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PE3HOME

AxtyanbHocts. OTCYTCTBUE TAPreTHOro Habopa NauneHToB B KMHUYECKNUX UccneaoBaHnsax gocturaer 90%, 4to NpuBOAUT K Heyfa4am Uc-
CNefI0BAHNA B LIENIOM W HEJOMOCTYMNEHNI0 HE06X0AUMOr0 METOAA NEYEHNs UK SUarHoCTUKN K nauneHTam. [ing BbIACHEHNUS NPUYUH Head-
(heKTUBHOIO PEKPYUTMEHTA Y4UTLIBAIOT MHOXXECTBO (DaKTOPOB, OLEHKA AECTBUSA KOTOPbIX 3aTPyAHEHA 13-3a UX 60/1bLIOr0 pasHoo6pasns
11 BbICOKOM BapMaTMBHOCTW. B OCHOBHOM Ha3blBaKT (DAKTOPbI, YMEHbLUAIOLLME HABOP NaLMEHTOB, B TO BPEMS Kak (DaKTOPOB, YBENNYNBALD-
LLKMX er0, U3BECTHO 3HAYUTENBHO MEHbLLE.

Lenp: nccnenosatb M3MEHEHWE NapameTpoB W Nokasareneil Habopa nauMeHToB B KNUHUYECKNE UCCIEL0BAHNS B 3aBUCUMOCTY OT BIIUAHUSA
BHELLHNX (DAKTOPOB.

Marepuan n metogel. TpoBefieH PETPOCMNEKTUBHBIN aHANN3 YETbIPeX MEXAYHAPOAHbIX MYNbTULEHTPOBbLIX KINUHUYECKUX WUCCeA0BaHuM
[I-11l ha3 no 16 napameTpam Habopa NaLMeHTOB U UX 6 AepuBaTMBAM (MOKA3ATENAM) — KaK LUMPOKO PacnpOCTPAHEHHbIM B lUTepatype, Tak
11 BHOBb NPeASIOXEHHbIM. Bcero B paboTy BoLnu 622 naumeHTa u3 70 KNUHUYECKNX LEEHTPOB, pacnonoXeHHbIX B 59 ropogax Poccuu, Ykpau-
Hbl 1 benopyccun. B aHanu3e 1cnonb30BaHbl METOAbl ONUCATENIbHON CTATUCTUKIA W TUNMUPOBAHMS. [Ns OLEHKN BANSAHUS (DAKTOPOB Bblaene-
Hbl BHYTPEHHWE W BHELIHME (DAKTOPbI N U3Y4eHbl BHELUHWE (haKTOPbI (YMCNEHHOCTb HaCeneHus, Nnowanb W NAOTHOCTb NPOXXMBAHNA Hace-
NeHNs), a TaKKe N3MEHEeHUs NapameTpoB M NOKa3aTenel B 3aBUCMMOCTI OT BUSHNA KXA0ro u3 pakTopos. Mnowass n noTHOCTb NPOXM-
BaHUS HACeNeHNs paccmMaTpUBannCh B HEPa3pbiBHON CBS3KE.

Pesynbrartel. NpeanoxeHa npoctas knaccupukauns HakTopoB — BHELIHIE U BHYTPEHHIE MO OTHOLLEHMIO K KITMHUYECKOMY LIEHTPY, B KOTO-
POM MPOUCXOANT HABoP nauneHToB. DakTOpbI, KNAaCCM(ULMPOBAHHbIE KaK BHELLHME, NPOAHAN3NPOBaHbI B 3aBUCUMOCTI OT U3MEHEHNS
NPEAN0XeHHbIX NapaMeTPOB Habopa NaLUUEeHTOB B KNMHUYECKINE NCCIEA0BAHUS U X COOTHOLLEHMIA — NoKasaTenei (aepneatneoB). GuHanb-
Has CKOpOCTb Habopa M huHaNbHOE KONMYECTBO HabpaHHbIX MALUMEHTOB B FPynne YUCAEHHOCTU HACeNeHns 1—-2 MITH Yen. UMenn CTaTucTu-
Yeckn goctoBepHo (p<0,05) 6onee BbIcOKMe 3HaveHns (0,57+0,20 n 15,08+5,06 COOTBETCTBEHHO), 4EM B Fpynmne C YUCNEHHOCTbO A0 1 MIH
yen. (0,14£0,05 n 3,75x1,24).

3aknmoyenne. Brepsble NPeAnoXKeHa paclUnpeHHas naHenb NnapaMmeTpoB 1 NoKasaTeneii, N03BONAKLLMX OLEHUBATL BANSIHWNE BHELLHNX (hak-
TOPOB Ha HA60P NaLWEeHTOB B KNMHUYECKNE UCCNEA0BAHNA. 3Ha4eHMe O NapaMeTpoB U noKa3aTenel, MMeBLUNX CTaTUCTUYECKMe pasnin-
41 Mexay coboii B rpynne BIUSHUS (haKTopa YMCNEHHOCTM, 60Mee YeM B [1Ba pa3a NPeBbILLIANO BENNYNHY [0 aHANOTMYHbIX NapaMeTpoB
1 noKasatenen B rpynne BAWAHUSA NOLWAAN W NNOTHOCTU NPOXNUBAHMA HaceneHus — 47% 1n 23% COOTBETCTBEHHO, YTO MOXET FOBOPUTb
0 60M€ee CULHOM BNUSHMS NEPBOro (hakTopa.

