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Knaapu6in posunn ps in’exniii, USP
TibKH NJIS BHYTPIIIHEOBEHHOI'0 BBEIECHHS
BipmyckaeThes THINe 3a penenToM

YBATA

Ie'exnil KIampuGiHy Ciif BBOAMTH Mij{ HAILZOM KBanidikoBaHOTO JiKaps, SKHA Mac JIOCBig
3aCTOCYBaHHS IPOTUILY XJIMHHOT Tepanii. Crti 09ikyBaTy OpHrHideHHs QYHKIIT KICTKOBOTO MO3KY.
3a3Buuaii Ie ABHIIE € 06OPOTHUM i, IMOBIPHO, 3aIEKHTh Bl TO3H. Y MAIIERTIB, 9Ki OTPUMYBAJIH
KIanpuGiH musxoM 6GesmepepBHO imdysii y Bucokux mosax (y 4-9 pasiB mepeBHINye
PEKOMEHIOBAHyY 03y JUIA JIKYBaHHS BOJOCATOKJIITHHHOTO NeHKo3y), MOBLIOMIIATIOCS IPO
CepHO3Hy HEBPOJIOTiYHY TOKCHYHICTH (BKIIFOYAIOYM HE3BOPOTHHHA Mapamnapes Ta KBaJpamapes).
HeBposioriyaa TOKCHIHICTh, AMOBIPHO, IEMOHCTPYE NO303aJIEKHICTE; OJTHAK, IIPO BUMAIKH TSHKKOL
HEBPOJIOTIYHOI TOKCHYHOCTI MOBIAOMIIUIOCS PiIKO MICIA JIKyBaHHs CTaHJapTHAMH PEXUMaMU
NO3yBaHHS KIaApUOiHy.

TocTpa HePPOTOKCHUHICTh CIIOCTEpiragacs MpH 3acTOCYBAHHI BHCOKHX 03 knanpubiny (y 4-9
PasiB HepeBHInye PEKOMEH/IOBAHY 03y JUIsS JiKyBaHHs BOJIOCATOKITITHHHOIO JEHKO3Y), 0COOIHBO
TpY OXHOYACHOMY 3aCTOCYBaHHI 3 iHIIAME HEPOTOKCHIHHAMHE 3aCO0aMHU/TEPAITIEO.

OIIncC

Jlikapchkuit 3aci6 Knagpu6in pozumn g iv’exiiit, USP (Takox BiJOMHI SK 2-x110p-2'-1e30Kcu-f-
D-aneHo3HH) — Ii¢ CHHTETHYHMI MPOTHITYXIMHHUA 3aci6 At 6Ge3nepepBHOI BHyTpiHIHBOBCHH'O'l'
ingysii. Ile mposopumit, 6e36apBHUI, CTEPHIBHUN, I30TOHiUHEM PpO3YMH 6e3 KOHCEPBAHTIB.
Jlikapcekuit 3aci6 Kmampmbin posums it in’exnii, USP, BunyckaeTbesd y ¢hmakoHax Iy
OHOPA30BOr0 BBEIeHHs, mo MicTsate 10 mr (1 Mr/mim) KianpubiHy, XJIOpOBAaHOTO aHaora
ITypPHHOBOTO HyKICO3HAy. KoxkeH MiniziTp mikapcskoro 3aco0y KnampuGin posymH LA in’extii,
USP, mictuts 1 Mr akrupHoro inrpenieata ta 9 mr (0,15 MEKB) HaTpito XJ10puy sSK HEAKTHBHOIO
inrpenicnara. Posuun mac gpiamason pH Bix 5,5 no 8,0. g perymoBaHHA pH mo 6,3 + 0,3 Mo

nonasary GochopHy KHCIOTY KOHIIEHTpOBaHy Ta/abo quHaTpiro gocdar guriapar.

XimiuHa Ha3Ba KIaapubiHny — 2-xnop—6—aMiH0-9-(2-;[6301(01/1—[3—D-epHTponeHTo-(bypaHomn)nypHH,

a Moro CTPyKTypa IpeacTaBlIeHa HHXYE:

NH,
N
S >
C|)\N N
K10TpEGIR HO O ] VAN CT
1 1.
'-.‘\j:‘:‘;:i' t.('l
i b e o
OH -'Q}‘O\. -2k
Mosrexyxapsaa Maca283.7 3




s
&

KIITHIYHA ®APMAKOJIOI'TA
KairnHHA pe3dcTeHTHICT Ta 9y TIMBICTD

CeNeKTHBHA TOKCHUHICTH 2-XJIOp-2’-Ie30KcH-B-D-afeHo3uHy IION0 IEBHUX HOPMaJbHHX Ta
3M0SKICHHX IOMynAmid miMbouwTtiB 1 MOHOHMTIB IPYHTYETBCA HA BiTHOCHIM aAKTUBHOCTL
IE30KCUIMTAINHKIHAZHM Ta Ae30KcHHyKineoTraasd. KianpubiH macuBHO IMPOHUKAE Y€pe3 XTI THHHY
MeMOpany. V  KIiTHHAX 3  BHCOKMM  CIIBBIJIHOIICHHSIM NE30KCUIUTUAMHKIHAZKH 10
DE30KCUHYKIIEOTHAa3H BiH HOoCcHOPHIFOETECS NE30KCUUUTHAUHKIHA30I0 10 2-xy10p-2’-ne30kcu-B-D-
anenosuamonodochary (2-CdAAMP). OckinbKu 2-xJ10p-2° - Ie30KCH-B-D-aneHO3uH  CTIMKHE JIO
Jle3aMiHyBaHHS aleHO3UHIE3aMIHAa3010, a B miMoruTax 1 MOHOITATAX
ne3okcuHyKIeotuane3aminasu Mano, 2-CdAMP Hakomudy€TbCs BHYTPIIIHBOKIITAHHO 1 3TOIOM
HEpEeTBOPIOEThCA ~ HAa  akTUBHHM  TpHOCOaTIe30KCHHYKICOTH], 2-x10p-2’-ne30Kkcu-f-D-
anenosunaTprudochar (2-CAATP). IlocTymoerscs, IMO KITHHH 3 BHCOKOIO AKTHBHICTIO
TE30KCHIUTHIMEKIHA3H Ta HU3BKOI0 aKTHBHICTIO H€30KCHHYKIEOTHIA3H OymyTh BUOIPKOBO
3HUIYBATHCS  2-XJIOpP-2'-/Ie30KCH-B-D-aJcHO3WHOM, — OCKUIBKH TOKCHYHI J€30KCHHYKIICOTHIH
HAKOITHIYIOTHCS BHY TPIITHBOK/II THHHO.

KiiTiHA, MO MICTATH BHCOKI KOHIIEHTpamii JIe30KCUHYKJICOTUIIB, HE 37aTHI HAJIEKHAM YUHOM
BigHOBMIOBaTH po3puBU oxHomaHirorooi JJHK. Posipsani ximmi JIHK axTuByroTh depmeHT HOM
(ADPribose)-nomiMepasy, Mo IPU3BOAUTH 10 BUCHAXKEHHS samacis NAD 1a AT® 1 nopyuIeHHs
KITHHHOTO MeTabomisMmy. TakoX € II0Kasd TOro, Imo 2-CdATP sxmodaetses B JJHK xiitan, 10
OUIATHCS, IO MPU3BOUTE [0 MOPYUICHHS CHHTE3Y JHK. Taxum 4uHOM, 2-xnop—2'-,ue30Kc1/I-B-D-
ameHO3WH MOXHA BIJIPI3HUTH Bif IHMHMX XiMiOTEepaneBTHYHHX 3ac00iB, {0 BIUIMBAIOTH HA
MeTaBoIi3M IMypHUHIB, THM, IO BIH € MUTOTOKCHYHHM SK IS aKTHBHO MNATBCS YMX, Tak 1 AJd
CIUTTHMX JiMMOLUTIB i MOHOLWTIB, IPHUTHIYyOUH K CHHTE3, TaK 1 pemapartiro JJTHK.

dapMmakoKiHeTHKA

VY kiiHidHOMY fochmimkeHHi 17 mamieHTIB 3 BOJOCATOKJIITHHHUM JIEHKO30M Ta HOPMAJIBHOKO
GYHKITi€}0 HUPOK OTPUMYBaId JiKyBaHHS IIPOTATOM 7 AHIB 32 PEKOMEHI0BAHAM PEXIMOM JKyBaHHA
imexmisvu xnagpubiny (0,09 Mr/kr/meHp) ULLIXOM Oe3lepepBHOT BHYTpilHBOBEHHOT 1H(Y3IL.
Cepenms cTamioHapHA KOHIEHTpalis B CHPOBATHI KPOBi OLiHIOBaNaci Ha piBai 5,7 Hr/MI 3
PO3paXyHKOBMM CHCTEMHHM KIIpeHCOM 663,5 MI/TOI/KT Ipu Gesnepepsuiil 1HY3iT KIagpuO1ny
mpotsaroM 7 jHiB. Y NA€HTIB 3 BOJOCATOKJITHHHHAM JIEHKO30M 3B'S30K MiX KOHIIEHTpAILE€IO B
CHpPOBATIIi KPOBI Ta KiHIIEBUM KJIIHIYHMM PE3YJIBTaTOM, 3a€THCA, HE BUSIBIICHO.

B iHImoMy m0CTIi/KeHH] 8 TAIi€HTIB 3 reMaTOIOTHHAMHE 3TI0SKICHUMH HOBOY TBOPEHHAMM OTpHMaId
neoroamauy (2) indysito xknagpubiny (0,12 mr/kr). Cepenns KOHIEHTpALis Ki1aAprOiHy B miasmi
KpoBi Hanpukinui inysii cranosmna 48 £ 19 ar/min. ¥V 5 3 mux Hali€eHTiB 3HUKHEHHs KIagpubiny
MoxHa 6yIo omucary fAK ABodasHe, Tak i TpUdasHe 3HKEHHS. Y LHX MAalicHTIiB 3 HOPMAJIbHOIO
(YHKIIIEI0 HEPOK cepenHiii TepMiHAEHAH [epiof] HaIlIBBUBEICHHS CTAHOBUB 5,4 roguaun. Cepensi
3HAYEHHS KIipeHCy Ta 06'eMy PO3MO/ILY B CTAI[IOHAPHOMY CTaHi CTAHOBHIIA 978 + 422 Mi/TO/KT Ta
4,5 + 2,8 1/Kr BiAMOBITHO.

KonneHTpanis Knagpubiny B TurasMi KpOBi IiCIA BHYTPIIHPOBCHHOTO BBEICHHS 3HIDKYETHCH
6araToeKCIIOHEHIIANBHO i3 CepelHiM MepiofoM HalliBBUBEICHHS 6,7 + 2,5 roguHd. 3araiom,
BUAMMME 06'eM pO3IOALNY KIaApubiHy CTaHOBHTH IIpuOmusHo 9 J/KI, IO CBLOYMTH MPO
€KCTEHCHBHUY PO3IOLT Y TKAHHHAX OPTraHi3My.

K1agpu6iH IpOHHKAE Y CIMHHOMO3KOBY pinuHy. OHE TTOBiIOMIICHHS BKa3ye Ha T, [0 KOHIEHTpaIlll
CTaHOBJIATH MPHOIH3HO 25% Bil KOHLEHTpAIH Y ITa3MI.

Knanpu6in 38'a3yeThes 3 GUTKaME IU1a3Mu npuoimsao Ha 20%.
y

OKpiM EBHOr0 PO3yMiHHS MEXaHi3My KIITHHHOI TOKCHYHOCTI, XOIHOI igmoi iadopmaiii mpo
MeTabomisM Knagpubiny y jnroned Hemae. IloBimoMysuiocs, O B CEPENHBOMY IS%yPgenwp_Lém)mr»,/_
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BUBOJIMTECS 3 CEUCI0 y TMALIEHTIB i3 CONIMHHAMHM I1yXJHHAMA Ml HAC- S-TICHI0l, Oe3ICpapBHOol
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BHY TPilIHBOBEHHOI iH(y3il Kuaapubiny B nosi 3,5-8,1 MT/M2/meHb. Briue HUPKOBOI Ta NEUiHKOBOL
HEJIOCTATHOCTI HA BHBEICHHS KIaApubiHy y JIOIeH He JOCIiAXYBaBCs.

KJITHIYHI JTOCHIHKEHHS

JlBa ONHOLEHTPOBHX BIAKPHTI HOCITIIKEHHS JIKapCBKOIO 3acoby KiaapuOiH UIs iH'ekni Oyno
IIPOBE/ICHO y TAIIEHTIB 3 BOTOCATOKIITUHHIM JIEHKO30M 3 O3HAKaMH aKTHBHOTO 3aXBOPIOBAHH, IO
noTpedye Tepamii. Y NOCIIIKEHH], IPOBEACHOMY B KiHimi Ta mocmizHMnbKomy ¢ormi Cxpinmca
(mocnimkenns A), 89 maui€eHTiB OTpUMYBAIIK OJMH KypC iH'eKIiit KnagpuOiny, 0 BBOJUBCS LLIAXOM
GesrepepBHOI BHY TPIIHEOBEHHOT indy3ii nporsaroM 7 mriB y x03i 0,09 mr/kr/mens. Y M0CITIKeHHI,
nposeneHoMy B OHKonoridsomy mentpi iM. M.JI. Amjepcona (JOCIIHKEHHS B), 35 namientiB
OTpHMyBaiH 7-IeHHy Ge3IIepepBHy BHy TPilUHbOBEHHY iH(y3it0 Kianpubiny y mopiBHsAHHIH 1031 3,6
mr/m%/nens. [oeua sigmosins (ITB) BUMarana ounINeHH: NepupepuiHoi KPoBi Ta KiCTKOBOT'O MO3KY
BiJl BOJOCATOKTITIH T4 Bi/IHOBIEHHS PiBHA reMortobiny 1o 12 r/ur, KimeKoeTi TpoMOOLHTIB 10 100
x 10% Ta aGcomorroi KimskocTi HeiiTpodinis mo 1500 x 10%/m. Jlis moGpoi uacTkoBoi BimoBizi
(JTUB) moTpi6Hi Gy Ti sk reMaToJIOTiYH] HapamMeTpH, mo i Ui MOBHOT BiAMOBI/, a TAKOXK Te, IMO00
Y KiCTKOBOMY MO3Ky 3aiIdIIanocst MeHIe 5% BOJIOXaTHX wriTaa. s gactkosoi Bianosizi (UB)
noTpi6Ho 6y110, MO6 KiMBKICTE BOIOXATHX KJIITHH y KICTKOBOMY MO3KY 3MEHIITHIIACH [OHAIMEHIIEe
Ha 50% Bim TMOYATKOBOrO piBHS Ta MOG TeMATONOTrivHi IapaMeTpd BiANOBIAAIH Takiil camiif
BiJIITOBI/, 4K 1 JU1st moBHOT Bianosixi. [TaTonoriuanii pennuanB BU3HAIaBCA K 3GiIBINEHHES KIJIBKOCTI
BOJIOXATHX KJTHH KiCTKOBOIO MO3Ky 10 25% Big piBus mo nixysawmms. KiimiwHHI peruims
BU3HAYABCS AK PELUANB [IHTOMEHIil, 30KpeMa, 3HIKSHHs piBHa remorobiny = 2 v/, a0COITFOTHOL
Kinekocti Heittpodinis > 25% abo KiIbKoOCTI tpoMBormri > 50 000. [NamienTn, K1 BiAIOBiTAIN
KpHUTEPiAM IOBHOT BiIMOB1i, ajIe 3r00M Majii O3HAKH BOJIOXATHX KIITHH KiCTKOBOTO MO3KY (< 25%
Bif piBHS [0 NiKyBaHHs), Oynu mepekiacudikoBaHi JK MAUi€HTH 3 JACTKOBOIO BiZIIOBITEO TA HE
BBAYKAJIUCS TAKUMH, IO MAFOTh IIOBHY BiAIIOBiIb 3 PELIUIMBOM.

