3ATBEPIKEHO
Haxka3 MinicTepcTBa 0XOpoHU

310poB’s YKpaiHu

30.11.2018 Ne 2249

PeecTpaniiine nocBigueHHs
Ne UA/17108/01/01

UA/17108/01/02
UA/17108/01/03
UA/17108/01/04

3MIHU BHECEHO
Haxka3 MinicTepcTBa 0XOpOHHT
310poB’s YKpaiHu
16.12.2021 Ne 2797

IHCTPYKLIA
JJISE METHYHOT0 32CTOCYBAHHA JIIKAPCHKOI0 3aC00y

Comasepr
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Ckian:

0il0ua peyosuna: IETBICOMAHT;

1 ¢pnakon mictuth 10 mr, 15 Mr, 20 Mr aGo 30 Mr nersicoMaHry;

oonomixcui peuosunu. rininumH, Madit (E 421), natpito rigpodocdar Oe3BoAHMN, HATpPiO
nuriapodocdat MOHOTIIpAT.

1 monepeIHbO HaIIOBHEHUH IINPHULL 3 POZYUHHUKOM MICTUTH BOJY JJIsI 1H’ €KIIIH.

Jlikapcbka popma. Jliodinizat Ta pO3UMHHUK JIJIs1 PO3YUHY JJISI 1H €KITIH.
OcHogHi Qpizuko-ximiuni en1acmusocmi’ 1io¢uri3oBaHa Maca BiJ 01710T0 710 Maiike 6110r0 KOJIbopy.

dapmakoTepaneBTHYHA rpyna. [Hmri ropMoHM TnepenHbOi YacTku rimodiza Ta iX aHAJIOIW.
ITersicomant. Kom ATX HO1A X01.

Dapmakonoziuni 1acmueocmi.

Onuc.

ComaBepT MICTUTh IETBICOMAHT, aHAJOT JIOACBKOTO TOPMOHY pPOCTY, AKMH OyB CTPYKTYPHO
3MIHEHHM, TII00 IATH K AaHTATOHICT PEIeNTOPIB TOPMOHY POCTY.

[lersicomant — ne OUIOK, CTBOpeHMI 3a TexHousoriero pekomOiHanTHoi JIHK, sxuii micTuth
191 aMiHOKMCIIOTHHI 3aJIMIIOK, 710 SIKOTO KOBAaJEHTHO NPHEIHAHI JEKUTbKA MMOJIIeTHIICHIIIIKOICBUX
(ITET") monimepiB (mepeBaxkHo 4—6 monexyn [1EI'/6110k). MonekynspHa Maca Oijika MeTrBiCOMaHTy
ctaHoBuTh 21 998 nanwroH. MonekynspHa maca [1EI'-uacTiHM NErBICOMaHTY CTAHOBHUTH OJIM3bKO
5000 panpToH. TakuM YMHOM, TIEPEBaKHO MOJIEKYJISIpPHA Maca MEeTrBICOMAaHTy CTAaHOBHUTH PHOIUZHO
42 000; 47 000 Ta 52 000 ganpToH. IlerBicOMaHT CHHTE3Y€ThCS CHIEU(ITHUM MTaMOM OaKTepii
Escherichia coli, sixuii OyB reHeTH4HO MO 1M ()IKOBAaHHUI IISIXOM JI0aBaHHSI IIA3MIJIH, 110 HECE TeH
JUIsl aHTAroHICTa peLenTopiB TOPMOHY pocTy. biosoriyHa akTUBHICTh BU3HAYA€ETHCSA 3@ JOTIOMOIOO
61oJioriyHOTO aHamizy npoiideparii kKIiTHH. 3B’a3yBaHHs npenapaty ComaBepT 3 peUenTopoM
TOPMOHY POCTY IPU3BOJUTH 10 IOPYIIEHHS HAJIEKHOTO 3B 13y BaHHSA 3 IPYTUM PELIENTOPOM FOPMOHY
pocty 3 IHTIOyBaHHSAM jJuMepu3alnil (YHKIIOHATBHOTO pelentopa Ta  MOJabIIOr0
BHYTPIIIHbOKIITUHHOTO CUTHAJIBHOTO LIUIAXY .

DapmakoouHamixa.

[lerBicoMaHT CEEKTUBHO 3B 3y €THCSA 3 PELIENTOPOM TOPMOHY POCTY Ha MOBEPXHI KJIITUHU 1 HE Mae
MEepeXpeCcHOI PEeakTUBHOCTI 3 19 IHMIMMH JOCHIIKyBaHUMH ITUTOKIHOBUMH PEIENTOPaMH,
BKJIIOYAIOYM MPOJaKTHH. [lerBicoMaHT MPU3BOANTH O 3MEHIIEHHS CHPOBATKOBO1 KOHIEHTpAILi



iHcyniHononioHOTO (hakTopa pocty I (IDP-1), BimbHOTO IDP-I, KHCITOTONMAOTBEHOT CYOOIUHUIT
(KJIO) Ta 6inka 3B’sa3yBaHHs iHCYIiHOMOAI0HOTO (hakropa pocty tuny 3 (B3IDP-3) (qus. Hikye
«KimiHiuHi 70CITIKeHHSD), pUC. 1).

Mexaniszm Oii.

[TerBicOMaHT CENEKTUBHO 3B’SI3y€ETHCS 3 PELIEITOPAMU TOPMOHY POCTY Ha MIOBEPXHI KIIITUHH, 1€ BIH
010Ky € 3B’ 13y BaHHS €HIOTEHHOTO TOPMOHY POCTY 1, TAKUM YHHOM, ITEPEIITKOKA€E ITepe1adi CUTHAITY
TOPMOHY POCTY.

[HriGyBaHHs 11i TOPMOHY pOCTY IPU3BOJUTH /10 3M EHIIIEHHS CUPOBAaTKOBO1 KoHIeHTpauii [OP-1, a
TAKOX IHIIMX CHUPOBATKOBHUX OLIKIB, YYTJIMBUX 10 TOPMOHY POCTY, Takux sk BuibHUI [DP-I,
kucnoronadinpHa cyoonuuui IOP-1 ra B3IDP-3.

Kniniuni 0ocnioscenns.

Yeboro 112 nanientiB (63 4onoBiky Ta 49 *KIHOK) 3 aKpOMETATI€I0 B3SJIM y4acTh y 12-THKHEBOMY
PaHIOMI30BaHOMY MOABIHHOMY CIIIIMOMY 0araToLEHTPOBOMY JOCIHIIKEHH], B SIKOMY TOPi1BHIOBAIA
miane6o Ta Comasept. CepenHiil Bik * crannapthe BiaxuwieHHs (CB) cranoBuB 48 + 14 pokis, a
cepeaHs TpPHUBAIICTH mepediry akpomeranii cranoBuia 8 + 8 pokiB. 93 maiieHTamM y MUHYJIOMY
MIPOBOAWIM OTepallito Ha Tino¢isi, 3 HuUX 57 ocob6aMm TakoX MPOBOAMIHN CTAaHAAPTHY IPOMEHEBY
Tepamito. 6 MaIlieHTiB MiAaaBaiy OMIPOMIHEHHIO 6€3 XipypridHOTO BTpyUYaHHs, 9 0cib oTpumyBam
JIUIIe MEAUKaMEHTO3HY TEpPaIlilo, a mie 4 MaIieHTH paHilie He OTPUMYBAJIH )KOTHUX BUIB TEPaITii.
CraHOM Ha MOYATOK JOCHIKeHHS cepefHe 3HaueHHs + CB yacy, skuii MHHYB MicIs OCTaHHBOI
omepailii Ta/abo opoMiHEeHHS, CTAHOBUJIO BiAnoBiaHO 6,8 +0,93 poky (n = 63) ta 5,6 + 0,57 poky
(n=93).

[TamieHTiB BKJIIOYATIU B JAOCIHIKEHHS, KO y HUX piBeHb |DP-I y cupoBatii kpoBi, BU3HAYCHMUIA
TTCJISl HAJIE)KHOTO TIepioly BUMHUBAHHS Ipenaparty, y > 1,3 pa3y nepeBuIyBaB BEpXHIO MEXy HOPMA
3 MOMpaBKOIO Ha BiK. Ha MOMEHT Bi3UTYy BKIIOYEHHS B JOCIHIJKCHHS MALI€HTIB PO3MOIUISIIN B
paHIOMI30BaHOMY HOPSJIKY 10 OIHIEl 3 YOTHPHOX Ipyn Tepamii: mianedo (n =32); Comasepr
niamkipHo B 1031 10 Mr/no0y (n = 26), 15 mr/no6y (n = 26) abo 20 mr/no6y (n = 28). [lepBUHHOO
KIHIIEBOIO TOUYKOIO €()eKTUBHOCTI OyJja BijicOTKoBa 3MiHa KoHIeHTpartlii I®P-1 Bix piBHs Ha Bi3UTI
BKJIIOYEHHS B JOCHIDKeHHS a0 Tk 12. Y Tppox rpymax, siki orpumyBaiu Comasepr,
croctepiranocs cratuctuyHo 3Hauymie (p <0,01) 3umwxenns pisus IOP-I y cuposaTtii kpoBi B
MOPIBHSIHHI 3 TPYTIOKO M1are6o (tadi. 1).

Ta6nuns 1. Cepennst BimcoTkoBa 3MiHa KoHIeHTparii I®P-1 Bixg piBHS Ha BI3WTI BKIIOYEHHS B
JOCITJDKEHHSI 10 TYOKHS 12 v BUOIPIN «IMAIIEHTH, IKUM TPU3HAYSHO JIIKY BAHHS

[Toxa3Huku [Inanebo | ComasepT

n=31 10 mr/mo0y 15 mr/no0y | 20 Mr/no0y

n=26 n=26 n=28

Cepenns konuenrpaiiis [OP-1 wa | 670 (288) | 627 (251) 649 (293) | 732 (205)
Bi3uTi BKIoYeHHs (Hr/Mi1) (CB)
Cepennss  BigcotkoBa 3mina | —4,0 (17) | —27 (28) —48 (26) —63 (21)
koHneHtpanii IOP-I Big Bi3uTy
BKIr0YeHHs (CB)
ComagepT MiHyC 1ane6o -23* —44* —59*
(95% I puas pisHUIi MK (-35;-11) (-56;-33) | (-68;-49)
npernapaTaMmu JI0CIiKEHHS )

*P < 0,01; n — kinpkicTh namiedTiB; CB — cranmapTHE BiIXUICHHS.

Takox y rpynax, siki orpumyBanu ComaBepT, CriocTepiraiocs 3MeHIIeHHs piBHS BUTbHOTO [DP-I,
B3I®P-3 ta KJIO B cupoBatii KpoBi y MOPIBHIHHI 3 TPYIOIO MJ1a1e0o0 Ha BCIX IUIAHOBUX BI3UTaX
nociimkeHns (puc. 1).
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Mnauebo (n = 31) COMABEPT 15 mr/go6y (n = 24-26) |

COMABEPT 10 mr/go6y (n = 25-26) COMABEPT 20 mr/po6y (n = 27-28) |

Puc. 1. BonuB npenapaty ComaBepT Ha MapKepu B CHpPOBATII KpOBi (cepeHe * cTaHIapTHA
MMOMMJIKA CEPEIHHOTO).

[Ticns 12 TwxHIB Teparii HopMaiizoBaHi koHneHTpaiii [OP-1 ciocTepiranucs y Hux4e3a3HadeHOT
KIJTBKOCTI martieHTiB (y BimcoTkax) (puc. 2).
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Puc. 2. BincoTkoBa yacTka marfieHTiB, y skux KoHueHTpalii I®P-1 HopmanizyBanmucs na 12-i
THXKJICHB JIIKYBaHHS.

