
3BMPEH M3BELIJITAJ 3A OCOEMHMTE HA JIEl(OT

EPBMTyr(C 5 mg/ml, pacTBop 3a MHq]y3Iija

1       MMEHAJIEKOT

Ep6MryKc 5  mg/ml,  pacTBop 3a  MHq)y3Mja

2       KBAJIMTATMBEH  M  I(BAHTMTATMBEH COCTAB  HA JIEl{OT
sad

CeKoj ml oA pacTBopoT 3a  MH¢y3Mja coApxM 5 mg L+eryKci"a6 .

EAHa  BMj.aJia on 20 ml  coApxM  100 mg  ueryKCMMa6.

L|eryKCMMa6 e xMMepHo  MOHOKTioHaiiHo  lgGl  aHTMTeiio  npoM3BeAeHo  Bo  Kyiirypa  oA  KiieTKM  Ha

uMua"   (Sp2/0) co TexHono"ja Ha peKOM6MHaHTHa flHK.

3a  LieiiocHa iiMCTa  Ha  eKUMnMeHCM,  BM4M den  6.1.

3      ®APMAHEBTCKM OEJ"K

PacTBop 3a  MHd)y3Mja.  Be36oeH  pacTBop.

4       l{JIMHMIIKM OCOEEHOCTM

4.1       TepaneBTci{M  MH4Mi{auMM

Ep6MryKc e MHAMLiMpaH 3a Tepa"ja Ha nauMeH" co EGFR (peuenTop Ha enMAepMaJieH
a)aKTop Ha  pacT) eKcnpecMpaiiKM,  RAS wild-type MeTacTaTCKM  KojiopeKTaiieH  KaHLiep.

•     BO  KOM6MHaL+Mja  co  MPMHOTeKaH-6a3MpaHa xeMOTepa"ja,

•    Kai(o Tepa"ja on npB pep Bo KOM6MHauMja co FOLFOX
•     KaKo eAMHeilHa Tepa"ja Kaj nauMeH" Kaj  KOM Tepa"jaTa co oKcaiiMniiaTMH M

MPMHOTeitaH  6Miia  HeycneLiJHa,  M  KOM  ce HeTOJiepaHT"  KOH  MPMHOTeKaH.

3a 6emal]u, 8u6u 6eJ] 5.1.

EP6MryKC e MHAMUMpaH 3a Tepa"ja Ha nauMeH"
rjiaBaTa  M  BpaTOT

•      BO KOM6MHaLLMja co Tepa"ja co 3paverb
•       BO  KOM6MHaL+Mja co xeMOTepa"ja 6a3Mp

MeTacTaTCKa 6onecT
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4.2      J]o3Mpaibe M  HaLIMH  Ha ynoTpe6a

Ep6MTyKc Mopa Aa ce AaBa nod HaA3op Ha JieKap Koj e MCKyceH Bo ynoTpe6aTa Ha
aH"HeonTiac"il" iieKOBM.  noTpe6eH e 6j"3oK HaA3op 3a BpeMe Ha MH¢y3MjaTa,  M HajMaJiKy
1  Wac no KpajoT Ha MHcpy3MjaTa.  Mopa Aa ce o6e36eAM npMCTan Ao onpeMa 3a pecycuMTa"ja.

flo3Mpaibe

rlpen AaBaLbeTo Ha npBaTa  MH¢y3Mja,  Ha naLiMeH"Te Tpe6a Aa ce AaAe npeAMeAMKaunja co
aH"xMCTaMMH  M  Kop"KocTepoMA HajMaliKy 1  i+ac npeq noueTOKOT Ha aAMM"cTpaL"jaTa Ha
LieTyKCMMa6.  BaKBaTa  npeAMeAMKauMj e npenopal]aHa  M  npeA cMre cJieA"  MH¢y3MM.

Kaj  cMTe  MHAMKaLiMM,  Ep6MTyKc ce AaBa eAHau HeAeiiHo.  rloiieTHaTa Ao3a e 4oo mg

ueryKCMMa6 Ha m2 TenecHa noBPLi"Ha.  CMTe oneA" HeAen" Ao3M ce 250 mg   ueTyKCMMa6
Ha  m2  Tejieona  noBPLUMHa.

KononeKTajieH KaHueD

Kaj  nauMeH" cO MeTacTaTCKM  KoiiopeKTaiieH KaHLiep,  HeryKCMMa6 ce KOpMc"  80 itoM6MHa"ja
co xeMOTepa"ja rum  KaKo eAMHCTBeHa Tepa"ja (BMAM den 5.1.).  rlpen 3anouHyBatbe Ha
Tepa"ja co Ep6MTyKc noTpe6Ha e noTBPAa 3a cTanycoT Ha wild-type RAS (KRAS M NRAS).
CTarycoT Ha MyTaLiMjaTa Tpe6a Aa ce oflpeAM  Bo MCKycHa Jia6oparopMja,  co  KopMCTeibe Ha
BaiimMpaHM TecT MeroAM 3a AeTeKUMja  Ha KRAS M  NRAS(eKco" 2,3  M 4)  MyTaLiMM  (BMAii den
4.4  M  5.1).

3a Ao3Mpafoe  rum  MOAMq)MKauwia  Ha Ao3MTe Ha  MCTOBpeMeHo  KopMCTeHMTe xeMOTepaneBTCKM

areHCM,  npoBepeTe Bo  MHq)oPMaquMTe 3a  npoM3Bo4oT Ha Coo4BeTi"Te Me4MUMHCKM
IipeM3BOAM. flpy" JieKOBM  He cMeaT Aa ce aAMMHMCTPMpaaT nopaHo oA  1  iiac Ilo  KpajoT Ha
MH®ysMjaTa co L+eTyKc"a6.

Ce npenopaHyBa Tepa"jaTa co LieryKci"a6 Aa ce npoAOJi>i{M  Ao nporpecMja Ha ocHOBHaTa
6oJlecT.

KaHLieD  Ha  cKBaMo3HMTe  KiieTKM  Ha  rJiaBaTa  M  BDaTOT

Kaj  nauMeH" co JioKaJiHo HanpeAHaT KaHLiep Ha cKBaMo3" KJieTKM Ha riiaBaTa rum BparoT,

ueryKCMMa6 ce KOpMc" MCTOBpeMeHO cO Tepa"ja cO 3paiietbe.  ce npenopailyBa Tepa"jaTa
co LieTyKCMMa6 Aa ce 3anouHe eAHa HeAena npeA Tepa"jaTa co 3paiietbe,  M Aa ce npoAori}KM
Tepa"jaTa co LteryKcl"a6 Ao KpajoT Ha nepMofloT Ha Tepa"ja co 3paileibe.

Kaj  nauMeH"  cO peKypeHTeH  M/MI"  MeTacTaTCKM  KaHLiep  Ha cKBaM03HMTe KrieTKM  Ha  rtiaBaTa  M
BpaTOT,  LieryKCMMa6 ce KOpMc" 80 KOM6MHaHMja cO rma"Harda3MpaHa xeMOTepa"ja,
npooneAeHo co ueryKCMMa6 KaKo Tepa"ja Ha oAP}KyBaLbe Ao nporpecMja Ha 6oJiecTa ("AM

fleii 5.1). XeMOTepa"jaTa He cMee Aa ce
MHq]y3MjaTa  cO  LieTyKCMMa6.

Cneund)MiiHM  nonv/iauMOHM  rDvnM

Ao AeHec MMa  MCKycTBa caMo co  nauMeH
APo6 (BMAM den 4.4).
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HeryKci"a6 He e npoyilyBaH  Kaj nauMeH" co npeTxoAHo nocToeiiKM xeMaTojioLilKM
3a6oJiyBatba  (BMAM Hen 4.4).

He e noTpe6HO npMiiaroAyBaibe Ha Ao3aTa Kaj nocTapM naLiMeH",  Ho MCKycTBOTo co naLiMeH"
Ha Bo3pacT oA 75 roAM"  M Harope e orpaHMileHo.

neaMiaTDMCKa  nonviiauMia

HeMa  peTieBaTHa ynoTpe6a  Ha ueTyKCMMa6 Bo neAMjaTPMCKaTa  nonynauMja 3a  HaBeAeHure
MHAMKauMM.

HauMH  Ha        MMHMCTDaL"ia

EP6MTyKC 5  mg/ml  ce aAMMHMCTPMpa  MHTpaBeHCKM  co  MHq)ysMCKa  nyMna,  rpaBMTaLiMOHa

KanatiKa  unM  nyMna  co  Li]npMLi (3a  MHCTpyKi+MM 3a ynoTpe6a  BMAM /len  6.6).

rlolleTI+aTa Ao3a Tpe6a Aa ce AaBa 6aBHo M 6p3MHaTa Ha MH®y3MjaTa He owee Aa 6MAe
norojieMa oA 5 mg/MMHyTa (BMAM den 4.4).  rlpenopailaHOTo Tpaeibe Ha MH®y3wiaTa e 12o
MMHy".  3a onefiHMTe HeAen" Ao3M,  npenopaHaHOTo Tpaerbe Ha MHd)y3MjaTa e 60 MMHy".
Bp3MHaTa Ha  MH®y3MjaTa  He cMee Aa 6MAe noroJieMa oA  10 mg/MMHyTa.

4.3       l{oHTpaMH/]Mi{aL|MM

EP6MryKC e KOHTpaMHflMUMpaH  Kaj  naLiMeH" co no3HaTa cepMo3Ha (cTeneH  3  Mj" 4)
xMnepceH3MTMBHa   peaKLiMja Ha LieryKci"a6,

KOM6MHauMjaTa  oA  Ep6MryKc  M  oKCMJianJiaTMH-coApxeilKa xeMOTepanwia e  KOHTpaMHAMLiMpaHa
Kaj  naLiMeH" co MyTaHTeH RAS MeTacTaTCKM KoiiopeKTaJieH KaHLiep (mcRC)  Mi" naLiMeH" 3a
KOM  RAS  mcRC cTarycoT e Heno3HaT (BMAM AeJi 4.4).

rlpen 3anoiiHyBarbe Ha KOM6MHMpaHaTa Tepa"ja MOpa Aa ce 3eMaT 80 npeABM4 M
KOHTpaMHAMKaLiMMTe 3a  MCTOBpeMeHo ynoTpe6yBa"oT xeMOTepaneBTCKM  areHc.

4.4     CneuMjaJl" npe4ynpeAyBarba M Mepi{M Ha npeTna3nMBocT

npeavnDeAVBaiba  noBD3a" co MHd)v3MiaTa,  BKiivilvBaiwi  M aHacbMnaK"iiKa DeaKunia

cepM03"  peaKUMM  noBp3a" cO  MHdyy3MjaTa,  BKjiyHyBajkM  M  aHaq)rmaK"iiKM  peaKHMM,  MO>KaT

/]a ce nojaBaT iiecTO,  80 HeKOM  OnyilaM  cO a)aTajieH  McxOA.  rlojaBaTa Ha cepM03Ha peaKUMja
noBp3aHa co MHcpy3MjaTa 6apa rmio M TpajHo npeKMHyBarbe Ha Tepa"jaTa co ueryKCMMa6 M
Moxe 4a 6M4e Heonxo4eH  MTeH TpeTMaH.  HeKOM o4 oBMe peaKuviM Moxe Aa ce aHa¢rmaK"ilKM
MrM aHa¢MJiaKTOM4"  no  npMpo4a,  IunM 4a npe4CTaByBaaT cMH4poM  Ha  I+MTOKMHcr{o
ociio6oAyBabe (CRS).   CMMnTOMMTe Moxe Aa ce jaBaT 3a
HeKOJiKy Haca  noAOLiHa  ,  MJ"  npM  HeKoja oA cJieflHMTe un
npeAynpeAaT naLLMeHTMTe 3a  MoxHocTa 3a TaKBo KacH
MM  Ce AaAaT MHCTpyKLiMM  Aa  ro  KOHTaKTMpaaT cBojoT

3HaL+M  Ha  peaKLiMja  noBp3aHa  cO MH¢y3MjaTa.  cMMnT
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6poHxocna3aM, yp"KapMja,  noKailyBaibe inJiii naA Ha KPBHMOT npM"coK,  ry6ehoe Ha cBecTa
Mj"  LLioK.  Bo  peTKM cjiyilaM 3a6ejiexa" ce nojaBM  Ha  aHrMHa neKTopMc,  MMOKapAeH  MHq)apKT
MrM  npeKMH  Ha  CPL+eBaTa  Pa6oTa.

