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Ilepexnao ykpaincoKoro moeoio,
A6MEHMUUHICIMb AKO20 NIOMEEPOIHCEeHA
3aA6HUKOM QDO 11020 YROBGHOBANHCEHOIO
0C00010, IHCMPYKYIL NPO 3ACMOCYBAHHA

JIIKAPCbKO20 3ac00y abo ingopmauii npo
3ACMOCY6AHHA NIKAPCLKO20 3aco0y,
3ameepOoIHCeHOl 810N0BIOHO 00 HOPMAMUGCHUX
6uM02 Kpainu 3aaenuka/Bupoonuxka abo
Kpainu, pe2yisimopHul Op2an AKoi Kepyemupcs
BUCOKUMU CHIAHOAPMAMU AKOCMI, WO
610N06I0AIOMb CMAHOAPMAM,
pexomenoosanum BOO3, ma/abo 32i0n0 3
pe3yibmamamu K1iHIYHUX 6URPOOY6AHD,
3aC6l04eHUl NIONUCOM YNOBHOBAHCEHOT 0co0u,

U{0 eucmynae 6i0 iMeHi 3aa6HUKA
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JIAMIIPEH® 100 mr

M’SIKI KarncyJjiu
Knodazumin

Yeaosicno npouumaiime gecv nucmok-exaadum neped mum, ax nputmMamu yeil IKapcoKuLi 3acio.
Bin micmums eanxcnusy inpopmayiio npo Bawe JIKYBAHHS.

Arwgo y Bac sunuxnymo inwi sanumanns, 36eprimocs 00 Bauiozo nixaps abo papmayesma.

Lew npenapam 6ye npusnauenuii ocobucmo Bam. He nepeoasaiime 020 iHuLUM 0coOaM, HAGIMb AKUO
BOHU MAIOMb MAKI JIC cumnmomu, K y Bac, ockinexu ye mooice 3auxooumu im.

3bepizaiime yeii nucmok-exnaduu. Bam modice 3nadobumucs nepevumamu o020 3H0gy.

= Hiroua pewosuna — kKNOGasUMIH ..............cocvvveveven... 100,00 mr
— IHwii Komnonenmu — Gy TUITiIPOKCUTOTYOI, TUMOHHA KHCI0TA Oe3B0/1Ha, MPOMIIEHIIIKOIb, pinakoBa
OJIisl, COEBHH JICLUTHH, CyMill BOCKY (6KOTHHMIA BicK, COEBA OJTist TiIpOreHi30BaHa, POCIUHHI OJii

iIporeHi3oBaHi).
CkaaZ 000IOHKHI M’ AKOT KaICyJIU: JKeTaTHH, MITLepHH, OKCH 3ami3a YOPHUH, OKCH]L 3aJ1i3a YepBOHHUIH,

T1apaMeTOKCHALIeTO(EHOH, ETHIIBAHI/IH, HATPIIO eTHINApariPOKCHOEH30aT, HaTpIto
IPONINAparipoKcHOeH30aT

Baacunx/Excnityaranr:

«Hogapric ®apma C.A.C.» (Novartis Pharma S.A.S.)
2-4, pro Jlionens Teppe

92500 Proeii-Masnbme3on — @panmis

(2-4, rue Lionel Terray

92500 Rueil-Malmaison — France)

Ten.: 01.55.47.66.00

Bupoouuk:

«Hosapric ®apma C.A.C.» (Novartis Pharma S.A.S.)
26, pro e ns Hlanens

68330 IOnenr — ®@panis

(26, rue de la Chapelle

68330 Huningue — France)

1. 1O TAKE ITPEITAPAT JIAMIIPEH® 100 mr, m’siki kancyan, I JIVISI YOI'O BIH
3ACTOCOBYETLCA?
Leit nmikaperkuit 3aci6 npeacTaBneHnit y BUNISAAT M’ SKUX Karey1, 1o mictate 100 Mr k1odasuminy, mo

100 kancyn y drakomi.
Lle#t npenapar € nporuMiko6akTepiaTbHUM 3aco6om. Bin NIPU3HAYAETLCA Y MTOENHAHH] 3 IHIIHMH
JIKApCLKHMH 32¢00aMu 115 JTiKyBaHHS MyJabTHOAKTepianbHuX Gopm xBopoou I'ancena.

2. BAJK/IMBA TH®OPMAIIIS, 3 SIKOIO CJIIJI O3BHAMOMUTHUCSI IIEPE
3ACTOCYBAHHSM ITPENAPATY JIAMITPEH® 100 MT, M SIKi Kancy.m.

IIpenapar JIAMIIPEH® 100 M, M’SIKi KaIcyJid, He CJIi BJKHBATH:

—AKmo y Bac € anepris Ha ki1odasumin abo Ha 6yab-s1Ki {HII KOMIOHEHTH LBOTO JIKapchKoro 3acoby;
—AKuo y Bac e anepris (ninsumena 4y mimsicTs) Ha apaxic a6o coro, ¥y 3B’A3KY 13 IPUCYTHICTIO COEBOT
omif.

Caix BHBATH 0C00/IMBHX 3aN06IKHUX 32X0/1iB npH 3acTocyBanui npenapary JIA.
M’SIKi KancyJin: £
— Y pasi MOABH NOPYLUCHHS TPABJICHHS, Aiapei ajo CTIKOro GIIOBAHHA CTin HeraiiHe none
Bamoro nixaps, sixuii nosunen Gyne CKOPHUI'YBaTH JIIKyBaHHs ab0 HaBiTh rocIiTami VB



— Y pasi 6omo B KMBOTI, Aiapei, XBopoOU neuinku a6o HUPOK nonepensTe Baworo sikaps, o6 BiH 3Mir
ckopurysaTu Bame nikyBanns;

— el JliKapchKuii 3acib MicTHTB HaTpilo eTHIITApari APOKCUOEH30aT Ta HaTpito
MPOTINAPariaApOKCUGEH30aT i MOXKE BUKJIMKATH aJlepriuHi peakuii.

Ilepiox BariTHoOCTI
Y pasi BaritHoCTI ci1ig nonepeantu Bamoro JiKapst; BiH OLIHUTH MOKIMBUH PU3HK Bifl 1bOTO

nikapchKoro 3acoby ais Bamroro BUIA/IKY .
Ilopaovmecs 3 Bawwum nikapem neput nisc npuiimamu 6yOb-sxuil nikapcuruii 3acib,

Ilepioa roxyBauus rpymmo

Y MIpy MOJIHBOCTI HE PEKOMEH Ty €ThCs FOAYBAaTH IPY/UIO M/l 4ac JiKyBaHHS Y 3B’A3KY i3
NPOHUKHEHHSAM I1bOTO JTIKAPCHKOTO 3ac00y y MOJIOKO MaTepi.

Tlopaoemecs 3 Bawum nixapem neput nisic npuiMamu 6yOb-sxuil 1iKapcoKuii 3acio.

3aaTHiCTh BIUIMBATH HA IIBHAKICTH peakuii Ipn KepyBaHHi aBTOTPaHCHOPTOM 260 pobori 3
IHIIMMHA MexanizMamMu

Crin 3BepHyTH YBary, 30kpema npu KepyBaHHi aBTOTPaHCIIOPTOM a6o Mpw po6OTI 3 IHIKUMH
MEXaHI3MaMH, Ha iICHYBaHHs PU3HKIB TOPYIIEHHS 30py BA€HE Ta BHOYI, a TAKOYK COHJIUBOCTI, 1[0
TOB’A3aHi 3 NPUHOMOM L(bOTO JIKapChKOro 3aco0y.

Jonomizkui pevoBunn 3 BinomMoro aicro: cocpa OJ1isl, HATPIKO eTHIIIApariAPOKCHBEH30aT, HaTpito
HPONiIIapariApoKCHOEH30aT.

Bsaemopist 3 inmmmu gikapeskuvu 3aco6amn
IoBizomre Bamoro nikaps a6o dapmariesra, sxio Bu npuiiMaeTe a6o HELOAABHO NpHIMaNH Gy ab-sKuit
IHIIK# JTiKapChbKHii 3aci6, HABITH SKIIO MOBA e NpO JIiIKAPCHKMH 3aci6, OTpuManyii 3a perentom.

3. IK BACTOCOBYBATH JIAMITPEH® 100 Mr, M’siKi KancyJm?

Jo3yBanus
IIpn nikyBauni xBopo6u I'ancena neii JiKapCchbKHil 32¢i0 HiKo M He 3aCTOCOBYETHCSI B IKOCTI

MOHOTepaii; BiH 32CTOCOBY€ThCS Y KOMOIHAWIT 3 iHIIHME JIiKapChbKHMH 3aco0amu.

Jlo3yBaHHs 3aJ1eKUTH Bifl Biky Ta MacH Tijia:
Jlnst inpopmanii, 3Biyaiina n03a, pekomernoBaHa BeecBiTHBOIO OpraHi3aliero OXOpOHH 310poB’s

(BOO3), € Takoro:

® lopoci (3 Macom Tiia npu6auzno 60 kr):

— knoghasumin: 300 mr/1 paz Ha Micsup (Menn;) mix Harasggom + 50 Mr/no6y (3 Jlens, o J{eHs,s);
— pupamniyun: 600 mr/1 pas Ha Micsupb ([enp;) mix HarnsgoM;

— 0ancon. 100 mMr/noGy (3 lenn; no JleHb,s).

® Mditu Bikom Bix 10 1o 14 pokis:

— knoghazumin: 150 mr/1 pas Ha Micsup (Mlens;) nin Harmazgom + 50 mr/1 pas Ha 2 nui (3 denn, mo
Henbyg);

— pugpamniyun: 450 mr/1 pas Ha Micsp ([ens;) mix Harnsaom;

—dancon: 50 mr/noby (3 JleHs, o Jlenbys).

e [litu Bikom 10 10 pokiB:
— knogpasumin. 100 mr/1 pas na micaus (eHs;) mix Harmsaom + 50 mr 2 Pa3H Ha THXXIEHb;
— pugpavniyun: 300 mr/1 pas Ha Micsup ([dens,) nix Harnamowm;
— dancon: 25 mr/noby.

ITpote, MoxwHBI iHIII cXeMu 3aCTOCYBaHHs, aHiX Ti, 110 pekoMeHnoBaHi BOO3.
CJIA YITKO IOTPUMYBATUCS TIPU3HAUYEHHS BAIIIOTO JIIKAPS.
Cnoci6 Ta muisx 3acrocyBanns

IepopasnsHo.




Leii nikapchbkuii 3aci6 GakaHo NPUIAMATH Miz Yac i1 460 3 MOTOKOM.

Tpusanicre nikyBanns
et nikapebkmii 3aci6, oJHOYACHO 3 ABOMA IHIIMMH TKapCHKUMM 3ac00aMH, CTia npHiiMaTy NIpUHANMHI

12 MicsuiB.

Jist nocsruenns eGekTMBHOCTI 1eit aHTHOIOTHK Ctig 3aCTOCOBYBATH PETYJISIPHO Y NPU3HAYEHHUX J103aX, 4
TaKOK MPOTATOM Hepioy, AKMH mopaxute Bam nikap.

SHUKHEHHS TeMIepatypu a6o Gyab-AKOro iHIoro CHMIITOMY He O03Hayae Bale noBHe oyskaHHs.
MoskuBe BiadyTTs BTOMH, sike OB’ s3aHe He 3 JKYBaHHSIM aHTHOIOTHKOM, a 3 CaMOIO iH(pekuiero.
3MeHIIeHHs a60 NPU3YTTHHEHHs JIIKYBaHHs He BILUIMHE Ha 1€ BiT4yTTs, NpoTe 1€ YNOBUIBHUTE Bare

O[Ty KaHHS.

Sxmo Bu npuiinsim 6iabmy KiaskicTs npenapary JIAMIIPEH® 100 Mr, M’sIKi KancyJiu, Hix 6yJ10
noTpioHoO:
Cainx "eraiino noBigomuTn JiKkapsi.

SIxkmo Bu 3a6yau npuiinsita npenapar JAMIIPEH® 100 mr, m’siki KancyJim:
He npuiimaiime nodsiiiny dozy ons Komnencayii 0osu, axy Bu 3abynu nputinsmu.

4. MOJKJIUBI IIOBIYHI PEAKIIT
Ax i eci nikapevki sacobu, IAMITPEH® 100 mz, m sixi Kancynu, moolce GUKIuKamu nosagsy nobiunux
peaxyiii:

3 GoKy mKipu Ta Bojoccs

—Yacro: y nanienris 3i cBitioro LIKIPOIO MirMeHTawis WKipH Bix €PBOHYBATOIO /10 TEMHO-KOPHYHEBOTO
KOJIEOPY, 30KPEMa, Ha BiZIKPUTHX Ta YIIKOIKEHHX AUIHKAX. Y Nal[eHTiE 3 YOPHOXO LIKIPOKO 115
TMirMeHTawis WKipH Moxe GYTH Cipo-40pHOro KOJIbOpY. Lli nOpyIIeHHs 3HUKAIOTL TIPH IPUIMHEHH
NKyBaHHS, IPOTE YaCTO MirMeHTAIlis IUKiPY IPOXO/MTH MOBHICTIO JIMLIIe uepes JIeKibKa MicsLiB, aGo
HABITh POKIB, ITiC/IS IPUITHHEHHS JIiKYBaHHS. [CHy€e MOK/THBICTS Heo0OPOTHOT MirMeHTaLii Ha 3acTapinux
YWKO/UKEHHX AinsHkaX. CyXicTh MKipH, Mo iHKOIH JIYIIUTBCS.

