Ilepexiax iHcTpyKIil Po 3acTOCYBaAHHS o pec aniitHoro noc TeHHs
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ACPKABHOIO MOBOIO, 3aCBIIYEH] IMANINCOM
P ’ No {/54' [ GEEG /297011
32a9BHHKA 360 YIIOBHOBAXKCHOI'0O HUM 7 7

npeacrapauka (Peankie Karepuna) Bin AE D7 A2

KAPBOIIJIATUH
JJIsA IH’GKHIﬁ B® 150 mr/15 mu,
450 mr/45 ma

3a penentoMm

KAPBOTEP 150, 450

CKJIAL:

1 MJI KOHIIEHTpATy AJIS PO3UMHY s iH(Y3iif MiCTUTE:
Kapbomnarun 10 Mr

Bona s im’exiiit mocTaTesa KiIBKICTh

OIIUC:

Kapbommatus A1 iH’€Kuiff HOCTaBISETHCA Y BHIULAAI CTEPHIIHHOTO, amipOreHHOTO BOIHOIO
po3urHy KapOomulaTuHy KoHmeHTpanicro 10 mr/mi. KapOomnmatur Mae HACTYIHY CTPYKTYPHY

dopmyry:
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KapbomiaTiH € mIaTHHOBOIO KOOPIMHAIIMHOIO CIOIYKOO 1 JOCTYIMHUHN y BUTJIAAI KPUCTATIIHOTO
nopomky. XiMiuHa Ha3zBa KapbortatuHy — Gic-miamiHo[nukiI00yTan-1,1-muxap6oxcunaro(2-)-
0O,0'lunarunym,(SP-4-2).

ITIOKA3AHHA:
Kap6onnaTus nokazanwuii i JiKyBaHHS:

IIporpecyrodoro emiTeniansHOT0 PaKy S€YHUKIB Y AKOCTI:
- Tepamii nepuioi JIiHii; _
- Tepamii Apyroi JiHii, SIKIIO 1HINi METOIM JIIKYBaHHS BUSBILIAC HeeQ)eKHIBHHMﬁ
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CI10CIb 3ACTOCYBAHHS TA 103U

INPUMITKA: AmoMminiii pearye 3 Kap0oniIaTHHOM, CIPHYHHSIOYH YTBOPEHHSI OCaay Ta
BTPATYy e()eKTUBHOCTI, TOMY He MOKHA BHUKOPHCTOBYBATH /JIsl IPUTOTYBAHHA 200 BBeXeHHA
KapOomiaTuHy AJs iH’exniif ronxn a6o Ha0OpH I BHYTPIIIHLOBEHHOT0 BBEeNEHHS, II0
MiCTATH aTIOMiHI€BI AeTai, AKi MOKYTH KOHTAKTYBATH 3 MPENapaToM.

Momnoteparis

* JloeaeHo, MO KapOOIJIaTUH K MOHOIpENapar eQeKTHBHUM y IAIlIEHTIB 13 PEIUIUBOM PaKy
S€YHUKIB ¥ 1031 360 Mr/mM?> BHYTPIIIHBOBEHHO OJWH pa3 Ha 4 TIKHI (SK adbTepHATHBA IIWB.
@®opMyIly N03yBaHHS). 3arajioM, OJHAK, OJHOPA30Bl MEPiOAMYHI KypcH KapOOILIATHHY HE CIIi
TIOBTOPIOBATH, JOKH KUIBKICTH He#Tpodinis He pocsarHe mnpuHaiimai 2000, a KiTbKicTh
TpombouuTiB — npuHaiiMHI 100 000.

KombinoBana repanis 3 nuknogocdamigom

* V ximioTepanil NPOrpecHBHOTO paKy SEYHHUKIB eheKTHBHA KOMOIHAIA Ui MAaIli€HTIiB, AKi
paHilie He JIIKYBaJTUCS, CKIIAJIaEThCS 3:

Kap6omratus mis 18’ ek 300 Mr/m? BHYTPIITHBOBEHHO OAMH Pa3 Ha 4 THXHI MPOTATOM IIECTH
IUKIIB (SIK albTepHaTnBa IUB. QopMyITy NO3YBaHHS).

Huxmodochamin - 600 Mr/mM?> BHYTPIIIHEOBEHHO OJHH pa3 Ha 4 THXKHI MPOTATOM IMECTH MUKIIB.
JIiis oTpuMaHHS BKa3iBOK IMO0 BUKOPHUCTAHHS Ta 3aCTOCYBaHHS IUKIOGocdhamiTy 3BEpHITHC 10
foro iHcTpykii. He cimix moBTOproBaTH mepioAndHI KypcH iH’ €Kit kapOomiaTiHHy B KoMOiHaIii
3 muIogochaMiIoM, JOKM KiNbKIiCTh HeiTpodiniB He mocsrHe npuHaiimui 2000, a KilTbKicTh
TpombonutiB — npuHaitMHi 100 000.

HanienTn 3 nopymeHHsaM GpyHKIIT HIPOK

[TamienTH 31 3HAYCHHSIMH KIPEHCY KpeaTWHIHY Hux4Ye 60 MJI/XB MAiOTh IIiJBUINCHHUH PHIMK
CEpHO3HOTO IPUTHIYCHHS KiCTKOBOI'O MO3KY. Y MAIli€HTIB i3 mopymeHHsM GyHKIT HUPOK, SKi
OTPUMYBAJIX MOHOTEPAIi0 KapOOIUIaTHHOM, YacTOTa TSDKKOI JIeHKOmeHil, HeHTpomeHii abo
TpombonuToneHii ctaHoBmiaa HmpubIm3HO 25 %, KONMM 3acTOCOBYBaMHCS Momudikamii 103w,
HaBeJICHI B TaOHUIN HYIKYE.

[TouaTkoBuil KIIipeHC KpeaTHHIHY
PexomennoBana 103a B IeHb 1

41 - 59 mn/xB 250 Mr/m?

16 - 40 mu/xB 200 mr/m>

JlaHi IoxO MaIlieHTIB i3 TSHKKUM HOpyIIeHHsM (QyHKIIT HApOK (KIIpeHC KpeaTHHIHYy HEDKYE
15 Mi/xB) HaaTO OOMEXKEHI, IO AATH PEKOMEH/AIIO MO0 JiKYBaHHS.

i pexoMeHgamii OO0 HO3yBaHHS CTOCYIOTHCS MOYATKOBOIO KYPCY JIKYBAHHI.

ITonmanbImi 034 cI1i KOPUTYyBaTH BiIIOBIIHO A0 NEPEHOCHMOCTI MAIIEHTOM 3aJI€)KHO BiJ{ CTYIIEHS
IPUTHIYEHHS KICTKOBOTO MO3KY.

IIanieHTH JiTHBOTO BiKY
* OckinbkM HHPKOBa (YHKIS 4YacTO 3HIDKEHA y IAI€HTIB JITHBOTO BIKY, HO3yBaHHS
KapOormatuHy 3a Gopmyoro, 3acHoBaHe Ha ominmi IIIK®, ciix BUKOPUCTOBYBATH IIA JHTHIX
Ialli€HTiB, o6 3abe3neuntn nependadysany AUC i in’exnilt kapOomaTuHy B Iiasmi KpOBI
Ta TaKUM YAHOM MiHIMi3yBaTH PU3UK TOKCHYHOCTI.
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o KapbGomnaTwn i iH’€KIifi — e NONepeAHBO 3MiMIaHuii BogHMH po3duH 10 Mr/mn
KapOoIJaTHHY.

o Kap6ornatus ajis 6’ €Kil MOXHa TOJATKOBO PO3BECTH JIO TaKUX HU3BKHUX KOHIIEHTpAIIIH, SK
0,5 Mr/mit 5% BOAHUM PO3YHHOM JIEKCTPo3u 260 0,9% po3urHOM XJIOpUIY HATPIIO UL 1H €KIIH,
USP.

[Ipu BUTOTOBNIEHHI 3TiHO 3 iHCTPYKI€I0 KapOOIUTaTHH AN 1H €KIiM € cTabUIBHUM IpOoTAroM 8
rOAWH TIpu KiMHATHIH Temneparypi (25°C). Ockinbki Ipenapar He MiCTUTh aHTUOAKTEPIabHUX
KOHCEPBAHTIB, PEKOMEHAOBAHO BHKHHYTH HEBHKOPUCTAHMH KapOomnaTuH depe3 8 roiuH micis
PO3BEIECHHS.

IMPOTUIIOKA3AHHSA

 KapbommaTiH IpoTHIOKA3aHUH Hari€HTaM:

* 3 TiMepYyTIMBICTIO N0 Ai040i(MX) pedoBHHU(MH) a0 10 Oyab-sKoi 3 JONOMIKHHMX PEYOBHH,
mepenigeHux y posnaini «Cknam»

* 3 TSDKKOIO Mi€JIOCYTIPECIEI0

* 3 ye ICHYIOUOIO TSDKKOIO HEPKOBOIO HEAOCTATHICTIO (3 KIipeHCOM KpeaTHHiHy < 30 Mi Ha
XBHJIMHY), 3a BHHITKOM BHIIAIKiB, KOJM, Ha OYMKYy JHKaps Ta IIAI[i€HTa, MOXXJIHMBI IepeBaru
JKyBaHHS IEPEBAKAIOTH PH3UKH

* 3 MyXJIMHAMH, 110 KPOBOTOYATH

* IpM OTHOYACHOMY 3aCTOCYBaHHI 3 BAKIIMHOIO IIPOTH JKOBTOI JINXOMAaHKH

* 3 BAXKKOIO AJIEPriYHOI0 PEAKIi€I0 B aHaMHE31 a00 JI0 IHIUX CIIOJYK, 10 MICTATh IUIATHUHY.

IHNONIEPEJ’KEHHS TA 3ACTEPEKEHHS

o IIpurHidyeHHs KiCTKOBOTO MO3KY (JIEMKOIICHIs, HEUTPOIIECHISA Ta TPOMOOITUTONICHIS) 3aTI€KUTH Bl
JIO3M 1 € J030JiMiTyIouMM (akTopoM mIpH JikyBavHi. CHif 4acTo KOHTPOJIIOBaTH IapaMeTpH
nepudeprIHOI KPOBi i Yac JTiKyBaHHS KapOOIUTATHHOM i, 32 HEOOXiTHOCTI, 10 Oy KaHH.
Cepenuiit HalHPOKUMt piBeHb HEHTPO(LNIB mocsAraeThcs Ha 21-H HeHb y TAaIli€HTIB, fKi
OTPHUMYIOTH MOHOTEPAIIIO KapOOIUIaTHHOM. 3arajioM He CJIijJ MOBTOPIOBATH PA30Bi IMEPiOMUYHI
Kypcu iH’exmil kapOOoIUIaTHHY, JOKH KiNBbKICTh JIEWKOIMTIB, HEHTpoGUIiB 1 TPOMOOIMTIB HE
HOPMATi3y€E€ThCSL.

» OCKIJIBKY aHeMis € KyMYJISTUBHOIO, MOXKE 3HAJOOMTHCS IepEeTMBAHHS KPOBI II1JT 9ac JIKyBaHH:I
KapOOIIATHHOM, OCOOJIMBO Y TAIIEHTIB, K1 OTPUMYIOTH TPHUBAILY TEPAIIifO.

o IIpurHiyeHHA KICTKOBOTO MO3KY ITOCHIIFOETHCS y IIAIli€HTIB, SKi OTPUMYBAIH IOIEPEIHIO
Tepario, 0COOIMBO 3a CXEMaMH, IO BKIIFOYAIOTH ITUCIUIATHH. IIpHrHiYeHHS KICTKOBOTO MO3KY
TaKOK TMMOCHTIOETHCA y TAIIEHTIB i3 mopymerHsM pyuKmii Hrpok. [logaTkoBi 1031 KapboIuiaTHHY
UL iH’eKItiit y 1ux mamieHTiB ciin BigmosigHo smenmmTH (muB. « CIIOCIB 3ACTOCYBAHHA
TA JIO3M»), a Mixk KypcaMHd CJiJl peTeIbHO KOHTPOJIOBATH HOKa3HUKH KPOBi. 3aCTOCYBaHHS
KapOOIUTaTHHY JUIA iH €Ki B MOEAHAHHI 3 IHIMMMH METOJaMH JIKyBaHHS, [NO NPHTHIYYIOTH
KiCTKOBHM MO30K, HEOOXiTHO peTebHO KOHTPOIIOBATH HIOA0 O3YBaHHSA Ta rpadiky, 0100 3BeCTH
J0 MiHIMyMy 1T0014Hi eeKTH.

» KapbommaTua Mae OOMeXcHHH HePPOTOKCHYHHM TOTEHIial, ajie CYIYTHE JIKyBaHHS
aMIHOTJIKO3UAaMH IIPU3BOAUTE IO IOCHJIEHHS HHUPKOBOI Ta/abo aymioNorigHol TOKCHYHOCTI,
TOMY HAI[€HTy i OyTH 0OepeXHIM, KOJIH BiH IpHitMae oOK1Ba NpenapaTH.

[MoBimoMIIIOCS TPO KIHIYHO 3HAYYIy BTPaTy CIyXy Y HemiaTpudHUX Maili€HTiB, KOJIH
KapOOIUTaTHH 3aCTOCOBYBAIH y 033X, BHINIWX 3a PEKOMEHJIOBaHI, y KoMOiHaril 3 IHIIHAMH
OTOTOKCUYHUMH 3acoOaMH.

o In’exuis KapOOMIATHHY MOXe BHKJIMKATH OJIOBOTY, sika Moxe OyTu OLIbIm cepﬁomom y

MAIli€HTIB, fAKI paHille OTPUMYBAJIH €MeTOre VNOEHMNOMESIRSHWHL 1 _CMEJ_U‘IK&LHI.
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MPOTHOTIOBOTHUMH 3aco0aMu  3MEHIIYE€ YacTOTy Ta IHTEHCHBHICTH ONIOBaHHA. Xoua
NEPEKOHIMBUX JaHUX IOA0 e(QEKTHBHOCTI HACTYITHUX CXeM KapOOIUIaTHHY IS iH €KIfiil Hemae,
IMOJOBKEHHST TPHBAJIOCTI OJHOPA30BOrO BHYTPIIIHHOBEHHOTO BBENCHHS N0 24 romuH abo
po3mOmin 3arankHOi M03W HA II'STh IOCTIAOBHUX IIOACHHUX IIYJABCOBHUX J03 HPH3BEIO [0
3MEHIICHHSI OJIFOBAHHSL.

+ Xoua mepudepriHa HEHPOTOKCHUYHICTH € HEYacTOIO, I YacToTa YaCTIlIe 3YCTPIJaeTbCsd Y
MaIlieHTiB cTapmie 65 pOKIB 1 y MaWieHTIiB, SKi paHille oTpuMyBand LUcIUiatuH. Ilomepemus
HEHPOTOKCHYHICTD, COPUYMHEHA UCIIATHHOM, HE HOTipHryeTbes npubnusno y 70% mnamieHTis,
SIK1 OTPUMYIOTE KapOOIJIATHH SIK CYIYTHIO TEPAIIifo.

* JloBimoMistocsl IPO BTPATy 30Dy, sKa MOXe OyTH IOBHOIO VIS CBITJIAa Ta KOJBOPIB, MICIS
3aCTOCYBaHHS KapOOIIATHHY B JI03aX, BUIIMX 32 PEKOMEHIOBaHI B IHCTPYKIIIi.

* 3ip nNoBHICTIO a0 3HAYHOIO MIpPOIO BITHOBIIOETBCS MPOTAIOM KUIBKOX THXKHIB ITICIIA
MPUIIAHEHHS JIIKYBaHHS BUCOKAMH JIO3aMHU.

* fx i y BUmaAKy 3 IHIOUMH KOOPAHWHAINIHHWUME CIIONyKaMW ILIATHHH, IOBIIOMIISIIOCS IIPO
ayepriudi peakunii Ha kapOomnaTuH. BoHE MOXyYTh BUHHKHYTH MIPOTATOM TEKLITBKOX XBUJIMH IiCIIs
BBEJICHHS 1 TOBUHHI OYTH YCYHEHI BiAMOBIMHOIO MiATPUMYIOUOIO Tepamicro. [CHye minBrImeHi
PU3UK QNEpriyHuX peakiliif, BKIIOYaoud aHadillakciio, y TMaIli€eHTiB, SKi paHillleé OTPHUMYBAIH
Tepanilo npenapatamy miatury. (Jlus. posain TIPOTUIIOKA3AHHS Ta IIOBIYHI PEAKIII:
Anepriusi peakiii.)

* Brcoki 1031 kapOomnaTuRy (SKi y YOTUPH pa3y NEPEBUIIYIOTH PEKOMEHIOBAHY 03y ) IIPH3BEIH
IO CEpHO3HUX BiAXMIEHD Y NOKa3HMKAX QYHKIIT IeYiHKH.

KapO6ormaTuH U1 iH’ €Ki MoXKe 3aBIaTH IIKOIH IUTOAY IIPY BBEACHH] BariTHiM xiHmi. [Tokazamo,
Mo KapOoIIaTWH JIS 1H €Kil Mae eMOpIOTOKCHYHY i TepaToreHHy Mifo y imypiB. Hemae
KOHTpOJIbOBAaHUX JIOCI/DKEHb 3a Y4acTIO BariTHMX OKiHOK. Skmo 1me#t mnpemapar
BUKOPUCTOBYETHCS IIiJ Yac BariTHOCTI abo SKIO MaIli€eHTKa 3aBariTHLIA T 9ac MpuitoMy IBOTO
Ipenapary, NalieHTKy CIILT MONEPeAUTH PO MIOTEHIIIAHY HeOe3eKy sl IUIoAa.

JKinkam AITOPOJHOTO BiKY CIiJ peKOMEHIyBaTH YHUKATH BariTHOCTI.

3AIIOBIKHI 3AXO0U

e 3araJbHi

lNomxu abo HaGopu IUist BHYTPIIIHBOBEHHOTO BBEICHHS, INO MICTATH AMOMIHIEBI Aetaii, sKi
MOXYTh KOHTAKTYBAaTH 3 KapOOIUIATHHOM JUISl 1H’€KUid, HE CINiJ BUKOPHCTOBYBATH IJIs
MPUrOTYBaHHSA abo0 BBEJCHHS IpemapaTy. AJIOMIiHIA MOXe pearyBaTH 3 KapOOIUIATHHOM,
BUKJIMKAIOYN YTBOPEHHS 0Caly Ta BTpaTy e()eKTHBHOCTI.

* B3aemogisl 3 iHMUMH JIIKAPCHKHAMH 3ac00aMHA

BB HeQPOTOKCHYHHX pEYOBHH Ha HUPKH MOXe OyTH IOCIIICHWH IUIIXOM iH’€KIif
KapOoIUIaTHHY.

Kanneporenes, Myrtarenes, mopymeHHs ¢eprwibHocTi. KaHneporeHHwii  moTeHmian
KapOOIUTaTHHY HE BHBYABCS, aJIC TTOBiTOMIISIIIOCS, IO CIIOJMYKH 3 MOMIOHMMY MeXaHi3MaMu il Ta
npodileM MyTareHHOCTi € KaHueporeHHuMH. [TokasaHo, 1Mo KapOOIUIaTHH € MyTareHHHAM SK in
vitro, Tax 1 in vivo. Taxox OyJo mokasano, 10 BiH € eMOPIOTOKCHYHUM 1 TEPATOreHHUM Y IIYPiB,
SIKi OTPUMYBAIH TIPETIapaT IiJ] 9ac OPraHOreHe3y.

[ToBimOMIIAIOCS] TPO BHITAJKH BTOPHHHHUX 3JOSKICHUX HOBOYTBOPEHB Y 3B’A3KY 3 KOMILICKCHOIO
TEpAILEXO.

* BariTHicTh o
BaritricTs - xareropis D (muB. poznin [IOIIEPEJDKEHH ). e
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Hesinomo, 4M BHALNIETbCA KapOOILIATHH y TpyJMHE MOJOKO. OCKINBKH ICHYE HMOBIPHICTH
TOKCHYHOCTI Y HEMOBIIAT, Ki TOMYIOThCS TPYOHUM MOJOKOM, BHACNINOK JKYBaHHS Marepi
KapOommatnroM Ui iH’ €Ki, PEKOMEHIYETHCS NMPUIIMHUTH TORYBaHHS T'PYAJIO, SKIIO MaTH
otpumye KapOommatus ans iH’ €Kuii.

3acTtocyBaHHS B mefiaTpii. besneka Tta epeKTUBHICTD Y NeiaTpUYHMX IAIIEHTIB HE BCTAHOBJIEHI
(muB. po3xnin ITOITEPEJDKEHH S «Aynionoridaa TOKCHYHICTEY).

* IlanieHTH JIITHBOTO BiKy

3 789 mamieHTIB y MOYATKOBUX XOCTikeHHAX koMOinoBaHoi Tepamii (NCIC ta SWOG) 395
HAIiEHTIB OTPUMYBAIX KapOorwiaTul y koMmOiHamii 3 nuknopochamigom. 3 uux 141 ocoba Oyma
crapme 65 pokiB, a 22 — 75 pokiB i crapmie. Y IHUX JOCIDKEHHSIX BiK HE OYB IPOTHOCTHIHUM
(dbakTOpOM JUIS BUXXHMBAHHS. 3 TOYKH 30py O€3MekH, MallieHTH JITHBOTO BiKY, SKi OTPHMYBAIH
KapOOIUTaTHH, Many OiNbIMy HMOBIPHICTH PO3BHUTKY TSDKKOI TPOMOOIMTOINEHII, HIXK NaIlieHTH
MOJIOJIITIOTO BIKY.

