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Ilepeknao ykpaincokorw mosoio,
A6MEHMUYHICIb AKO20 RIOMEEPOICEHA
3aaA6HUKOM ADO 11020 YHOBHOBANCEHOIO
0C00010, IRCMPYKYIL RPO 3A4CMOCYBAHHA

JUKaApCcbK020 3aco0y abo ingpopmayii npo
3aCMOCY8anHA NKAPCbKO20 3aco0y,
3ameepoMHCeHOl 6I0N0BIOHO 00 HOPMAMUBHUX
6UMO02 Kpainu 3asenuka/Bupoonuka avo
Kpainu, pezyiamopHUl Op2an AKOI Kepyemubcs
BUCOKUMU CIMAHOAPDMAMU AKOCMI, W0
6I0N0GIOAIOMb CIMAHOAPMAM,
pexomenoosanum BOO3, ma/abo 32i0no 3
pe3yibmamamu KaiHIYHUX 6UNPOOY6aHb,
3aAC6I04EeHUN NIONUCOM YROBHOBANCEHOT 0co0u,
U{0 6UCmMynac 6i0 iMeHi 3aA6HUKA



JIAMITPEH® 100 mr

M’SIKI Kancy.m
Knodazumin

Yeavico npowumaiime seco 1ucmor-exadun Hepeo muM, AK RPUILMAmMu yei AiKapeyKui 3acio.
Bin micmume saxcaugy ingpopmayiio npo Bawe JIKY6aHHS.

Hrxwo y Bac eunuxmuymeo inui sanumanns, 36epuimocs 00 Bawozo JMKapa abo gapmayesma.

Lei npenapam 6ys npusnauenuii ocobucmo Baw. He nepeoasaiime 1020 inuwum ocooam, HAGIMb KO
BOHU MAIOMb MAKL JiC cumnmomu, ax y Bac, ockinvku ye moice 3auuxooum im.

3bepizaiime yeii nucmox-sxnaduut. Bav moxnce 3nadobumucs nepeyumamu tHozo 3HoGY.

— Hiroua pevosuna — KIOGa3UMIH ............co.ovrvvvinnnn., 100,00 mr

— Inwi Koynonenmu — Gy THITIAPOKCUTOIYO, THMOHHA KHCJI0Ta GE3BOIHA. IPONIEHI AIKOMb, piMakoBa
OJlisl, COEBMH JIELMTHH, CyMil BOCKy (GIKOMMHMI BicK. coeBa ouist riiporeHizoBaxa, pocauHHi ol
riZiporeHizoBami).

Ckn1az 000/I0HKH M’SIKOT KancyJiu: KeaThH, IilepiH, OKCHT 3a71i3a YOPHHH, OKCHIL 3a11i3a YepBOHMIA,
TapaMeTOKCHALIETOMEHOH, €THIIBAHINIH, HATPIIO eTHINApariIpoKcHGeH30aT, HaTpio
Npornianapariipokcuoensoar

Baacnuk/Excnityarant:

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

92500 Proeii-Mansmeszon — dpaniis

(2-4, rue Lionel Terray

92500 Rueil-Malmaison — France)

Ten.: 01.55.47.66.00

Bupobuunk:

«Hogapric ®apma C.A.C.» (Novartis Pharma S.A.S.)
26, pro ne as Llanems

68330 IOnenr — Mpanuis

(26, rue de la Chapelle

68330 Huningue — France)

1. 1O TAKE ITPENAPAT JIAMITPEH® 100 mr, m’sixi kancyym, I JUISI YOO BIH
3ACTOCOBYETHECS?
Lle#t nikapcrkuii 3aci6 npecTaBneHnii y BUMISAT M SKMX Karey., wo Mictate 100 Mr knodaszuminy, no

100 kancyn y daakosi.
Lle#t mpenapar e npotumiko6akTepiaasHuM 3acobom. Bin NPU3HAYAETHCH Y MMOEIHAHHI 3 IHIIHMH
JiKapchbKHMH 3aco0aMu 115 JiKyBaHHAS myabTHOaKTepianbunx Gopm xBopoin INancena.

2. BAXKJIMBA TH®OPMAIIIA, 3 SIKOXO CJIIJL O3HAHOMUTHCS ITEPE/
3ACTOCYBAHHSIM IIPEITAPATY JIAMITPEH® 100 mr, ’siki kancy.im.

Ipenapar JAMIIPEH® 100 mr, w’saxi KaICyJ/IH, He ¢ BIKHBATH

—AKio y Bac € anepris na kiodasnumin a6o Ha 6yap-Ki iHII KOMIOHEHTH LBOTO JIKapchKOro 3acoby:
—AKWo y Bac e anepris (niaBuiieHa 4y TmMBicTs) Ha apaxic a6o colo, y 3B’A3KY i3 IIPHCYTHICTIO COEBOT
ot

Caia BHBATH 0CO0INBHX 3aN06IKHEX 3aX01iB NpH 3acTocyBanHi npenapary JI

m’aKi kancymn: ‘
— Y Pasi MOABH MOPYIICHHA TPABJICHHs!, Aiapei ab0 CTIlKOro GIIOBAHHS CITi Heraiie
Baworo nikaps, skuii nosuxen Gyne ckopurysatu JiKyBaHHs ab0 HaBITH rocHiTaNi:



— Yy pasi 6osmo B JKHBOTI, aiapei, XBopoOu meyinku a6o HUPOK nonepeasTe Baioro Jjiikaps, mo6 BiH 3Mmir
CKOpurysaTtu Batue sikyBaHHs;

— Lieii nikapebkuit 3aci6 MicTHTB HaTpiio eTUIIMapariApoKCHOEH30aT Ta HaTpiio
MPOTIINAPAriAPOKCUBEH30T | MOKE BUKIHKATH Aepriuni peaxuii.

Ilepion Bariruocri
Y pasi BaritHocti cnti nonepeantn Bamioro JKapsi; BiH OLIHUTE MOKITMBHI PU3HK BiJl LIbOTO

JliKapebKoro 3acoy s Baworo sumaky.
Tlopaovmecs 3 Bawum nikapem neput nixe nputiMamu 6YOb-sKuil Aikapeuruil 3acio.

Ilepioa roaxysanns rpyamo

Y MIpy MOMKJIHBOCTI He peKOMEHy€Thes FOJYBATH IPYUIIO MiJl Yac JTiKyBaHHS Y 3B°A3Ky i3
NPOHHUKHEHHAM LBOTO J1iKapehKOro 3aco0y y MOJIOKO marepi.

lTopademecs 3 Bawum nikapem neput i npuimamu 0yOv-aKuil AikapcosKuii 3acio,

3aaTHicTs BILINBATH HA WIBHAKICTD peakuii npu KepyBanmi aBTOTPaHcmopTom ado pobdori 3
IHIIHMH MexXaHi3MaMn

Crizt 3BepHYTH yBary, 30Kpema 1pH KepyBaHHi aBTOTPAHCIIOPTOM abo npu poboTi 3 iHWUMH
MEXaHi3MaMH, Ha iCHYBaHHS PU3UKIB MOPYIIeHHS 30pY BJICHB Ta BHOUI, @ TAKOK COHIMBOCTI, 1110
MOB’13aH1 3 NPHHOMOM LILOTO JiKAPCHKOro 3aco0y.

Jonomizxni pewoBunn 3 Binomoro aicro: coera oxis, HaTPIKO eTHINapariipoKcHGen3oar, HaTpio
MpoTimapari JpokcubeH304r.

Bzaemonist 3 inmuvu gikapeskumu 3acoéamn
[Tosinomre Bauoro nikaps a6o (papmauesra, sxuo Bu npuiimaere a6o nemonagio npuiMany 0y ne-skuii
iHIIMH JTiKapCbKHii 3aci6, HaBiTh AKIIO MOBa iize [po JliKapchbKHii 3aci6, oTpumanuii 3a peLenTom.

3. 5IK 3ACTOCOBYBATH JIAMITPEH" 100 mr, m’siki kaney.m?

JosyBanns
Ipn aikysanni xsopo6u 'ancena ueii JIKapchKHi 3aci6 nikoan ne 32CTOCOBYETHCS B SIKOCTI
MOHOTepanii; BiH 3aCTOCOBYEThCS Y KOMBIiHANIT 3 iHmmMH JiKapcbKHMH 3acobamu.

JozyBanns 3a51exuTh Bijl BiKY Ta MacH Tina:
Jlns indopmanii, 3Buyaiina no3a, pekoMena0BaHa BeecBiTHbO0 OpraHisaliero OXOpOHH 310poB’s

(BOO3). € Takoio:

*® Jlopocai (3 macoro Tina npudauszno 60 kr):

— knoghazumin: 300 mr/1 paz na micaup ([lenr,) nix varasgom + 50 mr/noBy (3 Jlens; no Jleks,s);
= pugpamniyun: 600 mr/1 pa3 Ha micsup (Jlens,) mia HarasmoM:
— dancown: 100 mr/noby (3 Jlens,; no Jetnys).

¢ [litn Bikom Bia 10 n0 14 pokis:

— knoghazumin: 150 mr/1 pas ua micaus (lenb) min Harnsgom + 50 mr/1 pa3 Ha 2 aHi (3 Jlens,; o
Henbag);

— puchamniyun: 450 mr/1 pas na micsup (Mlenb;) mig Harnggom:;

—oancon: 50 mr/nody (3 Jlens; o Jlews,s).

¢ Mditu Bikom g0 10 pOKiB:

— Kknogpazumin: 100 mr/1 pas na micaus (Jlens,) mix varmsaom + 50 mr 2 pasy Ha THXJIEHB;
— pugpamniyun: 300 mr/1 pa3s ua Micsup (denn;) min Harnsaom;
— oancon: 25 mr/noby.

ITpote, moxuuBi iHmi cxemu 3aCTOCYBaHHA, aHXK Ti, O pekomenaoBani BOO3.
CJITYITKO IOTPMMYBATHUCS TIPU3HAYEHHS BAILIOTO JIIKAPA.
Cnoci6 Ta musx 3acrocysanns

[TepopasnbHo.




Lleit nikapcbkuii 3aci6 Gakano npuitMaTi nizx uac 11 a60 3 MOTOKOM.

