
• OBoj neK e npe,n;MeT Ha )],OllOITHHTeneH Ha,!1;30p. Toa Ke 0B03MO)KH 6p3a H)],eHTHcpHKau:uja Ha HOBH 
6e36e)],HOCHH HHlpOpMaU:HH. fH MOnHMe 3)],paBCTBeHHTe nHu:a )],a IIpHjaBaT KaKBH 6Hno 
npeTIIOCTaBeHH HecaKaHH peaKU:HH Ha neKOT. BH)],eTe ro ,l],enoT 4.8 3a )],a )],03HaeTe KaKO )],a rn 
IIpHjaBHTe HeCaKaHHTe peaKU:HH. 

1. HME HA JIEKOT 

KEYTRUDA 50 mg npalllOK 3a KOHU:eHTpaT 3a pacrnop 3a HHQ)Y3Hja. 

2. KBAJIHTATHBEH H KBAHTHTATHBEH COCTAB 

E)].Ha BHjaJia co npalllOK CO)],p)KH 50 mg IIeM6ponH3yMa6. 

rro peKOHCTHTYU:HjaTa, 1 mL KOHQeHTpaT CO)],p)l(H 25 mg IIeM6ponH3yMa6. 

I1eM6ponH3yMa6 e xyMaHH3HpaHO MOHOKnOHaJIHO aHmTeno npomB nporpaMHpaHa KneT04Ha CMPT -
1 (PD-1) (lgG4/kappa momn co crn6HnH3Hpa4Ka H3MeHa Ha ceKBeHu:a Bo Fe pernjarn) C03)],a,n;eHo 
BO OBapHjaJIHH KneTKH Ha KHHeCKH xp4aK co peKOM6HHaHTHa .IJ:HK TeXHonornja. 

3a u:enocHaTa nHcTa Ha eKCU:HIIHeHcH, BH)],eTe ro )],enoT 6.1. 

3. <l>APMAlJ;EBTCKA <l>OPMA 

ITpaUJoK 3a KOHU:eHTpaT 3a pacrnop 3a HHq>Y3Hja. 

Een )],O 6enO)l(0IlTeHHKaB nHOQ)HilH3HpaH IIpalllOK. 

4. KJIHHH1IKH OCOliEHOCTH 

4.1 TepaneBTCKH H~HK3QHH 

KEYTRUDA KaKo MOHOTepa1mja e HH)].HU:HpaH 3a neKYBatt,e Ha Hanpe)].eH (Heorrepa6HneH HnH 
MeTaCTaTCKH) MenaHOM Kaj B03pacHH nHu:a. 

KEYTRUDA KaKo MOHOTepanHja e HH,lJ,HU:HpaH 3a a.ajYBaHTHO neKYBatt,e Ha B03pacHH nHu:a co 
MenaHOM O)], III CTa)],HYM H BKny'leHOCT Ha nHMQ)HHTe ja3nH KOH 6Hne IIO)],nO)l(eHH Ha u:enocHa 
peceKU:Hja (BH)],eTe ro )],enoT 5.1). 

KEYTRUDA KaKo MOHOTeparrHja e HH)].HU:HpaH KaKo npBa nHHHja Ha TpeTMaH Ha MeTaCTaTCKH 
HeCHTHOKneT01IeH 6eno,l],po6eH KapU:HHOM (NSCLC) Kaj B03pacHH nHu:a 'IHH zyMopH rroK~BaaT PD­
Ll co CKOp Ha nporropu:Hja Ha TYMOp (TPS=tumour proportion score) ~50% 6e3 II03HTHBHH TYMOpCKH 
MYTaU:HH Ha peu:emopoT 3a eIIH)].epManeH q>aKTop 3a pacT (EGFR=epidermal growth factor receptor) 
HnH Ha KHHa3a Ha aHannacTH4eH nHMq>OM (ALK=anaplastic lymphoma kinase). 

KEYTRUDA, BO KOM6HHaU:Hja co rreMeTpeKce)], H xeMoTepanHja co rrnaTHHa, e HH)].HU:Hpa ~~~ o HE P4✓,/~Y. 
~\/1 ','I Mi:.,4J, ~ 

rrpBa nHHHj a Ha TpeTMaH Ha MeTacTaTCKH HeCKBaMo3eH NSCLC Kaj Bo3pacHH nHQa 'IHH Pl ~ ~~ '(i '\ \ 
HeMaaT II03HTHBHH MYTaU:HH Ha EGFR mm ALK. -:i: w i~~-:~Ji\ f:. :_)~; 
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KEYTRUDA, BO KOM6HHaU:Hja co Kap6onnaTHH H IIaKnHTaKcen HnH Kap6onnaTHH H Ha 7{ ~; ~,i6Jf' J?_~~-'. 
naKnHTaKcen, e HH)].HU:HpaH KaKo rrpBa nHHHja Ha TpeTMaH Ha MerncTaTCKH CKBaM03eH N ~ _ • •l .,..:J' 
B03paCHH nHu:a. * S HY. '-1 ? • • /.' 
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KEYTRUDA KaKo MOH0Teparr11ja e HH,lJ,HU:HpaH 3a TpeTMaH Ha noKanHo Hanpe)].eH HnH MeTaCTaTCKH 
HeCHTHOKneTo4eH 6eno)].po6eH KapU:HHOM (NSCLC) Kaj B03pacHH n11u:a 'IHH zyMopH IIOK~BaaT PD­
L 1 co cKop Ha nporropQHja Ha zyMop (TPS) ~1 % H KOH npHMaJie HajMaJIKY e)],eH npeTXo)],eH pe)l(JIM co 



xeMoTeparm:ja. Tiau:HeHTHTe co no3HTHBHH M)'TaUHH Ha T)'MOp Ha EGFR HnH Ha ALK HCTO TaI<a 
Tpe6ano )],a npHMaaT uenHa TepanHja npe)J, )],a npHMaaT KEYTRUDA. 

KEYTRUDA KaKo MOHoTepamrja e HH)J,HU:HpaH 3a TpeTMaH Ha B03pacHH nau:HeHTH co penanceH HnH 
peqipaKTopeH KnaCH'leH XoI,IKHH JlHMqJOM (Hodgkin lymphoma - cHL) KOH HMaJle Heycneurna 
TpaHcnnaHTaU:Hja Ha asTOnornH MaTH'IHH KneTKH (ASCT) 11 6peHT)'KCHMa6 Be)J,OTHH (BV), mrn KOH 
ce Hecoo)J,BeTHH 3a TpattcnnaHTau:Hja H HeMane ycnex co BV. 

KEYTRUDA KaKo MOHOTepanHja e HH)J,HU:HpaH 3a TpeTMaH Ha noKanHo Hanpe)J.eH HnH MeTacTaTCKH 
ypoTennjaneH KapU:HHOM Kaj B03paCHH nnu:a KOH npHMane npeTXO)J,Ha xeMOTepannja KOja CO)J,p)l<H 
nnaTHHa (BH)J,eTe ro )J,enoT 5.1). 

KEYTRUDA KaKo MOHOTepannja e HH)J.HU:HpaH 3a TpeTMaH Ha noKaJlHo Hanpe,neH 11nn MeTacTaTCKH 
ypOTerrnjaneH KapU:HHOM Kaj B03pacHH mtua KOH He ce COO)J,BeTHH 3a xeMOTepanHja Koja CO)J,p)l<H 
U:HcnrraTHH H 'IHH T)'MOpH ro H3pa3yBaaT PD-Ll co KOM6HHHpaH no3HTHBeH pe3ymaT (CPS) 2:10 
(BH)J,eTe )],en 5.1). 

KEYTRUDA KaKo MOHOTepanHja e HH)J,HU:HpaH 3a TpeTMaH Ha nOBTOpJIHB HJIH MeTaCTaTCKH 
KapU:HHOM Ha CKBaM03HH KneTKH Ha rJlaBaTa H BpaTOT (HNSCC) Kaj B03paCHH JlHU:a 'IHH T)'MOpH ro 
mpaJyBaaT PD-Ll co CKop Ha nponopu:Hja Ha T)'MOp (TPS) 2: 50% H nporpecHpaat, HJIH no 
xeMoTepanHja Koja co)J,p)l<H nrraTHHa (BH)J,eTe ,nen 5.1 ). 

KEYTRUDA, BO KOM6HHaU:Hja co aKCHTHHH6, e HH)J,HU:HpaH KaI<o npBa nHHHja Ha TpeTMaH Ha 
Hanpe)J.eH peHaneH KapUHHOM (renal cell carcinoma - RCC) Kaj B03pacHH JIHU:a (BH)J,eTe ro )J,erroT 5.1). 

4.2 ,[(o3upau.e u MeTo,n Ha ,nasau.e Ha JieKOT 

TpeTMaHOT Mopa )],a 6H)J,e OTIIO'IHaT H Ha)J,rne)J,yBaH o.n neKapH crreu:HjanHCTH co HCKYCTBO BO 
rreKyBaH,e Ha paKOT. 

PD-Ll TecTHpaH,e 3a rrauneHTH co NSCLC, ypoTenHjaneH KapunHoM HJIH HNSCC 
TecTHpaffieTO 3a eKcnpec11ja Ha T)'MOpoT Ha PD-Ll co KopHcTeH,e Ha BanH)J.HpaH TecT ce 
npenopaqyBa 3a nau:HeHTH co NSCLC. Kaj nau:HeHrnTe co NSCLC 'IHM T)'MOpH HMaaT BHCOKa 
eKcnpecnja Ha PD-Ll, Tpe6a .na ce 3eMaT npe,n;BH,LI pH3HKOT O,LI HecaI<aHH peaI<U:HH rrpH KOM6HHHpaHa 
TepanHja BO 0)1,HOC Ha MOHOTeparrHjaTa co rreM6ponH3yMa6 H COO)J,HOCOT KOpHCTlpH3HK Ha 
KOM6HHHpaHaTa TepanHja ,Lia ce oueHyBa Ha HH,LIHBH,LlyanHa OCHOBa (BH)J,eTe rH ,LleJIOBHTe 4.1, 4.4, 4.8 
H 5.1). 

Tiau:HeHTHTe co npeTXO)J,HO HerreKyBaH ypoTerr11janeH Kapu:HHOM HJIH HNSCC Tpe6a )],a 611)].aT 
ceneKrn:paHH 3a TpeTMaHOT Bp3 ocHoBa Ha eKcnpecHjarn Ha T)'MopoT Ha PD-Ll rroTBp,LleHo co 
BanH)J,eH TeCT (BH,LleTe ro )J,eJIOT 5.1). 

Il03HpaH,e 
Tipenopa'laHaTa ,LI03a O.J:1 KEYTRUDA KaKo MOHOTepanHja e HJIH 200 mg Ha ceKoH 3 He)J,eJIH HJIH 400 
mg Ha ceKOH 6 He)J,eJIH KOH ce )J,aBaaT KaI<O HHTpaBeHCKa HHqJY3Hja BO nepHO,LI O,LI 30 MHttyTH. 

TipenopaqaHaTa )J,03a O)J, KEYTRUDA KaKo ,Lien o,n KOM6HHHpaHa TepanHja e 200 mg Ha ceKOH 3 
He)J,eJIH KOH ce )J,aBaaT KaI<O HHTpaBeHCKa HHqJY3Hja BO nepHO,LI 0)1, 30 MHHYTH. 



3a a;:tjymtHTHO neKyBaH:.e Ha MenaHoM, KEYTRUDA 1'pe6a ,n;a ce ,n;aBa ,n;o noBTopyBaH:.e Ha 6onecrn, 
Henpmparn1rna TOKClfqHQCT IIJIII BO BpeMeTpaeH,e ,L(O e,n;Ha ro,n;MHa. 

O0JZOJIC}J8QH,e WIU npeKUl-l I-IQ 003ama (euoeme 20 UCm0 maKa 0eJZom 4.4) 

Ta6eJia 1: Ilpenopaqauu Mo,n;u4>uKaQHH ua TpeTManoT co KEYTRUDA 

HecaKaHH peaKU:HH Cepuo3uocT Mo,n;uclmKau:uja ua TpeTManoT 
DOBP33HH CO HMYHHTCTOT 

IlHeBMOHHTIIC 2 cTeneH 0MO)K)'Balhe ,L(O,L(eKa 
HecaKamne peaKQJ.Hi He ce 
no,n;o6paT ,n;o 0-1 cTeneH* 

3 IIJIH 4 CTeneH, HJIH noBTOpJIHB 0,L( 2 TpajHo npeKffHYBalhe 
cTeneH 

KonHTHC 2 HJIH 3 CTeneH 0MO)K)'Balhe ,L(O,L(eKa 
HecaKaHHTe peaKU.HH He ce 
no,n;o6oaT ,n;o 0-1 cTeneH* 

4 CTeneH, HJIH noBTOPJIHB 0,L( 3 CTeneH ToaiHo npeKHHVBalhe 

HecppHTHC 2 CTeneH co KpeanrnHH > 1,5 ,n;o ~ 3 0MO)K)'Balhe ,L(O,L(eKa 
naTH o,n; ropHarn rpaHHU,a o,n; HecaKaHHTe peaKu,HH He ce 
HOPManarn (ULN) no,n;o6paT ,n;o 0-1 cTeneH* 
2: 3 CTeneH co KpeaTHHHH > 3 naTH 0,L( TpajHo npeKJ.iHYBalhe 
ULN 

EH.L(OKpHHOnaTHH CHMITTOManrtieH XHITOq>H3HTHC 0MO)K)'Balhe ,L(O,L(eKa 
.D:uja6eTec THn 1 noBp3aH co uecaKaHHTe peaKU:HH He ce 
x1meprJIMKeMHja o,n; 2: 3 cTeneH no,n;o6paT ,n;o 0-1 cTeneH* 
(rJIYK03a > 250 mg/dL HJIH 3a nau:HeHTHTe co 
> 13,9 mmol/L) HJIH noBp3aH co eH,L(OKpHHonaTHja 0,L( 3 HJIH 4 
KeToau:H,n;03a cTeneH Koja ce no,n;o6pIIna ,n;o 2 
XHnepTHpeOH,L(H3aM 0,L( CTeneH HJIH IlOHHCKO H e 
2: 3 cTeneH KOHipOnHpaHa co xopMOHCKa 

3aMeHa, ,L(OKOJIKY e HH.L(HU:HpaHO, 
npo,n;o.lDK)'BalheTO Ha 
neM6ponH3YMa6 MO)l(e ,n;a ce 
3eMe npe,n;BH,L( no nocTeneHOTO 
HaManyBalhe Ha 
KOpTHKOCTepOH.L(HTe, ,L(OKOJIKY e 
norpe6Ho. Bo cnpoTHBHo, 
TpeTMaHoT rpe6a )],a ce npeKHHe. 
XHnOTHpeOH,L(H3MOT MO)l(e )],ace 
perymtpa co 3aMeHcKa Tepanuja 
6e3 npeKHHVBalhe Ha TOeTMaHOT. 

XenaTHTHC 2 cTeneu co acnapTaT 0MO)K)'Balhe ,L(O,L(eKa 
aMHHorpaHc<pepa3a (AST) HJIH anaHHH HecaKaHHTe peaKQHH He ce 

3A1iEJIEIIIKA: 3a aMHHorpaHccpepa3a (ALT) > 3 ,L(o Il0,L(06paT ,L(O 0-1 CTeneH* 
nau:HeHTHTe co peHaneH 5 naTH O,L( ULN HJIM BKYIIeH 6HJIHpy6HH 
KapU:HHOM (RCC) KOM ce > 1,5 ,L(O 3 naTH O,L( ULN -
neKYBaaT co 2: 3 cTeneH co AST HJIH ALT> 5 naTH Tpajuo npel<HH)'B~• • Me, 
neM6poJinlyMa6 eo ULN HJIH BKYIIeH 6Hnupy6HH > 3 narn ~'<~ ~t OHE p-"I ~., ~\' 
KOM6nuau:nja co ULN ~ $ /ff~ 

aKCHTHHH6 co IlOKatJyBalha Bo CJI)"Iaj Ha MeTaCTa3a Ha u:pHHOT TpajHo npeKHH) ~ ,~'f~ !i A1 
~~ -1,;•. 

Ha eH3HMHTe Ha u,pHHOT ,n;po6 co IlOKatJyBalhe O,L( OCHOBaTa Ha 2 , :!: :, ~~ ,;. u ",,,;- --, _ _. 
,n;po6, BH,L(eTe rn cTeneH Ha AST HJIH ALT, xenanrrucoT 1~ ~ 
ynaTcTBaTa 3a ,n;o30palhe _ ,cq, AST HJIH ALT ce 3roneMYBa 3a ~: -~---',>-

KOH cne,n;yBaaT no oBaa 2: 50% H Tpae 2: 1 He,L(ena • S;trrn?' 
rn6ena. 

. . 
: >\ On-~~-

PeaKQHH Ha KO)l(aTa 3 CTeneH HJIH npeTnOCTaBeH CTHBeHc- 0MO)K)'Balhe ,L(O,L(eKa 
---- --

I.loHCOH CHH.L(pOM (SJS) HJIM TOKCHtIHa HecaKaHHTe peaKU:HH ue ce 
eITH,L(epManHa HeKPOJIH3a (TEN) no,L(o6paT ,L(O 0-1 CTerreH* 
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4 cTeneH mm noTB .n:eH SJS mm TEN 
,!(pyru necaKanu peaKQHH Bp3 OCHOBa Ha cepH03HOCTa H THITOT Ha 
DOBp3aHH co HMYHHTCTOT peaKJ:U{jaTa (2 CTeneH mm 3 CTelleH) 

O.n:no)l()'BaH,e .n:o.n:eKa 
HecaKaHHTe peaKIJ;HH He ce 
no.n:o6paT .n:o 0-1 cTeneH* 

MuoKap.n:urnc o.n: 3 mm 4 cTeneH TpajHo npeKHHyBaH,e 
EHii;ecpanHTHC 0.ll, 3 HJIH 4 CTeneH 
CHH.n:poM Ha I,lyrrujaH-Eape o.n: 3 urru 4 
cTeneH 

4 CTeneH HnH TIOBTO JIHB 3 CTeneH 
PeaKU,HH noBp3aHH co 3 HnH 4 CTeneH TpajHo npeKHeyBaH,e 
un 3u'aya 

3a6erreIIlKa: CTelleHHTe Ha TOKCWIHOCT ce BO corrracHOCT co KpHTepuyMHTe 3a Boo6wrneHa 
TepMHHorromja 3a HecaKaHH .n:ejcTBa Ha HanuoHanHHOT HHCTHTyT 3a KaHIJ;ep (National Cancer Institute 
Common Terminology Criteria for Adverse Events), Bep3uja 4.0 (NCI-CTCAE v.4). 
* AKO TOKCWIHOCTa llOBp3aHa co TpeTMaHOT He ce no.n:o6pH .ll,O CTeneH 0-1 BO poK O.ll, 12 He.ll,eJIH no 

nocrre.n:HaTa .ll,03a o.n: KEYTRUDA, mm aKo .ll,03HpaH,eTO co KopTHKOCTepOH.ll,HTe He MO)Ke .n:a ce 
pe.n:ynupa .n:o Sl 0 mg npe.ll,HH30H unu eKBHBaneHTHO Ha .n:eH BO nepuo.n: o.n: 12 He.n:enu, KEYTRUDA 
Tpe6a TpajHo .n:a ce npeKHHe. 

oe36e,l],HOCTa Ha Il0BT0pHO 0Tn0'IH)'BaH,e Ha TepanujaTa co neM6pomnyMa6 Kaj naIJ;HeHTH KOH 
npeTX0.ll,HO HMane MH0Kap.ll,HTHC Il0Bp3aH co HMYHHTeTOT He e ll03HaTa. 

KEYTRUDA, KaKo MOHOTepanHja HJIH KaKo KOM6HHHpaHa TepanHja, Tpe6a TpajHo .n:a ce npeKHHe 
npH HecaKaHH peaKIJ;HH ll0Bp3aHH co HMYHHTeT0T O.ll, 4 CTeneH HJIH llOBTOpJIHBH 0.ll, 3 CTeneH, 
.ll,0K0JIKY He e nmrnaKy Ha3Ha'!eH0 BO rn6erra 1. 

3a xeMaTOJI0IIIKa T0KCH'IH0CT o.n: 4 cTeneH, caMo Kaj nanueHTHTe co cHL, KEYTRUDA Tpe6a .n,a ce 
o.n,JI0)KJ,l .n,o.n,eKa HecaKaHHTe peaKIJ;HH He ce no.n,o6paT .n,o 0-1 cTeneH. 

KEYTRUDA BO KOM6HHaIJ;Hja co aKCHTHHH6 Kaj peHaneH KapIJ;HH0M (RCC) 
3a naQHeHTHTe co peHaneH KapIJ;HH0M (RCC) KOH ce rreKyBaaT co KEYTRUDA BO KOM6HHaIJ;Hja co 
aKCHTHHH6, BH.D,eTe ro 36wpHHOT H3BeIIITaj 3a oco6HHHTe Ha rreKOT (SmPC) BO norrre.n, Ha .D,03Hpatt,eTO 
co aKCHTHHH6. Kora ce K0pHCTH BO KOM6HHaIJ;Hja co neM6porrH3yMa6, M0)Ke .n,a ce 3eMe npe.D,BH.D, 
ll0Ka'lyBaH,e Ha ,!l,03aTa O)], aKCHTlrnH6 Ha):( ll0'leTHaTa .ll,03a O)], 5 mg Ha HHTepBanH 0)], IIIeCT He,l],eJIH 
HJIH no.n,orrro (BH.D,eTe ro .n,erroT 5.1). 

IlpH noKa'lyBatt,a Ha eH3HMHTe Ha upHH0T J!po6, Kaj nauHeHTH co peHaneH KapUHH0M (RCC) KOH ce 
rreKyBaaT co KEYTRUDA BO KoM6HHauHja co aKCHTHHH6: 

• AKo ALT urru AST 2: 3 naTH o.n ULN HO < 10 naTH o.n, ULN 6e3 HCTOBpeMeHo BKYTIHHOT 
6urrupy6HH .n,a 6u.n,e 2: 2 naTH o.n, ULN, no.n,e,n,HaKBO KEYTRUDA H aKCHTHHH6 TPe6a .n,a 
6u,n,aT o.nrro)KeHH ce .n,o.neKa BaKBHTe HecaKaHH peaKIJ;HH He ce no.n,o6paT ,n,o cTeneH 0-1. 
Mo)Ke .na ce 3eMe npe.nau.n Tepanuja co K0pTHK0CTepoH)],H. Mo)Ke .na ce 3eMe npe.nau.n 
noaTopeH o6u.n co e.n,uHe'!eH rreK MITH nocrre.noBaTerreH noBTopeH o6u.n, H co .naaTa rreKa no 
no.no6pyaatt,eTO. )];oKOJIKY IlOBTOpHH0T o6u.n, e co aKCHTHHH6, M0)Ke .n,a ce 3eMe npe.D,BH.D, 
pe.n,yIJ;Hpatt,e Ha .D,03aTa cnope.n 36HpHHOT H3BeIIITaj 3a oco6HHHTe Ha rreK0T 3a aKCHTHHH6. 

• AKo ALT HJIH AST 2: 10 naTH o.n, ULN Hirn> 3 naTH o.n, ULN co HCTOapeMeHo BKynHH0T 
6mrnpy6uH .n,a 6u.n,e 2: 2 naTH o.n, ULN, no.ne.n,HaKB0 KEYTRUDA H aKcunrnu6 Tpe6a TpajHo 
.n,a 6u.n,aT npeKHHaTH H MO)Ke .n,a ce 3eMe npe.D,BH.D, Tepanuja co K0pTHK0CTep0H.D,H. 



Hee rroTpe6Ho rrpi,rnaro,eyBalbe Ha ,nmarn Kaj rra1vIeHm ~ 65 ro,D,HHJI (BJl)J.eTe ro .u;enoT 5.1). 
Ilo)laTOqme o.u; rraqJ1eHmTe ~ 65 ro,u;MHM ce npeMHory orpaHJf'IeHM 3a .u;a ce H3Be,u;aT 3aKJIY1-IOI.lM 3a 
rrorrynaqnjarn co cHL (BM)J.eTe ro .u;enoT 5.1). Ilo.u;arnqme o.u; MOHOTepannjarn co neM6ponmyMa6 
Kaj naqJleHTJI co peceqJ1paH MenaHOM O)J. III CTa.lJ:MYM, O)J. rreM6poJIJl3yMa6 BO KOM6HHal{Hja co 
aKCMTMHM6 Kaj naqMeHTH co Hanpe)leH peHaJieH KapqMHOM (RCC) M O)J, KOM6Irnaq0jarn co 
xeM0Tepam1ja Kaj rraqJ1eHTJ1 co MeTaCTaTCKJI NSCLC Ha B03pacT ~ 75 ro,u;J1HJ1 ce orpaHJ1qeHJ1 
(BJl)J.eTe rn ,u;eJIOBJITe 4.4 JI 5.1). 

Ey6pe:>1CHO Hapyiuyeafbe 
He e rroTpe6Ho npJ1naro,eyBalhe Ha .u;o3arn 3a naqJ1eHTM co cna6o .u;o yMepeHo 6y6pe:>KHO 
HapyrnyBalbe. KEYTRUDA He e npoyqyBaH Kaj naqJleHm co TeIIIKO 6y6pe:>KHO HapyrnyBalhe (BJl)J.eTe 
rn )leJIOBJITe 4.4 JI 5.2). 

Hapyutyeal-be HQ tfPHUOm opo6 
He e rroTpe6Ho rrpnnaro,eyBalhe Ha .u;o3arn 3a naqJ1eHm co cna6o HapyrnyBalhe Ha llPHJIOT .u;po6. 
KEYTRUDA He e npoyqyBaH Kaj naqJ1eHm co yMepeHo .u;o TellI.Ko HapyrnyBaH,e Ha UPHJIOT .u;po6 
(BJl)J.eTe rn .u;erroBJITe 4.4 H 5.2). 

O'1eH MeJlaHOM 
HMa orpaHJ1qeHH no,u;aTOQH 3a 6e36e,u;Hocrn JI eqrnKacHocrn Ha KEYTRUDA Kaj naqJleHm co oqeH 
MeJiaHoM (BJl)J.eTe ro .u;enoT 5.1 ). 

CKop Ha neprjJopMaHc-cmamyc cnopeo ECOG (Eastern Cooperative Oncology Group) ~ 2 
IlaqJ1eHTJ1Te co cKop Ha nepqiopMaHc-crnrycoT cnope.u; ECOG ~ 2 6J1ne J1CRny1-1eHJ1 o.u; KJIJ1HHqKJ1Te 
J1cnJ1ryBaH,a 3a MenaHOM, NSCLC, cHL JI HNSCC (BJl)J.eTe rn .u;erroBJITe 4.4 JI 5.1). 

IleoujampucKa nonyRatfuja 
Ee36e,u;HocTa JI eqiHKacHocrn Ha KEYTRUDA Kaj .u;eqa no.u; 18-ro,u;JIIIIHa B03pacT ce yrnTe He ce 
yTBp)J.eHH. MoMeHTaJIHO )J.OCTailHJITe no,u;aTOl{H ce OTIJIIIIaHH BO ,u;eJIOBJ!Te 4.8, 5.1 JI 5.2. 

Mernn Ha naBaH,e Ha neKoT 
KEYTRUDA Tpe6a .u;a ce )laBa npeKy JIHTpaBeHcKa J1HqJY3J1ja BO nepJ10,u; o.u; 30 MHttym. 
KEYTRUDA He cMee .u;a ce ,u;aBa KaKO HHTpaBeHcKa HHjeKqHja MJIH 6onycHa J1HjeKQJ1ja. 

3a ynoTpe6aTa BO KOM6JIHal{Hja, BH)J.eTe ro 36HpHJIOT Jl3Bernrnj 3a oco6HHJITe Ha neKOT 3a 
nporrpaTHJITe TepanJ1J1. Kora ce )laBa KEYTRUDA KaKo .u;en O)l KoM6J1HaQHja co JIHTpaBeHcKa 
xeM0TepanJ1ja, npBo Tpe6a .u;a ce )la)J.e KEYTRUDA. 

3a JIHCTpYKI.lMJI 3a peKOHCTMTYI.lMja JI pa3pe,eyBalbe Ha neKOT npe.u; .u;a 6H,u;e .u;a,u;eH, BJl)J.eTe ro ,u;eJIOT 
6.6. 

4.3 KouTpauu.u;nKaQHH 

XJ1nepceH3JITJIBHOCT Ha aKTJIBHaTa cyrrCTaHI.lJlja HJIJI Ha KOj 6JIJIO O)l eKCQJIIIJleHCJITe HaBe):leHJI BO 
):leJIOT 6.1 

4.4 Iloce6uu npe)J.)1npe.u;ysa11,a u MepKH ua npeTna3JIHB0CT npu ynoTpe6aTa 

Co uen ):lace IIO):I06pJ1 cne):IJIJIBOCTa Ha 6JIOJIOIIIKJ!Te neKOBJI, JIMeTO JI 6pojoT Ha cepHjaTa Ha neKOT 
KOj ce aIIJIJll{Jlpa Tpe6a ):la 6J1):laT jacHO eBJl):leHTHpaHH. 

IlpoueHKa Ha PD-Ll crn:rycoT 
IlpJ1 npoueHKaTa Ha PD-L 1 cTarycoT Ha ryMopoT, Ba:>KHO e ):la ce 0):16epe ):I06po BaJIJILIJIP. 
CTa6JIJIHa MeTO):IOJIOrJlja 3a )lace MJIHJIMJl3JlpaaT Jia:>KHO-HeraTJIBHJI JIJIJI Jla:>KHO-TI03JIT 
O.D:pe,eyBaH,a. 
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HecaKaHH peaKUHH IlOBQ3aHH co HM;YHHTeTOT 
HecaKaHHTe peaKQHH I10Bp3aHH co HM)'HHTeTOT, BKnyqyBajKH rn H TeIIIKHTe H q>aTanHHTe cny11aH, ce 
rrojaBHne Kaj rraQHeHTHTe KOH ro rrpHMane rreM6ponH3yMa6. l10Be1<eTO HecaKaHH peaKQHH rroBp3aHH 
co HM)'HHTeTOT KOH ce rrojaBHne BO TeKOT Ha rpeTMaHOT co rreM6ponmyMa6 6Hne peBep3H6IrnHH H 
ITOMHHane rrpH rrpeKHHH Ha rreM6ponH3yMa6, ,naBaH,e KOpTHKOCTepoH,nH HIHnH cyrropTHBHa Hera. 
HecaKaHH peaKQHH IlOBp3aHH co HM)'HHTeTOT HCTO TaKa ce rrojaBHne no rrocne,nHaTa ,n03a O)], 

rreM6ponH3yMa6. HecaKaHH peaKQHH I10Bp3aHH co HM)'HHTeTOT KOH BnHjaaT Ha IlOBeKe 0)], e,l],eH 
TeneceH CHCTeM MO)Ke ,na ce j aBaT HCTOBpeMeHO. 

3a rrpeTITOCTaBeHHTe HecaKaHH peaKQHH I10Bp3aHH co HM)'HHTeTOT, rpe6a ,na ce o6e36e,nH a,neKBaTHa 
eBanyaQHja 3a ,na ce rrornp,nH eTHonornjaTa HnH 3a ,na ce HCKnY1JaT ,npyrn rrpH1IHHH. Bp3 ocHoBa Ha 
Te)KHHaTa Ha HecaKaHaTa peaK1..10ja, rreM6pon03yMa6 rpe6a ,na ce o.nno)KH o,n yrroTpe6a H .na ce ,na,naT 
KOpTHKOCTepOH)],H. Co I10)],06pyBaH,e )],0 CTerreH :::: 1, rpe6a ,na ce 3aII011He IIOCTerreHO HaManyBaH,e Ha 
KOpTHKOCTepoH,nHTe H ,na Tpae BO rrepHo,n o,n HajManKy 1 MeceQ. Bp3 OCHOBa Ha orpaHH1IeHHTe 
IlO)],aTOI..IH O)], KnHHH1IKHTe CTY)],HH Kaj rraQHeHTH 1IHH HecaKaHH peaKI..IHH IIOBp3aHH co HM)'HHTeTOT He 
MO)Kene ,na 6H,naT KOHTponHpaHH co yrroTpe6a Ha KOpTHKOCTepOH)],H, Tpe6a ,na ce 3eMe rrpe)],BH,n 
,naBaH,e Ha ,npyrn CHCTeMCKH HMyHocyrrpeCHBH. 

l1eM6ponH3yMa6 MO)Ke rroBTOpHo ,na ce 3arro11He BO poK o,n 12 He,neJlH o,n rrocne,nHaTa ,n03a co 
KEYTRUDA aKo HecaKaHaTa peaKQHja ocTaHe Ha cTerreH:::: 1, a ,n03aTa o,n KOpTHKOCTepoH,n e 
pe.ny1..1HpaHa ,no :::: 10 mg rrpe)],HH30H HnH eKBHBaJleHTHO Ha Hero Ha )],eH. 

l1eM6ponH3yMa6 Mopa rpajHo ,na ce rrpeK1rne 3a ceKoja HecaKaHa peaKQHja rroBp3aHa co HM)'HHTeToT 
0)], 3 CTerreH Koja IlOBTOpHO ce rrojaByBa H 3a ceKoja TOKCH1IHOCT Ha HecaKaHa peaKQHja I10Bp3aHa co 
HM)'HHTeTOT 0)], 4 CTerreH, OCBeH 3a eH)],OKpHHOITaTHH KOH ce KOHrponHpaaT co 3aMeHCKH xopMOHH 
(B0,neTe rn .nenoBHTe 4.2 H 4.8). 

llHeeMoHumuc noep3aH co UMyHumemom 
oHn rrpHjaBeH IIHeBMOHMTHC Kaj rraQHeHTHTe KOH ro rrpHMane rreM6ponH3yMa6 (BH,neTe ro ,nenoT 4.8). 
l1a1..10eHTHTe Tpe6a ,na 6H,naT cne,neHH 3a 3HaQH H CHMIITOMH Ha ITHeBMOHHTHC. 11peTIIOCTaBeHHOT 
IIHeBMOHHTHC Tpe6a .na ce rrornp,nH co pa.n0orpaq>CKO CHHMaH,e H ,na ce HCKny11aT ,npyrnTe rrpH1IHHH. 
Tpe6a .na ce .na.naT KoprnKocTepoH)],H 3a HaCTaHH o.n cTerreH 2'.: 2 (rro11erna ,no3a o,n 1-2 mg/kg/,neH 
rrpe)],HH30H HnH eKBHBaneHTHO Ha Hero rrpocne,l],eHO co IlOCTerreHO HaManyBaH,e); rreM6ponH3yMa6 
rpe6a ,na ce o,nno)KH o,n yrroTpe6a rrpH rrHeBMOHHTHC o,n 2 cTerreH, a TpajHo ,na ce rrpeKHHe 3a 3 
CTerreH, 4 CTerreH HnH IlOBTOpnHB llHeBMOHHtHC o,n 2 CTeneH (BH,neTe ro ,nenoT 4.2). 

Koflumuc noep3aH co UMVHumemom 
EHn npHjaBeH Kon0rnc Kaj rraQHeHTHTe KOH ro npHMane neM6ponmyMa6 (BH,neTe ro ,nenoT 4.8). 
l1a1..10eHTHTe Tpe6a ,na 60,naT cne)],eHH 3a 3HaQH H CHMIITOMH Ha KOnHTHC H .na ce HCKnytJaT .npyrnTe 
npH1IHHM. Tpe6a ,na ce .na.naT KOpTHKOCTepoH,nH 3a HacTaHH o,n cTeneH 2'.: 2 (rro11erna ,n03a o,n 1-2 
mg/kg/.neH npe,nHH30H HnH eKBHBaneHTHO Ha Hero rrpocne.neHO co IIOCTeneHO HaManyBatt,e); 
rreM6ponH3yMa6 Tpe6a .na ce o.nno)KH o.n yrroTpe6a rrpH KonHTHC o.n 2 cTerreH HnH 3 cTerreH, a rpajHo 
,na ce npeKHHe 3a KonHTHC o,n 4 cTerreH (BH,neTe ro ,nenoT 4.2). Tpe6a ,na 6H,ne 3eMeH npe,nBH)], 
IlOTeHQHjanHHOT pH3HK 0)], racTpOHHTeCTHHanHa rrepq>opaQHja. 

Xenamumuc noep3aH co UMyHumemom 

E0n npHjaBeH xerraTHTHC Kaj na1..10eHTHTe KOH ro npHMane neM6ponH3yMa6 (BH,neTe ro ,nenoT 4.8). 
l1a1..10eHTHTe Tpe6a )],a 6H)],aT cne)],eHH 3a rrpoMeHH BO 4)YHKI..1HjaTa Ha QpHHOT .npo6 (Ha II01IeTOKOT 0)], 

TpeTMaHOT, rrepHO,nHtJHO BO TeKOT Ha TpeTMaHOT H KaKO IIITO e HH)],HQHpaHO Bp3 OCHOBa Ha 
KnHHH1IKaTa eBanyaQHja) H CHMIITOMH Ha xenaTHTHC 0 ,na ce HCKny1IaT ,npyrnTe rrpH1IHHH. Tpe6a .na 
ce )],a)],aT KOpTHKOCTepOH)],H (no11eTHa )],03a O)], 0,5-1 mg/kg/)],eH (3a HaCTaHH 0)], 2 CTerreH) H 1-2 
mg/kg/.neH (3a HaCTaHH o,n CTeneH 2'.: 3) rrpe,nHH30H HnH eKBHBaneHTHO Ha Hero npocne,l],eHO co 
IlOCTeIIeHO HaManyBaH,e) H, Bp3 OCHOBa Ha cepH03HOCTa Ha noKa11yBaH,aTa Ha e ~ HHOT 
,npo6, IIeM6ponH3yMa6 rpe6a ,na Ce O)],nOX<H 0)], yrrorpe6a HnH )],a Ce npeKHHe . !:lflri)mn~i~'f,. ). 
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OHJI npHjaBeH Heq>pHTHC Kaj nau:HeHTHTe KOH ro npHMaJie neM6poJIH3yMa6 (BH,D;eTe ro ,n:eJIOT 4.8). 
Tiau:HeHTHTe Tpe6a ,n:a 6H,n:aT cne,n:eHH 3a npoMeHH BO 6y6pe:>1rnara <pyHKU:Hja H ,n:a ce HCKJI)'1IaT 
,n;pyrme npwrnHH 3a 6y6pe:>1<Ha }];HCQ)YHKu:Hja. Tpe6a .n:a ce ,n:a,n:aT KOpTHKOCTepoH,n:H 3a HaCTaHH 0)1, 
cTeneH 2: 2 (noqeTHa ,n:03a o.n: 1-2 mg/kg/,n;eH npe,n:HH30H HJIH eKBHBaJieHTHO Ha Hero npocne,n:eHo co 
nocreneHo HaManyBaH,e) H, Bp3 ocHoBa Ha cepH03Hocra Ha noKa'I)'BaH,ara Ha Kpearnmrnor, 
neM6pomnyMa6 Tpe6a ,n:a ce o,n:JIO)Klf o,n: ynoTpe6a npH He<ppHTHC o,n: 2 creneH, a TpajHo ,n:a ce 
npeKHHe 3a HeqipHTHC o,n: 3 creneH HJIH 4 CTeneH (BH,D;eTe ro ,n:eJIOT 4.2). 

EH001<pwwnamuu noep3aHu co UMVHUmemom 
OHJie 3a6eJie)l(aHH TeIIIKH eH,D;OKpHHOilaTHH, BKnyqyBajKH XHnOqJH3HTHC, ,n:Hja6erec MeJIHryc THn 1, 
)J,Hja6eTHqHa KeTOaU:H,D;03a, XHnoTHpOH,D;H3aM H XHnepTHpOH,D;H3aM npH TpeTMaHOT co 
neM6poJIH3yMa6. 