AHa¢MriaK"ilKMTe peaKLiMM  Moke Aa Ce jaBaT M  Bo  npBMTe HeKOJIKy MMHy"  OA npBaTa

MHdyy3Mja,  LiJTo ce AOJixM Ha npeAd)oPMMpa"Te lgE aH"TeJla KOM pea"paaT co ueryKCMMa6.
OBMe peaKLiMM ce Boo6MilaeHo noBp3a" co 6poHxocna3aM  M yp"KapMja. TMe Moke  Aa ce

jaBaT M  noKpaj  KopMCTetbeTo  Ha  npeMeAMKaLiMja.

pM3MKOT 3a aHad)MriaK"iiKa  peaKLiMja e 3HaiMTeJiHO 3roJieMeH  Kaj  naLiMeH"  co  MCTopwia Ha
anep"ja Ha LipBeHo Meco Mi" KacHyBaibe oA Kpnex Mi"  no3MTMBeH pe3yiiTaT Haa TecT 3a lgE
aH"Tejia npo"B LieryKCMMa6 (a-1-3-ranaKTo3a).  Kaj oBMe naLiMeH" ueryKCMMa6 Moke Aa ce
aAMMHMCTPMpa  caMo  no  BHMMaTeJiHo  npoueHyBaH>e  Ha  oAHocoT KopMCT/pM3MK,  BunyiiyBjRM  M

pa3rJleAyBattie Ha aJITepHa"B" TpeTMaHM,  M caMo nod 6J"3oK HaA30P Ha A06po o6ylleH
nepcoHaji Co AoCTanHa onpeMa 3a pecycL"TaLiMja.

rlpBaTa Ao3a Tpe6a Aa ce aAMMHMCTPMpa 6aBHo M  6P3MHaTa  He cMee Aa HaAMMHe 5  mg/ml,  co
6nMCKO  MOHMTOpMpaLbe  Ha  cMTe  BMTaiiHM 3HaLiM  80  nepMon qu  HajManny 2  ilaca.  J]OKonKy 3a
BpeMe Ha npBaTa MHcpy3Mja,  ce nojaBMJia  peaKHMja  noBp3aHa co MH¢y3MjaTa,  Bo npBMTe  15
MMHyTM,  MHq)y3MjaTa Tpe6a Aa ce npeKMHe,  Tpe6a Aa ce HanpaBM BHMMaTeJiHa  npoHeHKa Ha
oAHocoT KopMCT/pM3MK,  3eMajkM  Bo  npeABMA M AeKa  naHMeHTOT Moke Aa  MMa  npecpopMMpa"
lgE  aHTMTeJia,  npeA Aa 6MAe AaAeHa cJleAHa  MHd)y3Mja.

floKonKy peaKLiMja  rioBp3aHa co MHq)y3MjaTa ce jaBM  noAouHa   3a BpeMe Ha  npBaTa  MH¢y3Mja
Mj"  npM  HapeAHa  MHcby3Mja,  noHaTaMOLJJHMTe lleKopM  Re 3aBMcaT oA cepMo3HocTa   Ha

peaKLiMjaTa  :

a) cTeneH 1 :            fla ce npoAonxM co MH¢y3MjaTa non 6"3oK HaA3op

6) cTeneH 2:           4a ce npo/]onxM co 6aBHa MHcpy3Mja M Be/]Hau Aa ce AaAe Tepa"ja 3a
CMMnTOMMTe

a)  cTeneH  3  M 4  :      BeAHau Aa ce conpe MH®y3MjaTa, Aa ce TpeTMpaaT cMMnTOMMTe M Aa ce
KOHTpaMH4MLiMpa  noHaTaMOLLJHa ynoTpe6a  Ha  HeryKCMMa6

CMHApoM  Ha  UMTOKMHCKO Ocjl060AyBarbe  (CRS) TMnMilHO  Ce  nojaByBa  80  PoK oA  1  iiac no
MHcpy3MjaTa  M  e nopeTKo noBp3aH co 6poHxocna3aM  M yp"KapMja.  CRS e Boo6MilaeHo
HajcepMo3eH  npM  npBaTa  MHcpy3Mja.

ciia6M AO yMepe" peaKLi" noBp3a" cO MHcpy3MjaTa ce MHory iiec" M ce cOcTojaT on
cMMnTOMM  KaKO  Li]TO ce  BMcOKa TeMneparypa,  TpecKa,  BPTorriaBMLia  Mf" AMcnHea,  KOM  ce

jaByBaaT Bo 6"3oK BpeMeHCKM  oAHoc BorJlaBHo no npBaTa  MH®y3Mja CO ueryKCMMa6. floKOJiKy
naLiMeHTOT 4oxMBee Cjia6a Ao yMepeHa
MHq)y3MjaTa  Moxe 4a  ce HaMaJiM.  Ce  np{
npMMeHyBa  npM  cMTe  HapeAHM  i"®y3MM.

Heonxo4eH e 6nM3oK MOHMTopMHr Ha  n
aAMM"CTpaL|Mja.  Ce npenopaiiyBa oco
cocToj6a M nocToeil Ko Kap4Mo-BacKyiia p

+    --I_'1`=  \¢CKon
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co  MH¢y3MjaTa,  6p3MHaTa Ha
ajieHa 6p3MHa  Ha  MH¢ysMja 4a Ce

peMe Ha npBaTa
HTMTe  cO  iioLIIa  OnLLITa



Pec"DaroDHM 3a6oTivBaLba

npMjaBe" ce cnyiiaM Ha MHTepc"uMjaiiHo 6enonpe6Ho 3a6onyBatbe (lnterstitial  Lung Disease
-lLD),  BunyilyBajtw  M onyiiaM co a)aTaiieH Mcxo|],  Kafle noroJieM 6ppj Ha nauMeH"Te ce oA

JanoHCKa  HaquoHaJiHocT.

flonoJl"TeJl" rum Aonpi"eeyBaHKM ¢aKTopM,  KaKo i]]To ce KOHKOMMTaH"a xeMOTepa"ja 3a
Koja e no3HaTo AeKa e acoqupaHa co nojaBa Ha ILD,  M" npeTxo4Ho nocToeiiKo 6enoApo6Ho
3a6oiiyBarbe, 6Miie Hec" Kaj onyilaMTe co cpaTaiieH McxoA. TaKBMre naLMeH" Tpe6a
BHMMaTeJIHo Aa ce oneAaaT.  Bo cJly`+aj  Ha nojaBa Ha cMMnTOMM  (KaKo AMcnHea,  KaLUJ"Ha,
TpecKa) MJiM paAMorpacpcKM Hao/" Koii eyrepMpaaT nojaBa Ha ILD, Tpe6a BeAHau Aa ce
HanpaBM AwiarHoC"lIKo McnMryBarbe.

J]OKOJIKy e AMjarHoc"HMpaHo MHTepc"HMjaiiHo 6enoApo6Ho 3a6oJiyBarbe, Tepa"jaTa co
LieTyKci"a6 Mopa Aa ce npeKMHe M nauMeHTOT Tpe6a Aa 6Mfie cooABe"o Tpe"PaH.

KONIM  DeaKLIMM

rjiaBHMTe  HecaKa"  peaKUMM  Ha  LLeTyKCMMa6  ce lto>KHi^  peaKLiMM  KOM  MO>KaT 4a cTaHaT

cepiio3HM,  oco6eHo Bo KOM6rmaunja co xeMOTepa"jaTa.  PM3MKOT oA ceKyHAapHa  MHdyeKLiMja

(BomaBHo 6aKrepMCKa) e rioKaileH  M  npMjaBe" ce cnyilaM  Ha cMHApoM  Ha cTa¢rmoKOKHa
nonapeHa Koxa,  HeKpo"3MpailKM cpacu""c M cenca,  80 HeKOM onyiiaM cO cpaTaJieH McxoA

(BMAM den 4.8).

KoxHure peaKUMM ce MHory Hec"  M Moke Aa 6MAe noTpe6Ho npMBpeMeHo M" TpajHo
llpeKMnyBaH>e Ha Tepa"jaTa.  cnopeA HacoKMTe Ha  KiiMHMiiKaTa  npaKca  npoq]MnaK"iiKa

ynoTpe6a Ha opaJi" TeTpaLiMKI"HCKM npenapa" (6-8 HeAeJ")  M TonMKaJiHa ani"KaLiMja Ha
1 % xMApoKop"3oHCKa  KpeMa co xMApaTaHTCKM cBojcTBa Tpe6a Aa 6MAaT 3eMe"  Bo  npeABMA.
cpenHo Ao BMcoKO-MofuM TonMKaji"  KOprMKOcTepoMAM  M  OpatiHM TeTpaLMKj"HCKM  npenapa"
ce  KOpMCTeHM  80 TpeTMaH  Ha  KO}i(HMTe  peaKUMM.

floKOJIKy naL|MeHTOT AO}KMBee  HenoAHoonMBa  rum  cepMo3Ha  Ko>Kiia  peaKLiMja  (2 cTeneH  3
Cnopen OnuJ" xprmepMyMM M Tep"HOJio"ja 3a HecaKa" AejcTBa, CTCAE), Tepa"jaTa co
HeTyKCMMa6 Mopa Aa 6Mfie npMBpeMeHo npeKMHaTa.  Tepa"jaTa Moke Aa ce npoAoji>KM caMo
AOKOJiKy PeaKLiMjaTa  ce HaMaiiMiia Ao cTeneH 2.

J]oKoiiKy   cepMo3HaTa  Ko>Ki+a  peaKLiMja ce jaByBa npB naT, Tepa"jaTa  Moxe Aa  ce npoAOJi>KM
6e3 npoMe" Bo Ao3MparbeTo.

no BTOpaTa rum TpeTaTa nojaBa Ha cepM03"  KO>Ki" peaKLiMM, Tepa"jaTa cO HeryKCMMa6
noBTopHo Mopa  npMBpeMeHo fla ce npeKMHe.  Tepa"jaTa Moxe Aa  npoAoii>KM co noHMCKM Ao3M

( 200 mg/m2 no BT6paTa nojaBa M  150 mg/m2 no TpeTaTa  nojaBa) caMo AOKoi"  peaKL|MjaTa ce
HaManrma 4O cTeneH 2T   \

floKonry cepMo3" Ko}Ki" peaKunM ce nojaBaT M iieTBp" naT,  rum Mc"Te He ce HaManaT Ao
cTeneH 2 3a BpeMe Ha npMBpeMeHMOT npeKMH Ha Tepa"jaTa,  noTpe6Ho e Tepa"jaTa TpajHo

4a ce npeKMHe.

HaDvuvBaH>e Ha eiieKTcolirmMOT cTaTvc

llec" ce npjaBMITe Ha nporpecMBHO HaMajiyBaLbe Ha

4a 40Be4aT 40 CepM03Ha xMnoMarHe3MeMMja. XMnoMarH
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npeKMHOT Ha Tepa"jaTa co ueryKCMMa6. flonojiHrmeiiHo Moxe Aa ce pa3BMe M xunoKai"eMMja,
KaKo nooneAML+a Ha /]Mjapea.  Moke Aa ce jaBM  M xMnoKaJiLieMMja,  oco6eHo  Moke Aa ce 3roiieMM

a)peKBeHLiMjaTa Ha cepM03HaTa xMnoKaiiueMwia  80 KOM6MHaLiMja co nna"Hanga3MpaHa
xeMOTepa"ja.

oApeAyBaH>eTo Ha cepyMCKMTe HMBoa Ha eJleKTPoJ"" ce npenopavyBa npefi M nepMOAMilHo
3a BpeMe Ha Tpe"aH cO ueryKCMMa6.  ce npeiiopaiiyBa Ha4OnojiHyBarbe Ha eneKTpoi""Te,
CnopeA noTpe6rme.

HevTDoneHMia  M  noBD3aHM  MHcheK"BHM  KOMrmMKaL"M

naLiMeH"Te KOM npMMaaT L+eryKCMMa6 Bo KOM6MHaLiMja co nna"Ha-6a3MpaHa xeMOTepa"ja
MMaaT noBMcoK pM3MK 3a  nojaBa  Ha  cepMo3Ha  HeyTponeHwia,  LUTo  Moke Aa  BOAM Ao

nooneAOBaTejiHM  KOMmMKaLiMM  npM  MHq)eKLiMM  KaKo  I]]To ce cpe6prmHa  HeyTpone"ja,
nHeBMo"ja  unM cenca.  BHMMaTeneH HaA3op ce npenopaiiyBa Kaj TaKBMTe naLiMeH" oco6eHo
itaj  OHMe  Kaj  KOM  ce jaByBaaT Ko)i{Hii  iie3MM,  MyKo3M"c  MJ" AMjapea,  LUTo  Moxe Aa ja  OriecHM

nojaBaTa  Ha  MHdyeKLiMja  (BmM den 4.8).

KaD4MOBacKvjiaD"  HaDVLLivBart>a

3a6eJie)KaHa e 3roiieMeHa a)peKBeHLiMja Ha cepMo3" M noHeKorau cpaTaJi"
itapAMOBacryiiap" HacTa" ii Owpr noBp3aHa cO Tepa"jaTa,  npM TpeTMaHOT Ha non-small cell
6eJioAPo6eH  KaHuep,  KapL+WHOM  Ha  cKBaMo3HMTe KjieTKM  Ha  rriaBaTa  M  BpaTOT M

KotiopeKTaiiHMOT KapunHOM.  Bo HeKOM cTyA" 3a6ene}KaHa e acouMja co Bo3pacTa 2 65 roAM"
Mi" onLUTaTa 3ApaBCTBeHa cocToj6a.  Kora ce npei"LLlyBa LieryKCMMa6, Tpe6a /]a ce 3eMe Bo
npeABMA  KapAMOBacKyJiapHaTa  M  onuJTaTa cocToj6a  Ha  naLMeHTOT M  MCTOBpeMeHaTa

aAMM"cTpauMja Ha KapAMOTOKCMu" coenMHe"ja KaKo a)Jiyopo"pMMMAM".

