[MTPJIOXEHUE

K Pexomennanunu Komernn

EBpa3niickoil 5KOHOMUYECKON KOMUCCUU
oT 20 1. Ne

PYKOBOJACTBO
MO MOJAr0TOBKE KJIUHNYECKOI JOKYMeHTAIUHU (TIPOBeIEeHUI0
HUCCIIeIOBAHNM, MOATBEPKICHUIO TEPANIEBTHYECKOU IKBUBAJECHTHOCTH)
JJIS JIEKAPCTBEHHBIX NMPENnapaToB JJI HHTIAJISIIUHA, IPUMEHsIeMbIX
JJISI JIeYeHUsI ACTMBbI Y B3POCJIbIX, OJAPOCTKOB M JAeTeil
U XPOHHUYECKOH 00CTPYKTHBHOM 00/1€3HM JIETKUX Y B3POCJIbIX

|. O01ue monoxeHus

1. B HacrosimeM PykoBoAcCTBE paccMaTrpuBaroTcs oOLue TpedoBaHus K
KJIIMHAYECKOW JOKYMEHTAlMU AJI WHTaISIUOHHBIX JIEKAPCTBEHHBIX (POpM,
IOAXOMABl K IIOATBEPKICHUIO TEPAIEBTUYECKONM JKBUBAJICHTHOCTH MEXKIY
JNBYMS JIEKAPCTBEHHBIMU MpenapaTamMmu ISl UHTAISALUN, COAEPKAIIUMHU OJTHO
NCHCTByIOIIEe  BELIECTBO WM  KOMOMHHPOBAaHHBIMM  Ipenaparamu,
IPUMEHSAEMbIMU ISl KOHTPOJIA T€UEHHUS U JIeYeHUs OPOHXUATIBHON acTMBbl y
B3POCJIBIX, MOJPOCTKOB U JETEH M XPOHUYECKOM OOCTPYKTHMBHOU O0JI€3HU
JIETKHUX Y B3POCIIBIX.

2. B nacrosimem PykoBojcTBe ommcaHbl TpeOOBaHUS K KIMHUYECKUM
VCCIIEIOBAHMSM JICKAPCTBEHHBIX MPENAPATOB JJIsi MHTAIALMNA PUMEHSIEMbBIX
IUIsl JIEYEHHUS] aCTMbl Y B3POCIIBIX, MOJPOCTKOB M JETEd M XPOHHYECKOH
OOCTPYKTUBHOW OOJE€3HU JIETKUX Y B3pOCHbIX (Jajnee — JIeKapCTBEHHBIE
npenapatbsl s uHraiasiuuii). Hactosiiee PykoBOJCTBO CBSI3aHO €O BCEMH
JOKYMEHTaMHU 10 AUArHOCTUKE, TEPAuy U KOHTPOJIIO OPOHXMAJIBbHON aCTMBbI

rocyJlapcTB — 4WICHOB EBpa3miicKOro 3KOHOMHYECKOrO coOro3a (nainee —
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rocyJapcTBa-ujieHbl), a TAK)KE TOKYMEHTaMU, 3aTParuBaroIIMMU IPOBEICHUE
KIIMHUYECKUX MCCIEI0BaHUN JIEKAPCTBEHHBIX IipenaparoB EBpasuiickon
PKOHOMHYECKON komuccuu (nanee — Komuccus).

3. llenbto HacTosimero PykoBoacTBa sIBISIETCS ONMKMCAHUE MPUHIIMIIOB U
IOAXOMOB K TIIPOBEICHUIO KIMHUYECKUX HCCIECIOBAHUM B  paMKax
IOATBEPKIACHUSI ~ TEPANIEBTUYECKOW  SKBUBAJICHTHOCTH  MEXKIAY  ABYMs
JIEKAPCTBEHHBIMM MpenapaTaMyd Uil HWHTAISLUWANA, HWCIOJIb3yEMBIMU IS
KOHTPOJIA TEYeHUs 3a00JieBaHUSI M JICUCHHS B3POCIBIX TMAlUEHTOB,
CTpaJaoMUX OPOHXHATBLHOW acTMOW M (MJIM) XPOHUYECKOW OOCTPYKTHBHOM
00J€3HBIO JIETKUX, a TakXke JeTedl U TMOAPOCTKOB, CTPAJAOLIUX
OpOHXHAJILHOU aCTMOIA.

4. B HacrosieMm PyKoBOJACTBE NPHUBOAATCS yKa3aHHUsS IO MOATOTOBKE
KJIMHUYECKOU JTOKYMEHTAllUM MCXOIs U3 XapaKTEPUCTUK HHIAISLUOHHOIO
YCTPOMCTBA JIEKAPCTBEHHOr'O Ipenapara s uHramanuu. Ilpu stom B
HacTosAleM PyKoBOACTBE HE pacCMaTpUBAaIOTCS MHBIE BONPOCHI MOATOTOBKH
KJIMHUYECKOW TOKYMEHTAllMH Ha JIEKapCTBEHHBIN Ipenapar i UHIaIsALuiM.

5. BaxHbIM acleKTOM, BIMSIOIIMM Ha KIMHUYECKYIO pa3paboOTKy
JEKApCTBEHHOIO  mpemnapara Uil  UHTASIUUA  SBJISAETCS  3HAHUE
XapaKTePUCTUK, OIEHCHHBIX 1IN VItro, B TOM 4YHClIe OCOOEHHOCTH
paclpeeneHnss 4acTUll JIEKAPCTBEHHOIO IIpenapara Uil HWHTasiOud B
3aBUCHMOCTH OT MOTOKA.

6. Hacrosiiee PykoBoacTeo MIPUMEHSETCS B OTHOILICHUH
JEKapCTBEHHBIX TMpenapaTtoB MJig HWHTAIsALUUN, KOTOpble MOIYT ObITh
KJIaCCU(UIIUPOBAHBI B CIIETYIOIINE TPYIIIIHI;

a) I03MPOBAHHBIC MHTAISITOPBI MO JABJICHUEM:

HEYyNPaBIAEMbIE  JIBIXaHUEM  JO3UPOBAHHBIE  HMHTAIATOPBl  MOJ
JABJICHUEM;

YIIPABJIACMBIC IBIXaHUEM NO03HUPOBAHHBIC MHTAJIATOPHI 10 JABJICHUCM,



3

JIO3UPOBAHHBIE MHTAISATOPHl MOJ JAaBJICHUEM CO CIEHCEpaMu WU
YIAEPKUBAOIMMU KaMEPaMU;

0) 103UPOBAHHBIEC HHTATISATOPHI HE 01 IABJICHUEM:

UHTAISATOPBl CyXOTO IIOPOIIKAa C HCIOJb30BAaHUEM pE3EpByapa H
JO3UPYIOLIEr0 MEXaHU3MA,;

HMHTQJIATOPBl CyXOIr'0 IOPOILIKA C IPEIBAPUTEIBHO PACIPEICIEHHOU
J1030M;

B) HEJIO3UPOBAHHBIC HHTAISTOPHI:

PacTBOPHI U CYCIICH3UU ISl MHT AJISIAN.

I1. Onpenenenus

7. Jlns nenedt Hactosimiero PykoBoJCTBa B JOTIOJIHEHUE K TOHSTHSIM,
YCTaHOBJICHHBIMU [IpaBunamu MIPOBEICHUS UCCIIEIOBAHU
OMOPKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX MpEMapaToB B pamkax EBpaszuiickoro
SKOHOMHYECKOI0 COr03a, yTBepxkIaeHHbIMU Pemenniem CoBera EBpasuiickoii
IKOHOMUYECKON Komuccuu OT 3 HosiOps 2016 r. Ne 85 u pykoBoCTBOM 1O
KaueCTBY JICKAPCTBEHHBIX TMPEMApaToB ISl HWHTAISIUA M Ha3albHBIX
JIEKApCTBEHHBIX TMpenapaToB, yTBepkaaeMbiM Komuccuel HCIOIb3yrTCS
MOHATHS, KOTOPbIE 03HAYAIOT CIICIYIOIIICE:

«aHaIU3 YYBCTBUTEIBHOCTH» — METOJI OLEHKA BO3MOXHOCTHU
BBISIBJICHUS OKUAEMOTO Pa3Iudus MEXIy YPPEeKTUBHBIM JICUCHUEM U MEHEE
3 pexkTuBHBIM UM HEAI(PPEKTUBHBIM JICUEHUEM Ha OCHOBE KIMHHUYECKOTO
UCCIIC/IOBAHUS;

«JIOCTaBJICHHAsT J03a» — KOJHUYECTBO JICMCTBYIOIIETO BEIIECCTBA
JIEKQpCTBEHHOT0 TMpenapara, KOTOpOE€ TOJy4yaeT MalueHT ¢ J030H,

BBIXOJIAIIEN U3 MYHAIITYKA HHTAISIIIMOHHOTO YCTPOMCTBA,;
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«M3y4YEHUE OJIHOKPATHOM J103bD» — U3YUEHHE JEHUCTBUS OJHOKPATHOIO
Ha3HAYEHUs J03bl KaXJOr0 JIEKAPCTBEHHOrO Iperapara B KIMHUYECKOM
UCCJIEI0BaHUY;

«KHEMOMETPHUS» — U3MEPEHUE CKOPOCTH POCTa KOCTEH TOJICHHU;

«JIETOYHOE PACTIPEICICHUE)» — KOJIUYECTBO JEHCTBYIOIIEIO BEIECTBA,
OTKJIQJIBAIONICECS B JbIXaTENbHBIX MYyTSIX (32 HCKIIOUYEHHEM POTOBOM
MIOJIOCTH U TJIOTKH);

«JIMHEWHOCTh JI03bl» — TPEJCTABICHUE 3aBUCUMOCTH JCHCTBUA
JIEKapCTBEHHOT'O0 TMperapara oOT JI03bl, ONHUChIBaeMoe (YyHKIMEW BHIA
f(x) =ax + b, rae a u b unciaoBbIe KO3HDULTUEHTH;

«Hayano AecTBud (1 odbema (HOPCUPOBAHHOTO BHIOXA 3a MEPBYIO
cekyuay (O®B;))» — yBenuueHune oObeMa (HOPCHPOBAHHOTO BBHIIOXA 3a
OTIpPEICJICHHBIM MPOMEXYTOK BPEMEHHU, BBIPA)KEHHOE B aOCONIOTHBIX WM
OTHOCUTEIBHBIX €AMHUIIAX B OJJHOM U3 CJIECAYIOUIUX BUIOB:

yBenuuenne OPB; va 200 M1 OT HICXOJIHOTO YPOBHS y MAI[UEHTA;

BpeMsi OT MOMEHTa WHrajsinuu u 110 50% MakCUMMaJIbHOTO OTBETA
nokazarenss OPB; Ha UHTATIANIO,;

MPOLIEHT MaKCUMaJIbHOTO OTBeTa mokazarenss OD®B;, nocturaeMoiii 3a
3aganHoe Bpems (5 wim 10 MuHYT OT McXxoaHoro ypoBHsi O®B;), B ciydae
eciu MakcuMalibHbIN npupoct ODB; y nanuenta cocrapiusier He MmeHee 15%;

«OTHOCHUTEJIbHASE ~ aKTUBHOCTB» —  AKTUBHOCTh  HCCJIEIYyEMOIO
JIEKApCTBEHHOr0  Mperapara IO  OTHOWIIEHUI0O K  pedepeHTHOMY
JeKapCcTBEHHOMY mpenapaty. Ornpenensercs, Kak J03a HCCIEIyeMOro
JIEKApCTBEHHOr0  mpemnapara, KOTOpas  BOCHPOU3BOJMUT  TaKOW  Ke
OMOJIOTUYECKUIT OTBET Ha EIWHUILY 03Bl pPehEepeHTHOTO JIEKApCTBEHHOTO

npenapara (CpaBHUTENIbHbBIE PE3YJIbTAThI ISl Pa3IMUHbIX J103);
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«IPOJIOIKUTENBHOCTE 3 dekTay — Bpewms, 3a kotopoe ODB; (unu
MHOUN M3MepsAEeMbIi MTOKa3aTeNb) BO3BPAIIAETCS K UCXOJAHOMY COCTOSIHHIO HE
Mmenee, yem Ha 80 — 90 % oT MakcCUMalIbHO JJOCTUTHYTOTO 3 (deKTa,;

«TEpareBTUYECKas HSKBUBAJICHTHOCTb» — OTCYTCTBUE KIMHUYECKU
3HAUYMMBIX pazinuuid B mnpoduie >PEPEKTUBHOCTH U 0OE30MaCHOCTH
UCCJIEAYEMOTr0 JIEKApCTBEHHOTO Mpenapara U pepepeHTHOr0 JIEKapCTBEHHOTO
npenapara,

«yTIpaBIsieMbI€ JIBIXaHUEM WHTAJISTOPbl» — AKTUBUPYEMbIE BIOXOM
JO3UPOBAHHbIE UHTATSATOPHI, 17151 paOOThl KOTOPBIX MAIlMEHT JIOJKEH CO3aTh

MUHUMAJIBHBIA WHCIIUPATOPHBIN MOTOK JJI BHIOpPOCA T03bI a3pO30JIsl.

I11. O6mme TpeboBaHuUs K OLICHKE HMHTATSIIMOHHBIX YCTPOUCTB
Y BUJIOB HCCJICIOBAaHUN
8. J/103upOBaHHBIC HWHTAIATOPHI TIOJ JAaBJICHHEM | JIO3HPOBAHHBIC
UHTAISATOPHl HE HAXOMAIIWECS TIOJ JaBJICHUEM, WHIaIsATOPBl CyXHX
IOPOIITKOB M  HeOyJai3epbl HMEIOT pas3lIMYHbIC JICTOYHBIC MOJICIH
pacnpenenenus (mermosunmu)  (deposition), 3aBUCHMMBIE OT  TOTOKA.
[TpenmoureHus MalMEHTOB B MPUMEHEHUH 3THX YCTPOMCTB pa3lIMyaroOTCs.
Huke npuBeieHbl HEKOTOPBIE 00IIMe TpeOOBAaHUSA K MX OILICHKE iN VItro u

KJIMHUYECKOM JOKYMCHTAILIHNU.

1. Jlo3upoBaHHBIC UHTAISITOPHI O] TaBJICHUEM

Heympasiisiemble qpIXaHMEM JO3UPOBAHHBIC
WHTAJISATOPBI MOJ1 TaBICHUEM
9. HeynpaBnsiemble JbIXaHUEM JO3WPOBAHHBIE HWHTAISATOPHI  TOJ
nasneHueM (pMDI) coxepkaT pa3nuyHble MPOMEIJIEHTHI W JpyTHe
BCIIOMOTATEJIbHBIE BEIIECTBA, a TAaK)KE MOTYT MCIOJIB30BATh PA3IUYHBIC

CUCTCMBblI JOCTABKH, 4YTO MOXKCET IIPHUBCCTH K pPa3JiM4YHbIM KIMHUYCCKUM
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ucxogaMm. CTaHIAPTHBIM HEYNPABISIEMBIA  JbIXaHUEM  JIO3UPOBAHHBIN
UHTAJISITOP TOJ| JaBJICHUEM TpeOyeT KOOpAMHAIUM BJIOXA C MPUBEJICHUEM B
JNEUCTBUE  MHrajATOpa,  yOpaBISIEMble  JIBIXaHUEM  YCTPOWCTBA W
HCIIO0JIb30BaHUE CHEHCEPOB C HEYNPABJISIEMBbIM JIBIXaHUEM J1I03UPOBAHHBIM
UHTAJISITOPOM  TOJT JAaBJICHUEM YMEHBIIAIOT TMMOTPEOHOCTh B TaKOM
CMHXpOHM3aluu. Bce  HeynpaBisieMble  JbIXaHUEM  JO3UPOBAHHBIE
MHTAIATOPBI TOJI JABJICHUEM JOJDKHBI MO3BOJISITH TMAIMEHTY MPUMEHSThH
CIIeMcepbl BO BpeMsl HHTaasiluu. Eciu JiekapCTBEHHBIM Mpenapar s
VHTQISIIUN TPEIHA3HAYCH IS NEIUaTPUYECKOM MOIMYJISIIAU, TO BO BpPEMS
(dhapManeBTUUECKON pa3pabOTKU CleAyeT NPEAyCMOTPETh BO3MOXKHOCTH
MIPUMEHECHUSI COBMECTHO ¢ HUM cnercepa. COOTBETCTBYIOIIME MAHHBIC IO
HCIOJIb30BAaHUIO KOHKPETHOTO CHeHcepa € HEYIPaBISEMbIM JIbBIXaHHUEM
JIO3UPOBAHHBIM HHTAJISATOPOM I10]1 JIABJICHUEM, COJICPKAIIETO ONMPEAECITCHHOE
JEUCTBYIOIEEC BEIIECTBO WM KOMOWHAITMIO JCHCTBYIOIIUX BEIECTB,
JOJDKHBI OBITh BKJIIOYEHBI B PETHUCTPAIIMOHHOE JIO0ChE JIEKAPCTBEHHOTO

npenapara Jjisi UHTaJsALyun.

VYnpasisiemMble AbIXaHHEM

J03UPOBAaHHbIE UHTATSITOPBI
10. lnms  paGoTel ympaBiasieMoro jasixanueM wuHransTopa (BOI)
TpeOyeTcs omnpejelicHHass MUHUMallbHasi MUKOBasi ckopocth Broxa (IICB).
Ecnin MuHMManbpHasi MUKOBasi CKOPOCTh BJOXa HE MOXKET OBITh JOCTUTHYTA
NAlMEeHTOM, MPUMEHEHHE HUHrajasTopa Oyaer HedphekTuBHbIM. Takum
oOpa3oM, KJIMHMYECKass [MporpaMma JIOJDKHA  BKJIOYaTb B ce0s
COOTBETCTBYIOIINE JaHHBIE OTHOCUTEIbHO MUHUMAIbHON TUKOBON CKOPOCTH
BJI0Xa, HEOOXOAUMOro [IJsi TPUBENCHUS B JCHCTBUE YNPaABISEMOTO
IBIXaHUEM UWHTANATOpa (3TH JaHHBIE MOTYT OBITh MOJYYEeHBl IPHU

HUCITIOJIBb30BaAHNN HHI'AJIIIMOHHOI'O YCTpOﬁCTBa C HJ'IaLIe60) N OIIMCAaHUC TCX
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TPy MalMEHTOB, KOTOPbIE, KaK MPaBUIIO, OYAYT B COCTOSIHUM BBIIOJHUTD
BJIOX, OOECIEUUBAIOIINN JTOCTATOYHYI0O MUHUMAJIbHYIO MHUKOBYI) CKOPOCTH
BJIOXa JUISl TIPUBEACHUS B JCHCTBUE HHTALMOHHOTO YCTPOMCTBA, M TEX
IPYI TIAIMEHTOB, Y KOTOPBIX MOTYT OBITh MNpPOOJEMBbI (Hampumep, y
MAlMEHTOB C TSKEIOM OOCTPYKIMEW NbIXaTENbHbIX MYyTEW, Y MAIUEHTOB C
MPUCTYIIOM OPOHXUAIBHOM aCTMbI, MaJE€HbKUX JeTel u T. 1.). [loaxonsias
NOMYJISALNS MAUEHTOB JOJKHA OBITh HaAJeXKaluM o0pa3oM oOcieaoBaHa U
YeTKO OmpejesiieHa sl  TOoro, 4YToObl Tpemapar  HKCIOJIb30BaJCA
COOTBETCTBYIOIIMMH TpyNIaMH MAIMEHTOB TOJbKO MO I[OKa3aHusM. B
KAueCcTBE Ipernapara CpaBHEHUS [JIsl yIPAaBISAEMOro JbIXaHHEM HHTaISTOpa
MOXET OBITh HMCIOJIb30BAaH COOTBETCTBYIOIIUN HEYIPABISIEMBbIN JbIXaHUEM
JIO3UPOBAHHBIN MHTAISTOP MOJT IABJICHUEM.

11. Ecnu mHTQIATOPH MMEIOT JiBa CIOCO0a MPUBENCHUSI B JIEHCTBHE
(cmocoba axkTWBAIMM). PYYHOE U YIPABJICHHE [bIXaHUEM, TO TMAIlUCHTHI,
MPUMEHSIONINE 3TU UHTAJISTOPHI, HYXKJIAIOTCS B CIEHHUAIBHOM OOBSICHEHUU
crocoba MX MPUMEHEHUS] B MHCTPYKLIMHU IO MEIUIMHCKOMY MPUMEHEHHIO
(mucTke-BrIabIe). s TaKMX MHTAIATOPOB TAKXKE CICAyEeT MPHBOJIUTH B
UHCTPYKIIMM [0  MEIMIMHCKOMY TPUMEHEHUIO  (JIMCTKE-BKJIAJIBIIIE)
uHDOpMAIIMIO O TOM, Kak pacrno3Hath HEIPHEKTUBHO BHITTOJTHCHHBIC
WHTASIMUM U O TOM, B KaKUX CIIy4asX BO3MOXEH IEepeXoJ OT OJHOIO
crioco0a MpUBEJICHUS] MHTAISATOPa B JEUCTBUE K JIPYroMy. DTH JBa criocoda
NPUBEICHUSI HWHTrajgsiTOpa B JEHUCTBUE JOJDKHBI OBITh COMOCTABJIEHBI C
UCIIOJIb30BAHUEM TApaMETpPOB, OMNKCAaHHbIX B pazjaene |V Hacrosiero
PykoBojacTBa, 4TOOBI OMpPEAEIUTh, €CTh JU HEOOXOJMMOCTh B OTIEIbHBIX

KIIMHNYCCKUX JaHHbIX AJIA 000CHOBaHUSA KaXXa0ro Meroaa MHraJisiimumn.

Crneiicepsl U yIEpPKUBAIOIINE KAMEPHI



12. 3¢ dextuBHBIE  Ccheiicepbl  OOJErYarOT  WHTAIANHAIO  Yepes
HEYIPABJISEMBIN JIBIXAaHUEM JIO3UPOBAHHBIA WHTAJATOP MOJ AABICHUEM U
YMEHBIIAKT KOJIMYECTBO JEUCTBYIOLIETO BEILIECTBA, OCAXKAAIOLIETOCSA B
IIOJIOCTH PTA U TJIOTKE, a 3aTEM IporiarseiBaeMoro. Mcnons3oBanue criemcepa
PEKOMEHyeTCsl ISl BCEX MalMEHTOB, HO OCOOEHHO [JIsi TE€X, KOTOphIE
WCTIBITBIBAIOT 3aTPYAHECHUS B KOOPAWHAIIMY B0OXA U IPUBEACHUS B ICHCTBUE
HEYIPABJISAEMOTO JBIXaHHUEM JO3UPOBAHHOTO HHTAISTOpPa MOJ IABICHUEM
(Hampumep, AETH U MOXKUIbIC JIFOJIM), a TAKXKE JIs MAIlUEHTOB, MOTYYalOIINX
UHTAIAIHOHHBIE TIIoKoKopTHKOocTeporasl (UI'KC).

13. Cneticeppl  OOBIYHO  YBEJIMYUBAIOT JIETOYHOE pacClpe/eieHHe
npenapata. OJHAKO KOHKPETHBIM CIEUCEp MOXKET UCIOJIb30BaThCs MO-
pa3HOMY C pa3JIMYHBIMM JICMCTBYIOIIMMHU BEIIECTBAMU, W AHAJOTUYHBIM
o0pa3oM, KOHKPETHOE JCHCTBYIOIIEE  BEHIECTBO B  KOHKPETHOM
HEYIIPABJISEMOM [IBIXaHUEM JIO3UPOBAHHBIM HMHTAISATOPOM IOJ JABICHUEM
MOXKET HMMETh pa3HbIC BAPUAHTHI DPACIPEACIICHUsS NPU BIBIXaHUM YEpPE3
OTJIMYAIOIIMECS] ~ MO  TEXHUYECKHUM  XapaKTEPUCTUKAM  CIIEHCEpHI.
Pacnipenenenue [OEUCTBYIOIIETO BELIECTBA B JBIXATEIbHBIX IYTIX U
KJIMHUYECKAM OTBET IAIIMEHTA HA BBEJICHUE JIEKAPCTBEHHOI'O BEILIECTBA HE
MOTYT CUMTATHCS 3KBUBAJICHTHBIMHU, €CIM MCIIOJb3YETCS NPYrou crencep
WJIW €CJIU APYTOW HEYIPABIISIEMbIN IBIXaHUEM JO3UPOBAHHBIN UHTAJSATOP IO
JABJICHUEM HCIIOJIB3YETCSI C TEeM K€ caMbIM creidcepoM. Paszpabotka
HEYIPABJISAEMOTO JIBIXaHHUEM JO3UPOBAHHOTO HHTAISTOpPa MOJ aBICHUEM
BCErAa JOJDKHA BKIKOYATh TECTUPOBAHWE, MO KpaWHEWM Mepe, OIHOTO
KOHKPETHOTO CIiercepa Uil UCIOJIb30BaHUs C KOHKPETHBIM HEYIPABJISEMbIM
JIBIXaHUEM JIO3UPOBAHHBIM HMHTAJISTOPOM TMOJ JABJICHUEM, COACPKAIIUM
OTNpeJIeJICHHOE JIEUCTBYIOIIEE BEIIECTBO. JTOT CHeicep OKEH ObITh

MOIXOASIINAM JJIs1 HEJICBOM MOMYJIALUU MalMeHTOB.
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14. ®ynk1MoHaNbHBIE XapaKTEPUCTUKHU crelcepa OyIyT 3aBUCETh OT
o0beMa W MaTepuaia yACPKUBAIOMIEH KaMephbl, JJIEKTPOCTATHICCKUX
CBOMCTB BHYTpPEHHEW IMOBEPXHOCTH KaMepbl M croco0a NpPUMEHEHUS
ycrpoiictBa. TectupoBaHue IN VItro cieayer MpoBOIUTH NMPH IMOATOTOBKE
Criecepa Y HACTPOWKE YCTPOMCTBA HA KIMHUYECKOE IIPUMEHEHHUE
(uto MOXKET TOBIMATH Ha peanm3anuio dPPexra JEKapCTBEHHOTO
npemapara). Hampumep, eciu MHCTPYKIIMU TPOU3BOIUTEIIS CIielicepa WU
ynepxkuBaromieii kamepsl (holding chambers) Bkimouaror pexxum ouucTku B
X0/le TPUMEHEHHS (eXEHeAeNbHas OYMUCTKAa), HEOOXOJMMO MPOBECTU
ornpeseseHrue pecnupadenbHol Gpakiuu 10 U TIOC]Ie OUYUCTKH CIiecepa WiH
yaepxkuBawmiein  kamepbl.  OmpezaeneHue  pecnupadesnbHON — Ppakuuu
JOTyCKaeTcss MOAU(PUIIMPOBATL C I[EIbI0 HMHTAIWH  HCIOJb30BAHUS
crielicepa WU yJIEP)KUBAIOIICH KaMepbl MalMeHTOM (HampuMmep, BpeMeHHasI
3aJIepKKa JbIXaHUsI MEX]y MPUBEICHUEM YCTPOUCTBA B JICHCTBUE U BJOXOM,
O0OBIYHOE JBIXaHHE).

