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IHHOMAJII

Homaninomin kancyau 1 mr,
Homaninomia kancysn 2 mr,
[Momaninomia kancy.n 3 mr,

{r?

e e
oMamaomMit Kaneym<4-vr

1. Ha3Ba aikapceskoro 3aco0y
[Tomain

2. SIkicHuii Ta KiNbKicHMI CKJIaJ

Homaninomin kancymn 1 mr

| Kancyna tBepa MicTUTB 1 Mr oM IoOMi Ty
HMomanizomia kancyn 2mr

| Karicyia TBepiia MicTHTB 2 MT oman 11oMiny
[Homaninomia kancysn 3 mr

| Kanicya TBepaa MicTUTB 3 Mr IoMaJtiIoMi 1y
[Tomaninomin kancynu 4 mr

1 karicyna TBepa MicTHTE 4 Mr noMaiziomMiny

[ToBHuit mepenix nomomixHux PEHOBHH JMB. Y po3aii 6.1.

3. Jlikapebka ¢opma.

Kancymn tBepi.

[Tomanizomin kancyu 7 me: KaICyJii po3Mipy «4» 3 TeMHO CHHIM KOBIAYKOM i KOBTHM TiJIOM
3 HamicoM «NAT» 6inuM yopHmIOM Ha KOBIA4Ky KamcCyiH i HamucoM «1lmgy yopHHM
YOPHHJIOM Ha TiJli KaIlCyJIH, MiCTSTh IIOPOLIOK BiJl CBITIO-KOBTOrO 710 J)KOBTOTO KOJIEOPY.
Homanioomio kancynu 2 me: Karcyu po3Mipy «2» 3 TEMHO CHHIM KOBIA4KOM i OpPaHKEBUM
TinoM 3 Hamucom «NAT» Gimum HOPHHJIOM Ha KOBIAYKy KarCyJy i HalmucoM «2mg» Giim
HOPHUJIOM Ha TiJli KAIlCyJTH, MiCTSTh MOPOLIOK Bijl CRITI0-3KOBTOIO J10 )KOBTOT'O KOJILOPY.
lomanioomio kancynu 3 me: Kancymm posmipy «2» 3 TeMHO cunim KoBnagkom i 3€JIEHUM TLJIOM
3 Hamucom «NAT» 6imuM wopHmIOM Ha KOBIMAYKy KalCyjd i HamucoM «3mgy» Ginum
“OPHHJIOM Ha TLII KarCyJIH, MiCTATh OPOLIOK Bif{ CBITJIO~)KOBTOTO 10 JKOBTOIO KOJIbOpY.
Tomanioomio xancynu 4 me: Kancymu poamipy «2» 3 TeMHO cuHIM KOBIIAUKOM i cHin TiJIOM
3 HamucoM «NAT» 6inmum wopuuiom Ha KOBMAYKy KanCyJIH i HamucoM «4mgy Ginnm
HOPHHJIOM Ha TLJli KaTCyIIH, MiCTATE MOPOILIOK Bijl CRIT/IO-KOBTOrO J10 KOBTOTO KOJIBOPY.

4. Kainiuna ingopmanis:

4.1. TepaneBTu4ni noxazanns.

[Tomaninomin y xomGinamii 3 OopTe3omiboM Ta mekcaMeTa3’0HOM MoKa3aHHMil Juis JIKYBaHHA
JAOPOCIIHMX MALi€HTIB i3 MHOXHHHOIO MI€IOMOIO, sKi paHime OTPUMYBAJIIH HE MEHIIIE HiX OIUH
KypC JTiKyBaHHS, 10 BKJIOYAB JIEHATiIOMLLL.

[Tomaninomin y kom6inarnii 3 nekcamerazonom OKa3aHHH JUls JIIKYBaHHS IOPOCIHX NALiCHTIB
i3 PeLHIMBYIOHOIO Ta PedpPaKTEpPHOIO MHOKHHHOIO MI€JOMOIO, sIKi paHilie npoHmIH He
MEHIIE IBOX KYPCIB JIKyBaHHs JICHATIIOMIIOM Ta 60pTe30MiboM Ta Y SKHX-BIA3HAYAETHCA
HPOTrpeCyBaHHS 3aXBOPIOBAHHS HA TJi OCTAHHKOT Teparii. AT o)

4.2. Cnoci6 3acTocyBanus Ta x1o3m.

=



JlikyBaHHSI HEOOXIZIHO PO3MOYHHATH Ta KOHTPOJIOBATH T HAIJIAAOM JIiKapiB, ski MaroTh
JIOCBiJI JIIKYBaHHSI MHOKHHHOT Mi€JIOMH.

3ac1ocy BaHHs HEBHOT JI03M TIPOJOBKYEThCS ab0 3MIHIOETHCS Ha MiACTaBl KIIHIYHHUX Ta
11a00paTOPHUX pe3yJibTaTiB.

Kombinosana mepanis

* [lomanioomio y nocounarii 3 60pme30Mioom i Oekcamemasonom

Pexomen/i0BaHa nmoyaTkoBa J103a MOMATiIOMily CTAHOBHTH 4 MI' [IEPOPAIBLHO ONHMH pa3 Ha

nenb 3 1-ro no 14-if 1cHB 13 NOBTOPHHM LHKJIOM 'iepe3 21 jenL.
[Tomaniiomin 3acTocoByIOTh Y KOMGiHaLLiT 3 GopTe30MiBOM i 1ekcaMeTa’oHOM (JMB. TaBIUIO

1). TlouatkoBa n03a Gopre3omiGy cTaHOBHTH 1,3 MI/M?, BBOJSTH BHYTDIIIHBOBEHHO a6o0 -

MALKIPHO OJMH pa3 Ha JeHb y MHi, 3asHadeHi B Tabnuui 1. PexomenjoBaHa no03a
JICKCaMEeTa30Hy CTaHOBUTH 20 MI iepopaibHO OJIHH pa3 Ha JIeHb Y JiHi, 3a3HaueHi B Tabaui 1.
JlikyBanHs nomManiioMizioM y noeasani 3 60pre3omMiGom Ta ekcaMeTa3oHOM CITiJl TPOBOIHTH
JI0 TIpOrpecyBaHHs 3aXBOPIOBaHHS ab0 10 MOSIBU TOKCHYHOCTI.

Tabnuus 1
PexomenoBana cxema no3ysanus [lomanizominy y noeananni 3 6oprezomitbom ta
JIEKCAMETa30HOM
Llomiom 1-8 J1eHb (3 21-1eHHoro HUKITY)
1 23451067819 [10{11{12{13(14[15[16(17|18[19[20[21
HoMaJ'[iﬂOMiﬂ (4 Mr) L ] . L] il L] . L] - L] L] L] . L] .
Boprezomi6 (1,3 Mr/m?) o . . .

Jlekcamerason (20 mr)*

JIeHb (3 21-1€HHOTO HUKITY)

1 2314151617 89 [10/11]12]13]14]15]16]17|18|19 [20 [21
Homa.ninowrin@mr) o o o Jo o o Jo o o o |o Jo Jo s
Bopresomi6 (1,3 mMr/m?)

Hanani uukn 9

Jlekcameraszon (20 mr)*
*J1ns nanieHTiB >75 pokis.

3MiHa 1034 a00 MPUIHHEHHS 3aCTOCYBaHHS nomaﬂiﬂomiuy

Jlna Toro, mo6 noyaTH HOBHH LHKJI OMAJTIIOMIJTY, YHCIIO HEHTPODiTiB HOBUHHO CTAHOBUTH
>1x 10% a KUIBKICTh TPOMOOIMUTIB MOBHHHA cTaHOBHTH > 50 x 10%/11.

[HCTpyKUiT 110710 NpU3yNMHEHHs Tepanii abo 3MEHIUCHHS BHHUKHEHHS NMOGIYHMX peakuiii,
OB’ A3aHUX 3 IIOMATIZOMIJIOM, HaBeeHi B Tabuui 2, a piBHi 1031 BU3HAueHi B TaGuLi 3.

Tabnuus 2
IncTpyK1is 31 3MiHK J103YBaHHS IOMaJiAOMiIy
Tokcu4HICTB 3MiHa J03yBaHHS
HeiiTponenig* [lepepuBanus JIIKyBaHHS
AKH**  <0,5x10%1  abo TOMATLIOMI 10M 110
(heOpuiibHa HEHTpPOIIEHis 3aBEPIICHHS LHUKILY.
(rapsyuxka ~ >38.5 i i [TpoBoauT 3AK***,
AKH**<1 x 10%n)
[ToBepuenns pisus AKH** no BinHoButH JKyBaHHs
>1x10%n MOMATiIOMiIOM,2y..,  J03i,
HIDKYIH B nonepezmsm-_._ Ha

OJTHH plBeHb




P .
JUisi  KOXKHOro  HacTymHOro [lepepuBanns J11KyBaHHﬂ

sHKeHHs < 0,5 x 101 [1OMAJIiIOMiIOM.
[Mosepuenns piss AKH** jo BizHoBuTH TKyBaHHs
> 1x 10%n nmoMamioMiioM y  jo3i,

HIOKYIH Bi1 nomepemnpoi Ha
OJIUH piBEHb.

TpombGonuTonesis [TepepuBanns JIKY BaHHs

BMmicT  tpomGomutie < 25 TIOMaTiIOMiI0M 10

X 10%/n 3aBepIICHHS LUKy,
[IpoBouTH 3araJlbHui
KIHIYHMH  aHami3  Kkposi

| IOTHIKHS.

[loseprenns piBas AKH** o BinHoBuTH NiKyBaHHs

> 50 x 10%n noManiioMizoM  y  jo03i,

HUKYIH Bill momepeanboi Hal
OJIUH PiBEHbD.

JUIs  KOKXHOro  HacTymHOro I[lepepuBanns JIKYBaHHS|

SHH)KEHHS NOMaJTAOMIIOM.

<25x 10%n

[Toepuenns pisnsg AKH** jio > BinnosutH NiKyBaHHs

50 x 10%/n nmoMamiaomizom y  gosi,
HIOK4YIH BiZ momepennboi Hal
OJIUH piBEHbD.

Bucunanns OO6MmipkyBaTH 3MiHY

Bucunanns 2-3-ro crynens JI0O3yBaHHS ab0 NpUIIMHEHHS
3aCTOCYBaHHs MOMANiIOMijLy.

Bucunanns 4-ro crymens a6o Ha3zaxn IPUITHHUTH,

Ty XHpi (BKIIIO4aroun IIIKYBaHHS.

AHTIOHEBPOTHYHHIi Habpsik,

ekcosiatuBHi  aGo  Oyibo3Hi

BHCHITAHHS, abo SIKIIIO

I11103PI0€ThCS CHHJIPOM

CriBenca-J>xoncona,

TOKCUYHHI eniaepManbHuil

Hekpouis (TEH) aGo nikapebka
peakuis 3 eosuHOBimicio T4

CHCTEMHHMH CHUMIITOMaMH
(DRESS))

[H1Ie [ lepepuBanns JIKyBaHH#
[Huti no6i4ni peakuii, mos’ s3ani oMaJtiIoMiziomM hi(y
3 NOMaliIoMioM > 3-ro 3aBepIIeHHs LHKITY. ¥
CTYyIIEHS HACTYITHOMY LHKJII BiZIHOBHTH

VIiKyBaHHA [OMATioMizoM Y,
11031, HMXKYil 3a nomepemHio
Ha OJMH piBeHb (mobiumni
peaxuii noBHHHI 6yTH ycyHeHi
abo moxparieni <2-ro_piBHS
| nepe BiAHOBISHHAM Tepaitii).
[HCTPYKIIT 1010 3MiHM 703H B 1i# Ta6HI| 3aCTOCOBYIOTBCS JUIS TIOMATIOMIZY B OE/IHAHH] -
3 6opTe3oMiboM Ta meKcameTaz’oHOM Ta U NOMaiIOMiy B I0€HaHH] 3I,'ﬂexcamerm0Hp_m. ek
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*Y BUMAAKy HEHTPOIEHiT Jlikap NOBHHEH PO3ISIHYTH MUTAHHSA PO BUKOPHCTAHHSA daxTopin
pocTy.

#%¥ AKH - aGconmoTHa KillbKictb HeHTpod1iB.

#*¥*3AK - 3aranbHUi KJITHIYHUN aHATI3 KPOBI.

Tabnunsg 3
3HWKEHHS JO3M MTOMAJTiIOMi/Ty
PiBeHb 1031 [TepopaibHa /1032 TOMAaJTiIOM1LY
[TouarkoBa 103a 4 Mr
PiBeHb J1034- 1 3 Mr
PiBeHb J1031-2 2 Mr
PiBeHb 103U-3 1 Mr

[HCTpPYKILT 1010 3MiHH 03K B il TabJIMII 3aCTOCOBYIOTBCS U1l IOMAIIAOMIZTY B MOEIHAHH]
3 GopTe30MiboM Ta JIeKCaMeTa30HOM Ta JUl OMaIiIoMiJly B MOEHAHHI 3 JIEKCaMETa30HOM.

Skmo no6iuni peakuii 3°SBISIOTHCS ICHIS 3HMKEHHS JIO3W JO0 1 Mr, TO 3aCTOCYBaHHS
JKapchKOro 3aco0y HeoOXiHO MPHITHHHUTH.
Cunbni ineioimopu CYPI1A2
Skio cusibHi inriGitopu CYP1A2, Taki sk uunpodIIOKcaluH, eHOKCAlmH i (IyBOKcaMiH,
3aCTOCOBYIOTH Pa30M i3 IOMATiIOMiIOM, HEOOXIAHO 3HH3HTH 1103y Nomalizominy Ha 50 %.
Kopexyia 003u abo npunuHenHs 3acmocysanis 60pme3omioy
Jlis OTpUMAaHHS iHCTPYKIUiH II0ZO0 THMYACOBOro NPUIMHEHHA Tepanii ado 3MEHIICHHs 1031
Ui Gopre3oMiby Jtikapi MOBMHHI 3BEpHYTHCA IO BiNMOBiAHOI IHCTPYKUIT /IS MEIHYHOTO
3aCTOCYBaHHSI JiKapChKOTO 3acoly 3 JiF0H0I0 Pe4OBHHOI0 GopTe3oMmid.
Kopexyis 003u abo npunuHenus 3acmocy8ants 0ekcamemasony
[HCTPYKIIiT 111010 THMYACOBOI0 IIPUITMHCHHA Tepallii a00 3MeHIIeHHs I03H /Ul IEKCAMETa30HY
HaBe/ICHi B TaOMMIAX 4 Ta 5 Huokye, OJHAK PillleHHs 010 THMYACOBOTO MPUITHHEHHSA Tepartii
a60 BiHOBJIECHHS JO3H JIKapChKOro 3aco0y MpHIiMAIOTLCS Ha PO3CYJl JiKaps BiANOBIAHO /10
3aco0y BiAIOBIIHOT IHCTPYKIT U1 MEAWYHOTO 3aCTOCY BaHHs JTiIKapChKOro 3aco0y.
Tabmuns 4
[HCTPYKIIis 010 3MIHHM JIO3yBaHHs JIEKCAMETa30HY

ToKCHYHICTD 3MiHa J03H

Jlucnerncis 1-2-ro[[lixTpumyBati 103y Ta jikyBatucs Oiokaropamu Hz-ricraMiHOBHX

CTYTICHS peuenTopiB aGo aHajioraMM. 3HM3MTH HAa OJAMH PIBCHb /103y, AKIIO
CHMIITOMH 30epiratoThCs.

Jlucnencis >3-ro/TUMYacoBO TepepBaTH Tepamilo JKapChKHM 3aco00M, IOKH

CTYTEHS CHMIITOMH HE CTaHyTh KOHTpOJbOBaHMMH. JlojaTH 10 Teparii

Grokatopu Ha-ricramMiHOBHX penenTopis abo aHaJIOTH Ta BIIHOBUTH
103y Ha OJIMH PiBEHb HIKUMIL BIJ MONEPEAHBOT I03H.

HaGpsiku >3-ro cTynens3a HeOOXiAHOCTI J0JATH 0 Tepamii AlypeTHKH Ta 3MCHIIUTH 103y
TiKapchbKOro 3aco0y Ha OJIMH PiBeHb Bijl MONEPEAHbOI.
JlesopienTanis Ta 3MiHM[lepepBaTi Tepamilo JKapchbKMM 3aco00M, IOKH CHMITOMH HE
HACTPOIO > 2-TO CTYNEHAOYIyTh yCyHeHi. BignoBuTH nikyBaHHs y J03i, HIK4iH BiJL
101EPEIHBOT Ha OJIUH PIBEHD.

M’s30Ba cnabkictb > 2-[[lepepBaTu Tepariio JiKapchKHM 3ac000M, TOKH CHMIITOMH M’ S30BO]
rO CTyIeHS cnabkocti cTaHyTh < 1-ro cTymnens. BignoButu jikyBaHHsS y 103,
HIOKYiM BiJ IONEPEIHBOT Ha OJIMH PiBEHb.

inepriikemis> 3-ro  [3HM3WTH 703y JIKApChKOro 3acoby Ha OAMH piBeHb. 3a T110TpedH
CTyTeHs JO7aTH JI0 Teparil iHcy.Tin aG0 nepopasibHi rMoriKeMiuHi 3aCo0H.
["ocTpHit naHKpeaTHT  [BHKIIOYMTH JIEKCAMETA30H 31 CXeMH JIIKYBaHHS. ' SN




[Hi  noGiuni  peaxuiil IpunuuuTy TEpariio IeKCaMeTa30HOM, JIOMOKH POSBH MOOIYHIX
Bi/l JIEKCAMETa30Hy > 3-[peakuiii He CTaHyTh <2 cryneHs. BimHoBuTH nikyBamHs y 103i,
I'0 CTYIICHS HIDKYIH BiJl IONEepeHboT Ha O/IMH piBeHs.

SIKIIO BiZTHOBIIEHHS BiZ TOKCHIHOTO ebexTy TpuBac nonazx 14 amis, 1o3a JickcaMcTa3zoHy Oyjic
BIIHOBJIEHA Ha OIMH PiBEHb HHIKYE Bijl MOIEPETHBOT J1I03H.

Tabmuusa 5
3HUKEHHS JIO3HU JICKCAMETA30HY
< 75 pokir > 75 pokin
Jlo3a (uukiam 1-8: nens 1, 2, 4,5, 8, 9,Jlo3a (wukiu 1-8: jens 1, 2, 4,5, 8,
PiBeHb 103H 11, 12 i3 21-ngennoro nuky; 9, 11, 12 i3 21-aennoro uukiy;
UK > 9: nens 1, 2, 8, 9 13 21-nennorofuukn > 9: news 1, 2, 8, 9 i3 21
LHKITY ) JICHHOI'O LIUKJTY)
[louaTkoBa j03a [20 Mr 10 Mr
PiBeHb 103u-1 |12 Mr 6 Mr
PiBeHp 103u-2 |8 mr 4 mr 1

3acTOCyBaHHS JEKCaMeTa30Hy ClIif NPUIIHHATH, SKIIO MALEHT HE MOXKE IEPEHOCHTH J03y
8 Mry Bini < 75 pokis a6o 103y 4 Mr y Bili >75 pokis.

Y pasi BiaAMiHH Oy 1b-SKOTO 3 KOMIIOHEHTIB CXEMH JIKYBaHHs TOJAJIbLIE 3aCTOCYBAHHS PELITH
JIKapCHKUX 3ac00iB BU3HAYAC JTiKap.

* Ilomanioomio y noconanni 3 dexcamemasonom

PexomenznoBana mnowarkosa 03a nikapcekoro 3acoby Ilomamizomin cramoButs 4 MT,
3aCTOCOBYIOTh IE€POPAIbHO OJAMH pa3 Ha JeHb 3 1-ro mo 21-if 1eHs i3 MOBTOPHUM IHKJIOM
yepes 28 IHiB.

PexomenoBana noza ACKCAMETa30Hy CTaHOBUTH 40 MI' IEPOPATLHO OMH pa3 Ha JIeHb Ha 1, 8,
15 Ta 22 nens KOKHOTO 28-1eHHOTO IUKITY JIKyBaHHS.

JlikyBanns moMamizoMinoM y TmoeaHaHHI 3 JeKcaMeTazoHOM CHil TNPOBOMUTH JIO
[pOrpecyBaHHs 3aXBOPIOBAHHS a00 10 MOSBH TOKCHYHHUX e(heKTiB.

Kopexyis 0osu abo npununenns sacmocysanns nomanioomio )Y

[HeTpykuii momo TMMYacoBoro npunuHEHHS Tepanii abo 3MEeHIIEHHS MOGIYHMX peakiiit,
I0B’3aHHUX i3 MOMAJIiA0OMiIOM, HaBeieHi B TabIuIsX 2 Ta 3.

Kopekyis 0osu oexcamemasony

[netpyxmii momo smimm m03M  anA  3HMOKEHHS 110GIYHHMX peakuid, mnoB’g3aHuxX i3
ACKCaMETa30HOM, HaBeACHi B TaOmuii 4. [HCTPYKUIi 100 3HUKEHHSA JO3H IUIA 3MEHIICHHS
MOGIYHUX peakiliif, MoB’s3aHuX i3 ACKCAaMETa30HOM, HaBejeHi B Tabumui 6. Onnak pilenHs
LIOZI0 NPHIMHEHHS/BIHOBICHHS JO03H NPHAMAIOTBCA HA DO3CYI JiKaps BiANOBIIHO 10
MOTOYHOT IHCTPYKIIi /U1t MEAHYHOrO 3aCTOCYBaHHSA JiKapchKOro 3acofy.

Tabmuus 6
SHUIKEHHS JI03H JICKCAMETA30HY
< 75 pokiB >75 pokiB
PiBeHs J103H Jeub 1, 8, 15, 22 koxnoro 28-lens 1, 8 15, 22 koxHoro 28-
JICHHOT'O LIHKJTY JIEHHOTO LIUKJITY
[louaTkoBa 103a (40 Mr 20 MT
PiBens mo3u-1 20 mMr 12 Mr
PiBeHb 1034-2 (10 Mr 8 MT

3aCTOCYBAHHS NEKCaMETa30Hy CJIiJl NPHITHHATH, SKIIO MAIIEHT He MOsKe [IEPEHOCHTH 1103y
10 Mry Bini < 75 pokis aGo 103y 8 mry Bii >75 pokis. e

OcobmuBi rpynu HaceneHHs




Hayienmu nimnvoeo gixy

ITomanioomio y noeonanni 3 Gopmezomibom ma dexcavemazonom. Kopurypauus nosu s
ITOMAJIIOMITy HE € HeOOXiTHUM.

lugopmanis 1upo oxnouacue 3aCTOCYBaHHs GOpTC30Miby y mMO€AHaHHI 3 moMaiizoMiToM
HaBEJICHA Y BIAMOBIAHOMY PO3iTi MOTOIION ICTPYKUIT 2711 MeIHHIIOro 3acToCy Barlis.

Jlst mantienTiB >75 pokiB nmouarkosa 103a JIeKCaMeTa30Hy CTAHOBHTD:

. Ho3a 3 1 no 8 uukn: mo 10 Mr onun pazHanenny 1,2,4,5,8,9, 11 Ta 12 181 KO>KHOrO
21-pemnmoro uuKny.
8 st 9 1 nacTynmuux uukaie: o 10 Mr oy paz Ha ienn y 1, 2, 8 1 9 jtwi xoxkwHoro 21-

JICHHOT'0 IHKITY.
Tomanioomio y noconanui 3 dexcamemazonom

Kopurysanus no3u g [OMaIIOMITy He € HeOoOXiTHUM.

Jl1s nanienTis >75 pokiB movatkosa 103a JCKCaMeTa30Hy CTAHOBHTE:

. ITo 20 Mr oxuH pa3 Ha 1eHb y 1, 8,151 22 ani xoxHOro 28-1eHH0r0 LIUKITY.
Ileyinxoea nedocmammnicme

[Mamienty i3 3aranpunm 6inipy6inom y cuposari kposi > 1,5 x BMH (Bepxns Meska HOpMH)
Oynu BUKIIOYCH] 3 KIHIYHHX JOCTiKEHD. Hopymwenns ¢yHkuii nevinkn mae nesnaunmii
BIUIMB Ha (hapMaKOKIHETHKY nomanizominy. He motpibHo kopurysaru MOYaTKOBY 103y
MOMaZIOMiTly MalieHTaM i3 MOpyIIeHHIMH dyHKUIT nedinky, BU3HAYCHHMH 32 KpUTepiaMHy
Yaitnna-IT’0. Onmak nauientis i3 MOPYWICHHAMH (QYHKIIT Ne4iHKM CJIiJ 104aTKOBO
KOHTPOJMOBATH 040 BUHUKHCHHS MOOGIYHHUX peakiii, NpH Heo6XiMHOCTi 3MEHILIYBATH JO3H
abo nepepuBaTH Tepamiio OMAaIiIOMiIOM.

Hupxoea nedocmamuicmeo

Kopurysanns nosu nmomanizominy ans mamientis i NOpYIICHHAMH (YHKIIT HUPOK He €
HeoOXinHnM. V' 1Hi, Konu mauienTH nepedyBaroTh Ha remMojianisi, 103y noMamaoMiay ciia
NpUHMATH 1icis reMoaianizy.

Cnoci6 3acmocysanns

[TepopasbHe 3acTocyBanHs.

Teepni xancymn nomanizominy cnix NPHAMATH NepOpaibHO B OMMH i TOM K€ Yac IIOJIHS.
Kancynm He cnin Binkpusaty, namatu ab6o KyBaTu. Kancynm cimig koBraty mimmu, 6axaHo
3alMBaTH BOJOIO, 3 Diero aGo Ges Hei. Skmo nauieHt 3a6ys NPUHHATH 03y MOMAaTiIOMiTy
HPOTATOM OZIHOTO JHS, TO HEOOXiAHO NPHIHATH NpHU3HAuYeHy 03y, SK 3aIlJIaHOBAHO,
HacTymHoro aHs. [TatienTu He noBuHHI 3MmiHIOBaTH A03y, 06 KOMIEHCYBATH MPOIYIICHY B
NONEpeHI THI 103Yy.

Himu.
Hemae nanux mozo 3actocysanus MOMAITIIOMIJTy JiTsM BikoM 10 18 poKiB s mokasanus
MHOKHHHA Mi€JloMa.

Cnoci6 sacmocysanns
[Iepopanbhe 3acrocyBanms.

TBepai xancynn momanizominy cnix npuiimary EPOPANILHO B OJIMH 1 TO e yac mioauHs.
Kancynu ne ciin Binkpusaru, namatu a6o KyBatu. Kancynu cimig koBratu minumu, 6axkano
3aIlMBATH BOJAOIO, 3 Txkero abo Oe3 Hel. SIKmo mamieHt 3a0yB NpUAHATH 103y MOMaTiIOMiLy
HIPOTATOM OZIHOTO JIHA, TO HEOOXiAHO NpPHHHATH NpU3HAYeHy A03y, 5K 3aILIAHOBAHO,
HaCTyIHOro nuA. IlauienTn He MOBMHHI 3MiHIOBaTH 103y, 1106 KOMIICHCYBAaTH TPONYIIEHY B
nonepesHi AHi 103y. T IElA

[npopmarito npo inmi nmikapebki 3aco0H, 110 3aCTOCOBYIOTBCS B KOMOII

Hauii 3 Karcynamu
NOMANIIOMiJly, UB. y BiIIMOBIHUX PO3JIiNax KOPOTKOT XapaKTEePHCTHKH. " C
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4.3. IlpoTHNoKa3aHHs.

. BariTHICTb.

. Kinky MTOPOJAHOTO BIKY, AKIIO HE BHKOHaHi Bci ymoBH ITporpamu i3 3anobiranus
BariTHOCTI.

. TMamieHT! YoI0BiUOl CTaTi, AKI HE B 3MO31 BHKOHYBATH HEOOXi/IHI KOHTpalenTHBHI
3aXO/IH.

. [lifBUIIIEHa Yy TIUBICTH 10 AIFOYHX PEeYOBHH a60 710 Oy 1b-AKOT 3 JIONOMIKHHX PCHOBUH
npenapary.

Tndopmartiio mpo iHNT TKapCehKi 3ac00M, MO 3aCTOCOBYIOTRCA B koMOiHaIll 3 KancylaMu
TIOMATIIOMIZLY, IMB. y BIANOBIAHMX PO3/iJIaX KOPOTKOT XapaKTepPUCTHKH.

4.4 OcobauBi 3acTepesKeHHsl Ta 3aM00iZKHi 32X0M NpH 32CTOCYBAHHI.

Tepamozenuicnme

TToMaiioMin He clifl MmpuitMaTH Mij Yac BariTHOCTI, OCKiNbKH BiH BHSABJISE TEPATOr€HHHH
edext. TlomamigoMin CTPYKTYpHO oB’s3anmii i3 Tamigomizom. Tamizomia - BioMui
niKapchKuii 3aci6 i3 TepaTOreHHUM JUls JIOJMHH BILTHBOM, SIKH{i CIIPHUMHSE TSOKKI BPOJUKEHI
BajM. ByJI0 BCTAHOBIEHO, IO NOMATJIOMIA € TEPATOreHHWM TpH BBEJICHHI Yy Mepiofl
OCHOBHOT'O OpraHOTeHe3y sK JUIs LIypiB, TaK i /1A KPOJUKIB.