3a6onvBaLt>a Ha oiMTe

naLiMeH"Te  Kaj  KOM  ce jaByBaaT 3HaHM  M  cMMmoMM  KOM ynaryBaaT Ha  Kepa"T,  KaKO  LUTO  ce

ai{yTHa  nojaBa  MJ"  BJioLnyBarbe Ha BocnaJieHMe 80 OKOTo,  coti3eibe,  OceTJiMBOcT Ha cBeTj"Ha,
3aMaTeH  BMA,  6oiiKa  Bo oKOTo  M/MJ"  HPBeHMJlo,  Tpe6a  BeAHau Aa ce ynaTaT Ha cneHMjat"cT
no ocPTanMojio"ja.

floKoiiKy ce noTBPAM AMjarHo3a Ha yJILiepa"BeH Kepa""C, Tepa"jara co HeTyKCMMa6 Tpe6a
npMBpeMeHo unM TpajHo Aa ce npeKMHe. floKOJiny e AMjarHoc"LiMpaH  KepaTMTMc npeAHocTrme
M  pM3MLiMTe oA npoAoii>KyBaLbeTo Ha Tepa"jaTa Tpe6a  BHMMaTeiiHo 4a ce pa3rJieAaaT.

L|eryKci"a6 Tpe6a Aa ce KopMC" co npeTnaanMBoCT Kaj nauMeH" co MCTopMja Ha Kepa""c,
yJiuepa"BeH Kepa""c MJ" TeLiJKM onyiiaM Ha cyBo oKo.  KopMCTeLbeTo Ha KOHTaK"M jiefu e
MCTo TKa  pM3MK a)aKTop 3a  HacTaHyBaLbe Ha  Kepa""Tc M yJluepaHMM.

rlauMeH"  cO KoiioDeKTaTieH  KaHLieD cO  RAs Mv"DaHM TVMODM

L|eryKCMMa6 He Tpe6a Aa ce KopMc" Bo Tepa"ja
ryMOp MMa RAs MyTaLi" Mj" iMj RAs cTaryc Ha '

TaTya,wl`ffiEPetst

KjiMHMiiKMTe cryAMM  noKaxyBaaT  HeraTMBeH  6aJiaH

RAS  MyTauMM.  Oco6eHo Kaj oBMe`naL+MeH"Te ce j
6e3 nporpecMjapFS)  M ceBKynHo npexMByBaibe(O
noone FOLEOX 4 (BM4M Aerl 5.1 ).
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CJ"u" pe3yJiTa" ce npMjaBe" Kora Lieryi(ci"a6 e AaAeH KaKo fioAaroK Ha XELOX Bo
KOM6MHauMja co 6eBauM3yMa6 (CAIRO 2).  CenaK Bo oBaa  cTyAMja,  He 6Mne  noKa>Ka"
no3M"B" eSeK" Ha   PSF imM OS HM Kaj nauMeH" co KRAS wild-type ryMopM.

CneuMcbMilHM nonviiauMo" rov"

MonMryBaHM ce caMo naLiMeH"  co a4eKBaTha   6y6pe}KLla  M  upHo4po6Ha cpyHi{i.LMja  (cepyMCKM

xpea"HMH S  1.5 na", TpaHcaMMHa3M S 5 na"  M 6MrMpy6MH S  1.5 na" oA HajBMcoKMTe
/]o3Bojie" HopMaJi" BpeAHoc")

He"KCMMa6  He e npoyi+yBaH  Kaj  naLiMeHTM  co eAHa unM  noBeRe oA oneAHMTe na6opaTopMCKM
napaMeTPM:

•     XeMormo6rm < 9g/dl

•      BPoj HaJieyKOHM" < 3000/mm3

•     AncoJiyTeH 6poj Ha HeyTpo®M" < 1500/mm3

•      BPoj  HaTpoM6oLiM" <  100000/mm3

MMa orpaHMiieHo McnycTBo 3a ynoTpe6a  Ha  LieryKCMMa6  Bo KOM6MHaLiMja co Tepa"ja co
3paiieLbe 3a  KoiiopeKTaJieH  KaHuep.

rleaMiaTi"cKa nonviiauMia

Eq)MKaonocTa  Ha  LieryKCMMa6 Kaj  neAMjaTPMCKM  nauMeii"  nod Bo3pacT oA  18 roAM"  He e
BoonocTaBeHa.  He ce MAeH"¢MKyBa" HOBM 6e36eAHoonM cMrHanM Kaj  neAwiaTPMcun
nauMeH"  KaKo  LUTo e npMjaBeHo Bo cTyqMjaTa oA q)a3a  I.

4.5      MHTepaKLiMja co 4py" nei{o814  M 4py" ¢opMM  Ha MHTepaKLiMja

Bo  KOM6MHaLiMja co  nna"HyM-6a3MpaHa xeMOTepa"ja,  cppeKBeHUMjaTa Ha cepMo3Ha
neyKone"ja Mi" cepMo3Ha HeyTpone"ja Moxe 4a ce 3roJieMM, M oBa Moxe 4a 40Be4e A0
noBMcoK npoLieHT Ha i"q)eK"B" KOMnT"itaHMM itaKo LUTo ce a)e6pMJiHa HeyTpone"ja,
nHeyMOHMa M cenca,  cnope/]eHo caMo co nJiaTuna-6a3MpaHa xeMOTepa"ja (BMAM Hen 4.4)

80  KOM6MHaL|wia Co  ¢nyopo"pMMMArmM,  cppeKBeHLiMjaTa  Ha  cpHeBa  McxeMMja  BK/iyHyBajkM
MMOKapAMjaneH  MHq)apKT  M  KOHrecTMBHa  CPL+eBa  ciia6ocT,  KaKo  M  q)peKBeHUMjaTa  Ha  cMHflpoMM

Ha A/iaHKa  M  CTanaiio  (nanMapHo-niiaHTapHa epMTpoAMcacTe3Mja)  6eue 3roiieMeHa oTKonKy
caMo Bo oAHoc Ha q)iiyopo"pi"MAM".

Bo  KOM6MHaHMja Co  KaneLiMTa6MH  M  oKcailMnJlaTMH  (XELOX)  a)peKBeHUMjaTa  Ha  nojaBa  Ha

CepMo3Ha 4Mjapea Moxe 4a 6MAe 3roneMeHa.

®oPManHa  Cry4Mja 3a  MHTepaKUMM  no'Kackana delta  a)apMaKOKMHeTCKMTe  KapaKTepMCTMKM  Ha

LieryKCMMa6 ocTaHyBaaT HenpoMeHeTM. no 3aeAHMilKa aAM
MPMHOTeKaH  (350 mg/m2..TeiiecHa  noBPLtlMHa).  CT"iiHo

oCTaHyBa  HenpoMeHeTa  Kora MCTo.`BpeMeHo e 4aBaH  Lie

HeMa ApyrM a)oPMaJi" CryAMM 3a  MHTepaKHMM co  ue
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4.6     lliioAHoCT, 6peMeHoc" M Aoeibe

BDeMeHocT

EGFR e BKjiyileH Bo ¢eTaJi"oT pa3Boj. Orpa"iie" Ha6TbyAyBatba Kaj >i{MBOT" ce
MHAMKa"B" 3a  rmaL+eHTaJieH  npeHoC Ha I+eTyKowMa6,  M Apy"  IgGi  aHTmelia   3a KOM e
HajAeHo AeKa ja npeMMHyBaaT niiaLieHTapHaTa 6apMepa.  noAaTOLiLITe Ao6Me"  oA >KMBOT"Te
He noKa>Kaile AOKa3M 3a TepaToreHocT.  CenaK 3aBMono oA Ao3aTa ,  3a6eJle}KaHa e noroiieMa
MHi+MAeHua Ha a6opTycM  (BMAM den 5.3).  HeMa AOBOJIHo PacnoJio}l{l"BM  noAaTouM oA 6peMe"
xe" M xe" KOM AojaT.

CMiiHo ce npenopaiiyBa Ep6MTyKc Aa ce AaBa 3a BpeMe Ha 6peMeHocT rum  Ha 6Mjio Koja xeHa
Koja He KopMc" cooABe"a  KOHTpaLienLiMja caMo AOKojiny noTeHHMjaJi"oT 6eHecprm 3a
MajKaTa ro onpaBAyBa  noTeHLiMjan"oT PM3MK 3a CpeTycoT.

floett,e

Ce npenopaiiyBa xeHMTe Aa He AojaT 3a BpeMe Ha TepanriaTa co   Ep6MryKc M Ao 2 MeceHM no
nooneAHaTa Ao3a,  6MAejwi  He e no3HaTo Aai"  LieTyKCMMa6 ce eKCKpeTMpa  Bo  MajiMHOTo
MJleKO.

nn04HOcT

HeMa noqaTOLiM  Ha ecpeK"Te   Ha  LieryKCMMa6 Ha iioBeilKaTa  rmoAHocT.   EdyeRTrme Ha
MaLLiKaTa M xeHCKaTa  rmoAHocT He ce npeL+eHe" co ¢opMaJi"  cTyAMM  Ha }KMBOT"  (BM4M Den
5.3)

4.7      E®eRTM Ha neKOT Bp3 cnoco6HocTa 3a   ynpaByBalbe Co MOTopHo Bo3Mno M MaLLiM"

He ce HanpaBeHM cTy4MM 3a eq)eK"Te Bp3 cnoco6HocTa 3a ynpaByBarbe co MOTopHo Bo3Mno M
MaLi]MHM. floKojiKy naLiMeHTMTe AoxMBeaaT cMMnTOMM  noBp3a"  co Tepa"jaTa  KOM  Br"jaa Ha
HMBHaTa cnoco6HocT Aa ce KOHLieHTPMpaaT M Pea"paaT,  ce npenopailyBa Aa He ynpaByBaaT
Co Bo3MIla Mi" MaLLIM" AOAeKa ed)eK"Te He Ce HaMajiaT.

4.8      Hecal{aHM AejcTBa

rnaBHMTe HecaKa" AejcTBa  Ha  L+eryKCMMa6 ce KO
OA 80%  OA naLiMeHTMTe,  xMnoMarHe3MeMMja  Koja  c

noBp3a" cO  MHcpy3MjaTa  KOM  ce jaByBaaT cO
oA  naLiMeHTMTe  M  Co  cepMo3HM  cMMnTOMM  Kaj  no

CJleA"Te Aecpl"MHMM ce oAHecyBaaT Ha TepM
80 npoAojixeHMe:
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naLiMeHTMTe  M  peaKLiMM

Kaj noBeke oA 10%

LiMja  Koja ce KOpMc"



MHory ilec" (21/1 o)

11ec" (21/100 Ao < 1/10)

HeBoo6Muae"   (21/1,000 Ao < 1/100)

PeTKM   (21/10,000 qo <  1/1,000)

MHory peTKM  (<  1/1o,ooo)

Heno3HaTa cppeKBeHLunja (He Moxe Aa ce npoue" oA AocTanHMTe no/]aTOL+M)

3HaKOT * noKa>KyBa AeKa AonoJiHMTeJi" MH¢opMaH"   3a cooABe"oTo HecaKaHo AejcTBo ce

AaAeHM no4 Ta6eiiaTa,

MeTa6onMUKM  M  HVTDMLiMCKM  HaDVLJJVBaiba

MHory ilec"  :                  xMnoMarHe3MeMMja
llec":                                AexMApaTaL|Mja,  oco6eHo ceKyHAapHo no AMjapea rum MyKo3M"c;

xMnoKanL+eMMja  (BMAM den 4.4);  aHopeKcwia  Koja  Moxe Aa  BOAM AO
3ary6a Ha Te"Ha.

HaDvuvBarba  Ha  HeDBHMOT cMCTeM

llecTM :                                  rna Bo6ojiKa.

Heno3HaTa a)peKBeHUMja: AcenTMiieH  MeHMH""c.

HaDvuvBaLt>a  Ha  oiiLITe
llec"  :                                KOHjyK"BMT.

HeBoo6MuaeHM:             Biie¢apM"c,  Kepa"T.

BacKVJiaDHM  HaDVLLlvBarba:

HeBco6MilaeHM:              fliia6oKo-BeHCKa TpoM6o3a.

pec"DaroDHM. TODaKan"  M MeaMiaerMHaji" HaovL]]vBatba.

HeBco6MilaeHM:             rlyiiMOHapeH eM6oj"3aM,  MHTepc"uMjaiiHa 6enofipo6Ho 3a6onyBarbe
Koe Moke Aa 6MAe co ®aTaJieH McxoA (BMAM den 4.4,)

racTDOMHTec"HajiHM  HaDVLilvBarba
llec":                               J]Mjapea,  raAeibe,  noBpakaH>e.

Xenaro6unMiaDHM  HaovLi]vBahoa

MHory iiec":                  noKailyBaLbe Ha upiioApo6"Te eH3i"M (ASAT, ALAT, AP).