15.Korna Bce JpaHHble B IporpamMme pa3pabOTKU TOJyYeHbl Ha
mpemnapare, BBOJIMMOM  HEYNPABISIEMBIM  JIBIXaHHEM  JIO3MPOBAHHBIM
WHTQISITOPOM TIOJ JAaBJICHUEM B KOMOWHAIIMKM C OJHUM WM HECKOJIbKUMU
OTJIMYAIOIIMMHUCS CTIeHicepamMu, 3aKIroYeHue 1o 3PHEeKTUBHOCTH MOXKET OBITh
CIENIaHO TOJBKO IS KOHKPETHBIX, HW3YYEHHBIX YCIOBHM (KOHKPETHBIX
HEYTPABISIEMBIX JTbIXaHHEM JIO3MPOBAHHBIM MHTAJSATOPAM TIOJ JaBJICHUEM U
creiicepa (creiicepon)).

16.Ecnu mpemapar Oyner TPUMEHATHCS CO croedcepoM wuium 0e3
cnelicepa, TO JTO JOJMKHO OBITh MNOATBEPKACHO COOTBETCTBYIOIIMMU
UCCIIEIOBAHUAMH IN VILro wim In VItro v KIMHUYECKUMHU TAaHHBIMU. Eciuv AT
JaHHBIE HE COOTBETCTBYIOT KPHUTEPHSIM, OINHMCAaHHBIM B paszaene |V
HacTosmero PykoBojcTBa, OyayT HEOOXOAWMMBI KIWHAYECKHE JTaHHbBIC,

OXBaTBhIBAIOIIME COOTBETCTBYIOIIME TPYIIbl MAlMEHTOB (HAMpUMeEp, NIETH,
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NAIMEHTHI, MONYYAONINe HWHTATAINOHHBIE TIIOKOKOPTUKOCTEPOUIBI), IS
TOTO, 4YTOOBI HCCIEAOBaTh BIUSHUE crelicepa Ha 3(P(PEKTUBHOCTh U
0€30MacHOCTb.

17.Ecnu  HET KOHKPETHBIX PEKOMEHJALMK IO HCIOJb30BaHUIO
KOHKPETHOIO0  creicepa, NPHUBEAEHHBIX B  OOIIEN  XapaKTEpUCTHKE
JIEKapCTBEHHOI0 Mpernapara uisi peepeHTHOro JIEKapCTBEHHOTO Mpenapara,
VICCIIElyEMBbIN JIEKapCTBEHHBINW Mpenapar IJisd UHTASALINAN, UCIIOIb3yEMbINH CO
cnieficepoM U 0e3 crieiicepa JOKEH OBITh COMOCTaBUM C pedepeHTHBIM
JIeKapCTBEHHBIM MpenapaToM JJI1 UHTaJsui, UCI0JIb3yeMbIM Oe3 creiicepa.
Eciu B oOwmei XapakTepUCTHKE JIEKAPCTBEHHOTO Ipermapara s
pedepeHTHOTO mpernapaTa Ha3BaH KOHKPETHBIM creiicep, TO peepeHTHbIN
npenapar cieayeT UCIOJIb30BaTh BMECTE C TAKUM CIEHCEpOM, KaK yKa3aHo B
o011ei xapakTepUCTUKE JIEKapCTBEHHOTO Mpernapara.

18.Ecniu  cmeiicep  MOXeT  OBITh  BIIOCJIEACTBUM  3aMEHEH
JIIbTEPHATUBHBIM crencepom, JOJIKHBI OBIThH IIPEACTABJICHBI
COOTBETCTBYIOIIME JaHHBIC HMCCICAOBaHMM IN VItro, wim uccieaoBaHui in
VItro 1 KIMHUYEeCKUX ucciaenoBanuid. CleyeT OTMETHTb, YTO B 9TOM CITydae
UCIOJIb30BAHUE HCKJIIOYUTENbHO (hapMakonedHbIX METOAMK Oe3 yuera
KJIMHUYECKH 3HAYMMBIX (DaKTOPOB, TaKMX KaK OOBIYHOE JbIXaHUE U BpeMs
3aJICPKKU JIbIXaHMS HE SIBISETCS MpUEMJIEMbIM. Eciii Npu CpaBHUTEIBHOM
UCClIeIOBaHUU IN  VItr0 WCnosb30BaHHBIA BaJWIMPOBAHHBIA METOJ HE
NOATBEPKJIA€T  SKBUBAJIGHTHOCTh  MOXET TpeOOBaThCS  KIMHHYECKas
nporpamma uccieaoBaHui. KnuHuueckas nmporpamma JO0JDKHA BKJIKOYAaTh B
ceds  OIICHKY  CHCTEMHOM  O€30MacHOCTM  IyTeM  HCCIIeIOBaHUS
HKBUBAJIEHTHOCTH Ha OCHOBE (apMaKOKHHETHYECKIX WIH
dbapmakoguHaMuuecKuX AaHHBIX. C Iebl0 OLEHKH 0€30MacHOCTH JOJIKHA
ObITh M3yUeHa MaKCUMaJbHasg PEeKOMEHIyemas /1032 B paMKaxX MCCIeI0BaHUs

dhapmMakoIMHAMHYECKOW SKBUBAJICHTHOCTH.
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19. Hagnexxarmmum  00pa3oM  HMCCIICIOBAaHHBIN — criekicep  (crieticepsi)
JOJDKEH OBbITh CHEIMAaIbHO YyKa3aH B HMHCTPYKUMM MO MEAUIMHCKOMY
MPUMEHEHUIO Tpernapara U yInakoBKe.

20.Ecou  HeympaBiseMmbli  JbixaHueM (OOBIYHBIN) JTO3WPOBAHHBIN
WHTAJISITOP MO/ TaBICHUEM MOXET UCIOJIb30BaThCs Y JIETEH, B MPOIECCE €ro
pa3pabOTKU JOJKHO OBITh MPEAYCMOTPEHO HCIOIb30BAHUE HHTAISTOPa
BMECTe cO creicepom (crelicepamu) ONpEICIEHHOW KOHCTPYKIIUH,
yKa3bIBaEMOM B MOCJEAYIONIEM B OOIIel XapaKTepUCTUKE JIEKAPCTBEHHOTO
npenapara, WHCTPYKIMH TI0 MEIUIMHCKOMY TNPUMEHEHHUIO (JTUCTKE-
BKJIQJIBIIIE), @ TakKe Ha YMAaKOBKE JIEKQpCTBEHHOTO TIpenapara s
uHraasinu (nanee — B uHdopManuu o mnpenapare). [ HeynpapisieMoro
JbIXaHUEM JIO3UPOBAHHOI'O HWHTaJsTOpa IOJI JIaBJICHUEM BCErJa JI0JHKHO
ObITh  TPEAYCMOTPEHO  HCIOJb30BAaHME  CIIeiicepa  OMpeneseHHOMN
KOHCTPYKIMU. Ecii HeynpasiasieMblil AbIXaHUEM JI03UPOBAHHBIA WHTAIATOP
MO/ JAaBJICHUEM TpeAHa3HAYEH MCKIIOYUTEIBHO IJIs MPUMEHEHUS y JETCKOU
nonyysiuu (M HE NpeaHa3HA4YeH IS HMCIOJb30BAaHUS Yy B3POCIBIX) OH
JIOJDKEH OBITh CHaOXXeH creicepoM, JOMYyCKAaloIUM TMPUMEHEHHUE KaK C
JUIIEBOM Macko#, Tak m 0e3 Hee. Takou crelcep MOMKEH IMOIXOMUTH s
WCIIOJIb30BAHUS Y COOTBETCTBYIOIIMX BO3PACTHBIX TPYMN MEAUATPUUECKOU

MOIIYJIAIHUH.

2 Jlo3upoBaHHbIE UHTAJISITOPHI
HE HaXOsIIMeCs MO JaBICHUEM
21. Jlo3upoBaHHBIE HWHTAISATOPHI HE HAXOAIIMECs TOJA JdaBJICHUEM
ABJISIFOTCS TMOPTATUBHBIMU JO3UPYIOIIMMHU YCTPOWCTBAMU, AKTUBUPYEMBIMU
Ha)XaTUEM, U MPEICTABISAIONIMMU COOOW pe3epByap, COAEpKalluid BOJIHBIM
pacTBOp, CyCHEH3UIO WM 3MYJIbCHIO, 00ECIIEYMBAIOIIMMH OJIHY 103y B OJHO

HJIIN HCECKOJIBKO HpI/IBCJIGHI/Iﬁ B HeﬁCTBHe (Ha)KaTI/Ie). B JO3UPOBAHHBIX
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WHTQISATOpPAX, HE HAXOJAIIUXCS TOJ JAaBICHHEM, CKOPOCTh CTPYH HHU3Kaf,
MO3TOMY WHTAJSIIUOHHBIA MaHEBp 3aHWUMaeT OOJbIIE BPEMEHH, 4YeM IS
HEYTPABISEMBIX JIBIXaHUEM JIO3MPOBAHHBIX HHTAIATOPOB TOJ JIaBJICHUEM
(6e3 ucnoap30BaHus crielicepa) 1 JJIsl TOPOIIKOBBIX HHTAISTOPOB.

22.Y100BI JOCTaBUTh JOCTATOYHOE KOJUYECTBO JICHCTBYIOIIETO
BEIIIECTBA, MAIMEHT JIOJDKEH BJbIXAaTh OMNPENCIICHHBIM 00BeM a’po3ons. Y
BCEX TMAIMEHTOB, OCOOCHHO y JHUI[ C OTPAaHWYEHHBIMU HWHTAIAIIMOHHBIMA
BO3MOXXHOCTSIMUA (HarpuMep, JE€TH) JODKHO OBITh TOATBEP)KIEHO, YTO
00BbeM, HEOOXOAMMBIN JJIsl TIOMYYECHHS JKENaeMOro KIMHUYEeCKoro 3¢ ¢exra

HC IIPCBBIIIACT MHI'AJIIINOHHBIX CIIOCOOHOCTEM IHanucHTa.

3. PacTBOpHI U CyCHIEH3UU ISl MHTAISIIAN

23.1Ipu onpeneneHHbIX 00CTOATENBCTBAX (HANPUMEP, Y MIIAJICHIIEB U
JeTel MIIaJIIero BO3pacTa, TAKEI000JIbHbIX, MOKUIIBIX JII0eH, HHBAJIUI0B)
UHT SIS JICKAPCTBEHHBIX CPEICTB 4epe3 cucTteMy Helyiaizepa sBIsieTcs
BapUaHTOM JICYEHUS JIJIS MALIUEHTOB, CTPAAAIOIINX OPOHXHUAIBHOM acTMOM U
XpOHUYECKONW OOCTPYKTMBHOW Oo0se3Hblo Jerkux. B Hacrosiee Bpems
JOCTYTIHBI CTpyHHBIE, yJIbTPa3BYKOBBIE, BUOpAIMOHHO-CETYAThIE
HeOyai3epHble CUCTEMbI, KOTOPbIE MOTYT OBITh MPUOOPETEHHI MAIMEHTOM
OTIIETIBHO OT PACTBOPOB M CYCIEH3UM, COEpKAILIMNX JEHCTBYIOIINE BEIIECTBA
JUTSL UHTQJISLIHH.

24.B paMKax OOBIYHOTO KJIMHUYECKOTO NMPUMEHEHHS JEKapCTBEHHbIE
npenaparbl JUISi  MHTAISAUUA  MOTYT HMHTaJMpPOBAThCA 4epe3  Jo0yro
JOCTYIHYI0 HeOylaii3epHyI0 CHCTEMY, KOTOpasi MOKET OTIWYaThCsi OT
CTaHAAPTU3UPOBAHHON CHCTEMBI MCIOJIb30BAHHOM MpU pa3pabdOTKE TAKOTO
JIEKapCTBEHHOro0 Ipenapara. Pa3nuuust B A0CTaBISIEMOM 0O0BEME a3pO30JIsd
MEXAY pa3HbIMU HEOyJIal3epHBIMU CUCTEMaMU SIBJISIIOTCS 3HAUYUTEIIbHBIMHU.

HeKapCTBeHHOG CpCaACTBO, p33pa6OTaHHOC IJI UHTAJIIMPOBAHUA 4YCPE3
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HeOyai3epHy0 CUCTEMY, JOKHO MMETh yYCTaHOBJICHHBIE XapaKTEPUCTHKU
UHTAISIMN  JIGKAPCTBEHHOTO TIperapaTa 4Yepe3 JOCTYNHYI0 Ha pBhIHKE
HeOymali3epHYI0 CHUCTEMYy U  CTaHAApPTU3UPOBAHHYIO HEOyJIal3epHYyIO
cucremy. [Ipu ycTaHOBJICHHHM XapaKTEPUCTUK WHTAIAIHUH JIEKAPCTBEHHOTO
mperapata CIEAyeT HCCIeNOBaTh pPENpe3eHTAaTHBHbIE HeOyraii3epHbIe
CUCTEMBI JUIsl CTPYWHBIX, VYJIBTPA3BYKOBBIX W BHOPAIMOHHO-CETYATHIX
HeOynaiizepoB. Hcnonb3dyeMass HeOylnaii3epHass cuUCTEMa JIOJKHA OBITh
OIKCaHa B IPOrpaMMe pa3paboTKH ¢ YKa3aHUEM:

TUTa HeOyan3epa;

BBIOOpA HECYIIETO Ta3a;

JaBJICHUS HECYIIIETO ra3a;

CKOPOCTH TIOTOKa HECYIIETO Ta3a;

oObeMa 3amnoJiHeHHs HeOyman3epa;

BPEMEHU WHTAJISIUY;

OCTaTOYHOTO 00BbEMa PacTBOPA;

aKceccyapos.

25. HeOynaiizepHass cucrema (cucTeMbl), HCclenyemas B XOJE
mporpaMMbl  pa3pabOTKK Mpemnapara, O0DKHA OBITh omucaHa B oOmen
XapakTepUCTUKE  JICKAPCTBEHHOTO  Mpernapara, WHCTPYKIIUA  TIO
MEIUIMHCKOMY TPUMEHCHHIO (JIMCTKe-BKIaabie). B uHbopMaimio o
npenapare JI0JDKHBI ObITh BKITFOUCHBI TIPEAYITPEKICHUS

00 orcyrctBHM WH(OpPMAlMM  OTHOCHUTEIHHO IIOCTYIUICHHS U
pacrmpeneNieHus JISKapCTBEHHOTO TpernapaTa JUisl MHTAIAIUN B JIETKUX TIPH
WCIIOJIb30BaHUN HEOyIal3epHBIX CHCTEM, KOTOpPbIE HE OBLIN HW3Y4YeHBI B
porpaMme pa3padoTKH,

O TOM, 4YTO WCIIOJIb30BaHUEC aJTbTCPHATHUBHOW (HEMPOBEPEHHOM)
HeOyaii3epHol CUCTEMBbI MOXKET MPHUBECTH K W3MEHEHHIO pacIpeneicHUs

AKTHUBHOI'O BCIHICCTBA B JICI'KHUX, 4YTO B CBOIO O4YCPCIAb, MOZKCET IIPHUBCCTH K
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U3MEHEeHHI0  3(PQPeKTUBHOCTM W O€30MacCHOCTH  mpemapata U K
HEO0OXOJIMMOCTH U3MEHEHHUS BEIOPAHHOM ISl JICUCHUS JTO3bI.

Ecnu uccnemyeMplil JIeKapCTBEHHBIN TIpernapar Jjisd WHTAISIUNA ObLI
OILICHEH C HECKOJbKUMU BUIAMH HEOYJIal3epHBIX CUCTEM, TO IO pe3yjibTaTam
MPOBEJICHHBIX MCCJIEJOBAaHUNM B MH(OpPMAIIMU O TaKOM IIpenapare JIO0JAKHO
OBbITh YETKO YKa3aHO, BIUAET JIU OTPUILIATEIBHO KakKou-InOO U3 BUJIOB
HeOynaii3epHbIX cucreM Ha 3(P()EKTUBHOCTH JICYEHUS IO CPABHEHUIO C
() PEKTUBHOCTHIO MPU MPUMEHEHUH IPYTUX HEOYIa3epHBIX CUCTEM.

Ecnu nekapctBeHHBIN mpemapaT B (opme pacTBopa JUIsl HMHTAIALMMA
MMEET KAYECTBCHHBIM M KOJIWYECTBECHHBIM COCTAB TAaKOW K€, KaK U Yy
pedepeHTHOTO  mpemnapara, HEOOXOAUMOCTb B €ro  KJIMHHUYECKUX
HCCIIEIOBAHUSIX OTCYTCTBYET.

26. TepaneBTHYECKash SKBUBAJICHTHOCTh CYCHICH3WH Il WHTAJISIUH,
MPUMEHSEMBIX c MOMOIUIBIO HeOynai3epa, TOJDKHA OBITH
IPOJCMOHCTPUPOBAHA IyTEM NPOBEIACHHUS HMCCICIOBaHMMA IN VIVO, eciiu He
pPeyCMOTPEHO 0OOCHOBAHUE UCITOIb30BAHUS IPYTUX BUIAOB UCCIEAOBAHUM

C ICJIbIO ACMOHCTPAINH SKBHUBAJICHTHOCTH.

4. IHransatopsl CyXoro nopoiika

27. Unransatopel  cyxoro mopomika (DPl) xak ¢ ucnoin3oBaHHEM
pe3epByapa M JO03UPYIOLIErO0 MEXaHW3Ma, TAK W C IPEIBAPUTEIBHO
paclpenesieHHOW J1030M IOKa3bIBAIOT BBICOKUMU YPOBEHb 3aBUCHUMOCTU
NapaMeTpOB PACHpPENETEHNs] OT BO3AYLIIHOIO ITOTOKA MPU CPAaBHEHUU C
HEYIPABIIIEMBIM JIBIXAHUEM JI03UPOBAHHBIM MHTAJISTOPOM MO/ AABJIECHUEM H
HEYNPABJSIEMBIM JIBIXaHUEM JO3UPOBAHHBIM HHIaJsATOPOM O€3 JaBJICHUS.
[ToaToMy momkHa OBITH MpeICTaBlIeHA XapaKTEPUCTUKA CKOPOCTH MOTOKA B
NOMYJISALUSIX MalUeHTOB, JJIi KOTOPBIX OyJeT MpelHa3HAYaThCs WHTAISITOP

CyXOro mnmopoImxka.
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28.IlpencraBieHHOE  PETHCTPAIIMOHHOE  JIOChE  BCEX  BHUJOB
UHTAJISITOPOB CYXOTr0 MOPOIIKA JOHKHO BKIIOYATh IOCTATOYHOE KOJIHUYECTBO
JaHHBIX 1IN VItro, BKIIOYas OMNHCAHHE XapPaKTEPUCTHKH JICTOYHOI'O
pacmpezelieHus Tpenapara B Ipeaeiiax KIMHUYECKH 3HAYMMBIX TEpernaioB
JABJICHUS U OTPAaHUYCHUN BO3AYIITHOTO MOTOKA.

29.Ecnu y uccienyemMoro MHrajstopa CyXoro IMOpoOIlKa yCTaHOBIIEHA
BBICOKAasl 3aBHCHUMOCTb OT CKOPOCTH MOTOKa (3((EeKTHUBHOCTH Ipernapara B
3HAYUTENTHFHON CTENEeHM 3aBUCUT OT CKOPOCTH IOTOKa BO BpeMs
WCIIOJIb30BaHUS ) TOTJa KaK y pepepeHTHOro mpenapara yCTaHOBJICHA HU3Kas
3aBUCUMOCTh OT CKOpPOCTH TIOTOKa (CKOPOCTh TIOTOKa BO Bpems
UCTIOJIb30BaHUS TIperapaTa HE OKa3blBae€T 3HAYMTEIHHOTO BIUSHUSA Ha €ro
3¢(EeKTHBHOCTB), TO TMPU PETUCTPAIMM B OOIICH XapaKTEPHCTHUKE
JIEKapCTBEHHOTO0 Tpemapara W €ro HWHCTPYKUUM TI0 METUIIMHCKOMY
npuMeHeHno B pazzaene «llokazaHuss K TPUMEHEHHUIO» JIOJDKHBI OBITh
yKa3aHbl B Ka4yeCTBE IIEJICBBIX MOMYJALMA TOJIBKO HW3YYEHHBIC TPYMIIbI
MAIMeHTOB. DKCTPAIOJISIUA Ha JAPYTHe TPYIIbl MAllMeHTOB, OTJIUYHBIC OT
UCCJICTOBAaHHBIX TOMYJISIIIUMA, HE JOIYyCKaeTCsl.

30. lns Bcex BHUIOB HWHTAISATOPOB CYXOro IOPOIIKAa JOJKHA OBITH
YETKO OMNpeAesieHa TOMYJSAUsS TAIMeHTOB, Y KOTOPBIX TaKOW HHTaJsTOp
MOXET OBITh MCIIOJIB30BaH (T. €. MAI[UEHTHI, KOTOPhIE MOTYT T€HEPUPOBATH
JOCTAaTOYHYI0 MHUHHUMAJIbHYIO NMHUKOBYIO CKOPOCTH BJIOXa JJIs NMPUMEHEHUS
npemnapara),

31. Ucnonp30BaHne MpU KIMHUYECKUX HCCICAOBAHUSAX B KauyeCTBE
pedepeHTHOTO Tpemapara WHTAISITOPOB CYXOTO TMOPOMIKAa Y KOTOPBIX
YCTaHOBJICHA BBICOKAsl 3aBUCUMOCTh OT CKOPOCTH TMOTOKa HE TMO3BOJISET
clenaTh 3aKIIOYEHHE IO pe3yJbTaTaM KIMHUYECKOTO HWCCIEAOBAHUS O
TEPaeBTHYECKON SKBUBAJICHTHOCTH H3y4aeMbIX JICKapCTBEHHBIX

MpEenapaTroB, €CIM XapaKTEPUCTUKU PACHPEACIICHUSI M CKOPOCTH IOTOKa
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MHTAIATOPOB CYXOro MOpPOIIKa Ha BAOXE HE CTaHAAPTU3UPOBaHbL. [losTOMy
HSKBUBAJICHTHOCThH TAKUX BUJIOB MHTAISTOPOB CYXOro MOPOIIKA JOJIKHA OBITh
YCTaHOBJICHA TI0 Py HWHCIHPATOPHBIX IOKaszareneld (3aBUCUMOCTH
JOCTaBISIEMOT0 00BbEMa OT CKOPOCTH IOTOKA), C yYacTHUEM IOIYJISALIUN
MalMeHTOB, KOTOpas yKa3aHa B OONIEH XapaKTEPUCTHUKE JIEKAPCTBEHHOTO

npemnapara st peepeHTHOTO mpenapara.

5. UccnenoBanne HECKOIBKUX 103 JIEKAPCTBEHHOTO CPECTBA

32. JIunelHOCTH, O3Bl JOJDKHA OBITH MCCIIEmOBaHa IN VItro, Kak s
UCCJIEAYEeMOro, TaKk U JUIsi pepEepeHTHOr0 JEKAPCTBEHHBIX MpPenapaToB s
HMHTJISIUNA BO BCEX MPEAJIOKEHHBIX JO3UPOBKAX.