B o6’enuaniii 6a31 mamwx 1942 mnamientiB (414 Oynm BikoM <65 pOKiB), SKi OTpPUMYBaIA
MOHOTEpanilo KapOOIUTATHHOM JUIS PI3HMX THIIB NMYXIIHH, MoAiOHA yacToTa MOOIYHUX edeKTiB
criocTepirayiacs y IHamieHTIB BIKOM 65 pPOKiB 1 cTapiie Ta y HAali€HTIB MOJofme 65 pOKiB.
KuiHiYHHE DOCBIJ HE BHABHB BIIMIHHOCTEH y BIANOBIASX MDK JITHIMH Ta MOJOIIIMMH
narieHTaMu, ane He MOXXHA BUKIIOYHTH OUNBIMY YyTIHUBICTH JESKUX JITHIX oaed. OCKiTbKA
GYHKIIS HUPOK Y JEOACH MOXMIIOTO BiKY YacTO 3HIDKYETHCS, PYHKITIIO HUPOK CIIiJl BpaxOBYBaTH
npu Bubopi nozyBanusa Kapbomnatuny s in’eknidt (aus. po3ain «CIIOCIb 3ACTOCYBAHHSA
TA TO3M»).

TIMOBIYHI PEAKIIII:
HactynHi yacToTn nobiuaux edekrie 6a3yroThesa Ha nanux 1893 mamieHTIB 3 pi3HUME THIIAMHA
Iy XJIMH, SKi OTPEMYBAIH KapOOILTATHH B SKOCTI MOHOTEpAIIi:

* 'emaTosoriudga TOKCHYHICTD

[IpursigeHHs KiCTKOBOTO MO3KY € TO30JIMITYFO9O0r0 TOKCHUHICTIO Kapboruratuay amst 18’ eKiiif.
TpombonmToneHis 3 KinpkicTio TpoMOouTi Hinkde S0 000/mMM® BurEKaE y 25% namienTis (35%
TAITIEHTIB 3 PAKOM SEYHUKIB, K OTPHMYBAIH MOMEPEIHE JIIKYBaHHS); HEHTPOIICHIS 3 KUIBKICTIO
rpanyiounTiB Hmkge 1000/mm® 3ycrpivaetscs y 16% mnamienTox (21% mnamieHTOK 3 pakoM
SIEYHUKIB, SKi OTPHMYBAJIM MIONIEPE/IHE JIIKyBAHHSA); JIGHKOIEHLS 3 KUIBKICTIO JIEHKOIUTIB HUXYIE
2000/mm® 3yctpivaeTses y 15% manienTok (26% MaIi€eHTOK 3 PaKoM SI€YHHKIB, SAKi OTPUMYBAIA
IOTIEpEAHE TKYyBaHHA). Y MAIli€HTIB, SKi OTPHMYIOTH MOHOTEPAIii0, MAKCHMAIbHE 3HWKEHHS
piBHIB HeWTpodiniB 3a3Bu9ail HacTae npudmu3Ho Ha 21-if news. Ha 28 nenp y 90% pamieHTiB
pirerb TpomOomuTiB nepesuirye 100 000/mm3; 74% MaroTh KiNBKICTh HEHTPOQLUIIB BHUIIE
2000/vmmM3; 67% MaroTh KUTBKICTH JIelkonuTiB BuLue 4000/mm3.

ITpurHideHHs KICTKOBOTO MO3KY 3a3BW4aif OLIBII cepifo3HE Y MaI[i€HTIB 3 TOPYIICHASIM QyHKIIT
HUpOK. [lamieHTH 3 HU3BKUM pPIBHEM HpaIre37aTHOCTI TAKOX 3a3HAJIN OiNBINOI YaCTOTH TSDKKOI
nedxornenii Ta TpombormToneHii. Xoya reMaTooridHi edekTH, IK npaBHiio, 0OOPOTHI, BOHH
MPHU3BOJIATE 10 1HGEKIIHNK ab0 reMopariyHux yCcKIagHEeHb Yy 5% mailieHTiB, SKi OTpUMYBaIN
KapOOIIaTHH, IPHYOMY CMEPTH, OB’ S3aHa 3 MPHIHOMOM IIpenapary, HacTylajla MeHII HiX y 1%
marienTiB. JluxoManka Takodx OyJia 3apeecTpoBaHa y MAITIEHTIB 3 HEUTPOTIEHI€r0. AHEMis 3 piBHEM
reMoriobiny Menme 11 r/mn cmocrtepiramacs y 71% mnariienTiB, sxi NOYagu Tepamiio 3
MTOYaTKOBOI'O PiBHS BHIIE I[LOTO 3HAYCHHS. 3aXBOPIOBAHICTh HA aHEMIIO 3pOCTaE 31 301JIBINCHHSIM
excrosumii Kapbomnatuny s in’exmiit. [Tepenusanns 6yno nposeaeHo y 26% Malli€HTiB, SKi
orpuMyBany kapborarut (44% maIieHTiB, sKi paHinie OTPEIMYBATH JTiKyBaHHS paKy SIEYHUKIB).

HpI/II‘ HiYeHHS KiCTKOBOIO MO3KY MOXKE 6yTI/I OLIBIIT CCPHO3HHM SIKII0 KapOonaTHH 110 HOC,.[I.H)"GTBCH

3 {HIIMMH IpenapaTam, Mo IPErHIYYIOTh KiCTKOBHi [Mo3a¥d %&ﬂl%@ﬁ@ﬁ@tﬂﬁ‘%pan €10. R
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* IIInyHKOBO-KHIIKOBA TOKCHYHICTH

Bbmosota BuHEMKae y 65% mnanienTiB (81% XBOpHX Ha pak SEYHHKIB, AKi paHilie OTPUMYBAIH
NIKyBaHHS), 1 TpUOJIM3HO Y ORHIE] TPSTHHH NHX IAIIEHTIB BOHA € Baxkoro. KapbormaTuH, sk
okpemuil nmpenapaT abo B koMmbiHallll, € 3HAYHO MEHIIUM €METOT€HHHMM, HIX IUCIIATHH; OJHAK
TAI[i€HTH, SKI paHillle OTPUMYBAIH ONIOBOTHI Iperapatd, OCOOIHBO ITUCIUIATHH, BHABISIOTHCS
OLIBII CXUNBHUMH 0 OoBanHs. TiTbku Hynorta BuHEKae me y 10-15% mamienTis. I HymoTa, i
6JIOBOTA 3a3BHYaif NPHIUHAIOTECA IPOTATOM 24 TOJMH Wichd JIKYyBaHHS i 9acTO pearyioTh Ha
IPOTUOTIOBOTHI 3acO0H. X04a IIEPeKOHINBUX JaHUX PO €PEKTUBHICTh HACTYTHUX CXEM HeMae,
TpUBa&JIEe BBEJECHHs KapOOIIaTUHy NULIXOM Oe3mepepBHOi 24-rogunHHOl iHDY3il abo ImogeHHHX
IyJIBCOBUX 7103 MPOTATOM 5 JIHIB IOCHiIh OyJI0 OB’ 3aHE 3 MEHIN BUPAXKEHUM OJIIOBAHHAM, HiX
OHOpa30Ba CXeMa 3 MEPEepPHBYACTUMH JO3aMH. BIFOBaHHS MOCHIIIOBAJIOCS TPH 3aCTOCYBaHHI
KapOoIUIaThHy B KOMOIHAIT 3 iIHIMMMHU OFOBOTHAMY 3acobaMu.

e Inmie
IInyHKOBO-KHIOKOBI edeKTH, SKi COoCTepiranucs 4acTo, Oyma: 6irb y 17% mnaitienTi; miapes y
6%; 1 3amop Takox y 6%.

* HeppoJioriana TokcHIHiCTH

IMepucdepuuni He#iponarTii ciocrepiranuces y 4% marlienTiB, ki oTpuMyBanu kapbomtatun (6%
NAIiEHTIB 3 PakoOM S€YHHWKIB, SKi paHillle OTPUMYBAIM JIKyBaHHS), MPUUOMY Haifyacrinre
crocTepiranvcs Jerki mapecresii. Teparmis kapOOIIATHHOM BHKJIMKAE 3HAYHO MEHIIE Ta MEHII
cepio3Hi HEBPOJIOTivHI N00I4HI edeKTH, HiX Tepamid nuciiatyaoM. OHak malieHTa crapiie 65
pPOKIB Ta/abo Ti, SKi paHille OTPUMYBAIM IMCIUIATHH, MAlOTh migBumenu#t pusuk (10%)
nepudepryHux Helponatii. ¥ 70% nanieHTiB i3 HAIBHOIO IepUPEPHIHOI0 HEUPOTOKCHUHICTIO,
CIPHYMHEHOI NHCIUIATHHOM, HE CIOCTEpirajocs NOTIpIIeHHS CHMIITOMIB IIiJi 4ac Teparmil
KapOOILJIaTHHOM.

KitiHiuHa OTOTOKCHYHICTH Ta iHINI CEHCOPHI aHOMAJIi1, TaKi K PO3JaIu 30py Ta 3MiHa CMaKy, Oyiu
3apeecTpoBaHi jume y 1% mnanientiB. CuMnromu 3 OOKy IEHTpPaNbHOI HEPBOBOI CHCTEMH
crocTepiratoTecst y 5% DamieHTiB 1, 3/1a€ThCs, HaWJacTiIe IIOB’S3aHi 3 BHKOPHCTAHHSIM
poTUOIIOBOTHUX 3aCO0IB.

Xo4a 3araJbHa YacToTa NEepHGEpPUIHMX HEBPOJOTIYHUX NHOOIYHHMX e(eKTiB, CIPHYMHEHHX
KapOOIUIaTMHOM, HM3bKa, TPHUBAIE JKYBaHHS, OCOOJNHMBO Y TMAIli€HTIB, fAKi IOIMEPEIHBO
OTPUMYBAIH LUCIUIATHH, MOXe IIPU3BECTH OO KyMYJIITUBHOI HEHPOTOKCHYHOCTI.

* HedppoTokcuuHicTh

IMopymenHs GyHKIIT HUPOK CIIOCTEPIralOThCSA PifIKO, HE3BAXKAIOYH Ha Te, 0 KapOOoIUIaTHH, Ha
BIZIMIHY BiJ ITWCIUIATHHY, 3a3BHYall 3aCTOCOBYBaIM 0e3 riiparaiii BeJIMKOro 00’eMy pimuHu
Ta/abo ¢dopcopasoro miypesy. [IoBimOMIsSETHCA, IO YACTOTA AaHOMANBHHUX IMOKA3HUKIB (yHKIIT
HUPOK CTaHOBUTH 6% J1s1 KpeaTuHiHy B cupoBaTIi KpoBi Ta 14% 11t asoty cedoBuuu Kposi (10%
122% BiAIOBIIHO y TANIE€HTIB 3 PAKOM SEYHHUKIB, SIKI PaHillIe OTPAMYBAJIH JIiIKyBaHH:). BinbmicTs
i3 WX 3apeecTpOBAHMX aHOMAaNill OyjaM MOMIpHUMH, 1 TPUOIM3HO MOJNOBHHA 3 HHX Oyid
000POTHUMH.

JloBenieHO, MO KIIpPEeHC KpeaTUHIHy € HafOinbIl UyTIMBAM IOKa3HHKOM (YHKIHII HHPOK Yy
[AIN€HTIB, SIKi OTPUMYIOTH KapOOIUIaTHH, 1 1e, HMOBIpHO, HAHKOPUCHIIIHAA TECT A KOPEIAIil
KJIIpeHCy Ipenapary Ta MpUTHIYeHHs KiCTKOBOTO MO3KY. J[BaaIATh CiM BiACOTKIB HALi€HTIB, SKi
Mani 6asoBe 3Ha4eHHs 60 mi/xB abo Ginbmie, MPOJEMOHCTPYBAIN SHIDKEHHS HIDKYE, HBOIO

3HAYECHHS TIiJ 9ac Tepanii KapOoIIaTHHOM. YrOBHOBaKEHWUI |-/
NpeAcTaBHUK, |/ .. -
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* [ledinkoBa TOKCHYHICTH

[ToBimoMIsIIOCS PO BUNIAAKH AHOMANBHMX IIOKA3HUKIB (QYHKII] MNEYiHKH Yy MAIi€HTIB 3
HOPMATBHUMY BHUXIIHUMH 3HAUYeHHSMH: 3aranpHuil Oimipy6in 5%; SGOT 15% 1 nyxua
bocharaza 24%; (5%, 19% 1 37% BIAMOBIAHO y DAIIEHTOK 3 PaKOM SEYHHKIB, SKI paHiIIe
OTPHUMYBAIIH JTIKYBaHHS).

[1i aroMauIii, SIK mpaBuiio, OyIu IETKUMHU Ta 000POTHUMH PHUOIM3HO B IIOJIOBHHI BUITAJKIB, X0Ya
PO METacTATHYHOI IIyXJIMHH B IIE€YiHIII MOXXE YCKIQTHHWTH OINHKY y 0araThox marieHTtis. B
obMexeHil cepii MmarieHTiB, ki OTPHUMYBAIA JIy>Ke€ BHCOKI 103U KapOOIUIATHHY Ta ayTOJOTIYHY
TPaHCIUIAHTAIIF0 KICTKOBOI'O MO3KY, IOBIIOMIISIIOCS IIPO CEpHO3HI BIAXWICHHS ITOKA3HUKIB
GbYHKIIT TeYiHKA.

* 3MiHH €JIEKTPOJIITIB

Burmamxy aHOMaIbHO 3HHKEHUX 3HAYeHb €JIEKTPOJITIB Y CHpOBATI OyIM TaKUMHU: Hatpiit 29%;
kaniit 20%; xansmii 22% 1 marniit 29%; (47%, 28%, 31% i 43% BiAMOBINHO Y NAIEHTOK 3 PAKOM
SE€YHUKIB, SIKi paHillle OTPUMYBAIX JIKyBaHHsS). EnekTponmiTei HJ00aBKH 3a3BHYadl He
IpU3HAYANUCS OJHOYACHO 3 KapOOoIUIaTHHOM, 1 Il  ENEKTPOJITHI aHOMAaTii piAKo
CYIPOBOKYBATIUCS KITIHIYHUMH CUMIITOMAaMHU.

* Aseprivni peakuii

[Ipo rinep4ay TauBicTh 10 KapOoIaTuHy HoBimoMisiocs y 2% narienTis. LIi anepriyni peaxirii 3a
TMPHPOJIOIO Ta THKKICTIO Oy NOMIOHL IO THX, PO SAKi MOBIIOMISUTOCS MPH 3aCTOCYBAHHI IHITHX
CIOJNIyK, IO MICTATh IUIATHHY, TOOTO BHCHIIAHHS, KPOIHB’SHKA, epuUTeMa, CBepOlx 1 pimko
OpoHXOCTIa3M Ta TiMOTEH3isd. Y paMKaxX IOCTMapKETHHIOBOTO CIIOCTEPEXEHHS IMOBIIOMIISIOCS
npo aHadinaktayni peakuii (muB. posmin «[IOIIEPEJIDKEHHA»). 1i peakitii ycminmHo monae
CTaHJApTHA TEPAIlis aJ[peHAIIHOM, KOPTHKOCTEPOiJaMH Ta aHTHTICTAMIHHHMHE MpenapaTaMy.

* Peakuii y micui in'ekmit

Ilix gac MOCTMapKEeTUHIOBOI'O CIIOCTEPEKECHHS ITOBIIOMIISIIOCH MPO peakmii y Micmi iH’ ek,
BKJIFOYAIOUM ITOYCPBOHIHHSA, HAOpsAK 1 Oinb. Takox MOBIHOMISAIOCA PO HEKPO3, MOB’S3aHAN 3
eKCTpaBa3alli€eo.

* Innue

Binb i acrenis Oynu pisHUME MOOIYHUMHE eEKTaMI, PO AKi HaldacTille MOBIIOMITSIIOCS; IXHil
3B'S30K 3 MyXJIMHOIO Ta aHeMi€ero 0yB iMoBipHUM. IToBizomirsuiocs mpo anomnerito (3%). Cepuero-
CYIWHHI, peCHipaTOpHi, CEYOCTAaTeBl Ta CIM30BiI MOOGiIUHI edexTH BHHUKATH y 6% abo MeHime
MIAI[i€HTIB.

CepueBo-cymmHHI  peakIlii  (cepieBa HEMOCTATHICTH, eMOONis, TOPYIIEHHS MO3KOBOTO
KpoBooObiry) O6yiM JeTanrsHUMHE MEHII HiX Y 1% mnarieHTiB 1 He Oyiu OB’ sa3aHi 3 XiMiOTepaIli€lo.
Pinxo noBinoMisuocs mpo reMONMITUYHUN ypEeMIYHUH CHHIPOM, TIOB’I3aHMH 3 PaKOM.

Ilixg 9ac MOCTMapKETHHIOBOTO CIIOCTEPEKEHHS ITOBIAOMILIOCS PO HE3MyKaHHS, aHOPEKCIIo Ta
rinepTeHsito.

IIEPEJIO3YBAHHS

Hemae BimoMoro aHTHIOOTY NpH Tiepeno3yBaHHI KapOortaruaoM. OdikyBaHi YCKIaTHCHHS Bij
nepeno3yBaHHs OyIQyTb BTOPHHHHUMM BHACTINOK MPHIHIYEHHS KICTKOBOIO MO3KY Ta/abo
IEYiHKOBOI TOKCHYHOCTI.

YhnoBHOBaKeHnn /-
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YIMAKOBKA
KAPBOTEP (KapGormratun is 1H’ €KITii)

150 mMr/15 M1 BoiHOTO po34HHY B 0araTogo30BuX (uiakoHax (3 BIAKHIHOIO KPUIIKOK GIIAKATHOIO
KOJIbOpY) B KapTOHHIH KOpoOIi.

450 Mr/45 M1 BOZHOTO pO34MHY B 0araTo1030BUX (QrakoHax (3 BIIKUIHOIO KPUIIKOIO GIaKUTHOTO
KOJBOPY) B KQpTOHHIN KOPOOII.

IHOCHUJIAHHA

http://www.fda.gov/ohrms/dockets/ac/05/briefing/2005-
4180b_03 05 Carboplatin%201abel%201-9-04%20FDA.pdf

SBEPITAHHSA

HeginxpuTi ¢nakonu Kapbomnatuny s in’exiiii ctabinpHI 0 AaTH, 3a3HAYEHOI Ha YIAKOBIT,
3a yMOBH 30epiranss npu temneparypi 25 °C (77 °F); Bigxunenns no3oieHi Bix 15 °C mo 30 °C
(8im 59 °F no 86 °F). 36epiraTu y 3aXWIIEHOMY BiJf CBITJIa MICITi.

BaratonozoBi ¢rnaxkoru Kapbomnaruny ans iH’ekxiii 36epiraroTh Mikpo0ionoridyny, XiMidHy Ta
¢i3uuHy cTabiIbHICTS NpoTAroM 14 nuiB mpu Temmeparypi 25 °C micnsg 6araropa3oBoro BBEACHHS
TOJIKH.

Jlixapceki 3aco0u Ui apeHTEPATIHLHOTO BBENEHHS CIIII Bi3yalbHO INIEPEBIPHTH HA HAsBHICTH
TBEPAUX YACTOK 1 3MIHY KOJBOPY Iepen BBeAeHHsM. HeBuKkopucTaHuit posuns Ay indys3ii cmin
BUKHHYTH depe3 8 rouH IiCII IPUToTYBaHHS.

IHOBO/KEHHS TA YTUJII3AHISL

Crix po3TIsiHY TH TIPOIETY PY HAJIEKHOTO IIOBODKEHHS Ta YTHIi3aIlil IPOTHPaKOBHX HpeHapaTis.
Hemae 3aranbpHOl 3roam IMOJO TOTO, IO BCi HPOIENYpPH, PEKOMEHJIOBaHI B HaCTaHOBAaX, €
HEOOX1HUMH 9M IPUHHATHIMH.

BUPOBJIEHO
TEPI03 ®APMA ITPAMBIV JIIMITE],

IImot Ne 118, 119 ta 120, Cy. Ne 342, Poyn Ne 6, AJIEAII Innactpian Ecreitr, Onm: JOKHTY
Jleiin, Ilpararxi Harap, ['amxymapamapam (B), KytOymmamyp (M), Menuan-Maikamkripi
Hictpixt — 500090, Iaitnepaban, Texanrana Creit, [agis

Ten.: + 91 40-65161624, www.therdose.com
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Ilepexiiax KOpoTKOI XapaKTePHCTHKH Jo peecTpaniiinoro nocBin4eHus

reni ni 5 AOBET [0z fioz
Jep2KABHOI0 MOBOIO, 3aCBiTUeHi miqnucom 4A/ 1568
0 G FEL Z/2
3aBHHKA 260 YNOBHOBAXKEHOT0 HHM Ne ZZ{/ 19 f'g// & / %

npeacrasanka (Peankis Katepuna) Bix A6 27 2

KopoTka xapakTepHcTHKA JIKAPCLKOro 3a¢00V

1. Ha3ga dikapcbKkoro 3acody
Kap6omnarun mg in’exmiit B® 150 mr/15 man KAPBOTEP 150
Kap6omnarun ms im’exmit B® 450 mr/45 ma KAPBOTEP 450

2. SIkicHmii i KUIbKicHHIT cKiIaq

1 MJI KOHLEHTpATy AJIs pO3YUHY ULl iHQy3il MicTHTE Kapboriatuny 10 mr.
@uakoH 3 15 M1 KOHIIEHTpaTy MicTUTE 150 Mr kapOomaTumy.