HaDvulvBaiba  Ha  KO>KaTa  M  noTKO>iti"Te TKMBaJ

#uiL|           ::::HP®:::HH:;:oBowHApowl
Heno3HaTa ¢peKBeHLMja:  CynepMHq)eKu+Mja Ha  KoxH
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onu]"  HaDVLiJVBarba  M  cocToi6M  Ha  MecTOTo  Ha  anMMHMCTDauMia

MHory uec":                  CJia6M Ao yMepe" peaKu" noBp3a" co MHcby3MjaTa (BMAM Aeji 4.4);
MyKo3M"c,  Bo  HeKOM onyilaM  cepMo3eH.  MyKo3M"coT Moke Aa AOBeAe

AO  enMCTaKca.
11ec":                                  cepM03"  peaKHMM  noBp3a"  cO  MHq]y3MjaTa,  BO HeKOM  onyuaM  cO

cpaTaneH  McxoA (BMAM den 4.4);  3aMoP.

flonoJIHLITen"  MHcboDMaL"M

Bo LiejiocT He e 3a6ene>KaHa peneBaH"a KiiMHMHKa pa3j"Ka Mefy noTioBITe.

KONIM  ceaKUMM

Kox" peaKUMM Moxe Aa ce jaBaT Kaj noBeke on 80% o4 Hal+MeH"Te M rriaBHo ce
npe3eH"paaT KaKO OcMn  HatiMK Ha aK"  M/rum  noMaiiKy HecTO KaKO  npypMryc,  cyBa  KO>Ka,

AecKBaMa"ja,  xMnepTPMXM03a  rum  HapyLi]yBafoa  Ha  HOKTITe (np.rlapo"xMa).
rlpM6">i{+io  15%  OA KO>Ki"Te peaKLi" ce cepM03HM,  BKjiyiiyBajfu  M  noeAMHeil"  OnyiiaM  Ha
KO>Kiia  HeKp03a.  HOBekeTO  KO>KHM  peaKLiMM  ce  nojaByBaaT 80  npBMTe TPM  HeneJ"  oA

Tepa"jaTa.  BomaBHo "e ce noBJieKyBaaT , 6e3 nooneAMUM,  co TeK Ha BpeMe no npeKMHOT Ha
Tepa"jaTa AOKojiKy ce oneAaT npenopaKMTe 3a npMJiaroAyBaLbe Ha Ao3aTa (Bram /]en 4.4).
Ko>KHiATe Jie3i"  npeAM3BMKa" oA LieryKCMMa6 Moke /]a " HanpaBaT na"eH"Te nomo>KHM
Ha cyiiepMH¢eKL"M  (np.  oA S.aureus)  KOM  MO}l{aT Aa AOBeAaT Ao nooneAOBaTeJl"
KOMrmMKaL"M  KaKo Ha  np.  Henyiirm,  epMCMneJiac M"  noTeHLiMjajlHo Co a)aTaJleH  McxoA,
cMHApoM  Ha  cTaq)rmoKOKHa  nonapeHa I(o>Ka,  HeKpoTM3MpaiiKM  a)acLiMM"c rum  cenca.

KOM6MHMDaHa  TeDanMia

Kora LieryKCMMa6 ce KopMc"  Bo  KOM6MHa"ja co xeMOTepaneBTCKM  areHCM,  Tpe6a Aa ce
npoBepaT M  MHd)opMaL|MMTe 3a "e npoM3Bo4M.

Bo KOM6MHaL|Mja co rma"HyM-6a3MpaHa xeMOTepa"ja,  ¢peKBeHHMjaTa Ha cepMo3Ha
iieyKone"ja rum cepMo3Ha HeyTpone"ja Moke Aa ce 3roJieMM,  M oBa Moke Aa AOBeAe AO
noBMCoK npoueHT Ha MHd)eRTMB" KOMnJ"Ka"M KaKo uJTo ce a)e6pMilHa HeyTpone"ja,
nHeyMOHMa M cenca,  cnopeAeHo caMo co rma"Ha-6a3MpaHa xeMOTepa"ja (BMAM Aen 4.4)

80  rtoM6MHaLiMja co a)nyopo"pMMM4MHM,  a)peKBeHL+MjaTa  Ha  cpLieBa  McxeMMja  BunyiiyBajtw

MMOKap4MjaiieH  MHcpapKT M  KOHrec"BHa cpLieBa  ona6ocT,  KaKo  M  ¢peKBeHUMjaTa  Ha  cMH4pOMM

Ha AjiaHKa M cTanajio (naJiMapHo-rmaHTapHa epMTpoAMcacTe3Mja) 6eue 3roiieMeHa oTKonKy
caMO 80 OAHOc Ha cpnyopo"pMMMAM".

Bo KOM6MHaLiMja co JioKaJ"3MpaHa Tepa"ja co 3p

AonotiHMTeii" HecaKa" AejcTBa ce oHMe KOM
LLITo  ce  MyKo3MTMc,  paAMjaLiMOHeH AepMaTMT

Bo o6J"K Ha J"MdyoLiMTone"ja).  Bo PaHAo
naLiMeHTM,  npMjaBe"Te nojaBM  Ha cepMo3e
i{aKo M Apy" HecaKa" nojaBM noBp3a" co
nauMeH" K9M npMMaJie TepanMja co 3paiieLb
co Tepa"ja. co 3Paiiert>e.
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6Mjie MaiiKy noilec" Kaj
eryKCMMa6 OTKojiKy caMO



rlDMiaBVBaH5e Ha cOM"ren" HecaKa" /]eicTBa

rlpi4jaByBarbeTo Ha coMHMTeii" HecaKa" AejcTBa no Ao6MBaLbe Ha Ao3BoiiaTa 3a cTaBaibe Ha
rieKOT Bo npoMeT e Ba>Klio.  Toa oBo3Mo>KyBa  KOH"HyMpaHo oneAeLbe Ha  paMHOTe>KaTa
KopMCT/pM3MK Ha iieKOT.  3ApaBCTBe"Te pa6o"MLiM Tpe6a Aa ja  npMjaBaT ceKoja coMHMTenHa
HecaKaHa  peaKL+Mja  npeny  HaHMOHanHMOT cMCTeM 3a  npMjaByBaibe.

HecaKa"Te   peaKL+MM   oA   JieKOBMTe   Moxe   Aa   "   npMjaBure   Bo   HauMOHaJi"oT   LieHTap   3a
CpapMaKOBMrrmaHua    npM   AreHqujaTa   3a   JieKOBM    M    MeAML+MHCKM    cpe4cTBa    (yn.CB.KMpun    M

MeTOAMj    6p.54    KaT    1)    M"    no    eTieKTpeHCKM    naT    npeKy    Be6    cTpaHaTa    Ha    AreHUMjaTa
http://malmed.gov.ink/.

4.9     npen03Mpaibe

McnycTBaTa Co eAMHev" Ao3M  noBMcoKM on 4oo mg/m2 TenecHa noBPLliMHa Mj" HeAen"
aAMMHMCTpaLMM  Ha Ao3M  noBMcoKM  oA 250 mg/m2 TeiiecHa  noBPLi]MHa  ce orpaHMiieHM.  Bo

KJIMHMHKM cryAi" co Ao3M Ao 700 mg/m2AaBa" Ha ABe HeAei" 6e36efiHoc"oT npo¢MJi 6MJi
CooABeTeH co Toj  onMLiJaH  Bo AeJioT 4.8.

5      ®APMAI{OJlouKM OCOBMHM

5.1      ®apMal{onMHaMMLiKM oco6M"

®apMaKOTepaneBTCKa rpyna: AHTi"eonnac"iJ" areHCM,  MOHOKiioHati" aii"Tena,

ATC  KOA:  L01XC06

MexaHM3aM  Ha 4eicTBo

L|eryKOuMa6 e xMMepHO MOHotthoHanHO  lgGt  aH"Teno Kce e cneLiM¢MilHO  HacoHeHO npoTMB

peuenTopoT 3a enMAepMaiieH ¢aKTop Ha pacT (EGFR).

CMrHanHure na"LLITa  Ha  EGFR ce BKiiyiie"  Bo KOHTpoJiaTa  Ha  KiieToilHo npe>KMByBaH>e,
nperpeowja  Ha  KJieTOuHMOT  HMKTiyc,  aH"OreHe3a,  KiieToilHa  MMrpaL+Mja  M  KiieToiiHa  i4HBa3Mja/

MeTacTa3M.

L+eryKCMMa6 ce Bp3yBa 3a  EGFR   co acpM"TeT itoj e npM6i">Kiio 5 Ao  10 na"  noroJieM oA
oHoj Ha eHAoreHMTe J"raHAM.  L+eryKci"a6 ro 6JioKMpa Bp3yBarbeTo Ha eHAoreHMTe EGFR
j"raHAM  LUTO  pe3yji"pa  cO  MHXM6MUMja  Ha ¢yHKLiMjaTa  Ha  OBoj  peL+enTOp.

L+eryKCMMa6 He ce Bp3yBa 3a 4py" peL+enTopM  KOM npMnaf

rlpoTeMHCKMOT npoM3Bon  Ha  npoTQ-.OriKoreHMOT RAs  (r

cMrHai"pailKM TpaHCAycep Ha EGFR.  Kaj ryMopMTe,
npM4oHecyBa 4o EGFRTnocpe4yBaHaTa 3roiieMeHa
npoM3Bo4CTBo  Ha  npQTaH"oreHct(M  ¢aKTopM.
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RAS e eAHa oA  HajiiecTo aKTMBMpaHMre cpaMrm"  Ha   oHKoreHM  Bo xyMaHMTe KaHLiepM.
MyTaL"MTe Ha  RAS reHMTe Ha oApeAe" >KapMLUTa Ha eKcoHMTe 2,3 M 4 pe3yji"paaT co
KOHc"Ty"BHa aK"BaHMja Ha RAS npeTeM" He3aBMCHo oA   EGFR cMrHaJ"3aLiMjaTa.

®aDMaKo4MHaMMilKM  ecbeK"

M  Kaj  in vitro M  Kaj  in vivo Mc"ryBatbaTa,  ueTyKCMMa6  ja  rmxM6Mpa  npoi"cpepaLiMjaTa  M
MHAyunpa anoriTo3a  Ha i]oBei]KMTe ryMopcKM  KjieTKM  KOM  ro eKcnpecMpaaT EGFR.   In vitro
LieTyKci"a6 ja  MHXM6Mpa  npoAyKLMjaTa  Ha  aHrMoreHCKM  cpaKTopM  oA ryMopcKMTe  KJieTi{M  M ja

6jioKMpa  eHAOTenMjariHaTa  KrieToiiHa  MMrpaLiMja.  In  vivo  LieryKCMMa6 ja  MHXM6Mpa  eKnpecMjaTa

Ha  aHrMoreHCKi/iTe a)aKTopM  oA ryMopcKMTe  KiieTKM  M  npeAM3BMKyBa  HaMaiiyBatbe  80  Heo-

BacKynapM3aLiMjaTa  Ha ryMopoT M  Ha MeTacTa3M.

MMVHoreHoCT

Pa3BojoT Ha xyMa" aHTM-xMMep" aH"Tena (HACA)  MMa KjiaceH ecpeKT Ha MOHOKnoHatiHrme
xMMep" aH"Teiia.  MOMeHTamMTe noAaTOLiM 3a pa3Boj Ha HACA ce orpaHMileHM.  reHepaiiHo,
Mepj"BM TMTPM  Ha HACA ce 3a6ene>Ka"  Kaj 3,4% oA Hal+MeH"Te KOM ce Mc"TyBaHM,  co
MHLiMAeHUM  Bo  paHroT oil  0% Ao 9,6%  Bo  LtenHMTe  MHAMUMpa"  cTyAMM.  MOMeHTaiiHo  HeMa

AocTan"  KOHKriy3MB"  noAaTOuM 3a HeyTpaJ"3MpaHKMOT edyeKT Ha  HACA Ha  LieryKCMMa6.
nojaBaTa Ha HACA He e Bo Kopenaunja co nojaBaTa Ha xMnepceH3M"B" peaKL+MM  Mi" Apyro
HecaKaHo AejcTBo Ha  ueTyKCMMa6.

KonoDeKTaiieH  KaHueD

flMja"ocTmuKo oApeAyBafoe (EGFR  pharmDx) 6rmo  KopMCTeHo 3a  MMyHoxMCToxeMMCKa
AereKLiMja Ha EGFR eKonpecMja Bo ryMopcKMOT MaTepwiati. TyMopoT ce cMeTaji 3a EGFR-
eKcnpecMpailKM AOKOJiKy Moke Aa ce MAeH"¢MKyBa eAHa o6oeHa KJieTKa.  npM6")i{i+o 75% oA
nauMeH"Te cO MeTacTaTCKM  KojiopeKTarieH  KaHL+ep KOM  ce Mc"ryBaHM 3a  KiiMHMiiKMTe cTyA"
MMaiie EGFRueKcnpecMpaiiKM ryMop M cnopeq Toa ce cMeTaiie 3a noroA" 3a Tpe"aH co
LieryKCMMa6.  Eq]MKacHocTa  M  6e36eAHocTa Ha L+eTyKCMMa6 He e AOKyMeH"paHa  Kaj  nauMeH"
co ryMopM  KaAe EGFR He 6Mn AeTeK"paH.

cryAMCKMTe noAaToun  noKa>KyBaaT AeKa naHMeHTMTe co MeTacTaTCKM  KotiopeKTaiieH  KaHuep M
aK"BMpaiii(M  RAS  MyTaLiMM  MMaaT MHory MaJia  Bepoja"ocT oA KoPMCT oA TpeTMaHOT co
LieTyKci"a6  Mi"  KOM6MHaLiMja on LieryKCMMa6  M xeMOTepa"ja Mj"  KaKo AOAaTOK Ha  FOLFoX4
M  noKa}KaH e cMr"d)MKaHTeH  Hera"BeH ed)eKT Ha BpeMeTo Ha npexMByBahoe 6e3 nporpecMja

(PFS).