33. Eciiu muHEHHOCTh J03bI TOJATBEPIKICHA TIPHU MCCIICAOBaHUHM IN VItro
pa3IUUHBIX 703 OJHOTO HW3BECTHOTO JICUCTBYIOIIETO BEIECTBA, TO
JIOCTATOYHO YCTAHOBUTH KJIMHUYECKYIO TEPANEBTUUYECKYIO 3KBUBAJIECHTHOCTD
TOJIBKO C OJHOM JTO3MPOBKOW ATOT0 JECUCTBYIOLIEro BemecTBa. Kak nmpasuo,
11e71ec000pa3HO M3ydaTh CaMyl0 HU3KYIO JIO3UPOBKY M3 UMEIOIICHCS TNHEHKH
7103, YTOOBI TTOBBICUTh YYBCTBUTEJIHLHOCTh MCCIIEIOBaHUA. ECiu TMHEHHOCTH
BCEX MPEIJIOKEHHBIX 103 JICKAPCTBEHHOTO CPEJICTBA YCTAHABIMBACTCS IS
TECTUPYEMOT0 JIEKapCTBEHHOTO TIpemnapara, HO OTCYTCTBYET Y peepeHTHOrO
JIEKapCTBEHHOTO Mpenapara, TO 3TH JBa JICKAPCTBEHHBIX IIperapara He MOTYT
CUUTAThCS TEPANEBTUYECKU PKBUBAJCHTHBIMU. B 3TOM ciydae TecTUpyeMblit
npenapar J0JDKeH ObITh MOAU(UIIMpOBAH TakuM 00pa3oM, 4YTOOBI OH
COBIaiall ¢ peepeHTHBIM IPENapaToM C TOYKU 3PEHUS] HEIMHEHHOCTH 103
(Torma ero MOXHO OYJET CUMTATh TEPANCBTUYCCKU SKBUBAJICHTHBIM), WM
TEepareBTUYECKasi  HKBUBAJIGHTHOCTh  TECTUPYEMOIO  JIEKAPCTBEHHOTO
npenapara pedepeHTHOMY JICKapCTBEHHOMY Tpemapary JOJDKHA OBITh
yCTaHOBJICHA 11 0oJiee 4eM OJHOM 103bl TECTUPYEMOI'O JIEKAPCTBEHHOTO

nperapara (B HauxygumiemM cjiiydac — CO BCCMHM J03aMH TCCTHPYCMOI'O
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JIEKapCTBEHHOI'0 Ipenapara, B 3aBUCHUMOCTH OT TOrO, Kakas [J03a He
COBNAJACT B  OTHOLICHHHM JIMHEWHOCTH C  JI030M  pedepeHTHOTO
JIEKapCTBEHHOTO Tpernapara).

Eciu paspabarbiBaeTcs JONOJHUTENbHAs 1032 JIEKAPCTBEHHOIO
npemnapara, TO JUIsi Hee HEoOXOIUMO MPOJEMOHCTPUPOBATH MPUEMIIEMOE
COOTHOILICHUE «I10JIb3a — PUCK.

Beibop pedepenTHOoro mnpenapara JOJKEH ObITh 0OOCHOBaH. B
KauyecTBE pe(PEPEHTHOTO CIEAYET BHIOMPATh OPUTMHAIBHBIN JEKApCTBEHHbBIN

npcemapar CCJIM 3TOT IIPCIIapaT UMCCTCA B HAJIMIHH.

6. HoBble IIPONCJUICHTHI 1 HAITIOJIHHUTCIIN

34.Ecnu BBOASATCS HOBBIM NPOIEJUIEHT, BCIOMOTraTEIbHOE BEIIECTBO
WM KOMOHWHAIIMSL BCIIOMOTaTEIbHBIX BEIIECTB, TO B JIONOJHEHHE K
CTaHIAPTHOM  TOKCUKOJIOTMYECKOM W  JOKIMHUYECKOM  IIpOorpammam
UCCJICIOBAaHUN JOJDKHO OBITh H3YyYEHO HX BO3MOXHOE BIMSHHE Ha
KIIMHUYIECKYIO 3P (HEKTUBHOCTh M 0€30MacHOCTh. MOTYT OBITh HEOOXOMMBI
pacuIMpeHHble JaHHble O Oe3omacHocTH. HyXHO OIEGHUTh MECTHYIO
MEPEHOCUMOCTh W HCKaTh JI0KA3aTEJIbCTBA TIOBBIIMICHHON OPOHXHAIBHOM
pa3IpaXUTENHbHOCTH WM  MapajJoKcallbHOTO  OpoHxocmasma. Moxker
MOHAA00UTHCS OIICHKA JII000T0 BO3JEHCTBUSI, KOTOPOE HOBBIM MPOMEIUICHT
WM BCIIOMOTaTEIbHOE BEIIECTBO MOXET OKa3blBaTh HA MYKOLMJIMAPHBIMA

KJIMPEHC.

V. ®apmalieBTHYECKHE CBOMCTBA JICKAPCTBEHHBIX MIPENapaToB s
UHT AU 1 HEOOXOJUMOCTh BBIITOJHEHUS KIMHUYCCKOM
MPOTrpaMMBbl UCCIICTOBAHUI

1. HoBrble nelicTByIOIIME BEIIECTBA
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35.[Ipemaparel, BKIIOYAIOIIME HOBOE JICHCTBYIOIIEE BEIICCTBO,
JIOJDKHBL TPOWTHU TOJHYI0 MpOorpaMMmy pa3paOOTKU HE3aBUCUMO OT THUIIA

YCTPOMCTBA, COJIEPKAILETO HOBOE AEUCTBYIOIIEE BEMIECTBO.

2. VI3BecTHOE IEUCTBYIOIIEE BEIECTBO

36. B pamkax yCKOpPEHHOH SKCHEPTH3bI JIOHKHA OBITH MOATBEPIKICHA
TepamneBTUYeCKas SKBUBAJIEHTHOCTH JIJIS1 BOCIIPOM3BEICHHBIX JIGKAPCTBEHHBIX
IpernapaToB sl MHTASAIUNA. B HEKOTOPBIX CilydasiX, UCIOIb30BaHUE TOJIBKO
CPaBHHUTEIIbHBIX JaHHBIX IN VILro, Mojy4eHHBIX C MOMOIIBIO CTaHIAPTHBIX
METOAOB  (TaKMX KaK MHOTOCTYNEHYAThIi  KaCKaJHBIA  UMIIAKTOP
(uMIUEXKEp)),  MOXKET  CUYMTAThCA  NPUEMIIEMBIM  €CIM  Iperapar
YAOBIIETBOPSCT BCEM TMPEJACTABICHHBIM KpUTEpUsM (B CpPaBHCHHH C
pedepeHTHBIM IpenapaToM):

npenapaTr COACPKHUT TOXKE AKTUBHOE BEIIECTBO (TyX e COJb, 3Qup,
TUAPAT WIK PacTBOp U T. 11.);

JeKapCcTBeHHass (QopMa HUIAECHTUYHA (HAMpUMep, HEyNPaBISIEMBIM
JBIXaHUEM JIO3MPOBAHHBIH HWHTAISITOP TIOJ JaBJICHHEM, HEYIPaBIICMbIN
JBIXaHUEM JO3UPOBAHHBIM HMHrajsTOp 0€3 MaBJCHHS, HHTAISATOP CYyXOro
MOPOILIKA U T. 11.);

NEUCTBYIOLIEE BEIIECTBO B  TBEPAOM  COCTOSIHUM  (TIOPOIIIOK,
CYCIICH3Us): JH0ObIe pa3jvuusl B KPUCTAUIMYECKON CTpykType u (Win)
noymMopdHON opMe HE TOJDKHBI BIUATh Ha XapaKTEPUCTUKH PACTBOPEHUS
U  (YHKIMOHAIBHBIE XapaKTEPUCTHKW TMIperapara WM paclpeaeicHue
a’pO30JIbHBIX YACTHII;

A00BIC KA4YeCTBCHHBIC M (WJIM) KOJMYCCTBEHHBIC pPa3IUYHs BO
BCIIOMOTATEJIbHBIX BEIIECTBAX HE JOJDKHBI BJIUSATH HA XapaKTEPUCTHKH,
onpeaensomue 3QPEeKTUBHOCTh Tpenapara (Takkue Kak OJHOPOJHOCTH

JIOCTABJICHHOW 703kl W T. J.), CBOMCTBA a’pPO30JbHBIX YaCTHUIl (TaKHUE Kak
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THTPOCKOITMYHOCTD, JITMHAMHKA U T€OMETpHs CTpyH) U (WJIH) TOJDKHBI OBITH
CXOJIHBIMM 10 BO3JCHCTBUI0O HWHIaJsIIMM Ha mNanueHta (pacrpejereHue
pa3Mepa 4YacTUIl B POTOBOM TOJOCTH W TOPJE WIM «OXJIAXIAKOIIUN
bpeoHoBbIN» Y PEKT);

a00bIe  KayeCTBeHHBbIC M (WJIM) KOJMYECTBEHHBIC pPa3iUYHs BO
BCIIOMOTATEJIbHBIX BEIIECTBAX HE JOJDKHBI MEHSATHh Mpoduiib 0€30MacHOCTH
npenapara;

00bEM HHTAISIMKM Yepe3 JIO3UPYIOIee YCTPONCTBO, MO3BOJISIONTUN
JIOCTaBUTh HEOOXOJUMOE KOJIMYECTBO JCHCTBYIOIIEIO BEIIECTBA B JIETKHUE,
JOJIKEH OBITh CXOIHBIM (OT/IMUHs B mpeaenax + 15 %);

METO/JI MPUMEHEHUSI UHTAISIIUOHHOTO JO3UPYIOIIETO YCTPOMCTBA IS
ucciIeyeMoro M pedepeHTHOro IMpernaparoB C IEIbI0 BBICBOOOXKICHUS
HEOOXOAMMOTO KOJMYECTBA JIUCTBYIOIIETO BEIIECTBA JIOJDKEH OBITh
CXO/JIHBIM;

WUHTAIAIMOHHOE YCTPOMCTBO JOJDKHO 0OO€cleurnBaTh OJUHAKOBOE
COIPOTHBIICHHE BO3YIIHOMY MTOTOKY (oTiuuwms B npeaenax + 15 %);

KOJIMYECTBO JIOCTABJICHHOM 03Bl JOJDKHA OBITh OJMHAKOBOHN (OTIHMYHS
B npenenax = 15 %).

37.Cnenyer oOecrneunTh TMOJYyYEHHE TOJHOTO O0BbeMa JaHHBIX
pacnpeesCHHs YacTHI] TI0 pa3MepaM JUIsl OTACIbHBIX CTyIeHeH (Kackasos)
(stages) BamuMaUPOBAHHBIM METOJOM C MPUMEHEHHEM MHOTOCTYIIEHYATOrO
umnakropa (uMmnumkepa). Ecam He 00OCHOBAaHO HWHOE, JIOJDKHBI OBITh
IOJIyYCHBI CPaBHHUTEbHBIC JaHHBIC IN VILr0 3aBUCHMOCTH CKOPOCTH IOTOKA
OT Juama3oHa TOTOKOBBIX CKOpPOCTE€H. OTOT Juamna3oH Heo0XO0auMO
000CHOBATh MO OTHOIICHHWIO K IIEJIEBOM MOMYJANHWH TarueHToB. JlomkHa
OBITH OIICHEHA XapaKTEPUCTHKA paclpeieSIeHUs] 3TOr0 MoKa3aTessl B IaHHOM

MMOIyJInuu IIaIUECHTOB (MI/IHI/IMaJIBHOG 3HAYCHHUC (HaHpI/IMep,
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10-#1 mporeHTWIB), MeIWaHa W MaKCUMaJIbHOE 3HAYCHHE (HampuMmep,
90-i1 mPOIICHTHIIB)).

38. DphekTUBHOCTH U OE30MACHOCTH JEKAPCTBEHHOTO CPE/ICTBA OyAyT
3aBUCETh OT KOJUYECTBA JCUCTBYIOIIETO BEIECTBA, JOCTUTIIETO JIETKUX, U
OT Xapakrtepa pacnpezenenus. Kpome toro, Ha 6€30mMacHOCTh Takxke Oyaer
OKa3bIBaTh BIIMSIHUE CKOPOCTh M CTENEHb CHUCTEMHOM abcopOuuu u3
KEITYJJOUHO-KHUIIIEYHOTO TpakTa (T.e. mporioueHHas ¢pakuus). [losTomy
cpaBHeHHE IN VItr0 J0DKHO OBITH BBITIOJHEHO IS CTYIIEHEH, KOTOpBIC
OTPaXKal0T MAacCy TOHKOJMCIEPCHBIX YACTHUIl, a TaKXKE BEPXHHUX CTyINEHEH
uMnakTopa (MMIMHXKEpa), KOTOpPbIE€ CBsA3aHbI C 3()PCKTUBHOCTBIO U
0e30MacHOCTRIO IN VIVO JIEKapCTBEHHOTO CPEJNICTBA, €CIM HE OOOCHOBAaHO
UHOE.

39. CpaBHeHHE AOMHKHO MPOBOAUTHCSA MO CTYMEHSM HMIIAKTOpa WU
o0ocHOoBaHHOM Tpynmne cryneneil. [lo kpaiiHeit Mepe, oreHuBaercs 4
crynend. OOOCHOBaHUE MOJDKHO CTPOUTHCS Ha MPEANOJaraéMbIX YPOBHSIX
pacnpeneneHrss B JIeTKUX. J[OJDKHBI OBITH MPOTECTUPOBAHBI KaK MUHUMYM
TPU TOCJENOBAaTENbHBIX TMPOOBI HCCIENyEeMOro Tpenapara ©  TPHU
MOCJIEIOBATENbHBIX MPOOBI  pedepeHTHOro mpemnapara. MakcuMallbHO
JIONyCKaeMble pa3uuus P UCCISAOBaHUH IN VItr0 JO/KHBI OBITH YKa3aHbI
¥ 000CHOBaHBI (CTAHIAPTHBIM YPOBHEM MPUEMIIEMOCTH Pa3IUYHil SBIISETCS
+ 15 % paznuuws).

40. Inst CTynmeHW MMIIaKTOpa WM OOOCHOBAHHOW TpYMIMbl CTyINEHEU
noJDKHBI  ObITh  paccuntanbl 90 %  moBepuTeIbHBIE MHTEPBAIBI IS
HaOIOAaeMBIX 1N VItro pasmuuuii.

41. 3axmroueHrne 00 3KBUBAJICHTHOCTU JIEKAPCTBEHHBIX MpenapaToB MO
pe3ysibTaTaM HUCCIIEIOBAHUN MOXKET OBITh NMPHUHSATO TOJBKO B CiIydae, eCiu
3TH Pe3yibTaThl COOTBETCTBYIOT MAaKCHMAJIBLHO JOMYCTUMBIX Pa3IudHsIM,

KOTOpbIE YyKa3aHbl U OOOCHOBAHbI B 3apaHEe YTBEPKICHHOM IPOTOKOJIE
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uccnenoBanus. Ecnu mpenapar He yIOBIETBOPSET BCEM NEPEUYHCICHHBIM B
NPOTOKOJIE HWCCIeNoBaHus [N VILr0 KpUTEepwsiM SKBUBAICHTHOCTH, IS
NOATBEP)KJICHUS ~ JKBHBAJCHTHOCTH  JOJDKHBI ~ OBITh  BBIITOJHCHEI

UCCIIeIOBAHUS B YCIOBUAX iN VIVO.

V. KiinHnueckast nporpamma ucciae0BaHul
JIEKQpPCTBEHHBIX ITPENAPATOB I HHT AN

1. JlerouHoe pacripeneneHue

42.ViccnenoBaHus JIETOYHOTO paclpeielieHuss HM3y4aloT CTEeNeHb U
XapakTep pacnpeeeHus] HHTAIMPOBAHHOTO JIEUCTBYIOIIETO BEIECTBA.

43. BcomoraTtenbHble  BEIIECTBA, YCTPOMCTBA WJIM  pa3jIUvHbIC
XapaKTEPUCTUKHU a3pPO030Jisl MHTAIAIMOHHBIX MPEnapaTroB, MOTYT OKa3bIBaTh
3HAYMTEIHHOE BIHMSHUE HA JISTOYHOE paclpeeicHre U 00J1aaTh 3HAYNMbBIM
BIUsIHUEM Ha 3(Q()EKTUBHOCTh M Oe30macHOCThb. B ciydae, eciiu u3ydaemblid
npenapar He TMOATBEP)KIAET SKBUBAICHTHOCTh pedepeHTHOMY Ipenapary Ha
OCHOBaHMHM JAHHBIX IN VItro, oAHMM H3 CHOCOOOB MMOATBEPIKIACHHUS
OKBUBAJCHTHON H(G(EKTUBHOCTH MOXKET OBITh CpaBHEHHE JIETOYHOTO
pacnpeeneHus.

44, UccnenoBaHus JIETOYHOTO PACIpPEICIICHHUs BBITIONHSIIOTCS B BHJC
JBOMHBIX CJICTIBIX TEPEKPECTHBIX HUCCIEAOBAaHUN W JOJKHBI  OBITH
OCYIIECTBIIEHBI C MCIOJIb30BAHUEM KIMHUYECKH 3HAYMMOM J103bI Tpernapara,
KOTOpasi MOXET OBbITh OMpejeicHa MO JaHHBIM IN VItro. DT uccaenoBaHus
JOJDKHBI OBITH BBITIOJTHCHBI B II€JIEBOM MTOMYJISIINH MAIlACHTOB.

45.JlerouHoe pacmpefieiieHue MOXET OBbITh KCCIIEIOBAaHO IyTEeM
IPOBEACHUS (dapMaKOKMHETHIECKUX WITH BU3YyaJTN3AIMOHHBIX
VICCIICIOBAHUM.

46. HecmoTpst Ha TO, 4yTO TIpU (HapMaKOKMHETUUECKUX HCCIICIOBAHMIX

MOJIy4aroTCA KOCBCHHBIC HAaHHBIC O pPaCHpCACIICHHUU JICKAPCTBCHHOTO
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mpernapara MyTeM aHaiu3a e€ro KOHIEHTpAIlMd B TUIa3Me WM MOYE, TaKhe
uccie0BaHus 00jiee MPeaOYTUTENIBHBI, TOCKOJIBKY (papMaKOKHHETHICCKUE
UCCJICIOBAHMUS:

IPOCTHI B BHITIOJIHEHUH,

0e30MacHbI, BBUY OTCYTCTBUSI OOJTy4YeHUSI CYOBEKTOB UCCIIEOBAHMS;

MO3BOJISIIOT ~ M30€KaTh pHUCKAa W3MEHEHUsS COocTaBa MW CaMoOW
JICKapCTBEHHOU (hOPMBI JICKAPCTBEHHOTO TIpemapara B MPOIECcCe HAHECEHUS
PaANOaKTUBHON METKHU;

MO3BOJISIIOT JIETKO TOJATBEPIUTh HAIWYUE JUHEWHOW 3aBUCHUMOCTU
«J103a2 — OTBETY.

47.ViccnenoBanus (papMaKOKUHETHUKH OIICHUBAIOT OOIIEe CUCTEMHOE
BO3JIeiicTBHE (IJ1s1 OIEHKHM O€30MacHOCTH), a JieroyHas abcopOums (s
OLICHKM JIETOYHOTO pacnpeneneHuss u dPEPEeKTUBHOCTH) MOXKET ObITh
OTIIeTIEHA OT KEIYJIOYHO-KUIIEUHOU abcopOimu. PapMakOKMHETHYECKUE
UCCJICIOBAaHUSI MOTYT YYHUTBHIBATh JCHCTBYIOIEE BEIIECTBO, BBIICIAEMOE
MyTeM MYKOITMJTHAPHOTO KIUPEHCA.

48.Cpeau  HenoCTaTKOB  (hapMAaKOKMHETUYECKUX  MCCIIEJOBaHUM
HEOOXOAMMO OTMETUTh HEBO3MOXXHOCTH NU(PHEPEHIIMPOBAHHOTO H3YYCHHS
pacmpeeneHust JHCTBYIONIETO BEIIECTBA B PA3IMYHBIX 30HAX JIETKUX MOCIIE
uHrajsinud. KpoMe TOro, B HEKOTOPBIX ClydasxX IIa3MeHHbIe (MOYCBBIC)
KOHIICHTPAIlUM HE TOJIAOTCSA OIICHKE WM HaXOIATCS BOJM3M HWKHETO
npeaesia KOJIMYeCTBEHHOTO ONpEeNeieHUs, TaKUM 00pa3oM, 3TH PE3yIbTaThl
MOTYT OBITh BEChbMa BapruaOeIbHbIMHU.

49.B HEKOTOpHIX CiIydasX 3KBUBAJICHTHOE JIETOYHOE pacIpeiesieHue,
MOATBEPKICHHOE (hapMAKOKHHETUYECKUMH HCCIICIOBAHUSIMU B COUYCTAHHUH C
JAaHHBIMH 110  0e30macHOCTH (HampwMmep, JaHHbIE W3 CHCTEMHOTO
(hapMaKOKMHETHYECKOTO UCCIICIOBAHUS 0€30I1aCHOCTH) MOKET

pacCMaTpuBaATLCA B KA4YCCTBC JOCTATOYHOI'O 00O0CHOBaHHUS TepaHeBTquCKOﬁ



23

HKBUBAJIIEHTHOCTH, €CIIU 3TO OINpaBaaHo. TepaneBTHUECKasi SKBUBAJICHTHOCTh
JOJIKHA OBITH J0Ka3aHa C MOMOIIBIO COOTBETCTBYIOIINX
(dapMakoIMHAMUYCCKUX U (MJTH) KIMHUYECKUX MCCIICTOBAHUI.

50. DKBHUBaJICHTHOE JIETOYHOE paclpeiejieHue, YCTAHOBICHHOE IMyTeM
BU3YaJIM3aIMOHHBIX HCCIEAOBAHHUM, MOXET paccMaTpHUBAThCS B KauyeCTBE
MOJTBEPKAAIOIINUX JAHHBIX JIJISl OIEHKU TePareBTUYECKON SKBUBAJICHTHOCTHU
U TIOJITBEPKJICHUS paBHOU 3(h(PEKTUBHOCTH JIEKAPCTBEHHBIX MPETIAPATOB.

51. Eciu SKBUBAJICHTHOE JIETOYHOE pacnpeaeneHue
MIPOJIEMOHCTPUPOBAHO MPU MPOBEIECHNUN BU3YAIM3AIMOHHBIX HCCIIEI0BAHUM,
3TO JIOJKHO COMPOBOKIATHCS COOTBETCTBYIOIIUMHU (hapMaKOKUHETUUECKUMU
UCCJICIOBAHUSIMU UJTM COOTBETCTBYIOIIMMU KIMHUYECKUMH UCCIICIOBAaHUSIMU
JUTSl OLIEHKHU TepaneBTUYecKor 3(pPEeKTUBHOCTH.

52.Ecnu  ayist OLlGHKH TeparneBTHYECKOW A(PGEeKTUBHOCTH BMECTO
(dhapMaKOKHHETUYECKUX HCTIOIB3YIOTCS BH3yaIM3allMOHHBIE HCCIEOBAHU,
TO JOJDKHBI OBITh MPUBEACHBI APTyMEHTHI, KOTOpbIe OOOCHOBBIBAIOT, YTO
POBEJIEHUE ITUX UCCIICJOBAaHUH MOTHOCTHIO OMPABIAHO.

53. Y B3pOCIHBIX UCCIEIOBAHUS JIETOYHOTO pacnpenesieHus (Korjaa 3To
BO3MOXKHO) M HCCIEIOBaHHUsS IN VILF0 XapaKTepUCTHK JCHCTBYIOIIETO
BEII[ECTBA, CPABHUBAIOIINE HOBBIN Mpenapar ¢ peepeHTHBIM, TOJKHBI OBITh
OLICHEHBI hi (o) IPOBEJICHUS TepaneBTUYECKUX UCCJICIOBAHUM
KBUBAJIEHTHOCTH.

S4.Jlna  nered  MWCCIENOBAHMS  JIETOYHOTO  pacHpeselieHHus He
npuemiembl. apMakOKUHETHUECKUE WCCIEAOBAaHUSI B KauyeCTBE Cypporara
s omnpeneneHus AS(OQPEKTUBHOCTH JHIIb KOCBEHHO XapaKTEepPHU3YIOT
3G (PEeKTUBHOCTh, OHH YBEIMYMBAIOT TSHKECTh ydacTHs peOeHKa B
UCCIICIOBAHUSX M HE HMEIOT JIOCTAaTOYHBIX TMPEUMYIIECTB Iepes

Q)apMaKOI[I/IHaMI/ILICCKI/IMI/I u (I/IJII/I) KIIMHUYCCKUMHN HCCICAOBAaHUAMU 110
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OLICHKC TepaHGBTquCKOﬁ O9KBHUBAJICHTHOCTH. BHSyaHHBaHI/IOHHBIe

HUCCJIEOBAHU JUIA IETEN TAK)KE HE ITOIXOIAT.

CDapMaKOKI/IHGTI/I‘IGCKI/IG HNCCIICOO0BAHUA

55. ®apMaKOKMHETHYECKOE HCCIICIOBaHUE, TMPEIHA3HAUYCHHOE IS
OIICHKHM JIETOYHOTO paCHpe/IeNICHNs, IMO3BOJISECT HCKIIOYUTH IOTJIONIECHUE
JEUCTBYIOLIETO BEHIECTBA M3 KETYJAOYHO-KUIIIEYHOTO TpakTa (Hampumep,
MOCPEICTBOM HCIOJIb30BaHUs OJIOKAIbl aKTUBUPOBAHHBIM YTJIEM).