Cepeq; TamieHTiB, y SKHX omigiopanacs ebextusHicTs (N=106), BHKOPHCTOBYIOTH reMaroJIoTiuHl
KpHTepil Ta KpUTepii BiAMOBIAI KICTKOBOTO MO3KY, ONHCaHi BHIIE, TOKA3HUKH IOBHOI Bimmosimi y
NALicHTiB, SKI OTPAMyBAJIH iH'eKiii KIanpubiny, craHoBumm 65% Ta 68% MIa JOCIIDKEHHS A Ta
nocHimkeHHs B BimoBimHO, IO a0 3arajbHUM HMOKa3HHMK IOBHOIL BimmoBimi 66%. 3araipHi
HOKa3HHKH BiAmoBimi (To6To [TosHa miroc Xoporra 9acTkoBa Ta JacTkoBa BixmoBiji) cranosmmy 89%
Ta 86% y nocmimxenHi A ta mociimpxeHHi B BiIIOBLHO, IO TIPU3BENO IO 3arajbHOI JacTOTH
BiAmOBiz y 88% mauieHTiB, AKi OTPUMyBaIM iH'€KITil KiIapubiHy Ta OLIHIOBAJHC.

BHKOpHCTORYIONH aHani3z Hamipy mixysatdm (N=123) Ta JOAATKOBO BHMArarOHdi BIJICYTHOCTI O3HAK
CTUTEHOMET AT K KpUTEpito Ut moBHOT BiAmosial (To0TO BiJICY THICTh TTAILIIOBAHOL CeJIe31HKH MpH
dizukansaomy orsmi Ta < 13 oM Ha KT), NoBHI HOKa3HHKH Bifmosini g gocmiukeHHST A Ta
nociimkenas B cranosuma 54% ta 53% BiamosinHo, IO fa€ 3arajlbHUA TOKa3HUK [IOBHOI BiIIIOBIAL
54%. 3aranpHi MOKa3HWKH BiANOBiAl (IIOBHA BIIIOBIAE + MOBHA IIEPBHHHA pemicis + 9acTKOBa
BimmoBixe) cranosmwim 90% Ta 85% U DOCHIIKEHD A Ta B BigmosimHO, WO A€ 3arajJbHAN
IIOKa3HUK BixnoBiai 89%.

PIBEHb BUIMOBIII HA JIKYBAHHS KJAJIPUBIHOM V TAIIECHTIB HA
BOJIOCATOKJIITUHHUNA JEUKEMIIO

1B 3arajom
[amienTy, IO MiASAraIy OIIHI N
’ 88%
N=106 66% ’
[Momymsariisg 3 HaMipoM JIIKyBaTH o
89%
N=123 2 ’
A O1ECK

V 1mux pocmimxenmax 60% MAIieHTIB He OTPHMYBATH [ONEPeAHbOT XiMioTeparii s MiKs

BOJIOCATOKIITHHHOIO JIEHKO3y ab0 IMEepEeHECTIH CILIGHEKTOMIIO MK €ANHE MONEePeIHE j‘lll\')fﬂal-l UK,
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OTpHUMyBATH KIaJpubiH K Teparito nepmuoi niHii. Perrra 40% mnamieHTiB OTpHMYBaU KIaapuOiH aK
TEpAario Apyroi NiHii, HOMEPeAHBO NTIKYIOYUCh IHNIMMH IpemnapaTaMy, BKIIIOYAI0HN a-iHTepdepon
Ta/abo ne30kcUKoGOpMIiLMH. 3aranpHUi piBEHb BiANOBiAL UL MaIli€HTiB 6e3 IOIepeaHbOl
ximioTepartii cranoBuB 92% nmopiBHAHO 3 84% IUIA HAIEHTIB, AKI OTPEMYBaIH paHillie JIiKyBaHHI.
Knanpubin akTHBHHUN y MAIICHTIB, AKi OTPEMYBAlH PaHiIle JIKyBaHHS; OJHAK PETPOCIIEKTHBHIH
aHaJI3 TOKa3ye, [0 3arajbHUM piBeHb BiATOBIi 3HIKYEThCS y TALIEHTIB, SIKi paHille OTPUMYBaH
CILTEHEKTOMI0 ab0 1e30KCHKO(GOPMIIIHIE, Ta Y TIAi€HTIB, pe(PakTEpHHX 10 0-iHTEPEPOHY.

3ATAJIBHI IOKA3SHAKH BLIIIOBIII (ITB + XYB + UB) JIIKYBAHHS1 KJIAJPUBIHOM
Y ITAIIEHTIB 3 BOJIOCATOKJITHHHOIO JEUKEMICIO

3ATAJIBHA BIATIOBI/Ib
BB + PELIUIVB
(N=123) aue
be3 monepennpoi XiMioTeparii 68/74 6+4
92% 14%
Byne-axa monepenns ximMioTeparrist 41/49 8+3
84% 22%
Tlonepenus CHIIEHEKTOMISA 32/41* 9+1
78% 24%
[Tonepenwiii inTepdepor 40/48 8 +3
83% 23%
Pedpaxrepruii no inTepdepony 6/11%* 542
55% 64%
ITonepenHiit 1e30KCUKOGOPMILIHH 3/6* 3+ 1
50% 66%

bB = be3s Bignosiai
*P<0.05

[Ticist 06OPOTHOTO 3HKDKEHHS, HOpMalizallis MOKA3HUKIB nepH(pepuyHol KpoBi (remormnobin >12,0
r/m, TpombowuTa >100 x 10°/1, abcomorsa Kimbkicts Heiirpodimis (ANC) >1500 x 10%/1) Gyno
nocsrayto y 92% mamienrtis, skux MoxHa Oyno omimuTH. Mezniana Hacy RO HOpMaJTi3arii
nepudepUUHUX MOKA3HUKIB CTAHOBUIIA 9 THIKHIB Bi/l MOYATKY JIKYBaHHS (mianazoH: Big 2 mo 72).
Meniana gacy no HOpMaizamii KUTBKOCTI TPOMOOLMTIB CTaHOBHIIA IBA THXKHI, MeIiaHa 4acy -0
HopMamizamii aGcomotHOi Kimpkocti Heiirpodinie (AKH) — 5 TIDKHIB, 4 MejiaHa [acy o
HOpMaUizanii reMornoGiny — 8 TIKHIB. 3 HOpMANi3aliero KiMbKOCTi TPOMOOLHMTIB Ta reMorno0iny
notpe6a B IepeiuBaHHi TPOMOOIHTIB Ta epuUTPOLUTIB Oyia cKacoBaHa micis 1-ro Ta 2-r0 MicAIiB
BiIIOBIAHO ¥ HALCHTIB 3 OBHOIO BiAMOBIAM0. BiIHOBICHHS TPOMOOIMTIB MOKE OyTu 3aTpHMAHIM
Y MEHIHOCT] NAIEHTIB 3 TSHKKOIO II0YaTKOBOIO TpoMOomHuTONeHicro. BinosinHo 10 HOpMasti3anii
ANC, TeHISHILSI 10 3HIKEHHS 4acToTH iH(eKIiii crocTepiramacs micist TPEThOro MICSI1Is TTOPIBHSHO
3 MicasAMH, IO OGe3mocepenHRO  IepeayBald  Tepamii  KIaapuOiHOM. (mIuB.  TaKOX
IIOTIEPE/DKEHHS, 3ACTEPEXEHH S ta [TOBIYHI PEAKIIII)

JIKYBAHHS KJIAJPUBIHOM Y ITAIIIEHTIB HA BOJIOCATOKJITUHHY
JEUKEMIIO YAC A0 HOPMAJIT3AIIILI MNEPU®EPHUYHOI CACTEMH AHAJII3Y

KPOBI
Megiannamii uac 10 HopMaJizamii
IMapamerp . '
nigpaxyHKy*
KinbxicTh TpOMOOIUTIB _ 2 THXKHI O
Ab6cosroTHA KibKicTh HEHTpo®1IiB _, PRBACTARMIAK 5 THHHIB s‘v/ \
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T'emorno6iu 8 TIHKHIB

AKH, remornnoGiH Ta KinpKicTs TPOMOOLIKTIB 9 THXHIB

*Jleus | = [epruuit nens iaQy3il

JIns marieHTiB, AKi JOCATTIH IIOBHOI BiXIOBiAi, MeJiaHa yacy IO BimnoBim (To6TO BiACYTHICTEH
BOJIOCHCTHX KJITHH y KiCTKOBOMY MO3Ky Ta mepuepuuniii Kposi pasoM 3 HOpMAaTi3alicro
mapaMeTpis nepudepuuHoi KpoBi), BUMIpsHA BiXl MOYATKy JiKyBaHHs, CTAHOBHIA npubaa3Ho 4
micami. Ockinbkm acmipamis Ta 6iomncis KICTKOBOTO MO3KY HacTO HE MPOBOAMIIMCH mig 4gac
Hopmadizamii nepudepmunoi KpoBi, Meiana Yacy IO IOBHOI BimgmoBingi Moxxe OyTH (QAKTHIHO
KOPOTIIOIO, HiX Ta, mo Oyma 3adikcoBama. Ha MOMEHT NpHITHHEHHsS 300Dy AaHHX MeiaHa
TPHUBAJIOCTI TOBHOI BiAmoBimi Oyia Ginbime 8 MicALIB 1 KOmMBaIacs J0 25+ micamis. Cepen 93
NAIi€HTIB, $Ki BiATOBLIM Ha JIKyBAHHS, y CEMH Ha MOMEHT NpPWIMHEHHS 300py INaHUX
CIOCTEpIralIics O3HAKY [IPOrpeCy BAHHS 3aXBOPIOBAHHS. Y HOTHPHOX 3 X Nalli€HTiB 3aXBOPIOBAHH
0BMEKYBAIOCH KICTKOBHM MO3KOM 63 aHoMaJiii mepu(pepuaHoi KpoBi (Maroioriuna mporpecis),
TONi K Y TphOX MALICHTIB TAKOX CHOCTEPIranucs aHoMalil mepHpepiiHol KpoBi (KTiHIYHA
nporpecis). CeMepo Hali€HTIB, SKi He BiIOBiIM Ha MEPIIAN Kype KIaapuOiHy, OTpUMAaNH IpyTHH
Kypc Tepamii. ¥V n'sTH DAIfiEHTiB, K1 Majd aJeKBaTHE IOJAJIBINE CIIOCTCPEIKCHHA, JTOIATKOB1 KypcH,
31a€THCS, HE MOKPAIKIY TXHIO 3aralbHy BilOBiIb.

ITOKA3AHHSA 10 3ACTOCYBAHHA

Jlikapcekumit 3aci6 Knanpubiny posuwms mis if’exnii, USP, nokasana amsa JIKyBaHHS aKTHBHOTO
BOJIOCATOKJITHHHOTO JIEHKO3y SK BH3HAYAETHCH KIIHIYHO 3HAUYIIOW AHEMIEI0, HEHTPOICHIEIO,
TPOMOGOIMTONEHI€10 260 CUMIITOMAMY, ITOB'I3aHUMH 13 3aXBOPIOBAHHAM.

ITPOTHUIIOKA3ZAHHA

Jikapcekmit 3aci6 Kmampubinmy posumH mu1 in’ekmiéf, USP, POTUNOKA3aHUH TIAlllEHTaM 3
i {BHIIEHOO Yy TAHBICTIO 0 LBLOTO mperapary abo Oyab-aKkoro 3 Horo KOMITOHEHTIB.

IIOIIEPE/KEHHSA

Uepes mifpuiennil pm3uk iHpekdil mpy iMyHOCyIpecii XiMioTepari€er, BKIOUAI0TH KIagpuOiH,
PEKOMEH/yEThCSl HE BBOJMTH JKHBI aTeHyifoBaHi BAKIMHH MallieATaM, sKi OTPHMYIOTH 1H'eKTii
KIaapHOiHy.

V namienTis, Ski oTpUMyBaH KianpnbiH, 0COOIMMBO Y BHCOKUX J103aX, 9aCTO crniocTepiranocs THKKE
MPHUTHIYEHHS KICTKOBOTO MO3KY, BKIIOHAIOYM HEHTpOIeHio, aHeMlio Ta tpomGorronenio. Ha
IIOYaTKy JIKYBaHHSA y OULIBIIOCTI NamieHTIB y KIHIYHMX JOCIIDKEHHAX criocTepiraaucs
reMaToJIOri4HI MOPYIIEHHS K IIPOSB aKTHBHOTO BOJIOCATOKIITHHHOIO JNEHKO3Y. ITicns niKyBaHHSI
KIaApUOIiHOM MOHANBII reMaToJIOTidHl IIOPYIUCHHS crocrepirayidcs A0 IOYaTKy BIAHOBJICHHS
MOKA3HMKIB neprdepnuHoi KpoBi. [IpoTAroM MepmmX HBOX THIKHIB IC/S MOYATKY JIKYBaHHS
cepelHss KUIBKICTH TPOMOOUHTIB, abcomorHa Kimbkicts Helirpodinis (AKH) Ta KOHIIEHTPATLis]
TeMOTIO0IHY 3HIDKYBAIHCS, 4 3TOJIOM 301IIBIIYyBATHCS 3 HOPMAII3AL[€I0 cepeiHix MOKa3HUKiB 10 12-
r0, 5-ro Ta 8-ro TIHKHA BiATMOBiIHO. MieIoCcynpecHBHEH BIUTUB KIaApHGiHy 6yB HAHOLTBIT MTOMITHHM
IIPOTSrOM [EPIIOro MiCsIIs micys JikysanHs. COpOK YOTHPH BiAcOTKH (44%) HaIli€HTiB OTPUMYBaH
nepenuBanus epurpouuTis, a 14% — mepenuBaHHA TPOMGOLMTIE MPOTArOM 1-TO  MiCSIIAL.
PekoMenayeThes peTenbHuil rTeMaTonori9Hud MOHITOPHHT, 0COOIHBO NPOTATOM EpHIinX 48 TIKHIB
micns TiKyBaHHS iH'eKuiero knaapubiny (aus. SACTEPEXKEHHS).

Jluxomarka (T > 100°F) 6yna mop'si3aHa i3 3aCTOCYBaHHSM KIanpuOiHy IpuOIHU3HO y ABOX TPETHH

narientis (131/196) npotsrom mepmoro micsus Tepamnil. [IpakTuaso BCl i HNali€eHTd OTPUMYBAJH

eMITipryHe JTiKyBaHHS HapeHTepaTbHIME aHTHOI0THKaMH. 3aranoM, y 47% (93/196) y%i:x_ NALieHTIB
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Oyna nmxoMarKa Ha T HelTpomenii (AKH < 1000), Bxioyatoun 62 namienTis (32%) 3 THKKOO
HelTpornenieto (Tooto AKH < 500).