VY Ttabxn. 2 nokazanuil edexr Bix Tepamii npemapatoM CoMaBepT Ha MNPUKIAAl PO3MIPY KUTbLA
(cTangapTHI pO3MIpH IOBENIIPHUX BUPOOIB, MEPETBOPEHI HA YMCIOBY HIKany Big 1 no 63 Gamis),
aTakoXX 3a O3HAKAMHU Ta cuUMITOMamu akpomeranii. KoxHy oxpemMy o03HaKy abo CHUMITOM
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akpomeranii (HaOpsIK M’SIKMX TKaHUH, apTparii, TOJOBHUM OuLlb, MITIMBICTH Ta IMiJABHILIEHA
BTOMJIIOBAHICTh ) OIIHIOBAJIH 3a JIeB’ ATHOAILHOIO MOPSAAKOBOIO mKaaoto (0 — BiICYTHI, 8 — TSDKKI Ta
IHBaJIIIN3Y1041), a 3araJibHUN Oall JJ1s OIIIHKK O3HAK YW CUMIITOMIB aKpoMmeralii OTpuMyBaJd Ha
OCHOBI cymH 0aJtiB 32 OKpeMuMH Iikanamu. CepeHi Oanu Ha BUXITHOMY PiBHI OYyJIM TAKUMU: PO3MIpP
Kinblsg — 47,1; 3aranpHuil O6an MpU OIIHIOBaHHI O3HAK 1 CHUMOTOMIB — 15,2; HaOpsSK M SKHX

TKaHWH — 2,5; apTpanrisi—3,2;
BTOMJIIOBAHICTE — 3,7.

Tabmums 2. Cepennsi 3MiHa PO3MIpy KUTBIL 1 O3HAK Ta CHMITOMIB aKpoMmeraiii Ha TYKHI 12

TOJIOBHUU

0inp —2,4;

ITOPIBHIHO 3 BI3UTOM BKJIFOUEHHS B 1o c)IipkeHHS (CB).

MITJIUBICTD —

3,3

1 MiIBUIIEHA

[Toxa3znuku Iane6o ComaBepT
n=30 10 mr/no0y 15 mr/no6y | 20 Mr/mo0y
n=26 n=24-25 n=26-27
Po3mip KiTblis -0,1(2,3) —-0,8 (1,6) -1,9(2,0) -2,5(3,3)
BaranmpHa KutbKicTh OaniB | 1,3 (6,0) -2,5(4,3) -4,4(5,9) —4,7 (4,7)
NPy OIIHIOBaHHI O3HAK Ta
CHUMIITOMIB aKpOMeTaIii
Habpsk m’sskux Tkanud | 0,3 (2,3) —-0,7 (1,6) -1,2(2,3) -1,3(1,3)
ApTparis 0,1(1,8) -0,3(1,8) -0,5(2,5) -0,4(2,1)
[osoBHMI OB 0,1(1,7) -0,4 (1,6) -0,3(1,4) -0,3(2,0)
ITiTnuBicTH 0,1(1,7) —-0,6 (1,6) -1,1(1,3) -1,7 (1,6)
ITinBuIeHa 0,7 (1,5) -0,5(1,4) -1,7(1,3) -1,0(1,6)
BTOMJIIOBAHICTh

Konnenrparii cHpoBaTKOBOTO TOPMOHY pOCTY, IIO BHUMIPIOIOTBCSA 32 JOTIOMOTOI0 METO/IB
KUTbKICHOTO BU3HAYEHHS, PO3POOICHUX I AOCTIPKEHHS, 3 BUKOPUCTAHHSAM aHTHTLI, SIKi HE MarOTh
MepeXpeCcHOi pEaKTUBHOCTI 3 TETBICOMAHTOM, 301THIITYBATUCS TPOTSITOM JIBOX THXKHIB ITICIISI TOYATKY
tepanii npenapatoM ComaBepT. Haii0inbiie 3pocTaHHS KOHIEHTpalii TOPMOHY pPOCTY
CIIOCTEPIranocs y namieHTiB, siki orpuMmyBaiu ComaBepty 103120 mr/mo0y. Haitb b1 iMoBipHO, 110
el eekT € pe3ybTaToM 3MEHIICHHS 1H0YBaHHS CEKpellii TOpMOHY POCTY IPHU 3MEHILICHHI PiBHA
IDP-1. flk mokazaHo Ha puc. 3, KOJIM MAIIEHTU 3 AKPOMETaIi€l0 3aCTOCOBYBAJIM HABAHTAXKY BaJIbHY
no3y npemnapaty ComaBepT 3 HOJAIBIIMMHU (DIKCOBAHUMH IIOJACHHUMHU J03aMH, 30UTHIICHHS
KOHIICHTpaIlii TOpPMOHY POCTY O0yJ10 00epHEHO TpoTopIliiiHe 3MeHIeHHO piBHA [DP-1 1 3BuvaiiHO
cralunizyBanocs A0 TkHA 2. KoHIeHTpawis ropMoHy pOCTy B CHpOBAaTIl KpPOBI 3ajMIIaacs
cTaOUIBHOIO Y Mali€HTIB, sIKi oTpuMyBaiu CoMaBepT, NPOTIATOM y cepeHbOMY 43 THKHIB (J11anasoH
0—82 TmxHi).

Twxa. Twka. Twka. Twkag. Twka.
0 2 4 8 12

Puc. 3. BincoTkoBa 3MiHa KOHIEHTpalliil ropMony pocty Ta I®P-1y cupoBaTiii KpoBi.
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VY BinkpuTiii po3mupeHii (ha3i KIiHIYHOTO T0CIIKEeHHS B3sI1 y4yacTh 109 narienTis (y TOMY ymci
6 HOBHX TAIlIEHTIB) TPU CEPEeAHIH TPHUBAJIOCTI 3aCTOCYBaHHS mpenapaTy 42,6 THxkHS (miama3oH
1 nenp — 82 TwxHi); 3 HUX NOOIYHI peakuii Bunukanu y 93 (85,3 %) nauientis; y 16 (14,7 % ) —
crioctepiranucs cepiozni noodiuni peakii (CI1P),a y 4 (3,7 %) ocib Oyo mpuUrMHEHO Tepariio uepe3
no06iuHi peakuii (ro;10BHHIA O11b, MIBULIICHHS PIBHIB 010X IMIYHUX NOKa3HUKIB (DyHKIIT NEYIHKH, paK
MIAIUTYHKOBOT 3ai103u Ta 30uiblieHHs Macu Tina). 3aramom 100 (92,6 %) 31 108 yyacHHKIB 3
JOCTYITHUMHU JaHUMHU BUMIpIoBaHb [®OP-I manu HopManbHy koHUeHTpauito IOP-1 Ha Oyab-axomy
BI3UTI ITi YacC JOCHIIKEHHS.

Dapmakoxinemuxa.

Abcopbyia. Ilicns nigmkipHOTO BBEASHHS MaKCUMallbHa KOHIIEHTPALlis IETBICOMAaHTY B CUPOBATIY
KpPOBI 3BUYAMHO OCSATAETHCA HE paHimie Hik dyepe3 33—77 ronuH micis 3actocyBaHHs. CepeHiid
CTYIIHb BCMOKTYBaHHS MIAMKIPHO BBe€HOT 1031 20 MT cTaHOBUTH 57 % MOPIBHIHO 3 TAKUM MiCIs
BHYTPIIIHBOBEHHOTO BBEJI€HHS 103U 10 MT.

Po3snooin. Cepenniii BunuMuii 06°eM po3noily NerBiCOMaHTy CTaHOBUTD 7 J1 (KoedilieHT Bapiari
12 %), mo Bka3ye Ha Te, IO METrBICOMAHT PO3MOAUISETHCA B TKAHUHHU HE3HA4YHOIO Mipoto. [licus
OJTHOKPATHOTO MiAIIKIPHOTO 3acToCcyBaHHs eKCIO3HIIs (Cmax, AUC) merBicomManty 30UTbITY €ThCS
HeMpOonopIliitHo 30inbmeHHI0 103u. Cepenne + ctanaapTHa nommika cepenaporo (CIIC) 3nauenns
KOHIICHTpAIIii TIeTBICOMaHTy B CHPOBATII KPOBi MicJist 1 2 TIKHIB 3acTOCyBaHHS 0JeHHUX 103 10; 151
20 mr cranoBmwro 6600 +£1330; 16 000 +2200 127 000 £ 3100 ur/mi1 BiIIOBITHO.

Binnocny OiomoctynHicTs q03u 1 X 30 M merBicCOMaHTy MOPIBHIOBAIM 3 1103010 2 X 15 wmr
MerBiCOMaHTy B JOCHIKeHHI 3 oaHokpatHUM 3acTtocyBaHHsAM. 3HaueHHSI AUCi 1 Cpax
METBICOMAHTY TIPH BBEJICHHI Y BUIIIAI OHIET iH €Kil 13 cuioto i 30 mr Oyyiu mpubin3Ho Ha 6 % 1
4 % BuUIIIi BIAMOBITHO y MOPIBHSHHI 3 TAKMMHU TICJISl BBEJACHHS Y BUIIISI TBOX 1H €Ki 10 15 MT.
Memabonizm ma eniminayis. MolieKylia IETBICOMAaHTY MICTUTh KOBAJICHTHO 3B’S3aHI MOJIIMEpH
MOJIIETUIICHTITIKOJIIO JIsl TOTO, 1100 3MEHIIUTH IBHJIKICT KilipeHcy. KitipeHc nersicomMmaHTy micis
0araToKpaTHOTO 3aCTOCYBaHHS € MEHIINUM, HIK KITIPEHC, IKUH CIIOCTepIraeTbes Micis 0 THOKPATHOTO
3acTtocyBaHHA. CepenHiil 3arajJbHU CHCTEMHMH KJIIPEHC IErBICOMAHTY B OpraHi3mi MICT
0araToKpaTHOTO 3aCTOCYBaHHS OI[IHIOETHCS B Jliana3oHi B 36 g0 28 MJ1/To1 IS MiAMKIPHUX 7103 Y
nianasoi Big 10 g0 20 mMr Ha 100y BiATOBITHO. BUsiBIIEHO, 110 KITipEHC IETBICOMAHTY 30UTBIITY €ThCS
BIJMOBITHO 10 Macu Tina. [lerBicoMaHT BUBOAUTHCS 13 CUPOBATKH KPOBI 13 cepeaHIM MEPiooM
HamiBBUBeAeHHS Big 60 mo 138 roamH micias OJHOKPATHOTO YW 0araTOKpaTHOTO 3aCTOCYBaHHS.
Menme HiX 1 % BBeneHOi 103U BHUSBISETHCSA B cedi mpoTsaroM 96 rogun. Illlmsxu emiminarii
MErBICOMAHTY B JIIOJJUHU HE BUBYAJIHCS.

JlocniuKeHHsI B3aeMO 1T MIDK JIIKAPCBKUMU 3aCO0aMU.

VY KIIHIYHUX TOCTIIKCHHSX Mali€HTaM, siKi OTPUMYBalld OMiaTH, 4acTo OyJau HEOOXiAHI BHILI
KOHIIEHTpallii MeTBICOMaHTy B CHUPOBATIII KPOBi JJIsl JOCSATHEHHS HaJleXHOTO NpurHiueHHs [OP-1y
MOPIBHSIHHI 3 MAIIEHTaMU, IKi HE OTPUMYBaJIH OTiaTiB. MeXaHi13M I1i€i B3aeMO1i1 HEBIIOMUN (IUB.
po3ain «Bzaemois 3 IHITUMU JT1KapCHKUMU 3aC00aMU Ta 1HIIT BUIA B3AEMOIII ).

OxpeMi rpynu NaLi€HTIB.

dapMaKOKIHETUIHUX JOCHIKEHb 32 Y4YacTIO MAII€HTIB 3 MOPYIICHHIMU (DYHKIIT HUPOK, 3
MOpyIIeHHAMU (PYHKIIT TMEYiHKW, MAI[l€HTIB JITHHOTO BIKYy YM TMAali€HTIB IUTAYOTO BIKY He
MPOBOAMIIOCS. BIIJTUB pacoBoi MpUHAIEKHOCTI HA PapMaKOKIHETHKY ITETBICOMAHTy HE BUBUABCH. Y
X0/l TOMyJALIAHOTO (papMaKOKIHETUYHOTO aHali3y BiAMIHHOCTEH Yy (apMaKOKiHeTHII
MErBICOMAHTY 3aJI€KHO BiJ] CTAT1 MALIEHTIB BUSABIEHO HE OYJIO.

KuiniyHi xapakTepucTHKH.

Iloka3annus.

ComaBepT nmoka3aHui IJIs JTIKyBaHHS aKpOMeTaii B ITaIlieHTIB, K MaJId HEAOCTATHIO BIAIIOBIAb HA
XIpypridyHe BTpYYaHHs YU paioTeparito ado JUIsl AKX I BUIH Teparii He € MPUHHATHUMHA. MeToro
JIKyBaHHS € HOpMaJTi3alis piBHS iHCYyJiHONoKiOHOTO hakTopa pocry I (IDP-I) B cupoBaTii KpoBi.

