EBPA3BUNCKAS DKOHOMUYECKAS KOMUCCUSI
KOJUIET'UA

PEKOMEHJAIIUS

«14» siuBapst 2020 r. Ne 1 r. Mocksa

O PykoBoacTBe 110 NOAr0OTOBKe KJIHHHYECKOH JOKYMEHTALUH
(mpoBeeHHI0 KIMHUYCCKHX HCCIAeA0BAHUI, MOATBEPKACHUIO
TepaneBTHYECKOI IKBHBAJEHTHOCTH) B OTHOILICHHUH JIEKAPCTBEHHBIX
npenapaToB AJsl HHTAJASIIHN, IPUMEHsSIeMbIX 51 JIeYeH U st
OpPOHXHUAJILHON A¢TMBI Y B3POCJ/IbIX, MOAPOCTKOB H AeTei
1 XPOHHYECKO 00CTPYKTUBHOMH 00/Ie3HH JIETKUX Y B3POCJIbIX

Komteruss EBpazuicKOl 3KOHOMHYECKOHW KOMMCCHUU B COOTBETCTBUH
co crareeit 30 Jorosopa o EBpasuiickOM OJKOHOMHYECKOM COMO3€
ot 29 mas 2014 rospa u nyHkrtom 3 crateu 3 CornamieHusi 0 eJIMHbIX
OpUHUMIIAX M [paBWiIax  oOpalleHusi  JIEKApCTBEHHBIX  CPEJICTB
B paMkax EBpazuiickoro skoHOMHUYecKoro coro3a ot 23 nexadps 2014 rona,
a TakKe B UeJsAX YCTAHOBJICHHS E€IWHBIX [OAXOJOB K TOATOTOBKE
KJIMHUYECKOH JIOKYMEHTAUUU (MPOBEJCHUIO KIIMHUYECKUX HCCIIEIOBAaHUH,
MOJATBEP)KIEHUIO TEpPaneBTUUECKOW SKBUBAJIEHTHOCTH) B  OTHOIIEHUH
JICKAPCTBEHHbBIX IIPernapaTtoB sl WHTAJSIOUN, PUMEHSEeMBIX I JIeUeHMS
OpOHXMATBLHON acTMbl Y B3pOCIbIX, MOAPOCTKOB U JETEH U XPOHWUYECKOM
OOCTPYKTHBHOM OOJIE3HU JIETKUX Y B3POCIbIX,

peKOMeHAYeT rocygapcteaMm  —  wieHaM  EBpasuiickoro
DKOHOMHYECKOro  €Ol3a M0  HcTedyeHun 6  MecsiueB C  JaThl

OmyONMMKOBaHHWSI HacTosinie PekoMeHaalMu Ha OQUIMAIBHOM caiiTe



2

EBpasuiiCKOro 53KOHOMHMYECKOTO CO103a TMPH IOATOTOBKE KJIMHUUECKOMH
JIOKyMEHTAlUH (IIPOBEIEHUH KIMHUYECKHX MCCIICIOBAHUM, MOATBEPKIEHHH
TEPANeBTUYECKOH  DKBMBAJIEHTHOCTH) B  OTHOILLUEHUM  JIEKAPCTBEHHBIX
NpenaparoB Uil WHIraJISUud, NMPUMEHAEMBIX JJIA JIeYeHHUs1 OpOHXHaIbHOMN
acTMbl y B3POCIHBIX, MOJPOCTKOB M JETeH U XPOHUUYECKOH OOCTPYKTHBHOM
OoJe3HM JIETKMX y B3pOCHBIX, TNPUMEHITL PYKOBOJICTBO  COTJIacHO

IPUIIOKCHHUIO.

[Tpencenarens Konneruu
EBpa3uiickoil 5KOHOMHYECKOH KOMUCCHH
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ITPHUITOXXEHHWE

K Pexomennanuu Konmerun
EBpa3zuiickoil 5KOHOMUYECKOH KOMHCCHU
oT 14 sauBaps 2020 r. Ne 1

PYKOBOACTBO
0 MOAroTOBKE KJIHHHYECKOH JOKYMEHTANUM (MPOBeIeHUI0
KIHHHYECKHX HCC/IeJOBAHUH, IOATBEPKACHHIO TepaneBTHYeCKO
SKBHBAJCHTHOCTH) B OTHOLIEHHH JIEKAPCTBEHHBIX NMPENapaToB /sl
HHIAASIH#A, TPHMeHsIeMbIX /14 JIe4eHHs1 OPOHXHAJIBLHOW ACTMBI Y
B3POCJIBIX, OAPOCTKOB U JAeTel H XPOHHYECKOH 00CTPYKTHBHOM
00J/1€3HH JIETKHX Y B3POCIBIX

I. O0mnme noioKeHus

1. B nmacrosimem PykoBozpcTBe paccMaTpHBarOTCsi 00IIKE BOMPOCH! IO
MOATOTOBKE KIMHHYECKOH JIOKYMEHTAIMHM JIEKAPCTBEHHBIX IIPEnapaToB Jis
MHTAJISLMHA, IPUMEHSIEMbIX IS JIEYeHNs OpOHXHAIIBHOM aCTMBI ¥ B3POCIIBIX,
MOJPOCTKOB M JIETeH M XPOHUYECKOH OOCTPYKTHBHOW OOJIE3HM JIErKHX ¥
B3pOCIIBIX,  COOEpJKalllUX  OJHO  JEHCTBYIOIEE  BEIIECTBO  WIIH
KOMOMHMPOBAHHBIX JIEKAPCTBEHHBIX TPENapaToR.

2. llenplo Hactosmero PykoBojcTBa sIBASIETCS OMHCAHME IOJXOI0B K
IIPOBELECHUIO KIIMHUYECKUX 5 (W (S (0) 1805051 13} MOATBEPIKIAECHUIO
TEPANEeBTUYECKON OKBHUBAJIEHTHOCTU JIEKAPCTBEHHBIX TMpernapaToB yis
MHTAJSIAN, IPUMEHsIEMBIX JJIsi KOHTPOJISl TeUeHHsl 3a00JIeBaHusl U JIeUeHUs
B3pOCJIBIX — MAlMEHTOB, OOIBHBIX OpOHXMATBHOW acTMOW W (WMiIH)

XPOHHUUYECKOH OOCTPYKTHBHON OOJIE3HBIO JIETKMX, a Takke JeTeld u
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MOAPOCTKOB, OOJBHEIX OpOHXHAIbHOM acTMON (ajiee — JieKapCTBEHHBIE
npernapaThl [JIs HHTaJSIUHN ).

3. B HactosieM PykoBoJCTBe MPUBOMSATCS CBEAEHHS 110 MOATOTOBKE
KIMHHYECKOH NOKYMEHTALMH HCXOJS M3 XapaKTePUCTHK HHIAISALHOHHOTO
YCTPORCTBA JIEKAPCTBEHHOTO IIperapara st MHTaIsIui,

4.Hple BONpPOCH MOATOTOBKM KIMHUYECKOW JOKYMEHTAllMH Ha
JIEKApCTBEHHBIM IMpenapar Ul MHrajasluuid B HacTosieM PykoBojcTBe He
paccMaTpHUBaIOTCSL.

5.BakHbIM acmeKTOM, BIMSIOIIUM Ha KIMHUYECKYH pa3paboTKy
JIEKapCTBEHHOI'0  Ipenapara  JUisl  WHTAIAOHKA,  sBiIseTCs — 3HAHUe
XapaKTepUCTHK, OLEHEHHBIX in vitro (B TOM 4HCIe OCOOEHHOCTH
pacrmpeliesieHuss 4acTUIl JIeKapCTBEHHOI'O Iipenapara Ui HHTalsuil B
3aBUCUMOCTH OT IOTOKA).

6. Hactosimee  PykoBojicTBO  TpHMEHSETCS B OTHOIIIEHUH
JEKapCTBEHHBIX IIPENapaToB JUIsl HHIASNME, KOTOpble MOTYT OBITh
KJIacCU(UIMPOBaHbI B CIEAYIOLIME IPYNIBl B 3aBUCHMOCTH OT YCTpOMCTBA
BBEJICHUS:

a) O3UPYIOIIre HHranﬂTopbl IOJ1 AaBJICHUEM:

a’pO30JIbHBIE JO3UPYIOLINE HHTAIATOPEl, HE AKTUBUPYEMBIE IBIXaHHEM
(cTaHgapTHBIE a3PO30JILHBIE 103UPYIOIIHE UHTATSTOPEI);

a’pO30JIbHBIE AO3UPYIOLIME UHTAIATOPE], aKTUBUPYEMbIE JbIXaHHEM;

a’po30JIbHEIE  JO3MPYIOLIME MHTAATOPHl  CO  crielicepaMu WM
YAEPKUBAIOUIUMH KaMepamu;

HEa’3pO30JIbHBIE NO3UPYIOLIHE HHTAISITOPHI,

0) DO3UpYIOLIMEe UHTAISATOPHI He MO/ JIaBJIEHHEM

IIOPOLIKOBBIE MHTAJISITOPBI C IO3UPYIOIIUM YCTPOHCTBOM;

[OPOLIKOBBIE HHIAJISITOPBI IPEIBAPUTETHHO TO3UPOBAHHBIE;



B) HEJIO3UPOBAHHBIE HHTAISATOPB  (PAacTBOPBI M CYCHEH3UH  JUIsl

WHT SN ).

II. Onpenenenust

7. Ana nenedl Hactoswero PykoBoJICTBAa MCIHOJB3YIOTCS IIOHSTHS,
KOTOPBIE O3HAYAIOT CIIeAYIOLIee:

«aKTUBUPYEMbIE JBIXaHUEM HHTAISATOPLI» — AKTUBHUPYEMbIE BIOXOM
JIO3UPYIOIINE WHIANIATOPEL, B KOTOPBIX JUIsl BBIMYCKA JIO3Bl JIEKAPCTBEHHOI'O
Ipernapara MauueHT JOJDKEH CO3/1aThb MHCIMPATOPHBIA MOTOK, HOCTUI A
OIPEEIIEHHOI0 MUHUMAJIBHOI'O 3HAYEHUS (TOYKH aKTHBALIUHN );

«aHaluu3 YYyBCTBUTEIBHOCTH» — METOJl OLEHKH BO3MOXXHOCTH
BBISIBJICHUS! 0XKUJAAEMOT0 pa3auaus Mexay dGPeKTUBHBIM JIeUeHHEM H MeHee
3Q(PeKTUBHBIM WM Hed(P(PEeKTHBHBIM JICYCHHEM Ha OCHOBE KIMHHUYECKOTO
UCCIIE/IOBAHMS;

«IIOCTaBJIEHHAs J103a» — KOJIMYECTBO JEHCTBYIOIIEI'O BELIECTBA
JEKapCTBEHHOIO IIpemapara, KOTOpoe [oJiyyaeT TalMueHT ¢ 0300,
BBIITYCKAaeMOH U3 MYHALITYKA HHIAISLIMOHHOTO YCTPOMCTRA,

«HU3YYCHHE OJHOKPATHOW J03bI» — HU3yUEHHUE AEHCTBHUSI OJHOKPATHOM
JO3bl JIEKAPCTBEHHOI'O Npenapara B KIMHUIECKOM MCCIICIOBAHNM;

«KHEMOMETPUS» — U3MEPEHHE CKOPOCTH POCTA KOCTEH MOJIEHH;

«JIETOYHOE pacIpelesIeHHe)» — KOJUYECTBO JIeHCTBYIOIIEro BEIIECTBa,
MOCTYyTMAKIIee B AbIXaTeJIbHbIE IIYTH (32 UCKIIIOUEHHEM POTOBOH IMOJIOCTH W
TJIOTKH);

(JIMHEHHOCTh  JIO3BI» — TMpEeICcTaBIeHHE 3aBUCUMOCTH JIeHCTBUS
JIEKapCTBEHHOI'0 Iipemapara OT [JO03bl, ONWCbIBaeMoe (yHKIHeH BHja
f(x) = ax + b, rne au b — ynciaoBLIE KOIHDULUEHTH;

«MaKCUMaJIbHBIM OTBET (Wit oObema (OPCUPOBAHHOTO BEHIZOXA 33

nepByto cekyHny (O®B1))» — yBenudenue o0bemMa HOPCHPOBAHHOIO BbI10XA
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o MeHblIel Mepe Ha 12 uan 15 % (B 3aBUCUMOCTH OT T1esieli Hcciie[oBaHus)
OT €ro MepBOHAYATLHBIX 3HAUCHHIA,

«Havaso geicTeus (M1 odbemMa GOPCHPOBAHHOTO BBIIOXA 34 MEPBYIO
cekyHay (O®Bi1))» — ypenuuenue od0bema (GOPCHPOBAHHOIO BBIIOXA CITYCTs
OIPEJICIIEHHBII MTPOMEKYTOK BPEMEHH, BBIPAKEHHOE B aOCOJIIOTHBIX WIIH
OTHOCHUTENBHBIX EUHHIIAX, OHOTO U3 CIEIYIOIIHUX BHJIOB:

ysenruenre O@B; Ha 200 M1 0T UCXOIHOTO YPOBHS ¥ TALIHEHTA;

BpeMsi OT MOMEHTa HMHramiuuu u g0 50% MakcuMmaiabHOro OTBETa
nokazatenst O®B| Ha UHransAUKHIO;

NPOLEHT MaKCUMaJIbHOIO oTBeTa nokasarenss O®PBi, gocruraemslii 3a
3ajianHoe BpeMs (5 win 10 MuHyT OT Hcxomuoro yposus O®Bi) (B ciayuae
ecd MakcuMalbHbId npupoct O®PB; y nauueHTa COCTaBISET HE MeHee
15%);

«OTHOCHUTENIbHAS ~ aKTHBHOCTb»  —  AKTHBHOCTB  KCCIIENYEMOTO
JICKAPCTBEHHOTO ~ Tperapara 1O  OTHOLIEHMI0O K  pedepeHTHOMY
JIEKAPCTBEHHOMY TIpemapary, OIpefesisieMas Kak f03a HCCIeLyeMOoro
JIEKapCTBEHHOrO0  IIpernapaTra, KOTOpasi  BOCIPOH3BOIUT  TaKOW  Ke
Onosiornueckuil OTBET, Kak eAMHUYHAS J103a pPehepPEeHTHOIO neKachBeHHoro
npemnapara (CpaBHUTEJIbHbIE PE3YJIBTAThI I Pa3In4HbIX J103);

«IPOJIOJDKUTENBHOCTE d(dekray — Bpems, 3a kKoTopoe ODPB; (mmm
VHOH M3MEpPsIEMBIN ITOKa3aTellb) BO3BPAIACTCS K UCXOAHOMY COCTOSIHUIO HE
menee yem Ha 80 — 90 % ot makcumMalibHO TIOCTUTHYTOrO (B (deKTa;

«TepaneBTHYecKass DJKBHUBAJIEHTHOCTB» — OTCYTCTBHE KJIMHUYECKU
3HAYMMBIX pazauuuii B npoduie 3hdekTHBHOCTH W 0e30MacHOCTH
MCCIIE/lyeMOT0 JIEKaPCTBEHHOTO IIperapara U pe(epeHTHOr0 JIEKapCTBEHHOTO
npernapara.

WMuble  1OHATHA, HCHOJNB3yeMble B  HACTOSIIEM PyKOBOICTBeE,

NPUMEHAOTCA B 3HAUCHHAX, OIPEACICHHBIX HpaBI/IHaMI/I IMpOBEACHMA
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MCCIIEI0BAaHUH OMOIKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB B paMKax
EBpasuiickoro 5KOHOMHYECKOro co103a, yTBepxkaeHHbIMU Pemennem Coseta
EBpasuiickoli skoHOMHUYecKod Komuccun oT 3 HosiOps 2016 r. No 85
U PykoBonCcTBOM IO KadecTBY JIEKAPCTBEHHBIX TMPETapaToB JUIs MHIaJSIIIHl
W HaszajbHBIX JIEKAPCTBEHHBIX IIpenapaToB (npuiokeHue K Pexomengarmn

Kosnernn Eppasuiickoil skoHOMHUYecKOW KomMuccHH OT 7 ceHtsiopst 2018 r.

Ne 17).

[II. Ob1mue BompoCkl, Kacarorecs: OleHKH HHTaISIUOHHbBIX
YCTPOMCTB U BUJIOB UCCIIENOBAaHUH
8. Jlo3upyiolmue MHrajsTopbl IOJ JABICHHEM W JI03UPYIOIIHE
MHTAJIATOPhI HE 0] JABJIEHUEM, NTOPOIIKOBbIE HHIAISTOPHI U HeOyaitzepsl
UMEIOT ~ pa3MyYHbIe JIETOYHBIE MOJENM  pacripejeseHus] (Ierno3uIun)
(deposition), 3aBucHMBIE OT TOTOKAa. IIpeArnouTeHMs MALMEHTOB B
NMPUMEHEHUH STUX YCTPOHCTB pasnuyarorTcs. B Hacrosiiem pasjene

NpUBEJCHbl 00mmKe TPeOOBaHUS K UX OLEHKE i1 Vifro M K KIMHUYECKON

HAOKYMCHTAallUH.

1. A>po30oJibHBIE AO3UPYIOLIHE HHTAJISTOPBI

A5p030JIbHBIE TO3UPYIOLINE HHTATIATOPBI, HE AKTUBHPYEMBIE ILIXaHUEM
(cTangapTHBIE a3PO30JIBHBIE JOZUPYIOIHE HHTASITOPLI)

9.He axTHBHUpyeMBlE [BIXaHHEM JO3MPYIOIINE MHTAISTOPLl IO
napnenueM (pMDI) coxepxkaT pasaMUHBIE TPOTEIUIEHTB M IpyTHe
BCIIOMOTATEJIbHbIE BELIECTBA M MOTYT HCIOJB30BaTh Pa3jIMUHBIE CHCTEMBI
JOCTAaBKH, YTO MOXET IPHUBECTH K pPA3IMYHBIM KIUHUYECKHM HCXOIaM.
CrangapTHBIH HE aKTHBUPYEMBIH JbIXaHUEM JO3MPYIOIIHN HHTAIsSTOp IO
JlaBJieHueM TpedyeT KOOpIMHAIMHM BJIOXa C TPUBEICHHEM B JelicTBUE

HHTAIATOPA; AKTHBUPYCMBIC JIbIXaHUEM YCTpOfICTBa U HCIIOJIE30BaHUE
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CIIEHCEPOB C HE aKTHBHPYEMBIM JIBIXAHHEM JO3UPYIOIIUM HHIAISTOPOM IO
JIABJIEHWEM YMEHLIIAlOT IOTpeOHOCTE B TakKoil cuHXpoHM3amuu. Bcee
HE aKTMBHPYEMBIC IbIXaHUEM JO3UPYIOLIME HHIAISATOPBl MOJ JABJIEHHEM
JOJDKHBI TTO3BOJISITH MMAILMEHTY MPUMEHSTH CIIeHcephl BO BpeMsl WHTAJISIIHU.
Eciin nekapcTBeHHBIN Npenapart sl MHTaISIUN IpeIHa3sHaueH s 1eTeil, To
BO BpeMms (apMalEeBTUUECKOH pa3pabOTKM  CleAyeT MpeiyCMOTPETh
BO3MOXXHOCTh TIPUMEHEHHUS CIIEHCEpa COBMECTHO C 3THM IIpenaparoM.
CooTBeTcTByIOIME JaHHBIE 00 MCIIOIB30BAHUN KOHKPETHOIO crieiicepa ¢ He
AKTHBUPYEMBIM bIXaHUEM JIO3UPYIOIIUM HHIaJSITOPOM TOJ JIaBJIEHHEM,
COZePIKaIllero OIpPeAC/ICHHOE JEUCTBYIOIIEEe BELECTBO WM KOMOMHAIMIO
JEUCTBYIOIIMX  BELIECTB, BKJIIOYAIOTCS B  PETHCTPAIlMOHHOE  J0CHE

JIEKapCTBEHHOTO MpernapaTa s HHT aJIs Ui,

AKTHBpreMbIG HABIXaHHUEM JO3UPYIOHIHUEC UHTAJIATOPHI

10. nsg  paboTsl akTUBUpyeMOro abixaHueM uHraigstopa (BOI)
TpebyeTcs omnpeseseHHas MMHHUMalbHas MUKOBas CKOPOCTh Bpoxa. Ecim
MUHUMAaJIbHAs IMKOBas CKOPOCTh BJOXa HE MOXET OBbITh JOCTHTHYTA
MAlMEHTOM, IIpUMEHEHHE uHranaropa Oyzaer HedphekTuBHBIM. Takum
00pa3oM, KIMHHYECKas MpOrpamMMa BKJIOYaeT B cebsl COOTBETCTBYIOIIME
JlaHHbIE O MHHHMMAaJIbHOH IIMKOBOM CKOPOCTH BIOXa, HEOOX0MUMOil
JJIST TPUBEIAECHUS B JEHCTBUE AaKTUBHUPYEMOIO JBIXaHMEM WHTAISTOpa
(3TM 1aHHBIE MOTYT OBITH MOJIyYeHBI MPU HCIONB30BAHUM MHIAISIMOHHOTO
yCTpoHcTBa ¢ mMmjauebo) M OoNMCaHHE TIPYMN TMAlUEeHTOB, KOTOpBIE B
COCTOSIHUM BBIMIOJIHUTH TAaKOHW BJOX, M TeX IPYIIN MAalUeHTOB, Y KOTOPBIX
MOTYT OBITH IpOOJEMBI (HalpuMep, MAMEHTOB C TsDKEJIOW O0CTpyKImei

JBIXATENLHBIX IIYTEH, IAlUEeHTOB C MPHUCTYNIOM OpOHXHaIbHOH acTMbl,

MaJIEHbKHUX IE€TEeH U 1Ip.).
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[ogxoasuyro rpynmy NalKMeHTOB CIEAYeT HajJiexaliuM o0pa3om
00cIe10BaTh W YETKO OMNpeeduTh Ui TOTO, YTOObI JIeKapCTBEHHBIH
[Ipernapar UCI0JIb30BaICS COOTBETCTBYIOIIUMHU IPYIIAMH MAllMEHTOB TOJIBKO
0 NOKa3aHusiM. B kauecTBe JekapCTBEHHOro Ipenapata CpaBHEHHs Jis
aKTUBUPYEMOI'O  JbIXaHUEM HWHralsaTopa MOMKeT OBITh  HMCIOJb30BaH
COOTBETCTBYIOUIMH HE aKTMBHUPYEMBIH JbIXaHUEM J03UPYIOIHA HHTAIATOP
MOJ1 IaBJIEHUEM.

11.Ecniu uHranstopsl MMeroT 2 crmoco0a MPUBEICHHUS B JIEHCTBHE
(cmocoba akTUBAIlMK): pPy9HOE YIIpaBJICHHUE M AKTUBAIUS JBIXaHUEM, TO B
MHCTPYKUMHM 10 MEAMLIMHCKOMY IPUMEHEHHIO (JIMCTKE-BKIIABIINIE) TOJDKHO
IPUBOAUTHCS OOBSICHEHUE AT MALUEHTOB IPUMEHSIOIINX 3TH UHTANSATOPEI,
a Take uHQOpMamMs o crnocobax —omnpeneneHus —HedPHEKTHBHO
BBIMTOJIHEHHBIX MHIAJISLUANA U CllyyaeB, B KOTOPBIX BO3MOXKEH IEPEXO OT
OJHOro crocoba NpHUBENEHUs] UHransTopa B JeiictBue K Jjpyromy. Oba
criocoba INpUBENEHUS MHTalsITOpa B JEHCTBUE CJEIyeT COMOCTaBHTL C
MCIIOIb30BaHUEM [1apaMeTPOB, MPeYCMOTPEeHHBIX pasaenaoM IV Hacrosiero
PykoBozcTBa, 4ToOBl ONpenenuTh HaJudHe HEOOXOJMMOCTH B OTAEIBHBIX

KIIMHHUYECKHUX JaHHBIX 151 000CHOBaHUS KaxJJoro Meroja MHIraJisiiguu.

Crieficepsl U yJIep)KUBAIOIIIAE KaMEphI

12.O¢dexTruBHbIe crelicepbl 00JerdaoT WHTAISIU —Yepe3  He
aKTUBHUPYEMbIH JIBIXaHUEM JIO3UPYIOIIMH UHTAISTOP TI0J JaBJI€HUEM U
YMEHBIIAOT KOJMUYECTBO MEHCTBYIOIIEr0 BEILIECTBA, OCAXKIAIOLIETOCS B
TIOJIOCTH PTa H IIOTKE, a 3aTeM IIporyiaTbiBaeMoro. Kcnosb3oBanue creiicepa
PEKOMEHJYeTCsl BCeM MalMeHTaM, OCOOEHHO TeM, KOTOPbIC HCIBITHIBAIOT
3aTPyJHEHUsT B KOOpJMHAIIMM BJOXa W IIPUBEJEHUS B JeHCTBHE He

dKTUBHPYEMOTO JAbIXaHHUEM JO3UPYIOMIETO HWHIraljigTopa I10J JiaBJIEHHEM
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(HanpuMep, AETAM MU MOXKHJIBIM JIIOASIM), & TAKXKe MallUeHTaM, IMOJyYaronum
HUHT IS UOHHBIE TIIFOKOKOPTUKOCTEPOU/IBI.

13.Cneficeppl  OOBIYHO  yBENIMYHMBAIOT JIETOUHOE  paclpeiie/ieHue
JIeKapCcTBEHHOTro  mpemnapara. (OaHako KOHKpPeTHBIM creficep MOxeT
HCII0JIL30BAThCS M0-Pa3HOMY C Pa3IUYHBIMU JICHCTBYIOIMMU BEIIeCTBAMH, U
KOHKPETHOE JEHCTBYIOIIEE BEIUECTBO B KOHKPETHOM HE aKTUBHUPYEMBIM
JOBIXaHHEM JO3UPYIOIIEM HHIAIATOPE MO JaBIEHUEM MOXET UMEeTh pa3HEIe
BAPUAHTHI paclpe/ieJieHus] TPU  BIBIXaHUHU 4Yepe3 OTJIUYAIOIIHECs 110
TEXHUYECKUM XapaKTepUCTHKaM clieliceprl. Pacnpenenenue aeicTByroriero
BEIECTBA B JBIXaTEJIbHBIX IYyTAX W KIMHUYECKUH OTBEeT HalMeHTa Ha
BBEJICHHE JIEKAPCTBEHHOI'0 BELIECTBA HE MOTYT CUMTAThLCS YKBUBAJICHTHBLIMH,
€CIIM MCIIOJIb3YeTCst JPYroM crekcep WIM Ipyroil He aKTUBUPYEMBIH
JBbIXaHUEM JIO3UPYIOLIUH HHIAJISTOP MO JABIEHUEM UCIIONB3YETCS C TEM JKE
caMbIM  creiicepoM.  PaszpaboTka He  aKTUBHPYEMOIroO  JBIXaHHEM
JIOBUPYIOIIEr0 HHrajisITOpa I10J JABJICHHUEM Bcerja BKIIOYaeT B celds
TECTUpPOBAaHWE 10 KpakiHed Mepe | KoHKpeTHoro cneiicepa s
MCIIOJIb30BAHUS C KOHKPETHBIM HE aKTHBHUPYEMBIM JIBIXaHHEM JTO3HPYIOLIMM
MHTaJISTOPOM TIOJ JABJICHHEM, COIACPIKALIMM OINPEeNIeHHOe NeHCTBYIOIIee
BEILECTBO. JTOT CHEHcep JO/KEH ObITh NOIXOASIINM ISl LEeIeBOU TPYIIIEL
HAlMEHTOB.

