TEPMIHOBO: NOBIAOM/IEHHA 3 BE3NEKU

OHOB/IEHHA BAXNMBOI IHOOPMALYIT LLLOAO MPENAPATY

Mpenapat: Pucnonent KoHcta™ (pucnepmuaoH) NOPOLLOK ANs NPUrOTYBaHHA CycneH3ii NposoHroBaHol
AiT ANA BHYTPILLHbOM’A30BUX iH’EKLLINA

/hotnit 2012 poky
LLaHOBHMM NpaLiBHUK chepy OXOpOHM 340poB’'A!

Lle 3BepHEHHA € BaXXK/IUBUM OHOBAEHHAM iHbOpPMaLl 3 He3nekun, HaaaHoi y TpasHi 2010 poKy CTOCOBHO
Bi4'€QHAHHA rOAKM Big WRpKMUA. TAKOX MU 3BEPTAEMO BaLLy YBary Ha BaXXAUBi 3MiHW y HCTPYKUIT ana
MeAMYHOro 3acTocyBarHaA Pucnonent KoHcTa™ (pucnepugoHy) NopowKy ana NpUroTyBaHHA cycneHsii
NPONOHIOBAHOT Aii 4N1A BHYTPILWHBOM A30BMX iH’EKLLIN.

Onuc npobaemu

3 yacy oHoBNEHHA «BaxknuBoi iHPpopMauil 3 npenapaTty» y TpasHi 2010 poKy, KomnaHia Janssen
NPOAOBXKYE OTPUMYBATH NOBIAOMNEHHA NPO Bi4'€AHAHHA rOIOK NPOTATOM 3aCTOCYBaHHA npenapaTty
Pucnonent KoHcta™. LIi noBigomneHHA BKAOYAlOTh iHPOpMaL,io Npo Big'eaHaHHA rONOK Big
nomapaHuesoro 6e3neuHoro npuctpoto Needle-Pro®, npu nposegeHHi iH €KL B 4eNbTOBUAHKNA Ta
CiAHMYHKMI M’'A3K. Bin'egHaHHA Tpannanuca nepey, i’ eKUIED, NPOTATOM Hel Ta nicas i ekyii. Ui
NOBIAOMAEHHA TaKOX BK/IOYAIOTH NOBIOMAEHHA NPO TPaBMyBaHHA MeANYHOro NepcoHany
3abpyaAHEHMMM TONKaMU. YKOIM TONKAMU acOLO0TLCA 3 XBOPOBamM, aKi MOXKYTb CPUYUHUTU
CcepiosHe ypa)KeHHA 4M CMepTb. Ha CboroAaHi, Komnawia Janssen He oTpUMana KogHoro
NigTBEPAXKEHOTO NOBIAOMAEHHA WOA0 Nepeaadi xsopobu 3 NPUUMHN Bia €QHAHHA TO/KM.

PekomeHpgauii

3actocyBaHHA Pucnonent KoHcTa™ BMMarae cyBoporo nocaifioBHOrO AOTPUMAHHSA IHCTPYKLIT ans
3aCTOCyBaHHA. 3BEPHITb yBary, WO HEWOAABHI 3MiHW BUAINEHI UPHUM wpudTom. JOTPUMaHHA
iHCTPYKL,iA pnA 3acTOCyBaHHA rONOK, AKi NOAaHI HMXKYe, A0NOMOXKE 3MEHLLIMUTA PU3MK Big €gHAHHA
ronku. NpuuKnKHm BiA eAHaHHA TONKKM — BaraTodaKTOPHI. Y TOM XKe Yac, cyBope AO0TPUMAHHA IHCTPYKLNA
ANA 3aCTOCYBAHHA A0OMNOMOXKE 3MEHLUUTU PU3MK Big €4HAHHA FONKKU Ta TPAaBMYBaHHA FONKOMD, NPOTe He
MOe MOBHICTIO YCYHYTH NOTEHUINHUIA PU3MK Big €gHAHHA TO/KK.

e 3acrocyBaHHA Pucnonent KoHcTa™ Bumarae cyBoporo nocnifoBHOro foTpUMaHHA iHCTPYKUiT
ONA 3aCTOCYBAHHA 3 METOI0 YCYHEHHA TPYAHOLLIB NPU BUKOPUCTAHHI Habopy.

e [lonepeAHbO 3aNOBHEHUM WNPUL, MA€E BiANI HAKOHEYHUK, AKUI CKNAAAETLCA 3 ABOX YaCTUH:
6inoro xisLls Ta rnageHbKoro 6inoro kosnavka. LLo6 BiAKpUTH WNpUL, BiZNOMITL rnageHbKuin
6inui KOBNauoK, TPMMatoum Wwnpui 3a Kinbue (HE KPYTITb TA HE BIAPISAATE BI/INIA
KOBMAYOK). 3HimiTb 6inni4 KOBNAYOK pasom 3 'YMOBUM HaKOHEUHUKOM BCepeauHi.