Ilpomunoka3zauns.
He moxna 3actocyBatu mpenapat CoMaBepT, SIKIIO y TMAIIEHTA € aJeprisi Ha J104y pPeuYOoBUHY abo
Oy Ilb-sIKi IHII1 iHTPETIEHTH penapary.
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B3aemooia 3 inmumu nikapcokumu 3acooamu ma inuii 6uou 63a€moOiil.

Iacynin Ta/abo nepopaibHi rooriIiKeMidHi Ipenaparu.

[Ticns mouatky Tepanii npenaparom ComMaBepT Hali€eHTaM 3 aKpOMETAJIIEI0 Ta IlyKPOBUM J1iabeToMm,
SKI OTPUMYIOTb IHCYJIiH Ta/ab0 mepopaibHi TNOTIiKeMiuHI 3001, MoXe Oy TH MOTPIOHE 3MEHIIICHHS]
703U 1HCYJIHY Ta/ab0 MNepopaNbHUX TINOTJIKeMIYHUX 3aco0iB (auB. po3ain «OcobauBocTi
3aCTOCYBaHHD»).

Omiatu

VY X011 KIIIHIYHUX JOCTIKEHb NallleHTaM, K1 OTPUMYBaJIU OMIaTH, 4acTo OyJay HEOOX1TH1 BULI 103U
npenapaty ComaBepT 11 HOpMaurizamii koHueHrpaii IOP-1, ik nmamieHTam, ki He OTPUMYBAIH
omiariB. MexaHi3M L€l B3aeMO Qi1 HEBITOMUHA.

Ocobdnueocmi 3acmocy8annsi.

I'imormikeMist, acoIiiioBaHa 31 3HIDKEHHIM PIBHSI TOPMOHY POCTY, B HAIIICHTIB 3 IIYKPOBUM 1a0ETOM.
["'opMOH pOCTY MPOTHUIE BIUTUBY 1HCYJIIHY HAa OOMiH BYTJIEBO/IB IIUISIXOM 3MEHIIIEHHS 4y TIIMBOCTI JI0
iHCymiHy. TakuM 4MHOM, Y NESIKHX Malli€eHTiB, SIKi 3aCTOCOBYIOTh COMaBepT, MOXKE MOKPAIUTHCS
MEePEHOCUMICTh MIIOKO3U. HeoOXigHO peTeapbHO KOHTPOJIOBATH CTAaH MAIlEHTIB 3 I[YKPOBUM
niabeToM 1, K0 1e He0OX1JHO, SMEHIIHUTH J03W aHTUA1a0eTUIHUX TpernapariB, o0 YHUKHYTH
TIMOTTIKeMii.

I'enaToTOKCHYHICTD.

Ilepen mouyaTkom Teparii npenapaToM CoMaBepT HEOOXiIHO BUKOHATH OIIHKY BUX1JIHOTO PiBHA
ananinaminotpanchepazu (AJIT), acmaprataminotpancdepazu (ACT) y cupoBaTui KpoOBi,
3arajJbHOTO OULTIpYOiHYy y CHpOBaTI KpOBi Ta piBHA Jyx)HOI (ocdarasu. Y Tabn. 3 HaBeICHO
peKOMeH Al 010 ToYaTKy Teparii mpemapatoM CoMaBepT 3alie’KHO BiJl pe3yJIbTaTiB OILIHKA
noka3HukiB ¢yHKii nevinku (I1PIT).

be3cumnToMHe TpaH3UTOpHE MiABUILEHHS PIBHIB TpaHcaMiHa3z, sike 10 15 pa3iB mepeBHUILYBaIO
BepxHIO Mexy Hopmu (BMH), cnocrepiranock y <2 % mnaIieHTiB y XOJIl ABOX BIAKPHUTUX
nociikeHb (3a yvacTio 3aragoM 147 mamientiB). Lli  Bucoki piBHI TpaHcamiHa3 He
CYTPOBOIXKYBJIMCS MIJIBUILICHHSAM piBHS OUTipyOiny. [IiaBuIIIeH] piBHI TpaHCaAMiHa3 TOBEPTAJIUCS J10
HOPMH 3 4acOM, HailuacTime miciisi TAM4acoBOTo Npu3ynuHeHHs Tepamii. [licnsapeecTparttiiii 3Bita
BUSIBWIM IIJIBUIICHHS PIBHS NEYIHKOBUX TpaHCaMiHa3 y CUpOBATLi KpoBi 10 Outbi HiX y 20 pa3iB
Buie 32 BMH, noB’si3aHe 3 miaBUIIIEHHSM 3arajabHOro 011ipy0iHy y moHas 2 pas3u Buie 3a BMH. V
0araTboX i3 IUX BUIAJIKIB TPUNUHEHHs Teparii npenapaToM CoMaBepT MPU3BEIIO 0 3MEHILIEHHs 200
YCYHEHHS BIAXWIEHb Bl HOpPMH NE€YIHKOBUX IMOKA3HUKIB.

ITix yac Tepamii nmpenapat ComaBepT CJIiJl 3aCTOCOBYBarH BiAMOBIIHO 10 iH(opMalii mioao
BIIXMJIEHB B1I HOpMHU 3 00Ky 610X IMIYHMX MOKa3HUKIB yHKIIIT MeYiHKU, HaBeAeHO1 B Ta0I. 4.

Tabnuns 3. Pekomennpartii mo10 mouaTtky Teparnii npenapatom ComMaBepT 3a1€KHO Bl 610X IMIYHHAX
noka3HUKiB GyHKuii nedinku (BIIPII) na BuxigHOMY pPiBHI Ta 11010 NEPIOUIHOTO MOHITOPUHTY
BII®II y nepiox Tepanii npenapatom CoMmaBepT

Buxiguuii pisens [1OI1 | Pekomenarii
e Jlo3Bonsernsca Teparnis npenapatoM CoMaBepr.
HopmatsHuii . KOHTponmﬁTe H@H 3 MICSSYHUMH IHTEpBaJlaMU TPOTSIOM
nepmux 6 MIiCSIB Teparlii, MOKBapPTAITBHO MPOTATOM HACTYIHUAX
6 MicsI1iB, a TOTIM 2 pa3H Ha PiK MPOTATOM HACTYITHOTO POKY.
IligBuimenuii, aine Moxna 3acTocoByBatd COMaBepT, OJJHAK HEOOX1THO KOHTPOJIFOBATH
MeHmui ab6o nopisHioe | [TDIT momicsisd npoTATroM IMOHAWMEHIIE OJHOTO POKY IICIIsI TOYaTKy
3 x BMH Tepailii, a MOTIM 2 pa3y Ha PiK IPOTATOM HACTYITHOTO POKY.
e He cuix 3actocoByBatn ComaBepT, MOKH HE OyJe MPOBEICHO
KOMIUIEKCHE 00CTEKEHHS JUIs 3’ ICyBaHHS IPUYUHH TUCHYHKIT
binbme Hik y 3 pasu NEYIHKH Y MAIi€HTA.
nepesuiye BMH e BusHauTe  HasgBHICTH JKOBYHOKaM’'sIHOi  XBopoOu  abo
XO0JIEAOXOMiTia3y, OCOOJMBO y TAIEHTIB, SKI MPOXOIIN
NOTEPE/IHIO Teparilo aHaJI0raMU COMATOCTATUHY B aHAMHE3l.




e Ha ocHOBI pe3ynbTaTiB 00CTEKEHb PO3TIANAOTH TOMUIBHICTh
novaTky Tepamii npenaparom ComaBepT.

e JSxmo Oyjae NpUMHATO pilIEHHS 3aCTOCOBYBATH IeH Ipemnapar,
HEOOXITHO PETENbHO KOHTPOJIOBATH KIiHIYHI CHMITOMH Ta
[1PII.

Slxkmo B mepion Tepamii npenaparoM CoMaBepT y malieHTa miaBUIYeThcs piBeHb [IDIT abo

3’ABIAIOTHCS Oyb-5IKi 1HIII O3HAKA YU CUMOTOMH HOPYUICHHS (QYHKII] TEYiHKH, PEKOMEHTY €ThCs

JiKyBaHHS, HaBeACHE HIDKYE (Ta0I. 4).

Tabnuns 4. Kniniuai pekoMeH 1alii Ha OCHOBI pPe3yJIbTaTiB OLIHKY 010X IMIYHMX MOKAa3HUKIB (Y HKII
MeYiHKYU B mepiof Tepanii npenapatom ComaBepT

PiBenp II®PII Ta  kii”igHI
Pexomennari
03HAKU/CUMIOTOMHU
Buremre a6o mopiearoe 3 x BMH, e MoXHa TPOJOBXKYBAaTH TEpaIilo TMperaparomMm

ane meHme HX y 5 X BMH (Ge3
03HaK/CUMIITOMIB TemaTury abo
IHIIOTO ypa)XeHHsI MEeYiHKU, abo

Comagept. OtHaK HEOOX11HO KOHTPOJIIOBATH PIBEHb
[1DIT mroTmxHs, 106 3’CyBaTH, YU BiH IPOIOBKYE
301IbIIYBATHUCS (IUB. HUXKYE).

0e3 T IBUIIICHHS piBHS e BukoHaliTe KOMIUIEKCHE 00CTE)KCHHS MTEYi1HKH, 11100
3arajlbHOTO Oi1ipyOiny B 3’sCcyBaTH, YW €  aJbTEPHATUBHA IPUYHUHA
CHUPOBATIIi KPOBI) MOPYyIIeHHS (QYHKIIIT T 1HKH.

e HeraitHo nmnpunmHITE  Tepamilo  IpernaparomMm
[MlonaiimeHniie y 5 pa3iB Bullle 3a ComasgepT.

BMH a6o mnigBuimieHHs piBHI
TpaHCaMiHa3 [OIOHAWMeEHIEe Yy
3pasu  BwHIIE BMH, sxe
CYNpPOBOJKYETbCSL  OyJb-SKUM
30UTBIIICHHSIM PIBHS 3arajbHOIO
O6u1ipyOiHy B cupoBarTiii KpoBi (i3
03HAKAMH/CUMIITOMAMH TEMATUTY
a00 IHIIOTO Ypa)XCHHA MEYiHKH
a00 0e3 TaKUX 03HaK)

BukoHnaliTe KOMIUIEKCHE OOCTEXEHHsS TEUiHKH,
BKJIIOYAOUM Tmepioauudy ominky [IDII, 1106
BU3HAYUTH, YU TOBEPHYBCS 10 HOPMHU PiBEHb IHX
MOKa3HUKIB Y CUPOBATIII KPOBI 1 KOJIU 1€ BiAOYJIOCS.
SAxuio piBenb [IDII HopmanizyeTbest (HE3a1€KHO Bif
TOro, un Oyja BUSBIEHA albTEpHATHBHA MPUYUHA
nopyueHHs GyHKII{ Ne4iHKH), MOXHA PO3IIISIHYTH
JTOUUIBHICTh TIOHOBJICHHS Tepalii mpenaparom
ComaBepT, ajge 3 4YacTUM MOHITOPUHTOM pIiBHS
BIIDII.

O3Hakd YU CHUMIITOMH, IO
BKa3yIOTh Ha remaTuT abo iHMI
ypakeHHs TeYiHKU (HAMpUKIaa

YKOBTSIHULIA, O1nipyOiHypis,
[MABAIIEHA BTOMJIFOBAHICTb,
HyJ0Ta, OJIOBaHHI, OUb Yy

MpaBOMY BEPXHBOMY KBaJApPaHTI
XKHUBOTA, ACIHT, HAOPSIK HEB1IOMOT
€T10JIOT1I, CXWIBHICTH 1o
YTBOPECHHS T€MaTOM).

HerailHo BUKOHAWTE KOMIUIEKCHE OOCTEKEHHA
MIEY1HKH.
SIkio ypaxXeHHs [IEY1HKU MiATBEPIKEHO,

3aCTOCYBaHHS MpenapaTy CiiJ IPUIUHUTH.

[TamieHTH MOBMHHI 3/1aBaTy KpoB 1 aHanidy piBHS IDP-I ta ananizy 0610XiMIYHMX NTOKAa3HUKIB
¢byHKIil meviHky A0 1 mig yac JikyBaHHS npenaparom ComaBeprT; J103a Ipernapary Moxe OyTu
3MiHEHa Ha OCHOBI pe3yJIbTaTIB IIUX aHAJi3iB.

