MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA TPOAYKT

IMFINZI 50 mg/ml koHmeHTpar 3a HH(pY3HOHEH Pa3TBOP.

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bceku ml xoHIIEHTpAaT 32 HHPY3HOHEH pa3TBOp Chabpxka S0 mg aypBarymad (durvalumab).
Enun dnakon ¢ 2,4 ml xonuenTpar ceappxa 120 mg mypBamymal.

Ennn dnakon ¢ 10 ml kornenTpar cpabpxka 500 mg mypBamymab.

JypBanyma0 ce mpou3Bex/a B KICTKU OT 003aiHUK (SIMYHUK HA KUTAMCKH XaMCTep) Ype3
pexombOunanTHa JIHK TexHomorus.

3a MBJIHUSA CIUCHK Ha IIOMOIIHUTEC BCHICCTBA BHXKTC TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Konnentpar 3a nH(y310HEH pa3TBOp (CTEpUIICH KOHIIEHTPAT)

Buctbp o onanecnenTeH, 6e31UBeTeH A0 010K BT Pa3TBOP, 0€3 BUIUMH YacTHIU. Pa3TBOpBT nMa
pH npubnusurento 6,0 1 ocmonanuter npudausurento 400 mOsm/Kkg.

4. KJIMHUYHHU JAHHHU

41 TepaneBTHYHU MOKA3AHUS

HenpebuoknersueH pak Ha Oenus apoo (HAKPEI)

IMFINZI xaTo MOHOTEpaIus € TIOKa3aH 3a JISYCHNE Ha JJOKATHO aBaHCHPaJI, HeomepabmieH
HeApeOHOoKIeThuYeH pak Ha Oenms apo6 (H/IPB/I) mpu Be3pacTam, unnuto Tymopu ekcripecupar PD-L1

B > 1% OT TyMOpHHTE KJIETKH U YHETO 3a00JsIBaHE HE € MPOTPEecHpaIo Ciie]] XMMUOIbYETePAITist Ha
0a3aTa Ha ratuHa (BXk. Touka 5.1).

IMFINZI B xoMOuHamms ¢ TpeMenuMymMald U XUMHUOTEPAIHs, ChIbpKallla TUIATHHA, € TIOKa3aH 3a
IIbPBa JIMHHS Ha JIeYeHne Ha Bb3pacTHH ¢ MetactatiudeH HJIKPB/] 6e3 cercnommmznpamu EGFR
myTanuu win ALK monoxxuTenHn MyTau.

JpeOHOKIIETHhYEH pak Ha Oexust npod (AKPE/I)
IMFINZI B xomOuHanust ¢ €TOno3u1 U WK KapOOIUTATHH, WIHM UCIUIATHH € TIOKa3aH 3a IbPBa JINHUS
Ha JICYCHHE Ha BH3PACTHH C EKCTEH3UBEH CTAUi Ha JPeOHOKIIEThYCH pak Ha Oenus npob (EC-JIPB/).

Pak Ha xnpunnTe nerumma (PXXII)
IMFINZI B koMOuHamus ¢ TeMIuTaOWH ¥ ACIUIATHH € [TOKa3aH 3a IIbPBa JIMHUS Ha JICUSHUE Ha
BB3PACTHH C HEONEpaOMIICH WM METacTaTHUeH pak Ha »rpuHuTe hTria (PXKIT).

XemnaronenynapeH kapuuaoM (XI1K)
IMFINZI xato MoHOTEpanus e 1oka3aH 3a IbpBa JMHUS Ha JIEYeHUE Ha Bb3PACTHH C aBaHCUPAI WIN
HeorepabuiieH xenaTolernyaapes kapiuaoM (XIIK).

IMFINZI B komOuHanums ¢ TpeMenuMyMad € MoKa3aH 3a IbpBa JMHKS Ha JICYCHUE Ha Bb3PAcTHH C
aBaHCHpaJl WK HeonepaOuiieH xenarouenynapeH kapuuaoM (XLIK).



4.2 ]Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Jleuenuero TpsOBa Ja ce 3aMmouBa U Mpocie/sBa OT JEKap C ONUT B JICUYCHUETO HA PAKOBH

3a00JIsIBaHUSL.

Uscnensane 3a PD-L1 npu nauuenTu ¢ tokanao aBancupan HAPB

[Naruenture ¢ nmokanno aBancupan H/IPB/] TpsioBa na ce oreHsiBar 3a Tepamnus Ha Oa3aTa Ha
TyMopHaTta ekcrpecust Ha PD-L1, noTBbpaeHa upe3 Baauaupan Tect (BxK. Touka 5.1).

ﬂosnpoma

[Ipenoppunrennata no3a IMFINZI kato monotepanust u IMFINZI kaTto komOuHMpaHa Tepanus €
npencraBeHa B Tabmuna 1. IMFINZI ce npunara kaTo nHTpaBeHO3HA HH(DY3HsI B POIBIKEHUE Ha

1 yac.

Koraro IMFINZI ce nmpunara B KoMOHHAIUS C IPYTH TepalleBTUYHU CPEACTBA, BUKTE KpaTKaTa
xapakrepuctuka Ha npoaykTa (KXII) Ha TepaneBTUYHUTE Cpe/ICTBA 3a JOMBIHUTEIHA HHDOpMAITHS.

Taoauna 1. lIpenopbuntenna goza IMFINZ| kaTo MmoHoTepanus U KAT0 KOMOMHUPAaHA

Tepanust
IHoka3zanue IIpenopbunTesiHa 1032 IIpoab/KUTETHOCT HA
IMFINZI TepanuaTa
MonoTepanus

Jloxanno aBancupan HAPBJI

10 mg/Kg Ha Bceku 2 ceaMUIM
miu 1 500 mg Ha Bcekn 4
ceaMunn’

Mo nporpecus Ha
3a00JIsIBAHETO, HEMIPUEMIIUBA
TOKCHUYHOCT WJIM MaKCHMAJIHO
3a 12 mecena®

X1K

1 500 mg Ha Bceku 4 cenMuIu?

o nporpecus Ha
3a00JI9IBaHETO HIIU
HEMPHEeMJINBA TOKCUIHOCT

KomOunupana tepanus

Meractatnuen HIAPB/]

[Tpu xuMHOTEpanus C MIATHHA:
1 500 mg® B komOMHAaIHS C
Tpemennumymad 75 mg® u
XMMHOTEPATIHSI, ChIbPIKaIla
[JIaTHUHA, Ha BCEKHU 3 CEIMUII
(21 nuu) 3a 4 nuKBIA

(12 cemmun)

Crien XuMHOTEpaInus C
[JIATHHA:

1 500 mg Ha Bceku 4 cenMuIu
KaTo MOHOTEPAITUS U
MOTbpIKAIA’ TePAIHs C
nemMerpekcen, 6a3upana Ha
XHCTOJIOTHATA, HA BCEKU

4 cenqMuIm

Ilera no3a TpemMennMymad

75 mg*® TpabBa a ce MPUII0KH
Ha ceamuua 16 3aenHo ¢
IMFINZI

Mo nporpecus Ha
3a00JIsIBAHETO MU
HEMPUEMIIMBA TOKCHYHOCT




EC-IPBJ] 1 500 mg™ B koMOMHAIHS C Jlo mporpecus Ha
XUMUOTEpanus npe3 3 ceAMUIM | 3a00JIIBaHETO HIIH
(21 oum) 3a 4 uuKbIa, HEIIPUEMIIMBA TOKCUYHOCT

nocineasado ot 1 500 mg mpe3
4 ceMHITU KaTO MOHOTEPATTHS

PXKII 1500 mg® B koMOUHALMS C Mo mporpecus Ha
XUMHUOTEpAIus Ha BCEKH 3 3a00JISIBAHETO WU [0
cenmuny (21 qau) 1o 8 HETPUEMIINBA TOKCUYHOCT
LIMKBJIA,

mocneasano ot 1500 mg Ha
BCEKHU 4 CEIMHIIN KaTo

MOHOTEpaIus
XK IMFINZI 1 500 mg", JloxaTo ce HaOmomaBa
MPHUJIOKEH B KOMOHHAIHS C KJIIMHUYHA 110J13a WK 10

300 mg" Tpemenumymab KaTo HEMPUEeMITNBA TOKCUIHOCT
eJIMHUYHA 1034 Ha
Muksn 1/en 1,

nocneasano ot IMFINZI karo
MOHOTEpaIus Ha Bceku 4
CEeIMHUITH

[TanuentH ¢ TesecHo terno 30 Kg mmu mo-mainko Tps6Ba Jja MoJIyvaBar J03a CIOpe TEMIOTO CH, EKBUBAJICHTHA
Ha IMFINZI 10 mg/kg nipes 2 ceamunm win 20 mg/kg npes 4 ceaAMuII KaTo MOHOTEpAIHS 10 MOBUIIIABAHE Ha
ternoro Hax 30 Kg.

% [Ipenopb4Ba ce JIEYEHHETO HA KIMHMYHO CTAOHIIHY MAUEHTH C TbPBOHAYAIIHY JaHHH 3a TIPOTPECHUS Ha
3a00JIIBAHETO J1a C€ TIPOIBJIKHU JI0 MOTBBPIKAaBaHE HAa IPOTPECHSTA.

® [Tanmenture ¢ meracratuden HJPB]] ¢ TenecHo terio 30 Kg wim mo-Manko TpsOBa J1a mojly4aBaT 032 CIIope.]
TernoTo cu, ekpuBanenTHa Ha IMFINZI 20 mg/kg mokaro ternoto He Hagpuiu 30 Kg. [NarueHTure ¢ TeecHO
terno 34 kg wnu mo-masko TpsOBa Ja MoIyvaBar 103a CIOpe] TErJIOTO CH, EKBUBAIICHTHA Ha TPEMennuMymad
1 mg/Kg mokaro ternoro He HagBuinu 34 Kg.

" Imaiite npeasu/ Mo abpiKalio MpruIoKeHNe Ha ITeMeTPEeKce]l 3a MaUeHTH ¢ HeCKBaMO3HH TYMODH,
MOJTy4YaBally JISYEHHE C IEMETPEeKCce ] M KapOOIIaTHH/IIMCIUIATHH TI0 BpEMe Ha eTara Ha XUMHOTEepamus,
ChIbpiKallla [UIaTHHA.

A B ciyyaii Ha OTJIaraHe Ha IPUJIOKEHUETO, IeTa 1033 TpeMeInMyMad Moxke na ce npuinoxu ciea Ceamuia 16
3aeqHo ¢ IMFINZI.

¢ AKO MaInMeHTHTE MOoJIyYaBaT MO-MaJKo OT 4 IUKbJIa Ha XUMHOTEPAIHs, ChAbpIKallla IJIaTHHA, OCTAaHAIHUTE
UKIIA Ha TpeMennmymad (o obmro 5) 3aeano ¢ IMFINZI Tps6Ba na ce mpumarat mo BpemMe Ha ¢a3aTa ciref
NpUEM Ha IIaTHHA-ChIbPIKalla XUMHOTEPAITHSL.

*Tarmentute ¢ EC-JIPB/I ¢ Tenecuo Teryo 30 Kg wiu mo-majko TpssGBa Ja mojtydasar j03a CIOpe TENIOTO CH
IMFINZI 20 mg/kg. B komGuHanust ¢ 103a XUMHOTEepanust Ha BCEKH 3 ceaqmui (21 JHu), MOCIeBAHO OT
20 mg/kg Ha Bcekn 4 ceMHIIU KATO MOHOTEpAIHs 0 MOBUIaBaHe Ha terioto Hax 30 kg.

*[Tarmuentute ¢ PXKII ¢ TenecHo terio 36 kg mim mo-manko Tps6Ba 1a nomyuasat no3za IMFINZI 20 mg/kg B
3aBUCHMOCT OT TerjoTo. B koMOMHaIMs ¢ 1032 XMMUOTepanus Ha Bceku 3 ceaMu (21 nHu), mocienBana ot
20 mg/kg Ha BcekH 4 ceMHMIIM KaTO MOHOTEPAITHsl, J0KaTo TETJIOTO ce yBennun Haj 36 kg.

"TTanuentute ¢ XLK ¢ TenecHo terno 30 Kg wiu mo-manko TpssOBa Ja Mojydasar J103a CIIOpeJ] TETJIOTO CH,
exBuBasienTHa Ha IMFINZI 20 mg/kg, 1o mosumiaBane Ha termoto Hax 30 Kg. [TanueHTHTE C TENECHO TETIIO0
40 kg wim mo-manko TpsibBa Ja MoIydaBart Jo3a CIope]] TErJIOTO CH, eKBUBAIICHTHA HA TPEMETNMyMab
4 mg/kg, no nosumraBane Ha Ternoto Hag 40 kg



He ce IIpEropbYBa MOBUITABAHE WJIN ITOHMXXKaBaHEC Ha J03arTa. Ortarane win IIpEyCTaHOBABAHE Ha

JICYCHUCTO MOXKE Ja C€ HAJIOKU B3 OCHOBA HAa MHAUBUIAYaJIHATA 0€30ITacHOCT U IIOHOCHUMOCT, BHKTC

Tabmuna 2.

VkazaHus 3a OBjlIaJsIBaHE Ha HUMYHOMCIUHPAHU HCKCIIAHU PCAKIIUU Ca OITUCAHU B Ta6J’II/IHa 2 (33
CIIpaBKa BX. TOYKa 4.4 3a JOIIBJIHUTEIIHU NPETIOPBKHU OTHOCHO OBJIa/ISIBAHE, Ha6J'IIOI[eHI/IC u

HH(pOPMAIINS 3a OLIEHKATA).

Ta6muna 2. U3menenus na tepanuara ¢ IMFINZI nan nevenune ¢ IMFINZ| B komOunanus c

TpeMeJIuMymad

Hexenanu peakuuu

Texect?

H3meHeHHne HA JI€YEHHETO

NmyHOMenuupaH
MTHEBMOHMT/MHTEPCTULIMATHA
OemonpoOHa OonecT

CrerieH 2

Ormarade Ha o3ara

CreneH 3 unu 4

TpaitHOo IpekpaTsiBaHe

NMyHOMEIMHUpaH XEMaTUT

ALT uwau AST
>3-<5xITH nmn

o011 OnnupyOouH
>15-<3xITH

Ortnarade Ha go3ara

ALT uwau AST
>5-<10xITH

Otnarane Ha IMFINZI u tpaitao
npeKpaTsaBaHe HA TPEMEITUMyMal
(xorato e MoaXOoIAIIo).

EnnoBpemenno ALT
win AST >3 x ITH
U 00111 OMITNPYyOUH

> 2 xI'TH®

ALT wim AST
>10xITH

I

o011 OnnmupyOouH
>3xITH

TpaitHo npekpaTsiBaHe

HNmyHoMeMupaH XenaTuT Mpu
XUK (vmu BTIOpHYHO TYMOPHO
3acsraHe Ha YepHuUs 1pod ¢
MATOJIOTUYHU U3XOIHH
cToitHoCTH)"

ALT wnu AST
>25-<5xUCHu
<20xITH

OTnarane Ha g03aTa

ALT umn AST
>5-7xHUCwn
<20xITH

HIN

enHoBpemMeHHO ALT
wm AST
25-5xUCu

<20 X I'TH u 001
OmupyOonH
>15-<2xTITH®

Ortnarane Ha IMFINZI| u Tpaiino
NpeKpaTsIBaHe HAa TPEeMeIUMyMad
(korato e MoaXOMAAIIO).

ALT umu AST

> 7 x UC nim

> 20 I'TH, xoeto ot
JIBETE HACTHIIN
BPBO

TpaiiHO nIpekpaTsBaHe




Hexenanun pP€aKIumn

Texect?

N3meHeHUe HA JIeYEeHUETO

WM OMHpyOuH
>3 XITH

VmyHOMenuupaH KOJIUT WU
Iuapus

CreneH 2

OTtiarade Ha go3aTta

Cremnen 3 3a
MOHOTEPAITHS C
IMFINZI

OTtiarade Ha go3aTta

Crenen 3 3a TpaitHO IpekpaTsiBaHE Ha

IMFINZI + P PERpa]
TpeMenTnMymMad

TpeMenrnumMyMad

Crenen 4 Tpaiino npexpartsBaHe

[Mepdopanus Ha yepBara”

Bcska crenen

TpaitHOo pekpaTsiBaHe

NmyHomenuupan Cremer 2-4 Otnarase Ha o3aTa 10 KJIMHUYHA
XHUIIEPTUPEOUTUIBM, THPCOUTUT cTabuIHOCT
NmyHOMenuupaH
Y AP Crenen 2-4 bes npomenu
XUIOTHPEOUTUIBM
NMyHOoMennupaHa
Ha10b0pevHa HEJOCTATHYHOCT Otnarane Ha 103aTa 10 KIMHAYHA
Crenen 2-4
WA cTabuITHOCT
XUMOPHU3UT/XUIIOMUTYUTAPHIBM
NmyHomenuupan
Y AP Crenen 2-4 be3 mpomenn

3axapeH auadert tun 1

NmyHoMenuupan Hepput

CreneH 2 cbe
CEepPYMEH KpeaTHHUH
>1,5-3x (ITH nnn
HM3XOJHOTO HUBO)

Ortnarane Ha Jo03ara

Crernen 3 cbe
CepyMEH KpeaTHHHUH
>3X U3XO0QHO HUBO
ninu >3-6 X I'TH;
Crenen 4 cbe
CepyMEH KpeaTHHHUH
>6 x ITH

TpaiiHo npekpartsaBaHe

HNmyHOMeMUpaH OOpUB UK
JepMaTHT (BKIFOYUTETHO
nemMpuronn)

CreneH 2 3a
>1 ceqmuna

CreneH 3

Ortnarane Ha g03aTa




Hexenanun pP€aKIumn

Texect?

N3meHeHUe HA JIeYEeHUETO

CreneH 4

TpaiiHo nipekpatsBaHe

NmyHomennupan MUOKapIuT

CreneH 2-4

TpaiiHO nIpekparsBaHe

NmyHOMenuupaH
MHO3HUT/TIOJIUMHO3HUT

Crerned 2 win 3

Otnarane Ha po3ara’

CreneH 4

TpaiiHO nIpekpatsBaHe

Peakuun, cBbp3anu ¢ uHQY3HUITA

CreneHn 1 nnu 2

[IpexnrcBane nnn 3a0aBsHE HAa
CKOpocCTTa Ha MH(pYy3HsATa

CreneH 3 unu 4

TpaiiHO nIpekpatsBaHe

WNndexuus

Crenen 3 unu 4

Otnarase Ha 103aTa 10 KJIMHAYHA
CTaOMIJIHOCT

NMyHOCBBp3aHa MUACTCHHUS
rpaBuUC

CreneH 2-4

[Ipexparere npuemMa OKOHYATEIIHO

HMyHOCBBp3aH TpaHCBEp3aleH
MHEIUT

Bcska crenen

[Ipexparere npuema OKOHYATEIIHO

VIMyHOCBBp3aH MEHUHTUT

Cremnen 2

OTnarane Ha g03aTa

Crenen 3 wiu 4

[Ipexparere mpuema OKOHYATEIIHO

HNmyHOCBBp3aH eHuedanur

CremneH 2-4

HperaTeTe npueMa OKOH4YaTCIIHO

NMyHOCBBp3aH CUHJIPOM Ha
Guillain-Barre

CremneH 2-4

HperaTeTe npueMa OKOH4YaTCIIHO

pyru umyHOMeIuUpanu
HEXEeJIaHU peakuuu’

CreneH 2 uinu 3

Ortnarane Ha go3ara’

CreneH 4

TpaitHOo pekpaTsBaHe

HenmyHOCBBp3aHU HEXETaHU
peaximn

CreneH 2 unu 3

Ornarane Ha go3arta 10 < CremneH 1
WJTH BPBINaHe KbM U3XOIHO HUBO

CreneH 4

Tpaiino mpekparsBaHe™

8 O6mM TepMHUHOJIIOTHYHH KPUTEPUH 3a Heskenanu croutnst (Common Terminology Criteria for Adverse
Events), Bepcust 4.03. ALT: ananun amuHotpancgepasa; AST: acnaprar amunotpancdepasa; ['TH: ropHa
rpanuna Ha Hopmata. IC — u3xoaHa CTOMHOCT.

% 3a manmeHTHTE C ANTEPHATUBHA MPUYKHA Clle/BaiiTe mpenopbkute 3a nosuinena AST um ALT Ge3
€HOBPEMECHHO MOBHUIIaBaHe Ha OMmnpyOuHa.

5 Ako AST u ALT ca mo-aucku ot win paBau Ha ['TH Ha U3X0AHO HUBO MPH NAIMEHTH C YEPHOAPOOHO

3acsraHe, OTJI0KETe MM TPAHHO NpekpaTeTe NpueMa Ha JypBajyMab Bb3 OCHOBA HA NPEHNOPBHKUTE 38 XEHNAaTHT

0e3 yepHOIPOOHO 3acsATaHe.

" Hexenanara peakuus e cebp3ana camo ¢ IMFINZI B komOGunanus ¢ pemennmyman.




A TpaifHO IpekpaTeTe TpeMeIuMyMad pH CTEIeH 3; BBIIPEKH TOBA JICYEHUETO ¢ TypBaryMal Moxe Jia ce
BB300HOBH CIIE]] OTIIYMSBaHE Ha CHOUTHETO.

¢ Tpaiino npexparere IMFINZI, ako Hexenanara peakuus He oturymu 10 <CreneH 1 B pamkute Ha 30 THU WK
aKo MMa IPHU3HAIM Ha PECIIMPATOPHA HEJAOCTATHYHOCT.

* C M3KIIIOUSHHE Ha OTKJIOHEHHs B JlabopaTtopHuTe nokasatenu CrerneH 4, 32 KOUTO PELIEHUETO 32
IpeyCTaHOBsABaHE TPsOBa 1a ce OCHOBABa Ha NMPHUAPY’KaBaIIUTe KIMHIYHU MPU3HALM/CHMITOMH M KIIHHAYHA
IpeLeHKa.

* BkimrouBa MIMyHHa TPOMOOLINTOIICHHUS, ITAHKPEATHT, UMyHOMEIMUPAH apTPHUT, YBEUT U HEMH(PEKINO3CH IIUCTHUT.

B 3aBucuMOCT OT TexecTTa Ha HexenaHata peakius, IMFINZI n/unu tpemenumymat TpsioBa na Objie
NpEeyCTaBeH U J]a Ce MPUIIOKAT KOPTUKOCTEporu (3a cripaBka BK. Touka 4.4). Cies oTiaraHe Ha
npmnoxkenueto, IMFINZI w/mnm Tpemennmymad MoXe J1a ce TOJIHOBH B paMKuTe Ha 12 ceqMuIy, ako
HEeXKEJTaHUTE PeakLuH ce MoJo0pAT A0 cTeneH <1 u go3aTa Ha KOPTUKOCTEpouIa ce Hamanu 10 <10 mg
npenHu3oH win ekBuBaneHT Ha aeH. IMFINZI u tpemennmymad TpsiOBa TpaitHo Ja ce mpekpaTH npu
noBTapsmwm ce CreneH 3 (TEXXKHU WM )KUBOTO3aCTPaIlaBallly) IMyHOMEANHPAHH HEXXeJIaH! PEaKIiui 1
3a BCHYKH MMYHOMETUUPAHN HEeXKEIaH! peaklny cTereH 4 (>KMBOTO3acTpalIaBalin), ¢ U3KII0YeHHe
Ha eHJIOKPUHONAaTHH, KOUTO C€ KOHTPOJIUPAT C XOPMOHO3aMECTUTEIHA TEPAIIHSI.

Cneyuannu nonyrayuu

Cmapuecka ev3pacm

He e HeoOxoauMo KOopHUTrHpaHe Ha Jj03aTa IIPH NalMeHTH B cTapyecka Bb3pacT (>65 roauirHa Bb3pacT)
(Bk. Touka 5.1).

bvopeuno ygpescoane

He ce npenopbuBa kopurupane Ha go3ara IMFINZI npu nanueHTH ¢ Jieka Wi yMepeHa CTEIeH Ha
0b0peuHo yBpexkaaHe. /[[aHAWTE pY MAIMEHTH C TEXKa CTEIeH Ha ObOPEeYHO yBpeXAaHe ca TBHPIIE
OrpaHUYCHH, 32 Ja CE HAMPABSIT 3aKJIIOYCHUsI OTHOCHO Ta3| MOIMyalums (BXk. Touka 5.2).

Yeprodpobro ysepedicoane

He ce npenopbsuBa kopurupane Ha no3ata IMFINZI npu nanuenTu ¢ nexa wim ymepeHa CTereH Ha
4epHOAPOOHO yBpeKaaHe. JlJaHHUTE NPH MAIMEHTH C TEKKO YepHOAPOOHO YBpEXKIaHe ca TBHP/E
OrpaHHYCHH, 3a JIa Ce HAlPaBU 3aKJIFOYCHHE 3a Ta3u MoIyaanus (Bx. Touka 5.2).

Ileouampuuna nonynayus

BezonacnocrTa n epukacHoctTa Ha IMFINZI npu nena u roHoIM Ha BB3pacT moj 18 roguau He ca
ycranoBeHu 1o otHoweHnue Ha HAPB/I, IKPB/, PKII u XIIK. Jluncear nanxu. 13BbH Herosure
paspemenu nokazaaus IMFINZ| B komOuHanus ¢ TpemennMymad e Mpoy4YBaH MpH Aela Ha Bb3pPacT OT
1 1o 17 roauHu ¢ HEBPOOIIACTOM, COIMICH TYMOP M CAPKOM, HO PE3yATaTUTE OT IPOYYBAaHETO HE
MO3BOJISIBAT JIa CE 3aKJIFOYH, Y€ MOJ3UTE OT MOA00HA yroTpeda MpeBuIaBaT piuckoBere. Haamunure
MOHACTOSAIIEM JaHHHU ca OMMCAHU B TOYKH 5.1 1 5.2.

Hauun Ha npunoxxenue
IMFINZI e 3a uaTpaBeH03HO TIpHUiIoXkeHue. Tol TpsaOBa 1a ce mpuiiara Kato pa3TBoOp 3a HMHTPaABEHO3HA
nuH(}y3us B npoabnKkeHue Ha 1 yac (Bk. Touka 6.6).

3a yka3aHHs OTHOCHO pa3pekJIaHETO Ha JICKApCTBEHUS MPOIYKT PN MPHUIIOKEHUETO BIKTE
TOYKa 6.6.

IMFINZI 6 kombunauus ¢ xumuomepanus
3a HAPB/l, EC-JAPB/l u PXXII, korato IMFINZI ce npuiara B KOMOMHANIMS C XUMHOTEPAITUS, B ICHS
Ha TIprIarase Ha jmo3ara mppBo ce npmwiara IMFINZI, mociaenBano oT XUMHOTEpANUATa B CHIHS JICH.

IMFINZI ¢ kombunauus ¢ mpemenumymab u xumuomepanus, CbObPACAUA NIAMURA

Korato IMFINZI ce npunara B komOuHauus ¢ TpeMeIMMyMad U XUMHOTEPAIIus, ChIbpiKallia
IJIaTHHA, B JIEHS Ha MpHUjlaraHe Ha J03aTa MbpBO ce mpuiara Tpemennmymad, nocieasano ot IMFINZI
U CIie/l TOBA XUMHOTEPANUsTA, ChIbPIKaIlla IIATHHA B CHIIHS JCH.




Koraro IMFINZI ce npuara B KOMOMHAITHSA C TIETa 103a TPEMEINMyMal | IO IbPrKaIa TEPATTHs C
neMeTpeKce]] Ha ceJMuIia 16, B JIeHs Ha MpuiiaraHe Ha J103aTta IbPBO ce Tpuiiara TpeMeInMymao,
niocinenBano ot IMFINZI u cen ToBa moaabpIKalia Tepamnus ¢ IEMETPEKCE B CHITUS ACH.

IMFINZI, Tpemenumymab u XuMHOTEpanus, ChAbpKalla MIIaTHHA, Ce PUIJIAraT KaTo OTACIHU
uHTpaBeHo3Hn nHpy3uu. IMFINZI u Tpemennmymab ce nmpusarat B IpoIb/DKEHHE Ha 1 yac BCEKU OT
TAX. 3a XUMHOTEpANKATa, ChAbpPIKAIla IUTATHHA, BIDKTE KpaTKaTa XapaKTepPHUCTHKA Ha MTPOITYKTa
(KXITI) otHOCHO HMH(pOpMaNHS 3a MpUiIarane. 3a MoAabpIKaIla TEPAMHS ¢ IEMETPEKCE, BIDKTE
KpaTkaTa xapakrepuctuka Ha npoaykra (KXII) otHocHo mH(pOpManus 3a mpruiarase. 3a Besika
nH}Y3us TpsAOBa Aa ce U3IMOA3BAT OT/EIIHU HH(PY3MOHHU CAKOBE U (DUIITPH.

Io Bpeme Ha uKba 1 Tpemenumymad TpsiOBa na ce ciaensa o IMFINZI xato ce 3anoune
npubmM3nTenaHo 1 yac (MakcumyM 2 vaca) cieq kpast Ha uHdy3usTa ¢ Tpemeniumymad. Mudysusra ¢
XUMHUOTEPAIHs, ChIbpPIKaIla IIaTHHA, TPSOBA J1a 3ari0uHe npudian3uTenHo 1 yac (Makcumym 2 yaca)
cien kpast Ha uHQy3usTa ¢ IMFINZI. Axo nauncBaT KIMHUYHO 3HAYMMU IPOOJIEMH IO BpeMe Ha
UKBI 1, TOraBa no mpereHkara Ha jgekaps ciensamure ki Ha IMFINZI morat na ce npuiarar
BeJHAra Clie]] TpeMeNTMMyMad 1 BpeMeBUS Tepuo]] Mexay kpas Ha nHdpysusara ¢ IMFINZ| u ravanoTo
Ha XUMHUOTEpanusTa Moxe /1a ce Hamanu 10 30 MUHYTH.

IMEINZI ¢ kombunayus ¢ mpemerumymad

3a neonepabunen XK, koraro IMFINZI ce mpunara B koMOWHaIMs ¢ TpeMeauMyMa0, B ICHS Ha
Mpuiarase Ha Jo3aTa IbpBO ce Mpuiara TpeMenuMymad, nocieasano ot IMFINZI Ha ceims geH.
IMFINZI u Tpemenumyma0 ce mpuiiarat KaTo OTAEIHH HHTpaBeHo3HU nH(Y3un. Biokre KXII 3a
TpeMeTuMyMad OTHOCHO WH(pOpMAIHs 3a T03UPOBKATa.

4.3 IlpoTuBONOKA3aHUsI

CBpBX4YYBCTBUTEITHOCT KbM aKTHBHOTO(HTE) BEIIECTBO(a) MITH KbM HSIKOE OT IIOMOIITHHUTE BEIIEeCTBa,
n30poeHu B Touka 6.1.

4.4  CpneuuajHu npeaynpe:xaeHust ¥ Npeana3Hu MepKH NpH ynorpeda

Bwxre Touka 4.2, Tadnuua 2 3a IpernopbUUTEIHUTE U3MEHEHHUS] HA JICUEHUETO.

[Ipu ceMHEHHE 33 IMYHO-MENUUPAHN HEXKETAHU PEAKIIMHU TPSOBA [a ce HAIIpaBH IIOAXOIAIIA OIIEHKA, 3a
J1a Ce MOTBLPAAT WIN U3KIIF0YAT AJITEPHATUBHY €THOJIONHMH. Bb3 OCHOBA Ha TEXKECTTA Ha HEXKEJIaHATA
peakis, npuinoxkenrero Ha IMFINZ| wan IMFINZI B komOuHams ¢ tpemMennmymad TpsOBa j1a ce
OTJIOKH WIH J1a CE MIPEKPATH OKOHYATENHO. TpsOBa [1a ce 3aIo4He JISYEHNE C KOPTUKOCTEPOUIN HIIN
E€HJOKPUHHA Tepalus. 3a CbOUTHS, M3UCKBAIN KOPTUKOCTEPOUIHA TEPAIINS, U IIPH II0J00PEHHE J10

< CrermneH 1, Tpsi0Ba J1a ce 3aroyHe HaMaJIIBaHE Ha JI03aTa Ha KOPTHKOCTEPOM 1A, KOETO JIa TIPOIBIDKU
Hai-manko 1 mecen. OOMuciIeTe yBeTM4aBaHe Ha J103aTa Ha KOPTUKOCTEPOUIUTE W/WITH U3TIOJI3BaHE
Ha JIOIIBJIHUTEIIHU CUCTEMHH UMYHOCYTIPECAHTH, aKO € HAJIUIIC BJIOIIABAHE WJIU HIMa M0 I00peHHE.

[Ipocneaumoct
3a y1a ce moo0py MPOCIIEANMOCTTa Ha OMOJIOTMYHUTE JIEKAPCTBEHH IPOAYKTH, ThPTOBCKOTO UME U

MapTUIHUAT HOMEP Ha MPIIOKEHUS IPOIYKT TPsiOBa TOYHO Jia ce€ JOKYMEHTHpAT.

HWMyHOMEMUpaH NHEBMOHUT

[Ipu naunentu, nomyyasany IMFINZI unn IMFINZI B komOuHamus ¢ TpeMennMymad, Bb3HUKBA
WMYHOMEIMMPAH ITHEBMOHUT WJIM UHTEPCTUIHATHA OeoipoOHa OoiecT, onpeesieHa KaTo Hatarama
yrnotpeba Ha CHCTEMHH KOPTUKOCTEPOUIU 1 0e3 sicHAa alITepHaTHBHA eTHOJIorHs (BXK. Touka 4.8). [Ipu
CHOUTHS CTEMeH 2, TpsAOBa /1a ce 3aloYHe MPEAHN30H ¢ MbpBOHadaHa 103a 1-2 mg/kg/men nnn
€KBUBAJICHT, TIOCJIEABAHO OT HaMallsiBaHe Ha jo3aTa. [Ipu crOutus crenen 3 unu 4, TpsOBa aa ce
3all04He METHIINPEAHU30JIOH C IbpBOHAYaIHA /1032 2—4 MQ/KQ/neH uim eKBUBAJICHT, TIOCIESIBAHO OT
HaMaJIsIBaHE Ha J103aTa.




Ilnesmonum u paduayuoner NHEBMOHUM

PagnanuioneH MHEBMOHUT ce HAaOII01aBa 4eCTO MPH MAIMeHTH, TOTyYaBally JIbYeTepanys Ha Oennre
npoOoBe, KaTo KIIMHUYHATA KapTHHA Ha MTHEBMOHUT M PaJHalliOHEH MTHEBMOHHT € MHOTO I0A00Ha. B
npoyuBaneTo PACIFIC npu nanuenTy, KOUTO ca 3aBBPIIMIN JEUSHHE ¢ Haill-MaJKo 2 UKbJIa Ha
ChueTaHa XMMHOIbYETEepanusa B paMKUTe Ha 1 10 42 THU npean 3arouBaHe Ha KIMHUYHOTO
MpOoy4YBaHe, THEBMOHUT WM PaJlalliOHEeH THEBMOHUT HacThiBa mpu 161 (33,9%) nmaruentu B
rpymnarta, iekyBana ¢ IMFINZI, u ipu 58 (24,8%) B rpymnara ¢ muiare60, BKIFOYHTEITHO CTETeH 3
(3,4% crpsimo 3,0%) u crenen 5 (1,1% crapsmo 1,7%).

[MarenTrTe TPsOBA Ja CE MPOCICAABAT 3a MPU3HAIIM U CHMIITOMH Ha MHEBMOHUT HJIH PaJdalliOHEeH
mHeBMOHUT. CHMHEHHETO 3a ITHEBMOHUT TPAOBa /1a Ob/1ec MOTBBPACHO ¢ peHTreHOrpadcko 0opasHo
M3CIIe/IBaHe, 3a J1a Ce M3KIII0YM apyra HH(EKIHo3Ha U CBbp3aHa ¢ 00JIECTTa STHOJIOTHSI, U Ja CE JICKYBa
CIopes MpernopbKuTe B ToUka 4.2.

VimyHOMeIMUpaH XenaTuT

[pu naumentu, nomyyasamy IMFINZI unu IMFINZI B komOuHamms ¢ TpemMennMymad, Bb3HUKBA
WMYHOMEIHMHPAH XENaTuT, AeQUHUpaH KaTo Halaramnl yrnorpeda Ha CHCTEMHH KOPTUKOCTEPOUIN U Oe3
sSICHA aJITepHATHBHA eTHOJIOTHs (BXK. Touka 4.8). [IpocnensBaiiTe HUBaTa Ha aJlaHUH
amMuHOTpaHc(hepasa, acmapraT aMruHOTpaHcdepasa, oo OnmupyorH u ankanHa GocdaTasza npenu
3amo4BaHe Ha JICYEHHETO M TIPeIH BCsika cieBamma nHdysus. TpsaoBa na ce mma npeasu u
JOIIBITHUTEIHO MPOCIeIsBaHe Bb3 OCHOBA Ha KIMHUYHATA OlleHKa MIMyHOMETUMPaHUST XEaTUT
TpsiOBa J1a ce JIeKyBa crope]] npenopbkute B Touka 4.2. KopTukocrepouau TpsiOBa 1a ce mpuiarar ¢
bpBOHaYa Ha 1032 1-2 MQ/Kg/neH npeqHN30H Wik eKBUBAJICHT, MOCIICBAHO OT HAMAaJIsIBAHE HA
703aTa, OTHACS CE 32 BCUYKHU CTETICHH.

HNMyHOMeauupaH KOIUT

[pu naumentu, nomyyasamy IMFINZI unu IMFINZI B komOuHamms ¢ TpemMennMymMad, Bb3HUKBA
WMYHOMEAMUPAH KOJUT WK ITuapus, AepUHUpaH KaTo Hajlaraiy yrnorpeda Ha CUCTEeMHH
KOPTHKOCTEPOUIU 1 0e3 siCHa alTepHaTUBHA eTHosorus (Bxk. Touka 4.8). Hexenanu peakimm —
nepdopanys Ha TPHKHTE YepBa U nepoparys Ha 1e0e10To 4epBo, ca ChOOIIEHH IIPH MAlUeHTH,
nonrygaBaniy IMFINZI B komOunanms ¢ Tpemenumyma0. [lanmentute TpsiOBa fa ce HabOIr0AaBaT 3a
NPHU3HALM U CAMIITOMH Ha KOJUT/quapust 1 nepdopariys Ha ThHKUTE YepBa U J1a Ce JICKyBaT CIope]
npernopbkute B Touka 4.2. Koptukocreponu TpsiOBa Jia ce mpuiiaraT ¢ mbpBoHadaiHa j1o3a 1-2
mMg/Kg/neH npeHM30H WM €KBUBAJICHT, MOCIIE/IBAHO OT HAMAJISIBaHe, MpHU cTereH 2—4.
Koncynrupaiite ce He3abaBHO ¢ XUPYpT NPU CbMHEHHUE 332 KaKBaTO U JIa € CTeNeH Ha repdopaiust Ha
YepBara.