KNHYEBbLIE CJI0BA
Ha6op nauueHToB, (hakTopbl PEKPYUTMEHTA, BHELLHIE (haKTOPbI, KINHUYECKIUE NCCNeA0BaHNS.
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KoHdhnukT uHTepecos
ABTOp 3asBNIAET 06 OTCYTCTBUU HEOOXOAMMOCTYU PACKPbITUS KOHAIIMKTA UHTEPECOB B OTHOLLEHWI JAHHOM Ny6nukauuy.

[ing untupoBanus

MunosaHoB C.C. I3meHeHns napameTpoB Habopa NauMeHTOB 1 UX LePUBATUBOB NMOJ BANAHUEM BHELLUHWNX (DaKTOPOB — YNCTIEHHOCT Hacene-
HUS 1 NAOTHOCTM NPOXMBAHUA Ha onpeaeneHHoit nnowaan. PAPMAKOIKOHOMUKA. CospemeHHas (hapmMako3KoHOMUKA U (hapMakoanm-
Jemunonorus. 2024; 17 (1): 76-85. https://doi.org/10.17749/2070-4909/farmakoekonomika.2024.233.

Changes in patient recruitment parameters and their derivatives under the influence of external
factors - population size and density of residence in a certain area
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SUMMARY

Background. The lack of targeted patient recruitment for clinical trials reaches 90%, which leads to failures of a trial as a whole and insufficient
access to the necessary treatment or diagnostic method for patients. To find out the reasons for recruitment failures, many factors are
considered, the action of which is difficult to assess due to high variability. In general, various factors are named that reduce patient
recruitment, while factors that improve it are much less known.

Objective: to investigate changes in the parameters and indicators of patient recruitment for clinical trials depending on the influence of
external factors.

Material and methods. A retrospective analysis of four international multicenter clinical trials of phases IlI-Ill was performed by 16 patient
recruitment parameters and their 6 derivatives (indicators) — both widely used in the literature and newly proposed. A total of 622 patients
from 70 clinical centers located in 59 cities of Russia, Ukraine, and Belarus were included in the study. The methods of descriptive statistics
and typing were used. To study the influence of factors, internal and external factors were selected, external factors including population size,
area and density of residence were analysed, and changes in parameters and indicators depending on the influence of each factor were
examined. The area and population density were studied in inseparable connection with each other.

Results. A simple classification of factors was proposed — external and internal to the clinical center where patients were recruited. The factors
classified as external were analyzed depending on the change in the proposed parameters of patient recruitment for clinical trials and their
relationships — indicators (derivatives). The final rate of patient recruitment and the final number of patients recruited in the population group
of 1-2 million people had statistically significant (p<0.05) higher values (0.57+0.20 and 15.08+5.06, respectively) than in group with up to
1 million people — 0.14+0.05 and 3.75+1.24.

Conclusion. For the first time, an extended panel of parameters and indicators that allow evaluating the influence of various factors on patient
recruitment for clinical trials was proposed. The value of the proportion of parameters and indicators that had statistical differences among
themselves in the group influenced by the population size factor was more than twice as large as the proportion of similar parameters and
indicators in the group influenced by area and population density: 47% and 23%, respectively, which may indicate more strong influence of
the first factor.
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OCHOBHbIE MOMEHTbI

Y10 yXe u3BecTHo 06 aTon Teme?

» Ha6op nauneHToB — BaXKHas COCTABNAOLLAA ycrnexa Ha Nto6oi ase Knu-
Huyeckoro nccneposauns (KW). B nacroawiee spems 4o 90% KW ve Habu-
patoT Heo6X0ANMOro KONM4ecTBa NaLUNeHToB

» [JoCTIKEHNE TapreTHOro Habopa NauleHToB NOABEPIKEHO BNNSHUIO pa3-
JINYHBIX )AKTOPOB, B OCHOBHOM HeraTuBHOMY. DakTopoB, NONOXMUTENBHO
BNUSIOLLIMX HA HA6OP NALMEHTOB, MEHbLLE, N OHU U3Y4eHbl HE[OCTATOYHO,
T.K. KOTIM4ECTBO YCreLHbIX K 3HAYNTENbHO MeHbLUE, YeM HEeyCMeLLHbIX

» OueHka Ha6opa naumenToB B KA npoBoauTcs no napameTpy AOCTUKEHUS
TapreTHOro Habopa unn ero AepnuBaTnBOB 63 y4eTa BAMAHNSA (haKTopoB

Y10 HOBOro faer craTba?

> Bnepeble M3y4eHbl METOAbI OLEHKN Habopa MauMeHTOB MO Pasan4HbIM
napameTpam 1 B pamkax ycneLHbix KI

> MpeanoxeHbl METOALI, MO3BONAOLLME OLEHUTb CUMY BAWUSHUS TOFO WK
MHOr0 (hakTopa Ha Habop MauKeHToB, a TakXe HOBas AU depeHLMpoBKa
thakTopoB

» llccnenoBano BnvsiHMe (hakTOPOB YUCIIEHHOCTY HACENEHNS U MIIOTHOCTM
MPOXXUBAHWS Ha ONPEAENeHHOI NOLLAAN HA Pa3NNYHbIe NapameTpbl Ha-
60pa naumeHToB

Kak aTo MOXEeT NoBAUATL HA KNUHUYECKYHD NPAKTUKY B 0603pumom ByayLiem?