IlepexpecHa peaKkTUBHICTH 13 KUTLKICHUM BU3HAYEHHSIM T'OPMOHY POCTY.

ComaBepT Ma€ CyTT€EBY CTPYKTYPHY MOJIOHICTH 1O TOPMOHY POCTY, Y 3B 513Ky 3 UNM BHHUKA€E HOTO
nepexpecHa peakTUBHICTH MPU 3aCTOCYBaHHI HAOOPIB TSI KUTBKICHOTO BU3HAYECHHS TOPMOHY POCTY.
Ockinbku KOHIEHTpallis npenapaty CoMaBepT y CHpOBATII KPOBI IIPH 3aCTOCYBaHHI TEPANIEBTHIHO
edexTuBHUX 1103, K npaswio, B 100—1000 pasiB nepeBuirye pakTuyHy KOHIEHTPAIII0 TOPMOHY
pPOCTY B CHPOBATIIl KPOBI y MAII€HTIB 3 aKpOMETai€l0, BAMIPIOBaHHS KOHIIEHTPALii TOPMOHY pOCTY
B CUPOBATII KPOBI MOXKYTh JaBaTH XUOHO ITiIBUIIICHI 3HAYCHHS.




PicT myXJuH, 110 BUAUISIIOTE TOPMOH POCTY.

OCKUTbKM MYyXJIMHM Tino¢iza, Mo MPOAYKYIOTh TOPMOH POCTY, 1HOJI MOXYTh MOITUPIOBATHCH,
BUKJIMKAIOUH CEPHO3HI YCKIaHEHHS (HapUKIa Ae(HEKTH OIS 30PY ), BAXKIUBO, 100 yCi MaIlleHTH
OyJIn peTelbHO KOHTPOJIbOBaHI. SIKIIO 3 SBISIOTHCS O3HAKK POCTY MYXJHHU, MOXKYTh OyTH
PEKOMEHJ0BaHi aJbTepHATHBHI IPOIIEIY PH.

JlinorinepTpodis.

CrnocTepiranucsi BUNAAKK JrinorinepTpodii y maitieHTiB, ski 3actocoByBatu ComaBept. Y xomi
MOABIHHOTO CIImoro 12-TwxHeBOro mianed0-KOHTPOIbOBAHOTO JOCTIKEHHS OYB 3apEeCTp OBAHHIA
oaud Bunanok (1,3 %) ninorineptpodii B Micui 1H’€KUii y Mali€eHTa, KU OTPUMYBAB 03U
10 mr/no0y. SIBuiie 3HMKIO Ha (OHI MPOJOBKEHHS Tepamii. Y ABOX BIIKPUTUX JOCIIIKEHHIX
(3aranom 3a yuacTio 147 namientiB) Oyno ABa namieHTH (06uaBa oTpumyBanu go3u 10 Mr/no6y), y
SIKUX PO3BUHYJACS JinorinepTpodis. ¥ oqHOMY BUNAJKY SBHIINE MUHYJIO Ha (oOHI Teparmii, a B
THIITOMY TIPU3BEJNO 10 MpUNHHEHHs Tepartii. s Toro mo6 3ano6irtu ginorinepTpodii, HeoOXimHO
I10THS MIHSTH MICII€ BUKOHAHHS 1H €Ki (TOOTO BBOJAUTH Mpemnapar B iHIIE Miclle, HK MHUHYJIOTO
pasy).

CucteMHi peakxiii rinepYyTIAUBOCTI.

VY mnaiieHTiB i3 CHCTEMHUMHU pPeEakKIlisIMU TIMEepYyTIMBOCTI MOHOBJIEHHS Tepamii mpenaparom
ComaBepT cJrij 31iCHIOBAaTH 3 00EPEIKHICTIO 1 MPOBOAUTH PETEILHUA MOHITOPUHT CTaHY Talli€HTa
(muB. po3ain « [ToOiuHI peakiii»).

[TopyiieHus GyHKIUI HUPOK.

[Ipenapar ComaBepT HE MOCIIIKYBaIHU MO0 3aCTOCYBaHHS Malli€HTaM 3 MOPYIICHHAM (YHKIIil
HUPOK, 1 Oe3neka Ta e(heKTUBHICTh 3aCTOCYBaHHS IIUM MAI[lEHTaM HEB1IOMI.

3acToCyBaHHs MAlli€HTAM JITHLOTO BIKY.

KinpKiCTh YUaCHHKIB BIKOM BiJl 65 pOKIB y KIITHIYHHX TOCTiKeHHIX Tpenapaty ComaBepT He Oyna
JIOCTaTHBOIO, OO OLIHUTH PI3HUIIO Y BiAMOBI/I MALIEHTIB I1i€l BIKOBOT TPYIH Ta OLIBII MOJIOANX
namieHTiB. Y 1iloMy oOupaTu 103y A MAIi€HTIB JITHHOTO BIKy HEOOXITHO 3 00EPEXKHICTIO, 5K
MPaBUIIO, TOYMHAIOYH 3 HIKHBOT MEXKi Jlianma3oHy /03, Y 3B’S3Ky 3 THUM, 110 B IIili BIKOBIM rpymi
4acTillle CIOCTEPIraeThCs 3HMKEHHS QYHKIIT NEYIHKU, HUPOK UM CEePIIs, a TAKOXK OLIbII YaCTHUMU €
CYIyTHI 3aXBOPIOBaHHS 200 3aCTOCYBaHHS 1HIIKX JIIKAPChKHUX 3aCO0IB.

3acmocysannay nepioo eacimmocmi abo 200y8anHs 2pyooio.

BaritHicTb.

Orsin iHGopMaliii CTOCOBHO PU3HKIB.

OOMeskeHuX JaHuX 100 3acTOoCyBaHHA npenapaTy ComaBepT BariTHUM JKIHKaM HEIOCTaTHBO IS

TOTO, 1100 MOBITOMHUTH MPO PU3UK BUHUKHEHHS 3HAYHUX BPOKEHUX BaJ] Ta BUKHJIHSA, ITOB’SI3aHKX 13

3aCTOCYBAaHHSM JIIKAPCHKOIO 3ac00y. Y MOCHIIKEHHSAX PO3MHOXECHHS TBapUH (ETOTOKCHUYHICTH

crocTepiranach IpH 1031, ka B 6 pa3iB MepeBUIyBalla MAKCUMaIbHy PEKOMEHIOBaHY 103y Ui

JIIOJIMHU, PO3paX0OBaHy Ha OCHOBI ITOLI MOBEPXHi T1j1a, MICJS MIJIIKIPHOTO BBEICHHSI IErBICOMaHTY

i1 9ac opraHoreHe3y abo mpoTIroM nepioAy nepe| iMIUIaHTaIli€ero (TUB. miapo3ait «JaHi»).

Oninenuit (QOHOBUN PU3MK BUHUKHEHHS 3HAYHMX BPOJDKEHUX BaJ Ta BUKHIHA IS LUIBOBOL

MOTMYJISALIT HEBITOMUIA.

aHi.

Jlani docnidscenvb Ha meapuHax.

BrnuB merBicoMaHTy Ha paHHI eMOpiOHAaNbHUN PO3BUTOK Ta eMOpiodeTambHUH PO3BUTOK

OIIIHIOBANIM y JBOX OKPEMUX JOCIHIJDKCHHSX, MPOBEICHNX HAa BariTHUX KPOJISIX, SKUM BBOJIWJIN

NEerBicCOMaHT miAMmKipHO B n03ax 1, 3 1 10 mr/kr/no0y. BincyTHi Oyab-sKi 10Ka3u TepaTOreHHOTO

BIUIMBY, aCOLIIOBAHOTO 13 32CTOCYBAaHHAM IIErBICOMAHTY IiJ] 4ac opranorenesy. Ilpu 3actocyBanti

no3u 10 mMr/kr/mo0y (sika B 6 pasiB epeBHITyBajla MAKCUMAJIBHY TEPANICBTUIHY J03Y JUJIS JTEFOTHHH,

poO3paxoBaHy Ha OCHOBI IUIOII1 TOBEPXHi Ti71a) B 000X JOCIIIKEHHIX CTIOCTEPIranocs BiITBOPIOBAHE

HEeBeJIMKe 301IbIICHHS BUTIA/IKIB IOCTIMIUTAHTAI[IHHAX BTPar.

3acTocyBaHHs Mpemnapary BariTHUM KIHKAaM HE BHBYAJOCS, TOMY MNAI[lEHTKd MaroTh HeTalHO

MOB1JIOMUTH CBOTO JIIKaps, SKIIO Ji3HAIOTHCS, 1[0 BaTiTHI.

l'o/lyBaHHSA IpyAA10.

Orsin iHGopMaliii CTOCOBHO PU3HKIB.

3rigHO 3 00MEXEHOI0 iHPOpMAIIi€0 PO KIIHIYHI BUNAAKH, B IyOTIKAIisSX MOBLAOMIISIETHCS, IO
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pIBEHb METBICOMAHTY B JKIHOUOMY MOJIOIll OYB HIDKYMM 3a piBEHb BUsBICHHA. Hemae mocTymHOl
iHpopMallii Npo BIUIUB penapaTy Ha HEMOBJIAT, 10 Iepe0yBaloTh Ha TPy AHOMY BUI0JI0OBYBaHHI, Ta
Ipo BIUIMB TIpernapaty Ha BupoOjeHHsS Mosoka. Ciig ypaxoByBaTH TepeBard TIPYITHOTO
BUTOJIOBYBAaHHS JUIsI PO3BUTKY Ta 310pOB’S AMUTHHU Ta KIIHIYHY MOTpedy Marepi B mpemnapari
ComaBepT, a TaK0X Oy/1b-SKUI NOTEHIIMHNI HECTIPUSATIIMBHIA BILTUB rpenapary ComaBepT Ha JiTeH,
110 nepe0yBaroTh Ha TPYHOMY BUTOJIOBYBaHH1, 00 HA OCHOBHE 3aXBOPIOBAHHS MaTei.

ITarieHTKa MOBUHHA MOBIJOMUTH CBOTO JIIKAPS, SIKIIO MJIAHYE TOAYBATH AUTHHY TPy UTIO.

JKiHKM Ta 4OJIOBIKH PEOPOAYKTUBHOTO BIKY.

OO6roBopiTh IMOBIPHICTh Hemepen0auyBaHOI BariTHOCTI 3 JKIHKAMH B IPEMEHOMNay3l, OCKUIbKU
TepaneBTUYHI NepeBaru 3HWKEHHs piBHA ropmony pocty (I'P) Ta HOpmanizarii KoHIEHTpaLii
iHcyiHononioHoro hakropy pocty 1 (IGF-1) y siHOK 3 akpoMeraJlidHHM CTaHOM, SIKi OTPUMYIOTh
MEeTBICOMAHT, MOXKYTh IMIPU3BECTH JI0 TIOJIIMIICHHS (DePTUIIBHOCTI.

30amuicme énauseamu Ha WEUOKICMb peakyii npu Kepy8aHHi a@mMoOmMpaHcnopmom abo iHwuMu
MexaHizmamu.

JlocnikeHHS BILTUBY MpenapaTy Ha 3AaTHICTh KEPyBaTH TPAHCIIOPTHUMH 3aC00aMH Ta MPaIoBaTu
3 IHIIUMH MEXaHi3MaMH He MPOBOUITUCS.