Vmosu [IporpaMu npoQilaKTHKH BariTHOCTI MOBMHHI OyTH BHKOHaHI /Uil BCIX MaIi€HTIB,
SKIO HeMae HaiifHUX J0Ka3iB TOro, IO NAII€HT HE Ma€ PENpOAyKTHBHOTO NOTEHIIATY.
KpuTepii uis XKiHOK, SIKi HE MAIOTh PENPOLYKTHBHOTO MOTEHIlay:

JKinku aG0 mapTHepH 4OJIOBIYOI CTATi BBAXKAIOTHCA TAKMMH, 10 HE MAIOTL perpoly KTHBHOTO
MOTeHIiaNy, SKIIO BOHH Bi/NOBiJal0Th MPHHAAMHI OTHOMY 3 HIKUE3a3HAUCHHX KpUTEpIiB:

. Bik > 50 pokiB Ta IpHpOJHA aMEHOpes MPOTATOM >1 poky (ameHopes micyis Teparii
paky a6o0 ITil 9ac rpy/JHOTO BUTOJIOBYBAHHS HE BUKIIIOHAE JITOPOJIHUH BIK).

. [NepeauacHe 3racanus GyHKIIT S€UHAKIB MIATBEP/KEHE daxiBueM riHeKOJI0roM.

. [Tonepenus 1BoOIYHA caJIbIiHr0OBapieKTOMis @G0 riCTEpPOEKTOMIL.

. Tenotun XY, cunapoM TepHepa, areHe3is MaTKu.

KoHcynbTyBaHHS

JKinkaMm, SKi MArOTh JITOPOJIHHI MOTEHL{a, 3aCTOCYBaHHS OMaJIiIOMITy MPOTHIIOKA3aHOo,
SKIIIO He BUKOHAHO BCI HACTYIIHI YMOBH:

e JKinka ycBizomitroe o4iKyBaHUi TepaTOreHHHH PU3KK I HEHAPO/DKCHOI TUTHHH.

e JKinka ycBiZOMITIOE HEOOXIAHICTh €PEKTHBHOT KOHTpAIIeMILi, IOHaHMeHIIIE 32 4 THXKHI
710 TIOYATKY JIKYBaHHs, IPOTSATOM YCi€i TPUBAIOCTI JTIKyBaHHs Ta IPUHANMHI [IPOTATOM
4-X THHKHIB MICIIs 3aKiHYEHHS Tepartii.

e HasiTh SIKIIO Y XKIHKH JITOPOJHOTO BIKy € aMeHOpes, HeoOXiZIHO IOTpUMYBATHCS BCIX
nopaz Imozo0 epeKTHBHOI KOHTpALENILii.

e )Kinka noBuHHa OyTH 34aTHOIO 3aCTOCOBYBATH eeKTHBHI 3ac00H KOHTpalEIIIil.

e JKinka mnpoindopmoBaHa Ta YCBIAOMIIOE MOIIMBI HACJiJIKH BariTHOCTI Ta
HeOGXiTHICTL BH/IKOT KOHCYJIbTAILT y pa3i pU3HKy BariTHOCTI.

e JKinka ycBigOMIIIOE HEOOXiHICTH PO3MOYATH JiKyBaHHS SIKHAMIIBHIIIE, SK TITbKH
TToMaJTiIoMi/1 BIATYCKAEThCS 3@ PELIENTOM I/ HEraTHBHOTO TECTy Ha BariTHICTb.

e JKimka ycBimommoe HEOOXiAHICTH Ta MOTOJUKYETBCS MPOXOMMTH TCCTYBAHH: Ha
BariTHICTh NPUHAWMHI KOXHI 4 THYKHI, 32 BAHATKOM BUNAIKIB, KOJIHY € i ATBEPIKEHHS
crepuizanii anonieBux TpyO.

o KiHka BH3HA€, 110 BOHA YCBIIOMITIOE HeGe3MeKy Ta HeoOXiAHICTh 3an001KHUX 3aX0/1iB,
[OB’A3aHKX i3 3aCTOCYBAHHSAM IOMAITIIOMIYy. I

Jlikap, sikuii IpU3HAYaAE JIKyBaHHs, TOBHHCH 3a6e3MeunTH JOTPHMAHHS KIHKaMI AITOPOHOTO
BiKY TAKHX yMOB: Sl LD




* [auientka Binnosimae ymosam [lporpamu mpodinaxTik BariTHOCTI, BKIJTIOYAOYH
MATBEPKEHHS TOTO, 110 BOHA Ma€ JAOCTATHIil PiBEHb YCBIIOMJIEHHS HEOOXiIHOCTI
JaHUX Ji}.

¢ [lanieHTka BH3Hae BUIE3a3HAYEH] YMOBH.

Hast namicnTin v1onosiuoi craTi, sKi NPHHMAIOTh ITOMATIAOMIN, (papMaKOKiHCTHYHI naHi.

NOKA3JIM, IO JIiKapchKuii 3aci6 notpammse y CIM'SHY piIMHy miag uac nikyBaHHs. Sk
3amoOKHAM 3aXiJl, @ TAKOK BPAaXOBYIOUH 0COGIHBI IPYNH HACEJICHHS 3 MOTEHIIIHO TPHBAIHM

MCPiOIOM BHBC/ICHHS JIKAPCLKOTO 3ac00y uepes nopyuenns QyHKUIT nedyinkyu, Bei narieHTy
YONIORIYOT CTaTi, SKi IPUHMAIOTH TOMATIIOMIJ, TORHHHI BHKOHYBATH TaKl YMOBH:
Yonosix ycpinommoe odikyBaumii TCPAaTOr¢HHUHM DPHM3MK BiJ CTAaT€BOI AKTHBHOCTI LIS
BariTHOI JKiHKM a00 XIHKH TiTOPOHOrO MOTEHLIATY.
YomoBik ycBimOMIIIOE HeoOXiAHICTD BUKOPHCTaHHS Ipe3epBaTHBA y pasl CeKCyalbHOT
aKTHUBHOCTI 3 BariTHOIO KIHKOK ab0 KiHKOKO JUTOPOJIHOTO BiKy, HE BUKOPHCTOBYIOUH
e(peKTHBHY KOHTpALENMilo, MPOTAroM nepiofly JiKyBaHHs, IiJ 4ac NepepBH y Tepamii Ta
IIPOTATOM 7 JIHIB I1iCJIS TOTO, K Tepartis GyJia nepeppana Ta/a6o npunuHena. e crocyernses
TAKOX 1 YOJIOBIKIB 3 Ba3eKTOMI€I0, SIKi TOBUHHI BHKOPUCTOBYBATH NPE3EPBATUB, AKIIO BOHH
BCTYNaloTh y CTATEBUH KOHTAKT i3 BAariTHOIO XKIHKOIO ab0 XKIHKOMW, KA Mac JUTOPOIHUIA
MOTeHIIIall, OCKIIBKH ciM’gHa piIMHA BCE M€ MOXKE MiCTHTH MOMATioMin 3a BIICYTHOCTI
CIIEpMAaTO301/IiB.
Bin ycBinomunioe, mo y pasi, skio iforo NapTHepKa 3aBariTHie, B TOH Yac, KOJIH BiH NpuiiMae
nomaniziomin abo wepes 7 AHiB micis TOro, K BiH NIEPECTaB MPUAMATH MOMATIIOMI,
NOTPIOHO HeraHHO MOBIJOMUTH NP0 1E CBOTO JIKYIOYOTo JiKaps, TaKOXK PEKOMEH/Iy€EThCs
HAIIPaBUTH MapTHEPKY 10 CheuializoBaHOro Jjikaps abo cremiagicra, JOCBiIYCHOTO B
TEPaTOoJIOTL, Ul HaZlaHHS OLIHKH Ta peKOMeH 1alliil.

KonTtpauenitis

JKiHKM 3 JITOPOIHMM NOTeHUIaIOM MOBHHHI 3aCTOCOBYBATH NpUHAWMHI OJUH e(peKTUBHUIT
METOJl KOHTpaUENuii MpOTAroM MOHAHMEHII 4-X THXKHIB 10 Tepanii, mix yac Tepanii Ta
NPUHAKMHI IPOTATOM 4-X THKHIB Iic/IA Tepanii moMasiIoMiZoM, HaBiTh Yy pasi nepepuBaHHs
/1034, AKIIO MALIEHT HE 3000B’I3y€ThCA MiATBEPANTH abCOMIOTHE Ta TPUBAJIC CTPHMYBaHHS
womicsusd. Skmo epeKTHBHA KOHTpaLENuis He BHKOPHCTOBYETBCSH, MallieHTa HEOOXIIHO
HanpaBUTH [0 BIANOBIAHOrO KBaniikOBAaHOrO MEIHYHOTO npaniBHUKA M7 OTPHUMaHHS
KOHCYJILTalilf I0/I0 MPOTH3AILTI AHUX 3aco0iB, 415 TOro 1100 PO3104aTH KOHTPALEHILO.
IIpuknamm edexkTHBHIX MeTOMIB KOHTpaLenLii:

e IMmaHTar.
BuyTpimmboMaTkoBa cHcTeMa, 110 BUBLIbHSE JIEBOHOprecTpel.
Jlermo MenpokcunporecTepony anerary.
TpyOna crepumizanis.
CrateBnii akT JHINe 3 MAPTHEPOM, SKOMY TIPOBEJIH Ba3eKTOMIIO; Ba3eKTOMis TOBHHHA
OyTH miATBepKEeHA IBOMA HEraTHBHUMH aHATI3aMHU CiM’ THOT PIIMHH.

» Tabnerku, 1o iHribyI0TH OBYIALIIO 3 nporecTepoHoM (To6To He3orecTpen).
Yepes mixBuimenuii pusuk BeHO3HOT TpoMGOeMGosIiT y MAILi€HTIB i3 MHOKUHHOIO Mi€JI0OMOIO,
SIKI IIPUAMAIOTH TIOMAJiZOMIZ Ta IeKcaMeTas’oH, 3aCTOCYBaHHA IEPOpPAIbHUX KOMOIHOBAHUX
TabJICTOK Ul KOHTPANEMIl He PeKOMEHIYeThCs. SIKIO B JaHH yac MarienT 3aCTOCOBYE
KOMOIHOBaHy OpalbHY KOHTPALEIILiIo, NalieHTy HeoOXigHO mnepeiity a0 ommoro 3
NepeiYeHuX BHIle e(EeKTHBHHX METOMiB. PH3MK BEHO3HOL TpoMOoeMboii - 30epiracTbes
MPOTATOM  4-6 THXHIB MiC/Is NPHIMHEHHS 3aCTOCYBaHHS KOMOIHOBAHHX  OpabHUX
KOHTpaUeNTHBIB. EQeKTHBHICTE KOHTPAUENTHRHAX CTEpOiiB MO)I'(é'."'_ﬁ‘}';TH 3HMKEHA Mijl Jac
MPUHOMY TIpenapaTy pa3oM i3 JAeKcaMeTa3oHOM. S *




IMnianTaty  Ta  BHYTpPIIUHBOMATKOBI  CHCTEMHM, 10 BHBLIBHSIOTH JICBOHOprecTpel,
MiJBHIYIOT PA3MK iH(IKyBAaHHA i Yac BBEAEHHS Ta NIl Yac HEPEryJISAPHOT BariHATbHOT
KkposoTedi. IIpodinaktiuane 3acTocyBanHs aHTHOIOTHKIB CJi/1 BpaXOBYBATH JUI MALIECHTIR 3
HEHTpOIICHI€H0.

BBezienns By TPIlIIILOMATKOBHX CHCTEM, 1O BHBLILISIOTL Mijh, e PEKOMEIYCTBLCA HCPe3
NOTEHIIHHI PU3HKH mdmcyBaHHﬂ M/l 4ac BBE/ICHHS Ta BTPATH KPOBI NPOTATOM MEHCTpYyaLlii,
O MOXK€ MOCTABHTH IIiJl 3arpo3y MALCHTIB i3 CHIBLHOI HelTponeHicio abo BUpaKeHoIo

TPOMOOIUTOIICHIEIO.

JliarsocTHka RariTHocTi

3riHO 3 MiCIEBOIO MPAKTHKOIO, JKIHKaM i3 AiTOPOJHMM TOTEHIIAIOM, SK 3a3HAYEHO BHIIC,
HEOOXIZIHO MNPOBOJMTH MEAMYHI KOHTPOJBLOBAHI TECTH HA BATITHICT 3 MiHIMAIBHOI
4y TBicTio 25 MMO/Mi1. Jlana BUMOTa CTOCY€Thest TAKOYK JKIHOK 13 ITOPOHAM MOTEHI{iaoM,
AKi NIPAKTHKYIOTh aGCOMOTHE Ta NOCTiliHe CTpuMyBaHHs. B ieani miarHocTuka BaritHoCTi,
BHJla4a PELeNTa Ta BiITYCK JIIKapChbKOro 3aco0y MOBHHHI TPOBOIHTHCS B OUH i TOH JKe JIeHb.
Bunava nomaninominy xinkam itopoasoro Biky Mac BiAGyTHCS mpoTsrom 7 AHIB micis
NMPU3HAYCHHS JaHOT 0 JIiKapChKOro 3acofy.

o nowamxy nikyeanns

Tect Ha BariTHICTH i HArJISAOM JliKaps TOBHHEH NPOBOJMTHCE I1iJl YaC KOHCYJIbTAL], KO
NIPHU3HAYACTBCS NIOMANIIOMiJ, a0 3a 3 JiHi JI0 Bi3HTY IicJIs TOTO, SIK NALi€HT BUKOPHCTOBYBAB
epeKTHBHI NpOTH3aIUIifHi 3ac00M NPOTArOM ImoOHalimMeHme 4-Xx TwkHIB. TecT NOBHHEH
T ATBEP/IMTH, 1110 NAIli€HTKa He BariTHA Mepe/ 0YaTKOM Tepartii HoMaliIoMizom.
Cnocmepesicenns ma 3aKinyenns nikyeanus

Tect Ha BariTHiCTb MiA HaryIsIOM JiKaps C/IiJ NOBTOPIOBATH IIOHANMEHILE KOKHI 4 THKHI,
BKJIIOYAIOYH NpUHAHMHI 4 THXKHI MICNA 3aKiHYeHHs JKyBaHHS, 32 BHHSTKOM BHIIAJKiB
MiATBEPJDKEHOT cTepuitisanii. TecT Ha BariTHICTS CJIil IPOBOJUTH B JIeHb BI3UTY 10 nikaps abo
3a 3 JiHi 710 BiABidyBaHHS JIiKaps.

Jodamxoei 3axoou 6esnexu

[TanienTiB ci1ix MPOIHCTPYKTYBaTH PO Te, L0 He MOXKHA 1aBATH Ieil JTiKapChKHuil 3aci6 iHIIMM
0cobam Ta PO HeOOXiAHICTh MOBEPHYTH HEBHKOPHCTAHI KAICy M CBOEMY (apMaleBTy B KiHLi
JKYyBaHHS.

[TauienTy, sKi 3aCTOCOBYIOTH IOMATiZOMIZ, HE MOBMHHI GyTH JOHOpaMH KpOBi, Cim’sSHOT
pinvHK abo criepMaTo30iiB MiA Yac JikyBaHHs (y TOMY 4uCIi Mia Yac NIepepUBaHHS J03H) 1
NPOTATOM 7 JIHIB ITiCJISl IPUITMHEHHS Teparii MoMAaTi 1OMiIoM.

I'emamonoeiuni ycknadnenns

Haityacriwe y nauientis cnocrepiraeThest HeHTpoIneHis, reMaTosoriyaa moGiuna peaxiis 3-ro
abo 4-ro CTyneHs 3 PELMIMBYIOHYOK/Pe(PAKTEPHOI0 MHOXHUHHOK MI€IOMOIO, MiC/S YOro
BHHHKAE aHeMis Ta TpomOouuToneHis. IlamieHTIB CJIil KOHTPONIOBATH HA HASBHICTH
reMaToJIOriYHUX MOGIYHMX peaKiliii, 0coOIMBO Ha BAHUKHEHHS HEHTponeHii. Takosk naieHTis
MOTPIOHO MONEPEAUTH PO HEOOXITHICTE MOBIIOMIISTH IPO BUHMKHEHHS €ITi30/IiB FapI4YKH B
HaHKOpOTIL Tepminy. JIikapi IOBHHHI CrioCTepiraTi 3a NauicHTaMH Ha PEAMET BUHHKHEHHS
KpOBOTEY, BKJIIOYAIOUH KPOBOTEYI 3 HOCA, OCOOIHBO MPH 3aCTOCYBAHHI CYMyTHIX JiKAPCHKHX
3aco01B, fKi, K BiZOMO, MiJBHIILYIOTh PH3HK BHHHKHEHHS KpoBoTeu. I[TOBHuMIi aHami3 KpoBi
ci1it poOUTH Ha MOYaTKy Teparlii, WOTHKHS MPOTATOM IEpIIHX 8 THXHIB Teparnii Ta Hajai
moMicsisi. Moske 3Hano6uTHCS 3Mina 103u. ITauienTam Moxke 3HATOOUTHCA MiATPHMYBAJIbHA
Teparlis rpenapatamMy KpoBi Ta/abo paxTopamu pocry.

Ilpoepecyioua mynomughokansna neiixoenyegpanonamis (TIMJI)

IToBinomnsanocss Npo BHINAAKH IPOrPECYIOHOT Mynbmd)oxaﬂbﬁm nerKoeHnedanonarii,
BKJIIOYAIOYH JICTAIbHI BHNAIKH, MpPH 3aCTOCY BaHHi nowa.mﬂom,uy Tlosigomasnocs mpo
Bunazku [IMJTy cTpok B eKinbKoX MiCsLiB /10 eKiNbKOX POKIB Hic/s MOYATKY JIiKYBaHHS
MOMAIIOMIIOM.  SIK NpaBMIIO, BHIAAKH pPEECTPYBAINCH Y nauxwlm mq ﬂ,uﬂoqaCHo




3aCTOCOBYBAIM  JIeKCaMeTa3oH  abo  momepeaHso OTPUMYBAJIM  JIIKYBaHHS  iHILOIO
IMYHOCYTIPECHBHOIO Ximiorepaniero. Jlikapi nosuuni PETYJISAPHO CIOCTEPIraTH 3a nalicHTaMu
Ta BpaxoByBatd [TMJI mpu muepentianboMy fiarHo3i y nanieutis 3 HOBUMH abo
MPOTPECYIOHHMI  HEBPOJIOITHAMHY  CUMIITOMAMY,  KOFUITHBIMME 260 MOBETIHKOBUMH
O3HaKaMH “H cuMnromamu. Takox mamieHtam crmig PECKOMEHIyBaTH iH(pOPMYBaTH cBoro
[fapTHEpa abo OMIKyHIB IIPO CBOE JKYBAHHS, OCKLTLKH BOHM MOXYTb MOMITHTH CHMITTOMH,
PO SIKI NALEHT He 3HaeE,

Omirka I[IMJT noennna Gasysaties ma HeBPOJIOriuIioMy AocipKeri, MPT MO3KY Ta aHai3i
mikropy Ha JIHK Bipycy JC (JCV) metozmom ITJIP a6o Gioncii MO3KY 3 TecTyBaHHAM Ha JCV.
Herarusna ITJIP JCV He Bukmouae [IMJL. SIKo He BpaeThcs BCTAHOBUTH albTEPHATHBHUIH
Jartos, Moxe GyTH HEOOXiIHHM 101aTKOBE CIOCTEPEIKEHHS Ta OIIHKA.
SIkuo € minospa na IMJI, noxansue 3aCTOCYBAHHS CIiJl MPU3YNUHUTH, 10ku [IMJT He Oyne
BHKmO4eHo. Skmo ITMJT nmiareepmxeno, 3aCTOCY BAHHSA LOMAIAOMILY ClliA NPUITMHATH
OCTaTOYHO.
Tpomboemboniune ycknaonenns
Y nauientis, ski OTpUMYIOTb moMaTiTOMin y KombiHanii 3 60pTe3omMiGoM Ta sekcameTazoHom
ab0 B MOEJHAHHI 3 JACKCaMCTa30HOM, MOXKJIHMBE BHHHMKHEHHS BEHO3HO! TpoMOoeMOboIiT
(mepeBakHo TpomM603 rMOGOKMX BeH Ta nereHeBa  em6orif) Ta  aprepialibHUX
TPOMOOEMOOITIYHUX YCKIaqHEH (iHapKT MioKapza Ta MOpyIIEHHS MO3KOBOTO KpOB0OOIry).
[lamienTs 3 Bizomumu (axropamu pusuKy BHHHKHEHHS TpomboeMGouii, BKIIOYaOYM
nonepea il TpomM603, NOBHHHI NIepeGyBaTH 11ia PETEILHAM KOHTpOJIeM. Clli/t BIKHTH 3aX0iB,
mob MiHiMI3yBaTH BCi Gaxkropn pusuky, ski moxua YCYHYTH (HalpHKIaL, KypiHHS,
rinepreHsis Ta rinepninizemis). Ianientn Ta MiKapi MaloTh OYTH YBaKHHMH 10 O3HAK Ta
CHMIITOMIB Tpomboembonii. ITauienTy nmosuuui 3BEPHYTHCS 32 MEIMYHOIO JIONIOMOT0I0 y pasi
SHHHKHCHHA TaKHX CHMNTOMIB SK 3ajMuIKa, Oilb y rpymsx, HaOpsAK pyku ab6o HOrw.
Pexomennyernes 3actocypanns AHTHKOAryJISIHTHOI Teparii (Ko BoHa He NPOTHITOKA3aHa)
(HanpuKIIaz, aneTHICATIIHIOBA KHCJI0Ta, BapapuH, renapun a6o KJIONiIOTPeIb), 0COBIHBO
y NALi€eHTIB i3 10J1aTKOBHMH (hakTOpamMu pu3MKy TPOMGOTHYHHX yCKnaaHeHs. Pimenns npo
NPOBEACHHA NMPOMITaKTHYHMUX 3aX0JiB MOBHHHO OyTH NpUHHATO micas peTenbHOT ONiHKH
OKpeMHX (aKkTOpiB PH3HKY 15 nauicnTa. Y KIiHIGHHX JIOCIII[DKEHHAX MALIEHTH OTPHMYBATH
Aus TPOQITAKTHKH  alleTHIICATILIHIOBY KHCIIOTY a00 anbTepHaTHBHY AHTUTPOMOOTHUYHY
Tepamiio. 3actocyBaHHs CPHTPOIOCTHYIHHUX 3aCO0IB HECE PU3MK BHHHKHEHHS TPOMOOTHUHHX
YCKIANHCHB, BKIIIOYaIOuH TpoMboembGonio. Tomy eputponoerHumni 3acobm, a Takox iHm
3aco0H, sKi MOXYTb MiABMIIHTH PH3UK BHHHKHCHHS TPOMOOeMOOTIYHUX yCKIaHeHb, CITiN
3aCTOCOBYBATH 3 00EPEIHHICTIO.
Posnaou wyumosuonoi 3arozu
[oBimommsnocs npo Bunanku rinotupeosy. Ilepen mouarkom JIKYBaHHA HEOOXi HO
3/IACHATH KOHTPOJIb KOMOPGiAHHX CTaHIB, IO BIUIMBAIOTH Ha (YHKIIIO LIMTOBHIHOT 3a/103H.
Pexomenjtyetbes npoBomuTH MOHITOPHMHT (DYHKIIT IIHTOBHIHOT 3871031 110 MO4aTKy Ta Mij yac
JKyBaHHS MOMAJTiIOMiIOM.
Iepugepuuna neiponamis
IMauientn, sxi manu nepe6ir nepudepnynoi Heiiponarii > 2 crymens, OynH BHKIIOUEH] 3
KIIHIYHHX JIOCIIIKEHD i3 OMATi JOMiZOM. Crin 6yTn 00epesKHUMHU NpH BHpILICHHI MHTAHHS
L0110 MPU3HAYEHHS Tepallii MOMAaJiIOMiIOM TAKHM NallicHTaM.
Bupaorcena cepyesa oucehynxyis o
[TauienTy 3i 3Hauno0 cepuesoro machynkuieio (3acTiiiHa cepresa Hepocratnicts 11 abo
IV crynens 3a knacudikauicio Haio-Hopkerkoi Acomianii Kapnionoris; srnamox iHdapkry
MioKapaa mpotarom 12 wmicsuis micis MOYaTKy NOCTIKEHHS; HecTabinbHa abo morano
KOHTpOJIbOBaHA CTeHOKapjisa) Oyid BHKIIOYEHI 3 Kniniqﬁnxi' | locstipKenb - Tepamii
nomanigomizom. Iosigomisiiocs 1po noOivHi peakiii 3 6oky cepLeBoi c_acfen'fn',—"mcn}dqafoqn
X -



3aCTifiHY CepleBy HEIOCTaTHICT, HaOpsK nereHs Ta QGibpuismio nepezcep/ib, rOJIOBHHM
YHHOM Y MaU€HTIB i3 HASBHUMH CepLEBUMHU 3aXBOPIOBaHHSIMH a0 cepleBUMH (BakTopamu
pu3HKy. Clijt TOTpUMYBaTHCS HANEKHOT 00€epeKHOCTI MPH NPU3HAYCHHI NOMAJIIOMITy TAKUM
NalieHTaM, BKJIIOYAKOYH NepioanyHuil KOHTPOJIb 3a O3HAKAMHM YH CHMIITOMAMH CEPLIEBO-
CY/IHIIHOT CHCTCMH.

Cunopom nisucy nyxnun

IlanienTy, ki MaOTh HaHGITBLIIHI PH3UK BMHHKHCHHS CHHJDOMY JI3HMCY NYXJIMHH, — IIe

NALi€HTH 3 BACOKMM HABAHTAXKCHHAM Ha My XITHHY 110 TIOYATKY JIiKYBaHHs. Y LUbOMY BUUAUKY
33 NAUIEHTAMH CIIJ PeTeIbHO CIIOCTEPIraTH Ta BIKMUBATH BiANOBIHUX 3ar061KHIX 3axXo/liB
IpH BHHUKHEHHI PU3HKY.

Bmopunne nepsunne snosxicne noso VIMGOPeHHS.

[loBinomisiocs mpo BUHUKHEHHS ApYrUX TIEPBUHHHUX 3JI0SKICHHX HOBOYTBOPEHb, TAKHX K
HCMEJIAHOMHHUH paK IIKIpH, y NamieHTiB, sKi OTpuMyBasId nomanijgoMif. Jlikapi noBunwi
PETEJIbHO CIIAKYBATH 3a NALiEHTaMHM /10 Ta I1i1 Yac JMKYBaHHS, BAKOPHCTOBYIOUH CTAHIAPTHE
OOCTEXKEHHS 3 BHSBJIEHHS OHKOJOIIYHUX 3aXBOPIOBAHb HAa HASIBHICTh IHIINX MEPBHHHHX
3105KICHHX HOBOYTBOPEHB Ta PO3NOYATH JIiKYBaHHS, 5K 33HAYCHO.

Anepeiuni peaxyii ma masxcxi WKIPHI peakyii

3agikcoBaHO aHriOHEBPOTHYHMI HaOpAK Ta THXKKI JepMmatosoriumi peaxuii, BKTIOYAIOUM
cunzpom CriBenca-JIXKOHCOHA, TOKCHYHMI eMTiiepMatbHuiT HEKpOJIi3 Ta JIIKapChKy peakilito 3
CO3HHODIMIEIO  CHCTEMHMMM CHMIITOMAMH TTiCIIs 3aCTOCyBaHHs nomasigominy. IlauienTtu
MatoTh OyTH MOiH(OPMOBaHI PO 03HAKH Ta CUMIITOMH 1IHX peakuiii IxHiM JikapeM Ta rpo Te,
IO y pa3si BHHMKHEHHS OYIb-AKMX CHMITOMIB CJii HeraitHo 3BEPHYTHCA 10 JiKaps.
3acTocyBaHHS IIOMaTi TOMixy HEO6XiHO NPHITHHATH IIPH eKcosiaTuBHOMY abo Gyib03HOMY
BUCHTIaHHI abo Npy mifo3pi Ha cunapom Crisenca-JlkoHcoHa, TOKCHYHOMY €MiIepMalbHOMY
HEeKpoJTi3i abo JKapchKii peakuii 3 CO3HHOQINIEI0 Ta cHCTeMHMMHM cuMmnToMamu. He citin
BIIHOBJIIOBATH Tepamilo MiC/s YCyHeHHs peakuiif. Ilamientn i3 CepHO3HUMH aepriYyHUuMHU
PeaKUisMH Ha TaliIoMia abo NeHanizoMmiz B aHamHesi OyIM BHKIIOYEHI 3 KIiHIYHHX
Aociiukens. Taki mamieHTH MalOTh BUCOKHiL PH3UK BHHHKHEHHS peakilii rinepyyTIMBOCTI Ta
HE MOBHHHI NpuiMaTH moMamizomin. ITpH BHHUKHEHHI BHCHIAHHS 2-3-ro CTYTIEHS CIIiJ
PO3TIAHYTH BIAMIHY JliKapcbkoro 3acofy. HeoGXimHo Hasapym NPUIIMHUTH  Tepariro
MOMATiIOMi/IoM MPH BUHHKHEHH] aHTi0HEBPOTHYHOTO HabpsKy.

3anamopouenns ma desopienmayis

[Ticns sacrocymamns nomamizominy Oynn 3apeccTpoBani BHMNAJKM 3amaMOPOYEHHS Ta
CILTYTaHOCTI cBifomocrTi. [TauieHTn noBUHHI yHHKATH CTaHiB, 3a AKHX 3aMaMOPOYEHHS a6o
CILTYTAHICTb CBITOMOCTI MOXKYTb CTATH IPOGIEMOIO, Ta He 3aCTOCOBYBATH 1HIIHX JIIKAPCHKUX
3aco0iB, SAKi MOXYTb CIPHYHHHTH 3aI1amMopoyeHHs a0 CIUTYTaHICTh CBiZioMocTi, Ge3
KOHCYJIbTALI JTiKaps.