VYV nmocmimxenni ¢asu I, mO BUKOPHUCTOBYBaIO KIAApHOIH y BUCOKHX JI03aX (y 4-9 pa3sis
IIepEeBHUINYBAIH PEKOMEHIOBAHY 03y Ui JiKyBaHHS BOIOCATOKIITHHHOTO JEHKO3y) AK JaCTHHY
pEXHMMY MiATOTOBKM IO TPaHCIUIAHTAIl KiCTKOBOIO MO3KY, SKUH TaKoX BKJIOYaB BHCOKI J03H
nukaodochamiy Ta OMpOMiHEHHs BCBOIO Tilla, CIIOCTEpiranacs rocrpa He(POTOKCUUHICTh Ta
HeHPOTOKCHYHICTH 13 3aTPUMKOIO TodaTky. Tpuausars oquH (31) MalmieHT i3 IPyny HU3BKOTO PHSHKY
3 PEIUIMBOM TOCTPOro JIEHK03y, CTIHKOTO 10 TiKapChKUX 3acob6is (29 Bunazxis) abo HEXOKKIHCHKO1
miMpoMoro (2 BHIIAAKH), OTPUMYBAB KIaApHOid npoTarom 7-14 nHis 10 TpaHCIUIAaHTAaIil KICTKOBOTO
Mosky. Ilin wac imdysii y 8 mamienTip cmoctepiraimcs HITyHKOBO-KALIKOBI CHMITOMH. Xoga
KiCTKOBMHM MO30K CIIOYAaTKy OyB OUHIIEHHH BiJ] yCIX TeMOIOSTHYIHHX €JIEMEHTIB, BKJIIOYAIOYH
Ty XTHHH] KT THHY, JTeHKEeMist 3pEIITOIO PeIiMByBaa y BCIX HAIlieHTiB, SKi OTPHIMYBAITH JIiKYBaHHS.
IIpotsrom 7-13 fmiB micms modaTKy JiKyBaHHs KiampubGinom y 6 mamienti (19%) po3BUHYIHCA
TPOSBH HUPKOBOI AucyHKIT (HAmpuKiIal, amumo3, aHypid, NiIBHINCHHN piBEeHb KpeaTHHIiHY B
CHPOBATIII KPOBi TOIO), a 5 OTpeOyBaIn Miamisy. Kinbka 3 IUX MAai€HTIB TaKOXK OTPUMYBAJIK iHMI
npernapary 3 BimoMuM HedpoTokcHuHNM HoTeHnjatoM. Hupkosa nucdyHKuis Oyna 060OpOTHOIO Y 2 3
IUX marienTis. YV 4 mami€eHTiB, y SKaX (QyHKIisi HUPOK HE BiIHOBWIACS HA MOMEHT cMepTi, OyIo
IIPOBEIEHO PO3THH; ¥ 2 3 HEX OyJI0 Bi/I3HAYEHO O3HAKHW IOIIKOIKCHHA xkagapmie. OmuaansaTs (11)
manieHTis (35%) BiTyTH HEBPOJIOTIdHY TOKCHUHICTb i3 3aTPHMKOO IIOYATKY. ¥ 61BIIOCT BUMAIKIB
e XapaKTepH3yBaIOCs [IPOTPECYIOUOO HE3BOPOTHOIO PYXOBOIO c1a0bKicTIO
(maparapes/KBafpumapes) BEpXHiX Ta/a00 HWKHIX KiHITIBOK, BUEpINe BHSBJICHHH U€pe3 35-84 mmi
HiCIIS TIOYATKY Tepallii BHCOKMMHU JIo3aMu KiIaapH6iny. HeinBasuBHE TECTyBaHHS (enextpomiorpadis
Ta FOCIIiIKEHHS HEPBOBOI IPOBIAHOCTI) BIANOBINANO NEMIiENIHI3yIOIOMY 3aXBOPHOBAHHIO. Taxox
criocTepiranacs TSKKA HEBPOJOTidHA TOKCHYHICTH IIPH 3aCTOCYBaHHI BHCOKHX JI03 iHIIIOTO
Ipenapary Iboro Kiacy.

AkcoHanbHa nepudepidHa MOMHeHpOonaTis crocTepiranacs B AOCTi/UKEHH] 3 MiIBUIICHHAM 103H
[pH HaiBHIAX pPIiBHAX 03U (NpHOIH3HO B 4 pasW MEPEBHINYIOYH PEKOMEH/IOBaHYy H03Y UL
JIKYBaHHS BOIOCATOKJIITHHHOIO NIeiKo3y) ¥ MAIU€HTIB, sKi HE OTPUMYBAIH muxtodocgamiy abo
OIPOMiHEHHS BCHOrO Tija. PIIKO MOBIZOMIIAIOCS IPO BHITAIKH TSKKOT HEBPOIOTTYHOTL TOKCHYHOCTL
ITiCIIs JIIKYBaHHS CTaHIAPTHUME PEXKHMAMHU [JO3yBaHHSA KIaJpHOiHy.

V NaLi€HTIB 3 BOTOCATOKITHHENM TEHKO30M, SIKi OTPHMYBATH PEKOMCHTOBAHUH PEXAM JIiKyBaHH
(0,09 mr/kr/meHs npoTaroM 7 JHIB OCHINb), He OyI0 MOBIIOMICHD PO HePpOoJIOTivHy TOKCUUHICTD.

TMopinomusnocs mpo cepiosni (HampruKiIaz, peciipaTopHi inpeKi, MHEBMOHIS Ta BipyCHi 1HpeKii
LIKipH), BKITIOYAOUH JIeTaNbHi iHdeKIii (Hanpukiaj, CETCHC) (IUB. IOBIYHI PEAKIIII).

3i 196 marlienTiB 3 BOIOCATOK/TITHHHEM JIEAKO30M, AKi Gpaiu yqacTs y ABOX TOCHiIHKEHHSX, Oy1I0 8
cMepreif micns mikyBamHs. 3 HuX 6 Mamu iH(exuiliHy erionorifo, BKIHOYAOUM 3 IBEBMOHIT, 1 2
BHIIAIKA CTAIUCS IPOTATOM IIEPIIOTo Micsiis micis Tepanil knanpubinom. 3 8 cmepreH 6 cTanucs y
MAIlieHTIiB, IKi PaHillle OTPUMYBAJIY JIIKyBaHHs Ta OyJil Pe3uCTCHTHUMU 110 a-iHTepdepoHy.

BeH3HIIOBHIT CLIUPT BXOIHTH 0 CKIALy PEKOMEHJOBAHOTO PO3PiIKyBada Ay 7-IeHHOTO iadys3itHOTO
poszumay. IToBimoMIIsocs, o GEH3UIIOBHI CIIUPT ITOB’ A3aHMH 13 JIETATPHAM «CHHIPOMOM 3aTUIIKH»
y HegoHomenux miteit (mus. JO3YBAHHS TA CIIOCIb 3ACTOCYBAHHSD).

Kareropis Baritaocti D

Knazpu6in Moye 3aBHaTH IIKOMM IUIOMy TP 3aCTOCYBaHHI BariTHuM XIiHIi. Xoda HeMae JTOKa31B
TepaTOTeHHOI Ail KnaapuOiHy Ha JroneH, IOBLIOMIIATIOCS PO TePaTOICHHY nito iHIHX HIpenapaTis,
o mpurHiuyiots cuates JIHK, na mone#t. Knanpubin € TepaToreHHMM Ui TBAapHH. [TopaneTe
XIHKAM perIpOAyKTHBHOTO BiKy BHKOPHUCTOBYBATH BHCOKOC(EKTHBHY KOHTpAIlEIifo MmiJ dYac
JKyBaHHS KJIa pHOiHOM. SIKIIO KiaapudiH 3aCTOCOBYETHCA ML Yac BariTHOCTi ab0 AKIIO _H@giEHTKa
O |
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3aBariTHi€ mif yac IpHHOMY IBOrO Mperapary, ii i noingopMyBary Ipo NOTEHIIVHY Hebe3meKy
JULS TLIOAA.

Knanpubin € TepaToreHHMM AJs MHIIEH Ta KPOIHKIB, 1, OTXKE, MOXE 3aBJaTH LIKOJH IIJIONY IIPH
BBEIICHH] BariTHIMN i, 3HadHe 36LIbLICHAS Bapiawliil po3BHTKY IIOZA CIIOCTEpiranocs y MI-ILT_I.EI"I,
axi orpamyBama 1,5 mr/kr/nens (4,5 mr/ym?), a 36inbiIeH s pe30pOIil, 3MCHIICHHS PO3MIpy MOCIIITY
Ta 30iNBIIEHHS KiNBKOCTI Baj PO3BUTKY ILIOAA CIIOCTEPIraiucs IpH OTpI-IMnylHHi MHIIAMH 3,0
mr/kr/nens (9 mr/m>). ¥ kponukis, sxi orpumyeand 3,0 mr/kr/mens (33,0 MI/M”), criocTepiranacs
3arubenb M0 Ta BajH PO3BUTKy. JKOMHOrO BILUIMBY HA ILTOJ HE CIIOCTEPIraocs HI y MUIIEH IIpH
103i 0,5 mr/kr/nens (1,5 mr/m?), Bi y kporukis mpu xo3i 1,0 mr/xr/mens (11,0 Mr/M?).

SAITOBIKHI 3AXO/ 1A
JarajanHe

Jlixapepkuit 3aci6 Kitagpu6iH po3uwH 11 iH’€KIIH € MOTY>KHMM IPOTHILYXTHHHIM 3acobom i3
IOTEHIIHHO 3HAYHUMY TOKCHIHUMH TToGiuHMME edektamu. Moro ¢iIift BBOMUTH JIHLIE i/l HAITIAIOM
mikaps, SKEH Mae MOCBIZ 3acTOCYBAaHHS XiIMIiOTEpAIeBTHYHMX 3acO0IB A JiKyBaHHS PaKy.
IamienTaM, SKi IIPOXOMSTH TEPAIiio, Ciif PeTenpHO CrocTepiraTé 3a Mali€HTaMH IHOIO O3HAaK
TeMATONOTTIHOT T2 HEreMATOJIOTYHOT TOKCHYHOCTI. PeKOMEH Ly €ThCs epiofiTHa OLiHKa TOKa3HUKIB
nepudepHUHOi KPOBi, OCOGIHBO IIPOTATOM MEPIAX 4-8 TIDKHIB Micys JNIKYBaHHS, 171 BUSBICHHA
PO3BHTKY aHeMii, HeWTpoImeHril Ta TPOMOOIUTONE I, 8 TaKOXK U1 PAaHHbOIO BHSBIICHH 6}’:[{1?—SIKI/IX
IOTeHIIHUX HACTHiAKiB (Hampukian, iHdexuii abo kposoredwi). Sk i HpH 3aCTOCYBaHHI IHIMHX
MIOTY>XHMX XiMioTepameBTHUHHX 3ac00iB, TAKOX PEKOMEHIYETHCS MOHITOPHHT GbyHKIii HUPOK Ta
NeYiHKM, OCOOAMBO y TMANli€HTIB 3 CYIyTHROIO IUCHYHKIIEI0O HUPOK ab0 IediHKH (ZHB.
HNOHNEPEJIZKEHHS ta IIOBIYHI PEAKIIIY).

Jluxomanka Oyna 9YacTHM TNOOI9HMM e(eKTOM, IO CIIOCTEPIraBcs IPOTATOM IIEPIIOro Mi(.‘:SH_UI
nocimkenas. OCKiTbKH GLIBIICTD BHIIAAKIB IMXOMAHKHM BUHUKAIM y TAMIEHTIB 3 HEHTPOIEHICHO,
MAI[iEHTH MOBHHHI TepeOyBaTy il MHJIBPHUM HAILIIOM IIPOTATOM IIEPIIOTO MICSIIS JIIKyBaHHA, &
eMITipIYHe JTiKyBAHHS aHTHGIOTHKAMH CJIiJ PO3TIOYMHATH 3a KIIHIYHUME NOKa3aHHsAMHU. Xoda y §9%
NAIlicHTIB pPO3BUHyNacd JHMXOMaHkKa, MeHIme 1/3 BHIAIKIB JIMXOMaHKH Oynu 11913'513am 3
JOKyMEHTOBAHOIO iHdekiieo. BpaxoByroun BigoMi MienocynpecuBHI e(peKTH Knanpn61Hy, nikapi
HOBHHHI PETENRHO OLIHIOBATH PU3MKH Ta IIEPEBard 3aCTOCYBaHHS IBOTO Ipemapary MallcHTaM 3
akTuBHMMHE indekmisvu (mus. IIOTIEPEDKEHHS ta HOBIYHI PEAKIIID).

JIaHMX IMOKO AO3yBAaHHS IALIEHTAM 3 HHPKOBOKIO abo MEUiHKOBOIO HETOCTATHICTIO HEO0CTATHBO.
OIMCaHO BHIIAJKH PO3BUTKY FOCTPOi HUPKOBOT HEAOCTATHOCT] Y AEAKHX MAI€HTIB, K1 OTPUMYBATH
BHCOKi I03H Knaapu6iny. Jlo oTpuManHs JOXATKOBOI iHpopMaIlii peKOMEHITY €TBCA OGepe)KH}CTB npHu
3aCTOCYBaHHI Iperapary INalli€eHTaM 3 BiToMOIO ab0 IiI03pPIOBAHOI0 HHPKOBOIO ab0 TEeYIHKOBOIO
uHenocTarnicTio (qus. IIONEPEVKEHHS).

V namieHTiB 3 iHIIMMY FeMaToJIOTTYHMMHE 3JI0OSKICHUMH HOBOY TBOPCHHSMH 3 BUCOKHM ITyXTHHHUM
HABAHTAXKEHHSM, SIKi OTPHMYBAIHM KJIAAPUOiH, MOBIIOMIIIIOCS PO PIAKICHI BANAAKH CHHIAPOMY
T3UCY Iy XJTWHH.

Ilepen BBeeHHSAM, ITiKapchkuil 3aci6 Kmanpubin posdus AIa in’exiiff HeOOXiHO PO3BOIHMTH Y
CHeMiaNBHO BilBEIEHHX pO3UMHAX IS BHYTpiMHBOBeHHOTro BBefeHHs (mue. JJO3YBAHH TA
CITIOCIBb 3BACTOCYBAHHT).

JlaGopaTopHi TecTn

TTix gac Ta micIs JIiKy BaHHs CITij pery/IApHO KOHTPOJIOBATH IeMaTOIOTiYHUH NpOdik naiiexra, mood
BH3HAYATH CTYIiHb MPWTHIYEHHA remoroesy. Y KIHHIYHEX JOCITIHKEHHAX nicnss 0O0OpPOTHOIO
SHIDKEHHS KLTBKOCTI BCIX KIITHH cepeiss KimbKicTb TpoMOoLuTiB nocsrana 100 10%/1 mo 12-r_(3
IHSL CepelHs a0COOTHA KiTBKICTh HeHTpodLIiB 1ocaria 1500 x 10%1 mo 5-ro THXKHS, a CepeIHIi
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KJIaI[pI/I6lHOM ®eCpunbHI ABHIIA CIILT AOCTIIKYBaTH 32 JOIIOMOTOO BI/IIOBiIHKX JIAOOPAaTOPHHUX Ta
pamionoriveux nocmimkeHs. Ilepiomuany ouinky (yHKHii HUPOK Ta MEHiHKH CJIif MpOBOOUTH 3a
KJIIHIYHUMHU TT0Ka3aHHIMU.