Cnocio 3acmocyeanns ma 0o3u.
Indopmaliist o0 J03YBaHHA.
PexoMenmoBaHa HaBaHTaXXyBajlbHa 032 mpemnapaty CoMmaBepT cTaHOBUTH 80 MI' MiAIIKIPHO i
HarsiioM Jikapsi. HeoOxinHo 3a0e3neunT Hajde)HUH THCTPYKTaX 00 METOIUKA BUKOHAHHS
MIIMIKIPHUX 1H’ €KIi. 3 HACTYITHOTO JHS MICJIs BBEICHHS HABAHTAKyBaJILHOT 1031 MAIIIEHT TTOBUHEH
OTPUMYBATH MiAIKIpHI iH ekuii mpenapaty Comasept o 10 Mr mo1eHHo.
[ToTim 103y TUTPYIOTH 10 HOpManizamii koHneHTpamii IOP-1y cupoBartui kpoBi (koHLEHTpatio [OP-
I y cuposarmi ciin BUMipioBaT KOxHi 4—6 TwkHIB). Bubip 1031 HEe MOBUHEH 3A1HICHIOBATHCS HA
OCHOBI KOHIICHTpaIIii TOpMOHY pOCTY a00 03HAaK i CHMIITOMIB akpoMerasiii. HeBimomo, un oTpuMaroth
MAIEHTH, Y SIKAX TICIA JOCATHEHHS HOpMayibHOI KoHUEeHTpalli IOP-I Bce mie 3amumarorsest
CHUMITOMH, KOPUCTH BijI 301IbIIIEHHS 103U ITpenapaty ComaBeprT.
e ko koHuentparis IOP-I € miaBumeHoro, ¢J1i1 30 UTBITYBaTH 103y ITPENapaTy 3 KPOKOM 5 MI'
KOXHIi 4—6 TIKHIB.
e JSkmo konmeHrtpamis [IOP-I Hwk4a HOpMaIbHOTO Jdiama3oHy, CJiJl 3MCHIIYBATH 03y
npenapary 3 KpOKOM 5 MT KOXHi 4—6 THXHIB.
e Pienp IDP-I Takox ciij KOHTPOJIIOBATH, KOJIM MAIllEHTA NEPEBOJATH 31 III0AEHHOT CXEMHU
yBeJeHHs HeoOXiqHO1 1031 npenapaTy ComMaBepTy BHUIIISI KUTBKOX 1H €KIINA Ha 10ICHHY
CXeMy 3 YBEIEHHSM HEOOXimHOI M03M y BHUIIANI OfHiel iH’ekmii (AMB. po3auT
«®DapMaKoJIOTiuHi BIaCTUBOCTI»).
PexomennoBanuii niana3oH qo03yBanHs — Bif 10 1o 30 mr migmkipao 1 pa3 Ha 100y, a MaKCHUMalTbHa
no6oBa q03a cranoBUTH 30 Mr miamkipHO 1 pa3 Ha 100Yy.
Omizka 010XIMIYHHX MOKAa3HUKIB (DYHKINI MEYIHKY HEPE T0YATKOM Tepatii npenaparoM ComaBepr.
[Tepur HiXX po3noOYHHATH Teparito mpenapaToM CoMmaBepT, HEOOX1THO BUKOHATH OIIHKY BHXI1THOTO
piBHA MOKa3HUKIB (DYHKIII MEeUiHKM maifieHTa (CUpPOBATKOBUH piBEHb ajaHiHaMiHOTpaHCdepasu
(AJIT), acmapraraminorpancdepazu (ACT), 3aranpHoro 611ipy0iny cupoBaTku kpoBi (3BCK) Ta
nyxHoi (ocdarazn). Pexkomenaamii momo mouarky Tepamii npernapatoMm CoMaBepT Ha OCHOBI
BUXIJJTHOTO PIBHS NMOKa3HMKIB ()YHKII MEYIHKU Ta PEKOMEHAALIl 111010 MOHITOPUHTY OKa3HUKIB
¢yHKUii nmeviHku mix 4vac Tepamii npemapatom ComaBepT HaBelneHO B TaOu. 3 (AMB. po3.iT
«Oco0IUBOCTI 3aCTOCY BAHHSD ).
[Iponenypa BUKOHAHHS 1H’ €KIIIT 3 HABAHTAXKYBAILHOIO 103010.
3a3HaueHl HWXKYE IHCTPYKIli CTOCYIOTHCS BIIHOBJICHHS PO3YMHY Ta MIATOTOBKHA 1O BBEICHHS
HaBaHTaXyBaJbHOT 703U 80 MT i mpu3HAYEH] JIsI MeAUYHUX MPaliBHUKIB. MeTu9HNN NpaIliBHUK
Mae BIAHOBUTH J1io (hisi3oBaHu# mopomok 3 4 (hrmakoHiB npenapaty CoMaBepT, KOKEH 3 IKUX MICTUTh
20 Mr merBicOMaHTy, 3a JOMOMOTOI0 PO3YMHHHKA, IO TOCTAYA€ThCA B KOMIUICKTI (IJIs
MPUTOTYBaHHs HABaHTaXXKyBalbHOT 1031 80 MT noTpiOHO 4 dhrakoHH T10(}1TI30BAHOTO MOPOIIKY Ta
4 mmpwuiy 06’eMom 2,25 MII, IO MICTATH PO3YMHHUK (CTEpUIbHA BOJA VIS 1H €KIIii)). Meanunuii
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MpaliBHUK MOBUHEH TaKOX BUKOHATH 4 iH €KIil BIAHOBJIEHOTO po3uuHy mpemnapary CoMmaBepr Ha
BHOIp y IJiede, BEpXHIO YaCTUHY CTETOH, )KUBIT 200 CiTHMII MarfieHTa (KOXKHA 1H KIS B 1HIIOMY

MicIri).

(a) Ilepen yBeneHHSIM HaBaHTa)KyBaJIbHOI JO3U BUHMITH 3 XOJOAMJIBHUKA MEPIIY YITaKOBKY

(1 pnaxon miodinizoBanoro nopomky ComaBepT, M0 MIcTUTh 20 MI' MErBiICOMAHTY, Ta
1 mmpunr o6’emom 2,25 Mi, 1m0 MICTUTh PO3YMHHMK) NpuOAnM3HO 3a 10 XBUIMH 10
3aIIaHOBAHOTO Yacy 1H €KIIi.

(0) Binnosits nepumuii ¢paakon Ha 20 mr npenapaty ComaBepT, 110 11130BaHUN TOPOIIOK, L0

MicTuTh 20 MT IETBICOMaHTY, 32 JIOTIOMOI'O¥0 PO3UMHHUKA. [Ipy BUKOPHCTaHHI pO3YMHHUKA Y
mmnpuii 06’emom 2,25 Mt HE0OOX1THO TOBUTFHO BBECTHU BMICT IITIPHIIA HA CTIHKY (pirakoHa 3
nio¢inizoBanuM TnopomkoMm mnpenapary ComaBepT. He cmnpsmoByiTe pO3YMHHUK
0e3nocepeHbO Ha MOPOLIOK.

(B) He mepeepTtaiiTe ¢daakoH i HE CTPYIIYHTE PO3YHH, OCKIJIBKH II€ MOXE CIPHUYHHHUTH

(r)

JIeHaTypallito Oiyika mersicomanTy. [loBUTbHO MepeMilaiTe p 034MH KPYTOBUMHU Py XaMHu, 100
BeCh J10(LTI30BaHUI MOPOIIOK MEPEeHIIOB y pO3uMH. SIKIIO Yy BiIHOBICHOMY PO3YMHI
npenapaty ComaBepT cHOCTEpiraerbcsi MIHOYTBOPEHHS, TO, IMOBIPHO, LEH PO3YUH €
31IICOBaHUM 1 TOMY HENPUIATHUM J1JIsl BBEICHHS.

[Tepen 3acTocyBaHHSIM BI3yaJIbHO MIEPEBIPTE BIMHOBICHUH po3umH npemnapaty ComaBepT Ha
HasBHICTh CTOPOHHIX YacCTOK 1 3MIHM KOJbOPY. BinHOBIEHWI pO3YMH MOBHHEH OYyTH
MPO30pUM. SIKIIIO PO3UMH € KaJlaMyTHHM, HE 3aCTOCOBYITE Horo. [licis BiIHOBIEHHS PO3UMH
MicTUTh 20 MT IeTBiCOMaHTy B 1 MJT pO34UHY.

(n) HaGepites 1 mn BigHOBIEHOTo po3uuHy mnpemapaty ComaBepT. Po3umH mae Oytu

BUKOPUCTAHUM HE Mi3HILIE HIXK Yepe3 6 TOJIUH Miciisl BIAHOBICHHS.

(e) Bukonaiite mepumry miIImIKIpHY iH €KIII0 BITZHOBIEGHOTO po34uHy mpemnapaty Comasept

(20 Mr/mun) y rutede ab0 BEpXHIO YaCTHHY CTETHA, a00 KHBIT, a00 C1IHHUIT MAI[IEHTA ITi]] Ky TOM
90 rpanycis.

(k) IToBTOpPITH KpOKH Bix () 10 (1), 1100 BITHOBUTH PO3YHWH JIJIS APYTOi Ta HACTYMHUX 3-1 Ta 4-

()

no3 npemnapaty Comasept 20 MmrT.

JaniBukoHaiite npyry (amicysi Toro 3-10 Ta 4-y) iAIIKIPHY 1H €KIIIO BITHOBJIEHOTO PO3UHHY
npenapaty Comasept (20 Mr/min) y miaede abo BEpXHIO YacCTHUHY CTErHa, abo KHBIT, abo
cizHMIi mamnieHTa (00epiTh iHIIE Micle, HDK A8 MONepeAHIX iH €KUid) Mg KyToM
90 rpamycis.

IIporeaypa BUKOHAHHS 1H €K1l 3 MIATPUMYBaAJIbLHOIO J03010.

Pexomenpanii 1 namieHta abo ocodu, ska 3a HUM JOMNISAJAE, MO0 BIIHOBICHHS PO3YHMHY Ta
BBeJeHHs moAeHHuX 103 (Big 10 mo 30 mr) HaBeneno Huxk4ue B «IIOKpOKOBIH iHCTPYKIii 11070
BBEJICHHSI JTiKapCchKoro 3aco0y ComaBepT».

a) Ilepen BBeJeHHSM A03U BUHMITH 3 XOJIOAMIbHHKA | (IakoH 110} i1i130BaHOTO MOPOIIKY
ComaepT, mo mictuth 10 mr, 15 Mr, 20 Mr a60 30 Mr erBicoOMaHTy, Ta OJIMH IITTPHIT
00’eMoM 2,25 MJI, IITO MICTUTH PO3YUHHUK, TPUOIM3HO 32 10 XBUIIUH 10 3aTUIaHOBAHOTO
qacy iH’eKIl.

6) BimnoBiTh miodinizoBanuii mopoumok ComMaBepT 3a JONOMOTOI0 pO34YMHHUKA. [lpm
BUKOPUCTAHHI PO3YMHHUKA y MIMNPUII 00’eMoM 2,25 Ma HE0OXiIHO MOBUILHO BBECTU
BMICT IITIpHIIA HA CTIHKY (pirakoHa 3 1i0¢iIi30BaHUM MOpomKoM npenapaty Comasepr.
He cnpsimoBy#iTe po3unHHUK O0€3110CEPEAHBO Ha MOPOIIOK.

B) He mepesepraiite hy1akoH 1 HE CTPYUIYHTE PO3YMH, OCKUIBKU 1€ MOXE CIPUYUHUTH
AeHaTypaiito Oiika nersicomanty. [loBu1bHO nepemimaiiTe po34uH KpyroBUMHU PyXaMH,
11100 BeCh 110 (11130 BaHUHN MOPOIIOK IEPEHIIIOB Y PO3UHH. SIKIITO Y BITHOBICHOMY PO34HHI
npenapaty ComaBepT CIOCTEpIraeTbcs MIHOYTBOPEHHS, TO, IMOBIPHO, LEM pPO3uUMH
3IMICOBAHMI 1 TOMY € HENIPUIATHUM JIJI51 BBEJICHHS.

r) Ilepen 3acTocyBaHHSM Bi3yaJIbHO IEPEBIPTE BIJHOBIECHUN po3unH npenapaty Comasept
Ha HasiBHICTb CTOPOHHIX YaCTOK 1 3MiHU KOJIbOPY. BiiHOBIEHUI pO34MH NOBUHEH OyTH
PO30pUM. SIKIIO PO3YMH € KaJaMyTHHM, HE 3acTOcOByHTe Horo. Ilicyist BifHOBICHHSA
po3unH MicTuTh 10 mr, 15 Mr, 20 Mr abo 30 mr nersicomanty B 1 M1 po3uuHy.

n) HaGepirs 1 M BigHOBIEHOTO po3umHy mnpemnapary ComapepT. Po3umn mae Oytu
BUKOPHUCTAaHMIA HE Mi3HIIIEe HIX Yepe3 6 TOAMH MicIs BiIHOBICHHS.
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BukoHaliTe miAMKIpHY 1H €KI[iI0 BIIHOBIEHOTO pO34HHY npenapaty ComaBepTy miedye abo BEpXHIO
YacTUHY CTerHa, abo *kuBIT, ab0 ciguaui mig kytom 90 rpamaycis.