L+eryKCMMa6 KaKo eAMHeiieH  areHc Mj"  Bo  KOM6MHaunja co xeMOTepa"ja 6Mn  Mc"ryBaH  Bo 5

paHAOMM3Mpa"  KOHTPoJ"pa"  KJiMHMiiKM  cTyAMM  M  HeKOJiKy  noAp}i{a"  cTyAMM.  Bo 5Te

paHAOMM3Mpa" cTyAMM 6MJie BKJiyiie"  BKyliHo 3734 naLiMeH"  co MeTacTacun  KOJiopeKTaiieH
raHLiep,  Kaj  KOM  e AeTeK"paHa  EGFR eKcnpecMja  M  KOM  MMaJie EGOG  cTaTyc Ha  nepcbopMaHc
S2.  rlorojieMMOT Hen oA HaHMeH"Te KOM 6rme BKJi     e"  MMaJie EGOG cTaryc Ha nepcpopMaHc
sl .  80 cMTe cryflMM  ueryKci"a6 6Mii AaBaH  KaKO LijTO

CTarycoT Ha  KRAS eKcoH 2 6Mn npM3HaeH
LieryKCMMa6  80 4 04 paH4OMM3MpaHMTe KOHT

047,  CA225006 M CA225025).  KRAS MyTaLi
4onoJl"Teq" post-hoc aHaliM3M 6Miie M3B
202-047, KaAe MCTo TaKa ce oApeAe" MyTa

MLIJaHo Bo AeiioT 4.2.

/BaH>e 3a TpeTMaHOT cO
62 202-013,  EMR 62 202-

aH  Kaj  2072  Hal+MeHTM.

62 202-013 M EMR 62
S M KRAS) pa3Jlm" oA



oHMe Ha KRAS eKcoH 2.  CaMo Bo cryflMjaTa EMR 62 202-007 post-hoc aHajiM3MTe He 6Miie
803MOXHM.

flonon"TeJiHo ueryKCMMa6 6Mn McnMryBaH  Bo KOM6unauMja co xeMOTepa"ja Bo
paHAOMM3MpaHa  KOHTpOJ"pHa  cryAMja  On cpa3a  Ill  MHMLiMpaHa OA McnMryBaHOT
COIN(Continuous chemotherapy plus cetuximab or Intermittent chemotherapy).  Bo oBaa
cryflwia eKcnpecMjaTa  Ha  EGFR He 6Miia KPMTepMyM  3a  BKriyiiyBarbe.  npMMepouMTe oA

ryMopMTe oA npM6J"xHo 81 % oA nauMeHTMTe 6Miie aHai"3Mpa"  peTpocneRTMBHo 3a KRAS
eKcnpecMja.

FIRE-3 ,  KiiMHmKa cryAMja qu ¢a3a Ill cnoH3opMpaHa oA Mc"ryBailoT,  ro cnopeAyBa
TpeTMaHOT Ha  FOLFIRI  Bo  KOM6MHauMja  co  LieryKCMMa6  Mi"  6eBaLiy3MMa6  KaKo Tepanwia oA

npBa iirmiija Kaj naLiMeH" co KRAS eKcoH 2 wild-type mcRC. flonori"TeJi" post-hoc
aHaJiM3M  Ha MyTaLiMMTe Ha  RAS  reHMTe ocBeH  Ha  KRAS eKcoH 2 6ime npoLieHeTM.

LJeTVKCMMa6  Bo  KOM6MHauMia co xeMOTeDa"ia

•      EMR 62 202-013:  OBaa paHfloMM3MpaHa cryAMja Kaj  nauMeH" co MeTacTaTCKM

KOJiopeKTaJieH I(aHi+ep KOM  He npL"aiie npeTxo4Ha Tepa"ja 3a MeTacTaTCKOTo
3a6onyBarbe, ja  cnopeAyBa  KOM6MHauMjaTa  Ha  ueryKCMMa6  ii  MPMHOTeKaH  riliyc MHd)y3MCKM

5-a)iiyopoypaLiMn/cpoi"HCKa KMceiiMHa (FOLFIRl) (599 Hal+MeH") co MCTaTa xeMOTepa"ja
caMocTojHo (599 naLMeH").  OAHocoT Ha naLiMeH" co KRAS wild-type TyMopM oA
nonyrlauMjaTa Ha nauMeH"  Ha KOM Moxelio /]a MM ce HanpaBM KRAS cTaryc M3HecyBan
63%.  3a  npoL+eHKaTa  Ha  RAS cTarycoT,  MyTauMMTe KOM  He ce Ha eKcoHOT 2 oA KRAS reHOT
6MJle oApeAe" oA cMTe AocTan" ryMopcKM npMMepoHM Bo cKiion Ha KRAS eKcoH 2 wild-
type nonyiiaLiMjaTa (65%).  RAS MyTaHTHaTa nonyJiaL+Mja ce cocTOM oA naHMeH" co
no3Ha"  KRAS eKcoH 2 MyTaLi" Kaito M AoriotiHMTetiHo MAeH"q)MKyBa"  RAS MyTaLiMM.

rlonaTOLiMTe 3a ecpMKacHocT Ao6Me" co oBaa cryfiMja ce cyMMpa" Bo Ta6efiaTa noAojie:

BapMja6"/ CTaTi4c"Ka

OS
MeceL`M,  cpe4Ha  Bpe4HoCT

(95%  CI)
OAHoc Ha onacHocT (95% Cl)
P-BpeAHocT
PFS
MeceHM,  CpeAHa  Bpe4HocT

(95%  Cl)
OAHoc Ha onacHocT (95% Cl)
P-BpeAHocT
ORR
%
(95%  Cl)
BepojaTHocT (95% Cl)
P-BpeAHocT

RAS wild-type nonynauMM
L|eTyi{ci"a6                  FOLFIRl
niiyc FOLFIRl
(N=178)                               (N=189)

28.4                                 20.2

(24.7,  31.6)                    (17.0,  24.5)
0.69 (0.54, 0.88)

0.0024

11.4                                         8.4

(10.0,14.6)                       (7.4,  9.4)
0.56 (0.41,  0.76)

0.0002

66.3                                38.6

(58.8,  73.2)                    (31.7,
3.1145 (2.0279, 4.783

<O.Obo1

RAS MyTaHT" nonyiiaLiMM
L|eryKCMMa6                FOLFIRI
nJiyc FOLFIRI
(N=246)                            (N=214)

16.4                                       17.7

(14.9,18.4)                     (15.4,19.6)
1.05  (0. 86,1.28)

0.6355

7.4                                    7.5

(6.4,  8.0)                          (7.2,  8.5)
1.10  (0.85,1.42)

0.4696

36.0

(29.6, 42.8)
(0.5767,1.2462)
0.3970

Cl=confidence  interval,  FOLFIRl=  MPMHOTeKaH  niiyc MH®y3MCKM

(nauMeH" co KOMnlieTeH oAroBop M" AenyineH oArobop);   o.S
PFS=progresion free survival time (BpeMe Ha npexMByBafoe 6e
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•      EMR 62 202-047:  OBaa paHAOMM3MpaHa cryAMja  Kaj  naLiMeH"  co MeTacTaTCKM
I(otiopeKTajieH  KaHLiep KOM  He npMMaile npeTxoAHa Tepa"ja 3a  MeTacTaTCKOTo
3a6oJiyBarbe, ja  criopeAyBa  KOM6MHaLiMjaTa  Ha  ueryKCMMa6 M oKcaJianiiaTMH  niiyc
ttoH"HyMpaHa  MH¢y3Mja  Ha   5-SiiyopoypaLiMJi/cpoi"HCKa  i{MceiiMHa  (FOLFOX4)(169
naLiMeH") co MCTaTa xeMOTepa"ja caMocTojHo (168 nauMeH").  OAHocoT Ha naLiMeH" co
KRAS wild-type nyMopM  oA nonyJiauMjaTa  Ha nauMeH"  Ha  KOM  Moxetio Aa  MM ce HanpaBM
KRAS cTaryc M3HecyBaji  57°/o.  3a npoLieHKaTa  Ha  RAS cTarycoT,  MyTaLLMMTe KOM  He ce Ha
eKcoHOT 2 oA KRAS reHOT 6MJie oApeAe" oA cMTe AocTan" TyMopcKM  npMMepoLiM Bo
cKrion Ha KRAS eKcoH 2 wild-type nonyjlaLtMjaTa.  RAS  MyTaHTHaTa nonyjlauMja ce cocTOM
oA naLiMeH" Co no3Ha"  KRAS ei(COH 2 MyTauMM  KaKo M A0noJIHMTeJIHo MAeH"d)MKyBa"
RAS  MyTaLiMM.

noAaTOL+MTe 3a ecpMKacHOcT /]06Me" cO OBaa cryAMja ce cyMMpaHM  80 Ta6eiiaTa  noAoiie:

BapMja6i"/ CTa"cTMi{a

OS
MeceLtM,  cpeAHa  BpeAHocT

(95%  CI)
OAHoc Ha onacHocT (95% Cl)
P-BpeAHocT
PFS
MeceLiM,  CpeAHa  BpeAHoCT

(95%  Cl)
OAHoc Ha onacHocT (95%  Cl)
P-BpeAHocT
0RR
%
(95%  Cl)
BepojaTHocT (95% Cl)

RAS wild-type nonynauMM
LJeTyi{cMMa6                    FOLFOX4
nr]yc FOLFOX4
(N=38)                            (Nato)

19.8                                      17.8

(16.6,  25.4)                    (13.8,  23.9)
0.94 (0.56,1.56)

0.8002

12.0                                       5.8

(5.8 NE)                           (4.7,  7.9)
0.53 (0.27,  1.04)

0.0615

57.9                                 28.6
(40.8,  73.7)                    (16.6, 43.3)

3.3302(1.375,   8.172)
0.0084

RAS MyTaHTHM nonyJiaui"
L|eryitcM Ma6               FOLFOX4
niiyc FOLFOX4
(N=92)                            (N=75)

13.5                                        17.8

(12.1,17.7)                      (15.9,  23.6)
1.29  (0.91,  1.84)

0.1573

5.6                                     7.8
(4.4,  7.5)                         (6.7,  9.3)

1.54 (1.04,  2.29)
0.0309

37.0                                  50.7
(27.1,  47.7)                    (38.9,  62.4)

0.580  (0.311,1.080)
0.0865

Cl=confidence interval,  FOLFOX4= oKcaiianiiaTMH niiyc KOH"HyMpaaHa MH¢y3MCKa   5 FU/FA,   ORR=o6jeK"BHa
cTanKa Ha   oAroBop (naLiMeH" co KOMnJieTeH o/]roBop iii" AejlyMeH oAroBop),   oS=overall survival time (BpeMe
Ha ripexMByBaLbe),  PFS=progresion free survival time (BpeMe Ha npexMByBalee 6e3 nporpecMja),  NE=not
estimable (He Moke Aa ce npoLie")

3a6enexaH e oco6eHo HeraTMBeH ecpeKT Ha AOAaBarbeTo Ha ueryKci"a6 Kaj  RAS MyTaHTHaTa
nonynaLiMja.