Bo cnyqaHTe Ha eH)J,OKpHHonaTHH noBp3aHH co HMYHHTeTOT MO)l(e ,n:a 6H,n:e HeOTIXO)J,Ha ,n:oJiroTpajHa 
xopMoHcKa 3aMeHCKa repanHja. 

DHJI rrpHjaBeH XHTIOqJH3HTHC Kaj nau:HeHTHTe KOH ro npHMaJie neM6poJIH3yMa6 (BH,D;eTe ro ,n:eJIOT 4.8). 
ITau:HeHTHTe rpe6a ,n:a 6H,n:aT cne,n:eHH 3a 3HaU:H H CHMnTOMH Ha XHilOqJH3HTHC (B~yBajKH H 

XHTIOnHryHrapmaM H ceKyH,n:apHa a,n;peHaJIHa HHCYqJHU:HeHU:Hja) H ,n:a ce HCKJI)'1IaT ,n:pyrnre npH1-IHHH. 
Tpe6a ,n:a ce ,n:a,n;aT KOpTHKOCTepoH,n:H 3a JieKyBalhe Ha ceKyH,n;apHara a,n;peHaJIHa HHCYqJHU:HeHU:Hja H 

Tpe6a ,n:a ce ,n:a,n;e ,n;pyra xopMOHCKa 3aMeHa KaKO IIITO e KJIHHH1-IKH HH,D;HU:HpaHO, a neM6poJIH3yMa6 
rpe6a ,n:a ce O,D;JIO)l(H o.n: ynoTpe6a npH CHMnTOMaTCKHOT XHilOqJH3HTHC ce ,n:o,n:eKa HaCTaHOT He e 
KOHTpom1paH co xopMOHCKa 3aMeHa. Tipo,n:oJI)l(yBalheTo Ha neM6poJIH3yMa6 MO)Ke ,n:a ce 3eMe 
npe,n;BH,D;, no nocreneHOTO HaManyBalhe Ha KOpTHKOCTepOH,D;HTe, }];OKOJIKY e IlOTpe6Ho (BH,D;eTe ro 
,n:enor 4.2). Tpe6a ,n:a ce cne,n:ar qiyHKU:Hjara Ha xHno<pH3ara H xopMOHCKHTe HHBoa 3a ,n:a ce ornrypa 
COO)J,BeTHa xopMOHCKa 3aMeHa. 

OHJI npHjaBeH ,n:Hja6erec MeJIHTYC THil 1, BKJIY'IyBajKH H ,n:Hja6eTH1IHa KeTOaU:H,D;03a, Kaj nau:HeHTHTe 
KOH ro npHMane neM6pomnyMa6 (BH,n:eTe ro ,n:enor 4.8). Tiau:HeHTHTe rpe6a ,n:a 6H,n:ar cne,n;eHH 3a 
xvmeprnHKeMHja HJIH ,n:pyrn 3HaU:H H CHMTITOMH Ha ,n:Hja6erec. Tpe6a ,n:a ce ,n:a,n;e HHCYJIHH 3a 
,n:wja6erec THTI 1, a neM6pomnyMa6 rpe6a ,n:a ce o,n:JIO)KH o,n: ynoTpe6a BO cnyqaH Ha XHneprnHKeMHja 
o,n; 3 creneH ce ,n:o,n:eKa He ce nocrHrne Mera6onHqHa KOHTpona (BH)J,ere ro ,n:enor 4.2). 

OHJie npwjaBeHH HapyIIIyBalha Ha THpOH,n:ara, BKnyqyBajKH XHnOTHpOH,D;H3aM, xwneprHpOH,D;H3aM H 
THpOH,D;HTHC Kaj rrau:HeHTHTe KOH ro npHMaJie neM6poJIH3yMa6 H MO)Ke ,n:a ce nojaBaT BO ceKoe BpeMe 
BO reKoT Ha rperMaHoT. XHnOTHpoH,n:H3MOT e noqecro npHjaByBaH Kaj nau:11eHTH co HNSCC KOH 
nperxo,n:Ho HMaJie repanHja co 3paqelhe. Tiau:HeHTHTe Tpe6a ,n:a 6H,n:ar cne,n:eHH 3a npoMeHH BO 
4JYHKU:Hjara Ha THpOH,D;aTa (Ha noqeTOKOT Ha rpeTMaHOT, nepHO,D;H1-IHO BO TeKOT Ha rperMaHOT H KaKO 
IIITO e HH,D;HU:HpaHO Bp3 OCHOBa Ha KJIHHHqKara eBanyau:Hja) H 3a KJIHHHqKH 3HaU:H H CHMTITOMH Ha 
HapyIIIyBalha Ha THpOH,n:ara. CnpaByBalheTO co XHilOTHpOH)J,H3MOT MO)Ke ,n:a 6H,n:e co 3aMeHCKa 
repanwja 6e3 npeKHH Ha rperMaHOT H 6e3 KOpTHKOCTepoH,n:H. CnpaByBalheTO co XHnepTHpOH,D;H3MOT 
MO)Ke ,n:a 6u,n:e CHMTITOMaTCKo. I1eM6ponmyMa6 Tpe6a ,n;a ce o,n:JIO)KH o.n: ynorpe6a npu 
XHneprHpoH,n:H3aM o,n: creneH 2: 3 ,n:o onopaByBalhe ,n:o creneH :5 1. 3a nau:11eHTHTe co 
XHrrepTHpmi:,n:maM o,n: 3 CTerreH HJIH 4 creneH KOH HMaJie rro,n:o6pyBalhe ,n:o 2 creneH HJIH IlOHHCKO, 
MO)Ke .n:a ce 3eMe rrpe,n:Bu,n: rrpo,n:on)KyBaH,e co rreM6poJIH3yMa6, no nocrerreHOTO HaManyBaH,e Ha 
KOpTHKOCTepoH,n:HTe, ,D;OKOJIKY e IlOTpe6Ho (BH,n:ere rn )J,eJIOBHTe 4.2 H 4.8). Tpe6a ,n;a ce cne,n:aT 
QlYHKU:Hjara Ha THpoH,n:ara H xopMOHCKHTe HHBOa 3a ,n;a ce OCHrypa coo,n:BeTHa XOpMOHCKa 3aMeHa. 



CHMIIT0MH Ha SJS MITH TEN, neM6poJIH3yMa6 Tpe6a ,[{ace 0,[{JI0)KH 0,[{ ynorpe6a, a nau;HeHTHTe rpe6a 
,[{a 611.[{ar ynareHH Ha cneu;11jarrH3HpaHo 0MerreHHe 3a npou;eHKa H rreKyBatt,e. )];oKorrKy SJS MITH TEN 
ce norBp.[{H, neM6porrH3yMa6 rpe6a TpajHo ,[{ace npeKHHe (BH,[{ere ro ,[{error 4.2). 

Tiorpe6Ha e npema3JIHBocr Kora ce 3eMa npe.[{BH.[{ ynorpe6ara Ha neM6porr113yMa6 Kaj nau;HeHr Koj 
npeTX0.L(H0 .L(0:lKHBearr TeIIIKa MITH :lKHB0TH0-3arp03yBa'IKa KO:lKHa HecaKaHa peaKQHja BO npeTxo,neH 
TpeTMaH co .[{pyrn HMYH0CTHMYJJaTOpHH npenapaTH nponrn paK. 

Jlpy2u 1teca1<a1tu pea1<uuu noep3aHu co UMVHumemom 

EHJJe npHjaBeHH crre,nHHTe ,[{OilOJIHHTeJIHH KJIHHH'IKH Ba)l(HH, HecaKaHH peaKI.J;HH Il0Bp3aHH co 
HMYHHTeTOT BO KJIHHH'IKHTe HCTIHryBaH,a MITH BO TIOCT-MapKeTHHIIIKHTe HCKycrna: yBeHTHC, 
aprpHTHC, MH03HTHC, MHOKap,[{HTHC, naHKpeaTHTHC, I)yrrHjaH-EapeoB CHH.[{pOM, CHH.[{pOM Ha 
MHjacTeHHja, xeMOJIHTH'IKa aHeMHja, capKOH.L(03a H eHQeq_)aJIHTHC (BH,[{eTe rn ,neJIOBHTe 4.2 H 4.8). 

Bp3 ocHoBa Ha Te:lKHHara Ha HecaKaHaTa peaKQHja, neM6porr1-13yMa6 Tpe6a .na ce o,nrro:lKH o.n ynoTpe6a 
H ,[{a ce ,na,naT KOpTHKOCTepOH,[{H. 

TieM6poJJH3yMa6 MO:lKe noBTOpHo .na ce 3ano11He BO poK o.n 12 He,neJJH o.n nocrre,nHaTa ,no3a co 
KEYTRUDA aKo HecaKaHara peaKQHja ocTaHe Ha cTeneH :S 1, a ,n03ara o.n KopTHKOcTepoH,n e 
pe,nyQHpaHa .no :s 10 mg npe,nHH30H mm eKBHBaJieHTHO Ha Hero Ha ,neH. 

TieM6poJJH3yMa6 Mopa TpajHo .na ce npeKHHe 3a ceKoja HecaKaHa peaKQHja noBp3aHa co HMYHHTeTOT 
o.n 3 cTeneH Koja noBTOpHo ce nojaByBa H 3a ceKoja HecaKaHa peaKQ.Hja noBp3aHa co MMYH.HTeTOT o.n 
4 cTeneH (B.H,neTe rn ,nenomne 4.2 .H 4.8). 

E.HJJO np.HjaBeHO OTq_)pJiaH,e Ha TpaHcnJJaHT.HpaH QBpCT opraH BO TIOCT-MapKeT.HHIIIKa OKOJJHOCT Kaj 
naQ.HeHT.H rreKyBaH.H co .HHX.H6.HTOp.H Ha PD-1. TpeTMaHor co neM6porr.H3yMa6 MO)Ke .na ro 3rorreMH 
pH3.HKOT o.n OTq_)pJJaH,e Kaj npHMaTeJJ.H Ha TpaHcnJJaHTHpaH QBpCT opraH. Kop.HcTa o.n TpeTMaHOT co 
neM6poJJ.H3yMa6 HacnpOTH pH3HKOT o.n MO:lKHO OTq_)pJJaffie Ha opraHOT Tpe6a .na ce 3eMaT npe,nB.H.L( Kaj 
OBHe naQ.HeHTH. 

KoMnnuKalJUU Ha ww2e1temcKa xeMamonoemu'lKa mpa1tcnna1tma7Juja Ha Mamu'lHU KJlemKu (HSCT) 
AnoreHeTcKa HSCT no Tepan.Hja co neM6poJJH3yMa6. 
E.Hrre 3a6erre)KaHH crry11a.H Ha 6onecra KarreM-nporHB-,noMaKHH (GVHD) .H BeHOOKJIY3HBHa 6orrecr Ha 
QpH.HOT .npo6 (VOD) Kaj naQHeHTH co KJiaCH'leH XoI,IKHHOB JIHMq_)OM no,[{JIO)KeHH Ha arroreHeTCKa 
HSCT no npeTXO.[{Ha H3JIO)KeHocr Ha neM6porrH3yMa6. Ce .[{O,[{eKa He craHar ,nocranHH 
.nonoJIHHTeJIHH no,naTOQH, Tpe6a BHHMaTeJIHO .na ce 3eMe npe,nBH.L( noTeHJ:~HjarrHara KOpHCT o.n HSCT 
H MO:lKHHOT 3roJieMeH pH3HK o.n KOMTIJl.HKaQH.H noBp3aHH co TpaHcnJJaHTal(Hjara o.n e,neH crryqaj .no 
,npyr (BJ-1.L(eTe ro ,nerroT 4.8). 

AnoreHeTcKa HSCT rrpe.n Teparr.Hja co rreM6poJJ.H3yMa6 
Kaj naQHeHTH co HCTopHja Ha arroretteTcKa HSCT no Tepan1-1ja co neM6poJJH3yMa6 61-1ne npajaBeHH 
aKyTHa GVHD, BKJIY'IHTerrtto <j)aTarrtta GVHD. Kaj TiaQHeHTHTe Kaj KOH ce jaBHrra GVHD no HHBHara 
TpaHcnrraHTaQHCKa nocranKa MO:lKe .na HMaaT 3roJieMeH pH3HK 3a GVHD no rpeTMaHOT co 

neM6poJJH3yMa6. )];ace 3eMe npe.[{BH.[{ Kop11cra o.n repanHjara co neM6porrH3yMa6 ttacrrporH pH3HK0T 
O.[{ MO:lKHa GVHD Kaj naQHeHTH co .HcTOpHja Ha arroretteTcKa HSCT. 

PeaKUHH noBp3aHH co HHQ?Y3Hjara 
EHJJe npHjaBeHH TeIIIKH peaKQHH noBp3am-1 co HHq_)Y3HjaTa, BKJIY'lyBajKH 'H xImepceH3HT'HBHOCT 'H 
aHaq_)HJJaKca, Kaj nau;HeHT'HTe KOH ro rrpHMarre neM6poJJH3yMa6 (BH,L(eTe ro ,neJJOT 4.8). IlpH TeIIIKHTe 
peaKQHH noBp3aH.H co HHq_)Y3Hjara, HHq_)Y3Hjara Tpe6a .na ce rrpeKHHe, a neM6porrH3yMa6 Tpe6a Tpajtto 
,[{ace npeKHHe (BH.[{eTe ro .nerror 4.2). Tiau;HeHTHTe co cna6a .no yMepeHa peaKu;Hja Ha HH 3HjaTa 
MO:lKe .na npo,noJJ)KaT .n~ ro npHMaaT neM6ponmyMa6 co BHHMaTeJJHo cne,neH,e; Mo 'I v,e . -~ !•~ 

rrpe,[{BH,[{ npeMe,[{HKaI.J;HJa co aHTHITHpeTHK H aHTHX.HCTaMHH. (} , o'('> ~ oHE P1 .• ,.,,..,~ 
:iF ~ , ✓-:i~:t,~ 
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Ynompe6a Ha neM6poJZU3VMa6 Ka; nauueHmu co vpomeJZu;aJleH KapuuHoM Kou npemxoo,w npUMaJle 

xeMomepanu;a Ko;a coopJ1Cu nJ1amuHa 

J1eKap1ne Tpe6a .n:a ro 3eMaT rrpe.n:Bn.n: o.n:no)l(eHoTO 3aIIO'IH)'BaH,e Ha eqieKTHTe o.n: rreM6ponH3yMa6 
rrpe.n: .n:a ro OTIIO'IHaT neKyBaH,eTO Kaj rrau,HeHTH co rrocna6H rrporHOCTH'IKH oco6HHH HIHnH 

arpecHBHa 6onecT. Kaj yporem1janeH KaHI~ep, 6nn 3a6ene)KaH rroroneM 6poj Ha cMprHocr BO poK O,ll. 2 
Meceu,H Kaj rreM6pomnyMa6 BO crrope.n:6a co xeMoTeparrnja (BH,!l;eTe ro .n:enoT 5.1). <l>aKTOpHTe 
noBp3aHH co paHa cMpTHOCT 6nne 6p3o nporpecnpatIKa 6onecr Ha rrpeTXo,n;Ha Teparrnja co nnaTHHa H 
MeTaCTa3H Ha u,pHHOT .n:po6. 

Ynompe6a Ha neM6poJZU3VMa6 Kai vpomeJZuiaJleH KapuuHoM 3a nauueHmu KOU ce cMemaam 

HecoooeemHu 3a xeMomepanuia Kaia coopJ1Cu uucnJ1amw~ u Kai oHue 11uu myMopu 20 U3pmveaam PD­
LI co CPS>JO 
OcHOBHaTa nHHHja H rrporHOCTH'IKHTe KapaKTepHCTHKH Ha 6onecTa o.n: rrorrynau,njaTa Ha cry.n:njaTa 
KEYNOTE-052 BKny'IyBane y.n:en Ha rrau,neHTH coo.n:seTHH 3a KOM6Irnau,nja 6a3HpaHa Ha 
Kap6orrnaTHH 3a KOH KOpHCTa e OU,eHeTa BO cnope.n:6eHa cry.n:nja H rrau,HeHTH COO,!l;BeTHH 3a MOHO­
xeMOTepaIIHja 3a KOH HeMa Ha pacrronarallie paH,!!;OMH3HpaHH rro.n:aTOU,H. ,D;orronHHTenHo, HeMa 
,!J;OCTaIIHH rro.n:aTOU,H 3a 6e36e,n;HOCTa H eqiHKaCHOCTa Kaj rrau,HeHTHTe co IIOHe)KHO 3,!!;paBje (Ha rrp. 
nepqiopMaHc-crnryc 3 cnope.n: ECOG) KOH ce cMeTaaT Hecoo.n:BeTHH 3a xeMoTeparrnja. Bo oTcycTBo 
Ha OBHe no.n:arnu,H, neM6ponn3yMa6 TPe6a .n:a ce yrroTpe6ysa co npeTna3nHBOCT Kaj osaa norrynau,nja 
no BHHMaTenHO pa3rne.n:yBaH,e Ha IIOTeHU,HjanHHOT pH3HK-KOpHCT Ha HH,!l;HBH.n:yanHa OCHOBa. 

Ynompe6a Ha neM6poJZU3VMa6 KaKo npea JZUHuia Ha mpemMaH Ka; nauueHmu co NSCLC 
Omnrn 3eMeHo, 6nno 3a6ene)KaHo ,n;eKa 3aqecTeHocrn Ha HecaKaHH peaKU,HH 1<aj Tepannjara Ha 
KOM61rnau,nja co neM6ponH3yMa6 e IIOBHCOKa OTKOnKy Kaj MOHOTepannjaTa co rreM6ponH3yMa6 HnH 
caMO co xeMoTeparrnja, peqineKTHpajKH rn rrpH,!!;OHeCHTe Ha ceKoja o.n: OBHe KOMIIOHeHTH (BH,!l;eTe rn 
.n:enoBHTe 4.2 H 4.8). Hee .n:ocTarrHa .n:npeKTHa crrope.n:6a Ha rreM6ponH3yMa6 Kora ce yrroTPe6yBa BO 
KOM6Httau,Hja co xeMOTeparrHja BO O,!l;HOC Ha MOHOTepam1jaTa co neM6poJJH3yMa6. 

J1eKapHTe Tpe6a .n:a j a 3eMaT npe,!!;BH,!I; paMHOTe)l(aTa IlOMefy KOpHCTa H pH3HKOT o.n: ,!J;OCTailHHTe 
OIIU,HH Ha neKyBaH,e (MOHOTepanwja co neM6poJJH3yMa6 HJJH neM6ponn3yMa6 BO KOM6HHau,wja co 
xeMoTepannja) npe.n: .n:a ro 3ano1IHaT neKyBaH,eTO Kaj npeTXo,n;Ho HeneKyBaHH nau,weHTH co 
HeCHTHOKneTO'IeH 6eno.n:po6eH 1<apu,HHOM 'IHM rnro ryMopH HMaar e1<crrpecnj a PD-L 1. 

ITo.n:aTOU,HTe 3a eqiHKaCHOCTa H 6e36e.n:HOCTa o.n: nau,HeHTH Ha B03paCT ?:.75 ro,n;HHH ce orpaHHtieHH. 
Kaj nau,HeHTHTe Ha B03pacT ?:.75 ro,n;HHH, KOM6HHHpaHaTa Teparrnja co neM6ponH3yMa6 Tpe6a .n:a ce 
KOpHCTH co npeTTTa3IlHBOCT no BHHMaTenHO pa3rne.n:yBaH,e Ha IlOTeHu,HjanHaTa KOpHcT/pH3HK Ha 
HH.!1:HBH.n:yanHa OCHOBa (BH,!l;eTe ro .n:enoT 5.1). 

Ynompe6a Ha neM6poJZU3VMa6 3a ao;yeaHmHo JZeryea,ve Ha nauueHmu co MeJZaHoM 

OHJJ 3a6eJJe)KaH TpeH.n: KOH 3roJJeMeHa 3alJeCTeHOCT Ha TeIIIKH H cepH03HH HecaKaHH peaKl],HH Kaj 
rrau,HeHTH Ha B03pacT?:. 75 ro,n;HHH. Ilo.n:aTOU,HTe 3a 6e36e,n;HOCTa Ha rreM6ponH3yMa6 BO a,ajyBaHTHH 
OKOilHOCTH Ha MenaHOM Kaj nau,HeHTH Ha B03pacT?:. 75 ro.n:HHH ce orpaHH'IeHH. 

Ynompe6a HQ neM6pOllU3VMa6 60 KOM6uHauuia co QKCUmUHU6 KQKO npea JlUHu;a HQ mpemMaH HQ 
nauueHmu co peHaJleH KapuuHoM (RCC) 
Kora neM6ponH3yMa6 ce .n:aBa co aKCHTHHH6, 6nne npHjaBeHH IlOKaqyBaffia TTOBHCOKH o.n: 
otieKyBaHHTe qipeKBeHU,HH o.n: cTeneH 3 H 4 Ha ALT H AST Kaj rrau,HeHTHTe co Hanpe.n:eH peHaneH 
KapUHHOM (RCC) (BJi,!l;eTe ro .n:enoT 4.8). EH3HMHTe Ha u,pHHOT .n:po6 rpe6a .n:a 6w,n:aT npoBepyBaHH 
rrpe.n: OTIIO'IH)'BaH,e Ha neKyBallieTO H rrepHO,!J;H'IHO BO TeKOT Ha neKyBaH,eTO. Mo)Ke .n:a ce 3eMe 
npe,!!;BH,!J; rroqecTa rrpoBepKa Ha eH3HMHTe Ha U,pHHOT .n:po6 BO crrope.n:6a Kora neKOBHTe ce KOpHCTaT 
KaKo MOHOTeparrnja. Tpe6a .n:a ce cne,n;aT yrraTCTBaTa 3a crrpaByBaH,e co neKyBaH,eTO 3a ,n;BaTa neKa 
(BH,!l;eTe ro .n:enoT 4.2 H rrpoBepeTe ro 36HpHHOT H3BeIIITaj 3a oco6HHHTe Ha neKOT 3a aKCHTHHH6). 

~ -;>-~-~ 
TiauHeHTH HCKJIVlJeHM 0.ll KJJHHM'IKHTe HCTTHl)'.BaH,a ✓,.J..o'i, o· _ 11<,f:.--....." 

• ,c,..V ,...--i i:. I ll; p /<-,-"~ ITauweHTHTe co cne.n:HHBe cocrnJ6H 6wne HCKnytieHH o.n: KJJHHH'IKHTe ncnHryBaffia: aKTHB '"<,l.r- -iv;, .. ~-~ 
MeTaCTa3H Ha I..leHTpanHHOT HepBeH CHCTeM {qHC), ECOG PS?:. 2 (ocBeH 3a ypoTennjan J~w':W'f i ·l>\ '\;;:,\_-
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aKTHBHa CHCTeMCKa aBTOHM)'Ha 6onecT; HHTepCTHQHjaJIHa 6onecT Ha 6eJIHTe .!l,p060BH; npeTXo.IJ,eH 
TIHeBM0HHTHC 3a KOj 6HJia TIOTpe6Ha CHCTeMCKa TepanHja co K0pTHK0CTep0H.IJ,H; HCTOpHja Ha TeIIIKa 
XHnepceH3HTHBH0CT Ha .!l,pyro M0H0KJI0HaJIH0 aHTHTeno; KOH npHMaaT HM)'HocynpecHBHa TepanHja H 
HCTOpHja Ha TeIIIKH HecaKaHH peaKQHH TI0Bp3aHH co HM)'HHTeT0T 0)), JieKYBaH>eT0 co HTIHJIHM)'Ma6, 
.IJ,eqrnHHpaHO KaK0 KaKBa 6HJIO TOKCH'IH0CT o,n; 4 CTeneH HJIH T0KCH'IH0CT 0)), 3 CTeneH 3a Koja e 
TIOTpe6eH TpeTMaH co K0pTHK0CTep0H)J,H (> 10 mg/.IJ,eH npe.IJ,HH30H HJIH eKBHBaJieHTH0 Ha Hero) 3a 
TIOBeKe 0)), 12 He.IJ,eJIH. IlaQHeHTHTe co aKTHBHH HHcpeKQHH 6HJie HCKJI)"IeHH 0)), KJIHHH'lKHTe 
HcnHryBaH>a H o.IJ, HHB 6Jrno no6apaHo ,n;aja H3JieKyBaaT HHcpeKQHjarn npe,n; ,n;a ro npHMaaT 
neM6poJIH3yMa6. IlauHeHTHTe co aKTHBHH HHcpemm1 KOH ce nojaByBaaT BO TeK0T Ha TpeTMaH0T co 
neM6poJIH3YMa6 ce IlO.IJ,06pHJie co C00.IJ,BeTHa Me.IJ,HQHHCKa TepanHja. IlauHeHTHTe co KJIHHH'IKH 
3Ha'lHTeJIHH 6y6pe)l(HH a6HOpMaJIHOCTH (KpeaTHHHH > 1,5 X ULN) HJIH a6HopMaJIHOCTH Ha UPHH0T 
.IJ,po6 (6HnHpy6HH > 1,5 x ULN, ALT, AST> 2,5 x ULN BO oTcycrno Ha MeTaCTa3H Ha UPHH0T .!l,po6) 
Ha 0CH0BHaTa JIHHHja 6HJie HCKJiy'leHH 0)), KJIHHH'lKHTe HCTIHryBaH>a, na cnope.!l, Toa, HHcpopMaQHHTe 
ce orpattH1Iem1 Kaj nauHeHTHTe co TeIIIKH 6y6pe)l(HH HapyIIIyBaH,a H yMepeHH )),0 TeIIIKH HapyIIIyBaH>a 
Ha UPHH0T ,n;po6. 

3a cy6jeKTHTe co penanceH HJIH pecppaKTopeH KJiaCH'leH XOI,IKHH JIHMcpOM, orpaHH'leHH ce 
KJIHHH'lKHTe Il0.IJ,aT0QH 3a ynoTpe6arn Ha neM6poJIH3yMa6 Kaj nauneHTH KOH He ce C00.IJ,BeTHH 3a 
ASCT o.IJ, .IJ,pyrn npH'IHHH ocBeH HeycnexoT co cnacyBa'lKa xeMoTepanHja (BH.IJ,eTe ro .IJ,enoT 5.1 ). 

Ilo BHHMaTeJIH0 pa3rJie.IJ,yBaH>e Ha noTeHQHjaJIHHOT 3fOJieMeH pH3HK, neM6poJIH3yMa6 M0)l(e .IJ,a ce 
ynoTpe6yBa co C00.IJ,BeTH0 Me.IJ,HQHHCK0 cnpaByBaH>e Kaj 0BHe nauHeHTH. 

KapTH'lKa 3a H3BeczyBaH>e Ha nauHeHT0T 
Cme KOH ro npenHIIIyBaaT KEYTRUDA Mopa ,n;a 6H,n;aT 3aTI03HaeHH co HHcpopMaQHHTe 3a neKapoT H 

YnaTCTBaTa 3a cnpaByBaH>e. JlHQeTO Koe ro npeITHIIIYBa Mopa co nauHeHT0T .IJ,a m .IJ,HCKYTHpa 
pH3HQHTe o.IJ, Tepam1jarn co KEYTRUDA. IlaQHeHTOT Ke 6H.IJ,e CHa6.IJ,eH co KapTH'IKa 3a H3BecryBaH>e 
Ha nauueHT0T co ceKoe npen11IIIyBaH>e Ha neK0T. 

4.5 U:nTepaKQHja co ~pyru JICKOBH u ~pyru 4>opMH ua HHTepaKQHja 

He ce cnpoBe.IJ,eHH cpopMaJIHH cpapMaKOKHHeTH'lKH CTY.IJ,HH 3a HHTepaKQHja Ha JieK0BH co 
neM6ponu3yMa6. EH.IJ,ej1<11 neM6ponu3yMa6 ce npo1IucryBa o,n; uupKynauHjarn npeKy Karn6onmaM, He 
ce 0'leKyBaaT JieK-JieK HHTepaKQHH BO MeTa60JIH3MOT. 

YnoTpe6arn Ha CHCTeMCKH K0pTHK0CTep0H)J,H HJIH HMyHocynpeCHBH npe.IJ, 3aIT0'lHyBaH>eTO Ha 
neM6poJIH3yMa6 Tpe6a .IJ,a ce IB6erttyBa nopa.IJ,H HHBHaTa IlOTeHQHjaJIHa HHTepcpepeHQHja co 
cpapMaKO)J,HHaMCKaTa aKTHBH0CT H ecpHKaCHOCT Ha neM6poJIH3yMa6. CenaK, CHCTeMCKHTe 
K0pTHK0CTep0H)J,H HJIH .!l,pym HM)'H0cynpeCHBH M0)l(e .IJ,a ce ynoTpe6yBaaT no 3aTI0'IHyBaI-heTO Ha 
neM6poJIH3yMa6 3a JieKyBaH>e Ha HecaKaHH peaKQHH TI0Bp3aHH co HM)'HHTeT0T (BH)J,eTe ro .IJ,eJI0T 4.4). 
KopTHKOCTepOH.!l,HTe M0)l(e HCTO TaKa .IJ,a ce ynoTpe6yBaaT KaK0 npeMe.IJ,HKaQHja, Kora 
neM6poJIH3yMa6 ce I<0pHCTH BO KOM6HHaQHja co xeMOTepan0ja, KaK0 aHrneMeTH'lKa npocpHJiaKCa 
HIHJIH 3a .IJ,a ce y6Jia)l(aT HecaKaHHTe peaKQHH TI0Bp3aHH co xeMOTepanHjarn. 

4.6 <l>epTHJIHOCT, 6peMeHOCT H Jl3KTaQnja 

)KeHH co IlOTeHUHjan na 3a6peMeHaT 
)Kemne co TIOTeHI~Hjan ~a 3a6peMeHaT Tpe6a .IJ,a K0pHCTaT e<peKTHBHa KOHTpauenQHja BO TeK0T Ha 
TpeTMaH0T co neM6poJIH3yMa6 H HajMaJIKY 4 MeceuH no TI0CJie.IJ,HaTa )J,03a co neM6poJIH3yMa6. 

EpeMeHocT 
HeMa no.IJ,aTOQH 3a ynoTpe6arn Ha neM6poJIH3yMa6 Kaj 6peMeHH )l(eHH. He 6Hne cnpoBe.IJ,eHH 
penpo,n;yKTHBHH cry.n;HH co )l(HB0THH co neM6pOJIH3yMa6; cenaK, Kaj M0)J,eJIHTe Ha 6peMeHOCT - --
rno,n;apH, ce IT0I<a)l(aJia 6no1<a,n;a Ha CHrHaJIH3HpaH>e Ha PD-Ll co 1<oja ce npeI<HHyBa Tone '.1/""Mjaflt~z,~ 
cpezycoT H pe3ymHpa BO 3roJieMeHa 3ary6a Ha cperycOT (BH.IJ,eTe to ,n;enoT 5.3). OBHe p ~ tlE P.4.11/:-s~\ 
HH)J,HQHpaaT IlOTeHQHj aneH pH3HI<, Bp3 0CH0Ba Ha HeroBH0T MexaHH3aM Ha .IJ,ej CTB0, ; ~ ~'1iai-w,~ <' t<-·>;, \ 
neM6ponmyMa6 BO TeK0T Ha 6peMeHOCTa M0)l(e .IJ,a MY HaIIITeTH Ha cpezycoT, BKJIY'IY ~w w {{._~;;:,;,~ t. ~ \ 
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3rorreMeHH crnnKH Ha a6opzyc H Mprnopo]];eHH. XyMaHme HMYHOrno6yITHHH G4 (IgG4) ce no3HaTH 
)];eKaja npeMHffYBaaT nrraQeHTarrHarn 6apHepa; cnope]]; TOa, 6H)];ejKH e IgG4, neM6porrH3yMa6 HMa 
noTeHQHjarr )];a 6H)];e npeHeceH O)]; MajKaTa Ha <pezycoT BO pa3Boj. fieM6porrH3yMa6 He Tpe6a )];ace 
ynoTpe6yBa BO TeK0T Ha 6peMeHOCTa ,D;0K0JIKY KJIHHH'IB:aTa COCTOj6a Ha )KeHaTa He 6apa rreKyBaH,e co 
neM6poITH3yMa6. 

Iloe11,e 
He e no3HaTO )];aJIH neM6poJIH3yMa6 ce H3JiaqyBa BO qoBeqK0T0 MJieK0. DH)];ejKH e no3HaTO ]];eKa 
aHTHTerrarn M0)Ke ]];a ce H3ITaqyBaaT BO qoBeqKoTO MITeKo, He M0)Ke ]];a ce HCKnyqH pH3HK0T Bp3 
HoBopo]];eHqM11,arn/6e6H11,arn. Tpe6a ,na ce )];0Hece o)];rryKa )];aJIH )];a ce npeKHHe ]];oe11,ern HJIM ,na ce 
npeKHHe neM6pomnyMa6, 3eMajKHja npe]];BM)]; K0pHCTa 0)1; )];0eH,eTO 3a ]];eTeTO M K0pHCTa 0)1; 
TepanHj am co neM6porrH3yMa6 3a )KeHaTa. 

<l>eprnrrHOCT 
HeMa )];0CTanHH KJII-IHHqKH no]];aT0QH 3a M0)KHHTe e<peKTH Ha neM6pOJIH3yMa6 Bp3 <pepTHJIHOCTa. 
HeMaJIO 3a6eITe)KJIHBH e<peKTH Kaj MaIIIKHTe H )KeHCKHTe penp0)];yKTHBHH opraHM Kaj MajMYHH Bp3 
0CH0Ba Ha 1-Meceqmi: H 6-MeceqHH C'I)')];HH 3a T0KCITTH0CT Ha Il0BTopeHa )];03a (BH)];eTe ro ]];eJI0T 5.3). 

4. 7 Ectieicrn Bpl CUOCOOHOCTa 33 B03eJLe " paK)'BaILeTO co Mamnnn 

ITeM6poITM3yMa6 M0)Ke ]];a HMa Marro BJIHjaHHe Bp3 cnoco6HOCTa 3a B03eH,e H paKYBaH,e co MaIIIMHM. 
farn npHjaBeH 3aMop no )];aBa11,ern Ha neM6porrH3yMa6 (BH)];eTe ro )];erroT 4.8). 

4.8 HecaKann )];ejcTea 

Pe3HMe Ha 6e36e11HOCHMOT npoqmIT 
fieM6poJIH3yMa6 e HajqecTO noBp3aH co HecaKaHH peaKQHH noBp3aHH co HMYHHTeT0T. fioBeKeTO 0)1; 
mrn, BKrryqyBajKH H TeIIII<H peaKQMH, 6Mrre 0TCTpaHeTH no 0TnoqeyBaH,e Ha C00)];BeTHa Me)];HQMHCKa 
TepanHja MITH noBJieKyBaH,e Ha neM6poJIH3yMa6 (BH)];eTe ,,OnHC Ha 0]];pe]];eHH HecaKaHH peaKQHH" 
nO)];OJiy). 

ne36e)];HOCTa Ha neM6pOITH3yMa6 KaK0 MOHOTepanHja 6HITa 0QeeyBaHa Kaj 4,948 naQHeHTH co 
Hanpe]];eH MerraHoM, peceQHpaH MeITaH0M o)]; III CTMHYM (a,rrjyBaHTHa TepanHja), NSCLC, cHL, 
ypoTerrHjarreH KapQHH0M, HITH HNSCC npeKy qeTHpH )];03H (2 mg/kg Ha ceK0H 3 He]];eJIH, 200 mg Ha 
ceK0H 3 He]];eITH HJIH 10 mg/kg Ha ceK0H 2 HJIH 3 He)];eJIH) BO KITHHHqKH C'I)')];MH. 3aqecTeHOCTHTe KOH 
ce BKnyqeHH no)];0ITY HBO rn6eITa 2 ce 6a3HpaaT Ha CHTe npHjaBeHH HecaKaHH peaKQHH Ha ITeK0T, 6e3 
orrre)]; Ha 0QeHKaTa Ha HCTpa)KyBa'-I0T 3a npH'-IHHaTa. Bo 0Baa nonyrraQHja Ha naQHeHTH, cpe]];H0T0 
BpeMe Ha 3a6erre)KyBa11,e 6HITO 7,3 MeceQH ( oncer: 1 )];eH )];O 31 MeceQ), a Haj'-leCTHTe HecaKaHH 
peaKQHH co neM6poITH3yMa6 6HITe 3aMop (34,1 %), HCHn (22,7%), ra)];e11,e (21,7%), )];Hjapea (21,5%) H 
npypM'I)'C (20,2%). IToBeKeTO 0)1; npHjaBeHH HecaKaHH peaKQHH npH MOHOTepanHjaTa 6Hrre co Te)KHHa 
0)1; 1 MITH 2 CTeneH. HajcepH03HHTe HecaKaHH peaKQHH 6Hrre peaKQHH noBp3aHH co MMYHHTeTOT M 
TeIIJKH peaKQHH noBp3aHH co HH<pY3Hjarn (BH)];eTe ro ]];eJIOT 4.4). 

ne36e)];HOCTa Ha neM6poITmyMa6 BO KOM6HHaQHja co xeMoTepanHja 6Hrra oQeeyBaHa Kaj 791 naQHeHT 
co NSCLC KOH npHMarre 200 mg, 2 mg/kg MITH 10 mg/kg neM6pOITH3yMa6 Ha Ce KOH 3 He)];eJIH, BO 
KJIHHH'-IKH C'I)')];HH. 3a'leCTeHOCTHTe KOH ce BKJiyl.{eHH no)];orry H BO Ta6erra 2 ce 6a3HpaHH Ha CHTe 
npHjaBeHH HecaKaHH peaKQHH Ha rreKOT, 6e3 orrre)]; Ha 0QeHKaTa Ha HCTPa)KYBa'-IOT 3a npITTHHaTa. Bo 
oBaa nonyrraQHja Ha naQMeHTH, Haj'-leCTHTe HecaKaHH peaKQHH 6Hrre ra)];e11,e (49%), aHeMHja (48%), 
3aMop (38%), KOHCTHnaQHja (34%), )];Hjapea (31 %), HeyTPoneHHja (29%) H HaMarreH aneTHT (28%). 
HHQH)];eHQaTa Ha HecaKaHH peaKQHH 0)1; 3-5 CTeneH 6HITa 67% 3a KOM6HHHpaHaTa TepanHja co 
neM6porrH3yMa6 H 66% caMo co xeMoTepanHja. 



ep1-1Tpo,L1,H3ecTe3Hj a (28% ), ra,L1,e1-1,e (28% ), noKaY.J:eHa ALT (27% ), noKaY.J:eHa AST (26% ), ,ll,HCQ)OHHj a 
(25%), KaIIInm_\a (21 %) H KOHCTHnau;Hja (21 %). ilHu;H,ll,eHI.J;HTe Ha HecaKaHH peaKu;HH O,l], 3-5 CTeneH 
6Hne 76% 3a KOM6HHHpaHara TepanHja co neM6ponH3yMa6 H 71 % caMO co cyHHTHHH6. 