14, ®yHxnroHanbHbIE XapaKTepPUCTUKU crielicepa OyIyT 3aBHUCETh OT
obbemMa M Marepuana yAep)KUBaIOIIeH KaMepbl, 3JeKTPOCTATHUECKHX
CBOMCTB BHYTPEHHEH IIOBEPXHOCTH KaMepbl M crocoda MpUMEHEHHUS
ycrpoicTBa. TectupoBaHue in Vitro cieiyeT MPOBOAUTH IPU IOJTOTOBKE
creiicepa M HACTPOHMKE YCTpOHCTBA Ui KJIMHMYECKOTO TPHMEHEHHS
(4TO  MOXKET TOBIMITH Ha peanusanuio 3(dekra JTEKaAPCTBEHHOTO
npernapara). Hanpumep, ecin HHCTPYKLUMH NPOU3BOAUTENS CIeiicepa Miu

ynepxuparomeid  kamepsl  (holding chambers) Bxmowaror B cebs
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MH(GOPMAIIMIO O pEeKUME OYMCTKH B XOJA€ MNPUMEHEHHs (eKeHeaenbHast
OYMCTKa), CJIEyeT TNPOBECTH OIpelelieHre pecrnupabdensHoll Gppakiuuu 10 u
nocjie OYMCTKM Ccrelicepa WM yJepxuBarolieil kamepbl. OrnpeeneHue
pecniupabenbHOR  (ppakLuu  pomycKaercss MOAUPHUIMPOBATL C  LEJbIO
UMUTALMKA  MCIIOJIb30BaHUsl TALMEHTOM cleiicepa WM yAepKUBaroLIeH
Kamephl (HaImpuMep, BpeMEHHas 3ajiepXKKa JIBIXaHUs MEXy IpUBeIecHHEM
yCTPOMCTBA B ICHCTBHUE U BIOXOM, OOBIYHOE JIbIXaHHE).

15.Korna B mporpamme pa3paOOTKH IOJlydYe€Hbl BCE JAHHBIE O
JEKapCTBEHHOM IIperapare, BBOJMMOM HE AaKTUBUPYEMBIM JIBIXaHHEM
JO3UPYIOIIUM HMHTaAITOPOM I0J JiaBjieHHeM B KOMOWHamuu ¢ 1 win
HECKOJIbKUMHU OTIINYAIOLIUMUCS criericepamu, 3aKITFOYeHHe 00
5(Q(eKTHBHOCTH MOXKET ObITh CAENTAHO TOJBKO JJIsi KOHKPETHBIX, H3YYEHHBIX
YCIIOBUI  (KOHKDETHBIX HE aKTUBHPYEMBIX JIBIXaHHEM JIO3UPYIOLIUM
HHTasSTOpaM INoJ AaBIeHUEM U crieiicepa (cneiicepoB)).

16. Eciu nexapcTBenHblil npenapat OyaeT IpUMEHSITBCS CO crieiicepoM
i Oe3 crelicepa, TO 3TO CleIyeT MOJATBEPAUTh COOTBETCTBYIOIIUMHU
JIAHHBIMU MCCJIEIOBAHUM in Vitro, WM UCCIEN0BAHHH i1 Vitro U KIIMHAYECKHX
uccrenopanuid. Ecmum  9TH  JaHHBIE HE  COOTBETCTBYIOT — KPHUTEPHSIM,
npenycMOTpeHHbIM — pazjiesioM IV mHactosiero PykoBojacTtBa, Oyayt
HEOOXO[AMMBl KIIMHUYECKHE [aHHbIC, OXBATBHIBAIOIIME COOTBETCTBYIOLIHE
rPyNNbl  TALMEHTOB  (HAaOpHUMep, JAETH, TMAaIlMeHTEl,  [OJyYarollHe
UHTAJAIMOHHBIE TJIFOKOKOPTUKOCTEPOU/IB), /1T TOTO, YTOOBI MCCIIEL0BATH
BIMsIHUE crieficepa Ha 3 (PeKTUBHOCTh U O0€30MaCHOCTE.

17.Ecnmu  Her KOHKPETHBIX pPEeKOMEHJALMH 110 HCIOJIB30BAHUIO
OINpEJIE/ICHHOr0  crieiicepa, MPUBEACHHBIX B O00IEH XapakTepUCTHKE
JIEKapCTBEHHOTO IIpemapara Jjisi pe()epeHTHOro JIEKapCTBEHHOTO Mperapara,
HCCIIETyEMbIH JIEKAPCTBEHHLIN ITpenapar [Jisl MHTaSIIUK, UCIOJIb3yeMBbIi cO

crelicepoM M 0e3 creiicepa, Jo/mKeH OBITH COMOCTABUM C pedepeHTHLIM
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JIEKapCTBEHHBIM IIPENapaToM JUlsl MHIaJIsALUMH, HCTIONb3yeMBIM Oe3 crieiicepa.
Ecin B 001el xapakrepucTuke peepeHTHOro JeKapCTBEHHOTOo Ipernapara
Ha3BaH KOHKDPETHBIH cIieficep, TO pe)epeHTHBIN JeKapCTBEHHBIH Ipernapar
CJIEyeT UCIIOJIL30BaTh BMECTE C TAKUM CIelicepoM crocoOoM, yKazaHHEIM B
o011eli XapakTepUCTHKeE JIEKAPCTBEHHOT'O Mpernapara.,

18.Ecin cmelicep  MoxkeT — OBITh  BIOCIEACTBAM  3aMeEHEH
AJIbTEPHATUBHBIM ~ CIIEHCEpPOM, CJIEeNyeT NPEICTaBUTh COOTBETCTBYIOIIHME
JIAaHHBIE MCCJICIOBAHUM in Vitro, WU UCCIENOBAHUN i1 Vitro U KJIMHUYECKUX
uceinegoBanuii. B oTomM  ciiydyae  MCMONB30BaHME — MCKIIFOUUTEILHO
(papmakoneifHpIX MeToAMK Oe3 ydyeTa TaKMX KIHHMYECKH 3HAUYUMBIX
(pakToOpoB, KaK OOBIYHOE JBIXAHUE M BPeMS 33[€P)KKH IbIXaHHsl, HE SBISETCS
npuemiaeMbiM.  Eciu  mpu  CpaBHUTENBLHOM — WCCIENOBAHUK  in Vitro
HWCITOJIB30BaHHBINI BAJTUIUPOBAHHBIMN METO]] He MTOATBEPIKAaeT
OKBUBAJIEHTHOCTh, MOXET IOTpebOBaTbCs  KJIMHUYECKas Iporpamma
nccnenoBannii. Kimnnyeckas nporpaMma TakKe BKIIIOYAeT B ce0sl OILEHKY
CHCTEMHOH 0€30MacHOCTH MyTeM HCCIIeI0BAHUS S9KBUBAJIEHTHOCTH HA OCHOBE
(papmakoknHeTHYeCKUX WM (apMakoAMHAMHUECKHX maHHBIX. C Iebio
OIIEHKH O€30IIaCHOCTH CJIEJYEeT M3YyUHTh MAaKCHMAJBbHYIO PEKOMEHIYEMYIO
103y B paMKax Hccle0BaHus papMaKkoIUHAMUYECKON SKBUBAJIEHTHOCTH.

19. Undopmanuro o Hagmexkamum obpa3oM HCCIe0BaHHOM cCliekicepe
CllelyeT yKazaTb B HMHCTPYKLUU [0 MEIMLUHMHCKOMY TMPHUMEHEHHUIO
JIEKapCTBEHHOTO Iperapara 1 Ha yIIaKOBKE.

20.Ecnu He axkTHBHUpyeMblid JbIXaHWeM (OOBIUHBIN) AO3MPYHOIIHHA
HHIaJsTOp MOJ JaBJIEHUEM MOXET MCIIONIB30BaThCs AJis JIeTel, B Ipolecce
ero paspabOTKH ClefyeT IPEeayCMOTPETh NCTIONB30BAHHE HHTANISITOPA BMECTE
co creiicepoM (crielicepaMu) onpeesIeHHOW KOHCTPYKIIMK, YKa3bIBAEMOI B
o0mell XapakTepUCTHKe JIEKApCTBEHHOTO —TIperapara, HWHCTPYKLUH TI0

METUIIMHCKOMY INPUMEHEHUIO (JMCTKE-BKJIAJBIIIE), a TaKXKe Ha YIaKOBKE
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JEKapCTBCHHOIO Ipernapara JUisl MHTasIuid (Janee — B MHQOpPMAIHH O
npenapare). s He akKTHBUPYEMOTO [bIXaHUEeM JO03UPYIOIIEro MHTralsTopa
I0J1 AABJICHUEM HCIIOJIL3YETCs CIIeHcep ONpeNesIeHHON KOHCTpyKumu. Eciu
HE aKTHUBUPYEMBIH [BIXaHUEM JO3UPYIOUIMH HHTaJsSTOp TMOJ JaBJIEHUEM
IpeaHa3HaYeH UCKIFOYUTENBLHO JUIs IPUMEHEHHUS B OTHOILEHUHU AeTel (U He
IpeJHasHavyeH JUIs MCIIOJIB30BAHUSA B OTHOLIEHWM B3POCIHBIX), OH IOJDKEH
ObITH cHaOXeH crmelicepoM, MPUMEHSIEMBIM C JIMIEBOM Mackoi u 0e3 Hee.
Takoii crieificep 10JDKEH NOAXOIUTH U1l UCTIOJIB30BAHMSI COOTBETCTBYOIIUMHU

BO3PACTHBIMH I'PYIINaMH JeTeH.

2. Jlo3upyrolye HHTasITOPbI He TI0)1 aBJIeHHEM

21. [lo3upyiomire WHraJIITOPBl  HE TOJA  JABJIEHHEM  SIBJISIIOTCS
MOPTATUBHLIMH JIO3UPYIOIIUMHU yCTPONCTBAMH, aKTUBUPYEMBIMU HaXKaTHEM,
M IPEJCTaB/IsIOIMMU cOO0W pe3epByap, CONEpXKAIUH BOJHBIM pPacTBOP,
CYCIEH3HIO WJIA 3MYJIBCUIO, O0ECIIeUUBAIOIIMMHU TOCTYIUIEHHEe 1 J03bl 3a
OJHO HJM HECKOJbKO HaxkaTuil. B [no3upyrominx HHrajisropax He 0[]
IaBJICHUEM, CKOPOCTb CTPYd HHM3Kas, IIO3TOMY MHIAISLUOHHBI MaHEBp
3aHUMaeT OoJibllle BpPEMEHM, YeM B HE aKTHUBHUPYEMBIX JbIXaHHEM
JIO3UPYIOIIMX MHIaJIATOpax I0J AaBieHueM (0e3 UCIOoNb30BaHus crelcepa)
U B IIOPOLIKOBBIX UHTATISATOPAX.

22.JIlns TOro  4TOOBI  TOJYYHUTh  JOCTATOYHOE  KOJIHUYECTBO
OEUCTBYIOLIErO BELIECTBA, MALMEHT IOJDKEH BABIXATh OMpPEeIeHHBIH 00BeM
a’po30jis.  JInsg Bcex manMeHToB, OCOOGHHO JIMII C OrpaHHYeHHLIMH
MHTAIAIHOHHEIME ~ BO3MOXKHOCTSIMM ~ (Hampumep, — JIeTeidl)  crieayer
MOATBEPAUTE, YTO 00BEM, HEOOXOMUMBIH Ui TOJYYEHHUS JHKEIaeMOIo

KIMHAYECKOro 3(QexTa, He NPEeBbIAeT WHIAISIMOHHBIX CIIOCOOHOCTEH

[manueHTa.
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3. PacTBOpEI M CyClIeH3UH ISl MHTaJIsIAH

23, Jlns onpeneneHHbIX [PYII MalUeHTOB (HAampuUMep, MJIajeHIIEB,
JeTedl  MIIaIIero BO3pacTa, THKETOOOMbHBIX, TOXKWIBIX JIIOAeH n
MHBAJIM/OB)  MHIalsilMs  JIEKADCTBEHHBIX  CPEACTB  YEpe3  CUCTEMY
HeOynaiizepa SIBISETCSl BapUaHTOM JIeUeHHs OpOHXMAIBLHOW AacTMBl U
XPOHHYECKOH 00CTpyKTUBHON Oone3Hu Jerkux. B Hacrosiee Bpems
JOCTYIIHBI CTpyHHBIE, yJIbTPa3ByKOBEIE, BHOpAIIMOHHO-CETYAThIE
HeOynali3epHble CHCTEMBI, KOTOPbIe MOT'YT OBITh NMPUOOpPETEHbl MAlMEHTOM
OTJIEIBHO OT PACTBOPOB M CYCIIEH3UH, COJIepKalUX JEHCTBYIOIIHNE BEIIECTBA
JUTS] UHTQJISIIIAH.

24.B paMKaX OOBIYHOIO KJIMHHYECKOTO IPHUMEHEHHs JIEKAPCTBEHHbIE
Ipernaparel JUIs WHTAISIUA MOTYT TMOCTYIAaTh C MCIOJB30BaHHEM JI0OO0H
JIOCTYITHOM HeOynai3epHOM CHCTeMBI, KOTOpas MOMET OTJIHYATLCS OT
CTaHJAaPTU3MPOBAHHONW CUCTEMBl, NPUMEHSEMOH TpH pa3paboTKe TaKux
JIEKApPCTBEHHBIX IIpenaparoB. Pasnuuus B gocTaBisieMoM oObemMe aspo3onis
MEXIY Pa3sHbIMU HeOyai3epHLIMH CHCTEMAaMHM SIBJISIFOTCSI 3HAYHUTEIBHBIMHU.
JlekapcTBeHHOE  cpencTBO,  pazpaboTaHHOE Uil MHIalsuil  C
MCIOJIb30BaHMEM HeOYIal3epHON CHCTeMBbI, JODKHO UMETh YCTaHOBIEHHBIE
XapaKTEePUCTUKH HHIAIAIMM Yepe3 IOCTYIHYIO Ha PbIHKe HeOysai3epHyro
CUCTEMY M  CTaHAapPTH3MPOBaHHYI0 HeOynaiizepHyio cucremy. [lpm
YCTaHOBJICHUH XapaKTEPUCTUK HHTAJSIMU JIEKApCTBEHHOTO IIpernapara
ClIelyeT HCCeN0BaTh pelpe3eHTaTuBHble HeOynald3epHble CHCTEMbI IS
CTPYHMHBIX, YJIBTPA3BYKOBLIX M BHOpallHOHHO-CETYATHIX HeOysai3epos.
Hcnonbsyemass HeOynaiizepHas cHCTeMa OIMCHIBAETCS B IPOrpaMme
pa3paboTKH ¢ yKa3aHHEM:

a) BUa HeOynailzepa;

0) BBIOOpa HecyIIero rasa;
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B) 1aBJICHUsI HECYIIIETO Ia3a;

I') CKOPOCTH MTOTOKA HECYIIero rasa;

1) HOMHHAJILHOro 00beMa 3arosineHus HeOynaizepa;

€) BpEMEHHU UHTAJSILIMH (PaCIIbUICHHS );

’K) OCTaTOYHOro 00beMa pacTBOpa;

3) BXOJSILIUX B KOMIUIEKT aKCECCyapoB.

25.HebynaiizepHass cucrema (CHCTeMBI), HCClAeayeMass B  XOJe
IPOrpaMMbl  pa3pabOTKM JIEKAPCTBEHHOI'O Tpenapara JiJjis  WHTasuid,
ONMCHIBAETCS B OOIIEH XapakTepucTHUKe JIeKapCTBEHHOTO —MpenapaTta,
UHCTPYKLUK 110 MEIULIMHCKOMY IPUMEHEHHMIO (JIMCTKe-BKiajapie). B
MH(QOpMALIMIO O JIEKApCTBEHHOM IIpenapare i WHTaISaUi BKIFOYAIOTCS
npeaynpexaeHus:

00 OTCYTCTBMM MH(GOpPMANMKM  OTHOCHTENILHO TOCTYIUIEHHS W
pacrpeliesieHus JIEKAPCTBEHHOTO IIpenapara JUls MHTTSIIUN B JIETKUX IpU
UCIIOJIb30BaHUM HEOyNIal3epHBIX CHCTEM, KOTOpble He OBUIM H3y4eHbl B
nporpaMmme pazpaboTKu;

O TOM, 4YTO HCIIOJb30BaHHE AJBTEPHATHBHOW (HEIPOBEPEHHOI)
HeOynaii3epHOi CHCTeMBl MOXKET HPHBECTH K M3MEHEHHIO PaclpeieleHts
AKTMBHOI'O BEILECTBA B JIETKUX, YTO B CBOIO OUEPEIb MOXKET MPUBECTH K
M3MeHEeHHIO 5Q(EKTUBHOCTH M 0€30TacHOCTH JICKAPCTBEHHOTO Mperapara
IUIsl MHTAISILAA U K HEOOXOMUMOCTH W3MEHEHMsI BLIOPAHHOM ISl JIEYEHUS
JIO3BI.

Eciu uccnenyemslil nekapcTBeHHBIW Ipenapar sl HMHTaISLUi Obul
OLIEHEH C MCIOJIb30BAHUEM HECKOIbKMX BHJIOB HeOyJal3epHBIX CHUCTEM, TO
10 pe3yibTaraM IIPOBEJACHHBIX WCCIENOBAHUN B HWHPOPMALMK O TAKOM
[penapare clieflyeT yKas3aTh, BIUSET JIK OTPUIATETBHO KaKOW-THO0 U3 BUIOB
HeOynaizepHbIX cuUcTeM Ha 3()(EKTHBHOCTb JIEYEHHs MO CPABHEHHIO C

5 PEKTUBHOCTEIO NP MPUMEHEHUN APYTUX HEOYyIai3epHBIX CHCTEM.
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Ecnmn jiexkapcTBeHHBI npenapar B (Gopme pactBopa juis WHTasILUi
MMEET TAaKOH K€ KAayeCTBEHHBIH M KOJHWYECTBEHHBIH COCTaB, Kak W
pedepenTHbIH JIeKapCTBEHHBIH Tperapar, HeoOXOAUMOCTh B IPOBEICHUH
KJIIMHHYECKHUX MCCIIEIOBAHUH 3TOTO IIpernapara OTCyTCTBYeT.

26. TepaneBTUuecKass 3KBUBAJICHTHOCTh CYCIEH3WM Ui MHIaJISLMIA,
NPUMEHSIEMBIX ¢ TOMOILNBIO  HeOyial3epa, [OATBEPKIACTCS  IIYyTEM
NPOBEJIEHUST UCCIIENOBAHUN 17 ViVo, €ClIM He MPeIyCMOTPEeHO 00OCHOBAHUE

HCIIOJIB30BaHHsA APYIMX BUIOB HUCCIIEIOBAHUH C LEJIbIO HOOTBECPMKACHHA

OKBHUBAJICHTHOCTH.

4. I1opotIKoBbIe HHTANISITOPHI

27. Wccnenosanus nopoumkossix uHransropos (DPI) ¢ pesepyapom u
JO3UPYIOMIUM MEXaHU3MOM M TMOPOUIKOBBIX MHTASITOPOB € MPEABAPUTEILHO
pacIpelelIeHHON J1030M IOKa3bIBalOT BBICOKHH ypOBEHb 3aBHCHMOCTH
[IapaMeTpoB paclpeeseHds] 0T BO3AYIIHOIO MOTOKAa MO CPaBHEHHIO C HE
AKTHBHUPYEMBIM JIbIXaHHUEM JIO3UPYIOIIMMH HHTAJIATOPOM MO JIaBJIEHUEM U
HE aKTHBUPYEMBIM JIBIXaHMEM JO3UPYIOUIUM UHIaJsITOPOM HE IO
nasiaenueM. IlosTomy cremyer mpeicTaBUTh XapaKTEPUCTHKY CKOPOCTH
MOTOKA B OTHOIIEHWH TI'PYIII MALMEHTOB, Uil KOTOPBIX OYJET IpejiHa3HayeH
IIOPOIIKOBBIN UHTAJISTOP.

28.PerucrpalldOHHOE 10ChE BCEX BHJOB MOPOIIKOBBIX HHIAISATOPOB
BKJIIOYAeT B ce0sl JOCTAaTOYHOE KOJHYECTBO MAHHBIX i Vifro, B TOM 4YHCIE
OIKMCAHME XapaKTePUCTUKU JIEFOYHOI'O paclpeesieHus] JIeKapCTBEHHOIO
nmpemnapara B IpeferaX KIMHWUYECKM 3HAYMMBIX IepernajoB JAaBjieHUs U
OTrpaHUYEHUN BO3AYILHOTO MOTOKA.

29.Ecnu sl MccneayeMoro MOpPOLIKOBOIO HHralsSITOpa YCTAHOBJIEHA
BLICOKAsl ~ 3aBMCHMOCTH ~ OT  CKOpOCTH  mnotoka  (3¢p(heKTHBHOCTH

JICKAPCTBCHHOT'O IpEIapara B 3HAYUTEJILHOM CTEINEeHU 3aBUCHUT OT CKOpOCTH
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MOTOKa BO BpeMs HMCIOJIBL30BAaHMS), MHPU ITOM Ui pedepeHTHOro
JIEKapCTBEHHOIO Iperapara ycTaHOBJIEHA HU3Kasl 3aBUCUMOCTh OT CKOPOCTH
MOTOKAa (CKOPOCTh II0TOKA BO BPEMs HCIIOIB30BAHUS JIEKAPCTBEHHOIO
npernapara He OKasblBAE€T 3HAYUTEIBLHOTO BIUSHUS HA ero 3(M(eKTHBHOCTS),
TO B 00IIEH XapakTepuCTHKE JIEKAPCTBEHHOTO TIperaparta U HHCTPYKLIUH 10
MEIUIHUHCKOMY NpHMeHeHHI0 B pasnene «llokasaHusi K nmpuMeHEHHIO» B
KauecTBe 1EJIEBOM TIPYIILl  YKa3bIBAIOTCS TOJIBKO M3Y4eHHBIE TIPYIIIBI
MalMEHTOB. DKCTPAMOJISILUs Ha JIPYrue IPYINbl MAlMeHTOB, OTJWYHBIE OT
MCCIIEJOBAHHBIX TPYII MAIMEHTOB, HE HOMYCKAeTCs.

30. [l Bcex BHMJIOB MOPOIIKOBBIX HHTAISATOPOB JOJDKHA OBITH YETKO
OIpeselicHa I'pyIina MalMeHTOB, B OTHOIUEHHHM KOTOPOH TaKOW HHIaISTOD
MOET OBITh HCIOJB30BaH (TO €CTb TAIMEHThl, KOTOPbIE MOTYT
reHepUpOBaTh JOCTATOYHYI0 MUHUMAJBHYI MUKOBYIO CKOPOCTH BJjlOXa JJIs
NPUMEHEHH JIEKAPCTBEHHOI'O IIpenapara).

31.Wcnonb3oBanue Mpu NMPOBEACHHH KIMHUYECKUX WCCIENOBAaHUN B
KayeCcTBe  pe(epeHTHOro  JIEKAPCTBEHHOTO  Ipermapara  [OPOIIKOBBIX
MHTaJIAITOPOB /Il KOTOPKIX YCTAHOBJIEHA BBICOKASI 3aBUCUMOCTE OT CKOPOCTH
[I0OTOKAa, HE II03BOJISET | cienarb 0 pe3yibraTaM  KIMHHYECKOI'O
UCCIICJIOBAHMS  3aKJIKOYEHHE O  TEpaleBTUYECKOH  DKBHBAJICHTHOCTH
U3y4aeMbIX  JIEKAPCTBEHHLIX  NPENapartoB,  €CIH  XapaKTePUCTUKH
pacmpeieIeHlss ¥ CKOPOCTH IOTOKA IOPOILIKOBBIX MHTAISTOPOB HA BIOXE HE
CTaHAapTU3UPOBaHEL. 1105TOMY SKBUBaJIIEHTHOCTE TAKUX BHJIOB IOPOIIKOBLIX
MHTaJSITOPOB  YCTAHABJIMBACTCS 110 PSIAYy UHCOUPATOPHBIX MOKa3aTesei
(B TOM yYHclle MO 3aBUCHMOCTH TAIEHHs JABJIEHUS OT CKOPOCTH I10TOKA)
C yyacTHEM TpYIII MAlHEHTOB, KOTOPbIE yKa3aHbl B 00LIel XapakTepuCTHKe

JICKAPCTBEHHOTO IIpeliapara ajis peq)epeHTHOFO JIEKApCTBCHHOTO Mperapara.
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5. UccnenoBaHue HECKOJIBKUX 03
JIEKapCTBEHHOIO CPEJICTBA

32. JIuHEeHHOCTD 03Bl CIEAYET UCCIEe0BATE i1 Vitro ISl HCCIIEyEMOTO
U Ui pe(pepeHTHOro JIeKapCTBEHHBIX TMpernapaToB JUIs MHraJsLHi BO BCex
[IPEJIOKEHHBIX JO3UPOBKAX.

33.Ecin nuHEHHOCTh 03Bl IOATBEPKIEHA MTPU UCCIICIOBAHUY iM Vitro
pa3IMUHBIX 03 OJHOI'O H3BECTHOIO JECHCTBYKOIIEro BeEIIECTBa, TO
JIOCTATOYHO YCTAHOBUTH KJIIMHUYECKYIO TePareBTUUECKYI0 SKBUBAJIEHTHOCTD
TOJABKO ¢ | J103MpOBKOM 3TOro neicTBylomiero BemlecTBa. Kak mpasuiio,
LeJIeco00pa3Ho U3ydaTh CaMylo HU3KYIO JO3HPOBKY M3 UMEIOLIEHCs THHERKN
J103, 4TOOBI MMOBBICUTh YYyBCTBUTEIBHOCTL UCCIE0BaHus. Eciy TuHEeHHOCTD
BCEX MPEIJIOKEHHBIX 103 JIEKAPCTBEHHOIO CPEJACTBA YCTAHABJIMBAETCS IJIsi
TECTHPYEMOTO JIEKAPCTBEHHOI'O MIpenapara, HoO OTCYTCTBYET Y peepeHTHOro
JIEKApCTBEHHOI'O IIperapara, TO 3TU 2 JIEKAPCTBEHHBIX IMpernapaTta He MOTrYT
CUMTATLCS TepalleBTUYECKU SKBUBAJIEHTHBIMU. B aTOM citydae uccrenyempliii
JEKapCTBEHHBIN IIpernapar cjelyer MOAM(PHUIMPOBATE TaKUM 00pasom,
4TOOB! OH cOBIajal ¢ peepeHTHBIM JTeKapCTBEHHBIM IperapaToM ¢ TOYKH
3peHUs HEJIMHEHHOCTH 7103 (Toraa ero MOXHO OyJeT CyYdTaTh
TeparneBTUYECKU SKBUBAJIEHTHBIM ), WJIH TEPANEBTUYECKYIO0 SKBUBAJIEHTHOCTE
HCCIIEYEMOrO JIEKapCTBEHHOIO Ipenapara peepeHTHOMY JIeKapCTBEHHOMY
Ipernapary cjelyeT YCTAHOBUTb il Oojee ueM | JIO3BI HCCIIEoyeMOro
JIEKapCTBEHHOIO IIpenapara (B cilyyae HauxyJIIero CleHapus — JUIsl BCEX 103
UCCIIElyEMOT0O JIEKAPCTBEHHOTO TIpernapara B 3aBUCUMOCTH OT TOTO, Kakas
Jl03a HE COBINAJAeT B OTHOIUEHHUH JIMHEHHOCTH ¢ J030# pedepeHTHOTro
JIEKapCTBEHHOI'O IIpernapara).

Ecimu  paspabareiBaercst  JOMONHUTENbHAs 1032 JIEKAPCTBEHHOTO

nperapara, To Jist HEC CJICAYET IMOATBEPAHUTL TNMPHUEMIIEMOEC COOTHOILICHUE

«IIO0JIb3a — PUCKH».
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Beibop  pedepeHTHOro  JIEKapCTBEHHOrO  Iperapara  CIeayeT
obocHoBath. B KayecTBe pedepeHTHOro BBIOMpPAETCS OPUTHMHAIBHBIMN

JEKapCTBEHHBIN IIperapar (ec/id 3TOT Ipernapar UMeeTcsl B HAIMYHH ).