»> 113y4eHne Habopa naLmeHToB B ycnelHbix K/ TpebyeT paclumpenns napa-
MeTpOB /19 60nee anddepeHLUMPOBAHHOMO NMOAX0AA K ero OLEHKe

» Onpegenexue hakTopoB, NOMOXUTENbHO BAMSIOLIMX HA HAbOP MaLyeH-
TOB, MO3BOSIUT YBEANYUTb YUCAO0 ycnewHbix K/, 4To NpuBeaeT K BbIBOAY
Ha PbIHOK 0XMAAeMbIX NPenapartoB s IeYeHns N JUarHocTukn 3abone-
BaHWNI

BBEJJEHWE / INTRODUCTION

Mo JaHHbIM NUTEpaTypbl, BIUAHUE Pa3nnyHbIX (PaKTOpPOB Ha pe-
3ynbTaThbl NPU3HAGTCA Kak B MeguumHe [1], TaK U B KNUHUYECKNX
nccnegosanuax. MHorne aBTopbl yKa3blBalT, 4TO HA60P NALWEHTOB
B KIIMHNYECKINE MCCNEL0BAHUSA ONPEeLeNfeTcs MHOrO4YUCIEHHbIMI
(hakTopamun: (QUHAHCOBBLIMU, PErynaTOPHbIMU, COLNO3KOHOMUYE-
CKUMU 1 ap. [2-6], BNIOTb 4O HANWU4YUA UKW OTCYTCTBUSA TpaxkaaH-
ctea [7]. ins 0603Ha4eHNs (hakToOpOB UCMOJb3YETCS TaKXe TePMUH
«6apbepbl» [8].

R.L. Frye [9] oTmMeyaeT BnusHMe (DAKTOPOB HA NOHUMaHWE TePMUHA
«yCMeLHbIA Habop nauneHToB». MaKTOP YUCEHHOCTN HaCceseHus
[OJDKEH NMPUBOANTL K 60nblueMy Habopy nauneHToB npu ero 60/b-
wmx 3HaveHusx [10], ogHako E.H. Westling et al. [11] yka3biBatoT Ha
Heo6X0MMOCTb y4eTa NPaBuIbHON Penpe3eHTaTUBHON BbIGOPKN AN
BbIOPAHHON NOKALUN.

CnoxHocTb 13y4eHus aktopoB otmeyeHa S.P. Chin Feman et al.
[12] n3-3a ux 605bLLIOr0 pa3Hoo6pasmns 1 KpanHei BapuaTuBHOCTH.
Takum 06pa3om, nccneaoBaHne BAMAHMA (DaKTOPOB Ha Habop na-
LWMEHTOB 1 MOUCK KPUTEPUEB ANs OLEHKM UX BO3AENCTBMSA OCTAIOTCS
aKTyaNnbHbIMU.

Lenp — vccnefosatb U3MEHeEHUE NapameTpoB U NoKasaTeneii Ha-
60pa nauueHToB B KIIMHUYECKUE MUCCIIeA0BAHUS B 3aBUCUMOCTY OT
BNNAHUA BHELUHUX (DAKTOPOB.

MATEPWAI W METObl / MATERIAL AND METHODS
WcToynmkm panubix / Data sources

Pesynbratbl Habopa NauneHToB 1 CBA3AHHbIE C HUM [aHHble NONy-
YeHbl U3 KnuHu4eckux Lentpos (KL) Poccuu, YkpanHsl n benopyccum
(PYB), y4acTBOBABLUMX B YETbIPEX MEXAYHAPOAHbIX MYNbTULIEHTPOBbIX
KnuHuyeckux uccnegosanuax (MMKN) [13]:

— paka ronossl 1 wew I dasel (EudraCT 2010-019952-35);

What is already known about the subject?

» Patient recruitment is an important component of success in any phase of
a clinical trial (CT). Currently, up to 90% of CTs fail to recruit the required
number of patients

» Achieving target patient recruitment is influenced by various factors,
mostly negative. Factors positively influencing patient recruitment are
fewer and understudied as the number of successful CTs is much lower
than unsuccessful ones

> Patient recruitment in CTs is evaluated by the parameter of achieving target
recruitment or its derivatives without considering the influence of factors

What are the new findings?

» For the first time, methods for evaluating patient recruitment by different
parameters and within successful CTs were studied

» Methods to assess the strength of a factor's influence on patient
recruitment, as well as a new differentiation of factors were proposed

» The influence of the factors of population size and density of residence
in a certain area on different parameters of patient recruitment was
investigated

How might it impact the clinical practice in the foreseeable future?
» Studying patient recruitment in successful CTs requires expanding the
parameters for a more differentiated approach to its evaluation

> Identifying factors that positively influence patient recruitment will increase
the number of successful CTs, leading to the expected drugs for the
treatment and diagnosis of diseases being brought to market

— paka nerkux (EudraCT 2011-001084-42);
— KonopekTanbHoro paka (EudraCT 2006-004214-41);
— nanonatuyeckoit nypnypsl (EudraCT 2009-014842-28).
Bce MMKW 3aBeplueHbl ycnewHo no Habopy nawumeHToB, 1 310
ABUIOCH KpUTEpUEM Ans 0T60pa faHHbIX B HACTOSALLEE UCCeoBaHue.
Bcero HabpaHo 622 naumeHta u3 70 KL, pacnonoxeHHbix B 59 ro-
popax pernoHa PYB. O6Liee KONM4ecTBO BOBMIEYEHHbIX NALWEHTOB MO
Bcemy mupy — 1919,

Jdruyeckue acnektbl / Ethical aspects

Bce nccnefoBaHms npoBefeHbl B COOTBETCTBUI C XeSIbCUHKCKOM
Jeknapauuein BcemupHoit MmeguumnHeKoi accoumauumn (dopranesa,
bpasunus, 2013 r.), npaBunamu Hagnexatlen KNMHNYECKo NpakTukm
(aHrn. good clinical practice, GCP), Tpe60BaHWAMN NOKaNbHbIX 3aKO-
HOJATENbCTB W 006PEHbI ITUYECKMMU KOMUTETAMI HA HALMOHANbHOM
11 NOKAIIbHOM YPOBHSX.

