mo 10 Mr oquy pasHaneHpy 1,2,4,5,8,9, 11 ta 12 ani koxkHOrO
21-pemmoro nuKy.
. Hoist 9 1 HacTynmamx muKmiB: no 10 Mr oms pazHa ieab y 1,2, 8 1 9 i koxuoTO 21-

J€HHOTO IHKIIY.
Tlomanioomio y noconanni 3 dexcamemasorom

Kopurysanus nosn s IOMAJIJIOMITy He € HEOOXiTHHM.

Jis nanienTiB >75 pokiB mouatkosa 103a JICKCaMETa30HY CTAHOBHTH:

. Io 20 Mr onuH pas na news y 1, 8, 15 i 22 1ni koxHOrO 28-71EHHOTO IIHKITY.
Ileuinkosa neoocmammuicme

Tanientn i3 3aransaum Ginipy6inom y CcHpoBaTli KpoBi > 1,5 x BMH (Bepxus mexa HOpMH)
Oynu BUKIIOYEHI 3 KIIHIYHHX MOCITiKEHD. [opymenns: GyHKuii neyinkn Mae He3sHAYHMIA
BIUIMB Ha (hapMaKoKiHETHKy momamizominy. He NOTPIOHO KOPHIYBaTH [OYATKOBY 03y
TNOMaJIiIOMily TalieHTaM i3 mopyLeHHIMY YHKUIT NevinKy, BU3HAYEHHMH 3a KpHTEPiAMH
Yaitnpa-IT’ro. Ommak nmamiedTi i3 NOPYMICHHSIMU  QYHKIIT MEYiHKM CNTiJ  J10JaTKOBO
KOHTPOJIFOBATH 100 BUHUKHEHHS NMOOIYHUX peakiiit, mpu HeoOXiTHOCTi 3MEHIIYBaTH 1031
abo NepepHBaTH Tepariio MOMaIi IOMiIoM.

Hupxoea nedocmammicmeo

Kopurysanns noss momanimzominy ans mamientis i3 NOpyImeHHIMH (QyHKLIi HUPOK He €
HeoOXimHUM. Y JHI, KONH marienTu nepeOyBatoTh Ha reMoialisi, 103y NOMaJIiIoMiy citif
NPUHMATH TIiCIIs FeMoiamizy.

Cnoci6 3acmocyeanns

[TepopaibHe 3acTocyBanHsL.

Teepai kancynu nomaninominy cnin npuiimaru IEPOPAIbHO B OJMH i TOH e Yac MOHS.
Kancynu He cnin Bimkpuary, namatu a6o KyBatH. Kancynu cnin koBraty minmmu, 6axano
3aluBaTH BOJOIO, 3 DXKero abo Ge3 mei. Skmo mamieHT 3a0yB MPHHHSATH 103y TIOMaJI IoMijTy
[POTATOM  ONHOTO JHs, TO HEOOXIAHO NPHHHATH NpH3HAYeHY 03y, SK 3allJIaHOBaHO,
HaCcTynHoOro nH4. IlamieHTy He nmoruHHI 3MiHIOBATH 703y, 06 KOMIEHCYBATH IIPOILyIIEHY B
NOMEPEeaH] IHi 103y.

Himu.
Hemae nanux momo 3aCTOCYBaHHS NOMAJILAOMITy JiTAM Bikom j0 18 POKIB IS MTOKa3aHHS
MHO>XHHHA Mi€jloMa.

Cnocib 3acmocyeanns
IlepopaibHe 3acTocyBaHHS.

Teepni xancymn nomarmizominy ciix NPUHAMATH TEPOPATLHO B OMHMH i TO e Yac MOmHS.
Kancynu ne cnin Bimkpupatu, mamati aGo xKyBatd. Kancynu cnig koBratu nimuimu, 6asxkaso
3allMBaTH BOJOIO, 3 iXero abo Ge3 Hei. SIkimo mamieHT 3a0yB NpUHHATH 103y moMaizoMiny
TPOTATOM  OZTHOTO IHA, TO HEOOXiJHO NPHHHATH IpPH3HAYEHY 103y, sK 3aIlJIaHOBaHoO,
HacTynHoro naH4. IlamieHTn He MOBHHHI 3MiHIOBATH 103y, 100 KOMIIEHCYBaTH TIPOITYIIEHY B
nonepesHi aui 103y.

[apopmarito npo ixmi nmikapebki 3aco0H, 110 3aCTOCOBYIOTBCS B KoMOIHALIT 3 Karcynamu
NOMaJIiIOMiJly, MB. y BiAMOBIAHUX po3ainax KOPOTKOI XapakTePUCTHKH. = :




4.3. [lpoTunoxkasaHHs.

. BariTHICTb.

. JKiHku JiTOpOAHOrO BIKY, SKIIO HE pukoHani Bci ymou IIporpamu i3 3anmo0iraHHs
BaTiTHOCTI.

. IMamicTu wonosiuoi cTati, ki HE B 3MO31 BHKOHYBATH HeoOXi/iHI KOHTpalleNTHBHI
3aX0/H.

. TTigBMIIEHA Yy TIHBICTD 10 JIFOUMX Pe4OBHH a00 JI0 Oy Ib-SKOT 3 IONIOMIKHHUX PEHOBUH
npcrapary.

Trdopmartiio mpo KT TiKapCehKi 3ac00W, MO 3aCTOCORYIOTRCH B KOMOIHAIlT 3 KarncyJiaMu
IOMATiIOMILY, IMB. Y BIMOBIAHKX PO3/IiIax KOPOTKOT XapaKTePUCTHKH.

4.4 OcobiuBi 3acTepesKeHHs! Ta 3aM00isKHI 3aX01H NIPH 3aCTOCYBaHHI.

Tepamozennicmo

ToMaIiIoMin He clif MpUMATH Mijl Yac BariTHOCTI, OCKUIBKH BiH BHSBISE TEpPaTOreHHHH
edext. IlomamigoMin CTPYKTYpHO OB’ s3anmii i3 Tamigomimom. Tamimomim - BigOMHH
iKapchKuiA 3aci6 i3 TepaTOreHHUM JULS JIFOMHHH BILIMBOM, AKWIi CIPHUMHSE TSOKKI BPOJIKEHI
paj. BylO BCTAHOBJNEHO, IO NOMATIIOMIA € TEPATOrCHHUM IpH BBEJCHHI Yy MeEpiox
OCHOBHOTO OpraHOTEHE3Y SIK JUIsl IIypiB, Tak i /s KPOJIHKIB.

Vmosu IlporpaMu mpoQiaKTHKH BAriTHOCTI TOBHMHHI OyTH BHKOHAaHI Ui BCIX NAIli€HTIB,
SKIIO HeMae HaIiffHUX J0Ka3iB TOTO, IO MAIIEHT HE MA€ PENPOAYKTHBHOTO IIOTCHILIAY.
KpuTepii 11st 5KiHOK, K1 HE MAIOTh PENPOYKTHBHOTO MOTEHI Ty :

JKinku a6o mapTHEpPH 9OJIOBIYOT CTaT BBAXKAIOTHCA TAKMMH, 110 HE MAtOTh penpo/ Ly KTUBHOTO
TIOTEHIIaTy, SKIIO BOHU BilNOBIIAOTh NpUHAAMHI OJTHOMY 3 HIDKYE3a3HAUCHHUX KpUTEPIiB:

. Bix > 50 pokiB Ta IpUpOAHA aMEHOPEs MpOTITOM >1 poxy (ameHopes Iiciis Teparii
paxy aGo 1iJ 4ac rpy/HOTO BUTOJOBYBaHHs HE BUKIIIOHAE JITOPOIHUH BIK).

. IlepenuacHe 3racanHs QyHKILI S€YHMKIB TiATBEpIXKeHe (HaxiBIEeM IHEKOIOrOM.

. [Tonepemss 1BoOIYHA CaJTBIIIHr00BapPieKTOMist 800 TiCTEPOEKTOMIS.

. Tenorun XY, cunnpom TepHepa, areHesis MaTKH.

KoncynpTyBaHHA

JKinkam, sIKi MAlOTh QiTOPOJHHH TOTEHLIaN, 3aCTOCYBaHHs MOMaJIiIOMiy MPOTHIIOKA3aHo,
SKIIO He BUKOHAHO BCi HACTYTIHI YMOBH:

e KiHKa yCBIIOMIIIOE OYiKyBaHUH TepaTOreHHUH PU3UK I HEHApO/KEHO1 IUTHHH.

e OKinka ycBinoMmoe HeoOXiTHICTb eheKTHBHOT KOHTpAIIEIIii, oHalMeHIIe 32 4 THXHI
710 TIOYATKY JIKYyBaHHs, IPOTATOM YCi€i TPHUBAIIOCTI JTiKyBaHHs Ta IPHHANMHI IPOTATOM
4-X THOKHIB MiCJIs 3aKiHUEHHS Tepartii.

e HagiThb SKIIO y XKiHKH JITOPOIHOTO BIKy € aMEHOpes, HeOOXiJHO JOTPUMYBAaTHCS BCIX
nopa oo eheKTUBHOI KOHTpAIETIL].

e Kinka nmoBuHHa OyTH 34aTHOIO 3aCTOCOBYBATH edeKTHBHI 3ac00H KOHTpaleil.

e JKinka mnpoinpopmoBaHa Ta YCBIIOMIIOE MOMIMBI HACTiJKA BariTHOCTI Ta
HeOOXiMHICTh MIBH/KOT KOHCYJIBTALT y pasi pusuKy BariTHOCTI.

e JKiHka ycBiZOMJIIOE HEOOXiIHICTbH PO3IOYATH JNiKyBaHHs AKHAWIIBHIIIE, SK TLIBKH
TToMaTiIoMi/] BIAIYCKAETHCA 3@ PELENTOM MICiIsi HSraTUBHOIO TECTy Ha BariTHICTB.

e JKiHka ycBiIOMIIIOE HEOOXiNHICTH Ta IOTOJDKYETHCH HMPOXOIMTH TECTyBaHHS Ha
BariTHICT IPUHAKMHI KOXHI 4 THXKHI, 32 BAHATKOM BUTIAKIB, KOJIM € MiATBEPIKCHHS
crepuizanii anonieBux Tpyo.

o Kinka BH3Ha€, 110 BOHA yCBIIOMITIOE HEOE3IIEKY Ta HeOOXiHICTD 3aM001KHHEX 3aXO0/1IB,
[10B’513aHKX i3 3aCTOCYBAHHAM IIOMAaiIOMIAY. Y i s

Jlixap, sikuii npU3HAayvae Ky BaHHs, TOBHHCH 3a6e3MeunTH J0TPUMAHHS
BiKY TaKUX YMOB: ol

iHKaMit AiTOPOJIHOTO




* [llanientka Bianopimae ymosam ITporpamu NpodiTaKTHKK BariTHOCTI, BKIIOYAIOYM
NIITBEPIDKEHHS. TOTO, 10 BOHA Ma€ JOCTATHIN PIBEHb YCBIZIOMJIEHHS HEOOXiTHOCTI
JaHUX Jii.
* [llanienTka BU3HAE BHINE3a3HAYEH] YMOBH.
st manicurin vononivoi craTi, axi NPHHMAIOTh HOMATIIOMIN, (GapMaKOKiHCTHYHI maHi.
NOKa3alH, IO JKapchKUH 3acid moTparise y CIM’SHY piIMHy nmix wac nikyBaHHs. Sk
3amo0KHUH 3aXiJl, a TAKOK BPaXOBYIOYH 0COGIHBI TPYIIH HACEJICHHS 3 TOTEHILIHO TPHBAIHM

ICPIOZOM BHBC/ICHHS JIIKAPCHKOTO 3aC00Y uepes NopymeHHa GyHKUIT NeYidKy, BCi NalicHTu
HOMORIMOT CTaTi, AKi TPUAMAIOTE TOMATiZOMi, TORHHHI BHKOHYBATH TaKi YMOBH:
Youosik ycBinommioe ouikyBaHmii TEPATOreHHHUH DHU3HK BIl CTaTeBOI aKTHBHOCTI JUIS
BariTHOI KiHKM aG0 XIHKH TITOPOXHOTO IOTEHINATY.
HonoBik yCBIOMIIOE HEOOXiAHICTS BHKODHCTAaHHS IIpe3epBaTUBa y pa3i ceKcyaabHOI
aKTHBHOCTI 3 BariTHOK KiHKOK ab0 KiHKOIO AITOPOZHOTO BiKy, HE BUKOPHCTOBYIOHYH
e(peKTUBHY KOHTpALEMNILi0, IPOTSIroM TMepioy NiKyBaHHsI, MiX Yac MepepBH y Teparii Ta
IPOTATOM 7 JIHIB IIicJIs TOTO, sIK Teparist Gyia nepepBana Ta/a6o npunuHena. le crocyernes
TaKOX 1 YONIOBIKiB 3 Ba3eKTOMI€I0, SIKi OBUHHI BUKOPUCTOBYBATH NPE3EPBATUB, SKILO BOHH
BCTYNAIOTh y CTaTE€BUH KOHTAKT i3 BAariTHOIO JKIHKOK abo XKIHKOMW, KA Mac JITOPOTIHUIA
MOTEHIIAN, OCKINMBKH CiM’Ha piJMHA BCE IIe MOXe MiCTHTH MIOMaJIiIOMIZT 3@ BiJCYTHOCTI
CIIEpMAaTO301iB.
Bin ycBinomimoe, mo y pasi, Ko oro NapTHepKa 3aBariTHIE, B TOH 4ac, KoM BiH NpuiiMae
nomaniziomizt abo yepe3 7 mHiB Ticis TOro, K BiH NIepeCcTaB MpHIMaTH MOMAaiIOMI,
NOTPIGHO HEraHO MOBIZOMHTH IIPO L€ CBOrO JIKYIOYOTO JIiKapsi, TaKoX PeKOMEHIy€EThCs
HalpaBUTH NMAapTHEPKY 10 CICLIali30BaHOTO JiKaps abo crewiamicra, J0CBII4CHOTO B
TEPATOJIOTIL, JUIS HA/IAHH OLlIHKH Ta PeKOMEH [ariii.

KonTpaneniis

JKiHKH 3 ITOPOIHHM TOTEHLIATIOM MOBMHHI 3aCTOCOBYBATH NPUHANMHI OJUH e()eKTHBHUIA
METOJI KOHTpAUENMii MPOTAroM IOHalHMeHI 4-X THKHIB 110 Tepanii, mijx 4ac Tepamii Ta
NPUHAUMHI IIPOTATOM 4-X THXHIB Micyia Teparii NOMAJIZIOMiJIOM, HaBiTh y pa3i mepepHBaHHs
1034, AKIIO MALIEHT HE 3000B’S3y€ThCs MiATBEPANTH aGCOMOTHE Ta TPUBaJIe CTPUMYBaHHS
womicsus. Skmo ebeKTHBHA KOHTpALENuis He BUKOPHUCTOBYEThCS, MalllEHTa HEOOXiTHO
HalpaBUTH [0 BIANOBIAHOTO KBali(iKOBaHOr0 MeIMYHOIO NpauiBHUKA IS OTPUMaHHS
KOHCYJIBTallill 100 NPOTH3AILTI IHUX 3ac06iB, JUIs TOTO 106 PO3MOYaTH KOHTPALEIIIiIo.
IIpukiiamm edekTHBHIX MeTOMIB KOHTpamenLii:

e |MmnaHTaT.
BuyTpimHboMaTKkoBa cucTeMa, 0 BUBiIbHSE JICBOHOPrecTpel.
Jlerno MepoKCHIIPOrecTepoHy anerary.
Tpy6Ha cTepunizamis.
CrareBuii aKT JMINe 3 NapTHEPOM, SKOMY IPOBE/IH BAa3eKTOMIIO; Ba3eKTOMIs IOBUHHA
OyTH miATBepUKEHA ABOMA HETATHBHIMM aHATI3aMH CiM’HOT PiIHHH.

e Tabnerku, mO iHriGYIOTH OBYJIALIIO 3 IporecTepoHom (To6To ne3orectpen).
Yepes minBuinenuit puskk BeHO3HOT TpoMGOEMGOTiT y TIALI€HTIB i3 MHOKHHHOIO Mi€JIOMOIO,
SIKI MIPUAMAIOTH OMATTIIOMIZ Ta JIeKcaMeTas’0H, 3aCTOCyBaHHS [IEpOpaIbHUX KOMOIHOBAaHHX
TabNETOK Ul KOHTpauenmii He peKoMeHayeThcs. SIKIO B JaHHMil yac mamient 3aCTOCOBYE
KOMOIHOBaHY OpallbHy KOHTpALEHIio, MalieHTy HeoOXiAHO mepedTH [0 omHOro 3
NepeiYeHnX BHINE eQeKTHBHHX METOMIB. PH3MK BeHO3HOI TpoMboemboii- 30epiracTbes
MpOTAToM 4-6 TWXKHIB TCIA INPUIMHEHHS 3aCTOCYBAHHS K/OMGOB&HI/IX ‘OpaJIbHUX
KOHTpauenTHBiB. EQeKTHBHICTh KOHTPANENTURHEX CTEPOIMIB MOXKe OyTH 3HMKEHA ITiJ uac
IPUHAOMY IIpenapaTy pa3oM i3 JJeKcaMeTa30HOM.




IMnanTaT#  Ta  BHYTpIIHBOMATKOBI CHCTEMH, 10 BMBUIBLHSIOTH JICBOHOPIreCTpell,
HIJIBI/IIJ_[y}OTL PHU3HK lH(i)leBaHHSI HII[ Jac BBCACHHA Ta HUI gac HeperJIHpHOI BaI‘IHaJ'H)HOI
Kkposoteui. [Ipodinaktudne 3acTocyBaHHs aHTHOIOTHKIB CITil BpaXOBYBATH JUIS TMAIEHTIR 3
HEHTpOTCHI€lO.

BBGIIGHHSI BIIyTpllIIIILOMaTI(OBHX CHCTEM, 110 DHBIIILIIHIOTL MIIIL 1€ PEKOMECII Y CTLCA qcpces
NOTEHLIHHI PH3UKH 1H¢)1KyBaHH51 MiJl Yac BBEJCHHS Ta BTPaTH KPOBI IPOTATIOM MEHCTpYallii,
L0 MOXE MOCTABHTH IIiJl 3arpo3y MAIli€HTiB i3 CHJIBHOI HEHTpOMeHiclo abo BHPakKeHOIO

TPOMOOIIUTOICHIELO.

JliarHocTHka RariTHOCTI

3rifHO 3 MICIEBOIO NPAKTHKO, XKIHKAM i3 JITOPOJHHM IOTEHIIANOM, K 3a3HAYEHO BHIIIE,
HEOOXIHO MNPOBOJHMTH MEAMYHI KOHTPOJLOBAHI TECTH HA BariTHICTh 3 MiHIMATBHOIO
4y TimBicTIO 25 MMO/ML. JlaHa BAMOTa CTOCY€ThCS TAKOK JKIHOK 13 IIITOpOJIHI/IM IOTEHIIAJIOM,
SIKi TIPaKTHKYIOTh aGCOJIIOTHE Ta MOCTilHe CTpHMYBaHHS. B imeami JiarHOCTHKA BariTHOCTI,
BHJla4a PelleNTa Ta By CK JIIKapChKOro 3aco0y MOBMHHI MPOBOIHTHCS B OJIMH 1 TOMH %Ke JIeHb.
Bunaya nomaninominy sxinkam IQiTopomHoro Biky Mae BinbyTHes NPOTATOM 7 IHIB MICIIs
NPU3HAYCHHS JaHOr0 JIIKapChKOro 3acoly.

Ho nowamxy nixysamnns

Tect Ha BariTHICTH Iix HATJIAOM JliKaps MOBHHEH TPOBOJIATHCE iJ 9ac KOHCYbTaIlii, KOJIH
IIPU3HAYACTECS OMANIOMIz, abo 3a 3 JiHi 10 Bi3UTY MiCIHIsS TOTO, SIK MAIli€HT BUKOPHCTOBYBAB
eheKTHBHI NpPOTH3aIUTiAHI 3acO00M MPOTATOM INOHAMMEHIe 4-X THXHiB. TecT MOBHHEH
M ATBEP/IUTH, 1110 NAI[i€HTKA He BariTHA Mepe] MOY9aTKOM Tepallii ToMaTiIoMigoM.
CnocmepeosicenHs ma 3aKinyenns niKyeanms

Tect Ha BariTHiCTh i HArIAIOM JiKapst CTi MOBTOPIOBATH MOHANMEHIE KOXKHI 4 THXKHI,
BKJIIOYAIOYH TNpPUHAHMHI 4 THXKHI NiCNs 3aKiHYEHHS JIKyBaHHS, 3a BHUHATKOM BHITIAIKIB
MiITBEP/DKEHOI cTepuiizanii. TecT Ha BariTHICTH CJ1iX IPOBOMTH B JIeHb BIi3UTY 110 JTiKapst aGo
3a 3 1Hi 10 BiABiTyBaHHS JiKaps.

Jlooamxoei 3axo0u 6eznexu

IawieHTiB CTi/t MPOIHCTPYKTYBATH PO Te, L0 He MOKHA JaBATH Lieif TiKapchbKuii 3aci6 iHmmM
0cobam Ta PO HeOOXiAHICTL TOBEPHYTH HEBHKOPHCTAHI KaIlcy i CBOeMy (hapMaleBTy B KiHi
JIKyBaHHS.

[TanienTn, AKi 3aCTOCOBYIOTH IOMAIiOMiJ, HE NMOBMHHI GyTH IOHOpPAMH KpOBi, ciM’sHOT
pianHu abo crepMaTo30imiB miJ yac niKyBaHHs (y TOMY 9HCII Iij yac IIEpEPUBAHHS JI03H) 1
MPOTATOM 7 IHIB MiCHISI IPUITHHEHHS Tepartii ToMaTi1oMiIoM.

T'emamonoziuni ycknaonenus

Haityacrime y nauientis cocrepiraeTbes HeliTponeHis, remaronoriusa mo6idHa peaiis 3-ro
abo 4-ro CTymNeHs 3 PelMIMBYIOYOK/pepPaKTEPHOI MHOKHHHOK MIiENIOMOIO, IMNCNS YOro
BHHHKAa€ aHeMis Ta TpomMOouuToneHis. I[laumieHTiB CIifi KOHTPONIOBATH Ha HAsBHICTH
reMaTOJIONYHHX MOOIYHUX peakiiii, 0co6IHBO Ha BUHHHKHEHHS HeHTporeHil. Takoxk NarieHTin
MOTPIGHO MONEPETUTH PO HEOOXIAHICTh MOBIIOMIATH MPO BUHHKHEHHS €Ii30/1iB rapsyky B
HalKopoTil Tepminy. Jlikapi MOBUHHI crocTepiraTy 3a nalieHTaMM Ha IpeAMeT BHHHKHEHHS
KPOBOTEY, BKITIOUAIOYH KpOBOTeqi 3 HOCA, 0COOIMBO IPH 3aCTOCYBAHHI CYIyTHIX J"IiKapCbKI/IX
3ac00iB, siKi, K BiIOMO, MiJBUINYIOTh PH3UK BHHHKHEHHS KpoBoTed. [ToBHUIT aHami3 KpoBi
cIij poGUTH Ha MOYATKY Teparii, IOTHKHS [POTATOM MEPIIMX 8 THXKHIB Teparii Ta Hamat
momicsis. Mosxe 3HanoOHTHES 3MiHa 103u. [lanieHTamM Moske 3HAT0OHTHCS HIATPUMYBaJIbHA
Tepallis penapaTtamMu KpoBi Ta/abo dakropamu pocTy.

Ipoepecyroua mynomugoxansna neiikoenyeganonamis (IIMJI)

[IoBiOMNIANIOCS PO BHIAAKH HPOTPECYIONOi  MyTbTH(HOKAIBHOT neHKoeHue(panonaTu
BKJIIOYAKOYH JIETAIbHI BHNAAKH, MU 3aCT00yBaHH1 HOMaJIIOMiT OBLIOMIIANOCSA IIPO
Bunanku [TMJT y cTpok Bix neKinbkoX MicsIiB 10 JEKINIbKOX POKiB THc)is TOYaTKy NiKYBaHHA
NOMAZIOMIIOM.  SIK MpaBHIIO, BHNAAKH pEECTpyBAUCS Y na ﬁﬂﬁoqaCHo




3aCTOCOBYBaNM  NIEKCAMETa30H  ab0  MONepPesHbO OTPUMYBAJIHM  JIIKYBaHHS  IHIIOKO
IMYHOCYPECHBHOIO XimioTepaniero. Jlikapi nosunmi PCTYJIAPHO CIIOCTEPIraTH 3a NnarieHTaMmu
Ta BpaxoByBatd IIMJI npu AudepeHIianbHOMy tiarnosi y Tall€HTIB 3 HOBHMH a0o
HPOTPECYIOMHMU  HEBPOUIOITUHUMM  CUMIITOMAMH,  KOFUITHBIMME 260 NOBETIHKOBUMH
O3HaKaMH "M cuMnTomMamu. Takox mamientam cig PCKOMEH/TyBaTH 1HGOPMYBATH CBOro
apTHepa abo OmiKyHIiB Ipo cBOE JKYBaHHS, OCKiTbKH BOHM MOJKYTb MOMITHTH CHMITOMH,
PO SKI NAIliEHT He 3Hae.

Ouinka [TMJI ioBuHHa Ga3yBatics 1a IIeBPOJIOTIIIOMY JOCIi ke, MPT MO3Ky Ta aHaji3i
mikropy Ha JIHK Bipycy JC (JCV) metozom ITJIP abo Giomeii MO3KY 3 TecTyBaHHAM Ha JCV.,
Herarupna ITJIP JCV He Bukmouae TIMJ]. SIK110 He BIAETBhCS BCTAHOBUTH aJbTEPHATHUBHUI
JUarHo3, Moxe OyTH HeoOXiIHUM J101aTKORe CIIOCTEPEIKEHHS Ta OLIHKA.

Axmo € minospa na ITMJL, nogansme 3aCTOCYBaHH CIIA NPU3YNUHHUTH, 10k [IMJ] ne Oyne
BUKMOYeHo. Sxmo TIMJI migrsepmxeHo, 3aCTOCYBAHHS LIOMALIOMINY CIlJ IPUIMHATH
OCTaTOYHO.

Tpomboemboniune ycknaduenns

Y NallenTiB, AKi OTPUMYIOTH TOMATiTOMiT y KomOiHauii 3 60pre3omiboM Ta nekcamera3oHoM
abo B mOeqHAHHI 3 ACKCAMCTAa30HOM, MOMJIMBE BHHHUKHEHHS BEHO3HO! TpoMOoeMGoITiT
(mepeBaxHO  TPOM6O3 IIMOGOKMX BeHw  Ta JereHeBa  emOonis) Ta  aprepiaibHMX
TPOMOOEMOOIIYHUX YCKIIaTHEHD (iHdapKT MioKapaa Ta MOPYLIEHHS MO3KOEOrO KpPOB0OOIry).
[ManienTs 3 BimomMumHu axTopaMi pu3MKYy BHHHKHEHHS TpoMOoeMOoIil, BKIIOYa0OYM
HonepeHii TpoM603, MOBUHHI nepedyBaTH Iijl peTeNbHUM KOHTpoieM. CTin BKUTH 3aX0/IiB,
mo6 MiHiMi3yBaTH BCi daxTopu pusuky, ski moxHa YCYHYTH (HampuKiIan, KypiHHS,
rineprensis ta rinepninigemis). IanienTn Ta JiKapi MaoTbh OyTH YBaXHHMH 10 O3HaK Ta
CHMITOMIB TpoM6oeM6oii. [TanieHTH moBHHK] 3BEPHYTHCS 32 MEAHYHOIO JI0NIOMOTOK0 Y pasi
BHHHKHCHHA TaKHX CHMNTOMIB fK 3aiWliKa, 6imb y TpylaX, HabpsK pykH abo HOry.
Pexomennyetses sactocyBanus AHTHKOATrYJISIHTHOI Teparii (SKIo BOHA He IPOTHIIOKA3aHa)
(HanpuKIIaj, aneTHICATIIHIOBA KHCJI0Ta, BapdapuH, renapus abo KJIOIIOTpeib), 0coOIHBO
y TaLli€HTIB i3 JOJaTKOBUMHU (axTopamMu pusKKy TpoMGOTHYHHX YCKJIanHeHsb. PimeHHs npo
NPOBEICHHS NPO(DINaKTHYHUX 3aXOiB MOBHHHO OyTH NMPUHHATO WiC/IA peTeNbHOT OIMiHKH
OKpeMHUX (aKTOpiB pU3MKy M naiienTa. Y KiHIqHEX IOCIIIKEHHAX MaLli€HTH OTPUMYBaJIU
AL TIPOQIIAKTHKE  aleTHICATIIIOBY KHCJIOTYy abo0 aJbTepHATHBHY AQHTHTPOMOOTHYHY
Tepanio. 3aCTOCYBaHHs EPHTPONOETHYHHX 3aCO0IB Hece PH3HK BUHUKHEHHS TPOMOOTHYHHX
YCKJIAHCHB, BKIIOYAOYH TpomboemGormito. Tomy epuTponoerwumni 3aco0u, a Takox iHmii
3aco0M, sIKi MOXYTb IIJBUINTH PU3HK BUHUKHCHHS TPOMOOEMOOIYHIX yCKIagHEeHb, CITif
3aCTOCOBYBATH 3 00€PEIKHICTIO.

Posznaou wumosuonoi sanozu

[oBimommsiocs mpo Bunagku rimotupeosy. Ilepen mouaTkom JIKyBaHHS HEOOXiJHO
3IIHCHUTH KOHTPOJIE KOMOPOIAHHX CTaHIB, 1O BILTHBAIOTH Ha (YHKIIIO MTOBHIIHOI 341030,
Pexomennyerses mpoBouTH MOHITOPHHT ()YHKIIii IUTOBHAHOI 351031 110 MIOYaTKy Ta Mij yac
JIKYBaHHS TOMAaTiIOMiIoM.

Iepugepuuna neiiponamis

Hauientwy, sxi Manu mepe6ir nepudepuynoi Helponatii > 2 crymnens, OynM BHKIIOYEHI 3
KJIHIYHUX JOCIIDKEHD i3 TOMaTiioMiIoM. Crix GyTu 06epesKHUMM NpH BUpiLIEHH] MHTAHHS
OO IIPU3HAYEHHS Tepallii MOMaJIiJOMiJOM TaKUM MaI{ie€HTaMm.

Bupaoicena cepyesa oucgynryis I

IauienTty 3i 3HauHOIO cepreBoro AuchyHKIiero (3acTiiiHa cepuesa Hegocrataicts 11 a6o
IV crynens 3a xnacugikauiero Hio-Hopkerkoi Acomianii Kapnionoris; sritanox indapkry
MiOKap/a NIpOTAroM 12 MicamiB micis MOYaTKy JOCIIIKEHHS; Hgé‘:’,aﬁiana abo moraHo
KOHTpOJIbOBaHA CTEHOKapais) OynM BHKIIOYEHI 3 KIIHIYHIX ;jﬁigcgimé{eﬁﬁ - ‘Tepamii
nomanigomizom. Iosigomnsnocs mpo noGiumi peaxiii 3 60Ky ceprieBoi cHeTemir; BKIIOYaoun




3aCTIHY CepleBY HeJOCTATHICTS, HaOpsAK Jerenb Ta GiOpusio nepesicep/ib, rOJIOBHUM
YHHOM Y MAUIEHTIB i3 HASBHUMHU CepLeBUMH 3aXBOPIOBaHHAMHU abo cepleBUMH (hakTopamu
pusuKy. Clix TOTpUMYBaTUCS HAJIEKHOT 00epexkRHOCTI TPH IPU3HAYCHH] TIOMaJI1JIOMIiJTy TaKuM
MallieHTaM, BKJIFOYAIOYH TIepioXHuHuil KOHTPOJIb 32 O3HaKaMH YM CHMITOMAMH CEPLEBO-
CYIHIIHOI CHCTCMH.

Cunopom nizucy nyxnum

IlamieHTH, sKi MarOTh HARGIIBIIHI PH3UK BUHUKHCHHS CHHAPOMY JI3HCY NYXJIHHH, — L€

NMAli€HTH 3 BUCOKUM HABAaHTAKEHHAM Ha IyXJTHHY JI0 IOYATKy JIKyBaHHs. Y LBOMY BHIAAKY
3 MALIEHTAMH CIiX PETENBHO CTIOCTePIraTH Ta BIKHBATH BIATOBIIHHUX 3anobOiXHUX 3aX0JIiB
IpY BUHUKHEHHI PH3HKY .

Bmopunne nepeunne snosxicne nosoymeopenns

[loBinomnsnocs npo BHHMKHEHHS ApYrHX TIEPBUHHUX 3JI0SKICHUX HOBOYTBOPEHb, TAKHX K
HCMENaHOMHUH paK IIKIpH, y MalieHTiB, sKi OTpHMyBaIH nomanigomin. Jlikapi nmoBunHI
PETENBHO CIIIAKYBATH 32 NallieHTaMHM /0 Ta [iJ Yac JiKyBaHHS, BHKOPUCTOBYIOYH CTAHIAPTHC
OOCTEXEHHS 3 BHSABIECHHS OHKOJIOTIYHUX 3aXBOPIOBAHb Ha HAsBHICTH IHINHX ITIEPBHHHHX
37OSIKICHHX HOBOYTBOPEHb Ta PO3NOYATH JIKYBAHHS, 5K 3a3HAYCHO.

Anepeiuni peaxyii ma maxcki WKIPHI peakyii

3ahikcoBaHO aHIiOHEBPOTHYHMIL HaOpsAK Ta TSOKKI IepMaToNoriuHi peakuii, BKMoYarun
cuapom CriBeHca-J[)KOHCOHA, TOKCHYHHIA eIl iepMaNbHUH HEKPOJI3 Ta JIKAPCHKY PeaKIiito 3
CO3UHOOITIEIO H CHCTEMHMMM CHMIITOMAMH TTiCIIst 3aCTOCyBaHHs noMamigominy. Ilamientu
MaroTh OyTH MOiH(GOPMOBaHI PO 03HAKH Ta CHMITOMH IIHX peaxuii iXHiM Jlikapem Ta rpo Te,
IO y pa3l BHHHMKHEHHsS OyIb-iKMX CHMIITOMIB CIi HeraiHo 3BEPHYTHCA 10 JTiKaps.
3acTocyBaHHS HOMAiIOMiTy HEOGXiHO NIPHITUHATH IIPH eKCHOIIaTHBHOMY ab0 6yJ1b03HOMY
BHCHITaHHI a00 NPH Mif03pi Ha CHHAPOM CriBenca-JlKoHCOHA, TOKCHIHOMY eniiepMaIbHOMY
HEKpoisi abo JHkapceKilt peakiii 3 CO3HHOQIMIEIO Ta CHCTEMHUMHM cHMITOMamu. He ciin
BIIHOBJIIOBATH TEPAI0 MiC/s yCyHEHHS peakuiil. [lauientn i3 cepiosnumu anepriunnmu
peakuisMH Ha Tamigomin abo JeHamiZOMin B aHaMmHesi OynM BHKIIOYEHI 3 KIHIYHHX
nociimxens. Taki maieHTH MarTh BUCOKHiT PH3MK BUHHUKHCHHS peakIlii rirnepyyTauBOCTi Ta
HE MOBMHHI NpuiMaTH moMamigomin. IIpH BHHHKHEHHI BHCHIAHHS 2-3-T0 CTYIIEHSI CIIiJ
PO3MMIAHYTH BiAMiHYy Jikapcekoro 3acofy. HeoGximHo Hasamkmu OPUITMHUTH  TEPAITifo
MIOMAJIiIOMiZIOM TIpY BUHUKHEHHI aHTIOHEBPOTHYHOIO HAOPAKY.

3anamopouenns ma desopicumayis

ITicns 3actocyranHs IOMaNiIoMiy GysiM 3apeccTpoBaHi BHNAIKH 3araMOpOYEHHs Ta
CITyTaHOCTI cBimomocTi. IlamieHTH moBHMHHI YHUKATH CTaHiB, 3a SKHX 3allaMOPOYEHHs abo
CILTyTaHICTh CBiTOMOCTi MOXYTb CTAaTH IIPOGIIEMOIO, Ta He 3aCTOCOBYBATH 1HIIHX JIIKAPCHKUX
3aC00iB, fKi MOXYTb CHPHYHHHTH 3allaMOpO4eHHs. ab0 CILTyTaHICTh CBiZOMOCTI, 6e3
KOHCYJIbTaIii JiKaps.