Ta6enapHa IlHCTa Ha HecaKaHH peaKUHH 
HecaKamITe peaKI.J;HH 3a6ene)KaHH BO KilHHH'IKHTe cry,l],HH Ha neM6pontt3yMa6 KaKO MOHOTepanHja 
HilH BO KOM6HHau;wja co xeMOTepanHja HilH ,ll,pyrn neKapcTBa npOTHB TYMOp, HilH np0jaBeHH O,l], IlOCT­
MapKeTHHIIIKara ynoTpe6a Ha neM6pontt3yMa6 ce HaBe,l],eHH BO ra6ena 2. HecaKaHHTe peaKI.J;HH 3a KOH 
e Il03HaTO ,l],eKa ce jaayBaaT npH neM6ponH3yMa6 HilH xeMOTepanHHTe ,l],a,l],eHH caMOCTOjHO, MO)Ke ,l],a 
ce nojaBaT BO TeKOT Ha TpeTMaHOT co KOM6Httau;1-1ja O,l], OBHe neKOBH, ,ll,ypH 1-1 aKO OBHe peaKI.J;HH He 
61-1ne npttjaBeHH BO KnHHH'IKHTe HCnHryBaH,a co KOM6HHHpaHa Tepan1-1ja. Om-1e peaKI.J;HH ce 
npHKa)KaHH npeKy CHCTeMCKa KnacmpHKau;wja Ha opraHH H cnope,ll, 3aY.J:eCTeHOCT. 3aY.J:eCTeHOCTa e 
,ll,eQ)HHHpaHa KaKo: MHOry B006HY.J:aeHH (2: 1/10); B006HY.J:aeHH (2: 1/100 ,l],O < 1/10); HeBoo6HY.J:aeHH (2: 
1/1.000 ,l],0 < 1/100); peTKH (2: 1/10.000 ,l],O < 1/1.000); MHOry peTKH ( < 1/10.000) 0 HeTI03HaTH (He 
MO)Ke ,l],a 6H,L1,aT npou;eHeTH O,l], ,l],OCTaTIHHTe IlO,l],aTOI.J;H). Bo paMKH Ha ceKoe rpyn1-1pa1-1,e Ha 
3aY.J:ecTeHOCTa, HecaKaHHTe peaKIJ;HH ce npHKa)KaHH no pe,L1,ocne,L1, Ha onafa1-1,e Ha cepH03HOCTa. 
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MoHoTepannja KoM6nHaunja co KoM6HHauuja co aKCHTHHH6 

xeMoTepanuja 

IImlieKUHH u umbecrnuuu 
Boo6wrneHH IIHeBMOHMia TIHeBMOHMia TIHeBMOHMja 

HapymyeaILa Ha KpBTa H JIHMcllHHOT 
CHCTCM 

MHory aHeMMja tteyrponeHHja, aHeMMja, 
Boo6wrneHH TJ)OM60:UMTOIIeHHia 
Boo6wrneHH TpOM60UMTOTieHMja, qie6pmrna HeyrponeHMja, atteMMja, Heyrponem1ja, 

JIMMq>oneHHja neyxoneHHja, JIMMq>oneHHja neyxoneHHJa, 
TpOM60UMTOIIeHHia 

HeBoo6wrneHH HeyTponeHMja, e03MHOqJHJIHja JIMMq>OIIeHHja, e03MHOqJHJIHja 
neyxoneHMja, 
eo3HHO$HJIHia 

Penm MM)'HOJIOIIIKa 
TpOM60UHTOIIeHJ111Ha 
nypnypa, 
xeMOJIHTlf'IKa 
aHeMHja, 'IHCTa 
epHTpOUHTHa 
aIIJia3Mja, 
xeMoq>aron:HTHa 
JIMMIDOXHCTHOUHTo3a 

HapymyeaILa Ha HMYH0JI0IDKH0T 
CHCTCM 

Boo6WiaeHH peaKUHja TIOBp3aHa co peaKn:Hja TIOBp3aHa co peaKn:Hja TIOBp3aHa co 
HHIDV3Hiarna HHIDV3Hi aTaa HHIDV3Hjarna 

HeBoo6WiaeHH CaPKOif,I(O3a 
Heno3HaTH OTq>pJiaH,e Ha 

TpaHCIIJiaHTHpaH 
llBPCT ooraH 

EH)lOKpHHOJIOUIKH HapymyBaILa 

MHory XHIIOTHpOif,I(H3aMb XHIIepTHpOH~H3aM, 
Boo6WiaeHH XHIIOTH00If,I(H3aMb 
Boo6WiaeHH XHIIepTHpOIf,I(H3aM XHTIOTHpOIf,I(H3aM, XHIIOqlH3HTHCc, THpOif,I(HTHCct, 

XHIIepTHPOH~H3aM a~peHaJIHa HHCy<pHU:HeHllHia 
HeBoo6WiaeHH XHIIOqJH3HTHCc, XHIIOqJH3HTHCc, THpOM,I(HTHC, 

THpOH~HTHCd, a~peHaJIHa HHCYq>HUHeHllHj a 
~peHanHa 
HHCY<bHU:HeHU:Hia 

HapymyBaILa Ha MeTa60JIH3MOT H 
ucxpaHaTa 

MHory HaMaJieH aneTHT HaMaJieH aneTHT HaMaJieH aneTHT 
B006lf'IaeHH 
Boo6WiaeHH XHIIOHaTpeMHja, XHIIOHaTpeMHja, XHTIOKaJieMHja, 

XHilOKaJieMHja, XHilOKaJieMHja, XHilOHaTpeMHja, 
XHTIOKaJIU:eMHia XHilOKaJIU:eMHja XHilOKaJIU:eMHia 

HeB006H11aeHM ~Hja6eTec MenHTyc ~Hja6eTec MeJIHTyc THTI 1 ~Hja6eTec MenHTyc THTI 1 • 
THII 1 e 

Ilcuxu_iaTpncKn HanvmvsaILa 
B006H11aeHH Hecomm,a HeCOHH:Ua HeCOHH:Ua 
HapymysaILa na HCPBHH0T CHCTCM 
MHory rnaBo6oJIKa 3aIIIeMeTeHOCT, nepHq>epHa rnaBo6oJIKa, ~Hcrey3Hja 
Boo6wrneHH HeBponaTHja, ~Hcrey3Hja, 

rnaBo6onKa L:,'/, ~ M; . ti}:«),~- :-,1~ OHE P-4 ; /f<;.,_, 
~~ ✓-~- -~►' . ~ ~ --"'~ 

I') ~"" ' \ :.: •• ·{: ~ .., fi.:' · i ,. ,:-. ~ I 
"f · "'- > '!:. \1 
~ ~ ;//',.}; In ~i' 

13 
·;l -z ·J f[:::;--:·~( ),'.h :,,_ }71 
-,;. \)) ~ --;;;~.c -. Jv fl,,,. , _. .. u .,., -~• ...... .-.-~ GJ I"- .. I 
~ .:) •·z • ('.) , _.; 
v~ '/,, ,,~ -::-,"'-:/ 

• • s,_,Y. u?. .;.>-,· 
-:c...,!- /-, 0 '1 I (::. :_,/. .. _ \ - .,. _, 



Boo61f'JaeHH 3aIIIeMeTeHOCT, neTaprnja 3ameMeTeHOCT, neTaprnja, 
nepmpepHa nepttcpepHa HeBponaTHja 
HeBponaT0ja, 
neTaprnja, 
,11,Hcrey30ja 

HeB006lf'IaeH0 enHnencttia en0nenc0ia C0H)],p0M Ha M0jacTeH0iag 
PeTKH I]yn0jaH-EapeoB 

C0H,!J,p0Mf, C0H)],p0M 
Ha M0jacTeH0jag, 
MeH0Hf0T0C 
(acenTlf'IeH), 
emi;ecpanHrnc 

HapymyeatLa na oquye 
Boo61f'IaeHH CYB0 01!0 CYB0 01!0 CYB0 01!0 
HeB006wrneH0 YBe0T0Ch YBeHTHCh 

PeTK0 Borr-Kojattarn-
Xapa)],a CHH)],POM 

Cp1-een nanvmyeatLa 
Boo61f'IaeHH cpueBa ap0TMHjat cpueBa apHTMHja t cpueBa apHTM0jat 

(BKnyqyBajfm (BKnyqyBajKH aTpHjanHa (BKnyqyBajKH aTpHjanHa 
aTpHjanHa qm6pHnauHja) qm6pHnaIJ;Hja) 
cpH6pHnaIJ;Hja) 

HeBoo61f'IaeHH nepHKap)],HjaneH nepHKap)],HjaneH mnBB, MHOKap)],HTHC 
H3JIBB,nepHKap)],HTHC nepHKap)],HT0C 

PeTKH MHOKaP)],HTHC 
BacKYJiapnu napymyeatLa 
MHory XHnepTeH3Hja 
Boo61f'IaeHH 
Boo6wrneHH xHneoTeH3Hia XHneoTeH30ia 
PecnnpaTopnu, TopaKaJIHH H 
Me,1J;njacTnnaJIHH napymyeatLa 
MHory )],0cnHej a, KaIIIJiliIJ;a )],licntteja, KaurnHua )],HCTIHeja, KaIIIn0ua, 
Boo61f'IaeHH )],HC(pOHHja 
Boo61f'IaeHH TIHeBMOHHTHd rrneBMOHHTHd nHeBMOHHTHd 
racTponnTecTnnaJIHH nanvmyeatLa 
MHory )],Hjapea, )],Hjapea, ra)],ellie, n0Bpaka1I>e, )],Hjapea, a6)],0MHHanHa 6onKai, 
B00601IaeHH a6)],0MHHanHa 6oJIKai, KOHCT0IlaIJ;Hja,a6)],0MHHanHa ra)],ellie, noBpakallie, 

ra)],ellie, noBpakallie, 6oJIKai KOHCTHilaIJ;Hja 
KOHCTliilaIJ;Hja 

Boo6uqaeHu KOJIHTHCk, CVBa YCTa KOJlliTHCk CVBa YCTa KOJIHTHCk cyBa ycTa 
HeB0060qaeH0 naHKpeaT0T0c' nattKpeaT0T0c1 naHKpeaT0T0c' 
PeTK0 nepcpopaIJ;Hja Ha 

TeHKOTO IJ;peBO 
XenaTo6nJiniapnu nanvmveatLa 
Boo61f'JaeHH xenaTHTHCm xenaTHTHcm 
HeBoo61f'JaeHli xerraTHTHCm 
HapymyeatLa na Ko~aTa u 
D0TK0~H0T0 TKHB0 
MHory HCliil°, IlpypHTyC0 Hc0nn,anoneIJ;Hja,npyp0ryc0 CHH)],pOM Ha IlanMapHO-
B006H1IaeHH nnaHTapHa 

epHTp0)],H3eCTe3Hja, HCHil°, 
IlPYPHTYC0 

B0061f'Iaem-1 TeIIIKH KO)KHH TeIIIKH KO)KHH peaKIJ;HHP, TeIIIKH KO)KHH peaKUHHP, 
peaKUHHP, epHTeM, epHTeM, )lepMaTHTHC BO )],epMaTHT0C BO cpopMa Ha 
BHTHnHro\ cyBa cpopMa Ha aKHH, cyBa KO)Ka 

3KHH, AC~!!';"; 
KO)J(a, anoneIJ;Hja, KO)J(a, ano ~'a', 81¥~g;,~ 

' <c.. ... ~ ,, · ,y 
ef3eMa, )],epMaTHTHC epHTeM "?/-~~ · 'II'<·'. S., 
BO cpopMa Ha aKHH <.; Q.- ~~ -~, , .. 

a" ""'" ;1,)7v-7: "'-:-~ (', ~· \ 
r"> IIJ .iJ·r.~(~\ t: 0 : 
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HeBoo6wrneHH JIID<eHOH,n:Ha ncopHja3a, ,n:epMaTHTHC, npoMeHH BO 6ojaTa Ha KOCaTa, 
KepaTo3a', ncopaja3a, er3eMa, npoMeHH BO 6ojarn Ha JIID<eHOH,n:Ha KepaTo3a', 
.n:epMaTUTUc,nanyJIH, KOCaTa,JIID<eHOH,n:Ha nanyJIH, ncopuja3a, 
npoMeHu Bo 6ojarn Ha KepaT03a,nanyJIH,BHTHJIUroq BHTHJifilOq 
KOCaTa 

PeTKU TOKcwrna 
enH,n:epManHa 
HeKponu3a,CTHBeHc-
J.IoHCOH CHHJJ:POM, 
epUTeMa HO.D:O3YM 

Hapymyean.a ua 
MYCKYJIH0CKeJieTH0T0 H CBp3H0T0 
TKHB0 

MHory M)'CKYJIHOCKeneTHa M)'CKYJIHOCKeneTHa 6oJIKa5
, M)'CK)'JIHOCKeJieTHa 6oJIKa5

, 

Boo6wrneHH 6oJIKa5
, apTPanrnja apTPanrnja apTPanrnja,6oJIKaBo 

eKCTpeMHTeTHTe 
Boo6wrneHH 6oJIKa BO MH03HTHCt, 6oJIKa BO MH03HTHCI, apTPHTHCu, 

eKCTpeMHTeTHTe, eKCTPeMHTeTHTe, apTPHTHcu TeHOCHHOBHTHCv 
MH03HTHC\ aPTPUTHCu 

HeBoo6wrneHH TeHOCHHOBHTHCv TeHOCHHOBHTHCv 
Ey6pe;rcHu u ypuuapeu Hapvmyea1La 

Boo6wrneHH Heq>pHTHCw, aK)'THa 6y6pe)l(f!a aK)'THa 6y6pe)l(Ha noBpe.n:a, 
noBpe,n:a He<bpHTHCw 

HeBoo6wrneHH He<bpHTHCw 
OnmTn Hapymyean.a u cocToj6u Ha 
MCCT0T0 Ha ,1J;aBa1Le Ha JICK0T 

MHory 3aMop, acTeHHja, 3aMop, acTeHHja, e,n:eMX, 3aMop, acTeHHja, nupeKcuja 
Boo6wrneHH e,n:eMX, TIHPeKCHja nupeKcuja 
Boo6WiaeHH 6oJieCT CJIWIHa Ha Mopmmu, 6onecT CJIWIHa Ha e,n:eMX, 6onecT cJIWIHa Ha 

rpHn, MOPHHUH rpHTI rpHTI, MOPHHD:H 
licnHTYBalLa 

MHory TIOKat:JeHa aJiaHHH TIOKat:JeHa aJiaHHH 
B006WiaeHH aMHHOTPaHcq>epa3a,noKat:JeH aMHHOTPaHcq>epa3a,noKat:JeHa 

KpeaTHHHH BO KpBTa acnaprnT aMHHOTPaHcq>epa3a, 
TIOKat:JeH KOeaTHHHH BO KDBTa 

Boo6WiaeHH noKat:JeHa acnapTaT noKat:JeHa acnapTaT noKat:JeHa aJIKaJIHa qiocq>aTa3a 
aMHHOTpaHcqiepa3a, aMHHOTPattcqiepa3a, BO KpBTa, TIOKatJeH 
noKatJeHa anamrn XHnepKarru;eMHja, TIOKatJeHa 6HJIHpy6HH BO KpBTa 
aMHHOTPaHcq>epa3a, aJIKaJIHa qiocq>aTa3a BO KpBTa 
XHTiepKaJIU:eMHja, 
IlOKatJeHa aJIKaJIHa 
qiocqiaTa3a BO KpBTa, 
TIOKat:JeH 6HJIHpy6HH 
BO KpBTa, TIOKatJeH 
KpeaTHHHH BO KDBTa 

HeBoo6WiaeHH noKatJeHa aMHJia3a IIOKatJeHa aMHJia3a, IIOKatJeH rroKatJeHa aMHJia3a 
6HJIHDV6HH BO KPBTa 

* 3a'!ecTeHOCTa Ha HeCaKaHJ!Te peaKl.Ulli rrpHKll)l(aHa BO Ta6ena 2 MOlKe )la He e lleJIOCHO rrpHITHIIIaHa CaMO Ha 

rreM6pOJIH3yMa6 TYKY MOlKe )la CO)lplKH H npH)lOHec O)l OCHOBHaTa 6onecT HJIH O)l )lpym Me)lHllHHCKH npoH3BO)lH KOH ce 

KOpHCTaT BO KOM6Irnmnja. 

t:i;a31lpaHO Ha CTaH)lap)leH npalllaJIHHK BKJiyqyBajKH 6pa.unapHTMHH n TaxttapHTMHJI. 

CJie)lHHTe TepMJIIDI rrpeTCTaByaaaT rpyrra Ha 11OBp3aHJI HaCTaHH KOH omrnryaaaT Me)lHI{HHCKa COCTOj6a OTKOJIKY e)lJIHCTBeH 
HaCTaH. 



h. yBeHTHC (HpHTHC J,f HpH.l{O[(J,IKJIHTHC) 
i. nHeBMOHHTHC (HHTepCTHUHjanHa 6onecT Ha 6enHTe .ztp060BH) 
j. a6.l{OMHHanHa 6onKa (a6.l{OMHHanHa Henaro.l{HOCT, ropHa a6.l{OMHHanHa 6onKa tt .l{OnHa a6.l{OMHHanHa 6onKa) 
k. KOTIHTHC (MHKpOCKOilCKH KOTIHTHC, eHTepOKOTIHTHC, xeMoparH'IeH eHTepOKOTIHTHC J,f aBTOHMytt KOTIHTHC) 
I. IlaHKpeaTHTHC (aBTOHMYH naHKpeaTHTHC J,f aKyTeH IlaHKpeaTHTHC) 
m. xenaTHTHC (aBTOHMYH xenaTHTHC, xenaTHTHC IlOBp3aH co HMyttHTeTOT J,f IlOBpe.zta Ha UPHHOT .ztpo6 npe~3BHKaHa 

O.l{ neKOT) 
n. HCHTT (epHTeMaTo3eH HCHTT, «tiomucynapeH HCHn, reHepamnttpaH HCHTT, MaKynapeH HCHTT, MaKyno-nanynapeH HCHn, 

nanynapeH HCHil, npypHTCKH HCHil, Be3HKynapeH HCHil H reHHTaneH HCHn) 
o. npypHryc (ypTHKapttja, nanynapHa ypTHKapttja, reHepantt3Hpatt npypttryc H reHHTaneH npypHryc) 
p. TelliKH KOJl<HH peaKI.\HH (6yno3eH .ztepMaTHTHC, eKc«tionttjaTHBeH .l{epMaTHTHC, epHTeM MynTmjlopMe, 

eKc«tionttjaTHBeH HCHil, neM«tittryc, HeKp03a Ha KOJl<aTa, TOKCWIHa epynuttja Ha KOJl<aTa J,f CTeneH ~ 3 O.l{ cne.l{HOTO : 
aKYTHa «tie6pttnHa HeyTpo«tiHnHa .rtepMaT03a, KOHTY3Hja, .l{eKy6HTYC YTII.\CP, .rtepMaTHTHC BO «tiopMa Ha ncopHjaJa, 
epynuttja 0.l{ neKOT, ll<OTITHUa, neM«tittroH.l{, npypttryc, rettepanH3HpaH npypttryc, HCHil, epHTeMaT03eH HCHil, 
reHepanH3Hpatt HCHil, MaKyno-nanynapeH HCHil, npypHTHqeH HCHn, nycTynapeH HCHil H KOJl<Ha ne3Hja) 

q. BHTHnttrO (.rtenttrMeHTauttja Ha KOJl<aTa, XHilOilHrMeHTaUHja Ha KOJl<aTa J,f XHilOTTHrMeHTauttja Ha oqHHTe Kanautt) 
r. TIHXCHOH.l{Ha KepaT03a (nHXeH nnattyc H nHXeH CKnep03yc) 
s. MYCKYnHOCKeneTHa 6onKa (MycKynHOCKeneTHa HenarO.l{HOCT, 6onKa BO rp6oT, MYCKYTIHOCKeneTHa BKoqatteTOCT, 

MycKynHOCKenema 6onKa BO rpa.l{HTC H TOpTHKOnttc/HcKpHBeH BpaT) 
t. MH03HTHC (MHjanrnja, MHOilaTHja, peBMaTCKa nonHMHjanrnja J,f pa6.l{OMHOnH3a) 
u. apTpHTHC (oTeKyBaH,e Ha 3rn060BHTe, nonttapTpHTHC J,f 3rno6Ha e«tiy3Hja) 
V. TCHOCHHOBHTHC (TeH.l{OHHTHC, CHHOBHTHC tt 6onKa BO TCTHBHTe) 
w. He«lipHTHC (aBTOHMytt He«tipHTHC, ry6ynoHHTepcTHUHjaneH He«tipHTHC H 6y6pell<Ha HHcy«timnieHI.1Hja, aKyTHa 

6y6pell<Ha HHcy«liHllHCHI.IHja HTIH aKYTHa 6y6pell<Ha IlOBpe.l{a co .l{0Ka3 3a He«tipHTHC, He«tipoTH'ICH CHH.l{pOM) 
X. C.l{CM (neptt«liepeH e.l{eM, reHepanH3HpaH e.l{eM, npenonHeTOCT co TeqHQCT, 3!1.l{pll<yBaH,e Ha TeqHOCTH, e.l{eM Ha 

oqHH KanauH J,f e.l{eM Ha ycHH, C.l{CM Ha nHQe, noKantt3Hpatt C.l{CM H nepHop6HTaneH e.l{eM) 

OnHC Ha 01Ipe1IeHH HecaKaHH peaKUHH 
Tio,l:laTOQHTe 38 CJie):IHHTe HecaKaHH peaKQHH noBp3aHH co HM)'HHTeTOT ce 3aCH0BaHH Ha naQHeHTH 
KOH ro npHMaJie neM6poJIH3yMa6 npeKy tJeTHpH ,l:I03H (2 mg/kg Ha ceK0H 3 He,l:leJIH, 10 mg/kg Ha 
ceK0H 2 HJIH 3 He):leJIH, HJIH 200 mg Ha ceK0H 3 He,l:lem1) BO KJIHHH'IKH cry,l:IHH (BH,l:leTe ro ,l:leJI0T 5.1). 
YnaTCTBaTa 38 cnpaByBaH:,e 38 0BHe HeCaKaHH peaKQHH ce omunaHH BO ,neJI0T 4.4. 

HecaKaHu peaKuuu noep3aHu co UMVHumemom (euoeme 20 oeRom 4.4) 

IIHeBMOHumuc noep3aH co UMyHumemom 

TIHeBMOHHTHC ce nojaBHJI Kaj 182 (3,7%) nanHeHTH, BKJIY'IYBajKH rn CJIY1IaHTe 0):12, 3, 4 HJIH 5 
CTeneH Kaj 78 (1,6%), 48 (1,0%), 9 (0,2%) H 7 (0,1 %) naQHeHTH, noe,l:IHHetJH0, KOH ro npHMaJie 
neM6poJIH3yMa6. Cpe,l:IHOTO BpeMe Ha OTIIOtJHyBalhe Ha nHeBMOHHTHC 61mo 3,7 Mecenn (Bo oncer 0):1 
2 ,neHa ):lo 21,3 MecenH). Cpe,l:IHOTO BpeMeTpaelhe 6HJIO 1,9 MeceQH (Bo oncer o,n 1 ):leH ,l:IO 17,2+ 
Mece1..1H). TIHeBMOHHTHCOT no'IeCTO ce nojaByBaJI Kaj naQHeHTHTe co HCTOpHja Ha npeTXO,l:IHO 
TOpaKaJIHO 3patJelhe (8, 1 % ) OTK0JIKY Kaj IIa1..1HeHTHTe KOH npeTX0,l:IH0 He 6HJie n0,l:IJI0:>I<:eHH Ha 
TOpaKaJIHO 3patJelhe (3,3%). TIHeBMOHHTHCOT ,l:IOBeJI ,l:10 npeKHHyBaH:,e Ha rreM6poJIH3yMa6 Kaj 75 
(1,5%) naQHeHTH. TIHeBMOHHTHCOT 6HJI 0TCTpaHeT Kaj 101 rraQHeHT, 2 co ceKBeJIH. 

Kaj naQHeHTHTe co NSCLC, nHeBM0HHTHC ce nojaBHJI Kaj 107 (4,9%), BKJIYtJyBajKH CJIY'I8H o,n 2, 3, 4 
HJIH 5 CTeneH Kaj 39 (1,8%), 30 (1,4%), IO (0,5%) H 9 (0,4%), rroe,l:IHHe'IHO. Kaj na1..111eHTHTe co 
NSCLC, nHeBMOHHTHc ce rrojaBHJI Kaj 8, 1 % co wcrnpHja Ha rrpeTXO,l:IHo rnpaKaJIH0 3patJeH:,e. 

KoRumuc noep3aH co UMyHumemom 

KOJIHTHC ce nojaBHJI Kaj 97 (2,0%) naQHeHTH, BKJIYtJyBajKH rn CJIY1IaHTe o,n 2, 3 HJIH 4 CTeneH Kaj 28 
(0,6%), 56 (1,1%) H 3 (<0.1%) naQHeHTH, rroe,l:IHHelJH0, KOH ro IIpHMaJie IIeM6poJIH3yMa6. Cpe,l:IHOTO 
BpeMe Ha oTrrotJttyBaH:,e Ha KOJIHTHC 6Hno 3,8 Mece1..111 (Bo oncer o,n 7 ):leHa ,no 20,2 MecenH). 
Cpe,l:IHOTO BpeMerpaeH:,e 6HJIO 1,2 MeCeQH (BO oncer 0):11 ,l:leH ,l:10 8,7+ MeceQH). KoJIHTHCOT ,l:IOBeJI ,l:10 
npeKHHyBalhe Ha rreM6pomnyMa6 Kaj 28 (0,6%) naQHeHTH. KoJIHTHCOT 611n OTCTPaHeT Kaj 75 
naQHeHTH, 1 co ceKBeJIH. 



.n:o rrpeKHH)'BaH,e Ha rreM6poJIH3yMa6 Kaj 14 (0,3%) rra[(HeHTH. XerraTHTHCOT 6HJI OTcrpaHeT Kaj 27 
na[(HeHTH. 

Herppumuc noep3aH co UMyHumemom 

HeqipHTHC ce nojaBHJI Kaj 17 (0,3%) na[(HeHTH, BKJI)"lyBajKH rn Cil)"laHTe o.n: 2, 3 HJIH 4 CTeneH Kaj 3 
(0,1%), 12 (0,2%) H 1 (<0,1%) rra[(HeHTH, noe'AH:HeqHo, KOH: ro npH:Mane neM6poJIH3yMa6 KaKO 
MOHOTepanHja. Cpe,n:HOTO BpeMe Ha OTnoqHyBaH,e Ha Heq>pHTHC 6HJIO 5,1 MeCe[(H (BO oncer o.n: 12 
,n:eHa .n:o 12,8 MeceQH). Cpe,n:HOTO BpeMeTpaett,e 6HJio 1,8 Mece[(H (Bo oncer o.n: 6 ,n:eHa .n:o 10,5+ 
MeceQH). Heq>pHrncoT ,n:oBen .n:o npeKHttyBatt,e Ha rreM6ponmyMa6 Kaj 7 (0, 1 %) na[(HeHTH. 
HeqipHrncoT 6Hn oTcrpaHeT Kaj 9 na[(HeHTH, 1 co ceKBeJIH. Kaj na[(HeHTHTe co HecKBaMo3eH NSCLC 
JieKyBaHH co neM6poJIH3yMa6 BO KOM6HHa1(Hja co neMeTpeKce.n: H xeMOTepanHja co nnaTHHa (n=488), 
HH1(H,n:eH1(aTa Ha Heq>pHTHC 6HJia 1,4% (CHTe CTeneHH) co 0,8% o.n: 3 CTeneH H 0,4% o.n: 4 CTerreH. 

EHOOKpuHonamuu noep3aHu co UMyHumemom 
XHnOq>li3HTHC ce nojaBHJI Kaj 32 (0,6%) na[(HeHTH, BKJiyqyBajKH rw Cil)"laHTe o.n: 2, 3 HJIH 4 CTeneH 
Kaj 13 (0,3%), 15 (0,3%) H 1 (<0,1%) na[(HeHTH, TIOe'AH:HeqHo, KOH ro npHMane neM6poJIH3yMa6. 
Cpe,n:HOTO BpeMe Ha OTnoqeyBaH,e Ha XHnOq>H3HTHC 6HJIO 5,3 Mece[(H (BO oncer o.n: 1 ,n:eH .n:o 17, 7 
MeceQH). Cpe,n:HoTo BpeMerpaett,e 6Hno 1, 7 Mece[(H (Bo oncer o.n: 3 ,n:eHa .n:o 18, l+ MeceQH). 
XHnoq>H3HTHCOT ,n:oBen .n:o npeKHHyBatt,e Ha neM6ponH3yMa6 Kaj 8 (0,2%) na[(HeHTH. 
XHnOqJ030THCOT 6HJI OTCrpaHeT Kaj 9 na[(HeHTH, 7 co ceKBeJIH. 

XHnepTHPOH:'AH3aM ce nojaBHJI Kaj 197 (4,0%) na[(HeHTH, BKJl)"lyBajKH rH Cil)"laHTe o.n: 2 HJIH 3 
cTeneH Kaj 52 (1,1 %) H 5 (0, 1 %) na[(HeHTH, noe,n:HHeqHo, KOH ro npHMane neM6poJIH3yMa6. 
Cpe,n:HoTO BpeMe Ha OTnoqeyBatt,e Ha xwneprupoH:'AH3aM 6Hno 1,4 Mece[(H ( BO oncer o.n: 1 ,n:eH .n:o 21,9 
Mece[(H). Cpe,n:HoTO BpeMerpaett,e 6Hno 1,7 Mece[(H (Bo oncer o.n: 4 ,n:eHa .n:o 15,5+ MeceQH). 
XHnepTHpoH,n:H3MOT ,n:oBen .n:o npeKHH)'Batt,e Ha neM6ponH3yMa6 Kaj 3 (0, 1 % ) na[(HeHTH. 
XH:nepT0po0,n:H3MOT 6HJI OTCTpaHeT Kaj 152 (77,2%) na[(HeHTH, 1 co ceKBeJIH. 

XHnornpoH,n:H3aM ce nojaBHn Kaj 514 (10,4%) na[(HeHTH, BKJIYYJYBajfa cn)"laH o.n: 2 HJIH 3 cTeneH Kaj 
3 77 (7,6%) H 7 (0, 1 % ) na[(HeHTH, noe,n:HHeqHo, KOH ro npHMane neM6ponmyMa6. Cpe,n:HOTO BpeMe 
Ha omoqeyBatt,e Ha xwnornpoH,n:H3aM 6Hno 3,5 Mece[(H (Bo oncer o.n: 1 ,n:eH .n:o 18,9 MeceQH). 
Cpe,n:HoTo BpeMerpaett,e He 6Hno nocTwrHaTo (Bo oncer o.n: 2 ,n:eHa .n:o 29,9+ MeceQH). ,ll,Ba na[(HeHTH 
( <O, 1 % ) ro npeKH:Hane neM6poJIH3yMa6 nop~H XH:nornpoH:,n:H3aM. XHnOTlip0li.ll:H3MOT 60n OTCrpaHeT 
Kaj 107 (20,8%) na[(HeHTH, 9 co ceKBeJIH. Kaj na[(HeHTHTe co cHL (n=24 l) HH[(H,n:eHI.(aTa Ha 
XH:nornpoH:,n:H3aM 60na 14, 1 % ( o.n: c0Te cTeneHH) co 0,4% o.n: 3 cTeneH. Kaj na[(HeHTHTe co HNSCC 
(n=609), HH1(H,n:eH1(aTa Ha XHnornpoH,n:H3aM 6Hna 15,1 % (o.n: CHTe CTeneHH) co 0,5% o.n: 3 CTeneH. 

Ko:JICHU HeCQKQHU peaK1,fUU no6p3aHU co UMyHumemom 

TelllKH KO)KHH peaK[(HH noBp3aHH co HMYHHTeTOT ce nojaBHJie Kaj 66 (1,3%) na[(HeHTH, BKnyqyBajKH 
rn cnyqaHTe o.n: 2, 3 HJIH 5 CTerreH Kaj 6 (0, 1 % ), 48 (1,0%) H 1 ( < 0, 1 % ) na1(HeHT, noe,n:HHeqHo, KOH ro 
npHMane neM6ponmyMa6. Cpe,n:HOTO BpeMe Ha omoqHyBaH,e Ha TelllKHTe KO)KHH peaKQHH 6HJIO 3,2 
MeceQH (Bo oncer o.n: 4 ,n:eHa .n:o 19,4 MeceQH). Cpe,n:Horn BpeMerpaett,e 6Hno 1,6 Mece[(H (Bo oncer o.n: 
1 ,n:eH .n:o 16, 1 + MecenH). TemKHTe KO)KHH peaK[(HH ,n:oBene .n:o npeKHH)'Batt,e Ha neM6poJIH3yMa6 Kaj 5 
(0,2%) na1(H:eHTH. TeIIIKHTe KO)KHH peaK[(HH 6HJie OTCTpaHeTH Kaj 46 na1(HeHTH. 

EHne 3a6ene)KaHH peTKH cnyqaH Ha SJS H TEN, a HeKoH o.n: HHB H co qiarnneH Hcxo.n: (BH,n:eTe rn 
,n:eJIOBHTe 4.2 H 4.4). 

KoMY/JlUKauuu Ha a;w2eHemcKa HSCT Ka; K!lacu~eH XouKuH llUMr/)oM 

O.n: 23 na1(HeHTH co cHL KOH 6Hne npaTeHH Ha anoreHeTcKa HSCT no TpeTMaHOT co 
neM6ponmyMa6, 6 na[(HeHTH (26%) pa3BHJie GVHD, o.n: KOH e,n:eH 6HJI q>aTaneH, a 2 na[(HeHru (9%) 
pa3BHJie TelllKa VOD Ha [(pHHOT .n:po6 no ycnoByBaH,e Ha pe.n:yQHpaH HHTeH3HTeT, o.n: KOH e,n:eH 6Hn 
q>aTaneH. 23 naQHeHTH HMane cpe,n:Ho cne,n:ett,e o.n: nocne,n:oBaTeJrna anoreHeTcKa HSCT o.n: ~.~ 

p'.\ .. f.,/i: ~ 
MeceQH ( oncer: 0-26,2 MeceQH). «--"-'o ,,c DHE "-II;•.• 

,.:- """' ~ •"-4.,,, Y.i;,, 
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KapuunoM (RCC) -, -~ f}!~"'7'-F_~ ~ 
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Bo KJIHHWIKa CT)')].Hja Ha npeTXO)].HO HeJieKyBaHJI nan:HeHTH co peHaneH Kapn;HHOM (RCC) KOH 
npHMane neM6poJIH3yMa6 BO KOM6HHan;Hja co aKCHTHHH6, 6HJia 3a6eJie)l(aHa IlOBeKe O)]. O'IeKyBaHOTO 
HHU:H.n:eH11:a o.n 3 H 4 cTeneH Ha noKa'IeHa ALT (20%) H noKa'IeHa AST (13%). Cpe,nHoTo BpeMe Ha 
omo11eyBaH.e Ha rroKa1IeHa ALT 6Hno 2,3 Mecen:H ( oncer: 7 ,neHa ,no 19,8 Mecen:H). Kaj rran:HeHTHTe 
co ALT:::. 3 rraTH o,n; ULN ( cTerreHH 2-4, n=l 16), ALT ce no,n;o6pHJia ,n;o cTeneH 0-1 Kaj 94%. ITe,n;eceT 
H ,n;eBeT rrpon:eHTH O)]. rran:HeHTHTe co IIOKal!eHa ALT npHMaJie CHCTeMCKH KOpTHKOCTepOH)].H. O,n; 
nan:HeHTHTe KOH ce onopaBHJie, 92 (84%) IlOBTOpHO HanpaBHJie o6H)]. HJIH co MOHOTeparrHja co 
rreM6poJIH3yMa6 (3%) HJIH co aKCHTHHH6 (31 %) HJIH co )].BeTe (50%). O,n; OBHe rran:HeHTH, 55% 
HeMane rroBTopyBafhe Ha ALT > 3naTH o,n; ULN, a o,n; THe rran:HeHTH co IIOBTopyBaH.e Ha ALT> 3 
rraTH O)]. ULN, CHTe ce no,n;o6pHJie. HeMaJIO HaCTaHH O)]. 5 CTerreH IlOBp3aHH co U:PHHOT ,n;po6. 

Jla6opamopucKu a6nopMa.JlHocmu 
Kaj rran:HeHTHTe JieKyBaHH co MOHOTeparrHja O)]. neM6poJIH3yMa6, COO)].HOCOT Ha rran:HeHTH KOH 
)].O)l(HBeane IIOMecryBalhe 0)]. OCHOBHaTa JIHHHja )].0 na6opaTOpHCKH a6HOpMaJIHOCTH 0)]. 3 HJIH 4 
CTeneH 6Hn Ha cne,n;HHOT Ha111rn: 10,8% 3a HaManeHH JIHMq_JOU,HTH, 7,6% 3a HaManeH HaTpHyM, 6,5% 
3a HaManeH xeMorno6Jrn, 5,2% 3a HaManeH <poc<paT, 5,2% 3a rroKa1IeHa rnyKo3a, 2,9% 3a rroKa'IeHa 
anKanHa <poc<paTa3a, 2,6% 3a noKa1IeHa AST, 2,3% 3a noKa'IeHa ALT, 2% 3a HaManeH KaJIHYM, 1,8% 
3a IIOKa'IeH 6vmHpy6HH, 1,6% 3a IlOKa'IeH KaJIHYM, 1,5% 3a HaManeH an6yMHH, 1,5% 3a IIOKa'IeH 
KaJIU:HYM, 1,4% 3a IlOKa'IeH KpeaTHHHH, 1,4% 3a HaManeHH KpBHH TIJIO'IKH, 1,4% 3a HaManeHH 
HeyTpOq_JHJIH, 1,2% 3a HaMaJieH KaJIU:HYM, 0,8% 3a IlOKa'IeH MarHe3JiYM, 0,6% 3a HaManeHH 
neyKOU,HTH, 0,5% 3a HaManeHa rnyKo3a, 0,2% 3a HaManeH MarHe3HYM H 0,2% 3a IIOKa'IeH HaTpJiYM. 

Kaj rran:HeHTHTe neKyBaHH co neM6ponH3yMa6 BO KOM6HHan;Hja co xeMOTepanHja, COO)].HOCOT Ha 
rran:HeHTH KOH )].O)l(HBeane IIOMecryBalhe O)]. OCHOBHaTa JIHHHja )].O na6opaTOpHCKH a6HopMaJIHOCTH O)]. 

3 HJIH 4 CTeneH 6Hn Ha cne,n;HHOT Ha'IHH: 23,8% 3a HaManeHH HeyTpOq_JHJIH, 20,2% 3a HaMaJieHH 
JIHMq_JOU:HTH, 16,2% 3a HaManeH xeMorno6HH, 14,6% 3a HaManeHH neyKOD;HTH, 10,3 3a HaMaJieHH 
KpBHH IIJIO'IKH, 7,9% 3a IlOKa'IeHa rnyK03a, 7,8% 3a HaManeH q_JOCq_JaT, 7,4% 3a HaManeH HaTPHYM, 
4,6% 3a HaMaJieH KaJIHYM, 3,7% 3a IIOKa'IeHa ALT, 3,6% 3a IIOKa'leH KpeaTHHHH, 3,5% 3a IIOKa'IeHa 
AST, 2,9% 3a HaManeH KaJIU.HYM, 2,6% 3a rroKa'IeH KaJIHYM, 2.5% 3a HaManeH an6yMHH, 1,7% 3a 
noKa'IeH KaJIU:HYM, 1,2% 3a noKa1IeHa anKaJIHa <pocqiaTa3a, 0,9% 3a HaManeHa rnyKo3a, 0, 7% 3a 
IlOKa'IeH 6HnHpy6HH H 0, 1 % 3a IIOKa'IeH HaTpJiYM. 

Kaj rran:HeHTHTe neKyBaHH co neM6ponmyMa6 BO KOM6HHan;Hja co aKCHTHHH6, COO)].HOCOT Ha 
nan:HeHTH KOH )].O)l(HBeane IIOMecryBalhe O)]. OCHOBHaTa JIHHHja )].O na6opaTOpHCKH a6HopMaJIHOCTH O)]. 