3y4aemble B X0 HACTOALLENA PabOTbl AaHHbIE BbILLIENEPEYUCEH-
HbIX UCCNEAOBaHNA (BPeMs NepBOro CKPUHMHIA, BPEMS OKOHYaHUS
nepuoja Habopa NauWeHTOB W T.4.) He BXOAUIN B CTaTUCTUHECKNE
rpynnbl aHann3a apeKTBHOCTN 1 6e3onacHocTu (intention-to-treat
(ITT) nyn) n ncnonb3osanuch B 06e3N1YEHHOM BUJE.

TunupoBaHue KNUHUYECKKUX LieHTPOB / Site types

Mo (hakTM4ecKoi CKOPOCTM HabPAHHBIX NALMEHTOB NPOBEAEHO TU-

NUPOBaHWe 1 BbIAENEHO YeTbipe rpynnbl (Tuna) KL

— «MOnYaLye» — co CKOPOCTbi0 Habopa 0 paHAOMU3MPOBAHHBIX
nauleHToB B MeCAL, (CKPUHUHT BO3MOXEH);

— HW3KOPEKPYTUHIOBbIE — CKOPOCTL Habopa ot 0,01 go 0,19 nayu-
€HTOB B MecsL, T.e. 1 nauneHT 3a 5 mec;

— CPefIHepeKpYTUHIOBble — CKOPOCTb Habopa ot 0,20 o 0,89 nauw-
eHTOB B MecaL, T.e. 1 naumeHT 3a 5-1,4 mec;

— BbICOKOPEKPYTUHIOBble — CKOpPOCTb Habopa o1 0,90 go 3 naumex-
TOB B Mecsll, T.e. 1 naumeHT 3a 1,1-0,3 mec.
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Buewnue thaktopb! / External factors

B nccnegosaHun paccMOTPEHO [iBa BHELHUX hakTopa no OTHOLLE-
Huro K KL, [14]:
— YNCNEHHOCTb HACENeHNS;
— NAOTHOCTb NPOXWBAHMS HA ONPEAENEHHON NAOLLAAN.

MapameTpbl n nokasatenu / Parameters and indicators

BbigeneHs! cneayowe 13 napametpos [15]:

—1nn KL no Habopy nauueHToB;

— Bpems nepeuyHoro oteeta KL (Bpems otBeta KL| Ha 0ToCNaHHbIN
Mo 3NEKTPOHHOI NOYTE afpec rMaBHOro 1ccnesoBatens);

— (puHanbHbIN Nepuof Habopa nauneHTos (Nepuoj BpemeHu ot
aktusauum KL no nocneaHero HabpaHHoro nauueHTa);

— (buHanbHas CKopocTb Habopa NaLWeHTOB;

— (prHaNbHOE KONMYECTBO HAOPAHHbIX NALMEHTOB;

— npeanonaraemblit HA6OP NayWeHToB (nnaH Habopa, CNPOrHO3npo-
BaHHbIN rMaBHbIM MCCNefoBaTeNem Ha atane nowcka KU anq npose-
JEHUS KIIMHUYECKOr0 NCCNef0BaHNs);

— npegnonaraemas cKopocTb HE06XOAMMOr0 Mo NPOTOKONY HAboPa;

— BbINOJHEHNE NPeanonaraeMoro Habopa naLueHTos;

— OMbIT UCCref0BaTENS,;

— BpeMs NepBoro ckpuHuHra (ot aktusaumm KL no nepsoro ckpu-
HUHTA);

— konunyecTo KL B ropoge;

— nnowanb o6nactu nokanusauyum KL;

— NJI0THOCTb HaceneHns o6nacti nokanuaauun KL.

[lepnBatnebl Habopa NaLMeHTOB — COOTHOLUEHUS napameTpos (6 no-
kasareneit) [14]:

— OTHOLLEHWE NPeAnonaraemMoro 1 TapreTHoro Habopa nauneHTos;

— OTHOLUEHME BPEMEHM MEPBUYHOrO OTBETA 1 NPEANONIaraemoro
Habopa nauneHTos;

— 06paTHOe OTHOLLEHME BPEMEHM NEPBUYHOMO OTBETA;

— 06paTHOe OTHOLUEHME NpeanosiaraemMoro Habopa nayneHTos;

— OTHOLUEHNE 06PATHbIX OTHOLLEHUIA BPEMEHN NePBUYHOTO 0TBETA
1 Npefnonaraemoro Haopa nauneHToB;

— OTHOLLEHWE BPEMEHN NepBOro CKPUHWUHIA U BPEMEHN NEPBUYHOTO
0TBETA.

Cratuctnyeckuit aHanu3s / Statistical analysis

HakonneHue faHHbIX W cTaTUCTUYecKas 06paboTka NpoBOAUIUCH
B nporpamme Excel 2016 (Microsoft, CLLIA) nomaluHeit Bepcum ¢ no-
MOLLbI0 BCTPOEHHOrO MakeTa aHanuaa AaHHbIX. Gopmynbl pacyeTa
Kputepus CTblO[eHTa BBOAUINCH CAMOCTOATENBHO ANS OLUNOKK 5%
1 MeHbLe. Mpu 06paboTKe AaHHbIX MCMNOSIb30BaHbI METOLb! Onunca-
TEIbHOM CTAaTUCTUKKN. PaccynTaHbl MUHUMANTbHbIE 1 MAKCUMaTbHble
3Ha4YeHNs, CTaHAAPTHbIE OTKIIOHEHUS, CPefHNE 3HAYEeHUs, MefaHbl,
MOAbl, KO3 PULIMEHTbI BAPUALIMY, OBEPUTESIbHbIE UHTEPBANbI A4S Na-
pameTpoB W nokasaTener 4o 1 NOCne 3aBepLUeHNs Habopa NaLneHToB.
Pasnuymns mexay 3Ha4eHusMu cqnTanm 4ocToBepHbimMmu npu p<0,05.

