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MykoBUCUMAOO03 KaK MoAesib ANarHOCTUKK, Tepanuu u
peabunutauum 60nbHbIX ¢ opdhaHHbIMMU
3aboneBaHUAMM

HeoHaTanbHbIV CKPUHWHT —
annaemumonorug - 1:10296
HOBOPOXAOEHHbIX

PacwmnpeHne soamoxxHoctn [JHK
OANarHoCTUKM

)
XusHeyrpoxatoliee 3abonesaHue o
C KNMUHNYECKNUM NONMMOPdU3MOM

[MOCTOSIHHO yCOBEpLUEHCTBYETCS
Tepanus n pacteT
NPOLOIMKNTENTbHOCTb XKU3HU

LleHTpbl MyKkoBucumnaosa ( B
EBpone otpaboTtaHHasi Mmoaensb)

[MauueHTCKne opraHmsaumm



[aHHble Pernctpa 60mnbHbIX MyKoBMcUMa030M B MockBe
MockoBckon obrnactu 3a 2012 rog 1 BbKMBAEMOCTb 3a 2003-2012rT (
coBmecTHO ¢ HWM nynbmoHonornmn ®MBA)
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ymepLune 6onbHble: 48 YenoBeK, CpeaHuii Bo3pacT
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MepauaHa BbixuBaemocTu: 39,5 netr



MonekynapHblie nocneacrtema mytauum MBTP
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Vankeerberghen A, et al. J Cyst Fibros. 2002.
http://www.genet.sickkids.on.ca/cftr/
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Kputepun noctaHOBKM guarHosa
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ECFS Standarts of Care Project, 2013. Project Director:Carlo Castellani (IT)
http://ecfs.eu/ecfs-standards-care/introduction



Llenbto 6onbLIMHCTBA NPOrpaMm HeoHaTarbHOro CKPUMHUHra
Ha MYKOBMUCLIMOO03 SIBNSieTCS YCTaHOBKa AMarHo3a B Bo3pacTe A0 4-X
Heaenb

|)'90% HOBOPOXAEHHbIX 0€3 KITMHNYeCKNX NPOSBNEeHUNn
MyKOBUCLUMAO03a ANAarHo3 MOXeT ObITb YCTaHOBJIEH Ha
OCHOBaHUU CKPUHUHIa B BO3pacTe A0 6 Heaelnb

Massie RJ, Olsen M, Glazner J, Robertson CF
Newborn screening for CF in Victoria: 10 years experience
Med J Aust 2000

B 5-10% crny4yaeB BO3HMKaIOT TPYAHOCTU C
AWarHoOCTUKOM MyKoBMCLMAOO03a

Cystic Fibrosis Foundation Patient Registry,
2005 Annual Data Report to the Center Directors. Bethesda,
MD:CFF
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TECT HA UPT - HepelleHHbIe NpobnemMbl

Y 5-10 HOBOPOXAeHHbIX N3 1000 — HeoHaTanbHaa runepTpuncuHoreHemms

TecT 4-5 neHb, PeTecT npoBoanTCs He no3aHee 8 Heaerb (onTUMaribHoO 21-28 AeHb
YXNU3HMN)

HecobntogeHne cpokoB 3abopa — oLnbKM AnarHoCTUKN
NPT He cTabuneH B obpasuax KpoBu rnNpu xpaHeHnn (Makc. 14 gHewn) -

MeKOHWanbHbIN UNeyc, IMNepaxoreHHbIN KULWEYHWK nnoaa Bo |l TpuMmecTpe TpebytoT
obcnenoBaHusa Ha MB He3aBUCUMO OT NporpaMmmbl CKPUHUHrA

NPT noBblaeTca y HOBOPOXAEHHbIX He Tonbko npu MB (Tpucomus 13 1 18, noyeyHas
He4OCTaTOYHOCTb, BHYTPUYTPOBHaA MHEKUNS, aTpesunst KULLIEYHMKA, HECaXapHbIW
NoYeYHbIn AnabeT, HOBOPOXOEHHbIE ceBEPO-adhpUKaHCKOro N adopo-aMepUKaHCKoro
NPOUCXOXOEHUS, FETEPO3NTOTHLIE HocuTenu mytaun MBTP?)

JloxxHooTpuuaTesnibHbIN pe3ynkTaT NP MEKOHWAaNbHOM Uneyce, HEAOHOLIEHHOCTN,
reMoTpaHcdy3nsax, BUPYCHON MHGOEKLMN



MHTepnpeTaumsa pe3ynbTaToB MOTOBOroO TECTa

PesynesraT (MMorib/n) Hopma | [lorpaHnyHbIn [TonoXUTENbHbLIN
Krnaccunyeckmum MeTo 40-59 = 60
(o MBCoHY-Kyky) A< 39 Ho He BbliLlLe 160
y-RYKY MMOIb/N

[leTn 0o 6 mec <29 30-59 =60
OnpeneneHue

>80
NpOBOANMOCTU <60 60-80

Ho He BbILle 170
(Makponakr, <50 (50-80)

MMOIb/n
HaHogakT)

OnTMManbHO coYeTaHUe KJ1IaCCU4YeCKoro un akcnpecc-mertoaa!




AHAJIN3 KPOBU HA NPT

(OOHOWEeHHbIe — 4-5 neHb, HeAOHOLUEeHHbIe — 7-8 AeHb)

PETECT WUPT - 21-28 aeHb
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UPT>40 Hr/mn
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HeoHaTanbHbIN CKPUHWUHT

Poccusa -UPT ( 1 onpeneneHne — peTecT) - NOTOBbIN TECT.
B mupe- PT - IHK gnarHocTuka

[Mpobnembl B pOCCUNCKOU CXeMe:

NPW HeraTtuBHbIE NaLUeHTbl

HekoTtopbie myTtauum MBTP (3849+10 kb C>T) accoummnpoBaHbl C HOpMasibHbIM UIA
NOrpaHNYHbIM pes3ysisTaToM NOTOBOro TecTa

NnoTeps NauMeHTOB Ha 3Tane — poa AOM- FreHETMYEeCcKasi KOHCYnbTaLuus (MOTOBbLIN TECT)

OtcytctBune HK gnarHocTukm



OHK anarHocTtuka

B Poccum ot 5 00 32 myTauni B pasHbIX permoHax

[MosiBUNNCb BO3MOXXHOCTU CEKBEHNPOBAHUS MPU OTpULIATENTbHOM
npeaBapuTenbHOM onpeaeneHnmn myTauun

NMpobnembi

[naTHble ycnyru, BbiIcokast CTOUMOCTb
CnoXXHOCTU UHTepnpeTaLmm pe3ynsTaToB CEeKBEHNPOBAHUS



[TorpaHnYHbIN pe3yrbTat NOTOBOW Npobbl / ogHa
myTauna MBTP

v/ HabniogeHue B LeHTpe MyKoBUCLNO03a
v/ PacwwupeHHbin IHK aHanns (cekBeHnpoBaHMe reHa)
v KnuHuyeckoe obcrnegoBaHue:

- dbekanbHas anacrasa

- NOCEB MOKPOTbI /Ma30K U3 3eBa

- Jlop ocmoTp

- peHTreHorpaus rpyaHom KrneTkuy, nasyx Hoca

- aHgponor

v’ [odmeepxxdeHue deghekma UOHHO20 mpaHcropma (pa3Hocme Ha3aslbHbIX
rnomeHuyuanos, buorncusi KUWKU... )



CuMNTOMBI, NO3BONAOLLME NPEANONOXUTL HAaNn4ne
MYKOBUCLIMA03a Y AETEN NEPBOIo rofa *XM3HU

e Peunonsnpyrowinm nnm NnOCTOAHHbIW Kawlernb Un oablLLKa.
* Peuungmsupyroias nHEBMTHUA

« OrtcraBaHue B PpM3NYECKOM pas3BUTUN.

* HeodopmrneHHbIn, 00UNbHLIN, MACASAHUCTLIW U 3NTOBOHHbLIW CTYI.
« XpoHun4deckasa gmapes.

* BbinageHne npamMon KULLIKK.

« 3aTshKHas HeoHaTarbHas XXenTyxa.

« ConeHbIN BKYC KOXW.

« CuHpgpomom ncesno-baptrepa

« Tennosown yoap unu gervaparaunsa npm Xapkom noroge.

» XpOHM4YecKasi TMMnoO3NEKTPONINTEMUS.

* [nmnonpotenHemus.

« Ortekun.



CMNTOMbI, MO3BONSAOLLME NPEANONOXUTb Hann4une
MYKOBMCLMO03a Yy AeTel JOLKONbHOro Bo3pacTa

* CTOMKUM Kallenb, BO3MOXHO C THOMHOW MOKPOTOW.

« [mnarHoCTU4eckn HesiCHasi peunamBMpyoLLLAa N NOCTOAHHAS
oAblLLKA.

« [Hedoununt maccel Tena, oTcTaBaHMe B POCTE.

« BbinageHue NpsiMoi KULLIKK, MHBarMHaLMUS KULLIKK, XPOHUYecKas
avapes.

* YTOnweHne KOHUEBLIX hanaHr nanbueB No Tuny «bapabdbaHHbIX
nanoyeKk».

« Kpuctannbl conm Ha Koxe.
* [MnoToHM4Yeckasa gerngparaums.
« [MnoanekToponnTeMmNsa N MeTabonnMyYecKkmin ankanos.

« [enaromeranus nnn anarHoCTUYECKN HESICHOE HapyLweHune beHKLI,I/II/I
NneyvyeHmn.



CUMMTOMbI, NO3BOMAOLLNE NPEANONOXUTb Hanu4mne
MYKOBUCLIMO03a Y JeTel LWKONbHOro Bo3pacTa

* XPOHUYECKHE CUMIITOMBI HOPAXKCHUSI HUKHUX JbIXaTCIbHBIX MyTEeH
HESACHOU DTHOJIOTHU.

* XPOHUYECKUI PUHOCUHYCUT.

e Ilomuno3s HoOCA.

* bpoHxosKTasbl.

* VTOJIEHNE KOHIEBBIX (haJIaHT MaJIbIEB MO TUITY «0apaOaHHBIX MAIOYEK».
*  XpOHUYECKas aUapes.

*  OOCTpyKIHYS AUCTAIBHBIX OTAECIOB TOHKOW KHIIIKH.

e IlaHKpeaTur .

* Brimagenue npsamMon KUIIKHU.

e T'emaromeranus.