@iakoH 3 45 MJI KOHIIEHTpATy MicTUTE 450 Mr KapOoIIaTHHY.

1 MJI MICTHTB:
Kap6omnarun 10 mr
Bona png in’exniii mocTaTHA KiJIBKICTh

3. Jlikapebka popma
Konuentpar g po3unHy Ui 1HGY31i.
IIpo3opuii 6e36apBHUit po3dUH 03 BUAMMUX YACTOK

4. Kiainiuni ocobauBocti

4.1. IloxazanHas
KapbonnaTus moxasanwit yist JiKyBaHHS:
ITporpecyiodoro emiTenialbHOTO paKy SE€UHHKIB ¥ IKOCTI:
- Teparmii mepmoi JiHii;
- Teparlii APyroi JiHii, IKITO iHINi METOH JIIKyBaHHS BUSABUIIUCS Hee()eKTHBHUMH.
JpiGHOKIIITHHHOTO PaKy JIETeHiB.

4.2, Cnoci6 3acToCyBAHHA Ta J03H

Ho3zyBsanHs:

Jlna [opocimx Hami€eHTiB, KOTp! INe He HPOXOAWIH JIKYBaHHS, 33 YMOBH HOPMAIBHOI QyHKIIIT
HHPOK, TOOTO IIpH KIIipeHCi KpeaTHHHHY > 60 MII/XB, pEeKOMEHIY€EThCSA pa3oBa BHY TPIIIHEOBEHHA
nosa kapborwarury 400 Mr/M?, IKa BBOJMTHCA METOJOM KOPOTKHX BHYTPIIIHBOBEHHHX iH(Y3ii
(Bim 15 mo 60 xBummH). TakoX A1 BU3HAUCHHS O3W MOXHA BHKOPHCTOBYBATH (GOPMYIy

Kanbsepra:
Joza (mr) = 6axana IIITK (mr/ma X xB) x [[IIK® (mia/xB) + 25]

Baxana IIIIK 3ananoBaHa XimMioTepamist CraTtyc JikyBaHHA ManicHTa
5-7 Mr/mMi X XB MownoTteparisa kapOoIUIaTHHOM bes monepeannoro mikyBaHHI
4—6 mr/mMi X XB MoHoTepamnis kapbomaTHHOM 3 nonepeAHiM JIiKyBaHHIM
4-6 Mr/mM1 X XB Kapbomnarun + nuxnodocdamin be3 nonepenHporo JikyBaHHA

[Ipumimka. IIpu Bukopuctanai dopMynu Kanbeepra 3aransHa 7032 kapGomIaTUHy PO3PAXOBYETHCS Y MT, a He Y

mr/M2.

He MOXHa IPOBOMMTH HACTYHOHMH Kypc JIKyBaHHS, IIOKH He IpPOiie YOTHPH THIKHi -[icis

IIOTIEPENIHBOTO KypCy JKyBaHHs KapOommaTnHdM Taynys Mosameidinfiodinis Ae nocsarae
NpefcTaBHUK, (3 . . 5
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3gaueHHs moHaiMenme 2000 KITTHH/MM’, a KiJIbKICTh TPOMOOHMTIB — MiHiMym 100 000
KITHE/MM®.

Jns manieHTiB 3 TakuMHE (GakTOpaMH PH3UMKY, SK IIONEPEJHE JIKyBaHHS IpernaparaMu 3
Mi€JIOCYTIPECHBHOIO JIIEIO Ta HU3BbKHM MOKa3HUK 3arallbHOTO CTaHy (3arajbHUi CTaH 3a IHKAI0IO
3y6pona (mkxara ECOG [CxinHa 06’ennana oHKojorivHa rpymna)) 2—4 abo innexc KapHOBCEKOTO
menire 80), pekoMeHI0BaHe 3HMKEHHS ITOYaTKOBO1 1031 Ha 20-25 %.

VY X071 mOYaTKOBOTO KypCy JIKYBaHHS KapOOIUIATHHOM 3 METOIO KOPEKIUil J03H PEKOMEHIOBAHO
BU3HAYATH pIBEHH HalMEHIIMX 3HAYEHb TIE€MATOJOTIYHMX ITOKa3HWKIB (nadir) IUIsIXOM
IIOTHKHEBOTO aHANI3y KpPOBI.

Ilonku abo Habopw AN BHYTPIIDTHHOBEHHOTO BBEJCHHS, IO MICTSATH ATOMIHIHN, SKi MOXYTb
KOHTAaKTyBaTH 3 KapOOIINaTWMHOM, HE CIiJi BUKOPHUCTOBYBATU AN IMiATOTOBKM abO BBE/ICHHS
npenapary. AJIOMiHIE BcTynae B peakiiiio 3 KapOOIIaTWHOM, BUKJIMKAIOUM YTBOPEHHS OCamy
Ta/ab0 BTpaTy e(peKTUBHOCTI.

IIpn mpuroryBaHHi Ta BBeAeHHI KapOoruatuHy ciif Oytu ocobmuBo obepexxsuM. Pozumn
TIOBMHEH TOTYBaTH JMIIE CIEIiaIbHO HABYSHHI MEPCOHAN Y 3aXHUCHUX PYKaBUYKaX, 3aXHUCHIH
MacIli Ta oJIs31.

ObmMmexena GyHKIISTI HEPOK.

VY mani€eHTiB i3 HOpYIIEHHSM QYHKIII HIPOK A03y KapOOIUIaTUHY CIIiJ 3MEHIIHUTH (IUB. hopMyIty
KanBepTa) 1 KOHTPOFOBATH [EMAaTOJIOT19HI TTOKA3HUKH Ta QYHKIIO HHPOK.

V narieHTiB 3 KIIPEHCOM KpEaTHHUHY MeHIne Hix 60 MIJI/XB € NIiABUILEHUH PU3UK NPUTHIYCHHS
byHKmiit kicTkoBoro Mo3ky. Yactora TsKKEX (opM JeiikomeHii, He#Tpomenii abo
TPOMOOIUTONIEHIT MPH HIDKYCHABECHUX JIO3yBAaHHSX € IMOCTIHHOIO Ta CTaHOBUTH 25 %o:

KiipeBc xpeatnHiHy [ToyaTkoBe /103yBaHHS
41-59 Mi/xB 250 mr/m? moBepxHi Tina
1640 m/xB 200 Mr/m? moBepxHi Tina

Janax mpo 3acTocyBaHHS KapOOIUIAaTHHY XBOPHUM i3 KJIIIPEHCOM KpeaTHHIHy MeHrme 15 Mi/xB
HEJOCTaTHBO JIJIS pEKOMEH/AAITIT TIO0 JIiKyBaHHs.

Bci HaBeneHi BuIne pekKOMEHAAII OO0 103 CTOCYIOTHCS BUXITHOTO KypCy JiKyBaHHsA. HacTymHi
JIO3W BapTO KOPUTYBATH 3AJIEXKHO BiJl IEPEHOCHMOCTI Mpenapary XBOPUMH Ta BiJl MPHHHITHOTO
edekTy Miejocymnpecii.

KombiHoBana Teparis.

Jyi onTHManbHOrO 3aCTOCYBaHHS KapOOIUIATHHY Y IOEIHAHHI i3 IHIMMMU Mi€JIOCYIPECHBHIUMHA
peuoBHMHAMHU He0OXiIHA KOPEKIis TO3K BiIMOBIAHO N0 BUOpaHOro pexumy Ta rpadiky Teparrii.
[TaifieHTH JITHLOTO BIKY.

3ayiexHO BiJ| 3aralbHOrO CTaHy 3[0POB’S MAIliEHTaM cTapiie 65 pOKiB MOXXe 3HamoOHTHCS
KOPEKIIisl O3H HiJ 9ac meproro abo mogaibiinX KypCiB JTiKyBaHHS.

IManiedTH JHTSY0r0 BIKY.

OcCKiNBKH JIOCBi 3aCTOCYBaHHS KapOOIUIATHHY Y MiTe# 0OMeXeHHH, HeMae peKOMEH Al o0
ZIO3H JUIS ITi€l BIKOBOT KaTeropil.

Possenenns 3aco0y.

Kapbomnatul ciig 3acTOCOBYBATH JIMINE BHYTPINIHBOBEHHO. IHCTPYKIii OO pO3BEICHHS
JiKapchbKOTro 3aco0y repes 3aCTOCYBaHHIM TUB. Y po3aiidi 6.6.

4.3. Ilporunoxazanus

Kapb6omnnarus npoTunokasanuit namieHTam:

- 3 TIMEPUYTIUBICTIO A0 HiF090i(KMX) pedyoBHHH(KH) ab0 10 OYIb-sK01 3 TOMOMIXHHUX PEYOBUH,
HepeniueHnx y po3aini 6.1;

- 3 TSDKKOIO MI€ENTOCYIIPECI€lo; Yrososamenns AEETR D,
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- 3 YK€ ICHYIOYOK TSDKKOI HHPKOBOIO HEJOCTATHICTIO (3 KIipeHCOM KpeaTtuHiny < 30 M Ha
XBUIMHY), 32 BHHATKOM BHIIAIKiB, KONW, HAa IYMKYy JiKaps Ta IAIli€HTa, MOKJIUBI II€pEBaru
JKyBaHHS IEPEBAXAIOTH PU3HKH;

- 3 MyXJIMHAMH, 110 KPOBOTOYATH;

- IIpY OJTHOYACHOMY 34CTOCYBAHHI BAKIIMHHU IIPOTH XKOBTOI IMXOMAHKH (AMB. po3ain 4.5);

- 3 BAKKOIO aJIEPTIYHOIO PEaKIli€lo B aHaMHe31 J0 iHIMHUX CHOMYK, IO MICTATH IIATHHY .

Kopurysanns 1031 MOXKe TO3BOJIMTH 3aCTOCYBAHHS IIPH HASBHOCTI JIETKOTO MOPYIIeHHS (QyHKIIT
HHUpPOK (UB. po3min 4.2).

4.4. Ocob.uBI 3acTepeKeHHA TA 3aCTEPeKeHHSA MPH 3aCTOCYBAHHI

Kap6omnnaTtus ciif 3acTOCOBYBATH JIUIIIE ITi] HAMISAOM KBaTihiKoBaHOTO JIiKaps, IKHi Mae TOCBi
3aCTOCYBaHHSA XiMiOTepaneBTHIHHX 3aco0iB. JliarBocTryHi Ta JiKyBasibHI 3ac00U MOBUHHI 6YTH
JIETKOOCTYITHUMH IS IPOBEJCHHS TEPallii Ta y BUIIAAKY MOXIIUBUX YCKIaIHEHD.

Heo6xiqH0 peTenbHO KOHTPOMIOBATH MTOKa3HUKH MeprdepudHol KpoBi, QYHKIIIT HHPOK i EYiHKH.
Ilepen mouatkoM Tepamii KapOOILUIATHHOM 1 3 THIKHEBHMM IHTEpBaJaMM IICIS I[LOIO CIIL
IIPOBONUTH aHaJIi3 KpOBi. 3aCTOCYBaHHS IpemnapaTy CIiJ MPUIHHHUTH, SKIO CIIOCTEPIracThCs
aHOMaJIbHE IIPUTHIYEHHS KiCTKOBOIO MO3Ky ab0 mopyireHHs QyHKIT HHPOK Y MEYiHKH.
3aranoM Kypcu KapOOIUIaTHHY HE CJIiJ] HOBTOPIOBATHM 4YacTillle, HiX KOXHI 4 THXHI, IN0O
MIEPEKOHATHCS], IO NOKA3HUKH KPOB1 JOCATIIM HAHHMKYOTO PiBHS Ta BiMOYJIOCS BIIHOBJIEHHS JI0
3a[I0OBUIBHOTO PiBHSL.

BuHUKHEHHS, TSDKKICTB 1 TPHBAJIICTh TOKCHYHOCTI, AMOBIpHO, Oy/IyTh OiNBIIMMH Y HALI€HTIB, AKi
NONEPETHBO OTPHUMYBAIM JIKyBaHHA KapOOIUIaTHHOM a00 NHCIUIATHHOM, MaloTh HH3BKY
IIpane3naTHicTh abo B moxmiomy Bili. [lapamMerpu GyHKIIT HUPOK CJIiA OMIHIOBATH JIO, I Yac i
ITiCIIA Teparii KapOOTIaTHHOM.

I'emamonoziuna moxkcuuricme.
JlefikomeHis, HEHTPONEHIS, TPOMOOIUTOIICHIS 3AJIEXKUTE BiJ{ IO3H 1 € O30MIMITYIOUMM (HaKTOpoM
mpy JdikyBaeHHI. Ilin dac JikyBaHHS  KapOOIUIATMHOM HEOOXiNHHN KOHTPOJH IapaMeTpiB
nepudpepudHoi Kpopi. lle J03BONHTE KOHTPOJIOBATH TOKCHYHICTH 1 JOINOMOXKE BH3HAYHTH
HalHIWKYIUY piBeHb 1 BIJHOBJICHHS TeMATONIOTIYHMX IapaMeTpiB, a TaKOX JOMOMOXKE B
NOJANBIIOMY KOPUTYBaHHI JO3yBaHHs. Y MAIli€HTIB, SKi OTPUMYIOTH iH’€KIl KapOOIIaTuHy y
paMKax MOHOTepallii, MaKCHMaIlbHe 3HWKEHHS PiBHIB HEUTPOQLIIB, K IPaBUIIO, BiIOYBAETHCS Ha
21 neHb, a 'y NAII€HTIB, SKi OTPUMYIOTH KOMOIHOBaHY Teparrito, — Ha 15 no0y. B3arani me moxna
pO3LOYMHATA HACTyIHUH Kypc JIKyBaHHSI KapOOIUIAaTHHOM JI0 HOpMami3alii KilbKoCTi
JeWKonuTiB, HeHUTpodimiB Ta TpoMmOOIMTIB. SIKIMO piBeHb HeMTpodinie mamae Hmxde 2000
KIiTAH/MM> 860 TpoMOOIMTIB cTaroBUTE Merme 100 000 KimiTHE/MM?, CITif POSIIISHYTH IHTAHHS
PO BiAKJIaAEHHA Teparrii KapOoIUTaTHHOM 10 BiJHOBJIEHHS KiCTKOBOI TKagMHH. Lle BigHOBICHHS
3a3Bu4ail 3afiMae Bigm S g0 6 TwxHiB. JIJIT MOAAIBINOrO JIKyBaHHSA MOXE 3HAZOOHTHCA
IIepeNUBaHHS KPOBI Ta pEKOMEHIOBAHO 3HIDKEHHS JO3H.
[TamieHTH 3 BaXKOIO Ta CTIHKOIO MI€JOCyIpeciclo TepeOyBaroTh Y TPyli BHCOKOTO DPH3UKY
BHHHMKHEHHA iHQEKIIHHNX yCKIIaMHEeHb, B TOMY YHCHI 3 JISTAIEHAM HAcHiAKOM (UB. po3min 4.8).
Ilpn BHHMKHEHHI Takux e(eKTiB HmpuiloM KapOOIUIATHHY CIII HEpepBaTH Ta PO3TIISTHYTH
MOJKJIMBICTE 3MIiBH JI031 a60 MIPUMTHHEHHS JIIKYBAHHIL.
Mienocynpecis B pe3yIbTarTi TiKyBaHHSI KapOOIIATHHOM TiCHO II0B’I3aHa 3 HAPKOBHM KJIiPEHCOM
mpenapary. Takum 4MHOM, y HAIUEHTIB 3 mOpyIneHHSM (YHKIII HUPOK abo THX, XTO OJEPXKYE
CYIYyTHIO  Tepanilo  He(QpOTOKCHYHMMHK  IIpemaparaMy,  Mie€JOoCympecis,  0coOIHuBO
TPOMOOLIMTONIEH S, MOXKe Oy TH OUIBII TSHKKOIO Ta TPUBAJIO0. 1109aTKOBI 1031 KapOOoMIaTHHY I
IMX Tpyl Nami€HTiB CIiJ BiIIOBIAHAM YHHOM 3MEHINHUTH (AMB. po3min 4.2) i peTenbHO
KOHTPOJIFOBATH €(EKTH IUITXOM YacTOro aHANI3y KPOBI MiX KypcaMH. T
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MienocynpecuBHi e(peKTH MOXYTh OyTH aJgUTHBHUMH N0 e(eKTIB CyIyTHBOI XiMioTeparrii.
KombinoBana Tepamis 3 IHIIUMH MIETOCYIPECUBHUMU I[IpernapaTaMyd MOXe BUMAaraTh
Moudikarii 703yBaHHA/9acy 3aCTOCYBaHH 3 METOIO MiHiMi3amii aAUTHBHUX €(DEKTIB.

AmeMis € 4aCTOI0 Ta KYMYJISTUBHOIO, OJJHAK PifIKO MOTpeOye nepenuBanHs KPOBi.

VY manieHTiB, SKi OTPUMYBaIXd KapOOIUIATHH, NOBIAOMISUIOCS PO TEMONITHYHY aHEMIIO 3
HAsBHICTIO AHTHTLA, IHAYKOBAaHWX CEPOJIOTIYHMMH Ipemaparamu. Llg momis moxe Oyrtu
dbaTanbHOIO.

[oBimommsutocss TpPO BHOAAKH BHHHKHEHHS TOCTPOi IMpPOMIEJONUTApHOI JieHkemil i
mienoaucmiactiynoro curapomy (MJIC) / roctporo mienoigHoro sneikosy (I'MJI) gepes kinbka
POKIB micys Teparrii 3 KapOOIUIATHHOM Ta IHITUMHE MPOTUITY XJIMHHAMU 3aCO0aMH.

I'emonimuxo-ypemiunuii cunopom (I'YC)

I'emomitako-ypemiuauii cuaapoM (I'VC) € HebesmeyHMM IS KHUTTA NOOIYHEM eEeKTOM.
3acTocyBaHHS KapOOIUIATHWHY CHijl TMPUIIAHATH HpH IEPIIMX O3HAKaX MIiKpOaHTiOMaTHYHOI
TEMOJIITHYHOI aHeMil, TakWX K IIBUIKE 3HIDKCHHS pPIBHA TIeMOINIOOiHy 13 CYIyTHBOIO
TPOMOOIUTOIICHI€0, T1i IBUIICHHS PiBHSI CHPOBATKOBOTO OiipybiHy, CHPOBATKOBOT'O KpEaTHHIHY,
a30Ty CEYOBMHM KpoBi abo makrarnerigporenaszu (JIAI). HupkoBa HemocTaTHICTE MOXe OyTH
He0OOPOTHOFO ITiCIII MPUIHHEHHS Tepailii Ta oTpe0yBaTuMe POBEICHHS Tiali3y.

Anepeiuni pearyii.

SIK 1 TIpH 3aCTOCYBaHHI iHIIMX MpeNapariB Ha OCHOBI IIATHHU, aIepridHi peakiiii, ki HaigacTimme
BUHUKAIOTH I 4Yac TPHHOMY, MOXKYTb BHHUKHYTH 1 BHMaratd IpuUlluHEeHHS iHbysil. 3a
HAI[iCHTAMM CJIiJI PETEIBHO CHOCTEPIraTH, a TAaKOXK Yy TaKWX BHIAAKaX HEOOXJHO PO3MOYaTH
BIJITIOBiZIHE CHMIITOMATHYHE NIKyBaHHS (BKIIOYAIOYM AHTWTICTAMIHHI HpenapaTd, aJpeHalliH
Ta/abo rIOKOKOPTHKOIAH). IIoBiTOMISIIOCS TpO MepeXpecHi peakilii, iHOJi JIeTalbHI, 3 yciMa
CIOJyKaMH IUIaTHHU (MUB. po3ainu 4.3 1 4.8).

Huproea moxcuunicme.

VY marieHTiB 3 0OMEXEHOI0 (YHKIEID HUPOK IUe IO IIOYaTKy JIKYBaHHS KapOOIUIaTHHOM
He(POTOKCHIHUH eeKT MOXKe BUHUKATH dHacTimie Ta MaTH Ounbml TSKKY opmy. Hesposymino,
9g{ MOJKE BiMTOBiMHA IIporpama TifpaTarnii MoI0JIaTi Takuid eekT, ane 3a HaIBHOCTI CepiAO3HUX
3MiH y TecTi Ha (YHKIIO HHPOK HEOOXITHO 3MEHIIUTH 103y ab0 NPHUIMHUTHA Tepario.
[MopymenHns Qysxuii HApOK OUMBIN IMOBIpHE Yy MAmi€HTIB, Y SKUX paHIlle CIOCTepiranacs
He(POTOKCHIHICTh BHACIIZOK Tepanil HACILIATHHOM.

Benooxniosuena xeopoba neuinku.

IMosimomsnocs npo BUMAIKK OOCTPYKITiT METiIHKOBUX BeH (CHHIPOM CHHYCOIAATEHOI 00CTpyKITil
IICUiHKH), AesKi 3 JeTaTbHUM HaciinkoMm. CIif IepeBipsSTH TAIi€eHTIB Ha HAsBHICTH O3HAK 1
CHMIITOMIB TOpYIIEeHHA (YHKOIi MeYiHKH abo MOpTaapHOI TimepTeH3ii, ski HMOBIpHO HE €
pe3yJBTaTOM METacTa3iB B MEUIHIT.