— Hewacro: cBep6ix, Brcun na LIKIpi.

— Pinko: mkipua peakuis o Tumy ajeprii Ha CBITJIO, BUCHII, CXOKHMIi Ha aKHe.

3 6OKY ILIYHKOBO-KHIIKOBOIO TPAKTY:

— Yacro: 6moBaHHs, 611b y 5KHBOTI, Jiapest.

— Pinko: nynora, Brpara anerury, saxsoprosanns KHIIEYHHUKY.

— [yse piako: HenpoXiaHicTh KMITeUHMKY (MPUIHHEHHS NEPeMIILeHHs PEYOBKH Ta ra3iB, 1O MiCTATHCS
Y CeTMEHTI KHILICYHHUKY).

3 Goky oueii:

— YacTo: mirMeHTauis KoH IOHKTHEH, POTiBKH Ta 3a6apBIeHHS cJ1i3.

— Heuacro: cyxicts Ta noapasnenns OYeH, Mpo6eMu 30Dy, HaTpHUKIIAL, TIOTipIIeHHS 30py BIAEHb Ta
BHOUI.

— Pigxo: mirMeHTanis yactuay ciTkiBKH a60 POTiBKH, 110 € 060POTHOIO MpH TIPUITMHEHH] JTIKYBaHHS.

3 60Ky HepBOBOI cHCTeMH:

— Pinko: ronoBHwuit 6ib, BTOMa, COHJIHBICTD.

— Hdyxe pinko: nenpecis y 3B°A3Ky 13 MIrMEHTAL€r0 MKipH.

JlaGopaTopui aani:

— Pigko: minBumenHs rikemii (PiBHS LYKpY B KpOBi).

Inme:

— Yacro: 3abapaiienns nory, 3abapBIIEHHs MOJIOKa, MOKPOTH (BimXapKyBaHHs), ceui Ta dexanpHuX Mac.

— Heuacro: Brpara Baru.

— Hy>e pinxo: HaGpsk Hir, yimkomkeHHs CEJIE31HKH, TKKE 3aXBOPIOBAHHS IIKipH, arpaHy/I0LUTO3
(3HauHe MaJiHHA PiBHS NESKUX JTEHKOIHUTIB (rpaHy/IOLHTIB) y KpPOBI, Tsvkke TIOPYIIEHHS cepLe
PUTMY, I ABUIIEHA KHCIOTHICTH KPOB]). S
— V¥ 3B’43Ky 3 IPUCYTHICTIO COEBOT 0J1iT Ta COEBOrO JEUUTHHY ICHYE PU3HK anepriyHy
(KporuB’sHKa, reHepaizoBana aJlepriyHa peaxiis). - B
Arwo Bu nomimume no6iuni peaxyii, ne saznaveni Y YbOMy nucmky-exnaduuti, nogioo.
Bawozo nixaps. Ef




5. SIK 3BBEPII'ATHU ITPEIMAPAT JIAMIIPEH® 100 M, M’sIKi Kancyamn?
Le# nikapewkuii 3aci6 cnin 36epiratn npy Temmneparypi He Buie 25 °C. 36epiratu duakon repMETHYHO

3aKPUTHM Y CYXOMY MicLii.

36epicamu y Hedocmynnomy ma HENnOMImMHOMY 0118 Oimeti micyi, =y

He suxopucmosysamu nicin damu saxinuenns MePMINY NPUOAMHOCI, 8KA3AH020 HA & ,

YHIROa 36epiraru y
CyXoMy micui

Hama ocmannvozo cxeanenns Ybo2o nucmra-6xnaduwa. 11.09.2006 p.
6. IOPAJTN/CAHITAPHA OCBITA

Ilo caix 3HaTH Npo anTHGIOTHKH?

AHTHOIOTHKY € eeKTHBHUMHU y 60poTe6i 3 iH(peKkniaMH, BUKTHKaHNMK Gakrepisvn. Bonu needekeni
npH iHQEKUiAX, BUKITHKaHUX Bipycamu.

Kpim uporo, Bam nikap o0Opas 115 Bac came reii AHTHOIOTHK, TOMY IO BiH IAXOIMTE KOHKPETHO 1JIsi
Baworo Bumazky Ta no Bamoro notounoro 3aXBOPIOBAHHS.

Baxrepii marots 3natHicTs BuskMBaTH 260 POSMHOKYBATHCS HE3BAXKAKOUM HA ito aHTUGioTHKA. Lle spume
Ha3MBAECTBCS PESUCTEHTHICTIO: e MPHU3BOIUTH 1O TOTO, IO EesKi CXeMH JIKYBaHHS aHTMOIOTHKAMH €
HEI€BUMH. Pe3uCTeHTHICTS 30UIbLIy€ETBCS  MpH HaZMipHOMY a6o HCHAIEXKHOMY  3aCTOCYBaHHI
AHTUOIOTHKIB.

Bu pusukyere cnpustu nossi PE3UCTEHTHHUX OaKTepili i TaKUM YMHOM YHOBIIBHUTH OyKaHHs a60
HaBITh 3pOOHTH JIiKYBaHHs HeieBAM, KO By He JNOTPUMYETEC:

— PEKOMEHI0BaHOT J103H;

— "acy npuioMy JiKapchKoro 3acobys;

— Ta TPUBAJIOCTI JIIKYBaHH.

Binnoginno, 1ius 36epexenns edekTHBHOCTI 1LOTO JiKAPCHLKOrO 3aco0y:
1) 3acrocoByiiTe anTuGioTnk JIauIe, AKIo Jikap Bam iioro npusnauus.

2) Yitko norpumyiitecs NpPH3HAYEHHS.
3) He BukopucToByiiTe anTudioTnk MOBTOPHO (€3 NPH3HAYEHHS JTiKApsI, HABITH Ko Bu Gaxkaere

m060pOTH 330BHI CX0kKe 3aXBOPIOBAHHS.
4) Hikomn ne namaiite Bam antn6ioTmi inmii ocobi, ockiTbkH BiH Moxke He NIAXOIUTH UIsI

3aXBOPIOBAHHS i€l JIIOANHH.
5) icas 3akinvenns JIKYBaHHS BiIHeciTh Bamomy nikapio Bci BiIKDHTI yIaKOBKH JIiKapchKoro
32c00y AJIst {i0ro HAJIEXKHOr0 3HHIIEHHSL.

Hosgapric ®apma Cepsices AT’
Hpencrapuuureo B Vipaini

04073, m. Kuis, Vkpaina

np. C.Baunepu 28A «Jlitepa Iy, 7 MOBEPX
Ten. +380 44 38939 30

@akc  +380 44 389 39 33

205877

Hnm ni/z'l'nep/pxym BipHicTh epexnany.
/Mpekrop Bropo licpexsianin

® %k %

The above is a true translation of the
original document. Iead of the
I'ranslation Agency €8 i




OCHOBHI ITIOJIOKEHHSI IHCTPYKIIIi JUJIS1
MEJINYHOT O 3ACTOCYBAHHSI

Hacrtynni nonoxenns ue BkiovanoTs yciel indopmanii,
HeO0OXIHOT 15t Ge3neyHoro Ta eheKTHBHOIO
BHKopucTanus npenapary JJAMIIPEH. Byas n1acka,
O3HaloMTecsi 3 HOBHHM TEKCTOM IHCTpYKUiT 11t
MeINIHOro 3acTocyBaHusi npenapaty JIAMIIPEH.

JAMIIPEH® (k10¢paszumin) y popmi kancy: ais
MepopaIbHOro 3aCTOCYyBaHHs
Mara nepworo cxsanennsi B CLLIA: 1986 pik

HEHMOJABHI CYTTEBI 3MIHU

Hlo3u Ta cnioci6 3actocysanns (2) nunens 2016 pOKy

IIporunokasanus (4) Jnens 2016 poky

Oco6nuBi 3acTepekeHHs Ta 0COGIUBOCTI BHUKOpPHUCTaHHA (5)
Jnens 2016 poky

INOKA3AHHSI 10 3ACTOCYBAHHSI TA
OCOBJIMBOCTI BUKOPUCTAHHS

JIAMIIPEH e anTiMiko6akTepianbHimM JIKapChKUM
3aco6om. Horo npusHavaroTs mis JKyBaHHS
JIENPOMATO3HOT NPOKA3H, B TOMY YHCII JariCOH-
PE3UCTEHTHOI JIENPOMATO3HOT POKA3H i JIePOMATO3HOT
TIpOKa3H, YCKIaTHEHOT JIEIPO3HOIO BY3JTyBATOK EPHTEMOIO.

(1.1)

st onepe IKe HHSI PO3BUTKY PE3UCTEHTHOCTI 110
npenapaty, JJAMITPEH ciix BUKOpHCTOBYBaTH Juie B
pamKax KOMOIHOBaHOT Tepamii /Wi JTikyBaHHS
JIENPOMATO3HOT MPOKA3H Ha IOYATKY 3aXBOPIOBAHHS. (1.2)

AO3U TA CIIOCIB 3ACTOCYBAHHS

e Jlna niKyBaHHS JIEMPOMATO3HOT MMPOKa3H, 9y TIUBOI 10
AaICoOHY, PEKOMEH/IYEThCS 3aCTOCOBYBATH 110 100 Mr
npenapary IOAHS Mif 9ac DKi y paMmkax KoMGiHOBaHOT
Tepanii oHaiiMeHIIe NpoTAroM 2 PoKiB. 2.1

e Jlnst JTiKyBaHHS JaliCOH-PE3UCTEHTHOT JIETIPOMAaTO3HO1
NIPOKa3H, pEKOMEHIYETHCA 3aCTOCOBYBATH 110 100 Mmr
Npenaparty ImoaHs 1mijx yac ki y koM6GiHawii 3 oqHuM qu
JeKibKOMA iHITMMH IIperapaTaMy IPOTATOM 3 POKiB.
(2.0

e Jlng DiKyBaHHS JIENIPOMATO3HOT MTPOKa3H, yCKIaaHeHOT
JIEIIPO3HOIO BY3ITyBATOKO €PUTEMOIO, PEKOMEH/TYEThCS
3acTocoByBarH 1o 100-200 Mr npenapary momHs
IMOHaiGinbIme npotsirom 3 Micsauis. Hamaraiitecs
AKHAHIIBHIIIIE 3MEHITHTH 103y 10 100 M. (2. 1)

JIKAPCBHKI ®OPMHU TA KOHLIEHTPALIISI
JIKAPCbKOI PEUOBUHHU

M’sxi sxenaTuHOBi Kancymu no 50 mr. (3)
IMPOTHUIIOKA3AHHSI

Binoma ninBuinena gy tusicTs 10 K10(a3uMiHy 4 10
Oynb-K01 IOTIOMIXXHOT PeYOBHHH npenapaty JIJAMITPEH.

“)

OCOBJIMBI 3BACTEPEJKEHHS TA OCOBJIMBOCTI
3ACTOCYBAHHS

Buxinuuit inentuikaniitmuit Homep: 3956651

*  Knumkosa nenpoxinnicts Ta inwi noGivsi peakuii 3
00Ky ITYHKOBO-KHIIKOBOTO TpakTy: JIAMITPEH mosxke
BIJIKJIaIaTHCA HA CIM30BIiT 000IOHLI KHMIIEYHUKa,
BUKJIHKAK04H NIOPYLIEHHS Y pOOOTI KUILEYHKKA, B TOMY
YHCIII KMIIKOBY HENPOXiaHICTh, KpOBOTEYi, iHpapkT
CeJe3iHKM i CMepTh. 3MEHIITh 103y YN BiAMiHITL
JIAMIIPEH, AKIIO NatiesT cKapKUThes Ha Oilb B
KMBOTI YH iHIII CHMIITOMY 3 GOKY IITyHKOBO-
KUIIKOBOTO TpakTy. (5.1)

* Tonosxenus intepsany QT. ITpu 3aCTOCYBaHHI
npemnapaty JIAMIIPEH mosxnusi monosxenus
intepsany QT Ta Torsades de Pointes (mipyeTtHa
Taxikapzis). CymyTHe 3acTocyBaHHs npenapary 3
IHIIMMH JTIKapCKAMH 3ac06aMH, sKi HOJIOBXKYIOTh
inrepsan QT, 9u 3 GenakBiniHOM BHKJIMKAE JOIATKOBE
nozosxeHHs intepsaiy QT. Criakyiite 3a 3MiHamu Ha
EKT i Binminite IJAMITIPEH y Bunanky PO3BUTKY
LITTyHOYKOBOT apUTMiT i3 CEpHO3ZHUMH CHMOTOMaMM YH
SKINO KopurosaHuii intepean QT 3a popmynoro
®penepika nepeBHILyBaTHME 3Ha4eHHS 500 MC a6o
cxamatume 500 mc. (5.2)

*  3MiHa KOJIbOPY WIKIpM Ta pinuH Tina, iHumi peaxiii 3
Ooxky wikipu: IToBinomre manientam po Te, 1O MpH
3actocyBanHi npenapary JIAMITPEH uacto
CIIOCTEPIraeThesl 3MiHa KOJIbOPY MIKipH Ta pinuH Tina.
(5.3)

e Jlempecis Ta cyiumuaansHi 1yMKH BHACTITOK 3MiHK
KoJbopy wikipu. CriocTepiraiite 3a THM, sk 3MiHa
KONIbOPY LIKipH BIUIMBAE Ha NCUXIYHMI CTaH NAI[i€HTIB.
5.4

MOBIYHI PEAKLIT

HaiiGinb yactumu no6iunumu peakmismu, TIpo sAKi
nosizomasnocs y 40-50% nauieHTis, € 3Mina KOJIbOpY
LIKIPH Ta PiIH Tina, 6ilb y )KUBOTI Ta B eniracTpaibHiit
HiSHLI, Tiapest, HygoTa, GmoBOTa, MOPYIMIEHHS y po6oTi
[LTYHKOBO-KUIIKOBOTO TPaKTy. (6)

Haist nosinomiennst npo IIJO3PFOBAHI ITOBIYHI
PEAKIIII, 38’ szkiThest 3 KOMIAHIEI0 «Hosapric
®apmaceiotikan3 Kopnopeiimn» (Novartis
Pharmaceuticals Corporation) 3a HoMmepom: 1-888-669-
6682 a00 3 YnpaBiiHHAM 3 KOHTPOITIO 32 SIKiCTIO
NPOAYKTIB Xap4yyBaHHsl i JlikapchKHX 3ac06iB CIIIA
(FDA) 3a nomepom: 1-800-FDA-1088 un yepes Bed-caiiT:
www.fda.gov/medwatch.

BUKOPUCTAHHS Y OCOBJIMBUX KATEIOPIii
IMALIEHTIB

[Manientn 3 Bipycom iMynonedimuty moauuu (BLI):
KoaHoro KopuryBaHHs 103u npenapaty JIAMIIPEH nns
nauieHTis 3 BIJI He noTpe6yeTses. (8.6)

Mue. posnin 17 «PEKOMEHIA LT 1151
ITAIIIEHTIB».
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IHOBHA THCTPYKIIS JJISI MEJUYHOI'O 3ACTOCYBAHHS ITPEITAPATY

1.

Buxizumii inenTudikaniiinuii Homep: 3956651

MOKA3AHHSI IO 3BACTOCYBAHHS TA OCOBJIUBOCTI BUKOPUCTAHHS

1.1.JIenpomaTo3Ha npokasa

JIAMIIPEH npusHauaroTh [Uis J1iKyBaHHs JENPOMATO3HOT IPOKA3H, B TOMY Yuci 1arCOH-PEe3UCTEHTHOT
JIenpOMATO3HOT MPOKA3H i JIeIPOMATO3HOT POKa3H, YCKIIaHEHOT JIEIPO3HOIO BY3JTyBAaTOIO EPUTEMOIO, Y
KOMGiHALT 3 {HIIMMY AHTUIEIPO3HUMHE JIIKAPCHKUMH 3aC00aMu.

1.2.0co06,1mBOCTI BHKOPHCTAHHS

Jl1s1 nonepeKeHHs PO3BUTKY Pe3HCTEHTHOCTI 1o npenapary, JJAMIIPEH CJIiJ1 BUKOPHCTOBYBATH JIMIIIE B
paMKkax KOMOIHOBaHOI Tepamii [y1d JIiKyBaHHs JENpOMaTO3HOT (MikpoOaKkTepiajlbHOI) IPOKa3K Ha NOYaTKy
3aXBOPIOBAHHSA [0us. po3din «/Jo3u ma cnocié sacmocyeanisy (2.1)].

JIist OTPMMAHHS TOJAJIBIIMX BKA3IBOK IIOJIO JTIKYBaHHS MPOKA3H, 3B”SDKITBCA 3 HartioHaaibHUM KJTiHIYHEM
eHTpoM xBopobu Xancena, M. baton-Pysx, mrar Jlyiziana (LA), 3a Homepowm: (1-800-642-2477) abo uepe3s Bed-
caiit: http://www.hrsa.gov/hansensdisease/clinicalcenter.html.

JTO3U TA CIIOCIB 3ACTOCYBAHHSI
2.1.lo3n

e Jlenpomarto3na (Mikpo6aKkTepiaJbHa) NPOKa3a, YyTJIHBA 10 JANCOHY

PexomeHyeThes 3acTocoByBatu 1o 100 mr npenapaty JIJAMITPEH woans nia vac DKl y komOiHawii 3 ABOMa
{HIIMMH aHTHIETPO3HAMH MpernapaTaMy IOHaHMeHIIe IPOTAroM 2 poKiB i, SKIIO Le MOKIIHBO, 710 MOMEHTY
OTPUMAHHS HEFATHBHOTO Pe3yJIbTaTy 3a 3ilIKPiOOM LIKIH, MIC/IS YOro 3aCTOCOBYEThCS MOHOTepanis
HAJIEXKHUM aHTHJICTIPO3HUM IIPENapaToM.

° ﬂaﬂCOH-pCSHCTeHTHa JienpoMaTo3Ha npokasa

PexoMenyeThest 3acTocoBysati 1o 100 mr npenapaty JIAMITPEH moaws mix gac ki y KoMOiHaLii 3 0IHUM
4y JIeKiTbKOMA IHIIAMHE aHTHIIETIPO3HMMH MPENapaTaMy MPOTAroM 3 POKiB, Miciis YOro 3aCTOCOBYEThCH
moHoTeparis npeniapatom JJAMITPEH y nosi 100 mr Ha 1o6y.

e JlenpoMaTo3Ha MPOKA3a, yCK/JIAJHEHA PeaKIisMHu JIeNPO3HOi BY3/IyBaTOI epHTeMH

PexomenayeThes 3actocoByBath 1o 100-200 mr npenapary JIAMITIPEH mozus pa3om 3 OCHOBHOIO
AHTHJIETIPO3HOIO TEPATIi€o Ta CTEPOiNaMH, BiNOBIAHO 0 KIIiHIYHKX MokasaHb. SIkimo Bu 3actocoByere
npenapat JJAMITPEH y no3i 200 mMr, Hamaraitecs SKHaMIIBU/IIIC 3MEHIIMTH 103y 10 100 mr micis
JOCATHEHHs KOHTPOITIO HaJl peakuieio Bysiyearoi epuremu. Jlosu npenapaty JJAMIIPEH, siki nepeuiyroTh
100 mr Ha 106y, CJTia IpUEMATH OPOTSArOM MiHIMAJIBHOTO MepioTy Yacy i JIMLIe Ml PeTebHAM MeNIHUM
HATJIIOM [Ous. po30in « Ocobnuei sacmepesicenns ma ocobnusocmi sacmocyeantsy (5.1)].

2.2.BaxiuBa indopmanisi 1po npoBeIeHHs 00CTEKEHH 10 3aCTOCYBAHHSA Npenapary

JKiHKH JiTOPOITHOTO BiKY, SIKi JKHBYTh CTATEBHM JKHTTAM, MAIOTh IPOBECTH TECT Ha BAriTHICTH 10 IIOYATKY
sactocysanns npenapaty JJAMIIPEH [ous. po3oin « Bukxopucmanus npenapamy y 0coonugux xame2opit
nayicumiey (8.3)].

JIKAPCHKI ®OPMH TA KOHIIEHTPAIIIS JIIKAPCHKOI PEHOBHHHA

Opna karicyna npenapary JJAMITPEH mictuts 50 Mr k1odasuminy y M’ ski sxenatnHoBiii karcysi. Kancynu
KOpHYHEBi, chepHuHi.
IMPOTUITIOKA3AHHSI

JIAMIIPEH npoTHnokasaHuii NalieHTaM 3 BiZlOMOIO MiABUIIEHO YyTJIMBICTIO 10 KII 1M 10 ByAB-AKOT
nonoMixkHoi pedoBunM npenapaty JJAMIIPEH. - : :

OCOBJINBI 3ACTEPEKEHHSI TA OCOBJIMBOCTI 3ACTOCYBAHHSI
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Kioa3umin Moyke HAKOIMYYBATHCS B PI3HUX OpraHax y BUIIAI KpUcTaliB. Binkiaaenns kiodasuminy
BUSBIISUIH y OPHKOBUX JIIM(ATHYHUX By3JaX, B FiCTOIMTAX Ha CIM30Bii 000JIOHL KMIIEUHHKA, CENIe31HKH Ta
nevinky. BigknanenHs kiaodasuminy Ha CIM30BiH 060I0HLI MOYKe PHU3BOANTH 0 KMIIKOBOI HEMPOXIHOCTI, AKa
€ MOKa3aHHAM U1 POBEIEHHS 1iarHOCTHYHOT JarapoToMii. [ToBigomiisiocs mpo iH(GapKTH cele3iHKH, KpoBOTeui
Y LTYHKOBO-KHIIKOBOMY TPaKTi Ta CMEPTb. SIKIIO MalieHT CKapKUThCs Ha OUTb Y JKMBOTI, Hy10TY, O/IIOBOTY 4K
Jiiapero, HarpagTe Horo Ha BiANOBIAHI MEJMUHI AOCTIDKEHHS Ta 3MeHIIITh 1060BYy 103y npenapaty JIAMITPEH,
301IBLIITE IHTEPBAJ MK J103aMU 4 BiaMiHITE nipenapart. J{o3u npenapaty JIAMITPEH, ski nepesuuytors 100 mr
Ha 7100y, CiTiJ1 NpUAMaTH MPOTIroM MiHIMATBHOTO Mepiody Yacy (MeHIIe 3 MICsLiB) 1 JTUILE i peTeIbHUM
MEJUYHUM HarsaoM.

5.2.11onoBxkennd inTepsaay QT

IToBinomuIsocs: Mpo BUIAIKH MipyeTHOT Taxikap/il 3 moaoBxkeHHsaM intepBainy QT y mauieHTiB, skuMm Oysin
npHu3HaveHi cxemu JikyBaHHs npenaparom JIAMIIPEH y no3i 6ineie 100 mr Ha 106y abo npenapatamu, siki
nonoxytoTh iHTepBan QT. [TauienTu 3 nogopxeHHsAM iHTepBaity QT Ta mipyeTHOO Taxikapaieio MaroTh
3aJMLIATUCS MiJ MeIUYHUM HariasaoM. B yciX nux nmanieHTiB ciil cnocTepiratu 3a 3MiHaMH Ha
enexrpokapaiorpami (EKI') na npenmet 30inpmenHs iHTepaiy QT Ta mopylieHHs ceplieBoro putMmy [ous. po3oin
«/[o3u ma cnocio 3acmocyeannsny (2.1)].

ITpo 36i1pmenns inTepaty QT Takoxk moBizomiisiocs y nauieHTiB, ski orpumyBain JJAMITPEH pazom 3
OeakBiIiIHOM y peKOMEH/IOBaHUX J103aX LMX npernapartiB. Ciinkyiite 3a 3minamu Ha EKT, skio Bu npusHavaere
JIAMITPEH nauienty, skuii orpumye 6enaxsinin, i Biqminite JAMITPEH y Bunaaky BUsBJI€HHS LITYHOYKOBOT
apuTMii 3 SBHUMH KJIiHIYHUMH O3HaKamMH, abo AKio kopurosanui intepsan QT 3a dpopmynoro Dpenepika
criagatume 500 Mc ym Oitble. Y BUMAAKY CHHKOMNM NMpoBeiTh peectpaiito EKI 11g BUSBIEHHS TOMOBKEHHS
inTepBanmy QT.

5.3.3miHa KoJIbOpPY MIKipH Ta piAuH Tija, iHmi peakuii 3 00Ky WKipH

JIAMIIPEH BukiIMKae 3MiHy KOJIbOPY HIKipH Ha Oy/b-sKi BIATIHKH BiJ TOMapaH4eBO-POKEBOrO 10 KOPUIHEBO-
YOPHOT0, a TAKOXK 3MiHY KOJIOPY KOH IOHKTHBH, CJIi3, IIOTY, CJIMHH, cedi Ta Kaiy y 75-100% marieHTis.
Po3zkaxiTh CBOIM MalieHTaM Mpo WMOBIpHY 3MiHYy KOJIbOPY IIKIPH i TIOBIIOMTE M MPO Te, 10 KOJip IXHBOT IKipH
BiZTHOBUTBCS IPOTSArOM KUJIbKOX MICSLIB UM POKIB INiCJIs 3aKiHYEHHS JIIKYBaHHS.

IHmi peakuii 3 60Ky MKipH, sIKI MOXKYTh CIIOCTepiraTics Mpu BUKopHcTaHHi npenapary JJAMITPEH, BkiroyaroTs
IXTi03, CYXiCTh LIKIpH Ta CBEPOIK.

5.4.3miHa ICHXIYHOTO CTAHY MANIEHTA BHACTIIOK 3MiHH KOJIbOPY HIKipH

IToBinomsI0Cs Ipo Te, 10 3MiHa KOJTOPY LIKipH BHACIIIOK JliKyBaHHs npenaparom JJAMITPEH Bukinkae
Aenpecito Ta cyiluaaabHi IyMkH. Ilonepeabre nauieHTiB mpo 3MiHy KOJIBOPY LIKIPH i i 9ac JiKyBaHHS
npenaparom JIAMITPEH cnoctepiraiite 3a TMM, Y4 HE BUKJIMKAE Taka 3MiHa KOJIbOPY LUKipH NalieHTiB genpecii
YH CYILMIATBHUAX JTYMOK.

IOBIYHI PEAKIIIT
HactynHi cepiio3Hi no6ivni peakuii 6i1bI1 1eTaqbHO 06rOBOPIOIOTHCS B IHIIMX PO3ZLIaX Li€i IHCTPYKLIT:

e KuiukoBa HENpOXiJHICTh Ta iHIII MOOIYHI peakiii 3 00Ky IUTYHKOBO-KHIIKOBOTO TPAKTY [Ou6. po30in
«Ocobnuei 3acmepedicentss ma ocobaugocmi sacmocysanusay» (5.1)]

o Ilonosxenns intepBany QT [ous. po3oin « Ocobruei 3acmepesicenna ma ocobnusocmi sacmocysannsy (5.2)]

e 3miHa KOIbOPY HIKIPHU Ta PiMH Tina, iHII peakuii 3 60Ky WKipH /Ous. po3din « Ocobnusi 3acmepedicenns ma
ocobnusocmi sacmocyeanuay (3.3)]

e 3MiHa MCUXIYHOTO CTaHy MAllieHTa BHACIIJOK 3MiHH KOJIBOPY WIKIpH [Ous. pozdin « Ocobnusi 3acmepesicenns
ma ocobnusocmi 3acmocyeanusny (5.4)]

Hwmxye nepepaxoBaHi moOiuHi peakllii, OB’ s3aHi 3 BUKOpUCTaHHAM npenapaty JIAMITPEH. 33@% 1 e, 1110
nosmomnem—m npo ui nodivxi peaKuu HaJXOZMH 3 pi3HUX z[ocnumcem, 4aCTOTY LMX no0i :

JKHTTI.
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MoGiuni peakmii, siki cnocrepiralTbesi Ginbme Hix y 1% nanieHTiB

L Kipa: 3MiHa KOIBOPY LWKipK Ha Oy/b-AKi BIATIHKH Bil OMapaHueBO-POKEBOrO 0 KOPUUHEBO-YOPHOTO Y 75-
100% TiarieHTiB yIPOIOBIK KiTbKOX THYKHIB JiKyBaHHS; iXTio3 i CyXiCTb WIKipH (8-28%); Bicuny i cBepOik (1-
5%).

IInynkogo-Kkuuikoeuii mpaxni: Gib y XUBOTI Ta B €MiracTpaibHii JiAsHL, giapes, HyoTa, 6JI0BOTA,
TOpyIIEHHs Y PO6OTI LTyHKOBO-KUIIKOBOTO Tpakty (40-50%).

Oui: 3MiHa KONbOPY KOH IOHKTHBH Ta POTiBKH, 3yMOBJIEHA BIIKJIAACHHAM KpUCTaB KJI0ha3UMiHy; CyXiCTb OUeH;
NediHHs; CBepOLK; NOJIpa3HEHHS.

Inuie: 3MiHa KOJIbOPY Cedi, KaTy, CIMHH, TIOTY; [iIBUIIEHHS PiBHS LYKpPY Y KPOBI; 3011bIEHHS LIBHUKOCTI
ocinanns epurpountis (LLIOE).

Ho6iuni peakuii, siki cnocrepiraloTbesi Menme iz y 1% naunienris
Ilxipa: OTOTOKCHUHICTh, ePUTPOAEPMA, BYTPOBHIl BUCHIT, MOHITIaIbHMIT XCHITIT.

ILnyHKOB0-KUWKOB UL MPAKM: KAUIKOBA HETIPOXIHICTh, KPOBOTEU] Y ILTYHKOBO-KHIIKOBOMY TPaKTi,
aHOpeKcis, 3a1op, BTPaTa Baru, FeNaTHT, XKOBTAHHILSA, €03MHO(TbHIMH EHTEPUT, 3011bIICHHS TIEYiHKH.

Oui: TIOTipIIEHHs 30py, MaKyJIonaris (PeTHHOMATis «6UYauoro oOKay).

Hepeosa cucmema: 3aniaMOPOYEHHS, COHJIMBICTb, BIAYYTTs BTOMH, FOJIOBHHUM OiJ1b, 3arajibHE HE31yKaHH,
HEBPAJITisl, IOPYLICHHS CMAKOBUX BiTyTTiB.

Hcuxika: nenpecis Ta cyilMaanbHi TyMKH BHACTIIOK 3MiHU KOJIBOPY LIKIPH.

JlaGopamopni nokasnuKu: TiiBULIEHNI piBeHb ambOyMiHy, 6inipyOiHy y cupoBaTLi KpOBIi Ta aMiHOTpaHc(epasu
(ACT); eozuno¢inis; rinokatiemis.

Inwe: indapxt cenesinku, TpoM60eMOOITi3M, aHeMis, LIMCTHUT, Ginb y KicTKax, HaOpsKH, KKap, JiMpaaeHonaTis,
Oip y cyIuHax.

BUKOPUCTAHHS Y OCOBJINBUX KATEIOPIM ITAITIEHTIB
8.1.BariTHicTh

KopoTkuil oISl pU3HKIB

Jlani mono Bukopuctanns npenapaty JJAMITPEH y BariTHuX 5KiHOK BifICyTHIi, TOMy iH(OpMALList PO PU3HKH,
10B’13aHi 3 BAKOPUCTAHHAM MPENapary y BariTHAX JKIHOK, HEAOCTYNHA. Y MUIIEH CIIOCTePiraues nopyeHHs
ocuiKallii KicTOK yepena 1oy, 301IbIEH s KiTbKOCTi BUKHIHIB Ta MEPTBOHAPOIKEHb, 8 TAKOXK 3MEHLICHH
piBHS BIKMBAHOCTI HOBOHAPO/DKEHUX MiC/Is TOrO, SIK BariTHa camka orpumysana JJAMITPEH y nosi 25 mr/kr, mo
nopiBHIOE 0,6 MAKCHMaTbHOT pEKOMEH0BAHOT 1060BOT 11031 /st roauHHU (200 Mr), Ha OCHOBI NIOPIBHAHHS TUIONL
Tina. Po3noBifaiiTe BariTHEM >KiHKaM TPO NOTEHLIHHUHA PU3UK JUIs TUIOY.

IIpuxoBaHi pU3MKH, OB’ s3aHi i3 CepHO3HIMH BPOUKEHUMHU Ae(eKTaMH Ta IepeavacHUMH M0JI0raMH, JUls

MOy IS 3 MOKa3aHHAMM JI0 NPUOMY TIperapary 3a/IMIaloThes HeBiqoMuMu. ONHaK, 1id 3arajibHOT IMOTTyJIALT
CIIA, npuxoBaHHil pU3MK CepHO3HIX BPOKEHHX Ne(DeKTiB ckiazae 2-4%, a pU3HK JOCTPOKOBHX noJsoris — 15-
20% s KJIiHIYHO MiATBepKeHUX BariTHOCTEM.

Kniniygi MipKyBaHHS

Io6iuni peaxyii' y nnooie/HoBOHAPOONCEHUX

IlIkipa aiTei, HAPOIKEHUX y BAriTHUX MATePiB, AKi IIPOTATOM Mepiofly BariTHOCTI OTPUMYBAH JIAMIIPEH, npu
HapODKEeHHI MIrMEHTOBaHa.

11{0/10 3BOPOTHOCTI 3MiHM KOJIbOPY LIKipH AOCTYIHI 06MeskeHi fani. Ha oCHOBI nonepesHix CriocTepexennb
MO’KHa 3pOOHTH BHCHOBOK, LLI0 LIKipa HOBOHAPOKEHHX MOCTYTIOBO HaGyBa€ MPHUPOAHOIO KOO}
[IEPIIOrO POKY MKHUTTS. ) o2

Hani

ani y mooeti




Jlocrmimkenns npenapaty JJAMITPEH y BariTHuX KiHOK He IPOBOAMIMCA. Y JliTepaTypi NOBIAOMISIOCH TIPO
JIeKiNbKa BUTIAJKIB BUKOPUCTAaHH KiI0(a3uMiHy I1ij Yac BariTHOCTI. Y LMX MOBIJOMJICHHSX 3a3HAYEHO, 110 IKipa
JliTeil, HAPOJKEHHUX Y JKIHOK, SKi POTATOM Iepiofy BariTHocTi oTpumyBaiy npenapat JJAMIIPEH, npu
HApODKeHHi Gyna rmboko mirmentosana. JJAMITPEH c1in BUKOpMCTOBYBATH Y MIEPiOA BATiTHOCTI, JIMLIE AKIIO
NOTEHIIIHHA repeBara MepeBUILy€e PU3HKH /14 TJIOAY.

I[aHi 3 JIOCIIiIDKeHI: Ha TBApHUHAX

JlociKeHHs TOKCMYHOTO BIUIMBY Ha eMOpPiOHAIbHUI PO3BUTOK IOy NPOBOIM/IMCS Ha Liypax, KpPOJIUKax Ta
Mumax. Y Mumied eMOpioTOKCHYHICTb Ta PeTOTOKCHYHICTE Oy/Ii OUeBUAHUMH. Y HUX CIOCTEPiraaucs
nopylueHHs ocu(iKallii KicTOK ueperna rojty, 30iIbIeH s KUTbKOCTI BUKHUIHIB Ta MEPTBOHAPOLKEHb, a TAKOK
3MEHIIEeHHs PiBHA BHKMBAHOCTI HOBOHAPOKEHHX ITC/Is TOTO, K BariTHa camka orpumysaia JJAMITPEH y nosi
25 Mr/kr, mo nopieHioe 0,6 MAKCHMAIBEHOT peKOMEHI0BaHOi 1060801 1031 A moaunu [MPJUI] (200 mr), Ha
OCHOBI nopiBHAHHS rwiowti Tina. 11Ikipa Ta >KHpOBi TKAHMHH HOBOHAPOKEHUX 3MIHIOBAIIM KOJIIp NPHUOJIN3HO
yepe3 3 JIHI MiC/s HAPOLKEHHS, 10 OB’ A3YEThCs 3 BUAUIEHHAM Ki1o(asuMiHy y rpyane MoJioko. JKoaHoro
BILUIMBY Ha PO3BHTOK He OyJI0 MOMIYeHO Y IIypiB YK KPOJIHMKIB Iic/Is NepOpaIbHOrO 3aCTOCYBaHHs KIO(DasuMiHy y
nepiosl opraHorenesy y go3ax 10 50 mr/kr i 15 mr/kr (mo exsiBanentro 2,5 i 1,5 MP/1J1, sxa nopisnioe 200 wmr,
Ha OCHOBI MOPIBHAHHS TUIOLI Tisa), BinosiaHo. Lli JOCTi/UKeHHS Ha TBAPUHAX ITPOBOIMIIMCS BiANOBIAHO 10
CTaHJapTiB, YMHHMX HA MOMEHT TIepLIOro cXBaneHHs npenapaty (1986 pik), a He BiANOBIAHO 10 NOTOYHMX
HOPMAaTHBHHX BUMOT.

8.2.JlakTamis

KopoTkuii orssia pu3HKiB

JIAMIIPEH BuAiNsS€TbCA y TPY/IHE MOJIOKO. Y HOBOHAPODKEHHX, SKUX TOMyBaJM IPYIAbMH, i MaTepi AKUX
OTpHUMYBaITH KJI0(ha3HUMiH, criocTepiranacs 3MiHa KOIbOpPY LIKipH.

JlouinsHicTs npuiiomy npenapaty JJAMITIPEH y nepion nakrauii ci1if po3risiaTv 3 Orjisy Ha repesard
IPYAHOrO BUTOJOBYBAHHS [/l PO3BUTKY Ta 3J0POB’ s IUTHHH, OepyuH 0 yBaru KiIiHiYHy HEOOXIIHICTb MpUAOMY
npenapary JJAMITIPEH aist matepi Ta Gyap-Ki moTeHUiHHI Mo6iYHi peakilii, 3yMOBIIeH IpenapaToMm
JIAMIIPEH, y HEMOBJIST, SKHX FOAYIOTh IPYIbMH, YH Ki 3a3HAIOTh iHILOTO BIUTMBY BHACJII/IOK JIIKyBaHHs
marepi.

8.3.7KiHKH Ta Y0/I0BiKH 3 peNPOAYKTHBHHM NOTEHIIAI0M

TecT Ha BariTHICTh

JKinkm IiTOpoHOTO BiKY, SIKi JKHBYTh CTATEBHM JKHUTTSAM, MalOTh IPOBECTH TECT HA BAriTHICTH J0 MOYATKY
3acrocyBaHHs npenapaty JJAMITPEH.

KonTpaueniis

V mocitimpKeHHSX Ha TBapuHaX 0yJ10 MpoaeMOoHCTpoBaHo, mo npenapat JJAMIIPEH e mkiamueum A4 miogy, 1o
pO3BUBaEThCs. PeKoMeHIy#iTe )KiHKaM AITOPOIHOIO BiKY, Ki JKMBYTh CTaTEBUM JKMTTAM, BUKOPUCTOBYBATH
e(eKTHBHY KOHTpALETLiio (MEeTOH, IPH BUKOPUCTaHHI SKHMX IIaHC 3aBariTHITH CKiIajgae MeHiue 1%) mija dac
nikyBanHs niperapatom JIAMITPEH i monaiiMeH1ne NpoTsarom 4 MicsuiB micjis NpUITMHEHHs JIIKyBaHHS
npenapatom JJAMITPEH.

Pexomenyiire 4osoBikaM, siki oTpuMytoTh JIJAMITPEH, BUKOpHCTOBYBaTH Npe3epBaTHBH IiJ 4ac CTATE€BHUX aKTiB
npoTsArom nepioxy JikyBaHHs npenapatoM JJAMITIPEH i monaiiMeH1ue npoTarom 4 MicsIiB Micis NPUITHHEHHS
nikyBaHHs npenapatom JIAMITPEH.

Besmnims

B oxgHOMYy mocnipkeHHI y caMok 1rypiB, skuM aaBanu JJAMITPEH, cnoctepiranocs nopyieHHs GpepTHIBHOCTI
(3MeHIIeHa KiIbKICTh TIOTOMCTBA i MEHIIMH LIIaHC 3aBariTHITH) [Ous. po30in «/Joxniniuni Oani 3 moOKCUKOIO2TUHUX
oocnioxcenvy (13.1)]. JlokniHiuHI qaHi moa0 GepTHIBHOCTI y caMuUiB Bmcy"ml gL LD

8.4.Buxopucranns y xirei

Besneka Ta epextusHicTs npenapary JJAMIIPEH y niteii He Gyna BcTaHOBJIeHa.

8.5.I1anieHTH NOXHJIOr0 BIKY
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Y kaiHiuHMX gocimpkennsx npenapary JJAMITPEH ne Gpana y4acTb 10CTAaTHS KibKIiCTb NALUEHTIB Y BiLli 65
POKiB i CTapIle /TS BU3HAUEHHS TOTO, UM € BiANOBI/Ib IMX MNALIEHTIB BIAMIHHOIO Bil{ BiJIMOBI/Ii MALLIEHTIB
MOJIOAIIOro BiKy. BifmoBigHO 0 iHIIMX KIiHIYHMX AaHHX, KOIHOI Pi3HHIL MiX BiNOBIAIO Y MALIEHTIB
MOXMJIOrO BiKy Ta BIAMOBIIIIO y MALIEHTIB MOJIOAIOTO BiKy 3adikcoBaHo He Gyno. 3aranom, HeoOXiAHO 3
0GEePEKHICTIO MiIXOIUTH 10 NMTaHHS BU3HAYEHHS J103H /1S MAllieHTiB TIOXMIIOTO BiKy. 3a3BUYail PEKOMEHy€ThCA
MOYHHATH 3 HAMHWKYHX 103, epebaueHHX Ticlo UM IHIIOK CXEeMOKO JIIKYBaHHS, OCKIIbKH Y MALIEHTIB MOXKIIOr0
BiKy YacTillle criocTepiraeThes mopyiueHHs GyHKIUIT ediHKH, HUPOK UM CEPLIs, a TAKOXK iHILI CYITyTHI
3aXBOPIOBAHHS, | BOHHM YacTillle OTPUMYIOTb JIiKyBaHH: 1HIIMMU IIpeNapaTamMH.

8.6.I1anienTH, siki € Hociamu BLI-indexnii

Binnosins Ha JiKyBaHHS, BKJIIOUAKOUM JTIKYBaHHS peakiliil Ienpo3Hoi By3lyBaToi eputemMu, y nauientie 3 BIJI-
TIO3UTHBHUM CTaTyCOM Ta MPOKa30t0 Ha (OHi MocaabIeHOro iMyHITeTy € TaKoIO K, SKi 1 y iHIIMX MauieHTIB.
Kopurysanns no3u npenapary JIAMITPEH y 1ux naiieHTiB He MOTpeOy€eThCs.

10. IIEPEJO3YBAHHA

HeMmae »01HMX KOHKPETHHX JaHHX 100 JiKyBaHHs nepeno3yBanHs npenapatom JJAMITPEH. Onnak, y Bunaaky
repeao3yBaHHs, IUTYHOK CJIiJl CTIOPOKHUTH, BHKJIMKABIIX OTIOBOTY a00 NMPOBIBIIM MPOMUBaHHA LLTYHKY. ITicss
[IbOr0 PEKOMEHIYETHCS 3aCTOCOBYBATH ITIATPUMYIOYE CHMIITOMATHYHE JTiKyBaHHSI.

11. OIMC

JIAMIIPEH (kno¢a3zumin) € aHTUMIKOOAKTepiabHUM JIIKapChKHM 3aC000M, IOCTYNHUM y (hopmi M’ sSKuX
JKeJATMHOBMX KarcyJl Ul EpOpaibHOro 3actocyBanHs. OnHa karncyna MicTHTh 50 M MiKpOHi30BaHOTO
KI10(hasiuMiHy, CyCIIEeHI0BAaHOTO Ha napadiHo-MaciiaHii ocHoBi. Kitoda3umin — 6apBHUK ACKPaBO-Y€PBOHOTO KOJIbOPY,
noxiane iMmiHogeHasuHy. XiMiuHa Ha3Ba CrIOIYKH: 3-(p-XJI0poaHinino)-10-(p-xnopodenin)-2, 10-geriapo-2-
i3omporniziMiHOpeHa3 H, CTPYKTypHa GpopMmya:

|

()

”
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Kiodasumin npeicrasiise co00i0 4epBOHO-KOPUYHEBHIH opolIok. Bid 106pe po3unHaeThes B 6€H3011; PO3UMHSETHCS
B XJI0pO)OPMi; IOraHO PO3YMHAETHCS B ALCTOHI Ta B CTHIIALIETATI; ¢/1ab0 PO3YMHAECTHCA B MECTAHOJI Ta B CTAHOJI i

IPaKTHYHO HE PO3YMHSETHCS Y Boi. MoekynsapHa Maca ki1odasuminy — 473,4. MonekynapHa gopmyia -
C27H22C12N4.

Heaxmueni pewosunu y kancyni: 61KOTMHAN BiCK, Oy THITIAPOKCHTOIIYOJI, IAMOHHA KUCJIOTa, €THIIBAHIIIIH, JKEJIaTHH,
JIIEPHH, 3aJ1i3a OKCHJL, JIELUTHH, P-METOKCH-alleTOEeHOH, napabeHH, pPOCIMHHI 0J1ii, MPOMNiNeHITIKOIb.

Obononxa kancynu micmumy: HaTPiro eTHINaparigpokcubeH30aT, HaTpiro NponiianaparigpokcHOeH30ar, eTHIBaHIiH,
JKeJaTuH, riinepuH 85%, YOpHUI OKCHJ 3aJ1iza, YePBOHHN OKCHJ 3aj1i3a, P-METOKCH-aleTO(EHOH.

12. KNITHIYHA ®APMAKOJIOI'TA
12.1. Mexanizm aii
JIAMITPEH € anTiMikoGaKkTepialbHUM MpenapaToM [ous. po3oin « Mikpobionoeiay (12.4)].
12.3. PapmakokiHeTHKa

BcemoxkTyBaHHS

ITpu nepopansHOMY 3acTocyBanHi nnpenapary JJAMITPEH piBeHb BCMOKTYBaHHS KJIO
MPOKAa30k0 € Pi3HUM, KOJTMBAIOYHCH Y Mexkax Bin 45% 1o 62%. CepéuHa KOHLIEHTpALl
KPOBi y XBOPHX Ha TPOKa3y, Ki OTpMMYBaJIH JiikyBaHHs npenapatom JIJAMITPEH y;
100y, ckmagana 0,7 Mkr/mit i 1 MKr/mi, BiZIIOBiTHO.
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[TikoBa KOHIEHTpALIis KI0ha3uMiny y cUpoBaTLL KpoBi (cepeane 3HaueHHs Tpay) criocTepiraetbes yepes 8-12
FOJIMH TTiCIIs TPUIOMY Tipenapary micjs bKi.

Posmoin

Kiohasumin — BUCOKOTio(ibHa CrIOTyKa, TOMY aKyMyJIOEThCS TIePeBaYKHO B JKMPOBill TKAHUHI | B KIIITHHAX
PETHKYNOeHI0TeNiabHOT cucTeMu. Makpogari po3HOCATh KI0(ha3uMiH 10 yCboMy opraHizmy. Bianosiato 1o
pesynbTaTiB ayTOIICiT, sika IPOBOJMIACS Y XBOPHMX Ha Npokasy, mo orpumysanu JIAMIIPEH, kpucranu
K10(ha3uMiHy HAKOMYYBAIKCA TIEPEBAKHO Y OPIKOBUX JTiM(AaTUYHUX By3/1aX, HaJIHUPKOBIH 3a71031,
MiAIKiPHOMY JKMpi, IIEYiHLli, JKOBYI, JKOBYHOMY MiXypi, Cese3iHIli, TOHKil KMILIl, M’ 432X, KiCTKaX Ta HIKipi.

Knoda3umin y cupoBartiii KpoBi 38’ 3yeThest 3 anbda- Ta Geta-ninonporeiHamu, 30kpema, 3 6eTa-jinonporeinamy,
i 38’ 3yBaHHs 6yJI0 HACHYEHHUM TIPH KOHLIEHTpALii y 11a3Mi KpoBi Ha piBHI mpubnu3nHo 10 MKr/mit. 3B’ a3yBaHHs 3
rama-rii00yJiiHOM Ta aibOyMiHOM OyJI0 HECYTTEBHUM.

Merabo1i3M

[Ticng kinpkox mepopansHux 103 npenapary JJAMITPEH y cedi 3HaXoaunu Tpu MeTaboiTH KI0(pazuMiny.
Indopmaunis mwono MerabonizMy K10dazsuMiHy € 00MEKEHOIO.

BuBeneHHs

[Ticns ogHOpasosoro orpumanns npenapary JJAMITPEH B 1o3i 300 Mr BuBeneHHs K10(ha3uMiHy y HE3MiHHOMY
craHi Ta oro MetaboiTiB y 1060Bi# cedi Oyno HecyTTeBUM. YacTHHA BXKUTOrO Mpenapary, SKMi BUBOAUTLCS 3
KaJIOM, MOJKe TIPEJICTABIISITH COOO0I0 BUBEICHHs uepes soBu. Hepesnka KilbKicTh npenapary TaKoK BUBOJAUTLCS 3
CIIMHOIO, LIKIPHMM casioM Ta 1oToM. [lepios HamiBBHBeIeHHA KI0(a3UMiHy Mic/1 OTPUMaHHA KITbKOX
nepopalibHUX 7103 npenapary Ha pisti 50 un 100 mr npenapary JIAMITPEH y nartienTis 3 npokasoro OyB aysxke
Pi3HHM, KOJIMBAIOUKMCh Y Meskax Bift 6,5 10 160 nHiB. 3araiabHuii cepeHii nepiosn HanmiBposnaxy KiohasuMmiHy y
[MX XBOPHX Ha MPOKa3y CKJIaB 25 JHIB.

12.4. Mikpo6iosoris

Mexanizm aii

Kiodasumin YMHUTE TIOBIIBHY OaKTepHLIMAHY Aito Ha Mycobacterium leprae (nanuuka Xancena). Knodasumin
NpUrHivye pict MikobakTepiit i 3B s13yeThes nepepakuo 3 JIHK mikobaxrepii. Kinodasumin Takoxk 3aikcHIOe
MpOTH3aNaIbHY IO MPH JIKyBaHHI peakiii Jenpo3Hoi By3ayBaTol epureMu. OJIHaK, TOUHMH MeXaHi3M Horo aii
3aTMLIAETHCS HE 3’ ACOBAHUM.

MexaHi3m Jii, IKUi BUSBJISETHCS B aHTHMIKOOAKTepiaibHIA aKTUBHOCTI Ki10(a3iuMiHy, MOKe OyTH IMOsICHEHHH
THM, IO Jis KJ0(asuMiHy CTIpAMOBaHa Ha MeMOpaHH, BKJIFOYAOUM OaKTepiaabHUH IMXaIbHUH KaHaJl Ta I0HHI
TpaHCcropTepy. BHYTPIlIHBOKTITHHHI OKUCHO-BITHOBHI peakilii, BKJIIOYal0Yl OKHCHEHHs NIEPETBOPEHOIO
KJ10(ha3uMiHy, IPU3BOAATH IO HAKOITMYCHHS aKTHBHUX (GopM KucHIO (ADK), cynepoKcHuAriaporeH nepoKcumy
(H,0,). ITo-npyre, B3aemoxis kiodazuminy 3 pocdomninigamu y MmemOpaHi NpU3BOAUTE 10 HAKOITMYEHHS
AHTUMIKpOOHHUX JTi30(0chOimiaiB, SKi BUKIMKAIOTh AUC(YHKIIIO MEMOPaHH, 11O TATHE 32 COO0X0 B3aEMOJIIIO 3
K+. O6uaBa MexaHi3MH NPU3BOIATE 1O B3a€EMOIIi 3 KIIITHHHOIO €HEPTi€l0, sKa BUAUIAEThCA Y POLECi
MeTaboi3My, IIIXOM NopyieHHs npoaykKyBanHs AT®. ITpoTu3ananbHi BIaCTHBOCTI KI0ha3UMiHy
MOSACHIOKOTHCS, B IEPIIY Yepry, MPUrHIYeHHsIM akTuBauii Ta npomidepauii T-nimpouunTtis. Knodasumin moxe
OITOCEPEeIKOBAHO BIUTMBATH Ha npodtidepartito T-KITHH IIIIXOM CTUMYJIIOBaHHA BUBiIbHEHHs ADK Ta
npocrtarnaaauai (IT1) E-cunresy, 30kpema, [II'E2 3 HelTpodiiB Ta MOHOIMTIB.

Ouinka MiHiManeHOI iHriGyrouoi konuenTpauii (MIK) kinogpazuminy, HeoOXiaHOI Ul 60POTEOM 3 MATMYKOIO
XaHceHa B yMOBax in vitro, e He OyJ1a poBe/ieHa.

IlepexpecHa pe3HCTEHTHICTH
Kitodasumin He IEMOHCTPYE MePeXpecHOi Pe3UCTEHTHOCTI 3 1aTICOHOM a00 pUdaMITiHOM.

13. JOKJIIHIYHI JAHI 3 TOKCHKOJIOI'TYHUX JOCJIKEHD

13.1. Kanueporenes, myrareses Ta BIUIHB Ha pepTHIBHICTD

[penapat JIAMIIPEH He BuBYaBCS y XO/I1 JOBrOCTPOKOBUX JOCIIIKEHb KaHLIEPOT' ¢

PesynbTaTi [OCHiPKeHb MyTareHHOCTI (TecT EfiMca) BUABMIMCS HETaTUBHUMMU. [lesik

KJIACTOICHHHUH MOTEHLIaN Y MHUILIEH.
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B 0ZHOMY J0CTIi/KeHH] Y caMOK 1Iypis, sikum aasaiu JJAMITPEH (nounnaious 3a 9 TWXKHIB 110 CHIAPOBYBAHHS i
710 BiJUTy4eHHS OTOMCTBA Bijl MaTepi) y 1031 50 Mr/kr/no0y, 10 A0piBHIOE MPUEIHM3HO 2,4 MaKCHMAIbHOT
PeKOMEHIOBAHOT KIIiHIUHOT 103H, CIIOCTEPITanocs NOpyIeHHs GepTUIBLHOCTI (3MEHLIeHa KIJIBKICTb OTOMCTBA |
MEHIIHH [IaHC 3aBariTHITH). JIOKIiHIYHI JaHi 010 GepTHIBHOCTI y CaMIliB BiACYTHI. :

16. ®OPMA BUITYCKY/OCOBJIMBOCTI 3BEPII' AHHSA

Popma BUIIYCKY

M’ siKi JKeaTHHOBI Kancyiu 1o 50 Mr, KOpH4HeBi, chepuyHi
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Oco6uBoCTI 30epiranas

He 36epiratu npu temmneparypi Buie 25°C (77°F). 36epirat y MiclsX, 3aXUILEHUX BiJl BOJIOTH.
36epiraTu y miiibHO 3aKkputoMy KoHTeiHepi (USP).

17. PEKOMEHIAIII 1151 TIALIIEHTIB

Inpopmanis 115 nanieHTiB

o [loBizmomre nauientam mpo e, o JJAMITPEH cnix npuitmaTu nig gac npuiiomy Dii.

e [loBizomTe marieHTaM mpo Te, WO M CJIiA pO3NOBIAATH MPO OUIb y )KUBOTI UM 1HLII CUMITOMM 3 OOKY LIJTyHKOBO-
KHIIKOBOI'O TPAKTy, TakKi sK, HAPHKJIa/, OJIFOBOTA UM HY/0Ta, IXHbOMY MOCTA4aJIbHUKY MEIHYHHMX MOCITYT.

o TlosimomTe mauienTtam npo e, o JJAMIIPEH uacto BUKJIHKAE 3MiHY KONBOPY IIKipH Ha Oyb-AKi BIATIHKH Bil
YepPBOHOTO JI0 KOPUYHEBO-YOPHOTO, @ TAKOK 3MiHY KOJBbOPY KOH IOHKTHBH, CJIi3, IIOTY, CJIMHM, Cedi Ta Kaly.
[TpoingopMyiiTe MaLieHTIB PO Te, 1O MKipa Habye HOPMATBLHOTO KOJIbOPY Yepe3 AeKilbKa MicsiiB abo poKiB
micist 3aKiHYeHHs JikyBaHHs npenaparom JIJAMITIPEH.

e [loBizoMTe mawieHTaM Mpo Te, 10 3MiHa KOJIBOPY IIKIPH MOJKE BIUIMBATH HA NICUXIYHHUIA CTaH Ta PEKOMEH/yiTe
M posnoBigaTi mpo Oyab-sKi CHMIITOMH JAenpecii 4u cyTlMaaabHi JyMKH.

¢ PexomeHjtyiiTe )KiHKaM QiTOPOHOTO BiKy BUKOPHCTOBYBATH €()EeKTUBHI 3aCO0M KOHTpALIENLIl i/ 4ac JiKyBaHHs
npernaparoM JJAMITPEH Ta moHalimMeHIe npoTsaroM 4 MicsiiiB MicJis MPUITMHEHHS JIiIKyBaHHS ITPeriapaTom
JIAMIIPEH. Takox pekoMeHIy#HTe IM IIPOBECTH TECT Ha BariTHICTh J0 MOYATKY JIiKyBaHHS NpernapaToM
JIAMITPEH.

e Pexomenuayiite 4osoBikam, siki orpumytots JJAMITPEH, BukopHcTOBYBaTH Npe3epBaTHBHY I1i/] Yac CTATEBUX aKTIiB
NIPOTATrOM Tepioay JiikyBaHHs npenaparoMm JJAMITPEH i monaliMeHIie mpotsroM 4 MicsLiB MiC/Is IIPUITHHEHHS]
nikyBanHs npenapatoM JIJAMITPEH.

e TloBioMTe marieHTaM Mpo Te, 10 BaKIHBO JOTPUMYBATHCS NPU3HAYEHOT CXEMH JIIKYBaHHS JJ15 TOrO, 11100
3amo0irTH PO3BUTKY pe3UCTeHTHOCTI. HeperynsapHe 3acTocyBaHHS Ipenapary Ta HeIOTPUMAHHS CXEMH JIIKyBaHHS
MO3KYTh IIPU3BECTH JI0 TOTO, 1[0 3aXBOPIOBaHHS Oy/e BHIIKyBaHe yepe3 OiIbLIMii MpoMiXKOK yacy abo Gyne
BUJIIKYBaHe HETIOBHICTIO, 1 XBopuii Oy/e iH}ikyBaTH iHIMX moaed. HenoTpuMaHHS cXeMU JTiKyBaHHS MOKe
NPU3BECTH 10 IPOrPECYBaHHS 3aXBOPIOBAHHA i MaTH CBOIM KiHLIEBMM HAaCJIiZIKOM iHBaJIIJHICTh YM KaJILITBO.
SIKIIO 1ie MOXKITHBO, 3a0e3meuTe, 00 MaLieHTH, SIKi He T0TPUMYIOThCS PEKOMEHIALiH 11010 JTiKyBaHHS,
OTPHMAJTH HAJIEXKHY OLIIHKY, O3HAHOMMIIHCS 3 BiATIOBITHOIO MEIMYHOIO iH(POPMALIEIO Ta OTPUMYBAJIH JIIKYBaHHS
i HarJIsI0M.

e TIpoiHCTPYKTYy#Te Malli€HTIB MPO O3HAKU Ta CUMIITOMH 3allaJIbHUX PEaKLii i peUUINBIB, AKi MOXYTb
criocTepiraTics i Yyac JiKyBaHHS Ta IicJg HOro 3aBeplLIeHHs, i MpoiHGOpMy#Te 1X MPO BayKIMBICTh HEraifHOTO
TOBiIOMJIEHHS [TPO MEPII MMPOSBH LMX O3HAK IXHIM MoCcTavyaJbHUKAM MEJHYHHX MOCITYT.

Juctpub’roTop:

«Hosapric ®apmackrotikan3 Koprnopeima» (Novartis Pharmaceuticals Corporation)
Cxinnuit ['annosep, mrat Heto-/Ixepci, 07936

© «Hosapric»
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Incmpykuia npo 3acmocysanns aiKapcoKo2o
3aco0y aoo ingopmayia npo 3acCmMmoCy8aHH:A
JIKAPCbKO20 3aC00y, 3ameeporHceHa 32i0H0 3
HOPMAMUBHUMU 6UMO2AMU KPATHU
3aaenuka/Bupoonuka abo kpainu,
PeyIamopHulu Op2an AKOL Kepyemocs
BUCOKUMU CIIAHOAPMAMU AKOCHI, U0
810N06I0AI0OMb CHAHOAPMAM,
pexkomenoosanum BOO3, ma/abo 32i0Ho 3
pe3ynibmamamu KIiHIYHUX 6URPOOYBaAHb,
BUK/IA0CHA MOBOI0 8IONOBIOHO 00 BUMO2
BU3HAYCHUX A03AUOM OPY2UM YACHUHU
mpemupoi cmammi 26 3axkony Ykpainu «Illpo
3acaou 0eprHcasHoi MO6HOI NOJIIMUKU)




i b NOVARTIS
LAMPRENE®100 mg

capsule molle
Clofazimine

Lissz attentivement 'intégralité de cefte notice avant de prendre ce médicament.

Elle contient des informations importantes sur votre traitement.

Si vous avez d'autres questions, si vous avez un doute, demandez plus d'informations 4 votre médecin ou & votre pharmacien.
Ce médicament vous a ét€ personnellement prescrit. Ne le donnez jamais & quelqu'un d'autre, méme en cas de symptémes
identiques, car cela pourrait lui étre nocif.

Gardez cette notice, vous pourriez avoir besoin de ia relire.

~ La substance active est la clofazimine ............cc.ccc..u..n. 100,00 mg
- Les autres composants sont le butylhydroxytolugne, I'acide citrique anhydre, le propyléneglycol, I"huile de colza, la lécithine de
soja, un mélange de cires (cire d'abeille, huile de soja hydrogénée, huiles végétales hydrogénées).

Composition de I'enveloppe de la capsule molle : gélatine, glycérol, oxyde de fer noir, oxyde de fer rouge, paraméthoxy-
acétophénone, éthylvanilline, parahydroxybenzoate d'éthyle sodé, parahydroxybenzoate de propyle sodé.

“Titutaire 7 Exploitant :
Novartis Pharma S.A.S.

2-4, rue Lionel Terray

92500 Rueil-Malmaison - France
Tél. : 01.55.47.66.00

Fabricant :

Novartis Pharma S.A.S.
26, rue de la Chapelie
68330 Huningue - France

1. QU'EST-CE QUE LAMPRENE®100 mg, capsule molle ET DANS QUEL CAS EST-IL UTILISE ?
Ce médicament se présente sous forme de capsule molle contenant 100 mg de clofazimine, en flacon de 100 capsules.
Ce médicament est un anti-mycobactérien. Il est indiqué en association avec d’autres médicaments, dans le traitsment des
formes multibacillaires de la maladie de Hansen.

2. INFORMATIONS NECESSAIRES AVANT DE PRENDRE LAMPRENE®100 mg, capsule molle.

Ne pas prendre LAMPRENE®100 mg, capsule molle :

- en cas d'allergie & la clofazimine ou & I'un des constituants de ce médicament.

- sivous 8tes allergique (hypersensible) & 'arachide ou au soja, en raison de la présence d'huile de soja.

Prendre des précautions particuligres avec LAMPRENE®100 mg, capsule molle :

- en cas d'apparition de troubles digestifs, de diarrhée ou de vomissements persistants, avertir rapidement votre médecin, qui
devra adapter le traitement, voire vous hospitaliser.

~ en cas de douleurs au ventre, diarrhée, maladie du foie ou des reins, prévenez votre médecin afin qu'il puisse adapter votre
trafterment—— - el SRR del. vt

- ce médicament contient du parahydroxybenzoate d'éthyle sodé et du parahydroxybenzoate de propyle sodé et peut provoquer
des réactions allergiques.

Grossesse

Avertir votre médecin en cas de grossesse ; il appréciera le risque éventuel de ce médicament dans votre cas.

Demandez conseil & votre médecin ou d votre pharmacien avant de prendre tout médicament.

Allaitement

Dans la mesure du possible, il est déconseillé d'aliaiter pendant la durée du traitement, en raison du passage de ce médicament

dans le lait maternel.

Demandez conseil & votre médecin ou & votre pharmacien avant de prendre tout médicament.

Conduite de véhicules el utilisalion de machines

L'attention est appelée, notamment chez les conducteurs de véhicules et les utilisateurs de machines, sur les risques de troubles

de la vision de jour et de nuit, de somnolence liés a la prise de ce médicament.

Liste des excipients & effet notoire : huile de soja, parahydroxybenzoate d'éthyle sodé, parahydroxybenzoate de propyle sodé.

Prise ou utilisation d'autres médicaments

Veuillez indiquer 2 votre médecin ou  votre pharmacien si vous prenez ou avez pris récemment un autre médicament, méme s'il -
s‘agit d'un médicament obtenu sans ordonnance.

3. COMMENT PRENDRE LAMPRENE®100 mg, capsule molle ?
Posologie =
Dans le traltement de la maladie de Hansen, ce médicament ne doit jamais 8tre prescrit seul, mais en association &
d'autres thérapeutiques.

La posologie est variable selon I'4ge et le poids.
A titre indicatif, la posologie usuelle recommandée par I'Organisation Mondiale de la Santé (0.M.S.), est la suivante :
* Adultes (d'environ 60 kg) :

— clofazimine : 300 mg/1 fois par mois (J,) sous survelliance + 50 mg/j (de J, 2 J,),

- rifampicine : 600 mg/1 fois par mois (J,) sous surveillance,

— dapsone: 100 mg/j (de J, & J,,).

= clofazimine : 150 mg/1 fois par mois (J,) sous surveillance + 50 mg un jour sur deux (de J, 2 Ja)s

~ rifampicine : 450 mg/1 fois par mois (J,) sous surveillance,

- dapsone: 50 mg/j (de J, & Jy,).

. de moln: 4
~ clofazimine :100 mg/1 fois par mois (J,) sous surveillance + 50 mg 2 fois par semaine,
~ rifampicine : 300 mg/1 fois par mois (J,) sous surveillance,

- dapsone: 25 mg/j. .

Cependant, des rythmes d'administration autres que celui préconisé par I'0.M.S., sont possibles.

SE CONFORMER STRICTEMENT A L'ORDONNANGE DE VOTRE MEDECIN.

Mode et voie d’administration

Voie orale.

Ce médicament sera pris de préférence au cours des repas ou avec du lait.

Durée du traitement :

Ce médicament, associé a deux autres, sera pris pendant au moins 12 mois.
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5. COMMENT CONSERVER LAMPRENE®100 mg, capsule molle ?

Pour &tre efficace, cet antibiotique doit &tre utilisé régulierement aux doses prescrites, et aussi longtemps que votre médecin
vous |'aura conseiflé.

La disparition de la fiévre, ou de tout autre symptome, ne signifie pas que vous 8tes complétement guéri.

L'éventuelle impression de fatigue, n'est pas due au traitement antibiotique mais a I'infection elle-mame. Le fait de réduire ou de
suspendre votre traitement serait sans effet sur cette impression et retarderait votre guérison.

Si vous avez pris plus de LAMPRENE®100 mg, capsula mollg que vous n'auriez df ;

Avertir un médecin en urgence.

Si vous oubliez de prendre LAMPRENE®100 mg, capsule molle :

Ne prenez pas de dose double pour compenser la dose simple que vous avez oublié de prendre.

. QUELS SONT LES EFFETS INDESIRABLES EVENTUELS ?

Comme tous les médicaments, LAMPRENE® 100 mg, capsule molle est susceptible d'avoir des effets indésirabies :

Peau et 2ux

- Fréquemment : chez les sujets a peau claire, coloration rougeétre  brun foncé de la peau, en particulier sur les zones
découvertes et sur les Iésions. Chez les personnes & peau noire, cette coloration peut prendre une couleur gris-noire.
Ces troubles disparaissent & I'arrét du traitement, mais souvent la coloration de la peau ne disparaft complétement que
plusieurs mois voire plusieurs années aprés I'arrét du traitement. Possibilité de coloration définitive sur d'anciennes Iésions.
Sécheresse de la peau, qui parfois se recouvre de squames.

~ Occasionnellement : démangeaison, éruption cutanée.

- Rarement : réaction cutanée de type allergique a la lumiére, éruptions comparables  I'acné.

Appareil digestif

~ Fréquemment : vomissements, douleurs du ventre, diarrhée.

~ Rarement : nausées, perte d'appétit, affections de ['intestin.

— Cas isolés : occlusion de I'intestin (arrét du cours des matiéres et des gaz contenus dans un segment de I'intestin).

Yeux )

— Fréquemment : coloration de la conjonctive, de la cornée et des larmes.

— QOccasionnellement : sécheresse et irritation des yeux, troubles de la vision tels que altération de la vision de jour et de nuit.

— Rarement : coloration d'une partie de la rétine ou de la cornée, réversible a ['arrét du traitement.

Neurologie

— Rarement : maux de téte, fatigue, somnolence.

- Cas isolés : dépression due a la coloration cutanée.

Tests de laboratoire

~ Rarement : élévation de la glycémie (taux de sucre dans le sang).

Autres

— Fréquemment : coloration de la sueur, coloration du lait, des expectorations (crachats), de I'urine et des matigres fécales.

- Occasionneliement : perte de poids.

~ Cas isolés : gonflement des jambes, atteinte de la rate, maladie sévére de la peau, agranulocytose {chute importante de
certains globules blancs (granulocytes) dans le sang, troubles sévéres du rythme cardiaque, acidité élevée dans le sang).

~ En raison de la présenca d'huile de soja et de lécithine de soja, risque de réactions allergiques (urticaire, réaction allergique
généralisée).

Si vous remarquez des effets indésirables non mentionnés dans cette notice, veuillez en informer votre médecin ou pharmacien.

Ce médicament doit &tre conservé A une température ne dépassant pas 25°C et conserver le flacon ottty
soigneusement fermé, a I'abri de I'humidité.

Ne laisser ni & Ia portée ni a la vue des enfanis. 9

Ne pas utiliser aprés la date de péremption figurant sur fa bo'te. Tenir & I'abri
La derniére date a laquelle cette notice a 6té approuvée est le 11.09.2008. de humidité

. CONSEILS / EDUCATION SANITAIRE

oir sur ibi ?
Les antibiotiques sont efficaces pour combattre les infections dues aux bactéries. lls ne sont pas efficaces contre les infections
dues aux virus.
Aussi, votre médecin a choisi de vous prescrire cet antibiotique parce qu'il convient précisément & votre cas et a votre maladie
actuelle.
Les bactéries ont la capacité de survivre ou de se reproduire malgré |'action d'un antibiotique. Ce phénomene est appelé
résistance : il rend certains traitements antibiotiques inactifs. La résistance s'accroit par I'usage abusif ou inapproprié des
antibiotiques.
Vous risquez de favoriser I'apparition de bactéries résistantes et donc de retarder votre guérison ou méme de rendre inactif ce
médicament, si vous ne respectez pas:
- la dose a prendre,
- les moments de prise,
- gtla durée de traitement.

-N consequent pour p de ce medicament :

1) N'utilisez un antibiotique que lorsque votre médecin vous I'a prescrit.

2) Respectez strictement votre ordonnance.

3) Ne réutilisez pas un antibiotique sans prescription médicale m8me si vous pensez combatire une maladie apparemment
semblable.

4) Ne donnez jamais votre antibiotique & une autre personne; il n'est peut-ttre pas-adaptéa sa maladie.

5) Une fois votre traitement terminé, rapportez 2 votre pharmacien toutes les boites entamées pour une destruction correcte
et appropriée de ce médicament.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
LAMPRENE safely and effectively. See full prescribing information for
LAMPRENE.

LAMPRENE® (clofazimine) capsules, for oral use
Initial U.S. Approval: 1986

cemmmememmeeeeeeeeeee - RECENT MAJOR CHANGES-------------=emmemeeeeee
Dosage and Administration (2) 7/2016
Contraindications (4) 7/2016
Warnings and Precautions (5) 7/2016

e e INDICATIONS AND USAGE---------meeemeemeeee
LAMPRENE is an antimycobacterial indicated for the treatment of
lepromatous leprosy, including dapsone-resistant lepromatous leprosy and
lepromatous leprosy complicated by erythema nodosum leprosum. (1.1)

To prevent the development of drug-resistance, LAMPRENE should be used
only as a part of combination therapy for initial treatment of lepromatous
leprosy. (1.2)

—mmmemememmneeeeeeee--DOSAGE AND ADMINISTRATION------emeemmmemeeae

. For dapsone-sensitive lepromatous leprosy, 100 mg daily with meals as
a part of a combination regimen for at least 2 years is recommended.
2.1)

e For dapsone-resistant lepromatous leprosy, 100 mg daily with meals in
combination with one or more other agents for 3 years. (2.1)

e For lepromatous leprosy complicated by erythema nodosum leprosum,
100 mg to 200 mg daily for up to 3 months. Taper dose to 100 mg as
quickly as possible. (2.1)

---------------------- DOSAGE FORMS AND STRENGTHS-------=-=enneeaeenn
50 mg soft gelatin capsules. (3)

CONTRAINDICATIONS
Known hypersensitivity to clofazimine or to any of the excipients of
LAMPRENE. (4)

e Abdominal obstruction and other gastrointestinal adverse reactions:
LAMPRENE may deposit in intestinal mucosa causing intestinal
disturbances, including abdominal obstruction, bleeding, splenic
infarction and death. Reduce dose or discontinue LAMPRENE if patient
complains of pain in abdomen or other gastrointestinal symptoms. (5.1)

e QT prolongation: QT prolongation and Torsades de Pointes may occur
with LAMPRENE. Coadministration with other QT prolonging drugs or
with bedaquiline may cause additive QT prolongation. Monitor ECGs
and discontinue LAMPRENE if significant ventricular arrhythmia or
QTCcF interval greater than or equal to 500 ms develop. (5.2)

. Skin and body fluid discoloration and other skin reactions: Advise
patients that skin and body fluid discoloration frequently occur with use
of LAMPRENE. (5.3)

. Depression and suicide due to skin discoloration. Monitor patients for
psychological effects of skin discoloration. (5.4)

ADVERSE REACTIONS
Most common adverse reactions reported in 40% to 50% of patients are skin
and body fluid discoloration, abdominal and epigastric pain, diarrhea, nausea,
vomiting, gastrointestinal intolerance. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

—eereneneneeeeeenee-USE IN SPECIFIC POPULATIONS--cmmcrmememmecence

Human Immunodeficiency Virus (HIV) Patients: No dose adjustment of
LAMPRENE is needed for HIV-infected patients (8.6)

See 17 for PATIENT COUNSELING INFORMATION
Revised: 7/2016
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Lepromatous Leprosy

LAMPRENE is indicated in combination with other antileprosy drugs for the treatment of lepromatous leprosy, including
dapsone-resistant lepromatous leprosy, and lepromatous leprosy complicated by erythema nodosum leprosum.

1.2 Usage

To prevent the development of drug-resistance, LAMPRENE should be used only as a part of combination therapy for
initial treatment of lepromatous (multibacillary) leprosy [see Dosage and Administration (2.1)].

For further guidance on the treatment of leprosy, contact the National Hansen’s Disease Clinical Center, Baton Rouge,
Louisiana (LA) at (1-800-642-2477) or http://www.hrsa.gov/hansensdisease/clinicalcenter.html.

2 DOSAGE AND ADMINISTRATION
2.1 Dosage
e Dapsone-sensitive Lepromatous (multibacillary) Leprosy

Administer 100 mg LAMPRENE daily with meals in combination with two other antileprosy drugs for at least 2 years
and if possible, until negative skin smears are obtained, followed by monotherapy with an appropriate antileprosy
drug.

e Dapsone-resistant Lepromatous Leprosy

Administer 100 mg LAMPRENE daily with meals in combination with one or more other antileprosy drugs for 3
years, followed by monotherapy with 100 mg of LAMPRENE daily.

e Lepromatous Leprosy complicated by Erythema Nodosum Leprosum Reactions

Administer LAMPRENE at 100 mg to 200 mg daily, in conjunction with baseline antileprosy treatment and steroids
as clinically indicated. If LAMPRENE is administered at 200 mg dose, taper to 100 mg as soon as possible after the
erythema nodosum reaction is controlled. Doses of LAMPRENE of more than 100 mg daily should be given for as
short a period as possible and only under close medical supervision /see Warnings and Precautions (5.1)].

2.2 Important Pre-test Prior to Administration
Sexually-active females of reproductive potential should have a pregnancy test prior to LAMPRENE administration /see
Use in Specific Populations (8.3)].
3 DOSAGE FORMS AND STRENGTHS
~ Each LAMPRENE capsule contains 50 mg clofazimine in a soft gelatin capsule. The capsules are brown and spherical.

4 CONTRAINDICATIONS

LAMPRENE is contraindicated in patients with known hypersensitivity to clofazimine or any of the excipients of
LAMPRENE.

5 WARNINGS AND PRECAUTIONS
5.1 Abdominal Obstruction and Other Gastrointestinal Adverse Reactions

Clofazimine may accumulate in various organs as crystals, including the mesenteric lymph nodes and histiocytes at the
lamina propria of the intestinal mucosa, spleen and liver. Deposition in the intestinal mucosa may lead to intestinal
obstruction that may necessitate exploratory laparotomy. Splenic infarction, gastrointestinal bleeding, and death have been
reported. If a patient complains of pain in the abdomen, nausea, vomiting, or diarrhea, initiate appropriate medical
investigations and reduce the daily dose of LAMPRENE, or increase the dosing interval or discontinue the drug. Doses of
LAMPRENE of more than 100 mg daily should be given for as short a period as possible (less than 3 months) and only
under close medical supervision.

5.2 QT prolongation

Cases of Torsades de Pointes with QT prolongation have been reported in patients receiving dosage regimens containing
higher than 100 mg daily dose of LAMPRENE or in combination with QT prolonging medications. For QT prolongation
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and Torsades de Pointes cases, the patient must remain under medical surveillance. In all these patients, monitor
electrocardiograms (ECGs) for QT prolongation and cardiac rhythm disturbances [see Dosage and Administration (2.1)].

QT prolongation has also been reported in patients who were receiving LAMPRENE with bedaquiline at the
recommended dosage regimen for each drug. Monitor ECGs if LAMPRENE is coadministered to patients receiving
bedaquiline, and discontinue LAMPRENE if clinically significant ventricular arrhythmia is noted or if the QTcF interval
is 500 ms or greater. If syncope occurs, obtain an ECG to detect QT prolongation.

53 Skin and Body Fluid Discoloration and Other Skin Reactions

LAMPRENE causes orange-pink to brownish-black discoloration of the skin, as well as discoloration of the conjunctivae,
tears, sweat, sputum, urine and feces in 75-100% of patients. Advise patients that skin discoloration is likely to occur and
that it may take several months or years to reverse after the conclusion of therapy.

Other skin reactions associated with LAMPRENE therapy include ichthyosis, dry skin and pruritus.
5.4 Psychological Effects of Skin Discoloration

Skin discoloration due to LAMPRENE therapy has been reported to result in depression and suicide. Advise patients
regarding skin discoloration and monitor for depression or suicidal ideation during LAMPRENE therapy.

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the labeling:

e Abdominal Obstruction and Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.1)]
e QT Prolongation [see Warnings and Precautions (5.2)]

e Skin and Body Fluid Discoloration and Other Skin Reactions [see Warnings and Precautions (5.3)]

e Psychological Effects of Skin Discoloration /see Warnings and Precautions (5.4)]

The following adverse reactions associated with the use of LAMPRENE were identified. Because these adverse reactions
are reported from different studies, these adverse reactions cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

Adverse Reactions Occurring In More Than 1% of Patients

Skin: Pigmentation from pink to brownish-black in 75% to 100% of the patients within a few weeks of treatment;
ichthyosis and dryness (8% to 28%); rash and pruritus (1% to 5%).

Gastrointestinal: Abdominal and epigastric pain, diarrhea, nausea, vomiting, gastrointestinal intolerance (40%- to-50%).
Ocular: Conjunctival and corneal pigmentation due to clofazimine crystal deposits; dryness; burning; itching; irritation.
Other: Discoloration of urine, feces, sputum, sweat; elevated blood sugar; elevated erythrocyte sedimentation rate (ESR).
Adverse Reactions Occurring In Less Than 1% of Patients

Skin: Phototoxicity, erythroderma, acneiform eruptions, monilial cheilosis.

Gastrointestinal: Bowel obstruction, gastrointestinal bleeding, anorexia, constipation, weight loss, hepatitis, jaundice,
eosinophilic enteritis, enlarged liver.

Ocular: Diminished vision, maculopathy (bull’s eye retinopathy).
Nervous: Dizziness, drowsiness, fatigue, headache, giddiness, neuralgia, taste disorder.
Psychiatric: Depression and suicide secondary to skin discoloration.

Laboratory: Elevated levels of albumin, serum bilirubin, and aspartate aminotransferase (AST); eosinophilia;
hypokalemia.

Other: Splenic infarction, thromboembolism, anemia, cystitis, bone pain, edema, fever, lymphadenopathy, vascular pain.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
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There are no data with LAMPRENE use in pregnant women to inform associated risk. Retardation of fetal skull
ossification, increased incidences of abortions and stillbirths, and impaired neonatal survival were observed in mice
following prenatal exposure to LAMPRENE at 25 mg/kg, equivalent to the 0.6 times maximum recommended human
daily dose (200 mg), based on body surface area comparisons. Advise pregnant women of the potential risk to the fetus.

The background risk of major birth defects and miscarriage for the indicated population is unknown; however, in the U.S.
general population, the estimated background risk of major birth defects is 2-4% and of miscarriage is 15-20% of
clinically recognized pregnancies.

Clinical Considerations

Fetal/neonatal adverse reactions
The skin of infants born to pregnant mothers who had received LAMPRENE during pregnancy is pigmented at birth.

Limited data is available regarding the reversibility of discoloration. Based on previous observations, discoloration
gradually faded over the first year.

Data
Human Data

There are no studies of LAMPRENE use in pregnant women. Few cases of clofazimine use during pregnancy have been
reported in the literature. These reports indicate that the skin of infants born to women who had received LAMPRENE
during pregnancy was deeply pigmented at birth. LAMPRENE should be used during pregnancy only if the potential
benefit justifies the risk to the fetus.

Animal Data

Embryofetal toxicity studies were conducted in rats, rabbits and mice. In mice LAMPRENE-induced embryotoxicity and
fetotoxicity was evident. Retardation of fetal skull ossification, increased incidences of abortions and stillbirths, and
impaired neonatal survival were observed following prenatal exposure to LAMPRENE at 25 mg/kg, equivalent to the 0.6
times maximum recommended human daily dose [MRHD] (200 mg), based on body surface area comparisons. The skin
and fatty tissue of offspring became discolored approximately 3 days after birth, which was attributed to the presence of
clofazimine in the maternal milk. No developmental effects were observed in rat or rabbits orally administered
clofazimine during organogenesis at doses up to 50 mg/kg and 15 mg/kg,(equivalent to about 2.4 and 1.5 times the
MRHD of 200 mg based on body surface area) respectively. These animal studies were conducted according to the
standards at the time of initial drug approval (1986) and not under current regulatory standards.

8.2 Lactation

Risk summary

LAMPRENE is excreted in human milk. Skin discoloration has been observed in breast fed neonates of mothers receiving
clofazimine.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for
LAMPRENE and any potential adverse effects on the breastfed infant from LAMPRENE or from the underlying maternal
condition.

8.3 Females and Males of Reproductive Potential

Pregnancy testing

Sexually-active females of reproductive potential should have a pregnancy test prior to starting treatment with
LAMPRENE.

Contraception

Animal studies have shown LAMPRENE to be harmful to the developing fetus. Advise sexually active females of
reproductive potential to use effective contraception (methods that result in less than 1 % pregnancy rates) when using
LAMPRENE during treatment and for at least 4 months after stopping treatment with LAMPRENE.

Advise males taking LAMPRENE to use a condom during intercourse while on treatment and for at léast 4 months after
stopping treatment with LAMPRENE.

Infertility
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Impaired female fertility (reduced number of offspring and lower proportion of implantations) was observed in one study
in rats receiving LAMPRENE [see Nonclinical Toxicology (13.1)]. There are no non-clinical data on male fertility.

8.4 Pediatric Use
Safety and effectiveness of LAMPRENE in pediatric patients have not been established.
8.5 Geriatric Use

Clinical studies of LAMPRENE did not include sufficient numbers of subjects aged 65 and older 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,
usually starting at the low end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac
function, and of concomitant disease or other drug therapy.

8.6 Patients with HIV Co-infection

Response to treatment, including treatment of erythema nodosum leprosum reactions, is not altered in HIV-positive and
immunocompromised leprosy patients. Dose adjustments of LAMPRENE are not required in these patients.

10 OVERDOSAGE

No specific data are available on the treatment of overdosage with LAMPRENE. However, in case of overdose, the
stomach should be emptied by inducing vomiting or by gastric lavage, and supportive symptomatic treatment should be
employed.

11 DESCRIPTION

LAMPRENE (clofazimine) is an antimycobacterial available as soft gelatin capsules for oral administration. Each capsule
contains 50 mg of micronized clofazimine suspended in an oil-wax base. Clofazimine is a substituted iminophenazine
bright-red dye. Its chemical name is 3-(p-chloroanilino)-10-(p-chlorophenyl)-2, 10-dihydro-2-isopropyliminophenazine,
and its structural formula is

Gl

Seom.
N"" NH Qm

Clofazimine is a reddish-brown powder. It is readily soluble in benzene; soluble in chloroform; poorly soluble in acetone
and in ethyl acetate; sparingly soluble in methanol and in ethanol; and virtually insoluble in water. Its molecular weight is
473.4. Its molecular formula is C,;H,,CIL,N,

Inactive Ingredients in Capsules: Beeswax, butylated hydroxytoluene, citric acid, ethyl vanillin, gelatin, glycerin, iron
oxide, lecithin, p-methoxy acetophenone, parabens, plant oils, propylene glycol.

Capsule Shells Contain: ethyl parahydroxybenzoate sodium, propyl parahydroxybenzoate sodium, ethylvanillin, gelatin,
glycerol 85%, black iron oxide, red iron oxide, p-methoxy acetophenone.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

LAMPRENE is an antimycobacterial drug [see Microbiology (12.4)].
12.3  Pharmacokinetics

Absorption

Clofazimine has a variable absorption rate in leprosy patients, ranging from 45% to 62% after oral administration of
LAMPRENE. The average serum concentrations of clofazimine in leprosy patients treated with LAMPRENE 100 mg and
300 mg daily were 0.7 mcg/mL and 1 mcg/mL, respectively.
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Time to reach peak plasma concentration (median T,y ) of clofazimine decreases from 12 hours to 8 hours under fed
conditions relative to the fasted state.

Distribution

Clofazimine is highly lipophilic and tends to be deposited predominantly in fatty tissue and in cells of the
reticuloendothelial system. It is taken up by macrophages throughout the body. In autopsies performed on leprosy patients
who had received LAMPRENE, clofazimine crystals were found predominantly in the mesenteric lymph nodes, adrenals,
subcutaneous fat, liver, bile, gall bladder, spleen, small intestine, muscles, bones, and skin.

Clofazimine is bound to alpha- and beta-lipoproteins in serum, particularly the beta- lipoproteins, and the binding was
saturable at plasma concentrations of approximately 10 mcg/mL. Binding to gamma-globulin and albumin was negligible.

Metabolism

Three clofazimine metabolites were found in urine following repeated oral doses of LAMPRENE. Information on the
metabolism of clofazimine is limited.

Elimination

After ingestion of a single 300 mg dose of LAMPRENE, elimination of unchanged clofazimine and its metabolites in a
24-hour urine collection was negligible. Part of the ingested drug recovered from the feces may represent excretion via the
bile. A small amount is also eliminated in the sputum, sebum, and sweat. The elimination half-life of clofazimine
following repeated oral doses of 50 or 100 mg LAMPRENE in leprosy patients was highly variable with estimates
ranging from 6.5 to 160 days. The overall mean half-life of clofazimine in these leprosy patients was approximately 25
days.

12.4  Microbiology
Mechanism of Action

Clofazimine exerts a slow bactericidal effect on Mycobacterium leprae (Hansen’s bacillus). Clofazimine inhibits
mycobacterial growth and binds preferentially to mycobacterial DNA. Clofazimine also exerts anti-inflammatory
properties in treating erythema nodosum leprosum reactions. However, its precise mechanisms of action are unknown.

The mechanism of action for the antimycobacterial activity of clofazimine can be postulated through its membrane-
directed activity including the bacterial respiratory chain and ion transporters. Intracellular redox cycling, involving
oxidation of reduced clofazimine, leads to the generation of antimicrobial reactive oxygen species (ROS), superoxide-
hydrogen peroxide (H,0,). Secondly, interaction of clofazimine with membrane phospholipids results in the generation of
antimicrobial lysophospholipids, which promote membrane dysfunction, resulting in interference with K+ uptake. Both
mechanisms result in interference with cellular energy metabolism by disrupting ATP production. Anti-inflammatory
activity of clofazimine is primarily through inhibition of T lymphocyte activation and proliferation. Clofazimine may
indirectly interfere with the proliferation of T cells by promoting the release of ROS and E-series prostaglandins (PGs),
especially PGE2 from neutrophils and monocytes.

Measurement of the minimum inhibitory concentration (MIC) of clofazimine against leprosy bacilli in vitro is not yet
feasible.

Cross-Resistance

Clofazimine does not show cross-resistance with dapsone or rifampin.
13 NONCLINICAL TOXICOLOGY

13.1  Carcinogenesis, Mutagenesis, and Impairment of Fertility

Long-term carcinogenicity studies in animals have not been conducted with LAMPRENE. Results of mutagenicity studies
(Ames test) were negative. There is some evidence of clastogenic potential in mice.

Impaired female fertility (reduced number of offspring and lower proportion of implantations) was observed in one study
in rats receiving LAMPRENE (from 9 weeks before mating until weaning) at 50 mg/kg/day, equivalent to about 2.4 times
the maximum recommended clinical dose. No non-clinical data on male fertility are available.

16 HOW SUPPLIED/STORAGE AND HANDLING
How supplied
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Soft Gelatin Capsules 50 mg—brown, spherical
BoOtEs\0F 100z memess vonms anes i faidss aserhbl Tios Thl S e NG 002820108-0i1
Storage and handling
Do not store above 25°C (77°F). Protect from moisture.
Dispense in tight container (USP).
17 PATIENT COUNSELING INFORMATION
Information for Patients
e Inform patients to take LAMPRENE with meals.

e Inform patients to report abdominal pain or other gastrointestinal symptoms, such as nausea or vomiting, to their
healthcare provider.

e Inform patients that LAMPRENE frequently causes a red to brownish-black discoloration of the skin as well as
discoloration of the conjunctivae, tears, sweat, sputum, urine, and feces. Advise patients that skin discoloration
may take several months or years to resolve after the conclusion of therapy with LAMPRENE.

e Inform patients that skin discoloration may result in psychological effects and advise them to report any
symptoms of depression or suicidal ideation.

e Advise females of reproductive potential to use effective contraception while taking LAMPRENE and for at least
4 months after stopping treatment with LAMPRENE. It is also recommended that they have a pregnancy test
prior to starting treatment with LAMPRENE.

e Advise males taking LAMRENE to use a condom during intercourse while taking LAMPRENE and for at least 4
months after stopping treatment.

e Inform patients of the importance of compliance with the prescribed drug regimen in order to prevent drug
resistance. Irregularity in administration of medication and poor compliance can lead to delayed and incomplete
cure, and could result in infecting other people. Poor compliance can result in disease progression and ultimately
result in the development of disabilities and deformities. Whenever possible, ensure that non-compliant patients
receive adequate assessment, health education and supervised treatment.

e Instruct patients on the recognition of signs and symptoms of inflammatory reactions and relapses during and
following completion of treatment, and instruct them regarding the importance of immediately reporting the
earliest manifestations of these signs to their healthcare provider.
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