Iumepemuyianvie saxeoprosanns nezenw (13J1)

[Ticns 3acrocysanus nomanizominy Gy 3apeecTpoBani Bunaaku I13J1 Ta no’s3ani 3 HuM
BHIAJKH, BKIOYAIOMM NMHEBMOHIIO. HeobXiano nmpoBoantd peresbHy omiky XBOpHX i3
FOCTPUM II0YAaTKOM ab0 HEOOTPYHTOBAHMM MOTIPIICHHSM CHMIITOMIB JIEreHEBHX 3aXBOPIOBAaHb
A Toro, mo6 Bukmountn I3J1. Tepanis momamizomizom Heo6XimHO NPUIIMHUTH Ha Yac
JOCTIDKEHHS. [UX CHMITOMIB, i, skmo I3J1 Oylle MiATBEp/IKEHO, PO3NOYATH BiNOBiIHE
nmikyBanHs. Tepamito nmomamigoMizoM ciin BiTHOBHTH imime micis peTeIbHOI  OMIHKH
CHIBBIIHOMIEHHS KOPUCTI Ta PU3HKIB.

Hopywenns 3 60ky nevinku R

Y nauieHTiB, AKi 3aCTOCOBYBaTH MOMATIAOMI, CrocTepiranocs MoMiTHE T/IBULIEHHS PiBHS
alaHiHaminoTpancdepasu (AJIT) ta Oinipy6iny. Taxox NOBIZOMISNIOCS TPO  BUIAIKH
BHHUKHCHHS T€NATHTY, 4Yepe3 IO JOBENOCH NPHITHHHTH _,.-""T_ep"zlnifo IIOMaJTiIoMiIOM.
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PexkoMeH10BaHO MOCTINHO CTEXHTH 3a KITIHIYHUMH T10Ka3HHKAMH poOOTH NEYiHKH MPOTArOM
NepuIuX 6 MICSIIB TiKYBaHHS Ta [iC/IS IPUITHHEHHS Tepartii,

Ingpexyii

[Ipo noBTopHC BUHMKHCHHS renatuty B micns Tepanii momamigominom y noeasanni 3
ACKCAMETA30IOM y MALICHTIB, AKi pamiwe Gyim 3apaxcHi Bipycom rcnatuty B (BI'B),
MOBIIOMAATIOCA PiAKO. JlesKi 3 [HX BUMAIKiB CIIPUYMHUIINA TOCTPY MEYIHKOBY HEJIOCTATHICTS,
1Cpes O I0BENIOCA NIPUIIHHUTH TEPAIiio noMatiiomiziom. Hassuicts Bipycy renatury B crnin

BCTAHOBHTH 110 IOYATKY Teparii nomaiaomigom. Ilamientam, ski MaroTh MO3HTHBHMUI TecT Ha
BlJI-inexnito, pexomennyernes TPOKOHCYIBTYBATHCS. 3 JKapeM, sSKWil Mae O0CBim y
nikyBauHi remaruty B. Crnix mpossistu 00EepeXHICTL TpH Tepamil nomanizoMizom y
KomOiHallii 3 IeKcaMeTas0HOM JUIs NaieHTIB, siKi panime Mam Bipyc renatuty B, BKkmovaioun
NaIi€HTIB, AKi

MaroTh MO3HTHBHHMH aHTU-HBc, ane neratusunii HBsAg. 1li nauientu nosuuni IPOXOJINTH
KONTPOJIL 112 HAABHICTb O3HAK i CHMIITOMIB akTHBHOI opmu BI'B MPOTATOM BCi€l Tepartii.
Bmicm nampiio

Lle#t mikapchkuii 3aci6 MicTHTL MeHIIE 1 MMOJE Harpiio (0,24 wmr, 0,36 mr, 0,48 mr) Ha
KarcyJry, ToOTO MoKHa BBa)KaTH, 110 NaHHUH 3aci6 BLIbHMI Bix HaTpio.

Inpopmarito npo iHwi gikapceki 3aco6u, mo 3aCTOCOBYIOThCA B KOMOIHALT 3 Karcynamu
NOMAJII/IOMiJTy, IMB. Y BIANOBIAHUX po3jinax KOPOTKOI XapaKTePUCTHKH.

4.5 B3aemoodis 3 inwumu nikapcekumu 3acobamu ma inwi eudu e3aemodiii.

Bruins nomatiiominy Ha inmi sikapeski 3aco6u

[lepenbavaersces, mo momarminomin e CIIPHYHHHTE KJIHIYHO 3HAYYIIHX (apMAKOKIHETHUHHX
B3aEMOJIIH MIX JTIKapCHKUMH 3ac00aMH LIIAXOM iHribyBanns abo iHAyKLii uTOXpoMy P450
abo iHriyBaHHs TpaHCIOpTepa NpH OZIHOYACHOMY 3acTOCYyBaHHI 31 cyGcTparamM LHX
depmentiB abo Ttpancnoprepamu. IloTeHumian Mik TakHMmu JIKapCEKHMH  B3a€MOIisIMH,
BKJIIOYAIOYH MOTCHUIMHMH BIUIMB NoOMamioMimzy Ha (papMakokiHeTHKY KOMGiHOBaHHX
OpaIbHUX KOHTPAIIENTHBIB, KIIHIYHO HE OLIHIOBABCH.

Bruus inmux gikapehkux 3aco6iB Ha moMaTioMin

HuB. po3nin «PapmakokiHeTHKa

JlexcameTaszon

OnHouvacHe Garatopazore BBegeHHS 103 MOMaILZIOMily 10 4 MT" pa3oM i3 IeKcaMeTa3oHOM Bijl
20 o 40 mr (sKkuil BBaXKacThCs CIaOKHM 260 MOMIPHUM iHIYKTOPOM IEKIJIBKOX (hepMeHTiB
CYP, y tomy umcni CYP3A) nauicHTaMm i3 MHOXHHHOIO Mi€IOMOIO He BIUIMHYJIO Ha
(hapMaKOKIHETHKY IOMaIiIOMi/Ty MOPIBHSHO i3 BBEJICHHSM JIHILE noMaJioOMiy.

Brums nexcamerasony wa sapdapun Hesimommii. ITin wac JIKYBAaHHS PEKOMEHIy€ThCS
CTEXKHTH 33 KOHIEHTPALi€lo Bap(aprHy B KPOBI.

Indopmaniio npo iHwi gikapeki 3aco6w, mo 3aCTOCOBYIOTbCs B KOMOiHauii 3 Kancysnamu
MOMAJIiZIOMi[Ty, TUB. y BIAOBITHUX PO3/inax KOPOTKOT XapaKTEePUCTHKH,

4.6 3acTocyBaHHS M yac BariTHoOCTI Ta FOAYBaHHS FPYULIO

JKIHKH penpoyKTHBHOTO BiKy/KOHTpALEMIis Y YOMOBIKIB i KIHOK

JKiHKH penpoyKTHBHOIO BiKy MOBHHHI BHKOPHUCTOBYBAaTH €()EKTUBHI METOM KOHTpAIEMILT.
SAKimo xiHKa 3aBariTHiia nix yac Tepamii momaizoMizom, JIIKYBaHHS HEOOX1IHO NPUITHHHTH,
a MAaUi€HTKY HAIIPaBUTH J0 JiKaps, SKHif crenianisyeTbes abo 0CBiIUEHHI Y. TEPATOIIOrii, 11
OLIHKH PU3HKIB JUIS IUIOAA Ta HAJAHHs Opaj. SIKIIO KiHKa 3aBariTHilA BiJl HONOBIKa, SIKHIA
3aCTOCOBYE TOMAJIZOMiJl, PEKOMEHAYETHCA HaNpPaBHTH NAUEHTKY 10 JiKaps, SKuii
crienianisyeThest ab0 0CBiTUeH il y TepaToIorii, s Ol HKH PH3HUKIB 115 MJ10/1a, Ta HaJaHHS




nopaa. [TomaninoMix nmpoHuKae y ciM’sHy piidHy JIOAMHH. SIK 3ano01KHMH 3aX1/1 BC1 NAIICHTH
4OJI0BI4OT cTaTi, sKi MPUAMAIOTH MOMAIIOMIJ, TOBHHHI BHKOPHCTOBYBATH IPE3EPBATHBH
MPOTATOM yChOI'O IIEPIOJTy JIIKYBaHHs, M1J1 Yac NEepPepUBAHHS 103U Ta NPOTAIOM 7 JIHIB mics
TNPHIIMHCHHS JIIKYBaHHSA B TOMY BHIIAJKY, AKIIO MapTHepKa BaritHa abo penpoayKTHBHOTO
BIKY 1 11€ 32CTOCOBYC IIILIHX BHAIB KOIITPALCILIT.

BaritHictb

OdikyeTbCsl TepaTOTeHHHH edeKkT mnomanijominy Ha opraizm moauau. [lomamizomin

NPOTHIIOKA3aHUH 110 3aCTOCYBAHHS TIiJ] Yac BAriTHOCTI Ta JKIHKaM PErpoayKTHBHOIO BiKYy, 3a
RUHATKOM BUTIAJIKIR, KOMTM BCl YMORH JUIS 3am00IraHHs BariTHOCTI BUKOHAHI.

["onyBaHHs rpyULIO

Hemae nanux, sixi O niaTBep/ MM NPOHUKaHHs J1IKapchbKOro 3aco0y y rpyAHE MOJIOKO JIFOIHHH.
ITomanigomin OyB BUSIBIEHHH y MOJIOLI LIypiB, 110 FOAYIOTh, Iicis Horo BBeaeHHs. Yepes
NOTEHIIHHY MOXJIMBICTh BHHHKHEHHs MOOIYHUX peakiidl Bix noMamigoMmimy y mitei, ski
311aX0JIATHLCA HA TPYJHOMY BHIOJOBYBAHHI, HEOOXITHO NPUUHSATH PILLICHHS PO MPUIHHCHHS
BUTI'OJIOBYBaHHs IpyuTio abo Tepamnii nikapchbKuM 3aco00M, BpaXxOBYIOYH KOPHUCTh IPY/IHOIO
BHI'OJIOBYBAHHS JUIS TMTHHH Ta KOPHCTH TEparil JUIsl KIHKH.

DepTHIIBLHICTE

Byno BcTaHoBneHo, MO IOMaNiIOMiJ HEraTHBHO BIUIMBA€ Ha (epTUNABHICTL 1 Mae
TepaTOreHHUH BIUIUB Ha TBapHH. [lomMasniioMi]l IPOHUKHYB Kpi3b IJIALEHTY Ta OyB BUSABJICHUI
y KPOBI ILIOJIA ITiCJIsl BBEJACHHS BariTHUM KPOJIMKaM.

47 BniaMB Ha 3/aTHICTh KEpyBaTH TPAHCHOPTHHMH 3acob0aMu a0 MpalioBaTH 3 IHIIMMH
aBTOMATH30BAHUMH CHCTEMaMH.

[Tomanigomia Mae He3HaYHUH ab0 MOMIPHHH BIUIMB HA 31aTHICTh KEPYBATH TPAHCIIOPTHUMH
3acobamu abo mpairoBaTH 3 IHIIUMH aBTOMaTH30BaHWMH cuctemaMu. [licis 3actocyBaHHS
MOMaJIIZIOMIY TOBIIOMIIANIOCS TPO BHIAJKH BHHHUKHEHHSI CTOMJIFOBAHOCTI, MPUTHIYEHOTO
PiBHS CBIIOMOCTI, CILTyTaHOCTI CBIAOMOCTI Ta 3alaMOpOYeHHs. SKIIO ML Yac 3aCTOCYBaHHS
Tepamii moMatiJOMiZIOM BHHHKAIOTh NepepaxoBaHi nodiuHi peakiii, mamieHTH MaioTh OyTH
MPOIHCTPYKTOBaHi MpO Te, HIO HE CJiJl KepyBaTH TPAaHCIIOPTHHM 3acOo00M, MpalloBaTH 3
IHIIMMH aBTOMATH30BaHHUMH CHCTeMaMH abo BHKOHyBaTH HeOe3le4Hi 3aBJaHHs MiJ 4ac
JKyBaHHS.

4.8 [1o6iuni peakuil.

. Tomanidomio y kombinayii 3 bopmezomibom ma dexcamemazonom

Haituacrtime Oyi1u BHABICHI MOpYLICHHS 3 OOKY CHCTEMH KpoBi Ta JiM($aTHUHOI CHCTEMH:
HeuTponeHis (46,8 %), Tpomboumrtonenis (36,7 %) ta anemis (28,4 %). Haiiuacrime
HAIXOJHJIM TMOBIIOMJIEHHS mpo mnepupepuuHy ceHcopHy Hedpomariio (47,8  %).
Halinomupenimumy nobiyHuMu peakuisiMu 3-ro abo 4-ro ctyneHs Oynu peakuii 3 Ooky
CUCTEMH KpOBI Ta JiM$aTu4Hoi cucTeMu: HeiTponeHis (41,7 %), TpomOounToneHis (27,3 %)
ta asemis (14,0 %). Halimommpenimor cepHo3HOI MOOIYHOIO peakui€lo, Opo Ky
noBigomssuiocs, Oyna muHeBMmoHis (11,5 %). Inmi cepifozni nmoGiuHi peaxuii, BKIOYaIu
rapsiuky (4,0 %), iHdeKnio HIKHIX AUXalIbHUX NUIAXIB (2,9 %), nereHeBy embouito (2,9 %),
rput (2,9 %) Ta roctpe ypaxeHHst HUpoK (2,9 %).

. TIomanioomio y kombinayii 3 dexcamemasoHom

Haituacrimre y KIiHIYHHX JOCIIIKEHHAX MOBIJOMIISUIM PO MoOi4HI peakiii 3 60Ky cHCTeMH
KpoBi Ta JiMdaTHYHOI CHCTEMH, BKIIOYaouu aHeMiio (45,7 %), HeittponeHito (45,3 %) ta
TpomOonuToneHiro (27 %); cnocTepiraaucs 3arajbHi po3Jiafy Ta MIiCIEB] yCKJIaIHEHHA Y MicCIli
BBE/ICHHS Ipernapary, a caMme: BToMma (28,3 %), rapsuka (21 %) ta nepudepuynuii Hadopsk (13
%), npu iHpekuisx Ta iHBa3iAX BUHMKata nHeBMOHis (10,7 %) Hpa nepudepuyHy
HeBpomnaTiio nopijoMisinocs y 12,3 % naruieHTiB, Mpo BUNAJKH BEHO3HOT a0 TPOMOOTHYHOL
emborii —y 3,3 % nmauienTis. Haituactime nosinomnanocs npo noGiui peakuii 3-1o abo 4-ro




CTYNEHs 3 00Ky CHCTEMH KpoBi Ta JMOATHIHOT CHCTEMH, BKITIOYAIOUH HelTponenio (41,7 %),
aHeMilo (27 %) Ta TpoMGOIHTONEH IO (20,7 %); npu indekuisix Ta IHBa3igX, BKIIOUAIOUH
IHEBMOHIIO (9 %); CHIOCTEpIraucs 3arajibHi pO3aaM Ta MICHEBI yCKJIaJHCHHS y MicIi
BBE/ICHHA TIpernapaty, a came: BToMa (4,7 %), rapauka (3 %) ta nepudepuynuii Habpsak (1,3
%). Haiinommperimoio cepiiosnorn mo6iunoo PCaKWi€lo, NMpo sIKy MOBiLOMIIsIOCS, Oyna
nHeBMoHis (9,3 %). IHwi cepiiosni modiyni peaxuii, BKmovamm Gpebpuisny HelTponexio (4,0
%), HeHTponeniio (2,0 %), TpomboumToneHio (1,7 %) Ta peakuii BeHo3HOT a0 TPOMOOTHYHOT

emboii (1,7 %).

[ToGiuni  peakuil 3a3Buuail  BHHHKAIOTL MPOTATOM  NEPWIMX 2-X HMKIIB JIiKyBaHHS
NOMAJiIOMIZIOM.

Crrcok no6i9HuX peakitiif v Burmsii Tabaui

¢ lHomanioomio y noeonanni 3 bopmesomibom ma dexcamemasornom

Y pannomizoBanomy gociimkenHi CC-4047-MM-007, 278 nauienris OTPHMYBaJIH
MOMaJiIoMizl, GOPTC30Mi6 Ta aeKcaMeTason (Pom+Btz+Dex arm) (muB. posuin «Croci6
3aCTOCYBaHHS Ta I03H»).

[To6iuni peaxuii, ski CIOCTEpPIraloThes y MAIlEHTIB, sKi OTPUMYBAJIH MOMaJTiIOMin y
noeaHanHi 3 6oprezomiGom Ta ACKCaMETa30HOM, HaBe/IeHi B Tab/u1i 7 32 CHCTEMOIO OpraHHHX
knacis (COK), 4acToToro BeiX moGidHmx Peakuif Ta JUIs moGiuHuX peaxuiit 3-ro Ta 4-ro
CTYHEHS .

Yacroty nobiunnx peakuii as koMmuekcHoi Tepanii Pom + Btz + Dex (6ymb-sikoro KJiacy)
BU3HAYaIOTh BIIIOBIIHO 10 MOTOYHHX 3HaYCHb: yxKe yacTo (2 1/10); wacro (> 1/100 i <1/10);
Hewacto (21/1000 i <1/100).

Tabmuus 7
I1po Bci no6iuni peaxuii (ITP) nosizomusiocs KIIHIYHOMY stocikenni MM-007 s
NAUIEHTIB, Ki OTPHMYBAIH TOMATLIOMIT Y NMOENHAHHI 3 60pTe30Mi6OM Ta EKCAMETA30HOM

Cuctemunii opraunmit | Bci no6iumi peakuii/gactora 3-4- cTyniub n06iYHMX
KJ1ac /mepeBaxHui peakuiii/gactora
TEPMiH —

[nekuii Ta inBasii Jlyke yacto Jly»xe yacto

[IneBMOHIs, Gpomxir, iHdekuiilIneBMOHIS
BEPXHIX  JMXaJIbHHX IUIsXiB,UacTo
BipycHa  iH(ekuis BepxHix(Cencuc, cenTHYHMIA MIOK,

JIMXATTBHHX LUIAXIB NCCBAOMEMOPaHO3HHH KOJIIT,
Yacto OpoHxir, 1H}eKIiT BEPXHiX
Cencuc, cenTruHumii mok, JUXAIBHUX — HUIAXIB,  iHpeKi]]
[ICEB/IOMEMOPaHO3HHIN KOJIIT, HIDKHIX ~ JIMXQIbHHX — IISIXIB,
indekuii IMXanbHuX HUsIXiB, JIereHeBa IH(EKIIist, rpuIl,

iHbeKuil  HEKHIX AMXabHUXKAIAPHME  GpouxiT,  indexuii
UISIXIB,  JIereHeBa  iH(EKIIis,/CeYOBMBIIHMX LUIIXIB

rpui,

Kamiapuuii - GpOHXIT, iHGeKui]
CCYOBHBITHUX NLISIXIB
JloOposikicHi, 3mosxkicHi [Yacto

Ta HEY TOYHEH] basanbHOKIiTHHHA KapuHHOMa

HOBOYTBOPEHHS

(BKJTIOYAKOYM KiCTH Ta J

OJIiNHN) P

3 60Ky cucremu kpoBi  |JTyse yacto Jlyxe gacTo 7 i Moy .
Ta mMbaTHuyHOf Heiitponenis, TpomGounTonesis, HeﬁTponeHisi,_..-"rpomﬁoumohe'ﬂi-s?

CHCTeMU JICHKOTICHIS, aHeMis aHeMis 1§ o C1L o

bt




Hacro

DebpuibHa HeHTpoIIeHis,

Yacto
DeOpunbha HelTponenis, jeiiko-

JTiM$orieHis neHis, niMdorneHis
[lopymenus obminy YIKE HdCT0 Yacro
PCHOBUH, XapyyBauHs  (I'inokaniemis, rinepriikemis I'inokaniemis, rinepriikemis
Ta MeTaboIti3My Yacrto ['inomarsiemis, TIIOKaIbIlieMis,

['imomarniemis, TOKabIiEMis,

rinodocdaremis, rinepkajiiemis,

rinodocdaremis, rinepkaiiemis,
rinepKajibuicMis

IepKaibLiemis

[lcuxivni posnaau

ﬂ YK€ HacTo

Yacro

be3conns Jlenpecis, 6ezconns
Yacto
Jlenpecis
3 Goky HepBOBOT [yxe yacro YacTto
CHCTEMHU [lepudepuuna ceHcopHalCuHKone, nepupepuyna CEHCOpHa,

HEHpONaTis, 3arramMopoyeH s,
Tpemop

Yacto

Cunkone, nepupepruyna
CEHCOMOTOpHA HelponaTis, nape-
CTE31sl, AMCreR3is

Hefponaris, nepudepuunal
CCHCOMOTOpHA HeltponaTis
Heuacto

3anamopoyeHHs, TpemMop

CHCTEMH, OpraHiB
IPYJAHOI KJTIITKH Ta
cepesoCTIHHS

3 Goky opranis 30py  [UacTo Yacto
Karapakra Karapakra
3 OOKy cepiis Yacto Yacto
Murotinusa apurmis Muroriuga apurmis
3 00Ky cyMH Yacto Yacro
Tpom603 rimubokux Ben, ['inoTensis, rinepren3is
rinoTeHsis, rinepren3is Heuacto
Tpom603 rimubokux Ben
3 60Ky auxanpHOT Jly>xe yacto Yacto

3anMinKa, Kameb
Yacto
Jlerenesa emGois

Jlerenesa em6outist, 3a11Ka

3 OOKYy IIIYHKOBO-

ﬂ YK€ 4acTo

YacTto

KHIIKOBOTO TPaKTy Jliapes,  GuoBanHs, Hynora,/liapes, 6moBanns, 6ip Y JKHBOTI,
Banop 3anop
Yacro Heuacto
binb y xwusori, 6ins y BepxHiiiBip Y BEPXHill YaCTHHI %KHBOTa,
HaCTHHI  XWBOTA,  CTOMATHT,CTOMATHT, HYJI0Ta, 3y TTS )KUBOTA
CYXICTb Y POTi, 37yTTS MUBOTa

3 OoKy wiKipu Ta Yacro Yacto

NULKIPHOT KIITKOBHHHM [BHCHITaHHS Bucunanus

3 6oky onopso- Jlyxe yacto Yacto

PYXOBOI CUCTEMH Ta M’s130Ba c1aGkicTs, 6inb y crmni M’s308a cl1abKicTh, 6inb y crnuni

CIIOJTyYHOI TKAHHHH Yacto Heuacto
bisb y KicTkax, M’s130Bi cniasmMu  |Bijs y KicTKax

3 00Ky HHpOK Ta Yacro Yacto P

CEYOBHALIbHOT cucTeMmu [ocTpa HUpPKOBa HEJIOCTaTHICTh, [‘ocTpa HUpKOBa HEJOCTATHICTH,
XPOHiYHa HHPKOBaXpOHI4YHa HHPKOBa _'Iiégxiocmmicm, Y

HCIOCTATHICTD,

e ¥

3aTPUMKA CEUOBMITY CKAHHS » 1
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3aTPHMKA CEYOBMITY CKAHHSI
3arasibHi nopymenus Ta Jlyxe yacto Yacro
MOpPYIIEHHS y Micui Broma, rapsuka, nepudepnuunnifBroma, rapsuka, Gim Yy TPyIsx
BBEJICHHS HaOpsK HEKapUAIbHOIO HOXOKEHH,
Tacto nepudepnynmit HaGpsik, HaGpsix

bink y rpymsx mexapaiaisroro
[10XOJ/IKEHHS, Ha0psIK

\ U l.‘

JlaGopaTtopni Ta Yacto Yacro
IHCTpyMeHTaNbHi Nani  [[TinBumenns piBHS AJIT,3umkenns macu Tina
SHH)KCHHS MacH Tijla Heuacro
[lixBuimenns pisas AJIT
Tpasmu, otpyenns ta  [Yacro Heuacto
[POIE Ty pHi [laginas [Taninus
VCKITaIHEHHS

* [lomanioomio y noednanui 3 oexcamemaszonom
Y paunnomizoBaHoMy nocTimKenni CC-4047-MM-003 302 namicnTy i3 PEUHIHBYIOH0IO Ta
peppakTepHOI0 MHOXHHHOI Mi€IOMOIO OTPHMAH TEpariio MOMATIAOMINOM 4 MT, sKwii
BBOZMJIH OJMH pa3 Ha JEHb NMPOTAroM 21 IHS KOKHOro 28-1€HHOTO LUMKJTY y MO€aHAHH] 3
HH3bKOIO 103010 IEKCAMETA30HY IO THIKHA.
[loGiuni peakuii, mo CIIOCTEPIrayIuCs y NMallie€HTIB, SKi OTPUMYBaJIM IIOMAIIAOMIZ y KoMOiHari]
3 ICKCaMETa30HOM, HaBEJICHI HUKYE B TaGIHIL & 3a (COK), wacrotoro Beix no6iunux peakiiii
Ta JUIt noOIYHUX peakuiii 3-ro a6o 4-ro CTYIEHS.
Hacrora noGiunnx peaxuiii Taka i, sk i B IpyIi NaWi€HTIB, sKi 3aCTOCOBYBAM MOMATiOMix |
JICKCaMeTa30H B pociikeHHi CC-4047-MM-003 (n = 302). Ycepenuni xoxuoro COK i s
YIPYNYBaHHAX 33 YacTOTOI HECHIPHUSTIIHBI peakuii HaBeleHI B NOPSAKY 3MeHINeHHS
CepHo3HOCTI. YacTOTy BM3HAYAIOTH BiMMOBIXHO A0 TIOTOYHHX 3HAYeHb: ayske 4acto (>1/10);
gacto (=1/100, <1/10); uewacto (=1/1000, <1/100); wactota HeBizoma (ne moxe OyTtH
BU3HAYCHA HA OCHOBI HASIBHUX JIAHHX).

Tabmuus 8
Yacti no6iuni peaxuii, 3a3naveni s KIIHIYHOMY nocimxenni MM-003 y NanieHTiB, gki
OTPUMYBAJIM IOMAJTiIOMI y IOEAHAHHI 3 1eKCAMETA30HOM

CucreMunii opranumit Vei vacti no6iuni 3-4-it cTyniHb YacTHX MOGIUHMX
Kjlac/6axanuii Tepmin peakuii/gactora peakuii/gyacrora
[Hexuii Ta inBasii Jlyxe yacTo Yacro

[IneBMOHIs (ﬁaKTepia.anO'f,Heﬁrponeﬂiqﬂuﬁ CeIlCHC,
BIpYCHOI Ta rpu6koBoi indeKwil, IHeBMOHis (GakTtepianbHOi,
BKJIIOHAIOYH  yMOBHO-TIATOrE€HHIBIPYCHOT Ta rpuGKOBOT iHpekuii,
iH(peKuii) BKJIFOYAIOYH  YMOBHO-IIATOTEHHi
Yacro iH(eKiT), GpOHXONHEBMOHis,
Heilitponeniynuii CETCHC,[iHDeKNii AMXaTbHUX HUIsXiB,
OpOHXOMHEBMOHIs, GPOHXIT, indexuii  BepxHiX  mEXATLHHX

IHOEKNIT AMXaNbHUX UUIIXIB,  [uisixis
iHpekuii Bepxuix nuxansruxHeuacto

LISX1B, Ha30(apuHriTBPOHXIT, onepizyBasHuii reprec
OIEpi3yBaIbHHH repriec

JlobposikicHi, 3n0sKicHi Ta [HeuacTo Hewacro T

HE yTOYHEH] baszanbHokniTHHEHIT pak wKipy, Ba3aan0KniTH_§ﬁ141_§..'paK"LUKip_H,

HOBOYTBOPEHHS (Y TOMy  |[IUTOCKOKJiITHHHHIA pak HIKipH MIOCKOKJTITHHHHI PaK IIKiph

YHCII KICTH Ta MOJTiNH) -y




3 GOKy cHCTeMH Kposi T4
niM(aTHIHOT cHcTeMu

,ﬂ YAKEC 4acTo

HeliTponenis,
TpoMOoUHMTONEHIs, neifkoneHis,
aHemis

Yacrto

DebpubHa HEWTpoTeHis

ﬂy K€ 4acTo

Hefitponenis, TpombouuTONnEHis,
aHeMis

Hacro

DebpuibHa HelTponeHis, Jeiiko-
[CHIs

3HHKEHUI piBeHb CBizOMOCTI,
nepudepuyHa

CEHCOpHa|

[lopymienns o6miny € YacTo YacTto

PCHOBHH Ta MeTabonismy  3umokenns anerury [luepkaniemist, rinonarpiemis
Yacro Hewacto
['inepkaniemis, rinonarpiemis  3HmkeHHs areTuTy

[leuxivni posnanu Yacro Yacto
CruryTanicTs cBizomocTi CruryTaHicTsb cBijgomMocTi

3 6oky HepBoBOi cHcTemu [UacTo Yacto

SHUKEHHUI piBeHb CBigoMoCTI
Heuacro

PenpoyKTHBHOI CHCTEMH
Ta MOJIOYHHX 3aJ103

TaszoBuii 6inb

HeHponaris, 3aramMopoyeHHs, [Tepudepuuna CEHCOpHA
TPEMOp Helponaris, 3araMOpOYeHHS,
TpeMop
3 Goxy opranis cmyxy Ta  Yacto Yacro
1abipuHTY 3anamMopoyeHHs 3anamMopoyeHHs
3 Goky cyaun Yacro Heuacto
Tpom603 rimbokux sen Tpom603 rmGokux Ben
3 60Ky muxanbHOT Jlyxe yacto Yacro
CHCTEMH, OpraHiB rpyIHOI [3a/IM1IIKa, Kalleb 3anuinka
KJIITKH Ta cepeiocTinus  Yacto Hedacro
Jlerenesa emOois Jlerenera em60is, Kamenn
3 OOKy IIUTyHKOBO- Jly>e yacto Yacto
KHIIKOBOTO TPaKTy Jliapes, nyota, 3amop Jliapes, GiroBanHs, 3amop
Yacto Heuacto
broBanHs, UITYHKOBO-KHIIKOBiHy 1oTa,
KpOBOTEYi [Ty HKOBO-KHIIKOBI KPOBOTEYi
3 60Ky meuiHku Ta Heuacto Heuacto
PKOBYIOBHBIAHNX tuaxis  TinepGinipyGinemis ['inep6inipyGinemis
3 60Ky wwKipH Ta Yacto Yacro
MiAKIpHOT KIiTKOBHEM  [Brcnnanmus, CBEpOiXK Bucunanns
3 6oky onopHO-pyxoBoi  |JTyike yacTo Yacto
CHCTEMH Ta CIIOJIYYHOT bink y kicTkax, M’a308i cnasmu [Bink y kicTkax
TKaHHHH Heyacto
M’ s130Bi cniazmu
3 60Ky HHpOK Ta Yacro Yacto
CEHOBHNIBHOT cHcTeMs  |HupkoBa HenocTaTHiCTD, Hupkosa HepocTaTHicTh
3aTpUMKa CEYOBHAIJICHHA Heuacro
3aTpuMKa CeyOBHITyCKaHHS
3 OoKy opranis Yacto Yacto

TazoBuit 6116

3arajbHi MOpYIIEHHS Ta
NOPYIIEHHS Y MicIi
BBEJICHHS

ﬂVHCC 4acTo

Broma, rapsuka, nepudepuunmuii

HaOpsiK

Browma, rapsyka, nepudepudnuii

HaGPsIK ;

Y



JlaGopatopui Ta Yacro Yacro

IHCTpYMEHTaNbHI aui 3MCeHIIeHHS KUIbKOCTI3MEHIIICHHS KIJBKOCT]
HeHTpodiniB, 3MEHIICHHAHEATPODiNiB,
KiJTbKOCTI JCHKOIMTIB,3MCHIIICHHS KIJTBKOCTI
3MEHLICHIIS KUILKOCTI e HKOIHTID,
TPOMOOLUTIB, MIBUIICHHS3MEHIICHHS KLUIBKOCTI
piBHs AJIT TPOMOOLIUTIB,

UBULICHHS pisus AJIT

Ha nonarok no nepepaxosammx BUIIE 1OOIYHKX
HacTynmHa Tabnnus 9 BuBemeHa 3 JIaHUX,

KITHIYHHX BHUIIPOOYBaHb,
HlCH}IpGCCTpaHlHHOM}’ nepioi.