PE3YJIbTATbI / RESULTS
YucnenHoctb Hacenenus / Population size

M0 YMCNEHHOCTI NPOXMBAIOLLEr0 HACENEHUS BbIAENEHbI TPU Fpyn-
nbl (pue. 1). AHanu3 nokasbiBaeT, 4T0 B nokanusauuun KL ¢ Hacene-
Huem 6onee 1 MITH Yen. KOMYeCTBO BbICOKOPEKPYTUHIOBbIX LIEHTPOB
B [IBa pa3a BblLUe, YTO, CKOpee BCero, CBA3aHO C pPas3BMTOi MHDpPa-
CTPYKTYPOIA.

13meHeHNs napameTpoB M NoKa3aTeneii nof BAMSHUEM YUCTIEHHO-
CTV NPOXWBAILLEr0 HaceneHus npeacTasneHsl B Tabnuue 1. AHanus
NPOAEMOHCTPUPOBAN CTATUCTUYECKM JOCTOBEPHbIE U3MEHEHUS 3Ha-
4eHWU 9 napameTpoB 1 nokasaTenei 13 19 npoaHanu3npoBaHHbIX
(47%). N3amenunuce:

—T1n KL no Ha6opy NauMeHTOB (3Ha4eHME BblLle B PErOHE HAX0X-
AeHus KL ¢ YnCneHHOCTbI0 HaceneHns 1-2 MiH Yen.);

— Bpems nepeu4Horo orseta KLi;

— (hMHanbHas CKOPOCTb Habopa NaLMEHTOB (3HAYEHWe BbIlLE B pe-
rnoHe HaxoxneHns KL ¢ 4ncneHHoCTbio HaceneHus 1-2 MiH Yen.);

— (DMHANbHOE KOMMYECTBO HAOBpaHHbIX MALMEHTOB (3Ha4eHue
Bbile B pernoHe Haxoxpaenus KL, ¢ YMCNEeHHOCTbIO HaceneHus
1-2 MJH Yen.);

— npefnonaraemMas CKopocTb He06X0AMMOr0 N0 NPOTOKONY Habopa;

— nnowans obnactu nokanusauyuu KL (camast HU3Kas B permoHax
C HaceneHuem meHee 1 MiH Yen.);

— NNOTHOCTb HaceneHns ob6nacti nokanudauum KL;
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Figure 1. Distribution of site types depending on the population size
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Tabnuua 1. \3meHeHns napamMeTpoB 1 nokasateneilt HA6opa NaLMeHTOB NOA BAUSHUEM YUCTEHHOCTI NMPOXIUBAIOLLETO B PErMOHE HACENEHNs

Table 1. Changes in parameters and indicators of patient recruitment under the influence of the population size in the region