VmyHOMeaMMpaHu €HAOKPUHONATUH

HUmynomeduupan xunomupeouousbm, XunepmupeouousbM u_mupeououm

NmyHoMeanupaH XUMOTUPEOUIN3BM, XUTIEPTUPEOUIN3BM U THPEOUIUT Bh3HUKBAT NIPY MAIHEHTH,
nony4asamy IMFINZI unu IMFINZI B komOnHanms ¢ TpeMenumymad, KaTo clie]l XUIepTHPEOUIU3BM
MOKE J1a TToCTIe/1Ba XUIIOTHPEOUAN3EM (BXK. Touka 4.8). [lanuentute TpsaOBa ga ce mpocieassar 3a
OTKJIOHEHHMS B M3CJIEIBAHUATA HA IIMTOBUAHATA (DYHKUHMS IPEAX U IEPUOJUYHO 110 BpEMe Ha JICUueHHe
U CIIOpeJl MOKa3aHUATA Bb3 OCHOBA HA KIIMHUYHATA OlleHKa. VIMyHOMeAMHpaHUTE XUITOTUPEOUTUIBM,
XHUIEPTUPEOUTUIBM U TUPEOUIUT TPSIOBA Ja ce JIEKyBaT Ccriope]l pernopbkuTe B Touka 4.2. [pn
MMYHOMEJINHPAH XUTIOTUPEOUIN3HM, 3aTI0OYHETE 3aMECTHTETHA TEPANHs C THPEOUICH XOPMOH, KaKTO
€ KIIMHUYHO TIOKa3aHo NpH cteneH 2-4. [Ipyn nMyHOMeAMUpaH XUIIepTUPEOUIN3bM/ TUPEOUTUT, TPSOBA
Jla ce MPUJIOKH CUMIITOMAaTHYHO JICYEHHUE MIPH CTerieH 2-4.

HUmynomeouupana Haobwbpeuna HedocmamvyHoCm

Nmynomeannpana HagOBO0pedYHa HEAOCTATHYHOCT Bh3HUKBA MPH MalMeHTH, oimy4yasamy IMFINZI
wim IMFINZI B xombunanus ¢ tpemenumymad (Bx. Touka 4.8). [ManmenTure TpsidBa na ce
HaOJI0/1aBaT 3a KJIMHWYHYU MPU3HALM U CUMIITOMH Ha Ha0BOpedHa HerocTaThuHoCT. [1pu
CUMIITOMaTHYHa HaI0bOpedHa HeOCTaThUHOCT MAlMeHTHTE TPsIOBa /1a ce JIeKyBaT Cope.]
npernopbkute B Touka 4.2. Koprukocrepouau TpsiOBa 1a ce mpuwiiarat ¢ MbpBOHAYAIHA /1032
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1-2 mg/kg/neH npeHU30H WK €KBUBAJICHT, IIOCIICABAHO OT HaMaJIsIBAHE Ha J103aTa U XOPMOHAIIHO
3aMECTBaHe, KaKTO € KIIMHUYHO TTOKA3aHOo IIPH CTeleH 2-4.

Umynomeduupan 3axapen ouabem mun 1

NmyHomenuupan 3axapeH auadeT Tum 1, KOWTO MhPBOHAYATHO MOXKE JIa CE MPOSIBH KaTo MuabeTHa
KeToalu103a, KOATO Ja JOBEIE [0 JICTAICH U3X0/, aKO He Ob/Ie OTKpUTAa HaBpeMe, Bb3HUKBA IIPH
nanuenty, monydasaiiyd IMFINZI wiu IMFINZI B komOunaius ¢ Tpemenumymatb (Bx. Touka 4.8).
[NamuenTrre TpssOBa 1a ce HAOJIIO1ABAT 3a KIIMHUYHK IPU3HALKM U CHMIITOMH Ha 3aXapeH quadeT

tun 1. [lpu cumnromarnueH 3axapeH quadet tum 1 narueHTuTe TpsAoBa J1a ce JEKyBaT CIOpe
MpernopbKUTe B ToUKa 4.2. Moxe J1a ce 3aroyvHe JICUCHUE C HHCYJIMH, KaKTO € KIIMHUYHO TIOKa3aHO MPH
crenel 2-4.

Hmynomeouupan xunoduzum/xunonumyumapusom

HmyHOMenuupaH XUMOGU3HUT WIH XUIIOIUTYUTAPU3bM BB3HUKBA [P MAIIMEHTH, TOTyJaBaIy
IMFINZI unu IMFINZI B komOuHamus ¢ Tpemenumymad (Bk. Touka 4.8). [lanmenture TpsioBa aa ce
HaOJI01aBaT 3a KJIMHUYHU MPU3HALM U CUMIITOMH Ha XUTIO(U3UT UM XUITOMUTYUTApU3bM. [Ipu
CHUMIITOMAaTU4YCH XI/IHO(bI/IElI/IT WA XUTIOTMIUTYUTAPU3BM MALTUCHTHUTE Tpﬂ6Ba Ja CC JICKYBAT CIiopea
nperopbkute B Touka 4.2. KopTtukoctepouau TpsiOBa a ce Mpuiiarat ¢ rbpBOHAYaIHA 1032

1-2 mg/kg/nen npeTHU30H WK €KBUBAJICHT, IIOCJIEIBAHO OT HAMAISIBAHE HA J103aTa U XOPMOHAITHO
3aMecTBaHe, KaKTO € KIIMHIUYHO [TOKA3aHOo TIPH CTEIeH 2-4.

HmyHoMenuupad Hehpur

[pu naumentu, nomyyasamny IMFINZI unu IMFINZI B komOuHamms ¢ TpemMenuMymMad, Bb3HUKBA
MyHOMeanupaH HepuT, fepUHUpaH KaTo Hajaramnl yrnorpeda Ha CHCTEMHH KOPTUKOCTEPOUIN U 0e3
sICHa aNTepHATHBHA eTHONoTHA (BK. Touka 4.8). [lanmentute TpsiOBa 1a ce mpocieasBar 3a
OTKJIOHEHHS B M3CIIE/IBaHUATA Ha ObOpeyHaTa QYHKIHS P U MIEPUOANTHO IO BpEMe Ha JICUCHHUE C
IMFINZI umu IMFINZI B koMOuHaIus ¢ TpeMeIuMyMal U Ja ce JISKYBaT CIIOpe]] MPEHOPBKUTE B
touka 4.2. Koptukoctepounu Tps0Ba a ce mpuiiarat ¢ mbpBoHavaiHa go3a 1-2 mg/kg/nen
MPEJHU30H WM €KBUBAJICHT, TIOCIIEABAHO OT HAMaJsIBaHE Ha Jj03aTa MpHU CTerneH 2-4.

HmyHoMeauupan oOpuB

[Tpu maruentn, nonyyasamu IMFINZI wimmn IMFINZI B koMOuHanus ¢ Tpemennmymal, Bb3HHKBA
WMYHOMEMHUPAH OOPUB HIIH JePMATUT (BKIFOUMUTEITHO MeMQUTONT), ONpeielieH KaTo Hajlarar
yrnorpeba Ha CUCTEMHH KOPTUKOCTEPOUIH U Oe3 siCHa alITepHAaTHBHA €THOJIOTHs (BXK. Touka 4.8).
CrOuTHst KaTo CHHAPOM Ha Stevens-Johnson wiu ToOKCHYHA enuepMaiHa HEKPOJIn3a ¢a ChOOIIaBaHu
npu nauueHTty JiekyBanu ¢ PD-1 uaxuburopu. [lanuenture TpsoBa aa ce HaOIr0aBaT 3a NPU3HALM U
CHUMIITOMH Ha OOpUB WM JEPMATUT U a Ce JEKyBaT CIOpe] MPENOPBKUTE B TOUKa 4.2.
Kopruxocreponau tpsadBa 1a ce npuiaraT ¢ mbpBoHavyanHa qo3a 1-2 mg/kg/nen npeqHu3oH nwin
E€KBUBAJICHT, ITOCJIC/IBAHO OT HaMaJIsiBaHE Ha J03aTa MMpu CTereH 2 > 1 cenMuiia uim cTeneH 3 u 4.

HUmyHOMenMypaH MHOKApIHUT

[Tpu nmaruentn, nonyyasamu IMFINZI i IMFINZI B koMOuHanus ¢ Tpemennmymal, Bb3HHKBA
UMYHOMEMUPAH MUOKAP/UT, KOWTO MOXe Jia Obie jeTaneH (Bx. Touka 4.8). [launenture TpsioBa 1a
ce HaOJIoAaBaT 3a MPU3HALM U CHMITOMH Ha UMYHOMEIMHUPAaH MUOKApIUT U JIa C€ JIEKYBaT CIIOpea
npernopbkute B Touka 4.2. Koptukocrepoumu TpsoOBa J1a ce mpuiiarar ¢ MbpBOHAYAIHA /1032

2-4 mg/kg/neH npeTHU30H WM EKBUBAJICHT, TIOCJICABAHO OT HAMAJISIBAHE HA J03aTa MpHU cTerneH 2—4.
Ao HsIMa 1TOJI0OpeHUe B paMKUTE Ha 2 JI0 3 JTHU BBIIPEKH KOPTUKOCTEPOUIUTE, CBOEBPEMEHHO
3alloyHeTe JIOMBJIHUTEIHAa UMyHOCYIpecuBHa Tepanus. [Ipu orurymsiBane (crenen 0), TpsiOBa n1a ce
3aloyHe HamMaJsiBaHe Ha Jj03aTa Ha KOPTUKOCTEPOHIa, KOETO Ja MPOABIDKH Hail-Manko 1 mecer.

HUmMyHOMEaMMpaH MaHKpPeaTuT

[Ipu manmentn, nonyyasamu IMFINZ| B komOuHamus ¢ TpeMenuMyMad u XUMHOTEpaIusi, Bb3HUKBA
UMyHOMEIMUpaH MaHkpeaTuT (Bk. Touka 4.8). [Tanmenture TpsiOBa 1a ce HaOJ0AaBaT 3a MPU3HALU U
CHUMIITOMH Ha IMyHOMEIUUPAH IAaHKPEATHT U Ja Ce JIEKYBaT CIIOpe] NPENOpbKUTE B TOUKA 4.2,

HDVFI/I HUMYHOMEAMHPAHHN HCXKCJIIaHN PCAKITNNA
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Kato ce uma npensun Mmexaam3mMbT Ha nericteue Ha IMFINZI wu IMFINZI B komOuHaIms ¢
TpeMennMyMa0, MOXKe Ja Bb3HUKHAT JIPYTH NOTCHIIHAIHN UMyHOMEINNPAHH HEXKETaH! PEaKIUH.
Crennure HeXEaH! PeaKiK, CBbP3aHH C IMyHHATa CHCTeMa, ce HaOIro1aBaT Mpy MalueHTUTE,
nexyBanu ¢ IMFINZI monotepanus unu IMFINZI B komOunauus ¢ TpemMennmyMad: MUacTeHHS
IpaBUC, TpaHCBEP3aJIeH MUEIIUT, MUO3UT, OJTMMHUO3UT, MEHUHTUT, eHLehanT, cuHapoM Ha Guillain-
Barre, nMyHHa TPOMOOIIMTONICHHUS, IMyHOMEANUPAH apTPHT, YBEUT U HEMH(DEKITHO3CH IIUCTHT (BIK.
touka 4.8). [lartuenTrre TpsOBa 1a ce HaOMOIaBAT 32 MPU3HAIN U CUMIITOMH H J]a C€ JIEKYBaT CIIOpeT
npenopbkuTe B Touka 4.2. KopTrkocreponan TpsiOBa aa ce mpuiiarat ¢ mbpBOHAYaIHa 1032

1-2 mg/kg/nen npeaAHU30H WM SKBUBAJICHT, TIOCJIEABAHO OT HAMaJsIBaHE Ha J03aTa Mpu cTerneH 2—4.

Peakimu, cBbp3anu ¢ uHbY3UATA

[MarmenTure TpsiOBa Na ce HAOMIOABAT 3a TPU3HAIIM ¥ CAMIITOMHU Ha PEaKIIUH, CBbP3aHH C
nHOpy3usaTa. TeKKH peakiyy, CBbP3aHu ¢ HHPY3UATA, Ce ChOOIIABAT MPH MAIMEHTH, TOTy4aBaIln
IMFINZI umn IMFINZI 8 xombunarus ¢ TpemenumyMab (Bx. Touka 4.8). Peakunute, cBbp3anu ¢
nH(y3usnTa, TPsIOBA Ja ce JIEKyBaT crope]] npenopbkure B Touka 4.2, [Ipu texect creneH 1 wmm 2,
MOJKE J]a ce OOMHCIIN M3MOI3BAHETO Ha JIEKapCTBa 3a MPEMEANKAIIUS 32 MPOpUIAKTHKA Ha
MOCJICABAIIN PEaKIIUU, CBbp3aHu ¢ uHGy3usTa. [Ipu crenen 3 unu 4, OBIaIeHTe TEKKUTE PEAKIUH,
CBBp3aHH ¢ MH(DY3UITA, CIIOPE] CTaHAapTa Ha JIe4eOHOTO 3aBe/IeHUE, IOAXO/SAINUTE PHKOBOJICTBA,
MPUIOKHMH B KITHHUYHATA MTPAKTUKA W/HIIH YKa3aHUATA HA OOLTHOCTTA.

[anueHTH ¢ MpeanecTBao aBTOUMYHHO 3a00J1sBaHe

[Ipu marueHTH ¢ NPEIIIESCTRAIIO0 aBTOMMYHHO 3a0o0iisaBane (AM3) nanHuTe 0T 00CEpPBAIMOHHU
MIPOyYBaHU MPEAIOIaraT yBeJIMYeH PUCK OT UMYHOCBBP3aHU HEXKETAHU PEAKIUU CIIE Tepamnus ¢
WHXHOUTOP Ha KOHTPOITHA TOYKA B CpaBHEHHE ¢ manueHTH 0e3 mpemectsaiio ANU3. Ocsern ToBa
4ecTo ce HaOImogaBaT 000CTpsiHUS Ha 0oCHOBHOTO A3, HO mpeobianaBaiara 9acT OT TSIX ca JIEeKHd U
JICYUMH.

IIpennasuu Mepku, criennduudu 3a 3adoissanero (PXKII)

Xonaneum u unghexyuu Ha dHcrvuHume nNbmuuia

XONaHTUTHT U MHOEKUMHUTE Ha KIIBUYHUTE IIBTHUILA HE ca PAAKOCT NPH narueHTH ¢ Hanpeanan PXKII.
Cayvan Ha xonaHrut ce cbobmanatr B TOPAZ-1 u B nBete rpynu Ha seuenue (14,5% [IMFINZI +
XUMHOTepanusi | crpsmo 8,2% [mramnebo + xumuoTepanwsi]). Te ca mpenuMHO BBB Bpb3Ka C HKITbYHH
CTCHTOBE M HE ca UMyHOMeauupanu 1o eruojiorus. [Taiuenture ¢ PXKIT (ocobeHo Te3u ¢ KIbYHU
CTCHTOBE) TPsOBa Ja ObIaT BHUMATEIHO HAOJIF01aBaHU 33 Pa3BUTHE HA XOJAHTUT WM MH(PEKIUH Ha
XITBYHHUTE MBHTUIIA MTPEIM 3aTI0YBAHE HA JIEUYEHHETO U PEIOBHO CJIE]] TOBA.

Memacmamuuen H/IIKPEJ]

Nwma orpaHnyenn JaHHW NpW TAIIMEHTH B cTapuecka Bb3pacT (= 75 roaunan), nexkyBanu ¢ IMFINZ| B
KOMOHHAIIMS C TPEeMEIMMyMal U XUMUOTEpaIus Ha OCHOBaTa Ha ruiaTuHa (Bxk. Touka 4.8 u 5.1).
[penopbuBa ce BHUMATETHO OOMUCIISIHE HA TIOTSHIIMATHATA TI0JI33/PUCK OT TO3U PEXKUM Ha
WH/IMBU/IyalTHa OCHOBA.

IanueHTH, M3KIIOYEHH OT KINIMHUYHUTE OPOYYBAHUS

[TanmeHTH ChC CIIEAHNTE MOKA3aTENN Ca U3KIIOUYEHHN OT KIIMHUYHUTE IPOYUBAHUS: (PYHKIHOHAJICH
craryc mo ECOG >2 Ha n3X0HO HUBO; aKTHBHO HJIU IOKyMEHTHPAHO MPEear TOBa aBTOUMYHHO
3a00IsBaHEe B paMKHTE Ha 2 TOJWHU OT 3all0YBaHE Ha MPOYYBAHETO; aHAMHE3a 32 UMYHEH Je(punuT,;
aHaMHe3a 32 TeXKH IMYHOMEINHPAHU HEeXEJIaH! Peakini; 3a00sIBaHNS, KOUTO HaJlaraT CHCTEMHA
HUMYHOCYTIpECHS, C U3KII0UEHHE Ha (PU3MOJIOTHYHA 1032 CUCTEMHH KopTukocTeponu (<10 mg/nen
MPEJHU30H WIH €KBUBAJICHT); HEKOHTPOJIMPAHU HHTEPKYPEHTHH 3a00JIsIBaHUS; aKTHBHA TYOEpKyJ103a
nnu xenatut B, nunu C, nim HIV undexuus, nim naureHTy, nojryyaBaly )K1UBa aTeHIOWpaHa BAKCHHA
B pamkurte Ha 30 qaUM npeau win ciex Havanoto Ha IMFINZI. [Ipu nurcara Ha gaHHy, TypBaTymMad
TpsiOBa J1a ce M3II0JI3Ba C IOBHUIIIEHO BHUMAHHE MTPH TE3H TOITyJIAIlUH CJiel BHUMaTellHa HHIAUBUAYyaTHa
MpeleHKa Ha MOTeHIIUATHOTO ChOTHOLICHHUE TT0JI3a/PHCK.

BezonacHoctTa Ha chipTCTBaIIO NpodunakTuiHo oOrpuBane Ha uepena (PCI) ¢ IMFINZI npu
nanuenty ¢ EC-JIPB/] e HensBecTHa.
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3a nmoBeue nHGOPMAIKS OTHOCHO KPUTEPUHUTE 3a U3KIIIOUBAHE 3a BCIKO KOHKPETHO MPOYYBAHE BIIKTE
TouKa 5.1.

4.5 B3auMmonelicTBHe ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYru (OpMHU HA B3auMoelcTBHE

Ynotpebara Ha CHCTEMHH KOPTUKOCTEPOUIN WIIM HMYHOCYTIPECOPH MPEIHU 3aII0YBaHEe Ha JICUCHHE C
IypBaiyMad, ¢ H3KITI0UYEeHNE Ha (DU3HOIOTHYHH 03U CUCTEMHH KopTHKOocTepouan (<10 mg/nen
MPEIHU30H WU €KBUBAJICHT), HE CE MPETOPHYBA IMOPAJIH MOTCHIIMAIHATA UM HaMeca BbB
(hapMakoMHAMHYHATA AKTUBHOCT U €(PUKACHOCT Ha AypBaslymMa0d. CUCTEMHU KOPTUKOCTEPOUIH HITH
JOpyTd UIMYHOCYTIpEcopr o0adue MOKe J1a ce U3MOI3BAT Clie/ 3all0YBaHe Ha JICUeHHe ¢ JypBaiymad 3a
JICYCHHE HA CBBP3AHUTE C UMyHHATa CUCTEMA HEXEaHHu peakiuu (Bxk. Touka 4.4).

He ca nposexxaann odummanan mpoydBaHus ¢ TypBaityMad 3a papmaxoxuaetndan (PK)
B3aMMOJICHCTBUS OT THUIIA ,,JIEKAPCTBO-JIeKapcTBO . Thil KaTO OCHOBHUTE MIBTUIIA HA SIMMUHHUPAHE Ha
nypBaityMab ca OenThUYeH KaTaboIM3bM Upe3 PEeTUKYI0-SHI0TeIHATa CUCTEMa WITH TaAPTeTHO
MeJMHUpaHa TUCIIO3MIINS, HE CE€ OYaKBAT META0OJUTHH B3aUMOICHCTBUS OT THIIA ,,JICKAPCTBO-
nekapctBo®. @K B3amMopelicTBre OT THIIA ,,IEKAPCTBO-IEKAPCTBO  MEXIY TypBaTyMad u
xuMuoTepamnus e orieaeHo B mpoyuBanero CASPIAN u e mokaszaHo, 4e ChITBTCTBAIIOTO JEUEHHE C
nypsanymab He nosnusiBa @K Ha eronosua, kapOoruaTil win nuciuiatid. OCBeH TOBa, Bb3 OCHOBA
Ha IOITyJIallMOHCH dK aHaJIN3, CbIIBTCTBAIlATa XUMUOTECPAIIUA HE ITOBJIMABA 3HAYUMO ®K na
nypsanymab. @K B3aumoeicTBIS OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO ™ MEKAY TypBayMald B
KOMGI/IHaHI/Iﬂ Cc TpCMCJ'II/IMyMa6 " XUMUOTEpaAIivAa, CbAbpiKalia IjiaTuHa, ca OCHCHHN B IIPOYYBAHETO
POSEIDON wu e moka3aHo, 4€ IpH CHITBTCTBAIIOTO JeUeHHUE JTUICBAT KITMHIYHO 3HauuMI DK
B3aMMOJICHCTBHS MEXIy TpeMenuMymad, TypBaiyma0, nab-nakaurakcesn, reMIuTabiH, eMETPEKCes,
KapOOMIaTH WM LUCIIIATHH.

4.6 @epruauTeT, )PEMEHHOCT H KbPMeEHE
JKenu ¢ geTepoieH NoTeHIMaN/KOHTPAIICIIHS

XKenure ¢ ACTCPOJACH IMOTCHIHAIT TpSI6Ba Ja U3I0J3BaT eq)eKTI/IBHa KOHTpalemnius 1mo BpeMe Ha
JICYCHUC U B IPOABIDKCHUC Ha Hali-MaIko 3 MEcCC1a CJICA IMocjacaHaTa J03a zLypBanyMa6.

BbpemenHoct
Jluncear nanHm oT ynorpebaTa Ha AypBasymMad npy OpeMeHHHU KeHH. B3 OCHOBa Ha HETOBUS

MEXaHU3bM Ha JIeiCTBHE, AypBalyMal UMa MOTEeHIMaja Ja MOBIHse 3abp>KaHeTo Ha OPEMEHHOCTTa,
a B aJIOTEHEH MHUIIN MOJIe] Ha OpeMEHHOCT € JoKa3aHo, ue mpekbeBaneTo Ha PD-L1 curnanuzanusta
BOJIW JIO MTOBHIIICHUE Ha (eTanHaTa 3aryoa. [I[poyuBaHusTa npy )KUBOTHHU C JypBadyMal He IoKa3Bat
PEeNpOAYKTHBHA TOKCUYHOCT (BX. Touka 5.3). M3BecTHO e, ue yoBemkusT IgG1 npemunasa mpe3
IUTalleHTapHaTa Oapuepa ¥ IPEMUHABAHETO Ha JypBalyMad Mpe3 IUIaleHTaTa € MoTBbPIACHO B
MIPOYYBaHUs NPH KUBOTHH. JJypBasymad Moke ja Mpeau3BUKa YBPEXKIaHE Ha IJI0/a, KOraTo ce
npuiara npyu OpeMeHHa XKeHa, U He ce MPernopbyBa 110 BpeMe Ha OPEMEHHOCT U NPH >KEHH C IETEPOACH
MOTEHIIHA, KOUTO HE U3ION3BaT e(heKTUBHA KOHTPALIEIINS 110 BpeMe Ha JIYEeHHE U B TPOABIDKCHHE
Ha Hali-MaJIKo 3 Mecela ciie] ocieiHaTa 103a.

Kspmene
He e u3BecTHO nanu qypBanymab ce eKCKpeThpa B KbpMarta Ipu xopa. HantnuyHUTe TOKCUKOJIOTUYHU

JAaHHHM TIPH JTBJITOOIAIIATA MaKally TIOKa3BaT HUCKK HUBA Ha AypBasiymMal B KbpMaTa Ha 28-Musl JIeH
cien pakmanero (Bx. Touka 5.3). Ilpu xopa aHTHTEIa MOXKE J1a Ce MPEHACAT B KbpMaTa, HO
MOTEHIHATHT 32 a0COpOIINs U yBPEXKJaHEe Ha HOBOPOJICHOTO € Hen3BecTeH. He Moxke, obade, na ce
M3KITIOYH TIOTEHIIMANICH PUCK 32 KbPMEHOTO JieTe. TpsiOBa j1a ce B3eMe pelleHre Jaiu Ja ce
MPEyCTaHOBU KbPMEHETO WIIH Jia C€ IPEeKpaTH WiN H30srBa JISYeHNE C TypBaTyMad KaTo ce B3eMar
MPEBU/I TI0J13aTa OT KEPMEHETO 3a JIETETO U I10JI3aTa OT JICUCHHE 3a )KEeHATa.

DepTUInTeT
Jluncear naHHM OTHOCHO TIOTEHIMATHUTE e(heKTH Ha ypBainyMad BpXy (pepTHiuTeTa mpu Xopa uin

JKHMBOTHH.

13



4.7 EdexTn BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

HypBaryma0 He TOBJIHIBa WK MOBIHIBA TPEHEOPEKUMO CIIOCOOHOCTTA 3a modupane u padoTa ¢
MaIlIWHY.

4.8 Hexenanu JjeKapcTBeHH peaKkuu

Pestome Ha npodmia Ha Ge3omacHOCT

IMEINZI xamo monomepanus

Besomacuocrra Ha IMFINZI kato MoHOTepanus ce ocHOBaBa Ha cOopHu AaHHU npu 4 045 manuenTH ¢
MHOXxecTBO TyMopHH BuaoBe. IMFINZI e npunaran B no3a 10 mg/kg npe3s 2 cenmunu, 20 mg/kg npe3
4 cemmury v 1 500 mg npe3 4 ceamunu. Haii-uectute (>10%) HexenaHu peakiuu ca
Karutuia/mpoaykrusHa kamuuia (18,7%), nuapus (16,1%), oopus (15,5%), aprpanrus (13,8%),
nupekcust (13,0%), kopemua 6osnka (13,0%), nHpekunn Ha ropHUTe quxatenHu mpTrna (12,1%),
cepbex (11,4%) u xunotupeonansbm (10,9%). Hait-uectute (> 2%) NCI CTCAE crenen > 3
HE)KEIIaHU peakiinuy ca mHeBMoHus (3,6%) 1 moBHIIeHa aciapTaT aMuHOTpaHCepas3a/moBHUILICHA
amaHuH amMmuHOTpaHchepasa (2,9%).

[Mpunoxenuero Ha IMFINZI e npekpaTeHo mopaay HexXeJTaH! peakuu npu 3,7% OT malueHTuTe.
Hait-yectara HexxenaHa peakiius, BOJEINA 0 MpeKpaTsaBane Ha jieuennero, € maeBMouuT (0,9%) u
nuesmonus (0,7%).

[Tpunoxxenueto Ha IMFINZI € oTnmoskeHo nitw MpeKbCHATO MTopaan HexkenaHu peakiyn mpu 13,0% ot
nanuenture. Haii-uecture HeXeNnaHu peakiuy, BOJCIIN 10 OTJIaraHe Wi MPeKbCBaHEe Ha
MPUIIOKEHUETO, ca MHEeBMOHUS (2,2%) W MOBHUIIICHA acriapTaT aMUHOTpaHc(epasa/loBHIIeHa alaHUH
amuHOTpancdepasa (2,2%).

Bezomacuocrta Ha IMFINZI kato MmoHOTEpanwus Mpu ManueHTy, iekyBanu 3a XK, ce 6a3upa Ha
JaHHK OT 492 NMalMEeHTH U € B ChOTBETCTBHUE C 00IIHUs poduir Ha 6€30MacHOCT B IyJia 3a
moHotepanus ¢ IMFINZI (N = 4 045). Haii-uectute (> 10%) HexenaHu peakivy ca MOBUIICHA
acmaprat amuHoTpancdepasza (AST)/moBuieHa ananun amuaorpanchepasa (ALT) (20,3%), kopemua
ooinka (17,9%), nuapwust (15,9%), cepbex (15,4%) u o6pus (15,2%). Haii-uectute (> 2%) crenen > 3
Hekenanu peakiuu ca nosumena AST/mosumera ALT (8,1%) u kopemua 6osika (2,2%).

[punoxenueto Ha IMFINZI e mpeycTanoBeHo mopajy HexelaH! peakiuu npHu 3,7% OT marueHTure.
Haii-yectute HexxenaHu peakiny, BOJIEIIH JI0 TPEyCTAaHOBSBAHE Ha JICUEHUETO, Ca TIOBUIIIEHA
AST/moBumena ALT (0,8%) u xenarur (0,6%).

[Tpunoxxenuero Ha IMFINZI € oTmoskeHo niu MpeKbCHATO MOpaay HexenaHu peakiun mpu 11,6% ot
nanuenTure. Haii-uecrara HexenaHa peakiys, BoJeIa JI0 OTJaraHe Ha J103aTa Wi MpeKbCBaHe Ha
npuitoxenuero, € nopumena AST/mosuriera ALT (5,9%).

IMFINZI 6 kombunayus ¢ xumuomepanus

Bezonacunocrra Ha IMFINZI, B kOMOWHAaIMS ¢ XMIMHUOTEpAIusl, C€ OCHOBaBa HAa COOPHHU JIaHHH TIPU
603 marmentu ot 2 npoyuBanus (TOPAZ-1 u CASPIAN) Haii-uecture (> 10%) He:kenaHu peakuuu
ca meytponenus (53,1%), anemus (43,9%), ranene (37,5%), ymopa (36,8%), TpoMOOIIUTONICHHS
(28,0%), 3amek (25,4%), Hamanen aretut (22,6%), kopemna 6omka (18,4%), anonenus (18,4%),
neskonenus (17,2%), nospswinane (16,9%), nupekcus (15,1%), oopus (14,8%), muapus (13,8%),
MIOBHUITIEHA acTiapTaT aMUHOTpaHc(depasa Wiy MOBHINICHA aTaHiH aMuHOTpancdepasa (10,9%),
kanumna/mpoaykruBHa kanuiaia (10,8%) u cepoex (10,4%). Hait-yecture (> 2%) NCI CTCAE
cTelleH > 3 HeXXeNNaH! peakuuu ca Heyrpomnenus (35,2%), anemus (17,4%), TpoMOOIIUTONIEHUS
(11,1%), nexomnenus (7,1%), ymopa (5,0%), pebpunna neyrponenus (3,0%), noBuiieHa acnapTar
aMHHOTpaHc(epasa 1M MOBUIICHA allaHuH aMuHOTpaHcdepasa (2,8%) u naeBMoHUS (2,5%).
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[punoxxenuero Ha IMFINZI e nmpekpareHo mopaau HexxenaHu peakiuu npu 2,0% oT marueHTure.
Haii-uecTtara He)xenaHa JeKkapcTBEHa peakiys, BOJEINA 10 peKpaTsIBaHe Ha JIEYCHUETO, € yMopa
(0,3%).

[punoxenuero Ha IMFINZI e 0T/I05keHO MM MTPEKBCHATO MOPaIu HeXeIaHu peakuu npu 29,2% ot
nanueHTure. Hali-uecTuTe HeXellaH! peakluy, BOACIIH 10 OTJIAraHe WIN IPEKbCBaHE Ha
NpUIIOKEHUETo, ca Heytponerus (17,1%), anemust (3,8%), pombouronenus (4,3%), T€BKOMCHUS
(3,5%), ymopa (1,7%) u mupexcus (1,3%).

IMFINZI ¢ kombunayus ¢ mpemenumyma6b 75 My u xumuomepanus, cbObpiIcaid RIAMUHA
Bezonacunocrra Ha IMFINZI, npunaran B koMOuHanus ¢ TpemenumMyMal 1 XUMHAOTEpamusl, ce 6asupa
ma mauan nupu 330 maruentn ¢ MeractatiueH HIKPB/I. Haii-uectute (> 20%) Hexenanu peakiiuu ca
anemus (49,7%), ranene (41,5%), neyrponenus (41,2%), ymopa (36,1%), o6pus (25,8%),
tpombonmronenus (24,5%) u quapus (21,5%). Haii-uectute (> 2%) NCI CTCAE crenen > 3
HEe)KeNlaHu peakuuu ca Heyrponenus (23,9%), anemus (20,6%), maeBmonwust (9,4%),
tpombormronenus (8,2%), neskonenus (5,5%), ymopa (5,2%), nosumiena nunasa (3,9%), mopuiieHa
ammnasa (3,6%), pedpuna Heyrponenust (2,4%), konut (2,1%) v noBuileHa acnaprat
aMUHOTpaHc(epas3a/moBUINICHa allTaHuH aMUHOTpaHchepasa (2,1%).

[Tpunoxenunero Ha IMFINZI e mpexpareHo mopaau HeXXenaHu peakiun mpu 8,5% ot maruerTure.
Haii-uectute HexenaHu peakiiu, BOJCIIH J0 MPEKpaTsIBaHe Ha JCYCHUETO, ca mHeBMOoHus (2,1%) n
komut (1,2%).

[Tpunoxenunero Ha IMFINZI e mpexbpcBano nopany Hexkenanu peakuuu npu 49,4% ot maruerTure.
Haii-uecTute HeXenaHu PeaKiMu, BOJICIIH J0 MPEKbCBAHE HAa MPUIIOKEHUETO, Ca HEYTPOIICHHUS
(16,1%), anemus (10,3%), tpombonuTonienust (7,3%), neskonenust (5,8%), muesmonust (5,2%),
MOBHIIIEHA acrapTaT aMHHOTpaHchepas3a/moBUIIeHa alaHuH aMuHOTpaHchepasa (4,8%), konut (3,3%)
u HeBMOHUT (3,3%).

IMFINZI 6 xombunayus ¢ mpemenumymad 300 mg

BezonacHocrta Ha IMFINZI, npunaran B koMOMHAIMS ¢ eAMHUYHA J103a TpemenumyMad 300 mg, ce
6asupa Ha coopuure qanuu (XK myn) npu 462 namuentn ¢ XIIK ot usnurBanero HIMALAYA u
apyro usnurBade npu nanuent ¢ XK, N3nutBane 22. Hait-uectute (> 10%) HexenaHu peakiuu ca
o6pus (32,5%), cepbex (25,5%), auapus (25,3%), 6oska B kopema (19,7%), nosumena AST (18,0%),
nosuiiena remnepatypa (13,9%), xunorupeonauzsm (13.0%), kanumia/mpoyKTHBHA KalLTHIA
(10,8%), mepudepen otok (10,4%) u mosumena aumasa (10,0%) (Bx. Tabnuma 4). Haii-uecture
texkn Hexenanu peakuuu (NClI CTCAE crenen > 3) ca nmoBuiiieHa acrapTar
amMuHOTpaHchepasza/moBuIlieHa alaHuH aMmuHOTpaHchepasa (8,9%), mosurieHa smmnasa (7,1%),
noBuieHa amunasa (4,3%) u quapus (3,9%).

Haii-uectute cepro3Hu HEXENaHH peakiuu ca Kot (2,6%), nuapus (2,4%), naeBmonus (2,2%) u
xenatut (1,7%).

YecroTara Ha MPEyCTaHOBSIBAHE HA JICYEHHETO MOPAIH HEXKENIAHN peakimu € 6,5%. Haili-uecture
HEXEJTaHW PeaKIMH, BOJICIIH JI0 PEYCTAHOBsIBAHE Ha JieueHHETo, ca xenatut (1,5%) u nmosuiieHa
acraprat aMuHOTpaHcdepasa/moBuiieHa anaHuH amuHoTpancdepasa (1,3%).

TexecTTa Ha HEXKETTAHHUTE JICKAPCTBEHH Peakiuu ¢ olieHeHa Ha 0a3ara Ha CTCAE, onpenenenu kato
crerieH 1 = neka, creneH 2 = yMepeHa, CTeIleH 3 = TeXKKa, CTEIeH 4 = )KUBOTO3acTpallaBamia u
CTETIeH 5 = CMBPT.

CHuchk Ha HEKEIaHUTE PEAKLUK B TAONWYECH BUJL

B tabnuma 3 e n36poeHa yectoTaTa Ha HEXKEJIaHU peaKiuu OT coopHaTa 0aza JaHHU 32 0€301acHOCT
npu Monotepanus ¢ IMFINZI (N=4 045) u npu nauuenTn, nexkyBanu ¢ IMFINZI B komOuHamms ¢
xumuorepanus (N=603). OcBeH ako He € TOCO4YeHO Apyro, B Tabnuua 4 e n3dpoeHa yectorara Ha
Hexxenanu Jekapetsenu peakuuu (HJIP) npu manuenty, nekyBauu ¢ IMFINZI B komOunamus ¢
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TpeMenuMymabd 75 Mg u XuMHOTepanusi, Chabpikalia miatiuaa, B nmpoyusanero POSEIDON (N=330)
Y IpH nanuenTy, JekyBanu ¢ IMFINZI, B komOuHaius ¢ equHrdHa 103a rpemennumymad 300 mg, B
XK nyna (N=462). Hexxenanure peakiuu ca u30pOCHH CIIOPEl CUCTEMO-OPraHHHMS KJIac Mo
MedDRA. B paMkuTe Ha BCEKH CHCTEMO-OPTaHeH KJIac HeXXeJIaHUTe PEaKLuH ca MPeICTaBeHH 110
pena Ha HamaisiBamia yectota. ChOTBETHATa KaTeropus mo yecrora 3a Besska HIIP e onpenenena karo:
mHoro decTr (>1/10); wectu (>1/100 go <1/10); mneuectu (=1/1 000 mo <1/100); penku (>1/10 000 mo
<1/1 000); muoro peaku (<1/10 000); ¢ Heu3BecTHA YecTOTa (OT HAIMYHUTE JAHHHU HE MOXKE 1a Oble
HaIpaBeHa o1eHKa). [Ipu Bcsiko rpynupaHe 1Mo 4ecToTa HeJKeITaHUTEPEaKInY ca MPEeICTaBEeH! 110 pefa

Ha HaMaJigBallla CCpUO3HOCT.