Ilosinomenns npo peryspui nodiyni peakuii, axi BHHAKH

peaxiiiif,

neplom i yac Tepaml HOM&J’I]I{OM!,E[OM

BHSBIICHHX Y paMKax TOJOBHUX
BUSABJICHHX y

Tabmunsa 9
y micispeecTpariiinomy

CucremHnit opranuuif
KJIac/epeBaXKHHH TepMiH

Bci no6iuni peakuii/yactoral

3-4-if cryninp no6iuaux |
peakuiii/yactora

CHCTEMHU

[Hdexuii Ta YacroTa Heigoma YacToTa HeBijoma
1HBa3i| PeaxtiBanis renatuty B |Peaktupauis renatuty B
3 60Ky crcTeMH KpoBi Ta Yacto Yacro

niMbarrynoi cueTeMu [laHumTONEHIS [lanuuTONEH S

3 60Ky iMyHHOT Yacto Hedacto

AHTIOHEBPOTHYHHUI HaBPIK,
KPOITUB’ sTHKA
Yacrora Hesijjoma

AHadUIaKTHYHA peaKiis

AHTIOHEBPOTHYHMI HaGPSIK,
KPOIIUB’ IHKa
YacTora HeBifoma

AHadinakTHYHA peakiiis

3 60Ky eHIOKpUHHOT cHcTemMu |HewacTo
rinoTupeos

[lopymenns o6miny peuosun [Yacto Yacto

Ta MeTaboITI3My ['inepypukemis ['inepypukemis
Heuacto Heuacto
CunipoM stisucy myxims CuHIpOM Jti3ucy nyxmun

3 60Ky HepROROT Yacto Heyacrto

CHCTEMH BHyTpilsb0uepenui [HCy BT,
KPOBOBHIIHBH BHYTPIIIHEOYEPEITHI
Heuacto KPOBOBHJINBU
[HCY BT

3 60Ky cepus Yacto Yacto

Cepuesa HezocraTHicTb,
MHTOT/IMBA apUTMis,

Cepuesa HEJIOCTAaTHICT,
MHTOTJIHBA apUTMis

inapkT Miokapna Heuacto
[HdapkT Miokapia
3 Goky nuxanbHOT cucTemyu,  |[acto Heyacrto
OpraHiB TPyIHOT KIITKH Ta KpoBoTeua 3 Hoca, Kposoreua 3 Hoca, 13J1
CepeIOCTIHHS [3J1
3 60Ky nedinku Ta Heuacto
PKOBYOBHBIJHUX IIIJISXIB ["enatut o

3 Goky wikipu Ta migmkipHOi

YacroTa HeBitoma

[KIiTKOBHHY

HacroTa neBimoma’ e




Jlikapeska peaxitis 3Jlikapcbka peaxiis 3
CO3UHOPINICIO TACO3ZHHOPUIIEIO Ta CUCTEMHHMM
CHCTEMHHUMH CUMIITOMaMHM, [CUMIITOMaMH,
TOKCHYHHH eniiepMaIbHUUTOKCUYHMNA el AEpMAIbHHM
HEKPOJTI3, HEKPOJIi3,
CHHJIPOM CriBenca-cunapom Crisenca-J[)xoHcoHa
_JIxoHcoHa

JIaboparopni Ta Yacto Heuacto

LICTPYMENTANLIN Aalli [linsuwenns pins cewoBoilliABHINEHHS — piBHA  cEHOBOT
KHCJIOTH Y KPOBI KUCJIOTH Y KPOBI

Onuc o6paHuX MOGIYHUX peakItii
Tepamozennicmeo

[Tomaniznomin cTpyKTypHO 10B’s3auuit i3 Tamigomizom. Tamigzomin — Bigomuii JIKapChKUi
3aci0 3 TepaTOreHHNUM BIUIMBOM Ha JIOJMHY, KU CIPUYHHIOE TSKK BpPOJKEH1 Baju. Byio
BCTAHOBJIEHO, IO MOMANIAOMIJA € TEpaTOreHHHM IPH BBEJIEHHI B MEPiOJ OCHOBHOTO
OpraHoreHe3y sk JUlsi LIypiB, TaK i I KPOJMKiB. SIKIO MOMAJIIOMiJl 32CTOCOBYBATH I1ij1 Yac
BariTHOCTI, OUiKy€ThCS TePATOreHHHI BIUIUB JIiKapchKOro 3acoly Ha JIOMHY.

Hetimponenis ma mpoméoyumonenisn

Y naumieHtiB, fKi OTpUMyBalH KOMOIHOBAaHY Tepamil0 NOMATIZOMIZOM Yy KIiHIYHHX
JOCIIUKEHHAX, HeHTPOIeHis criocTepiranacs y 46,8 % nauientis (3 aux 41,7 % 3-ro a6o 4-ro
ctynens). Heitponenis He npu3Bomia 10 nepepuBanHs Teparii MOMAiIOMIZOM Y XKOIHOTro
naiieHTa Ta HaituacTime OyJia Hecepito3HoIo.

[osinomisiniocs npo Bunankn GpeOpuibHOI Hefitponenii y 3,2-6,7 % nauienTis, 3 HuX y 1,8-
4,0 % nauieHTiB BBaXkaacs cepHo3HOIO.

Y DalieHTiB, AKi OTpUMyBal# KOMOIHOBaHy Tepamiio MOMATIIOMIZOM Mix yac KIIHIYHHX
JocIKeHb, TpombouuTonenis BuauKIa y 27,0-36,7 % nanientis. TpomGonuToneHis 3-ro
abo 4-ro crynens BunmKia y 20,7-27,3 % HauienTis, 10 NPU3BENO IO NIEPEPUBAHHS Teparii
nomaiizomizom y 0,7 % nauieHTiB Ta BBaxanacs cepito3noo y 0,4-1,7 %.

He#itponienis Ta TpoMOGOLMTOINEHIS BHHMKAIM HacTille MpPOTSrOM MEPIUIAX ABOX IUKIIB
JMIKyBaHHS nomanigomizoM (muB. posaimm «OcobnuBocti 3actocyBanHs» Ta «Croci6
3aCTOCYBaHHS Ta J03HU»).

Inghexyia

[Hexuis Oyna HalMOMUPEHIIIAM HEreMAaTONIOTIYHAM TOKCHYHHM [IPOSABOM.

Y nauientiB, sxi oTpHMyBanH KOMOIHOBaHY Tepamilo IOMATIZOMIZOM Mij Yac KIiHiYHMX
JOCIIJDKEHb, 3apakeHHs iHdekuiero BuruKaio y 55,0-80,2 % nauieHris (3 Hux 24,0-30,9 % —
3-ro abo 4-ro crynens). Iudexiii BepXHIX AMXQIBHMX HUIAXIB i THEBMOHis Gy
HaWYaCTIIINMHU nposBamMy indekuii. CMeprenshi indexuii (5-it cTynine) Tpamsumes y 2,7-
4,0 % nauientis. Indexuii npusBenu 10 npunuHEHHs Tepanii momaiizomizom y 2,0-2,9 %
Nalni€eHTiB.

Tpomboemboniune ycknaouenns

IpodinaxTuka aneTHICaNTiMIOBOIO KHCIOTOK (T IHIIMMH aHTHKOATY ISHTAMH JUIs IALiCHTIB
3 BHCOKMM PH3HKOM) Oyna 000B’A3KOBOIO MUIA BCIX NALEHTIB y KIIHIUHUX JOCTI/DKEHHSX.
PexoMeH1yeThes anTHKOAry IsiiiHa Tepanis (Ko BOHA He TPOTHIIOKA3aHa).

Y mnauieHTiB, gxi OTPHMYBAJIH KOMOIHOBaHy Teparilo NMOMaIiOMIJIOM Tij Yac KJIIHIYHHX
JIOCIiUKEHDb, BEHO3Hi TpoMOoeMOoiYHi ycKIaaHeHHs Tpamisaucs y 3,3-11,5 % NauiexTiB (3
HuX 1,3-5,4 % — 3-ro aGo 4-ro crynens). BeHosue TpomGoemGoniune YCKNaHEHHs 6y J10
3apEECTPOBAHO AK cepifo3Hy nobivuny peakuiio y 1,7-4,3 % nauieHtis, HeOyI0 3ahiKCOBAHO
JICTAIBHUX peakliliii, BAHHKHEHHs BEHO3HOI'O Tp0M60eM60qu0ro }/CI{IIa,[[HCHHH a(.ounosa.nn
3 NPUITMHEHHAM Tepanii nomanizomigom 1o 1,8 % nauieHTis. HEig g CTIT L)




ITepugepuuna netiponamis

* Ilomanioomio y noeonanti 3 6opme3omibom ma dexcamemasonom

[lanientu 3 TpuBanow nepudepnyHoo Heliponaricro >2 cryneHs i3 GoseM 3a 14 guiB mo
paniomisauii Gynu BHKMOYeHI 3 KIiHIYHUX [ociigkeHb. [lepudepuuna Hejipomaris
cuocrepiranacs y 55,4 % nauienris (3 vux 10,8 % 3-ro crynens; 0,7 % 4-ro cryneHs).
CKopuroBaHi 3a TPHBANICTIO BIUIMBY MOKA3HHKH Oy/lM TOPIBHAHHMMH Ul PI3HHX IpYIl
nikyanng. [Tpubmasno 30 % nauientis, sxi 3asHany nepudepuynoi Heitpomarii, Many B

aHaMHe3! Helfpomnarilo Ha mowaTky jociiukeHHs. llepudepuyna Heiiponaris nmpusBsena 1o
piamin  Gopresomiby npubmusno y 12,9 % nauicntin, nmomamimominy y 1,8 % Ta
Aekcamerasony y 2,2 - 8,9 % nauieHTIiB BiAMOBIZHO. 3BEPHYTHCH TAKOX A0 BIANOBIAHOT
IHCTPYKIIT JUISS MEMYHOTO 3aCTOCYBaHHs 60pTe3oMiby.

* IlTomanioomio y noeonanni 3 dexcamemasoHom

[lauienTn 3 TpuBanoI0 NepUEpHYHOIO HEHponarielo > 2-ro cryneHs OyaHM BHKITIOYEHi 3
KIHIYHKX Jlociikens. TTepudepuyna Heliponatia cnocrepiranacs y 12,3 % nauienris (3 Hux
1,0 % 3-ro abo 4-ro crynens). Hiskux cepiiosnux peakuiil nepudepuynoi Heifponarii ne 6yno
3apeecTpoOBaHO, MEPEPBATH Tepamilo uepes nepudepuuy Heitponariio jgosenocs y 0,3 %
MaLi€eHTIB.

Kpososunusu

[ToBigomIisIoCs MPO reMopariyxi po3naan Mic/s 3aCTOCYBaHHS MOMAIIOMILY, 0COBIHBO Y
NAUiEHTIB 3 TaKUMH (aKTOpaMH PH3HKY, K 3aCTOCYBaHHS CyMyTHIX JIKapChKHX 3acobiB, 0
MiIBHIIYIOTE PU3UK BUHHKHEHHS KPOBOTeY. ['eMOpariyni ycKIagHeHHs BKIIOYAIH KPOBOTedi
3 HOCA, BHYTPIIIHBOYEPEIHi KPOBOBHIMBH Ta LITYHKOBO-KHIIKOBI KPOBOTEYI.

Anepaiuni peaxyii ma masicki wikiphi peaxyii

[loBimomisanocs mpo aHTiOHEeBPOTHYHMIT HaOpsk, aHadinakTH4Hi peakuii Ta THKKI WIKipHi
peaxuii, Bkmoyarouu cuHapoM CriBeHca-J[KOHCOHA, TOKCHYHHMI eMiiepMaIbHUH HeKposli3 Ta
JKapceKi peaknii 3 €o3MHOMIMIEI0 Ta CHCTEMHHMH CHMIITOMAMH IIC/AsS 3aCTOCYBaHHA
nomaninoMiny. [TamienTH 31 CHIBHUMHU BHCHIIAHHSAMH B aHAMHE31, OB’ A3aHi i3 3aCTOCYBAHHAM
JNeHaTi IoMiy abo TayiioMixy, He IOBHHHI OTPUMYBATH TEpArilo IOMaTiIoMiIoM.

4.9 IlepenoszyBaHus.

BuBuanocs 3acTocyBaHHs moMaizoMiay y 1031 10 SO Mr y BUIIIAI pa3oBoi 034 Y 30pPOBHX
no6poBobIiB Ta 1031 10 Mr Jexinbka pa3iB Ha JieHb Y NALIEHTIB i3 MHOXHHHOIO Mi€JIOMOIO
Ge3 BusBneHHsa cepiiosHux nobiunux peaxuiif, mos’s3anux i3 nepenosyeanuaM. Y mporueci
JOCTIXKEHb BCTAHOBJIEHO, LIIO IIOMANIIOMIZ BHAAISETHCS LUIAXOM TeMoIiantisy.

Y pasi nepeno3yBaHHs PEKOMEHIY€ETHCS ITiATPUMYBaJIbHA Tepartis.

5. ®apMakoJI0rivHi BJaCTHBOCTI

5.1 ®apmakoguHamivHi BnacrusocTi.

®apmakoTepaneBTHYHA rpyna. ImyHoxenpecantu. [Hmi iMyHoI€IpecanTH.
Kon ATX L04A X06.

Mexanizm aii

[TomanizoMiyy YHHHTE NPAMY MPOTHMIETOMHO-NPOTHIYXJIHHHY H IMYHOMOZLYJIOIOMY Mil0 Ta
MPUTHIYY€ O>KUBICHHS CTPOMAIBHHUX KJIITHH, SKi 0NMOMAaraioTh 3POCTAHHIO KJIITHHAM
MHOXHMHHOI Mi€JIOMH. 30KpeMa NOMaIiIOMiJ] IpUrHidye nmposidepamiio Ta 1Hﬂx\}gye_anomo3
NyXJMHHMX KITHH reMmaronoetu4yHux kiuitud. KpiM Toro, rIOMaginomg mrlﬁye

npomidepartito KIiTHH MHOXXHHHOI MI€JIOMH, PE3HCTEHTHHX /10 nenam,uomugy,ﬁ‘ra CHHepr‘eaye,_
3 IeKCaMETa30HOM 5K Y Yy TJIHBHUX JI0 neHam,uom,uy, TaK i B CTiHKHX 10 NEHAiTOMITY K.TIII)HH,
06 IHIYKYyBaTH aronTo3 MyXJIMHHUX KIiTHH. [Tomanizomin mijacumoe KJfrrmm@‘lﬁg ﬁm:'r- 3




omocepe/ikoBanuii T-knitunamu Ta npupoanumu Kinepamu (ITK) Ta inriGye BUpOOJICHHS
MpOTH3aNAIbHUX UHTOKIHIB (Hanpuknan, TNF-a ta IL-6) monountamu. [TomaninoMin Takosi
iHriOye anriorenes, GI0KyI04H Mirpaniio Ta auaresino KIiTHH eHI0TeIIIO.

ITomanizomin 38’s3yerbes Gesnocepennno 3 GiIKOM nepednona (CRBN), skuii € yacTHHOIO
kommiekcy E3-mirasu, sxwmii BKkmowac B ceGe OLIOK, 110 3B’A3y€ TOLIKODKEHHS
Aesoxeupubonykieinosoi kuciorn (JJHK) (DDB1), Kyanin 4 (CUL4) Ta perynsrop Kymnin-

—(Roct) T moxe TprrEiayBaTH ayToyGiksiTRRy BanEs CRBN vV RKoMInIekci. JiirasmE3
yOIKBITHHY BiANOBiNAIOTE 3a NOJiyGiKBITHHYBaHHS Pi3HUX cyOcTpaTHUX OLIKIB i MOXKYTh
HaCTKOBO MOSACHUTH IUICHOTPONHI KIITHHHI e(eKTH, IO CHOCTepiraloThes Mpu NKyBaHHI
NOMaTIIOMIZIOM.

Ilpu HasBHOCTI momanizomixy in vitro cy6erparhi Ginku Aiolos Ta lkaros BILUIMBAIOTH Ha
yOIKBITHHYBaHHS Ta MOJAJIBLIY JErPaALiio, 110 IPU3BOIHT 10 MPSAMOro HUTOTOKCHYHOTO Ta
IMYHOMOJLy JIF0K040T0 epeTy. In vivo Tepanis momaiigomijgom LpU3BeEJIa 10 3HWKEHHS piBHs
Aiolos y mnamieHTIB 3 pPEUMAMBYIOUOIO MHOXKHHHOIO MIEJIOMOIO, PE3HCTEHTHOIO 110
JIEHAIAOMI Ty .

Kniniuna eghexmuenicme i 6e3nexa
* ITomaninomin y kombinawuii 3 6opTe3oMiGonm Ta nekcamMeTasoHoOM

Edexrnsricts Ta Gesneky nomamizominy B KomGiHarii 3 GopTe3omMiGoM i HU3BKUME 03aMH
AekcameTasoHy (Pom+Btz+LD-Dex) mopisHIoBamM 3 GopTe30MiGOM i HH3BKHMH J03aMH
nekcametasony (Btz+LD-Dex) y GaratonentpoBomy, parxomizoBanomy erami I11. Binkpure
nociimkenns (CC-4047-MM-007) 3a y4acTio JOPOCIHX MALIEHTIB i3 MHOKHHHOIO MIEJIOMOIO,
SIKi OTPHUMYBAJIH IPHHAKMHI OIHY IIONEPETHIO CXeMY JiKyBaHHs, BKIIOYAIOUH JICHATIIOMI,
Y SKHX OyJIO IPOAEMOHCTPOBAHO [POrPeCcy BAHHs 3aXBOPIOBAHHS 1111 Yac aGo Mic/is OCTAHHBOL
Tepamnii. 3aranom 559 mauieHTiB Gy10 BKIIIOYEHO Ta PAHAOMIZ0BAHO IO JOCTIDKeHHS: 281 y
rpyni Pom+Btz+LD-Dex Ta 278 y rpyni Btz+LD-Dex. 54% namienTis Oynu 4oJoBiKaMH i3
CepeJIHIM BiKOM JUTs 3araibHOI MOy siii 68 pokiB (MiH, MakcumyM: 27, 89 pokis). [1pubausao
70% mawientis Oyau pedpakrepruMu 10 nenatizominy (71,2% y Pom+Btz+LD-Dex, 68,7%
y Btz+LD-Dex). I1pu6ausno 40% namientis manu 1-i pennmms i npu6insno 73% nauientis
OTpHUMYBaslH O0pTE30Mib SK MonepeHe JTiKyBaHHs.

Hauicnram rpynu Pom+Btz+LD-Dex Boauiu 4 Mr nomasizoMizy nepopajbHO 3 1 1o 14 jHi
KOXHOro 21-gentoro mukiy. bopresomi6 (1,3 Mr/m2/n03y) npusHayamm namiestam B 060X
rpynax fociiukeHHs Ha 1, 4, 8 Ta 11 aui 21-1eHHOro UMKy [ist LHKIIB 3 1 110 8;iBaui1i8
21-n1eHHor0 UKITY JUIs WUKIIB 9 1 nani. Hu3bki no3u nexcamerasony (20 Mr/nody [< 75 pokis]
a6o 10 Mr/no6y [> 75 poxiB]) 3acTOCOBYBaM manieHTaM B 060X IPyHax A0CTi/DKCHHS Ha I 2,
4,5,8,9, 11 nui i 12 21-geHHoro uukmy anst WAKiIB 3 1 mo 8; i B ui 1, 2, 8 1 9 Ko)HOro
HACTyNHOro 21-A€HHOro UMKy, MOYMHAIOYWM 3 9 WMKNB i mani. Jlo3u Gynu 3HWKeHi, a
JIIKYBaHHS THMYacoBO IlepepBaHO abo NPHIMHEHO, SIKIIO LE HEOOXiIHO Juis KOHTPOITIO
TOKCHYHOCTI (ZMB. po3ain 4.2).

OCHOBHOIO KiHLIEBOIO TOYKOI e(eKTHBHOCTI 6YI0 BHKUBaHHS 6e3 nporpecyBanus (PFS),
ouinene Komiterom Hesanexuoi simmosimi (IRAC) Biamosigno a0 Kkputepiie IMWG 3
BHKOPHCTaHHAM Hamipy JiKyBath HacenenHs (ITT). Ilicis MemiamHOro croctepexeHHs
npotsroM 15,9 micsuis meniana yacy BBIT cranoeuna 11,20 micsuis (95% Al: 9,66,-13,73) y
rpyni Pom+Btz+LD-Dex. V rpyni Btz+LD-Dex meniana uacy BBII cranosina 7,1 MICSILLS
(95% JI: 5,88, 8,48). R




3Be/eHi naHi Mpo 3aranbHy edeKTHBHICTH mpejacTaBieni B TaGmuui 10 i3 BUKOPUCTaHHIM
rpaHuy4HOI fatu 26 xoBTHs 2017 poky. Kpupa Karnana-Metiepa juis PFS ans nonynsiui ITT
[IPE/ICTaBJIeHa Ha PUCYHKY 1.

' o | Pom+Btz+LD-Dex f Btz+LD-Dex

’ ) | (N=281) | (N=278) |
— —=H Se—
Median * time (95% CI) © [ 112009661373 | 7.10(5.88,848)
HR<(95%CD), p-values _0.61(0.49, 0.77), <0.0001

ORR, n (%) o 82% | sow ,s
e B e e |
CR 35(12.5) 9(3.2)

VGPR ' 104 (37.0)  40(14.4)
PR L s 8801

R o T

DoR (months)

Median® time (95% CI) » | 13.7 (10.94, 18.10) J 10.94 (8.11, 14.78)

HRe (95% CT) | 0.76 (0.56,1.02)

i

Btz = Gopresomi6; CI = nosipunit intepean; CR = nosna Bianoeiae; DoR = tpusanicts ianosizi: HR =Koediuient
nebesneku; LD-Dex = HU3bKi 1031 nexcamerasony; ABO = pinHowenns wancie; ORR = saransua yactora
sinnosineii; PFS = puxuBanus 6e3 nporpecysanHs; POM = nomaninomiza; PR = uactkosa Bianosias: sCR = Cygopa
noeHa sianosizk VGPR = Jlyske xopolua 4acTkosa Bianosis.

a Meniana 3acHoeana na ouinui Kannana-Maepa.

b 95% Ml wono menianu.

¢ Ha ocHosi moneni nponopuiiinux puzukis Kokca.

d 3HaueHHs p GasyeTbes Ha CTpaTH(hIKOBAHOMY SOrapudMiUHiii KPMTI.
e CniBeigHouwenHs wancis ans Pom+Btz+LD-Dex:Btz+LD-Dex.

f 3nauenns p 6asyerses Ha Tecti CMH, cTpatiikoBaHOMY 3a BikoM (<=75 npoT >75), nONepeaHiM YHCIOM cXeM
MpOTHMiENOMHOT XBOpoGH (1 npoTH >1) i Gera-2 MiKkpornoByniny min wac ckpuuiry (< 3,5 Mr/n npotu > 3,5 mr/n —
< 5.5 Mr/n npotu > 5,5 mr/n).

Cepelis TpUBAJTCTh JIiKyBaHHS CTaHOBUIA 8,8 MicsIs (12 umkmiB ikyBaHHSA) y rpymi
Pom+Btz+LD-Dex i 4,9 micsus (7 uukis nikysanns) y rpyni Btz+LD-Dex.

Ilepesara PFS Gyna Ginbiun Bupakenolo y nauienris, sxi OTPHMYBaJIH JIHIIE OJHY
MONEPE/IHIO JiHIIO Tepanii. Y nauieHTis, ki oTpuMyBay 1 NOTIEPEIHIO JIIHIIO
MPOTHMIEJIOMHOT XBOpOOH, Meliana dacy PFS cranosuna 20,73 micsaus (95% JII: 15,1 1,
27,99) y rpyni Pom + Btz + LD-Dex i 11,63 micsus (95% JII: 7,52, 15,74) y rpymni Btz +
Pyxa LD-Dex. I1pu nikysanni Pom + Btz + LD-Dex CIIOCTEPIranocs 3HHKEHHS PU3HKY Ha
46% (UCC = 0,54, 95% [1I: 0,36, 0,82).

Pucynok 1. Bixupanss Ge3 nporpecyBanusi Ha OCHOBI ornaay Bianosizei IRAC 3a
kputepisimu IMWG (tect crpaTtudikoBanoro pedTHHTY XypHany) (monynsuis ITT).

-
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Jlara 3aBepuienHs: 26 xoBTHs 2017 poky

3riiHo 3 NPOMIKHUM aHaIi30M 3araibHOro BuxkuBaHHS (OS), 3 BUKOPHUCTAHHAM MEXi Bifg 15
Bepechs 2018 poky (cepenniit mepion crocrepexkenns 26,2 Micss), cepenniii yac OC 3a
ouirkamu Kantana-Maepa cranosus 40,5 micsius s Pom + Btz + LD. - - Pyka Dex 1 30,5
MiCsLB Juis pyku Btz + LD-Dex; UCC = 0,91, 95% JII: 0,70, 1,18, i3 3araisHOI0 4acTOTOI
noxiii 43,3%.

* [Tomamigomin y koMOiHamii 3 1excaMeTazoHoM

Edexrusnicts Ta Gesneky momanisominy B kKoMGiHaLlii 3 ZeKcaMeTa30HOM OIIHIOBAH B
6araToLeHTPOBOMY PaHOMi30BAHOMY BiIKDHTOMY JOCIiKEHH] ¢azu 111 (CC-4047-MM-
003), e momatiiomia nimoc HU3BKI 103K nekcameTasony (Pom+LD- -Dex) ) nopiBHIoBanu 3
BHCOKHMH JI03aMH JIMIIIE JICKCAaMETa30HY (HD-Dex) y nopocnux naimieHTiB 3 peLyiMBOM Ta
pe(fppa}crepﬂom MHOXXHHHOIO MI€JIOMOIO, 5IKi paHiIlle OTPUMYBAIH IIPHHANMHI JBi cXeMu
JIKYBaHHsI, BKIFOYAIOYH JIeHamizoMiz i GopTe3omi6, i mpoxemMoHcTpyBam [IpOrpecyBaHHs
3aXBOPIOBAHHS HA OCTAaHHBOMY Tepanis. Beboro 1o nocnimkenns 6yj0 BKIIIOYEHO 455
nauienTis: 302 y rpyni Pom+LD-Dex Ta 153 y rpyni HD-Dex. BinbmmicTs namienris
CTaHOBHIIH 40JIOBiKH (59%) Ta 6ini (79%); cepenniii Bik /u1s 3arajibHoOi MOy JIALIT CTAHOBHB
64 poku (MiH., Maxc.: 35, 87 pokiB).