YucneHHOCTb HaceNeHus, MITH Yen. /
Population size, min people
Ne / Mapametp/nokasarens // p-3HayeHue /
- | Il ]
No. Parameter/indicator p-value
<1 (32KL) / 1-2 (13 KL) / >2 (25 KL) /
<1 (32 sites) 1-2 (13 sites) >2 (25 sites)
1| Tun KU no HaGopy nauwextos / 178+0,14 2,69:0,28 2,12:0,24 p /11<0,01
Site type by patient recruitment
o | Bpewa nepauskoro oseta KL, cyr/ 24162310 11,001,48 31,0045,53 p V1I<0.,01;
Initial site response time, days p 11/111<0,01
3 | PUHanbHbIK NePUOA HaGopa nauwenTos, oyT/ 83059:28,78 | 785.08:37,04 | 78624+26,69
Final patient recruitment period, days
4 G?MHaanag CKOpPOCTb Habopa nauueHToB, Yen/mec // 014+0,05 057:0.20 0.46:0,16 0 V11<0,05
Final recruitment rate, persons per month
5 G?MHaanoe KonMHeCT_Bo HaﬁpaHHblx MaLmneHToB, n/ 375+1.24 15,08+5,06 12,2444 15 0 111<0,01
Final number of recruited patients, n
g | PeAnonaraemsiit HaGop nauueTos, n / 12,001,44 18,54+3,24 20,48+3,95 p II/11>0,05
Estimated number of recruited patients, n
lMpeanonaraemas CKopocTb HEO6X0AMMOr0 Mo
7 | npotokony Habopa, Yen/mec // Estimated rate of 0,96+0,08 1,31+0,18 1,36+0,15 p I/111<0,05
recruitment required by the protocol, persons per month
0,
g | BbINONHeHve npeanonaraemoro Haoopa naumenTos, %/ | 50 4q.q56 | 1117454254 | 812082502 | pUIlIs0,05
Estimated patient recruitment fulfillment, %
g | OnbiT uccneposarens, ner/ 5,8120,32 5,60+0,59 5,52+0,47 p III111>0,05
Researcher experience, years
10 | BPems nepsoro ckpuukra, cyr / 89,03:23,11 926242565 | 51,60:1319 | plIIS0,05
Time to first screening, days
Konunyectso KL B ropoge, n/
11 Number of sites in the city, H/p/l n/c H/p // n/c 2,16£0,24 p /1I/111>0,05
Mnowaab o6nacti nokanuaauumn KL, km? / p Vil<0,01;
12 ab oona anuaaiim oL, 20898+2361 | 462,08:4291 | 156168+151,00 | pIlII<0,01;
Area of the region of site localization, km?
p 1I/111<0,01
[TNOTHOCTL HaceneHus ob6nactu nokanusauum KL, p I/11<0,1;
13 | yen/km?/ Population density in the region of site 2550,57+169,29 | 3252,00+346,71 | 4541,00+353,00 p I/111<0,01;
localization, people per km? p 11/111<0,01
OTHOLLEHWe NPefnonaraemMmoro 1 TapreTHoro Habopa
14 | naumenToB / Ratio of estimated to targeted patient 5,37+0,71 5,68+1,11 5,58+0,75 p I/1I/111>0,05
recruitment
OTHOLLEHWE BpEMEHM NEPBUYHOTO OTBETA
11 Npeanonaraemoro Habopa naumeHTos / p I/1<0,01;
15 Ratio of primary response time to estimated 281045 0.71:0,11 231047 p 1/111<0,01
patient recruitment
1 | OOPaTHOE OTHOLIEHUE BpEMEHI NepBUHoro oTeeTa / 0,08+0,02 0,170,07 0,13+0,05 p 1II/I11>0,05
Inverse ratio of primary response time
O6paTHOe OTHOLLEHWE NpefnonaraemMoro Habopa 111<0.01:
17 | naumenToB / Inverse ratio of estimated patient 0,12+0,02 0,07+0,01 0,07+0,01 p | /|”<0’ 01’
recruitment p )
OTHOLIEHNE 06paTHbIX OTHOLLEHUIA BPEMEHM
1g | NEPBUSHOrO OTBETA M NPEANONIAragmoro Hagopa 1,02+0,26 2.46+0,81 3,33+1,68 p II/I1>0,05
nauueHTos / Ratio of inverse ratios of primary response
time and estimated patient recruitment
OTHOLLEHNE BPEMEHM NMEPBOr0 CKPUHUHIA 1 BpEMEHU
19 | nepsuyHoro oteerta/ Ratio of first screening time 4,06+1,01 10,10+2,9 4,05+1,34 p I/1I/11>0,05
to primary response time

Tpumeyanne. KL| — KInHn4ecKnii LEHTD;, H/P — He PACCYUTbIBANOCL. XKUPHBIM LUPNGHTOM BbIAENEHbI 3HAYEHNS, PASTINYNSA MEXFY KOTOPbIMU CTATUCTNYECKN SHAYNMBI.

Note. n/c — not calculated. Values with statistically significant differences are highlighted in bold.
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— OTHOLLEHMEe BPEMEHN MepBUYHOr0 OTBETA W NPeAnonaraemMmoro
Habopa NauueHToB;
— 06paTHOe OTHOLLEHME NpefnonaragMoro Habopa nauneHToB.

[NOTHOCTb NPOXKUBAHUA HACENEHNA HA onpefeneHHoN nnowaau /
Population density in a certain area

[ing aHanusa U3MeHeHus napameTpoB Noj BAUSHUEM MOLAAN
1 MAOTHOCTM NMPOXMBAHUS HAceneHus B obnacti nokanusauum KL

Mbl TUMWPOBANM UX HA TPU rpynnbl (puUc. 2). Mpn NNOTHOCTK Hace-
NEHUA 10 4 TbIC. Yen. KONMYECTBO CPELHE- U BbICOKOPEKPYTUHIOBbIX
LLeHTPOB BbICOKOE, NPW NIOTHOCTW HaceneHns 6onee 4 Tbic. Yen. Ko-
NNYeCTBO «MoNyaLmx» KL| MeHbLUe Mo CpaBHEHUIO C KONUYECTBOM
CPELiHe- 1 BbICOKOPEKPYTUHIOBbIX.

I3mMeHeHNs napameTpoB NOJ BAMSAHWEM NAOWAAM W NAOTHOCTU
NPOXNUBaHWUA HaceneHus B 06nactv nokanusauun KL npeacrasneHsl
B Tabnuue 2. iamenunuce 4 napamertpa n3 19 (21%):
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Figure 2. Distribution of site types depending on the density of population in a certain area

[ >4000 4en/km? / >4000 people per km?

Tabnuua 2 (Hayano). N3meHeHus napameTpoB 1 NoKasarenen Habopa nauneHToB N0 BAUSHIUEM NNOTHOCTU NPOXMBAHUA HACENEHNA B 0611aCTV NI0KaNN3aLnn KMHUYECKOro LeHTpa

Table 2 (beginning). Changes in parameters and indicators of patient recruitment under the influence of population density in the area of site localization