6. HoBrie MPpONMEJUICHTEI KU BCIIOMOT'aTCJIBHEIC BEIIIECTBA

34.Ecay BBOIUTCS HOBBIH MPOTE/UICHT, BCIIOMOTATEILHOE BEIIECTBO
WIM KOMOMHAIMSl BCIIOMOTaTeNIbHBIX BEIIECTB, TO B JIONOJHEHHE K
CTaHNapTHOW  TOKCHKOJIOIMYECKOM M JIOKJIMHMYECKOH  Tporpammam
MCCIICJIOBAHMM HM3y4YaeTcs MX BO3MOXKHOE BIHSHHE HAa KIMHUYECKYIO
5 heKTHBHOCTE U Oe30macHOCTh. MoryT OBITE HEOOXOMMMBI PACIIUPEHHBIE
JaHHble 0 OesomacHocTH. CreyeT OLEHUTh MECTHYIO IE€PEHOCHMMOCTh H
MCKaTh JIOKA3aTeJIbCTBA IIOBBIIICHHOW OpOHXMATBHOH pa3IpakUTENILHOCTH
WM TapafioKcajabHOro OpoHxocrnazMa. MoeT 1oHago0MThCs OLEeHKa
000ro BO3AEHCTBUS, KOTOPOE HOBBIM IMPOME/JIEHT MM BCIIOMOTATeIbHOE

BCICCTBO MOXKET OKAa3bIBATH HaA MYKOHI/IHI/IapHBIi/JI KIHUPEHC.

IV. ®apmaneBTHYECKHE CBOMCTBA JIEKAPCTBEHHBIX MPENapaToB Jis
UHTaIALHANA U HEOOXOAUMOCTD BBITIOJHEHMSI KITMHUUECKOI
IIPOTpaMMBI UCCIIEIOBAHUI

1. HoBoe jieiicTRyto11Ie€ BEIIECTBO

35.JlekapcTBeHHBIE IIpemapathl, cojepikaliie HOBOe AeHCTBYoLIee
BEIIECTBO, IIPOXOJAT IOJIHYK IPOrpaMMy pa3paboTKH HE3aBHCHMO OT THIIA

YCTPOHCTBA, IIOCPECTBOM KOTOPOI'O MHI'AJIMPYETCsl TO HOBOE JEUCTBYIOIIEE

BEIIECTBO.

2. M3BecTHOE AelicTBYIOIIEE BEIIECTBO

36.B paMKax  YCKOpEHHOM 3KCIEPTHU3HI IOATBEPHKIAETCSI

TEPpaAlCBTHYCCKAsl SKBHBAJICHTHOCTE BOCIHPOU3BEACHHBIX JICKAPCTBEHHBIX
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npenaparoB JJIsl HHralsLuil. B HEKOTOPBIX ciy4asx MCIOIB30BaHUE TOIBKO
CPaBHUTEIBHBIX HaHHBIX {71 Vilro, TIOJIyYEHHBIX C MOMOIIBIO CTAHJAPTHBIX
METOJOB  (HAalmpuMep,  MHOTOCTYINEHYaThlif  KacKaiHbIii  MMIAKTOP
(MMIIMHIKEP)), MOXKET CUMTAThCS [PHUEMIIEMBIM, €CJIH  JIEKApCTBEHHBIN
npenapar yAOBJETBOPAET CIEAYIOUIUM KpUTepusiM (10 CPaBHEHUIO ¢
pedepeHTHBIM JIeKapCTBEHHBIM MPerapaTom):

a) NeKapCTBEHHBIH IpenapaTr COAEPKHT TO K€ AKTHBHOE BEIeCTBO
(Ty *e comnb, 3hup, TUAPAT WK PACTBOP K T. 1.);

0)iexapcTBenHas (opMa HIEHTHYHA (HATPUMEP, HE AKTHBHPYEMBIil
AbIXaHUEM JO3UPYIOUMH HMHIaJsSTOp I10J JaBJICHHUEM, He aKTHBHPYEMBIH
ABIXQHUCM JIO3UPYIONIMI HHIaIATOp O€3 JlaBIeHHUs], MOPOIIKOBBIN MHTaJISATOD
UT. 1.);

B) JUIsl NEHCTBYIOLIEro BEHIECTBA B TBEPIOM COCTOSIHMU (IIOPOLIOK,
CYCNEH3Us) JOOble pasiuyus B KPHCTALIMYECKOH CTPYKType M (WIIH)
MOTUMOPGHOA GopMe HEe NOTKHBI BIMATL HA XapPAKTEPUCTHKU PACTBOPEHMUS
1 (QYHKIMOHAILHBIE XapaKTEPHCTHKU JIEKApPCTBEHHOTO TIperapara WiH
pacnpeneneHne a’po30JbHbIX YACTHII,

T) I0Oble Ka4yecTBEHHble M (WJIM) KOJMYECTBEHHBIE pPa3UyMs BO
BCIIOMOT'aTe/IbHBIX BEIIECTBAX HE JOJDKHBl BIMATH HA XapaKTEPHUCTHUKH
JIEKApCTBEHHOI'O  IIpenapara,  onpepesstomme  ero  3h(EeKTHBHOCTE
(HanmpuMep, OJHOPOJHOCTH JIOCTABICHHOW 1036 M Op.), CBOICTBa
a’9pO30JIbHBIX YaCTHUL (TUTPOCKONMYHOCTD, AMHAMHUKY M FT€OMETPHUIO CTPYH) U
(M) DOMKHBI OBITH CXOMHBIMH IO BO3AEHCTBHIO MHTASAIUM HA NAlMeHTa
(pactipejieieHne pa3Mepa YacTHL a’po30Jisi B POTOBOM 1oJ0ocTH (IJIOTKE W
rOpTaHu), BIHUSIOIIME Ha CyObeKTUBHBIE OLLYLUCHHs MNal[MeHTa B POTOBOI

MOJNIOCTH (ITIOTKE ¥ TOPTAHM), MM «OXJIaXJAOLIHT (ppeoHOBEIN» o peKT);
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J) TOOBIE KayeCTBEHHbIC M (MJIM) KOJMYECTBEHHBbIE pPA3IMYHS BO
BCIIOMOTATENIbHLIX — BEIECTBAX He MEHSIIOT npoduib  0e30macHocTr
JIEKapCTBEHHOTIO Ipernapara;

€) 00BeM HHIassIMK uepe3 JO3UPYIOIIee YCTPOMCTBO, MO3BOJISIOIINIL
JOCTaBUTh HEOOXONUMOE KOJIMYECTBO JEHCTBYIOILETO BELIECTBA B JIETKHE,
NOJUKEH OBITh CONOCTaBUMBIM C OOBEMOM HHIAJSILMU Yepes M03HpYIolee
YCTPOMCTBO NSl pe(epeHTHOro JIeKapCTBEHHOIo Ipemapara (OTAuude B
npenenax + 15 %);

’K) METOJIbI NIPUMEHEHHs] HHTAISIHOHHOIO JO3UPYIOIIEr0 YeTpoicTRa
C MENbI0 BHEICBOOOXKIAEHHS HEOOXOIMMOT0 KOJMYECTBA JEHCTBYIOILETO
BEII[ECTBA JIJIsl UCCIIENYEMOr0 U Pe(EPEHTHOrO JIEKAPCTBEHHBIX MPENapaToB
JIOJIKHBI OBITH CXOTHBIMH;

3) HHTAISIIMOHHOE YCTPOMCTBO JIOJUKHO OO0ECIIeYHBATh OMHAKOBOE
CONMPOTHUBIJIEHHE BO3AYLIHOMY NOTOKY (OTIHUKE B mpefeliax + 15 %);

1) KOJIMYECTBO JOCTABJIEHHON O3Bl JEHCTBYIOMIErO BEINECTBA HOJIKHO
OBITH OJJMHAKOBBLIM (OTIHYHKE B Tipeenax = 15 %).

37.Cnenyer olecrieunTh NOJYYEHHE TIIOJIHOTO O0ObeMa JNaHHBIX O
pacmpeliesleHdd 4acTul 110 pasMepy UL OTHENbHBIX CTyneHeH (KackajnoB)
BJIMIMPOBAHHBIM ~ METOAOM  C  IPUMEHEHHWEM  MHOTOCTYIIEHYATOrO
uMInakropa (umnumxkepa). Eciim He 000CHOBaHO HHOE, JOJKHBI OBLITH
MOJTy4eHBl CPaBHUTEINILHBIC JAHHBIE (M Vitro 3aBUCUMOCTH CKOPOCTH ITOTOKA
a’po30Jis OT OHMara3’oHa IOTOKOBBIX CKOpOCTeH. DTOT JHANa3oH CIEHyer
0DOCHOBAaTh II0 OTHOIIEHMIO K IIeNeBod rpymie manueHtos. Clreayer
MPOBECTH OLEHKY XapaKTepUCTHKU paclpefeseHusl MoKazaTesss CKOPOCTH
[IOTOKA a’po30Ji1 B JAHHOW rpyMnne MNarueHTOB (MHHMMAJIbHOE 3HAUYEHHE
(nampumep, 10-H mpOUEHTUIB), MeOWaHa M MAaKCHMAaJbHOE 3HAUYCHHE

(ranpumep, 90-i npoueHTHIB)).
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38.O¢dexTuBHOCT U 0e30MacHOCTb  JIEKAPCTBEHHOIO  CpeacTBa
3aBUCAT OT KOJIMYECTBA JCHCTBYIOIErO BEIIeCTBA, JOCTHIIIETO JETKUX, W
XapakTepa pacnpezaeienus. Kpome Toro, Ha 0€30MacHOCTb JIEKAPCTBEHHOT'O
cpelcTBa Takke OyoyT OKa3bIBaTh BIHSHHE CKOPOCTH M CTENEHbL CUCTEMHOM
abcopOuuKM M3 JKeIyHOUHO-KUIIEUHOro TpakTa (MporsoyeHHas (paxiis).
ITosToMy cpaBHeHME in Vifro BBINONHSETCS UL CTYICHEH HMIaKTopa
(MMIMHX)KEpa), KOTOpblE OTpa)KaloT MAaccy TOHKOJUCIEPCHBIX YacTHL[ W
BEPXHUX CTyIEeHeH uMIakropa (MMIMHMXKEpa), KOTOpPBIE CBSA3aHBI C
5] (EKTHBHOCTHIO U O€30MACHOCTBIO i1 Vivo IEKapCTBEHHOTO CpesicTBa (ecu
He 000CHOBAHO HHOE).

39.CpaBHeHue HcCClIeyeMOro ¥ pPe(epeHTHOro JIeKapCTBEHHOIO
MpernapaToB Jjisi MHTaIAIUA clefyeT MPOBOAUTE 110 CTYMEHSIM HMIaKTopa
(MMIUHIKEpA) WIM OOOCHOBaHHOU rpymne cryneHeil. OleHHBaIOTCS Kak
MUHUMYM 4 cTyneHn. OO0CHOBaHME CTPOUTCS HA MPEJIIoIaraeMbIX YPOBHSX
pacmpedelieHus — JEHCTByromiero  Bemectsa B Jerkux.  Cremyer
POTECTUPOBATh KaK MUHHUMYM 3 I0CJIE€0BATENbHbIE TPOOBI HCCIIeyeMOoro
JIEKapCTBEHHOIO IIpernapara U 3 mociefAoBaTelbHble TpoOBl pedepeHTHOTOo
JEKapCTBEHHOI0  Ipenapara. MakcuManbHO — JOMyCKaeMble — pas3iInums
HCCIIELYEMOro M pe)epeHTHOrO JeKapCTBEHHOTO MPEnapaToB MO CTYIEHIM
MMIIaKTOpa (MMIMHIKEPA) IIPU UCCIIEIOBAHUU M Vitro CIeNyeT yKa3aTh W
000CHOBaTh (CTaHTAPTHBIM YPOBHEM IPHEMJIEMOCTH pas3IHuYUil sBIsSETCS
+ 15 % paznuuus).

40. lng cTynmeHd MMIIAKTOpa WM 0OOCHOBAHHON TPYIINBI CTyIeHeR
paccunThiBaroTcss  90-NMpOLEHTHBIE  OBEPUTEJbHBIC  WHTEPBAIBl IS
HaOJIOTaeMBIX (7 Vilro pa3THIH.

41. 3akmoueHne 06 SKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX NIPENapaToB JUIs
WHTJISIUUKA 110 pe3yJIbTaTaM MCCIIeJOBaHUIi MPUHUMAETCs TOJBKO B ClIydae,

CCJIM 5TH PC3YJIbTATBI HC BBIXOAAT 3a I'paHUIbI MaKCUMaJIbHO OOMYCTHMBIX
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pasiIinyMii, KOTOpbIE YyKa3aHbl MU OOOCHOBAaHBI B 3apaHee YTBEPIKIECHHOM
[POTOKOJIE HccnenoBanus. Ecim uccnenyeMplil neKapcTBEeHHBIH mpenapar
JUIsl MHTaJLMA HEe OTBEeYaeT BCEM YKa3aHHBIM B HACTOSIIEM pasJiese
KPUTEPUSIM  OKBUBAJIEHTHOCTH  in  Vitro,  JUlsi  TOJATBEpKJIECHHS

SKBHUBAJICHTHOCTU MPOBOAATCA UCCIIENOBAHUS B YCIIOBUAX In vivo.

V. Kiinaundeckasi pazpadbotka
JIEKAPCTBEHHBIX [IPENapaToB JUIsl UHTATSLNAN

1. Jlerounoe pacrpejesyieHue

42.VccnenoBanusl JIETOYHOTO paclpelielieHus] H3Y4YarT CTENeHb MU
XapakTep pacrpeiesieHus] HHIaJIMPOBAHHOTO ACHCTBYIOIIETO BEIECTBRA.

43.BciomoratenbHble  BEIECTBA, YCTPOWCTBA WIJIM  pasjd4HbIE
XapaKTEPUCTUKU a3pO30Jisl JIEKAPCTBEHHBIX TMPENapaToB Jiss HHTASLIMH
MOTYT OKa3blBaTh 3HAUUTEJIBHOE BJMSHUE Ha JIETOYHOE pacrpe/eeHue,
3QpexTUBHOCT U  0€30MacHOCTh JIEKAPCTBEHHbLIX  IpernaparoB  JUis
UHrayssuuii. B cioydae ecim  He  MOATBEpXkKAEHA  DKBHBAJICHTHOCTH
MCCIIENlyEMOTO JIEKapCTBEHHOTO IIperapara peepeHTHOMY JIeKapCTBEHHOMY
npenapary Uil WHTAJSIOAM Ha OCHOBAHWM [JAHHBIX M Vitro, OIHHUM U3
croco00B MOATBEPIKACHUS €ro SKBUBAIIEHTHOU 3()(heKTUBHOCTH MOXKET ObIThH
CpaBHEHHE JIETOYHOTO pacripe/ieNieHusl.

44.ViccnenoBaHusi JIETOYHOTO pachpe/iesieHus MPOBOASTCS B BHJE
JIBOMHBIX  CJEMNBIX MEPeKPECTHBIX HCCIEAOBAaHUH C  HCMIOIB30BAHHEM
KJIMHWYECKH 3HAYMMOMN [03BI JIEKAPCTBEHHOI'O Npernapara Jijis WHIaIsIuii,
KOTOpast OUpeessieTcss Ha OCHOBE JAHHBIX ik Vitro. ITH MCCICHOBaHUS
MPOBOJATCS B 11€JICBOM I'PyIITe MalueHTORB.

45.Jlerounoe pacnpeneneHre MOXKET OBITH HMCCIEIOBAHO IyTeM

MMpOBEJAEHH A CbapMElKOKHHeTH‘IeCKHX HITH BU3YyaIU3allHOHHBIX

HUCCJIeIOBAHUM.
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46.HecmoTpss Ha TO, YTO IpU MPOBEAEHUH (DapMaKOKHHETHYECKUX
MCCIIEIOBAHUI  MOJy4arOT  KOCBEHHBIE  JIaHHBIE O  PacIpelesieHuH
JIEKApCTBEHHOrO  Ipenapara Uil HWHTAIAUMd  MyTeM  aHajius3a  ero
KOHLIEHTPALlMM B IIJIa3Me€ KpPOBH MJIM MoOue, TaKMe HCCIeN0BaHusl Oolee
OPEANOYTUTENBHBI, B  CBA3M € TeM, 4YTO  (apMaKOKHHETHYECKHE
UCCIIeJOBaHUSI:

a) TPOCTHI B BLITIOJIHEHUH;

0)OezonacHbl  (BBUAY ~ OTCYTCTBHS  OOJIydeHHSI  CyOBEKTORB
MCCIIeIOBAHMUS);

B) IIO3BOJISIOT M30€KaTh PUCKAa M3MEHEHMs COCTaBa M JIEKAPCTBEHHOMN
(opMBI JIEKapCTBEHHOI'O IIpernapara B Mpollecce HAHECEHHS PaJuOaKTUBHOM
METKH;

I') HO3BOJISIIOT JIETKO TMOATBEPIUTH HAWYKME JIMHEHHON 3aBHCHMOCTH
«1103a — OTBETY.

47. DapMakOKMHETHYECKHE  HCCIEJOBAHUS  OIEHMBAIOT  oOliee
CHCTEMHOE BO3JCHCTBHE JEKapCTBEHHOrO Iperapara Juisi WHTAISAIHA (1is
OLIEHKM  0€30macHOCTM  3TOro  Ipernapara), mnpu 3ToM  abcopOuus
JIEACTBYIOLIETO BELIECTBA B JIETKUX (U1l OLIEHKH JIETOUHOT'O pacipeieieHus
1 5 (QEKTUBHOCTH) JOJDKHA OBITH OTJEieHa OT abcopOiuK JeiHCTBYIOIEro
BEIIECTBA B JKEIYJIOYHO-KUIIEYHOM  TpakTe. PapMakOKMHETHYECKHE
MCCIICIOBAHUST MOTYT YYMTBIBAThL JEHCTBYIOIIEE BEIIECTBO, BEIIEISEMOE
MyTeM MYKOLMIIHAPHOTO KIMPEHCa.

48.Cpean  HenmocTtaTKoB  (DapMaKOKMHETHUYECKHMX — HMCCIIELOBAHUI
HEO0XOIMMO OTMETHUTH:

HEBO3MOKHOCTb  JU(P(OEPEHLUPOBAHHOIO U3YUYEHHUST paclpene/icHHs
JEHCTBYIOILIErO BEIECTBA B PA3IMYHBIX 30HAX JIETKUX TOCIE MHT AN,

HEBO3MOXXHOCTh ~OLEHUTb B OTACJBHBIX CJAyYasX IIJIa3MEHHBIE

(MOueBBbI€) KOHIIEHTPAIHH JIeHCTBYIOILIETO BEIECTBRA,
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BBICOKYIO BapraOelbHOCTh Pe3yJbTaTOB B Clydyae €C/IH IJIa3MEHHBIE
(MoueBble) KOHLEHTpAaUWW JeHCTBYIONIETO BEIIECTBA HAXOAATCS BONIU3N
HUDKHETO Ipe/esia UX KOJUYECTBEHHOTO OTpe e/ ICHHSI.

49.B HeKxoTOpBIX ClydyasiX 3KBUBAJICHTHOE JIEFOYHOE pacIpejiesicHue,
MOATBEPKACHHOE (hapMAKOKMHETUYECKHMU HCCIIEHOBAHUSAMU U NaHHBIMH O
OesomacHOCTH  JIeMCTBYIOIIEro  BeliecTBa  (HAalpUMeEpP,  Pe3yJIbTaThl
(papMaKOKHHETHIECKOTO MCCIIe/IOBAHMS B pamkax U3YUYEHUS
(papmakosioruueckoil 6€30MacHOCTH), MOKET paccCMaTPHBATLCS B KadyecTBe
JOCTATOYHOTO 000CHOBaHUSI TeparneBTUYeCKOon SKBUBAJIEHTHOCTH
JICKApCTBEHHBIX MpenaparoB Uil HHTAIALUA (eclid  3TO  OIpaBIaHo).
TepanesTrueckas 3KBUBaJIEHTHOCTE J0KA3bIBACTCS C MOMOIIBIO IIPOBENECHUS
COOTBETCTBYIOIIMX  (apMakoJWHAMHUYECKUX W (MIH)  KIMHUYECKUX
HUCCIIeTOBaAHUM.

50. DKBMBAJIEHTHOE JIETOYHOE paclpeleNeHne, YCTAaHOBIEHHOE IIyTeM
MPOBEIEHUS BU3YaJIN3aLlMOHHBIX UCCIIEOBAHUM, MOKET paccMaTpUBaTLCS B
KauecTBE  IOATBEPIXKAAOLIUX  JAHHBIX  HEOOXOOUMEIX  JJId  OLIEHKH
TEPAeBTHYECKON SKBUBAJICHTHOCTH B paMKax H3ydeHUs: >PQPeKTHUBHOCTH
JIEKapCTBEHHBIX MPEIapaToB.

51.B cinyuae eciam DKBHUBAJCHTHOE JIETOUHOE  PaCIpeeicHue
MOATBEPIKIECHO IPU IIPOBEACHUM BU3YAIM3AIMOHHBIX HCCICAOBAHUMN, IS
OLIEHKHU TeparneBTUYeCKOU s heKTHBHOCTH ciesyer IIPOBECTH
COOTBETCTBYIOIIHE (apMakOKMHETHYECKHE UCCIIeI0OBaHUS WITH
COOTBETCTBYIOIINE KIMHUYECKHE UCCIICTOBAHUS.

52.B cnyvae ecnm Uil OLGHKH TepaneBTHYECKOH 3(P(PEKTHBHOCTH
B3aMeH (papMakOKHHETHIECKHX MCCIIEIOBAHU IIPOBOISITCS
BU3yaJIM3al[UOHHbBIE MUCCIIEOBAHUS, TO 3asBUTENIO clielyeT 00OCHOBATH

[IPOBEJIEHUE ITUX UCCIIEOBAHUM.
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53.Y B3pOCIBIX IIPOBEACHNUE UCCIIEJOBAHNS JIETOUHOTO PACIIpe/IeeHHMs
(110 BO3MOXKHOCTH) M UCCIIEIOBAHUSI in Vifro XapaKTePUCTUK JEHCTBYIOIETO
BEIIECTBA,  CPAaBHUBAIOLIME  HOBBIM  JIEKAPCTBEHHBIH  mpemapar ¢
pe(epeHTHBIM  JIEKapCTBEHHBIM  TPENapaToM, CJEAyeT OLIEHUTH  JI0
IPOBEEHHUS TepareBTUYECKUX HCCIIeIOBAaHUI SKBUBAJIEHTHOCTH
JICKapCTBEHHOIO Nperapara JJisi MHTaJsauui.

54.1lpoBenenue nccieI0BaHMsl JIETOUYHOTO pacrpe/ieeHus y jeTeil He
npuemnemMo. @apMakOKUHETHYECKHE MCCIIeIOBAHMS TIPOBOUMEIE B KAYECTBE
CYppOraTHON 3aMeHbl KIMHMYECKHUX HccleqoBaHui >)(OeKTUBHOCTH JIUIIEL
KOCBEHHO XapaKTepHu3yIOT 3((eKTUBHOCTH JIEKAPCTBEHHOIO Ipernapara JIjis
UHTaJIALMH, OHU YBEJMUMBAIOT (PapMaKOJIOTHYECKYIO HArPY3Ky Ha OpraHu3M
pebeHka W HE  HMEIOT  JOCTATOYHBIX  TIPEUMYINECTB  IEpef
(papMakogMHaMUYecKUMU W (WIM) KIMHHYECKHMH HCCIENOBAHUSAMH IO
OIIEHKE TepareBTUYECKOM HKBUBAJIEHTHOCTH. Busyanuzanunonnsie

HCCJICAJOBaHUA C YYaCTHEM JIETEN TaK)Ke He IMPpOBOIATCH.

dapmakOKMHETHUECKHE UCCIIeIOBAHUS

55. ®apMaKOKMHETUYECKOE HCCIEeOBAaHUE, IpelHa3HAUCHHOE JIJis
OLIEHKH JIETOYHOI'O PpacIpelesIeHus, I03BOJISIeT WCKIIOUUTD TOTJIOMEHIE
JEWCTBYIOMIETO BEIUECTBA M3 JKEJIyJOYHO-KUIIEYHOrO TpakTa (Hampumep,
0Ji0Kaa aKTUBUPOBAHHBIM YTJIEM).

56. ®apMaKOKHHETHYECKOE MCCIeIOBAaHUE MOYKET OBITH MCIIOJIL30BAHO
HE TOJILKO JIISl OMNpEeJIeNeHus] JIETOYHOI'O0 paclpelelieHus, HO TaKxKe s
MCCENOBAaHM  CHCTEMHOH  0Oe30MacHOCTH  JICHCTBYIOIIErO  BELIECTBA
JIEKapCTBEHHOTO IIpenapara i WHransauuid. Ilpw u3yueHuw cucreMHOM
0€301aCHOCTH  CIelyeT M3MepATh OOIIYI0 CUCTEeMHYH) 3KCIIO3HIIMIO
JOEMCTBYIOIIEIO BEIIECTBA Y LIEJIEBOW TPYIIBI NAIUEHTOB, B CBSA3U C YeM

HCCIIENOBaHUE IMPpeAyCMAaTPUBACT OIPCACICHHUE KOJIHYCCTBA ,[LefICTBy}OHleFO
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BEIIECTBA JIEKAPCTBEHHOI'O Iipernapara, abCOpOMpPOBAHHOIO M3 JIEMKUX H
KNy I0UHO-KUIIIEYHOT0 TPaKTa.

57. s BewecTB ¢ HE3HAYMTENIbHOM  JKeNyJOYHO-KHUIIEeYHOH
abcopbOrmeil  siisiercss  JAOMYCTUMBIM,  4YTO  (hapMaKOKMHETHUYECKOE
YCCIIEIOBAHME, NIPEeJHA3HAUEHHOE JJIsS U3YUYEeHMUsI JIETrOUHOTO paclpeie/icHus,
MO>KET OBITh JOCTATOYHBIM /ISl OIIEHKH TepaneBTHUECKONW SKBUBAJIEHTHOCTH.

58. Jlnst oLleHKH OMOAKBUBAIEHTHOCTH HCCIIEAYEMOIO M pe(epeHTHOrOo
JIeKapCTBEHHOIO Mperapara AJisi MHTJISUN Clie/lyeT CPaBHUTh:

a) MaKCUMaJIbHYIO TUIa3MEeHHYH0 KOHIEHTPAUIO (Cmax);

0) wromans noa papmaxoknHerndyeckon kpupoit (AUC);

B) BpeMsl TOCTHIKEHHSI MaKCUMabHON KOHIEHTPAlUU (Tmax).

59.DOKBUBaNEHTHOE JIETOYHOE paclpejielieHHe | HKBHBaJICHTHAs
cucTeMHasi 0€30MacHOCTh 2 JIEKAPCTBEHHBIX MpPENapaToB JUIs HHIAJSUH
MOATBEPXKAAIOT B ciIydae, eciid 90-npoLeHTHBIN N0BEPUTEIBHBIA HHTEPBAJI
VISl KOKOOro Iapamerpa HaxoJIuTcs B mpenaenax amamazona ot 0,8000 mo
1,2500. B HexkoTOphIX cioydasx, HallpuMep, Ui aKTUBHBIX BEIIECTB ¢ Y3KUM
TEPANEBTUYECKUM OKHOM, 90-IIpOLICHTHBII JOBEpUTENIbHBIA HHTEPBAJl MOXKET
notpeboBaTh OoJjiee JKECTKMX OTPaHUYCHHMM TIPH OLEHKE CHCTEMHOM
OezomacHoct.  Jlmst  JleKapCTBEHHBIX  IIPENApaToB C  BBICOKOW
BapuabenbHOCTBI0 JOMYCTUMO paCIIMPEHUE MPUEMIIEMOTO JMara3oHa Jis
Cmax oT 0,7500 mo 1,3300.