Inmepcmuyianvie saxeopiosanns nezens (13J1)

[Ticns 3acTocyBanus momarmizominy Oynn 3apeectpoBani Bunanku 13J] Ta moB’s3aHi 3 HEM
BUITAJIKH, BKIOYAIOUH MHEBMOHIK. HeobximHo mpoBoauTu perenbhy OLIHKY XBOpHX i3
FOCTPHUM 1104aTKOM 200 HEOOIPYHTOBAHHM MOTIPIIEHHAM CUMIITOMIB JICTeHEBHUX 3aXBOPIOBaHb
ang Toro, mo6 Bukmounty 13J1. Tepamis momamizominom HEOOXITHO NPHIUHHMTH Ha 4Yac
JOCIIUKEHHS LUX CHMITOMIB, i, skmo I3J] Oyzle MiATBEpDKEHO, PO3MOYATH BiMOBIIHE
nmKkyBanHsa. Tepamiro momamigoMizoM cmin BiTHOBHTH Jmmme micms PETENIBHOI  OI[IHKH
CIiBBiIHOIIEHHs KOPUCTI T2 PU3HKIB.

Hopywenns 3 60xy nevinku

Y malieHTiB, AKi 3aCTOCOBYBATH MOMaIiZOMi, cIIocTepiranocs oM
anadinaminorpancdepasu (AJIT) Ta OinipyGiny. Takox mOBigO!
BHHUKHCHHS T€IATHTy, 4Yepe3 IO JOBENOCH INPUITHHHTH |

[i/BUIIeHHs piBHS
J0oCs PO - BUIAIKU




PexoMen1oBaHo mOCTIHO cTeXHUTH 32 KIIHIYHHMH TOKA3HUKAMH poOOTH NEYiHKH MPOTATOM
NEPIINX 6 MICANIB JTIKyBaHHA Ta MiC/IS IPUITHHEHHS Teparii.

Inghexyir

IIpo mosropHc BuHMKHCHHS rematuty B micis Tepamii MOMaNioMiIOM y INO€THAHHI 3
AICKCAMETA301I0M y HAUICHTIB, AKi pamime Oyau 3apajcHi Bipycom rematuty B (BI'B),
NOBIIOMIIANOCS pinko. JIesKi 3 [UX BUMAjKiB CIIPUYMHUIIM IOCTPY IIE€YIHKOBY HEJOCTATHICTS,
HCPC3 MO IOBEI0CS NPUIMHUTH TEpaMilo nomalinoMizom. Hassuricts Bipycy renatuty B cnig

s

%7

BCTAHOBUTH 10 IOYATKY Tepamnii nomanizomigom. Iamientam, ski MaroTh MO3UTUBHUMN TecT Ha
BlJI-inextiiro, pexomerntyeres MPOKOHCYIBTYBATHCS 3 JKapeM, SKUH Mae NOCBig y
JNiKyBaHHI remaruty B. Cnix mpossisTu o0epekHICTE Tpu Tepamii momanizoMizom y
KOMOIHAIT 3 IeKcaMeTa30HOM JUlst IALi€HTIB, ki paniine Mau Bipyc renatuty B, BKIogaoun
MaIi€HTIB, AKI

MaloTh MO3WTHBHHH aHTH-HBc, ane meratusunit HBsAg. Lli namienty moBHHH] IIPOXOJIUTH
KONTPOJIL 1 HASBHICT O3HAK i CHMIITOMIB akTHBHOT opmu BI'B IPOTATOM BCi€l Tepartii.
Bmicm nampiio

Lle# nikapcekuil 3aci6 MicTHTH MeHIIe 1 MMOJL Harpito (0,24 wmr, 0,36 wmr, 0,48 Mr) Ha
Karcy iy, ToOTO MoKHa BBaXKaTH, 110 JaHHiT 3aci6 BiIbHUIL Bix HaTpiro.

Indopmanito mpo inmi nikapceki 3aco6w, 1mo 3aCTOCOBYIOThCS B KOMOIHAIIT 3 Karcymamu
NOMAJliZIOMi/Ty, IUB. y BIINOBIAHUX po31inax KOPOTKOI XapaKTePUCTHKH.

4.5 B3aemodin 3 inmumu nikapcekumu 3acobamu ma inwi 6udu 63aemodiii.

Brims nmomastiominy Ha inmi sikapeski 3acoou

Ilepenbagaerbes, Mo moManioMia He CIPHYUHUTE KITiHIYHO 3HaYyIHUX hapMaKOKiHETHYHHX
B3aEMOJIIH MiX JTiKapCEKHMH 3ac06aMy LIIIXOM iHribyBanHs a6o iHyKIii MTOXpOMy P450
abo iHri0yBaHHA TpaHCIOpTEpa IIPH OJTHOYaCHOMY 3aCTOCYBaHHI 3i cyOCcTparaMu IHX
(bepmentis aGo Tpancmoprepamu. IloTeHmian MiX TakuMH JKapChbKUMH  B3a€EMOISMH,
BKJIFOYAIOYH IOTCHUINHMH BIUIMB moMamifoMigy Ha apmakokiHeTHKY KOMOGiHOBaHHX
OpaJIbHUX KOHTPAIIENITHBIB, KJIIHIYHO HE OLliHIOBABCH.

Bruup inmmx gikapchKux 3aco6iB Ha moMaminoMin

uB. po3ain «PapmakokiHeTHKaY

[lexcameTazon

OnHouacHe 6araTopazoBe BBeIeHHS 103 IOMAaJIIOMily 10 4 MT pa3oM i3 IeKcaMeTa30HOM Bij
20 1o 40 mr (saxuil BBaXaecThCst CTabKHUM a60 NOMIPHUM IHIYKTOPOM JEKiNbKOX (hepMeHTIB
CYP, y Tomy umcmi CYP3A) namieHTam i3 MHOKHHHOIO Mi€JOMOIO He BIUIMHYJIO Ha
(hapmMakoKiHEeTHKy IOMAIIOMiTy MOPIBHSHO i3 BBEACHHSM JIHILE MOMaJTiIOMITy.

Brmue nekcamerasony wa Bapdapun Hesimomuil. ITix uac JIKYBaHHS PEKOMEH/YEThCS
CTEXHTH 33 KOHIICHTPAIli€lo BapdapruHy B KPOBI.

Iapopmanito npo iHmi nikapeeki 3aco6H, 1o 3aCTOCOBYIOThCS B KOMOIHAIT 3 KamncyyiaMu
MOMAIIOMILy, TUB. Y BiAIOBIHUX PO3JiNax KOPOTKOT XapaKTePUCTHKH.

4.6 3acTocyBaHHs i yac BaritHocTi Ta rOAYBaHHSA TPYITIO

JKiHKH Penpo/TyKTHBHOIO BiKy/KOHTPAIEIIIis y Y0JIOBIKiIB i KIHOK

JKiHKH penpoayKTHBHOIO BiKy MOBHHHI BUKOPHCTOBYBAaTH €()eKTHBHI METOJM KOHTpAIlENLii.
Axmo KiHKa 3aBariTHiNA nij yac Tepamii momaizomigom, JIIKYBaHHsI HEOOXIIHO IPUITHHHUTH,
a MallieHTKy HAIIPaBUTH JIO JIKaps, SKHiH creniamizyerses abo JOCBIXYCHHUH Yy, T€paTOIIOrii, st
OLIHKH PU3HKIB JUIA IUIOAA Ta HATAHHs Hopai. SIKIIo kiHka 3aBariTHINA BiJl YONOBiKa; KMt
3aCTOCOBY€ IIOMAJIJIOMiJl, PEKOMEH/YEThCS HAMpPaBHTH NAalieHTKy 110 JiKaps,  AKHii
Creniani3yeThes abo 0CBITUeHHi Y TepaToIorii, /Ui OIHKH PH3HKIB JU1s TUI0/1a, Ta HaJaHHS




nopaz. [lomanigomin mpoHUKace y ciM’SHY piJIHY JTFOJUHHM. SIK 3am001KHIIA 3aX1]1 BC1 Malli€EHTH
YOJIOBIYOI CTaTi, SKi MPUUMAIOTh MOMATIIOMIJl, TIOBHHHI BHKOPHUCTOBYBATH IpPE3CPBATHBU
MPOTSTOM yChOT'O IIepiojTy JIKYBaHHS, M1/l Yac NePepUBaHHS JI03M Ta IPOTATOM 7 JIHIB MiCIs
IPUIIHHCHHS JIIKYBaHHS B TOMY BHIIQ[Ky, SKIIO MapTHepka BaritHa abo pernpoayKTHBHOIO
BiKy 1 II€ 3aCTOCOBYC IIILIHX BH/IB KOITPAICIIIiI.

BariTHicTh

OuiKyeTbCs TepaToreHHW edekT moManioMiny Ha OpraHisM JmoauHu. [lomarimomin

IPOTHIIOKA3aHUK 10 3aCTOCYBaHHS il Yac BariTHOCTI Ta KIHKaM PEnpoJTyKTUBHOTO BIKY, 3a
RUHATKOM RUTIAJIKIR, KOIM BCl YMORH /ISl 3aII00IrAHHS BariTHOCTI BUKOHAHI.

["onyBaHHs rpy o

Hemae nanux, siki O miaTBepAMIIM IPOHUKAHHS JIIKapChKOTr0 3ac00y Yy Ipy/IHE MOJIOKO JIFOAUHH.
ITomanizomin OyB BHSBICHHH y MOJIOII IMypiB, IIO TOAYIOTh, IicisA Horo BBeAeHHs. Uepes
NOTEHIIMHYy MOXJIMBICTb BHHHKHEHHS MOOIYHHX peakiiil BiJ moMamiIoMiny y miTei, ski
31aX0AAThCSA Ha IPyJHOMY BHT'OJIOBYBaHHI, HCOOXITHO MPUUHSATH PIlICHHA ITPO IMPUITHHEHHS
BHTOJOBYBaHHSA Ipyutto abo Teparii ikapchbKuM 3ac000M, BPaXxOBYIOUH KOPUCTH IPYIHOTO
BUT'OJIOBYBAHHS JUISL JUTUHH Ta KOPUCTH TEPAITil ISt JKIHKH.

@epTUnbHICTh

byno BcTaHOBIEHO, IIO NOMAIIIOMIJ HETaTHBHO BIUIMBa€ Ha (EPTUIBHICTE 1 Mae
TepaTOreHHUH BILUIUB Ha TBapuH. [loMarioMia MpOHUKHYB Kpi3b IUIAlleHTY Ta OYB BUSBIICHUH
y KpOBI IIJIOJa MiCJIsl BBEIGHHS BariTHUM KPOJIHKaM.

4.7 BnuB Ha 37aTHICTH KepyBaTH TPAaHCIOPTHUMH 3aco0aMy abo MpalioBaTH 3 IHIIUMH
aBTOMAaTH30BaHHMHU CHCTEMaMH.

[TomanimoMin Mae He3HaYHHUN a00 MOMIpHHUH BILUIMB Ha 3MaTHICTh KEPYBATH TPAHCIIOPTHUMHU
3acobamu abo MpanroBaTH 3 iHIIAMH aBTOMaTH30BaHMMH cucTeMamH. Ilicist 3acTocyBaHHS
MOMaiJOMIy MOBIIOMIISIIOCS TPO BHIAJKH BUHHKHEHHS CTOMJIFOBAHOCTI, HPUTHIYEHOIO
pIBHS CBIIOMOCTI, CILTyTaHOCTI CBIJOMOCTI Ta 3allaMOpOYEeHHS. SIKIIIO MiJ 4ac 3aCTOCYyBaHHS
Teparnil NOMasIiIoOMiIOM BHHHKAIOThH IlepepaxoBaHi MoOiyHi peakiiii, MalieHTH MaioTh OyTH
IPOIHCTPYKTOBAHI IpO Te, L0 HE CJIiJ KepyBaTH TPAHCIOPTHUM 3aco0OM, IMpallloBaTH 3
IHIIUMH aBTOMAaTH30BaHMMH CHCTeMaMu ab0 BHKOHYBAaTH HeOe3NeuHi 3aBAaHHs MiJ yac
JiKyBaHHSI.

4.8 I1o6iuni peakmii.

. Iomanioomio y xombinayii 3 bopmeszomibom ma oexcamemaszonom

Haiiuacrime Oyiu BUSBIEHI MOPYIICHHS 3 OOKY CHCTEMH KpOBi Ta JiM(ATHYHOI CUCTEMH:
HelTponeHis (46,8 %), TpomOoumroneHis (36,7 %) Tta anemis (28,4 %). Haituacrime
HAIXOMWJIM TIOBIIOMJICHHS Tpo Tmepuepuudy ceHcopHy Hedpomariio (47,8 %).
HaiimomupeHimuMu moOIYHUMH peakuisMu 3-ro abo 4-ro crymeHs Oynu peakuii 3 Ooky
CHCTEMH KpOBi Ta JiMpaTuyHoi cucTeMu: HeiiTponeHis (41,7 %), TpomGouuTonexis (27,3 %)
ta aneMmis (14,0 %). HalinommpeHimowo cepiio3HOI0 MOOIYHOIO peakii€lo, Mpo SKy
noBigomisutocs, Oyna mHeBMoHIs (11,5 %). IHmi cepiio3Hi moGiyHI peakmii, BKIFOYaIH
rapstaky (4,0 %), iH(eKIiro HIKHIX JUXaTbHUX HUIXiB (2,9 %), nereneBy embomniio (2,9 %),
rpun (2,9 %) Ta roctpe ypaxeHHs HUPOK (2,9 %).

. THomanioomio y kombinayii 3 dexcamemasoHom

Haityacrimne y KIiHIYHHX JOCIIDKEHHIX MMOBIIOMIISIIN Mpo MoOiYyHI peakuii 3 00Ky cHCTeMHU
KpoBi Ta JiMpaTHIHOI CHCTEMH, BKJIFOYalO4YH aHeMito (45,7 %), Helitponedito (45,3 %) Ta
TpoMbonuToneHiro (27 %); crocTepiraaucs 3arajbHi po3aay Ta MiCIIeBl YCKIaJHEHHS Y MiCIll
BBEJICHHS IIpenapary, a came: BToma (28,3 %), rapsuxa (21 %) ta nepudepuygnuii Habpsx (13
%); npu iHdekuifxX Ta iHBa3igx BHHMUKaga NHeBMOHis (10,7 %)» “":Hpo Hepn(bepnqﬁy
HeBpOMaTiio nmosigomisaocs y 12,3 % mnaimieHTiB, Ipo BUNAKH BEHO3HOT ‘abo TPOMOOTHYHOT
embomii —y 3,3 % namienTiB. Haifuactime nosizomisiiocs npo no6{1m;; peaxuii 3-ro abo 4-ro




CTYINICHs 3 00Ky CHCTEMH KpOBi Ta JM(aTHYHOT CUCTEMH, BKIIIOYAIOYH HeiTponenito (41,7 %),
aHeMiio (27 %) Ta TPOMBOIHTONEH IO (20,7 %); npu indexuisix ta 1HBa31sIX, BKIIIOYAIOYH
ITHEBMOHIIO (9 %); CIIOCTEpITraucs 3araipHi pO371amy Ta MICHEBI yCKJIaTHCHHS y Micul
BBE/ICHHA IIpenapaty, a came: BToMa (4,7 %), raps4ika (3 %) Ta nepudepuyunmii HaOpsk (1,3
%). Haiinommupcrimoro CCPHO3HOK MOGIYHOIO peakIieo, po Ky MOBLIOMIsUIOCH, Gyia
MHEBMOHIsA (9,3 %). Hmi cepitosni mo6iumi peakii, BKJIroyaiu $ebpuitbHy HelTponeniro (4,0
7o), HEHTpoNeHio (2,0 %), TpoMbouuroneniro (1,7 %) Ta peaxitii BenosHoi a6o TPOMOOTHYHOT

embonii (1,7 %).

[To6iuni peakuil 3a3Buuail  BHHEKAIOTH IIpOTATOM NE€PUIMX 2-X IHUKJIB JIKyBaHHS
TOMaJILZIOMIZIOM.

Crieok n106i9HMX peakiiil v Burmsi Tabauii

* Ilomanioomio y noeonanni 3 bopmesomibom ma dexcamemazonom

Y panjpomizoBanoMy  mociimxeHHi CC-4047-MM-007, 278 namienTis OTPUMYBaJIH
noManioMiz, Gopre3oMib Ta mekcamerazon (Pom+Btz+Dcx arm) (aus. po3aur «Crnoci6
3aCTOCYBaHHS Ta J03H»).

[Io6iyni peaknii, ski CIHOCTEpIraloThCS Yy MAli€HTIB, sKi OTPUMYBAIIM OMAJIiIOMIx y
NOETHAHH] 3 60pTe3oMiboM Ta ACKCaMCTa30HOM, HAaBEICHI B Ta0IHI 7 332 CHCTEMOIO OpraHHHX
kiaciB (COK), 4acToToro Beix moGiunmx peakuiil Ta ;s mobGiYHUX peakuiit 3-ro Ta 4-ro
CTyTIEHS.

YacroTy mobiysnx peaxmii s koMmIekcHoi Tepanii Pom + Btz + Dex (Oynp-sx0TO Kiacy)
BHU3HAYaIOTh BIAIOBIIHO 10 MOTOYHMX 3HAYCHE: Iyxe gacto (> 1/10); gacro (> 1/1001 <1/1 0);
Hewdacro (=1/1000 i <1/100).

Tabnums 7
IIpo Bci mo6iuni peaxuii (ITP) nosizomisuiocs B KIIHI9HOMY focimkenni MM-007 s
NALIEHTIB, Ki OTPHMYBATH HOMATiTOMI Y TIO€IHaHHi 3 00pTE30MibOM Ta JIeKCAMETa30HOM

Cucremunii opransmit | Bei mo6iuni peakuii/gyacTora 3-4-i1 cTyninp no6iuyHEX
KJIac /mepeBaxHui peakuiii/gacrora
TEepPMiH

[ndekuii Ta iHBa3ii Jlyxe 4acTto JIy>xe yacTo

[IHeBMORIA, Gponxit, iHbexuiillueBMOHis
BEPXHIX  IUXalbHAX  IIIsXiB,YacTo
BipycHa  iHekmis BepxHix/Cencue, cenTuRMil MoK,

MUXANBEHUX UISXIB rceBAOMeMOpPaHO3HUH KOJIIT,
Yacro OpOHXIT, iHpexuil BEpXHiX
Cemncuc, centuunmii mox, JAXAIbHAX  MUIAXIB,  iHpeKi]]
[ICEBIOMEMOPAaHO3HHU KOJIIT, HIDKHIX ~ JIMXalTbHUX  ILISIXIB,
IHQeKIT InXalbHUX IUIsXiB, JIereHeBa 1H(EeKIis, rpur,

indexmii  HEKHIX AMXIbHAXKANUIAPHUE  OpoHXIiT, iHdeKuii]
IUISXIB,  JIeTeHeBa  iH(EKIis,/CeY0BUBITHIX LLIIXIB

rpHII,

KanuIspEuil - GpoHXIT, iH(eKui]
CCUYOBHUBIIHHX IIJISXIB
JloGposikicHi, 3moskicHi [YacTo

Ta HEyTOYHEH] bazanbHOKTITHHHA KapiMHOMa

HOBOYTBOPEHHS

(BKJIFOUArOYHM KiCTH Ta

OJIITH )

3 60Ky cucTeMH KpoBi |[JIyxe gacTto Jyxe 9acTo
Ta TiMpaTHIHO] Heiitponenis, tpoMGonuromnenis, Heiitponenis, TpomMbouuror HisL,

CHUCTEMU JICHKONICHIs, aHEMis AHeMis




Yacro Yacto

DelOpunbHa HEWTpOIIEHis, DelOpunbHa HelTponeHis, Jeiiko-
miMdorneHis nexis, niMdoneHis

[lopymenns oOminy JLy e yacto Yacro

PCHOBUH, XapuyBanHg  ['imokaniemis, rinepriikemis ['inokaniemis, rinepriikemis

Ta MeTaboTi3My Yacro ['inomarsiemis, TiIOKabIieMis,
['inomarniemis, TIOKAIBbIIIEMis, rinodocdaremis, rinepkagiemis,
vinodocharemis, rinepkaiiemis, riepKaibLieMis
rinepkanbiieMis

[Icuxiuni posnaam JIy>xe yacto Yacro
besconns Jlempecist, 6esconns
Yacto

enpecist

3 Goky HepBOBOT Jly>xe yacto Yacto

CUCTEMH [lepudepuuna cencopaCHHKone, nepudepudHa CEHCOpHA|
HEeHponaris, 3aamMopoyeHHsl, Helponaris, nepudepuyna
TPEMOp CEHCOMOTOPHA Helponaris
Yacto Heuacto
Cunkone, neprepuyHa3anaMopoyeHHs, TPEMOp

CEHCOMOTOpHa HelponaTis, nape-
CTE3isl, TUCTeR3is

3 Ooky opranis 30py  [YacTo Yacto
Karapakra Karapakra
3 60Ky cepis Yacro Yacto
MuroTnusa apuT™mis Murotiuga apurmis
3 60Ky cyauH Yacro Yacto
Tpom603 riuboxux Bew, ['inoTensis, rinepren3is
iOTeH31s, rinepreHsis Heuacto
Tpom603 rubokux Ben
3 60Ky auxambHOT [y>xe yacto Yacto
CHCTEMH, OpraHiB 3aMIIKa, Kameb JlereneBa emGoutist, 3aauImKa
IPYJIHOI KITKH Ta Yacto
cepeloCTiHHSI Jlerenesa emGotis
3 60Ky IITyHKOBO- JIy>xe gacTo Yacto
KHIITKOBOI'O TPAKTy Jliapest, ~ GmioBaHHsA,  Hy1OTa, Jliapes, 6moBanns, 6inb y XKHBOTI,
3arop 3arnop
Yacto Heuacto

binb y xwuBoTi, 6imp y BEepXHiHbinb y BepxHiii yacTuni KHUBOTA,
YaCTHHI  XKHBOT4, CTOMATHT, CTOMAaTHUT, HY10Ta, 3/IyTTS KUBOTA
CYXICTb Y POTi, 3yTTs JXKHBOTa

3 60Ky wiKipu Ta Yacto Yacto
IiIIKipHOT KJTi TKOBHHH [BUCHIAHHS Bucunanns
3 6oky ormopHo- Jlyxe gacto Yacto
[PyXOBOI CUCTEMH Ta M’s130Ba ci1aGkicTs, Ginb y crmni M’ s308Ba Cl1abKicTh, 611k y cruHi
CIIOJIyYHOI TKAHHHHU Yacto Heuacto
binb y KicTKax, M’g30Bi cnasmu  |Bije y KiCTKax
3 00Ky HHpPOK Ta Yacto Yacto P T
CEeYOBHIIIbHOT crcTeMu [[0cTpa HUpPKOBa HEJI0CTaTHICTh, ['0CTpa HUPKOBa HeAOCTATHICTS; |
XpOHIYHa HHPKOBaXpOHIYHa HHpKOBgiﬁ@iO(:MTHiCTL, g

HEIOCTaTHICTD, 3aTPUMKa CEUOBHUITY CKAHHS

&




L 3aTPUMKa CEYOBHUITYCKAHHS [ 1
3aranbHi HOpyImeHns Ta JTy>xe yacTo Yacto

[OPYIIEHHS y MicLi BToma, rapsuka, nepuepuunuiiBroma, rapsuka, 6ip Yy TPyIsx
BBE/ICHHS HaOpsIK HEKap/UalbHOTO LOXOLKEHHS,

Yacto nepuepuyHmit HaGpak, HaGpsx
binb y rpynsx mexapmiambmoro
[TOXOJKEHHS, Ha0pSK

¥

{

WUk

JlaGopartopni Ta Yacro Yacro
IHCTpYMEHTAIBHI NaHi [TinBumenns piBHS AJIT,3HmKeHHs MacH Tina
SHUKCHHS MacH Tijia Heuacto
[linBuiienns pisas AJIT
TpaBmu, otpyerns ta  [Yacro Heuacto
[IPOLIeTypHi [laminug [aninus
YCKIIaTHEHHS ]

* [lomanioomio y noednanni 3 oekcamemasonom
Y panzomizoBaHOMy mocmimkeHni CC-4047-MM-003 302 namienty is PEUHUBYIOUOIO Ta
PEdPAKTEPHOIO MHOKHHHOIO Mi€IOMOIO OTPHMANH TEPAIiI0 TOMATIAOMIIOM 4 MT, SKuii
BBOIIMIIM OZTMH pa3 Ha JeHb NMPOTSToM 21 JHA KOKHOIO 28-IEHHOTO UHMKJTY Y MoenHaHH] 3
HH3BKOIO JI03010 JIEKCAMETA30HY IIOTHIKHS.
[To6iyni peakuii, mo CIIOCTEPIranycs y MalieHTiB, sKi OTPUMYBAJIM TOMATIIOMiJ] Y KOMOiHaIii
3 ACKCaMETa30HOM, HaBEICHI HUKYe B TaOIHI| § 3a (COK), wacroToro Beix no6iunmx peaxiiif
Ta JUI N001YHHX peakwiii 3-ro abo 4-ro CTYIEHS.
Yactora nobiunux peaxuiit Taxa K, K 1 B Tpy1Ii nanienTis, sxi 3aCTOCOBYBAJIH OMAJIIIOMIS 1
ACKCaMeTa3oH B aociimkeHHi CC-4047-MM-003 (n = 302). Yeepeanni koxnoro COK i g
YIPYUYBAaHHAX 32 4aCTOTOIO HECHPUATIMBI peaxuii HaBCJCHI B MOPAIKY 3MEHINEHHS
Cepio3HOCTI. YacTOTy BH3HAYAIOTH BINOBIZHO 10 MOTOYHKX 3HAYCHD: Ayxe 4gacto (>1/10);
Jacto (>1/100, <1/10); Hewacto (=1/1000, <1/100); wactota Hepimoma (He Moxe OyTH
BU3HAYCHA HAa OCHOBI HABHUX JAHHUX).
Tabmung 8

Yacti no6iuni peakuii, 3a3naveni s KIIHIYHOMY p0cimxerni MM-003 y Mali€HTIB, AKi
OTPUMYBaI¥ MOMATIOMiJl Y IOEAHAHH] 3 IeKCAMETA30HOM
f—gHCTeMHHﬁ OpraHHHuH Vi gacri no6iyni 3-4-it cTymiHb yacTux no6quHﬂ

Kjiac/6axxanuii TepMin peakuii/gacTora peakuii/gacrora
[Hdexuii Ta imBazit Jlyxe dacTto Yacto
[IHeBMOHIs (baxrepianproi,HeliTponeniunmii CEICHC,
BIDYCHOT Ta rpuOKOBOT iHMeKLil,THeBMOHIs (GaxrepianbHoi,
BKJIIOYAIOYH  YMOBHO-IIATOTE€HHIBIPYCHOT Ta rpuGKOBOT 1HGeKmiT,
iH}eKii) BKJIFOYAIOYH  YMOBHO-IIATOTE€HH]
Yacto 1H}eKii), OpOHXOIHEBMOH S,
Helitponeniunnii CENCHC,IHDEKNIT TMXaTbHUX MUISXiB,
OponXomHeBMOHis, GpoHXIT, iHQeKmil BepxHIX  mEXATLHHX
IHDEKIIT MUXaNBbHUX UUISIXIB,  |[UUIIXiB
indeknil Bepxmix auxatsamxHeuacTo

LISXIB, Ha30(bapuHTiTBpOHXIT, oMepisyBatLHuMIl reprec
OIEpi3yBaIbHHH repriec

JloGposixicHi, 3n0sKkicHi Ta [HewacTo Hevacto WL

HE YTOYHEHI basanbHOKTITHHHNMI pak miKipH, B&wbHoxniTHHﬁag “a‘K"HiKipH,’ \

HOBOYTBOPCHHS (Y TOMY  |[IUIOCKOKJIITHHHHUI PaK MIKipd  [IOCKOKIITHH pax mKipu “."

YHCITI KICTH Ta moinm)




3 Ooky cHcTeMHu KpoBi Tal
niMbaTUIHOT cCUCTeMH

Jlyxe 4acto

Heiitponenis,
TpOMOOUMTONEHIs, JejikomneHis,
aHeMis

Yacto

DebOpuiibHa HEUTPOTIEHs

QIY)KC 4acTo

Heiitponenis, TPOMOOLHUTONEHI,
aHeMis

Hacro

DebpuiibHa HelTponeHis, Jeiiko-
MeHis

S

AW

JlereneBa eM601is

[lopymenns o6miny YK€ 4acTo Yacrto

PCHOBUH Ta MeTab0JII3MY  [3HUKEHHS alerTury ['iuepkatiemist, rionarpiemis
Yacto Heuacro
[ inepkaniemis, rinoHatpiemis  [3HmKeHHS areTury

[Icuxiuni posnaau Yacto Yacto
CrtyTanicTs cBiomocTi CrutyTaHicTs cBimomocTi

3 6oky HepBOBOT cucTemu [YacTo Yacto
SHIKEHUH PiBeHB CBiTOMOCTI, [3HMKeHHUi piBEHb CBizoMocTi
nepudepuyna ceHcopHaHeuacTo
HEHponaris, 3anamMopoyeHHs, [lepudepuuna CEHCOpHa
TPEMOP Helipomnaris, 3aI1aMOPOYEHHS,

TpEMOp

3 Goky opraHis ciyxy Ta  [Yacto Yacto

nabipuHTY 3anamMopoueHHs 3anaMopoueHHs

3 60Ky CyaMH Yacrto Heuacro
Tpom603 riubokux Ben Tpom603 rmubokux Ben

3 60Ky nuxanbHOT Jlyxe yacto Yacto

CHUCTEMH, OpraHiB IrpyIHOI (3a1HIlKa, Kalleh 3amuika

KIITKH Ta cepefiocTiHas  [YacTo Heuacro

JlereneBa em60mis, Kamen

3 00Ky HIIyHKOBO-
KHIIKOBOTO TPaKTy

Jlyxe yacto
[iapes, Hy10Ta, 3a110p
Yacrto

Yacto
Jliapes, 6moBaHHs, 3amop
Heuacro

biroBaHHs, IITYHKOBO-KHIIKOBiHy noTa,
KpOBOTEY] ULTYHKOBO-KHIIKOBI KPOBOTEY]
3 OOKy neuinku ta Heuacro Heuacto
PKOBYOBHBIAHKX uaxis  |[[inep6inipyGinemis ['inepOinipybinemis
3 00Ky LIKipH Ta Yacto Yacto
i IKIPHOT KIIITKOBHHH Bucunanns, ceepbix Bucunanus
3 6oky omopHO-pyxoBoi  [JIyke yacTo Yacrto
CHCTEMH Ta CIIOJIyYHO] binb y KicTkax, M’430Bi criasmMu |Bimb y KicTKax
TKaHUHHU Heuacto
M’s130Bi criazmu
3 60Ky HHpOK Ta Yacto Yacro
Ce4OBUIINbHOT cicTeMn  [Hupkosa HEOCTaTHICTH, HupkoBa HemocTaTHiCT
3aTpUMKa CEYOBHAIIEHHS Heuacto

3aTpUMKa CeYOBMITY CKAHHSI

3 60Ky opranis
PETIPOYKTUBHOI CHCTEMH
Ta MOJIOYHHX 3aJ103

Yacto
Tazosuii 6116

Yacto
Ta3oBuit 6116

3arajbHi IOPYIIEHHS Ta
TOPYIIEHHS Y MicIii

2] YK€ 4acTo

Broma, rapsiuka, nepudepuynnii

BBCICHHS

HaOpsik

Yacto S5
Broma, rapsauka; me

pchepirammi|

HaOpsiK




JlaGoparopni Ta Yacro Yacrto

IHCTpYMEHTAbHI aHi SMEHIIIeHHs KUIBKOCTI[3MEHIIIeH s KIJTBKOCTI
HeHTpodinis, 3MEHIICHHAHEHTPODiniB,
KiJTLKOCTI JCHKOUMTIB,3MCHIIICHHS KIJTBKOCTI
3MEHIIICHIISI KinLKocrineﬁKouHTiB,
TPOMOOIUTIB, 111 1BUIICHHA3MCHIIICH HS KIJTBKOCTI
piBHs AJIT TPOMOOIHTIB,

UIABULICHHS piBHs AJIT

Ha A0JIaTOK 110 NEPCpaxOBaHUX BHUILE MOOIYHHUX peaKum

KJHIYHUX BI/IHpO6YBaHI)
HlCHﬂpCGCTpaHII/IHOMy HeplOl[l

HacTynHa Tabuuus 9 BuBenena 3 JIaHuX,

BHABJICHHX Y pPaMKax T'OJIOBHHX
BUSBJICHHX Y

Tabmuns 9

IToBinomnenms npo perymspui mo6iuri peaxuii, AKi BHHHKIH y nicispeecTpauiiinomy
Nepiofi MiJl Yac Tepamii momamizomizom

CucreMHH# opranHuit
KJIac/IIepeBaXXHHH TepMiH

Bcei nobiuni peakuii/gacroral

3-4-#f cTynine MoGiYHuX 7
peakuiii/yacrora

[Hdekuii Ta
iHBasii

YacroTa HeBimoma
PeaktuBanis renarury B

YacToTa HeBioma
PeaktuBartis renaruty B

CUCTEMHU

3 6OKy cHcTeMH KpoBi Ta Yacto Yacto
niMpaTHaHOT cHcTeMu [TanumTONEHIS [lannuronenis
3 60Ky iMyHHOT Yacto Heuacto

AHIIOHEBPOTHYHHIK HAGPSIK,
KPOITUB’ THKA
Yacrora HeBijoma

AHadiTaKTHYHA peakiis

AHTIOHEBPOTHYHHUI HABPsIK,
KPOITMB THKa

Yacrtora HeBigoma
AHadinakTHYHA peakIlis

3 60Ky eHnOKpuHHOI cuctemu [Heuacto
rioTHpPEo3

[lopymenHs o6miny pewosun |[Yacto Yacto

Ta MeTaboi3My I'inepypukemis ['inepypuxemis
Heuacto Heyacro
CHHAPOM JIi3HCY myxitHH CunppoM stisucy nyxmun

3 60Ky HepROROT Uacto Heuacto

CUCTEMH BHyTpimHbo4epenHi [HCYy BT,
KPOBOBUJIMBU BHY TPIITHEOY€EPENH]
Heuacto KPOBOBHUJTUBH
[HCYJIBT

3 60Ky cepiis Yacto Yacrto

Cepuesa HezocTaTHiCTD,
MUTOTJINBA apPUTMis,

CepueBa HemocTaTHicTS,
MUTOTIIHBA apUTMis

iHpapKT Miokapaa Hewacto
[HdapkT Miokapaa
3 6oky muxanbHOT cucTemn,  |Yacto Heuacto
OpraHiB IpyIHOT KIIiTKH Ta KpoBoreua 3 HoCa, KpoBoTeua 3 Hoca, I3J1
CepeOCTIHHS 131
3 00Ky neuiHkH Ta Heuacro
PKOBYOBUBITHHUX IIISXiB ["enatut

YacToTra HeBinoMa

3 6oky uIkips Ta migmkipHOT
KJITKOBHHU

[HacToTa HeBigom




£

Jlikapceka peakitis 3/likapceka peaxiis 3
co3uHO(INIE0 TACO3HUHOPUIIEI0 Ta CHCTEMHHMMHU
CUCTEMHHUMH CUMITOMAaMH, [CUMIITOMaMH,
TOKCUYHUH eninepMaibHUNRTOKCUYHUA el1IePMAIbHUMA
HEKPOJII3, HEKPOJIi3,
CHHAPOM CriBeHca-cunapom Crisenca-J[)koHcOHa
JKOHCOHA

JlabopatopHi Ta Yacto Heyacto

LIICTPYMENTANbI Jalli [linpumenis pibns ceoBoilliABHIIEHHsT pPiBHSA  CEHOBO]|
KHCJIOTH Y KPOBI KHUCJIOTH Y KpPOBI

Onxc 06paHux MoGIYHUX peakiii
Tepamozennicmeo

[lomaninomin cTpykTypHO 10B’s3auuil i3 TanizomizoM. Tanigomin — Bijomuii JIKapChKUii
3aci0 3 TepaTOreHHUM BILIMBOM Ha JIKOJMHY, KU CIIPHYMHIOE TSOKKI BPOIKEH] BaJIH. Byno
BCTAHOBJICHO, IO IOMATIJIOMiA € TEPaTOreHHHM IIPH BBENEHHI B TEPiOJ OCHOBHOTO
OpraHoreHesy sK JUlsl LIypiB, Tak i JUIs KpoJMKiB. SIKIIO IIOMaTiIoMizl 3aCTOCOBYBATH Mij Yac
BariTHOCTI, OYiKy€ThCS TEPATOrCHHHIT BITHB JTIKapchKOTo 3aco0y Ha JIOJIUHY .