Cunopom nizucy nyxaun (CJIII).

3 MOCTMAapKEeTHHTOBOTO JIOCBIAY 3aCTOCYBaHHS BiIOMO IPO BUNAIKU CHHAPOMY JIi3HUCY IYXJIUH Y
TIAIT€HTIB, SIKi IPOXO,THITH JIIKyBaHHS KapOOIUIATHHOM y MOHOTeparrii 200 B KOMOIHAIT] 3 IHIIIMHA
ximioTepaneBTrauuMu 3acobamu. CliJi KOHTPOIOBATH NAIIEHTIB 3 BHCOKUM PU3MKOM
BuuukHeHHd CJIII, ToOTO MAIi€HTIB 3 MyXJIHHAMY, KJITHHU SKHX XapaKTePU3YIOTHCS BUCOKOIO
IpoTiepaTHBHOIO 3MATHICTIO, 3 BHCOKOI IIOIIMPEHICTIO IyXJIMHU 1 MNaIlieHTiB 3 BHUCOKONO
Yy TJIMBICTIO A0 IIUTOTOKCHYIHUX 3aC00iB, Ta MPOBOAMTH BiAIOBIHI 3aIIO01XKHI 3aX0/H.

Heeponoziuna moxcuunicme.
Xoya mepudepudHa HEBPOJIOTiYHA TOKCHYHICTH, SK IPABHJIO, € IONIMPEHOIO Ta JIETKOIO,
0OMEXYIOUHCE IAPECTE31€r0 Ta 3HUKEHHAM KiCTKOBO-CYXOKHIBHUX pedliekciB, BUHHKHEHHS IUX
CHAMITOMIB 6ilIBII IMOBIpHE y TAIi€HTIB BiKOM_BimZ 65 POKiB Ta/ab0 y THX, KOTpi BXKE ITPOHIUIIH
YrioBHOBaMenuy |
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Kypc JNKyBaHHs TIpelaparaMi MMCIUIATHHE. MOHITOPHHT i HEBPOJOTiYHI OIJLAAM IIOBMHHI
IIPOBOAUTHCS Yepe3 PeryisipHi HPOMIXKKH dacy.

HoBimoMisAnocs Npo MOPYLIEHHS 30py, BKIIOYAIOYM BTPaTy 30pYy, MICIsA 3aCTOCYBaHHS
KapOOILIATHHY B 103aX, BUIIKX 32 PEKOMEHIOBaHI JUIA MAIli€HTIB 3 HOPYIIEHHAM QYHKIIli HAPOK.
Ilicia 3axkiH4YeHHs JIKyBaHHS BHCOKMMH J03aMH Mpelnapary 3ip BIJHOBIIOBABCA MPOTATOM
JEKINBKOX THXKHIB, SIK TIPABHIIO, Y TOBHOMY 00Cs31 260 3 HEBEIMKIMHU OOMEXEHHAMH.

Cundpom 360pomuoi 3a0Hboi netikoenyepanonamii (C33J1)

Bunanky BUHUKHEHHS CHHIPOMY 3BOpOTHOI 3aaHbpOi Jelikoennedanonarii (C33JI) 6yio
3apeECTPOBAHO Y MANIEHTIB, SKi OTpEMyBaId KapboIuaTHH B koMOiHOBaHiH ximioTepamii. C33J1
€ pinKicHAM, 0GOPOTHUM (TIicis IPUIVHEHHS JTiKyBaHHS), HEBPOJIOTTYHAM 3aXBOPIOBAHHSM, 1110
IIBHIKO PO3BMBAETHCS, SIKE MOXE BKIIOUATH B ce0e BUHUKHEHHS CYJIOM, TiIEPTOHIi, TOJIOBHOTO
60110, CIULYTAHOCTI CBiAOMOCTI, CTIMIOTY Ta iHII Bi3yalbHi Ta HEBPONOIiYHI IOPYIUEHHS (IMB.
posxmin 4.8). Jiarmo3 C33JI minTBepIpKyeTbCs pe3yibTaraMu OOCTEXEHHS TOJOBHOIO MO3KY,
HepeBaxHo 3 BUKOpUCTaHHAM MPT (MarHiTHO-pe3oHaHCHOI ToMorpadii).

Hayienmu nimnvozo 6ixy

JocmifkeHHs 3 BHBYEHHs KOMOiHOBaHOI Tepamii 3 3aCTOCYBaHHAM KapOOIUIATHHY Ta
muksodochaMiny mokasand, MO Y MAliEHTIB JTITHHOTO BiKy TPOMOOUMTONEHISA PO3BUBAETHCST
yacTile, HiX y MonoanuxX. OCKIIBKA Y TAIliEHTiB NITHHOTO BiKy QYHKIIiS HUPOK YaCTO 3HHIKEHA,
HeoOXiZIHO Bpax0OBYBAaTH 1eH (HakTop Ipy BH3HAYCHHI TO3H IPENapaTy.

Inwe

Ilix 9ac Teparii KapOOIUIATHHOM IIOBIOMILSUTIOCS PO MOPYIIEHHS CIIyXy. OTOTOKCHYHICTE MOXE
OyTH OLIBII BHPaXEHOK y JiTeH Ta dacTilie CIIOCTepIiraeThCs y MalliedTiB, fAKi paHime
OTPHUMYBAIH IMCIIATHH. [0BiIOMIISIOCS PO BUIIAIKH BTPATH CIYXY 3 BiICTPOYEHMM IIOYATKOM
y miteit. V wiit momyiamii peKOMEHI0BaHO TPHBAIIE ay AiOMETPHYHE CIIOCTEPEKEHHA.

3acTocyBaHHS XHMBHX ab0 aTeHyMOBaHHX YXUBHMX BaKIWH Yy IAi€HTIB 3 NOPYIIEHHSAM IMyHHOI
CHCTEMH IIiJ[ 9ac IIPOBEICHHS XiMioTepartii, y TOMy YHCIIi 3 BAKOPHCTAHHAM KapOOIIaTHHY, MOXKE
IPU3BECTH O PO3BUTKY TKKMX abo jeTalbHUX iHQeKHid. 3 miel IpuYMHE CIiN yHMKATH
BaKIWHAIii IAIi€HTIB i3 3aCTOCYBAHHAM JKWBOI BAKI[MHH IiJ 4Yac I[POBEJCHHA JiKyBaHHS
kapbomnaruaoM. HexuBi abo iHaKTHBOBaHI BAKI[WMHKE MOXKHA 3aCTOCOBYBAaTH, OJHAK PeaKilis Ha
Taki BaKIIHHA MOXe OyTH 3HMXXEHOIO.

Ilif yac MPUTOTYBAHHS Ta BBEIEHHS KapOOIIIaTHHY HE CIIifl BUKOPHCTOBYBATH OOJIaqHaHHsA, 10
MICTHTH AFOMIHIN (IUB. po3ia 4.5).

4.5. Bzaemogia 3 iIHIIMMH JiKapCHKAMH 32C00aMH Ta iHIIi BHAM B3a€MOIIL

Kap6omiaTia MOKe B3a€MOJIATH 3 AJIFOMIHIEM 3 YTBOPEHHSIM 4OPHOro ocamy. I'oyku, mmopunmy,
KateTepu abo HAGOPHU Ui BHYTPINIHHOBEHHOrO BBENCHHS, SIKi MICTATH alOMiHi€Bl meTani, AKi
MOXYTh KOHTAKTYBAaTH 3 KapOOIUIATHHOM, HE CJIiJ{ BUKOPHCTOBYBAaTH MV MPUTOTyBaHHS abo
BBCJICHHS TPETIapaTy.

Yepes MigBHINEHWH pHU3UK PO3BHTKY TPOoMOO3iB NpH IyXJIHMHHMX 3aXBOPIOBAHHSIX 4YacTo
NpH3HAYAIOTH AHTHKOATYJIHTHY Tepamifo. 3HauHi MiXCy6’€KTHI KOJMBaHHS NOKA3HHKIB
3ropTaHHs KpoBi Mg 9ac XBOpoOM, a TaKOXX MOMJIEBA B3aEMOJII MK HEpOPalLHAMH
AHTUKOATYJISHTAMM 1 XiMioIpemapatoM MOXYTh HOTpeOYBaTH pEryJIIPHOTO KOHTPOIIO
MIXHApOJIHOrO HopMasizosaHoro Biguomenss (MHB), SKINo NamieHT JiKyeThCsa IEPOPATEHUME
AHTHKOATYJISTHTAMU.

OpaogacHe 3aCTOCYBAHHIA IIPOTHUNIOKA3aHO

Baknura mpoTH JKOBTOI JIMXOMaHKH: PH3HK FCWE‘HHI‘# '3 NeTaNbHAM
pe3yapTaToM (UB. po3ain 4.3). ~ yhnos oBaxeHuu rel
npeacTaBHU,,
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OpHovacHe 3aCTOCYBAaHHS HE PCKOMCHIAYEThCA

- 3acTocyBaHHs y KOMOIHaIIT 3 )XUBUMH OclabIeHHMH BaKIMHAMHY (OKpiM BaKITMHH IIPOTH KOBTOT
JTUXOMAHKH): PH3UK PO3BUTKY CHCTEMHOTO, HMOBIPHO JIETATBHOTO, 3aXBOPrOBaHHS. [led pu3mk
MiTBUIYETHECA Y XBOPUX 3 OCHablIeHUM IMYHITETOM uepe3 OCHOBHE 3axBoproBaHHS. Crij
3aCTOCOBYBATH iHAKTHBOBAHI BAaKIIMHHU Y Pa3i HAIBHOCTI (ITOJIIOMIENIT).

- @eHiToH, POCHEHITOIH: pHU3UK 3arOCTPEHHS CYZAOM (BHACHIIOK 3HIDKEHHS TPaBHOI abcopOrmil
GbeHITOIHy WX Ti€0 MUTOTOKCHYHOTO IIPenapary), PU3HK IMOCHICHHS TOKCHYIHOCTI ab0 BTpaTH
ebEKTUBHOCTI IMTOTOKCHYHOIO Hpemapaty (dYepe3 ITOCHICHHS MeTabomizMy GeHiToiHOM y
TICYIHITI).

B3stu 110 yBaru ofHOYacHE 3aCTOCYBaHHS
- HMuxmocnopuH (i IUIIXOM €KCTPAIIOIAI] TaKPOJIIMyC 1 CHpOiMyc): HaMipHa IMyHOCYIpecis 3
puzukoM Jimbonpomnideparii.

- OpmHowacHa Tepamisi HeQpPOTOKCHYHMMH ab0 OTOTOKCHUYHMMH IpenapaTraMiu, TaKUMH SK
aMiHOITIKO3UJTA, BAaHKOMIIHMH, KaIpPEeOMIOWH 1 ALYPETHKH, MOXXe 30UIBIMUTH ab0 MOCHINATH
TOKCHYHICTh, OCOOJMBO Yy NAII€HTIE 3 HUPKOBOIO HEJOCTATHICTIO, depe3 3MIHH HHPKOBOT'O
KIIIPEeHCY, COpUIHHEH] KapOOIIaTHHOM.

- [leTnpoBi miypeTuku: HEOOXIAHO MiIXOAWTH 3 OOSPEKHICTIO IO OTHOYACHOTO 3aCTOCYBaHHS
KapOoOIIaTHHY 3 METIHOBHUMH JiypPeTHKAMH dYepe3 KyMYyJIATHBHY HEDPOTOKCHYHICTH Ta
OTOTOKCHYHICTD.

Komb6iHoBaHa Tepartis 3 IHITAMHU Mi€TOCYIPECHBHAME 3aC00aMU MOKe BUMAaraTH 3MiHH 1031 abo
TIeperUIanyBalHs 103, 00 MiHIMI3yBaTH TOAAaTKOBI MIi€IOCYNIPECUBHI €EeKTH.

4.6. ®epTUNBHICTD, BATITHICTD i JJAKTANist

BarirtHicTh

3acTocyBaHHS KapOOIUIATHHY y IMEPiOi BariTHOCTI MOXE HPHU3BECTH JI0 BPOJIKCHUX aHOMAIiH
PO3BHTKY. Y paMKaxX €KCIIEpUMEHTY 3i IypaMH KapOOIUTaTHH [T0Ka3aB CBOIO eMOPIOTOKCHYHY Ta
TEpaTOTEeHHY JiI0 IMiJ Yac opraHoreHe3y. JKOAHWX KOHTPOJIBOBAaHHX MOCHTI/DKEHb 3a YYacTIO
BariTHUX HE MPOBOAMIIOCH.

Besneune 3acTtocyBaHHs KapOOIIATHHY ITiJT YaCc BariTHOCTI HE BCTAHOBJICHO. SIK YONOBIKIB, TaK 1
XKIHOK, fKi OTPHMYIOTH KapOOIUIaTHH, Ciif MOIHQOPMYBAaTH NPO MOTSHIIHHUA pPH3UK
HECIPUSATIHMBOTO BIUIMBY Ha PEMPOMYKHilo (muB. po3ain 5.3). XiHkam miTOpPOTHOrO BIKY CIin
PEKOMEH/TyBaTH YHAKATH BariTHOCT1, BHKOPHUCTOBYIOYH €eKTHBHI 3aCO0M KOHTpAIETIil, 1 1X cimix
MOBHICTIO MOIHPOPMYBATH PO MOTEHIIWHY HeOe3meKy IS IUI0/a, SKIIO BOHK 3aBariTHIIOTH i
gac Teparii kapbormtatuHoM. Kap6ommaTiH He ClliJl 3aCTOCOBYBATH BariTHUM KiHKaM abo xiHKaM
PENPOAYKTUBHOTO BiKy, SIKi MOXYTbH 3aBariTHITH, 332 BHHATKOM BHIIJKIB, KOJIM IOTEHLIHHA
KOPHCTE IS MaTepi MePEeBHITY€ MOKIMBHI PU3HK JJISA IUTOA.

[lepioz roayBaHHs TPYJUTEO.

Ha nanwuii MOMEHT HEB1IOMO, UM MIPOHHKAE KapOOIUIATHH Y MAaTEPUHCHKE MOJIOKO.

Uepes MOXUIUBY HETaTHBHY Jil0 Ha JUTHHY NMOTPIOHO BiAMOBUTHCS BiJ| TPYJIHOTO T'OZyBaHHS Y
Tiepio JiKyBaHHS KapOOIIaTHHOM.

DepTHIbLHICTE.

Y mami€eHTiB, SIKHM 3aCTOCOBYIOTH AHTHHEOIUIACTHYHY TEpalliio, MOXKe BHHUKHYTH IOHaIHA
CyTpecis, II0 MPOSBISIEThCS aMeHopeero abo azoocmepmieto. LI edekTn 3amexarb Bij A03u Ta
TpI/IBaJ'IOCTi Tepartii 1 Moy Tb OyTH HeobopoTHUMH. [IpoTHO3 1010 CTYyIIeHS noripmeHH;I byHKIii
CiM’SIHUKIB ab0 SIECYHUKIB yCKJIaJHEHWI dYepe3s HacTe BHKOPHCTAHHS KoMOIHAUIH ACKiIbKOX

aHTHUHEOIUIACTUYHUX IIpeIapaTiB, TOMY BaikKK e LD bKﬂX ’Jaceﬁm
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CraTeBo3plINM YOJIOBIKaM, SIK1 HPOXOISATH JIIKYBaHHS KapOOTIIaTHHOM, peKOMEHOBAHO YHUKATH
3a49aTTsd MPOTATOM TEpIoNy JIKYBaHHS Ta 6 MICAIB TICNS HBHOro. 3 OMVIAAY HA MOXIHMBICTE
PO3BUTKY HEOOOPOTHOIO GE3ILTIAS PEKOMEHIOBAHO PO3TISHYTH MOXIIHBICTH KpPiOKOHCEpBamil
CIIEpMHU 10 [TOYATKY JIIKyBaHHS KapOOILTaTHHOM.

4.7. 3aaTHicTh BIUIMBATH Ha IIBHAKICTH peakuii mpu KepyBaHHi aBTOTpaHCHOpTOM 200
iHmImMu MexaHizMaMu.

3MaTHICTh BIUTMBATH Ha IUBHIKICTH pPEaKIlii IMpH KEpPyBaHHI aBTOTPAHCIOPTOM abo IHINUMH
MeXaHI3MaMHU He AociiKyBasack. OHAK KapOOIUIaTHH MOXE COPHUMHHUTH HYIOTY, OJIOBaHHS,
IOPYIIEHHS 30pYy T4 OTOTOKCUYHICTH; TAKUM YHHOM, ITAI[i€HTIB CJIiJI TOBIIOMHUTH IIPO MOXKJIHBHIA
BIUIHMB LUX SIBHII HA 3AaTHICTh KEPYyBATH aBTOTPAHCIIOPTOM Ta MEXaHI3MaMH.

4.8. TIo6iuHi peakiii.

YacroTy no6i9HuX edeKTiB BU3HAYAIY Ha OCHOBI JaHUX moao 1893 narmieHTis, 110 OTpAMYBaIX
1H’ €KI1i1 KapOOIIIaTHHY SIK MOHOTEPAIIi0, Ta TJAHUX IiCIAPEECTPaIifHOTO TOCBILY.

[To6iuni peakirii HaBeIeHI 3a KiIacaMH cucTeM/oprauiB 3rimao 3 MedDRA, a 9acToTa BUHHKHEHHS
MOOIYHUX peakiliit KIacupiKy€eThCS TAKUM JHHOM:

ayxe dacti (>1/10)

gacti (>1/100 mo <1/10)

Hegacti (>1/1000 go <1/100)

piaki (>1/10 000 go <1/1000)

myxe pinki (<1/10000) Ta gacToTa HeBigoMa (HEMOXITUBO PO3paxyBaTH Ha IACTaBi JOCTYIHUX
JaHUX).

Kuac cucremMn oprauis YacrtoTta Tepmin MedDRA
HobposkicHi, 3moskicHi Ta | YacToTa HeBigoMa BropuHHa 350sKicHA ITyXJWHA,
Hecnenudivni IOB’s13aHA 3 JIIKyBaHHSM

HOBOYTBOPEHHSI (BKITIOYAIOYH
KICTH Ta IOJIiIIHN)

Iadexuii Ta iHBazil Yacri Indexii*

YacrtoTa HEBiToMa IImeBMomHIg
3 6oky kpoBi Ta simparmanoi | {yxke gacti TpombouTonenis, HeHTpoONeHis,
CHCTEMH JIeHKOTICHIS, aHeMis

YacTi TI'emoparig*

YacTtoTa HEBiTOMA HenocraTHicTh KiCTKOBOTO MO3KY,

TEMOJIITUKO-YPEMIYHUN CHHIPOM,
reMOJIITHYHA aHEeMis

Pinxi ®ebpubHa HERTPOIIeHIS
3 60Ky iMyHHOI cucTeMu YacTi Peaxurii rinepyYyTIHUBOCTI,
agadimaxToimui peakmil
3 6oky oOMiHy peuoBwH Ta | HacroTa HeBigOMa Herimparanist, aHOpeKCis, CHHAPOM
XapdayBaHHS J3KCY MYXJIWH,
rinoHaTpiemMis
3 60Ky HEPBOBOI CHCTEMH Yacri nepudepuaHa Heiponaris,
napecTesis, 3HIDKEHHS TIIMOOKUX
CYXOXUITBHHX pedurexcis,
MIOPYIIEHHS Yy TIMBOCTI, JUCT€B3is
YacTtoTa HeBijoMa IHCYIBT TOJIOBHOTO MO3KY¥,

CHHAPOM  3BOPOTHOI  3aAHBOI
nefikoentedanonarii,

enuedanonaris . ARTI0
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KJIITKOBUHU

3 60Ky oprasiB 30py Yacri [Topymenns 30py (BKIFOUArOUU
PLAKICHI BUIIQIKK BTPATH 30pPY)
3 Ooky opraHiB ciayxy Ta | YacTti OTOTOKCHYHICTD
OpraHiB piBHOBaru
3 6oky cepus YacTi CeprieBo-cyAMHHI 3aXBOPIOBaHHS*
YacToTa HeBiioMa CeprieBa HefOCTATHICTB*
3 60Ky CyIuH YacroTa HEBIAOMA Em6omis*, apTepiajibHa
rimepTeH3id, rinoTeH3is,
BEHOOKJIIO31iHa XBOopobha* *
3 60Ky auxXaTpHHX OUIAXiB, | Yacti PecmipaTopHni MOPYLIECHHS,
TPYOHOI ~ HOPOXHHHH  Ta iHTepCcTUIlialbHE  3aXBOPIOBAHHSA
cepeOCTIHHS JIereHiB, OpoHXOCIa3M
3 60Ky IUTyHKOBO- | JIyxe JacTi bnroBanHs, HyZ0Ta, OLTb ¥ )KHUBOTI
KHIIKOBOI'O TPaKTy Yacri Hiapes, 3arnop, NOPYIIEHHS
CIU30BOT 0OOJIOHKH
YactoTa HEBi/IOMa CroMaTHT, TAHKPEATUT
3 6oky mkipu Ta migmkipHoi | Yacri AJtonentisi, IKipHi 3aXBOPIOBAHHS

YacTtoTa HeBioMa

Kpommz’siHka,
cBepOix

BUCHII, epHUTeMa,

CTaHy Ta peakiii y Micll
BBE/ICHHSA

3 ©Ooky omopHO-pyxoBoro | Yacti 3axBOPIOBAaHHS OIOPHO-PYXOBOTO
amapaTy Ta  CHOJIy4HOI amaparty

TKaHUHHA

3 060Ky HHUPOK ta | Yacti VporeHiTalabHI TOPYIISHHS
CCUYOBHBIAHHMX IIAXIB

Iopymenns 3araipHOro | YacTi ActeHis

YacToTa HeBiIOMA

Hexpo3 y micni iH’ekuii, peakiist y
MiCIli 1H’€KIii, eKcTpaBazarisi y
Micli iH’€KOii, epuTeMa Yy MicIi
1H’ €KI1i1, HEe3 Iy KaHHI

JlociiKeHHs

Hyxe gacti

3HIKCHHS KIIpPEHCY KpEeaTHHIHY,
MIIBUIIEHHS PIBHSI CEYOBUHH Y
KpORBIi, MiJIBUINEHHS PIiBHS JIyXXHOI
docdarazu, MiABMINEHHS piBHA
acmapraraMmiHoTpaHcdepasy,
BIIXMIIEHHS TIOKA3HMUKIB QYHKIII
MeYiHKY, 3HIDKEHHS BMICTY HaTpiIO,
KaJIiI0, KAJIBIIIIO 1 MATHIIO Y KPOBI

YacTi

piBHs  OimipyOiHy y  KpOBi,
MiJIBUIIECHHS pPIiBHSA KpeaTHHiHY Ta
PIiBHSI CEYOBHHH Y KPOBI

* JletanpHui HacmimoK y <1%, cMepTenbHI CepleBO-CYyOUHHI sABUINA y <1%, BKIFOYAIOUM
CEepLEBY HEIOCTATHICTD, eMOOIIIO Ta IHCYIIBT.