60.Ecan apMakoKuHEeTHYEeCKHEe MCCIEIOBAHUS TPOBOMSITCS Y JETEH,
TO [JJs OLIEHKHM CHCTEMHOH 0e30MacHOCTH ACHCTBYIOIIEro BellecTBa
JICKapCTBEHHOIO Iperapara Juisi MHTaISIUN KOHIEHTPAIUIO JIeHCTBYIOIIErO

BECIIECTBA UBMEPSIIOT B INIA3ME KPOBH.
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BH3yan1/13 AITHOHHBIC HCCIICAOBaHUA

61.KonuuecTBeHHOE  OmpejeieHHE  JIETOYHOTO  pacmpeneleHus
2 IeKapCTBEHHBIX MPEenaparoB Ui MHIAISILKANA B Pa3IMYHBIX 30HAX JIETKUX
MOXET OBITh OCYILECTBIEHO IyTeM W3MEpPEHUs] PaJUOaKTHBHOCTH B
pa3IMYHBIX CEerMeHTax JIeTKHX. Moryr ObITh HMCHONB30BAHLI JIByMEpHbIE
cUMHTUTrpapuyeckne MeToAbl. M3mepsitoT oOliee jeroyHoe pacrpeieieHue
JIEKApCTBEHHOr0 IIpernapara, U yAeJIbHOE paclipelielieHue B IEHTPaIbHOM,
cpelHEel M nepudepuveckoil 30He JIETKWX, a TakkKe B POTOIJIOTKE,
MYHIIITYKe, akKTyarope (IIyCKOBOM MeXaHus3Me) U (uiIbTpe BBIJOXA.
ODKBUBAJIEHTHOE JIETOYHOE paclpejie/ieHHe 2 JIeKapCTBEHHBIX IperapaTosn
ISl MHTAJISIIAA MOXKET OBITh IOJTBEPIKAEHO, B ciyuae eciu 90-IpoLeHTHbIH
JOBEPUTEJILHBIM MHTEPBAI PaJMOAKTHBHOCTH B KaXKI0H 00J1aCTH JIETKHUX
HaxonuTest B npepenax juanazona ot 0,8000 mo 1,2500. JlomxHO OBITH
rapaHTUPOBAaHO, YTO PaJMOU30TOIHAS METKa JIEKAPCTBEHHBIX IIperapaTos
JUIS MHTaISIIUA OKa3bIBaeT HE3HAUMTENIbHOE BIIMSIHME HA XapaKTePUCTHKU

paclipeacICHHUA IleﬁCTBYIOHIeFO BE€IICCTBA B TKAHAX JICT'KHX.

2. ®apmMakorHAMUYECKHEe UCCIIEIOBAHMUS
JIEKAPCTBEHHBIX MPENAapaToB JJIsI MHT AN

OO1ue BONpockl MOATBEPIKICHUS TepareBTHYECKO
SKBHUBAJIEHTHOCTH
62. TeparnepTuyeckas SKBUBAJICHTHOCTb onpeieNsieTcs KakK
SKBMBAJIEHTHAsA 3((PEKTUBHOCTL M 0O€30MaCHOCTh HOBOTO JIEKAPCTBEHHOT'O
npemnapara JUis  MHrajdsluui, 3asBJIIEHHOTO Ha PEruCTpaluio, TPH  €ro
CPaBHEHHMM  C  COOTBETCTBYIOIIUM  pe(epeHTHBIM  JIeKApPCTBEHHBLIM
npenaparoM UL HHTasAui. B ciydae  ecnM  9KBHUBAIEHTHOCTH
MCCIIEJlyeMOr0 JIEKapCTBEHHOI'O Ipenapara He YJJIOCh YCTaHOBHUTL B

MCCIENOBAHUAX [/ Vilro B COOTBETCTBUU C KPHUTEPUSIMH, YKa3aHHBIMU
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B nogpasnaene 2 pasgena IV Hactosiero PykoBoJcTBa, U 9KBHBAJIEHTHOCTD
OJIHO3HAYHO HE YCTAHOBJIEHA B UCCIIEIOBAHUX JIETOYHOTO pacnpe/eieHus |
OLEHKH CUCTEMHOH Oe30MmacHOCTH, OMHMCAaHHBIX B mojpazjerne | pasmena V
HacTosIero PykoBoIcTBa, TO TepaneBTHYECKY) SKBUBAJIEHTHOCTH CIIEIyeT
IOATBEPAUTE CPaBHEHHEM MCCIENYEMOIo JIEKapCTBEHHOIO Iiperaparta is
MHTAJSIUNA ¢ pe(pepeHTHBIM JIEKAPCTBEHHBIM IPenapaTtoM JUIsl HHTAISLUNA B
paMKax TIPOBEJCHMS KJIMHUYECKOIO WCCIENOBaHMS, [U3allH KOTOPOTO
CTATUCTUYECKHU BaJIUUPOBAH.

63.1lpu  wmcnonmp30BaHMM  PA3IUYHBIX  CIIOCOOOB  HHTaJIALMH,
NPUMEHMMBIX IS Pa3jUYHBIX HHTAISLIUOHHBIX YCTPOMCTB, TPHU OLEHKE
TepaneBTHUECKON S3KBUBAJIEHTHOCTH PEKOMEH0BAHO, YTOOBI HCCIIeayeMBIN 1
pe(epeHTHBIH JIeKapCTBEHHbIE MPENnapaThl JJIS HHIALSIIUAN HHTaTHpPOBAJIKCEH
C TPUMEHEHHEM OJMHAKOBBIX MHTAISLUOHHBIX YCTPOUCTB (Hanpumep,
UCCIIelyeMblid U pe(epeHTHbIN JIeKapCTBEHHBIE IperapaThl JJIsi WHIAJISIIHMA
BBOJTCS C TIOMOIIBIO HE aKTHUBUPYEMOrO JAbIXaHUEM JIO3MPYIOIIETO
UHTJIATOPA [10]] JaBIE€HUEM WM MOPOIIKOBOTO HHTAISTOPA).

64.B cnywyae ecnu TmpoBeleHHE KIMHUYECKUX — HMCCIIe0BaHUI
HEOO0X0MMO, U pe(epeHTHBIN JeKapCTBEHHBIH MNpernapar s WHTassmui
UMEEeT 3aperucTpUPOBAHHOE I[IOKa3aHWe, KOTOpOoe BKIHOYAeT B ceds Kak
OpOHXHAIIbHYIO acTMy, TaK M XPOHHUYECKYIO OOCTPYKTHBHYIO OOJIE3Hb
JIETKUX, IIPOBEJEHUE HCCIECOBAHUNA TeparneBTUYECKON SKBHUBAJIEHTHOCTU
MOXKET TOTpeOOBaThCs TOJBKO Ha OMHOM TpyIIle ITalmueHToOB. Takue
UCCIIeIOBaHNs, KaK IIPaBWIO, Jierde IPOBOAMUTL Yy IALKUEHTOB OOJIBHBIX
OpoHxManpHOW acTMOH. B ciywyae eciam ycTaHOBIEHa TepaleBTHYECKAs
OKBMBAJICHTHOCTh ~ BOCIIPOM3BE/IEHHOTO  JIEKAPCTBEHHOI'0  Mpenapara
pedepeHTHOMY JIeKapCTBEHHOMY TIpemnapaTy IJIsi UHTraJsuuid (B OTHOIIEHUH
ero 3(QeKTHBHOCTH M 0e30MacHOCTH) MO | KIWHUYECKOMY I10KA3aHUIO

(OpoHxManbHON acTMe), TO IUIsl SKCTPAIOJISLHUN OTHX Pe3yJbTaTOB Ha BCe
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MOKa3aHMusA K IPHUMEHEHHIO pe(epeHTHOro JIEeKapCTBEHHOIo Ipernapara u
IIPMMEHEHHs] BOCIIPOU3BEAEHHOI0 JIEKAPCTBEHHOTO TIpenapaTta y BeeX TPyIin
MAllUEHTOB CJIeAyeT IPeACTaBUTh CPAaBHUTEJbHBIC JAHHBIE MCCIIEIOBAHUMN
in vitro, TNOATBEPXKJAIOUIME COMOCTABUMOE pacrpesiefieHHe YacTUL[ T10
pasmepy (moxapazmen 2 pasnena [V nacrosiero PykoBocTBa) B auanasone
CKOPOCTEH II0TOKa M IHepenaja JABIGHUsS [JIS  HCCICIYyeMOro M

peepeHTHOro IeKapCTBEHHBIX MIPENapaToB JIJIsi MHIAJISILMI.

[IpoBeeHre KIMHUYECKUX MCClIeJOBAaHHUH ¢ ydacTheM
MalMEeHTOB OOJILHBIX OPOHXHAIEHON acTMOI

65./Ba Ttuna QapMakoJUHAMHYECKHX HCCIEIOBAHHI O0OeCrneynBaroT
MOJyYeHUEe MpPUEMIIEMBIX IS  OLEHKH Pe3yJIbTaTOB  HCCIEIOBAHHS
SKBUBAJIEHTHOCTHU: HCCIENOBaHUsS OpoHxoaunaranuu (OlEeHKa YIydIleHus
(YyHKUMM JIBIXaTeJIbHBIX IyTel) U OpOHXOMPOTEKTHUBHBIE HCCIIENOBAHUSA
(MccrenoBaHMe  BIMSHHS ~ JACHCTBYIOIErO  BEIIECTBA  JIEKAPCTBEHHOTO
mpenapara Il MHTSOUA  Ha UOEppeakTHBHOCTL  OpoHxoB). s
BBIIOJIHEHUST  TpeOoBaHUM, NPEIBSBISIEMBIX K CPaBHUTEILHOU
5(QPEKTUBHOCTH, MOKHO IPOBECTH HCCIEIOBAHHE OpPOHXOIM/IATALIMU WIIU
OpOHXONpPOTEKTUBHOE MCCIEeOBaHME WM 00a uccliienoBanus. HeszaBucumo
OT €ro TWIA, UCCIENOBAHUE CIENyeT MPOBOAWTH C YYACTHEM IAI[MEHTOB
OOJIbHBIX OpPOHXMAIILHOH acTMOM, Yy KOTOpPBIX COXpaHeHa O0OpaTHMOCTh
(YHKLIMHU IbIXaTeIbHBIX MTyTeH.

66.Y B3pociblx 00paTUMOCTh  (DYHKIMM JBIXQTENbHBIX IyTel
ouenuBaercss u3MepenueM O®B; ¢ TNOATBepXKICHHEM  YBEJMUYEHHUS
(ynyumenusi) OOB; wa >12% wu >200 mn uepe3 15 muHyT mocie

UHTQISIUE  COOTBETCTBYIOIIEr0  KOPOTKOAEUCTBYIOIEro  [r-aroHucra
(SABA).
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07.Y pereii B Bo3pacTe 6 JeT M cTapuie OOpaTUMOCTH (PYHKLHUH
HObIXaTCIIbHBIX — MyTel  olleHuMBaeTcs nyrem  usMmepeHus ODPB; ¢
noarsepxaeHuem yinydmenus O®PB; na > 12 % uepes 15 Munyr nocie
WHTJIAIUU COOTBETCTBYIOLIETO KOPOTKOACHCTBYIOMIETO B2-arOHMCTA.

68.Y nmereit B Bo3pacTe 5 JeT W MIAJALIE CIIUPOMETPUSI MOKET OBIThH
BBIIIOJIHEHA, TIPH YCJIOBHMHM, YTO peOEHOK cTapile 3 JeT, OJHAKO, Jy4IIMMH
MOKa3aTeNIMU  JIJIL  KOHTPOJs (papMakOIMHAMUYECKUX IoKasaTeneil (Imo
cpaBHenuro ¢ O®B;) ssnserca nokaszatens O@Bos wim ODBoys (wis
obocHoBaHus nmpuMeHeHHs mokazareneii OD®Bos wim ODBo7s i Kaxmoit
BO3PACTHOM IPYTIIIBI CIELYET IIPUBECTH 0030p HAYUYHBIX JAHHBIX, OCOOEHHO O
BBIOOpDE KpUTEPHEB MPUEMIIEMOCTH Ui HCCIEAYEMBIX II0Ka3aTeneil,
cocobax  perucTpallMd STHX TOKazareinell ¥ BOCIPOW3BOJUMOCTH
pe3ysbTaroB). Jluarnocruka OpOHXWANBHOM acTMbBl y JeTeill Miajaiei
BO3PACTHOM TI'PYIIIbl 3aTPY/IHEHA M OCHOBBLIBAETCS HA KIIHHUYECKOH OLICHKE
CUMIITOMOB UM JaHHBIX (QpU3UKaIBbHOrO ocMmotpa. [IpoBoauMoe KIMHHYECKOe
UCCIIEIOBAHKE JOJDKHO 00JiafaTh JOCTATOYHON YYBCTBUTEILHOCTEIO, UTOOB
MO3BOJIMTH  OOHAPYXWTh KIMHHYECKH 3HAYUMBIC DPA3IMUMS  MEXKIY 2
CPaBHMBAEMBIMH JIEKAPCTBEHHBIMH Ipenaparamu. [loatomy, B ucclieqoBanme
CJIelyeT BKJIIOUHTEL IaLUEHTOB, Y KOTOPBIX MOKHO 3aperucTpupoBaTh
KIIMHUYECKH 3HAYUMBIH OTBET Ha JICUCHHE.

69. OTHOCUTENBbHAsT AKTUBHOCTB, OIlpeje/seMas KakK OTHOLLIECHHE
AKTUBHOCTH MCCJIElyEMOr0 JIEKApCTBEHHOI'O IIpernapara JUisl MHCaNISIuil
K aKTHBHOCTH pPe(EepeHTHOro JIEKapCTBEHHOI'O Mpenaparta s HHIANALui,
SIBJISIETCSL ONHHM M3 CIOCOOOB IMOJYYEHHS WTOTOBOM OLIGHKH KPHUBBIX
3aBHCHMOCTH  «J103a — OTBET» JUISI MCCIENyeMOoro M pedepeHTHOro
JIEKApPCTBEHHBIX MPENAPATOB I WHTAJISLINH.

70. Taxke MoxeT OBITH MCIOJIL30BAH IIOJAXOJ, CBSI3aHHBIA C

IOATBCPIXK/ACHUEM 3KBUBAJICHTHOCTH, KaK MUHHUMYM J1J151 2 J03 KaxJ10ro M3
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CPaBHMBAeMBIX  JIEKAPCTBEHHBIX  MpernapaTroB IS  HHTAISIUE 110
(papMakoIMHAMUYECKON KOHEUHOH TOYKE.

71. g KaXaoro W3 MNOJAXOAOB, YKa3aHHBIX B IyHKTax 69-70
Hacrosmero PyKoBoAcTBa MHHHUMANIBHBIM YCJIOBUEM SIBISIETCSI HaJMUHE y
MCCIE0BaHUsl HEOOXOJUMOW aHAIUTHYECKOH YYBCTBHTEILHOCTH. JIns
JI0Ka3aTebeTBa aHAIIMTHYECKON YyBCTBUTEIBHOCTH UCCIIEJIOBAHMSI CIIELYET
M3Y4YHMTh 110 KpaiiHel Mepe 2 HeHyJeBble J03bl JIeKapCTBEHHOIO Mperapara
JUIsL MHTAIIAIUA U TIOATBEPUTH, YTO BEJIMYMHA OTBETA HA OOJIBIINKA YPOBEHD
J03bI IPEBOCXOAUT BEJIMYMHY OTBETA HAa MEHBIIUN ypoBeHb J103k1. Ilpu sTOM
ClIelyeT HM3yuyuTh Oonee 1 J03bl uccimenyeMoro - pedepeHTHOro
JIEKapCTBEHHBIX [PENapaTtoB sl WHTASIWNA, eciid He OOOCHOBaH HWHO
MOJIXOI.

72.Crnenyer HM3y4uTb JI03bl HMCCIEAYeMOro M pedepeHTHOro
JIEKapCTBEHHBIX IpernapaToB Ui WUHTalsIMi Ha KPYTOM Y4YacTKe KpPUBOM
3aBHCHMOCTH «Jl03a — OTBeT». Ecnu BbIOpaHa CIMIIKOM HHU3Kas 103a
MCCIIElyEMOT0 U pe(ePEeHTHOrO JIEKAPCTBEHHBIX MPenapaToB ISl MHI TSN
Ha KPHBOM  3aBUCHMMOCTH  «J103a — OTBE€T» TO [MOATBEPKICHHE
SKBHUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB He SBISICTCS YOeUTEIbHEIM,
MOCKOJIbKY 3Ta J103a MOXKET OBITb CcyOTepaneBTH4eckoi. Ecimu 1mpwu
NPOBEJEHUM HCCIIeI0BaHMs BbIOpaHa Jl03a B BepXHEW YacTH KpPHBOM
3aBUCHMOCTH «[03a — OTBET», TO TOJY4YEHHBIE IUISI Hee 3 deKTsl OymyT
HabIIOAATECs TakKe W IIPU MCIOJIb30BaHUM 0OoJiee BBICOKHMX [103, MMOITOMY
YCTaHOBHUTL — DPa3jidyde MEXAY TaKUMH [03aMH HE TIOJNYyYHUTCS H
IPOJEMOHCTPUPOBAHHAS YKBUBAJIEHTHOCTE JIEKAPCTBEHHBIX MPEnapaToB Jijist
MHTJSIIUH B TaKOH [103€ TaKke He Oy/1eT JOCTOBEPHOM.

3. DKBHUBAJICHTHOCTHh 0€30MacCHOCTH UCCIEAyeMOro U pedepeHTHOro
JIEKapCTBEHHBIX IIPENapartoB JUid MHTAIALUANR  CIeAyeT TOJTBEPAUTH,

IOoCpCaACTBOM H3Yy4YCHUA SKBUBAJICHTHOCTH Ha OCHOBaHHUH
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(papMaKOKMHETHYECKUX JaHHBIX, COOTBETCTBYIOLIUX CEPJIEUHO-COCYIUCTBIX,
OMOXMMUYECKUX U (PU3NOJIOTHUECKUX IMapamMeTpoB OpraHu3Ma rmarueHTa, a
TaK>K€ MOHUTOPUHIA HEXKEATEIbHBIX SBJICHUH.

74.1lpu  omeHke  Oe30mMacHOCTH  JNEHCTBYIOIIETO  BEIECTBA
JIEKapCTBEHHOIO npenapara TULS MHTJISILAN C IIOMOIIBIO
(papMakoJUHAMUYECKUX  [ApaMeTpOB  Mal[HeHTaM  CJIEeAYeT  BBOJMTH
MaKCHMaJIbHYIO PEKOMEHIYEMYI0 03y JIEKapCTBEHHOrO Iperapara Jisl
HHransuuid. Bmecrte ¢ TeM oOmeHKY ©0€30IaCHOCTH  TakKe  Cleayer
NpelycMoOTpeT B uccinefoBaHusix 3P @GeKkTUBHOCTH  (HE3aBUCHMO  OT
uccienyeMon 1o3bl). IIpomormkuTenbHOCTh HMCciieIoBaHUs 0e30IacHOCTH
3aBHUCUT OT TEPANEBTUYECKOIO Kjacca HCCIeIyeMOro IeHCTBYIOIIETO
BEII[ECTBA JIEKAPCTBEHHOT' 0 Ipenapara Jjisl HHTaJIsSInig.

75.2 JIeKapCTBEHHBIX Mpenapara AJisi WHTTSHUA OyIyT NpU3HAHBI
OKBHUBAJIEHTHLIMH, B CIIy4ae €CIH IIOJIHOCTBIO BBIIOJHSIOTCS CIIEIYIOIIHE
KPUTEPUH:

a) s CpaBHUTENbHOH 3()(HEKTHBHOCTH JIEKAPCTBEHHOIO Mpenapara
JUIs. AHTajsUuid: CpaBHEHHME JIEKAPCTBEHHBIX MPENnapaToB JOJDKHO OBIThH
BBITIOJIHEHO 2 CIOCOOaMHu:

BBIYHMCIICHHE OTHOCUTEIbHON aKTUBHOCTH;

OLICHKA BJIMSAHUS HCCIENYEMOrO M PePEpPeHTHOTO JIEKAPCTBEHHBIX
[pernaparoB Ui MHTaSIUMA B KaXXIOM  MCCIEJIOBAaHHOW [103e Ha
KJIIMHUYECKYIO KOHEYHYIO TOUKY.

B oruere 00 oOlLieHKEe TepaneBTHUECKOW HSKBUBAJIEHTHOCTH CJIEIYET
IPENCTaBUThL PE3YJILTATHI, II0Jy4eHHble 000UMH crocobamMu. st Kamgoro
M3 OTUX CIOCOOOB HaO/IONaeMble TOBEPUTENbHbIE MHTEPBAIBl CPAaBHEHHS
MCCAeyeMoro U pedepeHTHOro  JIeKapCTBEHHBIX — MpemnapaToB s
WHTaIAWA, JOJDKHBI  HAaXONUThCA B IIpejesiax BbIOPAHHBIX TPaHHI]

OKBHBaJICHTHOCTH (LITO [TO3BOJIUTH CACIaTh 3aKIIIOYCHHE 00 HX
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SKBUBAJIEHTHOCTH). sl KakIoro u3 3Tux crnocoOoB BhIOpaHHBIE TPaHUIILI
OKBMBAJIEHTHOCTH CJEAYET 3apaHee YCTAaHOBUTh M HaJJIexKaluM oOpa3zom
00OCHOBaTH B IIPOTOKOJIE  HCclepoBaHus. [Ipu  3TOM  rpaHHB]
TEpPANeBTUYECKOW OKBUBAJIEHTHOCTU JJIi  OTHOCHTENIBHOM aKTHBHOCTH
HaxoIsTCs Kak MUHUMYM B penenax unrepsana 0,67 go 1,50;

0) 1utst cpaBHUTENILHON 0e3011acHOCTH JIeKapCTBEHHOTO TIperapara Jijist
UHTAJISIUI. OKBUBAJIEHTHOCTh JIEKAPCTBEHHBIX IpenaparToB i WHTajIsSIui
JUISl CUCTEMHOH DKCIO3MLMH CIIENYET MOATBEPAUTH (IO BO3MOXKHOCTH) C
TIOMOILBI0  (papMaKOKMHETHYECKUX HCCIIeOBAHMNE  0Ee30IMacHOCTH  3TUX
JeKapcTBEHHBIX (mompasfgen 1 pasgena Vo Hacrosiero PykoBojicra).
B nmpotuBHOM cllyyae IOATBEPKIAETCS SKBHBAJEHTHOCTH JIEKApPCTBEHHBIX
npernaparoB  JUid  HMHTaIAIUA B OTHOLIEHMHM  COOTBETCTBYIOIIHUX
(papMakoAMHAMUYECKUX TEpeMEHHBIX Oe3omacHoctd. He [M0/KHO OBITH
HUKaKUX MPHU3HAKOB TOTO, YTO UCCIIENAYyEMbIi JIEKAPCTBEHHBIN Ipemapar s
MHTJIMAA MeHee Oe3omaceH 4eM pedepeHTHBIH JeKapCTBEHHBINH Mpernapat
JUISL. MHTAISIUMA B OTHOIIEHMM M3MEHEHUH >KM3HEHHO BAXHBIX (DYHKIINAN

OpraHH3Ma, OMOXMMHMYECKHX TIOKa3aTejJed W YacTOThl BO3HWUKHOBEHUS

HEXKeJaTeJIbHBIX SIBJICHUM.

bponxoaunatanoHHble HCCen0BaHus (MCCIIeI0BAHMUS
yJlydlieHus: QyHKIUU AbIXaTeIbHBIX MyTeH)

76. DOxBUBaNeHTHasl TepaneBTuueckass d(PPEKTUBHOCTE MOXKET OBITH
rccliefloBaHa nyTeMm U3MEpPEeHHUs OpOHXOIUIATAIIHOHHOTO
(bponxonutuyeckoro)  opdexra  uccaenyeMoro U pedepeHTHOro
JIEKAPCTBEHHBIX MPENapaToB il UHTASIUN ¢ TOMOIIBIO COOTBETCTBYIOIIMX
IEPBUYHBIX ¥  BTOPUYHBIX KOHEYHBIX ToueK. [IpoJo/KUTENLHOCTD
MCCIIEJOBAHUS TePALEBTUYECKOH d(DPEeKTUBHOCTH W BBHIOOpP MEPBHYHBIX U

BTOPUYHBIX KOHCYHBIX TOYCK 3aBUCAT OT TEPANECBTUYCCKOI0 KJjiacca
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UCCIIelyEMOT0 JIEKapCTBEHHOTO npernapara JUTst MHTAJISIHH,
HyBCTBUTEIBHOCTL MCCAEIOBAHMSI MOXKET OBbITh yBeJIMYeHa 3a CUeT
BKJIFOUEHHsI B MCCJICJOBAHME IIALMEHTOB, CO CTA0WJIBHO IIPOTEKAIOIIEH
OpOHXMAJIBHON acTMOH, KOTOpBIE TOJIYyYarOT JIEUEHHE, HE T03BOJISIOIIee
ONTHMAaJIbHO HJIM IIOJIHOCTBIO KOHTPOJIHUPOBATH 3a00/IeBAHME.

77.He ¢crnocoOHOCTH JI€UeHUs ONTUMAILHO KOHTPOJIHPOBATH TEUeHHE
OpOHXMaNBbHOH aCTMBI JOJDKHO OBITH IMOATBEPIKIEHO OLEHKOH (YHKIMH
BHEIIHETO  JIBIXaHWs, BBIPAXKEHHOCTH CHUMIITOMOB, BKJIIOUas HOYHBIE
CHMIITOMBI U TPOOYX/IEHNUS, TOBCEJHEBHON JESITENBHOCTU M (HIIK) CYyTOYHOM
MOTPEOHOCTH B KOPOTKOJIEHCTBYIOMUX [2-arOHUCTAX B HCXOJHOM COCTOSIHUM
manMeHTa (onpeaenseMblM Ha JTarne BKIoYeHus ). JmM3aiiH wuccienoBaHus
JOJDKEH BKJIIOYATh MPUMEHEHHE, N0 MEHBIIeH Mepe, 2 103 JIeKapcTBEHHOTO
npenapata. Ecau He INPEACTaBIeHO OTIAEIBHOIO OOOCHOBAHHUS CIIEHYET
MCITOIB30BaTh JABOWHOM clenod Au3aiH KIMHUYECKOrO MCCIENOBAHUS C

JIIBOMHBIM MAaCKMPOBaHMEM HCCIIENYEMBIX JICKAPCTBCHHBIX IIPEIIapaToB.

bponxonpoTeKTUBHbIE HCCAeA0BAHUS (UCCIICI0BAHUS BIMSHHUS
Ha FUNeppeakTUBHOCTb OPOHXOB)

78.BausiHMe  JIEKapCTBEHHOTo Tpernapara s MHradsnuid  Ha
TUIIEPPEAKTUBHOCTh OpPOHXOB (OPOHXONMPOTEKTHBHYIO AKTHBHOCTB) JJISI
3aIUTEl OT OpPOHXMAJIBHOM TPOBOKAIIMM MOKHO OLIEHHTH C IOMOLIIBIO
IIPOBEJIEHUS] OJTHOTO U3 OPOHXOMPOTEKTUBHBIX MCCIIENOBAHMIA:

a)c NpsAMOW INpoBoKallMel (Hampumep, € IOMOIILI MeTaxoJMHa,
IHCTAMHWHA, alleTHIIXOIUHA);

0)c  HempsaMoli  npoBokanued  (HampuUMep, ¢ ITOMOIIBIO
aneHosuHMoHo(pochara (AMD) umu MaHHHUTOJIA).