Taoauna 3. He:keJaHu jieKapcTBEeHU PeaKIMy NPU NauueHTH, JekyBanu ¢ IMFINZI

Momnotepanus ¢ IMFINZI

IMFINZI, xoMOuHHupaH ¢
XUMHOTEpaNus

Nndexunu u undecranun

MHoro yectu WHdexnmy Ha TOPHUTE AUXATENHU MbTHIIAY

Yectu [TneBMOHUA®®, IpUII, OpaJHA KaHH1034, [TneBMOHMA®®, nHpEKIMK HA
WHQEKIUN Ha 350UTE U MEKHUTE ThKAaHH B TOPHUTE TUXATEITHH TbTUINA®
ycrara®

Heuectun OpanHa KaHAu103a, TPUIL,

MH(EKINY Ha 350UTE U MEKHUTE
THKaHHU B ycrara’

Hapyumenust Ha KpbBTA U JUM(HATA CHCTEMA

MpHoro uectu

Anemust, TeBKOIICHUS",

HEYTPOIICHHUSI®,
TPOMOOLIUTOTIEHUS™
Yectu OeOpuitHa HeyTPOIICHH,
HaHIUTONECHUS®
Penku HNmynHa TpoMOOIMTOTIEHUS®
Hapymiennsi Ha eHIOKPUHHATA CUCTEMA
MHoro uectu XUNOTUPEOUIU3bM’
Yectn Xuneptupeonauzbm* Han6n6peuna HemOCTaTHYHOCT,
XUTEPTUPEOUTUZBM”,
XUTOTUPEOUIUZHM®
Heuectn Tupeonaut”, HagOBLOPEUHA HEAOCTATHYHOCT Tupeounaut’, 3axapen nuaber
T 1
Penxu 3axapen auabet T 1,
XUNO()HU3UT/XUTIOMTUTYUTAPU3HM, OE3BKYCEH
nuaber
Hapymenus Ha ounTe
Penkn | VYBeur | VYBeur

Hapymenusi Ha MeTa00JIN3Ma U XPaHEHETO

MHoro yectH |

| Hamanen anetur

Hapyiienusi Ha HepBHATA cUcTeMa

Yectn [epudepna HeBponarus’™
Penxu MuacTeHus rpaBuc, MEHUHTUT"

C HeusBecTHa Heundexunosen enuedanur”, CHHIPOM Ha

YyecTora Guillain-Barré, rpanceep3anen muenut"

CbpaeuHn HapylIeHus

Heuectn | Muokapaur

PecnnpaTopHn, I'PHAHA U MEAUACTUHAJTHU HAPYIICHU S

MHnoro gectu Kamnnua/ MNPOAYKTHBHA KallJIUIia

Kamnuna/mpoayktisaa
KalluTHIa

Yectn

ITneBMoHHMT®, tHChOHUS

IIaeBMoHUT
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Heuectn

WuTepcTunuanna 6enoapodHa dorect

HHaTepcTummanaa 6enoapodHa
Oonect, nuchoHwMs

CToManiHoO-4YpeBHN HAPYIIEHHs

MpHoro uectu

Hwnapwus, kopemHa 6oika’

Huapus, kopeMHa 00JKa’,
3aIieK, rajicHe, NOBPhIIaHe

Yectu Cromatut”
Heuectu Konut?, mankpearut® Konut™ mankpeatut®
XenaToOMIHAPHHU HAPYIIECHHSA

MpHoro uectu

IToBumiena acnaprat
aMHUHOTpaHcdepasza win
TIOBUIIICHA aJTAHUH
amuHoTpaHchepasza”

Yectn

Xenatut™, [loBullleHa aciaprat
aMuHOTpaHc(hepasa win TOBUIIIEHA aTaHuH
aMuHOTpaHchepaza®”

Xemnatut™>

Hapylueﬂml Ha KOKaTa U MOAKO0KHATA TbKAaH

MHoro uectu

O6puB?, crpOex

O6pus?, anonenus, cbpbex

Yectu

Homuau nsnorasanus

HepmaTtut

Heuectn

Hepmarut, ncopuasuc, [lempurong*

[lemdburon*, HotITHA
U3MOTSABAHMS, TICOPHUA3UC

Hapyumienust Ha M

CKYJ/JIHO-CKEJI€THATA CUCTEMA M ChbCAMHUTEC/IHATA ThKAH

MHoro yectu ApTtpanrus

Yectn Muanrus Muanrusi, apTpajirus
Heuectu Muo3ut NmMmyHOMEaMMpaH apTpUt
Penku [Tonumuo3uT", UMyHOMEIUUPAH apTPUT

Hapylueﬂml Ha 61)6pelmTe U MAKOYHUTC IbTHUIIA

Yectn [ToBuIlIeH KpeaTHHUH B KPBBTA, TU3YPHSI [oBHIIICH KPEATUHHH B KPBHBTA,
T3PS

Heuectu Hedput®

Penku Heundexnno3eH nucTuT

OO0mm HapymieHus M e)eKTH HA MACTOTO HA NPHJIOKEHHE

MpHoro uectu

[Tupekcus

ITupekcus, ymopa"

Yectn

[epudepen oTok™

[epudepen otok™

HapaHﬂBamm, OTpaBSAHUA U YCJI0KHCHHUS], BbSHUKHAJHU B PE3YJATAT HA UHTCPBCHIIUH

Yectu

Peaxmust, cBbp3ana ¢ uay3usTa®

Peaxnus, cBbp3ana ¢
nH}py3usITa"

YecToTaTa Ha HEXKEJIAHUTE PEAKIIMN MOJKE J]a HE Ce BJDKH M3ILUI0 CaMo Ha AypBayMad, a a ce ABJDKH Ha
OCHOBHOTO 3a00JIsIBaHE WM HA APYTH JIEKAPCTBEHH MPOIAYKTH, U3MIOJI3BaHH B KOMOMHALIHSL.
@ BKIIIOYBA JIAPUHTUT, Ha30(apHHTUT, NEPUTOH3MIAPEH abcuec, (GapuHIUT, PUHHUT, CUHY3HUT, TOH3WIUT,

TPaxeoOPOHXUT U MH(PEKIMS Ha TOPHUTE JUXATEIHH ITbTHUILA.

% priIroYBa THEBMOHMS, IPUYMHEHA OT Pneumocystis jirovecii, nHeBMoHMs, alcHOBUPYCHA THEBMOHMUSI,
GaKTepHallHa THEBMOHIS, [INTOMETAIOBUPYCHA ITHEBMOHUS, [THEBMOHHMS, prauneHa ot Haemophilus,
HEBMOKOKOBA ITHEBMOHHUSI, CTPEITOKOKOBA [THEBMOHUSI, THEBMOHMS, MpuuiHeHa or Candida, u mueBMoHus,
npuyrHeHa ot Legionella

® BKJIFOUMTEJIHO JIETAJIEH U3XO0/.

" BKITIFOUBA THHTHBHT, OpaTHa MH(EKINs, IEPHOAOHTHT, ICHTAJICH IIyJIINT, 360eH abciiec u 350Ha HHMEKIH.

' BKITFOUBA JIEBKOIICHHS 1 HAMaJIeH Opoil Ha JIEBKOITUTHUTE.

° BKJIIOYBA HEYTPOIICHUS U HaMaJIeH Opoi Ha HEyTPOHIIHTE.

* BKJIIOYBA TPOMOOLIMTONIEHUS ¥ HamMaJleH Opoit Ha TpoMOoLUTHTE.
* BKJIIOUBA aBTOMMYHEH XUIIOTHPEOUIN3BM, XUIIOTUPEOUAN3BM, UMYHOMEAUUPAH XUIOTUPEOUIU3IBM, IOBUIIEH

TUPEOCTUMYJIMPALL XOPMOH B KPHBTA.

" BKJIFOUBA XUNEPTUPECOUNINIbM, Ba3e)1013a GOHGCT, UMYHOMEIUNPAH XUMICPTUPECOUIN3IBM U HAMAJICH

TUPEOCTUMYJIUPALL XOPMOH B KPHBTA.
# BKIIF0YBA ABTOUMYHEH TUPEOHMIUT, UMYHOMETUUPAH TUPEOUUT, TUPEOUIUT U TIOJOCTHP TUPEOHUIUT.
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“ BKITFOUBA nepudepHa HEBPOIATHSI, TAPECTE3HS U NIepU(EepHa CEH30pHA HEBPOIIATHSL.

" BKJIFOYBAa MEHUHTHT M HEMH(EKIINO36H MEHUHTUT.

M yecToTara, ChOOIIEHA OT TEKYIH KIMHUYHH U3IHUTBaHMUs, C BB3IOkUTeN AstraZeneca, u3BbH COOpHHUTE JTaHHHU,
€ ,,peIKU" ¥ BKJIIOYBA JIETAJICH U3XO/I.

" cpOuTHATA Ca ChOOIIEHN OT OCTMaPKETHHIOBY JJAHHH.

° BKIIFOYBA KOpeMHa 00ika, 00JIka B T0JTHATA YacT Ha KopeMma, 00JKa B TOpHATa 4acT Ha KopeMa i 0OJKa B
XbJI00Ka.

" BKJIFOYBA CTOMATHT M BB3MAICHHUE HA JINTAaBULINTE.

P BKITIOUBA KOJIUT, EHTEPUT, CHTEPOKOJIHUT M MPOKTHUT.

¢ BKJIIOYBA AHKPEATHUT M OCTHP MTaHKPEATHT.

T BKJIFOYBA MTOBHUIIICHA AJIAHWH aMHUHOTpaHcdepasa, MOBHUIICHA acapTaT aMHHOTpaHcdepasa, MOBUIICHH
YepHOAPOOHH €H3MMH W TIOBUIICHN TPAHCAMUHA3H.

¥ BKJIFOYBA XETATHUT, aBBTOUMYHEH XCTIaTHT, TOKCHYEH XEIIAaTHT, XEMAaTOIEIyIapHO yBPEKAaHE, OCThpP XENaTHT,
XEMaTOTOKCHIHOCT M IMyHOMEINUPAH XCIaTuT.

® prirouBa epuTEMaTO3€H OOPUB, MaKyJI03eH OOPHB, MAaKyJIONAIyJI03€H OOPHB, AITyJI03€H 0OPUB, CHPOSAILI
00pHB, IMyCTYJI03¢H OOPUB, EPUTEM, EK3eMa M OOPHB.

X BKIIIOYBa nemdurouns, Oyio3eH aepMaTut u nemouryc. Yecrorata Ha cboOIIaBaHE OT 3aBbPUICHH U TEKYIIH

KJIIMHUYHU IPOYYBAHHUSA € ,,HEUECTU .

" TOTMMHUO3HT (C JIeTaJIeH U3X0/1) € HaOJIro1aBaH MpH eIH NanueHT, tekyBaH ¢ IMFINZ| B exro Tekymmo
CIIOHCOPHMPAHO KIMHUYHO MPOYYBAHE U3BBH COOPHHUTE NaHHHU.

 BKJIFOYBA aBTOMMYHEH He(pUT, TyOyJOUHTEPCTUIIHATIECH HePUT, HeDPHUT, TIIOMEPYIOHEDPUT U MEMOPaHO3eH
TJIOMepYJIOHEeDPHUT.

" BKIIIOYBA YMOpa U aCTEHUS.

" BKIIFOYBA NepUQEpeH OTOK U MepU(EpHO MOTyBaHE.

* BKJIIOYBA PEaKINs, CBbp3aHa C HH(Y3UATA, U YPTUKApHs C HAYAJIO B ICHS Ha MIPWJIOKEHNE WK 1 1eH cien
TPUIOKEHUETO.

Tabanua 4. Hexxenanu JekapcTBeHH peaKIMu NPH NanueHTH, JekyBanu ¢ IMFINZI B
KOMOMHALMSA C TPeMeITuMymMad

IMFINZI B xkom0uHanus ¢ TpeMeTuMyMad IMFINZI B xom0unanus ¢
75 Mg u XuMHOTepanus, ChbAbpKaIa Tpemeaumymad 300 mg
TUIATHHA
Nudexnun u nudecranumn
MHoro uectn WHdexnun Ha TOPHUTE AUXATEIHU IBTHILAS,
[THeBMOHUS®
Yectu I'pun, opanxa kaHaMA03a Wudexnum Ha TOPHUTE
JUXATeJHUA NbTUIa®
IIHEBMOHHUSA® TPUI, MHOEKIUH
Ha 360MTE 1 MEKUTE ThKAHH B
ycrara®
Heuectn WNndexnun Ha 3501TE 1 MEKUTE ThKaHH B Opanna kaHang03a
ycrara®
Hapyumenust Ha KpbBTA U JUM(HATA CHCTEMA
MHoro uectn AHeMmus', HeyTponeHus ™,
TPOMOOIIUTOTICHUS ™, ICBKOTICHUS ™™
Yectu DebpuiiHa HEYTPONICHHS', TAHIIUTOTICHUS
Heuectu HmynHa TpoMOOIIMTONCHHS
C HeusBecTHa WmynHa TpomOonuToneHus’®
YecToTa
Hapymenusi Ha eHAOKPHHHATA CHCTEMa
MpHoro gectu XuUnotupeonanuzbm" XUnoTupeonu3bm"
Yecru Xuneprupeouausbm’, HanOLOpeuHa Xuneprupeouaussm,
HEIOCTAThYHOCT, XUIIOMUTYUTAPU3bM/ TUPEOUIUT", HaIOBOpeuHa
XUMOPHU3UT, THPEOUIUT" HEJO0CTaThYHOCT
Heuectu besBkycen nuaber, 3axapes auadet tum 1 XUnonuTyurapuzsm/
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XUIO(OU3HUT

C HeusBecTHA

BesBkycen nuabet®, 3axapeH

YeCcToTa nuaber tvm 1°
Hapyumenusi Ha ounTe

Heuectn VBeur

Penxu VYBeur®

Hapymenusi Ha MeTa00JIM3Ma U XPaHEHETO

MpHoro uectu

| Hamanen anerut’

Hapyuienusi Ha HepBHATA cUcTeMa

Yectu | [lepudepna neBponatus™"

Heuectn Ennedanut" MuacTeHus rpaBUC, MEHUHTUT
C HeusBecTHA Mpuacrenws rpasuc®, cuaapom Ha Guillain- Cungpom na Guillain-Barré?,
4eCTOTa Barré", MeHUHTHUT" ennedamut’

Chbpaeynun HapylieHust

Heyectn | Muokapaut® | MuokapauT

PecnnupaTopHu, rpbAHN M MEANACTHHAJIHA HAPYIIEHUS

MHoro yectu Kanummna/mpoaykTrBHA Kaluia Kamnmma/mpoaykTrBHa
KallINna

Yectu [THeBmMonut", archoHms ITueBmonut"

Heuectn Wntepcrunmanna 6enoapodbHa donect Huchonus, mHTEpCTHLIMATHA

OemonpobHa Gomect

CToMalHO-4YpeBHM HAPYILEHHs

MHoro yectu

l'agene", auapus, 3anex’, noBpbIIaHe"

Huapusi, kopemHa Ooska’

Yectn

Cromarut” ¢, moBHIlIEHa aMUjIa3a, KOpEMHa
OouikaP, MOBHUIIIEHA JINTIA3a, KOJIUT',
MMaHKpeaTuT’

IloBuiiena numnasa, HOBHIIICHA
aMuiasa, KOIuT', IaHKpeaTuT”

C HensBecTHA
YecToTa

[lepdopanms Ha ThHKHTE YepBa”, mepdoparus
Ha J1e0eJI0TO YepBo”

[lepdopanmst Ha THHKHTE
yepBa®, nepdopanus Ha
J1e0besnoTo 4epno’

XenaToOuauapHu

HApylIIeHUsl

MpHoro uectu

T[loBuIeHa acnapraT
aMuHOTpaHchepas3a/noBHIIeHa alaHUH
amuHOTpaHcpepaza®

[NoBumena acnaprat
amMuHOTpaHc(hepa3a/moBHIIeH
aJlaHMH aMUHOTpaHchepaza®

Yectn

Xenatut®

Xemnatut*

Hapyuienusi Ha KOKaTa H MOJKOKHATA ThKaH

MpHoro uectu

Anormerust’, 00puB", chpOexk

O6pus", cpOex

Yectu Hepmatut" HOHU
W3NOTSIBaHUS

Heuectn JlepMaTuT, HOIIHYU M3MOTABAHUS, TEM(OUTOU/ ITemduroun

Hapyumienusi Ha MyCKYJ/JIHO-CKeJI€THATA CUCTEMA M CheAUHUTETHATA ThKAH

MHoro yectu ApTtpainrus

Yectu Muanrus Mpmuanrus

Heuectn MuO3uT, NOJIMMUO3UT, UMYHOMETUUPAH MHuo3uT, TOJTUMHO3HT,

apTpuT”

MMYHOMEIUUPAH apTPHUT

Hapymenusi Ha 0b0penyiTe H NMKOYHUTE MBTHINA

Yectu IloBuuIEH KpeaTUHUH B KPBBTA, JU3YPUS IloBuIIEH KpEeaTUHUH B KPBBTA,
JTU3ypus

Heuectn HedpuT, HenH(peKIMO3eH HIUCTHT Hedput"

C HeusBecTHa Heunndexunoszen nuctut®

4YecToTa

06[III/I HApPYIICHUSA U e(l)eKTI/l Ha MACTOTO HA NPUWJIOKECHUE

Muoro uectu

YmMopa" nupekcus

[Mupekcusi, nepudeper oTok™

Yectu

[lepudepen oTok™

HapansiBanusi, oTpaBsiHUS ¥ YCJI0KHEHHs, Bb3HUKHAJIM B Pe3YJITAT HA MHTEPBEHLUH
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Yectu Peakuust, cBbp3aHa ¢ uHpy3uaTa® Peakuus, cBbp3ana ¢
nHdpy3uara®

& BKITIOYBA JIAPUHTUT, Ha30(hapuHTHUT, GapUHTUT, PUHUT, CHHY3UT, TOH3WIHUT, TPAXe0OPOHXUT U MH(EKIH Ha

TOPHHUTE JTUXATETHH ITbTHUINA.

® pKJII0YBA THEBMOHMS, HPUYHMHEHA OT Pneumocystis jirovecii, nHeBMoHus U GakTepuaiHa THEBMOHMSL.

® BKJIFOYBA MEPUOJOHTHUT, ACHTAJIEH ITyJIIHT, 350€H adclec U 3b0Ha HHPEKINS.

" HeXxenaHaTa peakius ce otHacs camo 10 HJIP Ha xuMuoTepanusaTa B mpoy4ysaHeto Poseidon.

A BKIJIIOYBA HEYTPOIIEHUsI U HaMaJleH Opoil HeyTpoduiy.

° BKJIIOYBA HaMasieH Opoil TPOMOOLIUTH U TPOMOOIUTOTICHUSI.

 BKJIIOYBA JIEBKOTICHHSI M HAMaJIEH Opoi Oeny KPbBHU KIICTKH.

* He)xellaHaTa peaknus He e HabmoaBana B XK myna, HO e cpo0miena npu manuenTy, gexyBanu ¢ IMFINZI

nmn ¢ IMFINZI + tpemenumyMma0 B KIIMHUYHU IPOYYBaHMs, C BB3JI0kHTEN AstraZeneca.

" BKJIIOYBA TIOBHILECH THPEOCTHUMYJIHPAI] XOPMOH B KPBBTa, XMUITOTUPEOUIN3BM U UMYHOMETUHPaH
XHUITOTUPEOUTUIBM.

# BKIII0YBA HAMAJIEH THPEOCTUMYJIUPAI] XOPMOH B KPBBTA U XUMEPTHPEOUTU3HM.

¥ BKJIFOYBA aBTOMMYHEH TUPEOUANT, UMYHOMEIUHUPAH TUPEOUANUT, THPEOUTUT U MOJOCTHP THPEOUIHT.

' BKIIIOYBa Nepru(epHa HEBPOIIATHsl, apecTe3ust U nepudepHa CeH30pHa HEBPOIIATHSL.

™ BKITIOUBA €HIIE()aJINT U aBTOMMYHEH CHIe(anT.

" He)KellaHaTa peakius He ¢ HaOmoaBana B mpoyuBaneTo POSEIDON, Ho e cro0IieHa mpH MarieHTH,

nexyBanu ¢ IMFINZI wim IMFINZI+Tpemenumyma0, B KIIMHUYHA IPOYYBaHUS H3BBH HaOOpa JaHHU Ha

POSEIDON.

© BKITIOUBA aBTOMMYHEH MHUOKAp/IHT.

" BKIIFOYBa IMYHOMEIUHUPAH ITHEBMOHHUT U ITHEBMOHHT.

P pxiroyBa 00JKa B KopeMa, 00JIKa B JJOJIHAaTa 4acT Ha KopeMa, OoJIka B TOpHATa 4acT Ha Kopema H 00jKa B
XbJI00KA.

¢ BKJIIOYBA Bb3MAJICHUE Ha JINT'aBUIATa U CTOMATHT.

" BKJIFOYBA KOJIUT, EHTEPUT U EHTEPOKOJIHUT.

Y BKIIIOUBA aBTOUMYHEH ITaHKPEATHUT, TAaHKPEATHT U OCTHP NMaHKPEaTHT.

® BKIIOYBA MOBUIIEHA AMTAHUH aMHUHOTpaHC(epasa, MOBUIIEHA acapTaT AMUHOTpaHC(epasa, MOBHUILIEHH
YepHOAPOOHH €H3MMH W TIOBUILICHN TPAHCAMUHA3H.

X BKJIIOUBA aBTOMMYHEH XEIaTHT, XCTATHT, XCMaTONETyJIapHO YBPEXK/IaHe, XeITaTOTOKCHYHOCT, OCTBP XEHaTHT 1
UMYHOMEIUUPAH XCIIaTHT.

" BKITIIOUBA €K3eMa, epuTeM, 00pUB, MaKyJI03eH 00pHB, MaKyJIONAIyJI03eH 00pUB, MTaITyJI03eH 00PHB, CHPOSII]
00OpHB U MyCTYII03¢H OOPUB.

“ BKJIFOYBA JIEPMATHT 1 UMYHOMEUUPAH JIEPMATHT.

" BKJIFOYBA aBTOMMYHEH He(PUT U UIMYHOMEINMpaH HEQPHT.

" BKITIOYBa NepudepeH 0ToK U neprudepHo MoIyBaHe.

® BKJIIOYBA PEakKilvsi, CBbp3aHa ¢ MHPY3UsITa, U YPTUKAPHSL.

Onucanue Ha W30paHU HEXKEJIAHU PEAKIUU

IMFINZI ce cBbp3Ba ¢ UMyHOMEIMHPAHU HEXENAHU peakuuu. IloBeueTo OT TsIX, BKIIOUUTEITHO
TEXKHUTE PEaKltu, OTIIYMSBAT CJIE]] 3alI0YBaHE Ha MMOIXOASII0 MEAUKAMEHTO3HO JICUEHNE H/WIH
W3MEHEHUS Ha JIedeHneTo. JlaHHUTe 3a cIeTHUTE IMyHOMETUMPAHH HeXKeJIaH! PeaKIlui OTpa3sBat
KoMOuHMpaHa 6a3a ganuu 3a 6e3onacHoct Ha IMFINZI kato MmonoTtepamnus ot 4 045 nanueHTH, KOATO
BkitouBa npoyusaneTo PACIFIC u 1onbIHUTEHY IPOYYBaHUS TIPU MAMEHTH C Pa3THYHHA COJUTHH
TYMOPH C TIOKa3aHusl, 32 KOUTO JAypBairymMad He e ono0peH. BsB Bcuuku npoyuBanus IMFINZ| e
npuarat ¢ n1o3a 10 mg/kg mpes 2 ceaqmurm, 20 mg/kg npes 4 ceamurm i 1 500 mg npes 3 nim

4 cemmury. [lompoOHOCTH 32 3HaUunMU Hexenanu peakuuu Ha IMFINZI, koraro ce mpunara B
KOMOWHAIINS C XUMUOTEPAIHsl, ca JaJleHH, aKo ca 3a0elsi3aHu KITMHUYHO 3HAYNMH Pa3JIKH B
cpaBaenue ¢ IMFINZI xato moHOTEpamnms.

JlaHHuTe 32 cleIHUTEe IMyHOMEIMUPaHH HeXKEJIaHU Peakluu ca 6azupanu cbio Ha 2 280 manueHTH,
nonyuaBanm IMFINZI 20 mg/kg Ha Bceku 4 cenmunu B koMOuHanus ¢ Tpemenumymad 1 mg/kg wmm
IMFINZI 1 500 mg B komOuHamus ¢ Tpemenumymad 75 mg Ha Bcexu 4 ceamuiy. [logpoGHocTH 32
3HaunmuTe Hexxenanu peaxun 3a IMFINZI, koraro ce mpumnara ¢ TpemenuMymad 1 XUMHOTepaIus,
ChIIbpIKallla TIATHHA, Ca MPEJICTABEHH, aKO ca 0TOEeNSI3aHU KIMHIUYHO 3HAYUMH PA3ITUKU B CPABHEHHE
¢ IMFINZI B koMOuHaIus ¢ TpeMenuMyma0.
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JlaHHWTE 32 CIeTHUTE IMyHOMEINNPAHN HeKEJIAHH PEaKIny OTpa3sBaT ChII0 KOMOMHUpaHaTa 6asa
naHHM 3a 6e3omacHoct Ha IMFINZI B komOunarus ¢ tpemenumymad 300 mg ot 462 nmanuent ¢ XI[K
(XUK myn). B tesu aee npoyuBanus IMFINZI e npunaran npu no3a 1 500 mg B komOuHamus ¢
tpemenumymad 300 mg Ha Bceku 4 ceMUIIY.

Hacoxkwure 3a nedeHue Ha Te3W HEXKETIaHN pEaKI|K ca OIHCaHu B Touka 4.2 1 Touka 4.4,

Hmynomeduupan nnesmonum

B xomOunupanara 6a3a qanHu 3a npoguna Ha 6ezonacHocT npu MmoHotepanust ¢ IMFINZI (n=4 045
pa3IUyHK BHIOBE TYMOPH) UMYHOMEIMHUPAH MHEBMOHUT Bb3HMKBA rpu 103 (2,5%) nauuenTw,
BKJIFOunTENHO creneH 3 mpu 27 (0,7%) nammentu, crenex 4 npu 2 (<0,1%) nmanueHTy, U cTeneH 5 npu
7 (0,2%) manuenti. MenuanaTa Ha BpeMeTo JIo Tosia € 56 muu (nuanaszon: 2-814 mau). Cenemuecer
u et ot 103-Ta manueHTy ca MmoTyquiv JIeYeHHe ¢ BUCOKH JT03H KOPTHKOCTeponan (Hai-maiko 40 mg
MIPEeIHN30H WM €KBUBAJICHT Ha JIeH), 2-Ma MallueHTH ca MOJXYYIIN ChIlo HHPIUKCMao, a 1 maruent
e nmomyyun 1 nuknocnopud. IMFINZI e npeycranosen npu 40 nanuenTr. CUMOTOMUTE OTLIYMSIBAT
npu 61 manueHTy.

NmyHOMeaMMpaH MHEBMOHUT Bb3HUKBA IIO-YECTO MPU NalMeHTH yyacTBanu B npoyuBaHeTto PACIFIC,
KOHTO Ca 3aBbPIIIN ChYeTaHa XMMUOTbUYETEPAIis B paMKUTe Ha 1 10 42 1HU mpenu 3amoyBaHe Ha
npoyusaneTo (10,7%), OTKONKOTO IpH OCTaHAIUTE NAalUEHTH B KOMOMHUpaHaTa 6a3a JaHHH 3a
oe3onacuoct (1,0%).

B npoyusaneto PACIFIC (n=475 B pamoto ¢ IMFINZI u n=234 B pamoTo ¢ muiane6o)
UMYyHOMEMUPaH ITHEBMOHUT Bbh3HUKBA TipH 47 (9,9%) nanuenty B rpymnara, nekyBana ¢ IMFINZI, u
npu 14 (6,0%) nampeHTy B rpynara Ha miane6o, BKiounTenHo crerner 3 mpu 9 (1,9%) nanueHTu Ha
IMFINZI cripsimo 6 (2,6%) manuenTn Ha anedo u crened S (eraned uzxon) mpu 4 (0,8%)
naruerT Ha IMFINZI cipsimo 3 (1,3%) nanuenTy Ha tuiane6o. MenuaHata Ha BpeMETO JI0 T0sIBa B
rpynarta, nekyBana ¢ IMFINZI, e 46 muu (nuanaszon: 2-342 nau) cipsimo 57 aHu (quamnazoH: 26-

253 nHm) B rpymnata Ha miane6o. B rpynara, nexkysana ¢ IMFINZI, Bcnuky nanueHTH TOMYYHIN
CHCTEMHH KOPTHKOCTEPOUAN, BKIIOUUTETHO 30 manyeHTH, KOUTO ca MOJIYYHIIH JIEIEHUE C BUCOKU
71031 KOPTHKOCTepouau (Haii-manko 40 mg npeHU30H WiIM €KBUBAJIICHT Ha JIeH), a 2-Ma MalUeHTH ca
MOJTYYHIIH b0 HHIUKCMMa0. B rpynara Ha miane0o, BCHUKH MALMEHTH €a MOJIyYHId CUCTEMHU
KOPTUKOCTEPOHIH, BKIFOUUTETHO 12 MalMeHTH, KOUTO ca MOJYYHIIH JIeYSHNE C BUCOKHU 03U
KOPTUKOCTepou I (Haii-manko 40 mg npeHU30H UM €KBUBAJICHT HA JIeH) U | TalueHT, KOWTO €
noiy4ui nukiaopochamun u Takposumyc. CHMIOTOMHTE OTITYMSBAT MpH 29 MallMeHTH B IpymaTa,
nexyBaHa ¢ IMFINZI, cnpsmo 6 B rpymnata Ha 1uiane6o.

B xomOunampanara 6a3a nanau 3a 6e3onacHoct Ha IMFINZI B komOnHarms ¢ TpeMenumMyMad

(n=2 280), umyHOMeIMUpaH THEBMOHHT Bb3HUKBA npH 86 (3,8%) marmeHTH, BKIIOYUTEITHO CTENeH 3
npu 30 (1,3%) nanwmenty, crenet 4 npu 1 (< 0,1%) nauuent u crenen 5 (seranna) npu 7 (0,3%)
marenT. MeranaTa Ha BpeMeTo 70 Hadanoto ¢ 57 auu (quamnason: 8 - 912 aum). Benuky nanueHTn
ca MOJIyYMIJIH CHCTEMHH KOPTUKOCTEPOUIH, a 79 oT 86-Te manueHTy ca MmoIyquIiy JeYeHUe ¢
KOPTUKOCTEPOU/IM BbB BUCOKH 1031 (Haii-mMaiiko 40 My npeaHH30H Wik eKBUBAJICHT THEBHO). Cenem
MAIMEHTH ca MOJIyYHIIU ChILO U IPYTH UMyHOCYIIpecopH. JleueHuero e npekpareHo npu 39 nauueHTu.
OT3ByuaBaHe HacThIIBa NpH S1 manyeHTa.

B XIIK myna (n=462) umyHOMeqMUpaH MHEBMOHUT Bb3HMKBA 1pu 6 (1,3%) marueHTH, BKIIOYUTEITHO
creneH 3 npu 1 (0,2%) namment u crenen 5 (neranuna) npu 1 (0,2%) naument. Meauanara Ha BpeMeTO
10 Hadanoto e 29 nuu (quanaszon: 5-774 mam). lllectiMa manueHTy ca Mogy4uiiv CUCTEMHU
KOPTHKOCTEPOU/IH, a 5 OT 6-1MMaTa MalyeHTH ca MOIyYHIIH JICYeHHE C KOPTHKOCTEPOUIN BB BUCOKH
no3u (Haii-mMasiko 40 My npeHU30H WM eKBUBAICHT JHEBHO). EJMH MaMEeHT € OIyYHI ChIO U
JPYTH UMyHOCYTIpecopu. JIedeHHeTo € mpekpaTeHo npu 2 namuenTr. OT3BydaBaHe HACTBHIIBA IPU

3 mauueHTy.
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Hmynomeduupan xenamum

B xomOunamMpanara 6a3a manau 3a 6e3omacHOCT mpu MoHOoTepanus ¢ IMFINZI umyHOMequupan
XenatuT Bb3HuKBa npu 112 (2,8%) naumenTu, BimounTenHo crenex 3 npu 65 (1,6%) nauuenTw,
creried 4 npu 8 (0,2%) manuenTy u crened 5 (yietanen uzxox) npu 6 (0,1%) naumentu. Mennanara Ha
BpemeTo 10 nosiea € 31 quu (quamazon: 1-644 mam). Ocemuecet u mect ot 112-Te manueHTH ca
MOJTYYHITH JICUCHHE C BUCOKH JIO3U KOPTUKOCTEPOUIH (Hai-Manko 40 mg NpeHI30H WX EKBUBAICHT
Ha jeH). CeneM NMalMeHTH ca TOMYYHIH ChIIo JedeHue ¢ mukoderonar. IMFINZI e mpeycranosen
npu 26 nanueHTH. CAMITOMUTE OTITYMSIBAT MPH 54 MaIeHTH.

B xomOunmpanara 6a3a nanuu 3a 6e3onacHoct Ha IMFINZI B komOuHaus ¢ TpeMenumMyMad

(n=2 280), umyHomeauupan xenatut Bb3uukBa rpu 80 (3,5%) marueHTn, BKIFOYUTEIHO CTENEH 3 Mpu
48 (2,1%) manmenTy, crener 4 npu 8 (0,4%) marmenTy u crenen 5 (meranna) mpu 2 (< 0,1%)
maruenT. MeuaHnaTa Ha BpeMeTo [0 HadainoTo € 36 auu (quamason: 1 - 533 gum). Benuky manvenTn
ca MOJYYHITM CUCTEMHH KOpTHKOCTepoun, a 68 ot 80-Te marueHTH ca MoIydrTy JICUCHHE C
KOPTHKOCTEPOUIN BbB BHCOKHU /1031 (Hail-manko 40 MQ npeIHU30H WK €KBUBAJICHT THEBHO). OceM
MAIMEHTH ca MOJyYHIU CBILO U IPYTU UMyHOCYIpecopH. JIedueHneTo e mpekpaTeHo npu 27 malueHTH.
OT13By4aBaHe HACTHIIBA NPH 47 TALUEHTH.

B XIIK myna (n=462) umyHOMeqMUpaH XenaTuT Bb3HukBa npu 34 (7,4%) marueHTn, BKIFOYUTEITHO
crenen 3 npu 20 (4,3%) nampentw, crened 4 npu 1 (0,2%) nanuent u crened 5 (yreranna) npu 3
(0,6%) marmenT. Meauanara Ha BpeMeTo 10 HadaaoTo ¢ 29 auu (quanason: 13-313 quu). Benuku
MAIUEHTH Ca TOXYYHIN CHCTEMHH KOPTHKOCTEPOUIH, a 32 OT 34-MaTa MaIMeHTH ca IOy TN
JIeYCHHE C KOPTHKOCTEPOUIU BbB BUCOKHU 103U (Hail-manko 40 MQ NpeaHU30H UK CKBUBAJICHT
JHEBHO). JIeBeT manueHTy ca mogyYrin ChIIo U JPYTH UMyHOCYNpecopu. JIeYeHHeTo e mpeKkpaTeHo
npu 10 nanuent. OT3By4aBaHe HACTHIIBA IpH 13 manuenTy.

HmyHnomeduupan konum

B xomOuHmpaHnara 6a3a nanHu 3a 6e3omacHocT mpu MoHoTepanus ¢ IMFINZI umyHOMeuupaH KOJUT
Wi quapus Bb3HUKBAT npu 77 (1,9%) nauuenTu, Bkimountenno crenel 3 npu 15 (0,4%) nauuenTtu u
creried 4 mipu 2 (<0,1%) manpent. Menuanata Ha BpemeTo 0 nosia € 71 mau (nmanaszon: 1-920
nun). [lernecer u et ot 77 MAMEHTH ca NMOIYYUIIN JI€YeHHE C BUCOKH JJ03U KOPTHKOCTEPOUIHN (Haii-
Mmaiko 40 mg MpeAHN30H WM €KBUBAJICHT Ha JieH). /IBaMa MalyeHT! ca MOJTyYrd ChIO JICYSHUE C
nHpaKcUMa0, a 1 manueHT e nomyuynn u mukodernonat. IMFINZI e nmpeycranosen npu 13 manueHTH.
CHUMITOMHUTE OTIIYMSBAT NP 54 MalueHTH.

B komOuHmpaHnara 6a3a naniu 3a 6e3onacuoct Ha IMFINZI B komOuHaIus ¢ TpeMeaumMymMad

(n=2 280), uMyHOMeMUpaH KOJHUT WK AHapust Bb3HUKBa ripu 167 (7,3%) mamueHTH, BKIOYATETHO
crenen 3 npu 76 (3,3%) nanpentu u crenex 4 npu 3 (0,1%) maruentu. Meauanara Ha BpEMTO JI0
Hayanoto ¢ 57 quu (quanazon: 3 — 906 qHu). BcHuku manueHTy ca MoyYrid CHCTEMHN
KopTukoctepou iy, a 151 ot 167-Te nanueHTH ca Moay4uin JIeYeHUE ¢ KOPTUKOCTEPOUHN BbB BUCOKH
no3u (Haii-manko 40 My npeHN30H Wik eKBUBAJICHT JHEBHO). [[BajeceT u [BaMa malueHTy ca
MOJTYYHIIH CHILO U IPYTH UIMYyHOCYIIpecopH. JIeueHHeTo e mpeKpaTeHo npu 54 manueHTH.
Ot3ByuaBaHe HacTbIBa pH 141 nanueHTH.

[lepdhopanus Ha ThHKHTE YepBa U nepdopanus Ha AeOeI0TO YepBO ca ChOOIEHH HEUECTO MPH
nanuenTH, nory4dasamy IMFINZ| B komOunanus ¢ Tpemenumymad.

B XIIK myna (n=462) umyHOMeqMUpaH KOJUT Wi Auapus Be3HUkBaT ripu 31 (6,7%) maruenTy,
BKIFOUnTENHO crere 3 mpu 17 (3,7%) manmentn. Mennanara Ha BpEMETO JI0 HAYaIoTo € 23 JTHH
(mmanazon: 2-479 nuu). BcHYKy manmeHTH ca MoJTyYuii CUCTEMHU KOPTHKOCTEPOUIH, a 28 ot

31 manueHTH ca MoJXyYnIU JIeYeHUE ¢ KOPTHKOCTEPOUIN BbB BHCOKH 1031 (Hai-manko 40 mg
NPEeJHU30H WIN €KBUBAJICHT THEBHO). UeTHprMa NalMeHTH ca NOIYYWIH ChIIO U IPYTH
uMyHocytnpecopu. JleuenneTo e mpekpareHo npu 5 nanuenty. OT3ByyaBaHe HACTHIIBA TIPU

29 mauueHTH.

[lepdoparust Ha THHKHTE YepBa ce HAOJIOaBa MPH naiueHTH, nojydasaim |MFINZI B komOunanus
¢ TpeMenuMyMao, (PsSAKO) B IpOy4BaHUs U3BBH oO0eauHenuTe aanuu npu XK.
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Hmynomeduupanu endoxpurnonamu

Hmynomeduupan xunomupeouousvm

B xoMmOunmpanara 6a3a nanuu 3a 6e3onacHoct nmpu MoHoTepanus ¢ IMFINZI umyHOMequupan
XHUIOTHPEOHI13bM Bh3HHKBA pu 307 (7,6%) marmeHTty, BKirounTenHo crenel 3 npu 3 (< 0,1%)
nareHTH. MenuaHara Ha BpeMeTo 7o nosiBa ¢ 86 nuu (muanazon: 1-951 num). Ot 307 nauuentu 303
MAIMEHTH ca MOIYYITH XOPMOHO3aMECTUTEITHA TepaIus ¥ 5 MAIEeHTH ca MOy YN JICUSHHE C
BHCOKH JI031 KOPTUKOCTEponaH (Haii-manko 40 mg mpeTHN30H WM EKBUBAJICHT HA JICH) 32
MMyHOMEIUHAPaH XUIoTUpeonu3bM. Huto equa ot marmenture He e mpeycranoBmt IMFINZ|
Mopajy UMyHOMEIMUPaH XUIOTHpeonn3bM. OT3ByuaBaHe HACThIIBA Mpu 61 marmeHTy.

B xomOunHmpanara 6a3a nanuu 3a 6e3onacHoct Ha IMFINZI B komOuHaus ¢ TpeMenumMyMad
(n=2280), uMyHOMETUHPAH XUITOTUPEOUTN3bM Bb3HUKBA Tipu 209 (9,2%) marueHTH, BKIFOYUTEITHO
crerred 3 mpu 6 (0,3%) marrenTi. MeauanaTa Ha BpeMeTo [0 HadaiaoTo € 85 auu (quamason: 1 — 624
nuun). TpuHazeceT MAKMeHTH ca MOJTYYHIId CHCTEMHH KOPTHKOCTEPOUIH, a 8 oT 13-numara maiueHTH ca
MOJTYYHITH JIEYEHHE C KOPTHKOCTEPOUIN BbB BUCOKHU 1031 (Haii-Manko 40 MQ npeaHu30H WK
CKBHBAJICHT JHEBHO). JIeueHnero e nmpekpareHo npu 3 nanuentd. OT3ByyaBaHe HACTHIIBA MTPU

52 manpentd. IMyHOMEINUPaHUST XUTTOTUPEOUIN3BM CE MPEAIIECTBAa OT IMyHOMEIUHPaH
XAMEPTUPEOUAN3HM TIPH 25 MAIMEHTH WA KMYyHOMEIUMPAH TUPEOUIUT MPHU 2 MAIUCHTH.