** Brirroyarouy neTaIbHUN HACTIIOK

3 boxy kposi ma nimgpamuunoi cucmemu.
JozoniMiTyrounM (aKTOpoM TpH JTiKyBaHHI KapOOIJIaTHHOM € Mieyocynpecia. YV malmieHTiB 13
HOPMA&JIGHAMH BUXIJHAMH 3HAYEHHSMM TPOMOOIMTOICHIS 3 KUIBKICTIO TPOMOOLMTIB HIDKYE
50000/mMm? criocTepiraeThes y 25% MaIlieHTiB, HEWTPOIEH]S 3 KUIBKICTIO MPaHyJIONUTIB HIDKYE
1000/mm® y 18% pamieHTiB, a NeffkomeHis 3 KUTBKICTIO JelikonuTiB Hbxge 2000/mM° y 14%
narienTis. MiniManbHe 3HaYEHHS I0CSATacThes 3a3puyaiil Ha 21-i nens. Miengcytipecito MOXHA
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[OCHJTUTH HULIXOM IO€MHAHHS 1H €KHii KapOOIUIaTWHY 3 IHIUMMH MI€JIOCYIPECUBHUMU
npenapatamu abo ¢popmamu JTIiKyBaHHS.

Mienocynpecis € 611p11 cepii03HOIO Y NMAIIEHTIB, K1 paHillle OTPUMYBAIH JIIKYBaHHS, 30KpeMa y
MAIli€HTIB, AKi paHillle OTPUMYBAJM HCIUIATHH, i Y MALI€HTIB 3 MOPYIICHHSIM (QYHKIII HAPOK.
[TamienTH 3 MOraHUM 3araJlbHAM CTaHOM 3[0POB’S TaKOX BIAUyBaIU IIOCHIECHHSA JeHKoueHil Ta
tpombonuronenii. Xoda Ii edekTH, SK IpaBmiIo, OOOPOTHI, IMpHU3BENH A0 iHPEKIIHHUX i
reMopariuaux yckiamHeHb y 4% 1 5% narieHTiB, SKUM BBOJMIM KapOorratuH Bimmosimuo. LT
YCKJIATHECHHS IPU3BENH JO CMEPTi MEHIN HiX y 1% martienTis.

AHemis 31 3HAYCHHAMM TeMOTNOOiHY Hm4e 8 r/min cmocrepiramaca y 15% mnamieHTiB i3
HOPMaJIGHAMH BHXIHUMH 3HAYCHHSMHU. 3aXBOPIOBAHICTh Ha aHEMIIO 3pOCTa€ 3i 30iNbLICHHIM
EKCITO3HUIIIT 1H el kKapOoIUTaTHHY .

VY naitieHTiB 3 MOPYINeHO0 QYHKIIEI0 HUPOK, MMICHII ITONepeAHbOT IPOMEHEROT Tepallii, 3 MOraHuM
3araJlbHUM CTaHOM 3J0POB’S Ta BIKOM BiJi 65 POKIB Mi€JIOCYIIpecis MOXKe MaTH OiTBIT TSHKKUM Ta
TpuBauii nepedir. Ilpu 3acrocyBaHHI MaKCHUMATBHAX HEPEHOCHMUX /103 KapOOIUIATHHY Y paMKax
MOHOTepamnil y ONM3BKO TPETMHH TAIli€EHTIB CHOCTepiragacs TPOMOOIHUTOICHIS 31 3HHKCHHIM
KiJIBKOCTI TPOMOOIMTIB 0 MiHiMaNTBHOTO 3HaYeHHS — MeHIe 50 x 10°/1. MimiManbHe 3HaYeHHS
OCATAETHCS, K IpaBWIIo, Ha 14-21 neHs Tepanii, HopMaiizallis Bii0yBaeTbCs YOPOAOBXK 35 THIB
MICIIs IOYATKY JIIKYBaHHS.

Hpubnmzso y 20 % nDamieHTiB coocrepirajiiacs JeUKONeHis, HOpMaiizalis ITOKa3HHUKIiB
MTOYNHAETHCS 3 THS TOCATHEHHS MiHIMAJIBHOTO 3Ha4YeHHs (Ha 14—28 no0y) Ta BiiOyBaeThCs O1IbIn
MOBUIBHO, SIK MPABHMJIO MPOTAroM 42 NHIB miciig movarky Teparmii. [Ipubmusuo y ommiel m’srol
IAIiEHTIB cCIOCTepiranacs HeHTPOIIeHis 3 KUIbKICTIO rpanynonutis 1 x 10%/1. V 48 % nauieHTis 3
HOPMAJIbHUMH ITOYaTKOBUMH OKa3HHKAMH CIIOCTEPITaBC HU3BKHMA PiBEHb TeMOTIIO0IHY — MEHIIE
9,5 mr/100 M.

JoOposikicHi, 3JI0SKiCHI Ta Hecnenu(idHi HOBOYTBOPEHHS (BKIIIOYAIOYHM KICTH Ta IOJIIH).
[ToBimomiismocss TpPoO BTOPHHHI TOCTPi 3JIOAKICHI HOBOYTBOPEHHS IHCIAS IATOCTATHYHOL
KOMOiHOBaHO1 Tepalrii, 0 MICTHTh KapOOILIaTHH.

3 boxy OuxanvHux winaxie, 2pyOHOI NOPOICHUHU MA CepedOCMIHHS

Hyxe pinko: ereneBuit ¢piopo3, M0 NPOSBIIETHCA CTUCKAHHAM Y IPYIHIM KIIITII Ta 33IHHIKOIO.
Ile cxuim BpaxoByBaTH, SIKINO BHKIIOUEHO CTaH JIETEHEBOI TimepuyTnuBocTi (muB. IlopymeHHS
3arajlbHOTO CTaHy HIDKYE).

3 60Ky WYHKOBO-KUULKOBOZO MPAKIY

65 % nanieHTiB NOBiAOMWIM Npo ONIOBAaHHS, Yy TPETHHU 3 HHUX OyJo CHIbHE OJIOBaHHS.
IIpubnusHo y 15 % mamieHTiB crmocTepiranacs HypoTa 6e3 OnroBaHHA. Y MAIIEHTIB, AKi paHimie
OTPUMYBAIH JIIKyBaHHS, OCOOJIMBO 13 3aCTOCYBaHHSIM IUCIUIATUHY, OJIFOBAaHHS BUHUKAE YaCTIIIIe.
Hynota Ta 611t0BaHHS BUHUKAJIM B OCHOBHOMY depe3 6—12 roauH miciid BBEZICHHS KapOoIlIaThHy.
[{i cumMITOMY, SIK MPaBHIIO, MIUHAIOTH TIPH 3aCTOCYBaHHI MPOTHOMOBOTHHX 3aC00IB Ta 3HAKAIOTD
3a3BMYall yNpoAOBXK Nepumx 24 TOAWH Micis JiKyBaHHSI. YacToTa BHHMKHEHHS OJIOBaHHS
301IBIIY€ETHCS, KO KapOOIIaTHH BBOJSATH OJHOYACHO 3 iHIDUMHU €METOI¢HHUMH JIIKapChKHUMHU
3acobamu.

[HImi DUTYHKOBO-KHIIIKOBI po3iaad Biamosinamu 6omo y 8% marienTis, miapei Ta 3amopy y 6%
namieHTiB. Takox MOBIAOMIIIOCS IPO CYIOMH.

3 boky Hepsosol cucmemu
YacroTa BUHMKHEHHS IepudepudHoi HeifponaTii micis niKyBaHHI lcapoonnamuom CTaHOBHTb
4%. V nauieHTiB BiKOM Bif 65 pokiB abo micii IOIEpPEeTHBOTO ﬂleBElHHH IH'!.C‘H.II&TIZHOM MAaroTh

IiJIBUINEHUM pHU3HK. YNoBHOBaXeH I
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Y 1 % mnamieHTiB crmocTepirajgucs KIHIYHO 3HAYYINI MOPYIIEHHS 4YyTJIHBOCTI (HaNpHKIa,
MOPYIUEHHS 30PY, 3MIHU CMAKY ).

YacToTa BUHHKHEHHS HEBPOJIOTTYHIX HOOIYHUX edekTip OyIia BHINA y MAIEHTIB, SKi OTPUMYBaJIH
KapOoIIaTHH y paMkax kKomOiHOoBaHOl Tepamii. Ile Moxxe OyTH HOB’S3aHO 3 KyMYJISATUBHHM
prutiBoM. [lapecTesii, sKi € 1e 1o ToYaTKy JiKyBaHHS KapOOTIIATHHOM 1 CIPUYMHEH] ITEPII 3a BCe
MOTIEPEAHB0I0 TEPAIi€r0 i3 3aCTOCYBAHHSAM IMCIUIATHHY, Y XOMi JIKYyBaHHS KapOOILIaTHHOM
MOXYTh 30epirarucs abo noripuryBaTucs (us. po3xia 4.4).

3 boxy opeanis 30py

[TopywmesHs 30py, aX JO IOBHOI BTpaTH 30pYy, SK IIPABIJIO, BHHHKAIOTh TUIBKH TIPH Teparii
MiJBUIIICHUMY J03aMHU Y TAIIIEHTIB 3 HOPYIIEHHM QYHKIIIT HUPOK.

3 6OKy OpraHiB CIyXy Ta OpraHiB piBHOBaru

Jyxe gacti

Ha mincraBi aynioMeTpudHUX DOCTIKEHD ¥ 15 % manieHTiB micns JiKyBaHHSA KapOOILIATHHOM
crocTepiranucs cyOKIIiHIYHI TOPYIIEHHS CIyXy 3 OOMEXEHHIMH Y BEPXHBOMY Hiama3oHi 9acTOT
(4000—8000 I'm). [ToBimoMIISITOCS PO JTyKE PiKICHI BUMAIKH TiIOAKyCii.

Yacri:

Takox 9acTo MOBIZOMIISIIIOCS IIPO IIyM y Byxax. Y MAIli€HTIB 31 3HHKEHOIO TOCTPOTOIO CIYXY
BHACJIAOK JIIKyBaHHS MACIDIATHHOM MOPYIIICHHS CITyXy MOXYTh 30epiraTics abo moripiryBaTHCS.
KiinigHo 3HaYyIa BTpaTa CIyxy crocrepiraiacs y aited, KOTpi OTpHMYBIH OLTBII BUCOKI H03H
KapOOIUIATHHY, Hi)X I1€ peKOMEH/IOBAHO, Y ITOETHAHHI 3 IHITAMY MPeapaTaMH, 10 CIIPHYNHIIOTE
HeraTWBHUH BIUTUB Ha CIIyX.

3 boky 2enamobiniapnoi cucmemu
Coocrepiranacs 3MiHa QyHKII] IEYiHKY y NAIIEHTIB i3 HOPMATIHHAMH ITOYATKOBH ITOKa3HAKAMH,

BKJIFOUAIOYM MiJBUINCHHS 3arajibHOTO OiTipy6iHy Ha 5%, SGOT Ha 15% i myxHol docdarasu y
24% mnamienTiB. 11i 3miHM Oyim 3arajgoM JeTKHMHA Ta OOOPOTHMMH TPHUONH3HO Y MOJOBHHH
MMAIll€HTIB.

B oOMexeHiif rpyIi Halli€eHTiB, SKi OTPUMYBANM AyKe BHCOKI 03U KapOOIUIATHHY [UIS iH’ €KITIH
Ta IHCJIsI aBTOT€HHOI TPaHCIIAHTAIA KICTKOBOTO MO3KY, BiA3HAuadwW pI3Ke ITiIBHAIICHHS
MOKA3HUKIB QYHKIIIT NEeUiHKH.

Bumnanku roctporo OJTHUCKABUYHOTO HEKPO3y KIITHH TIEYiHKHA BHHUKAIH MICIS 3aCTOCYBAaHHS
BHCOKHUX JI03 KapOOIIATHHY.

Po3znaou nupox i cenosusionux winsxis

ITpu 3actocyBaHHI y 3BHYaWHHX [1033aX CIIOCTEpIraBcs PO3BHTOK HOPYLIEHHS (PYHKINI HHPOK
HEYacTo, He3Ba)XKAaIOUH HA Te, IMO 1H €KIII0 KapOoIIaTHHY BBOIMIIN O€3 3aCTOCYBaHHSI TifpaTariii
3a JOIOMOTOI0 BEJIMKOro 00’eMy pimuuuM Ta/abo ¢opcoBaHoro aiypesy. IlinBuineHHs piBHS
KpeaTHHiHy B CHPOBATIII KPOBI CIOCTEPIracThcs y 6% Malll€HTIB, MIIBUINCHHS a30Ty CEYOBHHU
KpoBi y 14%, ceuoBoi xucinoth y 5% mamieHTiB. 3a3Brdaif I MOPYIIEHHS MOMIpHI Ta 060pOTHI
NpuOIU3HO y IOJOBUHHM TallieHTiB. J[oBeneHo, 1Mo KIIPeHC KPEaTHHIHY € HAWOLIbII Yy TITUBHM
MIPOKA3HUKOM (QYHKIII HUPOK y MAIIEHTIB, SKi OTPUMYBAJIH 1H €KIIiT KapOOIIaTHHy. Y IBaaIATH
cimi BifcOTKiB (27%) malieHTiB 3 OasanpHEM MTOKa3HHKOM 60 MJI/XB a0 Oijibille BHHHKAIIO
3HIDKEHHS KIIpeHCy KpeaTuHiHy Iix gac Teparmii kapbomnatuaoM. Ilopyinenas GyHKIT HUPOK
OinpIm IMOBIpHA y TAIliE€HTIB, AKi paHime 3a3HaId HeHPOTOKCHUHOCTI, AK pesyJbTar Teparii

IMUCIDIATHHOM. =
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Jlye 4acTo: HUPKOBA TOKCHYHICTH 3a3BH4Yaii He BUMarae OOMEXEHHS HO3U JUI NAINEHTIB, Kl
OTPUMYIOTH KapOOIIIaTHH, a TaKOXK HE MOTpeOye 3an00DKHUX 3axX0XiB, TAKMX SK TIpaTaliis 3a
JIOTIOMOTOIO BEITHUKOIo 00’ eMy pinuau abo ¢popcoBaHumii 1iypes.

YacTo: mopylieHHs QyHKUii HHPOK, IO BH3HAYAETHCS 3HIDKEHHSM piBHS KpEeaTHHIHY KIIpeHC
Hmxae 60 MI/XB

Po3znaou imynnoi cucmemu

Peakuiii aHadimakTwuHOro THIY, iHOXI JIETaNbHI, MOXYTh BHHHKHYTH Yepe3 KilbKa XBUJIAH
BBEICHHS TPOAYKTY: HAOpAK OONHYYs, 3aJWINKa, TaxXikKapmuis, HU3BKUH apTepladbHUM THCK,
KpOTIHB'IHKA, aHapiTaKTHYHUH MOK, OPOHXOCIIa3M.

Taxox IOBIIOMIILIOCS PO TUXOMAaHKy 63 BUIMMOT IPUYHHH.

Po3znaou wikipu ma niowxkipuoi xiimxogutu

CrocTepiranucs epuTeMaTO3HHM BUCHII, Tapsuka Ta cepOix. Lle 6ymu peaxmii nomibHi A0 THX,
IO CIIOCTEPITAIOTHCS MICIS TEpariil IMUCINIATHHOM, ajle B KUTPKOX BHIAAKAX ITEPEXPECHO] peaKiii
He OyJ10 MPUCYTHIMH.

JlocmimxeHHs

3HIKEHHS PiBHS HATPIO, K0, KATBIIIO Ta MArHIIO B CHPOBaTILi KPOBi criocTepiraerbes y 29%,
20%, 22% 1 29% mamieHTiB BiMIOBiqHO. 30KpeMa, ITOBLIOMIIUIOCS NP0 BUIAAKU PAHHBOI
rinoHarpiemii. BTpaTi eneKTponiTy He3Ha4Hi, 1 3AeOUIBIIOro ImpoXonsaTh Kypc 0e3 Oynp-ski
KJIIHIYHI CAMIITOMH.

Cepyesi po3zraou
IoomuHOKI BHUOAOKH CEPIEBO-CYAMHHHX 3aXBOPIOBaHb (ceplieBa HEIOCTaTHICTh, eMOOmis), a
TaKO3 IOBIIOMIISITIOCS TIPO OKPEMi BHIIAIKH TOPYIIEHHS MO3KOBOTO KPOBOOOITY.

3azanvri po3nadu ma peakyii y micyi 66e0eHHs
Peaxkuii B micui BBeneHHs (edinHs, 6i1b, TOUYEPBOHIHHS, HAOPSIK, KPONMB'IHKA, HEKPO3 Y 3B'A3KY
3 eKCTPaBa3aLi€ero).

Ixoni cmoctepiranucs rapsika, 03HOO 1 MyKO3HT.

I'enamobiniapui nopywienna

Jyxe gacto: piBeHb Jyx)HOI hocharazu nmigsumnryerbes gactime Hixk CI'OT, AJIT abo 3aranpHuil
6inipy6iH BimeImicTh BiXXHMICHH Bil HOPMH CIIOHTaHHO HOPMATI3YIOTBCS YIPOJOBXK Kypcy
JIKyBaHHS.

Pigko: moBimOMIISITOCS PO TSHKKI MOpYIneHHS QyHKINT nediHKy (BKIIOYAIOUM TOCTPHE HEKPO3
NEeYiHKHM) i mpuiioMy 103 KapOOoIUIaTHHY, BHINUX 32 PEKOMEHIOBAHI.

ITosioomnenns npo nioosprosani nobiuni pearyii
[MosimoMineHnss mpo Imigo3proBani NoOiYHi peakuii MiCIsS aBTOpH3alii JHKApCBKOro 3acoly
BaXKBO. Lle 103B0sI€ TPOIOBKYBaTH MOHITOPHHT CITiBBiIHOIIEHHS KOPUCTH/PU3KK JIKAPCHKOI0
3ac00y HPOAYKT. MeIuYHMX NPAliBHUKIB MPOCATH MOBINOMIATH MPO OyAb-sKi IiTO3PIOBaHI
no6iuHi peakiii yepe3 cxeMy >KOBTO1 KapTKu; Beb-caliT: www. Jyellowcard.
ViiosHOBameHni
npejAcTaBHUK,,
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4.9. llepeno3yBanss

ITix yac KIiHIYHAX JOCIIHKEHb IePEI03yBaHHA HE CIIOCTEPIraocst.

Cumnmomu:

CHMIITOMH MOXYTH BKIIIOUATH MIENIOCYIIPECII0, HUPKOBY, IMEYIHKOBY Ta CIYXOBY (yHKIIT
nopyurerHs. [ToBigomMieHHs npo 1o3u 10 1600 Mr/M2 BKa3yroTh Ha Te, IO MAIli€HTH II0YYBaIOTHCS
Jy>Ke TIOTaHO 3 PO3BHTKOM Jiapei Ta ajomeuii. BuxopucranHs 103, BHIOUX 3a PEKOMEHIOBaHi
kapOorutaTuH OyB HOB’SI3aHUH i3 BTPaTOIO 30py (AMB. po3alI « OCOOIMBOCTI 3aCTOCYBaHHSY).
JIikysanna nepeoo3yeanna

CroenudivHOTO aHTHIOTY UL JIIKYyBaHHS NepeIo3yBaHHs kapOomiaTuHoM He icHy€e. OTHaK, SIKII0
HeoOXiHO, TaIlieHT MoXe noTpedyBaTh NiATPUMYIOUOTO JIKYBaHHS, IIOB’S3aHOTO 3
MI€EJIOCYTIPECi€l0, TOPYIISHAIMH GYHKIIIH HHPOK, IEUiHKH 1 MOPYIIEHHM CITyX0BOi QyHKIIII.