79. BpOHXONPOTEKTUBHBIE HCCIIEAOBAHKUS TPEOYIOT BLICOKON CTermeHH

CTaHJ[APTH3ALMK BCEX IPOLENYp HCClefoBaHus (HarpuMep, BBIOOp MeToza
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IPOBOKALMK, METOAA I'€HepaluHu a’po30Jielf, PerucTpUpPYEeMbIX BBIXOIHBIX
IapaMeTpoB a’po30Jisi HeOynaiizepa, METOJUKU MPOLEJypbl WHTaSIHH 1
T.1.) W oTOOpa NalMeHTOB (HampUMep CcTaHaapTu3anus (GU3HUECKOI
AKTUBHOCTH TAllMEHTOB, HCKIIOUEHHWE CYTOYHBIX BapHalUil aKTUBHOCTH,
perucrpanus Kak MUHUMYM 4-x kpaTHoro ysenumdeHusi PCoo O®B; mocie
nedyeHuss U T.A.). CreayeT HCIONB30BaTh JBOHHOM ciiemoil mu3aiin
KJIMHUYECKOIO HCCIIE[OBaHUs C JBOHHBIM MAacKHpPOBAHHUEM HUCCIICAYEMBIX
JIEKapCTBEHHBIX NPENapaToB, BKIIOYAIOLMI B cebs Mo MeHbliei mepe, 2
JI03bl K@X0r0 M3 MCCIelyeMbIX JIeKapCTBEHHBIX MpernapatoB. llepBuunoii
KOHEYHOM  IEPEMEHHOM  sBJAETCS  NPOBOKALIMOHHAS  KOHIIEHTpAaLHs
(PC20 O®B1) wunum mnpoBoKalMOHHAsE J03a IPOBOLMUPYIOIIEN0  areHra
(PD20 O®B1), xoTopast Be3biBaeT 20-nporentHoe nagenne OPBi u noimkHa
M3MEPSATHCS B MOMEHT HACTYIJIEHUs] OKH1aeMOro MaKCHUMabHOIro 3¢ dexTa

JIEKapCTBEHHOIO Ipernapara JJisi UHTaJIsIIui.

3. AccnenoBanue repaneBrnyeckoll SKBUBAJICHTHOCTH B 3aBHCHMOCTH
OT (hapMaKoTepareBTHUECKON TPYIIIHI IEHCTBYIOIIErO BEIIECTBA
JICKapCTBEHHOIO Npemnapara A UHrals Ik

bpouxoaunaratopsl

80. MHransuuonnele OpOHXOAUIATATOPKI JENATCS Ha 3 TPYIIIILL:

a) KOpOTKoJeHcTByro1Me [32-aroHUCTH agpenopenenTopos (SABA);

0) mimrenbHO AelicTByOLHE PB2-aroHUCTH agpeHoperentopos (LABA);

B) aHTUXOJMHEPTUUECKHEe TTpermapaTkl.

81. Knunuueckne wccnenoBanus OpPOHXOJUIATATOPOB MOTYT HUMETh
HEePEKPECTHBIN Jn3aiiH. COOTBETCTBYIOUIMHM OTMBIBOUHBIH IMEPUOJ MEXIY
IIPMMEHEHMEM JIEKAPCTBEHHBIX IMIpeNapaToB Ul WHTAISIUN  ClIenyer

ONpeNEJINTE H 000CHOBATE B MpOTOKOJIE KIIMHUYECKHUX HUCCIIeJOBAHUM.
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82.B mensx OLEHKM BO3MOXHBIX 3(P(EKTOB IiepeHoca Ccleayer
JOKYMEHTHPOBATh MCXOJHBIE WM3MEPEHHUsl Tepej KaK[AbIM MpUMeHEeHHEM

JIEKapCTBEHHOI'O IIperapara JJisi MHTaIsIui.

KopoTkoneicrByromue 32-arOHUCTHI aIpeHOPELETOPOB

83.Tlpu OlIEHKE HKBUBAJICHTHOCTH s dexTuBHOCTH
KOPOTKOJEHCTBYIOIINX [32-arOHUCTOB  aJIPEHOPELENITOPOB  MPHEMIIEMBIMH
BUIAMH MCCIICJOBAHUK SIBISIFOTCS OPOHXOIMIIATAIHOHHBIC HCCIIENOBAHUS C
OJIHOKPaTHOM 10301 WJIM OPOHXOIMPOBOKAIIMOHHBIE MCCIIET0OBAHMUSL.

84.Y B3pOCHBIX IEPBUYHBIMH TIEPEMEHHBIMH B OPOHXOIMIATAIIHOHHOM
mojienu sapisitoress OOB; AUC (u3mepenne OpoHXOUIaTALINH, B TEYCHUE HE
meHee 80 % npomoImKUTENBHOCTH ASHCTBUS AEHCTBYIOIIErO BEILECTBA I10CTE
OJIHOKPATHON HMHIaJLUK JIEKAPCTBEHHOro mpemnapata) U u3Menenne ODB;
(B COOTBETCTBYIOIIMH MOMEHT BpeMeHH). B  OpOHXOMpPOBOKAIMOHHOM
HCCIIENOBAHUKA  IEpBHYHOW nepemeHHoi  siBisietrcss PCo ODB;  wmnm
PD2o O®DB, (mogpaznern 2 pa3aena V Hactosiero Pykosoacrsa).

85.Y nmereii B Bo3pacre 6 jeT M cTapiie MepBHUHBIMH [1€PEMEHHBIMH
B OpOHXOAMNATAMOHHOW  MOJENH  SIBIISIFOTCS  CIIMPOMETPUUECKUE
nokasarenu: usMenenue O®B; mubo nokazarens cootHomenuss ODPB; k
(QyHKIMOHATBHOH — KM3HEHHOH  emkoctH  Jjerkux  (ODB/DIKEI),
MU3MEPEHHBIA B COOTBETCTBYIOIUMIA MOMEHT (MOMEHTBI) BpeMeHU, U (MJIH)
nokaszarens O®B; AUC usMepeHHBIH 10 OpOHXOAMIATALIUN, B TEUEHUE HE
menee 80 % mpomoIKUTENLHOCTH JeHCTBHSI TIOCTIe OJIHOKPATHOM MHTAJISALUN
JIEKapCTBEHHOTIO Ipernapara.

86.V IeTell MOLIKOJNBLHOIO BO3pacTa CIHUPOMETPHUS BO3MOKHA TMpHU
YCJIOBHH, YTO BO3pACT peOeHKa COCTaBIseT OT 3 10 6 JIeT, IIPU 3TOM BMECTO
O®B: npeanoututensyo ouenuars ODBos unu ODBo7s (mi1st o6ocHOBaHMSA

MX MPUMEHEHHUS B KXKI0M BO3PACTHOM IpyIie HeoOX0AUMO TIPHBECTH 0030p
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JIATEpATypbl OOOCHOBBIBAIOLIMM BBEIOOP KPUTEPHEB TMPUEMIIEMOCTH IUIs
MCCIIEAYEMBIX TIOKa3aTenel, crnocoOOB perucTpanuu 3THX ToKazaTellell u
BOCIIPOU3BOAUMOCTH pe3ybTaToB UCCIIeI0BAHUS ). Y nenbHoe
COIIPOTHUBIIEHUE [BIXaTENBHBIX NMyTel (SRaw), u3aMepeHHOe KakK ¢ IOMOILBIO
IIeTU3Morpaguu, Tak U JPyruxX BaJHIHPOBAHHBIX METOIOB B COYETAHHU C
0a/UIbHOM OLIEHKOH KIMHUYECKHX CHMIITOMOB T10 OIEHOYHBIM ILIKAJIaM,
MOXXHO HCIIOJIB30BaTh Y AeTel B Bo3pacTe oT 2 #o 6 yeT. [IukoByro ckopocTh
BBIZIOXA CJICAYEeT M3MEPSATh W PErHCTPUPOBATH TOJIBKO KaK BTOPUYHYIO
nepeMeHHy10 3(P(EeKTUBHOCTH.

87.B OpOHXOMPOTEKTUBHLIX HCCJIEJOBAHUSIX C YYacTHEM JieTed B
BO3pacTe 6 JIeT M CcTapiie MOKeT OBITh MCIOJIb30BaHA IMTPOBOKALMOHHAS
npoba ¢ METaxOJIMHOM HJIM (U3NYECKON Harpy3koi. Y merell JOLIKOIBLHOTO
BO3pacTa MOXKET OBITh MCIIOJIb30BaHa MPOBOKAIMOHHAS MPOOa ¢ XOIOIHBIM
CYyXMM BO3JYyXOM WM DJyKallHW4YecKas TulepBeHTW M. llepBuunoii
nepemeHHoi 0ynyT PCy ODB; meraxonuna, win PDz ODB; MeraxonuHa,
WM IPOLEHTHOE U3MEHEHHE OT MCXOMHOTO YPOBHS MOKazaTelsl yAeIbLHOro
COTPOTHBIICHUS JIBIXATENILHBIX MyTeH (M3MEPEHHOr0 MpH IieTusMorpadun);
MOTYT MCIIOJIB30BATLCS TAK)Ke Ipyrue BaluMPOBAaHHBIE KOHEYHBIE TOUKH.

88.Y B3pocibIX 0e30MaCHOCTh KOPOTKOJIEHCTBYIOMIMX [2-arOHKCTOB
aJIpEHOPELENITOPOB  JOJDKHA  OBITh  MCCIIENOBaHA  C  ITOMOIIBIO
OKBUBAJICHTHOCTH, OCHOBaHHOM Ha (apMaKkOKMHETHUYECKHX  ITaHHBIX
(110 BO3MOMKHOCTH) M OyAeT 3aBHCETh OT JIEKAPCTBEHHOIO MpenapaTa Jyis
WHIasIIANA M KayecTBa METOUKH OIpe/ielieHusl IEUCTBYIONIETO BEIECTBA B
OMONIOTHYECKUX SKUAKOCTSIX OpraHu3ma) TI0Cjie BBEJEHHsS OJHOH 03B
(moxmpazzen 1 pasnena V Hactosiero Pykosojcrsa).

89.Ecnu >KBUBAJIEHTHBIM YpOBEHL OE30MACHOCTH JIEKAPCTBEHHOIO
npenapara Uil MHTajdsiquid He MOXeT OBLITh MOATBEPXKJICH Ha OCHOBAHUU

(bapMaKOKHHeTI/IIIeCKOFO HCCJICOJOBaHUA, HaHHBIC O Oe3omacHOCTH JOJIZKHBI
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OBITH TpencTaBieHBl W3 (apMakKOAMHAMHUYECKOrO HCCIENOBaHMs. B s1om
cltydae npouib 0e30IacHOCTH J0JKeH ObITh MCCIENOBAH TOCIE BBEAECHUS
MaKCUMaJIbHOM PEKOMEHIyeMOM 103kl JIEKapCTBEHHOTO Iperapara Jijis
uHransuuid. IorpeOyrores: peructpaliysi HeXKenaTeTbHEBIX SABJICHHH M OLEHKa
1000ro mapajioKCalbHOrO OpoHXOCMasMa, a TakKe 3alliuch JKH3HEHHO
BKHBIX I10Ka3aTesiel, JJIeKTpOKapJuorpaMmMa ¢ H3MEpeHHeM HHTepBaa
QTc u onpenenenue 1adOpaTOpPHBIX IOKazaresied (BKIOYAS H3MEpPEHHE
CBIBOPOTOYHOTI'O KaJIMsI U [JIFOKO3BI B I1J1a3Me KPOBH).

90.Y npgereli 0e30mMacHOCTE  KOPOTKOJEHCTBYIOIIUX  [32-arOHHUCTOB
aZIpeHOPELeNTOPOB  JOJDKHA  OBITh  HCCAEAOBaHA € ITOMOIIBIO
(bapMakOKHMHETHYECKUX WM  (QapMaKOJHHAMHYECKUX  HMCCIIeOBAHMI.
DapmakogMHAMUUECKHE HCCIENOBAHUS MPOBOASTCS IMOCHE Ha3HAUYEHHS
MAaKCUMaJIBHOW pPEKOMEHJOBAaHHOM [J03bl B TOM JK€ TOpPSJIKE, YTO U

HCCIICAOBAHHA Y B3POCIIBIX ITAINHCHTORB.

JiuTensHo qeHCTBYIOIUE B2-arOHUCTBI a/IPEHOPELCTITOPOB

91.BeiO0op BHAOB HCCICIOBAaHWH JUIsl OLEHKH 3KBHBAJIEHTHOCTH
5P (EKTUBHOCTH ANUTENBHO JIEHCTBYIONHX [2-arOHUCTOB a[pPEHOPEIENTOPOB
ABJIIETCS TAKUM K€, KaK M Uil KOPOTKOJEHCTBYIOIIMX [32-arOHHCTOB
aZpEHOPEENTOPOB B COOTBETCTBUM € TYHKTOM 83  HACTOSIIErO
PykoBogcrBa. OjHako Hayalo JeHCTBUS (JHOCTHIKEHHE KIMHHUYECKU
3HAUUMOTO s dexTa), MaKCHUMaJIbHBIH OTBET u OISIET
POJOJDKUTEIBHOCTE JICHCTBUSL JUIMTENBHO JNEHCTBYIOMIUX [32-arOHHUCTOB
aJIpeHOPELENTOPOB  JO/UKHEL ~ OBITH ~ IIPUHSATBI  BO  BHUMaHHE IIpH
TUTAHUPOBAHUH UCCTIEIOBAHMSL.

92.V B3pocCiIbIX IEPBUUHBIMU NMEPEMEHHBIMHU B OpOHXOIUIIATALIMOHHOM
mozenu sisitorest OOB; AUC (u3mepeHue OpoHX0IMIATaIl|H, B TEUEHHE HE

meHee 80 %  NpPONOKUTENILHOCTH — AEMCTBUS  TOCHE  OJHOKPATHOMN
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uHransauun) u usmeHenre O@B; (B cOOTBETCTBYIONIMI MOMEHT BpEMEHH); B
OpOHXOTPOBOKALMOHHOM HCCIICOBAHUH TEPBUYHON MepeMEeHHOM sABJseTCs
PC20 O®B unmu PD2y ODB,.

93.V nereli nepBUUHbIC NIEpEMEHHbIE KaK JJIsT OpOHXOIUIATAIIMOHHEIX
MCCIIEA0OBaHMM, Tak U [JIs1 OPOHXONPOTEKTUBHBIX MCCIEIOBAHMH, SBIISIOTCS
TaKAMH ~ JK€, Kak W  JJIs8  KOPOTKOAEWUCTBYIOIIUX  [2-aroHHCTOB
aJIpEHOPELENTOPOB, 33  HCKIIOUEHHEM [epPBUYHONM  IMepeMeHHOH B
OpoHXOIUIaTAllMOHHBIX UCCIENOBAaHMIX C yyacTueM Jieteit B Bozpacre 6 jer
u crapiue, rae OOB; AUC (u3mepenue OpOHXOAWJIATAIlUN, B TEUEHHUE HE
Mmenee 80 % IPOAOILKUTENBHOCTU ACHCTBUS TTOCTE OMHOKPATHON MHIaSAIHK
(mpu osTomM moboe  coKpalleHuWe Tepuoaa  HaOMIONEHHs  IOJIEHKUT
JeTalbHOMY OOOCHOBaHMIO)) sBISeTCsl OoJiee MOAXOMASANIC MepBUYHOIM
nepeMeHHol BelOOpa. [lnama3oH 103 cliefiyeT U3Y4HTb B MCCIIEJOBAHMAX C
OJTHOKpPaTHBIM TPUMEHEHWEM JIeKapCTBEHHOTO Tpenapara Jiis HHIaIsIuil.
CrnenyeT MpOBECTH OLEHKY HU3KHUX M BBICOKMX 103, JUISI TOTO YTOOBI MOKHO
OBUIO MOJITBEPAUTH 3aBUCUMOCTD «103a — OTBETY.

94.Y B3pocIibIX 0€30MacHOCTb JUINTEIIBHO JIEHCTBYIONIUX [32-arOHUCTOB
aZpEHOPEeNTOPOB  JOJKHA  OBITH ~ HCCIEAOBaHA € IIOMOILBIO
SKBHUBAJICHTHOCTH, OCHOBAaHHOW Ha (apMaKOKMHETHYECKUX JIaHHBIX (110
BO3MOKHOCTH, U OyJIeT 3aBHCETh OT JIEKAPCTBEHHOI'O Mpernapara ¥ KauecTBa
METOIMKH OIIPENENIeHNs]) I10CJe BBEJICHHMS OJIHOW 03Bl JIEKAPCTBEHHOIO
npenapata s uHramauuaid  (monpazgen 1 pazgena Vo HacTOSIIETO
PykoBoncta). Eciiu sKBUBalIeHTHBIH YpOBEeHb 0€30MAaCHOCTH HE MOYKET ObITh
IIOATBEPXKJACH Ha OCHOBaHMM (PapMaKOKMHETHUYECKOTO HCCie0BaHus,
JlaHHple O  0Oe30macHOCTH  JOJUKHBI  OBITH  MpEJNCTaBJIeHBl U3
(papmakomuHamMudeckoro uccienoBanus. Ilpoduns 6e30macHOCTH IOIKEH
OBITH HCCJIEOBAH IIOCIIE BBEIEHUS MaKCUMalbHOW pPEeKOMEHIYyeMOMH I03LI.

[loTpeOyroTcst  perucrpauus  HeXelaTedbHBIX  SBIECHHH W OLEHKa
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napajoKcalbHOro OpoHXOCHazMa, a TakXKe 3alKicCh JKU3HEHHO BaKHBIX
IoKasaTesell, 3JIEKTpoKapAHorpaMmMa ¢ HW3MepeHHUEM KOPPUTHPOBAHHOIO
uatepBana QT (QTc) u onpenenenue abopaTopHBIX MOKazareseil (BKiroyas
H3MEPEHHE CHIBOPOTOUHOTO KAIUSI U TIIIOKO3HI B MJIa3Me KPOBH).

95.V nerefl 0e30macHOCTb MJUTENEHO JACHCTBYIOIIMX [32-arOHHUCTOB
a[pEHOPELENTOPOB  JOJDKHA  OBITh  HCCedAoBaHAa € IOMOIILIO
(papMakoOKMHETHYECKUX WM  (QapMakOAMHAMUYECKUX  MCCIIEI0BaHUII.
dapmakoJuHAMUYECKHE HCCIEJOBAHMS TPOBOJATCS TOCHE Ha3HAYCHHS

MaKCUMaJlbHOM peKOMeHHOBaHHOﬁ JA03bl JICKapCTBEHHOTO IIp€rnapara s

UHTAJIAOUN.

AHTI/IXOHHHepFquCKHe Ipernaparsbl

96. s UCCIIeIOBAHUS TepaneBTHYECKO SKBUBAJIEHTHOCTH
KOPOTKOAECUCTBYIOIIUX U JUIMTEBLHO JIEHCTBYIOUIMX aHTHXOJHHEPTHYECKHUX
IpernaparoB  I[POBOAATCS TaKue K€ HWCCICNOBAaHMS, Kak W JUls
KOPOTKOJIEHCTBYIOINX [32-arOHUCTOB  aJIpEHOPELENTOPOB U JUIHTENLHO
NEeHCTBYIOIINX [2-aroHUCTOB  ajipeHopenentTopoB. llpu mIaHUpOBaHUM
MCCIICIOBaHUM HEOOXOAMMO MPUHSATH BO BHHUMAHUE PAa3IMYUs MEXIY
npenaparaMi  [32-aroOHMCTOB U AHTUXOJIMHEPTrHYECKUMH  IpernaparamMu
CBSI3aHHBIE C HAYallOM MX [EHCTBUS U MPOJNOIIKHTENBbHOCTRIO 3ddexTa. B
M000M OpPOHXONPOBOKALMOHHOM MCCIIEIOBAHUH TIPOBOIUPYIOIIHM areHTOM
IO/DKEH OBITh arOHHUCT XOJIMHEePrHYeCKHUX PperenTopoB. be3omacHocTsh
AHTUXOJNMHEPIMYECKUX  IpernapatoB  JOJKHA  OBITh  W3ydeHa ¢

HCIMOJIB30BaAHHEM CTAHAAPTHBIX METOOHUK OLCHKH 0e30MacHOCTH.

HHI‘HHHHHOHHBIB [THOKOKOPTHKOCTEPOM LI

97.1lonrBeprkaeHne DKBUBANIEHTHON 3()(EKTUBHOCTH HHTAJISILHOHHBIX

NIFOKOKOPTHUKOCTEPOUIOB 3aTPYAHHUTECIIEHO. VYcneminoe HCCIIEJOBaHuE
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OKBUBAJIEHTHOH 5(Q(EKTUBHOCTH TpeOyeT MOATBEPIKIEHUSI 3aBUCHUMOCTH
«7103a — OTBET», [0 KpakHel Mepe U1 2 103 UCCIIeAYEeMOro JIEKAPCTBEHHOTO
npenapara Uisi HHTSIIUE 1O CPaBHEHHIO ¢ 2 J03aMH  pedepeHTHOro
JCKAapCTBEHHOro  mpemaparta g vHramsuuil.  Jlo3sl  mcciegyeMoro
JICKapCTBEHHOTr'0 TMpernapara Ui WMHraJAUUid JA0JDKHBI OBITH HM3Y4eHBI Ha
KPYTOM YyYacTKe KPHUBOH 3aBHCHUMOCTH «J103a — OTBET», IIPH DTOM JIOIKHBI
OBITh  NMpeACTABIEHBl JIOKA3aTE]bCTBA TOFO, YTO BLIOpAHHBIE O3Bl
COOTBETCTBYIOT OSTOMY Y4YacTKy KpuBOW. B oTmenbHBIX chydasx Juis
AOCTY)KEHUsl JO3bl, HAXOJSIIIEHCS Ha KPYyTOM Y4acTKe KpUBOW TpebyeTcs
MPUMEHEHHE H30BITOYHBIX MHOTOKPATHBIX pACIbUIeHUH (IpUBENECHHE B
HEHCTBUE HMHralsTOpa). OTO MOXET NPHBECTH K  HEHONYCTHMOMY
BO3/JICHCTBHUIO JIEKAPCTBEHHOIO IIpenapaTa Ha naiienTa (HarpuMep, BEICOKOU
Harpy3ke Ha TMalUdeHTa BCIOMOIaTENbHOTO BeLIecTBA MOPOIIKA U3
MOPOIIKOBOr0 HMHrajsTopa). B Takux cutyauusx Moxer OBITH OIpaBIaHO
MPUMEHEHHE TOJILKO BBICOKOI03UPOBAHHEIX JIEKAPCTBEHHBIX MIPEenapaToB sl
WHTaJAUKM, a [ OCTaJbHOM JMHEHKM [O3MPOBOK JIEKapCTBEHHBIX
NpenapaToB TOJDKHA OBITh IOJTBEPKIEHA COITOCTABUMOCTh B CCIIe10BAHMSIX
in vitro (B COOTBETCTBMM C TmojpasfeioM 5 pasmena Il nacrosimero
PyxoBojicTBa).

98.B mnacrosmee Bpemsi Haubosiee NIMPOKO HCIIOJbL3YeTCs ABOMHOMN
CJIENON,  paHAOMHM3UPOBAHHBI B  MapaUieJIbHBIX  IpyIIax AWU3aifH
UCCIIENIOBAaHMS  JJII  CPaBHEHHs  HMCCIeAyeMoro u  pedepeHTHOro
JICKAPCTBEHHBIX IIpenaparos Juisl UHraAuuil. Eciu BbIOpaHHBIN Agu3aiin
MCCIICA0OBAHHUS OTJIMYAETCS OT YKa3aHHOIO IM3aiiHa, MPUYHHBI ATOTO JIOIKHEI
ObITh OOOCHOBAHBI 3asBUTEJIEM.

99. AlbTepHAaTHBHBIM ~ JIM3aHOM  sIBJIsieTCS  JIBOMHOE  clleroe,
paHIOMH3UPOBAHHOE, IIEPEKPECTHOE UCCIIEOBAHKE, JIU3aifH KOTOPOTO UMEET

HOTCHIHUAJILHOC I[MPCUMYILICCTBO CBA3AHHOE C BO3MOXXHOCTBIO BBIIIOJHUTH
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HCCIE0OBaHKME € YYacTHeM MeHbLUei rpymnmnbl nanueHToB. OHAKO clieayer
YUUTBHIBATH  BBICOKMH ~ pUCK  HepaBHOro  mepenoca  3(hdexTos
KOPTUKOCTEPOUJIOB Yy  HALMEHTOB MEXJIy TepUoJaMH  JIeUeHUs W
NOTEHUAIBHBIMU PA3IUYUSIMUA B UCXOJAHOM COCTOSTHHH TAIlUEHTOB B Hayasle
IBYX TIepUOJOB JieueHusi. B mnpoTokosie KIMHMYECKOTO HCCAeHOBaHuUs
clleJlyeT OmnpeJiesIuTh 1 000CHOBATh COOTBETCTBYIOUIHH TIEPHUO/] BHIMbIBAHMSI
MeXIy IepuoJaMy B ILeNsX KOHTPOJIS BIUsSHUS Kakoro-mubo shdexra
IepeHoca Ha pe3yJsibTarbl HccliefoBaHus. [IpumMeHeHWe JNaHHOrO THIIA
UCCIIeIOBAHUsl Cle/lyeT 0DOCHOBAaTh M MOATBEPAUTH CCHUIKAMU HA paHee
oIyOJIMKOBaHHBIE Pe3ybTaThl OI0OHBIX HCCIIeTOBAHUM.

100. CymectBytoT 2 paznuusHble (papMakoIMHAMHUYECKHUE MOJIENH,
KOTOpBIE MOTYT OBITH PAacCMOTPEHBLI MPHU HCCIICIOBAHUU TepaneBTUUYECKOM
SKBUBAJIEHTHOCTH  MHTAISIIMOHHLIX — TNIIOKOKOPTHKOCTEPOUJIOB  (MOJIEND
Oponxojunaranui (OLEHKH YIydlleHWs] (YHKIMM JbIXaTeIbHBIX IIyTEi)
1 OpOHXOIIPOTEKTUBHAS MOJIENh).

101.B mopmenu Oponxoxunarauuu (OLEHKE YIYYIICHUS (QYHKIHH
JbIXaTEeJIbHBIX I1yTeil) HaOpaHHbIe NalUEHThl JOJDKHBI 001amaTh SBHO
pa3MYMMBIM PE3EPBOM  YIIYUILIEHHUs JIETOYHOH (YHKIHM B OTBET Ha
BBEZICHUE 2 J103 ([I03MPOBOK) MHTAISIIIMOHHOTO KOPTHKOCTEPOUAA M MMETh
KIMHAYEeCKUe [MposBIeHUs] 3a0osieBanus. ['pyrnma mMnanMeHToB, KOTOPYIO
BKJIIOYAIOT B MCCIIE[JOBaHME, JIOJDKHA TMO3BOJSTH  3aperHCTPHUPOBATEH
KJIMHUYECKHI OTBET Ha MHISILIMOHHBIEC TIOKOKOPTUKOCTEPOMIBI U OBITH
MaKCHMaJIbHO OJIHOPOJHOM, 4TOOBI YMEHBIIMTH BapuaOeIbHOCTh NaHHBIX U
YBEJIMUUTh MOUIHOCTH HcciefaoBanus. Llensmu wuccrnenoBaHuii  sSBISIOTCS
oOHapyKeHue 3HAYUMOM 3aBUCUMOCTH 71032 — OTBET» M IMOJIYYeHHE OLEHKH
Pa3HULBI MEXK/Y M3YYaeMbIMU JIEKAPCTBEHHBIMU TIpernapaTaMu II0 BIHSHUIO

Ha JIETOYHYI0 (PYHKLIMIO C JOCTATOYHO Y3KUM JJOBEPUTETHLHBIM MHTEPBAIOM.
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. 4 B3POCIIBIX NEePBUYHOM epeMeHHOH 3 peKTUBHOCTH
MHTAJISIIMOHHOTO  TJIIOKOKOPTUKOCTEPOUAA  JIOJDKHO — OBITh  H3MepeHHe
nerounoit pynxuuu (mpeanouyrurensHo OPBi, uzmepsiemsrit peryisipao, (1o
BO3MOXKHOCTH €XXeIHEBHO)) B JOMAIIHUX ycNoBHUAX. [IMkoBas ckopocTsb
BBIJIOXA JJOJDKHA M3MEPATHCS U PETUCTPUPOBATHCS €KEJIHEBHO B JTOMAIIHUX
YCIIOBHUSIX B KauyeCTBE BTOPUYHON mnepeMeHHOH sddekruBHOCTH. Ecnm
perynspaoe usmepenue O®B; B noMalHUX YCIOBUSX HE TMPEICTaBIISIETCS
BO3MOXKHBIM, TO €XKEJIHEBHBIE U3MEPEHUE U perucTpanus yTpeHHei muKoBoii
CKOPOCTH BBIZIOXa B JIOMALIHUX YCJIOBUSIX [MOJDKHBI OBITH IPHUHSTHI B
KayecTBe IePBUYHON IepeMeHHOH s dexkTuBHocTH. M3meperuss ODPB;, no
KpaiiHell Mepe, 1 pa3 B 2 Heienu B KIIMHUYECKHX YCIOBHSIX BCEIIa JIOJDKHEIL
OBITh BKJIFOUEHBI B KAU€CTBE BTOPUYHOMN TTepeMeHHOM 5()(HEKTUBHOCTH.