56. ®apMaKOKMHETHYECKOE MCCIAETOBAHNE MOXKET OBITh HCIIOJIb30BAHO
JJI8  ONpPEACICHUS JIETOYHOIO pachpeAcsieHusi, KpoMe TOTO II03BOJISET
HCCIIeIOBAaTh CUCTEMHYIO Oe3omacHOCTh. [Ipu mcciaemoBanun 0€30MaCHOCTH
JIOJDKHO OBITh U3MEPEHO 00IIee CUCTEMHOE BO3/ICHCTBUE B IIpEIoaracMoi
MOMYJISIIMY NAlMeHTOB, TAKUM 00pa30M, UCCIIEIOBAaHUE JIOJIKHO BKJIIOYATh B
ceOs1 OICHKY KOJIMYECTBA JICHMCTBYIOIIETO BEIIECTBa, a0COPOMPOBAHHOIO
gepes JErKUe M JKeTyI0YHO-KUIIICYHBINA TPaKT.

57.0OmgHaKko JJi BEIIECTB C HE3HAYMTEJIbHOMW >KEJTyJI0YHO-KHIIICUYHOU
abcopOiuelt  sABisieTcsl  JAOMYCTUMBIM, 4YTO  (hapMaKOKHMHETHYECKOE
UCCIIEIOBAHNE, MPEIHA3HAYCHHOE JIJII U3YUYECHUS JIETOUYHOr0 paclpeiesiCHHUs,
MOXET OBITh JOCTATOYHBIM JIJISI OICHKH T€PAIIeBTUYCCKON SKBUBAJICHTHOCTH.

58.B cooTBeTCTBMM ¢ OOMICHPUHATHIMH CTAaHAAPTHBIMH METOJAMU
OIICHKM  OMOA’KBUBAJICHTHOCTH  CJCAYyET  CPaBHUTb  MaKCHMaJIbHYIO
KOHIIEHTpaIu0 (Cnax), IIIOMAAL o GpapmakokuHeTudeckoi kpupoit (AUC)
U BpPEeMSI JI0 TOCTHIKCHHSI MAKCUMAJIbHON KOHIEHTPAMH (T max).

59. DKBUBAJICHTHOE JIETOYHOE pACTIpECICHUE U JIKBUBAJICHTHAs
CHUCTEeMHasl 0E30MMaCHOCTh JIBYX JICKAPCTBEHHBIX IPENapaToB Il WHTaJISIIHMA
MOTyT OBbITh TOATBEpKJeHBI, ecau 90 % aoBepUTEIBLHBIM WHTEpPBAT s
KaXJIOro IMapaMmeTpa JexuT B mpeaenax auamna3zonHa ot 0,8000 mo 1,2500.

OIIHaKO, B HCKOTOPBIX ClIydasaX, HAIIPUMCEP, AJIA aKTUBHBIX BCIICCTB C Y3KHUM
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TepaneBTudeckuM  OkHOM, 90 %  TOBEepUTENBHBIA HWHTEPBAT  MOXKET
noTpedoBaTh 0ojiee JKECTKHE OrpaHUYCHHUS TIPU OIEHKE CHUCTEMHOMU
oezonmacHoct. C Japyrol CTOpPOHBI, [JIsi TMpenapaToB C BBICOKOH
BaprabeIbHOCTHIO JIOMYCTHMO PACIIMPEHHUE MPUEMIIEMOTO JTuana3oHa IS
Cmax o1 0,7500 1o 1,3300.

60. Eciiu (hapMakoOKWHETHUECKHE WCCICIOBAHUS MPOBOAATCSA y JETEH,
TO JJIS OLECHKH CHUCTEMHOW O€301aCHOCTH KOHIICHTPAILHS JICHCTBYIOIIETO

BEIIIECTBA JOJDKHA OBITh M3MEpPEHA B IIJIa3MeE.

BHByaHI/IBaHI/IOHHLIG HCCIICAOBAaHUA

61. PernonaiibHOE  KOJIMYECTBEHHOE  OMpENETICHUE  JIETOYHOTO
pacripefieyieHusl JBYX IIPErnapatoB MOXKET OBbITh OCYIIECTBICHO MYTEM
U3MEPEHUS PAJUOAKTUBHOCTU B PA3JIUYHBIX CETMEHTaX JErkux. MoryTt ObITh
UCIIOJIb30BAaHbl JIBYMEPHBIE CIUHTUTpapudecKkue MeTonabl. JlOMKHO OBITh
U3MEPEHO Kak oOllee JIeroyHoe pacipeiesieHne mpernapara, Tak U yAelIbHOe
pacrmpezelieHne B IEHTPAIbHOM, CPeIHEN W MepuPepruIecKoil 30HE JIETKUX,
POTOTJIOTKE, MYHIIITYKE, akTyarope (IyCKOBOM MeEXaHU3Me) U (UIbTpe
BbIJI0XA. DKBUBAJICHTHOE JIETOYHOE paclpeiesieHue IBYX MPernapaToB MOKET
ObITh  moaTBepxkaeHo, ecau 90 %  JOBEpUTENBHBIMH  WHTEpBal
PaIMOAKTUBHOCTU B KaXKI0M 00JACTH HAXOAUTCS B Mpeesiax auama3oHa oT
0,8000 mo 1,2500. JlomkHO OBITH TaPAaHTHPOBAHO, YTO PAaN0 — WU30TOIMHAs
METKa WHTJAIMOHHBIX TMPENnapaToB OKa3bIBACT JIUIIbL HE3HAUYUTEIIHHOE

BJIMAHUC HA XaPAKTCPUCTUKH PACIIPCACIICHUSI.

2. ®apMaKoIMHAMUYECKUE UCCIICI0OBAHUS

2.1. O6mue TpeOoBaHKS B OTHOIIICHUH MCCIICIOBAHUS
TeparneBTUYECKON AIKBUBAJICHTHOCTH
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62. TepaneBTHYCCKasA SKBUBAJIEHTHOCTD omnpeenseTcs Kak
SKBUBAJICHTHAsA A(PPEKTUBHOCTh M O€30MACHOCTh HOBOTO HWHTAISIIMOHHOTO
mpemnapara, 3asBJICHHOTO Ha PErHCTpallio, MpPU €ro CpaBHEHUU C
COOTBETCTBYIOIIMM pedepeHTHbIM mpenapaTtoM. Eciu SKBUBaJIEHTHOCTh
UCCIICyeMOr0 TIperapaTa He YIaloCh YCTAHOBUThH B MCCIIEIOBAaHUAX IN Vitro
B COOTBETCTBUM C KPUTEPHUSIMH yKa3aHHbIMH B mozpaszzaene 2 pazgena IV
HACTOSAIIETO PyKOBOACTBA, M IKBUBAJICHTHOCTh OJHO3HAYHO HE YCTAHOBJICHA
B HCCJECJOBAaHUHU JIETOYHOTO pacHpelefieHus W OLIEHKM CHUCTEMHOMN
0€30macHOCTH, OMHMCAHHOTO B Tmojapasaene 1 pazgena V HACTOSIIETO
PykoBojacTBa TO TepameBTUYECKas OKBUBAJICHTHOCTh JOJKHA  OBITh
MOATBEPIKJICHA CpaBHEHUEM HCCIIETyEMOTO JICKAPCTBEHHOTO TIperapara Jjis
WHTISIUN ¢ peepEeHTHBIM JICKAPCTBEHHBIM MPENapaToM sl MHTAIAIAA B
paMKax  TPOBEJACHUS  KIMHUYECKOTO  MCCIEIOBAHUS C  XOPOIIO
BaJIUUPOBAHHBIM TU3AHHOM.

63. OCHOBBIBAsACh HAa PA3IUYHBIX CIIOCO0AX WHTASIINHN, MPUMEHUMBIX
JUTSL Pa3IMYHBIX WHTAISIIMOHHBIX YCTPOMCTB, MPHU OIEHKE TEPareBTUYECKOU
SKBUBAJICHTHOCTH PEKOMEHIOBAHO IO BO3MOYXHOCTH, YTOOBI UCCIICTyEMbIN U
pedepeHTHBIN MpenapaThl WHTAIMPOBAIUCH C MPUMEHEHHEM OJMHAKOBBIX
WHTISIIIMOHHBIX yCTPOMCTB (HampuMep, KakK HCCIeAyeMbld, TaKk U
pedepeHTHBIN  TipenapaT  JOJDKHBI ~ OBITH  BBEIEHBI C  IOMOIIBIO
HEYTPABISIEMOTO JIBIXaHUEM JIO3MPOBAHHOTO HWHTAIATOpPA TIOJ JaBICHUEM
Wi 00a JOKHBI OBITh TPHUMEHEHBI IMOCPEACTBOM HHTAIATOPA CYXOTO
HIOPOIIIKA).

64. Eciiu KIMHWUYECKHUE WCCIICIOBaHUS HEOOXOAMMBI, U pePepeHTHBIN
nmpenapar UMeeT 3apeTUCTPUPOBAHHOE TTOKa3aHUE, KOTOPOE BKIFOUAET B ce0s
KaK OpOHXHAJIBHYIO acTMy TaK M XPOHHYECKYIO OOCTPYKTHBHYIO 00JIe3Hb
JETKUX, HCCJICJAOBAaHUS  TEPANeBTHUYECKOW  DKBUBAJCHTHOCTH  MOTYT

MOTPEOOBATHCS JIMIIG JII OJHOM TMOIYJISIUM MarueHToB. Kak mpaBuio,
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TaKu€ HCCIENOBAHUS JIEr4e NPOBOAUTH Y IMAIIMEHTOB, CTPAJAONIUX
OpoHxuanbHOM acTMOM. To ecTh, €ciuM YCTaHOBJIEHA TepaneBTUYECKas
HKBHUBAJIEHTHOCTh BOCIIPOU3BEJIEHHOTO penapaTa peepeHTHOMY Mpenapary
(B oTHOmIeHMH Kak OS(PGEKTHUBHOCTH TakK M O€30MaCHOCTH) IO OJHOMY
KJIMHAYECKOMY TMOKa3aHuto (OpOHXHATBHOW acTME), TO JUIS SKCTPATIOJSIUH
TUX pe3yJbTaTOB HAa BCE IIOKa3aHUs pe(epeHTHOro mpemnapara u
IIPUMEHEHUSI BOCHPOMU3BEIAEHHOIO IIpenapara y BCEX TPYyIIl MalUuEHTOB
HEOOXOIUMO TIPEJICTABUTH OILEHKY IaHHBIX B HCCIIEAOBaHHIX IN VItro,
IIOATBEPKIAIOIINX COIIOCTABUMOE PACIIPEAEICHUE YacTHUIl 110 pa3Mepam 1o
CKOpPOCTM TIIOTOKAa M JMana3oOHy Iepernajga AaBICHUs U HUCCIEIyEeMOro U

pedepeHTHOrO Tpenapara.

2.2. TpeboBaHUs K KIMHUYECKUM HCCIIEIOBAHUSIM

y MaIMEeHTOB C OPOHXHATBHOM aCTMOM
65./[Ba Tuma QapmakogUHAMUYECKHX HCCIIEIOBAHUN O0ECIeUnBAIOT
NOJIyYEHUE TPUEMIIEMBIX JUISI OLEHKH PE3YJbTaTOB  HCCIEHOBaHUS
OKBUBAJICHTHOCTH — UCCIIEJOBaHUS OpoHXOoAWIaTanuu (ONEHKU YITyqIICHHUSI
(YHKIMM JBIXATeIbHBIX IyTeH) W OpPOHXONPOTEKTUBHBIC HCCIICIOBAHUS
(ucciiemoBaHWE BIUSHMUS Ha THUIEPPEAKTUBHOCTH OpoHXoB). OaHO UM
Ipyroe, uim o0a 3TUX UCCIIEOBaHUs, MOTYT UCIOJb30BAThCA ISl U3YUEHUS
CpaBHHUTENBbHON J(dekTuBHOCTH. HeszaBucumo ot Tuma (MccienoBaHue
OpOHXOIUIIATAIINH MU OPOHXOIPOTEKTUBHOE UCCIICIOBAHKE), HCCIICIOBAHUC
JOJKHO TPOBOAMUTHCS Yy MAIlMEHTOB C OPOHXUAIBHOM acTMOM, Y KOTOPBIX

OTMeYaeTcst 00paTUMOCTh (PYHKLIHUH JIbIXaTEIIbHBIX MYTEH.
66.Y B3pocnpix 00paTUMOCTh (YHKIUU JbIXaTENbHBIX MyTeH
oneHnBaercs u3MepeHuem O®B; ¢ NOATBEpXKICHUEM  OPUPOCTa

(ynyumienusa) O®B; wa > 12% u >200 ma uepe3 15 MuHyT mnocrne
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WHTQISIMA  COOTBETCTBYIOIIETO  KOPOTKOACHCTBYIOMIETO  [3;-arOHHCTA
(SABA);

67.Y nereit 6 ner u crapiie oOpaTUMOCTh (DYHKIIUU AbIXaTEIbHBIX
nyTeN olleHUBatOT myTeM u3mepeHus OPB; ¢ MOATBEPKACHUEM YITyUIIECHUS
O®B; Ha > 12 % uyepe3 15 MHUHYT MOCJi€ MHTAISALIUU COOTBETCTBYIOIIETO
KOPOTKOJICHCTBYIOIIETO [,-arOHUCTA,

68.VY mereii B Bo3pacTe 5 JeT U MIAJIIe CIIMPOMETPUS BO3MOXKHA, TIPU
YCIOBHM, YTO PEOEHOK cTapiie 3 JeT, OJHAKO, MpPHU 3TOM, JIyUIIUMU
MOKa3aTeJsIMU JIJIsl KOHTPOJIs, 1o cpaBHeHUIo ¢ ODB; saBnsroTCs mokaszarenu
O®Bys mwmm ODBj7s. JInarHocthka OpOHXHWATBHOM acTMbl B MIIQJIIICH
BO3pPACTHOM TpyMIe 3aTpyAHEHA W JOJKHA OCHOBBIBATHCS Ha KIMHUYECKOU
OIICHKE, OIIEHKE CHUMIITOMOB H JAaHHBIX (PHU3UKAIBHOTO  OCMOTpA.
[IpoBoaMMOE KIMHUYECKOE HCCIEAOBAaHUE TOJDKHO 00J1alaTh JTOCTATOYHOU
YyBCTBUTEIBHOCTHIO, YTOOBI OOHAPYXKHUTh PA3IUUUAL MEXKIYy JABYMS
CpaBHUBAaEMbIMHU TIpemapaTaMd ¥ HMETh BO3MOXKHOCTh 3a(UKCHUPOBATH
KJIMHAYECKW 3HAYUMBIC Pa3JINdds, KOTOPHIE MOTYT OBITh MEXIYy JITHMH
IByMs TipenaparamMu. Takum oOpa3oM, B HCCJCIOBAHHE JODKHBI OBITH
BKJIFOYCHBI MAIMEHTHI, CIIOCOOHBIC MOKa3aTh KIMHUYECKH 3HAYUMBINA OTBET
HAa JICUCHHE.

69. OTHOCUTENbHAS AKTUBHOCTH OMNPEACNACTCS Kak OTHOIIEHHUE
aKTUBHOCTH HCCJIEAYEMOr0 Ipernapara K akTUBHOCTH 3TAJIOHHOTO TIperapara
U SABISETCS OJHUM U3 CIIOCOOOB  OIGHKHM KPUBBIX 3aBUCHUMOCTH
«J103a — OTBET» JIJIs1 UCCIIEAYEMOT0 U peepeHTHOTO MPEnapaTosB.

70. lpyroii moaxoj, KOTOPHIH MOXET OBITh HCIOJb30BaH —
MOATBEPKIICHUE DSKBUBAJICHTHOCTH, KaK MHHUMYM, JUIS JBYX J03 IO
dhapMakoIMHAMHYECKOW KOHEYHOU TOYKE.

71.JIng KaXIoro W3 STHUX TOJIXO0JI0B, MHUHHMAJIBbHBIM TpeOOBaHHEM

ABJIICTCA TO, UTO HCCICAOBAHUC JOJKHO MMCTHh dHAJIM3 YYBCTBUTCIIbBHOCTH.
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OcHOBOM aHanW3a YYBCTBUTEIBHOCTH [IJIE HWCCIIEIOBAHUS  SBJISIETCS
HEOOXOAMMOCTh HM3Y4YEHUs, MO KpalHel Mepe, ABYX HEHYJEBBIX YpPOBHEU
OTBETa W JOJDKHO OBITh TOKa3aHO, YTO OJHMH JO30BBI YPOBEHb OTBETA
MIPEBOCXOUT YPOBEHB JIJII MEHBIIIEH J103bl. PekoMeHayeTcs, n3yueHue oosee
ONIHOM 03Bl IS MCCIEAYEMOTO U g PePEepeHTHOIr0 JIEKAPCTBEHHBIX
MpenapaToB JIJIsl MHTaJSLINMI, €cii He 000CHOBaH MHOM MOJXO/I.

72.Heob6xoaumMo W3y4YyuTh 036l HAa KPYTOM YYacTKe KpHUBOH
3aBUCUMOCTH «J103a — OTBeT». Eciam BpIOpaHa CIWIIKOM HHU3Kas J03a Ha
KPUBOW 3aBUCUMOCTH «J1032 — OTBET» TO 3TO HEYOECAUTEIBHO MOATBEPKIAET
SKBUBAJIEHTHOCTh MEXIY JBYMs IpenaparaMu, MOCKOJbKY 3Ta J03a MOXKET
ObITh cyOTepamneBTHUECKOW. B paBHON cTemeHW, €ciu BKJIIOYEHA 7032 B
BEpXHEW 4YacTU KPUBOM 3aBUCUMOCTH «J03a — OTBET», TO MOJOOHBIC WU
omm3kue 3dekTs OyayT XapaKTepHBI IS 103, 00Jie€ BBICOKHX, YEM
W3YUYCHHBbIC, W, CIIEJIOBATEIBHO, MPOJEMOHCTPUPOBAHHAS SKBHUBAJIEHTHOCTH
Ha ATOH J03€ TaKxke OyneT HeyOeuTelbHa.

73. DKBUBAJIEHTHOCTh B OTHOLIEHUHW O€30MaCHOCTH JIOJDKHA OBIThH
NOATBEPKJIEHA TPU  HCCIEIOBAHWUU  SKBUBAJEHTHOCTHM HA  OCHOBE
(hapMaKOKMHETUYECKUX JTAaHHBIX, COOTBETCTBYIOIINX CEPJIEUHO-COCYIUCTHIX,
OMOXUMUYECKNX M (PU3MOJOTHYECKUX IMMapaMeTPOB, a TaK)K€ MOHHMTOPHHTA
m000YHBIX () PEKTOB.

/4. Haubonblias pekoMeH1yeMasi 103a JoJDKHA ObITh ONpe/iesieHa MpU
OLICHKE OE€30MacHOCTH C MOMOIIBIO (apMaKOJUHAMUUYECKUX IapaMeTpoB.
BMmecte ¢ TeM orieHka 0€30macHOCTH [OJDKHA OBITH Tak)kK€ BKIIIOYEHA B
ucciaenoBanus  d(PQPEKTUBHOCTH  HE3aBUCHMO OT  HM3y4aeMOM  JIO3BI.
[IpomoKUTETHHOCTh  WCCIICIOBaHUST ~ O€30MacCHOCTH  3aBUCUT  OT
TEpaIreBTUYECKOr0 Kjlacca M3y4aeMoro JICMCTBYIOIIETO BEIIECTRA.

75.]IBa mpemapara OyayT CUMTATbCS OSKBUBAJECHTHBIMH, €CIIH

IIOJIHOCTBIO BBIIIOJHAIOTCA CICAYIOINC KPUTCPUH:
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B OTHOILIEHUH JIOKA3aTeIbCTBA 3P(HEKTUBHOCTU CPABHEHUE MIPENAPATOB
JIOJDKHO OBITh BBINIOJHEHO JIByMSI CHOCOOAMH: TMEPBBIM — BBIYMCICHUE
OTHOCUTENBHON 3(()EKTUBHOCTH, BTOPOM — CpaBHEHHUE PE3YJIbTATOB OLIEHKU
3¢ (PEKTUBHOCTU N0 KIMHUYECKUM KOHEYHBIM TOYKAM JJII UCCIEAYEMOIo U
pedepeHTHOTO MpenapaToB MO KaxkJI0M n3ydaemoil 1o3e. B otuere 00 oneHke
SKBUBAJICHTHOCTHU JIOJKHBI OBITh MPEACTABICHBI PE3yJIbTaThl, MOJTYyUYCHHBIC
oboumu cmocoOamu. JIsI KaXIoro M3 HSTHUX CHOCOOOB HaOmIOJgaeMbIe
JIOBEPUTENIbHBIE HMHTEPBAJIBI CPABHEHUSI HCCIENIYEeMOTO0 U pedepeHTHOro
JICKapCTBEHHBIX MPEMApPAaTOB JJISI HWHTAISIUN, JOJDKHBI HAXOJIUTHCS B
npejenax BRIOPAaHHBIX TPAHMI] SKBUBAJIEHTHOCTH, YTOOBI MTO3BOJUTH C/IENIATh
3aKIIIOUeHHE 00 SKBUBAJICHTHOCTU. [l Kakgoro M3 O3THX CIIOCOOOB
BBIOpaHHbIC  TPAHUIIBI  JKBUBAJICHTHOCTH  JOJDKHBI  OBITH  3apaHee
YCTAaHOBJICHbl W HAJICKaIUM 00pa3oM OOOCHOBaHBI B MPOTOKOJIC
uccienoBanus. [Ipu 3ToM TpaHHIBl SKBUBAJIEHTHOCTU [IJIi OTHOCHUTEIBHOU
AKTUBHOCTH JIOJDKHBI HAaXOJMTHCS KaK MHUHHMYM TIOJHOCTBIO B TIpejesiax
untepsaia 0,6700 mo 1,5000;

B OTHOIICHUHU JI0KA3aTeJIbCTBa OE30MaCHOCTH 3KBUBAJICHTHOCTH JIJIs
CHCTEMHOT0 BO3JCHCTBUS JOJDKHA OBITh MOATBEpXKIeHA (eciu  3TO
BO3MOXKHO) C  TOMOIIBI0  (PAPMAKOKMHETHUYECKUX  HMCCICIOBAHUM
oe3onmacHocTH. B mpoTHMBHOM ciiyyae JOJKHA OBITH TOATBEPKIEHA
HSKBUBAJICHTHOCTh B OTHOILIEHUH COOTBETCTBYIOIIUX (DapMaKOIMHAMUYECKUX
nepeMeHHbIX Oe3onacHOCTU. He MomKHO ObITh HUKAKUX MPU3HAKOB TOTO, UYTO
UCCIIENYEMbI  JIEKapCTBEHHBIM  Mpemapar  JUyid  MHTABINUA  XYXKe
pedepeHTHOro JEKapCTBEHHOTO Mpemnapara JJjisi WHTAIIUNA B OTHOIICHHUH
W3MEHEHUH KU3HCHHO BAKHBIX MPU3HAKOB, OMOXMMHUUYECKHUX MMOKa3aTeIeH u

4acTOThl TOOOYHBIX A PEKTOB.
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bponxoaunaTaimoOHHbIE HCCIIETOBAaHUS
(uccnenoBanus ymydiieHust QYHKIIUU TBIXaTENbHBIX MyTEH)

76. DKBUBaJICHTHAs TepaneBThuueckas 3(P(HEKTUBHOCTh MOXKET OBITh
UCCleI0BaHa nyTeM U3MEpPEHUS OpOHXOIUTATAIMOHHOTO
(6bponxomuTHyeckoro) 3pdekra ucciaeayemMoro u peepeHTHOTO IMpernapaToB
C MOMOUIBI0 COOTBETCTBYIOIIMX MEPBUYHBIX U BTOPUYHBIX KOHEUHBIX TOYEK.
[Ipo10KUTENBHOCTh UCCIAEAOBAaHUS W BBIOOP MEPBUYHBIX U BTOPUYHBIX
KOHEYHBIX TOYEK 3aBHUCAT OT TEpaneBTUYECKOro Kiacca HCCIeTyeMOro
npernapata. B 1enoM 4yBCTBUTENBHOCTh HCCIEJOBAaHUS MOXET ObITh
yBEJIMYEHA 3a CYEeT BKIIOUEHUS CTaOWIbHBIX, HO CyOONTHUMAalIbHO
KOHTPOJIUPYEMBIX WJIM TOJBKO YAaCTHYHO KOHTPOJIUPYEMBIX MALUECHTOB,
CTpajarolux OPOHXHATHHON aCTMOM.

77.CyOKkoHTpoJIUpyeMasi OpoHXHaJlbHas acTMa OMpEAeNsIeTCS B
COOTBETCTBUU C JIETOYHOM (YHKIMEH, ypOBHEM CHMITOMOB, BKJIHOYas
HOYHBIE CUMITOMBI U HOYHBIE MPOOYKIECHUS, TOBCEAHEBHYIO AESATEIbHOCTh
U (WJTU) CYTOYHYIO MOTPEOHOCTh B KOPOTKOJACUCTBYIOIIUX [3,-arOHMCTaX, Ha
HMCXOJHOM YpOBHE. /[M3ailH uCClIEeN0BaHUs NOJDKEH BKIKOYATh, 10 MEHBIIEH
Mepe, 1Be A03bl. Pexomenayercst npuaepKuBaThcs (€CIM HE MPE/ICTaBICHO
OTJENbHOrO0 OOOCHOBAaHMS) JBOMHOTO CJENOr0 JU3aiiH HCCIEIOBAaHUS C

I[BOﬁHI)IM MAaCKHPOBAHUCM HCCIICAYCMBbIX JICKAPCTBCHHBIX IIPCIIAPATOB.