Heiimponenis ma mpomboyumonenis

Y mallieHTiB, fKi OTpUMyBalH KOMOIHOBaHy Tepamilo HOMANIIOMIZOM y KIiHI9HHX
JOCIIDKEHHSX, HeHTPOIIeHis crioctepiranacs y 46,8 % marieHTis (3 aux 41,7 % 3-ro a60 4-ro
cryners). HeliTponenis He mpu3Bouia 10 IiepeprBaHHs Tepartii MOMAITiIOMiZOM Y KO0IHOTO
naiieHTa Ta HayacTimne OyJa Hecepio3HOIo.

[Mosinomnsnocs npo Bunanku GpeGpunbHOi HeliTponeHii y 3,2-6,7 % NALi€HTIB, 3 HUX y 1,8-
4,0 % manieHTIiB BBa)XkaIacs CEpHO3HOIO.

Y mamieHTiB, fKi OTpUMYBalIH KOMOIHOBaHy Tepamlilo MOMAiJOMIZOM Mijg Yac KIiHIYHHX
JOCIIUKeHb, TPOMOOIUTONEHIs BHHUKIA Yy 27,0-36,7 % manienTi. TpoMGOLHTONEHIA 3-T0
abo 4-ro crynens BuHUKIA y 20,7-27,3 % NaLi€HTIB, 10 MPH3BEIO 10 IIEpEpUBaHHs Tepamii
nomaiiziominom y 0,7 % mauieHTiB Ta BBaxanacs cepitosnoro y 0,4-1,7 %.

Helttporienis Ta TpoMOOIHMTONEHIs BHHHKANIM YacTille MPOTATOM IEPIIHX [BOX LHUKIIB
JUKyBaHHS momatigomizom (muB. posuimn «Oco6auBocTi 3acTocyBamHs» Ta «Croci6
3aCTOCYBaHHS Ta JIO3UY).

Ingheryis

[adexuis 6yna HamomHUpPeHIIIHM HereMaTOIOTiYHHM TOKCHYHHM IIPOSBOM.

Y namieHtiB, fki OTpEMyBaJid KOMOIHOBaHY TEpamilo ITOMATIIOMIZOM Iijl 4ac KIiHiYHHX
JOCII/UKEHb, 3apaXkeHHs iH(eKiiclo BUHUKAO0 y 55,0-80,2 % manienTis (3 Hux 24,0-30,9 % —
3-ro abo 4-ro crynens). Indexiii BepXHIX AMXaTbHMX HUIAXiB i NHEBMOHis Gyim
Ha4acTiuMK nposBamy iHdexwii. CMeprenbHi iHpexuii (5-# cTyminp) Tpamsuncs y 2,7-
4,0 % nauienTis. Indexuii npu3Beny 10 NPUNMHEHHS Tepalii MOMaTiIoMiIoM y 2,0-2,9 %
Nali€HTIB.

Tpomboemboniune yckraouenns

IIpodinaxkTnka aneTHICaTi UIOBOIO KHCIOTO (Ta IHIIMMH AaHTHKOATY ITHTAMH JUIs IAli€HTIB
3 BHCOKHM PH3HKOM) Oysa 00OOB’S3KOBOIO U BCIX MALI€HTIB y KIIHIYHUX JOCII/DKEHHSX.
PexoMeHIyeThes anTHKOAry siiiHa Tepais (SKII0 BOHA He MPOTUIIOKA3aHa).

Y mauienTiB, fKi OTpHMyBalu KOMOIHOBaHY Tepalilo NMOMATIIOMIZOM Mij Yac KIiHIYHHX
JOCIIUKEHb, BEHO3HI TpoMO0eMOOIIiYHI ycKIaaHe s Tpamismmes y 3,3-11,5 % HauieHTiB (3
Hux 1,3-5,4 % — 3-ro aGo 4-ro crynens). BeHosne tpomGoembotiune yeKa HeHHH “Byno
3apeecTPOBAHO AK cepiio3Hy 1moOi4Hy peakuilo y 1,7-4,3 % mnarieHTis, He'
JICTaJIbHUX peaKlil, BHHUHKHEHHS BEHO3HOI'O Tp0M60eM6oan0ro ycxnanHeHHﬂ acou1}0BaJm
3 IPHITMHEHHAM Teparii momastigoMigom 1o 1,8 % maiieHTiB.

/310 3a(i)lKCOBaHO’




ITepughepuuna netiponamis

* ITomanioomio y noeonanti 3 6opme3omibom ma dexcamemasoHom

[lanientn 3 TpuBanooo mepudepndHol0 Helpomaricro >2 cryneHs i3 6osneM 3a 14 muiB 10
panjomisauii Oynu BUKTIOWeHI 3 KIIHIYHMX JHOCHimkeHb. Ilepudepuyna Heifpomaris
cuocrepiranacs y 55,4 % uauienriB (3 nux 10,8 % 3-ro crynens; 0,7 % 4-ro cTynes).
CkopurosaHi 3a TPHBAIICTIO BIUIHBY MOKa3HHKH OyJM MOPIBHAHHMMH JUIA PI3HHX TPyl

va

nikyanHs. [Tpubmusno 30 % nauientis, gxi 3asHany nepudepuynoi Hedpomartii, Mamy B
aHaMHE31 HeMpOomaTilo Ha MoyaTkKy JHociipkeHHs. llepudepryna meliponaTisa mpussena 1o
BimMinl GopresoMiby npuGmisno y 12,9 % nanmicntin, nmomamimomimy y 1,8 % Ta
nekcameTasoHy y 2,2 - 8,9 % mnaluieHTiB BIANOBIAHO. 3BEPHYTHCS TAKOX 10 BIANOBIAHOI
IHCTPYKUIT 11 MEAUYHOTO 3aCTOCYBaHHS 60pTE30MibYy.

* Illomanioomio y noeonanni 3 dexcamemasonom

[lauienTy 3 TpuBanor NepHbepHYHOK Heifiponariclo > 2-ro cTymeHs OyaM BHKITIOUEHI 3
KILHIYHKMX pociiokes. [Tepudepuyna Heliponaris cnoctepiranacs y 12,3 % nauienris (3 Hux
1,0 % 3-ro abo 4-ro crynens). Hiskux cepitosnux peakuiit nepudepuunoi Heifponarii He 6y10
3apeecTpOBaHO, IEpEPBATH Tepamilo uepe3 nepudepuuHy Heiponariro gosenocs y 0,3 %
Tali€eHTiB.

Kpososurusu

IToBigomsiocs mpo reMopariyni po3naau micis 3acTOCyBaHHs TOMaifoMigy, 0COOIHBO Y
NALICHTIB 3 TAKUMH (HAKTOpPaMH PH3HKY, K 3aCTOCYBAHHS CyMyTHIX JIIKapChKHX 3aco6iB, 110
MiBHIIYIOTh PU3UK BUHUKHEHHS KPOBOTEY. ['eMOpariusi yeK/IagHEeHHS BKIIOUAN KPOBOTed]
3 HOCa, BHYTPIIIHLOYEPEITHI KPOBOBHIIHBH Ta LTy HKOBO-KHIIKOBI KPOBOTEYI.

Anepeiuni peaxyii ma msacki wikiphi pearxyii

IosimoMnsanocs mpo aHTiOHEBPOTHYHHH HaOpsK, aHadiNaKTHYHI peakiii Ta TKKI MKipHi
peakuii, BKmoyaroyu cuEApoM CTiBeHca-J[KOHCOHA, TOKCHYHHH €MiiepMalbHUi HEKpOJli3 Ta
MKapceKi peakmii 3 €03MHOMITIEI0 Ta CHCTEMHHMH CHMITOMAaMHM IIiCIS 3aCTOCYBaHHA
nomaninoMiny. INamienTs 31 CHIBHUMYU BHCHIIAHHSIMY B aHAMHE31, T0B’ A3aH1 i3 33CTOCYBaHHAM
JNeHaIoMigy abo TaJliioMixy, He MOBHHHI OTPUMYBATH TEPAIil0 IIOMATiIOMIIOM.

4.9 Ilepeno3yBaHHs.

Busuanocs 3actocyBaHHs MOMaTiIOMiny y 1031 10 50 Mr y BHIIISI pa3oBoi J03H Y 310POBHX
n06poBobLiB Ta 1031 10 Mr fexinbka pasiB Ha J€Hb y MAli€HTIB i3 MHOXHHHOK Mi€TOMOIO
Ge3 BusBneHHs cepiio3HHX MOGiuHMX peaxuil, mos’s3aHuX i3 mepenosyeannam. Y mpoueci
JOCIIKEHb BCTAHOBJICHO, LII0 OMAaJIi JOMiJl BUAAISETHCSA LUIIXOM TeMOIiaisy.

Y pasi nepe103yBaHHs PEKOMEHAYETLCs i ATPUMYBaJIbHA TEpAITisl.

5. ®apMakoJIOriYHi BJACTHBOCTI

5.1 ®apmakogmHamivHi BAacTUBOCTI.

®apmakoTepaneBTH4YHa rpyna. IMyHonenpecanty. [HiIi iMyHOIEIPECaHTH.
Kon ATX LO4A X06.

Mexanizm il

TToManifoMil YUHUTE NPAMY MPOTHMIETOMHO-IPOTHIYXJIMHHY i IMyHOMOIyJTIOIOUY AiI0 Ta
NPUTHIYYE >KMBICHHS CTPOMANBHHX KIITHH, fAKi JOIOMAaraioTh 3pOCTAHHIO KJITHHAM
MHOXXHHHOI Mi€eJoMH. 30KpeMa NMOMasliIoMia IpurHiuye nposidepamnito ta IHIYK
Iy XJTHHHEX KJIiTHH TeMaTONOCTHIHHX kimitaH.  KpiM  Toro, HOMan'-

3 IEKCaMeTa30HOM SIK Y Uy TIMBHX JI0 neHanumMuIy, Tak i B CTIHKHX 10 JIEHE
o6 IHAYKYBaTH armonTo3 MyXJIMHHUX KIiTHH. [Tomanizomin migcumoe Km(rmﬁﬁ“&fmel‘

iILOMu:Ly KJIITPIH :



onocepeaxoBanuii T-kmiTuHamMu Ta npupoanumu kinepamu (ITK) Ta 1Hri0ye BHpPOOJIECHHS
NpOTH3ANAIBHUX UHTOKIHIB (Hampukian, TNF-a ta IL-6) MonoumTamu. [Tomaninomin Takox
IHriOy€ aHTiorenes, GJI0KyIOUH Mirpaliio Ta aaresito KIiTHH eHI0TeIIO.

ITomaninomin 38’s3yethes Gesnocepenbo 3 GinkoM epeGiona (CRBN), sikuil € 4acTHHOIO
kommnekcy E3-mirasu, skuii BKmouac B cefe Oi10K, IO 3B’S3ye  TMOUIKODKCHHS
nesoxcupubonykieinosoi kucnotu (JIHK) (DDB1), Kysiin 4 (CULA4) Tta perynstop Kynin-

AN

o

t—(Roct) T moxe TiprrETdyBaTH Ay TOyGIKkBITHHYBarEs CRBN Yy KoMImiekci. Jiirasm E3
yOIKBITHHY BiNOBINAIOTH 3a MOMiyGiKBITHHYBaHHS Pi3HUX cyOcTpaTHHX OLIKIB 1 MOXYTb
HaCTKOBO MOSCHUTH IUICHOTPOIHI KIITHHHI e(eKTH, IO CHOCTEPIraloThes NMPH JIKyBaHHI
IIOMaJTiIOMiIOM.

Ilpn HasBHOCTI MoManizoMminy in vitro cyGerparsi 6inkn Aiolos Ta Ikaros BIUIMBAIOTH Ha
yOIKBITHHYBaHHS Ta MOJANIbITY JErPAALII0, IO IPH3BOIUTE JI0 IPSMOT0 HUTOTOKCHYHOTO Ta
iMyHOMO Ty TFOI040r0 edekTy. In vivo Tepanis romaniaomijgom LIPU3BEIIA 1O 3HUXKEHHS PIBHS
Aiolos y mnamieHTIB 3 peNUAMBYIOYOI MHOKHHHOIO MI€JIOMOIO, PE3HCTEHTHOIO IO
JICHATIIOMI Y.

Kniniuna eqpexkmusnicmu i 6e3nexa
* [lomaninomin y kom6Ginauii 3 60pTe30MiGoM Ta 1eKcaMeTa30HOM

EdektuBnicTs Ta Ge3nexky nomaninoMiny B komGinarii 3 00pTEe30MiOOM 1 HU3BKHMHU J103aMHU
AexcameTasoHy (Pom+Btz+LD-Dex) mopiBHIOBamH 3 6OpTe30MiGOM i HH3BKHMH 103aMH
AexcameTasony (Btz+LD-Dex) y GaratoreHTpoBomy, pannoMizopasomy erami 111 BIIKpHTE
nociipkenns (CC-4047-MM-007) 3a y4acTio JOPOCIIHX NAIEHTIB i3 MHOKHHHOIO MIEJIOMOIO,
SIKI OTPUMYBAJIM TIPHHANMHI OJHY [OTEPeIHIO CXeMy JiKYBaHHs, BKIIOYAIOYH JeHATAOMI, 1
Y SIKHX OyJI0 IPOIEMOHCTPOBAHO IPOTPECY BaHHS 3aXBOPIOBAHHA 11/l Yac abo Mic/is OCTAHHBOT
Tepanii. 3aranom 559 mauieHTiB GyJI0 BKIIOYEHO Ta PAHAOMIZ0BAHO 0 AOCTiKeHHS: 281 y
rpyni Pom+Btz+LD-Dex Ta 278 y rpyni Btz+LD-Dex. 54% namicHTiB OyM YOJIOBIKaMH i3
CepeIHIM BIKOM JUIS 3araibHO] MOy Iswii 68 pokis (MiH, MakcumyM: 27, 89 pokiB). [Tpubausno
70% nawienTis Oy pedpakrepruME 10 nenamizominy (71,2% y Pom+Btz+LD-Dex, 68,7%
y Btz+LD-Dex). IIpu6ansno 40% nauienTis Manu 1-it pernaus i npuban3Ho 73% nanieHTiB
OTpUMYBaK OOPTE30Mib SIK IONEPEIHE JTIKYBAHHS.

[Nanienram rpynun Pom+Btz+LD-Dex BBogmmu 4 mr noMalliioMixy nepopaibHo 3 1 1o 14 gui
KOXHOro 21-xgennoro uukiy. bopresomi6 (1,3 Mr/m2/103y) npu3HaYam mamieHTaM B 060X
Ipyrax JoCiiukenns Ha 1, 4, 8 Ta 11 xui 21-1eHHOr0 MMKTY 118t WAKIIB 3 1 110 8;iBaui 118
21-meHnoro MKy 1ist UKIiB 9 i rani. Huseki no3u nexcamerasony (20 Mr/no6y [< 75 pokiB]
abo 10 Mr/no6y [> 75 pokiB]) 3acTOCOBYBaIH MAI[i€HTAaM B 060X rpynax JOCiDKeHHs Ha 1, 2,
4,5,8,9,11 nuii 12 21-genHoro uukmy st DHKIB 3 1 10 8 1B aui 1, 2, 8 1 9 KOXKHOrO
HACTYNHOTO 21-I€HHOro LMKy, MOYMHAIOUM 3 9 mukimiB i nami. J[o3u Gymau 3HHXKeHI, a
JIKYBaHHA THMYacoBO IlepepBaHo abo IPHIIMHEHO, SKIIO € HEOOXiTHO IS KOHTPOJTIO
TOKCHYHOCTI (IUB. po3ain 4.2).

OCHOBHOIO KiHIIEBOIO TOYKOK €()EeKTHBHOCTI 6YJI0 BHKMBAHHA 6e3 nporpecyBaHHs (PFS),
ouinene Kowmiterom Hesamexnoi simmosigi (IRAC) Bianosizxo 0 kputepiie IMWG 3
BHKOPDUCTaHHSIM Hamipy JikyBatd Hacenenus (ITT). Ilicns MemiamnOoro CIIOCTEPEXKECHHS
npotsarom 15,9 micsaniB Meniana yacy BBII cranosuna 11,20 micsmuis (95% AL 9,66,-13,73) y
rpyni Pom+Btz+LD-Dex. V rpyni Btz+LD-Dex Meniana uacy BBII craHoBMiA 7,1 Micsus
(95% J11: 5,88, 8,48). P RO




3BeeHl faHi Npo 3araiubHy eQeKTHBHICTb IpeCTaBleHi B Tabyuni 10 i3 BUKOpPUCTAHHAM
rpaHuYHOI natu 26 sxoBTHs 2017 poky. Kpusa Kannana-Metiepa st PFS s monyssii ITT
MPE/ICTaBJIeHa HAa PUCYHKY 1.

Tabauus 10. Pesrome nanux npo 3arajibHy e()eKTHBHICTD

Pom+Btz+LD-Dex Btz+LD-Dex

(N =281) (N=1278)
PKS (months)
Median » time (95% CI) » ; 11.20 (9.66, 13.73) | 7.10 (5.88, 8.48)
HR ¢ (95% CI), p-value ¢ - 0.61 (0.49, 0.77), <0.0001
ORR, n (%) 82.2% 50.0%
sCR 9.(3.2) 2(0.7)
GR. 35(12.5) 93.2)
VGPR 104 (37.0) 40 (14.4)
PR 83 (29.5) 88 (31.7)
OR (95% CI) ¢, p-valuer 5.02 (3.35, 7.52), <0.001
DoR (months)
Median® time (95% CI) ® 13.7(10.94, 18.10) f 10.94 (8.11, 14.78)
HRe¢ (95% CI) 0.76 (0.56, 1.02)

Btz = 6opre3omi6; CI = nosipuwuii intepsan; CR = nosua Binnosink; DoR = Tpusanicts Bignosiai; HR =Koeodiuient
Hebe3neku; LD-Dex = HU3bKi 1031 nexcamerasoHy; ABO = BinHowenHs wancis; ORR = 3aransna yactoTa
sianogineit; PFS = suxuBanus Ges nporpecysanHs; POM = nomanizomizn; PR = uactkosa Bignosias; sCR = CyBopa
nosHa Binnosine VGPR = Jlyxe xopolua 4acTKoBa BiAnoBims.

a Meniana 3acHoBaHa Ha oLiHLi Kannana-Maepa.

b 95% JII wono mMexianu.

¢ Ha ocnosi Monieni nponopuiitnux pusmkis Kokca.

d 3HayeHHs p 6aszyeThes Ha cTpatHdikoBaHOMY JOrapHbMiuHiii KpUTi.
e CniBBinHoweHHs waHcie 11s Pom+Btz+LD-Dex:Btz+LD-Dex.

f 3naueHHs p Gazyerrcs Ha Tecti CMH, cTpatngikoBaHOMy 3a BikoM (<=75 npotu >75), TNIONEPEIHIM YUCIIOM CXEM
NpOTHMI€ENOMHOT XBopo6H (1 mpotu >1) i Gera-2 MiKpOrIo0yniHy Mia yac ckpuHinry (< 3,5 mr/n npotu > 3,5 mr/n —
< 5.5 Mr/n npotu > 5,5 mr/n).

CepentHs TPHBAITICTB JIiKyBaHHS CTAHOBHIIA 8,8 MicsIs (12 nuxiB nikyBaHHs) y rpymi
Pom+Btz+LD-Dex i 4,9 micsiust (7 uuknis mikyBaHHs) y rpyni Btz+LD-Dex.

Ilepesara PFS Gyna Ginbin BupaxkeHoIo y mawienTis, sxi OTPUMYBAJIH JIMIIE OJHY
MOTEPEIHIO JIiHIIO Tepanii. Y mauienTis, ki oTpumysay 1 IOTIEPETHIO JIIHIIO
MPOTHMIETIOMHOT XBOPOOH, Me/IiaHa dacy PFS cranosuna 20,73 micaus (95% JI: 15,1 1,
27,99) y rpyni Pom + Btz + LD-Dex i 11,63 micsnus (95% MI: 7,52, 15,74) y rpyni Btz +
Pyka LD-Dex. Ilpu nikyBanni Pom + Btz + LD-Dex CIIOCTEPIraocs 3HHXCHHS PH3HKY Ha
46% (UCC = 0,54, 95% [I: 0,36, 0,82).

Pucynox 1. Bimxusanus 6e3 nporpecyBaHHs Ha OCHOBI ornany Biamosigeit IRAC 3a
kputepismu IMWG (tect crpaTtudikoBanoro PeHTHHTY XypHany) (momynsiuis ITT).




Hara 3aBepmenns: 26 xoBtHs 2017 poky

3rifHO 3 MPOMIXKHAM aHaJIi30M 3araJibHOrO BHXKHBAHHS (OS), 3 BUKOpHCTAHHAM MeXi Bij 15
BepecHs 2018 poky (cepenniit mepion cioctepexenns 26,2 micss), cepenHiii yac OC 3a
ouinkamu Kannana-Maepa cranosus 40,5 micsus ais Pom + Btz + LD. - - Pyxa Dex 1 30,5
MiCsLIB s pyku Btz + LD-Dex; UCC = 0,91, 95% JII: 0,70, 1,18, i3 3arapHOI0 9acTOTOIO
nonii 43,3%.

* [Tomanigomin y koMOiHamii 3 feKkcaMeTa3oHOM

E¢exruBHicTs Ta 6e3nexy nomaninoMminy B koMOiHALIT 3 ZEKcAMETA30HOM OI[HIOBAIIA B
OaraToleHTPOBOMY PaHIOMi30BaHOMY BiKPHTOMY HOCIIKEHH] ¢azu I1I (CC-4047-MM-
003), ne momaizomia ITOC HU3BKI 1031 JekcameTasony (Pom+LD- -Dex) ) nopiBHIOBaH 3
BHCOKMMH J103aMH JIHIIe iekcameTasony (HD-Dex) y nopocinx nmaiieHTis 3 peluanBoM Ta
pe(bpaKTepHom MHOXXHHHOIO Mi€JIOMOIO, 5IKi paHiIlle OTPUMYBaJIM IIPUHANMHI [IBi cxeMu
JKYBaHHS, BKJIIOYAIOYH JIEHATIIOMIN i 6opTe3omio, ll'IpOJ.IGMOHCTpYBaJ'IH IIPOrpeCyBaHHS
3aXBOPIOBAHHSA HA OCTAHHBOMY Tepanis. Beboro 1o pocnimkenns 6yiio BKIIOYEHO 455
nauientis: 302 y rpyni Pom+LD-Dex Ta 153 y rpyni HD-Dex. BibicTs narienTis
CTaHOBHUJIH 40JIOBIKH (59%) Ta 6ixi (79%); cepenniit Bik mjis 3araibHOI MOy JIALI] CTAHOBUB
64 poxu (MiH., MaKc.: 35, 87 pokiB).

[Tanienram rpynu Pom+LD-Dex BBomumn 4 Mr noMajiIoMiay nepopansso 3 1 mo 21 geHs
KOXHOro 28-1eHHoro uukity. LD-Dex (40 Mr) BBOAMIM ONHMH pa3 Ha no0y Ha 1, 8, 15122 nui
28-nennoro nukiy. Y rpymi HD-Dex nekcameTa3oH (40 Mr) BBOAMIH OUH pa3 Ha 100y 3 1
1o 4, 9-12 ta 17-20 nens 28-nennoro uukiy. [lauientu crapie 75 POKIB po3noyaiu
JiKyBaHHs 3 20 Mr lekcamerasoHy. JIikyBaHHS MPOIOBKYBAIH 10 THX nip, OKH y Halli€eHTiB
HE 110YaJIoCs IIPOrPecyBaHHs 3aXBOPIOBAHHS.

OCHOBHOIO KiHIIEBOIO TOYKOI0 e)eKTHBHOCTI OyJ10 BHKHBAHHS 63 IPOrpecyBaHHs 3a
nanuMu MixHaponaoi po6oyoi rpynu 3 Mienomu (kputepii IMWG). [ MIOIIy I, sIka Ma€e
Hamip nikysatu (ITT), MeniaHa yacy PFS 3a pesyssTatamu OIJISTy HE3JIEXKHOIO™ KOMlTeTy 3
pozrnsmy CYIOBHUX pIIIICHb (IRAC) Ha OCHOBI KpHTepllB IMWG CTaHOBHT 1577.' §30




(95% AI: 7,0, 9,0); oninka 26-THXKHEBOT BUKMBAHOCTI 6e3 noiit cranoBuia 12,15%
(£3,63%).

PES owiHioBany 3a KifbkoMma BIANOBIIHUMH IArPYNaMH: CTaTh, paca, cTaH eheKTHBHOCTI
ECOG, daxropu crparudiraiiii (Bik, n01yIisils 3aXBOPIOBAHHS, HOHEPEAH 1POTUMIEIOMHE
Tepanis [2, > 2]), BuOpani napaMeTpi MPOrHOCTHYHOTO 3HaYeHHs (6a30Buii piBeHb GeTa-2
MIKpOr100yiHy, BUXinHi piBHiI anb0yMiHy, BUXiHI NOpYIIeHHs GYHKIT HUPOK Ta
LUTOrCHEeTHYHUM PU3MK), @ TAKOXK BILIHB i pepakTepHICTh 0 MONepeIHIX MPOTHMIETOMHEUX

METOUIB JtiKyBanHs. Hesanexno sin uimpy i, sika Gyia ouinena, PFS saranom simnosinana
TOMY, LIO criocTepiranocs B momyJsuil [TT s 060X rpyn TiKyBaHHS.

PFS nincymoBano B Tabmuui 11 s nonynamii ITT. Kpusa Kannana-Meiiepa anst PFS nns
nonyjsanii ITT npeacTasieHa Ha MaTIOHKy 2.

Tabmuus 11. Yac BmxuBaHHs Ge3 nporpecyBanHs 3a orsiaoM IRAC Ha 0cHOBI KpHUTEpIiB
IMWG (TecT cTpaTudikoBaHOro pedTHHIY KypHany) (nomynsiist [TT)

Pom+LD-Dex HD-Dex
(N=302) (N=153)

Progression free survival (PFS), N 302 (100.0) 153 (100.0)
Censored, n (%) 138 (45.7) 50 (32.7)
Progressed/Died, n (%) 164 (54.3) 103 (67.3)
Progression Free Survival Time (weeks) ”
Mediane 15.7 8.0
Two sided 95% CIv [13.0,20.1] [7.0,9.0]
Hazard Ratio (Pom+LD-Dex:HD-Dex) 2-Sided 95% CI ¢ 0.45[0.35,0.59]
Log-Rank Test Two sided P-Value ¢ <0.001

[Tpumitka: Cl=noBipuuii intepar; IRAC=HesanexHa KoMicisi 3 po3risiy CynoBHX piweHs; NE = He
NiAJa€eThCS OLiHLI.

a Meniana 6asyeTbes Ha ouinui Kamnana-Maepa.

b 95% nosipuwit iHTepBa 1010 MEAIaHHOTO Yacy BHKHBAHHA Oe3 MpOTrpecyBaHH.

¢ Ha ocHosi Mozneni nponopuiitiix pusukis Kokca, mwo nopiBHioe GpyHKLii HeGe3neku, nos's3ani 3 rpynamu
NiKyBaHHs, CTpaTU]iKoBaHi 3a Bikom

(<75 npotu >75), nomynsLis 3aXBOpIOBaHb (PE3UCTEHTHA K 10 JIEHATiA0MINy, TakK i 10 6opre3omidy npoTu
HepedpaKTepHOi 10 060X aKTHBHUX PEUYOBHH), i MONEPENHS KibKICTh aHTUMIETOMHOT Tepanii (=2 npoTH >2).
d 3nauenns p 6azyernes Ha cTpaTHdiKOBaHOMY orapHdMIiuHii KPUTI 3 THMH % koediuieHTaMu cTpaThdikalii,
10 ¥ y HaBeneHil Buue momeni Kokca.

Hara 3aBepienns: 7 Bepechs 2012 poky

Puc. 2. BuxuBanns Ge3 nporpecyBaHHs Ha 0cHOBI orasay sianosigeii IRAC 3a kputepismu IMWG
(cTpatndikoBanuii TecT peliTHHIY *KypHaiy) (nonyasuis ITT)

Hara 3aBepmenns: 7 Bepects 2012 poky

3araybHe BUXKMBaAHHS GyJI0 KIIFOUOBOIO BTOPMHHOIO KiHIIEBOIO TOYKOIO JI0CI1UKEHHS.
3aranom 226 (74,8%) nauientis 3 Pom + LD-Dex i 95 (62,1%) nauientis 3 HD-Dex 6yiu
KUBI CTaHOM Ha rpaHnyHy aary (07 Bepecus 2012 p.). Cepenniit uac OC 3a owinkamu
Kannana-Maepa se 6yB nocsrayTiit juis Pom + LD-Dex, ane odikyeTses, 110 Bin
CTaHOBUTHME LIIOHaHMeHIIIe 48 THXHIB, 10 € HIKHBOIO Mexero 95% JI1. Cepenniit vac OC
nust rpynd HD-Dex cranoBuB 34 tiokai (95% JU1: 23,4, 39,9). Piunuit noka3Huk 6e3 moiii
CTaHOBUB 52,6% (+ 5,72%) s rpymu Pom + LD-Dex i 28,4% (+ 7,51%) n1s rpyni HD-
Dex. Pisaung B OC Mix JBOMa rpynaMu JIiKyBaHHs 6y71a CTaTHCTHYHO 3HAUYIOI0 (p <
0,001). e Dk




3aranbHe BHXKMBaHHS IiacymMoBaHo B Tabmuui 12 s nonysuii ITT. Kpusa Kannana-
Metiepa mis OC niast Hacenenns ITT npencrasiena Ha Puc. 3.
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Ha ocnoBi pe3ynbrariB kiHneBux Todox sk PFS, tak i OS, KomiTeT 3 MOHITOpPUHTY HaHHX,
CTBOPEHMH JUIS LBOTO JOCTIDKEHHS, PEKOMEH/IyBaB 3aBEpPIINTH JOCIIKECHHS Ta TIEPEBECTH
nauienTis i3 rpynu HD-Dex y rpyny Pom + LD-Dex.

Tabmuus 12. 3aranese BuxuBangus: [TT

Statistics Pom+LD-Dex HD-Dex
(N=302) (N=153)
N 302 (100.0) 153 (100.0)
Censored n (%) 226 (74.8) 95 (62.1)
Died n (%) 76 (25.2) 58 (37.9)
Survival Time (weeks) Median® NE 34.0
Two sided 95% CI? [48.1, NE] [23.4,39.9]
Hazard Ratio (Pom+LD-Dex:HD-Dex) [Two sided 95% CI¢] 0.53[0.37, 0.74]
Log-Rank Test Two sided P-Value? <0.001

[Tpumitka: CI=noBipuuii inTepsan. NE = He mijnaeTbcs OLIHLI.

a Meniana 6a3yeTbcs Ha ouiHui KannaHa-Maepa.

b 95% noBip4nii iHTepBa IOI0 CEPEIHBOr0 3arallbHOTO Yacy BUKHUBAHHSL.

¢ Ha ocHoBi Mozaeni nponopuiifanx pusukie Kokca, 1110 nopisaioe $yHKuii HeGe3nekH, MoB's3ani 3 rpynamMu

JIKYBaHHS.

d 3HaueHHs p 3aCHOBaHe Ha HecTpaTHbiKOBaHOMY JorapudMidHiil TecTi.

Jata 3aBeplueHHs: 7 BepecHs 2012 poky

Pucynok 3. Kpusa 3araabHoro BusknBanns Kaniana-Maiiepa (nony.r_l’\ghjxg ITT)
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Y BIOKPUTOMY BiZKPUTOMY MAOCHI/DKEHHI MiIBUINEHHS 1034 1-i asu, MakcumanibHa
nepeHocuma J03a (MTD) Tta/abo pexomeHnoBaHa mo3a ¢azu 2 (RP2D) nomanigzomimy y
neiaTpHYHHUX MaLi€HTIB CTaHOBWIIA 2,6 Mr/M2/100y Ipy IepopaibHoMy npuitoMi. JleHs 3 1
10 21 1eHb NOBTOPHOTO 28-1€HHOTO IIHUKITY.

EdexTusricTs He Oyna mpoJleMOHCTPOBaHa y 6araToleHTPOBOMY BiIKPUTOMY MapaneIbHOMY
mociijkeHHi ¢asu 2, NpPOBEACHOMY 3a y4acTio 52 jiTed, sfiKi OTPUMYBand JiKyBaHHS
nmoMamaomizoM, BikoM Bin 4 mo 18 pokiB i3 peunmmMByrouo0 aGo MPOrpecyrouoro
BHUCOKOSIKICHOIO TJIIOMOIO, MeIyJ00JIaCTOMOIO, SMEHANMOMOIO a00 Mu(y3HUM BHYTPILIHIM
nauTHHOM. rimioma (DIPG) 3 mepBHHHHM po3TallyBaHHSIM B IIEHTPalbHil HEPBOBIH cHCTEMI

(IHC).

Y nmocmimxenni 2 (a3 aBa mauieHTH B rpyni BHCOKOsKicHOi rimiomu (N=19) mocsriau
BI/UTOBIi/Ii, BU3HAYEHOI IPOTOKOJIOM; OJHH 3 LHX MAII€HTIB JOCAT 4acTKoBO1 Bianosiai (PR), a
IHIIWH NAIEHT JOCAT JOBIOCTPOKOBOTO CTa0iIbHOTO 3axXBOPIOBaHHs (SD), 110 IPU3BENIO JI0
o6'extuBHOI Binosiai (OR) i noBrocrpokosoi SD wactotu 10,5% (95% JI: 1,3, 33.1). Omun
mauieHtT y rpyni enesauMoMu (N=9) mocsr moBroctpokooro SD, mo npusseno g0 OR Ta
nosrocrpokosoro SD 11,1% (95% JI: 0,3, 48,2). Hi y »*oxnoro 3 mani€HriB, ki MiIsaramm
ouinmi, Hi B rpymi mudysHoi BHyTpimHbOI riaiomu mocta (DIPG) (N=9), tak i B rpymi
menynobnactomu (N=9) He cnocrepiranocs miareepmkeHoro OR a6o tpusanoro SD. XoxaHa
3 4 mapanejbHHX TIpYIl, OLiHEHHX y IbOMY AOCHIKEHHI 2 (asu, He JocArIa NEpPBHHHOI
KiHIEBOI TOYKM 00 ’€KTHBHOI BiAmoBixi abo JOBrocTpokoBoi cTabiTBHOI 4YaCTOTH
3aXBOPIOBAHHSI.

3aranpEuil mpodine Oe3nexH MOMAaNiOMILy y NefiaTPHYHUX MAICHTIB y3rOKYEThCS 3
BioMuM npodinem Gesnexu y popocaux. ®apmaxoxinetnuni (OK) napamerpy oLiHIOBAIU B
xoxi inTerpoBaHoro aHanizy @K y gocmimkenusx ¢asu 11 gasu 2, i 6y10 BUSBICHO, 110 BOHH
HE MaroTh CYTTEBOI PI3HUILI 3 MOKa3HUKAMH, IO CIIOCTEPIraiucs y AOPOCIUX Nalli€HTIB (IUB.
posmin 5.2). P e

5.2 ®apmakoKiHeTHYHI BJIACTHBOCTI.
Aocopbyis




[lomManimoMin BCMOKTYyETbCA 3 MaKCHMaIbHOIO KOHLEHTpalicro B miasmi (Cmax), 1mo
JOCATAETECS BIA 2 1O 3 TOAMH i BCMOKTYETHCS NpUHAiMHI Ha 73 % micas npuiiomy
OZIHOPa30BOI NepOPaIbHOi 103u. CHCTEMHA eKCIIO3UILS (AUC) nomamnizominy 36inbiyerses
upubiM3HO JIHIAHO Ta upounopuifino posi. Ilicis 0araTopasoBUX 103 NOMAIMOMIL Mae
KoedimienT HakonuveHus Bix 27 1o 31 % six AUC.

OnnovacHe 3aCTOCYBaHHS 3 XKEIO 3 BUCOKHM BMICTOM JKMPIB 1 KaJlOpiii CNIOBiIBHIOE IBHKICT

BCMORTYBAHHA, SHIDKYFOIH  CEPENHI0  CIMaxX Yy INTa3MI  TIPHOITA3HO Ha—27° 0, dJle Mac
MIHIMAILHUH BIUTHB Ha 3arajibHy CTYIiHb BCMOKTYBaHHS 31 3HIDKeHHsIM cepenHboi AUC na
8%. Tomy nmomaimomin MoxHa 3aCTOCOBYBATH HE3AIEKHO BiJl MPUHOMY TKi.