[Nauienram rpymn Pom+LD-Dex BBoaniu 4 Mr moMaizomiy nepopajsHo 3 1 1o 21 neHs
KOXKHOTO 28-1eHHOr0 1ukiy. LD-Dex (40 Mr) BBoauu oauH pas Ha 100y Ha 1, 8, 15 i 22 i
28-nennoro nuxiy. Y rpyni HD-Dex nekcameTazon (40 Mr) BBOAMIM OIHH pa3 Ha o0y 3 1
ro 4, 9-12 ta 17-20 neus 28-nennoro unkiy. [auientu crapuie 75 pokis po3noyais
niKyBaHHs 3 20 Mr 1ekcameTasoHy. JlikyBaHHS POJOBKYBAIH 10 THX nip, NOKH Y MNali€HTIB
HE [10YaJI0Cs [IPOrPpecyBaHHs 3aXBOPIOBAHHS.

OCHOBHOIO KiHLIEBOIO TOYKOIO €(EKTHBHOCTI OYJI0 BHXHBaHHS (€3 IpOrpecyBaHHs 3a
NaHuMH MixHapoIHoT po6oyoi rpymnu 3 Mienomu (kputepii IMWG). s TIOITY NS, ska Mae
Hamip nikysatu (ITT), meniana yacy PFS 3a pesyssraTamu OrJIs/ly HE3aJlekKHOro KOMITCT}’ 3
pO3risly CyJOBHX pIIICHb (IRAC) Ha 0CHOBI KpuTepiiB IMWG CTaHOBHna’iS .7 THKHIB
(95% AI: 13,0, 20,1) y rpyni Pom + LD-Dex; orinka 26-THkKHEBOT BH;KHB&HOCTI 0e3 notiif
cranosuia 35,99% (+3,46%). ¥V rpyni HD-Dex meziana uacy BBIT cmrmn}mﬁa_ 8,0 THKHIB




(95% I 7,0, 9,0); oninka 26-TuxKHEBOT BHAKMBAHOCTI 63 mojiiii cranosuna 12.15%
(%3,63%).

PFS ouinioBanu 3a KiTbkoMa BIINOBIAHHMH MIArPYNaMH: CTaTh, paca, CTaH eheKTHBHOCTI
ECOG, Qaxropu crparuikaiiii (Bik, 101y SaXBOPIOBAHHS, HOLEPELH 11PO TUMIEIOMHE
Teparis [2, > 2]), BuOpani napaMeTpi MPOrHOCTHYHOTO 3Hauenns (5a3oBuil piseHb Gerta-2
MikpornoOyniny, BUXiHi piBHi anbGyminy, BUXiaHi nopymenns dyHKiii HHUPOK Ta
LUMTOTCHETHYHMH PH3UK), @ TAKOXK BILIUB i pe)pakTepHiCTh JI0 MONepeIHIX MPOTHMIETOMHHX

METOUIB JiKyBannst. Hesanexkno sin uigrpyim, ska Oyia ouinena, PFS saranom sianosinaia
TOMY, 1O crocTepiranoca B nonyJsuii ITT a1s 060X rpyn nikyBaHHS.

PFS nincymoBano B tabmuui 11 s nomynsuii ITT. Kpusa Kannana-Meitepa st PFS juis
nonysuii ITT npencraenena Ha MaioHKYy 2.

Tabmuus 11. Yac BrmxuBanus 6e3 nporpecysants 3a ornsaoM IRAC Ha ocHOBI KpUTEpIiB
IMWG (tecT cTpatudikoBaHoro pedTuHry xypuany) (nomynsiis ITT)

| . Pom+LD-Dex HD-Dex |
i _ ) (N=302) (N=153) |
Progression fre survival (PFS), N L 1530000) |
Censored,n (%) o 138@sT)  50(32.7) |
e e e
e e . end) "
Median® | 157 | 8.0 |
Two sided 95% CI! (13.0,201] | (70,90 |

1045[0.35,0.59]

Hazard Ratio _(_Pom+ﬁ5-1?ex:HD-D-ex} 2-IISi(-iea 95% CI [ B -
Log-Rank Test Two sided P-Value ¢ i <0.001 |

[Mpumitka: Cl=posipumii inteppan; IRAC=He3sanexHa komicis 3 po3risay cyaoBux piluens; NE = ne |
|nignaeTbes oUiHLi.
a Meniana 6asyeTbes Ha ouinui Kannana-Maepa. a
b 95% noBipuuii iHTEpBA 1010 METIAHHOTO Yacy BHKMBAaHHA G€3 NPOrpecyBaHHS.

¢ Ha ocHosi Moaeni nponopuittnux pusukis Kokca, 1o nopisHioe ¢pyHkuii HeGe3neku, nos'ssaxi 3 rpynamu
NiKyBaHH#, CTpaTH(IKOBaHI 3a BiKOM

(75 npotu >75), nomynsuis 3aXBOpioBaHb (PE3UCTEHTHA SK 10 JleHaninominy, Tak i no Goprezomiby npoTu
Hepe(pakTepHOT 10 060X aKTHBHHX PEHOBHH), i MONEPEAHs KibKiCTh aHTHMIEIOMHOT Tepanii (=2 npotu >2).
d Buauenns p GazyeTses Ha cTpatHdikoBaHOMY AorapHdMitHili KpHUTI 3 THMH % KoediuicnTamu crpatpikauil,
o # y HaBezneHil Buwe mozeni Kokca,

Puc. 2. Buznsanus 6e3 nporpecysanus na ocHoi orasiy sianosizeii IRAC 3a kpurepisivu IMWG
(crpaTudikoBanuii Tect peliTunry wypuany) (monyasuis ITT)

Hara 3aBepiienus: 7 Bepecus 2012 poky

3aranbHe BUXKHBaHHS OyJI0 KIIOYOBOKO BTOPHHHOIO KiHIIEBOIO TOUKOIO OCHBKEHHS.
3aranom 226 (74,8%) namientis 3 Pom + LD-Dex i 95 (62,1%) nauientis 3 HD-Dex Oysn
KUBI CTaHOM Ha rpaHnuHy aaty (07 sepecns 2012 p.). Cepenniii uac OC 3a ouinkamu
Kariana-Maepa He OyB nocsray it uist Pom + LD-Dex, ate ouikyeTbest, 1o Bin
CTaHOBHTHME LIIOHAHMeHIIe 48 THXKHIB, 110 € HIKHBOIO Meskero 95% JII. Cepenniii ywac OC
autst rpyni HD-Dex cranorus 34 tukai (95% J1: 23,4, 39.9). Piuynuii nokazuuk 6e3 moaiii
CTaHOBHB 52,6% (& 5,72%) nns rpynu Pom + LD-Dex i 28,4% (+ 7,51%) mis rpynu HD-
Dex. Pisnung 8 OC Mix BoMa rpynamu JlikyBaHHs 6yJia CTATHCTHYHO 3Ha4y1010 (p <
0,001).




3aranbHe BHKHBaHHA NijcyMoBaHo B Tabmuui 12 g nonynsuii ITT. Kpusa Kannana-
Meiiepa nns OC mis nacenenus ITT npeacrasiena va Puc. 3.

“{
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POM-LD-DEX vs HD-DEX . " A
Logrank p-value = <0.001 [ 2-5idad} - T i ]
HR(93% (D) 0.45(0.35.0.59) UA—
504 Events: POM=LD-DEX=164 32 HD-DEX=103152 ’
' Y Y T
0 13 26 38 52 65

Progression Free Survival {weeks)

Ha ocHoBi pe3ynbTatiB kiHneBux to4ok sk PFS, tak i OS, KoMiTeT 3 MOHITOPUHTY NaHHX,
CTBOPEHHH JUIS LILOTO AOCTIKEHHS, PeKOMEHIyBaB 3aBepLIMTH JOCIIKEHHS Ta IEPEBECTH
nauienTis i3 rpynu HD-Dex y rpynmy Pom + LD-Dex.

Tabmunga 12. 3aranbie Bukupanus: [TT

e (TR
(N=302) (N=153)

5 N | 302(100.0) 153 (100.0)
Censored | n (%) 226 (74.8) 95 (62.1)
e — Pty el e .
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] . 0353[037,074] |
Log-Rank Test Two sided P-Valuet <0001 5

[Tpumitka: Cl=nosipuuii intepsan. NE = He niaaaeTsca ouii.
a Meziana 6asyeTbcs Ha ouiHui Kannana-Maepa.
b 95% noeipuuii iHTEpBaN 1010 CePeNHBOr0 3arajlbHOIrO Yacy BUKHBAHHS.

¢ Ha ocHosi Monienti nponopuiiiaux pusukis Kokcea, 1o nopiHioe GpyHkuii HeGe3nekH, Mos's3aHi 3 rpynamu
JIKYBaHHS.

d 3Ha4yeHHs p 3aCHOBAHE Ha HeCcTpPaTH(IKOBAaHOMY JlorapudMiuHIi TecTi.

Jlarta 3aBepuieHHs: 7 sepecHs 2012 poky

Pucynok 3. Kpuga 3araabnoro BuzknBanns Kannana-Maiiepa (nonynhuj‘ﬂ\l;_l";[f)_- e
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POM-LD-DEX vs HD-DEX ‘LI—\

Logank pvalue =<0 001 (2-nd2d)
HR(93%CT) 0.8300.37,0.79

K median: POM-LD-DEN=NE  [48.1, NE]
KM madian: HD-DEX = 34.0{234,359)
Evants: PON-LD-DEXN="5 284 HD-DEXN=2613%
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Overall Survival (wesk)
[ediampuuna nonynsyis

Y BIIKpUTOMY BiJIKDHTOMY MOCII/UKEHHI MiJABHINEHHS J03M 1-1 (asu, MakcumanpHa
neperocuma jo3a (MTD) ta/abo pexomenznoBana no3a dasu 2 (RP2D) momanizominy y
neliaTpMYHHUX MAIi€HTIB cCTaHOBHIA 2,6 Mr/M2/100y NpH nepopajibHOMy ripuiiomi. JIeHs 3 1
1o 21 eHb NOBTOPHOrO 28-A€HHOTO LHKITY.

EdextusnicTs He 6yna npoaeMOHCTpOBaHa y 6araToLEHTPOBOMY BiIKPUTOMY MapaselbHOMY
AocmiKeHHl ¢asu 2, npoBeleHOMY 3a ydacTio 52 jiTei, sSKi OTpUMYBamM JIiKyBaHHS
MoMalioMizioM, BikoM BiaA 4 10 18 pokiB i3 peumamMBYIOHOIO abo MPOTPecyIOYOr0
BHCOKOSIKICHOIO TJTIOMOIO, MeJ1yJ100/1aCTOMOIO, eNeHANMOMOI0 ab0 Au(y3HUM BHYTPILIHIM
nautuHoM. rimoma (DIPG) 3 nepBHHHHM po3TallyBaHHSIM B HEHTpalibHill HEpPBOBiH cucTeMi

(LHC).

Y jpocnijokennl 2 ¢asm jaBa mauieHTH B rpyni BHcoKoskicHoi ririomu (N=19) pocsriu
BIZMOBI/II, BU3HAYECHOT IIPOTOKOJIOM; O/IHH 3 LIMX MAIEHTIB JocAT yacTKoBoi Bianosiai (PR), a
IHIIKH [ALIEHT JOCAT JOBrOCTPOKOBOTO CTabiIbHOrO 3aXBOPIOBaHHs (SD), 110 MPH3BENIO JI0
ob'extuBHOi Bimnosiai (OR) i noBrocrpokosoi SD uactotu 10,5% (95% JI: 1,3, 33.1). Onun
nauieHt y rpyni enengumomu (N=9) mocsr mposrocrtpoxosoro SD, mo npusgeno 10 OR Ta
nosrocrpokosoro SD 11,1% (95% AI: 0,3, 48,2). Hi y sxoxHoro 3 nanienTis, ki miaisramm
ouinui, Hi B rpynmi mudysHoi BHyTpiumHboi rmiomu mocta (DIPG) (N=9), tak i B rpymi
meyaobnactomu (N=9) me cnocrepirasocs niarsepwxkeroro OR a6o tpusanoro SD. XKoxuna
3 4 mapajiejbHUX IpYIl, OUIHEHHX y IbOMY JOCTI/KeHHI 2 (as3u, He JocAria NEepBHHHOT
KIHIEBOI TOYKH 00’e€KTHBHOI BiamoBiai aGo JOBrocTpokoBoi cTabilbHOI YacTOTH
3aXBOPIOBAHHS.

3aranbHuit npodine GesnexH MOMATIAOMIAY y NeAiaTPMYHMX NALi€HTIB Y3rOKYEThCS 3
BiIOMHM 1ipodinem Gesnexn y nopocaux. Papmakokinernyni (PK) napameTpu oLiHIOBAIH B
xoni iHTerposBanoro ananizy ®K y nocnimxennsx daszu 1 i dasu 2, i 6ys10 BUABICHO, 110 BOHHU
HE MaKOTh CYTTEBOI PI3HUILI 3 MOKa3HHKAMH, II0 CIIOCTEPIraliucs y AOPOCIKX MALlieHTIB (IUB.
posmin 5.2). g

5.2 ®apmakoKiHeTHYHI BJIACTHBOCTI,
Aocopoyis

—




[lomaninoMin BCMOKTYETbCS 3 MaKCHMAIbHOIO KOHUEeHTpauielo B muasmi (Cmax), mo
AOCATAETBCSE BiA 2 10 3 TOAMH 1 BCMOKTYEThCS NpUHAHMHI Ha 73 % micis npuiiomy
OZIHOPa30BOI MEPOPaTbHOI 1031, CHCTEMHA eKCIIO3HILs (AUC) nomaninominy 36inbmyerses
HpuOIM3HO JIIHIHHO ra upounopuiiino 03i. Ilicis OararopasoBUX 103 HOMAIAOMIL Mae
koedinienT HakonuyeHHs Bin 27 1o 31 % six AUC.

Oznouacue 3acTocyBanHS 3 iKel0 3 BACOKHM BMICTOM JKHPIB i KaJlopi COBiNBHIOE BUAKICT

N

BEMORTYBAHRA, 3SHIDKYFOIH  CEPEIHIO  CIaX Yy TNTa3MI TIpHONHZHO Ha 27%—aTe—Mat
MiHIMAILHHH BIUIMB HA 3arajibHy CTYIiHb BCMOKTYBaHHS 31 3HWKeHHsIM cepenHbol AUC na
8%. Tomy momasrizomin MokHa 3aCTOCOBYBATH HE3aIEXKHO BiJ npuiiomy iii.

Posznosciodacenns

Iomaninomin Mae cepenniit ouerumnmii 06°eMm posnoniny (VdA/F) Bix 62 mo 138 n y
piBHOBakHOMY cTaHi. Ilomaninomin posmozingerses B criepMi 30pOBHX J10GPOBOJIBIIB Y
KOHIEHTpallii npubmausno 67 % Bia pieHs B rmasmi uepes 4 rojuum micis BBEJICHHS JI03H
(mprbmsno Tmax) micist 4 aniB npuiiomy 2 Mr ouu pas Ha 100y. 3B’A3yBaHHs eHAHTIOMEPIB
nomaniziomity 3 Ginkamu y miasmi moaumM in vitro KommBaeTbes Bix 12% 1o 44% i ue
3QJIEXKUTh BiJI KOHIIEHTpaLlii.

biompancopmayis

[Tomaniomiz € OCHOBHHM HMPKYITIOIOUAM KOMIOHEHTOM (mpu6iu3nHo 70% paaioakTHBHOCTI
IIasMH) in Vivo y 310poBHX JI0OPOBOJIBIUB, SKi OTpUMYBAJIM pasoBy jo3y [14C]-
nomanizominy (2 mr). MeraGouitis He 6yn0 Ha piBHi >10% BiTHOCHO BHXLIHOT 260 3arajibHOT
Pa/lioaKTUBHOCTI B MJyIa3mi.

[lepeBaxkHuMH MeTabONIYHNMH HUISIXaMH BHILICHOT PaJlioaKTUBHOCTI € TiIPOKCHIIIOBAHHS 3
[OJNIbIIOK0  INTIOKYpOHi3amieo abo rigpoms. In vitro CYPIA2 i CYP3A4 Oynu
i1eHTHIKOBaH] SK NEpBUHHI (epMeHTH, 1o OepyTs ywacth B omocepejakosanomy CYP
riPOKCAIIOBAHHS IIOMAMiIOMIiTy, 3 10JaTKOBHM He3HauHuM BHeckoMm CYP2C19 i CYP2D6.
[lomaninomin Takox € cy6erparom P-riikonporeiny in vitro. OpHovacke 3aCTOCY BaHHSI
MOMaJIIOMIZTy 3 CHIBHHM iHriGitopoM CYP3A4/5 Ta KeTOKOHA30JOM P-gp abo cunpauM
iHgykropoM CYP3A4/5 kapbamazeninoM He Mano KIiHIYHO 3HAYYLIOro BIUITMBY Ha BIUIMB
nomaniziominy. OnHOYACHE 3aCTOCYBaHHS CHJIBHOTO inriGitopa CYP1A2 duyBokcaminy 3
TOMATIIOMIZIOM Yy  IPHCYTHOCTI KETOKOHA30Jdy —IMiABUILKIO CEPENHI0  EKCIO3HIIiIO
nomanizominy Ha 107 % i3 mosipumm intepamom 90 % [91-124 %] mnopiBusiHO 3
TOMAIIOMIZIOM TUTIOC KETOKOHA30M. Y JpYroMy HOCITIIKEHHI 3 METOR OLIHKH BHECKY
inribitopa CYP1A2 y 3minm Merabonismy omHouacHe 3acTOCYBaHHs (IyBOKCaMiHy Ta
MOMAJIJIOMily 301IbIIYyBanIo CEpeHIO EKCIIO3HILIO noMaiiioMizy Ha 125 % 3 moBipumm
inTepBasioM 90 % [98 % 10 157 %] MOPIBHSIHO 3 OHUM JIMIIIE TOMATIZOMIIOM. . SIKIIO CHIIBHI
inriGitopu CYP1A2 (nanpuknan, nunpodioKcaus, eHOKCAIHH i (ryBOKCaMiH) oHOYACHO
3aCTOCOBYIOTECS 3 NMOMAJIZIOMIIOM, 103y NOMATiOMIiNy 3MEHUITh 10 50%. 3acTocyBaHHS
MOMAIIOMiZly y KYPLiB pa3oM i3 THM, WO KypiHHS TIOTIOHY, SIK BiZIOMO, iHIYKYE i30dopmy
CYP1A2, ne Mano KIiHiYHO 3HAYymIOro BILUIMBY Ha BIUIMB ITOMAJiJIOMily TOPIBHAHO 3
BILTHBOM IOMAIiIOMiJTy, IO CIIOCTEPIracThes y HeKypLiB.

3riano 3 jaHMMHM in vitro, momanizomin He € iHribitopom abo iHAYKTOpOM i30depMeHTiB
uuToxpomy P-450 i He npurHidye sxoaHi A0cTimKYBaHi TpaHcnopTepu nikiB. He ouikyerbes
KIIHIYHO 3HAYYIIMX JTIKapChKUX B3aeMOiii npu OJIHOYAaCHOMY 3acTOCyBaHHI oMaii1oMiny i3
cyOcTpaTaMy LMX ILISAXIB. SO Mg

Eniminayis =




ITomaninomin BuBoMTECS 3 cepenim MepioloM HaMiBBUBEACHHS 3 1L1a3MH KPOB NpubIH3HO
9.5 rOMHK Y 370POBHX JOGPOBOJIBILE i NpuOIU3HO 7,5 TOMHH Yy NalieHTIB i3 MHOKHHHOIO
Miesomoro. Iomanigomin mae cepe/iHii 3aranbrui Kiipenc (CL/F) npudausno 7-10 n/ron.

ITicns onnopasosoro mepopansuoro npuiiomy  [14Cl-nomanizomizy (2 Mmr) 3a0poBHM
J06poBoIbLsIM TPpHGIH3HO 73% Ta 15% PafioaKTHBHOT 1031 BHBOIMIIOCH 13 CEYEIO Ta KAJIOM
BIANOBIHO, MpH 1boMy TPHOMH3HO 2% Ta 8% I030BaHOrO PaioOBYIJIELIO BUBOAMJIOCS. Y

BATITSIT TIOMAITTOMI/Ty B Ceqi Ta Kaom:

[Tomanizomin inTeHCHBHO MeTaGomizyeThes NCPCA BHMBCIACHHSM, a OTpHMaHi MeTabomiTu
BHBOZATLCA NMEPEBAXKHO 13 CEYEI0. 3 nepeBakHUX MeTaboliTH B ceui (yTBOpeHi B pe3ysbTaTi
riposisy abo riApOKCHIIOBAHHS 3 MOAATBIIOI TJIFOKYPOHI3Alli€I0) CTAHOBIATL NPHOIIH3HO
23%, 17% i 12% BiAMoBiAHO 110 1034 B ceui.

Metabonity, 3anexui Big CYP, cTaHOBISTS NpHOIN3HO 43 % 3araabHOT pajioakKTHBHOCTI, 1110
BUIUIAETBCA, TOMI 5K HesanexHi Bix CYP rigpomiTHumi MeTaGoIiTH CTAHOBASTE 25 %, a
eKCKpeLlis He3MIHEHOT0 IOMAT IOMizy cTaHOBUT 10 % (2 % i3 ceuero Ta 8 % 3 kaoM).

Honynayiuna gpapmaroxinemura (PK)

Ha ocnosi momynsmiiinoro amanisy (apmakokunernku 3 BUKOPUCTAHHAM MOJel 3 JBOMA
BIICIKaMH, 3/10poBi Cy6’ekTH Ta maumieHtd 3 MM manu NOPIBHSHHMH OYeBHIHMI KiTipeHc
(CL/F) Ta oueBnanmii neHTpatbHui 06°eM posnoauty (V2/F). V nepudepuusux TKaHHHAX
MOMATIIOMi/l TIEPEBAXKHO MOIJIMHABCS MyXJIMHAMH 3 BHIHMHM NepUpEPHIHUM KJIipeHCOM
posnoniny (Q/F) Ta BUANMUM nepudepHIHIM 06’ eMOM posnoniny (V3/F) y 3,7 ta 8 pasis
BHILMMH, BIIOBIJTHO, HIX Y 3/I0pOBHX J10GPOBOIBIIB.

[Tomanizomin BUBOMHTBCS 3 CepeiHiM epio oM HANIBBUBEICHHS 3 [1A3MH KpOBi NpuOIH3HO
9,5 roxuHEn y 3710poBHX 106POBOMBLIB i MPHGIH3HO 7,5 roHH Y MALi€HTIB i3 MHOKHHHOIO
Mmienomoro. Iomanizomin Mae cepenniii 3aranbuuii knipedc (CL/F) mpu6mmsno 7-10 n/rog.

[licis onnopasoBoro mepopansHoro mpuiiomy [14C]-nomaninominy (2 mr) 3mopoBuM
106poBoNIBLAM TPHOIH3HO 73% Ta 15% pamioaKTHBHOT I03M BHBOLMIOCH i3 CEUeo Ta KaJloM
BIZINOBIZHO, IIPH LBOMY MpPHOIH3HO 2% Ta 8% 1030BAHOTO PalioBYIJIeN0 BHBOIMIOCS. ¥
BHIJIAZI IIOMaJIiIOMifly B cedi Ta Kai.

[Momaninomin inTencueHO MeTaboIli3ye€TbCA Mepell BHBCIACHHSM, a OTPHMaHi MeTaGoJiTH
BHBOJIATECS MIEPEBAXKHO 13 CEUEIO. 3 MEpeBaKHUX METaGoiTH B cedi (yTBOpeHi B pe3yabTaTi
rigpontizy abo riIpOKCHITIOBAHHS 3 MOAATBIION IIIIOKYPOHI3allI€I0) CTAHOBIATL NPHOIN3HO
23%, 17% i 12% BianosigHO 10 103H B ceui.

Merabonitn, 3anexni Bix CYP, cTraHOBISTH npuban3HO 43 % 3araabHoOl paaioaKTHBHOCTI, 1110
BHJIAETBCA, TOMI K HesanexHi Bix CYP rigpomiTuusi MeTabGomiTH CTAHOBISTE 25 %, a
CKCKPEIlisl He3MIHEHOTO IIOMAJTiIOMiy cTaHoBHTE 10 % (2 % 13 ceyero Ta 8 % 3 KanoM).

Honynauiiina papmakokineruka (PK)

Ha ocnosi nomynsuiiinoro ananizy dapmaxokuneTHky 3 BUKOPHUCTaHHAM MOJIETI 3 JBOMA
BIZICIKAMH, 310poBi cy6’ekTH Ta mamieHTd 3 MM Mann NOPIBHAHHUHE OYEBHIHMH KiipeHC
(CL/F) Ta oueBHaHMI HeHTpanbHU 06°eM posnoiny (V2/F). Y nepupepuunnx TkaHHHAX
MOMAIIOMiJT NepPeBaKHO NOTJIHHABCS MYXJIHHAMH 3 BHIHMHM nepuGepHYHUM K PEHCOM
posnoniny (Q/F) Ta BuanMUM nepudepHdHIM 06’ eMoM posnoainy (V3/F):y-3,7 ta 8 pasis
BUIIMMH, BIAIIOBI/THO, HIX Yy 3/I0POBHX 106POBOJIBLIIB. FIS T

[leniaTpuyna nomysiis




ITicnsa OJJHOPAa30BOI0 NepopalibHOIO leHHO\{) nouamnom:[v }_"LI'I‘CH Ta MOJIOJIHX JIIOJIeH 13
PELHAKBYI0UOIO 200 MPOrPECYIOYOI0 MIEPBUHHOKO Iy XJIMHOIO TOJIOBHOIO MO3KY Metiana Tmax
CTaHOBWJIa 4epe3 2-4 TONMHM TIiCAs BBEJCHHS JI03M 1 BiANOBiZana cepemrHbOMY
reOMETpUIHOMY Cmax (CV%) 74,8 (59,4%), 79,2 (51,7%) 1 104 (18,3%) ur/mi npu piBHSX
no3 1,9, 2,6 1 3,4 mr/mM2 Bimnosigno. AUCO0-24 i AUCO-inf manu nomiGui Tewmenmii, i3
3arajlbHOIO0 €KCIMO3MIicI0 B AianmazoHi npubausao Big 700 10 800 roa*HI/Mi MpH 2 HUKYHX
pozax 1 nputauano 1200 yenr/vo OpH BUCOKIHA 1031, 3a OIIHKAMMU Oepio/l HAllIBBUBEIEHHS OYR

y Jianasosi npubau3Ho Bij 5 10 7 rOHH.

He Gy1o 4iTKnX TeRAEHIIH, 0B’ A3aHKX 13 cTpaTH(IKALIEIO 32 BIKOM Ta BAKHBAHHAM CTEPOI/IB
y MTD.

3aranom paui cBiguath npo e, mo AUC 36inbinyBanacs Maiike MpomopLiiHO 36iIbIICHHO
J034 MOMANiIOMily, Tofi sk 30inbiueHHs Cmax, K NpaBUIO, OYJNO MEHIIHM, HiX
NPONOPLIHHO.

®apMaKOKiHeTHKa IOMAJIiIOMi/ly TIic/Ist IepOpalIbHOTO NpHitoMy B 103aX Bia 1,9 Mr/M2/106y
710 3,4 Mr/M2/n00y Oyna Bu3HaueHa y 70 mauientiB Bikom Big 4 710 20 pokiB y iHTerpoBaHoMy
aHanisi jocnijukeHs dasu 1 Ta pasm 2 y noropHMX ab0 MpoOrpecyioyi AUTAYI MyXJIHHH
rosoBHOro Mo3ky. IIpogini koHneHTpanis-yac moManigominy OyiaM agekBaTHO ONMCaHi 3a
JIOTIOMOr'0KO OIHOKOMITIOHEHTHOI MOJieli (papMaKOKHHETHKH 3 abcopOLicio Ta BHBEICHHIM
nepuioro nopsaxy. Ilomaninomia neMoHCTpyBaB JIiHilHY Ta He3MiHHY Y yaci PK 3 noMiproio
MinymBicTio. Tunosi 3xauenns CL/F, Vc¢/F, Ka, nar yacy noManiiomMisly ctaHoBuiu 3,94
w/ron, 43,0 n, 1,45 roa-1 ta 0,454 roa simnosinHo. KinneBwii mepion HamiBBHBEICHHS
NOMANIOMiTy CTaHOBUB 7,33 rofMHH. 3a BHHATKOM ILUIONII MoBepxXHi Tina (BSA), xoHa 3
JOCITI/UKEHUX KOBapiaTiB, BKIIOYAIOUH BiK i CTaTh, He BIUMHYJa Ha DK nmomarizominy. Xoua
BCA 6yno Bu3HAYeHO fAK CTATHCTHYHO 3Hadylmii koBapiaT momamigominy CL/F ta Vc/F,
BB BCA Ha napamerpn ekcrio3uilii He BBa)KaBcs KJIIHIYHO 3HAYY LM,

3aranoM, HeMae CyTT€BOI pi3HMI y (apMaKOKHHETHKH NOMATIZOMIiZy Mik JiTbMH Ta
JIOPOCJIMMH NaIli€EHTaMH.

JI10/IM OXUIIOTO BIKY

Ha ocHoBi nomyssuiiinoro ¢apMakokiHETHYHOro aHamisy y 3A0pOBHUX J06POBONBIIB Ta
NALUEHTIB 3 MHOXKHHHOIO MIi€JIOMOIO HE CIIOCTEpiranocst 3Ha4HOro BIUIHBY Biky (19-83 pokn)
Ha NEepOpalbHUM KIIPEHC MmoManifoMiay. ¥ KIHIYHHX HOCTi/UKEHHSX He moTpebyBanocs
KOPeKLii /J03¥ TalieHTaM JiTHOro Biky (> 65 pokiB), SKi OTpHUMYBAIH TOMATiIOMIL (IMB.
po3nin 4.2).