5. ®apMakoJoriyni BI1acTHBOCTI

5.1. ®apmMmakoaHHAMIYHI BJIACTHBOCTI

@apMakoTepaneBTHYHA FPpyTia: AHTHHEOIUIaCTHYHI 3aco0u. CIIOIyKY IUIaTHHH.

Kox ATX: LO1X A02

Kapbonnatus, fK 1 IUCIUIATHH, NEPEIOKOIKAE BHYTPIITHBLOIAHIFOTOBUM 1 MIKIIAHIFOTOBUM
smuBaHHaM JIHK B ximiTrHax, ski 3a3HaM BIDWBY mnpemapaty. PeaktusHicts JIHK xopentoe 3
IUTOTOKCUYHICTIO.

Iemiarpis

be3neka Ta edekTUBHICTH ¥ AiTell HE BCTAHOBIIEHI

5.2. @®apMakoKiHETHYHI BJIAaCTHBOCTI

[Ticas BBeneHHS KapOOIUIATHHY JOOIWHI CIIOCTEPITacThCs JiHIWHA 3aJEXHICTh MiXK H03aMH 1
KOHIICHTpAIliIMH 3araJpHOl 1 BiMBHOI ynbTpadineTpabenpHOi mNaTMHH Yy MiIa3Mi KpOBI.
3aJIeXHICTE MIDX JIO3aMH 1 IUTOIIEIO i PapMaKOoKiHETHYHOIO KPHUBOIO IS 3araibHOI TUTaTHHA
TAKOX € JIHIMHOO IPH KITIPEHCl KpeaTHHIHY > 60 MIT/XB.

ITpu BBemeHHI mpenapary IpoTaroM 4 JHIB HOCHUIH HAKOIIWYEHHS KapOoIUIaTHHY y I1a3Mi KpoBi
HE CIIOCTEePIranocs.

Abcopbyin
IMicnsa 1-romuanoi indysii (20-520 MI/M?) piBHI 3aranbHOT Ta BiIBHOI IUTATHHH B ILTa3Mi KPOBi (3
ynbTpadinerpaniero) aeodasHuil posnaj MIATHHYE 3a KIHETHKOIO IIEPINOTO MOPSIAKY.

Binproi miatuay, nogarkosa ¢asa (t anbda) HamiBBUBECHHS CTAaHOBUTH MpuOIM3HO 90 XBHIHH
i TepmiHanmpHUE Tepiox (t OeTa) HamiBBUBeAECHHS HIpHOMM3HO 6 TOAWH. Ycs BiIbHA IIATHHA
3HAXOIUTHCS ¥ GopMi KapOOoIIaTHHY B TIEpPITri 4 TOAMHU IIiCIS IPHAOMY.

Posnooin

3B's13yBaHHs KapOomiaTuHy 3 6utkamu gocsrae 85-89% mpotsarom 24 roAuH Hicis NPHAOMY, X04a
OPOTATOM IepinuX 4 rofwH muie 10 29% 1031 38°A3yeThes 3 Ouikamu. [lamienTam npu morasii
GYHKIIT HIpOK MOXKe 3HaTOOUTHCS KOPUTYBaHHS JO3yBaHHS depe3 3MIHH

Busedenns
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Kap6ortaTiH BHBOJAMTHCS T[OJOBHMM YHHOM IIUIIXOM KiIyOoukoBoi (LIbTpamii 13 cedero 3
BUJIUIEHHIM 65% mo3u mpoTsarom 24 roquH. binbina gacTuHa IpenapaTy BUBOAMTHCS NMPOTITOM
nepmux 6 TOIUH.

ITpubnmsHo 32 % npuifHATOT 1031 KapOOIIATHHY BUBOIUTHCSA B HE3MIHEHOMY BUTJISL.
IToBigoMuAnOCs, 10 KIpEeHC KapOOIUTATHHY 3MIHIOETHCS B 3-4 pa3u y HiTeH.

o cToCy€eThCS TOPOCIHX MAIIEHTIB, IITEPaTyPHI JaHi CBiTYaTh IO Te, IO QYHKIILI HUPOK MOXe
CIPUSATH 3MiHa KIIIPEHCY KapOomIaTHHy

5.3. JokainivHi 1ani 6e3nexu

Bymo mokasano, 1m0 KapOOILUIaTHH € eMOpPIOTOKCHYHUM 1 TepaTOTeHHHM y ImypiB. Lle €
MyTareHHHi in vivo Ta in vitro i xo4a KaHIEpOTEHHHI MOTEHIia)l KapOOoIIaTiHy HE BHBYABCH,
CIIOIYKH 3 IOMIOHMME MeXaHi3MaMH Jii Ta MYTar¢HHICTIO IOBIIOMIJLUIOCS, IIO BOHH
KaHICPOTCHHI.

6. ®apmaneBTHIHI BiToMocTi

6.1. IlepeJtik TOMOMEKHHUX PeJIOBHH
Bona s in’ekiif

6.2. HecymicHicTb
Lleit nikapceKuit 3aci6 He MOXKHA 3MIITYyBAaTH 3 iHIDUMH JIIKAPCHKAME 3aC00aMH, OKpIM THX , IO
3rajafi B po3aiii 6.6.

Kap6omiatud MOXXe B3a€MOMISTH 3 aIOMiHiEM 3 YTBOPEHHSIM dYopHOro ocamy. He ciuix
BHKOPHCTOBYBATH TOJIKH, IIIIPUIH, KaTeTepu abo CHCTEMH U1 BHYTPIIMHHOBEHHOTO BBEICHHH,
0 MICTATh ATOMIHIEBI JeTaii. AJIOMIiHIM pearye ¢ KapOOINIaTWHOM, YTBOPIOKYH OCAas.
IIpenumiTariis MoXe IIPU3BECTH IO 3HDKEHHS MPOTHITYXJIMHHOI aKTUBHOCTI (IUB pO3ALI 4.5)

6.3. Tepmin npuaaTHOCTI
Heposkynoperuii prakoH: 2 poxu

[Ticns po3BeieHHS

Kap6ormnaTis 11 iH’ €Ki — IIe TOIepeIH0 3MiITanuid BOIHMH po3uuH 10 Mr/Mi KapOoIIaTaHy.
Kapbomnatas ayist i’ €Kil MOXHA JOXaTKOBO PO3BECTH JI0 KOHIEeHTpaii 0,5 Mr/mi

3 5% po3unHOM AeKcTposu y Bomi (DSW) a6o 0,9% po3urMHOM HATpiio XJIOPHAY IS 1H€KIi,
USP.

[Ipy BATOTOBJIEHHI 3TiHO 3 IHCTPYKIICI KapOOIIATHH JUIA iH €Ki cTablmpHMH NpoTarom 8
roadH mpu KiMHatHi Temmeparypi (25°C). OckiNbkd B CKJIajai HeMae aHTHOAKTEpiadbHUX
KOHCEPBAHTIB JIKapChKoi GOpMH, peKOMEHTOBAaHO BUKAHYTH KapOoIUTaTHH uepe3 8§ roAuH Micis
PO3BECHHS.

6.4. Oco6suBi 3acTepeskeHHs NPH 30epiraHyi

HepinkpuTi ¢prakonu 3 KapOOIIaTHHOM UL 16’ €Kil cTabiIbHi 0 aTH, 3a3Ha4eHO] Ha YIIaKOBIII
npu 36epiransi npu 25°C (77°F); nomycTumi BiIXuIeHHS J03BOIEH] Ipy TemnepaTypi 15°-30° C
(59°-86° F) [muB. USP KontponboBaHa kiMHaTHa Temmeparypal. bepertu T]éi:}i"'éBi’fHa.
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Bararonxo3oBi ¢akonu KapbomnaTtudy [uis iH’€xitii 30epiratoTb MikpoOioJoriuHy, XiMIiYHy Ta
Gbizmany cTabinpHICTh MpoTaroM 14 guiB mpu remnepatypi 25 °C nicisi 6araTopa3oBoro BBEICHHS
TOJIKH.

YMoBH 30epiraHHs TicIs pO3YUHEHHS JIIKapChKOro 3acody TUB. y po3Aifi 6.3.

6.5. Bmict xoHTeiiHEpa

®jakon 15 mit mictats 150 Mr kapOoriarusy, 10 Mr/mi.
®naxon 50 mut mictuth 450 Mr kapOomnaruny, 10 Mr/mir.
ITo 1 cknstHOMY (JTaKOHY B OJHIM KapTOHHIN yIIaKoBITI

6.6. Ocob6.,1uBi 3am00KHI 3aX0AH MO0 YTHJII3aMil Ta iHIIOr0 OBOXKEHHS

Koumaminauin

V BHIAAKy KOHTAKTy KapOOIIaTHHY 3i MIKiporo abo oYnMa HEOOXiTHO IPOMUTH MiCIe YPaXKeHHS
BEIMKOK KUIBKICTIO Bomw abo (izionoridauM po3drHOM. [loapasHeHHS Ha IIKIpi MOXHA
06po6HUTH M’SIKEM KpeMoM. Y BHIAJKY KOHTAKTY 3 OUMMa CJIiJ| 3BEpHYTHCS IO JiKapsl.

Ymunizauia
HeBrkoprcTaHi 3aIHAIIKH JIIKapChKOT0 3aco0y abo BIIXOAM MarOTh OyTH 3HHITIEHI BIIIIOBITHO J0
YUHHAWX BEMOT.

Pozeeoennn
Iepen iadys3iero mikapchkuif 3aci6 He0OXiqHO po30aBUTH 5 % pozumHOM AekcTpo3u abo 0,9 %
PO3YMHOM HATPII0 XJIOPUAY [0 KOHIIEHTpaTiB 0,5 Mr/mit.

PexoMenpariii moxo 6e3medHOro MOBOKEHHS 3 MPOTHITYXJIMHHUMHY 3ac00aMu:

1. KapbomiaTtuH MOBHHHI I'OTYBATH /IO BBEICHHS TUTHKH KBaJIi(hikoBaHMM IIepcoHA, KOTpHii OyB
HaBYCHHU O€3IIeYHOMY ITOBODKEHHIO 3 XiMIOTEpaneBTHYHIMHI 3ac00aMu

2. e cix BUKOHYBATH y CHEIANBHO BiJIBEICHOMY MICIIi.
3. HeoOxigHO BHKOPHUCTOBYBATH HAJIEXKHI 3aXHUCHI pyKaBUUKH.

4. HeoOXiIHO BXUTH 3aXOMiB, 0O YHHUKHYTH BHUIIAIKOBOIO KOHTAKTY IIpEIapaTy 3 odamu. Y pasi
MOTPAILIAHHS B 04l HEOOXiIHO MPOMHTH IX BOJOIO Ta/abo0 (Pi3ionoriyHuM po3auHOM.

5. BariTH1 DpalliBHAKHA He IOBUHHI KOHTAKTYBATH 3 IIUTOTOKCHYHAMHE JIIKapCHKUMU 3ac00aMu.

6. Ilpm ytwmizamii npeaMeriB (IIOPULIB, TOJOK TOWIO), SKi BHKOPHUCTOBYBAJIHCH LA
IPUrOTYBaHHS MHUTOTOKCHYHHX IIperapariB, 3ajiWIOKHA 3aco0y Ta TBEpHAl BiAXomuW HEOOXimHO
TIOMICTHTH B MTO/IBIi{HI repMeTHIHI IOJIIETHIIEHOBI TaKeTH Ta cauTh Ipu temmeparypi 1000 °C.
Pinxi Bimxoayn MOKHA 3MHTH BEJIHKOIO KITBKICTIO BOIH.

7. Poboua nopepxHs Mae O6yTH mokputa abcopOyrounM manepoM 3 MIACTHKOBOK OCHOBOIO IS
OJTHOPa30BOT0 BUKOPUCTAHHS.

8. Jlns ycix mmpHuIiiB Ta iHdy31HHEX cucTeM HE0OXiTHO BUKOPUCTOBYBATH Hacaaky TUILy «Jlyep-
J0K». J{7st MiHIMi3aITil THCKY Ta MOXKJIMBOTO YTBOPEHHS a€pO30JII0 peKOMG};{IféE};IHQX-B]l'KOpI-ICTaILl-lSI
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rOJIOK BEIUKOrO JiamMerpa. YTBOPEHHS aepo30JI0 MOXHA
BUKOPHMCTAHHS 'OJIOK 3 OTBOPOM.

7. BiracHUK peecTpaniifHOro mocBix4eHHNA

TherDose Pharma Private Limited

8. Homep (1) peecTpaniiiHoro mocBiqueHHs
18/RR/AP/2012/F/R

9. Jlata nmepuioi aBTOpPH3aNil/NPOIOBKEHHA ABTOPH3aMil
17/05/2012

10. /TaTa neperisaxy TeKCTY
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3ATBEP/IKEHO
Haxka3 MiHicTepcTBa 0X0poHH
310poB’a YKkpainu
AL OL A2 3N 756
PeecTpaniiine mocBixueHns

Ne LA/ /2EEG /2 it
4/ 15883 /22/0%

KopoTka xapakTepHcTHKa JIIKapChbKOro 3aco0y, BUKIaJeHa MOBOKO OPUIIHAITY
(MOBOIO, BIIMIHHOIO BiJ] JIEP)KaBHOT)

3agBHHK, KpaiHa: M.BIOTEK JIIMITE/I, Betuka Bputanis
M.BIOTECH LIMITED, United Kingdom

Bupo6nuk, kpaina: Tepllo3z ®apma [paiisit Jimiten, Ingin
TherDose Pharma Private Limited, India

Kapoonuarun ans in’exuiit B® 150 mr/15 ma KAPBOTEP 150
Carboplatin Injection BP 150 mg/15 mL CARBOTHER® 150
Kap6onnarun s in’exniii B® 450 mr/45 ma KAPBOTEP 450
Carboplatin Injection BP 450 mg/45 mL CARBOTHER® 450

KOHIEHTPAT AJIst posunny Ajs indysii mo 10 mr/mu, no 15 mux (150 mr/15 mur)
a0o no 45 ma (450 mr/45 mi) y 6aratogozosomy ¢urakoni, mo 1
0araTono3oBoMy (pIaKkoHY B KApPTOHHIH KOpoOIi
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Summary of Product Characteristics

4.2,

Name of the medicinal product
Carboplatin Injection BP 150 mg/15 ml CARBOTHER® 150
Carboplatin Injection BP 450 mg/45 ml CARBOTHER® 450

Qualitative and quantitative composition
1 ml of concentrate for solution for infusion contains 10 mg carboplatin.
A vial of 15 mL of concentrate contains 150 mg carboplatin.
A vial of 45 mL of concentrate contains 450 mg carboplatin.
1mL contains:
Carboplatin 10 mg

Water for injection q.s.

Pharmaceutical form
Concentrate for solution for infusion.

Clear, colourless solution, free from visible particles

Clinical particulars

Therapeutic indications

Carboplatin is indicated for the treatment of:

Advanced ovarian carcinoma of epithelial origin in:

- first line therapy

- second line therapy, after other treatments have failed

Small cell carcinoma of the lung.

Posology and method of administration

Posology:

The recommended dosage of Carboplatin in previously untreated adult patients with
normal kidney function, i.e. creatinine clearance > 60 ml/min is 400 mg/m? as a single

short-term IV dose administered by a 15 to 60 minutes infusion. Alternatively, the

Calvert formula shown below may be used to determine dosage:

Dose (mg) = target AUC (mg/ml x min) x [GFR ml/min + 25]
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Dose (ng) = target AUC (mg/ml x min) x [GFR ml/min + 25]

Target AUC

Planned chemotherapy

Patient treatment status

5-7mg/ml .min

single agent Carboplatin

Previously untreated

4-6 mg/ml .min

single agent Carboplatin

Previously treated

4-6mg/ml .min

Carboplatin plus cyclophosphamide

Previously untreated

Note: With the Calvert formula, the total dose of Carboplatin is calculated in mg, not
mg/m?.

Therapy should not be repeated until four weeks after the previous Carboplatin course
and/or until the neutrophil count is at least 2,000 cells/mm? and the platelet count is at
least 100,000 cells/mm?>.

Initial dosage should be reduced by 20-25% in patients with risk factors such as
previous myelosuppressive therapy and or poor performance status (ECOG-Zubrod 2-
4 or Kamofsky below 80).

Determination of haematologic nadir by weekly blood counts during initial courses is
recommended for future dosage adjustment and scheduling of carboplatin.

Needles or intravenous sets containing aluminium parts that may come in contact with
carboplatin injection should not be used for preparation or administration. Aluminium
reacts with carboplatin injection causing precipitate formation and/or loss of potency.
The safety measures for dangerous substances are to be complied with preparation
and administration. Preparation must be carried out by personnel who have been
trained in the safe use while wearing protective gloves, face mask and protective
clothes.

Impaired renal function:

In patients with impaired renal function, dosage of carboplatin should be reduced
(refer to Calvert formula) and haematological nadirs and renal function monitored.

Patients with creatinine clearance below 60 ml/min are at increase risk of severe
myelosuppression. The frequency of severe leukopenia, neutropenia, or

thrombocytopenia has been maintained at about 25% with the following dosage

recommendations:

Baseline Creatinine Clearance Initial Dose (Day 1)
41-59 ml/min 250 mg/m2 .V,
16-40 ml/min 200 mg/m2 LV,

Insufficient data exist on the use of carboplatin injection in patients with creatinine of

15 ml/min or less to permit a recommendation for treatment.
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4.3.

4.4.

All of the above dosing recommendations apply to the initial course of treatment.
Subsequent dosages should be adjusted according to the patient's tolerance and to the
acceptable level of myelosuppression.

Combination Therapy:

The optimal use of carboplatin in combination with other myelosuppressive agents
requires dosage adjustments according to the regimen and schedule to be adopted.

Elderly population:

In patients of more than 65 years of age, adjustment of the carboplatin dose to the
general condition is necessary during the first and the subsequent therapeutic courses.

Paediatric population

There is insufficient information to support a dosage recommendation in the
paediatric population.

Method of administration

Carboplatin should be used by the intravenous route only. For instructions on the

dilution of the medicinal product before administration, see section 6.6.

Contraindications

Carboplatin is contraindicated in:

- Hypersensitivity to the active substance(s) or to any of the excipients listed in
section 6.1

- Patients with severe myelosuppression

- Patients with pre-existing severe renal impairment (with creatinine clearance of < 30
ml per minute) unless in the judgment of the physician and patient, the possible
benefits of treatment outweigh the risks

- Patients with bleeding tumors

- Concomitant use with yellow fever vaccine (see section 4.5)

- Patients with a history of severe allergic reaction or other platinum containing
compounds.

Dosage adjustment may allow use in the presence of mild renal impairment (see

section 4.2).

Special warnings and precautions for use
Carboplatin should only be administered under the supervision of a qualified

physician who is experienced in the use of chemotherapeutic agents. Diagnostic and
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treatment facilities should be readily available for management of therapy and
possible complications.

Peripheral blood counts, renal and hepatic function tests should be monitored closely.
Blood counts should be performed prior to commencement of carboplatin therapy and
at weekly intervals thereafter. The drug should be discontinued if abnormal
depression of the bone marrow or abnormal renal or hepatic function is seen.
Carboplatin courses should not, in general, be repeated more frequently than every 4
weeks in order to ensure that the nadir in blood counts has occurred and there has
been recovery to a satisfactory level.

The occurrence, severity and protraction of toxicity is likely to be greater in patients
who have received extensive prior treatment with the drug for their disease or with
cisplatin, have poor performance status and are advanced in years. Renal function
parameters should be assessed prior to, during and after carboplatin therapy.
Haematologic Toxicity

Leukopenia, neutropenia, and thrombocytopenia are dose-dependent and dose-
limiting. Peripheral blood counts should be monitored during carboplatin treatment.
This will monitor toxicity and help determine the nadir and recovery of
haematological parameters and assist in subsequent dosage adjustments. Median day
of nadir is day 21 in patients receiving single agent carboplatin and day 15 in patients
receiving carboplatin in combination with other chemotherapeutic agents. In general,
single intermittent courses of carboplatin should not be repeated until leukocyte,
neutrophil, and platelet counts have returned to normal. If neutrophil levels fall below
2000 cells/mm3 or platelets are less than 100,000 cells/mm3 then postponement of
carboplatin therapy until bone barrow recovery is evident, should be considered. This
recovery usually takes 5 to 6 weeks. Transfusions may be necessary and dosage

reductions recommended for subsequent treatment.

Patients with severe and persistent myelosuppression are at high risk of infectious
complications including fatal outcomes (see section 4.8). If any of these events
occurs, carboplatin should be interrupted and dose modification or discontinuation

should be considered.

Myelosuppression as a result of carboplatin treatment is closely related to the renal
clearance of the drug. Therefore, in patients with abnormal renal function, or who are

receiving concomitant therapy with nephrotoxic drugs, myelosuppression, especially
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thrombocytopenia, may be more severe and prolonged. Initial carboplatin dosages in
these groups of patients should be appropriately reduced (see section 4.2) and the

effects carefully monitored through frequent blood counts between courses.

Myelosuppressive effects may be additive to those of concomitant chemotherapy.
Combination therapy with other myelosuppressive drugs may require modification of

dosage/timing of schedules in order to minimize additive effects.
Anaemia is frequent and cumulative, however rarely requires a transfusion.