BpoHXONpOTEeKTUBHBIE UCCIEIOBAHUS
(ucclienoBaHus BIMSHUS HA TUIIEPPEAKTUBHOCTH OPOHXOB).
78.BnusiHMe JIEKapCTBEHHOro Ipenapara Ha THIEPPEaKTUBHOCTH
OpoHXOB (OpOHXONPOTEKTUBHYIO AKTHBHOCTh) B OTHOIICHUU 3aIIUTHI OT
OpOHXHMAJIBHOW MPOBOKAIMM MOXHO OLEHUTHh C MOMOLIBI0 OJHOTO W3

OpOHXOMPOTEKTUBHBIX UCCIETOBAHUN:
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C mOpsSMOM mpoBoKamueld (HampuMmep, ¢ IIOMOINBIO METaXOJHUHA,
TMCTaMUHA, alleTUIXOJIMHA);

c KOCBEHHOM MIPOBOKAIIUEN (Hanpumep, Cc ITOMOIIBIO
aneHo3naMoHodochara (AMD) uiau MaHHUTOJIA).

79. BpOHXOIIPOTEKTUBHBIC HMCCIIEIOBAHMUS TPEOYIOT BBICOKOW CTEIICHHU
CTaHJapTU3alMid ©W OoTOOpa TMalMeHTOB (Hampumep, BbIOOp MeToAa
MPOBOKAIIMU, BBHIOOP METOJa TEHEpaluu a’po30Jieil, PErucTpUpyeMbie
BBIXOJIHbIE JaHHbIE HeOynaiizepa, METOAMKAa MPOIEAYpPhl HHTaJSALUHU,
cTaHAapTU3anus (PU3NUECKOM aKTUBHOCTH TMAI[MEHTOB, HCKIIIOYAIOIIas
CYTOYHBIEC BapUAILIMU, PETUCTPALINS KAK MUHUMYM 4-X KPaTHOTO yBEIUYECHUS
PC, O®B; nocne nedyenus u T. 1.). Kak nmpaBuiio, peKOMEHAYETCsl ABOMHOM
cJIemoM ¢ JABOMHOM HMMHUTALIMEW AW3aliH MCCJICIOBAHMS, BKJIIOYAIOIIHM I10
MEHBIIIEN Mepe, IBE A03bl JIEKAPCTBEHHBIX penapaToB. OCHOBHONW KOHEYHOM
EPEMEHHOM ABJISIETCS MPOBOKAIIMOHHAS KOHIIEHTpalUs W
MIPOBOKAIIMOHHAS /1032 MPOBOIUPYIONIETO areHra, kotopas Bbi3biBaeT 20 %
nageane ODPB; (PCy OPB; mimu PDyy ODB;) u momkHA H3MEpSThCS B

MOMEHT HACTYIUICHHUS 0XKHIaeMOr0 MakCUMaJIbHOTO 3 PekTa npenapara.

2.3. VccnenoBanue TepaneBTHUECKON SKBUBAJICHTHOCTH
B 3aBUCHMOCTH OT (papMaKOTEPaneBTUUECKON TPYIIIIbI

bponxonumnaraTtopsl

80. MuransmuonHbie OpOHXOAMIIATATOPHI ASISITCS HA TPU TPYTIIIHL

KOPOTKOJCHCTBYIOIINE P,-arOHUCTHI agpeHoperienTopoB (SABA);

JUIATEIbHOICHCTBYIOIIHNE [3,-aroHUCTHI aapeHoperentopos (LABA);

AHTUXOJIMHEPTUYECKHUE CPEJICTBA.

81. Knunnueckne wccleoBaHus OpOHXOIUIIATATOPOB MOTYT HWMETh
MEepeKpecTHhI au3aiiH. COOTBETCTBYIOIIMKA OTMBIBOYHBIM NEPUOJ MEXKIY

npemnaparaMu JOJIKCH OBITH OIIPCACIICH U 000CHOBAaH B IMPOTOKOJIC.
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82.ba3oBple M3MEpeHHS 0 Hadaja KaXJAoro Iepuoaa JICUCHHS
JOJDKHBI  OBITh JIOKYMEHTHPOBAHBI IS TOTO, YTOOBI JIOOBIE BO3MOXKHBIC

npexoasiue 3 PEKTh MOTJIH OBITh OLICHEHBI.

KopoTtkoneicTByromue 3,-aroHUCTHI aapeHOPEIIEITOPOB

83.ln1  KOPOTKOAECHCTBYIOIIMX [},-arOHUCTOB  aJIpPEHOPEIEITOPOB
OpoHXOAMIATAllMOHHBIC  HWCCIEIOBAHUS  OJHOKPATHOM  JI03bl  WIIH
OpOHXOIMPOBOKAIITMOHHBIE HCCIICIOBAHUS OJHOKPATHOM J103bl  SIBJISIFOTCSI
NpPUEMJIEMbIM JTM3aiHOM MCCJIEAOBAHUS JII OLEHKH SKBHUBAJIECHTHOCTHU B
OTHOIIEHUHU () PEKTUBHOCTH.

84.Y B3pOCHBIX MEPBUYHBIMU MIEPEMEHHBIMHU B OPOHXOAMIATAIIIOHHON
mozenu sBisitorcst O®B; AUC (u3mepenue OpoHxoauiIaTaluu, Mo KpalHeu
Mmepe, B TeueHue 80 % MmpoaoJKUTENIBHOCTH JIEUCTBUSI MOCIE OJTHOKPATHOM
uHrajsinun) 1 u3mMenenne O®B; (B COOTBETCTBYIONIMI MOMEHT (MOMEHTHI)
BpPEMEHHU); B OPOHXOIPOBOKAIIMOHHOM UCCJIEIOBAHIUN OCHOBHOM MEPEMEHHON
saeisieTcst uinn PCyy ODB; uimn PD,y ODB;.

85.Y gereit 6 gmer W cTapuie NEPBUYHBIMU  [EPEMEHHBIMU
B OpOHXOIWJATAIMOHHOW  MOJIENId  SIBJISIIOTCSI  CIIMPOMETPUYECKUE
nokazareiau. udMeHeHue O®dB;, mim nokazarens cootHomeHuss OPB; k
(YHKIMOHAIBHOM  JKM3HEHHOW  eMkocTH  Jerkux  (ODB/DXEJ)
U3MEPEHHBIH B COOTBETCTBYIOIIMI MOMEHT (MOMEHTBI) BpeMEHU, U (WJIn)
nokazarenb O®B; AUC usMmepeHHbIl 10 OpOHXOJUIATAllUM, MO KpahHeu
Mepe, B TeueHue 80 % MpoaoKUTEIbHOCTH ACHUCTBUS MOCIE OJHOKPATHOM
WHTAJISIIIAN JIGKAPCTBEHHOTO Tperapara.

86.Y gereil AOMIKOJBLHOTO BO3pacTa CHUPOMETPHsSI BO3MOXKHA MpHU
YCJIOBHUM, YTO BO3pacT pedeHka oT 3 g0 6 jer, mpu 3ToM BMecto ODB;
npeanoutuTenbHo  oueHuBath O®Bgs wim  O®PBgs5, a  yaenabHOE

COIMPOTHUBJICHUC AbIXATCIIbHBIX HYTeﬁ (SRaW), HU3MCEPCHHOC KaK C IMOMOIIbIO
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wieTu3Morpaguu, TaKk W JIPYyTUMH BaJUJAUPOBAHHBIMA METOJAMH B
COYETaHWM ¢ OaJIbHOM OLIEHKOW KIMHUYECKUX CHUMIITOMOB, MOJKHO
UCIIOJIb30BaTh Yy JIeTel B Bo3pacTe oT 2 A0 6 yet. [IukoBas CKOpoCTh BbIAOXA
JOJDKHA OBITh M3MEpPEeHa M 3alucaHa TOJIbKO KaK BTOpUYHAs NEpeMeHHas
3 PEeKTUBHOCTH.

87.B  OpOHXOMpPOTEKTHBHBIX  HMCCJICIOBAHHSIX  MOXET  OBITh
UCIIOJb30BaHa MPOBOKAIMOHHAS MPo0a ¢ METAaXOJIMHOM WU (DU3UUYECKUMHU
VIpaKHEHUSIMUA, Hampumep, y Jnaeted 6 jer u crapme. Takke Yy
JOIIKOJIbBHUKOB MOTYT OBITh MCIIOJIb30BAHBI ITPOBOKAIIUS C XOJIOAHBIM CyXUM
BO3yXOM  WJM  DYKamHWYeCKass  rumnepBeHTWIsAnus.  [lepBuuHbIMU
nepeMeHHbIMu 0yayT PCyy ODB; metaxonuna, uinu PD,y O®B; meTaxonuHa,
WU TIPOIEHTHOE MU3MEHEHUE OT 0a30BOM JMHUU YJIETILHOTO COMPOTUBIICHUS
JBIXaTEIbHBIX MyTeH (M3MEPEHHOTO NpH IUeTU3Morpaduu); MOTYT OBITH
HCIIOJIb30BaHbI TAK)KE JPYTUE BaTUIUPOBAHHBIE KOHEUHBIEC TOUKH.

88.VY B3pocnpix 0€30macHOCTh KOPOTKOACHCTBYIOIIUX [32-arOHHUCTOB
aApeHOpPEIeNTOPOB  JOJDKHA  ObITh  HCCIEAOBAaHA  C  TOMOIIBIO
HSKBUBAJICHTHOCTH, OCHOBaHHOW Ha (PapMaKOKMHETHMYECKUX JaHHBIX (ECiH
3TO BO3MOYKHO, U OyAET 3aBUCETh OT JICKAPCTBEHHOTO Ipernapara U KayecTBa
aHajau3a) 1Mociie BBEJCHUS OJTHOU JI03bI.

89. Ecniu 3KBUBAJEHTHBIM ypOBEHb OE€30MACHOCTH HE MOXKET OBITh
MOATBEPXKIECH HAa OCHOBaHUU (PaApMAKOKMHETUYECKOTO HCCIIEAOBaHUSI,
JaHHbIE 1O  OE30MacHOCTH  JOJDKHBI  OBITh  NPEAOCTABJICHBI U3
dapmakoguHamMuueckoro ucciegoBanus. [Ipoduns Oe3omacHOCTH HOMKEH
OBITh HCCIIEJIOBAH MOCIE BBEACHUS MAaKCUMAJIBHOM PEKOMEHIYEMOM J103blL.
[TotpebOytorcst  peructpanus  mOoOOYHBIX  A(DPEKTOB W OICHKA
napajgoKcaIbHOTO OpOHXO0CHa3Ma, 3aluCh KU3HEHHO BaXKHBIX MOKa3aTese u

QICKTPOKapAuorpaMma ¢ H3MECPCHHUCM HWHTCpBAJIa QTC H OIIPCACIICHUC
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71a00paTOPHBIX TMOKa3zaTeaen (BKJIIOUasi U3MEPEHHUSI CHIBOPOTOYHOIO KaJus U
TJTIOKO3HI B IJIa3M€ KPOBH).

90.Y nereit 06Ge30macHOCTh KOPOTKOJEHCTBYIOIIUX [3,-arOHHCTOB
aJIpEHOPEIENTOPOB  JOJDKHA  OBITh ~ HCCIEJOBaHa € MOMOIIbBIO
(apMaKOKMHETUYECKUX WM (hapMaKOJMHAMHUYECKUX HMCCIIEOBAaHUM, MOcie
HA3HAYEHUSI MAKCUMAIIbHOW PEKOMEHIOBAHHOM CYTOYHOMU J03bl, KAK YKAa3aHO

BbIIIC IJIA B3POCJIbIX.

JImuTenbHOIeHCTBYIOMINE B2-arOHUCTHI aIPEHOPEIEITOPOB

0l1. TpeboBaHusi K OIIEHKE OSKBHBAJCHTHOCTH B  OTHOIICHUU
3G (PEKTUBHOCTU NITUTEIHHOACUCTBYIONINX [32-aTOHUCTOB aIPEHOPEIIEITOPOB
SBIITFOTCS TaKUMH K€, KaK M JJII KOPOTKOJEHCTBYIOIIHUX [3,-arOHHUCTOB
aJpEHOPELENTOPOB B  COOTBETCTBMM C NYHKTOM 83  HACTOSILIETO
PykoBoacTBa. OnHako Hadalo JEWCTBUA (JIOCTHXKEHHE KIIMHUYECKH
3HAYUMOTO s dexrta), MaKCUMAJIbHBIN OTBET u OombIIas
MPOJIOJDKUTENIHOCT  JIEHCTBUSI  IITUTEILHOACHCTBYIONIUX  [3-arOHHUCTOB
aJIPCHOPEIENITOPOB  JIOJDKHBI ~ OBITh  MPUHATHI BO  BHUMAHHE TIPH
TJTAHUPOBAHUH MCCIICIOBAHMSI.

92.V B3pOCHBIX MEPBUYHBIMU MIEPEMEHHBIMHU B OPOHXOAMIATAIIMOHHON
mozenu siBisitoress OOB; AUC (m3mepenne OpoHXoauiIaTaliuu, o KpanHen
Mepe, B TeueHue 80 % MpoaoKUTEIbHOCTH ASHCTBUS MOCIE OJHOKPATHOM
uHrasaun) 1 u3MeHeHne O®B; (B COOTBETCTBYIOIINUKE MOMEHT (MOMEHTHI)
BpEMEHH); B OpOHXONMPOTEKTHBHOM HCCIICOBAHUN OCHOBHOM IEPEMEHHOMN
saBigercs uin PCyg ODPB; miu PD,y ODB;.

03.V nereli mepBUYHBIC IEPEMEHHBIC KaK JIJIT OPOHXOUIATAIIHOHHBIX
WCCJICIOBaHUM, TaK U OPOHXOMPOTEKTUBHBIX HMCCIICIOBAHUM, TAKHE KE, KaK
OIMCAHHBIC JJIT KOPOTKOICHCTBYIOIIMX [32-arOHUCTOB aJPECHOPEIETITOPOB, 3a

HCKIIFOYCHUECM HGpBH‘IHOﬁ HepeMeHHOﬁ B 6pOHXOJII/IJ'IaTaLII/IOHHBIX
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UCCIIeIOBaHUsAX y Jeted 6 yetr m crapme, rae O®B; AUC (u3mepenue
OpoHxoauiIaTanuu, o KpaiHe mepe, B TeueHue 80 % MpoAOIKUTEIBHOCTH
JNCHCTBHUS IOCIIE OAHOKPATHON HWHIaALMHU) SBISETCA OoJiee IMOAXOASIIEH
NEePBUYHOM TIepeMEeHHOM BbIOOpa. Jluama3zoH 103 ciaeayeT usydaTh B
UCCIIEIOBAHUSX OJIHOKPATHOTO MpUMEHEHUs. TpeldyeTcs BKIOYUTH OLEHKY
HU3KHX U BBICOKMX J103, YTOOBI MPOJAEMOHCTPUPOBATH 3aBUCUMOCTb OTBETA
OT JI03BL.

94.V B3pocCibIX 0€30MaCHOCTh JUIUTEIIBHOACHCTBYIOMINX [32-arOHUCTOB
aJIPCHOPEIENITOPOB  JOJDKHA  OBITH ~ HCCIEIOBaHa  C  TMTOMOIIBIO
HKBUBAJICHTHOCTH, OCHOBaHHOW Ha (PapMaKOKMHETHYECKUX ITaHHBIX (eciu
ATO BO3MOXHO, U OYJIET 3aBUCETh OT JICKAPCTBEHHOTO Ipernapara U KayecTna
aHanM3a) MOCJE BBEICHUS OJHOM 103bl. Eciii 3KBUBAJICHTHBIA YPOBEHB
0e30macHOCT  HE€  MOXET ObITh  TOATBEPXKJIEH HAa  OCHOBaHUU
(bapMaKOKMHETUYECKOTO MCCIIEIOBAHMS, JaHHBIE TI0 OE30MAaCHOCTH JOJKHBI
OBITH MPEAOCTaBICHBI U3 (PapMakogMHAMUYECKOTO uccnenoBanus. [Ipoduns
0€30IMacHOCTH JIOJKEH OBITh HCCIIEIOBAH TOCJE€ BBEJICHHUS MaKCUMaJIbHOU
pexoMenryemoil 103bl. [loTpedyroTcst peructpaiusi no00YHBIX 3PHEKTOB U
OLIEHKAa [MapaJIOKCAIbHOTO OpOHXOCMAa3Ma, 3allCh JKU3HEHHO BaXKHBIX
noKa3areyied M SJIEKTPOKapAUOrpaMma C U3MEPEHUEM KOPPUTHPOBAHHOTO
untepBana QT (QTC) u onpeneseHne 1a00PATOPHBIX MOKa3aTeNleH (BKIOYAs
U3MEPEHHUS CHIBOPOTOYHOTO KIS U TJIFOKO3bI B TIJIa3ME KPOBH).

95.V nereit 0e30MacHOCTb JUIMTENIbHOJEHCTBYIOIIUX [3,-arOHHUCTOB
aJPCHOPEIENITOPOB  JOJDKHA  OBITH ~ HCCIIEIOBaHa € TMTOMOIIBIO
dhapMaKOKMHETHYECKUX WU (HhapMaKOJMHAMHYECKUX HCCIICIOBAHUM, MOCIE
HA3HAYEHUSI MAKCUMAJIIbHOW PEKOMEHIOBAHHOM CyTOYHOM J03bI, KAK YKa3aHO

BBIIIC OJIsT B3POCIIbIX.

AHTI/IXOJII/IHepl"I/IIIeCKI/Ie npenaparsl
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96. UccremoBadusl TepaneBTUUECKON SKBUBAJICHTHOCTH B OTHOIICHUH
KOPOTKOJICUCTBYIOIIUX U JIJIUTEIBHO JEUCTBYIOIIUX AHTUXOJUHEPTUUYECKUX
npenaparoB TakWe XK€, KaK W JJIs KOPOTKOJEWUCTBYIOIIMX [3,-arOHHCTOB
aJIpEHOPEIENITOPOB u JUTUTENIbHOIEHCTBYFOIINX ,-aroHHUCTOB
aapeHopenenTopoB. OHAKO pa3IUYHbIC XAPAKTEPUCTUKHU [3,-arOHUCTOB H
AHTUXOJIMHEPTUYECKUX MPENapaToB JOHKHBI ObITh MPUHSATHI BO BHUMAaHUE,
OCOOEHHO B OTHOILIEHUHU Hayana JEUCTBUS U MPOJOJKUTENBLHOCTH 3 (deKTa.
B n11060M OpOHXOMPOTEKTUBHOM HCCJIEAOBAaHUU MPOBOLUPYIOIIUM areHTOM
oyner aroOHHUCT XOJIMHEPTUYECKUX  PELENTOPOB. be3onacHoCTh
AHTUXOJMHEPTUUECKUX  TpernapaToB JOKHA OBITH HCCIEJOBaHA C

HCIIO0JIb30BAaHUEM CTAHAAPTHBIX MOAXO0/I0B.

I/IHFELH}II_[I/IOHHBIG TIIOKOKOPTUKOCTECPOUIBI

97. YcraHoBieHHEe JKBUBAJICHTHOW 3(P(GEKTUBHOCTH HWHTATSIIMOHHBIX
TJIFOKOKOPTUKOCTEPOUJIOB  3aTPYAHUTENBHO. Y CIEIIHOE HCCIeOBaHUE
DKBUBAJCHTHON  A(PPEeKTUBHOCTH TpeOyeT yCTAHOBJIEHUS  3HAUYUMOU
B3aMMOCBSI3U 3aBUCHMOCTH «JI03a — OTBET» IO KpalHeW Mepe I ABYX 103
HCCIIeAyeMOro Tpernapara 1Mo CpaBHEHHIO C JBYMS J103aMH pedepeHTHOTo
npenapara. J03bl JODKHBI OBITH M3Yy4Y€HBl HA KPYTOM YYacTKE KPHUBOU
3aBUCUMOCTH «J103a — OTBET», NPH 3TOM JOJDKHBI OBITh TMPE/ICTABIICHBI
JI0Ka3aTelIbcTBa TOT0, YTO BHIOPAHHBIE JTO3bI COOTBETCTBYIOT 9TOMY YYacCTKY
KpUBOM. B OTAENbHBIX Ciiydasix IJis JOCTUMXKEHHUS J03bl, HAXOAAIIECUCS Ha
KPyTOM  y4acTKe KpHBOW  TpeOyercs  TIpPUMEHEHHWE  Ype3MEpPHBIX
MHOTOKPATHBIX PacHbUICHUHA (TIPUBEACHUS B JEHCTBHE HWHTAISITOpA). DTO
MOXXET TPHUBECTH K HEIOMyCTHMOMY BO3JCUCTBUIO JIEKAPCTBEHHOTO
nmpernapara Ha TanueHTa (HalpuMep, BBICOKAs Harpys3ka BCIIOMOTATEIbHBIM
BEII[ECTBOM ITOPOIITKA U3 WHTAISITOpA CYXOT0 TMOpOIKa). B Takux cuTyarnusx

MOET OBITh OIIpaBAaHO IIPUMCHCHHUC TOJIBKO BBICOKOJO3HWPOBAHHBIX
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JICKapCTBEHHBIX TMpenapaToB, a s OCTAIbHOW JMHEWKH TO3UPOBOK
JICKapCTBEHHBIX  MpenapaToB  JOJDKHA  OBITh  MPOJAESMOHCTPHPOBAHA
COIOCTABUMOCTh B HMCCIIEIOBAHUAX IN Vitro (B COOTBETCTBHHU C MOAPA3ACIOM
5 pazgena Il mactosmero PykoBozicTga).

98.B mHacrtosmee Bpems Hambojee MIMPOKO HCIONB3YETCS TBOWHOU
CIICTION, PpaHJOMHU3MPOBAHHBIM B  MApAUICIBbHBIX  TPYINax JU3aiH
WCCJICIOBAHMS JIJIsI CPAaBHEHUS MCCIEAYEMOro U peepeHTHOTO MPEermapaTos;.
Ecnu BbIOpaHHBIM AW3aliH HWCCIEIOBAHUS OTJIWYAETCs OT YKa3aHHOTO,
MPUYHHBI TOTO JAOJKHBI OBITH 00OCHOBAHBI 3aBUTEIIEM.

99. AnbTepHATHBOM SIBISETCS ABOMHOE CIIETIOE, PaHAOMHU3HPOBAHHOE,
MEPEKPECTHOE HCCIEAOBAaHNEe, IHU3alH KOTOPOTO HMEET TOTCHIIMAIBHOE
MPEUMYIIECTBO B BO3MOXKHOCTH HM3y4aTh MEHBIIYIO MOMmyJsiuto. OgHako,
HEOOXOAMMO YUYWUTHIBaTh BBICOKMH PHUCK HEPABHOIICHHBIX MPEXOISIINX
KOPTUKOCTEPOUIHBIX 2P(HEKTOB y CYOBEKTOB MEXYy NEPUOIaMHU JICUCHUS U
NOTEHIIMATBHBIMU PA3IUYUSIMA B HCXOAHOM COCTOSIHUM B Hayaje ABYX
NIEPUOJIOB JieueHHs. B mpoTokoje MobkeH ObITh ompeseiaeH U 000CHOBaH
COOTBETCTBYIOIIIMI  TEPHOJ, OTMBIBKH MEXAYy IEepUOJaMH, YTOOBI
KOHTPOJIUPOBATh BIUsAHHE J0O0ro mpexonsmero 3¢dexra. [Ipumenenue
JAHHOTO THIA WCCIEAOBaHUS NOHKHO OBITH OOOCHOBAaHO B TOM YHCIIE CO
CCBUIKaMH Ha paHee OMyOJIMKOBAHHBIE JaHHBIC MTOJOOHBIX HCCIICTOBAHU.

100. CymiecTBylOT JB€ pa3iuyHble (apMakoJIUHAMUYECKUE MOJICIH,
KOTOpPBIE MOTYT OBITh PACCMOTPEHBI MPH HCCIEAOBAHUU TEPAIEBTUICCKOMN
OKBUBAJICHTHOCTH  WHTAISIMOHHBIX  TIIOKOKOPTHUKOCTEPOUIIOB:  MOJEIb
OponxoaunaTanuu (OIEHKH yIy4IieHus (QYHKIIUU JIhIXaTeIbHBIX MyTEeH) U
OpOHXOMPOTEKTUBHAS MOJIETb.

101.B mopenmu OponxomuiaTaiiid (OLEHKH YIy4YIIeHUS QyHKIAH
JBIXaTeIbHBIX IMyTel) HaOpaHHBIC MAMCHTHI JOJIKHBI MPOJACMOHCTPHPOBATH

pasHbIi  OTBET HA  JBE  JIO3BI  (IO3UPOBKH)  HMHTaISIIMOHHBIX
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TIFOKOKOPTUKOCTEPOUIOB, KOTOpBIE ABJISTFOTCA CHUMIITOMATUYECKU
AKTUBHBIMU. BKIIOUEHHAas NOMyJSUHS JOJHKHA J1aBaTh KIWMHUYECKUUA OTBET
HA UWHTAISIUOHHBIE TJIIOKOKOPTUKOCTEPOUABlI U OBITh MaKCUMAaJIbHO
TOMOT€HHOM, YTOObI YMEHBIIUTh BapuaOENbHOCTh U YBEIUYUTh MOIIHOCTb.
[lenp uccnenoBaHuii — OOHAPYKUTh 3HAYUMYIO CBSI3b 3aBUCHMOCTH «J103a —
OTBET» M OOHAPYXXUTh pa3IUYUe MEXIY I[pernaparaMd B OTHOUICHUU
JIETOYHOU (PYHKIIMM C TOCTATOYHO Y3KUM JIOBEPUTEIHHBIM UHTEPBAIOM.