B XIIK myna (n=462) uMmyHOMeIMHUpaH XUITOTHPOUIN3bM Bb3HUKBA Ipu 46 (10,0%) marmeHTn.
Meauanara Ha BpeMeTo 70 Hadanoto ¢ 85 nuu (nuana3oH: 26-763 nuu). EAuH nanmeHt e moiydun
JIeYEeHHE C KOPTUKOCTEPOUIN BbB BUCOKHU 103U (Hail-Manko 40 MQ mpeIHH30H WK CKBUBAJICHT
JIHEBHO). BCHYKHM MAMEeHTH ce HYKIasAT OT JAPyra Tepartks, BKIIOYUTEITHO XOPMOHO3aMECTHTETHA
tepanust. OT3By4aBaHe HACTHIIBA PH 6 manueHTH. VIMyHOMEeTMHPAHUST XUIIOTHPOUIH3BM CE
[pE/INIeCTBA OT MIMYHOMENHPAH XUIIEPTUPOUANIBM TIPH 4 MAIMEHTH.

Hmynomeduupan xunepmupeououzom

B xoMmOuHmpaHnara 6a3a nanHu 3a 6e3onacHoct mpu MoHoTepanus ¢ IMFINZI umyHoMeuupan
XHIEPTUPEOUAN3bM Bb3HUKBA 1pu 64 (1,6%) manuenTy, BkiarounTenHo crerneH 3 mpu 1(< 0,1%)
nanuedT. MenuaHnaTa Ha BpeMeTo 1o nosiBa € 43 nHu (nmuana3on: 1-253 nun). [letnecer u neset ot
64 manuMeHTH ca MoJyYrI MEIMKaMEeHTO3HO JieueHue (THaMa3oi, KapOuMasol, MpOIHITHOYPAIINIT,
MepxJopar, KaliueB aHTaroOHUCT WM Oeta-0mokep), 13 maIeHTy ca MOTyqriIi CHCTEMHH
KOPTUKOCTEPOH M, a 5 OoT 13-Te manueHTn ca NOdy4HIN JICYCHUE C BUCOKH JI03M KOPTUKOCTEPOUIH
(mait-manko 40 mg npeaHN30H WK €KBUBAJICHT Ha JieH). Ennn namment e npeyctanoBuin IMFINZI
opajii UMyHOMEIMUPaH XUIIePTUpeon1n3bM. CUMIITOMUTE OTIIyMsiBatT ripu 47 naruenTtu. /[Bajecer
Y ZIBaMa MAIUEHTH Ca IMOYIHUITH XUTIOTUPEONIU3bM CIIe]] XUTIEPTUPEOUIU3MA.

B xomOunampanara 6a3a nanuu 3a 6e3onacHoct Ha IMFINZI B komOnHams ¢ TpeMenuMyMad

(n=2 280), nMmyHOMeMUpaH XUIIEPTUPEOUAN3bM Bb3HUKBA Ipu 62 (2,7%) maiueHTH, BKIFOYUTEIHO
creried 3 mpu 5 (0,2%) marentr. MeauanaTta Ha BpeMeTO 70 Ha4uanoTo € 33 auu (auamnason: 4-176
nuan). OceMHazeceT MaIMEeHTH ca MOMYYHIIH CHCTEMHH KOPTUKOCcTeporH, a 11 ot 18-Te marmenTH ca
MOJTYYHITH JIEYEHHE C KOPTHKOCTEPOU/IN BbB BHCOKHU /1031 (Haii-Manko 40 MQ npeHu30H Wik
CKBHBAJICHT JHEBHO). [leTeceT u TpuMa MalMeHTH ca MMAJIH Hy’KIa OT Apyra Tepamus (Tuamasol,
KapOnUMa30J1, NpOMWITHOYPALHJI, IEPXJIopaT, KaJIIHeB aHTaroHUCT Wiu OeTa-01okep). Equn nauuent
€ TIPEKPATHJI JICUEHUETO IMopaan Xxuneprupeonnn3bm. OT3BydaBaHe HACTHITBA TIpH 47 MAIMEeHTH.

B XIIK myna (n=462) uMyHOMeIMUPaH XUIIEPTUPOUIM3bM Bh3HHKBA TIpH 21 (4,5%) nanueHTH,
BKJrounTesHO creneH 3 mpu 1 (0,2%) nanment. Meauanara Ha BpeMeTo 10 Havyanoto € 30 1Hu
(mmanazon: 13-60 quu). YeTnpuma maueHTH ca MOJIyYHI CHCTEMHH KOPTUKOCTEPOUIU U BCUUKHTE
YeTHpHMA MAIMEHTH Ca MOJIYYMIN JICYCHHUE ¢ KOPTUKOCTEPOH M BbB BUCOKH 103U (Hai-manko 40 mg
MPEHU30H WK €KBUBAJICHT THEBHO). J[BajleceT MaIlMeHTH ca Ce Hy)KIaellu OT JApyra Teparmus
(Tmama3zoJ, KapOouMaso, MPOIMITHOYPALHII, IEPXJIOpAaT, KaJIINeB aHTarOHUCT MM OeTa-0JI0Kep).
EnvH manyeHT e nmpekparui JIeYeHUEeTo opaau XunepTiuponu3bM. OT3BydaBaHe HACTHIIBA MIPU

17 manuenTu.
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Hmynomeouupan mupeououm

B xoMmOunmpanara 6a3a nanuu 3a 6e3onacHoct nmpu MoHoTepanus ¢ IMFINZI umyHOMequupan
TUpeou uT Bh3HKKBA Ipu 16 (0,4%) manuenty, BKItOUNTENTHO TpH 2-Ma (<0,1%) manueHTH che
creried 3. MenuanaTta Ha BpeMeTo 10 nosiBa € 49 nuu (auanaszon: 14-217 nuum). Ot 16-Te manuenty, 13
MAIMEeHTH MOTyYaBaT XOPMOHO3aMECTUTEITHA Tepanus, ¥ 3 MAIMeHTH MOTyJYaBaT BHCOKA /1032
KOpTHKOCTeponan (Hai-manko 40 mg nmpeIHN30H WIN €KBUBAJICHT Ha JieH). EuH manuenT e
npeycranoBui IMFINZI mopann nmyHoMmenuupan tupeonant. OT3BydaBaHe HACTHIIBA IPU

5 manmenTH. TprMa MalMEeHTH ca TOMYYMIA XUTOTUPEOUAN3BM CIIe]l THPCOUINTA.

B xomOunHmpanara 6a3a nanuu 3a 6e3onacHoct Ha IMFINZI B komOuHaus ¢ TpeMenumMyMad

(n=2 280), umyHOMeauupaH THPOUIUT Bb3HKKBA ripu 15 (0,7%) marreHTH, BKIFOYUTEIHO CTEMeH 3
mpu 1 (<0,1%) manment. Menuanara Ha BpeMETO 0 HayamoTo € 57 auu (muamaszon; 22-141 mum).
[TeTma MAIMEHTH Ca TOJYYHIH CHCTEMHH KOPTUKOCTEPOU/IH, a 2 OT 5-MaTa MalrueHTH ca MOy YHIIn
JIEYEHHE C KOPTUKOCTEPOUIN BbB BUCOKH 103H (Hai-mainko 40 M MpeaHU30H WA €KBUBAICHT
nHeBHO). TpHuHageceT MAMeHTH Ce HYXKIAsT OT JAPYra Tepamus, BKIIOYUTEIHO XOPMOHO3aMECTHTETHA
Teparnus, THaMa3oJl, KapOruMasoJl, IPOMUITHOY DAL, TIEPXJIOPAT, KAIIHEB aHTATOHUCT HITH
Oeta-06s10Kep. HUTO eiMH MalMeHT He MPEeKpaTsIBa JICYCHUETO MOpaId HMyHOMEIUUPAH THPEOHTHT.
Ot3ByuaBaHe HACTHIIBA MPU 5 MAIHEHTH.

B XIIK nyna (n=462) umyHOMeqMUpaH TUPOUAUT Bb3HUKBA 1ipu 6 (1,3%) manuentu. Menuanara Ha
BpPEMETO 10 HayaaoTo ¢ 56 auu (quanason: 7-84 muu). J[Bama manueHTH ca MOJYYHIH CHCTEMHH
KOPTHKOCTEPOUIHU, | OT 2-MaTa MalMEeHTH Ca TOJIYyYHIH JICYCHHE ¢ KOPTUKOCTEPOU N BbB BUCOKU
no3u (Haii-mManko 40 My npeAHM30H WM CKBUBAICHT THEBHO). BCHUKH MAIIMEHTH CE HYKIAsT OT
JpyTa Tepamnus, BKIIOYUTEITHO XOpMOHO3aMecTUTeHa Tepanus. OT3By4aBaHe HACTHIBA IPU

2 TAIMEHTH.

Hmynomeouupana nadbvopeuna HedocmamvuHocm

B xoMmOuHMpanata 6a3a naHHu 3a Oe3omacHOCT rpu MoHoTepamnus ¢ IMFINZI umyHoMmemuupana
Haa0BOpevyHa HeocTaT,YHOCT Bh3HMKBA 1pH 20 (0,5%) manueHTH, BKIIOYUTETHO CTETeH 3 mpu 6
(0,1%) marmentu. Menuanara Ha BpemeTo 10 nosiea € 157,5 qau (auanazon: 20-547 muum). Benukure
20 manueHTH ca MoJyYWIId CUCTEMHHU KOpTUKocTeponn; 7 oT 20-Te malyeHT ca MoyduId JedeHHe
C BHCOKH JIO3U KOPTHKOCTepouan (Hai-manko 40 mg npeIHU30H WM eKBUBAJICHT Ha JieH). Huto eaun
oT nanuenTuTe He e npeycranoBwi IMFINZI nopaan nmyHoMeupana Hanobs0peyna
HeA0CTaThyHOCT. CUMIITOMHUTE OTIIYMSIBAT IPU 6 MaIlUSHTH.

B xomOunampanara 6a3a nanau 3a 6ezonacHoct Ha IMFINZI B komOnHamms ¢ TpeMenumMyMad

(n=2 280), umyHOMeMupaHa HaaObOpeuHa HEJOCTaThYHOCT Bh3HKUKBA TpH 33 (1,4%) nanueHTH,
BrirounTento crerned 3 mpu 16 (0,7%) nanmentu u crened 4 npu 1 (< 0,1%) marent. Mennanara Ha
BpeMeTo 10 Hayanoto ¢ 105 qau (mnamason: 20-428 num). TpuaeceT v ABaMa MAIlHEHTH Ca IOy YHIH
CHUCTEMHHU KOPTUKOCTepOou M, a 10 oT 32-Ta NaIiMeHTH ca MOJIyYUIIH JICYCHHE C KOPTUKOCTEPOUIH BbB
BHCOKH 7103 (Haii-Maiko 40 My npeIHU30H WK EKBUBAJICHT JHEBHO). JICUCHHETO € MPEeKPaTeHo Mpr
enuH naiuent. OT3ByyaBaHe HaCThIBA NpH 11 marueHTH.

B XIIK myna (n=462), umyHoMeinupana Haa0b0peuHa HeJOCTaThYHOCT Bh3HKKBa 1pu 6 (1,3%)
ManueHTy, BKiounTenHo cremned 3 mpu 1 (0,2%) namuent. MenuanaTta Ha BpeMETO 10 HA9aJIOTO €

64 muu (nuanason: 43-504 nuu). BCHUKK MalMeHTH ca MOy CHCTEMHHN KOPTHKOCTEPOUAH, a 1 oT
6-MaTa ManMeHTH ca MOTYYHIIH JICUCHHE C KOPTUKOCTEPOUIN BbB BUCOKH 103U (Hait-manko 40 mg
MPEIHU30H WK EKBUBAJICHT JHEBHO). OT3ByuaBaHe HACTHIIBA MPU 2 MANUEHTH.

Hmynomeouupan_saxapen ouadbem mun 1

B xomOunamMpanara 6a3a manau 3a 6e3o0macHoCT mpu MoHoTepanus ¢ IMFINZI, nmyHnome nuupan
3axapeH auader tun 1 Bp3uukBa npu 3 (<0,1%) naumentH, BrimodnTeaHo crenex 3 npu 2 (< 0,1%)
narenTy U crenel 4 npu 1 (< 0,1%) nanuent. Bpemero o nosisa ¢ 43 nuu (auanason: 42-518 nuu).
Benukure TprMa manMeHTy ca UMalii Hy»/1a OT IbJIrocpoyHa nHcynrHosa Tepamust. IMFINZI
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OKOHYATEITHO ¢ OWJI TPEyCTaHOBEH IMIPH €IUH MAIMEHT. EMWH marmeHT ce € Bb3CTAHOBHII M €IHH
MAILMEHT CE € BE3CTAHOBHUII C ITOCJIEACTBUSL.

B xomOunmpanara 6a3a nanuu 3a 6e3onacHoct Ha IMFINZI B komOuHaus ¢ TpeMenumMyMao

(n=2 280), umyHomeauupan 3axapeH auadet tun 1 Bb3HuKBa npu 6 (0,3%) manueHTH, BKIIOYUTEITHO
crerred 3 pu 1 (< 0,1%) marmenT u crened 4 mpu 2 (< 0,1%) marmenTn. MeanaHara Ha BPEMETO JI0
Hayanoto ¢ 58 nuu (auanazon: 7-220 quu). BcHyky NalMeHTH ce HY)KIAsAT OT HHCYJIMH. JIeYeHHeTo ¢
npekpatero npu | manuent. OT3ByYaBaHe HACTHIBA MpU 1 MaryeHt.

Umynomeouupan_xunopuzum/xunonumyumapuzvm

B xoMmOunmpanara 6a3a nanuu 3a 6e3onacHoct nmpu MoHoTepanus ¢ IMFINZI umyHOMequupan
XUMODU3UT/XUIONMUTYUTAPU3bM Bb3HUKBA 1pH 4 (<0,1%) marueHTH, BKIFOYUTEIHO CTereH 3 mpu 3
(< 0,1%) maumentn. Bpemero o nossa €74 nuu (ouanason: 44-225 nuu). J[BaMa MaIeHnTH ca
TIOJTYYMJIH JIYEHUE C BUCOKH JTO3M KOPTHUKOCTepouan (Hait-manko 40 mg mpeHU30H MITN €KBUBAJICHT
Ha JieH), 1Bama nanueHTu npeycraHoBssaT IMFINZI mopaau umyHoMennupan
XUIMOPHU3UT/XUITOMUTYUTAPU3BM U OT3BYYaBaHE HACTHIIBA MTPH | MAIMEHT.

B xomOunampanara 6a3a nanau 3a 6ezonmacHoct Ha IMFINZI B komOnHamms ¢ TpeMennmMyMad

(n=2 280), umyHOMeAMUpaH XUTODH3UT/XUTONMUTYUTApU3bM Bb3HKKBA 1ipu 16 (0,7%) maruenTy,
BKIFOumTeNHO crened 3 mpu 8 (0,4%) manuentd. MeananaTa Ha BpEMETO JI0 HA4aJloTO Ha ChOUTHATA €
123 nuu (auanason: 63-388 auu). Benuky manneHTH ca MOy YHiIn CHCTEMHHA KOPTHKOCTEPOHU/IH, a

8 ot 16-Te maiMeHTH ca MoJy4uId JICYCHNE C KOPTUKOCTEPOUIM BbB BUCOKH 103U (Hai-Manko 40 mg
NPEHU30H WIN CKBUBAJICHT THEBHO). YeTHpHUMa MAMEHTH €€ HYXKJIAsT CBIIO OT CHIOKPUHHA
Tepanus. JledeHneTo e mpekpareHo npu 2 nanueHTH. OT3By4aBaHe HACTHIIBA IPH  MAUCHTH.

B XIIK myna (n=462), umyHOoMeaAnupana XUmoGpu3nuT/ XUMOMUTYUTapu3bM Bh3HHKBa 1ipu 5 (1,1%)
nmarenT. MepanaTa Ha BpeMeTo 70 Hadanoto ¢ 149 nuu (nuamaszon: 27-242 nuu). Yetnpu
MAIHEHTH Ca MOy CHCTEMHU KOPTUKOCTEPOU I, a | OT 4-MaTa Mal[MeHTH Ca Oy YUIIH JICUCHUE
C KOPTUKOCTEPOUIH BbB BUCOKH 1031 (Haii-mMaiko 40 My npeHU30H Wi €KBUBAICHT THEBHO).
TprMa HaleHT ce HyKAasT ChIIO OT eHAOKpHHHA Tepanus. OT3ByuaBaHe HACTHIIBA PH

2 TaIEHTH.

HUmynomeduupan neppum

B xoMmOuHmpaHnara 0a3a nanHu 3a 6e3omnacHoct mpu MoHoTepanus ¢ IMFINZI umyHoMeuupan
unedput Bp3unkBa npu 18 (0,4%) nanmenTn, BKITOYUTENHO cTeneH 3 mpu 4 (<0,1%) manueHTn u
crenier 4 ipu 1 (< 0,1%) manmenT. MenuaHnaTta Ha BpeMeTo JI0 1osiBa € 77,5 THU (quamas3oH:

4-393 num). TpuHazeceT NAMEeHTH ca MOYyYNIIH JIedeHHe C BUCOKH JT03M KOPTUKOCTEPOUIH (HaM-
Maiko 40 mg MpeHI30H WK €KBUBAJICHT Ha JIeH), a | maruenT e noxy4wt u Mukogenonat. IMFINZI
€ IpeycTaHOBeH npu 7 manueHTH. CUMITOMUTE OTIIYMSIBAT MPH 9 MaIlMEeHTH.

B xomOuHmpaHnara 6a3a nanuu 3a 6e3onacuoct Ha IMFINZI B komOuHaIus ¢ TpeMeaumMymMad

(n=2 280), umyHomeauupan Hedput Bb3HuKBa ipH 9 (0,4%) manueHTH, BKIIOYATEITHO CTENCH 3 TIPH
1 (< 0,1%) nanuent. Meauanarta Ha BpeMeTo 10 Hadayioto ¢ 79 quu (nquanazon: 39-183 nuu). Benuku
MAIUEHTH Ca TOJTYYHIN CUCTEMHH KOPTHKOCTEPOU U, & 7 MAMEHTH Ca TOIYUIIIN JISYCHHUE C
KOPTHKOCTEPOMIN BbB BUCOKH 031 (Haii-Manko 40 My TpeIHN30H WITH €KBUBAJIEHT THEBHO).
Jleuennero e mpekpareHo npu 3 manuerTn. OT3ByYaBaHe HACTHIIBA TIPH S MAITUEHTH.

B XIIK myna (n=462), umynomeauupan Hedput Bp3HuKBa TIpH 4 (0,9%) manueHTH, BKIIOYUTEITHO
creried 3 mpu 2 (< 0,4%) marrenT. MeuaHaTa Ha BpEeMeTO 70 Hayanoto ¢ 53 auu (quanasoH: 26-
242 nuu). Bcuky ManyeHTy ca MOy YU CHCTEMHU KOPTUKOCTEPOU/IH, a 3 0T 4-Mara ca Moy dnin
JIeUeHre ¢ KOPTUKOCTEPOUIM BBB BHCOKH 103K (Hak-Maiako 40 My npeTHU30H WK €KBUBAJIEHT
nHEBHO). JIeuenneTo e nmpekpareHo mpu 2 nanueHtr. OT3BydaBaHe HACTHIIBA TIPH 3 TAIUEHTH.

HUmynomeouupan obpus
B xomOunupanara 6a3a qannu 3a 6e3onacHoct npu MoHotepanus ¢ IMFINZI umynomenuupan oOpus
WJIH IEPMATUT (BKITFOYHTEITHO MeM(puron) Bb3uuksa npu 65 (1,6%) marueHT, BKIFOYUTEITHO
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creried 3 mpu 17 (0,4%) nanuentu. Menuanara Ha BpeMeTo J10 TosiBa € 54 juu (auanazon: 4-576
nuu). TpugeceT v TpuMa oT 65 marMeHTH ca MOMYYIITH JICUSHHE C BUCOKH JI03U KOPTUKOCTEPOHTU
(Hait-manko 40 mg npeHNU30H WU eKBUBAICHT Ha JicH). IMFINZI e npeycranoBeH mpu 5-ma
naredTd. CHMOTOMUTE OTINYMSBAT MPH 43 MaIUeHTH.

B xomOunampanara 6a3a nanau 3a 6ezomacHoct Ha IMFINZI B komOnHamms ¢ TpeMenuMyMad
(n=2280), umyHOMeTMHPaH OOPUB HIIH AEPMATUT (BKIFOYUTEIHO eM(Urona) Bb3HUKBa mpu 112
(4,9%) marmenTy, BKIounTeaHo crener 3 upu 17 (0,7%) mammentn. MeananaTta Ha BpEMETO 10
HavanoTo ¢ 35 nuu (auanason: 1-778 nuu). Bcuky MaI[MEHTH ca MOTYyYHId CUCTEMHU
KOPTHKOCTEPOUIH, a 57 oT 112-Te manueHT! ca mosy4Ymin JIeYeHHEe ¢ KOPTUKOCTEPOU TN BbB BUCOKU
no3u (Haii-manko 40 My npeHU30H WM eKBUBAJICHT JHEBHO). JIeUeHHETo e mpeKkpaTeHo npu

10 marmenTr. OT3By4YaBaHe HACTHITBA MPH 65 MarueHTy.

B XIIK myna (n=462), umyHOMeAMUpaH OOPUB MWIIK ISPMATHUT (BKIFOUUTEIHO MEM(PHUTOUT) Bh3HUKBAT
npu 26 (5,6%) naumenty, BountenHo creneH 3 npu 9 (1,9%) nanuenTy u B cTeneH 4 npu

10 (0,2%) marmenti. Mennanarta Ha BpeMeTO 10 Hadanoto ¢ 25 auu (auamason: 2-933 quu). Benuku
MAIUEHT Ca MOJIYYHIN CUCTEMHH KOPTUKOCTEPOUIH, a 14 0T 26-Te MalueHTH ca MOoIYyIHIIH JIEYSHUE C
KOPTUKOCTEPOUIH BbB BUCOKH 1031 (Haii-mManko 40 My npeAHH30H WM €KBUBAJICHT THEBHO). Exnn
MaNUeHT € TIOJTyYHI PYTH HMYHOCYTIpecopu. JIedeHneTo e mpeKpaTeHo MpH 3 HalueHTH.
OTt3BydaBaHe HacThIBa Npu 19 manueHTH.

Peaxyuu, cevpsanu c ungyzuama

B xoMmOuHmpaHnara 6a3a nanHu 3a 6e3onacHoct mpu MoHoTepanus ¢ IMFINZI peakiuu, cBbp3aHu ¢
uH(y3usTa, Bb3HUKBAT npH 55 (1,4%) nauueHTy, BKiItountenHo crerned 3 npu 5 (0,1%) nanueHTH.
Hsma ce0Outus crenen 4 wmm 5.

B xoMmOuHmpaHnara 6a3a nanuu 3a 6e3onacHoct Ha IMFINZI B komOuHaIus ¢ TpeMeaumMyMad
(n=2 280), peaxiuu, cBbp3anu ¢ HHPY3UATA, Bb3HUKBAT 1pH 45 (2,0%) nanueHTH, BKIIOYUTEITHO
crenen 3 npu 2 (< 0,1%) nauuent. Hama chOuTus crenen 4 uimm 5.

Omxnonenus om peghepenmuume cmouHOCMU npu 1a00PAMOPHYU U3CIe08ANUS

[Tpu manmeHTUTe, JEKYBaHU C MOHOTEPANHs C AypBayMal, MPOLEHTHT Ha MALMEHTUTE, KOUTO
MOJTy4YaBaT OTKIIOHEHUE OT U3XOJHUTE CTOWHOCTH Ha TabopaTOpHUTE U3CIIEABAHUS IO CTeTeH 3 i 4,
e kakTo cuensa: 3,8% 3a moBuIleHa allaHWUH aMHHOTpaHcepasa, 6,1% 3a mosuieHa acrnaprar
amuHOTpaHcdepasa, 0,9% 3a moBuIeH KpeaTHHHUH B KPBBTA, 5,4% 3a moBumena amuiasza u 8,4% 3a
MOBHIICHA Jinna3a. I [poeHThT nanuenTH, KOUTo moiyvyasart u3MeneHue Ha TSH oT nzxomaHo HUBO <
I'TH no Bcsxka crerren > I'TH, e 19,3%, a mpouenTsT Ha n3menenue Ha TSH ot u3xoxno auso > JII'H
1o Beska crenel < JITH, e 17,5%.

[Tpu nanmeHTHTE, IEKyBaHU C JypBaTyMad B KOMOUHAIUS ¢ XUMHUOTEpaNHus, IPOLEHTHT Ha
MAIMEHTUTE, KOUTO TOJIyYaBaT OTKJIOHEHHE OT U3XOTHUTE CTOMHOCTH Ha JIAOOPaTOPHUTE
M3CIIeIBAHMS JI0 CTeNeH 3 win 4, e KakTo cieaBa: 6,4% 3a moBuIeHa alaHUH aMHHOTpaHcdepasa,
6,5% 3a noBuIIeHa acnapTat aMmuHOTpaHcdepasa, 4,2% 3a MOBUIIEH KpeaTHHUH B KPBBTA, 6,4% 3a
noBuuIeHa ammiasza u 11,7% 3a noBuieHa aumnasa. [IponeHTsT nauueHT!, KOUTO TOoIydaBaT
n3menenue Ha TSH ot usxoano uuBo < I'TH 10 Besika crenien > I'TH, e 20,3%, a npolieHTHT Ha
n3menenue Ha TSH ot usxoano uuBo > JII'H 1o Besika crenen < JITH, e 24,1%.

[Ipu naunentu, nexyBanu ¢ IMFINZI B komOunanus ¢ tpemenumymal 1 XUMUOTEpAITus, ChIbpKaIla
IUTaTUHA, IETBT Ha MAallUeHTUTE, KOUTO Ca MMaJli MOBHULICHUE Ha JIAOOPATOPHUTE MOKA3aTENIH OT
W3XOAHOTO HMBO 10 CTeMeH 3 uin 4 e KakTo ciensa: 6,2% 3a nmoBuileHa alaHUH aMUHOTpaHcdepasa,
5,2% 3a moBuIIeHa acapTat amMmuHOTpaHcdepasa, 4,0% 3a noBuUIlIeH KpeaTHHUH B KpBBTa, 9,4% 32
noBuineHa ammuiasa u 13,6% 3a nosuieHa nunasa. JleapT Ha manueHTUTe ¢ npomsiHa Ha TSH ot
n3xonHoto HuBO < I'TH no > I'TH e 24,8%, a ¢ npomsHa Ha TSH ot u3xoanoTo Hueo > JII'H mo

< JII'H e 32,9%.
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[Ipu naruenTy, nekyBanu ¢ IMFINZI B koMOHHAITHS ¢ TpeMeTnMyMa0, IeTbT Ha TMAIHEHTUTE, KOUTO
ca MMajy MOBHUIIIEHNE Ha Ja00paTOPHHUTE MOKa3aTeNN OT U3XOAHOTO HUBO JI0 CTENEH 3 WK 4 € KaKTo
cnensa: 5,1% 3a moBuIlIeHa alaHUH aMUHOTpaHCcdepasa, 5,8% 3a moBuIleHa acmapTar
amuHOTpaHcdepasa, 1,0% 3a moBuieH KpeaTHHHUH B KPBBTa, 5,9% 3a moBumena ammuiaza u 11,3% 3a
MOBHINICHA JinTia3a. J[enbT Ha manuenTuTe, ¢ npomsiHa Ha TSH ot u3xomanoTo HUBO <I'TH no >I'TH ¢
4,2%, a ¢ npomsiHa Ha TSH ot u3xoanoro aHueo > JII'H no </IT'H, e 17,2%.

HNMyHOreHHOCT
Nmynorennocrra Ha IMFINZI kaTo MoHOTepanusi ce OCHOBaBa Ha cOopHH jaHHu oT 3 069 nanueHTy,

nexyBauu ¢ IMFINZI 10 mg/kg na Bcexu 2 cenmuru win 20 mg/kg Ha Bceku 4 ceMUITN KaTo
CaMOCTOSITEIHO CPEACTBO M MOJIXOISIIN 32 OL[CHKA Ha HAIMYME Ha aHTUJICKaPCTBEHH aHTHUTEINA
(ADA). Ocempuecer u ueTupuma nauueHTH (2,7%) ca monoxurentu 3a ADA, mosiBsBaIy ce B XoJ1a Ha
neuennero. Heytpamusupaiu antutena (nAb) cpenry aypsanymab ce otkpusar mpu 0,5% (16/3 069)
ot naruentute. Hammaneto Ha ADA HsMa KIIMHAYHO 3HAYUM eeKT BbpXY (hapMaKOKHMHETHKATA HITH
6e3omacHoctTa. HAMa gocTarsuen Opoil marueHTH 3a onpeaensHe Ha BiustHreTo Ha ADA BBpXy
e(uKacHOCTTA.

B mHO%ecTBO npoyuBanus ¢aza |1l mpu naumentn, nexysanu ¢ IMFINZI B komOuHanus ¢ nqpyru
TepaneBTHuHM cpeactsa, 0% mo 10,1% oT marMeHTHTe pa3BUBaT aHTH-JIeKapcTBO anTtuTena (ADA),
BB3HMKBAIIM B X0/1a Ha JiedeHNeTo. HeyTpanusupany anTuTena cpenty 1ypBatymMad ca OTKPUTH IPH
0% 1o 1,7% ot nauuentute, nekysanu ¢ IMFINZI B komOuHanus ¢ qpyru TepaneBTUYHN CPEACTBA.
Hanmauero Ha ADA He e nmano siBeH eeKT BpXy (DapMaKOKHMHETHKATa MM 0€30MacHOCTTA.

Crapuecka Bb3pacT
Karo 1510 He ce cho0111aBa 3a pa3iuka 1o OTHOIIEHHE Ha 0e30MacCHOCTTa MEXK/y alueHTH B
CTapuecKa Bb3pacT (=65 roauHu) 1 Mo-MJIAAHN NalueHTH.

B mpoyuBanusita PACIFIC, CASPIAN, TOPAZ-1 u HIMALAY A nannwuTe 3a 6€3011acHOCT IIpH
MaIMeHTH Ha 75 W MoBeYe FOJIMHU ca TBBPJE OrPAaHUYCHH, 33 Ja Ce HAIPaBH 3aKIIIOYCHHUE 3a Ta3u
MOy JIAIHS.

[Ipu repBa nuHMS Ha JedeHne Ha nanueHTH ¢ MetactatiudeH HJIKPB/I B mpoyusaneTo POSEIDON,
ce choOIIaBaT HAKOH Pa3JIMKU B 0€30MaCHOCTTa MLy MAIMEHTH B cTapyecka Bb3pact (> 65 roaunn)
U TIO-MJIauTe NaureHTy. JJanauTe 3a 6€300acHOCT OT MALMEHTH Ha Bb3pacT /5 FOAMHU UJIH [TOBEYE
ca orpaHu4eHu 110 oomo 74 manuentu. HabnronaBaHa e mo-BrcoKa 4ecToTa Ha CEpHO3HHU HEXETaH!
peaKIyy 1 MPOIeHT Ha MPEKpaTsIBaHe Ha BCSKO MMPOYYBAHO JIeUeHHE TIOPaJIi HEXKENaH! PEaKIUH MPH
35 nanueHTH Ha Bb3pacT 75 roAuHu win noseue, Jekypanu ¢ IMFINZI B komOuHarus ¢
TpemeauMyMab u XUMHOTEpAIus, ChbpiKallia miatuHa, (cborBeTHo 45,7% u 28,6%) B cpaBHEHHE C
39 maneHTH Ha Bb3pacT 75 rOJMHU WU ITOBeYe, OIy4aBaid cCaMO XMMUOTEPAITHs, ChIbpKalla
mratuna, (ceotBeTHO 35,9% 1 20,5%).

CroO1aBane Ha MOJO3MPAHU HEKEIAHU PEAKIINHU

Cro0I1aBaneTo Ha MOJO3UPAHN HEeXKEIIaH! PEeaKIliy CIIe/ pa3peniaBaHe 3a yrnorpeda Ha JJeKapCTBEHUS
MPOJYKT € BakHO. TOBaA 1M03BOJISIBA Ja MPOIBJIKK HAOJIIOICHUETO Ha ChOTHOIICHUETO IM0JI3a/PUCK 32
HeKapCTBeHI/IH HpO}IYKT. OT MCIUIMHCKUTE CIICIUAJINCTHU CEC N3HNCKBA Aa C'bO6H.IaBaT BCsKa

003U PaHa HeXEeIaHa Peakilns Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B

[punoxenue V.

4.9 Ilpeao3upane

JlumcBa nH(pOpMAaIus OTHOCHO MPEIO3UPAHETO ¢ AypBanymald. B cinyuail Ha npeno3upaHe MalueHTHTe
TpsiOBa Ja ce HaOMI0AaBaT BHUMATEITHO 32 MMPU3HAINA WM CHMIITOMHA Ha HEKEJIAHU PEAKITUN, KaTO
He3a0aBHO Ce 3aII0YHE MOAXOISAII0 CHMITTOMATUYHO JICUCHHE.

5. ®APMAKOJIOTUYHHU CBOMCTBA
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5.1 ®apmakoaMHAMUYHU CBOHCTBA

dapmakoTeparneBTUIHA rpyma: AHTUHEOIUIACTHYHH CPEJICTBA, MOHOKIIOHATHY aHTUTENA U KOHIOTaTH
arTuTsAI0-NekapcTBo PD-1/PDL-1 (mporpaMupaH mpoTenH Ha KJI€ThUHA CMBPT 1/cMbpTeH aurany 1)
naxubutopu. ATC xox: LO1FF03.

MexaHu3bpM Ha JIEUCTBUE

Excnpecnsra Ha mpoTenHa Jiurana-1 3a mporpamupana kieTbuna cMbepT (PD-L1) e agantusen
MMYHEH OTTOBOP, KOHTO IIoMara Ha TYMOPUTE Jla M30erHaT OTKPUBAHE U STUMUHHUPAHE OT UMyHHATa
cucrema. PD-L1 mMoxe na ce mHaynupa ot Bb3nainTeNHu curdanu (Hanpumep [FN-rama) u moxe na
ce EKCIIpecupa KaKTO BbPXY TYMOPHH KJIETKHU, TaKa U BBPXY TYMOP-aCOIUUPAHU UMYHHU KJICTKU B
TyMopHara mukpocpena. PD-L1 6mokupa dyHKIHATa 1 akTHBHpaHEeTO HA T-KIETKHUTE MOCPEACTBOM
B3aumoxeiicteue ¢ PD-1 u CD80 (B7.1). Karo ce cBbp3Ba cbe cBouTe penentopu, PD-L1 Hamanssa
IUTOTOKCHYHATA T-KIeThYHa aKTUBHOCT, TIpordepanys U IPOXyKIUs Ha N TOKHHU.

JypBanyma0 e U3IsI0 YOBEIIKO MOHOKJIOHAIHO aHTUT:U10, uMyHornoOynuH G1 kana (IgG1x), koero
CeNIeKTHBHO Ookupa B3anMoneiicteueto Ha PD-L1 ¢ PD-1 u CDS0 (B7.1). AypBanymab He nHIynupa
AHTHUTAIIO-3aBUCHUMA KJIEThYHO-Mequupana MUTOTOKCHIHOCT (ADCC). CenekTHBHOTO OJIOKMpaHe Ha
B3aumoeiicteusta Mesxay PD-L1/PD-1 u PD-L1/CD80 3acusiBa aHTUTYMOPHHUTE UMYyHHH OTTOBOPHU H
aKTHUBHPAHETO Ha T-KJIETKHTE.

KomOunanusta Ha Tpemenumymad, naxudutop Ha CTLA-4, u nypsanymab, naxuourop Ha PD-L1,
BOJIU JIO MTOJIOOpEHNE HAa aHTUTYMOPHHUTE OTTOBOPH MPU METACTaTUUEH HEAPEOHOKIETHYCH paK Ha
Oenust 1po6. B Monenu Ha Mutn cuHTEeHEH TyMop aBoitHOTO Onokupane Ha PD-L1 u CTLA-4 Boau
0 TIOBHIIIEHA AHTUTYMOPHA aKTUBHOCT.

Knunnyna edukacHocT u 6e30macHOCT

Hozu nypBamymab 10 mg/kg npes 2 ceqmurmu win 1 500 mg npe3 4 ceamunn ca ONeHeHH B KITMHHYHU
npoyusanus 3a HIIPBJ[ u EC-ZIPB/I. B3 ocHOBa Ha MOAEMUPAHETO U CUMYJIALAATA HA
EKCTIO3UIIHATA, BPB3KUTE MEKAY EKCIIO3UIUATA U 0€30MMaCHOCTTa U CPABHEHHSITA HA JTJAHHUTE 32
EKCIO3UIMS U e(UKACHOCT, HIMa OYaKBAaHHU KJIMHUYHO 3HAYMMH Pa3IMKU B €(pUKaCHOCTTA U
Oe3omacHocTTa MeXAY J03u aypamymad 10 mg/kg npe3 2 ceamunu wim 1 500 mg mpes 4 cenmury.

HJ[PE/] — [Ipoyusane PACIFIC

Edwukacnocrra Ha IMFINZI e onienena B npoyusanero PACIFIC, parnomMu3upaHo, TBOWHOCATIO,
1ane60-KOHTPOIMPAHO, MHOTOIICHTPOBO TIpoy4BaHe Mpu 713 ManueHTH ¢ JOKaIHO aBaHCHPal,
neonepadbmien HJPB/I. [TanuenTuTe ca 3aBbpInmim Hali-Maiko 2 MUKbIA Ha T1e(UHUTHBHA
XMMUOTEpanus Ha 0a3aTa Ha IUIATHHA C IbYETEpaIns B paMKUTe Ha 1 10 42 AHU Tpenu 3amouBaHe Ha
npoy4BaHeTo U uMaT (pyHkunoHaneH cratyc no ECOG 0 unm 1. [leBeTnecer u 1Ba MPOLEHTA OT
MaIUEHTHTE ca MMoJydnim o011a 103a 54 no 66 Gy paauaius. B mpoyuBaHeTo ca U3KITIOUECHU
MAlMEeHTUTE, KOUTO ca UMaJIM IPOrPecHsi cie] XUMHOIbUeTepanys, MalueHTH ¢ IpeALIecTBaIla
eKcro3uius Ha Hakoe aHTH-PD-1 nim antu-PD-L1 aHTUTSI0, MaliueHTy ¢ akTHBHO MM
JOKYMEHTUPAHO TPEJIM TOBA aBTOMMYHHO 3a00JIsIBaHE B PAMKUTE HAa 2 TOJWHU OT 3all04YBaHe Ha
MPOYYBAHETO; aHAMHE3a 32 UMYHEH JIe(pUIINT; aHaMHE3a 32 TeXKKH UMYHOMEIMUPaHHN HEXeTaH!
peaknuy; 3a00sBaHKs, KOUTO HajlaraT CUCTEMHA HMYHOCYTIPECHs, C U3KITI0UeHHE Ha (PU3NOJIOTHYHA
71033 CUCTEMHH KOPTUKOCTEPOW/IN; aKTHBHA TyOepKyno3a uiu xenatut B wmu C, HIV undeknuns umu
MAIMEHTH, TIOJTYYHIIH )KMBa aTeHIOMpaHa BakcHHa B pamkuTe Ha 30 JIHU Mpeu WK Clie] 3all0YBaHe Ha
IMFINZI. [TanmenTure ca pangomusupanu 2:1 3a nomyuasane Ha 10 mg/kg IMFINZI (n=476) uiu
10 mg/kg nmnane6o (n=237) upe3 UHTpaBeHO3HA HHPY3H IIpe3 2 CEAMULH B POIBIDKEHUE HA JI0

12 mecena vy 10 HEIPUEMIIMBA TOKCUYHOCT HIIH TIOTBBPICHA MPOTPECcHs Ha 3a00JISIBAHETO.
PanpomusupaneTo e crpaTuduLIMpaHo 1o 1o, Bb3pacT (< 65 ToauHHN cpsMo >65 TOJUHK) U CTaTyC
Ha TIOTIOHOITyIIeHe (ITyIIayy cupsaMo Hemymiayn). Ha manuenTuTe ¢ KOHTpoJ Ha 3a00JIsIBaHETO ClIeA
12 mecemna ce 1aBa Bb3MOXKHOCT 32 IIOBTOPHO JIEYEHHUE CIIeI Tporpecyst Ha 3aboisBaneTo. OueHka Ha
TyMOpa ce U3BBPIIBa Ipe3 § ceaMUIIH 3a MbpBUTE 12 Mecena 1 pe3 12 ceqMuIy ciesl ToBa.
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[TanmeHnTHTE Cca BKIOYBAHU He3aBUCUMO OoT HUBOTO Ha PD-L1 tymopna ekcnipecust. [1Ipu Hamuuue,
apXHWBHU MPOOH OT TYMOPHA THKaH B3ETH MPEX XUMUOTbUYESTEPAITUAITA Ca TECTBAHN PETPOCTICKTUBHO
3a PD-L1 excripecus Bbpxy Tymopuute kietku (TK) kato € nsnon3BaH UMyHOXUCTOXUMUYHUS METO]T
VENTANA PD-L1 (SP263). IIpu pangomusupanu 713 narmedt, 63% OT MareHTUTe MPEI0CTaBAT
TyMOpHa Ipo0a ChC 33I0BOJIUTEITHO KA4eCTBO U KOIMIECTBO, 3a Aa ce onpenenu PD-L1 excripecusra,
a ipu 37% e Hen3BecTHa.