IlopymeHHsd OYVHKLI] HUPOK

Homynsuiiauil papmakokiHeTHUHMH aHaili3 nokasas, WO (hapMaKOKIHETHUHI MapaMeTpH
NOMAJI/IOMi/Ty HE 3a3HABANM 3HAYHOrO BIUIMBY y NAL€HTIB 3 HUPKOBOIO HEIOCTATHICTIO
(Bu3HAYCHI 32 KIIPEHCOM KpeaTHHIHY ab0 OLIHEHOI MIBHAKICTIO KiyGoukoBoi qimbTparii
[LLIK®]) nopiBHsHO 3 nauieHTaMu 3 HopManbHOIO dyHKIi€eo HUpoK (CrCl >60 mMim). Cepennst
HopMoBaHa excrosuiis AUC nomaniominy cranosuia 98,2% 3 nosipuum inteppanom 90%
[77,4% mo 120,6%] y mauieHTiB i3 momipHOIO HHpPKOBOIO HepoctathicTio (LLIK® >30-<45
MIUXB/1,73 M2) nOpiBHAHO 3 MAUi€HTAMH 3 HOPMAIbHOIO (YHKIi€ro HHPOK. Cepenns
HopMoBaHa excno3uuis AUC nomanigominy cranosuna 100,2% 3 ﬂomquM mrepnaﬂom 90%
[79,7% mo 127,0%] y mauieHTiB 3 THKKOIO HHPKOBOIO HEIOCTATHICTIO, AKi HE norpeﬁym'rb
mamsy (CrCl <30 abo eGFR <30 mui/xB2/1,73) nopiBHsiHO 3 HOPMalIbHAMH MallieHTaMH.
Gbynxuii Hupok. CepeHs HOpMalli30BaHa eKCITO3HILIs noMaJiIoMiay mnaﬂnmnacg Ha 35,8%
390% I [7,5% no 70,0%)] y nauieHTiB 3 TIKKOK HUPKOBOIO HGJIOCTaTHlCT}O AKI HOTDGGy}OTL



mianizy (CrCl <30 mu/xs, siki noTpebyioTh Jiajizy) NOpiBHAHO 3 MalieHTaMH 3 HOPMATBHOIO
dbynxuicio Hupok. Cepeni 3MiHl eKkCnosuIi NOMAITAOMIJY B KOXKHIH i3 LUX rpyn HUPKOBOT
HE/I0CTAaTHOCTI He MalOTh TaKoro Macuitaly, sxkuii notpedye KOPUTYBaHHS JI03H.

Topyimenus hyHKITIT MeYinKu

PapmakoxiHeTHUHI MapameTpu GyiH He3HAYHO 3MIHCHI Y MAICHTIB 3 MOPYIIEHHAM (yHKIIIT
NEeYiHKY (RU3HAUEH] 33 KPUTEpiaMu Yaiinna-I1"10) nopisHsaHO 3i 3710pORUME 100POBOIBIIAMH

Cepeliis eKCrosuiis nomanizoMiay 3pocia Ha 51% 3 A0BIpuMM 1HTepBaioM 90% [9% no
110%] y namientiB 3 nerkuM nopymennsM GyHKUii 1cuinku LOPIBHSHO 31 310POBMMH
no6poBonbisMH. CepeiHs eKCo3 s NoMaIIoMizly 3pocna Ha 58% 3 JI0BipYMM iHTepBaTOM
90% [13% no 119%] y nauientis i3 noMipHOIO MEYIHKOBOIO HENOCTATHICTIO MOPIBHSAHO 3i
310pOBUMH J100poBOBLSAMH. CepeiHg eKcro3uiis moMastioMizy 3pocna Ha 72% 3 JI0BipyHM
inTepBatoM 90% [24% 1o 138%] y nauicHTIB 3 TAKKOI NEYIHKOBOIO HEIOCTaTHICTIO
HOPIBHAHO 31 30POBUMH J10GPOBOJIBILSIMA. Cepe/e 30iblIeHHS €KCIO3MLIT TOMaTiIOMiTy B
KOXKHIH i3 MX TPy NOPYIUEHb He € TAKHM MacuITaboM, JUisi SKOro NOTpiOHI KOPHUTYBaHHs
poskiany abo 103u (IuB. po3in 4.2).

5.3 lokuiniuni gani 3 6e3nexn.

Tokcuxonoziuni 0ocnioxrcenns nosmopnux 003

Illypn noGpe mepeHOCHIIM XpoHiuHe 3aCTOCYBaHHS nomaniaomiay B go3ax 50, 250 i 1000
Mr/kr/no6y mpotsarom 6 micsuis. Ilpu 3actocysanni 0 1000 MI/Kr/100y (BiAHOILIEHHS
eKcnosuuii B 175 pasis 10 BiAHOWICHHIO 10 KJIiHi4HOT 103K 4 MT) He CIOCTEPIraocs HKOAHHX
noOiYHUX edeKTis.

Y MaBIT IOMaJIiIOMi/l OIiHIOBABCA Y JOCIIZKEHHAX i3 IOBTOPHHMH 103aMH TPUBATICTIO JI0 9
MICAUIB. Y IUX JOCHI[UKEHHSX MaBIH BHABISIIN Olnbury 4yTnHMBICTH 10 edeKTiB
NOMaIOMiJTy, Hi 1rypH. OCHOBHA TOKCHYHICTB, 1110 crioctepiranacs y Masii, OyJia nop’si3aHa
3 KPOBOTBOPHOO/TIM(OPETHKY IAPHOIO CHCTEMOIO. Y 9-MiCAYHOMY A0CITiKEHHI Ha MaBIax i3
nozamu 0,05, 0,1 Ta 1 Mr/kr/noby crnoctepiranu 3aXBOpioBaHICTH Ta paHHIO €BTaHa3ilo 6
TBAPHH MPH 1031 1 MI/Kr/106y Ta 0B’ s13aHi 3 IMyHOCYIPECHBHIM e(heKTOM (cTadinmokoxoBuii
iH(eKUis, 3HMKEHHS PIBHA JIMQOUHTIB NepHpepuaHoi KPOBI, XpOHIUHE 3anajeHHs TOBCTOI
KHIIKH, TiCTOJIOTiYHE BHCHAXEHHs JiM(OITHOI cHCTeMH Ta TiOLEMIONSAPHICTD KiCTKOBOTO
MO3KY) IIpH BHCOKHX J103aX nmomauizomiay (15-KpaTHe CITiBBiIHOLIEHHS BiIHOCHO KIHIYHOI
nosu 4 mr). Ii iMyHOCYnpecHBHI eheKTH NMpU3BEIH 10 PaHHBOI eBTAaHA3ii 4 MAaBil yepes
MOTaHKH CTaH 3/0POB’si (BOASHUCTHH CTillelb, BIACYTHICTh aNeTHTY, 3MEHLIEHE CIIOKHBAHHS
ki Ta BTpata Barm); I'icTomaTonoriyHa omiHka 1ux TBApHH N0Ka3ajla XpOHIYHE 3aajicHHs
TOBCTOI KMINKH Ta atpodilo BOpchHOK TOHKOI kumku. Cradinokokosa iHpexKis
crocTepiranacs y 4 MasI; 3 3 [MX TBAPHH BiNOBINM Ha JIKyBaHHS AHTHOIOTHKAMH i 1 noMep
Ge3 nixyeanus. Kpim Toro, pesyibraTd, mio Y3TOMKYIOTbCSL 3 TOCTPUM MI€EJIONEHKO30M,
PU3BEIIH JI0 €BTaHa3il 1 MaBIu; KJIiHI4HI COCTepeskeHHs Ta KIiHIYHa 1aTOJIOris Ta/ab0 3MiHH
KICTKOBOrO MO3KYy, fKi cmocrepiraiucs y uiei TBapuHH, BiAmoBimanm iMyHoOCyTIpecii.
Minimanbha abo nerka mporidepanis KOBYHUX IPOTOK 3 OB S3AHUM 3 IIMM TLABHLICHHIM
ALP i GGT Takox cnoctepiranacs npu 103i 1 mMr/kr/no6y. Ouilka TBapuH, 1o 0Ty XKaJTH,
[0Ka3aa, 1o BCI Pe3yJIbTaTH, NOB’f3aHi 3 JiKyBaHHAM, Gy/1M 0BOPOTHHME Yepes § THIKHIB
MicJisi IPUIMHEHHS TPHHOMY, 38 BUHATKOM Npoidepanii BHY TPilIHHONEYiHKOBIX KOBUHHX
NPOTOK, IO crocTepiraiy y 1 TBapuuu B rpymi 1 mr/kr/no6y. PiBens HECIIOCTEPEIKY BAHHX
no6iunnx epexris (NOAEL) cranosus 0,1 mr/kr/no6y (BiAHOLIEHHS eKCHO3MIIT B 0,5 pasu
BIITHOCHO KJIiHIYHOT 1034 4 Mr).

I'enomoxcuunicmv/kanyepozennicmo &5 g
ITomastiiomin e OyB MyTareHHuM y aHasti3ax Ha MyTaliio GakTepiil i ccaBiis i He BUKJIMKaB
XPOMOCOMHMX alepauiii y nimdonutax nepudepudsoi Kposi mromuHi aGo nyst'eHHz




MIKPOSIIEp Y MONIXPOMATHYHHX EPUTPOLIMTAX Y KICTKOBOMY MO3KY LIy PiB, SKHM BBOJIMJIH J103H
10 2000 mr/kr/mo6y. JlocmikeHHs KaHLIEPOreHHOCTI HE TIPOBOIHIIUCS.

IInoorouicme i pannii embpionansuuii po3sumox

Y nocnmijukenHi  QepTHABHOCTI Ta PaHHBOrO eMOPIOHAJILHOTO  PO3BHTKY Ha LIypax
MOMaIOM1L IPU3HAYAIIM CaMUAM i camKaM y 103ax 25, 250 a 1000 MI/KT/100y. O6cTexeHns
MaTKi Ha 13-f JIeHb BariTHOCTI 1OKAa3a10 3MeHIIeHHS CEepPeHBOI KUIBKOCTI JKHTTE3JaTHHX
eMOpIOHIB 1 36inEIeH s HOCTIMILIAHTALIHH O] BTPATH [PH BCIX PIBHIX JI03yBaHHA. Takum

S

quHOM, NOAEL s nux cnocrepexxyBaHnx eeKTiB CTAHOBHB < 25 mr/kr/nody (AUC 24 roa
cradosuia 39960 Hrerom/mn (HaHorpamero/Mmiminzitpy) MpH WiH HaliHMK4YIN 031, a
KoeditienT excnosuuii 6ys y 99 pasis nopisHsHO 3 KiHiuHa 1032 4 mr). Kosnn 06pobienux y
LbOMY JIOCIIJKEHH] CaMIIiB CIApIOBad 3 HeOOGPOOICHHMH CaMKaMH, yci napaMeTpi MaTKH
OyJ MOPIBHAHHUMH 3 KOHTPOJLHHMH. Ha 0CHOBI 1ux pe3ynbTaTIB criocTepexyBaHi edexTy
Oy BiHeCeHi JI0 JTiKyBaHHS KiHOK.

Embpion-gemanvruit pozsumox

Byno BusiBIeHO TepaToreHHicTh NOMAJTIAOMIY AK Y IIYPiB, TaK i y KPOIMKiB IPH BBECHH] B
Mepiojl OCHOBHOTO OpraHoreHesy. Y A0CIiUKeHH] TOKCHYHOCTI emOpioeTanbHOro po3BUTKY
LIYpiB BaJ¥ PO3BHTKY BiJICYTHOCTI CEYOBOIO MIXypa, BiJICYTHOCTI IUMTOBMIHOI 3a103H, a
TaKOXK 3JIMTTA Ta 3MIIICHHA €JIEMEHTIB IONEPEeKOBOTrO Ta IPYAHOr0 BiUIIB xpeOriB
(ueHTpanbHEX Ta/ab0 HEPBOBUX JAYT) CIIOCTEPIrAIUCS TIpH BCiX PiBHSX H03yBanus (25, 250 Ta
1'Y ubomy nociipkenHi He 610 BUSBICHO TOKCHYHOCTI JUIs marepi. Taxum unnom, NOAEL
Matepi ctanoBuB 1000 mr/kr/no6y, a NOAEL s TOKCHYHOCTI uIs pO3BUTKY OyB < 25
MI/kr/n00y (AUC24h cranosus 34340 urerom/mi Ha 17 aeHb BariTHOCTI IpH i HaRHMKYIH
11031, a TaKoXk KoedilieHT exkcriosuuii 6yo B 85 pasis TMOPIBHSAHO 3 KJIHIYHOIO 103010 4 Mr). V
KPOJIMKIB moMamiioMix y go3ax Bix 10 0 250 MI/Kr BHKIMKAB Baay PO3BHTKY eMOpioHa i
niona. lligBumieni cepuesi aHomanii cmocTepiramucs npH BCIX 033X 31 3HAYHEM
30inbIIeHHsM 1pu 250 Mr/kr/n06y. [1pu g03ax 100 i 250 mr/kr/106y CIIOCTEPIrasiocs He3HAYHE
36LIbLICHHS NIOCTIMITAHTALI{HOT BTPATH Ta HEe3HAYHE 3HIKEHHS Macy TiNa 1I0/1a, IIpu nosi
250 Mr/kr/no0y BaaM po3BHUTKY 10/1a BKITIOUAIH aHOMAJTI KiHIIIBOK (3runanHs Ta/abo porauis
nepeHix 1/a60 3aauiX KiHIIBOK, HENPHUKpIMIenuit a6o BixcyTHN najen) ta 1nos’s3aHi Baju
PO3BUTKY CKeJjleTa (He OKOCTEHIHHS 11’ ICTKOBOT KICTKH, HEMPaBHIIbHE po3TauryBaHHs (ajaHTH
Ta I'SCTKOBOI KiCTKH, BiACYTHil masnen, He KicTka danaura i KOpOTKa HE OKOCTeHina abo
3irHyTa rOMiJIKa); IOMipHE Po3UIMpeHHs GiYHOr0 IUTYHOYKA B TOJIOBHOMY MO3KY; aHOMaJIbHE
PO3TallyBaHHs MPaBoi MiAKIIOYUYHOI apTepii; BiACYTHICTh MPOMIKHOI YaCTKH B JIereHsX;
HU3bKO BCTAHOBJICHA HUPKA; 3MiHECHA MOP(OJIOTis MEYiHKM; HETMOBHICTIO a60 He OKOCTEHLIHM
Ta30M; MiABUILEHE CEPeHE 3HAYCHHS Ul HA/UTMIIKOBHX IPy/IHHUX pedep 1 3HHKEHe CepeIHe
3HAYCHHS JUIs OKOCTEHUTMX Tap3aniB. He3Hayne 3HMKeHHS 30i/bIICHHS MAacH Tija marepi,
3HAYHE 3HIKCHHS PiBHS TPUIJILEPH/IIB Ta 3HAYHE 3HUKEHHS aGCOMOTHOT T4 BiTHOCHOT MacH
CeJIe3IHKH croctepiraiocs npu ao3zax 100 ta 250 mr/kr/no0y. NOAEL marepi cranoBus 10
mr/kr/no0y, a NOAEL possutky 6yB <10 mr/kr/no6y (AUC24h cranosus 418 Hreromw/mi Ha
19 newp BariTHOCTI npw Wil HafiHWKYIH 1031, sKa Oyna nonibHa no Tiei, oTpuMaHoi Bix
KiIiHiYHa 11032 4 Mr).000 Mr/kr/no6y).

6. ®apmaneBTHYHA iHpOpMAaIis:

6.1 JlonomizkHi pe4oBHHH.
BwmicT kancynu:
MAaHIT, KPOXMallb NIPEXKEIaTHHI30BAHHUIL, HATPIIO KpOcKapMeso3a, HaTpiro creapuiadyMapar,

TBEpJIa JKENaTHHOBA Karcya (KeJIaTHH, BOJa OYHINeHa, THTany miokcna (E 171), 3aniza -~
okenp skosTrit (E 172) (uis 1 mr, 2 mr, 3 mr), FD&C cuniii 2, FD&C uepBonuii 3 (a2




6.2 OcnoBHI BUIIAAKH HeCyMicHOCTI.
He 3actocoByerses

6.3 Tepmin upuaarnocti.
2 poku

6.4 OcodnmBi 3an106ixHi 3ax0a1 npu 36epiramnni.
36epiratu npu Temnepatypi e sume 30 °C.

6.5 Tun Ta BMicT ynakoBkw.
[To 7 xancyn y Gnictepi, 1o 3 6iicTepy B kKapTOHHIH KOpOOLLi.
ITo 21 kancyni y ¢nakomi, 1o 1 ¢piakony B KapToHHiii KOpoOIIi.

6.6 Cneuianbni 3ax01u 6e311eKH NPH MOBOAKEHHI 3 HEBHKOPHCTAHHM JIIKADCHKHM
3acob0m abo Biaxozamu JikapcbKoro 3acofy

Kancynu ne moxua BikpuBatu abo noxpiGuiosatu. ko MOPOIIOK 3 MOMATIIOMIAY
NOTpPaNyB Ha LWIKIPY, IKipy CJTil HEeraHo i peTeNbHO MPOMUTH BOJOKO 3 MHJIOM. SIKIIIO
NMOMaJIiIOMI/I IOTPANHB Ha CIH30Bi 0G0I0HKH, iX CIIiJ peTenbHOo IIPOMHUTH BOJIOIO.

Menuuni npaniBaEKK Ta 0c06H, AKi AOTTISIAIOTH 32 HUMH, TOBHHHI HOCHTH OJHOPa30Bi
PYKaBHYKH Iij{ Yac poGoTH 3 61icTepom abo kancynoio. [ToTiM pyKaBHuKH ¢t 00epeKHO
3HATH, 100 3aN00IrTH NOTPAIISHHIO Ha LIKIPY, NOMICTHTH B FepMETHYHMI MO eTHIICHOBHIL
NaKeT 1 yTUII3yBaTH BiANOBIAHO 10 MicnieBux BUMOT. I1ic/as bOro PYKH CIIiJT1 peTeIbHO
BHMHTH BOJOIO 3 MHJIOM. BariTHiM xkiHkam aGo 1mi103pioiounm, o BOHM MOXKYTh GyTH
BariTHUMH, He ci1ia Gpatucs 3a Giictep abo kancy:y (B. posyin 4.4).

By nb-sikuit HeBUKOpHCTaHMIt TiKapchKuii 3aci6 abo BixxoaH e YTUII3YBaTH BiANOBIAHO J10
MicueBx BuMor. HeBukopucranuii nikapchkuii 3aci6 ¢tz noBepHyTH dapmaneBTy micis
3aKIHYEHHS JIIKyBaHHS.

7. BupoOHuK JlikapchKoro 3acofy
Harko ®apma Jlimiren.

®apwma Jlisixkn

Korxyp — 509 228,

Panrapenni ictpikT

Tenanrana, Innist

8. 3acTepexenns:
3aKOH NP0 XapyoBi NpPOAYKTH, JIKapchki 3aco0H, BHPOGH MEIMYHOTrO MPH3HAYECHHS Ta
KOCMCTHYHY HNPOAYKUiIO 3a00pOHS€ BiAIYCK LOro 3acoby 6e3 perenty.

9. 3BiTHicTH PO MOGiYHI pearuii

Y pasi niziospu Ha noGiuHy peakuiro Ha nikm, moBigomre 10 FDA: www.fda. gov.ph"

10. Homep peecTpauiiiHoro nocBiavenus.

11. laTa nepmoi peccrpauii JikapesKoro 3acody.




12. laTa 0CTaHHBOIO MEPErJsiay.
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JIncrox-sraaanum: indgopmauist a5 nauienra
INOMAJIIT

INNOMAJIL 1 mr (ITomanigomin kancy.u 1 mg)

IOMAJILL 2 mr (Iomanizomin kancyan 2 mg)

ITOMAJILA 3 mr (ITomanigomin kancysn 3 mg)
IHOMAUJILI 4 mr (ITomanigomin kancymn 4 mg)

[eit npenapar ninsrae goxatkoBoMy MoHiTOpHHTY. Lle 103BOTHTD HIBHIKO
inenTudikyBaTH HOBY iH(OpMAILLiIO TTPO Oe3nexy. Bu MokeTe 10OMOITH, MOBIAOMIISIOUH
npo Oyb-siki mobiuni edextH, siki BU Moxere oTpumarh. [1po Te, K MOBiIOMISTH npo
mo0i4Hi eheKTH, TUBITHCS B KiHI po3iy 4.

Ouikyetbes, mo [IOMAJIIJ] cipuauuuTs cepito3Hi BPOJDKEHI BaJIH Ta MOKE MIPU3BECTH J10
CMEPTI HEHAPODKEHOT IUTHHH.

He npuiimaiite neit npenapar, skimo By BariThi 860 MOKeTe 3aBariTHITH.

Bu nosunHI 1oTpHMYBaTHCS peKOMEHIALIH 111010 KOHTpAlENUii, OMHCaHKX y Wil Gporypi.

YBaXHO NMPOUHTaiiTe BCIO LIO IHCTPYKILiIO, IIEPII HIX MOYaTH npuiiMaTy Leit npenapar,
OCKIJIbKH BOHA MiCTHTB BaXJIMBY JUTA Bac iH(opMaLiio.

* 30epiraiiTe et 1McTOK. MOMIIMBO, BAM JI0BEIETHCS MPOYMTATH HOTO L€ pas.

* SIKIo y Bac BUHHUKIIH I0JIaTKOBI 3aIUTAHHS, 3BEPHITHCA /10 jnikaps, (hapmalneBTa uu
MEJICECTPH.

* Leii npenapar npusnavenuii aume sam. He nepenasaiite me inmmm. Lle Moxe 3aBnaTu M
WIKOJM, HABITh AKIIO X 03HAKK XBOPOGH TaKi x, SIK y Bac.

* Ilpu nosiBi Oy 1b-skux noGivuHmX eeKTiB 3BEPHITBHES 110 JTiKaps, (apmanesra aGo
MEJICECTPH.

* Cronw BXoaaTh Oy ab-siki MOk/IMBI noGiuni edexTn, He 3a3HAYCH] B 1l IHCTPYKIil.
JuBitecs po3ain 4.

1o B uift mucTiBLi?

1. o raxe [IOMAJIIJ] i fu1st 4OTO BiH BUKOPHCTOBYEThCS

2. lllo motpi6GHo 3nHatH, nepu Hix npuitmarti [TOMAJIIJ]
3. Sk npuitmartu [TOMAJIIJT

4. MoxnuBi noGiuni edexru

5. 5k 36epiratu [IOMAJILJ]

6. Bmict ynakoBku Ta iHura ingopmarris

1.IIlo raxe [TIOMAJII/T i /s 40ro BiH BUKOPHCTOBY€THCS

1o Take [TIOMAJII]J]

[TOMAJIJT mictuts aitouy pedosuny «ITomamizominy. Lleit npenapar BiIHOCUTBLCS 110
TATZIOMily 1 HaJIEXKHUTB 10 TPYIIH JIiKiB, SIKi BILTHBAIOTH HAa IMyHHY cHcTeMy (IpHpOHi
3aXMCHI CHJIH Opratismy).

st yoro BukopucroByerses [TIOMAJIIJL?

[TOMAJII/I BuKOpHCTOBY€ThCS /ISt JIIKYBaHHS JOPOCIIHX 3 TUIIOM paKy, AKUH HA3UBAETHCA
«MHOKHHHA Mi€JIOMa».,



[TOMAJII]T aGo BUKOPUCTOBYETHCS 3 ABOMA IHIIMMH JTiKAMH — [1i1 HA3BOIO «bopre3zomioy
(THII XiMiOTepaneBTHYHOro 3aco0y) Ta «JIeKCaMeTa30H» (mpoTH3ananbHuUit 3aci6) y moaei,
SAKI OTPUMYBaJIH PHHAHMHI OHE iHIE JIKYBAHHS, BKIOYAIOYH JeHATLIOMIL

Abo

[le omun nikapeekuit 3aci6, AKuil HABUBAETHCS «IEKCAMETA30HY JUTS JIO/IeH, yng Mieoma
3arocTpuiiacs, He3BAYKAKOUH Ha Te, 110 BOHH OTPUMYBAIH IPUHANMHI JIBa {HIIKX JIKYBAHH,

BKJTIOYQIOYH JIEHAIIOMIJ i GopTe3omib.
[Ifo Takc MHOXHHHA MieToMa?

MHox)uHa MiesoMa — e THII paky, SKHii BpaXkae MeBHUH THI GLIHX KPOB’SHUX KIITHH (TaK
3BaHI «IUIA3MATHYHI KIITHHIY). Lli KIiTHHE pocTyTh O€3KOHTPOJIBHO 1 HAKOMUYYIOThCS B
KICTKOBOMY MO3KY. L{e pu3BOIUTH 10 MOMIKO/DKEHHS KiCTOK i HHUPOK.

MHuoxuHa MienoMa, K IpaBuIIo, HE MiIAEThCS iKYy BaHHIO. OnHAK TKYBaHHS MOXe
3MCHILHTH O3HAKH Ta CHMIITOMH 3aXBOPIOBaHHS a00 3MYCHTH IX 3HUKHYTH HA NEBHUI
nepiof yacy. Komnu ue BinOyBaeThes, 11e HA3HBAETHCS «BiATIOBILTION.

Sk npamoe [TIOMAJIIJ]

[TOMAJII]] npartioe Kinbkoma pisHEMH criocoGamu:

* 3yNHHAIOUH PO3BHTOK KJIITHH Mi€JTOMH

* CTuMyIII0I04H IMyHHY CHCTEMY, 100 aTaKyBaTH PAKOBi KIIiTHHH

* IIpunuHArOYM yTBOPEHHS KPOBOHOCHUX CY/IHH, W10 UBJIATh PAKOBI KIITHHH.
[lepeparu 3acrocysanus [IOMAJII]] 3 Gopre3oMiGoM Ta ekcamMeTa3oHoM

Ko [TOMAJIIJT BUKOPHCTOBYETBCS pa3oM i3 GOPTE30MiGOM Ta JeKcaMeTasoHoM, y nrofei,
SIKI TIPOXOJMJIH TPHHANMHI OXHe iHINE JTiKyBaHHS, Le MOKE 3YIHHHTH NOTIpIIEHHS

MHOXHHHOT M1€JIOMHU:

* ¥ cepennbomy ITIOMAJII] npu 3acTocyBaHHi 3 60PTE30MiGOM i 1eKCaMETA30HOM 3yIHUHSB
MOSIBY MHOXXHHHOI Mi€JIOMH Ha TepMiH 10 11 MicsAIiB — nopiBHAHO 3 7 MicsusiME JUIS THX

MAli€HTIB, SKi 3aCTOCOBYBAJIH TLILKH GOPTE30Mil i IeKCaMeTasoH.
[Tepesaru 3acrocyBanns [IOMAJII]] 3 nekcameTa’oHOM

Ko [IOMAJIIJ] BUKOPHCTOBY€ETBCS 3 A€KCAMETA30HOM, Yy JTHOIEH, SIKi TIPOMIILIH npuHaiMHI

JIBA IHIIMX JIIKyBaHHS, 1€ MOYXe 3YTMHATH MOTIPIICHHS MHOKHHHOT Mi€JTOMH:




* ¥V cepensomy [TOMAJILJ] TIPH 3aCTOCYBAHHI 3 JCKCAMETA30HOM 3YIIHHSIB [IOBEPHEHHS
MHOXHHHOI MIEJIOMH JI0 4 MiCSLIB — MOPIBHAHO 3 2 MiCAUAMH JUIS THX Mali€HTiB, AKi

3aCTOCOBYBAJIH JIHIIIE JIeKCAMETa30H

2. llo notpibHo 3naTH, nepur Hixk npuitmara [IOMAJTIJT

He mpuitmaiite [TOMAJIIT;

k1o Bu BariTHi abo JymaeTe, 1110 MOKETe 3aBariTHITH 49u MJTaHY€TE 3aBariTHITH — LIe TOMY,
wo [TOMAJIIJ], six ouikyeTbes, Gyne WKiaMBUM IS MaiOyTHBOT quTHHH. (YomoBiky Ta
KIHKH, SIKi MPHIIMAIOTH LeH Npenapar, MOBHHHI 03HAHOMHTHCS 3 posainom «BarithicTs,

KOHTpALEMNLIis Ta FOyBaHHs IPyT0 — iHpOpMALis IS KIHOK Ta YOJIOBIKIiBY HHUXKuUe).

* SIKIo BM MOXKETe 3aBariTHITH, SKIIO BH He JOTPUMYETECS BCIX HEOOXIMHMX 3aXOIB JUIs
3ano0iranHs BariTHOCTI (auB. «BariTHicTs, KOHTpALlENLis Ta TOAYBaHHSA IPY/TO —
iHpOpMaIlis Ul *KIHOK Ta 4OJIOBIKIBY»). SIKIIO BH MOXKeTe 3aBariTHITH, Ball Jikap Oyje
(bikcyBaTH 3 KOXHHM PELENTOM, IO BXKHTO HEOOXiTHHX 3axXoAiB, 1 HagacTe BaM Le

MiATBEPDKEHHS.

* Axmo y Bac anepris Ha [Tomanizominop aGo Gyab-Akuil 3 iHmuX IHIPEJIEHTIB 1LOrO
npenapary (mepeniveHi B posjiii 6). Skiwo Bu Aymaere, 1m0 y Bac Moke OyTu asnepris,

3BEPHITBCA 33 MOPAJIOIO JI0 JIiKaps.