VY B3pOCHBIX MEPBUYHON TMepeMeHHON A((PEKTUBHOCTH TOJKHO OBIThH
U3MEpEeHne JIeroYHoW (GyHKOuU, mnpeanourutenbHo ODB;, wn3Mepsembrii
PETYISPHO, U €CIIU BO3MOXKHO, €KEJHEBHO B JJOMAIIHUX yCcaoBUsX. [InkoBas
CKOPOCTh BBIAOXA JOJKHA M3MEPSITHCS U PETUCTPUPOBATHCS €KETHEBHO B
JIOMAITHUX YCIIOBUSIX B Kaue€CTBE BTOPUYHOU MepeMEeHHOUN 3(PHEeKTUBHOCTH.
Ecnu perymspuoe wusmepenne O®B; B J0oMamiHUX  YCIOBHUSAX HE
MIPEJICTABISAECTCSA BO3MOXKHBIM, U3MEPEHUE U PETUCTPALIUS YTPEHHEN TUKOBOU
CKOPOCTH BBIJIOXA €KETHEBHO B IOMAITHUX YCIOBUAX JOJIKHO OBITH MPUHATO
B KayecTBe OCHOBHOW (MEpBUYHOM) miepeMeHHON 3(PEeKTUBHOCTH.
N3mepenus ODB;, no kpaitHell Mepe, pa3 B JABE HEJEIU B KIMHUKE BCEraa
JTOJDKHBI ~ OBITh ~ BKJIIOYEHBI B Ka4yeCTBE BTOPUYHOM  TMEPEMEHHOU
3 PEKTUBHOCTH.

Y pereit 6 neT w crapine MEPBUYHON MEpeMEHHOU 3(PPEKTUBHOCTH
TaK)Xe JOJDKHO ObITh M3MepeHue jerouHoil gpynkuuu. M3zmepenne ODB; u
€XKEHEBHAS 3alUCh B JIOMAlIHUX YCJIOBHUSIX, €CIM BO3MOXHO, IIOJ
HAOMIOZICHUEM POAUTENEeH (OJHOTO W3 POIUTENCH) WM ONEKyHa SIBISETCS
OCHOBHOM mnepemeHHON BbiOOpa. Ecnu perynsippoe usmepenne ODB; B
JOMAIIIHUX  YCIIOBUAX HE IPEIACTABIACTCA  BO3MOXKHBIM, YTPEHHEE
€XKETHEBHOE M3MEPEHUE U 3aIlUCh MUKOBOM CKOPOCTH BBIJIOXA B JIOMAIIHUX
YCJIOBUSAX MOXET OBITh TPUHATO B KayeCTBE OCHOBHOW (TIEPBUYHOMN)

nepemeHHoi 3¢ dexTuBHOCTH, ¢ M3MepeHusmu ODB; mo kpaitneir mepe, 1
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pa3 B JBE HEACIW B KIWHUKE B KA4ECTBE BTOPUYHOM INEepemMeHHOU. Ecmm
MUKOBasi CKOPOCTh BbIJIOXA HE SIBISIETCSI OCHOBHOMW (MEPBUYHOM) MTEPEMEHHOM
3¢ (PEeKTUBHOCTH ITOT MapamMeTp BCErAa JOHKEH €XKEAHEBHO H3MEPSThCA U
3aMMUCHIBATHCS B JOMAUIHUX YCIOBHUSIX B Kau€CTBE BTOPUYHON NEPEMEHHOM
a¢pextuBHOoCcTU. U3Mepenue ODB;, no kpaiiHeil mepe, pa3 B ABE HEIEIU B
KIMHUKE BCErJa JODKHO OBITh BKJIIOYEHO B KAdyeCTBE BTOPUYHOM
nepeMeHHON 3((EKTUBHOCTH HE3aBUCUMO OT TOIO, Kakas HCIOJIb3yeTcs
neppuyHas mnepemeHHas (O®B; winM TUKOBas CKOPOCTh  BBIJOXA).
Hcnonb30BaHWE NUMKOBOW CKOPOCTHM BBIIOXa B KAayeCTBE IEPBUYHOU
MIEPEMEHHOM JOJKHO OBITh CIIEIMAIIBHO 0OOCHOBAHO.

Y nmered JOLIKOJIBHOIO BO3pacTa CHUPOMETPUSA BO3MOXKHA IIPU
YCJIOBUH, YTO BO3pacT pedeHka oT 3 a0 6 jer, mpu 3ToM BMecto ODB,
npeanoutuTeabHo  oueHuBath  O®PBgs wm  O®DBgzs.  YaenwsHoe
COIIPOTHUBIICHUE JBIXaTeIbHBIX MyTeil (SRaw), u3mMepeHHOe KaK C MOMOIIBIO
wieTu3Morpaguu, Tak W JPYTUMH BAJIMAUPOBAHHBIMA METOJIaMH B
coueTaHMM ¢ OadbHOM OIEHKOM KIIMHUYECKHUX CHMIITOMOB, MOYKHO
UCIIOJIB30BaTh y JieTel B Bo3pacTe OT 2 A0 6 jer. Bcerma J0DKHO OBITH
MPEIOCTaBICHO 0OOCHOBAHME JIJIsi MCIIOJIb30BaHMS BHIOPAHHBIX TTAPaMETPOB,
XapakTepu3yomux 3¢ HEKTUBHOCTS.

[IpruMmeHeHre 3JIEKTPOHHBIX JAHEBHUKOB (KaK y B3pOCHBIX U JETEH),
JKEJIaTeIbHO, U WX CJEAYET HCIOJIb30BaTh BCEr/a, KOrJa 3TO BO3MOKHO.
JImuTenpHOCTh Mepuojia JICUeHUsl JoKHA ObITh HE MeHee 8 — 12 Henenb,
mobori Oojiee KOPOTKMM TIEPUOJ JICUCHHUS JOJDKEH OBITh OOOCHOBAH.
N3ydaemass momyjsanusi JOJKHA OBITh PENPE3EeHTATUBHOM JUIsl LIEJIEBOM
MOMYJISIMY MPUMEHEHUSI penapara,

102. BpoHXONPOTEKTUBHAS MOJCIb SBIACTCS MEHEE U3YyUYCHHOMH,
aTbTEPHATUBHON MOJENBI0O MPU KOTOPOM CPABHUBAIOTCS HWHTAJSIIMOHHBIC

IIIOKOKOPTHUKOCTCPOU AL ITOCIIC XPOHHUYCCKOI'O BBCACHMA.
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Y B3pocibIX NEpPBUYHOU TMepeMeHHOU 3(PPEKTUBHOCTU SBISIETCA
BUJIUMOE  HW3MEHEHHE B  MPOBOKAIIMOHHOW  KOHIICHTpAalUh WU
MIPOBOKAIITMOHHON J103€, HampuMmep, aaeHo3uH MoHodochara (AMD),
koTopbli  Be3BIBaeT 20 % yxyamenue O®DPB; (PCyp ODB;AM® wunm
PDyy OD®B;AM®). Jluzaitn uccieaoBaHusl JOKEH ObITh YYBCTBUTEIBHBIM K
7103aM ¥ BKJIIOYATh B c€0s, IO MEHbILIEH Mepe, ABE J03bl UCCIEAYEMOIrO U
pedepenTHoro mnpenaparoB. Kaxpaas no3za ucciaenyemMoro u pedepeHTHOro
MpPENapaToB s WUHTAIALUN JOJDKHA WHTAIUPOBAThCs HE MEHee 4 HEJNEelb,
eclii He 000CHOBAHO MHOE.

VY nereid 6 neT U crapiie A OUEHKA W3MEHEHUN TMIEPPEaKTUBHOCTU
JIbIXaTeIbHBIX MyTEH MOXKET OBITh UCMOJIb30BaHA MPOBOKAIIMOHHAS TPo0a C
METaxOJIMHOM; MEPBUYHASI MEPEMEHHAass B 3TOM CJIy4ae — U3MEHCHUE WU
PCy O®BI, nmu PD,y O®BI1. ¥V 10MIKOJIBHUKOB MOTYT OBITh MCIIOIb30BAHbI
MPOBOKAIUS C XOJOAHBIM CYXUM BO3/TyXOM WJIM 3yKallHAYECKas (B YCIOBHUAX
HOPMAJIbHOTO COJAEpPKAHUSI YIJIEKUCIIOro ra3a B KpPOBHM) TMIIEPBEHTHIISALUS.
IlepBUYHONW NEPEMEHHOM  SBJSAETCA  OTHOCUTEIBHOE M3MEHEHHE OT
HayaJIbHOTO YpoBHS SRaw (u3MepeHHOro npu mmietusmorpadun). Takxe
MOTYT OBITh MCTIOJBL30BAHBI IPYTHE BATUIUPOBAHHBIC KOHEYHBIC TOUKH.

N3yuaeMast momynsius T0KHA OBITh PENMPE3EHTATUBHOM IS 11€TIEBOM
MOMYJIAIUKA, HO TPHU YCIOBUU HaOOpa MAIMEHTOB C OpOHXHAIHHOM acTMOU
CpellHEe! TSHKECTH U M3BECTHOW FMIIEPPEAKTUBHOCTHIO OpoHXOB. [Iprimenenue
TAKOr0 THUIA HUCCIENOBAHUS JOJKHO ObITh OOOCHOBAHO, B TOM YHUCJE CO
CCBUIKaMH Ha paHee OMyOJIMKOBAHHBIE TaHHBIC TTOJOOHBIX UCCIETOBAHUM.

HezaBucumo ot Toro, Kakasi nepBuyHas nepeMeHHas 3)PEeKTUBHOCTH
BBIOpaHa, OHAa JOJDKHA OBITh BAIMIMPOBAHA W OMpaBJaHAa HA OCHOBE €€
YyBCTBUTEIBHOCTH  JJIS  OOHAPYXKEHHUS  pa3IMUMil  MEXAYy  J03aMH

HHI'aJBIMUOHHBIX T'TFOKOKOPTHUKOCTCPOUIOB.
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103. B o6eux Momensax, KaK JjIs B3pOCHBIX, TaK W I JeTel, OalbHas
OIICHKA  CHMIITOMOB, TPOIIEHT OCECCUMITOMHBIX  JHEW, dacToTa
HCITOJIb30BaHUS KOPOTKOJAEHCTBYIOIIUX [3,-arOHUCTOB M OOOCTPEHUM JTOTKHBI
PETUCTPUPOBATHCS B KAUECTBE BTOPUYHBIX KOHECUHBIX TOYCK.

104. Ipyrue mnepemeHHble 3((HEKTHBHOCTH, KOTOPbIE MOTYT OBITh
PacCMOTPEHBI, BKJIIOYAIOT WCCIICIOBAHUE YPOBHS BBIIBIXaEMOTO OKCHJIA
a30Ta W DO3MHOMDWIOB B MOKPOTE, TMPHUMCHECHHE BaJIUIUPOBAHHBIX
OTMPOCHUKOB KaueCcTBa >XM3HW M OICHKY MOJATBEPKJACHHBIX COOOIICHUIA
MMalIMEHTOB 00 KCxXoaax 3a00IeBaHus.

105. lomkna  ObITh  JIOKa3aHa  DSKBHUBAJCHTHas  OCE30IMMaCHOCTD.
COOTBETCTBYIOIWA MOHHUTOPUHT O€30MaCHOCTH B paMKax HCCICAOBaHUI
TepaneBTUYeCKOr 3(P(HEKTUBHOCTH JOJDKEH BKIIOYATHh 3alUCh MECTHBIX
moOOYHBIX  3(hPeKToB,  JIOOBIX  JOKa3aTeIbCTB  MapaJgoKCaTbHOTO
OpoHxocma3Ma U OIIeHKY CUCTEMHBIX 3P HEKTOB.

106. CucremHas 06€30MacHOCTh JOJDKHA OBITH MPOJAEMOHCTPHUPOBAHA C
MOMOIIBIO (PApMAKOKWMHETHYECKOW IKBHBAJICHTHOCTH Y B3POCIHBIX (€CIIH 3TO
BO3MOXKHO, W OyJeT 3aBHCETh OT XapaKTEPUCTHUK Ipernapara W KadecTBa
aHanmu3a). Eciu 0Ge30macHOCTh HE MOXKET ObITh OIlEHEHA TaKhUM 00pa3oM,
TpeOyeTcs  OIleHKa CHCTEeMHOM  O€30MacHOCTH  TOCJIE€  HHTaJSIUN
MaKCHMAJIbHO PEKOMEHIyeMOW OOIeld CyTOYHOM J03bI HHTATSIIMOHHBIX
TIIFOKOKOPTUKOCTEPOHIOB, BMECTE C OIICHKOW MpreMa 0ojiee HU3KOW 03B
JICKapCTBEHHOTO CPEJCTBA, PETYJISIPHO B TCUCHHE JJIUTEIHHOTO BPEMEHH, C
MOMOIIBI0 HU3MEPEHUsST (PapMaKOAMHAMUYECKUX IMApaMETPOB, CBSI3aHHBIX C
bapMaKOKHHETHIECKUMH TTapaMETPaAMHU.

107.1lpu  dapmakogUHAMHUYECKOM OIIEHKE CHUCTeMHBIX 3((HEKTOB
NI'KC 'y B3poCHbIX HEOOXOAUMO BBHITIOJHITH OIICHKY BIMSHHS Ha
rHIoTajgamMo-runodu3apuyo  HaamodeunukoByro  cuctemy  (ITHC).

HpeI[HO‘-ITI/ITeJ'H)HBIM (bapMaKOI[I/IHaMI/I‘-IeCKI/IM METOJO0OM OLICHKH
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TUIOTAIaMO-TUMO(PU3apHON  HAAMOYEYHUKOBOM  CHUCTEMBI  SIBJISIETCS
MOBTOPSIFOIIASCA OIIGHKAa W3MEHEHWs KOHIIEHTpAIlMd KOpPTH30Jla B IuIa3Me
KpOBU B TE€YEHUU 24 YacOBOTO MEpHOJa MO OTHOIICHUIO K HAaYaJIbHOMY
ypoBHIO, Kak 11t usmepenuii AUC (B kaduecTBe MEPBUYHOMN MEPEMEHHOMN) U
Cmax- [IpOTOKUTENBHOCTD JICYCHUSI B TaKOM HCCIICIOBAHUM JIOJDKHA OBITh
000CHOBaHa M JIOJHKHA 00€CTICUNTh JOCTHIKEHNE PABHOBECHOTO COCTOSIHUS, C
T€M, 4YTOObl MOTCHIMAJIbHBICE CHUCTEMHbIE A(OPEKThl HHTATSIUOHHBIX
TTIIOKOKOPTUKOCTEPOUJIOB, KaK HCCIEAyeMOro, Tak U pedepeHTHOTO
mpenaparoB, MOXKHO OBUIO OIEHWTh M CpaBHUTH. McciemoBaHue TOKHO
OBITh TIPOBEACHO y MAIMEHTOB C OpOHXHAIbHON acTMmoil. Bce m3mepeHus
JOJDKHBI TIPOBOJUTHCS B YCIOBUSAX KOHTPOJHUPYEMOW ¥ TOJHOCTBIO
MPOTECTUPOBAHHONW 0OCTAaHOBKH. [[7151 BBEIIOJIHEHHSI 3TOTO YCIOBUS MMAIIMCHTHI
JOJKHBI HAXOJUTHCS B CTAIIMOHAPE B JTHU, KOT/1a BBITOJIHSIIOTCS H3MEPEHU.

108. lanupie 1o 0€30MaCHOCTH, MOJYYEHHBIE y B3POCIBIX OOIBHBIX
OpOHXHMAIBHOW aCTMOM, UM B CyppOTaTHOM B3pPOCIION MOIMYJISIITUU, HE MOTYT
OBITH JKCTpamoJupoBaHbl Ha aerteil. Cioydam, Korja HEOOXOIWMa OIICHKa
0e3omacHOCTH y JieTel, onucansl B pasnesne VIl nacrosmero PykoBoacTsa.

109. Cuctemnas 6€30macHOCTh IOJDKHA OBITH MPOJEMOHCTPUPOBAHA C
MOMOIIBI0  (hapMaKOJUHAMUYECKON SKBHUBAJICHTHOCTH C HCIOJb30BAaHUEM
JIBYX pa3IUYHBIX, HO PEJIEBAHTHBIX HWCCIEAOBAHUNW WJIM C TOMOIIBIO
(dhapMaKOKMHETHYECKOW  AKBUBAJIEHTHOCTH, €CJIM O3TO BO3MOXHO |
OIPaBJIAHO.

110. Ucnionp3oBanne (papMakOKMHETHUYECKUX TaHHBIX OyIET 3aBHCEThH
OT OCOOCHHOCTEH JIEKapCTBEHHOTO Tpermapara W KadecTBa aHAIW3a W OHU
MOTYT OBITH PAacCCMOTPEHBI TOJBKO MPU HAJUYUH JOCTATOYHOTO OOBEeMa
nyonukyeMord uHpoOpManuu O CHUCTEMHBIX d3ddexrax pedhepeHTHOro
npemnapara B OTHOIICHWH THIOTAJaMO-THIO(GU3apHON HaANMOYESIYHUKOBOU

cuctemoil y mereil. Ecim mcmonp3oBaHue (GapMaKOKMHETHYECKUX TaHHBIX
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MOJHOCTBIO OMPaBJAaHO, TO HMX MOXKET OBITh JIOCTAaTOYHO [JIS OIICHKH
SKBUBAJICHTHON CUCTeMHOM Oe3omacHoctu y jeTed. Takum o0Opazowm,
CUCTEMHasi O€30MacHOCTh y JeTed JOoJKHA ObITh MPOJEMOHCTPUPOBaHA
IIyTEM BBIMOJHEHUS KaK MUHUMYM OJTHOTO U3 YCJIOBHH:

IBYX (hapMakoJMHAMUYECKUX OIIEHOK O€30MacHOCTH — OIICHKH
CUCTEMHBIX A(@PEKTOB HHTAISIIIUOHHBIX TJIIOKOKOPTUKOCTEPOUIOB Ha
runoTajsaMo-runopuzapHyr0 HaAMOYEUHUKOBYIO CUCTEMY M OLIEHKU pOcTa (C
UCIIOJIb30BAaHUEM CYpPpOraTHOTO MapKepa), Win

(hapMaKOKMHETUYECKON OIIEHKH, €CIIH 3TO BO3MOKHO U OMPAaBIAHO.

111.B mnactosimee Bpemsi 1moj (apMaKOJIUHAMHYECKON OICHKOMN
CUCTEMHBIX A(DPEKTOB MHTAISAIUOHHBIX TIIOKOKOPTUKOCTEPOUIOB Yy JIE€TEH
NMoJpa3yMeBaeTCsd OIEHKAa BJIUSHHUS Ha TUINOTAJIaMO-TUNO(PU3APHYIO
HAJIIOYEYHUKOBYIDO CHUCTEMY U CKOPOCTb pOCTAa KOCTE€d TOJICHH
(kHEMOMETpHSI) B KAYECTBE CYppPOTraTHOTO MapKepa JJis pocTa.

112.V peteit MoryTt OBITh PacCMOTPEHBI CIEAYIONIUE HCCIEAOBaHUS
(GyHKIIMY TUTIOTaIaMO-TUTIO(DU3apHON HAIMOYEYHUKOBON CUCTEMBI:

MOBTOPSIIONIASICA OIIEHKA W3MEHEHHUS KOHIICHTpAllUM KOpPTU30ja B
mja3Me KpOBHM B TE€UEeHHMM |2 4YacoBOro Mnepuojia IO OTHOUIEHUIO K
HadaibHOMY YypoBHIO s u3Mmepennit AUC (B kadecTBe MEPBUYHOU
nepeMeHHON) U Cpax. [IpOJOIKUTENBHOCTD JICUEHUSI B TAKOM HCCIIEI0BAaHUU
NO/KHA OBITH OOOCHOBaHA W JOJDKHA  OOeCHeYUTbh  JTIOCTHOIKEHUE
PABHOBECHOT'O COCTOSIHUS, C T€M, YTOObl MOKHO OBIJIO OIICHUTh U CPABHUTH
MOTEHINAIbHBIE CUCTEMHBIE b exTrI MHTaJISIIHOHHBIX
[NIIOKOKOPTUKOCTEPOUJIOB, KaK HMCCIEAYyeMOro, Tak H pepepeHTHOro
npemnaparoB. lcciegoBaHue MOMKHO MPOBOAUTHCA B TMOMYJISIIUU JETEH C
OpOHXHAJIbHOW acTMOW M, €CJIU 3TO BO3MOKHO, BCE H3MEPEHHUS JTOJDKHBI

IPOBOJIUTHCSI B KOHTPOJIUPYEMOM oOCTaHOBKE. [l TOCTHXKEHUSI 3TON Lieu
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JIETU JOJDKHBI HAXOJUTHCS B CTAllMOHApPE B T€ JTHU, KOT/Ia BBHITIOJIHSIOTCS
WU3MEPCHUS,

24-dacoBasi KOHIICHTpAIUsl CBOOOJHOTO KOPTH30JIa B MOYE SIBIISACTCS
NIEPEeMEHHON, KOTOpas MOXET OBITh HCIIOJh30BAaHA B OIICHKE CUCTEMHBIX
3G(}PEeKTOB  MHTATANMOHHBIX  TJIFOKOKOPTUKOCTEPOWJIOB B  OTHOIIECHUU
TUIOTaIaMO-THIO(PU3apHON HAIMOYEUHUKOBON CHCTEMBI, OJHAKO 3TOT TECT
aJICKBaTCH JJIA OIICHKHA BBICOKHMX YpPOBHEW KOPTH30Jia B Moue. TpymHOCTH
BCEr/la BCTpEYArOTCs TpH cOope 0Opa3IoB MOYH, OHHU YacTO SIBIISIOTCS
HEMOJIHBIMU, YTO TMPUBOJUT K CIIOKHOCTH B MHTEPIIPETAIIMU U B NalbHEUIIIEM
pe3yiabTaThl MOTYT HMMETh HEOOJNBIIyI0 IIeHHOCTh. IloaToMy Takoe
uccienoBaHue (DYHKIMKA THUIIOTaIaMO-TUIIO(HU3apHOW HAATOYCYHUKOBOU
CUCTEMBI HE CUMTaeTCs HanboJiee TOAXO0ISAIIUM, HO €CIH OHO MCTOJIb3yeTCs,
MoYa JOJbKHa OBITh coOpaHa B KOHTpoiaupyemon oOcraHoBke. Jls
JOCTHDKCHHS 3TOU IeNIU I€TU JTOJDKHBI HaXOJUTHCS B CTAllMOHApPE B T€ JIHU,
Korja OyZeT MpOBOAUTHCA COOp MOYH.

OreHka TUIOTaIaMO-TUITO(DHU3aPHOW HAIMOYCUHHUKOBONH CHCTEMBI C
MOMOIIBI0  WCCJICAOBAHUS CIIOHTAHHOW CEKpelMH KOPTH30Jia MOXKET
UACHTU(DUIIMPOBATH TOJIBKO JETEH C TOBOJBHO CEPHE3HBIMU OTKIOHEHUSMH,
KOTOpPBIE€ TPOSIBISAIOTCS B HECTPECCOBOM COCTOSTHMHU. Yaiie BCero nerw,
MOJIyJarolue JICUCHUE HWHTAISIMOHHBIMU  TIIOKOKOPTUKOCTEPOUIAMHU,
UMEIOT HOPMAJIbHYIO KOHIICHTPAITUIO KOPTHU30J1a B HECTPECCOBOM COCTOSHUH,
HO OHU HE MOTYT OTBEYaTh COOTBETCTBYIOIIUM YBEJIMUYEHUEM KOHIICHTPAIIUU
KOPTH30Ja B CHIBOPOTKE KPOBHM BO BpeMsi cTpecca (Hampumep, WHPEKInH,
TpaBMbl W T.[.). OTH JETH HE MOTYT OBITh HACHTHU(MUIIUPOBAHBI ITyTEM
W3MEPEHHsI KOPTU30JIa HA B TUTa3Me KPOBH, HU B MOY€, KaK OTHCAHO BBIIIIC.
[ToaToMy Ba)KHO, YTOOBI OILIEHKA CUCTEMHOW OE30MacHOCTH y JIeTeH Bceraa

BKJIFO4YaJjia ABa Pa3INYHBIX Cl)apMaKOI[I/IHaMI/I‘IeCKI/IX HCcCJICaA0BaHUA
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0€30IacCHOCTH OMMUCAHHBIX BBIIIE U BHIOPAHHBIE UCCIIEIOBAHUS JIOTKHBI OBIThH
00OCHOBaHBI.