JlemorpadckuTe TaHHU U XapaKTePUCTUKHTE Ha 3a00JIIBAHETO HA M3XOTHOTO HUBO ca 100pe
OaaHCUpaHU MEXy paMeHaTa Ha poy4yBaHeTo. [leMorpad)ckute TaHHU HAa U3XOJHOTO HUBO HA
o0I1ara noryJiaius B MpOy4YBaHETO ca KakTo cienBa: Mbxe (70%), Bp3pact >65 rogunu (45%),
BB3pacT =75 rogunu (8%), ot Osmara paca (69%), ot azuarcku npousxon (27%), npyru (4%),
HacTtoan mymayn (16%), ousmm mymaun (75%), TakuBa, KOUTO HUKOTa He ca mynrid (9%),
¢ynkmonanes craryc 0 mo ECOG (49%), pynkuuonanes cratyc 1 mo ECOG (51%).
XapaKkTepuCTHKUTE Ha 3a00isiBaHeTO ca Kakto cineasa: ctaauid 1A (53%), cragmii I1IB (45%),
XHUCTOJIOTHYHH TTOATPYIH € TUIOCKOKJIEThUEH (46%), HermockokieTbueH (54%). Ot 451 maruenTn ¢
nannuna PD-L1 excripecus, 67% ca ¢ TK > 1% [PD-L1 TK 1-24% (32%), PD-L1 TK > 25% (35%)] u
33% ca TK < 1%.

JIBeTe mppBUYHU KpallHU TOYKH Ha IPOYYBAHETO ca npexxuBsieMoct 0e3 nporpecus (I1bI1) u obmra
npexussiemMoct (OIT) 3a IMFINZI cnpsimo tutanie6o. Bropuunute kpaiiHu TOUYKH 332 €(pUKACHOCT
BrurrouBar [1BI1 cniex 12 mecema (I1BI1 12) n 18 mecena (IIBI1 18) ot pangoMusupaneTo u Bpeme OT
pangomusupanero 1o Bropa nporpecus (I1bI12). ITIBI1 e onieneHa upe3 3acieneH He3aBUCHM
nentpaiex nperien (Blinded Independent Central Review, BICR) o kpurepuute Ha RECIST v.1.1.

[IpoyduBaHeTo moka3Ba cTaTucTUdecku 3HaunMMo nogoopenue Ha [1BI1 B rpymara, nekyBaHa ¢
IMFINZI, B cpaBHenue ¢ miaiedo rpymara [koeduiment Ha pucka (HR) = 0,52 (95% ClI: 0,42; 0,65),
p <0,0001]. ITpoyuBaHeTo MoKa3Ba CTATUCTHYECCKH 3HAUMMO Togoopenue Ha Oll B rpymnara, ieKyBaHa
¢ IMFINZI, B cpaBuenue ¢ muare6o rpymara [HR=0,68 (95% CI: 0,53; 0,87), p=0,00251].

[Ipu aHanu3a Ha 5 TOMUIIHUS IEPUO]] HA TPOCIIEIABaHE, C MEAMaHa Ha mpociensBaneTo 34,2 Mecenla,
IMFINZI npoabsmxkasa na nemonctpupa nmogobdpena OIT u I1BI1 B cpaBaenue ¢ mnane6o. Pesynrature

OT IIbPBUYHMSI aHATH3 U aHaM3a Ha nipocneassanero Ha Oll u [1BI1 ca 0606menu B Tabmuna 5.

Taoauua 5. Pesysaratu 3a egpuxacHoct ot npoyusaHero PACIFIC

IIepBuyeH ananus? AHaJaM3 HA 5 TOANIIHAS
nepuoj Ha mpocieassane’
IMFINZI Inane6o IMFINZI Inamedo
(n = 476) (n=237) (n = 476) (n=237)
o1l
Bpoit cmbpTHE ciydan (%) 183 (38,4%) | 116 (48,9%) 264 (55,5%) 155 (65,4%)
MennaHa (Mecenn) NR 28,7 47,5 29,1
(95% ClI) (34,7; NR) (22,9; NR) (38,1; 52,9) (22,1; 35,1)
HR (95% CI) 0,68 (0,53; 0,87) 0,72 (0,59; 0,89)
2-CTpaHHA P-CTOMHOCT 0,00251
OII caen 24 mecena (%) 66,3% 55,6% 66,3% 55,3%
(95% ClI) (61,7%; (48,9%; (61,8%; (48,6%,; 61,4%)
70,4%) 61,3%) 70,4%)
p-CTOHHOCT 0,005
OII caen 48 mecena (%) 49,7% 36,3%
(95% ClI) (45,0%); (30,1%; 42,6%)
54,2%)
OII caen 60 mecena (%) 42,9% 33,4%
(95% ClI) (38,2%); (27,3%; 39,6%)
47,4%)
MBIl
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[IbpBuYeH anaan3?

AHaJu3 HA 5 roauIIHuA
nepuoj Ha npociaeasapane’

IMFINZI ILnamedo IMFINZI Ilnane6o
(n=476) (n=237) (n=476) (n=237)
Bpoit ciryuan (%) 214 (45,0%) | 157 (66,2%) 268 (56,3%) 175 (73,8%)
Meaunana una I1BII 16,8 5,6 16,9 5,6
(Mecenu) (13,0; 18,1) (4,6;7,8) (13,0; 23,9) (4,8;7,7)
(95% CI)
HR (95% CI) 0,52 (0,42; 0,65) 0,55 (0,45; 0,68)
p-croitHOCT p<0,0001
MBI caex 12 mecena (%) 55,9% 35,3% 55,7% 34,5%
(95% CI) (51,0%; (29,0%; 41,7%) (51,0%; (28,3%; 40,8%)
60,4%) 60,2%)
IBII caex 18 mecena (%) 44,2% 27,0% 49,1% 27,5%
(95% CI) (37,7%; (19,9%; 34,5%) (44,2%; (21,6%; 33,6%)
50,5%) 53,8%)
IBII caex 48 mecena (%) 35,0% 19,9%
(95% CI) (29,9%; (14,4%; 26,1%)
40,1%)
MBII caex 60 mecena (%) 33,1% 19,0%
(95% CI) (28,0%; (13,6%, 25,2%)
38,2%)
nbI12®
Meauana Ha IIBII2 (mecenn) 28,3 17,1
(95% CI) (25,1; 34,7) (14,5; 20,7)

HR (95% CI)

0,58 (0,46; 0,73)

p-cToiHOCT

p < 0,0001

@ ITepBuueH ananus Ha [1BI1 ¢ naTa Ha 3akmrouBaHe Ha Oazata manau 13 ¢eBpyapu 2017 r. [IspBHYCH aHATH3 HA
OII u I1BI12 ¢ naTa Ha 3aKkirouBaHe Ha Oazarta maHHH 22 MapT 2018 T.

5 AHanus Ha npocnenssareto Ha OIT u [1BI1, ¢ nara Ha 3akmouBane Ha 6a3ata gaHHu 11 sHyapm 2021 T.

® [IBI12 e ompeneneHo KaTo BpeMeTO OT JIaTaTta Ha paHJOMHU3HpPAaHe 10 JaTaTa Ha BTOpaTa IMPOrpecus
(ompeneneHa crope MeCTHAaTa CTaHAapHA KIIMHUYHA MPAKTUKA) UIHA CMBPT.

NR: He e nocTurHara

Kpusure na Kaplan-Meier na OI1 u [1BI1 ot ananu3a Ha 5 TOAMIIHKS IEPHOJ HA MTPOCIIEASIBaHE ca

npencraBeHu Ha Qurypu 1 u 2.
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®urypa 1. Kpusu na Kaplan-Meier na OII

1.04
. Mennana Ha OIT (95% CI)
IMFINZI 47,5 (38,1; 52,9)
i T Inane6o 29,1 (22,1; 35,1)
0.7 ".“ Koeguuuent Ha puck (95% CI): 0,72 (0,59; 0,89)
. ,‘.—
BepositHoct 32-Of1
0.5+
] . '*mﬁz’mﬁ_ulmmul
oo
0.1+
—  IMFINZI
=== IInane6o
: 3 6 S 12 138 18 21 24 2 30 36 S 42 45 48 1 4 € 66 2 .
Bpeme ot pangomusupaneTo (Mecerm)
bpoit nauuenTu B puck
Meceit 0 3 6 9 12 15 18 20 24 27 3 33 36 39 4 45 48 51 54 57 60 63 66 69 72 75
IMFINZI 476 464 431 414 385 364 343 319 208 289 273 264 252 241 236 227 218 207 196 183 134 9L 40 18 2 0
Mnameo 237 220 199 179 171 156 143 133 123 116 107 9 97 93 91 8 78 77 74 72 56 33 16 7 2 0
®urypa 2. Kpusu na Kaplan-Meier na I1BII
1.0+ [
- Meauana na IIBII (95% CI)
IMFINZI 16,9 (13,0; 23,9)
0.8 =
ITnane6o 5,6 (4,8;7,7)
— Koeduuuent na puck (95% CI): 0,55 (0,45; 0,68)
Bepostrocr 3a I1bI1 «
o EoY
8.5+
0.4 -
b
— Vs .,
) S Om_
e s lcic
el T -9 -8 ===ty __ B Lo e
0 s =) CERE_ e
0.1=
IMFINZI
od----- ITnane6o
1 6 9 12 F 18 21 24 27 {¢] 3 36 39 42 1 48 51 54 37 60 3 66 69 b
Bpoil nauesTi 5 prck Bpeme oT paHgOMI3HpaHETO (MECEeIH)
Mecen 0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
IMFINZI 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 8 81 78 67 57 34 22 11 5 0
Mnane6o 237 164 105 87 68 56 48 41 37 3% 30 27 26 2% 24 24 2 20 19 19 14 6 4 1 0

[Mono6penuero B I1BI1 n OII B nomn3a Ha nanuenture, nonyyasamy IMFINZI, B cpaBHeHue C
MalMeHTHTe, oJyyaBaly wianeo, ce HabIr01aBa MOCIeI0BATEIHO BbB BCUUKH PEABAPUTEIHO
OIpeAENIeHN aHAIU3UPAHH TOATPYIIH, BKIIFOUUTEITHO MO0 €THUYECKa IPHUHAIIEKHOCT, Bb3pacT, MO,
aHaMmHe3a 3a TIoTIoHomymIeHe, ctaryc Ha EGFR myTarwst u xucronorus.

Post-hoc nooepynos ananus no omunowenue na PD-L1 excnpecusma
JlombIIHUTENIHY TOATPYIIOBY aHAJIM3H ca MPOBEICHU 3a OLieHKa Ha edukacHocTTa ciopea PD-L1
eKCIpecHsaTa B TyMOpHUTE KiIeTKu (= 25%, 1-24%, > 1%, < 1%) u npu nauuesTy, yunro PD-L1
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cTaTyc He Moxke na 0b1e onpeneneH (PD-L1 nenssecten). Pesynratute 3a I1BI1 1 OI1 ot aHanm3a Ha
5 roauITHUS TIEPHOT Ha TIpoCIieisiBane ca 0600menn BsB @urypu 3, 4, 5 u 6.

®urypa 3. Kpusu na Kaplan-Meier na OII npu PD-L1 TK > 1%

i Mennana Ha OIT (95% CI)
IMFINZI 63,1 (43,7; NR)
1 e, Ilrane6o 29,6 (17,7; 44,7)

Koedurment Ha puck (95% CI): 0,61 (0,44; 0,85)

Beposrrocr 3a Ol Moo

0.4 -

V== - B®CR ane @o e,

- )

IMFINZI
..... ITnare6o

Bpoit manmenTu B puck

Meceu 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
IMFINZI 212 208 193 186 178 171 165 156 146 141 132 129 124 118 117 114 109 105 103 98 74 52 29 14 1 0
Tnaue6o 91 81 75 67 64 58 52 47 45 44 41 38 38 37 36 33 31 31 30 29 24 14 8 5 2 0

Menuana na ITBIT (95% CI)
IMFINZI 24,9 (16,9; 38,7)
ITnane6o 5,5 (3,6; 10,3)

Koedwurment Ha puck (95% CI): 0,47 (0,35; 0,64)

Bepostaoct 3aflIBII

0.5 - ‘[" ]
). 4
B 1
0.3 < 1
D gy e = -
dal R e i T [c JEmp—_ S
R L S o
IMFINZI
O = Tnane6o
1 3 6 ] 12 15 18 21 24 27 30 33 36 39 42 45 43 51 54 57 6 63 L 69 w2
BpeMe OT paHAOMU3UPAHETO (MECGHI/I)
Bpoit naimenTn B puck
Mecen 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
IMFINZI 212 175 142 127 107 95 82 70 67 63 57 55 50 47 45 42 39 38 34 31 22 15 8 4
[nane6o 91 59 38 34 26 22 19 16 15 15 12 11 10 10 9 9 9 9 8 8 7 2 1 1
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®@urypa 5. /Inarpama Ha Forest 3a OII cnopen PD-L1 exkcnpecusita

Cuoutus/N (%)
IMFINZI Iaaue6o
Bewuku nanuenTn |—‘—| 264/476 (55,5%) 155/237 (65,4%)
PD-L1 TC > 1% 103/212 (48,6%)  56/91 (61,5%)
PD-L1 TC > 25% I | 51/115 (44,3%)  27/44 (61,4%)
PD-L1 TC 1-24% ] 52/97 (53,6%) 29/47 (61,7%)
PD-L1 TC<1% f . i 59/90 (65,6%)  35/58 (60,3%)
PD-L1 HeunssectHa =81 102/174 (58,6%) 64/88 (72,7%)

o
[
A
1l
1

®urypa 6. Iluarpama na Forest 3a I1BII cnopen PD-L1 ekcnipecusita

Bcwnuky nanpeHTn '_‘_|
PD-L1 TC > 1% —eo—
PD-L1 TC > 25% l o |
PD-L1 TC 1-24% | o |
PD-L1 TC<1% ! * |
PD-L1 HeusBectHa ' 3 l
T 1 I I
0.4 0.8 0=B: =0 3

Cuoutusn/N (%)

IMFINZI

268/476 (56,3%)

111/212 (52,4%)

61/115 (53,0%)

50/97 (51,5%)

55/90 (61,1%)

102/174 (58,6%)

Ilnanedoo

175/237 (73,8%)

69/91 (75,8%)

33/44 (75,0%)

36/47 (76,6%)

41/58 (70,7%)

65/88 (73,9%)

Kato 150 npodmrsT Ha 6e30macHOCT Ha nypBatyMad B moarpynata ¢ PD-L1 TK > 1% e cxonmen ¢
TO3M Ha MOTYJIAIUATa C HAMEPEHHUE 32 JieueHne, KakTo u B moarpymara ¢ PD-L1 TK < 1%.
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Pesyimamu, cvobwenu om nayuenmume (PCII)

Cumnromute, GYHKITMOHATHATE ITOKA3aTENN ¥ Ka9eCTBOTO Ha )KUBOT, CBBP3aHO Che 3apaseTo (KIKC3),
CHOOIIEHH OT MaIeHTuTe, ca croupann ¢ nnomsane Ha EORTC QLQ-C30 u HeroBust MOAYI 3a pak
Ha Oemute npoboBe (EORTC QLQ-LC13). LC13 u C30 ca oneHssBaHM HAa U3XOAHOTO HUBO, HA BCEKU
4 cemMuI Mpe3 MbPBUTE 8 CEAMMIIM, TOCICIBAHO OT OIEHKA Mpe3 8 CeAMHUIM JO 3aBbpIIBaHE Ha
nepuoja Ha JedeHue win npeycraHoBsBaHe Ha IMFINZI nmopand TOKCHMYHOCT WJIM NpOrpecus Ha
3abossBaneTo. KoMmialibHCBT € monoOeH mexay rpynure Ha sedenue ¢ IMFINZI u ¢ mnane6o (83%
crp. 85,1% o010 ot mombaHEHUTE (POPMYIISIPH, TTOAXO SN 32 OIICHKA).

Ha u3xoaH0TO HHBO He ca HaONIOIaBaHH PA3IMKH [0 OTHOLICHUE Ha CUMIITOMUTE, (PYHKIIMOHATTHUTE
nokazarenu u K)XKC3, chobimenu ot nanuentute, Mmexay rpynure ¢ IMFINZI u ¢ mnane6o. [pes
LSJI0TO BpEME Ha MIPOYUYBAHETO /10 ceaAMUIIa 48 JTUICBa KIMHUYHO 3HAUYMMa pasjinKa MEeXAy TPYIIUTE C
IMFINZI u ¢ nnane6o 1o oTHOIIEHHE Ha CUMIITOMUTE, pyHKIIHOHAIHNTE mokazatenn u KOKC3
(omreHeHa upe3 pa3iuKa Mo-TojIsMa WK paBHa Ha 10 ToukH).

HJ[KPbBJ] — npoyusane POSEIDON

POSEIDON e npoy4Bane, npefHa3zHaueHo Aa onern epukacHocrta Ha IMFINZI cve nmm 6e3
TpeMenTuMyMad B KOMOMHAIIMS ¢ XUMHUOTEpanus, cbappxama miatuaa. POSEIDON e
PaHJIOMU3UPAHO, OTKPUTO, MHOTOLICHTPOBO npoyusane npu 1 013 nmanuenT ¢ MeTacTaTu4eH
HAKPB/] 6e3 cencubunm3upaliy MyTaiuy Ha perenTopa 3a enuaepmaieH pactexxer gakrop (EGFR)
WJIM TeHHH TYMOpHH abepaluy Ha aHaruiactudeH umgoM kuHaza (ALK). [Tauuentute ¢
XUCTOJIOTUYHO WJIM LIUTOJOTNYHO JoKyMeHTupaH MetactatuueH HIIKPB/I otroBapsar Ha KpuTepuure
3a BKJIIOUBaHE B IPOYy4BaHETO. [lanieHTiTe He ca MMaly MpeIIIecTBalla XUMUOTEPaIlisl I HIKaKBa
Ipyra cuctemHa tepanus 3a MeractatuueH HJIKPB/. Ilpenu pannoMu3upaHeTo NalueHTUTE ca
umanu TymopeH PD-L1 cratyc, moTBbpeH ¢ momomnTa Ha Tecta Ventana PD-L1 (SP263). Ilpu
BKITIOYBAHE B MPOYYBaHETO NanueHTuTe nMat pyHkuronaneH cratyc 0 wiu 1 ciopen CeToBHA
snpaBHa opranuzanus (C30)/M3touna kooneparuBHa onkojoruuna rpymna (ECOG, Eastern
Cooperative Oncology Group).

[IpoyuBaHeTO M3KIIIOYBA MALIUEHTH € aKTUBHO MM JOKYMEHTHPAHO IIPEIN TOBA aBTOUMYHHO
3a00J1sIBaHE; aKTUBHU W/WIM HEJIEKYBaHU MO3bYHH METACTa3H; aHAMHE3a 32 UMYHEH JeQULNT;
MIPUJIO’KEHUE Ha CUCTEMHA IMYHOCYIIpecHs B paMKuTe Ha 14 JHM Mpeau HavaJloTo Ha JIEUeHHUe C
IMFINZI unu Tpemenumyma0, ¢ U3KITI0UeHHe Ha (PU3HOIOTHYHA /1032 CUCTEMHH KOPTHKOCTEPOU/IN;
aKTHBHA TyOepKyso3a miu xenatut B win C uinn HIV-uadekuns; nim nanuenTH, IoxyJaBaliy KuBa
aTCHIOMpPaHa BaKCHMHA B paMKuTe Ha 30 IHU Npeau WiK ciiell HauanoTo Ha jiedenue ¢ IMFINZI w/unu
TpemenuMymad (Bx. Touka 4.4).

Pannomuzanusra e crparudunupana no excnpecus Ha PD-L1 B tymopauTe kierku (TK) (TK > 50%
cupamo TK < 50%), craguit Ha 3a6onsBaneTo (Cranuit IVA cipsamo Cranuit IV, ceriacao 8-moto
n31aHne Ha AMEpUKaHCKUS 00eIMHEH KOMHTET 3a PaKa), ¥ XHCTOJIOTHS (HECKBAMO3€EH CIPSIMO
CKBaMO3¢H).

[Tanmentute ca pangomusupanu 1:1:1 na morywasar:
e Pamo 1: IMFINZI 1 500 mg ¢ Tpemenumymad 75 mg ¥ XUMHOTepanus, ChAbpKalla 1iaTuHa,
Ha BCEKH 3 ceaMHuIH 3a 4 1uKbIIa, mocieasado or IMFINZI 1 500 mg Ha Bceku 4 ceMUIlM KaTo
MoHoTepanus. [leta mo3a Tpemenmmmymatd 75 mg e npunoxkena Ha Cenqmuria 16 3aemuno ¢ IMFINZI
J03a 6.
e Pamo 2: IMFINZI 1 500 mg u xumuoTepanus, CbAbpKallia IaTuHa, Ha BCEKH 3 CEAMMULH 3a
4 nuksbia, nociaeasano ot IMFINZI 1 500 mg Bceku 4 ceaMuUIM KaTO0 MOHOTEPAITHS.
e Pamo 3: Xumuotepamnus, cbabpiKalla IIaTHHA, HA BCEKH 3 ceAMUIM 3a 4 nukbia. [lanuerure
MOTAaT Jia IoJy4aT 2 TOMbIHUTEIHH UKEIA (00110 6 IUKbBIIA CIIE]] PAaHIOMHU3AIMITA), CTIOPE]T
KJIMHAYHUTE TIOKa3aHWs, TI0 TIPEIeHKA Ha U3CIICA0BATEIIs.

B 3-te paMCHa Ha JICUCHHUC MALIUCHTUTC IIOJy4aBaT €JHa OT CJICAHUTC CXEMHU Ha XUMHNOTECpaAIluns,
6a3HpaHa Ha XHMCTOJIOTMYHUA PE3yJITaT.
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¢ HeckBamoszen HAKPB/]
e Ilemerpercen 500 mg/m? ¢ kap6ormatua AUC 5-6 wiu mcruiatud 75 mg/m? va
Bceku 3 ceqmunid. [lomabprkaliio geueHne ¢ IeEMETPEKCEe MOXKE J1a Ce Ipuiiara, OCBEH
aKO HE € MPOTHUBOIIOKA3aHO CIIOPE] U3CIe0BATEIIS.
e CkBamosen H/IKPB/I
e T'emumtabun 1 000 mim 1 250 mg/m? wa [{nu 1 u 8 ¢ mmcmnarun 75 mg/m? win
kabormaatia AUC 5-6 Ha [len 1 Ha Bceku 3 ceAMUIIH.
e HeckBamosen uinu ckBamoseH H/IKPB/]
o Nab-nmakmurakcen 100 mg/m? na [{au 1, 8 u 15 ¢ xap6omnarun AUC 5-6 na [len 1 Ha
BCEKH 3 CEIMMIIH.
Tpemennmymab e mpriarad 10 MaKCHMyM 5 1031, OCBEH aKo HsAMa Mporpecus Ha 3a00IsIBAHETO WITH
HenpueminBa TokcM4HOCT. Jleuenuero ¢ IMFINZI u nogappxkamara Tepanus ¢ NEMETPEKCE,
0a3upaHa Ha XUCTOJOTUYHHMS PE3yaTaT (KOrato € MPHIOKKMO), € MPOABIKEHA 10 MTPOrpecus Ha
3200JIIBAHETO WJIM HEMPUEMIIMBA TOKCUYHOCT.

Ha ceqmunia 6 u cenmuiia 12 ot narata Ha paHIOMHU3AIMS ca MPOBEICHHU OIICHKU Ha TYMOpa U Clie]T
TOBa Ha BCEKH 8 CEIMHUIIH J0 IOTBBPIeHa OOCKTHBHA Mporpecus Ha 3a0omnsBaHeTo. OeHKH Ha
MPEKUBIEMOCTTA Cca MPOBEICHU Ha BCEKH 2 Mecella Clie]l IIPeKpaTsIBaHe Ha JICYCHUETO.

JIBoiiHNTE MBPBUYHHU KpaiHu To4ukHU Ha mpoyuBaneTo ca [IBII u OIl 3a IMFINZI + xumuotepanus,
ChIbprKallla TIIATHHA, CIPIMO XUMHUOTEPAIHsI, ChbprKallla MIaThHa, KaTo MoHoTepanus. OCHOBHHTE
BTOPUYHHU KpaliHU TOUKH Ha npoyuBaHeTo ca [IBII u OII 3a

IMFINZI + tpemenumymab + XUMHOTEpanus, ChAbPIKaIla MIaTHHA, U XUMUOTEPAITHsl, ChIbprKallia
IUTATHHA, KaTO MOHOTepanus. BropuuHuTe KpaiiHu TOUKH BKJIIOYBAT YECTOTA HA OOEKTUBEH OTTOBOP
(HOO) u npoawsmkutenroct Ha otroBopa (DoR, Duration of Response). ITBIT, YOO u DoR, ca
orterenu ¢ momorira Ha BICR, ceriacuo kputepunte RECIST (Response Evaluation Criteria in Solid
Tumors — Kputepuu 3a olieHKa Ha OTTOBOPa MpH COJMMAHU Tymopu) Bepeust 1.1

Jemorpadcknure XapakTepUCTHKH U U3XOTHUTE XapaKTEPUCTUKY Ha 3a00IIIBaHETO ca 100pe
OanaHcupaHN MEXy paMeHaTa Ha JieueHue. M3xonnure geMorpadcKku XapakTepUCTUKY Ha o0IaTa
MOy Al Ha MIPOYYIBaHETO ca KakTo ciensa: Mmbxke (76,0%), Bb3pact > 65 roaunu (47,1%), Bp3pact
> 75 romunu (11,3%) meanana Ha Bb3pacTta 64 roaunu (auamnazon: 27 g0 87 roauHu), Osuia

paca (55,9%), azuaruu (34,6%), yepHokoxu wiu appoamepukaniu (2,0%), npyru (7,6%), xopa,
KOUTO HE ca OT MCMAHCKH MPOU3X0]l WIIH JJaTHHOaMepHKaHIH (84,2%), HaCTOSII MyIIay MK OUBII
nymay (78,0%), ¢pynkunonanen cratyc 0 mo C30/ECOG (33,4%), ¢ynkuuonanen craryc 1 o
C30/ECOG (66,5%). XapakTeprCcTHKHATE HA 3a00JIIBAHETO ca KakTo ciensa: cranuii IVA (50,0%),
craauii IVB (49,6%), XHCTOJIOTHYHH MTOATPYIH Ha CkBamo3eH pak (36,9%), HeckBamo3eH pak (62,9%),
Mo3buHM MetacTasu (10,5%), excripecust Ha PD-L1 Bepxy TK= 50% (28,8%), excipecus Ha PD-L1
Bbpxy TK <50% (71,1%).

[IpoyuBaneTo nokaspa cratuctuiecku 3HauuMo mopoodpenue B OI1 ¢ IMFINZI + tpemenumymat +
XUMUOTEpAIns, ChAbpKAlla IUIaTUHA, CIIPAMO XUMUOTEpanus, cbabpxaina miatuaa. IMFINZI +
TpeMeInMyMad + XUMHOTepanus, ChAbpXKalla IUIaTHHA, [I0Ka3Ba CTATUCTUYECKH 3HAYMMO
nono6penue B I1BI1 cipsaMo xuMuoTepanus, CbabprKalla IIaTiHa, KaTo MOHOTepanus. Pesyirature
ca 00001IeHn TT0-T0ITY.

Tabumuna 6. Pesyaratu 3a epuxacnHoct ot npoyusanero POSEIDON

Pamo 1: IMFINZI+Tpemeanmymad Pamo 3: xumuoTepanus,
+ XMMHOTepanus, ChIbp:Kala ChABbPKALIA MJIATHHA
miaTuna (n = 338) (n =337)

oI1*
bpoii Ha cMBPTHUTE Cllyyan 251 (74,3) 285 (84,6)
(%)

Menunana Ha OII (Mecemm) 14,0 11,7

(95% CI) (11,7,16,1) (10,5, 13,1)

HR (95% CI)° 0,77 (0,650, 0,916)
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Pamo 1: IMFINZI+Tpemenumyma0 Pamo 3: xumuoTepanus,
+ XHMHOTepanusl, ChIbpPKAIIA ChAbpKaIIA IVIATHHA
miaTuna (n = 338) (n =337)
p-cToliHOCT" 0,00304
TbIT*
Bpotii Ha ceoutusTa (%) 238 (70,4) 258 (76,6)
Menuana na I1BI1T 6,2 4.8
(mecenn) (95% CI) (5,0, 6,5) (4,6, 5,8)
HR (95% CI)° 0,72 (0,600, 0,860)
p-cToliHoCT" 0,00031
qOO0 n (%) 130 (38,8) 81 (24,4)
[Isnen otrosop n (%) 2 (0,6) 0
Yacrtuuen otrosop n (%) 128 (38,2) 81 (24,4)
Menuana Ha DOR (Mecenm) 9.5 51
95% ClI)™* (7,2, NR) (4,4, 6,0)

@ Ananu3 Ha [1BI1 ¢ naTa Ha 3axmouyBade Ha naHauTe 24 romu 2019 r. (Mequana Ha npocnenssanero 10,15
Mceria). Ananu3 Ha OI1 ¢ maTta Ha 3aknrouBaHe Ha nanHuTe 12 mapt 2021 1. (MeaunaHa Ha npociensisaHero 34,86
Mecena). ['panunute 3a 00siBsBane Ha epukacHoct (Pamo 1 cpsimo Pamo 3: PFS 0,00735, OS 0,00797; 2-
CTpaHHO) ca OIpEe/eSICHH ¢ TIOMOIITa Ha ajda pa3xonHa Gyukiws Lan-DeMets, kosito ce nobmmkasa 10
noxaxona Ha O’Brien Fleming. TIBII e onenena ¢ nomomira Ha BICR cniopen kputepuutre RECIST Bepeust 1.1.
5 HR ca mosyueHu ¢ momoInTa Ha Moeia Ha COX 3a pOIOpLMOHATHOCT Ha pucKa, cTpaTuduuupan no PD-L1,
XHUCTOJIOTHSI U CTaJIvi Ha 3a00JIsIBaHE.

® 2-cTpaHHa P-CTOMHOCT BB3 OCHOBA Ha log-rank tect, ctpatudunupan mo PD-L1, xuctonorus u craaunii Ha
3a0omsBaHe.

"TIoTBBp/icH OOEKTUBEH OTTOBOP.

A Post hoc ananus.

NR= ne e nocrurnato Cl= moBepureneH nHTEpBaI

®urypa 7. Kpusu na Kaplan-Meier 3a o6ma npexussiemoct (OII)

1.0

Meznana na OS (95% CI)

5 IMFINZI + Tpemeanmymad + XuMHOTepanus, 14,0 (11,7,16,1)
08+ o) ChAbPKALIA NJIATHHA
¥ XumuoTepanusi, ChbAbpKaMA MJIaTHHA 11,7 (10,5,13,1)
Koeguuuent na puck (95% CI)
2 IMFINZI + Tpemeanmymad + XuMHOTepanus, 0,77 (0,650, 0,916)
064 ) ChABPAKAIIA IJIATHHA

[

Beposraoct 32 OS

02+

IMFINZI + Tpemesnmymad + XHMHOTEpanus, ChIbPKAIIA MIATHHA
XumuoTepanus, ChIbPKAIIA MIATHHA
T T T T T

o R

T T T T T T T T T T T T
0 3 6 9 12 15 13 21 24 27 30 33 36 39 42 45 43

Bpewme ot pangomu3saiys (Meceru)
bpoli Ha MaMEHTUTE B PUCK

Mecen

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
IMFINZI + gypBaimyma6 + XUMHOTepanus, ChIbpKallia IiaTnHa

338 298 256 217 183 159 137 120 109 95 88 64 41 20 9 0
XUMHOTepanusl, ChbprKalia IIaTHHa

337 284 236 204 160 132 111 91 72 62 52 38 21 13 6 0
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®urypa 8. Kpusu na Kaplan-Meier 3a ITBII

10
M Ha PFS (95% CI
IMFINZI + Tpemennmymat + XHMHOTepanusi, 6,2 (5,0, 6,5)
ChAbpiKalla IJIaTHHA
& 081 XHMHOTEpANUs, ChABLPAKANIA MIATHHA 4.8 (4,6,5,8)
o Koeduuuent Ha puck (95% CI)
< IMFINZI + Tpemennmymat + XHMHOTepanusi, 0,72 (0,600, 0,860)
(<] ChABbpPIKALIA IIATHHA
= -
© 06
o
jant
=
xR
2
o 04
m
02
IMFINZI + TpeMeinMymMa + XHMHOTepanusi, ChIbpAKama niatuna 70
00 -+ XHMHOTepanus, CbAbPKAlIa MIATHHA
0 5 5 5 b e 1'8 2 24
. Bpeme ot parmoMu3zarus (Mecenn)
EpOI/I Ha NAMCHTUTE B PUCK
Mecen
0 3 6 9 12 15 18 21 24
IMFINZI +1pemenumyma0 + XUMUOTEpanus, ChAbPKAIIA IIATHHA
338 243 161 94 56 32 13 5 0
XI/IMI/IOTepaHI/IH, ChAbpiKallla ImjiaTuHa
337 219 121 43 23 12 3 2 0

durypa 9 obo6maBa pezynrarure 3a epuxacHoct o ornomenue Ha Ol ciopen PD-L1 tymopnaTa

CKCIIpECHUs B MMPEABAPUTEIHO OIMPCACIICHU NOATPYIIOBU aHAJIU3HU.

®urypa 9. Iluarpama na Forest 3a OII cnopen PD-L1 ekcnipecusita 3a

IMFINZI+rpemeanmymad+xXumMuoTepanus, CbIbpKAala IVIATHHA, CIPAMO XMMHOTEpPaNus,

CbhbAbpiKalla IJiaTuHa

Ne Ha chOuTus/mannentn (%6)

IMFINZI + Tpemeanmymad
+ XuMHOTepanus,
ChAbPIKAIIA IJIATHHA

Bcuuku nanueHTn

PD-L1 >50%

PD-L1 < 50%

PD-L1>1%

PD-L1 <1%

251 /338 (74,3%)

69 /101 (68,3%)

182 /237 (76,8%)

151 /213 (70,9%)

100 /125 (80,0%)

Tonynayus 6 cmapuecka ev3pacm

OO6m10 75 manueHTy Ha Bh3pacT >75 TOAWHM ca BKJIIOYCHH B paMmeHara Ha euenune ¢ IMFINZI B

Koepumment ua pruck (HR) (95% ClI)

Xumuorepanus,
ChIbpiKaIa
NJIaTHHA

285 /337 (84,6%)

80/97 (82,5%)

205 /240 (85,4%)

170 /207 (82,1%)

115 /130 (88,5%)

HR (95% Cl)

0,77 (0,65, 0,92)

0,65 (0,47, 0,89)

0,82 (0,67, 1,00)

0,76 (0,61, 0,95)

0,77 (0,58, 1,00)

KOMOHMHAIWA C TpeMennMMyMal B XUMHOTepamus (n=35) 1 XuMHOTepanus, ChAbprKallla IaTHHa, KaTo
MoHoTtepamus (n=40) va npoyuBaneTo POSEIDON. Habntonasan e koedunuent Ha puck (HR) 1,05

(95% CI: 0,64, 1,71) 3a OII 3a IMFINZI B koMOHHAITUS C TpEMETUMYMa0 U XUMUOTEPATIHS,
ChIIbpIKallla TUIATHHA, CIIPSIMO XUMUOTEPAIHS, ChbPIKaIlla IJIATHHA, B PAMKUTE Ha Ta3u MPOy4YBaHa



noarpyna. [lopaan n3cnemoBaTenckusa XxapakTep Ha TO3W TMOATPYIIOB aHATN3 HE MOTaT a ObJaaT
HaIPaBeHN KaTETOPUYHH 3aKITIOUEHUSI.

HPBJ[ — npoyusaune CASPIAN

CASPIAN e npoyuBane, npenHazHaueHo 1a onenu edukacHoctta Ha IMFINZI cbe nnm 6e3
TpeMenuMyMad B KOMOMHAIUS ¢ €TONO3U U WU KapoomnatuH, nwin nuciuiatid. CASPIAN e
PaHAOMU3UPAHO, OTKPUTO, MHOTOLIEHTPOBO NMpoy4BaHe npu 805 HeNeKyBaHU JOTOTaBa MAllUEHTH C
EC-IPB ¢ ®ynukiuonanex craryc 0 wim 1 mo C30/ECOG, tenecto Terio >30 kg, moaxoasimu ra
MOJTyJaT XMMHOTEpanus Ha 0a3zaTa Ha IUIaTHHA KaTo IbpBa JnHus edenne Ha /IPB/], ¢ ouakBana
MIPOIBIDKUTEITHOCT Ha )KUBOTA >12 ceamuIn, C Hali-Mallko €/IHa TapTreTHa JIe3Us 0 KPUTEPUUTE Ha
RECIST 1.1 u goctaTbyHa OpraHHa U KOCTHOMO3bYHA (DYHKIUS. YYacTUETO HA TAUEHTH C
0€3CHMITOMHH WM JIEKyBaHU METacTa3u B MO3bKa € 1ormycTuMo. OT MpOyUBaHETO ca U3KIIOYBAHU
MAIMEHTH C aHAMHE3a 3a JIbYeTepanusi Ha TPhIHUS KOI, aHaMHe3a 33 aKTUBEH MbPBUUEH
UMyHOIC(hHIUT, aBTOMMYHHH HapyIICHHsI, BKIIOYUTEITHO apaneoruiactuueH cuuapom (PNS),
AKTUBHU WY MPEAXOIHU JOKYMEHTHPAHH aBTONMYHHH WJIHM BB3MAJIUTETHN HapYIICHUS; yIIoTpeOa Ha
CHUCTEMHH UMYHOCYTIPECOpH B paMKHTe Ha 14 qHU mpeau mbpBaTa 103a OT JEYSHHUETO C H3KITI0UEeHNE
Ha (HU3HOJIOTHYHA 1033 CUCTEMHU KOPTHKOCTEPOU/IN, aKTUBHA TyOepKyIo3a, xenatuT B nim C uiun
HIV undexuuns; nanueHTy, MOJy4YHId )KUBa aTCHIONPaHa BaKCHHA B paMkuTe Ha 30 THHU pean Win
cnen Hagasoto Ha IMFINZI.