Bzaemonist 3 inmaMu JikapcbKHMH 32¢00aMHu

Hemae BifoMHX NiKapchbKHX B3a€MOJiH 3 iH'eKmisMu wragpu6iny. Crix OyTH OOEpeXHHM, AKINO
im'exmii xnampubiny BBOAATH O, micis abo pasoMm 3 IHMMMH OpenaparaMu, Mo, AK BLAOMO,
BHKIIMKAKOTH IMyHOCyIpecito abo mienocynpecito. (aus. [TOTTEPEJOKEHHS).

Kanneporenes

JlocmimpKeHHs KaHIEPOT€HHOCTI KIaApubiHy Ha TBapuHAaX HE IPOBOAMIHCA. Opnaxk ¥oro
KAHIIEPOTeHHUH IIOTEHIian HE MOXKHA BHKIIOUATH Ha OCHOBI NOBEIEHOI TE€HOTOKCHYHOCTI
KIaapubiny.

MyTarene3

STk i ogiKyBaNOCs I CIIONYK IBOTO KIACY, Ais KIagprOiHy NPU3BOIUTE 10 IOLIKO/DKCHHSA JHK. Y
KyJIBTY Pl KJIITHH CCaBIiB KJIAXPHUOIH CIPUYMHSB HAKOITMYCHHA pospusiB nanmora JHK. Knanpubin
Takox Oy BKmouenmii mo JHK writus 1iM(o6IacTHOTO JICHKO3Y JIOIUHH. Knanpubia He OyB
MyTareHHUM y mpoGipii (TecTu Ha MyTanii reHiB KIiTHH seunHuKiB EimMca Ta KUATARCHKOTO XOM!'sIKa)
Ta He iHMyKyBany nosariasosuii cuaTes JIJHK y nepBUHHUX KyJBTypax remaToluTiB mypis. OmHax
KIanpubin GyB KIACTOTEHHMM aKy mpo6ipmi (xpoMocomui abepauii B KIITHHAX SE€IHHKIB
KATAMCBKOTO XOM'sIKa) T4 B IPHPOJHEX yMOBax (MIKpOAIEPHUH TeCT KiCTKOBOTO MO3KY MHWIL1).

IToripmenns pepTHIALHOCTI

Brmue Ha (epTHiIbHICTH TIOAMHM HeBimoMuit. IIpu BHYTPIIIHBOBEHHOMY BBEJCHHI MaKaxam
Cynomolgus knagpu6in, sk 6yI0 NOKa3aHO, BUKTHKAE NPUTHIYEHES IIBHIKO BIAHOBIIOBAHIX KIIITHH,
BKJTFOYAO4H KIIITHHY SIEYOK.

BaritnicTs
Kareropis Baritaocti D (aus. [IOIIEPEJDKEHHA).
T'onyroui marepi

HeBizoMo, 4¥ Il mIpemapaT BHAUIAETHCA 3 TPYJHHM MONOKOM. OCKUIbKHA Gararo mpelnapariB
BHJIUISIOTECS 3 TPYAHEM MOJIOKOM, 2 TAKOXK 4epe3 IMOTEHIIHHY MOXKIMBICTE CEPHOSHHX mo6IYHNX
peaKiiil y HEMOBJIAT, 1O IIepeOyBaloTh Ha IPYAHOMY BUTOJIOBYBaHHI, BIX KiagpuOiHy, CIiJ IPHITHATH
pillIeHHs PO IPHIMHEHHS TOMyBaHHs IPYALI0 Ui IIPUTTHHEHHS NPUAOMY MPENapaTy, BpaxOByoHd
Ba)KJIHBICTH Mperapary [iIf MaTepi.

Ilegiarpmune 3acTOCYBAHHA

BesIeka Ta e(heKTHBHICTE 3aCTOCYBAHHS IPeTapary AITsIM He BcTaHOBIEHI. Y HocimimkenHi gasu I 3a
YHAaCTIO marieHTiB BikoM Bij 1 0 21 poKy 3 peuIMBYIOUHM FOCTPHM JIEHKO30M KJTagpuOiH BBOIMITU
HUTAXOM Ge3nepepBHOl BHY TPINIHBOBEHHO]T iHQY3ii B 103aX B1A 3 10 10,7 Mr/M?/106y TIpoTAroM 5 THIB
(BiZ OJOBYMHK [0 [OABIMHOI JO3H, PEKOMEH/IOBAHOI IPH BOJIOCATOKIITHHHOMY JeiKo31). Y HboMYy

a3

JOCHI/DKeHHI TOKCHYHICTIO, IHO JIMITyBaja [O3y, Oyla TsDKKAa MIEJOCYNpPECis 3 BHPAKCHOIO
N 0 - o . 2 . .

HeHTpomneHico Ta TpoMOonnToNneHier0. [lpn HalBHIIIHA 4031 (10,7 mMr/m°/neHsp), y 3 3 7 Halll€HTIB

PO3BHHYIAcs HE3BOPOTHA Mi€nocynpecis Ta ¢arTanbHi CHCTEMHI GaxTepianbHl abo rpr;n;u

ﬁ?pe'qgfa’]gﬂ',w . !"* UK

——a

—




fat
iapexmii. YV upoMy gpocimimkeHHi He Oylo Bi3HAYEHO IKOMHHX YHIKAIbHUX TOKCHYHHX
edexris.(1)(mus. [IOITEPEJDKEHHA Ta ITOBIYHI PEAKIIID).

I'epiaTpuyHe BUKOPHCTAHHA

Krnigiuni mocmimkenns Ki1aapubiny He BKIIOYAIH JOCTATHIO KiJBKICTh y9acHUKIB BikoM 65 POKIB 1
cTapline, o6 BU3HAYMTH, 9H PEaryloTh BOHM iHAKIIe, HIK MOJIOAII TariesTy. [HIITi MoBIIOMICHHS
IIpo KIHHIYHAN ZOCBI/ He BUSBIIM BiAMIHHOCTEH y peaKilii MiX JITHIMHA Ta MOJIOAIIHMH HaIi€HTaMH.
3arasiom, BHOIp 103U AU JTITHIX IAII€HTIB TOBHHEH Oy TH 00epeKHIM, BpAXOBYIOUH OBy qaf:TOT}-f.
3HIDKEHHS (yHKUil TMediHKH, HAPOK ado cepipl, a TakokK CYNMyTHIX 3aXBOPIOBaHb abo 1HIIOL
MEIVKAMEHTO3HOT Teparii y JTHIX Malli€HTiB.

MOBIYHI PEAKIIIT
Jocein kiainiyaux BUIIpoOyBaHb

[o6iuni peakmii Ha mpemapar, Ipo sKi HoBigomysuH > 1% mamienTiB 3 TKJI, sxi oTpuMyBaiu
KIagpu6iH, 3a3HadeHi B riHiuHoMy HaGopi manmx mpo I'KJI (gocmimxeHHs K90-091 Ta L91-048,
n=576), HaBeNEHO B TAOIUII HIDKIE.

Mo6iuni peakuii Ha mpemapar y > 1% naniesTis, siki oTpUMyBaIM JIKyBaHHS Knaapubinom y
I'KJI xkainivuHux BHOPOOYyBAHHAX

Kmac cucremu Opl"i.lHiB Knaapu6in (n=576) %

Baxxanuii TepmiH
Po3J1anu KpoBoHOCHOT T2 JiM(AaTHIHOT CHCTEMH (IUB. TAKOK poszimu HOIEPEPKEHHA ta
JACTEPEKEHHS)

Anemis 1

DebpunbHa HERTPONIEHIA 8

IleuxiaTrpu4ni po3naau

Tpusora 1

besconusa 3

Po3nianu HepBOBOI CHCTEMH

3anamMopoYeHHS 6

TonoBauii 6116 14

Cepuesi poziagn

Taxikapmis 2

PecnipaTopHi, TopakaJibHi Ta MeIiaCTHHAIBHI PO3JIaIH

He3Buuaiini 3ByKH IMXAHHS

Karmrens

3agumka*

el V2N BN RN

Xpunu

Iy koBo-KHIIKOBI po3JjagH

Bine y xuBoTi**

3anop

Jiapes
MeTteopusm

R ENES

Hynorta 22

Brmrosanusa 9

Pozyapu mkipu Ta miAmKipHoi TKAHAHA Oih=
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I'imeprigpos 3
[eTexii 2
Caepbix 2
Bucun*** 16
Po3/1ai# OIIOPHO-PYXOBOT0 ANAPATY, CIIONYYHOI TKAHHHHM Ta KiCTOK
ApTtpanris 3
Mianris 6
Bijp**** 6

3araapHi po3;Iagd Ta peakmii y Micui BBeJeHHS (IHB. TAKOX PO3/UIH IMOIIEPE/KEHHS Ta
3ACTEPEXEHH?)

Peakiiig y MicIli BBeIeHHS***** 11
AcrteHis 6
O3H06 2
3HIKEHHS allETUTY 8
Btoma 31
Hesmyxaunusa 5
M's30Ba ciabKicTh 1
[Mepudepuunnii HaOpIK 2
[lipekcis 33
TpasMH, OTPY€HHA TAa NPOIEAYPHI yCKIATHEHHS
3a6iit | 1
& 3anuiIKa BKITIOYAE 3aIAIIKY, 33MLIKy NpU (i3M4HOMY HABAHTKEHHI Ta XPUIIA
*x Binb y »xmBoTI BKIIO9AE AuckoMopT Y KUBOTI, 6ilb y xHMBOTI Ta 61Nk y KUBOTI (BHU3Y Ta yropi)

i BHCHIT BKITIOYAE EPUTEMY, BUCUTI Ta BUCUI (MaKyIIAPHUH, MaKylo-HaIlyIb03Hu, nanyIs03HUMH,
cBepOIAYUi, MyCTYIbO3HHUM Ta ePUTEMATO3HUI)

*%%*  Bing pmodac 6ib, 616 y CruHi, 6inb y rpyasix, 6ins npu aprpuri, 6inb y KicTkax Ta Oinb y KiHI{IBKax

*kkk*k  Peaknis y Micli BBEIEHHS BKIIOYA€ PEAKIIIO y MicIli BBeIeHHs, peakKLis B MiCIli BCTAaHOBJIEHHSA KaTeTepa
(UenoNIiT, epuTeMa, KPOBOBHJIMB Ta 6ib) Ta peakuis B Micui iHQy3ii (epurema, HabpsK Ta Oinb)

Hapeneni mmxde madi mrono Gesmexd 0a3yloThes Ha JaHUX 196 IamieHTiB 3 BOJIOCATOKJTITHHHUM
JIEMKO30M: [IOYATKOBA KOTOpPTa 3 124 HaIlieHTiB IUIOC TONATKOBi 72 MAI€HTH, 3apeecTpOBaHi B THX
CaMEX /BOX NEHTpaxX ITiCHsi [OYaTKOBOrO 3aBepliecHHs HaOopy. Y MepImii Micamb KIHHITHHX
BHITPOOYBaHb BOJIOCATOKITITHHHOTO JIEHKO3y TSDKKA HeHTporneHis OyJra BiA3HaYeHa y 70% mamieHTiB,
JHXOMaHKa - ¥ 69%, a inpexmis Oyna 3agokymenTtoBana y 28%. bimsmmicrs HEreMaToJIOT THHIX
no6igEMX edekTin Gym jerkumu abo MOMiIPHIMH 3a TKKICTIO.

Mienocynpecist gacto cmocTepiranacs NPOTSAIOM IEPIIOro Micsus micJIs [OYaTKy JIKyBaHHA.
Hetitporenis (AHY < 500 x 10%) crocrepiranaca y 70% matienTiB NOPiBHSHO 3 26%, y SIKHX BOHA
OyJia IpHCYTHS COYATKy. TsDkka aHeMis (reMornobiH < 8,5 r/mm) posBUHYIAC y 37% mnamieHTiB
nopiBasHo 3 10% cmodaTky, a TpoMOoIUTONEH s (TpoMbonuTu < 20 X 10°/n) possunyBea y 12%
MAIi€HTIB HOPiBHAHO 3 4%, y SIKUX BiH OyB BIA3ZHAYEHU CIIOIATKY.

IIpotsiroM mepmoro Micaus y 54 3i 196 mnanientis (28%) criocTepiranucs IOKYMCHTaJIbHO
niaTeepmkeni osHaku iHQexiii. Cepifo3ni iHQexmil (HapHKIal, CEncuc, [IHEBMOHIS) Oyu
3apeecTpoBaHi y 6% ycix mnaiieHTiB; pemTa Oyau JErKMME abo CepefHbOro CTYCHS TSXKKOCTI.
Kineka cmepreii Gynu mos'sa3ani 3 iHGbeKUi€ro Ta/abo yCKIaIHCHHAMH, [IOB'A3aHAMH 3 OCHOBHHMM
3aXBOPIOBAHHAM. [IpOTSAroM Apyroro Micals 3araibHUil PiBCHB HNOKYMCHTAIbHO 1'1iﬂmepa;g{em1x
indexuiil cranoBuB 6%; 1 iHGexuil 6yau JErkuMu ado CEpeIHbOr0 CTYTCH TSOKKOCTI, 1 $ROIFM:
TSOKKHUX cucTeMHUX iHGeKIil He CIoCTepiranocs, l_li_li".m[ TPETHOFO- MICHL  toMiCaHa

j 4 -3 g > 1




ingexiriit 6ya a60 MEHIIOX0, 200 JIOpiBHIOBAJIA TIOKA3HUKY MiCSITB, IO Oe3MOCEPENHBO TEPEAY BN
Teparrii K1agpuOiHOM.

TIpoTsirom mepmioro micsans y 11% narienTis cnocrepiranacs cuilbHa ITMXOMaHKa (TobTO 21Q4°F).
JloxyMenTOBaHi iHdeknil Oymn BigsHayeHi MEHLI HIK Y TpETHHI BAMAIKIB IXOMAHKH. 3i 1?6
nanieHTiB, sKi 6pamm ywacts y mociimxenHi, y 19 Oymo BI/[3HAUEHO [OKYMEHTOBaHY iH(be_Kul}o
IPOTATOM MiCSIIS /10 JiKyBaHHs. [IPOTATOM MiCSLIS THCIIS nikyBarHs Gy/10 3apeecTpOBaHo 54 eMi30MH
IOKyMeHTOBaHOI indekmii: 23 (42%) Gynu OakTepiaabHAMH, 11 (20%) — BipycHnmu Ta 11 (20%) —
rpubkopuMH. CiM (7) 3 8 3a10KyMEHTOBAHIX eTTi301iB OMepi3yBaJIbHOTrO Iepecy CTamicsa mpoTaroM
Micstrs micos mikyBagHa. YotupHAnuaTs (14) 3 16 3a00KyMEHTOBAHIX emiz0iB rpuOKOBHX iH(EKIIH
CTANIMCS IPOTATOM MEPIIHX JABOX MICSIIB MiC/s Ky BaHHS. IIpaKkTH9HO BCI I1i NaieHTH OTPUMYBaJH
eMITipHYHe JIiKyBaHHs aHTUOIOTHKAMH. (IUB. TTOIEPEDKEHHS ta SACTEPEKEHHST)

AHaini3 cyOmomyIsmii JiMOIKUTIB MOKasye, MO JiKyBaHHA ki1aapubiHOM TOB'A3aHE 3 TPHBAMHUM
SHIDKeHHAM Kimbkocti CD4. o nmikyeanns cepenss Kimekicts CD4 cranoBiia 766/mxin. CepenHiit
malimokanii pisens ximskocti CD4, skmil croctepiraBcs 4Uepes 4-6 MicAmiB Ticis JIKyBaHHI,
cranopus 272/mxi. Uepes msrtHamuath (15) micsuis micis JIiKyBaHHS Cepe/IHs KiJ'IBKiCTB. CD4
sammmanacst Hwkge 500/vin. Kimexicrs CD8 mana momibHy [MOBEIHKY, X04a uepes 9 MICALIB
criocrepiranocs 36inpmenns. KiiHiune 3Ha9eHHS TPHBAIOL nimdonenii CD4 HesicHe.

Ille onHiclo mOmiEI0 3 HEBLLOMHUM KMIHIiYEHM 3HAUYEHHSIM € CIIOCTCPCXKECHII TpUBAJIOL
TIIOLEIOIISIPHOCTI KICTKOBOTO MO3KY. K/IiTHHHICTS KICTKOBOTO MO3KY < 35% 6yina Bin3HaUYEHA 4epe3
4 micsui y 42 31 124 namienTis (34%), siki OTPAMyBaJIA JIKyBaHHSA Y IBOX KITIOIOBAX JJ,OCJIi,Il}KeHE'i}IX.
I{s rimomemronapHicTs BimsHadamacs ax mo 1010-ro mms. HesimoMo, 4M € TiMOLENOJIAPHICTE
pe3ynsTaroM (i6po3sy KICTKOBOIO MO3KY, IIOB'S3aHOTO i3 3axXBOpIOBaHHIM, 4YH Ii€ pe3ynbTar
TOKCHUYHOCTI Kianpu6iny. OueBHIHOTO KIiHIYHOIO BIUTHBY Ha MOKa3HHKH nepudepuuHol KpoBl HE
criocTepiraiocs.

[lepeBaxkHa OiNbIIiCT BHCHNAHL OyJIM JCTKAMHM. BitpiicTs emi3oAiB HymoTH OyiH JIETKMMH, HE
CYNPOBOUKYBATHCSA OMOBaHHSM i HE moTpeQyBany JiKyBAHHS IpOTHOIOBOTHIME 3ac00aMi. Y
MarieHTiB, SKAM IOTPiOHI MPOTHUOMIOBOTHI 3aCO0H, HYHOTY JIEIKO KOHTPOJIOBAIH, HaifgacTilne 3a
JOTIOMOTOIO XJIOPIIPOMAa3HHY.

Ilpu 3acTOoCyBaHHiI B IHIIMX KIIHIYHAX YMOBaX MOBiMOMIISLIIOCS TIpO Taki MmoOIvHI pe?Kullt
GaxTepiemis, NemOMiT, JOKali3oBaHa IHQEKLIs, HHEeBMOHis. aHemis, TpomOomuTomeHis (3
KpoBoTeuero abo merexisiMu), Gredit, mypiypa, KpeIiTalis, ToKali30BaHui HaOpsK Ta HaOPsIK.

Omuc moGiuHMX peakilif, MOB’S3aHMX i3 3aCTOCYBAaHHAM BHCOKHX JIO3 Y Hali€’TiB 3
HEBOJIOCOKTITHHHUM JISHIKO30M, JMB. Y PO3ALIL T[TOTIEPEJDKEHHA.

ITocT MapKeTHHIOBH TOCBIY

3 MOMEHTY TIOSBH IIpenapary Ha pHHKY OyJI0 3apeecTpOBaHO HACTYIIHI J0/IaTKOB1 001 1H1 PEaKIILL. I

- b *oe . . . . . . - (] * A
no6iuni peakiii CrocTepiraTucs NepeBaKHO y MAIEHTIB, K1 OTPUMYBATH KIIbKa KypelB iH'exii
KIagpubiny:

Ingpexyii ma zapasicenns; CeNTAYHUHA 1HOK. V roctpiit ¢a3i mKyBaHHS BHHHKAIN ONOPTYHICTHYH1
iHpekIil.

Poznadu xposonocnoi ma nimgamudnol cucmemu: ITpurHigeHHs KiCTKOBOTO MO3KY 3 TPHBAJIOIO
MAHIIUTONEHI€I0, BKIIFOYAIOYM JIESKI TOBIIOMIICHHS NP0 arIacTUIHY aHEeMilO; reMOJIITHYHA aHeMis
(BKITIOYAIOUY AayTOIMYHHY TeMOJITHYHY aHeMmiio), Ipo sKy MOBimOMIIIOCS y TMAIi€HTIB 3
MiMGpOITHHEME 3JIOSKICHUME HOBOYTBOPEHHSAMHM, IO BHHHKANA [IPOTATOM IEPIIUX KiTBKOX THIKHIB
mic)is miKyBaHHS. [[oBlAOMIIIIIOCS IPO PIAKICHI BUIIAIKH MIETOAHCIIACTHYHOTO CHHIPOMY.

Poznadu imynnol cucmertu.: Tinepay TIHBICTh. RO S
@

Iopywenns obminy pewosun ma xapuysanns: CAHIPOM JH3HCY T XIIHMA —ovi o =
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Hcuxiampuyni posnadu: CIUTyTaHiCTh CBIAOMOCTI (BKIFOYAIOYH JI€30PIEHTAIIIIO).

Tenamobiniapni posnadu: OGOPOTHE, 3a3BUYal HE3HAYHE IJABUIICHHS piBHa Oinipy6iHy (piaKo) Ta
TpaHcaMiHa3.

Posnadu Hepeogoi cucmemu. SHUKEHHS PIBHS CBIIOMOCTI, HEBPOJIOTiYHA TOKCHYHICTH (BKJIFOYAIOYH
mepudepUUHy CEHCOpHy HeHpomariio, MOTOpHY HEHpOmaTiro (mapariu), moxiHe#ponarito,
mapamapes); IpOTe NpPO BHIANKA TSOKKOT HEHPOTOKCHYHOCTI INICIIA JMiKyBaHHA CTaHJAPTHAMH
peXHUMaMH 03yBaHHS KIaapubiHy HOBiIOMIIANIOCH PLAKO.

3axeoprosanns oueti: KOH'TOHKTHBIT.

Pecnipamopni, mopaxaneni ma mediacmunaneii ponaou: IHQLIBTPATH B JIETCHIX (BKITIIOYArOYH
{HLIBTpaio Iere b, {HTepCTHITATEHE 3aXBOPIOBAHHS JIETeHb, THEBMOHIT T2 JISTCHEBAN bi6bpo3); y
6inpImocTi Bumankis 6ymno BusBIeHO iHdeKUifHy €TiONOTiO.

Posnadu wixipu ma mxanuy: Kponus'sHka, rimepeosuHOOLIS; CHHAPOM CriBenca-JlxorHcoHa. B
OKPEMHX BHIAIKaX IOBIHOMIBUIIOCA IIPO TOKCHYHHM eiiepMaIbHII HEKPOi3 ¥y Manic€HTiB, AKi
OTpuMyBaad a0 HEIMOJaBHO OTPUMYBAlM JiKyBaHHs IHIMMMM [Hpenaparamu (HampHKIad,
ANOIy PHHOIOM 260 aHTUG10THKAMH), IO, K BiZIOMO, CIIPHYHHAIOTH I1i CHHIPOMH.

Posnadu nupox ma cewogugionux wnsxie: HupkoBa HENOCTATHICTE (BKIIOYAIOHK TOCTPY HUPKOBY
HEIOCTATHICTH, MOPYIIeHHs QyHKIil HUPOK).

IHEPEJO3YBAHHA

Bucoxi mosu wiampubiny MOB'S3aHI 3: HE3BOPOTHOIO HEBPOJIOTiYHOI TOKCHIHICTIO (mapamnapes/
KBAZpUIIape3), TOCTPOI0 HEGPOTOKCHUHICTIO Ta TAXKHM IPUTHIYCHHAM KiCTKOBOT'O MO3KY, ITO
IPU3BOLWTH MO HEHTPONEHil, amemil Ta TPOMOOIMTONEHI] (zmB. TIONEPEIDKEHHZ).
Crenmbiunoro aHTHAOTY Bill TepemosyBaHHA He icHye. JlikyaHHS IMepefo3yBaHHA TOJATAE y
IpUIHHEHH] TpUHOMY KIaApuOiHy, peTelbHOMY CIIOCTEPEXCHHI Ta BIZIITOBITHUX nimpmx_ayfoqnx
zaxomax. HepimoMo, ud MOXHA IIpelapar BHBECTH 3 KPOBOOOIry 3a IOIMOMOLOIO Mialisy abo
reMopirsTpanii.

JO3YBAHHS TA 3ACTOCYBAHHSA
3BHYAaliHA 1032

PeKOMEHIOBaHA 1034 T cXeMa JUI JiKapehKoro 3acoby KmaapuGin po3duH ULt iH'eKIiH, USP Joist
AKTHBHOTO - BOJIOCATOKIITHHHOTO Teiikody, Hepenbatae OIHOPa3oBHi Kype GesnepepBHOIL iH(y3il
npotsaroM 7 gHIiB mocmins y mo3i 0,09 MI/Kr/neHs. BigxwieHHS BiJ IbOTO PEXHUMY HO3yBaHHI ge
PEKOMEHYIOThCS. SIKINO MalieHT He pearye Ha MOYarkOBHH Kypce JiKapchKOro 3acody Kna.npn61H
poszunH s iH'exmiif, USP mis BOJIOCATOKJTITHHHOTO JEHKO3y, MAIOIMOBIPHO, 10 T0JaTKOB1 KypCcH
HNpHHECYTh HoMy KopHCTb. Jlikapsm CIil pO3IIIAHYTH MOKITHBICTE BiATepMiHyBaHHA .a60
TIPUITHHEHHS [IPAMOMY Tperapary, AKIO BHHUKHE HEHPOTOKCHYHICTH a60 HHUPKOBA TOKCHYHICTb
(mus. [TOTTEPEJIDKEHH ).

Crenudiuni hakTopy PH3UKY, [0 CIIPUSIOTE I ABHIIECHIA TOKCHYHOCT] KIagpubiny, He BU3HA4EH]. 3
OISy Ha BiOMY TOKCHYHICTE IIPEIapaTiB LBOTO KIIacy, 6y1o 6 TOULTEHO 00EPEKHO 3aCTOCOBYBaTH
npenapar naiieETaM 3 BigomMolo abo IO3pIOBaHOIO HHPKOBOXO HEZOCTATHICTIO .a6o TSHKKAM
nopyirennsyM  (yHKIH KICTKOBOrO MO3KY Oy/Ip-fIKOi ~eTiOMOTii. IMamieHTiB CIE PETENBHO
KOHTPOJTIOBATH OO0 FeMAaToI0ri4HOI Ta Heremaronoriusoi Tokcuurocti (aus. [IOITEPEDKEHHA
ta SACTEPEXEHHS).

HpurorysanHs Ta BBeAeHHs BHY TPillIHLOBEHHHX PO31HHIB

Jlixapcepkuit 3aci6 Kmagpubin pozums i in'ekuiii, USP, f_]{?(’fﬁxiﬂ_I-I_O PO3BOIUTH [PH3HRICHEM

PO3YUHHMKOM Tepes BBeIeH M. OCKITLKU MiKapChKiil 3aC10 He-MiGTHTh, KOMHUN AHTIMIY
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KOHCEpBAHTIB 4K GAKTepiOCTATHYHMX 3ac00iB, MiX ¥ac NMPHTOTYBAHHH posuHHiB AuIs iH' €Kil
KJIaApUOiHy HeoOXiTHO JOTPHUMYBATHCS acenTHIHOT TEXHIKH Ta HAJEKHHX 3200 DKHIX 3axoniB
100 HABKOJHIIHLOI0 CepefoBHUIIA.

JIisi IPHrOTYBAaHHS Pa30Boi 1060801 J03H:

Jlikapebkuit 3aci6 Knampu6in posuus s im'exuiit, USP, CITi/{ [POIyCKATH Hepe3 CTEPHIIbHUN
QHHOR&OBHVI rigpodineHui GinTETp AL MIIpHOA 3 posmipoM mmop 0,22 MKM Iepell BBEACHHAM B
indy3iiHMit makeT, Iepe KOXKHOO IOJICHHOIO indysiero. JlomaliTe po3paxoBaHy 103y (0,09 mr/xr a6o
0,99 MIVKT) ir’exnii kaampubiny, USP, depes cTepuIbHUMU bineTp mo iH@ysiHHOro maKeTa, IO
mictuTh 500 Mt 0,9% po3duHy HaTpIlO XJIOPUIY AJIA i’ exiit, USP. Bompre 6e3mepepBHO IMPOTATOM
24 romuu. ITosTOproiiTe IMOAHA IMPOTATOM 7 mHIB MOCHiTG. BHKOpHCTAHHA 5% NmeKCTPO3H SK
PO3YHHHHKA He PEKOMEHY€ThCsl Yepe3 NOCHICHY Jerpanauiio Kiaapuoiny. Cywmiimi J1iKapChKOro
3aco6y Kitagpu6in pozuua mg iH'exuid, USP, XiMIUHO T2 }iznaHO cTabiNBHI IPOTATOM OHaWMEHIIEe
24 TOIMH 32 KIMHATHOT TEMIICPATYPH I1i/{ HOPMaIbHAM KIMHATHAM (IIyOpECIICHTHIM OCBITICHHAM ¥

Baxter Viaflex. ®I[IBX-emuocti i iHdysii. Ockinbku AaHl mOX0 cymicHOCTI o6MerKeHi,
PeKOMEH/Iy €ThCsl NOTPHMYBATHCS PEeKOMEHA0BAHMX po3uMHHHMKIB Ta iHdY3iHHMX CHCTEM.

Jo3a nik. 3acoby Knagpubis, PexoMeH0BaH1 KinskicTh

pozumHy [y i’ exuii, USP, PO3UMHHUKA PO3UAHHMKA
24- ronuHIIH 1 (menb) x 0.09 Mr/KT 0.9% Harpiit xJ0puA 500 M1
MeTon 1HOY311 s g ek, USP

JUs mpUroTyBaHHs 7-neHHOI iHQysii:

7-neHHAH iHy3iHHUIA PO3UMH CII TOTYBAaTH JIMIIE 3 GakrepiocTaruaaum posdutom 0,9% HaTPIIO
xopumy mms in'exuiit, USP (3 0,9% OeH3uIOBAM CIHPTOM, koHcepsanToMm). 1106 MiHIMIZYyBaTH
PH3MK 3a0pyIHEHHS MiKpOOpraHi3MaMmH, K JIKapChKOTO 3aco0y Kmazpubin po3duH st i eKIlii,
USP, Tak i pO3YWHHHKA CJiJ NPOIYCKaTH Hepes CTepunbHHIT OIHOPa3soBHH rigpodinpHi
wrpuieBuil ¢inerp 0,22 MKM Mif 9ac BBEICHHA KOXKHOLO PO3HHHY B indysifinuii pesepByap.
CrogaTKy JojaiiTe po3paxoBaHy H03y JIKAPCHKOro zacoby KnanpuOiHy po3vauH LI ix'exiit, USP (7
maiB x 0,09 Mr/kr a6o MI/Kr) 10 iHQY31HHOTO pe3epByapa 1epes CTepWIbHIH QLIBTP.

HOTiM NoJaiiTe po3paxoBany KUIBKICTh 6aKTepioCTAaTHIHOTO PO3THHY 0,9% Harpiro XMOpHUIY AL
in'exuist, USP (0,9% GeH3UIOBUH CIIUPT, KOHCEPBAHT), TAKOK I€pe3 ¢insTp, 10O TOBECTH 3araJIbHUH
06'eM posumpy mo 100 wir Ilicns 3aBeplueHHs MPHIOTYBaHHA POSTHIY repeKpuiiTe JHIIO
saTHCcKadeM, Bir'eqmaiite Ta BukuHBTE (imeTp. 3a HEOOXIiHOCTI ACENTUYHO BiJICMOKTYHTE
GyIILOAITIKE TOBITPS 3 pe3epByapa 3a JOMOMOIOIO IIMPHIla Ta CyXOro pyroro crepubHOTO (insTpa
a60 CTEpPHIBHOTO BEHTHILIKHOTO (GiIBTPYBaNbHOTO ornoxy. Ilepekpuiite JiHIIO 3aTHCKadeM Td
BUKMHBTE IIIpHUI i OimsrpyBanbHuil 6mox. BBomere GesnepepBHO TIPOTATOM 7 nuip. Pozumnm,
IIPATOTOBaH] 3 GAKTEPIOCTATHIHAM PO3TIMHOM HATPIIO XJIOPHY UL i'exniii s oci® Baroio roHaxn
85 KT, MOYKYTh MATH 3HIDKeHY €)EKTUBHICTH KOHCEPBAHTY depes 6ible PO3Be/IeHHS KOHCEPBAHTY
6C'H31/IJIOBOFO cnupry. Jlo6asku st 7-mennoi iHQysii TpoaeMOHCTPYBal OpHitHATHY XIMIYHY Ta
dizrury cTablIpHICT MPOTAroM IMOHalMeHIe 7 OHIB Y pesepsyapi SIMS Deltec MEDICATION
CASSETTE™,

Jlo3a nik. 3acofy ) .
. PexomMeHI0BaH1 KinsKicTh
KnaapubiH, po3HuHy
o — PO3UUHHUKHI PO3YHHHUKA
st iH ekuii, USP,
7- meuHuit meton iHby3ii (nin yac
1 o 0,
HPHFOTYBAHHS PO3UHHY U BaxrepiocTaTHiHui 0.9 % ,'Z[OC”.FaTHSI
; . . HATPIitO XJIOPHI U1 KiNBKICTE A0
iHdY3iT BUKOPHCTOBYHTE 7 (auiB) x 0.09 Mr/kr b s excLtii puélpll 6 em A
cTepuiibHUMI GinbTp 3 pO3MIpOM - 1’ exul, US ) <|)00 y
9% GeH3uIoBUi COUpT M1
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Ockinpkua  jgami  moxo  cymicHocTi  o0Me)KeHi, PEKOMEHAYETbCH  JAOTPHMYBATHCIH
PEKOMeHIOBAHHX PO3YHHHUKIB Ta iHQy3iiANX cuerem. Po3unuy, Mo MICTATH NTiKapChKHif 3acio
Knagpubin posums mma im’exuitt, USP, He ciin 3MilmyBard 3 IHIIMME BHY TPiLIHBOBEHHIMH
MpemapaTaMy 49d J00aBkaMy ab0 BBOAWTH OJHOYACHO depe3 CIIIBHY BHYTPIIIHBOBEHHY JIHIIO,
OCKiITbKH TECTH Ha CyMICHICTD He IPOBOIITMCSL. 1lpenapaTy, 1Mo MicTsTs GEH3HIOBHH CIUMPT, HE CII
BHKOpHCTOBYBaTH HoBoHapomkernM (nus. IONEPEKEHHS).

Crix mon6ary mpo CTepUIbHICTh IPUrOTOBAHKUX PO34UHiB. [1icist pO3BEICHHA POIIHHH, IO MICTATH
Jikapcbkuit 3aci6 KiagpuOin po3uus it imexmiit, USP, cimix BBOoZMTH HeraHO abo 30epiraT B
xonomunsHuKy (Bix 2° mo 8°C) He Ginblue 8 romuH KO MOYATKy BBCCHHS. ®dnakoHU 3 JTIKAPCBKUM
3aco6om Knanpubin posuns mns in’exuii, USP, IpU3HAYEH] JIAIIe JUIA OHOPa30BOr0 BUKOPUCTAHHA.
Bynb-Ky HEBUKOPHCTAHy YaCTHHY CIILJI yTHUII3yBaTH HAICKHUM YHHOM (mus. poszin «IloBomxeHHA
Ta yTHII3a1ian).

[apeHTepanbHi JiKapchki 3aco0M Ciif BisyanpHO HMEpEBIpATH Ha HasSBHICTH TBEPAUX JACTHHOK Ta
3MiHH KOJIBOPY IIEpe]i BBENCHHAM, AKIIO 1€ JO3BOJIIOTH PO3YHMH Ta KOHTCHHED. Ilix yac BILIMBY
HU3BKUX TEMIIEpATyp Ha JTiKapchkuii 3aci6 KimaapubiH po3auH Jist g’ exaiit, USP, moxe yT].SopI/ITI/ICSI
ocaj; #0ro MOXKHA IOBTOPHO PO3YMHHTH, JABIIM PO3YHMHY IPHPOJHMM YHHOM HATpITHCA IO

KiMHATHOT Temmeparypy Ta enepriino crpymytoud. HE HATPIBAUTE TA HE PO3IT'PIBAUTE
B MIKPOXBUJIbOBIH IIEYL.

XimiuHa cTadiibHicTh GurakoHIB

IIpu 36epiransi B XOJOTUIBHUKY 3a TEMIIEPATypH Bim 2° mo 8°C (Bim 36° mo 46°F) y 3axuIeHOMY
i . p— X ) . X AP
Bix cBiTia Mmicii HeBimkpuTi druakonu 3 jiikapehkuM 3acobom KianpubiH po3uMHOM JULS 1H €KL,

USP crabinbHi 10 3aKiHYEHHS TEpMiHy MPHAATHOCTI, 3a3HAYCHOTO Ha YIaKOBIIL.

3aMOpOKyBaHHS HE BIUTMBAE HETATHBHO Ha PO3YHH. Y pasi 3aMOPOIKYBaHHs POSMOPO3TE HPHPOLHIM
HIsIXOM 10 Kimuaruoi Temneparypu. HE narpisaiite Ta HE posirpisaiite B Mi;cpo:(ammogﬁ redl.
ITicns po3mopoxkyBaHus (rako 3 mikapckknM 3acobom Knaapubin posuuH 1A in’exuiit, USP
cTabinpHuil Mo 3aKiHYeHHS TEPMiHY HPHIATHOCTI, SKIIO ioro 30epirarn B XOJOAMJIBHHKY. HE
3aMopoxkyiite TOBTOpHO. llicias po3BeRcHHS PO3YMHM, 10O MicTSTH JiKapchbKuil 3acib Knanpubix
pozumn i il ekuii, USP, ciia BBomuTH HeTaitHo abo 36epiraty B XOJIOAUIBHUKY (Bim 2° mo 8°C) He
Oinpire 8 TofuH mepen BBEICHHSM.

IloBomxenHs Ta yTHIiZauid

Tlotenniitai HeGe3IEKH, II0B’ I3aH1 3 MUTOTOKCUYHUMH areHTaMU, no0pe BioMi, TOMY CITi[T BKUBATH
HAJISKHHX 3aM001KHNX 3ax0iB IIif 4ac oOpoOKH, MPUTOTYBAHHS Ta BBEICHHS JTIKApCHKOTO 3aC00y
Kianpubin pozumu ans in’exniif, USP. PeKOMEHIy€TbCA BUKOPHCTOBYBaTH OIHOPa30Bl pyKaBAIKH
Ta 3axucHuil oxar. SIkmo nikapebkuil 3aci6 Knanpubin posumn mis in’exuiii, USP, norpanus Ha
IKipy abo ciu30Bi 000IOHKH, HETaliHO ITPOMHUIITE YPaKCHY MOBEPXHIO BEIHKOIO KimpkicTio BOJH. 3
BOrO MMTAHHS OMYONIKOBaHO KiNbKa pekomenpauiii.(2—8) Hemae 3arampHOI 30/ OO TOTO, MO
BCi HpoleaypH, PeKOMEHIOBaHI B IHCTPYKUiAX, € HEOOXIAHUMHU abo JTIOpCUHUMH. 3BeleTB(?$I 70
IHCTPYKIif Balioro 3akiagy Ta BCIX YHHHHX JepKAaBHUX/MICIIEBUX HOPM IIOAO yTH/Ii3amll
MUTOTOKCHYHUX BiIXOAIB.

SK I[TIOCTABJIAEC€THCA

Knanpu6ia s in'exnidt, USP, nocradyaeTsCs y BHIIALL CTCPHIIBHOIO, 130TOHIYHOTO PO3UMHY 66:%
KoHCepBaHTiB, 1o MicTuts 10 mr (1 mr/ma) wiagpubiny mo 10 My, 3amOBHEHOrO y OLHOPasoBl
npo3opi ckisHi drakoru 06'emoM 20 M. IHAHBILYaTbHO YIIAKOBAHI1 B kopooky. NDC 4265 8-010-01.

3Gepirary B XOJIOMMILHHKY IpU TemnepaTypi Bix 2° no 8°C (36° no 46°F). 36epiratu y 3aggm?H0My
B1J CBITJIAa MICI. i L R RN 1 Q\O'

HHOCHNJIAHHAA
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Hisun Pharmaceuticals USA, Inc.

Bridgewater, NJ 08807 USA

Cladribine Injection, USP
For Intravenous Infusion Only

Rx only

WARNING

Cladribine injection should be administered under the supervision of a qualified physician
experienced in the use of antineoplastic therapy. Suppression of bone marrow function should be
anticipated. This is usually reversible and appears to be dose dependent. Serious neurological
toxicity (including irreversible paraparesis and quadraparesis) has been reported in patients who
received cladribine injection by continuous infusion at high doses (4 to 9 times the recommended
dose for Hairy Cell Leukemia). Neurologic toxicity appears to demonstrate a dose relationship;
however, severe neurological toxicity has been reported rarely following treatment with standard
cladribine dosing regimens.

Acute nephrotoxicity has been observed with high doses of cladribine (4 to 9 times the
recommended dose for Hairy Cell Leukemia), especially when given concomitantly with other
nephrotoxic agents/therapies.

DESCRIPTION

Cladribine Injection, USP (also commonly known as 2-chloro-2’-deoxy-B-D-adenosine) is a
synthetic antineoplastic agent for continuous intravenous infusion. It is a clear, colorless, sterile,
preservative-free, isotonic solution. Cladribine injection, USP is available in single-dose vials
containing 10 mg (1 mg/mL) of cladribine, a chlorinated purine nucleoside analog. Each milliliter
of cladribine injection, USP contains 1 mg of the active ingredient and 9 mg (0.15 mEq) of sodium
chloride as an inactive ingredient. The solution has a pH range of 5.5 to 8.0. Phosphoric acid and/or

dibasic sodium phosphate may have been added to adjust the pH to 6.3 0.3 .

The chemical name for cladribine is 2-chloro-6-amino-9-(2-deoxy-B-D-erythropento-furanosyl)

purine and the structure is represented below:

NH,

)\ >

OH

cladribine
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CLINICAL PHARMACOLOGY
Cellular Resistance and Sensitivity

The selective toxicity of 2-chloro-2’-deoxy-B-D-adenosine towards certain normal and malignant
lymphocyte and monocyte populations is based on the relative activities of deoxycytidine kinase
and deoxynucleotidase. Cladribine passively crosses the cell membrane. In cells with a high ratio of
deoxycytidine kinase to deoxynucleotidase, it is phosphorylated by deoxycytidine kinase to
2-chloro- 2’-deoxy-p-D-adenosine monophosphate (2-CAAMP). Since 2-chloro-2’-deoxy- B-D-adenosine
is resistant to deamination by adenosine deaminase and there is little deoxynucleotide deaminase in
lymphocytes and monocytes, 2-CdAMP accumulates intracellularly and is subsequently converted
into the active triphosphate deoxynucleotide, 2-chloro-2’-deoxy-B-D-adenosine triphosphate
(2-CdATP). It is postulated that cells with high deoxycytidine kinase and low deoxynucleotidase
activities will be selectively killed by 2-chloro-2’-deoxy-B-D-adenosine as toxic deoxynucleotides
accumulate intracellularly.

Cells containing high concentrations of deoxynucleotides are unable to properly repair single-strand
DNA breaks. The broken ends of DNA activate the enzyme poly (ADP-ribose) polymerase resulting
in NAD and ATP depletion and disruption of cellular metabolism. There is evidence, also, that
2-CdATP is incorporated into the DNA of dividing cells, resulting in impairment of DNA synthesis.
Thus, 2- chloro-2’-deoxy-p-D-adenosine can be distinguished from other chemotherapeutic agents
affecting purine metabolism in that it is cytotoxic to both actively dividing and quiescent
lymphocytes and monocytes, inhibiting both DNA synthesis and repair.

Pharmacokinetics

In a clinical investigation, 17 patients with Hairy Cell Leukemia and normal renal function were
treated for 7 days with the recommended treatment regimen of cladribine injection (0.09 mg/kg/day)
by continuous intravenous infusion. The mean steady-state serum concentration was estimated to be
5.7 ng/mL with an estimated systemic clearance of 663.5 mL/h/kg when cladribine was given by
continuous infusion over 7 days. In Hairy Cell Leukemia patients, there does not appear to be a
relationship between serum concentrations and ultimate clinical outcome.

In another study, 8 patients with hematologic malignancies received a two (2) hour infusion of
cladribine injection (0.12 mg/kg). The mean end-of-infusion plasma cladribine concentration was
48 + 19 ng/mL. For 5 of these patients, the disappearance of cladribine could be described by either
a biphasic or triphasic decline. For these patients with normal renal function, the mean terminal
half-life was 5.4 hours. Mean values for clearance and steady-state volume of distribution were 978
+422 mI./h/k g and 4.5 £2.8 L/kg, respectively.

Cladribine plasma concentration after intravenous administration declines multi-exponentially with
an average half-life of 6.7 +/- 2.5 hours. In general, the apparent volume of distribution of
cladribine is approximately 9 L/kg, indicating an extensive distribution in body tissues.

Cladribine penetrates into cerebrospinal fluid. One report indicates that concentrations are
approximately 25% of those in plasma.

Cladribine is bound approximately 20% to plasma proteins.

Except for some understanding of the mechanism of cellular toxicity. no. other informatign: is_
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has been reported to be excreted in urine of patients with solid tumors during a 5-day continuous
intravenous infusion of 3.5 - 8.1 mg/m%*day of cladribine. The effect of renal and hepatic
impairment on the elimination of cladribine has not been investigated in humans.

CLINICAL STUDIES

Two single-center open label studies of cladribine injection have been conducted in patients with
Hairy Cell Leukemia with evidence of active disease requiring therapy. In the study conducted at
the Scripps Clinic and Research Foundation (Study A), 89 patients were treated with a single course
of cladribine injection given by continuous intravenous infusion for 7 days at a dose of 0.09
mg/kg/day. In the study conducted at the M.D. Anderson Cancer Center (Study B), 35 patients were
treated with a 7-day continuous intravenous infusion of cladribine injection at a comparable dose of
3.6 mg/m?day. A complete response (CR) required clearing of the peripheral blood and bone
marrow of hairy cells and recovery of the hemoglobin to 12 g/dL, platelet count to 100 x 10°/L, and
absolute neutrophil count to 1500 x 10%L. A good partial response (GPR) required the same
hematologic parameters as a complete response, and that fewer than 5% hairy cells remain in the
bone marrow. A partial response (PR) required that hairy cells in the bone marrow be decreased by
at least 50% from baseline and the same response for hematologic parameters as for complete
response. A pathologic relapse was defined as an increase in bone marrow hairy cells to 25% of
pretreatment levels. A clinical relapse was defined as the recurrence of cytopenias, specifically,
decreases in hemoglobin > 2 g/dL, ANC > 25% or platelet counts > 50,000. Patients who met the
criteria for a complete response but subsequently were found to have evidence of bone marrow
hairy cells (< 25% of pretreatment levels) were reclassified as partial responses and were not
considered to be complete responses with relapse.

Among patients evaluable for efficacy (N=106), using the hematologic and bone marrow response
criteria described above, the complete response rates in patients treated with cladribine injection
were 65% and 68% for Study A and Study B, respectively, yielding a combined complete response
rate of 66%. Overall response rates (i.e., Complete plus Good Partial plus Partial Responses) were
89% and 86% in Study A and Study B, respectively, for a combined overall response rate of 88% in
evaluable patients treated with cladribine injection.

Using an intent-to-treat analysis (N=123) and further requiring no evidence of splenomegaly as a
criterion for CR (i.e., no palpable spleen on physical examination and < 13 ¢cm on CT scan), the
complete response rates for Study A and Study B were 54% and 53%, respectively, giving a
combined CR rate of 54%. The overall response rates (CR + GPR + PR) were 90% and 85%, for
Studies A and B, respectively, yielding a combined overall response rate of 89%.

RESPONSE RATES TO CLADRIBINE TREATMENT IN PATIENTS WITH HAIRY CELL

LEUKEMIA
CR Overall
Evaluable Patients 0 0
N=106 oo o
Intent-to-treat Population 0
9%
N=123 e o
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or had undergone splenectomy as the only prior treatment and were receiving cladribine as a
first-line treatment. The remaining 40% of the patients received cladribine as a second-line
treatment, having been treated previously with other agents, including o-interferon and/or
deoxycoformycin. The overall response rate for patients without prior chemotherapy was 92%,
compared with 84% for previously treated patients. Cladribine is active in previously treated
patients; however, retrospective analysis suggests that the overall response rate is decreased in
patients previously treated with splenectomy or deoxycoformycin and in patients refractory to
o-interferon.

OVERALL RESPONSE RATES (CR + GPR + PR) TO CLADRIBINE TREATMENT IN
PATIENTS WITH HAIRY CELL LEUKEMIA

OVEM&igiPONSE NR +RELAPSE
No Prior Chemotherapy 6982/07/:r : 61;)2
Any Prior Chemotherapy 4&{;? | 82;0/3
Previous Splenectomy 335)/10* 92:‘%1
Previous Interferon 48(;/3 i;"/i
Interferon Refractory 65/; (}; 56;’/3
Previous Deoxycoformycin 3)602 36;"/})

NR = No Response
*P<0.05

After a reversible decline, normalization of peripheral blood counts (Hemoglobin >12.0 g/dL,
Platelets >100 x 10%L, Absolute Neutrophil Count (ANC) >1500 x 108/L) was achieved by 92% of
evaluable patients. The median time to normalization of peripheral counts was 9 weeks from the
start of treatment (Range: 2 to 72). The median time to normalization of Platelet Count was two
weeks, the median time to normalization of ANC was 5 weeks and the median time to
normalization of Hemoglobin was 8 weeks. With normalization of Platelet Count and Hemoglobin,
requirements for platelet and RBC transfusions were abolished after Months 1 and 2, respectively,
in those patients with complete response. Platelet recovery may be delayed in a minority of patients
with severe baseline thrombocytopenia. Corresponding to normalization of ANC, a trend toward a
reduced incidence of infection was seen after the third month, when compared to the months
immediately preceding cladribine therapy. (see also WARNINGS, PRECAUTIONS and
ADVERSE REACTIONS)

CLADRIBINE TREATMENT IN PATIENTS WITH HAIRY CELL LEUKEMIA TIME TO
NORMALIZATION OF PERIPHERAL BLOOD COUNTS

Parameter Median Time to Normalization of Count*
Platelet Count 2 weeks o
Absolute Neutrophil Count i Fiosirossaveekss ' .'_;%‘
fpoen A B ' UK. |
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Hemoglobin 8 weeks
ANC, Hemoglobin and Platelet Count 9 weeks

*Day 1 = First day of infusion

For patients achieving a complete response, the median time to response (i.e., absence of hairy cells
in bone marrow and peripheral blood together with normalization of peripheral blood parameters),
measured from treatment start, was approximately 4 months. Since bone marrow aspiration and
biopsy were frequently not performed at the time of peripheral blood normalization, the median
time to complete response may actually be shorter than that which was recorded. At the time of data
cut-off, the median duration of complete response was greater than 8 months and ranged to 25+
months. Among 93 responding patients, seven had shown evidence of disease progression at the
time of the data cut-off. In four of these patients, disease was limited to the bone marrow without
peripheral blood abnormalities (pathologic progression), while in three patients there were also
peripheral blood abnormalities (clinical progression). Seven patients who did not respond to a first
course of cladribine received a second course of therapy. In the five patients who had adequate
follow-up, additional courses did not appear to improve their overall response.

INDICATIONS FOR USE

Cladribine Injection, USP is indicated for the treatment of active Hairy Cell Leukemia as defined by
clinically significant anemia, neutropenia, thrombocytopenia or disease-related symptoms.

CONTRAINDICATIONS

Cladribine Injection, USP is contraindicated in those patients who are hypersensitive to this drug or
any of its components.

WARNINGS

Due to increased risk of infection in the setting of immunosuppression with chemotherapy includ?ng
cladribine, it is recommended not to administer live attenuated vaccines to patients receiving
cladribine injection.

Severe bone marrow suppression, including neutropenia, anemia and thrombocytopenia, has been
commonly observed in patients treated with cladribine, especially at high doses. At initiation of
treatment, most patients in the clinical studies had hematologic impairment as a manifestation of
active Hairy Cell Leukemia. Following treatment with cladribine, further hematologic impairment
occurred before recovery of peripheral blood counts began. During the first two weeks after
treatment initiation, mean Platelet Count, ANC, and Hemoglobin concentration declined apd
subsequently increased with normalization of mean counts by Day 12, Week 5 and Week 8,
respectively. The myelosuppressive effects of cladribine were most notable during the first month
following treatment. Forty-four percent (44%) of patients received transfusions with RBCs and 14%
received transfusions with platelets during Month 1. Careful hematologic monitoring, especially
during the first 4 to 8 weeks after treatment with cladribine injection, is recommended (see
PRECAUTIONS).

Fever (T > 100°F) was associated with the use of cladribine in approximately two-thirds of patier.lts

(131/196) in the first month of therapy. Virtually all of fheseipatiepls;Were, ¢ gfe‘demp‘_glc ally ‘\?th
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parenteral antibiotics. Overall, 47% (93/196) of all patients had fever in the setting of neutropenia
(ANC < 1000), including 62 patients (32%) with severe neutropenia (i.e., ANC < 500).

In a Phase [ investigational study using cladribine in high doses (4 to 9 times the recommended
dose for Hairy Cell Leukemia) as part of a bone marrow transplant conditioning regimen, which
also included high dose cyclophosphamide and total body irradiation, acute nephrotoxicity and
delayed onset neurotoxicity were observed. Thirty-one (31) poor-risk patients with drug-resistant
acute leukemia in relapse (29 cases) or non-Hodgkins Lymphoma (2 cases) received cladribine for 7
to 14 days prior to bone marrow transplantation. During infusion, 8 patients experienced
gastrointestinal symptoms. While the bone marrow was initially cleared of all hematopoietic
elements, including tumor cells, leukemia eventually recurred in all treated patients. Within 7 to 13
days after starting treatment with cladribine, 6 patients (19%) developed manifestations of renal
dysfunction (e.g., acidosis, anuria, elevated serum creatinine, etc.) and 5 required dialysis. Several
of these patients were also being treated with other medications having known nephrotoxic potential.
Renal dysfunction was reversible in 2 of these patients. In the 4 patients whose renal function had
not recovered at the time of death, autopsies were performed; in 2 of these, evidence of tubular
damage was noted. Eleven (11) patients (35%) experienced delayed onset neurologic toxicity. In the
majority, this was characterized by  progressive irreversible motor  weakness
(paraparesis/quadriparesis), of the upper and/or lower extremities, first noted 35 to 84 days after
starting high dose therapy with cladribine. Non-invasive testing (electromyography and nerve
conduction studies) was consistent with demyelinating disease. Severe neurologic toxicity has also
been noted with high doses of another drug in this class.

Axonal peripheral polyneuropathy was observed in a dose escalation study at the highest dose levels
(approximately 4 times the recommended dose for Hairy Cell Leukemia) in patients not receiving
cyclophosphamide or total body irradiation. Severe neurological toxicity has been reported rarely
following treatment with standard cladribine dosing regimens.

In patients with Hairy Cell Leukemia treated with the recommended treatment regimen (0.09
mg/kg/day for 7 consecutive days), there have been no reports of nephrologic toxicities.

Serious (e.g. respiratory infection, pneumonia and viral skin infections), including fatal infections
(e.g. sepsis) were reported (see ADVERSE REACTIONS).

Of the 196 Hairy Cell Leukemia patients entered in the two trials, there were 8 deaths following
treatment. Of these, 6 were of infectious etiology, including 3 pneumonias, and 2 occurred in the
first month following cladribine therapy. Of the 8 deaths, 6 occurred in previously treated patients
who were refractory to o-interferon.

Benzyl alcohol is a constituent of the recommended diluent for the 7-day infusion solution. Benzyl
alcohol has been reported to be associated with a fatal “Gasping Syndrome” in premature infants
(see DOSAGE AND ADMINISTRATION).

Pregnancy Category D

Cladribine can cause fetal harm when administered to a pregnant woman. Although there is no
evidence of teratogenicity in humans due to cladribine, other drugs which inhibit DNA synthesis
have been reported to be teratogenic in humans. Cladribine is teratogenic in animals. Advise
females of reproductive potential to use highly effective contraception during treatment with
cladribine. If cladribine is used during pregnancy, 'r' if the Qgt_tgqt-ﬁecemes pregnant ;&‘;1 e-taking
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this drug, the patient should be apprised of the potential hazard to the fetus.

Cladribine is teratogenic in mice and rabbits and consequently has the potential to cause fetal harm
when administered to a pregnant woman. A significant increase in fetal variations was observed in
mice receiving 1.5 mg/kg/day (4.5 mg/m?) and increased resorptions, reduced litter size and
increased fetal malformations were observed when mice received 3.0 mg/kg/day (9 mg/m?). Fetal
death and malformations were observed in rabbits that received 3.0 mg/kg/day (33.0 mg/m?). No
fetal effects were seen in mice at 0.5 mg/kg/day (1.5 mg/m?) or in rabbits at 1.0 mg/kg/day (11.0
mg/m?).

PRECAUTIONS
General

Cladribine injection is a potent antineoplastic agent with potentially significant toxic side effects. It
should be administered only under the supervision of a physician experienced with the use of cancer
chemotherapeutic agents. Patients undergoing therapy should be closely observed for signs of
hematologic and non-hematologic toxicity. Periodic assessment of peripheral blood counts,
particularly during the first 4 to 8 weeks post-treatment, is recommended to detect the development
of anemia, neutropenia and thrombocytopenia and for early detection of any potential sequelae (e.g.,
infection or bleeding). As with other potent chemotherapeutic agents, monitoring of renal and
hepatic function is also recommended, especially in patients with underlying kidney or liver
dysfunction (sece WARNINGS and ADVERSE REACTIONS).

Fever was a frequently observed side effect during the first month on study. Since the majority of
fevers occurred in neutropenic patients, patients should be closely monitored during the first month
of treatment and empiric antibiotics should be initiated as clinically indicated. Although 69% of
patients developed fevers, less than 1/3 of febrile events were associated with documented infection.
Given the known myelosuppressive effects of cladribine, practitioners should carefully evaluate the
risks and benefits of administering this drug to patients with active infections (see WARNINGS
and ADVERSE REACTIONS).

There are inadequate data on dosing of patients with renal or hepatic insufficiency. Development of
acute renal insufficiency in some patients receiving high doses of cladribine has been described.
Until more information is available, caution is advised when administering the drug to patients with
known or suspected renal or hepatic insufficiency (see WARNINGS).

Rare cases of tumor lysis syndrome have been reported in patients treated with cladribine with other
hematologic malignancies having a high tumor burden.

Cladribine injection must be diluted in designated intravenous solutions prior to administration (see
DOSAGE AND ADMINISTRATION).

Laboratory Tests

During and following treatment, the patient’s hematologic profile should be monitored regularly to
determine the degree of hematopoietic suppression. In the clinical studies, following reversible
declines in all cell counts, the mean Platelet Count reached 100 x 10°/L by Day 12, the mean
Absolute Neutrophil Count reached 1500 x 105/L by Week 5 and the mean Hemoglobin reached 12
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should be performed to confirm response to treatment with cladribine. Febrile events should be
investigated with appropriate laboratory and radiologic studies. Periodic assessment of renal
function and hepatic function should be performed as clinically indicated.

Drug Interactions

There are no known drug interactions with cladribine injection. Caution should be exercised if
cladribine injection is administered before, after, or in conjunction with other drugs known to cause
immunosuppression or myelosuppression (see WARNINGS).

Carcinogenesis

No animal carcinogenicity studies have been conducted with cladribine. However, its carcinogenic
potential cannot be excluded based on demonstrated genotoxicity of cladribine.

Mutagenesis

As expected for compounds in this class, the actions of cladribine yield DNA damage.:. .In
mammalian cells in culture, cladribine caused the accumulation of DNA strand breaks. Cladribine
was also incorporated into DNA of human lymphoblastic leukemia cells. Cladrib.ine was not
mutagenic in vitro (Ames and Chinese hamster ovary cell gene mutation tests) and did ].TIO.t induce
unscheduled DNA synthesis in primary rat hepatocyte cultures. However, cladrlbln.e V\./as
clastogenic both in vitro (chromosome aberrations in Chinese hamster ovary cells) and in vivo
(mouse bone marrow micronucleus test).

Impairment of Fertility

The effect on human fertility is unknown. When administered intravenously to Cyr}omolgus
monkeys, cladribine has been shown to cause suppression of rapidly generating cells, including
testicular cells.

Pregnancy

Pregnancy Category D (see WARNINGS).