3 HJIH 4 cTeneH 6HJI Ha cne,n;HHOT Ha'IHH: 20,1 % 3a noKa'IeHa ALT, 13,2% 3a rroKa1IeHa AST, 10,8% 
3a HaManeHJi JIHMQJOU:HTH, 8,9% 3a IlOKa'IeHa rnyK03a, 7,8% 3a HaManeH HaTpHyM, 6,4% 3a HaManeH 
q_JOCq_JaT, 6,2% 3a IlOKa'IeH KaJIHYM, 4,3% 3a IlOKa'IeH KpeaTHHHH, 3,6% 3a HaMaJieH KaJIHYM, 2,1 % 3a 
IIOKa'IeH 6HJIHpy6HH, 2, 1 % 3a HaManeH xeMorno6HH, 1, 7% 3a IlOKa'IeHa aJIKaJIHa q_JOCq_JaTa3a, 1,5% 3a 
IlOKa'IeH rrpoTpoM6HH INR, 1,4% 3a HaManeHH neyKOU:HTH, 1,4% 3a HaManeHH KpBHH TIJIO'IKH, 1,2% 
3a nponoHrnpaHo BpeMe Ha aKTHBHpaH napn:HjaneH TpoM6orrnacTHH, 1,2% 3a HaManeHH HeyTpOQJHJIH, 
1,2% 3a IIOKa'IeH HaTpHyM, 0,7% 3a HaManeH KaJIU:HYM, 0,7% 3a IIOKa'IeH KaJIU.HYM, 0,5% 3a HaManeH 
an6yMHH H 0,2% 3a HaManeHa rnyKo3a. 

HM)'HoreHH'IHOCT 
Bo KJIHHH'IKH CT)')].HH co naQHeHTH JieKyBamr co rreM6poJIH3yMa6 2 mg/kg Ha ceKOH TPH He,n;enH, 200 
mg Ha ceKOH TpH He,n;enH HJIH 10 mg/kg Ha ceKOH )].Be HJIH TPH He,l].eJIH KaKo MOHOTepanwja, 36 (1,8%) 
O)]. 2.034 nan:HeHTH KOH MO)l(eJie ,n;a ce OQeHaT 6wne TeCTHpaHH H co Hao,n; Ha Il03HTHBHH aHTHTena 
KOH ce jaBHJie 3a BpeMe Ha TpeTMaHOT Ha rreM6ponH3yMa6, O)]. KOH 9 (0,4%) rran:HeHTH HMane 
HeyTpanH3Hpa'IKH aHTHTena rrpOTHB neM6ponH3yMa6. HeMaJIO )].OKa3 3a H3MeHeT qiapMaKOKHHeTH'IKH 
HJIH 6e36e)].HOCeH rrpoqmn co pa3BOj Ha aHTHTena KOH ce Bp3y'BaaT npoTHB neM6ponmyMa6 HJIH 
HeyTpanH3Hpa'IKH aHTHTena. 



farn BH,n:eH Kaj B03paCHHTe rral{HeHTH JieKyBaHH co rreM6poJIH3yMa6. HajBoo6wrneHHTe HecaKaHH 
peaKI.{HH (rrpwjaBeHH Kaj HajMarrKy 20% o,n: rre,n:wjaTpHCKHTe rral{HeHrn) 6wrre mi:peKcwja (31 %), 
IIOBpaKaihe (26%), rrraBo6orrKa (22%), a6,n:oMHHaJIHa 6orrKa (21 %), aHeMHja (21 %) w KOHCTHIIal{Hja 
(20%). I10Be1<eTO HecaKaHH peaKu:iur rrp11jaBeHH Kaj MOHOTeparrwjaTa 6wrre co cepH03HOCT o.n: cTerreH 
1 HJIH 2. llleeceT H ,n:eBeT (44,8%) rral{HeHTH HMarre 1 HJIH noBeKe HecaKaHH peaKI.{HH o,n: 3 ,n:o 5 
CTeneH o.n: KOH 6 (3,9%) nautteHTH HMarre 1 Hmr noBeKe HecaKaHH peaKUHH KOH pe3yJITHparre co CMpT. 
3aIJeCTeHOCTHTe ce 6a3HpaHH Ha CHTe npwjaBeHH HeCaKaHH peaKI.{HH Ha neKOT, 6e3 orrre.n: Ha 01.{eHKaTa 
Ha HCTpIDI<yBalJOT 3a npH'IHHaTa. 

TipwjaByBaH,e Ha npeTnOCTaBeHH HecaKaHH peaKUHH 
MHory e BIDKHO ,n:a ce npwjaBaT rrpernocTaBeHHTe HecaKaHH peaKI.{HH no CTaBaH,eTO Ha JieKOT BO 
npoMeT. Toa OB03MO)K)'Ba KOHTHttyHpaH HaJ:(30p Ha paMHOTe)l(aTa noMefy KOpHCTa H pH3HKOT o.n: 
neK0T. O,n: 3,n:paBCTBeHHTe JIHI.{a ce OIJeKyBa ,n:a m npwjaBaT npeTilOCTaBeHHTe HecaKaHH peaKI.{HH 
npeKy Hal{HOHaJIHHOT l{eHTap 3a <papMaKOBHrHJiaHI.{a npH AreHI.{HjaTa 3a JieKOBH H Me,n:Hl{HHCKH 
cpe.n:crna (yn.CB.KHpHJI w MeTO,n:Hj 6p.54, KaT 1) HJIH no eneKTpOHCKH naT npeKy Be6 CTpaHaTa Ha 
AreHuttjaTa http://malmed.gov.mk/. 

4.9 Ilpe.n:03upa1Le 

HeMa 1rncpopMal{HH 3a npe,n:o3HpaH,e co neM6porrH3yMa6. 

Bo CJIY1Iaj Ha rrpe,n:03Hpaihe, nal{HeHTHTe Mopa ;::i:a 611;::i:aT BHHMaTeJIHO cne;::i:eHH 3a 3Hal{H HJIH 
CHMnT0MH Ha HeCaKamI peaKI.{HH II Tpe6a ;::i:a ce npHMeHH coo.n:BeTeH CHMnTOMaTCKH TpeTMaH. 

5. cl>APMAKOJIOIIIKH CBOJCTBA 

5.1 cl>apM3KO,[(HH3MCKH CBOjCTBa 

<l>apMaKOTeparreBTCKa rpyna: aHTHHeOIIJiaCTH'IHH npenapaTH, MOHOKJIOHaJIHH aHTHTena. A TC KO;:(: 
L01XC18 

MexaHmaM Ha nejcrno 
KEYTRUDA e xyMaHH3HpaHo MOH0KJIOHarrHo aHTHTeno Koe ce Bp3yBa co pel{errTOpoT 3a 
nporpaMwpaHa KJieTOIJHa cMpT-1 (PD-1) H ja 6rroKHpa HeroBaTa HHTepaKI.{Hja co JIHraH;::i:HTe PD-L 1 H 
PD-L2. Pel{enTOpoT 3a PD-1 e HeraTHBeH peryrraTOp Ha aKTHBHOCTa Ha T-KJieTKaTa 3a Koja ce 
noKIDJ<aJIO ;::i:eKa e HHBOJIBHpaHa BO KOHTporraTa Ha HMYHOJIOIIIKHTe 0;::(fOBOpH Ha T-KJieTKaTa. 
KEYTRUDA m 3acwnyBa o;::i:roBop1ne Ha T-KJieTKaTa, BKrry11ysaj1<H m aHTH ryMop o;::i:roBopwre, 
npeKy 6rroKHpaH,e Ha PD-1 Bp3yBaH,eTo co PD-Ll II PD-L2, KOH ce H3pa3eHH BO aHTHreH 
npe3eHrnpa1IKHTe KJieTKH H MO)l(e ;::i:a ce H3pa3eHH npeKY TYMOpH HJIH ,n:pyrH KJieTKH BO 
MHKpocpe;::i:HHaTa Ha TYMOpOT. 

KJIHHHIJKa eqnIKaCHOCT H 6e36e)lHOCT 
.[(o3HTe Ha neM6porrH3yMa6 o,n: 2 mg/kg Ha ceK0H 3 He;::i:enH, 10 mg/kg Ha ceKOH 3 He;::i:errH H 10 mg/kg 
Ha ceK0H 2 He,n:enH 6m1e 01.{ettyBaHH BO KJIHHHlJKHTe cry,l),HH co MeJiaH0M HJIH npeTX0,l),HO neKyBaH 
NSCLC. Bp3 ocHoBa Ha Mo;::i:errHpaH,eTO H CHMYJial{Hjarn Ha o;::i:HocHTe noMefy ;::i:03aTa H H3JI0)l(eHocrn 
3a ecpHKaCHOCTa H 6e36e,l),HOCTa Ha neM6poJIH3yMa6, HeMa KJIHHH'IKH 3Ha1IajHH pa3JIHKH BO 
ecpHKaCHOCTa HJIH 6e36e,n:HOCTa IlOMefy ,l),03HTe 0):( 200 mg Ha ceKOH 3 He;::(eJIH, 2 mg/kg Ha ceKOH 3 
He.n:errH H 400 mg Ha ceKOH 6 He.n:errH KaKo MOHOTepanwja (BH;::(eTe ro .n:erroT 4.2). 



(1: 1: 1) J:J:a rrpIrnaaT rreM6pomByMa6 10 mg/kg Ha ceKoM 2 (n=279) MJIM 3 He));eJIM (n=277) MJIM 
MIIMJIMMYMa6 3 mg/kg Ha ceKoM 3 HeJ:J:eJIM (n=278). 3a naQMeHTMTe co BRAF V600E MYtaHTeH 
MeJiaHOM He 6MJIO IIOTpe6Ho ));a MMaaT npHMaHO rrpeTXO));Ha TeparrMja co MHXM6MTOp Ha BRAF. 

I1aQMeHTMTe 6Mne neKyBaHM co neM6ponM3yMa6 ce J:J:O nporpecMja Ha 6onecra MnM Henpmparn1rna 
TOKCMqHOCT. Ha KJIMHMqKM CTa6MJIHMTe rraQMeHTM co rroqeTeH ,D,OKa.3 3a rrporpecMja Ha 6onecTa MM 
6MJIO ,L\03BOJieHO ,L{a OCTaHaT Ha TpeTMaHOT ce ,L{O));eKa He 6Mna IIOTBp));eHa rrporpecMja Ha 6onecTa. 
OQeHKaTa Ha CTaTYCOT Ha TYMOpOT 6Mna HarrpaBeHa Ha 12 He));eJIM, IIOTOa Ha ceKOM 6 He,L{eJIM ,D,O 
He));enarn 48, a rrorna cne,L{ena Ha ceKOM 12 He));enM. 

0)); 834 rraQMeHTM, 60% 6Mne O,L{ MaIIIKM IIOJI, 44% 6Mne Ha B03pacT 2: 65 ro,L{MHM ( cpe,n;Hata B03pacT 
forna 62 roJ:J:MHR [Bo oncer 18-89]) M 98% 6Mne 6enQM. llleeceT M rreT rrpoQeHTM OJ:J: rra~ReHTMTe 
MMane Ml C CTMMYM, 9% MMaJie MCTOpHja Ha M03oqHI{ MeTaCTa3M, 66% HeMane HMKaKBa npeTXO));Ha 
TeparrHja, a 34% MMane e.L{Ha rrpeTXOJ:J:Ha TeparrHja. TpHeceT M e,LleH rrpoQeHT MMane nepcpopMaHc­
crnryc crrope,Ll ECOG (Eastern Cooperative Oncology Group) o,n, 1, 69% MMane rrepcpopMaHc-crnryc 
crrope,n, ECOG O.L\ 0, a 32% MMane rroKaqeH LDH. EMne npHjaBeHM BRAF MYTaQMM Kaj 302 (36%) 
rraQMeHTM. IToMefy rraQMeHTMTe co BRAF MYTaHTHM ryMopH, 139 (46%) rrpeTXO.L\HO 6Mne neKyBaHM 
co BRAF MHXM6MTOp. 

MepKMTe 3a Mcxo,n;oT Ha npHMapHata eqrnKacHocT 6Mne npe)KMByBafue 6e3 nporpecMja (PFS; KaKo 
IIITO e OQeHeTO co nperne,L{OT Ha ilHTerpHpaHaTa pa,LlHOJIOIIIKa Ii OHKOflOIIIKa OQeHKa [IRO] co 
KOpHCTelhe Ha KpHTepHyMMTe 3a OQeHKa Ha O));rOBOpOT Kaj QBpCTM TYMOpH [RECIST], Bep3Hja 1.1) Ii 
ceoncpaTHOTO npe)KMByBalhe (OS). MepKHTe 3a MCXO,L\OT Ha ceKyHJ:J:apHaTa e<pMKaCHOCT 6Mne 
ceBKynHa CTaIIKa Ha O));rOBOp (ORR) Ii BpeMeTPaelhe Ha O));roBopoT. Ta6ena 3 rM pe3MMHpa KnyqHHTe 
MepKH Ha ecpHKaCHOCT Kaj IIaQMeHTM KOH npeTXO,D,HO He 6une neKyBaHM co MTIMJIMMYMa6 BO 
<pRHaJIHaTa aHaJIH3a M3Be));eHa no MHHMMYM O,L{ 21 MeceQ 0,L{ KOHTponaTa. KannaH-Mejep KpHBRTe 3a 
OS M PFS KOH ce 6a3HpaaT Ha <pMHanHata attanM3a ce npHKa)KaHM Ha cnMKMTe 1 H 2. 
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Ta6eJia 3: PeJyJITaTH O/l. e4>nKacuocTa eo KEYNOTE-006 

Kpajua T011Ka IleM6poJinlyMa6 IleM6pOJIH3yMa6 HnnJinMyMa6 
10 mg/kg ua ceKon 10 mg/kg ua ceKoH 3 mg/kg ua ceKou 3 

3 ue)).eJIH 2 ue)).eJin ue)).eJiu 
n=277 n=279 n=278 

OS 
Epoi (%) Ha nauHeHTH co HaCTaH 119 (43%) 122 (44%) 142 (51%) 
Pa1Meo Ha onacHocT* (95% CI) 0,68 (0,53; 0,86) 0,68 (0,53; 0,87) ---
o-Boe;J:HocTt < 0,001 < 0,001 ---
Cpe,uHa Bpe,UHOCT BO MeceuH He e nocrn:rnarn He e IlOCTHrHaTO 16 
(95% CI) (24; NA) (22; NA) (14;22) 

PFS 
Eooi (%) Ha nauHeHTH co HaCTaH 183 (66%) 181 (65%) 202 (73%) 
Pa3Mep Ha onacHOCT* (95% en 0 61 (0,50· 0 75) 0,61 (0 50; 0 75) ---
o-Boe,uHocTt < 0,001 < 0 001 ---
Cpe,nHa Bpe,nHOCT BO MeceuH 4,1 5,6 2,8 
(95% CI) (2.9; 7,2) (3,4; 8,2) (2 8· 2.9) 

Ha.i.uo6ap ceBKyneu 0)lrosop 
ORR% (95% CI) 36% 37% 13% 

(30, 42) (31 43) (10, 18) 
UenoceH o.uroBOP % 13% 12% 5% 
nenyMeH O.UrQBOP % 23% 25% 8% 

BpeMeTpae11,e ua o,)lrosopt 
Cpe,nHa Bpe,nHOCT BO MeceUH He e IlOCTHrHaTO He e IlOCTHrHaTO He e nocTHrHaTO 
(oncer) (2,0; 22,8+) (1,8; 22,8+) (1,1+· 23,8+) 

% BO TeK Ha 18 MeceuH 68%§ 71%§ 70%§ 
* Pa3Mep Ha onacHocT (neM6pomnyMa6 BO cnope)l6a co HTI1UIBMyMa6) Bp3 ocHoBa Ha CTpaTmfml.lJ,lpaH nponopuHoHarreH 

MO)leJJ Ha onacHocT cnope)l KoKc 
Bp3 OCHOBa Ha CTpaTHq>Hl.lJ,lpaH norapHTaMCKH TeCT 3a paHrnpaH,e 
Bp3 OCHOBa Ha TiauHeHTH co Haj)lo6ap ceBKyneH O)lrOBOp KaKO noTBp)leH KOMTIJJeTeH l{Jll{ )leJJyMeH O)lrOBOp 

Bp3 ocHoBa Ha KaTIJJaH-Mejep nponeHKa 
NA= He e nocrnnHo 
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neM6pom13yMa6 10 mg/kg Ha C8K0H 2 HeAMM: 

net.16pom13yMa6 10 mg/kg Ha ceKoH 2 He.Qe111-1: 

~mMm1MYMa6 

0 

279 

277 

278 

fpaHKa Ha ,peTMaH 0~ ,HDtsil !:Ii 2t\ t.di:~Ul:1 HR !95'{, Cll ,HU2i:IJ!:U2~ 
neM6pomeyMa610 mg/kg Ha ceK01-12 HeAen111 55.1% 0,66 (0,53; 0,67) 0,00085 
neM6pomuyMa610 mg/kg Ha ceKOH 3 HeAenH 55,3% 0,66 (0,53; 0,66) 0,00063 

1-1m,1111-1M)fMa6 43,0% 

4 8 12 16 20 24 28 

BpeMe BO MeCel.\11 

249 221 202 176 156 44 0 

251 215 184 174 156 43 0 

213 170 145 122 110 28 0 

CJinKa 2: KanJian-Mejep Kpnea 3a npe2eueyeau.e 6e3 nporpecuja no rpauKa ua TpeTMau eo 
KEYNOTE-006 (nonyJiaQuja co uaMepa 3a JieKyeaILe) 
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rpttHKa Ha rpeTMaH PES cxa□Ka Ha 18 ueceqH HR (95% en 
neM6ponH3YM85 10 mg/kg HS COKOH 2 H8A8flH 32-4% 0,61 (0,50; 0,75) 
neMOponH3yMa510 mg/kg HS ceKOH 3 H9AenH 32.9% 0,61 (0,50; 0,75) 
Hnttn•MYM86 15,2% 

P·Bpet)HOCT 
0,00000 
0,00000 
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6poj CO pM3MK 

neM6pon•JYMS6 10 mg/kg HS CeKOH 2 HeAen•: 279 

neM6ponH,yMs6 10 mg/kg HS ceKoH 3 HeAen•: 277 

4 

148 

136 

88 

8 

116 

111 

48 

12 16 

BpeMe BO MeCel.\11 

98 82 

91 84 

34 29 

20 
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Ee36e,1J.HOCTa H eqn11<acHocrn Ha neM6poJIH3)'Ma6 6Hne HcnH'I)'BaHH BO KEYNOTE-002, 
noBeKen;eHTpHqHa, KOHTpOJIHpaHa C'I)')].Hja 33 JieKyBaH,e Ha Hanpe)].eH MeJiaHOM Kaj nan;HeHTH KOH 
npeTXO.IJ.HO 6Hne neK)'BaHH co HnHJIHMYMa6 H aKo 6Hne no3HTHBHH Ha MYTaHT Ha BRAF V600, co 
HHXH6HTOp Ha BRAF HJIH MEK. Tian;HeHTHTe 6Hne paH)].OMH3HpaHH ( 1 : 1: 1) )].a npHMaaT 
neM6ponH3yMa6 BO )].03a O.IJ. 2 (n=l80) 0n0 10 mg/kg (n=181) Ha ceK00 3 He,1J.en0 0n0 xeM0Tepan0ja 
(n=l 79; BKJiyqyBajKH )].aKap6a3HH, TeM030JIOMH)]., Kap6onnaTHH, IlaKJIHTaKCeJI, HJIH 
Kap6onnaTHH+naKJIHTaKcen). C'I)')].HjaTa rn HC~HJia nan;HeHTHTe co aBTOHMYHa 6onecT HJIH OHHe 
KOH npHMaJie HMYHOcynpecHja; TIOHaTaMOIIIHH KpHTepwyMH Ha HCKnyqyBaH,e 6HJie HCTOpHja Ha 
TeIIIKH HJIH )l(HBOTHO 3arp03yBaqKH HecaKaHH peaKIJ;HH noBp3aHH co HMYHHTeTOT O)]. TPeTMaHOT co 
HTIHJIHMYMa6, )].eqmHHpaHH KaKO KaKBa 6HJIO TOKcwqHOCT O)]. 4 CTeneH HJI}I TOKCwqHOCT 0)]. 3 CTeneH 
3a Koja 6HJI TIOTPe6eH TpeTMaH co KOpTHKOCTepOH)]. (> 10 mg/)].eH npe)].HH30H HJIH eKBHBaJieHTHa 
)].03a) 33 nO)].OJiro O)]. 12 He)].eJIH; HecaKaHH peaKD;HH BO TeK 2'.: 2 CTeneH O)]. npeTXO)].HHOT TpeTMaH co 
HilHJIHMYMa6; npeTXO)].Ha TeIIIKa XHnepceH3HTHBHOCT Ha )].pyrn MOHOKJIOHaJIHH aHTHTena; HCTOpHja 
Ha TIHeBMOHHTHC HJIH HHTepCTHD;HjanHa 6onecT Ha 6emne .1J.p060BH; HH<peKn;Hja co XHB, xenaTHTHC 
E HJIH xenaTHrnc U: H nepcpopMaHc-crnryc cnope)]. ECOG 2'.: 2. 

Tian;HeHTHTe 6Hne neKyBaHH co neM6poJIH3yMa6 ce .IJ.O nporpecHj a Ha 6onecrn HJIH HenpH<paTJIHBa 
TOKCwqHOCT. Ha KJIHHHqKH CTa6HJIHHTe nan;HeHTH co noqeTeH )].0Ka3 33 nporpecHja Ha 6onecTa HM 
6Hno .1J.03BOJieHo )].a ocrnHaT Ha TpeTMaHoT ce )].O)].eKa He 6Hna noTBp)].eHa nporpecHja Ha 6onecrn. 
On;eHKaTa Ha CTa'I)'COT Ha 'I)'MOpOT 6HJia HanpaBeHa Ha 12 He)].eJIH, IlOToa Ha ceKOH 6 He)].eJIH )].O 

He)].eJiaTa 48, a noToa CJie)].eJia Ha ceKOH 12 He)].eJIH. Ilan;HeHTHTe Ha XeMOTepanHja KOH He3aBHCHO 
)].O)l(HBeane nornp)].eHa nporpecHja Ha 6onecrn no npBarn 33Ka)l(aHa on;eHKa Ha 6onecrn, MO)l(eJie )].a 
npeMHHaT H )].a npHMaaT 2 mg/kg HJIH 10 mg/kg neM6poJIH3yMa6 Ha CeKOH 3 He)].eJIH BO )].BOjHO cneno 
HCTIH'I)'BaH,e. 

0.IJ. 540 nan;HeHTH, 61 % 6Hne O.IJ. MallIKH non, 43% 6Hne Ha B03pacT 2'.: 65 ro)].HHH ( cpe)].HaTa Bo3pacT 
6Hna 62 ro)].HHH [Bo oncer 15-89]) H 98% 6Hne 6enn;H. OcyM)].eceT H )].Ba npon;eHTH HMane Mlc 
CTa)].HYM, 73% HMaJie HajManKy )].Be, a 32% O)]. nan;HeHTHTe HMaJie TPH HJIH TIOBeKe npeTXO)].Hll 
CHCTeMCKH TepanHH 3a Hanpe)].eH MeJiaHOM. qeTHpHeceT H neT npon;eHTH HMaJie nepcpopMaHC-CTa'I)'C 
cnope)]. ECOG O.IJ. 1, 40% HMane noKaqeH LDH, a 23% HMane BRAF MYTHpaH 'I)'MOp. 

MepKHTe 3a HCXO.IJ.OT Ha npHMapHarn e<pHKaCHOCT 6Hne npe)l(HByBaH,e 6e3 nporpecHj a (PFS) KaKo 
llITO e on;eHeTO co nperne)].OT O)]. 11HTerpHpaHaTa pa)].HOJIOllIKa H OHKOJIOIIIKa on;eHKa (IRO) co 
KOpHCTeH,e Ha KpHTepwyMHTe 33 on;eHKa Ha O)].roBopoT Kaj n;BpCTH 'I)'MOpH (RECIST), Bep3Hja 1.1 H 
ceompaTHOTO npe)l(HByBaH,e (OS). MepKHTe 3a HCXO)].OT Ha ceKyH)].apHaTa eq>HKaCHOCT 6HJie 
ceBKynHa crnnKa Ha owoBop (ORR) H BpeMeTPaeH,e Ha o)].roBopoT. Ta6ena 4 rn pe3HMHpa KJIYqHHTe 
MepKH 3a eq>HKaCHOCT BO qJHHaJIHaTa aHaJIH3a Kaj nan;HeHTH KOH npeTXO)].HO 6HJie JieKyBaHH co 
HnHJIHMYMa6, a KannaH-Mejep KpHBarn 3a PFS e npHKa)l(aHa Ha cnHKa 3.11 )].BeTe rpaHKH co 
neM6poJIH3yMa6 6m1e cynepHOpHH Ha xeMOTepanHja 33 PFS H HeMaJIO pa3JIHKa TIOMefy )].03HTe Ha 
neM6ponH3yMa6. HeMano crnrncTHqKH 3HaqajHa pa3nHKa noMefy neM6pon03yMa6 0 xeM0Tepan0ja 
BO q>HHaJIHarn aHaJIH3a Ha OS Kaja He 6Hna npHnaro)].eHa 3a noTeHn;HjanHo 36yttyBaqKH~ ~~~.Ha 
npeMHttyBaH,e. 0)]. nan;HeHTHTe KOH 6m1e paH)].OMH3HpaHH 3a rpaHKaTa co xeMOTep ~~ ¼;.,,1t:i:/J~-

~ ~ O'K'E p. '',·'L .. 
npeMirnane H TIOCJie)].OBaTeJIHO ro npHMaJie TpeTMaHOT co neM6ponH3yMa6. ~<,;<;/_~~ ,-~- 'Vt.r.,,"7-<,:-.\ 

I '"( '(" /47..,-'~";, «'_.:. •;, \ 

23 

, I') Q., .((.f>, ,, )', ,<\ -,c·\ 
I l:..t '~ i, r /I " \. .,. I< ,., ~'\'<,'..-,Lil~,•: . ~ :1 I 

I --, :'!; t~,-1,./, :r,t~ ;:;; \:, 11 
1 ~. '."' ~t)b-=-:r<:J :, • 11 ~ 
.1 ~• ~; , Y(,Y;."ss,, :\);~:[' !>,, .!~ 
~°;;') ":';',. ~~ ,f/ /;/ 
~6- -,,_ ,;) .:::f 
~• S1t1-~tfv' • • j/1 

'~>~0:1 J~/ .,... -·- --~-



Ta6eJia 4: Pe3yJITaTH o.r. ecl>nKacuocTa so KEYNOTE-002 

Kpajna T0'IKa IleM6poJIH3yMa6 fieM6pOJIH3yMa6 XeMOTepanuja 
2 mg/kg na ceKou 10 mg/kg na ceK0H 

3 ne,!).eJiu 3 ue,!J.eJiu 
n=180 n=181 n=179 

PFS 
Epoi (%) Ha rrau11eHrn co HaCTaH 150 (83%) 144 (80%) 172 (96%) 
PaJMep Ha onacHocT* (95% CI) 0,58 (0,46; 0,73) 0,47 (0,37; 0,60) ---
o-Boe,n:HocTt < 0 001 < 0,001 ---
Cpe,nHa Bpe,UHOCT BO Meceu11 2,9 (2,8; 3,8) 3,0 (2,8; 5,2) 2,8 (2,6; 2,8) 
(95% CI) 

OS 
Epoj (%) Ha nau0eHTH co HaCTaH 123 (68%) 117(65%) 128 (72%) 
PaJMep Ha onacHocT* (95% CI) 0,86 (0 67· 1,10) 0,74 (0 57· 0,96) ---
p-Bpe,nHocTt 0 1173 0,0l06t ---
Cpe,nHa Bpe,UHOCT BO Meceu11 13,4 (11,0; 16,4) 14,7 (11,3; 19,5) 11,0 (8,9; 13,8) 
(95% Cl) 

Hai,1J.06ap ceBKYOeH 0,!J.rGB0P 
ORR% (95% CI) 22% (16· 29) 28% (21; 35) 5% (2 · 9) 

UenoceH o,n:roBop % 3% 7% 0% 
Ile.ITVMeH o,n:roBoo % 19% 20% 5% 

BpeMeTpaen.e na o,!J.rosop 
Cpe,n:Ha Bpe,n:HOCT BO MeceuH 22,8 He e IlOCTHrHaTO 6,8 
(oncer) 0,4+; 25,3+) OJ+; 28,3+) (2,8; 11 3) 
% Bo TeK Ha 12 Meceu11 73%1 79%1 0%1 

Pll3Mep Ha onacHocT (neM6ponH3yMa6 so cnope~6a co xeM0Tepam1ja) sp3 ocHosa Ha crpanujml.lHpaH 
nponopl\HOHarreH Mo~en Ha onacHOCT cnope~ KoKc 
Bp3 OCHOBa Ha CTpam«l>Hl\HpaH norapHTaMCKH TeCT 3a paHrHpaH.e 
He e CTaTHCTH'iKH 3HaqajHO no npunaro~BaH,eTO 3a TIOBeKeKpaTHOCT 
Bp3 ocHosa Ha nal.lHeHTHTe co Haj~o6ap cesKyneH o~rosop KaKo nornp~eH KOMnneTeH unu ~enyMe 
«i>HHarrHaTa aHanH3a 
Bp3 ocHosa Ha Kannatt-Mejep npo1.1eHKa 
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CJiuKa 3: KanJiaH-Mejep Kpnea 3a npe,Kueyeau.e 6e3 nporpecuja no rpaHI.:a Ha TpeTMau eo 
KEYNOTE-002 (nonyJianuja co uaMepa 1a Jiei.:ysaILe) 
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rpaHKS Ha TpeTM8H PFS CJ8n1(8 Ha 18 MeceyM HR (95°.4 Cl) 
-- neM0ponM3)'M80 2 Mrll<r Ha COKOM 3 He,QenM 19,6% 0,58 (0,46: 0,73) 
-- neMOpon"3yMa0 10 "''"' H8 C8KOM 3 HO,Q8flM 25,0% 0,47 (0,37: 0,60) 
~'" .~,. ... XeMOTepanHja 1,3% 
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5poj co P•t3MK 

neM6ponM3yMa6 2 mg/kg Ha C8KO>I 3 H8AOnM: 180 

neM6ponM3yMa610 mg/kg Ha C8KOM 3 H8AenM: 181 

XeMorepanMja: 179 

6 9 

59 

69 

31 

12 15 18 21 24 27 30 
BpeMe so Mece411 

36 29 19 

48 42 30 5 

9 2 0 

R:BDenHOCT 
<0,0001 
<0,0001 

33 

KEYNOTE-001: Cmyou;a oo omeopeH mun Ka; nauue11mu co MeJlaHoM Kou npemxooHo He 6UJ1e 

JleK)leaHu u nauue11mu KOU npemxooHo 6UJ1e JleK)l6QHU co unUJ1UMVMa6 

36 

0 

0 

0 

Ee36e,lJ,HOCTa M eqnn<aCHOCTa Ha rreM6pOJIM3yMa6 3a rraQMeHTM co Harrpe.n;eH MeJiaHOM 6MJie 
ttcrrttryBaHM BO HeKOHTpOJIHpaHa cry.n;ttja o.n; ornopeH TMII, KEYNOTE-001. EqiMKacHOCTa 6ttna 
onettyBaHa 3a 276 rrantteHTM o.n; .n;Be .n;eqittHHpaHM rpyrrn/KoxopTH, o.n; KOH e.n;HaTa BKJIY'fYBaJia 
rraQMeHTM KOH npeTXO,lJ,HO 6ttne JieKyBaHM co MTIMJIMMYMa6 (H aKO 6MJie TI03MTMBHM Ha MYTaHT Ha 
BRAF V600, co MHXM6MTop Ha BRAF MJIM MEK), a .n;pyrarn Koja BKJIY'fYBaJia rrantteHTM KOH 
npeTXO,lJ,HO He 61rne JieKyBaHM co MTIHJIMM)'Ma6. ITaQMeHTMTe 6MJie o.n;pe.n;yBaHM TIO cnyqaeH m6op .n;a 
npHMaaT neM6poJIM3yMa6 BO )J,03a O)J, 2 mg/kg Ha ceKOM 3 He,l],eJIM MJIM 10 mg/kg Ha ceKOH 3 He,l],eJIM. 
ITanHeHTHTe 6Hne neKyBaHH co neM6ponmyMa6 ce .n;o nporpecttja Ha 6onecrn HJIM HerrpHqiarnMBa 
TOKCM'IHOCT. Ha KJIHHH'IKH CTa6MJIHHTe rrantteHTH co TIO'leTeH ,lJ,0Ka3 3a nporpecttja Ha 6onecTa MM 
6MJIO ,lJ,03BOJieHO .n;a OCTaHaT Ha TpeTMaHOT ce ,lJ,O,lJ,eKa He 6MJia IIOTBp,lJ,eHa nporpecMja Ha 6onecTa. 
KpMTepttyMMTe Ha MCKJIY'lyBalhe 6ttne CJIH'IHM Ha OHHe O,lJ, KEYNOTE-002. 

O.n; 89 rrantteHTM KOH rrpHMane 2 mg/kg neM6ponH3yMa6 H KOH rrpeTXO,lJ,HO 6MJie JieKyBaHM co 
MTIHJIMMYMa6, 53% 60ne O)J, MallJKH IIOJI, 33% 6Hne Ha B03pacT ~ 65 ro.n;HHH H cpe,l],HaTa B03pacT 6Hna 
59 ro,lJ,MHM (Bo oncer 18-88). Cme ocBeH ,lJ,Ba nantteHTH 6ttne 6enQH. OcyM.n;eceT M qeTMpH nponeHTM 
HMaJie Mlc CTa,l],ttyM, a 8% O)J, rraQHeHTHTe HMane HCTOpHja Ha M030'IHH MeTaCTa3H. Ce,lJ,yM,lJ,eCeT 
rrpoQeHTH HMaJTe HajMaJIKY ,lJ,Be, a 35% O,lJ, rraQHeHTHTe HMaJie TpH HJIH TIOBeJ<e npeTXO,lJ,HH CMCTeMCKH 
TepanMH 3a Hanpe,lJ,eH MenaHoM. EHne npHjaBeHH BRAF M)'TallHH Kaj 13% O,lJ, cry,lJ,HCKaTa 
nonynaQMja. Cme nantteHTM co BRAF M)'TaHTHM ryMopH npeTXo.n;Ho 6ttne neKyBaHH co BRAF 
HHXH6HTOp. 

O.n; 51 rraQMeHT KOH rrpHMaJie 2 mg/kg neM6ponM3yMa6 H KOH npeTXO,lJ,HO He 6MJie JieKyBaHM co 
HTIHJIHM)'Ma6, 63% 6ttne o.n; MallIKH non, 35% 61-1ne Ha B03pacT ~ 65 ro,lJ,MHH 1-1 cpe,lJ,HaTa B03pac , -~ 
60 ro.n;MHH (Bo oncer 35-80). CttTe ocBeH e.n;eH nantteHT 6ttne 6enntt. llleeceT M TPM npone 1,!e;q:_:-~ 
Mlc CTa,lJ,ttyM, a 2% 0,lJ, rraQHeHTMTe HMane MCTOpHja Ha M030'IHH MeTacT_a3H. 1-leTMpHece -'i~t DH~ l:i-::>\~ 
nponeHTH HeMane rrpeTXO,lJ,HM TepanHH 3a Hanpe.n;eH MeJiaHoM. EHne npHJaBeHH BRAF ~ H ~ le& ~..:. -.;\ 
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20 (39%) O,D, naQHeHnlTe. IloMefy naQHeHTHTe co BRAF M)'TaHTHH T)'MOpH, 10 (50%) npeTXO,D,HO 
6m1e neKyBaHH co BRAF HHXH6HTop. 

MepKaTa 38 HCXO,D,OT Ha npHMapHaTa eqmKaCHOCT 6HJia ORR KaKO IIITO e OQeHeTO co He3aBHCHHOT 
nperne,n; co KOpHcTeH>e Ha RECIST 1.1. MepKHTe 3a Hcxo,n;oT Ha ceKyH,n;apHaTa eqmKacHocT 6Hne 
crnnKa 3a KOHTpona Ha 6onecTa (DCR; BKJiy'lyBajKH KOMnneTeH o,n;roaop, ,n;enyMeH o,n;roaop H 
crn6HnHa 6onecT), apeMeTpaeH>e Ha o,n;roaopoT, PFS H OS. 0,n;roaopoT Ha T)'MopoT 6HJI oneH)'BaH Ha 
12-He,D,eJIHH HHTepBanH. Ta6ena 5 m pe3HMHpa KJIY'lHHTe MepKH Ha ecpHKaCHOCT Kaj naQHeHTH KOH 
npeTXO,D,HO 6wne neKyBHH HJIH naQHeHTH KOH npeTXO,D,HO He 6Hne JieKyBaHH co HilHJIHM)'Ma6, a KOH 
ro npHMane neM6ponH3yMa6 BO ,D,03a O,D, 2 mg/kg Bp3 OCHOBa Ha MHHHMaJIHO BpeMe Ha KOHTpona O,D, 
30 MeCeQH 38 CHTe naQHeHTH. 

Ta6eJia 5: Pe1yJITaTu Ha e4>ur.:acHocTa BO KEYNOTE-001 

Kpajua TO'lKa IleM6poJin1yMa6 2 mg/kg Ha IleM6poJimyMa6 2 mg/kg Ha 
ceKon 3 He,nenn Kaj naunemn ceKon 3 He,neJiu Kaj nauneHTH 

npeTXO,llHO JieKYBaHH co KOH npeTXO,llHO He ce JieKYBaHH 
HTTHJIHMYMa6 n=89 co unnJIHMyMa6 n=Sl 

Haj,no6ap ceBKYneH o.nrosop* cnope.n 
mot 

ORR %, (95% CI) 26% (17, 36) 35% (22, 50) 
llenoceH o)].rOBOP 7% 12% 
IleJIVMeH O)].fOBOP 19% 24% 

Crnm<a Ha KOHTPOJia Ha 6onecrn %: 48% 49% 
BpeMeTpaen,e Ha O,llroBop§ 

Cpe)].Ha Bpe)].HOCT BO MeCeQH (oncer) 30,5 (2,8+; 30,6+) 27,4 (1,6+· 31,8+) 
% BO TeK Ha 24 MeceQH~ 75% 71% 

PFS 
Coe)].Ha BOe)].HOCT BO MeCeQH (95% CI) 4 9 (2 8; 8.3) 4,7 (2 8· 13 8) 
PFS crnnKa Ha 12 Meceuw 34% 38% 

OS 
Cpe)].Ha Bpe,llHOCT BO MeceQH (95% CI) 18,9 (11; He e )].OCTaIIHO) 28,0 (14; Hee ,noCTanHo) 

OS crnnKa Ha 24 MeceQH 44% 56% 
* BKJiyqyaa na1..1HeHTH 6e3 Mepmma 6oJieCT Ha OCHOBHaTa JIHHHja O)]. CTpaHa Ha He3aBHCHa pa)].HOJIOfHJa 

IRO = lilnTerpHpaua pa)].HOJIOIIIKa H oHKoJIOIIIKa npo1..1eHKa co KOpHcTeH,e Ha RECIST 1.1 
Bp3 OCHOBa Ha Haj)].o6ap O)].fOBOp Ha CTa6HJIHa 6onecT HJIH TI0)].06ap 

Bp3 OCHOBa Ha na1..1HeHTH co IIOTBp)].eH O)].fOBOp npeKY He3aBHCHa peBH3Hja, noquyBajl<JI O)]. )].aTyMOT Kora O)].fOBOpOT 3a 
npB naT 6HJI eBH)].eHTHpau; n=23 3a na1..1HeHTH KOH npeTXO)].HO 6HJie JieKyBaHH co HIIHJIHMyMa6; n= 18 3a na1..1HeHTH KOH 
npeTXO)].HO He ce JieKyBaHH co co HTIHJIHMyMa6 
Bp3 ocHoea Ha KaIIJiaH-Mejep npo1..1eHKa 

Pe3yJITaTJITe 3a IlaQHeHTHTe KOH npeTXO,D,HO 6HJie JieKYBaHH co HilHJIHM)'Ma6 (n=84) H IlaQHeHTH~ Efl , 
KOH npeTXO,D,HO He 6wne neKyBaHH co HilHJIHM)'Ma6 (n=52) KOH npHMane 10 mg/kg rreM6pOJIH3 • ~ \)\-IE p~~:?J,,;,,. 
Ha ceKOH 3 He,n;enH 6Hne CJIH'IHH Ha OHHe KOH 6wne 3a6eJie:>KaHH Kaj naQHeHTHTe KOH npHM ~z-·.~~::_\<r.- =sac,,--, '<>✓~.?:-
mg/kg neM6pomnyMa6 Ha ceKoH 3 He,n;enw. i ,f -'~-~~~~:'; \f_ ~\ 
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Crn:ryc Ha BRAF M)'.TaUHja Kaj MenaHoM ~~1>-tJIY. ~· 1.f ? • ...... , 
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Enna HanpaaeHa aHanH3a Ha no,n,rpyna KaKo ,n,en o,n, cpnHanHaTa aHan03a Ha KEYNOTE-002 KaJ ~ c K Q \ \ ~;-:;_,,·0 
naQHeHTH KOH 6Hne BRAF o,n, ,D,HB THn (n=414; 77%) HJIH M)'TaHT Ha BRAF co npeTxo,n:eH TpeTMaH ----- .. 
3a BRAF (n=126; 23%) KaKo IIITO e pe3HMHpaHo BO rn6ena 6. 