ParnommsupaneTo e cTpatuduIupaHo Mo IIaHupaHara Tepamus Ha 6a3aTta Ha TuiaTuHa (KapOorutaTuH
WM OUCIUTATHH) B IIUKBJI 1.

[Tanuenture ca pannomusupanu 1:1:1 3a momyyaBaHe Ha:

e Pawmo 1: IMFINZI 1 500 mg + tpemenumymad 75 mg + eTono3us U Uik KapOomaaTuH, Win
LUCIUIATHH.

o Pamo 2: IMFINZI 1 500 mg + eTono3un u wiv KapOOILIaTHH, WU IIUCIIATHH.

e Pamo 3: Vnu kap6ornarun (AUC 5 mu 6 mg/ml/min), win nucrnatun (75-80 mg/m?) B Jlen
1 u eronosuz (80-100 mg/m?) nHTpaBeHo3HO B Jlawm 1, 2 1 3 oT Bceku 21-AHEBEH IIUKBII B
MPOIBIDKEHIE Ha MKy 4 — 6 IIUKBIIA.

[Ipu naruenTute, pangomMuzupanu B Pamo 1 u 2, eTono3u u uiu KapOoIIaTHH WX IUCIUIATHH ca
OrpaHuYeHH 110 4 HUKbIA npe3 3 ceAMULM ciiel] pangoMusupanero. Monorepanusara ¢ IMFINZI
MPOJIBIKABA Ipe3 4 CeMUITH JI0 POTpecHs Ha 3a00IIIBaHETO WIIH HEMPUEMITBA TOKCUIHOCT.
Mownorepanusta c IMFINZI e pa3pemiena cies mporpecust Ha 3a00JIIBaHETO, aKO CIIOPE]]
W3CIIeIOBATENS MAMEHTHT € KIIMHIYHO CTaOWIIeH U ToTy4YaBa KIIMHAYHA M0JI3a.

Ha nauumenrure, pannomusupanu B Pamo 3, e pasperieHo 1a noixydaT o01o A0 6 UKbIa €TONO3UI U
WK KapOorutaTul win nucruiatii. Cresl 3apppiiBane Ha eTono3u/ + riatiunaa, PCI e paspenieHo
camo B Pamo 3 1o nperieHka Ha u3cieoBaTes.

Ornenkute Ha TymMopa ce mpoBexaat B Cenmuia 6 u Ceamuria 12 ot gatara Ha paHIOMHU3HPAHE U CIIE]T
TOBA Mpe3 § CeAMMUIIM J0 OTBhPKIaBaHe Ha OOCKTHUBHA Mporpecus Ha 3aboisBaneTo. OICHKH Ha
MPEKUBIEMOCTTA CE U3BBPIIBAT TIpe3 2 Mecella Clie] IPeyCTaHOBSIBaHE Ha JICYCHUETO.

[IbpBUuHUTE KpaitHu Touku Ha npoyuBaHeTo ca OIl mpu IMFINZI + etono3un + mnatuna (Pamo 2)
cnp. camo erono3u + riatuHa (Pamo 3) u IMFINZI + tpemenumymab + erornosus + mnatuaa (Pamo
1) cop. camo etomo3un + miatuHa (Pamo 3). OcHoBHaTa BTOpHYHA KpaitHa Touka e [1BI1. JIpyru
BropuyHM Kpaitau Touku ca OHO, moBpatau Touku Ha Ol u I1BIT u PCIL. I1BII 1 OYO ca ouensiBaHu
ot uscaenosatens no kpurepuure Ha RECIST v1.1.

JemMorpadckute TaHHN U U3XOJHUTE XapaKTEPUCTUKH Ha 3a00JIIBAaHETO ca T00pe OaraHcupaHu
MEX/Ty JIBeTe paMeHa Ha mpoyuyBaHeTo (268 manuenty B Pamo 2 u 269 nanmentu B Pamo 3).
Uzxonnute nemorpadcku JaHHM Ha o0LIaTa MOMyJIays B IPOYYBaHETO ca KAKTO CIIE/ABA: MBXKE
(69,6%), BB3pact > 65 rogunn (39,6%), Meanana Ha Be3pacTTa 63 roaunu (auamazon: 28 1o 82
roauHn), 6samna paca (83,8%), azuaruu (14,5%), yepHokosxu uiu appoamepuxaniu (0,9%), npyru (0,6
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%), He ucrnano wiu n1atuHo (96,1%), HacTosmy nin 6uBmK mymaun (93,1%), Hukora He ca My
(6,9%), WHO/ECOG PS 0 (35,2%), WHO/ECOG PS 1 (64,8%), cramuii IV 90,3%, 24,6% ot
MalMeHTHTE MMOJTyYaBaT HUCIUIaTuH U 74,1% oT manueHTHTe moigyyasar kapooruiatius. B Pamo 3
56,8% OT manueHTUTe NoTydaBaT 6 LUKBJIA C €TONOo3U ] + Iu1aTuHa U 7,8% OT MalueHTUTe IoJIydaBaT
PCI.

[TnanupanusT MexaMHEH (IbPBUYCH) aHAJIN3 HA TIPOYYBAHETO MOKA3Ba CTATUCTUYCCKH 3HAUUMO
nonoopenue Ha Ol ¢ IMFINZI + erono3uz + mnaruna (Pamo 2) crip. camo eromno3uj + miaTuHa
(Pamo 3) [HR=0,73 (95% CI: 0,591; 0,909), p=0,0047]. Brnpeku 4e He € U3MUTBAHO O(HUITUATHO 32
3gaunmMocT, npu IMFINZI + eromo3uy + mratrHa ce mokasBa nmogoopenue Ha [1BI1 crip. camo
erono3uy + miatuaa [HR=0,78 (95% CI: 0,645; 0,936)].

Pesynrtarute ot I1BI1, OHO u DOR ot mnanupanus okoxuatencH ananu3 (DCO: 27 suyapu 2020 1.)
ca 0006menu B Tabauua 7. Kpusure nmo Kaplan-Meier ca npencrasenn Ha @urypa 11.

Pesynratute ot OIl npu nmimaHupanus IpATOCPOUCH aHaMN3 Ha npocnensBaneTo Ha OI1 (Mmennana Ha
npociensBaneTo: 39,3 mecena) ca npencraBeHu B Tabmuma 7. IMFINZI + erono3un + nmatuaa
(Pamo 2) cnp. erono3un + rmatuHa (Pamo 3) mpogbmkaBar aa mokas3sat TpaitHo ogoopenue B Ol1.
Kpusure Ha Kaplan-Meier na OIT ca npezncraBenu na ®@urypa 10.

Tab6auua 7. Pe3yararu 3a epukacHocrra B npoyuBaneto CASPIAN

OxoH4YaTesIeH aHAAM3" AHaJIU3 HA JbJITOCPOYHOTO
npociaeasiBane’
Pamo 2: Pamo 3: Pamo 2: Pamo 3:
IMFINZI + €TOMmO3uA + 1 IMFINZI + eTono3uj + u
€TOnOo3u/1 1 WIH €TONOo3u/1 1 WIn
Win KapOoOmJIaTHH WIn KapoonIaTuH
KApOOmIATHH | WM HUCIVIATHH | KapOomiaTuH WM
WIH (n=269) WIn HUCILIATHH
HUCIJIATHH HHUCIJIATHH (n=269)
(n=268) (n=268)
on
Bpoit cMbpTHH 210 (78,4) 231 (85,9) 221 (82,5) 248 (92,2)
ciyvau (%)
Menuana na OIl 12,9 10,5 12,9 10,5
(Mecenn) (11,3; 14,7) (9,3; 11,2) (11,3, 14,7) (9,3,11,2)
(95% CI)
HR (95% CI)%» 0,75 (0,625; 0,910) 0,71 (0,595, 0,858)
P-CTOWHOCT" 0,0032 0,0003
OIl caen 18 32,0 24,8 32,0 24,8
mecena (%) (95% (26,5; 37,7) (19,7; 30,1) (26,5, 37,7) (19,7, 30,1)
CI)
OII caien 36 17,6 5,8
Mmecena (%) (13,3, 22,4) (3,4,9,1)
(95%Cl)
IbII
bpoii ceoutus (%) 234 (87,3) 236 (87,7)
Menuana na IIBII 51 5,4
(Mecenn) (4,7;6,2) (4,8; 6,2)
(95% CI)
HR (95% CI)® 0,80 (0,665; 0,959)
MBII cnex 6 45,4 45,8
Mmecena (%) (39,3;51,3) (39,5; 51,9)
(95% CI)
IIBII ciaen 12 17,9 53
Mmecena (%) (95% (13,5; 22,8) (2,9; 8,8)
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Cl)

040 n (%) 182 (67,9) 156 (58,0)
(95% CI)* (62,0; 73,5) (51,8; 64,0)
[Tenen otroBop n 7 (2,6) 2(0,7)
(%)

YacTuueH 0TroBop 175 (65,3) 154 (57,2)
n (%)

Menuana Ha DoR 51 51

(Mecenn) (4,9; 5,3) (4,8; 5,3)
(95% ClI)**

2 OkonuarencH ananu3 Ha [1BI1, OUO u DoR npwu 3akmrouBane Ha nanaute Ha 27 stHyapu 2020 T.

% AHanu3 Ha JBJITOCPOYHOTO MPOCIEAABAHE TIPH 3aK/II0UBaHe Ha JaHHuTe Ha 22 mapt 2021 T.

® AHANMM3BT € W3BBPIICH PU U3NOI3BaHE Ha cTpaTudummpan log-rank Tect, KOpUTrHpaH 3a IUTAHUPAHA TEPAITHS C
rratiHa B Luken 1 (kapOomiaTHH WK IUCIUIATHH), M N3M0JI3BaHe Ha MOAXO[ ¢ rank TecToBe 3a Bph3Kara.

" B MmexxauHHUS aHanu3 (3akrrouBaHe Ha gaHHUTE 11 Mapt 2019 1.), p-cTofiHocTTa Ha OIl e 0,0047, xosTO
OTroBapsi Ha TPaHUIlATa 3a OOsBsIBaHE HAa cTaTHCTUYeCKa 3HauuMOoCT oT 0,0178 3a 4% o61ia aBycTpanHa anda
BB3 ocHOBa Ha Lan-DeMets alpha spending function ¢ rpanuna ot tuna O'Brien Fleming ¢ neiictButentust
Opoii HaOFO1aBaHU CHOUTHSL.

A TIoTBBpPACH OOCKTHBEH OTTOBOP.

¢Post hoc ananus.

®urypa 10. Kpusu na Kaplan-Meier na OIl

IMFINZI+etonosu+iatuna

———
[ — E€TONO3UIHIaTHHA
. LEH3yPHUPaHO
0.0 -
Menuana Ha
OIl (95% ClI)
Beposrroct 3a OI]
0.5 IMFINZI + etono3up + niatuaa 12,9 (11,3,14,7)
™, €TOIo3u 1 + IIaTHHA 10,5 9,3,11,2)

Koeduuuenr nHa pucka (95% CI)

IMFINZI + eronosua + miarusa cip. erornosuy + mwiarusa: 0,71 (0,595, 0,858)

Bpeme ot parmoMusupaHeTo (Mecemn)

Bpoii naunentu B puck 0 3 6 9 12 15 18 21 24 21 30 33 36 38 42 45 48 51
IMFINZI + erono3uy + rmaruna 268 244 214 177 140 109 85 70 60 54 50 46 39 25 13 3 0 0
€TOMo3u I + MIATHHA 269 243 212 156 104 82 64 51 36 24 19 17 13 10 3 0 0 0
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3eposTHoCT 3a [TBI1%8 ]

®urypa 11. Kpusu na Kaplan-Meier na IIBII

—_—
~—— ®— - eTONO3UIHIIIaTHHA
0.9 1
. censored
0.8
Mennana Ha
071 TBIT (95% CI)
IMFINZI + erono3uz + miaTuHa 51 (4.7,6.2)
€TONo3u 1 + MIaTuHa 5.4 (4.8,6.2)

05 N

04 Koeduuuent na pucka (95% CI)

IMFINZI + etono3up + mwiatusa crp. erono3uy + miatuaa: 0.80 (0.665, 0.959)

034

024

0.1

0.0

Bpeme oT paHIOMH3HpaHETO (MECEITH)

Bpoit naiieHTH B puck 0 3 6 9 12 15 18 21 24 27 30 33
IMFINZI + eronosun + mimatnaa 268 220 119 55 45 40 35 24 18
€TOIO3M/] + IUIaTHHA 269 195 110 33 12 9 7 7 6

Ananusz no noozpynu

[Mono6penuero na Ol B mon3a Ha nanuentute, nony4asamy IMFINZI + eronosup + riatiHa, B
CpaBHEHHE C MAIMEHTHTE, TOJyYaBaIlly CaMO €TOTIO3H/I + TIATHHA, C€ HaOJI01aBa TIOCIeIOBATETHO B
MPEIBapUTEIIHO ONPEACICHUTE NOATPYIIH Bb3 OCHOBA Ha AeMOrpad)CKuTe JaHHH, reorpadckus
peruoH, ynorpedara Ha KapOOIUIaTHH WM LUUCIUIATHH U XapaKTEPUCTUKUTE Ha 3a00JIIBaHETO.

PJ)KII — Ilpoyusane TOPAZ-1

TOPAZ-1 e nmpoyuBane 3a olieHka Ha epukacHoctTa Ha IMFINZI B koOMOUHaIust ¢ TeMIMTaOuH U
nucruiatud. TOPAZ-1 e pannomMusupaHo, JBOWHOCISATIO, TUTAIe00-KOHTPOIUPAHO, MHOTOLIEHTPOBO
Mpoy4dBaHe npu 685 manuenTu ¢ HeonepadmieH win mertactarnded PXKII (BkirounTeHO
HWHTpaxenaTajeH 1 eKCTpaxernaTaieH X0JaHIMOKapLUHOM U KapLIMHOM Ha KITbYHMS MEXYp) U
¢ynkuuonaneH craryc mo ECOG 0 uin 1. [TanueHTHTE HE ca NOMy4aBaiy NpeIXoaHa Tepanus B
ycnoBusiTa Ha apaHcupai/Heonepaduien PXKII. BximtoyeHu ca nmanueHTH, KOUTO ca Pa3BHIIN PELIUANB
Ha 3a00Js1BaHeTO > 6 Mecena cie]] onepanusiTa /Wi clie/i IPUKII0OYBAHEeTO Ha af0BAaHTHA TEParusl.
[TanmenTure TpsiOBa 1a UMAT aJeKBaTHA (QYHKIHS HA OPTraHUTE U KOCTHUS MO3BK U J1a UMaT
MPUEMITUBY HHUBA Ha cepyMHUs OmmupyouH (< 2,0 mbTH Hajx ropHara rpanuna Ha Hopmara (I'TH)), a
BCSIKa KJIMHUYHO 3HAaYMMa OuiuapHa oOCTpyKuus TpsiOBa aa Obae OTCTpaHeHa Mpeau
paHAOMU3aIUATA.

IIpoy4BaHeTO M3KIIIOYBA MAIIUEHTH C aMITyJIAPEH KAPIIMHOM, C MO3bYHU METACTa3u, aKTUBHU WUJIU
MIPEIUIITHA JOKYMEHTHPAHU aBTOMMYHHH WU Bb3NaluTeHu Hapymenus, HIV nadekuus nm
AKTUBHU WH(EKINH, BKIIOYUTEITHO TyOepKys03a win xenatuT C, WIu MalueHTH ¢ HAaCTOSIIA WITH
MIpeIUIIHA yIIoTpeba Ha UMYHOCYIIPECHBHU JICKAPCTBA B paMKUTE Ha 14 MHU npeau mbpBarta 1032
IMFINZI. ITaunentu ¢ aktuBeH HBV ca nonycHatu /10 yyactue, ako ca Ha aHTUBUPYCHA Tepariusl.

Pannomuzanusra e crparuduiigpaHa Mo cTaTyc Ha 3a00/siBaHeTo (II'bPBOHAYATIHO HEONIEPAOHITHO CIIp.

pCI_[I/I,I[I/IBI/IpaH_IO) 1 110 JIOKAJIU3aluys Ha IbpBUYHHA TYMOP (I/IHTanGHaTaJ'IeH XOJIaHT'MOKapUHHOM CIIp.
CKCTPAXCIATAJICH XOJIAHT'MOKAPIIMHOM CIIP. KapIIMHOM Ha KIBbYHUA Mexyp).
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[TanmeHTHTE Ca paHIOMHU3HPAHU B ChOTHOMICHHE 1:1 ma moydasar:

e Pawmo 1: IMFINZI 1 500 mg, npunoxen B Jlen 1 + remuurabun 1000 mg/m? u mucnatun 25
mg/m? (Bcexu npunosxker B Iuu 1 u 8) na Beeku 3 cemunu (21 guu) 10 8 MKbIa,
nocneaBanu oT IMFINZI 1500 mg Ha Bceku 4 ceMUIM 10 IPOTpecus Ha 3a00JIIBaHETO WK
HENpUEMITBA TOKCUYHOCT, HITH

e Pawmo 2: [Tnane6o, npunoxeno B Jlen 1 + remuuradun 1 000 mg/m? u nucmarun 25 mg/m?
(Bceku ot Tax npuioxkeH B Jlau 1 u 8) Ha Bceku 3 cenmuiy (21 gun) no 8 1uKbia,
MOCJICABAHM OT IIIae00 Ha BCEKU 4 CEIMUITH JI0 MPOTpecHs Ha 3a00JIIBaHETO WM
HETIPUEMITIBA TOKCHYHOCT.

OreHkaTa Ha TYMOpa C€ U3BBPIIBA HA BCEKU 6 CEIMUITH MPE3 IbPBUTE 24 CSIMUIIM CIIE] IaTaTa Ha
paHIOMHU3UPAHE, a e TOBA Ha BCEKH 8 CEIMUIIH 10 TOTBhPIKIaBaHe Ha OOCKTHBHA MPOrPECHs Ha
3a00JISIBAHETO.

[IspBuuHaTa KpaitHa Touka Ha npoyuBaHeTto € Oll, a ocHoBHaTa BTopru4Ha KpaiiHa Touka e [1BI1.
Hpyru Broprunu kpaitau Touku ca OHO, DoR u PCII. IIBII, OHO u DoR ca ouenenu ot
n3cnenoBatens B cboTBeTcTBHE ¢ RECIST v1.1.

Jemorpadcknure TaHHU 1 U3XOTHUTE XapaKTePUCTUKH Ha 3a00sIBAaHETO ca 100pe OamaHcupanu
MEKIy JBETe paMeHa Ha npoy4uBaHeTo (341 manuentu B Pamo 1 u 344 manuentu B Pamo 2).
Wzxonmuute nemorpadcku JaHHU Ha IislaTa U3CJIeIBaHa MOIyJIalus ca ciaenauTe: Mbxe (50,4 %),
BB3pacT < 65 roaunu (53,3 %), eBpornenaHa paca (37,2%), azuarcku npousxon (56,4 %), 4epHOKOKHU
nnu appoamepukani (2,0 %), npyru (4,2 %), KOUTO He ca OT UCHAHCKU HJIN JJATHHOAMEPUKAHCKH
npousxon (93,1 %), ®C nmo ECOG 0 (49,1 %) cup. ®C 1 (50,9 %), nokayinzanys Ha IbPBUYHUS
TyMop (MHTpaxemnaTajeH KIIbueH KaHal 55,9 %, ekcTpaxenaTaineH xJIbueH kanan 19,1 % u xxi1p4eH
Mexyp 25,0 %), craryc Ha 3ab6omsBaneTo [peruausupanio (19,1%) crp. neonepadumnno (80,7 %),
MetactatudHo (86,0 %) cp. mokamao aBarcupaio (13,9 %)]. Excnpecusita Ha PD-L1 e onenena Ha
TYMOPHH Y UMYHHH KJIETKH C ToMoITa Ha Tecta Ventana PD-L1 (SP263) u anroputsma TAP (tumour

area positivity/mIO3UTHBHOCT Ha TYMOpHaTa 30Ha), Kato 58,7% ot nauuentute umatr TAP > 1%, a
30,1% TAP < 1%.

OIT u IIBIT ca odpunmanHo TecTBaHU MPH MPEABAPUTEIHO TUTAHUPAH MEXIUHEH aHAIN3 (J1aTa Ha
3axnrouBaHe Ha qanauTe 11 aBryct 2021 r.) cnex MeanaHa Ha ripociensBane 9,8 mecena. Pesynrarure
3a eUKacHOCT ca mokazanu B Tabnuna 6 u @urypa 10. [IpolleHTHT OT IIIAHUPAHOTO BpeMe Ha
npocnensasane Ha OIl e 62%, a Ha IIBII e 84%. IMFINZI + xumuorepanus (Pamo 1) moka3sa
CTaTHCTUYECKH 3HAYMMO TI0JJ0O0pEeHNe CTIpsMO Irianebo + xumuoTepanus (Pamo 2) mo oTHoIeHrne Ha
OIT u mpu I1BII.

Taoauna 8. Pesyararu 3a epuxacHoct B npoyuBanero TOPAZ-1?

IMFINZI + Inanedo +
reMUUTAOMH U reMuUMTA0ONH U
NHUCIJIATHH MUCTJIATHH
(n=341) (n=344)
on
Bpoii cmepTHE cnydau (%) 198 (58,1) 226 (65,7)
Meauana Ha OII (mecenu) 12,8 115
(95% CI)® (11,1; 14,0) (10,1; 12,5)
HR (95% CI)® 0,80 (0,66; 0,97)
p-croitHOCT®" 0,021
Menuana Ha pociensBane npu 10.2 9.5
BCHYKH MMAIMEHTH (MeceIn)
b1
Bpoii cxoutus (%) 276 (80,9) 297 (86,3)
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Menunana na IIBII (mecenu) 7,2 57
(95% CI)® (6,7, 7,4 (5,6;6,7)
HR (95% CI)* 0,75 (0,63; 0,89)
p-cToriHOCT™" 0,001
Menauana Ha nipociieisiBaHe Mpu 79 56
BCHYKH MMAIIMCHTH (MECEITH) ' '
Q4o 91 (26,7) 64 (18,7)
[Tenen otroBop n (%) 7(21) 2 (0,6)
Yacruyen otrosop n (%) 84 (24,6) 62 (18,1)
DoR
Menuana Ha DoR (meceun) . .
(95% CI? 6,4 (5,9; 8,1) 6,2 (4,4;7,3)

@ AHanu3 KbM MOMEHTA Ha 3aKjIrouBaHe Ha paHuute 11 aBrycr 2021 r.

6 Mzuucneno no merona Ha Kaplan-Meier. Cl 3a meguanara, nonydena Bb3 ocHOBA Ha MeTona Ha Brookmeyer-
Crowley.

® AHamm3bT 32 HR e m3BBpIIeH ¢ moMoinra Ha crpatuduupad moaen Ha COX 3a MpOMOPIIOHATHOCT Ha
PHCKOBeTE, a 2-CTpaHHATa P-CTOMHOCT ce OcHOBaBa Ha crpaTuduimpan log-rank recr, karo u asere ca
KOPHUTHPAHHU 3a CTaTyca Ha 3a00JsIBAHETO U JIOKATU3AIMTA Ha IBPBUYHUS TYMOP.

" IIpu MexauHHUS aHAIN3 (JlaTa Ha 3aKmoyBaHe Ha naHHMTe 11 aBrycr 2021 r.) p-croitHoctTa 3a OIl e 0,021,
KOETO OTroBaps Ha rpaHuIlaTa 3a 00sBsBaHe Ha cTaTucTHdecka 3HaunMoct 0,03 3a 4,9% o6ima 2-ctpanHa anda,
Ga3zupana Ha pa3xojHa GpyHkuus Ha anda Ha Lan-DeMets ¢ rpanuna Tun O'Brien Fleming npu peiictBuresen
Opoii HaOMFOTaBaHU CHOUTHSL.

A [Ipu mesxxquHANS aHaM3 (DaTa Ha 3akiouBaHe Ha gaHHUTE 11 aBrycrt 2021 r.) p-croiiHoctTa Ha [1BIT e 0,001,
KOETO OTroBapsl Ha rpaHMIIaTa 3a 00sABsIBaHE Ha cTaTucTHdecka 3Haunmoct 0,0481 3a 4,9% obma qBycTpaHHa
anda, Bb3 OCHOBa Ha ainda pasxoana ¢pyHkuus Ha Lan-DeMets ¢ rpanuiia ot tumna Ha Pocock mpu aelicTBUTEICH
Opoii HaOIrOTaBaHH CHOUTHSL.

¢ IloTBBpaCH OOEKTUBEH OTTOBOP

JlomrbHUTENEH TUTAaHUpaH aHanu3 Ha npocinenssanero Ha OII (gara Ha 3akirouBaHe Ha JaHHUTE 25
(deBpyapu 2022 1.) € U3BBpIIICH 6,5 Mecera cliel MeXXIMHHUS aHaIn3, KaTo MPOIEHTHT OT
IIaHUpaHoTo Bpeme Ha npociensasane Ha Oll e 77%. IMFINZI + xuMuotepanust npoabiikasa J1a
nokasBa nmogoopena OIl B cpaBHeHUE Che camocTosiTenHa xumuorepanus [HR=0,76 (95% CI: 0,64;
0,91)] u meananara Ha pocieasBaHe ce yBenudana jo 12 mecena.

®urypa 12: Kpusu na Kaplan-Meier na OII, ananu3 Ha npociaenssanero Ha OII npu n1aTa na
3aK/JII0YBaHe HA JaHHUTe - 25 ¢eBpyapu 2022 r.
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®urypa 13: Kpusu na Kaplan-Meier na I1BI1, ungepennunanen (rbpBU4eH) aHAJIN3 NPH JaTa
Ha 3aKJIYBaHe Ha JaHHuTe - 11 aBrycr 2021 r.
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XK — npoyusane HIMALAYA

Edwukacnocrra Ha IMFINZI xato MmoHOTEpanust 1 MpUIOKeH B KOMOMHANINS C €IHHIUYHA /1032
tpemenumymad 300 mg, e onenena B mpoyuBaneto HIMALAY A, pangoMu3upano, OTKpHTO,
MHOTOILIEHTPOBO MPOYYBaHE MPH MAIMEeHTH ¢ TOTBEpAeH Heornepadbunen XK, kouto He ca
noJTy4yaBaju npeau ToBa cucteMHuo JieueHue 3a XK. I[IpoyuBaneTo BrirouBa narueHTH B cranuid C
i B (Henoaxoasiiy 3a moxopernonanHa tepamus) o BCLC (cuctema 3a ctanupaHe Ha paka Ha

yepHus qpob Ha knuHKKata B bapcenona (Barcelona Clinic Liver Cancer)) u kiac A no ckasnara
Child-Pugh.

[Ipoy4uBaHeTO M3KIIIOYBA MAIIMEHTH ¢ MO3bUHN METACTa3u MJIM aHAMHE3a 32 MO3bUHU METACTa3H,
kouHpeknus ¢ BupyceH xenatut B u xenarut C; akTUBHO WM JOKYMEHTUPAHO TIPS/ TOBa
cromarHo-upeBHO (CH) kbpBeHE B paMKuTe Ha 12 Mecella; aciiuT, H3UCKBaIll HeMEeINKaMEHTO3Ha
WHTEPBEHIIMS B PAMKHTE Ha 6 Mecella; yepHoApoOHa eHIledatonarus B paMkuTe Ha 12 Mecena npeau
HAYaI0TO HA JICYCHUETO; AKTUBHH WM JIOKYMEHTHPAHU MPEIU TOBA ABTOMMYHHH WIN Bb3MAIUTEIHU
3a00JIsIBaHHSL.

Bxurouenu ca maneHTy ¢ BapuIlM Ha XpaHOIIPOBO/IA, C U3KIIIOUEHUE Ha MAIlUEHTHUTE C aKTUBHO WU
JOKYMEHTHPAHO MpeIy TOBa CTOMAIIHO-YPEBHO KbPBEHE B paMKHTE Ha 12 Mecena npean Biv3aHe B
MIPOYYBAHETO.

PannomusupaneTo e crpatuuImpaHo mo MakpoBackysapaa uaBasus (MBU) (1a cripsiMo He),
€THOJIOTHUS Ha YepHOAPpOOHOTO 3a00ssiBaHe (MOTBBPACH BUPYCEH XenaTuT B crpsiMo NOTBbpACH
Bupycen xenatut C crpsimo pyru) u pyrkimonaies craryc mo ECOG (0 copsimo 1). IIpoyuBaneTo
HIMALAYA paugomuzupa 1 171 nauuentu B crotHomenue 1:1:1 ga nomyvanar:

o IMFINZI: nypBanyma6 1 500 mg Ha Bceku 4 ceMHIIN.

e Tpemenmumymad 300 mg karo exunuuHa no03a + IMFINZI 1 500 mg; nocnensano ot IMFINZI
1 500 mg Ha Bceku 4 cenMuIy.

e Copadenud 400 mg nBa MbTH THEBHO.

O1eHKY Ha TyMOpa Ce MPOBEKIAT Ha BCEKU 8 CeIMUIIU 3a MbPBUTE 12 Mecela 1 Cliel TOBa Ha BCEKU

12 CCAMUIIN. OI_ICHKI/ITC Ha MPEKUBACMOCTTA Ca U3BBPIIBAT HA BCCKU MCCCILI 34 IbPBUTC 3 MEcCela
CJICA MPCKPpATABAHC HA JICHCHUCTO U CJIC] TOBA Ha BCCKU 2 Mecena.
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[IspBUYHaTA KpaifHa TOYKA € MPEeBB3X0ACTBO 110 oTHOmeHue Ha OIl mpu cpaBaenne Ha IMFINZI,
MPUIOKEH B KOMOMHAIIMS ¢ SAMHUYHA 7032 TPeMeIuMyMa0, cupsimo copadennd. OCHOBHHTE
BTOpUYHH 1enn ca HermH(pepropHocT Ha OIl, mocneaBaHo 0T MPeBb3X0JICTBO, IIPU CPABHEHUE HA
IMFINZI cripsimo copadenn®6. pyrute Bropudaan kpaitan Toukn BkirtouBat [1bI1, YOO cniopen
orieHkara Ha m3cienoBareis 1 DOR ceriacuo kputepuutre RECIST Bepcms 1.1.

JlemorpadcKuTe XapaKTepPUCTUKH M U3XOJAHUTE XapaKTEPUCTHKU Ha 3a00JsIBAHETO ca 100pe
OanmaHCHpaHU cpej MpoydBaHuTe pamena. M3xogaure gemorpadcky XapaKTepUCTHKH Ha o0mmara
MpoyYBaHa MOMyJIalns ca KakTo cieaBa: Mbxe (83,7%), Bb3pact < 65 rogunu (50,4%), 6s1a

paca (44,6%), azuarim (50,7%), uepHokoxu wiu appoamepukanuu (1,7%), apyra paca (2,3%),
byukimonanen craryc mo ECOG 0 (62,6%); kimac A no ckanara Child-Pugh (99,5%),
MakpoBacKysapHa uuBasus (25,2%), ekctpaxenataino pasmnpocrpanenue (53,4%), u3xoaHa CTORHOCT
Ha AFP (anda-dperomporenn) < 400 ng/ml (63,7%), uzxoxna croitnoct Ha AFP > 400 ng/ml (34,5%),
BupycHa etnoorus; xenatut B (30,6%), xematur C (27,2%), neundexrupanu (42,2%), oreHUMH
nannau 3a PD-L1 (86,3%), PD-L1 nosutuBHOCT Ha TymopHara 30Ha (TAP, Tumour area positivity)

> 1% (38,9%), PD-L1 TAP < 1% (48,3%) [tecT Ventana PD-L1 (SP263)].

Pesynrarute ca npencrasenu B Tabnwmma 9, @urypa 14 u Gurypa 15.
Taoauna 9. Pesysararu 3a epuxacuoct B npoyuBanero HIMALAY A 3a IMFINZI, npusioxeH B

KOMOMHaNM ¢ equH4HAa 1032 Tpemesaumymad 300 mg u IMFINZI kaTto MoHoTepanusi CIPSIMO
copadeHud

IMFINZI + copadenuod IMFINZI
TpeMeJIMMymMad (n=389) (n=389)
300 mg
(n=393)
IpoabIKUTETTHOCT HA MPOCJIEASIBAHETO
MenuaHa Ha IpociensBade (Mecenn)® | 33,2 | 32,2 | 32,6
on
Bpoii cmbpTHE ciydan (%) 262 (66,7) 293 (75,3) 280 (72,0)
Memnana Ha OII (Mecenn) 16,4 13,8 16,6
(95% CI) (14,2, 19,6) (12,3,16,1) (14,1,19,1)
HR (95% CI)%® 0,78 (0,66, 0,92) -
p-cToliHOCT 0,0035 -
HR (95% CI)522 - 0,86 (0,73, 1,03)
NBII
bpoii cxoutus (%) 335 (85,2) 327 (84,1) 345 (88,7)
Memnana na IIBII (mecenm) 3,78 4,07 3,65
(95% CI) (3,68-5,32) (3,75-5,49) (3,19-3,75)
HR (95% CI) 0,90 (0,77, 1,05) -
HR (95% ClI) - | 1,02 (0,88, 1,19)
400
YOO n (%)* 79 (20,1) 20 (5,1) 66 (17,0)
[Tenen otrosop, N (%) 12 (3,1) 0 6 (1,5)
YactuueH otrosop, N (%) 67 (17,0 20 (5,1) 60 (15,4)
DoR
Mezmana na DoR (meceiti) | 22,3 | 18,4 | 16,8

2 M3uyncneHo ¢ momMolnTa Ha oopaTHus Metoa Ha Kaplan-Meier (¢ oOpaTeH HHAMKATOP HA LCH3ypHUpPaHe).

® Bb3 ocHOBa Ha cTpatuduimpan Mozen Ha COX, KOPUTHPAH 3a JICYEHHE, ETHOJIOTUS HA YEPHOAPOGHO
3abomsBane (BupyceH xenatut B [HBV] ciopsamo Bupycen xenatur C [HCV] cinpsmo apyro), ECOG (0 cripsimo
1).
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® M3BbpuIeHo ¢ moMornTa Ha crparudunupas |0g-rank tect, kopurupad 3a Je4eHHE, STHOIOTHS Ha YSPHOAPOOHO
3abonsBane (BupyceH xemnatut B [HBV] cripsmo Bupycen xematut C [HCV] cipsimo npyro), ECOG (0 cipsimo
1) 1 MakpoBacKyJIapHa MHBa3Ms (J1a CIIPSIMO HeE).

" Bw3 ocHOBa Ha anda pasxogaa Gynkius Lan-DeMets ¢ rpanuna tun O’ Brien Fleming u gefictButenuust 6poit
HaOJIOIaBaHU CHOUTHS, TPAaHUIIATa 3a O0sIBSIBAHE Ha cTaTHCTHUecKa 3HAUUMOCT 3a IMFINZI + tpemenumymat
300 mg cripsimo copadern6 e 0,0398 (LancmeDeMets 1983).

A I'pannnara 3a HenHpepuopHocT 3a HR (IMFINZI cripsimo copadernd) e 1,08, kato ce m3nonssa 95,67%
JIOBepUTEJICH HHTEepBa, Ga3upaH Ha anda pasxonaua Gyukims Lan-DeMets ¢ rpanwuia ot tuma O’Brien Fleming
U JeicTBUTETHUAT Opoii HabnronaBanu choutus (LancueDeMets 1983). P-ctoiiHocTTa, Ga3upaHa Ha TeCTBaHE 3a
npeBb3xoacTBo Ha IMFINZI cuipsimo copadenu®, e 0,0674 u He gocTUra cTaTUCTUYECKa 3HAUUMOCT.

¢ IloTBBbpAECH IBJIEH OTTOBOP

Cl=noBepuTteneH UHTEpPBAI

®urypa 14. Kpusu na Kaplan-Meier 3a ooma npexussiemoct (OIT) na IMFINZI, npusiosxken B
KOMOWHANNSA ¢ eIMHUYHA 1032 Tpemeaumymad 300 mg
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®urypa 15. Kpusu na Kaplan-Meier 3a o6ma npexussiemoct (OIT) na IMFINZI, npunoxen
KaTO MOHOTepanus
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[enuaTpuyHa momyanus

bezonacuoctTra 1 epukacaoctra Ha IMFINZI B xomOuHANMS ¢ TpeMeTuMyMa0 TIpH Jiela U IOHOIIH Ha
BB3pacT nojx 18 roaunu He ca ycraHoBeHu. [IpoyuBane D419EC00001 e MHOTOIIEHTPOBO, OTKPHUTO
MPOYyYBaHE 32 YCTAHOBSIBAHE HA JI03aTa U ¢ pa3lIupsiBaHe Ha 00XBaTa Ha JI03aTa, 3a OIICHKa Ha
Oe3omacHOCTTa, MpeBapuTeaHara ehukacHocT U GpapmakokuHetnkara Ha IMFINZI B komOunarms ¢
TpeMenuMymad, ocieasano ot Mmonorepamnus ¢ IMFINZI, npu neauaTpryny nanueHTy ¢ aBaHCUPAIH
37I0Ka4eCTBEHH COJIMIHU TYMOPH (C M3KIIOYEHHE HA TYMOPHU Ha [EHTpaJHaTa HEPBHA CHCTEMA), KOUTO
ca UMaJIi MPOrpecHs Ha 3a00JSIBAHETO M 32 KOMTO HE ChINECTBYBA CTAaHIAPTHO JieueHue. B
MPOYYBAHETO ca BKItoYeHU 50 nequaTpiyHy NalueHT! Ha Bh3pacT oT 1 1o 17 roJHN ¢ OCHOBHH
KaTeropuy Ha TYMOPHUTE: HEBPOOIACTOM, CONTUICH TYMOP U capkoM. [larmeHTrTe moyyaBar win
IMFINZI 20 mg/kg B komOunatms ¢ tpemenumymad 1 mg/kg, wmun IMFINZI 30 mg/kg B komOuHanms
¢ TpemenumyMab 1 mg/Kg HHTpaBEeHO3HO Ha BCEKHU 4 ceIMUIM 3a 4 IIHKBJIA, IOCIEBAHO OT
moHotepamnus ¢ IMFINZI na Bceku 4 ceqmuiu. BB ¢azata 3a yctaHOBsSIBaHE Ha Jio3aTa
koMOmHMpanara tepanus ¢ IMFINZI u Tpemenrmymab ce mpeAmecTBa OT eIUH IUKbBI Ha
moHoTtepamnusi ¢ IMFINZI; 8 mamuienty B Ta3u Qasza ob6aye mpeycTaHOBSIBAT JICUESHUETO, IPEAH Aa
noiry4dat Tpemenumymad. Taka ot 50-Te manueHTH, BKIIOYCHA B IPOYYBAHETO, 42 MOTydaBaT
IMFINZI B komOunanms ¢ TpeMenumymad u 8 nomyuasat camo IMFINZI. Boe ¢azara Ha
pasmmpsiBate Ha 00XBaTa Ha qo3arta ce chobiasa 3a ORR 5,0 % (1/20 manuenTty) B oreHMMAaTa 3a
OTroBOp rpymna 3a ananu3. He ca HabmogaBaHu HOBH CHTHAIU, CBBP3aHU ¢ 6€3011aCHOCTTA, CIIPSIMO
n3BectHUTE npodmu Ha 6e3omacHocT Ha IMFINZI u Tpemenumymab npu Bb3pacTar. BrxkTe

Touka 4.2 3a mH(pOpManKsI OTHOCHO yroTpeda B IeANaTPUATA.