Nursing Mothers

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in
human milk and because of the potential for serious adverse reactions in nursing infants fr?m
cladribine, a decision should be made whether to discontinue nursing or discontinue the drug, taking
into account the importance of the drug for the mother.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established. In a Phase I study invplvmg
patients 1-21 years old with relapsed acute leukemia, cladribine was given by cont'muous
intravenous infusion in doses ranging from 3 to 10.7 mg/m?/day for 5 days (one-ha'lf to twice the
dose recommended in Hairy Cell Leukemia). In this study, the dose-limiting to.xic1ty was severe
myelosuppression with profound neutropenia and__thr_g_;;pbggytpqp_@';_z}: _Af:[he h1ghe§t‘ c_lose §10.7
mg/m?/day), 3 of 7 patients developed irreversible myei'éﬁi_tiiﬁi:éi’éi-‘(:jn;zaud___-ta‘ia\l _systmng}v actemgl or
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fungal infections. No unique toxicities were noted in this study® (see WARNINGS and
ADVERSE REACTIONS).

Geriatric Use

Clinical studies of cladribine did not include sufficient numbers of subjects age 65 and over to
determine whether they respond differently from younger subjects. Other reported clinical
experience has not identified differences in responses between the elderly and younger patients. In
general, dose selection for an elderly patient should be cautious, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy in
elderly patients.

ADVERSE REACTIONS
Clinical Trials Experience

Adverse drug reactions reported by > 1% of cladribine-treated patients with HCL noted in the HCL
clinical dataset (studies K90-091 and 1L.91-048, n=576) are shown in the table below.

Adverse Drug Reactions in > 1% of Patients Treated with Cladribine in HCL Clinical Trials

—t

System Organ Class
Preferred Term
Blood and Lymphatic System Disorder (see also sections WARNINGS and PRECAUTIONS)

Cladribine (n=576) %

Anemia 1

Febrile neutropenia 8
Psychiatric Disorders

Anxiety 1

Insomnia 3

Nervous System Disorders
Dizziness 6
Headache 14

Cardiac Disorders
Tachycardia 2

Respiratory, Thoracic and Mediastinal Disorders
Breath sounds abnormal
Cough

Dyspnea*
Rales

— [ 2|

Gastrointestinal Disorders

Abdominal pain**

Constipation

Diarrhea

—_— 3|

Flatulence

o

Nausea 2

O

Vomiting

Skin and Subcutaneous Tissue Disorders .- - _
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Hyperhidrosis 3
Petechiae 2
Pruritus 2
Rash*** 16
Musculoskeletal, Connective Tissue, and Bone Disorders
Arthralgia 3
Myalgia 6
Pain**** 6
General Disorders and Administration Site Conditions (see also sections WARNINGS and
PRECAUTIONS)
Administration site reaction***** 11
Asthenia 6
Chills 2
Decreased appetite 8
Fatigue 31
Malaise 5
Muscular weakness 1
Edema peripheral 2
Pyrexia 33
Injury, Poisoning and Procedural Complications
Contusion 1 J
N Dyspnea includes dyspnea, dyspnea exertional, and wheezing
i Abdominal pain includes abdominal discomfort, abdominal pain, and abdominal pain (lower and upper)
by Rash includes erythema, rash, and rash (macular, macula-papular, papular, pruritic, pustular and
erythematous)
i Pain includes pain, back pain, chest pain, arthritis pain, bone pain, and pain in extremity

*%*** A dministration site reaction includes administration site reaction, catheter site (cellulitis, erythema,

hemorrhage, and pain), and infusion site reaction (erythema, edema, and pain)

The following safety data are based on 196 patients with Hairy Cell Leukemia: the original cohort
of 124 patients plus an additional 72 patients enrolled at the same two centers after the original
enrollment cutoff. In Month 1 of the Hairy Cell Leukemia clinical trials, severe neutropenia was
noted in 70% of patients, fever in 69%, and infection was documented in 28%. Most
non-hematologic adverse experiences were mild to moderate in severity.

Myelosuppression was frequently observed during the first month after starting treatment.
Neutropenia (ANC < 500 x 10%/L) was noted in 70% of patients, compared with 26% in whom it
was present initially. Severe anemia (Hemoglobin<8.5 g/dL) developed in 37% of patients,
compared with 10% initially and thrombocytopenia (Platelets < 20 x 10%/L) developed in 12% of
patients, compared to 4% in whom it was noted initially.

During the first month, 54 of 196 patients (28%) exhibited documented evidence of infection.
Serious infections (e.g., septicemia, pneumonia) were reported in 6% of all patients; the remainder
were mild or moderate. Several deaths were attributable to infection and/or complications related to
the underlying disease. During the second month, the overall rate of documented infection was 6%;
these infections were mild to moderate and no severe systemic infections were seen. After 1g\qt111rd
month, the monthly incidence of infection was eitljer less ithan-onrequal-ta. that of they onths*

QE[CTRBHL i%

o B




163

immediately preceding cladribine therapy.

During the first month, 11% of patients experienced severe fever (i.e., > 104°F). Documented
infections were noted in fewer than one-third of febrile episodes. Of the 196 patients studied, 19
were noted to have a documented infection in the month prior to treatment. In the month following
treatment, there were 54 episodes of documented infection: 23 (42%) were bacterial, 11 (20%) were
viral and 11 (20%) were fungal. Seven (7) of 8 documented episodes of herpes zoster occurred
during the month following treatment. Fourteen (14) of 16 episodes of documented fungal
infections occurred in the first two months following treatment. Virtually all of these patients were
treated empirically with antibiotics (see WARNINGS and PRECAUTIONS).

Analysis of lymphocyte subsets indicates that treatment with cladribine is associated with prolonged
depression of the CD4 counts. Prior to treatment, the mean CD4 count was 766/uL. The mean CD4
count nadir, which occurred 4 to 6 months following treatment, was 272/uL. Fifteen (15) months
after treatment, mean CD4 counts remained below 500/pL. CD8 counts behaved similarly, though
increasing counts were observed after 9 months. The clinical significance of the prolonged CD4
lymphopenia is unclear.

Another event of unknown clinical significance includes the observation of prolonged bone marrow
hypocellularity. Bone marrow cellularity of < 35% was noted after 4 months in 42 of 124 patients
(34%) treated in the two pivotal trials. This hypocellularity was noted as late as Day 1010. It is not
known whether the hypocellularity is the result of disease related marrow fibrosis or if it is the
result of cladribine toxicity. There was no apparent clinical effect on the peripheral blood counts.

The vast majority of rashes were mild. Most episodes of nausea were mild, not accompanied by
vomiting, and did not require treatment with antiemetics. In patients requiring antiemetics, nausea
was easily controlled, most frequently with chlorpromazine.

When used in other clinical settings the following ADRs were reported: bacteremia, cellulitis,
localized infection, pneumonia, anemia, thrombocytopenia (with bleeding or petechiae), phlebitis,
purpura, crepitations, localized edema and edema.

For a description of adverse reactions associated with use of high doses in non-Hairy Cell Leukemia
patients, see WARNINGS.

Postmarketing Experience

The following additional adverse reactions have been reported since the drug became commercially
available. These adverse reactions have been reported primarily in patients who received multiple
courses of cladribine injection:

Infections and infestations: Septic shock. Opportunistic infections have occurred in the acute phase
of treatment.

Blood and lymphatic system disorders: Bone marrow suppression with prolonged pancytopenia,
including some reports of aplastic anemia; hemolytic anemia (including autoimmune hemolytic
anemia), which was reported in patients with lymphoid malignancies, occurring within the first few
weeks following treatment. Rare cases of myelodysplastic syndrome have been reported.

Immune system disorders: Hypersensitivity. .
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Psychiatric disorders: Confusion (including disorientation).

Hepatobiliary disorders: Reversible, generally mild increases in bilirubin (uncommon) and
transaminases.

Nervous System disorders: Depressed level of consciousness, neurological toxicity (including
peripheral sensory neuropathy, motor neuropathy (paralysis), polyneuropathy, paraparesis); however,
severe neurotoxicity has been reported rarely following treatment with standard cladribine dosing
regimens.

Eye disorders: Conjunctivitis.

Respiratory, thoracic and mediastinal disorders: Pulmonary interstitial infiltrates (including lung
infiltration, interstitial lung disease, pneumonitis and pulmonary fibrosis); in most cases, an
infectious etiology was identified.

Skin and tissue disorders: Urtticaria, hypereosinophilia; Stevens-Johnson. In isolated cases toxic
epidermal necrolysis has been reported in patients who were receiving or had recently been treated
with other medications (e.g., allopurinol or antibiotics) known to cause these syndromes.

Renal and urinary disorders: Renal failure (including renal failure acute, renal impairment).

OVERDOSAGE

High doses of cladribine have been associated with: irreversible neurologic toxicity
(paraparesis/quadriparesis), acute nephrotoxicity, and severe bone marrow suppression resulting in
neutropenia, anemia and thrombocytopenia (see WARNINGS). There is no known specific antidote
to overdosage. Treatment of overdosage conmsists of discontinuation of cladribine, careful
observation, and appropriate supportive measures. It is not known whether the drug can be removed
from the circulation by dialysis or hemofiltration.

DOSAGE AND ADMINISTRATION
Usual Dose

The recommended dose and schedule of cladribine injection, USP for active Hairy Cell Leukemia is
as a single course given by continuous infusion for 7 consecutive days at a dose of 0.09 mg/kg/day.
Deviations from this dosage regimen are not advised. If the patient does not respond to the initial
course of cladribine injection, USP for Hairy Cell Leukemia, it is unlikely that they will benefit
from additional courses. Physicians should consider delaying or discontinuing the drug if
neurotoxicity or renal toxicity occurs (see WARNINGS).

Specific risk factors predisposing to increased toxicity from cladribine have not been defined. In
view of the known toxicities of agents of this class, it would be prudent to proceed carefully in
patients with known or suspected renal insufficiency or severe bone marrow impairment of any
etiology. Patients should be monitored closely for hematologic and non-hematologic toxicity (see
WARNINGS and PRECAUTIONS).

Preparation and Administration of Intravenous Solutions

Cladribine injection, USP must be diluted with the designated diluent prior to admi{%\i@mmion. Since
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the drug product does not contain any antimicrobial preservative or bacteriostatic agent, aseptic
technique and proper enmvironmental precautions must be observed in preparation of
cladribine injection solutions.

To prepare a single daily dose:

Cladribine injection, USP should be passed through a sterile 0.22 pm disposable hydrophilic syringe
filter prior to introduction into the infusion bag, prior to each daily infusion. Add the calculated dose
(0.09 mg/kg or 0.09 mL/kg) of cladribine injection, USP through the sterile filter to an infusion bag
containing 500 mL of 0.9% Sodium Chloride Injection, USP. Infuse continuously over 24 hours.
Repeat daily for a total of 7 consecutive days. The use of 5% dextrose as a diluent is not
recommended because of increased degradation of cladribine. Admixtures of cladribine
injection, USP are chemically and physically stable for at least 24 hours at room temperature under
normal room fluorescent light in Baxter Viaflex® PVC infusion containers. Since limited
compatibility data are available, adherence to the recommended diluents and infusion systems
is advised.

Dose of Recommended . .
Cladribine Injection, USP Diluent Quantitycel Dilucnt
24-hour 0.9% Sodium
infusion 1 (day) x 0.09 mg/kg Chloride Injection, 500 mL
method USP

To prepare a 7-day infusion:

The 7-day infusion solution should only be prepared with Bacteriostatic 0.9% Sodium Chloride
Injection, USP (0.9% benzy! alcohol preserved). In order to minimize the risk of microbial
contamination, both cladribine injection, USP and the diluent should be passed through a sterile
0.22 pum disposable hydrophilic syringe filter as each solution is being introduced into the infusion
reservoir. First add the calculated dose of cladribine injection, USP (7 days x 0.09 mg/kg or mL/kg)
to the infusion reservoir through the sterile filter.

Then add a calculated amount of Bacteriostatic 0.9% Sodium Chloride Injection, USP (0.9% benzyl
alcohol preserved) also through the filter to bring the total volume of the solution to 100 mL. After
completing solution preparation, clamp off the line, disconnect and discard the filter. Aseptically
aspirate air bubbles from the reservoir as necessary using the syringe and a dry second sterile filter
or a sterile vent filter assembly. Reclamp the line and discard the syringe and filter assembly. Infuse
continuously over 7 days. Solutions prepared with Bacteriostatic Sodium Chloride Injection for
individuals weighing more than 85 kg may have reduced preservative effectiveness due to greater
dilution of the benzyl alcohol preservative. Admixtures for the 7-day infusion have demonstrated
acceptable chemical and physical stability for at least 7 days in the SIMS Deltec MEDICATION
CASSETTE™ Reservoir.

Dose of Quantity
Cladribine Recommended Diluent of
Injection, USP Diluent
7-day infusion method (use sterile Bacteriostatic 0.9% Sodium
0.22 filter when prepaging infusion 7 (days) % 0:09 Chloride Injection, USP a.s. o
solution) me/ke _ (0.9% benzyl alcohol) . d \_luop mLJ
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Since limited compatibility data are available, adherence to the recommended diluents and
infusion systems is advised. Solutions containing cladribine injection, USP should not be mixed
with other intravenous drugs or additives or infused simultaneously via a common intravenous line,
since compatibility testing has not been performed. Preparations containing benzyl alcohol should
not be used in neonates (see WARNINGS).

Care must be taken to assure the sterility of prepared solutions. Once diluted, solutions of cladribine
injection, USP should be administered promptly or stored in the refrigerator (2° to 8°C) for no more
than 8 hours prior to start of administration. Vials of cladribine injection, USP are for single-use
only. Any unused portion should be discarded in an appropriate manner (see Handling and
Disposal).

Parenteral drug products should be inspected visually for particulate matter and discoloration prior
to administration, whenever solution and container permit. A precipitate may occur during the
exposure of cladribine injection, USP to low temperatures; it may be resolubilized by allowing the
solution to warm naturally to room temperature and by shaking vigorously. DO NOT HEAT OR
MICROWAVE.

Chemical Stability of Vials

When stored in refrigerated conditions between 2° to 8°C (36° to 46°F) protected from light,
unopened vials of cladribine injection, USP are stable until the expiration date indicated on the
package. Freezing does not adversely affect the solution. If freezing occurs, thaw naturally to room
temperature. DO NOT heat or microwave. Once thawed, the vial of cladribine injection, USP is
stable until expiry if refrigerated. DO NOT refreeze. Once diluted, solutions containing cladribine
injection, USP should be administered promptly or stored in the refrigerator (2° to 8°C) for no more
than 8 hours prior to administration.

Handling and Disposal

The potential hazards associated with cytotoxic agents are well established and proper precautions
should be taken when handling, preparing, and administering cladribine injection, USP. The use of
disposable gloves and protective garments is recommended. If cladribine injection, USP contacts
the skin or mucous membranes, wash the involved surface immediately with copious amounts of
water. Several guidelines on this subject have been published.?® There is no general agreement that
all of the procedures recommended in the guidelines are necessary or appropriate. Refer to your
Institution’s guidelines and all applicable state/local regulations for disposal of cytotoxic waste.

HOW SUPPLIED

Cladribine Injection, USP is supplied as a sterile, preservative-free, isotonic solution containing 10
mg (1 mg/mL) of cladribine as 10 mL filled into a single-dose clear flint glass 20 mL vial,
individually boxed. NDC 42658-010-01.

Store refrigerated 2° to 8°C (36° to 46°F). Protect from light during storage.
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