Ta6eJia 6: Pe1yJITaTu Ha e4>ur.:acHocTa cnope~ crnryc Ha BRAF MyTaQnja BO KEYNOTE-002 

BRAF 0,ll )lHB THO M}'TaHT Ha BRAF co npnxo)leH 
TpeTMaH 

KpajHa T0'lKa IleM6poJin3yMa6 XeMoTepannja IleM6poJimyMa6 XeMoTepanuja 
2mg/kg Ha ceKOH 3 (n=137) 2mg/kg Ha ceKOH 3 (n=42) 

ne)leJIH (n=136) He)leJIH (n=44) 
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PFS Pa.3Mep Ha 0,50 (0,39; 0,66) --- 0,79 (0,50; 1,25) ---
onacHocT* (95% CI) 
OS Pa3Mep Ha 0,78 (0,58; 1,04) --- 1,07 (0,64; 1,78) 
onacHocT* (95% CI) 
ORR% 26% 6% 9% 0% 
* Pa3Mep Ha onacHocT (neM6pon1,13y~1a6 BO cnope,116a co xeM0Tepam1ja) Bp3 ocHoBa Ha crpanulrnu1,1paH 
nponopuuoHaneH Mo,11en Ha onacHocT cnope,11 KoKc 

Euna HanpaBeHa aHanma Ha no.nrpyna KaKo .nen o.n qmttanttaTa attan1na Ha KEYNOTE-006 Kaj 
naQHeHTH KOH 6une BRAF o.n ,nHB rnn (n=525; 63%), M)'TaHT Ha BRAF 6e3 npenm,neH TpeTMaH 3a 
BRAF (n=163; 20%) H MyTaHT Ha BRAF co npenm,neH TpeTMaH 3a BRAF (n=139; 17%) KaKO IIITO e 
pe3HMHpaHO BO rn6ena 7. 

Ta6eJia 7: PelyJITaTH Ha e4>uKaCHOCTa cnope,!J. cTaryc Ha BRAF MyYaQuja BO KEYNOTE-006 

BRAF 0,11 ,IIHB THO Myram Ha BRAF 6e1 Myram Ha BRAF co 
npeTxo,11eH TPeTMaH 1a BRAF npeTxo,11eH TpeTMaH 1a BRAF 

KpajHa IleM6ponu1yM HnunuMyM IleM6poJJH3YM HnnJJHMYM IleM6ponHlyM HnUJIHMYM 
T0'IK3 a6 a6 a6 a6 a6 a6 

lOmglkgHa (n=170) lOmg/kgHa (n=SS) lOmg/kg Ha (n=52) 
ceK0H 2 HJIH 3 ceicou 2 nnn 3 ceicou 2 unu 3 

He,11enu He,lleJJH He,11enu 
(1ae.11Ho (1ae.11Ho (1ae.11Ho 

co6paHu) co6paHu) co6paHu) 

PFS 0,61 (0,49; --- 0,52 (0,35; --- 0,76 (0,51; ---
Pa.3Mep 0,76) 0,78) 1,14) 
Ha 
onaCH0CT 
* (95% 
CI) 
OS 0,68 (0,52; --- 0,70 (0,40; --- 0,66 (0,41; --
Pa3Mep 0,88) 1,22) 1,04) 
Ha 
onacttocT 
* (95% 
Cl) 
ORR% 38% 14% 41% 15% 24% 10% 
* Pa3Mep Ha onacHOCT (neM6pOJJll3)'Ma6 BO cnope,116a co l!Til!JJHM)'Ma6) Bp3 OCHOBa Ha CTpaTH<l>HUHpaH 
nponopuuoHaneH Mo,11en Ha onacHOCT cnope,11 KoKc 

PD-Ll crn:ryc Kaj MenaHOM 
E1ma ttanpaBeHa aHaJIH3a Ha no,nrpyna KaKo ,nen o.n qmttanHaTa aHaJIH3a 3a KEYNOTE-002 Kaj 
naQHeHrn KOH 6Hne PD-L 1 Il03HTHBHH (PD-Ll eKcnpecuja Kaj 2'.: 1 % o.n TYMOpttme KJieTKH H 
HMyHOJIOIIIKHTe KJieTKH IlOBp3aHH co TYM0p BO 0.IJ.HOC Ha CHTe TYM0pHH KJieTKH cnoco6HH 3a )l(HBOT -
MEL cKop) Hacnporn PD-Ll HeraTHBHH. PD-Ll eKcnpecujarn 6una TecrnpaHa peTpocneKTHBHO co 
HM)'HOXHCTOXeMHCKa HCTpa)l(yBatJKa aHaJIH3a co 22C3 aHTH-PD-L 1 aHTHTeno. TioMefy naQHeHTme 
KOH M0)l(eJie .na ce oQeHaT 3a PD-L 1 eKcnpecuja (79% ), 69% (n=294) 6une PD-L 1 no3HTHBHH u 31 % 
(n=134) 6une PD-Ll HerarnBHH. Ta6ena 8 rn pe3HMHpa pe3ymaTHTe Ha eqmKacHocrn cnope.n PD-Ll 
eKcnpecuj am. 

Ta6eJia 8: PelyJITaTH Ha e4>uKaCHOCTa cnope,!J. PD-Ll eKcnpecuja BO KEYNOTE-002 

KpajHa TO'ltca IleM6ponu1yMa6 XeMoTepanuja IleM6ponH3yMa6 XeMoTepanuja 
2mg/kg Ha ceicou 3 2mg/kg Ha ceicou 3 

He.11enu He,!leJJu 
PD-Ll Il03UTHBHH PD-Ll HeraTHBHH 

PFS Pa3Mep Ha 0,55 (0,40; 0,76) --- 0,81 (0,50; 1,31) ~"'"' . "'""' onaCHOCT* (95% ~~ ul-\ t= P-4.1 
~ ' 

Cl) ' ':"C'--C::-,. 

~'.¢. -~~~ , f'::.-"< 
OS PaJMep Ha 0,90 (0,63; 1,28) --- 1,18 (0,70; 1,99) Q} _ _., di-'\ ·· '1 ,} ._.>, 

onacHocT* (95% 
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10% 8% 
* Pa3Mep Ha onaCHOCT (neM6pOJIB3)'Ma6 BO cnope)l.6a co xeMOTeparrnja) Bp3 OCHOBa Ha CTpannjlIDU{paH 
nponOpl.\HOHaJJCH MO)J,en Ha onacHOCT cnope)J, KoKC 

Elrna HanpaBeHa aHaJIH3a Ha no.n:rpyna KaKo .n:en o.n: q>HHaJIHaTa aHaJIH3a 3a KEYNOTE-006 Kaj 
nau.HeHTH KOH 6Hne PD-Ll no3HTHBHH (n=671; 80%) HacnporH PD-Ll HerarHBHH (n=150; 18%). 
TioMefy nau.HeHTMTe KOH MO)I<eJie .n:a ce ou.eHar 3a PD-L 1 eKcnpecHja (98% ), 82% 6Hne PD-L 1 
no3HTHBHH, a 18% 6Hne PD-L 1 HerarHBHH. Ta6ena 9 m pe3HMMpa pe3ynrarHre Ha eqmKacHocra 
cnope.n: PD-LI eKcnpecHjara. 

Ta6eJ1a 9: PeJyJ1raru ua ect>uKacuocra cnopei:. PD-Ll eKcnpecuja eo KEYNOTE-006 

KpajHa TO<JKa IleM6pOJIHlyMa6 HnuJiuMyMa6 IleM6poJimyMa6 HnnJIHMyMa6 
lOmg/kg Ha cetcou lOmg/kg Ha ceKon 

2 HJIH 3 Hei:.eJIH 2 HJIH 3 Hei:.eJiu 
'3aei:.Ho co6naHn) (1aei:.Ho co6naHu) 

PD-Ll DOlHTHBHH PD-Ll HeraTHBHH 

PFS Pa3Mep Ha 0,53 (0,44; 0,65) --- 0,87 (0,58; 1,30) ... 
onaCHOCT* (95% 
Cl) 

OS Pa3Mep Ha 0,63 (0,50; 0,80) --- 0,76 (0,48; 1,19) ... 
onacHocr* (95% 
Cl) 

ORR% 40% 14% 24% 13% 
* Pa3Mep Ha onaCHOCT (neM6pomnyMa6 BO cnope)l.6a co HTIHTIHMyMa6) Bp3 OCHOBa Ha CTpaTH«iiHllHPaH 
nponopl.lHOHaJJeH MO)l.eJT Ha onacHOCT cnope)I. KoKc 

QqeH MeJiaHOM 
Kaj 20 cy6jeKrn co o'leH MeJiaHoM BKJiyqemr Bo KEYNOTE-001, He forne npujaBeHH o6jeKTHBHH 
o.n:roBopu; 6Hna npujaBeHa cra6unHa 6onecr Kaj 6 narureHTH. 

KEYNOTE-054: Ilnaye6o-KoHmponupaHo ucnumyeal-be 3a aiJiyeaHmHo neryeal-be Ha nayueHmu co 
KOM11llem110 peceyupaH MellQHOM 
Eq>uKaCHocra Ha neM6poJIH3yMa6 6Hna eBanyHpaHa BO KEYNOTE-054, noBe1<eu.eHrpH'IHO, 
paH,r{OMH3HpaHO, ,n:BojHO cneno, nnau.e6o-KoHrponHpaHO HCnHryBalhe Kaj nau.ueHTH co u.eJIOCHO 
peceu.upaH MenaHoM o.n: IIIA (> 1 mm Meracra1a Ha nHMq>HHja3nH), IIIB HJIH IIIC cra.n:uyM. BKynHo 
1.019 B03pacHH nau.ueHTH 6une paH,n:OMH3HpaHH ( 1: 1) 3a .n:a npHMaar neM6ponH3yMa6 o.n: 200 mg Ha 
ceKoH rpu He.n:enH (n=514) umr nnau.e6o (n=505), BO nepuo.n: .n:o e.n:Ha ro,n:HHa i:.o noBropyBa!he Ha 
6onecra unu HenpmparnuBa TOKCH'IHOCT. PaH,n:OMH3aI.J.Hjara 6Hna crparmpHu.upaHa cnope.n: cra,nuyM 
o.n: 7-Moro MJ,n:aHHe Ha AMepHKaHcKara 3,n:py)I<eHa KOMHCHja 3a KapU.HHOM (AJCC) (IIIA HacnporH 
IIIB HacnporH IIIC 1-3 no3HTHBHH JIHMqJHHja3nH HacnporH IIIC 2: 4 no3HTHBHH JIHMqJHHja1nu) H 
reorpaq>CKH pemoH (CeBepHa AMepHKa, eBpOnCKHTe 3eMjH, ABcrpanwja H .n:pym 3eMjH KaKo lllTO e 
Ha3Ha'leHo). Tiau.HeHTHTe Mopane .n:a 6w.n:ar nO,l],JIO)I<eHH Ha ,r{HCeKQMja Ha JIHMqJHHTe ja3JIH, a aKO 6HJIO 
MH.ll:HU.MpaHo, Ha pa.n:norepannja BO paMKH Ha 13 He,n:eJIH npe.n: orno'lttyBa!heTO Ha rperMaHOT. 
Tiau.neHTHTe co aKTMBHa aBTOMMYHa 6onecr MJIM Me.n:MU.HHcKa cocroj6a 3a Koja 6una norpe6Ha 
MMYHOcynpecuja HJIH MYK03eH HJIH O'leH MeJiaHOM He 6wne coo.n:BeTHH. Tiau.ueHTHTe KOH npHMaJie 
nperxo.n:Ha repanuja 3a MenaHOM ocBeH onepau.wjara unu HHrepcpepoH 3a 3,n:e6eneH npMMapeH 
MeJiaHOM 6e3 .ll:0Ka3H 3a BKJiy'leHOCT Ha JIMMq)HHTe ja3JIH He 6Mne coo.n:BeTHH. Tiau.MeHTMTe 6Mne 
no.n:no)I<eHM Ha CHHMa!he Ha ceKoH 12 He.n:enw no npBara ,n:03a o.n: neM6ponw3yMa6 3a npaure .n:ae 
ro,n:MHM, noroa Ha ceKoH 6 Meceu.w o.n: 3 .n:o 5 ro.n:wHa, a noroa ceKoja ro,n:HHa. 

TioMefy 1.019 nau.HeHTM, KapaKTepMCTMKHTe Ha OCHOBHaTa JIMHMja 6une: cpe.n:Ha B03pacr o.n: 54 
rci~IrnH (25% Ha B03pacr o.n: 65 ro,n:MHH HJIM nocrapw); 62% o.n: Mannm non; H ECOG PS o.n: 0 (94%) H 
I (6%). IllecHaecer npou.eHTH HMane cra,nuyM IIIA; 46% HMane cra,nuyM IIIB; 18% HMane cra.n,n.z..-·--

~ ---·---
IIIC (1-3 no3HTHBHH JIHMqJHMja3JIM) M 20% MMane CTa,r{uyM IIIC (2: 4 I103HTHBHH JIHMqJHHj \ 1/1 l..i!::J~'h>~ 

50% 6wne no3MTHBHH Ha BRAF V600 MyraQMH H 44% 6Mne BRAF o.n: ,n:HB rwn. PD-Ll eK -~aE P~..J:'..sC/.t.,:Y,~' 
6Mna recrMpaHa perpocneKTMBHo co MMYHOXMcroxeMMCKa Mcrpa)I<yBa'IKa aHaJIM3a co 22 ~~-~P-~ "<-~--~~. 
LI aHTMreno; 84% o.n: nau.MeHTHTe HMane MenaHOM no3HTMBeH Ha PD-LI (PD-Ll eKcnp □!KaJ ,~~-~•_":;_~_-·{,1 t-~\~ 
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1 % o,n T)'MOpHHTe KJieTI<H H HM)'HOJIOIIIKHTe KJieTKH IIOBp3aHH co T)'MOp BO o,nHOC Ha CHTe T)'MOpHH 
KJieTKH cnoco6HH 3a )l(HBOT). ilcTHOT CHCTeM Ha CKOp 6HJI KOpHcTeH H 3a MeTaCTaTCKHOT MeJiaHOM 
(MEL cKop). 

MepKHTe 3a HCXO,nOT Ha npHMapHaTa eqrnKaCHOCT 6HJie npe)l(HByBaH>e 6e3 IIOBTopyBafue (RPS) 
oQeHeTO o,n CTPaHa Ha HCTpa)l(yBaqoT 3a Qenarn nonynaQHja H Kaj nonynaQHjarn co PD-Ll 
II03HTHBHH T)'MOpH, Ka,n:e IIITO RFS 6HJIO .o;eqrnHHpaHO KaKO BpeMeTO IlOMefy .naT)'MOT Ha 
paH,nOMH3aIJ,Hja H .naT)'MOT Ha npBOTO Bpafafue (JIOKaJIHa, pernoHaJIHa HJIH o,n,naneqeHa MeTaCTa3a) 
HJIH CMpT, Koe H ,na ce nojaBH npBo. ilCIIHT)'BafueTO IIOKa)l(aJIO CTaTHCTlfqKH 3HaqajHo no,no6pYBaH>e 
BO RPS 3a nau;HeHTHTe patt,nOMH3HpaHH BO rpaHKaTa co neM6poJIH3yMa6 BO cnope,n6a co nnau;e6o BO 
npeTXO,nHO o,npe,neHaTa MefyBpeMeHa aHaJIH3a. Pe3yJITaTHTe o,n eq>HKaCHOCTa 6a3HpaHH Ha 
KOHTponaTa o,n ,noIIOJIHHTeJIHH ce,nyM Meceu;H ce pe3HMHpaHH BO rn6ena 10 H CJIHKa 4. 

Ta6eJia 10: Pe3yJITaTn o,n ect,nKacHocTa eo KEYNOTE-054 

KpajHa TO'IKa KEYTRUDA l1JiaQe6o 
200 mg Ha 

ceK0U 3 
He,neJin n=S0S 
n=514 

Epoj (%) Ha nau;HeHTH co 158 (31%) 246 (49%) 
HaCTaH 
Cpe,nHa Bpe,nHOCT BO MeceQH NR 21,7 (17,1; NR) 
(95% Cl) 

Pa3Mep Ha onacHocT* (98% 0,56 (0,44; 0,72) 
CI) 

p-B pe,nHOCT ( CTpaTHq>HI.J;HpaH 
norapHTaMCKH TeCT 3a 
paHrnpaH>e) < 0,0001 
RFS Ha 6 MeceQn 

RPS crnnKa 82% 73% 
RFS Ha 12 MeceQn 

RPS crnnKa 76% 61% 
RFS Ha 18 MeceQn 

RPS crnnKa 72% 54% 
Bp3 OCHOBa Ha CTpaTH4'mzyipaH rrporroprurnHarreH MO)lCJI Ha orracHOCT 
crropeJI KoKc 

NR = He e JIOCTHrnarn 

KEYNOTE-054 BKJI)"IYBaJia nau;HeHTH cnope.o; 7-MOTO H3.o;aHHe Ha AJCC, a 6una HanpaBeHa M 
aHaJIH3a Ha no,nrpyna Ha RPS cnope,n 8-MOTO m,naHHe Ha AJCC OTKaKo 6Hne o6jaBeHH pe3ymaTHTe 
o,n czy,nujarn 3a RPS. Euno npHKa)l(aHo CTaTHCTHqKn 3HaqajHo no,no6pYBaH>e BO RPS 3a naQHeHTHTe 
paH,nOMH3HpaHH BO rpaHKarn co neM6ponH3yMa6 BO cnope,n6a co nnaQe6o Kaj ceBKYIIHaTa 
nonynau;nja co peceQHpaH MenaHoM o,n III crn,neyM cnope,n 7-MOTO H3,naHHe Ha AJCC. MenaHoM o,n 
IIIA crn,nHyM cnope,n 8-MoTO H3,naHHe Ha AJCC H,neHTHq>HKyBa nonynaQHja o,n rrau,HeHTH co rro,no6pa 
rrportt03a BO crrope,n6a co IIIA crn,neyM crrope,n 7-MOTO H3,naHHe Ha AJCC. Crrope,n KJiacHq>HKaQHjarn 
o,n 8-MOTO H3,naHHe Ha AJCC, BKYIIHO 82 cy6jeKTH 6HJie KJiaCHqJHQHpaHH KaKO IIIA crn,neyM; 42 BO 
rpaHKaTa co rreM6pOJIH3yMa6, a 40 BO rpaHKaTa co IIJiaQe6o; co BKYIIHO 13 HaCTaHH Ha RPS; 6 BO 
rpaHKarn co neM6ponu3yMa6, a 7 BO rpaHKarn co nnaQe6o. ilMa orpaHuqeHH no,naTOQH 3a cy6jeKTHTe 
o,n IIIA crn,nHyM cnope,n 8-MOTO H3,naHHe Ha AJCC BO nepHo,noT Ha OBaa aHaJIH3a Ha RPS. 
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rpaHU Ha TpeTNaH RFS CT80K8 H■ 18 MeCt!:IM !!BU!&%!,;ll 2•B~OCT 

10 
ne1116ponM:syws6 72% o.511 (0,4"; 0,121 < 0,0001 
nmu.,e6o 54% 

0 , ·· 
0 3 6 9 12 15 18 21 24 27 30 

8peMe so Mece~~ 
6poj CO pM3MK 

neM6pom.ByMa6: 514 439 413 393 375 362 340 207 92 25 3 

n11a4e60: 505 415 363 323 300 283 251 164 63 18 2 

,[(o.neKa amunnarn Kaj nau;HeHTHTe co PD-Ll no3HTHBHH T)'MOpH 6mrn 1<0-npHMapHa KpajHa TO'IKa, 
6Hne H3Be.[\eHH npeTXO)].HO .neqmHHpaHH aHanH3H Ha no.nrpynarn Kaj nau;HeHTH 'IHH T)'MOpH 6Hne 
PD-L 1 HeraTHBHM, no3MTMBHM nnn HeraTMBHM BRAF MYTaQMM. Ta6ena 11 rn pe3MMHpa pe3ymaTMTe 
o.n eqmKaCHOCTa cnope.n PD-L 1 e1<cnpecnjarn M crnzycoT Ha BRAF MYTaLI;Hja. 

Ta6eJia 11: Pe3yJITaTH o~ ecI>nKacuocTa cnope~ PD-Ll eKcnpecuja u cTaryc ua BRAF MyYauuja 
BO KEYNOTE-054 

KpajHa TO'IKa IleM6poJimyMa6 IIJiaue6o IleM6poJimyMa6 IIJiaue6o 
200 mg Ha ceKon 3 200 mg Ha ceKoH 3 

ttei.eJIH ttei.eJin 
PD-Ll fl03HTHBHH PD-Ll tteraTHBHH 

n=428 n=425 n=59 n=57 
RFS Pa3Mep Ha onaCHocT* 0,54 (0,42; 0,69) --- 0,47 (0,26; 0,85) ---
(95% en 
RFS crnnKa Ha 6 MeceuH 84% 75% 81% 64% 

no3HTHBHH Ha BRAF Myrauuu HeraTHBHH na BRAF Myrauuu 
n=245 n=262 n=233 n=214 

RFS Pa3Mep Ha onacHocT* 0,49 (0,36; 0,67) --- 0,64 (0,47; 0,87) ---
(95% CI) 

RFS cTanKa Ha 6 Meceuw 83% 73% 80% 72% 
* Bp3 OCHOBa Ha CTpaTH<tiin~HpaH nponOpl\HOHaJieH MO,nen Ha onacHOCT cnope.n KoKC 

NSCLC 
KEYNOTE-024: K011mpollupa110 ucnumyea1t>e Ka; nauue11mu co NSCLC KOU npemxoo110 11e 20 
npUMa!le mpemMa11om 

Ee36e.nHocrn M ecpn1<acHocrn Ha neM6ponn3yMa6 6nne ncnnzyBaHM Bo KEYNOTE-024, 
noBefreu;eHTpwrna, KOHTponnpaHa czy~nja 3a neKyBalhe Ha MeTacTaTCKM NSCLC Koj npeTXo~Ho He 
61rn neKyBaH. Ilau;neHTme MMane e1<cnpecnja Ha PD-Ll co~ 50% cKop Ha nponopu;nja Ha zyMopoT 
(TPS) Bp3 'ocHoBa Ha PD-Ll IHC 22C3 pharmDx™ Kit. Ilau;neHmTe 6nne paH~OMM3Hpam1 (1 :1) 3a 
.na npiIMaaT neM6pomi3yMa6 BO ~03a o~ 200 mg Ha ceKoH 3 He.nenn (n=l 54) nnH no H36op Ha ~~ 
HCTpll)KyBa'I0T .na npHMaaT XeMOTepam1ja Koja C0)].p)l(H nnanrna (n=ISI; BKJiy'IyBajKH //,,_o'O" OIIE ;?./,:,~ .... 

1/<;:,; ~" "'.it., ''z ' ' 
neMeTpeKce~+Kap6onnaTHH, neMeTpeKce~+u;ncrrnamH, reMu;Hrn6ttH+u;ncnnaTHH, ':< ~~"' ,~~ <>~~-c:':<·. 
reMu;ttrn6tttt+Kap6onnanrn, ttntt naKnttTaKcen+Kap6onnaTHH. HecKBaM03HttTe nau;HeHTH eJfe .ni',~-, \i'/ ~ ~~ ~: 
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rrpHMaaT rreMeTpeKce,!l 3a o,!lp)l(yBaH,e ). TiaQHeHTIITe 6m1e neKyBaHH co rreM6ponH3yMa6 'AO 
HerrpmparnHBa TOKcHqHocT HJIH rrporpecHja Ha 6onecrn. neKyBaH,eTo MO)l(eJio ,!la rrpo,!lOJI)l(H H no 
rrporpecHja Ha 6onecTa ,!lOKOJIKY rraQHeHTOT 6HJI KJIHHIIqKH CTa6HJieH H aKO HCTp~BaqoT CMeTaJI 
,!leKa rraQHeHTOT MO)l(e ,!la IIMa KJIHHHqKH 6eHeqmT. TiaQHeHrnTe 6e3 rrporpecHja Ha 6onecrn MO)l(eJie 
,!la 6H,!laT neKyBaHH 'AO 24 MeceQH. Cry.!lHjarn rn HcKJiyqHna naQHeHTHTe co EGFR HJIH ALK 
reHOMCKH a6epaQHH Ha ryMop; aBTOHMYHa 6onecT 3a Koja e IIOTpe6Ha CHCTeMCKa TeparrHja BO nepHO,!l 
O,!l 2 fO,!lHHH O,!l TpeTMaHoT; Me,!lHQHHCKa cocrnj6a 3a Koja 6Hna Il0Tpe6Ha HMYHOcyrrpecHja; HJIH KOH 
HMane npHMeHO IIOBeKe O,!l 30 Gy O,!l TOpaKanHa Pa'AHjaQHja BO rrepHO,!l O'A rrpeTXO,!lHHTe 26 He,!leJIH. 
TipoQeHKa Ha CTaTYCOT Ha TYMOpOT 6Hna crrpoBe'AYBaHa Ha ceKOH 9 He,!leJIH. TiaQHeHrnTe Ha 
xeMoTeparrHja KOH ,!lO)l(J,IBeane He3aBHCHO yTBp,!leHa rrporpecHja Ha 6onecrn MO)l(eJie ,!la rrpeMHHaT H 
,!la rrpHMaaT rreM6ponH3yMa6. 

TioMety 305 naQHeHrn BO KEYNOTE-024, KapaKTepHCTHKHTe Ha ocHOBHaTa JIHHHja 6Hne: cpe,!lHa 
B03pacT O,!l 65 fO,!lHHH (54% Ha B03pacT O,!l 65 fO,!lHHH HJIH TTOCTapH); 61% O,!l MaIIIKH non; 82% 
6eJIQH, 15% A3HjQH; H co nep<popMaHC-CTaTYC cnope,!l ECOG OH 1 Kaj 35% H 65%, rroe,!lHHeqHo. 
KapaKTepHCTHKHTe Ha 6onecTa 6Hne CKBaM03Ha ( 18%) H HeCKBaM03Ha (82% ); M 1 (99% ); H M030qHH 
MeTaCTa3H (9%). 

MepKaTa 3a HCXO,!lOT Ha npHMapHaTa eqmKaCHOCT 6Hna PFS KaKO IllTO e OQeHeTO co cnenHOT 
He3aBHCeH QeHTpaneH nperne,!l (BICR) co KOpHcTeH,e Ha RECIST 1.1. MepKHTe 3a HCXO'AOT Ha 
ceKyH,!lapHaTa e<pMKaCHOCT forne OS HORR (KaKo IllTO e oQeHeTO co BICR co KopHcTeH,e Ha RECIST 
1.1). Ta6ena 12 rn pe3HMHpa KJiyqHHTe MepKH Ha e<pHKaCHOCT 3a Qenarn nonynaQHja co HaMepa 3a 
neKyBaH,e (ITT). Pe3ymarnTe 0'A PFS H ORR ce rrpHjaBeHH 0'A MefyBpeMeHaTa aHanma rrpu cpe,n:Ha 
K0HTpona O,!l 11 MeceQH. Pe3yJITaTHTe O,!l OS ce rrpHjaBeHH 0,!l <pHHaJIHaTa aHaJIH3a npH cpe,!lHa 
K0HTpona 0,!l 25 MeCeQH. 

Ta6eJia 12: Pe3yJITaTH 011: eit,m.:acuocTa eo KEYNOTE-024 

KpajHa TO'IKa 1IeM6poJIHJYMa6 200 mg XeMonpannja 
Ha ceKOH 3 HC)leJIH n=151 

n=154 
PFS 

Epoj (%) Ha rra!UfeHTH co HaCTaH 73 (47%) 116 (77%) 
Pa3Mep Ha orracHocT* (95% CI) 0,50 (0,37; 0,68) 
p-Bpe,llHOcTt <0,001 
Cpe,llHa BPe,llHOCT BO MeceuH (95% CI) 10,3 (6,7; NA) 6,0 ( 4,2; 6,2) 

OS 
Eooi (%) Ha na!UfeHTH co HaCTaH 73 (47%) 96 (64%) 
Pa3Meo Ha orracHocT* (95% CI) 0,63 (0,47; 0,86) 
o-Boe,llHOcTt 0,002 
Cpe,llHa Bpe,llHOCT BO Meceuu (95% CI) 30,0 14,2 

(18 3: NA) (98· 190) 
CTarrtca Ha o6ieKTUBeH O)lrOBOD 

ORR %. (95% CI) 45% (37: 53) 28% (21 ; 36) 
I..{enoceH o,llroBOP 4% 1% 
IlenvMeH o,llroBoo 41% 27% 

BoeMeTpaeJLe Ha o)lroBopt 

Cpe,llHa Bpe,llHOCT Bo Meceuu (oncer) He e ITOCTlffHaTO 6,3 
(1 9+; 14.5+) (2.1+· 12 6+) 

% co BPeMeTPaeH>e > 6 Meceuu 88%§ 59%1 ,;P,:.'¢"'' "' M P.,qµ, 
Pa:iMep Ha orracHocT (rreM6ponHJyMa6 ao crrope,16a co xeMoTepami:ja) Bp3 ocHoBa Ha cTpanufmmipatt 1::(/j·-~~ u . .. P4✓;.S</S;,,/. • 

t 
t 

~ ... --~~ ... /"'. rrporropuwoHaneH Mo,1en Ha orracHOCT crrope,1 KoKc '- «~ ~=~ v,:<'. C;. 
Bp3 ocHoBa Ha CTparnqmmipatt norapmaMcKH TecT 3a paHrnpa11,e ~ ~ /;'( I\ /1 >, ~ S 

§ Bp3 OCHOBa Ha rrpoueHKH crrope,1 KarrJJatt-Mejep; BKJI)"lyBa 43 rrauHeHTH co OArDBOpH 0,1 6 Mecemi HJJH r ~Jii:o ., •r:-:-::-<.\t?- X >71 / , Bp3 K M . 16 6 ,z, W - · 0 l't-i .. l.J · 

Bp, o'"o" "' muu«ITTH co Hajno6'p ""'Y"'" owo,op mo rr=p,<H «oManIT<H = '"""'" owo• ~ '.;' ~ j; ',; I 
OCH OB a Ha rrpoueHKH crrope,1 aITJJaH- eJep; BKJJ)"lyBa Ilal{HeHTH co Ol(rOBOpH 0,1 Mecemi HJJH IT .. tJIK!t- ro.e.:f't't{; ,5' C) / 

NA = He e .uocTarrHo ,., -'.s,, ;.::S , 
''t,. • • ~ ~ ¼ 
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CJIHKil 5: KanJiau-Mejep icpuea 3a npe,1meyeau.e 6e3 nporpecuja no rpam.:a ua TpeTMa 
KEYNOTE-024 (nonyJiaU:HJa co uaMepa 3a JICK)'Bau.e) 
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CJinKa 6: Kamian-Mejep Kpnea 3a ceeKynno npexmeyeaILe no rpanKa na TpeTMan eo 
KEYNOTE-024 (nonyJiaQnja co naMepa Ja JieKYBaILe) 
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6poj CO PH3111{ 

neM1Spon11aYMa6: 154 

XeMarepam1ja: 151 

3 

136 

123 

rpfllu "• 'TpflMaK QS CT■na tta 12 ine•!!! Q§ CHnu N■ 24 FHC:•~ 
n,MOpomuy-6 70% 52% 
XeMGT■panMja ••11 38% 

6 9 12 15 18 21 

BpeMe BO M8C84M 

121 112 106 96 89 83 

107 BB 80 70 81 55 

fjB li6~ Cl) 12·~ 
0.63 (0.47, 0.88) 0.002 

24 27 30 33 

52 22 5 0 

31 16 5 0 

Bo amUIH3aTa Ha rro.n;rpyrra, 6una 3a6ene)l(aHa pe.n;yu:upaHa KopucT Ha rrpe)l(HByBafbe Ha 
neM6ponu3yMa6 BO crrope.n;6a co xeMoTepamrjarn Kaj ManuoT 6poj Ha rrau:ueHTH KOH HHKoraur He 
6une rryuwm; cerraK, rropa.n:u Man11OT 6poj Ha rrau:11eHTH, He MO)l(e )],a ce u3ane11e )J,eqrnHHTHBeH 
3aKny1IOK O)J, OBfle IIO)J,aTOQfl. ~~~ 

• 0 ' - -.·.;;,'/ -~~ ~~--- N~ O,·lt; .0-'i.;, Y'-:-,. 
KEYNOTE-] 89: K01-1m oJlu a1-10 ucnum ea,t,e 3a KOM6u1-1u anu ·a Ka· na ue1-1mu c _'-' q,_"i:-r- .-9'">, '<.1~"'-1~ 

1-1ecK6aM03e1-t NSCLC KOU npemxoo1-10 1-te 6wie J1eKyea1-1u ~ ,;,-r $:J.l(A ~ -~) 
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EcpttKacHOCTa Ha neM6ponH3yMa6 BO KOM6HHau;wja co neMeTpeKce)]. H xeMoTepanwja co nnaTHHa 6wna 
HCTIHryBaHa BO TIOBeKeQeHTPHtJHO, paH,ll,0MH3HpaH0, aKTHBH0-K0HTP0ilHpaH0, ,IJ,yTIIl0 cneno 
wcrrnryBaH>e, KEYNOTE-189. KnytJHHTe KpttTep:ttyMH 3a coo,ll,BernocT 6m1e MeTacTaTCKH 
HeCKBaMo3eH NSCLC, 6e3 npeTXo,ll,eH CHCTeMCKH TpeTMaH 3a MeTacTaTCKH NSCLC H 6e3 a6epau;HH 
Ha reHOMCKH ryMop Ha EGFR HnH ALK. ITau;HeHTHTe co aBTOHM)'Ha 6onecT 3a KOH 6Hna noTPe6Ha 
CliCTeMCKa TepanHja BO poK O)]. 2 f0,ll,liHH 0)]. TPeTMaHOT; Me,ll,liQliHCKa cocrnj6a 3a Koja 6Rna TIOTpe6Ha 
HM)'HocynpecRja; lillli KOR HMane npRMeH0 IIOBeKe O)]. 30 Gy TOpaKanH0 3paqeH,e BO paMKH Ha 
npeTXO,ll,HHTe 26 He,ll,enH He 6Hne COO,ll,BeTHH. ITau;HeHTHTe 6m1e paH,n:OMH3HpaHH (2: 1) 3a .n:a npHMaaT 
e,n:eH o.n: cne,n:HHTe pe)l(HMH: 

• ITeM6ponmyMa6 200 mg co neMeTPeKce.n: 500 mg/m2 
H no H36op Ha HCTp!DK)'BatJoT 

u;RcnnaTHH 75 mg/m2 HnH Kap6onnaTHH AUC 5 mg/mL/min HHTpaBeHcKH Ha ceKoH 3 He,n:enH 
BO TeKOT Ha 4 QRKnycH npocne,n:eHR co neM6ponR3yMa6 200 mg Ii neMeTpeKce,ll, 500 mg/m2 

liHTpaBeHCKli Ha ceK0li 3 He,l],enH (n=4 l 0) 
• Tinaue6o co neMeTPeKce.n: 500 mg/m2 H no H36op Ha HCTP!DK)'Ba110T QHcnnaTHH 75 mg/m2 

HnH 

Kap6onnaTHH AUC 5 mg/mL/min liHTpaBeHCKH Ha ceK0H 3 He,l],enli BO TeK0T Ha 4 UHKnYCli 
npocne,n:eHR co nnau;e6o H neMeTpeKce)]. 500 mg/m2 RHTPaBeHCKH Ha ceK0li 3 He,l],enH (n=206) 

JleKyBaH>eTO co neM6ponw3yMa6 npo,n:omIrnno ce .n:o nporpecRja Ha 6onecTa ,n:eqmHHpaHa co RECIST 
1.1 KaK0 IIITO e o,n:nytJeH0 o.n: CTpaHa Ha HCTproI<yBatJOT, HenpmparnHBa TOKCHtJH0CT, HilH MaKCHM)'M 
24 MeceuH . .IJ:aBaH>eTO neM6ponH3yMa6 6Hno ,n:o3BoneHo no nporpecHjaTa Ha 6onecTa ,n:eq>HHHpaHa co 
RECIST cnope.n: BICR mm no npeKHttyBaH>eTO Ha neMeTPeKce.n: aKo nau;HeHTOT 6Hn KnHHHtJKH 
CTa6HneH H .n:o6HBan KilHHHtJKa K0pliCT cnope.n: MHCneH>eT0 Ha HCTproI<yBatJ0T. 3a naQHeHTHTe KOR 
K0MnneTRpane 24 MeceuH O)]. TepanHja Hnli HMane uenoceH o,l],roBop, TpeTMaH0T co neM6ponH3yMa6 
M0)l(en noBT0pHo ,ll,a 6w)].e 0T00'IHaT nopa,IJ,H nporpecRja Ha 6onecTa Ii )].a ce ,l],aBa ,ll,0 YIIITe 1 
,n:ononHRTenHa ro,n:RHa. TipoueHKaTa Ha CTaTYC0T Ha TYM0p0T 6Rna li3BprneHa BO 6 He,ll,ena Ii 12 
He,ll,ena, npocne,n:eHo Ha ceKoH 9 He,ll,enH noToa. Ha nauweHTHTe KOH npHMane nnaue6o nnyc 
xeMoTepanHja H KOH ,n:0)l(HBeane He3aBHCHo-nornp,n:eHa nporpecHja Ha 6onecrn HM 6Hn notty,ll,eH 
neM6ponH3yMa6 KaKo MOHoTepanHja. 