113.CxopocTh pocTa He CIeQyeT paccMaTpuBaTh Kak Haubosee
NOAXOASIIYI0O M €JUHCTBEHHYID  MEpy  CHCTEeMHBIX  3(h(eKToB
WHTASIIIUOHHBIX TJIFOKOKOPTUKOCTEPOUJOB, POCT peOCHKAa MOXKET OBITh
HOPMaJbHBIM, HO TUNOTAJIAMO-TUNO(PU3apHAs HAJMOYEYHUKOBASI CUCTEMa
MOXET OBITh TOAaBI€HA. B TO e Bpems, OIEHKY pocTa CIEAyeT
paccMaTpuBaTh HApSJAy C OLEHKOW BO3JECUCTBUS HA THUIIOTaJIaMO-
rUnoQu3apHyl0  HAAMOYEYHUKOBYIO  CHUCTEMYy,  KOTJla  CHCTEMHas
0€30MacHOCTh ~ YCTAHABJIMBAETCA IyTEM BBINIOJTHEHUS  HCCIEAOBaHUMN
dhapMakoJMHAMUYECKOW SKBUBAJICHTHOCTU C BHITIOJIHCHUEM

TOYHOIO H3MEPEHUSA JMHEWMHOTrO0 POCTa B TeUueHUE |2 MecsaueB Win
J0JIbIIIE (MPEANOYTUTENIbHBIN METO/) U OLIEHKOW MacChl TEJA;

KHEMOMETPUH, KOTOpasi HE OTHOCUTCS K II0Ka3aTeJIeM JMHEWHOTO
poCTa, HO SABJISETCS YYBCTBUTEIBHBIM (hapMaKOJMHAMHUYECKUM TECTOM IS
OIICHKA CHCTEMHOTO JEHCTBUA TJIFOKOKOPTUKOCTEPOUIA, TO3BOJISIIOIINM
YCTAaHOBUTH €T0 BJIIMSHUE HA OPraHUM3M MO 3aMEIJICHUI0O CKOPOCTH pOCTa
KocTeld TojeHu. KpaTkocpouHble HW3MEHEHHUs, JEMOHCTpHUpYIOIIHME Oolee
HU3KYI0 CKOpPOCTh pOCTa KOCTEH ToJeHHU B TeueHue 4 — 8 Helelb,
VU3MEPEHHYIO C ITIOMOIIBI0 KHEMOMETPHUH, INIOX0 KOPPEIHUPYIOT C JINHEUHBIMU
U3MEPEHUSMHU POCTa M MOTYT TMPHUBOJUTH K 3aBBIIIEHHOW OIIEHKE JIOOBIX
MOTEHUUAJIBHBIX BO3JACUCTBUU TIIFOKOKOPTUKOCTEPOUJA HA POCT YEIIOBEKA.
Tem He MeEHee KHEMOMETpHS SABJSAECTCA UYYBCTBUTCIBHBIM H ITOJE3HBIM
METOJIOM B Ka4yeCTBE CYyppOTraTHOTO MapKepa pocTa, €CIU HCCIEeAYEMBIN
npenapar CpaBHUBAIOT C XOPOILIO M3BECTHBIM pPe(EPEHTHBIM MpenapaToM C
YETKO ONpeAesieHHbIM mnpoduiem Oe3onacHocTu. Hcmosb3dyemas Takum
o0pa3oM KHEMOMETpHUs, MOXKET OBbITh HMHIAMKATOPOM SKBHUBAJICHTHOCTH.

KHGMOMeTpI/ISI ABJIACTCA BaAJIMAUPOBAHHBIM, TOYHBIM MW BOCIIPOHU3BOAMMBIM,
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HO MPOJOJDKUTEIBHBIM HCCIEIOBAHUEM, IO3TOMY HPOJOJIKUTEIBHOCTh
UCCleI0BaHUs MeHee 4 Heslelb TOJKHA ObITh ClieMaibHO OOOCHOBAHA.

114. Ecnu dapMakOKMHETHYECKUE UCCIICIOBAHUS TIPOBOAATCA Y JETEH
JUTsl OLIGHKU CUCTEMHOM 0€30MacHOCTH, TO JACHCTBYIOIIEE BEUIECTBO JOJAKHO
OBITh U3MEPEHO B ILIA3ME.

115. JIroObie MeTOABI OLUEHKH CUCTEMHBIX 3(P(EKTOB MHTAISIMOHHBIX
IJIFOKOKOPTUKOCTEPOUIOB IPUMEHSEMBIE Y B3POCIBIX WM Y JI€T€H TOJKHBI
OBITH MOJHOCTHIO OMUCAHBI 1 OOOCHOBAHBI B MPOTPaMME HCCIIEIOBAHUM U B
PErUCTPALMIOHHOM JIOChE.

116.Cornacio nyHkty 26 IIpaBun perucTtpanud M OKCHEPTHU3BI
JIEKapCTBEHHBIX CPEACTB JJIsl MEAMIIMHCKOTO NPUMEHEHUs, YTBEPKIACHHBIX
Pemennem CoBera EBpa3uiickoll 3KOHOMHYECKOW KOMHCCHHM OT 3 HOAOps
2016 r. Ne 78 pa3paboTuuk (MPOU3BOJIUTENH) BIPaBE OOPATUTHCS B
YIOJIHOMOYEHHBIE OPraHbl WM 3KCIEPTHBIE OpraHU3alMi TOCyNapCTB-
YIEHOB 34 HAYYHOM M NPEAPErMCTPALMOHHOW  KOHCYJbTAallMEW B

COOTBCTCTBHH C 3aKOHOAATCIILCTBOM I'OCYJAapCTB-4YJICHOB.

2.4. UccnenoBanue TepaneBTUYECKON SKBUBAJICHTHOCTH
B 3aBUCUMOCTH OT BHUJIa JIEKapCTBEHHOIO Ipenapara

KomOuHMpoBaHHbBIE JT€KAPCTBEHHBIE TTpEnapaThl

117. Anss ¢dukcupoBaHHOW KOMOWHAIIUM W3BECTHBIX JIEKAPCTBEHHBIX
CPEJCTB, IJile KOMOWHAIIMSI aKTUBHBIX BEIIECTB HE SIBJISIETCS HOBOM, U IS
KOTOPOH CYIIECTBYIOT pedepeHTHbIE KOMOWHUPOBAHHBIC JIEKAPCTBEHHBIC
npernaparhl, TeparneBTUYecKas dKBUBAJICHTHOCTD JIOJKHA ObITh JOKa3aHa JJIs
KKJIOr0 W3 AaKTUBHBIX BEIIECTB KOMOMHUPOBAHHOIO IIpernapara W,
COOTBETCTBEHHO, JHM3ailH HCCJENOBaHUS OyJET 3aBUCETh OT KOHKPETHBIX

aKTUBHBIX  BellecTB komOuHanuu. Hampumep, 3¢dekTuBHOCTE U



48

0€30MMacHOCTh KOMOHWHAIIMU WHTAISIUOHHBIX TJIOKOKOPTUKOCTEPOUJOB H
JUIUTEIIbHOJEUCTBYIOINUX [3,-arOHUCTOB  aJIPEHOPELIENTOPOB MOTYT OBITh
UCCJEIOBaHbl B OJHOM HCCIEIOBAaHUM, B KOTOPOM TMIPEAyCMOTPEHBI
KPUTEPUU OIICHKH, TMO3BOJISIONIME OIICHUTh 00a aKTUBHBIX KOMIIOHEHTA
KOMOHMHAITMH 110 OTJICIBHOCTH (HEOOXOAMMO OYAET ONpeACIUTh COBMECTHBIC
NepBUYHBIE KpUTepurd dDPGEKTUBHOCTH, 110 OJHOMY JJII KaKIOTO
KOMIIOHEHTa KOMOuWHanuM). Jlu3ailH uccieoBaHusl JIOJHKEH BKIIIOYATh JIBE
J03bl  KaXJIO0TO0 KOMOWHHMpPOBAHHOIO  mpemapara  (MCClAeAyeMbld U
pedepeHTHBIT KOMOMHUPOBAHHBIN Mpemnapar) Jjis TOro, 4ToObl MOKa3aThb
CTATUCTUYECKU 3HAYMMYIO 3aBUCUMOCTB «J103a — 3 PEeKT».

118.Kpome ycTaHOBJICHUSI TEPANEeBTUUYECKOW SKBUBAJICHTHOCTHU IS
KOMOWHAITHH WHTTSIIIOHHBIX TJIFOKOKOPTUKOCTEPOUIOB u
JUTUTEIIbHOJICUCTBYIOMUX [3,-aTOHUCTOB  aJIPEHOPEIIENITOPOB MOTYT OBIThH
MPOBEACHBI OT/ACIIbHBIC MCCIEAOBAHUS, OILICHUBAIOIINE KAkl OTACIbHBIN
JNEUCTBYIOIIUI KOMITIOHEHT. O dekTUBHOCTH KOMIIOHEHTA
JUTUTETLHOJEHCTBYIONIUX [3,-arOHUCTOB  aJIPEHOPEIEITOPOB MOXKET OBITh
OIICHEHA MOCJI€ UHTAJSIUKU PAa30BOM (OJHOKPATHOMN) 103bI, WM MTOCPEICTBOM
U3MEpeHMsT OpPOHXOAWJIATAIIMM Ha TMPOTSKEHWHU, MO KpaihHed mepe, 80 %
BPEMEHU OT MPOJOJDKUTEIHHOCTH €ro JEeUCTBUS, WIM MPU HCCICTOBAHUU
OpOHXHATBHON POXOJUMOCTH; 3¢ PEeKTUBHOCTD KOMIIOHEHTA
WHTISIIMOHHBIX TIFOKOKOPTUKOCTEPOUIOB OyJeT OICHUBATHCS H3YYEHHEM
MHOTOKPATHBIX (TIOBTOPHBIX) HWHTAISAIMNA J03bI Ha TPOTSHKEHUH BCETO
BPEMEHHU HCCIIEOBAHNA.

119./In1 HOBBIX KOMOMHHPOBAHHBIX IIpEMapaToB (MpemapaToB C
(buKCHpOBaHHOW KOMOWHAIMEW IEWCTBYIONIMX BEIICCTB) NPH OTCYTCTBHUH
ono0peHHoro pedepeHTHOro mnpemnapara ¢ (GUKCHUPOBAHHOW KOMOWHAIIUEH
JECHCTBYIOIINX BEIISCTB B KAaueCTBE T'PYNIBI CPaBHEHHUS KPOME TPYIIIBI C

HCIIOJIb30BaHUCM KOM6I/IH3.HI/II/I MOHOIIPCIIApaTOB H€O6XOI[I/IMO BKJIIOUYCHHC
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JOTIOTHUTEILHON TPYMIBI, KOTOpasi OBl TMOJydana B Ka4eCTBE BO3JACUCTBUS
TOJBKO OJIVH MOHOTIpeTapar, CoJIep KaIIIHi WHTQJSIITIOHHBIC
TIIIOKOKOPTUKOCTEepouabl. ['pyIina JieyeHus TOJbKO OJHUM WHTAIAIIMOHHBIM
TJIFOKOKOPTUKOCTEPOUIOM MOXKET TOJydaTh Ty K€ J103y KOPTUKOCTEPOHa,
4TO U B KOMOMHUPOBAHHOM TIpemapare, Wil B Ka4eCTBE ajJbTEPHATUBHOIO
pexuMa JO3UPOBAHUSL JOMYCKAETCSl MCHOJIb30BAaTh 0O0JIE€ BBICOKHUE JO3BI.
[Ipu mocnenyromelt perucTpanud TaKWX JIEKapCTBEHHBIX MPEMapaToB B
JI0ChE MOTpeOyeTCs MoJIHAs MPOTpaMMa UCCIIeIOBAHU.

120. Onenka 6€30macHOCTH KOMOWHHUPOBAHHBIX MPOJAYKTOB TaKas XKe,
KaK ¥ JUIsl OTACIbHBIX aKTUBHBIX BEIIECTB, U OIMKCaHa BHIIIEC B TIOApa3aese 2
pasnena V Hactosiero PykoBoacTsa.

121.Pa3paboTka KOMOMHMPOBAHHBIX IIpENapaToB y JeTel J0KHA
ObITh TaKOM jKe, KaK OMHCAHO B Tojpasiaene 2 pazgena V HaCTOSIIETO

PykoBojcTBa, eciu He 000CHOBAaHO MHOE.

HaGops! 11 uHransmuii u crienuaibHbIe CPEACTBA
B MHTAISIIMOHHOW T€panuu

122.IlpuMmeHeHrne KOMOMHUPOBAHHBIX HAOOPOB JUIsl  MHTAIALIMIMA
JOMYCTUMO TOJIbKO B HCKJIIOUUTENBHBIX CIIydasX C YYE€TOM HEO0OXOIUMBIX
obocHoBanui. K Takum cimydassm MOTYT OBITh OTHECEHBI CHUTYAITUH.

YIYYIICHUS] OLIEHKH COOTHOILICHUS «I0JIb3a — PUCK» MPU MTPUMEHEHUH
Habopa IS UHTAIAIUNA 32 CUET YBEJIMYEHUS W TOTCHIIMPOBAHUS
TEPANEBTUYECKOTO JICUCTBUS AKTUBHBIX KOMIIOHEHTOB II0 CPABHEHHUIO C
MPUMEHECHUEM KaXKJI0TO U3 aKTUBHBIX KOMIIOHEHTOB B OT/IEJIbHOCTH;

YBEJIWYCHUSI KOMIUIACHCA U TIPUBEP>KEHHOCTHU TMAIMEHTOB K TEPAAU T10
CPAaBHCHUIO C TOM K€ CaMOW Tepanued B BHUAEC OTICIbHBIX AaKTHUBHBIX
BEIIIECTB, BBOJUMBIX C IMOMOIIBIO OTACIbHBIX YCTPOWUCTB, MPU YCIOBUH, UYTO

JdaHHasA KOM6I/IHaI_II/I$I AKTHUBHBIX KOMIIOHCHTOB YKC HN3BC€CTHA n
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pPEKOMEHJI0OBaHA B COCTaBE€ KOMOWHUpOBaHHOW Tepanuu. Ilpu 3ToM,
JI0Ka3aTelibcTBa  KJIMHUYECKOM 3HAYMMOCTH  (PEJIEBAaHTHOCTH) TaKOI'O
YBEIIMYEHHS KOMIUIAEHCA U IPUBEPKEHHOCTH MAUEHTOB K TEPANIUU JTOJKHBI
OBITH MOJIYYEHBI B HAAJICKAIIUM 00pa30M CIITAaHUPOBAHHBIX MCCIEAOBAHUSAX
B LI€JIEBOM NOMYJISILIUU MTALIUEHTOB.

123. Cornacao myHkty 26 IlpaBun peructpanui U SKCHEPTU3BI
JIEKAPCTBEHHBIX CPEJICTB I MEIUIIMHCKOTO MPUMEHEHUS, YTBEPHKICHHBIX
Pemennem CoBera EBpasuiickoii 9KOHOMHYECKOW KOMHCCHH OT 3 HOAOps
2016 1. Ne 78 mo Bompocy (opmara mojgayu 3asBICHUS HA PETHCTPALMIO
JIEKapCTBEHHOT'0 Tpemnapara sl WHTaISIIUd B BUIE KOMOMHHPOBAHHOTO
Habopa  pa3paboTuuk  (IPOU3BOJAMUTENH)  BOpaBE  OOpaTUTbCS B
YIOJIHOMOYEHHBIE OpTraHbl WM DJKCIEPTHBIE OpraHU3alMu TOCyAapCTB-
YIEHOB 338 HAYYHOM MW  IPEOPETUCTPALMOHHOM  KOHCYJIbTAIMEHM B

COOTBCTCTBHUHU C 3aKOHOAATCIILCTBOM I'OCYAapCTB-YJICHOB.

V1. Kiinanyeckue uccieioBaHusl U U3MEHEHUE
dbapMarieBTUUECKUX CrielupUKaIuii

124.Cnenundukanus  npemapata  JOJKHA ~ OCHOBBIBaTbCS — Ha
dbapMalleBTUUECKUX JaHHBIX CEpUMl Mpemnapara, HCIOJb30BAHHBIX B
KIIMHUYECKUX HccleqoBaHuax. JIroOble M3MEHEHUs B ATUX CHElU(HUKAIINAIX
(HampuMep, 1032 MEJIKOJMCHEPCHBIX (TOHKOAUCIEPCHBIX) YACTHUI) TaKXKe
JTIOJKHBI OCHOBBIBATHCS HA TAHHBIX U3 3TUX KIMHUYECKUX CEPUil.

125. Paciiupenue KIMHUYECKU OOOCHOBAHHBIX TPAHUIl PE3yJIbTaTOB
UCIIBITAHUM O TTOKa3aTelsIM KadecTBa, BKIIOUCHHBIX B CHelM(UKAIIUIO, HE
MOXET MPOBOAUTHCA MOCIE 3aBEPIICHUS KIMHUYECKUX HCCIIeIoBaHUN 0e3

nepecMoTpa BEIBOJOB KJIMHUYECKOM IIPpOrpaMMBlI.

VII. JlekapcTBeHHbIE NpenapaThl AJis JICUCHUS
XPOHUYECKOWU OOCTPYKTUBHOM O0JIE€3HU JIETKUX
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126. Knuandeckue HUCCIeqoBaHUS YKA3aHHOW TPYIIIBI JIEKaPCTBEHHBIX
npenapaTroB CIEAyeT MNPOBOJAUThL B COOTBETCTBUM C TPEeOOBAHUSIMU
noapazaena 2 pasnena Vo Hacrosimero PykoBoactBa. Ilpu sTtom, He
JIOIYCKAETCsl UCIOJIb30BAHME B KAYECTBE 1IEJIEN MCCIEIOBAHUS MTOKA3aTEIIEH,
YCTAHOBJICHHBIX [IJIs TOMYJAIMU TMAlMEHTOB ¢ OpOHXHalbHOW acTMou. B
KauecTBE IIeJIel HCCIIeOBaHUs JOJDKHBI ObITh YCTAHOBJICHBI MOKAa3aTelH,
WCIIOJIb3YEMbIE TMPHU KIMHUYECKOM H3YYEHHUM JICKAPCTBEHHBIX IpenapaToB
JUISl TIOCTOSIHHOM (TIO/IJIEp)KUBAIOIICH) Tepanuy IMAlMeHTOB C XPOHUYECKOMN

O0OCTPYKTUBHOM OO0JIC3HBIO JICTKHX.

VIII. OcoGenHnocTu uccienoBaHus JIEKapCTBEHHBIX MPEnapaToB
JUTA UHTAJSIIAN Y J€TEN U NOAPOCTKOB

127. Ans pa3pabOTKU JIEKaPCTBEHHBIX MPENapaToB JJsl MHTAIALMN s
NpUMEHEHUss y JeTed MW TOAPOCTKOB, KOTJa  JOJDKHA  OBITh
MPOJEMOHCTPUPOBAHA TEPANEBTUUYECKAsT SKBUBAJICHTHOCTh MEXKIY ABYMS
JEKApPCTBEHHBIMM  TpenapaTtamMy Uil ~ WHTASIIUH, noTpeOyroTcs
dapmakokuHeTHYeCKUE W (papMakoguHAMUYEeCKUe W (MIM) KIMHUYECKHE
uccinenoBanusl. Takue uCCIeIOBaHUST MOTYT TOTPEOOBAThCS Il BCETO
BO3PACTHOTO JWarna3oHa JIETCKOr0 BO3pacTa, U, BO3MOXXHO, JOJDKHBI OBIThH
BBITIOJTHEHBI OTJSIBHO JIJIS KaXKI0M MOATPYIITBEI — MEHee 2 JIET, OT 2 10 5 JeT
u oT 6 1o 12 mer.

128. Knunnueckas pa3paboTka MOXKET TakKe BKIIIOYATh UCCIETOBAHUS
y moapocTkoB. HeoOxoanmo 00OCHOBaTh, sl KaKWX BO3PACTHBIX TPYIII
UCCeIOBaHue OYIeT MPOBOUTHCS, a JJIsl KAKUX HET.

129. lannpie, MOJTydYEHHBIE BO B3POCIOW MOMYJSAIUH, CIEAyeT
YYHUTHIBATh TPH pa3paboTKe mpemnapara y aerei. OIHaKo, CyIIECTBYET IEIbINd
PSI pa3IMYMil MKy B3POCIBIMU U AETHMU U, OCOOCHHO, IEThbMHU MJIAJIIIETO

BO3pacTa (a TakXke MEXIy JACTbMU C OpPOHXMAJIbLHOM aCTMOM U JETbMHU C
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HOPMaJIbHOU (DYHKIMEW JbIXaTeNbHBIX MyTEW), KOTOPhIE MOTYT MOBIUSTH Ha
3¢ (PEeKTUBHOCTD U 0€30MaCHOCTh MPUMEHEHUS JIEKAPCTBEHHOIO IIpenapara y
nere. [1oaTomy 3KCTpanosanys JaHHbIX U3 UCCICIOBAHUN Y B3POCIIbIX, WU
U3 KCCJICIOBAHMIA Y B3POCIBIX B COUYCTAHWM C JAaHHBIMH IN Vitro, win w3
VCCJIEIOBAHUN CyppOraTHOM B3POCIOW MOMNYJSALMUU, WA U3 KUCCICIOBAHUMN
HOPMAaJIbHBIX 3JI0POBBIX JIETE€H, MOXET ObITh HEOE30MacHa W HE OIpaB/aHa.
[Ipenaparbl MOTYT OBITh SKBHUBAJICHTHBIMU y B3pOCIHBIX, HO MOTYT OBITh HE
SKBUBAJICHTHBI y JIETEM.

130. ApixaTenpHble MyTH Y JETel MIAIIETO BO3pacTa OTINYAIOTCS OT
JbIXaTENbHBIX MyTE€W y B3POCIBIX. DTO MPUBOJHUT K TOMY, YTO KOJIHYECTBO
JI03bl BJIBIXa€MOT'0 HWHTAJSIIMOHHOTO IIperapara, JOCTUTAIOIIEr0 HUXHUX
JbIXaTeIbHbIX IyTeH, Yy MaJeHbKOro peOeHka OyAeT OTIMYaThCcsi OT
JOCTaBJICHHOTO  KOJIMYECTBa  Tpemapara y  B3pocibiX. PebGeHok
JEMOHCTPUPYET PA3JIMYHBIE THUIIBl JbIXaHUS U UMEET OTJIWYAIOIIHECS OT
B3POCTBIX MPWIUBHOM OO0BEM, TCOMETPUIO MbIXATCIbHBIX MyTeH U T. II
ConpoTHUBJICHHUE JBIXaTCIbHBIX MyTeHd M MHCIMPATOPHBIN (Ha BIOXE) MOTOK
pasnyarTCs y AETel CTapiiero u Miaiiero Bo3pacra.

131. XapakTepucTUKU YCTPONCTBA JOCTaBKHM MOTYT JElaTh €ro
HEMPUTOIHBIM ISl TPAaBWIHHOTO TPUMEHEHUS PEOCHKOM. JTO MOXKET
MPUBECTH K M3MEHEHHOMY COOTHOILIECHHIO «I0Jb3a — PHUCK» MPUMEHEHUS
npernapata y peOeHKa 1O CpaBHEHUIO C TE€M, KOTOpoe HabIoAanoch y
B3POCJIBIX B CBSI3U C TEM, YTO:

UCIIOJIb30BaHUE HEYIPaBIISIEMBbIX JbIXaHUEM JIO3UPOBAHHBIX
WHTQISTOPOB IO JABJICHHEM MaJCHLKHUM PEOCHKOM HE TO3BOJISIET TOOUTHCS
Takoro ke d(p(exra KaK MpH HUCIOIH30BAHUH B3POCIBIM, B CBSA3U C TEM, YTO
J€TH MJIAJIIEro Bo3pacTa HE CIIOCOOHBI 00ECTIEeYUTh HEOOXOAMMBIN YPOBEHb
KOOpJMHAIIMK BJIOXa JIGKAPCTBEHHOTO IMpenapara 1 3alycka ycTpoucTBa, 4To

B pE3yJIbTaTe MOXKET MPUBECTH K TTOTEPE TepaneBTUIecKoro 3G dekxTa,
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UCIIOJIb30BAHMUE CIlelicepa BMECT€ C HEYNPAaBIAEMbIM JbIXaHHEM
J03WPOBAHHBIM UHTAIATOPOM TIO]T JABJICHUEM MOXKET YBEIUYUTH KOJTHIECTBO
MOCTYIAIONIC B JIETKKME BJIbIXaeMoMl J03bl mpemnapata npo 200%, B
3aBUCUMOCTH OT XapaKTEepUCTUK creicepa, Bo3pacTa peOEHKa U TEXHUKU
uHTsmuu.  [lpy  cpaBHEHWHM JBYX TpemaparoB, MPUMEHSIEMBIX C
HEYTPABJSIEMBIM JIBIXaHUEM JO3WPOBAHHBIM HHTAIATOPOM TOJ JaBJICHUEM,
MOKET OBITh MPOJIEMOHCTPUPOBAHA SKBUBAJICHTHOCTh, KOTOPOH MOXKET HE
HaAOIIOAATHCS TIPU IPUMEHEHUH CO CHIEHCEPOM;

BHYTPEHHEE COMPOTUBICHUE WHTaIsATOpPA CYXOTO IOPOIIKa MOKET
OBITh TaKUM, 4YTO peOCHKY OyaeT TpyJaHEee HCIOJb30BaTh HHTAIATOP, YEM
B3pociomy. [losToMy mpu cpaBHEHUHM JBYX HHTAJISTOPOB CYyXOTO IMOPOIIKA,
KOTOpPBIE MOTYT OBITh SKBUBAJICHTHBI Y B3POCIBIX, SKBUBAICHTHOCTh MOYKET
ObITh HE MPOJACMOHCTPUPOBAHA Yy JAETEH, JUIsi KOTOPBIX XapaKTepeH Ooliee
HU3Kas MUKOBasi CKOPOCTh BJ0Xa (MMKOBBIA MHCTIMPATOPHBINA MOTOK).