Ilokpoxosa incmpykyisa wo0o eeedenns aikapcvkoeo 3acoby Comagepm
Kpoxk 1. Heo0xinni 3aco0m.
Opnna ynakoBka mnpemnapaty ComaBepT MicTHTHh (uiakoH 3 mopomikoMm mnpenapatry Comasepr,
MOTIePEeAHBO HATIOBHEHHH IITIPHUI], O€3MEUHY TOJIKY .
Taxox Bam 3Ha100n4ThCs: BATHUHM AMCK, CIUPTOBA CEPBETKA, KOHTEHHEp IS yTHIII3allii TOCTpUX
MpPEIMETIB.

npo6bka dnakoHa
PrnakoH (3i 3HATOO KPULLKOO hriakoHa)
KpuLiKa oriakoHa

AaTa 3aKiH4eHHA TepMiHy

npuAaaTHOCTI
oTBip y npobui

LMNiHap wnpuua

KoBMa4vokK wnpuua

3aXUCHUI koxyx d

roNnKun WTOKNOPLWHA Wnpuua

ynop gnsnansuis
HA lnnuiti

HaKOHEeYHMK
wnpuua

koBnadvokronku” BesneyHa ronka

Kpok 2. I[linroroBka
[lepen nouatkom poOoTH:

e 3wmimyiite ComaBepT Ta piAMHY, TUIBKU KOJIU OyJ1€Te TOTOBI BBECTH J03Y.

e Buiimits 3 XoJIOAWIbLHUKA OJHY ymnakoBky ComaBepT 1 JaiTe mpemapaTry HarpiTucs 0
KIMHATHO1 TeMIIepaTypd B 0€31eYHOMY Micli IpOTIroM sk MiHiMyM 10 XBHJIMH, TIepI HiX
OyneTe HOro 3aCTOCOBYBATH.

e He caix narpiBatu ynakoBky npenapaty ComaBepT, BUKOPUCTOBYIOUHU JIKEPEIO TEILIa,
HANPHKIAJ rapsiay Boy abo MiKpoxXBWIbOBY mid. [IpenapaT Mae Harpitucs cam 1o cooi.

e Bumuiite pyku BoJ1010 3 MHJIOM 1 TOBHICTIO BUCYIIITh.

e  Po3skpwuiiTe yrmakoBKy 31 HITTPUIIOM Ta 0€3MEYHOI0 FOJIKOI0, 11100 BaM 0y10 3pyuHOo OpaTh KOxeH
HEOOX1THUH IpeAMET i1 9ac MiATOTOBKH JI0 iH’ €KIIii.

e He caix 3acTocoByBary WINPUIKU YU (DIIAKOHU, AKILO:

O BOHHM IONIIKOJI>KEHI a00 OpakoBaHi,

O 3aKIHYMBCS TEPMiH MPUAATHOCTI,

O BOHU OYJIM 3aMOPO’KEH1, HABITH SKIO 3apa3 BOHU BXKE BIATAHYIH (IIe CTOCYETHCS TUIBKU
MITIPHUIIIB).

Kpoxk 3. Buoip micus aas in’ exuii
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k4Bubip micusa ana iH’ekuil

Mneyi abo HMXHA
YacTUHA CNUHU
3aHs CTOpOHa BepXHbOT
YaCTUHU pyK/ (NyLwe ans
nikaps abo Toro, xTo
gornsgae)

Kusit
BigcTynante sk MiHiMym
5 cm Big nynka

/\'

CterHa

e Jlust KOKHOI 1H €KIIii 00MpaiTe iHIIe MICIe B MeKaX JUISTHOK JUIS iH €KITIH.

e VYHHUKaWTe TUISHOK MOOJIM3Y KICTOK a00 MIISHOK i3 CHHIISIMHU, TTOYCPBOHIHHAMH, 00JT1CHIMH
BITUYTTSIMU a00 YUIUIBHEHHSMH, a TaKOX JUISHOK 31 mpamMaMu abo MIKIpHUMH

3aXBOPIOBAHHSIMH.
e [Ipotpits mMicue A1s iH’ €Kil CHUPTOBOIO CEPBETKOIO.
e JlaiiTe BHCOXHYTH MICITIO TS 1H’ €KIIIi.

Kpok 4. 3usarTa kpukn 3 paakona

SHATTA KPULLKK
3 ¢hnakoHa

e 3HIMITH KPUIIKY 3 (hIaKOHA.
e BuxkunpTe kpumky. Bona Bam 6inbire He Oy e moTpiOHa.
O6epe:xkno! He TopkaiiTecs HiunM 10 TpoOKH (prrakoHa.

Kpoxk 5. 3usaTTs1 KOBIIauKa 3i IInmpuna
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e 3HIMITH KOBIMAYOK 31 IIMPHUIA, 3aTUIIHUBINN HA MICI[i HAKOHEYHHK mmpuna. s Toro mob
3HATH KOBIAYOK, MOX€E 3HAA0OUTHCS OLIbIIIE 3y CHIIb, HIXK 3/JA€ThCS HA EPILUNA MOTIISA.

e BukunabTe KOBMavok mmpuia. Bin Bam 6inbiie He 6yne noTpibeH.

e TpumaiiTe mIMpHUIl BEPTUKAIBHO, 100 YHUKHYTH BUTOKY PiTIUHH.

O6epe:xkno! He TopkaiiTecss KIHYMKOM INNPHUIA OyIb-IKHX MPEIMETIB, KOJH KOBIAYOK
3HATHHN.

Kpoxk 6. IIpuennanHs 0e3ne4HO0I roJIKH

NMpuenHaHHA
6e3ne4yHoi ronku

e [IpuTHCHITH Ta 3aKpyTiTh O€3MEYHy IOJIKY Ha IMPUL 10 YIIOPY.

Kpoxk 7. 3HATTA KOBIA4YKA 3 FOJKH

3HATTA KOBNavka
3 ronku

o [IpubGepiTh 3aXUCHUN KOXKYX TOJKH 31 MUIAXY KOBITAUKA TOJIKH.
e (OO0epeXHO 3HIMITH KOBITAYOK 3 TOJIKH.

e BukunabTe koBMauok rojaku. Bin Bam 6inbiie He 6yae noTpiOeH.
Oobepe:xno! He TopkaiiTecs roIKO0 HIYOTO.

Kpok 8. BBe1eHH r0JIKH
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BBepeHHs ronku

e [IpOTKHITH TOJKOIO IEHTP MPOOKH (hI1aKOHa, K TOKA3aHO HA PUCYHKY.
o [ligTpuMyiiTe mIIpPUII, TOKHU TOJIKA 3HAXOIUTHCS B poO1Ii pr1akoHa, 100 3anodirTu
3TUHAHHIO TOJIKH.

Kpok 9. lonaBanus pinnau

e HaxwiiTe rakoH i INPHUIL i KyTOM, SIK TOKa3aHO HA PUCYHKY.

e [IloBinTbHO HaTUCKAlTE HA MITOK MOPITHS MITPHUILIA, TOKU BCS PiIMHA HE TIepelae y GpIakoH.

o Oobepexno! He cipsmoByliTe CTpyMiHb PiAUHE O€3M0CepeTHRO HA TOPOTIOK. [le BUKITHKae
YTBOPEHHS MiHHU, [0 POOUTH MpenapaT HeNPUIATHUM JJIs 3aCTOCY BAHHSL.

e [loxku He BUIIMaiiTe rOJIKY.
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Kpoxk 10. [IepemimyBaHHA PO34MHY KPYTOBHMH PyXaMHu

MepemillyBaHHA PO3YNHY
KpPYroBMMu pyxamm

e Tpumaiite mmpwui i pJIaKkoH y OHIN PYIIi, SIK TOKa3aHO HA PUCYHKY.
e (OO0epexHO 1 MOBIIbHO ITepeMilIaiiTe po3urH, pyxaroun (pJIAaKOH M0 KOJIy Ha PiBHINA MOBEPXHI
o [IponoBxyiiTe mepemillyBaTH PiAWHY KPYTOBUMHU pyXaMH, MOKH BECh TMOPOIIOK He
PO3YHMHUTHCS MOBHICTIO.
M pumitka. I{e moxe 3aitasaTu 10 5 xBuinH. He cTpymyBaTh.

Kpoxk 11. ITepeBipka po3uuny

MepeBipka po3unHy

e Tpumaroun ronky y pyrakoHi, yBa)XHO MOJUBITHCS HA pO34YMH. BiH moBHHEH Oy TH Mpo30prM
1 HE MICTUTHU CTOPOHHIX YaCTOK.
e He cJain 3acTocoByBaru mpenapar, SKIIo:
O PO3YUH € HEMPO30PUM 200 KallaMyTHUM,
O po3uuH 3abapBieHUH y Oy Ib-SIKUH KOJip;
O 'y (uakoHi npuCyTHi Oy1b-AKi 4YacTKH a0 MiHa.

15



Kpoxk 12. ITepeminieHHs roJIKH

MepemileHHsA ronku

e [lepeBepHiTh purakoH Tak, 106 Bu mornm mobGauutu OTBip y mpoOIl, SK MOKa3aHO Ha
PHUCYHKY.

e [loMiCTiTh rOJIKY BHU3 Tak, 1100 KIHYMK TOJIKM 3HAXOJWBCS B HAWHWKYINA TOUL PIAUHU.
Takx Bu 3moxkeTe BUOpaTH sikomora OiibIe piguan 3 prrakoHa.

e [lepekoHairecs, N0 MITOK NOPUIHS MINPHIA HE PYXA€ThCS. SKIIO MITOK MOPIIHS IMPHULIA
MepEeMICTUBCS, TO BBEAITh WOTO Ha3zaxa y mmpuil. Lle mae 3Mory BUIalIuTH Bee MOBITPS 31
HITpuIa, nepir Hixk Bu mouHeTe Habupatu 103y .

Kpoxk 13. HaOupanus no3u

@ HabupaHHa nosu

e [loBiNBHO MOTATHITH Ha cebe MITOK MOPIIHS MIMPHIA, 00 BUIYYUTH SKOMOTa Oijblie
po3unHy 3 hrrakoHa.
Hpumitka. fAxmo Bu 6aunrte noBiTpsaHi Oyap0aliKky B HINPHILI, TOCTYKANWTE MO LHIIHAPY
mnpuna, o6 OynbOanIku MiAHSIIMCS yBEpX, a MOTIM 00EpeXHO BUBENITH OyibOariku
y pJ1aKkoH.

e BuliMiTh roJiky 3 ¢gakoHa.
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Kpok 14. BBe1eHHA r0JIKH

BBepgeHHA ronku

e (OO0epexHO BI3bMITh CKIIJIKY IIKIPH B MICIIi 1H €KIIi1.
e BBgeaiTh royiky Ha BCIO JJOBXKHUHY Y CKJIQJIKy HIKIPH.

Kpoxk 15. Bukonanus in’ekuii npenapaty

BukoHaHHS iH’ kUil
npenaparty

e [loBiTBHO MpOCYBalTEe IITOK MOPIIHS MIMPHUIA BHU3, MOKH IFIIHIAP MINPUIA HE CTaHe
MOPOKHIM.
I pumitka. [Tepekonaiitecs, o Bu BBeIM roiky Ha MMOBHY JOBXKHUHY.

e BiamycTiTh CKIaIKy HIKIPH 1 BUTSTHITH TOJIKY ITiJT IPSIMHUM KYyTOM.
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Kpok 16. Be3nexka kopucTyBaHHSA r0JIKOI0

Be3neka KOPUCTYyBaHHA
royikoro

e  OmnycTiTh 3aXUCHUMN KOKYX HA TOJIKY.
O0epe:kHO HATUCHITH HA KOXKYX, BUKOPHCTOBYIOUH TBEPAY MOBEPXHIO, 1100 MEPEBECTH HOTO
y BUX1/IHE TIOJIOKEHHS.
e [Ipumirka. Bu mouyere kimanaHHs, KOJIM 3aXUCHHUN KOXKYX CTaHe Ha MicCILIE.
Kpok 17. YTuaizanis
e [loxianiTh BAKOPUCTAHI IIIPHIIM B KOHTEHHED AJIs yTUII3allii FTOCTPUX MPEIMETIB.
e He Bukyaaiite (He yTUIi3yHTe) MIMPULH 13 TOOYTOBUM CMITTSIM.
Kpoxk 18. icas in’exknii
e JSIkmo HeoOXiMHO, BI3bMITh YUCTHUI BATHUHN JUCK 1 371€TKA MPUTUCHITH 10 MICIIS 1H €KITiI.
e He moxxHa TepTH MicHe iH’ €Kil

Mimu.
besneka Ta eeKTUBHICTB 3acTOCYBaHHs npemnapary CoMaBepT AiTsIM HEe BCTAHOBIICHI.