Y ogereii B Bo3pacTe 6 JIeT W cTapllie MEPBUYHOM TepeMeHHOM
5()(EKTUBHOCTU TaKKe MOJIDKHO OBITh HM3MEpPEeHHE JIErOYHOH (DYHKLMH.
OcHOBHOM BBIOpaHHOW MHepBUYHOIN mNepeMeHHOU 3()h(DEKTUBHOCTH SIBJSETCS
usmepenue O®@B; u ero exenHeBHas 3aluch B JOMAIUHUX YCIOBHSX, I10
BO3MOXHOCTH, TOJ, HaOJIOJeHHeM pojuTesnieil (0JIHOTO M3 POAUTENIEH) UK
yXaxuparomero jguna. Ecimu peryisipHoe mzmepenune O®B:1 B momamnmx
YCIOBHAX HE IPEJICTaBIsACTCS BO3MOMKHBIM, TO YTPEHHEE €KeJHEBHOE
M3MEPEHHE M 3allMCh NUKOBOH CKOPOCTH BBIJOXA B JIOMAIIHHX YCIOBHUSX
MOTYT OBITH NIPHHATEL B KAUeCTBE MEPBUYHON nepeMeHHON 3()(HEeKTUBHOCTH,
¢ usmepenusmu ODB; o kpaiineit Mepe, 1 pa3 B 2 HeleNd B KIMHUYECKUX
YCIOBHUSIX B KauecTBE BTOPUYHOW nepeMeHHOH sddexTuBHOCTH. Ecam
IIMKOBAasi CKOPOCTh BBIAOXA HE SBISIETCS TEPBUYHOU IepeMeHHOMH
5QQPEKTUBHOCTH, 3TOT IapaMeTp [OJDKEH eXKETHEBHO H3MEDPATLCH U
3alMChIBAThCS B JOMAIIHUX YCJIOBUSIX B KaueCTBE BTOPUYHOHN MEpEeMEHHO
spdexruBHocTU. M3mepenne ODB1, no kpaiineit mepe, 1 pa3 B 2 nenenu B

KIIMHUYCCKHUX YCIIOBHAX OOJIKHO OBITH BKJIFOYEHO B KadecTBE BTOpHQHOﬁ
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nepeMeHHOH >(P(EeKTUBHOCTH HE3aBUCUMO OT TOTO, Kakas HCIIOAb3YEeTCsI
neppuyHas InepeMeHHas spdexruHoctr (OPB; mnm nukoBas CKOPOCThH
BBIIOXA). Mcrionb30BaHKe IIMKOBOH CKOPOCTH BBIIOXA B KAYECTBE MEPBUYHOMN
nepeMeHHON 3P (PEeKTUBHOCTH clielyeT crelHaiIbHo 000CHOBATE.

Y nereil NOMKOIBHOTO BO3PACTA MPOBEJIEHNUE CTHPOMETPUH BO3MOKHO
IpU YCJIOBUH, YTO BO3pacT AeTei oT 3 1o 6 mnet, npu »toM BMecto ODB
npeanovTuTeabHo  oneHusatb O®Bos wm  OPBoss (B mporokode
KJIMHUYECKOI0 HCCIIENOBAHUS Uit 0O0OCHOBaHWSI TPUMEHEHHUs B KaKIOM
BO3pacTHOW rpynrne nokasareneit O@Bos wmm O®Boys crieayeT npuBecTH
0030p Hay4yHBIX JaHHBIX IO BBIOOPY KPHTEPHEB IMPUEMIIEMOCTH IS
U3ydaeMbIX II0KasaTesleld, CMocOOOB PErHCTpalldd ATUX IOKa3aTelned Hu
oOecreueHn0 BOCIIPOM3BOJAUMOCTH TOJYUCHHBIX PE3YJILTATOB). Y IENbHOE
COIIPOTUBJIEHUE JBIXaTENbHBIX MyTeil (sRaw), u3MmepeHHOE ¢ TNOMOLLIBIO
TUIETU3MOTpa(UUN  APYTUX BaJlMIMPOBAHHBIX METOJOB B COYETAHUH C
Oa/uIbHOM OLIEHKOH KJIMHUYECKMX CHUMIITOMOB I10 OLIEHOYHBIM ILKAJIaM,
MOXKHO MCIIO/IB30BaTh y OETEH B Bospacre ot 2 go 6 jer. Heobxoammo
TIPECTaBIATE 000CHOBaHKE BEIOOpa NepeMeHHBIX () (heKTHBHOCTH.

IIpy BO3MOMKHOCTH CJIEAYET HCHOIb30BaTh AJIEKTPOHHBIE JTHEBHHKH
(KaK y B3pOCIbIX, TaK U y AeTei). JTUTenbHOCT Meproa JiedeHus NoDKHA
cocTaByiATh He MeHee 8 — 12 Hemenb, 000l Gonee KOPOTKUM IEPHO/
NeYeHus crenyer obocHoBaTh. Mccnemyemast Tpymma IMAlMEHTOB JOJIKHA
ObITh pEnpe3eHTaTUBHON IO OTHOLUCHHIO K IPYIIe MAlUeHTOB y KOTOPOH
TUIAaHUPYETCs IPUMEHSATD JIEKapCTBEHHbIH MpenapaT mocjie ero perucTpaiui.

102. bpouxonpoTeKTHBHAsT MOJENb SBJSIETCS MeHee HM3Y4YEHHOI,
aJIbTEPHATUBHONW MOJENbBIO, HPU KOTOPOW CPAaBHUBAIOTCS HHTAJIALIMOHHBIE
TIFOKOKOPTHKOCTEPOUILI TTOCIIE XPOHUUYECKOTO BBEIEHHUSI.

Y B3pOCiBIX IEPBUYHON IHepeMeHHOH 3()()EKTUBHOCTH sBIIAETCS

H3MCHCHMUE, Ha6ﬂ}0ﬂ,aeM06 B HpOBOKaHHOHHOfI KOHOCHTpauu1  HJIHA
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MPOBOKALMOHHON ~ J103€¢  HHIAIALHMOHHOIO  TIIOKOKOPTHKOCTEPOU/A,
HampuMep, BBI3BIBaeMOE  aJeHO3MH  MoHodocharom (AMD) 20 %
yxynmenne O®PB; (PCyp OPBIAM® wunmu PDa ODPBIAM®). Crneayer
OATBEPIUTD, YyBCTBUTEJILHOCTh nu3aiina HCCIIeI0BAHUS K
NPOBOKAIIMOHHOM 1o3e. Jlu3aiin ucciaenoBaHusl JODKEH TpeaycMaTpuBarh
IpUMEHEHHE I10 MEHbIIeH Mepe 2 103 (J03UPOBOK) HCCIAEAYEMOIO H
peepeHTHOro JeKapCTBEHHBIX MpenaparoB jyis uHransnuii. Kaxmas nosza
UCCIIEyEMOTO B Pe(PepeHTHOT0 JICKAPCTBEHHBIX MPENapaToB IJIsl HHI IS
TOJDKHA UHTAJIMPOBAThCs HE MeHee 4 HeJlenb, eCli He 000CHOBAHO HHOE.

Y peredl B Bo3pacre 6 JeT W cTapiie IS OLUEHKH HW3MEHEHUH
THIIEPPEAKTUBHOCTU  JIBIXATENbHbIX TYTeH MOXeT OBITh HCIIOJL30BaHA
IPOBOKAMOHHAs Tpo0a ¢ METaxoJIMHOM; IIPU ATOM MEPBUYHOMN IEPEMEHHOM
spdextuBHocTH  siBIsieTcss  usMeHeHue PCy O®Bi, wnmm  PDyy ODB;
(mompaznmen 2 paszgena V Hacrosimero PykoBojactBa). Y JIOLIKOJBHMKOB
MOKET OBITh IpOBEJieHa IPOBOKAIMOHHAS Tpoba ¢ XOJOJHBIM CyXHUM
BO3JyXOM WJIM ODyKalHH4ecKass (B YCJIOBMSIX HOPMAJIBHOTO COMEpIKAHHS
YIJIEKHCIOTO Ta3a B KPOBM) rumnepBeHTHIsLus. llepBuuHOol mnepeMeHHOM
3(p(QEKTUBHOCTU SBISIETCS OTHOCHTENbHOE M3MEHEHHE OT HAYaJIbHOTO
yposHs SRaw (u3mepenHoro mpu miaetusMorpaduu). Takxke MOryT OBITH
MCII0JIB30BaHbl IPYTHe BAIMINPOBAHHbBIE KOHEYHbIE TOUKH.

Vccnenyemas rpyIna namueHToB J0DKHA OBITH PEpe3eHTATUBHOMN 110
OTHONIEHWIO K TpPYyIIeE IalMEeHTOB Yy KOTOPBIX B  TMOCIEHYyIOIIeM
IIpeIosaraeTcsl IpUMMEHEHNe JIEKapCTBEHHOTO TpernapaTa Julsi MWHTaIsIu,
[P 9TOM OHa 00s3aTENIbHO JO/DKHA BKIIOYATEL B ce0s MALMEHTOB OOJBHBIX
OpOHXMaNBbHON acTMOM cpe/iHell TsHKECTH U U3BECTHOM THIIEPPEAKTUBHOCTBIO
Oponxos. [IpuMmeHneHne Takoro Tuma MCCIENOBAHUS ClAenyeT 0O0OCHOBATh, B

TOM HYHCJIE CO CCBLUJIKAMH Ha paHee OHY6HHKOBHHHBIG JaHHBIC HOL{O6HI}IX

HUCCIIeJOBAHUH.
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HezaBucumo ot TOro, xakas mepBuuHasi nepemeHHas >PpQGeKTUBHOCTH
BblOpaHa, OHa JOJDKHA OBITH BamMIUpoBaHa W OOOCHOBAHA WCXOMIS W3
YYBCTBUTEJILHOCTH OTOH IEPEeMEHHOH, I03BOJIsIOUIel  OOHapyKHBaTh
pa3IUYMs MEXy 103aMU MHTAJISILIHOHHBIX TITIOKOKOPTUKOCTEPOUIOB.

103. B obeunx monensx, kak JJIs B3POCHEBIX, TaK U JJis JeTel, OamibHas
OLIEHKa CUMITOMOB, J0Jisi OSCCUMITOMHBIX JIHEH, 4acTOTa HCIOIL30BAHUS
KOPOTKOIeHCTBYIOIINX [2-aroHucToB 51 obocTpeHuit JIOJIDKHBI
PErHCTPUPOBATLCS B KAUECTBE BTOPUUYHBIX KOHEUHBIX TOUEK.

104. Ipyrue mnepemenHble >(GEKTUBHOCTH, KOTOpPbIE MOTLYT OLITh
paccMOTpeHBl, BKIIOYAIOT B ce0sl [poBeJeHUE WCCIeJ0BAHUN YpPOBHS
BBIJIBIXAEMOTO OKCHJA a30Ta U DO3MHOPHIOB B MOKPOTE, MPUMEHEHUE
BaJIMIMPOBAHHBIX OINPOCHUKOB KA4yecTBa JKU3HU U  BaJWJIMPOBAHHBIE
MoKazaTelld UCX0JI0B, cO0DIaeMble nalueHTaMu.

105. Cnenyer MOATBEPIUTD SKBUBAJICHTHYIO 0e30MacHOCTb.
MonuTopuHr 0e30macHOCTH B paMKax IPOBEACHHUS  UCCIIEJOBaHMiA
TepareBTUYecKon 3((MEKTUBHOCTH BKIIOYaeT B ce0s 3alMch MECTHBIX
HEXKEJIaTeNIbHBIX  SIBJIEHUH, JIOOBIX  JOKAa3aTeJIbCTB  MAPaJoKCaJbHOTO
OpoHxocnaszMa M OLIEHKY CUCTEMHBIX AP (DEKTOB.

106. CucreMHyto 0e30MacHOCTh CJIEAYET MOJATBEPAUTE C IOMOILLLIO
(papMaKOKMHETHUECKOW SKBHBAJIEHTHOCTH Y B3POCIEIX (€CIH 3TO BO3MOXKHO
U IO3BOJISIOT XapaKTEPUCTUKHU JIEKApCTBEHHOrO Ipernapara M KauecTBO
aHaymm3a). Ecimu cucremHasi 6€30MacHOCTh HE MOXKET ObITh OLIEHEHa TaKUM
obpaszoM, cieayeT NPOBOAUTH OIEHKY CHCTEMHOW O€301acHOCTH TII0CIe
HHTJIUH  MaKCUMaJlbHO  PEKOMEHJlyeMol  oOleff  CyTOUHOH 103kl
MHTJISIHUOHHBIX TVIIOKOKOPTHUKOCTEPOUJIOB BMECTE C OLCHKOH MEHbBIIEro
peXHMMa JIO3MPOBaHUS JIEKAPCTBEHHOTO IMperapara peryjspHO B TeUeHHE
JUIATEJIBHOTO BPEMEHHM C TOMOIIBI0 HU3MepeHHsl (hapMakoAMHAMHYECKHX

napaMeTpoOB, CBI3aHHBIX C (bapMaKOKHHeTH‘{GCKI/IMI/I [mapaMeTpamH.
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107.11pn  apmakoJMHAMHYECKOH OLIEHKe CHCTeMHBIX 3(deKToB
WHTTALUOHHBIX  [JIIOKOKOPTUKOCTEPOUIOB Y B3POCIBIX  HEOOXOIMMO
MPOBOIUTH OLIEHKY BIIMSIHUSI Ha TUIIOTAJIaMO-TUTIO(QU3aAPHY IO
HAAIIOYEYHUKOBYIO cucTeMy. lIpennoututensHBIM papMakoIMHAMUYECKUM
METOZIOM OILIEHKH THUIIOTAIaMO-TUIIOPU3APHON HAAMOYEUHUKOBOM CHUCTEMBI
SBJIIETCS  IIOBTOPHAsl ~ OLIEHKA W3MEHEHUs1 CYTOUHOM KOHIEHTpAIHH
KOPTU30Jla B IUIa3Me KPOBU IIO OTHOIUIEHHIO K HCXOAHOMY YPOBHIO IIyTE€M
usmepenuii ero AUC (B kadecTBe MEPBUYHOM TiepeMeHHON 3(h()eKTHBHOCTH)
U Cmax. IIpoJoIDKHTENBHOCTE  JIEYEHUS] TIPU  IPOBEJCHUU  TAKOTO
HCCIIEIOBAHUS  cieAayeT  OOOCHOBaTb W OOECHEUUTh  JOCTHIKEHHE
PABHOBECHOI'O COCTOSIHUSL B LEJISIX TPOBEJCHHS OICHKH W CpPaBHEHMsI
MOTEHITHATBHBIX CHCTEMHBIX 3pdekToB MHTAJTSIITHOHHEIX
IIIFOKOKOPTUKOCTEPOUIOB MCCIENYEMOr0, U peepeHTHOr0 JIeKapCTBEHHEIX
npenaparoB. Mcciaenoanue MNPOBOJUTCS C yYacTHEM IMAlMEHTOB OOJILHBIX
OponxuanpHOi acTMoil. Bce wu3MepeHMs TPOBOISTCS B YCIIOBMSIX
KOHTPOIMPYEMOW M TOJHOCTBIO IPOTECTUPOBAHHOW 00cTaHOBKH. Jlis
BBITNIOJIHEHUSI 3TOrO YCJIOBHSL B JHM, KOIJIa BBINOJHSIOTCS HM3MEPEHHS,
IalMeHTH! JOJKHBl HAaXOJUTHCS B CTAllMOHApE.

108. JlanHple 0 0€30MacHOCTH, MOIYyYEHHBIE Y B3POCIBIX OOJBHBIX
OpOoHXMaNbHOM acTMOH, UIIM B MHOW TPYIIe B3pOCIBIX MAIMEHTOB (KOTOpast
SBJSIETCS B JAHHOM CJIyyae CyppOraTtHO TpyIIoi), He MOryT ObITh
9KCTpamonupoBaHbl Ha gaered. Ciydam, TpH  KOTOPBIX HEOOXOIUMO
IPOBEJIEHHE OLEHKU CUCTEMHOMN 0Ge30IacHOCTH Yy JieTel, ONUCaHbl B pasjiele
VIII nacrosimero PykoBojicTra.

109. CucremHyto ©Oe30macHoCTb ClEAYeT MOATBEPIUTh C ITOMOLLIBIO
(papMakoqMHAMUUECKOH SKBUBAJICHTHOCTH C UCTIOMB30BAHUEM 2 PA3IMUHbBIX,

HO  PCJICBAHTHBIX TECTOB HJIH C IIOMOIIBIO (i)ElpMaKOKHHeTH‘-IQCKOfI
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OKBMBAJICHTHOCTH, €CJIM 3TO BO3MOXHO M ompasnaHo (paszmen VIII
Hactosuiero PykoBojcrsa).

110.Bo3MoxHOCTS HMCIOJIB30BaHUS (DapMaKOKHHETHUECKUX JTaHHBIX
Oyzer 3aBHCeTb OT OCOOEHHOCTEH JeKapCTBEHHOrO Ipernapara U KadecTBa
BBIIIOJIHEHUs  aHA/M3a KOHLUEHTpalMi  MeHCTBYIOIIEro  BEleCcTBa B
Ouonoruueckux O KUIKOCTSX. DapMaKOKMHETHYECKHE JAHHBIE CIIELYeT
MCII0JIb30BATh TOJNBKO IPU HAJIWYMU JOCTATOYHOIO o0beMa IyOJHKyeMOoi
MH(pOpPMAUM O CHCTEMHBIX 3(dekrax pedepeHTHOro JEeKapCTBEHHOTO
npenapara B OTHOIUEHWM TUIIOTATaMO-TUIO(PU3APHONW HAAMOYEYHHKOBOM
cucTeMbl y gereil. Ecnu ucnonws3zoBaHue (apMaKOKUHETHYCCKMX JTaHHBIX
BCECTOPOHHE OOOCHOBAHO, MX MOXET OBITh JOCTATOYHO JUIS OLIEHKH
DKBUBAJIEHTHON CHCTEMHOH 0O€3011acHOCTH JIEKApCTBEHHOIO Iperapara Jyis
MHrajasnui y neredl. Takum obOpasom, cucremHas 0e30mMacHOCTb y Jereit
TMOJATBEPIKAAETCS IIyTEM BBIIOIHEHUs] KAK MMHUMYM OJHOTO M3 CJICAYIOIIUX
YCIIOBUA:

a) mpoBeeHHE 2 (papMaKkoJUHAMHUYECKHUX OIEHOK O€30I1acHOCTH —
OLIEHKH CHCTEMHBIX 3((HEKTOB UHTASIIMOHHBIX TIIIOKOKOPTUKOCTEPOUIOB Ha
THIIOTAIAMO-TUIIO(U3APHYIO HAATOUYEYHUKOBYIO CUCTEMY U OLEHKH BIIMSHHS
Ha POCT (C UCMONBb30BaHUEM CYPPOTaTHOTO MapKepa), Hilu

0)nposenenue (papMaKOKMHETHUECKOW OIEHKH, €CTH 3TO BO3MOXHO M
nonaaeTcsi 000CHOBAHUIO.

111.B Hacrosimee Bpemsi m1oja (papMakOAWHAMUUYECKOH OLEHKON
CUCTEMHBIX 2(()EKTOB MHTAISIIMOHHBIX TIIOKOKOPTHKOCTEPOUIOB Yy JIETeH
NOHMMAETCS OIEHKA BIMSIHUS MHTAISLUOHHBIX [NTIIOKOKOPTUKOCTEPOHUIOB Ha
TUIIOTAIaMO-TUIO(DU3APHYIO HaIIOYEYHUKOBYIO CHCTEMY M CKOPOCTh pOCTa

KOCTEH TojieHM (KHEMOMETpHs) B KadyecTBE CypporaTHOro Mapkepa s

pocra.
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112.YV nereft Moryr ObITb TpPOBENEHBI CIEAYIOLIME HCCIEIOBAHUS
(YHKIMH TUIOTaNaMo-TUo(GU3apHOil HAAIOUEYHHKOBOW CUCTEMBI:

MOBTOpHAsT OLIEHKA M3MEHEHHUS] KOHLEHTPALUW KOPTU30Jia B ILIa3Me
KpOBH B TedyeHHe 12 4acoBoro mepuoja 1o OTHOILCHUIO K HAYAILHOMY
ypoBHto, wu3Mepsemas ¢ nomowrpd AUC (B KkadecTBe MepBHYHOIM
nepeMenHoi) ©  Cmax. IlpogomkuTenbHOCTH  JICUeHHMS TPU  TaKOM
MCCIIEJIOBAHMM  CTIelyeT O00OCHOBaTh, a TakkKe ClIeAyeT 00ecneunThb
JOCTH)KEHHE PAaBHOBECHOI'O COCTOSIHMS, B LENSIX IPOBEJACHHS OIEHKH H
CpaBHEHMsI IOTEHLMAIBHBIX CHCTEMHBIX A(PQPEKTOB  HMHIaJIsAMOHHBIX
MIIFOKOKOPTUKOCTEPOUIOB MCCIEAYEMOTO U PedepeHTHOrO JIEKapCTBEHHbIX
npenaparos. Mccnenosanue NpoBOAUTCS € ydacTheM JieTell  OOJbHBIX
OponxuanbHON acTMO#. Bee m3MepeHus 10KHBI TIPOBOJUTECS B YCIOBUSIX
KOHTPOJIUPYEeMOH 00cTaHOBKU. JIJisi JOCTHIKEHHS] 3TOH €M JETH JIOJKHBI
HaXxOJUTHCs B CTAl[HOHAPE B T€ JIHU, KOTJIA BEITIOHSIOTCS] M3MEPEHMSI;

KOHIIEHTpaL{s CBOOOJHOTO KOPTHU30Ja B CYTOYHOHW MOYe SIBIISETCS
IIEPEMEHHOM, KOTOpas MOXeT OBITh WCIOJBh30BaHA IIPU OLIEHKE BIUSHUS
VHTAIAIHOHHBIX TIIIOKOKOPTUKOCTEPOUIOB Ha THUIIOTAIAMO-THITO(PH3APHYIO
HAATOYEYHHKOBYIO  CHCTEMY, OJIHAKO JTOT TEeCT SBJSIETCA  OoJiee
TOAXOJAIIMM [l OIIEHKH IMAllMEHTOB ¢ BbICOKMMH YPOBHSIMH KOPTH30J1a B
MOYE M0 CPAaBHEHHIO C TALMEHTaAMHM Yy KOTOPBIX HAOJIONAIOTCS HHU3KHE
yposHHu. llpu cbope oOpasloB MoOYM BCeria BCTPEYAlOTCs 3aTpyaHEeHUs,
00pa3zIbl MOYM YaCTO SIBJISIIOTCS HEMOJHBIMH, YTO IPUBOIAMUT K CIOKHOCTH B
MHTEPIIPETAlMK, U B JajlbHEHINEM pe3yJbTaThbl UCCIICOBAHUS MOTYT UMETh
HeOoNbIIyI0  LeHHOCcTh. [losToMy Takoe wuccnenoBanue — QyHKIMHU
IUNIOTAIAMO-TUIIO(PHU3aPHOM  HAJMOYEUHUKOBOM CHCTEMBI HE CuUMTaercs
ONTHMAJIBHEIM, HO €CIIM  OHO TIPOBOJUTCS, Moua JO/DKHA OBITh

coOpaHa B yCJIOBUSIX KOHTPOJIMpPYeMO# o6cTaHoBKH. JIJIst JOCTMIKEHUS HTOM
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LeJd JIeTH JIOJDKHBI HAXOAUTHCS B CTallMOHApe B T€ JIHU, KOTJa IIPOBOAUTCS
cbop mMoum.

OueHka rumoTasaMo-runopu3apHod  HaIOYEUHHKOBOH  CHUCTEMBI
IlyTeM NPOBEJNECHUS HCCISOBAHUS CIIOHTAHHON CEKPErnu KOPTHU30J1a MOXKET
MICHTH(OUIMPOBATL  TOJBKO JeTel, HMEIOMNX JIOBOJIBHO CEPbE3HBIE
OTKJIOHEHHMSI CO CTOPOHBI TUIIOTAIaMO-TUNO(GHU3APHONH HAAIIOUYEYHUKOBOM
CHUCTEMBI, KOTOPbIE MPOSIBISIFOTCS B HECTPECCOBOM COCTOSIHMM. Yaie Bcero
JETH, MOJIyYaroliye JIeUeHHe UHIAISIHOHHBIMU TITIIOKOKOPTUKOCTEPOH IAMH,
MMET HOPMAJIbHYIO KOHIEHTPALMIO KOPTHU30J1a B HECTPECCOBOM COCTOSIHUH
M HE MOTYT OTBEYATh COOTBETCTBYIOILUM YBEIHUYEHHEM KOHIEHTPalUH
KOPTH30Jla B CBIBOPOTKE KPOBM BO BpeMs CTpecca (HampuMep, WH(EKINH,
TpaBMEL | T. J1.). B npouecce npoBeneHus UcCaeI0BaHUs OTH JETH HE MOI'YT
OBITH 3apaHee MJCHTU(PHUIMPOBAHBI MyTeM HU3MEPEHHs KOPTH30J1a B ILIAa3Me
KPOBM M B MOYe, KaK OmucaHo Bbimie. [ToaToMy BaxHO, 4TOOBI OLEHKA
CHCTEMHON O0€30I1aCHOCTH JIEKapCTBEHHOI'O Ipenapara AJisl WHraIsui y
JeTel  Bcerga  BKIOUana 2 pasaHuUHBIX  (papMaKoJIMHAMHYECKUX
MCCsIe10BaHus 0€30TIaCHOCTH, ONIMCAHHBIX BhIlle. BeIOpaHHEIE HCCIie10BaHMs
JIOJI’KHEI OBITE 0O00CHOBAHEL.

113.Ckopocth pocra He clieyeT paccMaTpuBaTh Kak Haubosee
MOAXOJAIIMHA M €IMHCTBEHHBIH IIapaMeTp OLEHKH CUCTEeMHBIX 3(QQeKToB
UHTISAIUOHHBIX TIIOKOKOPTUKOCTEpOU0B. Poct pebeHka MokeT OBITh
HOPMAaJIbHBIM, HO TMIOTaJaMo-THIO(H3apHasi HAANOYEUYHHKOBAs CHCTEMA
MOXKeET ObITh mofapieHa. [Ipu 5Tom oLEeHKy pocTta ClIeayeT paccMaTpuBaTh
ONHOBPEMEHHO C OLICHKOH BO3AEHCTBHUSI Ha THUIOTANAMO-THIO(PH3APHYIO
HaJIIIOYEUHUKOBYK) CHUCTEMY, [PHU KOTOpPOM cHCTeMHass 0e30I1acHOCTb
yCTaHABJIMBACTCS myTeM BBITTOJIHEHUS HCCIIeIOBAHUN

(bapMaKOI[HHaMH‘ieCKOfI OKBHBAJICHTHOCTH C BBITIOJIHEHHUEM .