MnoTHOCTb NPOXMBAHMUS, ThIC. YEN/KM? /
Population density, thsd people per km?
Ne / MapameTp/noka3sartens // p-3Ha4eHue /
- | Il ]
No. Parameter/indicator p-value
<2 (9KU)/ 2-4 (44 KL) / >4 (27 KL) /
<2 (9 sites) 2-4 (44 sites) >4 (27 sites)
Tun KL no Ha6opy nauneHToB / Site type by patient
1 recruitment 1,56+0,17 2,00+0,15 2,50+0,280 p I/111<0,01
Bpewms nepsuyHoro oteera KL, cyt/
2 Initial site response time, days 28,22+6,84 21,47+2,79 28,56+6,52 p I/1/111>0,05
®uHanbHbIA nepuoa Habopa nauyueHTos, cyT /
3 Final patient recruitment period, days 768,44+39,63 812,81+22,97 809,67+35,88 p I/1/111>0,05
®uHanbHas ckopocTb Habopa NauneHToB, Yen/mec //
4 Final recruitment rate, persons per month 0,30£0,02 0,34+0,01 0,35+0,03 p I/1/111>0,05
®uHanbHOe KONNYeCcTBO HabPaHHbIX NaLyeHToB, N/ p I/11<0,01;
5 Final number of recruited patients, n 0,89£0,34 8,33+2,38 14,22+4,38 p 1/111<0,01
lMpegnonaraemblit HAGOP NaLMEHTOB, N /
6 Estimated number of recruited patients, n 11,22+2,08 16,70+2,34 17,67+3,35 p /1I/111>0,05
[Tpeanonaraemas ckopocTb HEO6X0ANMOr0
no npoTokony Habopa, yen/mec // Estimated rate
/ of recruitment required by the protocol, persons 0.9620,17 1.210,10 117013 p IMIAI>0,05
per month
BbinonHeHue npegnonaraemoro Haéopa, % / p /11<0,01;
8 Estimated patient recruitment fulfillment, % 1562347 56,30:14.84 108,65:33,68 p 1/111<0,01
9 )(/);‘Iabrlg uccnenosarens, net/ Researcher experience, 5,89:0.30 5,600,30 5.78+0,61 o UII/I10,05
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Ta6nnuya 2 (okoH4aHue). I3meHeHns napameTpoB 1 Nokasateneit Habopa NaLNeHToOB NOA BAUSAHUEM NAOTHOCTU NPOXWUBAHIUS HACENEHNS B 06N1ACTN NOKANN3ALNM KIMHIYECKOTO LiEHTpa

Table 2 (end). Changes in parameters and indicators of patient recruitment under the influence of population density in the area of site localization

TINOTHOCTb NPOXMUBAHMUS, ThIC. YEN/KM? /
Population density, thsd people per km?
Ne / Mapametp/nokasarens // p-3HayeHue /
- | ] ]
No. Parameter/indicator p-value
<2 (9KL) / 2-4 (44 KLU) / >4 (27 KLU) /
<2 (9 sites) 2-4 (44 sites) >4 (27 sites)
Bpems nepBoro ckpuHuura, cyt/ Time to first
10 screening, days 45,22+2517 84,33+17,92 72,78+18,91 p I/1I/11>0,05
11 | Konusectso KL 8 ropope, n/ Number of sites Wp J/ /e 133:0,10 1.83+0,32 p UII/I10,05
in the city, n
Mnowaab o6nactu nokanusaumm KL, km? /
12 Area of the region of site localization, kim? 854,3+218,2 758,8+128,8 679,01+150,74 p I/11/11>0,05
[TnoTHOCTb HaceneHus obnactu nokanuaauum KL,
13 | yen/km?/ Population density in the region of site 4046,52+601,2 | 3046,57+188,4 3611,25+401 p I/1I/NI>0,05
localization, people per km?
OTHOLLEHNE NpeanonaraeMoro Habopa K TapreTHoMy
14 | Habopy nauneHToB / Ratio of estimated to targeted 4,38+1,23 5,91+0,60 5,09+0,89 p I/1I/11>0,05
patient recruitment
OTHOLLEHNE BPEMEHU NEPBUYHOIO OTBETA
15 | K npegnonaraemomy Habopy nauueHToB / Ratio of 3,66+1,22 1,87+0,28 2,42+0,55 p I/1I/N>0,05
primary response time to estimated patient recruitment
06paTtHoe OTHOLLEHME BPEMEH NEPBUYHOTO 0TBETA /
16 Inverse ratio of primary response time 0,06+0,01 0,13+0,03 0,110,05 p I/1I/11>0,05
O6paTHoe OTHOLLEHME NPeAnoaraemoro Haopa
17 | naumenToB / Inverse ratio of estimated patient 0,13+0,03 0,08+0,01 0,1+0,02 p I/1I/11>0,05
recruitment
OTHOLLEHME 06PATHBIX OTHOLUEHUIA BPEMEHM
NepBMYHOro OTBETA U NPeAnonaraemMmoro Habopa
18 nauueHToB / Ratio of inverse ratios of primary response 0.64:0,16 2:470,92 2,011,05 p VII/Il>0,05
time and estimated patient recruitment
OTHOLLEHNE BPEMEHU NEPBOr0 CKPUHIHTA K BPEMEHM 1<0.01:
19 | nepsuyHoro oteeta/ Ratio of first screening time 1,81+0,90 5,50+1,05 6,10+2,25 p I/III<d 01’
to primary response time p ’
Tpumeyanne. KL| — KIMHn4ecKnii LEHTD, H/P — He PAcCYUTbIBANOCL. XKUPHBIM LIPUGHTOM BbIAENIEHbI 3HAYEHNS, PASTINYNSA MEXTY KOTOPbIMU CTATUCTNYECKN SHAYNMBI.
Note. n/c - not calculated. Values with statistically significant differences are highlighted in bold.
—1un KL, no Ha6opy nauneHToB; 50 "
— (bMHaIbHOE KONMYeCTBO HabpaHHbIX NaLNeHTOB (3Ha4YeHIe Bbllle .
B rpynne C BbICOKOW NNOTHOCTbO HACEEHUS); - i
— OTHOLLEHME NpeanonaraemMoro 1 TapreTHoro Habopa nauueHToB i £ 40
(3Ha4eHue BblILLE B FPYNMe ¢ BbICOKOW MAOTHOCTbIO HACENEHMS); g §
— OTHOLLIEHVE BPEMEHN NePBOr0 CKPUHMHIA M BDEMEHN NEPBUYHOTD & =
OTBETA (3HA4EHME BbILLIE B TPYNNE C BLICOKO NNOTHOCTbIO HACeNeHNs). g 30
0606LieHue pe3ynbTaToB / Summarizing the results §_ % 21
KymynsiTuBHbIe 3Ha4YeHNS KONMYeCcTBA NapameTpoB 11 nokasaTenei, E § 20
MOJBEPXEHHbIX N3MEHEHMAM NOA BAUSAHUEM BHELIHUX (DAKTOPOB, § Z
NoKa3aHo Ha pUCYHKe 3. = £
MapameTpbl, 10ABEPXKEHHbIE N3MEHEHMIO MO BAMSAHNEM BCEX TPEX = §- 10
BHELLHUX (haKTOPOB, NPeACTaBfeHbl Ha PUCYHKE 4. o
0