•       COIN:  OBa 6Mna oTBopeHa,  3 KpaKa,  paHAOMM3MpaHa cryAMja  Kaj  2445  Hal+MeH" co

Heonepa6rmeH  MeTacTaTCKM MrM JioKOpe"oHaiieH  KojiopeKTaiieH  KaHLiep KOM  He npMMajie
npeTxoAHa Tepa"ja 3a .MeTacTaTCKOTo 3a6oJiyBatbe, ja cnopeAyBa  KOM6MHaLiMjaTa Ha
oKcaJIMnJlaTMH  nJlyc a)nyopo"Pi"MAMHM  (MH¢y3MCKM 5-cPJlyopoypaL|MJl/¢o"HCKa
KMcej"Ha-OxMdG M" KaneL|MTa6MH -XELOX)
xeMOTepaneBTCKM  pexMM caMoCTojHo.  Bo T
HaM3Me"ii" OxMdG MT" XELOX pexMM
XELoX M 3a TpeTMOT eKcnepMMeHTaiieH
TyMopcKMTe npMMepoHM o4 npM6J"xHO
3a  KRAS  eKcnpecMja,  oA KOM  55% 6Miie
I+eryKCMivia6  M  OKcaiiMniiaTMH  nliyc ¢nyo
naLiMeH" XELOX) M 367 nauMeH" npMMa
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cPJiyopo"pMMMAM" (127 nauMeH" OxMdG M 240 naLiMeH" XELOX). OA KRAS
MyTaHTHaTa  nonyiiaL+Mja,  297  nauMeH"  npMMa[ie  LieryKCMMa6  M  oKcaTiMniiaTMH  nJiyc

®Jlyopo"pi"MAM" (101  naLiMeH" OxMdG M  1961lauMeH" XELOX) M 268 nauMeH"
npMMaiie caMo oKcaJiMnJiaTMH Iiiiyc a)iiyopo"pi"MAM" (78 naLiMeH" OxMdG M  190
naLiMeH" XELOX).

rloAaTOLiMTe 3a ecpMKacHocT Ha oxMdG pexMMOT Ao6Me" on oBaa cryAMja ce cyMMpa"
Bo Ta6eJiaTa noAOJle :

BapMja6n M/ CTaTi4cTMi{a

OS
MeceLiM,  cpeAHa  Bpe4HocT

(95%  CI)
OAHoc Ha oriacHocT (95%  Cl)
P-BpeAHocT
PFS
MeceLLM,  cpe4Ha  Bpe4HocT

(95% Cl)
OAHoC Ha onacHocT (95%  Cl)
P-BpeAHocT
Hal/]o6pa BKynHa cTanl{a Ha
oAroBop
%
(95%  CI)
BepojaTHocT (95% Cl)

KRAS wild-type honyiiaui4M
ueTyl{cM Ma6                  0xMdG
niiyc OxMdG
(N=117)                                (N=127)

16.3                                       18.2

(10.3,  32.2)                      (9.8,  27.5)
0,93 (0.72,1.19)

0.617

9.0                                     9.2

(5.8,15,5)                       (5.8,12,7)
0.77 (0.59,1.01)

0.056

6859
(58,  76)                          (50, 68)

1.44(0.85,   2.43)
0.171

KRAS  MyTaHTHM  nonyJlaul4M
LJeTyKCM Ma6                0xMdG
niiyc OxMdG
(N=101)                             (N=78)

13.1                                           14.6

(8.0,  23,9)                      (9.5,  22.0)
0.99  (0.75,  1.30)

0.931

6.8                                    8.5
(5.0,10.7)                        (3.4,10.8)

1.05  (0.77,1.41)
0.78

4751
(37,  57)                          (40,  63)

0.83 (0.46,1,49)
0.529

CI=confidence interval,   OxMdG= oKcanMnjia"Hnjiyc MHq)y3MCKM 5 FU/FA,  OS=overall  survival time (BpeMe Ha
npexMByBaLbe),  PFS=progresion free survival time (BpeMe Ha npexMByBatt,e 6e3 nporpecMja)

Bo BpeMeHCKM  noBp3a"  Kpaj" McxoAM He MoxeJie /]a ce npMKaxaT TpeHAOBM  KOM
MHAML|MpaaT KjiMHMiiKM  6eHe¢MT 3a  naL|MeHTMTe  rtoM  npMMaiie  HeryKCMMa6  Bo  KOM6MHaLiMja  Co

XELOX pexMMOT.
MMano 3HailMTejiHM  pe4yKLiMM  Ha A03aTa  M  Oq/io>KyBaH>a  Ha  anMM"cTpaLiMjaTa  Ha

KaneLiMTa6MHe M"  oKcanMnnaTMH  KOM  rJiaBHo ce AOJioxejie Ha 3r6JieMeHaTa  cppeKBeHLiMja Ha

AMjapea  Bo  KpaKOT Koj coApxM  LieryKCMMa6. flonoJi"TeJiHo,  3HaiMTeiiHo noMan 6poj  riaLiMeH"
TpeTMpa" co ueryKci"a6 npMMaiie Tepa"ja o4 BTopa ""ja.

•      FIRE-3( KOM6rmaL+Mja oA npBa ""ja Ha L+eryKci"a6 co FOLFIRl):  FIRE-3 cryAMjaTa 6Mtia
MyiiTMLieHTapcKa  paH4oMM3MpaHa cry4Mja o4 ¢a3a  Ill  Koja  "  MCTpa>KyBaiia 5 FU,

a)oi"HCKa  KMceTiMHa M  MPMHOTeKaH  (FOLFIRl)  KOM6M"pa"  Mi" co LieryKCMMa6 Mi"
6eBaLry3MMa6   Kaj  naHMeH" co KRAS eKcoH 2 wild-type MeTacTaTCKM  KoiiopeKTatieH
KaHuep (mcRC).  RAS cTanyc 6Mn AocTaneH Kaj T
eKcoH 2 wild-type naLiMeH" LilTo M3HecyBa 69% o
nauMeHTCKa nonyJlauMja(592 naLMeH"). OA

ryMOpM A04eKa  RAs  MyTaL+MM  6MTie  MAeH"cpM
nonyjiaLLMja ce cocTOM o4 oBMe 65 r!aHyieH" 3
MyTaHT" ryMOpM TpeTMpaHM  np?4 .BKiiyiiyBarb
Hal+MeH" co KRAS eKcoH 2 wild-type mcRC: . .
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nonaTouMTe 3a ecbMKacHocT Ao6Me" oA oBaa cryAMja ce cyMMpa" Bo Ta6enaTa noAoiie

BapMja6i"/ CTaTMc"I{a

OS
MeceuM,  CpeAHa BpeAHocT

(95% Cl)
OAHoc Ha onacHocT (95% Cl)
P-BpeAHOCT
PFS
MeceLiM,  cpeAHa BpeAHocT

(95% Cl)
OAHoc Ha onacHocT (95%  Cl)
P-BpeAHocT
ORR
%
(95%  CI)
BepojaTHocT (95%  CI)

eAHocT

RAS wild-type nonynaLiMM
ueryKCM Ma6                   EeBaLiy3M Ma6
nnyc FOLFIRl               niiyc FOLFIRI
(N=171)                                 (N=171)

33.1                                  25,6
(24.5,  39.4)                   (22.7,  28.6)

0.70 (0.53, 0.92)
0.011

10.4                                      10.2

(9,5,12.2)                        (9,3,11.5)
0.93  (0,74,1.17)

0.54

65,5                              59,6
(57.9,  72.6)                    (51.9, 67.1)

1.28(0.83,    1.99)
0.32

RAS wild-type nonyliaL|MM
ueTykcM Ma6                   BeBaL4y3i4Ma6
nnyc FOLFIRl                nrTyc FOLFIRl
(N=92)                               (N=86)

20,3                                20.6
(16.4,  23.4)                   (17,0,  26,7)

1.09  (0.78,  1.52)
0.60

7,5                                       10,1

(6,1,  9,0)                        (8,9,12,2)
1.31   (0.96,1.78)

0.085

38,0                                 51,2
(28,1,  48.8)                    (40.1,  62.1)

0.59 (0.32,1.06)
0.097

Cl=confidence interval,    FOLFIRl= MPMHOTeKaH njiyc MHd)y3MCKM 5  FU/FA,  ORR=o6jeK"BHa cTanKa  Ha oAroBop

(naLiMeH" Co I(OMniieTeH 0AroB0P  MI" AeiiyMeH OAroB0P),   OS=Overall  Survival time (BpeMe Ha npexMByBarbe),
PFS=progresion free survival time (BpeMe Ha npexMByBaLbe 6e3 nporpecMja)

Bo KRAS wild-type nonyjiaLiMjaTa Ha GALGB/SWOG 80405 cryAMjaTa (n=1137),
cynepMopHocTa Ha LieryKCMMa6 njiyc xeMOTepa"ja Bo oAHoc Ha 6eBaLry3MMa6 njiyc
xeMOTepa"ja He 6Mna noKaxHa 6a3MpaHo Ha npMBpeMeHa aHaiiM3a,  rloTpe6" ce aHaiiM3M Ha
RAS wild-type  nonyjiaLiMjaTa 3a  npaBMJIHo Aa ce npoueHaT oBMe rioAaTOL|M.

•      CA225006:  OBaa  paHAOMM3MpaHa cryAMja  Kaj  nauMeH"  co MeTacTaTCKM  KOJiopeKTaiieH

KaHHep KOM  npMMaJie M"LiMjaJiHa  KOM6M"paHa Tepa"ja cO OKcaiiMnjiaTMH  njiyc

a)Tiyopo"pMMMAM" 3a MeTacTaTCKOTo 3a6orlyBahe, ja cnopeAyBa KOM6rmauMjaTa Ha
HeryitcMMa6 M  MPMHOTeKaH  (648 naLiMeH") co caMo MPMHOTeKaH( 65o  nauMeH").  rlo
nporpecMjaTa  Ha 6oiiecTa,  TpeTMaHOT co EGFR-Tapre"paiiKM  areHCM 6Mri  MHMLiMpaH  Kaj
5o%  OA  naLiMeHTMTe  KOM  npMMatie caMO  MPMHOTeKaH.

Bo BKynHaTa nonytiaLiMja,  He3aBMCHo oA KRAS CTarycoT,  pe3yJiTaTMTe npMjaBe" 3a

ueryKCMMa6  nJiyc MPMHOTeKaH  (648  naLiMeH")  Haciipo"  MPMHOTeKaH caMocTojHo (650
naLiMeH") 6Mjie:  cpeAHo BpeMe Ha npexMByBatbe (O.S.)  10.71  Hacnpo" 9.99 MeceLiM

(HR 0.98),  cpeAHo BpeMe Ha npexMByBattie 6e3 nporpecMja (PFS) 4.0 Hacnpo" 2.6 MeceLiM
(HR 0.69) M o6jeRTMBHa cTanKa Ha oAroBop (ORR)  16.4% Hacnpo" 4.2%.
Bo oAHoc Ha  KRAS cTarycoT, TyMopcKM  npMMepoLiM 6Mne AocTan" caMo oA 23% on
nauMeHTMTe (300 oA  1298).  OA   KRAS  McnMTaHaTa  nonyJiaLiMj.a 64%  oA naLiMeHTMTe (192)
MMarie KRAS wild-type ryMopM  M  108 naLiMeH"  MMaiie KRAS  MyTaLiMM.  Ha ocHOBa Ha oBMe
noAaTOLiM  M  6MAejkM  He e  M3BeAeHa  He3aBMCHa  npeoLieHKa  Ha  no/]aTOL+MTe,  pe3yjiTaTMTe  Bo

OfLHOc Ha cTarycoT Ha  MyTauMM  ce cMeTaaT

•      EMR 62 202-007:  OBaa paH4oMM3MpaHa
KojiopeKTaiieH  KaHLiep nocjie HeycneLi]H
MeTacTaTCKOTo 3a6onyBart>e,  KaKo noon

eTa6MjlHM.

iiiHE
cO  MeTacTaTCKM

Tepa"ja 3a
3 80 cryAMjaTa, ja



cnopeAyBa itoM6MHauMjaTa Ha ueryKci"a6 M  MPMHOTeKaH  (218  naLiMeH")  co ueryKCMMa6
MOHOTepa"ja (111  naL|MeH").

KOM6MHaLiMjaTa  Ha  I+eryKCMMa6 cO  MPMHOTeKaH  cnopeAeHO  cO  LieryKCMMa6  caMOcTojHO  ro

HaMatiMtia  BKynHMOT pM3MK 3a  nporpecMja  Ha 6onecTa 3a 46%  M 3HaiMTejiHo ja 3roJieMMJia

o6jeK"BHaTa cTanKa Ha oAroBop.  Bo paHAOMM3MpaHaTa cryAMja noAo6PyBarbeTO Ha
BKynHOTo  BpeMe Ha  npexMByBaibe He nocTMrHajio cTaTMCTMilKO 3HaHeibe,  cenaK 80 follow-
up TpeTMaHOT,  npM6J"xHo  50%  oA naLiMeHTMTe KOM  npMMaJie caMo  LieryKCMMa6  npMMMrle

LieryKci"a6 co MPMHOTeKaH rio nporpecwia Ha 6oiiecTa,  Li]To Moxe Aa MMaiio B"j.a"e H
BKynHOTO  BpeMe  Ha  npexMByBaLt>e.