Ilepeoo3yeanns.

ITix yac JOMapKETUHIOBUX KIIHIYHHUX JIOCIIIKCHb IOBIIOMIISIIOCS IIPO OJUH BHUITAJ0K TOCTPOIO
nepeno3yBaHHs mpenapatoM CoMaBepT: MAIIEHT CaMOCTiTHO BUKOHYBAB 1H €KIIil B 1031 80 Mr/mo0y
(mo y 2,7 pa3a BuIle, HbK MaKCUMaJIbHA PEKOMEHI0BaHa MIATPUMYBaJIbHA 103a) MPOTITOM CEMH
JHIB. Y TaIlieHTa CIIOCTePIraocs HeBEJIMKE IiIBUIICHHS BTOMIIIOBAHOCTI, 0€3 KOJHUX THITHX CKapr
1 3HAYYIIUX BIIXHICHB 3 00KY pe3y/bTaTiB KJIIHIYHHUX JIAOOPATOPHHUX aHAITI31B.

VY pasi nepeno3yBaHHs 3acTocyBaHHs npenapaty CoMaBepT Cifi IPUMHHATH 1 HE TIOHOBIIFOBATH
roro, moku piBeHb IOP-1 He MOBEpHETHCS 10 HOPMH.

I o6iuni peaxuii.
Kuniniuno 3Hauymi moGivHI peaxili, mo 3raayrTbes B po3auii «OcoOIMBOCTI 3aCTOCYBaHHSY, €
TaKUMHU:

® TINOTJIIKEMIs, acoIiiioBaHa 31 3HMKCHHSM PIBHS TOPMOHY POCTY, B HAIIEHTIB 3 IIYKPOBUM

niabeToMm;

® TeMaTOTOKCHYHICTE,

® TIepexpecHa peaKTUBHICTH i3 KUTbKICHUM BH3HAUYCHHSM TOPMOHY POCTY;

e JTimorinepTpodis;

® CHCTEMHI pCaKilii rirmep4yTIUBOCTI.
VY xoni nopeecTpaniiHuX KITHIYHAX JOCTIIKEHB MABUIIIEHHS cupoBaTkoBOi KoHIeHTpamii AJIT 1
ACT 6inpmre Hixk y 10 pazi Bimx BMH cnocrepiranocs y aBox mamientis (0,8 %), siki oTpuMyBaH
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ComagepT. OIHOMY TMalli€eHTY BHKOHAJIM MOBTOPHY MPOBOKALiWHY MpoOy i3 3aCTOCYBaHHIM
npenapaty ComaBepT, miciisi K01 CIOCTEpiraBcs peluIuB MiIBUILEHHS PiBHA TpaHCcaMiHa3, IIo
BKa3yBaJ0 Ha IMOBIpHUN NPUUYMHHO-HACIIIKOBUH 3B 30K MIDK BBEJCHHSIM TMpenapary Ta
MiABUIEHHSAM piBHS (EePMEHTIB mMeuiHku. Pe3ynpraTu Oiomcii mediHKM, BUKOHAHOI y ApPYTroro
MaIli€HTa, Y3TOJKYBAJIMCSA 3 XPOHIYHMM TE€HaTUTOM HeBioMoi eTionorii. Y 000X MaIfi€eHTiB
MiABUIIECHUN pIBEHb TpaHCAMiHA3 TMOBEPHYBCA OO0 HOPMH IICIsS MPHUIMHEHHS 3aCTOCYBaHHS
nmpemnapary.

[TinBumenns piBast AJIT 1 ACT He cynpoBOIKyBajoCs MIJABUIIIEHHSAM P1BHS 3arajibHOTO O111py OIHY
Ta TyXHOi GocdaTasu, 3a BHHATKOM JBOX MAII€EHTIB 3 MIHIMAJbHAM aCOIIHOBAaHUM 30 1JIbIIICHHIM
piBHs 1ykHOT pocdarazu (Todto MmeHmeHixk 3 X BMH). [linBuiienns piBHs TpaHcaminas, IMOBIPHO,
HE 3aJIeKUTh BiJl BBeJEHOI g03u mpenapaTy ComaBepT i ciocTepiraeTbesi 3BU4aiHO MPOTATOM 4—
12 TwkHIB micas modyatrky Tepamii. bynb-fkux O0i10XiMIYHUX, (DEHOTHUINYHMX YH TEHETHYHUX
MMPOTHOCTHYHHUX (PAKTOPIB, OB’ A3aHUX 13 [IUM SIBHIIIEM, BUSBIICHO He 0YI10.

JlocBiA KIIHIYHNAX JOCIIIOKEH.

OCKITBbKHM KITIHIYHI JOCHITKCHHS TPOBOASATHCS 3a AyK€ PI3HUX YMOB, 4aCTOTY BUHUKHEHHS
MOOIYHUX peaklid y KIHIYHUX TOCHIIKEHHIX OJHOTO Ipernaparty He MOXHa Oe3rnocepeIHpo
MOPIBHIOBATH 3 IMOKAa3HUKOM, OTPUMAaHHUM y XOJi KIIHIYHUX JTOCIIIKEHb IHIIOTO Ipemapary, i
OYIKYBaTH TaKy * 9YacTOTY Ha ITPaKTHII.

Y xonmi 12-TWKHEBOTO pPaHIOMI30BaHOrO I1ae00-KOHTPOIBOBAHOIO TOJABIHHOTO —CIIITIOTO
nociipkeHHa (ikcoBaHMX 1103 mnpemnapaty ComaBepT 3a yYacTO MAIEHTIB 3 aKpOMETrallieto
32 nanienTn oTpuMyBau rmiaanebo Ta 80 naiieHTiB oTpuMyBaiu CoMaBepT OJIMH pa3 Ha 100y (1uB.
posain «Dapmakosoriuni BaacruBocti» («Kirinigni gociimkenns» )). 3aranom 108 mamientis (30 —y
rpyti miamne6o, 78 — y rpymi npemapaty CoMmaBepT) 3aBepuiuiy 12 THXHIB Tepartii.

VY uinomy yepe3 moOiuHI peaxilii 3 JopeecTpamiiHuX KIIHIYHUX JOCTIKeHb OyJIY BUBEICH] BiCiM
MAIl€eHTIB 3 akpoMeraiero (5,3 %), BKIIOYar04YH JIBOX MAIE€HTIB 13 BUPaKCHHUM ITiIBUIIICHHSM P1iBHIB
TpaHcaMiHa3, OJJTHOTO MAalll€HTa 3 JINOTImepTpodiero B MICIAX iH €Ki Ta OJHOTO Maii€HTa 31
3HAYHHUM 301IBIICHHSM MaCH Tija. BiabIIicTh MOOIYHUX peakKilii, BOUCBUIb, HE € 10303aJICI)KHUMH. Y
TabJ1. 5 MOKa3aHO YacTOTy MOOIYHUX PEAKIIH, PO SAKI MOBIIOMISIOCI IPUHANMHI y IBOX HAIlEHTIB,
ski orpumyBain CoMaBepT, 1 4acTOTY, 110 OyJia BUIIOK, HDK y TpyIi mi1ane6o, y 12-TmKHeBOMY
m1ane00-KOHTPOIbOBAHOMY JOCIIKCHHI.

Tabnuna 5. [To6iunHi peaxirii, mo crnoctepiraaucs y 12-TwkHEBOMY I1a1e00-KOHTPOIHLOBAHOMY
JOCJTJDKEHHI B IMAIIIEHTIB 3 aKPOMETATIE0™*

Iraneto ComagepT

[To6iuHi peakiii n=32 10 mr/mo0y | 15 mr/no6y | 20 mr/moly

n=26 n=26 N =28
Indexmis’ 2(6%) |[6(23%) 0 0
Bigb 2(6%) [2(8%) 1(4 %) 4 (14 %)
Hynora 1(3%) |0 2 (8 %) 4 (14 %)
Hiapest 1(3%) |1(4%) 0 4 (14 %)
Binxunenns Bim Hopmm Oioximiunmx | 1(3%) |3 (12 %) 1(4 %) 1(4 %)
MOKA3HUKIB ()YHKIIIi TeYiHKH
["punononiGHUM CUHAPOM 0 1(4 %) 3(12%) 2 (7 %)
Peaxitist B MicIii iH’ €Kil 0 2 (8 %) 1(4 %) 3 (11 %)
3amaMopoYCHHS 2(6%) |2(8%) 1 (4 %) 1(4 %)
BumankoBa TpaBma 1(3%) |2(8%) 1 (4 %) 0
binb y crinHi 1(3%) |2(8%) 0 1(4 %)
Cunycut 1(3%) |2(8%) 0 1(4 %)
Binb y rpyiHid KIITIH 0 1(4 %) 2 (8 %) 0
[epudepuununii HaOPSIK 0 2 (8 %) 0 1 (4 %)
ApTepianbHa rinepTeHsis 0 0 2 (8 %) 0
[Tapecresis 2(6%) |0 0 2 (7 %)

* Tabnuist BKITIOYAE JIMIIIE peakilii, ki OyJin 3apeecTpoBaHi MpUHAKWMHI Y 2 TAI[i€HTIB 1 SIK1 CIIOCTEPIraIuCs
YacTillle y MaIfi€HTiB, Mo oTpuMyBaau CoMaBepT, HiXK y MaIli€HTiB TPyIH TJareoo.
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TV rpymni, sika otpumyBaia ComaepT 10 Mr, MOBIiZOMIISLIOCS PO 6 peaxiliii, 3aK0JJOBaHUX TEPMIHOM
«iHeKIisDy: cuMITOMH 3acTynu (3), iH(peKIis BepXHiX auxaibHuX muisaxiB (1), myxupi (1) Ta iH(eKIisa Byxa
(1). ¥V rpymni, ska otpumyBaina mniamebo, Oynu 3apeecTpoBani 2 Taki peakuii: cummTomu 3actyau (1)
Ta iHQeKI1Iis opraniB rpyaHo1 KIITKH (1).

IMYHOTE€HHICTb.

VY nopeecTpamiiHUX KITHIYHUX TOCITIHKCHHSIX MpuOau3Ho B 17 % malieHTiB, SKi OTPUMYBAIH
ComaBepT, pO3BUBAJIHMCS HU3bKI TUTPU HEUTPAITI3YIOUMX aHTUTLUI 0 TOPMOHY poCTy. X04aHasBHICTh
X aHTUTLI 31a€ThCS TaKOIO, 0 HE BIUIMBAE Ha e(PeKTHUBHICTH npemnapaty CoMaBepT, KIiHIYHA
3HAYYNI[ICTh PO3BUTKY IMX AHTHUTLI y JOBTOCTPOKOBINA MEpCreKTuBl HeBimoma. Hapasi Hemae
JOCTYIHHUX JIarHOCTHYHHMX HAOOPIB JJIS aHAII3y Ha aHTHUTLIA 0 IETBICOMAHTY B IAIl€HTIB, SKi
oTpumytoTh ComaBepT.

JlaHi, HaBeIeHI BUIIIE, B1I0OpakarOTh BIICOTOK NAIIIEHTIB, y AKX pe3yIbTaTH aHaJli31B OyJIM BU3HaHI
MO3UTUBHUMHU 100 aHTUTLI 10 npenapaTy ComaBepT. BusiBneHHs yTBOpEHHs aHTUTLI 3HaYHOIO
MIpOFO 3aJI€KHUTH BiJT 9y TIIMBOCTI Ta crieiiaHoCcTI MeTO Iy aHai3y. KpiM Toro, Ha criocTepexyBaHy
4acTOTY NO3UTUBHHX PE3yJIbTAaTiB aHAJI3y HAa AHTUTLIA MOTJIM BIUIMBATH JI€KUIbKa (PaKTOPIB, Y TOMY
YHCJIi TOBOJDKEHHS 31 3pa3kaMH, dYac BiOOpy 3paskiB, CYNyTHI MpenapaTd Ta OCHOBHE
3aXBOPIOBAHHS. Y 3B’S3KYy 3 I[UM MOPIBHSHHS YaCTOTH BUIAJIKIB YTBOPEHHS aHTHUTLI A0 IIpenapary
ComaBepT 13 4aCTOTOK YTBOPSHHS aHTUTLI IO IHIIKMX IIpeapaTiB MOKE JaBaTH XHUOHI pe3yJIbTaTH.
JlocBin micasgpeecTpalliiHOT0 3aCTOCY BAHHS IIpeHapary.