132.Pucku npumeHeHuss U 10004YHBIE A(P(PEKTHI MNPUMEHEHHS
WHTAISIUOHHBIX  TIIFOKOKOPTUKOCTEPOHUJIOB  OTJIMYAIOTCS B Pa3HBIX
BO3pacTHBIX rpymnmnax. Jletu u momonble moau 0Oojiee BOCHPUMMYHUBHI K
CUCTEMHBIM MOOOYHBIM AP (PEeKTaM, B TOM YHCIE, YTPOKAIOIINM >KU3HH, IO
CPaBHEHHUIO C TOXWIBIMA JIOAbMU. [lo3TOMY eciaum cpaBHUBaeMbIe
mpenaparbl  MOKa3ajld JKBUBAJICHTHOCTh B  OTHOIICHUM CHUCTEMHOMN
0€30MacCHOCTH Yy B3POCIHBIX, 3TO MOXET HE OBITh NMPUMEHUMO B Ka4yeCTBE
JI0Ka3aTeNbCTBA SKBUBAJICHTHOM Oe3omacHocTH y Aeteil. C Ipyroil CTOpOHHI,
MecCTHbIE OO0YHBIE I((PEKTHI TOpa3go pexe BCTPEUAOTCSA y JeTed, 4eM y
B3poCibIX. TakuMm  00pa3oM,  pa3iuuus, CYIIECTBYIOLIUE  MEXIY
UCCIeAyeMbIM U pedepeHTHBIM MPEmapaToM, MOTYT OBITh KIWHUYECKH HE
3HAYMMBI y B3POCIIBIX, HO MOTYT OBITh KJIMHUYECKH 3HAYUMBIMH Y JICTCH.

133.IloaTOMYy, eciu HOBBIN Mpenapar AOHKEH ObITh HCIOJIL30BaH Y

JeTel, To TpeOyeTcs MOATBEPKIACHNE KaK AKBHBAICHTHON 3(()EKTUBHOCTH,
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TaK W SKBHUBAJEHTHOW O€30MaCHOCTH B ATOW JIETCKOM BO3PACTHOM TpyMIIE.
JloykeH ObITh OMpenesieH quarna3oH /103 JJIs NpUMEHeHus y aeteid. Huxuuit
npeaen Auara3soHa 103, pa3pell€HHbIA IS UCIOJIb30BaHUS y AETEH A
pedepeHTHOrO npemnapara, J0JKEeH ObITh JOCTHXKUM C HOBBIM IperapaToMm (c
ONPE/ICICHHBIM COOTBETCTBYIOIIUM CIIEicepoM U 0€3 OMNpeaeIeHHOIO
COOTBETCTBYIOIIETO Crieicepa, €Clid AKTUBHOE BEIIIECTBO JOCTABIIACTCS YEPE3
HEYIPABISEMbIA JIBIXaHUEM JIO3WPOBAHHBIH HWHTAIATODP II0J JIaBJICHUEM);
OJIHAKO, MHOTJIa Tpebyercs pa3paboTka HOBOM OoJyiee HU3KOM M03bl. Ecim
pedepeHTHBIN mpernapaT He paspelieH Ajs NPUMEHEHHUs y AeTeil, To Oyaer
TpebOBaThCS MOJHASA KIMHUYECKasl pa3pab0OTKa HOBOTO IperapaTra y IeTew,
KOTOpas JOJDKHA BKJIIOYATH OMNpEJETCHUE Juana3oHa 103, HHTEpBajia MEXIy
npueMaMu Ipernapara, MUHUMaIbHO 3(DPEKTUBHONU 103bI U MaKCUMAJIbHOM
oOmie cyTouyHOM 103bl. B JomonHeHWe K JAEMOHCTpAllMM YKBUBAJICHTHOM
3¢ (PEeKTUBHOCTU HEOOXOJUMO MOATBEPIUTH, YTO MNPOdUIL OE30MaCHOCTH
ABJISIETC HEU3MEHHBIM WJIM YIy4YlIAaeTCAd [0 CPAaBHEHUIO C STAJIOHHBIM
JIEKApPCTBEHHBIM  CPEJCTBOM, OCOOCHHO B  OTHOUIEHUH CHUCTEMHOMN
0€30I1acCHOCTH B BEpXHEM JIMaNa30HEe Mpe1jiaraeMbIX J03.

134.Ecnu nmerckasi momynsamus OyJaeT BKJIIOYEHA B TOKa3aHUSA IS
MPUMEHEHHUS JIEKapCTBEHHOTO TMperapara, HE0OXOANUMO PYKOBOJCTBOBATHCS
CJIEAYIOIIUM aJTOPUTMOM KIIMHUYECKOW pa3pabOTKu Mpemnapara:

a) KIIMHUYECKUE UCCIIEAOBAHUS Y JIETeW HE TPEOYIOTCA €CJIU B MPOIecce
UCCIICIOBAHUST SKBUBAJICHTHOCTH IN VIr0 mOATBEp)KICHBI BCE KPUTEPUHU
SKBUBAJICHTHOCTH, B COOTBETCTBUU C MOJpa3aesioM 2 pazaena V HaCTOSAIIEro
PykoBO/ICTBa 1 BBIITOJIHEHO OJTHO U3 YCIOBUM:

YCTPOMCTBO ISl MHTAISIIUA KCCIIEAYEMOro Mpenapara, miaHupyeMoro
K IPUMEHEHHIO Y JIeTel, UJICHTUIHO YCTPOUCTRY JJISI MHTAJSIIIUN STaJIOHHOTO

npenapara;
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JO3UPYIOIIEe yCTPOHWCTBO WCCIEIyEMOTO TMperapara MpeICTaBIsIeT
co00Ol  HeympaBJsieMblii JbIXaHWEM JIO3MPOBAHHBIA HHTAJATOP IO
JABJICHUEM CO CIIecepoM, UACHTUYHOE YCTPONUCTBY ATAJIOHHOIO Ipernapara,
KOTOPBIA TMPUMEHSIETCS B MEAHATPUUECKOW MOMYJSIUUA WA JO3UPYIOIIEee
YCTPOKCTBO MCCIIETYEMOTO MpernapaTa CHabKeHO CIIecepoM aHAIOTHYHOCTh
KOTOpPOTO TMpPOBEPEHAa B COOTBETCTBUU C moapasnenom 1 pasngena |l
HacTosAlero PykoBoACTBa;

0)MOXeT OBITh OOOCHOBAH OTKa3 OT IMPOBEICHUS KIMHUYECKUX
UCCJIEIOBAaHUMN Yy JETel, eclii B MPOIIECCE MCCIIECOBAHUS SKBUBAICHTHOCTHU
IN VItro moATBepKIeHBI BCE KPUTEPUH DKBHUBAJICHTHOCTH B COOTBETCTBHU C
nojapazaenoM 2 pazaena V HacTosmero PykoBOJCTBa M BBIMTOJHEHBI BCE
CJICTYIOIINE YCIIOBHS:

YCTPOUCTBO ISl UHTAISIIIMN UCCIIEAYEeMOro Ipemnapara He UISHTUYHO
YCTPOUCTBY /ISl MHTASIIIUU pePEepeHTHOTO Mpenapara, MPUMEHSIOMErocs B
NeUaTPUIECKON MOMyJISIUN;

YCTPOWCTBO IS WHTASIIIUN HMCCIIEIyEeMOTO Tperapara pa3penieHo K
MPUMEHEHHUIO B TIEUATPUICCKON TOMYJISAIINN C JISKAPCTBEHHBIM ITPEnapaToM,
CoJiepKaIIiM MHOE aKTUBHOE BEIIECTBO.

Jist 060cHOBaHMSI OTKa3a OT MPOBEACHUS KIMHUYSCKUX UCCIEIOBAHUIN
y JeTed CcleayeT MpeACTaBUTbh CPaBHUTEIbHBIC JTaHHBIE HCCIEIOBAHUSA
In vitro Mexay ucciaenyeMbiM U pedepeHTHBIM IpernapaTaMu, B KOTOPBIX
YCTaHOBJICHO COIOCTaBUMOE paclpe/ieiiCHUEe YacTHIl 110 pa3MepaM C y4eToM
CKOPOCTH BO3IYIIHOTO TMOTOKA W KIMHUYECKH NpHEMIIEMbIC s JeTei
JMara3oH Iepenaaa AaBlieHWss U oObeMa BO3ayXa (B COOTBETCTBUU C
TpeboBaHMAMU ToApaszaena 4 pazaena |V u moapasgena 2 pazgena V
HacTosmero PykoBoactBa). Ilpu 3TOM eciiu CyIIECTBYIOT pa3Id4Hs I10
CKOPOCTH BO3JIYIIHOTO ITIOTOKAa MEXIYy HCCICIyeMbIM H pPedepeHTHBIM

mpernapaTaMu, ¢ ITOMOIIBIO COOTBETCTBYIOIIUX MCCIASIOBAHHMI JOJDKHA OBITH
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MOJTBEPKICHA TepaneBTUUYECKash SKBHUBAJICHTHOCTh TaKHUX JIEKAPCTBEHHBIX
[pEenaparoB y IETEH;

B) TpeOyeTCs BBITIOJIHEHUE KaK MUHUMYM KIIMHUYECKOTO MCCIICIOBaHUS
B JICTCKOM TONYJAUUA OICHKH CIOCOOHOCTH pEOCHKA BBINMOIHSITH
MUHUMAJIbHBIA JIbIXaTeIbHBIA MaHEBp (CO37aBaTh HEOOXOAMMYIO MHUKOBYIO
CKOPOCTh BJOXa JUIsl aKTUBAIIMM WHTAIAIMOHHOTO YCTPOMCTBA) €Clu B
IpoIecce KCCISMOBAaHUS ASKBHBAJECHTHOCTH IN VItr0 MOATBEpKIEHBI BCE
KPUTEPHUH DKBUBAJICHTHOCTH (B COOTBETCTBHHM C TOpa3jaeiioM 2 pasnena V
HacToAIEero PykoBoaCTBa) 1 BBIIIOJHEHBI BCE CIEAYIOLIUE YCIOBUS:

YCTPOMCTBO JUIsl MHTASALMK UCCIEIYyEeMOro IMpernapara He WICHTHUYHO
YCTPOMCTBY ISl MHTANSIIMU PePEPEeHTHOTO TMpernapaTa, TPUMEHSIOIIErocs B
NeANATPUICCKON MOMYIISANY;

YCTPOMCTBO JUIsl MHTAIALMU HCCIIEyeMOro Ipernapara HpUMEHSEeTCs
B3pOCJIbIX, HO HE 0JJOOPEHO /JIsi MPUMEHEHUS B MEAUATPUUECKON MOMYJISIUN
(YCTpOMCTBO paHee HUKOT/Ia He MPUMEHSIIOCH Y JIeTeH).

Pe3ynapTaThl TAakoro KJIMHMYECKOTO HCCIEAOBAHHS CIIOCOOHOCTH
peOcHKa BBITIOJHATP MHHUMAJIBHBIA JIBIXaTeIbHBIA MaHEBP JOJDKHBI
COMPOBOXKAATHCS TMPEICTABICHUEM PE3YyJIbTATOB CPABHUTEIBHBIX JaHHBIX
ucciuenaoBaHus  IN VItro  Mexay — uccaenayeMbiM M peepeHTHBIM
JICKapCTBCHHBIMU TIpENapaTaMy Il WHTASIIAA B KOTOPBIX YCTaHOBJICHO
COIMOCTaBUMOE pacCIpe/ie]IeHUe YacTUI[ C yYeTOM CKOPOCTH BO3AYIIHOTO
MOTOKAa M KIWHUYECKH TMpUEMIIEMbIEe JUIsl JETed [AMana3oH Tepernaja
naBieHus U oObema Bo3ayxa. [Ipu 3TOM eciu CymecTBYIOT paziuyus MO
CKOPOCTH BO3IYIIHOTO TOTOKa MEXAY HCCIEAYyeMbIM U pedepeHTHBIM
JEKapCTBEHHBIMH  TperapaTtaMyd  JUIsl  WHTAIANAK, ¢ [TOMOIIBIO
COOTBETCTBYIOIIMX  HWCCJIECIOBAaHWN  JODKHA  OBITH  MOATBEpPXKICHA
TEparneBTHYECKasi SKBUBAJICHTHOCTh TAaKUX JICKAPCTBEHHBIX MPENapaTroB Y

JIETEN.
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135. Ecmu He mOAXOANUT HU OJWH W3 OMHCAHHBIX BBIIIC BapHAHTOB, TO
TpeOyeTcss KIMHUYECKas pa3paboTKa IMpenapara y JAeTed, BKIOYaroIias
MOATBEPKJICHUE  TEPAleBTUYECKOM  AKBHUBAJICHTHOCTH B  OTHOIICHHH
s dexTuBHOCTU M Oe30macHOCTH. DKBHUBaJICHTHAasE 3((HEKTUBHOCTD JOJIKHA
OBITH MOJTBEPKICHA Cc ITOMOIIIBIO COOTBETCTBYIOIIUX
dhapMakoJMHAMUYECKUX u (nin) KIMHAYECKUX HCCJIeIOBaHNI
sbdexkTuBHOCT (WM UCCIEOBaHUS  OpPOHXOJWJATALIMM,  KOTOpPBIC
OIICHUBAIOT YJIYUIIICHHE JbIXaTeIbHOW (PYHKIMH, WM OPOHXONPOTECKTHBHBIC
uccienoBanus). J{o/DKHBI OBITH OICHEHBI KIMHUYECKH 3HAYMMbIE U
COOTBETCTBYIOIIHE BO3PACTY NepeMeHHbIC 3(PHEKTUBHOCTH (KaK IMEPBUYHBIC,
TaKk W BTOPUYHBIE IO Mepe HeobxoaumocTH). JlokaszarenbHass Oa3za B
OTHOIIEHWW  Jy4dmmX (TPEAMOYTHUTESIBHBIX) METOJIOB  OICHKH  Kak
OpoHXoAMIaTaIliA, TaK U OPOHXOMPOTEKIINH y JIETEH OTpaHHYCHA, TTOITOMY
B OTJCIBHBIX CIydasx OICHKA JIOJhKHA OBITh OCHOBaHA HAa MHIWBHUAYAJIBHOM
MOAX0JIC C YUYETOM TEeKyIled HaydHOW MH(OpMAaIui ¥ MHEHHS SKCIEPTOB B
3TOM 00sacTH. JI0JKHO OBITH IPEYCMOTPEHO 0OOCHOBAHUE JJIsI BHIOPAHHBIX
napameTpoB, XapaKTepu3yomux 3(PeKTUBHOCTD.

136.Kpome Toro, gommkHa OBITh  JIOKa3aHa  SKBHUBAJCHTHAs
0e3011aCHOCTb. CucremHuas 0€301acCHOCTD JIOJDKHA OBITH
MPOJIEMOHCTPUPOBAHA Ha OCHOBE pe3yJIbTaTOB M3YUYCHUS
(bapMaKOKMHETUYECKON  HKBUBAJIEHTHOCTH, €CIM OTO BO3MOXHO U
OmnpaBJaHo, Wik (papMaKOJIUHAMUYECKON 3KBUBAJIEHTHOCTH. B0O3MOXKHOCTH
WCITOJB30BaHUs  (hapMAaKOKMHETHYECKUX JaHHBIX OyJeT 3aBUCETh OT
0COOCHHOCTEH JICKapCTBEHHOTO TIpermapara MW KadecTBa aHanu3a. Ecmm
WCITOJb30BaHNe (papMaKOKMHETHUYCCKUX JaHHBIX OOOCHOBAaHO, TOTAAa OJIHH
TOJIBKO O3TH JaHHBIE MOTYT OBITh JOCTaTOYHBIMH [UIS TMPHU3HAHUS
SKBUBAJIEHTHOU CUCTEMHOU 0€30MaCHOCTH y JIETEN. Jlst

dbapMakoIMHAMHUECKOW OIEHKH TMOTpedyeTcs OIeHKa MaKCHMalbHON
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pEKOMEHyeMOl 0011ell CyTOYHOM JI03bl, BMECTE C OIIEHKOM pexunma
NpUMEHEHUs1 0oJiee HU3BKHUX J03 JIEKaPCTBEHHOTO Mpernapara B TEUCHUE
COOTBETCTBYIOIIETO MEPHO/1a BPEMEHHU.

137.HeoOxoauMo mpeAcCTaBUTH JAaHHBIC IOATBEPIKIAIOIIUE, YTO
UCCIIEIOBAHUE 00JIaaeT JOCTATOYHOM YYBCTBUTEIBLHOCTHIO M IIO3BOJISIET
YCTAHOBUTH, UTO UCCIEyEeMbId U pedEepEeHTHBIN JIEKapCTBEHHBIE TTpenapaThl
JUISl UHTAJISIIAN SIBIISIFOTCS T€PANEBTUUECKU SKBUBAJICHTHBIMU.

138.Ecnu pasHble BO3pacTHbIE TPYNIbI JETEH BKIIOYEHBI B OJIHO
KIIMHUYECKOE MCCIICAOBAaHUE, TO JIOJHKHA BBIMIOJHATHCSA CTPATH(UKALMS 10
BO3PACTHBIM TI'PYIIIaM.

139.1loMUMO  BBILIETIEPEYUCICHHBIX TOJOXXEHUH B  OTHOIICHUU
dbapMalieBTUUECKON  pa3paOOTKU  JIEKAPCTBEHHBIX  MpenapaToB A
UHTASAIAA  JJI  JICYCHUST OpOHXMAIBHOM acTMbl y JEeTel B IEIIX
MOATBEPKIACHUS ~ MX  TEPANEBTHUYECKOM  AKBUBAJICHTHOCTH  CIIEyeT
PYKOBOJICTBOBATbCSl MOJIOXKEHUSIMU ToApasnenoB | wu 2 pazgena V
Hacrosmiero  PykoBonctBa.  Ilpu  3ToM  ecnu TepamneBTUYECKas
SKBUBAJICHTHOCTh TOATBEPKIACTCS AHAIM30M KIMHUYECKOM KOHEYHOM
TOYKH 3(PGEKTUBHOCTH, TPAHUIBI DKBUBAJCHTHOCTH JIOJDKHBI  OBITH
CIeIUaIbHO 0OOCHOBAHBI, @ HE TIPOCTO SKCTPAIIOIUPOBAHBI U3 UCCICAOBAHUIMA
y B3pocibiX. Ilpm 000CHOBaHMHM BBIOPAHHBIX TPAHUI] SKBUBAICHTHOCTH
CJIEYeT YUYUTHIBATH BO3PACT HUCCIEAYEMBIX U TSKECTh UX OPOHXUAIBHOM

ACTMBI.

Oco0eHHOCTH KIMHUYECKUX UCCIIEA0BAHUM
y HOJIPOCTKOB
140. ins momyJisiiiy TIOAPOCTKOB B Bo3pacte ot 12 mo 17 mer,
BO3MOXXHO TPHU3HAHUE TEPANEBTUYECKOW SKBUBAJICHTHOCTH Ha OCHOBE

JAAaHHBIX, IIOJYYCHHBIX B HCCICIOBAHUAX Y B3POCIbIX, C€CJIUM KOHKPCTHLIC
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UccIe0BaHus ObLIM MpOBEAEHHI y neteil muane 12 net. Ecnu npoBeneHue
OTJICJIBHOTO HCCIICIOBaHUS HE TMPEJCTABISETCS BO3MOXHBIM, TO B
UCCIIEJOBAHUE TPOBOJAUMOE y B3POCIBIX CIEAYET BKIIOUHUTH JOCTATOYHOE
KOJIMYECTBO IOJPOCTKOB, YTOOBI OBLT M3y4eH BECh MpEIoaraeMbli
BO3pacTHOM AuanasoH (0T 12 net no noxuioro Bo3pacra). Ctpatudukaius B
BO3pacTHBIX rpynnax ot 12 mo 17 ner m ot 18 sier u crapiie He ABIAETCS
oOsi3arennbHOM.  OjHAKo, JaHHBIE, TMOJIydeHHble (KaKk JIaHHbIE TIO
3¢ PeKTUBHOCTH 1 0€30MACHOCTH) U3 ABYX BO3PACTHBIX TPYIII, TOJKHBI OBITH
3aI0KyMEHTUPOBAHBI U MPOAHAIU3UPOBAHbI OTAEIBHO, €CIU 3TO BO3MOXKHO.
Ecnu uccnenoBanus HE MPOBOAMWINCH Y AeTel (Miaamie 12 jeTr), TO MOXKeT
NOTPEOOBATHCS MOTYUCHUE KIMHUYECKUX JJAHHBIX B MOJPOCTKOBOM BO3PACTE

B paMKax OTACJIBbHOI'O UCCICAOBAHUAA.

VIII. Kiiuanueckue uccienoBaHus JIEKapCTBEHHBIX

MpEnapaToB JJIsl MHTAJSLIHN 11 TOATBEPXKACHUS

0€30MacCHOCTH HOBBIX BCTIOMOTaTENIbHBIX BEIIECTB
141.TTockonbky mpoduib 0€30MaCHOCTA MCTOJIb3YyEeMbIX B HACTOSIICE
BpeMs U3BECTHBIX BCIIOMOTATEJIbHBIX BEIIECTB XOPOIIO OXapaKTEPU30BaH, B
TOM 4YHCJIE U B COCTaBE JICKAPCTBEHHBIX MpPEnapaToB JJis WHTAJISIUH,
JOTIOJTHUTETFHBIX UCCIEOBAHUN OE30MaCHOCTH JJII TaKUX JIEKApCTBEHHBIX
npenaparoB He TpeOyetcs. [Ipu UCronb30BaHUM B COCTABE JIEKAPCTBEHHBIX
NpenapaToB g  HMHTAISIUMA  HOBBIX  BCIOMOTaTElIbHBIX  BELIECTB,
0€30IMacCHOCTh KOTOPBIX MPU UHTAISIMOHHOM BBEJICHUU y YeJOBEKa HE OblLiia
UCCleIoBaHa paHee BO3MOXKHO BO3HUKHOBEHHE MOTEHIIMAIBbHBIX MPOOJIeM
CBSI3aHHBIX KaK C O€30MaCHOCTBIO TAKUX BCIIOMOTATEIHHBIX BEIIECTB, TaK H C
UX BO3MOXHBIMHU B3aUMOJICUCTBUSAMHU C JICHCTBYIOIIMMHU BEILIECTBAMHU
JIEKApCTBEHHOr'0 Mpemnapara Juisi MHTalIsUi, KOTOpble MOTYT YCUJIUBATh €ro

TOKCUYHOCTh. M3MeHeHHe BCIIOMOTraTelIbHbBIX BCHICCTB MOZKCT IIPHUBCCTHU K
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U3MEHECHHUSIM B CTPYKTypE pachpeiefiecHus] JEeUCTBYIOIIETO BEIIECTBA B
JIETKUX, YTO MOKET MOBJIMATH HA BCAChIBAHUE M CUCTEMHYIO Oe30macHOCTh. B
9TOM CBSI3U JIOJDKHO OBITH MPOBEACHO TIOJIHOE TOKCHUKOJOTUYECKOE
UCCJIEIOBAaHME Ha >KUBOTHBIX [JII KaXJOTO HOBOTO BCIOMOTaTEIbHOTO
BCIIIECTBA, HO TAaKO€ UCCJIEJOBAHME HE UCKIIOYAIOT B JajJbHEUIIEM
HEOOXOJIMMOCTH BBITIOJHEHUS UCCICTOBAHUN KIMHUYECKON O€30MacCHOCTH Y
YeJioBeKa.

142 . TlporpaMmmMa 10 H3yYEHHUIO OE30MACHOCTH B JTOH CHUTyalluu
HpecieayeT ABE LETu:

onpeneneHue 0e30MacHOCTH HOBOT'O BCIIOMOTATEIBHOTO BEIIECTBA B
COCTaBe JIECKAPCTBEHHOT'O CPECTBA;

OIlECHKa B3aUMOJCHUCTBUN, KOTOPhIE MOTYT BO3HUKHYTh MEXIY
JICUCTBYIOIIUM BEIIECTBOM M HOBBIM BCIIOMOTATEIbHBIM BEIIECTBOM WU
KOMOWHAIIME HOBBIX BCIIOMOTATEIbHBIX BEIIECTB, KOTOPHIE MOTYT MPHUBECTU
K U3MEHEHHUSIM B 0€30IaCHOCTH JIEKAPCTBEHHOT'O CPECTBA.

143. Onenka HOBOIO BCIOMOTATEILHOIO BEIlECTBA WM KOMOMHAIIMU
HOBBIX BCIIOMOTATEJbHBIX BEIIECTB MOTPEOYEeTCS TOJBKO OJAWH pa3, HO
OIICHKA B3aUMOJCHCTBUM OyAeT TpeOoBaThbCs M KaXKAOro JCUCTBYIOIIETO
BEII[ECTBA B COYETAHWUU C ITUM HOBBIM BCIIOMOTATEIIbHBIM BEIIECTBOM WIIU
KOMOWHAIIMEW HOBBIX BCTIIOMOTATENbHBIX BemiecTB. OYeBHUIIHO, YTO, €CIHU
U3MEHEHHSI B CHUCTEMHOW O€30MacHOCTH WM abcopOluu HaOIIOJAI0TCS B
X0JIe AITUX HCCIEIOBAaHUN B3aUMOACHUCTBUS, TO 3T HW3MEHEHHUS OyIyT
HYXJaTbCd B  KOJWYECTBEHHOM OILIEHKE U  JOJIOCPOYHOW  OIIEHKE
0€30IacCHOCTH.

144.3meHenne BCIIOMOraTeJIbHOIO BeEIIeCTBA WM KOMOWHAIIUU
BCIIOMOTATEJIbHBIX BEIIECCTB MOTPeOyeT NalbHEHIIEH JOJITrOCPOYHON OIICHKH

0€30IT1aCHOCTH.