TioMefy 616 nauHeHTR BO KEYNOTE-189, KapaKTepHCTHKHTe Ha ocH0BHaTa nHHRja 6Hne: cpe,n:Ha 
B03pacT o.n: 64 ro,n:RHH (49% Ha B03pacT o.n: 65 fO,ll,liHli liilH TIOCTapR); 59% o.n: MallIKH non; 94% 
6enQH H 3% A3HjQH; 43% Ii 56% co nepqlOpMaHc-cTaryc cnope.n: ECOG OH 1, noe,ll,RHetJHo; 31 % 
HeraTHBHH Ha PD-L 1 (TPS < 1 %); Ii 18% co neKyBaHH wnli HeneKyBaHH M030tJHH MeTaCTa3H Ha 
ocH0BHaTa nHHHja. BKynHo 67 nauHeHTH BO rpaHKaTa co nnau;e6o nnyc xeMoTepanRja npeMHHane 3a 
,n:a npHMaaT MOHOTepanRja co neM6ponH3yMa6 BO BpeMeTO Ha nporpecHja Ha 6onecTa, a 18 
.n:ononHHTenHH nauHeHTH npRMane HHXH6HTOp Ha KOHTP0ilHaTa T0tJKa KaK0 nocne,n:oBaTenHa 
Tepan11ja. 

MepKHTe 3a wcxo,n:oT O)]. npHMapHaTa eq>RKaCHOCT 6Rne OS Ii PFS ( cnope.n: oueHKaTa o.n: BICR co 
KopRcTeH,e Ha RECIST 1.1 ). MepKHTe 3a HCX0,ll,0T o.n: ceKyH,n:apHaTa eqrnKaCHOCT 6Hne ORR H 

BpeMeTpaeH,e Ha o,n:roBopoT, cnope.n: oueHKaTa o.n: BICR co K0pRcTeH,e Ha RECIST 1.1. Cpe,ll,HOTO 
BpeMe Ha K0HTpona 6wno 10,5 MeceuH (Bo oncer: 0,2 ,ll,0 20,4 MeceuR). Ta6ena 13 rH pe3R~~~ 
KnytJHHTe MepKH Ha ecpHKaCHOCT. KamraH-MejepOBHTe KpHBH 3a OS H PFS ce npRK mrt c~---- , 
7 Ii 8. ❖'-<..: ...i~. O~tE l-4 . .1,'_r,t;.::·~ </' -~~ ·.)~ -,~ 
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Ta6eJia 13: PeJyJITaTH o,D, e4>m.:acnocTa BO KEYNOTE-189 

Kpajua T0'IKa IleM6poJiuJyMa6 IIJiai_.e6o + 
+ IleMeTpeKce,D, + IleMeTpeKce,D, + 
XeMoTepanuja co XeMoTepanuja co 

UJiaTUHa nJiaTnua 
n=410 n=206 

OS 
Epoj (%) Ha naQHeHrn: co 127 (31%) 108 (52%) 
HaCTaH 
Pa3Mep Ha onaCHOCT* (95% 0,49 (0,38;0,64) 
CI) 
o-Bpe,D,HocTt < 0.00001 
Cpe,D,Ha Bpe,D,HOCT BO MeCeQH He e nocTHrHaTO 11,3 
(95% CI) (NA, NA) (8,7; 15,1) 

PFS 
Epoj (%) Ha naQHeHTH co 244 (60%) 166(81%) 
HaCTaH 
Pa3Mep Ha onaCHOCT* (95% 0,52 (0,43; 0,64) 
CI) 
o-Bpe,D,HocTt < 0,00001 
Cpe,D,Ha Bpe,D,HOCT BO MeCeQH 8,8 (7,6; 9,2) 4,9 (4,7; 5,5) 
(95% Cl) 

CTanKa Ha o6jeKTHBCH 
0,/J;fOBOP 

ORRt % (95% Cl) 48% (43; 53) 19% (14; 25) 
U:enoceH O,D,fOBOP % 0,5% 0,5% 
)lenyMeH O,D,fOBOP % 47% 18% 

p-Bpe,D,HOCT§ < 0,0001 
BpeMeTpaelbe na o,1J;roBop 

Cpe,D,Ha Bpe,D,HOCT BO MeceQH 11,2 7,8 
(oncer) (1,1+; 18,0+) (2,1+; 16,4+) 
% co BpeMeTpaelhe 81% 63% 
~ 6 MeCeQH1 

% co BpeMeTpaeH,e 60% 44% 
~ 9 MeCeQH1 
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CJIHKa 7: KanJiaH-Mejep KpHBa Ja ceeicynHo npellmByBalbe no rpaHKa Ha TpeTMaH BO 
KEYNOTE-189 (nonyJiaQnja co HaMepa 3a Jieicyealbe) 
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20 
rpaHIUI Ha TptTMIH OS cranKa HI 6 MeCea.iM OS CTaRKI HI 9 M8C9UM HR {95% Cl} p.ape.QHOCT 

10 neMponMlYMl6 85% 72% 0,49 (0,38; 0,64) < 0,00001 
KotnponHa 78% 56% 

o · 
0 3 6 9 12 15 18 21 

BpeMe BO Mece4111 
6poj CO p11131'1K 
neM6ponH3yMa6 410 377 347 278 163 71 18 0 

KoHrponHa 206 183 149 104 59 25 8 0 

CJIHKa 8: KanJiaH-Mejep KpHBa 3a npe:acueyBalbe 6e3 nporpecuja no rpaHKa Ha TpeTMaH so 
KEYNOTE-189 (nonyJiaQuja co HaMepa Ja Jieicyealbe) 

1001Tc-------------------------, 
rpaHM H TpeTMaH PFS CHRM Ha 6 M9(el,IM PFS cranH Na 9 Mea!\IM HR {95% Cl) e·•p•AHO< 
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Eima cnpoBe.n.eHa aHanH3a Bo KEYNOTE-189 Kaj naQHeHTH KOH HMane PD-L 1 TPS < 1 % 
[KoM6HHaQHja co neM6poJIH3yMa6: n=127 (31 %) Hacnporn: xeM0Tepam1ja: n=63 (31 %)] , TPS 1-49% 
[ KOM6HHaQHj a co neM6poJIH3yMa6: n= 128 (31 % ) Hacnporn: xeMoTepanHj a: n=5 8 (28%)] HJIH ~ 50% 
[KoM6HHaQHja co neM6poJIH3yMa6: n=132 (32%) Hacnporn: xeMoTepanHja: n=70 (34%)] (BH)].eTe ja 
rn6enarn 14). 

Ta6eJia 14: Pe3yJITaTH o.n. e4>nKacuocTa cnope.n. eKcnpecuja ua PD-Ll eo KEYNOTE-189 

Kpajna KoM6nn~pana I XeMonpannja KoM6nn~pana I XeMoTepannja KoM6nn~pana I XeMonpannja 
T0'IK8 npannJa co npannJa co npannJa co 

neM6POJIR3yMa6 neM6DOJIR3VMa6 neM6POJIR3YMa6 
TPS< 1% TPS 111049% TPS>50% 

OS PaJMep 
Ha 

0,59 (0,38; 0,92) 0,55 (0,34; 0,90) 0,42 (0,26; 0,68) 
onacHOcT* 
<95% en 
PFS 
PaJMep Ha 

0,75 (0,53; 1,05) 0,55 (0,37; 0,81) 0,36 (0,25; 0,52) 
onaCHOCT* 
(95% CI) 

ORR% 32% I 14% 48% I 21% 61 % I 23% 
• PaJMep Ha onacHocT (KoM6nm1paHa TepannJa co neM6ponnJyMa6 so cnope,116a co xeMOTepannJa) Bpl ocHosa Ha 

cTpaTHqin1.1npatt nponop1.1noHaneH Mo,11en Ha onacHOCT cnope,11 KoKc 

BKynHo 57 naQHeHTH co NSCLC Ha B03pacT o.n. ~ 75 ro.n.HHH 6Hne BKJiyqeHH Bo cry.n.Hjarn 
KEYNOTE-189 (35 Bo KOM6HHaQHjarn co neM6poJIH3yMa6 H 22 BO KOHTponttarn). Bo paMKH Ha oBaa 
cry.n.HcKa no.n.rpyna 6HJie npHjaBeHH HR=2,09 [95% CI 0,84; 5,23] BO OS H HR=l ,73 [95% CI 0,77; 
3,90] BO PFS 3a KOM60HaQ0jarn co neM6pon03yMa6 HacnpoTH xeMoTepanuja. Ilo.n.arnu,0Te 3a 
eqmKaCHOCTa H 6e36e)].HOCTa Ha neM6poJIH3yMa6 BO KOM6HHaQHja co xeMOTepanuja co IlJiaTHHa ce 
orpaHuqeHH Kaj OBaa TIOIIyJiaQHja Ha naQHeHTH. 

KEYNOTE-407: KoHmpollupa,w ucnumyea1ve Ha KOM6uHupaHa mepanu;a Ka; nauueHmu co 
CK6GM03eH NSCLC KOU npemxoOHO He 6wie JleKyeaHu 
EqmKaCHOCTa Ha neM6poJIH3yMa6 BO KOM6HHaQHja co Kap6oTIJiaTHH H IlaKJIHTaKCeJI HJIH Kap6orrnaTHH 
0 Ha6-naKJIHTaKcen 6Hna ucnHryBaHa BO KEYNOTE-407, paH)].0MH3HpaHa, .IJ:BOjHo cnena, 
TIOBeKeQeHTpH'IHa, nnaQe60-KOHTpon0paHa CTY.IJ:Hja. KnyqHHTe KpHTepuyMH 3a C00)].BeTH0CT 3a 0Baa 
cry.IJ:Hja 60ne MeTaCTaTCKH CKBaMo3eH NSCLC, 6e3 orne.IJ: Ha cTarycoT Ha eKcnpecuja Ha ryMop PD­
Ll ll 6e3 npeTX0)].H0 CHCTeMCKO neKyBaH,e Ha MeTaCTaTCKaTa 6onecT. IlaQHeHTHTe co aBTOHMYHa 
6onecT 3a KOH 6Hna TIOTpe6Ha CHCTeMCKa TepanHja BO nepuo.n. 0)]. 2 r0)].HHH 0)]. neKyBaH,eTO; 
Me)].HQHHCKa COCTOj6a 3a Koja 60na TIOTpe6Ha HMYHOcynpecuja; HJIH KOH HMaJie npHMeHo IlOBeKe 0)]. 
30 Gy O.IJ: TOpaKaJIHa Pa.IJ:HjaQHja BO nepHO.IJ: O)]. npeTXO)].HHTe 26 He.n.enH He 60ne C00)].BeTHH. 
PaH.IJ:OMH3aQHjarn 6Hna cTpaTmpHQHpaHa cnope.n. eKcnpecHjarn Ha ryMop PD-Ll(TPS < 1 % 
[ Herarn:BHH] Hacnporn: TPS ~ 1 % ), no H36op Ha HCTpruKyBa'I0T o.n. naKJIHTaKcen HJIH tta6-
naKnHrnKcen ll reorpacpcKHOT pernoH (11CTO'IHa A3Hja Hacnp0TH 3eMjH KOH He ce BO 11:CTO'IHa A3Hja). 
IlaQHeHTHTe 60ne patt)].0MH3HpaHH ( 1: 1) Ha e.n.Ha 0)]. cne)].HHTe rpaHKH Ha TpeTMaH npeKy 
HHTpaBeHcKa HHQ)Y3Hja: 

• IleM6pOJIH3yMa6 0)]. 200 mg 0 Kap6onnaTHH AUC 6 mg/rnL/min Ha .IJ:eH0T 1 0)]. ceKoj QHKnyc 
0.IJ: 21 .n.eH 3a nepHO)]. O.IJ: 4 QHKnycu ll naKJIHTaKCeJI O.IJ: 200 mg/m2 Ha .n.eHOT 1 O.IJ: ceKoj 
QHKJIYC O.IJ: 21 .IJ:eH 3a nepHO.IJ: O.IJ: 4 QHKJIYCH HJIH Ha6-naKJIHTaKCeJI O.IJ: 100 mg/m2 Ha 
.n.eHOBHTe 1, 8 H 15 o.n. ceKoj QHKnyc o.n. 21 .IJ:ett 3a nepHO.IJ: O.IJ: 4 QHKJIYCH, npocne.IJ:etto co 
neM6ponH3yMa6 o.n. 200 mg Ha ceKoH 3 tte.n.enu. IleM6ponH3yMa6 60n .IJ:aBaH npe.n 
xeMoTepanujarn Ha .nettoT 1. 

• TinaQe6o H Kap6onnarn:H AUC 6 mg/mL/min Ha .n.eHoT 1 O.IJ: ceKoj QHKJIYC o.n. 21 .n.eH 3a 
nepuo.n. O.IJ: 4 QHKJIYCH ll naKJIHTaKceJl O.IJ: 200 mg/m2 Ha ,lleHOT 1 O,ll ceKoj QHKnyc O.IJ: 21 )].eH 
3a nepuo.n. O.IJ: 4 QHKJIYCH HJIH Ha6-naKJIHTaKcen 0)]. 100 mg/m2 Ha .n.eHOBHTe 1, 8 ll 15 0)]. ceKoj 
QHKJiyc o.n 21 .nett 3a nepHO.IJ: o.n 4 QHKnycu, npocne.IJ:eHo co nnaQe6o Ha ceKoH 3 He.nenu. 

JlexyeaH.em co neM6ponH3)'Ma6 ••• nmu1e60 npo•OIDKHno •o nporpernja Ha 6onecm ••<Ii• ~ ~.:}}:.~~ 
cnope.n RECIST 1.1 KaKo IIIto e o.npe.netto co cnenHoT He3aBHCeH QeHTpaneH nperne.n (BIC ~ ~t~ ~= 1S'v/ 'c,>,\ 
HenpucpaTJIHBa TOKCH'IHOCT HJIH MaKCHMYM O,ll 24 MeCeQH . .ll:aBaH,eTO Ha neM6pOJIH3yMa6 WII<{:'(' lf!Jf}} \t, {, \. 
•o,soneHo u no nporpecujam Ha 6onecra ••<l>•••:.aHa cnope• RECIST axo DfillHeHTOT 6 1 , l ~:' I}}! 
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KJIHHHqKH CTa6HJieH H .n:o6HBaJI KJIHHHqKa KOpHCT KaKO IIITO 6HJIO o.n:pe.n:eHO O,ll crpaHa Ha 
HCTpa)l(yBaqoT. 

Ha nau;HeHTHTe BO rpaHKaTa co nnau;e6o HM 61m notty.n:eH neM6pomnyMa6 KaKo e.n:1rneqeH npenapaT 
BO nepHO,llOT Ha nporpec11ja Ha 6onecrn. 

Ilpou;eHKaTa Ha CTaTYCOT Ha TYMOpOT 6HJia npaseHa Ha ceKOH 6 .I{O He.I{eJiaTa 18, Ha ceKOH 9 He,neJIH 
,no He,neJiaTa 45 H Ha ceKOH 12 He,lleJIH IlOTOa. 

BKynHO 559 nau;HeHTH 6HJie paH,llOMH3HpaHH. KapaKTepHCTHKHTe Ha CTY.IlHCKaTa nonynau;Hja 6HJie: 
cpe.n:Ha BO3pacT o.n: 65 ro.n:HHH ( oncer: 29 .n:o 88); 55% Ha BO3pacT o,n: 65 ro,n:HHH HJIH nocrnpw; 81 % 
o.n: MaIIIKH non; 77% 6enu;u; co nepq>0pMaHc-crnryc cnope.n: ECOG O (29%) H 1 (71 %); H 8% co 
JieKyBaHH MO3OqHH MeTaCTa3H Ha OCHOBHaTa JIHHHja. TpweceT H neT npou;eHTH HMaJie eKcnpecwja Ha 
ryMop PD-Ll TPS < 1 % [tteraTHBHH]; 19% 6une HcrnqHo-A3Hju;H; H 60% npHMaJie naKJIHTaKcen. 
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Ta6eJia 15: Pe1yJITaTH o.n. etJ>uKacHocTa so KEYNOTE-407 

KpajHa TO'IKa IleM6poJIH3YMa6 IIJiaQe6o 
Kap6onJiaTHH Kap6onnaTHH 

IlaKJIHTaKceJI/Ha6- IlaKJIHTaKcen/Ha6-
naKJIHTaKceJI naKJIHTaKceJI 

n=278 n=281 
OS 

Epoj Ha HaCTaHJ,I (%) 85 (31%) 120 (43%) 
Cpe,11,Ha Bpe,D.HOCT BO Meceu:u 15,9 (13,2; NA) 11,3 (9,5; 14,8) 
<95% en 
Pa3Mep Ha orraCHOCT* (95% 0,64 (0,49; 0,85) 
Cl) 
o-Boe,n.HocTt 0,0008 

PFS 
Epoj Ha HaCTaHH (%) 152 (55%) 197 (70%) 
Cpe.n.Ha Bpe,D.HOCT BO MeceuH 6,4 (6,2; 8,3) 4,8 (4,3; 5,7) 
(95% CI) 
Pa3Mep Ha orracHOCT* (95% 0,56 (0,45; 0,70) 
Cl) 
p-Bpe,n.HocTt < 0,0001 

CTanKa Ha ceBKVDCH O,IJ;rOBOD 

CrnrrKa Ha ceBKyrreH o,n.roBop 58% (52; 64) 38% (33; 44) 
(95% CI) 

UenoceH o,n.roBop % 1,4% 2,1% 
IlenyMeH o,n.roBOP % 57% 36% 

o-Boe,n.HocTi < 0,0001 
BpeMeTpaelhe Ha o.n.rosop 

Cpe.n.Ho speMeTpae11,e Ha 7,7 (1,1+; 14,7+) 4,8 (1,3+; 15,8+) 
o,n.rosoo so Meceu11 ( oncer) 
% co BpeMeTpae11,e ~ 6 62% 40% 
Meceu:u§ 
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CJim.:a 9: KanJiau-Mejep Kpusa Ja cesi.:ynuo npe;Kusysalbe so KEYNOTE-407 
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CJIHKa 10: KanJian-Mejep KpHBa 3a npe~HByBalhe 6e3 nporpecuja BO KEYNOTE-407 

100 
rpaHKa Ha TpeTM8H PFS CTIIOKa Ha 6 MeC81.1M PFS cnnKa Ha 9 Mece1.1M HR (95% Cl) P·•P•AHOCT 
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Ei,rna ttanpaBetta amunna BO KEYNOTE-407 Kaj naQHeHTH KOH HMaJie PD-L 1 TPS < 1 % [ rpattKa Ha 
neM6pon0:JyMa6 nnyc xeM0Tepam1ja: n=95 (34%) Hacnponr rpaHKa Ha nnaQe6o nnyc xeMOTeparrnja: 
n=99 (35%)], TPS 1 % ,n;o 49% [rpaHKa Ha neM6pon0:JyMa6 nnyc xeM0Tepam1ja: n=103 (37%) 
Hacrrponr rpattKa Ha nnaQe6o rrnyc xeM0Teparr0:ja: n=104 (37%)] HnH TPS 2: 50% [rpaHKa Ha 
rreM6ponHJyMa6 rrnyc xeMOTeparrHja: n=73 (26%) Hacnponr rpaHKa Ha nnaQe6o nnyc xeM0Teparr0:ja: 
n=73 (26%)] (BH,n;eTe ja rn6ena 16). 

Ta6eJia 16: PelyJITaTH o,n ecl>HKacnocTa cnope,n PD-Ll eKcnpecuja BO KEYNOTE-407 

Kpajna KoM6nn~pana I XeMoTepannja KoM6nn~pana I XeMonpannja KoM6nn~pana I XeMonpannja 
T0'IK8 TepaDRJ8 co npannJa co npannJa co 

neM6DOJ1R3VMa6 neM6DOJ1R3VMa6 neM6DOJ1H3VMa6 
TPS< 1% TPS 111049% TPS>50% 

OS Pa:iMep 
Ha 0,61 (0,38; 0,98) 0,57 (0,36; 0,90) 0,64 (0,37; 1,10) 
onaCHOCT* 
(95%CI) 
PFS 
PaJMep Ha 0,68 (0,47; 0,98) 0,56 (0,39; 0,80) 0,37 (0,24; 0,58) onacHocT* 
(95% CI) 
ORR% 63% I 40% 50% I 41% 60% l 33% 
• Pa:iMep Ha onacHOCT (KOM611HHpaHa TepaDHJa co neM6pOJJHJyMa6 BO cnope116a co xeMOTepanHJa) Bpl OCHOBa Ha 

cTparncpm111patt nponopunoHaneH Mo11e11 Ha onacHocT cnope11 KoKc 

BKyrrtto 65 naQHeHTH co NSCLC Ha Bo3pacT 2: 75 ro,D.HHH 60:ne BKnytieHH ao cry.n.Hjarn /t r.;, 

407 (34 BO KOM6HHaQHjaTa co rreM6ponH3yMa6 H 31 BO KOHTpOnHaTa). BHne rrpHjaBeH ~_fi'df~ ,;~'-i~,'~ 

orracHOCT HR=0,96 [95% CI 0,37; 2,52] BO OS, HR=0,60 [95% CI 0,29; 1,21] BO PF ~'i'lKa_J:I~ J,:r;·•;1--J 
CeBKyrreH o,n;roaop (ORR) o,n; 47% H 42% 3a KOM6HHaQHjaTa CO rreM6ponH3yMa6 Ha "'-~ ~Q)!t 1, S\ 
xeMoTeparrnja BO paMKH Ha oBaa cry,n;HcKa rro,n;rpyrra. Ilo,n;aTOQHTe Ja eqrnKacttocrn _ ~ 6e'-J,~ .. · ~. \. {t. -~ ~ ;~·\ 
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neM6pomnyMa6 BO KOM6HHau;Hja co xeMoTepanHja co nnaTHHa ce orpaHWieHH Kaj oBaa nonynau;Hja 
Ha rrau,MeHTH. 

KEYNOTE-010: Ko11mpoJ1upa110 ucnumyeal-be Ka; nayue11mu co NSCLC KOU npemxoo110 6wie 
J1eKyea11u co xeMomepanu;a 
Ee36e.n;HocTa H eqrnKaCHOCTa Ha neM6pomnyMa6 6une HcnHryBaHH BO KEYNOTE-010, 
rroBeKeu,eHTpHqHa, K0HTponupaHa cry.n;Hja o.n; oTBopeH mn 3a neKyBa1-1,e Ha Hanpe.n;eH NSCLC Kaj 
IIaI.J,MeHTM KOH rrpeTX0)],H0 6Mne neKyBattli co xeMOTeparrMja Koja C0,ll;p)l(H rrnaTHHa. Ilau,MeHTMTe 
HMane eKcnpecHj a Ha PD-L 1 co~ 1 % TPS Bp3 ocHoBa Ha PD-L 1 IHC 22C3 pharmDx ™ Kit. 
IIau,HeHTHTe co EGFR MYTaU.Hja Ha aKTHBau,uja HJIH ALK TpaHcnoKau,Mja, HCT0 TaKa HMane 
nporpecHja Ha 6onecrn Ha o,no6peHa TepanHja 3a 0BHe MYTaI.J.HH npe,n ,na ro npHMaaT 
neM6ponH3yMa6. IIauueHmTe 6une paH,D;0MH3HpaHH (I: I: I) 3a ,na npHMaaT neM6ponH3yMa6 BO ,n03a 
o,n 2 (n=344) HJIH 10 mg/kg (n=346) Ha ceKoH 3 He,nenu HnH .nouernKcen Bo .n;o3a o.n; 75 mg/m2 Ha 
ceKoH 3 He.n;enu (n=343) .n;o nporpecuja Ha 6onecTa HJIH HerrpmparnHBa TOKcwrnocT. HcnHryBaH,eTO 
rn HCKny1rnno rrau,HeHTHTe co aBT0HMYHa 6onecT; Me)],HUHHCKa COCTOj6a 3a Koja 6una norpe6Ha 
HMYHOcynpecuja; HJIH KOH MMane npHMeHo IIOBeKe O)], 30 Gy O)], TOpaKanHa pa.n;Hjau,Hja BO rrepH0)], o,n 
npeTX0,D;HHTe 26 He.n;enH. Ilpou,eHKa Ha crnrycoT Ha ryMopoT 6Mna cnpoBe.n;yBaHa Ha ceKOH 9 He.n;enH. 

KapaKTepHCTHKHTe Ha 0CH0BHaTa nHHHja 3a 0Baa nonynauuja BKnYqyBane: cpe.n;Ha B03pacT 0)], 63 
ro)],HHH ( 42% Ha B03pacT o,n 65 ro,n:HHH HnH IlOCTapH); 61 % 0)], MaIIII<H non; 72% 6enuH H 21 % 
A3HjUH H 34% H 66% co nepcpopMaHc-crnryc cnope.n; ECOG OH 1, noe.n;HHe1rno. KapaKTepHCTHKHTe 
Ha 6onecTa 6une CKBaM03Ha (21 %) H HecKBaM03Ha (70%); Ml (91%); CTa6HJIHH M030qHJf MeTaCTa3H 
(15%) H HHI.J,H.n;eHu,arn Ha MYTaI.J.HM 6mm EGFR (8%) mrn ALK (1 %). IlpeTXo.n;HaTa Tepanuja 
BKnyqyBana nnaTHHa-)],BOjHO 6a3HpaH pe)l(HM (100%); TiaUHeHTHTe npHMane e.n;Ha (69%) HJIH )],Be HJIH 
TIOBeKe (29%) JIHHMH Ha TpeTMaH. 

MepKHTe 3a ucxo.n;oT Ha npHMapHaTa ecpHKaCHOCT 6une OS H PFS KaKo IIIT0 e oueHeTO co cnenHoT 
He3aBHCeH ueHTpaneH nperne.n; (BICR) co KopHcTeH,e Ha RECIST 1.1. MepKHTe 3a ucxo.n;oT Ha 
ceKyH,napHaTa ecpHKacHOCT 6Hne ORR H BpeMeTpaelhe Ha o,nroBopoT. Ta6ena 17 rn pe3HMHpa 
KnyqHHTe MepKH Ha ecpHKacHocT 3a uenarn nonynau,uja (TPS ~ 1 %) H 3a nauueHTH ___ PS~ 50%, 
a cJIHKa 11 ja npHKa)l(yBa Kannatt-Mejep KpHBaTa 3a OS (TPS ~ 1 %), Bp3 OCH "4>:Mt~ a 
aHanH3a co cpe,n:Ho BpeMe Ha KOHTpona o.n; 42,6 Meceu,H. <-"~o~~ oHE F,4_,,s ~;l'. ,, 
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Ta6eJ1a 17: Ot1,roeop ua neM6poJ1nJyMa6 2 HJIH 10 mg/kg ua ceKOH 3 HetJ,eJIH Kaj npeTxot1,uo 
J1eKyeauu naQHeHTH co NSCLC eo KEYNOTE-Oto 

KpajHa T0'IKa IleM6pOJIHlyMa6 IleM6poJiu1yMa6 )l;oueTaKceJI 
2 mg/kg Ha ceKou 10 mg/kg Ha 75 mg/m2 Ha 

3 He,lleJIH ceK0H 3 He)leJIH ceK0H 3 He,lleJIH 

TPS~ 1% 

6poj Ha nauneHTH 344 346 343 
OS 

Epoj (%) Ha nauneHTH co HaCTaH 284 (83%) 264 (76%) 295(86%) 
Pa1Mep Ha orracHocT* (95% Cl) 0,77 (0,66; 0,91) 0,61 (0,52; 0,73) ---
o-Boe,n:HOCTt < 0 00128 < o,001t ---
Cpe,n:Ha Bpe,n:HOCT BO MeCeUii (95% 10,4 (9,5; 11,9) 13,2 (11,2; 16,7,) 8,4 (7,6; 9,5) 
CI) 

PFSt 

Epoj (%) Ha nauHeHTH co HaCTaH 305 (89%) 292 (84%) 314 (92%) 
Pa1Meo Ha onacHocT* (95% CI) 0,88 (0,75; 1,04) 0,75 (0,63· 0,89) ---
o-Bpe,n:HocTt 0,065 < 0,001 ---
Cpe,n:Ha Bpe,n:HOCT BO MeceQH (95% 3,9 (3,1; 4,1) 4,0 (2,7; 4,5) 4,1 (3,8; 4,5) 
CI) 

CTanKa Ha ceBKVneH o.urosopt 
ORR%, (95% Cl) 20% (16; 25) 21% (17· 26) 9% (6; 13) 
U:enoceH o,n:roBoo % 2% 3% 0% 
llenyMeH o,n:roBoo % 18% 18% 9% 

BpeMeTpaeJLe Ha oi:.rosopt, § 

Cpe,n:Ha Bpe,n:HOCT BO Meceun (orrcer) He e nocmrHaTo 37,8 7,1 
(2,8· 46 2+) (2 0+· 49,3+) (1 4+; 16 8) 

o/oBOTeK 42% 43% 6% 

TPS~50% 

Eooi Ha nauneHTH 139 151 152 
OS 

Eooi (%) Ha rrauneHTH co HacTaH 97 (70%) 102 (68%) 127 (84%) 
Pa3Meo Ha onaCHOCT* (95% Cl) 0 56 (0 43; 0,74) 0.50 (0.38, 0.65) ---
o-Boe,n:HOCTt < o,001t <0.001t ---
Cpe,n:Ha Bpe,n:HOCT BO Meceun (95% 15,8 (10.8; 22,5) 18,7 (12,1, 25,3) 8,2 (6,4; 9,8) 
CI) 

PFSt 

Eooi (%) Ha rrauneHTH co HaCTaH 107 (77%) 115 (76%) 138 (91%) 
Pa1Mep Ha onacHocT* (95% CI) 0 59 (0 45: 0.77) 0.53 (0.41, 0.70) ---
p-Bpe,nHocTt < 0 001t < o.001t ---
Cpe,nHa Bpe,LIHOCT BO MeceuH (95% 5,3 (4,1; 7,9) 5.2 (4.1, 8.1) 4,2 (3,8; 4,7) 
CI) 

CTanKa Ha ceBKVneH oi:.rosopU 
oRR %, (95% en 32% (24, 40) 32% (25 41) 9% (5 14) 
U:enoceH o,nroBop % 4% 4% 0% 
llenyMeH O,LlfOBOP % 27% 28% 9% 

BpeMeTpae11,e Ha o.urosopU 
Cpe,n:tta Bpe,nHocT BO MeceuH (oncer) He e nocTHrHaTo 37,5 8,1 

(2 8· 44 0+) (2.0+, 49,3+) (2 6+; 16,8) 
¾BOTeK 55% 47% 8% 



CJiuKa 11: KanJiaH-Mejep Kpuea 3a ceeKynHo npe:1Kueyea11.e no rpaHKa Ha TpeTMaH eo 
KEYNOTE-Oto (naQneHTH co eKcnpecuja Ha PD-Ll co cKop Ha nponopQuja Ha ryMopoT ~ 1 %, 

nonyJiaQuja co HaMepa 3a JieKYBaILe) 
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6poj CO pH3HK 

neM6ponH,yMa6 2 mg/kg: 344 261 
neM6ponH,yMa6 10 mg/kg: 346 262 
Am1eraKcen 343 226 

fpattU Ht TptTMIH OS CTaRl<t. Ml 2, ~ OS cnnu HI 36 Mtee\11'1 HR (95% en p-•JM,AttOCT 
--- neM6ponMJywal5 2 mg/kg 28% 20% 0.77 (0.&a, 0.91} 0.00128 
- - - neMt5ponM3ywa6 10 mglkg 36% 28¾ o.e1 co.s2, 0.73) 0.00001 
~ ,_,, .. ,,_,_ Ao1.11tTaKcen 14% 11% 
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Pe3ymarn:Te Ha ecpHKaCHOCT 6m1e CJIHqHH BO rpaHKHTe Ha TpeTMaH 3a 2 mg/kg H 10 mg/kg 
rreM6poJIH3yMa6. Pe3yJITaTHTe Ha ecpHKaCHOCT 3a OS 6m1e KOH3HCTeHTHH 6e3 orne,n; Ha CTapOCTa Ha 
rrpHMepoKOT o,n; TYMOp (HOB Hacrrporn apXHBHpaH) Bp3 OCHOBa Ha crrope,n;6aTa IIOMefy rpyrrH. 

Bo aHanH3HTe Ha rro,n;rpyrra, 6ttn 3a6eJie)KaH pe,n;yuHpaH 6eHe<pHT Ha rrpe)KHByBatt,e o,n; 
neM6pontt3yMa6 BO crrope,n;6a co ,n;ouernKcen 3a rrautteHTHTe KOH HHKorarn He 6Hne rryrnaq0 HJIH 
rrauHeHTHTe co ryMopH KOH rn 3arnTHryBaaT EGFR aKTHBHpaqKHTe MYTaQHH H KOH rrpHMane 6apeM 
xeMoTeparrHja 3aCHOBaHa Ha IIJiaTHHa H HHXH6HTOp Ha THp03HH KHHa3a; cerraK, rropa,n;H MMHOT 6poj 
Ha rrauHeHTH, o,n; OBHe rro,n;aTOQH He MO)Ke ,n;a ce H3Be,n;aT ,n;ecpHHHTHBHH 3a~OQH. 

He 6ttne yrnp,n;eHH ecpHKaCHOCTa H 6e36e,n;HOCTa Ha neM6poJIH3yMa6 Kaj rrauHeHTH co TYMOpH KOH 
HeMaaT eKcrrpecHja Ha PD-LI. 

J(;zacu'leH Xou,<UH llUMqJOM 
KEYNOTE-087 u KEYNOTE-OJ 3: Cmyouu oo omeope11 mun Ka; nauue11mu co peJ1ance11 WlU 
perp_pa1<.mope11 KJ1acu'le11 Xou1<.u11 llUM(QOM (cHL) 
Eq>HKaCHOCTa Ha neM6ponH3yMa6 6mm HCIIHTYBaHa BO KEYNOTE-087 H KEYNOTE-013, ,n;Be 
IIOBeKeQeHTpHqHH cry,n;HH o,n; ornopeH THII 3a neKyBafue Ha 241 rrauHeHT co cHL. OBHe cry,n;HH 
BKJIY'I)'Bane rrauHeHTH Kaj KOH He ycrreane ASCT H BV, KOH 6Hne Hecoo,n;BeTHH 3a ASCT 6H,n;ejKH He 
MO)KeJie ,n;a IIOCTHrHaT KOMTIJieTHa HJIH ,n;enyMHa peMHCHja Ha cnacyBaqKaTa xeMOTepanHja H He 
ycneane co BV, HJIH KOH He ycneane co ASCT, a He npHMane BV. IleT cy6ieKTH o,n; czy,n;ttjaT &:A'!!!!f\~.=M~e:::-, ...... 

J , , "YI '·4•& 
ttecoo.n;BeTHH 3a ASCT nopa,n;H rrpttqHHH ocBeH Heycnex?T co cnacyBaqKa xeMoTepan»ja. ~'f~ oHE ;,_~;,~<',f]-\ 
czy,n;HH BKnyqyBane nau»eHm 6e3 pa1nHKa Ha eKcnpecHJaTa Ha PD-LI. IlauHeHmTe co llB~~ ,,%°'~ "v~?}S-~,, 
HeHH<peKrnBeH nHeBMOHHTHC, anoreHeTcKa TPaHcnnaHTaUHja BO neptto,n;oT Ha rrocne,n;HH ~ ,n; . "If;t 'A. ':' ~ \\ 

u, -,,, V--<,:~ .;:. O I• 
(HJIH > 5 ro,n;HHH, Ho co GVHD), aKTHBHa aBTOHMYHa 6onecT HJIH Me,n;HQHHCKa cocrnj6a ~ ~ ja .'.l /',.:Y~ in -a ;l 
IIOTpe6Ha HMYHOcyrrpecHja 6Hne Hecoo,n;BeTHH H 3a ,n;BeTe JfCIIHryBaH,a. Ilau»eHTHTe np : ,f,, t:ls~ f,~ ffj} 
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neM6poJIH3yMa6 o,u 200 mg Ha ceKoH 3 He,ueJIH (n=210; KEYNOTE-087) HJIH 10 mg/kg Ha ceKoH 2 
He,uemi: (n=31; KEYNOTE-013) ,no HenpHqiaTJIJIBa TOKCH'IHOCT mrn ,UOKyMeHTHpaHa nporpecHja Ha 
6oJiecTa. 

TToMefy nau,HeHTHTe BO KEYNOTE-087, ocHOBHHTe KapaKTepHcTHKH 6HJie cpe,uHa Bo3pacT o,u 35 
ro,UHHH (9% Ha B03pacT o,u 65 ro,UHHH HJIH nocTapH); 54% o,u MaIIIKH noJI; 88% 6enu,H; H 49% H 51 % 
HMane nepq:>opMaHc-crnryc cnope,u ECOG O H 1, noe,uHHeqHo. Cpe,uHHOT 6poj Ha npeTXO,UHH JIHHHH 
Ha TepanHja Koja 6mrn ,uaBaHa 3a neKyBatt,e Ha cHL 6Hn 4 ( oncer 1 ,uo 12). OcyM,ueceT H e,ueH 
npoueHT 6Hne peq:>paKTOpHH Ha HajMaJIKY e,uHa npeTXO,UHa TepanHja, BKnyqyBajm 35% KOH 6Hne 
peq:ipaKTOpHH Ha TepanHjaTa o,u npBa JIHHHja. llleeceT H e,ueH npou,eHT o,u nau,HeHTHTe HMaJie 
npHMaHO aBTo-SCT, 38% 6Hne HeCOO,UBeTHH co TpaHcnnaHTaUHja; 17% HeMane npeTXO,UHa ynoTpe6a 
Ha 6peHryKCHMa6 Be,UOTHH, a 36% o,u nau,HeHTHTe HMaJie npeTXO,UHa TepanHja co pa,uHjau,aja. TTo,u­
THnOBHTe Ha 6onecrn 6Hne 80% Ho,uynapHa cKJiepo3a, 11 % co MeUiaHH KJieTKH, 4% npeTe)KHO co 
BHIIIOK Ha JIHMqJOU,HTH H 2% co ry6HTOK Ha JIHMqJOU,HTH. 

TToMefy nau,HeHTHTe BO KEYNOTE-013, ocHOBHHTe KapaKTepHcTHKH 6Hne cpe,uHa B03pacT o,u 32 
ro,UHHH (7% Ha B03pacT o,u 65 ro,UHHH HJIH IlOCTapH); 58% o,u MaIIIKH non; 94% 6enu,H; H 45% H 55% 
HMane nepcpopMaHc-crnryc cnope,u ECOG O H 1, noe,uHHeqHo. Cpe,uHHOT 6poj Ha npeTXO,UHH JIHHHH 
Ha TepanHja Koja 6Hna ,uaBatta 3a neKyBatt,e Ha cHL 6Hn 5 (oncer 2 ,uo 15). OcyM,ueceT H ce,uyM 
npou,eHrn: 61rne peqipaKTOpHH Ha HajManKy e,uHa npeTXo,uHa TepanHja, BKnyqyBajKH 39% KOH 611ne 
peqipaKTOpHH Ha TepanHjaTa o,u npBa JlHHHja. Ce,uyM,ueceT H qeTHpH npou,eHTH o,u nau,HeHTHTe HMaJie 
npHMaHO aBTo-SCT, 26% 6Hne HeCOO,UBeTHH co TPaHcnnaHTau,Hja, a 42% o,u nau,HeHTHTe HMaJie 
npeTXo,uHa TepanHja co pa,uHjau,Hja. TTo,u-THITOBHTe Ha 6onecrn 6Hne 97% Ho,uynapHa cKnep03a H 3% 

MeIIIaHa u,enynapHOCT. 