Posnosciodscenns

[omanimomin Mae cepemniit oueBmmnuii 06°em poznoniny (VA/F) Bix 62 mo 138 n y
piBHOBaXKHOMY cTaHi. ITomamizomin PO3IOAIIAETLCA B CHEPMI 3M0POBHX N0GPOBONBIIB y
KOHILEHTpalii npubnusHo 67 % Bix piBHS B nimasmi 4yepe3 4 rOJUHH MICisd BBEACHHS JI03H
(mpubimzno Tmax) micis 4 AHIB MpHitoMy 2 MT oHH pas Ha 100y. 3B’A3yBaHHs eHAHTIOMEPIB
NOMaJIiIoMily 3 GiNKaMM y MiasMi JIOXMHM in Vitro KONMBAeTHCS BiX 12% 1o 44% 1 He
3QJICXKHUTh B1Jl KOHI[EHTpaLlii.

biompancghopmayis

TlomanmiiomMin € OCHOBHUM LIMPKYITFOIOYMM KOMIOHEHTOM (mpubmusno 70% pamioakTHBHOCTI
MIa3MH) in Vivo y 310poBHX OGPOBONBIIB, SKi OTPUMYBAJIX pasoBy no3y [14C]-
nomaiizominy (2 mr). MeraGomnitis He 6y10 Ha piBHi >10% BiAHOCHO BUXiIHOT a60 3aranbHOT
PaTioaKTHBHOCTI B IJIa3Mi.

IlepeBakHuMH MeTabONMIYHAMY NIISIXaMH BHLICHOT PalioaKTHBHOCTI € TiIPOKCHUIIIOBAHHS 3
MONANIBIIOK0  [VIIOKYpOHi3aliero aGo rimpoms. In vitro CYP1A2 i CYP3A4 Oynu
inentudikoBani K mepBuUHHI (epMeHTH, 110 OepyTh ywacTe B omocepenkosanomy CYP
IiJIPOKCHITIOBAHHS [TOMAJIiIOMiJTy, 3 T0JaTKOBUM He3HauHHM BHeckoM CYP2C109 i CYP2D6.
[lomanimomin Takox € cyGerparom P-riikonporeiny in vitro. OnHouwache 3acTocyBaHHS
NOMAJIOMilly 3 CHIBHEM iHriGiTopoM CYP3A4/5 Ta KeTOKOHA30JI0M P-gp abo cumpauM
innykropom CYP3A4/5 kap6amaseriHom He Mano KIHHI9HO 3HAYYLIOr0 BIUIMBY Ha BIIJIMB
nomaniiomifny. OIHOYACHE 3aCTOCYBAaHHS CHJIBHOTO inribitopa CYP1A2 ¢uyBokcaminy 3
NOMATIZIOMIIOM Y  NPHCYTHOCTI KETOKOHA30Jly —MiJBHLIMJIO CEPENHIO EKCIIO3HIIIO
nomamizomizy Ha 107 % i3 nomipumm intepsaiom 90 % [91-124 %] mnopiBusHO 3
TNOMaiIOMIZIOM TITIOC KETOKOHA301. Y APYyroMy MOCTi/KEHHI 3 METOMo OLIHKHA BHECKY
inribitopa CYP1A2 y 3minu meraGomismy omHOYacHe 3acTOCyBaHHs (IIyBOKCaMiHy Ta
IOMAIOMiTy 30iIbIIYBAIO CEPENHIO eKCIO3HILIO nomainigoMiny Ha 125 % 3 nomipunmm
inTepBanoM 90 % [98 % 10 157 %] mopiBHSHO 3 OXHUM JTHIIE IOMAaJIIOMiZIOM. . SIKIIO cHTBHI
inri6itopu CYP1A2 (nanpukinaz, LHIPOGIIOKCAlNH, €HOKCAUHH 1 (IIyBOKCaMiH) 0HOYACHO
3aCTOCOBYIOTECS 3 NMOMATIAOMIIOM, 103y NOMATIIOMIZY 3MEHUIITh 10 50%. 3acTocyBaHHS
NOMaJIIOMi/ly y KypLiB pa3oM i3 THM, IO KypiHHSA TIOTIOHY, SIK BIZIOMO, iHIYKY€ i30popMy
CYP1A2, me mano kiiHiYHO 3HaYyIIOro BIIMBY Ha BIUIMB IOMAJiJOMIiy NOPiBHAHO 3
BILTMBOM MOMAIIOMiJl, IO CIIOCTEPIracThes y HEeKypIIiB.

3riHo 3 DaHHUMH in vitro, moManizomin He € iHribiTopom abo iHIyKTOpOM i30(epmeHnTiB
uuToXpoMy P-450 i He mpurwidye xoani nocimKyBani TpaHCTOpTepH JikiB. He odikyeThes

KITIHIYHO 3HAYYIIUX JIKapChKUX B3aEMOJIiii npu OZTHOYACHOMY 3aCTOCYBaHH| OMaJliioMiny i3
cyOcTpaTaMu IMX IUISXIB. Ot Ry 0t

Eniminayis



Tlomaninomin BUBOMTECS 3 cepennim NepiooM HaNliBBUBEICHHS 3 T1a3MH KPOBI npUOIN3HO
9,5 TOIMHHU Yy 3/10pOBHX JO0GPOBOMBIIB i IPHOIH3HO 7,5 TOMUH y TAi€HTIB i3 MHOXHHHOIO
mienomoro. Iomanizomin Mae cepeniil 3aranpumii kiiperc (CL/F) npubmausno 7-10 a/rog.

[Ticns onHOpasosoro mepopaisHOro nputomy  [14Cl-nomanizominy (2 Mr) 310poBHM
n006poBONBLISAM PUGIH3HO 73% Ta 15% PanioakTHBHOI 03M BUBOJMIIOCS i3 CEYEIO Ta KATIOM
BLIIOBIIHO, TIPH 1bOMY NpHOIM3HO 2% Ta 8% ZI030BaHOTO PaliOBYIJIENIO BHBOAWIOCH. Y

BATITSIT TTIOMAITTOMI/Ty B Cedi Ta Kalm:

[Tomanmizomin inTeHCHBHO MeTaGoui3yeThes IICPCI BHUBCIACHHAM, a OTpPHMaHi MeTaboiTH
BHBOJIATBLCS MEPEBAXKHO 13 CEYCH. 3 MepeBaKHUX METaboIiTH B ceui (YyTBOpeHi B pe3yJbTaTi
TIApOIi3y abo TiApOKCHITIOBAHHS 3 MOAANBIION TJIFOKYPOHI3alli€l0) CTaHOBIAThH MPHOIH3HO
23%, 17% 1 12% BixnoOBiZIHO 10 103H B ceyi.

Metabomnith, 3anexui Big CYP, cTaHOBISTS npuOIH3HO 43 % 3aranbHoi pagioaKTHBHOCTI, 110
BUJIIAETBCS, TOAI SK He3anexHi Bigx CYP TLAPOJITHYH] MeTaboMiTH CTaHOBIATH 25 %, a
eKCKpellis He3MiHEHOTO MOMATIIOMiy cTaHOBUTE 10 % (2 % i3 ceuero Ta 8 % 3 KajoMm).

Honynayiina papmaroxinemura (PK)

Ha ocHoBi momynamiiinoro amamisy papmakoxkuneTHKH 3 BUKOPUCTAHHAM MOJEJI 3 JBOMA
BLICIKaMH, 310pOBi Cy6’ekTH Ta mauientd 3 MM Mmain TNOPIBHSAHHME OYEBHAHMIA KiipeHc
(CL/F) Ta oueBHIAHMIN LEHTPATbHUN 06’ eM posnoxiny (V2/F). V nepudepudHux TKaHHHAX
NOMAaiOMiJl TIEPEBAXKHO IOTIMHABCS IMTyXJIHHAMH 3 BHIUMHM nepuGepuIHUM KJIipeHcoM
posnoxiny (Q/F) Ta BuAuMUM nepHbepUIHHM 06’ eMOM posnoniny (V3/F) y 3,7 ta 8 pasis
BHIIMMH, BI/IOBITHO, HIX y 30POBMX JOOPOBOJIBLIB.

ITomasinomin BUBOIHTECS 3 cepeiHiM epio1oM HANIBBHBEACHHS 3 [LI1A3MH KPOBI MPUOJIH3HO
9,5 TOIUHHU Yy 37I0POBHX NOGPOBONBLIB i NPHOIN3HO 7,5 romuH y Mali€HTIB i3 MHOXHHHOIO
mienomoro. TTomaninomin Mae cepeHiil 3aranbaumit kiipenc (CL/F) npu6musno 7-10 n/rox.

Ilicns onHOpasoBoro mepopanbHOro npuiiomy [14CJ-nomaninomizy (2 Mr) 310poBHM
n0OpoBoNbLAM MPHOIH3HO 73% Ta 15% pamioakTHBHOT 103 BUBOIMIOCS i3 CEUeko Ta KaJIoM
BI/UIOBIJIHO, NIPH 1bOMY HPHOIH3HO 2% Ta 8% I030BAHOIO PalioBYIJIENI0 BHBOAMIIOCS.
BUTJIS/I1 IOMaiIOMiy B cedi Ta Kaii.

Ilomaninomin inTencuBHO MeTabomisyeTnes IIEpEe BUBCACHHAM, a OTpUMaHi MeTaboiTu
BHBOIATBCS IIEPEBAXHO 13 CEUer0. 3 MepeBaKHUX METaGOoIITH B ceyi (YTBOpeHi B pe3ysbTarti
rigponizy abo TiIpOKCHIIIOBAHHS 3 MOJATBIIO TJIFOKYPOHI3aIi€I0) CTAHOBJIATL MPHOIN3HO
23%, 17% 1 12% BiaNOBIgHO 1O I03M B ceui.

MeraGonitn, 3anexui Bix CYP, cTanoBIATS mpu6u3no 43 % 3aranbHoi panioaKTHBHOCTI, 110
BHJIUIETBCS, TOAI K HezanexHi Bim CYP TIIPOJITHYHI MeTaboNiTH CTaHOBIATH 25 %, a
CKCKpEIlisl He3MiHEHOTO ITOMaTioMizny cTanoBuTh 10 % (2 % i3 ceuero Ta 8 Y% 3 KaJIOM).

Homnynauiitna papmakoxinetuka (PK)

Ha ocroBi momynsuiiiHoro ananmizy (apmMakOKHHETHKH 3 BUKOPHUCTaHHAM MOJEI 3 JBOMa
BIJICIKAMH, 370pOBi Cy6’e€KTH Ta mamieHTH 3 MM Manu NOPIBHAHHUM OYEBHUIHMEI KIipeHC
(CL/F) Ta oueBHIHUMI UeHTpATBbHHHE 00°eM posnoniny (V2/F). Y nepudepuuHux TKaHHHAX
MOMANiIOMiJl TIEPEeBaYKHO MOTJIHHABCS NYXJIUHAMH 3 BHIHMUM nepH(EepUYHUM KIIipEeHCOM
posnoziny (Q/F) Ta BumMMHM nepudepHuHEM 06’ eMOM posnoniny (V3/F):y-3,7 Ta 8 pasis
BUIIUMH, BIIOBINHO, HIX Y 3JJ0pPOBHX J0GPOBOJIBIIE. At e

[leniaTpuuna nomyasiis




[Ticiist 01HOPa30BOro MEpOPaLHOrO MPUHOMY MOMANIIOMILY Y JiTeH Ta MOIOINX JIOJAEH i3
PELHAKBYOUOIO 200 IPOrpecy0u0ro IEPBUHHOIO Iy XJIMHOIO TOJIOBHOIO MO3KY Meiana Tmax
CTaHOBWJIAa 4Yepe3 2-4 TOMMHM TIicas BBEJCHHS J03M 1 BIANOBiZana cepenHbOMY
reomerpuyHoMy Cmax (CV%) 74,8 (59,4%), 79,2 (51,7%) 1 104 (18,3%) ur/mn npu piBHSX
mo3 1,9, 2,6 1 3,4 mr/mM2 BimnosigHo. AUCO0-24 i AUCO-inf manu moniGui TewaeHuii, i3
3araJlbHOIO eKCMO3MII€I0 B Aiarma3oHi npubiusHo Big 700 10 800 romeHI/MI IpU 2 HIKYHX
no3ax 1 npuoauise 1200 uenr/yMn npu BHcoKiE 1031 3a orinkamu HepiO/] HAIBBUBEJICHHS OVE

y Jiana3oHi MpuOIU3HO BiJ 5 10 7 FOAHH.

He 6yio 4iTknx Tenaenuii, nos’ 13aHux i3 crpatndikalicio 3a BIKOM Ta BXKHBAHHAM CTEPOIIB
y MTD.

3araom nani cBigyath mpo Te, mo AUC 36iiburyBanacs Maiske MpOHOpPIiiHO 361IbIICHHIO
J03M MOMANiNOMidy, Tomi sk 30inblieHHs Cmax, 9K MNpaBUIo, OYNO MEHIIHM, HiX
HPONOPIIHHO.

dapmakOKiHETHKA NOMATiIOMi/Ty TicIst IepopalibHOTo NpUiioMy B j103ax Bix 1,9 Mr/m2/106y
70 3,4 Mr/m2/n00y Oyna BusHadena y 70 mauienTiB Bikom Big 4 10 20 pokiB y iHTerpoBaHOMY
aHanizi jociijpkenHs Gasy 1 Ta Gasu 2 y noBTOpHMX a0 MPOrpecyiodi JUTSAYi MyXITHHH
FOJIOBHOTO MO3Ky. IIpodini koHIeHTpanis-yac moManinoMiny Oyiau ajeKBaTHO OIKCaHi 3a
JIOTIOMOTOX0 OZHOKOMIIOHEHTHOI MoJeNi (apMaKOKHHETHKH 3 abcopOLiel0 Ta BHBEJCHHAM
TNEePIIOro MopsaKy. Ilomanigomia 1eMoHCTpyBaB JIiHIHHY Ta He3MinHy y vaci PK 3 momipHOrO
MinmuBicTio. Tunosi 3navenns CL/F, Vc/F, Ka, nar yacy momamiomigy craHOBHIH 3,94
n/ron, 43,0 n, 1,45 ron-1 ta 0,454 roa Bimmosimno. Kinneswii mepion HarmiBBHBEICHHS
MOMAIIOMITy CTaHOBHB 7,33 ronHu. 3a BUHATKOM IO HoBepxHi Tina (BSA), xomHa 3
JOCIIIJDKEHUX KOBapiaTiB, BKIIOYAKOYH BiK i cTath, He BIUMHYyIa Ha K momarinominy. Xoua
BCA 6yno BM3Ha4eHO K CTaTHCTHYHO 3HAa4ylUMi KoBapiaT momanigominy CL/F ta Vc/F,
BB BCA Ha napameTpn ekcro3uiii He BBaXKaBCs KJIIHIYHO 3HAYY UM,

3aranoM, Hemae CyTTEBOi pi3HMII y (apMaKOKHHETHKH IOMAIiIOMiZy Mik MiTBMH Ta
JIOPOCIIMMH NalliEHTaMH.

JIro 1M MOXHUIIOro BIKY

Ha ocnoBi nomynsuiitnoro ¢apMakoKiHETHYHOro aHaizy y 340pOBHX 0GPOBOJBIIB Ta
TNaLi€HTiB 3 MHOXXHHHOIO Mi€JIOMOIO HE CIIOCTEpirajocsi 3Ha4HOro BIUIUBY Biky (19-83 pokn)
Ha MEepOpaibHUi KIIPEHC NMOMalifoMiny. Y KIHIYHHX IOCITIKEHHSX He HoTpebyBasocs
KOpPEKIUii J031 NalieHTaM JiTHBOro BiKy (> 65 pOKiB), sKi OTpUMyBaIM MOMAITiIOMin (IHB.
po3nin 4.2).

[Topymenns ¢yHKIiT HUPOK

[omynsuiinuit papmMakokiHeTHUHMI aHami3 [OKa3aB, WO (apMakOKiHETHYHI HapameTpH
NOMAJIJIOMily HE 3a3HaBaJld 3HAYHOIO BIUIMBY Y MAL€HTIB 3 HUPKOBOIO HEIOCTATHICTIO
(BM3HAYeH] 32 KJIIPEHCOM KpeaTHHiHy ab0 OLIHEHOK IIBHAKICTIO KiIy604koBoi (imbTparii
[LIK®]) mopiBHsHO 3 nanieHTaMu 3 HopManbHoIo dyHKieo Hupok (CrCl >60 mxm). Cepents
HopMoBaHa excnosuuis AUC nomaminominy craHoBuiaa 98,2% 3 nosipuum intepsamom 90%
[77,4% mo 120,6%] y namieHTiB i3 mMOMipHOIO HHPKOBOIO HemoctatHicTio (LLIK® >30-<45
MI/XB/1,73 M2) NOpIBHAHO 3 MNali€HTaMH 3 HOPMaIbHOKO (yHKLiclo HHpoK. CepeaHs
HOpMOBaHa excno3uis AUC HOMaHIJIOMIIIy cragoBuia 100,2% 3 noBipuumM lHTepBaJIOM 90%
[79,7% mo 127,0%] y nauieHTiB 3 TSKKOK HHPKOBOIO HEIOCTATHICTIO, SIKi HE norpe6y10Tb
miamizy (CrCl <30 a6o eGFR <30 mu/xB2/1,73) mopiBHSHO 3 HopMaﬂLHMMH MaieHTaMH.,
¢yuxuii nupok. CepenHst HOpMali30BaHa €KCIO3MILIsA TOMAIIIOMiTy HIJIBPIHII/IJIaCH Ha, 35 8%
390% I [7,5% no 70,0%)] y marieHTiB 3 TAKKOK HUPKOBOIO He)IOCTaTHICT}O ;11(." 1] :




mianisy (CrCl <30 mi/xB, siki noTpeGyIoTh mianisy) NOpiBHAHO 3 MalieHTaMy 3 HOPMAJTLHOIO
dynxuieto Hupok. Cepenni 3MiHH eKCIIO3UILIT MOMAIIIOMIZly B KOXKHIH 13 LUX IPyI HUPKOBOT
HeJIOCTATHOCTI He MalOTh TAaKOro Maciutady, skuii 1oTpeGye KOPUT'YBaHHS JIO3H.

Topymienns GyHKINT meyinku

dapmakoKiHeTHYH] mapaMeTpy GyiIH He3HAUHO 3MiHEH] Yy MALlieHTIB 3 HOPYIUCHHAM (YHKIIT
NeYIHKY (BU3HAUCH] 33 kpuTepismu Yaiinna-11"10) NOPIBHAHO 31 3I0POBMMH JI0GPOROIIBISIMHU

Cepe/iHs eKCTO3MIis IoMaTioMisy 3pocna Ha 51% 3 nosipyuM inTepBaiom 90% [9% o
110%] y mauienTiB 3 merkum nopyumenusm (yHKuUii ncdinku LIOPIBHSHO 31 3JI0pOBUMH
no6posonbissMu. CepenHs eKCIIO3nIlis NoMaJIIoMijly 3pocna Ha 58% 3 JIoBip4MM iHTepBaIOM
90% [13% mo 119%] y nauieHTiB i3 MOMIpHOIO NEYiHKOBOK HEIOCTATHICTIO MIOPIBHSIHO 31
3710pOBHMH J100poBoNIBLAMHA. CepeHs eKcro3uiis noMasiioMiay 3pocna Ha 72% 3 10BipyHM
iHTepBaiom 90% [24% no 138%)] Y TNali€HTIB 3 TSHKKOIO MEYiHKOBOIO HEIOCTATHICTIO
LIOPIBHSAHO 31 3l0POBUMH 10GPOBOIIBISAMH. Cepe/He 301IbIIEHHS €KCIIO3UILIT TOMATiIOMiTy B
KOXHII i3 UX TPy MOPYLIEHb HE € TAKMM MAcIITaboM, /Ui SKOTO NOTPiOHI KOPHUTYBaHHS
posknanay abo 103u (IUB. po3in 4.2).

5.3 Moxminiuni xani 3 6e3nexu.

Toxcuronoeiuni 0ocniodxcenns nosmopmux 0oz

Ilypn noGpe mepeHOCHIIH XpOHidHE 3aCTOCYBaHHS noManizominy B goszax 50, 250 i 1000
MI/Kr/no0y npotarom 6 wmicsuis. Ilpu 3actocysanni go 1000 MI/KI/n00y (BimHOINEHHS
eKCTo3uwii B 175 pasiB 1o BiIHOIIEHHIO 10 KIiHIYHOT 1031 4 MT) HE CHOCTEPIraaocs »KOIHUX
no61YHUX edeKTiB.

Y MaBIl HOMAaTiZOMI/ OLIHIOBABCS Y JOCII/KEHHAX 13 MOBTOPHUMH 103aMH TPHBAJICTIO 10 9
MicAmiB. Y [UX JOCHIKEHHSX MaBIIH BHABJIAIH Oinpiy 4yTaMBicTh 10 edexTiB
NOMaIOMiJTy, HiX 11ypi. OCHOBHA TOKCHYHICTB, IO criocrepiranacs y Masii, OyJia noB’s;3aHa
3 KPOBOTBOPHOIO/IIM(OPETHKY TAPHOIO CHCTEMOIO. Y 9-MicAIHOMY JOCTIHKeHHI Ha MaBIax i3
nosamu 0,05, 0,1 ta 1 Mr/kr/mo6y crocTepirany 3aXBOPIOBAHICTH Ta PAaHHIO €BTAHA3IO 6
TBAPUH IIPH 1031 1 MI/Kr/106y Ta 0B’ s13aHi 3 IMyHOCYIPECHBHIM e(heKTOM (cradinokokoBwHii
1H(eKUis, 3HMKEHHS PiBHs TIMOUHTIB mepudepuyroi KPOB1, XpOHiYHe 3amajieHHs TOBCTOI
KHUIIKH, TiCTOJOTiYHe BHCHAXEHHs JiM(OiTHOI CHCTEMH Ta TiIOLETIONSIPHICTh KiCTKOBOTO
MO3Ky) [IPH BUCOKHX J03aX moMaiizominy (15-kpaTHe CHIBBiIHOIMIEHHS BiTHOCHO KIIHIYHOTL
nosu 4 wmr). Ii iMmyHOCympecuBHi edekTH MpU3BEIH 10 PaHHBOI eBTaHa3ii 4 MaBm yepes
TIOTaHUH CTaH 310pOB’s (BOAAHUCTHH CTiNelb, BiACYTHICTE aleTHTY, 3MEHIIEHE CTIOKHBAHHS
k1 Ta BTparta Barm); ['iCTONATOJIOrYHA OIIHKA IHX TBapHH II0Ka3ajla XpOHIYHE 3allajIcHHs
TOBCTOI KHIUKH Ta arpoitd BOPCHMHOK TOHKOI KHIIKH. CradinokokoBa indekuis
crioctepiranacs y 4 MaBIl; 3 3 LMX TBApHH BiMOBLIH Ha JNiKyBaHHs aHTHOIOTHKaMH i 1 momep
6e3 nixysanHsa. Kpim Toro, pesynsTatH, mo Y3TOMKYIOThCSL 3 TOCTPUM MI€JIONIEHKO30M,
TIPU3BEIIH 10 eBTaHasii 1 MaBIH; KIIHIYHI ClIOCTEepeKeHHs Ta KIiHIYHA TaTOOTiA Ta/at0 3MiHK
KICTKOBOTO MO3Ky, fKi CIOCTepiramucs y Iiei TBAapHHH, BiANOBimamm iMyHOCympecii.
MinimanbHa abo nerka mpoidepanis KOBYHUX MPOTOK 3 OB SI3AHUM 3 IIMM ITLIBHILEHHSM
ALP 1 GGT Takox cnocrepiranacss npu 103i 1 mr/kr/no6y. Ouinka TBApHUH, L0 OJYXKajH,
TOKa3ala, WO BCl Pe3yJbTaTH, OB S3aHi 3 JTiKyBaHHSM, GyIH 0G0POTHHMH yepe3 8 THXKHIB
MICJIsl IPUNIMHEHHS IPHITOMY, 3a BHHATKOM Mpotidepari BHYTPIIIHBONEYiHKOBUX JKOBYHUX
IIPOTOK, IO CIOCTepirany y 1 TBapuHH B rpymi 1 Mr/kr/no6y. PiBeHs HECITOCTEPEXKYBAHUX
no6iunnx eextiB (NOAEL) cranosuB 0,1 Mr/xr/no6y (BiXHOLIEHHS eKCIIO3MIUI B 0,5 pasu
BiJTHOCHO KJIIHIYHOI J103H 4 Mr).
I'enomoxcuunicmo/xkanyepozennicme SIPRORHA T
[omaninomin He 6yB MyTareHHUM y aHamizaxX Ha MyTaL{io GaxTepiii i ccabilis i He BUKIIHKAB
XpOMOCOMHHUX abepauifl y nimdormrax nepudeprdnoi Kposi nfozgﬁgﬁ abo yTBgﬁ‘EHHa




MIKPOSIIEP Y IIOTIXPOMATHYHHX EPUTPOLIHTAX Y KICTKOBOMY MO3KY U1y piB, AKHM BBOJIHIIN JIO3U
10 2000 Mr/kr/mo6y. JocmimkeHHs KaHIEPOreHHOCTI HE ITPOBOIUITUCS.

IInoowuicme i panniii emopionansnuii possumox

Y mocmimkenHi (epTHIBHOCTI TAa PaHHBOTO eMOpIOHANBHOTO  PO3BATKY Ha Ilypax
TNOMaTIIOM1/ IPU3HAYATH CaMUAM i caMKaM y 103ax 25, 250 ta 1000 MI/Kr/n06y. O6cTexxeHHs!
MaTKi Ha 13-# JIeHb BariTHOCTI IOKA3aJI0 3MEHIIEHHS CepeHbol KiTbKOCT JKUTTE3JaTHUX
eMOpIOHIB i 30inEmenny HOCTIMIIAHTAIIHHOT BTPATH [P BCIX PIBHIX J103yBaHHA. Takum

qHOM, NOAEL nns nux crocrepeskyBaHnx eekTiB CTaHOBHEB < 25 mr/kr/pody (AUC 24 ron
cratosuia 39960 Hrerom/mn (HaHOrpamerom/Minmimitpu) npy Ui HaWHWKYIE 1031, a
KoediLieHT excno3uuii 6y y 99 pasis mOpiBHSHO 3 KiiHiuHa 1032 4 mr). Konu 06pobnenux y
IbOMY JOCIIDKEHHI CaMIliB CIApIOBAIM 3 HEOOPOGICHUMH CaMKaMH, yci apaMeTpu MaTKU
Oy IOPIBHAHHMMH 3 KOHTPOJIBHUME. Ha OCHOBI 1ux pe3yNIbTaTIB CIIOCTEPEXYBaHi eeKkTH
Oyu BiTHECEHI /10 JTiKYBaHHS KiHOK.

Embpion-gemanvruii pozsumorx

Byno BusiBneno teparorennicts NOMAIOMIZlY SK Y IIypiB, TaK i y KPOJIHKIB IIPH BBEJICHHI B
Tepiojl OCHOBHOIO OpPraHoreHnesy. ¥ HOCIiKEeHHI TOKCHUHOCT] eMOpPI0(ETaNIBEHOTO PO3BUTKY
UIypiB BaIM PO3BUTKY BiACYTHOCTI CEYOBOTO MiXypa, BiICyTHOCTI IIMTOBMIHOI 3al03H, a
TaKOX 3JIATTSA Ta 3MIIIEHHHA €JIEMEHTIB IIONEpPEKOBOTO Ta IPYAHOrO BiUIIB XpeOIiB
(LCHTPaNbHUX Ta/ab0 HEPBOBUX JyT) CIIOCTEPIraInCs TIPH BCIX PIBHSX 103yBanus (25, 250 ta
1Y upomy nocnimkesHi He Gy10 BHABICHO TOKCHYHOCTI JUTS Mmarepi. Taxum unnom, NOAEL
Matepi ctaHoBuB 1000 mr/kr/mo6y, a NOAEL g TokCHYHOCTI muIs PO3BUTKY OyB < 25
MI/kr/no0y (AUC24h cranosus 34340 Hrerom/mi Ha 17 aeHb BariTHOCTI IPH 1iH HaHKKYIH
71031, a Takoxk KoedilieHT excrosuwii 6yo B 85 pasis TNOPIBHSAHO 3 KJIHIYHOIO 103010 4 MT). Y
KPOJIMKIB MoManiioMin y nosax Bix 10 1o 250 MI/KT BUKIMKAB Bagu PO3BUTKY eMOpioHa i
mwiofa. Ilixeumeni cepuesi anomanii cmocrepiramcs IPU BCIX J03aX 31 3HAYHUM
30LtbmenHaM npu 250 mr/kr/no6y. [pu nozax 1001250 MI/KI/ 00y crocTtepiranocs He3Ha4He
30UIBLICHHS NOCTIMILIAHTALIAHOT BTPATH Ta He3HAYHE 3HUKEHHS MACH Tijla IUIOJA. IIpu nosi
250 Mr/kr/no0y Banu po3BHTKY MII01a BKITIOUAIH aHOMATIT KiHIIIBOK (3ruHaHHs Ta/abo poTanis
MepeHix 1/abo 3amHiX KiHNiBOK, HENPUKpimieHuit aGo BincyTHiM najen) Ta MoB’s3aHl Baau
PO3BUTKY CKeJleTa (He OKOCTEHIHHS T’ ACTKOBOT KiCTKH, HENIPABUITbHE PO3TALLTYBAHHS bananru
Ta II’SICTKOBOI KICTKH, BIICYTHIll majew, He KicTka dananra i KOpoTka He OKOCTEHina aGo
3irHyTa roMisika); IOMipHe PO3MMpPeHHs G19HOTO HITYHOYKA B FOJIOBHOMY MO3KY; aHOMaJbHE
PO3TallyBaHHs NPaBol MiAKIFOYMYHOI apTepii; BIACYTHICTH MPOMIXKHOI YacTKH B JIETEeHSIX;
HU3bKO BCTAHOBJICHA HUPKA; 3MiHEHAa MOP(OJIOTis [EYiHKK; HEMOBHICTIO a60 HE OKOCTEHIIUM
Ta3oM; MiJBUIICHE CEPEIHE 3HAYCHHS UIS HA/UTHINKOBHX IPYIHHX pebep 1 3HHKEHe cepeiHe
3Ha4YCHHS JJIsl OKOCTEHINMX Tap3aiiB. He3Haune 3HMIKEHHS 3061IbIICHHS MAcH Tiia marepi,
3Ha4yHe 3HM)XXCHHS PIBHA TPUIVTLEPHIB Ta 3HAYHE 3HHKEHHS abCONIOTHOT Ta BLIHOCHOT MacH
CeNle3IHKH crocTepiranocs npu go3ax 100 ta 250 mr/kr/no6y. NOAEL marepi ctaHoBus 10
mr/kr/no0y, a NOAEL possutky 6yB <10 Mr/kr/no6y (AUC24h cranosus 418 HI*TOJ/MJT Ha
19 nenp BariTHocTi mpw wil HaiHWK4IH 1031, AKa Gyna moxibHa 0 Tied, OTPUMAHOI BiJ
KiiHi4Ha 103a 4 Mr).000 Mr/kr/ao6y).

6. ®apmaneBTHYHA iHGopMaris:

6.1 lonomizkHi pedoBHHH.
Bwmict kancyu:
MaHiT, KPOXMaIh IPEeXKEIaTHHI30BAHUH, HATPIIO KPOCKAPMEI03a, HATPIIO creapundymapar,

TBEpJia XKENATHHOBA KaICyJa (JKeJIaTHH, BOJa OYUIIEHA, THTAHY JIOKCHIL (E 171 ), 3ai3a
oxcu1 xKOoBTHH (E 172) (nns 1 mr, 2 mr, 3 mr), FD&C cuniii 2, FD&C uepBoumii 3 (51,2

MT)). HE-




6.2 OcHOBHI BHIIAJKH HECYMiCHOCTI.
He 3acTtocoByeThes

6.3 Tepmin upugaraocti.
2 poku

6.4 Oco0unBi 3an106ixkHi 3ax0au npw 36epiranHi.
30epirat npHu Temnepatypi e pume 30 °C.

6.5 Tun Ta BMicT ynmakoBkH.
ITo 7 xancynn y 6micrepi, o 3 6rictepu B kapToHHi# KopoOi.
ITo 21 xancyni y ¢nakomi, o 1 ¢uiakony B kapToHHii KOpOoOITi.

6.6 CrieniaibHi 3ax04u 6e3neKH NPH MOBOIKEHHI 3 HEBHKOPHCTAHUM JIKAPChKHM
3aco0om abo BiIXoJaMH JTiKapCcLKOTro 3acofy

Karncyniu ne moxHa BikpuBatn a60 nonapiGHiosatu. Skino MOPOLIOK 3 TIOMAJIIOMiTy
NOTPANyB Ha LIKipy, WKIipy CITiJ HeraifHo i peTeNbHO NPOMHUTH BOIOKO 3 MHJIOM. SIKIIO
NOMaJTiIOMi/ IOTPAINKB Ha CIIH30BI 000IOHKH, iX CITi peTesbHO IIPOMHTH BOJIOIO.

MenuuHi npariBHAKK Ta 0cOOH, SIKi JOMIAIAIOTH 32 HHMH, IIOBUHHI HOCHTH OJ{HOPa30Bi
PYKaBUYKH I1iX 9ac po6GoTH 3 GnicTepom abo Kamcysioro. IT0TiM pyKaBUUKH cItijt 00epexHO
3HATH, 00 3a06irTH NOTPAIUIAHHIO Ha LIKIPY, TOMICTHTH B FepPMETHYHHH MOJTieTHICHOBHI
NaKeT i yTHIi3yBaTH BiAMOBINHO 10 MiceBHX BUMOT. ITicas IIbOro PYKH CIIiJT peTeIbHO
BHMHTH BOJIOIO 3 MHJIOM. BariTHuM kiHkam a6o IiT03prOK0YmMM, 10 BOHH MOXKYTh Oy TH
BariTHUMH, He CJIiJl 6paTHcs 3a Gutictep abo Kancysy (Ius. po3nin 4.4).

By ib-sikuit HeBHKOpHCTaHMi TiKapchKHii 3aci6 abo BiIXOmH cITia yTUII3yBaTH BiAIOBIIHO J10
micueBux BUMor. HeBHKOpHCTaHuii TikapchKuii 3aci6 i HOBEPHYTH (apMaleBTy Miciis
3aKIHYCHHSI JTIKYBaHHS.

7. BUpOOHHK JIiKapCchKOro 3aco0y
Hatko ®@apma Jlimiren.

®dapwma [Jlisixn

Kotxyp — 509 228,

Panrapenni lictpikr

Tenanrana, Innis

8. 3acrepexxenns:
3aKOH IpO Xap4oBi HPOMYKTH, JIKapchKi 3aco0H, BUPOGH MEIMYHOrO [IPU3HAYEHHS Ta
KOCMETHYHY IPOAYKLUIIO 3a00pOHS€ BiIIyCK LBOro 3acoby 6e3 perenty.

9. 3BiTHicTH Mpo MOGiuHI peakuii

Y pasi minospu Ha moGiuHy peakuiro Ha Jiky, noBimomre 10 FDA: www.fda.cov.ph"

10. Homep peecTpauiiinoro nocsigyenus.

11. JaTa nepmof peecTpauii Jlikapcbkoro 3acoby.




12. laTa 0CTaHHBOTO MEPerJIsy.

July 2021
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Jlucrok-Braaanu: indopmauis a1st namieHTa
ITOMAJII

NOMAJILA 1 mr (Ilomanigomin kancyan 1 mg)

THTOMAJILJ 2 mr (ITomaninomin kancy.au 2 mg)

IIOMAUJILA 3 mr (ITomaainomin kancyu 3 mg)
HOMAJIIZ 4 mr (ITomanizomin kancymn 4 mg)

[eit mpenapar minnarae noaatkoBoMy MoHITOpHHTY. Lle 103BONUTD MIBHIKO
ineHTH}IKYBaTH HOBY iHbOpPMAaLitO PO Oesnexy. Bu MoxeTe 10MOMOITH, OBiAOMIIAIOYH
npo Oyab-sKi moGiuni eeKTH, IKi BH MOXKeTe oTpuMmar. I[Ipo Te, K MOBIAOMIIATH 1IPO
no614Hi eexTH, IMBIThCA B KiHli po3xiny 4.

Ouikyetnes, mo I[TOMAJIIJ] cipHunauTS CepHO3Hi BPOKEH] Ba/IU Ta MOKe IPH3BECTH JI0
CMEPTI HEHAPOKEHOT AUTHHH.

He npuiimaiite neit npenapar, sKIo Bu BariTHi a60 MOKeTe 3aBariTHITH.