Haemolytic anaemia with the presence of serologic drug-induced antibodies has been

reported in patients treated with carboplatin. This event can be fatal.

Acute promyelocytic leukaemia and myelodysplastic syndrome (MDS)/acute myeloid
leukemia (AML) have been reported years after therapy with carboplatin and other

antineoplastic treatments.

Haemolytic-uraemic syndrome (HUS)

Haemolytic-uraemic syndrome (HUS) is a life-threatening side effect. Carboplatin
should be discontinued at the first signs of any evidence of microangiopathic
haemolytic anaemia, such as rapidly falling haemoglobin with concomitant
thrombocytopenia, elevation of serum bilirubin, serum creatinine, blood urea
nitrogen, or LDH. Renal failure may not be reversible with discontinuation of therapy

and dialysis may be required.
Allergic reactions

As with other platinum-based drugs, allergic reactions appearing most often during
administration may occur and necessitate discontinuation of infusion. Patients should
be observed carefully and an appropriate symptomatic treatment (including
antihistamines, adrenaline and/or glucocorticoids) must also be initiated in such cases.
Cross reactions, sometimes fatal, have been reported with all the platinum compounds

(see sections 4.3 and 4.8).
Renal Toxicity

The incidence and severity of nephrotoxicity may increase in patients who have
impaired kidney function before carboplatin treatment. It is not clear whether an

appropriate hydration programme might overcome such an effect but dosage
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reduction or discontinuation of therapy is required in the presence of severe alteration
in renal function test. Impairment of renal function is more likely in patients who have

previously experienced nephrotoxicity as a result of Cisplatin therapy.
Venoocclusive liver disease

Cases of hepatic venoocclusive disease (sinusoidal obstruction syndrome) have been
reported, some of which were fatal. Patients should be monitored for signs and
symptoms of abnormal liver function or portal hypertension which do not obviously

result from liver metastases.
Tumour lysis syndrome (1LS)

In post marketing experience tumour lysis syndrome (TLS) has been reported in
patients following the use of carboplatin alone or in combination with other
chemotherapeutic agents. Patient at high risk of TLS, such as patients with high
proliferative rate, high tumor burden, and high sensitivity to cytotoxic agents, should

be monitored closely and appropriate precaution taken.
Neurologic Toxicity

Although peripheral neurologic toxicity is generally common and mild, limited to
paresthesia and decreases in osteotendinous reflexes, its frequency is increased in
patients older than 65 years and/or in patients previously treated with cisplatin.

Monitoring and neurological examinations should be carried out at regular intervals.

Visual disturbances, including loss of vision, have been reported after the use of
carboplatin in doses higher than those recommended in patients with renal
impairment. Vision appears to recover totally or to a significant extent within weeks

of stopping these high doses.
Reversible Posterior Leukoencephalopathy Syndrome (RPLS)

Cases of Reversible Posterior Leukoencephalopathy Syndrome (RPLS) have been
reported in patients receivingcarboplatin in combination chemotherapy. RPLS is a
rare, reversible (after treatment discontinuation), rapidly evolving neurological
condition, which can include seizure, hypertension, headache, confusion, blindness,

and other visual and neurological disturbances (see section 4.8). Diagnosis of RPLS is
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4.5.

based upon confirmation by brain imaging, preferably MRI (Magnetic Resonance

Imaging)
Geriatric Use

In studies involving combination therapy with carboplatin and cyclophosphamide,
elderly patients treated with carboplatin were more likely to develop severe
thrombocytopenia than younger patients. Because renal function is often decreased in

the elderly, renal function should be considered when determining dosage.
Other

Auditory defects have been reported during carboplatin therapy. Ototoxicity may be
more pronounced in children and is more likely seen in patients previously treated
with cisplatin. Cases of hearing loss with a delayed onset have been reported in
pediatric patients. A long-term audiometric follow-up in this population is

recommended.

Administration of live or live-attenuated vaccines in patients immunocompromised by
chemotherapeutic agents including carboplatin may result in serious or fatal
infections. Vaccination with a live vaccine should be avoided in patients receiving
carboplatin. Killed or inactivated vaccines may be administered; however, the

response to such vaccines may be diminished.

Aluminium containing equipment should not be used during preparation and

administration of Carboplatin (See section 4.5).

Interaction with other medicinal products and other forms of interaction

Carboplatin may interact with aluminium to form a black precipitate. Needles,
syringes, catheters or IV administration sets that contain aluminium parts which may
come into contact with carboplatin, should not be used for the preparation or

administration of the drug.

Due to the increase of thrombotic risk in cases of tumoral diseases, the use of
anticoagulative treatment is frequent. The high intra-individual variability of the
coagulabilty during diseases, and the possibility of interaction between oral
anticoagulants and anticancer chemotherapy, may require an increase in frequency of

INR monitoring if a patient is treated with oral anticoagulants.
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4.6.

Concomitant use contraindicated
Yellow fever vaccine: risk of generalized disease mortal (see section 4.3).
Concomitant use not recommended

- Live attenuated vaccines (except yellow fever): Risk of systemic, possible fatal
disease. This is increased in subjects who are already immunosuppressed by their

underlying disease. Use inactivated vaccine where this exist (poliomyelitis).

- Phenytoin, fosphenytoin: Risk of exacerbation of convulsions (resulting from the
decrease of phenytoin digestive absorption by the cytotoxic drug), risk of toxicity
enhancement or loss of efficacy of the cytotoxic drug (due to increased hepatic

metabolism by phenytoin).
Concomitant use to take into consideration

- Ciclosporin (and by extrapolation tacrolimus and sirolimus): Excessive

immunosuppression with risk of lymphoproliferation.

- Concurrent therapy with nephrotoxic drugs or ototoxic drugs such as amino
glycosides, vancomycin, capreomycin and diuretics, may increase or exacerbate
toxicity, particularly in renal failure patients, due to Carboplatin induced changes in

renal clearance.

- Loop diuretics: The concomitant use of carboplatin with loop diuretic should be

approached with caution due to the cumulative nephrotoxicity and ototoxicity.

Combination therapy with other myelosuppressive agents may require dose changes

or rescheduling of doses in order to minimize the additive myelosuppressive effects.

Fertility, Pregnancy and lactation

Pregnancy

Carboplatin can cause foetal harm when administered to a pregnant woman.
Carboplatin has been shown to be embryotoxic and teratogenic in rats receiving the
drug during organogenesis. No controlled studies in pregnant women have been

conducted.

Safe use of carboplatin in pregnancy has not been established. Both men and women

receiving carboplatin should be informed of the potential risk of adverse effects on
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4.7.

4.8.

reproduction (see section 5.3). Women of childbearing potential should be advised to
avoid becoming pregnant by using effective contraception and should be fully
informed of the potential hazard to the foetus should they become pregnant during
carboplatin therapy. Carboplatin should not be used in pregnant women or women of
childbearing potential who might become pregnant unless the potential benefits to the

mother outweigh the possible risks to the foetus.

Breast-feeding
It is not known whether Carboplatin is excreted in breast milk.
To avoid possible harmful effects in the infant, breast-feeding must be stopped during

carboplatin therapy.

Fertility

Gonadal suppression resulting in amenorrhoea or azoospermia may occur in patients
receiving antineoplastic therapy. These effects appear to be related to dose and length
of therapy and may be irreversible. Prediction of the degree of testicular or ovarian
functional impairment is complicated by the common use of combinations of several
antineoplastics, which makes it difficult to assess the effects of individual agents.

Men of sexually mature age treated with carboplatin are advised not to father a child
during treatment and up to 6 months afterwards. Male patients should seek advice
about sperm preservation prior to initiation of the therapy because of the possibility of

irreversible infertility due to therapy with carboplatin.

Effects on ability to drive and use machines

No studies of the effects on the ability to drive and use machines have been
performed. However, carboplatin may cause nausea, vomiting, vision abnormalities
and ototoxicity; therefore, patients should be warned of the potential effect of these

events on the ability to drive or to use machines.

Undesirable effects
The frequency of adverse reactions reported is based on a cumulative database of
1,893 patients receiving single agent carboplatin injection and post-marketing

experience.

The list is presented by system organ class, MedDRA preferred term, and frequency

using the following frequency categories:
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very common (>1/10)

common (>1/100

, <1/10)

uncommon (>1/1,000, <1/100)

rare (>1/10,000, <1/1,000)

very rare (<1/10,000 and not known (cannot be estimated from the available data)

System Organ Class

Frequency

MedDRA Term

Neoplasms, benign and
malignant and
unspecified (incl cysts
and polyps)

Not known

Treatment related secondary malignancy

Infections and|Common |Infections*
infestations Not known [Pneumonia
Blood and lymphatic|Very Thrombocytopenia, neutropenia, leukopenia, anaemia
system disorders common
Common |Haemorrhage*
Not known [Bone marrow failure, haemolytic-uraemic syndrome,
haemolytic anaemia
Rare febrile neutropenia,
Immune system|/Common [Hypersensitivity, anaphylactoid type reaction
disorders
Metabolism and|Not known [Dehydration, anorexia, Tumor lysis syndrome
nutrition disorders hyponatraemia
Nervous system{Common |Neuropathy peripheral, paraesthesia, decrease of]
disorders osteotendinous reflexes, sensory disturbance, dysgeusia
Not known |Cerebrovascular accident *, Reversible Posterior
Leukoencephalopathy Syndrome (RPLS),
encephalopathy
Eye disorders Common |Visual disturbance (incl. rare cases of loss of vision)
Ear and labyrinthiCommon |Ototoxicity
disorders
Cardiac disorders Common |Cardiovascular disorder*
Not known |Cardiac failure*
Vascular disorders Not known [Embolism*, hypertension, hypotension, venoocclusive
disease**
Respiratory,  thoracic|/Common [Respiratory  disorder, interstitial lung disease,
and mediastinal bronchospasm
disorders
Gastrointestinal Very Vomiting, nausea, abdominal pain
disorders common
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Common |Diarrhoea, constipation, mucous membrane disorder

Not known [Stomatitis, Pancreatitis

Skin and subcutaneous|Common |Alopecia, skin disorder

tissue disorders Not known |Urticaria, rash, erythema, pruritus

Musculoskeletal ~— and|{Common [Musculoskeletal disorder

connective tissue

disorders

Renal and urinary|Common |Urogenital disorder

disorders

General disorders and|/Common |Asthenia

administration S1te|Njot known |Injection site necrosis, injection site reaction, injection
conditions site extravasation, injection site erythema, malaise
Investigations Very Creatinine renal clearance decreased, blood urea

Common |increased, blood alkaline phosphatase increased,
aspartate aminotransferase increased, liver function test
abnormal, blood sodium decreased, blood potassium
decreased, blood calcium decreased, blood magnesium
decreased.

Common |Blood bilirubin increased, blood creatinine increased,
blood uric acid increased

* Fatal in <1%, fatal cardiovascular events in <1% included cardiac failure,

embolism, and cerebrovascular accident combined.
** Including fatal events
Blood and lymphatic system disorders

Myelosuppression is the dose-limiting toxicity of carboplatin injection. In patients
with normal baseline values, thrombocytopenia with platelet counts below
50,000/mm3 occurs in 25% of patients, neutropenia with granulocyte counts below
1,000/mm3 in 18% of patients, and leukopenia with WBC counts below 2,000/mm3
in 14% of patients. The nadir usually occurs on day 21. Myelosuppression can be
worsened by combination of carboplatin injection with other myelosuppressive

compounds or forms of treatment.

Myelotoxicity is more severe in previously treated patients, in particular in patients
previously treated with cisplatin and in patients with impaired kidney function.
Patients with poor performance status have also experienced increased leukopenia and
thrombocytopenia. These effects, although usually reversible, have resulted in

infectious and hemorrhagic complications in 4% and 5% of patients given carboplatin
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injection, respectively. These complications have led to death in less than 1% of

patients.

Anaemia with haemoglobin values below 8g/dl has been observed in 15% of patients
with normal baseline values. The incidence of anaemia is increased with increasing

exposure to carboplatin injection.

Myelosuppression may be more severe and prolonged in patients with impaired renal
function, extensive prior treatment, poor performance status and age above 65.At
maximum tolerated dosages of carboplatin administered as a single agent,
thrombocytopenia, with nadir platelet counts of less than 50 x 10%/1, occurs in about a
third of the patients. The nadir usually occurs between days 14 and 21, with recovery

within 35 days from the start of therapy.

Leukopenia has also occurred in approximately 20% of patients but its recovery from
the day of nadir (day 14-28) may be slower and usually occurs within 42 days from
the start of therapy. Neutropenia with granulocyte counts below 1 x 10°/1 occurs in
approximately one fifth of patients. Haemoglobin values below 9.5 mg/100ml have

been observed in 48% of patients with normal base-line values.
Neoplasms benign, malignant and unspecified (including cysts and polyps)

Secondary acute malignancies after cytostatic combination therapies containing

carboplatin have been reported.
Respiratory, thoracic and mediastinal disorders

Very rare: Pulmonary fibrosis manifested by tightness of the chest and dyspnoea. This
should be considered if a pulmonary hypersensitivity state is excluded (see General

disorders below).
Gastrointestinal disorders

Vomiting occurs in 65% of patients, in one-third of whom it is severe. Nausea occurs
in an additional 15%. Previously treated patients (in particular patients previously
treated with cisplatin) appear to be more prone to vomiting. Nausea and vomiting are
generally delayed until 6 to 12 hours after administration of carboplatin, are readily
controlled or prevented with antiemetic s and disappear within 24hours. Vomiting is
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more likely when carboplatin injection is given in combination with other emetogenic

compounds.

The other gastrointestinal complaints corresponded to pain in 8% of patients,

diarrhoea, and constipation in 6% of patients. Cramps have also been reported.
Nervous system disorders

Peripheral neuropathy (mainly paresthesias and decrease of osteotendinous reflexes)
has occurred in 4% of patients administered carboplatin injection. Patients older than
65 years and patients previously treated with cisplatin, as well as those receiving

prolonged treatment with carboplatin injection, appear to be at increased risk.

Clinically significant-sensory disturbances (ie, visual disturbances and taste

modifications) have occurred in 1% of patients.

The overall frequency of neurologic side effects seems to be increased in patients
receiving carboplatin injection in combination. This may also be related to longer
cumulative exposure. Parasthesias present prior to treatment, especially if caused by

cisplatin, may persist or worsen during carboplatin therapy (see section 4.4).
Eye disorders

Visual disturbances, including sight loss, are usually associated with high dose

therapy in renally impaired patients.
Ear and labyrinth disorders
Very common:

A subclinical decrease in hearing acuity in the high frequency range (4000-8000 Hz),
determined by audiogram, occurred in 15% of patients. Very rare cases of hypoacusia

have been reported.
Common:

Tinnitus was also commonly reported. Hearing loss as a result of cisplatin therapy
may give rise to persistent or worsening symptoms. At higher than recommended
doses, in common with other ototoxic agents, clinically significant hearing loss has

been reported to occur in paediatric patients when carboplatin is administered.

Hepatobiliary disorders
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Modification of liver function in patients with normal baseline values was observed,
including elevation of total bilirubin in 5%, SGOT in 15%, and alkaline phosphatase
in 24% of patients. These modifications were generally mild and reversible in about

one-half the patients.

In a limited series of patients receiving very high dosages of carboplatin injection and
autologous bone marrow transplantation, severe elevation of liver function tests has

occurred.

Cases of an acute, fulminant liver cell necrosis occured after high-dose administration

of carboplatin.
Renal and urinary disorders

When given in usual doses, development of abnormal renal function has been
uncommon, despite the fact that carboplatin injection has been administered without
high-volume fluid hydration and/or forced diuresis. Elevation of serum creatinine
occurs in 6% of patients, elevation of blood urea nitrogen in 14%, and of uric acid in
5% of patients. These are usually mild and are reversible in about one-half the
patients. Creatinine clearance has proven to be the most sensitive renal function
measure in patients receiving carboplatin injection. Twenty-seven percent (27%) of
patients who have a baseline value of 60 mL/min or greater, experience a reduction in
creatinine clearance during carboplatin injection therapy. Impairment of renal
function is more likely in patients who have previously experienced nephrotoxicity as

aresult of cisplatin therapy.

Very common: Renal toxicity is usually not dose-limiting in patients receiving
carboplatin, nor does it require preventive measures such as high volume fluid

hydration or forced diuresis.

Common: Renal function impairment, as defined by a decrease in the creatinine

clearance below 60 ml/min
Immune system disorders

Anaphylactic-type reactions, sometimes fatal, may occur in the minutes following
injection of the product: facial oedema, dyspnoea, tachycardia, low blood pressure,

urticaria, anaphylactic shock, bronchospasm.
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Fever with no apparent cause has also been reported.
Skin and subcutaneous tissue disorders

Erythematous rash, fever and pruritis have been observed. These were reactions
similar to those seen after cisplatin therapy but in a few cases no cross-reactivity was

present.
Investigations

Decreases in serum sodium, potassium, calcium, and magnesium occur in 29%, 20%,
22%, and 29% of patients, respectively. In particular, cases of early hyponatraemia
have been reported. The electrolyte losses are minor and mostly take a course without

any clinical symptoms.
Cardiac disorders

Isolated cases of cardiovascular incidents (cardiac insufficiency, embolism) as well as

isolated cases of cerebrovascular accidents have been reported.
General disorders and administration site conditions

Reactions at the site of injection (burning, pain, reddening, swelling; urticaria,

necrosis in connection with extravasation) have been reported.
Fever, chills and mucositis have occasionally been observed.
Hepatobiliary disorders

Very common: The alkaline phosphatase level is increased more frequently than
SGOT, SGPT or total bilirubin The majority of these abnormalities regress

spontaneously during the course of treatment.

Rare: Severe hepatic dysfunction (including acute liver necrosis) has been reported

after administration of higher than recommended carboplatin dosages.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorization of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal
product. Healthcare professionals are asked to report any suspected adverse reactions

via Yellow Card Scheme; Website: www.mhra.gov.uk/yellowcard.
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4.9.

5.2.

Overdose

No overdosage occurred during clinical trials.

Symptoms:

Symptoms may include myelosuppression, renal, hepatic and auditory function
impairment. Reports of doses up to 1600mg/m2 indicate patients feeling extremely ill
with diarrhoea and alopecia developing. Use of higher than recommended doses of
carboplatin has been associated with loss of vision (see section 4.4).

Management:

There is no known antidote for carboplatin overdosage. If necessary, however, the
patient may need supportive treatment relating to myelosuppression, renal, hepatic

and auditory function impairment.

Pharmacological properties

Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, Platinum compounds

ATC code: LO1X A02

Carboplatin, like Cisplatin, interferes with DNA intrastrand and interstrand crosslinks
in cells exposed to the drug. DNA reactivity has been correlated with cytotoxicity.
Paediatric population

Safety and efficacy in children have not been established

Pharmacokinetic properties

Following administration of Carboplatin in man, linear relationships exist between
dose and plasma concentrations of total and free ultrafilterable platinum. The area
under the plasma concentration versus time curve for total platinum also shows a
linear relationship with the dose when creatinine clearance > 60 ml/min.

Repeated dosing during four consecutive days did not produce an accumulation of
platinum in plasma

Absorption

After a 1-hour infusion (20-520 mg/m2), plasma levels of total platinum and free
(ultrafilterable) platinum decay biphasically following first order kinetics.For free
platinum, the initial phase (t alpha) half life is approximately 90 minutes and the later
phase (t beta) half life approximately 6 hours. All free platinum is in the form of

carboplatin in the first 4 hours after administration.
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5.3.

6.2.

6.3.

Distribution

Protein binding of carboplatin reaches 85-89% within 24 hours of administration,
although during the first 4 hours, only up to 29% of the dose is protein bound. Patients
with poor renal function may require dosage adjustments due to altered
pharmacokinetics of carboplatin.

Elimination

Carboplatin is excreted primarily by glomerular filtration in urine, with recovery of
65% of a dose within 24 hours. Most of the drug is excreted within the first 6 hours.
Approximately 32% of a given dose of carboplatin is excreted unchanged.

Carboplatin clearance has been reported to vary by 3- to 4- fold in paediatric patients.
As for adult patients, literature data suggest that renal function may contribute to the

variation in carboplatin clearance

Preclinical safety data

Carboplatin has been shown to be embryotoxic and teratogenic in rats. It is
mutagenic in vivo and in vitro and although the carcinogenic potential of Carboplatin
has not been studied, compounds with similar mechanisms of action and mutagenicity

have been reported to be carcinogenic.

Pharmaceutical particulars

List of excipients

Water for injection

Incompatibilities

This medicinal product must not be mixed with other medicinal product except those
mentioned in section 6.6.

Carboplatin may interact with aluminium to form a black precipitate. Needles,
syringes, catheters or intravenous sets containing aluminium parts that may come into
contact with carboplatin should not be used for preparation or administration of
carboplatin. Precipitation can lead to a reduction of the antineoplastic activity (see

section 4.5)

Shelf life

Unopened vial: 2 years
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6.4.

6.5.

6.6.

After dilution

Carboplatin injection is a premixed aqueous solution of 10 mg/mL Carboplatin.
Carboplatin Injection can be further diluted to concentrations as low as 0.5 mg/mL
with 5% Dextrose in Water (D5W) or 0.9% Sodium Chloride Injection, USP.