MepKHTe 3a 11cxo,u Ha npHMapHaTa eqiHKaCHOCT (ORR 11 CRR) 6Hne ou,eHyBaHH npeKy cnen 
He3aBHCeH u,eHTPaJieH nperne,u cnope,u peB11,u11paH11Te KpHTep11yM11 o,u 2007 ro,u. Ha MefyHapo,uHaTa 
pa6oTHa rpyna (IWG). MepKHTe 3a 11cxo,u Ha ceKyH,uapttaTa ecp11KaCHOCT 6MJie BpeMeTpaett,e Ha 
o,uroBop, PFS II OS. O,uroBopoT 611n ou,eHyBaH BO KN087 11 KN013 Ha ceKoH 1211 8 He,ueJIM, 
noe,uHHeqHo, co npBaTa nnaHHpaHa ou,eHKa no ocHOBHaTa nMHHja BO He,uenarn 12. Pe3yJITaTHTe o,u 
eq:>MKaCHOCTa ce pe3MMHpaHM BO Ta6ena 18. 

Ta6eJia 18: Pe3yJITaTH o~ ect,mcacuocTa eo KEYNOTE-087 H KEYNOTE-013 

KEYNOTE-087" KEYNOTE-013b 
Kpajua TO<JKa IleM6ponmyMa6 IleM6poJm3yMa6 

200 mg Ha CeKOH 3 He.uenH 10 mg/kg Ha ceKOH 2 tte.uenH 
n=210 n=31 

CTanKa ua o6ieKTuseu o.urosopc 

ORR %. (95% Cl) 69% (62 3· 75,2) 58% (39,l; 75,5) 
ilenocHa oeMHcHia 22% 19% 
lieJIVMHa oeMHCHia 47% 39% 

BoeMeToaen.e ua O.!lrosopc 

Coe.uHa Boe.uHocT Bo MeceuH ( oncer) 11,1 (0,0+; 11,li Hee nocTHrHaTO (0,0+; 45,6+)• 
% co BoeMeroaelhe > 6 MeceuH 76%f 80%8 

% co BOeMeroaett,e > 12 MeceuH --- 70%h 
BoeMe .uo o.urosoo 
Coe.uHa Boe.uHocT BO MeceuH ( oncer) 2.8 (2,1; 8 8)d 2,8 (2,4; 8,6)• 

PFSC 
Eooi (%) Ha rrauHeHTH co HaCTaH 70 (33%) 19 (61%) 
Coe,uHa BDe,UHOCT BO MeceuH (95% CI) 11,3 ( I 0,8; He e nocTHrHaTo) 11 4 (4,9· 27,8) 
6-Mece'IHa crnrrKa Ha PFS 72% 66% 
9-MeceqHa cTarrKa Ha PFS 62% ---
12-Mece'IHa crnrrKa Ha PFS --- 48% 
OS ~1/1 ~ Mri,o ":;-~ 

Eooi (%) Ha rrauHeHTH co HaCTaH 4 (2%) 6M~t-i~ \)Ht ~4_,,,_.., :~ 
6-MCe'JHa CTarrKa Ha OS 995% vwu~ ~~ v~ 

12-MceqHa crnnKa Ha OS 97,6% ~ _'f¾ &_\ \\ f l!'f~ ~ ~5 u 44 ~ u '".(ft:::..-'((~, ; 
.,..; ~ .-U' ~'k, "'1.'(/ , ' 
~\) ·7,,s.. .s,:~- ~c-'f 
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• Cpe,nHO BpeMe Ha K0HTp0Jia o,n 10, 1 MeCelUI 
h Cpe,nHo apeMe Ha K0H'rpona o,n 52,8 MeceuH 
c OueHern npexy crren He3aBHCeH ueH-rpaneH nperrre,n cnope,n peBH,n11paHHTe KpHTep11yMH o,n 2007 ro,n. Ha 

MefyHapo,nHarn pa6orna rpyna (IWG) npexy PET CT cKeHHpaH.a 
d Bp3 ocHoBa Ha nauHeHTH (n=145) co o,nroaop npexy HeJaaHceH nperrre.n 
e Bp3 ocHoBa Ha naIU1eHTH (n= I 8) co o,nroBop npexy He3aBHCeH nperrre.n 
r Bp3 ocHoBa Ha Kanrratt-Mejep npoueHxa; BKIT)"lyBa 31 mu.1HeHT co o,nroBop11 o,n 6 MecelUI IIJIH no,norrro 
g Bp3 ocHoBa Ha KanrraH-Mejep npou.eHKa; BKIT)"lyBa 9 nau.11eHTH co o,nr0Bop11 o,n 6 Meceu.H 11rr11 no,norrro 
h Bp3 ocHoBa Ha KanrraH-Mejep npou.eHKa; BKIT)"lyBa 7 nau.11eHTH co o,nroBop11 o,n 12 MeceIU1 11rrH no,nonro 

Ee36enHOCT H ecjrnKaCHOCT Kaj rrocTapH rrauHeHTH 
CeBKYTTHO, 20 nau:HeHTH co cHL Ha B03pacT ~ 65 rG.L{HHH 6HJie JieKyBaHH co neM6poJIH3yMa6 BO 
cry.nr-rnTe KEYNOTE-087 H KEYNOTE-013. Tio,naTOLJ,HTe o.n OBHe naLJ,HeHTH ce npeMHory 
orpaHWiemr 3a .na ce H3BJieqaT KaKBH 6HJIO 3aKnyqoLJ,H 3a 6e36e,nHocrn w eqmKacHocrn Kaj osaa 
nonynaQHja. 

YpomeJ1u;aJ1e11 Kapuu110M 
KEYNOTE-045: Ko11mpoJ1upa110 ucnumyea1be Ka; nauue11mu co ypomeJ1u;aJ1e11 Kapuu110M Kou 
npemxoo110 npUMaJle xeMomepanu;a Ko;a coop:J1Cu nnamu11a 
Ee36e,nHocrn H ecpHKacHocrn Ha neM6poJIH3yMa6 6Hne esanyHpaHH Bo KEYNOTE-045, 
noBeKeLJ,eHTpHqHa, paH.L{OMH3HpaHa ( 1: 1 ), KOHTpOJIHpaHa cry,nHj a 3a JieKyBaH:.e Ha JIOKaJIHO Hanpe,neH 
HJIH MeTaCTaTCKH ypoTeJIHjaJieH Kapl.l,HHOM Kaj naLJ,HeHTH co nporpecwja Ha 6onecTa 3a BpeMe Ha HJIH 
no xeMoTepanHja Koja co_np)KH nnaTHHa. I1aQHeHTHTe Mopano .na npHMaaT pe)KHM Koj co_np)KH 
nnanrna o.n npsa JIHHHja 3a JIOKaJIHO Hanpe,nHa/MerncrnTcKa 6onecT HJIH Heoa,njysaHTeH/a,ajyBaHTeH 
TpeTMaH, co nosTopysa!he/nporpecHja :Sl2 MeceLJ,H no 3aspwysaH:.eTO Ha TepanHjarn. I1aLJ,HeHrn:Te 
60ne paH,nOMH3HpaHH (1: 1) 3a .na npHMaaT KEYTRUDA so _n03a o.n 200 mg Ha ceKoH 3 He,nenw 
(n=270) HJIH no I-136op Ha HCTpa)KyBaqoT .L{a npHMaaT KOj 61-mo o.n CJie.L{HHTe pe)KHMH Ha 
xeMoTepamrja CHTe ,nasami: HHTpaseHCKH Ha ceKow 3 He,nenw (n=272): naKJIHTaKcen 175 mg/m2 

(n=84), .L{OLJ,eTaKCeJI 75 mg/m2 (n=84), HJIH BHHq>JIYHHH 320 mg/m2 (n=87). I1aLJ,HeHTHTe 6wne 
neKyBaHH co neM6poJIH3yMa6 .no HenpHcparnwsa TOKCWIHOCT HJIH nporpecwja Ha 6onecrn. 
JleKysaH:.eTO MO)KeJio .na rrpo,noJI)KH no nporpecwjaTa aKo naLJ,HeHTOT 60n KJIHHWIKH crn6JrneH H 
HCTpa)KyBaqoT CMeTaJI ,neKa Ke HMa KJIHHHqKa KOpHCT. I1aLJ,HeHTHTe 6e3 nporpecHja Ha 6onecTa 
MO)KeJie .na 60,naT JieKysaHH .no 24 MeceLJ,H. HcTTHryBa!heTO rH HC~HJIO naLJ,HeHTHTe co aBTOHMyHa 
6onecT; Me,nm\HHCKa cocrnj6a 3a Koja 60na noTpe6Ha HMyHocynpec0ja H naLJ,HeHmTe co nosefre o.n 2 
npeTXO.L{HH JIHHHH Ha CHCTeMCKa xeMOTepanHja 3a MeTaCTaTCKH ypoTenwjaneH Kapl.l,HHOM. Tiau:HeHTHe 
co nepcpopMattc-crnryc cnope.n ECOG 2 Mopane .na HMaaT xeMorno6ynwH ~10 g/dL, He Tpe6ano .L{a 
HMaaT MeTaCTa3H Ha l.l,pHHOT .npo6 H Mopane .na ja HMaaT npHMeH0 nocne,nHaTa .L{03a o.n HHBHHOT 
nocne,neH npeTXo,neH pe)KHM Ha xeMoTepanwja ~3 MeceQH npe.n BKJIYqyBaH:.eTO. OQeHKaTa Ha 
crnrycoT Ha ryMop 6wna H3Be,neHa Ha 9 He,nenw no npBaTa ,no3a, a norna Ha ceKOH 6 He,nenw BO TeKoT 
Ha npsarn ro,nHHa, npocne,neHo Ha ceKOH 12 He,nenH rrorna. 

I1oMefy 542 patt.L{OMH3HpaHH nau:HeHTH Bo KEYNOTE-045, ocHoBHHTe KapaKTepHCTHKH 6Hne: 
cpe,nHa B03pacT o.n 66 ro,nHHH (oncer: 26 .no 88); 58% Ha B03pacT o.n 65 ro,nHHH HJIH nocrnpH, 74% 
o.n MaIIIKH non; 72% 6eJILJ,H H 23% A3HjLJ,H; 56% HMaJie nepcpopMaHC-CTaTYC cnope.n ECOG 1 H 1 % 
HMane nepcpopMaHc-crnzyc cnope.n ECOG 2; H 96% co Ml 6onecT H 4% co MO 6orrecT. OcyM,neceT w 
ce.nyM npoLJ,eHTH o.n naLJ,HeHTHTe HMaJie BHCLl,epanHH MeTaCTa3H, BKJiyqysajKH 34% co MeTaCTa3H Ha 
l.l,pHHOT .npo6. OcyM,neceT w rnecT npoLJ,eHTH HMaJie npHMapeH TYMOp BO .L{OJJHHOT TpaKT, a 14% HMaJie 
npHMapeH TYMOp BO ropHHOT TpaKT. I1eTHaeceT npoLJ,eHTH o.n naLJ,HeHTHTe HMaJie nporpecwja Ha 
6onecrn no npeTxo,nHa Heoa,ajyBaHrna HJIH a,ajyBattTHa xeMoTepanHja Koja co_np)KH nnarn:Ha. ,l(BaeceT 
H e,neH npoLJ,eHT HMaJie npHMaHO 2 npeTXO.L{HH CHCTeMCKH pe)KHMH BO MeTaCTaTCKa OKOJIHOCT. 
Ce,nyM,neceT w IIIeCT npol.l,eHTH o.n naLJ,HeHTHTe npeTXO.L{HO npHMaJie l.J,HCnJiaTHH, 23% npeTXO.L{HO 
npHMaJie Kap6onnaTHH, a 1 % 6wne JieKyBaHH co .npyrn pe)KHMH 6a3HpaHH Ha nnaTHHa. 

Hcxo,nwTe Ha npwMapHaTa ecpwKacHocT 6wne OS H PFS KaKo IIITO e oLJ,eHeTO co crrenwoT He3aswce 
LJ,eHTpaneH nperne.n (BICR) co KopwcTelhe Ha RECIST vl. I. MepKHTe 3a ceKyH,napHHOT wcxo,A,,,_,.,,.,1.Jv "' ill Mt~1• 

ORR ( ~ ~'i:. OHE p '{,: 
KaKo IIITO e oLJ,eHeTO co BICR co KopHcTeH:.e Ha RECIST vl. I) H speMeTpaelbe Ha o.nr ~~ .. _ ~✓,,.s~ ~;~ 

Ta6eJiaTa 19 rn pe3HMHpa KJiyqHHTe MepKH Ha ecpHI<aCHOCT 3a nonynaLJ,HJaTa CO HaMepa 3a J:W\H:.e/,Z(f~ ~-1': 
(ITT) BO cpHHaJIHaTa aHaJIH3a. KannaH-Mejep KpHBaTa 6a3HpaHa Ha cpHHaJIHaTa aHaJIH3a 3a t 1t¾;:,¼~1,; '; :s. I 

npHI<a)KaHa Ha CJIHKa 12. Cry,nHjaTa TIOKa)KaJia CTaTHCTHqKH 3HaqajHH no,no6pyBaH:.a BO OS . r~ ~ i)~ $ j~ / 
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nau_HeHTHTe KOH 6m1e paH,ll,OMH3HpaHH Ha neM6ponmyMa6 BO cnope,ll,6a co xeMoTepanHjarn. HeMano 
cTaTHCTH'IKH 3HatiajHa pa3JIHKa noMefy neM6ponH3yMa6 H xeMoTepanHjarn Bo norne,ll, Ha PFS. 

Ta6eJia 19: O,ll,roeop Ha neM6poJiu1yMa6 o,ll, 200 mg Ha ceKou 3 He,ll,eJiu Kaj naQHeHTH co 
ypoTeJiujaJieH KapQHHOM KOH npeTXO,ll,HO 6nJie JieKYBaHU co xeMOTepanuja BO KEYNOTE-045 

KpajHa TO'IKa IleM6poJiu1yMa6 200 mg XeMoTepanuja 
Ha ceKOH 3 He,lleJIH n=272 

n=270 
OS 

Epoj (%) Ha nau:HeHTH co HaCTaH 200 (74%) 219 (81%) 
Pa3Mep Ha onacHocT* (95% CI) 0 70 (0,57· 0,85) 
p-Bpe)lHOcTt < 0.001 
Cpe,QHa BPe.llHOCT Bo Meceu:H (95% CI) 10,1 (8,0; 12,3) 7,3 (6,1 ; 8,1) 

PFSt 
Epoj (%) Ha nau:HeHTH co HacTaH 233 (86%) 237 (87%) 
Pa3Mep Ha onacHocT* (95% CI) 0,96 (0,79· 1,16) 
o-Boe,llHocTt 0,313 
Coe,llHa BOe,llHOCT BO Meceu:H (95% Cl) 2 1(2.0·22) 3.3 (2 4; 3,6) 

CTanKa Ha o6ieKTHBeH o,llrosoot 
ORR %, (95% CI) 21% (16; 27) 11% (8; 15) 
p-Bpe)lHOCT§ < 0,001 

UerroceH o,llrOBOP 9% 3% 
IleJIYMeH o,llrOBOP 12% 8% 
Cra6HJIHa 6orrecT 17% 34% 

BoeMeTDaelbe Ha O)lrOBODt.,f 

Cpe,llHa Bpe,llHOCT Bo Mecerm (oncer) He e TTOCTHrHaTO 4,4 
(1,6+; 30,0+) (1 ,4+; 29,9+) 

Epoj (%#) Ha nau:neHrn co BpeMeTpae11,e 2: 6 46 (84%) 8 (47%) 
Meceu:H 
Epoj (%#) Ha nau:HeHTH co BpeMeYpae11,e 2: 12 35 (68%) 5 (35%) 
Meceu:H 
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CJinKa 12: KanJian-Mejep Kpuea 1a ceeKynno npe~ueyean.e no rpanKa na TpeTMan eo 
KEYNOTE-045 (nonyJiau;uja co naMepa 1a JieKYBan.e) 

100 ... 
rpaHKa Ha TJMITMaH OS CTanKa Ha 6 M&C&llll OS CTanKa Ha 12 MeCellll HR (95% Cl) p-ape,QHOCT 

neM6pon1t>yMa6 64% 44% 0,70 (0,57; 0,85) 0 ,00015 

90 KoHTpOnHa 57% 30% 
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BpeMe eo Mece4111 
6poj CO p1113111K 

neM6pom13yMa6: 270 226 195 170 148 132 116 105 98 86 80 76 67 52 33 14 7 0 0 0 0 

KoHTponHa: 272 234 173 140 109 91 73 62 59 47 42 35 34 24 18 10 4 0 0 0 0 

E1-ma HarrpaBeHa aHamna BO KEYNOTE-045 Kaj mu~HeHrn KOH MMru:re PD-Ll KoM6HHHpaH 
rro3HTHBeH cKop (CPS) <10 [rreM6porr111yMa6: n=186 (69%) Hacrrporn xeMOTepaIIMja: n= 176 (65%)] 
HJIH 2:10 [rreM6pon113yMa6: n=74 (27%) Hacrrporn xeM0Teparr11ja: n= 90 (33%)] H Bo .n;BeTe rpaHKH Ha 
TpeTMaH co rreM6ponM3yMa6 H xeM0Teparr11ja (BH.n;eTe ja rn6erra 20). 

Ta6eJia 20: OS cnope.ll PD-Ll eKcnpecuja 

* 

PD-Ll eKcn ecu·a IleM6 0JIH3 Ma6 XeMoTe anu·a 
OS cnope.i:. PD-Ll eKcnpecuja 

6 o · na nau;uenTn * 
CPS <JO 144 176 
CPS 2:10 72 90 

ba3MpaHO Ha qmHaJIHaTa amUJH3a 

Pa3Mep na onacnocTt 
95%CI 

0,55 0,37; 0,81 

Pa3Mep Ha orracH0CT (rreM6pomnYMa6 ao cnope.n;6a co xeMoTepanwja) ap3 ocHoBa Ha 
CTpaTHqJHI.lHpaH rrporropQH0HaJieH M0.ll,eJI Ha onaCH0CT cnope.ll, KoKC 

Mcxo.n;HTe rrp11jaseHH 0A IIaQHeHTH (PROs) 611rre oQettyBaHH co KopHcTett,e Ha EORTC QLQ-C30. 
E11rro 3a6erre)l(aHo rrponoHmpaHo BpeMe .n;o BnornyBatt,e BO rrro6ru:rHHOT 3.ll,paBCTBeH crnryc/QoL Ha 
EORTC QLQ-C30 3a rraQHeHTHTe rreKyBaHH co rreM6porrH3yMa6 Bo crrope.n;6a co xeMoTepami:jarn no 
H36op Ha HCTpa)l(yBaqoT (HR 0, 70; 95% CI 0,55-0,90). Bo rrepwo.n; o.n; 15 He.n;errH o.n; K0HTpona, 
naQHeHTHTe JieKyBaHH co rreM6poJIH3yMa6 HMaJie CTa6HJieH rrro6ru:reH 3.D;paBCTBeH crnryc/QoL, 
AOAeKa omIe neKyBaHH co xeM0Teparr11ja no H36op Ha HCipIDK)'BaqoT HMru:re orrafatt,e so rrro6 ~ 1~

1 
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KEYNOTE-052: Hcnumyea1ve oo omeope1-1 mun Kai nauue1-1mu co ypomeJ1uiaJ1e1-1 Kapuw-10M Kou 1-1e 
6W1e coooeem1-1u 3a xeMomepanuia Kaia coop:»eu uucn.J1amu1-1 
Be36e,n;HOCTa M eqmKaCHOCTa Ha neM6poJIM3yMa6 6MJie MCTpa)l(yBaHM BO KEYNOTE-052, 
TIOBeI<eUeHrpwrna cry,n;Mja o,n; OTBOpeH TMTI 3a JieKyBalhe Ha JIOKaJIHO Hanpe,n;eH MJIM MeracraTCKM 
yporeJIMjaJieH KapQMHOM Kaj nauMeHTM KOH He 6MJie COO,D;BeTHM 3a xeMorepanwja Koja CO,D;p)l(H 
QMCTIJiaTMH. ITauweHTMTe npMMaJie IIeM6poJIM3yMa6 BO ,D;03a o,n; 200 mg Ha ceKOM 3 He,n;eJIM .n;o 
HenpmparnwBa roKcMqHocr MJIM nporpecwja Ha 6onecra. JleKyBalhero MO)l(eJio .n;a npo.n;on)l(H no 
nporpernjara aKO nauMeHTOT 6MJI KJIMHMqKM cra6MJieH M HCrpa)l(yBaqor CMeTaJI ,n;eKa Ke MMa 
KJIMHMqKa Kopwcr. ITauMeHTMTe 6e3 nporpecwja Ha 6011ecra MO)l(ene ,n;a 611,n;ar JieKyBaHM ,n;o 24 
MeceQM. Cry,n;ujara rn MCKJIYqMJia nauMeHTMTe co aBTOMMYHa 6011ecr MJIM Me,n;MQMHCKa cocroj6a 3a 
Koj a 6Mna norpe6Ha MMYHocynpecMj a. OueHKara Ha crarycor Ha ryMop 6MJia M3Be,n;eHa Ha 9 He,n;enM 
no npBara ,n;03a, a noroa Ha ceKoM 6 He,n;enM BO reKor Ha npBara ro,n;MHa, npoc11e,n;eHo Ha ceKoM 12 
He,n;enw noroa. 

IloMefy 370 nauueHTH co yporenMjaJieH KapUHHOM KOH He 6wne coo,n;BeTHM 3a xeMorepanMja Koja 
COJ:IP)l(M UHCIIJianrn, OCHOBHMTe KapaKTepHCTHKM 6wne: cpe,n;Ha B03pacr o.n; 74 ro.n;HHH (82% Ha 
B03pacr o,n; 65 ro,n;MHM MnM nocrapw); 77% o,n; MamKH non; M 89% 6enuw M 7% A3ujuu. OcyM,n;ecer M 
ocyM npoueHMTM MMaJie Ml 6onecr, a 12% MMaJie MO 6onecr. OcyM,n;ecer M ner npoueHTM o,n; 
nauweHTMTe MMaJie BMcuepaJIHM MeTaCTa3M, BKJiyqyBajKM 21 % co MeTaCTa3M Ha UpHHOT ,n;po6. 
ITpwqMHMTe 3a Hecoo,n;BeTHOCT 3a QMCTIJiaTMH BKJiyqyBaJie: OCHOBeH KJIHpeHC Ha KpeaTMHMHOT <60 
mL/min (50%), nepqiopMaHc-craryc cnope,n; ECOG 2 (32%), nepqiopMaHc-craryc cnope,n; ECOG 2 H 
OCH0BeH KJIHpeHC Ha KpeaTMHHHOT <60 mL/min (9%) u .n;pyro (cpueBa MHCYqJMUMeHUMja o,n; Knaca III, 
nepuqiepHa HeBponaTMja o,n; 2 creneH unu n0Be1<e M ry6elhe Ha cnyxor o,n; 2 creneH unu n0Be1<e; 9%). 
,[(eBe,n;ecer npoueHTM o.n; nauuettrure nperxo,n;Ho He npHMaJie rperMaH, a 10% npHMaJie nperxo,n;Ha 
a)JjyBaHrHa HJIH Heoa,ajyBattTHa xeMorepanttja 6a3HpaHa Ha nnarMHa. OcyM.n;ecer H e,n;eH npoueHr 
HMaJie npHMapeH ryMop BO ,D;OJIHHOT rpaKT, a 19% OJ:\ nauueHTHTe HMaJie npHMapeH ryMop BO 
ropHHOT rpaKT. 
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Ta6eJia 21: O11:roeop Ha neM6poJiuJyMa6 011: 200 mg Ha ceKou 3 He,lleJiu Kaj naQueHTH co 
ypoTeJIHjaJieH KapQHHOM KOH He 6uJie COO,llBeTHH 3a xeMOTepanuja Koja CO,llp,KH QHCOJiaTHH BO 
KEYNOTE-052 

Kpajua T0'IKa n=370 

CTanKa ua o6jeKTneeu o)lroeop* 

ORR%, (95% CI) 29% (24; 34) 

CrnrIKa Ha KOHl])OJia Ha 6onecrnt 47% 

U:enoceH o)],roBop 9% 

,[(enyMeH o)],roBop 20% 

Crn6mrna 6onecT 18% 

BpeMeTpaeu.e ea 011:roeop 

Cpe,ri;Ha Bpe)],HOCT BO MeCeQH (oncer) 30,1 
(1,4+; 35,9+) 

% co BpeMel])aeH,e 2': 6 Mecel.(H 81%i 

BpeMe )lo o)lroeop 

Cpe,ri;Ha Bpe,ri;HocT BO Meceu:u (oncer) 2,1 (1,3; 9,0) 

PFS* 

Cpe)lHa Bpe,llHOCT BO MeceQH (95% CI) 2,2 (2,1; 3,4) 

6-Mece'IHa PFS cTaIIKa 33% 

12-Mece'!Ha PFS cTanKa 22% 

OS 

Cpe)lHa Bpe)].HOCT Bo Meceu:H (95% Cl) 11,3 (9,7; 13,1) 

6-Mece'IHa OS crnIIKa 67% 

12-Mece'IHa OS crnnKa 47% 
* Ou;eHeTO co BICR co 1<opHcTeH,e Ha RECIST 1.1 
t Bp3 ocHosa Ha Haj)lo6ap o)lrosop 3a crn6mrna 6onecT HJIH no)lo6ap 

Bp3 OCHOBa Ha KannaH-Mejep npou;eHKB; BKJl)"I)'Ba 84 nauueHTB co 0)],roBop O)], 6 
Meceuw wnw no)],onro 

HanpaBeHa e attamf3a so KEYNOTE-052 Kaj nau:wettm KOH HMaJie PD-Ll CPS <10 (n=251; 68%) 
mrn 2':10 (n=l 10; 30%) Bp3 octtosa Ha PD-L 1 IHC 22C3 pharmDx™ Kit (Bu)leTe ja rn6ena 22). 

Ta6eJia 22: ORR u OS cnope,ll PD-Ll eKcnpecuja 

Kpajna TO'IKa CPS< 10 CPS 2: 10 
N=251 N=llO 

CTanKa na o6jeKTneeu o)J.roeop* 

ORR %, (95% CI) 20% (16, 26) 47% (38, 57) 
OS 

Cpe)J.Ha spe)J.H0CT eo MeceuH (95% Cl) 10 (8, 12) 19 (12, 29) 
12-Mece'IHa OS crnnKa 41% 61% 

* BICR co KOpHcTeH.e Ha RECIST I.I 

KEYNOTE-361 e paH,)lOMH3HpaHo, KOHTponHpaHO KJIHHH'IKO HCIIHT)'Balhe 0,)l OTBopeH THII O,)l <pa3a 
III Koe e BO TeK 1a neM6pon0:1yMa6 co mm 6e1 KOM6HHal.lHja co xeM0Tepan0:ja 6a1wpaHa Ha nnarnHa 
HacnpOTH xeMOTepanHja KaKO npaa JIHHHja Ha TpeTMaH Kaj cy6jeKTH co Hanpe,)leH HJIH MeTaCTaTCKH 
ypoTeJIHjaJieH KapQMHOM. IlpeJIHMHHapHHTe no,)laTOQH O,)l paHOTO pa1rne,)lyaalhe IIOKIDJ<aJie 
pe)lyU:MpaHo rrpe)J(:r,rnyaaH.e co MOHOTepanMja co neM6ponu1yMa6 Kaj naQMeHTM 'IMM ryMopw ro 
H3pa3yBaaT PD-Ll co CPS< 10 BO cnope)l6a co CTaH)lap)lHaTa xeMoTeparrMja. 



MOHOTepamija co neM6pomuyMa6 OCTaHyBa ornopeHa caMO 33 nau;HeHTHTe 'IHM TYMOpH HMarre 
eKcnpecHja Ha PD-Ll co CPS~ 10. Cy6jeKTHTe 'IHM TYMOpH ro H3pa3yBaaT PD-Ll CPS< 10 H ae1<e 
6m1e BKJiy'IeHH BO rpaHKaTa Ha MOHOTepanHja co neM6porrH3yMa6 M0)Ke ,n:a npo,n:orr)KaT co 
-rpeTMaH0T. PaH)];OMH3au;HjaTa 3a xeM0Tepa1mjaTa H rpattKHTe co xeMoTeparrwja-rreM6poJIH3yMa6 
ocrnHyBa ornopeHa. 

KapyW-tOJvt 1W CK6CLM03HU KJ/emKU ua 2Jta6ama U 6pamom 

KEYNOTE-040: Ko11mpoJ1upa110 ucnumyea1ue Ka; nauueumu co HNSCC Kou npemxoouo 6wie 
J1e1CVea11u co xe;womepanuia Ko;a coop:J1Cu nRamuua 
Ee36e,n:Hocrn H eq>HKaCHOCTa Ha neM6porrH3yMa6 6m1e HCTP~BaHH BO KEYNOTE-040, 
TIOBeKeQeHTpH'IHa, paH,D:OMH3HpaHa, KOHTpOITHpaHa cry,n:Hja o.n: OTBOpeH nm 3a JieKyBal-l>e Ha 
noBTOpITHB MITH MeTaCTaTCKH HNSCC Kaj naQHeHTH KOH HMarre nporpecHja Ha 6orrecTa npH MITH no 
xeMOTepanHjaTa Koja co,n:p)KH nrraTHHa IIITO HM 6nrra ,n:a,n:eHa 3a TIOBT0pITHB mm MeTaCTaTCKH HNSCC 
HITM no xeMOTepanaja Koja co,n:p)KM nrraTMHa .n:a.n:eHa KaKO .n:err o.n: MH.lJ:YKQMCKa, MCTOBpeMeHa MITM 
a,njyaaHTHa TepanMja, a He 6Mne no)].JI0)KeHM Ha rroKarrHa Tepanwja co HaMepa 3a rreKyaa1-1,e . 
TTau;MeHTme 6Mrre cTpaTMQ)MQMpaHH cnope,n: PD-Ll eKcnpecMja (TPS ~50%), HPV cTaryc M 
nep<popMaHc-crnryc cnope.n: ECOG, a norna 6Hrre paH.D:OMH3HpaHH (1: 1) 3a ,n:a npwMaaT 
neM6porrH3yMa6 200 mg Ha CeKOH 3 He,n:errH (n=247) MITH e,n:eH o.n: TpMTe CTaH,n:ap,n:HH TpeTMaHM 
(n=248): MernTpeKcaT 40 mg/m2 e,n:Harn He,n:errHo (n=64), ,n:ou;eTaKcerr 75 mg/m2 e,n:Harn Ha ceKOH 3 
He,n:errH (n=99), MITH y,n:apHa ,n:03a o.n: u;eryKCHMa6 400 mg/m2

, a norna 250 mg/m2 e,n:Ham He,n:errHo 
(n=71). TpeTMaHOT MO)KeJI .n:a IIpO,D;0JI)KH H IIO nporpecnjaTa aKO nau;HeHTOT 6Hrr KJIHHH'IKH CTa6HrreH 
H aKO ce CMeTarrO ,n:eKa ,n:o6HBa KITHHM'IKa KOpHCT cnope.n: HCTp3)KyBa'IOT. Cry,n;HjaTa rn MCKJiyqyaarra 
nau;MeHTMTe co aKTMBHa aBTOMMyHa 6orrecT 3a Koja 6Hna nOTPe6Ha CMCTeMCKa TepanMja BO poK o.n: 2 
ro)];MHH 0)]; -rpeTMaHOT, Me)];MQMHCKa cocrnj6a 3a Koja 6Mrra no-rpe6Ha HMYHOcynpecuja, MITM KOH 
npeTX0.D:HO 6Hrre rreKyBaHH co 3 MITH TIOBeKe CHCTeMCKH pe)KHMH 3a TI0BTOpITHB HIHITH MeTaCTaTCKH 
HNSCC. Ilpou;eHKaTa Ha cTarycoT Ha ryMopoT 6Hrra HanpaBeHa Ha 9 He,n:errn, a norna Ha ceKoH 6 
He.n:errH .n:o 52 He,n:erra, npocrre,n:eHo Ha ceKoH 9 He,n:errn .n:o 24 Meceu;H. 

IloMety 495 nau;HeHTH Bo KEYNOTE-040, 129 (26%) HMarre ryMopn co eKcnpecnja Ha PD-Ll co 
TPS ~50% ap3 ocHoBa Ha PD-Ll IHC 22C3 pharmDx™ Kit. KapaKTepHCTHKHTe Ha ocHOBHaTa 
JIHHHja Ha OBJie 129 IIaQHeHTH BKITy'IyBarre: cpe,n:Ha B03pacT o.n: 62 ro,n:MHH (40% Ha B03pacT o.n: 65 
ro,n;MHH HITM nocTapH); 81% o.n: MaIIIKM non; 78% 6errQH, 11% A3HjQM H 2% QPHQM; 23% H 77% co 
rrepcpopMaHc-crnryc crrope.n: ECOG O MITH 1, noe.n:HHe'IHo; H 19% co ryMopw rro3HTHBHH Ha HPV. 
llleeceT H ce,n;yM npou;eHTH (67%) o,n; nau;HeHTHTe HMarre Ml 6orrecT, a noBeKeTO HMane IV crn,n:eyM 
o.n: 6orrecrn (IV cTa,n;eyM 32%, IVa CTa.D:lfYM 14%, IVb crn,n:eyM 4% H IVc CTa.D:lfYM 44%). lllecHaeceT 
npou;eHTH (16%) HMane nporpecttja Ha 6onecrn no Heoa,ztjyBaHTHaTa MITH a,njyBaHTHaTa xeMoTepanHja 
Koja co,n:p)KH nrraTHHa, a 84% HMarre IIpHMeHO 1-2 npeTXO.D:HH CHCTeMCKH pe)KHMH 3a MeTaCTaTCKa 
6orrecT. 

Hcxo,n:oT Ha npHMapHa e<pMKacHocT 6urr OS BO nonyrrau;MjaT co ITT. IloqernaTa aHanH3a 
pe3yITTHpana co HR 3a OS o.n: 0,82 (95% CI: 0,67; 1,01) co e,n:HocTpaHa p-Bpe,n:HocT o.n: 0,0316. 
Cpe,n;HaTa Bpe)];H0CT Ha OS 6HJia 8,4 MeCeQH 3a neM6pOITH3yMa6 BO cnope,n;6a co 7' 1 MeCeQH 3a 
CTaH,n:ap,n:eH TpeTMaH. Ta6erraTa 23 rn pe3HMHpa KITY'IHHTe MepKH Ha e<pHKaCHOCT 3a nonynau;HjaTa co 
TPS ~ 50%. KannaH-Mejep KpHBaTa 3a OS 3a nonynaQHjaTa co TPS ~ 50% e npHK3)KaHa Ha cnHKa 
13. 
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KpajHa T0'IKa IleM6poJIHlyMa6 200 mg CTan.napi.eH 
Ha ceKon 3 Hei.eJin Tpe'l"M8H* 

n=64 n=65 
OS 

Eooi (%) Ha nar:111eHTH co HaCTaH 41 (64) 56 (86) 
Pa3Meo Ha onacHocTt (95% CI) 0,53 (0,35; 0 81) 
o-Boe.11.Hoc-rt 0 001 
Coe.11.Ha BPeJJ.HOCT Bo Mece1..111 (95% Cl) 11,6 (8,3; 19,5) 6,6 (4,8; 9,2) 

PFS§ 

Epoj (%) Ha na1..111eHTH co HaCTaH 52 (81) 58 (89) 
Pa1Mep Ha onacHocTt (95% CI) 0,58 (0 39; 0,86) 
p-B pe)].Hoc-rt 0,003 
Cpe.11.Ha Bpe)].HOCT BO Mece1..111 (95% CI) 3 5 (2 l; 6,3) 2 1 (2 O· 2 4) 
CmnKa (%) Ha 6 Mece1..111 (95% CI) 40,1 (28,1; 51 9) 17 1 (8 8· 27 7) 

CTanKa Ha cesKVneH oi.rosop§ 
ORR%, (95% en 26,6% (16,3; 39,1) 9,2% (3,5: 19,0) 
o-Boe.11.HocT~ 0,0009 

UenoceH 0.11.roBop 5% 2% 
,ll:e.rryMeH 0)].fOBOP 22% 8% 
Cm6HJIHa 6onecT 23% 23% 

BoeMeToaelbe Ha oi.rosop§,# 

Cpe.11.Ha Bpe.11.HocT Bo Mece1..111 (oncer) Hee TJOCTlffHaTO 6,9 (4,2; 18,8) 
(2,7+; 13,8+) 

Epoj (%1>) Ha na1..111eHTH co BpeMeTPaellie 2: 6 9 (66) 2 (50) 
Mece1..111 

• MeTOTpeKCaT, tlOlleTaKcerr, HJIH lleT)'KCHMa6 
Pa3Mep Ha onacHOCT (neM6poJIH3)'Ma6 BO cnopei16a co xeMOTepanHja) Bp3 OCHOBa Ha CTpaTHq>HllHpaH 
nponopu1-10HarreH Moi1err Ha onacHocT cnopei1 KoKc 

t Et1HOCTpaHa p-Bpet1HOCT Bp3 OCHOBa Ha CTpaTMq>HllHpaH rrorapHTaMCKM TeCT 3a paHrnpa11,e 
§ OlleHeTO co BICR co KOpHcTe11,e Ha RECIST 1.1 
~ Bp3 OCHOBa Ha MeTOJlOT Ha MHeTHHeH H HypMHHeH 
# Bp3 OCHOBa Ha IIa]lHeHTH co Haji106ap ceBI<yneH OWOBOp KllKO IIOTBpt1eH 1..1erroceH HJIH i1erryMeH O,llfOBOp 
" Bp3 ocHoBa Ha Karrrratt-Mejep npolleHKa 
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100 · 
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KEYNOTE-426: Km1mpo,mpa110 ucnumyealbe 11a KOM6u11upaua mepanuia 1wi nayuewnu co peHaJle11 
Kapuww.¾ (RCC) KOU npemxoo110 He 6W1e JleKVBQliU 
EcjmKaCHOCTa Ha neM6pOJIH3yMa6 BO KOMfornauwja co aKCHTHHH6 6mra HCIIHryBaHa BO 
KEYNOTE-426, paH,n:OMH3HpaHo, noBe1<e11eHTpwrno, aKTHBHO KOHTpom1patto HCIIHTysa11,e o,n: 
OTBOpeH THU cnpoBe,n:eHO Kaj IlaJ.IHeHTH co Hanpe,n:eH peHaneH Kapl(HHOM (RCC) co quern KJieTO'IHa 
KOMIIOHeHrn, 6e3 orne,n: Ha crnzycoT Ha eKcnpecuja Ha zyMop PD-L 1 H KaTeropI,rnTe Ha pH3H"IHH 
rpynw !Ia Mefynapo,D,HHOT KOH30pl.lHYM 3a 6a3aTa Ha no.n:aTOJ.IH 3a MeTaCTaTCKH pena.nen KapJ.IHHOM 
(RCC) (IMDC). HcnwrysaH>eTO rn wcKny<mno nal(HeHrnTe co aBTOHMyHa 6onecT HJIH Me,D,HUHHCKa 
cocrnj6a 3a Koja 6Jrna noTpe6na HMYIIOcynpecnja, Pan,n:ol\nl3a1111jarn 6nna cTparncpm~npana cnope,n: 
pH3H'IHHTe KaTeropHH (rroro,n:1rn nacrrpoTH cpe,n:nn nacrrpoTH cna6H) H reorpacpcKHOT pernon 
(CeBepna AMepHKa uacnpoTH 3arra,n:ua Esporra nacnpoTH ,,ocTanaTHOT ,n:en o,n: cseTOT"). Tiau:»eHTHTe 
forne paH)J:OMH3HpaHH (1 : 1) Ha e.n:ua OJI: cne,n:mne rpaHKH Ha TpCTMaH: 

• neM6pomnyMa6 o,n: 200 mg HHTpaBeHCKH Ha ceKOH 3 He,n:emi BO KOMfornau:nja co aKCHTHHH6 
O)], 5 mg nepopanHo, ,n:Ba nan1 ,n:HeBHO. Ha nal(HeHTHTe KOH ro IIOJJ:HecyBane aKCHTHHH6 o,u 5 
mg ,n:Ba rrarn ,D,HeBHO BO 2 KOHCeKyTHBHH U:HKJJYCH Ha JJeKyBalbe (T,e. 6 He,D,eJJH) 6e3 uecaKaHH 
.n:ejcTBa 0)], aKCHTHHH6 ll0Bp38HH co neKyBaiheTO o.n: > 2 CTeneH H co .n:o6po KOlTTponnpau 
KpBeH npHTHCOK .n:o::.; 150/90 mm Hg HM 6HJIO J(03BOJieHO TIOKa<IyBalhe Ha )],033Ta O)], 

aKCHTHHH6 J(O 7 mg )],Ba narn )],HCBHO. TioKaT.JyBaH>eTO Ha )],03aTa OJ], aKCHTHHH6 )),0 l O mg )],Ba 
naTH .n:neBHO 6nno )],03BOJieHO co KOpHCTeJhe Ha HCTHTe KpHTepnyMH. AKCHTHHH6 MO)KeJJ )],a 
6H,ne rrpeKHHaT HJIH pe,nyuHpaH .n:o 3 mg ,nsa rraTn ,nHeBHO H nocne,nosaTenHo Ha 2 mg ,n;sa 
naTH ,n:HeBHO 3a crrpaByBalhe co TOKCHT.JHOCTa. 