Bu nosunHI noTprMyBaTHCS peKOMEH AL 1010 KOHTPAILEILIi, OMHCAHKX y il Gporypi.

YBaXKHO MpoYHTalTe BCIO L0 IHCTPYKITIFO, IEpLI HiX 0YaTH NpuiMaTH Lel npenapar,
OCKLJIbKM BOHA MiCTHTB BaXKIIMBY JUTA Bac iH(bOpMALIiio.

* 30epiraiite ueit TMCTOK. MOXIIMBO, BaM OBENETHCS IPOYHTATH HOTO IIe pas.

* SIKIo y Bac BUHUKIIH IONATKOBI 3alMTAHHS, 3BEPHITHCS 10 Jixapsi, papmarieBTa um
MEJICECTPH.

* Lle#t nipenapat npusnavennii muie sam. He mepenaaiite ue inmmmm. Lle Moe 3aB1aTH i
KO/, HABITh AKIIO 1X 03HAKU XBOPOOH TaKi X, K y Bac.

* IIpu nosiBi Gy 1b-AKMX MOGIUHUX eEKTIiB 3BEPHITHCS 110 nikapsi, papmanesTa a6o

MECICECTpPH.
e CEHH BXOSATh "ZIB-HKi MOXKIIHBI 10014 e¢ei<m, HC 3a3Ha4CHI B Uik IHCTPYKIL

JuBiThCS po3ain 4.

1110 B wi#t mucTiBLi?

1. Ilo Take [IOMAJIL]] i futs "oro Bin BHKOPHUCTOBYETHCS
2. o notpi6GHo 3HaTH, nepm Hix npuitmata [IOMAJIL]
3. Sk mpuiimatu [IOMAJIIT

4. MosxuBi no6iuni epextu
5. Sk 36epiratu [IOMAJII]]
6. BumicT ynakoBkH Ta iHima inpopmarris

1o raxe [IOMAJIIJT i fu1st 9Or0 BiH BUKOPHCTOBYETHCS

o Take [TIOMAJII]]

HOMAJIZ micTuTs nitody pedosuny «ITomamizominy. [leit npenapar BiTHOCHTBLCS 10
TATIOMIZy 1 HaleXKHUTh 10 TPYTIH JTKiB, SIKi BILTHBAIOTH Ha iMyHHY cuctemy (Ipupo/Hi
3aXUCHI CHJIM OpraHizMy).

Hist woro BukopucToByethes [IOMAJIIJT? Snle G :
[TIOMAJIIJ] BHKOPHUCTOBY€ETBCS TS iKY BaHHS JIOPOCJIHX 3 TI/IHOM paKy, SIKHil HA3HBAETHCSA
«MHOKHHHA MieJloMay. ;




[TOMAUJIIJT ab0o BEKOPUCTOBYE€THCS 3 IBOMA IHIIHMH JIIKAMH — IL HA3BOIO «boprezomioy
(Tum XiMioTepaneBTUYHOrO 3ac00y) Ta «IeKCaMETA30H» (mpoTu3anansHui 3aci6) y monei,

SIK1 OTPUMYBaJI¥ IPHHANMHI O/IHE iHILe JiKYBaHHS, BKJIFOYAIOYH JEHAIIIOMI.
Abo

e omun nmikapcbKkuii 3aci6, IKHIl HA3UBAETHCA «IeKcaMeTa3OH» IS JIIOEH, Ynusa MiesioMa
3aroCTpHUIACH, HE3BAKAIOYH Ha T€, 10 BOHW OTPUMYBAJIH IPHHAWMHI J(BA {HIHX JIIKYBaHH,

BKJIIOYAIOUH JIEHATIAOMIT 1 6opTe3omio.
1o Takc MHOKHMHHA MieToMa?

MHoxuHa MienoMa — e THII paKy, KUl BpaXkae [EBHUMH THIT GiTHX KPOB’SIHUX KJIITHH (TaK
3BaHI «IJIA3MATHYHI KIITHHAY). Lli KIiTHHE pocTyTh O€3KOHTPOJIBHO 1 HAKOIUYYIOTHCS B
KICTKOBOMY MO3Ky. L{e Ipu3BOAUTE 10 MOIMKOKEHHS KICTOK i HHUPOK.

MHoKiHHA Mi€TOMa, SIK IIPABUIIO, HE MiANAETHCS iKY BaHHIO. OIHAK JIKYBaHHS MOXe
SMCHILUHTH O3HAKH Ta CUMIITOMH 3aXBOPIOBAaHHS a00 3MYCHTH iX 3HUKHYTH Ha [IECBHHI
nepiox 4acy. Konu ue BinyBaeThes, 11e HA3UBAETHCA «BiIOBLLTION.

Sk mpamtoe [IOMAJII]]

[TOMAIJII]] mpariroe KitbkoMa pi3sHAMH CIIOCOGaMH:

* 3yMHHSAIOYH PO3BUTOK KJIITHH Mi€JIOMH

* CTuMyTroI04HM iIMyHHY CHCTEMY, 11106 aTaKyBaTH PaKkOBi KIITHHHU

* IIpUNUHSAIOYM YTBOPEHHS KPOBOHOCHUX CY/IHH, 110 XKHBJIATH PAKOBI KIiITHHH.
[lepeBaru 3actocyBannst [IOMAJII]] 3 GopTe3oMifom Ta aeKcameTazsoHoM

Ko [TOMAJIL]] BHKOPHCTOBYETHCS pa3oM i3 6opTe3oMiGom Ta JIEKCaMETa30HOM, Yy JTFOJCH,
SIKI TIPOXOJMIN MpPHHANMHI OJHE iHINE JHKYBaHHS, e MOXKe 3YIIMHUTH TOTipIIEHHS

MHOYHHHOT Mi€JIOMU:

* ¥ cepennpomy IIOMAJII]] mpu 3acTocyBaHHi 3 60pTe30MiGOM i IeKcaMeTa30HOM 3YIUHSB
T0sIBY MHOXXHHHOI MI€JIOMH Ha TepMiH 10 11 MicsAIiB — HOpiBHAHO 3 7 MICSISIME IS THX

TALIEHTIB, SKi 3aCTOCOBYBAIH TLIBLKH 60PTE30Mib i 1eKcamMeTa3oH.
[Tepeparu 3actocyBanns [IOMAJII]] 3 nekcaMeTazoHOM

Ko [TIOMAJIIJ] BUKOPHCTOBY€TBCSA 3 IEKCAMETA30HOM, Y TIOEH, SKI IPOHHUTH IpUHaiMHI

JIBa IHIIMX JIIKYBAHHS, (€ MOXKE 3y[TMHUTHU TIOTiPIICHHS MHOKHHHOT Mi€JTOMH:




* Y cepenaromy TIOMAJIIJ] npu 3acTocyBanHi 3 mekcaMeTa3oHOM 3YIIHHSB [IOBEPHEHHS
MHOXHHHOI MI€JIOMH 10 4 MiCSIlB — NOPIBHSHO 3 2 MICALSIMH IS THX Mali€HTIB, AKi

3aCTOCOBYBAJIH JIUIIIE JeKCcaMeTa30H

2. Illo moTpi6HO 3HaTH, MepII HiXk MpHitMaTH [HOMAJIIT

He npuitmaiite [TIOMAJII:

SIxmo By BaritHi abo KymaeTe, 10 MOYXeTe 3aBariTHITH 4u TUTAaHY €TE 3aBariTHITH — € TOMY,
mo [TOMAJIIJI, sk odikyeTbes, Gyne WIKiTMBEM [U1d MaiOyTHBOI auTHHHU. (HosI0oBiKH Ta
KIHKH, sIKi NpUHMAaOTh 1ei Ipenapar, MOBHHHI O3HAHOMMTHCS 3 po3aiioM «BariTHicTs,

KOHTPALEIILlis Ta FoyBaHHs IPyUTI0 — iHbOPMALLis IS HKIHOK Ta YOIOBIKIBY HUXYE).

* SIKImo B MOXKETe 3aBariTHITH, SKIIO BH He JOTPUMY€ETECS BCIX HEOOXIIMHUX 3aXOMiB IS
3anobiranHs BariTHOCTI (muB. «BariTHicTs, KOHTpAlENis Ta TOAyBaHHA TIPy/UIO —
iHbOpMalis IS XKIHOK Ta HOJIOBIKIBY»). SIKIO BUM MOKeTe 3aBariTHITH, Baul jikap Oyne
(ikcyBaTH 3 KOXXHHM PpELENTOM, IO BKHUTO HEOOXiTHMX 3axXO0[iB, 1 HAJacTh BaM L€

HiATBEPKEHHS.

* Jxmo y Bac anepris Ha [Tomanizomizop a6o Gyap-sikuif 3 iHIIHX IHTpeTieHTIB 11LOTO
npenapary (mepeiveHi B po3jiii 6). Skimo BH JymaeTe, M0 y Bac MOKe OyTu anepris,

3BEPHITBCSA 32 ITOPAIOIO JI0 JIiKaps.

SIkmo BU He BIEBHEHI, 4H CTOCYeThCS Bac OyIb-SKHH i3 IIEpEPaxOBaHUX BHIIE CTaHIB,
IOTOBOPITh 31 CBOIM IiKapeMm, (apMareBToM ato MEJICECTPOIO, MEPUI HiX MpHHMATH

[TIOMAJIII.
ITonepemxenHs Ta 3amobixHi 3ax0au

* Ilopamerecs 3i cBoiM nikapem, dapmareBToM aGo MEJICECTPOIO, MEPII HiX MpUiiMaTH
[TOMAJIIT, sixio:

Y Bac xonu-neGymp Gynn 3rycTKH KpoBi B MuHymomy. Ilix wac nikyBauHs [TOMAJIIJ]
MIBUILYETBCS PU3MK YTBOPCHHs TpoMGiB y BeHax Ta aprepisx. Bam JTKap MOXKe
NOPEKOMEHYBATH BaM NPUHMATH [I0JaTKOBI METONM JiKyBaHHs (HAlpHKJIAK, BapdapHH)

abo 3meHmTH 103y TIOMAJIIJ], 1106 3MeHImIUTH AMOBIpHICTH YTBOPEHHs TPOMOIB.




* Y Bac Komu-ueOynp Oyma anepriuHa peakiis, Taka sK BHCHII, CBEpOiX, HaOpsIK,
3amaMOpoYeHHs a00 MpoONeMH 3 IMXaHHAM IIiJ 4ac NpUHOMY CYMYTHIX Iperapartis, sKi

Ha3HBAIOTHCS «TATLIOMII» a00 «JICHATIIOMITY.

* Y Bac OyB cepleBHii Halal, cepleBa HEAOCTATHICTh, YTPYAHEHe JAUXAHHS, 260 SKIIO BH

1K

o)

KYPHTE, Y BaC BUCOKHI KPOB'AHHMI THCK a00 BUCOKHI PIBEHE XOJIECTEPHHY.

* Bu Maete BenuKy 3arajibHy KiNbKiCTB MyXJIMH 10 BCHOMY TiNy, BKJIIOYAIOYH KiCTKOBHMii
MO30K. Lle MOXe NpH3BECTH 10 CTaHy, KOJH MyXJIHHH PYHHYIOTBCS 1 BHKIHMKAIOTH
HE3BUYalHI DiBHI XiMIYHMX PEYOBHH B KpOBi, IO MOE IPH3BECTH [0 HUPKOBOT
HeNocTaTHOCTL. Bu Takox Moxere BimuyBaTd HepiBHOMipHe cepueGurTs. Lleit cram

Ha3HWBA€TbCA CHHAPOMOM ITy XJIMHH.

Y Bac abo y Bac Oyna Heffponaris (YIUKOKEHHS HEPBIB, IO CIPUYMHSIE [IOKOIIOBAHHS 260

0116 y pykax abo Horax).

* ¥V Bac € abo komu-HeOynp Oyna indekuis remaruty B. JlikyBamus [TOMAJILJ] moxe
NPU3BECTH JIO BIIHOBJIEHHS aKTHBHOCTI Bipycy rematuty B y mamieHTis, ski € HOCiaMH
BipyCy, IO NPU3BE/E 10 peUuauBy iHbekuil. Bam sikap noBuHeH NepeBipuTH, YH XBOPIIH

BHU KOJIH-HEOY b renaTutoM B.

* BH Bia4yBacTe abo BiI4yBaIM B MHHYJIOMY KOMOiHaWil0 OyIb-SKOrO 3 HACTYIHHX

CUMIITOMIB: BHCHIAHHs Ha o0jin+4i abo pO3LIHpEHi BHCHIIAHHSA, YepBOHA LIKipa, BHCOKA
TeMIepaTypa, rPUIONOAIOHI CUMIITOMH, 301IbIIeHHS TiMPATUUHUX BY2TiR (O2HAKH TSIKKOL
WKIPHOT peakllii, sIka Ha3UBAETHCS PEAKIIIE0 Ha JIKH 3 €03HHOMITIEI0 | CHCTEMH] CHMITTOMHE
(DRESS) abo cunapom rinepuyTaMBOCTI 10 JiKiB, TOKCHYHHI eMigepMaTbHHil HEKpOIi3
(TEN) abo cunnpom Crisenca-JIxoncona (SJS). Jlus. Takox pos3ain 4 « Moxitusi moGiusi

edeKTn»).

BaxiuBo 3a3sHauMTH, MO y MNAUi€HTIB 3 MHOXHUHHOIO Mi€JIOMOIO, SKi JKYIOTBCS
[TomarniiomMizioM, MOXyYTh BUHHKHYTH JOJATKOBI BHIH PaKy, TOMY JIiKap MTOBUHEH PeTeNIbHO

OLIHUTH KOPHUCTh Ta PU3HK [IPH [IPU3HAYEHH] HBOTO Mpenapary.

[licnss 3aKkiH4eHHS JiKyBaHHS BH IOBHHHI IIOBEPHYTH BCi HEBMKOPHCTaHi ~KaIlCyJH

dapmarneBTy.




Barirnicts, KoHTparernuis ta rogyBaHHs rpy o — iHbopMalis Ui KIHOK Ta YOJIOBIKiB. Y

IIporpami nonepemxenus saritaocti [IOMAJIIJ] Heo6XiHO IOTPUMYBATUCS HACTYITHOTO.

JKIHKHM Ta 4OJIOBIKH, AKi IPHAMAIOTH ITOMAJIII, He moBHHHI BariTHITH abo MaTH JUTUHY.

Ile nosicHroeTbes THM, MO OdiKyeThes, mo [TomanizoMin 3aBaacTs mKoan HEHapOKEHIH

JUTHHI. By Ta Baml mapTHep MOBHHHI BHKOPHCTOBYBAaTH e(eXTHBHI METOIH KOHTpaLeNii

IiJ] 4ac IpUHOMY IILOTO npenapary.
Kinku

He mpuitmaiite TIOMAJIIJl, sxmo B Barithi, JyMa€Te, L0 MOXETE 3aBariTHITH abo
IUIaHY€TE 3aBAriTHITA. Ll MOSCHIOETBCS THM, IO OYiKY€ThCS, IO Ieif mpernapar 3aBaacTh

IIKOY HEHAPOIKEHIM TUTHHI.

Ilepex nouarkoMm mikyBaHHs BU IIOBHHHI MOBiTOMHUTH JTiKapsi, SIKIIO BU MOKeETE 3aBariTHITH,

HaBITb AKINO BH BBAXAETE 1€ MATOUMOBIPHUM.
SIKIO BM MOYeTe 3aBariTHITH:

By noBuHHI BUKOPHCTOBYBAaTH e(eKTHBHI METOIN KOHTpALEIL] [IOHANMEHIITe npotsarom 4
THKHIB JIO IOYATKY JIIKyBaHHsI, IPOTATOM yChOTO 4acy JIIKYBAHHS Ta IOHARMEHIIe 4 THKHIB
ICJIs IPUIUHEHHS JIiKyBaHHsL. [0roBOpiTE 3i cBOIM Tikapem mpo HalKpalMi JJ1s BaC METOL

KOHTpAICTIIIii.

Kosxuoro pasy, xomu Baw Jikap BHITHCY€ BaM PELENT, BiH IEPEKOHAETHCS, 110 BU po3yMiere

HeoOXiHI 3aX0/1H, IKi HEOOXIHO BXKUTHU [UTS 3aM0OIraHHs BariTHOCTI.

Barn niikap opranisye TecTH Ha BariTHiCTb nepe JTiKyBaHHAM, TPHHANMHI KOXKHI 4 THXKHI ITix

4ac JiKyBaHHS Ta IPHHAUMHI Yepe3 4 THKHI Mic/IA 3aKiHIeHHs TiKyBaHHS.
SIKII0 BY 3aBariTHIM, HE3BAXKAIOUH Ha 3aXO0/H MPOBiTaKTHKH:
By roBrHHI HeraifHO IPUITHHUTH JIIKYBaHHS Ta HEraifHO 3BEPHYTHCS 10 JKapsL.

["omyBanus rpy o




Hesizomo, un nponukae [IOMAJI]] y rpymse Mosoko moaunn. [ToBiaoMTe JiKaps, K0
BU TOAyETe€ IPyANI0 abo 30MpaeTecss romyBaTH Tpymo. Bam JiKap MOpaauTh BaM

IPUITHUTH 200 MPOJOBKYBATH [OIYBAHHS TPY U0,

Yonosiku

TTIOMAJIIJ] nepexomuts y criepmy JIOAHHH.

* Sxmo Bama napTHepka BariTHa ab0 MOXe 3aBATITHITH, B TOBHHHI BUKOPHCTOBYBATH
IIPC3CPBATHBH TIPOTATOM YCHOIO 4acCy JIIKYBaHHS Ta HPOTArOM 7 AHIB ICHAs 3aKiHYECHHS

JIKYBaHHS.

* JIkmo Bala mapTHepKa 3aBariTHiTa mix wac mpuiiomy [TOMAJII], Heraitno moBigomTe

nikaps. Bamma nmapTHepka Takos MOBHHHA HEraiHO OB JOMUTH JiKapsl.

He MoxHa 3naBatu cmepMy abo crepmy mij yac JTikyBaHHS Ta IIPOTArOM 7 AHIB IICJIsA

3aKiHYEHHS JIKYBaHHA.
3nava KpoBi Ta aHaJi3K KpPOBi

He MoxHa 31aBaTH KPOB Iij1 Yac JIiKy BaHHS Ta IIPOTSATOM 7 [HIB Mic/s 3aKiHUCHHS JIKyBaHHS.
Jlo Ta min wac nikysanns IIOMAIJILJ] y Bac GymyTh peryasipei aHamisu kpoBi. Ile
TIOSACHIOETBCS THM, IO Balll [IPENApaT MOXKE CIPUUMHATH 3HHIKEHHS KIJTBKOCTI KJIITHH KPOBI,
SAKi JlonoMaraioth 6opoTucst 3 iHQekuiero (6IMMX KITHH), | KUTBKOCTI KJIITHH, sKi

ZOTIOMAraroTh 3YIIMHUTH KPOBOTETy (TPOMOOLHTIB).

Bawu nikap mOBHHEH OMPOCHTH Bac 31aTH aHaJIi3 KPOBI:

Ilepen nikyBaHHIM

H{oTHXKHS IPOTATOM MEpInX 8 THIXKHIB JIIKYBaHHS

[TpuHaiMHI momicsus mics MbOro IpoTIroM ycsoro yacy mpuitomy TIOMAJII,

Y pesynbrari mMX TecTiB Bail Jikap Moxe 3MiHHTH no3y [TOMAJIIJ[ aGo IPUNTMHUATH
nmiKyBaHHs. Jlikap Takox Moe 3MIHHTH 103y a60 MPHITHHHTH IPUHOM [pEapary depe3

3arajlbHHH CTaH 3710pOB’s.

Jlitu Ta nigmiTtke




TTOMAJIIJT ne pekoMeH/Iy€eThCs 3aCTOCOBYBATH AITAM Ta MOJIOM 10 18 POKiB.

[t smike ra TIOMAJIIJT

[ToBigomte cBoro ikapsi, hapmanesta a6o MezncecTpy, SKIIO BH IPUHAMAETEe, HEI0JIaBHO

Fat W4 IV L

MPATMAITH 200 MOKETE TTPAHMATH Oy 7T6=5KT TR TR A Heor maro 3 Tiv mo HOMATT
MO¢ BIUIMBATH HA JIIO ACAKHUX iHIMMX JiKiB. Takox Aesxi iHIIi KM MOXyTb BIUIHBATH Ha
airo [TIOMAJTI.

3okpema, MOBiZOMTe CBOro Jikaps, dapmanesra abo MEJICECTPY, MEPLI HDX NpHUMATH

IIOMAJII]L, sixuto B mpuiimaete 6yab-sKi 3 HACTYTHHX JIKiB:
Jlesixi mpoTHrpHOKOBI 3ac00HU, TaKi TK KETOKOHA30JI

Jlesiki aHTHOIOTHKM (HanpHKIaX, UANPODIOKCALMH, eHoKcaln ) JlesKi AHTHUJIETIPECAHTH,

Taki AK (JIyBOKCaMiH.
KepyBanHs aBTOMOGiIEM Ta BUKOPHCTAHHS MeXaHI3MiB

Jlesiki o Bin4yBaroTh BTOMY, 3aMIaMOPOUYEHHS, HENPHTOMHICTB, po3rybienicTe ab0 MeHITy
cBiomicTb nia yac npuiiomy [TIOMAJILL. SIKwwio e cTanocs 3 BaMu, He KepyiiTe aBToMOGiIeM, He
KepyHTe IHCTPYMEHTaMU YH MEXaHI3MaMH.

[TOMAJII] MicTUTB HaTpii

Lle#t nikapcekuii 3aci6 MicTHT MeHIIe 1 MOJTb HaTpito (23 Mr) Ha KarcyJty, TOMY BBaKA€ThCS, 110
CYTi, «HE MICTHTb HATPIIO».

3. 5k npuiimatu [TOMAJII ]

[TOMAUJIIJ] noBuHeH HanaTh BaM Jlikap 3 IOCBiJIOM JiKYBaHHS MHOXXMHHOT Mi€JIOMH. 3aBikIH
MpUAMAaNTE JIIKH TOYHO TaK, K CKa3aB BaM Jlikap. 3BEPHIThCS 10 CBOrO Jikaps, hapMalesTa abo
MEJICECTPH, SIKLIO BH HE BIIEBHEHI.

Ko npuiimatu [IOMAUJII/L 3 iHWMMH JlikaMu

[TOMAJIIJI 3 6opTe3oMifoMm i JekcaMeTa30HOM

Honatkosy iHdopMallito 100 iX 3acTOCYBaHHs Ta eeKry LMB.

TIOMAJILL, 6opte3omi6 i fexcameTasoH MpUAMalOThCS «LUMKIAMH JIIKYBaHHs. KOXKeH LK
TpuBae 21 nensb (3 TKHI).

[TonuBiThes Ha niarpamy Hipkde, o6 NOGAYNTH, O NOTPIGHO NPHIAMATH B KOXKEH J€Hb 3-
THKHEBOTO LIUKITY:

* Koxxen nenp nepernsaaiite Tabmuiio i 3HaHAITs NpaBUIIbHUIN NeHb, OO MOGAYKTH, AKI JTiKK
NpUHMaTH.

* Jlesxi nni Bu npuiimaete Bei 3 stiku, aeski ani auwe 2 abo 1 aiku, a B aeski AHI B3araii )oaHOro.
POM: INomanin; BOR: Gopre3omi6; DEX: JlekcameTa3oH

Huka3 1 oo 8

Haspa sikapcekoro 3aco0y Ha3sBa nikapcekoro 3acoby

Jletis | POM BOR | DEX Tlews| POM |  BOR . ] DEX

)



1 7 o v 1 7 & o~
2 v v 2 v v
3 v 3 v

4 v v v 4 v

5 v ¥ 5 v

) v 6 v

7 v & v

8 v v & 8 v v v
9 v v 9 v v
10 v 10 v

11 v v v 100 v

12 v v 12 v

I3 v 13 v

14 udl 14 v

15 15

16 16

17 17

18 18

19 19

20 20

21 21

[licna 3aBepmICHHs KOXHOTO 3-THXHEBOTO LUKy [TOYHHANTE HOBH

» [Tomaiz TiNBKH 3 €KCAMETA30HOM

* Jlist oTpuMaHHs 10aTKOBOI iH(OpMaNii 1010 Horo 3acTocyBaHHA Ta BILJIUBY JIMB.

* [Tomanin i nexcameTasoH NPUHMAIOTECS «IHKJIAMH JKyBaHHs». KOXKEH UK Tpusae 28
JHIB (4 THxHi).

* [TonuBiThCs Ha TaGIHIO HUKYE, 10O MOOAYHTH, 1110 noTpiOHO NMPHIAMATH B KOXKEH I€Hb
4-TH>)KHEBOTO LUKIY:

0 KoxHOro nHs MMBiTECS Ha JiarpaMy Ta 3HAHIITh NPaBUIBHMUIL ICHB, 106 M06AYMTH, K
JIKH IpuiMaty o Jleski Jui BH npuiiMaeTe 06MIBA JTiKH, KOTHCH Jnie | JTikH, a B 1eaKi i
B3araji >KOJHOIo

POMA: [IOMAJIIT; DEX: Dexamethasone

HasBa MequuHOrO mpoayKkry
Hens| POMA DEX
1 v v
| v
3 v
4 v
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* ITicast 3aBepIIEHHs KOKHOIO 4-TH)XKHEBOIO LIMKIY IIOYHITh HOBHIA.

* Ckinpku [TOMAJII]] npuitMaTtu pa3om 3 iHIIUMHE JTiKaM#

* Ilomaniz 3 6opre3oMiboOM i IeKcaMeTa30HOM

* + PexomenzoBana noyarkosa g03a [IOMAJIIJ] cranoBuTh 4 Mr Ha 100y.

* + PexomenzoBana nouatkosa no3a GopreszomiGy Oyje Bu3HAUeHA JKapeM Ha OCHOBI
Baworo 3pocty Ta Baru (1,3 Mr/mM2 mromi moBepxHi Tina).

* * PexoMeHnoBana nmo4atkosa 103a AeKcaMeTasoHy cTaHoBuTh 20 Mr Ha 100y. OqHak
AKIIO BaM CTaplie 75 poKiB, peKOMEHI0BaHa I0YATKOBA 03a CTAHOBHTE 10 M Ha 100y.

* [lomamix TUIBKH 3 IEKCAMETA30HOM
* * Pexomennosana nosa [IOMAJII]] cranoButs 4 Mr Ha 100y.. "

* * PexomenoBana noyatkoBa Jo3a IeKcaMeTa3oHy cTaHoBUTH 40 Mr Ha 106y. OnHak,
AKIIO BaM OLibIIEe 75 POKiB, peKOMEHIOBaHA I0YATKOBA 1034 cTaHoBUTE 20'MT Ha 100y .




* Bamromy nikapro mMoike 3HAaZOOHTHCS 3MEHLIMTH 03y [Tomaniny, Gopre3omiOy abo
AeKcaMeTa30Hy a0 IPUIIMHUTH IPHHOM OJTHOTO YH KiTBKOX 13 [[HX [penapariB Ha OCHOBI
Pe3yJIETATIB aHAII3iB KPOBI, 3arajlbHOTO CTAHY, IHIIHX JIKIB, AKi BH MOXETeE npuiiMaTi
(rampuknas, rUNPOGIOKCAIH, eHOKCAIIHH Ta (ryBoKcamin) Ta SKIMO y Bac BUHUKIH
nmoOi4Hi epekTH (0c00MMBO BHCHI a60 HAGPSAK) BiJl JTiKyBaHHS.

KMoy Bac TIpobeMr 3 IeIiHKO0 a0 HUPKAaMHI, Balll JKap Ay Ke PETEeaBHO
NePEeBIPUTH Balll CTaH I1iJ Yac IpHIfOMy LBOTO Mpenapary.

* Sk npuiimatu [TIOMAJII]]

* * He posGusaiite, ne Binkpupaiite Ta He KyiTe Kancymd. SIKIIO MOPOLIOK 3 po3ouroi
xancyu [IOMAJIIJ] noTpanus Ha mkipy, HeraiHo i peTeabHO NpoMHIiTe LIKIpY BOJOKO
3 MHJIOM.

* * [IpoKOBTHYTH KaICyyu WiMUMH, 6aKaHO 3aHBAIOYH BOJIOIO.

Bu MoxxeTe mpuiiMaTu Karcyiiu 3 ixero abo 6e3.

¢ [Ipuiimaiite [IOMAJII]] npuGau3HO B OJMH i TOH K€ Yac IOIHS.

I1106 BuitHsTH KaricyTy 3 GiicTepa, HATHCHITH JIMIIE OJIMH KiHeIlb KalCyJIn, o6
IPOIUTOBXHYTH il Yepe3 ¢osbry. He THCHITE Ha LEeHTp KarcyiH, OCKiNIbKH e MOXKe
IIPU3BECTH JI0 11 PO3pPHUBY.

Bar stikap mopanuts Bawm, sk i ko npuitmata [IOMAJII]], skimo y Bac € npo0OjeMu 3
HUPKaMH 1 BH MepeOyBaeTe Ha miafisi.

TpuBanicte nikyBanus [IIOMAJII]]

Bawm ci1ij 1pofioBKyBaTH LUKIIH JTiKyBaHHs, [IOKH JIKap He CKa)ke BaM MPHIIHHUTH.
Slkmio Bu npuitasmy 6inerre TTOMAJIIJT, Hix crix

Sxmo Bu npuitasm Oineme ITOMAJIIJI, Hix ciizt, 3BepHITECA 10 JiKaps abo HeraiHo
HiTh 10 JikapHi. BiseMiTh 3 06010 ynakoBKy 3 JTiKaMH.

Sxwo Bu 3a0ymu npuitaaTa [IOMAJIL]]

Axmo By 3a0ynu npuitrstu [IOMAJII y feHb, KO BaM CTijt 6y 10, TPHIRMITE HACTYIIHY
Karcyyy K 3a3BH4Yad HacTynHoro aus. He 36inpuyiite KibKiCTh Kancyu, ki BU
npuiMaeTe, mod KOMIIEHCYBATH Te, 1[0 He npuitHsau [IOMAJIL]] Halepe0aHi.
Akino y Bac BUHHKIIHM JIOJIATKOBI 3aIIMTaHHs MO0 3aCTOCY BAHHS [IBOTO IIpenapary,
3BEPHITBCSA IO CBOTO Jiikaps abo (apMmarieBTa.

4. MoxuuBi noGivHi edekTr

Sk 1 Bel mikapewki 3aco0u, 1€ npenapat Moke BUKJIMKATH MOOi4Hi e(eKTH, X04a BOHHU HE y
BCIX. ¢

CepitosHi no6iuHi edextn




[IpununiTe npuiimatu ITIOMAJILJ] i weraitro 3BEPHITBCSA JI0 JiKaps, SKIO BH MTOMITHIIH
OyZb-AKHH 3 HACTYIIHUX CepPHO3HUX MOGIUHHIX edexTiB — Bam MOKe 3HATOOHTHCS TEPMIHOBA
MeJIMYHa JI0IIOMOra;

* JIuxomanka, 03H00, 61tk y Topii, Karmess, BHPAa3KH y poTi abo Oyab-sKi iHII 03HAKK

Hdexmil (yuepes Menre neiix HUTIB

1 qJK1] DIOTLECT 3 1 eKII]
inupexisii (uopes MeHIme RelioiTiB, i GOPIOTHCRS iHperTicio).

* KpoBoteua aGo cuHmi 6€3 NpuYHHH, BKIIOYAIOYH HOCOBY KPOBOTEYy Ta KPOBOTEUY 3
KUIIeYHHKa 200 LUTyHKa (Yepe3 BIUIMB Ha KJIITHHU KPOBI, Ki HA3HBAIOTHCA
«TPOMOOIIUTAMEY).

* IIpuckopene nuxauHsi, IpucKopeHuit My Ibe, TMXOMAHKa Ta 03HOO, CEYOBUILY CKaHHS J1yKe
Masto abo B3araii Bi/ICyTHil, Hy0Ta Ta 6JI0BOTA, CILTYTaHICTh CBiZIOMOCTI (uepes
3apaKEHHs KPOBI, K€ HA3MBAETECS CEIICHCOM a60 CENTHYHMM IIOKOM).

* CunbHa, mocTifiHa aGo KpuBaBa miapest (MOXIHBO, 3 6071eM y LUIyHKY a00 JINXOMaHKO10),
cnpryrHeHa 6axtepisimu Clostridium difficile.

* binb y rpynsx abo 6istb y Horax Ta HaGpSIK, 0COGIMBO B TOMINIII 260 THTKAX (BUKJIHKaHI

3TyCTKaMH KpPOBI).

3anuuika (Bin cepHosHoi iHdekuii rpyaHol KITiTKHM, 3amaneHHs JlereHis, cepLeBoi
HEJI0CTaTHOCTI ab0 3TryCTKY KpOBi).

* Habpsik 061144s, ry6, A3uKa Ta ropia, mo Moxe CIPUYHHATH YTPYJAHCHHS JUXaHHs (depe3
CEpHO3HMH THIT aIeprivynoi peakii, IKHil Ha3UBACTHCA AHTiOHEBPOTHYHHUI HaOpsIK).

* IleBHi THIH paky mKipu (INIOCKOKJIITHHHHMIE pak i Gasanioma), sKuil Mosxe COPUYUHUTH
3MIHHM 30BHIITHEOIO BUIJISAAY BAIuoi IIKipy abo HApOCTH Ha mKipi. SIKIo mij ac nputiomy
[IOMAJIIJT Bu momiTuian Oynme-ski 3MiHM Ha mIKipi, TOBiZOMTE CBOTrO JiKkapsi sKomora
HIBH/IIIIE.

* Pernyus indexuii renarury B, mo Moye CIPUUHHUTH [0KOBTIHHA LIKIpH Ta OYeid, TEMHO-
KOPHYHEBUH KOJIp cedi, 6i/Ib y [paBOMY >KMBOTI, ITiABHINCHHS TEMIIEPATYPH Ta BIAUYTTS
HyNOTH ab0 HyzaoTH. HeraiftHo moBimomTe jikaps, SKIO BH NOMITHIN OyIb-SKUH 3 ITHX
CHMIITOMIB.

[purmnite mpuiivatn TIOMAJIIJ] i HeraitHo 3BepHITBCS 10 JiKapsl, SKIO B ITOMITHIH
Oy 1b-sIKUH 13 IIEpepaxOBaHUX BUIIE CePHO3HHUX MOGITHHX eDEKTIB — BaM MOYe 3HAT0OUTHCA
TEPMiHOBA MEJIMYHA JOIIOMOTA.

[nmmi nobivni edexTu

Hysxke gacto (MOXyTh BpakaTH Ginbire Hix 13 10 oci6):

* 3aauIIKa (3aIMIIKa).

* [ncexuii nerenis (mHeBMOHIs Ta OpPOHXIT).




\
o
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[adexuii Hoca, nasyx i ropia, cipuunHeHi 6akTepismMu a6o Bipycam.

* Husbkuii piBeHb epUTPOLIUTIB, 110 MOKe BHKITHKATH AHEMIIO, 1110 IPU3BOJUTE 0 BTOMH Ta
cJ1abKOCTI.

* Husbkuii piBeHb Kanio B KpoBi (rinokamiemis), 1o Moxe BUKIMKATH CIaGKiCTh, M’S30Bi
CYIOMH, M’A30B1 00711, ceplieOuTTs, MOKOIOBAHHS a0 OHIMIHHS, RQJIUIIKY, 3MIHH HACTPOIO.

* Bricokwuii piBeHb IyKpy B KpOB.

. Btpara anerury.

* 3amnop, niapes abo Hy0Ta.

* HyoTa (6;110BOTA).

* bpak eneprii.

* Tpynuormi i3 3acunanHsM a6o 36epexeHHM CHY.
* 3anaMopoYeHHSI, TPEMOP.

* M's130Buii crta3M, M's30Ba c1abKiCTh.

* bune y kicTkax, CHHHI.

* OHIMiHHS, HOKOMIOBaHHs abo IeYiHHs Ha WIKipi, 611k y pykax aGo Horax (nepudepuyna
CEHCOpHA HeHpomaris).

* HaOpsxk Tina, BKIIOYArOUH HaOpsKH pykK abo Hir.
[Tomupeni (MoxxyTh Bpaxkats 10 1 3 10 ocib):

* [Taginns.

* KpoBoteua Bcepenuni yepena.

* 3HI)KCHA 3/aTHICTh pyXaTHcs abo BiadyBaTu (BiX4yTTs) B pyKax, pyKaX, CTONAX i HOrax
4epe3 MOLIKODKEHHS HEPBIB (TepudepryHa CeHCOMOTOPHA Helffpomaris).