LleTVKCMMa6  KaKo  caMocToiHa TeDanMia

•      CA225025:  OBaa  paHAOMM3MpaHa cTyAMja  Kaj  naLiMeH" co MeTacTaTCKM  KoiiopeKTarieH

KaHLiep KOM  npMMaJie npeTxoAHa Tepa"ja co oKcaJ"niia"H,  MPMHOTeKaH,  M
cpiiyopo"pi"MqMH-6a3MpaH Tepa"ja 3a MeTacTaTCKOTo 3a6ojiyBaLbe,  ro cnopeAyBa
AOAaBarbeTo  Ha  LieryKCMMa6 KaKo eAMHeiieH areHc KOH  HajAo6paTa   Hera 3a  noAPLiJKa

(BSC)(287 nauMeH") co caMo HajAo6paTa   Hera 3a noAPLiJKa ( 285 naLiMeH"). fleJioT Ha
nauneH" co KRAS wild-type ryMopM oA AocTanHaTa naHMeHTCKa nonynauMja npoL+eHe"
3a KRAS cTaryc M3HecyBa 58%.

nonaTOLMTe 3a edyMKacHocT Ao6Me" oA oBaa cTyAMja ce cyMMpa" Bo Ta6eiiaTa noAoiie

BapMja6T"/ CTaTMCTMKa

OS
MeceLiM,  cpeAHa  BpeAHocT

(95% Cl)
OAHoC Ha onacHocT (95%  Cl)
P-BpeAHocT
PFS
MeceuM,  cpeAHa  BpeAHocT

(95% Cl)
OAHoc Ha onacHocT (95% Cl)
P-BpeAHocT
ORR
%
(95%  CI)
P-BpeAHocT

KRAS wild-type nonyJiauMM
LJeryKcl4Ma6                      BSC
nJlyc BSC
(N=117)                                 (N=113)

9.5                                     4.8

(7.7,10.3)                         (4.2,  5.5)
0.552 (0.408,  0.748)

<0.0001

3.7                                           1.9

(3.7,  5.1)                            (1.8,  2.0)
0.401  (0.299,  0.536)

<0.0001

12.8                                       0

(7.4,  20.3)                               (-)
<0.001

KRAS MyTaHT" nonyJiauMM
ueTyKCMMa6                    BSC
nJlyc BSC
(N=81 )                             (N=83)

4.5                                    4.6

(3.8,  5,6)                         (3.6,  5.5)
0.990(0.705,1.389)

0.9522

1.8                                               1.8

(1.7,1.8)                                (1.7,1.8)

1.002  (0.732,1.371)

0.9895

1.20

(0.0,  6.7)                                  (-)
0.314

BSC -best suportive care(Haj4o6pa Hera 3a noApqulta),CI=confidence interval,  ORR=o6jeK"BHa cTanKa Ha
oAroBoP (nauMeH" Co  KOMnJleTeH oAroBop MiiM AeiiyMeH oAroBop),   oS=overall  survival time  (BpeMe Ha
ripexMByBatt>e),  PFS=progresion free survival time (BpeMe Ha npexMByBaibe 6e3 nporpecMja)



ervKCL"a6 Bo I(oM6MHaL.LiMja. co Tepa"ia co 3paiieLbe 3a JioKaJiHo HanDe4HaTo 3a6oJivBaH>e

•      EMR 62 202-006: OBaa pamoMM3MpaHa cryAMja ja cnopeAyBa KOM6MHauMjaTa Ha
LieryKCMMa6 M Tepa"ja co 3paiierbe  (211  naLiMeH") co caMo Tepa"ja co 3paiiefoe (213
nauMeH")  Kaj  naHMeH" co rioKaJiHo HanpeAHaT KaHLiep Ha cKBaM03HMTe  KneTKM  Ha
riiaBaTa M  BpaTOT.  TpeTMaHOT co LieryKCMMa6 6Mri 3anoiiHaT eAHa  HeAeiia  npen
Tepa"jaTa co 3paiierbe  M  aAMMHMCTPMpaH  Bo Ao3M  KaKo  LIITO e onMLi]aHo Bo AeJloT 4.2 AO
KpajoT Ha  nepMOAOT Ha Tepa"jaTa co 3Paiietbe.

rlquaTOL+MTe 3a e¢MKacHocT Ao6Me" qu oBaa CryAMja Ce cyMMpa"  Bo Ta6eiiaTa noAOJie

BapMja6i"/ CTa"c" Ka

Jlol{ope"oHanHa I{oHTPona
MeceLtM,  cpeAHa BpeAHocT,  (95%  Cl)

OAHoc Ha onacHocT (95%  Cl)
p-BpeAHOcT
OS
MeceLM,  CpeAHa BpeAHocT,  (95%  Cl)

OAHoC Ha oriacHocT (95%  CI)
P-BpeAHocT
cpenHa Bp/]HOcT follow-up, MeceuM
1  roAMHa,  OS  BpeAHocT,  %  (95% Cl)
2 roAMHa,  OS  BpeAHocT,  %  (95% Cl)
3 roAMHa,  OS  BpeAHocT,  %  (95% Cl)
5 roAMHa,  OS  BpeAHocT,  %  (95%  Cl)

Tepa"ja c0 3paLlelbe nnyc        caMO TepanMja c0 3paverbe
I+eryi{ci"a6

(N=211)                                                                   (N=213)

24.4                     (15.7,  45.1)                     14.9                     (11.8,19.9)

0.68(0.52,  0.89)
0.005

49.0                   (32.8,  69.5+)                    29.3                 (20.6, 41.4)

0.73 (0.56,   0.95)
0.018

60.0
77.6 (71.4,  82.7)
62.2 (55.2, 68.4)
54.7 (47.7,  61.2)
45.6 (38.5,  52.4)

60.1

73.8 (67.3,  79.2)
55.2 (48.2,  61.7)
45.2 (38.3,  51.9)
36.4 (29.7,  43.1)

Cl=confidence interval,  oS=overall survival time (BpeMe Ha   npe>KMByBatbe),  3HaKOT + o3HaiiyBa Aera ropHaTa
rpaHMua He 6rma Aoc""aTa Bo BpeMeTo Ha npeKMH Ha cTyAMjaTa.

rlauMeH"Te cO A06pa npe"03a KaKO LLITO e MHAMLiMpaHO cO ¢a3aTa  Ha TyMOp,  KapHOcpcKM
cTaryc Ha  nep¢opMaHc (KPS)  M Bo3pacTa MMaJie noM3pa3eH 6eHed)MT,  Kora  LieryKCMMa6 6rm

AOAa4eH Ha Tepa"jaTa co 3paiieLbe.  He Moxeno Aa ce 4oKa>Ke KiiMHMilKM 6eHeq)RT 3a
nauMeH"Te co KPS S80 KOM 6Mjie Ha Bo3pacT oA 65 roAM" M" nocTapM.

ynoTpe6aTa Ha LieryKCMMa6 Bo KOM6MHaLiMja co  xeMOTepa"ja M Tepa"ja co 3paileibe Aocera
He e AOBonHo MCTpa>KeHa.  3aToa oAHocoT Ha 6eHed)MT-pM3MK 3a oBaa itoM6MHaunja ceyuJTe He
e yTBPAeH.

LleTVKCMMa6  Bo KOM6MHaL"ia co nna"Ha-6a3MDaHa xeMOTeDa"ia  Kai  DeKvceH"M  M/rmM
MeTacTaTCKM 3a6onvBatba

•      EMR 62 202-002:  OBaa paHAOMM3MpaHa cTyAMja Kaj  naLiMeH" co peKypeHTeH  M/rum
MeTCTaTCKM  KaHLiep  Ha  citBaM03HMTe KneTK

npeTxoAHa xeMOTepa"ja 3a oBa 3a6o
ueryKCMMa6  M  LiMcnjiaTMH  MjiM  Kap(
nauMeH") C0 CaMo xeMOTepa"ja.
ueryKCMMa6 ce cocToeji oA Ao 6 Li

H nJlyc qu,q)y

M  BpaTOT  KOM  HeMajie  npMMaHO

KOM6MHaLiMjaTa  Ha

5-cPJiyopoypaLiMn  (222
aHOT  BO rpaHKaTa co

aHa xeMOTepa"ja 80



KOM6MHaLiMja co HeryKCMMa6,  npociieAeHo co HeryKCMMa6 KaKo Tepa"ja  Ha oAp>KyBatbe

Ao nporpecMja Ha 6onecTa.

noAaTOHMTe 3a eq)MKacHocT Ao6Me" oA oBaa cryflMja ce cyMMpa" Bo Ta6enaTa noAoiie :

Bapi4ja6i"/ CTa"cTMi{a

OS
MeceuM,  cpeAHa BpeAHocT (95% Cl)
OAHoc Ha onacHocT (95% Cl)
p-BpeAHOcT
PFS
MeceLiM,  cpeAHa  BpeAHocT (95%  Cl)

OAHoc Ha onacHocT (95% Cl)
P-BpeAHocT
ORR
% (95% Cl)
p-BpeAHOcT

LJeryl{cMMa6 + CTX
(N=222)

10.1                             (8.6,11.2)                             7.4

0.797 (0.644,  0.986)
0.0362

5.6                          (5.0, 6.0)                          3,3
0.538 (0.431,  0.672)

<0.0001

35.6                      (29.3, 42.3)
<0.0001

CTX
(N=220)

(6.4,  8.3)

(2.9,  4.3)

19.5                      (14.5,  25.4)

Cl=confidence interval, CTX = platinum-based chemotherapy,  ORR=objective responce rate (nauMeH" co
KOMnJieTeH oAroBoP  Mi" AeiiyMeH  oAroBoP),   oS=overall survival time  (BpeMe Ha   npexMByBaH3e),
PFS=progresion free survival time (BpeMe Ha npexMByBalee 6e3 nporpeciija)

rlauMeH"Te cO 406pa  nporH03a  KaKO UTO e MH4MUMpaHO cO ®a3aTa  Ha ryMOp,  KapHO®cKM
cTaryc Ha  nep®opMaHc (KPS)  M  Bo3pacTa MMane noM3pa3eH 6eHeq>MT,  Kora  ueryKCMMa6 6Mn

AOAaAeH  Ha xeMOTepa"jaTa 6a3MpaHa  Ha nJiaTMHa.  Bo KOHTpacT Ha  BpeMeTo Ha
npexMByBaLbe 6e3 nporpecMja,He MoxeTio 4a ce 4oKaxe 6eHecpMT Bo BKynHOTo BpeMe Ha
npexMByBaibe Kaj   naLiMeHTMTe co  KPS S80 KOM 6Mjie Ha  Bo3pacT oA 65  roflM"  Mi"  nocTapM.

nedMiaTDMCKa  rionvjiauMia

EBponcKaTa AreHUMja 3a JleKOBM ja oT¢pJiuna o6BpeKaTa Aa ce noAHecaT pe3yJiTa" OA
CTyAMM co ueTyKCMMa6  Kaj  cure noArpy"  Ha  nenMjaTPMci(aTa  nonyJiaLiMja 3a  MHAMKauMMTe
aAeHOKapHMHOM  Ha  KOJioHOT M  peKTyMOT M opo¢apMHreaneH,  jiapi"reafieH  rmM  Ha3aJieH
enureJieH Kapui"OM (cO MCKJiyiioK Ha Hacoq)apMHreaiieH KapHMHOM  rum "Mcpoe"TeJ"OM,
BMAM den 4.2 3a MH¢opMaL+Mja 3a  neAwiaTPMCKa ynoTpe6a).

5.2          ®apMaKoi{MHeTCKM  oco6MHM

®apMaKOKMHe"KaTa  Ha  LieryKCMMa6  6MJia  npoyilyBaHa  Kora  L+eryKCMMa6 6MJi  aflMMHMCTPMpaH

KaKo MOHOTepa"ja MJ" Bo KOM6MHauMja co MCTOBpeMeHa xeMOTepa"ja Mt" Tepa"ja co
3paiietbe 80  KiiMHMHKMTe cryflMM.  MHTpaBeHCKaTa  MHq)y3Mja  Ha  LieryKCMMa6  noKaxajia A03Ho-

3aBMCHa ¢apMaKortMHe"Ka co HeAen" Ao3M Bo onceroT o4 5 4o 500 mg/m2 Ha TejiecHa
noBPLi"Ha.

Kora ueryKCMMa6 ce aAMMHMCTPMpaJi  KaKo noileTHa Ao
CpeftHMOT BoiiyMeH  Ha flMCTPM6yLiMja  6Mn  npM6"xH
npocTop (2.9 L/m2 co oncer on  1.5 L/m2 Ao 6.2 L/m2)

AeBMjaLiMja)  6Mno  185± 55  MMKporpaMM  Ha  mL.  Cpe
TeTiecHa  noBPLLIMHa.  L+eryKCMMa6  MMa 4OTir en'MMMH

oncer oA 70\ 4o  100 iJaca npM ueJiHaTa 4o3a.
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CepyMCKMTe  KOHLieHTpaL+MM  Ha  I+eryKCMMa6  nocTMrHajie cTa6MiiHM  HMBoa  nocrie TPM  HeAe"  Ha

MOHOTepar"ja co L+eTyKci"a6.  CpeA"oT "K Ha KOHueHTpaLiMMTe Ha  LieryKCMMa6 6Mii  155.8
MMKporpaMM  Ha  mL  Bo  3Ta  HeAeiia  M  151.6  MMKporpaMM  Ha  mL Bo 8Ta  HeAeJla,  AOAeKa

cooABeTHaTa cpe4Ha Bpe4HocT Ha  KOHLieHTpaLLMM  Bo  pe3epBM 3a L|pnerbe 6Miia 41.3  M 55,4
MMKporpaMM  Ha  mL,  cooABeTHo.  Bo  cryAMja  co  L|eTyKCMMa6  aAMMHMCTPMpaH  Bo  KOM6MHaLLMja

co  MPMHOTeKaH,  cpeAHMTe  HMBoa  Ha  pe3epBM 3a  Lipnerbe Ha  LieryKCMMa6 6MJie 5o  MMKporpaMM

no mL Bo  12Ta  HeAejia  M 49.4 MMKporpaMM  no mL Bo 36Ta  HeAeJia.