JIKmo BM He BIEBHEHI, 4H CTOCYEThCS BaC OyIb-sKHil i3 NE€pPEepaxoBaHUX BHIIE CTaHIB,
MOTrOBOPITh 31 CBOIM Jikapem, (apmaneBToM ato MEJICECTPOIO, MEPUI HIX MNpHiMaTH

[TOMAJIIL.
[lonepemxenns Ta 3ano6ixHi 3aX0u

* Ilopaxbrecs 3i coim mikapem, papmaiestom aGo MeacecTporo, nepur HiX npuiimMaTv

[TOMAIJIIJL, saxino:

Y Bac komu-uHeGyap Oy 3rycTkH Kposi B MuHymomy. [lix uac nikyBanas [TOMAJIIJ]
MiJIBUILY€TBCS PH3HK YTBOPCHHS TpoMmGiB y Bemax Ta aprepisx. Bam JTiKap Moxe
[IOPEKOMECHYBAaTH BaM NPUHMATH JOJATKOBI METOAM JIiKYBaHHs (HANpuUKiaj, BaphapuH)

a60 3MeHuuTH 103y [IOMAJII]L, 1006 3MeHIIuTH HMOBIpHICTD YTBOPEHHS TPOMOIiB.

-

o~



* ¥V Bac komu-ueyap Oyna anepriuna peakiis, Taka SIK BHCHI, CBEpOIK, HaOpsIK,
3amaMopoyeHHs abo MpodneMH 3 IMXaHHAM Il Yac MPUHAOMY CYNyTHIX [penaparis, ski

Ha3UBAIOTHCS «TATIIOMIIY ab0 «ICHATLAOMI/T).

* Y Bac OyB cepleBHil Halaz, cepleBa HENOCTATHICTb, YTPY/IHEHE JHUXAHHS, 260 SKIIO BH

(o

KYPHTE, Y BaC BUCOKHH KPOB'AHHH THCK a00 BUCOKHUIl PIBEHB XOJIECTEPHUHY.

* Bu maere BesuKy 3arajbHy KifbKiCTh MyX/IMH 110 BCBOMY TiNy, BKIIIOYAIOUH KiCTKOBHIA
MO30K. Lle MOXe mMpu3BECTH 10 CTaHy, KOJM IyXJAHHH pPYHHYIOTHCS | BHKIHKAIOTH
HE3BUYAMHI PIBHI XIMIYHHX PEYOBHH B KpOBi, WO MOXe MPHU3BECTH [0 HHPKOBOL
HENOCTAaTHOCTI. Bu Takox MoxeTe BiguyBaTh HepiBHOMipHe cepuebutrts. Lleilt craum

Ha3UBAETHCS CHHIPOMOM ITY XJTHHH.

¥ Bac abo y Bac Oyna HefiponaTis (yIUKOKEHHS HEPBIB, 110 CHPHYMHSE [IOKOJIOBAHHS a60

011 y pykax abo Horax).

* ¥V Bac ¢ abo konu-HebOyap Oyna imdekuis remaruty B. JlikyBanus [TOMAJIIJ] moxe
MPU3BECTH JIO BiTHOBJICHHS AKTHBHOCTI BipyCy rematuty B y mamienTis, siki € Hocismu
BipyCy, IO NMPH3Bese A0 peuuauBy iHdexiii. Bau iikap nosuuen nepesipuTH, 4 XBOpiiu

BH KOJIH-HEOY b remarutoM B.

* BU BijuyBaere a0 BiUyBaqM B MHHYJIOMY KOMOIHALi0O OyIb-KOro 3 HACTYIHHX
CUMIITOMIB: BUCHNAHHA Ha 00/i44i a0 po3uiMperi BiCHIAHHSA, YepBOHA MIKipa, BHCOKA
TEeMIEepaTypa, rPUIONOIIOHI CUMIITOMHU, 301IbIIeHHS TiM(PATHUHUX BY3/TIB (O3HAKH TIKKOL
LIKIPHOT peaKIlii, sKka Ha3HBAECTHCA PEaKIIi€lo Ha JTIKH 3 €03HHOMITIEI0 | CHCTeMH] cHMITTOMH
(DRESS) a6o cunapom rinepyyTiuBOCTI 10 JIKiB, TOKCHYHMI eNigepMaIbHUi HEKPOJi3
(TEN) a6o cunnpom Crisenca-Jxoncona (SJS). Jlus. Takok po3ain 4 «MoxmuBi no6iuHi

eeKTH»).

BaxuBo 3a3HauMTH, IO y NAli€HTIB 3 MHOXKHHHOIO MI€IOMOIO, fKi JIKYIOTBCS
[TomasiiomizoM, MOXKYTh BUHHKHYTH J0aTKOBI BHIH PaKy, TOMY JliKap TOBUHEH PETEIHHO

OLIHUTH KOPHCTh T PU3HK [IPH [IPU3HAYEHH] [IHOTO Mperapary.

[licns 3akiHYeHHS JKyBaHHS BM TOBHHHI TOBEPHYTH BCI HEBMKOPHCTaHI KarCyJH

dapmarneBty.



BarirnicTs, KOHTpaNemnuis Ta roayBaHHs Py IO — inopMmalrtis s KiHOK Ta 40NMOBiKiB. Y

[Tporpami nonepemxenns saritaocti [IOMAJIJ] HeoOXinHO JMOTPHMYBATHUCS HACTYITHOTO.

JKIHKH Ta 4OJIOBIKH, Ki IPHAMAIOTH [TOMAIJILJ], e nmoBHHHI BariTHITH a0 MaTH JIHTUHY.

Ile nosicHroeThes THM, MO OYiKyeThCs, mo [ToMamiZoMia 3aBIACTh KK HEeHapoJDKeH1H

4%

)

nuTHHI. Bu Ta Bam mapTHEpP NMOBHHHI BUKOPHCTOBYBAaTH e(DEeKTHBHI METOAM KOHTpaLemnil

11iJ{ 9ac npuifomMy LBOTO Mpenapary.
Kinku

He npuitmaiite [IOMAJIIJ, sxmo BH BariThi, JyMaeTe, 10 MOJXKETE 3aBariTHITH abo
IUIaHY€ETE 3aBariTHITH. [le MOSACHIOETBCA THM, IO OUIKYETBCS, 1O Iei Tnpernapar 3aBAacTh

KO/ HEHAPOKEHIH TUTHHI.

[lepen nouaTkoM JIiKyBaHHS BH MOBHHHI MOBiIOMHTH JiKaps, SKIIO BH MOYKETE 3aBariTHITH,

HaBITh AKINO BH BBAKAETE IIE MaJTOHMOBIPHHM.
SIKIIIO BH MOJKETE 3aBariTHITH:

By moBuHHI BUKOPHCTOBYBaTH e(EKTHBHI METOIM KOHTpALENLil oHaiMeHIIe IpoTSIroM 4
THXXHIB /IO [I0YaTKy JIiKyBaHHS, [POTATOM YChOTO 4acy JiKyBaHHS Ta LOHANMEHIIe 4 THIKHIB
MIC/Ist IPUIIMHEHHS JiKyBaHHsL. [ToroBopits 3i cBOIM JlikapeM nmpo HalKpawHii /15 BAC METOJ

KOHTpaIeIIIii.

Koxroro pasy, xonu Baw jiikap BUIIHCY€ BaM PELIENT, BiH NEPEKOHAETHCS, 10 BH po3ymieTe

HeoOXi/IHI 3aX0/11, AKI HEOOXIIHO BKUTH [UIs 3aI00IraHHs BariTHOCTI.

Bau stikap opranizye TecTH Ha BariTHiCTE nepel MiKyBAHHAM, IPHHAWMHI KOKHI 4 THXHI 111

4ac JIKYBaHHA Ta MPUHAMMHI Yepe3 4 THIKHI TiC/1s 3aKiHUeHHS 1Ky BaHHS.
SIKIIO BH 3aBariTHINIK, HE3BAXKAIOYM HA 3aX0H NPO(iTaKTHKH:
B noBuHHI HeratHO MPUIIMHUTH JIiKy BAHHS Ta HEralHO 3BEPHYTHCS JIO JiKaps.

["omyBanus rpy o

e



Hesizomo, uu nponnkae ITOMAJIIJ] y rpyase Mosoko momuuu. I[ToBitomTe JiKaps, SKIIo
BH TOAYETE TIPYMO ado 30upaeTecss roaysatv rpyo. Bam NiKap MOpPaauTh BaM

TIPUTIMHUTH a00 MPOJOBXKYBATH FOLYBAHHS TPYULIO.

Yomnoiku

[TOMAJII]T nepexoauts y cnepmy aoauHu.

* Slkumo Bama naprHepka BariTHa aGo MOXKe 3aBATITHITH, BH TIOBHHHI BHKOPHUCTOBYBATH
IPE3EPBATHBH ITIPOTATOM YCHOIO 4acy JIIKYBaHHS Ta MPOTArOM 7 JHIB INCIs 3aKiHUCHHS

JIKyBaHHS.

* Slkwo Bama mapTHepka 3aBariTHina mix wac npuiiomy [IOMAJIIJ], Heraifno moBizomTe

nikaps. Bama napTHepka Tako MOBHHHA HEraiHO MOBIIOMHTH JiKaps.

He moxna 3naBatu cnepmy ao cnepmy min wac jmikyBaHHS Ta NPOTATOM 7 AHIB ITiCIIs

3aKIHYEHHS JIKYBaHHS.
31ava KpoBi Ta aHAJIi3H KPOBi

He MoskHa 31aBaTH KPOB IiA 9ac TiKyBaHHS Ta IPOTAroM 7 IHIB Mic/1s 3aKiHICHHS JKyBaHHSI.
Jlo ta min wac nikysamus ITOMAJIJl y Bac GyayTe peryispui ananisu KkpoBi. Ile
TOACHIOETBCS THM, IO BALll MPENapaT MOXKE CIPUYHHUTH 3HHIKEHHS! KITBKOCT] KIJIITHH KPOBi,
SKi JonoMaraioth Gopotres 3 iH(exuiero (GITMX KMITHH), | KiIbKOCTI KIiTHH, SIKi

AONOMAraroTh 3y IMHHTH KPOoBOTedy (TPOMOOLHMTIB).

Bauu siikap moBHHEH MOMPOCHTH Bac 3/1aTH aHaTi3 KPOBI:

[lepen nikyBaHHSIM

[I{OoTHIKHS IPOTATOM MEepIIUX 8 THKHIB JIiKyBaHHS

[puHaliMHI IOMICSAIIS MMiCIIsS BOTO MPOTATOM YCHOTO Yacy npuiiomy [IOMAJIIJT.

Y pesynbrari uux TecTiB Baw Jikap moxe 3MimumtH 103y [TOMAJIJ] abo MPUITHHATH
nikyBaHHS. Jlikap Takok MOe 3MIHHTH 103y a60 MPHITHHUTH MPHAOM Mperapary uyepes

3araJibHUH CTaH 3710pOB 4.

JliTi Ta nijutitku




[TOMAJIIJT He peKoMeH Ty €Thes 3aCTOCOBYBATH I TAM Ta MOJIOJ 10 18 POKiB.
[t sikm Ta TIOMAJTIJT

[ToBinomte cBoro mikaps, dapmanesra a6o MeacecTpy, SKIIO BU IIpUAMaETe, HEIIOaBHO

Y I

H

MTPAHMATA 00 MOJKETE TIPHHMATH Oy R=KT TR TR A e ToR saro 3 Mo HOMAT

o~

MOXC BIUTMBATH HA JIIO JCAKHX iHIMX JIiKiB. Takox Aeski iHUIi JiKM MOXYTh BIIHBATH Ha
nito [TOMAJIIL.

3okpema, moBiomTe cBOro iikaps, (apmanesta aGo MeacecTpy, Hepul Hix npuiiMaTi

[TOMAJIIJL, sixuio Bu npuiimaete 6y ab-sKi 3 HACTYITHHX JIiKiB:
Jlesiki npoTHrpuOKOBi 3aCO0H, Taki SK KeTOKOHA30JT

Hesxi anTHOIOTHKU (HampUKIIa, nMIpoQIoKcaluH, eHokcanut) Jleski AHTHJICTIPECAHTH,

TaKi AK ¢IryBoKcamiH.
KepyBanns aBTomM06ineM Ta BUKOPHCTAHHS MeXaHI3MiB

Jlesiki oM BiAUyBAIOTE BTOMY, 3aNaMOPOYEHHS, HENPHTOMHICTD, PO3ry6ieHicTh a60 MEHILY
cBigomicTs nia yac npuitomy [MIOMAJIIJL. SIKi1o Le cTanocs 3 Bamu, He Kepy#Te aBTomobineM, He
KepyHTE IHCTPYMEHTaMH YH MEXaHI3MaMH.

[TIOMAJIIJT MicTuTh HaTpiii

Lle# nikapcebkuit 3aci6 MictuTs Menute 1 Monb HaTpito (23 mr) Ha KaricyJly, TOMY BBayKaeThed, 1o
CYTIi, «HE MICTHTB HATPIIO».

3. 5ik npuiimatu TTIOMAJII

[TOMAJII/I noBuHen HanaTh BaM JiKap 3 JIOCBIAOM JTiKyBaHHS MHOKHHHOT Mi€JIOMH. 3aBXkKIH
NpUAMaHTE JTIKH TOYHO TaK, AK CKa3aB BaM Jlikap. 3BEPHITbCA 10 CBOrO Nikaps, hapmauesTa aGo
MEJICECTPH, AKILO BH HE BIIEBHEHI.

Konu npuiimatu TTIOMAJIIL] 3 iHwmmu nikamu

[TOMAJIIJT 3 6opTe3omibom i mekcameTazoHOM

Honarkoy indopmaltio 11010 iX 3acToCyBaHHs Ta edekty uus.

[TOMAJILJL, Gopreszomi6 i nekcameTasoH NpuiiMarOTbes «LMKIAMK JTiKyBaHHA». KoXeH LMK
TpuBae 21 neus (3 THKHI).

[loausitbes Ha aiarpamy Hikue, 106 nobauUTH, 1O NOTPIOHO MPUHMATH B KOXKEH JIeHb 3-
THKHEBOTO LIMKJTY:

* Koxken sienb neperiazaiite TabauLio i 3HalAiTs NpaBuIbHHIA 1EHb, 106 NOGAYNTH, AKi JikK
npuiMaTu.

* Jlesaki ani U npuiiMacTe Bei 3 iku, aeski axi amwe 2 abo | aiku, a B Aeski AHI B3araii *oaHOTo.
POM: ITomanin; BOR: 6opresomit; DEX: JlekcameTtazoH

[{vkn 3 1 mo 8

Hasa nikapcekoro 3aco0y , Hassa nikapcskoro 3acoby
Tlenb | POM BOR DEX | lens| POM |  BOR , | DEX




1 v v V7 1 W & v
2 v v 2 v v
3 v 3 v

4 v v v 4 v

5 v v 5 v

6 v 6 v

7 v =7 v

8 v v v 8 v v v
9 v v 9 v v
10 v 10 v ]
11 v o v 11 ¥

12 v v 12 v

13 v 13 v

14 v 14 . 4

15 15

16 16

17 17

18 18

19 19

20 20

21 21

[Ticna 3aBepuIeHHs KOKHOIO 3-THKHEBOTO IUKITY TOYHHANTE HOBUIA

* [Tomania TiTbKH 3 IeKCaMeTa30HOM

* [l oTpuManns 101aTKoBOT iHdopMaLii 1040 HOro 3acToCyBaHHs Ta BIUIHBY JHB.

* [Tomaniz i rexcamMeTas’oH NPHIIMAIOTECS KLHMKIAMH JIiKYBaHH: . KOMKEH 1Mt TpuBae 28
IHIB (4 THoKHI).

* [lommBiTbes Ha TabIMINO HIDKYE, MOG MOGAYMTH, 1O MOTPIGHO PUAMATH B KOKEH ACHb
4-THXKHEBOTO LUKITY:

0 KoKHOro iHA IMBITECA Ha iarpamy Ta 3HalIiTh NPaBUIILHUI I€Hb, 1106 M0OAYNTH, K
JTiKu npuiivaty o Jlesxi Hi B npuiiMaeTe 0OH/IBA JTiKH, KOJIHCH ke | JTiku, a B aesKi i
B3araji KOQHOro

POMA: [IOMAIJII/]; DEX: Dexamethasone
Hassa mequusoro npoaykry

JleHb POMA DEX
1 v v

2 v
3 v
4 v
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* Ilicas 3aBepLIeHHs KOKHOIO 4-THXKHEBOIO LIMKIY ITOYHITH HOBHIA.

* Cxineku [IOMAJII/] npuiimati pa3om 3 iHIIMMH JIiKaMH

* Tlomanin 3 Gopre3omiGoM i gekcameTazoHOM

* * Pexomennosana novarkosa 103a [IOMAJIIJ] craHoBuTh 4 Mr Ha 106Y.

* * PexomenyioBana nouatkosa no03a GoprezomiOy Oyie BM3HAueHA JiKapeM Ha OCHOBI
BaIoro 3pocty Ta Baru (1,3 Mr/mM2 mori noBepxHi Tina).

* + PexomenyioBana novarkosa 7103a JieKcaMeTasoHy cTaHoBuTh 20 Mr Ha 106y, OaHak
AKIIO BaM CTapiie 75 poKiB, peKOMEH/I0BaHa MIOYATKOBA /103a CTaHOBUTH 10 Mr Ha 100y.

* Ilomanizx TinbkH 3 IeKCaMeTazoHOM
* * Pexomennosana no3a [IOMAJII]] cranoButs 4 Mr Ha 100y.
* * PexomennoBana moyaTkosa /103a AeKcaMeTasoHy cTaHoBUTH 40 Mr Ha 106y. OmxHak,

SKLIO Bam Outbie 75 pokiB, peKOMEHI0BaHa [0YATKOBA /103a CTAHOBUTE 200 MT Ha 100Y.
= 11 4 /
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* Bamomy sikapro Moske 3uanoGutucs sveHumTH 103y [Tomaniay, dopre3oMiby abo
ACKCaMETa30Hy ado MPUITHHUTH TPHHOM OJIHOTO YH KLIBKOX i3 LUX NperapaTis Ha OCHOBI
Pe3yJILTaTiB AHATI3IB KPOBI, 3ara/lbHOrO CTaHy, HIINX JIKiB, sSKi BH MOKETe IpHAMATH
(rampuknas, rnpodIOKCaIH, eHoKCalie Ta (ryBOKCaMiH) Ta AKINO y Bac BUHHUKIIH
moOi4Hi edexTH (0co0IMBO BHCHI a00 HAOPSK) Bij JTiKyBaHHS.

~ARMO—y—Bac TpotIeMn 3 TIeYiHKO0—at0  HIPKANH; —BamT—THKap Ty ke PeTEIEHO
MEPEBIPUTB BAIll CTaH I1iJl Yac IPUIOMY LILOIO Mperapary.

* Sk npuiimatu ITIOMAJIIJ]

* *+ He posbusaiite, ne Binkpusaiite Ta He xyiiTe Kancya. SIKIO MOPOLIOK 3 PO3GUTOL
kancymu [IOMAJIIJ] notpanus Ha mkipy, HeraiiHo i peteabHO npoMuiite LIKIPY BOIOKO
3 MHJIOM.

* +IIpokoBTHYTH Kancynu HiTAMH, 6AKAHO 3AMHBAIOYH BOIOIO.

Bu mosxere npuiiMaTu Karcyiu 3 ket abo 6e3.

* [Ipuiimaiite [IOMAJII/] npu6:1u3H0 B OJMH i TOI K€ Yac MOIHS.

[11o6 BuitHATH Kamcyity 3 GiicTepa, HATHCHITH JIMIIE OJWH KiHEllb KarncyJ, oo
MPOIITOBXHYTH ii uepes (osbry. He THCHITE Ha HEHTp KarcyJiH, OCKiIbKH e MOKe
NPU3BECTH 10 11 pO3PHUBY.

Barm ntikap nopaauts Bam, sk i ko npuitmara IIOMAUJIIL, skuio y Bac € npo6iiemu 3
HUPKaMH i BH niepebyBaeTe Ha Jiatizi.

Tpusanicts nikyBanusa [TOMAJII]]

Bawm ¢zt mposioBxyBaTH UMKIIH JTiKyBaHHS, [IOKH JIiKap He CKae BaM NPHITHHHTH.
Sxmo By mpuitasy 6ineire [TOMAJIIJT, vix cmia

Axmo Bu npuitasiy Ginsure [TOMAJIIJT, Hix cnij, 3BepHiTLCA 10 Jikaps a6o HeraifHo
HaiTh 10 nikapHi. BiseMiTh 3 c06010 yrakoBKy 3 jikamu.

Sximo Bu 3a0ynau npuiiasata [TIOMAJILJ]

Axmo By 3a0yu npuiinsta [IOMAJII] y nens, Komu Bam citijt 6y10, TpUitMiTh HACTYTTHY
KarcyJty sK 3a3BH4ai HacTynHoro aus. He 30inbiyiite KinbKicTh Kancyn, ki By
MpHHMacTe, 1od KOMIEHCYBaTH Te, 1o He npuitHsin [IOMAJII]] nanepenoHi.
KO y BaC BUHMKJIM I0/IATKOBI 3aTMTAHHS 1100 3aCTOCY BAHHS LILOTO MPENapaTy,
3BEPHITHCS 10 CBOTO Jiikaps abo (apmariesTa.

4. Mosxnusi no6iuni edexrn

Ak 1 Bei sikaperki 3aco0u, 1ei npenapat Moxke BUKJIMKATH N00i4Hi eeKTH, X04a BOHH HE y
BCIX.

Cepitosui no6iuni edextu



[pununite npuitmatu ITIOMAJIL/] i Heraitno 3BEPHITBCA JI0 JIIKaps, SAKIIO BU MOMITHIIN
Oy 1b-9KHi 3 HACTYIIHUX CEPHOZHUX MOBIUHUX eeKTiB — BaM MOKe 3Ha106HTHCS TepMiHOBA
MEIMYHA J0IOMOra:

* Jluxomatka, 03100, Gitb y ropii, Kauesns, BUpasku y porti abo Oyab-siki iHuIi 03HaKH

%ﬂ@exm@epgmwmnrmﬁn Kkl 6oploTecs 3 indexnicn)
HKOHHTIB, p CS 3 HH(PEKIIED)

* KposoTeua aGo cuni 6e3 NpHYHHH, BKIIOYAIOYH HOCOBY KpPOBOTEYY Ta KPOBOTEUY 3
KHIIEYHHKa a00 LUTyHKa (4epe3 BIUIUB HA KITHHH KpPOBI, SIKi HA3UBAIOTHLCS
«TPOMOOLIUTAME).

* [prckopene auxaHHs, IPUCKOPEHHUIT MyJThe, THXOMAHKA Ta 03HOO, CEYOBHITY CKaHHS JyKe
MaJio abo B3arali BiACYTHil, Hy10Ta Ta 6/110BOTA, CIIYTAHICTb CBiOMOCTI (uepes
3apakKeHHs KPOBI, Ke HA3UBAETHCS CENCUCOM aB0 CENTHYHHM LLIOKOM).

* CuibHa, mocriiina abo kpuBasa miapes (MOXKIHBO, 3 60JeM Y LUIYHKY a00 JTUXOMaHKOI0),
cnpuynHena 6akrepismu Clostridium difficile.

* Binb y rpyasx abo 6isib y HOrax Ta HaGpsK, 0COGIMBO B FOMIII 260 THTKAX (BHK/THKaH1

3TyCTKaMH KpOBi).

3amnmka (Big cepiosHOl iH(eKuii rpymHOT KITITKH, 3amANeHHS JIETEHiB, CepLeBoi
HEZI0CTaTHOCTI a60 3ryCTKY KpoBi).

* Habpsik 06y, ry6, s3uka Ta ropiia, 1o MoXe CIIPHYMHUTH YTPYAHEHHA AMXaHHS (uepes
CEpHO3HMII THIT AIEPriYHOl peakilii, IKUii Ha3UBACTHCA AHTiOHEBPOTHYHHI HaOpsIK).

* IleBni THIHM paky mKipu (IUIOCKOK/IITHHHEH pak i Gasanioma), skuil Mosxe CIPUYUHUTH
3MiHH 30BHINIHBOTO BHIJISLAY BAwoi Wkipu a6o HapocTH Ha wikipi. SIkmo mix yac npuiomy
[IOMAJIIJT Bu momitunu Gyas-ski 3MiHM Ha mKipi, MoBizomMTe CBOTO JTiKaps sKoMora
HIBUJILIIE.

* Pettnnus indexuii renarury B, 110 MoXke CIPUUMHUTH [TOKOBTIHHS LIKipH Ta 0Yeif, TEeMHO-
KOPHYHEBHH KOJIp cedi, GiIb y MpaBoMy >KMBOTI, MiJABHINEHHS TEMIIEPATYPH Ta BIIYyTTA
HyNOTH ab0 HyzaotH. HeraifHo moBizoMTe sikaps, SKINO BH MOMITHIM Oyab-SKuH 3 [HX
CHMIITOMIB.

[Ipununite npuiivatn [TOMAJIIJ] i HeraitHo 3BepHiThCS 10 JiKaps, SKIO BH MOMITHIIH
Oy 1b-siKtii 13 IepepaxoBaHuX BUIIE CEPHOZHUX MOGIUHUX e(eKTIB — BAM MOXKeE 3HANOOHTHCA
TEPMiHOBA MEJIHYHA J0MIOMOTa.

[Hmi noGiuni edextu
Hyxke yacto (MOXyTh BpaxaTH Ginbie Hixk 1 3 10 oci6):
* 3aaMuika (3auuIKa).

* [ndexuil nerenis (mHeBMOHIs T2 GPOHXIT).



Indekuii Hoca, masyx i ropia, cpuynHeHi 6akTepiiMu abo BipycaMH.

* Husbkuii piBeHb epHTPONHTIB, 110 MOKE BHK/IMKATH aHEMIIO, 110 PH3BOAMTH 10 BTOMHU Ta
cnabkocTi.

* Husbkuii piBeHp Kasmiio B KpoBi (rirmokamiemis), 1o Moxke BUKJIMKATH CaGKIiCTh, M’ S30Bi
CYZIOMH, M 5130Bi 00J1i, CEPLUEOHTTS, IOKOTIOBAHHS a00 OHIMIHHSI, 2aIIIKY, 3MIHH HACTPOIO.

* Bucokwii piBeHB 1[yKpy B KpOBI.

. Btpara anerury.

» 3amnop, niapes a6o Hya0TA.

* Hylota (6moBoTa).

* bpak eneprii.

* Tpyanoui i3 3acunanuam abo 36epekeHHAM CHY.
* 3anaMopoYeHHsl, TPEMODP.

* M's30Bwif criasMm, M's30Ba cl1abKiCTh.

* binb y kicTkax, crnuHi.

* OHiMiHHS, MOKOMIOBaHHs ab0 MeYiHHsA Ha IKipi, 6k y pykax a6o Horax (nepudepuyna
CeHCOpHa HeHponaTis).

* HaOpsk Tina, BKIIOYar04n HaGpsku pyk abo Hir.
[Toumpeni (MoxyTh Bpaxkats 10 1 3 10 oci6):

¢ [Tagiaus.

* KpoBoTeua Bcepeuni ueperna.

* 3HIKCHA 3/IaTHICTB pyXxaTHCs abo BifdyBatH (BiX4yTTs) B pyKax, pyKax, CTONAX i HOrax
4epes MOUIKODKEHHs HepBiB (MepudepryHa ceHCOMOTOpHA Helfponaris).

* OHiMiHHS, ¢BepOIXK i BiA4YTTA WKIPHOTO MoTAry (mapectesis).

* BifayTTs KpYTiHHS B TOJIOBI, 110 3aBaKa€ BCTATH Ta HOPMAJILIIO PyXATHCS.
* HaOpsk, BUKIMKaHUIA PiAHHOIO.

* Kponug'siiika (Kponus'aHka).

* Bucunanus.

* CepOix MIKipH.

. Onepi3yBabHHi U1,

* [Ipuckopene Ta HeperyJisipHe cepreOuTTs ($ibpusLis nepeacepan).

* Cepueuii Hana (6i1b y rpyIsx, 1O MOMMPIOETHCS HA PYKH, IIHIO, IEJIEIEY, BIAyTTS 10Ty

Ta 33JIMIIKH, Hy10Ta abo 01r0BOTA).
4 &=
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btk y rpynsx, indexuis rpyanot kiitku.
[TixBUIIEHHS apTepialbHOro THCKY.
* OnHOYaCHE 3HIKEHHS KITbKOCT] YePBOHMUX i GiHX KPOB'SHHX TiJIellb 1 TPOMOOIMTIB

(MaHIMTONEHIs), IO 3pOOUTE Bac GiNbII CXHIBHHMH 110 KpOBOTeY i cHHUIB. Bu mMoxkere

BHAUYBATH-BTOMY,; CHAOKICTh, 33 AMIUIKY, | BU TAKOK MOKETE OTPUMATH iHDeKL]
7 i ol =

* 3HWXKEHHS KiTbKOCTI TiMpOUMTIB (0ZMH THII Gimux KPOB’SIHUX TLICIb), YaCTO BUKIHKAHE
indexuiero (mimdonenis).

* Husbkuii piBeHb MarHitoo B KpoBi (rimomaruiemis), 1110 MOXe BHKJIHKATH BTOMY, 3arajibHy
C1abKiCThb, M SI30Bi CY/IOMH, JIpaTiBIMBICTE i MOXKe MIPU3BECTH 110 HU3BKOT'O PIBHS KAIBIIIO B
KPOBI (TiMOKaJbIieMist), [0 MOXKe CIPHYMHHTH OHIMIHHS Ta/a60 TIOKOTIOBAHHS PYK, HITI 4yu
ry6 , M’430Bi Cy10MH, M’s130Ba c1a6KiCTh, 3aaMOpOYeHHS, CIUTYTaHICTh CBiZIOMOCTI.

* Husekuii pisenb docdary B kposi (rimodocdaremis), mo Moke CrpHUHHHTH M'30BY
CIabKiCTh, APaTiBIHBICT a00 CILTYTAHICTh CBIiIOMOCTI.

* Bucokuii piBeHs KaJIbLio B KpoBi (rinepkasbiiemis), 1o Mosxke CIIPUYMHUTH YIOBUILHEHHS
pedIieKciB Ta cIabKiCTh CKEIETHUX M’ S3iB.

* Bucoxwuii piBeHb Kastiio B KPOBi, 1110 MOKe BUK/JIHKATH MOPYIICHHA CEPLEBOrO PHTMY.

* Husbkuii piBens HaTpilo B KPOBI, 1110 MOKe BUKIHKATH BTOMY Ta CILTyTaHICTh CBIIOMOCTI,
MOCMMKYBaHHs M’5131B, CyI0MH (eNienTHyHi Hanaau) abo KoMy.

* Bucokuil piBeHb CE€4OBOI KHMCJIOTH B KPOBI, 110 MOYE BHKJIHKATHU (hopmy aprputy, fKa
Ha3MBA€ETHCS OAArpoIO.

* Husbkuit aprepiasibHuii THCK, 10 MOKE BUK/IMKATH 3aIaMOPOUEHHS a00 HEIIPHTOMHICTS.
* 'punononi6ui cummromu (rpumn).

* bins abo cyxicTs y pori.

* 3MiHH CMaKy peyei.

* Bistb y %KUBOTI, 3/1yTTH XKUBOTA.

* [TouyTTs posryGieHocTi.

* [lorane camomouyTTs (aenpecuBuuit HacTpiif).

* BTpara cBioMocTi, HENPUTOMHICTb.

[Hpekuis CceHOBHBIAHMX WIIAXIB, fKa MOXXe BHKIHKATH BIIYYTTS TEYiHHS [iJ 4ac
CEHOBHITYCKaHHA a00 HEOOXIHICTh YacTilIOro CEYOBUITYCKAHHS.

* bie B obacti masioro tasy.
Brpara Baru.
Hewacto (Moxe Bpaxkatu 10 1 3 100 ocif):

. [HCynBT.




* 3anajenns neviHku (renaTur), ke MOKe BUKIHKATH CBEPOIK LIKIPH, MTOKOBTIHHS [IKipH
Ta OUIKIB ouel (KOBTAHULA), G1i Mt CTiNeNb, TeMHA ceva Ta OLTh Y JKHBOTI.

* Po3nazx pakoBHX KIITHH, 110 NPU3BOMKUTH 0 BUKUAY TOKCHUHHX CMOJIYK Y KPOB (CHHAPOM
iy xitnn). Lle MOxKe UpH3BeCTH /10 1IPOBIEM 3 HUPKAML.

HeBizomo (4acToTy HEMOKIHBO OLIHUTH 33 HASBHUMI JTAHUMH):

[ 0 Y
A

* Ilommupenuit Bucum, BHCOKa TeMIlepaTypa Tila, 30UIbMIeHHs JiMpaTHUHUX BY3JiB Ta
YPOKEHHS iHIMMX opraHiB Tina (peakiis Ha Niku 3 €O3NHODITIE0 Ta CHCTEMHHMH
CHMIITOMaMH, TakoX Bioma sk DRESS a6o cunapom rinepuytmusocti 1o JIKIB, TOKCHYHHIA
elifepMaIbHU HEKpOJIi3 abo CHHIPOM Crisenca-/[)xoncona). [IpunuHiTe BUKOPHCTAHHS
ITomaninomin, KO y Bac 3’ABHIHCS 11 CHMIITOMH, Ta HeraifHo 3BEPHITHLCS 10 JIiKaps abo
3BEPHITBCA 33 MEIMYHOIO JOIIOMOTOIO.

[ToBigomsieHHs mpo moGiuni edekTn

Y pasi BUHUKHEHHS Oy/b-aKuX MOGIYHHX eeKTin 3BEPHITBCSA 10 JiKaps, ¢papmalesTa abo
mezacectpu. Ciomu BXOIATH OYb-Ki MOXIHBI MOGiIuHi edeKTH, He 3a3HayeHi B Il
IHCTpyKIii.

Sk 36epiratu [IOMAJII]]
* 30epiraiiTe el npenapar y HeA0CTYHOMY Ul AiTeil Miclli.

* He BuKOpHCTOBYiiTE W€l npenapat micis 3aKiHueHHs TEPMiHy TPHIATHOCTI, 3a3HAYECHOTO
Ha OxicTepi Ta KopoOwi micist TepMminy npuaatHocti. Tepmin NPUIATHOCTI BIIHOCHTHLCS 110
OCTaHHBOTO IHA LBOTO MiCSILIS.

* He 36epiraru npu Temneparypi suiie 30°C.

* He Brkopucrosyiite [IOMAJII/, k1o BH MOMiTHIH Gy/1b-SKi IOLIKO/DKEHHS 260 03HAKH
MApOOKH Ha yMaKoBIli JIKiB.

* [lomyTHiHHS OKa (KaTapakTa).

» [TomkomKeHHS HUPKH.

* HeMOX/IMBICTE ce4OBHIYCKAHHS.
* HenopmanbHuit TecT nevinky.

. He Buxupaiite sixu y criuni Bomu 4m mo6yrtosi Bimxomm. Yci HEBHUKOPHUCTAHI JIKK CIIi
NOBEPHYTH (papMalleBTy Micis 3akiHueHHs jikyBaHHA. Lli 3axou JOTIOMOKYTh 3aXHCTHTH

HaBKOJIMILIHE CEpPe/IOBHILIE.

6. BmicT ynakoBku Ta iHiua indopmartis
[Io mictuts [TIOMAJIIJ]

Jitoya pevosuna - [Tomasiomin

JIONOMIXKHI PEUOBHHH: MAHIT, MpeKeTaTHHIZ0BAHUI KPOXMAIb, KpOCKapMesiosa HaTpilo Ta

HaTpiio cTeapuidymapar.



TTOMAJIIT 1, 2, 3 i 4 me meepOi kancyiu:

Kooicna kancyna micmumso 1 me [lomanioomioy.
Koowcna kancyna micmume 2 me Ilomanioomioy
Kooicna xancyna micmums 3 me Ilomanioomioy
Kookcna kancyna micmumo 4 me Ilomanioomioy

_ Sxeuenadac HOMAIL ma e icm YRaROGKY
Homanioomio kancynu 1 m2: Kancyiu po3mipy «4» 3 TeMHO CHHIM KOBIa4YKOM 1 KOBTUM
Tiom 3 HarmucoMm «NATY GiTUM HOPHUIIOM Ha KOBIAUKY KarCyJ 1 HaMcoM «1mg» YOpHUM

YOPHHJIOM Ha TLJI KAICyJIH, MiCTATh MOPOLIOK BiJ CBITIO-)KOBTOTO JI0 JXOBTOTO KOJIBOPY.

ITomanioomio kancynu 2 me: Karcysiu po3mipy «2» 3 TeMHO CHHIM KOBINA4YKOM i OpaHKeBUM
Tinom 3 Hamacom «NAT» GiuM HYOPHUIOM Ha KOBMAYKY KANCyJH i HAMUCOM «2mgy» Oinm
YOPHHMJIOM Ha TiJli KaIlCyJIH, MICTSTh MOPOIIOK Bi/l CBITIIO-KOBTOI'O JI0 JKOBTOT'O KOJIEOPY.

[omanioomio kancynu 3 me: Kancyiu po3mipy «2» 3 TEMHO CHHIM KOBITAYKOM 1 3C/ICHUM
Tinom 3 Hamcom «NAT» 6i1MM HOPHHUIOM Ha KOBMAYKY KAlCyJH i HamucoM «3mg» Oltm
YOPHHUJIOM Ha TiJIi KAICYJIH, MiCTATh MOPOILIOK BiJ CBITJIO-)KOBTOTO JI0 KOBTOTO KOJIBOPY.

Iomanioomio xancyiu 4 me: Kancy i posmipy «2» 3 TEMHO CHHIM KOBIaYKOM i CHHIM TLIOM
3 mamcoM «NAT» GUIMM HOPHHJIOM Ha KOBMAYKy KallCyJlH i HAamucoM «4mg» OumiM
YOPHHJIOM Ha TLJI KaICyJIH, MiCTATh OPOIIOK BiJl CBIiTI0-)KOBTOTO J10 )KOBTOI0 KOJIBOPY.

TMomaigomiza Karcysu 1 Mr, 2 Mr, 3 Mr i 4 MI' Ma€e YIIakoBKH HaCTyITHUM BMICT
1. Viakoska st wismok: 21 kancyna y musg 3 HDPE 75 ky6. o i3 kpuiukoio CR 38 mu

2. Brictepna ynakoska: 7 kancyn y [IBX/mmisui Aclar 142 MM, 3BU4aiiHa amoMiHieBa
¢bonbra 137x0,025

[TocTayaybHUK Ta BUPOOHHUK:
[TocTayaiibHHK:

Harko ®@apma JlimiTen

Per. Odic:

HATKO XAYC, Poya Ne 2,
Banmxkapa Xinc,
Xaiinepaban — 500034

Ten: +91-40-23547532
dakc: +91-40-23548243
Enexrponna aapeca:
brreddy@natcopharma.co.in
BupoOHuK:

Harko ®apma JlimiTen
Korxyp — 509 228
Panrapemu JicTpikr
Tenanrana, [His
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POMALID
Pomalidomide Capsules 1 mg,
Pomalidomide Capsules 2 mg,
Pomalidomide Capsules 3 mg,

—Pomalidomide Capsulesdmg
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 R
Pomalidomide capsules in combination with bortezomib and dexamethasone is indicatéd in the
treatment of adult patients with multiple myeloma who have received at least one prior
treatment regimen including lenalidomide. £ i



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

Dosing is continued or modified based upon clinical and laboratory tindings (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
I 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
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* 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®
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Table 3. Pomalidomide dose reduction
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* Dose reduction i is applicable to pomalidomide in combination
and 1o pomalidomide in combination with dexamethasone.

If adverse reactions occur after dose reductions to | mg, then the medicinal product should be
discontinued.

Strong CYP1AZ2 inhibitors

If strong inhibitors of CYP1A2 (e.g. ciprofloxacin, enoxacin and fluvoxamine) are co-
administered with pomalidomide, reduce the dose of pomalidomide by 50% (see sections 4.5
and 5.2).

Bortezomib dose modification or interruption

For instructions on dose interruptions or reductions for bortezomib related advc\ersé:_;_caétion's,
physicians should refer to bortezomib Summary of Product Characteristics (SmPC).

Dexamethasone dose modification or interruption




Maintain dose and treal:vigh;i.q;;nﬂiﬁe (Hﬂ

:I or equivalent. Decrease by one dose level if symptoms |
persist, |'
LR |

| | S -

\Dyspepsia > Grade 3 Interrupt dose until Symptoms are controlled. Add .
{ Hz blocker or equivalent and resume at one dose level |
| lower than previous dose. ]

P : — —
{Oedema > Grade 3 ‘Use diuretics as needed and decrease dose by one doscg
e, level, f
|Confusion or mood alteration > Grade 2 Interrupt dose until Symptoms resolve. Resume at one |
! (dose level lower than previous dose. |
I PR e e 2 —
Muscle weakness > Grade 2 Interrupt dose until muscle weakness < Grade 1. |
i? Resume at one dose level lower than previous dose. |
.............. st Ot Cr I GIOSE ICVE

r yperglycaemia > Grade 3 ‘Decrease dose by one dose level. Treat with insulin or Ir
| _ oral hypoglycaemic agents as needed. f

|Acute pancreatitis Discontinue dexamethasone from treatment regimen. i

jOther > Grade 3 dexamethasone-related adverse 'Stop dexamethasone dosing until the adverse event
‘events resolves to < Grade 2. Resume at one dose level lower |

| than previous dose. i

—e )

[f 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
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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 given until disease
progression or until unacceptable toxicity occurs, Y
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Pomalidomide dose modification or interruption

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

Dexamethasone dose modification or interruption

Instructions for dose modification for dexamethasone related adverse reactions are outlined in
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Hstiuttions—ror—aosc—reductton—for HrAdITICtasone rerated—adverse ICactions—are
outlined in Table 6 below. However, dose interruption / resumption decisions are at physician's
discretion per the current Summary ot Product Characteristics (SmPQ).

Table 6. Dexamethasone dose reduction
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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 1s:

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

Hepatic impairment

from clinical studies. Hepatic impairment has a modest effect on the pharmacokinetics of
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 reactions and-. dose
reduction or interruption of pomalidomide should be used as needed. : '

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
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described in section 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
3.3},

The conditions of the Pregnancy Prevention Programme must be fulfilled for all patients unless
there is reliable evidence that the patient does not have childbearing potential. " 7%

Criteria for women of non-childbearing potential
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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

laes

lataral -calas PN APy e - atae
ateldr Dﬂll)lll 4w VU PLIUT UULUI“], U ll)‘ alel
* 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 Programme, 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 dose interruptions-and/or
cessation of treatment. This includes vasectomised males who should wear a condom if
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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.

[nsertion 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. '

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
1s 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 epistaxes, especially with
use of concomitant medicinal products known to increase the risk ofbleeding (see section 4.8).
Complete blood counts should be monitored at baseline, weekly for 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 pomalidomide 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
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(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 IIT 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, have been reported 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 SJS, 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

scck 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 symptomq of active
HBYV infection throughout therapy. -

Progressive multifocal leukoencephalopathy (PML)
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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 regular 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

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
CYPI1A2 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%. PR

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.
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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

[t 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%),
thrombocytopema (27 3%) and anaemla (14 0%) The most commonly rcported serious

pyrexia (4 0%), lower resplratory tract infection (2 9%) pulmonary embohsm (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.

System Organ Class/ lAII Adverse Reactmns !Freq uency 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

ESeptic shock

Very Common
‘Pneumonia .
/[Common |
Sepsis

Septic shock |
{Clostridium difficile colitis
Bronchitis !
{Upper respiratory tract infection

ot |

[Clostridinnt difficile colitis
Respiratory tract infection
Lower respiratory tract infection
Lung infection

Influenza

Bronchiolitis

Urinary tract infection

[Respiratory tract infection !
Lower respiratory tract infection
Lung infection

Influenza

Bronchiolitis

{Urinary tract infection

éNeopIasms benign,
Imalignant and unspecified

Blood and lymphatic

Common
Basal cell carcinoma

Very Common

Very Common

;system disorders Neutropenia Neutropenia
’ Thrombocytopenia i 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
i Hypercalcaemia ! |
@Psychiatric diserders Very Common Common
i Insomnia Depression
Common Insomnia
i Depression
;Nen’ous system disorders |Very Common Common
| Peripheral sensory neuropathy Syncope
Dizziness Peripheral sensory neuropathy
Tremor Peripheral sensorimotor neuropathy
Common ‘Uncommon
Syncope Dizziness
|Peripheral sensorimotor neuropathy i Tremor
\Paraesthesia j |
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 !Uncom mon

‘Deep vein thrombosis.,




-Respnrator), thoracu: and

Very Common

Common

Chronic kidney injury
Urinary retention

Chronic kidney injury
Urinary retention

mediastinal disorders Dyspnoea Pulmonary embolism
{Cough Dyspnoea
Common
- | Pulmonary embolism [
;Gastromtestmal disorders |Very Common ‘Common
| Diarrhoea ‘Diarrhoea
' Vomiting 'Vomiting
{Nausca ‘Abdominal pain
' 'Constipation ‘Constipation
{Common Uncommon ;
i Abdominal pain Abdominal pain upper |
' Abdominal pain upper ‘Stomatitis i
Stomatitis 'Nausea i
| Dry mouth 'Abdominal distension 1
: Abdominal distension : |
'Skin and subcutaneous ‘Common Common :
tissue disorders Rash = L . |
'Musculoskeletal and |Very Common Common |
Econ nective tissue disorders Muscular weakness Muscular weakness |
I Back pain 'Back pain |
Common Uncommon
Bone pain ‘Bone pain !
. Muscle spasms |
‘Renal and urinary Common Common |
|disorders Acute kidney injury Acute kidney injury '

‘General disorders and
{administration site
‘conditions

:@lnvestigations

ln_]ury, pmsonlng and
procedural com pllcatlons

Tabulated list of adverse

Yery Common
Fatigue

Pyrexia

Oedema peripheral
Common

Non-cardiac chest pain

Oedema

‘Common
Alanine aminotransferase increased
%Weight decreased

Com mon

[Fall

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

Fall

Common

Fatigue

Pyrexia

Non-cardiac chest pain
Oedema peripheral
Oedema

Common

Weight decreased

Uncommon

Alanme amm otrans ferase mcreased

Uncommon

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 reactions

(ADRs) and for Grade 3 or 4 adverse reactions.

The frequencies of adverse reactions are those reported in the‘ﬁé.'rﬁalidomidc '-pi.u-s
dexamethasone arm of study CC-4047-MM-003 (n =

302). Within each:SOC 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.

j!System Organ Class/ .IAH Ab_R;l;requency

EGrade .3?4 ADRs/Frequency

[Preferred Term I

/Infections and infestations
Pneumonia (bacterial, viral and fungal
infections, including opportunistic
infections)

Common

'Neutropenic sepsis

E ‘Bronchopneumonia

f ‘Bronchitis

‘Respiratory tract infection

{Upper respiratory tract infection
‘Nasopharyngitis

{Herpes zoster

!Neeplasms benigﬁ; }Uncom mon
/malignant and unspecified iBasal cell carcinoma of the skin,
(incl cysts and polyps) {Squamous cell carcinoma of the skin

‘Blood and lymphatic 'Very Common
'system disorders 'Neutropenia

i ' Thrombocytopenia
Leucopenia
Anaemia
Common

{Febrile neutropenia

|
|
|
1

iMetaboIism and nutrition 'rVeg Common
idisorders Decreased appetite
Common
{Hyperkalaemia
‘Hyponatraemia

Psychiatric disorders Common
| Confusional state

_}Com mon
'Neutropenic sepsis

'Pneumonia (bacterial, viral and fungal
infections, including opportunistic

!infections)
{Bronchopneumonia
[Respiratory tract infection
'Upper respiratory tract infection 5
‘Uncommon

|Bronchitis

{Herpes zoster

Uncommon

‘Basal cell carcinoma of the skin,
‘Squamous cell carcinoma of the skin
Very Common

'Neutropenia

I Thrombocytopenia

{Anaemia

[Common

[Febrile neutropenia |

‘Common
‘Hyperkalaemia
'Hyponatraemia
‘Uncommon

ECom mon
|Confusional state

'Nervous system disorders Common
|‘ Depressed level of consciousness
! Peripheral sensory neuropathy

i Dizziness
! { Tremor
[Ear and labyrinth ‘Common
‘disorde Vertigo
;Vascular Common

Deep vein thrombosis

|C0m mon

{Depressed level of consciousness

| Uncommon i
{Peripheral sensory neuropathy
'Dizziness

i Tremor

, ad e e f
{Uncommon i
{Deep vein thrombosis

Respiratory, thoracic and |Very Common
'mediastinal disorders ‘Dyspnoea

5 |Cough

‘Com mon
{Pulmonary embolism

‘Common
Dyspnoea
‘Uncommon
'Pulmonary embolis

\Cough



‘Gastrointestinal disorders |Very Common ‘Common
| iDiarrhoea Diarrhoea

Nausea {Vomiting

Constipation |Constipation

\Common 'Uncommon

Vomiting 'Nausea
; Gastrointestinal haemorrhage \Gastrointestinal haemorrhage
Hepatobiliary disorders | Uncommon Uncommon
L Iyperbilirubinaemia Hypetbilirubinaciuia l
‘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
- R— s Urinary retention
[Reproductive system and | Common /Common
breast disorders Pelvic pain Pelvic pain
_;IGeneral disorders and Very Common Common
‘administration site Fatigue Fatigue
|conditions Pyrexia Pyrexia
Oedema peripheral {Oedema peripheral
Investigations Common ‘Common

i
|
1
i

Neutrophil count decreased
White blood cell count decreased
Platelet count decreased

Tabulated list of post-marketing adverse reactions

Alanine aminotransferase increased

{Neutrophil count decreased

‘White blood cell count decreased

{Platelet count decreased

|Alanine aminotransferase increased

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

common (> 1/100 to <
cannot be determined).

Table 9. ADRs reported in post-marketing use in patien

'Preferred Ter_m

éln fections and infestations

isystem disorders

guidance, as: very common (> 1/10),

1/10), uncommon (> 1/1,000 to < 1/100) and not known (frequency

All Adverse Reactions /Frequency

‘Not Known
|Hepatitis B reactivation

{Imm une system disorders

:Endocrine disorders

Grade 3:4 .;&dverse. Rea-cti(")ns
/Frequency

Not Known

‘Hepatitis B reactivation

ts treated with pomalidomide.

‘Common [Common
'Pancytopenia {Pancytopenia
Common 'Uncommon
‘Angioedema |Angioedema
‘Urticaria ‘Urticaria

Not Known
' Anaphylactic reaction

‘Uncommon

‘Not Known ;
' Anaphylactic reaction



‘Metabolism and nutrltlon

disorders

2T

~\J

Cardut disorders

Cardiac failure
Atrial fibrillation
‘Myocardial infarction

[Cardiac failure

Atrial fibrillation
Uncommon
Myocardial infarction

{Respiratory, thoracic and

'mediastinal disorders

iHepatc;hiliary disorders

‘Common
Epistaxis
Interstitial lung disease

‘Uncommon
iEpistaxis
Interstitial lung disease

‘Uncommon [
'Hepatitis |
|Skin and subcutaneous éNot Known Not Known

Drug Reaction with Eosinophilia and
'Systemic Symptoms

|Toxic Epidermal Necrolysis
'Stevens-Johnson Syndrome

‘Drug Reaction with Eosinophilia and
Systemic Symptoms

‘Toxic Epidermal Necrolysis
‘Stevens-Johnson Syndrome

tissue disorders

Hypothyroldlsm .....
‘Common : i
‘Hyperuricaemia {Hyperuricaemia .
‘Uncommon ‘Uncommon
‘Tumour lys1s syndrome {Tumour lysis syndrome
‘Common ‘Uncommon
Intracranial haemorrhage \Cerebrovascular accident
Uneontnon Intracranial-haemorrhage
‘Cerebrovascular accident | '
Common |Common
i
|

Uncommon

!—Investigations ‘Common _
I ‘Blood uric acid increased

I ‘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 W1thm the first2 cycles of
treatment with pomalidomide.

Infection



[nfection was the most common non haematological toxicity.

In patients receiving combination therapy with pomalidomide in clinical studies, infection
oceurred 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.

o

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)
is recommended (see section 4.4).

[n 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 years) with recurrent or
progressive brain tumours were consistent with the known pomalidomide safety profile in adult
patients (see section 5.1). : L LT



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.

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. /n 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 I1I multi-centre, randomised; open-label 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.

Patients in the Pom+Btz+LD-Dex arm were administered 4 mg pomalidomide orally on Days
I 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 . e
b (N=281) N=278)
PFS (months) o - B _

Median * time (95% CI) * | 11.20 (9.66, 13.73) 7.10 (5.8, 8.48)

HR < (95% CI), p-value ¢ 0.61 (0.49, 0.77), <0.0001
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IOR (95% CI) <, p-value' 1 5.02 (3.35, 7.52). <0.001

gDoR (months) i - B e
Median: time (95% CIy» | 13.7(1094,18.10) | 1094811, 1478)
e T __ 1.78)

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.

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

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

"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,

[5.74) in the Btz + LD-Dex arm. A 46% risk reduction was observed with Pom T Btz 1 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).
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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 orally o days 1 to
21 of each 28-day cycle. LD-Dex (40 mg) was administered once per day.on days 1,8, I'5 and
22 of'a 28-day cycle. For the HD-Dex arm, dexamethasone (40 mg) was-administc;@d_oncé 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

it
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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.

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

| . o Pom;I-LD—Dex HD-Dex il
- SR S T N S - = -5 N
\Progression free survival (PFS), N 302 (100.0) 5 153 (100.0)
|Censored, n (%) 138 (45.7) 0@
PogressedDiedn(%) | ey @) |
ProgesonFres Survival Tme esky
Median ] 157 80

'Two sided 95% CI* [13.0,20.1] ; [7.0,9.0]
_i_Hazard Ratio (Pom+LD-Dex:HD-Dex) 2-Sided 95% CI el ) 0.45 [0‘3-5,0.59]_
Log-Ranchs(Two sidedmﬁ-vai'ﬁé — R T | B |
Note: éI=Conﬁdence interval; IRA.(};Tﬁ-c-iepcﬁdéﬁt_ Rcvicw Adjﬁdicﬁﬁgn Commlttee__NE——I:JotE*;tlmable_
J' The median is ba_sed on Kaplan-Meier gstimate. ' . _

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

l 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 I
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Figure 2. Progression Free Survival Based on IRAC Review of Response by IMWG
Criteria (Stratified Log Rank Test) (ITT Population)
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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 Figure 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

 Statisties | Pom+LD-Dex |  HD-Dex |
- - (N=302) | (N=153) |
: : N ] w0 | issaoon) |
Contorsd om0 e | s
E — St i -—
Survival Time (weeks) . M | NE w340 |
| Twosided 95% CI |  [48.1, NEJ] | - [23.4,39.9] |

Hazard Ratio (Pom+LD-Dex:HD-Dex) [Twosided 95% CF | 2.0,53(0.37,074] .\, _

Log-Rank Te§t Two sided P—Valu»&:*‘l ) _f &g o -SO.‘(_JO-I- ro s '_




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 madel 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)

POM-LD-DEX vs HD-DEX

Logrank p-valva =< 0,001 (2-sidad)
HR({95%CD) 0.53(037.0.78

KMmedian: POM-LD-DEN=NE ~ [48.], NE)
KM median: HD-DEX = 34.0[234.3539]
Evants: POM-LD-DEN="7 284 HD.DEXN=56 139

Propotion ol Patient:

T

2 i3 26

Overall Survival (wask)

Wi
LY
o
s
o
w

cutoff: 07 Sep 2012
* 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).

[n the Phase 2 study, two patients in the hi gh-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 consistent with the known
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). 2§ Vilecary



5.2 Pharmacokinetic properties

Absorption

Pomalidomide is absorbed with a maximum plasma concentration (C,yy) 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% omAUC,
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 Tmax) 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 (B
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 CYP1A2 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

pomatidomide in urine and faeces.

Pomalidomide 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 Cnax was generally less than proportional.

The pharmacokinelics ol 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, Vc/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 clinically-felevant; .

In general, there is no significant difference of pomalidomide PK betwcéh children and adult
patients. &% !



Elderly

Based on population pharmacokinetic analyses in healthy subjects and multiple myeloma
paticnts, no significant influcnce 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

]
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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 are
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).

[n monkeys, pomalidomide was evaluated in repeat-dose studies of up to 9 months in duration.
[n 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 exposures of pomalidomide
(15-fold exposure ratio relative to a 4 mg clinical dose). These immunosuppressive effects
resulted in early euthanasia of 4 monkeys due to poor health condi_'t‘ion (watery. -stool,



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 andfor bone marrow alteratlons obscrved m thls animal ‘were con31stcnt with

and U(_rT were also observed at | mg/kg/day. Evaluatlon of recovery ammals mdlcated that all
trcatment-related 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 241 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 ngsh/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 intermediate lobe in the
lungs; low-set kidney; altered liver morphology; incompletely or' not ossified ;pelvis; an



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 (AUCa4n 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).

0. 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 conients 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 (see section 4.4).



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 by
Natco Pharma Limited
Pharma Division
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Kothur =509 228

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.gov.ph"

10. Registration Number

11. Date of First Authorization/Renewal of the Authorization

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)

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.

L]

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?

1.

ST AT O

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

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



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’.

\u=
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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 s,
When POMALID is used with dexamethasone, in people who have had ar Teast two- other

treatments, it can stop multiple myeloma getting worse: gas -, CUUTO



* 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).

* Ifyou are 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 hi gh cholesterol levels.

* You have 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 cause unusua] levels of
chemicals in the blood which can lead to kidney failure. You may also expenence 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
feet).

* 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

ROnfection.

* 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 Drﬁg 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.

[f 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 understand thc 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 straight away.

@]

Breast-feeding
[t 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



POMALID is not recommended for use in children and young pcople 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.

u’

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 1 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/m?2 body surface area).
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* The recommended starting dose of dexamethasone is 20 mg per day. However, if you are
over 75, the reccommended starting dose is 10 mg per day.

Pomalid with dexamethasone only

* The recommended dose of POMALID 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.
[fyou 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

If you forget to take POMALID on a day when you should, take your next capsule as normal
the next day. Do not increase the number of capsules you take to make u_pz-f_'(ifj'not takiﬁé

POMALID the previous day.



[f 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): ;\. e, CLITO
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Shortness of breath (dyspnoea).

Infections of the lungs (pneumonia and bronchitis).

i
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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

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 skull.

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.

[tchy skin.

Shingles.

A fast and irregular heartbeat (atrial fibrillation). P

Heart attack (chest pain spreading to the arms, neck, jaw, feeling sweaty and breathless

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.

*  High blood 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 (hings lasle.

*  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.

*  Pain in the pelvis.

g
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Weight loss

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 Thesc meaSures

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

Y

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

o>
——cy

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 eapsule 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: X