* OHiMiHHS, ¢BEPOIX 1 BIXUYTTS [IKipHOTO MOTSAry (MapecTesis).

* BiguyTTs KpyTiHHS B TOJIOBI, 1[0 3aBakae BCTATH Ta HOPMAJILIIO PyXATHCAL.
* HalOpsk, BUKIIMKaHHIA PiTHHOKO.

* Kponus'stHka (KpomuB'sHKa).

* Bucumnanns.

* CBepOiX HIKipH.

. Omnepi3yBaJIbHHIM JTUIIAMN.

* IIpuckopene Ta HeperysapHe cepuebuTTs (GiOpuALis nepeaceps).

* CepueBnit Hama (OLIb y rpysx, IO MOMMPIOETHCS HA PYKH, LIIHIO, HICJICHy, BlﬂquTH 0Ty
Ta 3aIUILIKH, Hy0Ta abo 6J1I0BOTA).




bine y rpynsx, indexuis rpy ot kinitky.
[liABHIIEHHS apTepiaibHOro THCKY.
* OxHOYacHe 3HIKCHHS KiTBbKOCTI YepBOHUX i GiTHX KPOB'SHUX TUIEIb i TPOMOOIUTIR

(IaHIUTONEHis), MO 3pOOUTE Bac GBI CXHIBHUME 10 KpOBOTeY 1 cHHIIB. Bu MoxeTte

BLAYYBATH BTOMY, CHa0KiCTh, 32 QUMLKY 1 B TAKOXK MOKETe OTpUMATH 1H(pEKIH]
ACRL

* 3HWXKEHHS KiBKOCTI MiMQGOUMTIB (OZHH THII Gimmx KPOB’SHHX TLUICLb), YAaCTO BHKJIMKAHE
indexuiero (mmdonenis).

* Husbxuit piseHb MarHito B Kposi (rinoMarsieMis), 1mo Mose BHKJIMKATH BTOMY, 3arajbHy
Cl1a0KiCTh, M’ A30Bi CY/IOMH, APATIBIUBICTE i MOXKE IIPH3BECTH 110 HU3BKOTO PIBHS KaJIBIIIO B
KPOBI (TiMOKAJIBIIEMIs), [0 MOYXe CIPHUMHHTH OHIMIHHS T2/a60 MOKOIIOBAHHS PYK, HIiT uu
ry6 , M’sI30Bi CyIOMH, M’30Ba CI1abKiCTh, 3allaMOPOYEHHS, CIUTYTaHICTh CBiAOMOCTI.

* Husekuil pisenn ¢pocoary B kposi (rimopocdaremis), mo moxe CIPUYHHUTH M'SI30BY
CabKicThb, APATiBIUBICTH aG0 CIUTYTAHICTh CBiIOMOCTI.

* Bucokuii piBens KaJIbLito B KPOBi (TinepKanbLiemis), o Moxe CIIPUYMHHUTH YITOBLIbHEHHS
pedJiekciB Ta cnabKiCTh CKeNIeTHUX M’SI3iB.

* Bucoxuii piBenb Kaito B KpoBi, 10 MOXe BUK/IMKATH TIOPYIICHHS CEPLEBOro PHTMY.

* Husbkuii piBeHb HATpio B KPOBI, 110 MO’Ke BHKJIMKATH BTOMY Ta CILTYyTaHICTh CBiZIOMOCTI,
NIOCMUKYBAHHsI M’5I31B, CyI0MH (eMiNeNTHYHI Hanaau) aGo KoMy.

* Bucokuii piBeHb ce40BOi KHCIOTH B KpPOBI, 10 MOXe BHKJIHMKAaTH (OPMY apTpUTy, SKa
HA3UBAETHCS [TOAArPOIO.

* Husbkuii aprepiabHuit THCK, 1O MOXe BHK/IMKATH 3aIlaMOPOYEHHS aG0 HEIPUTOMHICTb.
* ['punononi6ui cumntomu (rpum).

» Bine abo cyxicte y pori.

* 3MIHH CMaKy pedei.

* Bisib y XHBOTI, 34yTTS )XUBOTA.

* [TouyTTs po3ry6GieHocTi.

* [lorane camonouyTTst (nenpecuBHuit HACTPiil).

* Brpara cBinmomMocCTi, HEMPUTOMHICT.

[nexuis cedoBMBIMHMX IUIIXIB, fAKa MOXe BUKIMKATH BiI4yTTS [eYiHHS TiJ dYac
CEHOBHITYCKaHHA a00 HEOOXiHICTh YaCTIlIOr0 CEYOBHUITY CKAHHS.

* binw B o6nacti masioro Ttasy.
Brpara Baru.
Heuacro (Moxe Bpaxaru 110 1 3 100 oci6):

. IacynbT.




* 3anajeHHs nediHky (renaTT), ke MOKe BUKIHKATH CBEPODXK IIKipH, TIOKOBTIHHS MIKipH
Ta OLIKiB ouelf (KOBTAHHIUSA), OJTi/Mi CTiNems, TeMHA ceda Ta 6Lk Yy JKHUBOTI.

* Po3maz pakoBuX KIITHH, [0 TPU3BOIMTE 10 BUKUAY TOKCHUHHX CTIOJIyK Y KPOB (CHHIPOM
1y ximny). Lle Moke NpU3BeCTH 10 IPOBIEM 3 HUPKAMH.

HeBiziomo (4acTOTy HEMOKIMBO OLIiHUTH 32 HASBHHMH JAHUMH):

* Ilommpenuit Bucun, Bucoka TeMmeparypa Tina, 3GimbireHHS niMbaTHYHUX BY3IiB Ta
YPaXeHHsl IHIIWX OpraHiB Tina (peakiis Ha JikW 3 CO3UHOMINIEI0 Ta CHCTEMHUMH
CHMITOMaMH, TakoX Bifioma ik DRESS abo cunapoM rinepuytiusocti 1o JIKIB, TOKCHYHHH
eniiepMaNbHuN HEKpoJl3 abo CHHIPOM Crisenca-J[:)xoncoHa). [IpUIHHITE BHKOPHCTAHHS
[lomanigomin, sikimo y Bac 3°siBumcs 14 CHMIITOMH, Ta HETalHO 3BEPHITLCS JI0 JIKaps abo
3BEPHITBCS 338 MEIMYHOIO JOTIOMOTOIO.

FErers

110BIIOMJIEHHS PO MOGivHI eQeKTH

Y pasi BUHUKHEHHS 6y/b-IKHX MOGIYHHX e(eKTiB 3BEPHITBCS [0 JIiKaps, ¢papmareBra abo
mencectpu. Croau BXOMATH Oynb-siki MOXIMBI TOGIuHi eexTH, He 3a3Hadeni B wiif
IHCTPYKIII.

Sk 36epiratu [IOMAJII]]
* 30epiraifTe e npenapar y HeAOCTYITHOMY [UIs AiTeit MicIi.

* He BuKOpHCTOBY#iTE 1€l mpenapart micis 3aKiHueHHs TepPMiHy NPUAATHOCTI, 3a3HAYEHOT0
Ha Ostictepi Ta KopoOui micis Tepmidy mpunatHocTi. TepMiH IPHAATHOCTI BiTHOCHTBCS 10
OCTaHHBOI'O THS IIOTO MICHIIS.

* He 36epiratu npu temnepartypi sume 30°C.

* He Bukopucrosyiite TIOMAJILJ, siKwio BY MOMITHIH Oy b-5Ki NOMIKOMKEHHS 200 03HAKH
NApoOKH Ha YIaKOBII JKiB.

* [TomyTHiHHS OKa (KaTapakTa).

* [TomkomxeHHsT HUPKH.

* HeMOXJIMBICTB C€UOBHITY CKaHHS.

* HenopmasnbHuit TeCT nedinky.
. He Bukupatite nikn y crivuni Bomu 4m mobyTtoBi Bimxomm. Yci HEBUKOPUCTAHI JKH CIIifg
NOBEPHYTH (papMaueBTy Iicis 3akiHdyeHHs jgikyBaHHS. L[i 3axomu JOTOMOKYTh 3aXHCTHTH

HABKOJIUIITHE CEPEIOBUILE.
6. BumicT ynakoBku Ta inmma indopmaris
[I{o micTuTs ITOMAJIIJ]

Hiroua peqosuna - [Tomanigomin

JIOTIOMIXKHI PEYOBHHHM: MaHIT, [peKeNaTHHI30BAHHN KPOXMAah, 'KpockapMmesiosa HaTpilo Ta

¥

HaTpIIO cTeapuiipymapar.




TTOMAJIL 1, 2, 3 i 4 me méepOi kancynu:

Kooicna kancyna micmumo 1 me Tlomanioomioy.
Kooicna xancyna micmume 2 me ITomanioomioy
Kooicna kancyna micmumu 3 me llomanioomioy
Kooicna kancyna micmumo 4 me Ilomanioomioy

N

\ €

—

Hi-guenadace ;
IMomanioomio xkancynu 1 m2: Kancyid po3Mmipy «4» 3 TEMHO CHHIM KOBIIauKOM 1 YKOBTHM
Tinom 3 Hamcom «NATY GiTHMM YOPHUIOM Ha KOBITAUKy KaICyJ/Id i HATMCOM «lmg» YOpHUM

YOPHHJIOM HA TiJIi KAICYJIH, MICTSTH HOPOIIOK Bijl CBITJIO-)XOBTOTO 10 )KOBTOTO KOJIBOPY.

ITI] vy @atlend Va6
= HE-BAHECIH Y HRERO6KH

Iomanidomio kancynu 2 me: KarcyJi po3Mipy «2» 3 TEMHO CHHIM KOBIAUKOM i OPaHKEBHM
Tiom 3 HamacoM «NAT» GLIMM YOPHUIOM Ha KOBMAYKY KAlCYJIH i HAHCOM «2mgy» OLIMM
YOPHUJIOM Ha TiJli KaICyJId, MiCTATh OPOIIOK Bifl CBITJIO-)XOBTOTO 10 KOBTOT'O KOJIBOPY.

Homanidomio kancynu 3 me: Kancymu po3mipy «2» 3 TeMHO CHHIM KOBIQYKOM 1 3C/ICHUM
Tinom 3 Hamucom «NAT» GLIHM HOPHHIOM Ha KOBIAYKY KarlCyJIH i HanucoM «3mgy OL1uM
YOPHMIIOM Ha TiJIi KaIlCyJI, MiCTATh TIOPOLIOK Bifl CBITTI0-)KOBTOIO JIO XXOBTOTO KOJIBODY.

Tomanioomio kancyiu 4 me: Kancymm posmipy «2» 3 TEMHO CHHIM KOBIIa4KOM 1 CHHIM Ti7OM
3 HamucoM «NAT» GLIMM HOPHHJIOM Ha KOBMAYKy KAlCylIH i HamucoMm «4mgy» OLmM
YOPHHMJIOM Ha TiJIi KAIICyJIH, MiCTSTh IOPOIIOK Bijl CBITJIO->KOBTOTO JIO XOBTOI'O KOJIBODY.

TMomaigomiz Karcyau 1 Mr, 2 Mr, 3 Mr i 4 M Mae yIakoBKH HACTYITHHH:BMICT
1. ViakoBka s mwismok: 21 karncyna y musmii 3 HDPE 75 ky6. e i3 kpumkoro CR 38 MM

2. Brictepna ynakoska: 7 kancyn y [IBX/mnisui Aclar 142 MM, 3BU4aiHa aJTFOMiHI€BA
dboasra 137x0,025

[TocTavalbHUK Ta BAPOOHHUK:

[NocTayanpHHK:

Harko ®apma Jlimiten

Per. Odic:

HATKO XAYC, Poyn Ne 2,

bBanmkapa Xinc,

Xaiinepaban — 500034

Ten: +91-40-23547532

daxc: +91-40-23548243

EnextpoHHa ajpeca:

brreddy@natcopharma.co.in

BupoOnuk:

Harko ®apma Jlimiten

Kotxyp — 509 228 Pt
Panrapenni JlicTpikT £
Tenanrana, [Hais
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POMALID
Pomalidomide Capsules 1 mg,
Pomalidomide Capsules 2 mg,
Pomalidomide Capsules 3 mg,

Pomalidomide Fg_peu!eq 4 mg

1. Name of the medicinal product
Pomalid

2. Qualitative and quantitative composition

Pomalidomide Capsules 1 mg

Each hard capsule contains 1 mg of pomalidomide.
Pomalidomide Capsules 2 mg

Each hard capsule contains 2 mg of pomalidomide.
Pomalidomide Capsules 3 mg

Each hard capsule contains 3 mg of pomalidomide.
Pomalidomide Capsules 4 mg

Each hard capsule contains 4 mg of pomalidomide.
For the full list of excipients, see section 6.1.

3. Pharmaceutical form
Hard capsule

Pomalidomide Capsules 1 mg: Dark blue cap and yellow body, size “4” capsules printed with “NAT”
with white oink on cap and “1 mg” with black ink on body of the capsule, contains light yellow to
yellow coloured powder. '

Pomalidomide Capsules 2 mg: Dark blue cap and orange body, size “2” capsules printed with “NAT”
with white oink on cap and “2mg” with white ink on body of the capsule, contains light yellow to
yellow coloured powder.

Pomalidomide Capsules 3 mg: Dark blue cap and green body, size “2” capsules printed with “NAT”
with white oink on cap and “3mg” with white ink on body of the capsule, contains light yellow to
yellow coloured powder.

Pomalidomide Capsules 4 mg: Dark blue cap and blue body, size “2” capsules printed with “NAT”
with white oink on cap and “4mg” with white ink on body of the capsule, contains light yellow to
yellow coloured powder.

4. Clinical particulars

4.1 Therapeutic indications
Pharmaceutical category:
Antineoplastic/Immunomodulatory Agent

Pomalidomide capsules in combination with bortezomib and dexamethasone.i 1ndxcatedm the
t-least one prior

treatment of adult patients with multiple myeloma who have received
treatment regimen including lenalidomide.



Pomalidomide capsules in combination with dexamethasone is indicated in the treatment of
adult patients with relapsed and refractory multiple myeloma who have received at least two
prior treatment regimens, including both lenalidomide and bortezomib, and have demonstrated
disease progression on the last therapy.

4.2 Posology and method of administration

Treatment muct he initiatad and manit 4+l 13 3
TOCT javje s C L
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the management of multiple myeloma.

Dosing is continued or modified based upon clinical and laboratory findings (see section 4.4).
Posology
* Pomalidomide in combination with bortezomib and dexamethasone

The recommended starting dose of pomalidomide capsules is 4 mg orally once daily on Days
1 to 14 of repeated 21-day cycles.

Pomalidomide is administered in combination with bortezomib and dexamethasone, as shown
in Table 1.

The recommended starting dose of bortezomib is 1.3 mg/m? intravenous or subcutaneous once
daily, on the days shown in Table 1. The recommended dose of dexamethasone is 20 mg orally
once daily, on the days shown in Table 1.

Treatment with pomalidomide combined with bortezomib and dexamethasone should be given
~ until disease progression or until unacceptable toxicity occurs.

Table 1. Recommended dosing scheme for pomalidomide capsules in combination with
bortezomib and dexamethasone

Cycle 1-8 Day (of 21-day cycle)
11213 4/5/6{7!8{9 10, 11{12{13/14/15/16:17/18 1920 21
Pomalidomide (4 mg) elele oieleloiolo ol o el oo
Bortezomib (1.3 mg/m?) . . . .
Dexamethasone (20 mg) * | ¢ | o ol S E3 o i
Cycle 9 onwards Day (of 21-day cycle)
1121314151617 |8{9/10]11{12/13/14{15]16:17/18 192021
Pomalidomide (4 mg) eleleiojolelotlaloi ol ol ot ol
Bortezomib (1.3 mg/m?) . : .
Dexamethasone (20 mg) * |+ | ol

* For patients > 75 years of age, see Special populations.

Pomalidomide dose modification or interruption

To initiate a new cycle of pomalidomide, the neutrophil count must be > 1 x 10%1 and the
platelet count must be > 50 x 10%/1.

Instructions on dose interruptions or reductions for pomalidomide related adverse reactions are
outlined in the Table 2 and dose levels are defined in Table 3 below:

Table 2. Pomalidomide dose modification instructions®

‘Toxicity ‘Dose modification




\Neutropenia * Interrupt pomalidomide treatment for remainder of cycle, |

[ANC** < 0.5 x 1091 or febrile neutropenia (fever Follow CBC**x* weekly.,

[>38.5°C and ANC <] x 10%1)

g/\NC return to > 1 x 10v1 ‘Resume pomalidomide treatment at one dose level lower

e o o S than previous dose.

EFor each subsequent drop < 0.5 x 1091 fInterrupt pomalidomide treatment.

§ANC return to > 1 x 109/ §Resume pomalidomide treatment at one dose level lower
T - than the Previous dose.

‘Thrombocytopenia Interrupt pomalidomide treatment for remainder of cycle.

Platelot count < 25 x 101 [Follow CBC*** weekly.

Platelet comnt retu.m . >50 x 109/1 Y

_:Resume pomalidomide treatm
than previous dose.

ent at one dose level lower

fInterrupt pomalidomide treatment.

Platelet count return to >50x 1091

RaSh e
Rash = Grade 2-3

g (including angioedema,
anaphylactic reaction, exfoliative or bullous rash or if
Stevens-Johnson syndrome (SJS), Toxic Epidermal
Necrolysis (TEN) or Drug Reaction with Eosinophilia
and Systemic Symptoms (DRESS) is suspected)

§Resume pomalidomide treatment at one dose level lower

than the previous dose.

Consider dose interruption or discontinuation of
omalidomide treatment.

Permanently discontinue treatment (see section 4.4).

Other
Other > Grade 3 pomalidomide-related adverse events

Table 3. Pomalidomide dose reduction oo

1o = Grade 2 before restarting dosing).

fInterrupt pomalidomide treatment for remainder of cycle.
‘Resume at one dose level lower than previous dose at
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Table 4. Dexamethasone dose modification instructions

Lol | Dose Modification
Dyspepsia = Grade 1-2 Maintaj

= or equivalent. Decrease by one dose level if symptoms;
persist. ;

i
nyspepsia 2 Grade 3 Interrupt dose until symptoms are controlled. Add ‘
i
|

‘H; blocker or equivalent and resume at one dose level (

lower than previous dose. |

S;dema > Grade 3

H
i
i
i
i

: -
'Use diuretics as needed and decrease dose by one dose |
vel.

fConfusion or mood alteration > Grade 2 EInterrupt dose until symptoms resolve. Resume at one |
§ (dose level lower than previous dose. |
giduscle weakness > Grade 2 Interrupt dose until muscle weakness < Grade 1.

; - ‘Resume at one dose level lower than previous dose.

§Decrease dose by one dose level. Treat with insulin or
oral PXRO%l_}f?f'i???i_.‘?_._??g?‘?tﬁ as needed.

;‘Hyperglycaemia > Grade 3

i
'Acute pancreatitis

-

|

i

Discontinue dexamethasone from treatment regimen.

Other > Grade 3 dexamethasone-related adverse fStop dexamethasone dosing until the adverse event
‘events resolves to < Grade 2. Resume at one dose level lower
* ‘than previous dose. |

If recovery from toxicities is prolonged beyond 14 days, then the dose of dexamethasone will
be resumed at one dose level lower than the previous dose,

Table 5. Dexamethasone dose reduction

<75 years old Dose (Cycle 1-8: Days 1,2, 4, |> 75 years old Dose (Cycle 1-8: Days 1,2,
| Dose Level 58,9,11,12 of a 21-day cycle Cycle > 9: 14,5,8,9,11,12 of a 21-day cycle Cycle 2
Days 1,2,8,9 of a 21-day cycle) 9: Days 1,2,8,9 of a 21-day cycle) |
§Staning Dose 20 mg 10 mg |
gpose Level -2 8 mg | 4 mg f

Dexamethasone should be discontinued if the patient is unable to tolerate 8 mg if < 75 years
old or 4 mg if> 75 years old.

In case of permanent discontinuation of any component of the treatment regimen, continuation
of the remaining medicinal products is at the physician's discretion.

* Pomalidomide in combination with dexamethasone

The recommended starting dose of pomalidomide capsules is 4 mg orally once daily on Days
I to 21 of each 28-day cycle.

The recommended dose of dexamethasone is 40 mg orally once daily on Days 1, 8, 15 and 22
of each 28-day cycle.
Treatment with pomalidomide combined with dexamethasone should be. gWQnuntlI disease
progression or until unacceptable toxicity occurs,
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Pomalidomide dose modification or interruption

Instructions for dose interruptions or reductions for pomalidomide related adverse reactions are
outlined in Table 2 and 3.

Dexamethasone dose modification or interruption

odific

Instructions for dose m ation for dexamethasone related adverse reactions are outlined in

U iy Uyg U U U d

outlined in Table 6 below. However, dose interruption / resumption decisions are at physician's
discretion per the current Summary ot Product Characteristics (SmPC).

Table 6. Dexamethasone dose reduction

| D <75 years old Days 1, 8, 15 and 22 of each . >75 years old Days 1, 8, 15 and 22 of
i ose Level

| 28-day cycle each 28-day cycle
StartingDose | T 4omg 20 mg
Doselevel-1 | 20 mg 12 mg

'Dose Level -2 { 10mg 8 mg

Dexamethasone should be discontinued if the patient is unable to tolerate 10 mg if < 75 years
old or 8 mg if > 75 years old.

Special populations

Elderly

* Pomalidomide in combination with bortezomib and dexamethasone
No dose adjustment is required for pomalidomide.

For information on bortezomib given in combination with pomalidomide capsules, refer to the
respective current SmPC.

For patients >75 years of age, the starting dose of dexamethasone is:

* For Cycles 1 to 8: 10 mg once daily on Days 1, 2,4,5,8,9, 11 and 12 of each 21-day cycle
* For Cycles 9 and onwards: 10 mg once daily on Days 1, 2, 8 and 9 of each 21-day cycle.

* Pomalidomide in combination with dexamethasone

No dose adjustment is required for pomalidomide.

For patients > 75 years of age, the starting dose of dexamethasone is:

* 20 mg once daily on days 1, 8, 15 and 22 of each 28-day cycle.

Hepatic impairment

pomalidomide (see section 5 .2). No adjustment of the starting dose of pomalidomide is required
for patients with hepatic impairment as defined by the Child-Pugh criteria. However, patients
with hepatic impairment should be carefully monitored for adverse freajét’ioﬁ;é: and- dose
reduction or interruption of pomalidomide should be used as needed. e R S

Renal impairment




No dose adjustment of pomalidomide is required for patients with renal impairment. On
haemodialysis days, patients should take their pomalidomide dose following haemodialysis.

Paediatric population

Outside its authorised indications, pomalidomide has been studicd in children aged 4 to 18
years with recurent or progressive brain tumours, however the results of studies did not allow
to conclude that the benefits of such use outweigh the risks. Currently available data are

described in scction 4.8, 5.1 and 5.2. There is no relevant use of pomalidomide in children aged
0-17 years for the indication of multiple myeloma,

Method of administration

Oral use.

Pomalidomide capsules hard capsules should be taken orally at the same time each day. The
capsules should not be opened, broken or chewed (see section 6.6). The capsules should be
swallowed whole, preferably with water, with or without food. If the patient forgets to take a
dose of pomalidomide on one day, then the patient should take the normal prescribed dose as
scheduled on the next day. Patients should not adjust the dose to make up for a missing dose
on previous days.

It is recommended to press only on one end of the capsule to remove it from the blister thereby
reducing the risk of capsule deformation or breakage.

For information on other medicinal products given in combination with pomalidomide
capsules, refer to the respective current SmPC.

4.3 Contraindications
* Pregnancy.

* Women of childbearing potential, unless all the conditions of the pregnancy prevention
programme are met (see sections 4.4 and 4.6).

* Male patients unable to follow or comply with the required contraceptive measures (see
section 4.4).

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

For information on other medicinal products given in combination with pomalidomide
capsules, refer to the respective current SmPC.

4.4 Special warnings and precautions for use

Teratogenicity

Pomalidomide must not be taken during pregnancy, since a teratogenic effect is expected.
Pomalidomide is structurally related to thalidomide. Thalidomide is a known human teratogen
that causes severe life-threatening birth defects. Pomalidomide was found to be teratogenic in
both rats and rabbits when administered during the period of major organogenesis (see section
53

The conditions of the Pregnancy Prevention Programme must be fulfilled fog_tavlljpatjggts unless
there is reliable evidence that the patient does not have childbearing pot{eynﬁ’:}:( e 1

Criteria for women of non-childbearing potential




A female patient or a female partner of a male patient is considered of non-childbearing
potential if she meets at least one of the following criteria:

* Age > 50 years and naturally amenorrhoeic for > 1 year (amenorrhoea following cancer
therapy or during breast-feeding does not rule out childbearing potential)

* Premature ovarian failure confirmed by a specialist gynaecologist

o,

-

* XY genotype, Turner syndrome, uterine agenesis.

Counselling

For women of childbearing potential, pomalidomide is contraindicated unless all of the
following are met:

* She understands the expected teratogenic risk to the unborn child

* She understands the need for effective contraception, without interruption, at least 4 weeks
before starting treatment, throughout the entire duration of treatment, and at least 4 weeks after
the end of treatment

* Even if a woman of childbearing potential has amenorrhoea she must follow all the advice on
effective contraception

* She should be capable of complying with effective contraceptive measures

* She is informed and understands the potential consequences of pregnancy and the need to
rapidly consult if there is a risk of pregnancy

* She understands the need to commence the treatment as soon as pomalidomide is dispensed
following a negative pregnancy test

* She understands the need and accepts to undergo pregnancy testing at least every 4 weeks
except in case of confirmed tubal sterilisation

* She acknowledges that she understands the hazards and necessary precautions associated with
the use of pomalidomide.

The prescriber must ensure that for women of childbearing potential:

* The patient complies with the conditions of the Pregnancy Prevention Pro gramme, including
confirmation that she has an adequate level of understanding

* The patient has acknowledged the aforementioned conditions.

For male patients taking pomalidomide, pharmacokinetic data has demonstrated that
pomalidomide is present in human semen during treatment. As a precaution, and taking into
account special populations with potentially prolonged elimination time such as hepatic
impairment, all male patients taking pomalidomide must meet the following conditions:

* He understands the expected teratogenic risk if engaged in sexual activity with a pregnant
woman or a woman of childbearing potential

* He understands the need for the use of a condom if engaged in sexual activity with a pregnant
woman or a woman of childbearing potential not using effective contraception;throughout
treatment duration, during dose interruption and for 7 days after dosé interruptions-and/or
cessation of treatment. This includes vasectomised males who should wear a condom if

I



engaged in sexual activity with a pregnant woman or a woman of childbearing potential as
seminal fluid may still contain pomalidomide in the absence of spermatozoa.

* He understands that if his female partner becomes pregnant whilst he is taking pomalidomide
or 7 days after he has stopped taking pomalidomide, he should inform his treating physician
immediately and that it is recommended to refer the female partner to a physician specialised
or experienced in teratology for evaluation and advice,

Contraccption

Women of childbearing potential must use at least one effective method of contraception for at
least 4 weeks before therapy, during therapy, and until at least 4 weeks after pomalidomide
therapy and even in case of dose interruption unless the patient commits to absolute and
continuous abstinence confirmed on a monthly basis. If not established on effective
contraception, the patient must be referred to an appropriately trained health care professional
for contraceptive advice in order that contraception can be initiated.

The following can be considered to be examples of suitable methods of contraception:
* Implant

* Levonorgestrel-releasing intrauterine system

* Medroxyprogesterone acetate depot

* Tubal sterilisation

* Sexual intercourse with a vasectomised male partner only; vasectomy must be confirmed by
two negative semen analyses

* Ovulation inhibitory progesterone-only pills (i.e. desogestrel)

Because of the increased risk of venous thromboembolism in patients with multiple myeloma
taking pomalidomide and dexamethasone, combined oral contraceptive pills are not
recommended (see also section 4.5). If a patient is currently using combined oral contraception
the patient should switch to one of the effective methods listed above. The risk of venous
thromboembolism continues for 4-6 weeks after discontinuing combined oral contraception.
The efficacy of contraceptive steroids may be reduced during cotreatment with dexamethasone
(see section 4.5).

Implants and levonorgestrel-releasing intrauterine systems are associated with an increased risk
of infection at the time of insertion and irregular vaginal bleeding. Prophylactic antibiotics
should be considered particularly in patients with neutropenia.

Insertion of copper-releasing intrauterine devices is not recommended due to the potential risks
of infection at the time of insertion and menstrual blood loss which may compromise patients
with severe neutropenia or severe thrombocytopenia.

Pregnancy testing

According to local practice, medically supervised pregnancy tests with a minimum sensitivity
of 25 mIU/mL must be performed for women of childbearing potential as outlined below. This
requirement includes women of childbearing potential who practice absolute and continuous
abstinence. Ideally, pregnancy testing, issuing a prescription and dispensing should occur on
the same day. Dispensing of pomalidomide to women of childbearing potential should occur
within 7 days of the prescription. o LA

Prior to starting treatment




A medically supervised pregnancy test should be performed during the consultation, when
pomalidomide is prescribed, or in the 3 days prior to the visit to the prescriber once the patient
had been using effective contraception for at least 4 weeks. The test should ensure the patient
is not pregnant when she starts treatment with pomalidomide.

Follow-up and end of treatment

A medically supervised pregnancy test should be repeated at least every 4 weeks, including at

-
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least 4 weeks after the end of treatment, except in the case of confirmed tubal sterilisation.
These pregnancy tests should be performed on the day of the prescribing visit or in the 3 days
prior to the visit to the prescriber.

Additional precautions

Patients should be instructed never to give this medicinal product to another person and to
return any unused capsules to their pharmacist at the end of treatment.

Patients should not donate blood, semen or sperm during treatment (including during dose
interruptions) and for 7 days following discontinuation of pomalidomide.

Healthcare professionals and caregivers should wear disposable gloves when handling the
blister or capsule. Women who are pregnant or suspect they may be pregnant should not handle
the blister or capsule (see section 6.6)

Educational materials, prescribing and dispensing restrictions

In order to assist patients in avoiding foetal exposure to pomalidomide, the Marketing
Authorisation Holder will provide educational material to health care professionals to reinforce
the warnings about the expected teratogenicity of pomalidomide, to provide advice on
contraception before therapy is started, and to provide guidance on the need for pregnancy
testing. The prescriber must inform the patient about the expected teratogenic risk and the strict
pregnancy prevention measures as specified in the Pregnancy Prevention Programme and
provide patients with appropriate patient educational brochure, patient card and/or equivalent
tool in accordance with the national implemented patient card system. A national controlled
distribution system has been implemented in collaboration with each National Competent
Authority. The controlled distribution system includes the use of a patient card and/or
equivalent tool for prescribing and /or dispensing controls, and the collection of detailed data
relating to the indication in order to monitor the off-label use within the national territory.
Ideally, pregnancy testing, issuing a prescription and dispensing should occur on the same day.
Dispensing of pomalidomide to women of childbearing potential should occur within 7 days
of the prescription and following a medically supervised negative pregnancy test result.
Prescriptions for women of childbearing potential can be for a maximum duration of treatment
of 4 weeks according to the approved indications dosing regimens (see section 4.2), and
prescriptions for all other patients can be for a maximum duration of 12 weeks.

Haematological events

Neutropenia was the most frequently reported Grade 3 or 4 haematological adverse reaction in
patients with relapsed/refractory multiple myeloma, followed by anaemia and
thrombocytopenia. Patients should be monitored for haematological adverse reactions,
especially neutropenia. Patients should be advised to report febrile episodes promptly.
Physicians should observe patients for signs of bleeding including eplstaxes espemally with
use of concomitant medicinal products known to increase the risk ofbl eedmg (see section 4.8).
Complete blood counts should be monitored at baseline, weekly er the ﬁrst 8 weeks and



monthly thereafter. A dose modification may be required (see section 4.2). Patients may require
use of blood product support and /or growth factors.

Thromboembolic events

Patients receiving pomalidomidc cither in combination with bortczomib and dexamethasone or
in combination with dexamethasone have developed venous thromboembolic events
(predominantly deep vein thrombosis and pulmonary embolism) and arterial thrombotic events

(myocardial infarction and cerebrovascular accident). Patients with known risk factors for
thromboembolism — including prior thrombosis — should be closely monitored. Action should
be taken to try to minimise all modifiable risk factors (e.g. smoking, hypertension, and
hyperlipidaemia). Patients and physicians are advised to be observant for the signs and
symptoms of thromboembolism. Patients should be instructed to seek medical care if they
develop symptoms such as shortness of breath, chest pain, arm or leg swelling. Anti-
coagulation therapy (unless contraindicated) is recommended, (such as acetylsalicylic acid,
warfarin, heparin or clopidogrel), especially in patients with additional thrombotic risk factors.
A decision to take prophylactic measures should be made after a careful assessment of the
individual patient's underlying risk factors. In clinical studies, patients received prophylactic
acetylsalicylic acid or alternative anti-thrombotic therapy. The use of erythropoietic agents
carries a risk of thrombotic events including thromboembolism. Therefore, erythropoietic
agents, as well as other agents that may increase the risk of thromboembolic events, should be
used with caution.

Thyroid disorders

Cases of hypothyroidism have been reported. Optimal control of co-morbid conditions
influencing thyroid function is recommended before start of treatment. Baseline and ongoing
monitoring of thyroid function is recommended.

Peripheral neuropathy

Patients with ongoing > Grade 2 peripheral neuropathy were excluded from clinical studies
with pomalidomide. Appropriate caution should be exercised when considering the treatment
of such patients with pomalidomide.

Significant cardiac dysfunction

Patients with significant cardiac dysfunction (congestive heart failure [NY Heart Association
Class III or IV]; myocardial infarction within 12 months of starting study; unstable or poorly
controlled angina pectoris) were excluded from clinical studies with pomalidomide. Cardiac
events, including congestive cardiac failure, pulmonary oedema and atrial fibrillation (see
section 4.8), have been reported, mainly in patients with pre-existing cardiac disease or cardiac
risk factors. Appropriate caution should be exercised when considering the treatment of such
patients with pomalidomide, including periodic monitoring for signs or symptoms of cardiac
events.

Tumour lysis syndrome

Patients at greatest risk of tumour lysis syndrome are those with high tumour burden prior to
treatment. These patients should be monitored closely and appropriate precautions taken.

Second primary malignancies

Second primary malignancies, such as non-melanoma skin cancer;héve been réportfed in
patients receiving pomalidomide (see section 4.8). Physicians should carefully: evaluate



patients before and during treatment using standard cancer screening for occurrence of second
primary malignancies and institute treatment as indicated.

Allergic reactions and severe skin reactions

Angioedema, anaphylactic rcaction and scvere dermatologic reactions including SIS, TEN and
DRESS have been reported with the use of pomalidomide (see section 4.8). Patients should be
advised of the signs and symptoms of these reactions by their prescribers and should be told to

seck medical attention immediately if they develop these symptoms. Pomalidomide must be
discontinued for exfoliative or bullous rash, or if SIS, TEN or DRESS is suspected, and should
not be resumed following discontinuation for these reactions. Patients with a prior history of
serious allergic reactions associated with thalidomide or lenalidomide were excluded from
clinical studies. Such patients may be at higher risk of hypersensitivity reactions and should
not receive pomalidomide. Pomalidomide interruption or discontinuation should be considered
for Grade 2-3 skin rash. Pomalidomide must be discontinued permanently for angioedema and
anaphylactic reaction.

Dizziness and confusion

Dizziness and confusional state have been reported with pomalidomide. Patients must avoid
situations where dizziness or confusion may be a problem and not to take other medicinal
products that may cause dizziness or confusion without first seeking medical advice.

Interstitial lung disease (ILD)

ILD and related events, including cases of pneumonitis, have been observed with
pomalidomide. Careful assessment of patients with an acute onset or unexplained worsening
of pulmonary symptoms should be performed to exclude ILD. Pomalidomide should be
interrupted pending investigation of these symptoms and if ILD is confirmed, appropriate
treatment should be initiated. Pomalidomide should only be resumed after a thorough
evaluation of the benefits and the risks.

Hepatic disorders

Markedly elevated levels of alanine aminotransferase and bilirubin have been observed in
patients treated with pomalidomide (see section 4.8). There have also been cases of hepatitis
that resulted in discontinuation of pomalidomide. Regular monitoring of liver function is
recommended for the first 6 months of treatment with pomalidomide and as clinically indicated
thereafter.