o [IpOTArOM UMX KPOKIB TpUMaMTe WNpUL, anwe 3a 6ine «isiblie, po3TalloBaHe Ha KiHui wnpuua.
TpumaHHa 3a bine Kinbue AONOMOXKe NonepeanuTH MOTo BiA'€AHAHHA Ta 3abe3neunTy rapHe
3’egHaHRA 3i Wnpuuom. byabTe obepexkHumum, Wwob He nepesaBUTU KOMNOHEHTHM Nif Yac iX
3'eaHaHHA. e moxke Npu3BecTn A0 NocnabneHHn ix 3'eAHaHHA 3i WINPULOM.

o [lpoaosXyoun TpuMaT Wnpu, 3a 6ine kinoiue, Bi3bMITbCA 32 NPO30PKIA KOBNAYOK FONKK Ta
MiLLHO NOCaiTh rosIKy Ha nomapaHuesuit 6esronkosuit npuctpint Needle-Pro® 3 nowroBxom Ta
NOBOPOTOM 33 HAaCOBOK CTPINKOK. BCTAHOBAEHHSA FO/IKM — Lie BaXKANBUIA KPOK, LL06
3abe3neunTH rapHe 3’€4HaHHA FONKM 3 NoMapaH4YeBum npuctpoem Needle-Pro®.

e Tpumatouu wnpuu, 3a 6ine kinbuLe, 3HIMITb NPO30PUIA KOBRAYOK 3 ronku. HE MOBEPTANTE
KOBMAYOK, OCKINbKM MO3Ke Nocnabutuca 3’egHaHHA KaHoni Jlloepa 3i wnpuuom.

Ha doTorpadii 306parkeHi 3’egHaHHA, onucaHi BuLe.
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Pucnonent KoHcTa™ - aTMNOBUIN aHTUNCUXOTUUYHUIA NiKAPCbKMUIA 3aCiB, AKMI NPU3HAYAETHLCA ANA
NiKyBaHHA Wwu3odpeHii npu moHoTepanii abo y cknagi KomnaekcHoi Tepanii 3 nitiem abo BanbnpoaTom
ONA NiKyBaHHA 6inonapHoro posnaay | Tuny. Jlikapi NOBUHHI OLLIHUTK BCi MOMKAUBI PU3MKK Ta NOTEHLIAHY
KOPUCTb Bif, 3aCTOCYBaHHA LbOro NiKapcbKOro 3acoby y KOXHOMY iHAMBIAYanbHOMY BMNAAKY. KomnaHia
Janssen 30608’A3yeTbcA NiATPUMYBaTH He3neyHe 3aCTOCYBaHHA CBOIX NpenapaTis npaLiBHMKamu chepu
OXOPOHM 340p0OB’A.

Jopartkosa iHpopmau,ia

ByAab-nacka, 3BepHiTbCA A0 NOBHOT IHCTPYKUiT 414 3aCTOCYBaHHA, BKAKOYEHOT 40 LbOro IUCTa. AKLWO y Bac
BMHUKHYTb 3aNUTaHHA CTOCOBHO NOAAHOI iHGopMaL,ii, 3B’AXITbCA 3 MEAUYHUM BiAAINOM KOMNAHIi
Janssen 3a TenedpoHom (044) 490 64 64, pakrc (044) 490 64 65.



Baknuea iHpopmauis 3 6e3neku Pucnonent KoHcta™ (pucnepugoH)

NOMNEPEAMEHHSA: NigBulLeHa CMePTHICTb Y NALIEHTIB NOXMAOro BiKy 3 NCMX03aMu Ha GOHI gemeHLii
MaLieHTU NiITHLOrO BiKY 3 NCMX03aMu Ha GOHI AeMeHLiT, AKi NiIKYTbCA aTUNOBUMMU aHTUNCUXOTUYHUMMU
NiKamu, MaloTb NiABULLEHWI PiBEHb CMEPTHOCTI. AHani3 aaHux 17 nnauebo-KOHTPOIbOBaHMX
focnigskeHs (Tpusanictio 10 TUXKHIB), NepeBaXkKHO Y NALLIEHTIB, AKi 3aCTOCOBYBAAN aTUNOBI
AHTUNCUXOTUYHI iKW, BUABMB, LLLO PU3MK CMEPTHOCTI Y 1,6-1,7 pa3u 6ys BULLMI Y LMX NALIEHTIB, HiX Y
TUX, AKi NikyBanuca nnauebo. Mpotarom TMNosoro 10-TUXHEBOro KOHTPO1bOBAHOTO AOCAIAXKEHHA,
4yacToTa BMMAAKiB CMepTi CTaHoBMAA 4,5% y rpyni, AKa 3aCTOCOBYBa/a aHTUNCUXOTUYHI NpenapaTu
MopiBHAHO 3 2,6% y rpyni naauebo. Xoya NnpuumHM cmepTi Byan pisHUMK, BinbLicTb cmepTen 6ynum abo
CepLeBo-CyAMHHOTO (TaKi AK, 3yNuHKa Cepusa, panToBa CMepTb) abo iHGeKLiMHOTO (TaKi AK, NTHEBMOHIs)
noxoaskeHHs. JJaHi obcepBaLinHUX AOCNIAMKEHb NOKa3a/u, WO NiKyBaHHA TPaAULIMHUMM
AHTUMNCUMXOTUYHMMM NpenapaTaMm TaKoXK CNPUUYUHAE BiNnbWKM pU3KK cMmepTi. Mexi, 4,0 AKMX MOXKHa
acoLitoBaTK NiABULLEHWI PU3MK CMEPTHOCTI 3 3aCTOCYBAHHAM aHTUNCMXOTUYHMX NpenaparTis, Ha BigMiHy
BiZL XapaKTepPMUCTUK NaLieHTIB, HeYiTKi. Pucnonent KoHcTa™ He 3aTBepAKeHUI ANA NiKyBaHHA NALLEHTIB 3
ncmMxo3amu Ha GOHI AemeHLuii.

MpoTunokasaHHA: Pucnonent KoHcTa™ NpoTMNOKa3aHWI NaLjieHTamM 3 BiZOMOIO rinepyyTAnBIcTiO 20
KOMMNOHEHTIB npenapary.

LUepebpoBackynapHi nobiuHi peakuii: npo uepebpoBackynapHi NnobiuHi peakuii (Hanp., iHCybT,
TPAH3UTOPHI iLLEMIUYHI aTaKK), BKKOYAKOUM Ti, WO ByaK 3 NeTaNbHUMM HaCNiAKaMK, NOBIAOMAANOCA Nig,
yac nnauebo-KOHTPONLOBAHMX AOCNIAKEHD Y NALJEHTIB 3 NCMX03aMM Ha GOHI AeMeHLi, AKi npuitmanu
pucnepuaoH nepopanbHO. YacToTa BUHMKHEHHSA Takux NOBIYHMX peaKuin byaa 3Ha4YHO BULLOKO 33 TaKy Y
rpyni nnauebo. Pucnonent KoHcTa™ He 3aTBEpAXKEHUM AN NiKYBAHHA NALLIEHTIB 3 NCUX03aMM Ha DOHI
OeMeHLi.

3n0AKicHMIA HeliponenTUYHUA cuHgpom (3HC): npo 3HC, KOMNAEKC CUMNTOMIB 3 NOTEHLINHO
daTaNbHMMM HacNigKaMK, NOBILOMANANOCA Nif, YacC 3aCTOCYBAHHA aHTUNCUXOTUYHUX NpenapaTiB. KaiHidHi
NPOABU BKAKOYAKOTb M'A30BY PUTIAHICTb, rapAYKy, NOPYLEHHN CBIAOMOCTI Ta HecTabinbHiCTb aBTOHOMHOT
HEepBOBOI cUCTEMU. Y pasi PO3BUTKY LMX ABMULL CNiJ HEFAMHO BIAMIHUTU aHTUNCUXOTUYHI NpenapaTu Ta
iHLWi NiKapCcbKi 3acobu, He BaXKAUBI 414 NOTOYHOT Tepanii, pPO3NoYaTh iIHTEHCUBHY CUMNTOMATUYHY
Tepanito Ta peTesibHUIA MEAUYHUIN MOHITOPMHT, @ TAKOXK NIKYBaHHA iHLWNX OAHOYACHUX CEPUO3HUX
MeauvHmnx npobnem.

Mi3HA gUCKiHesiA: Ni3HA ANCKIHE3iA — CUHAPOM NOTEHLiIMHO HE3BOPOTHMX, MUMOBIIbHUX AUCKIHETUYHUX
PYXiB, WO MOYTb PO3BMHYTUCA Y NALLEHTIB, AKi 3aCTOCOBYIOTb aHTUNCUXOTUYHI NpenapaTh. Pusuk
PO3BUTKY Ni3HbOT AUCKIHE3IT Ta MMOBIPHICTb TOTO, WO AMUCKIHETUYHI PYXW CTaHYTb HE3BOPOTHUMM,
36inblUYIOTLCA 3 TPUBANICTIO 3aCTOCYBAHHA Ta 3ara/IbHOIO KYMY/IATUBHO 403010, a/1e MOXKYTb TaKOX
PO3BMHYTUCA YEpPE3 MasIMM NPOMIXKOK 3aCTOCYBaHHA HU3bKMX 4,03 npenapaTy. MauieHTr XiHovoi cTaTi
MOXMA0ro BiKYy MatoTb NiABULLEHMI PU3MK BUHUKHEHHA Ni3HbOT AMCKiHE3iT, Xoua nepeabaunT, y AKX
MaLiEHTIB BUHUKHE CUHAPOM, HEMOKINBO. MpU3HAYEHHA NiIKapCbKOro 3acoby Mae y3roAKyeaTuca 3
noTpeboto MiHIMi3yBaTV PU3MK BUHUKHEHHA Ni3HbOT AMCKiHE3iT. AKLLO Le KNiHIYHO BUNpaBaaHo, CAig,
BiZAMIHWUTM NpenapaT. CUHAPOM MOKE 3HUKHYTU YacTKOBO abo NOBHICTIO NPU BiAMIHI aHTUNCUXOTUYHMX
npenaparis.

MeTtaboniuHi nopyleHHA: 3aCTOCYBaHHA aTUNOBUX aHTUNCUXOTUYHMX NiKiB Byno acouinoBaHe 3
nopyweHHAMKU meTaboniamy, AKi MOXKyTb 36iNblUyBaTU PU3UK BUHUKHEHHA CEPLEBO-
CYAMHHUX/uepebpoBacKyNfapHUX HebaXKaHMX peakuin. Lii nopylweHHa meTaboiamy BKAKOYAOTh
rinepraikemito, gucninigemito Ta 36inbWEHHA MacK Tina. Y TOM Yac AK BCi NiKkapcbKi 3acobu Lboro Knacy
BMK/MKaIOTb MeTaboliuHi NOPYLUEHHS, Y KOXKHOTO OKPEMOro nNpenaparty € CBit Npodinb pU3MKYy.
rinepraikemia Ta LyKpoBui giabeT: NoBiAOMNANOCA NPO BUNAAKM rinepraikemii Ta LLyKpoBoro
fiabety, iHOAil acouiioBaHi 3 KETO auMA030M, NiNEPOCMONAPHO KOMOIK YU CMEPTIO Y MALLIEHTIB,
AKi 3aCTOCOBYBaM aTUMNOBI AHTUNCUXOTUKM, BKAKOYHO 3 Pucnonent KoHcta™. MauieHTw, aki
PO3MNOYNHAKOTL NIiKYyBaHHA aTMMOBUMM aHTUNCUXOTUKAMM Ta Y AKUX € LLyKpoBMi1 fiabeT abo



NiaBULLIEHUIN PU3MK LYKPOBOTO AiabeTy, NOBMHHI NepeBipuTH piBEHb FNIOKO3U B KPOBI
HaTuwlecepue nepes nOYaTKOM SiKyBaHHA Ta NPOTATOM NiKyBaHHA. MNauieHTH, y AKKX
PO3BMBaIOTLCA CUMITOMM rinepraikemii, TakoX NOBMHHI NepeBipuTH PiBEHb IMIOKO3M B KPOBI
HaTwecepue. Chig NpoBOAMTU MOHITOPUHT NALEHTIB, AKI NiKYHOTHCA aTUNOBUMMU
AHTUNCUXOTUYHUMMU NiKaMW, HA NpeaMeT BUHUKHEHHA CUMNTOMIB rinepraikemii. Cnig,
KOHTPOAKBATM PiBEHb MIOKO3M Y NALLIENRTIB 3 giabeTom abo NiaABULLEHUM PUIUKOM BUHUKHEHHSA
AiabeTy. Y aeakux nauyieHTiB cnig NpoaoBHKUTU NPOTH giabeTuyHe NiKyBaHHA 32 BUHATKOM
BIAMIHM NiAO3PIOBAHOrNO Npenapary.

Oucninigemia: Y nauienTiB, AKI NiKyBanuUCAa aTUNOBUMM aHTUNCUXOTUUHUMU NpenapaTamu,
cnocTepiranuca HebaxaHi 3miHu.

36inbWweHHA macu Tina: Mpu 3aCTOCYBaHHI aTUNOBUX aHTUNCUXOTUKIB CNOCTEpiranoca
36inbileHHsA macu Tina. Chig cnocTepiraTv 3a Baroo NPOTATOM /iKyBaHHA.

lnepnponakTuHemia: TakK AK i iHWi NiKapcbKi 3acobu, AKi npoTuailoTb AodamiHoBrMm D, peuentopam,
pucnepuaoH NiaBULLYE PiBEHb NPCAAKTUHY B KPOBI i e NigBULWEHHA NepCcuCcTye NPOTATOM TPUMBANoro
3aCTOCyBaHHA. PUCNepuUAOH acoLinoBaHMM 3 CUNBHILKM NigBULLEHHAM PIBHA NPONAKTUHY, HDK iHLWI
aHTUNCUMXOTUYHI NpenapaTu.

OprocTaTuyHa rinoTeHsin 1a cuHkone: Pucnonent KoHcta™ morke CNpOBOKYBaTU OPTOCTaTUYHY
rinOTeH3ilo, acoLiMoBaHy 3 3aNaMOPOYEHHAM, TaxiKapaicto Ta, Y AeAKUX NaLieHTIB, CMHKone, ocobanso B
nodyaTtroBuit nepioa nigbopy Aosu. Pucnonent KoHcta™ cnig, 3acTocoByBaT 3 06EPEKHICTIO Y NaLiEHTIB
3 BiZOMMUMM CEPLEBO-CYANHHUMM XBOpOoGamu (Hanp., cepuesa HeZoCTaTHICTs, iHGapKT miokapaa abo
iwemia B aHamHe3si, BiAXMNEHHA NPOBIAHOCTI CEPLEBOro M’a3a), uepebpoBacKyNAPHUMK PO3/TALaMMU YU
CTaHaMu, WO NiABULLYIOTL PU3UK apTepianbHOI rinepTeHsii (Hanp., rinorigpaTtauis, rinoBonemia), a Takox
Y NaLiEHTIB NOXMNOTO BiKYy 3 NOPYLWEHHAMM GYHKLIT HUPOK abo NEYiHKKU. Y UMX KaTeropii nauieHTis cnig,
NPOBOAUTH PETENLHUMA MOHITOPUHT.

Mpo sunaaku nerkoneHii, HEUTPONEHIi Ta arpaHyAOUMTO3Y NOBIAOMAANOCA MNiJ Yac 3aCTOCYBaHHA
aHTUNCUXOTUKIB, BKIOYHO 3 Pucnonent Koncta™. NauieHTam, y AKMX B aHaMHe3i HaABHI KNiKIYHO
3HaUYLLi 3HUKEHHA KiNbKOCTI NeitkoumTie abo neikoneHia/HedTponeHia caig perynapHo 34aeati Kpos
ANA NigpaxyHKy KpoB AHMX KAITUH NPOTATOM NEPLIMX MICALLIB NiKyBaHHA. NpU NepLimx nposaBax KNiHiYHO
3HAYYLLOrO 3HWKEHHA NEeMKOUMTIB 3a BiZCYTHOCTI iHWUX NPUYMH, CNig, PO3MAAHYTW NepepuBaHHA Tepanii
Pucnonent KoHcta™. MayieHTiB 3 KNiHIYHO 3HAYUMOO HEUTPONEHIEI CAif peTeNbHO OFrNALATU Ha
npeameT BUABNEHHA NiABULLLEHHA TeMNepaTypu Ta iHWKUX CUMNTOMIB iHdeKLii Ta nikyBaTH BigNoOBIAHO,
AKLWO TaKi CUMNTOMM BUHUKRYTb. MaLieHTam 3 TAXKKOI HEeWTponeHiclo (abCoNtoTHa KinbKicTb
HeWTpodinis <1000/MM3) chig npunuHuTK Tepanito Pucnonent KoHcta™.

Bnaue Ha KOTHITUBHY Ta pyX0OBY HEAOCTaTHICTb: Y 6araTounCcAeHHUX A0CAIANKEHHAX NOBIAOMAANOCA NPO
COHNMUBICTb, WO BUHMKANA y NALLIEHTIB, AKI 3acTocoByBanu Pucnonent KoHcta™. Ockinbku Pucnonent
KoHcTa™ mae noTeHwian BNANMBAT Ha 340POBUA Fy34, MUCAEHHA YX MOTOPUKY, NaLiEHTIB caig
nonepeanTy He KepyBaTy CKAAJAHUMU MexaHi3Mammu, BKNKOYHO 3 aBTOTPAHCMOPTOM, MOKKU BOHU He
BNeBHATLCA, WO Pucnonent KoHcTa™ He UMHUTBL Ha HKX NobBivHOT Aji.

Cyaommu: Pucnonent KoHcTa™ chig, 3 06epeHICTIO 3aCTOCOBYBaTH NaLliEHTaM 3 CYA0MamM B aHaMHesi.
Oucdaria: 3 3aCToOCyBaHHAM aHTUNCUXOTUYHUX NiKIB acOLLIMOBaHI gMCKiHesia cTpaBoxoay Ta acnipaLis.
AcnipauiiHa NHeBMOHIA —4YacTa NPUMUYNHA 3aXBOPIOBAHOCTI Ta CMEPTHOCTI NALEHTIB 3
AnbureimepiBcbKoo gemeHuieto. Cnig 3acToCoBYBaTU 3 06ePeXkKHICTIO Y NaLiEHTIB 3 PUIMKOM

BUHUKHEHHA acnipauiiHoi NHEBMOHIT.

MoBigomnanoca Npo BMNaAKU npuanismy. TAXKKI BUNAAKU NPUaNi3My BUMAratoTb XipypridiHoro
BTPYYaHHA. :

Mosigomnanocs npo Bunagxku tpomboTuyHoi TpombouuToneHiuHoi nypnypu (TTN).



3acTocyBaHHA: /IMwe AAA BHYTPILUHBOM A30BUX iH’EKLiK. Chig 6yTh ob6epeskHuMu, Wob YHUKHYTU
HEHaBMWUCHOIO NONaAaHHA B CYAUHY.

Cyiumng: Cnpobu cyiuuay BnacTvBi XBOPUM Ha WK3odpeHito Ta BinonapHi po3naaun. PetensHe
CNOCTEPEXKEHHA 32 NALliEHTaMM NOBUHHE CYNPOBOAKYBATH Tepanito fikapcbkMmu 3acobamu.

Mosiaomnsanoca Npo 36inbleHy YyTAUBICTb Y NaLLiEHTIB 3 XBOpo6oto MNMapKiHCOHA Yk gemeHUjElo 3
Tinbuamu Jlesi. Mposasm cxoxi Ha 3HC.

3actocosyitte Pucnonent KoHcTa™ 3 06epeKHICTIO Y NauieHTiB 3i CTaHamMM, L0 MOXKYTb BM/IMBATH Ha
meTabonizm abo remoanHamiuHi peakuii (Hanp., HepaBHiN iHdapKT miokapaa abo HecTabinbHy xsopoby
cepug).

YacTi nobiuHi peakuii Pucnonent KoHcta™: Hanbinblu YacTUMM NOBIYHUMK peaKLismu, Lo
CNOCTEPIrannCA y KAIHIYHUX AOCAIAKEHHAX NAUJEHTIB 3 WKnsodppeHieto (25%) 6ynu ronosHuit Ginb,
3anamopoYeHHA, akaTU3ia, cnabKicTb, 3anop, gucnencia, cegau,is, 36inbWeHHA Macu Tina, 6inb y
KiHUiBKaX, CyXiCTb y poTi. Halibinblw Y4acTummn nobivHUMMK peaKLifiMHM, LLLO CROCTEPIranmca y KNiHiuHUxX
AOCNIAXKEHHAX NaUIEHTIB 3 binoaapHUmK posnagamm 6ynu 36inbweHHA macu Tina (5% y gocnigxeHHi
npenapaTy AK MOHOTepanii), Tpemop Ta NapKiHCoHI3M (210 % y AocnigKeHHI npenapaTy AK 40NOMIXKHOI
Tepanii).
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URGENT: SAFETY NOTIFICATION

IMPORTANT PRODUCT INFORMATION UPDATE

Affected Product: RISPERDAL® CONSTA® {risperidone) Long-Acting Injection
February 2012

Dear Healthcare Provider:

This letter is an important product safety update to our Dear Healthcare Provider Letter of May 2010 regarding
needle detachments. In addition, we are alerting you to important changes in the Instructions for Use in the
Prescribing Information for RISPERDAL® CONSTA® {risperidone} Long-Acting Injection.

Description of Issue

Since our May 2010 “Important Product Information” update, Janssen continues to receive reports of needle
detachment during the use of RISPERDAL® CONSTA® injection. Reports include detachment of the needie from the
orange Needle-Pro® safety device of both gluteal and deltoid needles. Detachments have occurred prior to, during
and after injection. These include reports in which dlinicians have experienced needie stick injuries from
contaminated needies. Needie sticks can be associated with transmissible diseases that may result in serious
injury or death. To date, Janssen has not received any confirmed reports of disease transmission due to
detachments.

Recommendation

RISPERDAL® CONSTA® administration requires close attention to the step-by-step ‘Instructions for Use’ in Section
2.8 of the U.S. Prescribing Information. Note that recent changes are shown in boldface type. Adhering tothe
need!e assembly directions described below may help mitigate the risk of needle detachments. The cause of the
detachments is multifactorial. While close adherence to the revised Instructions for Use will help mitigate needie
detachment and needle stick injury, it will not completely eliminate the potential risk for needle detachment.

+  RISPERDAL® CONSTA® requires close attention to the step-by-step ‘Instructions for Use’ to help avoid
difficulties in use of the kit.

* The prefilled syringe has a white tip consisting of 2 parts: a white collar and a smooth white cap. To
open the syringe, hold the syringe by the white collar and snap off the smooth white cap (DO NOT
TWIST OR CUT OFF THE WHITE CAP). Remove the white cap together with the rubber tip cap inside.

¢ For all syringe assembly steps, hold the syringe only by the white collar located at the tip of the syringe.
Holding the white collar will help to prevent the white collar from getting detached and ensure a
good connection to the syringe. Be careful to not over tighten components when assembling. Over
tightening connections may cause syringe component parts to foosen from the syringe body.

«  While continuing to hold the white collar of the syringe, grasp the transparent needie sheath and seat
the needie firmly on the orange Needle-Pro® safety device with a push and a clockwise twist. Seating
the needle is an important step to secure the connection between the needie and the orange Needle-
Pro® safety device.

+  While holding the white collar of the syringe, pull the transparent needle sheath straight away from the
needle. DO NOT TWIST the sheath as the luer connections may be loosened.
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Syringe connection Needle-Pro® safety device
tightened as described in ' connection tightened as
bullet 3, above described in bullet 4, above

RISPERDAL® CONSTA® is an atypical antipsychotic indicated for the treatment of schizophrenia and as
monotherapy or as adjunctive therapy to lithium or valproate for the maintenance treatment of Bipolar | Disorder.
As always, clinicians should weigh the benefits and risks associated with the use of this product on a case-by-case
basis. Janssen is committed to supporting the safe use of our products by healthcare providers.

Additional Information

Please refer to the complete Instructions for Use included with this letter. If you have any questions
regarding this information, please contact Janssen® at 1-800-JANSSEN (526-7736), SAM-5PM, Monday

through Friday, EST.

Please see the Important Safety information, including the Boxed Warning, on the reverse side of this

letter. For more information about RISPERDAL® CONSTA®, please see the accompanying full Prescribing
Information. As always, we request that serious adverse events be reported to Janssen at 1-800-JANSSEN
{526-7736) or to the FDA MedWatch program by phone (1-800-FDA-0188), by fax {1-800-FDA-0178), or submit
on-line at www.fda zov/medwatch.

Sincerely,

Joseph Hulihan, MD
Vice President, Medical Affairs
Janssen Scientific Affairs, LLC
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IMPORTANT SAFETY INFORMATION FOR RISPERDAL® CONSTA® {risperidone)

WARNING: Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of
death. Analyses of 17 placebo-controlled trials {modal duration of 10 weeks), largely in patients taking atypical
antipsychotic drugs, revealed a risk of death in the drug-treated patients of between 1.6 to 1.7 times the risk of
death in placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of death in
drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the
causes of death were varied, most of the deaths appeared to be either cardiovascular {e.g., heart failure, sudden
death) or infectious {e.g., pneumonia) in nature. Observational studies suggest that, similar to atypical
antipsychaotic drugs, treatment with conventional antipsychotic drugs may increase mortality. The extent to
which the findings of increased mortality in observational studies may be attributed to the antipsychotic drug as
opposed to some characteristic{s} of the patients is not clear. RISPERDAL® CONSTA® is not approved for the
treatment of patients with dementia-related psychosis.

Contraindications: RISPERDAL® CONSTA® is contraindicated in patients with a known hypersensitivity to the
product.

Cerebrovascular Adverse Events {CAEs): CAEs (e.g., stroke, transient ischemia attacks), including fatalities, were
reported in placebo-controlled trials in elderly patients with dementia-related psychosis taking oral risperidone.
The incidence of CAEs was significantly higher than with placebo. RISPERDAL® CONSTA?® is not approved for the

treatment of patients with dementia-related psychosis.

Neurcleptic Malignant Syndrome {NMS}): NMS, a potentially fatal symptom complex, has been reported with the
use of antipsychotic medications. Clinical manifestations include muscle rigidity, fever, altered mental status, and
evidence of autonomic instability {see full Prescribing information). Management should include immediate
discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy, intensive symptomatic
treatment and close medical monitoring, and treatment of any concomitant serious medical problems.

Tardive Dyskinesia {TD}: TD is a syndrome of potentially irreversible, involuntary, dyskinetic movements that may
develop in patients treated with antipsychotic medications. The risk of developing TD and the likelihood that
dyskinetic movements will become irreversible are helieved to increase with duration of treatment and total
cumulative dose, but can develop after relatively brief treatment at low doses. Elderly women patients appeared
to be at increased risk for TD, although it is impossible to predict which patients will develop the syndrome.
Prescribing should be consistent with the need to minimize the risk of TD (see full Prescribing Information}.
Discontinue drug if clinically appropriate. The syndrome may remit, partially or completely, if antipsychotic
treatment is withdrawn,

Metabolic Changes: Atypical antipsychotic drugs have been associated with metabolic changes that may increase
cardiovascular/cerebrovascular risk. These metabolic changes include hyperglycemia, dyslipidemia, and body
weight gain. While all of the drugs in the class have been shown to produce some metabolic changes, each drug
has its own specific risk profile.

Hyperglycemia and Diabetes Mellitus: Hyperglycemia and diabetes meliitus, some cases extreme and
associated with ketoacidosis, hyperosmolar coma or death have been reported in patients treated with atypical
antipsychotics {APS), including RISPERDAL® CONSTA®, Patients starting treatment with APS who have or are at
risk for diabetes mellitus should undergo fasting blood glucose testing at the beginning of and during
treatment. Patients who develop symptoms of hyperglycemia should also undergo fasting blood glucose
testing. All patients treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia.
Monitor glucose regularly in patients with diabetes or at risk for diabetes. Some patients require continuation
of anti-diabetic treatment despite discontinuation of the suspect drug.

Dyslipidemia: Undesirable alterations have been observed in patients treated with atypical antipsychotics.

Weight Gain: Weight gain has been observed with atypical antipsychotic use. Clinical monitoring of weight is
recommended.
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Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, risperidone elevates prolactin
levels and the elevation persists during chronic administration. Risperidone is associated with higher levels of
prolactin elevation than other antipsychotic agents.

Crthostatic Hypotension and Syncope: RISPERDAL® CONSTA® may induce orthostatic hypotension associated with
dizziness, tachycardia, and in some patients, syncope, especially during the initial dose-titration period.
RISPERDAL® CONSTA® should be used with caution in patients with known cardiovascular disease {e.g., heart
failure, history of M| or ischemia, conduction abnormalities), cerebrovascular disease or conditions that would
predispose patients to hypotension {e.g., dehydration, hypovolemiz} and additionally elderly patients with renal or
hepatic impairment. Monitoring should be considered in patients for whom this may be of concern.

teukopenia, Neutropenia and Agranulocytosis have been reported with antipsychotics, including

RISPERDAL® CONSTA®, Patients with a history of clinically significant low white blood cell count {WBC) or drug-
induced leukopenia/neutropenia should have frequent complete blood cell counts during the first few months of
therapy. At the first sign of a clinically significant decline in WBC, and in the absence of other causative factors,
discontinuation of RISPERDAL® CONSTA® should be considered. Patients with clinically significant neutropenia
should be carefully monitored for fever or other symptoms or signs of infection and treated promptly if such
symptoms or signs occur. Patients with severe neutropenia {absolute neutrophil count <1000/mm?) should
discontinue RISPERDAL® CONSTA® and have their WBC followed until recovery.

Potential for Cognitive and Motor Impairment: Somnolence was reported in multiple triais in subjects treated
with RISPERDAL® CONSTA®. Since RISPERDAL® CONSTA® has the potential to impair judgment, thinking, or motor
skills, patients should be cautioned about operating hazardous machinery, including motor vehicles, until they are
reasonably certain that RISPERDAL® CONSTA® does not adversely affect them.

Seizures: RISPERDAL® CONSTA® should be used cauticusly in patients with a history of seizures.

Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration
pneumonia is a cormmon cause of morbidity and mortality in patients with advanced Alzheimer’s dementia. Use
cautiously in patients at risk for aspiration pneumonia.

Priapism has been reported. Severe priapism may require surgical intervention.
Thrombotic Thrombocytopenic Purpura {TTP) has been reported.

Administration: For intramuscular injection only. Care should be taken to avoid inadvertent injection into a blood
vessel.

Suicide: The possibiiity of suicide attempt is inherent in schizophrenia or bipolar disorder. Close supervision of
high-risk patients should accompany drug therapy.

increased sensitivity in patients with Parkinson’s disease or those with dementia with Lewy bodies has been
reported. Manifestations and features are consistent with NMS,

Use RISPERDAL® CONSTA® with caution in patients with conditions and medical conditions that could affect
metabolism or hemodynamic responses (e.g., recent myocardial infarction or unstable cardiac disease).

Commonly Observed Adverse Reactions for RISPERDAL® CONSTA®: The most common adverse reactions in
clinical trials in patients with schizophrenia {25%) were headache, Parkinsonism, dizziness, akathisia, fatigue,
constipation, dyspepsia, sedation, weight increase, pain in extremities, and dry mouth. The most common adverse
reactions in clinical trials in patients with bipolar disorder were weight increased {5% in moneotherapy trial} and
tremor and Parkinsonism {210% in adjunctive therapy trial).