50

a) TOYHOTO M3MEpeHUsl JIMHEeHHOTro pocta B TeueHHe 12 MecsueB Wiu
Oosblle (MpeanouYTUTENHHBIA METO/1) U OLEHKON Macchl TeJla;

O) KHEMOMETpUH, KOTOpasi He OTHOCHTCS K ITOKA3aTellsiM OLIeHKH
JIMHEMHOTO pOCTa, HO SABJSETCS YYBCTBUTEIBHBIM (DapMakogMHAMHUUECKHM
TECTOM JUISl OLIEHKM CHCTEMHOIO JEeHCTBUSL TIIOKOKOPTHKOCTEPOHIOB,
NO3BOJISIIOINMM YCTaHOBUTEL €0 BIMSHUE HA OPTaHu3M IyTeM 3aMejIeHHs
CKOpOCTH  pocTa  KocTeW  romeHu.  KpaTkKocpouHble — H3MEHEHHs,
MOATBEpXKAAroLIe 00ee HU3KYIO CKOPOCTh POCTa KOCTEH I'OJIEHH B TEYeHHe
4 — 8 Henesb, U3MEPEHHYIO C IOMOUIBIO KHEMOMETPHH, IIIOXO KOPPETUPYIOT
C JMHEHMHBIMH M3MEpPEHUsIMH pOCTa W MOTYT TPHUBOAUTL K 3aBBIIIEHHOM
OIIEHKE JIOOBIX TOTEHUHAIbHBIX BO3/IEHCTBHIl TIIOKOKOPTHKOCTEPOUIOB Ha
pocT yesioBeka. TeM He MeHee, KHEMOMETPUS SIBJISIETCS YyBCTBUTEILHBIM U
TIOJIE3HBIM METOZOM HCIIOJIb3YEMBIM B KauyecTBEe CyppOraTHOTO Mapkepa
pocra, ecii MCCieyeMbli JIEKapCTBEHHBIH Ipernapar CpaBHUBAIOT C XOPOIIO
M3BECTHBIM  Pe(EpPEeHTHBIM  JIEKAPCTBEHHBIM  TIPEHapaTOM ¢  YeTKO
orpeie/ieHHbIM TpoduneM OesomacHocTU. Mcnonb3yemast TakuM 00pazom
KHEMOMETpPHUsSI MOXKET OBITH IOKa3arelleM SKBMBaleHTHOCTH. KHemomerpus
SIBJISIETCSI BaJIMIUPOBAHHEIM, TOYHBIM, BOCIIPOU3BOIUMBIM, HO
IPOMOJDKUATENLHEIM — HccliefoBanueM.  [loatoMy — mpoaoInKUMTeIBHOCTD
KHEMOMETPHH MeHee 4 HeJleNb CIeyeT CIelHalbHO 00OCHOBEIBATE.

114.Ecnu (apMakoKuHETHYECKUE HCCIIE0OBAHKS C YYacTHEM JeTei
MPOBOJSATCS Ul OLIEHKM CHCTeMHOH 0e30macHOCTH, KOHIEHTparus
JIEACTBYIOILErO BELIECTBA NOJKHA OBITh H3MepeHa B IIa3Me.

115.JIro0Ble METO/BI OIIEHKH CHUCTEMHBIX 3(P(MEKTOB MHIaIsSLHAOHHEIX
TIIIOKOKOPTHKOCTEPOUIOB, NIPUMEHSAEMBIX Y B3POCIBIX WJIM J€TeH J0JIKHEI
ObITh OmucaHel ¥ OOOCHOBaHbl B MpOrpaMMe  HCCIENOBaHWH U

B PETHCTPAIIMOHHOM JOCHE JICKaPCTBEHHOTO MpemapaTa JJIs1 WHIAJISILWH,
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116.B cooreerctBun ¢ nyHkToM 26 [lpaBun perucrpanuu u
OKCIEPTHU3Bl JIEKAPCTBEHHBIX CPEACTB VISl MEIUIMHCKOrO NpPUMEHEeHHH,
yTBepkieHHbIX Pemennem Coseta EBpasuiickoit 3kOHOMMYECKOH KOMUCCHHI
or 3 HoAbpsa 2016 r. Ne 78, paszpaboruumk (mpoU3BOJAUTENH) BIIpaBe
00paTUThCS B YIMOJHOMOYEHHBIE OpraHbl WK JKCIEepPTHBIE OpraHu3aluu
rOCyJapCTB-4JIEHOB EBpasuilcKOro 5KOHOMHUYECKOro cow3a (maee —
rOCy/IapCTBa-UJIeHbl) 32 HAYYHOU U MpeperucTpallioHHON KOHCYJIbTaluel B

COOTBETCTBHUH C 3aKOHOOATCIILCTBOM 3THX IoCyI1apCTB.

4. VccnenoBanue TepaneBTHUECKON 3KBUBAJIEHTHOCTH
B 3aBUCHMOCTH OT BUJa JIEKAPCTBEHHOIO Mpenapara

KoMOMHHpOBaHHEBIE JIEKAPCTBEHHBIE MPenapaTh

117.B  oTHOomeHMHM  (PUKCUPOBAHHOW KOMOHWHALIMM  H3BECTHBIX
JIEKapCTBEHHBIX CPEICTB, Ileé KOMOMHAIUS aKTHBHBIX BEIIECTB HE SIBJISETCS
HOBOM W JUIsI KOTOPOH CYyIIECTBYIOT pedepeHTHble KOMOMHUPOBAaHHEIE
JIeKapCTBEHHBIE Tpenaparhl, TepaneBTUUecKass 3KBUBAJICHTHOCTh JOJDKHA
OBITH JOKa3zaHa AJid KaKIOTO M3 aKTUBHBIX BeIIeCTB KOMOMHMPOBAHHOTO
JIEKapCTBEHHOI'0 TIIperapara, W, COOTBETCTBEHHO, JU3alH WMCCIeIOBaHMSs
Oyner 3aBUCeTb OT KOHKPETHBIX aKTHBHBIX BEIEeCTB KOMOHWHAI[WH.
Hanpumep, apdexTuBHOCTS U 0€30MaCHOCTh KOMOWHAIIMH WHIASIUOHHBIX
IIIIOKOKOPTUKOCTEPOMJIOB U JUIMTEIbHOAEUCTBYIOMIMX  [32-arOHUCTOB
aJlpeHOPELIENITOPOB MOTYT OBITH HCCIENOBAHEI B paMKaxX MPOBEACHUSI OJTHOTO
HCCIIEIOBaHMs, B  KOTOPOM  MPEIyCMOTPEHBI  KPUTEPHHM  OILEHKH,
MO3BOJISIIONIME OLEHUTh 00a aKTHBHBIX KOMIIOHEHTa KOMOWHALUU B
OTAEIBHOCTU (HEOOXOMMO OINPENEIUTH COBMECTHBIE NMEPBHYHBIE KPHUTEPHH
3(Q(PEeKTUBHOCTH, 1O OJHOMY JJIsl Ka)J0r0 KOMIIOHEHTa KOMOHHALIHMM).

,HHSaﬁH HCCIICNOBaHMA BKJIIOTACT B celst 2 JO3bI KaxXaoro
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KOMOMHMPOBAHHOTO  JIEKAPCTBEHHOIro  mpemnapara  (Wccienyemblii 1
pedepeHTHBI KOMOMHUPOBAHHLIH JIEKAPCTBEHHBIE MPENaparbl) B LENSX
OIIpEJICJIEHHsI CTATUCTHYECKH 3HAYMMOH 3aBUCUMOCTH «J103a — 3 dexTy.

118.Kpome ycraHOBIeHUSI TepameBTHUECKOW SKBMBAJIEHTHOCTH, B
OTHOILEHUY KOMOWHALMH MHTaJSILHOHHBIX TIIFOKOKOPTHKOCTEPOUIOB |
JUTTENILHONEHCTBYIOIUX  $2-arOHUCTOB  aJPEHOPELENITOPOB MOIYT OBITh
MIPOBEJICHB! OTAEIIBHBIE UCCIENOBAHUS, OLICHUBAIOIINE KaXKIBIH OT/E/IbHBIA
JNEUCTBYIOLIUM KOMITOHEHT. Db HeKTHBHOCTE KOMITOHEHTA
JUIATENBHOJENCTBYIOIIUX  2-arOHUCTOB  aJIpeHOPELENITOPOB MOXKET OBITh
OLEHeHA TIIOCIE MPOBEJACHUs MHIaSILMKM  OAHOKPATHOW JI03BI IIyTEM
M3MepeHus OpOHXOIMIAaTALMM Ha TMPOTSHKEHHH, Mo KpaiiHel mepe, 80 %
BPEMEHHU  JEHCTBUSA  OTOrO0  KOMIIOHEHTa, WIH TMpU  IPOBEICHUU
OpPOHXOINPOBOKALMOHHBIX ~HCClenoBaHui. D(PHEeKTHBHOCTL KOMIIOHEHTA
UHTISUOHHBIX TIIIOKOKOPTUKOCTEPOHIOB OLIEHUBACTCS TIPU HM3YYEeHUH
MHOTI'OKPaTHBIX (IIOBTOPHBIX) MHTANSIMNA 036 HA IPOTSHKEHUM BCEro
BPEMEHHU IIPOBEJIEHMs MCCIIENOBaHUSA (B COOTBETCTBHHU C TIOApA3feioM 2
paszena V Hactosiiero PykoBoyicrsa).

119.B oTHOmEHHWH HOBBIX KOMOWMHHMPOBAHHBIX JIEKAPCTBEHHBIX
IpenapaToB (IpenapaToB ¢ (UKCHPOBAHHOM KomMOWHarMed IefCTBYIOLMX
BEIIECTB) IPHU OTCYTCTBUM OJOOPEHHOro peepeHTHOTO JIEKApCTBEHHOTO
npenapara ¢ (UKCHpPOBaHHONH KOMOWHANMEHW MEeWCTBYIONIUX BEIIECTB B
KayecTBe TIpPYMNIbl CPaBHEHWs, KpPOME TPYNNB C  HCHOJb30BAHUEM
KOMOWHAIUN MOHOKOMIIOHEHTHBIX JIEKapCTBEHHBIX npenaparos,
HEOOXOMMO BK/IIOYEHHUE JOMONHUTENBHON TPYIIBl, KOTOpas ObI IMOJyYana B
Ka4yecTBEe BO3AEHCTBMSI TOJLKO | MOHOKOMIOHEHTHBIH JieKapCTBEHHBIH
npenapar, CoJepKalui HHralsIHOHHbIE TIFOKOKOPTHKOCTEPOuIbl. | pyima
JICUEHHUsI, TOJyYaras TOJbKO | HHralSIMOHHBIA TIIIOKOKOPTHKOCTEPOM

MOXKET MNOJYy4daTb Ty XK€ J03Y INIIOKOKOPTHKOCTEpPOHIA, YTO M TIpyIIia
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TOJTyYarolias KOMOMHUPOBAHHBIH JIEKaPCTBEHHBIH Mpernapar, Uil B Ka4ecTBe
AIbTECPHATHBHOIO PEXKHMMa JTO3UPOBAHUS JIOMYCKAETCs MCIOIL30BaTh OoJjee
BBICOKHE J103bl MHTASIIMOHHOTO TIIOKOKOpTUKOCTepouaa. s perucrpanun
TaKUX JICKapCTBEHHBIX pernaparoB MpeCTaBIISIeTCS MOJTHOE
pErHCcTpalMOHHOE 10CKE,

120.Ouenxa  0Oe3omacHOCTH  KOMOMHHMPOBAHHBIX  JIEKAPCTBEHHBIX
npernaparoB M OLEHKa Oe30MacHOCTH OTHENBHBIX JACHCTBYIOIIMX BEIIECTB
IIPOBOJHUTCS B COOTBETCTBMM € MOApazfesoM 2 pasjena V HacTOSIIEro
PykoBojcTRa.

121. KomOuHupoBaHHbIE JiIeKapCcTBEHHBIE Mpemaparsl i jeTeit
pa3pabaTeIBalOTCSl B COOTBETCTBUU C MOpas/iesioM 2 pasaena V HacTOSIIero

PykoBoncTBa, ecinu He 000CHOBaHO HHOE.

Habops! 17151 MHransuui u crieralibHbie CpecTBa
B MHTAJISIIHOHHOUN Teparnuu

122 Tlpumenenue  HaboOpoB ISl  WHTAISIIUAA  JOMYCTHMO B
HUCKIIOYHTENILHBIX CIIy4asiX ¢ y4eToM HeoOXoJuMbIX obocHoBaHui. K Takum
CJIy4yasiM OTHOCSITCS:

a) yly4loIeHHE OLEHKM COOTHOLICHHS «IOJib3a — pHCK» IIPHU
npyuMeHeHuH Habopa s WHraBIIAA 33  CcYeT CyMMHMpOBaHHS U
MOTCHUHPOBAHKUS TEPANEBTUUECKOIO IEHCTBUSI AKTUBHBIX KOMIIOHEHTOB I10
CpPaBHEHHMIO C IIPUMEHEHUEM KaXJIOr0 W3 AaKTUBHBIX KOMIIOHEHTOB B
OTIEJILHOCTH;

0) yBenu4eHre KOMIUIaeHCa U MPUBEPIKEHHOCTH TAIMEHTOB K TeparHiu
110 CPaBHEHHUIO C TOH YK€ CaMOW Tepamued B BHUJIE OT/ENbHBIX aKTHBHBIX
BCILICCTB, BBOAUMBIX C IIOMOIIBIO OTHE/IBHBIX YCTPOKCTB, NIPH YCIIOBHH, UTO
JaHHas ~KOMOWHAaIMs AaKTHBHBIX KOMIIOHEHTOB YK€ M3BECTHA W

PEKOMEH/I0BaHA B COCTaBe KOMOMHUpPOBaHHOW Tepamuu. I[lpu 3TOM
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JOKa3aTesIbcTBa  KJAMHUYECKOW  3HAUMMOCTH  (peJIeBaHTHOCTH)  TAKOI'O
YBEJIMYEHHSI KOMIIJIACHCA U IIPUBEPKEHHOCTH MAUEHTOB K TEParuu JTOJKHBI
OBITH TOJIydeHbl B HaJIeKalUM 00pa3oM CINTAHHPOBAHHBIX HCCIIE0BAHMSIX
C y4acTHEM LIeJIeBOI Iyl MAIlMeHTOB.

123.B  coorsercrBuu ¢ mnyHkroM 26 llpaBwia peructpanum  u
OKCIEPTU3bI JIEKAPCTBEHHBIX CPEACTB JJIS MEAULUHCKOTO IpHMEHEHus,
o BONpocy (hopmaTa MoJayll 3asBICHHS HA PETHCTPAIUIO JIEKAPCTBEHHOTO
mpenapara I MHrajisiuid B BuAe Habopa A MHTASIIUE pa3paboTdmk
(mpon3BoJUTENb) BIpaBe OOPATHUTHCS B YIOJIHOMOYEHHBIE OPraHbl MM
SKCIIEPTHBIC ~ OpraHu3aliyl  TOoCyHapCTB-YJI€HOB  3a  HAy4YHOH |
IpeApEerucTpaliOHHON KOHCYJIbTallUel B COOTBETCTBUH c

3aKOHOAATEJILCTBOM OTHUX I'OCYy1apCTB.

VI. Kiiuundeckue uccneJoBaHus ¥ H3MEHEHHE
crienupuKamif

124. Crienupukanuss  JIeKapCcTBEHHOTO Iperaparta Julsl  WHTaJISIIAN
COCTABJISIETCS HA OCHOBAaHMM (PapMaleBTUUECKUX JaHHBIX CEpUMl TaKOIo
[Ipernapara, HCIOJb30BaHHBIX B KIMHUYECKUX HCCIIeoBaHusIX. JIroOble
W3MEHEHMS] B YKa3aHHBIX chelnuuKkauusx (Hanmpumep, HU3MEHEHHE 035l
MEJIKOJIUCTIEPCHBIX  (TOHKOJAUCIIEPCHBIX) YaCTHI[) TakKe JOJDKHBI OBITh
IOATBEPIKAEHLl JaHHBIMU IOJIYyYEHHBIMH Ha CepUsX JIEKaAPCTBEHHOIO
npenapara, IpoLIeJIINX KIMHUYeCKUEe UCCIIeJOBAHuS.

125. Pacimpenue rpaHull KpUTEPHEB IIPHEMIIEMOCTH JJIsl TIOKa3aTelei
KauecTBa, BKIIOUEHHBIX B CIELU(UKALMIO JIEKAPCTBEHHOIO TIpenapara s
VHTASIUA, HE MOMKET BBIIOJHITBCS TOCHe 3aBepIICHUS KIMHUYECKUX
UCCIICIOBAHUH JIEKAPCTBEHHOIO IIperapara JUisl MHrallauuid 6e3 mepecMoTpa

pe3yJbTaTOB €ro KIIMHUYECKOTO U3yUeHHUSI.
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VII. JlexkapcTBeHHEIE Mpenaparthl s JTeUeH s

XPOHUYECKON 0OCTPYKTUBHOM OOJIE3HH JIETKHX
126. Knunuyeckne mMceneoBaHusl JIEKapCTBEHHBIX [PENapaTtoB s
JIeYEHUs] XPOHUUECKOH 0OCTPYKTMBHON OONE3HM JIETKUX CJICYeT MPOBOIUTh
B COOTBETCTBHH C MoJpasziesioM 2 paszena V Hacrosiero PykoBoactsa. [Tpu
OTOM H€ JIOIyCKAaeTCs HKCIIOJIb30BAHME B KayecTBe IeJiei MCClIeNOBaHuUs
MOKa3aTeNled,  YCTAHOBJIEHHBIX Uil TPYIIbl  MAlUEHTOB  OOJIBHBIX
OponxmanbHOIl acTMoif. B kauectBe 1eneil Mccle0OBaHUS JOMKHBI OBITH
YCTaHORBJIEHBI IIOKA3aTENIM, WCIIOIb3yeMble IPH KINHUYECKOM H3yYEHUH
JIEKapCTBEHHBIX TMPENaparoB [l MOCTOSHHON (MOAAEPKUBAIOIIEH) Tepanuu

MaLUEHTOB ¢ XPOHUYECKOH 00CTpyKTUBHOM Oomne3HbIo Jierkux (XOBJI).

VIII. OcobeHHOCTH NpOBEAEHNUS UCCIIeJOBAHU JIeKapCTBEHHBIX
[penaparoB JUIsi MHTISLUNA ¢ ydacTueM JeTed U IOAPOCTKOB

127. ins pa3paOoTKH JIEKApCTBEHHBIX MMPENapaToB s MHTASINH As
IPUMEHEHHs Y JIeTeld M NOAPOCTKOB, IPU IOATBEPIKICHUN TeparieBTHYECKON
SKBUBAJICHTHOCTU 2 JIEKAPCTBEHHBIX IPENapaToB IS MHTASALMH, CIemyer
npoBecTH (apMakoKHHETHYeckue U (apMaKkoJUHAMHYECKHe W (HiN)
KJIMHHYECKHE MCCieoBanus. Takue MccieqoBaHus MPOBOJSTCS ISl BCEro
BO3PAcTHOI'O JMana3zoHa JIETCKOIO BO3pacTa, IIPU 3TOM CIEIYET, HCXOMIS U3
MH(OPMALMK O MpeJoiaraeMoM IPUMEHEHHH JIEKapCTBEHHOrO Mpernapara
IUTS. MHTANSLAN, TPEeIyCMOTPETh HMX IMPOBEJAEHUE OTACIBLHO i KaXmIol
BO3PACTHOM MOArpyNIIkEl (MeHee 2 JeT, oT 2 10 5 neT, oT 6 10 12 jner).

128. Kimunuyeckre HMCCIeoBaHUs MOTYT TPOBOAMTBLCS C y4acTHEM
MOJIPOCTKOB, TIPH 3TOM CJIEAyeT 000CHOBATH, /Ul KAKUX BO3PACTHBIX TPYIIII
MOJAPOCTKOB UCCIIENOBAaHUE OyIeT IIPOBOJIUTHCS, a JJIT KAKHX HET.

129. Jlannele, mnofyueHHble B XOJe TIPOBEIEHUS MCCIEIOBAHUMA C

y4yacTHeM B3POCIION IOMYJSALMK, CIEAYeT YUYHUTBIBATL TNpU pa3paboTke
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JeKapcTBeHHOro « npenapara Juist gerei. CylecTBYIOT pa3mudusi Mexy
B3POCIBIMH M JETbMH M, OCOOEHHO, IeThbMH MIIAJIIET0 BO3pacTa (a Takxe
MEXIy IE€TbMHU OOJIbHBIMM OPOHXHAIBHONH acTMOM M JIETbMH C HOPMATbHOMN
QyHKUIMER AbIXaTeNBHBIX MyTel), KOTOpBIE MOTYT MOBJIHUATH HA PE3yNbTATH
OUEHKH OS(QPEKTUBHOCTH M Oe30MacHOCTH TMPUMEHEHMS JIEKAPCTBEHHOTO
npernapara y jerei. [losTomy sKcTpanonsius pe3yabTaToB HCCie0BaHuii y
B3pOCIIBIX Ha JeTed MoxeT ObITh HeOezomacHa M HeonpapgaHa Juls
CIIEAYIOLIUX BUOB UCCIIEIOBAHUM:

a) McclieIoBaHue, POBOIUMOE C YUYaCTHEM B3POCIIIX;

O)uccne0BaHre, MPOBOAMMOE C y4aCTHEM B3POCIBIX B COYETAHHHU C
JIAaHHBIMHU 1 Vitro;

B) MCCIEIOBAHKE, IIPOBOJUMOE C YUYacTHEM CYpPpPOraTHOH TI'PYIIIHI
B3POCIIBIX MAI[UEHTOB;

I') HCCIIe0BaHKE, TPOBOMMOE C YUACTHEM 30POBLIX JETEiA.

JlekapcTBeHHble  mpemapaThl  MOIyT OBITh  OKBUBQJIEHTHBIMHM Y
B3POCJIBIX, HO MOTYT OBITh HEOKBUBAJIEHTHEL Y JIETEH.

130. IpixarenbHble MyTH A€Teld MUIaIlero BO3pacTa OTIHYAOTCS OT
JOBbIXaTCIbHBIX ITyT€H B3POCIBIX. TakXe KOJIMYECTBO O3Bl BIBIXA€MOTO
JIEKAPCTBEHHOTO Mpenapara JUis MHTANSIMH, DOCTHUTAIOIEro HIDKHHX
JAbIXaTeJbHBIX IIyTeH, y Jered OyHeT OTIMYaTbCs OT JIOCTaBJIEHHOIO
KOJIMYECTBA JICKAPCTBEHHOIO IIperapara JJisi HMHTaSIMA Y  B3POCIBIX.
PebeHoxk wuMeer wuHOH mnpodWiIb OBIXAHMs, JbBIXaTeIbHBIE OOBEMBI
OTJIMYAIOIIMECS  OT  JIBIXaTEJIbHBIX OOBEMOB  B3POCHBIX, TI'EOMETPHUIO
AbIXaTeNIbHBIX IyTed u T. . CONpoTHBIEHUE [BIXATENIbHBIX IyTeHd WU
MHCTIMPATOPHBIA (Ha BJIOXE) MOTOK pasIMyYalOTCs Yy JeTed crapiiero u
MJIaIIEr0 BO3pacTa.

131. XapakTepucTUKH yCTPOUCTBA 1OCTABKH, KOTOPBIM KOMITJIEKTYETCS

JICKapCTBEHHBIM Mpenapar 1Jisd UHTalsUuid, MOTYT He TO3BOJISIT MPABUIIBHO
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€r0 MPUMEHUTH Y JEeTeH. DTO MOKET MPUBECTH K U3MEHEHHIO COOTHOIIEHUS
«II0JIb3a — PUCK» JIJIs JIEKapCTBEHHOrO Ipernapara y pedeHKa Mo cpaBHEHUIO
C Te€M, KOTOpOe HAONIIOIATI0Ch Y B3POCIIBIX B CBSI3U C TEM, UTO'

a) UCTIONIB30BAHME  HE  AKTHUBUPYEMBIX JBIXaHHEM  JIO3MPYIOIINX
HHTAJIATOPOB 110J1 JIaBJIEHHEM peOEHKOM MIIaJIIero BO3PAcTa HE IO3BOJISIET
nobutbcs Takoro ke 3¢dexra, YTO TPH MCMOJIL3OBAHUH B3POCIBIMH,
MOCKOJBKY  J€TH  MJIQJLIEro BO3pacTa He CHOCOOHBEI  00ecrnedyuTh
HEOOXOMMBIN ypOoBEeHb KOOPAHHALMU BJOXA JIEKAPCTBEHHOI'O IMperapara u
3allycka YCTpOHMCTBA, 4YTO B pe3ysbTaTe MOXKET HPUBECTH K IOTepe
TepaneBTHYecKoro adekra;

O)ucnone3oBaHHe —crelicepa ¢ HE AKTHBUPYEMBIM  [bIXaHHEM
JO3MPYIOIIUM HHIaISTOPOM IOJ AaBIEHUEM MOXKET YBEIMYMTH KOJIUYECTBO
NOCTyMaIOIIeH B JIETKME BJBIXaEMOH J103bl JIEKAPCTBEHHOI'O Ipernapara o
200 %, B 3aBUCHMOCTH OT XapaKTepHCTHK cCrielicepa, Bo3pacTa eTeil u
TeXHUKH WHrajasuud. IIpy cpaBHeHHMM 2 jeKapcTBEHHBIX MpenapaToB Juls
WHTJSIIAH, TPUMEHSEMBIX C HEe aKTUBUPYEMBIM JABIXaHHEM [A03UPYIOIIUM
HHTaJIITOPOM  TIOJ]  JABJIEHHEM,  OKBUBAJIEHTHOCTL  MOXET  OBIThH
MOATBEPXK/IeHa MPH YCJIIOBUM WX NPHMEHEHHUs Oe3 crelicepa, HO He Oymer
TOATBEPKIAEHA IIPU IPUMEHEHUH UX CO CIielcepom;

B) Ojlaronapsi BHYTpPeHHEMY COINPOTHBIEHHIO HHTAASATOpa CyXOro
MOPOILIKA TAKOW MHIAIATOP TPYJHEE UCIOIb30BATh Y AETel, YeM Y B3POCTIbIX.
Ilo3TOMy Ip¥ CpaBHEHMH 2 HHTAIATOPOB CYXOro MOPOIIKA, KOTOPHIE MOTYT
OBITH DKBUBAJICHTHBI Y B3POCIIbIX, TaKas SKBHBAJIEHTHOCTh MOXET OBITh HE
MOJITBEPIKAEHA Y JETEH, JUld KOTOPBIX XapakTepHa Oojiee HH3Kas MMKOBAs
CKOPOCTh BJOXa (IMKOBBIM HHCIUPATOPHBIN MOTOK).