Infections

Reactivation of hepatitis B has been reported rarely in patients receiving pomalidomide in
combination with dexamethasone who have previously been infected with the hepatitis B virus
(HBV). Some of these cases have progressed to acute hepatic failure, resulting in
discontinuation of pomalidomide. Hepatitis B virus status should be established before
initiating treatment with pomalidomide. For patients who test positive for HBV infection,
consultation with a physician with expertise in the treatment of hepatitis B is recommended.
Caution should be exercised when pomalidomide in combination with dexamethasone is used
in patients previously infected with HBV, including patients who are anti-HBc positive but
HBsAg negative. These patients should be closely monitored for signs and symptoms of active
HBYV infection throughout therapy. .

Progressive multifocal leukoencephalopathy (PML)




Cases of progressive multifocal leukoencephalopathy, including fatal cases, have been reported
with pomalidomide. PML was reported several months to several years after starting the
treatment with pomalidomide. Cases have generally been reported in patients taking
concomitant dexamethasone or prior treatment with other immunosuppressive chemotherapy.
Physicians should monitor paticnts at rcgular intervals and should consider PML in the
differential diagnosis in patients with new or worsening neurological symptoms, cognitive or
behavioural signs or symptoms. Patients should also be advised to inform their partner or
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carcgivers about their treatment, since they may notice symptoms that the patient is not aware
of.

The evaluation for PML should be based on neurological examination, magnetic resonance
imaging of the brain, and cerebrospinal fluid analysis for JC virus (JCV) DNA by polymerase
chain reaction (PCR) or a brain biopsy with testing for JCV. A negative JCV PCR does not
exclude PML. Additional follow-up and evaluation may be warranted if no alternative
diagnosis can be established.

If PML is suspected, further dosing must be suspended until PML has been excluded. If PML
is confirmed, pomalidomide must be permanently discontinued.

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mg) per capsule, i.e. essentially
'sodium-free'.

For information on other medicinal products given in combination with pomalidomide
capsules, refer to the respective current SmPC.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of pomalidomide on other medicinal products

Pomalidomide is not anticipated to cause clinically relevant pharmacokinetic drug-drug
interactions due to P450 isoenzyme inhibition or induction or transporter inhibition when co-
administered with substrates of these enzymes or transporters. The potential for such drug-drug
interactions, including the potential impact of pomalidomide on the pharmacokinetics of
combined oral contraceptives, has not been evaluated clinically (see section 4.4
Teratogenicity).

Effect of other medicinal products on pomalidomide

Pomalidomide is partly metabolised by CYP1A2 and CYP3A4/5. It is also a substrate for P-
glycoprotein. Co-administration of pomalidomide with the strong CYP3A4/5 and P-gp
inhibitor ketoconazole, or the strong CYP3A4/5 inducer carbamazepine, had no clinically
relevant effect on exposure to pomalidomide. Co-administration of the strong CYP1A2
inhibitor fluvoxamine with pomalidomide in the presence of ketoconazole, increased mean
exposure to pomalidomide by 107% with a 90% confidence interval [91% to 124%] compared
to pomalidomide plus ketoconazole. In a second study to evaluate the contribution of a
CYP1A2 inhibitor alone to metabolism changes, co-administration of fluvoxamine alone with
pomalidomide increased mean exposure to pomalidomide by 125% with a 90% confidence
interval [98% to 157%] compared to pomalidomide alone. If strong inhibitors of CYP1A2 (e.g.
ciprofloxacin, enoxacin and fluvoxamine) are co-administered with pomalidomide; reduce the
dose of pomalidomide by 50%. Fae T e

Dexamethasone




Co-administration of multiple doses of up to 4 mg pomalidomide with 20 mg to 40 mg
dexamethasone (a weak to moderate inducer of several CYP enzymes including CYP3A) to
patients with multiple myeloma had no effect on the pharmacokinetics of pomalidomide
compared with pomalidomide administered alone.

The effect of dexamethasone on warfarin is unknown. Close monitoring of warfarin
concentration is advised during treatment.

L
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For information on other medicinal products given in combination with pomalidomide
capsules, refer to the respective current SmPC.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential / Contraception in males and females

Women of childbearing potential should use effective method of contraception. If pregnancy
occurs in a woman treated with pomalidomide, treatment must be stopped and the patient
should be referred to a physician specialised or experienced in teratology for evaluation and
advice. If pregnancy occurs in a partner of a male patient taking pomalidomide, it is
recommended to refer the female partner to a physician specialised or experienced in teratology
for evaluation and advice. Pomalidomide is present in human semen. As a precaution, all male
patients taking pomalidomide should use condoms throughout treatment duration, during dose
interruption and for 7 days after cessation of treatment if their partner is pregnant or of
childbearing potential and has no contraception (see sections 4.3 and 4.4).

Pregnancy

A teratogenic effect of pomalidomide in humans is expected. Pomalidomide is contraindicated
during pregnancy and in women of childbearing potential, except when all the conditions for
pregnancy prevention have been met, see section 4.3 and section 4.4.

Breast-feeding

It is unknown whether pomalidomide is excreted in human milk. Pomalidomide was detected
in milk of lactating rats following administration to the mother. Because of the potential for
adverse reactions in breastfed infants from pomalidomide, a decision must be made whether to
discontinue breast-feeding or to discontinue the medicinal product, taking into account the
benefit of breast-feeding for the child and the benefit of the therapy for the woman.

Fertility

Pomalidomide was found to impact negatively on fertility and be teratogenic in animals.
Pomalidomide crossed the placenta and was detected in foetal blood following administration
to pregnant rabbits, see section 5.3.

4.7 Effects on ability to drive and use machines

Pomalidomide has minor or moderate influence on the ability to drive and use machines.
Fatigue, depressed level of consciousness, confusion, and dizziness have been reported with
the use of pomalidomide. If affected, patients should be instructed not to drive cars, use
machines or perform hazardous tasks while being treated with pomalidomide

4.8 Undesirable effects

Summary of the safety profile




» Pomalidomide in combination with bortezomib and dexamethasone

The most commonly reported blood and lymphatic system disorders were neutropenia (46.8%),
thrombocytopenia (36.7%) and anaemia (28.4%). The most frequently reported adverse
reaction was peripheral sensory neuropathy (47.8%). The most commonly reported Grade 3 or
4 adverse reactions were blood and lymphatic system disorders including neutropenia (41.7%),
thrombocytopenla (27. 3%) and anaem1a (14.0%). The most commonly repor”ced serious

pyrexia (4 0%), 1ower resplratory tract infection (2. 9%) pulmonary ernbohsm (2. 9%)
influenza (2.9%), and acute kidney injury (2.9%).

» Pomalidomide in combination with dexamethasone

The most commonly reported adverse reactions in clinical studies have been blood and
lymphatic system disorders including anaemia (45.7%), neutropenia (45.3%) and
thrombocytopenia (27%); in general disorders and administration site conditions including
fatigue (28.3%), pyrexia (21%) and oedema peripheral (13%); and in infections and
infestations including pneumonia (10.7%). Peripheral neuropathy adverse reactions were
reported in 12.3% of patients and venous embolic or thrombotic (VTE) adverse reactions were
reported in 3.3% of patients. The most commonly reported Grade 3 or 4 adverse reactions were
in the blood and lymphatic system disorders including neutropenia (41.7%), anaemia (27%)
and thrombocytopenia (20.7%); in infections and infestations including pneumonia (9%); and
in general disorders and administration site conditions including fatigue (4.7%), pyrexia (3%)
and oedema peripheral (1.3%). The most commonly reported serious adverse reaction was
pneumonia (9.3%). Other serious adverse reactions reported included febrile neutropenia
(4.0%), neutropenia (2.0%), thrombocytopenia (1.7%) and VTE adverse reactions (1.7 %).

Adverse reactions tended to occur more frequently within the first 2 cycles of treatment with
pomalidomide.

Tabulated list of adverse reactions

» Pomalidomide in combination with bortezomib and dexamethasone

In randomised study CC-4047-MM-007, 278 patients received pomalidomide, bortezomib and
dexamethasone (Pom+Btz+Dex arm). See section 4.2 for dosing information.

The adverse reactions observed in patients treated with pomalidomide in combination with
bortezomib and dexamethasone are listed in Table 7 by system organ class (SOC) and
frequency for all adverse reactions and for Grade 3 or 4 adverse reactions.

Frequencies for Pom+Btz+Dex (any grade) are defined in accordance with current guidance,
as: very common (=1/10), common (>1/100 to <1/10) and uncommon (>1/1,000 to <1/100).

Table 7. All Adverse Reactions (ADRs) reported in clinical trial MM-007 in patients
treated with pomalidomide in combination with bortezomib and dexamethasone.

iSystem Organ Class/ All Adverse Reactions /Frequency :Grade 3—4 Adverse Reactions
Preferred Term /Frequency




Infections and infestations

Very Common
Pneumonia

Bronchitis

Upper respiratory tract infection
Viral upper respiratory tract infection
Common

Sepsis

Septic shock

Very Common

Pneumonia

Common

Sepsis

Septic shock

Clostridium difficile colitis
Bronchitis

Upper respiratory tract infection

Clostridium difficile colitis
Respiratory tract infection
Lower respiratory tract infection
Lung infection

Influenza

Bronchiolitis

Urinary tract infection

‘Respirafory fract infection

Lower respiratory tract infection
Lung infection

Influenza

Bronchiolitis

Urinary tract infection

Neoplasms benign,
malignant and unspecified
(incl cysts and polyps)

Common
Basal cell carcinoma

Blood and lymphatic

Very Common

Very Common

system disorders Neutropenia Neutropenia
Thrombocytopenia Thrombocytopenia
Leucopenia Anaemia
Anaemia Common
Common Febrile neutropenia
Febrile neutropenia Leucopenia
Lymphopenia Lymphopenia

Metabolism and nutrition Very Common Common

disorders Hypokalaemia Hypokalaemia
Hyperglycaemia Hyperglycaemia
Common Hypomagnaesaemia
Hypomagnesaemia Hypocalcaemia
Hypocalcaemia Hypophosphataemia
Hypophosphataemia Hyperkalaemia
Hyperkalaemia Hypercalcaemia
Hypercalcaemia

Psychiatric disorders Very Common Common
Insomnia Depression
Common Insomnia
Depression

Nervous system disorders Very Common Common
Peripheral sensory neuropathy Syncope

Dizziness

Peripheral sensory neuropathy

Tremor Peripheral sensorimotor neuropathy
Common Uncommon
Syncope Dizziness
Peripheral sensorimotor neuropathy Tremor
Paraesthesia
Dysgeusia
Eye disorders Common Common
Cataract Cataract
Cardiac disorders Common Common
Atrial fibrillation Atrial fibrillation
Vascular disorders Common Common
Deep vein thrombosis Hypotension
Hypotension Hypertension
Hypertension Uncommon

Deep vein thrombosxs =




Respiratory, thoracic and

E%Very Common W

‘Common

§ 1

i and

mediastinal disorders ‘Dyspnoea Pulmonary embolism
: Cough Dyspnoea
Common
Pulmonary embolism ‘
Gastrointestinal disorders |Very Common Common
Diarrhoea Diarrhoea
Vomiting Vomiting
Nausca Abdominal pain
Constipation ‘Constipation
Common Uncommon
Abdominal pain Abdominal pain upper
Abdominal pain upper Stomatitis
Stomatitis Nausea
Dry mouth Abdominal distension
Abdominal distension
Skin and subcutaneous Common Common
tissue disorders Rash Rash
Musculoskeletal and Very Common Common
connective tissue disorders Muscular weakness Muscular weakness
Back pain Back pain
Common Uncommon
Bone pain Bone pain
Muscle spasms
Renal and urinary Common Common
disorders Acute kidney injury Acute kidney injury
Chronic kidney injury Chronic kidney injury
Urinary retention Urinary retention
General disorders and Very Common Common
administration site Fatigue Fatigue
conditions Pyrexia Pyrexia
Oedema peripheral Non-cardiac chest pain
Common Oedema peripheral
Non-cardiac chest pain Oedema
Oedema
Investigations Common Common
Alanine aminotransferase increased Weight decreased
Weight decreased Uncommon

Alanine aminotransferase increased

Injury, poisoning and
procedural complications

Common
Fall

Uncommon

Fall

Tabulated list of adverse reactions

» Pomalidomide in combination with dexamethasone

In randomised study CC-4047-MM-003, 302 patients with relapsed and refractory multiple
myeloma were exposed to 4 mg pomalidomide administered once daily for 21 days of each
28—day cycle in combination with a weekly low dose of dexamethasone.

The adverse reactions observed in patients treated with pomalidomide plus dexamethasone are
listed below in Table 8 by system organ class (SOC) and frequency for all adverse reactlons
(ADRs) and for Grade 3 or 4 adverse reactions. S o

The frequencies of adverse reactions are those reported in the: Q,malidomidé"plh:s

dexamethasone arm of study CC-4047-MM-003 (n = 302). Within each

)C and frequency



grouping, adverse reactions are presented in order of decreasing seriousness. Frequencies are
defined in accordance with current guidance, as: very common (> 1/10), common (= 1/100 to
< 1/10) and uncommon (> 1/1,000 to < 1/100).

Table 8. ADRs reported in clinical study MM-003 in patients treated with pomalidomide
in combination with dexamethasone.

System Organ Class/ All ADRs/Frequency Grade 3—4 ADRs/Frequency
Preferred Term
Infections and infestations Yery Common Common
Pneumonia (bacterial, viral and fungal Neutropenic sepsis
infections, including opportunistic Pneumonia (bacterial, viral and fungal
infections) infections, including opportunistic
Common infections)
Neutropenic sepsis Bronchopneumonia
Bronchopneumonia Respiratory tract infection
Bronchitis Upper respiratory tract infection
Respiratory tract infection Uncommon
Upper respiratory tract infection Bronchitis
Nasopharyngitis Herpes zoster
Herpes zoster
Neoplasms benign, Uncommon Uncommon
malignant and unspecified Basal cell carcinoma of the skin, Basal cell carcinoma of the skin,
(incl cysts and polyps) Squamous cell carcinoma of the skin Squamous cell carcinoma of the skin
Blood and lymphatic Very Common Very Common
system disorders Neutropenia Neutropenia
Thrombocytopenia Thrombocytopenia
Leucopenia Anaemia
Anaemia Common
Common Febrile neutropenia
Febrile neutropenia Leucopenia
Metabolism and nutrition Yery Common Common
disorders Decreased appetite Hyperkalaemia
Common Hyponatraemia
Hyperkalaemia Uncommon
Hyponatraemia Decreased appetite
Psychiatric disorders Common Common
Confusional state Confusional state
Nervous system disorders |Common Common
Depressed level of consciousness Depressed level of consciousness
Peripheral sensory neuropathy Uncommon
Dizziness Peripheral sensory neuropathy
Tremor ‘Dizziness
‘Tremor
Ear and labyrinth Common Common
disorders Vertigo Vertigo
Vascular disorders Common Uncommon
Deep vein thrombosis Deep vein thrombosis
‘Respiratory, thoracic and |Very Common Common
mediastinal disorders Dyspnoea Dyspnoea
Cough Uncommon
Common Pulmonary embolism
Pulmonary embolism Cough :




Castrointestinal disorders

Very Common

Common

Diarrhoea Diarrhoea
Nausea Vomiting
i Constipation Constipation
Common Uncommon
Vomiting Nausea
Gastrointestinal haemorrhage Gastrointestinal haemorrhage
Hepatobiliary disorders Uncommon Uncommon
ITyperbilirubinaemia Hyperbilirubinaciia
Skin and subcutaneous Common Common
tissue disorders Rash Rash
Pruritus
Musculoskeletal and Very Common Common
connective tissue disorders Bone pain Bone pain
Muscle spasms Uncommon
Muscle spasms
Renal and urinary Common Common
disorders Renal failure Renal failure
Urinary retention Uncommon

Urinary retention

Neutrophil count decreased

White blood cell count decreased
Platelet count decreased

Alanine aminotransferase increased

Reproductive system and | Common Common
breast disorders Pelvic pain Pelvic pain
General disorders and Very Common Common
administration site Fatigue Fatigue
conditions Pyrexia Pyrexia

Oedema peripheral Oedema peripheral
Investigations Common Common

Neutrophil count decreased

White blood cell count decreased
Platelet count decreased

Alanine aminotransferase increased

Tabulated list of post-marketing adverse reactions

In addition to the above adverse reactions identified from the pivotal clinical trials, the
following Table 9 is derived from data gathered from post-marketing surveillance.

Frequencies are defined in accordance with current guidance, as: very common (> 1/10),
common (= 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100) and not known (frequency
cannot be determined).

Table 9. ADRs reported in post-marketing use in patients treated with pomalidomide.

Grade 3—4 Adversé Reactions 4
_ /Frequency

System Organ Class/ All Adverse Reactions /Frequency

Preferred Term

Not Known
Hepatitis B reactivation

%Infections and infestations Not Known

Hepatitis B reactivation

Blood and lymphatic Common Common

system disorders Pancytopenia Pancytopenia

Immune system disorders Common Uncommon
Angioedema Angioedema
Urticaria Urticaria

‘Not Known
Anaphylactic reaction

Not Known P
Anaphylactic reaction”

Endocrine disorders Uncommon




:Uncommon
‘Tumour lysis syndrome

Hypothyroidism
Metabolism and nutrition ‘Common Common
disorders Hyperuricaemia Hyperuricaemia

Uncommon
Tumour lysis syndrome

Nervous system disorders

‘Common

Intracranial haemorrhage

Uncommon
Cerebrovascular accident

tranranial

HCOHT

‘Cerebrovascular accident

I hoamarbhooga
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Cardiac disorders

‘Common

Cardiac failure
Atrial fibrillation
Myocardial infarction

Common

Cardiac failure

Atrial fibrillation
Uncommon
Myocardial infarction

Respiratory, thoracic and
mediastinal disorders

Common
Epistaxis
Interstitial lung disease

Uncommon
Epistaxis
Interstitial lung disease

tissue disorders

Drug Reaction with Eosinophilia and
Systemic Symptoms

Toxic Epidermal Necrolysis
Stevens-Johnson Syndrome

Hepatobiliary disorders  Uncommon
Hepatitis
Skin and subcutaneous Not Known Not Known

Drug Reaction with Eosinophilia and
Systemic Symptoms

Toxic Epidermal Necrolysis
Stevens-Johnson Syndrome

Investigations

Common
Blood uric acid increased

Uncommon
Blood uric acid increased

Description of selected adverse reactions

Teratogenicity

Pomalidomide is structurally related to thalidomide. Thalidomide is a known human
teratogenic active substance that causes severe life-threatening birth defects. Pomalidomide
was found to be teratogenic in both rats and rabbits when administered during the period of
major organogenesis (see sections 4.6 and 5.3). If pomalidomide is taken during pregnancy, a
teratogenic effect of pomalidomide in humans is expected (see section 4.4).

Neutropenia and thrombocytopenia

In patients receiving combination therapy with pomalidomide in clinical studies, neutropenia
occurred in up to 46.8% of patients (41.7% Grade 3 or 4). Neutropenia did not lead to
pomalidomide discontinuation in any patient and was infrequently serious.

Febrile neutropenia (FN) was reported in 3.2-6.7% of patients and was serious in 1.8-4.0% of
patients (see section 4.2 and 4.4).

In patients receiving combination therapy with pomalidomide in clinical studies,
thrombocytopenia occurred in 27.0-36.7% of patients. Thrombocytopenia was Grade 3 or 4 in
20.7-27.3% of patients, led to pomalidomide discontinuation in 0.7% of patients and was
serious in 0.4-1.7% of patients (see sections 4.2 and 4.4).

Neutropenia and thrombocytopenia tended to occur more frequently within the first-2.cycles of
treatment with pomalidomide. ; e LY

Infection




Infection was the most common non haematological toxicity.

In patients receiving combination therapy with pomalidomide in clinical studies, infection
occurred in 55.0-80.2% of patients (24.0-30.9% Grade 3 or 4). Upper respiratory tract infection
and pneumonia were the most frequently occurring infections. Fatal infections (Grade 5)
occurred in 2.7-4.0% of patients. Infections led to pomalidomide discontinuation in 2.0-2.9%
of patients.

v

Thromboembolic events

Prophylaxis with acetylsalicylic acid (and other anticoagulants in high risk patients) was
mandatory for all patients in clinical studies. Anticoagulation therapy (unless contraindicated)
1s recommended (see section 4.4).

In patients receiving combination therapy with pomalidomide in clinical studies, venous
thromboembolic events (VTE) occurred in 3.3-11.5% of patients (1.3-5.4% Grade 3 or 4). VTE
was reported as serious in 1.7-4.3% of patients, no fatal reactions were reported, and VTE was
associated with pomalidomide discontinuation in up to 1.8% of patients.

Peripheral neuropathy
* Pomalidomide in combination with bortezomib and dexamethasone

Patients with ongoing peripheral neuropathy > Grade 2 with pain within 14 days prior to
randomisation were excluded from clinical trials. Peripheral neuropathy occurred in 55.4 % of
patients (10.8% Grade 3; 0.7% Grade 4). Exposure-adjusted rates were comparable across
treatment arms. Approximately 30% of the patients experiencing peripheral neuropathy had a
history of neuropathy at baseline. Peripheral neuropathy led to discontinuation of bortezomib
in approximately 12.9% of patients, pomalidomide in 1.8% and dexamethasone in 2.2 - 8.9%
of patients, respectively. Refer also to the bortezomib SmPC.

* Pomalidomide in combination with dexamethasone

Patients with ongoing peripheral neuropathy > Grade 2 were excluded from clinical studies.
Peripheral neuropathy occurred in 12.3% of patients (1.0% Grade 3 or 4). No peripheral
neuropathy reactions were reported as serious, and peripheral neuropathy led to dose
discontinuation in 0.3% of patients (see section 4.4).

Haemorrhage

Haemorrhagic disorders have been reported with pomalidomide, especially in patients with risk
factors such as concomitant medicinal products that increase susceptibility to bleeding.
Haemorrhagic events have included epistaxis, intracranial haemorrhage and gastrointestinal
haemorrhage.

Allergic reactions and severe skin reactions

Angioedema, anaphylactic reaction and severe cutaneous reactions including SJS, TEN and
DRESS have been reported with the use of pomalidomide. Patients with a history of severe
rash associated with lenalidomide or thalidomide should not receive pomalidomide (see section
4.4).

Paediatric population

Adverse reactions reported in paediatric patients (aged 4 to 18 yearyfs)ii{(it‘h recurrent or
progressive brain tumours were consistent with the known pomalidomide safety profile in adult
patients (see section 5.1). £ e >4 L7




Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the henefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme
Website: www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play
or Apple App Store.
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4.9 Overdose

Pomalidomide doses as high as 50 mg as a single dose in healthy volunteers, and 10 mg as
once-daily multiple doses in multiple myeloma patients have been studied without reported
serious adverse reactions related to overdose. In studies, pomalidomide was found to be
removed by haemodialysis.

In the event of overdose, supportive care is advised.
5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, Other immunosuppressants, ATC code:
L04AX06

Mechanism of action

Pomalidomide has direct anti-myeloma tumoricidal activity, immunomodulatory activities and
inhibits stromal cell support for multiple myeloma tumour cell growth. Specifically,
pomalidomide inhibits proliferation and induces apoptosis of haematopoietic tumour cells.
Additionally, pomalidomide inhibits the proliferation of lenalidomide-resistant multiple
myeloma cell lines and synergises with dexamethasone in both lenalidomide-sensitive and
lenalidomide-resistant cell lines to induce tumour cell apoptosis. Pomalidomide enhances T
cell- and natural killer (NK) cell-mediated immunity and inhibits production of pro-
inflammatory cytokines (e.g., TNF-a and IL-6) by monocytes. Pomalidomide also inhibits
angiogenesis by blocking the migration and adhesion of endothelial cells.

Pomalidomide binds directly to the protein cereblon (CRBN), which is part of an E3 ligase
complex that includes deoxyribonucleic acid (DNA) damage-binding protein 1(DDB1), cullin
4 (CULA4), and regulator of cullins-1 (Rocl), and can inhibit the auto-ubiquitination of CRBN
within the complex. E3 ubiquitin ligases are responsible for the poly-ubiquitination of a variety
of substrate proteins, and may partially explain the pleiotropic cellular effects observed with
pomalidomide treatment.

In the presence of pomalidomide in vitro, substrate proteins Aiolos and Ikaros are targeted for
ubiquitination and subsequent degradation leading to direct cytotoxic and immunomodulatory
effects. In vivo, pomalidomide therapy led to reduction in the levels of Ikaros in patients with
relapsed lenalidomide-refractory multiple myeloma.

Clinical efficacy and safety

* Pomalidomide in combination with bortezomib and dexamethasone

The efficacy and safety of pomalidomide in combination with bortezomib..and low-dose
dexamethasone (Pom+Btz+LD-Dex) was compared with bortézomib. and™ low-dose
dexamethasone (Btz+LD-Dex) in a Phase IIT multi-centre, randomiéé@i;‘“‘bpen—labe} study (CC-
4047-MM-007), in previously treated adult patients with multiple;myeloma, who had received



at least one prior regimen, including lenalidomide and have demonstrated disease progression
on or after the last therapy. A total of 559 patients were enrolled and randomised in the study:
281 in the Pom+Btz+LD-Dex arm and 278 in the Btz+LD-Dex arm. 54% of patients were male
with median age for the overall population of 68 years (min, max: 27, 89 years). Approximately
70% of patients were refractory to lenalidomide (71.2% in Pom+Btz+LD-Dex, 68.7 % in
Btz+LD-Dex). Approximately 40% of patients were in 1% relapse and approximately 73% of
patients received bortezomib as prior treatment.
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Patients in the Pom+Btz+LD-Dex arm were administered 4 mg pomalidomide orally on Days
1 to 14 of each 21-day cycle. Bortezomib (1.3 mg/m*/dose) was administered to patients in
both study arms on Days 1, 4, 8 and 11 of a 21-day cycle for Cycles 1 to 8; and on Days 1 and
8 of a 21-day cycle for Cycles 9 and onwards. Low-dose dexamethasone (20 mg/day [< 75
years old] or 10 mg/day [> 75 years old]) was administered to patients in both study arms on
Days 1,2,4,5,8,9, 11 and 12 of a 21-day cycle for Cycles 1 to 8: and on Days 1,2, 8 and 9
of each subsequent 21-day cycle from Cycles 9 onwards. Doses were reduced and treatment
was temporarily interrupted or stopped as needed to manage toxicity (see section 4.2).

The primary efficacy endpoint was Progression Free Survival (PFS) assessed by an
Independent Response Adjudication Committee (IRAC) according to the IMWG criteria using
the intent to treat population (ITT). A fter a median follow-up of 15.9 months, median PFS time
was 11.20 months (95% CI: 9.66, 13.73) in the Pom+Btz+LD-Dex arm. In the Btz+LD-Dex
arm, median PFS time was 7.1 months (95% CI: 5.88, 8.48).

Summary of overall efficacy data are presented in Table 10 using a cut-off date of 26 Oct 2017.
Kaplan-Meier curve for PFS for the ITT population is provided in Figure 1.

Table 10. Summary of overall efficacy data

e T
) ) _(N=28) (N=278)
i’FS (months)

Median * time (95% CI) ® 11.20 (9.66, 13.73) g 7.10 (5.88, 8.48)
HR © (95% CI), p-value ¢ 0.61 (0.49, 0.77), <0.0001

'ORR, n (%) 82.2 % ] 50.0%

SCR 9(3.2) 2(0.7)

CR 35 (12.5) 9(3.2)
VGPR 104 (37.0) 40 (14.4)

PR 83 (29.5) 88 (31.7)

IOR (95% CI) <, p-valuer 5.02 (3.35, 7.52), <0.001

DoR (months)

Median: time (95% CI) » 13.7 (10.94, 18.10) 10.94 (8.11, 14.78)
T o 137 (1 pEri T,

Btz = bortezomib; CI = Confidence interval; CR = Complete response; DoR = Duration of response; HR =
Hazard Ratio; LD-Dex = low-dose dexamethasone; OR = Odds ratio; ORR = Overall response rate; PFS =
Progression free survival; POM = pomalidomide; PR = Partial Response; sCR = Stringent complete response
VGPR = Very good partial response.

* The median is based on the Kaplan-Meier estimate.

®95% CI about the median.

¢ Based on Cox proportional hazards model.

4 The p-value is based on a stratified log-rank test.

¢ Odds ratio is for Pom+Btz+LD-Dex:Btz+LD-Dex. G Uhaing 2

" The p-value is based on a CMH test, stratified by age (<=75 vs >75), Prior number of antimyeloma regimens (1
vs >1), and Beta-2 microglobulin at screening (< 3.5 mg/L versus > 3.5 mg/L — < 5.5 mg/L versus > 5.5 mg/L).



The median duration of treatment was 8.8 months (12 treatment cycles) in the Pom+Btz+LD-
Dex arm and 4.9 months (7 treament cycles) in the Btz+LD-Dex arm.

The PFS advantage was more pronounced in patients who received only one prior line of
therapy. In patients who received 1 prior antimyeloma line, median PFS time was 20.73 months
(95% CI: 15.11, 27.99) in the Pom + Btz + LD-Dex arm and 11.63 months (95% CI: 7.52,

15.74) in the Btz + LD-Dex arm. A 46% risk reduction was observed with Pom T Biz T LD-
Dex treatment (HR = 0.54, 95% CI: 0.36, 0.82).

Figure 1. Progression Free Survival Based on IRAC Review of Response by IMWG
Criteria (Stratified Log Rank Test) (ITT Population).

Data cutoff: 26 Oct 2017

As per an interim analysis for Overall Survival (OS), using a cut-off of 15 September 2018
(median follow-up period of 26.2 months), median OS time from Kaplan-Meier estimates was
40.5 months for the Pom + Btz + LD-Dex arm and 30.5 months for the Btz -+ LD-Dex arm; HR
=0.91, 95% CI: 0.70, 1.18, with an overall event rate of 43.3%.

* Pomalidomide in combination with dexamethasone

The efficacy and safety of pomalidomide in combination with dexamethasone were evaluated
in a Phase III multi-centre, randomised, open-label study (CC-4047-MM-003), where
pomalidomide plus low-dose dexamethasone therapy (Pom+LD-Dex) was compared to high-
dose dexamethasone alone (HD-Dex) in previously treated adult patients with relapsed and
refractory multiple myeloma, who have received at least two prior treatment regimens,
including both lenalidomide and bortezomib, and have demonstrated disease progression on
the last therapy. A total of 455 patients were enrolled in the study: 302 in the Pom+LD-Dex
arm and 153 in the HD-Dex arm. The majority of patients were male (59%) and white (79%);
the median age for the overall population was 64 years (min, max: 35, 87 years).

Patients in the Pom+LD-Dex arm were administered 4 mg pomalidomidé oralIyon days 1 to
21 of each 28-day cycle. LD-Dex (40 mg) was administered once per day.on days 158, 15 and
22 of a 28-day cycle. For the HD-Dex arm, dexamethasone (40 mg) W"asaadminist/e“rfd‘pncég‘per




day on days 1 through 4, 9 through 12, and 17 through 20 of a 28-day cycle. Patients > 75 years
of age started treatment with 20 mg dexamethasone. Treatment continued until patients had
disease progression.

The primary efficacy endpoint was progression free survival by International Myeloma
Working Group (IMWG criteria). For the intention to treat (ITT) population, median PFS time
by Independent Review Adjudication Committee (IRAC) review based on IMWG criteria was

B
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1577 weeks (95% € 13020 D the Pormr+1-D-Dex armT; theestimated-26=-week event=free
survival rate was 35.99% (+3.46%). In the HD-Dex arm, median PFS time was 8.0 weeks (95%
CI: 7.0, 9.0); the estimated 26-week event-free survival rate was 12.15% (+3.63%).

PFS was evaluated in several relevant subgroups: gender, race, ECOG performance status,
stratification factors (age, disease population, prior anti-myeloma therapies [2, > 2]), selected
parameters of prognostic significance (baseline beta-2 microglobulin level, baseline albumin
levels, baseline renal impairment, and cytogenetic risk), and exposure and refractoriness to
prior anti-myeloma therapies. Regardless of the subgroup evaluated, PFS was generally
consistent with that observed in the ITT population for both treatment groups.

PFS is summarised in Table 11 for the ITT population. Kaplan-Meier curve for PFS for the
ITT population is provided in F igure 2.

Table 11. Progression Free Survival Time by IRAC Review Based on IMWG Criteria
(Stratified Log Rank Test) ITT Population)

Pom+LD-Dex HD-Dex
(N=302) (N=153)

i’rogression free survival (PFS), N 302 (100.0) 153 (100.0)
Censored, n (%) ‘ 138 (45.7) , 50 (32.7)
Progressed/Died, n (%) 164 (54.3) 103 (67.3)
Progressigg Free Survival Time (weeks)
Median: 15.7 " 8.0
Two sided 95% CI» | [13.0, 20.1] [7.0,9.0]
Hazard Ratio (Pom+LD-Dex:HD-Dex) 2-Sided 95% CI <. 0.45[0.35,0.59]
ng—RaI;k Test Two sided P-Valuekd ‘ <0.001

Note: CI=Confidence interval; IRAC=Independent Review Adjudication Committee; NE = Not Estimable.

* The median is based on Kaplan-Meier estimate.

* 95% confidence interval about the median progression free survival time.

¢ Based on Cox proportional hazards model comparing the hazard functions associated with treatment groups,
stratified by age

(<75 vs >75),diseases population (refractory to both lenalidomide and bortezomib vs not refractory to both
active substances), and prior number of anti myeloma therapy (=2 vs >2).

¢ The p-value is based on a stratified log-rank test with the same stratification factors as the above Cox model.
Data cutoff: 07 Sep 2012




Figure 2. Progression Free Survival Based on IRAC Review of Response by IMWG
Criteria (Stratified Log Rank Test) (ITT Population)
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Data cutoff: 07 Sep 2012

Overall Survival was the key secondary study endpoint. A total of 226 (74.8%) of the Pom +
LD-Dex patients and 95 (62.1%) of the HD-Dex patients were alive as of the cutoff date (07
Sep 2012). Median OS time from Kaplan-Meier estimates has not been reached for the Pom +
LD-Dex, but would be expected to be at least 48 weeks, which is the lower boundary of the
95% CI. Median OS time for the HD-Dex arm was 34 weeks (95% CI: 23.4, 39.9). The 1-year
event free rate was 52.6% (+ 5.72%) for the Pom + LD-Dex arm and 28.4% (= 7.51%) for the
HD-Dex arm. The difference in OS between the two treatment arms was statistically significant
(p <0.001).

Overall survival is summarised in Table 12 for the ITT population. Kaplan-Meier curve for OS
for the ITT population is provided in Fi gure 3.

Based on the results of both PFS and OS endpoints, the Data Monitoring Committee established
for this study recommended that the study be completed and patients in the HD-Dex arm be
crossed over to the Pom + LD-Dex arm.

Table 12. Overall Survival: ITT Population

Statistics Pom+LD-Dex HD-Dex
(N=302) (N=153)
: : N 302 (100.0) 153 (100.0)
Censored  n%) | 226(748) | 95(62.1)
Died : n (%)  76(25.2) 58 (37.9)
‘Survival Time (weeks) - Medians NE  Lonoe, 34.0
‘ ” Two sided 95% CIb [48.1, NE] ' {  [23.4.39.9]
Hazard Ratio (Pom+LD-Dex:HD-Dex) [Two sided 95% CI] £.053[0.37,0.74] & 2,
Log-Rank Test Two sided P-Valuet “ i 20801y gy B




Note: CI=Confidence interval. NE = Not Estimable.

* The median is based on Kaplan-Meier estimate.

®95% confidence interval about the median overall survival time.

¢ Based on Cox proportional hazards model comparing the hazard functions associated with treatment groups.
4 The p-value is based on an unstratified log-rank test.

Data cutott: 07 Sep 2012

Figure 3. Kaplan-Meier Curve of Overall Survival (ITT Population)
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* Paediatric population

In a Phase 1 single-arm, open-label, dose escalation study, the maximum tolerated dose (MTD)
and/or recommended Phase2 dose (RP2D) of pomalidomide in paediatric patients was
determined to be 2.6 mg/m?*/day administered orally on Day 1 to Day 21 of a repeated 28-day
cycle.

Efficacy was not demonstrated in a Phase 2 multi-centre, open-label, parallel-group study
conducted in 52 pomalidomide-treated paediatric patients, aged 4 to 18 years with recurrent or
progressive high-grade glioma, medulloblastoma, ependymoma or diffuse intrinsic pontine
glioma (DIPG) with primary location in the central nervous system (CNS).