OBCYXXIIEHUE / DISCUSSION

Mo paHHbIM NUTEpPATYpbI, B TOPOfAX C Pa3BMTON MHKDPACTPYKTYPON
Habop nauneHTOoB Bbilwe [16]. Mo pe3ynbratam, NOMy4eHHbLIM B HaLLeM
uccnenosaHun, npu nokanusaumn KL ¢ HaceneHnuem 6onee 1 MITH Yen.
KONM4eCTBO BbICOKOPeKpYTUHroBbIX KL B 1Ba pa3a BbllLe, YTO, CKOpee
BCEro, CBA3aHO MMEHHO C Pa3BUTON MHAIPACTPYKTYPOI 1 NOLTBEPXKAA-
T [laHHble APYruX aBTOPOB.

[noTHOCTb HaceneHns /
Population density

YuCneHHOCTb HaceneHns /
Population size

PucyHok 3. [lonu napameTpoB v nokasaTeneil Ha6opa nauneHToB B KNNHUYECKNE
UCCNEI0BaHNS, MOABEPKEHHBIX UBMEHEHUAM B 3aBUCUMOCTI OT BHELLHUX (haKTOPOB
(Y4MCNEHHOCTY U NNOTHOCTY HaceneHns)

Figure 3. The proportions of parameters and indicators of patient recruitment for clinical
trials that are subject to changes depending on external factors (population size and
density)
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PucyHok 4. MapameTpbl, NOABEPXEHHbIE U3MEHEHWNIO NOA BANSHIEM U3Y4EHHbIX BHELLHUX (DaKTOPOB:
a - Tun KnuHuyeckoro ueHTpa (KL); b — Bpems nepBu4YHOro 0TBETa U NEPBOro CKPUHWHIA; € — Npejnonaraemblii U huHanbHbI HA60P NALMEHTOB

Figure 4. Parameters subject to changes under the influence of the studied external factors:
a - site type; b — time of the initial response and the first screening; ¢ — estimated and final patient recruitment
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N.S. Hill et al. [17] yka3biBatT, YTO CBA3b MEX[Y CKOPOCTbO Ha-
6opa NayMeHTOB U YUCNEHHOCTbIO HACENEHUsS HesBHA UMK OTCYT-
cTBYeT. 10 HAWKUM JaHHbIM, pacnpegenenune BblaeneHHbIx Tnos KL
MMeeT CBOM 0CO6EHHOCTM. TUNMYHOE pacnpefenenne ¢ 60nbLNUM
KOJIMYECTBOM «MOJTHALLMX» U HU3KOPEKPYTUHTOBbIX KL 1 manbim
KOMMYECTBOM BbICOKOPEKPYTUHIOBbIX KL| XapakTepHo Ans pernoHoB
CO CpefjHel NNOTHOCTLIO HACeNeHus, B TO BPEMA KaK PaBHOMEpHOe
pacnpegeneHne KL Habntogaetca npu BbICOKON NNOTHOCTK Hacese-
Huq. CornacHo A.B. Haidich [18] ato 6onee npeanoyTuTensHo AN
KNWUHWYECKOro NCCNef0BaHNs. B nokannsaumax ¢ HU3Koi NNOTHOCTLIO
HaceneHns He 6b110 KL, ¢ BbICOKON CKOPOCTbIO Habopa.

Haww pesynberaTbl coBnagawT ¢ Bbiogamu R.M. van den Bor
et al. [10], nony4yeHHbIMK NPK aHANN3e NEPCNeKTUBbI OXUAAHUS
60bllero Habopa naLMeHToB NPU BbICOKOW YMCIIEHHOCTU Hacene-
Hus. Mo faHHbIM nutepatypbl [18], NepBbl CKPUHUHT MPOUCXOANT
B npefenax 5 mec. Hawe uccnegosaHne nokasano, 4to nepsblil
CKPUHUHT Haubonee 6bICTPbIN (B 1-i MecAl nocne akTmeaumn KL)
npu CPeaHel YNCNEHHOCTI HaCceNeHNs, B TO BPEMS KaK NpW HN3KOI
NNOTHOCTW HACEeNeHNs BPeMs NMepBUYHOr0 0TBETA TAaKXKE 0CTaBanoCh
B npegenax 1 mec. BbifiBNEHO, 4TO NPKU KOPOTKOM BPEMEHU NepBuY-
HOro 0TBETA BPEMS NMEPBOro CKPUHMHIA 6bIN0 HAUMGONbLINUM, a NPU
Han6oNblleM BPEMEHN NEPBUYHOMO OTBETA — HAUMEHBLUUM, Y4TO
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