• cynHTHnn6 o,n; 50 mg nepopanHo, e.n;Harn ,n;HeBHO so rrepno,n; o,n 4 He,n;em1, a noToa 6e1 
TpeTMaH BO nepHOJI o,n; 2 HeJi;eJJH, 



RECIST aKo nauneHTOT 6nn KJTHHH'lKH crn6rmeH H ce cMeTano ,n:eKa .n:o6nsa KJIHHWIKa K0pHcT 
cnope;u MHCJieH>eTO Ha HCTIJIDK)'BaqoT. IIpon:eHKaTa Ha CTaT)'COT Ha T)'MOpOT 6mrn H3BpllleHa Ha 
OCHOBHaTa JlHHHja, no paH,r(OMH3a1n1jaTa BO 12 He;uena,a IlOTOa npocne;ueH0 Ha ceKOH 6 He,neJIH ;uo 54 
He;uena, a rrorna Ha ceKOH 12 He)leJIH. XeMHCKH H xeMaT0Jl0lllKH na6opaTOpHCKH TeCTOBH 6ttne 
ll.3Be,D,em1 Ha ceKoj l(liKJiyc. 

Elrne paH,r(0MH3HpaHH BKYTIH0 861 nauHeHT. KapaKTepHCTHKHTe Ha CT)',lJ,HCKaTa nonynaunja fame: 
cpe,D,Ha B03pacT o.n 62 ro,D,HHH (oncer: 26 .no 90); 38% Ha Bo3pacT o.n 65 ro,n:HHH nnn rrocrnp11; 73% 
0,D, MaUIKH non; 79% 6enn:H H 16% A3ttjn:n; 80% HMane Kapnoq_)CKH rrepcj_)OpMaHC CKOp (KPS) 90-100 
H 20% HMane KPS 70-80; JJ:HCTpn6yuujarn Ha nan:HeHTH cnope.n: pH3HtJHHTe KaTeropHH na IMDC 
foma 31 % noro,D,HH, 56% cpe,D,Ha H 13% cna6a. 

Mep1nne Ha ttcxo,D,oT Ha npHMapHa ecpuKaCHOCT 6une OS fl PFS (KaKo llITO e on:eHeTO co BICR co 
K0pHCTeH,C Ha RECIST vl.1). MepKHTC Ha HCX0,l{OT Ha ceKyH,n:apHa e<pHKaCHOCT 6une ORR fl 
speMeTpaeH.>e Ha o;urosopoT, KaKo mTo e OilCHeTo co BlCR co KopncTeH,e Ha RECIST vl .1. 
Cpe,n:HoTO speMe Ha KOHTpona 6flJIO 13,2 Mecen:u ( oncer: 0, 1 .no 21,5 Mecen:fl). Ta6enarn 24 rn 
pe3HMHpa KJiytJHHTC MepKH Ha ecpHKaCHOCT O)l rrpeTXO,D,HO o.npe.n:eHaTa MefyspeMeHa aHaJIH3a. 
KarrnaH-Mejep KpHBnTe 3a OS H PFS 6a3npamr Ha .norronHHTeJIHH qernpH Mee Jl.lK.elf1:P9lfa ce 
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Ta6eJia 24: Pe1yJITaTH OA e4>uKacnocrn eo KEYNOTE-426 

Kpajna T0'IKa IleM6ponmyMa6 Cymrrunu6 
AKCUTUHUO n=429 

n=432 
OS 

opoi Ha HaCTaHH (%) 59 (14%) 97 (23%) 
Cpe)].Ha Bpe)].HOCT BO Mecenw He e rrocTHrHaTO (NA, NA) He e rrocTHrHaTO (NA, NA) 
(95% CI) 
Pa3Mep Ha orracHOCT. (95% 0,53 (0,38; 0,74) 
Cl) 
p-Bpe)].HOcTt 0,00005 

PFSt 
opoj Ha HaCTaHM (%) 183 (42%) 213 (50%) 
Cpe)].Ha Bpe)].HOCT BO Mecenw 15,1 (12,6; 17,7) 11.0 (8,7; 12,5) 
(95% Cl) 
Pa3Mep Ha orracHocT• (95% 0,69 (0,56; 0,84) 
Cl) 
p-Bpe)].HOcTt 0,00012 

CTanKa ua ceeKynen 
0Ar0B0P 

ORR§% (95% Cl) 59 (54; 64) 36 (31; 40) 
UenoceH o)].roBop 6% 2% 
lienvMeH o,D,roBop 53% 34% 

p-Bpe)].HOCT~ < 0,0001 
BpeMeTpae11>e na 0Aroeop 

Cpe,D,Ha Bpe,D,HOCT BO Meceuw Hee IIOCTMrHaTO (1,4+; 15,2 (1,1+; 15,4+) 
( oncer) 18,2+) 
opoj (%#) Ha rrauweHTM co 161 (88%) 84(81%) 
aoeMeToaelbe > 6 Meceu1-1 
Epoj (%#) Ha rrauweHTM co 58 (71%) 26 (62%) 
BpeMeTpaelbe > 12 Mecenw 
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CJiuKa 14: KanJiau-Mejep Kpuea 1a ceeKynuo npe~ueyeaJLe no rpauKa ua TpeTMau eo 
KEYNOTE-426 (nonyJia~uja co uaMepa 1a JICKYBa11>e)* 
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10 --- neM6pon113yMl!6 + AKCIITIIHH6 90% 81% 0.59 (0.45, 0.78) 0.00010 
CyHIITIIHH6 79% 71 'Jo 
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0 5 10 15 20 25 30 

BpeMe so Mece1.11,1 
6poj CO p1-1311K 
neM6ponH3yMa6 + AKCHrnHi-t6 : 432 411 392 275 133 9 0 
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CJIHKa 15: KanJian-Mejep KpuBa 1a npe~uByBa11>e6e1 nporpecuja no rpauKa ua TpeTMaH BO 
KEYNOTE-426 (nonyJiaQHja co naMepa 1a JieKyBa11,e)* 

6poj CO p"13111K 
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rpaHKa Ha TpeTMaH PFS CTanKa Ha 12 MeceyM PFS CTanKa Ha 18 MOCOI.IM HR (95% Cl) p-epOAHOCT 
KEYTRUDA + AKCMTMHM6 60% 48% 0.69 (0.57, 0.83) 0.00005 
CyHMTMHMtl 36% 
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0 5 10 15 20 25 30 
BpeMe so Mece4111 

KEYTRUDA + AKC1,rnH1,16: 432 324 247 145 51 0 0 

CyH1,1rnH1,16: 429 277 175 90 32 0 0 

*p-Bpe,IJ.Hocrn e H0MHHarrna. Bw,IJ.eTe ja rn6ena 24 3a p-Bpe,IJ.Hocrn 3a 1rncpepemi:wjaneH TecT Ha PFS 
Bp3 0CH0Ba Ha npeTX0,ll.H0 0,ll.pe,IJ.eHa MefyBpeMeHa aHaJJH3a, Ka,IJ.e IIIT0 6wna TI0CTHrHaTa CTaTHCTH'fKa 
3HatJajHOCT. 

fome H3Be,neHH atta.JJH3H Ha no,nrpyna npeKy BKJJY'I)'BalbeTO BO KEYNOTE-426 Kaj nau;HeHTH co PD­
Ll CPS~ 1 [KOM6HHa[(Hja Ha neM6pOJJM3)'Ma6/aKCMTHHH6: n=243 (56%) Hacrrp0TM cyHHTHHH6: 
n=254 (59%)]; CPS< 1 [KoM6Jrnau1aja Ha neM6ponmyMa6/aKCHTHHH6: n=l67 (39%) Hacnporn 
cyH11ni6: n=l58 (37%)], a Kaj rrau;neHTH o.ri: pH3HtJHH KaTeropHH Ha IMDC co noro,nHa [KoM6HHauuja 
Ha neM6poJJH3)'Ma6/aKCHTHHH6: n=l38 (32%) Hacnporn C)'HHTHHH6: n=131 (31%)]; cpe,IJ.Ha 
[KoM6HHau11ja Ha rreM6poJJH3)'Ma6/aKCHTHHH6: n=238 (55%) Hacnponi C)'HHTHHH6: n=246 (57%)]; H 
cna6a [KoM6mrnu:uja na rreM6ponH3yMa6/aKcHrnnn6: n=56 (13%) nacnporn cynwTmm6: n=52 
( I 2%)]. fama 3a6ene)KaJJa K0pHcT o,IJ. OS H PFS 6e3 orne,IJ, Ha mrnorn na eKcnpecuja Ha PD-LI. 
vlcmffyBal-beTO Ha KEYNOTE-426 He 60no noKpeHaTo 3a ,IJ,aja 0ileHyBa eqnmacnocrn Ha 
HH.r(HBM,ll.)'aJJHM no,IJ,rpynw. Ta6enarn 25 fH pe3HMHpa MepKHTe Ha ecpm<a.CHOCT crrope.n. pH3H'IHHTe 
KaTeropnn Ha IMDC OJI. npeTxo.ri;Ho o.n.pe.n.eHaTa MefyBpeMeHa aHaJJH3a. 

Ta6eJia 25: Pe1yJITan1 OJI. e«J>uKacuocTa BO KEYNOTE-426 cnope,u pH3H<JHHTe KaTeropHH na 
IMDC 

Kpajua TO'IKa IleM6poJlu1yMa6+ CyHHTHHH6 IleM6poJIHlyMa6+ AKCHTHHH6 
AKCHTHHH6 n=429 uacnpOTH CyHHTHHH6 

n=432 

OS 12-Mecequa OS cranKa, % (95% CI) OS HR (95% CI) /4 e-~[::-;_, 
,-,\j C: ~ -f(', 

Tioro,11,Ho 95,2 (89,6; 97,9) 93,8 (87,4; 97,0) 0 64 (0 24· 1 68) ~~• -~ i;. QI-L P.~✓1. -, . 
' ' ' ' '-❖✓ 11-' ll.;,. 

Cpe,11,uo 92,1 (84,7; 96,0) 76,7 (70,6; 81,8) 0,53 (0,35; 0,8, V ~ / ~ ~· 
I') Q) ,,_. ',. :!.-,(,~ 

Cna6o 70,3 (56,1; 80,7) 45,2 (30,0; 59,3) 0,43 (0,23; 0,8 D~ < I~~~ 
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PFS Cpe)lno speMe (95% CI), MeceQH PFS HR (95% CI) 

Iloro.n;Ho 17,7 (15,2; NA) 12,7 (11,5; NA) 0,81 (0,53; 1,24) 

Cpe.n;tto 14,5 (12,4; 18,0) 9,5 (8,0; 12,5) 0,70 (0,54; 0,91) 

Cna6o 4,9 (2,9; 12,4) 2,9 (2,7; 4,2) 0,58 (0,35; 0,94) 

IloTBp)leu ORR %(95% Cl) ORR paJJIHKa, 
% (95%CI) 

Iloro,n;Ho 66,7 (58,1; 74,5) 49,6 (40,8; 58.5) 17,0 (5,3; 28,4) 

Cpe,n;Ho 59,2 (52,7; 65,5) 33,7 (27,9; 40,0) 25,5 (16,7; 33,9) 

Cna6o 41,1 (28,1; 55,0) 9,6 (3,2; 21,0) 31,5 (15,7; 46,2) 

NA= Hee .nocTarrno 

farna H3Be,n:eHa IIOHOBa aHaJIH3a Ha OS Kora rraQHeHTHTe HMaJie cpe.n;Ho BpeMe Ha KOHTpona O,I( 16,6 
Meceu:11 ( oncer: 0, 1 .no 26,3 Meceu:11). Bo BpeMeTO Ha oBaa aHaJIH3a, pa3MepoT Ha orracHOCT BO 
ceBKYIIHaTa rrorrynau:11ja (95% CI) 6HJI 0,59 (0,45; 0,78) co 84/432 (19,4%) HaCTaHH BO rpaHKaTa co 
KOM6HHaQHja 11 122/429 (28,4%) HaCTaHl-I BO rpaHKaTa co cyHHTHHH6. 12-MeceqHaTa CTaIIKa Ha OS 
611na 89,5% (95% CI 86,2; 92,1) 3a rreM6poJIH3yMa6 BO KOM6HHaQHja co aKCHTHHH6 11 78,8% (95% CI 
74,7; 82,4) 3a cyH11T116. 18-MeceqHaTa crnrrKa Ha OS 611na 81,0% (95% CI 76,7; 84,6) 3a 
rreM6poJIH3yMa6 BO KOM6HHaQHja co aKCHTHHH6 H 70,7% (95% CI 65,8; 75,1) 3a cyHHTHHH6. 3a 
pH3WIHaTa KaTerop11ja Ha IMDC, pa3MepoT Ha orracHocT Ha OS 3a rroro.n;HaTa pm~Ha rpyrra 611n 
0,94 (95% CI 0,43; 2,07), 3a cpe.n;HaTa pH3HqHa rpyrra pa3MepoT Ha orracHOCT Ha OS 6HJI 0,52 (95% 
Cl 0,36; 0,75), a 3a cna6arn p11311qHa rpyrra pa3MepoT Ha orracHOCT Ha OS 611n 0,50 (95% CI 0,29; 
0,87). 

l1en11j aTpHcKa rr01zynau11j a 
Bo KEYNOTE-OS 1, Ha 154 rre.n;11jaTpHCKH rrau:11eHTH (60 .n:eu:a Ha B03pacT o.n; 6 Meceu:11 .no rroManKy 
o.n; 12 ro,n:HHH H 94 a.n;onecu:eHTH Ha B03pacT o.n: 12 ro,n:HHH .no 18 ro,n:HHH) co Harrpe.n;eH MeJiaHOM HJIH 
Il03HTHBHH Ha PD-L 1 Harrpe,n:HH, penarrCHH, HJIH peq>paKTOpHH QBpCTH TYMOpH HJIH JIHMq>OM HM 6HJI 
,n;aBaH neM6poJIH3yMa6 o.n; 2 mg/kg Ha ceKOH 3 He,n:eJIH. CHTe naQHeHTH npHMaJie neM6poJIH3yMa6 co 
cpe.n;Ha Bpe,n:HOCT o.n; 3 ,n:0311 (oncer 1-35 ,n:0311), co 130 rrau:11eHTH (84,4%) KOH rrpHMane 
rreM6poJIH3yMa6 BO 2 ,D:0311 HJIH IIOBeKe. YqecHHQHTe 611ne BKnyqeHH 3a 28 THnOBH Ha TYMOp npeKy 
rrpHMapHa .n;11jarno3a, HajB00611qaeHHTe THIIOBH Ha ryMOp npeKy xHcrnnornja 611ne Xor,rKHH JIHMq>OM 
(11,7%), fJIH06JiaCTOM MYJITHq>OpMe (9,1%), HeBpo6naCTOM (6,5%), OCTeocapKOM (6,5%) 11 MeJiaHOM 
(5,2%). 0.n; 154 naQHeHTH, 134 611ne BKJiyqeHH co QBpCTH TYMOpH, 18 co XoI,IKHH JIHMq>OM, a 2 co 
.I(pyrn JIHMq>OMH. Kaj nao:HeHTHTe co QBpCTH ryMop1111.n;pyrn JIHMq>OMH, ORR 611n 5,9%, HHTY e.n;eH 
nau:11eHT HeMan u:enoceH o.n;roBop 11 8 rrau:11eHTH (5,9%) HMane .n;enyMeH o.n;roBop. Kaj norrynau:11jarn 
co XoI,IKHH JIHMq>OM, ORR 6HJI 50,0%, 2 naQHeHTH (11,1 %) HMaJie u:enoceH O,I(fOBOp 11 7 nau:11eHTH 
(38,9%) HMane .n;enyMeH o.n;roBop. 

EBponcKaTa areHQHja 3a neKOBH ja o,n:JIO)l(H o6BpcKaTa 3a rro.n;HecyBafue Ha pe3ymaTHTe o.I( cry.I(HHTe 
co neM6ponH3yMa6 BO e.n;Ha HJIH n0Be1<e no.n;rpynH Ha ne.n;11jaTpHcKaTa nonynao:Hja co TpeTMaH Ha 
XoI,IKHH JIHMq>OM (BH,D:eTe ro ,I(eJIOT 4.2 3a HHq>OpMaQllll 3a ne.n;11jaTpHCKa ynoTPe6a). 

5.2 <l>apMaKOKHHeTCKH CBOjCTBa 

<l>apMaKOKHHeTHKaTa Ha neM6poJIH3yMa6 611na npoyqyBaHa Kaj 2.993 naQHeHTH co MeTaCTaTCKH 
MenaHOM HJIH Heorrepa60neH MenattoM, NSCLC HJIH KapQHHOM, KOH npHMane ,n:030 BO oncer o.n; 1 .no 
10 mg/kg Ha ceKOH 2 He,n:eJIH, 2 .no 10 mg/kg Ha ceKOH 3 He,n:eJIH HJIH 200 mg Ha ceKOH 3 He,n:eJIH. 



bHOTpaHcc.popMaUHj a 
TieM6ponH3yMa6 ce Karn6omm-1pa npeKy HecneQHQ)HtJHH naTHIIITa; Mern6onmMoT He npH,n;oHecyBa 
BO HeroBHOT KnHpeHC. 

Em-IMHHauHja 
CL Ha neM6ponmyMa6 e npH6mnKHO 23% IlOHH30K (reoMeTpHCKa cpe,n;HHa, 195 mL/,n;eH [CV%: 
40%]) no nOCTHrnyBaH,e Ha MaKCHManHa npoMeHa npH CTa6HnHa COCTOj6a BO cnope,n;6a co npBaTa 
,n;03a (252 mL/,n;eH [CV%: 37%]); oBa HaManyBaH>e Kaj CL co BpeMe He ce cMeTa 3a KTIHHH'IKH 
3HatJajHO. f'eoMeTpHCKaTa cpe,n;Ha Bpe,D;HOCT (CV%) 3a TepMHHanHHOT nony:>KHBOT e 22 ,n;eHa (32%) 
npH CTa6HnHa COCTOj6a. 

JlHHeapHOCT/HenHHeapHOCT 
l-fano)KeHOCTa Ha neM6ponH3yMa6 KaKO IIITO e H3pa3eHO o,n; IlHK KOHQeHTpaQHHTe (Cmax) HTIH 30Ha no,n; 
KpHBaTa 3a BpeMeTO Ha KOHQeHTpaQHja BO nna3MaTa (AUC) ja 3roneMHno ,D;03aTa nponopQHOHanHO 
BO paMKH Ha onceroT 3a ecj)HKaCHOCT Ha ,D;03aTa. CTa6HnHH KOHQeHTpaQHH Ha neM6ponH3yMa6 6Hne 
,D;OCTHrHaTH 3a 16 He,n;enH co noBTOpeHO ,D;03HpaH>e co pe)KHM Ha ceKOH 3 He,n;enH, a CHCTeMCKaTa 
aKyMYnaQHja 6Hna 2,1-naTH. Cpe,n;HHTe Bpe,D;HOCTH Ha HajHHCKHTe KOHQeHTpaQHH (Crrun) npH 
crn6wnHa cocTOj6a 6Hne npw6nH)KHO 22 mcg/mL Ha ,n;o3a o,n; 2 mg/kg Ha ceKoH 3 He,n;enw H 29 
mcg/mL Ha ,n;03a o,n; 200 mg Ha ceKoH 3 He,n;enw. Cpe,n;HaTa Bpe,n;HoCT Ha 30Harn no,n; KpHBaTa 3a 
speMeTO Ha KOHQeHTPaQaja npw crn6wnHa cocTOj6a BO nepwo,n; o,n; 3 He,n;enw (AUCo-3tte11enH) 6wna 794 
mcg·,n;eH/mL Ha ,n;o3a o,n; 2 mg/kg Ha ceKOH 3 He,n;enw H 1.053 mcg·,n;eH/mL Ha ,n;o3a o,n; 200 mg Ha 
ceKoH 3 He,n;enH. 

Tio ,n;aBaH>eTO Ha neM6ponmyMa6 o,n; 200 mg Ha ceKOH 3 He,n;enw Kaj naQHeHTH co cHL, 3a6ene)KaHarn 
cpe,n;Ha Bpe,D;HOCT Ha Crrun BO CTa6wnHa COCTOj6a 6wna ,n;o 40% ITOBHCOKa OTKOTIKY Taa Kaj ,n;pyrnTe 
THnOBH Ha TYMOp neKyBaHH co HCTaTa ,D;03a; cenaK, onceroT Ha HajHHCKHTe KOHQeHTpaQHH e cnntJeH. 
HeMa 3a6ene)KHTenHH pa3nHKH BO cpe,n;HaTa Bpe,n;HOCT Ha Cmax noMefy cHL H ,n;pyrwTe THITOBH Ha 
TYMOp. Bp3 OCHOBa Ha ,D;OCTaITHHTe no,n;aTOQH 3a 6e36e,n;HOCT Kaj cHL H ,n;pyrnTe THnOBH Ha TYMOp, 
OB.He pa3IlHKH He ce KnHHHtJKH 3HatJajHH. 

Tioce6Hn nonynauHw 
Ecj)eKTHTe Ha pa3HH KOBapwjaQHH Bp3 cj)apMaKOKirnernKaTa Ha neM6ponmyMa6 6nne OQettyBaHH BO 
nonynaQHCKH cj)apMaKOKHHeTH'IKH aHanH3H. Cne,D;HHTe cj)aKTOpH HeMane KnHHH'IKH Ba)KeH ecj)eKT Bp3 
KnnpeHcoT Ha neM6ponH3yMa6: B03pacT (so oncer o,n; 15-94 ro,n;HHH), non, paca, cna6o ,n;o yMepeHo 
6y6pe)KH0 HapylllyBaH>e, cna6o HapyI11YBaH>e Ha QpHHOT ,n;po6 H onTeperyBaH>e co TYMOp. 
TioBp3aHOCTa noMefy TenecHaTa Te)KHHa H KnHpeHCOT ja no,n;,n;p)KyBa ynoTpe6aTa HTIH Ha Q)HKCHa ,D;03a 
mm Ha ,n;o3npalhe Bp3 ocHosa Ha TenecHaTa Te)KHHa 3a ,n;a ce o6e36e,n;H a,n;eKBaTHa H cnwrna KOHTpona 
Ha H3TIO)KeHOCT. KoHQeHTpaQHHTe Ha neM6ponH3yMa6 co ,D;03HpaH>e Bp3 OCHOBa Ha Te)KHHaTa co 
2 mg/kg Ha ceKoH 3 He,n;enw Kaj ne,n;wjaTpHCKH naQneHTH (2 ,n;o 17 ro,n;HHH) ce cnope,n;nnsw co THe Kaj 
B03paCHH nHQa npn HCTaTa ,D;03a. 

Ey6pe)KHO HapylllyBaH>e 
Ecj)eKTOT Ha 6y6pe)KHOTO HapylllyBaH>e Bp3 KnHpeHCOT Ha neM6ponH3yMa6 6nn OQettyBaH npeKy 
nonynaQHCKH cj)apMaKOKHHerntJKH aHanmn Kaj naQHeHTH co cna6o ,n;o yMepeHo 6y6pe)ICHO 
HaPYIIIYBaH>e so cnope,n;6a co naQHeHTH co HopManHa 6y6pe)l(Ha cj)yHKQHja. HeMano KTIHHH'IKH 
Ba)KHH pa3IlHKH BO KnHpeHCOT Ha neM6ponn3yMa6 IlOMefy naQHeHTHTe co cna6o HilH yMepeHO 
6y6pe)KH0 HaPYIIIYBalhe H naQHeHTHTe co HOpManHa 6y6pe)l(Ha QlYHKQHja. I1eM6ponH3yMa6 He 6Hn 
npoytJyBaH Kaj naQHeHTH co TeIIIKO 6y6pe)KH0 HapylllyBaH>e. 

HapyrnyBaH>e Ha UpHHOT 11po6 
Ecj)eKTOT Ha HapyIIIYBaH>eTO Ha QpHHOT ,n;po6 Bp3 KnHpeHCOT Ha neM6ponn3yMa6 6nn OQeHyBaH npeK 
nonynaQHCKH cj)apMaKOKHHeTH'IKH aHanH3H Kaj naQHeHTH co cna6o HapylllyBalhe Ha QpHHOT '--,1-1'-·iE--,~-:;::-, 
(KaKO IIITO e ,n;ecj)HHHpaHO co ynoTpe6a Ha KpHTepnyMHTe 3a ,D;HCQ)YHKQ.Hia Ha QPHHOT ,n;po6 [)<o C. l)\iE p ., ✓.<~ 

~ -...- ~"' "1 z.., ....,. . 
HaQHOHanHHOT HHCTHTYT 3a KaHQep Ha CA,m BO cnope,n;6a co naQHeHTH co HOpManHa Q) ~11 ~~ ""<'.1-:t\ 
QpHHOT ,n;po6. HeMano KnHHHtJKH Ba)KHH pa3nHKH BO KnHpeHCOT Ha neM6ponH3yMa6 no ',Jf/ ;:- tf10.',_, II~.) •r·A··,,',.., ,. ~~ '(') ) 

naQHeHTHTe co cna6o HaPYIIIYBaJheTO Ha QpHHOT ,n;po6 H rraQHeHTHTe co HOpManHa <PYH -, ~ Ha~~<J5 ~ ~ 
-· Q ~~\t, i"l'i, .t, 
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u,pHHOT .npo6. IleM6pomnyMa6 He 6m1 npoyqyBaH Kaj nau,HeHm co yMepeHo .no TernKo 
HapyrnyBafueTO Ha u,pHHOT ,npo6 (BH.[\eTe ro ,neJIOT 4.2). 

5.3 IlpeTK.JIHHH'-IKH no,naTOQH 3a 6e36e,nHOCT 

Ee36e,nHOCTa Ha neM6poJIH3yMa6 6HJia ou,eHyBaHa BO 1-Mece•rna H 6-MeCe'IHa CT)',L\Hja 3a TOKCH'IHOCT 
Ha TIOBTOpeHa ,L\03a Kaj ~HHOMOJiryc MajMYHH Ha KOH HM 6wne ,naBaHH HHTPaBeHCKH ,L\03H o.n 6, 40 
HJIH 200 mg/kg e,nHaIII He,neJIHO BO 1-MeceqHa CT)',L\Hja H e,nHaIII Ha ceKOH ,L\Be He,neJIH BO 6-MeceqHa 
cry,nHja, npocne,n:eHa o.n: 4-MeceqeH nepHo,n: 6e3 TpeTMaH. He 6Jrne 3a6eJie)l(aHH HHKaKBH Hao,n:H o.n: 
TOKCHKOJIOIIIKa Ba)l(HOCT, a HHBOTO Ha He3a6eJie)l(aHH HecaKaHH e<j:leKTH (NOAEL) HBO ,L\BeTe CT)',L\HH 
6HJIO 2'.: 200 mg/kg, IIITO C03)laJIO IIOBeKeKparna H3JIO)l(eHOCT o.n: 19 H 94 naTH o.n H3JIO)l(eHOCTa Kaj 
nyfe npH ,no3H o.n: 10 H 2 mg/kg, noe,n:HHeqHo. IToBeI<eKparHara mno>i<eHocr IIOMefy NOAEL 11 
'IOBe'IKaTa ,n03a o.n 200 mg/kg 6Hna 74. 

He 611ne cnpoBe,neHH CT)',L\HH co neM6poJIH3yMa6 3a )l(lfBOTHHCKa penpo.nyKu,Hja. TipaBeIJ,OT PD-1/PD­
Ll ce CMeTa ,neKa e HHBOJIBHpaH BO o.n:p~BaH,e Ha TOJiepaHu,HjaTa Ha qierycoT BO TeKOT Ha 
6peMeHocrn. EnoKa,na Ha cHrHanmwpatt,e Ha PD-Ll ce noKa)l(aJia Kaj Mo,nenwTe Ha 6peMeHocT Ha 
rno.n:apw co Koja ce npeK1rnyBa rnnepaHu,wjarn 3a qierycoT H pe3ynmpa BO 3roneMeHa 3ary6a Ha 
qierycoT. 

He 6HJie cnpoBe,neHH CT)',L\HH co neM6poJIH3yMa6 3a )l(lfBOTHHCKa qiepTHJIHOCT. Bo 1-Meceqmf H 6-
MeceqHH TOKCHKOJIOIIIKH CT)',L\HH 3a IIOBTOpeHa )l03a Kaj MajMYHH, HeMaJIO 3a6eJie)l(JIHBH eqieKTH Kaj 
MaIIIKHTe w )l(eHCKHTe penpo.nyKTHBHH opraHH; cenaK, MHOry )l(HBOTHH BO OBHe CT)',L\HH He 6wne 
ceKcyanHo 3penH. 

6. cI>APMAU:EBTCKH OCOliEHOCTII 

6.1 JlncTa ua eKcQnnneHcn 

L-XHCTH)lHH, L-XHCTH)lHH XH,n:poxnopH,n: MOHOXH,n:paT, caxap03a, IIOJIHCop6aT 80 

6.2 HeKOMUaTHOHJIHOCTH 

Bo OTCYCTBO Ha CT)')lHH 3a KOMIIaTH6HJIHOCT, OBOj JieK He CMee .na ce Merna co ,n:pyrn JieKOBH OCBeH co 
OHHe KOH ce CTIOMHaTH BO ,n:eJIOT 6.6. 

6.3 PoK Ha Tpaeu.e 

HeornopeHa BHjana 
3 rQ,L\HHH. 

Ilo peKOHCTHTVUHja 
O,n MHKpo6HOJIOIIIKa rne,nHa TQqKa, peKOHCTHT)'HpaHHOT HJIH pa3pe,n:eH pacrnop Mopa Be,n:Harn .na ce 
ynoTpe6H . .D:a He ce 3aMp3ttyBa peKOHCTHT)'HpaHHOT HJIH pa3pe,n:eH pacrnop . .D:oKOJIKY He ce ynoTpe6H 
Be,n,Harn, xeMHCKaTa 1,1 <j:lH3H'IKaTa ynoTpe6Ha crn6HJIHocr Ha KEYTRUDA ce noKa)l(aJia BO nepwo.n: 
O,D, 96 qaca Ha TeMneparypa o.n: 2°C .no 8°C. Bo THe 96 'laca Ha BKYTIHO 3a,L\p)l(yBaH,e O,D, 
peKOHCTHT)'IJ,Hjarn MO)l(e .na ce BKJiy'laT .no 6 'laca Ha co6Ha TeMneparypa (Ha HJIH no,n, 25°C). AKo ce 
BO qlpH)l(H,L\ep, OCTaBeTe rn BJtjaJIHTe HIHJIH HHTpaBeHCKHTe KeCH .n:a .n:o6wjaT co6Ha TeMneparypa 
npe.n ynoTpe6arn. 

6.4 Iloce6_HH MepKH Ha npeTna3JIUBOCT 3a qyeau.e 

.D:a ce qyaa BO cppIDKH,nep (2°C - 8°C). 

3a YCJIOBHTe 3a qyBaH,e IIO peKOHCTHT)'IJ,Hja UJIU pa3pe,nyBalI>e Ha JieKOT BU.[\eTe ro ,neJIOT 6. 
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6.5 Ilpupo)J.a u CO)J.p2CHHa Ha ca)J,OT 

Bwjana O)J, 15 mL O)J, CTaKJIO THII I, co CHB 6poMo6yTHneH 3aTBopaq H aJIYMHHHYMCKa o6BHBKa 3a 
3aneqayYBaH,e co Kanaqe Koe ce oTcrpattyBa co 6oja Ha aBOKa,no, Koja co,np:>KH 50 mg 
neM6ponH3yMa6. 

CeKoe KapTOHCKO IIaKyBaH,e CO)J.piKH e)J,Ha BHjaJia. 

6.6 IIoce6HH MepKH Ha npeTnaJJIUBOCT la OTCTpaHyeaILe u )J.pyro pai.:yea11,e 

TionroToBKa H naBaH,e Ha neKoT 
• Tipe,n peKOHCTHyYU:HjaTa, BHjaJiaTa co nwoqmmrn-i:paH nparnoK MOiKe ,na CTOH Ha,D:BOp O)J, 

cppHiKH)J.ep (Ha TeMnepayYpa Ha 0n0 no,n 25°C) BO nep00,n ,no 24 qaca. 
• AcenrnqHo ,no,na,neTe 2,3 mL Bo,na 3a HHjeKu;HH 3a ,na ,no6HeTe 25 mg/mL (pH 5,2-5,8) pacTBop 

o,n KEYTRUDA. CeKoja BHjana co,npiKH BHlllOK nonHeH,e o,n 10 mg (0,4 mL) 3a ,na ce ocwrypa 
,n:060Balbe Ha 50 mg o,n KEYTRUDA o,n e,n:Ha Bttjana. Tio peKOHCTHTYU:Hjarn, 1 mL 
KOHU:eHrpaT co,npiKH 25 mg neM6ponH3yMa6. 

• 3a ,na H36erHeTe co3,naBaH,e Ha neHa, ,no,naBajTe ja Bo,narn no sw,noBHTe Ha BHjanarn a He 
)J,HpeKTHO BO nHocpHnH3HpaHHOT nparnoK. 

• TioneKa BpTeTe ja BHjaJiaTa 3a ,na OB03MOiKHTe peKOHCTHyYU:Hja Ha JIHOq>HJIH3HpaHHOT npalllOK. 
OcTaBeTe ja ,no 5 MHttyTH 3a ,na ce H3ry6aT MeypqHH,aTa. He npoTpecyBajTe ja BHjaJiaTa. 

• TiapeHTepaJIHHTe neKOBH Tpe6a BH3yenHo ,na ce nperne,naaT 3a npHcycTBo Ha qecTHqK0 H 
o6e36ojyBaH,e npe,n ,na 6w,naT ,na,neHH. PeKOHCTHyYHpaHHOT pacTBop KEYTRUDA e 6wcrnp ,no 
cna6a 6oja Ha onan, 6e36oeH ,no MaJIKY iKOJIT pacTBop. HccppneTe ja BHjanarn aKo ce 
3a6eJieiKYBaaT BH)J,JIHBH qecTHqKH. 

• H3BJieqeTe ro noTpe6HHOT BOJIYMeH ,no 2 mL (50 mg) o,n KEYTRUDA H npeHeceTe ro BO 
HHTpaBeHCKa Keca Koja co,npiKH 9 mg/mL (0,9%) HaTpHyM XJIOpH,n HJIH 50 mg/mL (5%) 
rnyKo3a 3a ,na no,nroTBHTe pa3pe,neH pacTBop co cpHHaJIHa KOHU:eHrpau;0ja Koja e BO oncer o,n 1 
,no 10 mg/mL. TipoMernajTe ro pa3pe,neHHOT pacTBop co BHHMaTeJIHO npeBpyYBaH,e. 

• 0,n MHKpo6HOJIOlllKa rne,nHa TQqKa, peKOHCTHyYHpaHHOT MITH pa3pe,neH pacrnop MOpa Be)J,Halll 
,na ce ynoTpe6H . .l(a He ce 3aMp3ttyBa peKOHCTHyYHpaHHOT HJIH pa3pe,neH pacrnop. ,l(oKOJIKY He 
ce ynoTpe6H Be,nttarn, xeMHCKaTa 0 cptt3HqKaTa ynoTpe6Ha crn6HJIHOCT Ha KEYTRUDA ce 
IIOKaiKaJia BO nepHO)J, 0)1, 96 qaca Ha TeMnepayYpa 0)1, 2°C )J,O 8°C. Bo THe 96 qaca Ha BKYIIHO 
3a,npiKyBalbe O)J. peKOHCTHyYU:Hjarn MOiKe )],ace BKJiyqaT ,no 6 qaca Ha co6Ha TeMnepazypa (Ha 
HJIH TIO)], 25°C). AKO ce BO cppHiKH)J.ep, OCTaBeTe rn BHjaJIHTe WHJIH HHTpaBeHCKHTe KeCH ,na 
)J.o6wjaT co6Ha TeMnepayYpa npe,n ynoTpe6arn. TionynposHpHH ,no 6eJIH npoTeHHCKH qecTwqK0 
MOiKe )].ace npHMeTaT Bo pa3pe)J.eHHOT pacTBop . .l(a,neTe ro pacrnopoT 3a HHq>Y3Hja 
HHYpaBeHCKH BO nepHO)J, 0)1, 30 MHHYTH co ynoTpe6a Ha CTepHJieH, HeIIHporeHCKH, Brpa)J.eH HJIH 
)J,O)J,a,D:eH q>HJITep co HHCKO-npoTeHHCKO Bp3yBaH,e 0)1, 0,2 )J,0 5 µm. 

• He )J,aBajTe HCTOBpeMeHo )J.pyrn JieKOBH npeKy HCTaTa JIHHHja 3a HHcpy3Hja. 
• KEYTRUDA e caMo 3a e)J.HHeqHa ynOTpe6a. HccppneTe ja HeynoTpe6eHaTa KOJiffqHHa Koja Ke 

OCTaHe BO BHjaJiaTa. 

CeKoj Heynorpe6eH JieK HJIH OTIIa,D:eH MaTepujan Tpe6a )],ace OTCTpaHH BO cornacHOCT co JIOKaJIHHTe 
6apaH,a. 

7. HOCHTEJI HA O,ll;OliPEHHETO 3A CTABAILE BO IlPOMET 

TipeTcTaBHHWTBo llIEPHHI'-TIJIA Y QEAr CKonj e 
Yn. ,l(aMe fpyeB 6p. 28, 5-TH KaT, 1000 CKonje, P.MaKe)J.oHttja, Ten. 3217 268 

8. liPOJ HA O,ll;OliPEHHETO 3A CTABAlbE BO IIPOMET 

11-268/2 
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9. ,[(ATA HA IIPBOTO O,[(OliPEHHE 3A CTABAH,E BO IIPOMET 

08.02.2016 

10. ~TAHA PEBil3IIJA HA TEKCTOT 

,[(eKeMBpH 2019 

,[(eTaJIHHTe HH<pOpMaUHH 3a OBOj JieK ce J:{OCTaTIHH Ha Be6 CTpaHHQaTa Ha EBponcKaTa areHQHja 3a 
neKOBH: http://www.ema.europa.eu. 
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