132.Puckn n HexenaTebHbIC PEaKIMH TMPUMEHEHUS WHTATSIIMOHHbBIX
TJIFOKOKOPTHKOCTEPOUIOB OTIMYAIOTCS B Pa3HbIX BO3PACTHBIX Ipymmnax. [eTu

K MOJIOJbIC JIFOOAW II0 CPABHCHHID C IIOXKWJIBIMHK  JIFOJABMHU OoJee
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BOCIIPMMMYMBEI K CHUCTEMHBIM HEXelaTeJIbHbIM SIBJICHHSIM, B TOM YUCIIE,
yrpokaromuM xku3Hu. Ilooromy ecnm moaTBepiKIeHa HSKBUBAJIEHTHOCTH
CpPaBHUBAEMBIX JIEKAPCTBEHHBIX IMpPEnapaToB B OTHOIICHUH CHCTEMHOIN
0e3011aCHOCTH Y B3POCIBIX, 3TO HE MOMKET SBJSITLCS J0KA3aTENILCTBOM
SKBMBAJIEHTHOH 0€30I1acCHOCTH JIEKAPCTBEHHBIX IIperapaTtoB y JeTel.
C npyroii CTOpOHBI, MECTHBIE HEKENATeNbHBIC SBJICHUS TOPaA3N0 PEKE
BCTpeYaloTCs y JeTel, YeM y B3pOCHbIX. TakuM o0pazoMm, paziinymus,
CYIIECTBYIOIIME MEXIY HCCIIeAYEeMBIM U pe(epeHTHHIM JIeKapCTBEHHBIMU
npenapatamu JUisi WHTaJsIMd, MOTYT OBITH KIMHUYECKH HEe3HAYHUMBI Y
B3POCIIBIX, HO KIIMHMYECKH 3HAUUMBI Y JIEeTEH.

133.Ecnmu  HOBBIM  JI€KapCTBEHHBIM  mpemapar Juisl  MHTaJISIHiA
npejHa3HayeH JUis TpPUMEHEHus y JieTed, clelyeT TOJATBEPAUTEL €ro
OKBUBAJIEHTHYIO 3(Q(eKTUBHOCTb M Oe3onacHocTh. CleAyer omnpeneanTh
JMamna3oH 103 IpuMeHeHus y jaereil. HoBblif nexapcTBeHHBIN Tmpemnapar
(c ompenesleHHBIM COOTBETCTBYIONIMM CIelicepoM Hu 0€3 OIpeesIeHHOTO
COOTBETCTBYIOILIETO CIIelicepa, eI aKTUBHOE BELIECTBO JOCTABIISIETCS Yepes3
HE aKTUBHUPYEMBIH JbIXaHWEM JO03MPYIOLIUI HHTaJSATOp MO/ JaBJIEHUEM)
JOJ/DKEH II03BOJIATE JIOCTMIHYTH TAKOW XK€ BEIWYMHBLI HUDKHEH TpaHMIILI
JMara3oHa 103, paspelleHHoro [Uisi HWCIOJb30BaHUsS y JeTell Kak u
pedepeHTHBII JeKapCTBeHHBIH Iiperapar s WHraasnuii. Muoorma sto
ycaoBue Oyzner TpeboBarh pa3pabOTKM HOBOH 0ojiee HM3KOW JI03MPOBKH
JIeKapCTBEHHOTO Ipenapara. Eciau pedepeHTHBIN ekapcTBeHHBIN INpernapar
UL MHTalsUMi He paspelieH s TMPUMEHEHHS Yy JieTed, BO3MOXKHO
NPOBEJIEHNE TIOJIHOM KIMHMYECKOH pa3paboTKu HOBOTO JIEKApCTBEHHOIO
mpenapara, I[peAHA3HAYEHHOro JUIs JieTel, KoTopas BKIIIOYaeT B ceds
OIlpelleJIeHNe Maras3oHa 103, UHTepBajga MKy MpUeMaMU JICKapCTBEHHOTO
npernapara, MHUHUMaIbHO S()(PEKTUBHOM 1036l W MaKCHUMajbHON o0O0wIei

CYTO'—IHOﬁ AO03bI JIEKAPCTBEHHOT'O IIpeliapara IJIs AHT IS, B JOTIOJTHEHHE
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K MOATBEPIKJICHUIO SKBUBAICHTHON 3((EKTUBHOCTH CJIelyeT MOATBEPINTH,
4TO MPO(pHUIL OE30MaCHOCTH SIBIISIETCS HEM3MEHHBIM WM YIIyYINAeTcs I0
CPaBHEHHMIO C pPe(pEepeHTHBIM JIeKapCTBEHHBIM IPENnapaToM, OCOOEHHO B
OTHOILIEHHM CHUCTEMHOM 0€30MacHOCTH IS MaKCHMAaJIbHBIX 3HAYeHHil
JMana3oHa paspelieHHbIX K TPUMEHEHHIO J03.

134.Ecnu noxasanus 171 IPUMEHEHHs JIeKapCTBEHHOI'O MpernapaTa
BKJIIOYAIOT B ce0s €ro MpUMEHEeHHe y JeTel, CIeayeT pPyKOBOJCTBOBATHCS
CIICJYIOIIMM  alTOPUTMOM  KJIMHHMYECKOH pa3paboTKH JIeKapCTBEHHOIO
npernapara:

a) KITMHUYECKHE UCCIIe/IOBAHUSI C YYaCTHEM JeTel He IPOBOISTCS, eCITH
B IIpoIlecce MCCICIOBAHKUST DKBHBAJICHTHOCTH M Vitro TOJNTBEPIKIEHBI BCE
KPUTEPUHN SKBUBAJICHTHOCTH B COOTBETCTBUHM C IOApasfesioM 2 pasmena V
HacTosAIIero PyKoBoicTBa U BBIIOIIHEHO OJTHO U3 CIAEIYIOMIMX YCIOBHUIA:

YCTPOHCTBO  JUI  MHTAISLMU  HCCIEAYeMOTo  JIEKAPCTBEHHOTO
npenapara, I1aHupyeMoro K IPUMEHEHUIO Y JeTel, MIEHTUYHO YCTPOUCTBY
JUISL MHTJISIAK pePepPEHTHOTO JIEKAPCTBEHHOTO Tperiapara;

J03UpYIOIee yCTPOWCTBO HCCIIEAYEeMOro JIEKapCTBEHHOIO Tperapara
MpeJCTaBIIsAeT COOON HE aKTUBHPYEMBIil NbIXaHWEM JIO3UPYIOIIUN HHIaasaTop
IOJ [aBJICHHEM CO CIEHCEPOM, WIEHTUYHBIA YCTPOHCTBY pedepeHTHOro
JIEKapCTBEHHOTO TIperiapara, KOTOPLIM IIPUMEHSeTCss B MNeAHATPHUYECKOI
NOMYJISINAK, WIK JO3UPYIOIIEe YCTPOMCTBO UCCIEYEMOro JIEKapCTBEHHOTO
npernapara cHabKeHo crielicepoM, aHaTOTHYHOCTh KOTOPOTO TOATBEPKICHA B
COOTBETCTBHH C mozpasjenom 1 pasnpena Il nacrosiero Pykosopcrsa;

O)ciegyer oOOcHOBaTh OTKa3 OT MPOBENEHMs  KIMHHUECKUX
UCCIIEJIOBAHUA C  y4acTHEM JIeTel, eclli B [polecce IPOBEICHUS
MCCIIeIOBaHUS DKBUBAJICHTHOCTH in VifFO TIOATBEPXKJEHB BCE KPUTEPUH
SKBHUBAJICHTHOCTH B COOTBETCTBMU C IOJAPA3AEIIOM 2 pazjena V HaCTOSIIErO

P}/KOBO,HCTBB. U BBIIIOJIHEHBI CJICAYIOIIHE YCIIOBUS:
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HHIAJIMOHHOE  YCTPOMCTBO — HCCIIEAYEMOTO  JIEKapCTBEHHOTO
nperiapata He MIASHTUYHO MHIAISLHOHHOMY YCTPOWCTBY pedepeHTHOro
JIeKapCTBEHHOr0  Tpenapara, IPUMEHSIOLErocss B IeAHaTpUYecKOi
MOTIYJISILTU U,

HHTAJIAHOHHOE  YCTPOMCTBO  MCCIEAYEMOro  JIeKapCTBEHHOIO
npernaparta paspeleHo K NPUMEHEHWIO B MNEeIUaTPUUYECKOH TOMy/SIud ¢
JIEKapCTBEHHEIM IIpenapaToM, CoAepKalliM HHOE aKTHBHOE BEILECTBO.

st 000CHOBaHUSI OTKa3a OT MPOBEACHHUS KIIMHUUYECKUX UCCIIe0BaAHU
C ydyacTWeM JieTell clelyerT [peJCTaBUTh CpPaBHUTEIbHBLIE JaHHBIC
HCCIIC/IOBAHUST DKBUBAJIIECHTHOCTH i7 Vifro HCCIETyeMOro W pedepeHTHOro
JICKapCTBEHHBIX MPENAapaToB sl MHralsIUKA, B KOTOPBIX YCTAHOBIIEHO
COTTIOCTaBUMOE paclipejieJieHHe YacTHIl 0 pa3Mepam ¢ YYeTOM CKOPOCTH
BO3IYIIHOIO IIOTOKa M KIMHWUYECKH IIpUeMJIeMbIM JUIsl JileTell IuanaszoH
nepenaja JaBjeHuss U 00beMa Bo3lyXa (B COOTBETCTBHU C IMOjpaszienoM 4
pasznena IV u mozpaszmenoMm 2 pasnena V Hacrosimero Pykosojcrtsa). [Ipu
3TOM €CJIH CYIIECTBYIOT Pa3jiM4Msl B CKOPOCTSIX BO3/YIIHOTO MOTOKA MEXY
HCCIIElyeMbIM U pedepeHTHBIM JICKAPCTBEHHBIMU  IIperapaTamu  JJIs
HHT SN, TyTeM NPOBENEHHs COOTBETCTBYIOLIUX HCCIENOBAHUM ClIENyeT
NOJTBEPAUTE TEPANEBTUYCCKYIO SKBUBAIEHTHOCTL OTUX JIEKAPCTBEHHBIX
MpenapaToB JUisl MHIajsuui y neTedl (B COOTBETCTBHM C IOAPA3IEIOM 2
pazznena V Hacrosiniero PykoBomactsa);

B)B  JETCKOM  MONyJSIIMM  CIeAyeT TMPOBECTH  KJIMHUYECKHe
MCCJICIOBAHUST OILIEHKH CIIOCOOHOCTHU JIeTel BBIMOIHATE MUHUMATBHBIH
JIbIXaTEIbHBIM MaHeBp (Co31aBaTh HEOOXOAUMYIO MMHKOBYIO CKOPOCTH BIOXA
UL akTUBAllMKM  WMHTAISIMOHHOIO  YCTPOWCTBA), €CIM B  IPOLECCE
MCCIIC/IOBAHUST SKBUBAJEHTHOCTH 1 Vifro TOATBEPKAEHBl BCE KPUTEPHU
OKBUBAJIEHTHOCTH B COOTBETCTBUU C IOJpazjiesioM 2 pazziena V HacTOSILIEro

PyI{OBOI[CTBa M BBIIIOJIHEHELI CJICAYIOLIHUE YCIIOBHL!
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WHTQISIIIMOHHOE  YCTPOMCTBO — MCCIENYEMOTO  JIEKapCTBEHHOT'O
npernapara He HWIACHTHYHO MHIaISUUOHHOMY YCTPOMCTBY pedepeHTHOro
JIEKapCTBEHHOIO Mpernapara, IPUMEHSIEMOro B eIMaTPUIYECKON TOMYJISLIHH;

HHTAJISIMMOHHOE  YCTPOKMCTBO — MCCIIEAYEMOTO  JIEKapCTBEHHOTO
npernapara NpuMeHsIeTCsl Y B3POCIIbIX, HO HE Pa3pelleHo JUisl MpUMEHEHHUS B
e INaTPHYECKON MOIYJIALNK (YCTPOICTBO paHee HUKOTAa He TIPUMEHSIIOCH Y
JieTei).

PesynpTaThl KIMHMYECKUX  HCCICAOBAHMH  CHNOCOOHOCTH  jeTei
BBITTOJTHATE MUHUMAaJIbHBIN JbIXaTEeJIbHBIA MaHEBp (CO3/1aBaTh MUHUMAIIBHYIO
[IUKOBYIO CKOPOCTBH BbIOXa (B COOTBETCTBUMU ¢ pazaenoM III Hacrosiero
PykoBoAcTBa) HOJDKHBI CONPOBOX/IATHCSl TPEICTABICHHEM pPE3YJILTATOB
CPaBHUTEJIBHBIX JAaHHBIX MCCIENOBAHUS i1 Vilro MEXIy HUCCIeTyeMBIM U
pedepeHTHBIM JIEKaPCTBEHHBIMU IIpenapaTaMu AJisi MHTAISIHN, B KOTOPBIX
YCTaHOBJIEHO COIIOCTaBHUMOE pacIipelieSIeHHE YacTHULl [0 pa3MepaM ¢ yUeToM
CKOPOCTH BO3IYIIHOI'O IIOTOKA W KIMHWUYECKH MPUEMIIeMBIH i JeTei
JManasoH Iepernajga JaBleHUs] U o0bema Bozayxa. llpu a3tom  ecim
CYIIECTBYIOT pasjiHYMsg [0 CKOPOCTH BO3AYIIHOTO TOTOKA MEXIY
HcCIeNyeMBbIM U pe(epeHTHBIM JIeKAPCTBEHHBIMM — TIpemaparamu  JJis
WHTAJISLMA, IIyTEM IPOBEJIEHUs] COOTBETCTBYIOIIUX HCCIIEIOBAHUM ClieIyeT
NOJTBEPAUTEL TEPANEBTUYECKYI0 OKBUBAJIEHTHOCTb JTHUX JIEKapCTBEHHBIX
[peraparoB y HeTedl, B COOTBETCTBUM C MoOJpazjenoM 2 pasjgena V
HacTosiero Pykosoacraa.

135.Ecniu 11 000CHOBaHMsSI OTKa3a OT MPOBENEHMsS KIMHHYECKUX
MCCIIEIOBAHMMA HE IPUMEHHMMO HM OJHO M3 OINHCAHHBIX B NyHKTe 134
HacTogmero PyKoBoLcTBa YCIOBHH, ClleAyeT [POBECTH KIMHHYECKYIO
pa3paboTKy JIEKapCTBEHHOTO IIperapara ¢ y4acTueM JieTel, BKITIOYAoLyIO B
ce0sl IOATBEP)KIEHUE TEPareBTUUECKOW HSKBWUBAJICHTHOCTH B OTHOILIEHUU

>pdexTuBHOCTH U 0€30MaCHOCTH  JIGKAPCTBEHHOTO  Iperapara  Jijis
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VHTAJSIIMY, TPUMEHSIeMOro y Jereil. OkBUBalieHTHass A((HEKTHBHOCTD
NOATBEPIKIACTCS nyTeM MPOBEJICHUS COOTBETCTBYIOIIHX
(papmMakoMHAMUUECKUX U (nm) KITMHAYECKUX UCCIIeI0BAHUH
5(Q(EKTUBHOCTH  JIGKAPCTBEHHOIO Ipemapara [Jis WMHramsuuii  (wm
MCClieIoBankst  OpOHXOMWIAaTallMi, KOTOpble OIEHHBAIOT  yJIyuIleHHe
AbIXaTeIbHOM  (QYyHKUMHM, WIH  OpOHXONPOTEKTUBHBIE  MCCIIEHNOBAHUS
(B coorsercTBMM ¢ TojpaszenoM | pasjena V Hactosimero PykoBozacTsa).
Crneslyer NpoBeCTH OLEHKY KIMHUYECKH 3HAYMMBIX K COOTBETCTBYIOMINX
BO3PaCTy TIEPEMEHHBIX OKBUBAJIEHTHOH 3((EeKTUBHOCTU (IIEPBUYHBIX WU
BTOPUYHBIX — II0 Mepe HeobXxoaumocTn). JlokazarenpHasi 0a3a B OTHOLIEHUH
NydlmaX (IPeiloYTUTEIbHBIX) METONOB OLEHKH OpOHXONWIATAUU U
OpOHXONPOTEKUMH Yy JieTed OrpaHHYeHa, MO3TOMY HX BLIOOp JIOJKEH
OCHOBBIBATBCSI HA HAYYHBIX JAHHBIX W pe3ybTaTax OIEHKH J3KCIEpTaMH B
JlaHHOM oOylacTi mexuarpuu. BeiOpaHHbIe 11 OIEHKH GPOHXOMUIATALIMU 1
OpOHXOIIPOTEKIUH Y JIeTel mapaMeTpsl, XxapakTepusyrolre 3Q(peKTUBHOCTE
JIEKapCTBEHHOIO Npenapara AJist UHraIsuui ciaeayeT 000CHOBAaTh.

136. Cienyer J0Ka3aTh SKBUBAJIEHTHYIO Oe301MacHOCTh
JEKAapCTBEHHOr0 Ipenapara s MHramauuid. CucreMHyr 6€30macHOCTb
CIIEAyeT IOATBEPANTL pe3yjabTaTaMd U3yuyeHHUs (apMaKOKHHETHYECKON
OKBUBAJIEHTHOCTH,  €CIIM  3TO  BO3MOXHO ©  ONpPAaBJaHO, WM
(papmMakogMHAMUUECKOH HKBUBAIEHTHOCTH. BO3MOMXHOCTH MCIIOIB30BAHUS
(papMakOKMHETHUYECKUX [aHHBIX OyJeT 3aBHCEThL OT OcoOeHHOCTelt
JEKapCTBEHHOIO  IIpernaparta JUisl MHTAISIUA M KauecTBa — aHaM3a
KOHLIEHTPAIMK JIEHCTBYIOIIErO BELECTBA JIEKAPCTBEHHOTO TIperapara Jis
WHTaIsMid B OMOJIOTMYECKMX — JKMJKOCTSX. Ecinv  ucnonp3zoBaHue
(papMaKOKMHETHYECKHX JAHHBIX OOOCHOBAaHO, 3TH JIAHHBIE MOTYT OBITh
JIOCTaTOYHBIMK /11 TIOATBEPXKJEHUS  DKBUBAJICHTHOM  CHCTEMHOM

0e30MMacHOCTH HCCJICAYEMOT'O JIEKAPCTBEHHOI'O ITperapara s WHT AN Yy
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nerei. Jlnsa papmakonuHaMUYeCKOH OLEHKH JIEKapCTBEHHOTO IIperapara Jyis
MHTAISAUMA  CIIEAYeT TPOBECTH OLEHKY HHTAIAIMH  MaKCHMaJIbHOM
pPEKOMEHyeMOH OOILEH CyTOYHON J03bI M OLEHKY pPEeKHAMa MPUMEHEHUS
Ooyjlee  HU3KHX 103  JIGKAPCTBEHHOTO  IIpermapara B TEUeHHe
COOTBETCTBYIOUIETO NIEPHO/IA BPEMEHH.

137.Cnenyer  npeiactaBuTh — JaHHBIE, MOATBEPIKIAIOLIWE,  YTO
MccaenoBaHue 0byafnaeT JOCTATOYHONW YyBCTBUTE/IBHOCTBHIO M II03BOJISET
YCTaHOBMTh, YTO MCCIENyEMbIH U pe)epeHTHBIH JIeKapCTBEHHBIE MperapaThl
JUTISL MHTAJSIUAN TepareBTUYECKH SKBUBATCHTHEI.

138.Ecnu pasHble BO3pacTHBIE TPYNNBl J€Te€l BKIIOYEHBI B OJHO
KIHHHYECKOE HCCJICAOBAHME, CJEAYET BBIIOIHUTL CTPAaTHOUKAIMIO 10
BO3PACTHBIM IpyIIIaM.

139.B orHomeHun ¢papManeBTUYeCKod pa3paboTKH JIeKapCTBEHHBIX
npenapaToB s MHIaIAIUN Ui JiedeHus OpOHXMAIbHOW acTMBI y JieTeil B
LEeNIsIX TOATBEPIKAEHUS HX TEpaneBTUUYECKOM SKBUBAJICHTHOCTU CJIEAYET
PYKOBOJCTBOBATbCs IMOJIOKEHUsMU noApasaesioB 1 w2 pasgena V
Hacrostero  Pykosomersa. Ilpm 3ToM  ecnm TepameBTHYECKasi
DKBUBAJIEHTHOCTL  IIOATBEpXKAAeTcs  MyTeM  IIPOBEHCHHUS  aHa/IM3a
KITMHAYECKOW KOHEYHON TOUKM 3((HEeKTUBHOCTH, IPAHUIBI S9KBUBAJIEHTHOCTH
JOJDKHBI  OBITH CIENHUATBHO OOOCHOBAaHBI, & HE O3KCTPAIOJHUPOBaHBI W3
MCCIIEZIOBAHMM ¢ yd4acTheM B3pociblX. Ilpu 00OCHOBAaHHH BBIOpaAHHEBIX
IPaHMIl SKBUBAJIEHTHOCTH CJIEAYET YYHMTBIBATh BO3PACT HUCCIEIYyEeMbIX H

TSHKECTh UX OPOHXHAIBHON aCTMEL.

Ocobennoctu npoBejieHus
KJIMHUYECKUX UCCIIC0BAHM ¢ yUuacTHEM IOIPOCTKOB

140. s monyssiiu MOAPOCTKOB B Bo3pacrte oT 12 no 17 ner,

BO3MOKHO MOATBCPIKACHHE TepaHGBTquCKOfI OKBHBAJICHTHOCTH Ha OCHOBE
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JAHHBIX, ITIOJIyYEHHBIX B HCCIENOBAHUAX C YYacTHEM B3POCIIBIX, €CIIH
KOHKpETHBIE MCCIIe/JOBaHUS OBLIN MPOBEJICHEI ¢ yYacTHeM JAeTeit miajame 12
ner. Ecnum mnposelneHHe OTAEIBHOIO HCCIENOBAHUS HE MPEACTaB/IsAETCS
BO3MOXKHBIM, B HCCJIE0OBaHKE, [IPOBOJMMOE C YUaCTHEM B3POCIIBIX, CIIELYET
BKJIKOYHMTh JIOCTATOYHOE KOJIMYECTBO MOAPOCTKOB, YTOOBI OBUT H3yueH BECh
MpeanojgaraeMplii - BO3pacTHOM jauanasoH (ot 12 7er wu  crapiie).
Crparudukanms B Bo3pacTHBIX Tpymmax oT 12 mo 17 ner u or 18 ner u
crapuie He sBisieTcst oOsi3arenbHOoM. OJHAKO MOJIyYeHHBIE AaHHBIE I10
>pQexTHBHOCTH U 0e3011acHOCTH B 2 BO3PACTHBIX TPYIIax AOJKHBEI OBITH
33J0KyMEHTUPOBAHLI U IIPOAHAIIM3UPOBAHbI OTJEJIBHO, €CJIH 3TO BO3MOXHO.
Ecnu uccnenoBanus ¢ ydyacruem Jeteidl (miaziie 12 J1eT) He IMPOBOAMINCE,
MOI'YT 1OTpeOOBaThbCsl KIMHUYECKHE JaHHBIe, IIOJYYCHHbIE B  XOIE

ITPOBCACHHSA OTACIBHOTI'O HCCICNOBAHHUS C YHACTHEM TOAPOCTKOB.

VIII. Knuauueckue ucciea0BaHusl 1e€KapCTBEHHBIX
[IpernapaToB JJIs UHIAISALUI B LENsSX MOATBEPKICHUS

0e30MacHOCTH HOBBEIX BCIIOMOTATEILHEIX BEIIECTB

141.1TockonpKy npoduiib Ge30MaCHOCTH UCIIONIB3YEMBIX B HACTOSILEE
BpEMs M3BECTHBLIX BCIIOMOTATEIBHBIX BEIIECTB XOPOLIO OXapaKTepPU30BaH,
B TOM YHCIIE B COCTaB€ JIEKAPCTBEHHBIX IIPENaparoB JJisl WHTaJISIIHH,
JIOTIOJIHUTEIIbHBIE UCCIIEIOBAHNS 0€30MAaCHOCTH JUTsl TAKMX JIEKAPCTBEHHBIX
npenaparos He npoBozsaTes. [Ipyu ucnonb3oBanuu B cocTaBe JieKapCTBEHHBIX
npenapaTroB ISl  HMHTAISOUE  HOBBIX ~ BCIOMOTATEIBHBIX  BEILECTB,
0e30IacHOCTh KOTOPBIX NP WHTAISIIMOHHOM BBEIEHUH Y YEJIOBEKA HE OblIa
MCCJIC/IOBAHA paHee, BO3MOYKHO BO3HMKHOBEHHME MOTEHLMAIBHBIX MPOOJIEM,
CBSI3aHHBIX C 0€30MacHOCTBI0 TAKHUX BCIIOMOTATENbHBIX BEIECTB, WX
BO3MOJKHBIMH ~ B3aUMOJIEHCTBUSIMHU  C  JEHCTBYIOIUUMH  BEILIECTBAMU

JIEKAPCTBCHHOI'O IIpeliapaTa AJisd HHF&HHHHﬁ, KOTOpPBIC MOI'YT YCHJIMBATHE €TI0
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TOKCHYHOCTb. M3MeHeHHe BCIOMOraTeNbHBIX BEIECTB MOXKET IIPUBECTH K
U3MEHEHUSIM B CTPYKType paclpe/esieHusl JeHCTBYIOIIEro BellecTBA B
JIETKUX, YTO MOXET MOBJIMATH HA BCACBIBAHUE U CUCTEMHYIO O€30I1aCHOCTH.
B 5T0¥ CBS3M cneyeT MpoBECTH MOJHOE TOKCHKOJIOTHUECKOE UCCIeOBAHNE
C YYaCTHEM JKMBOTHBIX I K&)KJOIO0 HOBOTO BCIIOMOTraTeIbHOIO BEUIECTBA B
COCTaBe JIEKapCTBEHHOIO Ipenapara, HO TaKOe MCCIIENOBAHUE HE UCKITIOUAeT
B JIaJTbHEUIIIEM HEOOXOJUMOCTH TMPOBEJCHMS HCCIIENOBAHUN KIMHUYECKOM
0€30MacHOCTH C y4aCTHEM YEJIOBEKA.

142.TIporpamMma 1o n3ydeHuIo 6e30MACHOCTH TIpecieyeT 2 Heu:

a) onpezesieHre 0e30MacHOCTH HOBOI'O BCIIOMOTraTelhHOTO BELECTBA B
COCTaBe JIEKAPCTBEHHOTO Mperapara;

O)olLeHKa B3aMMOJIEHCTBHH, KOTOpPbIE MOTYT BO3HHUKHYTB MEXKY
JIEHCTBYIOLIUM BEIIECTBOM M HOBBLIM BCIIOMOTAaTEIbHBIM BEIIeCTBOM WJIH
KOMOWHALKEH HOBBIX BCIIOMOTATEJIbHBIX BEIECTB, KOTOPBIE MOTYT IPUBECTH
K U3MCHCHHSIM B YaCTH O€30I1aCHOCTH JIEKAPCTBEHHOTO Mpernapara.

143.Onenka HOBOTO BCIIOMOTATENBLHOrO BEIIECTBA MM KOMOWHALIMH
HOBBIX BCIIOMOTATebHEIX BELICCTB MPOBOIAUTCS TOJIBKO | pa3, HO OleHKa
B3aHMOJCHCTBUHM TPOBOJAMTCA B OTHOLIEHHWM KAXKIOTO [IEHCTBYIOLIErO
BEIIECTBA B COYETAHUM C 3TUM HOBBIM BCIIOMOTATEIBLHBIM BEIIECTROM WIIH
3TOUM KOMOHWHAIMEH HOBBIX BCIIOMOTATENIbHBIX BelecTB. ECIU M3MEHEHUS B
CHCTEMHOM Oe3omacHOCTH Wi abcopOuMM  HAOMIOAAIOTCS B XOJe
IPOBENCHUsl OTUX HCCIIENOBAHMH B3aMMOIEHCTBUS, CIEIYeT IPOBECTH

KOJIMYECTBEHHYIO OHEHKY OTHX M3MEHEHHH M OIEHKY JOJIrOCPOYHOM

0e301acHOCTH.

Y
-

144.Crienyer  TmpoBeCTH — OLEHKY -~5I0AFQSPOYHON  Oe30macHOCTH

M3MEHEHMH  BCIIOMOTaTeNbHOro  BéIecTsa fﬁﬂmfl KOMOUHAIIH

BCITOMOTaTCJIBHBEIX BEILICCTB.