HeKojiKy naTMLi]Ta ce onMUJaHM  KOM  Moxe6M  npMAOHecyBaaT Bo MeTa6oi"3MOT Ha aH"TeJia.
CMTe oBMe naTMLi]Ta ja  BKJiyilyBaaT 6MOAerpaAaLiMjaTa  Ha aHTMTeiiaTa /]o noMa" MoiieKyj",
T.e.  MarM  nenTMAM  MiiM  aMMHo  KMceiiMHM.

®aDMaKOKMHe"Ka  80 cneuMianHM  nonv]iaLiMM

MHTerpMpaHa  aHaiiM3a  HM3  cLITe  KiiMHMilKM  cTyAMM  noKa}i(aJia AeKa  Ha  a)apMaKOKMHeTci{MTe

KapaKTepMc"KM Ha ueryKCMMa6 HeMaaT BJiwia"e pacaTa,  803pacTa,  notioT,  peHaiiHaTa

d]yHKL+Mja  Mj" xenaTajiHMOT cTaryc.

flocera ce Mc"TyBa" caMo naHMeH" co aAeKTBaTHa peHaJiHa M xenaTanHa dyyHKi+Mja
(cepyMCKM  Kpea"HMH S1.5  naTM, TpaHcaMMHa3M S 5 na"  M 6rmMpy6MH S1,5  na" oA ropHaTa
rpa"ng Ha HOpMajiaTa).

neAMiaTDMCKa  nonvjiaLiMia

Bo cTyAMja oA cpa3a  I  Kaj  neAwiaTPMCKM naL|MeH" (1-18 roAM") co pe¢paKTop" uBpc"

nyMOpM,  ueryKCMMa6  ce  aAMMHMCTPMpaji  80  KOM6MHaLiMja  cO  MPMHOTeKaH.  ®apMaKOKMHeTCKMTe

pe3yJiTa" 6rme cnopeAi"BM co TMe Ao6Me" Kaj Bo3pacHM.

5.3        npeTrmii"u" noAaTouM 3a 6e36eAHocT

flo3Ho-3aBMc"  KoxHM  npoMeHM,  noiiHyBajRM co HMBoa  Ha Ao3a eKBMBaiieHTHa  Ha Taa  Kaj iiyfe,
6ime riiaBHMTe eq)eK" 3a6eriexa" Bo cryAMja Ha TOKCMiiHocT Ha Cynomolgus MajMy"

(cryAMja 3a  xpOHMilHa A03HO-noBTOpyBaHKa TOKCMi]HOcT M  cryAMja 3a  eM6pMO-cperyceH  pa3Boj).

EM6pMO-cperycHa cryAMja 3a TOKCMHHOcT Ha   cynomolgus MajMy"  He noKaxaiia 3HaLiM 3a
TepaToreHoCT.  CenaK ,  3aBMCHo oA Ao3aTa,  3a6eiiexaHa e 3roiieMeHa MHHMAeHLia  Ha
a6oprycM.

He-KnMHMiiKMTe  noAaTOL+M  3a  reHOTOKCMilHocT M  JioKajiHa  TonepaHL+Mja,  BKjiyiiyBajkM  M  cnyi+ajHa

aAMMHMCTpaLiMja  no  naTMLiJTa  noMHaKBM  oA npeABMAeHMTe  MH¢y3MM  He  noKaxaiie noce6"

onacHocTM 3a rlyre.

He ce M3BeAeHM CbopMaJl" cTyAMM  Ha x
Ha  LieryKCMMa6  Mi" Aa  ce oApeAM  HeroB

He ce M3BeAe" cryAMM 3a TOKCMiiHOcT
xeMOTepaneBTci(M  areHCM.

life+faria.O§,.:OqpeAMKap"Hore"OTnoTpeHUMjan
MrM xeHCKaTa  nJioAHocT.

}a  LieryKCMMa6  M

•      `-i,<tt.ue+
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HeMa AoCTanHM  He-KJiMHMilKM  no4aTOLiM  3a ecbeKTOT Ha  ueryKCMMa6  Ha 3apacHyBarbe Ha  paHM.

CneKa Bo npe4KJ"HMilKMTe Mo4e"  EGFR ceiieRTMBHMTe "po3MH  KMHa3a MHx6MTopM ce
noKaxaJio 4eKa ro 3a6aByBaaT 3apacHyBaLbeTo Ha paHMTe.

6       ®APMALJEBTCI(M OCOEMHM

6.1        J114cTa  HeeKCLiMnMeHCM

HaTPMyM  xJlopMA
r"uMH
rloi"cop6aT 80
MOHoxMApaT  Ha iiMMOHCKa  KMceiiMHa

HaTPMyM  xM4poKCMA
804a 3a  MHjeKL|MM

6.2       MHKOMnaTM6IinMM

OBoj  MeAML|MHCKM  npoM3B0A  He  CMee Aa ce MeLIJa  co Apy"  MeflMLiMHCKM  npoM3BOAM  oCBeH
oHMe cnoMeHa" Bo 4eiioT 6.6.

6.3     PoKHaTpaeibe

4  roAMHM.

XeMMCKaTa  M ¢M3MilKaTa cTa6MriHocT npM ynoTpe6a  Ha Ep6MryKc 5 mg/ml e AeMOHCTPMpaHa
Bo TeK Ha 48 ilaca  Ha 25°C,  AOKotiKy pacTBopoT e nofiroTBeH  KaKo uJTo e onMLi]aHo Bo AeJioT
6.6.

Ep6MryKc He co4pxM 6MTio KaKBM  aHTi"MKpo6" npe3epBaTMBM  Mj" 6aKTepMocTaTCKM areHCM.
OA MMKpo6MOJiouKM  acneKT,  npoM3BOAOT Mopa Aa ce   ynoTpe6M  BeAHau no oTBopaLbeTo.

4oKonKy He ce noTpe6M Be4HaLLI,  BpeMeTo M ycJioBMTe Ha iJyBaH>e   npen ynoTpe6aTa ce
oAroBoPHocT Ha  KopMCHMKOT M  HopMaiiHo He cMeaT Aa 6MAaT noAojiro ow 24 ilacaHa 2 Ao 8°C,
OcBeH 4OKOJiKy oTBaparbeTo  He ce OABMBaJio  80  KOHTpoT"paHM  M  Bai"AMpaHM  acenTMiiHM

ycJIOBM.

6,4      CneLiMjanHM yciioBM 3a iiyBaibe

Aa Ce iiyBa  Bo cPpMXM4ep (Ha 2°C.4o 8°C).

3a yclioBM  Ha  ilyBaLbe  no  OTBapaHDe  BM4M

*   .6rty*.up '
0 n -,` E.-.
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6.5      npMpo/]a M coApxMHa Ha nai{yBarbeTo

2o ml   pacTBOp 80 BMjaiia ("n  I  cTaKjio) cO ryMeH 3aTBOpyBau  (xaji06y"ii ryMa)  M neiiaT

(anyMM"yM/noi"npo"iieH).

rlanyBarbe oA  1  BMjana.

6.6     CneL+Mjaji" npe/]ynpeAyBarba 3a oACTpaHyBaibe M panyBalbe

Ep6MTyKc  Moke Aa  ce afiMMHMCTPMpa  co  rpaBMTaLMOHa  KanajiKa,  MH¢y3MOHa  nyMna  MJ"

Li]npMu nyMna.  Mopa Aa ce KopMc"  noce6Ha MHcpy3MCKa J""ja 3a anj"LiMpahoe Ha
MHcpy3MjaTa,  M  L+eBKaTa Tpe6a Aa ce npoMMe co cTepMJieH  pacTBop Ha HaTPMyM xjiopMA

9  mg/ml  (o,9%)  pacTBop 3a  MHjeKHMM  Ha  i{pajoT Ha  MHcpysMjaTa.

Ep6MryKc e KOMna"6rmeH
•      Co noiiMeTMiieHCKM (PE),e"ti  BMHrm aL+eTa"M (EVA)  rum noiiMBMHrm xnopra"   (PVC)

KecM  3a  MH¢y3Mja,

•      Co noiiMeTrmeHCKM (PE),  noi"ypeTaHCKM  (PUR), eTrm  BMHrm aueTa"M (E\/A),

noi"ojied)MHCKM TepMormac"ilHM  ITP)  MJ"  noJiMBMHrm xiiopra"  (PVC) MHcpy3MCKM
ceTOBM,

•      Co noi"npo"jieHCKM  (PP) unpMLioBM 3a unpMLi nyMna

Mopa Aa ce BHMMaBa Aa ce ocMrypa acen"ilHo  paKyBaibe   npM  noAroTOBKaTa  Ha  MHcby3MjaTa.

Ep6MryKc 5 mg/ml   Mopa Aa ce noAroTBM  Ha oneAHMOT HaiMH:

•      3a a/]MM"cTDauMia  co MHd)v3MOHa  nvMna  rum  rpaBMTauMOHa  KanaiiKa  (   MiiwDaH co cTeormeH

DacTBOD  Ha  HaTDMVM  xJioDMA 9  mdrml  (0.9%)):  3eMeTe  MHq)ysMCKa  Keca  co cooABeTHa
roiieMMHa Ha cTepMiieH pacTBOp Ha HaTPMyM xiiopra 9 mg/ml  (o,9%).  rlpecMerajTe ro
noTpe6"oT BonyMeH oA Ep6MryKc.  oACTpaHeTe cooABeTeH BoiiyMeH oA pacTBopoT Ha
HaTPMyM xriopm oA  MHcpy3MCKaTa  Keca,  KopMCTejtw  cooABeTeH  CTeprmeH  Li]npMu co cooABe"a
MrJia.  3eMeTe cooABeTeH cTepMiieH  LLinpMu M  npMHBPCTeTe cooABe"a Mrria.  M3Biieilene ro
noTpe6"oT BoiiyMeH Ha Ep6MryKc oA BMjaJiaTa.  rlpe®pJieTe ro Ep6MTyKc Bo noAroTBeHaTa
MHcpysMCKa Keca.   rloBTopyBajTe ja  npoLieAypaTa AOAeKa  He ro noc"rHeTe  npecMeTaHMOT
BojiyMeH.   rloBp3eTe ja MHd]y3MCKaTa i""ja M noMMHeTe ja co pacTBopoT Ha Ep6MryKc npeA

Aa ja 3anollHeTe MHd)y3MjaTa.  KOPMCTeTe  rpaBMTaHMOHa  KanarlKa  MiiM  MH¢y3MCKa  nyMna  3a
aAMM"cTpaunja  .  rlocTaBeTe M  KOHTpO"pajre ja 6p3MHaTa Ha  MH¢y3MjaTa  KaKO  LLITO e
o6jacHero Bo AejioT 4.2.

®3aa MMHMCT 3MOHa  n Mna  MIIM  I MOHa  KanaiiKa

rlpecMeTajTe ro noTpe6"oT BojiyMeH Ha Ep6
(MM"MyM  50 ml)  M  nocTaBeTe cooABeTHa M
Ep6MryKc oA BMjaiiaTa.  rlpeq]pjieTe ro Ep
rloBTopyBajTe ja npoLieAypaTa AOAeKa He
MHcpy3MCKaTa i"HMja  M  noMMHeTeja  co   E

nocTaBeTe M KOHTpO"pajTe ja 6p3MHaTa

ooABeTeH cTepMjieH  LLinpML+

Tpe6"oT BoiiyMeH Ha
KyMpaH  KOHTejHep  MJ"  iteca.
HMOT BoiiyMeH.  rloBp3eTe ja

HeTe MH¢y3MjaTa.
e o6jacHeTo Bo AejioT 4,2.



•      3a aj]MMHMCTDauMia cO LLlnDMu nvMna:  rlpeoweTajTe ro noTpe6HMOT BoiiyMeH  Ha Ep6MryKc.

3eMeTe cooABeTeH cTepMrieH Li.npMH M nocTaBeTe cooABe"a Mrjia.  M3EmeileTe ro noTpe6"oT
BOJlyMeH  Ha  Ep6MryKc oA BMjanaTa.  oficTpaHeTe ja  MrnaTa  M cTaBeTe ro Li]npMLioT Bo LijnpMLi
nyMnaTa.  noBp3eTe ja  MHcpy3MCKaTa iiunMja  Ha  Li]npMHOT M  3anouHeTe ja  MHct)y3wiaTa  oTKaKo

npeTxoAHo Re ja noMMHeTe co Ep6MTyKc M" cTeprmeH pacTBop Ha HaTpnyM xiiopMA 9 mg/ml

(0,9%).   floKOJiny e noTpe6Ho noBTopyBajTe ja npoueAypaTa Ao/]eKa He ro noc"rHeTe
npeoweTaHiioT BonyMeH.

7      HocMTEJi HA o4oEPEHMETo 3A CTABAH]E HA iiEr( Bo npoMET

BApyc Aooen ,

yJl. CKy" 6p.57

1000 CKonje

P.MaKeAo"ja

8      BPoJ M flATyM HA PELiJEHME 3A ofloEPEHME 3A CTABAhoE HA JiEK Bo npoMET

9      flATyM HA npBA PErMCTPALiMjA / OEHOBA

28.04.2015

10   flATyM HA nocJiEHHA PEBM3MjA H

JaHyapM 2020
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