5.2 ®apMakoKMHETHYHH CBOiiCTBA

dapmakokunernkata (OK) Ha gypBamymab e onenena npu IMFINZI kaTo caMOCTOSTEIHO CPECTBO, B
KOMOWHANKS C XUMUOTEPAIusl, B KOMOMHALMS ¢ TPEMEIUMYyMal 1 XUMHUOTEPaIIHs,
ChIbpIKAIAIUIATHHA, U B KOMOMHALMS C TPEMETUMYyMal.

@K Ha nypBarymab e npoydeHa mpu 2 903 manueHT! chC CONMAHU TYMOPH C JIO3U, BAPHPAILHU OT

0,1 o 20 mg/kg, npunaraHu UHTPaBEHO3HO BEHBK NP3 JIBE, TP HIIH YETHPH CEIMUIIN KaTO
MoHoTepamusi. DK ekcro3uims ce mopuiaBa MoBeye OT MPOMTOPIIMOHATHO Ha fo3ara (HenuHeitHa OK)
npu 1034 <3 mg/kg u nponopiroHanHo Ha go3ara (uaeitna ®K) mpu mo3u ot 3 mg/kg.
CranuoHapHO ChCTOSIHHE CE IOCTHTA cliell mpuoim3uTeaHo 16 cemmumy. Bp3 ocHOBa Ha
nomynanoHeH @K ananus, BkirouBamy 1 878 manueHTH, mody4yaBalii MOHOTEpANHS C IypBaTymMad B
11030B auarna3on ot 10 mg/kg npe3 2 ceamuiiy, CpeHO FTEOMETPUUHOTO Ha 00eMa Ha pa3npe/Ie/iCHUE B
cTaroHapHO cheTosiHue (Vs) € 5,64 1. KnmupbhebT (CL) Ha nypBaiiymab HamassiBa ¢ BpEMETO, KOETO
BOJIH JI0 CPEIHO T€OMETPHUYHO Ha KIMpbHCA B ctannoHapHo cherosinue (CLss) 8,16 ml/h Ha nen 365;
HamaneHneTo Ha CLss He ce cunTa 3a KIIMHUYHO 3HAYMMO. TepMHUHATHHUAT MOTYXHUBOT (11/2) BB3
ocHoBa Ha CL Ha M3XOMHOTO HUBO € pubaM3uTeaHo 18 qHU. HiiMa KITMHUYHO 3HAYMMAa Pa3InKa
mexay OK Ha mypBairymal KaTo caMOCTOSITETHO CPEACTBO, B KOMOWHAIIHS C XHUMHUOTEPAIIHs, B
KOMOHMHAIWS C TPEMENTMMYMal ¥ XUMHOTEPAIus, ChAbpIKallla IJIaTHHA U B KOMOMHAIINS C
TpemMennmymad. OCHOBHUTE ITBTHIIA HA SIIMMUHUPAHE Ha JypBaniyMad ca OenThYeH KaTaOoIu3bM
Yype3 PEeTHKYJIO-SHI0TeTHATa CUCTEMA WITH TapTeTHO MEITMUPaHa JTUCITO3UIIHSL.

CrienmaiiHy IOy JIaItuu

Bw3pacrra (19-96 rogunu), Ttenecuoro Terno (31-149 Kg), moabT, MONOKHUTETHHAT CTATyC Ha
aHTH-nekapcTBeHn antutena (ADA), HuBara Ha anOymuH, HuBaTa Ha LDH, HUBaTa Ha KpeaTHUHUWH,
pastBopumute PD-L1, BunbT Ha Tymopa, pacara win craTychT o ECOG HAMAT KIMHAYHO 3HAYUM
edext Bppxy OK Ha nypBamymad.

BbrOpeuno yBpexxaane

Jleka (kpeaturunoB kiupbHC (CrCL) 60 10 89 ml/min) u ymepeHa crerneH Ha ObOpeUHO yBpEXkKaaHe
(xpearranHOB KiHpbHC (CrCL) 30 o 59 ml/min) HsIMAaT KIMHUYHO 3Ha4YMM edekT Bbpxy PK Ha
nypsanymad. EdexTpT Ha Texxka cnerieH Ha 6b0peuno yBpexaane (CrCL 15 o 29 ml/min) Bpxy ®K
Ha JlypBaJlyMald He € U3BECTEH; Thi KaTO OCHOBHHSAT IThT HA OYHCTBaHE Ha MOHOKJIOHANHUTE [gG
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aHTUTeNa obade He € mpe3 OBOpennTe, He ce 0YaKBa MPOMsIHATa B ObOpeuHaTa (GYHKITUS Ja TTOBIIUsIC
Ha eKCIIO3UIINATA HA TypBaITyMal.

UYepHonpoOHO yBpexkIaHe

JlexoTo wepHOApOoOHO yBpexkaane (ouwmnpyoun < I'TH u AST > I'TH umm 6ummpy6un >1,0 go 1,5 x
I'TH u Besika croitHocT Ha AST) mnu ymepeHoTo 4epHOIpOOHO yBpexkane (ommupyoun >1,5 1o 3 x
I'TH u Bcsika croiiHocT Ha AST) HsaMat Ki1uHUYHO 3Ha4nM eekt Bepxy PK Ha mypBanymad. EdexTsT
Ha TeXKO YepHOoApoOHO yBpexaane (Onmupyowun >3.0 x I'TH u Besika croitHocT Ha AST) BBpXY
(hapMaKOKMHETHKA Ha TypBasyMad HE € U3BECTeH 00aye, Thii KaTo MOHOKJIOHamHUTe anTurena IgG ne
ce M3YKMCTBAT OCHOBHO Upe3 YePHOAPOOHHTE IIBTHIIA, HE CE 0UaKBa MPOMSHA B YEPHOAPOOHATA
(hyHKITUS 1a TIOBJIHsie eKCIIO3UINATA Ha JypBaTyMal.

[NennarpuyHa nonynamms

@K Ha nypBasrymab B KOMOWHAIMS ¢ TpeMeIMMyMad e olleHeHa B ipoy4uBaHe npu 50 meauaTpuaau
MaIMeHTy Ha Bh3pacT oT 1 1o 17 romunu B npoyusane D419EC0000L. [TanmenTuTe NMOMy4aBaT UK
aypBairymad 20 mg/kg B komOunanus ¢ tpemenumymad 1 mg/kg, wmu aypsanrymad 30 mg/kg B
KoMOMHaIMs ¢ TpeMenumymad 1 mg/kg uHTpaBeHO3HO Ha BCEKH 4 CeIMMIM 32 4 IUKbJIA, TIOCICIBAHO
OT MOHOTepanus ¢ qypBanymad Ha Bceku 4 cenmuiid. B3 ocHoBa Ha nomynaruonaus OK ananms
CHCTEMHATa EKCIIO3UIIMS Ha AypBaayMad MpH MeAnaTpHYHU nanueHTy > 35Kg, momy4daBarin
nypBanymad 20 mg/kg Ha Bceku 4 ceIMUIIM, € CXO/IHA C KCIO3UIHMATA IPU Bh3PACTHH, TIOJTy4YaBalln
naypBairymad 20 mg/kg Ha Bceku 4 ceMUIIM, TOKATO MPHU MeAnaTpuyHy marueHTu (> 35Kg),
nosydaBany gypsanymad 30 mg/kg Ha Bceku 4 ceMHIH, SKCITO3UIUSTA € TIPHOTU3UTENHO 1,5 mbTH
MO-BHUCOKA B CPABHEHHUE C CKCIIO3UIIMATA MTPH BB3PACTHH, MoyyaBany gypeaaymad 20 mg/kg na
Bceku 4 cenmuiy. [Ipu nequatpuunu nampentu < 35 kg, monyvasamu nypearymad 30 mg/kg Ha
BCEKH 4 CEIMHITH, CHCTEMHATa eKCIIO3HIIUS € CXO/HA C eKCIO3UIMATA IPH Bh3PACTHH, TTOJTyYaBaIln
nypsamymad 20 mg/kg Ha Bceku 4 ceMuIIH.

5.3 IlpenkIMHUYHM JaHHH 32 0€30MACHOCT

KaHHCDOFeHHOCT U MYTAar¢HHOCT
KaHHCpOFeHHI/IﬂT W TCHOTOKCHYHMAT IIOTCHIIMA Ha ,I[ypBaJ'IYMa6 HC € OIICHsBAH.

PenpoaykTrBHa TOKCUYHOCT

Kaxkto ce cho0miaBa B aureparypara, mbtsat PD-1/PD-L1 urpae nienTpaiita posist 3a 3ara3BaHe Ha
OpEeMEHHOCTTA Upe3 MOAIbpPKaHe Ha MallurHATa UMyHHA TOJIEPAHTHOCT KbM IUIOJA U € JIOKa3aHO B
MHUIIK aJIOTeHHU MOJIENN Ha OpEMEHHOCT, 4e HapymasaHeTo Ha PD-L1 curnanusupaneTo Boau 10
MOBHIIaBaHe Ha GeTanHuTe 3aryon. B mpoyuBaHus 3a penpoayKIHATa P KUBOTHU PHIIOKEHUETO
Ha JypBaiymMad Ha OPEMEHHH IBJITOOMAIIATH MaKaly OT IOTBbP)KIABaHETO Ha OPEMEHHOCTTA 10
PaXJaHETO TIPU HMBA Ha EKCIIO3UIHS PUOTU3UTEIHO |8 IBTH MO-BUCOKH OT HAOJIIOJaBaHUTE MTPH
knuHrYHaTa 1o03a 10 mg/kg nypBanymab (B3 ocHoBa Ha AUC) e cBBp3aHO ¢ IpeMUHaBaHe Ipe3
IUTalEHTaTa, HO HE C TOKCUYHOCT MPY MaiKarta uiH epeKTH BbpXy eMOprnodeTamTHOTO pa3BUTHE,
M3X07a OT OPEMEHHOCTTa WM MOCTHATATHOTO pa3BuTHe. He3HaunTenHN HUBa Ha TypBaymal ce
YCTaHOBSIBAT B MJISIKOTO Ha JIBJITOOTAIIATH MaKalld Ha 28-MUs IEH ClIe]] paXKIaHEeTo.

6. DAPMAIEBTUYHU JAHHUAU
6.1 ChoucbK Ha NIOMOLIHHMTE BeleCTBA
XUCTUINH

XUCTUANHOB XUAPOXJIOPHU MOHOXHUAPAT
Tpexanosza guxuapar

[onmmcop6ar 80

Boga 3a umkexuuu

6.2 HecbBMecTHMOCTH
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[Ipu nurnca Ha TpOyYBaHMS 32 HECHBMECTUMOCTH TO3H JIEKApPCTBEH MPOAYKT HE TPSIOBa Ja C€ CMECBa C
IPYTH JEKapCTBEHH MPOIYKTH.

6.3 Cpok Ha rogHocT

HeorBopeH ¢diakon
3 roguHu

Paspenen pa3tBop
Jokazana e xumryHa 1 Gu3NIHA CTAOUITHOCT B eproza Ha yrnoTpeda 10 30 gau npu 2°C no 8°C u 1o
24 yaca oT BpEeMETO Ha NPUTOTBSHE MPH CTaliHa Temieparypa (10 25°C).

OT MUKpPOOHOIIOTHYHA TIIE[IHA TOYKA MPUTOTBEHUAT HH(PY3MOHEH Pa3TBOP TPAOBA J1a Ce M3IIONI3Ba
He3abaBHO. AKO HE ce M3M0I3Ba He3a0aBHO, BPEMETO M YCIIOBHUATA Ha ChXpaHEHHUE MPean yroTpeda ca
OTTOBOPHOCT Ha MOTpeOuTENsI U OOMKHOBEHO HE TpsiOBa aa npesumanar 24 yaca npu 2°C g0 8°C nnn
12 yaca npu craiina tTemmeparypa (10 25°C), OCBeH ako pa3pekIaHeTO HE € U3BBPIICHO NpU
KOHTPOJIMPAHH U BATUJUPAHU ACETITUIHU yCIIOBHSL.

6.4 CneumaJHu ycja0BHUsI HA CbXpPaHeHHe

Ja ce cvxpansiBa B xnaamwiHuk (2°C — 8°C).

[a He ce 3ampassBa.

Jla ce cpxpaHsBa B OpUTHHAIHATA OTAKOBKA, 32 Ja Ce MPEAIa3f OT CBETINHA.

3a yclioBuUATa Ha ChXPAaHEHUE CIICH Pa3pekAaHe Ha JISKAPCTBEHUS IPOAYKT BHKTE TOUKa 6.3.

6.5 Bwuau cbabp:kaHue HA OMAKOBKATA

IMFINZI ce npeasiara B ABa BUAa OMAKOBKU:

2,4 ml (o61mro 120 mg nypBagymab) KOHIIEHTPAT BbB (JIAKOH OT CTHKJIO THIT | ¢ eacTroMepHa
3aITyIaiKka ¥ CHBa OTUYIIBAIlla ce alyMUHHeBa oOkaTka. OmakoBka ¢ 1 ¢rakoH.

10 ml (o610 500 mg mypBagymal) KOHIEHTpAT BbB (pJIAKOH OT CTHKIIO THII | C elacToMepHa
3almymiajika u Osia OT4yInBamla ce aryMuHrueBa ookarka. OmnakoBka ¢ 1 ¢pakoH.

He Bcuuky BuoBe ONakoBKM MOTat a ObAaT MyCHATH B IPOJaxoa.
6.6 CnenuajJHu npeanasHu MepKH NPH U3XBbPJIsiHe U padoTa
IIpurorssHe Ha pa3TBopa

IMFINZI ce nocrasst B €1HO1030B (PJIAKOH M HE ChIBP)Ka KOHCEPBaHTH, TPsiOBa a ce cra3Ba
acernTUYHa TEXHUKA.

. [IpernenaiiTe BU3yanHo JEKapCTBEHUS MIPOAYKT 32 BUAUMU YaCTULIA U IPOMSIHA Ha I[BETA.
IMFINZI e 6uctsp 10 onajieciieHTeH, Oe31BeTeH 10 0JIeI0KBIT pa3TBoOp. U3xBhpIiieTe
(1akoHa, aKko Pa3TBOPBT € MBTEH, C MPOMEHEH LIBAT WM CE HA0JII01aBaT BUAUMU dacTui. He
paskamaiite hiakoHa.

. Uzrernere neobxomumus ooem ot prnaxona(ute) ¢ IMFINZI u npexBwpiieTe B cak 3a

uHTpaBeHo3Ha (i.v.) nHdysus, chabpkain Hatpre xiopun 9 mg/ml (0,9%) umxexponeH
pasTBop minn Ha rioko3a 50 mg/ml (5%) umkekimonen pa3tBop. CMmeceTe paspeaeHust
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pa3TBOp, KaTo 0OpBINATEe BHUMATENHO caka. KpaiiHata KOHIIEHTpaIHs Ha pa3peieHus pa3TBoOp
TpsiOBa ga Obae Mexay 1 mg/ml u 15 mg/ml. He 3ampa3ssBaiitTe 1 He pa3kiamiaiTe pa3TBopa.

® I/I3XB’LpJ'IeTe HCHU3IIOJJI3BaHaTa 4acCT, OCTaHajia BbB (bﬂaKOHa.

[Ipunoxenue
. [Ipunoxere nHPY3MOHHNUS Pa3TBOP HHTPABEHO3HO B MPOIBIDKEHNE Ha | "ac upes

WHTpaBEHO3HA CUCTEMa, ChbprKallla CTEPHUJICH BrpajieH PUITHD C HUCKA CTEINICH Ha CBBP3BaHE C
nporennu 0,2 wiu 0,22 MUKpOHa.

. He npunaraiite eqHOBpeMEHHO ¢ JPYTH JIEKApCTBEHH MMPOIYKTH IIPe3 chIara HHPY3NOHHA
cucTeMa.

HCI/ISHOHSBaHI/IHT J'IeKapCTBeH HpOI[yI(T WIIN OTIIAABYHUTC MaTepI/IaJ'II/I OT HETO TpSI6Ba oa ce I/ISXB’pr'IHT
B CBbOTBECTCTBUC C MCCTHUTC U3UCKBAHUSI.

7. IIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEGA

AstraZeneca AB

SE-151 85 Sodertélje

IBenus

8. HOMEP(A) HA PASPEIHLIEHUETO 3A YIIOTPEBA

EU/1/18/1322/002 120 mg ¢rakon

EU/1/18/1322/001 500 mg ¢rakon

9. JATA HA IbPBO PASPEIIABAHE/IIOJJHOBSIBAHE HA PASPELHLIEHUETO 3A

YIHOTPEBA

Jara Ha mepBo paspemaBane: 21 cenremBpu 2018 .
Hara Ha nocyieHo mogHoBsiBaHe: 24 ampun 2023 1.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoGHa uHboOpMaIns 3a TO3U JICKAPCTBEH MPOJIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o Jiekapcreata http://www.ema.europa.eu

50


http://www.ema.europa.eu/

MNPUJIOXKEHUE 11

MNPOU3BOJUTEJIN HA BUOJIOT'NYHO AKTUBHOTO BEIIECTBO "
MHNPOU3BOJUTEJIN, OTTOBOPHHU 3A OCBOBOXIABAHE HA ITAPTUIN

YCJIOBUA NJIN OTPAHNYEHNA 3A TOCTABKA U YIIOTPEBA
APYI'U YCJIIOBUA U UBUCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS IPOAYKT
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A.  NPOU3BOAUTEJIN HA BUOJIOT'MYHO AKTUBHOTO BEIHIECTBO U
IMPOU3BOJUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTHU/ U

HmMe 1 agpec Ha IPOU3BOAUTEINTE HA OMOJIOTMYHO aKTUBHOTO BEIIECTBO

AstraZeneca Pharmaceuticals LP
Frederick Manufacturing Center (FMC)
633 Research Court

Frederick,

Maryland

21703

CAIII

Samsung Biologics Co. Ltd
300, Songdo bio-daero
Yeonsu-gu,

Incheon, 21987
Permry6nka Kopest

HmMe u agpec Ha IPOU3BOAUTECINTE, OTTOBOPHU 3a OCBO60)K)Z[aBaH€ Ha DapTHAUTEC

AstraZeneca AB
Gértunavagen
SE-152 57 Sodertélje
IBenus

b. YCJIOBUs NJIM OT'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOIYKT CE OTITyCKa MO OTpaHMUYEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I

KpaTka xapakrepucTrka Ha POAyKTa, Touka 4.2).

B. JPYI'U YCJIOBUA U UBNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. Ilepuoguynm akTyaau3upanm aokaaau 3a oezonacuoct (ITAJIB)

M3uckBanmsTa 3a nogasane Ha [TA b 3a To3u JeKapCTBEH MPOAYKT Ca MMOCOYEHHU B CITUCHKA C

pedepentnute nati Ha EBponeiickus cpio3 (EURD cnucek), npensuaen B wi. 1078, an. 7 ot

HupextuBa 2001/83/EO, 1 BB BCHUKH CIIeBAIIN aKTyalU3aliH, yOJIUKYBaHU HA €BPOIIEHCKIUS

yeOmopTal 3a JIeKapcTBa.

[IputexaTtensaT Ha paspemienuero 3a ynorpeda (IIPY) tpsodsa na nogane nspBus [IA/lB 3a To3n

HIPOIYKT B CPOK OT 6 Mecela ciell pa3pelraBaHeTo 3a ynorpeoa.

. YCilIoBus WJN OI'PAHUYEHUS 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS IPOAYKT

. Ilnan 3a ynpaBiaenue Ha pucka (ITYP)

[IputexaTensaT Ha pa3pemieHuero 3a ynorpeda (IIPY) tpsabdsa na n3BbpIIBa H3UCKBAHUTE ACHHOCTH U

NeMCTBUS, CBBP3aHH C MPOCIEsIBaHE Ha JIeKapcTBeHaTa 0€30MacHOCT, mocoyeHu B ogoopenus 11YP,

npencraBeH B Moayn 1.8.2 Ha pa3pemieHneTo 3a ynorpeda, KakTo ¥ BB BCHUKH CIIEBAIIH 0100pEHH
akTyanu3anuu Ha [TYP.
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Axrtyanmusupan [TYP TpsbBa na ce momasa:

o uckaHe Ha EBpornelickaTta areHIus mo JeKapcTBaTa;

BHUHATH, KOTAaTO CE U3MEHS CUCTEMaTa 3a yIpaBJICHUE Ha PUCKa, 0COOCHO B Pe3yiITaT Ha
MoJTydaBaHe Ha HOBa MH(OpPMAITHs, KOATO MOXKE Jla TOBEIE 10 3HAYNMHU IPOMEHH B
CHOTHOIICHHUETO I0JI33/PUCK, HITU CJIC/ JOCTUTAHEe Ha BayKEH eTan (BbB BPb3Ka C
MpocJeIsiBaHe Ha JIeKapCTBEHATa 0€30TIACHOCT WIIH CBEX/IaHEe Ha PUCKA 10 MUHUMYM).
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INPUJIOKEHMUE 111

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

BBHITHA KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHUA TPOAYKT

IMFINZI 50 mg/ml xoHIIeHTpaT 3a HH(Y3UOHEH Pa3TBOP
nypBaiymad

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

Ennn ml xoHuentpar cpaspxka S0 mg nypBanymad.
Enun duakon ¢ 2,4 ml koHreHTpar chaspka 120 mg nypsairymao.
Enun ¢akon ¢ 10 ml xkonnenTpar coaspxa 500 mg xypBarymad.

‘ 3. CIIMCBbK HA IOMOIIIHUTE BEIIECTBA

HOMOHIHI/I BCHICCTBA: XUCTUAWH, XUCTUAUHOB XUAPOXJIOPUI MOHOXHUAPAT, TPEXAJ103a AUXUapar,
nosmcop6at 80, Boaa 3a HHXKEKITHH

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

Konnenrpar 3a nH(y310HEH pa3TBOP

120 mg/2,4 ml
500 mg/10 ml
1 pnakon

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

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

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JTEITA

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:

56



‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cexpaHsBa B XJIQJUIHHUK.
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 TAKHBA

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

AstraZeneca AB
SE-151 85 Sodertélje
IBenusa

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1322/002 120 mg ¢naxon
EU/1/18/1322/001 500 mg dnakon

13. TMAPTHUJAEH HOMEP

[TapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

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

‘ 17. YHUKAJIEH WJEHTU®UKATOP — IBYU3MEPEH BAPKO/J

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAJIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH NWJEHTU®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 JIEKAPCTBEHMUSA NPOAYKT U II'BT(MIIA) HA BBBEKJIAHE

IMFINZI 50 mg/ml cTepunen koHIIEHTpaT
nypBaiymad
(AY

l 2. HAYYH HA ITPHUJIOKEHUE

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

EXP

4, HAPTUJAEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHULIA

120 mg/2,4 ml
500 mg/10 ml

6. JPYTO

AstraZeneca AB
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b. JUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

IMFINZI 50 mg/ml xonueHTpar 3a uH(py31MOHEH pa3TBOP
aypBairymab (durvalumab)

IIpoueTeTe BHMMATEIHO LHSJIATA JIMCTOBKA, peau 1a Bu ce NpuIo:ku TOBa JIeKAPCTBO, Thil KaTO

TH CbABbPKA BaxkHa 3a Bac nundopmanus.

e 3amazere Ta3u JIMCTOBKAa. MOXe /1a ce HaJIOXKHU Ja s MPOYeTeTe OTHOBO.

e AKo0 mMare HSKaKBH JOITBJIHUTEIHN BBIIPOCH, TIONIMTaiTe Barmmmst nexap.

e Axo momyunTe HIKAaKBH HEXXEJIaHW peakiny, yBenpomere Bammst nexap. ToBa BKITFOUBA ¥ BCHUKH
BB3MOXHH HEKEJIaHHU PEaKIIiK, HEOMMCaH! B Ta3U JIMCTOBKA. BinkTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kaxso npencrasnssa IMFINZI u 3a kakBo ce u3nomn3pa
Kakso Tpsi6Ba na 3Haere, npean na Bu ce npuioxu IMFINZI
Kaxk e Bu ce npunoxu IMFINZI

BB3M0XHU HEXKETaHU PEAKLIUU

Kax na cexpanssate IMFINZI

ChbabpxaHue Ha ONAKOBKATa U JOIBIHUTENIHA HH(POPMALUS

I

1. Kakso npencrasasipa IMFINZI u 3a kakBo ce u310J13Ba

IMFINZI cpabpska akTHBHOTO BEIIECTBO TypBAITyMad, KOETO MPECTaBIsiBa MOHOKIIOHAIHO aHTHTSLJIO,
BUJ IIPOTEHH, [TpeJHA3HAYCH /1a Pa3ll03HaBa CIEHU(PUYHO NPULETHO BELIECTBO B OPraHU3MA.
IMFINZI netictBa kato momara Ha Bamrata nMyHHa cuctema Jia ce OopH ¢ paka.

IMFINZI ce usnosn3pa 3a nedeHue Ha BUJ pak Ha Oenure ApoOOBe, HapeUeH HePeOHOKIEThYCH paK Ha
oenus npo6 (HAPB/) mpu Be3pacTau. Tol ce usmonsBa caMocTosATeHO, kKorato Bamust HJIPB/T:

. ce e pasmnpocTpanui B 6enus Bu 1pob u He MOXe Ja ce OTCTpaHU ¢ onepanus u

. ce € TIOBJIMSJ WM CTa0MIN3Upal Clie/l HA4aJlHO JICYCHUE ¢ XUMHUOTEepanus U IbueTepanusl.

N3non3ea ce B KOMOMHAIIMS C TPEMEIUMyMad u XuMuoTepanus, koraro Bammst HJAPB/I:

. ce e pasmpocTpanui B ABata Bu 6enu qpo0a (w/uinu B ApyTH YacTH Ha TSUIOTO) M HE MOJKE J1a ce
OTCTpaHH C OTepanus u

. HE € MoKa3aj mpoMeHH (MyTanum) B reaute, HapeueHn EGFR (perentop Ha enuaepMaiHus

pacrexen dakrop) win ALK (anarutactuuen mumMdom KnHasa).

IMFINZI B xoMOuHalms ¢ XMUMUOTEpaIysl Ce U3I0JI3Ba 3a JICUSHUE Ha BUJ paK Ha Oenus Japoo,
HapeveH ApeOHOKIIeThUEH pak Ha Oenus apob B exctensuBeH craauii (EC-IPBM), mpu Bp3pacTHH.
Toii ce u3non3ea, koraro JIPB/I:

. ce e pasmpocTpanui B 6enure Bu nqpoOose (Miu B APYTH 4acTH HA TAJIOTO) U

. HE € JIEKyBaH MPeaH TOBA.

IMFINZI B xomOuHaIMs ¢ XUMHUOTEpAIHs C€ U3II0JI3Ba MIPH BH3PACTHH 3a JICUSHHE Ha BUJ pak Ha

XII'BUHUTE ITBTHUILA (XOJIAHTMOKAPIIMHOM) H KITBYHHS MEXYp, KOUTO C€ Hapuyar o0ILo paK Ha

xipuanTe meTrmia (PXKII). Toit ce n3monssa, koraro Bammsat PXXIT:

. ce € paslpoCTPaHuI B )KIIbYHUTE Bu mbTHIIA M XKIIBUHUS MEXYP (WM B IPYTH YacTH Ha
OpraHusma).

IMFINZI ce n3nomnsBa caMOCTOSATENIHO WM B KOMOWHALMS C TpeMelInMyMab 3a JieueHHe Ha BUJ paKk Ha
YepHUs Apo0, HapedeH aBaHCHUpaJl WK HeollepaduiieH xenaTouenynapeH kapuuHoM (XLK), mpu
BBb3pacTHU. Toil ce nznons3ea, korato X1K:

. HE MO’Ke J1a ObJIe OTCTPaHEH upe3 orneparus (HeonepaduineH) u

. MOJKE Ja ce € Pa3NPOCTPaHUI B PAMKHUTE HA YEPHUS P00 WK B IPYTH YaCTH Ha TSUIOTO.
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AKO UMaTe HIKaKBU BBIIPOCH OTHOCHO ToBa Kak feictBa IMFINZI unu 3amo Bu e npeanucano ToBa
JIeKapCTBO, TIoNMTalTe Bamms nekap win dhapMarienT.

Korato IMFINZI ce npunara B KoOMOMHAIMSA C IPYyTH MPOTHBOPAKOBH JICKAPCTBA, € BaXKHO J1a CTE
MIpOYEeNN ChUIO TaKa JINCTOBKATa Ha TE€3H JieKapcTBa. AKO MMaTe HAKAKBU BBIIPOCH OTHOCHO TE€3HU
JIeKapcTBa, nonuTaiite Bamus aekap.

2. Kakso Tpsa0Ba na 3Haete, npeau Aa Bu ce npuioxku IMFINZI

He TpsioBa 1a Bu ce npunara IMFINZI

. aKo CTe AIEPTUYHH KbM JypBaTyMal U KbM HAKOS OT OCTAHAINTE ChCTAaBKH Ha TOBA
JIieKapcTBO (M30poeHu B Touka 6 “ChIbpikaHUE HA OMAKOBKATA U JIOBITHUTETHA
nHpopMmarus”’). AKO HE CTe CUTYpHH, TOBopeTe ¢ Barmmst nexap.

IIpenynpesxaenust U npeanasHu MePKH
I'oBopere ¢ Bamwus siekap, npenu na Bu ce npunoxxu IMFINZI, ako:

° uMare aBTOMMYHHO 3a0oJsiBaHe (00J1ecT, MPH KOSITO UMYHHATa CHCTEMa Ha OpraHnu3Ma aTaKyBa
CBOUTE COOCTBEHH KIIETKH);

o CTE MMaJIi OpraHHa TPAHCIUTAHTAIIHS
nMarte npobsiemu ¢ Oenute APpoOOBE WITH TUIIAHETO;

. uMare 4YepHOAPOOHU MPOOIIEMH.

AKO HeIIo OT TOPHHUTE ce OTHACS 110 Bac (uiu He cTe curypHu), roBopete ¢ Bamus nekap, mpeau aa
Bu ce npunoxu IMFINZI

Koraro Bu ce mpunara IMFINZI, moxe a uMaTe HAKOM CEpUO3HU HEXXKETIaHU PEaKIUH.

AKO MMare Hello OT CIIAHUTE, BeTHATa ce 00aeTe win rnocerere Bamms nekap. Bammsar nekap Moxe
na Bu nage npyru JiekapcTBa, KOUTO MPEAOTBPATABAT MO-TEKKH YCIOXKHEHHUS U 1a IOMOTHE 3a
HaMmaJIsiBaHEe Ha CUMIITOMUTE. Bamust gexkap Moxe Ja o1yioxu cieasamara go3a Ha IMFINZI unu na
crpe neuenneto Bu ¢ IMFINZI, ako umare:

) Bb3MajleHHe Ha OeuTe APo0OBeE: CUMIITOMUTE MOXKE J]a BKJIFOUBAT HOBOTIOSIBHIIA C€ KaILTUIA
WJTU BJIOIIIABAaHE HA KaIlUIMIIATA, 33]TyX WU O0JIKa B THPANTE;
) Bb3NaJIeHHE HA YePHUS IP00: CUMIITOMHUTE MOXKE J1a BKJIFOUBAT TrajieHe WX MOBPHIAHE, 10-

cnabo ycemate 3a riaj, 6onka B JsCHATa CTPaHa Ha KOpeMa, IOXKBIITABAHE HA KOXKATA HITH
OsTOTO HA OYUTE, CHHIMBOCT, ThMHA YPHHA HITH MO-JIECHO OT HOPMATHOTO KbPBEHE HITH
HAaCHUHSBAHE,

° Bb3NaJjieHHe HA YepBaTa. CHMITOMHUTE MOXKE JIa BKIIFOUBAT JUAPHSI WU TIO-TOJISIM Opoi
U3X0XOaHUSA OT O6I/I‘-I&I71HOTO, '—IepHI/I, KanaHeHI/I HJIN JICTIKABHU I/I3Hpa)KHeHI/IH C Kp'bB NN CJIy3,
CHJIHA CTOMAIITHA 0OJIKa MITH YyBCTBUTEITHOCT, POOUB HA YepBaTa,

° Bb3NaJieHUue Ha KJie3uTe (0cOOCHO Ha IMIUTOBUIHATA JKJIe3a, HAAOBOpedTHaTa XKiesa,
xuno(ursara 1 MmaHKpeaca): CAMIITOMHTE MOKeE J1a BKIIFOYBAT YCKOPEHa Chp/IeYHa JCHHOCT,
M3KJIIOUMTEIIHO CHJIHA yMOPa, Ha/ilaBaHe Ha TETJI0 MK 3aryda Ha TerJio, 3aMastHOCT WU
MIpUITaiaHe, KOCOMaJ, yCelaHe 3a CTy/I, 3aleK, r1aBo0oIre, KOeTO He TPeMHUHABA, HITH
HeoOWYaifHO II1aBo0OIKe, KOpeMHa 00IIKa, TaJieHe U TOBPBINAHE;

. auader THN 1. CUMIITOMHTE MOXKE J1a BKIIOYBAT BUCOKA KPBBHA 3aXap, IMO-CHITHO OT
00MYaHOTO yCelllaHe 3a IJiajl WK XKaK/]a, ypUHUPAHE [0-4eCTO OT 00MYaiiHOTO, YYECTEHO U
IBJIOOKO JIMIIaHe, 00BPKAHOCT, AbX ChC ClIaJHUKaBa MUPH3Ma, CJIaJbK WIH METAJICH BKYC B
ycTara, Wiv IPOMEHEHa MUPU3Ma Ha YPHHATA WU MTOTTA.

. Bb3MajleHHEe HA ObOpennTe: CUMIITOMUTE MOJKE JIa BKIIIOYBAT HAMAICHO KOJMYECTBO yPUHA;

. Bb3MaJIeHHE HA KO:KATa. CHMIITOMHUTE MOXE JIa BKJIFOUYBAT 00OpUB, ChpOEK, 00pa3yBaHe Ha
MexypI/I II10 KOXKaTa UJu sI3BU B YCTaTa i Bpry llpyrl/l J'II/II'aBI/IHI/I;
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) BBh3MAJIeHHE HA ChPAeYHUSI MYCKYJ: CAMIITOMUTE MOXE JIa BKIIFOYBAT OOJIKA B TPBIHUS KOIII,
HEJIOCTHT Ha BB3IyX WM HEPUTMUIHA ChPACYHA ACHHOCT;

. BB3MaJleHHe WK NPo0JeMHu ¢ MyCKYJIUTe: CHMITOMUTE MOXKE Ja BKIIOUBAaT MyCKYJIHa O0JIKa,
wim ciaaboct, wim 6bp3a yMopa Ha MyCKYJTUTE;
. Bb3NaJIeHue Ha TPbOHAYHHUS MO3bK (TpaHCBEP3aJICH MHUEIINT): CHMIITOMHUTE MOTAaT Ja

BKJIFOUBAT 00JIKA, U3TPHIIBaHE, MPaBYyUYKaHE MM CJIA00CT B PHIIETE WIN KpaKaTa; MpoOJIeMH C
MMUKOYHUS MEXYp WIH YepBaTa, BKIIOUYHUTEIIHO HEOOXOJMMOCT OT TI0-9eCTO YpUHUPAHE,
He3aIbpKaHe Ha YPHUHA, 3aTPYAHEHO YPUHUPAHE U 3aIeK;

. peakuuu, CBbpP3aHM ¢ HH(PY3UATA: CHMITOMUTE MOXKE J]a BKJIFOUBAT CTYACHH TPBIIKU WIIN
TpenepeHe, ChpOek Wi 00pHB, 3aUepBsIBAaHE HA KOXKAaTa, 3aJlyX WINA CBUPKAIIU XPUIIOBE,
3aMaliBaHe WM TIOBUIIICHA TEMIIepaTypa.

. Bh3MAajIeHHE HA MO3bKa (cHIIe()aTUT) WM Bb3NajieHne Ha 00BUBKATA HA TJIABHUA U
rpbOHAYHUA MO3BbK (MEHHUHTHUT): CHMITOMUTE MOXKE J]a BKITFOUBAT I'bPUOBE, CKOBAHOCT BHB
BpaTa, TJIaBo0oJIne, MOBUIIICHA TEMIIePaTypa, BTPUCAHE, TOBPBIIIAHES, UyBCTBUTCITHOCT HA OUUTE
KBbM CBETJIMHA, OObPKAHOCT ¥ CHHJIMBOCT.

. Bb3NAJICHHE HA HePBUTE: CUMIITOMHUTE MOKE J]a BKJIIOYBAT OOJIKa, c1ab0oCT U Mapainsa B
Kpaitaunure (cuaapoM Ha | nnen-bape).

. BB3MaJeHHEe HA CTABUTE. IPU3HAIIUTE M CHMIITOMUTE BKIIIOYBAT OOJIKA B CTABUTE, MTOTyBaHE
W/WJIH CKOBAaHOCT (MMYHOMEINHPAH apTpPUT).

o Bb3NaJIeHHe HA 0KOTO: IPU3HAUTE ¥ CHMITOMHTE BKJIIOUBAT 3aUepBsIBaHE HA OKOTO, OOJIKA B
OKOTO, YyBCTBUTEIHOCT KbM CBETJIMHA W/UITK IPOMEHH B 3pEHUETO (YBEUT).

. HHUCBHK Opoii TPOMOOUMTH: CHMITOMHUTE MOXKE J1a BKIIOUBAT KbpPBEHE (KbPBEHE OT HOCA MU

BEHIINTE) W/WIN HaCHHSBaHE.

AKO UMate HIKOU OT CUMITTOMUTE, U30POEHU MO-TOpe, BelHAra ce 0baeTe Wiy nocerere Barms
JeKap.

IMFINZI neiictBa Ha umyHHata Bu cucrema. Toli MOXke 1a IPUYWHY Bh3NAJICHHE HA YaCTH OT TSUIOTO
Bu. PUckbT OT T€31 HEXENaHU peakuuu IIpu Bac Moke Ja € 1o-BUCOK, aKO BE4e UMaTe aBTOUMMYHHO
3a0o0Js1BaHe (CHCTOSIHUE, TP KOETO OPraHU3MBbT aTaKyBa COOCTBEHHUTE CH KIIETKH). BBE3MOXKHO € chIlo
Jla IoJTy4yaBaTte yecTu o0ocTpsiHus Ha Barero aBTonmMyHHO 3a00i11BaHe, KOUTO B IIO-TOJISIMATa 4acT OT
CIIy4auTe ca JIeKH.

Jeua u roHoumu
IMFINZI e Tpa6Ba ia ce npuiiara npH Jiela v I0HOIIM Ha Bb3pacT oA 18 roauHu, Thil KaTo He €
MPOYYBaH NpH TE3U NAlUEHTH.