[Ipotsrom micispeecTpaliiHoro mepioay 3actocyBaHHs npemnapaty ComaBepT OyJiM BHUSBIICHI
no6iuHi peakii, BUkinaaeHi Hwkde. OCKUIbKA PO Il peakiii MOBLAOMIISAIOCT Ha JOOPOBUIBHIMA
OCHOBI BiJl IOIYJISIIi HEBIIOMOT YUCEIBHOCTI, HE 3aBXKIH MOYKHA JOCTOBIPHO OLIIHUTH iX 4aCTOTY
a00 BCTAaHOBUTH IPUUMHHO-HACTIAKOBUH 3B’ SI30K 13 3aCTOCYBaHHIM Mpenapary.

Y mepiog MICHSIPEECTPAIIMHOTO 3aCTOCYBAaHHS TMOBIIOMIISIIOCS TIPO  CHCTEMHI  peaxii
rinep4yTINBOCTI, BKIIOYAI0UH aHA(1TaKTHYHI peaKIlii, JIJApUHTOCIIa3M, aHT1I0HEBPOTH YHUI HAOPSIK,
reHepasizoBaHi LIKIpHI peakiii (BUCUIIaHHs, epuTeMa, cBepOixk, KpONuB’siHKA). Jlesikum narieHTam
Oyna nmotpibHa rocmitamizamis. [Ticiast moHOBIGHHS Tepamii y KOJHOTO 3 MAIllEHTIB CUMITOMH HE
moBToproBanucs  (amB.  po3ain  «OcobmmBocTi  3actocyBaHHs»  («CHCTeMHI  peakii
rinep4yTIHBOCTI»)).

Peecmp nayienmie 3 akpomezanicro, saxi ompumysanu Comagepm.

ACROSTUDY — e Mi>KHapOJHHUH CrIOCTEpekKyBaIbHUN PEECTP, Y AKOMY PEECTPYIOTh 1aHi 100
Oe3MeKH B JOBrOCTPOKOBIM MEPCIEKTHBI Y MAIIIEHTIB 3 aKpOMeTai€ro, o oTpuMyoTh CoMaBepT y
paMKax KJIiHIYHOT mpakTuku. Jlo3y Ta cxemy Tepamii oOupaB Ha CBiM po3Cy KOXKEH JIiKap, SKHi
MpU3HAYaB JIKyBaHHSA. X04Ya MOHITOPUHT O€3MeKH BIAMOBIIHO J0 PEKOMEHIOBAaHOI CXeMH OYB
000B’SI3KOBUM, HE BCli OIIHKKA OyJM BUKOHAaHI Y BCIX 4aCOBHUX TOYKAaX I KOJKHOTO Marli€HTa. Y
3B’SI3KY 3 IIUM MOPIBHSHHS YaCTOTH MOOIYHUX PEaKIIiid 3 MOKa3HUKAMH YaCTOTH, SIKi CIIOCTEPITATUCT
B OpUTIHAJIBHOMY KJIIHIYHOMY JAOCHIIKEHHI, HE € MOXIHMBHUM. 3a JTaHUMHU MPOMDKHOTO 3BITY 10
peecTpy Oyo BkiIrodeHo 1288 mamieHTiB (cepeaHs TpuBaicTh Tepamii — 3,7 POKY).

Ha mnouartky tepamii npenaparom ComaBepT 648 mauieHTiB OTpUMYBaju JIKapChKUN 3aci0 K
MOHOTEpAIio 3 TPUBOAY akpoMeramii. 3 454 mamieHTiB, AKi MaJld HOPMaJbHUM BUX1THUN PIBCHb
ACT 1 AJIT, y 4 naiiieHTiB criocTepiraaocs MiIBUINEHHS WX MOKa3HUKIB Y > 3 pa3is Buie 3a BMH,
a'y JIBOX 13 HUX HiABMIICHHS J0csraio > 5 pa3is Buie 3a BMH.

JlinorinepTpodiro Oyio 3apeectpoBanoy 6 (0,5 %) nmamieHTis.

3uiMkn MPT mopiBHIOBanu 3 OyAb-SKHMHU IIONEPEIHIMH 3HIMKAMHU, 1 3MIHY 00’€My MyXJIHHU
peeCTpyBaJik B MICIIEBii 1abopaTopii K 3HAUYINY, JIUIIE SKIIO JlaMeTp MyXJIUHH 30 UThITYBaBCs Ha
BEJIMYMHY MOHA] 3 MM JJIsI MIKpOaJIeHOMH a00 SIKIIO AiaMeTp My XJIWHU 30UTbIIYBaBCS HA BEJIHUMHY
noHaz 20 % nnst makpoaaeHomu. Yci sminn MPT, saki po3iiHioBaiducs sIK 3HAYYIi B MiCIEBI
mabopaTopii, mepemaBaiucs A0 IEHTpalbHOI nabopartopii miasg aHamizy. I3 747 ydyacHUKIB
JMOCIIDKCHHS, Y SKMX Oynau moctymHi pesyinbrath MPT, BHKOHaHOT Ha BHUXIIHOMY pPiBHI Ta
MPUHANWMHI OJTUH pa3 y MepioJ] MoJaIbIIoro CIIoCTepeKeHHS, 30UTbIeHHS 00’ eMy myxJimHN Ha MPT
cnoctepiranoca y 51 (7 %) ocobu 3a nanumu MicuieBoi tadopatopii. 3 Hux y 16 namientis (2 %) e
30inbIIeHAs OyTI0 MIATBEPKEHO, Y 6 MAIlIEHTIB CIOCTepiranocs 3MeHIIeHHs, Y 12 — 06e3 3MiH; y
1 maniedTa OyJ10 HEAOCTATHLO AAaHMX, a y 16 mamienTiB gani MPT He po3risganucs B IICHTPaIbHIA
nmabopatopii.
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Heo0xigHno npoingopMyBaTu namieHTiB (Ta/abo ociod, siki JOTIAIAI0Th 32 HUMHU) MPO MOKIUBHIA
PO3BUTOK TaKHUX MOOIYHHMX PEaKIIii.

. Haityacrtime moBimomisin mpo MOOIYHI peakiii y BUMIAAI peakiiii y Micli iH €Ki,
MiABUILEHHS PiBHIB 010XIMIYHUX MOKAa3HHUKIB (YHKIIIT Te4iHKH, 0 0110, HYIOTH 1 Jiapei.
. Sxio B marieHTiB Oyje BHUSBICHO MiJABUINCHHS PiBHSA O0I0XIMIYHUX MOKA3HHUKIB ()yHKIIIT

MEeYIHKU, MOIIMBO, iM OyJe MOTPiOHO YacTiiie 3aBaTu KPOB [T OI[IHKH 010X IMIYHHUX MMOKa3HUKIB
(hyHKIIIT TeYiHKK Ta/a00 MPUITHHATY 3acTOCyBaHHA npenapaTy ComaBepT. [loBigoMTe MmaIieHTIB, Mo
BOHH MalOTh HETAWMHO MPUMUHUTHU TEPATIIO [IUM TIPErnapaToM i 3BEpHYTHCS 10 CBOTO JIKaps y pasi
BUHUKHEHHS YKOBTSHUIII.

. VY mamieHTiB 3 aKpOMErai€lo MOXKYTh 30UIbIIYBATUCS MyXJIMHH, [0 CEKPETYIOTh TOPMOH
pOCTY, 1 Il MyXJIMHA HEOOXITHO PETEIbHO KOHTPOJIIOBATH 32 JOTIOMOTO0 MaTHITHO-PE30HAHCHOT
tomorpadii (MPT).

. VYV wMicmi iH’eKIii I MIKIpO MOXXE BUHHKHYTH YIIUIBHCHHS, IO MOE IMPH3BECTH JI0
YTBOPEHHS I'yJI1; BAKOHAHHS 1H €KI[iT KOYKHOTO pa3y B HOBE MICIIE IOTIOMOE YHUKHY TH IIbOTO SIBHIIA
a00 MiHIMI3yBaTH HOTO.

. SIK110 y mamieHTiB IyKpoBuUi qiabet, Moxke 0yTH MOTPIOHUM peTebHUNA MOHITOPUHT IXHBOTO
CTaHy Ta 3MEHIICHHS J03H IHCYJIIHY Ta/a00 mepopailbHUX TIIOTIIKEeMIYHUX IIpenapaTiB y Iepiof
Tepanii npenapatoM ComaseprT.

. SIKIIO0 mMaIie€HTH OTPHUMYIOTH OMiaTH, iM MOXYTh 3HAJOOWUTHCS BHINI JO3W Tpemapary
ComaBepT 151 TOCATHEHHS HaJIe>KHOTO 1Hri0yBaHHs [DP-I.

Tepmin npuoammuocmi.
3 poxwu.

YmoBu 30epiranus.

@nakoHu 3 niodimizaTroMm 30epiraTu B OpPUriHAJIBHIA YMaKOBLI JJISI 3aXHUCTY BiJ CBITJIa TNpU
temmepatypi Bix 2 10 8 °C y XxonoaunbHUKY. He 3amopoxyBaTH.

Jlikapcpkuii3aciOy (pakoHax y OpUriHAJIbHIN yIaKoOBLI MOHa 30epiraTi Ipy TeMIIEpaTypi HE BULIE
25 °C opnoxpatHo npotsarom 30 nHiB. Ha kapTOHHIN KOpOOIIi CJ11/1 3a3HAYUTH ATy, 10 IKO1 HOTPIOHO
BUKOpHCTAaTH Npenapart (1o 30 1HIB 3 AaTH BIIYYEHHS 3 XOJOAMIBHIKA ). DIaKOHN TOBUHHI OyTH
3aXMWIIEH] Bi CBITJIa, Ta iX HE MOKHA MOBTOPHO 30epiraTu B X0JIOAMWILHUKY. [Ipenapat moTpioHO
YTWII3yBaTH, KO BiH HEe OyB BUKOpHUCTaHHN mpoTsaroM 30 mHIB 30epiraHHsS MpH KIMHATHIA
TeMmrepaTypi ado 3aKiHUMBCS TEPMIH MPHUIATHOCTI, 3a3HaYCHUIN Ha KOPOOIIi, 3aJI€KHO BiJ TOTO, IO
HacTaHe paHimie.

Po3ynHHUK y monepeaHb0 HAIOBHEHUX IIMpuUax 30epiratu npu tremnepatypi He uire 30 °C abo
npu remnepatypi Big 2 10 8 °Cy xonoamibHUKY. He 3aMmopoxyBatu.

BigHoBieHMI pO3YMH CITi/l BAKOPUCTATH HETAHHO a00 MPOTATOM 6 FOJIUH MICJIsl HPUTOTYBaHHS.
30epiraTvl B HEIOCTYITHOMY JJISL NITEH MICII].

YnakoBka.
10 ¢nakoniB 3 miodinizaToM y NPOMDKHINA KapTOHHINA KOpoOLi; 3 MpOMDKHI KapTOHHI KOPOOKH,
30 monepeAHKO HATOBHEHUX IITIPHUIIIB 3 PO3UHMHHUKOM 10 1 M1, 30 Oe3MeuHmX rooKy KapTOHHIH

KopoOii.

Kareropis Binnycky.
3a peuenrtom.

Bupo0uuk.
[¢aiizep Mentopexuypunr bensris HB / Pfizer Manufacturing Belgium NV.

Micue3naxoaskeHHs BUPOOHMKA Ta iiOr0 agpeca Miclsi IPOBa/:KeHHS TisVIbHOCTI.
Peiikeser 12, [1yypc, 2870, bensrisa / Rijksweg 12, Puurs, 2870, Belgium.

JaTa ocTanHbOro meperasaay. 16.12.2021
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