* 3aboJieBaHUS TIEYCHU HESICHOW 3THUOJIOTHH.




CuMNTOMbI, NO3BOMSALLME NPEANONOXNUTb Hann4yne
MYKOBUCLINA03a Y NOAPOCTKOB U B3POCIIbIX

 J'HOMHBIEC 3a00JIEBAHUS JIETKUX HESICHOM STHOJOTHM.

* VYTONIeHNE KOHIEBBIX (haJaHT MaIbIEB 10 TUITY
«0apabaHHBIX MAJIOYECK).

e llaukpearur .

* OOCTpYyKIHUS IUCTAJBbHBIX OT/ICI0B TOHKOM KHIIKHU.

* [lpusHaku uuppo3a NEYEHU U NOPTATLHOU TUIIEPTEH3NUH .

* (Ot1CcTaBaHue B pOCTE, 3aJAEPKKA MMOJIOBOTO PA3BUTHA.

* CTepuIIbHOCTBh C a300CIEpMHUEH Yy MY>K4HH (B 97% ciy4daen).

* CHmwkeHHue HEPTUIBHOCTH Y KSHIIUH ¢ MYKOBUCIIU030M
(menee yeM B 50% ciy4daen).




Cnncok ¢ xapakTepHbIX PeHOTUNNYECKNX MPOABNEHN
MYKOBMCLINA03a

1. XpOHM‘-IeCKVIe 6p0onnerqub|e 3aboneBaHus:

— XPOHMYecKas KornoHmsaumsa ninm MHPEKUns xapakTepHbIMU 418 MyKOBUCLMA03a NaToreHaMu:
Staphylococcus aureus, HeTUnMpyemown Haemophilus influenzae, MyKOUMAHON U HEMYKOUOHOW pbopmMamm
Pseudomonas aeruginosa v Burkholderia cepacia;

— XPOHNYECKUM KaLLENb N OTXOXOEHNE MOKPOTbI;

— NEPCUCTUPYIOLLME PEHTTEHOTOMMYECKME UBMEHEHNS B NTErKMX (DPOHXO3KTa3bl, aTenekTasbl,
NHUNBTPaUNS, rMNepPUHPNALNS);

— 06CTPYyKUMS OblIXxaTeNbHbIX NYTEN, NPOSBAAOLWASACA «CBUCTOM» U «3MAU3EMON»;

— MonuMbl HOCa, NATONOrMA rAaMMoOPOBLIX Na3yX, BbIABSiEMasa PEHTIEHOTOrMYeCckn nnm ¢ nomoubto KT;
— CUMMIMNTOM «4acOBbIX CTEKOMN» U «bapabaHHbIX Nano4yexk».

2. 3aboneBaHuns Xenyao4YHOKULLEYHOro TpakTa U HapyLUeHUS NUTaHUs:

— K/LLEYHbIE: MEKOHWATIbHBI UIeyC, CUHAPOM AUCTalNlbHON UHTECTUHANBHOM obCcTpyKuum, BbinageHne
NPSAMOK KULLIKK;

— MaHKpeaTu4yeckme: HeOCTaTOYHOCTb BHELLHECEKPETOPHOW (DYHKLUM NOLXKENYA0UHOW Xenesbl,
peunanBuUpPYyOLLINA NAaHKPeaTuT;

— XPOHMYecKasi NaTtonorns neYeHn ¢ KIMHUYECKUMU UK TMCTONOMMYECKUMUM NPU3HAKaMM 04aroBoro
BunuapHoOro UMppo3a unn MynsTUNOBYNApPHOro LMppo3a;

— HapyLweHusa nuTaHna: anctpodus (6enkoBokanopumHaa HeAOCTaTOMHOCTbL), TMNONPOTEMHEMMS U
OTEK, BTOPUYHbIE HapYLLUEeHMS U33a aeuumTa XmpopacTBOPUMbIX BUTAMUHOB (A, D, E n K).

3. CuHApPOM noTepm Conu: octpas conesast NoTepsi ¢ Konmancom, XpOHNYECKUM U MeTabOoNNYECKUM
arkano3som.

4. YporeHuTanbHasi naTonorus: y My>X4mH o6CTpyKTMBHas a300CnepMuns Kak crneacrame
ABYCTOPOHHErO OTCYTCTBUA CEMABBIHOCSLLNX KaHanos.



WHHOBaLUMOHHbIe MeToAbl Tepanuu

DNA the molecule of life
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BbiknBaemocTb 60mnbHbIX MB pacTeT bnarogapsi coBpeMeHHbIM
MeTodaMm Tepanmu

MegunaHa NpogomMKNUTENBHOCTU XU3HW Y MepcoHnduumnpoBaHHas
6onbHbIX MB . TEPaNus, MoAaynAaTopbI?!
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Dr. Birgitta Strandvik, CF Center Director,
Adapted From 2005 Annual Data Report to the Center
Directors.
Cystic Fibrosis Patient Registry, Bethesda, MD

University Hospital,Géteborg, Sweden
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MuHnTabnetku MNaHrponfjponsseaeHsl N0 MHHOBALMOHHOW TEXHONOMUN
«EURAND MINITABS ® TECHNOLOGY»

« MnHnTabneTkn nMeroT OgMHAKOBLIN pa3Mep 2 MM*2 MM
1 muHumabnemka lNaHepon ® 10 000 / INaHeporn ® 25 000 ~ 500 E/] nuna3bi

e MMHMTaABNETKM NOKPbITbI MHHOBALIMOHHOW
doyHKUMOHaNbHON MeMbpaHoOn

4 NPOJIOHMMPOBAHHOE
’ AEACTBME B KMLUEYHUKE
£ -
\I .' _ J \
.y \
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KUCJIOTOYCTONYMBASA DYHKUMOHAJIbHARA
OBOJIO4YKA

'»..j , MEMBPAHA

T~ NAHKPEATMH
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dBTOpPbI pe3ynbraTtbl

R. B6hm coaBTopbl:J. | CpaBHUTENBHOE UCCreaoBaHme v B TeyeHne aByxu4acoB npu PH=5 HM y ogHOro npenapara He 6bino

KoBowicz, W. Miiller, BbICBOOOXAEHMSA NNasbl N3 3aMepeHo BbiCBOOOXAEHME hEPMEHTA

1995 npenapaToB NaHKpeaTunHa: lMocne nameHeHnsa PH=6 Yyepes 30 MMHYT npenapatbl 4OCTUMN

MNccnegoBaHue MaHrpon 10 000, cnefyroLen akTMBHOCTM Mo nnnase:

in vitro no KpeoH 10 000, MuHnmMmukpoccepbl- 62% 13 BO3MOXHbIX 100% C NOCTENEHHbIM

BbICBOOOXOEHNIO MaHuuTpaT 10 000, CHWXXEHNEM KOHLEHTpaUMn B TE4EeHUM Yaca ao 60%

nunasbl 3 npenapartos | Kotasum 10000. MuHunTabneTkmn -npakTnyeckn 100%-oe BbiICBOGOXAEHME C

naHkpeaTuHa COXpaHEeHMEM JaHHOrO YPOBHSI B Te4eHMeE Yaca 6e3 CHMKEHUS.
Yepes 3,75 4 aKTUBHOCTb NMNa3bl MUHUTAGNETOK
coxpaHsinacb Ha ypoBHe 73%.

M. Braga, A. Zerbi, S. Dal | 14 nauneHTOB nocne v CpeaHun Bec rpynnbl 40 ne4veHust bbin 88,6% OT 06bIMHOIO Beca.

Cin, R. De Franchis*, A. naHKpeaToayoaeHanbHom v Ha doHe Tepanumn gocturaetcs AOCTOBEPHasi HOpManusaums

Malesci* and V. Di
Carlo,1990

OTkpbITOE,
HEKOHTponupyemoe
nccnegoBaHue no
HOpManua3auumn macchl
Tena y 60nbHbIX nocne
naHKkpeaToayoaeHa-
NbHOW pesekuunmn

pesekumm Npu coMeTaHHON Tepanum
KancynmpoBaHHbIMU
depMEHTHbIMM NpenapaTamu,
coaepKawmmMmmn MMHUTabNeTkn, n
ANETON C HU3KMM COAEePXKaHNEM
Xupa

Mepuoa neveHns: 6 mecsaues
BospacT: 23 -77 net

Mon:11-M,3-XK

Macchbl Tena y naumeHToB. CpefHuin BeC rpynnbl yBENUYUICS 3a 6
MecsaueB A0 93,3% oT 06bIYHOro Beca A0 nevYeHus.
KoHueHTpaunsa cbIBOPOTOYHOrO anbbyMnHa 4OCTOBEPHO
noBbllLaeTcs Yepes 6 mecqaueB. CpeaHui nokasaTenb B rpynne
Ha 6 mecsu- 43,5 r/n (N-34-54r/n)




[Noka3zaTtenbHas
0a3a

aBTOpbI

0630p nccnegoBaHusA

pes3ynbrarhl

LankischPG et al. DtschMed
Wochenschr.
1988;113(1):15-74

OTKpbITOE,
KOHTpONupyemoe,
paHOOMU3NPOBaH-HOE,
nepekpecTHoe
nccnenoBaHne JMHaMUKN
cTteatopeun n obvema cTyna

[n3anH:

5 - gHeBHasa Tepanus 9 60MnbHbIX
XPOHNYECKUM NaHKpeaTUTOM

Bospacrt: 33 -57 nert

1 rpynna: Kancysnbl ¢ MMHU-TabneTkamm
20 000 E[] nunaasel, 3 Kancynsl B AeHb

2 rpynna: Kancynbl ¢
MUHUMUKpocepamm 10 000 EL1
nunasbl, 6 Kancyn B AeHb

Creatopes
KancynupoBaHHbIN NaHKpeaTuH ¢

MUHUTaONeTKkamm obecne4ymBaeT JOCTOBEPHOE
CHUXXEeHUe cTeaTopen HapaBHe C Tepanuen pyrumm
KancynmpoBaHHbIMU (hopMamMu naHkpeaTuHa
McxoaHble nokasatenu B rpynne 4o fneYeHus:

55,1 r>xupa B doekanusix / AeHb

pynna 1 (MUHUTaBNETKM): Ha 5 AEHb fleYeHuns 23,2 1
Xupa B doekanusix / AeHb

[pynna 2 (MMHUMUKpPOCMEpPSDI): HAa 5 AeHb nevyeHns 22,7
I Xupa B oekanumsax / AeHb

O61LEm dekanumn

KancynupoBaHHbIN NaHKpeaTuH ¢
MUHUTaONeTkaMmm obecneynBaeT 4OCTOBEPHOE
CHMXeHue o6bema chekanmm HapaBHe C Tepanuen
ApYrMMu KancynmpoBaHHbIMU (hopMaMn nNaHKpeaTuHa
McxoaHble nokasatenu B rpynne Oo nedennsa:  420r
doekanui / oeHb

[pynna 1 (MUHUTaBNEeTKM): Ha 5 AeHb NeYeHus 2971/
OeHb

[pynna 2 (MMHUMUKpocepsbl): Ha 5 AeHb nevyeHns 296
r/ AeHb




[Noka3zaTtenbHas

aBTOpPbI

Egiga nccnenoBaHusA

pe3ynkTarhl

J. H. Meyer and R. Lake
Pancreas. 1997

OueHka pasnuunm
racTPONHTECTMHANbHOIo
TpaH3nTa 4YacTuuy 1,2 u 2 Mm

ccnenoBaHue NpoxoXaeHUst MeYEeHbIX
MUHUMUKpocdep 1,2 MM 1 MUHUTaAbNEToK 2
MM W13 Xenyaka B 12-NepCTHYI0 KULLKY
ICOBMECTHO C MULLIEN.

Bbino nponsseneHo 3 3amepa aBakyauum n3
prenyaka: yepes 60 -150-300 MUHYT
OTCcyTCTBYET pa3HuLa mexay
MUHUTabneTkaMmu u MMHUMUKpocdepamu B
OTHOLLUEHUU raCTPONHTECTUHANIBHOrO
TpaH3uTa.

CriscuoliG et al. Biol.Med. 1994
OueHka pasnuunm
racTPONHTECTMHANbHOIO
TpaH3uTa 4Yactmy 1,2 1 2 MM

PeHTreHoBCKOe 1ccrnenoBaHue Xenyao4yHo-
KMLLEYHOro TpaHauTa Yactuy, 1,2 MM 1 2 MM
nyTem NpobHOro 3aBTpaka c
npeaBapuTenbHbIM 12-4acoBbIM
ronogaHvem.

Cxewma:

1. Mpo6HbIN 3aBTpak-200 M MOSIOKa, Yepes
20 MUHYT 4 Kancyrbl ¢ Bogow (150 mn).
2.4epes 150 MMHYT NOBTOPHO 4 Karcyribl C
Boaomn (150 mn)

Bbino nponsseneHo 3 3amepa aBakyaumm n3
prenyaka: yepes 60 -150-300 MUHYT
OTcyTCTBYET pa3Huua mexay
MUHUTabneTkaMmu U MMHUMUKpocdepamu B
OTHOLLUEHUU raCTPOUHTECTUHANIbHOrO
TpaH3uTa.

K. Breuel, K.D..Wutzke "Pancreatin
Scientific articles” N239 Sept. 1996.
CpaBHUTENBHOE UCCeaoBaHME.

6 MY>XYMH M 8 XKEHLLWH C AMarHo3om
MYKOBMCLIMOO03

n MaHrpon 60nbHbIX MYKOBUCLUOO030M, He
MMeeT CTaTUCTUYECKU 3HAYUMBbIX Pa3NUInA

QdekTUBHOCTL nevyeHns npenapatom KpeoH




[MynbMo3um — BbiICOKO3(h(peKTUBHBLIN MYKOJTUTUK
HOBOrO NOKOJIeHUSA

MynbMO31M MOXHO BBOAUTL AXKET-HEOynamn3epom/ KOMNPeCccopoM MHOrOpa3oBoro
Nnonb3oBaHMsa TUNa

e  PariLL/ Inhalierboy

*  Pari LC/ Inhalierboy

*  Master, Aiolos/ 2 Aiolos, Side Stream/ CR50,

*  Mobil Air

* Porta-Neb,

*  BO3MOXXHO UCMOMNb30BaHWE MeLl-nHranaTopos (E-flow nnu I-Neb)

Inhaled medication and inhalation devices for lung disease in

patients with cystic fibrosis: A European consensus 3%

Harry Heijerman «, Elsbeth Westerman, Steven Conway, Daan Touw

Received 31 January 2009; received in revised form 5 April 2009; accepted 8 April 2009
Available online 25 June 2009



[lopHa3a-anbda noKkaszaHus

MykoBucungos

BpoHxuanbHaga actma y AeTten 1 B3pOoChbiX

ATenekTtasbl

[MepBrYHaga unnmnapHasa oUCKUHE3Ns

BpoHxoakTaTnyeckasi 0onesHb

BpoHxnonut

[Mopokn pa3BnTnS nerknx

MMMyHOoOedMUUTHBIE COCTOSAAHUS NPOTEKAKOLLME C NOPAXKEHNEM JTErKNX
CuHycut

[Mnesput

Bo3mMoXXHO 3HAOOpOHXMaNbLHOE U 3HAONNEBparibHOe BBeAeHMe nNpenapaTa B Buae
GONOCHbLIX UHCTUMNALWM - N0 2,5 Mr B 10 M1 ¢pu3nonormyeckoro pacteopa

Bo3MOXHO BBeAeHUe npenaparta B npuaaToyHble NasyXxu Hoca B BUae a3pos3ons 2,5
mMr yepes NAPU cnHyc nnu nHctunnaumm ansa rie4eHnsa rHonHoro CMHycuTa



[lokazaTenbHas 6ba3a 6e30nacHOCTU

» baza gaHHbIX ERCF database cocTtosana n3 15 979 nauMeHTOoB,
HabnogaemMbix mexay 1994 1 2000 rogamm

* 3 486 U3 14 362 6onbHbIX, BOLWeALLNX B UccnegoBaHune, oObinu mnagwe 5
NeT Ha MOMEHT Ha4varna Tepanumu

* [lepeHocmocTb [lJopHasbl anbda bbina He XyXe, YeM y bonee B3pOoChbIX
nauneHToB (0Kono 30% B60nbHbIX B 00enx rpynnax UMenu Te Unm nHole
NoOOYHbIE peakumn)

LaHHble u3 3nudemuorioaudeckoao Peaucmpa 60sbHbix Mykosucuudo3om (ERCF)
S.G. McKenzie, S. Chowdhury, B. Strandvik,M.E. Hodson
Pediatric Pulmonology 42:928-937 (2007)



PekomeHgauun Tepanuu anga nogaepxaHns yHKLUU NeErknx ¢
Yy4EeTOM YPOBHSA AOKa3aTellbHOCTHU
(Cystic Fibrosis Pulmonary Guidelines, 2007)

JlekapcTBeHHbIE Npenaparbl Ans KnnHunyeckne nccnegosaHuns* Obwwee PaHr
nogaep>xaHune pyHKUNN nerkux 4Yncno pekoMmeHaauum
nauneHToB
[lopHasa anbda
» 3aboneBaHue nerkmx 10 PKKW, 3 K/ ¢ nepekpecTHbIM 3140 A
CPEOHETAXKENOro N TAXENoro Te4eHuns ansanHom, 6 K 6e3 rpynn
«3aboneBaHune nerkux nerkoro Te4eHnsa | CPaBHEHUA
UK acuMmnToMmaTmyeckoe 3 PKKW, 1 K/ c nepekpeCTHbIM 520
AN3anHOM B

Flume P.A. et al. Cystic Fibrosis Pulmonary Guidelines.
Chronic Medications for Maintenance of Lung Heath. Am J Respir Crit Care Med 2007; 176: 957-969.




Pediatric Pulmonology 47:44-52 (2012)

Reduced Mortality in Cystic Fibrosis Patients Treated
With Tobramycin Inhalation Solution

Gregory S. Sawic ki, uo, uen,"* James E. . Signorovitch, ern,” Jie Zhang, P10,
Dominick Latremouille-Viau, ns, Markus von Wariuug,
Eric Q. Wu, pno,” and Lizheng Shi, pro®

Summary. Backgmund: Though tdbr in i aution has boan used for owara da-
cada b imgrowe ling indion and reduce aacashaions in paents wilh cysic fiwass (CF), its
efacts on monality haw nat been wal-desxibed This shudy aimed o assecs the sscociation

N3 aHanu3a gaHHbIX 12 740

e o £ i e i ,;-;g;":_w;;;f_-; nauneHToB pernctpa CLUA (1996
::::-n-y-- o m;’:'n; citasa for sobramycin mu-‘::

-2006), 2 538 crniyyaeB cmMepTH
NaLUneHTOB B TEYEHUU 6 NET
Habn4eHns caenaHbl BblIBOAbI:
UHranaumm tobpammumHa
CcOoKpaLwaroT CMepPTHOCTb Ha 21%
(odds ratio(95% Cl): 0.79 (0.72-

soluion use in e Urited Sises Cysiic Filwose Foundaion's Paiert Regstry (1996-2008).
Rasuts: Amaong 12,780 pasian s moating nmmn oritarm, 2538 doaths wans absareed during
a median foliowup of & years. Afler ragr use of sab wain infaled sohuti
was assocaled wih a 21% mdudlion n He Mﬁsd&b&qmlpa matality (odds mSa
(95% CI): 079 {0.72-0.88), P < 0.001). In our rmodal uss of domass s was aleo assaciatad
wifh & 15% reduclon in e odds of subsequernt year maraily fpdds ralio @5% CI): 085
(0. 76—095), F — 0.0085). Undassaight for age, CF-ralated dahates, fomale gondar, womas lung
funciion and oulunes pasifive for Peeudomonss or Budfoldeds cepecis congplex,
armang mulpis ofer pationl chamclansics, wam Wad i sq‘hlicatlr NGfeased FMar-
tality. Adusted moraity mtes for pas use in al
vasus nona of the Gibwup yoans wara 1.3% versus 2.1% at 21\1-011 5.2% versus 807
at 5 yoars, and 9.9% wonsus 15.0°% at 10 years. Co Jore Afsar adj for
palmnd characledilios and known fidk faclos, wee of lobrarmycn inhalsl on ol Son was sced.
cated with sgnifican®y sduced mortally among patores with CE Pediatr Pulmonod. 2012;
AT A4-E3.  © 2077 Wiy Ferke e, e

O amcation terspy mamagamant T s e 0.88), P <0.001).
Funding Novartis Ph ticals Comporallon, East H LN
INTRODUCTION therapies." However, lung function decrease associated

Predicted survival among patients with cystic fibrosis
{CF) has improved substantially during the past decade
due in part © the introduction of new chronic

Adsinoras] sappoming infoemation may be fond in the ol ine vemion of
dhis armicle

'Division of Respimsory Diseasas, (hildren's Hoapital Boston, Harvard
Miedi cal S chool, Boston, Massaches s

2“)}:1:&@, Inc_, Bosoom, Mascacheceres

with chronic lung infection a.lﬂcbsm.lcuw lung disease
remains the primary cause of death,” and Pseudomonas
asruginosa (PA) remains the most common nu'wny
pathogen contributing to shortened survival in (o et

Publicosiom of an shaimct: Elemenis of this stady were pressnied af the
24 Nomb Amercan Cysse Piwosts Conferance, Oumober 21-23, 2000,
Falcimoee Convention Center, Baltmeoss., M.
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Respmsory Discases. Childnen's Hospital Boston, 300 Loagwood Awe,
Bomom, MA C2115. E-mall: gregony . seericiol @ hildrans harand sy

*Evidence Based Medicine, Movamiz Ph als Coap om, Bast
Hamower, New Jerssy.
“He i, Symemes Manag, Tuslame 1 3. New Orlsass, Lowisims.

© 2011 Wiley Periodicals, inc.

R d 14 Rebraary 2011; Accepred 28 May 2001

DO 10 1002 el 21 521
Praivhi shed omlime 3 Amgreat 2011 in Wiley Online Liboary

il eyomli meh By coam L



BpamunTob: adhheKTMBHOE yry4dLlEeHNE U NogaepXxaHme

yHKUMM NETKMX B TEYEHME roaa

Figure 3. Lung Function Tests — FEV| (% Predicted) — Overall 56-week Profile Change from
Baseline (Week 0 — Start of Core Study)

TNS4 - ITT population (Core, N=158) —@— TNS5 - ITT population
TNS4 - Safety population (Extension, N=209) (Core, N=163)
10170n On On On On On On
84758 8l
S «T 756
& > 6.33 -
o ' 99 59
+ o ss8 579 55 5.29 5.23
]
U
=

8 12 16 20 24 28 32 36 40 44 48 52 56
48-WEEK EXTENSION

Study Week

From CT-03 EXT Poster presented at ECFS 2012 (Poster 69)



Tepanus, HanpaBrieHHaAa Ha BoccTaHoBrieHne (pyHKkuumu 6ernka CFTR

v/ [eHHas Tepanus: Lenb - BOCCTaHOBUTbL (PyHKLUMIO CFTR nyTEM BBEAEHUS
HOpMaribHOM KONUW reHa CFTR B KNETKU AblXaTeSibHbIX NyTen peumnueHTa
NocpeacTBOM BEKTOPOB

v KoppekTopbl CFTR: Liefib — YBENUYNTL JOCTaBKy U KonndecTso bernka CFTR K
NOBEPXHOCTU KNETKU

v/ [loteHumaTopbl CFTR: LeNb — yBENNYNUTb aKTUBHOCTb MOHHOTO KaHana CFTR,
PAacCroNOXXeHHOro Ha NOBEPXHOCTU KITETKN

Tepanus, HanpaBneHHaa Ha gpyrve narocdpusnonornyeckue MexaHu3mbl
3aboneBaHus

v/ Bo3gencrtByme Ha MOHHBLIN TPpaHCNOPT: Uenb - MUHYA CFTR KaHan
BO34AENCTBOBATb HaA arnTerinaribHbin HaTpUeBbIN KaHall A1Aa KOppeKunun
KNOKOCTHbLIX N NOHHbIX HAapyLLEeHNN

v OcmoTnueckue cpeacTsa: Liefb — yNny4lnTb rnaparamio NoBepXHOCTH
AOblXaTernbHbIX MyTen NyTEM N3MEHEeHMs1 OCMOTUYECKOro rpaineHTa



v

v

Ataluren (PTC124) PTC Therapeutics

CNOCODOCTBYET CYMThLIBAHWIO NPEeXAeBPEeMEHHO YCEYEHHbIX KOAOHOB B
CFTR PHK

HanpasreH Ha neyeHne nauneHToB ¢ MB, KoTopble NMeoT "HOHCEHC-
MyTauumn' - G542X, W1282X, R553X, Npu KOTOPbIX Ha pasHbIX cTagusax
npepbiBaeTcAa cuHTe3 CFTR-NpoTenHa

‘ Normal
R Protein .
) Surface et NS

0

Prote . 0

Processing L DU )Do

i =3 N2 1)9’
N, ‘ N

Nucleus ——&pfj




« I'Ipoq UTbiBaHnue» CTON-KOAOHOB

ATtanypeH (PTC124): PTC Therapeutics — HOBO€ HM3KOMOSEKYNsapHoe
BELLECTBO, UCMOJ1Ib3yeMoe Npu nNevyeHnn naumeHToB, UMeKLMX HOHCEHC-

MyTaLum

Normal Translation
Normal termination codon
€ P TSRS R S P ./,QV‘
= i..' =y
Vg2
Full length protein
Premature Termination

= r 7 - _—
o - P

- /v\
Premalture termination codon

—

Truncated protein

. Normal termination codon

Full length protein

v 8 U1oHA 2012 roaa - komnanus PTC
Therapeutics, Inc. o6bsiBUNA
pesyrnbraTbl 3 dasbl KITMHUYECKNX
nccnegoBaHun AtanypeHa

v/ Y naumeHToB, nofy4yaBLumnx
ATanypeH (48 Hefiesnb), BbISABNEHO
MEHbLLEE CHMXEHNE NEro4HOMN
JOYHKLNM U MEHbLLIEE YMCIO
060CTpEHMIN, MO CPaBHEHUIO C
rpynnon nnaueoo.

v/ HasHayanu 3 pasa B AeHb B HU3KOM

0o3nposke (4,4 n 8 Mr/kr) unm
BbICOKOW (10,10 1 20 Mr/Kr)

M. Wilschanski, L.L. Miller, D. Shoseyov, H. Blau, J. Rivlin, M. Aviram, M. Cohen, S. Armoni, Y. Yaakov, T. Pugatch, M.
Cohen-Cymberknoh, N.L. Miller, A. Reha, V.J. Northcutt, S. Hirawat, K. Donnelly, G.L. Elfring, T. Ajayi, E. Kerem

http://erj.ersjournals.com/content/38/1/59.short



CFTR - NMoTeHUMaTOpPbI — MULLIEHBIO AAaHHLIX NPenapaToB

MO D'y T FlTOpbl ABNSATCA MOJSIEKYSIbI MyTaHTHOFOV Oenka CFTR,
pacnonaratmoLmnecsi B anmkanbHon memopaHe.

[lencTeme noteHUMaToOpOB HanpasreHo Ha

BOCCTaHOBIEHNE (aKkTuBaLmio) PYyHKLMN NOHHOIO

KaHana, obpa3oBaHHOro MyTaHTHbIM 6erikom CFTR

(myTaumu IlI-1V knaccos) - [eHncTuH; Kanngeko (VX-770).

CFTR

' : Class V1 -~
X X # ¥ Accelerated
Class Il = ! ﬁr turnover
o \ KoppekTopbl — nekapcTBeHHble CpeacTea,

nossonsawowme MyTaHTHOMY 6enky CFTR NponTn Yyepes
CUCTEMY BHYTPUKITETOYHOIO Ka4eCTBEHHOIO KOHTPOIA
N 3aHATb NPaBUIIbHOE pacnosioXeHne Ha anmkaribHomn
memOpaHe (MyTauuu Il knacca) - 4-
dheHnnbyTnpaT/reHnCTUH; aHanor cungeHaduna-
KM11060; KypkyMuH; VX-809.

Golgi
complex

‘= Endaplasmic
R 7 et BeLlecTBa, cnocobeTyoLLME
" «MPOYNTbIBAHUIO» CTOMN-KOAOHOB B
MmmM CFTR-mRNA 1 npegoTBpaLleHUto NpexxaeBpeMeHHoMN

B TepMMHaLINMM CUHTE3a MOSIeKyrbl 6enka,
MCNOMb3YTCA NPU JIeYEHUN NAUNEHTOB, UMEKOLLUX
HOHCEHC-MyTauum (Mytaumm | knacca). — AtanypeH
(PTC124).

Rowe SM et al., New Engl J Med 2005



PaspaboTka npenapartoB

v/ B pamkax coTpygHudectBa CFFT npegocTtaBun kKoMnaHum Vertex 40O 75 MUNSIMOHOB
ponnapos CLUA onsa nogaepku HayvYHo-ncecnegoBartenbCckmx paboT. Vertex
paccuyMTbiBaeT nony4vartb BbinnaTel OT CFFT B BO3MELLEHME pacXxo4oB Ha Hay4YHo-
nccrnenoBaTenbCcKyo paboTy B TedeHne NATU NeT, HadnHasa ¢ 2011 r. KomnaHua Vertex
Havana KnnHun4eckoe ucnbitaHme dasbl 2 Ans VX-661 ¢ 2011 r.; B uccnegosaHme
BKItOYEHbI 605bHbIE C MyTauunen F508del.

v Kpome Toro, B pamkax 3Toro CoTpyaHu4ecTsa npeanoraraetcsi N(pon3BoanTb YCKOPEHHbIN
MOWCK M paHHWe 3Tanbl MCCNEAOBAHMIA KOPPEKTOPOB CrieyHLLLErO NOKONEHUS,
HanpaBIieHHbIX Ha NneYeHne npmynHbl MB y 6onbHbIX ¢ MyTaumen F508del. Mo ycnosusim
cOoTpyaHMYecTBa CFFT MMeeT NpaBo Ha Nony4YeHne OTYUCIIEHWUI OT BbIPYYKU, NOMYyYEHHOM
oT ByayLUMX NPOoAaXK KOPPEKTOPOB, pa3paboTaHHbIX B XO4e 3TOro UCCreaoBaTernibCKoro
COTpYAHMYeCTBa.

v B pamkax npeabiaylimx nporpamm coTpyaHndectsa CFFT MMeeT NpaBo Ha nonyyeHune
OTYUCIIEHUI OT BbIPYYKK, MONYYEHHOM OT ByayLimx npoaak VX-770, VX-809 u VX-661. MNpaBa
Ha npenapatbl VX-770, VX-809 1 VX-661 N0 BCEMY MMUPY COXpaHstoTCs 3a Vertex.



NMoTeHumnaTopbl — Npenaparthbl, HarnpaBrieHHbIE HA BOCCTAHOBIIEHNE
(akTUBaUMIO) YHKLMM MOHHOIO KaHana, 0bpa3oBaHHOrO MyTaHTHbIM
6enkom CFTR (myTauuum llI-1V Knaccos)

feHucTUH, VX-770

| ttle or No CFTR CFTR Protein at Cell Surface
| F in at Cell Surface but Reduced/Dysfunction:

Normal A

Golgi Complex

EndoplasmiC il

Reticulum

Nucleus




MexaHun3m genctBusa noteHuynatopa VX-770 (KALYDECO)

Potentiators:
Increase opening
(gating) of CFTR
channels at the
cell surface

VX-770 increases CFTR chloride transport in
tissue culture

)

X RINS  OHNS ORI
¥ NURGING  _ceeceose

—— —— .

Van Goor 2000, PNAS



S NS X «

HoBble TepaneBTU4YeCKUE CpencTBa, HanpaBfieHHble
Ha BOocCTaHOBJIeHUe MOHHOro TpaHcnopTa npu MB

«MoTeHumnaTop» - VX-770: (KALYDECO)
Vertex Pharmaceuticals — VX-770 nogaepxaH CFFT
1-aa cpa3a ncnbiTaHUs NpoBeaeHa Ha 340p0oBbIX 4obpoBonbUax n 6onbHbIX MB

2-ana ¢pasa ncnbiTaHMa Ha naumeHTax ¢ MB, nmerLwmnx no KpanHen mepe ogHy MyTauuto
G551D, npoaeMoHCTpupoBana ynyyllieHne dmnosnornyecknx nokasarenen pyHkumm CFTR
(pasHuMUa HasarnbHbIX NOTEHUMAoB, XJIOpUAbI NoTa) U KIMHUYEeCKne nokasaHus yHKLUNK
nerkux (O®B1)

[Ba nccnenosaHus 3-eu pasbl (0AHO Ha NAUMEHTaxX AETCKOro Bo3pacTta 1 04HO Ha
NOAPOCTKAaX 1 B3pOCHbIX NaLueHTax) Ha4yaTbl neToM 2009

31 aHBap4d 2012 r 3apernctpupoBaH FDA



bydyuee 3a gpeHomun-cneyugu4yeckum noob6o0pomM siekapcmeeHHbIX

dEeHOTUNUYECKNIA OTBET, OLIEHEHHbIN C
MOMOLLbIO NMOTOBOIo TecTa U nsamepexmsa OOB1,
oTpaxkaeT moaynsauuo CFTR

Hocutenun mytaumm G551D nnv opyrux mytauumm
9TOro Krnacca npu neveHnu Kannaeko
JOCTUratoT HanbosnbLLEN NONOXNTENBbHOM
ANHaMUKM

[MaumeHTbl ¢ MyTaumMAaAMn CO CHUXEHHOWN
JOYHKUMEN, TaKKe OTBEYaoT Ha Tepanuio, XOTH U
B MEHbLLEen cteneHn, Yem G551D

B cnyyae myTtauunu F508del, Kanugeko He
adppekTnBEH

cnonb3oBaHmne KoppekTopoB (VX-809
nnn VX-661)aencreyet agppekTiBHee Ha OPB,
(XOTa B MEHbLUEN CTENEHU, YEM NMpPU G551D)

CoBMeCTHOE 1Cnornb30BaHNeE KoppeKkTopa 1
noTeHuuartopa npu reHotTune F508del/G551D
yBenuumaaeT 3apPeKTUBHOCTb Tepanum

rnpenapamos...

Isabelle Sermet, Paris, FR

Mapping phenotypic response onto
CFTR modulation

Absolute change in FEV %cpred

vacaltor’VX-661

ivacaftor

VX-800ivacaftor

VX-661/vacaftor

. GS51D

@ Other gating mut
@ F308del ++ 0 @!vacaftor

@ Residual function | . .

®  F508del/GSSID 0 > ’ 4 = ASweat Chloride (mM/1)

Reproduced with permission from the presenter.

Presented at: 37th European Cystic Fibrosis Conference; 11-14 June 2014; Gothenburg, Sweden.

Symposium 1.



Agpgpekm nomeHuyuamopa CFTR (Kanudeko) y nayueHmoe ¢ opyaumu
2eHomurnamu, cesi3aHHbIMU C HapyuwleHueM rnpoeoouMocmu (He
G551D)...

Kris De Boeck, Leuven, BE

YacTb 1: 8 Hegenb Tepanun Kanngeko sHauymTernbHoO
ynyJwaroT dyHKkumto nerkux (FEV, ), UIMT, cHuxatot
xropuabl NoTa, ynydwatoT caMoyyBCTBUE MO
AaHHbLIM ONPOCHMKA NauneHToB
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Yactb 2: [NonoxutenbHaa guHamMmuka
Oblna oTMeveHa 1 ganee, B TedeHne 24 Heaenb Mo
npupocTy dyHkuum nerkmx (O®B, ) o 13% (n=18)

6 ‘ . 16-wesk apendabal panod bagirs

3akrroyeHue: y NnauneHToB ¢ He-G551D-CFTR
gating-myTaumen (G178R, G551S, S549N, S549R,
G970R, G1244E, S1251N, S1255P, and G1349D),

Tepanus Kanmqeko npmnBoauUT K 3HAYUTESIbHOMY U . > = o
ycTonymeomy ynyuieHumto OPB, Week
Observed (raw) mean changes from baseline

FEV, are plotted at each time point.

N=14 for al tme parnts

Absolute Change from Baseline in Percent
Predicted FEV, (% points, Mean * SE)

Pe3yanaTb| ©e3onacHoOCTU U nepeHoCMMOCTN Ha . o

Reproduced with permission from the presenter
NPOTAXEeHUUN 24 Heaernb COOTHOCATCA C and Vertex Pharmaceuticals Incorporated.
pesynsratammn Yactu 1

Presented at: 37th European Cystic Fibrosis Conference; 11-14 June 2014, Gothenburg, Sweden. Workshop 1



«MoTteHumnaTop» - Kalydeco™ (paHee VX-770): Vertex Pharmaceuticals

v’ [lepBbit npenapat, nony4msLunmM ogobpeHne FDA (AHBapb
- : 2012). [MokasaH 60rbHbIM MYKOBUCLMA030M, CTapLue 6 NneT,
NS MMerLnM MyTauuo G551D

18 mapTa 2015 roga komnaHua Vertex Pharmaceuticals
Incorporated (Nasdaq : VRTX ) o6bsaBMNIa 0 NOny4YeHum
ogobpeHust oT FDA no npumeHeHuto npenapata Kannaeko
(Ivacaftor) ans nevyenna geten, 60nbHbIX
MYKOBWUCLIMO030M, B BO3pacTe OT 2 A0 5 NeT, UMeIoLLKnX
O4HY 13 10 myTaumn: G551D, G1244E, G1349D, G178R,
G551S, S1251N, S1255P, S549N, S549R nnu R117H.

PaspaboTtaHa cneuuansHas dopma Kanngeko ans geten
B Buae rpaHyn (50Mr n 75mr), KoTopble MoryT
CMEeLUMBATLCA C MATKOM NULLEW NN XKNOKOCTAMU




NEW "

ka Iyd.ec}

(ivacaftor) tablets

SBNAETCS TpaHCMeMOpaHHbIM PeryrnsiTopom KUCTO3HOro gombposa

(CFTR - cystic fibrosis transmembrane regulator), NPUMEHSAETCA ONA NevYeHns
KMCTO3HOro dombpoasa (CF - cystic fibrosis) NaUMEHTOB B BO3pacTe OT 2 NET U
cTapLue, KOTopble UMEKT OAVH U3 crneaywmx myTtaunmn B reHe CFTR: G551D,
G1244E, G1349D, G178R, G551S, S1251N, S1255P, S549N, nnu S549R

ncnonb3yetcs Ansa neyeHust CF naLMeHTOB B BO3pacTe OT 2 NeT U
cTaplie, MMerLwmx mytauuio R117H B ux CF-reHe



CnocoObl npumMeHeHUs n Ao3bl

Ans B3pocnbiX U neaMaTpu4yecKkux naumMeHToB B BO3pacTe OT 6 JieT U cTapLue: ogHy TabneTky 150 mr
NpUHUMATbL NepoparnbHO Kaxable 12 YacoB C XupocogepXxawmnmm npoaykTaMm NUTaHus.

AOna negnaTpuyecknx naumMeHToB OT 2 A0 6 fieT U BeCOM MeHee 14 Kr: oguH 50 mr
NakeT CMeLUMBatoT C 1 YaHOWM JTOXKKOW (5 MJT) MATKOM MAULLM UITN XXKUOKOCTU U NPUHUMAIOT nepoparibHO
Kaxkgble 12 4aCcoB C XXnpocogepXxaLimmMmm npogyKkramm nuTaHus.

Ona negnaTtpu4yeckux nauMeHToB OT 2 40 6 NeT 1 BecoM bonee 14 Kr: oanH 75 Mr
NakeT CMeLUMBatoT C 1 YaHOWM JSTOXKKOW (5 MJT) MATKOM MULLM UITN XXUOKOCTU N NPUHUMAIOT nepoparbHO
Kaxkgble 12 4aCcoB C XXnpocogepXxaLlmmMmm npogyKkramm nuTaHus.

KAJTMOEKO HeobxoanMmo npmMHMMmaThb C XXupocogepXalinumMmm npogykramum nutanus. Npumepsl: anua,
CNUBOYHOE MAacro, apaxmcoBoe Macro, CbipHas NuuLa, LenbHOMOSOYHbIE NPOAYKThI (HAanpumep, uenbHoe
MOJIOKO, CbIp W NOTYpT), N T.4

INlekapcTBeHHble (hopMbl U coaepKaHue AeNCTBYOLWEro BelecTBa

TabneTku: 150 mr
[paHynbl ANsa nepoparnbHOro NPMMEHEeHNs: OAHO-A030Bble NakeTbl 50 Mr 1 75 Mr



NMpoTuBONOKa3aHUA: OTCYTCTBYIOT
Mepbl NpeoCTOPOKHOCTH

v/ [loBbileHne TpaHCaMnHa3s anaHuHoeasi aMuHompaHcgepasa acrniapa2uHoeasi mpaHcghepasa):
YypOBeHb TpaHCcaMnHa3 (ALT 1 AST) JosmkeH ObiTb oueHeH o Havana npuema KAJNTMOEKO n koHTponupoBaTtbcs
Kaxable 3 Mecsila B TedeHne NepBoro roga nevyeHmns, a 3aTem exerogHo

v Y B0OMbHbIX C NOBbILLEHHbIM YPOBHEM TpaHCaMWHa3 B aHaMHe3e Heobxoamm Bornee 4acTbli MOHUTOPUHT
dyHKLUMI NneveHn

v [MaumeHTbl, y KOTOpbIX B XOO€ NeYeHNsi OTMEYEHO NOBbILLEHME YPOBHS TPAHCAMMHA3, AOMKHbI TLLATENbHO
KOHTPONMPOBATLCH NoKa aHoManusi He byaeT ycTpaHeHa.

v Vcnonb3oBaTb COBMECTHO ¢ CYP3A MHAYKTOpaMn: OAHOBPEMEHHOE NPUMEHEHNE C pUamMnnumHOM,
3Bepob0OeM CyLLECTBEHHO YMEHbLUIAET AENCTBUE nBaKkadpTopa, YTO MOXET CHU3UTb TEPaNneBTUYECKYIO
3P PeKTUBHOCTL NpMeHeHUs. Takum o6pa3om, COBMECTHbIN NPUEM HE PEKOMEHOYETCS.

v Kartapakta: y negnatpudeckux naumeHTtos, nonydasumx KAJTMOEKO, 6binv 3apernctpupoBaHbl He
BPOXOEHHbIE MOMYTHEHUS XpyCTanuka / katapakta. PekomeHgyeTtca 6a3oBble U nocrneayoLlme oCMoTpbI
neguaTpuyeckmx naumeHToB, HavasLmx neverune c KAJIMOAEKO.

NobouHble gencTBUA

Hanbonee pacnpoctpaHeHHble noboyHble genctena KAJTIMOEKO (Habniogatowmecs y =28% naumeHTos ¢ CF,
KOTopble MMeT G551D MyTaumm B reHe CFTR) - 3TO ronioBHast 60s1b, 6051 poTornoTkn, MHPEKUNOHHbIE
3abonesaHnda BEpXHUX AblXaTeSbHbIX MYTEN, 3aN0XEHHOCTb HOCa, 605n B XXMBOTE, Ha30(hapuHIrnT, anapes, Coinb,
TOLLUHOTA U FOfTIOBOKPY>KEHUE.



B3anmoaencTBusA C nekapcreamm

v WNHrmountopbl CYP3A: HeoOxoammo cHnauTb aody KAJTMOEKO go ogHoun TabneTtkm
MU OQHOro NakeTa rpaHyn ABaXKadbl B HEAES0 NP COBMECTHOM MNPUEME C CUMNbHBLIMU
nHrnbutopammn CYP3A (Hanpmumep, KETOKOHA30510M).

v Heobxoanmo Takke cHnantb Ao3y KAJIMOEKO go ogHom Tabnetkn unu ogHoro naketa
rpaHyn aBaxabl B He4ENo Npu COBMECTHOM NMpueme ¢ yMmepeHHbIMU UHIrMonuTopamum
CYP3A (Hanpumep, doriykOHa30510M)

v Cnepayet nsberatb NpoaykToB, cogepXalmx rpemngpyT nnun anenbcuHsl CeBusbs
(Seville).



KoppeKkTopbl - NekapCTBEHHbIE CPEACTRA,
no3BonsoLmMe MyTaHTHOMY 6enky CFTR NporTU Yepes cucTemy
BHYTPUKNETOYHOIO KA4ECTBEHHOIO KOHTPOSS U 3aHATb NPaBuUIbHOE

pacronoXxeHue Ha anukansHon MembpaHe (MyTaumm Il knacca)

4-cheHUNOGyTUpaT/reHNCTUH, aHanor cungeHacdpmna-KM11060,
KYPKYMUH, VX-809, VX-661




HoBble TepaneBTUYeCKUe cpeacTBa, HanpaBrieHHbIe Ha
BOCCTaHOBJIeHWe MOHHOro TpaHcnopTa npu myTtauuu F508del
CouyetaHue VX-770 n VX-809

- Combination of corrector VX-809 with
potentiator VX-770
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CFTR - MoTeHUMaTOpPbI — MULLEHLIO AAHHbLIX NpenapaToB ABMSATCS
MonynﬂTopbl MOeKynbl hfyTaHTHOFO 6en|<va CFTR, pacnonaratowimeca B

anukanbHon membpaHe. [lencTteme NoTeHUnaTopoB HanpaBeHo
Ha BOCCTaAHOBIIEHME (aKTUBaLMIO) PYHKLMM MOHHOIO KaHana,
obpasoBaHHOro MyTaHTHbIM 6enkom CFTR (MyTauum -1V
KnaccoB) - [ eHucTuH; Kanugeko (VX-770).

CFTR

= Class VI’,’
x X 3 ?J ¥ Accelerated |
Class Il 2 _ ﬁ turnover
e KoppekTopbl — nNnekapcTBeHHbIe CpeAcTBa, NO3BONALLNE
e\cl. MyTaHTHOMY 6ernky CFTR NpONTUN Yepes CUCTemy

BHYTPUKNETOYHOIro Ka4eCTBEHHOIO KOHTPOSIS U 3aHATb
NpaBuUbHOE pacrnonoXeHne Ha annkanbHoOM membpaHe
(MyTauuum Il knacca) - 4-deHnndyTnpaT/reHUCTNH; aHanor
cungeHadgpuna-KM11060; KypkyMuH; VX-809.

Golgi
complex

Endoplasmic

TetigLnt BewecTBa, cnocobcTByOLLME «MPOYUTLIBAHUIO» CTOM-
\ ‘ — KogoHoB B CFTR-mRNA v npefoTspaLleHunto
*{ %m npexneBpeMeHHON TepMUHaLMN CUHTE3a MOSTEKYIbI

/2 ‘ Bernka, NCnonb3yTCa NPU NEYEHNN NaLMEHTOB, MMEIOLLINX
HOHCEeHC-MyTauuu (MyTauum | knacca). — AtanypeH
(PTC124).

Rowe SM et al., New Engl J Med 2005



Asseenon § m.facebook.com

- “The CFCommunity hespo
FDA Approval of Orkambi

On July 2, 2015, the FDA approved the lumacaftor/ivacaftor
combination drug, Orkambi, for people with CF ages 12 and
older who have two copies of the F508del mutation,
representing 8,500 people or nearly one-third of the CF
population in the United States.

by <= cf_foundation 14 daysago 4,462 Views v




ORKAMBI"®

(lumacaftor/ivacaftor)
200 mg /125 mg tablets



«Koppektop» - VX-809 B coyeTaHnm ¢ Kalydeco ™A

v WcnbitaHne ®asbl 2 — 2009-2012. Ha 26-11 exxerogHou
CeBepoamepnKaHCKON KOHepEeHLMM N0 MYyKOBUCLUMAO03Y
B OpnaHao 6bini npeacTaBneHbl NOAPOOHbIE AAHHbIE,
nogTBepXxaatoLmne nonoXnTenbHoe BMsiHNE KOMOMHaLMn
VX-809 n Kalydeco Ha pyHKUMIO Nnerkmx. HangeHa
Hanbonee acppekTnBHas [o3a npenapaTa VX890, 600 mr,
NpW KOTOPOW AOCTUTHYTO MakCuMarnbHOE yny4lleHne
nokasartens OPB1

v/ C2013-2015 npoBeaeHa 3 hasa nccrnegoBaHus ong
BorbHbIX (1108 YenoBek cTapLue 12 feT) ¢ reHoTunamm
F508del// F508del n F508del/ ntobas apyras B Te4eHue 24
Hepenb. MayneHTsl nonyyanu nymakadgTop (V809) no 600
Mr 1 pa3 B AeHb unu 400 Mr ABa pa3a B AeHb B
KoMOuHaummn ¢ neakadgptopom (V770) no 250 Mr 2 pasa B
AeHb. Pe3ynerat: cHkeHne obocTpeHnn Ha 30-39%,
ynyyiieHne oyHKLUMN Nerkux.

v OpoGpeH FDA B urone 2015 roga

J ULY
FRA o015
Lumacaftor & lvacaftor
CAS No: 936727-05-8 CAS No: 873054-44-5

Cystic Fibrosis Therapy
Combination Lumacaftor and @

Ivacaftor Approved

«Koppektop» - VX-661 B coyeTaHuu ¢ Kalydeco™

v/ Wpoet Habop nauymeHToB Ans 2 dasbl Anga 6onbHbIX ¢ reHoTunamu F508del// F508del



S

AKTUBHbIMW NHrpegmneHTammn Tabnetok OPKAMBW aenstoTca:

nomakadTop, KOTOpPbIN UMEET criegyroLee XuMmmyeckoe HasBaHme: 3-[6-({[1-(2,2-andTopo-1,3-
6eH304N0KCOS-5-1IT)umKnonponunlkapboHnlaMmnHo)-3-MeTUNNMpnamH-2-un)o6eH3onHast KNCNoTa;
nakaTop, akTBaTopCFTR, KOTOPbLIN UMEET crieaytoLiee xmummyeckoe HaspaHue: N-(2,4-an-
TepTOyTUn-5-rugpokcndeHnn)-1,4-aurnapo-4-oKCOXMHOMMNH-3-kapbokcamng

MonekynsapHaa bopmyna ntomakadgtopa - C24H18F2N205, a nsakagpropa -C24H28N203.
MonekynapHasa macca ntomakadtopa u usakadtopa coctasnset 452,41 1 392,49,
COOTBETCTBEHHO. CTPYKTYpHbIE POpMYIibl Crieayoume:

AT, O

CO,H

JTromakadpTop UBakadTtop



MexaHu3m gpencrteus

Benok CFTR — 3TO KaHan MOHOB XJ1opa, NpeAcTaBeHHbIN Ha MOBEPXHOCTU
anuUTenuanbHbIX KIETOK MHOTUX OpraHoB

MyTauua F508del

U

HenpaBunbHoe popmmnpoBaHme benka

U

HapyLwaeTCcd npouecCunHr n Mmrpauuna KrneTok, 1 benok noaBepraeTcsd pacnagy

U

CHMXKaeTca Konm4yecTBo CFTR Ha MOBEPXHOCTU KINETKU

[IHebonbLwoe konu4yecTBoF508del-CFTR, KOTOpOE AOCTUraeT NOBEPXHOCTU KIETKM,
XapakTepuayeTcst MeHbLLEW CTabUNBbHOCTLIO M HU3KOW CMTOCOOHOCTBLIO K OTKPbLITUIO

KaHana (nedekTHas BOpOTHasA akTUBHOCTL), MO cpaBHEHMIO ¢ 6enkom CFTR AMKOro
TMna

INMromakadpTop yny4diuaeT KOHPOPMALMOHHYIO CTabunbHOCTbL F508del-CFTR, B
pesynbsTaTe Yero yny4iaeTcsa NPoLecCUHr U MUrpaums 3penoro 6enka K
MOBEPXHOCTU KINETOK.



AN

AN

OnbIT KNUHNYECKNX UccrieqoBaHUN

O6wun npodune 6e3onacHocTn npenapata OPKAMBMW ocHoBaH Ha:

0600LWEHHbIX AaHHbIX 1108 nauMeHTOB C MyKOBMCLMAO30M B Bo3pacTe 12 neT u crapue,
FOMO3UIOTHbIEX MO MyTauuun F508delB reHe CFTR, B 2 OBOWHbIX CrienbixX nnauebo-KoOHTPONMpyeMbIxX
KNUHUYECKMX nccrnenoBaHusax 3 dasbl, 24 Hegenn nedvenus (VMiccnegosaHnue 1 m 2)

M3 1108 naumeHToB, 49% ObInn XXeHwmHamMmm 1 99% Obinu npeactaBuTeENSMMU €BPONEOMAHON pachl;
369 naumeHToB nonydanu npenapat OPKAMBW kaxgble 12 4acos, 1 370 nauMeHTOB nonyvanu
nnaue6o

[lona naumeHTOB, KOTOPbLIE AOCPOYHO MpPEKpaTUNM fevYeHne B CBSA3W C HexXenaTenbHbIMU
ABNEHUAMMU:

5% cpeav naumeHToB, nony4dasLlwmx npenapat OPKAMBMW,

2%

A NAlLIIAoUITND AAnvuapliliay nnﬁllﬁﬁﬁ




NMpenapat OPKAMBMW - kombunHaumsa niomakadptopa n nBakadtop
KOoTOpas yrny4yiluaeTt paboTy TpaHCMeMOpaHHOro perynaropa
MyKkoBucuungosa (CFTR)

OlNpenapaT nokasaH ons fie4eHnss MyKoBuCcLUMa03a Y naymMeHToB B Bo3pacTte 12
neT N crapuwe, roMo3nroTHbIX No Mytaumn F508dels reHe CFTR. Ecnn reHoTtun
naumeHTa HeusBEeCTEH, crieyeT MNPOBECTU peKoMeHOOBaHHbIM FDA TecT Ha
MyTauumn, CBsA3aHHble C MYKOBUCLINA030M, YTOObI BbIABUTb MyTauuto F508del kak
B OQHOWN, TaK U B Apyrown annenu reHaCFTR

OrpaHn4yeHust Npy NPUMMEHEeHUun

OddekTnBHOCTL N BesonacHocTb npenapata OPKAMBW y nauneHToB
C MYKOBUCLMO030M, HE TOMO3UIOTHbIX MO MyTauuu F508delelle He
noATBePXXOEHb
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[1o3bl 1 cNOCo6 NpUMeHeHuns

v B3pocnbiM n getam 12 neT 1 ctapuue: no Ase TabneTkn (Kaxxgasi cCogepXXuT nromakadTop
200 Mr/vBakadTop 125 Mr) BHYTpb Kaxkable 12 yacos. (2.1)

v [ns nauymMeHTOB C HapyLWeHUAMN (byHKL UK NevYeHn cpeaHen N TAXKeNomn CcTeneHn o3y
crnenyeT CHU3UTD.

v/ [lpun HasHayeHuu npenapata OPKAMBW naumeHTam, KOTOpble NOsy4YaloT CUSIbHbIE

MHrMouTopbl CYP3A, B TedeHMe nepBbix Heaenb neverunst nosa OPKAMBW gomnxHa ObiTh
CHWXKeHa

q)Oprl BbiMMYyCKa N AO3UPOBKHA

TabneTtkn: nomakadtop 200 Mr 1 nBakadTop 125 mr




MpoTnBONOKa3aHUA: OTCYTCTBYIOT

Ocob6ble yka3zaHus U Mepbl NPeaoCTOPOXHOCTHU

v/ SBreHusa Cco CTOPOH®I
AblxaTerbHOW CUCTEMbI: Ha
HaYanbHbIX 3Tanax neyYeHuns
npenapatom OPKAMBHU
Hanbornee yacTto Habnoganncb
Takne ABIeHNs, KaK
AOUCKOMQOOPT B rpyaHOU KNeTKe,
odbllWKa W HapyLlleHne
AblXxaHns

v OnbIT Ne4YeHnsa NaymeHToB C
OTHOCUTENbHbIM
NpPorHo3npyembiMm FEV1
(ppFEV1)<40 orpaHunyeH

v/ B oTHOweHun Taknx nauneHToB
Ha Ha4allbHbIX 3Tanax tepannmn
pekoMeHOYyeTCA NpoBOANTb
nononHUTeNnbHLILN MOHUTODUHE



L IP'II'IVI LA 4 BN 48 4 , lluH'IVII Ik W IJIJIF“II\VI LE N 4 NA Al IIVPUII\VI EVENOIVWE

nevyeHu

v/ Y HEKOTOpbIX NaunueHTOB C MYKOBUCLM30LOM C Bblpa)KeHHbIM MopakeHUeM neveHun, Kotopble
nonydyanu npenapat OPKAMBW, 6bino onucaHo yxydweHue QYyHKUMWU NeYeHn, BKIIoYas
Ne4YeHOoYHy SHuedanonaTtuo. JleyeHne naumeHTOB C BbIPaXKeHHbIM MOopaXXeHWeM MneyvyeHu
npenapatom OPKAMBM cnenyet npoBoANTb C OCTOPOXHOCTbIO U TONMbKO €Cnn oXungaemas
nonb3a npeBoCXoauT puckn. Ecnu Takme naumeHTbl nonydatT npenapat OPKAMBW,
HeobXo0ANUMO NPOBOAUTL TLUATENbHbLIM MOHUTOPUHI UX COCTOSIHUS MOCIE Hadana nedeHus, a
TaKkKe crieqyeT CokpaTtuTb 403y npenaparTa

7iBrieHus, cBA3aHHbIe C Ne4YEeHbIO

v Y naumeHTOoB C MyKoBMcUMOo3oM, nonydaswux npenapat OPKAMBW, 6binn onucaHsbl
cepbesHble HexenaTterbHble MobOoYHbIE peakuuu, CBSI3aHHbIE C MOBbILLEHWEM aKTUBHOCTHU
TpaHcamMnHa3s. B HeKOTOpbIX criydasix 3TO MOBbILLEHME COMPOBOXOAANoOCb OAHOBPEMEHHbLIM
NOBbILLEHNEM YPOBHSA BUnnpyburHa B CbIBOPOTKE KPOBW.

v PekomeHayeTcsa npoBoanTb oueHKy aktuBHoctTn AJIT n ACT, a Takke ypoBHen bunupyounHa
nepen Hadanom nedeHuns npenapatom OPKAMBMU, kaxgble 3 mecsila B Te4eHne nepsoro roga
neyeHuns, n saTemM o4uH pas B rog.



YacToTbl pa3BnTtus HexxenaTernbHbIX MODOYHbIX peakunmn y 25% nayueHTos,
FOMO3UIOTHBLIX MO MyTaunu F508delB reHe CFTR, KOTOpbIE Mony4anu neyveHue
npenapatom OPKAMBW, B 2 nnaueb0o-KoOHTponnpyeMblX KNUHUYECKUX
nccrnenoBaHnax 3 dpasbl € nedveHne B TedeHne 24 Hegerb

OPKAMBMU Mnaue6o
HexenartenbHble NOGOYHbIE peakuum
N=369 N=370
(TepMuH NpeANOYTUTENLHOIO yNnoTpeoneHus)
(%) (%)
Ogaplwwka 48(13) 29 (8)
HasoapuHrnt 48(13) 40 (11)
TowHoTa 46 (13) 28 (8)
Hvapea 45 (12) 31 (8)
NHdeKkumn BepXHUX OblXaTelbHbIX NyTEN 37 (10) 20 (5)
Henomoranue 34 (9) 29 (8)
HapyweHue gbixaHus 32 (9) 22 (6)
Mo eHne a ocC ea OCOOKNHa3
BblLLIEHNE aKTUBHOCTU KpeaTuH hoCcdoKMHa3bl B 27 (7) 20 (5)
KpoBM
Chbinb 25 (7) 7 (2)
BaaoyTtue xnsota 24 (7) 11 (3)
PuHopes 21 (6) 15 (4)
Mpunn 19 (5) 8(2)




JlekapcTBeHHble B3aMmmMoaencTBus

CybcTtpaTtbl CYP3A

4
v

JTromakadTop aBnseTcs cunbHbIM MHOAYKTOPOM CYP3A.

HasHaueHune npenapata OPKAMBMU moxeT conpoBoXaaTbCa CHUXEHNUEM CUCTEMHOIO
BO3ENCTBUS NIeKapCTBEHHbIX MpernapaToB, KOTOpble ABNATCA cyocTpaTamu CYP3A,
nocreayLwmmMm CHUXEHNEM TepaneBTUYeCcKoro agpdoekra.

OOHOBPEMEHHLIN MPUeEM € YyBCTBUTENbHBLIMKU cybcTpaTamm CYP3A nnmn cyoctpatamu
CYP3A C y3KMM TepaneBTUYeCKMM Anana3oHOM HE peKOMeH0BaH.

Jleyenune npenapatom OPKAMBW ogHoBpeMeHHO ¢ CUnbHbIMU MHOYKTOpamu CYP3A,
TakKMMU Kak pudpamnmH, 3Ha4YnTeNbHO CHUXKAET YPOBEHb BO3AENCTBUA nBakadoTopa,

4YTO MOXET NPUBECTU K CHUXKEHMIO TepaneBTU4eCckon aopeKkTMBHOCTU Npenapara
OPKAMBM.

[TpmeHeHne 0QHOBPEMEHHO C CUSTbHBbIMWN MHAYKTOpaMu CYP3A, TaKNUMK Kak
pudamnuH, pudabytnH, peHobapbutan, kapbamasenuH, peHNTonH n 3asepobon
NpOoAbIPABMEHHbIN, HE PEKOMEHO0BAHO.



JlekapcTBeHHble B3anMoAencTBUSA

Bo3mMoXXHOe BnusiHMe apyrue nekapcTtBeHHbIX CpeaAcTB Ha
nomakacTop/mBakadpTop

UHrmountopsl CYP3A

v

v

CoBMecTHOe NpuMeHeHue nomakadTopa/mBakadTopa ¢ UTPAKOHA30MOM, CUIbHBIM UHIMOUTOPOM
CYP3A, He BNUAMNO Ha ypOBEHb BO3AENCTBUS NtoMakadTopa, HO NoBbILLANo ypoBeHb BO3AENCTBUS
nsakadgTopa B 4,3 pasa

Koppekuunsi 4o3bl Npy HasHavyeHun MHImMbutopoB CYP3A nauueHTam, KOTOpble YXe MomnydatoT
npenapat OPKAMBMW, He TpebyeTcs.

[Mpn HasHayeHun npenapata OPKAMBMW nauumeHTam, KOTOpble NOSy4atoT CUSTbHbIE MHIMBUTOpPBI
CYP3A, posy npenapata OPKAMBW cneayet cHu3nTb 0O 1 TabneTkm B AeHb (CymMmapHasa aosa
nomMmakadgptopa 200 mr/mBakadgTopa 125 Mr B AeHb) B TeyeHne 1 Hegenu, 4ToObl pasBurcs
paBHOBECHbLIN MHAYLMPYOLLNK S deKT nromakadTopa.

[Mocne aToro nevyeHne MoXeT ObITb NPOLOIMKEHO B pEKOMEHA0BAHHOM CYyTOYHOW J03€e

CunbHblEe MHrMbuTopamm CYP3:

4
4
4

KETOKOHA30r1, UTPakoHa30/1, N03akOHa30s1 1 BOPMKOHA30/
TENUTPOMULMH, KNapUTPOMULUH

Mpn ogHOBPEMEHHOM MPUMEHEHNE CPpeaHUX U cnabbiX MHIIMOMTOPOB CYP3A KOppeKunsa Ao3bl He
TpebyeTcs



AN

JlekapcTBeHHble B3aMmmMoaencTBus

[Mpenapat OPKAMBW v ropmMoHarnbHble KOHTpauenTuBbI

MOXET 3HA4YNTENbHO CHU3NTb YPOBEHDb BO3AENCTBUS TOPMOHasbHbIX KOHTPaLUEnTUBOB, CHUXas UX
9P PEKTUBHOCTb 1 NOBbLILLASA HaCcTOTY PasBUTUA HeXenaTenbHbIX MOBOYHbIX peakunm, CBA3aHHbIX
C MEHCTpYyasibHbIM LIMKINOM, TaKUX KaK aMeHopesi, AMCMEHOopes, MeHoparmua, HeperynspHboIu
MEHCTpPYanbHbIN LUK

27% cpenu XeHLLUWUH, UCMOob3YLMX rOPMOHanbHbIE KOHTPAaLENTUBbI, MO CPaBHEHUIO C 3% cpeaun
YKEHLLIMH, HE UCMONb3YOLLMX TOPMOHAarbHble KOHTPAaLENTMBbI

[OpMOHanbHbIe KOHTPALENTMBLI, BKITHO4asa npenapartbl 4Ns npyuema BHYTPb, UHBEKLNOHHbIE,
TpaHcaepmMarsibHble N UMNaHTaLMoHHbIE (DOPMBbI, HE CnedyeT paccMaTpuBaTth Kak HadeXHble
cpeacTBa KoHTpauenuuu npu npuMeHeHnn ogHoBpemMeHHo ¢ npenapatom OPKAMBU



AN

AN

AN

B3anmogencTBue ¢ nekapcTtBeHHbLIMM NpenapaTtamum

UHrMbuTopbl NPOTOHHOM NoMnbl, 6riokaTopbl H2 rucTaMMHOBBLIX peLenTopoB, aHTauuabl

Mpenapat OPKAMBMW moxXeT cHuxaTb ypoBeHb BO3AeNCTBUSA N 3PEKTUBHOCTb MHIMOUTOPOB NPOTOHHOM
MNOMIMbI, TAKMX KaK OMernpasors, 9330Menpason 1 naHconpasor, U MOXET NPUBECTU K USMEHEHUI0 BO34EeNCTBUA
paHuTMauHa. [na 4OCTUXKEHNA XKenaemoro KIMHUYecKoro adpdpekta MoxeT notpeboBaTbCs KOppEKUNA A03bI.
Mpw ncnonb3oBaHMK aHTaLMO0B Ha OCHOBE KapboHaTa KarnbLuma Koppekums 403bl HE peKkoMeHA0BaHa

BapdapuH

Mpenapat OPKAMBW mMoXeT n3ameHuUTb ypoBeHb BO34enNCTBUS BapdapuHa. Heobxoamm MOHUTOPUHT
MeXOyHapOoAHOro HopmManmsoBaHHoro oTHoweHust (MHO), ecnu TpebyeTca ogHOBpPEMEHHOE fleveHne
BapdapuHom n npenapatom OPKAMBU

OaHoBpeMEHHO NpUMeHsieMble NieKapCTBeHHbIe CPeaACcTBa, He TpedyroLlme KoppeKuumu Ao3bl

Koppekuus nosbl npenapata OPKAMBW nnv npyHnmMaemMbix 04HOBPEMEHHO NnpenapaToB He HY>XHa rnpu
Ha3HadeHun npenapata OPKAMBW BmecTe co cneayrowmmm npenapataMmm: asuTpoMULMH, asTpeoHam,
OynesoHua, uedtasnanm, LeTUPU3NH, LnnpodnokcaLmH, KoiMcTMMmeTaT, KONMCTUH, fopHa3se, anbda,

Gy TUKa30H, unpatponun, neBodsrioKkCaLmH, NaHKkpeaTuH, NnaHkpenunasa, canbbytamorn, cyrbdameTokcason u
TPUMETOMNPUM, TUOTPOMUA U TOBPAMULNH. YUnTbiBad MeTabonnam 1 NyTb BblIBEAEHUS, OXKNMAAETCS, YTO
npenapat OPKAMBMW He OyaeT okasbiBaTb BNUSHWUA Ha BO34ENCTBUE 3TUX NpenapaToB



JlekapcTBeHHblIe B3aumoaeucTBus (npoaomxkeHume)

KaTapakTa

Y peten, nonyyaslUnX uBakadTop,
KOTOpPbIN BXOOUT B cocTaB
npenapata OPKAMBMU, Obinn
onncaHbl Criydanm HeBPOXOEHHOro
NOMYTHEHUSA XpycTanuka.

XOTS B HEKOTOPbLIX Cryyvyaax umenu
MeCTo Apyre doaktopbl  pucka
(Takne Kak npuMeHeHune

KOPTUKOCTEPOMOOB W OeuncTteBue
paguaumn), UCKNIYUTbL BO3MOXHbIN
PUCK, CBA3aHHbLIA C MBakadToOpOMm,
Henb34.

Mpwn Ha3Ha4YeHun npenaparta
OPKAMBU pgetam Heobxogoumo

NpoBOAUTL NncxogHoe n
nocneayouiee
odpTanbmMonornyeckme

obcnenoBsaHue



B3anmogencrTeue C nneKapCcTBeHHbLIMM NpenapartamMmm

NMpoTuBoOannepruyeckmne cpeacTtBa U KOPTUKOCTEPOUAbLI CUCTEMHOIO AEUCTBUSA
v/ [lpenapat OPKAMBW MOXeT CHN3UTb YPOBEHL BO34ENCTBMUA MOHTENyKAcTa, YTO BEAET K
CHWXEHUIO ero agppekTnBHOCTU. KoppeKuma Ao3bl MOHTENyKacTa He pekoMmeHaoBaHa. [pu
npumMeHeHnn ogHoBpeMeHHo c npenapatom OPKAMBMU cnenyet npoBoanTb COOTBETCTBYOLLNM
MOHUTOPUHT

v’ OpgHoBpemeHHoe npumeHeHune npenapata OPKAMBUW mMoXeT npnBecTu K CHUXEHMIO YPOBHSA
BO3aeNCTBUA N 3 (PEKTUBHOCTN NPEeAHMN30HA N METUINPEAHU30S0HA. NS 4OCTUXKEHUS
Xenaemoro KnuHmnyeckoro adppekta moryT notpeboBaTbcs bonee BbICOKME 403bl
KOPTUKOCTEPOMOOB CUCTEMHOIO 4ENCTBUA

v’ OpHoBpemeHHoe npumeHeHne npenapata OPKAMBW MoXeT NnpnBeCTU K CHUXXEHUIO YPOBHSA
BO34EeNCTBUA KNapnTpoMuLUnHaA, 3pUTPOMULIMHA U TENTUTPOMULIMHA, B pesyrbTaTe Yero CHMXKaeTcs
9P PEKTUBHOCTb 3TUX aHTUONOTUKOB

v/ Cneayet paccMOTpeTb arnbTepHaTUBHbIE aHTUBUMOTUKN, Takne Kak LunpodoriokcaLmH,
asnTpoOMULMH 1 rieBodorokcaumH



Kak npyuHumaTtb npenapat OPKAMBW?

MpuHumate OPKAMBMW cTporo B COOTBETCTBUM C pEKOMEHAALMSMM Bpaya

Bcerga npuHumate OPKAMBW BMmecTe ¢ XMpHOW NULLIEN (AnUa, aBOKaA0, OPEXU, MaCIo, apaxmcoBoe
Macno, Nuuua ¢ CbipoM, NPOAYKTbl HA OCHOBE LIENIbHOIO MOJIOKa (Takme Kak LeSfibHOe MOSIOKO, CbIp 1 NOTrypT)

nT.Aa.)
MpuHnumante npenapat OPKAMBM kaxable 12 yacos

PasnenuTb YTPEHHIO 1 BEYEPHIOK 03y MOXHO pa3pesaB brimctep no nyHKTUPHON NUHUN.

YnakoBka 4 KapTOHHbIE Mayku Mo ogHOM Ha Hepgento

KapToHHasa nayvka 7 GncTepHbIX YNakoBKN Mo ogHOM Ha AeHb

Brnuctep 4 TabneTtku Mo 2 TabrneTkn yTPOM U BEYEPOM