When prepared as directed, Carboplatin Injection are stable for 8 hours at room
temperature (25°C). Since no antibacterial preservative is contained in the
formulation, it is recommended that Carboplatin Injection be discarded 8 hours after

dilution.

Special precautions for storage

Unopened vials of carboplatin injection are stable to the date indicated on the package
when stored at 25° C (77° F); excursions permitted from 15°-30° C (59°-86° F) [see
USP Controlled Room Temperature]. Protect from light.

Carboplatin injection multidose vials maintain microbial, chemical, and physical
stability for up to 14 days at 25° C following multiple needle entries.

For storage conditions after reconstitution of the medicinal product, see section 6.3.

Nature and contents of container
15 ml vial, containing 150 mg of carboplatin, 10mg/ml.
50 ml vial, containing 450 mg carboplatin, 10mg/ml.

1 glass vial in one monocarton

Special precautions for disposal and other handling

Contamination

In the event of contact of carboplatin with eyes or skin, wash affected area with
copious amounts of water or normal saline. A bland cream may be used to
treat transient stinging of skin. Medical advice should be sought if the eyes are
affected.

Disposal

Any unused product or waste material should be disposed of in accordance with local
requirement.

Dilution

The product must be diluted prior to infusion, with 5 % dextrose solution or 0.9

% sodium chloride solution, to concentrates as low as 0.5 mg/ml.
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10.

Guidelines for the safe handling of anti-neoplastic agents:

1. Carboplatin should be prepared for administration only by professionals who have

been trained in the safe use of chemotherapeutic agents
2. This should be performed in a designated area.
3. Adequate protective gloves should be worn.

4. Precautions should be taken to avoid the drug accidentally coming into contact with

the eyes. In the event of contact with the eyes, wash with water and/or saline.
5. The cytotoxic preparation should not be handled by pregnant staff.

6. Adequate care and precautions should be taken in the disposal of items (syringes,
needles, etc.) used to reconstitute cytotoxic drugs. Excess material and body waste
may be disposed of by placing in double sealed polythene bags and incinerating at a

temperature of 1,000 °C. Liquid waste may be flushed with copious amounts of water.
7. The work surface should be covered with disposable plastic-backed absorbent
paper.

8. Use Luer-Lock fittings on all syringes and sets. Large bore needles are

recommended to Minimise pressure and the possible formation of aerosols. The latter

may also be reduced by the use of a venting needle.

Marketing authorisation holder

TherDose Pharma Private Limited

Marketing authorisation number(s)
18/RR/AP/2012/F/R

Date of first authorisation/renewal of the authorisation

17/05/2012

Date of revision of the text

September 2022 ; Revision 01
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CARBOPLATIN ?(
INJECTION BP 150 mg/15 mL, )m‘fbﬁe
450 mg/ 45 mL

B only

CARBOTHER® 150, 450

COMPOSITION:

1mLaf concentrate for solutiontarinfusion contains:
Carboptatin 10mg

Waterfor injection q.s,
DESCRIPTION:

Carboptfatin Injection is supplied as a sterile, pyrogen-tree, 10
mg/mL agueous solulicn of carboplalin. Carboplatin has the
{ollowingstructural formula:

(=]
HM
N
Pt
/A
HN
CsH.;NgOJ’t Mol.wt: 371.25
platinis a platinum i and available
as crystalline powder The chemical name for carhoplalln is
platinum, di [1.1-¢ 2-)-0.01-,
(SP-4-2).
INDICATIONS:

Carboplalin is indicated for the ireaiment of:

Advanced ovarian carcinoma ef epithelial originin:

-Firstline Lherapy

- Secondline therapy, afterother treatments havefailed
Small cell carcinoma of the lung,

DDSAGE AND ADMINISTRATION
NoT 5

Artwork Panel

Product Name:

-+ concomitanl use wilh yellow fever vaccine a history of
severe allergic reaction or other platinum containing CARBOTHER 150’ _450’
compounds {Carboplatin Injection
WAHNINGS AND PRECAUTIDNS
Bone marraw I , and BP 150 mg“ 5 mL’
thrombocytopenia) is dose-dependent and is also the dose- 450 mg/45 mL)

limiting loxicity. Peripheral blood counts should be
frequenily monilered during Carboplatin Injection

treatmentand, when appropriate. until recovary is achieved Market/Com pany:
Median nadir occurs at day 21 in patients receiving single- H
atent carboplatin, In general, single intermitlent courses of ExpomUkra Ine

Carbaplalin Injection should not be repealed until leukocyle,
neutrophil, and platefet counts have recovered.
Since anemia is cumulatlve, transfusions may be needed s .
during treatment with Carboplatin Injection, parlicularly in 1ze:
palienis receiving prolongedtherapy. 100 X 240 mm
Bone marrow suppression is increased in patiems who have
received prior iherapy. especially regimens including
cisplatin. Marrow suppression is also increased in patienls
with impaired Kidney function, Initlai Carboplatin Injection i -
dosages in Lhese palients should be appraprialely reduced SoftwareNersmn.
(see DOSAGE AND ADMINISTRATION) and blood counts CDR/S
should be ezrelully menitorad betwgen courses. The uze af
C: in Injection in i with other bant
marrow suppressing 1herapies musl be carefully managed
viith respect 1o dosage and timing in order to minimize colours: Black
additive effects.
Carboplalin has limited nephrotoxlc potential. but
itant treatment with gly has resulted
in increased renal and/or audiolegic loxicily, and caution
must be exercised when a palient receives both drugs H .
Clinically significant hearing loss has been reporied to PaCK S'ze' NA
occur in pediatric patients when carboplalin was
administered al higher than recommended doses in
comblnahonwnlh other ototoxic agenls,

lormallun o I;?sﬂ:r";:lency lher:lnnur:mgneedles o . in [nfection can induce emesis. which can be more Artwork Version:
iy 5 parts that may come in severe in patienis previously receiving emetogenic therapy. 04

conlact with Lhe drug must not be used for ihe preparation or
administration of Carbaplatin Injeciion,

Single-Agent Therapy

Carboplatin Injection, as a single agent, has been shown to
be effective in patients wilh recurrent ovarian carcinoma ata
dosage of 360 mg/m? IV on day 1 every 4 weeks
{alternatively see Formula Dasing}. In general, however,
single intermittent courses of Carbaplalin Injection should
not be repeated until the neutrophil count is at least 2000
and Lhe plalelet count s at least 100,000.

Combinalion Therapywith Cyclophosphamide
= In the chemotherapy of advanced ovarian cancer, an
effective combination for previcusly untreated palienis
consists of:
Carhoplalin Injeclion 300 mg/m2 IV on day 1 every four weeks
for six cycles (alternalively see Formula Dosing).
Cyclophosphamide-600 mg/m2 1V on day 1 every fourweeks for
six cycles, Far direclions regarding the use and administration
of cyclophosphamide please refer toits package insert
courses of G in Injection in
with cyclophosphamide should not be repeated until the
neulrophil count is at leasl 2000 and 1he platelet count is at least
100,000,
Patienls wilh Impalred Kidney Function
Patients with creatinine clearance values below 60 mL/min are
at increased risk of severe bone marrow suppression. In
renally-impaired patients who received single-agent
carboplatin therapy, the incidence of severe leukopenia,
neulropenia, or thrombocytopenia has been about 25% when
the dosage modificatians in the lable betow have been used,
Baseline Creatinine Clearance
Recommended Dose on Day 1
41-59 mL/min 250 mg/m?
16 - 40 mL/min 200 mg/m?
The data available for patients with severely impaired kidney
function (creatinine clearance below 15 mL/min) are loo limited
Lo permita recommendalion far lreatment.
These dosing recommendations apply to the initial course of
treatment.
Subsequent dosages should be adjusted according to the
patienl s lolerance based an the degree of bone marrow
suppression,
Eerla(vlc Doslng
Because renal funclion is often decreased In elderly
palients, lormula dosing of Carbaplatin Injeclion based on
esfimales of GFR should be used in elderly palients lo
provide prediclable plasma Carbaplalin Injection AUCs and
thereby minimize the risk of toxicity.
F ion 01 i
Carboplatin Injection is a premixed aqueous sclution of 10
mg/mL carboplatin,
Carboplatin Injection can be furlher diluted to
caoncentrations as low as 0.5 mg/mL wilh 5% Dexrose in
Water (D; W) or 0.9% Sodium Chleridelnjection, USP.
When prepared as directed, Carboplalin Injeclion are stable
for 8 hours at room temperalure {25°C). Since no
anfibacterial preservative is contained in the formulatien, it
is recommended that Carboplatin Injection be discarded 8
hours after dilution,
DDNTHAINDICI‘TIONS
Carboplatln is conlralndicated in:
. itivity 1o the attlve sub: jortoany
ot i insnction it
patlents WI!I'I severe myelosuppression
ptisnts with pre-existing severe renal impairment
l«dh:mmnmn.lumiceuis.;umlpumunule}
unlassi
the posaitie b it m
patiants with blzeding lumors

100 x 240 mm
Black

The incidence and intensity of emesis have been reduced by
using premedication with anliemelics. Although no
conclusive efficacy data exist with the following schedules

of Carboplatin Injeclion, lengthening the duration of single ' H 8

inlravenous administration 1o 24 hours or dividing the total SpeCIflcatlon "

dose over five consecutive daily pulse doses has resulted in 60 GSM Map litho paper
reduced emesis

Altheugh peripheral neurotoxicity is infrequent, ils
incidence is increased in patients older Ihan 65 years and in
patients previously treated with cisplatin, Pre-existing
cisplatin - induced neurofoxicity does not wersen in aboul
70% of the patients receiving carboplaiin as secondary
treatment.

Loss of vision, which can be complete for light and colers, Prepared by
has been reporied afier he use of carboplatin with deses
higher than thase recommended in the package insert.
Vision appears to recover totally or to a signiticant extent
within weeks of stopping these high doses

As in lhe case of olher platinum-coordination compeunds,
allergic reactions to carboplatin have been reported. These
may occur wilhin minutes of administration and should be
managed with appropriate supporlive iherapy. There is .
increased risk of allergic reactions including anaphylaxis in Reviewed by (RA)
palients previously exposed to platinum therapy. (See
CONTRAINDICATIONS and ADVERSE REACTIONS: Allergic
Reactions.)

High dosages of carboplatin (more than four times the
recommended dose) haveresulted in severe abnormalities
of frver funcfion [ests,

Earboplatin infection moy cause fefat harm when administered
to a pregnant woman, Carbaplatin Injection has heen shown to
be embryotoxic and teratogenic in rats, There are no adequate .
and well-controlied studies in pregnani women. [f lhis drug is Reviewed by (QA)-
used during pregnancy, or if Lhe patient becomes pregnanl
while receiving this drug, the patient should be apprised of the
potenlial hazard lo lhe felus.

Women of childbearlng potential should be advised to avoid
becoming pregnant.

PRECAUTIONS

+ General

Needles or i inistration  sets

aluminium parts that may come in contact with Carboplatin

Injection should nol be used for the preparation or A .
admlmstrallon of Lhe drug Aluminium can react with Rewewed by (QC)-
carbop 9 formati dloss of polency.

Drug interaclians

The renal elfects of nep! i may be

by Carbaplatin Injection
i !

of Fertility. The

carcinogenic potenlial of carboplatin has not been sludied. but

compounds with similar mechanisms of action and
mulagenicity profiles have been reported 10 be carcinogenic.

Carboplatin has been shown to be mutagenic both invilro and

in vivo. It has also been shown to be embryotoxic and

teratogenic in rals receiving the drug during organcgenesis. Approved by:

Secondary malignancies have been reporled in assaciation wilh

multi-drug lherapy.

+ Pregnancy

Pregnanty Category D (see WARNINGS)

Nursing Mothers

It is not known whether carboplatin is excreted in human milk
Because lhere is a possibility of toxicity in nursing infants

secondary lo Carboplatin Injection treahnent of the mother, itis

recommended thal breast feeding be discontinuedif the mother _/
ipstrjzledwli}h Cgrl;aplalindln]eclion.
aediatric Use Safety and eilecliveness in paediatric patients . 11 -

have not been eslablished (see WARNINGS “audiologic 11:31 23-11-2022

toxlcity").

- Gerialric Use

Of the 789 palienls in initial treatmenl combinalicn therapy

studies {NCIC and SWOG), 395 patienis were treated with

carboplatin in combinalion with cyclephosphamide. Of these,
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141 were over 65 years of age and 22 wiere 75 years or older. In
these trials, age was nol a prognostic facter for survival, In
terms of salety. elderly patients Ireated wilh carboplatin were
more likely to develop severe thrombocylopenia than younger
palients.

In a combined dafabase of 1342 palients (414 were < 65 years
of age) thal received single-agent carboplatin for different
twmour types, a similar incidence of adverse evenls was seenin
palients 65 years and older and in paliens less than 65 Gther
reported clinical experience has nol identified differences in
responses between elderly and younger paticnis, but greater
sensitivity of some older individuals cannot be ruled out
Because renal function is often decreased in lhe elderly, renal
funclion should be considered in lhe selection ol Carboplatin
Injection dosage (see DOSAGE AND ADMINISTRATION),

ADVERSE REACTIONS:

The following incidences of adverse events are based on dala
from 1893 patients with various lypes of lumors whe received
carboplatin as single-agent lherapy:

« Hemalalogic Toxicity
Bone marrow suppression is the dese-limiting loxicity of
Carboplatin Injection
Thrombocylepenia with platelel counts below 50,000/mm?
oceurs in 25% of ihe palients (35% of pre-trealed ovarian
cancer patients): neutropenia wilh granulecyte counts belovs
1000/mm? eccurs in 16% of the patienls {21% of pre-treated
ovarian cancer palients):leucopoenia wilh WBC counts below
2000/mm? occurs in 15% of the paliems {26% of pre-treated
ovarian cancer patients}), The nadir usually occurs about day 21
in patients receiving single-agent therapy. By day 28, 90% of
palients have platelel counts abave 100,000/mm?; 74% have
neutrophil counts above 2000/mm?% 67% have leukocyte
counts above 4000/mm?.
Marrow suppression is usually more severe in palients wilh
impaired kidney function. Palienls with poor performance
stalus. have also experienced a h|gher incidence of severe
and The jic effects,

normal baseline values were reported as follows: total biiirubin,
5%; SGOT. 15%: and alkaline phosphalase, 24%, (5%, 13%.
and 37%. respectively, in pretreated ovarian cancer patients)
These abnormalilies have generally been mild and reversible in
about one-half of the cases, afihcugh the rale of metastatic
tumour in the liver may complicate the assessment in many
patients, In a limiled series of palienls receiving very high
dosages of carboplalin and autelogous bone marrow
transplantation, severe ahnormalilies of liver function tesis
were reported.

-+ Eleclralyle Changes

The incidences of abnormally decreased serum electrolyle

values reparled were as follows: sodium, 29%; polassium,

20%; calcium, 22%: and magneslum. 29%; {(47%. 28%, 31%,

and 43%. respeciively, in pre-treated ovarian cancer patients)

Elecirolyte supplementation was not routinely administered

concomitantly with carhoplalm and these electrolyte
lities were rarely .

= Allergic Reactions

Hypersensitivity to carboplatin has been reported in 2% of the

patients, These allergic reaclions have been simitar in nalure

and saventy fo thena eperied with otbar platinunv-containing

compobnds, ie, rash, uricaria, erythorma, prontiss, and mrely

brenchospasm and hypatansian, Ansphylaclic resctiong haye

paen reported a3 part of posimarkeling swrvaillance (iae

WARNINGS), These reactions have been successhully maraged

with standard and

therapy.

« Injeclion Slle Reacllans

Injection site reaclions. including redness, swelling, and pain,

have been reporled durlng postmarketing surveillance

Necrosis associated with exiravasation has also been reported.

«  OtherEvents

Pain and asthenia were the mosl Irequently reported

miscefianeays adverse affocts; their retationshiz 1o lhe lumor

and o anaemia vias Ilkely Alupecm was reported (3%).

although usually reversible. have resulted in i { or
hemorrhagic complications in 5% of the patients trealed wilh
carboplatin. with drug related death occurring in less than 1% of
1he patienls, Fever has also been reported in patients wilh
neutropenia. Anaemia with haemeglobin less than 11 g/dL has
been observedin 71% of the patients who slarled Lherapy with a
baseline above (hat value, The |nmdence of anaemia increases
with i ing exposure to G Injection.

have been adminislered to 26% of the palienis treated with
carboplalin {44% of previousty treated ovarian cancer patients).
Bone marrow depression may be more severe when
Carboplalin Injection is combined with other bone marow

pp g drugs or with

- Gasirointestinal Toxicity
Vomiling occurs in 65% of the patients (81% of previously
Irealed ovarian cancer patients) and in aboul ane-(hird of these
panenls |t is severe. Carboplatin, as a single reagent or in
is signifi less ic than cisplatin;
however, patienis previously irealed wilh emetogenic agents,
especlally cisplatin, appear lo be more prone 1o vomiting.
Nausea alone accurs in an additional 10 to 15% of patients,
Balh nausea and vomiting usually cease within 24 hours of
treatment and are oflen responsive 10 antiemelic measures.
Although no conclusive erflcacy dala exis| with Lhe following
of in. either by
continuous 24 hour infusion or by daily pulse doses given for 5
consecutive days, was associated willl less severe vomiling
than the single-dose inlermittent scheduls, Emesis was
increased when carboplatin was used in cembination with other
emetogenic compounds,

~  Other
Gastroinlestinal effects abserved frequently were pain, in 17%
of lhe patients; diarrhea, in §%; and constipalion, also in 6%,

» Neurologic Toxicily

Peripheral neuropathies have been observed in 4% of the
palients receiving carboplatin (E% of preireated ovarian cancer
patients) with mild p ecourting most
Carboplatin iherapy pmduces significantly fewer and less
severe neurologic side effects than does therapy with cisplatin.
However. patients older than 65 years and/or previously lrealed
with cisplalin appear to have an increased risk {10%} for
peripheral neuropathies. In 70% of the pahenls with pre-
existing cisplatin-induced . there was
nowarsening af symptoms duringlherapywithcarboplzlln
Clinical otatoxicity and olher sensory abnormalities such as
visual dislurbances and change in tasle have been reperted in
only 1% of the palients, Central nervous system symptoms
have been reported in 5% of the patients and appear to be most
often related to the use of antieinelics.

C y. and mucosal side
effecls have o:curred |n 6% or less of the palients,
Cardiovascular events (cardiac failure. embolism
cerebrovascular accldents) were fatal in less lhan 1% of lhe
patients and dld not appear to be related to chemolherapy.
C: uremic sy has been

reported rarely.
Malaise, anorexia and hypertension have been reported as part
of post markeling surveillance.

OVERDOSAGE

There is no knuwn anudale fur Carhoplalm Injection
The of

would be secondary o bone marrow suppression andlur

hepatic toxicity.

HOW SUPPLIED

CARBOTHER®(Carboplatin [njection)

150 mg/15 mL aqueous solulion in mullidose vials {vsith Teal
colour flip-off seals), individually cartoned

450 mg/45 mL agueous solulion in mullidose vials {with Teal
cofour flip-off seals), individually cartoned

REFERENCES
http://www.fda.gov/ohrms/dockets/ac/05/briefing/2005-
4180b_03_05_Carboplatin%20label%201-9-04%20FDA, pdf

STORAGE

Unopened vials of Carboplatin Injectian are slable to the date
Indicated on the package when slored at 25° C (77° F);
excursions perimitted from 15°-30° C (59°-86° F). Protect from
light.

Carboplatin Injeclien mullidose vials maintain microbial,
chemical, and physical stability for up to 14 days at 25* C
following multiple needle entries,

Parenteral drug products should be inspecled visually for
particulate matter and discoloration prior to administration
Solutions for infusion should be discarded 8 hours after
preparalion,

HANDLING AND DISPRSAL

Procedures lor proper handling and disposal of anti-cancer
drugs should be Therels | that
all of the pi in the guideli are
necessary orappropriale

MANUFACTURED BY

THERDOSE PHARMA PRIVATE LIMITED,

Plot No, 118, 119 & 120, Sy. No, 342, Road No, 6, ALEAP

lndustrial Eslale, Opp: JNTU Lane. Pragathi Nagar
V), ( (M), Medchal

District-500090. Hyderabad. Telangana State, India

Tel:+ 91-40-65161624, wwwe.therdose com

®-Regi Trade Mark

Although the overall incidence of peri gic side
effecls induced by carboplatin is low, profonged treatment.
particularly in cisplatin pre treated patienis, may result in
cumulative neurotoxicity.

= Nephrataxicity

Development of abnormal renal function lest resulls is
uncomman, despite ihe fact thal carboplatin, unllke cispiatin,
has usually been adminisiered withoul high-volume fluid
hydratian and/or forced diuresis. The incidences of abnormal
renal function tests reporled are 6% for serum creatinine and
14% for blood wrea nitrogen (10% and 22%, respectively. in
pretreated ovarian cancer palients), Most of Lhese reported
abnormalities have been mild and about one-half of them were
raversible,

Creatinine clearance has proven to be the mosl sensitive
measure of kidney function in patients receiving carboplatin
and it appears to be ihe mosl useful lest for correlating drug
clearance and bone marrow suppression, Twenty-seven
percent of the patienis who had a baseline value of 60 mL/min or
more demonstrated a reduclion below this value during
carboplatin therapy.

= Hepatic Toxicity

The incidences of abnarmal llvies functksn stz in patientd with
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