In the Phase 2 study, two patients in the high-grade glioma group (N=19) achieved a response
as defined by protocol; one of these patients achieved a partial response (PR) and the other
patient achieved a long term stable disease (SD), which resulted in an objective response (OR)
and long-term SD rate of 10.5% (95% CI: 1.3, 33.1). One patient in the ependymoma group
(N=9) achieved a long-term SD which resulted in an OR and long-term SD rate of 11.1% (95%
CI: 0.3, 48.2). No confirmed OR or long-term SD was observed in any of the evaluable patients
in either the diffuse intrinsic pontine glioma (DIPG) group (N=9) or medulloblastoma group
(N=9). None of the 4 parallel groups assessed in this Phase 2 study met the primary endpoint
of objective response or long-term stable disease rate.

The overall safety profile of pomalidomide in paediatric patients was cqnéi"s‘tfgritw'ith theknown
safety profile in adults. Pharmacokinetic (PK) parameters were evaluated in an Integrated PK
Analysis of the Phase 1 and Phase 2 studies and were found to have no significant difference
to those observed in adult patients (see section 5.2). sied itecnre 59



5.2 Pharmacokinetic properties
Absorption

Pomalidomide is absorbed with a maximum plasma concentration (C, ) occurring between 2
and 3 hours and is at least 73% absorbed following administration of single oral dose. The
systemic exposure (AUC) of pomalidomide increases in an approximately linear and dose
proportional manner. Following multiple doses, pomalidomide has an accumulation ratio of 27

0 3t% on ATC;
Coadministration with a high-fat and high-calorie meal slows the rate of absorption, decreasing
mean plasma Cmax by approximately 27%, but has minimal effect on the overall extent of

absorption with an 8% decrease in mean AUC. Therefore, pomalidomide can be administered
without regard to food intake.

Distribution

Pomalidomide has a mean apparent volume of distribution (Vd/F) between 62 and 138 L at
steady state. Pomalidomide is distributed in semen of healthy subjects at a concentration of
approximately 67% of plasma level at 4 hours post-dose (approximately Timax) after 4 days of
once daily dosing at 2 mg. n vitro binding of pomalidomide enantiomers to proteins in human
plasma ranges from 12% to 44% and is not concentration dependent.

Biotransformation

Pomalidomide is the major circulating component (approximately 70% of plasma
radioactivity) in vivo in healthy subjects who received a single oral dose of ['*C]-pomalidomide
(2 mg). No metabolites were present at >10% relative to parent or total radioactivity in plasma.

The predominant metabolic pathways of excreted radioactivity are hydroxylation with
subsequent glucuronidation, or hydrolysis. In vitro, CYP1A2 and CYP3A4 were identified as
the primary enzymes involved in the CYP-mediated hydroxylation of pomalidomide, with
additional minor contributions from CYP2C19 and CYP2D6. Pomalidomide is also a substrate
of P-glycoprotein in vitro. Co-administration of pomalidomide with the strong CYP3A4/5 and
P-gp inhibitor ketoconazole, or the strong CYP3A4/5 inducer carbamazepine, had no clinically
relevant effect on exposure to pomalidomide. Co-administration of the strong CYP1A2
inhibitor fluvoxamine with pomalidomide in the presence of ketoconazole, increased mean
exposure to pomalidomide by 107% with a 90% confidence interval [91% to 124%] compared
to pomalidomide plus ketoconazole. In a second study to evaluate the contribution of a
CYP1A2 inhibitor alone to metabolism changes, co-administration of fluvoxamine alone with
pomalidomide increased mean exposure to pomalidomide by 125% with a 90% confidence
interval [98% to 157%] compared to pomalidomide alone. If strong inhibitors of CYP1A2 (e.g.
ciprofloxacin, enoxacin and fluvoxamine) are co-administered with pomalidomide, reduce the
dose of pomalidomide to 50%. Administration of pomalidomide in smokers, with smoking
tobacco known to induce the CYP1A?2 isoform, had no clinically relevant effect on exposure
to pomalidomide compared to that exposure to pomalidomide observed in non-smokers.

Based on in vitro data, pomalidomide is not an inhibitor or inducer of cytochrome P-450
isoenzymes, and does not inhibit any drug transporters that were studied. Clinically relevant
drug-drug interactions are not anticipated when pomalidomide is coadministered with
substrates of these pathways.

Elimination




Pomalidomide is eliminated with a median plasma half-life of approximately 9.5 hours in
healthy subjects and approximately 7.5 hours in patients with multiple myeloma.
Pomalidomide has a mean total body clearance (CL/F) of approximately 7-10 L/hr.

Following a single oral administration of [*C] -pomalidomide (2 mg) to healthy subjects,
approximately 73% and 15% of the radioactive dose was eliminated in urine and faeces,
respectively, with approximately 2% and 8% of the dosed radiocarbon eliminated as

pomalidomide in urine and faeces.

Pomalidomidc is cxtensively metabolised prior to cxcretion, with the resulting metabolites
eliminated primarily in the urine. The 3 predominant metabolites in urine (formed via
hydrolysis or hydroxylation with subsequent glucuronidation) account for approximately 23%,
17%, and 12%, respectively, of the dose in the urine.

CYP dependent metabolites account for approximately 43% of the total excreted radioactivity,
while non-CYP dependent hydrolytic metabolites account for 25%, and excretion of unchanged
pomalidomide accounted for 10% (2% in urine and 8% in faeces).

Population Pharmacokinetics (PK)

Based on population PK analysis using a two-compartment model, healthy subjects and MM
patients had comparable apparent clearance (CL/F) and apparent central volume of distribution
(V2/F). In peripheral tissues, pomalidomide was preferentially taken up by tumours with
apparent peripheral distribution clearance (Q/F) and apparent peripheral volume of distribution
(V3/F) 3.7-fold and 8-fold higher, respectively, than that of healthy subjects.

Paediatric population

Following a single oral dose of pomalidomide in children and young adults with recurrent or
progressive primary brain tumour, the median Tmax was 2 to 4 hours post-dose and
corresponded to geometric mean Cmax (CV%) values of 74.8 (59.4%), 79.2 (51.7%), and 104
(18.3%) ng/mL at the 1.9, 2.6, and 3.4 mg/m? dose levels, respectively. AUCo.24 and AUC,.
inf followed similar trends, with total exposure in the range of approximately 700 to 800
heng/mL at the lower 2 doses, and approximately 1200 heng/mL at the high dose. Estimates of
half-life were in the range of approximately 5 to 7 hours.

There were no clear trends attributable to stratification by age and steroid use at the MTD.

Overall, data suggest that AUC increased nearly proportional to the increase in pomalidomide
dose, while the increase in Cinax was generally less than proportional.

The pharmacokinelics of pomalidomide following oral administration dose levels of 1.9
mg/m*/day to 3.4 mg/m?/day were determined in 70 patients with ages from 4 to 20 years in an
integrated analysis of a Phase 1 and Phase 2 study in recurrent or progressive paediatric brain
tumours. Pomalidomide concentration-time profiles were adequately described with a one
compartment PK model with first-order absorption and elimination. Pomalidomide exhibited
linear and time-invariant PK with moderate variability. The typical values of CL/F, V¢/F, Ka,
lag time of pomalidomide were 3.94 L/h, 43.0 L, 1.45 h-land 0.454 h respectively. The
terminal elimination half-life of pomalidomide was 7.33 hours. Except for body surface area
(BSA), none of the tested covariates including age and sex had effect on pomalidomide PK.
Although BSA was identified as a statistically significant covariate of pomalidomide CL/F and
Vc/F, the impact of BSA on exposure parameters was not deemed clinica}\Lyﬁ»féIéVéﬁﬁ't}.-.

In general, there is no significant difference of pomalidomide PK bet

ert’children andadult
patients. 2




Elderly

Based on population pharmacokinetic analyses in healthy subjects and multiple myeloma
paticnts, no significant influence of age (19-83 ycars) on oral clecarance of pomalidomide was
observed. In clinical studies, no dose adjustment was required in elderly (> 65 years) patients
exposed to pomalidomide (see section 4.2).

Renal impairment

;o
f“‘
Vo,

Population pharmacokinetic analyses showed that the pomalidomide pharmacokinetic
parameters were not remarkably affected in renally impaired patients (defined by creatinine
clearance or estimated glomerular filtration rate [eGFR]) compared to patients with normal
renal function (CrCl >60 mL/minute). Mean normalised AUC exposure to pomalidomide was
98.2% with a 90% confidence interval [77.4% to 120.6%] in moderate renal impairment
patients (eGFR >30 to <45 mL/minute/1.73 m2) compared to patients with normal renal
function. Mean normalised AUC exposure to pomalidomide was 100.2% with a 90%
confidence interval [79.7% to 127.0%] in severe renal impairment patients not requiring
dialysis (CrCl <30 or eGFR <30 mL/minute/1.73 m2) compared to patients with normal renal
function. Mean normalised AUC exposure to pomalidomide increased by 35.8% with a 90%
CI[7.5% to 70.0%] in severe renal impairment patients requiring dialysis (CrCl <30mL/minute
requiring dialysis) compared to patients with normal renal function. The mean changes in
exposure to pomalidomide in each of these renal impairment groups are not of a magnitude
that requires dosage adjustments.

Hepatic impairment

The pharmacokinetic parameters were modestly changed in hepatically impaired patients
(defined by Child-Pugh criteria) compared to healthy subjects. Mean exposure to
pomalidomide increased by 51% with a 90% confidence interval [9% to 110%] in mildly
hepatically impaired patients compared to healthy subjects. Mean exposure to pomalidomide
increased by 58% with a 90% confidence interval [13% to 119%] in moderately hepatically
impaired patients compared to healthy subjects. Mean exposure to pomalidomide increased by
72% with a 90% confidence interval [24% to 138%] in severely hepatically impaired patients
compared to healthy subjects. The mean increases in exposure to pomalidomide in each of
these impairment groups are not of a magnitude for which adjustments in schedule or dose arc
required (see section 4.2).

5.3 Preclinical safety data
Repeat-dose toxicology studies

In rats, chronic administration of pomalidomide at doses of 50, 250, and 1000 mg/kg/day for 6
months was well tolerated. No adverse findings were noted up to 1000 mg/kg/day (175-fold
exposure ratio relative to a 4 mg clinical dose).

In monkeys, pomalidomide was evaluated in repeat-dose studies of up to 9 months in duration.
In these studies, monkeys exhibited greater sensitivity to pomalidomide effects than rats. The
primary  toxicities  observed in  monkeys were  associated  with  the
haematopoietic/lymphoreticular systems. In the 9-month study in monkeys with doses of 0.05,
0.1, and 1 mg/kg/day, morbidity and early euthanasia of 6 animals were observed at the dose
of 1 mg/kg/day and were attributed to immunosuppressive effects (staphylococcal infection,
decreased peripheral blood lymphocytes, chronic inflammation of the large intestine;histologic
lymphoid depletion, and hypocellularity of bone marrow) at high exposu;g:§Qﬂpomal,igiomide
(15-fold exposure ratio relative to a 4 mg clinical dose). These immuﬁb§ﬁppressive cffects
resulted in early euthanasia of 4 monkeys due to poor health co{n}di“fion (wat,e;r.}.,gi i:s‘tQOI,




inappetence, reduced food intake, and weight loss); histopathologic evaluation of these animals
showed chronic inflammation of the large intestine and villous atrophy of the small intestine.
Staphylococcal infection was observed in 4 monkeys; 3 of these animals responded to antibiotic
treatment and 1 died without treatment. In addition, findings consistent with acute
myelogenous leukemia led to euthanasia of 1 monkey, clinical observations and clinical
pathology and/or bone marrow alterat10ns observed in th1s ammal were con51stent with

and (JUT were also observed at | mg/kg/day Evaluatlon of recovery ammals 1nd1cated that all
trcatment-rclated findings were reversible after 8 wecks of dosing cessation, cxcept for
proliferation of intrahepatic bile ducts observed in 1 animal in the 1 mg/kg/day group. The No
Observed Adverse Effect Level (NOAEL) was 0.1 mg/kg/day (0.5-fold exposure ratio relative
to a 4 mg clinical dose).

Genotoxicity/carcinogenicity

Pomalidomide was not mutagenic in bacterial and mammalian mutation assays, and did not
induce chromosomal aberrations in human peripheral blood lymphocytes or micronuclei
formation in polychromatic erythrocytes in bone marrow of rats administered doses up to 2000
mg/kg/day. Carcinogenicity studies have not been conducted.

Fertility and early embryonic development

In a fertility and early embryonic development study in rats, pomalidomide was administered
to males and females at dosages of 25, 250, and 1000 mg/kg/day. Uterine examination on
Gestation Day 13 showed a decrease in mean number of viable embryos and an increase in
postimplantation loss at all dosage levels. Therefore, the NOAEL for these observed effects
was < 25 mg/kg/day (AUC 24n was 39960 ngeh/mL (nanogramehour/millilitres) at this lowest
dose tested, and the exposure ratio was 99-fold relative to a 4 mg clinical dose). When treated
males on this study were mated with untreated females, all uterine parameters were comparable
to the controls. Based on these results, the observed effects were attributed to the treatment of
females.

Embryo-foetal development

Pomalidomide was found to be teratogenic in both rats and rabbits when administered during
the period of major organogenesis. In the rat embryofoetal developmental toxicity study,
malformations of absence of urinary bladder, absence of thyroid gland, and fusion and
misalignment of lumbar and thoracic vertebral elements (central and/or neural arches) were
observed at all dosage levels (25, 250, and 1000 mg/kg/day).

There was no maternal toxicity observed in this study. Therefore, the maternal NOAEL was
1000 mg/kg/day, and the NOAEL for developmental toxicity was <25 mg/kg/day (AUCa4n was
34340 ngeh/mL on Gestation Day 17 at this lowest dose tested, and the exposure ratio was 85-
fold relative to a 4 mg clinical dose). In rabbits, pomalidomide at dosages ranging from 10 to
250 mg/kg produced embryo-foetal developmental malforma tions. Increased cardiac
anomalies were seen at all doses with significant increases at 250 mg/kg/day. At 100 and 250
mg/kg/day, there were slight increases in post-implantation loss and slight decreases in fetal
body weights. At 250 mg/kg/day, fetal malformations included limb anomalies (flexed and/or
rotated fore- and/or hindlimbs, unattached or absent digit) and associated skeletal
malformations (not ossified metacarpal, misaligned phalanx and metacarpal; absent digit, not
ossified phalanx, and short not ossified or bent tibia); moderate dilation of the lateral ventricle
in the brain; abnormal placement of the right subclavian artery; absent i’_n',tjeffnediate lobe in the
lungs; low-set kidney; altered liver morphology; incompletely or,%_‘no:f _ossified ;pelvis; an
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increased average for supernumerary thoracic ribs and a reduced average for ossified tarsals.
Slight reduction in maternal body weight gain, significant reduction in triglycerides, and
significant decrease in absolute and relative spleen weights were observed at 100 and 250
mg/kg/day. The maternal NOAEL was 10 mg/kg/day, and the developmental NOAEL was <10
mg/kg/day (AUC24n was 418 ngeh/mL on Gestation Day 19 at this lowest dose tested, which
was similar to that obtained from a 4 mg clinical dose).

6. Pharmaceutical parficulars

6.1 List of excipients
Capsule content:
Mannitol

Pregelatinized starch
Croscarmellose sodium
Sodium stearyl fumarate

Capsule shell:
Gelatin, FD&C Blue #2, Titanium dioxide, Iron oxide yellow. 3 mg capsule shell contains

FD&C Red #3 in addition. 4 mg capsule shell does not contain Iron oxide yellow.
6.2 Incompatibilities

Not applicable.
6.3 Shelf life

3 years.

6.4 Special precautions for storage

Store at temperatures not exceeding 30°C.

6.5 Nature and contents of container
The capsules are packaged in blisters as blister of 7 capsules. 3 such blisters are packed in a
carton.

HDPE bottle of 21 capsules.
6.6 Special precautions for disposal and other handling

Capsules should not be opened or crushed. If powder from pomalidomide makes contact with
the skin, the skin should be washed immediately and thoroughly with soap and water. If
pomalidomide makes contact with the mucous membranes, they should be thoroughly flushed
with water.

Healthcare professionals and caregivers should wear disposable gloves when handling the
blister or capsule. Gloves should then be removed carefully to prevent skin exposure, placed
in a sealable plastic polyethylene bag and disposed of in accordance with local requirements.
Hands should then be washed thoroughly with soap and water. Women.who are pregnant or
suspect they may be pregnant should not handle the blister or capsule ’:(’éeefsectidn 4.4).
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Any unused medicinal product or waste material should be disposed of in accordance with
local requirements. Unused medicinal product should be returned to the pharmacist at the end
of treatment.

7. Manufactured hy
Natco Pharma Limited
Pharma Division

Kothur =309 722%

Rangareddy District

Telangana, India.

8. Caution statement:

Food, Drugs, Devices, and cosmetic act prohibits dispensing without prescription.

9. ADR Reporting

"For suspected adverse drug reaction, report to the FDA: www. fda.c0 v.ph"

10. Registration Number

12. Date of revision of pack insert

July 2021
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Package leaflet: Information for the patient
POMALID
POMALID | mg (Pomalidomide capsules | mg)
POMALID 2 mg (Pomalidomide capsules 2 mg)
POMALID 3 mg (Pomalidomide capsules 3 mg)
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POMALID 4 mg (Pomalidomide capsules 4 mg)

This medicine is subject to additional monitoring. This will allow quick identification of new

safety information. You can help by reporting any side effects you may get. See the end of

section 4 for how to report side effects.

POMALID is expected to cause severe birth defects and may lead to the death of an

unborn baby.

Do not take this medicine if you are pregnant or could become pregnant.

You must follow the contraception advice described in this leaflet.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

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

If you have any further questions, ask your doctor, pharmacist or nurse.

This medicine has been prescribed for you only. Do not pass it on to others. It may harm
them, even if their signs of illness are the same as yours,

If you get any side effects, talk to your doctor, pharmacist or nurse.

This includes any possible side effects not listed in this leaflet. See section 4.

What is in this leaflet?

ls
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1.What POMALID is and what it is used for
What POMALID is

What POMALID is and what it is used for
What you need to know before you take POMALID

. How to take POMALID

Possible side effects
How to store POMALID

Contents of the pack and other information




POMALID contains the active substance ‘Pomalidomide’. This medicine is related to
thalidomide and belongs to a group of medicines which affect the immune system (the body’s
natural defences).

What POMALID is used for?

POMALID is used to treat adults with a type of cancer called ‘multiple myeloma’.

Two other medicines - called ‘Bortezomih’ (a type of chemotherapy medicine) and
‘dexamethasone’ (an anti-inflammatory medicine) in people who have had at least one other
treatment - including Lenalidomide.

Or

One other medicine - called ‘dexamethasone’ in people whose myeloma has become worse,
despite having at least two other treatments - including Lenalidomide and Bortezomib.

What is multiple myeloma?

Multiple myeloma is a type of cancer which affects a certain type of white blood cell (called
the ‘plasma cell’). These cells grow out of control and accumulate in the bone marrow. This
results in damage to the bones and kidneys.

Multiple myeloma generally cannot be cured. However, treatment can reduce the signs and
symptoms of the disease, or make them disappear for a period of time. When this happens, it
is called ‘response’.

How POMALID works

POMALID works in a number of different ways:

* By stopping the myeloma cells developing
* By stimulating the immune system to attack the cancer cells

* By stopping the formation of blood vessels supplying the cancer cells.

The benefit of using POMALID with Bortezomib and dexamethasone

When POMALID is used with Bortezomib and dexamethasone, in people who have had at least

one other treatment, it can stop multiple myeloma getting worse:

* On average, POMALID when used with Bortezomib and dexamethasone stopped
multiple myeloma from coming back for up to 11 months - compared with 7 months
for those patients who only used Bortezomib and dexamethasone.

The benefit of using POMALID with dexamethasone

When POMALID is used with dexamethasone, in people who have ha“ least two- ot

treatments, it can stop multiple myeloma getting worse:



* On average, POMALID when used with dexamethasone stopped multiple myeloma
from coming back for up to 4 months - compared with 2 months for those patients who

used only dexamethasone.

2. What you need to know before you take POMALID Do
not take POMALID:

If you are pregnant or think you may be pregnant or are planning to become pregnant — this is
because POMALID is expected to be harmful to an unborn child. (Men and women
taking this medicine must read the section “Pregnancy, contraception and breast-feeding —

information for women and men” below).

* Ifyouare able to become pregnant, unless you follow all the necessary measures to prevent
you from becoming pregnant (see “Pregnancy, contraception and breast-feeding —
information for women and men”). If you are able to become pregnant, your doctor will
record with each prescription that the necessary measures have been taken and will provide

you with this confirmation.

* Ifyou are allergic to Pomalidomide or any of the other ingredients of this medicine (listed
in section 6). If you think you may be allergic, ask your doctor for advice.
If you are uncertain whether any of the conditions above apply to you, talk to your doctor,

pharmacist or nurse before taking POMALID.

Warnings and precautions

* Talk to your doctor, pharmacist or nurse before taking POMALID if:

You have ever had blood clots in the past. During the treatment with POMALID you have an
increased risk of getting blood clots in your veins and arteries. Your doctor may recommend
you take additional treatments (e.g. warfarin) or lower the dose of POMALID to reduce the

chance that you get blood clots.

* You have ever had an allergic reaction such as rash, itching, swelling, feeling dizzy or

trouble breathing while taking related medicines called ‘thalidomide’ or ‘Lenalidomide’.

* You have had a heart attack, have heart failure, have difficulty breathing, or if you smoke,

have high blood pressure or high cholesterol levels.

* Youhave a high total amount of tumour throughout the body, including your bone marrow.

This could lead to a condition where the tumours break down and cau «‘unusual 1evels of
chemicals in the blood which can lead to kidney failure. You may SO xpenence an uneven

heartbeat. This condition is called tumourlysis syndrome.




* You have or have had neuropathy (nerve damage causing tingling or pain in your hands or

teet).
* You have or have ever had hepatitis B infection. Treatment with POMALID may cause the
hepatitis B virus to become active again in patients who carry the virus, resulting in a

recurrence of the infection. Your doctor should check whether you have ever had hepatitis

f

Rinfection,

* you experience or have experienced in the past a combination of any of the following
symptoms: rash on face or extended rash, red skin, high fever, flu-like symptoms, enlarged
lymph nodes (signs of severe skin reaction called Drlig Reaction with Eosinophilia and
Systemic Symptoms (DRESS) or drug hypersensitivity syndrome, Toxic Epidermal
Necrolysis (TEN) or Stevens-Johnson Syndrome (SJS). See also section 4 “Possible side
effects™).

It is important to note that patients with multiple myeloma treated with Pomalidomide may

develop additional types of cancer, therefore your doctor should carefully evaluate the benefit

and risk when you are prescribed this medicine.

At the end of the treatment you should return all unused capsules to the pharmacist.

Pregnancy, contraception and breast-feeding — information for women and men The
following must be followed as stated in the POMALID Pregnancy Prevention Programme.

Women and men taking POMALID must not become pregnant or father a child. This is because
Pomalidomide is expected to harm the unborn baby. You and your partner should use effective

methods of contraception while taking this medicine.

Women

Do not take POMALID if you are pregnant, think you may be pregnant or are planning to
become pregnant. This is because this medicine is expected to harm the unborn baby. Before
starting the treatment, you should tell your doctor if you are able to become pregnant, even if
you think this is unlikely.

If you are able to become pregnant:

You must use effective methods of contraception for at least 4 weeks before starting treatment,
for the whole time you are taking treatment, and until at least 4 weeks after stopping treatment.

Talk to your doctor about the best method of contraception for you.

Each time your doctor writes a prescription for you, he will ensure you upderstand the necessary

measures that have to be taken to prevent pregnancy.



Your doctor will arrange pregnancy tests before treatment, at least every 4 weeks during

treatment, and at least 4 weeks after the treatment has finished.

If you become pregnant despite the prevention measures:

You must stop the treatment immediately and talk to your doctor strai ght away.

i
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Breasi-feeding
It is not known if POMALID passcs into human breast milk. Tell your doctor if you are breast-
feeding or intend to breast-feed. Your doctor will advise if you should stop or continue breast-

feeding.

Men
POMALID passes into human semen.

* If your partner is pregnant or able to become pregnant, you must use condoms for the whole

time you are taking treatment and for 7 days after the end of treatment.

* If your partner becomes pregnant while you are taking POMALID, tell your doctor straight
away. Your partner should also tell her doctor strai ght away.
You should not donate semen or sperm during treatment and for 7 days after the end of

treatment.

Blood donation and blood tests

You should not donate blood during treatment and for 7 days after the end of treatment. Before
and during the treatment with POMALID you will have regular blood tests. This is because
your medicine may cause a fall in the number of blood cells that help fight infection (white

cells) and in the number of cells that help to stop bleeding (platelets).

Your doctor should ask you to have a blood test:

Before treatment

Every week for the first 8 weeks of treatment

At least every month after that for as long as you are taking POMALID.

As a result of these tests, your doctor may change your dose of POMALID or stop your
treatment. The doctor may also change the dose or stop the medicine because of your general

health.

Children and adolescents
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POMALID is not recommended for use in children and young people under 18 years.

Other medicines and POMALID
Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any
other medicines. This is because POMALID can affect the way some other medicines work.

Also some other medicines can affect the way POMALID works.

In particular, tell your doclor, pharmacist or nurse before taking POMALID if you are taking
any of the following medicines:

Some antifungals such as ketoconazole

Some antibiotics (for example ciprofloxacin, enoxacin) Certain

antidepressants such as fluvoxamine.

Driving and using machines
Some people feel tired, dizzy, faint, confused or less alert when taking POMALID. If this

happens to you, do not drive or operate tools or machinery.

POMALID contains sodium

This medicine contains less than 1 mol sodium (23 mg) per capsule, therefore it is considered
essentially ‘sodium-free’.

3. How to take POMALID

POMALID must be given to you by a doctor with experience in treating multiple myeloma.
Always take your medicines exactly as your doctor has told you. Check with your doctor,
pharmacist or nurse if you are not sure.

When to take POMALID with other medicines

POMALID with Bortezomib and dexamethasone

See the leaflets that come with Bortezomib and dexamethasone for further information on their
use and effects.

POMALID, Bortezomib and dexamethasone are taken in ‘treatment cycles’. Each cycle lasts

21 days (3 weeks).

Look at the chart below to see what to take on each day of the 3-week cycle:

* Each day, look down the chart and find the correct day to see which medicines to take.
* Some days, you take all 3 medicines, some days just 2 or | medicines, and some days none

at all.

POM: Pomalid; BOR: Bortezomib; DEX: Dexamethasone
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*  After completing each 3-week cycle, start new one

* Pomalid with dexamethasone only

* See the leaflet that comes with dexamethasone for further information on its use and effects.

* Pomalid and dexamethasone are taken in ‘treatment cycles’. Each cycle lasts 28 days (4

weeks).

* Look at the chart below to see what to take on each day of the 4-week cycle:

o Each day, look down the chart and find the correct day to see which medicines to take o

Some days, you take the both the medicines, someday just 1 medicine and some days none

at all

POMA: POMALID; DEX: Dexamethasone
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After completing each 4 week cycle, start a new one.

How much POMALID to take with other medicines

Pomalid with Bortezomib and dexamethasone

The recommended starting dose of POMALID is 4 mg per day.

The recommended starting dose of Bortezomib will be worked out by your doctor and based

on your height and weight (1.3 mg/m2 body surface area).




Vi

* The recommended starting dose of dexamethasone is 20 mg per day. However, if you are

over 75, the recommended starting dose is 10 mg per day.

Pomalid with dexamethasone only
* The recommended dose of POMALLID is 4 mg per day.

* The recommended starting dose of dexamethasone is 40 mg per day. However, if you are

over 75, the recommended starting dose is 20 mg per day.
Your doctor may need to reduce the dose of Pomalid, Bortezomib or dexamethasone or stop
one or more of these medicines based on the results of your blood tests, your general condition,
other medicines you may be taking (e.g. ciprofloxacin, enoxacin and fluvoxamine) and if you
experience side effects (especially rash or swelling) from treatment.
If you suffer from liver or kidney problems your doctor will check your condition very carefully
whilst you are receiving this medicine.

How to take POMALID

* Do not break, open or chew the capsules. If powder from a broken POMALID capsule
makes contact with the skin, wash the skin immediately and thoroughly with soap and

water.

* Swallow the capsules whole, preferably with water.

* You can take the capsules either with or without food.

* Take POMALID at about the same time each day.

To remove the capsule from the blister, press only one end of the capsule out to push it
through the foil. Do not apply pressure on the centre of the capsule as this can cause it to
break.

Your doctor will advise you of how and when to take POMALID if you have kidney problems
and are receiving dialysis treatment.

Duration of the treatment with POMALID

You should continue the cycles of treatment until your doctor tells you to stop.

If you take more POMALID than you should

[f you take more POMALID than you should, talk to a doctor or g0 to a hospital straight away.
Take the medicine pack with you.

If you forget to take POMALID

[f you forget to take POMALID on a day when you should, take your next cag/sjgégasﬁ normal
the next day. Do not increase the number of capsules you take to make ups ornot takmg

POMALID the previous day.




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

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

Stop taking POMALID and see a doctor straight away if you notice any of the following

serious side effects — you may need urgent medical treatment:

Fever, chills, sore throat, cough, mouth ulcers or any other signs of infection (due to less

white blood cells, which tight infection).

Bleeding or bruising without a cause, including nosebleeds and bleeding from the bowels

or stomach (due to effects on blood cells called ‘platelets’).

Rapid breathing, rapid pulse, fever and chills, passing very little to no urine, nausea and
vomiting, confusion, unconsciousness (due to infection of blood called sepsis or septic
shock).

Severe, persistent or bloody diarrhoea (possibly with stomach pain or fever) caused by

bacteria called Clostridium difficile.

Chest pain, or leg pain and swelling, especially in your lower leg or calves (caused by blood

clots).

Shortness of breath (from serious chest infection, inflammation of the lung, heart failure or
blood clot).

Swelling of face, lips, tongue and throat, which may cause difficulty breathing (due to a
serious type of allergic reaction called angioedema).

Certain types of skin cancer (squamous cell carcinoma and basal cell carcinoma), which can

cause changes in the appearance of your skin or growths on your skin. If you notice any

changes to your skin whilst taking POMALID, tell your doctor as soon as possible.

Recurrence of hepatitis B infection, which can cause yellowing of the skin and eyes, dark
brown-coloured urine, right-sided abdominal pain, fever and feeling nauseous or being sick.

Tell your doctor straightaway if you notice any of these symptoms.

Stop taking POMALID and see a doctor straight away if you notice any of the serious side
effects listed above — you may need urgent medical treatment.
Other side effects

Very common (may affect more than 1 in 10 people):
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Shortness of breath (dyspnoea).

Infections of the lungs (pneumonia and bronchitis).

U




Infections of the nose, sinuses and throat, caused by bacteria or viruses.

Low red blood cells, which may cause anaemia leading to tiredness and weakness.

Low blood levels of potassium (hypokalaemia), which may cause weakness, muscle

1
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cramps, muscle aches, palpitations tingling or numbness, dyspnoea, mood changes

High blood levels of sugar.
Loss of appetite.

Constipation, diarrhoea or nausea.

Being sick (vomiting).

Lack of energy.

Difficulty in falling asleep or staying asleep.

Dizziness, tremor.

Muscle spasm, muscle weakness.

Bone pain, back pain.

Numbness, tingling or burning sensation to the skin, pains in hands or feet (peripheral
sensory neuropathy).

Swelling of the body, including swelling of the arms or legs.

Common (may affect up to 1 in 10 people):

Fall.

Bleeding within the skuil.

Decreased ability to move or feel (sensation) in your hands, arms, feet and legs because
of nerve damage (peripheral sensorimotor neuropathy).

Numbness, itching, and a feeling of pins and needles on your skin (paraesthesia).
A spinning feeling in your head, making it difficult to stand up and move normally.
Swelling caused by fluid.

Hives (Urticaria).

Rashes.

Itchy skin.

Shingles.

A fast and irregular heartbeat (atrial fibrillation).

Heart attack (chest pain spreading to the arms, neck, jaw, feeling S

feeling sick or vomiting).
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*  Chest pain, chest infection.

Increased blood pressure.

* A fall in the number of red and white blood cells and platelets at the same time

(pancytopenia), which will make you more prone to bleeding and bruising. You may feel

tired and weak, and short of breath and you are also more likely to get infections.
*  Decreased number of lymphocytes (one type of white blood cells) often caused by
infection (Lymphopenia).

* Low blood levels of magnesium (hypomagnesaemia), which may cause tiredness,
generalised weakness, muscle cramps, irritability and may result in low blood levels of
calcium (hypocalcaemia), which may cause numbness and, or tingling of hands, feet, or

lips, muscle cramps, muscle weakness, light-headedness, confusion.

*  Low blood level of phosphate (hypophosphataemia), which may cause muscle weakness

and irritability or confusion.

*  High blood level of calcium (hypercalcaemia), which may cause slowing reflexes and
skeletal muscle weaknesses.

*  High blood levels of potassium, which may cause abnormal heart rhythm.

*  Low blood levels of sodium, which may cause tiredness and confusion, muscle twitching,
fits (epileptic seizures) or coma.

*  Highblood levels of uric acid, which may cause a form of arthritis called gout.

*  Low blood pressure, which may cause dizziness or fainting.

*  Flu-like symptoms (influenza).

*  Sore or dry mouth.

*  Changes in the way things aste.

*  Abdominal pain, swollen abdomen.

*  Feeling confused.

*  Feeling down (depressed mood).

*  Loss of consciousness, fainting.

*  Clouding of your eye (cataract).

*  Damage to the kidney.

*  Inability to pass urine.

*  Abnormal liver test.
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*  Urinary tract infection, which may cause a burning sensation when passing urine, or a

need to pass urine more often.

*  Painin the pelvis.
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Uncommon (may affect up to 1 in 100 people):

*  Stroke.

*  Inflammation of the liver (hepatitis) which can cause itchy skin, yellowing of the skin and
the whites of the eyes (jaundice), pale coloured stools, dark coloured urine and abdominal
pain,

*  The breakdown of cancer cells resulting in the release of toxic compounds into the
bloodstream (tumorlysis syndrome). This can result in kidney problems.

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

*  Widespread rash, high body temperature, enlarged lymph nodes and other body organs
involvement (Drug Reaction with Eosinophilia and Systemic Symptoms which is also
known as DRESS or drug hypersensitivity syndrome, Toxic Epidermal Necrolysis or
Stevens-Johnson Syndrome). Stop using Pomalidomide if you develop these symptoms
and contact your doctor or seek medical attention immediately.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet.

How to store POMALID

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

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

* Do not store above 30°C.

* Do not use POMALID if you notice any damage or signs of tampering to medicine
packaging.

* Do not throw away any medicines via wastewater or household waste. Any unused

medicine should be returned to the pharmacist at the end of treatment; : ’esdmeasures

will help protect the environment.
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6. Contents of the pack and other information
— What POMALID contains

The active substance is Pomalidomide

The other ingredients are mannitol, Pregelatinized starch, Croscarmellose sodium and sodium
stearyl fumarate.




POMALID 1, 2, 3 & 4 mg hard capsule:
Each capsule contains 1 mg of Pomalidomide.
Each capsule contains 2 mg of Pomalidomide

Each capsule contains 3 mg of Pomalidomide

Y

Each capsule contains 4 mg of Pomalidomide

What POMALID looks like and contents of the pack

Pomalidomide capsule 1 mg: Dark blue cap and yellow body size “4” capsules printed with

“NAT” with white ink on cap and “1mg” with black ink on body of the capsule, contains light

yellow to yellow colored powder.

Pomalidomide capsule 2 mg: Dark blue cap and orange body size “2” capsule printed with
“NAT” with white ink on cap and “2mg” with white ink on body of the capsule, contains light

yellow to colored powder.

Pomalidomide capsule 3 mg: Dark blue cap and green body size-“2” capsule printed with

“NAT” with white ink on cap and “3mg” with white ink on body of the capsule, contains light

yellow colour to yellow colour body.

Pomalidomide capsule 4 mg: Dark blue cap and blue body size “2” capsule printed with

“NAT” with white ink on cap and “4mg” with white ink on body of the capsule, contains light

yellow to yellow colored powder.

Pomalidomide Capsules 1 mg, 2 mg, 3 mg & 4 mg content of the pack is following: 1.
Bottle Pack: 21 capsules in 75 cc HDPE bottle with 38 mm CR closure

2. Blister Pack: 7°count in PVC /Aclar film 142 mm plain aluminium foil 137x0.025

Supplier & Manufacturer: Natco  Pharma Limited
Supplier: Kothur, Rangareddy district —
Natco Pharma Limited 500928 Telangana, India.

Regd. Office: Natco House,
Road No. 2, Banjara Hills,
Hyderabad — 500 034

Tel: +91-40-23547532

Fax: +91-40-23548243

Email: brreddy@natcopharma.co.in
Manufacturer:




