MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTo3I/1 JIEKapCTBEH MPOIYKT MOJIEKH Ha AOMBIHUTENHO HaOmoaeHnne. ToBa 1ie mo3Boau 0bp30To
yCTaHOBSIBAaHE HA HOBAa MH(POPMALUS OTHOCHO Oe3omacHocTTa. OT MEAMLIMHCKHUTE CIICIIHAINCTH Ce
M3WCKBA Jla ChOOIaBaT BCSIKA IMOA03MPaHa HeXXellaHa peakius. 3a HauiMHa Ha ChoOIaBaHe Ha
HEe)KeJIaHU peaKlny BIKTe Touka 4.8.

1. HUME HA JIEKAPCTBEHUA TPOAYKT

IMJUDO 20 mg/ml xoHIIeHTpaT 3a HH(Y3UOHEH Pa3TBOP

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ml koHtieHTpar 3a nHdy3uoHeH pa3tBop chabpika 20 mg Tpemenumymad (tremelimumab).
Enun dnakon ¢ 1,25 ml koHIIeHTpaT chabpka 25 mg TpeMeTuMyMao.

Enun ¢nakon ¢ 15 ml koHmeHnTpar cbabpxka 300 mg Tpemenumyman.

Tpemenumymal ¢ YOBEIIKO MOHOKJIOHAITHO aHTUTSIIO — AHTH-IIUTOTOKCHYCH T-TuM(pONUTeH
acoruupan anturet 4 (CTLA-4) umyrnornooynus, G2 IgG2a, nmpou3BeeHO B MHUIITH MHCITOMHHA

KJeTku upe3 pexkomOunanTHa JJHK TexHomorus.

3a nBIHUA CIIMCHK Ha MTOMOIIHUATE BEIIECTBA BIUKTE TO4UKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Konnenrpar 3a nH(y310HEH pa3TBOp (CTEpUIICH KOHIIEHTPAT)

Buctbp 10 cabo omanecieHTeH, Oe31BETEH 10 OJICI0KBIT Pa3TBOP, O3 WK MPAKTUICCKH 0e3
BUAMMH YacTUii. Pa3rBopbT nMa pH npubnmusurento 5,5 1 0cMOJaTUTET NPHOINZUTEITHO

285 mOsm/kg.

4. KJIMHUYHU JAHHU

41 TepaneBTHYHH NOKA3aHUSA

IMJUDO B xoMOuHanus ¢ aypBaiymad € IMoKasaH 3a IIbpBa JIMHUS Ha JIeYeHUe Ha B3PACTHHU C
aBaHCHpaJl WK HeorepabuiieH xenarouernyiapeH kapiuuHoM (XLIK).

IMJUDO B koMOuHaIms ¢ IypBalyMad U XUMHOTEpaIusi Ha OCHOBaTa Ha IJIaTHHA € TIOKa3aH 3a IbpBa
JIMHUS Ha JICYCHUE Ha BB3PACTHU C METACTaTU4eH HeJpeOHOKIIEThYEH pak Ha Oemust apo6 (HAPB/)
0e3 cencuOmwusupaiu EGFR myTaruu nnn ALK monoxxurenu MyTaiyu.

4.2 Jlo3upoBKa M HAYMH HA NPUJIOKEHHE

Jleuennero TpsOBa 1a ce 3aM0YHE U KOHTPOJHUPA OT JIeKap C ONUT B JICUCHHUETO Ha Pak.

2 !O3I/I[ YOBKaA

[Ipenoppunrennata noza IMJUDO e npeacrasena B Tabauua 1. IMJUDO ce npuiara kato
WHTpaBeHO3Ha WH(Y3HS B IPOJIbIKEHNEe Ha 1 vac.

Korato IMJUDO ce npunara B KOMOWHAIIMS C JPYTH TEPANIEBTUYHN CPEJICTBA, BUKTE KpaTKaTa
xapakTepuctuka Ha npoaykra (KXII) Ha TepaneBTHUHHTE CPENICTBA 32 JIOIBIHUTETHA HHPOPMAITHUSL.



Ta6umua 1. lIpenopbuntenna xoza IMJUDO

IToxa3zanue

IIpenopbunTesna 103a
IMJUDO

I[MpoabKUTETHOCT HA
TepanusTa

ABaHcHpal Wi HeollepaObuicH
XK

IMJUDO 300 mg? xato
eJIMHUYHA J103a, TIPUIIOKEHA B
KOMOHMHAINSA C TypBaTyMa0
1500 m@? B Luxsn 1/[len 1,
MOCJIeIBAHO OT MOHOTEPAITHS C
QypBayMabd Ha BCEKU

4 ceqMuLH.

Jo nporpecust Ha
3a00IIIBaHETO WM 70 TIOSIBAaTa
Ha HETPUEMITNBA TOKCUIHOCT.

Metacratnuen HIPB/]

I1o BpeMe HAa XHUMHOTEpANIN C
IUIATUHA:

75 mg® B koMOuHaLUS C
nypBanymad 1 500 mg u
XHUMHOTEPAITUS Ha OCHOBATA Ha
IJIATHHA Ha BCEKH 3 CEIMMITH
(21 maM) B IpOABIDKEHUE HA

4 nukbia (12 cenMurm).

Cruen XMMHOTEDAIIHS C
IUIaTUHA:

Hypsaxymab 1 500 mg na
BCEKH 4 ceIMUI ¥ OCHOBaHA
Ha XUCTOJIOTHUS MOAIbprKaIa
Tepamnus ¢ IeMeTpeKce 1’ Ha
BCEKU 4 CeIMMUIIH.

ITera go3a IMJUDO 75 mg"*
TpsiOBa Jia ce MPUIOKH Ha
ceamuna 16 3aenHo ¢ 103a 6 Ha
JypBajgyMao.

Jlo MakcuMaITHO 5 J103M1.
[NaruenTrTe MOXE J1a TIOTy4aT
o-ManKo oT et ao3u IMJUDO
B KOMOMHAIIUS C TypBaiIyMad

1 500 mg u xuMuoTEpanusg Ha
OCHOBATa Ha MJIATHHA, aKO MMa
mporpecus Ha 3a00IIIBaHETO
HJIKW HCTIpUEMJIMBA TOKCUYHOCT.

2 3a IMJUDO, mammentute ¢ XK u TenecHo termo 40 kg wim mo-Manko TpsOBa Ja MoaydyaBar 103a Bb3 OCHOBA
Ha Teriioto, ekBuBaneHTHa Ha 4 mg/kg IMJUDO, mokaro termoro ce moBumu Hax 40 kg. 3a mypBaxymao,
nanueHTtuTe ¢ TeaecHo Terno 30 kg nim mo-Manko TpAOBa Aa mosrydyaBar /103a Bb3 OCHOBA Ha TEIJIOTO,
exBuBajeHTHa Ha 20 mg/kg nypBanymab, gokaro Teryioro ce nosumu Haza 30 kg.

63a IMJUDO, nanuenture ¢ meractatuded HIIPB/I ¢ Tenecno terno 34 kg unu no-manko tps6sa 1a
MOJIyYaBar J103a, ChoOpa3eHa ¢ TerioTo, ekpuBaieHTHa Ha 1 mg/kg IMJUDO, 10KaTo TErI0TO CE MOBHIIH 110
Haj 34 kg. 3a nypBanmyma0, nmanuenTture ¢ teaecHo Teryo 30 kg nim mo-mManko TpsOBa Aa mosrydasar J103a,
choOpa3eHa ¢ TerioTo, eKBUBaJICHTHA Ha aypBanymab 20 mg/kg, mokarto Ternoro ce mosuinu a0 Haj 30 kg

5 Qomuciere NMOAABPIKAIIO HNPUITIOKEHUE Ha IEMETPCKCC IMPH NMAIUCHTH ¢ HECCKBAMO3HU TYMOPH, KOUTO
TIoJIy4daBat JICYECHUE C IIEMETPEKCE U Kap6OHHaTI/IH/HI/ICl'IJ'IaTI/IH 110 BpEMEC Ha €Taria Ha XUMUOTEpaIusa Ha

OCHOBAaTa Ha IlJIaTHHA.

" B ciryuaii Ha oTiarane Ha Jjo3ara(ure) Moxe aa ce npuinoxu nera go3a IMJUDO cnen Cenmuna 16 3aeano ¢

JypBamymao.

A AKO MMAOUCHTUTE MMOJIydaBaT Mmo-MaJiIko OT 4 MUKBJIa XUMUOTEPAIIMA HAa OCHOBATa HA IJIaTHUHA, OCTAHAJINTC
ki ot sieaenneTo ¢ IMJUDO (mo 06110 5), 3aeaHo ¢ nypBaniymad, TpsiOBa 1a ce MpUiIoXkar o BpeMe Ha

(l)a3aTa CJIeA XUMHOTEpaIdaTa ¢ IjiaTuHa.

He ce nmpenoppuBa noBuiiaBane Wiy NOHWKaBaHe Ha J103aTa 1Mo BpeMe Ha jgedenue ¢ IMJUDO B
KOMOMHaIus ¢ aypBanymad. Bp3MoXXHO € 1a ce HaloKH OTiIaraHe Wiv peyCTaHOBsSBaHE Ha
IIPUIOKEHUETO Bb3 OCHOBA HA MHIMBHUyaliHaTa 0€3011aCHOCT U IIOHOCUMOCT.




YkazaHusTa 3a OBJaAsiBaHE HA IMYHOCBBP3aH! HEXKEJIAaH! PEaKIuy ca onrcanu B Tabmura 2 (3a
CIIpaBKa BXK. ToUKa 4.4), 3a JOITBIHUTEIHN IPETIOPHKHA OTHOCHO OBJIaJsIBaHEe, HAOIOICHNE U
nH(popMarus 3a onenkara. Bmwkre cpio KXII Ha qypBanyma0.

Tabauua 2. U3menenns Ha TepanusaTa ¢ IMJUDO B koMOuHauus ¢ xypBaaymad

Heskenanm peakumu

Texect?

H3MeHeHHE HA JIEYEHHETO

NmyHOCBBp3aH
MTHEBMOHHT/UHTEPCTUIIHATHA
OemoipoOHa bonect

Cremnen 2

Otarade Ha IpUIaraHeTo Ha
no3ara’

Crened 3 unu 4

TpaitHO peycTaHOBSBAHE

HNMyHOCBBp3aH XENaTUT

ALT nmu AST
>3 -<5xITH unu o0y
owmpyoun > 1,5-<3 x ITH

OtnaraHe Ha mpujaraHeTo Ha
nozara®

ALT nmu AST
>5-<10xITH

Otarade Ha MpUJIaraHeTo Ha
IypBaigyMabd U TpaiHO
npeycranosiBaie Ha IMJUDO
(kxoraTo e moaX0AsII0)

Ennospemenno ALT unu
AST >3 X I'TH u 061
ounmupyoun > 2 X [TH®

ALT umun AST > 10 xI'TH
WIH
001 ounupy6un > 3 X ['TH

TpaiiHO IIpeyCcTaHOBsIBaHE

HNmyHOCBBp3aH XemaTuT npu
XUK (m1n BTOpHUYHO
TYMOPHO 3acsiraHe Ha YepHUs
Ipo0 ¢ OTKIIOHEHHUS Ha
M3XOJAHUTE CTOMHOCTH)"

ALT nnu AST
>25-<5xBLVu
<20xITH

OtnaraHe Ha puJaraHeTo Ha
no3ara®

ALT nmmmm AST >5-7 x BLV
n<20xITH
HIIA
eqHoBpeMeHHOo ALT unu
AST 25-5xBLV n
<20 xITH u 001
OmIMpyOuH
>15-<2xITH®

OTtarane Ha pUJIaraHeTo Ha
JTypBaymMad u TpaiHo
npeyctanoBsaBane Ha IMJUDO
(kxoraro ¢ moIXOIAII0)

ALT wmmn AST > 7 x BLV
wm > 20 X I'TH,
KOETO HACTBIIH ITBPBO,
i ounmpyoms > 3 X I'TH

TpaiiHO IIpeycTaHOBsSBAHE

NMyHOCBBpP3aH KOJIUT WIH
Juapust

Crenen 2

Otnarase Ha NPUIIATAHETO HA
mo3ara®

Crenen 3 wiu 4

TpaiiHo nIpeycTaHOBsIBaHE"




Hexenann Pe€aKuumn

Texect?

WN3meHeHuUe HA JIeYeHUETO

ITepdhopanmst Ha yepBaTa OT

TpaitHO peyCcTaHOBSBAHE

BCSKA crenen

[epdopanust Ha uepBaTa BCSKA crenen TpaliHo npeycTaHOBABaHE
NmynocBBp3aH OtnaraHe Ha IpUJIaraHeTo Ha
XUNEPTUPEOUAUIBM, Crenen 2 - 4 Jto3aTa 10 KIMHUYHA
THPEOUTUT CTa0MITHOCT
HNmyHoCcBBp3aH

Y P Cremen 2 - 4 bes mpomenn
XUTIOTHPEOUIUIBM
HNmyHOCBBp3aHa
Ha0B0peyHa Otnarane Ha MpUJIaraHeTo Ha
HEJOCTAaThYHOCT UJIU Cremnen 2 - 4 Jlo3ara 10 KIMHAYHA
XHUMOPHU3UT/XUITOTTUTYUTAPH cTabuitHOCT
3bM
HNmyHocBBp3aH

M P Cremen 2 - 4 bes mpomenn

3axapeH AuadeT tum 1

HmyHocBbp3an HEQpUT

CreneH 2 c¢bC cepyMeH
kpeatunuH >1,5-3x (ITH
WJTU U3XOJTHOTO HUBO)

OtnaraHe Ha MpUjaraHeTo Ha
no3ara’

Crenen 3 cbe cepyMeH
KpEaTHHHUH >3 X U3XOJHOTO
HHBO WK >3-6 x I'TH;
Crenen 4 cbe cepyMeH
kpeatunuH >6 x [TH

TpaitHO IIpeyCcTaHOBsIBAHE

HmyHOCBBp3aH 00pHB HIIH
JIepMaTHT (BKIFOUHTEITHO
neMQuron)

Crened 2 3a > 1 cenmuiia
WIH CTEIEH 3

Otnarane Ha MpujaraHeTo Ha
no3ara’

Crenen 4

TpaitHO IIpeyCcTaHOBsIBAHE

HNmyHOCBBp3aH MHOKapIUT

Crenen 2 -4

TpaitHO IpeycTaHOBSBAHE

HNmyHOCBBp3aH
MHO3UT/TIOIUMHO3UT/
pabmomuonm3a

CreneH 2 niu 3

Otnarane Ha IPUIIATAHETO HA
no3ara®®

CreneH 4

TpaitHO IIpeycTaHOBSBAHE




Hexenann Pe€aKIuu

Texect?

WN3meHeHuUe HA JIeYeHUETO

Peakiuu, cBbp3aHu ¢
uH)py3uATa

Crened 1 nnn 2

[IpeycranoBsiBane uian 3abaBsiHe
Ha CKOpOCTTa Ha HHQY3HsITA

Crenen 3 unu 4

TpaitHO IpeycTaHOBsIBaHE

NMyHOCBBp3aHa MUACTEHHUS
TpaBHC

Crenen 2 - 4

TpaitHO peycTaHOBsBAHE

HMyHOCBBp3aH TpaHCBEp3aleH
MHUECIIUT

Bcsxka crenen

TpaitHo peycTaHOBsBAHE

MMyHOCBBp3aH MEHUHTUT

Crenen 2

Ortnarane Ha MpUIIaraHeTo Ha
no3ara®

Crenen 3 uinu 4

TpaitHO IIpeycTaHOBsBAHE

HNmyHocBBp3aH eHedanut

CremneH 3- 4

TpaitHO IIpeycTaHOBSBAHE

NMyHOCBBp3aH CUHJIPOM Ha
Guillain-Barre

Crenen 2- 4

TpaitHO IIpeyCcTaHOBSIBAHE

Hpyru uMyHOCBBp3aHH
HEXEJIaHU peakuu™

CreneH 2 nwiu 3

OtnaraHe Ha MpuJaraHeTo Ha
no3ara’

CreneH 4

TpaitHO npeycTaHOBsBaHE

Hesxenanu peakuuu,
HECBbP3aHU C IMyHHATa
crcTeMa

Crenen2u3

Otnarane Ha mpUJIaraHeTo Ha
J03aTa 10 cTerneH <1 win
BPbINAHC KbM M3XOJJHO HUBO

CreneH 4

TpaitHo mpeycraHoBsiBaHE®

2001 TEpPMUHOJIOTHYHU KpUuTepuu 3a Hexxenanu csouTus (Common Terminology Criteria for Adverse Events),
Bepcust 4.03. ALT: ananun amuHoTpancdepasa; AST: acnaprar amuHoTpancdepasza; [TH: ropHa rpanuna Ha
HOpMaTa.

6 Cnen otarane Ha ieuenueto npueMsT Ha IMJUDO u/unu gypBanymal Moske 1@ Objie Bb30OHOBEH B PAMKHUTE
Ha 12 ceaMUIIM, aKO HEXKEJIaHUTE PEAKIMH ca ce MOZ0OpHIiIN /10 cTemneH < | 1 j03ata Ha KOPTHKOCTEpOua e
HamasieHa 70 < 10 mg npenHN30H win exkBuBaseHT Ha JieH. IMJUDO u nypBamyma0 TpsiOBa ga 6paatT TpaitHO
MIPEyCTaHOBEHH MPH PEIHUINBHUPAIIN HEXEIAaHH PEaKIUU OT CTENeH 3, KaKTO € IMPHIIOKUMO.

® [Ipu mammeHTH ¢ aJTepHAaTHBHA IPUYKHA cieaBaiiTe npenopbkute npu noBumasane Ha AST wm ALT Ge3
€/IHOBPEMEHHO NOBHUIIaBaHe HA OMIMpyOHHa.

" AKO Ha M3XOJTHO HUBO TIPH IMAIUCHTH ChC 3acsraHe Ha yepHus npoo crorHoctuTe HAa AST u ALT ca mo-manku
i paBHU Ha ['TH, cripere nim okoHYaTeIHO MTpEeyCTaHOBETE NPHIIOKEHUETO Ha TypBaiyMal Bb3 OCHOBA Ha
MIPEMOPBKHUTE 32 XeNnaTuT 0e3 3acsiraHe Ha YepHHS APoO.

A Tpaiino npekparere IMJUDO npu crenen 3; BbIIpEKH TOBA JISYEHUETO C AypBalyMad MOXKe Jia ce Bb30OHOBU
CJIe]] OTIIyMSBaHE Ha CHBOUTHETO.



¢ Tpaitao npekpatere IMJUDO u mypBairyma0, ako He)KeTaHaTa peakIiys He OTITYMH JIO CTENeH < | B paMKuTe
Ha 30 IHM WK aKO UMa IPU3HALM HA PECIIMPATOPHA HEJOCTATHYHOCT.

* BkJIFOYBa UMYHHA TPOMOOIIMTONICHUS, TAHKPEATUT, HCMH(DEKIIMO3CH IIUCTUT, UMYHOCBBP3aH apTPUT U YBCHUT.

* C u3KJIIOueHre Ha 1ab0paTOPHU OTKIIOHEHHUS CTETEH 4, MPU KOUTO PELICHUETO 3a MPEyCTAaHOBSIBAHE HA

JICYCHUETO TPsIOBA /1a Ce OCHOBAaBA Ha MPUIPYKABALIUTE KIMHUYHU MPU3HALM/CUMIITOMH U HA KIMHUYHA

MPEICHKA.

Cneuuafmu nonyaayuu

Cmapuecka év3pacm

He e HeoOxoquMo KOpUTHpaHe Ha J103aTa IPU NAIMEeHTH B CTapyecka Bh3pacT (>05-roIuIIHa Bh3pacT)
(Bk. Touka 5.2). JlanHUTE TIpW TAITHEHTH Ha BB3pacT 75 u moBede roauan ¢ MeractatuaeH H/IPB/I ca
orpannuecHu (BK. Touka 4.4).

bvopeuno yepeocoarne

He ce npenoppuBa xopurupane Ha no3ata Ha IMJUDO mpu namueHTy ¢ ieka Wik yMepeHa CTeTleH Ha
O0BOpedHo yBpekaane. JJaHHUTE NP MALUEHTH C TEKKO OBOPEYHO YBPEXKIaHE ca TBbPAE OTpaHUUCHH,
3a Jla ce HAIpaBsIT 3aKII0UCHHS TIPH Ta3H MOIyanus (BXK. Touka 5.2).

YeprodpobHo y8pedicoane

He ce mpenoppuBa kopurupane Ha gozara Ha IMJUDO mnpu narueHTs ¢ JeKa Wil yMepeHa CTEIeH Ha
yepHOApoOHO yBpexaane. IMJUDO He e mpoy4BaH NpH MalUeHTH C TEKKA CTENEH Ha YePHOAPOOHO
yBpekaane (Bx. Touka 5.2).

Ileduampuuna nonynayus

BezomacuoctTa 1 epmkacHoctTa Ha IMJUDO nipu nena u 1oHOIIN Ha BB3pacT moA 18 roawau Bee ore
He ca ycraHoBeHH 1o otHoweHue Ha XK u H/APB/I. JlunceaTt nanHu. MI3BbH HETOBUTE pa3peLICHU
nokazanus IMJUDO B komOuHamus ¢ aypainyma0 e mpoydBaH IpH Jela Ha Bb3pacT oT 1 10

17 ronuHu ¢ HEBPOOJIACTOM, COJIMICH TYMOP M CAPKOM, HO PE3YJITATUTE OT MPOYYBAHETO HE
MO3BOJISIBAT JIa CE 3aKJIFOYH, Y€ MOJ3UTE OT TaKaBa yrnorpeda MpeBHIIaBaT puckosete. Hamuanure
HOHACTOAIIEM JaHHU ca ONUCAHU B TOYKH 5.1 u 5.2.

Hauun Ha OPUITOKECHUEC

IMJUDO e npeana3HaveH 3a HHTPABEHO3HO MPUIIOXKEHHE, IIPUJIara ce KaTo HHTPaBeHO3Ha HHPY3us
clie]] pa3pexaaHe B IpoAbDKeHne Ha 1 gac (Bxk. Touka 6.6).

3a yKka3aHHs OTHOCHO pa3pekJAaHeTo Ha JIEKAPCTBEHHS TIPOYKT NPen MPUIIOKEHHE BUKTE TouKa 6.6.

IMJUDO 6 xombunayus ¢ oypsarymad

3a nanpennan win Heonepadbuien XK, korato IMJUDO ce npusara B koMOuHaIus ¢ 1ypBaiymao,
npuwioxere IMIJUDO kato otaennu natpaBeHo3nn nHpy3un. Bukre KXII 3a nHbOopManys 0THOCHO
NPUIIOKEHUETO Ha AypBayma0.

IMJUDQ 6 kombunayus ¢ 0ypsaiymad u xumuomepanus Ha 0CHO8AmMa_Ha NIAMUHA

3a HAPB/, korato IMJUDO ce npunara B KoMOMHAIMs C JypBadyMad U XUMHOTEpAIUsl HA OCHOBAaTa
Ha riatuHa, TepBo ce npwiara IMJUDO, cien ToBa aypBagymad U ciej] ToBa XMMHOTEpAITHsl Ha
OCHOBATa Ha IJIATHHA B JICHS Ha MIPUIOKEHUETO.

Koraro IMJUDO ce npuiiara karo nera /103a B KOMOUHAIMs ¢ AypBajymMal U MOAbpKallla Teparus ¢
neMeTpekce Ha ceamuiia 16, mepeo ce npmwiara IMJUDO, nocneaBaH oT gypBaiyMad u ciiej ToBa
MOITbPKAIIA TePaNHsl C IEMETPEKCE/T B JICHS Ha TIPUII0KCHHUETO.

IMJUDO, nypBanymad u XUMHOTEpanus Ha OCHOBATa Ha IJIATHHA Ce MpHUIaraT Kato OTACITHH
uHTpaBeHo3Hn nHy3uu. IMIJUDO u nypBanymab ce mpuiaraT mooTAENHO B IPOAbIDKeHHE Ha 1 Jac.



3a nH(OpMaIus OTHOCHO MPHIIOKEHUETO HA XUMHUOTEpaIus Ha ocHoBaTa Ha ruratuHa BikTe KXII. 3a
nH(pOpMAaITHST OTHOCHO MPUIIOKEHUETO Ha TOAIbpIKamia Tepanus ¢ emerpekces Bimkre KXII. Tpsosa
Jla C€ MU3I0JI3BAT OT/ICITHA UH(Y3UOHHHU CAKOBE U (PIIITPU 3a BCAKA UHQY3USL.

ITo Bpeme na mukba 1 IMIJUDO TpsidBa 1a 6b4e mocieBan oT AypBanymad, KaTo BIMBAaHETO TPsiOBa
Jla 3aroyHe mpuoIu3uTenHo 1 gac (MakcuMyM 2 4aca) cieq] kpas Ha nady3usta Ha IMJUDO.
Wudysuara Ha XuMHOTepanus Ha OCHOBATa Ha IUIaTHHA TPAOBA Ja 3ar0YHe MPHOIU3UTENHO 1 gac
(MakcumyM 2 gaca) cres Kpasi Ha nH(y3usATa Ha JypBairymMa0. AKo 1o BpeMe Ha ITUKBI | HaMa
KIMHUYHO 3HAYMMU TPOOJIEMH, TO TI0 MPEIeHKa Ha JIeKapsi, CIICABAINTE UK Ha ITpUjlaraHe Ha
nypBaiyMab Moxe Aa 3ano4yHat Hernocpeactsero cien IMJUDO u nepuoabT oT BpeMe MEXIy Kpast Ha
nH}Y3UATa HA TypBATyMad U HAYaJOTO HAa XMMUOTEPAIUsITa MOXKe Aa ce Hamaiu 10 30 MUHYTH.

4.3 TIlpoTuBOmMOKA3aHUS

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HSKOE OT IIOMOIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

4.4  CpneuuajHu npeaynpesxaeHus ¥ nNpeanasHu MepKH NpH ynorpeda

Bukre Touka 4.2, Tabnuia 2 3a NpenopbUMTEIHE M3MEHEHHS Ha JiedueHueTo. [Ipu cbMHEHHe 32 IMYHO-
MeUMpPaHy HeXKeJIaH!U PeakLivy, TpsIOBa 1a ce HalpaBy MOAXOIIIA OLEHKA, 33 J1a CE TIOTBbPIH
STHOJIOTHS WITH U3KITIOYAT aJTepHAaTHBHU €THOJIOTUH. Bb3 OCHOBA Ha Te)KECTTa Ha HEKEJIaHATA PEaKIIUS
npwioxkennero Ha IMJUDO B koMOuHanus ¢ qypBairyma0 TpsiOBa Jia ce CIpe U Ja Ce IPHII0KAT
kopturoctepounu. [Ipu nogoOpenue no < crenen | TpaOBa 1a ce 3amoyHe HaMallsiBaHE Ha 03aTa Ha
KOPTUKOCTEpOHa, KOETO Jja MPOABJDKH Hail-manko 1 mecen. OOMucieTe yBenu4yaBaHe Ha 103aTa Ha
KOPTUKOCTEPOHUIUTE M/HMITH U3TOI3BAaHE HA JIOMBJIIHUTEIHA CHCTEMHN UMYHOCYIIPECAHTH, aKo €
HaJINIE BJIOLIABAHE WM HsIMa NOA0OpeHHE.

IIpocanenumoct

3a 1a ce mooOpy MpOCIeMMOCTTa Ha OMOJIOTHYHHTE JIEKAPCTBEHU MPOYKTH, UMETO U TAPTHIHHSAT
HOMEp Ha NMPHUJIOKEHUS MPOAYKT TPsIOBa SICHO J1a CE 3alMCBAaT.

I/IMVHOCB’B’DSaH ITHCBMOHHUT

[Tpu nanmenTy, mosryyaBaau TpeMeInMyMad B KOMOMHAIMS ¢ TypBaTyMad Uil ¢ TypBaIyMad u
XMMHUOTEPAIHs, Bb3HIUKBA MIMYHOCBBP3aH THEBMOHUT WJIM MHTEPCTUIMATHA OeoapoOHa OoecT,
oIIpezieNieHa KaTo U3UCKBaIa ynoTpeda Ha CHCTEMHH KOPTHKOCTEPOUAN U Oe3 SICHA alTepHaTUBHA
etrosiorus (Bx. Touka 4.8). [lanmenture TpsOBa ga ce HabIOAaBaT 3a MIPU3HALM U CHMIITOMH Ha
nHeBMOHHUT. CbMHEHHMETO 32 ITHEBMOHUT TPAOBa J1a ce MOTBBPIAT C PEHTreHOrpadcKo u3ciaeiBaHe, Aa
Ce M3KJII0YM ApYyra HHEKIMO3Ha U CBhp3aHa ChC 3a00JIBAaHETO €THOJIOTHS U Ja CE JEKyBaT ChIIIaCHO
npernopbkute B Touka 4.2. [Ipu cpOuTHA cTerneH 2 TpsiOBa Jia ce 3ar04He MPEeTHU30H C IbpBOHAYAIHA
no3a 1-2 mg/Kg/meH nim eKBUBAJICHT, MOCJICIBAHO OT HAMAJIIBaHe Ha Jto3ara. [Ipu cbOUTHsI CTENeH 3
w4 TpsiOBa Jia ce 3al0YHe METUIIIPEHU30JIOH ¢ ITbpBOHaYaiIHa 103a 2—4 mg/kg/neH niu
€KBUBAJICHT, IIOCJICABAHO OT HAMaJIsIBaHE Ha /103aTa.

HMMyHOCBBP3aH XEaTUT

NmyHOCBBp3aH XenaTuT, feuHIpaH KaTo U3MCKBaI] ynoTpeda Ha CHCTEMHH KOPTUKOCTEPOHIN 1 0e3
SCHA aJITEPHATUBHA €THOJIOTHS, Bb3HUKBA MPU MAIIMEHTH, MTOTyYaBall TPEMETUMyMad B KOMOMHAIINS
¢ TypBasiymMad wiM ¢ gypBainyMad u xumuoTepanus (Bx. Touka 4.8). Ilpocienssaiite HuBaTa Ha
JIaHMH aMHHOTpaHcepasaTa, acapTaT aMUHOTpaHcdepaszara, oOmms OWIMpPyOHH U anKajiHaTa
¢docdaTasza nmpeau 3amoyBaHe Ha JEUSHUETO U IPEAM BCsiKa mocieapama uHdysus. Tpsosa na ce numa
MIpeBU] TOITBIHUTETHO HaOII0eHNE Bh3 OCHOBA HAa KIIMHUYHATA OIIeHKa. FIMyHOCBBP3aHUAT
XeTaTuT TPsAOBaA J1a ce JIeKyBa ChITIaCHO IpenopbKuTe B Touka 4.2. KopTukocreponau tpsaoBa aa ce



npuiIaraT ¢ mbpBoHayanHa 103a 1-2 mg/Kg/neH npeHU30H WK SKBUBAJICHT, TIOCICIBAHO OT
HaMaJsIBaHE Ha J103aTa, OTHACS Ce 32 BCHYKU CTETICHH.

HMyHOCBBpP3aH KOJIUT

HMyHOCBBP3aH KOJMUT WK TUapusi, eGUHUPaHN KaTo U3UCKBAIIY YIOTpeOa Ha CHCTEMHH
KOPTUKOCTEPOHIH 1 Oe3 sICHA alTepHATHBHA €THOJIOTHS, Bh3HUKBAT MPU MAIMEHTH, MTOTyYaBaIy
TpeMenuMyMad B KOMOHHAIMS C AypBaiyMad MK ¢ QypBatyMad u xumuoTepamnus (BkK. Touka 4.8).
[Tpu nanuenTH, NOMy4YaBaIM TpeMenuMyMald B KOMOMHAIUS ¢ JypBanyMad, ce choOIaBa 3a YpeBHa
nepdopanus u nepdopanus Ha nedenoTo uepo. [lanmenture TpsiOBa na ce HaOMOJaBAT 32 IPU3HALN
Y CUMIITOMH Ha KOJIUT/IHapHs U YpeBHA Tiepdopalius 1 Jia c€ JICKYBaT, KaKTO € MPernopbh4aHo B TOUKA
4.2. KoprukocTteponau TpsOBa [a ce MpraraT ¢ IrbpBoHadanta qo3a 1-2 mg/Kg/men mpeaausod win
€KBHBAJICHT, TTOCTIEIBAHO OT HaMassiBaHe 1pH crened 2—4. KoHncyntupaiite ce He3abaBHO ¢ XUPypr
MIpY CbMHEHHE 32 KaKBaTO U Jia € CTeleH Ha nepdopalus Ha YepBara.

IMyHOCBBp3aHU €HIOKPUHONATHU

HUmynocevpszan xunomupeououszovm, XUunepmupeouousovm U mupeououm

VIMyHOCBBP3aH XUIOTUPEOUAN3BM, XUIIEPTUPEOUIN3IBM U TUPEOUIUT BH3HUKBAT IPH MMALlUECHTH,
MOJTy4aBallx TpeMeIuMyMald B KOMOHHAIMS C TypBalyMad WK ¢ JypBayMad W XUMHOTEpanus, KaTto
XUIIOTUPEOUIN3BM MOXKE JIa TIOCIICIBA XUTIEPTUPEOUAN3bM (BK. Touka 4.8). [larmenTuTe TpsiOBa na ce
HaOJI0aBaT 3a OTKJIOHEHHS B M3CIIeIBaHUATA Ha (DYHKIMATA HA IIUTOBUIHATA JKJIe3a IPEAH U
MEPUOJUYHO IO BPEME Ha JICUEHHETO U KaKTO € MOKAa3aHO Bb3 OCHOBA HA KJIMHUYHATA OLICHKA.
VIMyHOCBBP3aHUAT XUIIOTUPEOUINUIBM, XUIIEPTUPEOUIN3BM U TUPEOUIUT TPsIOBa Ja ce JICKyBarT,

KaKTO € Ipenopb4aHo B Touka 4.2. [Ipu uMmyHOMEIMUpaH XUIIOTUPEOUIN3bM 3aII0UHETE 3aMECTUTEIIHA
Tepamnus ¢ TAPEOUICH XOPMOH, KaKTO € KIMHUYHO TIOKa3aHo Npu creneH 2-4. [Ipun nmyHoMeaunpan
XHUIIEPTUPESOUTUIbM/TUPEOUANT TPsIOBa /1a ce MPUIIOKK CUMITOMATHYHO JICUCHHE TIPH CTeTeH 2-4.

Hmynocevpzana Haobwvbpeuna HedocmamvyHOCH

[pu nanueHTH, MoydYaBaiy TpeMeIMMyMad B KOMOHHAIMS ¢ TypBaTyMad WK ¢ TypBayMad u
XHUMHUOTEpAIusl, Bb3HIUKBA HMYHOCBBP3aHa HaJ0BOpeYHa HeTOCTATHYHOCT (BXK. TouKa 4.8).
[NaruenTure TpssOBa a ce HAOJIIOIABAT 3a KIIMHUYHM [TPU3HALIA U CUMIITOMH Ha HaJI0bOpeUHa
HeJ0cTaThyHOCT. [Ipy cuMnToMaTnyHa HaA0BOPEUHA HEIOCTATHUYHOCT MAIUCHTUTE TPSOBA J1a ce
JIEKYBaT, KaKTO € Tpernopbsyano B Touka 4.2. Koptukoctepouau TpsOBa 1a ce nmpujiarar ¢
MbpBOHAYAHA 7032 1-2 mg/Kg/aAeH NpeTHU30H UITH eKBUBAJICHT, ITOCIICIBAHO OT HAMAJIIBAHE Ha
J103aTa ¥ XOPMOHAIHO 3aMECTBaHE, KAKTO € KIIMHIUYHO MOKA3aHO NP CTerneH 2-4.

HUmynocevpsan 3axapen ouabem mun 1

HmyHOCBBp3aH 3axapeH nuader Tun 1, KOWTO MOXKe J1a ce TPOSBH ITbPBO KaTo InadeTHa KeToalna03a,
KOSITO MOXe J1a ObJIe JIeTaHa, aKO He Ce OTKPHE PaHO, Bb3HUKBA IPH MAIMEHTH, TIOJTyYaBaIln
TpeMenruMyMald B KOMOMHAIIMS C AypBalyMal Wi ¢ JypBaityMad U XumuoTepanus (BkK. Touka 4.8).
[ManmenTure TpsiOBa ja ce HAONIOIABAT 3a KIIMHUYHY [TPU3HAIM U CHMIITOMH Ha 3aXapeH uabeT TUI
1. Tlpu cumnTomMarnyieH 3axapeH nuabeT Tun 1 manueHTHTe TpsiOBa Jia ce JIEKYBar, KakTo €
npernopbyaHo B Touka 4.2. Moxe 1ja ce 3armodHe JeueHne ¢ MHCYJINH, KAKTO € KIIMHUYHO TTOKa3aHo
npu creneH 2-4.

HUmynocevpszan xunodusum/xunonumyumapusom

[Ipu manmenTH, noay4yaBany TpeMennMymad B KOMOWHAIMS ¢ AypBainymMad WiH ¢ TypBaayMal u
XHUMHUOTEPAIUS, Bb3HIUKBA UMYHOMEMUPAH XUTIOQU3UT WIN XUTIOMUTYUTAPU3BM (BXK. TOUKa 4.8).
[TanmenTure TpsiOBa Aa ce HaOMIOABAT 33 KIIMHUYHU IIPU3HALM U CUMIITOMH HA XUTIOQU3UT WIN
XUIIONUTYUTapu3bM. 1Ipu cumMnromMaTiueH XUmopu3UT WM XUIONUTYUTApU3bM MALMEHTHTE TPsiOBa
Jla ce JIEKyBaT, KaKkTo € IpernopbuaHo B Touka 4.2. Koptukocrepouau TpsOBa aa ce npuiarar ¢
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IbpBOHAYaIHa 103a 1-2 mg/kg/neH npeJHU30H WM EKBUBAJICHT, IIOCJICIBAHO OT HAMAaJIsIBaHE Ha
J103aTa ¥ XOPMOHAIHO 3aMECTBaHEe, KaKTO € KIIMHIUYHO MTOKa3aHO NP CTereH 2-4.

HMyHOCBBP3aH HCd)DI/IT

[Ipu maruenTH, oay4YaBany TpeMenuMyMad B KOMOWHAIMS ¢ ypBainyMad Wid ¢ TypBaayMal u
XMMHOTEPAIUs, Bh3HIUKBA UIMYHOCBBP3aH He(PPUT, ONpeieNiecH KaTo U3UCKBAI YIIOTpeOa Ha CUCTEMHH
KOPTHUKOCTEPOUIN M 0e3 SICHA aITepHATHBHA eTHONOTH (BXK. Touka 4.8). IlarmenTute TpssOBa 1a ce
MpOoCIeAABaT 32 OTKIIOHEHHS B M3CJIeABaHUATA Ha ObOpedHaTa QyHKIUS PeIy U NEPUOANYHO 110
BpeMe Ha JICUYCHUETO U Ja Ce JIEKYBaT, KaKTo € MpernopbiaHo B Touka 4.2. KopTukoctepouan TpsoBa
Jla ce mpuJjiaraT ¢ MbpBoHavdanHa qo3a 1-2 mg/kg/nen npeAHN30H WK eKBUBAJICHT, MOCIEABAHO OT
HaMaJIsIBaHE Ha J03aTa MpH CTeneH 2-4.

HNmyHOCBBP3aH 00pUB

[Tpu naumenTy, nmosyyaBamy TpeMeIuMyMad B KOMOHHAIMS ¢ TypBaTyMad WM ¢ TypBalyMad u
XHUMHUOTEpAIusl, ce HabJI01aBa IMyHOCBBP3aH OOPHB WK IEPMATHT (BKIIIOYUTEIHO NTeM(HUTOnI),
OIIpeIesiCH KaTo N3MCKBAIL YIIOoTpeOda Ha CHCTEMHH KOPTUKOCTEPOUIH U 6€3 SICHA aITepHAaTHBHA
etrosorus (Bx. Touka 4.8). [lpu maruentu, nekyBanu ¢ uaxuoOuTopu Ha PD-1 u nuaxubutopn Ha
CTLA-4, ce cpobmaBat chONTHA HAa CHHIPOM Ha Stevens-Johnson mim TOKCHYHA eTUepMaTHa
Hekponu3za. [lanuenture TpsOBa ga ce HAOIIOAABAT 3a MPU3HAIIM U CHMIITOMH Ha OOpPHB WM IEPMATHT
W J1a ce JIEKyBar, KakTo € Mpernopbyano B Touka 4.2. Koprukocreponau TpssOBa a ce mpuiiarat ¢
'bpBOHAYaHa 1032 1-2 mg/kg/aeH npeIHU30H UM EKBUBAJICHT, ITOCICIBAHO OT HAMAIISIBaHE Ha
J03aTa npu crenel 2 > 1 ceamuna uinu crenel 3 u 4.

HMyHOCBBP3aH MUOKAPIUT

HmyHOCBBP3aH MHOKapIUT, KOWTO MOXKE Aa ObJe JieTalleH, Bb3HUKBA MPH MAlUEHTH, OJTyYaBalli
TpeMenuMyMad B KOMOMHAIUS C AypBayMal Wi ¢ AypBanymMad u XuMuoTepanus (Bx. Touka 4.8).
[TanmenTure TpsiOBa na ce HaOMIOIABAT 32 MPU3HALM M CUMIITOMH HA HMYHOCBBP3aH MUOKApAMT U a4
ce JIEKyBaT, KakTo € penopbuaHo B Touka 4.2. Koptukoctepouau TpsOBa aa ce mpuiarar ¢
I'bpBOHAYANHA 1032 2—4 mg/kg/aeH npeIHU30H WM EKBUBAJICHT, [I0CIIEIBAaHO OT HAMAJIIBAaHE Ha
no3ara nmpu cterneH 2—4. Axo HsiMa rmoo0peHne B paMKHUTe Ha 2 10 3 IHU BBIPEKU
KOPTHKOCTEPOHUINUTE, CBOEBPEMEHHO 3aII0YHETE IOMBIHUTEIHA UMYHOCYTIpecuBHa Tepanus. [Ipu
otmrymsiBane (crerneH 0) TpsOBa Jia ce 3all0YHE HAMAIISIBAaHE HAa J103aTa Ha KOPTHKOCTEPOUa, KOETO Aa
NpOIBIDKU Hall-MaJko 1 Mecel.

MyHOCBBP3aH IaHKPEATUT

HmyHOCBBP3aH MaHKpEeaTUT Bh3HUKBA MPH MAIIMEHTH, MOJTyYaBallld TPEMEIUMyMad B KOMOUHAIIUS C
nypBanymMad u xumuotepanus (Bx. Touka 4.8). [lanenture TpsOBa 1a ce HaOIIOAaBAT 32 IPU3HALIA U
CUMIITOMH Ha UMYHOCBBP3aH NTAHKPEATHUT U JIa Ce JIEKYBaT, KaKTO € MPENopbhuaHo B Touka 4.2.

HDVFI/I MMYHOCBBP3aHHU HCXKCJIAaHU PCAKIINH

Karo ce nma npeaBun MexaHU3MBT Ha ACWCTBUE HA TPEMETNMyMad B KOMOMHAIIUS C TypBaTyMald Uil
C ypBaJlyMad W XUMHOTEpaIs, MOXe JIa c€ TOSBAT U JAPYTH MOTSHIIMAIHUA HMYHOCBbP3aHU
HeXXeJaHu peakuuu. [Ipu nauueHTH, 1eKyBaHU ¢ TpeMeaTuMyMald B KOMOMHAIMS C TypBaiIymMa0, ce
Ha0JI01aBaT CIeJHUTE UMYHOCBBP3aHU HEeXeJIaHW PEaKLIMH: MUACTEHHS TPaBHC, TPAaHCBEP3aJIeH
MHEJIUT, MHO3HT, MOJMMHO3HUT, pabI0MHOJIM3a, MEHUHTUT, eHIledanuT, curapom Ha Guillain-Barré,
WMYHHA TPOMOOIUTOTIEHHS, HEWH(PEKIIMO3EH [UCTUT, UMYHOCBBP3aH apTPUT U YBEHT (BXK. TouKa 4.8).
[NarmenTure TpsO6Ba na ce HaOMIOIABAT 32 MPU3HAIM U CUMIITOMH H J]a C€ JIEKYBaT, KakTo €
npernopbyano B Touka 4.2. Koprukocrepouu TpsOBa Ja ce mpuiiaraT ¢ TbpBoHavaiiHa jjo3a 1-2
mQg/Kg/neH npeTHM30H WM EKBUBAJICHT, MIOCJICIBAHO OT HAMAJIIBaHE Ha J103aTa NpH cTerneH 2—4.

Peaknun, cBbpp3anu ¢ nHGY3USITA
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[MTanmenTture TpsOBa Aa ce HAOMIOMABAT 3a MIPU3HALY U CUMIITOMH Ha PEAKINH, CBBP3aHHU C
nHpy3usaTa. CroOIaBaT ce TeKKH Peakluy, CBbp3aHu ¢ HHDY3UsITa, IPH NAUEHTH, TOTy4aBalin
TpeMenuMymMad B KOMOMHAIMS ¢ AypBainyMad (Bx. Touka 4.8). CBbp3aHUTE C HHY3UATA PEaKIUU
TpsiOBa J1a ce OBNAsABaT, KaKTO € mpenopbuaHo B Touka 4.2. [Ipu texect cremen 1 wmu 2, Moxe 1a ce
OOMMCITH M3MOJI3BAHETO HA JIGKApPCTBA 3 MPEMeIUKALK 32 MPOPHIAKTHKA Ha MTOCIIEABAIIN PEAKIIUH,
cBbp3anu ¢ nHPy3usara. [lpu crenen 3 wnnm 4, oBnajeire TEKKATE PeaKIny, CBbP3aHHU ¢ HHPY3UATA,
criopesl CTaHapTa Ha JIeueOHOTO 3aBeAeHNe, TOIXOIAIINTE PHKOBOICTBA, MPHIOKAMHI B KIIMHUYHATA
MPaKTUKa W/WIM yKa3aHHUATa Ha OOLIHOCTTA.

Cruennduyna 3a 3a00JIs1BAaHETO IIPEANa3Ha MIpKa

Memacmamuuen H/[PEJ]

Wwma orpaHnYeHN JaHHU TPU TAIIMCHTH B CTapuecKa Bb3pacT (> 75 ToAuHM), ICKYBaHU C
TpeMenuMyMad B KOMOMHAIUS ¢ AypBaityMal ¥ XHMUOTEpAIHs Ha OCHOBAaTa Ha TUIATHHA (BXK. TOUKH
4.8 1 5.1). [IpenoppuBa ce Ha UHIUBUYaTHA OCHOBA BHUMATEIHO Ja C€ OOMHCIIN MOTSHIIMATHOTO
CHOTHOIIEHHE TT0JI3a/PUCK HA Ta3U CXEMa.

[NanmeHTH, M3KIIOYEHN OT KINHUYHUTE IPOYUYBAHUS

Asancupan unu neonepadbunen XK

OT KIMHUYHATE TPOYYBAHMS Ca U3KITI0YeHH naruenTy cbe: ckop B mim C mo Child-Pugh, Tpombo3a
Ha TJIaBHATa OPTaIHA BeHA, YepHOApOOHA TPaHCIUIAHTAIMS, HEKOHTPOJIMpaHa XUIIEPTOHUS, aHAMHE3a
32 WJIM HACTOSIIM MO3BYHU METAcTa3u, KOMIPECHs Ha IphOHAYHUS MO3bK, KOMH(MEKIUS ¢ BUPYCEH
xermatuT B u xenarut C, akTHBHO W TPEIUIITHO JOKYMEHTHpaHO ractponHTecTrHHAIHO (1)
KBbPBCHE B PAMKUTEC Ha 12 MECCla, aCIIUT, U3UCKBAIl HEMCIUMKAMCHTO3HAa MHTCPBCHIIMA B PAMKUTEC Ha
6 Mecelia, 4epHOIPOOHA eHIle(alIonaThs B paMKHUTE Ha 12 Mecella mpeIy HavyaioTo Ha JICYCHUETO,
AKTUBHU WU MPEIUIIHN JOKYMEHTUPAHH aBTOMMYHHH WM Bb3MAJIUTENIHU HapyeHus. [Ipu numca Ha
JaHHU TpeMenuMyMal TpsiOBa J1a ce M3MO0JI3Ba C MOBUILECHO BHUMAHHUE IIPU TE3U IOMYJIaLlUH CIe]
BHUMATEHO OOMUCIISTHE HA CHOTHOIIEHUETO MMOTEHIIMATHA 1T0JI33/PUCK HA WHAWBUIyallHA OCHOBA.

Memacmamuuen H/[PBEJ]

OT KIMHUYHHTE TPOYYBAHMS Ca U3KIIOYSHH MAI[MEHTH ChC CIETHUTE 3200 BaHUA: aKTUBHO WIIH
MPEIXOIHO JOKYMEHTHPAHO aBTOMMYHHO 3a00JI1BaHe, aKTUBHU W/WJIM HEJIEKYBaHU MO3bUHH
MeTacTa3y, aHaMHe3a 3a UMyHEH JeQUIUT, IpuiIaraie Ha CHCTEMHAa UMyHOCYIIPECHsI B PAMKUTE Ha
14 nuu npeay HAYAIOTO HA JICYEHUETO C TPEMEIUMYMal WIIH AypBainyMad ¢ W3KITFOUeHHEe Ha
(u3M0TI0rNYHA 1032 CUCTEMHH KopTUKocTepor i (< 10 mg/neH npeAHN30H WK €KBUBAJICHT),
HEKOHTPOJINPAHO UHTEPKYPEHTHO 3a00Js1BaHe, akTUBHA TyOepkyno3a uin xenatut B wimu C i HIV
WHQEKIHS WK TallUeHTH, TTOYYHIIN )K1Ba aTCHIONPaHa BakcHHA B paMKkuTe Ha 30 JHU Npean WiH
ClIe/l Ha4aIoToO Ha MPUIIOKEHUETO Ha TpeMenuMmymal wiu qypBanymab. [1pu nurca Ha qaHHA
TpeMenuMymMad TpaOBa Jja ce M3I0JI3Ba C MOBUILIEHO BHUMAaHKE P TE3U MOIYJIALUH CIIe]
BHUMATEITHO OOMUCIISTHE Ha MTOTEHIIMATHOTO CHOTHOIICHHUE MOJI3a/PUCK Ha MHIIMBUIyallHa OCHOBA.

CopabpprkaHue Ha HATpUH

To3u nekapcTBeH MPOAYKT ChABPXKA 0 MaJIKo oT 1 mmol Hatpwmii (23 mg) Ha 103a, T.€. MOXKeE Ja ce
Ka)ke, 4ye TPAKTUYECKU HE ChIbpKa HATPHH.

4.5 BzauMmoneiicTBHMe ¢ APYIH JeKAPCTBEHH NMPOAYKTH U APYru (OpMHU HA B3auMoelcTBHE
Ynotpebara Ha CHCTEMHH KOPTUKOCTEPOU U FITH IMYHOCYTIPECOPH TIPEAX 3aMI0OYBAHE HA JIEUYEHUETO C
TpeMenuMyMad, ¢ U3KIIIOYEHUE Ha (PU3HOJIOTMYHA J103a CUCTeMHH KopTHKocTepouau (< 10 mg/nen

NpECaAHU30H UIN CKBI/IBaJ'IeHT), HEC CC NpCIOopbUBa Mopaar NOTCHIIMAJIHATa UM HaMECa BbB
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(hapMakOTMHAMUYIHOTO ICUCTBHE U e(hUKACHOCT Ha TpeMeTuMyMad. CUCTEMHH KOPTUKOCTEPOU TN HITH
JPyTd HIMYHOCYTIpECOpr 00adue MOXKe JIa ce M3MOJI3BAT CIieI 3all0YBaHe Ha IpHUEMa Ha TpeMeInMyMad
3a JICUCHUE Ha UMYHOCBBP3aHU HEIKEIAHU Peakiuu (BXK. Touka 4.4).

He ca nposexnanu opunnanau papmakoxkunernunu (OK) npoydusanus 3a B3auMOASHCTBUS OT TUIIA
JIEKapCTBO-JICKapCTBO ¢ TpeMeanMyMad. Thii KaTo OCHOBHHTE ITBTHINA 32 EIMMUHAPAHE Ha
TpeMenruMyMad ca KaTaboJIM3bM Ha IPOTEHHHUTE YPe3 PETHKYIOCHI0TEIHATA CHCTEMA FITH TapreT-
MeIuHMpaHa JUCHO3UIINS, He C€ 0YaKBaT METa0OJINTHH B3aNMOACHCTBHUS OT THIIA JIEKAPCTBO-
nexapcTBo. K sekapcTBeHH B3aUMOICHCTBIS MEXy TpeMeIuMyMal B KOMOWHANMS C JypBalyMad u
XMMHUOTEpaIus Ha OCHOBaTa Ha Iu1aTHHA ca oneHenu B npoyusaHeto POSEIDON u npu cembTeTBaIo
JiedyeHre He MoKa3BaT KIMHUIHO 3HaunMu DK B3auMoaelHcTBHA MEXAY TpeMeIuMyMal, JypBaiymao,
nab-nakauTakcesn, TeMIUTa0HH, HEMETPEKCe I, KapOOIUIaTHH TN LHCIUIATHH.

4.6 depTHIUTET, OPEMEHHOCT U KbpPMeEHe

Kenu ¢ JACTCPOJACH HOTCHHI/IaII/ KOHTpPACIIua

Kenu ¢ neteponeH noTeHnuan TpsOBa Ja U3MON3BAT e(heKTHBHA KOHTPAIETIIIH [T0 BpEME Ha JIeUeHHEe
¢ TpeMeuMyMal U B IPOJBIDKCHUE Ha Hal-Mallko 3 Mecela Cie]] MocieHara 103a TpeMenumymao.

Bpemennoct

JluncaT naHHM OT ynotpebara Ha TpeMeIuMyMal npu OpeMeHHH KeHH. Bb3 OCHOBa Ha MexaHH3Ma
CH Ha JIe¥icTBHE U IpEeMUHAaBaHeTO Ha YoBemkus [gG2 npes manenTapHaTta Odapuepa, TpeMeITnMyMad
nMa IMOTEHIMAN Jja MOBJIHsIe Ha MOJABPKAHETO HAa OPEMEHHOCTTa U MOJKE J1a IPUYMHU YBPEKIaHE Ha
UI0/1a, KOTaTo ce mpujara Ha OpeMeHHa skeHa. [IpoydyBaHus mpy KUBOTHH HE MOKA3BAT MPEKU HITH
HETPEKH BpeHU e(DEeKTH 10 OTHOIIEHHE Ha PEIPOAyKTHBHATA TOKCHYHOCT (BX. Touka 5.3). IMJUDO
HE ce TpenopbiBa O BpeMe Ha OPEeMEHHOCT U MPH KEHU C ACTEPOICH MOTEHINAN, KOUTO HE
M3M0J3BaT e(h)eKTUBHA KOHTPALIEIIIMS 10 BpEME Ha JICYEHUETO U B IPOABIDKEHNE Ha Hal-MaJko 3
Mecena ciies ocIeAHaTa 03a.

Kspmene

Hsma na(pOpManst 3a HAMMYNETO Ha TpeMeanMyMal B KbpMara, 3a abcopOnusita U epeKTHTe BbPXY
KbpMaueTo, KaKTO U 3a e()eKTUTE BbpXy 00pa3yBaHeTo Ha kbpMa. Yosemkusat [gG2 ce ekckpeTrpa B
kbpMmarta. He Moxke, o0aue ja ce M3KII0YH MOTEHIIMAICH PUCK 32 KbPMEHOTO jAeTe KbpMeHeTo TpsiOBa
Jla ce MPeyCTaHoBM 10 BpeMe Ha JieuenueTo ¢ IMJUDO u naii-manko 3 Mecelia cjiejl nocjeaHaTa /103a.

deprunurer

Hsma nannu 3a noteHuuaiHuTe eeKTH Ha TPEeMEIUMyMal BbPXY (epTHIINTETa IPU X0pa HITH
XHUBOTHHU. [IpH mpoy4BaHus 3a TOKCUYHOCT P MHOTOKPATHO Npujiarane odaue e HaOIro1aBaHa
nHQUITpALM HAa MOHOHYKJIEAPHHU KJIETKH B [TpOcTaTara U MaTkara (BX. Touka 5.3). Kinmauanoro
3HAUCHME HA TE3W HaXOIKH 32 (pepTmiInTeTa HE € N3BECTHO.

4.7 EdexTu BbpXy cioco0HOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

TpeMeJ’II/IMYMa6 HC IIOBJIMsBA WJIHM IIOBJIMABA npeHe6pe>KHMo CIIOCOOHOCTTA 32 HlO(bPIpaHG nu pa60Ta C
MalIruHH.

4.8 Hexenanu JieKapcTBeHH pPeaKkuM

O0606111eHME Ha TpodrIa Ha OE30I1aCHOCT

IMJUDO 6 xombunayus ¢ oypsarymad
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BesomnacHoctTta Ha TpeMeaumymad 300 Mg kaTo eqMHUYHA 1033 B KOMOMHAIHMS ¢ AypBaymMa0 ce
OCHOBaBa Ha cOopHu maHaM mpu 462 manuenTn ¢ XK ot npoyusanero HIMALAYA u ot apyro
npoyuBane npu nanuenty ¢ XK, [Ipoyusane 22. Haii-uecto cpemanute (> 10%) HexXeTaHu peaxiim
ca o0puB (32,5%), cepbex (25,5 %), nuapus (25,3 %), kopemHua 6oinka (19,7 %), nopumena AST
(18,0 %), mupexcus (13,9 %), xunorupeonnuzsm (13,0 %), kanuma/mpoaykrieHa Karwna (10,8 %)
u nepudepen orok (10,4 %) (Bx. Tabauua 3).

Haii-uecture texku (> 3%) Hexenanu peakiu (NCI CTCAE crernen > 3) ca MOBHIIICHA acmiapTaT
amMuHOTpaHc(hepa3a/moBHIIeHa aTaHWH aMHHOTpaHchepasa (8,9%), mosuieHa numasa (7,1%),
noBuIneHa ammiasa (4,3%) u quapus (3,9%).

Haii-uecture (> 2%) cepro3HM HEXENaHH Peakiuu ca KoiuT (2,6%), muapus (2,4%) 1 THEBMOHHS
(2,2%).

[Ipoy4BaHOTO NIeUeHHE € MPEKPATEHO MOpaIy HEeXeIaHu peakuuu npu 6,5% ot nanuenture. Haii-
YEeCTUTE HEeXKEJIaHU PEaKLUK, JOBEJIU 10 IPEyCTaHOBSABAHE Ha JieueHHeTo, ca xenaturt (1,5 %) u

MOBMINICHA aclapTaT aMUHOTpaHc(epas3a/moBUIlIeHa allaHuH aMuHOTpaHcdepasa (1,3 %).

IMJUDQO g kombunauus ¢ 0ypeainymad u xumuomepanus

BezonacHocTTa Ha TpeMenuMyMa0, puiiarad B KOMOWHAIINS ¢ JypBallyMad U XUMHOTEPAITHs, Ce
ocHoBaBa Ha januu npu 330 marwmentu ¢ metacrtarnded HJIPBJI. Hait-uectute (> 10%) Hexenanu
peaknuu ca anemus (49,7%), ragene (41,5%), neyrporenus (41,2%), ymopa (36,1%), Hamanen
anetut (28,2%), oopus (25,8%), TpombortuTonienus (24,5%), muapus (21,5%), nesxonenwus (19,4%),
3amnek (19,1%), nospbmane (18,2%), noBuiieHa aciaprat aMuHoTpaHchepasa/mopuilicHa ajlaHUH
amuHOTpancdepasa (17,6%), mupexcust (16,1%), nadexuun Ha ropaute quxatenHu npruma (15,5%),
mHeBMoHUSA (14,8%) , xunotupeonnussM (13,3%), aprpanrus (12,4%), Kannwia/mpo Iy KTHBHA
kanumna (12,1%) u cepoex (10,9%).

Hait-gecture (> 3%) texxku nexenanu peakin (NClI CTCAE crenen > 3) ca neyrponenus (23,9%),
anemust (20,6%), maeBmMonus (9,4%), TpomoOoiuTonienus (8,2%), neskonenus (5,5%), ymopa (5,2%),
noBuineHa Jimmnasa (3,9%), nosuiieHna amuiasa (3,6%)

Haii-uecture (> 2%) ceprio3nu HexenaHu peakiuu ca maesmonus (11,5%), anemus (5,5%),
tpomOonuTorieHus (3%), komur (2,4%), nuapus (2,4%), nupekcus (2,4%) u GpeOpriHa HEYTPOTICHHUS
(2,1%).

[pu 4,5% oT manMeHTUTe JTCYSHUETO C TPEMEIUMYMal € MPEeyCTaHOBEHO MOPa Iy HeXKeJTaH! PEaKIvH.
Haii-uecTute HexxenaHu peakiuy, JOBEIH JI0 MPEyCTaHOBSBAaHE Ha JICYEHUETO, ca mHeBMOHUSA (1,2 %)
u xomut (0,9 %).

JleueHueTo ¢ TpeMeIuMyMal € MPEeKbCHATO MOpau HexelaHu peakiuu npu 40,6% OT malueHTUTe.
Haii-uecTute HexXenaHu peakiuu, JOBEIH 10 MPEKbCBaHE Ha MPUIIOKEHUETO, Ca HEYTPOIICHUS
(13,6%), TpomboruTonenus (5,8%), neskonenus (4,5%), nuapus (3,0%), nueBmonus (2,7%),
MOBUINIEHA aclapTaT aMuHOTpaHc(epa3a/moBUIlIeHa allaHiH aMUHOTpaHchepasa (2,4%), ymopa
(2,4%), noBumena numasa (2,4%), xomur (2,1%), xenarur (2,1%) u 06pus (2,1%).

CIuchK Ha HEXXKEIAHUTE PEAKIMK B TAOJIMYEH BUI

OcBeH aKo He € IMOCOYEHO JIPYTo, B Ta0iuIa 3, € MocoYeHa 4ectorara Ha Hexenanure peakiyu (HJIP)
MIpH MAIMEHTH, JIeKyBaHu ¢ TpemenumyMad 300 mg B komOuHanums ¢ nypBaimymad B myma ¢ XK ot
462 nanmentn ¥ ¢ IMJUDO B koMOuHanus ¢ qypBanymMad U XMUMHAOTEpaIisl Ha OCHOBAaTa Ha IIaTHHA
B poyuBaneTo POSEIDON, B xoeto 330 nmaiueHTy ca moyiyduin TpeMeaumymad. B npoyusanero
POSEIDON mennaHata Ha BpeMETO Ha €KCIIO3UIMA Ha MAlMEHTHTE Ha TpeMeauMymad e 20 ceaMuIy.
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Hexenanute peaknum ca n30poeHH 0 cucTeMo-opraHeH kinac mo MedDRA. B pamkuTe Ha Bcekn

cucteMo-opraneH kiac HJIP ca npeacraBenu no pena Ha HamaisiBamia yectora. ChOTBETHATA

Kareropus 1o uectora 3a Bcsika HJIP e onpenenena kato muoro yectu (>1/10), uectu (>1/100 o
<1/10), meuectu (>1/1000 g0 <1/100), peaxu (=1/10 000 g0 <1/1 000), muoro peaxu (<1/10 000), ¢

HCHU3BCCTHA 4YCCTOTAa (OT HaJIMYHUTC JaHHHU HC MOXKE Ja 6’[)[[6 HarpaBcHa OIIeHKa). HpI/I BCAKO

rpynupase B 3aBUCUMOCT oT yectorata HJIP ca npeacraBeHu B HU3XOIAL pell IO OTHOLIEHUE Ha

TaXHaTa CEPUO3HOCT.

Tabamna 3. Hexxenanm peakuuu NpyM NalUEeHTH JeKYBaHU ¢ TpeMeJIMMyMad B KOMOMHAIUS €

AypBajaymad

Tpemenumymad 75 mg B
KOMOMHAnMs ¢ AypBaaymad n
XMMHOTEPAINHs HA OCHOBATA HA

Tpemeaumymad 300 mg B

KOMOMHanMs ¢ AypBaaymad

MJIATHHA
Besika crenen (%0) Crenen | Besika cremen (%0) Crenen
3-4 (%) 3-4 (%)
Nudexnun u nudecranum
WNudexnnn Ha MaHuoro gectu 155 | 0,6 Yectu 84 |0
TOPHUTE TUXATEITHU
pTUIIA?
IMaeBMonus® MaHuoro uectu 148 | 7,3 Yectu 43 11,3
I'pun Yectn 3,3 0 Yectu 22 |0
OpayiHa KaHaH103a Yectn 2,4 0,3 Heuectn 06 |0
WNudexnun Ha 360uTe | Hewectn 0,6 0,3 Yectu 13 |0
M MEKHUTE THKAaHU B
ycrara®
Hapyumienusi Ha KpbBTa M JuM@pHATA cUCTEMA
Auemus* MaHuoro uectu 49,7 | 20,6
Heytponenus “* MHoro yectu 412 | 239
Tpombormronenwus MaHoro dectu 245 | 8,2
JleBkonenus "™ MaHoro dectu 194 | 55
DedpuHa Yectn 3,0 2,1
HEYTPONEHHUS
IManmuronenus " Yectu 1,8 0,6
HNmynna Heuectn 0,3 0 Heuectn ® 0,3 0
TPOMOOIIMTOTICHHSI
Hapyiienusi Ha eHIOKPHUHHATA CHCTEMA
XunoTupeouu3pm” MHoro gectu 133 | 0 MHoro gecTu 130 O
XunepTupeouau3sbpm” Yectn 6,7 0 Yectu 9,5 0,2
Hanow0peuna Yectn 2,1 0,6 Yectu 1,3 0,2
HEIOCTATHLYHOCT
XHUMOMUTYUTAPUIBM/ Yectu 15 0,3 Heuectu 0,9 0
XUNou3uT
Tupeouaut” Yectn 1,2 0 YecTtn 1,7 0
be3Bkycen quader HeuecTn 0,3 0,3 Peaxu” <01 0
3axapeH auabeT Heuectu 0,3 0,3 Heuectn” 0,3 <0,1
o 1
Hapymenus Ha ounTe
VBeur Heuectn 03 O Penxu” <0,1 O
Hapyumienusi Ha MeTa00JIM3Ma U XPAHEHETO
Hamanen anetur © | MHoro uectu | 28,2 | 1,5
Hapymennsi Ha HepBHATA cUCTEMA
[lepudepna Yectn 6,4 0
HeBponarus ™M
Ennedanut” Heuectun 0,6 0,6 Penxn” <0,1| O
MuacTtenust rpaBuc Penxm ° <0,1| <0,1 Heuectn 0,4 0
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Tpemeaumymad 75 mg B
KOMOMHAIMS ¢ IypBaIymMad u
XHMHOTEPANs HA OCHOBATA HA

Tpemenumyma6o 300 mg B
KOMOMHAIMS ¢ IypBajymMad

IIATHHA
Besika crenen (%0) Crenen | Besika cremen (%0) Crenen
3-4 (%) 3-4 (%)
CuHIpoM Ha Penxu™ <0,1| O Penxu™ <0,1| O
Guillain-Barré
MeHHUHTUT Penxu® 0,1 0 Heuectn 0,2 0,2
Tpanceep3anen C HemsBecTHA - - C Hem3BecTHA - -
MHETUT? 4eCTOoTa YeCcToTa
Chbpaeynn HapyleHHust
MuokapuT® | Heuecrn | 03 |0 | Heuecrn 104 |0
PecnupaTophum, rpbAHN ¥ MEAUACTHHAJHA HAPYIIEHHUS
Kanumna/mpoaykTus MHoro 4JecTn 121 0 MHoro decTn 10,8 | 0,2
Ha KaIlUI|Ia
ITaeBMOHUT" Yectn 4,2 1,2 Yectu 2,4 0,2
Huchonns Yectn 2,4 0 Heuectn 0,9 0
WuTepcrunmanza Heuectn 0,6 0 Heuectn 0,2 0
OenopoOHa 0oJiecT
CToMaNIHO-4YpeBHN HAPYIIEHHS
I'anene” MaHuoro dectu 415 | 1,8
Hnapus MaHuoro dectu 215 | 15 MHoro uectu 25,3 | 3,9
3amnek” Muoro uecTu 191 ] 0O
[ToBpbmiane” MHuoro 4dectu 182 | 1,2
Cromatur™ Yectn 9,7 0
IToBumena amuiasa Yectn® 8,5 3,6 Yectu 89 |43
Kopemna 6omka® Yectu 7.3 0 MHoOro0 YecTr 19,7 | 2,2
IToBumiena numnasa Yectn° 6,4 3,9 Yectu 10,0 | 7,1
Komut* Yectn 55 2,1 Yectn 35 |26
[lankpearnut" Yectn 2,1 0,3 Yectu 1,3 | 0,6
UpesHa niepdopariust Penxn " <0,1] <01 Penxu " <0,1|<0,1
[epdoparnus Ha Heuectn™ 0,1 <0,1 Heuectn" 0,1 |<0,1
J1e6esI0To YepBo
I{pomuakus Penxn™ 0,03 | 0,03 Penxn™ 0,03 | 0,03
XenaroOuJIUAPHU HAPYIIEHUS
[loBumena acmaprar MaHoro uectu 176 | 21 MHoro uectu 18,0 | 8,9
amuHoTpaHchepasa /
MIOBHILIEHA AJIAHUH
amuHOoTpaHchepasza’
Xemarut™" Yectu 3,9 0,9 Yectu 50 1,7
Hapyienusi Ha K0KaTa ¥ MOJKO0KHATA ThKaH
Asnonenus” MHoro yectu 100 | O
O6pus" MHoro Jectn 258 | 15 MHoro yecTu 325 | 3,0
Copbex MHoro Jectn 109 | O MHoro yecTu 255 0
Hepmarut® Heuectu 0,6 0 Yectu 1,3 0
Homuu nsnorssBanus | Heuectu 0,6 0 Yectu 1,3 0
ITemdurong Heuectn 0,3 0,3 Heuectn 0,2 0
Hapymenusi HA MyCKYJIHO-CKeJIETHATA CHCTEMA H CheIMHUTEIHATA ThKaH
ApTtpanrus MaHoro uectu 124 | 0,3
Muanrus Yectu 42 0 Yectu 3,5 0,2
Muo3ut®® Heuectn 0,3 0,3 Heuectn 0,6 0,2
TMonumuozut® HeuecTu 0,3 0,3 HeuecTu 0,2 0,2
HNmyHOCBBp3aH Heuwectn® 0,2 0 Heuectn 0,6 0
apTpUT
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Hapymennsi Ha 0b0pennTe 1 NMKOYHUTE MBTHIIA

IToBuiien kpearnnun | Yectn 6,4 0,3 Yectu 4,5 0,4
B KPbBTa
JAusypus UYectn 15 0 Yectn 15 0
Hedpur™ Heuectn 0,6 0 Heuectn 0,6 0,4
Heundexunosen Heuectn 0,3 0 Penxu” <0,1| O
IUCTUT
OO0 HapymieHus M e()eKTH HA MSICTOTO HA MPUJIOKEHUE
Ymopa" MHoro yectu 36,1 | 52
ITupekcus MHoro gyecti 16,1 | O MHoro yecTu 139 | 0,2
ITepudepen oTox™ Yectu 8,5 0 MHoro yecTu 104 | 0,4
HapaunsiBanusi, OoTpaBsiHUSI ¥ YCJI0KHEHHS, Bb3HUKHAJIM B PE3YJITAT HA MHTEPBEHIUH
Peakuus, cBbp3aHa ¢ Yectn 3,9 0,3 Yectu 1,3 0
nHbpy3usTa™

@ BkiIroYBa JIApUHTUT, Ha30(apuHTHUT, (PapUHTHT, PUHUT, CHHY3HT, TOH3WIUT, TPAXCOOPOHXUT ¥ HH(EKIHUS Ha

TOPHUTE TUXATEJIHHU IIbTUIIA.

5 Brarousa MHEBMOHUS, IpUYMHEHA 0T Pneumocystis jirovecii, maeBMoHns u 6akTepraTHa THEBMOHHSL.

* BrroyBa MepuoIOHTHUT, 350CH MYJIIHNT, 360€H a0dcuec 1 3p0Ha HHPEKITHS.

" Hexxenanata peakuus ce otHacst camo 3a HJIP npu xumuorepanus B npoyuBaneto POSEIDON.

A Brito4Ba HEyTPOIICHUS U HamalleH Opoil HeyTpoduiu.

¢ BxirouBa HaMasieH Opoii TPOMOOLIUTH U TPOMOOIMTOIICHUSI.

* BKJIIOYBA JIEBKOTICHHSI 1 HaMaJieH Opoii OeJin KpbBHU KIIETKH.

* CpobmaBa ce B mpoy4uBaHus m3BbH myia ¢ XI[K. YectoTtaTa ce ocHoBaBa Ha mpoyusaneTo POSEIDON.

" BKiIt04Ba MOBHUILIEH THPEOCTUMYJIHPAI] XOPMOH B KPBBTA, XUITOTUPEOUANIBM U HMYHOCBBP3aH

XHUIIOTHPCOUTUIBM.

 BkrouBa TIOHMKEH THPEOCTUMYJIMPALT XOPMOH B KPBBTA U XUIEPTUPEOUTUZBM.

“ BkirouBa aBTOMMYHEH TUPEOUANT, UMYHOCBBP3aH TUPEOUANT, TAPEOUUT U CYOaKyTEH TUPEOUIUT.

"CrobmaBa ce B npoyuBanus u3BbH myna ¢ XI[K. HectoTara ce ocHOBaBa Ha COOPHH JaHHU OT MAIUCHTH,

MOJTy4YaBalik TpeMeIMMyMad B KOMOMHAIMS ¢ TypBaiyMa0.

M BxkirouBa nepugepHa HeBponaTusi, mapecTe3us 1 neprudepHa ceH30pHa HEBPOMATHS.

" BrutouBa eHleanuT 1 aBTOMMYHEH eHLe(anT.

° CpobmiaBa ce B mpoyuBanus u3BbH npoyuBanero POSEIDON. UecroTara ce ocHOBaBa Ha COOpHH JaHHU OT

MalMeHTH, TOoTyJaBaid TpeMeInMyMad B KoMOMHAIMS ¢ TypBamyMma0.

" Cpobmaga ce B mpoy4uBaHus m3BbH npoyusaneTo POSEIDON u myna ¢ XI[K. YecTtoTara ce ocHOBaBa Ha
cOOPHU JTaHHM OT MAIMEHTH, MOIydaBaji TpeMeIuMyMal B KOMOHHAIUS ¢ AypBaayMad.

P Cpob1aBa ce B npoyuBanusi u3BbsH npoyusadero POSEIDON u nyna ¢ XK.

¢ BxirouBa aBTOUMYHEH MUOKApUT.

" BkirouBa ”MyHOMETMMPAH ITHEBMOHHUT U ITHEBMOHHT.

Y BkJTtouBa Bh3IAJICHNUE HA JIMTABULIUTE U CTOMATHT.

® Brirousa Gosika B Kopema, 60JIKa B JIOJHATA Y4acT Ha KOpeMa, OOJIKa B TOPHATA 4acT Ha KOpeMma U GOJIKa B
XbJI00Ka.

* BKJTIIOUBa KOJIUT, CHTEPUT U €HTEPOKOJIHT.

" BrrtouBa aBTOMMYHEH ITaHKPEATHT, TAHKPEATUT U OCTHP NMaHKPEATHT.

* BritouBa 1oBHIlIeHa alaHUH aMUHOTpaHc(epasa, TOBHUIIEHA aclapTaT aMHHOTpaHc(epasa, MOBUIICHH

YepHOIPOOHH €H3MMH U TIOBUILIEHN TPAaHCAMUHA3H.

" BKJIFouBa aBTOMMYHEH XEIaTHT, XeNaTHT, XeMaToLeNyJIapHO YBPEXKIaHe, XeaTOTOKCHYHOCT, OCThP XEMaTuT 1
UMYHOMEIMUPaH XCIaTuT.

" BxirodBa ek3eMa, eputeM, 00puB, MaKyJI03eH 0OpUB, MaKyJIOMAITyJI03€H OOPUB, MAITyJI03€H OOPHB, CHPOSII]
00pHB U MyCTYI03€H 0OpUB.

2 BKJIrouBa JEpMAaTHT M UMYHOMEIUHUPAH JIEPMaTHUT.

% BrumrouBa pab10MHOIIN3a, MUO3HUT M MOJMMHO3MHT.

55 BrIIl04Ba aBTOUMYHEH HEe()PUT ¥ UMyHOMEAUUPAH HePHT.

" BrurtouBa niepuepeH 0ToK U nepugepHo 1o ryBaHe.

M BkiTioYBa peakiysi, CBbp3aHa ¢ HHy3HuaTa, U ypTHKApHSI.

Onucanue Ha I/I36DaHI/I HCXKECJIaHU pCaKIIMn
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Tpemennmymab ce cBbp3Ba ¢ IMyHOCBBP3aHU HEXENAaHH peakiuu. [IoBeueTo oT TAX, BKIIOYNTETHO
TEXKHUTE peakiiy, OTIIYMSBAT CJe]l 3all04BaHe Ha MOAXOASIIO0 METUKAMEHTO3HO JIeUeHHEe TN
cnupane Ha TpeMenumyma0. /laHHUTE 3a ClleIHNTE UMYHOCBBP3aHU HEXEIaH! peaKklui Ce OCHOBAaBaT
Ha 2 280 manueHTH OT JAeBET NPOYUBAHMS, BbPXY MHOKECTBO BUJJOBE TYMOPH, KOUTO Ca MOJTy4aBain
Tpemenumymab 75 mg Ha Bceku 4 cenmuiy win 1 mg/kg Ha Bceku 4 ceqMUI B KOMOMHAIINS C
nypBainymab 1 500 mg na Bcexu 4 ceqmunn, 20 mg/kg Ha Bcexu 4 cenvuru mwu 10 mg/kg Ha Bcexu

2 cenmuny. JlanauTe OT KOMOMHMpaHaTta 6a3a TaHHU 3a 6€30MAaCHOCT U3KITIOYBAT MPOYYBAHETO
POSEIDON (1 manueHTH JeKyBaHU ¢ TPEMEIMMyMa0 B KOMOMHALIUS ¢ IypBaayMa0 U XUMHUOTEpAIUs
Ha OCHOBaTa Ha rutatuHa). [loBeye nHPOpMaLUs 3a 3HAUMMUTE HEKENIAaHU PeaklMi Ha TpeMeInuMymMao,
KOTaTo ce Mpuiara B KOMOMHAIUS ¢ AypBadyMal 1 XMMHUOTEpanusi Ha OCHOBaTa Ha TUIaTHHA, Ce
TPE/ICTABAT, aKO Ca OTOENA3aHN KIMHUYHO 3HAYNMH PA3JIUKH B CPABHEHHE C TPEMENnMyMal B
KOMOMHAINSA C TypBaTyMa0.

JlaHHUTE T0-I0JTy CHIO OTPa3sIBaT MH(MOPMAIIKATA 338 3HAUNMH HEKETaHU PEaKkiMi Ha TpeMeTuMymMad
300 mg B komOuHanus ¢ gypBanymad B myna ¢ XK (n=462).

VYka3aHusATa 3a OBJAAsIBAHE HA T€3U HEXKEJIAHU PEaKLUU Ca OMUMCAHU B TOUKa 4.4.

HMVHOCG‘bD&’dH NHeeMOHUm

B xoMmOuHMpaHaTa 0a3a 1aHHH 32 0€30MaCHOCT Ha TpeMeIuMyMal mpuiarad B KOMOWHAIHS C
aypBainymab (n==2 280), “MyHOCBBp3aH THEBMOHUT Bb3HUKBA 11pu 86 (3,8%) marueHTy,
BrurrountenHo crened 3 mpu 30 (1,3%) mamuentu, crenen 4 ipu 1 (< 0,1%) mamuedT u crereH 5
(;eranen) mpu 7 (0,3%) manuenTn. MeanaHnaTa Ha BpeMeTO 10 Ha4ayoTo e 57 aau (auamnazoH: § - 912
JTHY). BCHYKY MalneHTH ca MOTyYIId CHCTEMHU KOPTHKOCTEPOUAH, a 79 oT 86-Te manueHTH ca
MOJTYYHJIIH JICUCHHUE C BUCOKH JI03U KOPTUKOCTEepou I (moHe 40 mg npeTHI30H WM EKBUBAICHT Ha
neH). CeneM MalMeHTH ca MOMYyYUIIU U APYyryu uMmyHocymnpecopu. [Ipu 39 nanueHTu JieueHHueTo €
npeycTaHoBeHo. PeakiusTa e or3Byyana npu 51 nanueHTH.

B myna ¢ XIIK (n=462), uMyHOCBbp3aH THEBMOHHUT Bb3HHKBA IpH 6 (1,3%) manueHTH, BKIIOYUTEITHO
crerier 3 mipu 1 (0,2%) manmenT u crenen 5 (neranen) npu 1 (0,2%) nanuent. Meananara Ha BpeMeTo
110 HavasoTo € 29 nHu (Iuana3oH: 5-774 nuu). Bcuuky manyueHTH ca MmosyduiId CUCTEMHU
KOPTUKOCTEPOHIH, a 5 OT 6-uMaTta MalueHTH ca MOJTYY/IH JICYCHHUE C BUCOKH JI03M KOPTUKOCTEPOHIH
(mait-manko 40 mg npeIHN30H WM €KBUBAJICHT Ha JieH). ENrH manueHT e moiy4ui u Apyru
uMyHocynpecopu. JleueHneTo e mpeycTaHoBEHO Ipu 2 manueHTy. Peakiusra e oT3Byy4ana npu 3
MAIHUEHTH.

Hmynocsevpzan xenamum

B xoMmOuHMpaHara 0a3a 1aHHM 32 0€30MaCHOCT HA TpeMeInMyMal B KOMOMHAIMS ¢ AypBayMa0

(n=2 280), numyHOCBBp3aH xenatut Bb3HuKBa pH 80 (3,5%) HalueHT, BKIFOYUTEIHO CTENEH 3 TpH
48 (2,1%) manentu, crened 4 nipu 8 (0,4%) manuentr u crenel 5 (netaneH) mpu 2 (< 0,1%)
nanueHTn. MenuaHara Ha BpeMeTo JI0 HadainoTo € 36 nuu (quana3oH: 1 - 533 gam). Bcuuku nanuenTu
ca MOJTYYHId CHCTEMHH KOPTHKOCTEPOU U, a 68 o1 80-Te MarueHTH ca MoTyYriId JICYCHUE C BUCOKU
JI031 KOpTHKOCcTepouan (Haii-maiko 40 mg nmpeaHn30H WM eKBUBAICHT Ha JieH). OceM MalueHTH ca
MOJIYYHJIM U APYTH UMYHOCYTIpecopH. JIeueHneTo e npeycraHoBeHO mpu 27 naiienTy. Peakiusra e
0T3By4asia npu 47 MalUeHTH.

B nyna ¢ XIIK (n=462), uMmyHOCBBp3aH XenaTUT Bb3HUKBA 1IpH 34 (7,4%) NalMeHTH, BKIIOYUTEITHO
crenier 3 nipu 20 (4,3%) manmenty, crened 4 npu 1 (0,2%) manuenT u cremned 5 (JetaneH) mpu 3 (<
0,6%) manmenTn. Mennanara Ha BpeMeTo J0 HadajioTo € 29 nuu (auana3on: 13-313 gum). Benukn
MAIUEHTH Ca MOIYYHIN CUCTEMHH KOPTHKOCTEPOHIH, a 32 oT 34-MaTa MaIeHTy ca Moy IriIu
JIeYeHHe C BUCOKH JI03U KOPTUKOCTEPOUAH (Hail-manko 40 mg npeIHNU30H MM €eKBUBAJICHT HA JIEH).
JleBeTMa MalMeHTH ca MOMYYHIIN U IPYTH UMyHocyIpecopH. JledeHuero e npeycranoBeHo mnpu 10
nanueHTH. Peakuusra e or3Byyana npu 13 nauueHTu.
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Hmynocsevpzan koaum

B xoMmOunHmpaHnara 0a3a naHHM 32 0€30MaCHOCT Ha TpeMeInMyMal B KOMOWHAIMS ¢ AypBaymMa0

(n=2 280), uMyHOCBBpP3aH KOJUT WU JHapusi Bb3HUKBAT 1ipu 167 (7,3%) nauueHTH, BKIIIOYUTEITHO
crerier 3 mipu 76 (3,3%) manmentu u crened 4 npu 3 (0,1%) nanuentu. Meamanata Ha BpeMeTO 110
HavanoTo e 57 gau (auamna3oH: 3 - 906 muau). Bcnyky manueHTH ca MOMy Y CHCTEMHHU
KOpTHKOCTEpOouaH, a 151 oT 167-Te manueHTy ca moIyqnin Je9eHHe C BUCOKH JT03U
KopTukocteponu (oHe 40 mg MpeaHU30H WM SKBUBAJICHT Ha JieH). [lBaieceT 1 JBaMa NanueHTy ca
MONYYHIIN U APYTH UMyHOCYIpecopH. JledeHneTo e npeycTaHoBeHO mpu 54 manuenTH. Peaknusra e
or3By4ana npu 141 manueHTH.

B nyna ¢ XIIK (n=462), uMyHOCBBP3aH KOJIUT WK JHapusi B3HUKBAT ripu 31 (6,7%) marueHT,
BKuTROUnTENHO cTened 3 mpu 17 (3,7%) mammentn. Menuanara Ha BpeMeTO A0 HAa4ainoTo € 23 THU
(muanazon: 2-479 nuu). Bcuuky nanMeHTy ca MmoydrIid CUCTEMHU KOPTUKOCTeporIn, a 28 ot 31
MAIMEHTH ca MOJyYHITH JICUCHHE C BUCOKH 03U KOPTUKOCTEPOU I (Hail-Mmanko 40 mg npeTHI30H HITH
SKBUBAJICHT Ha JieH). UeTupuMa NMalMeHTH ca MOMYYWIN U IPYTH UMyHocyIipecopH. Jleuenuero e
[IPEYCTAHOBEHO NpHU 5 nanueHTu. PeaknusaTa e oT3Byvana rnpu 29 nanueHTH.

UpesHa niepdoparus € HaOIIto1aBaHa MMPH MAMeHTH, TOyJaBalid TpeMeTnMyMad B KOMOMHAIINS C
nypBaiyMa (psiaKo), B ipoyuBaHust 3BBH myna ¢ XK.

Hmynocsvpzanu eHdOKpuﬂonamuu

HmyHocevpszan xunomupeououzvm

B xomOuHmMpanara 6a3a maHHY 32 0€30MaCHOCT Ha TpeMennMyMald B KOMOWHAIMS ¢ AypBarymad
(n=2 280), uMyHOCBBpP3aH XHIIOTHPEONIM3bM Bb3HHKBA TpH 209 (9,2%) manueHTH, BKIIOYUTEITHO
creried 3 mpu 6 (0,3%) manpenty. MenuanaTta Ha BpeMeTO 710 HA4aloTo € 85 AHU (Juana3oH:
1-624 nuu). TpuHazeceT MAMEHTH ca MOTYYHIN CUCTEMHH KOPTUKOCTEPOUIH, a § OT TAX ca
TIOJTYYHITH JICYEHUE C BUCOKH JI03U KOPTHUKOCTeporuH (1moHe 40 mg nmpeJHU30H WM €KBUBAJICHT Ha
neH). JleaeHneTo e nmpeycTaHOBEeHO 1pH 3 manueHTH. Peakiusra e oT3Bydana rnpu 52 manueHTH.
VIMyHOCBBP3aHHAT XUIIOTUPEOUTUIBM € TIPEIIIECTBAH OT HIMYHOCBBP3aH XUIIEPTUPEOUTUIBM TIPH
25 ManyMeHTy Wik UMYHOCBbP3aH THUPEOUIUT NP 2 TIAlUEeHTH.

B myna ¢ XIIK (n=462), uMyHOCBBbp3aH XHIIOTUPEONIU3bM Bh3HHKBA TpH 46 (10,0%) marmeHTy.
MenamnanaTta Ha BpeMETO JI0 HayanoTo € 85 aau (auamna3oH: 26-763 nuu). EquH nanueHT e moryqui
JICUEHHE C BUCOKH JIO3U KOPTUKOCTEPOUIN (Hail-Manko 40 mg npeTHU30H WK CKBUBAICHT HA JICH).
Benuky manueHTH ca Malld HyX/a OT JAPYTO JIeYeHUE, BKIFOUUTETHO XOPMOHO3aMECTUTEITHA
Tepanus. PeakiusaTa e oT3By4aia npu 6 nanueHTH. MIMyHOCBBP3aHUST XUIIOTHPEOUIUZBM €
MPEAIISeCTBaH OT UMYHOCBBP3aH XUIIEPTUPCOUANIBM IPH 4 MalUeHTH.

Hmynocevpzan xunepmupeoudusvm

B xomOunampanara 6a3a 1aHHY 32 0€30MaCHOCT Ha TpeMennMyMad B KOMOWHAIMS ¢ AypBarymMad
(n=2 280), nMyHOCBBpP3aH XHIIEPTHPEOUIU3bM Bb3HHUKBA IpH 62 (2,7%) ManueHTn, BKIFOYUTEITHO
crenien 3 mipu 5 (0,2%) manuenTr. MeanaHnaTa Ha BpeMeTo J10 Ha4ajaoTo € 33 aHu (auana3oH: 4 - 176
nan). OceMHaIeceT MaMeHTH ca MOMYYHIId CUCTEMHH KOPTHKOCTEPOH U, a 11 OT TAX ca momydnim
JIeYeHNE C BHCOKH 031 KopTuKocTeponu (more 40 mg mpeaHn30H WK eKBUBAJICHT Ha JIH).
[leTnecer u TpuMa MaMEeHTH ca UMAIK HYXJa OT Apyra Tepanus (ThaMma3ol, KapOumasoul,
MPONHUITHOYPALIMII, IEPXJIOPAT, KAILMEB AaHTArOHUCT WK OeTa-0JI0Kep), eIMH MAlUeHT € IPEKPaTHIl
JICYEHHETO TIOPaal XUIEPTUPEeonan3bM. PeakuusaTa e oT3Byvana mpu 47 manueHTH.

B myna ¢ XIIK (n=462), uMyHOCBBP3aH XHIIEPTHPEONIM3bM Bh3HHUKBA TTpH 21 (4,5%) nanuenTw,
BKITFOUMTENHO creneH 3 npu 1 (0,2%) manuent. MennaHnara Ha BpeMeTo 10 HadanoTo ¢ 30 qau
(nmnanazon: 13-60 gau). YeTnprMa NauyueHTH ca NOTYYHIM CUCTEMHH KOPTHKOCTEPOUAH, KaTO
BCHUYKHTE Ca MOIYYNIIN JICYEHUE C BUCOKH JI03H KOpTHUKOCTepouau (Haii-mMaiko 40 mg npeaHU30H WIn
SKBUBAJICHT Ha JIeH). /IBaieceT mauneHTy ca ce Hy>KAaelu OT Apyra Tepanus (Tuamasol, Kapoumasol,
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MIPOMMITHOYPAIHJI, IEPXJIOPAT, KANIHUEB aHTarOHUCT Win 6era-6mokep). Exnn nanueHt e
MPEeyCTaHOBWJI JICYEHUETO TIOPaIN XUIIEPTHPEONAN3bM. PeakinsaTa e or3Bydana npu 17 manueHTu.

Hmynocevpzan mupeououm

B xomOunHmMpaHnara 0a3a naHHM 32 0€30MACHOCT Ha TpeMeInMyMal B KOMOWHAIMS ¢ AypBayMad

(n=2 280) umyHOCBBp3aH THPEOUAUT Bh3HKUKBA IpH 15 (0,7%) mareHTH, BKIFOYHTEIHO CTEIEH 3 Mpu
1 (<0,1%) maruent. MenuaHaTa Ha BpeMeTO 70 Ha4ajuoTo € 57 nuu (nuana3on: 22 - 141 mHn).
[leTrMa manUeHTy ca MOTYYUIId CHCTEMHH KOPTUKOCTEPOUIIH, & 2 OT TAX Ca MOJYUHITH JICUCHHE C
BHCOKH JI031 KOPTUKOCTEpouau (rmone 40 mg nMpeTHU30H WK €KBUBAICHT Ha JieH). TpuHagzeceT
MaIMeHTH ca UMAJTH Hy’)XK/[a OT Apyra Teparws, BKIIOUYUTEITHO XOPMOHO3aMECTUTEHA Teparus,
THaMa30J1, KapOUMa3o0Jl, MPOMTUITHOYPALIKI, TIEPXJI0PaT, KAIIMEB aHTAarOHKUCT WK Oeta-6okep. Huto
€/IVH MAaIUCHTH HE € IPEKhCHAJ JICUSHUETO TIOPaJ UMYHOCBbP3aH TUPEOUTUT. PeaknusTa e
OT3By4YaJia IIPH S5 NALUEHTH.

B nyna ¢ XIIK (n=462), umyHOCBBp3aH TUPEOUIUT Bb3HUKBA 1pu 6 (1,3%) maumenti. Meauanata Ha
BpPEMETO JI0 Ha4ajoTo € 56 nuu (auana3oH: 7-84 num). JIBaMa manyeHTy ca MOayYuiId CUCTEMHH
KOPTHKOCTEPOHUH, a 1 OT 1BaMaTa MalueHTH € oIy JIEYeHHE C BUCOKH JJ03U KOPTUKOCTEPOUIN
(mait-manko 40 mg MpeTHU30H WK €KBUBAJICHT Ha JieH). BCHYKHM ManreHTH ca UMalii HyKJa OT Apyra
Tepanusl, BKIIOUYUTETHO XOPMOHO3aMEeCTUTeNHA Tepanys. Peakuusara e oT3Byyana npy 2 nanieHTH.

HUmynocevpzana Hadbvopeuna HedocmamvyHoCm

B xoMmOuHmpaHnara 0a3a 1aHHM 32 0€30MAaCHOCT Ha TpeMeIuMyMal B KOMOMHAIMS ¢ AypBaymMa0

(n=2 280), umyHOCBBp3aHa HaAOBOPEUHA HEOCTATHYHOCT Bb3HUKBA IpH 33 (1,4%) marueHTH,
BKurounTenHO crened 3 mpu 16 (0,7%) mamuentu u crened 4 npu 1 (< 0,1%) narment. Menuanara Ha
BpemeTo 10 HadanoTo e 105 nau (nnanazon: 20-428 mau). TpupeceT u [BaMa ManyMeHTH ca MOTYYHIN
CUCTEMHHU KOPTUKOCTEpOU M, a 10 OT TSIX ca MONYyYIHIIH JIEYeHNE C BUCOKH 03U KOPTUKOCTEPOUTH
(mone 40 mg npeTHU30H UM €KBUBAJICHT HA JIeH). JIedeHneTo e mpeycTaHOBEeHO MpH €/IUH MalueHT.
Peakrusra e or3Byuana npu 11 namueHTn.

B myna ¢ XIIK (n=462), umyHOCBbp3aHa Hai0b0OpedHa HEA0CTATHYHOCT Bb3HHUKBA IpH 6 (1,3%)
narueHTH, BKIounTenHo crereH 3 npu 1 (0,2%) nanuent. MenuaHaTta Ha BpeMeTO JI0 HA49ajIoTo e 64
mHY (nuamazoH: 43-504 nau). Becnuky manueHTy ca MoJyYuiId BUCOKH JTO3U CHCTEMHH
KOpPTHKOCTepouau (Hai-manko 40 mg npeIHNU30H WU €KBUBAJICHT Ha JieH). Peakiysra e oT3ByJana
TIpH 2 MalyeHTH.

Umynocevpszan 3axapen ouabem mun 1

B xomOunamMpanara 6a3a 1aHHY 32 0€30MaCHOCT Ha TpeMennMyMal B KOMOWHAIMS ¢ AypBarymMad
(n=2 280), numyHOCBBp3aH 3axapeH auadet tun | Bb3uukBa npu 6 (0,3%) nauueHTH, BKIIOYUTEITHO
creniel 3 nipu 1 (< 0,1%) manment u crened 4 mpu 2 (< 0,1%) maumentn. Menuanara Ha BpeMeTO 70
HavanoTo e 58 auu (nuamna3oH: 7 - 220 nuu). Bcnuky manueHTy ca MMaiii Hyk/1a OT HHCYJIMH. [pu
1 nanueHT JeYeHNeTo e mpeycTaHoBeHO. Peakiusra e oT3By4ana npu | mamueHr.

HmyHocBBp3aH 3axapeH nuader Tun 1 e HabJIroJaBaH MMpH MalMeHTH, MOTy4aBald TpeMeInuMyMal B
KoMOWHauus ¢ gypsaiymab (HedecTH) B poyuBaHus W3BbH myia ¢ XK.

Hmynocevpsan xuno@usum/Xunonumyumapuzvm

B xomOuHamMpanara 6a3a JaHau 3a 0€30MMaCHOCT Ha TpeMeIuMyMab B KOMOWHAITUS C JypBaiTyMad

(n=2 280), uMmyHOCBBp3aH XUITO(YUZUT/XUIIOMTUTYUTApH3bM Bh3HHUKBA TIpH 16 (0,7%) nanuenTH,
BKItounTesHO crerned 3 mpu 8§ (0,4%) nanuentn. MeauanaTta Ha BpEMETO 10 HAYaJIOTO Ha CHOUTHATA €
123 mau (nuamaszon: 63 - 388 qHM). BCHUky manyeHTy ca MOIyYHId CHCTEMHU KOPTHKOCTEPOUIH, a 8
oT 16-Te manuenTy ca MoNy4niIH JIeYeHNE C BUCOKH 103U KopTHKocTepouan (mone 40 mg npeHn30H
WJIM €KBUBAJICHT Ha JIeH). UeTnprMa MarMeHTy ca UMall HyXJa U OT €HAOKPUHHA TepaIis.
JledueHnueTo e mMpeycTaHOBEHO MpH 2 manueHTH. Peaknusara e oT3Bydana npu 7 malueHTH.

B nyna ¢ XIIK (n=462), umyHOCBBp3aH XHITO(DU3UT/XHIONUTYUTAPU3bM Bb3HHKBA 11pu 5 (1,1%)
nanueHTn. MenuaHata Ha BpeMETO /IO HaCThIIBAHETO Ha chouTusaTa € 149 nuu (nmuanaszon: 27-242
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nHH). YeTuprMa MalueHTH ca MOJYYHIA CUCTEMHH KOPTUKOCTEPOUIH, a 1 OT 4-MaTa MalueHTH €
MOJTyYHJI JICUEHHE C BUCOKH JI03U KOPTHKOCTEpouay (Hai-Manko 40 mg NpeaHU30H WM CKBUBAJICHT
Ha JicH). TprMa NmanueHTy ca UMajld HyK/Ja U OT SHIOKPUHHA Tepamnus. Peaknusra e oT3By4ana npu
2 MalUeHTH.

HUmynocevpszan nechpum

B xomOuamMpanara 6a3a 1aHHY 32 0€30MaCHOCT Ha TpeMennMyMmald B KOMOWHAIHS ¢ AypBarymad
(n=2 280), umyHoCBBp3aH HePpuT Bb3HUKBA IpH 9 (0,4%) NAMEHTH, BKIIIOYUTEIHO CTENeH 3 mpu |
(< 0,1%) maument. MenuanaTa Ha BpeMeTo A0 HayajioTo € 79 auu (auanasos: 39 - 183 aumn). Benukn
MAIMEHTH ca MOIYyYHIIH CUCTEMHH KOPTUKOCTEPOUIH, a 7 MAIUCHTH Ca TMOIYyYWIN JIeYeHUE C BUCOKH
1031 KopTukocTeponan (moxe 40 mg mpeTHN30H WM eKBUBAJICHT Ha JeH). JleueHueTo e
NPEYCTaHOBEHO IpH 3 marnueHTu. Peaknusara e oT3By4ana npy S5 ManueHT.

B nyna ¢ XIIK (n=462), umyHocBbp3aH HeppuT Bb3HUKBA 1pu 4 (0,9%) manueHTH, BKIIOYUTEITHO
crenien 3 mipu 2 (0,4%) manuenTr. MenuaHnaTa Ha BpeMETO JI0 HA4aja0To ¢ 53 1HU (nuana3oH: 26-242
JTHY). BCHYky manmeHTy ca Nody4YiiIi CUCTEMHU KOPTUKOCTEPOUAH, a 3 OoT 4-MaTa MalueHTH ca
MOJTYYHJIN JICUCHHUE C BUCOKHU 03U KOPTUKOCTEPOH M (Hail-Manko 40 mg npeJHU30H WIH €KBUBAJICHT
Ha JieH). JledeHneTo e nmpeycTaHOBEHO MpH 2 ManueHTH. Peaknusara e 0T3Bydana mpu 3 marueHTH.

Hmynocsvpzan 06Du6

B xoMmOuHmpaHara 0a3a 1aHHM 32 0€30MaCHOCT Ha TpeMeInMyMal B KOMOUHAIMS ¢ AypBaymMa0

(n=2 280), uMyHOCBBp3aH OOPUB HJIH AEPMATUT (BKIFOUYUTETHO eM(UTOnT) Bh3HUKBA TIpH 112
(4,9%) marenTy, BrmrounTeNHO crereH 3 npu 17 (0,7%) manmentn. MennaHaTta Ha BpeMeTO 710
Havanoto e 35 nau (nuamna3oH: 1 - 778 muu). Bcnyky manueHTH ca MOMyYIId CHCTEMHHU
KOPTUKOCTEPOUAH, a 57 oT 112-Te manueHTH ca NoJy4yHIIv JIEYeHHE C BUCOKH 03U KOPTUKOCTEPOUIN
(none 40 mg npeTHU30H UM EKBUBAJIEHT Ha JieH). JleueHueTo e npeycraHoBeHo npu 10 manueHTH.
Peakuusdra e oT3Bydana npu 65 nanueHTu.

B myna ¢ XIIK (n=462), uMyHOCBBp3aH 0OpUB HJIH AePMATUT (BKJIFOYATETHO eM(UTONT) Bh3HUKBA
ipu 26 (5,6%) maruenTy, BKIFOYATENHO creneH 3 npu 9 (1,9%) nanuentu. Meauanara Ha BpeMeTO 10
Ha4yaoTo € 25 nuu (nuamna3oH: 2-933 nuu). Bcuuky manueHTy ca moIydid CUCTEMHU
KOPTHKOCTEPOUIH, KaTo 14 oT 26-MaTa MallMeHTH ca MOJYYMIIN JIeYeHHE C BUCOKH JI03H
KOpPTHUKOCTEpOouaU (Hai-manko 40 mg npeIHU30H UM €KBUBAJICHT Ha JieH). EMH ManueHT € moxyyunt
Ipyrd UMyHOCYyTpecopu. JleueHneTo e npeycTaHoBeHO NpH 3 manuenTy. Peaknusra e 0T3By4aia npu
19 manumenru.

Peakyuu, cevpzanu c qu)v3u}1ma

B xoMmOuHMpaHara 0a3a 1aHHM 32 0€30MaCHOCT HA TpeMeInMyMal B KOMOMHAIMS ¢ AypBayMa0
(n=2 280), peakuunu, cBbp3aHu ¢ HHDY3UATA, Bb3HUKBAT pH 45 (2,0%) NalreHTH, BKIFOYHTEITHO
crerier 3 mipu 2 (< 0,1%) manmenTn. He ca HabmoaBanu chOUTHS CTETieH 4 wid 5.

ﬂa60pam0m—tu OMKJIOHEHUA

[Ipu manmedTH, TeKyBaHU C TPEMETUMYMad B KOMOMHALIMS C TypBajlyMad U XHMHOTEpamus Ha
ocHoBara Ha 1atiHa B npoyuBaneTo POSEIDON (n=330), npoueHThT Ha MalueHTUuTe C
712a00paTOpHU OTKIIOHEHUS, IPY KOUTO € HACThIIMIIA IPOMSIHA OT U3XOIHOTO HUBO KbM CTereH 3 uin 4,
e KakTo cuensa: 6,2 % 3a MOBHUIlIEHA aJlaHWH aMUHOTpaHcdepasa, 5,2 % 3a MoBHILEHA acTiapTaT
amuHoTpaHchepasa, 4,0 % 3a MOBUIIICH KpeaTHHUH B KPbBTa, 9,4 % 3a nopuieHa amMmuiaza u 13,6 %
3a MOBHIIIEHA JTuTa3a. [[poreHThT Ha MAaueHTUTE, IPH KOUTO ce HaOmoaaBa npomsiHa Ha TSH ot
M3XOAHOTO HUBO, KosaTo € < ['T'H mo > I'TH, e 24,8%, a npomsna Ha TSH oT U3X0AHOTO HHBO, KOATO €
> JII'H no < I'H, € 32,9%.

Edexmu na knaca unxubumopu Ha UMYHHAMA KOHMPOAHA MOYKA
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ITo Bpeme Ha JedeHne ¢ APYTH MHXHOUTOPY HA UIMyHHATa KOHTPOJIHA TOYKA ca ChOOIIEHH CITyYan Ha
M0sIBa Ha CJICIHUTE HEKEJIaH! PEaKIMU, KOUTO MOTAaT Ja Bb3HUKHAT U MO0 BPEME Ha JICUCHHUE C
TpeMenuMyMal: MaHKpeacHa eK30KpUHHA HEJOCTaThYHOCT.

HmyHOreHHOCT

KaxTo nipy BCHYKH TeparneBTHYHH TPOTEHHH, CHIECTBYBA TOTEHIHAN 32 UMYHOTE€HHOCT.
HNmyHOTeHHOCTTa Ha TpeMenTuMyMald ce OCHOBaBa Ha 0000meHn qanHu mpu 2 075 manueHTH, KOUTo ca
JIeKyBaHH ¢ TpeMenumyMad 75 mg mnu 1 mg/kg 1 ca olieHeHH 3a HaIM4Yre Ha aHTHIIEKapCTBEHH
anturena (AJIA). /Isecta metaecer u nBama nanueHTH (12,1 %) ca nany NoJoXKUTEICH pe3yTaT 3a
Hannune Ha AJIA, Bb3HUKHAIIM B X042 Ha JiedyeHneTo. HeyTpanusupaiiy aHTUTeNa Cpenty
TpemMenumymab ce otkpusar npu 10,0% (208/2075) ot manmenture. Hanmnunero va AJIA He nmoBiusiBa
(hapmMakoKHHETHKATa HA TpeMeInMyMab 1 HsIMa BHIUM €(peKT BbpXy 0e30macHOCTTA.

B npoyuBaneto HIMALAYA ot 182 nanuentu, nekyBanu ¢ Tpemenumymab 300 mg enuHudHa 1032 B
KOMOMHAIIYS C TypBaaIyMal U MOJUIe)kKAIIX Ha OlleHKa 3a Hanuune Ha AJIA cpeity Tpemenumymao, 20
(11,0 %) manmeHTH NMOKa3BaT MOJIOKUTEIEH pe3yaTar 3a AJIA, Bb3HUKHAIM B X0Ja Ha JICYEHUETO.
Heytpanusupaiiu aHTHTENa CPElLy TpeMeaTuMyMad ca oTKpuTH mpu 4,4% (8/182) ot marueHTuTe.
Hanmauero Ha AJIA He oka3Ba BuanM e(heKT BbpXy (hapMaKOKMHETHKATA MM 0€30MTaCHOCTTA.

B npoyusaneto POSEIDON ot 278 nanuenTH, JIeKyBaH! ¢ TpeMeInuMyMab 75 mg B KOMOMHAIMS C
nypBainymab 1 500 mg Ha Bcekr 3 ce MU ¥ XUMHUOTEPAITHs Ha OCHOBATa Ha TUTATHHA W ITOIJISKAIIH
Ha orneHka 3a Hanmare Ha AJIA, 38 (13,7 %) manmeHTH MoKa3BaT MOJIOXKHUTENeH pe3ynTat 3a AJIA,
BB3HUKHAJIHU B X07a Ha jJeyeHueTo. HeyTpanusupamy anTuTena cpemty Tpemenumymal ca OTKpUTH
npu 11,2% (31/278) ot naumenture. Hanmnunero Ha AJIA He oka3Ba BuanM eekT BbpXy
(hapMaKOKMHETHKATa WK 0e30MaCHOCTTA.

Crapuecka Bb3pacT

Hannute npu nauuentu ¢ XK Ha 75 unu noseye roguHu ca OrpaHuyeHU.

B npoyusaneTro POSEIDON npu nanueHTH, JIeKyBaH! ¢ TpeMEIUMyMad B KOMOHHAIHUS ¢ JypBaityMad
1 XMMHOTEpanus Ha OCHOBaTa Ha IJIaTHHA, CE ChOOIIABAT HAKOU PA3IMKH MO OTHOIIEHUE Ha
0e30macHOCTTa MEX/Iy AlIMEHTUTE B CTapuecKa Bh3pacT (> 65 roJMHN) U TO-MJIaIuTe MallHEeHTH.
JanuuTe 3a 6€30MaCHOCT IPH MAIMEHTH HA 75 WM MOBEYE TOJMHM Ca OTPAHUYCHH JI0 0010

74 manmentu. HabnronaBa ce mo-BHCOKa YECTOTA Ha CEPHO3HHU HEXETaH! PeaKkuy 1 Ha
[IPEyCTaHOBSBAHE HA KOETO M Ja € OT MPOYYBAHUTE JICUCHHUS TIOPAIH HEXEIaHU PEaKLHH IPH

35 manueHTy Ha Bb3pacT 75 Win MoBeYe TO/IMHY, JIEKYBaHH C TPEMEIUMyMad B KOMOUHAIIUS C
OypBaiyMad ¥ XMMHOTEpAIIUs HA OCHOBAaTa Ha IuiaTuHa (choTBETHO 45,7% 1 28,6%), B CpaBHEHHE C
39 manyeHTy Ha Bb3pacT 75 WM MOBeYe F'OAWHH, KOUTO ca MMOJIyYyaBajli caMO XUMHOTepanus Ha
OCHOBara Ha miaTuHa (CoTBeTHO 35,9% 1 20,5%).

C’BO6H.[aBaHe Ha IMoa031upaHd HCXCJIIaHU PCAKIINN

CpoO111aBaHeTO Ha MTOI03UPAHK HEXKETaHU PEaKI|K CJIe]] pa3peliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHHsI
MPOAYKT € BaykHO. TORa MO3BOJISIBA Ja MPOIBIIKH HAOIIOICHUETO HA ChOTHOIIIEHUETO MOJI3a/PUCK 32
JIeKapCTBeHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATUCTH CE€ U3UCKBA JIa ChOOIIABAT BCSKa
MOJI03MpaHa HeXellaHa peakius 4pe3 HallMOHAaJIHATa CUCTeMa 3a ChOOIaBaHe, MOCoYeHa B

[punoxenue V.

4.9 TIlpeno3mpane
Jluncea unopmanus 3a npego3upaHe Ha TpeMenuMymad. B cirydait Ha ipeio3upaHe manueHTUTe

TpsiOBa Ja ce HaOMI0AaBaT BHUMATEITHO 32 MMPU3HAIM WM CHUMIITOMH Ha HEXXEJIAHU PEaKIIny U
He3a0aBHO /1A C€ 3aM0YHE MOAXOAIII0 CUMIITOMATHYHO JIEYSHHE.

21


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5.  ®APMAKOJIOIMYHU CBOMCTBA
51 @apmakoamHAMHYHHU CBOiiCTBa

dapmakoTepaneBTHYHA rpymna: J[pyru MOHOKIIOHATHU aHTUTEA U KOHIOTAaTH aHTUTSJIO-JICKapCTBO.
ATC xox: LO1FX20

MexaHU3bM Ha JIEHCTBUE

Cebp3anust ¢ nutorokcnunute T umdoruru anTured (CTLA-4) ce excripecupa OCHOBHO Ha
nobpxHocTTa Ha T nmuMdouutute. B3aumoneiicteuero na CTLA-4 ¢ Herosure smranan, CD80 u
CD86, orpannuaBa akTHUBUpaHeTO Ha epekropHHUTEe T-KIIeTKM Upe3 peauna NOTeHIUATHI MEXaHU3MH,
HO Hali-Bede 4ype3 OrpaHnyaBaHe Ha KOCTUMYJIaTOpHaTa curHanm3anms upe3 CD28.

Tpemennmymab e celleKTUBHO, U310 YoBenko [g(G2 aHTUTSII0, KOeTo OJIOKMpPA B3aMMOAEHCTBUETO
Ha CTLA-4 ¢ CD80 u CD86, kaTo 10 TO3W HA4YKH 3acHiIBa aKTUBHPAHETO U nponudepanusara Ha T-
KJIETKUTE, KOETO BOJH 10 yBeIU4YaBaHe Ha T-KIeThYHOTO pa3zHOOOpa3He U 3aCHIBAHE Ha
MIPOTUBOTYMOpHATa aKTUBHOCT.

KombOunanusra ot tpemenumymad, naxuodutop Ha CTLA-4, u nypBamyma6, maxudurop Ha PD-L1,
BOJIH IO TTOJIOOPEH MPOTHBOTYMOPEH OTTOBOP IPH METACTAaTUYCH HePEOHOKIETHUCH PaK Ha OeIus

Ipo0 U XemaTolenyJIapeH KapILMHOM.

Knnununa edukacHOCT

XK — npovusane HIMALAYA

Eduxacunocrra Ha IMJUDO 300 mg kato eauHUYHA 10332 B KOMOHHAIMS C JypBAIyMal € OlleHeHa B
npoyuBaneTo HIMALAYA - pangoMu3upaHo, OTKpUTO, MHOTOILIEHTPOBO IIPOYYBaHE MPH MaLUEHTH C
notBbpaeH HXLK, kouto He ca nonyyaBaiu npeauiiHo cucteMHo jgedenue 3a XK. B npoyuBaneTo
ca BKJIIOYEHH ManueHTy B ctaguil C win B (Henoasneskamy Ha JIOKOPErHOHaTHA Tepanus) Criopes
KIacuuKaIysaTa Ha pak Ha YepHus Apod Ha KiauHuKarta B bapcenona (Barcelona Clinic Liver Cancer,
BCLC) u ¢ knac A mo ckanara Ha Child-Pugh.

OT npoy4BaHeTO ca U3KIIOYEHU MAI[eHTH C METAacTa3u B MO3bKa WJIM aHAMHE3a 3a MO3bYHU
MeTacTasu, KoMH(eKuus ¢ BUpyceH xenatuT B u xenatut C, akTHBHO WM NPEAMIIHO JOKYMEHTUPAHO
ractpounrectrHainHo (I'1) kbpBeHe B pamkuTe Ha 12 Mecela, aCllUT, U3MCKBAIl HEMEIUKaMEHTO3Ha
WHTEPBEHLMS B PAMKHTE Ha 6 Mecela, YepHoApoOHa eHledaionaTis B paMKuTe Ha 12 Mecena mpeau
HAYaJI0TO Ha JICYEHNETO, aKTUBHU WM IMPEJUIIHN JOKyMEHTUPAHU aBTOUMYHHH WM Bb3MAIUTEITHH
HapyIIeHHUS.

Bxnrodenu ca maneHTy ¢ BapuIM Ha XpaHOIIPOBO/IA, C U3KIIFOUEHUE HA TE3U C aKTUBHO MITU
npeaunHo fokymeHTupano I'U kbpBeHe B paMkuTe Ha 12 Mecena mpeu BKIYBAHETO B
MIPOYYBAHETO.

Pannomusanusra e crparuduiiupana o Makposackynapaa nasasus (MVI) (na cripsimo He),
€THOJIOTHS Ha YepHOAPOOHOTO 3a00s1BaHe (MOTBBP/IEH BUPYC HA XeMaTUT B cripsmMo noTBepaeH
Bupyc Ha xenatut C cupsimo ApyrH) U pyaknuonaiex cratyc no ECOG (0 cnpsamo 1). B npoyuBanero
HIMALAYA 1 171 nauneHTy ca panaoMHU3UpaHu B ckoTHOLIeHUe 1:1:1 3a moiyvaBaHe Ha:

e JlypBamyma6d 1 500 mg Ha Bcexu 4 ceaMuuu

e IMJUDO 300 mg kato eauun4Ha 103a + qypeanymad 1 500 mg, mocieaBaHo oT aypBaayMad
1 500 mg Ha Bceku 4 cenMuIu

e Copadenu6 400 mg aBa IbTH THEBHO
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OreHkara Ha TyMOpa ce H3BBPIIBA Ha BCEKU 8 CEMUITH TIpe3 IbpBHUTE 12 Mecena, a clie]] TOBa Ha
Bceku 12 cenmuriu. ONEHKUTE HA MPEKUBIEMOCTTA C€ U3BBPINBAT BCEKU MECEII IIPEe3 IbPBUTE
3 Mecenia cieJ MPeyCTaHOBSIBAHE Ha JICUCHUETO, a CJIe]] TOBA Ha BCEKH 2 Mecela.

[IbpBUuHaTa KpaiiHa Touka ¢ obmara npexussemoct (OI) 3a cpaBaenne na IMJUDO 300 mg, kato
SIMHUYHA 1032 B KOMOMHAIIUS ¢ TypBaiymMa0, cupsamo copadernd. BropuunuTte KpaliHu TOUKA
BKJTIOUBAT IpexuBseMoct 0e3 nporpecus (I1BI1), onmerena ot u3cienoBareis 0OEKTHBHA CTEIICH Ha
otroBop (ORR) u npoxbmxutennoct Ha otroBopa (DoR) cerimacao RECIST v1.1.

Jemorpadckute TaHHN U U3XOTHUTE XapaKTEPUCTUKH Ha 3a00JIIBaHETO ca J00Ope OaTaHCHpaHu
MEX]ly OTACTHHUTE pamMeHa Ha poyuBaHeTo. V3xomaHuTe aeMorpadcku TaHHH Ha o0IaTa ucieBaHa
momyJamus ca ciefanute: Mbxe (83,7%), Bp3pact < 65 rogunn (50,4%), ot Gstata paca (44,6 %),
asuariu (50,7 %), uepHokoxu i appoamepurannu (1,7 %), npyra paca (2,3 %), ®C no ECOG 0
(62,6 %), knac A no Child-Pugh (99,5 %), makpoBackysapHaa unBasus (25,2 %), eKcTpaxenaraiHo
pasnpoctpanenue (53,4 %), AFP na usxomno auBo < 400 ng/ml (63,7 %), AFP Ha uzxonHo HuBO

> 400 ng/ml (34,5 %), BupycHa etuoiorus: xenatut B (30,6%), xenatut C (27,2%), HenHpeKTHpaHU
(42,2%), oneanmu nannu 3a PD-L1 (86,3%), mosutuBHOoCT 3a PD-L1 B TymMopHaTa 30Ha (TAP) > 1%
(38,9%), PD-L1 TAP < 1% (48,3%) [Tect Ventana PD-L1 (SP263)].

Pesynrarute ca npencrasenu B Tabnwmma 4 n Ha @urypa 1.

Tabéauua 4. Pesyaratu ot npoyuBanero HIMALAYA na IMJUDO 300 mg ¢ nypBaiyma6

cpsiMmo copadeHnd

IMJUDO 300 mg + copadenud
aypBasymao (n=2389)
(n=2393)
IpoabIKNTETHOCT HA MPOCJIEASIBAHETO
Meuana Ha OpociesiBateTo (Mecenn)® | 33,2 | 32,2
on
bpoit cmepTHE citydan (%) 262 (66,7) 293 (75,3)
Meauana Ha OII (mecenu) 16,4 13,8
(95% CI) (14,2; 19,6) (12,3;16,1)
HR (95% CI) 0,78 (0,66; 0,92)
p-croitHoCT® 0,0035
b1
Bpoii cxoutns (%) 335 (85,2) 327 (84,1)
Menunana na IIBII (Mecenu) 3,78 4,07
(95% CI) (3,68; 5,32) (3,75; 5,49)
HR (95% CI) 0,90 (0,77; 1,05)
ORR
ORR n (%)*® 79 (20,1) 20 (5,1
[Tesen orrosop n (%) 12 (3,1) 0
YacrtuueH otroBop n (%) 67 (17,0) 20 (5,1)
DoR
Meauana Ha DoR (Mecenn) 22,3 18,4

2 M3uyncnieHo ¢ momolnTa Ha oopatHus Mmeton Ha Kaplan-Meier (c oOpaTeH HHAMKATOP Ha LCH3ypHUpPaAHE).

% B3 ocHOBa Ha anda pasxoaHa GpyHkuus Ha Lan-DeMets ¢ rpanuua tun O'Brien Fleming u nefictBurenuus
Opoii HaOroTaBaHy CHOUTHS, TPAaHUIIATA 32 O0sIBSIBaHE Ha cTaTucTHUecka 3Hauumoct 3a IMJUDO 300 mg +
nypsanymab copsmo copadeHnd e 0,0398 (Lancand°DeMets 1983).

* [loTBBpIEH 00EKTHBEH OTTOBOP.
Cl = noBepurenen nurepsan
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copaeHn6

durypa. 1 Kpusu na OII no Kaplan-Meier

Memmana Ha OIT (95% ClI) IMJUDO 300 mg + d
-------- copadennc

IMJUDO 300 mg 16,4 (14,2-19,6) 5 Llensypupano

+ nypBanymat

copadenntd 138 (12,3-16,1)

0.8

0.6 0,78 (0,66, 0,92)

Koeduuuent na puck (95% CI)

0.4

BeposTHOCT 32 00111 TPEKUBIEMOCT

Mq@m -
«5&&0‘.@”_%&%
0.2 TR,
e —
0.0
T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
IMJUDO 300 mg +d 393 387 365 348 333 318 308 294 285 269 262 245 235 221 217 205 197 193 190 183 176 171 168 164 158 157 150 131 119 104 98 &4 75 66 55 48 32 24 19 14 11 7 1 0 0
389 374 356 342 319 298 283 266 255 246 231 221 211 198 183 177 170 160 155 147 142 138 131 125121 113 106 93 79 69 62 52 44 37 32 26 21 20 12 7 5 3 1 1 0

Bpeme ot pangomusanusaTa (Mecenn)

HIPBJ[ — npoyusane POSEIDON

Lenra na npoyuyBarnero POSEIDON e na onienu edukacHocTTa Ha AypBasiymad cbe wim 6e3 IMJUDO
B KOMOMHAIIMS C XUMUOTEeparus Ha ocHoBara Ha riatuHa. POSEIDON e panmoMu3upaHo, OTKPUTO,
MHOTOIEHTPOBO npoyuBane npH 1 013 manuenTu ¢ meracratuued HAPB/] 6e3 cencnbunmsupara
MyTanys Ha perenTopa 3a enuaepmanaus pactexkeH gakrop (EGFR) wnmm renoman TymMopHU
abepauuu Ha aHarulactTuyHaTa auMdomua kuHasza (ALK). [lanueHTn ¢ XMCTOIOrHIHO WK
LUTOJIOTUYHO JOKyMeHTHpaH MeTactatndeH H/IPB/I ca moxxoasmm 3a BKIIOUBaHE B IPOYYBAHETO.
[TarmenTure HAMAT MpeIIecTBAIla XUMHOTEPATHS WITH JIpyTra CHCTEMHA Teparius 3a MeTacTaTHueH
HIAPB/. [Ipenun pangomuzanusata nanueraTutre umat PD-L1 cratyc Ha TyMOpa, TOTBBPIEH C IIOMOIITA
Ha Tecta Ventana PD-L1 (SP263). IIpu BkiItouBaHETO MaleHTUTE UMAT QYHKIIHOHAJICH CTAaTyC IO
CaeroBHaTa 3apaBHa opranuzanus (C30)/EBponeiickara koonepatuBHa onkonoruusa rpyna (ECOQG)
0 nnu 1.

Ot npoy4BaHETO ca W3KIFOUEHH MAIMEeHTH ¢ aKTUBHO WJIM MPENNIeCTBAII0 JOKYMEHTHPAHO
ABTOMMYHHO 3200JIsiBaHe, aKTHBHU /WM HEJIEKYBaHU MO3bUHHM METACTa3u, aHAMHE3a 32
UMYHOJICUIINT, IPUIaraHe Ha CHCTEMHA UIMYHOCYTIPECHsI B paMKUTe Ha 14 JIHW Mpequ 3armovBaHe Ha
neuyenne ¢ IMJUDO wiu nypBanymab (¢ uskitoueHre Ha pU3HO0I0rHYHA 71032 CHCTEMHA
KOPTUKOCTEPOU/IH), aKTUBHA TyOepKyo3a, xenatuT B nnu C win HIV uHdekiws win nanmeHTy,
TOJTYYHITH )KHMBA aTCHIOMPaHa BaKCHHA B paMKuTe Ha 30 JHU Mpeay WK ClIe]l Ha4aloTo Ha
npuwioxkennero Ha IMIJUDO w/uiu mypBanymab (BxK. Touka 4. 4).

Pannomuzanusita e crparuduuupana no PD-L1 ekcripecus ot tymopHute kinetku (TK) (TK > 50 %
cupsimo TK < 50 %), craguii Ha 3a6onsBaneTo (ctaauid [IVA cnpsmo craguii [VB, ciopen 8-oto
n3JaHre Ha AMEPHKAaHCKUSA ChBMECTEH KOMUTET 110 paka (American Joint Committee on Cancer)) u
XHCTOJIOTHS (HECKBAMO3EH CIIPSIMO CKBAMO3EH).

[NarmenTure ca pannomMusupanu B cboTHOIIEeHKE 1:1:1 3a momyyaBaHe Ha:
e Pamo 1: IMJUDO 75 mg c nypsanymad 1 500 mg u xumuoTepanus Ha OCHOBATa Ha TJIaTHHA
Ha BCEKH 3 CeJIMHIIM B MPOIBIDKEHNE Ha 4 IIUKBJIA, TTOCIeBAaHH OT nrypBaaymMad 1 500 mg na
Bceku 4 ceqmuuu karo MoHotepanus. [lera goza IMJUDO 75 mg e npunoxena Ha Ceamuua 16
3aeIIHO C J103a 6 aypBayma0.
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e Pamo 2: [lypBanymad 1 500 mg u xuMuoTepanus Ha OCHOBATa HA IUIATHHA HA BCEKH

3 ceaMuIIM B IPOAB/DKEHUE HA 4 IMKBJIA, TOCAeABaHU OT aypBaiymad 1 500 mg Ha BCekH

4 ceaMuIM KATO MOHOTEPAIIHSL.

e Pawmo 3: XumuoTepanus Ha OCHOBAaTa Ha IUIaTHHA HA BCEKH 3 CEAMULM B IPOIBJDKEHUE HA
4 nuksbia. [lanuenTrTe MOXe /1a OTydYaT 2 JOMBITHUTEIHU HUKBIIA (00110 6 IUKBIA Clies
PaHIOMU3ALMATA), CIIOPE] KIMHUYHNUTE ITOKa3aHMs TI0 MPELeHKa Ha U3CIIEA0BATEN.

[NanmenTHTe Ca MOMYYMIH €HA OT CIEHUTE XMMUOTEPANleBTHYHH CXEMH Ha OCHOBATa Ha IUIaTHHA!
e HeckBamozen H/IPB/I
o Ilemerpekcen 500 mg/m? ¢ kap6omnatun AUC 5-6 uin nuciuiatua 75 mg/m? Ha
Bceku 3 ceqmuIy. Moxe Jia ce mpriara moyrbpikaiia Teparms ¢ IIeMeTPEeKCe I, OCBEH
aKO M3CJIEA0BATEIAT HE CYHTA, Ye € MPOTUBOIIOKA3aHA.
e (CkBamosen H/IPB/]
o Temumrabun 1 000 mmu 1 250 mg/m? B JInu 1 u § ¢ uucratun 75 mg/m? nnm
kapooruratua AUC 5-6 B [len 1 Ha Bceku 3 ceaMuITy.
e HeckBamo3seH unu ckBamoszeH HJIPB/]
o Nab-naxmurakcen 100 mg/m? B Jlau 1, 8 u 15 ¢ xkap6ortatun AUC 5-6 B Jlen 1 na
BCEKH 3 CEIMUIIH.

IMJUDO ce npunara 10 MakCuMyM 5 1034, OCBEH aKo HsIMa IpOorpecHst Ha 3a00JsIBaHETO I
HelpUeMIINBa TOKCHYHOCT. [loyibprkamiaTa Tepanus ¢ JypBaaymMad U IeMeTpeKce, OCHOBABAILA Ce
Ha XHUCTOJIOTHS (KOTaTo € MPHII0KUMO), IPOIbIDKABA JI0 MPOTrpecHs Ha 3a00JsIBAHETO WITH
HETPUEMITBA TOKCHYHOCT.

OueHkuTe Ha TymMopa ce u3BbplBaT Ha Cenmuna 6 u 12 oT gatara Ha paHIOMU3HpPAHE, a clie] TOBA Ha
BCEKH 8 CEMHIIM 10 MOTBBbPKIaBaHe Ha 0OEKTUBHA Mporpecus Ha 3abomnsBaneTo. OLEHKUTE Ha
IIPEXUBSIEMOCTTA C€ U3BBPIIBAT HA BCEKU 2 MecCeLa ClIe] IPeyCTaHOBSABAaHE Ha JICUCHUETO.

JIBOMHUTE MbPBUYHH KPAHHA TOYKH Ha MPOYIBAHETO Ca MPESIKUBIEMOCT Oe3 mporpecus (progression-
free survival, PFS) u o6mia npesxussiemoct (overall survival, OS) 3a aypBanymab + xuMHOTEepanus Ha
ocHoBara Ha maruHa (Pamo 2) cipsMo camMo XuMHOTepanusi Ha ocHoBaTa Ha matuHa (Pamo 3).
KirodoBute BTOprYHM KpaitHU TOYKH Ha poyuBaHeTo ca PFS u OS 3a IMJUDO + nypBanymab +
XMMHUOTEpAIus Ha OCHOBaTa Ha rutatuHa (Pamo 1) u camo XumMHuoTepanus Ha OCHOBATa Ha TUIATHHA
(Pamo 3). BropuuHuTe KpailHi TOYKH BKJIFOYBAT YECTOTa Ha 00OCKTUBEH OTroBop (Objective response
rate, ORR) u npoabiokuTenHOCT Ha otroBopa (duration of response, DoR). PFS ORR u DoR ca
OIIEHEHU C ITOMOIITa Ha 3aciierneH He3aBucuM HeHTpaieH nperies (BICR) B crorBercTBre ¢ RECIST
vl.1.

Jlemorpad)ckuTe JAaHHU M U3XOHUTE XapaKTEPUCTHKH Ha 3a00JIIBAaHETO ca JoOpe baaHcupaHu
MEX]ly OTJCITHHUTE paMeHa Ha MpoyuBaHeTo. V3xoaHuTe AeMorpad)Ccku JaHHHU Ha 00II1aTa Moy JIaIusl
Ha MPOyYBaHETO ca ciennute: Mbxe (76,0%), Bp3pacT > 65 roqunn (47,1%), Bb3pact > 75 roguHu
(11,3%), meanana Ha BB3pacTTa 64 roguan (auamnazoH: 27 no 87 roguHn), oT Osmara paca (55,9 %), ot
azuarcku npousxo (34,6 %), uepHokoxu i adppoamepuxanu (2,0 %), npyru (7,6 %), xopa, KOUTO
HE ca OT MCIIAaHCKH WIIK JIATHHOAMEPUKAHCKH MPou3xol (84,2 %), HacTosI¢ Wi OWBIIN My lIaYn
(78,0 %), ©C mo C30/ECOG 0 (33,4 %), @C o C30/ECOG 1 (66,5 %). XapakTepuCTUKUTE HA
3abomnsBaneTo ca cnexanute: craguii IVA (50,0 %), craguit [VB (49,6 %), XMCTONOTUYHY TIOATPYTIH
ckBamo3eH pak (36,9 %), HeckBaMo3eH pak (62,9 %), mo3punn meractasu (10,5 %) ekcpecus Ha
PD-L1 TK > 50 % (28,8 %), excupecust Ha PD-L1 TK <50 % (71,1 %).

[IpoyuBaneTo nokaspa cratucTuiecku 3HauumMo nopodpenue Ha OS ¢ IMIJUDO + nypBanxyma0 +
XUMHUOTEpaIvs Ha OCHOBaTa Ha Turatuaa (Pamo 1) cipsmo camMmo XxuMuOTepanust Ha OCHOBATa Ha
mwiaruHa (Pamo 3). IMJUDO + nypBanyma0 + xumMHOTepariis Ha OCHOBaTa Ha TUIaTHHA ITOKa3Ba
CTaTUCTUYECKU 3HaUYuMO noaobpenue Ha PFS cnpsaMo camo xumuoTepanusi Ha OCHOBaTa Ha IJIaTHHA.
Pesynrarure ca 060011eHN TTO-110TTY.
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Tabauna 5. PesynaraTu 3a epukacHoct B npoyuBanero POSEIDON

Pamo 1: IMJUDO+ Pamo 3: Xumuotepanus Ha
aypBanymad + O0CHOBATA HA IJIATHHA
XHMHOTEPaNus HA OCHOBATA (n=337)
Ha miatuna (N=338)
0s?
bpoit cMbpTHH ciiydan 251 (74,3) 285 (84,6)
(%0)
Menauana Ha OS (Mecern) 14,0 11,7
(95% CI) (11,7; 16,1) (10,5; 13,1)
HR (95% CI)° 0,77 (0,650; 0,916)
p-cToiiHoCT" 0,00304
PES®
Bpotii cwoutus (%) 238 (70,4) 258 (76,6)
Menuana va PFS 6,2 48
(meceru) (5,0; 6,5) (4,6; 5,8)
(95% CI)
HR (95% CI)° 0,72 (0,600, 0,860)
p-cToitHOCT" 0,00031
ORR n (%)™ 130 (38,8) 81 (24,4)
IIbnenH otrosop n (%) 2 (0,6) 0
YactuueH otroBop n (%) 128 (38,2) 81 (24,4)
Mennana Ha DoR (Mecenn) 9,5 51
95% CI) ™ (7,2; NR) (4,4;6,0)

@ Ananu3 Ha PFS kbM fara Ha 3axmouBane Ha qanaute 24 romu 2019 r. (MeauaHa Ha mpocyeasBaHe 10
10,15 mecena). Ananus Ha OS KbM J1aTa Ha 3aKiI04YBaHe Ha nanHuTe 12 mapt 2021 r. (MeanaHa Ha

npociensane no 34,86 mecena). ['panunure 3a o0sBsiBane Ha edukacuoct (Pamo 1 cnipsimo Pamo 3: PFS

0,00735, OS 0,00797; 2-ctpanno) ca onpenenenn upe3 Lan-DeMets alpha spending function, kosito ce

nob6mmkasa 1o noaxoza Ha O'Brien Fleming. PFS e onenena ot BICR B chotBercTBue ¢ RECIST v1.1. PFS ¢

onenena ot BICR B crorBercTBHE ¢ RECIST Vv1.1.

5 HR ca momyuenu ¢ nomomra Ha Mogen Ha Cox pH, crpatuduuupan o PD-L1, XucToI0rus u cTaauii Ha

3a00JISIBAHETO. .

® JIBycTpaHHa p-CTOMHOCT BB3 OCHOBA Ha log-rank Tect, crpatudunupan no PD-L1, xuctonorus u craamii Ha

3a00JISIBAHETO.

"TToTBBpJCH 0OEKTUBEH OTTOBOP

A Post hoc ananus

NR=#ne e nocturnaro, Cl = roBeputencH nHTepBa
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®urypa 2. Kpusu na OS mo Kaplan-Meier

0.8+

064

04

Beposraoct 32 OS

024

IMJUDO + aypBanyma6 + XHMHOTEpanusi HA OCHOBATA HA MUIATHHA
00 Lol SR X"M“()Tepal'llllﬂ Ha OCHOBATA HA IUIATHHA
T T T

Menuana Ha 95% CI
PFS
IMJUDO + nypBanyma6 + XuMHOTepanusi HA OCHOBATA 6,2 (5,0; 6,5)
Ha IJIATHHA
XHMHOTepanus HA 0CHOBATA HA MJIATHHA 4.8 (4,6;5,8)
Koeduument na puck (95% CI)
IMJUDO + aypBanyma6 + XHMHOTEPaNHsi HA OCHOBATA 0,72 (0,600;
Ha IJIATHHA 0.860)

T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30

Bpeme ot pangomMu3amusra (Meceru)

Bpoil manueHTH B pucK

Mecern
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
IMJUDO + nypBanymab + XMMHOTeparnus Ha OCHOBaTa Ha IUIaTHHA
338 298 256 217 183 159 137 120 109 95 88 64 41 20 9 O
XuMHOTepanus Ha OCHOBAaTa Ha IJlaTHHA
337 284 236 204 160 132 111 91 72 62 52 38 21 13 6 0
®urypa 3. Kpusu Ha PFS no Kaplan-Meier
L Mezuana Ha (95% CI
ol
IMJUDO + aypBanyma6 + XuMHOTepPanusi HA OCHOBATA 14,0 (11,7, 16,1)
064 XHMHOTEpANUsi HA 0CHOBATA HA NJIATHHA 11,7 (10,5; 13,1)
(L,L) Koedmuul;m' Ha puck (95% CI)
D«; . IMJUDO + aypBasnyma6 + XHMHOTEpaNHsi HA OCHOBATA 0,77 (0,650; 0,916)
g o Ha IJIaTHHA
o)
=
=)
=
)
% 02
a | e, S )
———  IMJUDO + 1ypBaiyMa6 + XHMHOTEANHSA HA OCHOBATA HA IIATHHA e
Bpewme ot pannomusanusta (Mecelm)
Bpoii nanueHTy B puck
Mecern
0 3 6 9 12 15 18 21 24
IMJUDO + nypBanymab + XUMHOTEpaIisi Ha OCHOBaTa Ha IUIATHHA
338 243 161 94 56 32 13 5 0
XuMHoTeparus Ha OCHOBAaTa Ha IJIaTUHA
337 219 121 43 23 12 3 2 0
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Ha ®urypa 4 ca 0606menu pe3ynratute 3a epukacHoOCT 1o oTHomeHnne Ha OS copen TyMopHaTa
excripecus Ha PD-L1 B mpeaBapuTeIHo onpeneneHy NoArpyrnoBy aHaau3u.

®durypa 4. Iluarpama na Forsest 3a OS cniopen PD-L1 ekcnpecusita 3a IMJUDO + nypBaiaymad
+ XHMHOTepanus HA 0CHOBATAa HA MJIATHHA, CIIPSIMO XUMHOTePANHUs HA OCHOBATA HA NMJIATHHA

Bp. coonTus/manuentu (%)
IMJUDO + nypBanymad  XumuoTepanus HR (95% CI)
+ XHMHOTEpanus Ha Ha OCHOBATA HA

OCHOBATa HA IUIATHHA IJIATHHA
251/338 (74,3%) 285/337 (84,6%) 0,77 (0,65; 0,92)
Beuuku nanuenTi ———
69/101 (68,3%) 80/97 (82,5%) 0,65 (0,47; 0,89)
PD-L1 >50% :
PD-L1 < 50% 182/237 (76,8%) 205/240 (85,4%) 0,82 (0,67; 1,00)
PD-L1 > 1% 151/213 (70,9%) 170/207 (82,1%) 0,76 (0,61; 0,95)
e
PD-L1<1% 100/125 (80,0%) 115/130 (88,5%) 0,77 (0,58; 1,00)

Koedumuent Ha puck (95% CI)
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Cmapuecka év3pacm

00110 75 MaIMEHTH Ha Bb3pacT > 75 roauHu ca BkiIrodeHd B pamoro ¢ IMIJUDO B koMOuHarms ¢
TypBayMad U XUMUOTEparus Ha OCHOBAaTa Ha IUaTHHA (n=35) U caMO XUMHUOTEPAITis Ha OCHOBaTa Ha
mwiatuHa (n=40) zHa mpoyuBaneTo POSEIDON. B paMkuTe Ha Ta3u MoArpymna Ha MPOYYBAHETO CE
Habmronasa ekcroparoper HR 1,05 (95% CI: 0,64; 1,71) 3a OS npu IMJUDO B koMOUHAIS €
IypBanyMad U XUMUOTEpanus Ha OCHOBATa Ha IJIaTHHA CIPSIMO XUMHUOTEPAIUs Ha OCHOBATa Ha
atuHa. [lopaay eKCIrtopaTopHUs XapaKTep Ha TO3M MOATPYIIOB aHAJIN3 HE MOXKE J1a CE HAIIPaBST
OKOHYATEITHH 3aKITFOUEHUS, HO CE MPENOophYBa MOBHUIIIEHO BHUMAHUE, KOTATO C& OOMHUCIISI TO3H PEIKUM
3a MalKEeHTH B cTapyecka Bb3pacT.

IleguaTpryHa OMYJIAIIHS

Bezonacnocrra n edpuxacHoctra Ha IMIUDO B kOMOMHanus ¢ gypBaiyMad npu Jelia U IOHOIIN Ha
BB3pacT nox 18 roguau He ca ycranosenu. [Ipoyusane D419EC00001 e MHOTOIIEHTPOBO, OTKPUTO
MpOYyYBaHE 3a yCTAHOBSBAaHE Ha J03aTa M C pa3lIMpsiBaHe Ha 00XBaTa Ha /103aTa 3a OICHKA Ha
Oe3omacHOCTTa, MpeBapuTenHara ehukacHocT U papmakokuHetrkara Ha IMJUDO B komOuHarwms ¢
AypBanyMa0, mocieBaHa OT MOHOTEpaIHs C AypBaiyMad, py NeAUaTPHYHU TAI[UEHTH C aBAHCHPAIIH
37I0KQYECTBEHH COJIUIHU TYMOPH (C N3KITIOYCHUE Ha TYMODPH Ha IIEHTPATHATA HEPBHA CUCTEMA), KOUTO
ca UMaJd TIPOrpecHst Ha 3a00JIIBAHETO 1 32 KOMTO HE CHIECTBYBA CTAaHIAPTHO JieueHue. B
MPOYYBAHETO ca BKIrOUeHU S50 meauaTpuyHy NAIllMeHTH Ha Bh3pacT OT 1 10 17 ToAuHM ¢ OCHOBHHU
KaTeropruy Ha TYMOPHTE: HEBPOOIACTOM, COJIMICH TYMOD U capkoM. [lanmeHTuTe momy4yaBaT nim
IMJUDO 1 mg/kg B komOunanus ¢ aypsanymab 20 mg/kg, mim agypsarymad 30 mg/kg Ha Bceku

4 ceamuiy 3a 4 nukbia. BeB (azara 3a ycraHoBsBaHe Ha 1o3ata KoMOMHMpaHaTa Tepanus ¢ IMJUDO
U IypBanymad ce MpeaniecTsa OT eANH IIMKbI Ha TypBanyMad; 8 manuenTu B Ta3u (aza odbaye
MIpeyCTaHOBABAT JieueHuneTo, mpeau aa nomydar IMJUDO. Taka ot 50-Te manuieHTH, BKIFOYESHU B
npoyuBaneto, 42 nony4asatr IMJUDO B koMOuHamus ¢ gypBaiyMa0 u 8 moyy4aBar camo
nypsanymab. Boe azata ¢ pasmmpsiBane Ha o0xBarta Ha jo3aTa ce cbobmasa 3a ORR 5,0 %

(1/20 marpenTH) B OIICHUMATA 3a OTTOBOP rpyma 3a aHanu3. He ca HaOMr01aBaHi HOBH CUTHAJIH,
CBBp3aHu ¢ 0€30MaCHOCTTa, CIPAMO H3BECTHHUTE Mpodrn Ha 6e3omacHocT Ha IMJUDO u
nypBaiyMa0 npu Bb3pacTHH. Brkre Touka 4.2 3a nHpopMaIus OTHOCHO yrnoTpeda B MeAUaTpHUsiTA.

5.2 ®apMakoOKMHETHYHH CBOiiCTBa

dapmakokuHeTnkata (OK) Ha Tpemenumyma0 e oeHeHa 3a TpeMeaTuMyMal KaTo MOHOTepanus, B
KOMOWHanus ¢ JypBagyMad U B KOMOMHAIMS C XMMUOTEPAIUsl HA OCHOBAaTa Ha IJIaTHHA.

@K Ha TpemennMymal e poydeHa Mpy NalueHTH C JO3U, Bapupainu ot 75 mg 1o 750 mg nim

10 mg/kg, npunaraHu UHTPABEHO3HO BEIHBK HA BCEKU 4 wiin 12 CEIMUIM KATO MOHOTEPAIIHS UK
kato equHugHA 1032 300 mg. K excrio3uIus ce ypenndaBa IpoMOpIHMOHATHO Ha 103aTa (JIMHEHHA
®K) mpu 1o3u > 75 mg. CranioHapHO CHCTOSHUE CE MOCTUTA MPUOIM3UTENHO cien 12 cenqmunm. Bw3
ocHoBa Ha romyJtaioned @K ananus, Brimousan naienTs (N = 1 605), KoUTo ca mosTyvaBaiu
TpeMeTuMyMald KaTo MOHOTEPAITHS WM B KOMOWHAIUS C IPYTH JEKapCTBEHU MPOIYKTH B IO30BHS
nuanason > 75 mg (wmu 1 mg/kg) Ha Bcexu 3 wim 4 cenmutiy, n3uncieHusT kpbHe (CL) u obem Ha
pasnpeaernenne (Vd) ca ceorBeTHo 0,309 /e 1 6,33 1. TepMUHATHHUST TOTYKUBOT € MPHOIU3UTEITHO
14,2 nau. OCHOBHHTE TBTHIA HA eJTMMUHUpaHe Ha TpeMeluMyMal ca kaTaboJUu3bM Ha MPOTEHHUTE
4ype3 PETHKYJIOCHIOTEIHATA CUCTEMA UITH TapreT-MeIuUpaHa JUCITO3UIIHSL.

CHC]_II/IaJ'IHI/I nonyJjanuu

Br3pactra (18-87 rogunmu), renecHoto Terio (34-149 kg), monbT, NOJOKUTETHUAT CTATYC IO
OTHOIIIEHUE Ha aHTHIeKapcTBeHuTe antutena (AJIA), HuBara Ha anOymuHa, HuBaTta Ha LDH, HuBaTta
Ha KpeaTHHUHA, THITHT HA TYMOpa, pacoBara npuHaiexxHocT win ctarychT mo ECOG/C30 nsmat
KIMHUYHO 3HaYMM edekT Bbpxy @K Ha Tpemennmymad.
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Bubpedno yBpexmane

Jlexara (kpeatmanHOB KiupbHC (CrCL) 60 mo 89 ml/min) u ymepenara crened Ha 6bOpedHO
yBpexaane (kpeatuHuHOB KnupbHC (CrCL) 30 10 59 ml/min) HIMaT KIMHUYHO 3HAYUM €(heKT BEPXY
®K na Tpemennmymabd. EQexTsT Ha TexxkoTo 650peuno yBpexaane (CrCL 15 no 29 ml/min) Bepxy
O®K nHa TpemenumyMab He e m3BecTeH. [loTeHmanHaTa He0OOXOAMMOCT OT KOPUTHPAHE Ha J103aTa He
MOJKe Ja ce omnpenenn. Tpil kaTo ObOpennTe HE ca OCHOBEH BT 3a OuncTBaHe Ha IgG
MOHOKJIOHAJTHUTE aHTHTENa, HE Ce OYaKBa MpoMsHaTa B ObOpeuHaTa (yHKIUS 2 TOBIUsE
eKCIIO3HMIUATA HA TPEMEITMMyMao.

YepHoapoOHO yBpeKIaHE

Jlexara crenen Ha yepHOaPOOHO yBpexaane (ommupyonn < I'T'H u AST > I'TH wim 6unmupy6un > 1,0
1o 1,5 x I'TH u Bcskaksu crorinoct Ha AST) 1 ymepeHaTa cTeneH Ha 9epHOAPOOHO YBpeKIaHe
(oumupyOwun > 1,5 no 3 x I'TH u BcsikakBu cTorinocTr Ha AST) HEe OKa3BaT KIMHUYHO 3HAYMM e(heKT
Bepxy @K Ha Tpemennmymad. EQekThT Ha TekKaTa CTEIEeH Ha YepHOAPOOHO yBpexaane (OumupyOouH
> 3,0 x ITH u Bcsakaksu croitHocT Ha AST) Bepxy @K Ha Tpemenumymald € HEM3BECTEH.
[NorennmanHaTa HEOOXOAUMOCT OT KOPEKIMSI Ha J03aTa HE MOXKE Jia ce onpeenu. Thii kaTo obaue
IgG MOHOKJIOHATHUTE aHTUTENIA HE C€ OYMCTBAT OCHOBHO IO YePHOAPOOEH BT, HE CE 0YaKBa
MpOMsIHA B YepHOApOOHATa (PYHKIINS A2 TOBIHSE eKCIIO3UIMATA Ha TPEMETUMyMao.

IlegmaTpuuHa momynamnus

O®K Ha TpemenuMyMad B KOMOMHAIIHSA C IypBalyMal € OoIleHeHa B mpoyuBaHe npu 50 neanatpuaau
MayeHTH Ha Bb3pacT oT 1 1o 17 ronunu B npoyusane D419EC00001. [Tanuenture nomydaBaT
tpemenumymad 1 mg/kg wim B komOuHaIms ¢ gypBanymad 20 mg/kg, nim B KoMOHHALHS C
nypBainymab 30 mg/kg Ha Bcekn 4 ceqmuIy 3a 4 UKbIA, TOCIEIBAHO OT MOHOTEPAIHS C TypBaTyMad
Ha Bceku 4 cenmun. Bb3 ocHoBa Ha nomynanuonaus OK ananu3 cucteMHaTa eKCHO3UIMS HA
TpeMenuMyMa0 NpH neJuaTpuyHu namuenT > 35Kg, momyyasamu Tpemenimymad 1 mg/kg Ha Beeku
4 ceMUIIHM, € CXOJIHA C EKCIIO3UIIMATA TIPU BB3pacTHH, nonyvasanm 1 mg/kg Ha Bcexu 4 ceAMHUIIH,
JI0KATO MpPH MeIUaTpHYHU nanueHTn < 35Kg eKCro3uImaTa € Mo-HUCKA CIIPSIMO Bh3PACTHHUTE.

5.3 IlpenkIMHUYHM JaHHH 32 0€30MACHOCT

ToxcuaHOCT OpH ) KUBOTHHU

B 6-meceuno npoyuBaHe 3a XpOHHYHA TOKCUYHOCT MPH IBJITOONANIATH MaKalld TPETUPAHETO C
TpeMeInMyMad € CBbP3aHO C 10303aBUCHUMa Y€CTOTa Ha MEPCUCTHpAIa JUapHsl U KOKeH 00pHUB,
CTpYyNEH U OTBOPEHU PaHU, KOUTO €a T030JMMUTHpaIly. Te3u KIMHUYHY IPU3HALM Ca CBBP3aHu U C
HaMalleH alleTUT U TEeJIECHO TETJIO M MOAYTH NepudepH TUM(HN Bb3ITH. XUCTOMATOIOTHIHUTE
HaXOJIKH, KOPEJMPAIH ¢ HaOII0IaBaHUTE KIMHUYHH PU3HAIH, BKIIOUYBAT 00PaTUMO XPOHHYHO
BB3MAJIEHUE B CISIOTO U Je0eI0TO YepBO, HHPUIATPaALUs Ha MOHOHYKJICAPHH KIIETKH B KOXKaTa U
XHIEPIUIa3us Ha TUMPOUTHUTE ThKaHH.

HabnronaBaHo € 10303aBUCHMO yBEJTHUCHHUE HAa YECTOTATA M TeKECTTa Ha HHPUATpAIUS Ha
MOHOHYKJICAPHHU KJIETKH ChC WM 0€3 MOHOHYKJICAPHO Bh3MAICHHE HA CIIFOHYCHUTE XKJIIE3H, TaHKpeaca
(anMHApHO), NIMTOBUJIHATA XKJIE3a, MAPAIIUTOBUIHHUTE XKIIE3U, HaObOPEUHNTE HKIIE3H, CHPIIETO,
XPaHOMPOBO/IA, 31K, IEPUIIOPTAITHATA 00JIACT HA YepHHS AP00, CKeJIeTHATA MYCKYIaTypa,
mpocTarara, MaTkaTa, Xunopusara, OKOTO (KOHIOHKTHBA, U3BbHOYHU MYCKYJTH) U XOPOUJTHUS MICKCYC
Ha MO3bKa. B ToBa nmpoyuBaHe He € yCTAaHOBEHO HUBO 0e3 HaOIi01aBaH! HeXKeIaH! PeaKIiu
(NOAEL) nipu )KMBOTHHTE, TPETUPAHM ¢ Hai-HUCKaTa 103a oT 5 mg/kg/ceamuuno. CpenHaTa /103a OT
15 mg/kg/cenmuuno obaue ce cunTa 3a Hal-BUCOKaTa 7103a 0e3 Texxku Tokcuunu edextu (highest non-
severely toxic dose, HNSTD). Ta3u mo3a ocurypsiBa 6a3upaHa Ha eKCIIO3UIMATA TPaHHUIIA Ha
6e3omacHoct 1,77-5,33 mbTH KIMHUYHO 3HAYNMATA EKCITO3MITHMS, Bh3 OCHOBA Ha KJIMHAYHATA CXEMa Ha
npuiarase 300 mg eAMHNYHA 1033 WIK 75 mg Ha BCEKU TPU CEAMHULIH.
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KaHIeporeHHOCT ¥ MyTareHHOCT

KaHHepOFCHHI/IﬂT U IFCHOTOKCHYHMAT IIOTCHIIMAJI Ha TpeMeHI/IMYMa6 HC € OLICHsIBAaH.

PenpoaykTHBHA TOKCUYHOCT

[Tpu npoy4yBaHus 3a TOKCHYHOCT IPU MHOTOKPATHO NpuJiiaraHe ¢ HabJoJaBaHa WHGWUITPAIHs Ha
MOHOHYKJICAPHH KJIETKH B IpOcTaTaTa U MaTKaTa. 1'bif KaTo He ca MPOBEXKIAHN IPOYUBAHUS 32
(hepTunUTETa TIPU )KUBOTHH C TPEMENNMyMa0, 3HAUeHNETO Ha Te3H PE3yNTaTH 3a (DepTHIINTETA €
HensBecTHO. [Ipn penpoayKTHBHM TPOYYBaHUS MPUIIATaHETO HAa TpeMeInMyMabd Ha OpeMeHHH
JBIITOOTIALIATH MaKally 110 BpeMe Ha Iepuojia Ha OpraHoreHe3a He € CBbP3aHO C TOKCHYHOCT 32
Malikara ¥ HaMa e()eKTH 110 OTHOIIICHUE Ha 3ary0a Ha OPEMEHHOCT, TErJI0 Ha IUI0Ja VI BHHIIHHY,
BUCLIEPAJTHH, CKEJICTHA aHOMAJIMH WJIH TETJI0 Ha U30paHu (DeTaHu OpTraHu.

6. ODAPMAIEBTUYHU JAHHHA
6.1 Cnucbk Ha IOMOIIHUTE BellecTBA
XUCTUOUH

XUCTUAWHOB XUAPOXJIOPH MOHOXUAPAT
Tpexano3a guxuapar

JIByHaTpHeB eneTaT JUXuapaT
[Momucopbar 80

Bopa 3a nHxexmu

6.2 HecnBMecTHUMOCTH

[Ipu nunca Ha MpOyYBaHUs 32 HECHBMECTUMOCTHU TO3H JICKAPCTBEH MPOIYKT HE TPSIOBa Jla ce CMecBa ¢
JIPYTH JEKapCTBEHH NMPOIYKTH.

6.3 Cpok Ha romHocT

HeorBopeH duiakon

4 ropunu ipu 2 °C no 8 °C.

Paspenien pasrsop

JokazaHa e XuMU4YHa U pU3HYHA CTAOMIIHOCT B IIEPUO/ia HA M3IIOJI3BaHE B MPOABIDKEHHE Ha 10 28 1HU
npu 2 °C o 8 °C u B nmpoabiukeHue Ha /10 48 yaca Ha craiiHa temreparypa (1o 25 °C) ot Bpemero Ha
MIPUTOTBSIHE.

Ot MuKpoOHOOrMYHA IJIeIHA TOYKA IPUTOTBEHUAT MH(PY3MOHEH pa3TBOP TPsiOBa Ja ce ynotpedu
He3a0aBHO. AKO He ce NMPWIoKH He3a0aBHO, BpEMETO U YCJIOBHSITA Ha ChbXPAaHEHUE B IIEPUOJIa HA
W3IONI3BaHE Ca OTTOBOPHOCT HA OTPeOHTEINIsE 1 OOMKHOBEHO He TPsiOBa J1a HAIXBBPIIST 24 yaca npu
2 °C no 8 °C wnm 12 gaca Ha craiina remreparypa (10 25 °C), 0OCBeH ako pa3pexIaHeTo He €
W3BBPIICHO NMPU KOHTPOIMPAHU U BATHIUPAHN ACEITUYHH yCIIOBHSL.

JInnca Ha MI/IKp06eH pacTeiK B IPUTOTBCHUA I/IH(i)y3HOHeH Pa3TBOp € JO0Ka3aHa B MPOABJIKCHHUC HA 10

28 muu ipu 2 °C no 8 °C u B mpoabDKeHre Ha 10 48 yaca Ha craiiHa Temmnepatypa (1o 25 °C) ot
BPEMETO Ha MPUTOTBSIHE.
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6.4 CnenuajJHu ycJa0BHUsI HA CbXpPaHeHUe

Ia ce cexpansBa B xnmaauwiauk (2 °C-8 °C).

Ha He ce 3ampassBa.

ChxpaHsiBaliTe B OpUT'MHAIHATA OIMAKOBKA, 33 J1a CE MPENa3y OT CBETIIHHA.

3a ycoBusATa Ha ChXpaHEHHUE CIIe/ pa3pekaane Ha JIEKapCTBEHUS IPOAYKT BIXKTE TOUKA 6.3.
6.5 Bwuawu cbabp:kaHue HA OMAKOBKATA

HNma nBa Buga onakosku IMJUDO:

e 1,25 ml (060 25 mg TpeMennMymad) KOHIIEHTPAT BB (PIIAKOH OT CTHKIIO THI 1 €
eJlacTOMEpHa 3aIlyliajiKa U BUOJIETOBa OTUYIBAIlA ce alTfyMUHHeBa oOKaTka. OmaKkoBKa 110
1 enHOM030B (h1aKoH.

e 15 ml (0o6mo 300 mg TpemenrMymad) KOHIIEHTPAT BB (pIIaKOH OT CTHKIIO TUI 1 ¢ enmacTomMepHa
3aIyIanka ¥ ThMHOCHHS OTUYIIBaIlla ce alyMHHUEeBa o0kaTka. OnakoBka 1o 1 eH0/1030B
(hmaxoH.

He Bcuuku BUIOBE OITAaKOBKU MOTaT jJa ObJAT MyCHATH Ha Ma3apa.

6.6 CrhenuajaHu Mpeana3Hu MEPKU NMPH U3XBbPJIsiHE H padoTa

IIpurorBsHe Ha pa3TBopa

IMJUDO ce nocrasst kaTo e1HOA030B (IIaKOH M HE ChIIbpKa KOHCEPBAHTH, TPSOBA J1a ce Cra3Ba
aCCIITUYHa TCXHUKA.

e [lpernenaiiTe BU3yaHO JEKAPCTBEHUS MPOAYKT 32 HAIMYUE HA BUAUMH YaCTUIIN U
mpomsiHa Ha 1iBera. IMJUDO e 6uctbp 1o c1abo onaiecrieHTeH, 0e31BETEH 10
CBETJIOXKBIT pa3TBop. M3xBhpieTe prakoHa, ako pa3TBOPHT € MbTEH, C IIPOMEHEH BT
WM ce HaOroaBat BUAMMH YacTuiy. He paskmamaiite ¢akoHa.

e I3rernere HeoOxoauMus ooeM ot Guakona(ure) IMJUDO u ro npexsbpiiere B
nH(}Y3UOHEH CaK, ChabpsKall HaTpueB xjopua 9 mg/ml (0,9%) nHXKEeKIMOHEH pa3TBOP
nnu riroko3a 50 mg/ml (5%) umxexkunoneH pa3tBop. CMeceTe pa3peaeHus pa3TBOp upe3
nexo oopbinane. KpaliHata KOHIIEHTpalWs Ha pa3pelieHns: pa3TBop TpsOBa 1a Obie MexIy
0,1 mg/ml u 10 mg/ml. He 3ampa3siBaiiTe 1 He pa3KIaiaiTe pa3TBopa.

e TpsbBa na ce BHUMAaBa 3a OCUTYpsIBaHE Ha CTEPUITHOCTTA HAa IPUTOTBEHUTE Pa3TBOPH.

e He BbBeKaliTe OTHOBO WIJIa BBB (DJIaKOHA CIIE]] U3TETIISIHE Ha JIGKAPCTBEHUSI TPOIYKT.

e I3xBBpIeTe BCIKAa HEU3IIOJI3BAaHA YacT, OCTaHa/a BbB (PIaKOHA.

[punoxxenue

e [Ipunaraiite HQY3UOHHUS PAa3TBOP UHTPABEHO3HO B MIPOABIDKEHNE Ha 60 MUHYTH Ype3

WHTPaBEHO3HA JIMHUS, ChIIbpKalia ctepuiieH BrpageH Guintep 0,2 wim 0,22 MUKpoHa ¢

HHCKO CBBHP3BaHE C ITPOTCHUHH.

e He npuaraiite eJHOBPEMEHHO JIPYTH JICKAPCTBEHHU MPOYKTH Mpe3 chlllaTa HHPY3UOHHA
JINHUSL.

H3xBBpIIsiHE
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Heunsnon3BaHUAT JEKapCTBEH MPOAYKT WIN OTHAIBYHUTE MaTEPHUAITH OT HETO TPSIOBA J1a & M3XBBPIIAT
B CHOTBETCTBUE C MECTHUTE M3UCKBAHHUSI.

7.  TIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

SE-151 85 Sodertélje

IBenus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1713/001 25 mg ¢nakon

EU/1/22/1713/002 300 mg ¢aakon

9. JATA HA TBPBO PA3PEIIABAHE/IMIOJHOBSBAHE HA PASPEIIEHUETO 3A

YIHOTPEBA

Jara na mepBo pazpemaBane: 20 despyapu 2023 T.

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoGHa uHbOpMaLMs 3a TO3U JICKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHmys 1o JiekapcraaTa http://www.ema.europa.eu
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MNPUJIOXKEHUE 11

MHNPOU3BOJUTEJI HA BUOJOITNMYHO AKTUBHOTO BEIHIECTBO U
INPON3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXJIABAHE HA TTAPTHU/IN

YCJIOBUA NJIN OTPAHUYEHNA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NI OTPAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NPOU3BOAUTEJI HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTUIN

HmMe u agpec Ha IpOU3BOANTENS HA OMOIOTHYHO aKTHBHOTO BEIIECTBO

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

88397, Biberach An Der Riss

I'epmanus

Hme m aapec HA MPOW3BOAUTENS, OTTOBOPEH 3a OCBO60)I(,Z{aBaHe Ha NapTHAUTC

AstraZeneca AB
Gartunavégen
SE-152 57 Sodertalje
IBenusa

b. YCJI0OBUSA WJIN OT'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOAYKT C€ OTILYCKa 10 OTPaHUUEHO JIeKapcKo npennucanue (Bx. [Ipunoxenne I:
Kpatka xapakTepucTika Ha IpoAyKTa, Touka 4.2).

B. JPYI'M YCJOBHUSA U U3BNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IMepuoguynu akTyaJau3upanu aokaanu 3a 6ezonacuoct (ITAJB)

M3uckBanusTa 3a nogasane Ha ITAJIb 3a To3u J1eKapCTBEH NPOAYKT Ca MOCOYEHU B CIIUCHKA C
pedepentaute natu Ha Epponetickus cbio3 (EURD cnuchk), npensuaeH B wi. 1078, an. 7 ot
Hupextura 2001/83/EO, 1 BB BCHUKH CIIeIBAIIN aKTyalU3ali1, yOJIUKYBaHU HA €BPONIEHCKUS
yeOmopTai 3a JiekapcTBa.

[IputexaTtensT Ha paspemieHnero 3a yrnorpeba (IIPY) tpsodsa na nomgane nepsust [IA/lB 3a To3u
MIPOAYKT B CPOK OT 6 Mecela Clie/l pa3pelaBaHeTo 3a ynorpeoa.

r. YCJI0BUs NWJIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS IPOAYKT

. Ilnaun 3a ynpasJjienue Ha pucka (ITYP)

[IputexaTensaT Ha paspemieHnero 3a ynorpeba (IIPY) tpsodBa na n3BbpIIBa H3UCKBAHUTE ACHHOCTH U
JIeWCTBUS, CBBP3aHH C MPOCIE/sIBaHEe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoYeHH B ogo0penus [TYP,
npencraBed B Moayn 1.8.2 Ha pa3pemeHneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CIIEBAIIN 0I00peHH
akTyanu3anuu Ha [TYP.

Axryammupan [TYP Tps6Ba 1a ce nonasa:
e 110 uckaHe Ha EBporeiickaTa areHIys 1o JieKapcTBara;

® BUHArW, KOTaTO CE M3MEHs CHCTeMara 3a yIpaBJICHHUE Ha PUCKa, OCOOCHO B pe3yJiTaT Ha
MmoJTydaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a JJOBEIE 10 3HAYMMH ITPOMEHH B
CHOTHOIIIEHUETO IT0JI3a/PUCK, WITH CIIE/] JOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C
MpoCIe/siBaHe Ha JIeKapCTBEHATa 0E30IMaCHOCT WIIH CBEXKIAaHE HA PHCKA JI0 MUHUMYM).
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° I[OI'I'LJ'IHI/[TCJ'IHI/I MEPKH 32 CBC)KTAHEC HA PUCKA 10 MUHUMYM

[Ipenn myckanero Ha IMJUDO Ha ma3zapa BBB Besika IbprkaBa wieHka [IPY mie cpriacysa c
HaI[MOHAIHHS KOMIICTCHTEH OpPraH ChIbpXKaHUETO U (hopMaTa Ha 00Opa30BaTEIHATA MPOTPaMa,
BKJIIOYUTEIIHO CPEJCTBATA 32 KOMYHHUKAIKS, HAYMHUTE Ha Pa3pOCTPAaHECHUE U BCUUKHU JAPYTU ACMIEKTH
Ha mporpamara. JlompIHITeTHaTa MIpKa 32 CBEKAaHE Ha PUCKA 10 MUHIMYM € HacOYeHa KbM
MTOBHINIaBaHE Ha OCBEIOMEHOCTTA U TIPEAOCTaBsHEe Ha WH(GOPMAIHS OTHOCHO CHMITOMHUTE Ha
HMYHOCBBP3aHUTE HEKETTAHU PEaKIIUH.

[PV me rapanTupa, e BBB BCAKA IbpikaBa wieHKa, B kosTo IMJUDO ce npemrara Ha ma3apa, BCHUKH
JIEKapH, OT KOUTO ce ovakBa na usnoisear IMJUDO, umar nocten 0/ca cHaOJCHH ChC CICTHOTO, 32

Ja ro OpeaoCTaBiAT Ha CBOUTC IMALIUCHTU:

Kapra Ha manuenTa

OcHosHata uHpopmanus B Kaprara Ha manueHTa BKIIIOUBA:

e [Ipemynpexnenue (Ha pa3OnpaeM 3a MaIMEeHTa €3UK), Y€ MOXKE Ja BE3HUKHAT UMYHOCBBP3aHU
HE)KEeJIaHU PeaKLUK U 4e Te MOXKe J1a ObJaT CepUO3HH

L4 Onucanye Ha CUMIITOMUTE Ha HMMYHOCBBP3aHUTC HEKECIIAHN pCaKIINU

e  HanowmHsHe, ue TpsiOBa He3a0aBHO J1a CE€ CBBPIKAT ¢ MEAUIIMHCKHU CICIIMAIKCT, 3a 1a OOCHIAT
MIPU3HALIUTE U CUMIITOMHUTE

L4 Mscto 3a JaHHU 3a KOHTAKT C IpCANNCBaIIuUA JICKap

e  HamowmHsHE 1a ce HOCH KapTaTa IO BCSIKO BpEME.
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INPUJIOKEHMUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUA TPOAYKT

IMJUDO 20 mg/ml xoHIIEHTpaT 3a HH(Y3UOHEH Pa3TBOP
TpeMenuMymMad

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEULIECTBO(A)

Enun ml koHnienTpat chappka 20 mg TpeMenumymao.
Enun dnakon ¢ 1,25 ml koHIIeHTpaT chabpka 25 mg TpeMeaTuMyMao.
Ennn dnakon ¢ 15 ml xormenTpar cpappxa 300 mg Tpemennmymad.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

HOMOHIHI/I BCHICCTBA: XUCTUAWH, XUCTUAUHOB XUAPOXJIOPUI MOHOXHUAPAT, TPEXAJ103a AUXUapar,
JIBYHATPHUEB eeTaT JUXUAPAT, nonucopoat 80, Boja 3a MHKEKIIHH.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

Konnenrpar 3a nH(y310HEH pa3TBOP

25 mg/1,25 ml
300 mg/15 ml
1 dbnakon

| 5. HAYMH HA IPHJIO’KEHME U TbT(MLIA) HA BBBEXK/JIAHE

HHTpaBeHO3HO NPUIIOKEHHE
[penu ynmorpeba nmpoyereTe IUCTOBKATA.
Camo 3a eTHOKpaTHa yHoTpebda

6. CHELHUAJIHO NPEAYHNPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CBbXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHHEHOUAJIHU NPEAYIPEXKXKJIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'oneHn no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cbxpansBa B XJIaJUITHUK.
a He ce 3ampassiBa.
CwxpaHsBaiiTe B OpUTHHATIHATA OITAKOBKa, 32 Jia C€ MpeAa3d OT CBETINHA.

10. CHEIMAJIHH NPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NWJIN OTINIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertélje
IBenusa

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/22/1713/001 25 mg daakon
EU/1/22/1713/002 300 mg daakon

13. HNAPTHUJEH HOMEP

[TapTuga:

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHWNA 3A YIIOTPEBA

‘ 16. HMH®OPMAIIMS HA BPAMJIOBA A3BYKA

[Ipueto e ocHOBaHuKE 112 HE ce BKIOUM nH(popManus Ha bpaiinosa a30yka.

‘ 17. YHMKAJIEH WJIEHTH®UKATOP — JIBYUIMEPEH BAPKO/J

JByn3mepeH 0apKoJi ¢ BKIIFOYECH YHUKAICH HICHTU(DHUKATOD

‘ 18. YHUKAJIEH WIAEHTH®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EANVHNYHU
II'bPBUYHH OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JIEKAPCTBEHUA INTPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

IMJUDO 20 mg/ml cTepuiieH KOHIIGHTPAT
tremelimumab
V.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA I3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4, HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

25 mg/1,25 ml
300 mg/15 ml

6. JIPYTO

AstraZeneca
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b. JUCTOBKA
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JlucToBKAa: I/lH(l)OpMaIll/Ifl 3a manMeHTa

IMJUDO 20 mg/ml koHueHTpAaT 32 HH(Y3NOHEH Pa3TBOP
tpemeaumymab (tremelimumab)

vT031/1 JIEKapCTBEH MPOAYKT MOJIEKH Ha JOIIBIHATEITHO HaOmoieHue. ToBa 1ie 1mo3Boiu 0bp30To
YCTaHOBSIBaHE Ha HOBAa MH(OpMaIs OTHOCHO O6e30macHoCTTa. MOXeTe Ja JafeTe CBOS MPUHOC KaTo
ChOOINUTE BCSIKA HEXKEIIaHA PEAKIIUs, KOSITO CTE TOJMYYHIIM. 3a HauMHa Ha ChOOIIaBaHE HA HEXEIaHH
peaKkIuu BIKTE Kpasi Ha TOYKa 4.

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, MPeaH 1a Bu ce NpuiIoKu TOBa JIeKaAPCTBO, Thil KATO

TH ChABbP:Ka BaxkHa 3a Bac nundopmanus.

e 3amasere Ta3W JIUCTOBKA. Moke a ce HaJ0XH Ja 5 IPOYeTETe OTHOBO.

e AKo0 MMare HSIKaKBM JOITBJIHUTENIHN BBIIPOCH, IoNKTaiTe Bamms nekap.

e AKo momy4MTe HIKaKBM HEXeJaHU peakiuu, yBeaomere Bamms nekap. ToBa BKIIFOUBA M BCUUKU
BB3MOXKHH HEKEIIaHW PEAKINH, HEOIIMCAaHU B Ta3M JINCTOBKA. BikTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kaxso nmpencrasnsgsa IMJUDO u 3a kakBo ce U3M03Ba
Kakso Tpsi6Ba na 3Haere, npeau na Bu ce npunoxu IMJUDO
Kak me Bu ce mpunoxxu IMJUDO

BB3M0XHU HEXKETaHU PEAKIIUN

Kak ce cpxpanssa IMJUDO

ChabpxaHue Ha ONAKOBKATa U AOIBIHUTENIHA HH(OPMALUS

oM E

1. Kakso npencrasasipa IMJUDO u 3a kakBO ce U310/13Ba

IMJUDO e npoTHBOpakoBo JiekapcTBO. To chabpka aKTUBHOTO BELIECTBO TPEMEIUMyMal, KOETO €
BHJI JIEKAPCTBO, HAPEUCHO MOHOKAOHAIHO anmumsiio. ToBa JeKapCTBO € MpeIHa3HauYeHO Ja
pasmo3HaBa crienuUIHO TPUIIEITHO BelecTBO B opranusMa. IMJUDO neficTa, kKaTo moMara Ha
nMyHHara Bu cucrema na ce 6opu ¢ paka.

IMJUDO B komOuHanums ¢ gypBagyMad ce U3M0JI3Ba 3a JISUeHHE Ha BUJ paKk Ha YepHUs 1pod, HapeUueH
HaIpeIHall WK HeorepabuiieH xenaroneiyiapeH kapuuHoM (XIIK). Toii ce u3nonssa, korato XIK:
e He MOXE JIa ce OTCTpaHM 4pe3 onepauus (HeornepaduieH) 1
® MOJXKE J1a c€ € Pa3NpOCTPAaHUI B YEPHUS APOO WM B APYTH YaCTH HA TSJIOTO.

IMJUDO ce u3no:nssa 3a JedeHne Ha BUJ pak Ha Oenust qpo0 Ipu Bb3pacTHH, HapeueH HapeaHal
HepeOHOKIIeThUEH pak Ha Oenus apoO. Tol 1me ce u3moi3Ba B KOMOMHAIUS C IPYTH IPOTUBOPAKOBH
JieKkapcTBa (aypBasiymMal M XUMHOTEpPAIIns).

Twit kato IMJUDO 1me ce npuiiara B KOMOMHAIMS € IPYTH IPOTUBOPAKOBH JIEKAPCTBA, € BAXKHO J1a
MpoYeTeTe M JTUCTOBKATA Ha TE3M APYTH JIEKApCTBA. AKO MMaTe HAKAKBH BHIIPOCH OTHOCHO T€3U
JIeKapcTBa, nonuTaiite Bamms nekap.

2. KakBo TpsioBa n1a 3Haete, npeau Aa Bu ce npuiaoxu IMJUDO

He TpsioBa 1a Bu ce npuaara IMJUDO

aKo CT€ AIEPTUYHH KbM TpeMeNnMyMal I KbM HIKOS OT OCTaHAJINTE ChCTABKH Ha TOBA JIEKAPCTBO

(130poenu B Touka 6). AKO HE CT€ CUT'YpHH, roBopeTe ¢ Bamus nekap.

IIpenynpesxaeHust U npeana3sHu MePKH
I'oBopete ¢ Bamus Jexap, npeau 1a Bu ce npuioxu IMJUDO, ako:
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. “MaTe aBTOMMYHHO 3a0oJisiBaHe (0oJecT, mpy KOSTO UMYHHATa CHUCTEMa Ha OpTaHu3Ma aTaKyBa
CBOUTE COOCTBEHH KIIETKH);

. CTe UMalll OpraHHa TPAHCILIAHTAIHS;
nMate MpoOIeMu ¢ OenuTe IPoOOBE W JUITAHETO;
. “MaTe YePHOAPOOHH MPOOIEMH.

I'oBopete ¢ Bamus Jgexap, npeau na Bu ce mpmtoxku IMJUDO, ako HeIo OT TOpHATE MOXKE J1a Ce
oTHacs 1o Bac.

Koraro Bu ce mpunara IMJUDO, moxe 1a uMate HAIKOH CepPHO3HU HeKeJAHH pPeaKIHu.

Bammusr nexap moxe ga Bu gane apyru nekapctsa, KOUTO MPEAOTBPATABAT MO-TEKKH YCIOXKHEHUS, U
na Bu momorHe ga HaManuTe CUMOTOMUTE. Bamust nekap Moxe 1a OTJIOKH clieABaliara 103a
IMJUDO wunu na cripe siedennero Bu ¢ Hero. He3abaBHo roBopete ¢ Bamus jexap, ako moiaydure
HSIKOS OT CJIETHUTE HEKETIAaHW PEaKITHH:

o HOBA WJIM BJIONIABAIlA CE KAILIMIA, 3a1yX, O0JIKa B I'bpANTE (MOXKE 1a ca IPU3HAIM Ha
0eJ1oAPOOHO BH3IATICHHE)
. raJieHe WU MOBPBIIaHe, HaMaJIeHO YyBCTBO Ha IJ1aj, O0JKa B AACHATA YacT Ha CTOMaxa,

MOXBJITSBAHE HA KOXKaTa MM Ha OSII0TO Ha OYUTE, CHHIMBOCT, ThMHA YPUHA, KbPBEHE WITH
oOpa3yBaHe Ha CHHHHH MO-JIECHO OT HOPMAaIHOTO (MOXeE Ja ca MPU3HAIY HA YePHOAPOOHO
BB3MAIICHHE)

o Auapus Uik o-4€CTU U3XO0XKIaHUA OT O6I/IKHOBCHO, YCpHU, KaTPpaHCHU WUJIA JICTIKABU
U3MPaKHEHUSI C KPBB WIIH CITy3, CHJIHA 0O0JIKa B CTOMaxa MIJIM YyBCTBHUTEIHOCT (MOXeE J1a ca
MpU3HAIM Ha Bh3MAJCHHE WK MPOOHB HA YepBaTa)

o YCKOpEeHa ChpJeYHa ICHHOCT, IPEKOMEPHA YMOpa, Ha/IaBaHe WK 3ary0a Ha TerJio, 3aMasHOCT
WM TIPUTaIbK, KOCOMal, yCellane 3a CTy/, 3alleK, raBo0ore, KOeTO He N34e3Ba, UIn
HeoOWYaifHO ri1aBoOore (MOXe /1a € MPU3HAK Ha Bh3MaJIeHHE Ha KJ1€3H, 0COOCHO Ha
MIMTOBHIHATA XKJIe3a, HAAObOpEUHHUTE KIIE3H, XUITO(H3aTa WU ITaHKpeaca)

o yCeIaHe 3a Mo-TOJISIM TJ1aJ] WK JKaXK/1a OT 00MYaiHOTO, O-YECTO OT/ACNSHE Ha ypHHA OT
00M4aifHOTO, BUCOKA KPBbBHA 3aXap, yU4ECTEHO U ABJIOOKO AulIaHe, 00bPKaHOCT, CIIaHUKAB
MHPHC Ha JIbXa, CJIaHUKAB MM METAJICH BKYC B yCTaTa, pa3jiMyHa MUpPHU3Ma Ha yPHHATA HIIH
notTta (MOXe Jia ca IpHu3HaIy Ha 1uader)

o HaMaJIsIBaHe Ha KOJMYECTBOTO YPHUHA, KOETO OTAEATe (MOKE Ja € MPU3HAK Ha Bh3IMaJeHHe Ha
onOpenuTe)

o 00puB, ChpOEK, MEXYPH 10 KOKAaTa MJIH S3BH 110 JIMTABHIIATa HA YCTATa WITH 110 JAPYTH JTUTaBUIH
(MOKe 1a ca pU3HAIM Ha Bb3MaJeHHE Ha KOKATA)

o 00JIKa B TBPINTE, 3ayX, HEPABHOMEPEH ChPJCUCH PUTHM (MOXKE J1a ca MPU3HAIM Ha
BB3MAJICHHE HA ChPAEYHUST MYCKY.J)

o 0o0JKa B MyCKYJIUTE, CI1a00CT MK Obp3a yMOpa Ha MyCKyJIUTe (MOXeE J1a ca MPHU3HAIM Ha
BB3MAIEHUE WIIH IPYTH TPOOIEMH C MYCKYJIUTE)

o BTPHUCAHE WK TPENepene, ChbpOekK Wik 0OPHB, 3aUepBsIBaHE, 3a/1yX MM XPUIIOBE, 3aMasHOCT
WM TIOBHUIIIEHA TeMIiepatypa (MoXKe Ja ca MPHU3HAIM Ha peakiuH, CBbP3aHu ¢ HHPY3uATa)

o I'bPUOBE, CKOBAHOCT Ha BpaTa, TJ1aBo00IIME, TOBUIIIEHA TEMIIEPATYPa, CTYACHH TPBIIKH,

MOBPBIIAHE, YyYBCTBUTEITHOCT HA OYUTE KbM CBETIIMHA, OOBPKAHOCT U CHHIMBOCT (MOXeE Ja ca
MpU3HAIM HA BH3MAIICHUE HA TJIAaBHUSI MO3bK WIH HAa OOBMBKATA HA TJIABHUS U IPHOHAYHUS
MO3bK)

o Bb3NaJieHue HA TPbOHAYHHUS MO3bK (TpaHCBEP3aJICH MHUEIINT): CHMITOMHTE MOTAaT Ja
BKJIFOYBAT O0JIKa, U3TPHIIBaHE, MPaBYUYKaHE MM CIA00CT B PHIIETE WM KpaKaTa; MPoOJIeMH C
MMUKOYHUS MEXYP WM YepBaTa, BKIFOUUTEIIHO HEOOXOMMOCT OT T0-4€CTO YPUHUPAHE,
HEe3abpKaHe Ha ypUHA, 3aTPYJIHEHO YPUHUPAHE U 3aMeK

. Ooska, cnabocT U mapanusa Ha JJIaHWTe, CThIIAIaTa WK phlieTe (MOXe Jja ca MPU3HALM Ha
Bb3MajJeHHe Ha HepPBUTE, CHHIpOoM Ha [ uien-bape)
. OoJka B CTaBUTE, ITOJyBaHE W/ CKOBAHOCT (MOJKE J]a ca MPU3HALM Ha Bh3MAJCHHE HA

CTaBHTe, UMYHOCBBP3aH apTpHT)
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. 3auepBsIBaHE HA OYUTE, OOJIKA B OYHMTE, UyBCTBUTEITHOCT KbM CBETIMHA W/WIIM IPOMCHH B
3pEHHETO (MOXKE JIa ca PU3HAIY ¥ CUMIITOMH Ha Bh3NalleHHE Ha OKOTO, YBEHT)

. KbpBeHE (0T HOCA WJIM BEHIUTE) W/WIIM CHHUHU (MOXE Jla ca PU3HAIM Ha HUCKO HABO HA
TPOMOOIIUTHTE).

I'oBopete ¢ Bamus Jiekap He3a0aBHO, aKO UMATE HAKOH OT TOPHUTE CHMITTOMHU.

Jlena v roHOIIMN
IMJUDO He TpsiOBa aa ce W3M0/3Ba Y JICla U FOHOIIM Ha Bh3pacT 1o 18 roguHu, Thil KaTo HE €
MPOYYEH NPHU TE3U MALUCHTH.

Apyru nexapctBa u IMJUDO
Tps0Ba na kaxxere Ha Bamms nexap, ako npreMate, HACKOPO CTe MpUeMali WK € Bb3MOXKHO Ja
npueMaTte ApyTH JekapcTBa. ToBa BKIIOYBA OMIIKOBH JIEKApCTBA M JIEKAPCTBA, MOTyYCHH O3 perenrTa.

BbpeMenHoCT M pepTHIAUTET

ToBa nexapcTBO He ce MpenopbYBa M0 BpeMe Ha OpeMeHHOCT. AKO cTe OpeMeHHa,, CMATaTe, 4e
MOJKe Jla cTe OpeMeHHa WU [UIaHupaTe OpEeMEHHOCT, MOChBETBalTe ce ¢ Bamms ekap. AKo cTe keHa,
KosiTO OU MoTJIa fia 3abpeMeHee, TpaOBa Ja n3non3BaTe eeKTHBHA KOHTPALETIIHUS, JOKATO Ce
nekyBare ¢ IMJUDO u naii-manko 3 Meceru ciief mociaeaHara 103a.

Kbpmene

Tps6Ba na kaxere Ha Bamms nekap, ako kepmure. He e uzsectno nanu IMJUDO npemunasa B
KbpMaTa pu xopa. Moxe n1a Bu Obae npenopbuaHo Aa He KbpPMUTE [0 BpEMeE Ha JICUEHUETO U Haii-
MaJIKo 3 Mecela el mocjaeHara 103a.

Mlodupane u padora ¢ MAIIUHU

Hsma BepositHocT IMJUDO na nmoBnusie ciocobHocTTa BU 32 modupane u paboTa ¢ MammHu. AKO
obaue UMaTe HeXeJIaHU PEeaKIMK, KOUTO 3acsraT cnocoOHocTTa Bu 1a ce KoHLeHTpupaTe U 1a
pearupare, TpsiOBa 1a ObJeTe BHUMATEIHH, KOraTo modupaTe win paboTHTE C MAITUHH.

IMJUDO nMma HHCKO cChABbpPKaHHE HA HATPUIA
IMJUDO cpappxa mo-majiko or 1 mmol Hatpuii (23 mg) Ha 1033, T.e. MOXKeE JIa C€ KaxKe, ue
MIPAKTUYECKU HE ChABPIKa HATPHIL.

IMJUDO cbabp:xa noaucopoar

Toga sekapctBo chabpika 0,3 mg momucopobat 80 BuB duakon ot 1,25 ml wu 3 mg nmosmcopbar 80
BBB (uakon ot 15 ml, koero e exBusasnent ua 0,2 mg/ml. [Tonucopbatute Morat Ja IPUIUHST
aJlepruYHy peaknuu. TpsoBa fa kaxere Ha Baius nekap, ako ©MaTe YCTaHOBEHH ajepTuu.

3. Kak me Bu ce npwiara IMJUDO

IMJUDO mie Bu 0b1e npunosxeH B OOHUIA WITH B KIIMHUKA T10]] HAOIIOIEHUETO HA OTIMTEH JIeKap.
Bammsr nekap me Bu npunoxu IMJUDO non ¢popmata Ha KankoBoO BiMBaHE BbB BeHa (MHQY3Hs) B
MIPOJBIDKEHNE Ha OKoJIo 1 4ac.

Toii ce npuiiara B KOMOMHAIMA € TypBalyMal MpH pak Ha YepHUst Jpo0.

IIpenopbunTeHaTA 1032
e Axo texute 40 kg wim noBede, no3ara € 300 mg enHOKpaTHO
e Ao Texure no-mMaiko ot 40 kg, nozara me 6b1e 4 mg Ha kg ot TenecHoTo Bu Terio

Koraro IMJUDO ce npuiiara B KOMOMHAIIMS C TypBajdyMa0 IpH paK Ha YyepHus ApoOd, mbpeo 1ie Bu
opae mpmwioxxed IMJUDO, cren ToBa nypBamyma0.

Toli ce mpuitara B KOMOMHAIMS C TypBaTyMa0 ¥ XUMUOTEpaNus Py pak Ha Oernust Jpo0.
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IIpenopbunTeHaTA 103a:
e Axo texure 34 kg winu nmoseue, g03ara € 75 mg Ha BCEKH 3 CEMUIIH

e Ako Texwure mo-Manko ot 34 kg, no3ata e 6sae 1 mg Ha kg oT TenmecHOTO BH Terio Ha BCeku
3 ceqmMui

Oo6ukHOBeHO 1ie Bu ce mpuioxat o6mo 5 go3u IMJUDO. IIspeute 4 1034 ce mpujarat mnpe3
ceaqmuna 1,4, 7 u 10. Ciren ToBa merara q03a OOMKHOBEHO ce Mpuiiara 6 ceaMUIId 0-KbCHO, B
Cenmuria 16. Bammsr nekap 11e penrs TO9HO KOJIKO /103U ca Bu HeoOxoaumu.

Korato IMJUDO ce npunara B KOMOWHAIMS ¢ JypBalyMad U XUMHOTEpAITUs, MbpBo 1ie Bu 0b1e
npunoxed IMJUDO, cnen ToBa aypBaayma0 H ciie]] TOBa XUMUOTEPAIHs.

AKoO nmpomnycHeTe HaCpo4eH 4ac 3a npujiaoxenue Ha IMJUDO
MHoro e Ba)XHO J1a He MPOITyCKaTe 1032 OT TOBa JIEKapcTBO. AKO MPOITyCHETE HACPOUEH Yac, BeHara
ce obanere Ha Bamus Jexap, 3a 1a mpeHacpo4x Jaca.

AKO MMaTe HAKaKBH JONBJIHUTEIHH BBIIPOCU OTHOCHO Baiero neuenue, nonutaiite Bamus nekap.

4. Bb3MOKHU HekeTaHU PeaKkuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAN3BHUKA HEKECIIaHNU PCAKIIUN, BBIIPEKU Y€ HC
BCCKHU I'Ml I1OJTy4aBa.

Koraro nonygasare IMJUDO, mMoe na umMate HAIKOM CEpHO3HU HEKEJTaHU peakuud. Bukre Touka 2
3a MOAPOOCH CIUCHK.

I'oBopete He3a0aBHO ¢ Bamms nexap, ako MOTyYUTE HAKOS OT CIEAHUTE HEXKETaHU PEAKIIMH, KOUTO
ce chOOIIaBaT B KIMHUYHO MIPOYYBaHe ¢ manueHTH, noaydyasanu IMJUDO B koMOuHaLMs C
nypBaiymao.

CrenHuTe HEXENaH! PEaKIMH Ce ChOOMABAT B KIIMHUYHH W3ITUTBAHUS MPH MAIIMEHTH, TOTy4aBain
IMJUDO B xoMOuHarws ¢ aypBairymao:

MHoro yectu (Mo:ke 1a 3acerHat noseue ot 1 Ha 10 qymm)
e HaMaJeHa aKTUBHOCT HA IIUTOBHHATA JKJIe3a, KOETO MOKE J]a MPEJU3BHKA YMOPa I

Ha/IJJaBaHe Ha TETJIO

KaluIa

TaApHsE

0oJika B Kopema

OTKJIOHEHHS B UEPHOIPOOHUTE M3CIieABaHus (IOBUIIIEHA acllapTaT aMHHOTpaHC(epasa;
MOBHUIIIEHA aJJaHWH aMUHOTpaHcdepasa)

KOXXKEeH 00pHUB

ChpOeK

MOBHLICHA TEMIIEpaTypa

MoJlyBaHe Ha KpakaTa (neprudepeH 0TOK)

Yectu (Mo:ke xa 3acernat 10 1 na 10 qymm)
e UH(EKIMY Ha TOPHUTE JUXATEIHU ITHTHUIIA
nH(eknnsa Ha Oenurte ApoOoBe (THEBMOHUS)
TpUTOIOA00HO 3200 IsIBaHe
WHQEKIMH Ha 350MTE U MEKHUTE ThKaHH B ycTaTa
MOBHINIEHA aKTHBHOCT HA IIUTOBHUIHATA KJI€3a, KOETO MOKE /1 € TIPUYMHA 332 yCKOPEeHa
Chp/CYHA ACHHOCT WK 3ary0a Ha Teryo
e Bh3NAJCHHUE HA MIMTOBUIHATA *KJIe3a (TUPEOUINT)
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HaMmaJleHa CEeKpeLHs Ha XOPMOHHUTE, TPOU3BEKIAHN OT HAAOBOPEUHNUTE HKIIE3U, KOETO MOXKE /12
NpeI3BUKa yMOpa

BB3MaJIeHHE Ha OenuTe ApoOoBe (THEBMOHHT)

OTKJIOHEHHS B M3CJICIBAaHUATA Ha MAaHKpeaTHuYHaTa (PyHKIUS

BB3MaJICHHE Ha YepBarta (KOJHUT)

BB3MAJICHNE Ha MaHKpeaca (TTaHKpeaTuT)

BB3MAJICHUE HAa YePHUS IPO0 (XEIaTHUT)

Bh3MAJICHUE HAa KOXKATa

HOIITHH U3TMOTSIBAHUS

MyCKyJTHa 0OJKa (MHaITHSA)

OTKIJIOHEHHSA B M3CJe/IBaHuATa Ha ObOpeuHara (GyHKIwS (IOBHUINEH KPEATHHUH B KPHBTA)

00J1e3HEHO ypUHHUpaAHE (TU3ypHs)

peakius KbM HHPY3HATA Ha JIEKAPCTBOTO, KOSTO MOXeE J1a TIPEJIN3BHKA MTOBHIIICHA TEMIIeparypa
WM 3a4epBsIBaHe

Heuectn (Moxe 1a 3acernar 10 1 va 100 qymm)

rbOMYHA HHQEKIHS B ycTaTa

HUCHK OpOli TPOMOOIIMTH C MPU3HAIM Ha TPEKOMEPHO KbpBEHE U HACHHsIBaHE (MMyHHA
TPOMOOIIUTOTICHHS )

HamasieHa GyHKIHS Ha XATTO(U3HATA XKIIe3a, Bh3MaIeHNEe Ha XUo(U3HATA JKIIe3a
3axapeH amadet v 1

CBCTOSIHUE, TIPH KOETO MYCKYJIUTE CTaBaT clIadH U € HaiuIe Obp3a yMopa Ha MyCKYJIUTE
(MHacTeHus TpaBuC)

Bb3MaJeHHE Ha OOBUBKATa OKOJIO TPHOHAYHHS U TJIABHUS MO3bK (MCHUHTUT)
BB3MAIICHUE HA CHPIETO (MHOKAPIUT)

nperpakHai raac (auchoHmus)

oOpa3yBaHe Ha pbOLIM B O€I0poOHaTa ThKAH

oOpasyBaHe Ha MEXYpH T10 KOXKaTa

BB3MAIIEHNE HA MyCKYJIUTE (MHO3UT)

BB3MAJIEHNE HA MYCKYJIUTE U KPBbBOHOCHUTE CHJIOBE

BB3MajJIcHHE Ha OBOperuTe (HePpPHUT), KOSTO MOXKE Jla HaMaJIl KOJMYECTBOTO Ha yprUHATa
BB3MaJICHNE Ha CTaBUTE (MMYyHOCBBP3aH apTPUT)

Penku (mo:xe xa 3acernar 10 1 va 1 000 qymm)

Oe3BKyceH quader

BB3MAJICHHE Ha OKOTO (YBEUT)

BB3MAaJICHHE Ha MO3bKa (eHIedanuT)

Bh3MajeHre Ha HepBute (cuHapoM Ha ['miien-bape)

npoOuB Ha YepBara (YpeBHa mepQoparus)

[OJIMAKHKS (XapaKTepU3npa ce ChbC CUMIITOMH KaTo CTOMAIHA 00K, AUApUs ¥ MOyBaHE CIe]
ynoTpeda Ha XpaHH, ChABPIKAIIY [TyTEH)

BB3MAICHNE HA MUKOYHHS MeXyp (IUcTuT). [Ipr3HanuTe 1 CHMITOMHTE MOXKE J1a BKJIIOYBAT
4ecTo 1/wiu 00JIe3HEHO YPUHUPAHE, CIICIITHY [TO3WBH 32 YPUHHUPaHE, KPbB B YpHHATA, 0OJTKA
WJIM HAIIPEXKEHHE B JIOJHATA YacT Ha Kopema

Jlpyru HexelaHU peaKklHH, KOUTO ce ChOOIIABAT ¢ HEM3BECTHA Y€CTOTA (0T HAJJMYHMUTE JAHHHU
He MOxke 1a Obie HallpaBeHA OLIeHKA)

BB3IMAJICHUE HAa YaCT OT IPhOHAYHUS MO3BK (TPAHCBEP3aJICH MUEIIUT)
JIUTICA WM HaMaJIIBaHE Ha XPAHOCMUIIATEIIHUTE €H3UMU, TIPOU3BEXKIAHU OT ITAHKpeaca
(maHKpeacHa eK30KpHUHHA HEJJOCTaThYHOCT)

CrenHure HeXENaH! PEaKUK ce ChOOIaBaT B KIIMHUYHHI U3MUTBAHUS MPH MALMEHTH, TIOTy4aBaIn
IMJUDO B koMOuHaus ¢ TypBalymMad 1 XUMHOTepanus, 0a3upaHa Ha IJIaTHHA:

MHoro yectu (Moxke qa 3acerHat nmosede or 1 Ha 10 xymm)
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WHQEKIUN Ha TOPHUTE AUXATENHHU TBTHIIA

uHbpeKnus Ha 6enuTe ApoOoBe (THEBMOHHMS)

HUCBHK OpOii YepBEHU KPbBHH KIIETKH

HUCBHK Opoii 6enM KpbBHU KIETKH

HUCBHK Opoii TpPOMOOIIUTH

HaMaJleHa aKTHBHOCT Ha MIMTOBUIHATA JIe3a, KOETO MOXKE /1a € IPUYHMHA 32 YMOpa UIIN
HaJIaBaHe Ha TErJo

HaMaJieH aleTUT

KalllIuna

rajieHe

Iapust

MOBpBINAHE

3ameK

OTKJIOHCHHS B YEPHOAPOOHUTE M3CiIeaABaHus (IOBUIIIEHA acTiapTaT aMHHOTpaHchepasa;
MOBHIICHA aJlaHUH aMUHOTpaHcdepasza)

KOCOTIa

0o0OpHB 10 KOXKaTa

ChpOexK

CTaBHU OOJKH (apTpanrus)

yCeIaHe 3a yMopa Win ci1adocT

MOBUILICHA TEMIIepaTypa

YecTu (Mo:xe ga 3acernar A0 1 na 10 qymmn)

IpUNONO00HO 3a00MsIBaHe

rbOMYHA HHQEKIHS B ycTaTa

HUCHK Opoii 6eM KpbBHU KIETKH C TIPU3HAIM Ha TIOBUIIIEHA TEMIIepaTypa

HHUCBK OpOii YepBEHU KPHBHHU KICTKH, OCITH KPbBHH KICTKH U TPOMOOIMTH (TTAHIIUTOICHUS)

MOBHUILICHA aKTUBHOCT Ha IIUTOBHIHATA JKJIe€3a. KOETO MOXKE J1a € TIPHYHMHA 332 YCKOPEH ITyJIC WIIN
3ary0a Ha Tersio

HaMaJIeHH HHBA Ha XOPMOHUTE, TPOU3BEKIaHU OT HaJOBOPEUHUTE JKIIE3U, KOETO MOXKE J1a
Mper3BUKa yMOpPa

e HamaseHa QYHKIU Ha XUNopHU3HATA JKiIe3a, Bh3MaJcHNe Ha XUTo(u3HaTa jKiie3a

Bb3MaJCHUE HA IUTOBHIHATA KJie3a (TUPEOUTUT)

BB3MAJIEHNE HA HEPBUTE, IPUYMHSBAIIO U3TPBIIBAaHE, C1a00CT, MpaBydKaHe WM napeina 0oka
B phIIeTe U Kpakata (repudepHa HeBpOIaTus)

BB3MaJIeHNE Ha OenuTe ApoOoBe (THEBMOHHMT)

nperpakHai riac (qucQoHws)

BB3MAJICHNE HA yCTaTa WIN YCTHUTE

OTKJIOHEHHS B M3CJIC/IBAHUSTA Ha TAHKpeaTnYHaTa (QyHKIINS

cToMallHa GoJiKa

BB3MAaJICHUE Ha yepBaTa (KOJIUT)

Bb3MaJICHHE Ha MTaHKpeaca (TaHKPEeaTHT)

BB3MAIIEHNE HA YepHUS P00, KOETO MOXKE JIa € IPUIHHA 3a TaJIeHe WM HaMaJIeHHe Ha areTHTa
(xematuT)

MYCKyJHa 0oJKa (MUaITus)

OTKJIOHEHHMS B M3CJieIBaHUATA Ha ObOpeuHaTa GyHKUMS (OBUIIEH KPEaTHHUH B KPHBTA)

0oJIe3HEHO ypUHUpaHe (AU3ypus)

MoJlyBaHe Ha KpakaTa (neprudepeH 0TOK)

peakuus KbM HHQY3UATa Ha JIEKApCTBOTO, KOSATO MOXKE Ja PeAN3BHKA OBUIIIEHA TEMIIEpaTypa

WJIN 3a4epBsiBaHE

HeuvecTu (Moxe na 3acernar 1o 1 Ha 100 xymm)

I/IH(i)eKLII/II/I Ha 3b0UTE U MCKHUTE THKAHU B ycTata
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® HUCBHK Opoli TPOMOOIIMTH C IPU3HAIM Ha IPEKOMEPHO KbPBEHE W HACUHSIBaHE (MMyHHA
TPOMOOITUTOTICHHS )

Oe3BKyCeH quaber

3axapeH auadeT tum 1

BB3MaJICHNE Ha MO3bKa (eHIedauT)

BB3MAJIEHHE Ha CHPLETO (MHOKAPIUT)

o0Opa3yBaHe Ha ChEeMHHUTENHA ThKaH B OennTe 1podoBe

o0Opa3yBaHe Ha MEXYPH I10 KOXKaTa

HOIIIHU M3MOTSBAaHUS

BB3MAaJICHNE Ha KOXKaTa

BB3MAJICHNE HA MYCKyJIUTE (MHO3UT)

BB3MAJICHNE HA MYCKYJIUTE H KPbBOHOCHHUTE CHJIOBE

BB3MajJeHne Ha OBOperuTe (HeQpuT), KOETO MOXKE /1a HAMaJTd KOJTMYEeCTBOTO Ha yprUHATA

BB3MAJICHNE HA MUKOYHIS MeXyp (ucTut). [Ipu3Hanmre 1 CHMIITOMHATE MOXeE J1a BKIFOYBAT
4YecTo u/uiu 00JIe3HEHO ypHUHUPAHE, CTICITHY MTO3UBH 32 YPUHUPaHe, KPbB B ypuHaTa, O0Ka
WM HaNpe)KeHHE B IOJTHATA YacT Ha KopeMa

e Bh3MaCHHE Ha OKOTO (YBEHT)

e BB3MAJICHHE HA CTaBUTE (MMYyHOCBBP3aH apTpUT)

Penku (mo:xe aa 3acernar 10 1 Ha 1 000 qymim)

¢ 3a00IsIBaHe, IPU KOETO MYCKYJIUTE OTCIa0BaT U ObP30 HACTHIIBA YMOpPa HA MYCKYITUTE
(MHacTeHus rpaBuC)

e BhB3MajcHUe Ha HepBuTe (cuHapom Ha ['unen-bape)

e BB3NaJCHUE Ha OOBUBKATa OKOJIO IPhOHAYHHUS U TIIaBHHS MO3bK (MCHUHIHT)

e poOuB Ha YepBara (upeBHa nepdoparus)

® [[LOJHMAKHSA (XapaKTepU3upa ce CbC CUMIITOMH KaTo CTOMAIIHa 00JKa, AUapus ¥ MoyBaHe Cie]
ynorpeba Ha XpaHH, ChIbPIKAIIH TIIyTeH)

Jpyru HexelaHU peaKHH, KOUTO ce ChOOIIABAT ¢ HEHM3BECTHA YeCTOTa (0T HAJIMYHMTE JAHHHU
He MOsKe 1a 0b/ie HAPaBeHa OLICHKA)
e Bh3MaEHHE Ha YacT OT IPhOHAYHUS MO3bBK (TPaHCBEP3aJICH MUEIIHT)
® JIMIICA WIM HAMAJISIBAHE HA XPaHOCMUJIATEIIHUTE €H3UMH, IIPOU3BEXKIAHM OT MAHKpeaca
(maHKpeacHa €K30KpHHHA HEI0CTaTbYHOCT)

I'oBopere Beanara ¢ Bamus jekap, ako HOIyYUTe HAKOS OT TOPEM30POCHUTE HEXKENAaHH PEAKLIUH.

Chol0maBaHe Ha HeJKeJaAHU peaKnuu

AKO MoNTyuyHTe HIKaKBH HEXETaHU JIEKApPCTBCHU peakiny, yBeaqomere Bamust gexap. ToBa BkitouBa
BCHYKH BH3MO)KHHU HEOIHCAHU B Ta3H JIMCTOBKA HEXEJTaHU peakiuy. Mo)keTe ChIIo Aa ChoOIHTe
HEXXEJIaHU PeaKklMy AUPEKTHO Ype3 HAlMOHAJIHATA CHCTEMa 32 ChOOIIaBaHe, IOCOYEHA B
[punoxenue V. Kato cho0imaBare HeXXeNaHU PeakIMy, MOXKETe Ja 1a/IeTe CBOS IPUHOC 32
NoJTyYaBaHe Ha IoBeve HH(POPMAIHs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKApCTBO.

5. Kak ce cexpansisa IMJUDO

IMJUDO mie Bu ce npuiioxku B O0JHUIA HITH B KIIMHUKA U METUITMHCKUAT CIIEIUAITUCT 1€ OTrOBapSI
32 CBXPAHECHHUETO MY.

CoxpaHsBaiiTe TOBa JIEKapCTBO HA MSICTO, HEJOCTHITHO 32 JIEIa.
He u3non3BaiitTe TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOENsI3aH BHPXY KapTOHEHATa OMAaKOBKa U

eTukera Ha ¢uiakona cuen ,,l onen 10:/EXP“. CpokbT Ha TOAHOCT OTrOBapsl HA MOCIEAHUS JIEH OT
[IOCOUYCHUS MECeLl.
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Ia ce cpxpansBa B xnmaauiauk (2 °C-8 °C).
[a He ce 3ampassiBa.
ChxpaHsBaiiTe B OpUTMHAIHATA OMIAKOBKA, 33 J1a CE MPEANa3y OT CBETIHMHA.

He u3non3paiiTe ToBa JICKapCTBO, aKO € MBTHO, C IPOMCHCH LUBAT WJIN CbAbpiKa BUAUMHU YaCTULIH.

He cbxpaHsBaiiTe HeM3MOI3BaHATA YacT OT WH(Y3UOHHUS Pa3TBOP 3a MOBTOPHA yroTpeoa.
HewusmnonsBaHuAT IEKapCTBEH MPOIYKT MU OTHAILYHUTE MATSPUATU OT HETO TPSIOBA JIa CE U3XBBPIISAT
B CHOTBETCTBUE C MECTHHTE M3UCKBAHUSI.

6. Chabp:kaHue HA OMAKOBKATA M TOMbJIHUTETHA HH(POPMALIHSA

Kakso ceabp:xa IMJUDO
AKTHUBHOTO BEILIECTBO € TpeMeIUMyMa0.

Bceku ml koHIIEHTpAT 32 HHPY3HMOHEH pa3TBOP ChIbpxka 20 mg TpeMeaumMyMa0.

Bcexu dmakon cpappika 300 mg tpemennmymab B 15 ml koHneHTpaT M 25 mg TpeMennmymad B
1,25 ml koH1EHTpAT.

Jlpyrurte CbCTaBKH ca: XUCTUANH, XUCTUANHOB XUAPOXJIOPUA MOHOXHUIIPAT, TPEXaao3a AUXUIAPAT,
JBYHATpHEB efeTaT Auxuapat (Buxre Touka 2 ,,IMJUDO nma HHUCKO ChABbpKaHUE HA HATPUIL®),
nosiucop6ar 80, BoJa 3a MHKCKIUH.

Kak n3raexna IMJUDO u KakBO CbAbp:Ka 0IAKOBKATA
IMJUDO koHIIeHTpaT 3a HHPY3HOHEH pa3TBOP (CTEPHIICH KOHIICHTPAT) € OMCTHP A0 CJ1abo
OMAaJICCLICHTEH, OE3I[BETCH 10 OJICIOXKBIT pa3TBOp 0e3 KOHCEPBAHTH M BUIMMH YaCTHIIH.

JocTaBs ce B OMakoBKH, Chbpkaniy 1 cTbkieH ¢uakoH ¢ 1,25 ml koHnenTpat uinu 1 cThKICH
¢makoH ¢ 15 ml koHIIEHTpAT.

He Bcnuku BHUIOBC OITAKOBKK MOrI'aT Ja 6”b,I[aT ITyCHATH Ha ma3apa.

IIpuTeskaTesn Ha pa3pelIeHUETO 32 ynoTpeda
AstraZeneca AB

SE-151 85 Sodertélje

IBenuns

IIpoussoaure
AstraZeneca AB
Gartunavégen
SE-152 57 Sodertélje
IBenusa

3a JOIIBJIHUTCIIHA I/IH(bOpMaIII/ISI OTHOCHO TOBaA JIEKApCTBO, MOJIA, CBBPKETE CE€ C JIOKATTHUA
NpEACTAaBUTCII HAa IPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yrIOTpe6a:

Belgié/Belgique/Belgien Lietuva
AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
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bbarapus
Actpa3eneka brarapus EOO/]
Ten.: +359 24455000

Ceska republika
AstraZeneca Czech Republic s.r.o.
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca
Tel: +372 6549 600

E\M\Gda
AstraZeneca A.E.
TnA: +30 210 6871500

Espafia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141294000

Hrvatska
AstraZeneca d.o.0.
Tel: +385 1 4628 000

Ireland

AstraZeneca Pharmaceuticals (Ireland)
DAC

Tel: +353 1609 7100

island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 9801 1

Kvnpog
Aléktop Qappokeutiky Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +32 237048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 85 808 9900

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +431711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.
Tel.: +48 22 245 73 00

Portugal

AstraZeneca Produtos Farmacéuticos, Lda.

Tel: +351 21 434 61 00

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, 0.z.
Tel: +421 25737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige

AstraZeneca AB
Tel: +46 8 553 26 000
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)]aTa Ha IOCJICIHO NMpepasrjaekaaHe Ha JUCTOBKaTa

Apyru uzrounnum Ha uagopmauus

[NonpoOHa nH(DOpMaIMs 3a TOBa JICKAPCTBO € IIpeJ0CTaBeHa Ha yeOcaiita Ha EBporetickarta areHIust
1o JiekapcTBara: http://www.ema.europa.eu

ITocouenara no-goy nHGOpPMANHA € IpeAHa3HadYeHa CaMO 32 MEIUIIMHCKH CIIEIHAUCTH:

Iloaroropka u npujiarane Ha I/IH(i)y?;I/IHTa:

[Ipenu nmpunokeHUeTo napeHTepaTHUTE JIEKApCTBEHN POAYKTH TpsiOBa /1a ce mperienat
BU3YyaJIHO 3a HaJIM4KMe Ha BUAMMH YaCTHLH U IPOMsHA Ha 11BeTa. KoHIeHTpaThT € OucThp 110
c1abo onaneceHTeH, Oe3BETEH 10 CBETIONKBIT Pa3TBOp O0e3 BUAMMH yacTuiy. M3xBwpiere
(makoHa, aKko Pa3TBOPHT € MBTEH, C IPOMEHEH LBAT WIK ce HAOII0AaBaT BUJUMHU YaCTHULIH.

He paszknamaiite pnakona

Usrernere HeoOxomumus 06eM KOHIIEHTPAT OT (prrakoHa(MTe) U TO MPEeXBHpIIeTe B NH(Y3HOHEH
cak, chabppkaiy HarpueB xiopua 9 mg/ml (0,9%) UHKEKITMOHEH pa3TBOP WIIH TIIIOK032a

50 mg/ml (5%) uHX’EeKIHOHEH Pa3TBOP, 3a a MPUTOTBUTE PAa3pEACH pa3TBOP C KpaiHa
KOHIeHTpaIus, Bapuparia ot 0,1 mg/ml no 10 mg/ml. CmeceTe pa3peneHus pa3TBOP 4pe3 JIEKO
oOpbIIane.

N3non3BaiiTe 1ekapcTBEHUS MPOIYKT BeAHAra CIe pa3pexaaHeTo. Pa3peeHUsT pa3TBop He
TpsiOBa J1a ce 3aMpassiBa. AKO He ce yrnoTpeOu He3abaBHO, 00IIIOTO BpeMe OT MPOOMBAHETO HA
(hakoHa 70 3an0YBaHE HA MPUJIOKEHUETO He TpsaOBa 1a HaaxBbp:sa 24 yaca mpu 2 °C g0 8 °C
win 12 gaca npu craitaa temmeparypa (10 25 °C). AKo ce MOCTaBH B XJIQAITHUK,
WHTPaBEHO3HUSAT CaK TPsOBa Ja IOCTUTHE CTaifHa TeMmepaTypa rnpenu yrnorpebda. [Ipunaraiite
WH(QY3HOHHUS pa3TBOP WHTPABEHO3HO B MPOIBIDKEHNE Ha 1 Yac KaTo U3MOI3BaTe CTEPUIICH
BrpajgeH ¢untep 0,2 mwin 0,22 MUKpOHA ¢ HUCKO CBBP3BaHE C MPOTEHHHU.

He npunaraiite enHOBpeMEHHO APYTH JEKapCTBEHH MIPOAYKTH Ipe3 chlaTa MH(Y3MOHHA
JIMHUA.

IMJUDO e equnu4Ha f103a. M3xBbpiieTe HeW3oa3BaHaTa 4yacT, OCTaHaNa BbB (DiIaKoHa.

Hewusmon3paHnusr JICKAPCTBCH NPOAYKT WM OTHAABYHUTC MAaTCpUAJId OT HETO TpHGBa ha CC U3XBBPJIAT
B CbOTBCTCTBUEC C MCCTHUTC U3UCKBaHM.
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HPUJIOKEHUE IV

HAYYHHU 3AKIIOYEHUSA 1 OCHOBAHUS 3A ITPOMSIHA HA YCJIIOBUSITA
HA PASPEHIEHUETO(SITA) 3A YIIOTPEBA
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Haylnm 3AK/IIOYCHUA

[penBun onenpunus noknan Ha PRAC ornocHo ITA/Ib 3a TpeMenuMyma0, HAyYHUTE 3aKITFOYCHUS HA
PRAC ca, kakTo cieasa:

C ornen Ha HATMYHUTE TAaHHU 3a TpaHcBep3aieH muenuT, PRAC cuuta, 4e NpUYHMHHO-CIIEICTBEHATA
BpPB3Ka MEXK]y TPEMETUMYMaO B KOMOMHAIUS C TypBaTyMad U TPaHCBEP3aJICH MUEIUT Hal-MaJIKOTO €
BB3MOXKHO Jia chiecTByBa. PRAC 3axmrouaBa, e mpoayKToBaTa WHGOPMAIIHS 32 TPOIYKTH,
ChIbPXKAIIK TpeMenuMyMa0, TpsOBa 1a Ce U3MEHU ChOTBETHO.

C oruies Ha HATMYHUTE JJAHHU 32 pabOMHONIN3a OT JIMTeparypaTa u clionTaHHu chobmienus, PRAC
CUHMTA, Y€ PUIMHHO-CIICICTBEHATA BPh3Ka MEXY TpeMeInMyMa0 B KOMOWHAINS ¢ AypBaaymMad u
pabIoMHoNH3a Hal-MaJIKOTO € Bb3MOXKHO Aa chiecTByBa. PRAC 3aknrodaBa, ye mpoayKkTroBara

nH(pOpMAaIus 3a MPOTYKTH, ChABPIKAIINA TpeMeInMyMad, TpAOBa 1a ce M3MEHH CHOTBETHO.

Cnen karo pasriena npenopbskara Ha PRAC, CHMP ce cbriacssa ¢ o0OuTe 3aKIF0YCHUS U
OCHOBaHUsTa 3a npenopbkara Ha PRAC.

OcHoBaHusI 32 IPOMSIHATA HA YCJIOBHUSATA HA pa3pelleHNeTo(ATa) 32 ynnorpeda
BB3 ocHOBa Ha Hay4HHWTE 3aKiIrodeHus 3a TpeMennmymad CHMP cuwnra, ye chOTHOIIEHHETO
TI0JI33/PUCK 32 JIEKApCTBEHHUA(UTE) MPOAYKT(HM), ChABPIKAII(M) TPeMETUMyMa0, € HEIIPOMEHEHO C

MpeJIOKEHUTE IPOMEHH B MPOYKTOBaTa HH(OpMAIIHSI.

CHMP npemnoppuBa mpoMsiHa Ha yCIOBHUATA Ha pa3pemIeHueTo(sTa) 3a yrnorpeoa.
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