Tpusanicrs aikyBanns
Lleit nikaperkuii 3aci6, onHOYACHO 3 ABOMA THIIMMH JKapCHKAMM 3ac00aMu, Ci1ia npuiiMaTh MpPHHANMHI

12 Micauis.

Hns nocaruenns edekTMBHOCTI Lel aHTHOIOTHK CJ1i]1 3aCTOCOBYBATH PEryJIsIpHO Y NpHU3HAYEHUX /103aX. a
TaKOZK MPOTAroM Hepioy, KKt nopanute Baw nikap.

3HUKHEHHs TeMnepaTypH abo GYIb-SKOro iHIIOro CHMIITOMY He 03Hauae Baine rnosHe omyskanHs.
MoskiuBe BifuyTTs BTOMH, SiKe MOB’S3aHe He 3 NIKYBaHHAM aHTHOIOTHKOM, a 3 CaMoio iHpexiiero.
3MeHIeHHs a60 NPU3YNUHEHHS JTiKYBAHHS He BIUIMHE Ha Lie BIAYYTTA, NPOTe 1€ YNORIILHUTE Batre
OJ1y3KaHHA.

Sixmo Bu npuitnsiin iabmy kiabkicrs npenapary JJAMITPEH" 100 mr, v’ ski Karncyiu, nixk 6ymio
noTpidno;
Cain meraiino mosizomutn aikaps.

Slxmo Bu 3a6ysn npuiinsta npenapar JIAMITPEH® 100 MT, M’SIKi KancyJm:
He npuivaiime nodsiiiny dozy ons Komnencayii 0osu, axy Bu zadyau npuimsmu.

4. MOZKJIMBI ITOBIYHI PEAKIIIT
A i 6ci nikapewki sacobu, IAMITPEH® 100 mz, yi'sxi Kancyau, Mooice uKiuxamu nosey nobiunux
pearyiii.

3 Doky mkipu Ta Bojoces

—YacTo: y mauieHTiB 3i cBiTIO0 WIKIPOIO MirMEeHTaLlis WKipy Bix HEPBOHYBATOI'O /10 TEMHO-KOPHYHEBOTO
KONBOPY, 30KpEMa, Ha BIZIKPUTHX Ta YIIKOUKEHHX AiISHKAX. V NalienTis 3 YOPHOIO LIKIPOKO 114
MirMeHTalis WKipn Moxe Gyt Cipo-40opHOro KoIbopy. Lli nopyinens sHukaoTs IPH NPUITHHEHH]
TIKYBaHHA, POTE YaCTO MirMeHTallis LIKIPH NPOXOIMTH MOBHICTIO JIHILIe uepes JieKijgbKa Micalis, abo
HABITH POKIB, MMiC/Is MPHITHHEHHS JiKyBaHHS. ICHYE MOKIMBICT HeoGOpOTHOT mirMeHTaUii Ha 3acTapinux
YUWIKOUKEHHX Ainankax. CyxicTs wkipy, mo inkosu JIVILATBCA.

— Heuacro: cBep6ik, Bucun na mikipi.

— Pinko: mkipua peakuis no Tumy asieprii Ha CBITIIO, BUCHIT, CXOXKHii Ha aKHe,

3 6OKY MIVHKOBO-KHINKOBOIO TPAKTY:

—Yacro: 6mosanns, 6i1b ¥ )KHBOTI, Jiapes.

— Pinko: nynora, Brpara aneruty, saxsopiosanns KHILEYHHKY.

— Hysxe pinko: HenpoxinHicTs KHIICYHUKY (NPUNHHEHHS NePEeMillleHHs PEYOBMH Ta ra3iB, [0 MiCTATECS
Y CeIrMEHTI KHIIEYHHKY ).

3 Goky oueii:

— Yacro: nirmenTaulis KoH IOHKTHBH, POriBKH Ta 3abapBiieHHs ci3.

— Heuacro: cyxicts Ta nonpasnenns oueii, npoGieMu 30py, HanpuUKiaz, TOripiIeHHs 30py BAEHb Ta
BHOUYI,

— Piako: nirMeHTauis yactiuu citkiskm aGo POTiBKH, 1110 € 060POTHOIO TIpH NPHIHHEHH] JTIKYBaHHS,

3 60Ky HepBOBOI cHeTeMH:

— Piako: ronoBuuii 6i1s, BToma, COHIMBICTD.

— Mlye pinko: nenpecis y 38°s13ky i3 nirmenTanicio IIKipH.

Jaboparopni aani:

— Pinko: ninBumenns rikemii (pigus LLyKpY B KpOBi).

Tnme:

— Yacro: 3abapsnenns nory, 3a0apBIIEHHA MOJIOKA, MOKPOTH (BinxapkyBaHHs), ceyi Ta dekanbHux Mac.
— Hewacro: srpara paru.

— Hyske pinko: HaGpsk Hir, yIIKomKeHHs CeJIe31HKH, TAKKE 3aXBOPIOBAHHS WIKipH, arpaHyJIoLHUTO3
(3HaYHe ManiHHs PiBHA ACAKUX AEHKOLMTIB (rpanynounTiB) y KpoBi, Tskke HOPYIICHHS ﬁig};_ _

e

PHTMY, MIJBHILEHA KUCIOTHICTE KPOBI). SNk
— ¥V 3B’43Ky 3 IPUCYTHICTIO COEBOT 0J1if T4 COEBOrO NICUHTHHY iCHYE PH3HK alepriynu i
(kporuB’sHKa, renepanizoBana ajepriyHa peaxuis).
Arwo Bu nomimume nobiuni PEaxyil, ne 3aznaueni y ybomy JUCTMKY-6KAAOUUT, NOGIC
Bawoeo nixapa.



5. SIK 3BEPITATHU IIPEITAPAT JIAMIIPEH® 100 Mr, Msiki Kancyan?
Lleit nikapcekuii 3aci6 cnin 36epiratu npu Temnepatypi He suuie 25 °C. 36epirat daakon F€PMETHYHO

3aKPUTHM Y CYXOMY MicCLi.

36epicamu y HEOOCHIYNHOMY ma HenoMimuomy 01s dimei micyi,

He euxopucmosysamu nicas oamu saxinuenns mepminy npuoamnocmi, 6xazanozo Ha
/7 1 .
YRAaxkoseyi. YGepiraryy

_ CYXOMY Micui
Hama ocmannvozo cxeanrenns Ybo20 aucmra-exnacuwa: 11.09.2006 p.

6. IOPAJIN/CAHITAPHA OCBITA

o caia 3narn Mpo AHTHOIOTHKH?

AHTHOIOTHKH € e)eKTHBHAMH y Gopotk0i 3 iHdekuiamMu, BUKTMKaHNMI Oakrepiavu. Boun HeedextupHi
[pH iHEKUiAX, BHKIHKAHUX BipycaMmu.

Kpim uporo, Bam nikap obpas s Bac came ueii antuGioru, TOMY IO BiH MiAXOAMTH KOHKPETHO JLisl
Baioro sunazky ta 10 Bamoro norounoro 3aXBOPIOBAHHS.

bakrepii matoTs 3naTHicTs BsKHBATH 260 PO3SMHOKYBATHCS HE3BAKAIOYH Ha Z1il0 aHTHGiOTHKA. Lle apuie
HA3MBACTBCS PE3UCTEHTHICTIO! Lie MPHU3BOAMTH 0 TOTO, IO ACSKI CXEMH JIKYBaHHA aHTHGIOTHKaMK €
HeieBUMH.  PesuctenTHicTh 30UIbIIYETECS  npH HagMipHOMY a60  HeHaleKHOMY 3aCTOCYBaHHI
aHTHOIOTHKIB,

Bu pusukyere cnpusti nossi PE3MCTeHTHHUX OakTepiii i TakuM uYMHOM YIOBUILHHUTH OJY/KaHHS a6o
HaBiTh 3pOGHTH JTiKyBaHHs HeJlieBuM, Ko Bu He notpumyertecs:

— PEKOMEH/10BaHOT J1031;

— 4acy npuioMy JiKapchbKoro 3acoby:;

— Ta TPUBAJIOCTI JIIKYBaHHSI.

Binnosinno, 1as 36epexenns edeRTHBHOCTI NHOI0 TiKAPCHKOI0 32¢0GY:

1) 3acrocosyiite anTutioTnk Jraue, AKmo Jgikap Bam iioro npusnavus.

2) YiTko noTpumyiitecs npusnavenms.

3) He BukopucroByiite antudioTnk NOBTOPHO Ge3 npu3HaveHus Jikaps, HABiTH sKMO BH dazkaere
M00OPOTH 330BHI CX03Ke 32XBOPIOBANHSL.

4) Hixomn ne namaiite Bam antutiorni inmili 0cobi, ockiTbKM Bim Moke mHe HiAX0AHTH 17151
3aXBOPIOBAHHS L€l JIIOXNHN,

5) Hicas 3akinvenns JdikyBanus sigmecirs Bamomy nikapro sei siakpnri YIAKOBKH JiKAPCHKOIo
3ac00y U151 {010 HAMEKHOTO 3HHMEHHSI.

Hosapric ®apma Cepgices AT’
Ipeacrasuuureo B Vipaini

04073, M. Knis, Vkpaina

np. C.Baunepu 28A «Jlitepa I'n, 7 noBepx
Ten. +380 44 389 39 30

®akc  +380 44 389 39 33

205877

I{nm HTBep Py o BipnicTs nepexksnany.
mpekrop Biopo lepexaanin

k % sk
'l'h_c_abnvc is a true translation of the
original document, 1lead ol the

Translation Agency <8 0] %_2; /g




OCHOBHI OJIOKEHHSI IHCTPYKLUT LIS
MEJAUYHOI'O 3ACTOCYBAHHSI

Hacrtynui nostoxenns ne BRmouaiors yeiei indopmauii,
HeoOXiIHOT 11151 Be3nednoro Ta eeKTHBHOIO
BlikopucTanus npenapary JAMITPEH. Byas nacka,
O3HAIIOMTECS! 3 MOBHHM TeKCTOM iHeTpYKRUIT 15101
MEIHYHOI0 3acTocyBaHHs npenapaty JAMITPEH.

JIAMIIPEH" (k10dasnmin) y opmi kaneya ais
MepopanbLHOro 3aCToCYBaHHs
HMara nepmoro cxsanenns B CLLIA: 1986 pik

HEL1OJA BHI CYTTEBI 3MIHU

Josu 1a cnioci6 sactocysanus (2) aunens 2016 poKy

[porunokasanns (4) Jmmnens 2016 poky

Ocob6muBi 3acTepesxkenns Ta 0co6IMBOCTI BHKOpUCTaHHs (3)
Jmnens 2016 poky

INOKA3AHHSI 10 3ACTOCYBAHHS TA
OCOBJIMBOCTI BAKOPUCTAHHS1

JIAMIIPEH € anTuMiKOGaKTepiastbHiIM JIKapchbKHM
3aco60M. Horo npuskauaiors uis rikyBanns
JIETIPOMATO3HOT MPOKa3H, B TOMY YHCII TANCOH-
PE3UCTEHTHOT IENpOMATO3HOT NPOKa3H i JIeNPOMaTo3HO|
TPOKa3H, YCKIAAHEHOT ICNPO3HOIO BY3IyBATOI) EPHTEMOIO.

(1.1)

it nonepe ke HHs PO3BHTKY Pe3sUCTEHTHOCTI /10
npenaparty, JIAMIIPEH cnin BukopucToByBaTH mme B
pamkax koMOiHOBaHOI Teparnii uis TiKyBaHHS
JIerpOMATO3HOI NIPOKA3K Ha NMOYATKY 3aXBOPIOBAHHA. (1.2)

JAO03U1 TA CIIOCIB 3ACTOCYBAHHSA

* Jlnd nikyBaHHS NeNPOMaTO3HOT MPOKA3H, 9YTIHBOT 10
JarncoHy, peKOMEHIYETLCA 3aCTOCOBYBATH 1o 100 mr
Npenapaty WOAHs i1 Yac TKi Y paMkax KoMGiHoBaHoT
Tepanii uoHafiMeHue npoTAroM 2 pokis. 2.1

® Jlns NiKyBaHHS 1anCoH-Pe3UCTEHTHOT JenpoMaTo3Hol
MpOKa3H. PEKOMEHIYEThCA 3aCTOCOBYBATH 1o 100 mr
Mpenapaty moaHs mia uac Pri v kKoMGinawii 3 ommHM 4n
JAEKINbKOMA IHUIMMH NperiapaTaMy mpoTsroM 3 POKIB.
2.1)

*  Jlna nikyBaHHA NenpoMaTo3Hol Mpokasw, YCKIaaHeHoT
JIeNpPO3HOI0 BY3/IYBATOK €PHTEMOIO, PEKOMEHIYEThCH
3acrocosysari o 100-200 mr npenapary monus
oHaibLIb e npoTarom 3 micanis. Hamaraiirecs
AKHAAWBHIIIE 3MERIATH 103y 10 100 Mr. (2.1)

JIIKAPCBKI ®OPMHW TA KOHLIEHTPAILIS
JIIKAPCBKOi PEUOBUHHU

M’siki xenaTuHoBi Kancynu no 50 mr. (3)
MNPOTHUITIOKA3AHHSI

Binoma nigsuinesa uyTiuBicTs 10 Knoda3zuMiny 9u 10
Oynb-aKoi I0NOMiIXHOT pevoBHHM npenapaty JIAMITPEH.

4)

OCOBJIMBI 3BACTEPEIKEHHSI TA OCOBJIMBOCTI
3ACTOCYBAHHSI

Buixiznnii inentndixauiiinmit Homep: 3956651

*  Kumkosa nenpoxianicts Ta inwi noGiuni peakuii 3
OOKY L1y HKOBO-KHIIKOBOTO TpakTy: JIAMITPEH moske
BiJIKNIalaTHCS Ha CIIM30RII 0600HLI KHIIETHHUKA,
BUKIINKAIOYH MOPYIIEHHA Y poOOTi KMIICYHIHKA, B TOMY
YHC/I KULIKOBY HEMPOXIiAHICTh, KPOBOTEHI, iH(apkT
CeJIe3iHKH | CMepTh. 3MEHIIITS 103y Y BiAMiHITL
JIAMIIPEH, SKIO NamieHT ckapkuThes Ha Gilb B
JKHBOTI 4M IHIIE CUMITOMM 3 GOKY LLTYHKOBO-
KHIIKOBOTO Tpakty. (5.1)

*  Tonosxenus inteprany QT. Ilpu sactocysauni
npenapary JIAMITPEH momxausi nonosxenus
inTepsany QT Ta Torsades de Pointes (mipyeTna
Taxikapais). CynyTHe 3acTocyBaHHs npenapary 3
IHIIMMH JTIKapChKUMH 3acobamu, siki MOJIOBKYIOTh
inTepsan QT, 9u 3 GenaKBiniHOM BUKIHKAE 101aTKOBE
nozosxeHns intepsany QT. Cuiakyiite 3a 3minamu na
EKT i Biaminits JAMITPEH y Bunanky PO3BHTKY
LLTYHOUKOBOT apuTMiT i3 cepilosHuMu cumoroMamu uu
AKIIO Kopurosauuii inTepsan QT 3a opmynoro
®penepika nepeuiysaTHMe 3HaueHHs 500 Mc a60o
crazatume 500 mc. (5.2)

*  3MiHa KobOpY WIKIPH Ta PiauH Tina, iHmi peakuii 3
Goky wkipn: [opizomre nauientam [po Te, 110 npH
3actocysanHi npenapary JJAMITPEH uacto
CMOCTEPIraeThes 3MiHa KONBOPY MIKIpH Ta PiluH Tina.
(5.3)

*  Jlenpecis Ta cyiuuaansi 1yMKH BHACTINOK 3MiHHK
K0/1bopy wikipu. Crioctepiraiite 3a THM, 1K 3MiHa
KOJILOPY WIKIpH BIUIMBA€E Ha NCHXIUHMIT CTAH NalicHTiB,
(3.4)

MOBIYHI PEAKLUIT

Haiibirbim yactumu noGiuniMu peakttismu, npo si
nosinomsnocs y 40-50% nauienTis, € 3mina KOJIBOpY
LIKIPH Ta piMH Tina, 6ink y KHBOTI Ta B eniracTpanbHiit
NISISHIL, Aiapes, HynoTa, GMOBOTA, HOPYIIEHHA y poborti
ULTYHKOBO-KHIIKOBOTO TPAKTY. (6)

Jlst noBigomieHus: npo INII03PHOBAHI MOBIYUHI
PEAKLIII, 38°stzkiThes 3 KOMIaHicio «Hosapric
Dapmackiotikans Kopnopeiimiy» (Novartis
Pharmaceuticals Corporation) 3a HoMepom: 1-888-669-
6682 abo 3 YnpasaiHHIM 3 KOHTPOIIO 32 AIKICTIO
NPOAYKTIB Xap4yBaHHsl i JiKapchKux 3acobis CIITA
(FDA) 3a nomepom: 1-800-FDA-1088 un uepes Bed-caiiT:

www.fda.gov/medwaich.
BHUKOPUCTAHHS ¥ OCOBJIMBUX KATETOPIi
I[TAILIIEHTIB

[auienty 3 Bipycom iMynoneditry momnuu (BLIT):
JKoaHoro kopurysanus 103u npenapary JJAMIIPEH s
nauientis 3 BLI He notpeGyetses. (8.6)

Hue. posain 17 «PEKOMEHIA LUT 1151
MALIEHTIB».
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IOBHA IHCTPYKIIIS JIUISI MEJJUYHOT'O 3ACTOCYBAHHS IIPEITAPATY

1

Buxiaumit inentudikauiiinuii Homep: 3956651

MOKA3AHHSI 10 3ACTOCYBAHHS TA OCOBJIMBOCTI BHKOPUCTAHHA

1.1.JlenpomaTo3na npoxkasa

JIAMITPEH npusHauaioTh /uis J1iKyBaHHA JENPOMATO3HOT NPOKA3H, B TOMY YUCIIi aNCOH-PE3UCTEHTHOT
JIENPOMATO3HOT MPOKa3y i J1ENPOMaTO3HOT NPOKA3H, YCKJIa/IHEHOT JIENPO3HOIO BY3/TyBATOIO €PUTEMOIO, ¥
KOMBIHALIT 3 THIIMMM AHTHIETIPO3HUMH JIIKapCEKHMH 3ac00aMH.

1.2.Oco6uBOCTI BHKOPHCTAHHS

Jl1st monepe/KeHHs PO3BUTKY Pe3HCTEHTHOCTI 10 npenapaty, JJAMITPEH caiz BuKOpHCTOBYBaTH JiLIE B
pamkax komGiHOBaHOT Tepanii A JTiKyBaHHs JIENpOMaTO3HOT (MikpobaKTepiabHOT) MPOKa3K Ha MOYaTKy
3aXBOPIOBAHHS [Ou6. po3oin «/{ozu ma cnocié sacmocysannsy (2.1)].

J11s1 OTPHMAHHS TIOABIIMX BKa3iBOK L1010 JTiKyBaHHs NPOKasy, 38°skiThes 3 HamionanbHum KJTiHIYHHM
ueHTpoM XBopobu Xancena, M. baton-Pysx, mrar Jlyisiana (LA), 3a Homepom: (1-800-642-2477) abo uepes Beb-
caift: http://www.hrsa.gov/hansensdisease/clinicalcenter.html.

JTIO3U TA CIIOCIB 3ACTOCYBAHH3I
2.1.1o3n

¢ Jlenpomato3na (Mikpob6akTepiajibHa) NPOKa3a, 4y TJIHBA 10 AANCOHY

Pekomen/yeThes 3actocoysati no 100 mr npenapary JIAMITPEH wozss mix yac ki y komOiHaii 3 1BoMa
iHIIMMK QHTHJIETTPO3HMMH NpenaparamMy LoHaiiMeHlle NPOTAroM 2 POKIB i, SKILO e MOMKIHBO, 10 MOMEHTY
OTPUMAaHHS HEraTHBHOTO Pe3yJIbTaTy 3a 3ilKpibom WIKIpH, MICJIS 4OTO 3aCTOCOBYEThCA MOHOTEPAITis
HAJIEKHHM aHTHIICTIPO3HHUM [PErapaToMm.

° ﬂancou-pesncren"ma JIenpoMaTo3Ha mpokrasa

PexomeHtyeThes 3acTocosysaru no 100 mr npenapary JJAMITPEH mons mif vac ki y KOMOiHaLiT 3 0JTHUM
Uy JIeKiTbKOMA IHIIAMH AaHTHICTIPO3HMMH MPENapaTaMH MpoTAroM 3 PoKiB, MiCJs HOro 3aCTOCOBYEThCH
MoHoTepartis npenapatom JIAMITPEH y nosi 100 mr sa 106y.

o JlenpoMaTo3HAa NPOKA3a, yCKJIAAHEHA PeaAKIisIMH JIeNPO3HOi BY3J1yBATOI €PHTEMH

Pexomenayetbes 3actocoByBatu 1o 100-200 mr npenapary JIAMITPEH wio/ns pa3soM 3 OCHOBHOIO
AHTHJIENPO3HOIO TEPAITIEIO Ta CTEPOiaMH, BiZMOBIAHO 10 KIIHIYHKX nokasakb. Skiio Bu sactocosyere
npernapat JJAMITPEH y no3i 200 mr, Hamaraiitecs sKHailIBH/ILE 3MCHIIHTH 103y 10 100 mr nicis
NOCATHEHHs KOHTPOIIO Hajl peakuieio Bysmysaroi eputemu. [osu npenapaty JIJAMIIPEH, siki nepeutnyiors
100 mr Ha 106y, CITi/I IPUIMATH NPOTATOM MiHIMATEHOTO NEPiojTy Hacy i JIuLle Mijl peTeIbHHM MEIHUHHM
HArsAOM [Oue. po30in « Ocobauei sacmepesicenns ma ocobnusocmi sacmocysantsy (5.1)].

2.2.BaxauBa indopmalis npo npoBeIeHHs 00CTe/KeHH /10 3ACTOCYBAHHS Npenapary

JKiHKH AITOPOIHOTO BiKY, SKi KMBYTh CTATEBHM JKHTTAM, MalOTh POBECTH TECT Ha BArITHICTH 10 NO4ATKY
sactocyBanns npenaparty JJAMITPEH [ous. po30oin « Buxopucmanns npenapany y ocobaugux kamezopi
nayienmie» (8.3)].

JIKAPCHKI ®OPMH TA KOHIIEHTPAIIS JIIKAPCBKOI PEUOBMHH

Opna kancyna npenapaty JJAMITPEH mictuts 50 Mr kiodasuMiny y M’sKif skelaTHHOBIA kancysi. Kancynu

KOpHYHEBi, chepHuHi.

MPOTUITOKA3AHHAI

nonomikHoI pewoeuHH npenapaty JJAMIIPEH.
OCOBJIUBI 3ACTEPEKEHHSI TA OCOBJIMBOCTI 3ACTOCYBAHHSI

5.1. KumxoBa menpoxianicts Ta inmi noGiuni peakuii 3 60Ky HIyHKOBO-KHIIKOB '



Kiogasumin Moke HAKOMMYYBATHCA B PI3SHUX OpraHax y BUI/Isial kpuctaiie. Binknagenns kiodasuminy
BHABJISIM y OPUIKOBHX JIiM(PATHYHKX BY3/1aX, B FCTOLMTAX Ha CIIM30BiH 000I0HLI KHIIEYHNKA, Cele3iHKH Ta
nevinky. Binknanenus kiodhasuMiny Ha cJin30Bii 000M0HLI MOKe MPU3BOINTH 10 KHILIKOBOT HEMPOXIAHOCTI, fAKa
€ MOKa3aHHAM Ul TIPOBeIeHHs AiarHocTHYHOIT nanaporomii. [Tosinomisocs npo iHdapkTi cenesinku, KpopoTei
V LJIYHKOBO-KHUILIKOBOMY TPaKTi Ta cMepThb. KO Mali€HT CKap/KUTbCs Ha Oib Y IKHUBOTI, HyA0TY, 6/110BOTY UM
Jiapero, HarnpasTe foro Ha BiANOBI/IHI MEIMYHI JOCTI/KEHHS Ta 3MEHIIIThL 1000BY 103y npenapaty JIAMITPEH,
3011bIIITE IHTEPBAT MIZK 103aMH 4M BiAMIHITE npenapat. Jlosu npenapary JJAMITPEH., ski nepesuutyors 100 mr
Ha 100y, c/liJl MpUHMATH MPOTATOM MiHIMAJILHOTO Nepioay Hacy (MeHIe 3 MiCsLiB) i JIHIIE il peTeIbHUM
MEHYHUM HaraaaoM.

5.2.1loposxkenns intepsaay QT

[ToBinomianocs nNpo BUNAAKU MipyeTHOT Taxikapaii 3 nogoekeHHsM intepBany QT y nauieHTie, skum Oyiu
npH3Ha4deHi cxem# sikyBants npenaparoM JIAMIIPEH y no3i 6insure 100 mr Ha 106y abo npenapartamu, ski
nojaoxytoTh inTepsan QT. IMauienTu 3 nonoexkennam inteppany QT Ta nipyeTHO TaxiKapaielo MaloTh
3aJIMIIATHCS TTiJl MEWYHHUM HarJsIoM. B yeiX IMX MaieHTiB ¢liifl crocTepiraTi 3a 3MiHamMH Ha
enexrpokapaiorpami (EKT') na npeamert 36inbinenns intepsany QT Ta nopylueHHs cepLeBoro putMy [ous. posoii
«/losu ma cnoci6 3acmocysannsiy (2.1)].

ITpo 36inbmenns inTepany QT Takoxk moBigomIsIocs y nauieHTis, aki orpumysain JJAMITPEH pazowm 3
OenakBiniHOM y peKOMEHIOBaHHX J103aX LuX npenapartie. Ciinkyiire 3a 3minamu Ha EKT', skimo Bu npusHauaere
JIAMITPEH nauienty, skuii orpumye Oenaxsinin, 1 iaminiTe JJAMIIPEH y Bunajaky BUsABIEHHS 1JTYHOYKOBOT
apUTMIT 3 ABHUMHM KJITHIYHUMH 03HaKamH, abo sKu1o kopurosanuii intepean QT 3a dhopmynoro Openepika
criaaatume 500 mc yu Oinblie. Y BUNaAKy cMHKONM npoBeaith peectpauito EKI 11s BusBiIeHHS NMOM0BKeHHS
inTepeany QT.

5.3.3mina KOILOPY WIKIPH TA PiAMH Tina, iHmWi peakuii 3 oKy WIKipn

JIAMITPEH pukiukae 3MiHy KOJIbOPY WIKipH Ha Oy/Ib-siKi BIATIHKH BiJl MOMapaHYe€BO-POKEBOroO 10 KOPHUHEBO-
YOPHOIO, @ TAKOX 3MiHY KOJIbOPY KOH IOHKTHBH, CJIi3, IIOTY, CJIHHHM, cedi Ta kany y 75-100% nauienTis.
Po3kaxiTh CBOIM naiieHTaM npo HMOBipHY 3MiHY KOJILOPY IUKIPH i NOBiAOMTE IM Npo Te, 1o KOJIip TXHBOT WKipH
BIJIHOBUTHCS [MPOTATOM KiJIbKOX MICSLIB UM POKIB [ic/isl 3aKiHUEHHS J1iKyBaHHS.

Inii peakuii 3 60Ky wIKipH, SKi MOXKYTE criocTepiratics npu Bukopuctanui npenapary JJAMITPEH, BkiiodaioTs
IXTi03, CyXiCTh WIKipK Ta cBepOik.

5.4.3mina ncAXivHOro CTaHy NANICHTA BHACTIIOK 3MIHH KOJILOPY MKIipH

[losiomassocs npo Te, M0 3MiHa KOJIBOPY IIKipH BHACIIAOK JiKyBaHHA npenapatom JIAMITPEH eukinkae
Jenpecito Ta cyiumaanbhi gymku. [lonepeabre nauieHTiB npo 3MiHy KOILOPY IIKIPH 1 Mij Yac JiKyBaHHS
npenaparom JIAMITPEH cnocrepiraifTe 3a THM, 44 HE BUKJIMKAE TaKa 3MiHa KOJIbOPY LUKIpW NauieHTis gerpecii
YM CYIMAAILHUX TYMOK.

6. ITOBIYHI PEAKIIIT
Hacrynni cepiiosni noGiuni peakuii 6ibi 1eTanbHo 00roBOPIOIOTHES B IHIIMX PO3AiAax Wiel IHCTPYKLT:

e Kuumkosa HENMPOXIiAHICTE Ta iHIII MOOIYHI peakuii 3 60Ky IUTYHKOBO-KHIIKOBOIO TPAKTy [Ous. po3oin
«Ocobnuei 3acmepedicenns ma ocobaugocmi zacmocysanusiy» (5.1)]

e Tlonopxenns intepBany QT [ous. po3oin « Ocobruei 3acmepesicennn ma ocobnueocmi sacmocysannsy (5.2)]

e 3miHa KOIbOPY IIKIPX Ta PiAMH Tifa, iHuI peakuii 3 60Ky wWKipy [Ous. pozdin « Ocobauei sacmepedsicenns ma
ocobnusocmi 3acmocysannsy (3.3)]

* 3MiHa NCHXIYHOrO CTaHy TallieHTa BHACTIIOK 3MIHH KOJBOPY IIKipH [Oug. po30in « Ocobauei sacmepesicenns
ma ocobausocmi 3acmocyeéanusny (3.4)]

MO>KHA MOPIBHIOBATH 3 YaCTOTOIO BiAMOBIAHMX MOOIYHMX peakilii B KIIHIYHHX JI0CIiKe
1 4acToTa LMX MOGIYHMX peakliit Moke He BiIMOBiAaTH YaCTOTI BiAMOBIMHUX MOBIYHKX Pei
JKMTTI.
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IoGiuni peakmii, siki cnocrepiraoTbes Hiabue Hixk y 1% nanicntis

Llkipa: 3MiHa KONBOPY WKipH Ha Gy/Ib-AKi BIATIHKH BiJl IOMapaHY€BO-POKEBOTO 10 KOPHIHEBO-HOPHOTO ¥ 75-
100% namieHTiB YIPOIOBIK KiTbKOX TH/AHIB JiKyBaHHS; iXTi03 i CyXiCTh mikipu (8-28%): Bucunu i ceepdix (1-
5%).

InynKo6o-KuKoGuil mpaxkm: Gib Y JKMBOTI Ta B eNiracTpasibHii ningHui, giapes, Hyaorta, OI0BOTa,
MopyLIeHHs Y poBOTi LWITYHKOBO-KHIIKOBOTO TpakTy (40-50%).

Oui: 3MiHa KOJTBOPY KOH IOHKTHBH Ta POTIBKK. 3yMOBJIEHA BIAKJIaACHHAM KpHCTAiB KI10ha3suMiHy; CyXICTh O4eil:
neuinHg; ceepOix; NoapasHEHHS.

Inuee: 3MiHa KOJIbOPY Cei, Kauty. CAMHH, NOTY: MiJBUIIEHHS PiBHS LYKPY Y KPOBI: 36iNbIIEHHS IBUIKOCTI
ocinanns eputpountis (LLIOE).

Io6iuni peakuii, aki cnocrepiraloTbest menme iz y 1% nauienris
Il kipa: pOTOTOKCHUHICTB, EPUTPOZIEPMA, BYTPOBHEl BUCHII, MOHI/TIAbHUI XSHIIT.

IIInynKo60-KuWKOG Uil MPaKm: KNIIKOBA HEMPOXIAHICTb, KPOBOTEH] Y LLITYHKOBO-KHIIKOBOMY TpPaKTi,
aHOpeKCisl, 3a1op, BTpaTa Baru, refaTHT, JKXOBTAHHLA, e03uHO(ILHIIH eHTepHT, 301/1bIIEHHA MEYiHKH.

Oui: noripmenHs 30py. MakyJjonaris (peTnHonaris «6u4a4yoro oka»).

Hepeosa cucmema: 3anaMopOYEHHS, COHIMBICTb, BIIMYTTS BTOMH, FONIOBHHIA Oi/lb, 3aralibHe HE3/y/KaHH,
HEBpAJITis, MOPYLIEHHS CMAKOBHX BiYYTTiB.

IMeuxixa: nenpecis Ta cyiuMaaIbHi QyMKH BHACTIIOK 3MiHH KOJIBOPY LIKIPH.

Jladopamopni nokasnuKu: iBKLLeHNH piBenb anbOyminy, OinipyGiHy y cuposarii KpoBi Ta amiHOTpaHcdepasH
(ACT): eosunodimis; rinokaniemis.

Inue: indapkT cenesinku, TpomG0eMGoIi3M, aHeMisl, UMCTHT, Gib y KicTKax, HAOPAKH, XKap, nimdaneHomnaris,
6inb y cyIuHax.

8. BHKOPUCTAHHSI Y OCOBJIMBUX KATEI'OPIN ITAIIIEHTIB
8.1.BariTnicTs

KopoTKHii Ormg/i pu3mKiB

Jlani mozno Bukopuctanus npenapary JIAMITPEH y BariTHUX 5KiHOK BiACYTHI, TOMY iH(opMaLis po pU3HKH,
[MOB’ 3aHi 3 BUKOPHCTAHHAM MNpeNapaty y BariTHHX JKIHOK, HeIoCTynHa. Y Mullel criocTepiranucs nopyuieHHs
ocudikanii KicTok yepena 110y, 301UIbIIEHHs KiTbKOCTI BUKH/HIB Ta MEPTBOHAPOIKEHb, @ TAKOXK 3MEHLUECHH
PiBHS BOKMBAHOCTI HOBOHAPO/UKEHMUX MIC/IsA TOTO, K BariTHa caMka OTpUMyBajla JIAMIIPEH y no3i 25 mr/kr. 110
nopiBrioe 0,6 MaKCHMATBHOT peKOMEH0BaHOT 1060801 1031 st moaunHu (200 Mr), Ha OCHOBI NOPIBHAHHS TUIONLL
tina. Po3noginaiiTe BariTHUM JKiHKaM 1po MOTEHLIHHUIA PH3UK [UIS TUIOAY.

[IpMXOBaHi PU3MKH, T10B’A3aHi i3 CepHO3HAMH BPOIKEHHMH Ae(eKTaMHu Ta MepeAqaCHHMH MOJI0raMH, Ui
MOMY/IALT 3 NOKa3aHHAMM 0 NPHUIHOMY Iperapary 3aiuaroThes Hepinomumu. OHAK, /UTS 3araibHOT Momy.1s it
CIIIA, npuxoBaHuil pu3KK cepio3HUX BPOIKEeHHX fedeKTiB ckiuanae 2-4%, a pU3HK 10CTPOKOBHX noJjoris — 15-
20% A8 KJIHIYHO i ATBEPIyKEHHX BariTHOCTEH.

Ki1iHiYHI MipKYBaHHS

Hobiuni peaxyii' y nnooie/Ho60HAPOOICEHUX

IlIkipa ziTeii, HApODKEHMX y BAriTHUX MaTepiB, AKi Mpotarom nepiofy sarirHocti orpumysani JIAMIIPEH, npu
HapOUKEHHI MIrMEeHTOBaHa.

NepIIOro poKy KHUTTH.

Jlani

Hawni y mooeti
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Jlocnimkenns npenapaty JIAMITPEH y sariTHUX jKiHOK He IIPOBOMAKCA. Y JliTepatypi MOBiAOMIISIOCH NPO
NEKiTbKA BUMAAKIB BUKOPHCTAaHHS KI0(asuMiHy i yac BariTHocTi. Y LMX NOBIOMICHHAX 3a3HAaY€HO, L0 LIKipa
JiiTell, HAPOIDKEHMX Y XKIHOK, AKi MPOTAroM nepiofy BaritHocTi orpumysanu npenapat JJAMIIPEH. npu
Hapo/pkeHHi Gyna raunboko nirmentosana. JJAMITPEH ciiz BUKOPUCTOBYBAaTH y NEPiO/L BArITHOCTI, JIMLIC SKIIO
NoTeH1liHa repesara NepeBHILyEe PU3HKHI 171 [101Y.

Jlani 3 1ocHipKeHb Ha TBAPHHAX

JlocipKeHHS TOKCHYHOTO BIUIMBY Ha eMOpIOHAIbHUI PO3BUTOK TUIOJY MPOBOIMIIMCA HA LILYpaX, KpOJHKax Ta
mumax. Y mMuiuei eMOpIOTOKCHYHICTE Ta (JeTOTOKCHUHICTE Oy OueBHIHUMH. Y HUX CrOCTepiraiucs
nopyiieHHs ocuikailii KicTok uepena oy, 361IbIEHHS KiTbKOCTI BUKHMIHIB Ta MEPTBOHAPOIKEHb, & TAKOK
3MEHIIEHHs PiBHS BHKMBAHOCTI HOBOHAPOKEHMX TIC/Is TOrO, SK BariTHa camka orpumysana JJAMITPEH y nosi
25 mr/kr, mo nopieHioe 0,6 MakCHMaIbHOT peKOMEH10BaHOT 100080i ao3u s moaunau [MPJUT] (200 mr), Ha
OCHOBI NOpiBHAHHA 1o Tina. 11IKipa Ta JKHpOBi TKAHHHH HOBOHAPOUKEHUX 3MIHIOBAIM KOJIip PHOIN3HO
yepes 3 [IHI Micis HApOKEHHS, 10 OB’ A3Y€EThCs 3 BUAINEHHAM Kio(hasuMiHy y rpyaHe Mosioko. JKoaHoro
BIUIMBY HA PO3BUTOK He GYJI0 MOMIYEHO Y LIYPIB YK KPOJIMKIB MiCIIA NepopaibHOr0 3aCTOCYBaHHS KIODa3uMiHy y
nepiost opranorenesy y no3ax a0 50 mr/kr i 15 mr/kr (o exsigasentro 2,5 i 1,5 MP/1J1, sxa nopisnioe 200 mr,
Ha OCHOBI MOPIBHAHHS TUIOLL Tina), BianosiaHo. L1i A0cai/pKeHHS Ha TBapHHAX MPOBOMIIHCA BiNOBIAHO /10
CTaHJapTIB, YNHHHUX HA MOMEHT MepIIoro cXBasieHHs npenapaty (1986 pik). a He BiANOBIAHO 710 NOTOYHHUX
HOPMAaTHBHHUX BUMOT.

8.2.JlakTanis

KopoTkuii oris pusHKiB

JIAMITPEH BuAins€TbCa y IPYAHE MOJIOKO. Y HOBOHAPOIDKEHHX, SKHX OYBaIM IPYAbMH, i MaTepi AKHX
OTpUMYBaiIK K10(a3uMiH, crocTepiranacs 3MiHa Koabopy WKipH.

JlouinsHicTs npuiiomy npenapaty JJAMITPEH y nepioa nakrauii i posriasjatH 3 orjisiy Ha nepesaru
rPYAHOrO BUrOJOBYBAHHS 71 PO3BUTKY Ta 3/I0POB’ Sl IMTUHH, Oepyuw 110 yBar KJIiHiYHY HEOOXIHICTb MpuiiomMy
npenapary JIAMIIPEH ans marepi Ta 6yap-aki noTeHuiini nobivni peakuii, 3yMoBaeHi npenapaTom
JIAMITPEH. y HEMOBIST, KX FOYIOTh FPYAbMH, YH SKi 3a3HAIOTH IHIIOTO BILTMBY BHACIIIOK JIiKyBaHHs:
Martepi.

8.3.7KinKk# T2 Y0JI0BIKH 3 PenpoAYKTHBHHM NOTEHIIA/I0M

TecT Ha BariTHICTh

JKinku iTopotHOTrO BiKY, SIKi JKHBYTbH CTATEBHM JKUTTAM, MAlOTh MPOBECTH TECT HA BAriTHICTB 10 MOYATKY
3actocyBanHs npenapaty JIAMITPEH.

KoHnrpauerniis

V nociimkeHHAX Ha TBapHHaX 0ys10 rpoaeMoHeTpoBaHo, o npenapat JIJAMIIPEH e wikiaiueum i oy, wo
po3BUBaEThCA. PeKoMeHyiiTe )KIHKaM AITOPOIHOrO BiKY, AKi JKUBYTh CTaTEBUM JKHTTAM, BUKOPHCTOBYBATH
eeKTHBHY KOHTpaLeruio (MEeTOIH, MPH BUKOPHCTAHHI AKUX IIAHC 3aBaTiTHITH CKiafae MeHme 1%) mia yac
nikyeanHs npenaparom JIAMIIPEH i monaiimMenine npotaroM 4 MicALIB mic/g NPUIHHEHHS JIKyBaHHS
npenaparom JJAMITPEH.

Pexomenjyiire 4omoBikam, ski oTpumytoTh JJAMITPEH, BUKOPHCTOBYBATH Mpe3epBaTHBH il HaC CTATEBHX AKTIB
npoTtsarom nepioay iikysanHs npenaparom JIAMITPEH i monaiiMeHie npotarom 4 MicswiB miciis NPHNMHEHHS
nikyBaHHs npenapatoM JIAMITPEH.

besnnians

B oaHoMy AocCiimKeHHI Y caMOK 1rypiB, skum aasain JIJAMITPEH, cnocrepiranocs nopyieHss ¢epriiabHOCTI
(3MeHIlIeHa KiJIbKICTh MOTOMCTBA | MEHIIMH LIAHC 3aBariTHITH) [ous. poz0in «Joxniniuni Oani 3 MOKCUKON02THHUX
odocnioxcenvy (13.1)]. Jlokniniuni 1aHi mono (GepTUIBHOCTI Y CAMILB BiJICYTHI. ' :

8.4.Buxopucranns y airei

Beaneka ta edexrusnicTs npenapary JJAMITPEH y nireii He Gynia BcTaHOB/IeHa.

8.5.I1anieHTH MOXHJIOTO BiKY

Buxinnuii inentudikauiiianii Homep: 3956651




V kiiniunmux gocnizkennsix npenapary JJAMITPEH ne 6paa yuacTs 10CTaTHA KibKiCTh NauienTis y Biui 65
POKIB i CTApIIe /151 BU3HAYEHHS TOTO, UM € BiANOBIAL LMX MALICHTIB BIAMIHHOIO Bi/l Bi/NOBI/i NALLIEHTIB
MOJIOAIIOTO BiKy. BiANOBiAHO A0 iHIMX KATHIYHUX AaHHUX, JKOAHOT PI3HHIL MK BIINOBIUIIO Y NALIEHTIB
MOXHJIOTO BiKY Ta BiAMOBIAIIO Y NALIEHTIB MOJIOAIIONO BiKy 3adikcoBaHo He Gys10. 3aranom, HeOOXIAHO 3
06epEKHICTIO MiIXOMTH 10 MATAHHA BU3HAYEHHS 71034 /U1 NALEHTIB MOXKIOTO BiKy. 3a3BUYail PEKOMEH/YETHCS
MOYMHATH 3 HAMHWKYHX 103, MepeadaueHuX Ticlo Ui iHLIOK CXeMOKO JIKYBaHHS, OCKUIbKH Y MALIEHTIB MOXHIOTO
BiKY yacTille crocTepiracTbes nopyieHHs GyHKLUIT nediHKH, HUPOK YHM Ceplis, a TAKOXK iHII CYTyTHI
3aXBOPIOBAHHS, | BOHM YacTillle OTPUMYIOTh JIIKYBaHHA IHIIMMHU [pENapaTam.

8.6.I1anicuTn, aki € nocinmn BlJI-indgernii

Bianosine Ha nikyBaHHS, BKIIOYAIOUH JIIKyBaHHS peaKLlii Jenpo3Hoi By3nyBaToi eputeMy, y nauientis 3 BLJI-
MO3UTHBHUM CTATYCOM Ta MPOKa30i0 Ha (OHI MocaabIeHOro iIMyHITETY € TaKOIO K, AKi | Y IHIINX NallieHTIB.
Kopwurysaus no3u npenaparty JIAMITPEH y umx naiienTis He noTpedyeThes.

10, IEPEJO3YBAHHA

Hemae K0IHHX KOHKPETHUX JaHMX LIO/I0 NiKyBaHHs nepenosysanns npernapatom JJAMITPEH. Oanak, y sunaaxky
rnepeo3yBaHHs, LITYHOK CJIiJl CIIOPOKHUTH, BUKIMKABLIN GFOBOTY ab0 MpoBiBLIM NPOMUBaHHS HITYHKY. TTicis
1IbOTO PEKOMEHJIYETLCS 3aCTOCOBYBATH MIATPHMYIOUE CUMITOMATHYHE JIIKYBaHHS.

11. OIUcC

JIAMIIPEH (kaodasumin) € aHTHMiKOGaKTepiaTbHIM JIIKapCBKUM 3aC000M, JOCTYNMHNM Y hopMi M™SIKHX
JKENTATHHOBMX KariCyJl ISl IEPOPaIbHOro 3actocyBanHs. OfiHa kancyia MicTuTh 50 MI MiKpOHI30BaHOTO
ki10(asuMiny, CycreHI0BaHoro Ha napadino-macisHii ocHoi. Kiiodasumin — 6apBHHK SCKpPaBO-4€PBOHOIO KOILOPY,
noxiaxe iminodenasuny. XiMiuHa Ha3Ba CromykH: 3-(p-xja0poaHinino)-10-(p-xnopodenin)-2, 10-aeriapo-2-
izonporniniMiHoeHa3uH, CTPYKTypHa (hopmyia:

~._\_‘]-//
= \/'N"f\FN—CH< H,
" ./"L"‘- N-‘;:' \f'l\ NH —/ k(_}l

Krnogasumin npecrasise coboi0 4epBOHO-KOPHUHEBHH MOpolIok. Bin 106pe po3dnHAeTbCA B G€H3071i; PO3UMHSAETHCS
B Xﬂopod]opmi; MOraHo PO34MHAETLCA B alLeTOHI Ta B eTHialeTari; cabo po3suyuHAETbCA B METaHOJI Ta B cTaHol |
TNPAKTHYHO HE PO3YMHAETHCA Y BOi. MonekynapHa mMaca kiodasuminy — 473,4. MonekyaapHa Gpopmyiia -
Cy7HpCLN,.

Heaxmueni pevosunu y kancyii: 6I0KOTUHAMN BicK, Oy THITiAPOKCHTOMYO1, TUMOHHA KHCJIOTA, CTHIBAHLIIH, JKEJIaTHH,
TIIIUEPHH, 3aJ1i3a OKCHJL, JIELIUTHH, P-METOKCH-alleTO(eHOH, napadeHu, pOCIHHHI OJ1il, MPONiNeHIIiKOIb.

Obononka xkancyau micmums: HaTPIIO eTUNNApariapoKcHOeH30aT, HATPIIO NpoNinapariapokcHOeH30ar, eTHIBaHIMiH,
JKeJlaThH, riuepus 85%, YOpHUIT OKCH 3as1i3a, YepBOHMI OKCHIL 3aJ1i3a, P-METOKCH-alleTO(EHOH.

12. KJJIHIYHA ®APMAKOJIOI'TA
121 Mexanizm ail

JIAMIIPEH € anTumikoGakrepiaibHAM npenapatoM [oue. posoin « Mikpobionozisay (12.4)].

12.3. PapmakoKiHEeTHKA
BemokTyBanHa

[Ipu nepopansHOMy 3actocyBaHHi npenapaty JIAMITPEH piBenb BCMOKTYBaHHS KJIO
MPOKA30k0 € Pi3HUM, KOJMBAKOYHCh Y Mekax Bl 45% 1o 62%. CepenHs KOHLEHTpALl
KpPOBi y XBOPHX Ha IpOKa3y, AKi OTpUMyBaJH JikyBaHHs npenapatom JIAMITPEH y o1 0
100y, cknagana 0,7 Mkr/ma i 1 MKr/mi1, BIANOBIAHO. z!

Buxinumii inenTrikauiiinmuii Homep: 3956651



13.
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[TikoBa KoHUEHTpallis KnohasuMiHy Y cHpoBaTLi KpoBi (cepeaHe 3HaueHHs Tp,,) CHOCTEpIraeThes Yepes 8-12
FOJIMH TIicHs MpUoMY npenapary micns Dii.

Poznozin

Krodasumin — BucokoniohinbHa Cronyka, TOMY aKyMy/IOETbCS MIePeBaKHO B JKUPOBIH TKAHUHI | B KIITHHAX
PETHKYJIOEHI0TeiaNbHOT cucTemMu. Makpodaru pozHocaTh K1o(a3nMiH 1o yceoMy opraxizmy. BianosiaHo a0
pesyJIbTaTIB ayTONCIT, IKa MPOBOAMIACA Y XBOPHX Ha npokasy. o orpumysanu JIAMIIPEH, kpucranu
K10(hasuMiHy HAKOMMYYBAJINCS NEPEBAKHO Y OPMIKOBUX JTIMPATHUHHX By3/laX, HAIHUPKOBIH 32103,
NiAKipHOMY JKHpi, HEUiHLIi, JKOBYI, JKOBUHOMY MIXypi, CesIe3iHIt, TOHKIH KM, M’ A3ax, KiCTKax Ta WwKipi.

Knodasumin y cupoBartili KpoBi 38 s3yeThest 3 anbga- Ta Geta-ninonporeiHamu, 30kpema, 3 Gera-ainonporeiHamu,
i 38’ A3yBaHHA 6y/I0 HACHYEHHM TP KOHLEHTPALIT y 171a3Mi KpoBi Ha piHi npubansno 10 Mkr/mi. 3B a3yBaHHs 3
rama-ri00yniHoM Ta aneOyMiHOM DyJ10 HECYTTEBHM.

Merabonizm

[Ticns kinbKox nepopanbHux 103 npenapary JJAMIIPEH y ceui sHaxoaunu Tpu MeTabosiTH Kiodasuminy.
Inopmattis moao Metabosizmy KiodasuMiny € 0OMeKEHOI.

BuseneHHs

[Ticas onHOpasoBoro otpumanis npenapaty JIAMITPEH B 103i 300 mr BuBeieHHs K10¢a3uMidy y He3MiHHOMY
craHi Ta ioro mMerabosiTiB y 1000Bii cedi Oyno HecyTTeBUM. HacTHHA BKUTOTO rpenapary, sKuid BABOIUTHLCA 3
KaJioM, MOJKe TIPEACTABIATH CoDO0I0 BUBEICHHS Yepes skoBY. Hepennka KinbKiCTh npenapary TakokK BUBOAUTLCS 31
CIIMHOIO, WIKIpHUM casiom Ta iotom. [lepios HamiBBHBeICHHA KI0(asHMIHY Mica OTPUMAHHA KITbKOX
nepopaibHHX 103 npenapary Ha pisti 50 un 100 mr npenapary JIAMIIPEH y nanienTis 3 npokasoio 0yB aysxke
pi3HUM, KOJIMBAIOUMCH Y Mexkax Bij 6,5 10 160 nHiB. 3aransnuit cepeniHiii nepion Hanieposnaay Kiodasuminy y
LIMX XBOPHX Ha MPOKa3y Ckias 25 JIHiB.

12.4. Mixkpobioaoris

Mexanizm il

Kiogaznmid YMHNATE NOBIIbHY OaKkTepHUMAHY Ail0 Ha Mycobacterium leprae (nanuuka Xaucena). Kiogasumin
NpUrHivye pict Mikobakrepiii i 38 s3yeThes nepesakno 3 JIHK mikobakrepiii. Knodasumin Takox sailicHioe

MpoTH3ananbHy Jil0 NpH JiKYBaHHI peakilii 1enpo3Hoi By3ayBartol eputemu. OJiHaK, TOUHMIT MeXaHi3M ioro aii
3aJIMIIAETHCS HE 3’ ACOBAHUM.

Mexanizm J1ii, AKuil BUSBISETHCS B aHTHMIKOOaKTepiajibHiH akTUBHOCTI Ki10(asuMiny, Moxke OyTH NOsCHEHHUI
THM, [0 Jist K10(asuMiHy crpsMOBaHa Ha MeMOpaHH, BKIIOUaloun OakTepialbHUi IMXa/IbHUHA KaHaul Ta iOHHI
TpaHCIopTepy. BHYTPILIHLOKIITHHHI OKHCHO-BIIHOBHI peakilii, BKJIIOYalOUH OKHCHEHHS NIepeTBOPEHOIO
K10(a3uMiHy, PU3BOAATD 10 HAKOIIHYEHHS akTHBHUX hopM KHCHIO (ADK), CynepoKCHAriAPOreH NepoKCHIy
(H,0,). ITo-npyre, B3aemozis ki1odazuminy 3 docdoninizamu y MmeMOopaHi Npu3BOAMTS 10 HAKOTIMYEHHS
aHTUMIKpOOHMX J1i30ocdomniniais, SKi BUKIMKAOTEL AMCHYHKLIIO MeMOpaHH, 11O TATHE 3a co00K0 B3aEMO/lil0 3
K+. ObuaBa MexaHi3MH MPH3BOATE 0 B3aEMOIIT 3 KIITHHHOIO €Heprieio, Aka BUAIAETLCS y Mpolieci
MmeTaboi3My, LUISX0M nopyiueHHs npoaykyBanHs AT®, ITportusananbHi B1acTHBOCTI Ki1ohasuMiHy
MOACHIOIOTHCS, B TIEPLLY Yepry, IpUrHiueHHsaM akTuBauii Ta nponidepauii T-nimdounTie. Knodasumin moxe
OIoCepe/IKOBAHO BIUIMBATH Ha npoiidepautito T-KITHH LIIX0M cTUMYOBaHHSA BuBinbHeHHs ADK Ta
npocrarnanaukis (ITT) E-cunresy, 3okpema, IIIE2 3 nelitpodinis Ta MOHOLMTIB.

Ouinka MiHiManbHOT iHriGyrouoi koHuenTpauii (MIK) xnodazuminy, HeoOXiaHOT Ut 60POTEOM 3 NAIMYKOIO
XaHceHa B yMOBax in vitro, e He Oysa nposesieHa.

Ilepexpecna pe3ncTeHTHICTh
Kirodazumid He IeMOHCTpYE NepexpecHoi pe3uCTeHTHOCT 3 1arCOHOM abo pudamItiHOM.
JOKJIHIYHI JAHI 3 TOKCUKOJIOI'TYHUX JOCJI?)KEHb

13.1. Kanneporenes, myrareses Ta BIJIHB Ha pepTHIbHICTD

Ipenapar JIAMITPEH He BuBuYaBCS y XOZ1 JIOBrOCTPOKOBHX JIOCII/PKEHb KaHLIEPOT ¢k
Pe3ynbTaTi 10cHiKeHs MyTareHHocTi (Tect EiiMca) BusiBHMCS HeraTHBHUMH. JlesK
KJIaCTOTeHHHH MOTEeHLIan Y MHIlIEH.



B ozHOMY J0C/iKeH ] Y camMok 1typis, skum aasaas JJAMITPEH (nounHaioun 3a 9 THKHIB 110 CIAPOBYBAHHS i
J10 BiJUTYHEHHS MOTOMCTBA Bil Matepi) y 203i 50 mr/kr/n06y. 110 aopisHioe npubansto 2,4 MAaKCHMaJbHOT
PEKOMEHJIOBAHOT KJITHIYHOT 103K, CTIOCTEPiraIocs Nopylenns GepTHILHOCTI (3MeHIIeHa KUIBKICTb NOTOMCTBA [
MeHIIHI maHc 3aparitHiTH). JlokniniuKi aaHi moao GepTuaBHOCTI Y caMUiB BiACYTHI.

16. ®OPMA BUITYCKY/OCOBJIMBOCTI 3BEPII'AHHSI

®opma BHITYCRY

M’ sKi sKenaTUHOBI Karcyim no 50 mr, kKopudHesi, cepuuni

VAN D) O EENIC, < vn i s ot S s S S o SRS SR RPN G RN B NDC 0028-0108-01

OcobnuBocTi 30epiranns

He 36epiratn npu Temneparypi suie 25°C (77°F). 36epirath y MicusX, 3aXHILEHUX BiJl BOJIOTH.
36epiraTn y minbHO 3aKpuToMy KoHTelHepi (USP).

17. PEKOMEHIALII JJISI ITALIIEHTIB

Iudopmanis 1as nanieHTis

o [loeizomre nauientam npo Te, o JJAMITPEH cain npuiimaTi nia yac npuitomy ixki.

e [loBijoMTe Nali€eHTaM MpOo Te, 1O IM CJIiJI PO3MOBIAaTH MPO OUIb Y 5KMBOTI YM 1HLII CUMIITOMH 3 OOKY LTYHKOBO-
KHIIKOBOIO TPaKTY, TaKi K, HaNpUKaa, 6/10BOTa YK HY10Ta, IXHBOMY MOCTa4albHUKY MEIHYHHMX MOCIIYT.

e TloeimoMre naiientam npo Te, mo JJAMITPEH wacto BHKIMKae 3MIHY KOJIbOPY LIKIPK Ha OyAb-AKi BIATIHKH BiJl
YEPBOHOTrO [0 KOPHYHEBO-YOPHOT'0, @ TAKOXK 3MiHY KOJIBOPY KOH IOHKTHBH, CJ1i3, IOTY, C/IMHM, ceui Ta KaJry.
[IpoindopmyiiTe NaLieHTiB Npo Te, 110 wKipa Habyae HOPMATBLHOIO KOJIBOPY Yepes AeKiabKa MicsuiB abo pokis
icis 3akiHueHHs JikyBanHs nipenaparom JIAMITPEH.

¢ [loBizoMTe mauieHTaMm Mpo Te, W10 3MiHa KOJIbOPY IIKIPH MOJKE BIJIMBATH Ha TNCUXIYHHA CTaH Ta peKOMEHIyHTe
M po3noBizaTi npo Syab-sKi CHMITTOMM Aenpecii uH CyiuuaanbHi 1yMKH.

» PekomenjyiiTe JiHKaM JITOPOJHOr0 BiKy BUKOPHCTOBYBATH e()eKTHBHI 3aCO0M KOHTpaLemnUil i Yac JIKyBaHHS
npenapatom JIAMITPEH Ta monaiimenie npotsarom 4 MicsuiB Mmicjis NPUITMHEHHS J1IKYBaHHs Npernaparom
JIAMIIPEH. Taxos peKoOMeHIyHTe M MPOBECTH TECT HA BAriTHICTh /10 MOYATKY JIKyBaHHS MpPenapaTom
JIAMITPEH.

e Pexomenzyiite Yosnosikam, ki orpumytots JIJAMITPEH. BukopucTOBYBaTH IIpe3epBaTHBH 11i/1 4aC CTATEBUX AKTIB
npoTaroM nepioay JikyBanHs npenapatom JIAMITPEH i monaiimeHmie npotaroM 4 MicsiiB mic/is MPUITMHEHHS
nikyBauHs npenapatom JIAMITPEH.

o [loBizioMTe MaLi€eHTaM Mpo Te, IO BayKJIMBO JOTPHMYBATHCA TIPH3HAYEHOT CXeMH JIIKYBaHHS JUIS TOro, 100
3ano0irTH po3BUTKY pe3rcTeHTHOCTI. HeperyiapHe 3acTocyBaHHs Mpenapary Ta HeZIOTPUMAHHS CXeMH JIIKyBaHHS
MOKYTh IPH3BECTH 0 TOrO, L0 3aXBOPIOBaHHA Oyle BUIiKyBaHe yepes OinbIuni mpoMizkok yacy abo Gyzae
BUJIIKYBaHEe HEMOBHICTIO, 1 XBopuit Oyae indikyBaTy iHmuX moneil. HenoTpuMaHHA CXeMH JIIKYBaHHS MOXKe
MPU3BECTH 10 MPOrpecyBaHHs 3aXBOPIOBAHHSA | MATH CBOTM KiHLEBMM HACJIiIKOM IHBaJIIAHICTD 4H KaJIiLITBO.
SIkimo ue MoKIIMBO, 3a0e3neure, OO NaLieHTH, SKi He J0TPUMYIOTHCS PEKOMEH/ALLH 11010 JTiKyBaHHS,
OTPHMAJIH HAJIEKHY OLIHKY, 03HAHOMMITHCA 3 BIATOBIAHOIO MEAHYHOIO iH(MOPMALLIEIO Ta OTPHMYBAJIH JIIKYBaHH:A
i1 HATJIAZIOM.

e [IpoiHCTpyKTyiTe MALIEHTIB PO O3HAKHM Ta CUMITTOMM 3aNalbHHX peakuid 1 peuMauBiB, SKi MOXKYTh
criocTepiraTics Mij 4ac JiKyBaHHS Ta Micig HOro 3aBepLieHHs, 1 NpoiHGopMyiiTe 1X NMpo BaskKJIMBICTH HEraifHOro
TMOBIIOMJICHHS PO MepIli MPOSBH LIMX 03HAK iXHIM NOCTavaJbHUKAM MEIHYHHX MOCIYT.

Juctpub’iotop:

«Hogapric ®apmackioTtikan3 Kopnopeimny (Novartis Pharmaceuticals Corporation)
Cxinnwmii 'annoeep, wrar Heto-JDxepei, 07936

© «Hogapricy
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Aupekrop Bropo nepexnagin

Translation Agency

Hum ui;rmcmmym BipticTh nepeksaazy.
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The above is a true translation of the
original document. Head “the
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Incmpykuia npo 3acmocy8anH AiKapCcbKo20
3aco0y abo inghopmayisa npo 3acmocy8anH:
JUKAPCbKO20 3ac00y, 3ameeporHceHa 32i0H0 3
HOPMAMUGHUMU 6UMO2AMU KPATHU
3aaenuxka/Bupoonuka abo kpainu,
PecyiamopHui Op2an AKOI KepyeEmnc
BUCOKUMU CHMAHOAPMAMU AKOCMI, W0
810N 0GI0AOmMb CIMAHOApPmMAam,
pexomenoosanum BOO3, ma/ado 32i0H0 3
pe3yabmamamu KIiHIYHUX 6URPOOYBAHD,
BUKIAOCHA MOBOIO 8IONOBIOHO 00 8UMO2
BU3HAYCHUX A03aUOM OPY2UM YACHIUHU
mpempoi cmammi 26 3axony Ykpainu «Ilpo
3acaou 0eprHcasHoi MOGHOI ROJIIMUKU
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LAMPRENE®100 mg

capsule molle
Clofazimine

Lisez attentivement I'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 & volre pharmacien.
Ce médicament vous a été persornellement 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 besain de la relire.

-

~ La substance active est la clofazimine ... weene 100,00 Mg

~ Les autres composants sont le butylhydroxytoluéne, I'acide citrigue anhydre, le propyléneglycol, I'huile de colza, 1a 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.

Titulaire / Exploitant :

Novartis Pharma 5.A.5.

2-4, rue Lionel Terray

92500 Rueil-Malmaisan - France
Tél. : 01.55.47.66.00

Fabricant :

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

. 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. |l est indiqué en association avec d’aulres médicaments, dans le traitement des
formes mullibacillaires 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.

- si vous Etes allergique (hypersensible) & 'arachide ou au soja, en raison de Ia présence d'huile de soja.

Prendre des précautions particuliéres 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 gu'il puisse adapter votre
trattement. e —————

- 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 da grossesse ; il appréciera le risque éventuel de ce médicament dans votre cas.

Demandez conseil 4 votre médecin ou d volre pharmacien avant de prendre tout médicament.

Allaitement

Dans la mesure du possible, |l est déconseillé d'allaiter pendant la durée du traitement, en raison du passage de ce médicament
dans [e lait maternel

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

Conduite de véhicules el utilisalion de machines

L'attention est appelée, r chez les conducteurs de véhicules et les utilisaleurs de machines, sur les risques de troubles
de la vision de jour et de nuit, de somnolence liés & la prise de ce médicament.

Liste des excipients & effet notoire : huile de soja, parahydroxybenzoate d'éthyle sodé, parahydroxybenzoate de propyle sodé.
Prise ou utllisation d'autres médicaments

Veuillez indiquer & votre médecin ou 2 votre pharmacien si vous prenez ou avez pris récemment un autre médicament, méme sl -

s'agit d'un médicament obtenu sans ordonnance.

. COMMENT PRENDRE LAMPRENE®100 mg, capsule malle 7

Posologie
Dans le traltement de la maladie de Hansen, ce médicament ne doit jamais Btre prescrit seul, mais en association &
d'autres thérapeutigues.
La posologie est variable selon 1'4ge et le poids.
Afitre indicatif, la posologie usuelle recommandée par I'Organisation Mondiale de la Santé (0.M.S.), est a suivante ;
» Adultes (d'environ 60 ka) :
= clofazimine :300 mg/1 fols par mois (J,) sous survelllance + 50 mg/j (de J, 3 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, & i),
- rifampicine : 450 mo/1 fois par mois (J,) sous surveillance.
- dapsong: 50 mg/| (de J, & J,,).
. I 2

- clofazimine :100 mg/1 fois par mois (J,) sous survelllance + 50 mg 2 fols par semaine,

- rifampicine : 300 mg/1 fois par mois (J,) sous surveillance,

~ dapsone: 25 mg/i. o
Cependant, des rythmes d'administration autres que celui préconisé par I'0.M.5., sont possibles.
SE CONFORMER STRICTEMENT A L'ORDONNANCE DE VOTRE MEDECIN.
Mode el voie d'administration
Voie orale.
Ce médicament sera pris de préférence au cours des repas ou avec du lait.
Durée du traltement
Ce médicament, associé & deux autres, sera pris pandant au moins 12 mols.
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Pour Btre efficace, cet antibiotique doit Ere utilisé réguliérement aux doses prescrites, et aussi longtemps que votre médecin
vous |'aura conselllé.

La disparition de la fiévre, ou de tout autre symptime, ne signifie pas que vous étes complétement guéri.

L'éventuelle impression de fatigue, n'est pas due au tratement antibiotique mais 2 I'infection elle-méme. Le tait de réduire ou de
suspendre votre traitement serail sans effet sur cette impression et retarderait voire guérison.

Si vous avez pris plus de LAMPRENE®100 mg, capsuls molle que vous n'auriez dd :
Avertir un médecin en urgence.

$i vous oubliez de prendre LAMPRENE™100 mg, capsule molle :
Ne prenez pas de dose double pour compenser Ia dose simple que vous avez oublié de prendre.

4, QUELS SONT LES EFFETS INDESIRABLES EVENTUELS ?
Cormime tous ies médicaments, LAMPRENE® 100 mg, capsule molle est susceptible d avoir des effets indésirabies :

- Fréguemment : chez les sujets a peau claire, coloration rougeatre & 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 disparalt complétement que
plusieurs mois voire plusieurs années aprés |'arrét du traitement. Possibilité de coloration définitive sur d'anciennes lésions.
Sécheresse de la peau, qui parfois s¢ recouvre de squames.

~ Occasionnellement : démangeaison, éruption cutanée.

— Rarement : réaction cutanée de type allergique & la lumiére, éruptions comparablas a ['acné.

Appareil digestil

— Fréquemment : vomissements, douleurs du ventre, diarrhée.

- Rarement : nausées, perte d'appétit, affections de I'intestin.

— Cas Isolés : occlusion de |'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.

- Qccasionnellement ; sécheresse et irritation des yeux, troubles de Ia 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 I'arrét du traitement.

Neurologle

~ Rarement ; maux de téte, fatigue, somnoience.

— Cas isolés : dépression due 4 la coloration cutanée.

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

Autres

~ Fréguemment : coloration de la sueur, coloration du lait, des expectorations (crachats), de I'urine et des matidres fécales.

- Occasionneliement : perte de poids.

~ Casisolés : gonflement des jambes, atteinte de la rate, maladie sévére de la peau, agranulocytose (chute Importante de
ceriains globules blancs {granulocytes) dans le sang, troubles sévéres du rythme tardiague, 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.

5. COMMENT CONSERVER LAMPRENE®100 mg, capsule molle 7

Ce médicament doit Btre conservé a une température ne dépassant pas 25°C et conserver lg flacon it

soigneusemant fermé, & I'abri de I'humidité. =

Ne laisser ni & ia poriée ni & la vue des enfants. =]

Ne pas utlliser aprés Ia date de péremption figurant sur la bolie. Tenir & [ab

La demniére date & laquelle cette natice a 616 approuvée est le 11.09.2006. de humidité
6. CONSEILS / EDUCATION SARITAIRE

Que savoir sur les antibiotiques 7

Les antibiotiques sont efficaces pour combattre les infections dues aux bactéries. lls ne sont pas efficaces contre les infections
dues aux virus.

Aussi, votra médecin a choisi de vous prescrire cet antibiotique parce qu'il convient précisément & votre cas et 4 votre maladie
actuelle.

Les bactéries ont la capacité de sunnwe ou de se reproduire malgré I'action d'un antibiotique. Ce phénoméne est appelé

+ il rend certai tihintiques inactifs. La résistance s'acerolt par 'usage abusil ou inapproprié des
antibiotigues.
Vous risquez de favoriser |'apparition de bactéries résistantes et donc de retarder votre guérison ou méme de réndre inactif ce
médicament, si vous ne respectez pas:
- la dose a prendre,
- les moments ds prise,
~ et la durée de traitement,

1] Il‘ltllmz nn nublallqm qun lnrqu vmra mﬁuin m !'l prescrit,

2) Respectez strictemant votre ordonnance.

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

4) Ne donnez |amais volre antibiotique & une autre personne; ii n'est pevt-Etre pasadapté d sa maladie.

5) Une fois votre traitement lerminé, rapportez & votre pharmacien loutes les boftes entamées pour une destruction correcle
el 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

—~RECENT MAJOR CHANGES---—emeeeemeeeeeeeee
Dosage and Administration (2) 7/2016
Contraindications (4) 772016
Wamings and Precautions (5) 7/2016
[ INDICATIONS AND USAGE

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)

o= DOSAGE AND ADMINISTRATION

*  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

s 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)

——eeee——-DOSAGE FORMS AND STRENGTHS-——eee e
50 mg soft gelatin capsules. (3)

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

*  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)

= 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
QTcF 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.

USE IN SPECIFIC POPULATIONS oo

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

FULL PRESCRIBING INFORMATION: CONTENTS*
1 INDICATIONS AND USAGE
1.1 Lepromatous Leprosy

12 Usage
2 DOSAGE AND ADMINISTRATION
2.1 Dosage

22 Important Pre-test Prior to Administration

DOSAGE FORMS AND STRENGTHS

CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS

5.1  Abdominal Obstruction and Other Gastrointestinal Adverse
Reactions

52 QT prolongation

53  Skin and Body Fluid Discoloration and Other Skin Reactions

54  Psychological Effects of Skin Discoloration

6 ADVERSE REACTIONS

8  USE IN SPECIFIC POPULATIONS

8.1  Pregnancy

ke W

82  Lactation
83  Females and Males of Reproductive Potential
84  Pediatric Use
85  Genatric Use
8.6  Patients with HIV Co-infection
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
123 Pharmacokinetics
124 Microbiology
13 NONCLINICAL TOXICOLOGY
13.1 Carcinog is, M is, and Impairment of Fertility
16 HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are
not listed.

Reference ID: 3956651

RN



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.

* 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.
54 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%- t0-50%).
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 least 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

QXS
T 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,7;H,CL 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 | mcg/mL, respectively.
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Time to reach peak plasma concentration (median T,,) 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
Bottles of 100.....umamisnnmaniiginiiiaiiammissaramannmimiamsimmammmemmr NG 0028:0108-01

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 [nform 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 [nform 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.

* 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.

¢ 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.

* 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.

Distributed by:

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

© Novartis
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