Apyru nexkapcra u IMFINZI

Nudopmupaiite Bamwst nekap uinu papMaleBT, ako nprueMaTe, HaCKOpO CTe MPUEMaIIH Wi €
BB3MOXKHO JIa IpUeMaTe JIpyru JekapcTsa. ToBa BKIIOUBa OMIIKOBH JIEKapCTBa M JIEKApCTBA, MOTYYEeHU
0e3 perenTa.

BpemenHocT

. To3zu nexapcTBeH MPOAYKT HE c€ MPEenophUBa O BpeMe Ha OpeMEeHHOCT.

. Kaxere na Bammus nekap ako cte OpeMeHHa WM KbpPMHUTE, CMATaTe, Y€ MOXKe J1a cTe OpeMeHHa
WJIM TJTaHUpaTe OpeMEeHHOCT.

. AKo cre jxeHa, KoaTo 01 Moriia j1a 3a0peMeHee, TpsiOBa epeKTUBHO Aa ce MPEeANas3BaTe OT

3abpemMeHsBane, mokaTo ce jekyBate ¢ IMFINZI u B mpoabikeHNe Ha Haii-MaIko 3 Mecera
cien nociuenHara Bu nosa.

KbpMmene

U Kaxere Ha Bamus nexap, ako KbpMUTeE.

. [TonmTaiiTe Bamus sekap Jajnmu MoXe J1a KbpMUTE 110 BpeMe Ha Wi cien jgedenue ¢ IMFINZI
° He e u3zBectno ganu IMFINZI npemunaBa B KbpMara IpH YOBEKA.
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lodupane u padoTa ¢ MAIIIUHU
Hsma BepositHocT IMFINZI na nosnusie cnoco6HocTTa BU 3a mogupane u padota ¢ MammH.

AKko o0aue uMaTe HeKeJIaHH PEakIuK, KOUTO 3acsArar criocoOHOCTTa Bu 3a KOHIIEHTpaIus 1
pearupasne, TpsiOBa 1a ObIeTe BHUMATEIHH, KOraTo Mo(upaTe Wik padboTUTE ¢ MaIIHHH.

3. Kaxk me Bu ce mpuiroxxu IMFINZI

IMFINZI me Bu Oba¢ npriioxkeH B OOJHUIA MITH B KIIMHUKA T10]] HAO0JIFOICHUETO Ha JICKap C OIHUT.

. [Ipenoppunrennara go3a IMFINZI e 10 mg Ha kuiorpaM TEJIECHO TEIJIO MPe3 2 CEAMHUIIN HIIH
1 500 mg mpe3 3 wim 4 ceaMuIy.

. Bammsr nexap me Bu npunara IMFINZI upe3 un¢y3us BbB BeHa (KallkoBO) 3a 0KoJ0 1 yac.

. Bammsr nekap e pemu xKojiko Tepanuu ca Bu HeoOxoanmu.

° B 3aBucumocT ot Buna Ha paka, IMFINZI moxe na ce mpuiara B KOMOUHAIUS C APYTH
[POTUBOPAKOBH JIEKAPCTBA.

. Korato IMFINZI ce npunara B KOMOWHAIHS C TPEMEIMMyMad U XUMHOTEPAIIUs 3a paK Ha

Oenust 1poO, mepBo 1Ie Bu 0b1e npunoxkeH Tpemennmymad, nociensad ot IMFINZI u cnen
TOBa XMUMUOTCpPpAIIUA.

. Koraro IMFINZI ce npuiiara B KOMOMHAIIMS C XUMHOTEPAIIKS 33 pak Ha Oeus Ipo0, IbPBO IIe
Bu 6b1e npunoxen IMFINZI, mocneaBan ot xumuoTeparusi.

. Koraro IMFINZI ce npuiara B KOMOMHAIUS C TPEMEIMMyMal 3a paK Ha YepHUs Apo0, MbPBO
e Bu 0b11e npmioxer TpemenumyMao, mocnensano ot IMFINZIL

. Mors1, BIKTE JINCTOBKATA HAa APYTUTE MMPOTUBOPAKOBH JIEKAPCTBA, 3a Ja pa3depeTe Kak ce

M3MOJ3BAT TE3U JIeKapcTBa. AKO MMaTe HIKAKBU BHIIPOCH OTHOCHO TE3H JICKApCTBa, MOTUTANTE
Bamus nekap.

AKko nmpomycHeTe cBOsI yac 3a npuio:xkenue Ha IMFINZI

. Obanete ce BeaHara Ha Bammwst nekap, 3a fja CH OIIpeieNuTe APYT Jac.

. MHoro e BaXXHO J1a He NPOITyCKaTe j03a OT TOBA JIEKAPCTBO.

AKO nMaTe HIKaKBU OOI'BJIHUTCIIHNA BBIIPOCH 3a Bamrero JICYCHHUC, nornuTanTe Bammus JICKap.

4, Bb3MOKHH HeKeJTaHH Pe€aKkuuun

Kakro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a TPECAN3BHUKA HCIKCIIAHU PCAKIIUH, BBIIPEKU Y€ HC
BCCKU I'1 IOJIy4aBa.

Koraro ce nexyBare ¢ IMFINZI, Mmoxke na moy4nte HIKOW CEPUO3HU HEKEIIaH! PEaKInH (BIDKTE
TOYKa 2).

I'oBopete Bennara ¢ Bamms iekap, ako HOIy4nTe HAKOU OT CIEIHUTE HEKEJIaHU PEAKLIUH, KOUTO Ce
ChOOINABaT B KIIMHWYHHUTE TPOYYBAHUS MIPH MallMeHTH, TonydaBamu camo IMFINZI:

MHoro yectu (Moxke qa 3acerHat nmosede or 1 Ha 10 qymm)
e pH(pEKIUN HA TOPHHUTE TUXATEITHH ITBTUINA
e HaMaJleHa aKTUBHOCT Ha IIMUTOBH/IHATA JKJI€3a, KOETO MOXeE Jia IPEAU3BHKA yMOPa HITH
Ha/lJJaBaHe Ha TErJIo
KallTHIa
JHapus
cTomarHa 0oska
KO>KEH 0OpHB MM ChpOex
MOBHIIIEHA TeMIIepaTypa
CTaBHU OOJIKU (apTpajrus)

Yectu (Mo:ke na 3acernat 10 1 Ha 10 xymm)
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CepHUO3HU UHQEKINK Ha OenuTe ApoOoBe (ITHEBMOHWS)

rpOMyYHa HHEKIHA B ycTara

WH(PEKIUY Ha 3b0UTE U MCKUTE ThKaHU B yCTaTa

rpUnonogo0Ho 3a0osBane

MOBHUIIIEHA aKTUBHOCT Ha IIMTOBUAHATA KJI€3a, KOETO MOJKE JIa MPEIU3BUKA YCKOPEH MyJIC WK
3ary0a Ha Terio

BB3NAJICHHE Ha OennTe ApoOoBe (ITHEBMOHUT)

e TmperpakHai riac (auchoHus)

OTKJIOHCHHSI B USPHOIPOOHUTE M3CIeABaHM (IOBUINIEHA aclapTaT aMHHOTpaHchepasa;
TIOBHIIICHA aJlAHMH aMUHOTpaHchepasa)

HOITHH U3TOTSIBAHUS

MYCKyJTHa 0OJKa (MHaITH)

OTKJIOHEHHS B M3CJIeIBaHUATa Ha ObOpeyHaTa (hyHKIH (TOBHUIIEH KPEaTHHIH B KPHBTA)
0ome3HeHO ypuHHUpaHe (TU3ypusi)

moyBaHe Ha Kpakarta (TepudepeH 0TOK)

peakius KbM HHPY3UATA HA JICKAPCTBOTO, KOSATO MOXKE Ja IPEAU3BHUKA MTOBHIIICHA TEMIIepaTypa
HJIN 3a4CPBABAHC

e BB3NAJCHUE HA YepHUS Jpo0, KOETO MOKe Jia TIPEAN3BUKA TaficHe HITH M0-CJ1abo ycelane 3a
rang (XemaTur)

HeuvecTu (Moxe ga 3acernat 10 1 na 100 xymm)
e BB3NAJCHUE HA IUTOBHUIHATA JKJIe3a (THPEOUIUT)
e HaMmaJleHa CEKpelHs Ha XOPMOHHTE, IPOU3BEXKIAHN OT HaOBOPEUHHTE JKIIe3H, KOETO MOXKeE /1a
peau3BUKa yMopa
o0Opa3yBaHe Ha ChEAMHHUTEIHA ThKaH B OeJIUTe TPoOOBe
MeXypH I0 Koxara
BB3MAJICHNE Ha yepBarta (KOJIUT)
BB3MaJICHNE HA MYCKYJIUTE (MUO3UT)
BB3MAJICHNE Ha CHPLETO (MUOKAPIUT)
Bh3NaNIcHHE Ha ObOpenuTe (HeppuT), KOETO MOXKE J1a HAMaJIH KOJTMYECTBOTO Ha ypHHATA
BB3MAJICHNE Ha MaHKpeaca (MaHKPeaTuT)
YEPBEHHU, CHPOSIIH, CYyXH, JIFOCIIECTH METHA OT yaeOeneHa Koxa (TIcopuasuc)

Penxu (Mo:ke na 3acernar a0 1 va 1 000 xymm)

e 3a0ossiBaHe, BOJCIIO 10 BUCOKH HHMBA HA KPbBHATA 3axap (3axapeH nuader tum 1)

e HamasieHa (QYHKIHMS Ha XUMO(U3HATA KJIe3a (XHITOMUTYUTAPU3bM, BKIIOUYUTEIHO OE3BKYCEH
InabeT), KOeTO MOXKE J1a IPeIM3BUKa YMOpa, OBUIIEHHE Ha KOJIMYECTBOTO HA ypUHATA

®  CBCTOSIHHE, IPH KOETO MYCKYJIMTE CTaBaT cJIabM U € Haluie Obp3a yMopa Ha MYCKYITUTE
(MUacTeHus TpaBuC)

e BBb3NAJICHUE HA 0OBUBKATA HA TPHOHAYHMS U IVIABHHUSI MO3bK (MEHUHIUT)

® HHUCHK OpOi TPOMOOIUTH, MPUYNHEHO OT UMYHHA peakius (MMyHHa TPOMOOIIUTOIICHUS )

e BBb3NAJICHUE HA MUKOYHUS MeXyp (uuctuT). Ilpu3Hanure 1 CUMIITOMUTE MOTaT /1a BKIIOUBAT
4yecTo u/Wim 00JIe3HEHO YpUHHUPAaHe, TO3UBH 32 YPHUHUpPAHE, KPbB B ypHHATA, O0JIKA TN
HalpeKeHre B JI0JTHATA YacT Ha KopeMa

e BB3MAICHHE Ha OKOTO (YBEUT)

e BB3MAICHUE HAa CTaBUTE (MMYHOMEIUUPAH apTPHT)

JApyru HexeJIaHU JTeKAPCTBEHH PEaKIMU, KOUTO ¢a CHLOOIIABAHYU ¢ HEM3BECTHA YecToTa (0T
HAJMYHUTE JAHHU He MO:Ke 1a Ob/le HanmpaBeHa OLlleHKA)
e BhB3MaJeHUe Ha HepBuTe (cuHIpOoM Ha ['miieH-bape)

CJ'IGZ[HI/ITC HCXKCJIaHU PCaKIUU CC C’LO6H.[aBaT B KIIMHUYHUTC IIPOYYBAHUA IIPU MAITUCHTH, IIpUCMallln

IMFINZI B koMOMHaIus ¢ XuMuoTepanus (4ecToTaTa i TeXeCTTa Ha HeXKeJIaHUTE PeaKIMH MOXKE J1a
BapupaT B 3aBUCUMOCT OT NIPHEMaHUTE XUMHUOTEPAIICBTUYHHN CPEJICTBA):
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MHoro yecTu (Mo:ke 1a 3acerHat noseue ot 1 Ha 10 qymm)

HHUCBHK Opoii 6enn KpbBHU KIETKH

HUCBHK OpOii YepBEHU KPbBHH KIIETKH

HUCBHK Opoii TpOMOOIIUTH

rajicHe, IOBpBILAHe, 3aleK, 00Ka B cTOMaxa, JHapus

OTKJIOHEHHS B M3CIICIBaHUTA Ha YepHOApOOHaTa QyHKIMS (TIOBHUILIEHA acTiapTaT
aMuHOTpaHc(epasa; MOBHINIEHA ATAHWH aMHHOTpaHCc(epasa)

Kocomaj

0o0pHB, YepBEH HAIUTHAT OOPHB, CyXa WM CHPOSIIa KOXKa; Bh3MAICHNE Ha KOXKaTa
MOBHIIICHA TeMIIepaTypa

HaMalleH aleTUT

ycelane 3a yMmopa win ciaboct

KaluIuIa

Yectu (Mo:ke aa 3acernart 10 1 na 10 qymm)

HUCHK Opoii 6eM KpbBHU KIETKH C TIPU3HAIM Ha TIOBUIIIEHA TEMIIepaTypa

HaMmalleHa aKTUBHOCT Ha MIMTOBUHATA JKJIe3a; CBPBXaKTHBHOCT Ha IIMTOBHIHATA JKJI€3a;
BB3MAJICHNE Ha IUTOBHUIHATA JKJIe3a

JIUTICa Ha €HeprHst; 00110 ycemaHne 3a quckoMdopt wim 6oject

BB3MaJCHNE Ha HEPBUTE, IPHUMHABAIIO H3TPBIIBaHe, CIa00CT, MpaByYKaHe WM Mapernia 0oJka
B pBIIETE M Kpakara (rnepudepHa HEBpOIaTus)

HEJIOCTHUT Ha BB3IyX

cepuo3Ha nHpekus Ha Oenute qpodose (THEBMOHUS)

WHQEKIMH Ha 350UTE U MEKUTE ThKaHH B ycTaTa

noayBaHe (OTOK)

MoiyBaHe Ha KpakaTa (nepudepeH 0ToK)

BB3MAJICHUE HA yCTaTa WIN YCTHUTE

MYCKyJHa 0oJka (MUaITus)

BB3MaJIEHNE Ha OenuTe ApoOoBe (THEBMOHHMT)

KPBBEH ChCUPEK B Oenute pobose (0enoapooHa eMOos)

WHQEKIHS Ha TOPHUTE JUXATETHU THTHINA

HUCHK OpOii YepBEHU KPbBHH KJICTKH, O€IM KPbBHU KIETKH U TPOMOOIMTH (MTAaHIIUTOTICHHS)
HamalleHa CeKpelys Ha XOPMOHH, MPOU3BEKIAaHH OT HaJOBOPEUHUTE JKJIe3H, KOETO MOXKE Ja
NPUYUHA YMOpa

BB3MAIIEHNE HA YePHHS APOO, KOSTO MOJKE JIa MPUYUHHM T'aJIeHE MITH HaMalleHHE Ha arleTuTa
(xemartur)

OTKIIOHEHHS B M3CJe/[BaHUATa Ha ObOpeuHara ¢hyHKI¥s (IOBHIEH KPEATHHHUH B KPHBTA)
00J1Ie3HEHO ypUHHUpaHe (IU3ypHsl)

peaknust KbM HH(DY3HATA Ha JIEKAPCTBOTO, KOATO MOXKE J]a PUYMHM TTOBHIIICHA TeMIlepaTypa
WM 3a4epBsIBaHE

rbOMYHA HHQEKIHS B ycTaTa

® CcTaBHU OOJIKH (apTpairus)

HeuvecTu (Moxe na 3acernar 10 1 na 100 qymm)

rpunonoJo0Ho 3a00msBaHe

3axapeH auader Tui 1

nperpakHanocT (auchoHus)

o0pasyBaHe Ha ChbeJUHUTENHA ThKaH B Oenute qpoOoBe

Bh3MaJIEHHE Ha YepBaTta (KOJIHUT)

HOIIHY U3MOTSIBAHUS

YepBEHH, CHPOSIIN, CyXH, JIOCIIECTH NIETHA OT yaeberneHa Koxa (Iicopuasuc)
BB3MAJICHUE Ha MaHKpeaca (TTaHKpPeaTuT)

o0pasyBaHe Ha MEXYPH I10 KOXKaTa

BB3MAJIEHUE Ha CTaBUTE (MMYHOMEIUHUPAH apTPUT)
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Peaxu (Mo:xe na 3acernat a0 1 na 1 000 xymm)

BB3MAJICHHE Ha OKOTO (YBEUT)

CrenHuTe HeXENaH!U PEaKLUH ca ChOOIECHH B KIIMHUYHY MTPOYYBaHUS TPU MAUECHTH, PHUEMAaIH
IMFINZI B komOuHanms ¢ TpeMenuMyMad U XUMHOTEpanus, ChAbpKalla iaTuHa (YecToTara u
TEKECTTa Ha HEXKEJAHUTE PEaKIUH MOXKE J1a BapHupa B 3aBUCHMOCT OT IIPHETHTE XUMHUOTEPATICBTUIHH
CpEICTBa):

MHoro yectu (Mo:ke 1a 3acerHat nmosedve ot 1 Ha 10 xymm)

MH(EKINY Ha TOPHUTE AUXATEIHU THTHIIA
uH}eKIuy Ha 6enuTe 1podoBe (THEBMOHN)
HUCBHK OpO Ha YEPBEHUTE KPHBHU KIETKU
HHUCBHK Opoli Ha OenuTe KPbBHU KIETKH
HUCBHK OpOol Ha TPOMOOIIUTHUTE

HaMmaJieHa aKTMBHOCT Ha HIMTOBUHATA KJIe3a, KOETO MOXKE /1a IPeIN3BUKa yMOpa HITH
HaJIaBaHe Ha Terjo

HaMaJieH aleTUT

KallTHIa

rajeHe

THapus

3ameK

HOBpPBILAHE

OTKJIOHEHHS B YEPHOIPOOHHUTE M3CIIeBaHus (ITOBHUIIIEHA acliapTaT aMHHOTpaHC(epasa;
MOBHILICHA aJlAHMH aMUHOTpaHchepasa)
Kocomnas

KOXKEH 00pHB

ChpOeK

CTaBHHU OOJIKU (apTparus)

yCellaHe 3a yMopa Win ci1abocT

MIOBHUIIIEHA TeMIIepaTypa

Yectu (Mo:ke 1a 3acersar 10 1 va 10 xymm)

TPUTIOIOA00HO 3200 sIBaHE

rpOnYHa HHPEKINS B ycTaTa

HUCBHK Opoli Ha OennTe KPHBHU KJIIETKH C MPHU3HAIM Ha IIOBUIIIEHA TeMIIepaTypa

HUCBHK OpOli Ha YePBEHNUTE KPHBHU KJIIETKH, OEJINTe KPBBHU KIETKH U TPOMOOIIUTHTE
(maHuMTONEHNS)

MOBHIICHA aKTUBHOCT Ha IIMTOBUIHATA KJIE3a, KOETO MOXKE J1a IPEeTM3BUKa YCKOPEHa Chp/IevHa
NEHHOCT WiTh 3ary0a Ha TerJo

HaMaJleHH HHBa Ha XOPMOHHUTE, IPOU3BEIKAAHU OT HATOBOPEUHUTE KIIE3H, KOETO MOXKE J1a
MpeIM3BUKa yMopa

HamayieHa (GyHKIHS Ha XAMo(U3HATA XKIIe3a; Bh3MalICHUEe Ha XUNo(HU3HATA JKIIe3a
Bb3MaJCHUE Ha IIUTOBHIHATA JKJIe3a (TUPEOUIUT)

BB3MAJIEHHE Ha HEPBUTE, KOETO MPEAU3BUKBA CKOBAHOCT, c1a00CT, M3TPBIIBAHE WM Mapemia
OoJika B phIleTe H Kpakara (nepudepHa HeBpOIaTus)

BB3MaJeHue Ha Oemust qpo0 (ITHEBMOHUT)

npesras riac (auchoHus)

BB3MAJICHUE HA yCTaTa WM yCTHUTE

OTKIJIOHCHHS B U3CJIC/IBAHUATA HAa TAaHKpeaca

0oJKa B cToMaxa

BB3MAJIEHHE HA TBHKOTO Y€PBO WM Ae0e0TO YepBO (KOJINT)

BB3IMAJICHUE HA IMaHKpeaca (TaHKPeaTuT)

BB3MAJIEHUE HAa YEPHHS APOO, KOETO MOJKE J1a IPUUMHHM T'aJIeHe UJIM HaMaJIeHO YyBCTBO 3a TJajl
(xematwur)
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MYCKyJHa 0oJKa (MUaITus)

OTKJIOHEHHS B ObOpeUHHTE U3CIieIBaHMs (TOBUILICH KPEATHHHH B KPHBTA)

0oJie3HEHO ypUHUpaHe (AU3ypusi)

MofyBaHe Ha KpakaTa (eprudepeH 0TOK)

peakuust KbM UH(DY3HATA Ha JIEKAPCTBOTO, KOATO MOXKE Jla MPUYMHH TIOBHIIICHA TEMIIepaTypa
WK 3a4epBsIBaHE

HeuecTu (Mo:xe 1a 3acernat a0 1 va 100 xymm)
e BB3MaJICHUE HA 3b0UTE U MEKUTE ThKaHH B yCTaTa
® HHCBHK OpOi Ha TPOMOOIUTUTE C IPU3HALN KAaTO MPEKOMEPHO KbPBEHE U MOSIBAa HA CHHUHH
(MMyHHA TPOMOOIIUTOTICHHS )
Oe3BKyCeH quaber
3axapeH auadet tum 1
Bh3MaJICHNE Ha MO3bKa (eHIedanuT)
BB3MAJIEHHE HAa CHPLETO (MHOKAPIUT)
o0Opa3yBaHe Ha ChEJAMHUTENIHA ThKaH B OeJIuTe IpoOoBe
oOpasyBaHe Ha MEXYpH IO KOXKaTa
HOIITHO M3MOTSBaHE
BB3MAJICHHE Ha KOXKaTa
BB3MAJICHUE HA MYCKYJIUTE (MUO3UT)
BB3MAJICHNE HA MYCKYJIUTE U ChAOBETE
BB3MANIeHNE Ha ObOpenuTe (HePpHUT), KOETO MOKE J1a IPUUMHHI HaMaJleHHEe Ha KOJMYECTBOTO Ha
ypuHata Bu
® BB3MAJICHUE HA NUKOYHUA MeXyp (umcTtut). [Ipu3Hamure 1 CMMITOMUTE MOTaT Ja BKIIFOYBAT
4ecTo u/uim 00JIe3HEHO ypUHUPAHE, TO3UBH 32 YPHHUPAHe, KPbB B YpHHATA, O0JIKa TN
Hanpe)XeHHE B J0JIHATA 4acT Ha KopeMa
® BDB3MAJICHHUE HA OKOTO (YBEHT)
BB3MaJICHUE HA CTaBUTE (MMyHOMEAUHUPAH apTPUT)

Jpyru HeKeJIaHM JIEKAPCTBEHH PeaK UM, KOMTO €A ChOOLIEH! ¢ HEM3BECTHA YecToTa (He MOoXKe
Ja 0bJie HAMpPaBeHa OLEHKA 0T HATUYHUTE TAHHH)
e 3a0oJsIBaHe, IPU KOETO MYCKYJIUTE CTaBaT C1a0M U HACTHIIBA Obp3a yMOpa Ha MYCKYJIHTE
(MHacTeHus TpaBuC)
e Bb3MAJICHUE HA HepBHTE (CHHAPOM Ha ['mieH-bape)
e Bb3MAJICHHE HAa OOBUBKATA HA IPHOHAYHUS U TJIABHHUS MO3bK (MEHHHIHT)
e poOuB Ha yepBara (mepdopariys Ha uepBaTa)

CrenHuTe HEXENaH!U PEAKINH ca ChOOIICHH B KIIMHUYHU MTPOYYBAHHUS TP MAIUECHTH, IPHUEMAaIIH
IMFINZI B xoMOuHanus ¢ TpemenuMymao:

MHoro yecTn (Mo:ke 1a 3acerHat nosedve ot 1 Ha 10 xymm)
e HaMaJieHa aKTUBHOCT Ha IUTOBHJIHATA JKJIe3a, KOETO MOXKe Jia IPEeU3BIKa yMOpa MU
Ha/lJJaBaHe Ha TErJIo
KaluTuia
Japust
Ooska B cToMaxa
OTKJIOHEHHS B YEPHOJPOOHUTE M3CIIeBaHNs (ITOBUIIIEHA acliapTaT aMHHOTpaHcepasa;
MIOBHUIIIEHA aJJaHWH aMUHOTpaHcdepasa)
KOXKEH 00pHB
ChpOeK
MOBHIIIEHA TeMIIepaTypa
NoJyBaHe Ha KpakaTa (1epruQepeH 0TOK)

Yectu (Mo:ke 1a 3acersart 10 1 Ha 10 qymm)
o I/IH(l)CKHI/IS[ Ha TOPHUTE NUXATCIIHU ITbTUIA
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nH}peKIH Ha OenuTe ApoOoBe (THEBMOHMS)

TPUIIONIOA00HO 3a00IsIBaHE

WHQEKIMH Ha 3b0UTE U MEKUTE ThKaHU B ycTaTa

MOBHIICHA aKTUBHOCT Ha IIMTOBUIHATA KJI€3a, KOETO MOJXKE J1a MPeTU3BUKa YCKOPEHa ChpIeYHa
JIEeHHOCT Wiy 3ary0a Ha TerJio

BB3MaJICHNE Ha IIUTOBUHATA Ki1e3a (THPEOUIUT)

HaMaJleHa CEeKpenus Ha XOPMOHHTE, TPON3BEKIAHN OT HAAOBOPEUHHUTE KIIE3H, KOSTO MOXKE 1
Mpeau3BUKa yMOpa

BB3NAJICHHUE Ha OenuTe IpoOoBe (ITHEBMOHHT)

OTKJIOHEHHS B M3CJIEABaHMATA Ha (DYHKIMATA HA TAaHKpeaca

BB3NAJICHUE Ha THHKHUTE YepBa WU 1€0EI0TO YepBO (KOJIHUT)

BB3MAJICHUE Ha TTaHKpeaca (TAaHKPEaTHT)

BB3NAJICHHUE HAa YSPHUS P00 (XETaTuT)

BB3MAJICHHE Ha KOXKATa

HOIIIHO M3IIOTSIBaHE

MyCKyJTHa OOJKa (MHUAITHSA)

OTKIIOHCHHS B ObOpEeUHHTE U3CiIeIBaHus (TIOBUIICH KPEaTHHUH B KPHBTA)

00J1e3HEHO ypUHHpaHe (IU3ypHsl)

peaknust KbM HH(DY3HATA Ha JIEKapPCTBOTO, KOATO MOXKE J1a PUYMHM TTOBHIIEHA TEMIepaTypa
HJIN 3a4CpPBABAHC

Heuectu (Mo:xe 1a 3acernat 10 1 na 100 xymm)
e THOMYHA MH(EKIUS B ycTaTa
e HamayieHa GYHKIHA Ha XUMo(HU3HATA KIIe3a; Bh3MAIeHNEe Ha XUNOo(HU3HATA JKJIe3a
e 3a0omsBaHe, MPU KOETO MyCKYJIUTE CTaBaT c1adW M HaCThIIBA Obp3a MyCKyITHA yMOpa
(MHacTeHus TpaBuC)
Bb3MajJeHHe Ha OOBUBKATa Ha TPHOHAYHUS U IVIABHUS MO3bK (MEHHHTHUT)
BB3MAJIEHNE HA CHPIETO (MHOKAPIUT)
npesras riac (AuchoHus)
o0Opa3yBaHe Ha ChEJAMHUTENIHA ThKaH B OeJuTe IpoOoBe
oOpa3yBaHe Ha MEXYpH T10 KOXKaTa
BB3MaJICHHE HA MYCKYJIUTE (MUO3UT)
BB3MAJIEHNE HA MYCKYJIUTE U ChAOBETE
BB3MANIeHNE Ha Ob0penuTe (HepuUT), KOETO MOXKE J1a IPUYMHHI HaMaJleHHEe Ha KOJMYECTBOTO Ha
ypuHata Bu
e BB3MAJEHHUE HA CTaBUTE (MMyHOMEIUHUPAH apTpHT)

Penxu (mo:ke na 3acernart 10 1 Ha 1 000 qymm)
e  BB3MAICHHE Ha OKOTO (YBEUT)

Jpyru HexKeJIaHH JIEKAPCTBEHH PeaKHH, KOMTO €a ChOOIIEeHN ¢ HEU3BeCTHA YecToTa (0T
HAJMYHHUTE IAaHHHU He MOJKe /1a O'bjle HallpaBeHa OlleHKa)

® HHCBHK Opoit Ha TPOMOOITUTUTE C TIPU3HAIY HA IPEKOMEPHO KbPBEHE U MMOsIBA HA CHHUHU
(MMyHHA TPOMOOLIMUTOTICHHS)
Oe3BKyceH quaber
3axapeH auadet tum 1
Bb3MajeHne Ha Hepute (cuHapoM Ha ['miien-bape)
Bb3MAJICHUE Ha TTIaBHUS MO3BK (eHLe(aunT)
npoOuB Ha yepBara (mepdopanus Ha yepBara)
BB3MAJIEHHE HA MUKOYHHA MeXyp (IucTuT). [Ipu3HannTe 1 CHMOTOMHTE MOTAT Jla BKJIIOYBAT
4ecTo u/uii 00JIe3HEHO ypUHUPAHE, TO3UBH 332 YPHHUPAHE, KPBB B YpHHATA, 00JIKa MU
HanpeKeHUE B JOJIHATA YacT Ha KOpeMa.

FOBOpeTe BE€aHara c Bamms JICKAp, aKo IMOJIYYUTE HAKOSA OT r'OPECIIOMEHATHUTE HEXKECIIAHU PCaKII .
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ChobiIaBaHe HA HeKeJIAHU peaKIuu

AKO TIOJTyYUTe HAKAaKBU HEXKEJIAaHU JICKAPCTBCHU PeaKiuy, yBeqomere Bamms inekap. ToBa BkItoYBa
BCUYKH BH3MOXKHU HEOMMCAHU B Ta3H JIMCTOBKA HEXETIaHU peakiuu. MoxKeTe ChINo J1a ChOOIUTE
HEXEJIAaHU PEaKIuu TUPEKTHO Ype3 HAllMOHAHATA CUCTEMa 33 ChOOIaBaHe, IOCOYCHA B
[punosxenue V. Kato cho0IaBaTe He)KEIaHU PEAKIIMU, MOXKETE [a JaJeTe CBOS IIPUHOC 3a
MoJlyyaBaHe Ha ToBeve HHGOpMAIIHs OTHOCHO 0€3011acHOCTTa Ha TOBa JIEKAPCTRO.

5. Kak na cexpansiate IMFINZI

IMFINZI mie Bu ce mpunara B 001HHIIA WK KJIMHUKA U MEIULMUHCKUAT CIICIUAINCT I1e OBbIe
OTTOBOPEH 32 HETOBOTO ChxpaHeHue. [lompoOHOCTUTE 3a ChXpaHEHHUE ca KaKTO CIIC/BA:
CopxpaHsaBaiiTe TOBa JIEKapCTBO HA MSICTO, HETOCTHITHO 32 JIeTa.

He m3non3BaiiTe TOBa JIEKapCTBO CIIE]] CPOKA HA TOAHOCT, OTOENSI3aH BHPXY KapTOHEHATa OMaKOBKa M
eTuKeTa Ha (hakoHa ciren ,,l oxer mo:“ u ,,. EXP”. CpoksT Ha TOAHOCT OTTOBaps HA MTOCIEIHUS JCH OT
MOCOYEHHUS MECEII,

Ja ce coxpansBa B xiaamwiHuk (2°C go 8°C).

[a He ce 3ampa3sBa.

ChxpaHsBaiiTe B OpUTHHAIHATA OTIAKOBKA, 34 Jia MPEANAa3uTe OT CBETIHHA.

He u3non3zaiite, ako TOBa JIEKAPCTBO € MBTHO, C TPOMEHEH LBST WIHN ChAbPHKa BUIUMH YaCTHUIIH.

He cbxpaHsBaiiTe HeM3MOI3BaHATA YacT OT WH(Y3UOHHUS Pa3TBOP 3a OBTOPHA yNnoTpeoa.
HewusnoysBaHuAT JIEKapCTBEH MPOIYKT MU OTHAIbYHATE MAaTCPUAIU OT HETO TPSIOBa J1a Ce U3XBBPIIAT
B CHOTBETCTBUE C MECTHHUTE M3UCKBAHUSI.

6. ChabpskaHue HA ONMIAKOBKATA M J0NbJIHUTEIHA HH(POpMALUA

Kakso cpabp:xa IMFINZI
AKTHUBHOTO BEILIECTBO € AypBaxymao.

Bceku ml koHIIEHTpAT 32 HHPY3HMOHEH pa3TBOP Chiabpxa S0 mg aypanymao.

Bcexu ¢nakon crappxa mim 500 mg aypBarymad B 10 ml koHnentpar, wiu 120 mg gypsaimymad B
2,4 ml KoHIIEHTpAT.

JIpyrute ChCTaBKH Ca: XUCTUINH, XUCTUIANHOB XHPOXJIOPUT MOHOXHUIIPAT, TPEXaao3a JUXHUJPAT,
norcop6at 80, Boga 3a MHIKEKITUH.

Kak nzraexna IMFINZI u kakBo CbIbpiKa ONIAKOBKATA
IMFINZI xoHueHTpAaT 32 MHPY3HOHEH Pa3TBOp (CTEPHIICH KOHIIEHTPAT) € 0e3 KOHCEpBaHTH, OUCTBP
JI0 OTAJIECIICHTEH, 0€31BETEH /10 OJIEJIOKBIT Pa3TBOP, 0€3 BUUMH YaCTHIIH.

Toli e HamMUeH B OMAKOBKH, ChABbPKALIM WK 1 CThKIEH (uiakoH ¢ 2,4 ml KoHLeHTpaT Win 1 cThKIEH
¢naxon ¢ 10 ml koHIEHTpAT.

IIpuTte:xkaTes Ha pa3pelIeHHETO 3a yNOoTpeda
AstraZeneca AB

SE-151 85 Sodertélje

Isenusa

IIpoussoaure

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

SE-152 57 Sodertélje
IBenusa

3a mompIHUTETHA WHGOPMAITS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JOKATTHUS
MPEICTAaBUTEI Ha MIPUTEKATEIS Ha pa3pelieHUeTo 3a ynorpeoa:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: +322 37048 11

Bbbarapus
Acrtpa3eneka boarapus 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

EALGOa
AstraZeneca A.E.
TnA: +30 210 6871500

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

France
AstraZeneca
Tél: +33141294000

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

Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 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 0.0.
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
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Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvbmpog
Aléktop Oapuokevtikn Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

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

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom (Northern Ireland)
AstraZeneca UK Ltd
Tel: +44 1582 836 836

)laTa Ha MOCJICAHO MpepasrjaeiKjaaHe Ha JIUCTOBKaTa

Apyru u3roununu Ha uHpopmanus

[NonpoOHa nHMOpMaIMs 3a TOBa JICKAPCTBO € Ipe0CTaBeHa Ha yeOcaiita Ha EBpornelickaTa areHius

1Mo JiekapcTBara: hitp://www.ema.europa.eu

[Tocovenara no-moy wHPOPMALIKS € TpeAHA3HaYeHA CaMO 32 MEAUIIMHCKA CIICTIHATCTH:

[ToaroToBKa M MpUIIOKeHHE Ha HHDY3UATA

. [TapeHTepamHUTe JEKAPCTBEHU MPOIYKTH TPSIOBa Jia ce MPEriekaT BU3yalHo 3a HaTHYKie Ha
BHUJIUMH YaCTHIIY U MPOMSIHA Ha IBETA MPEIU NMPUIOKEeHUETO. KOHIIEHTPaThT € OUCTHP 10
omajecleHTeH, 6e3uBeTeH A0 0JIeJ0KBAT Pa3TBOp, 0e3 BUAUMH YacTHIHU. M3xBbpiere ¢uakoHa,
aKO pasTBOPBHT € MBTCH, C IPOMCHECH LBAT UJIN CC Ha6J]IOI[aBaT BUAMMHU HYaCTUIIU.

. He paskmamaiite dakoHa.

. Uzrernere HeoOxoqumus 00eM KOHIIEHTpAT OT (priakoHa(MTe) U MPEXBBPIIETE B CaK 3a
uHTpaBeHo3Ha (i.v.) uudysus, chabpkain HaTpres xiopua 9 mg/ml (0,9%) umxekiponeH
pa3tBop mwiu rimoko3a S0 mg/ml (5%) umxeKIMOHEH pa3TBOP, 3a Ja MPUTOTBUTE pa3peieH
pa3TBoOp ¢ KpaitHa koHIeHTpalus Mmexay 1 u 15 mg/ml. Cmecere pa3penenus pa3rBop, KaTo

o0OpbIIaTe BHUMATEIIHO CaKa.

. Benubx paspeseH, 1eKapCTBEHUST NPOAYKT TPAOBa Ja ce U3Moi3Ba HezabaBHO. Paspenenust
pa3TBOp He TpsiOBa z1a ce 3ampassiBa. JlokazaHa e XuMUYHA U (PU3HYHA CTAOMIIHOCT B IEpUoaa
Ha ynotpeba 10 30 gau npu 2°C mo 8°C u 10 24 yaca OoT BpeMeTo Ha IPUTOTBSIHE IIPH CTaiiHa

temmeparypa (10 25°C).

. Ot MUKpOOHOIOTHYHA TJIe/IHA TOYKA IPUTOTBEHUIT HH(Y3UOHEH pa3TBOpP TPOBa 1a ce
W3I10J13Ba He3a0aBHO. AKO HE ce U3I0J13Ba He3a0aBHO, BPEMETO U yCIIOBUSATA HA ChXpaHEHHE
npeau ynorpeda ca OTTOBOPHOCT Ha MOTPEOUTENsI 1 OOMKHOBEHO HE TPsiOBa J1a peBHUILIABAT
24 gaca nipu 2°C no 8°C unm 12 yaca npu craiiHa remnepatypa (10 25°C), oCBEeH ako
pa3pexJaHeTo He € U3BBPUIEHO IPY KOHTPOJIUPAHU U BaJIUANPAHHU aCENTHUYHH YCIIOBUS.

. AKoO ca B XJIQJIMJTHHK, CAKOBETE 32 HHTPaBEHO3HA HH(DY3Us TPIOBa Jla ce OCTABST Jia JIOCTUTHAT
cTaliHa TemIeparypa npeau ynorpeba. [lpunoxere nH(y3MOHHHS Pa3TBOP HHTPABEHO3HO B
MpoABIDKeHNE Ha | yac upe3 HHTpaBeHO3Ha CUCTEeMa, ChIIbpiKallla CTEPHIICH, BrpaieH QuiThp c
HHUCKa CTeINEeH Ha cBbp3BaHe ¢ nporennu 0,2 wim 0,22 MUKpOHa.

. He npunaraiite enHOBpeMEHHO C JpYyTH JIEKapCTBEHU MPOAYKTH Mpe3 ChlllaTa HHPY3NOHHA
cucrema.
. IMFINZI cpabpika eqna go3a. M3xBbpiieTe HEM3MONI3BaHATa YacT, OCTaHalla BbB ()JIakoHa.

Hewnsnomn3BaausT JICKApCTBCH NPOAYKT UKW OTIIAABbYHUTE MAaTEPpUAIN OT HETO Tp$[6Ba Ja C€ U3XBBPJIIAT

B CHbOTBCTCTBUC C MCCTHUTC U3UMCKBAHMA.
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